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TRIAZINE COMPOUNDS AS PI3 KINASE AND MTOR INHIBITORS

FIELD OF THE INVENTION

This invention relates to 2,4,6-substituted [1,3,5]trazine compounds in which one
substituent is an optionally substituted morpholino, tetrahydropyranyl or dihydropyranyi group,
which inhibit PI3 kinase and mTOR, to processes for preparing them, to methods of treatment
using them and o pharmaceutical compositions containing them..

BACKGROUND OF THE INVENTION

Phosphatidylinositol (hereinafter abbreviated as "PI") is one of the phospholipids in cell
membranes. In recent years it has become clear that Pl plays an important role also in
intraceliular signal transduction. It is well recognized in the art that Pl {4,5) bisphosphate
(PI(4,5)P2 or PIP2} is degraded into diacyiglycerol and inositol (1,4,5) triphosphate by
phospholipase C to induce activation of protein kinase C and intracellular calcium mobilization,
respectively [M. J. Berridge et al., Nature, 312, 315 (1984); Y. Nishizuka, Science, 225, 1365
(1984)).

Phosphatidylinositol-3 kinase (“PI3K") is an enzyme that phosphorylates the 3-position of
the inositol ring of phosphatidylinositol [D. Whitman et al., Nature, 332, 664 (1988)]. Pluralities
of PI3K subtypes exist. Three major subtypes of PI3Ks have now been identified on the basis
of their in vitro substrate specificity, and these three are designated class | (a2 & b), class li, and
class Il [B. Vanhaesebroeck, Trend in Biaol. Sci., 22, 267{1997)).

The class la PI3K subtype has been most extensively investigated to date. Within the
class la subtype there are three isoforms {«, B, & &) that exist as hetero dimers of a catalytic
110-kDa subunit and reguiatory subunits of 50-85kDa. The regulatory subunits contain SH2
domains that bind to phosphorylated tyrosine residues within growth factor receptors or adaptor
molecules and thereby localize PI3K to the inner cell membrane. At the inner cell membrane
PI3K converts PIP2 to PIP3 (phosphatidylinositol-3,4,5-trisphosphate) that serves to localize the
downstream effectors PDK1 and Akt to the inner cell membrane where Akt activation occurs.
Activated Akt mediates a diverse array of effects inciuding inhibition of apoptosis, cell cycle
progression, response to insulin signaling, and cell proliferation. Class la PI3K subtypes also
contain Ras binding domains (RBD) that aliow association with activated Ras providing another
mechanism for PI3K membrane Ilocalization. Activated, oncogenic forms of growth factor
receptors, Ras, and even PI3K kinase have been shown to aberrantly elevate signaling in the
PISK/AKYmTOR pathway resulting in cell transformation. As a central component of the
PISK/AKYmTOR signaling pathway PI3K (particularly the class la a isoform} has become a
major therapeutic target in cancer drug discovery,

Substrates for class | PI3Ks are Pi, PI(4)P and Pi{4,5)P2, with PI{4,5)P2 being the most
favored. Class | PI3Ks are further divided into two groups, class la and class Ib, because of
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their activation mechanism and associated regulatory subunits. The class |b PI3K is p110y that
is activated by interaction with G protein-coupled receptors. Interaction between p110y and G
protein-coupled receptors is mediated by regulatory subunits of 110, 87, and 84 kDa.

Pl and Pl(4)P are the known substrates for class H PI3Ks; PI(4,5)P2 is not a substrate
for the enzymes of this class. Class 1l PI3Ks include PI3K C2a, C28 and CZy isoforms, which
contain C2 domains at the C terminus, implying that their activity is regulated by calcium ions.

The substrate for class il PI3Ks is Pl only. A mechanism for activation of the class Ili
PI3Ks has not been clarified. Because each subtype has its own mechanism for regulating
activity, it is likely that activation mechanism(s) depend on stimuli specific to each respective
class of PI3K.

The compound PI103  (3-(4-{4-morpholinyl)pyridof3’,2":4,5}furo[3,2-d]pyrimidin-2-
yl)phenol) inhibits PI3Ka and PI13Kg as well as the mTOR enzymes with ICs; values of 2, 3, and
50-80 nM respectively. 1L.P. dosing in mice of this compound in human tumor xenograft models
of cancer demonstrated activity against a number of human tumor models, including the
glioblastoma (PTEN null UB7MG), prostate (PC3), breast (MDA-MB-468 and MDA-MB-435)
colon carcinoma (HCT 116); and ovarian carcinoma (SKOV3 and |GROV-1); (Raynaud el al,
Pharmacolegic Characterization of a Potent inhibitor of Class | Phosphatidylinositide 3-Kinases,
Cancer Res. 2007 67 5840-5850).

The compound ZSTK474 (2-(2-difluoromethylbenzoimidazol-1-yl}-4, 6-dimorpholino-1,
3,5-triazine) inhibits Pi3Ka and P13Kg but not the mTOR enzymes with an |Cs; values of 16, 4.6
and >10,000 nM respectively {Dexin Kong and Takao Yamori, ZSTK474 is an ATP-competitive
inhibitor of class | phosphatidylinositol 3 kinase isoforms, Cancer Science, 2007, 98:10 1638-
1642). Chronic oral administration of Z8TK474 in mouse human xenograft cancer models,
completely inhibited growth which originated from a non-small-celt lung cancer (A548), a
prostate cancer (PC-3), and a colon cancer (WiDr) at a dose of 400 mg/kg. (Yaguchi et al,
Antitumor Activity of ZSTK474, a New Phosphatidylinositol 3-Kinase Inhibitor, J. Natl. Cancer
inst. 98: 545-558).

The compound NVP-BEZ-235 (2-methyl-2-(4-(3-methyl-2-0x0-8-(quinolin-3-yl)-2,3-
dihydro-1H-imidazo{4,5-c]quinoiin-1-yl)phenyl)propanenitrile) inhibits both PI3Ka and PI3Kg as
well as the mTOR enzymes with I1Cs; values 4, 5, and “nanomolar®. Testing in human tumor
xenograft models of cancer demonstrated activity against human tumor models of prostrate
{(PC-3) and glioblastoma (U-87) cancer. it entered ciinical trials in December of 2006
{(Verheiien, J.C. and Zask, A., Phosphatidylinositol 3-kinase (PI3K) inhihitors as anticancer
drugs, Drugs Fut. 2007, 32(6): 537-547).

The compound SF-1126 (a prodrug form of LY-294002, which is 2-(4-morpholinyl}-8-
phenyl-4H-1-benzopyran-4-one) is “a pan-PI3K inhibitor®. It is active in preclinical mouse

cancer models of prostrate, breast, ovarian, lung, muitiple myeloma, and brain cancers.
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(Verheiien, J.C. and Zask, A., Phosphatidylinositol 3-kinase (P!3K)} inhibitors as anticancer
drugs, Drugs Fut. 2007, 32(6). 537-547).

Although it seems clear that inhibition of the a isoform is essential for the antitumor
activity of PI3K inhibitors, it is not clear whether a more selective inhibitor of a particutar PI13K
isoform may lead to fewer unwanted biological effects. It has recently been reported that non-
Pi3Ka class | isoforms (PI3KB, & and y) have the ability to induce oncogenic transformation of
cells, suggesting that nonisoform- specific inhibitors may offer enhanced therapeutic potential
over specific inhibitors.

Selectivity versus other related kinases is also an important consideration for the
deveiopment of PI3K inhibitors. While selective inhibitors may be preferred in order to avoid
unwanted side effects, there have been reports that inhibition of multiple targets in the PISK/Akt
pathway (e.g., PI3Ka and mTOR [mammalian target of rapamycin]) may lead to greater efficacy.
It is possible that lipid kinase inhibitors may paralle! protein kinase inhibitors in that nonselective
inhibitors may also be brought forward to the clinic.

Mammalian Target of Rapamycin, mTOR, is a cell-signaling protein that regulates the
response of tumor cells to nutrients and growth factors, as well as controlling tumor blood
supply through effects on Vascular Endothelial Growth Factor, VEGF. Inhibitors of mTOR
starve cancer cells and shrink tumors by inhibiting the effect of mTOR. All mTOR inhibitors bind
to the mTOR kinase. This has at least two important effects. First, mTOR is a downstream
mediator of the PI3K/Akt pathway. The PI3K/Akt pathway is thought to be over activated in
numerous cancers and may account for the widespread response from varicus cancers to
mTOR inhibitors. The over-activation of the upstream pathway would normally cause mTOR
kinase to be over activated as well. However, in the presence of mTOR inhibitors, this process
is blocked. The blocking effect prevents mTOR from signaling to downstream pathways that
control celi growth. Over-activation of the PI3K/Akt kinase pathway is frequently associated with
mutations in the PTEN gene, which is common in many cancers and may help predict what
tumors will respond to mTOR inhibifors. The second major effect of mTOR inhibition is anti-
angiogenesis, via the lowering of VEGF levels.

in lab fests, certain chemotherapy agents were found to be more effective in the
presence of mTOR inhibitors. George, J.N., et al., Cancer Research, 61, 1527-1532, 2001.
Additional lab results have shown that some rhabdomyosarcoma cells die in the presence of
mTOR inhibitors.

There are three mTOR inhibitors, which have progressed into clinical trials. These
compounds are Wyeth's Torisel, also known as 42-(3-hydroxy-2-(hydroxymethyl)}-rapamycin 2-
methylpropanoate, CCI-779 or Temsirolimus; Novartis’ Everolimus, also known as 42-O-(2-
hydroxyethyl)-rapamycin, or RAD 001; and Ariads AP23573 also known as 42-
(dimethylphopsinoyl}-rapamycin. The FDA has approved Torisel for the treatment of advanced
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renal cell carcinoma. In addition, Torisel is active in a NOS/SCID xenograft mouse model of
acute lymphoblastic leukemia [Teachey et al, Blood, 107(3), 1149-1155, 2006]. On March 30,
2009, the U. S. Food and Drug Administration (FDA) approved Everolimus (AFINITOR™) for
the treatment of patients with advanced renal cell carcinoma. AP23573 has been given orphan
drug and fast-track status by the FDA for treatment of soft-tissue and bone sarcomas.

The three mTOR inhibitors have non-linear, although reproducible pharmacokinetic
profiles. Mean area under the curve (AUC) values for these drugs increase at a less than dose
related way. The three compounds are all semi-synthetic derivatives of the natural macrolide
antibiotic rapamycin. 1t would be desirable to find fully synthetic compounds, which inhibit
mTOR that are more potent and exhibit improved pharmacokinetic behaviors.
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SUMMARY OF THE INVENTION

This invention provides compounds of formula |

wheregin:
R'is

and R® R* and R®Y are defined below, and pharmaceutically acceptable salts and
esters thereof. These compounds are useful as inhibitors of mTOR and P13 kinases.

This invention further provides compositions containing one or more of the
aforementioned compounds, which compositions may contain a pharmaceutically accepiable
carrier.

The present invention provides methods for making the compounds of the invention, as
described below. Methods of using the invention are also provided, for example: a method for

inhibiting mTOR, a method for inhibiting a P13 kinase, and methods for treating various forms of
cancer.
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DETAILED DESCRIPTION OF THE INVENTION

in one aspect, the present invention provides compounds of formula |

wherein:
R'is
R?
Rﬁ
wherein;

R®, R’, R®, R? are each independently selected from the group consisting of a hydrogen
atom, and a C+-Cgalkyl optionally substituted with C.-Cgalkenyl, C4-Cealkadienyt, C-Csalkynyl or
C4-Coalkadiynyl;

or one of R and R” or R?® and R, together with the carbon atoms to which they are
attached form an optionally substituted 5-8 membered saturated or unsaturated ring containing
0, 1 or 2 atoms independently selected from O, NH and §;

the dashed line - - - - - represents an optional second bond;

R? is optionally substituted Cs-C1.aryl-NH-COR?®, optionally substituted C;-Csheteroaryl-
NH-COR?®, -CH=CH-Cs-C1paryl-NH-COR?® or -CH=CH-C-Csheteroaryl-NH-COR?®;

R? is OR®, NR®R® or NHR®;

R® is independently selected from the group consisting of Ci-Cealkyl, Ca-Cealkenyl, Cs-
Cealkynyl, optionally substituted Cg-Cioaryl, C,-Cghaloalkyl, optionalty substituted Cs-
Cgheteroaryl, Ci-Cshydroxylalkyl-, Cs-Cipsaturated or unsaturated mono or bicyclic Cs-
Cocycloalkyl optionally substituted with OH, NR''R'' or 3-7 membered C,-Cgheterocyclyl, and
3-10 membered saturated or unsaturated mono or bicyclic Cs-Csheterocyclyl, with the proviso

" that three-membered cycloalkyl and heterocyclyl rings are saturated;

or two R® groups taken together with the nitrogen atom to which they are attached form a
3 to 8 membered ring system optionally substituted with C,-Cealkyl, which ring system is
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saturated or unsaturated and has, in addition to said nitrogen atom, 0 to 2 hetercatom ring
members selected from O, S, $(0), S(O), and NR';

R™ is selected from the group consisting of M, Cs-Cealkyl, -SO,(C+-Cealkyl), -COO(C:-
Cealkyl), -CONH(C+-Cgalkyl), -CON(C+-Cealkyl),, ~-CO(C+-Cealkyl), and -SONHR™;

R is selected from the group consisting of H, C:-Cealkyl optionally substituted with OH,
NR'R'" or a 3-7 membered C-Cgheterocyclyl, -CO(C-Csalkyl), optionally substituted Ce-
Ciparyl, and optionally substituted Cs-Cgheteroaryl;

R* is selected from the group consisting of: a) C:-Cealkyloptionally substituied with: i) 3-
10 membered Ci-Cgheterocyclyl optionally substituted with C4-Cealkyl-, ii) HoN-, i) {Cs-
Cealkyl)NH-, iv) (Ci-Csalkyl}oN-, v) NH(CH,).N(C+-Csalkyl), wherein a is 2, 3 or 4, and vi) CHO,
b) Cs-Cealkenyl, ¢) Cs-Csalkynyl, d} -O-C:-Cgalkyl optionally substituted with -O-C4-Cgalkyl, e} -
0O-Cs-Csalkenyl, f) -0-C3-Cealkynyl, g) saturated or unsaturated mono or bicyclic Cs-Cscycloalkyt,
and h) saturated or unsaturated mono or bicyclic -O-C3-C4acycloalkyl, all the above optionally
substituted with OH, NR''R*' or a 3-7 membered C,-Csheterocyclyl optionally substituted with
C+-Coalkyl-, provided that an OH or NR"R" is not directly bonded to a carbon atom that is
double- or ftriple-bonded to another carbon atom; i) -CH=CH-Cg-Cyearyl; j) -CH=CH-Cs-
Cgheteroaryl; k) optionally substituted Ce-Ciparyl; I) optionally substituted 5-10 membered C-
Coheteroaryl attached to the triazine moiety via a carbon atom; m} 3-10 membered saturated or
unsaturated monocyclic Ci-Cgheterocyclyl attached to the triazine moiety through a carbon or
nitrogen atom and optionally substituted with from 1 to 3 substituents independently selected
from: OH, NR'R", C.-Cgalkyl, {Cs-Cealkylyamido-, (C:-Cealky)C(O)-, (C+-Cealkoxy)carbonyl-,
adamantyl, C,-Cshydroxylalkyl-, (C1-Cealky)amido-; or a 3-7 membered C,-Cgheterocyclyl, with
the proviso that 3 membered heterocyclyl is saturated and attached to the triazine moiety
through a nitrogen atom, and 5 membered bicyclic heterocyclyl is saturated; n) optionally
substituted -O-Cg-C1oaryl; o) optionally substituted -O-C4-Cgheteroaryl; p) -O-(3-12 membered
saturated or unsaturated mono or bicyclic)Ci-Csheterocyclyl optionally substituted with (C+-
Cealkoxy)carbonyl-, H;NS(O)-, or C4-Cealkyl further optionally substituted with OH, NRV'R" or a
3-7 membered C-Cgheterocyclyl, with the proviso that three membered heterocyclyl is
saturated; q) -NHCeCioaryl, r) -NHC-Coheteroaryl, s) -NHNH,, t) -NHNHC.-Cgalkyl, u) -
NHN(C1-Cgalkyl)z, v} -NHOH, w) ~COOH, x) -COO-C-Csalkyl, y) -CONR'R™, z) -NR?R™,
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R6 R7 Rﬁ>_< R’
aa) ;""E"NO bb}) EWHWN ) cc) i—ﬁ—NHZ dd) ;—*N z
RHRS Rg R8

wherein Z is CHz, O, S(O),or NRP and nis 0, 1 or 2;
ee) halogen, ) Cs-Cisaryl-S(O)-NH-, gg) R"'NHC{O)NH-O-, and hh) optionally substituted 5-
membered monocyclic C1-Csheterocaryl attached to the triazine moiety via a nitrogen atom;

R and R™ are each independently selected from H, optionally mono or disubstituted
C-Csalkyl, optionally substituted Cs-Csalkenyl, and optionally substituted C;-Cgalkynyl, the
optional substituents being selected from Ci-Cealkoxy, OH, NR''R", and 3-7 membered C:-
Ceheterocyclyl, provided that an OH or NR''R"" is not directly bonded to a carbon atom that is
double- or tripie-bonded to another carbon atom;

or R™ and R™ taken together with the nitrogen atom to which they are attached form a 3
to 8 membered monocyclic ring system optionally substituted with C-Cealkyl, which ring system
is saturated or unsaturated and has, in addition to said nitrogen atom, 0 to 2 heteroatom ring
members selected from O, S(O), and NR™;

or R and R"™ taken together with the nitrogen atom to which they are attached form

(CHz)x
a

R R \|—‘ R10
ﬁ [N NH [N\>—NH of [: ]

l R“’
wherein a and b are each independently -CH,-, O, S, or NR', and x is 1-3;
C4-Coheteroary! refers to a 5-10 membered aromatic ring system having one or more

rings and 1, 2, 3 or 4 ring members independently seiected from O, NR™, and S(O);
C,-Csheterocyclyl refers to a 3-10 membered ring system having one or more rings and

1, 2, 3 or 4 ring members independently selected from O, NR", and $(0); and
optionally substituted aryl and heteroaryl groups are unsubstituted or are substituted with

1 or 2 moieties selected from the group consisting of: a) C-Ceatkyl optionally substituted with

OH, NH,, NH(C-Cealkyl), N(C,-Cealkyl)s, -NH(CH2),,N(C4-Cealkyl), wherein w is 2, 3 or 4, or 3-

10 membered C;-Csheterocyclyl optionally substituted with from 1 to 3 independently selected

C1-Cealkyl- substituents; b) halogen; c¢) hydroxy; d) NHg; e) NOs; f) SONH»; g) COOH; h)

COO(C+-Cealkyl): i) NHCOO(C-Csalkyl); ) NH(Ci-Cealkyl); k) N(Ci-Ceatkyl)z; 1) C(ONR®RY,

wherein R® is H or C+Cealkyl, and R® is H, Ci-Cealkyl, (CsCuarybalkyi-, or (Ci-

Csheteroarylialkyl-; m) -Y-Q, wherein Y is: i} O, ii) NH, iii} N{C-Cealkyl), iv) NHSO,, v) SO-NH,

vi) NHCONH, vii) NHCON(C4-Csalkyl), viii} S(O)q, g is 0, 1 or 2, ix) -C{O)NH-, x) ~NHC(O)- xi) -

C{O)N(CHy)-, xii) C(O), or xiii} absent, and Q is selected from: i} Ce-Cioaryl, optionally

substituted with from 1 to 3 substituents independently selected from: A) C-Cealkoxy- optionally

substituted with 1) HN-, 2) (C{-—Cealkyl)amino-, 3) di(C+-Cgalkyl)amino-, 4) C;-Cgheterocyclyl-
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optionally substituted by Ci-Cealkyl-, or 5) hydroxyl, B) (Ci-Cealkoxy)carbonyl-, C) (Cy-
Cesalkoxy)C{ONH-, D} C.-Csalkyl- optionally substituted with 1) HaN-, 2) (C+-Cealkyl)amino-, or
3) di{C:-Cealkyl}amino-, E) (C.-Cealkyhamino-, F) di{Cy-Ceatkyllamino-, G) (C,-Cealkyl}amido-
optionally substituted with 1) HzN-, 2) (Cy-Cealkyllamino-, or 3) di(C.-Cgaltkyl)amino-, H) (Cs-
Cealkylcarboxyamido-, ) C4-Cgheterocyclyl- optionally substituted by Cs-Cgalkyl- or Ci-
Cghydroxylalkyl-, J) heterocyciyl(C.-Cealkyi)- optionally substituted by C+-Cealkyl-, K} halogen, L)
hydroxyl, M} C-Cghydroxylaikyl-, N) perfluoro{C4-Cg)alkyl-, O) HaN-, P) OsN-, Q) HNSO», R)
HO.C-, and 8) NC-, i) 5-10 membered C,-Cgheteroaryl, optionally substituted with from 1 to 3
substituents independently selected from: A) C,-Cgalkoxy- optionally substituted with 1) HoN-, 2)
(C+-Cealkyhamino-, 3) di{C+-Cealkyljamino-, 4) C-Csheterocyclyl- optionally substituted by Cs-
Cealkyl-, or 5) hydroxyl, B) (Cs-Csalkoxy)carbonyl-, C) (C4-Cealkoxy)C(ONH-, D) C,-Cealkyl-
optionally substituted with 1) H:N-, 2) {C+-Cealkylamino-, or 3) di{C,-Cealkylamino-, E) (Cy-
Ceakkylyamino-, F) di{C+-Cealkyhlamino-, G) {C-Cealkyl)amido- optionally substituted with 1)
HaoN-, 2) (Cy-Cealkyl)amino-, or 3) di(Cs-Cealkyl)amino-, H) (C+-Csalkyl)carboxyamido-, 1) Cs-
Csheterocyclyl- optionally substituted by G4-Cealkyl- or C-Cghydroxylalkyl-, J) heterocyciyl(C+-
Cealkyl)- optionally substituted by C,-Cealkyl-, K) halogen, L} hydroxyl, M) C,-Cshydroxylalkyt-,
N} perfluoro(C4-Cglalkyl-, O) HaxN-, P} OoN-, Q) HaNSO,-, R) HOLC-, and 8) NGC-, iii) 3-10
memberad C.-Csheterocyclyl, optionally substituted with frofn 1 to 3 substituents independently
selected from: A) C4-Cealkyl-, B) heterocyclyl{C,-Cgalkyl)-, C) {Ce-Ciarylalkyl-, D) Cq-Cgacyl-,
E) (C4-Cealkoxy)carbonyi-, F) {C:-Cealkyi)carboxyl- , G) halogen, H) C-Cshaloalkyl-, 1) hydroxyil,
J) C4-Cehydroxyalkyl-, K) HoN-, L) (C4-Cealkyl}amino-, M) di(C:-Cealkyl)amino-, N) HO,C-, O)
(C+-Cealkoxy)carbonyl-, P) (C-Cealkyl)carboxyl-, Q) (Ci-Cealkyl)amido-, R) HaNC(O)-, S) (Cs-
Cealkyl)carboxyamido-, T) 5-10 membered Ci-Coheteroaryl, U) Ce-Craary, V) Cs-Cecycloalkyl W)
3-10 membered Ci-Cgheterocyclyl, X) NC-; and Y) -NQO;; iv) C3-Cygcycioalkyl, v) Ci-Cealkyl, vi)
Co-Cealkenyl, vii} C,-Cealkynyl, vili) C+-Cghydroxyalkyl-, ix) (CH2)O(C4-Cealkyl), x) (CHz),NH,, xi)

- (CHo),NH(C1-Csalkyl), i) (CH2)N(C+-Csalkyl)y, xiii) O(CH2)N(C1-Cealkyl), xiv) (CH2),Ce-Croaryl,

xv) —=CN, xvi) (CH;), 5-10 membered C;-Cgheteroaryl, xvii) (CHy), 3-10 membered C;-
Cqheterocyclyl, optionally substituted by C.-Cgalkyl-, wherein v is 1, 2, 3 or 4, and »viii} Ci-
Ceperfiucroalkyl- ; and n) C(O)R® wherein R® is: i} H, ii) C4-Cealkyl, or iif) Cs-Cecycloalkyl,
and pharmaceutically acceptable salts and esters thereof.
In some embodiments of the invention, R* and/or R is
9]

2,
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In some embodiments, R and/or R* is

O O
/
ASAA A or AN

In some embodiments, one of R' or R* is

O
|
i
and the other is
9] 0
UAA ATl or VAN

In some embodiments, R? is optionally substituted Ce-Craaryl-NH-COR?; in others R? is
optionally substituted phenyl-NH-COR?®.

In some embodiments, R® is NHR® or OR®. In some embodiments, R® is optionally
substituted Ce-Cioaryl, such as optionally substituted phenyl or C.-Coheteroaryl. In some
embodiments, the optionaily substituted Cg-Ciaryl or phenyl is substituted with —Y-Q,
C(O)NR®R”® or C(O)RC.

in some embodiments, R’ is phenyl substituted with ~Y-Q.

The following compounds exemplify illustrative compounds of Formula I:
1-14-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-y)phenyl]-3-pyridin-4-yiurea;

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yiphenyl]-3-pyridin-3-ylures;
1-[4~(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-phenylurea;
1-{4-{4,6-dimorpholin-4-yI-1,3,5-triazin-2-yl)phenyl]-3-thiophen-2-ylurea;
1-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-(4-methyiphenyl)urea;
1-{4-(4,8-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-(4-fluorophenylurea,

1-(2 4-dimethoxyphenyl}-3-[4-(4,6-dimorphaolin-4-yl-1,3,5-triazin-2-yl)phenyl]-urea;

10
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1-(4-chiorophenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-y!)phenyljurea;
1-{4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{4-methoxyphenyljurea;
{4-chlorophenyl)-3-{4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyilurea;
(2,4-difiuorophenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-friazin-2-yl)phenyljurea;

1-[4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-ethyiurea;

tert-butyl 3-{{4-(4-{[{4-fluorophenyl)carbamoyllaminc}phenyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yllamino}azetidine-1-carboxylate;

tert-butyl 3-[(4-morpholin-4-yl-6-{4-{(phenyicarbamoyi}amino]phenyl}-1,3,5-triazin-2-
yhaminolazetidine-1-carboxylate;

tert-buty! 3-f(4-morpholin-4-yi-6-{4-I{pyridine-3-ylcarbamovyl)amino]phenyl}-1,3,5-triazin-2-
yhaminolazetidine-1-carboxylate;

tert-buty! 3-{[4-(4-{[(4-methylphenyl)carbamoyl]laminoc}phenyl)-6-morpholin-4-yi-1,3,5-triazin-2-
vllaminojazetidine-1-carboxyiate;

1-{4-[4-{azetidin-3-ylamino)-6-morpholin-4-yi-1,3, 5-triazin-2-yliphenyl}-3-phenylurea;
1-{4-[4-(azetidin-3-ylamino)-8-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-3-ylurea,
1.-{4-{4-(azetidin-3-yiamino)—ﬁ-morpholin-ti-yi-T ,3,5-triazin-2-yliphenyl}-3-(4-fluorophenyljurea;
1f{4-i4»(azetidin—3’ylamino}-G—morpholin-4-yI-1 ,3,5-trtazin-2-ylphenyi}-3-(4-methylphenyljures;

tert-butyl 3-[(4-morpholin-4-yl-6-{4-{(pyridine-4-yicarbamoyl)amino)phenyl}-1,3,5-triazin-2-
yl)aminolazetidine-1-carboxylate;

1-{4-]4-{azetidin-3-ylamino}-6-morpholin-4-yi-1,3, 5-triazin-2-yliphenyl}-3-pyridin-4-ylurea

1-[2-(dimethylamino)ethyl}-3-{4-[4-(1,4-dioxa-8-azaspiro{4.5]dec-8-yl}-6-morpholin-4-yi-1.3,5-
triazin-2-yf|phenyljurea;

1-[4-{4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyll-3-(2-methylpyridin-4-yljurea;
1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyi]-3-{4-(2-hydroxyethyl)phenyljurea;
1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-[4-(hydroxymethyljphenyljurea;
1-[4-(4 B-dimorpholin-4-yl-1,3,5-triazin-2-y!)phenyl}-3-[4-hydroxyphenyllurea;

1-[4-(4 8-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-(1-hydroxyethyl)phenyljurea;
1-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-(trifiuoromethyl)phenyljurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-(4-hydroxyphenyt)urea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-friazin-2-yl)phenyl}-3-[5-(triflucromethyl)pyridin-2-yilurea;

1-[4-(4,B-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyliethyllphenyljures;
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1-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-[3-(1-hydroxyethyl)phenylurea;
methyl 4-({[4-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-yl)phenyljcarbamoyilamino)benzoate;

1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-
yiurea,;

1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)- 1,3, 5-triazin-2-yljphenyl}-3-phenylurea;

1-{4-[4-morpholin-4-yl-8-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-yljphenyl}-3-pyridin-3-
ylurea;

1-[4-{hydroxymethyl)phenyl]-3-{4-[4-morpholin-4-yI-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-
triazin-2-vllphenyliurea;

1-(2-methylpyridin-4-y!}-3-{4-[4-morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yloxy}-1,3,5-triazin-2-
yllphenyljurea;

1-[2-(methylamino Yethyl]-3-{4-[4-morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-
yliphenyljurea;

1-{3-acetyiphenyl)-3-{4-[4-morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yloxy}-1,3,5-triazin-2-
yljphenyllurea;

1-[4-(dimethylamino)phenyl}-3-{4-[4-morpholin-4-yi-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-
triazin-2-yllphenyliurea;

4-[3-{4-(4,6-dimorpholino-1,3,5-triazin-2yl)phenyljureidolbenzoic acid;

N-(2-(dimethylamino)ethyl)-4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhiphenyl)ureido)benzamide;

N-(2-{dimethylaming)ethyl)-4-(3-(4-(4,6-dimorpholing-1,3,5-triazin-2-yl)phenyllureido)benzamide
HCl salt;

1-(4~(4,6-dimarphoiino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-methylpiperazine-1-
carbonyhphenyljurea;

4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenylureido }-N-methyibenzamide;

N-(2-(dimethylamino)ethyl)-4-{3-(4-(4,6-dimorpholino-1,3,5-triazin-2-y)phenyljureido}-N-
methylbenzamide;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yi)phenyi)-3-(4-(4-morpholinopiperidine-1-
carbonybphenyljurea;

4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyljureido)}-N-{quinuclidin-3-yl }benzamide;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl )phenyl}-3-(4-(4-(pyrrolidin-1-yl)piperidine-1-
carbonyl)phenyljureg;

1-{4-(1,4"-bipiperidine-1'-carbonyhphenyi)-3-(4-{4,8-dimorpholino-1,3,5-triazin-2-yl)phenyljurea;

1-{4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhphenyhurea;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yh)phenyi}-3-(4-(piperazine-1 -cérbonyt)phenyi)urea;
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1~(4-{4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(pyridin-2-yhacetyl)phenyljurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yi)phenyil-3-[4-(1-hydroxyethyl)phenyllurea;
1-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-(2-methylpyridin-4-yljurea;
1-{4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyil-3-[4-(hydroxymethyl)phenyljurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yt phenyl}-3-{4-(tfrifluoromethyl)phenyijurea;

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyi]-3-{4-[2,2, 2-trifluoro-1-hydroxy-1-
{trifluoromethyliethyljphenyilurea;

1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-[ 5-(triflucromethyl)pyridin-2-yllurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yhphenyl]-3-]3-( 1-hydroxyethyl)phenyljurea;

1-(4-{4-{(35)-3-methylmorpholin-4-yl}-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyi}-3-pyridin-4-
ylurea;

1-[4-(2-hydroxyethyhphenyl]-3-(4-{4-[{35)-3-methylimorpholin-4-yl}-6-morpholin-4-yi-1,3,5-triazin-
2-yliphenyhurea;

1-[4-(2-hydroxymethyi)phenyl]-3-{4-{4-[(3S}-3-methylmorpholin-4-yi]-6-morpholin-4-yi-1,3,5-
triazin-2-yl}phenylurea;

1~(4-{4-[(38)-3-methylmorpholin-4-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)}-3-(2-
methylpyridin-4-ylurea;

1-[4-(1-hydroxyethyl)phenyl}-3-(4-{4-[(3S)-3-methylimorpholin-4-yl}-6-morphofin-4-yl-1,3,5-triazin-
2-yl}phenyhurea;

1-[4-{4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-ylurea;

methyl 4-{{]4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyljcarbamoyl}-
aminohenzoate;

1-[4-{4-isopropoxy-6-morphoiin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-{4-[(4-methylpiperazin-1-
yhicarbonyilphenyljures;

4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,54riazin-2-yphenyljcarbamoyi}lamino)-N-{ -
methylpiperidin-4-yl)benzamide;

1-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-( 1-methylpiperidin-4-ylurea;

1-(4-{4-](3%)-3-methyimorpholin-4-yl}-6-morpholin-4-yl- 1,3, 5-triazin-2-yl}phenyl}-3-(1-
methylpiperidin-4-yljurea;

1-{4-{4-(3,6-Dihydro-2H-pyran-4-yi)-6-morpholin-4-yl-[1,3,5]triazin-2-yi}-phenyl}- 3-pyridin-4-yl-
urea;

1-{4-[4-Morpholin-4-yl-6-(tetrahydro-pyran-4-yi)-[1,3,5]triazin-2-yl}-phenyi}-3-pyridin-4-yl-urea;

3-({4-Morpholin-4-yl-6-[4-(3-pyridin-4-yl-ureido)-phenyf]-{1,3,5)triazin-2-ylamino}-methyl)-
azetidine-1-carboxylic acid tert-butyi ester;
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1-{4-{4-[(azetidin-3-yimethyi}-amino]-6-morpholin-4-yl-[1,3,5]triazin-2-yl}-phenyl}-3-pyridin-4-yl-
urea;

1-{4-[4-(1,4-dioxa-8-azaspiro[4.51dec-8-yI)-6-morpholin-4-yl-1,3,5-triazin-2-yijpheny!}-3-pyridin-
4.ylurea; -

1-{4-[4-(1,4-dioxa-8-azaspiro[4.5ldec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-
3-ylurea;

1-{4-[4-(1,4-dioxa-B-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yl]phenyl}-3-
phenylurea;

1-[4-{dimethylamino)phenyl}-3-{4-{4-(1 4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-
triazin-2-yl|phenyliures;

1-(4-cyanophenyl)-3-{4-[4-(1,4-dicxa-B-azaspiro[4.5]dec-8-yl}-6-morphotin-4-yl-1,3,5-triazin-2-
vllphenyliurea;

1-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-ylI)-6-morpholin-4-yi-1,3,5-triazin-2-yl]phenyi}-3-(2-
methylpyridin-4-yhurea,

1-{2-(dimethylamino)ethyl]-3-{4-{4-(1,4-dioxa-8-azaspirol4.5]dec-8-yli)-6-morpholin-4-yl-1,3,5-
triazin-2-yljphenyijurea;

1-[4-(4-morpholin-4-yl-6-quinolin-3-yl-1,3,5-triazin-2-yl) phenyl}-3-pyridin-4-ylurea;
1-[4-(4-azetidin-1-yl-6-morpholin-4-yi-1 ,3,5-triazin-2-yl)phenyi]-S—pyfidin~4—ylurea;

methyl 4-({{4-(4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyllcarbamoyl}lamino)benzoate;

1-[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yhphenyll-3-{4-{{4-methyipiperazin-1-
ylicarbonyljphenyljurea;

4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl}yphenyljcarbamoyi}amino}-N-(1-
methylpiperidin-4-yhbenzamide;

4-({[4~(4 6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyllcarbamoyllaminc}-N-(2-piperidin-1-
ylethylYbenzamide;

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yi phenyl}-3-[4-{morpholin-4-yicarbonyl)phenyl]urea;
1-[4-(4-methyl-B-morpholin-4-yl-1,3 5-triazin-2-yl)phenyl}-3-pyridin-4-ylurea,;
4-({[4-(4-methyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]carbamoyl}amino)benzoate;

1-{4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yi- 1, 3,5-triazin-2-yljphenyl}-3-{4-[(4-
methylpiperazin-1-yljcarbonyl] phenyljurea;

4-({[4-(4-methyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyiiamino)-N-(1-
methylpiperidin-4-yi)benzamide;

N-[2-(dirnethylamino)ethyl]-N-methyl-4-{{[4-(4-methyl-6-morphaolin-4-yl-1,3,5-triazin-2-
yhphenyljcarbamoyl}lamino)benzamide;

1-[4-{4-methyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyil-3-{4-[(4-methylpiperazin-1-
yhcarbonyliphenyljurea;
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1-{4-{[3-(dimethylamino)pyrralidin-1-yl]carbonyl}phenyl)-3-4-(4,6-dimorpholin-4-yl-1,3,5-triazin-
2-yhphenyllurea;

1-[4-({4-[2-(dimethylamino) ethyljpiperazin-1-yl}carbonyl)phenyi}-3-[4-(4,6-dimorpholin-4-yl-
1.3,5-triazin-2-yljphenyljurea;

i-[4-{4,6-dimorpholin-4-yi-1,3, 5-triazin-2-yhphenyl}-3-{4-{{4-pyrrolidin-1-ylpiperidin-1-
yllcarbonyllphenyljurea;

4-({[4-(4-butyl-B-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]carbamoyliamino)benzoic acid; N-[2-
(dimethylamino)ethyl}-4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyllcarbamoyl}amino)-N-methylbenzamide;
1-[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yi)phenyl]-3-pyricin-4-ylurea;

N-[2-(dimethylamino)ethy!]-4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3, 5-triazin-2-
yhphenyllcarbamoyllamino)benzamide;

4-{{[4-(4-butyl-6-morpholin-4-yi-1,3,5-triazin-2-y)phenyl]carbamoyl}amino)benzoate;

4-({[4-(4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2y)phenyl] carbamoyl} amino) benzoic acid;
mp 204 °C;

1-[4-(4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-{4-[(4-methyipiperazin-1-
yhcarbonyljphenyllurea; mp 170 °C;

4-{{[4-{4-azetidin-1-yl-6-morpholin-4-yi-1,3 5-triazin-2-yDphenyljcarbamoyllamino }-N-[2-
(dimethylamino)ethyl}-N-methylbenzamide;

4-({[4-(4-butyk-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]carbamoyl}amino)-N-[2-
{dimethylamino)ethyl}-N-methylbenzamide;

1-{4-[4-{1-athoxyvinyl)-6-morpholin-4-yi-1,3,5-triazin-2-yl|phenyl}-3-pyridin-4-ylurea;
1-{4-]4-{Z-methoxyethoxy)}-B-morpholin-4-yl-1, 3, 5-triazin-2-yllphenyl}-3-pyridin-4-yiurea;
1-[4-(4-acetyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-yiurea;

methyl 4-[({4-[4-{2-methoxyethoxy)-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyli}carbamoyl)aminolbenzoate;

1-{4-14-(1-hydroxyethyl}-6-morpholin-4-yi-1,3,5-tfriazin-2-yliphenyl}-3-pyridin-4-ylurea,

methyl 4-{{{4-[4-(3,6-dihydro-2H-pyran-4-yi}-6-morpholin-4-yl-1,3,5-triazin-2-
yljphenyilcarbamoyl)aminolbenzoate;

4-[({4-}4-(3,6-dihydro-2H-pyran-4-yl)}-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyllcarbamoyl)amino]benzoic acid;

1-(4-{4-morpholin-4-yl-8-{2-(pyridin-4-yiamino)ethyl]-1,3,5-trigzin-2-yl}pheny}-3-pyridin-4-ylurea;

4-{{[4-(4-butyl-6-morpholin-4-yk-1,3 5-triazin-2-yl)phenyl]carbamoyl}amino)-N-[2-
(dimethylamino)ethyllbenzamide;

1-[4-{(4-buty-6-morpholin-4-yi-1,3,5-triazin-2-yl )phenyl]-3-{4-[{4-methylpiperazin-1-
yhycarbonyllphenyljurea;
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1-[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)pheny|]-3-{4-[(4-methyipiperazin-1-
ylcarbonyliphenyljurea;

N-[2-(dimethylamino)ethyl]-4-({[4-(4-ethyl-6-morpholin-4-yl-1,3 5-triazin-2-
yliphenyllcarbamoyllaminolbenzamide;

1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyi}phenyl)-3-[4-(4-ethyl-6-morpholin-4-yt-1,3,5-
triazin-2-yl)phenyllurea;

1-[4-{4-butyl-8-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-[4-(hydroxymethyl)phenyllurea;

4-[({4-[4-(3,6-dihydro-2H-pyran-4-y1)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyllcarbamoybhamino}-N-[2-{dimethylamino)ethyl}-N-methylbenzamide;

1-[4-(4-butyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-(4-{[4-(dimethylamino)piperidin-1-
ylicarbonyl}phenyljurea;

N-{2-(dimethylamino)ethyl}-4-({{4-(4-ethyl-6-morpholin-4-yl-1,3 5-triazin-2-
yhphenyllcarbamoyllamino)-N-methythbenzamide;

N-[2-{dimethylamino)ethyi}-4-({[4-{4-methoxy-B-morpholin-4-yi-1,3,5-triazin-2-
yl)phenyllcarbamoyllamino)-N-methylbenzamide;

N-[2-(dimethylamino)ethyl}-4-{{[4-(4-methoxy-8-morpholin-4-y}-1,3,5-triazin-2-
yhphenytjcarbamoyllamino)benzamide;

4~({[4-(4-methoxy-G—morphoiin-d-yl-1 ,3,5-triazin-2-yl)phenyljcarbamoyl}amino}-N-methyl-N-{2-
(methylamino)ethyllbenzamide;

1-[4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-yhphenyl}-3-{4-[(4-methylpiperazin-1-
yhcarbonyljphenyliurea;

1-{4-[(3,3-dimethyipiperazin-1-yl)carbonyl]phenyl}-3-[4-(4-methoxy-6-morpholin-4-yl-1,3,5-
triazin-2-yl)phenytlurea;

4-({j4-(4-methoxy-6-morpholin-4-yi-1,3,5-triazin-2-yl )phenyl]carbamoyl}amino)-N-{2-piperidin-1-
ylethyh)benzamide;

4-({{[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]carbamoyl}amino}-N-[4-(4-
methylpiperazin-1-yl)phenyllbenzamide;

1-{4-{(4-butyl-6-morpholin-4-y-1,3,5-triazin-2-yiphenyl]l-3-{4-({[2-
(dimethylamino)ethyljamino}methyl)phenyijurea;

4-({[4-(4-butyl-6-morpholin-4-yl- 1,3 5-triazin-2-yl)phenylicarbamoyl}amino)-N-[4-(4-
methylpiperazin-1-yphenylibenzamide;

1-{4-(4-butyl-8-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-{4-{{4-methylpiperazin-1-
ylymethyllphenylflurea,;

1-[4-{4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-(4-formyiphenyljurea;

4-{{[4-(4 B-dimorpholin-4-yl-1,3 5-triazin-2-yl)phenyljcarbamoyl}aming)-N-(pyridin-2-
yimethyl)benzamide;

1-{4-{4-[2-(1,3-dioxan-2-ylethyi]-6-morpholin-4-yi-1,3, 5-triazin-2-yl}phenyl)-3-pyridin-4-yiurea;
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1-(4-{4-[2,5-his(hydroxymethyl)pyrrolidin-1-yi}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-
pyridin-4-ylurea;

4-({[4-(4-butyl-6-morphoiin-4-yl-1,3,5-triazin-2-yl)phenyijcarbamoyl}lamino)-N-{4-[2-
(dimethylamino)ethoxy]jphenyl}benzamide;

1-{4-[(4-benzylpiperidin-1-yl}carbonyljphenyl}-3-[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyllurea;

4-({[4-{4-ethyl-B-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyl}amino)-N-( 1-methyipiperidin-
4-yl)benzamide;

4-{{[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino)-N-(1-methylpiperidin-
4-ylbenzamide;

1-(4-{4-[3-{dimethylamino)propyl]-6-morpholin-4-yl-1,3,5-triazin-2-yi}phenyl)-3-pyridin-4-ylurea;

1-[4-(4-{3-[( 1-methylethyl)amino]propyl}-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-
ylurea;

1-{4-[4-morpholin-4-yi-6-(3-pyrrolidin-1-ylpropyl}-1,3,5-triazin-2-yi]phenyi}-3-pyridin-4-ylurea;

1-(4-{4-[3-(4-methylpiperazin-1-yl)propyi]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)- 3-pyridin-4-
ylurea;

1-{4-[4-(3-{[2-(dimethylamino)ethyilamino}propyl)-6-marpholin-4-yi-1,3,5-triazin-2-yl]Jphenyl}-3-
pyridin-4-ylurea;

1-{4-[4-(3-hydroxypropyi}-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-ylurea;
1-{4-]4-morpholin-4-yi-6-{3-oxopropyl)-1,3,5-triazin-2-y{lphenyl}-3-pyridin-4-yiurea;,

1-{4-{4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yi-1, 3, 5-triazin-2-yijphenyl}-3-(4-{[4-
{dimethylamino)piperidin-t-yllcarbonyl}phenyljurea;

4-{({4-]4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}
carbamoyl)amino]-N-[2-(dimethylaminc)ethyl]benzamide;

1-[4-(4-methylpiperazin-1-yl)phenyl]-3-[4-(4-morpholin-4-y|-6-propyl-1,3,5-triazin-2-
yhphenyl]urea;

1-{4-[2-(dimethylamino)ethoxy]phenyl}-3-{4-(4-ethyl-6-morpholin-4-yi-1,3 5-triazin-2-
yliphenyljurea;

1-[4-(4-ethyl-8-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-(4-methylpiperazin-1-yl)phenyljurea,

1-[4-(4-methylpiperazin-1-yl)phenyl]-3-{4-[4-(2-methylpropyl)-8-morpholin-4-yl-1,3,5-triazin-2-
yllphenyllurea;

1-{4-[(3,3-dimethyipiperazin-1-yl)carbonyl|phenyl}-3-[4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyllurea;

4-({{4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyljcarbamoyl}aminc}-N-(1-methylazetidin-
3-ylbenzamide;

methyl 4-[({4-[4-(1-methylethyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenylicarhamoyl)aminolbenzoate
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N-[2-{dimethylamino)ethyl]-4-[({4-[4-(1-methylethy!}-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyllcarbamoyhaminolbenzamide;

N-[2-{dimethylamino)ethyi]-N-methyl-4-[({4-[4-(1-methyiethyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyl}carbamoyllamino]benzamide;

N-(1-methylazetidin-3-yl)-4-[({4-[4-(1-methylethyl)-6-morpholin-4-yl-1,3,5-triazin-2-
vilphenyllcarbamoyhamino]benzamide;

1-(4-{[4-(dimethylamino)piperidin-1-ylJcarbonyl}phenyl)-3-{4-[4-(1-methylethyl)-6-morpholin-4-yl-
1,3,5-triazin-2-yi]phenyl}urea;

4-[({4-[4-(1-methylethyi)}-6-morpholin-d-yi-1,3,5-triazin-2-yl|phenylicarbamoyl}amino}-N-pyridin-
4-ylbenzamide;

4-[{{4-]4-(1-methylethyl}-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyl}carbamoylamino}-N-pyridin-
3-ylbenzamide;

N-cyclobutyl-4-{{{4-[4-{ 1-methylethyl}-6-morpholin-4-yi-1,3,5-triazin-2-
yiiphenyljcarbamoyljaminolbenzamide;

1-[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{4-[{4-phenylpiperidin-1-
yhcarbonyijphenyljurea;

4-{{[4-(4-athyl-6-morpholin-4-yl-1,3,5-triazin-2-ylphenyl]carbaroyllamino}-N-(pyridin-4-
yimethyllbenzamide;

1-{4-[(4-methyipiperazin-1-yl)carbonyljphenyl}-3-{4-[4-(2-methyipropyl}-6~-morpholin-4-yl-1,3,5-
triazin-2-yljphenyljurea;

1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyl}phenyl}-3-{4-[4-(2-methylpropyl}-6-morpholin-4-
yl-1,3,5-triazin-2-yl]phenyl}urea;

N-[2-(dimethylamino)ethyl]-N-methyl-4-[({4-[4-(2-methyipropyl}-6-morpholin-4-y!-1,3,5-triazin-2-
yhiphenylcarbamoyhaminojbenzamide;

1-{4-[4-(4-methylpheny!)-6-morpholin-4-yi-1,3,5-triazin-2-yl|phenyl}-3-{4-[(4-methylpiperazin-1-
yhcarbonyi]phenyllurea;

N-[2-(dimethylamino)ethyl}-N-methyl-4-[{{4-[4-(4-methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyljcarbamoyllaminojbenzamide;

1-{4-[4-(dimethylamino)piperidin-1-yljphenyl}-3-{4-[4-(4-methylphenyl)-8-morphoiin-4-yi-1,3,5-
triazin-2-yl}phenyBurea;

1-{4-[4~(4-methylpheny!)-6-morpholin-4-yl- 1,3,5-triazin-2-yl phenyl}-3-pyridin-4-ylurea;

1-{4-[4-(dimethylamino)piperidin-1-yljphenyl}-3-[4-(4-ethyl-6-morpholin-4-yl-1,3, 5-triazin-2-
ylphenyllures;

4-[({4-[4-(4-methylphenyl)-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyl}carbamoyl)amino]benzoic
acid,

1-{4-[4-{4-methyiphenyi)-6-morpholin-4-yl-1,3 5-triazin-2-ylphenyl}- 3-[4-(4-methyipiperazin-1-
yhphenyllurea;
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methyl 4-[({4-[4-(4-methyipheny!)-6-morpholin-4-yl-1.3,5-triazin-2-
yliphenyilcarbamoyl)aminolbenzoate;

1-{4-[4-{dimethylamino)piperidin-1-yljphenyl}-3-{4-(4-morpholin-4-yl-8-phenyl-1,3,5-triazin-2-
yliphenyljurea;

1-[4-{4-morpholin-4-yi-6-phenyl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea;

1-(4-{[4-{dimethylamino )piperidin-1-yljcarbonyl}pheny!)-3-{4-{4-morpholin-4-yl-6-(tetrahydro-2H-
pyran-4-yl)-1,3 5-triazin-2-yl]phenyilurea;

1-{4-(4,8-bis{(R)-3-methylmorpholino}-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-4-yl)urea;
1-(4-(4,6-bis{{R)-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-{pyridin-3-ylurea:

1-(4-(4 8-bis{({R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-{4-(4-methylpiperazin-1-
yhphenyljurea;,

1-{4-(4 6-bis((R}-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl}-3-(6-(4-methylpiperazin-1-
yh)pyridin-3-ylurea;

1-(4-(4,6-bis((R}-3-methyimorpholino)-1,3,5-triazin-2-yl)pheny!)-3-(4-
({(dimethylamino)methyliphenyljurea;

1-(4-(4,6-bis((R)-3-methylmorpholino}-1,3,5-triazin-2-yl )phenyl)-3-(4-(2-
{dimethylamino)ethoxy)phenyhurea;

1-(4-{4,6-bis{(R }-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(pyrrolidin-1-
yhethoxy)phenylurea;

(R)-1-{4-(4-(3-methylmorpholino}-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-yl)phenyl}-3-
{pyridin-3-yliurea,;

(R)-1-{4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl )yphenyi)-3-(4-(4-
methylpiperazin-1-yl)phenyljurea;

(R)-1-(4-{4-{3-methylmorpholino}-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-
{piperazin-1-yl)phenyl)urea;

1-(4-(4-({R)-3-methyimorpholino)-6-{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-
((8)-3-methyipiperazin-1-yl)phenyljurea;

1-(4~(4-((R)-3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-
{(R}-3-methylpiperazin-1-yl)phenyljurea;

1-(4-({3R,58)-3,5-dimethyipiperazin-1-yl)phenyl)-3-(4-(4-((R)-3-methylimorpholino)-6-(tetrahydro-
2H-pyran-4-yh)-1,3,5-triazin-2-yl)phenyljurea;

(R)-1-(4-{2-{dimethylamino)ethoxy )phenyl)-3-(4-(4-(3-methyimorpholino)-6-{tetrahydro-2H-
pyran-4-yl)}-1,3,5-triazin-2-yl)phenylurea;

{R)-1-(4-(4-ethylpiperazin-1-yl)phenyl)-3-(4-(4-(3-methylmorpholino}-6-{tetrahydro-2H-pyran-4-
y)-1,3,5-triazin-2-yl}phenyljurea;

(R}-1-(4-~{4-isopropylpiperazin-1-yl)phenyl)-3-(4-(4-(3-methylimorpholino)-6-(tetrahydro-2H-
pyran-4-y|)-1,3,5-triazin-2-yl)phenyljures;
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(R}-1-{4-{4-(dimethylamino)piperidin-1-ylphenyl}-3-(4-(4-(3-methylmorpholino }-6-(tetrahydro-
2H-pyran-4-y)-1,3,5-riazin-2-yl)phenyl)urea;

(R)-1-(4-(4-(3-methylmorpholinc)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-

methylpiperazine-1-carbonyl)phenyljurea;

(R)-1-{4-(4-isopropylpiperazine-1-carbonyl)phenyi)-3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-
2H-pyran-4-yl}-1,3,5-triazin-2-yliphenyljurea;

(R)-1-(4-{4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yi}-1,3,5-triazin-2-yl )phenyl)-3-(6-(4-

methylpiperazin-1-yl}pyridin-3-yl)urea;

1-(4-(4 B-bis({R)-3-methylmorpholino)- 1,3 5-tnazin-2-yi)phenyl)-3-(4-(4-ethyipiperazin-1-
yl)phenyljurea;

1-(4-(4,6-bis((R)-3-methyimorpholino)-1,3,5-triazin-2-y)phenyl)-3-(4-(4-isopropylipiperazin-1-
yhphenylurea;

1-(4-(4,8-bis{(R)}-3-methylmorpholino}-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-
(dimethylamino)piperidin-1-yl)phenylurea;

1-(4-(4,6-bis({R)-3-methylmorpholino)-1,3,5-triazin-2-yl )phenyl)-3-(4-(4-methyipiperazine-{-
carbonyhphenylurea;

1-(4-(4,6-bis({(R}-3-methylmorpholino)-1,3,5-triazin-2-ylphenyl)-3-(4-(4-isopropylpiperazine-1-
carbonylphenyllurea;

4-(3-(4-(4,6-bis((R)-3-methylmorpholino}-1,3, 5-triazin-2-yl)phenyl)ureido }-N,N-
dimethylbenzamide;

1-(4-{4,6-bis{(R)-3-methyimorpholine)-1,3,5-triazin-2-y)phenyl}-3-(4-{pyrrolidin-1-
yimethyl)phenyljurea;

4-{{{4-(4-{4-[{methylcarbamoyl)amino]phenyl}-6-morpholin-4-yi-1,3,5-triazin-2-
y)phenyljcarbamoyl}amino)benzamide;

1-{4-[4-(3,5-dimethyimorpholin-4-yi)-6-{4-[(methylcarbamoylJaminojphenyl}-1,3,5-triazin-2-
yllphenyl}-3-pyridin-3-ylurea;

3-({[4-(4-{4-](methylcarbamoylamino]phenyl}-6-morpholin-4-yl-1,3 5-triazin-2-
ylyphenyljcarbamoyl}amino)benzamide;

1-methyl-3-[4-{(4-morpholin-4-yl-6-{4-[(pyridin-3-ylcarbamoyl)amino}phenyl}-1,3,5-triazin-2-
yhphenyllurea;

1-methyl-3-[4-(4-morpholin-4-yl-6-{4-{{pyridin-4-ylcarbamoyljaminoiphenyl}-1,3 5-triazin-2-
yliphenyljurea;

3-[({4-14-(3,5-dimethyimorpholin-4-yl)-6-{4-[(methylcarbamoyl)amino}phenyl}-1,3,5-triazin-2-
yllphenyllcarbamoyljaminolbenzamide;

4-[({4-[4-(3,5-dimethylmorpholin-4-yl)-6-{4-[(methylcarbamoyl)amino]phenyl}-1,3,5-triazin-2-
vliphenyljcarbamoyl)amino]benzamide;

1-{4-{4-(3,5-dimethylmorpholin-4-yi)-6-{4-{{methylcarbamoyl)amino]phenyl}-1,3,5-friazin-2-
yllphenyl}-3-pyridin-4-ylurea,;
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1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-methylurea;

1-(4-{{4-(dimethylamino)piperidin-1-yilcarbonyl}phenyi)-3-{4-[4-morpholin-4-yl-6- (tetrahydro-2H-
pyran-4-yl}-1,3,5-trigzin-2-yllphenyljurea;

1-{4-[{4-methylpiperazin-1-yl)carbonyllphenyl}-3-(4-{4-morpholin-4-yl-6-[(3S)-tetrahydrofuran-3-
yloxy]-1,3,5-triazin-2-yl}phenyl)urea;

1-[4-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-yl)phenyil-3-pyridazin-4-ylurea;

1-{4-[(4-methyipiperazin-1-yl)carbonyllphenyi}-3-{4-[4-morpholin-4-yi-6-(oxetan-3-yloxy)-1,3,5-
triazin-2-yljphenyljurea;

1-(4-{{(3R}-3~{dimethylamino)pyrrolidin-1-ylicarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-
triazin-2-y)phenytjurea;

1-(4-{[(3S)-3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-y|-1,3,5-
triazin-2-yl)phenyiurea;

1-[4-{4-isopropyl-6-morpholin-4-yi-1,3 5-triazin-2-yi)phenyl]-3-{4-[(4-methylpiperazin-1-
ylhycarbonyilphenyljurea;

1-{4-[4-(1-methylethyl)-6-morpholin-4-yl-1,3,5-triazin-2-yllphenyl}-3-(4-pyrimidin-5-yiphenyljurea;

1-(4-{4-]{2,2-dimethoxyethyi)amino]-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl}-3-pyridin-3-
ylurea;

1-{4-[4-(1-methylethyl}-6-morpholin-4-yi-1,3,5-triazin-2-ylphenyl}-3-(4-pyridin-4-ylphenyljurea;
1-(4-iodophenyl}-3-{4-[4-(1-methylethyl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyljurea;

1-{4-[4-(1-methylethyl)-6-morpholin-4-yl-1,3,5-triazin-2-yllphenyl}-3-(4-{[4-(1-
methylethylpiperazin-1-yljcarbonyliphenylurea;

1-[4-(4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2-yl)pheny!]-3-(4-{[4-(1-methylethyl)piperazin-
1-yllcarbonyi}phenyljurea;

1-{4-[2-(dimethylamino)pyrimidin-5-yliphenyl}-3-{4-4-( 1-methylethy!}-6-morpholin-4-yl-1,3,5-
triazin-2-yl)phenyljurea;

tert-butyl 3-[(4-morpholin-4-yi-6-{4-[(pyridin-4-ylcarbamoyl}aminolphenyi}-1,3,5-triazin-2-
yl)oxyjazetidine-1-carboxylate;

1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyi}phenyi)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yhphenyljurea,

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyi}-3-(4-nitrophenyljurea;
1-(4-aminophenyl)-3-{4-{4,6-dimorpholin-4-yi-1,3,5-triazin-2-yliphenylurea;

N-[4-({j4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino)phenyi]-4-
methyipiperazine-1-carhoxamide;

4-{dimethylamino)-N-[4-({[4~(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yhphenyljcarbamoyl}amino)phenyl|piperidine-1-carboxamide;
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1-[2-(dimethylamino)ethyl]-3-[4-{{{4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
yl)phenyl]carbamoy!}amino)phenyl]-1 -methyiurea;

1-[4-(4 6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-(4-{[(2-piperidin-1-
ylethyt)carhamoyljamino}phenyl)urea;

N-[4-({{[4-(4,6-dimorpholin-4-yI-1,3,5-triazin-2-yl)phenyljcarbamoylfamino)phenyll-4-methyt-1,4-
diazepane-1-carboxamide;

N-[4-({{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yhphenyllcarbamoyl}aminc)phenyl]-4-
ethylpiperazine-1-carboxamide;

1-{4-[(dimethyicarbamoyl)amino]phenyl}-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yphenyljurea;

1-{4-{4-(3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yk1,3,5-triazin-2-yllphenyl}-3-(4-{{4-
(dimethylamino)piperidin-1-ylicarbonyl}phenyl)urea;

4-[({4-]4~(3,6-dihydro-2H-pyran-4-yl}»-6-morpholin-4-yi-1,3,5-triazin-2-
yllphenylicarbamoyl)amino}-N-{2-(dimethylamingo)ethyi]-N-methylbenzamide;

1-{4-{4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yl-1,3, 5-triazin-2-yljphenyl}-3-{4-[{4-
methyipiperazin-1-ylicarbonyliphenyijurea;

4-{({4-[4-(3,6-dihydro-2H-pyran-4-y)-6-morphoiin-4-yl-1 3, 5-triazin-2-
yllphenyl}carbamoyl)amino]-N-[2-(dimethylamino)ethyllbenzamide;

1-(4-{[4-(dimethyiamino)piperidin-1-yijcarbonyl}phenyi)-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-ytiphenyliurea;

N-[2-(dimethylamino)ethyl}-4-[({4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
yiiphenyijcarbamoyl)aminoibenzamide;

4-[({4-[4-morpholin-4-yI-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl]phenyl}carbamoyl yamino]-
N-(2-pyrrolidin-1-ylethyl)benzamide;

4-[{{4-[4-morphoiin-4-yi-6-{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-y{]phenylicarbamoyl)amino]-
N-(2-piperidin-1-yiethyl)benzamide;

1-[4-(4,8-dimorpholin-4-yl-1,3, 5-triazin-2-yphenyl}-3-{4-{[4-(1-methylethyhpiperazin-1-
yl]carbonyl}phenyljurea;

N-[2-{dimethylamino)ethyl]-N-methyl-4-{{(4-{4-morpholin-4-yi-6-[( 38 )-tetrahydrofuran-3-yioxyl-
1,3,5-triazin-2-yl}phenyhcarbamoyllaminolibenzamide;

4-{[(4-{4-morpholin-4-yl-6-[(3S)-tetrahydrofuran-3-yloxy}-1,3,5-triazin-2-
yhiphenylicarbamoyllamino}-N-(2-piperidin-1-ylethyl)benzamide;

4-{{(4-{4-morpholin-4-y}-6-{(3S)-tetrahydrofuran-3-yloxy]-1,3,5-triazin-2-
yl}phenyl)carbamoyllamino}-N-(2-pyrrolidin-1-ylethyl)benzamide;

1-(4-{[4-(1-methylethyl)piperazin-1-yljcarbonyl}phenyl }-3-(4-{4-morpholin-4-yl-6-[(3S5)-
tetrahydrofuran-3-yloxyl-1,3,5-triazin-2-yl}phenyljurea;

1-(4-{[4-(1-methylethyl)piperazin-1-yljcarbonyl}phenyl)-3-{4-[4-morphoiin-4- yl~6-(tetrahydr0-2l-i-
pyran-4-yl)-1,3,5-triazin-2-yljphenytjurea,
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N-[2-(dimethylamino)ethyl]-N-methyl-4-[({4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-
triazin-2-yliphenyllcarbamoyl)aminolbenzamide;

4-]({4-[4-(2-methylpropyl)-6-morpholin-4-yi-1,3,5-triazin-2-yl]phenyljcarbamoyljamino]benzoic
acid;

1-{4-[4-(4-methylpheny!)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-[4-(4-methylpiperazin-1-
yhphenyljurea;

4-{({4-{4-(4-methyiphenyl)-8-morpholin-4-yl-1,3, 5-triazin-2-yljphenyl}carbamoyljaminolbenzoic
acid;

methyl 4-[{{4-[4-(4-methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yijphenyl}carbamoyllaminojbenzoate;

1-{4-[4-(dimethylamino)piperidin-1-yljphenyl}-3-[4-(4-ethyl-6-morpholin-4-yl- 1,3, 5-triazin-2-
yliphenyllurea;

1-{4-{4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-yiurea;

1-{4-[4-(dimethylamino)piperidin-1-yjphenyl}-3-{4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-
triazin-2-yljphenyllurea;

N-[2-(dimethylamino)ethy!]-N-methyl-4-[({4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-
yliphenyl}carbamoyl)amino]benzamide;

1-{4-]4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-yl|phenyl}-3-{4-[{4-methylpiperazin-1-
ylycarbonyllphenyljurea;

1-[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl )phenyl]-3-{4-[ (4-pyridin-2-ylpiperazin-1-
yl)carbonyi]phenyliurea;

1-{4-[4-(dimethylamino)piperidin-1-yljphenyl}-3-[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-
yliphenvijurea;

1-[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{4-[(4-methylpiperazin-1-
yhcarbonyl]phenyljurea;

1-[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-ylurea;
methyl 4-({{4-(4-morpholin-4-yl-6-phenyi-1,3,5-triazin-2-yl)phenyl]carbamoyllamino)benzoate;

N-[2-(dimethylamino)ethyl}-N-methyl-4-({{4-{4-morpholin-4-yi-6-phenyl-1,3,5-triazin-2-
yhphenyllcarbamoyljamino)benzamide;

methyl 4-{{{4-{4,6-bis{{33)-3-methylmorpholin-4-yi}-1,3,5-triazin-2-
yiiphenylicarbamoyljamino}benzoate;

4-({[4-(4-morpholin-4-yl-6-phenyl-1,3 5-triazin-2-yl)phenyljcarbamoyl}laminc)benzoic acid;

N-[2-(dimethylamino)ethy!}-4-{({4-{4-(4-methylphenyl)-6-morpholin-4-y-1,3,5-triazin-2-
yllphenylicarbamoyllaminolbenzamide;

1-{4-[(4-methylpiperazin-1-yl)carbonyllpheny!}-3-[4-(4-morpholin-4-yl-6-phenyi-1,3,5-triazin-2-
ylyphenyliurea;
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1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyiiphenyl)-3-{4-(4-morpholin-4-yl-6-phenyl-1,3,5-
triazin-2-y)phenyljurea;

N-[2-(dimethylamino)ethyl}-4-({{4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-
ylphenyljcarbamoyllamino)benzamide;

4-{[{4-{4,6-bis[{35)-3-methylmorpholin-4-yi}-1,3,5-triazin-2-yl}phenyl)carbamoyijamino}-N-[2-
{dimethylamino)ethyllbenzamide;

1-{4-[{4-isopropylpiperazin-1-yl)carbonyljphenyl}-3-{4-[4-(4-methylphenyl}-8-morpholin-4-yi-
1,3,5-triazin-2-yljphenyllurea,;

4-[({4-[4-(4-methylphenyl)}-6-morpholin-4-yl-1,3,5-triazin-2-yi]phenyl}carbamoyljamino]-N-(2-
pyrrolidin-t-ylethylibenzamide;

4-{{(4-{4,6-bis|(35)-3-methyimorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)carbamoyijamino}benzoic
acid;

N-(2-methoxyethy!)-4-[({4-[4-{4-methylphenyl}-6-morpholin-4-yi-1,3,5-tniazin-2-
yljphenyilcarbamoyl)amino}benzamide;

N-(2-methoxyethy!)-4-({{4-(4-morpholin-4-yl-6-phenyi-1,3,5-triazin-2-
yhphenyl]carbamoyilamino}benzamide;

4-({[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino}-N-(2-pyrrolidin-1-
ylethyl}henzamide; .

1-{4-]4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-yliphenyl}-3-[4-(pyrrolidin-1-
yicarbonyl)phenyiurea;

N-[3-{dimethylamino)propy!}-4-[({4-[4-{4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyljcarbamoyl)amino]benzamide;

1-{4-{4-(4-methylphenyl)-6-morpholin-4-yi-1,3,5-triazin-2-yl]phenyl}-3-{4-(piperidin-1-
yicarbonyl)phenyljurea;

N-[3-(dimethylamino)propyl]-4-({[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-
yhphenyljcarbamoyljamino)benzamide;

1-{4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-ylurea;
4-[({4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-yl|phenyl}carbamoylyamino]benzoic acid;

1-{4-{(4-methylpiperazin-1-yl)carbonyljphenyl}-3-{4-[4-morpholin-4-yl-6-(2-thienyl)-1,3, 5-triazin-
2-yliphenyljures;

methyl 4-[({4-[4-morphoiin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-yijphenyl}carbamoyl)aminolbenzoate;

N-{2-methoxyethyl}-4-[{{4-[4-morpholin-4-yi-6-(2-thienyl)-1,3,5-triazin-2-
yliphenyllcarbamoyhaminolbenzamide;

N-[2-(dimethylamino)ethyl]-N-methyl-4-[({4-[4-morpholin-4-y-6-(2-thienyl)-1,3,5-triazin-2-
yllphenyllcarbamoyhaminc]benzamide;

N-[2-(dimethytamino)ethyl}-4-[{{4-[4-morpholin-4-yi-8-( 2-thienyi)-1,3,5-triazin-2-
viiphenyilcarbamoyl)aminolbenzamide;
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4-{[(4-{4,6-bis[(3S)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-y[}phenyl)carbamoyllamino}-N-[2-
(dimethylamino)ethyl]-N-methylbenzamide,

1-{4-{4,6-his[(35)-3-methylmorpholin-4-yl}-1,3,5-friazin~-2-yl}phenyl)- 3-{4-[{(4-methylpiperazin-1-
vhicarbonyl]phenyljurea;

1-{4-[4-morpholin-4-yi-6-(1.4-oxazepan-4-yl}-1,3, 5-trigzin-2-yljphenyl}-3-pyridin-4-ylurea;

methyl 4-[({4-[4-morpholin-4-yi-6-(1,4-0xazepan-4-yi}-1,3,5-triazin-2-
ylphenylicarhamoyllaminolbenzoate;

1-{4-{{4-(dimethylamino)piperidin-1-yijcarbonyl}phenyt)-3-{4-[4-morpholin-4-yl-6-(2-thienyl)-
1,3,5-triazin-2-yllphenyllurea;

4-[({4-[4-morpholin-4-y}-6-(1,4-0xazepan-4-yl}-1,3,5-triazin-2-
yllphenylicarbamoyhaminolbenzoic acid;

N-[3-(dimethylamino)propyl]-4-[({4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-
vllphenylicarbamoyl)aminolbenzamide;

1-(4-{4,8-bis[(3S)-3-methylmorphoiin-4-yll-1,3,5-triazin-2-yl}phenyl)-3-{4-(pyrrolidin-1-
yicarbonyl)phenyllurea;

N-[2-(dimethylamino)ethyl]-4-[{{4-[4-morpholin-4-yl-6-(1,4-oxazepan-4-yl}-1,3,5-friazin-2-
yllphenylicarbamoyl)aminolbenzamide;

1-{4-[(4-methylpiperazin-1-yl}carbonyl]phenyi}-3-{4-[4-morpholin-4-yi-6-(1,4-0xazepan-4-yl}-
1,3,5-triazin-2-yljphenylurea;

N-(2-methoxyethyl)-4-[({4-4-morpholin-4-yl-6-(1,4-0xazepan-4-yi)-1,3,5-triazin-2-
vliphenyl}carbamoyl)aminolbenzamide;

1-{4-[(4-ethylpiperazin-1-yl)carbonyllphenyl}-3-{4-[4-morpholin-4-yl-6-(2-thienyl}-1,3,5-triazin-2-
yvilphenyljurea;

1-{4-[4-(4-methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-yi)phenyl}-3-{3-{(4-methylpiperazin-1-
yhcarbonyl]phenyfurea;

3-[({4-[4~(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-yi}phenyl}carbamoyljaminolbenzoic
acid;

methyl 3-[{{4-[4-(4-methyipheny!}-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenylicarbamoylaminolbenzoate;

1-(3-{[4-(dimethyiamino)piperidin-1-ylicarbonyi}phenyi)-3-{4-[4-(4-methylphenyl}-6-morpholin-4-
yi-1,3,5-riazin-2-yljphenyljurea;

N-[2-(dimethylamino)ethyl}-N-methyl-3-[({4-[4-(4-methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyllcarbamoytlamino]lbenzamide;

methyl 3-({[4-{4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyljcarbamoyl}lamino)benzoate;

methy! 3-({{4-{4-morpholin-4-yl-6-thiophen-2-yl-1,3 B-triazin-2-
yhphenyljcarhamoyl}aminobenzoate;

N-{2-(dimethylamino)ethyl}-3-[({4-[4-(4-methyiphenyl}-6-morpholin-4-yi-1,3,5-{riazin-2-
yllphenyl}carbamoylaminoibenzamide;
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N-[2-{dimethylamino)ethyl]-N-methy}-4-[({4-[4-morpholin-4-y}-6-(1,4-0xazepan-4-yl)-1,3,5-triazin-
2-yliphenyl}carbamoyiaminolbenzamide,;

3-({{4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyli]carbamoyl}amino)benzoic acid,
methy! 3-({[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino)benzoate;

1-[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{3-[(4-pyridin-2-ylpiperazin-1-
yhcarbonyl]lphenyljurea;

N-[2-{dimethylamino)ethyl]-3-{{[4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
ylphenyljcarbamoyl}amino)-N-methylbenzamide;

1-{4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-{3-[(4-methylpiperazin-1-
ylcarbonyllphenyllures,;

3-({[4-(4-morpholin-4-yi-6-phenyl-1,3,5-triazin-2-yl)phenyi}carbamoyl}amino)benzoic acid;

methy! 4-({[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-
ylyphenyllcarbamoyljamino)benzoate;

1-]4-(4-morpholin-4-yi-6-piperidin-1-yl-1,3,5-triazin-2-yl)phenyf]-3-pyridin-4-ylurea,
4-({{4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-yl)phenyl]carbamoyllamino)benzoic acid;

methyl 4-({[4-(4-morpholin-4-yl-6-pyrrolidin-1-y+-1,3,5-triazin-2-
yhphenyljcarbamoyllamino)benzoate,

1-(4-{[4-(1-methylethyi)piperazin-1-yljcarbonyl}pheny!}-3-[4-(4-morpholin-4-yl-6-piperidin-1-yl-
1,3,5-triazin-2-yl)phenyllurea;

1-{4-[(4-ethylpiperazin-1-yl)carbonyljphenyl}-3-[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-
2-yhphenyijurea;

1-{4-[(4-methylpiperazin-1-yl)carbonyl]phenyl}-3-[4-(4-morpholin-4-yl-6-piperidin-1-yk-1,3,5-
triazin-2-yl)phenyljurea;

1-{4-{[4-(dimethylamino)piperidin-1-yljcarbonyl}phenyl)-3-[4-(4-morpholin-4-yl-6-piperidin-1-yl-
1,3,5-triazin-2-yi)phenyljurea;

4-{{[4-(4~-morpholin-4-yl-6-pyrrolidin-1-yi-1,3,5-triazin-2-yl)phenyl]carbamoyi}lamino)benzoic acid,
1-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-yiurea;

N-[2-(dimethylamino)ethyl}-4-({[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-
yhphenyljcarbamoyl}amino)benzamide;

1-(4-{[4-{dimethylamino)piperidin-1-yljcarbonyl}phenyl)-3-[4-{4-morpholin-4-yl-6-pyrrolidin-1-yl-
1,3,5-triazin-2-yliphenyllurea;

1-(4-{[4-(1-methylethyl)piperazin-1-yl]carbonyl}phenyl)-3-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yi-
1,3,5-triazin-2-yl)phenyllurea;

N-[2-(dimethylamino)ethyl]-N-methyl-4-({{4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin-2-
yl)phenyljcarbamoyi}amino}benzamide;
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N-[2-(dimethylamino)ethyl]-N-rmethyl-4-({[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-
yhphenyllcarbamoyl}amino}henzamide;

1-{4-[(4-ethylpiperazin-1-yi)carbonyllphenyl}-3-{4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin-
2-yhphenyljurez;

1-{4-{(4-methylpiperazin-1-ylcarbonyl]phenyl}-3-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yi-1,3,5-
triazin-2-yl)phenyliurea;

N-[2-(dimethylamino)ethyl]-4-{{[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin-2-
yhphenyljcarhamoyllamingbenzamide;

1-(4-{4,6-bis[(35)-3-methyimorpholin-4-yi]-1,3,5-triazin-2-yl}phenyi}-3-pyridin-4-ylurea;

N-{3-(dimethylamino)propyl]-4-({[4-(4-morpholin-4-yl-6-piperidin-1-y- 1,3, 5-trazin-2-
yhphenyllcarbamoyllamino}benzamide;

N-(2-methoxyethyl}-4-({{4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-
yl)phenyljcarbamoyl}amino)benzamide;

1-[4-(4-morpholin-4-yi-6-pyrrolidin-1-yi-1,3,5-triazin-2-yl)phenyl]-3-[4-(pyrrolidin-1-
ylcarbonyi)phenyllurea;

1-(4-{4,6-bis](38)-3-methylmorpholin-4-yi]-1,3,5-triazin-2-yi}phenyl - 3-{4-{(4-ethylpiperazin-1-
ylycarbonyliphenyljurea;

1-(4-{4,6-bis[{ 35)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl}-3-(4-{[4-{1-
methylethyl)piperazin-1-yljcarbonyliphenyl)urea;

methyl 4-{[(4-{4-[(3S)}-3-methylmorpholin-4-yl]-6-morpholin-4-yl-1,3,5-riazin-2-
yliphenyl)carbamoyljamino}benzoate;

1-(4-{4,6-bis[(38)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)-3-(4-{{4~
(dimethylamino)piperidin-1-yljcarbonyliphenyljurea;

1-{4-{4-[(38)-3-methylmorpholin-4-yl]-6-morpholin-4-yl-1,3,5-triazin-2-yi}phenyl)-3-{4-[{4-
methylpiperazin-1-ylijcarbonyliphenyljurea;

1-(4-{[4-(1-methylethyl)piperazin-1-yllcarbonyl}phenyl}-3-(4-{4-{(38)-3-methylmorpholin-4-yi}-6-
morpholin-4-yl-1,3,5-triazin-2-yl}phenylurea;

4-{{{4-{4-[(38)-3-methyimorpholin-4-yi}-6-morpholin-4-yi-1,3,5-triazin-2-
yliphenyl)carbamoyl]amino}benzoic acid;

1-{4-{{4-ethyipiperazin-1-yl)carbonyl]phenyl}-3-(4-{4-[(35)-3-methylmorpholin-4-yl}-6-morpholin-
4-yi-1,3,5-4riazin-2-yijphenyliurea;

N-[3-(dimethylamino)propyl}-4-{[(4-{4-[(38)}-3-methylmorphoiin-4-y{]-6-morpholin-4-yl-1,3,5-
triazin-2-yliphenyl)carbamoyljarmino}benzamide;

4-{[(4-{4-[(38)-3-methyimorpholin-4-yi]-6-morphalin-4-yi-1,3,5-triazin-2-
yliphenyl)carbamoyllamino}-N-(2-pyrrolidin-1-ylethyl)benzamide;

1-{4-{4-[(3R)-3-methylmorpholin-4-yi]-6-{(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyt)-
3-{4-{{4-methylpiperazin-1-yl)carbonyllphenyljurea;
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1-(4-{4,6-hisl(3S)-3-methylmorpholin-4-yi]-1,3,5-triazin-2-yi}phenyl)-3-(4-{{4-
(dipropyiamino)piperidin-1-yljcarbonyliphenyljurea;

1-{4-[{4-ethylpiperazin-1-yl)carbonyljphenyi}-3-(4-{4-[(3R)-3-methylmorpholin-4-yl]-6-{{35)-3-
methylmorpholin-4-ylj-1,3,5-triazin-2-yl}phenyijurea;

4-{{(4-{4-[(3R)-3~-methylmorpholin-4-yl}-6-[( 3S)-3-methyimorpholin-4-yl}-1,3 5-triazin-2-
yiiphenyl)carbamoyljamino}benzoic acid;

1-{4-{{4-butylpiperazin-1-yl)carbonyllphenyl}-3-(4-{4-[(3R)-3-methylmorpholin-4-yi}-6-[(35)-3-
methyimorpholin-4-yi}-1,3,5-triazin-2-yl}phenytjurea;

methyl 4-{[(4-{4-[{3R}-3-methylmorpholin-4-y{]-6-[{3S }-3-methylmorpholin-4-yi]-1,3,5-triazin-2-
yliphenyl)carhamoyilaminolhenzoate;

1-(4-{4,8-his[(38)-3-methyimorpholin-4-yi]-1,3,5-triazin-2-yl}phenyl)-3-{4-[(4-butylpiperazin-1-
yhcarbonyl]phenyljurea;

1-(4-{[4-(1-methylethyl)piperazin-1-yl]jcarbonyl}pheny!)-3-(4-{4-[{3R)-3-methylmorpholin-4-yl}-6-
[(38)-3-methyimorpholin-4-yll-1,3 5-triazin-2-yi}phenyljurea;

1-(4-{4,6-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yi}phenyl}-3-(4-{{4-(2-
methylpropyl)piperazin-1-yljcarbonyliphenylurea;

1-(4-{4,6-bis[(38)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)-3-{(4-{{4-(1-
methylpropyl)piperazin-1-yllcarbonyi}phenyljurea;

4-{[(4-{4 ,6-bis{{38)-3-methylmorpholin-4-yi}-1,3,5-triazin-2-yl}phenyl)carbamoyllamino}-N-{2-(4-
methylpiperazin-1-yhethylibenzamide;

N-[2-(dimethylamino)ethyl}-4-{[(4-{4-[(3R)}-3-methyimorpholin-4-yl]-6-[(3S)-3-methylmorpholin-4-
yl}-1,3,5-triazin-2-yliphenyi)carbamoyilaminoibenzamide;

4-{[(4-{4 ,6-bis{(3S)-3-methylmorpholin-4-ylj-1,3,5-triazin-2-yl}phenyl)carbamoyljamino}-N-(2-
pyrrolidin-1-ylethybenzamide;

1-{4-{4,6-bis[{3S)-3-methyimorpholin-4-yl}-1,3,5-triazin-2-yi}phenyi)-3-{4-[(4-propylpiperidin-1-
yicarbonyl]phenyliurea;

1-{4-{4,6-bis[(35)-3-methyimorpholin-4-yl}- 1,3 5-triazin-2-yl}phenyl)-3-[4-(piperidin-1-
ylcarbonyliphenyljurea;

1-(4-{4,6-bis[(38)-3-methyimorpholin-4-yij-1,3,5-triazin-2-yl}phenyl)-3-{4-[(4-propyipiperazin-1-
ylycarbonyl]phenyllurea;

4-{{(4-{4 6-bis[(35)-3-methyimorpholin-4-yi}-1,3 5-triazin-2-yl}phenylcarbamoyilaminc}-N-(2-
methoxyethyl)benzamide;

1-{4-{4-morpholin-4-yi-6-(4-tricyclo]3.3.1.13,7]dec-1-ylpiperazin-1-yl}-1,3,5-triazin-2-yljphenyli}-3-
pyridin-4-ylurea;

methy! 4-{[(4-{4-[4-(dimethylcarbamoyl)piperazin-1-yl]-6-morpholin-4-yl-1,3,5-triazin-2-
yi}phenyl)carbamoyllamino}benzoate;

N,N-dimethyl-4-(4-morpholin-4-yl-6-{4-[(pyridin-4- yicarbamoyi)am;no]phenyt} -1,3,5-triazin-2-
yhpiperazine-1-carboxamide;
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N,N-dimethyl-4-{4-{4-[{{4-[{4-methylpiperazin-1-ycarhonyljphenyllcarbamoyllamino]phenyl}-6-
morpholin-4-yl-1,3,5-triazin-2-yl)piperazine-1-carboxamide;

N,N-dimethyl-4-{4-morpholin-4-yl-6-[4-{{|4-{ pyridazin-4-
ylcarbamoyl)phenyl]carbamoyilamino)phenyl]-1,3,5-triazin-2-yl}piperazine-1-carboxamide;

N,N-dimethyl-4-(4-morpholin-4-yI-6-{4-{({4-{{4-propyipiperidin-1-
yhycarbonyliphenyllcarbamoylyaminolphenyl}-1,3,5-triazin-2-yl)piperazine-1-carboxamide;

4-{1{4-{4-[4-({dimethylcarbamoyl)piperazin-1-ylj-6-morpholin-4-yl-1,3,5-triazin-2-
yiiphenyljcarbamoyljamino}benzoic acid;

4-(4-{4-[{{4-{(2Z-methoxyethyhcarbamoyljphenyilcarbamoyl)aminojphenyl}-6-morpholin-4-yi-
1,3,5-triazin-2-yt}-N,N-dimethylpiperazine-1-carboxamide;

4-[4-(4-{{(4-{[2-(dimethylamino)ethyl[(methyl)carbamoyl}phenyl)carbamoyljamino}phenyl)-6-
morpholin-4-yl-1,3,5-triazin-2-yl}-N,N-dimethy!piperazine-1-carboxamide;

4-(4-{4-[({4-1{4-ethylpiperazin-1-yl)carbonyliphenyl}carbamoyi)aminojphenyl}-6-morpholin-4-yk
1,3.5-triazin-2-yl}-N,N-dimethylpiperazine-1-carboxamide;

1-{4-{4-[4-(ethyisulfonyl)piperazin-1-yl]-6-morpholin-4-yl-1,3, 5-triazin-2-yl}phenyl)-3-pyridin-4-
ylurea;

methyl 4-{[(4-{4-[4-(ethyisulfonyl)piperazin-1-yl}-6-morpholin-4-yi-1,3,5-triazin-2-
yliphenyl)carbamoyllamino}benzoate;

4-{[(4-{4-[4-(ethylsulfonyl)piperazin-1-yl]-8-morpholin-4-yl-1,3,5-triazin-2-
yliphenyi)carbamoyllamino}benzoic acid;

N-[3-(dimethylamino)propyl}-4-{[(4-{4-[4-(ethylsulfonyl)piperazin-1-yi}-6-morpholin-4-yl-1,3,5-
triazin-2-yl}phenyl)carbamoyllamino}benzamide;

N-[2-(dimethylamino)ethyl]-4-{{(4-{4-[4-{ethylsulfonyl)piperazin- 1-yl}-6-morpholin-4-y1-1,3,5-
triazin-2-yl}phenylicarbamoyljamino}lbenzamide;

4-{[(4-{4-{4-(1-methylethyl)-1 4-diazepan-1-yl}-6-morpholin-4-yi-1,3,5-triazin-2-
yiiphenyl)carbamoyijamino}benzoic acid;

methy! 4-{[{4-{4-[4-(acetylamino)piperidin-1-yi]-6-morpholin-4-yl-1,3,5-triazin-2-
yilphenyljcarbamoyllaminolbenzoate;

1-(4-{4-{4-(1-methylethyl)}-1 4-diazepan-1-yi}-6-morpholin-4-yl-1,3 5-triazin-2-yl}pheny!}-3-{4-] (4~
methylpiperazin-1-ylicarbonyiphenyllurea;

N-[1-(4-morpholin-4-yl-6-{4-[(pyridin-4-ylcarbamoyhamino]phenyl}-1,3, 5-triazin-2-yl)piperidin-4-
yllacetamide;

4-f{(4-{4-[4-(acetylamino)piperidin-1-yl]-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyl)carbamoyilaminc}benzoic acid;

N-{2-(dimethylamino)ethyl]-4-{[(4-{4-{4-(1-methylethyl)-1 4-diazepan-1-yl]-6-morpholin-4-yl-
1,3,5-triazin-2-yl}phenyt)carbamoyljaminoibenzamide;

N-{1-{{4-{[(4-{4-{4-(1-methylethyl}-1 4-diazepan-1-yl]-B-morpholin-4-yi-1,3 5-triazin-2-
yliphenylicarbamoyl]amino}phenylicarbonyilpiperidin-4-yilacetamide;
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1-{4-[(4-ethylpiperazin-1-yl)carbonyliphenyi}-3-(4-{4-[4-( 1-methylethyl)- 1 4-diazepan-1-yi}-6-
morpholin-4-yi-1,3,5-triazin-2-yiiphenylurea;

1-(4-{4-[4-(1-methylethyl}-1,4-diazepan-1-yl}-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyi)-3-(4-{{4-
{1-methyiethyl)piperazin-1-yl]carbonyl}phenyljurea;

1-(4-{4 6-bis|(38)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-(4-{{{3S)-3-
methylmorpholin-4-yilcarbonyl}phenyijurea;

1-{4-[(4-butylipiperazin-1-yl)carbonyljphenyi}-3-(4-{4-[4-( 1-methylethyl)-1,4-diazepan- 1-yi]-6-
morpholin-4-yi-1,3,5-triazin-2-yl}phenylurea;

1-(4-{4-[(4-methyipiperazin-1-yl)amino]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-phenylurea,

1-(4~{4-{{1-methylpiperidin-4-yl)oxy}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-
ylurea;

1-{4-[4-morpholin-4-yl-6-(piperidin-4-yloxy)-1,3,5-triazin-2-yl phenyi}-3-pyridin-4-ylurea;

ethyl 4-{(4-morpholin-4-yl-6-{4-[(pyridin-4-ylcarbamoylyamino}phenyi}-1,3,5-triazin-2-
yhoxy]piperidine-1-carboxylate;

N-ethyl-4-[(4-morpholin-4-yl-6-{4-[(pyridin-4-ylcarbamoyljaminojphenyl}-1,3,5-triazin-2-
yhoxylpiperiding-1-carboxamide;

tert-butyl 4-[(4-morpholin-4-yl-6-{4-{{pyridin-4-yicarbamoyl}aminojphenyl}-1,3,5-triazin-2-
yhioxylpiperidine-1-carboxylate;

4-{{4-morpholin-4-yl-6-{4-{pyridin-4-ylcarbamoyl)amino]phenyi}-1,3,5-triazin-2-yloxy]piperidine-
1-sulfonamide;

1-{4-[4-(1 4-dioxa-B-azaspiro[4.5}dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yliphenyl}-3-pyridin-
4-yhurea;

1-{4-[4-(1,4-dioxa-8-azaspiro]4.5ldec-8-yI)-8-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-
3-ylurea;

1-{4-[4-(1 4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-
phenylurea;

1-[4-(dimethylamino)phenyl]-3-{4-[4-(1,4-dioxa-B-azaspiro{4.5]dec-8-yl)-6-morphoiin-4-yi-1,3,5-
triazin-2-yljphenyliurea;

1-(4-cyanophenyl)-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yi-1,3,5-triazin-2-
vilphenyllurea;

1-{4-[4-(1,4-dioxa-8-azaspiro{4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-(2-
methylipyridin-4-ylurea;

1-[2-(dimethylamino)ethyl]-3-{4-[4-(1 4-dioxa-8-azaspiro{4.5]dec-8-yl}-6-morpholin-4-y}-1,3,5-
triazin-2-yllphenyljurea;

1-[4-{4-morpholin-4-yl-8-quinolin-3-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-ylurea;

1-{4-[4-(2-methoxyethoxy)-6-morphoiin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-yiurea;
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methy! 4-[{{4-[4-(2-methoxyethoxy}-6-morpholin-4-yl-1,3,5-triazin-2-
ylilphenyljcarbamoyl)amino]benzoate;

1-(4-{4-morpholin-4-yl-6-[2-(pyridin-4-ylamino)ethyi]- 1,3, 5-triazin-2-yl}phenyl)-3-pyridin-4-yiurea;

N-[2-{dimethylamino)ethyl]-4-({I4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-
yi)phenyljcarbamoyllamino}-N-methylbenzamide;

N-{2-{dimethylamino)ethyl]-4-{{[4-{4-methoxy-6-morphotin-4-yl-1,3,5-triazin-2-
ylphenyt]lcarbamoyllamino)benzamide;

4-({[4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-y)phenyljcarbamoyl}amino)-N-methyl-N-[2-
(methylamino)ethyllbenzamide;

1-[4-(4-methoxy-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{4-[{4-methylpiperazin-1-
yhcarhonyllphenyllurea;

1-{4-[(3,3-dimethylpiperazin-1-yi)carbonyllphenyl}-3-[4-{4-methoxy-8-morpholin-4-yi-1,3,5-
triazin-2-ylphenyllurea;

4-({[4-(4-methoxy-6-morpholin-4-yi-1,3 5-triazin-2-yl)phenyljcarbamoyllamino }-N-(2-piperidin-1-
ylethyl)benzamide;

1-{4-{4-[2 5-bis(hydroxymethylpyrrolidin-1-yl}-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl)-3-
pyridin-d-ylurea;

1-(4-{4-{2-(1 ,3-dioxan-2-yl)efhyI]~6~morphoiin-4-yi-1 ,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea;
1-(4-{4-[3-(dimethylamino)propyl}-6-morpholin-4-yl-1,3, 5-triazin-2-yl}phenyl}-3-pyridin-4-ylurea;

1-[4~(4~{3~[(1 -methyiethy!)amino]propyi}-6-fnorpholin~4-yi~1 .3, 5-triazin-2-yhphenyl]-3-pyridin-4-
ylurea;

1-{4-{4-morpholin-4-yl-6-( 3-pyrrolidin-1-ylpropyl)-1,3,5-triazin-2-yliphenyi}-3-pyridin-4-yiurea;

1-{4-{4~[3-(4-methylpiperazin-1-ylipropyl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyi)-3-pyridin-4-
ylurea;

1-{4-[4-(3-{[2-(dimethylamino)ethyljamino}propyl)-6-morpholin-4-yi-1,3,5-triazin-2-yt]phenyl}-3-
pyridin-4-ylurea;

1-{4-[4-(3-hydroxypropyl)-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyi}-3-pyridin-4-ylurea;
1-{4-[4-morpholin-4-yl-6-(3-oxopropyl)-1,3,5-triazin-2-yliphenyl}-3-pyridin-4-ylurea;

N-{4-morpholin-4-yl-6-{4-{(pyridin-d-ylcarbamoyi}amino]phenyl}-1,3,5-triazin-2-
yh)benzenesulfonamide;

N-{4-[4-({[4-(4-methylpiperazin-1-yl)phenyllcarbamoyl}amino)phenyl}-6-morpholin-4-yi-1,3,5-
triazin-2-yl}benzenesulfonamide;

N-(4-{4-{({4-[2-(dimethylamino ethoxy]phenyl}carbamoyljamino]phenyl}-6-morpholin-4-yi-1,3,5-
triazin-2-yl)benzenesulfonamide,

N-{4-{4-{({4-[(4-methylpiperazin-1-yl)carbonylphenyl}carbamoyilaminojphenyi}-6-morpholin-4-
yi-1,3,5-triazin-2-yi)benzenesulfonamide;
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N-{4-morpholin-4-yl-6-[4-{{[4-{piperazin-1-ylcarbonyl)phenyllcarbamoyl}aminc)phenyi}-1,3,5-
triazin-2-yl}benzenesuifonamide;

N-[4-(4-{[{4-{[4-(dimethylamino)piperidin-1-yl]lcarbonyl}phenyl)carbamoyllamino}phenyl)-6-
morpholin-4-yl-1,3 5-triazin-2-yl]benzenesulfonamide;

N-[2-{dimethylamino)ethyi]-N-methyl-4-{[{4-{4-morpholin-4-yl-6-[{ phenylsuliony)aminol-1,3,5-
triazin-2-yl}phenylicarbamoyllamino}benzamide;

N-[2-(dimethylamino)ethyl]-4-{{{4-{4-morpholin-4-yl-6-[{ phenylsulfonyl)aminol-1,3,5-triazin-2-
yiiphenyl)carbamoyllamino}benzamide;

methy! 4-{[(4-{4-morpholin-4-yl-6-[(phenylsulfonyijamino}-1,3,5-triazin-2-
yl}phenyl)carbamoyljamino}benzoate;

4-{[{4-{4-morpholin-4-yl-6-[(phenyisulfonyl}amino}-1,3,5-triazin-2-
yilphenyi)carbamoyljamino}benzoic acid;

1-{4-[{(4-methylpiperazin-1-yl)carbonyllphenyl}-3-[4-(6-morpholin-4-yt-4-ox0-4,5-dihydro-1,3,5-
triazin-2-yliphenyljures;

1-(4-(2,4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
ylphenyljurea;

1-(4-(4,8-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-{4-(4-isopropyl-2-methylpiperazine-1-

- carbonyl)phenyliurea;

1-{4-(4-cyclobutyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-

_yhphenyljurea;

1-{4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-isopropyl-3-methylpiperazine-1-
carbonyl)phenyl)urea;

1-(4-(3,4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhphenyijurea;

1-(4-(4-cyclobutyl-3-methyipiperazine-1-carbonyl)phenyl)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhphenyl)uresa;

1-(4-{4-cyclobutylpiperazine-1-carbonyl)phenyi)-3-(4-(4 ,6-dimorpholino-1,3,5-triazin-2-
yl)phenyljurea;

1-{4~(2 4-dimethylpiperazine-1-carbonyliphenyl}-3-(4-(4-morpholino-8-(tetrahydro-2H-pyran-4-
yi)-1,3,5-triazin-2-yl)phenyllurea;

1-(4-(4-isopropyl-2-methylpiperazine-1-carbonyl)phenyl)}-3-(4~-{4-morpholino-6-{tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyhurea;

1-(4-(4-cyclobutyl-2-methylpiperazine-1-carbonyl)phenyi)}-3-(4-(4-morpholino-6-{tetrahydro-2H-
pyran-4-yi)»-1,3,5-triazin-2-yiphenyllurea;

1-(4-(4-isopropyl-3-methylpiperazine-1-carbonyl}pheny!)-3-(4-(4-morpholino-6-{tetrahydro-2H-
pyran-4-yl)-1,3, 5-triazin-2-yl)phenyljurea;

1-{4~(3 4-dimethylpiperazine-1-carbonylphenyl}-3-{4-(4-morpholino-6-{tetrahydro-2H-pyran-4-
yh)-1,3,5-triazin-2-ylphenyllurea;

32



10

15

20

25

30

35

WO 2009/143313 , T PCT/US2009/044774

1-{4-(4-cyclobutyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyfjurea;

1-(4-(4-cyclobutylpiperazine-1-carbonyl)phenyl)-3-{4-(4-morpholino-6-{tetrahydro-2H-pyran-4-
yD)-1,3,5-triazin-2-yhphenyl)urea;

1-(4-(2-methylpiperazine-1-carbonyl)pheny!)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yi)phenyllurea;

1-(4-(3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yl}phenyljurea;

1-{4-{4 6-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(3-methylpiperazine-1-
carbonyl)phenyllures;

1-(4-{4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl}-3- (4-(2-methylpiperazine-1-
carbonyl)phenyhurea;

1-(4~(3,3-dimethylpiperazine-1-carbonyi)phenyl}-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhphenyljurea;

1-(4-(3,3-dimethylpiperazine-1-carbonyl)pheny!)-3-(4-(4-morpholino-6- (tetrahydro-2H-pyran-4-
yl}-1,3,54riazin-2-yl)phenyl)urea;

1-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-yt}-1,3,5-triazin-2-yl)phenyi)-3-(4-(3,3,4-
trimethylpiperazine-1-carbonyl)phenyllurea;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(3,3,4-trimethylpiperazine-1-
carhonyl)phenylurea;

1-(4-(2,4-dimethylpiperazine- 1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-
yl)-1,3,5-triazin-2-yhphenyliurea;

1-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-
methylipiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-isopropyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-{4-(3-methylmorpholinc}-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-cyclobutyl-2-methylpiperazine-t-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-isopropyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholing)-6-
{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(3,4-dimethylpiperazine-1-carbonyl}phenyl)-3-(4-(4-(3-methyimorpholino}-6-(tetrahydro-2H-
pyran-4-y)-1,3 5-triazin-2-yl)phenyljurea;

1-(4-{4-cyclobutyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-cyclobutylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-{ietrahydro-2H-
pyran-4-yi»-1,3,5-riazin-2-yl)phenylurea;

1-{4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5- triazm-z—yl)phenyl)-S {4-(3,3.4-
trimethylpiperazine-1-carbonyl)phenyl)urea,;
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1-(4-(3,3-dimethylpiperazine-1-carhonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-
pyran-4-yh)-1,3,b-triazin-2-yl)phenyhurea;

N-(2-(dimethylamino )ethyl}-N-methyl-4-(3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-
y~1,3,5-triazin-2-y!)pheny)ureido)benzamide;

N-(2-(dimethylaminoethyl)-4-(3-(4-(4-(3-methylmorpholino)-6-{tetrahydro-2H-pyran-4-yi)-1,3,5-
triazin-2-yl)phenylursido Yhenzamide;

1-{4-(4-{dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyliurea;

1-(4-(2 4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorpholino }-6-morpholino-
1,3,5-triazin-2-yhphenyllurea;

1-(4-(2,4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylimorpholino)-6-morpholino-
1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-isopropyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorphoiinc)-6-
morpholino-1,3,5-triazin-2-yliphenyburea;

1-{4-{4-cyclobutyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorpholino)-6-
morpheiino-1,3,5-riazin-2-yl}phenyllurea;

N-{2-(dimethylamino)ethyl}-N-methyi-4-(3-(4-(4-(2-methyimorpholino)-6-morphoiino-1,3,5-
triazin-2-yl)phenylureido }benzamide;

1-(4-{4-isopropyl-3-methylpiperazine-1-carbonylpheny!)-3-(4-(4-(2-methylmorpholino)-6-
morpholino-1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-(2-methylmorpholino)-6-morphaliing-1,3,5-triazin-2-yh)phenyl}-3-(4-(3-methylpiperazine-1-
carbonyliphenylures;

1-(4-(3,4-dimethylpiperazine-1-carbonyl)phenyl}-3-(4-(4-(2-methylmorpholino}-6-morpholino-
1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-cyclobutyl-3-methyipiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methyimorpholino)-6-
morpholino-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(3,3-dimethylpiperazine-1-carbonyl)phenyi)-3-(4-(4-(2-methyimorpholino)-6-morpholino-
1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-(2-methyimorpholino)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(3,3.4-
trimethylpiperazine-1-carbonyl)phenyliurea;

1-(4-(4-cyclobutylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorphoiino)-6-morphoiino-
1,3,5-triazin-2-yl)phenylurea;

N-(2-{dimethylamino)ethyl)-4-(3-(4-(4-(2-methylmorpholino)-6-morpholino-1,3,5-triazin-2-
ylphenyllureido)benzamide,;

1-{4-(4-(dimethylamino)piperidine-1-carbonylphenyl)-3-(4-{4-{2-methylmorpholino}-6-
morpholino-1,3,5-triazin-2-yl)phenyljurea;

1-{4-(3-(dimethylamino)pyrrolidine~1-carbonyl)phenyl)- 3-(4-(4-(2-methylmorpholino)-6-
morpholino-1,3,5-riazin-2-yl)phenylurea;
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1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyi)phenyi)-3-(4-(4-morpholino-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-inazin-2-yl)phenyljurea;

1-{4-(3-{dimethylamino)pyrrolidine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
{tetrahydro-2H-pyran-4-yi}-1,3,5-triazin-2-yhphenylurea;

1-(4-(4-{(2R 58)-2,5-dimethylpyrrolidin-1-y)-6-({(R}-3-methylmorpholino}-1,3,5-triazin-2-
yhphenyl}-3-(4-(4-methylpiperazin-1-y)phenyl)urea;

1-(4-(4-{(dimethylamino)piperidin-1-yl)phenyl)-3-(4-(4-((2R ,58)-2,5-dimethyipyrrolidin-1-y!)-6-
((R)-3-methylmorpholino)-1,3,5-triazin-2-yl}phenyljurea;

1-{4-(4-({2R,58)-2,5-dimethyipyrrolidin-1-y)-6-({R}3-mathylmorpholino}-1,3,5-triazin-2-
yl)phenyl)-3-{(4-(quinuclidin-4-yl)phenyhurea;

1-{4-(4-cyclopropylpiperazin-1-yl}phenyl)-3-{4-{4-((2R,53)-2, 5-dimethylpyrrolidin-1-y1)-6-({R)-3-
methylmorpholino)-1,3,5-triazin-2-yhphenylurea,

1-(4-(4-(cyclopropylmethy!)piperazin-1-yl)phenyl)-3-(4-(4-({2R,58)-2,5-dimethylipyrrolidin-1-yl)-6-
((R)-3-methyimorpholino)-1,3,5-triazin-2-yhphenyljurea;

1-(4-(4-{{2R ,55)-2 5-dimethylpyrrolidin-1-yl}-6-((R}-3-methyimorpholino}-1,3,5-triazin-2-
yhphenyl)-3-(4-(4-ethylpiperazin-1-yliphenyljurea;

1-(4-(4-{{2R,55)-2,5-dimethylpyrrolidin-1-yl}-6-({(R}-3- methylmorphoimo) -1,3,5-triazin-2-
yliphenyl)-3-(4-{4-iscpropylpiperazin-1-yi)phenyljurea;

1-(4-(4-({2R,58)-2,5-dimethylpyrrolidin-1-y1)-6-((R}-3-methylmorpholing)-1,3,5-triazin-2-
yl)phenyl)-3-(4-(4-methylpiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-({2R,55)-2,5-dimethylpyrrolidin-1-y)-6-({R}-3-methylmorpholino)-1,3,5-triazin-2-
yhphenyl-3-(4-(4-isopropylpiperazine-1-carbonyliphenyljurea;

1-{4-(4-{dimethylamino)piperidine-1-carbonyphenyl)-3-(4-(4-{ (2R ,58)-2, 5-dimethyipyrrolidin-1-
yi}-6-({R}-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-({2R,5S)-2,5-dimethylpyrrolidin-1-y1)-6-((R)-3-methylmorpholino}-1,3,5-triazin-2-
yl)phenyl)-3-(4-{4-ethylpiperazine-1-carbonyl)phenyljurea;

1-(4-{4-cyclopropylpiperazine-1-carbonyl)phenyl)-3-{4-(4-{{2R,58)-2,5-dimethylpyrrofidin-1-yl}-6-
{(R)}-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-(cyclopropylmethyl)piperazine-1-carbonyl)phenyl}-3-(4-{4-((2R,58)-2,5-
dimethyipyrrolidin-1-yi)-8-({R)-3-methylmorpholino}-1,3,5-triazin-2-yl)phenyljurea,;

1-(4-(4-{{28,5R)-2,5-bis(hydroxymethyl)pyrrolidin- 1-yl }-6-({R)-3-methylmorphoiino)- 1,3, 5-triazin-
2-ylyphenyt)-3-(4-(4-methylpiperazin-1-yl)phenyl)urea;

1-{4-{4-{(23,5R)-2,5-bis{hydroxymethy!)pyrrolidin-1-yi)-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-ylyphenyl)-3-{4-{4-{dimethylamino)piperidin-1-yljphenyl)urea;

1-(4-(4-({28,5R)-2,5-bis(hydroxymethylpyrrolidin-1-y1}-8-((R}-3-methylmorphoiino)-1,3, 5-triazin-
2-yhiphenyl}-3-{4-(quinuciidin-4-yl)phenyhurea;

1-(4-{4-((28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-((R}-3-methyimorpholino}-1,3,5-triazin-
2-yhphenyi)}-3-(4-(4-cyclopropylpiperazin-1-yl)phenyljurea;
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1-(4-(4-((23,5R)-2,5-his(hydroxymethyl)pyrrolidin-1-y1)-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-y)phenyl)-3-(4-(4-{cyclopropylmethyi)piperazin-1-yhphenylurea;

1-(4-(4-((2S,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y}-6-{(R}-3-methylmorpholino)-1,3,5-triazin-
2-yl)phenyi}-3-(4-(4-ethylpiperazin-1-yl)phenyljurea;

1-(4-(4-((2S,5R)-2,5-bis{hydroxymethyl)pyrrolidin-1-y1}-6-{{R)-3-methyimorpholino)-1,3,5-triazin-
2-ylphenyl)-3-(4-(4-isopropylpiperazin-1-ylyphenyljurea;

1-(4-{4-{{28,5R)-2,5-bis(hydroxymethylpyrrolidin-1-y1}-6-{{R)-3-methyimorpholino)-1,3,5-triazin-
2-yl)phenyh)-3-(4-(4-methylpiperazine-1-carbonyl)phenyljurea;

1-(4-{4-{(25,5R}-2,5-bis(hydroxymethyl)pyrrolidin-1-y1}-6-((R}-3-methylmorpholino}-1,3,5-triazin-
2-yl)phenyl}-3-(4-(4-iscpropyipiperazine-1-carbonyl)phenyljurea;

1-(4-(4-({28,5R}-2,5-bis(hydroxymethyl)pyrrolidin-1-yi}-6-((R}-3-methylmorpholino}-1,3,5-triazin-
2-y)phenyl)-3-(4-(4-(dimethylamino)piperidine-1-carbonyt)phenyljurea;

1-(4-{4-{(28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-yl)-6-{{R})-3-methylmorpholino)-1,3,5-triazin-
2-yhiphenyi)-3-(4-(4-ethyipiperazine-1-carbonyl)phenyljurea;

1-(4-(4-((25,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-yl}-6-({R)-3-methyimorpholino)-1,3,5-triazin-
2-yhphenyl)-3-(4-(4-cyclopropylpiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-((2S,5R)-2,5-bis(hydroxymethylpyrrofidin-1-yl)-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-yliphenyD-3-(4-{(4-(cyclopropyimsthyl)piperazine-1-carbonylphenytiurea;

1-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yljurea;
1-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yljurea;
1-(4-{4-morpholino-6-~(tetrahydrofuran-3-yloxy)}-1,3,5-triazin-2-yl)phenyt)-3-(pyridazin-4-yl)urea,
1-(4-(4-morpholino-6-({tetrahydrofuran-3-yloxy}-1,3,5-triazin-2-yl)phenyl)-3-(pyrimidin-5-yl)urea;
4-(3-(4-{4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)ureido)benzamide;

N-(2-(dimethylamino)ethyl)-4-(3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-
yhphenyhureido)henzamide;

N-(2-(dimethylamino)ethyl)-N-methyi-4-(3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-
triazin-2-yphenyhureidoYbenzamide;

N-(2-(methylamino)ethyl}-4-({3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-
ylyphenyljurgido)henzamide;

N-methyl-N-(2-(methylamino)ethyl)-4-(3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-
triazin-2-yhphenyhureido)benzamide;

1-{(4-((R)}-3-(dimethylamino)pyrrolidine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-
(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyljurea,

1-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl}-3-(4-(piperazine-1-
carbonyl)phenyijurea;

1-(4-(4-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-{tetrahydrofuran-3-yloxy)-
1,3,5-friazin-2-yh)phenyl)urea;
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1-(4-(4-ethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydrofuran-3-yioxy)-1,3.5-
triazin-2-yhphenylurea;

1-{4-(d-isopropylpiperazine-1-carbonyl)phenyi)-3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-
1,3,5-triazin-2-yhphenylurea;

1-{(4-(4-({S)-3-methylmorpholino}-6-(tetrahydrofuran-3-yloxy}-1,3,5-triazin-2-yl)pheny)-3-
{pyridin-4-yhurea;

1-(4-{4-((S)-3-methyimorpholino)-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)-3-
(pyridin-3-yhurea ;

1-(4-{4-((S)-3-methylmorpholino}-6-(tetrahydrofuran-3-yioxy}-1,3,5-triazin-2-yl)phenyi)-3-
(pyridazin-4-ylurea;

1-(4-(4-{(S5)-3-methylmorpholino)-8-(tetrahydrofuran-3-yioxy)-1,3,5-triazin-2-y)phenyl}-3-
{pyrimidin-5-yhurea;

4-{3-(4-(4-({8)-3-methyimorpholino)-6-{tetrahydrofuran-3-yioxy)-1,3,5-triazin-2-
vliphenylureido)benzamide;

1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)phenyl)-3-(4-(4-((S)-3-methylmorpholino )-6-
(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)urea;

1-(4-(4-((S)-3-methylmorpholino}-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)-3-(4-
(piperazine-1-carbonyl)phenylurea;

1-{(4-(4-((S)-3-methylmorpholino}-6-(tetrahydrofuran-3-yloxy)-1,3,5-friazin-2-y)pheny!)-3-(4-(4-
methylpiperazine-1-carbonyljphenyljurea;

1-(4-{4-ethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-((S}-3-methyimorpholine)-6-(tetrahydrofuran-
3-yloxy)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-{4-isopropylpiperazine- 1-carbonylphenyl)-3-(4-(4-((S)-3-methyimorpholino)-6-
{tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-{1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yphenyl)-3-(pyridin-3-yljurea;
1-{4-(4-(1,4-diazepan-1-y)-6-morpholino-1,3,5-triazin-2-yhphenyl)-3-(pyridazin-4-ylurea;
1-{4-(4-(1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)pheny!)-3-(pyrimidin-5-yiurea;
1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl )phenyl)-3-(pyridin-4-yljurea;
1-(4-(4-(1,4-diazepan-1-yl}-6-morpholino- 1,3,5-triazin-2-yl)phenyl)-3-phenylurea;
1-(4-(4-(1.4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-chiorophenylurea;
1-(4-(4-(1,4-diazepan-1-yi}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-fluorophenylurea;
methyi4-(3-(4-(4-(1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2yl)phenyljureido) benzoate;
4-{3-(4-(4-(1 4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl}phenyljureido }benzoic acid;

4-(3-(4-(4-(1,4-diazepan-1-yh)-6-morpholino-1,3,5-triazin-2-yl)phenyljureido)-N-(2-
{dimethylamino)ethyl)benzamide;
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4-(3-(4-{4-(1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenylureido)-N-(2-
{dimethylamino)ethyl}-N-methylbenzamide;

1-(4-(4-{1 4-diazepan-1-yl}-6-morpholino-1,3, 5-triazin-2-yl)phenyl}-3-(4-(3-
(dimethylaminc)pyrrolidine-1-carbonyl)phenyljurea;

4-(3-(4-{4-{1 4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yt)phenyljureido )benzamide;

1-{4-(4-(1 4-diazepan-1-yi}-6-morpholino-1,3,5-triazin-2-yl)pheny!)-3-(4-(piperazine-1-
carbonyhphenyljurea;

1-(4~(4-(1,4-diazepan-1-yl)-6-morphalino-1, 3, 5-triazin-2-yl)phenyl)-3- (4-(4-ethylpiperazine-1-
carbonyl)phenyl)urea;

1-(4-(4-(1 4-diazepan-1-yl)-6-morpholing-1,3,5-triazin-2-yi)phenyl)-3-(4-(4-isopropylpiperazine-1-
carbonyi}phenylurea;

1-(4-(4-{1 4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-{4-(4-
(dimethylamino)piperidine-1-carhonyliphenyljurea;

1-{4-{4-{dimethylamino)piperidine-1-carbonyi)phenyl)-3-(4-(4-(4-methyl-1,4-diazepan- 1-yi}-6-
morpholino-1,3,5-triazin-2-y\phenyljurea;

1-(4-(4-(4-methyl-1,4-diazepan-1-yi}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-1-
carbonyl)phenyl)urea;

1-(4-{4-(4-methyi-1,4-diazepan-1-yl}-6-morphoiino-1,3,5-triazin-2-yl)phenyl}-3-{4-(4-
methylpiperazine-1-carbonyphenyljurea;

1-(4-(4-(4-methyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
ethylpiperazine-1-carbonyl)phenyljurea;

1-(4-{4-(4-methyl-1,4-diazepan-1-yI}-6-morpholino-1,3,5-triazin-2-y)phenyl)}-3-(4-{4-n-
propylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-{4-methyl-1,4-diazepan-1-yl}-6-morphotino-1,3,5-triazin-2-yl)phenyi)-3-(4-{4-
isopropylpiperazine-1-carbonyl)phenylurea;

1-(4-(3-{dimethylamino)pyrrolidine-1-carbonyl)phenyl}-3-(4-(4-(4-methyi-1,4-diazepan-1-yi)-6-
morpholino-1,3,5-triazin-2-yljphenyljurea;

N-(2-(dimethylamino)ethyl! »4-(3-(4-(4-{4-methyl-1,4-diazepan-1-yl}-6-morpholino-1, 3, 5-triazin-2-
yhphenylureidoYbenzamide;

N-(2-(dimethylamino yethyl)-N-methyl-4-(3-(4-{4-(4-methyl-1,4-diazepan-1-y!}-6-morpholino-
1,3,5-triazin-2-y!)phenyljureido)benzamide;

1-(4-(4-(d-methyl-1 4-diazepan-1-y)-6-morpholinc-1,3,5-triazin-2-yl)phenyl)-3-phenylurea;

1-(4-chiorophenyl)-3-{4-{4-(4-methyl-1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenylyurea;

1-{4-fluorophenyl}-3-(4-(4-(4-methyi-1,4-diazepan-1-yl )-6-morpholino-1,3,5-triazin-2-
yhphenyburea;

1-{4-(4-(4-methyi-1,4-diazepan-1-y|}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yljurea;
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1-{4-(4-{4-methyl-1,4-diazepan-1-yl)-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-{pyridin-4-yljurea;

1-{4-{4-(4-methyl-1,4-diazepan-1-yl)-8-morphoiino-1,3,5-triazin-2-yliphenyl)-3-{pyridazin-4-
yhurea;

1-(4-(4-(4-methyi-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyrimidin-5-
yluresg;

1-{4-(4-(4-ethyi-1 4-diazepan-1-y|}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-1-
carbonyliphenylurea;

1-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)pheny!)-3-(4-(4-
methylpiperazine-1-carbonyl)phenylures;

1-(4-(4-(4-ethyl-1 4-diazepan-1-yl}-6-morpholinc-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
ethylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-ethyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-n-
propylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morphoiino-1,3,5-friazin-2-yi)phenyt)-3-(4-(4-
isopropyipiperazine-1-carbonyl}phenyljurea;

1-{4-(3-(dimethylamino)pyrrolidine-1-carbonyliphenyl)-3-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-
morpholino-1,3,5-triazin-2-yhphenylurea;

N-(2-(dimethylaminojethyl}-4-(3-(4-(4-(4-ethyl-1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenyljureido)benzamide;

N-(2-(dimethylamino)ethyl)-N-methyl-4-(3-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-
triazin-2-yl)phenyljureido benzamide;

1-(4-{4~(4-ethyl-1 4-diazepan-1-yl)-6-mormpholinp-1,3,5-triazin-2-yl)phenyl)-3-phenylurea;

1-(4-chiorophenyl)-3-(4-(4-(4-ethy!-1 4-diazepan-1-y)-6-morpholino-1,3,5-triazin-2-
yl)phenyljurea;

1-{(4-fluorophenyl)-3-(4-(4-{4-ethyl-1,4-diazepan-1-yl)-6-morphoiinc-1,3,5-triazin-2-
yhphenyliurea;

1-{4-{4-{4-ethyl-1 4-diazepan-1-yl)-6-morpholinc-1,3,5-triazin-2-yl)phenyi)-3-(pyridin-3-yl)urea;
1-(4-{4-(4-ethyl-1,4-diazepan-1-yi-6-morpholino-1,3,5-triazin-2-yl)phenyl)- 3-(pyridin-4-yijurea;
1-(4-(4-(4-ethyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)}-3-(pyridazin-4-yhurea;
1-(4-(4-{4-ethyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyrimidin-5-yl)urea;

1-{4-(4-(4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(piperazine-1-
carbonyl}phenyljurea;

1-(4-{4-(4-propyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl) phenyl)-3-(4-(4-
maethylpiperazine-1-carbonyl)phenyliurea;

1-{4-{4-(4-propyi-1,4-diazepan-1-yl}-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-(4-(4-
ethyipiperazine-1-carbonyl)phenyljurea;
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1-(4-(4-(4-propyl-1,4-diazepan-1-yi)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-n-
propylpiperazine-1-carbonyi)phenyl)urea;

1-(4-(4-(4-propyi-1,4-diazepan-1-yi)-8-morpholino-1,3,5-triazin-2-yl)phenyt)-3-{4-(4-
isopropylpiperazine-1-carbony!)phenylijurea;

1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)phenyl)- 3-(4-(4-(4-propyl-1,4-diazepan-~1-yi}-6-
morpholino-1,3,5-triazin-2-yl)phenylurea;

N-(2-(dimethylamino)ethyl)-4-(3-(4-(4-(4-propyk1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
vhphenyltjureido)benzamide,

N-(2-(dimethylamino)ethyl)-N-methyl-4-(3-(4-(4-(4-propyl-1,4-diazepan-1-yl}-6-morpholinc-1,3,5-
triazin-2-yl)phenyljureido)benzamide;

1-{4-(4-(4-propyl-1,4-diazepan-1-yi1)-6-marpholino-1,3,5-triazin-2-yl)pheny!}-3-phenylurea;

1-{4-chloropheny!)-3-(4-(4-(4-propyl-1,4-diazepan-1-yl »-6-morpholino-1,3,5-triazin-2-
yhphenyhurea;

1-(4-fluorophenyl)-3-{4-{4-(4-propyl-1,4-diazepan-1-yl}-6-morpholino-1.3,5-triazin-2-
yhphenyllurea;

1-(4-(4-(4-propyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-ylurea,
1~(4-(4-{4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yhphenyl}-3- (pyridin-4-yhurea;

1-(4-(4-{4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-
yhureg;

1-(4-(4-(4-propyl-1,4-diazepan-1-yi)-6-morpholinc-1,3,5-triazin-2-yl)phenyl}-3-(pyrimidin-5-
yljurea;

1-(4-(4-(4-isopropyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-{pyridin-3-
ylurea;

1-(4-{4-(4-isopropyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-{pyridin-4-
yl)uresa;

1-(4-(4-{4-isopropyi-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyridazin-4-
yhures;

1-(4-(4-(4-isopropyl-1.4-diazepan-1-yl}-6-morphoiino-1,3,5-triazin-2-ylyphenyl)-3-(pyrimidin-5-
ylurea,

1-(4-(4-(4-acetyl-1,4-diazepan- 1-yi)-6-morpholino-1,3,5-triazin-2-ylphenyl)-3-(pyridin-3-yljurea; ,
1-{4-{4-(4-acetyl-1 4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)pheny!)-3-(pyridin-4-ylhurea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-ylphenyl)-3-(pyridazin-4-
yliurea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)pheny)-3-(pyrimidin-5-
ylurea ;

1-{4-{4-{4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yi)phenyi)-3-phenylurea;
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1-{4-(4-(4-acetyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-
chiorophenyliurea;

1-{4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yliphenyl)-3-(4-
fluorophenylurea;

Methyl-4-(3-{4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morphoiino-1,3,5-triazin-2-
yhphenylureido)henzoate;

4-(3-(4-{4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyljureido)benzoic
acid;

4-(3-(4-(4-(4-acetyl-1 4-diazepan-1-yl)-6-morpholino-1, 3, 5-triazin-2-yl}phenyljureido)}-N-(2-
(dimethylamino)ethyl)benzamide;

4-(3-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenytureido}-N-(2-
(dimethylamino)ethyl)-N-methylbenzamide;

1-(4~(4-(4-acetyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(3-
(dimethylamino)pyrrolidine-1-carbonyl)phenyijurea;

4-(3-(4-(4-{4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenylureido)benzamide;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl}-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-(4-(4-
methylipiperazine-1-carbonyljphenyllurea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl}-6-morpholinc-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-
ethylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl}-6-morpholino-1,3, 5-triazin-2-yl)phenyl }-3-(4-{4-n-
propylpiperazine-1-carbonyl}phenyijurea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-(4-(4-
isopropyipiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-acety!-1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-1-
carbonyl)phenyljurea;

1-(4-(4-{4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyt)-3-(4-(4-
(dimethylamino)piperidine-1-carbonyl)phenyljurea,;

1-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)- 3-(4-(4-(4-isobutyryl-1,4-diazepan-1-yi}-6-
morpholino-1,3,5-triazin-2-ylphenyljurea;

1-{4-(4-(4-isobutyryl-1,4-diazepan-1-y!)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-
1-carbonyl)phenyl)urea;

1-(4-(4-(4-isobutyryl-1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-
methyipiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-gthylpiperazine-1-carbonyl)phenyl}-3-(4-{4-(4-isobutyry}-1,4-diazepan-1-yl)-6-
morpholino-1,3,5-triazin-2-yl)phenyljurea;

1-{4-(4-(4-isobutyryl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
isopropylpiperazine-1-carhonyllphenyljurea,
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1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyi)phenyl)-3-{4-(4-(4-isobutyryl-1,4-diazepan-1-yl)-6~
morpholing-1,3,5-triazin-2-yhiphenyiurea;

1-(4-(4-(4-isobutyryl-1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-phenylurea;

1-(4-chlorophenyl)-3-(4-{4-(4-isohutyryl-1,4-diazepan-1-yl)-6-morpholing-1,3,5-triazin-2-
yhphenyljurea;

1-(4-fluorophenyl)-3-(4-(4-(4-isobutyryl-1,4-diazepan- 1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenylures;

1-(4-(4-{4-isobutyryt-1,4-diazepan-1-yi}-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-{pyridin-4-
yhurea;

1-(4-{4-(d-isobutyry!-1,4-diazepan-1-yl}-6-morphalino-1,3,5-triazin-2-yl}phenyi)-3-(pyridazin-4-
yhurea;

1-{4-(4-{4-isobutyryl-1 4-diazepan-1-y1}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-
yhurea,

1-{4-(4-(4-isobutyryl-1,4-diazepan-1-yi)-6-morpholinc-1,3,5-triazin-2-yl)phenyl}-3-(pyrimidin-5-
yljureg;

tert-butyl 4-(4-(4-(3-(4-(methoxycarbonyl)phenyl)ureido)phenyl)-6-morpholino-1,3,5-triazin-2-yl}-
1,4-diazepane-1-carboxylate;

methyi4-(3—f4-(4-(1 .4-diazepan-1-yi)-6-morphoiinc-1,3,5-triazin-2-yhphenyl) ureido }henzoate;
1-(4-(4-(1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-phenylurea;

1-{4-(4-(1 A-diazepan-1-yl}-6-morpholiino-1,3,5-triazin-2-yl)phenyl)-3-(4-chlorophenyljurea;
1-(4-(4-(1,4-diazepan-1-yi}-6-morpholine-1,3,5-triazin-2-yl)phenyl)-3- (4-fluorophenyljurea;
1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yphenyl}-3-(pyridin-3-yljurea;
1-(4-(4-(1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-4-yljurea;
1-{4-(4-(1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-yljurea;
1-(4-(4-(1,4-diazepan-1-y)-6-morpholino-1,3,5-triazin-2-yhphenyl)-3-{pyrimidin-5-yliurea;

N-methyi-4-(4-morphoiino-6-(4-(3-phenylureido)phenyl)-1,3,5-triazin-2-yi}-1,4-diazepane-1-
carboxamide {(M+H) 532.2;

4-(4-(4-(3-(4-chlorophenylureido)phenyl)}-6-morphalino-1,3,5-triazin-2-yl)-N-methyl-1,4-
diazepane-1-carboxamide;

4-(4-{4-(3-(4-fiuorophenylureido)phenyi}-6-morpholino-1,3,5-triazin-2-yl -N-methyi-1,4-
diazepane-1-carboxamide;

4 (4-{ 4-(3-{4-(2-(dimethylamino)ethylcarbamoyl)phenyl)ureido)phenyi)-6-morpholino-1,3,5-
triazin-2-yl)-N-methyl-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-({2-{dimethylamino)ethyl)}{methyl)carbamoyl)phenyl)ureido)phenyl}-6-morpholino-
1,3,5-triazin-2-yl}-N-methyl-1,4-diazepane-1-carboxamide;
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4-(4-(4-(3-(4-carbamoylphenyl)ureido)phenyl)-6-morpholino-1,3,5-triazin-2-yi)-N-methyl-1,4-
diazepane-1-carboxamide,

4-(4-(4-(3-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)phenylureido)phenyl)}-6-morpholino-
1,3,5-tnazin-2-yl}-N-methyl-1,4-diazepane-1-carboxamide;

N-methyl-4-(4-morpholino-6-(4-(3-(4-(piperazine- 1-carbonylphenyl)ureido )phenyl)-1,3,5-triazin-
2-yh)-1.4-diazepane-1-carboxamide;

N-methyl-4-(4-(4-(3-(4-(4-methylpiperazine-1-carbonyl)phenyl)ureido)pheny!)-6-morpholino-
1,3,6-triazin-2-yl)-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-(4-ethyipiperazine-1-carbonyl}phenylureidc)phenyl)-6-morpholino-1,3,5-triazin-2-
yl}-N-methyl-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(d-(4-isopropyipiperazine-1-carbonyl)phenyhureido )phenyl}-6-morpholino-1,3,5-
triazin-2-yl}-N-methyl-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-{4-{dimethylamino)piperidine-1-carbonyl)phenyl)ureido)phenyl}-6-morpholine-1,3,5-
triazin-2-yl)-N-methyl-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyljureido)phenyl)-6-morpholino-1,3,5-
triazin-2-yl)-N-isopropyl-1,4-diazepane-1-carboxamide;

N-isopropyl-4-(4-(4-(3-(4-(4-isopropylpiperazine-1-carbonyl)phenyllureido)phenyl)-6-morpholino-
1,3,56-triazin-2-yi}-1,4-diazepane-1-carboxamide;

4-(4-{4-(3-(4-(4-ethylpiperazine-1-carbonyl)phenylureido)phenyl}-6-morpholino-1,3,5-triazin-2-
yl)-N-isopropyl-1,4-diazepane-1-carboxamide;

N-isopropyl-4-(4-{4-(3-(4-(4-methylipiperazine-1-carbonylphenylureido)phenyl }-6-morpholino-
1,3,5-triazin-2-yl}-1,4-diazepane-1-carboxamide;

N-isopropyi-4-(4-maorpholino-6-(4-(3-(4-(piperazine-1-carbonyl)phenyl)ureido)phenyl}-1,3,5-
triazin-2-yl}-1,4-diazepane-1-carboxamide;

N-isopropyl-4-(4-morpholino-6-(4-(3-pyridin-4-ylureido )phenyi)-1,3, 5-triazin-2-y1}-1,4-diazepane-
1-carboxamide;

N-isopropyl-4-(4-morpholino-6-(4-(3-pyridazin-4-ylureido)phenyi}-1,3,5-triazin-2-yi)}-1,4-
diazepane-1-carboxamide;

N-isopropyl-4-(4-morpholino-6-{4-(3-pyrimidin-5-ylureido)phenyl)-1,3,5-triazin-2-yl)-1,4-
diazepane-1-carhoxamide;

N-isopropyk4-(4-morpholino-6-(4-(3-pyridin-3-yiureido )phenyi)-1,3,5-triazin-2-yi)-1,4-diazepane-
1-carboxamide;

1-{4-(4-morpholino-6-(1H-pyrazolk-1-yl)-1,3,5-riazin-2-yhphenyl)-3-(pyridin-3-yljurea;
1-(4~(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-ylurea;
1-(4-(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-yl)urea;
1-(4~(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-tfriazin-2-yl)phenyl)-3-( pyrimidin-5-yl)urea;

1-(4-(4-morpholino-6-(1H-pyrazol-1-yl}-1,3,5-triazin-2-yhphenyl)-3-phenyiurea;
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1-(4-chlorophenyl)-3-(4-{4-morpholino-6-(1H-pyrazol-1-yl}-1,3,5-triazin-2-yt)phenyljurea;
1-{4-fluorophenyl}-3-(4-(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-triazin-2-yl)phenyljurea;
1-(4~(4-(2-methyl-1H-imidazoi- 1-y1)-8-morpholino-1,3,5-triazin-2-yl)phenyt)-3-phenylurea,

1-(4-chlorophenyl}-3-(4-(4-(2-methyl-1H-imidazol-1-yi)-6-morpholino-1,3,5-triazin-2-
yhphenyljurea;

1-(4-fluorophenyl}-3-(4-(4-(2-methy!-1H-imidazol-1-yl}-6-morpholino-1,3,5-triazin-2-
yhphenyl)urea;

1-{4-(4-(2-methyi-1H-imidazol-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-ylurea;

1-(4-(4-(2-methyi~-1H-imidazol-1-y1)-8-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-
yhurea;

1-(4~(4-(2-methyl-1H-imidazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyrimidin-5-
ylurea; :

1-{(4-acetyiphenyi)-3-(4-(4,6-bis({R}3-methylmorpholino)-1,3,5-triazin-2-yl)phenyljurea;

1-(4~(4,6-bis{(R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazin-1-yl)phenyl)urea;

1-(4-(4,6-bis((R)-3-methylmorpholino}-1,3,5-triazin-2-yl )phenyl)-3-(4-(2-
(dimethylamino)acetyl)phenyljurea;

1-(4-{4,6-bis{{R)-3-methyimorpholino)-1,3,5-triazin-2-yl yphenyl)-3-(4-(2-
morpholinoacetyliphenyljurea,;

1-(4-(4,6-bis{(R)}-3-methylmorpholino)-1,3,5-triazin-2-yl )phenyl}-3-(4-(2-
hydroxyacetylyphenyljurea;

1-{4-(4,6-bis({R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyi)-3-(4-
{methoxymethyl)phenylurea;

1-(4-(4,6-bis{(R)-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-{4-(2-
methoxyethyl)phenylures;

1-{4-(4,6-bis((R)}-3-methylmorpholino)-1,3,5-triazin-2-yl}phenyl)-3-(4-(1-
hydroxyethyl)phenyljurea;

1-(4-(4,6-bis({R}-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl}-3-(4-(2-hydroxypropan-2-
ylphenyljures;

1-{4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-
hydroxypropyhphenvlurea;

1-(4-(4,6-bis{{R)-3-methylmorpholino}-1,3,5-friazin-2-y1)phenyl)-3-(4-(2-hydroxy-2-
methyipropyl)phenyhurea;

1-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-y)phenyl}-3-(4-(4-
(dimethylamino)piperidine-1-carbonyhphenylures;

1-{4-(4,6-bis({R)-3-methyimorpholino)}-1,3,5-triazin-2-yl)phenyl)-3-(4-cyanophenyl)urea;

4-(3-(4-(4,6-bis({R)-3-methylmorpholino)-1 ,3,5~triaiin»2«yl)phenyl)ureido)—Nwmethylbenzamide;
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4-(3-(4-(4,6-bis{{R)-3-methyimorpholinc)-1,3,5-triazin-2-yphenyljureido)-N,N-
dimethylbenzamide;

4-(3-(4-(4,6-bis((R)-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)ureido)benzamide;

1-{4-(4,6-bis({R)-3-methyimorpholino}-1,3,5-triazin-2-yl)phenyl)-3-(6-(4-methylpiperazine-1-
carbonylpyridin-3-ylurea;

{R)-1-(4-((dimethylamino)methyl)phenyl}-3-(4-(4~(3-methylmorpholino -6-(tetrahydro-2H-pyran-
4-y1}-1,3,5-riazin-2-yliphenylures;

(R)-1-(4-(4-(3-methyimorpholino }-6-(tetrahydro-2H-pyran-4-yl}-1,3 5-triazin-2-yliphenyl)-3-
{pyridin-4-yhurea;

(R)-1-(4-acetylphenyl)-3-(4-{4-{3-methylmorpholinc -6~ (tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
yhphenyljurea;

(R)-1-{4-{2-{dimethylamino)acety)phenyl}-3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-
4-yi-1,3,5-triazin-2-yliphenyljurea;

{R)-1-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)pheny!}-3-(4-(2-
morpholingacetyl)phenylurea;

(R)-1-(4-(2-hydroxyacetyl)phenyl)-3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-
1,3.5-triazin-2-yl)phenyijurea;

(R)}1-(4-{methoxymethylpheny!)-3-(4-(4-{3-methyimorpholino)-6-{tetrahydro-2H-pyran-4-yl}-
1,3 ,5-triazin-2-yl)phenyljurea;

(R)-1-(4-(2-methoxyethyl)phenyl)-3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-
1,3,b-triazin-2-yl)phenyl)urea;

1-(4-(1-hydroxyethyl)phenyl)-3-(4-(4-((R)-3-methylmorpholino}-6-(tetrahydro-2H-pyran-4-yi}-
1,3,5-triazin-2-yl)phenyl)urea;

(R)-1-{4-{2-hydroxypropan-2-yl)phenyl-3-(4-(4-(3-methyimorpholino}-6-(tetrahydro-2H-pyran-4-
yh)-1,3,5-triazin-2-yl)phenyl)urea;

1-(4-(2-hydroxypropyi)phenyl)-3-(4-(4-({R)-3-methylmorpholino}-6-(tetrahydro-2H-pyran-4-yi}-
1,3,5-triazin-2-y)phenyhurea;

{R)-1-{4~(2-hydroxy-2-methylpropyl)phenyl)-3-{4-(4-{ 3-methyimorpholino)-6-(fetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-ylphenyhurea;

(R}-1-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-4-yl)}-1,3,5-triazin-2-yl)phenyl)urea;

(R}-1-(4-cyanophenyl)-3-(4-(4-(3-methylmorpholiino)-6-(tetrahydro-2H-pyran-4-yt)-1,3,5-triazin-2-
yhphenyljurea;

(R)-N-methyl-4-(3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-
yhphenylureido)henzamide;

(R)}N,N-dimethyl-4-(3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
yhphenylureido)benzamide;
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(R)-4~(3-(4-{4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-
yi)phenyllureido)benzamide;

(R)-1-(4-(4-(3-methylmorphoiino)-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yl)phenyl)-3-(6-(4-
methylpiperazine-1-carbonyl)pyridin-3-yurea;

1-(4-{4-{3-methyl-1H-pyrazol-1-yl}-6-morpholinc-1,3,5-triazin-2-yl)phenyl)- 3-(pyrimidin-5-ylurea;
1-(4-(4-(3-methyl-1H-pyrazoi-1-yl)-8-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yljurea;
1-(4-(4-(3-methyl-1H-pyrazoi-1-yl)-6-morpholino-1,3,5-triazin-2-yhphenyl}-3-(pyridin-4-yljurea;
1-(4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-yljurea;
1-{4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-phenylures,

1-{4-chiorophenyl}-3-(4-(4-(3-methyl-1H-pyrazol-1-yl}-6-morpholino-1,3,5-triazin-2-
yliphenylurea;

1-(4-fluorophenyl)-3-{4-(4-(3-methyl-1H-pyrazol-1-yi-6-morpholino-1,3,5-triazin-2-
yl)phenyhurea;

methyl 4-(3-(4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-
yliphenyl)ureido)benzoate;

4-(3-{4-(4-(3-methyi-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyljureido }benzoic acid;
4-(3-(4-(4-(3-methyi-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyljureido )benzamide;,

1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)phenyl)-3-(4-(4-(3-methyt-1H-pyrazol-1-yl}-6-
morphelino-1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-(3-methyl-1H-pyrazoi-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-{piperazine-1-
carbonyl)phenyliurea;

1-(4~(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
methylpiperazine-1-carbonyl)phenyl)urea;

1-{4-(4-ethylpiperazine-1-carbonyl)phenyl)-3-{4-(4-(3-methyl-1H-pyrazol-1-yl}-6-morpholinc-
1,3,5-triazin-2-yl)phenyhurea,

1-(4-(4-isopropylpiperazine-1-carbonyl)phenyl)-3-{4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino
1,3.5-triazin-2-yl)phenylurea;

1-{4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4-(3-methyl-1H-pyrazol-1-yl}-6-
morpholing-1,3,5-triazin-2-yhphenyljurea,

1-{4-[(4-butylpiperazin-1-yl)carbonyllphenyl}-3-(4-{4-[4-(1-methylethyl}-1,4-diazepan-1-yi]-6-
marpholin-4-yl-1,3,5-triazin-2-yl}phenyl)urea;

1-(4-{4-[4-(1-methylethyi)}-1,4-diazepan-1-yi]-6-morpholin-4-yi-1,3,5-triazin-2-yl}pheny!)-3-(4-{I4-
{1-methylethyl)piperazin-1-yijcarbonyl}phenyljurea;

1-{4-[(4-ethylpiperazin-1-yl)carbonyllphenyl}-3-(4-{4-[4-(1-methylethyl)-1,4-diazepan-1-yi}-6-
morpholin-4-vi-1,3,5-triazin-2-yliphenyljurea;
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1-{4-[(4-methylpiperazin-1-yl)carbonyllphenyl}-3-{4-[4-morpholin-4-yi-6-(tetrahydro-2H-pyran-4-
yi}-1,3,5-triazin-2-yllphenylurea;

1-(4-{[(3R)-3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyi)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-
triazin-2-yl)phenyljurea;

1-(4-{[(3S)-3~(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-
triazin-2-ylphenyilurea;

1-(4-{{4-(1-methylethyl)piperazin-1-yljcarbonyl}phenyl}-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yl|phenyljurea;

N-[2-(dimethylamino)ethyl]-N-methyl-4-[{{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-
triazin-2-yllphenyilcarbamoyi)amino]lbenzamide;

1-{4-{4-(azetidin-3-yloxy}-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-yiurea;

N-(1-methylethyi)-3-[{4-morpholin-4-yi-6-{4-{{ pyridin-4-ylcarbamoyl)amino]phenyi}-1,3 5-triazin-
2-yhoxylazetidine-1-carboxamide;

N-{1-{(4-{[(4-{4,6-bis{(3S)-3-methyimorpholin-4-yi]-1,3,5-triazin-2-
yi}phenyl)carbamoylfjaminolphenylcarbonyllpiperidin-4-yilacetamide;

1~(4-{4,6-bis[(3S)-3-methylmorpholin-4-yi}-1,3,5-triazin-2-yl}phenyl)-3-(4-{[4-(1-methylethyl}-1 4-
diazepan-1-yljcarbonyliphenyl)urea;

1-(4-{4,6-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-[4-(3-0xa-8-
azabicycio[3.2.1]oct-8-yicarbonyl)phenyijurea;

1-(4-{4,6-bis[(38)-3-methylmarpholin-4-yl]-1,3,5-triazin-2-yl}phenyl}-3-{4-{(4-cyanopiperidin-1-
yhycarbonyllphenyl}urea;

1-(4-{4,6-bis[(3S)-3-methyimorpholin-4-yi]-1,3,5-triazin-2-yl}phenyl)-3-(4-{{(38)-3-
(dimethylamino)pyrrolidin-1-yllcarbonyi}phenyilurea;

1-(4-{4,6-bis[{3S)-3-methylmorpholin-4-ylj-1,3,5-triazin-2-yl}phenyl)-3-(4-{[(3R)-3-
(dimethylamino)pyrrolidin-1-yl]carbonyiiphenylurea;

1-(4-{[(35)-3-(dimethylamino)pyrrolidin-1-yi]carbonyl}phenyl)-3-(4-{4-(morpholin-4-yl)-6-{4-
(propan-2-yi)-1,4-diazepan-1-yl}-1,3,5-triazin-2-yhiphenylurea;

1-(4-{[{3R)-3~(dimethylamino)pyrrolidin-1-yi]carbonyl}phenyl)-3-{4-{4-(morpholin-4-yi}-6-{4-
(propan-2-yl)-1,4-diazepan-1-yl}-1,3,5-triazin-2-yl}phenyi)urea;

1-{4-[4 B-di{morphoiin-4-y})-1,3,5-triazin-2-yliphenyl}-3-{4-[(2-methylpiperazin-1-
yhcarbonyl]phenyljurea;

1-(4-{4-(morpholin-4-y!}-6-[4-(propan-2-yl)-1,4-diazepan-1-yi]-1,3,5-triazin-2-yi}phenyi)-3-[4-
(piperazin-1-yicarbonyl)phenyljurea;

1-(4-{[(3R)-3-(dimethylamino)pyrrolidin-1-yllcarbonyl}pheny!)-3-(4-{4-(morpholin-4-y1}-6-[4-
(propan-2-yl)-1,4-diazepan-1-yi}-1,3,5-triazin-2-yl}phenylurea;

1-{4-4,6-di(morpholin-4-yi}-1,3,5-triazin-2-yllphenyl}-3-{4-{(3,3,4-trimethylpiperazin-1-
ylycarbonyl]phenyljurea;
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1-{4-{4,6-di(morpholin-4-yi}-1,3,5-triazin-2-yllphenyl}-3-(4-{[(3R)-3-methylpiperazin-1-
yljcarbonyljphenyljurea;

1-(4-{[(3R}-3 4-dimethylpiperazin-1-yljcarbonyl}phenyl)-3-{4-[4,6-di{morpholin-4-yl}-1,3 5-triazin-
2-yljphenyljures;

1-(44(3R)-4-cyclobutyi-3-methylpiperazin-1-yljcarbonyl}phenyl)-3-{4-[4,6-di{morpholin-4-yl}-
1,3,5-triazin-2-ylphenyhjurea;

1-{4-{4,6-di(morpholin-4-yt)-1,3,5-triazin-2-yl}phenyl}-3-(4-{[(3R)-3-methyi-4-(propan-2-
yi)piperazin-1-yiljcarbonyl}phenyhurea;

1-{4-[4,68-di(morpholin-4-yi)-1,3,5-triazin-2-yllphenyl}-3-(4-{I(38)-3-methyipiperazin-1-
yilcarbonyl}phenyijurea;

N-[2-{dimethylamino)ethyl]-N-methyl-4-{[(4-{4-[{3S)-3-methyimorpholin-4-yl}-6-[4-(propan-2-yl)-
1,4-diazepan-1-yi}-1,3,5-triazin-2-yl}phenyl)carbamoyllamincibenzamide;

1-{4-{4-[{35)-3-methy!morpholin-4-yi}-6-{4-(propan-2-yi}-1,4-diazepan-1-yl}-1,3,5-triazin-2-
yiipheny)-3-{4-{{(4-methylpiperazin-1-yl)carbonylphenyllurea;

1-{4-{[(35)-3-(dimethylaminc)pyrrolidin-1-yllcarbonyl}phenyl)-3-(4-{4-[(38)-3-methyimorpholin-4-
yi}-6-{4-{propan-2-y1)-1,4-diazepan-1-y§}-1,3 5-triazin-2-yl}phenyljurea;

N-[3-{dimethylamino)propyl]-4-{{(4-{4-(morpholin-4-yl)-6-[4-(propan-2-yl)-1,4-diazepan-1-yl}-
1,3.5-triazin-2-yl}phenyl)carbamoyllaminoibenzamide;

N-[2-{dimethylamino)ethyl}-N-methyl-4-{[(4-{4-(morpholin-4-yl}-6-[4-(propan-2-yl}-1,4-diazepan-
1-yl]-1,3,5-triazin-2-yl}phenyljycarbamoyl]amino}benzamide;

1-[4-(morpholin-4-ylcarbonyl)phenyl}-3-(4-{4-(morpholin-4-yi)-6-{4-(propan-2-yl}-1,4-diazepan-1-
yli-1,3,5-triazin-2-yl}phenyhurea;

N-(2-methoxyethyl)-4-{[(4-{4-{morpholin-4-y!)-6-[4-(propan-2-yl}-1,4-diazepan-1-yl]-1,3,5-triazin-
2-yliphenyl)carbamoyljamino}benzamide;

1-[4~(1,4-diazepan-1-ylcarhonyl)phenyl]-3-(4-{4-(morpholin-4-yl)-6-{4-(propan-2-yi)-1,4-
diazepan-1-yl]-1,3,5-triazin-2-yf}phenylurea;

1-(4-{4-{morpholin-4-y|)-6-[4-(propan-2-yl})-1,4-diazepan-1-yl}-1,3,5-triazin-2-yl}phenyl}-3-{4-{[4-
(propan-2-yl}-1,4-diazepan-1-yi]carbonyl}phenylurea;

1-(4-{[(38)-4-cyclobutyl-3-methylpiperazin-1-ylicarbonyl}phenyl}-3-{4-[4 6-di{morpholin-4-y1}-
1,3,5-triazin-2-yljphenyllurea;

1-{4-{[(38)-3 4-dimethyipiperazin-1-yi]carbonyl}phenyl)-3-{4-[4,6-di{morpholin-4-yi}-1,3,5-triazin-
2-yljphenyllurea;

1-{4-[4-(morpholin-4-yi}-6-(tetrahydro-2H-pyran-4-yi)- 1,3, 5-triazin-2-yljphenyl}-3-{4-[(3.3,4-
trimethylpiperazin-1-yhcarbonyllphenyluresa;

1-(4-{[(35)-3.4-dimethylpiperazin-1-yl]carbonyl}phenyl }-3-{4-[4-(morpholin-4-yl)-6-(tetrahydro-
2H-pyran-4-yl)}-1,3,5-triazin-2-yl]phenyljurea;

1-{(4-{[(38)-3-methylpiperazin-1-yljcarbonyilphenyi)-3-{4-[4-(morpholiin-4-y!)-G- (tetrahydro-ZH-
pyran-4-yi)-1,3,5-triazin-2-yl]phenyljurea;
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1-(4-{{(3R)}-3-(dimethylamino }pyrrolidin-1-yljcarbonyl}phenyi}-3-{4-[4-morpholin-4-yl-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yllphenyl}urea; and

1-{4-{](38)-3-{dimethylaming)pyrrolidin-1-yljcarbonyl}phenyl)-3-{4-{4-morpholin-4-yl-6-
(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yljphenyljurea.

The invention aiso includes pharmaceutical compositions comprising a compound of
formula | and a pharmaceutically acceptable carrier. The invention includes a compound of
formuta | when provided as a pharmaceutically acceptable prodrug, hydrated salt, such as
pharmaceutically acceptable salt, or mixtures thereof.

In other aspects, the invention provides that the pharmaceutically acceptable carrier
suitable for oral administration and the composition comprises an oral dosage form.

In other aspects, the invention provides a composition comprising a compound of
Formula 1, a second compound selected from the group consisting of a topoisomerase |
inhibitor, a MEK 1/2 inhibitor, @ HSP20 inhibitor, procarbazine, dacarbazine, gemcitabine,
capecitabine, methotrexate, taxol, taxotere, mercaptopurine, thioguanine, hydroxyurea,
cytarabine, cyclophosphamide, ifosfamide, nitrosoureas, cisplatin, carboplatin, mitomyecin,
dacarbazine, procarbizine, etoposide, teniposide, campathecins, bleomycin, doxorubicin,
idarubicin, daunorubicin, dactinomycin, plicamycin, mitoxantrone, L-asparaginase, doxorubicin,
epirubicin, 5-fluorouracil, docetaxel, paciitaxel, leucovorin, levamisole, irinotecan, estramustine,
etoposide, nitrogen mustards, BCNU, carmustine, lomusting, vinblastine, vincristing, vinorelbing,
cigplatin, carboplatin, oxalipiatin, imatinib mesylate, Avastin (bevacizumabh),
hexamethylmelamine, topotecan, tyrosine kinase inhibitors, tyrphostins, herbimycin A, genistein,
erbstatin, hydroxyzine, giatiramer acetate, interferon beta-1a, interferon beta-1b, natalizumab
and lavendustin A; and a pharmaceutically acceptable carrier,

In other aspects, the second compound is Avastin.

In other aspects, the invention provides a method of treating a Pl3K-related disorder,
comprising administering to a mammal in need thereof a compound of Formula | in an amount
effective {o treat a PI3K-related disorder.

in other aspects, the Pi3K-related disorder is selected from restenosis, atherosclerosis,
bone disorders, arthritis, diabetic retinopathy, psoriasis, benign prostatic hypertrophy,
atherosclerosis, inflammation, angiogenesis, immunological disorders, pancreatitis, kidney
disease, and cancer.

In other aspects, the P13K-related disorder is cancer.

in other aspects, the cancer is selected from the group consisting of leukemia, skin
cancer, bladder cancer, breast cancer, uterus cancer, ovary cancer, prostate cancer, lung
cancer, colon cancer, pancreas cancer, renal cancer, gastric cancer, and brain cancer.

In other aspects, the invention provides a method of treating an mTOR-related disorder,
comprising administering to a mammal in need thereof a compound of Formula | in an amount
effective fo treat an mTOR-related disorder.
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In other aspects, the mTOR-related disorder is selected from restenosis, atherosclerosis,
bone disorders, arthritis, diabetic retinopathy, psoriasis, benign prostatic hypertrophy,
atherosclerosis, inflammation, angiogenesis, immunological disorders, pancreatitis, kidney
disease, and cancer.

in other aspects, the mTOR-related disorder is cancer.

In other aspects, the cancer is selected from the group consisting of leukemia, skin
cancer, bladder cancer, breast cancer, uterus cancer, ovary cancer, prostate cancer, lung
cancer, colon cancer, pancreas cancer, renal cancer, gastric cancer, and brain cancer.

In other aspects, the invention provides a method of treating a hSMG-1-related disorder,
comprising administering to a mammatl in need thereof a compound of Formula I in an amount
sffective to treat a hEMG-1-related disorder.

In other aspects, the hSMG-1-related disorder is selected from restenosis,
atherosclerosis, bone disorders, arthritis, diabetic retinopathy, psoriasis, benign prostatic
hypertrophy, atherosclerosis, inflammation, angiogenesis, immunological disorders, pancreatitis,
kidney disease, and cancer.

In other aspects, the hSMG-1-related disorder is cancer.

In other aspects, the cancer is selected from the group consisting of leukemia, skin
cancer, bladder cancer, breast cancer, uierus cancer, ovary cancer, prostate cancer, lung
cancer, colon cancer, pancreas cancer, renal cancer, gastric cancer, and brain cancer.

in other aspects, the invention provides a method of treating advanced renal cell
carcinoma, comprising administering to a mammal in need thereof a compound of Formula | in
an amount effective to treat advanced renal cell carcinoma.

in other aspects, the invention provides a method of treating acute lymphoblastic
leukemia, comprising administering to a mammal in need 'thereof a compound of Formula tin an
amount effective to treat acute lymphoblastic leukemia.

in other aspects, the invention provides a method of treating acute malignant melanoma,
comprising administering to a mammal in need thereof a compound of Formula | in an amount
effective 1o treat malignant melanoma.

In other aspects, the invention provides a method of treating soft-tissue or bone
sarcoma, comprising administering to a mammal in need thereof a compound of Formula | in an
amount effective to treat soft-tissue or bone sarcoma.

in other aspects, the invention provides a method of treating a cancer selected from the
group consisting of feukemia, skin cancer, bladder cancer, breast cancer, uterus cancer, ovary
cancer, prostate cancer, lung cancer, colon cancer, pancreas cancer, renal cancer, gastric
cancer, and brain cancer comprising administering to a mammal in need thereof a composition
comprising a compound of Formula I; a second compound selected from the group consisting of
a topoisomerase | inhibitor, a MEK 1/2 inhibitor, a HSP90 inhibitor, procarbazine, dacarbazine,
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gemcitabine, capecitabine, methotrexate, taxol, taxotere, mercaptopurine, thioguanine,

hydroxyurea, cytarabine, cyclophosphamide, ifosfamide, nitrosoureas, cisplatin, carboplatin,
mitomycin, dacarbazine, procarbizine, etoposide, teniposide, campathecins, bleomycin,
doxorubicin, idarubicin, dauncrubicin, dactinomycin, plicamycin, mitoxantrone, L-asparaginase,
doxorubicin, epirubicin, 5-fluorouracil, docetaxel, paciitaxel, leucovorin, levamisole, irinotecan,
estramustine, etoposide, nitrogen mustards, BCNWU, carmustine, lomustine, vinblastine,
vincristine, vinorelbine, cisplatin, carboplatin, oxaliplatin, imatinib mesylate, Avastin
{bevacizumab), hexamethylmelamine, topotecan, tyrosine kinase inhibitors, tyrphostins,
herbimycin A, genistein, erbstatin, and lavendustin A; and a pharmaceutically acceptable
carrier. in an amount effective to treat the cancer.

in other aspects, the invention provides a method of inhibiting mTOR in a subject,
comprising administering to a subject in need thereof a compound of Formula | in an amount
effective to inhibit mTOR.

In other aspects, the invention provides a method of inhibiting PI3K in a subject,
comprising administering to a subject in need thereof a compound of Formula | in an amount
effective to inhibit PI3K.

In other aspects, the invention provides a method of inhibiting hSMG-1 in a subject,
comprising administering to a subject in need thereof a compound of Formuia | in an amount
effective to inhibit h\SMG-1.

In other aspects, the invention provides a method of inhibiting mTOR, PI3K, and hSMG-
1 together in a subject, comprising administering to a subject in need thereof a compound of
Formula | in an amount effective to inhibit mTOR, Pi13K, and hSMG-1.

In another aspect, the invention provides a method of synthesizing compounds of the
Formula 1, which are:

said method comprising reacting 2.4,6-trichloro[1,3,5ltriazine with

R’ 0 R®

oz
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fo form the intermediate dichlorotriazine compound

The method of synthesizing compounds of the Formula | further comprising reacting the
intermediate dichlorotriazine compound with

¢

Sn(butyl)s
to form the intermediate compound
R’ OIRB
RB T RQ
N|/\N
)\ /
Ci N

I ]
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The method of synthesizing compounds of the Formula | fusther comprising reacting the

intermediate dichlorotriazine compound with

R7IO R®
R® N R?
H
to form the intermediate compound
RTIOI Rs
R® N R’

BY

wherein each R®, R7, R® and R® is independently selected and defined according to formula |.
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The method of synthesizing compounds of the Formula 1 wherein the reacting moiety
RTIOIRS
RS N R?
H
O

Procedures used to synthesize the compounds of the present invention are described in
Schemes 1-12 and are illustrated in the examples. Reasonable variations of the described
procedures are intended to be within the scope of the present invention:
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Scheme 1
L e
oo LT B
ct J Re™ N° R Amine/ Et;N Re Y o
I I 0 9C/ Acetone R /“\ =
Cl/kNJ\CI C|)\N"J\C| N7 N7
2 R13
1
(& b
d

7
R = Alkyl, Alkene, Alkyne I I Rg i Rg Rs
-

Aryl, Heteroaryl, Cycloalkyl, R¢™ ™N Rg

Cycloatkyt with one or two ! 12 |l

heteroatoms selected from fj\ Ruo/’\ /)\ RY )\ =

0, $(0),,. N-Ryq, P i3
mee R7 N e 5 R NH,

e
R7 O Rg R, Q Rg
1 X T X R O R
S S SN O
NN N~ N R4 N Rg
g R M A,
R™ N o N 2 i
7 RY /]\ =
NH N N O
2 8 NH2 .
R /U\
e H
9

(a} Acetonel/ H,O/ EtzN/ 10 °C; (b) 4-aminophenyi boronic acid/ (Ph3),P(Pd) Na,CO4/ DME/ Reflux or m Wave

{c) Corresponding atcohol/ n-BuLi or NaH/ THF/ RT or Reflux; {d) When R = atky RMgBr/ Pd (0} THF;

when R = Alkene or cycloalky! or cycloalkyl with one or two heteroatoms the transfomation is via viny! stanane/ Pd(B)/
Organic solvent/ Reflux (Stille coupling); When R = aryi or heteroaryl the transformation is via Aryl bornate/ (Phg),P(Pd)/
Na,CO,/ DME! Reflux or m Wave (Suzuki coupling); () When Ry is -ORg, DCM/ CICOORS/ EtsN/

0 °C-RT; When Rg is NHR5, DMAP/ DCM/ RgNCO or (COCly)af EtaN/RsNH;

Compounds of the present inventions were prepared by a multi-step sequence as

depicted in Scheme 1. One chiorine atom at a time was selectively replaced at different

5 temperatures. The commercially available cyanuric acid chloride 1 was reacted with morpholine
or substituted morpholine derivatives at ~10 °C to give the mono morpholine derivative 2. This
pivotal intermediate 2 can be reacted with different nucleophiles. In this present invention,
intermediates 2 were reacted with different amines and alcohols to give 3 and 5 respectively.
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The third chiorine atom in intermediates 3 and 5 was replaced with 4-amincary! and
aminoheteroaryl boronic acid in the presence of {Phs;)P{Pd)/ Na,COs DME/ Reflux or
microwave condition to vield 4 and 8 respectively. The amino group was converied to the urea
derivatives by different two procedures depending upon the availability of the starting material.
Some of the examples reported here were fransformed info the urea derivative by reacting 4 or
8 with an appropriately substituted isocyanate derivative. Many of the urea derivatives reported
here were prepared by reacting intermediates 4 or 8 with triphosgene/ Et;N and an appropriately
substituted primary amine derivative. The corresponding carbamate derivatives were prepared
by reacting intermediates 4 or 8 with an appropriately substituted chioroformate reagents. The
intermediates 2 were also used to prepare derivatives of 6, where in R is a alkyl, alkene, alkyne,
aryl or heteroaryl. Reacting 6 with the appropriately substituted alkyl introduced alkyl or
cycloalkyl groups in intermediate 6 or cycioalkyl magnesium bromide or the corresponding
appropriately substituted organo- zinc reagent. Alkenes can be introduced in compound 6 by a
Pd catalyzed appropriately substituted vinyl tin derivatives. Similarly, aryl or heteroaryl
substituents can be introduced either by reacting 6 with the corresponding boronic acid {Suzuki
coupiing) or aryl or heteroaryl magnesium bromide. Alkynes can be introduced by reacting
compound 6 with an appropriately substitute alkyne and Pd(0). The alkyne and the alkene
introduced can ailso be functionally converted into other deri\}atives such as alkyl, alcohol and
amine moieties. Detailed procedures are described in the experimental section for each
derivative prepared. '
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Scheme 2
Scheme 2
@ ° @,
o N L :
T iy I K,CO4/DMF N/QN
TSN . NN Q B
N7 N N
01/1\:( cl Ct)\NACl

1 16 CHF,

(a) Acetone/ H,0O/ Et3N/ -10 °C to Room temperature

Certain compounds of the invention were prepared by the methods outlined in Scheme
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Scheme 3
Scheme 3
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g YooY O
L ,Nﬁj‘\ S NiN 0.0
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i
Dioxane/ CI/‘\N’)@
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{PhsP),PdCL, > ©
Dicxane/ b NH»
Reflux
O O
o (J ()
X X
L
Y c Yy
NN o N N”
A joga 0
N Ry O HoN ©

N
G MM G 0

% < ? d 9
NTSN NTSN NN
S8 w v
N N o) N o)
e SEae! SRR
ol NH, 0 NJLN.R o) NJLN.R
H H H H

{a) 1 Eq. of morpholinel EtsN/ Acetone/ Water/ -20 °C; (b) (PhsP)4Pd, DME, Na,CO4, Reflux;
(c) RNCO, CH,Cl, RT or (COCy)s, RNH,, EtgN, CHCly; (d) Hyf Pd (0)

Compounds of the invention were also prepared according to the method iliustrated in
Scheme 3.
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Scheme 4
The benzene-1,4-diamine intermediates were prepared from 4-fluoronitrobenzene and

Rf

3!

H
F N‘R" N‘-R“
O,N” : a O.N” : b HoN” :

{a) NHR'R"/ toluene; (b) Ho/paliadium on carbon, ethyl acetate, methanol.

NQTE: If either R' or R" = H or contain a nucleophilic amine, that amine was
converted to its Boc derivative. Deprotection was accomplished following the final
step of urea formation.

the appropriate amine as shown in Scheme 4.

Scheme 5

F N
O:N 2 O2N b HoN

(a) ROH/ NaH/ toluene; {b) Hy/paliadium on carbon, ethyl acetate, methanol.
NOTE: If R contains a nuclecphilic amine, that amine was converted to its Boc
derivative. Deprotection was accomplished following the final step of urea formation.

The 4-(alkoxy)aniline intermediates were prepared from 4-flucronitrobenzene and the

appropriate alcohol as shown in Scheme 5.
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Scheme 6
R o, R
Ry_O__Rg YI I ®
% I I Rg™ N° Ry
ST e NN

[s] Ry OIRB RyIOIRg
R N R N™ R
N 8 9 Rs 9
|
B ease BNV oase
S
O,N HoN S
BeY T
R6 N RQ RB N Rg
A — A
d ’\f )N\ e NI N
i ﬁ Y 0 NN
R-.N/U\N K/S R. )']\ K/SQ
N° N O
H H H H

(a) Na,CO,, acsetone, water; (b) NaHCO,, acetone, water
{c) SnCl,, pyridine, DMF; (d) triphosgene, Et;N, CH,Cl,, then RNH,
{e) oxone, acefonitrile, water.
The thiomorpholine and bis morpholine compounds were prepared from 2,4-dichloro-6-

(4-nitrophenyl}-1,3,5-triazine and the appropriate morpholine and thiomorpholine reagents as
shown in Scheme 6.

60



WO 2009/143313 PCT/US2009/044774

Scheme 7

b i
/EjLN Cl 3 /O/k:()\cu b
O,N O,N

R¢ N” Rg
—— A
c NN
-
I: j N)\O @)\N’)%
HoN ©
d
N Rg N Ry

O*“’*O D* Ay
RTIOI

,O*“’*O

a) Na,CQOs, acetone, water; (b) Pd(PPhs)4, toluene
(c) Fe, acetic acid, ethyl acetate, water
{d) triphosgene, EtaN, CH.Cl;, then RNH,
(e) Hy/Pd-C, ethy! acetate, methyiene chioride, methanol.
The dihydropyran and tetrahydropyran compounds were prepared from 2.4-dichloro-6-
{(4-nitrophenyl)-1,3,5-triazine, tributyl{3,6-dihydro-2H-pyran-4-yl)stannane, and the appropriate

morpholine as shown in Scheme 7.
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Scheme 8
0 o 0

\ R
O/kc' — e — y
|“ RII
O,N a R b H,N

O,N

{a) NHR'R", Et3N, CH,Cl,

(b} H,./paliadium on carbon, ethyt acetate, methanol.

NOTE: If R4 or Ry contain a nucleophilic amine, that amine was converted
to its Boc derivative. Deprotection was accomplished foliowing the final step
of urea formation.

The (4-aminophenyi){piperazin-1-yl)methanone intermediates were prepared from 4-
nitrobenzoyl chioride and the appropriate amine as shown in Scheme 8.
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Scheme 9

(A —— O
O2N©)\N h@) c HuN " N‘;)O i
@)
e
o
NEsaas
H H

{a) Na,CO,, acetone, water; (b) NaHCOs, acetone, water
(c) H,-Pd-C, ethyl acetate, methyliene chloride, methanol
(d) triphosgene, EtsN, CH,Cl5, then RNH,.
The 1-(4-{4-(3-oxa-8-azabicyclo[3.2.1]octan-8-y)-6-{{R}-3-methylmorpholino)-1,3,5-

triazin-2-yhphenyl)-3-urea compounds were prepared from 2,4-dichloro-6-{4-nitrophenyl})-1,3,5-
triazine, (R}-3-methylmorpholine, 3-oxa-8-azabicyclo[3.2.1]Joctane-hydrochloride, and the
5  appropriate amine as shown in Scheme 9.
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The preparation of both the (65’) and (6R’) isomers of tert-butyl 6-hydroxy-3-oxa-8-
azabicycio[3.2.1]octane-8-carboxylate from tert-butyl 1H-pyrrole-1-carboxylate is shown in
Scheme 10.
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Scheme 11
0 RNH,/ NaCNBH, RHN
0 0 0N 0\\/
N \\( Y
O 0
RMgCl
HO—{7R DAST F J\R
..._/'k O —N 0
01 0\\/ ~
X S

R = Alkyl, aryl or hetercaryl
The (68 -tert-butyl B-amino-3-oxa-8-azabicyclo[3.2. 1]octane-B-carboxylate and (6R')-

tert-butyl 6-fluoro-6-(alkyl, aryl, or heteroaryl)-3-0xa-8-azabicyclo[3.2.1]octane-8-carboxylate
compounds could be prepared from tert-butyl 6-ox0-3-oxa-8-azabicyclo[3.2.1}octane-8-

carboxylate (Scheme 10) and the appropriate amine or Grignard reagent as shown in Scheme
1.

Scheme 12
Cl R Rt
A R'-H R%-H 1
N =N R N =N ——  NPN
P 1
Cl/J\N ci or R*-SnBuj, C;/kN//kcg C]*‘N/IKR“
Stilie coupling
R‘l
R?-B(OR), Py
)
Suzuki coupling RZJ\N’;]\R"'

Compounds of formula | can be prepared from cyanuric chloride as shown in Scheme
12.
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DEFINITIONS

The following definitions are used in connection with the compounds of the present
invention uniess the context indicates otherwise. In general, the number of carbon atoms
present in a given group is designated “C,-C,”, where x and y are the lower and upper limits,
respectively. For example, a group designated as “C,-C¢” contains from 1 to 6 carbon atoms.
The carbon number as used in the definitions herein refers to carbon backbone and carbon
branching, but does not inciude carbon atoms of the substituents, such as alkoxy substitutions
and the like. Unless indicated otherwise, the nomenclature of substituents that are not explicitly
defined hergin are arrived at by naming from left to right the terminal portion of the functionality
followed by the adjacent functionality toward the point of attachment. For example, the
substituent “arylalkyloxycabonyl” refers to the group (Ce-Crsaryl)(C+-Cealkyl)}-O-G(O)-. Terms
not defined herein have the meaning commonly attributed fo them by those skilled in the art.

“Acyl-" refers to a group having a straight, branched, or cyclic configuration or a
combination thereof, attached to the parent structure through a carbonyl functionality. Such
groups may he saturated or unsaturated, aliphatic or aromatic, and carbocyclic or heterocyclic.
Examples of a C-Ceacyl- group include acetyl-, benzoyl-, nicotinoyi-, propionyl-, isobutyryl-,
oxalyl-, and the fike. Lower-acyl refers to acy! groups containing one to four carbons. An acyl
group can be unsubstituted or substituted with.one or mare of the following groups: halegen,
HoN-, {C+-Csalkyl)amino-, di(Cy-Csalkyl)amino-, (C+-Cealky)C{OIN{C,-Csalkyl)-, (Cs-
Cealkyl)carboxyamido-, HC(O)NH-, H,NC(O)-, (C:-Csalkyl)NHC(O)-, di(C:-Csalky)NC(O)-, -CN,
hydroxyl, C;-Cealkoxy-, C-Cealkyl-, HO.C-, (C1-Cgalkoxy)carbonyl-, (C+-Cealkyl)C{O)-, Ce-
Cuaaryl, Ci-Coheteroaryl-, or C5-Cyeycloalkyl-.

“Alkyl” refers to a hydrocarbon chain that may be a straight chain or branched chain,
containing the indicated number of carbon atoms, for example, a C;-Cpalkyl group may have
from 1 to 12 (inclusive) carbon atoms in it. Examples of C;-Cealkyl groups include, but are not
limited to, methyl, ethyl, propyl, butyl, pentyl, hexyl, isopropyl, isobutyl, sec-butyl, tert-butyl,
isopentyl, neopentyl, and isohexyl. Examples of Cs-Csatkyl groups include, but are not limited to,
methyl, propyl, pentyl, hexyl, heptyl, 3-methylhex-1-yl, 2,3-dimethylpent-2-y!, 3-ethylpent-1-yi,
octyl, 2-methylhept-2-yi, 2 3-dimethylhex-1-yl, and 2,3,3-trimethyipent-1-y!l. An alky!l group can
be unsubstituted or substituted with one or more groups, including: halogen, -NH,, (Cs-
Cealkyl)NH, (Cs-Csalkyl)( Ci-Cealkyl)N-, -N(C+-Csalkyl)C(O) C+-Csalkyl), -NHC{O) C1-Cealkyl), -
NHC(O)H, -C(ONH;, -C(O)NH(C4-Csalkyl), -C(ON(C;-Cealkyl){ Ci-Cealkyl), -CN, hydroxyl, Cy-
Cesalkoxy, C4-Cealkyl, -C({O)OH, -C(O)O(C:+-Cealkyl), -C(O} Ci-Cgalkyl), Ce-Cisaryl, Cs-
Csheteroaryl, Cs-Cecycioalkyl, Cy-Cghaloalkyl-, C.-Csaminoalkyl-, -OC(O){ Ci-Csalkyl), C+-
Cscarboxyamidoalkyl-, and -NG..

"Alkadieny!” refer to a straight or branched chain unsaturated hydrocarbon containing at
least two double bonds, and either may exist in the E or Z conformation. Examples of a Cy-
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Cealkadienyl group include, but are not limited to, buta-1,3-dienyl, buta-2,3-dienyl, isoprenyl,
penta-1,3-dieny!, and penta-2,4-dien-2-yl.

"Alkadiynyl” refer to a straight or branched chain unsaturated hydrocarbon containing at
teast two triple bonds. Exampies of a Cs,-Cealkadiynyl group include, but are not limited to, buta-
1,3-diynyl, buta-2,3-diynyl, penta-1,3-diynyl, and penta-2 4-diynyl.

"Alkenyl" refer to a straight or branched chain unsaturated hydrocarbon containing at
least one doubie bond, and may exist in the E or Z conformation. Examples of a Cz-Cialkenyl
group include, but are not limited to, ethylene, propylene, 1-butylene, 2-butylene, isobutylene,
sec-butylene, 1-pentene, 2-pentene, isopentene, 1-hexene, 2-hexene, 3-hexene, isohexene, 1-
heptene, 2-heptene, 3-heptene, 1-octene, 2-octene, 3-octene, and 4-octene. Examples of a C»-
Cealkenyl group include, but are not limited fo, ethylene, propylene, 1-butylene, 2-butylene,
isobutylene, sec-butylene, 1-pentene, 2-pentene, isopentene, 1-hexene, 2-hexene, 3-hexene,
and isohexene. Examples of a Cs-Cealkenyl group include, but are not limited to, propyiene, 1-
butylene, 2-butylene, isobutylene, sec-butylene, 1-pentene, 2-pentene, isopentene, 1-hexene,
2-hexene, 3-hexene, isohexene, 1-hepiene, 2-heptene, 3-heptene, 1-octene, 2-octene, 3-
octene, and 4-octene. Examples of a Cy-Cealkenyl group include, but are not limited to, prop-2-
enyl, but-3-enyl, but-2-enyl, 2-methyallyl, pent-4-enyl, and hex-5-enyl. An alkenyl group can be
unsubstituted or‘substituted with one or more groups, including: halogen, -NH,, (C,-Cealkyl)NH-,
(C4-Cealky!)( Ci-Cealkyl)N-, -N{C;-Csalkyl)C(O) Ci-Csalkyl), -NHC(O) C4-Cealkyl), -NHC(O)H, -
C(O)NH2, -C(ONH(C4-Csalkyl), -C(ON(C1-Cealkyl)( Ci-Cealkyl), -CN, hydroxyl, C,-Csalkoxy,
CCealkyl, -C{OYOH, -C(OYO(C:-Cealkyl), -C{O} C+-Cealkyl), Ce-Craaryl, C.-Coheteroaryl, and
Cs-Caoycloalkyl.

“Alkynyl" refers to a straight or branched chain unsaturated hydrocarbon containing at
least one triple bond. Examples of a Cz-Cealkynyl group inciude, but are not limited to,
acetylene, propyne, 1-butyne, 2-butyne, isobutyne, sec-butyne, 1-pentyne, 2-pentyne,
isopentyne, 1-hexyne, 2-hexyne, 3-hexyne, and ischexyne. Examples of a C;-Cealkynyl group
include, but are not limited to, prop-2-ynyl, but-3-ynyl, but-2-ynyl, pent-4-ynyl, and hex-5-ynyl.
Examples of a Cs-Cgalkynyl group include, but are not limited to, prop-2-ynyl, but-3-ynyl, but-2-
ynyl, pent-4-ynyl, hex-5-ynyl, hept-3-ynyl, 2-methylhex-3-ynyl, oct-4-ynyl, and 2-methylhept-3-
ynyl. An alkynyl group can be unsubstituted or substituted with one or more groups, including:
halogen, -NH,, {Ci-Cealkyl}NH, (C:-Cealkyl}{ C+-Cealky)N-, -N(C:-Caalkyl}C(O) C-Cealkyl), -
NHC{O)( C.-Cealkyl), -NHC{O)H, -C(ONH2, -C{O)NH(C.-Cealkyl), -C(O)N(C:-Cealkyl}{ C4-
Cealkyl), -CN, hydroxyl, Cs-Csalkoxy, Ci-Cealkyl, -C(OYOH, -C(O)YO(C.-Csalkyl), -C{O} Ci-
Cealkyl), Ce-Cuaaryl, C1-Coheteroaryl, and Cs-Cacycloalkyl.

"Alkoxy-" refers to the group R-O- where R is an alkyl group, as defined above.
Exemplary C.-Csalkoxy- groups include but are not limited to methoxy, ethoxy, n-propoxy, 1-
propoxy, n-butoxy and t-butoxy. An alkoxy group can be unsubstituted or substituted with one or
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more of the following groups: halogen, hydroxyl, C-Cealkoxy-, HaN-, (C+-Cealkyl)amino-, di(C-
Cealkyl}amino-, (C1-Cealkyl)C{OWN(C1-Caalkyl}-, (C1-Cealkyhcarboxyamido-, HC{O)NH-,
HoNC(O)-, (C1-Cealky)NHC(O)-, di(C+-Cealky)NC(O)-, NC-, C4-Cealkoxy-, HO,C-, (Ci-
Cealkoxy)carbonyk, (C4-CealkylYC(O)-, Ce-Caaryl-, C+-Csheteroary!l-, C3-Creycloalkyl-, Cq-
Cghaloalkyl-, amino(C4-Cgalkyl)-, (C+-Cealkyl)carboxyl-, Ci-Cgcarboxyamidoalkyl-, or OoN-.

“(Alkoxy)carbonyl-" refers to the group alkkyl-O-C(O)-. Exemplary {C:-Cealkoxy)carbonyl-
groups include but are not limited to methoxy, ethoxy, n-propoxy, 1-propoxy, n-butoxy and t-
butoxy. An (alkoxy)carbonyl group can be unsubstituted or substituted with one or more of the
following groups: halogen, hydroxyl, HoN-, (C4-Cgalkylamino-, di{C+-Ceatkyl)amino-, (Cs-
CealkyDC(OIN(C4-Caalkyl)-, (C+-Cealkyl)carboxyamido-, HC(ONH-, H:NC(O)-, (C+-
Cealkyl)NHC(O})-, di(C4-Cgalkyl)NC(O)-, NC-, C4-Cealkoxy-, HO,C-, (C1-Cealkoxy)carbonyl-, (C+-
CealkyhYC(O)-, Cs-Cusaryl-, C1-Coheteroaryl-, C;-Cscycloalkyl-, C+-Cshaloalkyl-, amino(C:-
Cealkyl)-, (C4-Cealkyl)carboxyl-, Cy-Cecarboxyamidoalkyl-, or O;N-.

"(Alkyl)amido-" refers to a -C(O)NH- group in which the nitrogen atom of said group is
aftached to a C:-Cgalkyl group, as defined above. Representative exampies of a (Ci-
Csalkyl)amido- group include, but are not limited to, -C{(O)NHCH;, -C(O)NHCH;CHj, -
C(O)NHCH;CH.CHj, -C(O)NHCH,CHCH:CH;, -C(OINHCH,CH,CH,CH,CHj, -
C(OINHCH(CHa),, -C{O)NHCH,CH(CHs)2, -C(O)NHCH(CH3)CHCH;, -C{OINH-C(CH3)s and -
C(O)NHCH,C(CH;)s.

"(Alkkyl}amino-" refers to an -NH group, the nitrogen atom of said group being attached to
a alkyl group, as defined above. Representative examples of an {C-Ceatkyl)amino- group
include, but are not limited to CH3NH-, CH3;CHoNH-, CHyCHCHoNM-, CH;CH.CH,CHoNH-,
(CH3);CHNH-, (CH3)CHCH;NH-, CH;CH,CH(CHz)NH- and (CH3);CNH-. An (alkyhamino group
can be unsubstituted or substituted with one or more of the foliowing groups: halogen, HyN-,
{C-Cealkylyamino-, di(C+-Cealkylyamino-, {C+-Cealkyl YC(ON(C4-Caalkyl)-, (Cy-
Cealkyl)carboxyamido-, HC{ONH-, H:NC(O})-, (C1-Cealky)NHC(O)-, di{C+-Cealky)NC(O})-, NC-,
hydroxyl, C4-Csalkoxy-, C4-Caalkyi-, HO-C-, {(C-Ceaikoxy)carbonyl-, (C4-Cealkyl)C(O)-, Ce-
Ciqaryl-, C-Coheteroaryl-, C3-Cacycloalkyl-, Cq-Cghaloalkyl-, amino(Cq-Csalkyl)-, (Cy-
Cealkyl)carboxyl-, C.-Cgscarboxyamidoalkyt-, or OoN-.

"Aminoalkyl-" refers to an alkyl group, as defined above, wherein one or more of the
alky! group's hydrogen atoms has been replaced with -NH;; one or both H of the NH. may be
replaced by a substituent.

“Alkylcarboxyi-" refers to an alkyl group, defined above that is attached to the parent
structure through the oxygen atom of a carboxyl (C(O)-O-) functionality. Examples of (C;-
Cealkylycarboxyl- include acetoxy, propionoxy, propyicarboxyl, and isopentylcarboxyl.

"(Alkyl)carboxyamido-" refers to a -NHC{O)- group in which the carbonyl carbon atom of
said group is attached to a C.-Cealkyl group, as defined above. Representative examples of a
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(C1-Cealkyl)carboxyamido- group include, but are not limited to, -NHC(O)CH;, -NHC(O)CH.CH3,
-NHC(O)CH2CH,CHj, -NHC{O)CH,CH,CH,CHj, -NHC{O)CH>CH,CHCH,CHj, -
NHC(O)JCH(CHgs)z, -NHC(O)CH,CH(CH3)z, -NHC(O)YCH(CH3)CH2CHs, -NHC(O)-C(CH3); and -
NHC({O)CHC(CH3)s.

‘Alkylene”, "alkenylene”, and “alkynyiene” refers to alkyl, alkenyl and alkyny! groups, as
defined above, having two points of attachment within a chemical structure. Examples of C.-
Cealkylene include ethyiene, propylene, and dimethylpropylene. Likewise, examples of Co-
Cealkenylene include ethenylene and propenylene. Examples of C,-Cealkynylene include
ethynylene and propynylene.

Aryl refers to an aromatic hydrocarbon group. Examples of a Ce-Craaryt group include,
but are not limited to, phenyl, a-naphthyl, B-naphthyi, biphenyl, anthryl, tetrahydronaphthyl,
fluoreny!, indanyl, biphenylenyl, and acenanaphthyl. Examples of a Ce-Cyzaryl group include, but
are not limited to, phenyl, a-naphthyi, B-naphthyl, biphenyl, and tetrahydronaphthyl. An aryl
group can be unsubstituted or substituted with one or more groups, including: C4-Cealkyl, halo,
haloalkyl-, hydroxyl, hydroxyl(Cs-Cealkyl)-, -NH,, aminoalkyl-, dialkylamino-, -COOH, -C{O)O-
(C1-Coalkyl}, -QC(O)C+-Cralkyl), N-alkytamido-, ~-C(O)NH,, (C+-Cgalkyl)amido-, or -NO».

"(Aryhalky!" refers to an atkyl group, as defined above, wherein one or more of the alkyl
group's hydrogen atoms has been replaced with an aryl group as defined above. (Ce-
CrAryhalkyl- moieties inciude benzyl, benzhydryl, 1-phenylethyl, 2-phenylethyl, 3-phenyipropyl,
2-phenylpropyl, 1-naphthylmethyl, 2-naphthylmethyl and the like. An (aryljalky! group can be
unsubstituted or substituted with one or more of the following groups: haiogen, HxN-, hydroxyl,
(C4-Cealkyhyamino-, di(C,-Csalkyl)amino-, (C+-Cealkyl)C(OIN(C1-Caalkyl)-, (Co-
Cealkyl)carboxyamido-, HC(O)NH-, HNC(O})-, (Cs-CealkylINHC(O)-, di(C+-Cealky)NC(O)-, NC-,
hydroxyl, C-Cealkoxy-, Ci-Cealkyl-, HQO.C-, {Cr-Cealkoxy)arbonyl-, {C+-Cealky)C{O)-, Ce-
Cuaryl-, C.-Coheteroaryl-, Cs-Csoycloalkyl-, Cy-Cghaloalkyl-, amino{C+-Csalkyl)-, (Ci-
Cealkyl)carboxyl-, C.-Cscarboxyamidoalkyl-, or OzN-.

“(Aryllamino” refers to a radical of formula (aryl)-NH-, wherein aryi is as defined above.
"(Aryl)oxy” refers to the group Ar-O- where Ar is an aryi group, as defined above.

"Cycloalkyl" refers to a non-aromatic, saturated, monocyclic, bicyclic or polycyclic
hydrocarbon ring system. Representative examples of a C3-C.cycioalkyl include, but are not
limited to, cyclopropyl, cyclopenty!, cycloheptyl, cyciooctyl, decahydronaphthalen-1-yl,
octahydro-1H-inden-2-yl, decahydro-1H-benzof7]annulen-2-yl, and dodecahydros-indacen-4-yl.
Representative examples of a Cs-Cigcycloalkyl include, but are not fimited to, cyclopropyl,
cyclobutyl, cyclopeniyl, cyclohexyl, cycloheptyl, cyclooctyt, decahydronaphthalen-1-yl, and
octahydro-1H-inden-2-yl. Representative examples of a C3-Cgaoycloalkyl include, but are not
limited to, cyciopropyl, cyclobutyl, cyclopentyl, cyciohexyl, cycloheptyl, cyclooctyl, and
octahydropentalen-2-yl. A cycloalkyl can be unsubstituted or substituted with one or more
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groups, including: halogen, -NH,, (C1-Cealkyl)NH, (C1-Cgalkyl){ C1-Cealkyl)N-, -N(C+-
C1alkylyC(O)( C1-Cealkyl), -NHC(O)( C4-Cealkyl), -NHC(Q)H, -C{O)NH;, -C{OINH(C1-Cealkyt), -
C{OIN(C;-Cgalkyl){ C+-Cyalkyl), -CN, hydroxyl, C,-Cealkoxy, C4-Cealkyl, -C{O)YOH, -C(O)O(C+-
Cealkyl), ~C{O) C1-Ceatkyl), Ce-Ciaaryl, C-Coheteroaryl, Cs-Cacycioalkyl, Cs-Cehaloalkyl-, Ci-
Cesaminoalkyi-, -OC(O)( C-Cealkyl), C1-Cecarboxyamidoalkyl-, and -NO,. Additionally, each of
any two hydrogen atorms on the same carbon atom of the carbocyclic ring can be replaced by
an oxygen atom fo form an oxo (=0) substituent.

“Cycloalkenyl” refers to a non-aromatic, unsaturated, monocyclic, bicyclic or polycyclic
hydrocarbon ring system containing at least one double bond connecting two ring carbon atoms.
Representative examples of a Cs-Cscycloalkenyl include, but are not limited to, cyclopentenyl,
cyciohexenyl, 44a-octalin-3-yi, and cyciooctenyl. A cycloalkenyl can be unsubstituted or
substituted with one or more groups, inciuding: halogen, -NH», (C+-Cealkyl)NH, (C+-Csalky!)( Ci-
Cealkyl)N-, -N(C;-CsalkyY)C(O) C:-Cgalkyl), -NHC(O) C;-Csalkyl), -NHC(OM, -C(O)NH,, -
C{O)NH(C:-Cgalkyl), -C{OIN(C4-Cealkyl){ C1-Cealkyl), -CN, hydroxyl, C,-Cealkoxy, C-Cealkyl, -
C{O)OH, -C(OYO{C:-Cealkyl), -C(O)} C4-Cealkyl), CegCaaryl, Ci-Csheteroaryl, and Cs-
Cscycloalkyl. Additionally, each of any two hydrogen atoms on the same carbon atom of the
carbocyclic ring can be replaced by an oxygen atom to form an oxo (=0) substituent.

"Di(alkyl)amino-" refers to a nitrogen atom attached to two aikyl groups, as defined
above. Each alkyl group can be independently selected. Representative examples of an di{Cy-
Cealkyl)amino- group include, but are not limited to, -N{CHa)s, -N(CH2CH3){CHa), -N{CH:CHj)s, -
N(CH2CH3CHs)a, -N{CH.CHLCH2CH3)o, -N(CH(CHa)z)o, -N(CH(CH3)2)(CHa), ~N{CHCH{CHs)z)o, -
NH{CH{CH3)CHCHs)z, -N(C(CH3)3)2 -N{C(CH3)3){CH3), and -N{CH3}{CH>CH3). The two alkyl
groups on the nitrogen atom, when taken together with the nitrogen to which they are attached,
can form a 3- to 7- membered nitrogen containing heterocycle wherein up to two of the carbon
atoms of the heterocycle can be replaced with -N(H)-, -N(C4-Csalkyl)-, -N(C3-Cgcycloalkyl)-, -
N(Cg-C1aaryl)-, -N{C+-Cgheteroaryl)-, -N(amino{C.-Cgalkyl))-, -N(Ce-C1sarylamino)-, -O-, -5-, -
S(0O), or -S{O),-,

"Halo" or "hatogen” refers to -F, -Cl, -Br and -

"C4-CeHaloalkyl-" refers to a C4-Cealkyl group, as defined above, wherein one or more of
the Ci-Cealkyl group's hydrogen atoms has been replaced with -F, -Ci, -Br, or -|. Each
substitution can be independently selected from -F, -Cl, -Br, or -l. Representative examples of
an C4-Cshaloalkyl- group include, but are not limited to, ~-CH,F, -CCls, -CF3, CH.CF3, -CH:CI, -
CHyCH,Br, -CHCHal, -CHCHCH,F, -CH,CH,CHC, -CHCH:CH.CH;Br, -CH,CH; CH;CH: |, -
CHCHCHCHCHoBr,  «CHoCHRCHoCHCHgl,  -CHZCH(Br)CH3, -CH; CH(CICH:CHs, -
CH(F)CH,CHj3 and -C(CHj3)2(CHCI).

"Heteroaryl” refers to a monocyclic, bicyclic, or polycyclic aromatic ring system
containing at least one ring atom selected from the heteroatoms oxygen, sulfur and nitrogen.
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Examples of Ci-Coheteroaryl groups include furan, thiophene, indole, azaindole, oxazole,
thiazole, isoxazole, isothiazole, imidazole, N-methylimidazole, pyridine, pyrimidine, pyrazine,
pyrrole, N-methylpyrrole, pyrazole, N-methylpyrazole, 1,3,4-oxadiazole, 1,2.4-triazole, 1-methyl-
1,2, 4-triazole, 1H-tetrazole, 1-methylieirazole, benzoxazole, benzothiazole, benzofuran,
benzisoxazole, benzimidazole, N-methylbenzimidazole, azabenzimidazole, indazole,
quinazoline, quinoline, and isoquinoline. Bicyclic C-Cghetroaryl groups include those where a
phenyl, pyridine, pyrimidine or pyridazine ring is fused to a2 5 or 6-membered monocydclic
heteroaryl ring having one or two nitrogen atoms in the ring, one nitrogen atom together with
either one oxygen or one sulfur atom in the ring, or one O or S ring atom. Examples of
monocyclic Ci-Csheteroaryl groups include 2H-tetrazole, 3H-1,2.4-triazole, furan, thiophene,
oxazole, thiazole, isoxazole, isothiazole, imidazole, and pyrrole. A heteroaryl group can be
unsubstituted or substituted with one or more groups, including: C+-Cgalkyl, halo, haloatkyl-,
hydroxyl, hydroxyl{C+-Cgalkyl}-, -NH2, aminoalkyl-, dialkylamino-, -COOH, -C(OYO-(C,-Cealkyl}, -
QC{OHC+-Csalkyl), N-alkylamido-, -C{OQ)NH,, {C+-Cealkyl)amide-, or -NO;.

“(Heteroaryl)alkyl-" refers to an alkyl group, as defined above, wherein one or more of
the alkyl group's hydrogen atoms has been replaced with a heteroaryl- group as defined above.
Examples of (C.-Csheteroaryl)alkyl- moieties include 2-pyridyimethyl, 2-thiophenylethyl, 3-
pyridyipropyl, 2-quinolinyimethyl, 2-indolyimethyl, and the like. A (heteroaryl}alkyl group can be
unsubstituted or substituted with one or more of the following groups: halogen, HaN-, hydroxyl,
(C1-Cealkyhiamino-, di(C-Cealkyl)amino-, (C-Cealkyl)C{O)N(C-Csalkyl)-, (C:-
Cealkyl)carboxyamido-, HC(O)NH-, HoNCG(O)-, (C-Cealkyl)NHC(O)-, di{C+-Cealkyl)NC(O)-, NC-,
hydroxyl, C,-Cealkoxy-, Ci-Cealkyl-, HO-C-, (C+-Cralkoxy)carbonyl-, (C-CealkyYT(O)-, Ce-
Caryl-, C-Csheteroaryl-, Cs-Cscycloalkyl-, C.-Cshaloalkyl-, amino(C-Cesalkyl}-, (C+-
Cealkyl)carhoxyl-, Ci-Cecarboxyamidoalkyl-, or O,N-.

The term *hetercatom” refers to a sulfur, nitrogen, or oxygen atom.

“Heterocycle” or "heterocyclyl” refers to monocyclic, bicyclic and pelycyclic groups in
which at ieast one ring atom is a heteroatom. A heterocycle may be saturated or partiaily
saturated. Exemplary C-Cgheterocyciyl- groups include but are not limited to aziridine, oxirane,
oxirene, thiirane, pyrroling, pyrrolidine, dihydrofuran, tetrahydrofuran, dihydrothiophene,
tetrahydrothiophens, dithiolane, piperidine, 1,2,3,6-tetrahydropyridine-1-yi, tetrahydropyran,
pyran, thiane, thiine, piperazine, oxazine, 5,6-dihydro-4H-1,3-oxazin-2-yi, 2,5-
diazabicyclo[2.2.1Jheptane, 2,5-diazabicyclo[2.2.2]octane, 3,6-diazabicyclo[3.1.1]heptane, 3,8-
diazabicyclo[3.2.1Joctane, 6-oxa-3,8-diazabicyclo[3.2.1]octane, 7-oxa-2,5-

'diazabicyclo{Z.Z.E]octane, 2,7-dioxa-5-azabicyclo[2.2.2]octans, 2-oxa-5-

azabicycio[2.2.1]heptane-5-yl, 2-0xa-5-azabicyciof2.2.2]octane, 3,6-dioxa-8-
azabicyclo[3.2.1Joctane, 3-o0xa-6-azabicyclo[3.1.1]heptane, 3-oxa-8-azabicyclo[3.2. 1]octan-8-yl,
5,7-dioxa-2-azabicyclof[2.2.2joctane, 6,8-dioxa-3-azabicyclo[3.2.1]joctane, 6-oxa-3-

72



10

15

20

25

30

35

WO 2009/143313 PCT/US2009/044774

azabicyclo[3.1.1]heptane, B-oxa-3-azabicyclo[3.2. 1)octan-3-yi, 2-methyi-2,5-

diazabicyclo[2.2. 1}lheptane-5-y!, 1,3, 3-trimethyl-6-azabicyclo[3.2.1)oct-6-yl, 3-hydroxy-8-
azabicyclo[3.2.1]octan-8-yk, 7-methyl-3-oxa-7,9-diazabicycio]3.3.1]nonan-9-yl, 9-oxa-3-
azabicyclo[3.3. 1jnonan-3-yl, 3-oxa-9-azabicyclo[3.3.1jnonan-8-yl, 3,7-dioxa-9-
azabicyclo[3.3.1]nonan-8-yl, 4-methyl-3,4-dihydro-2H-1 4-benzoxazin-7-yi, thiazine, dithiane,
and dioxane. The contemplated heterocycle rings or ring systems have a minimum of 3
members. Therefore, for example, Cheterocyclyl- radicals would include but are not fimited to
oxaziranyl, diaziridinyl, and diazirinyl, Coheterocyclyl- radicals include but are not limited to
aziridinyl, oxiranyl, and diazetidinyl, Csheterocyclyl- radicals inciude but are not limited to
azecanyt, tetrahydroquinoliny!, and perhydroisoguinolinyl. A heterocyclyt group can be
unsubstituted or substituted with one or more groups, including: C:-Cealkyl, halo, haloalkyl-,
hydroxyl, hydroxyl{C,-Cealkyl)-, -NH,, aminoalkyl-, diatkylamino-, -COOH, -C{0)0O-(C,-Ceatkyl), -
OC(O)(Cq;CﬁaIkyi), N-alkylamido-, -C{O)NH,, (C:-Csalkyl)amido-, or -NOx.

*Heterocyclyl{alkyl)-" refers to an alkyl group, as defined above, wherein one or more of
the alkyl group's hydrogen atoms has been replaced with a heterocycle group as defined above.
Heterocyclyl{C,-Cealkyl)- moieties include 2-pyridylmethyl, 1-piperazinyiethyl, 4-
morpholinylpropyl, 6-piperazinylhexyl, and the like. A heterocyclyl{alkyl) group can be
unsubstituted or substitﬁted with one or more of the following groups: halogen, HxN-, (Cs-
Cealkyhyamino-, di{C,-Cealky)amino-, (C+-Cealky)T{OIN(C+-Cialkyl)-, (C1-Cealkyhearboxyamido-
, HC{OQ)NH-, H,NC(O)-, (C:-Cealky)NHC(O)-, di{C1-Cealkyl)NC(O)-, NC-, hydroxyl, C1-Csalkoxy-,
C,-Cgalkyl-, HO-C-, (C,-Cealkoxy)carbonyl-, (C4-CealkylYC(O)-, 4- to 7-membered monocyclic
heterocycle, Ce-Criaryl-, Ci-Coheteroaryl-, or Cs-Cecycloalkyl-.

"Hydroxylalkyl-" refers to a alkyl group, as defined above, wherein one or more of the
alkyl group's hydrogen atoms has been replaced with hydroxyl groups. Examples of Ci-
Cshydroxylatkyl- moieties include, for example, -CH,OH, -CH,CH,OH, -CH,CH,CH:OH, -
CH>CH({OH)CH-OH, -CH:CH{OH)CHs, -CH(CH3)CH20H and higher homologs.

“Monocyclic heterocyclyl” refers to monocyclic groups in which at ieast one ring atom is
a heteroatom. A heterocycle may be saturated or partially saturated. Exemplary monocyclic C+-
Csheterocyclyl- groups include but are not limited fo aziridine, oxirane, oxirene, thiirane,
pyrroling, pyrrolidine, dihydrofuran, tetrahydrofuran, dihydrothiophene, tetrahydrothiophene,
dithiolane, piperidine, 1,2,3,6-tetrahydropyridine-1-yl, tetrahydropyran, pyran, thiane, thiine,
piperazine, oxazine, 5,6-dihydro-4H-1,3-oxazin-2-yl, 4-methyi-3,4-dihydro-2H-1,4-benzoxazin-7-
yi, thiazine, dithiane, and dioxane. The contemplated heterocycle ring systems have a minimum
of 3 members. Therefore, for example, Csheterocyclyl- radicals would includle but are not fimited
to oxaziranyl, diaziridiny, and diazirinyl, Csheterocyelyl- radicals include but are not limited to
aziridinyl, oxiranyl, and diazetidinyl, Coheterocyclyl- radicals include but are not limited to

azecanyl. A heterocyclyl group can be unsubstituted or substituted with one or more groups,
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including: C4-Cealkyl, halo, haloalkyl-, hydroxyl, hydroxy(C+-Csalkyl)-, -NH;, aminoalkyi-,
dialkylamino-, -COQH, -C(Q)0-(C1-Cealkyl), -OC(0)(C+-Cealkyl), N-aikyiamido-, -C{O)NHz, (C4-
Cealkyl)amido-, or -NO..

“Perfluoroalkyl-" refers to alkyl group, defined above, having two or more flucrine atoms.
Examples of a C-Cgperfluoroalkyl- group include CF,, CHaCF3, CF;CF; and CH(CF;),.

A "subject” is a mammal, e.qg., a human, mouse, rat, guinea pig, dog, cat, horse, cow,
pig, or non-human primate, such as a monkey, chimpanzee, baboon or gorilia.

The term “oplionally substituted” as used herein means that at least one hydrogen atom
of the optionally substituted group has been substituted with halogen, -NMH;, -NH(C,-Cgalkyl), -
N(C1-Cealkyl){C1-Cealkyl), -N{C1-CsalkyhC{O)C+-Cealkyl), -NHC({O}C1-Cealkyl), ~-NHC(OM, -
C(O)NH;,, ~-C{O)NH(C-Csalkyl), -C{OIN(C,-Csalkyl)(C+-Cealky!), -CN, hydroxyl, C:-Csalkoxy, Cs-
Cealkyl, -C{O)YOH, -C(O)O{C1-Cealkyl), -C(O)C,-Cealkyl), Cs-Cisaryl Ci-Coheteroaryl, or Cs-
Cscycloalkyl.

Representative "pharmaceutically acceptable salts” include but are not limited to, e.g.,
water-soluble and water-insoluble saits, such as the acetate, aluminum, amsonate (4.4-
diaminostilbene-2,2-disulfonate), benzathine (N,N'-dibenzylethylenediamine), benzenesuifonate,
henzoate, bicarbonate, bismuth, bisulfate, bitartrate, borate, bromide, butyrate, calcium, calcium
edetate, camsylate (camphorsulfonate), carbonate, chioride, choline, cirate, clavulariate,
diethanolamine, dihydrochloride, diphosphate, edetate, edisylate (camphorsuifonate), esylate
(ethanesuifonate), ethylenediamine, fumarate, gluceptate (glucoheptonate), gluconate,
glucuronate, glutamate, hexafluorophosphate, hexylresorcinate, hydrabamine {N,N-
bis{dehydroabietyl}ethylenediamine), hydrobromide, hydrochioride, hydroxynaphthoate, 1-
hydroxy-2-naphthoate, 3-hydroxy-2-naphthoate, iodide, isothionate (2-hydroxyethanesuifonate),
lactate, laciohionate, laurate, lauryl sulfate, iithium, magnesium, malate, maleate, mandelate,
meglumine (1-deoxy-1-{methylamino}-D-glucitol), mesylate, methy! bromide, methyinitrate,
methylsulfate, mucate, napsylate, nitrate, N-methylglucamine ammonium salt, oleate, oxalate,
paimitate, pamoate (4 4-methylenshis-3-hydroxy-2-naphthoate, or embonate), pantothenate,
phosphate, picrate, polygalacturonate, potassium, propionate, p-toluenesulfonate, salicylate,
sodium, stearate, subacetate, succinate, sulfate, sulfosaliculate, suramate, tannate, tartrate,
teoclate (B-chloro-3,7-dihydro-1,3-dimethyl-1H-purine-2,6-dione), triethiodide, tromethamine (2-
amino-2-(hydroxymethyl}-1,3-propanediol), valerate, and zinc saits.

An "effective amount" when used in connection with a compound of this invention is an
amount effective for inhibiting mTOR or PI3K in a subject.

Some compounds within the present invention possess one or more chiral centers, and
the present invention includes each separate enantiomer of such compounds as well as
mixtures of the enantiomers. Where multiple chiral centers exist in compounds of the present

invention, the invention includes each combination as well as mixtures thereof. All chiral,
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diastereomeric, and racemic forms of a structure are intended, unless the specific
stereochemistry or isomeric form is specifically indicated. It is well known in the art how to
prepare optically active forms, such as by resolution of racemic forms or by synthesis from
optically active starting materials.

The compounds of the present invention exhibit an mTOR inhibitory activity and
therefore, can be utilized in order to inhibit abnormal cell growth in which mTOR plays a role.
Thus, the compounds of the present invention are effective in the treatment of disorders with
which abnormal cell growth actions of mTOR are associated, such as restenosis,
atherosclerosis, bone disorders, arthritis, diabetic retinopathy, psoriasis, benign prostatic
hyperirophy, atherosclerosis, inflammation, angicgenesis, immunological disorders, pancreatitis,
kidney disease, cancer, gfc. In particular, the compounds of the present invention possess
excellent cancer cell growth inhibiting effects and are effective in treating cancers, preferably all
types of solid cancers and malignant iymphomas, and especially, leukemia, skin cancer, bladder
cancer, breast cancer, uterus cancer, ovary cancer, prostate cancer, lung cancer, colon cancer,
pancreas cancer, renal cancer, gastric cancer, brain tumor, advanced renal cell carcinoma,
acute lymphoblastic leukemia, malignant melanoma, soft-tissue or bone sarcoma, etc.

The compounds of the present invention exhibit a PI3 kinase inhibitory activity and,
therefore, can be utilized in order o inhibit abnormal cell growth in which PI3 kinases play a
role. Thus, the compounds of the present invention are effective in the treatment of disorders
with which abnormal cell growth actions of PI3 kinases are associated, such as restenosis,
atherosclerosis, bone disorders, arthritis, diabetic retinopathy, psoriasis, benign prostatic
hypertrophy, atherosclerosis, inflammation, angiogenesis, immunological disorders, pancreatitis,
kidney disease, cancer, efc. In particular, the compounds of the present invention possess
excellent cancer cell growth inhibiting effects and are effective in treating cancers, preferably all
types of solid cancers and malignant iymphomas, and especially, leukemia, skin cancer, biadder
cancer, breast cancer, uterus cancer, ovary cancer, prostate cancer, lung cancer, colon cancer,
pancreas cancer, renal cancer, gastric cancer, brain tumor, advanced renal cell carcinoma,
acute lymphoblastic leukemia, malignant melanoma, soft-tissue or bone sarcoma, efc.

For therapeutic use, the pharmacologically active compounds of Formula t will normally
be administered as a pharmaceutical composition comprising as the (or an) essential active
ingredient at least one such compound in association with a solid or liquid pharmaceutically
acceptable carrier and, optionally, with pharmaceutically acceptabie adjutants and excipients
employing siandard and conventional technigues.

The pharmaceutical compositions of this invention include suitable dosage forms for
oral, parenteral (including subcutaneous, intramuscular, intradermal and intravenous) bronchial
or nasal administration. Thus, if a sofid carrier is used, the preparation may be tableted, placed

in a hard gelatin capsule in powder or pellet form, or in the form of a troche or lozenge. The
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solid carrier may contain conventional excipients such as binding agents, fillers, tableting
tubricants, disintegrants, wetting agents and the like. The tablet may, if desired, be fitm coated
by conventional techniques. If a liquid carrier is employed, the preparation may be in the form of
a syrup, emuision, soft gelatin capsule, sterile vehicle for injection, an agueous or non-aqueous
liquid suspension, or may be a dry product for reconstitution with water or other suitable vehicle
before use. Liquid preparations may contain conventional additives such as suspending agents,
ermnulsifying agents, wetting agents, non-aqueous vehicie (including edible oils), preservatives,
as well as flavoring and/or coloring agents. For parenteral administration, a vehicle normally will
comprise sterile water, at least in large part, although saline solutions, glucose solutions and like
may be utilized. Injectable suspensions also may be used, in which case conventional
suspending agents may be employed. Conventional preservatives, buffering agents and the like
also may be added to the parenteral dosage forms. Particularly useful is the administration of a
compound of Formula | directly in parenteral formulations. The pharmaceutical compositions are
prepared by conventional techniques appropriate to the desired preparation containing
appropriate amounts of the active ingredient, that is, the compound of Formula 1 according to
the invention. See, for example, Remingion: The Science and Practice of Pharmacy, 20th
Edition. Baltimore, MD: Lippincott Wiiliams & Wilkins, 2000. '

The dosage of the compounds of Formula | to achieve a therapeutic effect will depend
not only on such factors as the age, weight and sex of the patient and mode of administration,
but also on the degree of potassium channel activating activity desired and the potency of the
particular compound being utilized for the particular disorder of disease concerned. it is also
contemplated that the treatment and dosage of the particular compound may be administered in
unit dosage form and that one skilled in the art would adjust the unit dosage form accordingly to
reflect the relative level of activity. The decision as to the particular dosage to be employed (and
the number of times to be administered per day is within the discretion of the physician, and
may be varied by titration of the dosage to the particular circumstances of this invention to
produce the desired therapeutic effect.

A suitable dose of a compound of Formula | or pharmaceutical composition thereof for a
mammal, including man, suffering from, or likely to suffer from any condition as described herein
is an amount of active ingredient from about 0.01 mg/kg to 10 ma/kg body weight. For
parenteral administration, the dose may be in the range of 0.1 mg/kg to 1 mg/kg body weight for
intravenous administration. For oral administration, the dose may be in the range about 0.1
mg/kg to 5 mglkg body weight. The active ingredient will preferably be administered in equal
doses from one fo four times a day. However, usually a small dosage is administered, and the
dosage is gradually increased until the optimal dosage for the host under treatment is
determined.
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However, it will be understood that the amount of the compound actually administered
will be determined by a physician, in the light of the relevant circumstances including the
condition to be freated, the choice of compound of be administered, the chosen route of
administration, the age, weight, and response of the individual patient, and the severity of the
patient's symptoms.

The amount of the compound of the present invention or a pharmaceutically acceptable
salt thereof that is effective for inhibiting mTOR or PI3K in a subject. in addition, in vitro or in
vivo assays can optionally be employed to help identify optimal dosage ranges. The precise
dose to be employed can aliso depend on the route of administration, the condition, the
seriousness of the condition being treated, as well as various physical factors related to the
individual being treated, and can be decided according ic the judgment of a health-care
practitioner. Equivalent dosages may be administered over various time periods including, but
not limited to, about every 2 hours, about every 6 hours, about every 8 hours, about every 12
hours, about every 24 hours, about every 36 hours, about every 48 hours, about every 72
hours, about every week, about every two weeks, about every three weeks, about every month,
and about every two months. The number and frequency of dosages corresponding to a
completed course of therapy will be determined according to the judgment of a health-care
practitioner. The effective dosage amounts described herein refer to total amounts
administered; that is, if more than one compound of the present invention or a pharmaceuticaily
acceptable salt thereof is administered, the effective dosage amounts correspond to the total
amount administered.

in one embodiment, the compound of the present invention or a pharmaceutically
acceptabie salt thereof is administered concurrently with another therapeutic agent.

In one embodiment, a composition comprising an effective amount of a compound of the
present invention or a pharmaceutically acceptable salt thereof and an effective amount of
another therapeutic agent within the same composition can be administered.

Effective amounts of the other therapeutic agents are well known to those skilied in the
art. However, it is well within the skilled artisan's purview to determine the other therapeutic
agent's optimal effective amount range. The compound of the present invention or a
pharmaceutically acceptable salt thereof and the other therapeutic agent can act additively or, in
one embodiment, synergistically. In one embodiment, of the invention, where another
therapeutic agent is administered to an animal, the effective amount of the compound of the
present invention or a pharmaceutically acceptable salt thereof is less than its effective amount
would be where the other therapeutic agent is not administered. In this case, without being
bound by theory, it is believed that the compound of the present invention or a pharmaceuticaily
acceptable salt thereof and the other therapeutic agent act synergistically.
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Methods useful for making the compounds of Formula | are set forth in the Examples
helow and generalized in Schemes 1-3:
Scheme 1:

One of skill in the art will recognize that Schemes 1-3 can be adapted to produce the
other compounds of Formutla | and pharmaceutically acceptabie salts of compounds of Formula
I according to the present invention.

The following abbreviations are used herein and have the indicated definitions: ACN is
acetonitriie, AcOH is acetic acid, ATP is adenosine triphosphate, CHAPS is 3[(3-
cholamidopropyl)dimethyiammonio]-propanesulfonic acid, DEAD is diethyl azodicarboxylate,
DIAD is diisopropyl azodicarboxylate, DMAP is dimethyl aminopyridine, DMF is N,N-
dimethyfformamide, DMF-DMA is dimethylformamide dimethyl acetall DMSO is
dimethylsulfoxide. Dowtherm™ is a eutectic mixture of bipheny! (C.:Hi) and diphenyl oxide
(C12H4Q). Dowtherm™ is a registered trademark of Dow Corning Corporation. DPBS is
Dulbecco's Phosphate Buffered Saline Formulation, EDTA is ethylenediaminetetraacetic acid,
ESI stands for Electrospray lonization, EtOAG is ethyl acetate, EtOH is ethanol, HEPES is 4-{2-
hydroxyethyl)-1-piperazineethanesuifonic  acid, GMF i Glass, Hunig's Base is
diisopropyiethylamine, HPLC is high pressure liquid chromatography, LPS is lipopolysaccharide,
MeCN is acetonitrile, MeQOHW is methanol, MS is mass' spectrometry, NEt; is triethylamine, NMR
is nuciear magnetic resonance, PBS is phosphate-buffered saline (pH 7.4), RPM| 1640 is a
buffer (Sigma-Aldrich Corp., St. Louis, MO, USA), SDS is dodecyl sulfaie {sodium salt), SRB is
Sulforhodamine B, TBSCI is tert-butyidimethyisilyl chioride, TCA is tricholoroacetic acid, TFA is
trifluoroacetic acid, THF is tetrahydrofuran, TLC is thin-layer chromatography, and TRIS is
fris{hydroxymethyhaminomethane.

METHODS

The following methods outline the synthesis of the compounds of Formula |. The
following examples are presented to illustrate certain embodiments of the present invention, but
should not be construed as limiting the scope of this invention.
Example 1: Preparation of 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yi}phenyl}-3-pyridin-4-ylurea

Step 1: Preparation of 2-chioro-4,6-di-morpholin-4-y-[1,3,5}triazine:

To a stirred solution of cyanuric chloride (18.4 g, 10 mmol) in acetone {100 mi}) and crushed ice
{500 g), a mixture of triethylamine (30.0 g, excess) and morpholine { 17.4 g, 20 mmol) was
added at —10 °C. After the addition, reaction mixture was stirred at room temperature and for 1
hour and diluted with 50 mi water. Separated white solid was filtered and washed with water.
The white solid was dried and filtered. The crude product was found to be pure and taken to
next step without purification. Yield: 25 g, 87%; (M+H) 286.7
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Step 2: Preparation of 4-(4,8-dimorpholin-4-y-1,3,5-triazin-2-yhanifine

A mixture of 2-chloro-4,6-di-morpholin-4-yi-[1,3,5]triazine (1.4 g, 4.9 mmoles), a catalytic
amount of tetrakis(triphenylphosphine)paliadium{(0} (70 mg , 0.061 mmoles), sodium carbonate
solution 2 M (3 mL), 4-aminophenylboronic acid pinacol ester (1.6 g, 7.3 mmoles) and DME (
100 mL} was refluxed for 24 hours. The solvent was evaporated, and the residue was dissolved
in methyiene chioride and filtered through Celite™. The filtrate was washed with water (200 mL)
and the organic layer was dried with magnesium sulfate. This was filtered and the solvent was
evaporated. The residue was purified by Silica gel coiumn chromatography and eluted with
Ethyt acetate/hexanes (1:1) to give 1.40 g, (83% yield) of 4-(4,6-dimorpholin-4-y!-1,3,5-triazin-2-
yhaniline as an amorphous solid. (M+H) 343.

Step 3. Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-y)phenyl}-3-pyridin-4-ylurea

To a mixture of 4-{4,6-dimorpholin-4-yi-1,3,5-triazin-2-yhaniline (0.20 g 0.40 mmoles) in
methylene chloride (80mL) at 0 °C was added triphosgene (0.25 mg, 0.84 mmoles) and
triethylamine (3 mL). The mixture was stirred for 20 minutes at 0 °C and 4-amino pyridine ( 0.10
g 0.83 mmoles) was added to the reaction mixture and stirred for another 2 hours at room
temperature. The solvent was evaporated and the residue was submitted to the HPLC using
acetonitrile/TFA as mobile phase to give 98.2 mg {36 % yield) of 1-[4-(4,6-dimophorlin-4-yl-
1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea. (M+H}) = 463.3.

Procedure A for preparation of ureas using aryl isocyanates:

To a stirred mixture of 4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)aniline (140 mg, 0.40 mmoles)
and a catalytic amount of dimethylaminopyridine (DMAP) in methylene chloride 100 {mL), was
added a small excess of aryl isocyanate (0.61 mmoles). The mixture was stirred at room
temperature for 48 hours. The reaction mixture was concentrated to half of its original volume
and the separated precipitate was collected by filtration and washed with methanol (15 ml) and
then with diethyi ether. in some cases the crude product obtained was purified by Silica gel
column chromatography by eluting it with appropriate solvents, depending upon the polarity of
the products.

The foliowing compounds were prepared according to Procedure A:

Example 2: Preparation of 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyf-3-pyridin-3-ylurea
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Starting from 4-{4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl}aniline (0.08 g 0.23 mmoles) and 3-pyridyi
isocyanate {30 mg, 0.25 mmoles) the title compound was isolated as a white solid. The product
was purified by Silica gel column chromatography by eluting it with 10% MeOH: ethyl acetate.
Yield; 60 mg (56 % ); (M+H)= 463.5.

Exampie 3: Preparation of 1-[4-{4,6-dimorpholin-4-yl-1,3,5-triazin-2-y)phenyl]-3-phenylurea

Starting from 4-{4,6-dimorpholin-4-yl-1,3,5-triazin-2-ylaniline {140 mg, 0.40 mmoles) and phenyl
isocyanate (72 mg, 0.61 mmoles), the title compound was isolated as a white solid. The product
was purified by Silica gel column chromatography by eluting it with ethyl acetate. Yield: 0.128 g
(68%) (M+H)=462.3

Exampie 4: Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3, 5-triazin-2-yl)phenyl}-3-thiophen-2-
yiurea

Starting from 4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yDaniline (60 myg, 0.17 mmoles) and 2-
thienyl isocyanate (18 mg, 0.14 mmoles), the title compound was isolated as a grey solid after
Silica gel column chromatography by eluting with 5% ethy! acetate: methanol. Yield: 12 mg
(14%); (M+H) = 470.

Example 5: Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-(4-
methylphenylurea

Starting from 4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-ylaniline (0.140 g 0.40 mmoles) and 4-
methylphenyl isccyanate (74 mg, 0.56 mmoles), the title compound was isolated as a white
solid. Yield; 65 mg (33 %) (M+H)= 476.4

Example 6: Preparation of 1-]4-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-yl)phenyi]-3-(4-
fluorophenyljurea

Stariing from 4-(4,6-dimorpholin-4-yl-1,3 5-iriazin-2-yl}aniline (0.140 g 0.40 mmoles) and 4-
fluoropheny! isocyanate (83 mg, 0.61 mmole), 65 mg (33% vield) of the titie product was

isolated as white solid. (M+H) = 480.3

Example 7. Freparation of 1-(2,4-dimethoxyphenyl}-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yhiphenyll-urea
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Starting from 4-(4,6-dimorphoiin-4-yl-1,3,5-triazin-2-yl)aniline (0.140 g 0.40 mmoles) and 2.4-
dimethoxyphenyl isocyanate {131 mg, 0.73 mmolies), the title compound was isolated as a white
solid. Yieid; 76 mg (36 % ); (M+H)=522 4

Example 8: Preparation of 1-(4-chioropheny!}-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yl)phenyll-urea

Starting from 4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yi)aniline (0.140 g 0.40 mmoles) and 4-
chioropheny! isocyanate {94 mg, 0.61 mmoles), the titie compound was isolated as a white
solid. Yield; 60 mg (30 % ); (M+H)= 496.3

Exampie 9: Preparation 1-j4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-(4-
methoxyphenylurea

Starting from 4-(4,6-dimorpholin-4-y--1,3,5-triazin-2-yl)aniline (0.140 g 0.40 mmoles) and 4-
methoxyphenyl isocyanate (81 mg, 0.83 mmoles) the title compound was isolated as a white
solid. Yield; 48 mg (24 % ); (M+H)=492.3

Exampie 10: Preparation of (4-chiorophenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yhyphenytjurea

Starting from 4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)aniline (0.140 g 0.40 mmoles) and 4-
chlorophenyl isocyanate (94 mg, 0.61 mmoles) the title compound was isolated as a white solid.
Yield; 60 mg (30 % };, (M+H)= 496.3

Example 11: Preparation of (2 4-difluorophenyl}-3-[14-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yl)phenyilurea

Starting from 4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-ylyaniline (0.105 g 0.30 mmoles) and 2 4-
difluorophenyl isocyanate (71 mg, 0.45 mmoles) the title compound was isolated as a white
solid. Yield; 40 mg (27 % ); (M+H)= 488.6

Example 12: Preparation of 1-{4-(4,8-dirnorpholin-4-yl-1,3 5-triazin-2-yl)phenyi}-3-ethylurea
Starting from 4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)aniline (0.130 g 0.38 mmoles} and ethyl

isocyanate (260 mg, 10 fold excess) the title compound was isolated as a white solid. Yield; 38
mg {25 % ); (M+H)=414.4
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Example 13: Preparation of tert-butyl 3-{[4-(4-{[(4-fluorophenyl)carbamoyl]-amino}phenyl}-6-
morpholin-4-yi-1,3 b-riazin-2-yllaminc}azetidine-1-carboxylate

Step 1: Preparation of 2,4-dichioro-6-morphoiin-4-yi-{1,3,5]triazine:

To a stirred solution of cyanuric chloride (18.4 g, 10 mmol) in acetone {100 mi) and crushed ice
{500 g), a mixture of triethylamine {30.0 g, excess) and morpholine ( 8.7 g, 10 mmol) was added
at —10 °C. After the addition, reaction mixture was stirred at room temperature and for 1 hour
and diluted with 50 ml water. Separated white solid was filtered and washed with water. The
white solid was dried and filtered. The crude product was found to be pure and taken 1o next
step with out purification. Yield: 18 g, 76%; (M+H) 236.4

Step 2: Preparation of tert-butyl 3-(4-chioro-6-morpholine-1,3,5-triazin-2-2-ylamino)azetidine-1-
carboxylate

To a stirred solution of 2,4-dichloro-6-morpholin-4-yl-[1,3,5]triazine (2.35 g, 10 mmol) in acetone
(50 mi) and crushed ice, a mixture of triethylamine and 1-boc-3-(amino)azetidine (1.72 g) was
added slowly. The reaction mixture was stirred at room temperature for 6 hours and the
separated solid was filtered. The product was dried and taken to next step with out purification.
Yield: 3.0 g (81%); (M+H) 373

Step 3: Preparation of tert-butyl-3-4-(4-(4-aminopheny!)-6-morpholine-1,3,5-triazin-2-
ylamino)azetidine-1-carboxylate.

A mixture of tert-butyl 3-(4-chloro-8-morpholine-1,3,5-triazin-2-2-ylamino)azetidine-1-
carboxylate (1.1 g, 3.0 mmoles), tetrakis(triphenylphosphine)palladium (0) in catalytic amount
(70 mg , 0061 mmoles), sodium carbonate solution 2 M (3 mL), 4-aminophenyiborenic acid
pinacoi ester (0.97 g, 4.5 mmoles), DME { 100 mL) was refluxed for 24 hours. The solvent was
evaporated and the residue was dissolved in methyiene chloride and filtered though Celite™.
The organic layer was washed with water (200 mL) and dried over magnesium sulfate. It was
filtered and the solvent was evaporated. The residue was chromatographed on silica gel column
using Ethyl acetate/hexanes {1:1) as an eluent, to give 0.86 g, (68% yield) of tert-buty}-3-4-(4-(4-
aminophenyl)-6-morpholine-1,3,5-triazin-2-ylamino)azetidine-1-carboxylate. (M+H) 428

Step 4: Preparation of tert-butyi 3-{[4-(4-{[(4-fluorophenyl)carbamoyijamino}phenyl)-6-
morpholin-4-yl- 1,3 .5-triazin-2-yllamino}azetidine-1-carboxylate
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A mixture of tert-butyl 3-{[4-{4-aminophenyl)-6-marpholin-4-yl-1,3 54riazin-2-yllamino}azetidine-
1-carboxytate (100 mg, 0.23 mmol), 4-fluorophenylisocyanate (63 mg, 0.46 mmol) and DMAP (5
mg} was stirred at room temperature for a period of 24 hours. At the end, reaction mixture was
concentrated and purified by Giison HPLC, using ACN/water and TFA. White solid; Yield 40 mg
(30%); (M+H) 565.6

Example 14: Preparation of tert-butyl 3-[(4-morpholin-4-yl-6-{4-
[(phenylcarbamoyl)aminolphenyl}-1,3,5- triazin-2-yl)aminojazetidine-1-carboxylate

The titled compound was prepared by starting from tert-butyl 3-{[4-(4-amincphenyl}-6-
morpholin-4-yl-1,3,5-trlazin-2-ylJamino}azetidine-1-carboxylate {140 mg, 0.32 mmol)
phenylisocyanate (58 mg, 0.49 mmol) and DMAP (5 mg) was stirred at room temperature for a
period of 24 hours. At the end, reaction mixture was concentrated and purified by Gilson MPLC,
using ACN/water and TFA. White solid; Yield 40 mg {31%); (M+H) 547.6

Example 15: Preparation of teri-butyl 3-[{4-morpholin-4-yl-6-{4-[(pyridine-3-
yicarbamoyljaminolphenyi}-1,3,5- triazin-2-yl)aminojazetidine-1-carboxylate

The titled compound was prepared by starting from tert-butyl 3-{{4-(4-aminopheny!)-6-
morpholin-4-yl-1.3 5-triazin-2-ylJamino}azetidine-1-carboxylate (140 mg, 0.32 mmol) 3-
pyridyiisocyanate (70 mg, 0.58 mmol) and DMAP (5 mg) was stirred at room temperature for a
period of 24 hours. At the end, reaction mixture was concentrated and purified by Gilson HPLC,
using ACN/water and TFA. White sofid; Yield 40 mg (23%); (M+H) 548.7.

Exampile 16: Preparation of tert-butyl 3-{l4-(4-{[(4-methylphenyl)carbamoyllamino}phenyl)-6-
morpholin-4-yl- 1,3,5-triazin-2-ylJamino}azetidine-1-carboxylate

The titted compound was prepared by starting from tert-butyl 3-{{4-(4-aminophenyl)-6-
morpholin-4-yt-1,3,5-triazin-2-yllamino}azetidine-1-carboxylate (130 mg, 0.27 mmot) 4-toly!
isocyanate (40 mg, 0.30 mmol) and DMAP {5 mg) was stirred at room {emperature for a period
of 24 hours. At the end, reaction mixture was concentrated and purified by Gilson HPLC, using
ACN/water and TFA. White solid; Yield 85 mg (47%); (M+H) 561.6.

Example 17: Preparation of 1-{4-[4-(azetidin-3-ylamino)-6-morpholin-4-yl-1,3,5-triazin-2-
yilphenyf}-3- phenylurea

To a stirred solution of tert-butyl 3-[{(4-morphaiin-4-yl-6-{4-[(phenylcarbamoyi)amino]pheny!}-
1,3,5- triazin-2-yl)aminojazetidine-1-carboxylate
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30 mg (0.055 mmoles) in DCM, (20 ml} TFA (1.5 mi) was added at room temperature and
stirred for 24 hours. At the end, reaction mixture was concentrated and purified by Gilson HPLC,
using ACN/water and TFA. Yield: 20 (83%); (M+H) 447.

Example 18: Preparation of 1-{4-[4-(azetidin-3-ylamino)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyi}-3-pyridin-3-ylurea

To a stirred solution of tert-butyl 3-[(4-morpholin-4-yl-6-{4-{(pyridin-3-
ylcarbamoyllaminojphenyl}- 1,3,5-triazin-2-yl)aminolazetidine-1-carboxylate

30 mg (0.055 mmoles) in DCM, (20 ml) TFA (1.5 ml) was added at room temperature and
stirred for 24 hours. At the end, reaction mixture was concentrated and purified by Giison HPLC,
using ACN/water and TFA. Yield: 21 (83%), (M+H) 448.5.

Example 19: Preparation of 1-{4-[4-(azetidin-3-ylamino)-6-morpholin-4-yi-1,3,5-triazin-2-
ylphenyl}-3-(4-fluorophenyljurea

To a stirred solution of tert-buty! 3-[(4-morpholin-4-y-6-{4-[(4-fluoro-
phenylcarbamoyl)aminolphenyl}-1,3,5- triazin-2-yl)Jamino]azetidine-1-carboxylate

30 mg (0.053 mmoles) in DCM, {20 m}) TFA (1.5 mi) was added at room temperature and
stirred for 24 hours. At the end, reaction mixiure was concentrated and purified by Gilson HPLC,
using ACN/water and TFA. Yieid: 20 (83%); (M+H) 465.5.

Exampile 20: Preparation of 1-{4-[4-(azetidin-3-ylamino)-6-marpholin-4-yl-1,3,5-triazin-2-
ylphenyl}-3-(4-methylphenyhurea

To a stirred solution of tert-butyl 3-{(4-morpholin-4-yi-6-{4-{{4-methyl-
phenylcarbamoyl)aminojphenyil-1,3,5- triazin-2-yl)amincjazetidine-1-carboxylate

130 mg (0.23 mmoies) in DCM, (20 ml) TFA (1.5 ml) was added at room temperature and
stirred for 24 hours. At the end, reaction mixture was concentrated and purified by Gilson HPLC,

using ACN/water and TFA. Yield: 40 (37%); (M+) 461.5.

Example 21: Preparation of tert-buty! 3-[(4-morpholin-4-yl-6-{4-[(pyridine-4-
yicarbamoyl)aminojphenyl}-1,3,5- triazin-2-ylYaminolazetidine-1-carboxylate
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To a stirred solution of tert-butyl 3-{[4-(4-aminophenyl)-6-morpholin-4-yi-1,3,5-triazin-2-
yllamino}azetidine-1-carboxylate (200 mg, 0.47 mmeol) in DCM (100 ml) at 0 oC, triphosgene
{300 mg) and triethylamine (3 ml) was added sliowly. The reaction mixture was stirred for 15
minutes and 4-aminopyridine {200 mg. 2.1 mmol) was added. The reaction mixture was stirred
at room temperature for 24 hours and concentrated. It was quenched with cold water and the
separated solid was filtered and washed with water. It was dried and purified by Gilson HPLC.
Yield 100 mg (40%); (M+H) 548.6

Example 22: Preparation of 1-{4-[4-{azetidin-3-ylamino)-6-morpholin-4-yi-1,3,5-triazin-2-
ylphenyi}-3-pyridin-4-ylurea

To a stirred solution of teri-buty! 3-[(4-morpholin-4-yl-6-{4-[{pyriding-4-
ylcarbamovyl)aminc]phenyl}-1,3,5- triazin-2-yhaminolazetidine-1-carboxylate

40 mg (0.073 mmoles) in DCM, (20 ml) TFA (1.5 mi) was added at room temperature and
stirred for 24 hours. At the end, reaction mixture was concentrated and purified by Gilson HPLC,
using ACN/water and TFA. Yiekl: 26 {81%); (M+H) 448.5.

Exampie 23: Preparation of 1-{4-[4-morpholin-4-yl-6-(8-oxa-3-azabicyclof3.2.1]oct-3-y1)-1,3,5-
triazin-2-yllphenyl}-3-phenylurea

Step 1: Preparation of 3-(4-chioro-6-morpholin-4-yl-1,3,5-triazin-2-yl)-8-oxa-3-
azabicyclo[3.2.1joctane

To a stirred acetone/crushed ice suspension of 2,4-dichloro-6-morpholin-4-yl-{1,3 5ltriazine (1.5
g, 6.5 mmol), 8-oxa-3-azabicyclo]3.2.1joctane (980 mg, 6.5 mmol) and triethylamine (3 ml) was
added and stirred at room temperature for 6 hours. At the end, the separated solid was filtered
and washed with water. The crude product was found to be pure enough for further
transformations. Yield: 2.0 g {99%); mp. 118; (M+H) 313.1

Step 2: Preparation of 4-[4-marpholin-4-yl-6-(8-oxa-3~azabicyclof3.2. 1]oct-3-yl)-1,3,5-triazin-2-
yllaniline

A mixture of 3-(4-chloro-8-morpholin-4-yi-1,3,5-triazin-2-yl)-8-0xa-3-azabicycic[3.2. 1joctane (2.0
g, 6.4 mmol), tetrakis(triphenylphosphine)palladium (0) in catalytic amount (100 mg ), sodium
carbonate solution 2 M (5 mL.), 4-aminophenylboronic acid pinacol ester (1.5 g, 6.43 mmoles),
DME { 200 mL) was refluxed for 24 hours. The solvent was evaporated and the residue was
dissoived in methylene chloride and filtered though Celite™. The organic 3ayer was washed with

85



10

15

20

25

WO 2009/143313 - PCT/US2009/044774

water (200 mL) and dried over magnesium suifate. It was filtered and the solvent was
evaporated. The residue was chromatographed on silica gel column using Ethyl
acetate/hexanes (1:1) as an eluent, fo give 1.4 g, (59% yield) of the titled product. mp. 154;
(M+H) 369.4.

Step 3. Preparation of 1-{4-[4-morpholin-4-yl-6-(8-0xa-3-azabicycio[3.2. 1joct-3-y1)-1,3,5-triazin-
2-yilphenyl}-3-phenylurea

The titled compound was prepared by starting from 4-{4-morpholin-4-yl-6-(8-oxa-3-
azabicyclo[3.2. t]oct-3-yl)-1,3,5-triazin-2-ylJaniline (120 mg, 0.32 mmol) phenylisocyanate (80
mg, (.67 mmol} and DMAP (5 mg) was stired at room temperature for a period of 24 hours. At
the end, reaction mixture was concentrated and purified by Gilson HPLC, using ACN/water and
TFA. White sofid; mp: 242; Yield 35 mg (28%}); (M+H) 488.56

Example 24: Preparation of 1-(4-fluorophenyl}-3-{4-[4-morpholin-4-yi-6-(8-oxa-3-
azabicyclo[3.2.1]Joct-3-y)-1,3,5-triazin-2-yljphenyllurea

The titled compound was prepared by starting from 4-[4-morpholin-4-yl-6-{8-oxa-3-
azabicyclo[3.2.1]oct-3-yh-1,3,5-triazin-2-vllaniline {100 mg, 0.27 mmol}d-fluoro
phenylisocyanate (50 mg, 0.36 mmol) and DMAP (5 mg) was stirred at room temperature for a
period of 24 hours. At the end, reaction mixture was concentrated and purified by Gilson HPLC,
using ACN/water and TFA. White solid; mp: 248; Yield 86 mg (86%); (M+H) 506.4

Example 25: Preparation of 1-(4-methylphenyl)-3-{4-[4-morpholin-4-yl-6-(8-oxa-3-
azabicyclo]3.2.1Joct-3-yl}y-1,3,5-triazin-2-yl|phenyllurea

The titled compound was prepared by starting from 4-[4-morpholin-4-yl-6-{8-oxa-3-
azabicyclo]3.2.1joct-3-yl}-1,3,5-triazin-2-yllaniline (100 mg, 0.27 mmol)4-tolylisocyanate {60 mg,
0.45 mmol) and DMAP (5 mg) was stirred at room temperature for a period of 24 hours. At the
end, reaction mixture was congentrated and purified by Gilson HPLC, using ACN/water and
TFA. White solid; mp: 228; Yield 80 mg (80%); (M+H) 502.4

Following the procedure as outlined in example 25, compounds described in examples 26 to
32 were prepared.

Example 26: 1-[4-{4,6-di-B-0xa-3-azabicyclof3.2. 1}oct-3-yi-1,3,5-triazin-2-yl)phenyl}-3-
methylurea (M+H) 452.53
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Example 27: 2-hydroxyethyl [4-(4,6-di-8-0xa-3-azabicyclo[3.2.1}oct-3-yi-1,3,5-triazin-2-
yl)phenylicarbamate {M+H) 483.54

Example 28: 1-[4-(4,6-di-8-0xa-3-azabicyclo[3.2.1]oct-3-yl-1,3,5-triazin-2-yl)phenyl}-3-[{4-(4-
methylpiperazin-1-yi)phenyllurea (M+H) 612.8

Example 29: 1-[4-(4,6-di-8-0xa-3-azabicyclo]3.2. 1Joct-3-yi-1,3,5-triazin-2-yl)phenyl}-3-ethylurea
{M+H) 466.56

Example 30: 1-cyciopropyl-3-[4-(4,6-di-8-oxa-3-azabicyclo[3.2.1Joct-3-yl-1,3,b-triazin-2-
yhphenyllurea (M+H) 478.55

Example 31: 1-[4-(4,6-di-8-0xa-3-azabicyclo[3.2. 1]oct-3-yl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-
ylurga (M+H) 515

Example 32: 1-[4-(4,6-di-B-0xa-3-azabicyclo[3.2. 1]oct-3-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-
{hydroxymethylphenyllurea (M+H) 544.6

Example 33: Preparation of 4-[4-morpholin-4-yl-6-(3-oxa-8-azabicycio[3.2.1]Joct-8-yl}-1,3,5-
triazin-2-yt]aniline

Step 1. Synthesis of 4-(4,6-dichloro-1,3,5-triazin-2-ylymorpholine

To a solution of cyanuric chioride (2.5 g, 13.5 mmol) in CH,Cl, (150 mL.) was added dropwise
morpholine (1.14 g, 13.5 mmol) at —78 oC, foliowed by addition of Et3N (3.0 mL, 21.5 mmol).
The resulting reaction mixture was stirred at -78 oC for 20 min, and then diluted with CH»Cls.
The organic phase was washed with water and brine, and dried over MgSQO,. The soivent was
removed in vacuum to give the title compound as white crystalline solid (3.027 g, 95% yield).
MS(ESI) m/z 235.1.

Step 2: Synthesis of 8-(4-chloro-6-morpholino-1,3,5-triazin-2-yl)-3-oxa-8-azabicyclo[3,2, 1Joctane

To a solution of 4-(4,6-dichloro-1,3,5-triazin-2-y)morpholine (2.34 g, 10 mmol) in CH,Cl, (100
mL) were added 3-oxa-8-azabicycio[3,2, 1]octane hydrochioride (1.645 g, 11 mmol) and Et3N
(4.2 mL, 30 mmol). The mixture was stirred at room temperature over night. The reaction
mixture was washed with water and brine, and dried over MgSQ.. The soivent was removed in
vacuurn to give the title compound as white solid (3.0 g, 96% yield). MS(ESI) m/z 312.1.
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Step 3: Synthesis of 4-[4-morpholin-4-yl-6-(3-oxa-8-azabicyclof3.2.1joct-8-yl}-1,3,5-triazin-2-
yljaniline

To a 10 mL vial were added 8-(4-chloro-6-morphaline-1,3,5-trazin-2-yl)-3-0xa-8-
azabicyclo[3,2,1joctane (311 mg, 1.0 mmol), 4-aminophenylboronic acid pinacol ester {328 mg,
1.5 mmol), Pd{PPh3)4 (58 mg, 5 mol%), 1,2-dimethoxyethane (DME, 2.5 mL) and 2M Na2CO3
aqueous solution (1.5 mL). The resulting mixture was heated at 130 oC for 30 min in microwave
oven. The reaction mixture was cooled to room temperature. The aqueous phase was extracted
with EtOAg, and the combined organic phases were dried over (MgSO.). The soivent was
removed under reduced pressure and the residue was subjected to HPLC separation to give the
title compound as off-white solid (280 mg, 76% yield). MS(ESI) m/z 369.2.

Example 34: Preparation of 1-{4-[4-morpholin-4-y!-6-(3-oxa-8-azabicycio[3.2. 1]oct-8-y1)-1.3,5-
triazin-2-yljphenyl}-3-pyridin-4-ylurea

To a solution of 4-{4-morpholin-4-yl-6-(3-oxa-8-azabicyclo[3.2. tjoct-8-yl)-1,3,5-triazin-2-yljaniline
{22 mg, 0.06 mmol) in CHCI3 (1 mL) were added Et3N (25 mL, 0.18 mmol)} and triphosgene (18
mg, 0.06 mmol). The mixture was stirred at room temperature for 15 min and 4-aminopyridine
(17 mg, 0.18 mmol) was added. The mixture was stirred at room temperature overnight. The
solvent was removed, and the residue was subjected to HPLC separation to give the title
compound as off-white solid (1TFA sait, 8.8 mg, 24% yield). MS(ESI) m/z 489.2.

Example 35: Preparation of 4-[({4-[4-morpholin-4-y}-6-(3-0xa-8-azabicyclo[3.2. 1]oct-8-yi}-1,3.5-
triazin-2-yllphenylicarbamoyl)amino]benzamide

Following the procedure described in example 34, reaction of 4-[4-morpholin-4-yl-6-(3-0xa-8-
azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2-yljaniline {22 mg, 0.06 mmol} (22 mg, 0.06 mmol,
triphosgene (18 mg, 0.06 mmol) and 4-aminobenzamide (25 mg, 0.18 mmol) gave the title
compound as off-white solid (10.6 mg, 33% yield). MS(ESI) m/z 531.2.

Example 36: Preparation of 1-{4-[4-morpholin-4-y-6-(3-oxa-8-azabicyclof3.2. 1}oct-8-yH)-1,3,5-
triazin-2-yllphenyl}-3-pyridin-3-yiurea

Foliowing the procedure described in example 34, reaction of 4-[4-morpholin-4-yI-6-(3-oxa-8-
azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2-yHaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene {18 mg, 0.06 mmol) and 3-aminopyridine (17 mg, 0.18 mmol) gave the title
compound as off-white solid (1TFA salt, 14.8 mg, 41% yield). MS{ESI) m/z 488.5.
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Example 37: Preparation of 1-(4-fluorophenyl)-3-{4-[4-morpholin-4-yl-6-(3-0xa-8-
azabicyclo]3.2. 1joct-8-yl)-1,3,5-triazin-2-yljphenylurea

Following the procedure described in example 34, reaction of 4-{4-morpholin-4-yl-6-(3-oxa-8-
azabicyclo{3.2.1]oct-8-yI)-1,3,5-triazin-2-yi]aniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,

triphosgene (18 mg, 0.06 mmo!) and 4-fluoroaniline (20 mg, 0.18 mmol) gave the title compound
as off-white solid (14.8 mg, 49% vield). MS(ESI) m/z 506.5.

Example 38: Preparation of 1-[4-(hydroxymethyl)phenyl]-3-{4-{4-morpholin-4-yl-6-(3-oxa-8-
azabicycio[3.2. 1Joct-8-yi)-1,3,5-triazin-2-yl|phenyl}urea

Following the procedure described in example 34, reaction of 4-{4-morpholin-4-yl-6-(3-oxa-8-
azabicycio[3.2.tjoct-8-y!)-1,3,5-triazin-2-yljaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene (18 mg, 0.06 mmol) and 4-aminobenzyl alcohol (22 mg, 0.18 mmol) gave the title
compound as off-white solid (9.6 mg, 31% yield). MS(ESI) m/z 518.5.

Example 39: Preparation of 1-[4-(2-hydroxyethytiphenyl]-3-{4-[4-morpholin-4-y}-6-(3-oxa-8-
azabicyclo[3.2. ]oct-8-yl)-1,3,5-triazin-2-yl]phenyljurea

Foliowing the procedure described in example 34, reaction of 4-[4-morpholin-4-yi-6-(3-0xa-6-
azabicyclo]3.2. 1]Joct-8-yl)-1,3,5-triazin-2-yljaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene (18 mg, 0.06 mmol) and 4-aminophensthyl alcoho! (24 mg, 0.18 mmol) gave the
tittle compound as off-white solid {10.6 mg, 33% vyield}. MS(ESI) m/z 532.5.

Example 40: Preparation of 2-(diethylamino)ethyl 4-[{({4-[4-morpholin-4-yi-6-{3-0xa-8-
azabicyclof3.2.1]Joct-8-yl)-1,3,5-triazin-2-yljphenyl}carbamoyhaminolbenzoate

Following the procedure described in example 34, reaction of 4-{4-morpholin-4-yl-6-(3-oxa-8-
azabicyclo[3.2.1]Joct-8-y1)-1,3,5-triazin-2-yllaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene (18 mg, 0.06 mmoi) and procaine hydrochioride (50 mg, 0.18 mmol) gave the titie
compound as off-white solid (1TFA salt, 14.6 mg, 33% yield). MS(ESI) m/z 613.6.

Example 41: Preparation of 1-(4-methylphenyl}-3-{4-j4-morpholin-4-yl-6-{3-0xa-8~
azabicyciof3.2.1joct-B-y1)-1,3,5-triazin-2-yljphenyllurea

Following the procedure described in example 34, reaction of 4-[4-morpholin-4-yl-6-(3-oxa-8-
azabicyclo[3.2.1Joct-8-yi)-1,3,5-triazin-2-yllaniline (22 mg, 0.06 mmol} {22 mg, 0.06 mmol,
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tfriphosgene (18 mg, 0.06 mmol) and p-toluidine (20 mg, 0.18 mmol) gave the title compound as
off-white solid (9.2 mg, 31% yield). MS(ESI) m/z 502.5.

Example 42: Preparation of 1-(4-cyanophenyl)-3-{4-{4-morpholin-4-yl-6-{3-oxa-8-
azabicyclol3.2.1]oct-8-yl»1,3,5-triazin-2-yi|phenyllurea

Foliowing the procedure described in example 34, reaction of 4-J4-morpholin-4-yl-6-(3-oxa-8-
azabicycio[3.2.1Joct-8-yl)-1,3,5-triazin-2-yllaniline (22 mg, 0.06 mmol} (22 mg, 0.06 mmol,
friphosgene (18 mg, 0.06 mmol) and 4-aminobezonitrile (21 mg, 0.18 mmol) gave the fitie
compound as off-white solid (14.3 mg, 46% yield). MS(ESI) m/z 513.5.

Example 43: Preparation of 1-[4-{4-methyipiperazin-1-yl)phenyl]-3-{4-[4-morpholin-4-yl-6-(3-
oxa-8-azabicyclo[3.2. 1]oct-8-yl)-1,3,5-triazin-2-yl]phenyliurea

Foliowing the procedure described in example 34, reaction of 4-[4-morpholin-4-yl-6-(3-oxa-8-
azabicyclo]3.2.1]oct-8-yl)-1,3,5-triazin-2-yllaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene (18 mg, 0.068 mmol) and 4-(4-methylpiperazin-1-yhaniline (54 mg, 0.18 mmol) gave
the title compound as off-white solid (2TFA salt, 3.2 mg, 7% yield). MS(ES!) m/z 586.6.

Example 44: Preparation of 1-isopropyi-3-{4-[4-morpholin-4-yi-6-(3-oxa-8-azabicyclo{3.2. 1]oct-
8-yi¥-1,3,b-triazin-2-yllphenyllurea

Following the procedure described in exampie 34, reaction of 4-[4-morpholin-4-yl-6-(3-oxa-8-
azabicyclo[3.2. 1]oct-8-yl)»-1,3,5-triazin-2-yljaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene (18 mg, 0.06 mmol) and isopropylamine (11 mg, 0.18 mmol) gave the title
compound as off-white solid (13.6 mg, 50% vyield). MS(ESI) m/z 454.5.

Example 45: Preparation of 1-(2-hydroxyethyl)}-3-{4-[4-morphoiin-4-yl-6-(3-0xa-8-
azabicycio[3.2.1]oct-8-yi)-1,3,5-triazin-2-yllphenyljurea

Following the procedure described in example 34, reaction of 4-[4-morpholin-4-yl-6-(3-0xa-8-
azabicydlof3.2. 1Joct-8-yl}-1,3,5-triazin-2-yllaniline (22 mg, 0.06 mmol) (22 mg, 0.06 mmol,
triphosgene {18 mg, 0.06 mmol) and ethanolamine (11 mg, 0.18 mmol) gave the title compound
as off-white solid (14.4 mg, 53% vield). MS(ESI) m/z 456.5.

Example 48: Preparation of 1-[2-{dimethylamino)ethyi]-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-
yi}-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyljurea, MS {ES+) 513.62 (M+H)+
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Example 47: Preparation of 1-{4-[4-morpholin-4-yi-6-{8-oxa-3-azabicycio]3.2.1joct-3-y1}-1,3,5-
triazin-2-ylphenyi}-3-pyridin-3-ylurea, MS (ESI) m/z 489.3.

Example 48: Preparation of 1-{4-[4-morpholin-4-yi-6-(8-oxa-3-azabicyclo[3.2.1Joct-3-yI}-1,3,5-
triazin-2-yijphenyl}-3-pyridin-4-ylurea, mp 258 °C; MS {ES!) m/z 489.3.

Following the procedure as outlined in example 1, step 3 the following compounds were
prepared.

Example 49: 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-(2-methylpyridin-4-yhurea
MS (ESI) miz 477 3.

Example 50: 1-[4-(4,6-dimorpholin-4-y}-1,3,5-triazin-2-yl)phenyl}-3-[4-{2-
hydroxyethyl)phenyljurea MS {(ESI) m/z 506.4.

Example 51: 1-[4-(4,6-dimorpholin-4-yl-1,3,5-friazin-2-yl)phenyl}-3-[4-
{hydroxymethyl)phenyllurea.

Example 52: 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yi)phenyl}-3-14-{1-
hydroxyethyl)phenyljurea MS (ESI) m/z 506.4.

Example 53: 1-[4-(4,6-dimorpholin-4-yi-1,3 5-triazin-2-yl)phenyl]-3-[4-
(triffluoromethyl)phenyllurea MS (ES!) m/z 530.2.

Example 54: 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]- 3-(4-hydroxyphenyljurea MS
(ESl)ym/z 478.2.

Example 55: 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{5-(trifiuoromethyl)pyridin-2-
yllurea MS (ESH) m/z 530.5.

Example 56: 1-[4-(4,6-dimorphoiin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{4-[2,2, 2-trifluoro- 1-hydroxy-
1-{trifluoromethyl)ethyl]phenyljurea MS (ESI) m/z 621.54.

Example 57: 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{3-(1-
hydroxyethyl)phenyllurea MS (ESI) m/z 506.3.

Example 58 methyl 4-({[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
ylphenyllcarbamoyl}amino)benzoate MS (ES!) m/z 520.3.
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Example 59: Preparation of 1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-
2-ylphenyl}-3-pyridin-4-ylurea

Step 1: To a stirred sofution of NaM (50% 460 mg) in dry THF tetrahydro-2H-pyran-4-ol (1.02 g,
10 mmol) was slowly added at room temperature. The reaction mixture was stirred at room
temperature for 30 min and 2 4-dichloro-8-morpholin-4-yl-[1,3,5]triazine (2.35 g, 10 mmol) in
THF (50 mi) was slowly added. The reaction mixture was stirred at room temperature for 48
hours and slowly quenched with ice-cold water. It was extracted with CHCI;; washed well with
water and dried over anhydrous MgSQ,. It was filtered and concentrated and 2-chloro-4-
morpholin-4-yi-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazine was purified by silica gel column
chromatography by eluting it with 40% ethyl acetate:hexane. Yield: 1.5 g, 50%; White solid; mp
91 °C; MS (ESI) m/z 301.52

Step 2: 4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-yfjaniline was
prepared by the procedure as described in example 1, step 2. Starting from 2-chlore-4-
morpholin-4-yl-8-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazine (1.5 g, 4.9 mmol) 980 mg (56%
yield) of the product was isolated after purification using Silica gel column chromatography by
eluting it with ethyl acetate. Mp. 188 oC; MS (ESI) m/z 358.2. '

Step 3: 1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy}-1,3,5-triazin-2-yl}phenyl}-3-
pyricdin-4-ylurea was prepared by the procedure as described in example 1, step 3. Starling
from 4-[4-morpholin-4-y-6-{tetrahydro-2MH-pyran-4-yioxy)-1,3,5-triazin-2-yi]aniiine (212 mg. 0.59
mmol) 190 mg (Yield, 67%) of the final product was isolated as a white solid. mp 238 °C; MS
(ESH m/z 478.3.

Example 60: Preparation of 1-{4-]4-morpholin-4-y-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-
2-yliphenyl}-3-phenylurea

1-{4-[4-morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-yl|phenyl}-3-phenylurea
was prepared by reacting the 4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4d-yloxy)-1,3,5-triazin-
2-yljaniline and the corresponding phenylisocyanate. Product was purified by Gilson, HPLC. MS
(ES!) miz 476.5.

Example 61. Preparation of 1-{4-[4-morpholin-4-y}-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,b-{riazin-
2-yliphenyl}-3-pyridin-3-ylurea

1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-yl|phenyl}-3-pyridin-3-
vlurea was prepared by reacting the 4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy}-1,3.5-
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triazin-2-yl]aniline and the corresponding 3-pyridylisocyanate. Product was purified by Gilson,
HPLC. MS (ESI) mfz 477.53.

Example 62: Preparation of 1-[4-(hydroxymethyl)phenyl}-3-{4-[4-morpholin-4-yi-6-(tetrahydro-
2H-pyran-4-yloxy)-1,3,5-triazin-2-yllphenyllurea

1-[4-(hydroxymethyl)phenyl]-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yioxy)-1,3,5-
triazin-2-yllphenylurea was prepared by the triphosgene procedure as described in example 1,
step 3. Product was purified by Gilson, HPLC. MS (ES1) m/z 506.6.

Example 63: Preparation of 1-(2-methylpyridin-4-yl)-3-{4-[4-morpholin-4-y|-6-(tetrahydro-2H-
pyran-4-yloxy)-1,3,5-triazin-2-yljphenyljurea

1-(2-methylpyridin-4-yi)-3-{4-j4-morpholin-4-yl-8-(tetrahydro-2H-pyran-4-yioxy}-1,3,5-triazin-2-
yllphenyljurea was prepared by the triphosgene procedure as described in example 1, step 3.
Product was purified by Gilson, HPLC. MS (ESH) m/z 491.5.

Example 64: Preparation of 1-[2-(methylamino)ethyl]-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-
pyran-4-yloxy)-1,3,5-triazin-2-yilphenyliurea

1-[2-(methylamino)ethyl}-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-
yllphenyllurea was prepared by the triphosgene procedure as described in example 1, step 3.
Product was purified by Gilson, HPLC. MS (ESI) m/z 457.54.

Example 65; Preparation of 1-(3-acetylphenyl)-3-{4-[4-morpholin-4-yi-6-(tetrahydro-2H-pyran-4-
yloxy)-1,3,5-triazin-2-yllphenylurea

1-(3-acetylphenyl)-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-
ylphenyllurea was prepared by reacting the 4-[4-morpholin-4-yi-6-({tetrahydro-2H-pyran-4-
yloxy)-1,3,5-triazin-2-yljaniline and the corresponding 3-acetylisocyanate. Product was purified
by Gilson, HPLC. MS (ESI) m/z 518.58.

Example 86: Preparation of 1-[4-(dimethylamino)phenyl]-3-{4-[4-morpholin-4-yi-6-{tetrahydro-
2H-pyran-4-yloxy}-1,3,5-triazin-2-yi]phenyllurea

1-[4-(dimethylamino }phenyl]-3-{4-{4-morpholin-4-yl-6-(tetrahydro-2M-pyran-4-yioxy)-1,3,5-
triazin-2-yilphenyljurea was prepared by reacting the 4-[4-morpholin-4-yl-6-(tetrahydro-2H-
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pyran-4-yloxy)-1,3,5-triazin-2-yljaniline and the corresponding 4-(N,N-dimethyl
amino)phenylisocyanate. Product was purified by Gilson, HPLC. MS (ESIH) m/z 519.61.

Example 67: Preparation of 4-[3-{4-(4, 6-dimerpholing-1,3,5-triazin-2yl)phenyljureido]benzoic
acid

To a stirred mixture of methyl 4-(3-(4-(4,6-dimorphoiinc-1,3,5-triazin-2-
ylyphenyl)ureido)benzoate (1.4 g, 2.69 mmol), THF (10 mL), MeOH (5 mL) and H20 ( 2.5 mL})
was added LIOH.H20 (339 mg, 8.07 mmol) then heated under reflux for 8 hrs. Concentrated
and added H20 (5 mL) then acidified with 2N HCI. The solid was filtered washed with H20 and
dried to give the product as a tan solid {1.3 g, 96% vield); MS (ESI) m/z = 506.3

Example 68: Preparation of N-(2-(dimethylaminolethyl}-4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-
2-yliphenyhureido)benzamide

To a stirred solution of 4-{3-{4-(4,6-dimorpholino-1,3 5-triazin-2yl)phenyllureido}benzoic acid
(150 mg; 0.287 mmal), Hunig's base (303 pl, 1.782 mmol), HBTU { 563 mg, 1.485 mmol) in 2
mL of NMP was stirred for 1 hr. at room temperature and added N’,N'-dimethylethane-1,2-
diamine (130 ul, 1.188 mmol) then stirred overnight. Added CH,Cl; (40 mL) and washed with
sat. NaHCQ3 and H20. Concentrated and purified by silica gel chromatography
CH2Ch:MeOH:7N NH3 in MeOH (10:1:0.22) to give the product as a white solid (98 mg, 57%
yield); MS (ESI) m/z = 576.4.

Example 68: Preparation N-(2-(dimethylamino)sthy!}-4-(3-(4-(4,8-dimorpholino-1,3,5-triazin-2-
yhphenyhureidobenzamide as an HCI salt

To the N-{2-(dimethylamino)ethyl}-4-(3-{4-{4,6-dimorpholino-1,3,5-triazin-2-
yl)phenyl)ureido}benzamide (72 mg, 0.125 mmol) and MeOH (1 mL) was added 4N HCl in
dioxane (1 mL) and stirred for 3 hrs. The solid was filtered and washed with ether to give the
product as a white soiid (73 mg, yield= 95%); MS (ESI} m/z = 576.4.

Example 69: Preparation of 1-{4-(4,6-dimorpholino-1,3,5-triazin-2-yh)phenyl)-3-(4-(4-
methylpiperazine-1-carbonyljphenyliurea hydrochioride

To a stirred solution of 4-(3-{4-{4,6-dimorpholino-1,3,5-triazin-2yl)phenylureido)benzoic acid

{150 mg; 0.287 mmol), Hunig’s base (303 pL, 1.782 mmo!), HBTU ( 563 mg, 1.485 mmol}in 2
mL of NMP was reacted according to example 68 with 1-methyipiperazine (132 ul, 1.188
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mmot) to give 1-(4-(4,6-dimorphotino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-methylpiperazine-1-
carbonyl)phenyl)urea as a white solid {95 mg, 54% yield); MS (ESI) m/z = 588.4.

To a 1-{4-{4,8-dimorpholing-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-methylpiperazine- 1-
carbonyliphenyljurea (70 mg, 0.119 mmol) and MeOH (1 mL) was added 4N HCl in Dioxane {1
mL.), stirred for 3 hrs. The solid was filtered and washed with ether to give the product as a white
solid {74 mg, yield= 100%).

Example 70: Preparation of 4-(3-(4-{4,6-dimorpholino-1,3,5-triazin-2-yl)phenylureido)}-N-
methylbenzamide

To the stirred solution of 4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2yl)phenylureido }benzoic acid
(150 mg; 0.297 mmol), Hunig’s base (303 ulL, 1.782 mmol), HBTU { 563 mg, 1.485 mmol}in 2
mL of NMP was reacted according to example 68 with methylamine (594 pl, 2M solution. in
THF) to give the product as a white solid (118 mg, 77% vield), M3 (ESl) m/z = 519.3.

Example 71: Preparation of N-(2-(dimethylamino)ethyl}-4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-
2-ylphenylureido)-N-methylbenzamide hydrochioride

To the stirred solution of 4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2yl)phenyl)ureido)benzoic acid
(150 mg; 0.297 mmol), Hunig's base (303 uk, 1.782 mmol), HBTU ( 563 mg, 1.485 mmol) in 2
mL of NMP was reacted according to example 68 with N1,N1,N2-trimethylethane-1,2-diamine
(154 b, 1.188 mmol) to give N-(2-(dimethylamino)ethyl)}-4-(3-(4-(4, 6-dimorpholing-1,3,5-triazin-
2-yl)phenyl)ureido}-N-methytbenzamide as a white solid (88mg, 50% yield); MS (ES!y m/z =
590.2.

To the N-{2-(dimethylamino)ethyl)-4-(3-(4-{4,6-dirnorpholino-1,3,5-triazin-2-yl)phenyl)ureido)-N-

methylbenzamide (55 mg, 0.127 mmol) and MeOH (1 mL) was added 4N HCI in Dioxane {1 ml.)
and stirred for 3 hrs. The solid was filtered and washed with ether to give the product as a white
solid {70 mg, yield= 88%).

Example 72: Preparation of 1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
morphaolinopiperidine-1-carbonyllphenyl)urea

To the stirred solution of 4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2yl)phenyl)ureido)benzoic acid

{50 mg; 0.099 mmol}, Hunig's base {103 uk, 0.584 mmol), HBTU ( 188 mg, 0.495 mmol)in 1 mbL
of NMP was reacted according to example 68 with 4-(piperidin-4-yl)morpholine (67 mg, 0.396
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mmol). Evaporated the solvent and purified by HPLC to give the product (40.1 mg, 62% yield);
MS (ESI) miz = 658.7

Example 73: Preparation of 4-(3-(4-(4,6-dimorpholine-1,3,5-triazin-2-yl)phenyljureido)-N-
(quinuclidin-3-yl)benzamide

To the solution of 4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2yl)phenyhureido)benzoic acid (50 mg;
0.099 mmol), Hunig’s base {103 uL, 0.584 mmol), HBTU ( 188 mg, 0.495 mmol} in 2 mL of NMP
was reacted according to according {o example 68 with quinuchidin-3-amine (72 mg, 0.396
mmol). Evaporated the solvent and purified by HPLC to give the product (24.3 mg, 40% yield);
MS (ESI) m/z = 614.7

Example 74: Preparation of 1-{4-(4,8-dimorpholing-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-(pyrrolidin-
1-yl)piperidine-1-carbonyl)phenyl)urea

To the solution of 4-(3-(4-(4,6-dimorpholino-1 ,3,5-triazin—2y!)pheny!)ureido)benioic acid {50 mg;
0.099 mmol), Hunig’s base (103 ul, 0.594 mmol), HBTU ( 188 mg, 0.495 mmol) in 2 mL of NMP
was reacted according to example 68 with 4-{1-pyrrolidinylipiperidine (61 mg, 0.396 mmol).
Evaporated the solvent and purified by HPLC to give the product as a white solid (37 mg, 58%
yield); MS (ES!) m/z = 642.7

Example 75: Preparation of 1-(4-(1,4"-bipiperidine-1'-carbonyl)phenyl)-3-(4-(4,6-dimorpholino-
1,3, 5-triazin-2-yl)phenylurea

To the solution of 4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2yi)phenylureido benzoic acid (50 mg;
0.088 mmol), Hunig's base (103 pl, 0.584 mmol), HBTU ( 188 mq, 0.485 mmol) in 2 mL of NMP
was reacied according to exampie 68 with 1,4-bipiperidine (67 mg, 0.396 mmol). Evaporated
the solvent and purified by HPL.C to give the product as a white solid (39 mg, 60% yield); MS
(ES1) m/z = 656 8.

Example 76. Preparation of 1-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl}-3-(4-(4,6-
dimorpholing-1,3,5-triazin-2-yl)phenyl)urea

To the solution of 4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2yl)phenyl)ureido)benzoic acid {50 mg;
0.099 mmol), Hunig’s base (103 pl., 0.594 mmol}), HBTU ( 188 mg, 0.495 mmol) in 2 mL of NMP
was reacted according to example 68 with N,N-dimethylpiperidin-4-amine (51 mg, 0.396 mmol).
Evaporated the solvent and purified by HPLC 1o give the product (30.6 mg, 52% yield); MS
(ESI) miz = 616.7
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Example 77: Preparation of 1-(4-(4,6-dimorphoiino-1,3,5-triazin-2-yi)phenyl}-3-(4-(piperazine-1-
carbonyliphenyljurea

To the solution of 4-(3-(4-(4,6-dimorpholino-1,3, 5-triazin-2yl)phenyl}ureido)benzoic acid (50 mg;
0.099 mmol), Hunig's base {103 pL, 0.594 mmol), HBTU ( 188 mg, 0.485 mmol) in 2 mL of NMP
was reacted according to example 68 with piperazine (34 mg, 0.396 mmol). Evaporated the
solvent and purified by HPLC to give the product (17.2 mg, 30% yield); MS (ES!) m/z = 573.6

Example 78: Preparation of 1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(2-(pyridin-2-
yhacetyl)phenyljurea

To the solution of 4-(3-(4-(4,8-dimorpholing-1,3,5-triazin-2yl)phenyhureido)benzoic acid (50 mg;
0.099 mmol), Hunig’s hase (103 ub, 0.594 mmol), HBTU ( 188 mg, 0.495 mmol) in 2 mL of NMP
was reacted according fo example 68 with pyridin-2-ylmethanamine (43 mg, 0.396 mmol).

Evaporated the solvent and purified by HPLC to give the product (9 mg, 15% yield); MS (ESI)
m/z = 596.6.

Preparation of 3-(4,6-dichloro-1,3,5-triazin-2-yl}-8-oxa-3-azabicyclo[3.2.1]octane

To a solution of cyanuric chloride (2.00 g, 10.85 mmoles} in acetone (20 mL) and water (10 mL.)
at 0 °C was added a solution of 8-oxa-3-azabicycio[3.2.1Joctane hydrochloride (1.46 g, 976
mmoles) in saturated agueous NaHCO3 (25 mL) and acetone (25 mL) via addition funnel over
15 minutes. The reaction was stirred at 0 °C for 2 hours, then filtered to coliect a white
precipitate. The precipitate was washed with water (25 mL) and dried. The crude product was
purified by coiumn chromatography (30:70 ethyl acetate in hexanes) to provide 3-(4,6-dichloro-
1,3,5-triazin-2-y1)-8-oxa-3-azabicycio[3.2. 1loctane (1.55 g) as a white solid.

Procedure to prepare 3-(4-chloro-6-(substituted amino)-1,3,5-triazin-2-y)-8-0xa-3-
azabicyclof3.2.1]octane:;

To a solution of 3-(4,6-dichloro-1,3,5-triazin-2-y}-8-oxa-3-azabicyclo[3.2. 1]Joctane (0.085 g, 0.33
mmoies) and Na2CQ0O3 (0.041 g, 0.3% mmoles) in acetone (1 mL) and water {1 mL) was added
the desired amine (0.36 mmoies). The solution was heated to 55 °C and stirred for 2 hours then
concentrated to provide crude amino-triazine, which was used directly without purification.
Following this procedure, the following compounds were prepared.

3-{4-chioro-6-{piperidin-1-yl)-1,3,5-triazin-2-yi}-8-0xa-3-azabicyclo[3.2. 1joctane;
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(310.3, M+H)
3-{4-chloro-6-(pyrrolidin-1-yl}-1,3,5-triazin-2-yl)-8-oxa-3-azabicyclo[3.2. 1joctane
(296.3, M+H)

t-butyl 2-(4-(8-oxa-3-azabicyclo[3.2.1joctan-3-yl}-6-chloro-1,3,5-triazin-2-
ylamino)ethylcarbamate

{385.3, M+H)

2-(4-{8-oxa-3-azabicyclo[3.2. 1loctan-3-yi)-6-chloro-1,3, 5-triazin-2-ylamino}ethanol
(286.3, M+H)

4-(8-oxa-3-azabicyclo{3.2. 1Joctan-3-yl)-6-chloro-N-phenyl-1,3,5-triazin-2-amine
(318.3, M+H)

4-(8-oxa-3-azabicyclo][3.2. 1]octan-3-yi}-B-chloro-N-cyclohexyl-1,3,5-triazin-2-amine
(324.3, M+H)

t-butyl 3-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yl)-8-chioro-1,3,5-triazin-2-ylamino)azetidine-1-
carboxylate

(397.3, M+H)

Method to prepare 4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yl)-6-(substituted amino)-1,3,5-triazin-
2-yhaniline

A suspension of bis-amino triazine chloride (0.33 mmoles) in toluene (2 mL), ethanol (2 mL),
and 2M agueous Na2CO3 (0.700 mL) in a microwave via! was sparged with N2 for & minutes.
Pd(PPh3)4 (0.021 mgs, 0.018 mmoles) and 4-aminophenyiboronic acid pinacol ester (0.094
mgs, 0.43 mmoles) were added and the vial was sealed and heated to 110 °C for 1 hour. The
mixture was cooled and filtered through Celite™. The filter cake was washed with ethyl acetate
and the filirate was washed with brine, dried, and concentrated. The crude material was purified

by HPLC (Waters system, 5-70 % CH3CN in H20 w/ 0.05% NH40H) to provide the aryl-
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substituted triazine compounds. Foliowing this procedure, the following compounds were
prepared.

4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yi)-6-(piperidin-1-yl)-1,3,5-triazin-2-yl)aniline
(367.4, M+H)
4-(4-(8-oxa-3-azabicycio[3.2.1]octan-3-y1)-6-(pyrrolidin-1-y)-1,3,b5-triazin-2-yl}aniline
(353.3, M+H)

2-{4-{4-aminopheny!)-6-(8-oxa-3-azabicyclo[3.2. 1]octan-3-y1)-1,3,5-triazin-2-ylaminojethanol,
(343.3, M+H)

4-(4-aminophenyl}-6-(8-oxa-3-azabicyclo[3.2.1Joctan-3-yi)-N-phenyi-1,3,5-tfriazin-2-amine;
(375.3, M+H)

4-(4-aminophenyi)-6-(B-oxa-3-azabicyclo|3.2.1]octan-3-y)-N-cyclohexyl-1,3,5-triazin-2-amine;
(381.4, M+H)

t-butyl 3-(4-(4-aminophenyl)-6-(8-oxa-3-azabicyclo[3.2. 1Joctan-3-y1}-1,3,5-tfriazin-2-
ylamino)azetidine-1-carboxylate; (454.4, M+H).

Procedure to prepare 1-(4-(4-(8-oxa-3-azabicyclo]3.2.1]octan-3-yl)-6-(substituted amino)-1,3,5-
triazin-2-yl)pheny!)-3-(pyridin-4-yhurea:

A solution of triphosgene (0.034 mgs, 0.114 mmoles) in CH.CI; {1 mL) was prepared. A solution
of the desired triazine aniline derivative {0.23 mmoles) in CH,Cl; (1 mL) and triethylamine
{0.095 mL, 0.68 mmoles) was added and the reaction was allowed to stir at room temperature
for 15 minutes. A solution of 4-aminopyridine {0.043 mgs, 0.46 mmoles) in THF (1 mL) was then
added and the solution was stirred at room temperature for 3 hours, then concentrated and
purified by HPLC (Waters system, 5-70 % CH3CN in H20 w/ 0.05% NH40OH) to provide the 1-
{4-{4-(8-oxa-3-azabicyclo[3.2.1]Joctan-3-yl)-6-(substituted amino)-1,3,5-triazin-2-yl)phenyl)-3-
(pyridin-4-yljurea derivatives. The following compounds were prepared by this procedure:

Example 79: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo[3.2. 1Joctan-3-yl}-6-(piperidin-1-yl)-
1,3,5-triazin-2-yl)pheny)-3-(pyridin-4-yljurea; 487.2, M+H.
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Exampie 80: Preparation of1-(4-(4-(8-oxa-3-azabicyclo][3.2. 1]Joctan-3-y}-6-(pyrrolidin-1-yl)-
1,3,5-triazin-2-yliphenyi)}-3-(pyridin-4-yurea; 474.2, M+H.

Example 81: Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{4-(1-
hydroxyethyl)phenyljurea

To a stirred mixture of 4-(4 8-dimorpholin-4-yl-1,3,5-triazin-2-yhaniline {0.140, 0.40 mmoles) in
methylene chioride at 0 oC was added triphosgene (0.25, 0.84 mmoles) and Et3N { 3 mL). The
reaction mixture was stirred for 20 minutes at 0 oC. Then 1-(4-aminophenylethanol {(0.10 g,
0.73 mmoles) was added to the mixture. The reaction mixture was stirred for about 16 hours at
room temperature. The solvent was removed. The residue was dissolved in DMSO and place at
HPLC using acetonitrile buffer TFA o give 48 mg (24 % ) of [4-(4,6-dimorpholin-4-yi-1,3,5-
triazin-2-yl)phenyl}-3-[4-( 1-hydroxyethyl)phenyljurea. M+H 506.4.

Example 82: Preparation of 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-(2-
methylpyridin-4-yljurea

' Starting from 4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yHaniline (0.140, 0.40 mmotes) and 2-

methyl-4-aminopyridine (80 mg, 0.73 mmol) and following the procedure as outlined in

Example 81, 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-{2-methyipyridin-4-yl)urea
was isolated by HPLC purification. Yield: 60 mg, 27%; MS (ESI) m/z = 477.3.

Example 83: Preparation of 1-{4-(4,6-dimorpholin-4-yl-1,3,5-friazin-2-yl)phenyi]-3-[4-
(hydroxymethyl)phenyllurea

Starting from 4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yhaniline (0.140, 0.40 mmoles) and 4-
aminophenyimethanol (100 mg, 0.81 mmol} and foliowing the procedure described in

example 81, 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-[4- (hydroxymethyl)-
phenyljurea was isolated by HPLC purification. Yield: 58 mg, 26%; MS (ESI) m/z = 492.3.

Example 84: Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-14-
hydroxyphenyl]urea

Starting from 4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)aniline {(0.140, 0.40 mmoles) and 4-
aminophenol (89 mg, 0.81 mmol) and following the procedure as outlined in
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example 81, 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-{4- hydroxyphenyljurea was
isolated by HPL.C purification. Yield: 62 mg, 16%; MS (ESI) m/z = 478.2.

Example 85: Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-
{trifluoromethyl)phenylurea

Starting from 4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)aniline (0.140, 0.40 mmoles) and 4-
trifluoromethylaniiine (100 mg, 0.62 mmo!) and following the procedure as outlined in example
81, 1-[4-(4 6-dimorpholin-4-yi- 1,3, 5-triazin-2-yl)phenyi}-3-[4- (trifluoromethyliphenyllurea was
isolated by HPLC purification. Yield: 25 mg, 13%; MS (ESI) m/z = 430.2.

Example 86: Preparation of 1-{4-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-yt)pheny!]-3-{4-[2,2,2-
trifluoro-1- hydroxy-1-(trifluoromethyl)ethyl]phenyiiurea

Starting from 4-{4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)aniline (0.140, 0.40 mmoles) and 4-
trifluoromethylaniline {140 mg, 0.40 mmgol) and following the procedure as outlined in example
81, 1-[4-(4,8-dimorpholin-4-yl-1,3 5-triazin-2-yl)phenyl}-3-{4-[2,2, 2-frifluoro-1- hydroxy-1-
(trifluoromethyhethyl]phenyliurea was isolated by HPL.C purification. Yield: 40 mg, 16%; MS
(ESI) m/z = 628.3.

Exampie 87: Preparation of 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyi]-3-[5-
{trifluoromethyl)pyridin-2-yljurea

Starting from 4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-ybaniline (0.160, 0.47 mmoles) and 2-
amino-5-trifluorophenylipyridine (100 mg, 0.61 mmaol) and foliowing the procedure as outlined in
example 81, 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-[5- (trifluoromethyl)pyridin-2-
yllurea was isolated by HPLC purification. Yield: 10 mg, 4.1%; MS (ESI) m/z = 531.3.

Example 88: Preparation of 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-{3-(1-
hydroxyethyliphenyllurea

Starting from 4-(4,6-dimorpholin-4-yl-1,3, 5-triazin-2-ylyaniline (0.160, 0.47 mmoles) and 1-(3-
aminophenybethanot {100 mg, 0.73 mmoles)and foliowing the procedure as outlined in
example 81, 1-[4-(4, 6-dimorpholin-4-yl-1,3,5-triazin-2-yl}phenyl]-3-[3-( 1~
hydroxyethyliphenyljurea was isolated by HPLC purification. Yield: 10 mg, 4.1%,; MS (ESl)y m/z
=531.3.
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Example 89: Preparation of 1-{4-{4-[(3S)-3-methyimorpholin-4-ylj-6-morpholin-4-y}-1,3,5-triazin-
2-yliphenyl)-3-pyridin-4-ylurea

Step 1: Preparation of 2-chioro-4-[{33)-3-methylmorpholin-4-yl}-6-morphoiin-4-yl-1,3,5-triazine:

To a stirred solution of dichoromonomorpholino derivative of 1,3,5-trazine (2.0 g, 8.5 mmoles)
in methyiene chioride 200 ml., was added 33-3-methylimorpholine (0.85 g, 8.5 mmoles)
combined with two equivalents of triethylamine 1.7 mL dropwise manner. After the addition
reaction mixture was stirred at room temperature for 3 hours and quenched with water. The
aqueous layer was washed well with water; dried over anhydrous MgS0, and filtered. The
solvent was evaporated and the residue obtained was triturated with diethyl ether/ hexane (1:1)
and filtered. The solid was used without further purification. (1.0 g, 40% yield). M+H 357 3.

StepZ2 : Preparation of 4-{4-{(38)-3-methylmorpholin-4-yl]-6-morpholin-4-yl-1,3 5-triazin-2-
yl}aniline:

A mixture of 2-chloro-4-{(35)-3-methyimorpholin-4-yl}-6-morpholin-4-yi-1,3,5-triazine

(1.26, 4.2 mmol), sodium carbonate solution ( 2M, 2 mL), tetrakis palladium triphenylphosphine
70 mg (catalytic amount) and 4-aminophenyl boronic pinacol ester (1.37 g, 6.3 mmoles) in DME
(100 mL) was heated to reflux for 24 hours. The soivent was evaporated, the residue was re-
dissclved in methylene chloride and filtered through Celite™. The solvent was evaporated and
the residue was chromatographed on silica gel eluting with first 26/4 hexanes/ethyl acetate then
increased to 1/1 hexanes ethyl acetate to give 1.0 of 4-{4-[(38)-3-methylmorpholin-4-yl]-6-
morphoiin-4-yl-1,3,5-triazin-2-yl}aniline (71% yield); M+H 357 .2.

Step 3: Preparation of 1-(4-{4-[(38)-3-methyimorpholin-4-yl]-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyl)-3-pyridin-4-ylurea:

Starting from 4-{4-[(35)-3-methyimorpholin-4-yl]-6-morpholin-4-yl-1,3,5-triazin-2-yl}aniline
(0.160, 0.44 mmoles) and 4-aminopyridine (100 mg, 1.06 mmoles)and following the procedure
as outlined in exampie 81, 1-(4-{4-[{38)-3-methyimorpholin-4-yi}-6-morpholin-4-yi-1,3,5-triazin-
2-yl}phenyl)-3-pyridin-4-yiurea was isolated by HPLC puriication. Yield: 125 mg, 60%; MS (ES])
m/z 477.3.

Example 90: Preparation of 1-{4-(2-hydroxyethyl)phenyl}-3-(4-{4-[(35)-3-methylmorpholin-4-yl}-
6-morpholin- 4-yl-1,3,5-triazin-2-yl}phenyljurea
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Starting from 4-{4-[(33)-3-methyimorpholin-4-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}aniiine
{0.160, 0.44 mmoles) and 4-(1-hydroxyethylaniline (137 mg, 1 mmole)and following the
procedure described in example 81, 1-{4-(2-hydroxyethyl)phenyl]-3-(4-{4-{(35)-3-
methylmorpholin-4-yi}-6-morpholin- 4-yi-1,3,5-triazin-2-yl}phenyl)urea was isolated by HPLC
purification. Yield: 125 mg, 60%; MS (ES1) m/z 519.6

Example 91: Preparation of 1-{4-(2-hydroxymethyll)phenyl]-3-(4-{4-{{35)-3-methyimorpholin-4-
yi]-6-morpholin- 4-yl-1,3,5-triazin-2-yl}phenyl)urea

Starting from 4-{4-[(3S)-3-methylmorpholin-4-yl]-6-morpholin-4-yl-1,3,5-triazin-2-yl}aniline
{0.160, 0.44 mmoles) and 4-aminophenylimethancl (0.10 g, 0.81 mmoies} and foliowing the
procedure as outlined in example 81, 1-[4-(2-hydroxymethyil)phenyl]-3-(4-{4-{(35)-3-
methylmorpholin-4-yi]-6-morpholin- 4-yl-1,3,5-triazin-2-yl}phenyljurea was isolated by HPLC
purification. Yield: 55 mg, 16%; MS (ESI) m/z 506.3.

Example 92: Preparation of 1-(4-{4-[{38)-3-methylmorpholin-4-yi}-6-morpholin-4-yi-1,3 5-triazin-
2-ylipheny!)-3-(2-methyipyridin-4-ylurea

Starting from 4-{4-{(38)-3-methylmorpholin-4-yi]-6-morpholin-4-yl-1,3,5-triazin-2-yl}aniline
(0.160, 0.44 mmoles) and 2-methyl-4-aminopyridine (0.10 g, 0.92 mmoles) and following the
procedure as outlined in example 81, 1-(4-{4-[(38)-3-methyimorpholin-4-ylj-6-morpholin-4-yl-
1,3.5-trigzin-2-y}phenyl)-3-(2-methylpyridin-4-ylurea was isolated by MPLC purification. Yieid:
75 mg, 36%; MS (ESI) m/z 491.3.

Example 93: Preparation of 1-[4-(1-hydroxyethyl)phenyl]-3-(4-{4-[{38)-3-methyimorpholin-4-yi]-
8-morpholin-4-yi-1,3,5-triazin-2-yliphenyhurea

Starting from 4-{4-[(338)-3-methyimorpholin-4-yi}-6-morpholin-4-yl-1,3,5-triazin-2-yl}aniline
{0.160, 0.44 mmoies) and 1-(4-aminophenyl)ethanol (126 mg , 0.92 mmoles) and following the
procedure as outiined in example 81, 1-[4-(1-hydroxyethyl)phenyl}-3-{4-{4-[(35)-3-
methylmorpholin-4-yf]-6-morpholin-4-yl-1,3,5-triazin-2-yi}phenyijurea was isolated by HPLC
purification. MS (ESH m/z 519.6.

Example 94: Preparation of 1-[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-
pyridin-4-ylurea

Step 1: To a stirred solution of isopropanot (250 mg, 4.1 mmol) in dry THF {50 ml) at 78 oC, n-
butyllithium (2.6 mi, 1.6 mol solution) was slowly added. The reaction mixture was stirred for 30
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minutes and a solution of 2,4-dichlorg-6-morpholin-4-y!{-[1,3,5]triazine (1.00 g. 4.25 mmol) in
THF was added to the solution. The reaction mixture was stirred at room temperature for 24

hours and quenched with water and extracted with DCM. The crude product obtained was taken
to next step without purification.

Step 2: A mixture of (crude) 4-(chloro-6-isopropoxyl-1,2 3-triazin-2yl)morpholine of (2.91 g,
11.27 mmol) 4-amino-phenylboronic acid pinacol ester (3.59 g, 16.4 mmoles) , tetrakis
palladium triphenylphosphine (120 mg catalytic amount) and sodium carbonate solution ( 2M, 2
ml.) was refluxed in DME (100 mL) for 24 hours. The solvent was removed and the residue was
re-dissolved in methylene chioride and filtered through Celite™. The solvent was evaporated
and the residue was chromatographed on silica gel eluting with first 26:4 hexane:ethyl acetate
then increased to 1/1 hexanes ethyl acetate to give 0.65 g (yield 18%) of 4-(4-isopropoxy-6-
morpholino-1,3,5-triazin-2-yl)aniline. M+H 316.3.

Step 3: Starting from 4-(4-isopropoxy-6-morpholinc-1,3,5-triazin-2-yhaniline {0.140, 0.44
mmoles) and 4-aminopyridine {100 mg , 1.06 mmoles) and following the procedure as outlined
in example 81, 1-[4-(4-isopropoxy-6-morpholin-4-yi-1,3,5-triazin-2-yliphenyl]-3-pyridin-4-ylurea
was isolated by HPLC purification..Yield: 15 mg, 7.8%; MS (ESI) m/z = 436.3.

Example 95: Preparation of methyl 4-({[4-(4-isopropoxy-6-morpholin-4-yi-1,3,5-triazin-2-
yhphenyllcarbamoyllamino)benzoate

A mixture of 4-{4-isopropoxy-6-morpholino-1,3,5-triazin-2-yl)aniiine (1.3 g, 4.1 mmol},
trigthylamine (2 ml) and 4-carbomethoxy-phenylisocyanate (1451 mg, 8.2 mmol) was stirred for
48 hours and guenched with water and washed well. The organic layer was dried and filtered. it
was concentrated and purified by column chromatography by eluting it initially with 10% ethyl
acetate: hexane and latter with 40% ethyl acetate:hexane. White solid; 600 mg, 30%; MS (ESI)
m/z 492 5.

Example 96: Preparation of 1-{4-(4-isopropoxy-6-morpholin-4-yk-1,3,5-triazin-2-yl)phenyl}-3-{4~
[(4-methylipiperazin-1-yhcarbonyljphenyllurea

Starting from methyl 4-({[4-(4-isopropoxy-6-morpholin-4-yi-1,3.5-triazin-2-yphenyl]
carbamoyl}amino)benzoic acid (160 mg, 0.33 mmol) and 4-methylpiperazine following the
procedure as outlined in Experimental 71, 80 mg (44% Yieid) of the titied compound was
isolated as white solid. MS (ESI) m/z 281.2.
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Exampie 97: Preparation of 4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-
yi)phenyllcarbamoyllamino}-N-(1-methylpiperidin-4-yiYbenzamide

Starting from methy! 4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}
carbamoyflamino)benzoic acid {200 mg, 0.42 mmol) and 4-amino-1-methylpiperidine following
the procedure as outlined in Experimental 71, 65 mg (27% Yield) of the titled compound was
isolated as white solid. MS (ES!) m/z 574 .68.

Example 98: Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-(1-
methylpiperidin-4-yl)urea

Starting from 4-{4,6-dimorpholin-4-yl-1,3,5-triazin-2-ylaniline (140 mg 0.40 mmoles) and 4-
amino-1-methylpiperidine (70 mg, 0.62 mmol) and following the procedure as outiined in

example 1, step 3, 20 mg (10 % Yield) of the final compound was isolated as a solid. MS {E31)
m/z = 483.4

Example 99: Preparation of 1-(4-{4-[(35)-3-methyimorpholin-4-yi}-6-morphoiin-4-yi-1,3,5-triazin-
2-ylipheny!)-3-(1-methylpiperidin-4-ylurea

Starting from 4-{4-[(38)-3-methyimorpholin-4-yi}-6-morphoiin-4-yl-1,3,5-triazin-2-yilaniline
(0.140, 0.32 mmoles) and 4-amino-1-methylpiperidine (70 mg, 0.62 mmol) and following the
procedure as outlined in example 81, the titled product was prepared and purified by HPLC.
Yield: 120 mg, 40%; 497 4.

Example 100; Preparation of 1-{4-14-(3,6-Dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-[1,3 5ltriazin-
2-yl-phenyi}-3-pyridin-4-yl-urea

Step 1: Preparation of 2-Chloro-4-(3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-[1,3,5ltriazine:

in a three necked flask under nitrogen equipped was dissolved 2,4-dichloro-8-morpholin-4-yl-
[1,3,5triazine {610 mg, 2.6 mmol), tributyldinydropyranyistanane (1.45 g, 3.8% mmol, 1.5 eq),
and (PhsP),PdCl (150 mg, 0.21 mmoi, 0.1eq) in anhydrous dioxan (5 ml}. The reaction mixture
was heated under stirring to 80 oC for 16 hrs. For purification silica gel (10 g ) was added to the
mixture and the solvent was removed to Iet the product adsorbed on the silica gel. The silica gel
plug was placed on a column and the mixture was flash chromatographed with hexane:ethyi
acetate (10:1) to give after removal solvent the product as off white solid (345 mg = 47% yield);
MS (ESI) m/z 281.
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Step 2: Preparation of 4-[4-(3,6-Dihydro-2H-pyran-4-yl}-6-morpholin-4-yl-{1,3,5}triazin-2-yi]-
phenylamine:

To a microwave processing tube was added dimethoxyethane (4 mL), aqueous Na,COs; (2
molar)(1 mL., 2 mmol, 2 eq), (PhsP)Pd (101 mg, 0.088 mmol), 4-anilinoboronic acid or ester
(681 mg, 2.65 mmol, 1.5 eq) and the 2-chioro-4-(3,6-dihydro-2H-pyran-4-yi}-6-morphoiin-4-yl-
[1,3,5]triazine {500 mg, 1.76 mmol) and the vessel was sealed. The mixture was heated to 140
°C for 60 minutes. The solvents were distilled and the crude compound was purified by silica gel
chromatography using CH.Cl,/ethyl acetate (10:1) and later CH,Clz/MeOH/NH3 (20:1:0.1) to
give the product as a off-white solid (520 mg, 87 % vield); MS (ESI) m/z 340.2

Step 3: Preparation of 1-{4-{4-(3,6-Dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-{1,3,b]triazin-2-yl]-
phenyl}-3-pyridin-4-yi-urea:

To a stirred solution of triphosgene (140 mg, 0.47 mmol) in CH:Cl; (6 mL.) was added 4-[4-(3,6-
dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-[1,3,5}triazin-2-yi}-phenylamine (200 mg, 0.59 mmol}) at
25 oC. The reaction mixture was stirred for 15 min and 4-aminopyridine (166 mg, 1.77 mmol)
and NEt; (814 uL, 5.89 mmol) were added and the reaction mixture was stirred for additional
1hr. The solvents were distilled and the crude mixture was purified by semi-prep-HPLC (TFA-
method) to give 1-{4-[4~(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yl-[1,3,5ltriazin-2-yl}-phenyi}-
3-pyridin-4-yl-urea (75 mq, 22 % vyield); MS (ESI) m/z 460

Example 101: Preparation of 1-{4-[4-Morpholin-4-yl-6-(tetrahydro-pyran-4-yl}-[1,3,5}triazin-2-yl}-
phenyl}-3-pyridin-4-yl-urea

1-{4-]4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yl-[1, 3,b]triazin-2-yi]-phenyl}-3-pyridin-4-yl-
urea {130 mg, 0.28 mmol) and Pd-C (10%, wet) (113 mg) were suspended in
methanol/THF/CH.CI, (4:1:1) {30mL) and hydrogenated (at 1 atm pressure) for 3h. After
completion, the catalyst was removed by filtration over Celite™ and the solvents were removed
in vacuo to obtain the crude product, which was purified by semi-prep-HPLC (TFA-method), to
give (32mg=20%yield) of 1-{4-[4-Morpholin-4-yl-6-{tetrahydro-pyran-4-yl)-{1,3,5]triazin-2-yi]-
phenyl}-3-pyridin-4-yl-urea; MS (ESI) m/z 462.

Exampie 102: Preparation of 1-{4-[4-(8-methyl-8-aza-bicycio]3.2.1]joct-3-yloxy)-6-morphoiin-4-
yi-[1,3 5]triazin-2-y[]-phenyl}-3-pyridin-4-yl-urea

Step 1: Preparation of 3-{4-Chioro-6-morpholin-4-yi-[1,3,5ltriazin-2-yloxy)-8-methyl-8-aza-
bicycle[3.2.1Jociane:
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in a three neck flask equipped with stirring bar under N, atmosphere tropine (1g, 4.24 mmol)
was suspended in (anhydrous) THF (15 mL). The mixture was cooled to —78 °C and BuLi (2M in
THF) (5.53 ml, 1.2 eq) was added dropwise and the mixture was allowed to warm to 25 °C over
30 minutes. To the reaction mixture 2, 4,-dichioro-6-morpholin-4-yi-[1,3 Sltriazine (996 mg, 4,24,
mmoie) was added and allowed to stir overnight. For work up, ether(100 mL) was added. The
organic layer was washed with water (20 mL ) and brine (20 mL.) and dried over MgSQ,. filtered
and the solvents were removed to obtain a colorless oil. Further purification by flash-
chromatography using CH,Cl/MeCOH/NH3 {15:1:0.1) gave the product as white solid (600mg,
42% yield); MS (ES!} m/z 340

Step 2: Preparation of 4-[4-(B-Methyl-B-aza-bicyclo[3.2. 1}oct-3-yloxy)}-6-morpholin-4-y!-
[1,3,5}triazin-2-yl}-phenylamine:

To a microwave processing tube was added dimethoxyethane (4 mL), aqueous Na2CO3 (2
molar)}(1 mL, 2 mmol, 2 eq), (Ph3P)4Pd (85 mg, 0.074 mmol), 4-(4,4,5 5-tetramethyl-
[1,3,2]dioxaborolan-2-yl)-phenylamine (482 mg, 2.21 mmol, 1.5 eq) and the 3-(4-chioro-6-
morpholin-4-yI-[1,3,5]triazin-2-yloxy8-methyl-8-aza-bicyclo[3.2. 1joctane (500 mg, 1.47 mmol)
and the vessel was sealed. The mixture was heated to 140 oC for 60 minutes. The solvents
waere distilled and the crude compound was purified by silica gel chromatography using
CH.Clofethyl acetate {10:1) and later with CHyClo/MeCGH/NHS (10:1:0.1) to give the product as
an off-white sofid (300mg, 51 % yield); MS (ES!) m/z 369.

Step 3: Preparation of 1-{4-[4-(8-methyl-8-aza-bicyclo[3.2.1]oct-3-yloxy)-6-morpholin-4-yi-
{1,3.5}riazin-2-yi}-phenyl}-3-pyridin-4-yil-urea:

To a stirred solution of friphosgene (60 mg, 0.20 mmol) in CH-Cl: (3 mL) was added 4-{4-(8-
Methyl-8-aza-bicyclof3.2.1]oct-3-yloxy }-6-morpholin-4-yl-[1,3,5}triazin-2-yl}-phenylamine {100
mg, 0.25 mmol) at 25 ¢C. The reaction mixture was stirred for 15 min and 4-aminopyridine (70
mg, 0.75 mmol) and NEt; (346 ul., 2.5 mmol) were added and the reaction mixture was stirred
for additional 1hr. The scivents were removed and the crude mixture was purified by semi-prep-
HPLC (NH3-method) to give 1-{4-[4-(B-methyl-8-aza-bicycio]3.2.1]oct-3-yioxy)-6-morpholin-4-yi-
[1,3,5]triazin-2-yl}-phenyl}-3-pyridin-4-yl-urea (28 myg, 22 % vield); MS (ES!)m/z 517.

Example 103: Preparation of 4-(3-{4-[4-(8-Methyl-B-aza-bicycio[3.2. 1]oct-3-yioxy}-6-morpholin-
4-yi-11,3,5]triazin-2-yl}-phenyl}-ureido)-benzamide

To a stirred solution of friphosgene (120 mg, 0.40 mmol} in CHCl, (3 mL) was added 4-{4-(8-
Methyl-8-aza-bicycio[3.2.1]oct-3-yioxy)-6-morpholin-4-yl-[1,3,5]triazin-2-yi}-phenylamine (200
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mg, 0.5 mmol) at 25 oC. The reaction mixture was stirred for 15 min and 4-aminobenzamide
(204 mg, 1.5 mmol) and NEt; (692 uL, 5 mmol) were added and the reaction mixture was stirred
for additional 1hr. The solvents were removed and the crude mixture was purified by semi-prep-
HPLC (NH3-method) to give 4-(3-{4-{4-(8-Methyl-8-aza-bicyclo[3.2. 1]oct-3-yloxy)-6-morpholin-4-
yi-[1,3 Bltriazin-2-yl]-phenyl}-ureido)-benzamide (42 mg, 15 % yield)MS (ES!) miz 559,

Example 104: Preparation of 3-({4-Morpholin-4-yl-6-[4-(3-pyridin-4-yl-ureido}-phenyl]-
[1,3,5]triazin-2-ylamino}-methyl)-azetidine-1-carboxylic acid tert-buty! ester

Step1: Preparation of 3-[{4-Chloro-6-morpholin-4-yl-[1,3,5}triazin-2-ylamino)-methyl]-azetidine-1-
carboxylic acid tert-butyl ester:

To a sotution of the 3-aminomethyl-azetidine-1-carboxylic acid tert-butyl ester HC! salt (845mg,
4.24 mmol) and NEt; (856 mg, 8.48 mmol) in THF (10 ml) at 0 oC was added a suspension of
2 4-dichloro-6-morpholin-4-yl-[1,3,5]triazine (996 mg, 4.24 mmol) at 0 oC. The reaction mixture
was stirred for another 1 hr at 0 oC and aliowed to warm to 20 oC and stirred for 1-4 hrs to drive
the reaction to completion. Silica gel (20 g) was added to the reaction mixture and the solvent
was removed so that product was adsorbed on the silica gel. The silica gel plug was placed on
fop of a coiumn to purify by flash chromatography using CH,Cly/MeOH/MNH3 (20:1:01) eluent.
After unifying the product fraction, and evaporation of soivent, (750 mg, 46%yield) product was
obtained as yellow solid; MS (ESI) m/z 385

Step 2: Preparation of 3-{[4-(4-Amino-phenyl}-6-morpholin-4-yl-[1,3,bltriazin-2-ylaminoc]-methyl}-
azetidine-1-carboxylic acid tert-butyl ester:

To a microwave processing tube was added dimethoxyethane (15 mL), agueous Na2CO3 (2
molar)(4 mL, 8 mmol, 2 eq), (Ph3P}Pd (317 mg, 0.55 mmol), 4-(4,4,5 5-tetramethyl-
[1,3,2]dioxaborolan-2-yl)-phenylamine (1.81 g, 8.30 mmol, 1.5 eq) and 3-{(4-Chioro-6-
morpholin-4-yl-[1,3,5]triazin-2-yiamino)-methyi}-azetidine-1-carboxylic acid tert-buty! ester (1.3
g, 5.53 mmol) and the vessel was sealed. The mixture was heated to 140 oC for 60 minutes.
The solvents were removed and the crude compound was purified by silica gel chromatography
using CHCl/Ethyl acetate (10:1) and later CHCly/MeOH/NH3 (15:1:0.1) to give the product as
a off-white solid {1.3 g, 53 % vyield).

MS (ESI) m/z = 442

Step 3: Preparation of 3-({4-Morpholin-4-yi-6-[4~(3-pyridin-4-yl-ureido)}-phenyl]-[1,3.5]triazin-2-
ylamino}-methyl}-azetidine-1-carboxylic acid tert-butyl ester
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To a stirred solution of triphosgene (269 mg, 0.90 mmol) in CHCi; (5 mL) was added 3-{[4-(4-
Amino-phenyl}-6-morpholin-4-yl-[1,3,5]triazin-2-ylamino]-methyl}-azetidine- 1-carboxylic acid tert-
butyl ester (500 mg, 1.13 mmol)} at 25 0oC. The reaction mixture was stirred for 15 min and 4-
aminopyridine (319 mg, 3.38% mmol) and NEt; (1.56 mL., 11.3 mmol) were added and the
reaction mixture was stirred for additional 1hr. The solvents were removed on a rotary
evaporator and the crude mixture was purified by semi-prep-HPLC (TFA-method) to give 3-({4-
Morpholin-4-yi-6-[4-{3-pyridin-4-yl-ureido}-phenyl}]-{1,3,5ltriazin-2-ylamino}-methyl}-azetidine-1-
carboxylic acid tert-butyl ester (150 mg, 16 % yield); MS (ESI) m/z 562.

Example 105: Preparation of 1-(4-{4-[{azefidin-3-yimethyi}-amino]-6-morpholin-4-yl-
[1,3,5]triazin-2-yl}-phenyi)-3-pyridin-4-yl-urea

3-({4-Morpholin-4-yl-6-[4-(3-pyridin-4-yl-ureido)-phenvyl]-{1,3, 5}triazin-2-ylamino}-methyi}-
azetidine-1-carboxylic acid tert-butyl ester {100mg, 0.18 mmol) was dissoived CHCl, (1 mL)
and TFA (1 mL) was added. If was stirred for 16 hrs at 25 oC and then the solvents were
removed under reduced pressure and the residue was treated with acetonitrile/MeOH (1:1) (2
mL) to obtain a white solid, which was coliected by filtration to obtain the product as bis-TFA sait
(59 mg, 46% vield). MS(ES!) m/z 462. ‘

Example 106: Preparation of Tert-butyl 4-(4-(B-oxa-3-azabicyclo[3.2. 1]octan-3-yl)-6-(4-(3-
pyridin-4-ylureido)phenyl}-1,3,5-triazin-2-yl)piperazine-1-carboxylate

Tert-bubyl 4-(4 6-dichloro-1,3,5-triazin-2-yl)piperazine-1-carboxylate was prepared according to
Léwik, D.W.P.M. and Lowe, C.R. Eur. J. Org. Chem. 2001, 2825-2839,

Step1: Preparation of tert-butyl 4-(4-{8-oxa-3-azabicyclo[3.2. 1]octan-3-yl)-6-chloro-1,3,5-triazin-
2-yhpiperazine-1-carboxylate:

To a solution of 8-oxa-3-azabicycio[3.2.1]octane hydrochloride (0.49 g, 3.3 mmol) in water (18
mL) was added a suspension of tert-butyl 4-(4 6-dichloro-1,3,5-triazin-2-yl)piperazine-1-
carboxylate {1.0 g, 3.0 mmol} in acetone (about 10 mL). The suspension was stirred
magnetically while solid sodium carbonate (0.70 g, 6.6 mmo!) was added in a singie portion.
The mixiure was stirred for two hours while heating in a 70 - 75 °C in an oil bath. After aliowing
the mixture to cool to room temperature, the titie compound was removed by filtration, washed
with water, and dried under vacuum.

MS (ES+) 411.0, 412.3 (M+H) +
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Step 2: Preparation of tert-butyl 4-(4-(4-aminopheny!)-6-(8-oxa-3-azabicyclo[3.2.1]octan-3-yl)-
1,3.5-triazin-2-yt)piperazine-1-carboxylate:

A suspension of tert-butyl 4-(4-(8-oxa-3-azabicyclo[3.2. 1joctan-3-yi)-6-chloro-1,3,5-triazin-2-
yl)piperazine-1-carboxylate (1.0 g, 2.4 mmoi), 4-aminophenylboronic acid, pinacol ester (0.69 g,
3.2 mmol), and tetrakis{triphenylphosphine) paliadium (0.28 g, 0.24 mmol} in agueous 2 M
sodium carbonate solution (3 mL) and 1:1 ethanoi/toluene (12 mlL) was irradiated in the
microwave at 120 °C for 1 hour. After cooling, the biphasic mixture was extracted thrice with
ethyl acetate. The extracts were washed with saturated aqueous sodium chioride solution, dried
over anhydrous magnesium sulfate, filtered, and concentrated to dryness under reduced
pressure to give the title compound.

MS (ES+) 468.1 (M+H) +

Step 3: Preparation of tert-butyl 4-(4-(8-oxa-3-azabicyclo[3.2. 1Joctan-3-yl)-6-(4-(3-pyridin-4-
ylureido)phenyl)-1,3,5-triazin-2-yl)piperazine-1-carboxylate:

Crude tert-butyl 4-(4-(4-aminophenyl)-6-(8-oxa-3-azabicyclo[3.2. 1joctan-3-yl)-1,3,5-triazin-2-
yhpiperazine-1-carboxylate (approx. 1.4 mmol) was dissolved in tetrahydrofuran (20 mL) and
then treated sequentially with friphosgene (0.30 g, 1.0 mmol) and triethylamine {2 mL). After 5
minutes, the mixture was treated with a solution of 4-aminopyridine (0.53 g, 5.6 mmol) in
tetrahydrofuran. The mixture was concentrated under reduced pressure to give crude tert-butyl
4-{4-{8-0xa-3-azabicyclof3.2.1]Joctan-3-y}-6-(4-{3-pyridin-4-ylureido)phenyl)-1,3,5-triazin-2-
yi)piperazine-1-carboxylate, a sample of which was purified by reversed phase HPLC to give a
pure title Compound.

MS (ES+) 588.2 (M+H) +

Example 107: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo[3.2. 1]octan-3-yi)-6-(piperazin-1-yl)-
1,3,5-triazin-2-yphenyl)-3-(pyridin-d-ylurea

Crude tert-butyl 4-(4-(8-oxa-3-azabicyclo[3.2.1]joctan-3-y1)-6-(4~( 3-pyridin-4-ylureido)phenyi)-
1,3,5-triazin-2-yi)piperazine-1-carboxylate (approx 1.4 mmol) was taken up in dichloromethane
(20 mL) and treated with triflucroacetic acid (5 mL). The mixture was concentrated under
reduced the pressure. To the residue was added diethyl ether to give the title compound as a

solid di-TFA salt, which was collected by filtration and dried under house vacuum; MS (ES+)
488.1 (M+H) +
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Exampie 108: Preparation of 1-{4-[4-(4-methylpiperazin-1-yl}-6-{8-oxa-3-azabicyclo[3.2. ]oct-3-
yl}-1,3,5- friazin-2-yljphenyl}-3-pyridin-4-ylurea

1-(4~(4-(8-0xa-3-azabicyclo[3.2.1Joctan-3-yi)-6-(piperazin-1-yl}-1,3,5-triazin-2-y)phenyl}-3-
{pyridin-4-yurea-2TFA (115 mg) in 1:1 98 % formic acid and 37 % formalin (4 mL) was heated
at 75 °C for 90 minutes, then concentrated to dryness and purified on HPLC to give the title
compound as its di-TFA salt; MS (ES+) 502.3 (M+H) +

Example 109: Preparation of 1-{4-[4-{4-benzylpiperazin-1-yl}-6-(8-oxa-3-azabicyclo[3.2.1]oct-3-
yl}-1,3,5- triazin-2-yilphenyl}-3-pyridin-4-ylurea

1-(4-(4-(B-oxa-3-azabicyclo[3.2. 1]octan-3-yl)-6~(piperazin-1-yi)-1,3,5-triazin-2-yl)phenyl)-3-
(pyridin-4-yhurea-2TFA (130 mg) in dichloromethane (4 mL) and triethylamine (0.10 mL) was
treated with benzaldehyde (0.10 mL), followed by sodium triacetoxyborohydride (80 mg). The
mixture was concentrated to dryness and purified on HPLC to give the title compound as its di-
TFA salt; MS (ES+) 578.3 (M+H) +.

Example 110: Preparation of 1-{4-{4-(8B-oxa-3-azabicyclo[3.2. 1joct-3-y)-6-{4-(pyridin-3-
yimethyl)piperazin- 1-yl}-1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea

1-(4-(4-(8-oxa-3-azabicyclo[3.2.1]Joctan-3-y|)-6-{piperazin-1-yi}-1,3,5-tnazin-2-yl)phenyi}-3-
(pyridin-4-yhurea-2TFA (150 mg) in dichloromethane (4 mlL) and triethylamine (0.12 mL) was
treated with 3-pyridinecarboxaldehyde (0.1 mL), followed by sodium triacetoxyborohydride (80
mg). The mixture was concentrated to dryness and purified on HPLC to give the title compound
as its iri-TFA salt; MS (ES+) 579.3 (M+H) +

Example 111: Preparation of 1-{4-[4-(4-acetylpiperazin-1-yl}-6-(8-oxa-3-azabicyclo[3.2.1]oct-3-
yl}-1,3,5- triazin-2-yl}phenyl}-3-pyridin-4-ylurea

1-{4-(4-(8-oxa-3-azabicyclo[3.2.1 ]octanw3-yi)~6-(piperazin-1 -yl¥1,3,5-triazin-2-yliphenyl}-3-
(pyridin-4-yhurea-2TFA (230 mg) in dichloromethane (4 mL) and triethylamine (1 mlL) was
treated with acetyl chloride. The mixture was concentrated io dryness and purified on MPLC to
give the title compound as its TFA sailt; MS (ES+) 530.3 (M+H) +.

Example 112: Preparation of 1-(4-{4-[4-(N,N-dimethyiglycyl)piperazin-1-yl]-6-(8-oxa-3-
azabicyclo[3.2.1loct-3-y1)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea

111



10

15

20

25

WO 2009/143313 ' PCT/US2009/044774

1-{4-(4-(8-oxa-3-azabicyclo[3.2. 1]octan-3-yi)-6-(piperazin-1-yl)-1,3,5-triazin-2-yl)phenyl}-3-
(pyridin-4-ylurea-2TFA (64 mg) in dichloromethane (4 ml) and triethylamine (1 mL) was treated
with dimethylaminoacety! chloride hydrochloride (100 mg). The mixture was heated with a heat
gun, then concentrated to dryness and purified on HPLC to give the title compound as its di-TFA
salt, MS (ES+) 573.3 (M+H) +.

Example 113: Preparation of 1-{4-[4-(4-isonicotinoyipiperazin-1-yl)-6-{8-oxa-3-
azabicyclo[3.2.1]oct-3-yl}- 1,3, 5-triazin-2-yljphenyl}-3-pyridin-4-ylurea

1-(4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yl)-6-{piperazin-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-
(pyridin-4-yhurea-2TFA (100 mg) in dichioromethane {4 mL) and triethylamine (1 mL) was
treated with isonicotinoyl chioride (100 mg). The mixture was concentrated to dryness and
purified on HPLC to give the titie compound as its di-TFA salt; MS (ES+) 5983.1 (M+H) +

Exampie 114: Preparation of Methyl 4-}4-{8-oxa-3-azabicyclo[3.2.1}oct-3-yl)-6-{4-[ (pyridin-4-
ylcarbamoyl)amino]phenyl}-1,3,5-triazin-2-yl]piperazine-1-carboxyiate

1-(4-(4-(8-0xa-3-azabicyclo]3.2. 1]octan-3-y1)-6-(piperazin-1-yl}-1,3,5-triazin-2-yl)phenyl}-3-
(pyridin-4-yDurea-2TFA (75 mg) in dichioromethane (2 L), tetrahydrofuran (2 mL), and
triethylamine (1 mL) was freated with methyl chloroformate (0.10 mL). The mixture was
concentrated to dryness and purified on RP-HPLC to give the title compound as its TFA salt.
MS (ES+) 546.3 (M+H) +

Example 115: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo[3.2. 1]octan-3-yl)-6-(4-oxopiperidin-1-
y1)-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-4-ylurea

Step 1: Preparation of 1-(4,6-dichloro-1,3,5-triazin-2-yl)piperidin-4-one:

To magnetically stirred ice-water (72 ml.) was added a solution of cyanuric chioride {2.2 g, 12
mmol) in acetone (48 mL), followed by piperidone monohydrate hydrochioride (1.8 g, 12 mmol)
as a suspension in acetone (20 mL) and water (10 mL). To the mixture was added a suspension
of sodium hydrogen carbonate (2.2 g, 24 mmol) in water (25 mL.). The mixture was stirred at 0
°C for two hours. The title compound was coliected by filtration, washed with water, and dried
under vacuum,

MS (ES+) 248.8 (M+H)+
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Step 2: Preparation of 1-(4-(8-oxa-3-azabicyclo[3.2. 1joctan-3-yi}-6-chloro-1,3,5-triazin-2-
yl)piperidin-4-one:

To an agueous solution of 8-oxa-3-azabicyclo[3.2.1]Joctane hydrochioride (66 mL) was added 1-
(4,6-dichioro-1,3,5-triazin-2-yhpiperidin-4-one (2.7 g, 11 mmol) as a suspension in acetone (40
mL). To the mixture was added solid sodium carbonate (2.5 g, 24 mmol). The suspension was
stirred at 80 °C for two hours and then allowed to cool to room temperature. The title compound

was collected by filtration, washed with water, and dried under vacuum; MS (ES+) 324.4
(M+H)+

Step 3: Preparation of 1-{4-(4-aminophenyl)-6-(8-oxa-3-azabicyciof3.2. tjoctan-3-yi)-1,3,5-
triazin-2-yl)piperidin-4-one:

A suspension of 1-(4-(8-oxa-3-azabicyclo[3.2. 1]Joctan-3-yl)-6-chloro-1,3,5-triazin-2-yl)piperidin-4-
one (1.0 g, 3.1 mmol), 4-aminophenylhoronic acid, pinacol ester (1.0 g, 4.7 mmol), and
tetrakis(triphenylphosphine} paliadium {0.20 g, 0.17 mmol)} in agueous 2 M sodium carbonate
solution (3 mL) and 1:1 ethancl/ftoluene (12 mL) was irradiated in the microwave at 120 °C for 1
hour. After cooling, the biphasic mixture was extracted thrice with ethyl acetate. The extracts
were washed with saturated agueous sodium chioride solution, dried over anhydrous
magnesium sulfate, filtered, and concentrated to dryness under reduced pressure to give the
fitle compound as a goiden yeliow foam.

MS (ES+) = 381.6 (M+H)+

Step 4: Preparation of 1-(4-(4-(8-oxa-3-azabicyciof3.2. 1Joctan-3-y!)-6-(4-oxopiperidin-1-yi}-
1,3,5-triazin-2-yi)phenyl)-3-(pyridin-4-yl)urea:

A mixture of crude 1-{4-{4-aminophenyl)-6-(8-oxa-3-azabicyclo]3.2. 1joctan-3-yl)-1,3, 5-triazin-2-
yhpiperidin-4-one {approx. 3.1 mmol) and triethylamine (4 mL) in dichioromethane {30 mL) was
treated with triphosgene (0.71 g, 2.4 mmol). The mixture was then treated with a solution of 4~
aminopyridine (1.8 g, 18 mmol) in tetrahydrofuran {20 mL). The mixture was concentrated to
dryness under reduced pressure and the residue purified by HPLC to give the title compound as
its TFA salt. MS (ES+) 501.2 (M+H)+

Exampie 116: Preparation of 1-{4-[4-{4-hydroxypiperidin-1-yl}-6-(8-oxa-3-azabicyclo[3.2.1}oct-3-
yi)-1,3,5- triazin-2-yliphenyl}-3-pyridin-4-ylurea
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1-{4-{4-{8-0oxa-3-azabicyclo[3.2. 1joctan-3-y1)-6-(4-oxopiperidin-1-yl)-1,3,5-triazin-2-yl)phenyl }-3-
(pyridin-4-yl)urea-TFA (56 mg) was taken up in methanol/tetrahydrofuran (1:1, 6 mL), and the
mixture at 0 °C was treated with sodium borohydride (10 mg). After warming to room
temperature, the mixture was concentrated to a residue which then was purified by HPLC to
give the title compound as its TFA salt.; MS {(ES+) 503.0 (M+H)+

Example 117: Preparation of 1-(4-{4-[4-(benzylamino)piperidin-1-yl]-6-(8-0xa-3-
azabicyciof3.2.1joct-3-yl)- 1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea

1-{4-{4-(B-oxa-3-azabicyclo]3.2. 1]octan-3-y)-6-(4-oxopiperidin-1-yl)-1,3, 5-4triazin-2-ylpheny!)-3-
(pyridin-4-yhurea TFA {85 mg) in dichloromethane (3 mL) and tetrahydrofuran (3 mL} was
treated with benzylamine {0.030 mL), followed by glacial acetic acid {0.016 mL) and sodium
triacetoxyborohydride (89 mg). After completion of the reaction, methanol was added and
mixture was concentrated to dryness. The residue was purified by HPLC to give the title
compound as its di-TFA salt.

MS (ES+) 592.3 (M+H)+

Exampie 118; Preparation of 1-(4-{4-[4-(methylamino)piperidin-1-yi]-6-(8-oxa-3-
azabhicyclo[3.2.1]oct-3-yi)- 1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-ylurea

1-(4-{4-{8-0xa-3-azabicyciof3.2.1]octan-3-yI}-6-{4-oxopiperidin-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-
(pyridin-4-yhurea-TFA (50 mg) in tetrahydrofuran (5 mL) was treated with methylamine (2.0 M
solution in tetrahydrofuran, 0.16 mL.), followed by glacial acetic acid (0.009 mL) and sodium
triacetoxyborohydride (51 mg). After completion of the reaction, methancl was added and
mixture was concentrated to dryness. The residue was purified by HPLC to give the titie
compound as its di-TFA sait; MS (ES+} 516.3 (M+H)+

Example 119: Preparation of 1-(4-{4-[4-(ethylamino)piperidin-1-yi]-6-(8-oxa-3-
azabicyclo]3.2.1joct-3-yi)- 1,3,5-triazin-2-yi}phenyl}-3-pyridin-4-ylurea

1-(4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yl)-6-(4-oxopiperidin-1-y|}-1,3,5-triazin-2-yl)phenyf)-3-
{pyridin-4-yDurea- TFA (50 mg) in tetrahydrofuran (5 mL) was treated with sthylamine (2.0 M
solution in tetrahydrofuran, 0.16 mL), foliowed by glacial acetic acid (0.009 mL.} and sodium
triacetoxyborohydride (51 mg). After compietion of the reaction, methanol was added and
mixture was concentrated to dryness. The residue was purified by HPLC to give the title
compound as its di-TFA salt; M3 (ES+) 530.3 (M+H )+
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Exampile 120: Preparation of 1-{4-[4-{4-{[2-(dimethylamino)ethyljamino}piperidin-1-yl)-6-{8-oxa-
3-azabicyclo[3.2.1]Joct-3-yl)-1,3, 5-triazin-2-ylphenyl}-3-pyridin-4-ylurea

The titled compound was prepared by the procedure as outlined in example 118, by reacting 1-
(4~(4-(B-0xa-3-azabicyclo]3.2. 1]Joctan-3-yl)-6-(4-oxopiperidin-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-
{pyridin-4-yl)urea-TFA (50 mg) with N,N-dimethylethylenediamine (0.026 mL) and purified by
HPLC and isolated as its tri-TFA salt; M3 (ES+) 573.7 (M+H)+.

Example 121: Preparation of 1-{4-[4-(4-morpholin-4-yipiperidin-1-y|)-6-(8-oxa-3-
azabicyclo[3.2.1]Joct-3-yI)- 1,3,5-triazin-2-yljphenyl}-3-pyridin-4-ylurea

By reacting 1-(4-(4-(8-oxa-3-azabicyclo[3.2. 1]octan-3-yi)-6-(4-oxopiperidin- 1-yl)-1,3,5-triazin-2-
yhphenyl)-3-(pyridin-4-yl)urea-TFA (50 mg) with 1-{2-aminoethyl)pyrrolidine {0.030 mL) and
following the procedure as mentioned in Experimental 118, the fitle product was isolated as its
tri-TFA salt; MS {(ES+) 599.8 (M+H)+.

Exampie 122: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo{3.2.1]octan-3-yl)-6-{4-(4-
methylpiperazin~1~yl)piperidin*1—y1)—1 ,3,5-triazin-2-yDphenyl)-3-{pyridin-4-ylurea

By reacting1-(4-{4-(B-oxa-3-azabicyclo[3.2. 1]octan-3-y1)-6-(4-oxopiperidin-1-yl}-1,3,5-triazin-2-
yliphenyl)-3-(pyridin-4-yljurea-TFA (40 mg) and 1-methylpiperazine (0.050 mL) and following
the procedure as outiined in example 118, the titled compound was isolated after HPLC
purification as its tri-TFA salt; MS (ES+) 585.9 (M+H)+

Example 123 Preparation of 1-{4-(4-(8-0xa-3-azabicyciof3.2. 1]octan-3-y1)-6-(4-(2-
hydroxyethylamino)piperidin-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-{pyridin-4-ylurea

Starting from 1-(4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yi)-6-(4-oxopiperidin-1-yl)-1,3,5-triazin-2-
ylphenyl}-3-{pyridin-4-yl)urea- TFA (50 mg) and ethanolamine (0.020 mL) and following the
procedure as outlined in example 118, the title compound was isolated as its di-TFA salt after
HPLC purification. MS (ES+) 546.7 (M+H)}+

Example 124 Preparation of 1-{4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yI)-6-(4-(2-
morpholincethylamino Jpiperidin-1-yl)-1,3,5-triazin-2-yl) phenyl)-3-(pyridin-4-yijurea

Starting from1-{4~(4~(8-oxa-3-azabicyclo[3.2. 1]octan-3-yl)-6-(4-oxopiperidin-1-yl)-1,3,5-triazin-2-
yhphenyl)-3-(pyridin-4-ylurea-TFA {50 mg)and 1-(2-aminosethyl)morpholing (0.031 mL) and
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following the procedure as outlined in example 118, the titled compound was isolated as its ri-
TFA salt after HPLC purification; MS (ES+) 615.9 (M+H)+

Example 125 Preparation of Methyl 2-(1-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-y!}-6-(4-(3-
pyridin-4-ylureido}phenyi)-1,3,5-triazin-2-yl)piperidin-4-ylaminojacetate

Starting from 1-(4-{4-(8-0xa-3-azabicyclo[3.2. 1Joctan-3-yl)-6-(4-oxopiperidin-1-yi}-1,3,5-triazin-2-
yhphenyl)-3-(pyridin-4-yl)urea TFA (50 mg) and glycine methyl ester hydrochloride (20 mg) and
triethylamine (10 drops) and following the procedure as outlined in example 118 the title
compound was isolated as its di-TFA salt after HPLC purification; MS (ES+) 574.8 (M+H)+.

Example 126: Preparation of 2-{1-(4-{8-oxa-3-azabicycio[3.2.1]octan-3-yl)-6-(4-(3-pyridin-4-
ylureido)phenyl)-1,3,5-triazin-2-yl)piperidin-4-ytaminoacetamide

Starting from1-(4-{4-{8-oxa-3-azabicyclo[3.2.1)octan-3-y1}-6-(4-oxopiperidin-1-yl)-1,3,5-triazin-2-
yhphenyl)-3-(pyridin-4-yl)urea-TFA {50 mg) and glycinamide hydrochloride (18 mg) and
triethylamine (10 drops) and following the procedure as outlined in exampie 118 the titie
compound was isolated as its di-TFA salt after HPLC purification; MS (ES+) 559.8 (M+H)+

Example 127: Preparation of Tert-butyl 2-(1-{4-(8-oxa-3-azabicyclo[3.2.1]octan-3-y1)-6-(4-(3-
pyridin-4-ylureido)phenyl)-1,3,5-triazin-2-yl)piperidin-4-ylamino)acetate

Starting from 1-(4-(4-(8-0xa-3-azabicyclo[3.2.1]octan-3-y1)-6-{4-oxopiperidin-1-yl}-1,3,5-triazin-2-
yl)phenyl)-3-(pyridin-4-yllurea - TFA (60 mg) and glycine tert-butyl ester hydrochioride (33 mg)
and triethylamine (10 drops) and foliowing the procedure as outlined in example 118, the title
compound was isolated as its di-TFA salt after HPL.C purification; MS (ES+) 616.9 (M+H)+.

Example 128: Preparation of 2-(1-(4-(8-oxa-3-azabicyclo[3.2. 1Joctan-3-yi}-6-(4-(3-pyridin-4-
ylureido)phenyl)-1,3,5-triazin-2-yh)piperidin-4-ylamino yacetic acid

Tert-butyl 2-(1-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-y1)-6-{4-(3-pyridin-4-ylureido)phenyl)-1,3,5-
triazin-2-yl)piperidin-4-ylamino)acetate (28 mg) in dichloromethane (3 mL) was treated with
trifluorcacetic acid (1 mL) and then concentrated to dryness to give the title compound as its

TFA salt.

MS (ES+) 560.2 (M+H)+.
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Example 129: Preparation of 4-[4-(1.4-dioxa-8-azaspiro[4.5]dec-8-yl}-6-morphoiin-4-yl-1,3,5-
triazin-2-yllaniling; MS (ES+) 399.47 (M+H)+.

Example 130: Preparation of 1-{4-[4-(1,4-dioxa-8-azaspiro{4.5]dec-8-yl)}-6-morpholin-4-yl-1,3,5-
triazin-2-yiiphenyl}-3-pyridin-4-yiurea; MS (ES+) 519.58 (M+H)+.

Example 131: Preparation of 1-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yi}-6-morpholin-4-yt-1,3,5-
triazin-2-yljphenyl}-3-pyridin-3-yiurea; MS (ES+) 519.58 (M+H)+.

Example 132: Preparation of 1-{4-]4-(1,4-dioxa-B-azaspirojd .5ldec-8-yii-6-morpholin-4-yi-1,3,5-
triazin-2-yljphenyl}-3-phenylurea, MS (ES+) 5186.58 (M+H)+.

Example 133: Preparation of 1-[4-(dimethylaminc)phenyl]-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-
8-yl}-6-morphiolin-4-yi-1,3,5-friazin-2-yijphenyliurea, MS (ES+) 561.66 (M+H)+.

Example 134: Preparation of 1-(4-cyanophenyl!}-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yi)-6-
morpholin-4-yl-1,3,5-triazin-2-yilphenyllurea; MS (ES+) 543.60 (M+H)+,

Example 135: Preparation of 1-{4-[4-(1,4-dioxa-8-azaspirc[4.5]dec-8-yl)-6-mormpholin-4-yi-1,3,5-
triazin-2-yilphenyl}-3-(2-methylpyridin-4-yhurea; MS (ES+) 533.61 (M+H)+

Exampie 136: Preparation of 1-[2-(dimethylamino)ethyl]-3-{4-]4-(1,4-dioxa-8-azaspiro}4 .5]dec-
8-yl)-6-morpholin-4-yi-1,3,5-triazin-2-yllphenylurea; MS (ES+) 513.62 (M+H)+

Example 137: Preparation of 1-[4-(4-morpholin-4-yl-6-quinolin-3-yl-1,3,5-triazin-2-yl)phenyl}-3-
pyridin-4-ylurea

HRMS: caled for C28H24N80O2 + H+, 505.20950; found (ES!, [M+H}+ Obs'd), 505.2098;
HRMS: calcd for C28H24N80O2 + H+, 505.20950; found (ESI, [M+H]+ Calc'd), 505.2095;

Example 138: Preparation of 2-(difluoromethyt)-1-{4,6-di-8-0xa-3-azabicyclo[3.2. 1]oct-3-yl-
1,3,5-triazin-2-yl} 1H-benzimidazole

A solution of cyanuric chioride (922 mg, 5 mmol) in acetone {5 mL) was added to ice. A solution
of 8-oxa-3-azabicyclo[3.2. 1joctane hydrochloride (750 mg, 5 mmol) and triethylamine (2.1 mL,
15 mmol} in aqueous acetone was then added. After 20 min the precipitate was collected to give
1.0 g of a white powder which was a 7:3 mixture of 3-(4,6-dichl0ro»1 ,3,5-triazine-2,4-diyl)-8-oxa-
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3-azabicycio]3.2. floctane and 3,3-(6-chloro-1,3,5-triazine-2,4-diy!)bis(8-0xa-3-
azabicyclo[3.2.1}octane). Treatment of the mixture (400 mg) with 2-(difluoromethyl)-1#-
benzold]imidazole (146 mg, 0.87 mmol) and K2CO3 (967 mg, 7 mmol} in DMF (2.5 mL} for 18
hours, followed by addition of 8-oxa-3-azabicyclo[3.2.1}octane hydrochloride (150 mg) gave,
after 1h, 3,3'-(6-(2-(difluoromethyl}-1H-benzo[dlimidazol-1-yl)-1,3,5-triazine-2 4-diyhbis(8-oxa-3-
azabicyclo[3.2.1joctane) after purification by HPLC. (M+H)} 475.

Example 139: Preparation of 2-(difluoromethyl)-1-[4-momholin-4-yl-6-(8-0xa-3-
azabicyclof3.2.1joct-3-yl»-1,3,5-triazin-2-yl}- 1H-benzimidazole

To a stirred solution of 3-(4,6-dichloro-1,3,5-triazine-2,4-diyl)}(8-oxa-3-azabicycio]3.2.1]octane)
(2.61 g, 10 mmol) in acetone/ice, morpholine (900 mg, 12 mmol) and triethylamine (5 ml) was
added. The reaction mixture was stirred at room temperature for 3 hours. Separated white solid
was filtered and washed with water. The crude product obtained was pure enough and taken to
next step without purification. Treatment of the mixture (270 mg. 0.87 mmol) with 2-
(difluoromethyl}-1H-benzo[d]imidazole (146 mg, 0.87 mmol) and K2CO3 (867 mg, 7 mmol} in
DMF (2.5 mL) for 18 hours gave 2-(difluoromethyl}1-{4-morpholin-4-yl-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-y1)-1,3,5-triazin-2-yl}-1H-benzimidazole after purification by HP‘LC. {(M+H)
445,

Example 140: Preparation of 1-[4-(4-azetidin-1-yl-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl}-3-
pyridin-4-ylurea; mp 212 °C; MS (ESI) m/z 433.3.

Example 141: Preparation of methyl 4-({{4-{4-azefidin-1-yi-8-morpholin-4-yl-1,3,5-triazin-2-
yhphenyljcarbamoyl}amino)benzoate; mp 212 °C; MS (ES!} m/z 490.2.

Example 142: Preparation of 1-[4-(4-isopropoxy-6-morpholin-4-yi-1,3,6-triazin-2-yl)phenyi}-3-{4-
[{4-methyipiperazin-1-yhcarbonyl]phenyiiurea; MS (ESI) m/z 561.6.

Exampie 143: Preparation of 4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-
ylyphenyllcarbamoyilamino)-N-{1-methylpiperidin-4-ylYbenzamide

MS (ESI) m/z 5756

Example 144: Preparation of 1-{4-]4-(8-oxa-3-azabicyclo[3.2. 1]oct-3-vi)-6-(2-piperidin-1-
ylethoxy}-1,3,5-triazin-2-yllphenyi}-3-pyridin-4-ylurea; MS (ESIy m/z 531.5
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Example 145: Preparation of methyi(4-{4-{4-({{4-(4-methyipiperazin-1-
yhphenyijcarbamoyllamino)phenyl]-6-(8-oxa-3-azabicyclo[3.2.1joct-3-yl}-1,3,5-triazin-2-
yiiphenyhcarbamate, MS (ESI) m/z 650.7

Example 146: Preparation of 1-cyclopropyl-3-(4-{4-[4-({[4-{4-methyipiperazin-1-
yhphenyljcarbamoyl}amino)phenyl}-6-(8-oxa-3-azabicycio[3.2.1]oct-3-y1)-1,3,5-triazin-2-
yliphenylyurea; MS (ESI) m/z 675.8

Example 147: Preparation of N',N"-{[6-(8-0xa-3-azabicyclo[3.2.1Joct-3-yi}-1,3,5-triazine-2.4-
diyljdi-4,1-phenylene}his{1-[4-(4-methyipiperazin-1-y)phenyljurea}; MS (ESI) m/z 809.9

Exampie 148: Preparation of 1-[4-(4-methylpiperazin-1-yl)phenyl]-3-{4-[4-(8-0xa-3-

azabicyclo[3.2.1]oct-3-yl)-6-{4-[(pyridin-dylcarbamoyl)amino] phenyi}-1,3,5-triazin-2-
yllphenyilurea; MS (ESI) m/z 712.8

Example 149: Preparation of 1-(4-{4-[(2-aminoethyl}amino]-6-{8-oxa-3-azabicyclo[3.2.1]oct-3-
y)-1,3,5-triazin-2-yl}phenyl}-3-pyridin-3-yiurea

HRMS: caled for C23H27N902 + H+, 462.23605; found (ESI, [M+H]+ Obs'd), 462.2358.

Example 150: Preparation of 1-{4-[4-anilino-6-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-1,3,5-triazin-2-
yllphenyl}-3-pyridin-3-ylurea

HRMS; caicd for C27TH26N802 + H+, 495.22515; found (ESI, [M+H]+ Obs'd), 495.2249.

Example 151: Preparation of 4-({[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
yl)phenyl]carbamoyl}amino)-N-(2-piperidin-1-ylethyl)benzamide

MS (ESI) m/2 308.8; HRMS: calcd for C32H41N904 + H+, 616.33543; found (ESI, [M+H]+
Obs'd), 616.3347; HRMS: calcd for C32H41N9O4 + H+, 616.33543; found (ESI, [M+H]+ Calc'd),
616.3354,

Exampie 152: Preparation of 1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{4-
(morpholin-4-yicarbonyl)phenyflurea

MS (ESI) m/z 575.3; HRMS: calcd for C29H34N8O5 + H+, 575.27249; found (ESI, [M+H]+

Obs'd), 575.2722; HRMS: caicd for C29H34NBO5 + H+, 575.27248; found (ES!, [M+H]+ Calc'd),
575.2725.

119



10

15

20

25

WO 2009/143313 PCT/US2009/044774
Example 153: Preparation of 1-(4-{4-[(2-hydroxyethyi)amino]-6-(8-oxa-3-azabicyciof3.2. 1]oct-3-
y}-1,3 5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS {(ESI) miz 463.5.

Example 154: Preparation of 1-{4-[4-(azetidin-3-ylamino)-6-(8-oxa-3-azabicycio[3.2. 1joct-3-y1)-
1,3,5-triazin-2-yl]phenyl}-3-pyridin-3-yiurea; MS {(ESI) miz 474.5

Example 155: Preparation of 1-(4-{4-[(2-morpholin-4-ylethyl)amino]-6-(8-oxa-3-
azabicyclo[3.2.1Joct-3-yl)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 532.6.

Example 156: Preparation of 1-(4-{4-{(3-aminopropyl)amino}-6-(8-oxa-3-azabicyclo[3.2. 1]oct-3-
yi)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 476.5.

Example 157 Preparation of 1-(4-{4-[(4-cyclopentylpiperazin-1-y!Jaminol-6-(8-oxa-3-
azabicyclo{3.2. 1]Joct-3-yl)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 571.7

Example 158: 1-{4-[4-isopropoxy-6-(B-oxa-3-azabicyclo[3.2. 1]oct-3-yi)-1,3,5-triazin-2-yijphenyl}-
3-pyridin-4-ylurea; MS (ESI} m/z 462.53

Example 159: Preparation of 1-{4-{4-isopropoxy-6-(8-oxa-3-azabicyciof{3.2.1]Joct-3-yl)-1,3,5-
triazin-2-yi]phenyi}-3-[4-(4-methylpiperazin-1-yl)phenyllurea

Example 160: Preparation of 1-{4-[4-chloro-6-{8-0xa-3-azabicyclo[3.2.1Joct-3-yl)-1,3,5-triazin-2-
yllphenyt}-3-pyridin-4-ylurea; MS (ESI) m/z 438.8

Example 161: Preparation of 1-[4-(4-methyi-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-
4-ylurea; MS (ESI) miz 351.5

Example 162: Preparation of methyl 4-({[4-(4-methyl-6-morpholin-4-yt-1,3,5-triazin-2-
yphenyi]jcarbamoyliamino)benzoate; MS (ESI) miz 449.2.

Example 163: Preparation of 1-{4-[4-(3,6-dihydro-2H-pyran-4-yl)-6-morphoiin-4-yl-1,3,5-triazin-
2-ylphenyi}-3-{4-[(4-methyipiperazin-1-yl)carbonyl] phenyljurea; MS (ES]) m/z 584.7

Example 164: Preparation of 4-({[4-(4-methyl-6-morpholin-4-yl-1,3,5-triazin-2-
ylphenylicarbamoyl}amino}-N-( 1-methylpiperidin-4-yl)benzamide; MS (ESI) m/z 530.63.

Example 165; Preparation of N-2-(dimethylamino)ethyi]-N-methyl-4-({[4-(4-methyl-6-morpholin-
4-yi-1,3,5-triazin-2-yDphenyljcarbamoyllamino)benzamide; MS (ESi) m/z 518.6

120



10

15

20

25

WO 2009/143313 . PCT/US2009/044774
Example 166: Preparation of 1-{4-{4-methyl-6-mompholin-4-yi-1,3,5-triazin-2-yi)phenyl}-3-{4-{(4-
methylpiperazin-1-ylicarbonyl]phenyljurea; MS (ESI) m/z 516.6.

Example 167: Preparation of 1-(4-{[3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl)-3-[4-(4,6-
dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea

HRMS: caicd for C31H38N904 + H+, 602.31978; found (ESI, [M+H]+ Obs'd}, 602.3192;
Example 168: Preparation of 1-[4-({4-[2-(dimethylamino) ethyl]piperazin-1-yl}carbonyl)phenyl]-
3-[4-{4,B-dimorpholin-4-y1-1,3,5-triazin-2-yl)phenyljurea; HRMS: calcd for C33H44N1004 + H+,

645.36108; found (ES!, [M+H}+ Obs'd), 645.3615;

Example 169: Preparation of 1-{4-{4-(8-oxa-3-azabicycio[3.2. 1joct-3-y1)-6-{(piperidin-4-
yimethyl)amino}-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-yturea; MS (ES!) m/z 515.6

Example 170: Preparation of 1-(4-{4-{8-0xa-3-azabicycio[3.2. 1Joct-3-yI)-6-[(2-piperidin-4-
yiethylyaming]-1,3,5-triazin-2-yliphenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 529.65.

Example 171: Preparation of 1-{4-[4-(3-methyiimidazolidin-1-yi)-6-(8-oxa-3-azabicyclo{3.2.1]oct-
3-yh-1,3,5-triazin-2-yl|phenyl}-3-pyridin-3-ylurea; MS (ESH m/z 487.5

Example 172: Preparation of 1-{4-[4-{3-methyltetrahydropyrimidin-1(2H)-yl)-6-(8-oxa-3-
azabicyclo[3.2.1]Joct-3-yl)-1,3,5-triazin-2-yl]phenyl}-3-pyridin-3-ylurea; MS (ES!) m/z 501.6

Example 173: Preparation of 1-{4-[4-(8-0xa-3-azabicyclo{3.2.1Joct-3-y1)-6-(2-piperidin-1-
ylethoxy)-1,3,5-triazin-2-yllphenyl}-3-pyridin-3-ylurea; MS {ESI) m/z 530.6

Example 174: Preparation of 1-(4-{4-[2-methoxy-1-{methoxymethyl)ethoxy]-6-(8-oxa-3-
azabicyclo[3.2.1Joct-3-yl}-1,3,5-friazin-2-yl}phenyl)-3-pyridin-4-ylurea; MS (ESI) m/z 521.58

Example 175: Preparation of 1-(4-{4-[2-methoxy-1-(methoxymethyl)ethoxy}-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-1,3,5-triazin-2-yl}phenyl)-3-{4-(4-methylpiperazin-1-yl)phenyljurea; MS

(ESI) m/z 618.7.

Example 176: Preparation of 2-hydroxyethyl (4-{4-[2-methoxy-1-(methoxymethyl)ethoxy]-6-(8-
oxa-3-azabicyclo]3.2.1]oct-3-yi)-1,3,5-triazin-2-yl}phenyl)carbamate; MS (ESI) m/z 489.53.
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Example 177: Preparation of 1-(4-{4-[2-methoxy-1-{methoxymethy))ethoxy]-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-y1}-1,3,5-triazin-2-yl}phenyl)-3-methylurea; MS (ESH m/z 458.52.

Example 178: Preparation of 1-cyclopropyl-3-{4-{4-[2-methoxy-1-(methoxymethyl)ethoxy]-6-(8-
oxa-3-azabicyclo[3.2.1]oct-3-yl)-1,3,5-trigzin-2-yliphenyl)urea; MS (ESI) m/z 484.56.

Example 172 Preparation of 1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{4-[(4-
pyrrolidin-1-yipiperidin-1-yljcarbonyl]phenyllurea

MS (ES!) m/z 642.4; HRMS: calcd for C34H43N904 + H+, 642.35108; found (ESI-FTMS,
[M+H]1+), 642.3491;

Example 180: Preparation of 1-{4-[4-(8-0xa-3-azabicycio[3.2. 1Joct-3-y1)-6-{piperidin-3-
yimethoxy)-1,3,5-triazin-2-ylJphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 516.61

Examples 181: Preparation of 1-{4-{4-(4-aminobutoxy)-6-(8-oxa-3-azabicyclo]3.2.1]oct-3-yl)-
1,3.5-triazin-2-yljphenyl}-3-pyridin-3-ylurea; MS (ESI} m/z 490.57

Examples 182: Preparation of 1-{4-[4-(8-0xa-3-azabicyclo[3.2. 1]Joct-3-y1)-6-(2-piperidin-4-
ylethoxy)-1,3,5-triazin-2-yi|phenyl}-3-pyridin-3-ylurea; MS (ES!) m/z 530.63

Example 183: Preparation of 1-{4-{4-(8-oxa-3-azabicyclo[3.2. 1joct-3-yl}-6-(piperidin-4-
yimethoxy)-1,3,5-triazin-2-yl]phenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 516.61

Example 184: Preparation 4-({[4-{4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-
yh)phenyljcarbamoyllamino)benzoic acid; MS (ESI) m/z 476.53

Example 185: Preparation of N-[2-(dimethylamino)ethyl}-4-({[4-(4-isopropoxy-6-morpholin-4-yl-
1.3 ,5-triazin-2-yl)phenyllcarbamoyl}amino)-N-methylbenzamide; MS {ESI) m/z 562.6

Example 186: Preparation of 1-[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-
4-ylurea; MS (ESI) mfz 433.5

Exampie 187: Preparation of N-[2-(dimethylamino)ethy!]-4-{[4-{4-isopropoxy-6-morpholin-4-yi-
1,3,5-triazin-2-yi)phenyllcarbamoyllamino )henzamide; MS (ESI) m/z 548.67

Example 188: Preparation of methyl 4-({[4-(4-butyi-6-morphoilin-4-yl-1,3,5-triazin-2-
ylhphenyljcarbamoyl}amino)benzoate; MS (ESI) m/z 490.56. .
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Example 189: Preparation of 1-(4-{4-morpholin-4-yl-6-[(1S,48)-2-oxa-5-azabicyclo[2.2.1]hept-5-
yli-1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea

HRMS: calcd for C24H26N8O3 + H+, 475.22008; found (ESI, [M+H]+ Obs'd), 475.2201.

Example 190: Preparation of 1-{4-[4-(methylamino)-6-{8-oxa-3-azabicyclo{3.2.1]oct-3-yl)-1,3,5-
triazin-2-yllphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 432.49.

Example 191: Preparation of 1-{4-[4-{ethylamino)-6-(8-oxa-3-azabicyciof3.2.1joct-3-yl)}-1,3,5-
triazin-2-yljphenyi}-3-pyridin-3-ylurea; MS (ES!) m/z 446.52

Example 192: Preparation of 1-{4-[4-{dimethylamino)-6-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-
1,3,5-triazin-2-ylJphenyi}-3-pyridin-3-yiurea; MS (ESI) m/z 446.52.

Example 193: Preparation of 1-{4-[4-(isopropylamino)-6-(8-oxa-3-azabicyclo[3.2.1joct-3-yl)-
1,3,5-triazin-2-ylphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 460.54

Example 194; Preparation of 1-{4-[4-{diethylamino)-6-(8-oxa-3-azabicycio{3.2.1joct-3-y1)-1,3,5-
triazin-2-yljphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 474.57.

Example 195: Preparation of 4-({[4-(4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2yl)phenyl]
carbamoy!} amino} benzoic acid; mp 204 °C; MS (ESI) m/z 476.2;

Exampie 196: Preparation of 1-[4-{4-azetidin-1-yl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-
{4-[{4-methyipiperazin-1-yl)carbonyllphenyliurea; mp 170 °C; MS (ESI) m/z 558.2.

Example 197 Preparation of 4-({{4-(4-azetidin-1-yl-6-morpholin-4-yi-1,3 5-triazin-2-
yiiphenyl]carbamoyl}laming)}-N-[2-{dimethylamino)ethyll-N-methylhenzamide

MS (ESI) m/z 280.7;

Example 198: Preparation of 4-({[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyl]carbamoyl}amino)-N-[2-{dimethylaminc)ethyl]-N-methylbenzamide

Example 199: Preparation of 1-{4-[4-(1-ethoxyvinyl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-
3-pyridin-4-ylurea; MS (ES1) m/z 447 .499.
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Example 200: Preparation of 1-{4-[4-(2-methoxyethoxy)-6-morpholin-4-yl-1,3,5-triazin-2-
yl|phenyll-3-pyridin-4-ylurea

HRMS: caicd for C22H25N704 + H+, 452.20408; found (ESI, [M+H]+ Obs'd), 452.2047;

Example 201. Preparation of 1-(diethylcarbamoyl)-4-{({4-[4-morpholin-4-y}-6-(3-0xa-8-
azabicyclof3.2. 1Joct-8-y1)-1,3,5-riazin-2-yl]phenyl}carbamoylaminolpyridinium

HRMS: calcd for C30H38N90O4 + H+, 589.31195; found (ESI, [M+H]}+), 589.3035;

Example 202: Preparation of 1-(4-{4-[ethyl{methy!}amino]-6-(8-oxa-3-azabicyclo[3.2. 1Joct-3-yl)-
1,3,5-triazin-2-yl}phenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 460.54.

Exampie 203: Preparation of 1-{4-[4-(sec-butylamino}-6-(8-oxa-3-azabicyclo{3.2.1Joct-3-yl)-
1.3,5-triazin-2-yljphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 474.57.

Example 204: Preparation of 1-{4-[4-{{2-hydroxy-1-(hydroxymethyl)ethyljamino}-6-(8-oxa-3-
azabicyclo[3.2. 1Joct-3-y1)-1,3,5-triazin-2-yljphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 492.54.

Example 205 Preparation of 1-(4-{4-[bis{2-hydroxyethyl)amino]-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-y1)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 506.57

Example 206: Preparation of 1-(4-{4-{(15,45)-2,5-diazabicyclo[2.2. 1]hept-2-yl]-6-(8-0oxa-3-
azabicyclo[3.2.1]oct-3-y1)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 499.58.

Example 207: Preparation of 1-{4-[4-{[4-(4-methylpiperazin-1-yl)phenyljamino}-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yl)-1,3,5-triazin-2-ylJphenyi}-3-pyridin-3-ylurea; MS (ESI) m/z 592.71.

Example 208 Preparation of 1-(4-{4-(B-oxa-3-azabicycio]3.2. 1]oct-3-yl)-6-[(4-piperazin-1-
ylphenylamino]-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea; MS (ESI) m/z 578.68.

Example 209: Preparation of 1-[4-(4-acetyl-6-morpholin-4-yi-1,3 5-triazin-2-yl)phenyl}-3-pyridin-

4-ylurea; MS (ESI) m/z 419.406

Example 210: Preparation of 1-{4-{4-morpholin-4-yi-6-[{15,48)-2-0xa-5-azabicyclof2.2. 1]hept-5-

yll-1,3,5-triazin-2-yl}pheny!)-3-{4-[(4-pyrrolidin-1-yipiperidin-1-yl)carbonyljphenyljurea; MS (ESI)
m/z 654.3; HRMS: calcd for C35H43N904 + H+, 654.35108; found (ESI-FTMS, [M+H]1+),
654.35129;
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Example 211: Preparation of methyl 4-[({4-[4-(2-methoxyethoxy)}-6-morphoiin-4-yi-1,3,5-triazin-
2-yllphenyl}carbamoyl)amino]benzoate

HRMS: caicd for C25H2BN60O6 + H+, 509.21431; found (ESI, [M+H]+ Obs'd}), 509.214.

Example 212: Preparation of 1-methyl-3-(4-{4-{(1-methyiethyl)amino]-6-(8-oxa-3-
azabicyclo[3.2. 1Joct-3-yi}-1,3,5-triazin-2-yl}phenyl)urea; MS (ESI) m/z 307.48.

Example 213: Preparation of 1-cyclopropyl-3-(4-{4-[{ 1-methylethyl)aminc}-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-yi)-1,3,5-triazin-2-yl}phenylurea; MS (ESI) m/z 423.52.

Exampie 214: Preparation of 1-(2-hydroxyethyl)-3-(4-{4-{(1-methylethyl)amino}-6-(8-oxa-3-
azabicyclo[3.2.1]joct-3-y1}-1,3,5riazin-2-yl}phenyllurea; MS (ES!) m/z 427.51.

Example 215 Preparation of 1-(4-{4-[( 1-methyiethyl)amino]-6-(8-oxa-3-azabicycio[3.2.1]oct-3-
yl)-1,3,5-triazin-2-yi}phenyl)-3-pyridin-4-ylurea; M8 (ESI) m/z 460.54.

Example 216: Preparation of 1-(4-{4-{{1-methylethyl)amino}-6-(8-oxa-3-azabicycio[3.2.1Joct-3-
yl)-1,3,5-triazin-2-yl}phenyl)-3-[6-(4-methylpiperazin-1-yl)pyridin-3-yllurea; MS (ES!) m/z 460.54.

Example 217: Preparation of 1-(4-{4-[(1-methylethyl)amino]-6-(8-oxa-3-azabicyclof3.2.1]oct-3-
yh)-1,3,5-triazin-2-yliphenyl)-3-[4-(4-methylpiperazin-1-yl)phenyllurea; MS (ESI) m/z 557.70.

Exampie 218: Preparation of 1-{4-[(2,2-dimethylhydrazino)carbonyl]phenyl}-3-(4-{4-[(1-
methylethyl)amino]-6-(8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-1,3,5-triazin-2-yi}phenyljurea; MS (ESI)
m/z 545.65.

Example 219: Preparation of 4-{[(4-{4-[{1-methylethyl}amino]-6-(8-oxa-3-azabicyciol3.2. 1joct-3-
yh)-1,3,5-triazin-2-yl}phenyl)carbamoyllamino}-N-pyrrolidin-1-ylbenzamide; MS (ESI) m/z 571.69.

Example 220: Preparation of 1-{4-[2-(dimethylamino)ethoxy]phenyl}-3-(4-{4-[(1-
methylethyhamino]-6-(8-oxa-3-azabicyclo[3.2. Tloct-3~yi}-1,3,5-triazin-2-yl}phenyljurea; MS (ESI)

m/z 546.68.

Example 221: Preparation of 1-[4-(hydroxymethyl)phenyl]-3-(4-{4-[{ 1-methylethyl)amino}-6-(8-
oxa-3-azabicyclof3.2. 1Joct-3-y1)-1,3,5-triazin-2-yl}phenyljurea; MS (ESI) m/z 489.58
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Example 222: Preparation of 1-[4-{2-hydroxyethyl)phenyl}-3-(4-{4-{(1-methylethyl}amino]-6-(8-
oxa-3-azabicyclo[3.2. tjoct-3-yl)-1,3,5-iriazin-2-yliphenytiurea; MS (ESI) m/z 503.61.

Example 223: Preparation of 1-{4-[4-(1-hydroxyethyl)-6-morpholin-4-yi-1,3 5-triazin-2-
yliphenyil-3-pyridin-4-ylurea; MS (ESI) m/z 421.46.

Example 224: Preparation of 1-[4-(4,6-di-3-oxa-8-azabicyclo[3.2. 1]oct-8-yl-1,3,5-triazin-2-
yhphenyl]-3-pyridin-4-ylurea; MS (ES!) miz 514.59.

Exampie 225: Preparation of methy! 4-({{4-{4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-
yliphenyllcarbamoyllamino)benzoate; MS (ES!) m/z 462.51

Example 226: Preparation of methyl 4-[({4-[4-(3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-
1,3,b-triazin-2-yljphenyli}carbamoylaminolhenzoate; MS (ESI) m/iz 516.55.

Example 227: Preparation of 4-[({4-[4-({3,6-dihydro-2M-pyran-4-yl)-6-morpholin-4-yl-1,3,5-
triazin-2-yljphenylicarbamoyl)aminclbenzoic acid; MS (ESI) m/z 502.53

Exampie 228: Preparation of 1-(4-{4-morpholin-4-yl-6-[2-(pyridin-4-ylamino)ethyl]-1,3,5-triazin-
2-yl}phenyl}-3-pyridin-4-ylurea

HRMS: calcd for C26H27NSO2 + H+, 498.23605; found (ESI, [M+H]+ Obs'd), 498.2383;

Example 229: Preparation of 1-[4-(4-methylpiperazin-1-yl)phenyl]-3-{4-{4-morpholin-4-yl-6-{3-
oxa-8-azabicyciof3.2. 1joct-8-yl)-1,3,5-triazin-2-ylphenyliurea

HRMS: caled for C31H39N9O3 + H+, 586.32486; found (ESI, [M+H]+ Obs'd), 586.3245;

Example 230: Preparation of 1-(4-acetyiphenyl)-3-{4-{4-morpholin-4-yl-6-{3-oxa-8-
azabicyclo[3.2.1Joct-8-yi)-1,3,5-triazin-2-yl]phenyilurea

HRMS: calcd for C28H31N704 + H+, 530.25103; found (ESI, [M+H]+ Obs'd}, 530.2508;

Example 231: Preparation of 4-({{4-(4-butyl6-morpholin-4-yi-1,3,5-triazin-2-
yhphenyllcarbamoyljamino}-N-[2-(dimethylamino)ethyllbenzamide; MS (ESI) m/z 546.676.

Example 232: Preparation of 1-[4-{4-butyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{4-[(4-
methyipiperazin-1-yljcarbonyl]phenyljurea
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MS (ESI) m/z 559.4.

Example 233: Preparation of 4-({[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-
yl)phenyljcarbamoyi}amino)benzoic acid; MS (ESI} m/z 448.483

Example 234: Preparation of 1-methyl-3-{4-[4-(8-0xa-3-azabicyclo[3.2.1]oct-3-yl)-6-(8-0xa-3,7-
diazabicyclo]3.3.1]lnon-3-y1)-1,3,5-triazin-2-yl]phenyllurea

HRMS: calcd for C23H30NBO3 + H+, 467.25136; found (ESI, [M+H]+ Obs'd), 467.2525.

Exampie 235: Preparation of 1-{4-[4-(8-0xa-3-azabicyclo[3.2.1Joct-3-yi)-6-(8-0xa-3,7-
diazabicyclo[3.3.1Jnon-3-y1)-1,3,5-triazin-2-yljphenyl}-3-pyridin-3-ylurea

HRMS: calcd for C27H31NSO3 + H+, 530.26226; found (ESI, [M+H]+ Obs'd), 530.2638;

Example 236: Preparation of 1-[4-(4-sthyi-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-{4-[{4-
methylpiperazin-1-yhcarbonyijphenyilurea; MS (ESI) m/z 531.1.

Example 237: Preparation of N-[2-{dimethylamino)ethyl}-4-({[4-(4-ethyl-6-morpholin-4-yl-1,3,5-
triazin-2-yl)phenyl]carbamoyl}amino)benzamide

Example 238: Preparation of 1-(4-{{4-(dimethylamino)piperidin-1-yljcarbonyl}phenyl}-3-[4-(4-
ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yhphenyljurea; MS (ES!) m/z 5568.711

Example 239: Preparation of 1-[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-{4-
{(hydroxymethyl)phenyliurea; MS (ESI) m/z 462.554.

Exampie 240: Preparation of 4-[{{4-[4-(3,6-dihydro-2H-pyran-4-yi}-6-morphoiin-4-yl-1,3,5-
triazin-2-yl|phenyl}carbamoyl)amino}-N-[2-{dimethylamino)ethyl]-N-methylbenzamide; MS (ES!)

m/z 586.721.

Example 241: Preparation of 1-[4-(4-butyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyi}-3-{4-{|4-
{(dimethylamino)piperidin-1-yljcarbonyi}phenyllurea; MS (ESI) m/z 586.741.

Exampie 242: Preparation of N-[2-(dimethylamino)ethyl]-4-({{4-{4-ethyl-6-morphoiin-4-yi-1,3,5-
triazin-2-yhphenyljcarbamoyllamino)-N-methylbenzamide; MS (ESI) m/z 532.649.
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Exampie 243: Preparation of N-[2-(dimethylamino)ethyl}-4-({]4-(4-methoxy-6-morphoiin-4-yi-
1,3,5-triazin-2-yl)phenyllcarbamoyllamino)}-N-methylbenzamide; MS (ES!) m/z 534.62.

Example 244: Preparation of N-{2-(dimethylamino)ethyl}-4-{{[4-(4-methoxy-6-morpholin-4-yi-
1,3,5-triazin-2-yl)phenyljcarbamoyllamino)benzamide; MS (ESI) m/z 520.60.

Example 245: Preparation of 4-({]4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-

ylyphenyllcarbamoyilamino)-N-methyl-N-[2-{methylaminojethyl]benzamide; MS (ESI) m/z
520.60.

Example 246: Preparation of 1-[4-(4-methoxy-6-morphaolin-4-yl-1,3,5-triazin-2-yi)phenyi]-3-{4-
[{4-methylpiperazin-1-ylcarbonyllphenyllurea; M3 (ESI) m/z 532.61.

Example 247: Preparation of 1-{4-[(3,3-dimethyipiperazin-1-yl)carbonyt]phenyl}-3-{4-(4-
methoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea; MS (ESI} m/z 546.63.

Example 248: Preparation of 4-({[4-(4-methoxy-6-morpholin-4-y!-1,3,5-triazin-2-
yhphenyllcarbamoyllaming)-N-(2-piperidin-1-ylethyl}benzamide, MS (ESI) m/z 560.66.

Example 249: Preparation of 1-{4-ethenylphenyl}-3-{4-[4-morphoiin-4-yl-6-(3-oxa-8-
azabicyclo[3.2.1]oct-8-yI)-1,3,5-triazin-2-yljphenyljurea; MS (ESI) m/z 514.3;

HRMS: calcd for C28H31N703 + H+, 514.25611; found (ESI, [M+H]+ Obs'd), 514.2561.

Example 250: Preparation of 1-{4-[(4-methylipiperazin-1-yl)methyliphenyi}-3-{4-[4-morpholin-4-
yl-6-(3-oxa-8-azabicyclo[3.2. 1joct-8-yl)-1,3,5-triazin-2-yliphenyl}urea;

HRMS: caled for C32H41N9O3 + H+, 600.34051; found (ESI, [M+H]+ Obs'd), 600.3405.
Example 251: Preparation of 4-({{4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyllcarbamoyl}amino}-N-[4-(4-methylpiperazin-1-yl)phenyl]benzamide; MS (ESI} m/z

621.77.

Exampie 252: Preparation of 1-[4-(4-butyl-6-morphoiin-4-yi-1,3, 5-triazin-2-yl)phenyi}-3-[4-({[2-
{dimethylamino)ethyllamino}methyl)phenyilurea; MS (ESI) m/z 532.71.
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Exampie 253: Preparation of 4-({[4-(4-butyl-6-morpholin-4-yi-1 ,3,5—triazin;2-
yl)phenyi]carbamayi}amino)-N-f4-(4-methylpiperazin-1-yi)phenyljbenzamide; MS (ESI) m/z
649.82.

Example 254: Preparation of 1-{4-(4-butyl-6-morpholin-4-yl-1,3 5-triazin-2-y)phenyll-3-{4-{{4-
methylpiperazin-1-yl)methyllphenyflurea; MS (ESI) m/z 544.728.

Exampie 255: Preparation of 1-[4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-(4-
formylphenylyurea; MS (ES!) m/z 461.2.

Example 256: Preparation of tert-butyl{ 1R ,4R)}-5-(4-morpholin-4-yl-6-{4-[(pyridin-4-

ylcarbamoyhamino]phenyi}-1.3,5-trigzin-2-y)-2,5-diazabicycio[2.2. 1]heptane-2-carboxylate; mp
192 °C; MS (ESI) m/z 574.3.

Example 257: Preparation of tert-butyl (1R, 4R )-5-[4-(4-{[(4-
acetyiphenyl)carbamoyl]lamino}phenyl-6-morpholin-4-yl-1,3,5-triazin-2-yl}-2,5-

diazabicycio[2.2.1]heptane-2-carboxylate; mp 202 °C; MS (ESI) m/z 615.3;

Example 258: Preparation of 1-(4-{4-[{2-methoxyethyl)amino]-6-{8-oxa-3-azabicyciof3.2.1}oct-3-
yli-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-ylurea;, MS (ES!) m/z 476.54

Example 259: Preparation of 1-{4-[4-{[(15)-2-hydroxy-1-methylethyllamino}-6-(8-oxa-3-
azabicyclo[3.2. 1]oct-3-yi)-1,3,5-triazin-2-yl]phenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 476.54.

Example 260: Preparation of 1-{4-[4-{[(1R)-2-hydroxy-1-methylethyilamino}-6-(8-oxa-3-
azabicyclo[3.2. 1loct-3-yl)-1,3,5-triazin-2-yl}phenyl}-3-pyridin-3-ylurea;, M3 (ESI) m/z 476.54.

Example 261: Preparation of 1-(4-{4-[(2-hydroxy-1,1-dimethylethyl)amino]-6-(8-oxa-3-
azabicycio[3.2. 1]oct-3-y1)-1,3,5-triazin-2-yl}phenyi)-3-pyridin-3-ylurea; MS {ESI) m/z 490.57.

Example 262: Preparation of 1-{4-[4-(tert-butylamino)-6-(8-oxa-3-azabicyclo]3.2. 1joct-3-yi)-
1,3.5-triazin-2-yljphenyl}-3-pyridin-3-ylurea; MS (ESI) m/z 474 .57,

Example 263: Preparation of 4-({[4-(4,6-dimorphalin-4-yl-1,3,5-triazin-2-
yhphenyljcarbamoyliamino)-N-{pyridin-2-ylmethyl}henzamide;

mp 296-298 °C; MS (ES1) m/z 298.6;
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HRMS: caled for C31H33N904 + H+, 596.27283; found (ESI, {M+H]+ Obs'd), 596.2724,
HRMS: calcd for C31H33N904 + H+, 586.27283; found (ESI, {M+H]+ Caic'd), 596.2728.

Example 264: Preparation of 1-[4-(4,6-di-3-oxa-8-azabicyclo{3.2.1]oct-8-yl-1,3,5-triazin-2-
yhphenyl]-3-(4-piperazin-1-ylphenylurea;

HRMS: calcd for C32H39N90O3 + H+, 598.32486; found (ESI, [M+H]+ Obs'd), 588.3247,
HRMS: caled for C32H39NSO3 + H+, 598.32486; found (ESI, [M+H]+ Calc'd), 598.3249;

Example 265: Preparation of 1-[4-(4,6-di-3-oxa-8-azabicycio]3.2.1joct-8-y}-1,3,5-triazin-2-
yliphenyl}-3-[4-(4-methylpiperazin-1-yliphenyl]urea;

HRMS: calcd for C33H41N9O3 + H+, 612.34051; found (ESI, [M+H]+ Obs'd), 612.3402;

Example 266 Preparation of 1-{4-[2-(dimethylamino)ethoxy]phenyl}-3-{4-[4-morphoiin-4-yi-6-(3-
oxa-8-azabicyclo[3.2.1]Joct-8-yl}-1,3,5-triazin-2-yljphenyljurea

HRMS: calcd for C30H38N80O4 + H+, 575.30888; found (ESI, {M+H]+ Obs'd), 575.3088;
HRMS: caled for C30H38N8O4 + H+, 575.30888; found (ESI, [M+H]+ Calc'd), 575.3089.

Example 267: Preparation of 1-(4-{4-[2-(1,3-dioxan-2-yl)ethyl]-6-morpholin-4-yi-1,3,5-triazin-2-
yliphenyl)-3-pyridin-4-ylurea

HRMS: calcd for C25H2ON704 + H+, 492.23538; found (ESI, [M+H]+ Obs'd), 492.2364.

Example 268: Preparation of 1-(4-{4-[2,5-bis{hydroxymethyl)pyrrolidin-1-yl}-6-morpholin-4-yl-
1,3.5-triazin-2-yl}phenyl)-3-pyridin-4-yiurea

HRMS: calcd for C25H30N804 + H+, 507.24628; found (ESI, [M+H]+ Obs'd}), 507.2471.
Example 269: Preparation of 4-({J4-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-

yl)phenyl]carbamoyilamino)-N-{4-{2-(dimethylamino)ethoxy]phenyl}benzamide; MS (ESI) m/z
638.773.
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Example 270: Preparation of 1-{4-[{(4-benzylpiperidin-1-yl)carbonyliphenyl}-3-[4-(4-butyl-6-
morpholin-4-yl-1,3 5-triazin-2-yl )phenyljurea; MS (ES!) m/z 633.821.

Example 271: Preparation of 4-{{[4-(4-ethyl-6-morpholin-4-yl-1,3 5-triazin-2-
yh)phenyljcarbamoyl}amino)-N-(1-methylpiperidin-4-yl)benzamide; MS (ESI) m/z 545.3.

Example 272: Preparation of 4-{{[4-(4-butyl-6-morpholin-4-yl-1,3,b-triazin-2-
yl)phenyljcarbamoyli}amino)-N-(1-methylpiperidin-4-yl)benzamide; MS (ESI) m/z 573.4.

Example 273: Preparation of 1-{4-{4-(6-hydroxy-3-oxa-8-azabicyclo[3.2. 1joct-8-y!)-6-morphoiin-
4-yi-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-yiurea; MS (ESI) m/z 504.551.

Example 274: Preparation of 1-(4-{4-[3-{dimethylamino)propyi]-6-morpholin-4-yl- 1,3 5-triazin-2-
yl}phenyl}-3-pyridin-4-ylurea; MS (ES) m/z 462.56.

Exampie 275; Preparation of 1-[4-{4-{3-[(1-methylethyl)amino]propyl}-6-morpholin-4-yl-1,3,5-
triazin-2-yl)phenyi]-3-pyridin-d-ylurea; MS (ESI) m/z 476.59.

Example 276: Preparation of 1-{4-[4-morpholin-4-yl-6-(3-pyrrolidin-1-yipropyl)-1,3,5-triazin-2-
yllphenyl}-3-pyridin-d-ylurea; MS (ESI) m/z 488.60.

Example 277: Preparation of 1-(4-{4-[3-(4-methylpiperazin-1-ylpropyl]-6-morpholin-4-yi-1,3,5-
triazin-2-yl}phenyl)-3-pyridin-4-ylurea; MS (ESI) m/z 517 .64.

Example 278: Preparation of 1-{4-[4-(3-{[2-(dimethylamino)sthyllamino}propyl)-6-morpholin-4-
yh-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-ylurea; MS (ES!) m/z 505.63.

Example 279: Preparation of 1-{4-[4-(3-hydroxypropyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyi}-3-pyridin-4-ylurea; MS {(ESI) m/z 435.49.

Example 280: Preparation of 1-{4-[4-morpholin-4-yl-6-(3-oxopropyl}-1,3,5-triazin-2-yl|phenyl}-3-
pyridin-4-ylurea; MS (ESI) m/z 433.47.

Example 281: Preparation of tert-butyl-7-(4-morpholin-4-yi-6-{4-[(pyridin-4-
yicarbamoyl)aminolphenyl}-1,3,5-triazin-2-y1)-9-oxa-3, 7-diazabicyclo[3.3.1jnonane-3-

carboxylate

HRMS: calcd for C30H37N90O5 + H+, 604.29904; found (ESI, [M+H]+ Obs'd), 604.2993.
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Exampie 282: Preparation of 1-{4-[4-(6,8-dioxa-3-azabicyclo[3.2.1]oct-3-yl}-6-morpholin-4-yi-
1,3,5-triazin-2-yliphenyl}-3-pyridin-4-ylurea

HRMS: calcd for C24H26NB0O4 + H+, 491.21498; found (ES!, [M+H]+ Obs'd), 491.2155.

Example 283: Preparation of 1-{4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yi-1,3,5-triazin-
2-yiiphenyl}-3-(4-{[4-(dimethylamino)piperidin-1-yljcarbonyi}phenyljurea; MS (ESI) m/z 612.758.

Example 284: Preparation of 4-[({4-[4-(3,6-dihydro-2H-pyran-4-y|)-6-morpholin-4-y-1,3,5-

triazin-2-yljphenyfjcarbamoylyamino]-N-[2-(dimethylamino)ethyl]benzamide; MS (ESI) m/z
572.694.

Example 285: Preparation of 1-[4-(4,6-di-3-0xa-8-azabicyclo[3.2.1]oct-8-yl-1,3,5-triazin-2-
yl)phenyll-3-{4-[(4-methyipiperazin-1-y)methyl]phenyl}urea; MS (ESI) m/z 625.78

Example 286: Preparation of N-[4-(4,6-di-3-oxa-8-azabicyclof3.2. 1]Joct-8-yl-1,3,5-triazin-2-
ylyphenylpiperazine-1-carboxamide; MS (ES!) m/z 506.61

Example 287: Preparation of 1-[4-(4,6-di-3-oxa-8-azabicyclo[3.2.1]joct-8-y+-1,3,5-triazin-2-
yhphenyl}-3-[4-(hydroxymethylyphenyljurea, MS (ESI) m/z 543.63.

Example 288 Preparation of 1-{4-(4,6-di-3-oxa-8-azabicyclo[3.2. 1]oct-8-yl-1,3,5-triazin-2-
yhphenyl]-3-{4-{(methylamino}methyllphenyiiurea; MS (ESI) m/z 556.67.

Example 289: Preparation of 1-{4-[2-(dimethylamino)ethoxyjphenyl}-3-[4-(4,6-di-3-0x&-8-
azabicyclo[3.2. 1]oct-8-yi-1,3,5-triazin-2-yhphenyljurea; M3 {(ESI) m/z 600.73.

Example 290: Preparation of 1-{4-[4-morpholin-4-yl-6-(9-oxa-3,7-diazabicyclo[3.3. 1inon-3-yi}
1,3,5-triazin-2-yl|phenyl}-3-pyridin-d-yiurea; MS (ESI) m/z 503.57.

Example 291: Preparation of 1-{4-[4-{7-methyl-9-oxa-3,7-diazabicycio]3.3.1]non-3-yl}-6-
morpholin-4-yl-1,3,5-triazin-2-yijphenyi}-3-pyridin-4-yiurea; MS (ESI) m/z 517.60.

Exampie 292: Preparation of 1-{4-[4~(7-acetyl-3-0xa-3,7-diazabicyclo}3.3.1]non-3-yl}-6-
morpholin-4-yl-1,3,5-triazin-2-yijphenyi}-3-pyridin-4-ylurea; MS (ESI) m/z 545.61.

Example 293: Preparation of 1-(4-{4-[7-(methylsuifonyi}-9-oxa-3,7-diazabicycio]3.3. 1]Jnon-3-yi}-
8-morpholin-4-yl-1,3,b-triazin-2-yl}phenyl)-3-pyridin-4-yiurea; MS {(ESI) m/z 581.66.
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Example 294: Preparation of 1-i14-(4-methylpiperazin-1-yl)phenyl}-3-[4-{4-morpholin-4-y}-6-
propyl-1,3,5-triazin-2-yl)phenyllurea; MS (ES!) mfz 517 .4.

Example 295: Preparation of 1-{4-[2-(dimethylamino)ethoxy]phenyi}-3-[4-(4-ethyl-6-morpholiin-
4-yl-1,3,5-triazin-2-yl)phenyllurea; MS (ESI) m/z 492.2.

Example 296: Preparation of 1-{4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yi)phenyl]-3-[4-(4-
methylpiperazin-1-yhphenyllurea; MS (ESI) m/z 503.

Example 297: Preparation of 1-[4-(4-methyipiperazin-1-yl)phenyl]-3-{4-[4-(2-methyinropyl)-6-
morpholin-d-yl-1,3 5-triazin-2-yljphenyllurea; MS (ESI) m/z 530.701.

Example 298: Preparation of 1-{4-[(3,3-dimethylpiperazin-1-yl)carbonyljphenyi}-3-[4-(4-ethyl-6-
morpholin-4-yk-1,3,5-triazin-2-yl)phenyljurea; MS (ESIH) m/z 544.684.

Example 299: Preparation of 4-({{4-{4-ethyl-6-maorpholin-4-yl-1,3 5-friazin-2-
ylyphenyljcarbamoyllamine)}-N-{1-methylazetidin-3-y)benzamide

MS (ESI) m/z 517.3;
MS (ES) m/z 259.2;

Example 300: Preparation of methyl 4-{({4-[4-(1-methyiethyl)}-6-morpholin-4-yi-1,3,5-triazin-2-
yilphenylicarbamoyljaminolbenzoate

mp 218 °C;
MS (ESI) miz 477.3.

Example 301: Preparation of 4-[({4-[4-(1-methylethy!}-6-morpholin-4-yi-1,3,5-trigzin-2-
yilphenylicarbamoyl)amino]benzoic acid

MS (ESI) m/z 463.3.
Example 302: Preparation of tert-butyl-{1R,4R)-5-{4-[4-({[4-(1-

hydroxyethyl)phenyljcarbamoyi}amino)phenyi}-6-morphoiin-4-yi-1,3,5-triazin-2-yi}-2,5-
diazabicyclo[2.2.1]heptane-2-carboxylate
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MS (ESI) m/z 617.4.

Example 303: Preparation of 1-[4-(4-methylpiperazin-1-yl)phenyl]-3-{4-[4-(3-oxa-8-
azabicyclo[3.2.1]Joct-8-yi}-6-(8-0xa-3-azabicyclo[3.2. 1]oct-3-yl}-1,3,5-triazin-2-yljphenyljurea

HRMS: caled for C33H41N9O3 + H+, 612.34051; found (ES!, [M+H]+ Obs'd), 612.3402;
HRMS: caled for C33H41N9O3 + H+, 612.34051; found (ESH, [M+H]+ Calc'd), 612.3405.

Example 304: Preparation of 1-{4-{4-(1-methylethyl}-6-morpholin-4-yi-1,3,5-triazin-2-yl|phenyl}-
3-{4-{{4-methylpiperazin-1-yl)carbonyi]phenyijurea; MS (ESIH) m/z 544.66.

Exampie 305: Preparation of N-[2-(dimethylamino)ethyl}-4-[{4-]4-(1-methylethyl)-6-morpholin-
4-yl-1,3 5-triazin-2-yiJphenytjcarbamoyl)amino]benzamide; MS (ES1) miz 532.65.

Example 308: Preparation of N-[2-(dirmethylamino yethyl}-N-methyi-4-[({4-[4-(1-methylethy!)-B-
morpholin-4-yl-1,3,5-triazin-2-yl\phenyl}carbamoylaminclbenzamide; MS (ES!) m/z 546.68.

Example 307: Preparation of N-(1-methylazetidin-3-y1}-4-[({4-[4-(1-methylethy!}-6-morpholin-4-
yi-1,3,5-triazin-2-yijphenyl}carbamoyt)amino]benzamide; MS (ESI) m/z 530.63.

Exampie 308: Preparation of 1-(4-{[4-{dimethylamino)piperidin-1-ylJcarbonyl}phenyl}-3-{4-{4-(1-
methylethyl)-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyljurea; MS (ESIH m/z 572.72.

Example 309: Preparation of 4-[({4-[4-{1-methylethy))-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyl}carbamoyl)amino}-N-pyridin-4-ylbenzamide; MS (ESI) m/z 538.61.

Example 310: Preparation of 4-[{{4-[4-(1-methylethy!)-6-morpholin-4-yi-1,3,5-triazin-2-
ylphenyljcarbamoyhamino}-N-pyridin-3-yibenzamide; MS (ESI) m/z 538.61.

Example 311: Preparation of N-cyclobutyl-4-[({4-[4-(1-methyiethyl)-6-morpholin-4-yi-1,3,5-
triazin-2-yljphenyl}carbamoyl)aminolbenzamide; MS (ESI) m/z 515.62.

Example 312: Preparation of 1-{4-[4,6-di-{15,45)-2-oxa-5-azabicycio[2.2. 1]hept-5-yi-1,3,5-
triazin-2-ylipheny!}-3-14-{4-methylpiperazin-1-y)phenyljurea; MS {(ESH m/z 583.70.

Example 313: Preparation of 1-{4-[4,6-di~(15,48)-2-oxa-5-azabicycio]2.2.1ihept-5-yl-1.3,5-
triazin-2-yl]phenyl}-3-{4-piperazin-1-ylphenyljurea; MS (ESI) m/z 569.67.
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Exampie 314: Preparation of 1-{4-[4,6-di-(1R,4R)-2-0xa-5-azabicyclo[2.2.1}hept-5-yi-1,3,5-
triazin-2-yljphenyl}-3-{4-(4-methylpiperazin-1-yl)phenyljurea; MS (ESI) m/z 583.70.

Example 315: Preparation of 1-(2-fluoroethyl}-3-{4-[4-{[4-(4-methylpiperazin-1-y)phenyilamino}-
6-(8-oxa-3-azabicyclo[3.2.1}oct-3-yI)-1,3,5-triazin-2-yljphenyljurea; MS {ESIH) m/z 561.6.

Example 316: Preparation of 1-cyclopropyl-3-{4-[4-{[4-{4-methylpiperazin-1-yl)phenyllamino}-6-
(8-oxa-3-azabicyclo]3.2. 1]oct-3-vi)-1,3,5-triazin-2-y{jphenyijurea; MS (ESI) m/z 555.71.

Example 317: Preparation of 1-methyl-3-{4-{4-{[4-(4-methyipiperazin-1-yl)phenyllamino}-6-(8-
oxa-3-azabicyclo[3.2.1]oct-3-y1)-1,3,5-triazin-2-yi|phenyllurea; MS (ESH) m/z 529.67.

Example 318: Preparation of 4-[{{4-]4-{{4-(4-methylpiperazin-1-yl)phenyllamino}-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-y1)-1,3,5-triazin-2-yljphenyllcarbamoyhaminclbenzamide; MS (ES!) m/z

634.745.

Example 319: 1-{4-[4-{[4-(4-methylpiperazin-1-yl)phenyllamino}-6-(8-0xa-3-
azabicycio[3.2.1]oct-3-y)-1,3,5-triazin-2-yl]phenyl}-3-phenylurea; MS (ESI) m/z 591.72.

Example 320: Preparation of 1-[4-(4-athyl-8-morpholin-4-yi-1,3, b-triazin-2-yl)phenyl]-3-{4-[{4-
phenylpiperidin-1-yi)carbonyl]phenyllurea

MS myz 08-301420LMS.

Example 321: Preparation of 4-({[4-(4-ethyi-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyllcarbamoyllamino)}-N-{pyridin-4-yimethyl)benzamide

MS (ESI) m/z 539.4;
MS (ESI) m/z 270.2.

Example 322: Preparation of 1-{4-[(4-methylpiperazin-1-yl)carbonyliphenyi}-3-{4-{4-(2-
methylpropyl)-6-morpholin-4-yl-1,3 5-4riazin-2-yilphenyllurea; MS (ESI) m/z 558.711.

Example 323: Preparation of 1-(4-{{4-(dimethylamino)piperidin-1-yljcarbonyl}pheny!)-3-{4-[4-(2-
methyipropyl)}-6-marpholin-4-yl-1,3 5-triazin-2-yllphenyllurea; MS (ESI) m/z 586.765.
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Example 324: Preparation of N-[2-(dimethylamino)ethyi]-N-methyl-4-[({4-[4-(2-methylpropy!)-6-
morpholin-4-yl-1,3,5-triazin-2-yl]phenyl}carbamoyl)aminojbenzamide; MS (ESI) m/z 560.727.

Example 325: Preparation of 1-methyi-3-(4-{4-{8-oxa-3-azabicyclo[3.2.1]oct-3-yl)-6-{{4-
piperazin-1-ylphenyljamino]-1,3,5-triazin-2-yl}phenyljurea; MS (ESI) m/z 515.62.

Example 326: Preparation of 1-cyclopropyl-3-(4-{4-(8-oxa-3-azabicyclo{3.2.1]oct-3-yl}-6-{(4-
piperazin-1-ylphenyl)aminol-1,3,5-triazin-2-yl}phenyljurea; MS (ESI) m/z 541.66.

Example 327: Preparation of 1-(2-flucroethyl)-3-(4-{4-(8-oxa-3-azabicyclo[3.2.1joct-3-yl)-6-[(4-
piperazin-1-ylphenylyaminol-1,3,5-triazin-2-yl}phenyljurea; MS (ES!) m/z 547.64.

Example 328: Preparation of 1-(2-hydroxyethyl)-3-(4-{4-(8-oxa-3-azabicyclo[3.2.1joct-3-yl}-6-
[(4-piperazin-1-ylphenyl)amino}-1,3,5-triazin-2-yl}phenytjurea; MS (ES|) m/z 545.65.

Example 329: Preparation of 4-{{(4-{4-(B-oxa-3-azabicyclo[3.2.1]oct-3-yl)-6-[(4-piperazin-1-
ylphenyl)amino]-1,3,5-triazin-2-yl}phenyl)carbamoylfjlamino}benzamide; MS (ESI) m/z 620.72.

Example 330: Preparation of 1-(4-{4-(8-0xa-3-azabicycio[3.2. 1]Joct-3-y1)-6-[(4-piperazin-1-
ylphenyl)amino]-1,3,5-triazin-2-yi}phenyl}-3-phenylurea; MS (ESIY m/z 577.69.

Example 331: Preparation of 1-methyl-3-{4-[4-{[4-(4-methylpiperazin-1-yl)phenyllamino}-6-(8-
oxa-3-azabicyclo][3.2.1]oct-3-yl)-1,3,5-triazin-2-yl|phenyllurea; MS (ESI) m/z 520.67.

Example 332: Preparation of 1-cyclopropyl-3-{4-[4-{[4-(4-methylpiperazin-1-yl)phenyllamino}-6-
(8-oxa-3-azabicyclo]3.2. 1}oct-3-yl)-1,3,5-triazin-2-yilphenyljurea; MS (ES!) m/z 555.71.

Example 333:Preparation of 1-(2-fluoroethyl)-3-{4-{4-{[4-(4-methylpiperazin-1-yl)phenylJamino}-
6-(8-oxa-3-azabicyclof3.2.1Joct-3-yl)»-1,3,5-triazin-2-yl]phenyljurea; MS (ESI) m/z 561.69.

Example 334:Preparation of 4-[({4-[4-{[4-{4-methylpiperazin-1-yi)phenyllamino}-6-(8-oxa-3-
azabicyclof3.2.1]oct-3-yl)-1,3,5-triazin-yl]phenyl}carbamoyl) amino] benzamide; MS (ESI) m/z

634.745.

Example 335:Preparation of 1-{4-[4-{{4-(4-methylpiperazin-1-yl)phenyllamino}-6-(8-oxa-3~
azabicyclo[3.2.1]oct-3-yl)-1,3,5-triazin-2-yllphenyi}-3-phenylurea; MS (ESI) m/z 591.72;
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Example 336:Preparation of 1-(2,3'-bipyridin-4-yl}-3-{4-l4-morpholin-4-yi-6-(3-0xa-8-
azabicyclo[3.2.1]oct~8-yl}-1,3,5-triazin-2-ylJphenyl}urea

MS (ESI) m/z 566.4; HRMS: calcd for C30H31NSO3 + H+, 566.26226; found (ESI, [M+H]+
Calc'd), 566.2623.

Example 337.Preparation of 1-{4-[4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyl}-3-{4-[(4-methyipiperazin-1-yhcarbonyllphenyllurea

MS (ESH) m/z 593.5.

Example 338:Preparation of N-[2-(dimethylamino)ethyl]-N-methyl-4-[({4-]4-(4-methyiphenyl)-6-
morpholin-4-yi-1,3,5-riazin-2-yljphenyiicarbamoyhaminojbenzamide; MS (ESI) m/z 595.5.

Example 339:Preparation of 1-{4-[4-(dimethylamino)piperidin-1-yljphenyl}-3-{4-[4-(4-
methyliphenyl)-6-morpholiin-4-yl-1,3,5-triazin-2-yl|phenyllurea

MS (ESI) m/z 593.4.

Example 340:Preparation of 1-{4-[4-(4-methyiphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
ylphenyl}-3-pyridin-4-ylurea. MS (ESI) m/z 468.3.

Example 341:Preparation of 1-{4-[4-(dimethylamino)piperidin-1-yllphenyl}-3-[4-(4-ethyl-6-
morpholin-4-yl-1,3,5-triazin-2-yl)phenyllurea; MS {ES!H) m/z 531.4.

Example 342:Preparation of 4-{({4-{4-(4-methyiphenyl)-6-morphoiin-4-yl-1,3,5-triazin-2-
yliphenyl}carbamoyl)aminolbenzoic acid, MS (ESI) m/z 511.4.

Example 343:Preparation of 1-{4-[4-(4-methylphenyl)}-6-morpholin-4-yl-1,3,5-triazin-2-
vilphenyl}-3-[4-(4-methylpiperazin-1-y)phenyljurea; MS (ESI) m/z 565 .4.

Example 344:Preparation of methyl 4-[({4-[4-(4-methyiphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenylicarbamoyl)aminolbenzoate; MS (ESI) m/z 525.4.

Example 345:Preparation of 1-{4-[4-(dimethylamino)piperidin-1-ylJphenyi}-3-[4-(4-morpholin-4-
yi-6-phenyl-1,3,5-triazin-2-yhphenyljurea; MS (ES!) m/z 578.745
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Example 346:Preparation of 1-[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-
4-ylurea; MS (ESI) m/z 454.1.

Preparation of (28,5R)-pyrrolidine-2,5-diyldimethanol hydrochloride

((25,5R)-1-benzylpyrrolidine-2, 5-diyl)dimethanol (2.2 g, 10 mmol) was dissolved in
ethanol/tetrahydrofuran (200 mL, 1:1), and the mixture was treated with 10 % palladium on
carbon (250 mg). The suspension was shaken under 50 psi of hydrogen until the consumption
of hydrogen had ceased. The mixture was filtered through a pad of Celite™ diatomaceous
earth, eluting with ethanol. The filtrate was concentrated to dryness to provide the title
compound as a golden oil that solidified upon prolonged storage. MS (ES™) = 132.2 (M+H)"

Preparation of ((28,5R)-1-(4-chloro-6-(4-nitrophenyl)-1,3,5-triazin-2-yhpyrrolidine-2,5-
diyl}dimethanol

A suspension of 2,4-dichioro-6-(4-nitrophenyl)-1,3,5-triazine (2.2 g, 8.0 mmol) in acetone (40
mL) was added to magnetically stirred ice water (60 mi.). The mixture was treated with a
solution of (25,5R)-pyrrolidine-2,5-dividimethanol hydrochloride (1.0 g, 6.0 mmol} in
acetone/water (20 mL, 3:1), followed by a suspension of sodium hydrogen carbonate (1.0 g, 12
mmol) in water (12 mL). After 30 minutes of stirring at 0 °C, the mixture was treated with an
addifional quantity of (25,5R)-pyrrolidine-2,5-diyidimethanol hydrochloride (0.26 g, 1.6 mmol} in
water (3 mL), followed by sodium hydrogen carbonate (0.35 g) in water (5 mL). The suspension
was allowed to stir overnight while regaining room temperature. The title compound was
isolated by Blichner filtration, washed with water, and dried under house vacuum. Compound
identification by mass spectrometry was achieved via the analysis of the product reaction
product of ({(2S,5R)-1-(4-chloro-6-(4-nitrophenyl)-1,3,5-triazin-2-yl)pyrrolidine-2,5-
diyl)dimethanol with excess morpholine in ethanol. MS (ES") = 417.2 (M + morpholine - CI)"

Preparation of ({28,5R)-1-(4-{3-oxa-8-azabicycio[3.2. TJoctan-8-y1)-6-(4-nitrophenyl)-1,3,5-
friazin-2-ylypyrrolidine-2,5-diyl)dimethanol

A suspension of ((28,5R)-1-(4-chioro-6-(4-nitrophenyl}-1,3,5-triazin-2-yl)pyrrolidine-2,5-
diyl)dimethanol (0.91 g, 2.5 mmol), 3-oxa-8-azabicyclo[3.2.1joctane hydrochloride (0.37 g, 2.5
mmol) in ethanol {13 mL) was treated with triethylamine (1 mL) and heated in a microwave
reactor for 20 minutes at 130 °C. The reaction mixture was purified by automated flash
chromatography (methanol/chioroform) to provide the title compound as a hard peach coiored
foam. MS (ES") = 443.2 (M+H)"
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Preparation of 8-(4-({25,5R)-2,5-bis({tert-butyldimethylsilyloxy)methyl)pyrrolidin-1-y1})-6-(4-
nitrophenyl)-1,3,5-iriazin-2-yl}-3-oxa-8-azabicyciof3.2. 1loctane

A solution of {(2S,5R)-1-(4-(3-oxa-8-azabicyclo{3.2.1]octan-8-yl)-6-(4-nitrophenyl)-1,3,5-triazin-
2-yl)pyrrolidine-2,5-diyl)dimethanol (approximately 2.7 mmol) in dichloromethane (15 mL) was
treated successively with tert-butyl dimethyl chicrosilane (1.0 g, 6.8 mmol) and imidazole {0.55
g. 8.1 mmot). The resulting suspension was stirred overnight at room temperature and then
quenched with water. The aqueous phase was extracted three times with dichioromethane. The
combined extracts were dried over anhydrous magnesium sulfate, filtered, and concentrated to
dryness under reduced pressure. The crude residue was purified by automated flash
chromatography (hexanes/ethyl acetate) to provide the titie material. MS (ES") = 671.4 (M+H)"

Preparation of 4-{4-(3-oxa-8-azabicycio]3.2.1]octan-8-y1)}-6-((238,5R)-2,5-his({tert-
butyldimethylsilyloxy)methyhpyrrolidin-1-yl}-1,3,5-triazin-2-yl)aniline

A suspension of palladium on charcoal {10 %, 50 mg) and 8-(4-((2S,5R)-2,5-bis((tert-
butyldimethyisilyloxy)methyl)pyrrolidin-1-y)-6-(4-nitrophenyl}-1,3,5-triazin-2-y1}-3-oxa-8-
azabicyclo[3.2.1Joctane (0.55 g, 1.2 mmol) in tetrahydrofuran (20 mL) was stirred under a
balloon of hydrogen overnight. The mixture was filtered through a pad of Celite™ diatomaceous
earth and concentrated under reduced pressure to provide the fitle compound as a tan foam
(0.42 g, 80 %). MS (ES™) = 642.4 (M+H)"

Example 347: Preparation of 1-(4-{4-[(2R,53)-2,5-bis(hydroxymethylpyrrolidin-1-yi]-6-(3-oxa-8-
azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2-yliphenyl)-3-pyridin-4-ylurea

A solution of 4-(4-(3-0xa-8-azabicyclo[3.2.1]octan-8-yl)-6-((25,5R}-2,5-bis((tert-
butyidimethyisilyloxy)methylpyrrolidin- 1-yl)-1,3,5-triazin-2-yhaniline {0.16 mmol) in
dichloromethane (4 mL) was freated successively with triethylamine (1.6 mmol, 210 plyand a
triphosgene (24 mg, 0.08 mmol) solution in dichioromethane (500 pl.}. After 5 minutes, the
mixture was treated with a solution of 4-aminopyridine (45 mg, 0.48 mmol} in warm
tetrahydrofuran. After 1 hour, the reaction mixfure was quenched with methanol and
concentrated to dryness. The crude residue was treated with a saturated solution of hydrogen
chioride in methanol. Upon complete desilylation, the mixture was concentrated to dryness and
the residue purified by reverse-phase high performance liquid chromatography using a
Phenomenex Prodigy column running a gradient elution of 5 % acetonitrile/95 % of 0.1 %
aqueous trifluoroacetic acid to 50 % acetonitrile over 25 minutes. After concentration, the title
compound was obtained. as it trifiuorcacetic acid salt (132 mg). MS (ES™) = 533.3 (M+H)"
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Example 348: Preparation of 1-{4-{4-[(2R,58)-2,5-bis(hydroxymethyl)pyrrolidin-1-yl]-6-{3-oxa-8-
azabicyclo[3.2.1Joct-8-y1)-1,3,5-triazin-2-yl}pheny!}-3-{4-(4-methyipiperazin-1-yl)phenyljurea

A solution of 4-(4-(3-oxa-8-azabicyclo[3.2. 1Joctan-8-y1)-6-((2S,56R)-2,5-bis({tert-
butyldimethyisityloxy)methyl)pyrrolidin-1-yi}-1,3,5-triazin-2-yl)aniline (0.16 mmol) in
dichloromethane (4 mL) was treated successively with triethytamine (1.6 mmol, 210 pl) and a
triphosgene {24 mg, 0.08 mmol) solution in dichloromethane (500 ul.}. After 5 minutes, the
mixture was treated with 4-(4-methylpiperazin-1-yl)aniline (61 mg, 0.32 mmol). After 1 hour, the
reaction mixture was quenched with methanol and concentrated to dryness. The crude residue
was freated with a saturated solution of hydrogen chioride in methanol. Upon complete
desilylation, the mixture was concentrated to dryness and the residue purified by reverse-phase
high performance liquid chromatography using a Phenomenex Prodigy column running a
gradient elution of 5 % acetonitrile/95 % of 0.1 % aqueous trifluoroacetic acid to 50 %
acetonitrile over 25 minutes. After concentration, the title compound was obtained as it
trifluoroacetic acid sait {100 mg). MS (ES") = 630.4 (M+H)"

Example 349: Preparation of 1-(6-chloropyridin-3-yl)f3-{4-{4—morpholin-4-y|-6-(3-oxa-8«
azabicyclo[3.2.1Joct-8-yl)-1,3,5-triazin-2-yllphenyljurea. HRMS: caled for C25H27CINBO3 + H+,
523.19674; found (ESI, [M+H]+ Obs'd), 523.1975.

Example 350: Preparation of 1-(4-{{4-(dimethylamino)piperidin-1-yljcarbonyl}phenyl}-3-{4-[4-
morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-yl)phenyl}urea; MS (ES!) m/z 614.8

Example 351: Preparation of 1-(4-aminophenyl)-3-[4-(4,8-dimorpholin-4-y!-1,3,5-triazin-2-
yhiphenyliurea; MS (ESI)y miz 477.1.

Example 352: Preparation of N-[4-({[4-(4,6-di-8-0xa-3-azabicycio]3.2. 1joct-3-yl-1,3,5-triazin-2-
yl)phenyilcarbamoyljamino)phenyl}-N2,N2-dimethylglycinamide

The 4-(4 6-di-8-oxa-3-azabicyclof3.2.1joct-3-yi-1,3,5-triazin-2-yl)aniline (50 mg, 0.127 mmol)
was dissolved in dichloromethane (1.5 mL) and triethylamine (0.120 mL) and added to a
solution of triphosgene (17 mg} in dichloromethane (0.5 mL). Stir for 5 minutes then added N-(4-
aminophenyl)}-N2,N2-dimethylglycinamide (27 mg, 0.14 mmol). Purified by Gilson HPLC to
provide the title compound as the TFA salt: 31.8 mg (35%) (M+H) m/z 614.3.

Example 353: Preparation of N-[4-({[4-(4,6-di-8-0xa-3-azabicyclo[3.2.1}oct-3-yl-1,3,5-triazin-2-
yl)phenyi]lcarbamoyllamino)phenyl]-2-pyrroiidin-1-ylacetamide
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The 4-(4,6-di-8-oxa-3-azabicyclo[3.2.1]oct-3-yl-1,3,5-triazin-2-yl)aniline (50 mg, 0.127 mmol)
was dissolved in dichloromethane {1.5 mL) and triethylamine (0.120 mL) and added to a

soiution of triphosgene {17 mg) in dichloromethane (0.5 mL). Stir for 5 minutes then added N-(4-
aminophenyl)-2-pyrrolidin-1-ylacetamide (30 mg, 0.14 mmol) Purified by Gilson HPLC to provide
the title compound as the TFA salt: 63.1 mg (66%) (M+H) m/z 640.3.

Example 354: Preparation of 1-(4-{4-(8-0xa-3-azabicyclo[3.2.1]Joctan-3-yl)-6-(4-{piperazin-1-
yhphenylamino}-1,3,5-triazin-2-yl)pheny!)-3-methylurea

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-(4-
aminophenyl)piperazine-1-carboxylate in the second nucleophilic aromatic substitution step.
Following urea formation using methylamine, the Boc-piperazine intermediate was treated with
TFA to provide the title compound, (M+H) 516.3.

Example 355: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo]3.2. 1joctan-3-yl)-6-(4-(piperazin-1-
yl)phenylamino)-1,3,5-triazin-2-yl)phenyl)-3-cyclopropylurea

Prepared as shown in Scheme 1, using commercially availabie tert-butyi 4-(4-
aminophenylipiperazine-1-carboxylate in the second nucleophilic aromatic substitution step.
Following urea formation using cyclopropylamine, the Boc-piperazine intermediate was treated
with TFA to provide the title compound. {M+H) 542.3.

Exampie 356: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo[3.2. t]octan-3-y!)-6-(4-(piperazin-1-
ylyphenylaming)-1,3,5-triazin-2-yl)phenyl)-3-(2-fluoroethyljurea

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-(4-
aminophenyl)piperazine-1-carboxylate in the second nucleophilic aromatic substitution step.
Foilowing urea formation using 2-fluoroethylamine, the Boc-piperazine intermediate was treated
with TFA 1o provide the title compound. (M+H) 548.3.

Exampie 357: Preparation of 1-(4-(4-(8-oxa-3-azabicyclo[3.2.1]octan-3-yl)-6-(4-(piperazin-1-
yliphenylamino)-1,3,5-triazin-2-ytphenyl}-3-(2-hydroxyethyllurea

Prepared as shown in Scheme 1, using commercially available tert-butyt 4-(4-
aminophenyl)piperazine-1-carboxylate in the second nucleophilic aromatic substitution step.
Following urea formation using 2-amincethanol, the Boc-piperazine intermediate was treated
with TFA to provide the title compound. (M+H) 546.3.
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Example 358: Preparation of 4-(3-(4-(4-(8-oxa-3-azabicyclo[3.2.1]Joctan-3-yl)-6-(4-(piperazin-1-
yhiphenylamino-1,3,5-triazin-2-yl)phenyl)ureido}benzamide

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-(4-
aminophenyl)piperazine-1-carhoxylate in the second nucleophilic aromatic substitution step.
Following urea formation using 4-aminobenzamide, the Boc-piperazine intermediate was treated
with TFA to provide the title compound. (M+H) 621.3.

Example 359 Preparation of 1-(4-(4-(8-oxa-3-azabicycio[3.2. 1]octan-3-yl}-6-(4-(piperazin-1-
yhphenylamino)-1,3,5-triazin-2-yi)phenyl)-3-phenylurea

Prepared as shown in Scheme 1, using commercially availabie tert-butyl 4-(4-
aminophenyl)piperazine-1-carboxylate in the second nucleophilic aromatic substitution step.
Following urea formation using aniline, the Boc-piperazine intermediate was treated with TFA to
provide the title compound. (M+H) 578.3.

Example 360: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yi)-6-(piperidin-4-
ylamino)-1,3,5-triazin-2-yl)phenyl}-3-ethylurea

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-aminopiperidine-1-
carboxylate in the second nucleophilic aromatic substitution step. Following urea formation
using ethylamine, the Boc-piperidine intermediate was treated with TFA to provide the title
compound. (M+H) 453.6.

Example 361: Preparation of 1-{4-(4-(3-0xa-8-azabicyclo[3.2. 1]octan-8-yl)-6-(piperidin-4-
ylamino)-1,3,5-triazin-2-yl)phenyl)-3-ethylurea

Prepared as shown in Scheme 1, using N1-(2-(dimethylamino)ethyl)-N1-methyibenzene-1,4-
diamine in the urea formation step. (M+H) 614.3.

The required benzene-1,4-diamine intermediates for the foliowing compounds were
prepared as outiined in Scheme 4.
Example 362; Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1Joctan-8-yl)-6-(piperidin-4-
yiamino)-1,3,5-triazin-2-yl)phenyl)-3-ethylurea

Prepared as shown in Scheme 1, using 1-(4-aminophenyl)-N,N-dimethylpiperidin-4-amine in the
urea formation step. (M+H) 640.4.
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Preparation of 1-{4-aminophenyl)}-N,N-dimethylpiperidin-4-amine:
Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 363: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. t]octan-8-yl)-6-(piperidin-4-
ylamino)-1,3,5-triazin-2-yl)phenyl)-3-ethylurea

Prepared as shown in Scheme 1, using N1-{2-methoxyethyhbenzene-1,4-diamine in the urea
formation step, {(M+H) 587.3.

Preparation of N1-(2-methoxyethyl)benzene-1,4-diamine:
Prepared from 4-flucronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 364: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-(piperidin-4-
ylamino)-1,3,5-triazin-2-yliphenyl)-3-ethylurea

Prepared as shown in Scheme 1, using 2-(4-aminophenylamino)ethanol in the urea formation
step. (M+H) 573.3.

Preparation of 2-(4-aminophenylamino)ethanol:
Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 365: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. t]octan-8-y!)-6-{piperidin-4-
ylamino)-1,3,5-triazin-2-yl)phenyl}-3-ethylurea

Prepared as shown in Scheme 1, using N1-(1-methylpiperidin-4-yi}benzene-1,4-diamine in the
urea formation step. (M+H) 626.3.

Preparation of N1-(1-methylpiperidin-4-yl)benzene-1,4-diamine:;
Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 366: Preparation of 1-(4-(4,6-di(3-oxa-8-azabicyclo[3.2. 1Joctan-8-y1)-1,3,5-triazin-2-
yDphenyl)-3-(4-(piperazin-1-yimethyl)phenyljurea
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Prepared as shown in Scheme 1, using commercially available tert-butyi 4-(4-
aminobenzyl)piperazine-1-carboxylate in the urea formation step. Following urea formation, the
Boc-piperidine intermediate was treated with TFA to provide the title compound. (M+H) 612.3.

Example 367: Preparation of 1-(4-(4,6-di{3-oxa-8-azabicyclo[3.2. 1]octan-8-yi)-1,3,5-triazin-2-
yl)phenyl)-3-(4-((dimethylamino)methyl)phenyljurea

Prepared as shown in Scheme 1, using commercially available 4-({dimethylamino)methylaniline
in the urea formation step. (M+H) 571.3.

Example 368: Preparation of 1-(4-(aminomethyl)phenyt)-3-(4-{4,6-di{3-oxa-8-
azabicyclo[3.2.1Joctan-8-y1)-1,3,5-triazin-2-yl)phenyhurea

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-
aminobenzylcarbamate in the urea formation step. Following urea formation, the Boc-amine
intermediate was treated with TFA to provide the title compound. (M+H) 543.3.

Example 369: Preparation of 1-(4-(4,6-di(3-oxa-8-azabicyclo[3.2. 1]octan-8-y))-1,3,5-triazin-2-
yhphenyl)-3-(4-(pyrrolidin-1-ylimethyl)phenyhurea

Prepared as shown in Scheme 1, using commercially available 4-{pyrrolidin-1-yimethyl)aniline in
the urea formation step. (M+H) 597.3.

Example 370: Preparation of 1-(4-(4,6-di(3-oxa-8-azabicyclo[3.2. 1]octan-8-yi)-1,3,5-triazin-2-
ylphenyl}-3-(4-(2-(4-methylpiperazin-1-yl)ethoxy )phenylurea

Prepared as shown in Scheme 1, using 4-(2-(4-methylpiperazin-1-yl)ethoxy)aniline in the urea
formation step. (M+H) 656.4.

The required 4-{alkoxy)aniline intermediates for the following compounds were prepared
as outlined in Scheme 5.
Example 371: Preparation of 1-(4-(4,6-di(3-oxa-8-azabicyclo[3.2. 1]Joctan-8-yl)-1,3,5-triazin-2-

yhiphenyl)-3-(4-(2-{pyrrolidin-1-yhethoxy)phenylurea

Prepared as shown in Scheme 1, using 4-(2-(pyrrolidin-1-yhethoxy)aniline in the urea formation
step. (M+H) 627.3.

Preparation of 4»(2-(pyrroiidin—1'—y1)ethoxy)aniline:
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Prepared from 4-fluorcnitrobenzene and the appropriate alcohol as shown in Scheme 5.

Exampie 372: Preparation of 1-(4-(4,6-di(3-oxa-B-azabicycio{3.2.1]octan-8-yl1)-1,3,5-triazin-2-
yliphenyl)-3-(4-(2-hydroxyethoxy)phenyljurea

Prepared as shown in Scheme 1, using 2-{4-aminophenoxy)ethanol in the urea formation step.
(M+H) 574.3.

Preparation of 2-(4-aminophenoxy)ethanot:
Prepared from 4-fluoronitrobenzene and the appropriate alcohol as shown in Scheme 5.

Example 373: Preparation of N-(4-(3-(4-{4,6-di(3-oxa-8-azabicycio[3.2.1]octan-8-y1)-1,3,5-
triazin-2-yl)phenyhureidophenyl}-2-(dimethylamino)acetamide

Prepared as shown in Scheme 1, using commercially available N-(4-aminophenyi)-2-
{dimethylamino)acetamide in the urea formation step. (M+H) 614.3.

Example 374: Preparation of N-(4-(3-(4-(4,6-di{ 3-oxa-8-azabicycio[3.2.1]octan-8-y1)-1,3,5-
triazin-2-yl)phenyljureido)phenyl)-2-(4-methylpiperazin-1-yl)acetamide

Prepared as shown in Scheme 1, using commercially available N-(4-aminophenyl)-2-(4-
methylpiperazin-1-yl)acetamide in the urea formation step. (M+H) 669.4.

Exampie 375: Preparation of N-(4-(3-(4~(4,6-di{3-oxa-8-azabicyclo[3.2.1]octan-8-yi}-1.3,5-
triazin-2-yl)phenyhureido)phenyl)-2-(pyrrolidin-1-yljacetamide

Prepared as shown in Scheme 1, using commercially available N-(4-aminophenyl}-2-(pyrrolidin-
1-yl)acetamide in the urea formation step. (M+H) 640.3.

Example 376: Preparation of 1-(4-(4-{3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-(isopropylamino}-
1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yl)urea

Prepared as shown in Scheme 1, using commercially available pyridin-3-amine in the urea
formation step. (M+H) 461.2.

Example 377: Preparation of 1-{4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl}-6-(isopropylamino)-
1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-ylurea
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Prepared as shown in Scheme 1, using commercially available pyridin-4-amine in the urea
formation step. (M+H) 461.2.

Example 378: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1joctan-8-yl)-6-(isopropylamino)-
1,3,5-triazin-2-y)phenyl)-3-(4-{(4-methyipiperazin-1-yl)phenyijurea

Prepared as shown in Scheme 1, using commercially available 4-(4-methylipiperazin-t-yaniline
in the urea formation step. (M+H) 558.3.

Example 379: Preparation of 1-(4-(4-(3-0xa-8-azabicyclc[3.2.1joctan-8-y)-6-{iscpropylamino)-
1,3,5-triazin-2-yhphenyi}-3-(4-{{4-methylpiperazin-1-yl)methyl)phenyijurea

Prepared as shown in Scheme 1, using commercially available 4-((4-methyipiperazin-1-
yhmethylaniline in the urea formation step. (M+H) 572.3.

Example 380: Preparation of 1-(4-(4-(3-0xa-8-azabicyclo[3.2.1]octan-8-yl)-6-(isopropylamino)-
1,3,5-triazin-2-y)phenyl)-3-(4-(piperazin-1-yimethyl)phenyljurea

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-(4-
aminobenzyl)piperazine-1-carboxylate in the urea formation step. Following urea formation, the
Boc-piperazine intermediate was treated with TFA to provide the title compound. {M+H) 558.3.

Exampie 381: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1joctan-8-yl}-6-(isopropylamino)-
1,3,5-triazin-2-yi)phenyl)-3-(4-((dimethylamino)methyl)phenylurea

Prepared as shown in Scheme 1, using commercially available 4-({dimethylamino)methyl)aniline
in the urea formation step. (M+H) 517.3.

Example 382: Preparation of 1-{4-(4-(3-oxa-B-azabicyclo[3.2. 1]octan-8-y1)-6-(isopropylamino}-
1,3,b-triazin-2-ylyphenyl)-3-(4-{aminomethyl)phenylurea

Prepared as shown in Scheme 1, using commercially available tert-buty! 4~
aminobenzylcarbamate in the urea formation step. Following urea formation, the Boc-amine
intermediate was treated with TFA to provide the titie compound. (M+H) 489.3.

Example 383: Preparation of 1-(4-{4-{3-0xa-8-azabicycio|3.2. 1]octan-8-yi)-6-{isopropylamino}-

1,3,5-triazin-2-yl)phenyl)-3-(4-(pyrrolidin-1-yimethyl)phenyl)urea
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Prepared as shown in Scheme 1, using commercially available 4-(pyrrolidin-1-yimethylanitine in
the urea formation step. (M+H) 543.3.

Example 384: Preparation of 1-(4-(4-(3-oxa-8-azabicycio[3.2. 1Joctan-8-yl}-6-(isopropylaming)-
1,3,5-triazin-2-yl)phenyl}-3-(4-(2-(pyrrolidin-1-ylethoxy )phenylurea

Prepared as shown in Scheme 1, using 4-(2-(pyrrolidin-1-yi)ethoxy)aniline in the urea formation
step. (M+H) 573.3.

Example 385: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1joctan-8-y1)-6-(isopropylaming)-
1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(dimethylamino)ethoxy)phenylurea

Prepared as shown in Scheme 1, using 4-{2-{dimethylamino)ethoxy)aniline in the urea formation
step. (M+H) 547.3.

Preparation of 4-(2-(dimethylaminoethoxy)aniline:

Prepared from 4-fluoronitrobenzene and the appropriate alcohol as shown in Scheme 5.

Exampie 386: Preparation of 1-{4-(4-(3-oxa-8-azabicyclo[3.2.1loctan-8-yi)-6-(isopropylamino}-
1,3,5-triazin-2-yl)phenyl)-3-(6-(4-methyipiperazin- 1-yl)pyridin-3-yljurea

Prepared as shown in Scheme 1, using commercially available 5-(4-methylpiperazin-1-
ylpyridin-2-amine in the urea formation step. (M+H) 556.3.

Example 387 Preparation of 1-(4-(4-(3-0xa-8-azahicyclo[3.2.1]octan-8-yl)-6-(isopropylamino)-
1,3.5-triazin-2-yiiphenyh)-3-{4-{piperazin-1-yliphenylurea

Prepared as shown in Scheme 1, using commercially available tert-butyl 4-{(4-
aminophenyl)piperazine-1-carboxylate in the urea formation step. Following urea formation, the

Boc-amine intermediate was treated with TFA to provide the title compound. {(M+H) 544.3.

Example 388: Preparation of 1-(4-(4-(3-0xa-8-azabicycio[3.2.1]octan-8-yi}-6~(isopropylamino)-
1,3,5-triazin-2-yl)phenyl)-3-(4-(4-(dimethylamino)piperidin-1-yl)phenyl)urea

Prepared as shown in Scheme 1, using 1-(4-aminophenyl}-N N-dimethyipiperidin-4-amine in the
urea formation step. (M+H) 586.4.
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Example 389: Preparation of 1-(4-(4-(3-0xa-B-azabicyclo[3.2. 1]octan-8-yl)-6-
(isopropyl(methyl}amino)-1,3,5-triazin-2-yi)phenyl}-3-(4-(4-methylpiperazin-1-yi)phenyllurea

Prepared as shown in Scheme 1, using commercially available 4-(4-methylpiperazin-1-yl)aniiine
in the urea formation step. (M+H) 572.3.

Example 390: Preparation of 1-(4-(4-(3-oxa-8-azabicycio[3.2. 1Joctan-8-yl)-6-
(isopropyl{methyhamino)-1,3,5-triazin-2-yl}pheny!)-3-(4-{ (dimethylamino)methyl)phenyhurea

Prepared as shown in Scheme 1, using cornmercially available 4-({(dimethylamino)methyhaniiine
in the urea formation step. (M+H) 531.3.

Example 391: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo}3.2. 1]octan-8-yl)-6-
{isopropyi{methylyamino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(dimethylamino)ethoxy)phenyljurea

Prepared as shown in Scheme 1, using 4-(2-(cimethylamino)ethoxy)aniline in the urea formation
step. (M+H) 561.3.

Exampie 392: Preparation of 1-(4-(4-(3-0xa-8-azabicyclo[3.2. 1]Joctan-8-yh)-6-thiomorpholino-
1,3,5-triazin-2-yhphenyh)-3-(pyridin-3-yllurea (Scheme 6).

Step 1: Preparation of 8-{4-chioro-6-(4-nitrophenyt)-1,3,5-triazin-2-yl)-3-0xa-8-
azabicycic[3.2.1]octane;

A solution of 2,4-dichloro-6-(4-nitrophenyi)-1,3,5-triazine {1.25 g, 4.61 mmol} in acetone (20 mL)
and ice water (20 mL.) was prepared. To this was added dropwise over 10 minutes a suspension
of 3-oxa-8-azabicyclo[3.2.1]octane-hydrochloride (0.655 g, 4.38 mmol) and sodium bicarbonate
{0.775 g, 9.22 mmol) in acetone {15 mL) and water (15 mlL). The resulting tan solution was

allowed to stir at 0 ©C for 2 hours, then gradually allowed to warm to room temperature over 18
hours. The light brown suspension was filtered and washed with water. The crude product was
purified by silica gel column chromatography, eluting with 0-1.5% methanot in methylene
chloride to provide 8-(4-chloro-6-{4-nitrophenyl}-1,3,5-triazin-2-y1}-3-0xa-8-
azabicycio]3.2.1Joctane (0.89 g, 56%) as an off-white solid. (M+H) 348.1.

Step 2: Preparation of 8-(4-(4-nitrophenyl)-G-thiomorpholing-1,3, 3-triazin-2-yi}-3-0xa-8-
azabicycio[3.2.1Joctane:
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A solution of 8-(4-chloro-6-(4-nitrophenyi)-1,3,5-triazin-2-yl)-3-oxa-8-azabicyclo[3.2. T]octane
(0.450 g, 1.29 mmol) in acetone (5 mL) and water (10 mL) was prepared. To this was added
sodium carbonate (0.274 g, 2.59 mmoles), followed by thiomorpholine (0.134 ml, 1.42 mmol).

The resulting fight tan suspension was allowed to stir at 60 °C for 2.5 hours. The suspension
was filtered and the solid was washed with water and dried in vacuo to provide 8-{4-(4-
nitrophenyl}-6-thiomorpholino-1,3,5-triazin-2-yl)-3-oxa-8-azabicycio[3.2.1]joctane (0.455 g, 85%)
as a white solid. HRMS 415.1546 (M+H, calc.), 415.1526 (M+H, obs.).

Step 3: Preparation of 4-{4-{3-0xa-8-azabicyclo[3.2. 1]octan-8-yi)-6-thiomorpholino-1,3,5-triazin-
2-yhaniline:

A suspension of 8-(4-(4-nitrophenyl)-6-thiomorpholino-1,3,5-triazin-2-yl)-3-oxa-8-
azabicyclo[3.2.1Joctane (0.418 g, 1.01 mmol) in pyridine (3 mi) and DMF (6 ml) was prepared.
Tin(i1) chloride dihydrate (0.569 g, 2.52 mmol) was then added and the off-white suspension
was allowed to stir at room temperature for 16 hours, at which time the suspension was light
yellow. The suspension was filtered, washing with methano!, and concentrated. LCMS indicated
reaction had not gone to completion. The crude product was dissolved in DMF (6 mi) and
pyridine (3 mi) and additional tin{!l) chioride dihydrate (0.569 g, 2.52 mmol} was added. The
solution was allowed to stir at room temperature for 18 hours, then filtered. The precipitate was
washed with methanol and the filirate was concenirated to provide 4-{4-(3-oxa-8- |
azabicyclo[3.2.1]octan-8-yl)-6-thiomorpholinc-1,3,5-triazin-2-yl)aniline (0.195 g, 50%) as a
yellow solid. (M+H) 385.1.

Step 4: Preparation of 1-(4-(4-(3-0xa-8-azabicycio[3.2. 1Joctan-8-yl)-6-thiomorphoiino-1,3,5-
triazin-2-yhphenyl)-3-{pyridin-3-yl)urea:

The method of urea formation using triphosgene and triethylamine in methyiene chioride,
described in Scheme 1, was utilized using commercialiy available pyridin-3-amine as the amine
component. Purification by HPLC (5-95% acetonitrile in water over 20 minutes, 0.05% TFA
buffer, Waters Atlantis column) provided 1-{(4-(4-(3-oxa-8-azabicyclo[3.2. t]octan-8-yl)-6-
thiomorpholing-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-ylurea {0.032 g, 63%) as an off-white
solid. (M+H) 505.2,

Example 393: Preparation of 1-{4-(4-(3-oxa-8-azabicycio[3.2.1joctan-8-yi)-6-thiomorpholino-
1,3, 5-triazin-2-yhphenyh)-3-(pyridin-4-ylurea

Prepared as shown in Scheme 8, using commercially available pyridin-4-amine in the urea
formation step. Yield; 28 mg (54%); (M+H) 505.2.
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Example 394: Preparation of 1-(4-(4-(3-0xa-8-azabicyclo{3.2.1]octan-8-yi)-6-thiomorpholino-
1,3,5-triazin-2-yl)phenyl}-3-(4-(4-methylpiperazin-1-yl)phenyljurea

Prepared as shown in Scheme 8, using commercially available 4-(4-methylpiperazin- 1-yl)aniline
in the urea formation step. Yield; 44 mg (73%); (M+H) 602.3.

Exampie 395: Preparation of 1-{(4-(4-(3-oxa-8-azabicycio[3.2.1]octan-8-yl)-6-thiomorpholino-
1,3,5-triazin-2-yl)phenyl)-3-(4-({(dimethylamino)methyl)phenylurea

Prepared as shown in Scheme 8, using commercially available 4-({dimethylamino)methylaniline
in the urea formation step. Yield; 19 mg (34%); (M+H) 561.3.

Example 365: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-thiomorpholino-
1.3,5-triazin-2-yl)phenyl}-3-(4-(2-{dimethylamino)ethoxy)phenyl)urea

Prepared as shown in Scheme 6, using 4-{(2-(dimethylamino)ethoxy)aniling in the urea formation
step. Yield;, 35 mg (59%); (M+H) 591.3.

Example 397: Preparation of 1-(4-(4,8-his({R)-3-methylmorpholino}-1,3,5-triazin-2-yl)pheny!}-3-
{pyridin-4-yljurea

Prepared as shown in Scheme 1, using commercially available pyridin-4-amine in the urea
formation step. Yield; 44 mg (75%); (M+H) 491.2.

Example 398: Preparation of 1-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-
{pyridin-3-yhurea

Prepared as shown in Scheme 1, using commercially available pyridin-3-amine in the urea
formation step. Yield; 46 mg (79%); (M+H) 491.2.

Example 399: Preparation of 1-(4-(4,6-bis{(R)-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-
(4-{(4-methylpiperazin-1-yl}phenyburea

Prepared as shown in Scheme 1, using commercially avaitable 4-((dimethylamino)methyl)aniline
in the urea formation step. Yield; 57 mg (81%); (M+H) 588.3.

Exampie 400: Preparation of 1-{4-(4,8-bis{{R}-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-
(6-(4~—méthyipiperazin~1 ~yhipyridin-3-yhurea
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Prepared as shown in Scheme 1, using commercially available 5-(4-methylpiperazin-1-
yl)pyridin-2-amine in the urea formation step. Yield; 56 mg (79%); (M+H) 589.3.

Example 401 Preparation of 1-(4-(4,6-bis((R}-3-methylmorpholinc)-1,3,5-triazin-2-yl)phenyl)-3-
(4-({dimethylaminc)methy!)phenyl)urea

Prepared as shown in Scheme 1, using commercially available 4-({dimethylamino)methyl)aniline
in the urea formation step. Yield; 28 mg (43%); (M+H) 547.3.

Example 402: Preparation of 1-(4-(4,6-bis({R)-3-methyimorpholino)-1,3,5-triazin-2-yl}phenyl)-3-
(4-(2-(dimethylamino)ethoxy)phenyljurea

Prepared as shown in Scheme 1, using 4-(2-(dimethylamino)ethoxy)aniline in the urea formation
step. Yield; 50 mg (72%); (M+H) 577.3.

Example 403: Preparation of 1-{4-(4,6-bis{(R)-3-methylmorpholino}-1,3,5-triazin-2-yl)phenyl}-3-
{4-(2-(pyrrolidin-1-yDethoxyphenylurea

Prepared as shown in Scheme 1, using 4-(2-(pyrrolidin-1-yl)ethoxy)aniline in the urea formation
step. Yield; 41 mg (57%); (M+H) 603.3.

Example 404: Preparation of 1-(4-(4-(3-0xa-8-azabicyclo{3.2.1joctan-8-yl)-6-(3,6-dihydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yphenyl)-3-( pyridin-4-yl)urea (Scheme 7)

Step 1: Preparation of 8-{4-chloro-6-(4-nitrophenyl)-1,3,5-triazin-2-y1)-3-oxa-8-
azabicyclo[3.2.1Joctane: Prepared as shown in Scheme 6, described in Exampie 392, Step 1.

Step 2: Preparation of 8-(4-(3,6-dihydro-2H-pyran-4-yl}-6-(4-nitrophenyl}-1,3,5-triazin-2-yl}-3-
oxa-8-azahicyclo[3.2.1joctane:

A microwave vial was charged with 8-(4-chioro-6-(4-nitrophenyl)-1,3,5-triazin-2-yl)}-3-oxa-8-
azabicyclo]3.2.1]octane (0.440 g,1.27 mmoles). Toluene (6 mL) was then added and the
solution was sparged with nitrogen for 10 minutes. Tetrakis(triphenylphosphine)palladium(0}
{0.088 g, 0.076 mmol) and tributyl(3,6-dihydro-2H-pyran-4-yl)stannane (0.567 g, 1.52 mmol)
were added. The vial was sealed and heated to 100 °C for 40 minutes via microwave. Additional
tributyl(3,6-dihydro-2H-pyran-4-ylystannane (0.283 g, 0.76 mmoles) and
tetrakis(triphenylphosphine)palladium(0) (0.022 g, 0.019 mmol) were added and the suspension
was heated to 110 °C by microwave for additional 90 minutes. The suspension was then cooled
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to room temperature and filtered through Celite™. The filter cake was washed with ethyl acelate
and the filtrate was concentrated under reduced pressure. The crude product was purified by
silica gel chromatography, eluting with 0-2% methanol in methylene chioride, to provide 8-(4-
(3,6-dihydro-2H-pyran-4-yl)-6-(4-nitrophenyl)-1,3,5-triazin-2-yl}-3-oxa-8-azabicyclo[3.2. 1]Joctane
{0.430 g, 86 %) as a light yellow solid. HRMS 396.1666 (M+H, calc.), 396.1668 (M+H, obs.).

Step 3: Preparation of 4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl}-6-(3,6-dihydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yl)aniline:

A mixture of iron powder (0.071 g, 1.27 mmoles) in acetic acid (2 ml) was heated to 55 °C for 15
minutes. Water (2 mi) was then added and oil bath was turned off. A solution of 8-(4-(3,6-
dihydro-2H-pyran-4-yl)-6-(4-nitrophenyl)-1,3,5-triazin-2-yl}-3-oxa-8-azabicyclo[3.2. 1joctane
(0.100 g, 0.253 mmol) in ethyl acetate (2 ml) was then added to this warm solution over 5
minutes. The mixture was cooled to RT and allowed to stir for 16 hours. The mixture was
extracted with ethyl acetate by decantation (4X) into a sep. funnel containing saturated aqueous
sodium carbonate. The combined organic extracts were washed with water, brine, dried, and
concentrated to provide 4-(4-(3-oxa-8-azabicyclo][3.2. 1]octan-8-yi)-6-(3,6-dihydro-2H-pyran-4-
yl)-1 ,3,'5-triazin-2-yi)aniiine {0.068 g, 74%), which was used in the next step without purification.
{M+H) 366.4.

Step 4: Preparation of 1-{4-(4-{3-0xa-8-azabicyclof3.2. 1]octan-8-yl}-6-(3,6-dihydro-2H-pyran-4-
yi)-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-4-ylurea :

The method of urea formation using triphosgene and triethylamine in methylene chioride,
described in Scheme 1, was utilized using commercially available pyridin-4-amine as the amine
component. Purification by HPLC (5-95% acetonitrile in water over 20 minutes, 0.05% TFA
buffer, Waters Atlantis column) provided 1-(4-(4-{3-oxa-8-azabicyclo[3.2. 1joctan-8-y1)-6-(3,6-
dihydro-2H-pyran-4-yl}-1,3,5-triazin-2-y{ )phenyl)-3-(pyridin-4-yljurea (0.034 g, 75%) as a tight
yellow solid. (M+H) 486.2.

Example 405: Preparation of 1-(4-(4-{3-oxa-8-azabicyclo[3.2. 1Joctan-8-yl}-6-(3,6-dihydro-2H-
pyran-4-y(}-1,3, 5-triazin-2-yl)phenyl)-3-{4-(4-methyipiperazin-1-yl)phenylurea :

Prepared as shown in Scheme 7, using commercially available 4-(4-methylpiperazin-1-yl)aniline
in the urea formation step.. Yield; 44 mg (82%); (M+H) 583.3.

Example 406: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl}-6-(tetrahydro-2H-
pyran-4-yi}-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yljurea :
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Prepared as shown in Scheme 7; representative synthesis described below.

Preparation of 4-(4-(3-oxa-8-azabicycio[3.2.1joctan-8-yl)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-
triazin-2-yhaniline:

A solution of 8-(4-(3,6-dihydro-2H-pyran-4-yl}-6-(4-nitrophenyl)-1,3,5-triazin-2-yl}-3-oxa-8-
azabicyclo[3.2.1]Joctane (prepared as described in Example DJR-51, Step 2) (0.260 g, 0.658
mmol) in ethyl acetate (5 ml), methanol (5 mi), and methylene chloride (2 mi - added due to poor
solubility of SM in EA/methanol) was prepared and 10% pallacium on carbon (0.078 g, 30% by
weight) was added. The flask was purged with hydrogen gas (balloon) and allowed to stir under
positive pressure of hydrogen for 16 hours. Additional paliadium on carbon (0.039 g) was added
and the suspension was purged with hydrogen gas (balloon) and stirred for an additional 3
hours. The flask was purged with hydrogen gas and stirred for an additional 1 hour. The
suspension was filtered through Celite™, the filter cake was washed with ethyl acetate, and the
filtrate was concentrated to provide 4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-ylaniline (0.220 g, 91%) as an off-white solid. HRMS 368.2080 (M+H,
calc.), 368.2085 (M+H, obs.).

Preparation of 1-(4-(4-(3-0xa-8-azabicycio[3.2.1]Joctan-8-yl)-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-
triazin-2-yl)phenyl}-3-(pyridin-4-yljurea :

The method of urea formation using triphosgene and triethylamine in methylene chloride,
described in Scheme 1, was utilized using commercially available pyridin-4-amine as the amine
component. Purification by HPLC (5-95% acetonitrile in water over 20 minutes, 0.05% TFA
puffer, Waters Atlantis column) provided 1-{4-(4-(3-oxa-8-azabicyclo[3.2. 1]octan-8-yl}-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yl)urea (0.0461 g, 82%) as an
off-white solid. (M+H) 488.2.

Example 407: Preparation of 1-(4-{4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-methyipiperazin-1-yl)phenyljurea :

Prepared as shown in Scheme 7, using commercially available 4-(4-methylpiperazin-1-yl)aniline
in the urea formation step. Yield; 54 mg (79%); (M+H) 585.3.

Exampie 408: Preparation of 1-{4-(4-{3-0xa-8-azabicycio[3.2. 1]octan-8-yi)-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(dimethylamino)ethoxy)phenyljurea :
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Prepared as shown in Scheme 7, using 4-(2-(dimethylamino)ethoxy)aniline in the urea formation
step. Yield; 49 mg (73%); (M+H) 572.3.

Example 409: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1]Joctan-8-yl}-6-(tetrahydro-2H-
pyran-4-yl}-1,3, B-triazin-2-yh)phenyl)-3-(4-{(dimethylamino)methyl)phenyllurea :

Prepared as shown in Scheme 7, using commercially available 4-({dimethylamino)methyljaniline
in the urea formation step. Yield; 21 mg (33%); (M+H) 544.3.

Example 410: Preparation of 1-(4-(4-({15,48)-2-0xa-5-azabicycio[2.2.1]heptan-5-y1)-6-((R})-3-
methylmorpholino}-1,3,5-triazin-2-yhphenyl)-3-(pyridin-4-yHurea :

Prepared as shown in Scheme 1, using commercially available pyridin-4-amine in the urea
formation step. Yield; 45 mg (70%); (M+H) 489.2.

Example 411: Preparation of 1-(4-(4-((15,45)-2-0xa-5-azabicyclio]2.2. 1] heptan-5-yl)-6-{{R}-3-
methylmorpholing)-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-3-yl)urea :

Prepared as shown in Scheme 1, using commercially available pyridin-3-amine in the urea
formation step. Yield; 60 mg (85%); (M+H) 489.2.

Example 412: Preparation of 1-(4-(4-{(15,43)-2-0xa-5-azabicyclo[2.2.1]heptan-5-y)-6-((R)-3-
methyimorpholing)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-methyipiperazin-1-yhphenyljurea :

Prepared as shown in Scheme 1, using commercially available 4-(4-methylpiperazin-1-yhaniline
in the urea formation step. Yield; 69 mg (80%); (M+H) 586.3.

Example 413: Preparation of 1-{4-(4-((15,48)-2-0xa-5-azabicyclo[2.2. 1]heptan-5-y)-6-((R)-3-
methylmorpholino)-1,3,5-triazin-2-yhphenyi)-3-(4-{(4-methylpiperazin-1-yl)methylphenylurea :

Prepared as shown in Scheme 1, using cornmercially available 4-({4-methylpiperazin-1-
yhmethylaniline in the urea formation step. Yield; 73 mg (94%); (M+H) 600.3.

Examplé 414: Preparation of 1-(4-(4-{(1S,48)-2-0xa-5-azabicyclo[2.2. 1]heptan-5-yh)-6-((R}-3-
methyimorpholino)-1,3,5-triazin-2-yl)phenyl}-3-(4-(pyrrolidin-1-yimethylphenylurea :

Prepared as shown in Scheme 1, using commercially available 4-(pyrroiidin-1-yimethyhaniline in

the urea formation step. Yieid; 56 mg (75%); (M+H) 571.3.
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Example 415: Preparation of 1-{4-(4-{3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-{(R}-3-
methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yl)urea :

Prepared as shown in Scheme 1, using commercially available pyridin-3-amine in the urea
formation step. Yield; 44 mg (66%); (M+H) 503.2.

Exampie 416: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1Joctan-8-yl}-6-({R}-3-
methylmorpholing}-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yliurea :

Prepared as shown in Scheme 1, using commercially available pyridin-4-amine in the urea
formation step. Yield; 35 mg (53%), (M+H) 503.2.

Example 417: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1loctan-8-y1)-6-{({R}-3-
methylmorpholino)-1,3,5-triazin-2-yhphenyl)-3-(4-(4-methylipiperazin-1-ylyphenyljurea :

Prepared as shown in Scheme 1, using commercially available 4-(4-methylpiperazin-1-yhaniline
in the urea formation step. Yield; 58 mg (62%); (M+H) 600.3.

Example 418: Preparation of 1-(4-(4-(3-0oxa-8-azabicyclol3.2.1]octan-8-yl}-6-((R)-3-
methytmorpholing}-1,3,5-triazin-2-yl)phenyl)-3-(4-(pyrrolidin-1-ylmethyi)phenyljurea :

Prepared as shown in Scheme 1, using commercially available 4-{pyrrolidin-1-yimethylaniline in

the urea formation step. Yield; 41 mg (45%}); (M+H) 585.5.

Example 419: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. t]octan-8-yl}-6-({R)-3-
methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(dimethylaminc)ethoxy)phenyhurea :

Prepared as shown in Scheme 1, using 4-(2-{dimethylaming)ethoxy)aniline in the urea formation

step. Yield; 43 mg (47%); (M+H) 589.3.

Example 420: Preparation of (R)-1-{4-(4-(3-methylmorpholing)-8-{ietrahydro-2H-pyran-4-yl)-
1,3, 5-triazin-2-yl)phenyh)-3-(pyridin-3-yljurea :

Prepared as shown in Scheme 7, using commaercially available pyridin-3-amine in the urea
formation step. Yield; 45 mg (77%); (M+H) 476.2.

Exampile 421: Preparation of {R)-1-{(4-(4-(3-methyimorpholinc)-6-{tetrahydro-2H-pyran-4-yi}-
1 ,3,5-triazin-2—y1)pheny§)~3»(4~(4~methyipiperazin-1-yl)phenyl)urea :
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Prepared as shown in Scheme 7, using commercially available 4-(4-methyipiperazin-1-yhaniline
in the urea formation step. Yield; 53 mg (75%); {M+H) 573.3.

Example 422: Preparation of (R)-1-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yl)pheny)-3-(4-(piperazin-1-yl}phenyhurea :

Prepared as shown in Scheme 7, using commercially available tert-butyl 4-(4-
aminophenylpiperazine-1-carboxylate in the urea formation step. Following urea formation, the
Boc-piperazine intermediate was treated with TFA to provide the title compound. Yield; 63 mg
(90%); (M+H) 559.3.

Exampile 423: Preparation of 1-(4-(4-((R)-3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-y!)phenyl}-3-{4-({S)-3-methyipiperazin-1-yliphenylurea :

Prepared as shown in Scheme 7, using (S)-tert-butyl 4-(4-aminophenyl}-3-methylpiperazine-1-
carboxylate in the urea formation step. Following urea formation, the Boc-piperazine
intermediate was treated with TFA to provide the title compound. Yield; 60 mg (71%}); (M+H)
573.3. '

Preparation of (S)-tert-butyl 4-{(4-aminophenyl)-3-methylpiperazine-1-carboxylate:

Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 424: Preparation of 1-(4-(4-((R)-3-methyimorpholing)-6-(tetrahydro-2H-pyran-4-yi}-
1,3.5-triazin-2-yl)phenyl)-3-(4-((R)-3-methyipiperazin-1-yliphenyllurea :

Prepared as shown in Scheme 7, using (R)-tert-butyl 4-(4-aminophenyl)-3-meathylpiperazine-1-
carboxylate in the urea formation step. Following urea formation, the Boc-piperazine
intermediate was treated with TFA to provide the titie compound. Yield; 68 mg (90%}); (M+H)
573.3.

Preparation of (R)-tert-butyl 4-(4-aminophenyl)}-3-methylpiperazine-1-carboxytate:

Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.
Example 425: Preparation of 1-(4-((3R,58)-3,5-dimethylpiperazin-1-yl)phenyl}-3-(4-(4-((R}-3-

methylmorpholino)-6-(tefrahydro-2H-pyran-4-yi}-1,3,5-triazin-2-yl)phenylurea :
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Prepared as shown in Scheme 7, using (3,5-cis)-tert-butyl 4-(4-aminopheny!}-3,5-
dimethylpiperazine-1-carboxylate in the urea formation step. Foliowing urea formation, the Boc-
piperazine intermediate was treated with TFA to provide the titie compound. Yield; 67 mg (77%);
(M+H) 587.3.

Preparation of (3,5-cis)-tert-butyl 4-(4-aminophenyl}-3,5-dimethylpiperazine-1-carboxylate:
Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Exampie 426: Preparation of 1-(4-(4-{3-oxa-8-azabicyclo[3.2. 1joctan-8-y1)-6-sulfoxymorpholino-
1,3,5-triazin-2-yl)phenyl}-3-(4-(4-methylpiperazin-1-yl)pheny!)urea :

Prepared as shown in Scheme 6. A solution of 1-(4-{4-(3-0xa-8-azabicyclo[3.2. T]octan-B-yi)-6-
thiomorpholino-1,3,5-triazin-2-yhphenyl)-3-(4-(4-methyipiperazin-1-yl)phenyljurea (0.020 g,
0.033 mmol) in acetonitrile (1.5 mi) and water (0.5 ml) was prepared and oxone {(0.020 g, 0.033
mmol) was added. The solution was stirred at room temperature for 16 hours. The suspension
was diluted with ethyl acetate and washed with saturated sodium bicarbonate. The organic
nhase was washed with brine, dried, and concentrated, then purified by HPLC (5-95%
acetonitrile in water over 20 minutes, 0.05% TFA buffer, Waters Atlantis column) to provide the
TFA salt of the sulfoxide of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1]octan-8-yl)-6-suifoxymorpholino-
1,3,5-triazin-2-yhphenyl}-3-(4-{4-methylpiperazin-1-yl)phenyl)urea (0.0029 g, 14%) as a white
solid. (M+H) 618.4.

Example 427: Preparation of (R}-1-{4-(2-(dimethylamino)ethoxyphenyl}-3-(4-(4-(3-
methylmorpholino)-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yl)phenyljurea :

Prepared as shown in Scheme 7, using 4-(2-(dimethylamino)ethoxy)aniline in the urea formation
step. Yield; 34 mg (51%); (M+H) 562.3.

Example 428: Preparation of (R)-1-(4-{4-ethyipiperazin-1-yi}phenyi)-3-(4-(4-(3-
methyimorpholino}-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea :

Prepared as shown in Scheme 7, using commercially available 4-{4-ethylpiperazin-1-yhaniline in
the urea formation step. Yield; 66 mg (93%); (M+H) 587.3.

Example 429: Preparation of (R)-1-(4-(4-isopropylpiperazin-1-yl)phenyl)-3-(4-(4-(3-
methyimorpholino)-6-{tetrahydro-2H-pyran-d-yi}-1,3,5-triazin-2-yh)phenylurea :
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Prepared as shown in Scheme 7, using 4-(4-isopropylpiperazin-1-yhaniline in the urea formation
step. Yield; 66 mg (91%); (M+H) 601.4.

Preparation of 4-(4-isopropylpiperazin-1-yljaniline;

Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 430: Preparation of (R)-1-{4-(4-(dimethylamino)piperidin-1-ylphenyl)-3-(4-(4-(3-
methylmorpholing)-6-(tetrahydro-2H-pyran-4-yl)-1,3, 5-triazin-2-yl)phenyl)urea :

Prepared as shown in Scheme 7, using 1-(4-aminophenyl}-N,N-dimethylpiperidin-4-amine in the
urea formation step. Yield; 89 mg (95%); (M+H) 601.4,

Example 431: Preparation of (R)-1-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl}-
1,3,5-triazin-2-yliphenyl}-3-(4-(4-methylpiperazine-~1-carbonyl)phenylurea :

Prepared as shown in Scheme 7, using {4-aminophenyl){(4-methylpiperazin-1-ylimethanone in
the urea formation step. Yield; 38 mg (52%); (M+H) 601.3.

The (4-aminophenyl){piperazin-1-yimethanone intermediates prepared as shown in
Scheme 8 were used to make the following compounds.
Example 432: Preparation of (R)-1-(4-(4-isopropyipiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-
methyimorpholino)-6-(tetrahydro-2H-pyran-4-yi}-1,3,5-triazin-2-yl)phenyi)urea :

Prepared as shown in Scheme 7, using (4-aminophenyl){4-isopropylpiperazin-1-ylymethanone in
the urea formation step. Yield; 68 mg (89%); {M+H) 629.3.

Preparation of (4-aminophenyl)(4-isopropylpiperazin-1-yl)methanone;
Prepared from 4-nitrobenzoyl chioride and the appropriate amine as shown in Scheme 8.

Example 433: Preparation of (R} 1-(4-(4-(3-methylmorpholino)-8-(tetrahydro-2H-pyran-4-yl})-
1,3.5-triazin-2-yl)phenyl)-3-(6-{4-methyipiperazin- 1-yhpyridin-3-yhurea :

Prepared as shown in Scheme 7, using commercially available 6-(4-methylpiperazin-1-
yl)pyridin-3-amine in the urea formation step. Yield; 69 mg (99%); (M+H) 574.3.
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Example 434: Preparation of 1-(4~(4-(3-0xa-8-azabicyclo[3.2. 1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-ethyipiperazin-1-yl)phenyl)urea :

Prepared as shown in Scheme 7, using commercially available 4-(4-ethylpiperazin-1-yhaniline in
the urea formation step. Yield; 32 mg (43%); (M+H) 589.3.

Example 435: Preparation of 1-{(4-(4-(3-oxa-8-azabicycio[3.2. 1joctan-8-yi)-6-(tetrahydro-2H-
pyran-4-y}-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-isopropylpiperazin-1-yl)phenylurea :

Prepared as shown in Scheme 7, using 4-(4-isopropylpiperazin-1-yl)aniline in the urea formation
step. Yield; 51 mg (66%), (M+H) 613.4.

Exampie 436: Preparation of 1-{4-{4-(3-0oxa-8-azabicyclo]3.2. Tloctan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-{4-(4-cyclopropylpiperazin-1-yi)phenyljurea :

Prepared as shown in Scheme 7, using 4-{4-cyclopropylpiperazin-1-yianifine in the urea
formation step. Yield; 11 mg (14%); (M+H) 611.3.

Preparation of 4-(4-cyclopropyipiperazin-1-yhaniline:
Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 437: Preparation of 1-{4-(4-(3-oxa-8-azabicyclo[3.2. 1Joctan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-(dimethylamino)piperidin-1-yl)phenyl)urea :

Prepared as shown in Scheme 7, using 1-{4-aminopheny!)-N,N-dimethylpiperidin-4-amine in the
urea formation step. Yield; 28 mg (36%); (M+H) 613.4.

Example 438: Preparation of 1-(4-(4-(3-0xa-8-azabicyclo[3.2. 1]Joctan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-methyipiperazine-1-carbonyl)phenyljurea :

Prepared as shown in Scheme 7, using {4-aminophenyh){4-methylpiperazin-1-yl)methanone in
the urea formation step. Yield; 36 mg {(46%); (M+H) 613.3.

Example 439: Preparation of 1-(4-(4-(3-oxa-8-azabicyclof3.2. 1]Joctan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-y!)phenyl)-3-(4-(4-isopropylpiperazine-1-carbonyl)phenylurea :
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Prepared as shown in Scheme 7, using (4-aminophenyl){4-isopropylpiperazin-1-yl)methanone in
the urea formation step. Yield; 41 mg (50%}; (M+H) 641.3.

The following 1-(4-(4-(3-oxa-8-azabicyclo]3.2.1]octan-8-y)-6-((R)-3-methylmorpholing)-
1,3,5-triazin-2-yl)phenyl}-3-urea compounds were prepared as shown in Scheme 9.
Example 446: Preparation of 1-{4-{4-(3-oxa-8-azabicyclo[3.2. 1]Joctan-8-yi}-6-({(R)}-3-
methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-ethyipiperazin-1-yl)phenylurea :

Step 1: Preparation of (R}-4-(4-chioro-6-(4-nitrophenyl}-1,3,5-triazin-2-y1}-3-methyimorpholine:

A solution of 2.4-dichloro-6-(4-nitrophenyl)-1.3,5-triazine (1.25 g, 4.61 mmol) and sodium
bicarbonate (0.775 g, 2.22 mmol} in acetone (20 mL) and ice water (20 mi.) was prepared. To
this was added dropwise over 5 minutes (R)-3-methylmorpholine {0.4686 g, 4.61 mmol). The

resulting tan solution was allowed to stir at 0 °C for 2 hours, then gradually allowed to warm to
room temperature over 18 hours. The light brown suspension was filtered and washed with
water to provide {R}-4-(4-chloro-6-(4-nitrophenyl)-1,3,5-triazin-2-y1)-3-methylmorpholine (1.40 g,
90%) as a light brown solid. HRMS 336.0857 (M+H, calc.), 336.0845 (M+H, obs.).

Step 2: Preparation of 8-(4-{(R)-3-methyimorpholino}-6-{4-nitrophenyl)-1,3,5-triazin-2-yl)-3-oxa-
8-azabicyclo[3.2.1]octane: '

A soiution of (R)-4-(4-chloro-6-(4-nitrophenyl)-1,3,5-triazin-2-yl)-3-methylmorpholing (0.94 g,
2.80 mmol) in acetone (10 mL) and ice water {10 mL) was prepared. To this was added
dropwise over 10 minutes a suspension of 3-oxa-8-azabicyclo{3.2.1]octane-hydrochioride
{0.419 g, 2.80 mmol) and sodium bicarbonate (0.470 g, 5.60 mmol) in acetone (10 mL) and

water (10 mL). The resulting tan solution was allowed to stir at 0 OC for 2 hours, then gradually
allowed to warm to room temperature over 3 hours. The Eght brown suspension was filtered and
washed with water to provide B-(4-chloro-6-(4-nitrophenyl)-1,3,5-triazin-2-yl)-3-oxa-8-
azabicycio[3.2.1Joctane (0.964 g, 83%) as a brown solid. HRMS 413.1831 (M+H, caic.),
413.1936 (M+H, obs.).

Step 3: Preparation of 4-(4-(3-oxa-8-azabicyclo[3.2. 1]octan-8-yl)-6-((R)-3-methylmorpholino)-
1,3,5-triazin-2-yhaniling:

A solution of 8-(4-({R)-3-methyimorpholing)-6-{4-nitrophenyl)-1,3,5-triazin-2-yl}-3-oxa-8-

azabicyclo[3.2.1joctane (0.915 g, 2.22 mmol) in ethyi acetate (10 ml), methanc! (10 mi), and
methylene chloride (5 mi - added due to poor solubility of SM in EA/methanol) was prepared
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and 10% palladium on carbon (0.270 g, 30% by weight) was added. The flask was purged with
hydrogen gas {balloon) and aliowed to stir under positive pressure of hydrogen for 16 hours.
The suspension was filtered through Celite™, the filter cake was washed with ethyl acetate, and
the filtrate was concentrated fo provide 4-(4-(3-oxa-8-azabicycio]3.2.1]octan-8-yl)-6-{(R})-3-
methylmorpholino}-1,3,5-triazin-2-yl)aniline (0.587 g, 69%) as an off-white solid. (M+H} 383.3.

Step 4: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1]Joctan-8-yi)-6-((R)-3-methylmorpholing)-
1,3,5-triazin-2-yphenyl)-3-(4-(4-ethylpiperazin-1-yl)phenyl)urea :

The method of urea formation using triphosgene and triethylamine in methylene chloride,
described in Scheme 1, was utilized using commercially available 4-(4-ethyipiperazin-1-
ylhaniline as the amine component. Purification by HPLC (5-95% acetonitrile in water over 20
minutes, 0.05% TFA buffer, Waters Atlantis column) provided 1-(4-(4-{3-oxa-8-
azabicycio[3.2. 1]octan-8-y)-6-((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
ethylpiperazin-1-yl)phenylurea {0.0761 g, 95%) as a light yellow solid. {M+H) 614.3.

Example 441 : Preparation of 1-(4-{4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yi)}-6-({R)-3-
methylmorpholino}-1,3,5-triazin-2-yl)phenyl)-3-{4~(4-isopropylipiperazin-1-y)phenyljurea :

Prepared as shown in Scheme 8, using 4-(4-isopropylpiperazin-1-ylaniline in the urea formation
step. Yield; 82 mg (100%), (M+H) 628.4.

Example 442: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2.1joctan-8-yh-6-((R)-3-
methylmorpholino)-1,3,5-triazin-2-yhphenyl)-3-(4-(4-cyclopropylpiperazin-1-yl)phenylurea :

Prepared as shown in Scheme 9, using 4-(4-cyclopropylpiperazin-1-yl)aniline in the urea
formation step. Yield; 32 mg (39%}); (M+H) 626.3.

Example 443: Preparation of 1-(4-(4-{3-oxa-8-azabicyclo[3.2. 1]octan-8-y)-6-((R)-3-
methylmorpholino)-1,3,5-triazin-2-yl)phenyt)-3-(4-{4-(dimethylamino)piperidin-1-yhphenylurea :

Prepared as shown in Scheme 9, using 1-{4-aminophenyl}-N N-dimethylpiperidin-4-amine in the
urea formation step. Yield; 77 mg (93%); (M+H) 628.4.

Example 444; Preparation of 1-(4-(4-(3-oxa-8-azabicyclo}f3.2. 1joctan-8-yi-6-((R}-3-
methylmorpholing)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-methyipiperazine-1-carbonyl)phenyljurea :
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Prepared as shown in Scheme 9, using (4-aminophenyi}(4-methylpiperazin-1-ylYmethanone in
the urea formation step. Yield; 43 mg {52%); (M+H)628.3.

Example 445 Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1]octan-8-yl}-6-({R)-3-
methylmorphoiino)-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-isopropylpiperazine- 1-carbonyi}phenyljurea
Prepared as shown in Scheme 9, using (4-aminophenyl){4-isopropylpiperazin-1-ylimethanone in

the urea formation step. Yieid; 72 mg (84%); (M+H) 656.4.

Example 446: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1joctan-8-yl}-6-{(R}-3~
methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(6-(4-methylpiperazin-1-yl)pyridin-3-yljurea :

Prepared as shown in Scheme 9, using commercially available 6-(4-methylpiperazin-1-
yhpyridin-3-amine in the urea formation step. Yield; 74 mg (94%); (M+H) 601.3.

Example 447: Preparation of 1-{4-(4,6-bis{(R)-3-methylmorpholino)-1,3,5-triazin-2-yhphenyl)-3-
(4-(4-ethyipiperazin-1-yl)phenyliurea

Prepared as shown in Scheme 1, using commercially available 4-(4-ethylpiperazin-1-yl)aniline in
the urea formation step. Yield; 80 mg (29%); (M+H) 602.3.

Example 448; Preparation of 1-(4-(4,6-bis{{R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyi)-3-
{4-(4-isopropylpiperazin-1-yl)phenyljurea :

Prepared as shown in Scheme 1, using 4-(4-isopropylpiperazin-1-yl)aniline in the urea formation
step. Yield; 74 mg (88%); (M+H) 616.4.

Example 449: Preparation of 1-(4-(4,6-bis{{R)}-3-methyimorphoiino}-1,3,5-triazin-2-yl)phenyl)-3-
{4-(4-(dimethylamino)piperidin-1-yl)phenyl)urea :

Prapared as shown in Scherme 1, using 1-(4-aminophenyl)-N,N-dimethylpiperidin-4-amine in the
urea formation step. Yield; 80 mg (96%); (M+H) 616.4.

Example 450: Preparation of 1-(4-(4,6-his{(R})-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-
{4-(4-methylpiperazine-1-carhonyl)phenyljurea :
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Prepared as shown in Scheme 1, using (4-aminophenyi)(4-methyipiperazin-1-yl)methanone in
the urea formation step. Yield; 79 mg (95%;); (M+H) 616.3.

Exampie 451: Preparation of 1-{4-{4,6-bis{(R)-3-methyimorphoiino)-1,3,5-triazin-2-yl)phenyi)-3-
(4-(4-isopropylpiperazine-1-carbonyl)phenylurea :

Prepared as shown in Scheme 1, using (4-aminophenyl {4-isopropyipiperazin-1-yl)methanone in
the urea formation step. Yieid; 18 mg (20%); (M+H) 644 .4.

Example 452; Preparation of 4-(3-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-
yhphenylureido)}-N,N-dimethylbenzamide :

Prepared as shown in Scheme 1, using commercially availabie 4-amino-N,N-
dimethylbenzamide in the urea formation step. Yield; 43 mg (57%); (M+H) 561.3.

Example 453: Preparation of 1-(4-(4,6-bis({R)-3-methylmorpholiino}-1,3,5-triazin-2-yl)phenyl)-3-
{4-(pyrrolidin-1-yimethyl)phenylurea :

Prepared as shown in Scheme 1, using commercially available 4-(pyrroiidin-1-ylmethyl)aniline in
the urea formation step. Yield; 61 mg (79%); (M+H) 573.3.

Example 454: Preparation of 4-(3-(4-(4-(3-oxa-8-azabicyclo[3.2.1]Joctan-8-y!)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyljureido)benzamide :

Prepared as shown in Scheme 7, using commercially available 4-aminobenzamide in the urea
formation step. Yield; 22 mg (21%); (M+H} 530.2.

Example 455: Preparation of 4-(3-(4-(4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-yi)-1,3,5-triazin-2-yi)phenyl)ureido)-N,N-dimethylbenzamide :

Prepared as shown in Scheme 7, using commercially available 4-amino-N,N-
dimethylbenzamide in the urea formation step. Yield; 22 mg (21%); {(M+H) 558.3.

Example 456: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo{3.2.1Joctan-8-yi)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-(4-{pyrrolidine-1-carbonyl)phenyljurea :

Prepared as shown in Scheme 7, using {(4-aminophenyl){pyrrolidin-1-y)methanone in the urea
formation step. Yield; 41 mqg (36%); (M+H)} 584.3. l
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Preparation of (4-aminaphenyl)(pyrrolidin-1-ylimethanone:
Prepared from 4-nitrobenzoyl chloride and the appropriate amine as shown in Scheme 8.

Example 457: Preparation of 4-(3-(4-{4-(3-oxa-8-azabicyclo[3.2.1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)ureido)-N-{2-(dimethylaminojethyl)benzamide :

Prepared as shown in Scheme 7, using 4-amino-N-(2-(dimethylamino)ethyl)benzamide in the
urea formation step. Yieid; 36 mg (32%); (M+H) 601.3.

Preparation of 4-amino-N-(2-(dimethylamino)ethyl)benzamide:
Prepared from 4-nitrobenzoyl chloride and the appropriate amine as shown in Scheme 8.

Example 458: Preparation of 4-{3-(4-(4~(3-0oxa-8-azabicycio[3.2.1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)ureido)-N-(2-(methylamino)ethyl)benzamide :

Prepared as shown in Scheme 7, using tert-butyl 2-{4-aminobenzamido)ethyl{methyljcarbamate
in the urea formation step. Following urea formation, the Boc-amine intermediate was treated
with TFA to provide the title compound. Yield; 25 mg (22%); (M+H) 587 3.

Preparation of tert-butyl 2-{4-aminobenzamido)ethyl{methylicarbamate:

Prepared from 4-nitrobenzoyl chloride and the appropriate amine as shown in Scheme 8.

Example 459: Preparation of 4-(3-(4-(4-{3-oxa-8-azabicyclo[3.2. 1Joctan-8-yl)-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)ureido)-N-(2-(dimethylamingo)ethyl)-N-methylbenzamide :

Prepared as shown in Scheme 7, using 4-amino-N-{2-(dimethylamino)ethyl})-N-
methylbenzamide in the urea formation step. Yield; 10 mg (9%); (M+H) 615.3.

Preparation of 4-amino-N-{(2-(dimethylamino)ethyl)-N-methylbenzamide:
Prepared from 4-nitrobenzoyl chloride and the appropriate amine as shown in Scheme 8.

Example 460: Preparation of 1-(4-(4-(3-oxa-8-azabicyclo[3.2. 1]octan-8-yl)-6-(tetrahydro-2H-
pyran-4-y|)»-1,3 5-triazin-2-yl)phenyl}-3-(4-(morpholine-4-carbonyl)phenyl)urea .
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Prepared as shown in Scheme 7, using (4-aminophenyl){morpholino)methanone in the urea
formation step. Yield; 25 mg (21%); (M+H) 600.3.

Preparation of (4-aminophenyl)(morpholino)methancne:

Prepared from 4-nitrobenzoyl chioride and the appropriate amine as shown in Scheme 8.

Example 461: Preparation of 1-(4-(2-aminoethylamino)phenyl}-3-(4-(4,6-di(3-oxa-8-
azabicyclo[3.2.1]octan-8-yi)-1,3,5-tfriazin-2-ylphenylurea :

Prepared as shown in Scheme 1, using di-Boc protected N1-(2-aminoethyl)benzene-1,4-
diamine in the urea formation step. Following urea formation, the di-Boc-amine intermediate
was treated with TFA to provide the title compound. Yield; x mg (x%); HRMS 572.3092 (M+H,
cale.), 572.3098 (M+H, obs.).

Preparation of di-Boc protected N1-{2-aminoethyl)benzene-1,4-diamine:

Prepared from 4-fluoronitrobenzene and the appropriate amine as shown in Scheme 4.

Example 462: Preparation of 4-({[4-(4-{4-[(methylcarbamoyl) amino} phenyl}-6-morpholin-4-yl-1,
3, b-triazin-2-yl} phenyl] carbamoyl} amino) benzamide

Step 1: Preparation of phenyl 4-(4, 4, 5, 5-tetramethyl-1, 3, 2-dioxaborolan-2-
yhphenylcarbamate

To a solution of 4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yhaniline (25.0g, 114 mmol} and
pyridine (4mL, 57 mmol)in dry dichloromethane (250 rmL} phenyl chloroformate (12mL, 114

mmol) was added drop wise at -10 °C. The reaction mixture was stirred at -10 °C for 30 min and

then at room temperature for 30 minutes. The reaction mixture was diluted with

dichloromethane (100 mL) and washed with water (2 x 70 mL). The organic fayer was dried over

anhydrous Na,S0,4 and concentrated to get the crude product. Then the crude product was
dissolved in diethyl ether (15 mL) and sonicated for 10 min and then pentane {30 mL) was
added. the resulting solid was filterad and washed with pentane to give phenyl 4-(4, 4, 5, 5-
tetramethyl-1, 3, 2-dioxaborolan-2-yl) phenyicarbamate (26g, 88% yield).

"HNMR (300 MHz, CDCl3): 8 7.8 (d, 2H) 7.5 (d, 2H), 7.4(m, 2H), 7.2(m, 3H), 7.0(s, 1H), 1.3(s,
12H).
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Step 2: Preparation of 1-methyl-3-(4-(4, 4, 5, 5-tetramethyl-1, 3, 2-dioxaborolan-2-yl) phenyl)
urea

A mixture of phenyl 4-(4 4,5 5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenyicarbamate (26g,
76.6mmol)), 2.0M Methylamine/THF (265 mL, 530 mmol) in 150 mL of THF was stirred at room
temperature for 6 hours, then excess solvent was distilled off from the reaction mixture; residue
was dissolved into water, extracted with ethyl acetate. The organic layer was dried over
anhydrous Na,SQ,, concenfrated under reduced pressure. The crude product was purified by
silica gel column chromatography by using 5-60% ethyl acetate in pet-ether as an eluent. to give
1-methyl-3- [4-(4,4,5,5-tetramethyl- [1,3,2] dioxaborolan-2-yl)-phenyi]-urea.(20g. 88%yisld) as
white solid.

THNMR (300 MHz, CDCls): 8 7.7(d, 2H), 7.2 (d, 2H), 6.7(s, 1H), 5.0(s, 1H), 2.8(s, 3H), 1.2(s,
12H).

Step 3: Preparation of 4-{4, 6-dichloro-1, 3, 5-triazin-2-yl} morpholine

Morpholine (9.5mL, 108 mmol)) was added to a solution of cyanuric chioride {20g, 108 mmol) in
chloroform (10 mL) and stirred at -5 °C for 1 hour. Reaction mixture was diluted with water,
extracted with dichioromethane. The organic layer was dried over anhydrous Na,SO,, filtered
and concentrated under reduced pressure. Crude product was purified by silica gel (100-200
mesh) column chromatography using 5% ethyl acetate in pet-ether as an eluent to give 4-(4,6-
dichloro-~1,3,5-triazin-2-ylYmorpholine (10g, 39% yield).

Step 4. Preparation of 1-(4-(4-chloro-6-morpholino-1, 3, 5-triazin-2-yl) phenyl)-3-methyiurea

A mixture of compound 4-(4,6-dichloro-1,3,5-triazin-2-ylYmorpholine (10g, 42.7 mmol), Pd
(PPh3) (2.46q, 2.1tmmol), 1-methyi-3- [4-{4,4,5 5-tetramethyl- [1,3,2] dioxaborolan-2-yl}-phenyl]-
urea.(11.7g, 42.4 mmol) and 1N Na,CO;{ 168mL, 168 mmoljin degassed 1,2-dimethoxyethane
(400mL) was heated to 65 °C for 8 hours under N, atmosphere. The reaction mixture filtered,
diluted with water, extracted with ethyl acetate and washed with water, brine, dried over
anhydrous Na,S0Q,, filtered and concentrated under reduced pressure. Crude product was
purified by silica gel (100-200 mesh) column chromatography using 20-60% ethyl acetate in pet-
ether as an eluent. To

give 1-{4-(4~chloro-6-morpholino-1, 3, 5-triazin-2-yl) phenyl}-3-methylurea (5.0g, 34% yieid).
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"HNMR (300 MHz, DMSO-d6): 5 9.4 (br, 1H), 8.2(d, 2H), 7.6(d, 2H), 6.6 (br, 1H), 4.0 (m, 2H),
3.8(m, 6H), 2.8 (s, 3H).

Step 5: Preparation of 1-{(4-(4-(4-aminophenyi}-6-morpholino-1, 3, 5-triazin-2-yl) phenyl)-3-
methylurea

The title compound was prepared by following the procedure of Example 462 step 4 using 1-{4-
{(4-chloro-6-morpholino-1,3,5-triazin-2-yhphenyl)-3-methylurea and 4-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolan-2-yhaniline. Yield 2g, 45% yield.

Step 6: Preparation of phenyl 4-carbamoylphenylcarbamate

To a solution of 4-aminobenzamide (5.0g, 36.7 mmol) and pyridine { 2.9g, 36.7mmol)) in dry
CHzCl, (100 mL) at -10 °C, pheny! chloroformate (6.9g, 44.1mmol) was added dropwise, stirred
at -10 °C for 30 min and then at room temperature for 30 minutes The reaction mixture was
diluted with CH,Cl; {100 mi.) and washed with water {2 x 70 mL). The organic layer was dried
over anhydrous Na,S0, and concentrated to get the crude product. The crude product was
dissolved in diethy! ether (1‘5 ml) and sonicated for 10 minutes and then pentane (30 mL) was
added, the resulting soiid was fitered and washed with pentane to give phenyl 4-
carbamoylphenylcarbamate (7.2g, 77% yield).

Step 7: Preparation of 4-({[4-(4-{4-[(methylcarbamoyl) amino] phenyl}-6-morpholin-4-yl-1, 3, 5-
triazin-2-y1) phenvl] carbamoyl} amino) benzamide

To a solution of 1-(4-{4-{d-aminophenyl)-6-morpholino-1, 3, 5-triazin-2-yl) phenyl}-3-methylurea
(0.6g, 1.5 mmol) and triethylamine (4-5 mL) in dry DMF {10 mL), phenyl 4-
carbamoylphenyicarbamate (1.15g, 4.5mmol}.} was added at room temperature and mixture
was heated to 90 °C for 10 hours under nitrogen atmosphe}e. After cooling to room temperature
reaction mixture was guenched with ice water and resulting solid was filtered to get crude
product. Crude product was purified by Preparative HPLC to give 4-({{4-{(4-{4~
[(methylcarbamoyl)aminojphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yl)phenyiJcarbamoyl}amino)benzamide (45mg, 5.3% vield).

Example 463: Preparation of 1-{4-[4-(3, 5-dimethylmorpholin-4-yi)-6-{4-[{methylcarbamoyl)
amino] phenyl}-1, 3, 5-triazin-2-yl] phenyl}-3-pyridin-3-ylurea

Step 1: Preparation of 4-(4, 6-dichloro-1, 3, 5-triazin-2-yl)-3, 5-dimethylmorpholine
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The titie compound was prepared by foliowing the procedure of Example 462 step 3 using
cyanuric chioride and 3, 5-dimethylmorpholine. Yield 5g, 35% yield.

THNMR (300 MHz, CDCly): 3 4.6 (m, 2H), 3.6 (m, 2H), 2.8(m, 2H), 1.2(d, 6H).

Step 2: Preparation of 1-{(4-(4-chloro-6-(3, 5-dimethylmorpholino}-1, 3, 5-triazin-2-yl) phenyl)}-3-
methylurea

The title compound was prepared by following the procedure of example 462 step 4 using 4-
{4,6-dichloro-1,3,5-triazin-2-yi)-3,5~-dimethylmorpholine and 1-methyl-3- [4-(4,4,5,5-tetramethyl-
[1,3,2] dioxaborolan-2-yl)-phenyl]-urea.. Yield 1.15g, 16% yield.

Step 3: Preparation of 1-(4-{4-(4-aminopheny!}-6-(3, 5-dimethyl morpholino)-1, 3, 5-triazin-2-yt)
phenyl)-3-methylurea

The title compound was prepared by following the procedure of example 462 step 4 using 1-(4-
{(4-chloro-6~(3,5-dimethyimorpholino)-1,3,5-triazin-2-yl)phenyl)}-3-methylurea and 4-(4,4,5,5-
tetramethyl-1,3,2-dioxaboroian-2-yDaniline. Yieid 2g, 86% yield.

- Step 4: Preparation of phenyl pyridin-3-yicarbamate

The title compound was prepared by following the procedure of exampie 462 step 6 using 3-
aminopyridine and phenyl chloroformate. Yield 79, 62% yield.

Step 5: Preparation of 1-{4-[4~(3, 5-dimethyimorpholin-4-yl)-6-{4-[{methylcarbamoyl) amino]
phenyi}-1, 3, 5-triazin-2-yl} phenyi}-3-pyridin-3-ylurea

The titie compound was prepared by following the procedure of exampie 462 step 7 using 1-(4-
{(4-(4-aminophenyl)-6-(3, 5-dimethylmorpholino)-1, 3, B-triazin-2-yl) phenyl)-3-methylurea and

pheny! pyridin-3-yicarbamate. Yield 77mg, 6% yieid.

EXAMPLE 464: Preparation of 4-I({4-[4-{4-[(methylcarbamoyl)aminolphenyl}-6-(8-oxa-3-
azabicyclo]3.2.1]oct-3-y1)-1,3,5-triazin-2-yljphenyl}carbamoyl)aminolbenzamide

Step 1: Preparation of 3-(4, 6-dichloro-1, 3, 5-triazin-2-yl}-8-oxa-3-azabicyclo [3.2.1Joctane

The title compound was prepared by foilowing the procedure of exampie 462 step 3 using
cyanuric chioride and 8-oxa-3-azabicyclo [3.2.1] octane. Yield 10g, 47% vyield.
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Step 2: Preparation of 1-(4-(4-{8-oxa-3-azabicyclo [3.2.1Joctan-3-yl)-6-chloro-1, 3, 5-triazin-2-yl)
phenyl}-3-methylurea

The title compound was prepared by following the procedure of example 462 step 4 using 3-
(4,6-dichloro-1,3,5-triazin-2-yi)-8-0xa-3-azabicyclo[3.2. 1]octane and 1-methyl-3- {4-(4,4,5,5-
tetramethyl- [1,3,2] dioxaborolan-2-yl}-phenyl}-urea.. Yield 5g, 29% vyield.

Step 3: Preparation of 1-(4-(4-(4-aminophenyl)-6-(8-oxa-3-azabicyclo [3.2.1]Joctan-3-yi}-1, 3, 5-
triazin-2-yl} phenyh)-3-methylurea

The title compound was prepared by following the procedure of example 462 step 4 using 1-(4-
{(4-(8-oxa-3-azabicyclo[3.2. 1]loctan-3-yl)-6-chlioro-1,3,5-triazin-2-yl)phenyl}-3-methylurea and 4-
(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-ylaniline. Yield 2.8g, 49% vyield.

Step 4: Preparation of 4-I{({4-[4-{4-[{methyicarbamoyl) amino}phenyi}-6-(8-oxa-3~
azabicyclo[3.2.1Joct-3-yl)-1,3,5-triazin-2-yijphenyl}carbamoyi)aminolbenzamide

The title compound was prepared by following the procedure of example 462 step 7 using 1-(4-
{4-{4-aminophenyl}-6-(8-oxa-3-azabicyclo [3.2.1] octan-3-yl)-1, 3, 5-triazin-2-yl) phenyl}-3-

methylurea and phenyl 4-carbamoyiphenyicarbamate. Yield 90mg, 13% vield.

EXAMPLE 465 Preparation of 3-[({4-[4-{4-[(methylcarbamoyl)aminojphenyl}-6-(8-oxa-3-
azabicyclo[3.2.1]oct-3-y1}-1,3,5-triazin-2-yljphenyl}carbamoyl)amino]benzamide

Step 1: Preparation of phenyl 3-carbacarbamoylphenylcarbamate

The titie compound was prepared by following the procedure of example 462 step 6 using 3-
aminobenzamide and phenyl chloroformate. Yield 7g, 74% yield.

Step 2: Preparation of 3-{({4-[4-{4-[(methylcarbamoyl) amino]phenyl}-6-(8-oxa-~3-
azabicyclof3.2.1Joct-3-yi)-1,3,5-triazin-2-yiphenyijcarbamoylamino]benzamide

The title compound was prepared by foliowing the procedure of example 462 step 7 using 1-(4-
(4—(4~aminophenyi)-6—(8-oxa-3-azabicycio [3.2.1] octan-3-yi)-1, 3, 5-triazin-2-yl) phenyl)-3-

methylurea and phenyl 3-carbamoylphenyicarbamate. Yield 80mg, 13% yield.

EXAMPLE: 466: Preparation of 3-({{4-(4-{4-](methyicarbamoyl) amino] phenyl}-6-morpholin-4-
yl-1, 3, 5-triazin-2-yl) phenyl] carbamoyl} aminc) benzamide
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The titie compound was prepared by foliowing the procedure of example 462 step 7 using 1-(4-
(4-(4-aminophenyl)-6-morpholino-1, 3, 5-triazin-2-yl) phenyl}-3-methylurea and phenyi 3-
carbamoyliphenyicarbamate. Yieid 51mg, 4% yieid.

EXAMPLE 467: Preparation of 1-methyl-3-[4-(4-morpholin-4-yl-6-{4-[(pyridin-3-ylcarbamoyl)
amino] phenyl}-1, 3, 5-triazin-2-yl) phenyl] urea

The title compound was prepared by following the procedure of example 462 step 7 using 1-(4-
{4-(4-aminophenyl}-6-morpholino-1, 3, 5-triazin-2-yl) phenyl}-3-methylurea and phenyl pyridin-3-
ylearbamate. Yield 77mg, 6% yield.

Example 468: Preparation of 1-methyl-3-[4-{4-morpholin-4-yl-6-{4-[{pyridin-4-yicarbamoyl}
amino] phenyl}-1, 3, 5-triazin-2-yl} phenyl] urea

Step 1: Preparation of phenyl pyridin-d-ylcarbamate

The title compound was prepared by following the procedure of exampie 462 step 6 using 4-
aminopyridine and phenyi chioroformate. Yield 6g, 534 % yield. ’

Step 2: Preparation of 1-methyl-3-[4-{4-morpholin-4-yl-6-{4-[{ pyridin-4-ylcarbamoyl} amino]
phenyi}-1, 3, 5-triazin-2-yl) phenyl] urea

The title compound was prepared by following the procedure of example 462 step7 using 1-(4-
(4-{4-aminophenyl)-6-morpholino-1, 3, 5-triazin-2-yl} phenyl)-3-methylurea and phenyl pyridin-4-
yicarbamate. Yield 75mg, 3.9% yieid.

Example 469: Preparation of 3-[({4-[4-(3,5-dimethylmorpholin-4-yl)-6-{4-
{{methylcarbamoyl)aminolphenyl}-1,3,5-triazin-2-yllphenylicarbamoyl)amino]benzarnide

The title compound was prepared by foliowing the procedure of example 462 step 7 using 1-(4-
{4-(4-aminophenyl}-6-(3, 5-dimethylmorpholino)-1, 3, 5-triazin-2-yl) phenyi)-3-methylurea and

phenyl 3-carbamoylphenylcarbamate. Yield 56mg, 4.1% vieid.

Example 470: Preparation of 4-[{{4-{4-(3,5-dimethylmorpholin-4-yl)-6-{4-
[{methylcarbamoyl)amino]phenyl}-1,3,5-triazin-2-yliphenyl}carbamoyl)amino]benzamide
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The titie compound was prepared by following the procedure of example 462 step 7 using 1-(4-
(4-(4-aminophenyl)-8-(3, B-dimethyimorphoiino)-1, 3, 5-triazin-2-yl) phenyl)-3-methylurea and
phenyl 4-carbamoylphenyicarbamate. Yield 70mg, 12.8% vield.

Example 471: Preparation of 1-methyl-3-{4-[4-(8-0xa-3-azabicyclo [3.2.1}oct-3-yi)}-6-{4-[(pyridin-
4-ylcarbamoyl) amino] phenyl}-1, 3, 5-triazin-2-yl] phenyl} urea

The titie compound was prepared by following the procedure of example 462 step 7 using 1-{4-
(4-(4-aminophenyl)-6-(8-oxa-3-azabicycio [3.2.1] octan-3-yl)-1, 3, 5-triazin-2-yl) phenyl}-3-
methylurea and pheny! pyridin-4-ylcarbamate. Yield 51mg, 4% yield.

Example 472: Preparation of 1-{4-[4-(3, 5-dimethyimorpholin-4-yl}-6-{4-[(methylcarhamoyi)
amino] phenyl}-1, 3, 5-triazin-2-yl] phenyl}-3-pyridin-4-ylurea

The title compound was prepared by following the procedure of example 462 step 7 using 1-(4-
(4-{4-aminophenyl)-6-(3, 5-dimethyimorpholino)-1, 3, 5-triazin-2-yl} phenyl)-3-methylurea and
pheny! pyridin-4-yicarbamate. Yield 15mg, 0.8% yield.

Exampie 473: Preparation of N-[4-(4, 6-dimorpholin-4-yl-1, 3, 5-triazin-2-yl) phenyl]-2, 2-
difluoroacetamide

Step 1: Preparation of 4, 4'-(6-chioro-1, 3, 5-triazine-2, 4-diyl)dimorpholine

A solution of morpholine (8.71g, 100mmol) in 100 mL of methylene was added dropwise to a
mixture of cyanuric chloride (9.22 g, 50.0 mmgi) and triethylamine (10.1g, 100mmoi) in 200 mL
of methylene chioride at 0 °C. Then the reaction mixture was stirred at 0 °C for 1hr and slowly
warmed up to room temperature. After stirring at rocom temperature for 1hr, the reaction mixture
was filtered to remove the triethylamine hydrochioride salt. The filtrate was concentrated to give
4, 4'-(6-chloro-1, 3, 5-triazine-2, 4-diyl) dimorpholine {14.2g, 100 yield) as a white sclid. HPLC:
Rt = 2.43min; MS 286, 288 [M+H].

Step 2:Preparation of 4-(4, 6-dimorpholing-1, 3, 5-triazin-2-yhaniline

A mixture of 4,4'-(6-chioro-1,3,5-triazine-2 4-diyl}dimorpholine (1.40g, 4.90 mmol), 4-(4,4,56,5-
tetramethyl-1,3,2-dioxaborolan-2-yhaniline (2.62g, 11.9mmol} and tetrakis {triphenylphosphine)
palladium (0) (282 mg, 0.240 mmol) in 2M sodium carbonate aqueous solution (10 mL, 20
mmol} and 40 mL of DME was stirred at 80 °C for 2hr. The reaction mixture was diluted with 300
mL of ethyt acetate and washed with water. The organic layer was concentrated and purified by
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flash chromatography (ISCO, 120g silica gel column, eluting with 0-100% EtOAc/Hexane) to
give 4-(4,6-dimorpholino-1,3,5-triazin-2-yl)aniline (0.68g, 40%yield). HPLC: Rt = 2.09min; MS
343 [M+H].

Step 3: Preparation of N-[4-(4, 6-dimorpholin-4-yl-1, 3, 5-triazin-2-yl) phenyi]-2, 2-
difluoroacetamide

To a mixture of 2, 2-difluoroacetic acid (20 mg, 0.21 mmol), HBTU (76mg, 0.2 mmol}, and DIEA
(52 mg, 0.40 mmol) in 2 mL of DMF was added 4-(4, 6-dimorpholino-1, 3, 5-triazin-2-yi) aniline
{40 mg, 0.12 mmol}). The reaction was stirred at 60 °C 16hr. Then the reaction mixture was
cooled to room temperature and purified by reverse phase chromatography to give N-[4-(4, 6-
dimorpholin-4-yl-1, 3, 5-triazin-2-yl) phenyl}-2, 2-difluoroacetamide (23mg, 46% yield). HPLC: Rt
= 2.19min; MS 421 [M+H].

Example 474: Preparation of N-[4-(4, 6-dimorpholin-4-yl-1, 3, b-triazin-2-yl) phenyl]-4, 5-
dihydro-1H-imidazol-2- amine

A mixture of 4-(4,6—d§morpho£ino»1‘,3,5~tr§az§n-2»yl)aniline (40 mg, 0.12 mmol), imidazolidine-2-
thione (15mg, 0.15 mmol® and mercury(ll) chioride (40mg, 0.15 mmol} in 2 mL of DMF was
stirred at 140 °C 16hr. Then the reaction mixture was cooled to room temperature and filtered
through Celite™. The filtration was concentrated and purified by reverse phase chromatography
to give N-[4-{4, 6-dimorpholin-4-yl-1, 3, 5-triazin-2-yt) phenyl]-4, 5-dihydro-1H-imidazol-2- amine
(9.0mg, 22% yieid). HPLC: Rt = 1.74min; MS 411 [M+H].

Example 475: Preparation of 2, 4-dimorpholin-4-yl-6-[4-(2H-tetrazol-5-yl) phenyl]-1, 3, 5-triazine
Step 1:Preparation of 4-(4, 8-dimorpholino-1, 3, 5-triazin-2-yl}henzonitrile

The title compound was prepared by following the procedure of example 473 step 2 using 4, 4'-
{6-chloro-1, 3, 5-triazine-2, 4-diyl) dimorpholine and 4-cyanophenyl-boronic acid. Yield 86 mg,
50% yield; HPLC: Rt = 2.60min; MS 353 [M+H].

Step 2:Preparation of 2, 4-dimorpholin-4-yl-6-[4-(2H-tetrazol-5-yl} phenyl]-1, 3, 5-triazine

A mixture of 4-(4,6-dimorpholino-1,3,5-iriazin-2-yhbenzonitrile (11mg, 0.031mmeol}, sodium

azide (5.5mg, 0.085 mmol) and triethylamine hydrochloride (6.0mg, 0.043mmol) in 2 mL of DMF
was stirred at 120 °C for 6hr. Then the reaction mixture was cooled to room temperature and
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purified by reverse phase chromatography to give 2,4-dimorpholin-4-yl-6-[4-(2H-tetrazol-5-
yi)phenyi}-1,3,5-triazine. Yieid 12mg, 97% yield; HPLC: Rt = 2.09min; MS 394 [M-H}.

Example 476: Preparation of 1-[4-(4, 8-dimorpholin-4-yl-1, 3, 5-triazin-2-yl} phenyl]-3-
methylurea

Step 1:Preparation of 1-Methyl-3- [4-(4, 4, 5, 5-tetramethyl- [1, 3, 2] dioxaborolan-2-yi)-phenyl}-
urea

A mixture of 2-{4-isocyanatophenyl)-4,4.5 5-tetramethyl-1,3,2-dioxaborolane (750mg, 3.06
mmol), 2.0M Meathylamine/THF (2.3 mL, 4.60 mmoi} in 50 mL of THF was stirred at room
temperature for 6 hr. Then the traction mixture was concentrated to give 1-methyl-3- [4-(4, 4, 5,
5-tetramethyl- [1, 3, 2] dioxaborolan-2-yi)-phenyll-urea. (760 mg, 90%yield). Rt = 2.21min; 277
[M+HL

Step 2:Preparation of 1-[4-(4, 6-dimorpholin-4-yl-1, 3, 5-triazin-2-yl) phenyl}-3-methylurea

The title compound was prepared by following the procedure of example 473 step 2 using 4,4-
{6-chioro-1,3 5-triazine-2 4-diyl)dimorpholine and 1-Methyl-3- [4-(4,4,5,5-tetramethyl- [1,3,2]
dioxaborolan-2-yl}-phenyl]-urea. Yield 13mg, 11% yield; HPLC: Rt = 1.98min; MS 400 [M+H].

Example 477 Preparation of 2-[4-(4, 6-dimorpholin-d-yi-1, 3, 5-triazin-2-yl) phenyl}-N-pyridin-3-
ylacetamide

Step 1: Preparation of 2-(4-(4, 6-dimorpholino-1, 3, 5-triazin-2-yl) phenyllacetic acid

A mixture of 4,4'-(6-chloro-1,3,5-triazine-2 4-diyl)dimorpholine (285mg, 1.0mmol), 2-(4-{4,4,5,5-
tetramethyi-1,3,2-dioxaborolan-2-yljphenylacetic acid. (315mg, 1.2mmol) and tetrakis
{triphenylphosphine) palladium (0) (58 mg, 0.05 mmol) in 2M sodium carbonate aquecus
solution (3 mL, 8 mmol) and 20 mL of DME was stirred at 80 °C for 2hr. Then the reaction
mixture was diluted with 50 mL of ethyl acetate and extracted with 1N NaOH (50mL, three
times)). The combined aqueous layers were neutralized to pH=6. Then the aguecus solution
was extracted with ethyl acetate (50 mL, three times). The combined organic layers were
washed with saturated sodium carbonate and brine. Then the organic layer was dried over
anhydrous sodium sulfate and concentrated to give 2-(4-(4, 6-dimorpholinc-1, 3, 5-triazin-2-yi)
phenyl) acetic acid {68mg, 18%yield). HPLC: Rt = 2.04min; MS 386 [M+H].
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Step 2: Preparation of 2-j4-{4, 6-dimorphalin-4-yl-1, 3, 5-triazin-2-y!) phenyl}-N-pyridin-3-
ylacetamide

The title compound was prepared by following the procedure of example 473 step 3 using 2-(4-
{4, 6-dimorpholino-1, 3, 5-triazin-2-yl) phenyl) acetic acid and 3-aminopyridine. Yield 21 mg,
44% yield; HPLC: Rt = 1.91min; MS 462 [M+H].

Preparation of ((25,5R)-1-(4-(8-oxa-3-azabicyclo]3.2.1]octan-3-yl}-6-(4-nitrophenyl)-1,3,5-
triazin-2-yl)pyrrolidine-2,5-diyl)dimethanol

A suspension of ({2S,5R)-1-(4-chioro-6-(4-nitrophenyl)-1,3,5-triazin-2-y)pyrrolidine-2,5-
diyl)dimethanol (1.3 g, 2.7 mmol), 8-oxa-3-azabicyclo[3.2.1]octane hydrochloride (0.51 g, 3.4
mmei) in ethanot (15 ml.) was treated with triethylamine (1.35 mL, 10 mmol) and heated with a
heat gun briefly to reflux. The reaction mixture was purified by automated flash chromatography

{methanol/chloroform) to provide the title compound as a hard peach colored foam. MS (ES™) =
443.2 (M+H)"

Preparation of 3-(4-((28,5R)-2, 5-bis((tert-butyldimethylsilyioxy)methylpyrrolidin-1-yi)-6-(4-
nitrophenyl)-1,3,5-triazin-2-y1)-8-oxa-3-azabicyclo[3.2. 1]octane

A solution of ((28,5R)-1-{4-{8-0xa-3-azabicyclo[3.2. 1Joctan-3-yl)-6-(4-nitrophenyl}-1,3,5-triazin-
2-ypyrrolidine-2,5-diyl)dimethano! (1.5 g, 3.4 mmol) in dichloromethane (15 mL) was treated
successively with tert-butyl dimethy! chiorosilane (1.3 g, 8.5 mmol) and imidazole (0.69 g, 10
mmol). The resulting suspension was stirred overnight at room temperature and then quenched
with water. The aqueous phase was extracted three times with dichloromethane. The combined
extracts were dried over anhydrous magnesium sulfate, filtered, and concentrated to dryness
under reduced pressure. The crude residue (a peach-colored solid) was carried on to the
following step without further purification. MS (ES7) = 671.4 (M+H)"

Preparation of 4-(4-(8-0xa-3-azahicycio[3.2.1]octan-3-yl)-6-((2S,5R}-2,5-bis((tert-
butyldimethyisityloxy)methylpyrrolidin-1-yi)-1,3,5-triazin-2-yl)aniline

A suspension of palladium on charcoal (10 %, 100 mg) and crude 3-(4-((25,5R)-2,5-bis({tert-
butyldimethyisilyloxy)methyl)pyrrolidin-1-yl)-6-(4-nitrophenyi}-1,3,5-triazin-2-yl)-8-oxa-3-
azabicyclo[3.2.1]octane (3.4 mmol maximum) in tetrahydrofuran (30 mL) was shaken for 8
hours under 50 psi of hydrogen. The mixture was filtered through a pad of Celite™
diatoraceous earth and concentrated under reduced pressure to provide the title compound as
an orange foam. MS (ES") = 642.4 (M+H)"
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Example 667: Preparation of 1-(4-{4-[(2R,58)-2,5-bis(hydroxymethybpyrrolidin-1-y{]-6-(8-oxa-3-
azabicyclo[3.2.1joct-3-yl)-1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea

A solution of 4-(4-(8-oxa-3-azabicyclo]3.2.1joctan-3-yl)}-6-((2S,5R)-2,5-bis((tert-
butyidimethylsilyloxy)methyl)pyrrolidin-1-yl)-1,3,5-triazin-2-yhaniiine (0.24 g, 0.37 mmol) in
dichloromethane (5 mL) was treated successively with triethylamine (500 uL) and a triphosgene
{56 mg) solution in dichloromethane (1 mL). After 5 minutes, the mixture was treated with a
solution of 4-aminopyridine {70 mg) in warm tetrahydrofuran. After 1 hour, the reaction mixture
was quenched with methanol and concentrated to dryness. Half of the crude residue was
treated with a saturated solution of hydrogen chioride in methanol. Upon complete desilylation,
the mixture was concentrated to dryness and the residue purified by reverse-phase high
performance liquid chromatography using a Phenomenex Prodigy column running a gradient
elution of 5 % acetonitrile/95 % of 0.1 % aqueous trifluoroacetic acid to 50 % acetonitrile over 25
minutes. After concentration, the title compound was obtained as it trifluoroacetic acid salt (75
mg). MS (ES™) = 533.3 (M+H)"

Example 668: Preparation of 1-(4-{4-[(2R,58)-2,5-his(hydroxymethyl)pyrrolidin-1-yl]-6-(8-oxa-3-
azabicyclof3.2. 1]joct-3-y1)-1,3,5-triazin-2-yl}phenyl)-3-[4-(4-methyipiperazin-1-yl)phenyijurea

A solution of 4-{4-(8-oxa-3-azabicycio[3.2. 1]Joctan-3-y1)-6-{(23,5R}-2,5-bis((tert-
butyldimethylsilyloxyymethyl)pyrrolidin-1-yl)-1,3,5-triazin-2-yhaniline (0.25 g, 0.39 mmol} in
dichloromethane (5 mlL.) was treated successively with triethylamine {500 uL) and a triphosgene
{59 mg, 0.08 mmaol) solution in dichloromethane (1 mL). After 5 minutes, the mixture was treated
with 4-{4-methyipiperazin-1-yl)aniline (150 mg). After 1 hour, the reaction mixture was quenched
with methano! and concentrated to dryness. The crude residue was treated with a saturated
solution of hydrogen chioride in methanol. Upon complete desilylation, the mixture was
concentrated to dryness and the residue purified by reverse-phase high performance liquid
chromatography using a Phenomenex Gemini column running a gradient elution of 5 %
acetonitrile/55 % of 0.1 % aqueous frifluorcacetic acid to 50 % acetonitrile over 15 minutes.
After concentration, the title compound was obtained as it trifluoroacetic acid salt {130 mg). MS
(ES*) = 630.4 (M+H)"

Example 823 Preparation of 1-[4-(4,6-di-3,7-dioxa-9-azabicyclo[3.3.1jnon-9-yi-1,3,5-triazin-2-
yhiphenyl]-3-[4-(4-methylpiperazin-1-yi)phenyljurea

To a solution of cyanuric chloride (0.368 g, 2 mmol) in CH,Cl, (20 mL) was added 3,7-dioxa-9-
azabicycio|3.3.1]nonane. HCO.H (0.718 g, 4.1 mmol), foliowed by addition of EtzN (0.98 mL, 7
mmol). The resulting reaction mixture was stirred for 24h, and then diluted with CH.Cl,. The
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organic phase was washed with aqueous 1N HCI {3X) and dried over MgS0O,. The solvent was
removed in vacuum to give 9,9'-(6-chloro-1,3,5-triazine-2,4-diyl)bis(3,7-dioxa-9-
azabicyclof3.3.1]nonane) as white solid (0.15 g, 95% yield).

To a 10 mlL vial were added 9,9'-{6-chioro-1,3,5-triazine-2,4-diyl)bis(3,7-dioxa-9-
azabicyclo[3.3.1]nonane) (150 mg, 0.406 mmol), 4-aminophenyiboronic acid pinacol ester (133
mg, 0.61 mmol), Pd(PPha), (10 mg), toluene {1 mL}), EtOH (1 mL) and 2M Na,CO; agueous
solution (0.305 mL). The resulting mixture was heated at 120 °C for 20 minutes in microwave
oven, The reaction mixture was cooled to room temperature. The aqueous phase was extracted
with EtOAc, and the combined organic phases were dried over (MgSO.). The solvent was
removed under reduced pressure and the residue was subjected to HPLC separation to give 4-
(4,6-di{3,7-dioxa-9-azabicycio[3.3. 1lnonan-9-y1)-1,3,5-triazin-2-yhaniline as a white solid {120
mg).

To a solution of 4-(4,6-di(3,7-dioxa-9-azabicyclof3.3. 1lnonan-9-yl)-1,3,5-triazin-2-yl)aniline (120
mg, 0.281 mmol) in CH,Cl; was added Et;N (0.237 mL, 1.69 mmo!) and triphosgene (42 mg,
0.14 mmot). The mixture was stirred at room temperature for 15 minutes and 4-{4-
methylpiperazin-1-yhaniline (107 mg, 0.56 mmol) was added. The mixfure was stirred at room
temperature overnight. The solvent was removed, and the residue was subjected to HPLC
separation to give the title compound (1TFA sait) MS(ESI) m/z 644.3306.

Preparation of (63)-tert-buty! 6-hydroxy-3-oxa-8-azabicyclo[3.2. 1]octane-8-carboxylate {Scheme
10)

Step 1: (2R,55)1-tert-butyl 2, 5-dimethy! 1H-pyrrole-1,2,5(2H,5H-tricarboxylate (cis-diester)
was synthesized by foliowing the procedure described in literature: Organic Lefters 2004, 6(18),
3055-8.

Step 2: Reduction of cis-diester to (2R’,55" -tert-butyt 2 5-his(hydroxymethy!)-2,5-dihydro-1H-
pyrrole-1-carboxylate (cis-diol)

To a solution of {2R’,58")-1-tert-buty! 2,5-dimethyl 1H-pyrrote-1,2 5(2H 5H)-tricarboxylate (6.6 g,
23.1 mmol)in THF (100 mi) was added slowly of LiBH, solution (2M in THF, 34.7 ml., 69.4
mmol) at 0 °C. The resulting mixture was stirred at room temperature for 3 hours, then cooled to
0 °C again. HClI solution (1M, 30 mL) was added to the reaction mixture, and stirred for 10
minutes before diluted with EtOAc. The organic layer was separated, and the aqueous phase
was extracted with EtOAc. The combined organic phases were washed with water and brine,
and dried (MgS0,). The organic solvent was removed in vacuo to give the crude product, which
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was purified by flash chromatography in silica gel with EtOAc:Hex:MeQOH(50:50:10) to give the
cis-diol (3.8 g, 72%).

Step 3: Preparation of (2R’,58'}-tert-butyl 2,5-bis{{tert-butyldimethylsilyloxy)methyl)}-2 5-dihydro-
1H-pyrrole-1-carboxylate

To a solution of the cis-diol (3.57 g, 15.6 mmol) in DMF (15 mL) were added TBSCI (5.16 g,
34.3 mmol) and imidazole (3.18 g, 46.7 mmol). The mixture was heated at 80 °C for 30 minutes
in microwave oven (150 watt). Cooled to room temperature, the mixture was taken up in water
{50 mL) and EtOAc (50 mL). The organic layer was separated, and the aquecus phase was
extracted with EtOAc. Combined organic phases were washed with water and brine, and dried
{MgSQy). The organic solvent was removed in vacuo to give the crude product, which was
purified by flash chromatography in silica gel with EtOAc:Hex {10:90) to give the title compound
(7.12 g, 98%).

Step 4: Synthesis of (2R’,38',5R’)-tert-butyl 2,5-bis((tert-butyidimethyisilyloxy)methyl)-3-
hydroxypyrrolidine-1-carboxylate (trans-alcohol)

To a solution of (2R’,58")-tert-butyt 2,5-bis({tert-butyldimethylisilyloxyymethyl)-2,5-dihydro-1H-
pyrrole-1-carboxylate (4.8 g, 10.5 mmol) in THF (50 mL) was added siowly of BH; DMS solution
{(2M in THF, 6.97 mL, 13.9 mmol) at 0 °C. The resulting mixture was stirred at room temperature
for 3 hours, then cooled to 0 °C again. NaQH solution (5M, 12.6 mL, 63.2 mmol) was added to
the reaction mixture, followed by addition of H,O; (30%, 6.33 ml, 62.0 mmol). The resulting
mixture was stirred for 5 hours before diluted with EtOAc. The organic layer was separated, and
the acjueous phase was extracted with EtOAc. Combined organic phases were washed with
water and brine, and dried {MgSQ,). The organic solvent was removed in vacuo to give the
crude product, which was purified by flash chromatography in silica gel with EtOAc:Hex (30:70)
to give the title compound (3.8 g, 77%).

Step 5: Benzyl protection of the trans alcohol

To a solution of (2R’,38’,5R")-tert-buty! 2,5-bis({tert-butyldimethylsilyloxy)methyl)-3-
hydroxypyrrolidine-1-carboxylate (2.515 g, 5.3 mmol) in THF (50 mL) were added NaH (60%,
0.423 g, 10.6 mmol). The mixture was stirred at room temperature for 30 minutes, and benzyl
bromide {1.085 g, 6.3 mmol} and TBAI (0.195 g, 0.5 mmol} were added. The mixture was stirred
at room temperature for 12 hours, and quenched by addition of sat.NH,C! solution {20 mL).
Concentrated /n vacuo, and the residue was taken up in water and EtOAc. The organic layer
was separated, and the aqueous phase was extracted with EtOAc. Combined organic phases
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were washed with water and brine, and dried (MgSQ,). The organic solvent was removed in
vacuo to give the crude product, which was purified by flash chromatography in silica gel with
EtOAc:Hex (10:90) to give {2R’,35’,5R" -tert-butyl 3-(benzyloxy)-2,5-bis((tert-
butyidimethylsilyloxyymethyl)pyrrolidine-1-carboxylate (3.0 g, 100%) as coloriess oil.

Step 6: Synthesis of (2R’,38",5R’ Hert-buty! 3-(benzyloxy}-2,5-bis(hydroxymethyl)pyrrolidine-1-
carboxylate (benzyloxy diol)

To a solution of {2R’,35',5R’)-tert-butyl 3-(benzyloxy}-2,5-bis((tert-
butyldimethylsilyloxy)methyl)pyrrolidine-1-carboxylate (3.0 g, 5.3 mmol} in THF (50 mL) was
added slowiy of TBAF solution (1M in THF, 21.8 mL, 21.8 mmol) at 0 °C. The resulting mixture
was stirred at room temperature for 6, and quenched by addition of sat. NH,Cl solution (10 mL).
Concentrated in vacuo, and the residue was treated with water and EtOAc. The organic layer
was separated, and the aqueous phase was extracted with EtOAc. Combined organic phases
were washed with water and bring, and dried {(MgS0,). The organic solvent was removed in
vacuo to give the crude product, which was purified by flash chromatography in silica gel with
EtOAc:Hex:MeOH (50:50:5) to give the title compound (1.15 g, 62.5%).

Step 7: Synthesis of (6S')-tert-butyl 6-({benzyloxy)-3-0xa-8-azabicycio[3.2. 1]octane-8-
carboxylate by cyclization

To a solution of (2R’,3%",5R’")-tert-butyl 3-(benzyloxy)-2,5-bis{hydroxymethyl)pyrrolidine-1-
carboxylate (1.15 g, 3.4 mmol} in THF (50 mL) was added NaH (60%, 0.409 g, 10.2 mmol). The
mixture was stirred at room temperature for 30 minutes , and cooled down to 0 °C. A solution of
p-TsCi (0.65 g, 3.4 mmol) in THF (5 mL) was slowly added to the mixture. The reaction mixture
was then stirred at room temperature for 12 hours, and guenched by addition of sat. NH.Ci
solution (20 mL). Concentrated in vacue, and the residue was taken up in water and EtOAc. The
organic layer was separated, and the aqueous phase was exfracted with EtOAc. Combined
organic phases were washed with water and brine, and dried (MgS0,). The organic solvent was
removed in vacuo to give the crude product, which was purified by flash chromatography in
silica gel with EtOA¢:Hex (20:80) to give the title compound (716 mg, 66%) as off-white solid.

The compounds in Table | were made by the proceeding methods.
Table !

MS (ESH)

Example Name iy
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MS (ESD)
Exampie Name miz
1-(4-{[4-(dimethylamino)piperidin-1-
478 yllcarbonyliphenyl)-3-{4-[4-morpholin-4-yi-6- 615.5
(tetrahydro-2H-pyran-4-y!)-1,3,5-triazin-2- :
yllphenyilurea
1-{4-[{4-methyipiperazin-1-yl)carbonyllphenyi}-3-(4-
475 {4-morpholin-4-yl-6-[{3S -tetrahydrofuran-3-yloxy]- 589.6
1,3,5-triazin-2-yl}phenylurea
1-{4-{4-{5-hydroxy-3-oxa-7-azabicyciof4.1.1]oct-7-yi}- 505.3 253 2
480 G-morpholin-4-yi-1,3,5-triazin-2-yl)phenyt}-3-pyridin- 2;73 8 '
4-ylurea '
481 1»[4»(4,6—dimorphoiin'-4—yf-1 ,3,5-triazin-2-yl)phenyl]-3- 464.2 253.1
pyridazin-4-ylurea
1-{4-[(4-methylpiperazin-1-yl)carbonyllphenyl}-3-{4-
482 [4-morpholin-4-yl-6-(oxetan-3-yloxy)-1,3,5-triazin-2- 575.5
yliphenyljurea
1-{4-[4-morpholin-4-yi-6-(3-0xa-8-
483 azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2-yljphenyi}-3- 4980.86
pyridazin-4-ylurea
1-{4-{[(3R}-3~(dimethylamino)pyrrolidin-1-
484 yllearbonyliphenyl)-3-[4-{4 6-dimorpholin-4-yl-1,3,5- 602.5
triazin-2-yl}phenyljurea
1-{4-{[(35)-3-(dimethylamino)pyrrolidin-1-
485 yllcarbonyi}phenyl)-3-{4-(4,6-dimorpholin-4-y1-1,3,5- 602.6
triazin-2-yl)phenyljurea
1-[4-(4-isopropyl-6-morpholin-4-yl-1,3,5-triazin-2-
486 ylyphenyl]-3-{4-[(4-methylpiperazin-1- 545.1 293.5
273
yhecarbonyilphenyljurea
487 1-{4-[4-(1-methyiethy!)-6-morphwoiin-4-yl-1,3,5-triazin- 497 3
2-yllphenyl}-3-(4-pyrimidin-5-yiphenyljurea '
488 1-{4-{4-[{2,2-dimethoxyethyl)amino]-6-morpholin-4- 1481.2 241 .1
yk1,3,5-triazin-2-yl}phenyl}-3-pyridin-3-ylurea 261.6
489 1-{4-{4-(1-methylethyi)-6-morpholin-4-yl-1,3,5-triazin-| 496.3 248.6
2-yliphenyl}-3-(4-pyridin-4-ylphenyl)urea 269.1
490 1-(4-iodophenyl)-3-{4-[4-({1-methylethyl -6-morpholin- 545.1
4-yl-1,3 5-triazin-2-yljphenyliurea |
1-{4-[4-(1-methylethyl}-6-morpholin-4-yl-1,3,5-triazin-
401 2-yliphenyl}-3-(4-{[4-(1-methyiethyl)piperazin-1-  [573.4 287.2
yllcarbonyflphenyljurea
1-[4-(4-azetidin-1-yl-6-morpholin-4-yi-1,3,5-triazin-2-
492 yhphenyl]-3-(4-{[4-(1-methylethyl)piperazin-1- 586.6
yHcarbonyl}phenyljurea
1-{4-[2-(dimethylamino)pyrimidin-5-yl]phenyi}-3-{4-14-
493 (1-methylethyl)-8-morpholin-4-yi-1,3,5-triazin-2- 540.5
yilphenyliurea
tert-butyl 3-[(4-morphotin-4-yi-6-{4-[(pyridin-4-
494 ylcarbamoyllamino]phenyl}-1,3,5-triazin-2- 549.6
yhoxylazetidine-1-carhoxylate
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MS (ESI)
Example Name m/z
1-(4-{[4-(dimethylamino)piperidin-1-
485 yllcarbonyl}phenyl)-3-14-{4,6-dimorpholin-4-yl-1,3,5- | 616.4 308.7
triazin-2-yl)phenyljurea
496 1-[4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3- 507 1
{4-nitrophenyl)urea )
497 1-(4-aminophenyl)-3-[4-(4,6-dimorpholin-4-yi-1,3,5- 4771 259.6

triazin-2-yl)phenyljurea

N-[4-({[4~(4,6-dimorpholin-4-yl-1,3,5-triazin-2- 603.2 302.1

498 yl)phenyl]carbamoyllamino)phenyl]-4- . '
! ) : 322.6

methylpiperazine-1-carboxamide

4-{dimethylamino}-N-{4-({I4-(4,6-dimorpholin-4-yl-

1,3,5-triazin-2-

499 yhphenyljcarbamoylamino)phenyllpiperidine-1- 631.3
carboxamide
1-[2-{dimethylamino)ethyl]-3-[4-{{{4-(4,6-dimorpholin-

500 4-yl-1,3,5-triazin-2- 805.3

yhphenyljcarbamoyljamino}phenyl]-1-methyiurea
1-[4-{4 ,6-dimorpholin-4-y-1,3,5-triazin-2-ylphenyi]-3-
501 (4-{[(2-piperidin-1- 631.3
ylethylycarbamoyljamino}phenyl)urea
N-[4-({[4-(4 B-dimorpholin-4-yl-1,3,5-triazin-2-
502 yl)phenyllcarbamoyl}amino)phenyij-4-methyl-1,4- 617.3
diazepane-1-carboxamide
N-{4-({[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
503 yl)phenyllcarbamoyf}amino)phenyi}-4- 617.3
ethyipiperazine-1-carboxamide

1-{4-[(dimathyicarbamoy)amino]phenyl}-3-{4-(4,6-

504 dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea

548.3

1-{4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yl-
505 1,3,5-triazin-2-yljphenyl}-3-(4-{[4- 613.4
(dimethylamino)piperidin-1-yljcarbonyl}phenyhurea

4-1({4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-
506 yi-1,3,5-triazin-2-yljphenyl}carbamoyljamino}-N-{2- 587.4
{dimethylamino)ethyl}-N-methylbenzamide

1-{4-[4-(3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-

507 1,3,5-triazin-2-yl|phenyl}-3-{4-[{4-methylpiperazin-1- 585.3
yl)carhonyljphenyljurea
4-[({4-]4-(3,6-dihydro-2H-pyran-4-yl}-6-morphofin-4-

508 yi-1,3,5-triazin-2-yljphenyllcarbamoyl}amino}-N-{2- 573.3

{(dimethylamino)ethyl]benzamide
N-14-({]4-(4,6-di-8-0xa-3-azabicycio]3.2. 1]oct-3-yl-
509 1,3,5-triazin-2-yliphenyljcarbamoyl}amino)phenyl]-2- 668.4

{4-methylpiperazin-1-yhacetamide
1-{4-{[4-(dimethylamino)piperidin-1-
510 yllcarbonyliphenyl)-3-{4-[4-morpholin-4-y}-6-
{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
vilphenyllurea

615.5
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MS (ESI)

Exampie Name miz

1-{4-[(4-methyipiperazin-1-yi)carbonyllphenyl}-3-{4-
511 [4-morpholin-4-yl-6-(tetrahydro~2H-pyran-4-yl)-1.3,5- 587.3
triazin-2-yljphenyl}urea
N-[2-(dimethylamino)ethyl}-4-[{{4-[4-morpholin-4-yl-6-
512 {tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2- 575.3
yliphenyl}carbamoyl)amino}benzamide
4-[({4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl)-
513 1,3,5-triazin-2-yl|phenyl}carbamoy!)amino}-N-~(2- 601.3
pyrrolidin-1-ylethyl)benzamide
4-[({4-[4-morpholin-4-yI-6-(tetrahydro-2H-pyran-4-yli)-
514 1,3,5-triazin-2-yl]phenyljcarbamoyhamino}-N-(2- 615.3
piperidin-1-ylethyljbenzamide
1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yliphenyl]-3-

515 (4-{{4-(1-methylethyl)piperazin-1- 616.3 308.6
329.2
yllcarbonyljphenyliurea

1-(4-{[{38)-3-(dimethylamino)pyrrolidin-1-

516 yllcarbonyl}phenyl}-3-{4-[4-morpholin-4-y|-6-(3-oxa- 627 7
8-azabicycio[3.2.1joct-8-yl)-1,3,5-triazin-2- :

vllphenyllurea
517 1-(4-{[(38)—3-(dimethy!amino)pyrrolidi_n~1n 449 4
ylicarbonyl}phenyl)-3-{4-[4-morpholin-
518 4-yl-6-(3-oxa-8-azabicyclo[3.2.1]Joct-8-yl)-1,3,5- 616.4

triazin-2-yijphenyliurea

N-[2-(dimethylamino)ethyl]-N-methyl-4-{j(4-{4-
519 morpholin-4-yl-6-[(3S)-tetrahydrofuran-3-yloxy}-1,3,5-| 616.4
triazin-2-yliphenylcarbamoyllamino}benzamide

4-{l{4-{4-morpholin-4-yl-6-[(38)-tetrahydrofuran-3-
520 yloxy]-1,3,5-triazin-2-yl}phenyl)carbamoyijamino}-N- 616.4
(2-piperidin-1-ylethyl)benzamide

4-{[(4-{4-morpholin-4-y|-6-[(3S)-tetrahydrofuran-3-
521 yloxy}-1,3,5-triazin-2-yl}phenyl)carbamoyilamino}-N- 616.4
(2-pyrrolidin-1-ylethyl)benzamide

1-(4-{[4-(1-methylethyi)piperazin-1-

522 yllcarbonyliphenyl)-3-(4-{4-morpholin-4-yl-6-[(3S)-

tetrahydrofuran-3-yloxy]-1,3,5-triazin-2-
yl}phenylurea

1-(4-{J4-(1-methylethyl)piperazin-1-

523 vilcarbonyliphenyi)-3-{4-{4-morpholin-4-yl-6-

(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-
yllphenyfurea

616.4

616.4

N-{2-(dimethylamino)ethyl}-N-methyl-4-[{{4-{4-
524 morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yt)-1,3,5- 616.4
triazin-2-yllphenyl}carbamoylyaminoijbenzamide
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MS (ESI)
Example Name iy
505 4-[({4-[4-(2-methylpropyl}-6-morpholin-4-yi-1,3,5- 477.3
triazin-2-yljphenyl}carbamoyl)amino)benzoic acid '
1-{4-[4~(4-methyiphenyi}-6-morpholin-4-yi-1,3,5-
526 triazin-2-yllphenyl}-3-[4-{(4-methylpiperazin-1- 565.4
yliphenyfjurea
507 4-[({4-14-(4-methylphenyl}-6-morpholin-4-yl-1,3,5- 511.4
triazin-2-yljphenyljcarbamoyi)amino)benzoic acid ’
528 methyl 4-[{{4-]4-(4-methylphenyl}-6-morpholin-4-yi- 595 4
1,3,5-triazin-2-yl|phenyi}lcarbaroylyaminolbenzoate '
599 1-{4-{4-(dimethylamino)piperidin-1-yijphenyl}-3-[4-(4- 531 4
ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea '
1-{4-[4-(4-methylphenyl-6-morphotin-4-yl-1,3,5-
530 triazin-2-yljphenyl}-3-pyridin-4-ylurea 468.3
1-{4-j4~{dimethylamino)piperidin-1-yl|phenyl}-3-{4-[4-

531 {4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2- 593.4
yllphenyllurea
N-[2-{dimethytamino)ethyi]-N-methyl-4-[{({4-[4-{4-

532 methyiphenyl)-6-morpholin-4-yl-1,3,5-triazin-2- 595.5
yllphenylicarbamoyl)amino]benzamide
1-{4-[4-(4-methylphieny)-6-morpholin-4-yl-1,3,5-

533 triazin-2-yljphenyl}-3-{4-[{4-methylpiperazin-1- 593.5
ylhcarbonyliphenyljurea
1-14-{4-ethyl-6-morpholin-4-y}-1,3,5-triazin-2-

534 viphenyl]-3-{4-{{4-pyridin-2-yipiperazin-1- 594.5
yhcarbonyl]phenyljurea
1-{4-[4-{dimethylamino)piperidin-1-yljphenyl}-3-[4-(4-

535 morpholin-4-yl-6-phenyt-1,3,5-triazin-2- 579.5
yhphenyllurea
1-[4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-

536 yl)phenyl}-3-{4-[(4-methylpiperazin-1- 531.1
yhearbonyljphenyliurea
1-[4-(4-morphoiin-4-yl-6-phenyl-1,3,5-triazin-2-

537 yl)phenyl}-3-pyridin-4-ylurea 454.1

538 mathyl 4-({[4-(4-morpholin-4-yt-6-phenyl-1,3,5- 511
triazin-2-yl)phenyljcarbamoyf}amino)benzoate
N-[2-{dimethylamino)ethyl}-N-methyl-4-{{[4-{4-

539 morpholin-4-yl-G-phenyl-1,3, 5-triazin-2- 581.2

yl)phenyllcarbamoyllamino)benzamide

540 methyl 4-{{(4-{4,6-bis[{35)-3-methyimorpholin-4-yl}- 548

1,3,5-triazin-2-yl}phenylicarbamoyljaminc}benzoate

541 4-({[4~{4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2- 497

yliphenyllcarbamoyllamino)benzoic acid
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N-[2-(dimethylamino)ethyl}-4-{({4-[4-(4-
542 methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2- 581.3
yljphenyl}carbamoylyaminolbenzamide
1-{4-[(4-methylpiperazin-1-yl)carbonyllphenyf}-3-[4-
543 {4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2- 579.2
yhiphenyllurea
1-(4-{[4-(dimethylaminG }piperidin-1-
544 yiJcarbonyt}phenyl)-3-[4-(4-morphotin-4-yl-6-phenyl- 661.5
1,3,5-triazin-2-yl)phenyijurea
N-[2-(dimethylamino)ethyl]-4-({[4-(4-morpholin-4-yi-
545 B-phenyl-1,3,5-triazin-2- 567.2
yhphenyljcarbamoyhamino)benzamide
4-{[(4-{4,6-bis{(35)-3-methyimorphoiin-4-yl]-1,3,5-
546 triazin-2-yl}phenyl)carbamoyllamino}-N-[2- 604.4
{dimethylamino)ethytlbenzamide
1-{4-[(4-isopropylpiperazin-1-yi)carbonyliphenyl}-3-
547 {4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin- 621.5
2-yilphenyllurea
4-[({4-{4-(4-methyiphenyl}-6-morpholin-4-yl-1,3,5-
548 triazin-2-yllphenyljcarbamoylamino}-N-(2-pyrrolidin- 607.5
1-ylethyl)benzamide

549 4-{{{4-{4,6-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-

triazin-2-yl}phenyl)carbamoyl]lamino}benzoic acid 534.5

N-(2-methoxyethyl)}-4-[({4-[4-(4-methylphenyl)-6-
550 morpholin-4-yl-1,3,5-triazin-2- 568.2
yilphenyl}carbamoyllaminolbenzamide
N-{2-methoxyethyl)-d-({{4-(4-morpholin-4-yl-G-
551 phenyl-1,3,5-triazin-2- 554.2
yliphenylicarbamoyllamine)benzamide
4-({[4-(4-morphglin-4-yl-6-phenyl-1,3 5-triazin-2-
552 yl)phenyl]lcarbamoyl}amino )-N-{2-pyrrolidin-1- 593.5
ylethyl)benzamide
1-{4-[4-(4-methyiphenyl)-6-morpholin-4-yi-1,3,5-
583 triazin-2-yi]phenyl}-3-{4-(pyrrofidin-1- b67.6
ylcarbonyhphenyllurea
N-{3-(dimethylamino)propyl}-4-[({4-[4-(4-
554 methyiphenyl)-8-morpholin-4-yi-1,3,5-triazin-2- 595.4
yliphenyl}carbamoyl)aminolbenzamide
1-{4-[4-(4-methylphenyl}-6-morpholin-4-y}-1,3,5-
555 triazin-2-yl)phenyl}-3-14-(piperidin-1- 578.1
yicarbonyljphenyijurea
N-[3-{dimethylamino)propyl}-4-({[4-(4-morpholin-4-yi-

556 6-phenyl-1,3 5-triazin-2- 581.4 201.2
yhphenylicarbamoyllamino)benzamide
557 1-{4-I4-morpholin-4-yl-6-(2-thienyl}-1,3,5-triazin-2- 460.2 230.6

ylphenyi}-3-pyridin-4-yiurea
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558 4-[({4-{4-morpholin-4-yl-6-(2-thieny!}-1,3,5-triazin-2- 503.4
vilphenyllcarbamoylaminolbenzoic acid '
1-{4-[(4-methylpiperazin-1-yl)carbonyl]phenyl}-3-{4-
568 [4-morpholin-4-yi-6-(2-thienyl)-1,3,5-triazin-2- 585.5
yllphenyliurea
560 methyl 4-{({4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5- 517 2
triazin-2-yliphenyilcarbamoyl)laminolbenzoate '
N-(2-methoxyethyl)-4-[({4-[4-morpholin-4-yi-6-(2-
561 thienyi)-1,3,56-triazin-2- 560.3
yljphenyl}carbamoyl)aminolbenzamide
N-[2-(dimethylamino)ethyl}-N-methyl-4-{{{4-[4-
562 morpholin-4-yi-6-(2-thienyl)-1,3,5-triazin-2- 587.3 294 .1
yljphenylicarbamoyllaminoibenzamide
N-[2-{dimethylamino)ethyl}-4-[({4-[4-morpholin-4-yl-6-
563 (2-thienyi}-1,3,b-triazin-2- 573.1
vljphenyl}carbamoyllaminolbenzamide
4-{[{4-{4 6-bis[(35)-3-methyimorpholin-4-y[]-1,3,5-
564 triazin-2-yl}phenyl)carbamoyllamino}-N-{2- 618.4 309.7
(dirnethylaming Jethyl}-N-methylbenzamide
1-{4-{4,6-bis]{38)-3-methylmorpholin-4-yl}-1,3,5- 616.4 329 2
565 triazin-2-yl}phenyl)-3-{4-[(4-methylpiperazin-1- . '
308.7
yhcarbonyilphenyliurea
1-{4-[4-morpholin-4-yl-6-(1,4-oxazepan-4-yl)-1,3,5-
566 triazin-2-yljphenyl}-3-pyridin-4-ylurea 4772
methyl 4-[{{4-[4-morpholin-4-yI-6-(1,4-oxazepan-4-
567 yi}-1,3,5-triazin-2- 534.4
yllphenyllcarbamoyljaminc]benzoate
1-{4-{[4-(dimethytamino)piperidin-1-
568 yllcarbonyl}phenyl)-3-{4-{4-morpholin-4-yi-6-(2-  [613.4 307 .2
thienyl)-1,3,5-triazin-2-yl|phenyliurea
569 4-{{{4-[4-morpholin-4-yi-6-(1,4-oxazepan-4-yl)-1,3,5- 520.3
triazin-2-ylphenyljcarbamoyl)aminolbenzoic acid '
N-[3-(dimethylamino)propyl]-4-[({4-[4-morpholin-4-yi-
570 6-(2-thienyl}-1,3,5-triazin-2- 587.3294.2
yllphenyl}carbamoyljaminolbenzamide
1-(4-{4,6-bis[(33)-3-methylmorpholin-4-yl}-1,3,5-
571 triazin-2-yl}phenyl)-3-[4-{pyrrolidin-1- 587.5
yicarbonyl)phenyljurea
N-[2-(dimethylamino)ethyl]-4-[({4-[4-morpholin-4-yl-5-
572 {1.4-oxazepan-4-yl}-1,3,5-triazin-2- 590.3 285.6
yliphenyl}carbamoyl)aminolbenzamide
1-{4-[{(4-methylpiperazin-1-yl)carbonyllphenyl}-3-{4- 602.3 322.2
573 {4-morpholin-4-yl-6-(1,4-oxazepan-4-yi}-1,3,5-triazin- 3;0 17 :
2-yliphenyliurea ’
N-(2-methoxyethyl)-4-[({4-[4-morpholin-4-yi-6-(1,4~
574 oxazepan-4-yl)-1,3,5-triazin-2- 577.2
yilphenyl}carbamayl)aminolbenzamide '
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1-{4-[(4-ethylpiperazin-1-yl)carbonyl]phenyl}-3-{4-[4- 599.3 300.2
575 morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2- . )
320.7
ylphenylurea
1-{4-{4-{4-methyiphenyi)-6-morphoiin-4-yi-1,3,5- 593.3 317.7
576 triazin-2-ylJphenyl}- 3-{3-[(4-methylpiperazin-1- i '
521.3
yhcarbonyliphenyliurea
577 3-[{{4-]4-{4-methyiphenyl}-6-morpholin-4-yi-1,3,5- 5112
triazin-2-yl|phenyl}carbamoyl)amino]benzoic acid '
578 methyl 3-[{{4-[4-(4-methylphenyl}-6-morpholin-4-yl- 595 2
1,3,5-triazin-2-yl]phenyl}carbamoyl)amino]benzoate '
1-{3-{[4-(dimethylaminopiperidin-1-
579 yiicarhonyi}phenyi)-3-{4-[4-{4-methyiphenyl)-6- 521.3
morpholin-4-yi-1,3,5-triazin-2-yl]phenyljurea
N-[2-{dimethylamino)ethyl}-N-methyl-3-[({4-{4-(4-
580 methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2- 595.3 2986.2
yilphenyi}carbamoylyaminolbenzamide
581 methyt 3-({{4-(4-ethyl-8-morpholin-4-yl-1,3,5-trigzin- 4635
2-yl)phenyljcarbamoyilamino)benzoate |
582 methyl 3-({[4-{4-morpholin-4-yl-6-thiophen-2-yl-1,3,5~ 5172
triazin-2-yl)phenyljcarbamoyllamino)benzoate '
N-[2-(dimethylamino)ethyl}-3-[({4-{4-(4-
583 methylphenyli)-6-morpholin-4-yi-1,3,5-triazin-2- 581.3 2811
yljphenyllcarbamoyl)aminolbenzamide
N-[2-(dimethylamino)ethyl}-N-methyl-4-[{{4-[4-
584 morpholin-4-yl-6-(1,4-oxazepan-4-yl)-1,3,5-friazin-2- { 604.4 302.7
yljphenylicarbamoyl)amino]benzamide
3-{{[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
585 yl)phenyllcarbamoyl}amino)benzoic acid 449.4
586 methyl 3-({{4-(4-morpholin-4-yl-6-phenyi-1,3.5- 511 4
triazin-2-yl)phenyllcarbamoyl}amino)benzoate ‘
1-[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-
587 yliphenyl]-3-{3-[(4-pyridin-2-yipiperazin-1- 594.6
ylycarbonyllphenyljurea
N-[2-(dimethylamino)ethyl]-3-({[4-{4-ethy}-6-
588 morpholin-4-yl-1,3,5-triazin-2- 533.3 267 1
yl)phenyllcarbamoyllamino)-N-methylbenzamide
1-{4-(4-ethyl-8-morpholin-4-yl-1,3,5-triazin-2-
580 yiphenyil-3-{3-[(4-methylpiperazin-1- 5312'3536'1
yhcarbonyljphenyliurea )
590 3-({[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2- 497 3
yhphenylicarbamoyllamino)benzoic acid '
591 methyl 4-({{4-{4-morphaolin-4-yl-6-piperidin-1-yl-1,3,5- 518.3
triazin-2-yhphenyijcarbamoyljamino)benzoate ’
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1-[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-
592 yhphenyl}-3-pyridin-4-ylurea 461.3
593 4-{{[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin- 504.3
2-yphenyllcarbamoyllamino)benzoic acid "
594 methyl 4-({[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl- 504.5
1,3,5-triazin-2-yl)phenyl]carbamoyl}amino)benzoate '
1-{4-{{4-(1-methylethyhpiperazin-1-
595 yllcarbonyliphenyl)-3-[4-(4-morpholin-4-yl-6- 604.5
piperidin-1-yl-1,3,5-triazin-2-yh)phenyllurea
1-{4-[(d-sthylpiperazin-1-y)carbonyijphenyl}-3-{4-(4-
596 morphoiin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2- 600.5
ylphenyllurea
t-{4-{{4-methylpiperazin-1-yhHcarbonyi]phenyl}-3-{4-
597 (4-morpholin-4-yi-6-piperidin-1-yi-1,3,5-triazin-2- 5865
yhiphenyflurea
1-(4-{[4-(dimethylamino)piperidin-1-
598 yljcarbonyl}phenyl)-3-i4-(4-morpholin-4-yi-6- 614.5
piperidin-1-yl-1,3,5-triazin-2-yhphenyilurea
599 4-({{4-{4-momholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin- 49 0' 5
2-ylphenyljcarbamoyl}aminc)benzoic acid '
1-{4-(4-morpholin-4-yl-6-pyreolidin-1-yl-1,3,5-triazin-
600 2-ylyphenyl]-3-pyridin-4-ylurea 447.5
N-[2-(dimethylamino)ethyl]-4-({{4-{4-morpholin-4-yl-
601 6-piperidin-1-yi-1,3,5-triazin-2- 4746
y)phenyllcarbamoyljamino)benzamide
1-(4-{[4-(dimethylamino)piperidin-1-
602 ylicarbonyliphenyh)-3-[4-{4-morpholin-4-yl-6- 600.4 300.7
pyrrolidin-t-yl-1,3,5-triazin-2-yhiphenyljurea
1-(4-{[4-(1-methylethyl)piperazin-1-
603 yllcarbonyljphenyl}-3-{4-(4-morpholin-4-yl-6- 600.4 300.7
pyrrolidin-1-yi-1,3,5-triazin-2-yhphenyllurea
N-[2-{dimethyiamino)ethyl]-N-methyl-4-({[4-(4-
604 morpholin-4-yl-6-pyrrolidin- 1-yl-1,3,5-triazin-2- 574.6
yl)phenyllcarbamoyllamino)benzamide
N-[2-(dimethylamino)ethyl]-N-methyl-4-({[4-(4-
605 morphotin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2- 588.32048
ylphenyllcarbamoyijamino)benzamide
1-{4-[{4-ethylpiperazin-1-ylicarbonyl]phenyl}-3-[4-(4- 586.3 203.7
606 morpholin-d-yl-6-pyrrolidin-1-yl-1,3,5-friazin-2- . '
286.7
yhphenyliurea
1-{4-[(4-methylpiperazin-1-yl)carbonyl]phenyl}-3-[4-
607 (4-morpholin-4-yi-G-pyrrolidin-1-yl-1,3,5-triazin-2- 5723
vijphenyljurea
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N-{2-(dimethylamino)ethyi]-4-{{[4-(4-morpholin-4-yl-

608 6-pyrrofidin-1-yl-1,3,5-triazin-2- 560.1 280.6

yhphenyllcarbamoyljamino)benzamide

609 1-(4-{4 B6-bis[(38)-3-methyimorpholin-4-yl}-1,3,5- 1491.2 266.6

triazin-2-yl}phenyl)-3-pyridin-4-ylurea 246.1
N-[3-(dimethylamino)propyl]-4-{{[4-(4-mompholin-4-yl-
610 6-piperidin-1-yl-1,3,5-triazin-2- 588.3 294.6
yhinphenyllcarbamoyllamino)benzamide
N-(2-methoxyethyl)-4-{{[4-(4-morpholin-4-yi-G-

611 piperidin-1-yi-1,3,5-triazin-2- 5614 281.2

viyphenyljcarbamoyllamino}benzamide

612 1-[4-{4-morpholin-4-yl-B-pyrrolidin-1-yl-1,3,5-triazin- 5433

2-yh)phenyl)-3-{4-(pyrrolidin-1-yicarbonyl)phenyljurea ’
1-{4-{4 6-bis[{38)-3-methylmorpholin-4-yi}-1,3,5-
613 triazin-2-yl}phenyl)-3-{4-{(4-ethylpiperazin-1- 630.6
yhycarbonyllphenyliurea
1-(4-{4,6-big[{ 38)-3-methyimorpholin-4-yi}-1,3,5-
614 triazin-2-yl}phenyl}-3-(4-{[4-(1-methylethyl)piperazin- 6447
1-yijcarbonyliphenylurea
methyl 4-{[{(4-{4-[(35)-3-methyimorphoiin-4-yl}-6-
615 morpholin-4-yl-1,3,5-triazin-2- 5343
yliphenyl)carbamoyljamino}benzoate
1-(4-{4,6-bis[(35)-3-methyimorpholin-4-yi}-1,3,5-
616 triazin-2-yl}phenyl)-3-(4-{[4-{dimethylamino)piperidin- 644.6
1-yljcarbonyliphenylurea
1-{4-{4-[{ 38)-3-methyimorpholin-4-yl]-6-morpholin-4- 602.3 322 2
8617 yl-1,3,5-triazin-2-yfiphenyl)-3-{4-[(4-methylipiperazin- X ’
301.7
1-yl)carbonyliphenyljurea
1-(4-{[4-(1-methylethyDpiperazin-1-

618 yllcarbonyllphenyl)-3-{4-{4-[(38)}-3-methylmorpholin- | 630.4315.7
4-yll-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)urea
4-{[(4-{4-{(38)-3-methylmorpholin-4-yi]-8-morpholin-

619 4-yi-1,3,5-triazin-2- 520.2

yliphenyl)carbamoyllamino}benzoic acid
1-{4-[(4-ethyipiperazin-1-yl)carbonyilphenyl}-3-(4-{4- 616.4 308.7
620 {(35)-3-methyimorpholin-4-yl]-6-morpholin-4-yi-1,3,5- . ‘
o 329.2
triazin-2-yi}phenylurea
N-[3-(dimethylamino)propyl}-4-{[{4-{4-](35)-3-
621 methylmorpholin-4-yil-6-morpholin-d-yi-1,3,5-triazin- 604.6
2-yliphenyl)carbamoyllamino}benzamide
4-{[(4-{4-[(38)-3-methylmorpholin-4-yi}-6-morpholin-

622 4-yl-1,3,5-triazin-2-yl}phenyl)carbamoyljamino}-N-(2- 616.5

pyrrolidin-1-ylethyl)benzamide
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623

1-(4-{4-{(3R)-3-methylmorpholin-4-yl]-8-[{38)-3-
methylmorpholin-4-yi]-1,3,5-triazin-2-yi}phenyl}-3-{4-
[{4-methylpiperazin-1-yl)carbonyllphenyl}jurea

616.4 308.7
320.2

624

1-(4-{4,6-bis[(35)-3-methylmorpholin-4-yl}-1,3,5-
triazin-2-yl}phenyl)-3-(4-{{4-(dipropylamino)piperidin-
1-yljcarbonyl}phenyljurea

700.6 350.8

625

1-{4-[(4-ethylpiperazin-1-yl)carbonyliphenyl}-3-(4-{4-
[(3R)-3-methylmorpholin-4-yl]-6-[(3S)-3-
methyimorphotin-4-yil-1,3,5-triazin-2-yl}phenylurea

630.5 315.7

626

4-{[(4-{4-](3R)-3-methyimorpholin-4-yl}-6-{(35)-3-
methylmorpholin-4-yl)-1,3,5-triazin-2-
yiiphenyl)carbamoyljamino}benzoic acid

534.3

627

1-{4-[(4-butylpiperazin-1-yl)carbonyl]phenyi}-3-(4-{4-
[(3R)-3-methylmorpholin-4-yl]-6-{{35)-3-
methylmorpholin-4-yi]-1,3,5-triazin-2-yl}phenyljurea

658.6

628

methy! 4-{[{4-{4-[(3R)-3-methyimorpholin-4-yi]-6-
[(38)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-
yl}phenylicarbamoyllamino}benzoate

548.2

629

1-(4-{4,6-bis(38)-3-methyimorpholin-4-yl}-1,3,5-
triazin-2-yliphenyl)-3-{4-{(4-butylpiperazin-1-
ylycarbonyliphenyljurea

658.5 329.7

630

1-(4-{[4-(1-methylethyl}piperazin-1-
yl]carbonylipheny!)-3-{4-{4-{(3R)-3-methyimorpholin-
4-yi]-6-[(3S)-3-methyimorpholin-4-yi]-1,3,5-triazin-2-
yliphenyliurea

644.5

631

1-{4-{4,6-bis](3S)-3-methylmorpholin-4-yl}-1,3,5-
triazin-2-yliphenyl)-3-(4-{[4-(2-
methylpropyl)piperazin-1-yilcarbonyfiphenylurea

658.5

632

1-(4-{4,6-his[{38)-3-methyimorpholin-4-yl}-1,3,5-
triazin-2-yl}phenyl)-3-(4-{[4-(1-
methyipropybpiperazin-1-yllcarbonyliphenyl)urea

658.6

633

4.{[(4-{4,6-bis|{ 38}-3-methylmorpholin-4-yl}-1,3.5-
triazin-2-yl}phenyl)carbamoyllamino}-N-[2-(4-
methylpiperazin-1-yl)ethyllbenzamide

659.6

634

N-[2-{dimethylamino)ethyl]-4-{[{4-{4-{(3R)-3-
methylmorpholin-4-yl}-6-{(38)-3-methylmorphoiin-4-
yl]-1,3,5-triazin-2-
yl}phenyl)carbamoyilamino}benzamide

604.5

635

4-{[(4-{4,6-bis[(35)-3-methyimorpholin-4-yi]-1,3,5-
triazin-2-yliphenyllcarbamoyljamino}-N-(2-pyrrolidin-
1-ylethyl)benzamide

626.5

636

1-(4-{4,6-bis[{3S)-3-methylmorpholin-4-yl}-1,3,5~
triazin-2-yi}phenyl)-3-{4-[{4~-propyipiperidin-1-
yhcarbonyliphenyllurea

643.4 322.2
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637

1-(4-{4,6-bis{(3S)-3-methyimorpholin-4-yl}-1,3,5-
triazin-2-yl}phenyl}-3-[4-(piperidin-1-
ylcarbonyl)phenyljurea

601.5

638

1-(4-{4,6-bis[(38)-3-methylmorphoiin-4-yi]-1,3,5-
triazin-2-yl}phenyf}-3-{4-[(4-propylpiperazin-1-
yl)carbonyl]phenyl}urea

643.5

639

4-{[(4-{4,6-bis{{3S)-3-methyimorpholin-4-yl}-1,3,5-
triazin-2-yl}phenyljcarbamoyljamino}-N-(2-
methoxyethylibenzamide

591.6

640

1-{4-[4-morpholin-4-yl-6-(4-tricyclo[3.3.1.13,7]dec-1-
yipiperazin-1-yl)-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-
ylurea

596.7

641

methyl 4-{[(4-{4-[4-(dimethylcarbamoyl)piperazin-1-
yi}-6-morpholin-4-yi-1,3,5-triazin-2-
yl}phenyl)carbamoyllamino}benzoate

500.5

642

N,N-dimethyl-4-(4-morpholin-4-yl-6-{4-[{pyridin-4-
ylcarbamoylaminojphenyl}-1,3,5-triazin-2-
yl)piperazine-1-carboxamide

533.6

643

N,N-dimethyi-4-(4-{4-[({4-[(4-methylpiperazin-1-
ylhcarbonyllphenyl}carbamoyt)amino]phenyl}-6-
morpholin-4-yl-1,3,5-triazin-2-y)piperazine-1-
carboxamide

658.3 329.7

644

N.N-dimethyl-4-{4-morpholin-4-yl-6-{4-({{4-(pyridazin-
4-yicarhamoyl)phenylicarbamoyilamino)phenyl}-
1,3,5-triazin-2-yl}piperazine-1-carboxamide

653.3

645

N,N-dimethyl-4-(4-morpholin-4-yl-6-{4-[{{4-[(4-
propylpiperidin-i-
yhecarbonyljphenyl}carbamoyl)aminolphenyi}-1,3,5-
triazin-2-yl)piperazine-1-carboxamide

685.6

646

4-{[(4-{4-]4~(dimethylcarbamoyl)piperazin-1-yil-6-
morpholin-4-yl-1,3,5-iriazin-2-
yl}phenyDcarbamoyllamino}benzoic acid

576.2

647

4-(4-{4-{({4-[(2-
methoxyethyl)carbamoyljphenyljcarbamoyl)aminojph
enyi}-6-morpholin-4-yi-1,3,5-triazin-2-yl)-N ,N-
dimethylpiperazine-1-carboxamide

633.3 317.1

648

4-[4-(4-{[(4-{[2-
{dimethylamino)ethyll(methyl)carbamoyl}phenyl)carb
amoytjamino}phenyi}-8-morpholin-4-yi-1,3,5-friazin-
2-yl}-N,N-dimethylpiperazine-1-carboxamide

660.3 330.7

640

4-(4-[4-[{{4-[{4-ethyipiperazin-1-
yhcarbonyllphenylicarbamoyljamino]phenyi}-6-
morpholin-4-yl-1,3,5-triazin-2-yi)}-N,N-
dimethyipiperazine-1-carboxamide

672.6

650

1-(4-{4-[4-(ethyisulfonyl)piperazin-1-y{j-6-morphoiin-
4-yl-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-ylurea

5542
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methy! 4-{[(4-{4-[4-(ethylsulfonyl)piperazin-1-yl]-6-
651 morpholin-4-yl-1,3,5-triazin-2- 611.2
yiphenyl)carbamoyllamino}benzoate
4-{[(4-{4-[4-{ethylsulfonyl)piperazin-1-yi]-6-morpholin-

652 4-yi-1,3,5-triazin-2- 597.7
yiiphenyl)carbamoyljaminolbenzoic acid
N-[3-{dimethylamino)propyl}-4-{{{(4-{4-[4-

653 {(ethylsulfonyl)piperazin-1-yi]-6-morpholin-4-yl-1,3,5- | 681.2 341.1

triazin-2-yl}phenyl)carbamoyilamino}benzamide
N-[2-(dimethylaminoethyl]-4-{[(4-{4-{4-

654 (ethylsulfonyl)piperazin-1-yl}-6-morpholin-4-yl-1,3.5- 1667.3 334.2
triazin-2-yfiphenyl)carbamoyllamino}benzamide
4-{[(4-{4-{4-(1-methylethyl}-1,4-diazepan-1-yi]-6-

655 morpholin-4-yl-1,3,5-triazin-2- 561.5

yliphenyl)carbamaoyilaminolbenzeic acid
methyl 4-{[(4-{4-[4-(acetylamino)piperidin-1-yI}-6-

656 morpholin-4-yl-1,3,5-triazin-2- 5754

yl}phenyl)carbamoyilaminolbenzoate
1-(4-{4-[4-(1-methylethy!)-1,4-diazepan-1-yl}-6-

6857 morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-{4-[{4- 643.6

methylpiperazin-1-yl)carbonyllphenyijurea
N-[1-(4-morpholin-4-yi-6-{4-[(pyridin-4-
658 ylcarbamoyllaminolphenyi}-1,3,5-triazin-2- 518.5
yl)piperidin-4-yljacetamide
4-{[(4-{4-{4-{acetylamino)piperidin-1-yl]-6-morpholin-

656 4-yl-1,3,5-triazin-2- 561.5
yliphenylcarbamoyilaminolbenzoic acid

N-[2-(dimethylamino)ethyl]-4-{[(4-{4-[4-{1-
methylethy)-1,4-diazepan-1-yi]-6-morpholin-4-yl-

660 1,3 5-triazin-2- 631.5

yhiphenyhcarbamoyllamino}benzamide
N-{1-[(4-{[(4-{4-I4-(1-methylethy]}-1,4-diazepan-1-yl]-
661 8-morpholin-d-yt-1,3,5-triazin-2- 685.6
yl}phenyl)carbamoyllamino}phenyl)carbonyl]piperidin '
-4-yl}acetamide
1-{4-[(4-ethylpiperazin-1-yl)carbonyljphenyl}-3-(4-{4- 657 4 329.2
662 4-(1-methylethyl)-1,4-diazepan-1-yl}-6-morphaiin-4- 2'19 8 '
yl-1,3,5-triazin-2-yl}phenyljurea '
1-(4-{4-[4-(1-methylethyl)-1,4-diazepan-1-yi}-6- 6714 336.2

663 morpholin-4-yi-1,3,5-triazin-2-yl}phenyi)-3-(4-{{4-(1- 22 45 )
methylethybpiperazin-1-ylicarbonyliphenyljurea '
1-(4-{4,6-bis[(33)-3-methyimorpholin-4-yl}-1,3,5-

664 triazin-2-yl}phenyl}-3-(4-{[(35)-3-methyimorpholin-4- 617.5

yllcarbonyljphenylurea
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1-{4-[{4-butylpiperazin-1-yl)carbonyllphenyl}-3-(4-{4-
665 [4-(1-methylethyl)-1,4-diazepan-1-yl]-6-morpholin-4- 685.6

yl-1,3,b-triazin-2-yl}phenyljurea
N-[4-({[4-(4,6-di-8-0xa-3-azabicyclo[3.2.1]oct-3-yl-
666 1,3,5-triazin-2-yl)phenyljcarbamoyl}amino)phenyf]-2-
(4-methylpiperazin-1-yl)acetamide
1-(4-{4-[(2R,53)-2,5-bis(hydroxymethyl)pyrrolidin-1-
667 yi}-6-(8-oxa-3- azabicycio[3.2.1]oct-3-yl)-1,3,5-triazin-|  533.3
2-ylyphenyl)-3-pyridin-4-yiurea
1-(4-{4-[(2R,55)-2,5-bis{hydroxymethylpyrroiidin-1-
668 yl}-6-(8-oxa-3- azabicyclo]3.2.1joct-3-yl)-1,3,5-triazin-|  630.4
2-yhiphenyl)-3-[4-(4-methylpiperazin-1-yl)phenyljurea
1-{4-[4-morpholin-4-yl-6-(3-oxa-8-

669 azabicyclo[3.2.1]oct-8-yi)-1,3,5-triazin-2-yljphenyl}-3- 489.3
pyridin-4-yiurea
4-[({4-}4-morpholin-4-yl-6-(3-0xa-8-
670 azabicyclo[3.2.1]oct-8-y1)-1,3,5-triazin-2- b31.2
vlphenylicarbamoy!)amino]benzamide
1-{4-{4-morpholin-4-yl-6-(3-0xa-8-
671 azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2-yljphenyl}-3- 489.5
pyridin-3-ylurea
1-{4-fluorophenyl)-3-{4-[4-morpholin-4-yl-6-(3-oxa-8-
672 azabicyclo[3.2.1]oct-8-yi)-1,3,5-triazin-2- 506.5
yljphenyllurea

1-[4-(hydroxymethyl)phenyl}-3-{4-[4-morpholin-4-yt-
673 6-{3-oxa-8-azabicyclo[3.2.1joct-8-yl}-1,3,5-triazin-2- 5185
yljphenyllurea
1-[4-(2-hydroxyethyl)phenyl]-3-{4-[4-morpholin-4-yi-
674 6-(3-oxa-8-azabicyclo[3.2. 1Joct-8-yl)-1,3,5-triazin-2- 5325
yljphenyljurea
2-(diethylamino)ethy! 4-{({4-[4-morpholiin-4-yl-6-(3-
675 oxa-B-azabicyclo[3.2.1joct-8~yl})-1,3,5-triazin-2- 631.6
yiiphenyl}carbamoylyaminolbenzoate
1-(4-methyiphenyl)-3-{4-{4-morpholin-4-yl-6-(3-oxa-
676 8-azabicyclo{3.2.1]oct-8-vl}-1,3,5-triazin-2- 502.5
yilphenyllurea
1-{4-cyanophenyl}-3-{4-[4-morpholin-4-yl-6-(3-oxa-8-
677 azabicyclo{3.2.1Joct-8-yl)-1,3,5-triazin-2- 513.5
yllphenyllurea
1-[4-(4-methylpiperazin-1-yl)phenyi}-3-{4-[4-
678 morpholin-4-yi-8-(3-oxa-8-azabicyclo[3.2.1]oct-8-yl)- 586.6
1,3,5-friazin-2-yilphenyllurea
1-isopropyl-3-{4-{4-morpholin-4-y}-6-(3-oxa-8-

679 azabicycio[3.2.1joct-8-yi)-1,3,5-triazin-2- 454 5
yljphenyljurea
1-(2-hydroxyethyl)-3-{4-[4-morpholin-4-yi-6-(3-oxa-8-

680 azabicycio[3.2.1loct-8-yh)-1,3,5-triazin-2- 456.5

' yilphenyllurea
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4-{4-morpholin-4-y!-8-{3-oxa-8-azabicycio[3.2.1]oct-
681 8-yl}-1,3,5-triazin-2-ylJaniline 369.2
682 {3-[4-morpholin-4-yl-6-{3-0xa-B-azabicyclo[3.2. 1]oct- 384.4
8-yl)-1,3,5-triazin-2-yllphenyl}methanol :
3-{4-morpholin-4-yl-6-(3-oxa-8-azabicyclo[3.2. 1]oct-
683 8-yl)-1,3,5-triazin-2-yljphenol 3704
684 5-[4-morpholin-4-yi-6-(3-oxa-8-azabicycio[3.2. 1joct- 409.4
8-yi)-1,3,5-triazin-2-yi}- 1H-benzimidazol-2-amine ‘
1-{4-[4-(3-hydroxy-8-azabicyclo[3.2. 1joct-8-y1)-6-
685 morpholin-4-yi-1,3,5-triazin-2-yl]phenyl}-3- 502.5
phenylurea
636 1-(4-{4-[(4-methylpiperazin- 1-yl Jamino]-6-morpholin- 4905
4-yl-1,3,5-triazin-2-yl}phenyl)}-3-phenylurea )
687 1-(4-{4-{(1-methylpiperidin-4-yHoxyl}-6-morpholin-4- 491 5
yl-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-ylurea )
658 1-{4-[4-morpholin-4-yl-6-(piperidin-4-yloxy}-1,3,5- 4775

triazin-2-yl|phenyl}-3-pyridin-4-ylurea

ethyl 4-[(4-morpholin-4-yl-6-{4-[(pyridin-4-
689 ylcarbamoyl)amino]phenyl}-1,3,5-triazin-2- 5495
yloxy]piperidine-1-carboxylate
N-ethyl-4-[(4-morpholin-4-y1-6-{4-](pyridin-4-
690 ylgarbamoyl)aminojphenyl}-1,3,5-triazin-2- 548.5
yhoxy]piperidine-1-carboxamide
tert-butyl 4-[(4-morpholin-4-y1-6-{4-[(pyridin-4-
691 yicarbamoyl)aminojphenyl}-1,3.5-triazin-2- 577.3
yhoxy]piperidine-1-carboxylate
4-{(4-morpholin-4-yi-6-{4-[(pyridin-4-
692 yicarbamoyl)aminojphenyi}-1,3,56-triazin-2- 556.5
yhoxy]piperidine-1-sulfonamide
methyl 4-[({4-[4-morpholin-4-yl-6-(3-oxa-8-
693 azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2- 546.3
yllphenylicarbamoyljaminolbenzoate
N-[2-(dimethylaminoethyl}-4-[({4-[4-mormpholin-4-yl-6-
694 (3-oxa-8-azabicyclo[3.2.1}oct-8-yl)-1,3,6-triazin-2- 602.4
yllphenylicarbamoylhaminolbenzamide
N, N-dimethyl-4-[{{4-{4-morpholin-4-yi-6-(3-0xa-8-
695 azabicyclo[3.2.1]oct-8-y1)-1,3,5-triazin-2- 559.2
yijphenyllcarbamoyl)aminolbenzamide
N-methyi-4-[({4-{4-morpholin-4-yl-6-(3-0xa-8-
696 azabicyclo[3.2.1]Joct-B-yl)-1,3,5-triazin-2- 545.2
yliphenyl}carbamoyllaminolbenzamide
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1-{4-[{4-methylpiperazin-1-yl)carbonyliphenyl}-3-{4-
697 [4-morpholin-4-yl-6-(3-oxa-8-azabicyclo[3.2. 1]oct-8- 614.3
yI)-1,3,5-triazin-2-yliphenyliurea
N-[2-(dimethylamino)ethyil-N-methyl-4-[({4-{4-
morpholin-4-yi-6-(3-oxa-8-azabicyclo[3.2.1]oct-8-yl}-
698 1,3 5-triazin-2- 616.4
yljphenyl}carbamoyllaminolbenzamide
N-(2-hydroxysthyl)}-4-[{{4-[4-morpholin-4-yl-6-(3-oxa-
699 8-azabicyclo[3.2.1]oct-8-yi)-1,3,5-triazin-2- 575.4
ylphenyl}carbamoyl)amino]benzamide
N-[3-(dimethylamino)propyl}-4-[({4-[4-morpholin-4-yl-
700 6-(3-oxa-8-azabicycio[3.2. 1]oct-8-yl)-1,3,5-triazin-2- 616.4
yllphenyl}carbamoyl)amino]benzamide
N-methykN-[2-(methytaminojethyl]-4-{({4-{4-

701 morpholin-4-yl-6-(3-oxa-8-azabicyclo{3.2.1]oct-8-yl)-
1,3,B-Iriazin-2-
yllphenylicarbamoyhaminojbenzamide
N-(2-morpholin-4-ylethyl)-4-[({4-[4-morpholin-4-yl-6-
702 (3-oxa-B-azabicyclo[3.2.1]Joct-8-yl)-1,3,5-triazin-2- 644.4
yliphenyi}carbamoyl)aminolbenzamide
1-{4-[(3,5-dimethylpiperazin-1-yl)carbonyliphenyi}-3-
703 {4-{4-morpholin-4-yi-6-(3-0xa-8-azabicyclof3.2.1]oct- 628.4
8-yl})-1,3,5-triazin-2-yl]phenyljurea

602.4

704 4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-morpholin-

4-yl-1,3,5-triazin-2-yllaniline 399.3

1-{4-[4-(1,4-dioxa-8-azaspirof4 .5]ldec-8-yl)-6-
705 morpholin-4-yk-1,3,5-triazin-2-yl]phenyl}-3-pyridin-4- 519.7
ylurea
1-{4-{4-(1,4-dioxa-B-azaspiro[4 .5]dec-8-yi)-6-
706 morpholin-4-yi-1,3,5-triazin-2-yljphenyl}-3-pyridin-3- 519.2
ylurea
1-{4-{4-(1 4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-
707 morpholin-4-yl-1,3,5-triazin-2-yllphenyl}-3- 518.2
phenyiurea
1-{4-(dimethylamino)phenyl]-3-{4-[4-( 1 4-dioxa-8-
708 azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin- 561.3
2-yllphenyllurea
1-(4-cyanophenyt)-3-{4-[4-(1,4-dioxa-8-
709 azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,b-triazin- b43.2
2-yllphenyl}urea
1-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-
710 morpholin-4-yl-1,3,5-triazin-2-ylphenyi}-3-(2- 533.7
methylpyridin-4-yljurea
1-{2-(dirmethylamino)ethyl]-3-{4-{4-(1,4-dioxa-8-
711 azaspirol4.5]dec-8-y1)-6-morpholin-4-yl-1,3,5-triazin- 5137
Z-yliphenyllurea
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712 1-[4-(4-morpholin-4-yl-6-quinolin-3-yl-1,3,5-triazin-2- 505.7

yhphenyl]-3-pyridin-4-ylurea

t-(diethylcarbamoyl}-4-[({4-[4-morpholin-4-yl-8-(3-
713 oxa-8-azabicycio]3.2.1]oct-8-y1)-1,3,5-triazin-2- 588.3
yllphenyl}carbamoyl)amino]pyridinium

714 1-{4-[4-(2-methoxyethoxy}-6-morpholin-4-yi-1.3,5- 452 6
triazin-2-yijphenyl}-3-pyridin-4-ylurea '

715 methyl 4-{{{4-{4-(2-methoxyethoxy)-6-morpholin-4-yl- 509.4
1,3,5-triazin-2-yljphenyljcarbamoyllaminojbenzoate '

4-(4,6-di-3-oxa-8-azabicyclo[3.2.1joct-8-yl-1,3,5-

716 triazin-2-yhaniline 395.3

717 1-[4-(4,6-di-3-oxa-8-azabicyclo[3.2.1]Joct-8-y!-1,3,5- 515.8
triazin-2-yl)phenyi]-3-pyridin-4-yiurea '

718 1-(4-{4-morpholin-4-yi-6-[2-(pyridin-4-ylamino)ethyi]- 498.6
1,3,5-triazin-2-y{}phenyl)-3-pyridin-4-ylurea ’

1-{4-acetyiphenyl)-3-{4-[4-morpholin-4-yl-6-(3-0xa-8-

719 azabicyclo[3.2. 1]oct-8-yi)-1,3,5-triazin-2- 530.4
yllphenyllurea
N-[2-{dimethylamino)ethyl}-4-({{4-(4-methoxy-6-

720 morpholin-4-yi-1,3, 5-friazin-2- 535.5

ylphenyljcarbamoyljamino)-N-methylbenzamide
N-[2-(dimethylamino)ethyi}-4-({[4-{4-methoxy-6-
721 morpholin-4-yl-1,3,5-triazin-2- 521.5
yl)phenyllcarbamoyl}amino)benzamide
4-({[4-(4-methoxy-6-morpholin-4-yl-1,3 5-triazin-2-
722 yl)phenyl]carbamoyl}amino)-N-methyl-N-[2- 5215
(methylamino)ethyllbenzamide
1-{4-(4-methoxy-8-morpholin-4-yl-1,3,5-triazin-2-
723 yl)phenyl}-3-{4-{(4-methylpiperazin-1- 5335
yl)carbonyljphenyljurea
1-{4-[(3,3-dimethylpiperazin-1-yl)carbonyl]phenyl}-3-
724 [4-{4-methoxy-6-morpholin-4-yl-1,3,5-riazin-2- 547.5
ylphenyljurea
4-{{[4-(4-methoxy-6-morpholin-4-yl-1,3 5-triazin-2-
725 yhphenyllcarbamoyllamino)}-N-(2-piperidin-1- 561.5
ylethyl)benzamide
1-(4-ethenylphenyi)-3-{4-{4-morpholin-4-yl-6-(3-oxa-
726 8-azabicyclo[3.2.1Joct-8-yl1)-1,3,5-triazin-2- 514.3
yllphenyllurea
1-{4-[(4-methylpiperazin-1-yl)methyljphenyi}-3-{4-[4-
727 morpholin-4-yl-6-(3-oxa-8-azabicyclo[3.2. 1]oct-8-yi)- 601.1
1,3,5-triazin-2-yllphenyljurea
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1-{4-{4-[2 5-bis{hydroxymethy!)pyrrolidin-1-yl}-6-

728 morpholin-4-yi-1,3,5-triazin-2-y}phenyl)-3-pyridin-4- 508
ylurea
1-{4-{2-(dimethylamino)ethoxy]phenyl}-3-(4-[4-

729 morpholin-4-yl-8-(3-oxa-8-azabicycio[3.2. 1]Joct-8-yi}- 575.5
1,3,5-triazin-2-yl|phenyljurea
730 1-{4-{4-[2-(1,3-dioxan-2-yl)ethyl}-6-morpholin-4-yi- 492.9
1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea ‘
731 1-(4-{4-[3-{dimethylamino)propyl}-6-morpholin-4-yl- 463 4
1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea '
732 1-[4-{4-[3-[(1-methylethyl}amino]propyl}-6-morphotin- 477.4
4-yi-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea '
733 1-{4-[4-morpholin-4-yl-6~(3-pyrrolidin-1-ylpropyt)- 489 4
1,3,5-triazin-2-yi]phenyl}-3-pyridin-4-yiurea ‘
1-{4-{4-[3-{4-methylpiperazin-1-yl)propyil-6-

734 morpholin-4-yl-1,3, 5-triazin-2-yl}phenyl)-3-pyridin-4- 5184
ylurea
1-{4-[4-(3-{[2~(dimethylamino)ethyljamino}propyl)-6-

735 morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-4- 506.5
yiurea
736 1-{4-[4-(3-hydroxypropyl)-6-morpholin-4-yl-1,3,5- 436.3

triazin-2-yliphenyl}-3-pyridin-4-yiurea ’
1-{4-[4-morpholin-4-yk-6-(3-oxopropyl)-1,3,5-triazin-2-
737 yilphenyl}-3-pyridin-4-ylurea 4343
4-[4-(6,8-dioxa-3-azabicyclo[3.2.1joct-3-yl)-6-
738 morpholin-4-yl-1,3,5-triazin-2-yllaniline 371.3
tert-butyl 7-[4-(4-aminophenyl)-6-morpholin-4-yi-

739 1,3,5-triazin-2-yl]-8-oxa-3,7- 484.4
diazabicyclo]3.3.1}nonane-3-carboxylate
1-{4-[4-(6,8-dioxa-3-azabicyclo[3.2. 1joct-3-yI}-6-

740 morphoiin-4-yi-1,3,5-triazin-2-y{jphenyi}-3-pyridin-4- 491.3
ylurea
tert-butyl 7-(4-morpholin-4-yl-6-{4-[(pyridin-4-

741 yicarbamoyl)aminojphenyi}-1,3,5-triazin-2-yl}-9-oxa- 604.4
3,7-diazabicyclo]3.3.1]Jnonane-3-carboxylate
1-{4-[4-morpholin-4-yl-6-(9-0xa-3,7-

742 diazabicyclio[3.3.1lnon-3-yl)-1,3,5-triazin-2- 504.4
yliphenyl}-3-pyridin-4-ylurea
1-{4-[4-(7-methyl-9-0xa-3,7-diazabicyclo[3.3.1}non-3-

743 yl}-6-morpholin-4-yi-1,3,5-triazin-2-yllphenyi}-3- 518.4

pyridin-4-ylurea ‘
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1-{4-[4-(7-acetyl-8-oxa-3,7-diazabicyclof{3.3.1]non-3-
744 yl»-6-morpholin-4-yi-1,3,5-triazin-2-yilphenyl}-3- H46.4

pyridin-4-ylurea
1-(4-{4-[T-(methyisulfonyl)-9-oxa-3,7-
745 diazabicyclo[3.3.1]non-3-yi}-6-morpholin-4-yi-1,3,5- 5825
triazin-2-yl}phenyh-3-pyridin-4-ylurea
1-(2-chloropyridin-4-yl}-3-{4-{4-morpholin-4-yl-6-(3-

746 oxa-B-azabicyclo]3.2. 1joct-8-yi)-1,3,5-triazin-2- 523.3
yllphenyfurea
1-(2,3-bipyridin-4-y1)-3-{4-{4-morpholin-4-yl-6-(3-oxa-

747 8-azabicyclo[3.2, 1joct-8-yl)-1,3,5-triazin-2- 566.4
yijphenyllurea
748 tert-butyl N-[4-morpholin-4-yl-6-(4-nitrophenyl)-1,3,5- 417.2

triazin-2-yljglycinate

1-(B8-chloropyridin-3-yl)-3-{4-[4-morpholin-4-yl-6-(3-
749 oxa-8-azabicyclo[3.2. 1]oct-8-yl)-1,3,5-triazin-2- 523.3
yliphenyllurea

750 N-[4-morpholin-4-yi-6-{4-nitrophenyl})-1,3,5-triazin-2-
yllglycine

1,3-bis{4-[4-morpholin-4-yl-6-(3-oxa-8-
751 azabicyclo[3.2.1]oct-8-y1)-1,3,5-triazin-2- 763.5
yllphenyllurea
1-{(4-{[4-{dimethylamino)piperidin-1-
752 yljcarbonyl}phenyi)-3-{4-{4-morphotin-4-yi-6-(3-oxa-
8-azahicyclo[3.2.1joct-8-y1)-1,3,5-triazin-2-
vilohenyllurea
N-[2-{4-methylpiperazin-1-yhethyl]-4-[{{4-]4-
753 morpholin-4-yl-6-(3-oxa-8-azabicyclof3.2. 1Joct-8-yl)-
1.3,5-triazin-2-
yllphenylicarbamoyllamino]benzamide
1-{4-[(4-isopropyipiperazin-1-yl)carbonyl]phenyl}-3-
754 {4-[4-marpholin-4-yl-6-(3-oxa-B-azabicycio]3.2. 1joct- 6424
8-yl}-1,3,5-triazin-2-yl]phenyljurea
1-{4-[(4-cyclopentylpiperazin-1-yl)carbonyljphenyl}-3-
755 {4-[4-morpholin-4-yl-6-(3-oxa-8-azabicyclof3.2. 1]oct- 668.4
8-yl}-1,3,5-triazin-2-yljphenyljurea
1-{4-[4-morphotlin-4-yi-6-(3-oxa-8-
756 azabicyclo]3.2.1]oct-8-yl)-1,3,5-triazin-2-yilphenyl}-3- 600.4
[4-(piperazin-1-ylcarbonyl)phenyllurea
1-{4-[4-morpholin-4-y6-(3-0xa-8-
757 azabicyclo[3.2.1]oct-B-yi)-1,3,5-triazin-2-yiiphenyi}-3-
{4-[(4-morpholin-4-ylpiperidin-1-
yhcarbonyllphenyllurea
4-[({4-[4-morpholin-4-yl-6-{3-0xa-8-
758 azabicyciof3.2.1joct-B-yl)-1,3,5-triazin-2-
yllphenylicarbamoyl)amino]-N-(2-pyrrolidin-1-
-yiethyhbenzamide

361.3

642.4

657.4

684.4

628.4
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Exampie Name miz
4-{({4-[4-morpholin-4-yl-6-{3-0xa-8-
759 azabicyclo[3.2.1]oct-8-yi}-1,3,5-triazin-2- 642 .4
yllphenyl}carbamoyl)amino]-N-(2-piperidin-1- '
ylethyl)benzamide
1-]4-(1,4"-bipiperidin-1'-yicarbonyl)phenyl}-3-{4-[4-

760 morpholin-4-yk-6-{3-0xa-8-azabicycio[3.2. 1]oct-8-yl)- 682.5
1,3,5-triazin-2-yilphenyfurea
1-{4-[4-morpholin-4-yl-6-(3-oxa-8-

761 azabicyclo[3.2.1]oct-8-yl)-1,3,5-triazin-2-yllphenyl}-3- 668.5

{4-[(4-pyrrolidin-1-ylpiperidin-1~ '
yhecarbonyllphenyliurea
1-{4-[4-morphalin-4-yI-6-(3-oxa-8-

762 azabicyclo[3.2.1Joct-8-yI)-1,3,5-triazin-2-yllphenyl}-3-| 617.3

[4-(thiomorpholin-4-yicarbonyl)phenyljurea
1-[4-{morpholin-4-yicarbonyl)phenyl]-3-{4-[4-
763 morpholin-4-yl-6-(3-0xa-8-azabicyclo[3.2. 1joct-8-yl}- 601.4

1,3,5-triazin-2-yljphenyllurea
4-({4-[4-morpholin-4-yl-6-(3-oxa-8-
764 azabicyclo[3.2.1}oct-8-yl}-1,3,5-triazin-2- 532.3
yilphenyi}carbamoyl)amino]benzoic acid

1-{4-[4-(3,7-dioxa-9-azabicyclo[3.3.1]lnon-9-yi)-6-

765 morpholin-4-yl-1,3,5-triazin-2-yljphenyi}-3-pyridin-4- 505.3
ylurea
1-[6-{4-methyipiperazin-1-yDpyridin-3-yl}-3-{4-{4-
766 morpholin-4-yl-6-{3-0xa-8-azabicyclo[3.2. 1Joct-8-yi)- 587 .4

1,3,5-triazin-2-yljphenyl}urea
1-(4-{[4-{dimethylamino}piperidin-1-
767 yijcarbonyliphenyl)-3-{4-]14-(3,7-dioxa-9-

azabicyclo[3.3.1]non-9-yh)-6-morpholin-4-yl-1,3,5- 6584
triazin-2-vllphenyliurea
N-[2-(dimethylamino)ethyl]-4-[({4-[4-(3,7-dioxa-9-

768 azabicyclo|3.3.1lInon-9-y)-6-morpholin-4-yi-1,3,5- 632.4

triazin-2-yl]phenyl}carbamoylyamino}-N-
methylbenzamide
1-{4-[4-(3,7-dioxa-9-azabicyclo[3.3.1]non-9-yl)-6-
769 morpholin-4-yi-1,3,5-triazin-2-yl]phenyt}-3-{4-[(4- 630.4
methylpiperazin-1-yl)carbonyliphenyllurea
methyl 4-[({4-]4-(3,7-dioxa-9-azabicyclo[3.3.1]non-G-
770 yi)-6-morpholin-4-yl-1,3 5-triazin-2- 562.3
yiiphenyl}carbamoylyaminojbenzoate
4-[({4-[4-(3,7-dioxa-9-azabicyclo[3.3.1Jnon-9-yl}-6-
771 morpholin-4-yl-1,3,5-triazin-2- 548.3
yllphenyllcarbamoylamino]benzoic acid
1-{4-[4-(3,7-dioxa-8-azabicyclo[3.3.1lnon-9-yl)-6-
772 morpholin-4-yi-1,3,5-triazin-2-yljphenyl}-3-[4- 616.3
{piperazin-1-ylcarbonyl)phenylijurea
1-{4-{4-(3,7-dioxa-9-azabicyclo]3.3.1]lnon-9-y1)-6-
773 morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-{4-[{4- 658.3
isopropylbiperazin-1-yl)carbonyilphenyliurea

197
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Example Name MSﬂﬁ/EZSI)
4-[({4-[4-(3,7-dioxa-8-azabicyclo[3.3. 1]lnon-8-yl)-6-
morphoelin-4-yl-1,3,5-triazin-2-

774 yljphenyljcarbamoyl)aminol-N-(2-pyrrolidin-1- 644.3
ylethyl)benzamide
4-[({4-]4-(3,7-dioxa-8-azabicyclo[3.3. 1]Jnon-8-yi)-6-
morpholin-4-yi-1,3,5-triazin-2-

75 yliphenyl}carbamoyllamino]-N-(2-piperidin-1- 658.4
ylethyl)benzamide
1-{4-[4-(3,7-dioxa-9-azabicycio[3.3. 1]non-9-yl}-6-

776 morpholin-4-yi-1,3,5-triazin-2-yl|phenyl}-3-{4-[(4- 684.4

pyrrolidin-1-ylpiperidin-1-ylicarbonyljphenyllurea
1-[4-(1,4'-bipiperidin-1'-yicarbonyl)phenyl]-3-{4-[4-
777 (3,7-dioxa-9-azabicyclof3.3.11non-9-yl)}-8-morpholin- 698.4
4-yl-1,3 S-riazin-2-yl]phenylurea
4-[({4~[4-(3,7-dioxa-8-azabicyclof3.3.1jnon-9-yl}-6-
778 morpholin-4-yl-1,3,5-triazin-2-
yllphenyl}carbamoyl}aminol-N-{2-pyridin-2-
viethyl)benzamide
4-}({4-]14-(3,7-dioxa-9-azabicyciof3.3. 1inon-8-yh)-6-
779 morpholin-4-yi-1,3,5-triazin-2-
yijphenyl}carbamoyljamino]-N-(2-pyridin-4-
yiethylbenzamide

652.4

652.4

780 N-[4-{4-aminophenyl)-6-morpholin-4-yl-1,3 5-triazin-

2-yllbenzenssulfonamide 413.2

N-(4-morpholin-4-yl-6-{4-[(pyridin-4-
781 ylcarbamoyl)amino]phenyl}-1,3,5-triazin-2- 5334
yl)benzenesulfonamide
N-{4-{4-({[4-(4-methylpiperazin-1-
782 yhiphenyllcarbamoyflamino)phenyi]-6-morpholin-4-yi-}  630.3

1,3,5-triazin-2-ylibenzenesulonamide
N-(4-{4-[({4-[2-
783 (dimethylamino)ethoxy]phenyilcarbamoyl)aminojphe
nyi}-6-morpholin-4-yl-1,3,5-triazin-2-
yhbenzenesulfonamide
N-(4-{4-]{({4-[(4-methylpiperazin-1-

784 yi)carbonyllphenyllcarbamoyilaminojphenyl}-6- 658.3
morpholin-4-yl-1,3,5-triazin-2-yl)benzenesulfonamide
N-{4-morpholin-4-yl-6-[4-{{[4-(piperazin-1-

785 yicarbonyl)phenyljcarbamoyl}amino)phenyl]-1,3,5- 644.4
triazin-2-yl}benzenesulfonamide
N-[4-{4-{{(4-{[4-(dimethylamino)piperidin-1-
786 yljcarbonyl}phenylicarbamoyljamino}phenyi)-6- 686.4
morpholin-4-yi-1,3,5-triazin-2-yl}benzenesulfonamide
N-[2-(dimethylaminoethyi]-N-methyl-4-{[{4-{4-
787 morpholin-4-yl-6-[{phenylisuifonyl)amino}-1,3,5- 860.4
triazin-2-yllphenylicarbamoyllaminc}benzamide
N-[2-(dimethylamino)ethyl]-4-{] (4-{4-morphoiin-4-yl-
788 6-{(phenylsuifonylyamino]-1,3,5-triazin-2- 646.4
viiphenyl)carbamoyljamino}benzamide

619.3
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methyl 4-{{(4-{4-morpholin-4-y}-6-

789 [(phenylsulfonyljamino}-1,3,5-triazin-2- 590.3

yliphenyl)carbamoyilamino}benzoate
4-{[(4-{4-morpholin-4-yl-6-[(phenylsulfonyl)amino]-
790 1,3,5-triazin-2-yl}phenyl)carbamoyllamino}benzoic 576.2
acid

1-{4-[4-morpholin-4-yI-6-(3-oxa-9-

791 azabicyclo[3.3.1Inon-8-yi)-1,3, 5-triazin-2-yl]phenyl}- 503.2

3-pyridin-4-ylurea
1-{4-[{(4-methylpiperazin-1-yi)carbonylphenyl}-3-{4-
792 [4-morpholin-4-yl-6-(3-oxa-9-azabicyclo[3.3. 1]non-b- 628.5
yi}-1,3,5-triazin-2-yljphenyljurea
1-{4-[4-morpholin-4-y|-6-(3-oxa-9-
793 azabicyclo[3.3.1]non-9-yI)-1,3, 5-triazin-2-yl]phenyl}- 614.5
3-{4-(piperazin-1-ylcarbonyl}phenyljurea
1-(4-{[4-(dimethylamino}piperidin-1-
794 yljcarbonyliphenyl)-3-{4-14-morpholin-4-yl-6-(3-oxa-

9-azabicyclo[3.3.1]non-8-yl}-1,3,5-triazin-2- 6565
yllphenyliurea
N-[2-(dimethylamino)ethyl]-N-methyl-4-[{{4-[4-

795 morpholin-4-y}-6-(3-oxa-9-azabicyclo[3.3.1jnon-9-yl}-\  ¢q5 4
1,3,5-triazin-2-

yllphenylicarbamoyhaminolbenzamide
N-[2-(dimethylamino)ethyl}-4-[({4-[4-morpholin-4-yl-6-
796 (3-oxa-8-azabicyclo[3.3.1Jnon-9-yl}-1,3,5-riazin-2- 616.4
vljphenyl}carbamoyl)amino]benzamide
N-(2-methoxyethyi}-4-[({4-[4-marpholin-4-yi-6-(3-oxa-
797 9-azabicyclo[3.3.1Jnon-9-yl)-1,3,5-triazin-2- 603.4
yilphenylicarbamoylhaminolbenzamide
4-[({4-[4-morpholin-4-y}-6-(3-oxa-9-
708 azabicycio]3.3.1Jnon-9-y)-1,3,5-triazin-2-
yllphenyljcarbamoylamino]-N-(2-pyrrofidin-1-
yviethylbenzamide
4-{({4-[4-morpholin-4-yl-6-(3-oxa-9-
799 azabicyclo[3.3.1Jnon-9-y1)-1,3,5-triazin-2-
vljphenyi}carbamoyl)amino]-N-(2-piperidin-1-
ylethybhenzamide
1-{4-[4-morpholin-4-yi-6-(3-0xa-9-
800 azabicycio]3.3. 1jnon-8-yl}-1,3,5-triazin-2-yl]phenyf}-
3-{4-[{4-pyrrofidin-1-ylpiperidin-1-
ylicarbonyllphenyilurea
N-{2-(1-methylpyrrolidin-2-yl)ethyi}-4-{{{4-[4-
morpholin-4-yl-6-(3-oxa-9-azabicyclio[3.3.1]non-9-yl)-
801 1,3,5-triazin-2- 656.6
vllphenylicarbamoyllaminolbenzamide
N-maethyl-N-[2-(methylamino)ethyi}-4-[{{4-[4-
802 morpholin-4-yl-6-(3-oxa-9-azabicyclo[3.3. 1}non-8-yl}-
1,3.5-trtazin-2-
vijphenyllcarbamoyhaminolbenzamide

642.4

656.4

682.5

616.5
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1-{4-{{4-ethylpiperazin-1-yl)carbonyllphenyl}-3-{4-[4-
803 morpholin-4-yl-6-(3-oxa-8-azabicyclo[3.2.1]oct-8-yl)- 628.3
1,3,5-riazin-2-ylphenyliurea
1-{4-{(4-ethylpiperazin-1-yl)carbonyl]phenyl}-3-{4-[4-
B804 morpholin-4-yi-6-(3-oxa-9-azabicyclof3.3. 1inon-9-yi)}- 642.5
1,3,5-triazin-2-yljphenyllurea
1-(4-{[4-(1-methylethyl)piperazin-1-
805 yllcarbonyl}phenyl)-3-{4-[4-morpholin-4-y-6-(3-0xa-

9-azabicyclo[3.3.1lnon-9-y1)-1,3,5-triazin-2- 656.3
yllphenyllurea
1-{4-[4-{3,7T-dioxa-8-azabicycio[3.3. 1jnon-9-yi)-6-

806 morpholin-4-yl-1,3,5-triazin-2-yliphenyl}-3-{4-{{4- 644 .5

ethylpiperazin-1-yl)carbonyljphenyilurea
1-{4-[4-morpholin-4-y}-6-(2-oxa-5-
807 azabicycio[2.2 2]joct-5-yI)-1,3,5-triazin-2-yljphenyl}-3-1  480.2
pyridin-4-ylurea
1-(1,3-dimethyi-1H-pyrazol-5-yl}-3-{4-[4-morpholin-4-
808 yl-6-(2-oxa-5-azabicycio]2.2. 2Joct-5-yi}-1,3,b-triazin- 506.2
2-yllphenyllurea
1-{4-[4-morpholin-4-yl-6-(2-oxa-5-
809 azabicyclo[2.2.2]oct-5-y)-1,3,5-trlazin-2-yi[phenyi}-3- 478.2
{1H-pyrazol-3-ylurea
1-{(4-{[4-(dimethylamino)piperidin-1-
810 yljcarbonyliphenyl)-3-{4-[4-morpholin-4-yl-6-(2-oxa-
5-azabicyclo[2.2.2joct-5-yi}-1,3,5-triazin-2-
vilphenyljurea
1-{4-{[4-(1-methylethyl)piperazin-1-

811 yljcarbonyljphenyl)-3-{4-{4-morpholin-4-yi-6-(2-oxa-
5-azabicyclo[2.2.2Joct-5-yl}-1,3,b-triazin-2-
yliphenyliurea
1-{4-[{4-ethylpiperazin-1-yl)carbonyljphenyi}-3-{4-[4-
812 morpholin-4-yi-6-(2-oxa-5-azabicycloj2.2.2]oct-5-yi)- 628.2
1,3,5-triazin-2-yijphenyljurea
1-{4-[(4-methylpiperazin-1-ylcarbonyljphenyl}-3-{4-
813 [4-morpholin-4-yk6-(2-0xa-5-azahicyciof2.2.2loct-5- 614.2
yl¥-1,3,5-triazin-2-yl]phenyl}urea
1-{4-[4-morpholin-4-yl-6-(2-oxa-5-
814 azabicycio[2.2.2]oct-5-ylI}-1,3,5-triazin-2-yllphenyl}-3- 600.3
[4-(piperazin-1-ylcarbonylphenyllurea
N-[2-(dimethylamino)ethyl}-4-{({4-{4-morpholin-4-yi-6-
815 (2-oxa-5-azabicyclo[2.2.2]oct-5-yi)-1,3,5-triazin-2- 602.5

yliphenyljycarbamoyl)amino]lbenzamide
N-[2-{dimethylamino)ethyi}-N-methyl-4-[{{4-[4-
816 morpholin-4-y-6-(2-oxa-5-azabicyclo[2.2.2]oct-5-yi)-

642.2

642.5

1,3,5-triazin-2- 616.3
yl]phenyl}carbamoylhaminolbenzamide
2-tert-butoxy-4-morpholin-4-yl-6-(4-nitrophenyl}-

817 1,3 5-triazine 360.1
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818

1-(4-{4-[{6S)-6-hydroxy-3-oxa-8-azabicyclo[3.2.1]oct-
8-yl}-6-morpholin-4-yl-1,3 5-triazin-2-yliphenyl)-3-
pyridin-4-ylurea

505.2

819

1-(4-{4-[6-{benzyloxy)-3-oxa-8-azabicyclo[3.2.1]oct-
8-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-
pyridin-4-ylurea

585.2

820

1-(4-{4-[{6R)-6-hydroxy-3-oxa-8-azabicyclo[3.2. 1joct-
8-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-
pyridin-4-ylurea

505.2

821

1-(4-{4-[(6R)-8-(benzyioxy)-3-0xa-8-
azabicyclo]3.2. 1Joct-8-yl]-6-morpholin-4-yl-1,3,5-
triazin-2-yl}phenyl}-3-pyridin-4-ylurea

595.2

822

1-{4-[{1,1-dioxidothiomorpholin-4-
yhcarbonyl]phenyl}-3-{4-[4-morpholin-4-yl-6-(3-oxa-
8-azabicyclo[3.2.1loct-8-yl}-1,3,5-triazin-2-
yilphenyllurea

649.1

823

1-[4-(4,6-di-3,7-dioxa-9-azabicyclol3.3.1jnon-8-yl-
1,3,5-triazin-2-yl)phenyl]-3-[4-(4-methyipiperazin-1-
yhphenyljurea

©644.3306

824

1-{4-{[(3%)-3-{dimethylamino)pyrrolidin-1-
yllcarbonyi}phenyt)-3-{4-[4-morpholin-4-y}-6-(3-oxa-
8-azabicyclo[3.2.1]oct-8-y1)-1,3,5-triazin-2-
yljphenyljurea

628.5,
314.8, 3566.8

825

1-(4-{[(3R)-3-(dimethylamino)pyrrolidin-1-
yllcarbonyi}phenyl)-3-{4-{4-morpholin-4-yi-6-(3-oxa-
8-azabicyclio[3.2.1Joct-8-yl)-1,3,5-triazin-2-
yllphenyllurea

628.5,
314.8, 356.8

826

1-{4-[(4-methylpiperazin-1-yl)carbonyliphenyl}-3-[4~
(6-morpholin-4-yl-4-oxo-4,5-dihydro-1,3,5-triazin-2-
yhphenyilurea

5191,
280.5, 260

827

1-{4-[(4-butylpiperazin-1-yi)carbonyljphenyi}-3-(4-{4-
[4-(1-methylethyl)-1,4-diazepan-1-yi]-6-morpholin-4-
yl-1.3,5-triazin-2-yi}phenyljurea

828

1-(4-{4-[4-(1-methylethy!}-1,4-diazepan-1-yl}-6-
morpholin-4-yi-1,3 5-triazin-2-yl}phenyl)-3-(4-{{4-(1-
methylethyl)piperazin-1-yljcarbonyljphenyljurea

671.4,336.2,
2245,

829

1-{4-[(4-ethylpiperazin-1-yi)carbonyl]phenyi}-3-(4-{4-
[4-(1-methylethyi}-1,4-diazepan-1-yi]-6-morpholin-4-
yl-1,3,5-trigzin-2-yi}phenyljurea

657 .4;329.2;
219.8;

830

1-{4-{(4-methylpiperazin-1-yl)carbonyllphenyl}-3-{4-
[4-morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yl}-1,3,5-
triazin-2-yliphenvyijurea

b87.6;314.8;
294.3;

831

1-{4-{[{3R)-3-{dimethylamino)pyrrolidin-1-
yllcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-
triazin-2-yl)phenyljurea

832

1-(4-{[(38)-3-({dimethylaminc)pyrrolidin-1-
yilcarbonyl}pheny!)-3-[4-(4,8-dimorpholin-4-yl-1,3,5-

triazin-2-yl)phenyljurea

201
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833

1-{4-{[4-(1-methylethyl)piperazin-1-
yljcarbonyl}phenyl)-3-{4-{4-morpholin-4-yl-6-
(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
yliphenyBurea

615.5;308.3;
328.8;

834

N-[2-(dimethylamino)ethyl}-N-methyi-4-[({4-[4-
morpholin-4-yi-6-(tetrahydro-2H-pyran-4-yi}1,3,5-
triazin-2-yliphenyllcarbamoyliaminolbenzamide

589.5;295.3;

835

1-{4-[4-(azetidin-3-yloxy)-6-morpholin-4-yl-1,3,5-
triazin-2-yllphenyl}-3-pyridin-4-ylurea

449.1,2251;

836

N-{1-methylethyl)-3-{(4-morpholin-4-yl-G-{4-[{pyridin-
4-ylcarbamoyl)amino]phenyl}-1,3,5-triazin-2-
ylioxylazetidine-1-carboxamide

534.4;267.7;

837

N-{1-[(4-{{{4-{4,6-his[{38}-3-methylmorpholin-4-yi}-
1,3,5-triazin-2-
yliphenyl)carbamoyi]amino}phenylcarbonyl]piperidin
-4-yllacetamide

658.5;320.8;

838

1-(4-{4,6-bis[(3S)-3-methyimorpholin-4-yi}-1,3,5-
triazin-2-yl}phenyl)-3-(4-{[4-(1-methylethyl)-1,4-
diazepan-1-yllcarbonyliphenyljurea

658.8,329.8;

839

1-{4-{4,6-bis[(38)-3-methyimorpholin-4-yl}-1,3,5-
triazin-2-yl}phenyl)-3-[4-(3-oxa-8-
azabicyclo[3.2.1]oct-8-ylcarbonyl)phenyllurea

- 1629.7,315.3;

840

1-(4-{4,6-bis[(35}-3-methyimorpholin-4-y1}-1,3,5-
triazin-2-yl}phenyl}-3-{4-[{(4-cyanopiperidin-1- -
yhcarbonyliphenyllurea

841

1-(4-{4,6-bis[(35)-3-methyimorpholin-4-yl}-1,3,5-
triazin-2-ylphenyl }-3-(4-{[{33)-3-
(dimethylamino)pyrrolidin-1-yijcarbonyl}phenyburea

842

1-(4-{4,6-big[{35)-3-methylmorpholin-4-yl]-1,3,5-
triazin-2-yf}phenyl)-3-(4-{[(3R)-3-
{dimethylamino)pyrrolidin-1-yijcarbonyl}phenyijurea

843

1-(4-{[(3S)-3-(dimethylamino)pyrrolidin-1-
yljcarbonyliphenyl}-3-(4-{4-(morpholin-4-y1}-6-[4-
(propan-2-yl)-1,4-diazepan-1-yl]-1,3,5-triazin-2-
ylinhenyllurea

657.6;329.3;
233.6;

844

1-(4-{[(3R}-3-(dimethylamino ypyrrolidin-1-
yllcarbonyliphenyi}-3-(4-{4-(morpholin-4-yl)-6-[4-
(propan-2-yl)-1,4-diazepan-1-yl}-1,3,5-4riazin-2-
yliphenylurea

657.5;329.3;

845

1-{4-[4 6-di{morpholin-4-yi}-1,3,5-triazin-2-yljpheny!}-
3-{4-[(2-methylpiperazin-1-yl)carbonyljphenyllurea

846

1-{4-{4-(morpholin-4-y}-6-[4-{propan-2-yl}-1,4-
diazepan-1-yi]-1,3,5-triazin-2-yl}phenyl)-3-{4-
{piperazin-1-ylcarbonyhphenyljurea

847

1-{4-{{{3R)-3-{dimethylamino)pyrrolidin-1-
yl]carbonyl}phenyl)-3-(4-{4-(morpholin-4-yl)-6-[4-
{propan-2-yi}-1,4-diazepan-1-yl}-1,3,5-triazin-2-
yliphenyurea
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Example Name MsnflEZSE)
1-{4-[4,6-di{morpholin-4-yi)-1,3,5-triazin-2-y{jphenyl}- . .
848 3-{4-[(3,3,4-trimethylpiperazin-1- 61 6624?383

yljcarbonyl]phenyl}lurea
1-{4-]4,6-di{morpholin-4-yl)-1,3,5-triazin-2-yl]phenyl}-
849 3-(4-{[(3R)-3-methylpiperazin-1-
vicarbonytjphenyljurea
1-(4-{l{3R)-3 4-dimethylpiperazin-1-
850 yllcarbonyliphenyl)-3-{4-{4,6-di(morpholin-4-yi}-1,3,5-
triazin-2-yllphenyljurea
1-(4-{[{3R)-4-cyclobutyl-3-methylpiperazin-1-
851 yljcarbonyliphenyl)-3-{4-{4,6-di{morpholin-4-yi}-1,3,5-
triazin-2-yllphenyijurea
1-{4-{4,6-di(morpholin-4-yl)-1,3,5-triazin-2-yl]phenyl}-

852 3-(4-{[(3R)-3-methyl-4-(propan-2-yl)piperazin-1-
ylicarbonyljphenyljurea
1-{4-[4,6-di(morpholin-4-yl)-1,3,5-triazin-2-yllphenyi}-
853 3-(4-{[(38)-3-methylpiperazin-1-
ylicarbonyliphenyljurea
N-[2-{dimethylamino)ethyl]-N-methyl-4-{[{4-{4-{(35)-
854 3-methylmorpholin-4-yi}-6-[4-{propan-2-yi)-1,4-

diazepan-1-yl}-1,3,5-triazin-2-
yiiphenyl)carbamoyllaminolbenzamide
1-(4-{4-[(38)-3-methylmorpholin-4-yi]-8-[4-(propan-2-
855 yl)-1,4-diazepan-1-yl|-1,3,5-triazin-2-yl}phenyl}-3-{4-
[(4-methylpiperaziri-1-ylcarbonyllphenyliurea
1-(4-{[{35)-3-(dimethylamino)pyrrolidin-1-
856 vijcarbonyliphenyt)-3-{4-{4-{{35)-3-methylmorpholin-
4-yl}-6-[4-(propan-2-y}-1 4-diazepan-1-yl}-1,3,5-
triazin-2-yhiphenyljurea
N-[3~{dimethylamino)propyl]-4-{{{4-{4-(morpholin-4-
857 yl)-6-[4-(propan-2-yl)-1,4-diazepan-1-yl]-1,3,5-triazin-
2-yliphenyljcarbamoyljamino}benzamide
N-[2-(dirmethylamino ethyl]l-N-methyi-4-{[ (4-{4-
858 {morpholin-4-yl}-6-[4-(propan-2-yi)}-1,4-diazepan-1-
yi}-1,3,5-triazin-2-
yliphenyl)carbamoyl]laminolbenzamide
1-[4-(morpholin-4-yicarbonyi)phenyl]-3-(4-{4-
859 (morpholin-4-y1)-6-[4-(propan-2-yl)-1,4-diazepan-1-
yi]-1,3,5-triazin-2-yl}phenylurea
N-(2-methoxyethyl}-4-{{(4-{4-(morpholin-4-yi}-6-[4-
860 (propan-2-yl)-1.4-diazepan-1-yl}-1,3,5-triazin-2-
yl}phenyl)carbamoyllamino}benzamide
1-[4-(1,4-diazepan-1-ylcarbonyi)phenyl]-3-(4-{4-
861 {rnorpholin-4-yl}-6-[4-{propan-2-yl}-1,4-diazepan-1- 543.4;
yh-1,3,5-triazin-2-yl}phenylurea
1-(4~{4-{morpholin-4-yl}-6-[4-(propan-2-yl}-1,4-
862 diazepan-1-yl]-1,3,5-triazin-2-yl}phenyl)-3-(4-{[4-
(propan-2-yl}-1,4-diazepan-1-yljcarbonyl}phenyl)urea
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MS (ESI)

Example Name m/z

1-(4-{[(38)-4-cyclobutyl-3-methylpiperazin-1-

863 yllcarbonyiiphenyl)-3-{4-[4,6-di{morpholin-4-yt}-1,3,5-
triazin-2-yljphenyl}jurea

1-(4-{{(38)-3,4-dimethylpiperazin-1-

BG4 yijcarbonyl}pheny!)-3-{4-[4,6-di{morpholin-4-y1}-1,3,5-
triazin-2-yllphenyllurea
1-{4-[4-(morpholin-4-y|}-6-{tefrahydro-2H-pyran-4-yl}-

865 1,3,5-triazin-2-yliphenvl}-3-{4-[{3,3,4-
trimethyipiperazin-1-yl)carbonyl|phenyllurea
1-(4-{l{35}-3,4-dimethylpiperazin-1-

866 yilcarbonyi}phenyl)-3-{4-{4-(morpholin-4-yl)-6-
{tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-
yllphenyljurea
1-(4-{[(38)-3-methylpiperazin-1-ylJcarbonyl}phenyl)-
867 3-{4-[4-(morpholin-4-y|)-6-(tetrahydro-2H-pyran-4-yl)-

1,3,5-triazin-2-yilphenyljurea
1-(4-{[(3R)-3~{dimethylamino)pyrrolidin-1-
868 yilcarbonyliphenyl)-3-{4-[4-morpholin-4-yi-6-
(tetrahydro-2H-pyran-4-y!)-1,3,5-triazin-2-
vllphenyllurea
1-{4-{[(38)-3-(dimethylamino ypyrrolidin-1-
869 yljcarbonyliphenyl)-3-{4-[4-morpholin-4-yl-6-
{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
vllphenyliurea

BIOLOGICAL EVALUATION
mTOR kinase assay msthods

Human mTOR assays (See Toral-Barza, et al. Biochem Biophys. Res. Commun. 2005
June 24;332(1):304-10) with purified enzyme are performed in 96-well plates by DELFIA format
as follows. Enzymes are first diluted in kinase assay buffer (10 mM HEPES (pH 7.4), 50 mM
NaCl, 50 mM B-glycerophosphate, 10 mM MnCk, 0.5 mM DTT, 0.25 mM microcystin LR, and
100 mg/mL BSA). To each well, 12 yL of the diluted enzyme is mixed briefly with 0.5 i test
inhibitor or control vehicle dimethyisulfoxide (DMSQ). The kinase reaction is initiated by adding
12.5 yL kinase assay buffer containing ATP and His6-S6K to give a final reaction volume of 25
uL containing 800 ng/mbL FLAG-TOR, 100 mM ATP and 1.256 mM His6-S6K. The reaction plate
is incubated for 2 hours (linear at 1-6 hours) at room temperature with gentle shaking and then
terminated by adding 25 pL Stop buffer (20 mM HEPES (pH 7.4}, 20 mM EDTA, 20 mM EGTA).
The DELFIA detection of the phosphorylated (Thr-389) His6-S6K is performed at room
temperature using a monocional anti-P{T389)}-p70S6K antibody (1A5, Cell Signaling) labeled
with Europium-N1-TC (Eu) (10.4 Eu per antibody, PerkinEimer). The DELFIA Assay buffer and
Enhancement solution can be purchased from PerkinElmer. 45 uL of the terminated kinase
reaction mixture is transferred to a MaxiSorp plate (Nunc) containing 55 pL PBS. The His6-S6K
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is allowed to attach for 2 hours after which the wells are aspirated and washed once with PBS.
100 ul- of DELFIA Assay buffer with 40 ng/mi Eu-P(T389)-S6K antibody is added. The antibody
hinding is continued for 1 hour with gentie agitation. The wells are then aspirated and washed 4
times with PBS containing 0.05% Tween-20 (PBST). 100 ubL of DELFIA Enhancement solution
is added to each well and the plates are read in a PerkinEimer Victor model plate reader. Data
obtained is used to caicuiate enzymatic activity and enzyme inhibition by potential inhibitors.
PI3K-alpha and Pi3K-gamma Fiuorescence Polarization Assay Protocols

The reaction buffer was 20 mM HEPES, pH 7.5, 2 mM MgCl,, 0.05% CHAPS; and
0.01% BME (added fresh). The Stop/Detection Buffer was 100 mM HEPES, pH 7.5, 4 mM
EDTA, 0.05% CHAPS; ATP 20 mM in water; PIP2 (diC8, Echelon, Salt Lake City Utah cat # P-
4508) 1 mM in water (MW=856.5). The GST-GRP was 1.75 mg/mL or 1.4 mg/mL in 10%
givcerol. The Red detector (TAMRA) was 2.5 uM. Nunc 384-well black polypropylene
fluorescent plates were used for PI3K assays.

The assay is run by placing 5 pl of diluted enzyme per well, then 5 ul. of diiuted
compound {or 9.5 yL enzyme then 0.5 pL compound in DMSQ) is added and mixed. Then, 10
pL substrate is added to start the reaction. The samples are incubated 30-60 minutes, then the
reaction is stopped by adding 20 ul. stop/detector mix. PI3K is diluted with reaction buffer (e.g.,
5 ul or 7.5 pL PI3K into 620 pL reaction buffer), and 5 pL of diluted enzyme is used per well. A
5 uL portion of reaction buffer or of drug diluted in buffer (e.g., 4 pyL/100 so final DMSO is 1% in
reaction) is added to each. Pipetting up and down mixes the samples. Alternatively, the enzyme
can be diluted to 1215 pL. In this case 9.8 pl is added per well and 0.2 pL compound is added
in DMSO.

To prepare 1 mbL of substrate solution, 955 pb reaction buffer, 40 pl PIP2, and 2.5 L
ATP are mixed. 10 pL of substrate is added to each well to start the reaction. This results in 20
uM PIP2, and 25 uM ATP per reaction. The stop/detector mix is prepared by mixing 4 pL Red
detector and 1.6 pL or 2.0 pL GST-GRP with 1 mL stop buffer, which results in 10 nM probe and
70 nM GST-GRP. 20 uL of the stop/detector mix is added o each well to stop the reaction. The
plates are read after 30-90 minutes keeping the red probe solutions dark. For the zero time
point, stop/detector mix is added o the enzyme just before adding substrate. For an extra
control, stop/detector mix is added to buffer (no enzyme) and substrate or to just buffer (no
substrate). Pooled PI3K preparations had a protein concentration of 0.25 mg/mL. The
recommended reaction has 0.06 pL per 20 pL (0.015 pg/20 pL) or 0.01125 pg/15 pL or 0.75
pgfmL.

Plates are read on machines with filters for TAMRA. The units are mF with no enzyme
controls reading app 190-220 mP units. Fully active enzyme reduces fluorescence polarization
down to 70-100 mP after 30 minutes. An active compound raises the mP values halfway to
control or to 120-150 mP units.
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In_vitro cell cuiture growth assay methods

Cell Lines used are human breast MDA-MB-361, human prostate PC3-mm2, and human
prostate LNCap tumor celi lines. Cells are plated in 96-well cuiture plates at approximately 3000
cells per well. One day following plating, various concentrations of PI3K inhibitors in DMSO are
added to cells (final DMSO concentration in cell assays is 0.25%). Three days after drug
treatment, viable cell densities are determined by cell mediated metabolic conversion of the dye
MTS, a weli-established indicator of cell proliferation in vitro. Cell growth assays are performed
using kits purchased from Promega Corporation {Madison, W!), following the protocol provided
by the vendor. Measuring absorbance at 490 nm generates MTS assay results. Compound
effect on cell proliferation is assessed relative to unireated control cell growth. The drug
concentration that conferred 50% inhibition of growth is determined as I1Cxs; (UM).

hSMG-1 kinase assay

The human SMG-1 (hSMG-1) kinase assay employs the recombinant hSMG-1 protein
prepared from transiently transfected HEK293 cells and a GST-p53 (aa 1-70) fusion substrate
protein derived from cellular tumor suppressor gene p53. The routine assay is performed in a

96-well plate format as follows. Enzymes were first diluted in kinase assay buffer (10 mM
HEPES, pH 7.4, 50 mM NaCl, 0.2 mM DTT, 50 mM B-glycerophosphate, 0.5 uM microcystin LR,
10 mM MnCl,). To each well, 12 pL of the diluted enzyme were mixed briefly with 0.5 pl test
inhibitor or control vehicle dimethylsulfoxide (DMSQO). The kinase reaction was initiated by
adding 12.5 pl. kinase assay buffer containing ATP and GST-p53 to give a final reaction volume
of 25 uL containing 400-800 ng/mL FLAG-hSMG-1, 0.5 ng GST-pb3, 10 pM ATP. The reaction
was carried out at room temperature for 1.0 hour before terminated by addition of 25 i stop
solution. The assay mixture was then transferred to FiuoroNunc Plates with MaxiSorp Surface
(Nunc #439454). The plates were incubated at room temperature for 2 hr (4 °C for overnight) to
achieve efficient binding of substrate protein to the plate. The plates were aspirated, washed
with PBS. Phospho-substrate proteins were detected by incubating for 1 hour with 125 ng of
europium-iabeled anti-mouse secondary antibody (PerkinElmer AD2027) and the primary
phospho($15)-p53 monoclonal antibody (Cell Signal #9286) in 100 uL DELFIA assay buffer
(PerkinElmer #1244-111). Plates were then washed and incubated for 0.5 hour with 100 pl of
DELFiA enhancement solution {PerkinEimer #1244-105). DELFIA assay resulis are recorded in
a Victor Plate Reader (PerkinElmer). Data obtained were used to caiculate enzymatic activity
and enzyme inhibition by potential inhibitors.

Table 2 shows the results of the described PI3K-q, PI3K-y, and mTOR kinase assays.
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Table 2
Example | 1Cs PI3Ka nM | 1C5 PI3Ky nM |IC;o mTOR M

1 3 29 0.0013
2 2 35 0.001

3 3 27 0.00385
4 2 23 0.0017
5 17 438 0.0063
6 6 53 0.008
7 >10000 >100000 >4 0000
8 20 220 0.008
9 10 65 0.004
10 75 289 0.068
11 61 528 0.00825
12 248 815 0.011
13 51 879 0.0115
14 25 154 0.00845
15 23 177 0.0025
16 >10,000 >100000 0.01205
17 8 Q0 0.01395
18 9 71 0.036
19 23 206 0.039
20 41 258 0.0305
21 22 92 0.00175
22 12 142 0.00475
23 18 51 0.00205
24 22 99 0.0027
25 58 105 0.00405
26 680 10,000 0.0025
27 1230 >10,000 0.00415
28 54 5550 0.00095
29 2680 >10,000 0.0028
30 2120 >10,000 0.00265
31 142 3520 0.00049
32 45 2540 (0.00029
33 NA NA 0.091
34 9 95 0.00049
35 6 54 0.00021
36 17 150 0.00051
37 39 155 0.00195
38 7 91 0.00028
39 14 75 0.00032
40 21 136 0.00066
41 69 122 0.0013
42 86 290 0.00335
43 28 35 0.00165
44 NA NA 0.0135

207




WO 2009/143313

PCT/US20095/044774

Examplie | ICs; PI3Ka nM | IC5 PI3Ky nM IG5, mTOR

45 NA NA 0.0036
- 46 208 4920 0.024

47 13 52 0.0016
48 6 40 0.0018
49 3 21 0.01
50 1 21 0.002
51 1 15 0.0019
52 2 38 0.001
53 45 403 0.024
54 10 88 0.00475
55 205 1580 0.05
56 122 444 0.015
57 8 74 0.0165
58 13 85 0.0025
59 3 30 0.00105
60 5 36 0.0018
61 9 32 0.00076
62 2 24 0.00068
63 5 36 0.00195
64 1457 1190 1.5
65 15 83 0.00505
66 7 30 0.00165
67 8 48 0.00145
88 0.3 7 0.00057
69 0.4 8 0.00085
70 2 20 0.0007
71 0.4 8 0.00067
72 2 19 0.00085
73 0.3 7 0.00077
74 0.4 8 0.00063
75 0.6 10 0.00075
76 0.4 8 0.00067
77 0.3 4 0.00068
78 3 23 0.00085
79 773 193 0.0051
80 851 2120 0.00715
81 2 38 0.001
82 3 21 0.0089
83 1 15 0.0019
84 10 88 0.00475
85 45 403 0.018
86 122 444 0.01
87 205 1580 0.05
88 8 74 0.0165
89 10 31 0.0016
80 8 42 0.00083
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Example | ICsy Pi3Ka nM | 1Cs; PI3Ky nM {1Cso mTOR M
91 6 73 0.00071
92 11 92 0.00235
93 12 133 0.00855
94 5 56 0.001
95 48 101 0.00275
96 NA NA 0.0012
97 NA NA 0.0011
98 1350 9000 2.1
99 1520 7500 0.48
100 5 38 0.0035
101 6 33 0.00044
102 6 84 0.0061
103 3 73 0.0053
104 19 234 0.015
105 14 112 0.0305
106 393 1840 0.00755
107 115 1490 0.019
108 586 4150 0.019
109 1460 2960 0.0735
110 884 3510 0.029
111 116 1830 0.0023
112 488 777 0.012
113 NA NA 0.0037
114 1086 1180 0.00315
115 109 2000 0.0032
116 1740 2310 0.0027
117 177 3000 0.083
118 379 297 0.185
119 1240 7530 0.14
120 262 1550 0.079
121 1850 4000 0.0435
122 1160 9500 0.0745
123 760 6350 0.115
124 1650 9650 0.155
125 840 8750 0.016
126 510 5510 0.0185
127 1380 4730 0.0515
128 1330 10,000 0.031
129 7217 10,000 2.35
130 14 132 0.008
131 25 336 0.0145
132 14 234 0.026
133 39 8890 0.043
134 20 183 0.0245
135 15 143 0.034
136 208 4920 0.024
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Example | ICs PI3Ko nM | I1Cs, PI3Ky nM |ICs; mTOR M
137 9 117 0.00855
138 123.5 459 0.0435
139 24 43 0.074
140 27 100 0.027
141 241 3380 0.026
142 3 50 0.0011
143 2 22 0.0012
144 NA NA NA
145 574 1060 (0.009
148 >10000 >100000 0.003
147 1930 6830 0.006
148 300 620 0.008
149 889 1400 0.08
150 832 >10,000 0.005
151 0.6 8117 0.007
152 2 5 0.002
153 868 10,000 0.015
154 275 3820 0.064
155 2300 4840 0.016
156 746 10,000 0.053
157 1451 7090 0.17
158 300 1290 0.007
159 133 3920 0.002
160 358 9070 0.007
161 39 155 0.03
162 10 495 0.023
163 2 8 0.0039
164 378 1380 4
165 9 101 0.028
166 4 33 0.06
167 0.8 7 0.00068
168 1 3 0.0036
169 408 7960 0.0083
170 384 9500 0.004
171 300 8500 0.0012
172 435 10,000 £.008
173 1210 10,000 0.084
174 861 727 0.0021
175 549 453 0.0048
176 1120 3730 0.022
177 5840 4120 0.0016
178 >10,000 >10,000 0.014
179 1 13 0.001
180 531 8000 0.0016
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Example | iCs PI3Ko nM | ICs; PISKy nM |ICso mTOR M
181 426 6730 0.011
182 308 5000 0.003
183 526 11000 0.014
184 30 143 0.004
185 1 18 0.0029
186 28 221 0.006
187 3 24 0.0035
188 7540 2380 0.011
189 19 203 0.028
190 780 1320 0.0063
191 435 4630 0.016
182 1120 453 0.043
193 401 3133 £.0008
194 NA NA 0.027
165 115 498 0.021
196 6 55 0.013
197 2 38 0.024
198 2 33 0.002
199 44 144 0.001
200 14 128 0.0065
201 28 606 0.0009
202 NA NA 0.00565
203 NA NA 0.001
204 NA NA 0.0035
205 NA NA 0.002
206 NA NA 0.056
207 NA NA 0.00084
208 Na NA 0.0005
209 24 a9 0.009
210 8 31 NA
211 80 108 0.006
212 8902 8770 0.0064
213 5280 10,000 0.0095
214 2670 10,000 0.0029
215 187 3160 0.0012
216 521 7030 0.003
217 253 3230 0.0032
218 279 2780 0.0026
219 561 8280 0.0059
220 275 2830 $.0035
221 214 4280 0.0027
222 152 572 0.0005
223 2 200 NA
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Example | 1Cs Pi3Ko nM | ICs; PI3Ky nM {ICso mTOR M
224 444 5870 0.0004
225 109 388 0.047
226 75 294 0.062
227 23 81 0.0073
228 46 280 0.051
229 19 70 0.00077
230 22 119 0.0012
231 4 63 0.0025
232 6 37 0.083
233 55 121 0.0079
234 4534 9534 NA
235 3206 4110 NA
236 3 15 0.011
237 2 23 0.003
238 1 10 0.0036
239 11 38 0.0032
240 1 6 0.0016
241 6 23 0.009
242 2 24 0.007
243 1 9 0.0077
244 1 9 0.0051
245 1 13 0.01
248 1 12 0.015
247 2 5 0.019
248 2 18 0.0064
249 25 216 0.002
250 21 190 0.0009
251 2 21 0.006
252 22 184 0.018
253 8 267 0.009
254 63 253 0.017
255 48 85 0.016
256 68 182 0.032
257 90 323 0.085
258 403 6170 0.0023
259 408 5410 0.0024
260 417 4730 0.0008
261 158 2530 0.00031
262 105 954 0.00029
263 3 20 0.001
264 947 5440 NA
265 1079 10,000 0.0015
266 16 93 0.0017

212




WO 2000/143313

PCT/US2009/044774

Example | 1Cs PI3Ka nM | ICs PI3Ky nM |ICso mTOR M
267 17 58 0.0035
268 12 41 0.00039
269 6 140 0.08
270 68 318 0.16
27 2 23 0.013
272 5 54 0.03
273 4 33 0.0008
274 34 616 0.059
275 46 711 0.07
276 34 507 0.06
277 30 276 0.06
278 26 344 0.25
279 10 70 0.035
280 5 29 0.004
281 2188 4981 2.8
282 10 32 0.0047
283 1 11 0.0031
284 0.7 12 0.0009
285 1127 3433 0.001
286 4195 10,000 120
287 253 3304 0.00016
288 226 2784 0.00087
289 955 3880 0.0015
290 97 166 0.15
291 368 711 0.19
292 1501 3693 0.07
293 764 533 0.5
294 9 26 0.018
295 19 81 0.029
296 13 35 0.021
297 38 70 0.01
298 2 24 0.021
299 3 34 0.08
300 39 106 0.0053
301 21 58 0.0008
302 3b 263 0.036
303 NA NA 0.017
304 2 18 0.0025
305 1 18 0.0006
306 1 19 0.0021
307 3 30 0.0028
308 3 14 0.0028
300 12 95 0.0035
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Example | 1Csy PI3Ka nM | 1Cs0 PI3Ky nM |ICso mMTOR M
310 14 82 0.0059
311 40 125 0.012
312 3440 10,000 0.037
313 1730 7480 0.037
314 1820 10,000 0.08
315 1100 7900 0.005
316 1410 2690 0.671
317 216 6830 0.084
318 15.5 679 0.855
319 80 1446 0.0044
320 3.3 25 0.0129
321 25 116 0.0165
322 2.4 30 0.006
323 2.9 32 0.007
324 1 22 0.0052
325 74 6244 0.0046
326 830 6189 0.0122
327 394 5899 0.0063
328 261 14,000 0.0046
329 9.5 385 0.00068
330 42 827 0.0033
331 : NA NA 0.0035
332 NA NA 0.011
333 NA NA 0.0058
334 16 680 0.0009
335 81 144 0.004
336 40 44 0.0036
337 7 98 0.07
338 3 77 0.022
339 71 485 0.09
340 92 706 0.046
341 10 48 0.012
342 20 127 0.0066
343 97 6700 0.04
344 1610 41490 1.5
345 43 112 0.08
346 43 89 0.023
347 796 8440 NA
348 1030 10,000 NA
349 59 163 NA
350 1 7 NA
351 3 16 0.0042
352 13.5 732 0.00024
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Example | ICso PI3Ka nM | IG5 PI3Ky nM |IC5o mTOR M
353 8.5 501 0.00022
354 69 6224 0.0046
355 830 6189 0.012
356 394 5899 0.0063
357 261 14000 0.0046
358 9 363 0.00068
359 42 827 0.0034
360 6672 >10000 0.082
361 6028 >10000 0.0013
362 3090 >10000 0.00074
363 1097 7142 0.00077
364 1465 8038 0.0035
365 6340 >10000 0.0012
366 585 2996 0.0011
367 499 4076 0.001
368 109 1936 0.00068
369 362 2560 0.0013
370 483 3502 0.00085
371 389 2256 0.00084
372 961 7245 0.00025
373 70 2962 0.00016
374 64 3915 0.00014
375 44 2580 0.00015
376 2602 >10000 0.0023
377 2614 4718 0.0039
378 2506 5375 0.0054
379 4749 5255 0.6073
380 3344 3559 0.0051
381 2055 5395 0.0059
382 522 4306 0.0045
383 2978 3609 0.0061
384 4220 5381 0.0064
385 3397 4692 0.0057
386 5122 4476 0.0042
387 3416 2858 0.0032
388 3450 4285 (0.0048
389 4766 5663 0.0065
380 2467 2354 0.012
391 2398 4000 0.0096
392 178 2781 0.0055
393 444 1539 0.0036
394 592 3226 0.0088
395 584 2221 0.014
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Example | ICsy PI3Ko nM | 1Csy PI3Ky nM |IC5o mTOR M

306 536 2432 0.01
397 173 2073 0.00016
398 644 3909 0.00021
399 330 1691 0.0011
400 846 4099 0.0017
401 413 3247 0.002
402 543 3643 0.0018
403 314 2383 0.00075
404 63 433 0.00069
405 50 193 0.00064
406 478 1881 0.00038
407 766 2255 0.00052
408 876 3342 0.00072
409 856 4487 0.0015
410 826 5684 0.0023
411 1896 >10000 0.0036
412 1230 7483 0.0073
413 1518 >10000 0.0092
414 969 5453 0.0069
415 787 3263 0.00038
416 446 2505 0.00055
417 656 4299 0.0011
418 520 3476 0.0015
419 610 4272 0.0017
420 593 4363 0.00063
421 414 1571 0.00072
422 269 1221 0.00079
423 610 1854 0.0011
424 576 1871 0.0014
425 309 2383 0.0012
426 1224 8477 0.053
427 580 1419 0.0013
428 450 840 0.0014
429 483 1005 0.0019
430 402 484 0.0017
431 43 340 0.001
432 90 480 0.00069
433 220 1510 0.0023
434 571 4740 0.00056
435 643 4603 0.00075
436 749 3119 0.00062
437 381 1612 0.00056
438 77 663 0.00081
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Example | ICs PI3Ka nM | ICs PI3Ky nM {ICso mTOR M
439 182 1283 0.00042
440 1006 >10000 0.0012
441 970 >10000 0.0012
442 1756 >10000 0.0015
443 427 1883 0.00089
444 60 1099 0.00057
445 100 1002 0.00041
448 835 4013 0.00082
447 390 2802 0.0019
448 519 >10000 0.0023
449 287 1640 0.0019
450 76 888 0.0017
451 85 702 0.0014
452 41 502 0.00055
453 659 4273 0.0033
454 278 1490 0.0002
455 113 1390 0.0003
456 150 1547 0.0007
457 63 839 0.0002
458 33 512 (.0002
459 26 483 0.0003
460 143 1083 0.0004
461 482 4415 0.0011
462 < 0.001
463 0.017
464 0.001
465 0.001
466 0.001
467 < (.001
468 < 0.001
469 0.023
470 0.007
471 0.000
472 0.035
473 0.035
474 0.048
475 18.500
476 0.005
ar7 14.000
478 1.1 6.0 0.00089
479 <2.1 14.0 0.0017
480 13.0 53.0 0.0029
481 11.0 65.0 0.0023
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Example | 1Cs PI3Ka nM | 1Cso PI3Ky nM [ICso mMTOR M
482 0.6 10.0 0.00305
483 28.5 150.0 0.00155
484 1.0 8.0 0.00063
485 1.4 10.0 0.00125
486 1.1 7.0 0.0045
487 32.3 27.0 0.0018
488 42.0 180.0 0.0034
489 3671.7 9045.0 0.0022
490 586.0 1077.0 0.0116
491 3.5 17.0 0.0011
492 6.5 35.0 0.018
493 2024.0 1078.0 0.0325
494 16.5 104.0 0.0042
495 <1.00 6.0 0.00195
496 NA NA NA
497 3.0 19.0 0.0046
498 <1.70 2.5 0.00235
499 <1.90 4.5 0.0022
500 0.4 10.0 0.00108
501 <1.75 6.5 0.00069
502 0.5 6.0 0.001
503 0.5 1.8 :

504 1.8 10.0 0.00135
505 0.6 5.0 NA
506 0.3 7.0 NA
507 1.6 8.7 0.0032
508 <1.9 12.5 0.00097
509 11.5 662.5 0.00045
510 1.1 6.3 0.00089
511 2.3 10.3 0.00052
512 <1.9 10.0 0.00012
513 <2.4 12.0 0.00012
514 1.6 15.0 0.00017
515 . 0.4 7.6 0.00155
516 2.1 17.0 NA
517 3.4 18.5 0.00106
518 0.9 6.5 0.0011
519 <1.1 4.8 0.00071
520 1.4 8.0 0.00038
521 1.4 6.0 0.0003
522 1.4 7.5 0.00106
523 3.2 9.5 0.00043
524 0.8 10.0 0.00026
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Example | ICs PI3Ka nM | 1Cs, PI3Ky nM |ICs5; MTOR M
525 NA NA NA
526 96.5 6701.5 0.0475
527 20.5 127.0 0.0093
528 1612.0 4140.0 1.6
529 10.5 48.5 0.0155
530 92.0 705.5 0.0495
531 715 484.5 0.08
532 3.0 76.5 0.019
533 7.0 98.5 0.0705
534 2.1 11.1 0.0534
535 43.5 112.0 0.0815
536 1.5 13.0 0.0094
537 435 89.0 0.000022
538 333.0 197.0 0.000125
539 1.1 16.0 0.0000085
540 54,0 121.0 0.0000034
541 28.000 57.000 0.017
542 8.000 67.000 0.0215
543 3.500 15.500 0.042
544 3.500 20.500 0.017
545 4.000 17.000 0.0109
546 3.500 73.500 0.000225
547 11.000 70.000 0.00775
548 40,000 387.000 0.00975
549 724.000 4541 0.0265
550 47.000 374.000 0.0124
551 24.000 117.500 0.01
552 11.500 127 .000 0.00355
553 12.500 72.000 0.0195
554 15.000 156.500 0.0119
555 87.500 378.500 0.405
556 8.500 54.000 0.0044
557 18.000 64.000 0.00855
558 17.000 41.000 0.0061
559 2.000 13.500 0.01005
560 269.000 504.500 0.1
561 11.5 59.0 0.006
562 1.0 10.5 0.004
563 25 33.5 0.003
564 0.6 16.5 0.001
565 4.1 38.0 0.001
566 2.6 18.0 0.002
567 14.5 90.0 0.002
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Example | 1Cs; PI3Ka nM | 1C5 PI3Ky nM {ICso mTOR M
568 3.5 18.0 0.010
569 74.5 375.0 0.008
570 5.5 48.0 0.013
571 21.0 108.0 0.000
572 0.9 15.0 0.000
573 8.5 64.0 0.004
574 1.0 12.5 0.006
575 3.0 19.0 0.015
576 761.0 2081.0 0.140
577 63.0 104.0 0.030
578 2406.0 2511.0 2.100
579 462.0 658.0 0.120
580 465.0 1315.0 0.100
581 113.5 461.0 0.037
582 513.0 1094.0 0.230
583 123.0 718.0 0.048
584
585 65.0 131.0 0.012
586 947.0 1246.0 0.365
587 350.0 675.0 0.100
588 524.5 2249.0 0.054
589 718.0 1615.0 0.057
590 343.0 403.5 0.049
591 250.0 726.0 0.033
592 255 122.0 0.009
583 40.0 143.0 0.012
594 349.5 744.0 0.022
595 6.5 58.5 0.010
596 5.0 40.5 0.013
597 5.0 58.0 0.011
588 5.5 40.0 0.010
509 64.5 190.0 0.013
600 45.5 161.5 0.008
601 3.5 57.5 0.003
602 7.0 46.5 0.011
603 8.5 50.5 0.017
604 3.5 55.5 0.010
605 2.2 46.0 0.003
606 12.0 87.0 0.026
607 12.0 94.0 0.019
608 9.0 107.0 0.005
609 11.5 93.5 0.003
610 3.5 50.5 0.005
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Example | 1Csy PI3Ka nM | 1Cso PI3Ky nM [ICso mTOR M
611 18.5 151.5 0.013
612 55 67.0 0.061
613 3.8 535 0.001
614 27 325 0.001
615 26.5 115.5 0.001
616 4.0 585 0.001
617 2.5 27.0 0.001
618 2.0 18.5 0.001
619 33.0 137.0 (0.001
620 4.0 325 0.003
621 3.5 435 0.001
622 3.0 50.5 0.000
623 12.5 104.0 0.001
624 17.5 58.5 0.001
625 16.5 102.5 0.003
626 59.0 207.5 0.001
627 18.5 101.5 0.002
628
629 26.0 5.0 0.004
630 13.5 84.5 0.001
631 28.0 133.0 0.004
632 15.0 74.5 0.001
633 11.5 175.0 0.001
634 6.0 121.5 0.000
635 220 3775 0.000
636 231.0 468.5 0.027
637 21.5 190.5 0.004
638 16.0 1135 0.002
639 14.5 123.0 0.001
640 345.0 795.0 2.800
641 BB.5 275.5 0.007
642 69.0 254.5 0.001
843 6.2 425 0.007
644 7.8 59.5 0.001
645 105.0 230.5 0.120
646 23.0 85.5 0.006
647 24.3 107.0 0.003
648 2.0 27.0 0.003
649 6.4 38.0 0.006
650 235 103.5 0.022
651 71.0 247.5 0.014
652 36.0 845 0.004
653 41 34.0 0.007
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Example | ICs PI3Ka nM | 1C5 P13Ky nM {IC5o mTOR M

654 6.0 70.0 0.008
6855 91.5 745.5 0.625
656 73.0 651.0 0.019
657 11.5 127.5 0.385
658 415 265.0 0.020
659 3621.0 10000.0 0.720
660 7.5 168.5 0.305
661 56.5 461.5 0.580
662 34.3 197.0 0.770
663 47.3 296.0 0.580
664 NA NA NA
665 710 283.5 0.445
666 1.5 662.5 0.000
667 102 1081 (.000405
668 122 625.000 0.00056
669 8.0 89.0 0.00048
670 50 53.0 0.000212
671 17.5 150.5 0.000505
672 385 1545 0.00105
673 7.0 98.7 0.00043
674 14.0 74.5 0.000325
675 21.0 135.5 0.00066
676 69.5 122.0 0.0013
677 86.5 280.0 0.00335
678 21.3 45.3 0.001168
679 1575.0 9500.0 0.0135
680 504.0 2083.0 0.0036
681 2547 >10,000 0.091
682 84.3 1282.5 0.0885
683 121.3 1329.0 0.025
6584 154.3 2345.0 0.0235
685 7.0 26.5 0.000825
686 7.0 540.0 0.026
687 4.0 395 0.00485
688 3.0 355 0.008
689 217.4 2482 0.03902
690 5.0 835 0.000525
691 8.0 189.0 0.00135
692 32 29.0 0.00375
693 69.0 288.0 0.00135
694 2.0 40.06 0.000245
685 4.0 70.5 0.00028
696 4.5 73.5 0.000275

222




WO 2009/143313 PCT/US2009/044774

Example | ICs; PI3Ko nM | ICs; PI3Ky nM |ICs; mTOR M
697 27 427 0.000459
698 2.7 447 0.000302
699 5.0 62.5 0.0003
700 25 41.5 0.00053
701 2.0 25.0 0.00036
702 6.5 1255 0.000555
703 15 23.5 0.00051
704 7217 >10,000 2.35
705 13.5 132.0 0.0124
706 25.5 336.0 0.0145
707 14.0 2345 0.034
708 39.5 8890.5 0.043
709 20.0 182.5 0.0245
710 15.5 1435 0.034
711 207.5 4919.5 0.02
712 9.5 117.0 0.00855
713 36.0 4440 0.0009
714 15.5 69.0 0.00645
715 59.5 146.5 0.006
716 NA NA NA
717 444.0 5874.0 0.000395
718 40.5 210.5 0.055
719 17.5 96.0 0.00015
720 0.4 7.0 0.0077
721 0.6 10.5 0.00565
722 0.8 9.5 0.0145
723 1.3 13.5 0.0225
724 15 40 0.0185
725 2.0 20.5 0.0082
726 25.0 216.5 0.0025
727 21.0 189.5 0.000805
728 10.5 47.0 0.00038
729 14.5 100.0 0.00185
730 15.5 64.5 0.0043
731 33.0 413.0 0.059
732 44.0 478.0 0.069
733 315 412.0 0.0755
734 25.5 210.0 0.0595
735 26.5 289.5 0.1225
736 9.5 53.5 0.0036
737 7.0 30.0 0.00445
738 NA NA NA
739 NA NA NA
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Example | 1Cs; PI3Ko nM | ICs;, PI3Ky nM_[ICsc mTOR M
740 11.5 34.5 0.00405
741 2188 4081 2.80
742 97.0 166.0 0.145
743 368.0 711.0 0.19
744 1501.0 3693.0 0.068
745 764.0 533.0 0.47
746 235 99.0 0.001265
747 40.0 44.0 0.00345
748 NA NA NA
749 59.0 163.5 0.002
750 NA NA NA
751 143.0 4035 0.003
752 1.2 18.5 0.00029
753 2.0 31.0 0.000315
754 3.0 28.0 0.000327
755 2.0 26.5 0.00057
756 0.5 7.0 0.0002
757 55 37.5 0.00028
758 2.0 16.0 0.00017
759 2.0 38.0 0.00018
760 4.3 28.3 0.00021
761 2.0 19.0 0.00012
762 27 19.7 0.000428
763 3.0 24.0 0.000445
764 8.5 67.5 0.00021
765 8.5 78.5 0.000195
766 24.0 85.5 0.001315
767 2.1 17.0 0.0002
768 1.2 18.5 0.000115
769 2.1 17.5 0.00023
770 30.5 99.0 0.00027
771 19.5 66.0 0.000215
772 0.8 9.5 0.00029
773 3.0 36.5 0.000305
774 2.0 415 0.00023
775 25 46.5 0.00023
776 3.0 295 0.000345
777 4.0 39.0 0.000265
778 11.5 126.0 0.00028
779 4.2 49.7 0.00023
780 NA NA NA
781 136.0 374.5 0.0305
782 124.5 2515 0.11
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Example | 1Cs; PI3Ka nM | 1Cs PI3Ky nM {ICs5; mTOR M
783 346.0 736.0 0.295
784 40.5 174.0 0.088
785 6.0 455 0.0555
786 30.5 128.0 0.089
787 10.5 1455 0.0585
788 13.0 160.0 0.026
789 870.0 1163.0 0.059
790 2440 593.0 0.065
791 12.5 64.5 (.00068
792 3.3 355 0.00081
793 1.0 15.0 0.00042
794 4.1 26.0 0.00063
795 2.7 26.5 0.000425
796 2.6 315 0.00039
797 11.5 76.0 0.0013
798 41 43.5 0.000445
739 5.0 71.5 0.0005
800 5.5 35.5 0.00072
801 5.0 38.0 0.000455
802 3.5 23.0 0.000675
803 3.0 29.0 0.00019
804 6.0 59.5 0.000425
805 6.5 64.0 0.000415
806 45 47.0 0.00024
807 Na NA NA
808 381.0 1261.0 0.26
809 395.0 2189.0 0.067
810 2.8 305 0.00205
811 3.2 335 0.0015
812 2.8 305 0.002
813 3.1 30.0 0.0019
814 0.8 10.0 0.00105
815 1.9 24.0 (.000765
818 2.4 26.0 0.001065
817 NA NA NA
818 37.7 185.0 0.002
819 44,0 3575 0.017
820 6.1 67.0 0.000515
821 9.3 58.3 0.0034
822 3.0 315 (.000335
823 661.0 2788.0 0.0000015
824 2 17 NA
825 2 13 NA
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Example | ICg PI3Ko nM | ICs; PI3Ky nM |ICso mTOR M
826 15 96 1.200
827 71.000 283.500 445.000
828 47.333 296.000 580.000
829 34.333 187.000 770.000
830 2.125 10.800 0.393
831 0.950 7.500 0.635
832 1.350 10.500 1.250
833 2.575 B.250 0.430
834 0.750 10.000 0.255
835 4.150 18.500 8.5560
836 5.000 17.500 4.050
337 11.900 75.000 1.450
838 4.950 24.500 0.965
839 6.650 29.000 2.500
840 5.150 15.000 1.700
841 6.500 107.500 0.990
842 3.550 54.500 0.325
843 28.500 291.000 1500.000
844 21.000 237.500 345.000
845 0.250 2.750 1.300
848 3.500 22.500 485.000
847 10.500 87.500 165.000
848 1.050 6.000 2.200
849 0.300 3.167 0.865
850 0.650 6.100 1.200
851 0.850 5.600 1.010
852 0.400 5.550 1.250
853 0.300 5.050 1.400
854 8.840 164.000 260.000
855 54.000 864.000 305.006
856 28.500 532.000 11.000
857 10.000 145.500 660.000
858 5.000 134.500 290.000
859 17.850 239.500 830.000
860 57.000 434 500 150.000
861 4.000 56.000 425.000
862 23.500 154.000 835.000
863 2.100 8.000 3.600
864 1.000 7.500 5.250
865 2.450 12.0600 1.350
866 1.600 16.500 0.980
867 0.400 7.000 0.610
868 0.650 4,500
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Example | ICsy PI3Ka nM

ICse PI3Ky nM

ICsamTOR M

869

0.600

8.500

Table 3 shows the results of the described h8MG-1 kinase assay.

Table 4 shows the results of the described MDA-MB-361, PC3-mm2, and LNCap

assays.

Yable 3
hSMG-1 IC5,
Exampie (uM)
462 0.001
463 0.510
464 0.003
465 0.005
466 0.000
467 0.000
468 <0.000
469 0.130
470 0.195
471 0.005
472 0.200
473 3.650
474 5.650
475 =20
476 0.019
477 9.250

Table 4
Example G N:;E(:S)f‘ MB- 1 i F()r?l‘iimmz 1050( ;_;j?ap
. (nM)
1 45.0 43.0
2 45.0 43.0
3 45.0 43.0
4 45.0 43.0
5 45.0 43.0
6 45.0 43.0
7 ND ND
8 407.0 293.0
9 102.0 161.0
10 2709.0 1782.0
11 794.0 5630.5
12 ND ND
13 603.0 8450
14 376.0 590.0
15 255.0 328.0
16 ND ND
17 501.0 . 004.0
18 2656.0 7102.0
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panle | 381 | 1CxPCImm2 | ICaLNCap
(nM)
19 1031.0 1596.0
20 > 10000 > 10000
21 129.0 246.0
22 1424.0 24450
23 104.0 147.0
24 122.0 142.0
25 264.0 258.0
26 ND ND 190.0
27 ND ND 3560.0
28 ND ND 2.4
29 ND ND 180.0
30 ND ND 90.0
31 ND ND 45.0
32 ND ND 0.7
33 ND ND
34 28.0 41.0
35 225 27.5
36 73.0 98.0
37 98.0 176.0
38 15.0 28.0
39 22.0 30.0
40 <30 62.0
41 167.0 301.0
42 345.0 3600.0
43 35.8 40.0
44 ND ND
45 ND ND
46 ND ND
47 116.0 95.0
48 38.0 48.0
49 84.0 79.0
50 36.0 39.0
51 < 30 < 30
52 <30 49.0
53 662.0 987.0
54 133.0 214.0
58 ND ND
56 ND ND
57 119.0 187.0
58 115.0 45.0
59 14.0 16.0
60 83.0 92.0
61 48.0 23.0
62 27.0 34.0

228




WO 2009/143313

PCT/US2009/044774

“MB-
Example Co hggf Bl ice i?r?ﬁ;mmz ‘Cm{rl]ﬁ)cap
{nM)
63 69.0 62.0
64 ND ND
65 151.0 267.0
66 59.0 66.0
67 816.0 28.0
68 <3 11.0
89 10.0 13.0
70 19.0 24.0
71 <9.8 18.3
72 1.0 13.0
73 30.0 107.0
74 <3 8.3
75 <3 7.0
76 4.0 13.1
77 < 30 < 30
78 68.0 31.0
79 ND 320.0
80 ND 320.0
81 ND ND
82 ND ND
83 ND ND
84 ND ND
85 ND N
86 ND ND
87 ND ND
88 ND ND
89 30.0 47.0
a0 18.0 19.0
a1 25.0 1567.0
92 140.0 87.0
93 42.0 60.0
g4 54.0 82.0
95 333.0 364.0
96 5.0 33.0
g7 < 30 520
98 ND ND
el ND ND
100 56.0 56.0
101 327 37.3 3.0
102 592.0 854.0
103 2917.0 4453.0
104 412.0 684.0
105 3710.0 > 10000
106 ND ND 370.0
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Example 1Coo "ggf”MB' ICso PC3-mm2 | ICs LNCap
(nM) (nM) (nM)
107 ND ND 1000.0
108 ND ND 320.0
109 ND ND 1900.0
110 ND ND 220.0
111 ND ND 58.0
112 ND ND 300.0
113 ND ND 1200
114 ND ND 38.0
115 ND ND 200.0
116 ND ND 70.0
117 ND ND 700.0
118 ND ND 3000.0
119 ND ND 2800.0
120 ND ND 1200.0
121 ND ND 1000.0
122 ND ND 900.0
123 ND ND 4100.0
124 ND ND 1950.0
125 ND ND 1000.0
126 ND ND 1300.0
127 ND ND 1350.0
128 ND ND 30000.0
129 ND ND
130 191.0 416.0
131 696.0 8300
132 586.0 1012.0
133 795.0 1950.0
134 805.0 857.0
135 533.0 509.0
136 ND ND
137 582.0 551.0
138 ND ND 680.0
139 ND ND 180.0
140 225 279
141 ND ND
142 5 33
143 ND 57
144 ND ND 1500
145 ND D 5
146 ND ND 5
147 ND ND 7000
148 ND ND 680
149 ND ND 32000
150 ND ND 290
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ICso MDA-MB- | 1 pC3.mm2 | I1Ce LNCap

Exampie (i?\;) (nM) (nM)

151 ND 14

152 9 14

753 ND ND 4200

154 ND ND 22000

755 ND ND 400

156 ND ND 22000

157 ND ND 2700

158 ND ND 49

159 ND ND 12

760 ND ND 220

1619 328 675

162 ND ND

163 10.7 283

64 ND ND

768 210 333

166 134 249

167 ND 10

768 ND ND

169 ND ND 5000

170 ND ND 4500

Nz ND ND 5200

172 ND ND 9500

73 ND ND 2500

74 ND ND 425

175 ND ND 65

176 ND ND 1600

o ND ND 600

78 ND ND 850

779 ND 8.333

780 ND ND 5800

T8 ND ND 3400

182 ND ND 3500

183 ND ND 8500

184 1246 5064

785 5 13

786 473 703

767 11 41

788 ND ND

189 84 99

750 ND ND 950

191 ND ND 220

192 ND ND 620

163 ND ND 105

194 ND ND 600
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ICso MDA-MB- | 1o bC3-mm2 | 1Cx LNCap
Example o) " (oM) (M)
195 ND ND
196 50 82
197 7 49
758 ND 43
199 9% 93
200 162 548
201 29 44
563 ND ND 700
203 ND ND 78
504 ND ND 6000
505 ND ND 400
206 ND ND 5100
207 ND ND 33.333
208 ND ND 50
569 174 278
510 ND ND
211 254 389
312 ND ND 420
513 ND ND 420
514 ND ND 700
575 ND ND 30
216 0 ND 50
517 ND ND 13
18 ND ND 12
219 ND ND 40
220 ND ND 0
551 ND ND 120
555 ND ND 10
223 187 529
524 ND ND
555 ND ND
526 ND ND
257 7405 4026
728 3624 7174
726 35.75 40
530 ND ND
31 20 121
232 38 177
733 1214 3337
73 ND ND 10000
235 ND ND 7900
736 22,333 67
237 58 69
738 53 61
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ICso MDA-MB- | |~ bCamm2 | ICx LNCap

Example (?1?\;) M) (nM)

55 184 317

240 ND 12

241 2 135

243 1 49

553 15 34

544 ND 71

245 110 374

246 35 o1

247 30 111

548 ND 69

249 ) 142

350 1 31

557 ND 65

253 519 747

253 12 574

254 ND ND

555 174 328

756 ND ND

257 ND ND

358 ND ND 60

555 ND ND 580

260 ND ND 380

261 ND ND 30

262 ND ND 22

263 68 31

564 ND ND

265 ND ND 1.7

266 ND ND

267 o4 300

568 59 107 38

569 ND 144

270 307 953

271 68 129

575 70 340

573 7 80

74 1000 1491

275 3100 4309

276 1347 1654

577 530 572

578 2597 3701

279 178 247

280 176 404

281 ND ND

365 83 Y
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ICso MDA-MB- | |\~ beamm2 | 1Cs LNCap

Example (?1?\;) (M) (M)

283 12.333 33.333

284 12 36.333

585 ND ND 4

586 ND ND 32000

287 ND ND

768 ND ND 3

289 ND ND 3

350 ND ND

291 ND ND

557 ND ND

553 ND ND

204 69 154

295 133 189

296 83 133

557 115 290

258 38 165

799 73 219

360 297 340

301 430 759

02 299 530

303 ND ND 0.8

304 7 39.333

308 4 76

306 7 30

307 ND 362

308 2 53

300 64 109

310 4 117

311 126 366

312 ND ND 80

313 ND ND 100

314 ND ND 550

B ND ND 300

316 ND ND 320

377 ND ND 120

318 ND ND 1000

379 ND ND 220

320 32.333 73.667

32 106 325

323 13 86

323 ND 77

34 4 35

325 ND ND 310

326 ND ND 580
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e ICs MDA-MB- | o B3 mm2 | 1Cs LNCap
xample 361 () (nM)
(M)
327 ND ND 400
328 ND ND 1500
329 ND ND 5900
330 ND ND 260
331 0 0 0
332 0 0 0
333 0 0 0
334 0 0 0
335 0 0 0
336 56 45 0
337 142 373
338 122 266
339 ND ND
340 ND ND
341 150 237
342 1256 2429
343 ND ND
344 ND ND
345 554 395
346 ND ND
347 ND ND 9
348 ND ND
349 87 81
350 ND 8.5
351 50 66
352 ND ND <08
353 ND ND <08
354 ND ND 310
355 ND ND 580
356 ND ND 400
357 ND ND 1500
358 ND ND 5900
359 ND ND 260
360 ND ND 10000
361 ND ND 22
362 ND ND 1
363 ND ND 12
364 ND ND 70
365 ND ND 3
366 ND ND 28
367 ND ND 5
368 ND ND 0.7
369 ND ND 3
370 ND ND 08
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Exampie G N:;g? MB- 1 1G5 PC3-mm2 ICs LNCap
(M) (nM) {nM)
37 ND ND 08
372 ND ND 08
373 ND ND T
374 ND ND <08
375 ND ND <08
376 ND ND 50
377 ND ND 50
378 ND ND 5
379 ND ND 720
380 ND ND 300
381 ND ND 140
382 ND ND 48
383 ND ND 150
384 ND ND 50
385 ND ND 70
386 ND ND 140
387 ND ND 70
388 ND ND 110
389 ND ND 240
390 ND ND 650
391 ND ND 300
392 ND ND 480
393 ND ND 580
394 ND ND 800
385 ND ND 590
398 ND ND 280
397 ND ND 5
398 ND ND 75
389 ND ND 3
400 ND ND 12
401 ND ND 51
402 ND ND 7
403 ND ND 8
404 ND ND 50
405 ND ND 25
408 ND ND >4
407 ND ND o8
408 ND ND )
409 ND ND 50
410 ND ND 110
411 ND ND 550
412 ND ND 5E
413 ND ND 150
414 ND ND 120
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e Cso MDA-MB- | |\ pcamm2 | ICk LNCap
xample 361
ht (nM) (nM)
418 ND ND 55
416 ND ND 12
7 ND T3} 3
318 ND ND 20
479 ND ND 12
420 ND ND 2
421 ND ND 7
32 ND ND 5
33 ND ND 78
424 ND ND 1
425 ND ND 28
%6 ND ND 760
457 ND ND 7
a8 ND ND 1
425 ND ND 5
FED ND ND 16
431 ND ND <08
432 ND ND <038
233 ND ND 70
434 ND ND <08
435 ND ND 2
43 ND ND 70
a5 ND ND 7
338 ND ND <038
439 ND ND 1
440 ND KD 7
341 ND ND 3
442 ND ND 73
73 ND ND 8
444 ND ND <08
445 ND ND <08
4% ND ND 15
447 ND ND 8
458 KD ND 18
449 ND ND 20
450 ND ND <08
51 ND ND <08
455 ND ND <08
453 ND ND 30
454 ND ND <08
455 ND ND <038
456 ND ND <038
457 ND ND <038
458 KD ND 8
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Example Cso Agg;\-ma- ICsp PC3-mm2 [Csy LNCap

(M) (n) {nM}

459 ND ND <08

460 ND ND <08

461 ND ND 68

462 ND ND ND

463 ND ND ND

484 ND ND ND

465 ND ND ND

486 ND ND 420

467 ND ND 170

468 ND ND 50

469 ND ND 2800

470 ND ND 1000

471 ND ND 130

472 ND ND 3800

473 ND ND ND

474 ND ND ND

475 ND ND ND

478 ND ND ND

477 ND ND ND

478 < 3.080 8.5

479 6 21

480 ND ND

481 ND ND

482 ND ND

483 ND ND

484 ND ND

485 ND ND

486 7.0 39.3

487 175.0 338.0

488 ND ND

489 ND ND 4300

490 ND ND

491 8.0 35.0

482 26.0 57.0

493 ND ND

494 115.0 276.0

495 4.0 13.1

496 ND ND

497 50.0 66.0

498 4.0 16.5

499 21.0 31.0

500 1.0 6.5

501 <31 41

502 4.0 11.0
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Bampe | 31 | 'CoPCITMZ | 1Cq LNCap
(hM)

503 7.5 12.5
504 22.5 25.5
505 12.3 33.3
506 <217 12
507 10.7 28.3
508 12.0 36.3
509 ND ND <08
510 ND ND
511 2.0 10.0
512 1.0 8.0
513 2.0 13.0
514 <32 12
515 3 12
516 ND ND
517 18.0 7.0
518 40 24.0
519 3.0 9.0
520 5.0 18.0
521 8.0 27.0
522 3.0 1.0
523 ND ND
524 ND ND
525 ND ND
526 ND ND
527 1256.0 2428.0
528 ND ND
528 150.0 237.0
530 ND ND
531 ND ND
532 122.0 266.0
533 142.0 373.0
534 323 73.7
535 554.0 395.0
536 22.3 67.0
537 <31 < 31
538 ND ND
539 9.0 161.0
540 165.0 309.0
541 964.0 1764.0
542 281.0 569.0
543 <31 262.0
544 58.0 253.0
545 30.0 219.0
546 7.0 25.0
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Example 1Cs0 “g'é’f"MB” ICso PC3-mm2 | ICso LNCap
(nM) (nM} (nM}
547 68.0 187.0
548 524.0 869.0
549 ND ND
550 315.0 711.0
551 106.0 270.0
552 105.0 243.0
553 113.0 5220
554 521.0 >1000
555 ND ND
556 128.0 378.0
557 34.0 31.0
558 751.0 939.0
559 8.0 149.0
560 ND ND
561 66.0 218.0
562 3.0 93.0
563 10.0 171.0
564 1.0 7.0
565 . 8.0 27.0
566 28.0 55.0
567 106.0 130.0
568 - 18.0 107.0
568 ND ND
570 28.0 344.0
571 90.0 168.0
572 13.0 56.0
573 98.0 206.0
574 6.0 25.0
575 15.0 242.0
576 ND ND
577 ND ND
578 ND ND
579 ND ND
580 ND ND
581 ND ND
562 ND ND
583 ND NI
584 ND ND
585 ND ND
586 ND ND
587 ND ND
588 ND ND
589 ND ND
590 ND ND
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exampe | s | 1CoPCamm2 | 1Cx LNCap
o (nM) (nM)

591 ND ND

592 239.0 718.0
593 >1000 >1000
594 ND ND

595 43.0 193.0
596 26.0 155.0
597 450 3200
598 22.0 214.0
599 ND ND

600 ND ND

601 220 155.0
602 17.0 122.0
603 17.0 137.0
604 40 73.0

605 7.0 92.0

606 28.0 173.0
607 240 213.0
608 52.0 208.0
609 240 26.0

610 28.0 297.0
611 194.0 581.0
612 38.0 227.0
613 6.0 21.0
614 4.0 15.0
615 88.0 123.0
616 40 21.0
617 2.0 17.0
618 2.0 13.0
619 ND ND

620 4.0 16.0
621 8.0 35.0
622 5.0 35.0
623 6.0 32.0
624 40 19.0
625 12.0 43.0
626 ND ND

627 16.0 55.0
628 ND ND

629 28.0 133.0
630 5.0 23.0
631 28.0 120.0
632 9.0 38.0
633 15.0 64.0
634 5.0 16.0
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Exampie ICs0 f\gg:\-MB— ICso ]:()ga.).mmZ 1050( rl}—l\!:)cap
{nM)

635 26.0 106.0
636 ND ND
637 26.0 620
638 9.0 44.0
639 16.0 270
640 ND ND
641 ND ND
642 ND ND
643 18.0 59.0
644 51.0 185.0
645 ND ND
646 32.0 223.0
647 46.0 136.0
648 12.0 34.0
649 9.0 37.0
650 ND ND
651 ND ND
652 ND ND
653 ND ND
654 ND ND
655 ND ND
656 ND ND
657 ND ND
658 ND ND
650 ND ND
660 ND ND
661 ND D
662 ND ND
663 ND ND
664 ND ND
665 ND ND
666 ND ND
667 ND ND 60.0
668 ND ND 0.8
669 28.0 710
670 225 275
671 73.0 88.0
672 98.0 176.0
673 15.0 28.0
674 22.0 300
675 <30 62.0
676 167.0 301.0
677 345.0 3600.0
676 35.8 40.0
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Example G0 hgte}:\‘MBm ICsp PC3-mm2 ICz LNCap
(n1) {(nM) {(nM)

679 ND ND
680 ND ND
681 ND ND
682 1044.0 766.0
683 673.0 584.0
684 806.0 1015.0
685 >10000 >10000
686 569.0 1105.0
687 355.0 3890
688 1412.0 1950.0
689 53.0 85.0
680 112.0 405.0
691 52.0 131.0
692 97.0 3286.0
693 ND ND
694 <3 11.0 .
695 8.0 7.0
686 13.0 13.0
697 < 30 < 30
698 <3 8.0
£99 36.0 40.0
700 5.0 20.0
701 < 30 < 30
702 20 40
703 <3 130
704 ND ND
705 191.0 416.0
706 696.0 839.0
707 536.0 1012.0
708 795.0 1950.0
709 805.0 857.0
710 533.0 500.0
711 ND ND
712 582.0 551.0
713 260 44.0
714 162.0 248.0
715 254.0 389.0
716 ND ND
717 ND ND <0.8
718 39240 7174.0
719 < 31 < 31
720 15.0 34.0
2 <31 71.0
722 110.0 374.0
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Example 1Cso “gg?'MB" ICs PC3-mm2 ICs LNCap
(nM) (M) (nM)

723 35.0 91.0
724 30.0 111.0
725 < 31 69.0
726 92.0 142.0
727 14.0 210
728 59.0 107.0 38.000
729 < 31 < 31
730 94.0 200.0
731 1000.0 1491.0
732 3100.0 4309.0
733 1347.0 1654.0
734 530.0 572.0
735 2297.0 3701.0
736 176.0 247.0
737 176.0 4040
738 ND ND
739 ND ND
740 83.0 84.0
741 ND ND
742 ND ND
743 ND ND
744 ND ND
745 ND ND
748 83.0 118.0
747 56.0 45.0
748 ND ND
749 87.0 81.0
750 ND ND
751 144.0 238.0
752 <3 6.0
753 4.0 14.0
754 31.3 70.8
755 3.0 13.0
756 <3 12.000
757 <3 6.000
758 3.0 14.0
759 1.0 10.0
760 0.0 4.0
761 <3 4.0
762 8.0 7.0
763 4.0 o
764 628.0 678.0
765 210 570
766 26.0 500
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Example 1Ceo “ggf"MB' ICso PC3-mm2 | ICs LNCap
(M) (nM) (nM)
767 5.0 13.0
768 7.0 8.0
769 6.0 14.0
770 40.0 25.0
771 >1000 >1000
772 5.0 15.0
773 4.0 6.0
774 14.0 19.0
775 5.0 7.0
776 <3.2 6.0
777 2.0 4.0
778 17.0 29.0
779 13.0 23.0
780 ND ND
781 ND ND
782 ND ND
783 ND ND
784 >1000 >1000
785 >1000 >1000
786 >1000 >1000
787 >1000 >1000
788 >1000 >1000
789 ND ND
790 ND ND
791 11.0 42.0
792 2.0 16.0
793 2.0 26.0
794 2.0 20.0
795 <3.2 10.0
796 2.0 18.0
797 11.0 29.0
798 3.0 24.0
799 <3.2 24.0
800 1.0 11.0
801 3.0 32.0
802 3.0 50.0
803 1.0 6.0
804 3.0 11.0
805 3.0 13.0
806 <3.2 8.0
807 35.000 37.000
808 ND ND
809 ND ND
810 2.0 26.0
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mampe | e | 1CaPCImm2 | (G LNCep
{nM)

811 2.0 19.0

812 3.0 23.0

813 <3.2 24.0

814 40 37.0

815 3.0 24.0

816 240 11.0

817 ND ND

818 129.0 237.0

819 4420 768.0

820 ND ND

821 ND ND

822 ND ND

823 ND ND 55.0
823 ND ND

825 ND ND

826 >1000 >1000

Wh‘iEe particular aspects of the present invention have been illustrated and described, it
would be obvious to those skilled in the art that various other changes and modifications can be
made without departing from the spirit and scope of the invention. It is therefore intended to
cover in the appended claims all such changes and modifications that are within the scope of
this invention.

Throughout this application, various publications are referenced. The disciosures of
these publications in their entireties are hereby incorporated by reference into this application in
order to more fully describe the state of the art as known to those skilled therein as of the date
of the invention described and claimed herein.
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WHAT IS CLAIMED 18:
1. A compound of the Formula I:

wherein:
R'is
R7
RG
wherein:

R R’, R%, R® are each independently selected from the group consisting of a hydrogen
atom, and a C,-Cealky! optionally substituted with C,-Cealkenyl, C4-Cealkadienyl, Cx-Cealkynyl or
C4-Cealkadiyryi;

or one of R° and R” or R® and R?, together with the carbon atoms to which they are
attached form an optionally substituted 5-8 membered saturated or unsaturated ring containing
0, 1 or 2 atoms independently selected from O, NH and S;

the dashed ling - - - - - represents an optional second bond;

R? is optionally substituted Cg-C1aaryi-NH-COR?, optionally substituted Cy-Cgheteroaryl-
NH-COR?®, -CH=CH-C¢-C1pary-NH-COR? or -CH=CH-C,-Csheteroaryl-NH-COR?;

R® is OR®, NR°R® or NHR?;

R® is independently selected from the group consisting of C1-Cealkyl, Cs-Cealkenyl, Cs-
Cealkynyl, optionally substituted Cg-Ciparyl, C.-Cghaloalkyl, optionally substituted C.-
Coheteroaryl, C.-Cshydroxylalkyl-, Cs-Cipsaturated or unsaturated mono or bicyclic Cs
C1goycioalkyl optionally substituted with OH, NR''R"" or 3-7 membered C.-Cgheterocyclyl, and
3-10 membered saturated or unsaturated mono or bicyclic C-Cgheterocyclyl, with the proviso
that three-membered cycloalkyl and heterocyclyl rings are saturated;

or two R’ groups taken together with the nitrogen atom to which they are attached form a
3 to 8 membered ring system optionally substituted with C-Cealkyl, which ring system is
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saturated or unsaturated and has, in addition to said nitrogen atom, 0 to 2 heteroatom ring
members selected from O, S, S(O), S(0); and NR'®;

R" is selected from the group consisting of H, Ci-Cealkyl, -S0,(C+-Csalkyl), -COO(C1-
Cealkyl), -CONH(C1-Cgalkyl), -CON(C:-Cealkyl)z, -CO(C4-Cealkyl), and -SO.NHR™;

R'" is selected from the group consisting of H, C4-Cealkyl optionally substituted with OH,
NR'R™ or a 3-7 membered Ci-Cgheterocyclyl, -CO(C;-Cealkyl), optionally substituted Ce-
Cioaryl, and optionally substituted C4-Cgheteroaryl;

R*is selected from the group consisting of. a) C+-Csalkyloptionally substituted with: i) 3-
10 membered Ci-Cyheterocyclyl optionally substituted with C,-Cealkyl-, i) HoN-, iii) (Cs-
Cealkyl)NH-, iv) (Cs-Caalkyl)oN-, v} NH(CH2).N(C-Csalkyl); wherein a is 2, 3 or 4, and vi) CHO,
b) Cs-Cealkenyl, ¢) Cs-Csalkynyl, d) -O-C,-Cealkyl optionally substituted with -0O-C,-Csalkyl, e} ~
0O-Cs-Caalkenyl, f) «O-C3-Csalkynyl, g) saturated or unsaturated mono or bicyclic Cs-Cacycloalkyl,
and h) saturated or unsaturated mono or bicyclic -O-C3-Cocycicalkyl, all the above optionally
substituted with OH, NR''R" or a 3-7 membered C,-Cgheterocyclyl optionally substituted with
C+-Csalkyl-, provided that an OH or NR''R" is not directly bonded to a carbon atom that is
double- or ftriple-honded to another carbon atom; i) -CH=CH-CgCoaryl; j} -CH=CH-C:-
Coheteroary!; k) optionally substituted Ce-Cioaryl; ) optionally substituted 5-10 membered C-
Coheteroaryl attached fo the triazine moiety via a carbon atom; m) 3-10 membered saturated or
unsaturated monocyclic Cy-Csheterocyclyl attached to the triazine moiety through a carbon or
nitrogen atom and optionally substituted with from 1 to 3 substituents independently selected
from: OH, NR"R", C;-Cealkyl, {C+-Cealkyhamido-, (C-Cealkyl}C(O)-, (Ci-Csalkoxy)carbonyl-,
adamantyl, C+-Cghydroxylalkyl-, {C1-Cgalkyl)amido-; or a 3-7 membered C.-Cgheterocyclyl, with
the proviso that 3 membered heterocyclyl is saturated and attached to the triazine moiety
through a nitrogen atom, and 5 membered bicyclic heterocyclyl is saturated; n) optionally
substituted -O-Cg-Cyoaryl; o) optionally substituted -O-C;-Cgheteroaryi; p) -O-(3-12 membered
saturated or unsaturated monc or bicyclic)C+-Csheterocyclyl optionally substituted with (C-
Ceatkoxy)carbonyl-, H;NS(O)-, or C+-Cealky! further optionally substituted with OH, NR*'R"" or a
3-7 membered Ci-Cgheterocyclyl, with the proviso that three membered heterocycly! is
saturated; q) -NHCs-Cearyl, r) -NHC,-Cgheteroaryl, s) -NHNH,, t) -NHNHC,-Cealkyl, u) -
NHN(C-Cgalkyl)z, v) -NHOH, w) -COOH, x) -COO-C1-Cealkyl, y) -CONR™R™, z) -NR'?R™,
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R R Rﬁ) <R7

aa) E“E“Ni:] bb) %wN“N ) cc) %——E-—N Z dd) §WN> <Z
<] 8

R® RS RR

wherein Z is CH,, O, S(0), or NR™ and nis 0, 1 or 2;
ee) halogen, ff) Ce-Caaryl-S(0O)-NH-, gg) R"NHC(O)NH-0O-, and hh) optionally substituted 5-
membered monocyclic Ci-Ciheteroaryl attached to the triazine moiety via a nitrogen atorm;

R' and R™ are each independently selected from H, optionally mono or disubstituted
C:-Cgalkyl, optionaily substituted C;-Csalkenyl, and optionally substituted Cs-Csalkynyl, the
optional substituents being sefected from Ci-Cgalkoxy, OH, NR''R'', and 3-7 membered C;-
Ceheterocyclyl, provided that an OH or NR''R" is not directly bonded to a carbon atom that is
double- or triple-honded to another carbon atom;

or R'? and R™ taken together with the nitrogen atom to which they are attached form a 3
to 8 membered monocyclic ring system optionally substituted with C,-Csalkyl, which ring system
is saturated or unsaturated and has, in addition to said nitrogen atom, 0 to 2 heteroatem ring
members selected from O, $(0), and NR'®;

or R' and R" taken together with the nitrogen atom to which they are attached form

(GH2)x
f?[ o DA
N N
- [N N [NQ—N E N

I R“’
wherein a and b are each independently -CH,-, O, §, or NR'®, and x is 1-3;
C+-Cgheteroaryl refers to a 5-10 membered aromatic ring system having one or more

rings and 1, 2, 3 or 4 ring members independently selected from O, NR™, and S(O),;
C+-Csheterocyclyl refers to a 3-10 membered ring system having one or more rings and

1, 2, 3 or 4 ring members independently selected from O, NR™, and S(0).; and
optionally substituted aryl and heteroaryl groups are unsubstituted or are substituted with

1 or 2 moieties selected from the group consisting of: a) C4-Cealky! optionally substituted with

OH, NHj, NH(C,-Cealkyl), N{C-Cealkyl)e, -NH{CH2).N{C+-Cealkyl). wherein w is 2, 3 or 4, or 3-

10 membered C-Cgheterocyclyl optionally substituted with from 1 fo 3 independently selected

C+-Cealkyl- substituents; b) halogen; ¢) hydroxy; d) NHz; &) NOg; T} SO:NH.; g) COOH; h)

COO(C+-Cealkyl); i)y NHCOO(C:-Cealkyl); j) NH(C:-Cealkyl); k) N(C:-Cealkyl)s; 1) COINRR®,

wherein R® is H or Ci-Cealkyl, and R® is H, C;-Csalkyl, (Ce-Cuarylalkyl-, or (Cs-

Cgheteroarylyalkyl-; m) -Y-Q, wherein Y is: i) O, i) NH, iii) N(C-Cealkyl), iv) NHSO,, v} SO:NH,

vi) NHCONH, vii) NHCON(C-Cealkyl), viii) S(O)q, g is 0, 1 or 2, ix) -C(O)NH-, x) -NHC(O)- xi) -

C(O)N(CHa)-, xil) C(O), or xiii) absent, and Q is selected from: i) Ce-Croaryl, optionally

substituted with from 1 to 3 substituents independently selected from: A) C,-Csalkoxy- optionally

substituted with 1). HaoN-, 2) {C4-Cealkyl)amino-, 3) di(Cs-Cgalkyl)amino-, 4) C.-Cgheterocyciyi-
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optionally substituted by Ci-Cealkyl-, or 5) hydroxyl, B) (C-Csalkoxy)carbonyt-, C) (Ci-
Csalkoxy)C{ONH-, D) C,-Cealkyl- optionally substituted with 1) H:N-, 2) (C:-Cealkyl)amino-, or
3) di{C4-Cealkyhlamino-, E) (C,-Cealkyl)amino-, F) di{C-Cealkyl)amino-, G) {C4-Cealkyl)amido-
optionally substituted with 1) HuN-, 2} (C4-Cealkyhamino-, or 3) di(Cs-Cealkyl)amino-, H) {C4-
Cealkyl)carboxyamido-, 1} Ci-Coheterocyclyl- optionally substituted by C.Cealkyl- or Cs-
Cshydroxylalkyk-, J) heterocyclyl{C4-Cgalkyl)- optionally substituted by C4-Cealkyl-, K) halogen, L}
hydroxyl, M) C+-Cghydroxylalkyl-, N} perfluoro(C,-Ceglalkyl-, O) H:N-, P} O:N-, Q) HNSO2-, R)
HO,C-, and S) NC-, ii} 5-10 membered C-Cgheteroaryl, optionally substituted with from 1 to 3
substituents independently selected from: A) C,-Csalkoxy- optionally substituted with 1) HoN-, 2)
(C1-Cealkyhamino-, 3) di(Cs-Cealkyl)amino-, 4) Ci-Coheterocyclyl- optionally substituted by C+-
Cealkyl-, or 5) hydroxyt, B} (Ci-Cgalkoxy)carbonyl-, C) (Cs-Cealkoxy)C{ONH-, D} C-Cealky!-
optionally substituted with 1) HoN-, 2} (Cy-Cealkyl)amino-, or 3) di(Cy-Csalkyl)amino-, E) (Cs-
Cealkyljamino-, F) di{C4-Cealkyl)amino-, G) (Ci-Cealkyl}amido- optionally substituted with 1)
HoN-, 2) (Ci-Cealkyl)amino-, or 3) di(C4-Cealkyl)amino-, H} (C:-Csalkyl)carboxyamido-, 1) Cy-
Cgheterocyclyl- optionally substituted by Cs-Cealkyl- or C4-Cshydroxylatkyl-, J} heterocyclyl{C;-
Cealkyl)- optionally substituted by C:-Cealkyl-, K) halogen, L) hydroxyl, M} C,-Cghydroxylatkyi-,
N) perfluoro{C-Celalkyl-, O) HoN-, P) O:N-, Q) HoNSO2-, R) HOC-, and 8) NC-, iii) 3-10
membered C,-Csheterocyclyl, optionally substituted with from 1 to 3 substifuents independently
selected from: A) C,-Cgalkyl-, B) heterocyclyl{C+-Cealkyl)-, C) (Ce-Cusaryliaikyl, D) Cs-Coacyl-,
E) {Cs-Csalkoxy)carbonyl-, F) (C-Cealkyl)carboxyl- , G) halogen, H) C;-Cghaloalkyl-, 1) hydroxyl,
J) Ci-Cehydroxyalkyl-, K) HaN-, L) (C+-Cealkyl)amino-, M) di{C,-Csalkyl)amino-, N) HO;C-, O)
(C4-Cealkoxy)carbonyl-, P} (Cq-Cealkyhcarboxyl-, Q) (Ci-Cealkyl)amido-, R} H.NC(O)-, S) (Cs-
Cealkyl)carboxyamido-, T) 5-10 membered Cs-Cgheteroaryl, U) Ce-Ciaary, V) Cs-Ceeycloalkyl W)
3-10 membered C4-Cgheterocyclyl, X} NC-; and Y) -NO;; iv) Cs-Ciocycloalkyl, v} Ci-Cealkyl, vi)
Co-Cealkenyl, vii} C2-Csalkynyl, viii) C4-Cghydroxyatkyl-, ix) (CHz),O(C1-Cealkyl), x) (CHz),NH;, xi)
(CH2) NH(C,-Cealkyl}, xii) (CH2)N{C+-Cealkyl),, xiii} O{CH2),N(C1-Cealkyl), xiv) (CH>),Ce-C1oaryl,
xv) —CN, xvi) (CH:), 5-10 membered C:-Cgshetercaryl, xvii) {CH;), 3-10 membered C:-
Coheterocyclyl, optionally substituted by Ci-Cealkyl-, wherein v is 1, 2, 3 or 4, and xviii) Cs-
Ceperfluoroalkyl- ; and n) C(O)R® wherein R® is: i) H, ii} C+-Cealkyl, or iii} C3-Cecycloalkyl,
and pharmaceutically acceptable salts thereof.
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2. The compound of claim 1 wherein R" is

o)

3. The compound of claim 1 or claim 2 wherein R? is optionally substituted Ce-
Ciearyl-NH-COR®,

4. The compound of claim 3 wherein R? is optionally substituted phenyl-NH-COR®.
5. The compound of claim 4 wherein R® is NHR®,

6. The compound of claim 5 wherein R®is opticnally substituted phenyt or Cy-
Csheteroaryl.

7. The compound of claim 6 wherein R® is pheny! substituted with —Y-Q.
8. The compound of claim 7 wherein —-Y- is C(O).

9. The compound of claim 8 wherein G is 3-10 membered C-Cgheterocyciyl,
substituted with di{C.-Cgalkyl)amino-.
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10. The compound of any of claims 1-9 wherein R* is

OO0
O [N]\ 7
s AN V.VaN wnan

I i 1
and pharmaceutically acceptable salts thereof.

-11. The compound of claim 10 wherein R* is

|
[TAVAVAN

I
and pharmaceutically acceptable salts thereof.

12. The compound selected from the group consisting of:

1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyi]-3-pyridin-4-ylurea;

1-[4-{4 6-dimorpholin-4-yi-1,3,5-triazin-2-yl}phenyl]-3-pyridin-3-ylurea;

1-{4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-phenylurea;

1-[4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-thiophen-2-ylures;
1-{4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-(4-methylphenyljurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-(4-fluorophenyljurea;
1-(2,4-dimethoxyphenyl)-3-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-urea;
1-(4-chlorophenyl)-3-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea;
1-[4-(4 ,B-dimorphoiin-4-yl-1,3 5-triazin-2-yl)phenyl}-3-(4-methoxyphenyi)urea;
(4-chlorophenyt)-3-[4-(4,6-dimorgholin-4-yl-1,3,5-triazin-2-yl)phenyl]urea;
(2,4-diflucrophenyl)-3-14-(4,6-dimorpholin-4-yl- 1,3, 5-triazin-2-yl)phenylurea,
1-{4-(4,6-dimorphotin-4-yi-1,3,5-triazin-2-yi)phenyl]-3-ethylurea;

tert-butyl 3-{[4-(4-{[{4-fluorophenyl)carbamoyljamino}phenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yijamino}azetidine-1-carboxylate;

tert-butyl 3-[{4-morphoiin-4-yl-6-{4-[(phenyicarbamoylyaminolphenyl}-1,3,5-triazin-2-
yl)amino]azetidine-1-carboxylate;
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tert-buty! 3-[{4-morpholin-4-yi-6-{4-{{pyridine-3-ylcarbamoyt)aminoiphenyl}-1,3 5-triazin-2-
yhiaminojazetidine-1-carboxylate;

tert-butyl 3-{[4-(4-{[(4-methyiphenyl)carbamoyljaminc}phenyl)-8-morpholin-4-yl-1,3,5-triazin-2-
ylJamino}azetidine-1-carboxylate;

1-{4-[4-(azetidin-3-ylamino}-6-morpholin-4-yi-1,3,5-triazin-2-ylphenyl}-3-phenylurea;
1-{4-[4-(azetidin-3-ylamino)}-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-3-ylurea;
1-{4-[4-(azetidin-3-ylamino)-6-morpholin-4-yl-1,3,5-triazin-2-yl]phenyi}-3-(4-flucrophenyljurea;
1-{4-[4-(azetidin-3-ylamino)-6-morpholin-4-yi-1,3,5-triazin-2-yllpheny!}-3-(4-methyiphenyhurea;

teré-butyl 3-[{(4-morpholin-4-yl-6-{4-[(pyridine-d-ylcarbamoylamino]phenyl}-1,3,5-triazin-2-
yl)aminojazetidine-1-carboxylate;

1-{4-{14-(azetidin-3-ylamino}-6-morpholin-4-yl-1,3, 5-triazin-2-yliphenyl}-3-pyridin-4-ylurea

1-12-(dimethylamino)ethyl]-3-{4-[4-(1,4-dioxa-B-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yi-1,3,5-
triazin-2-yiphenyllurea;

1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-{2-methylpyridin-4-ylurea;
1-[4-{4,6-dimorpholin-4-yi-1,3 5-triazin-2-yl)phenyil-3-[4-(2-hydroxyethylphenyllurea;
1-[4-{4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-(hydroxymethyl)phenyijurea;
1-[4-(4,6-dimorpholin-4-ylI-1,3,5-triazin-2-yl)phenyl]-3-[4-hydroxyphenyljurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-y)phenyi}-3-[4-(1-hydroxyethyl)phenyijurea;
1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yphenyl}-3-[4- (triflucromethyl}phenyijurea;
1-[4-{4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-(4-hydroxyphenyijurea;
1-[4-{4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-[ 5-(triffucromethyl)pyridin-2-yijurea;

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyi]-3-{4-12,2, 2-trifluoro- 1-hydroxy-1-
{trifluoromethyl)ethyliphenyliurea;

1-[4~{4,6-dimorpholin-4-yl-1,3,5-triazin-2-yhphenyl}-3-[3-(1-hydroxyethyl)phenylurea;
methyl 4-({{4-(4,6-dimorpholin-4-yl-1,3 5-triazin-2-yliphenyllcarbamoyl}amino)benzoate;

1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-yl|phenyl}-3-pyridin-4-
yiurea;

1-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy}- 1,3, 5-triazin-2-yljphenyl}-3-phenyiurea;

1-{4-{4-morpholin-4-yi-6-(tetrahydro-2H-pyran-4-yloxy)- 1,3,5-triazin-2-yllphenyl}-3-pyridin-3-
ylurea;

1-[4-(hydroxymethyl)phenyl]-3-{4-[4-morpholin-4-yl-8-(tetrahydro-2H-pyran-4-yloxy}-1,3,5-
triazin-2-yl|phenyltiurea;

253



10

15

20

25

30

35

WO 2009/143313 A PCT/US2009/044774

1-(2-methylpyridin-4-yl)-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-
yljphenyllurea;

1-[2-(methylamino)ethyl]-3-{4-[4-morphoiin-4-yi-6-{tetrahydro-2H-pyran-4-yloxy)-1,3,5-triazin-2-
yliphenyijurea;

1-{3-acetyiphenyl)-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yioxy)-1.3,5-triazin-2-
vliphenyljurea;

1-[4-(dimethylamino)phenyl]-3-{4-[4-morpholin-4-yl-8-(tetrahydro-2H-pyran-4-yioxy)-1,3,5-
triazin-2-yllphenyliurea;

4-[3~{4-{4,6-dimorpholino-1,3,5-triazin-2yl)phenyilureidoibenzoic acid;

N-(2-(dimethylaminoethyl)-4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhyphenyljureido)benzamide;

N-{2-(dimethylamino)ethyi)-4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenylureido }benzamide
HClI salt;

1-(4-(4 ,B-dimorpholino-1,3,5-friazin-2-yl)phenyl}-3-{4-(4-methylpiperazine-1-
carbonyl)phenyburea;

4-(3-{4-{4,6-dimorpholino-1,3,5-triazin-2-y)phenylureido}-N-methylbenzamide;

N-(2-(dimethylamino)ethyl}-4-(3-(4-(4,6-dimorpholino-1,3,5-triazin-2-y)phenylureido)-N-
methylbenzamide;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-{4-morpholinopiperidine-1-
carbonyl)phenyljureg;

4-(3-(4-(4,6-cimorpholino-1,3,5-triazin-2-yl)phenylureido)-N-(quinuclidin-3-yl}benzamide;

1-{4-(4,6-dimorpholino-1,3,5-triazin-2-y)phenyl)-3-(4-{4-(pyrrofidin-1-yl)piperidine-1-
carbonyliphenyurea;

1-(4-(1,4"-bipiperidine-1'-carbonyl)phenyl)-3-{4-(4,6-dimorpholingc-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-(dimethylamino)piperidine-1-carhonyl)phenyt)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhphenyljurea;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-ylYphenyl)-3-(4-(piperazine-1-carhonyl)phenylurea;
1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl}-3- (4-{2-(pyridin-2-yhacetylphenyljurea,
1-[4~(4,6-dimorphoiin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-[4-(1-hydroxyethyljphenyllurea;
1-[4-(4,B-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-(2-methylpyridin-4-yl)urea;

1-f4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4- (hydroxymethyl)phenyljurea;
1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl )phenyl]-3-[4-(trifluoromethyl)phenyljurea;

1-f4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-{4-[2,2 ,2-trifluoro-1-hydroxy-1-
(trifluoromethyllethyllphenyllures;

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-[5- (trifluoromethyl)pyridin-2-yljurea;
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1-[4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-[3-(1-hydroxyethyliphenyllurea;

1-{44{4-{(35)-3-methylimorpholin-4-yl}-G-morpholin-4-yi-1,3,5-triazin-2-yi}phenyl )-3-pyndin-4-
yiurea;

1-{4-{2-hydroxyethyl)phenyl]-3-(4-{4-[(38)-3-methylimorpholin-4-yll-6-morpholin-4-yl-1,3,5-triazin-
2-yi}phenyliurea;

1-{4-(2-hydroxymethyl)phenyl]-3-{4-{4-{(35)-3-methylmorpholin-4-yl}-6-morpholin-4-yl-1,3,5-
triazin-2-yl}phenyljurea;

1-(4-{4-[(35)-3-methyimorpholin-4-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-(2-
methylpyridin-4-yljurea,

1-14-(1-hydroxyethyl)phenyl}-3-(4-{4-[(35)-3-methylmorpholin-4-yi}-8-morpholin-4-yi-1,3,5-triazin-
2-yl}phenyl)urea;

1-[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea;

methyl 4-({{4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyl}-
amino)benzoate;

1-{4-{4-isopropoxy-6-morpholin-4-yl-1,3 5-triazin-2-yliphenyl]-3-{4-[(4-methylpiperazin-1-
ylicarbonyllphenytlurea;

4-({[4-(d-isopropoxy-6-morpholin-4-yt-1,3,5-triazin-2-yl}phenyl]carbamoyllamino }-N-(1-
methylpiperidin-4-yl}benzamide;

1-[4-(4,6-dimorpholin-4-y}-1,3,B-triazin-2-yl)phenyl]-3-(1-methylpiperidin-4-yljurea;

1-{4-{4-[(38)-3-methyimorpholin-4-yl]-6-morpholin-4-yl-1,3,5-triazin-2-yi}phenyl}-3-(1-
methylpiperidin-4-yl)urea;

1-{4-{4-({3,6-Dihydro-2H-pyran-4-yi}-8-morpholin-4-yi-[1,3 5ltriazin-2-yl]-phenyi}-3-pyridin-4-yl-
urea,

1-{4-[4-Morpholin-4-yl-6-(tetrahydro-pyran-4-yl)-[1,3,5ltriazin-2-yi}-phenyl}-3-pyridin-4-yi-urea;

3-({4-Morpholin-4-y|-6-[4-(3-pyridin-4-yl-ureido}-phenyl]-[1,3,5liriazin-2-ylamino}-meathyt)-
azstidine-1-carboxylic acid tert-butyl ester;

1-(4-{4-[(azetidin-3-ylimethyi)-amino}-6-mormpholin-4-yi-[ 1,3,5]triazin-2-yl}-phenyl)-3-pyridin-4-yl-
urea,

1-{4-[4-(1,4-dioxa-B-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yi]phenyl}-3-pyridin-
4-ylurea;

1-{4-14-(1 4-dioxa-B-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yllphenyl}-3-pyridin-
3-ylures;

1-{4-[4-(1 4-dioxa-8-azaspirol4.5ldec-8-yl)}-6-morpholin-4-yi-1,3,5-triazin-2-yijphenyl}-3-
phenylurea;

1-[4-(dimethylamino)pheny!]-3-{4-[4-(1,4-dioxa-8-azaspiro{4 .5ldec-8-yl}-6-morpholin-4-yi-1,3,5-
triazin-2-yliphenyllurea;
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1-(4-cyanophenyl)-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5ldec-8-yl}-6-morpholin-4-yi-1,3,5-triazin-2-
vllphenyljurea;

1-{4-[4-(1 4-dioxa-8-azaspirol4.5]dec-8-yl)-6-morphoiin-4-yl-1,3,5-triazin-2-yl|phenyi}-3-(2-
methylpyridin-4-ylurea;

1-[2-(dimethylamino)ethyl}-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-y!}-6-morpholin-4-yl-1,3,5-
triazin-2-yljphenyl}jurea;

1-[4-(4-morpholin-4-yi-6-guinolin-3-yi-1,3,5-triazin-2-yl}pheny!]-3-pyridin-4-ylurea;
1-[4-{4-azetidin-1-yl-6-morpholin-4-yi-1,3, 5-triazin-2-yi)phenyll-3-pyridin-4-ylurea;

methyl 4-({{4-(4-azetidin-1-yl-6-morpholin-4-yi-1,3,5-triazin-2-
yhphenyllcarbamoyllamino)henzoate;

1-[4-{4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-ylphenyl}-3-{4-[(4-methylpiperazin-1-
yhcarbonyllphenyliures;

4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyl}amino }-N-{1-
methylpiperidin-4-yl}benzamide;

4-({[4-(4 6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino)-N-(2-piperidin-1-
ylethyl)benzamide;

1-[4-{4,6-dimorpholin-4-yl- 1,3 5-triazin-2-y)phenyl}-3-14-(morpholin-4-ylcarbonyl)phenyljurea;
1-[4-{4-methyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-ylurea;
4-({[4-(4-methyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyli]carbamoyl}amino)benzoate;

1-{4-[4-(3,6-dihydro-2H-pyran-4-yi)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyi}-3-{4-[(4-
methylpiperazin-1-yl)carbonyl} phenytlurea;

4-({{4-(4-methyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino)-N-(1-
methyipiperidin-4-yl)benzamide;

N-{2-(dimethylamino)ethyi]-N-methyl-4-({[4-(4-methyl-6-morpholin-4-yi-1,3,5-triazin-2-
ylphenyllcarbamoylilamino)benzamide;

1-{4-(4-methyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-{4-[{4-methyipiperazin-1-
yl)carbonyljphenyljurea;

1-(4-{[3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-
2-ylyphenyljurea;

1-[4-({4-[2-(dimethylamino) ethyljpiperazin-1-ylicarbonyliphenyl]-3-[4-(4,6-dimorphoiin-4-yl-
1,3,5-triazin-2-yhphenyljurea;

1-{4-(4,8-dimorpholin-4-yl-1,3,5-trlazin-2-yl)phenyl]-3-{4-{{4-pyrrolidin-1-ylpiperidin-1-
yhcarbonyliphenyljurea;

4-({[4~(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyl}amino)benzoic acid; N-[2-
(dimethylamino)ethyl}-4-({[4-(4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyllcarbamoyl}lamino)}-N-methyibenzamide,;

1-{14-(4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl }phenyi}-3-pyridin-4-ylurea;
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N-[2-(dimethylamino)ethyl}-4-{{[4-{4-isopropoxy-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenylicarbamoyllamino)benzamide;

4-({[4-(4-butyl-6-morpholin-4-y-1,3 5-triazin-2-yl)phenyl]carbamoyilamino)benzoate;

4-({[4-(4-azetidin-1-yi-6-morpholin-4-yi-1,3,5-triazin-2yl)phenyl] carbamoyl} amine) benzoic acid;
mp 204 °C;

1-[4-(4-azetidin-1-yi-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-{4-[(4-methylpiperazin-1-
yhcarbonyljphenylurea; mp 170 °C;

4-({[4~(4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]carbamoyllamino }-N-[2-
{dimethylaminc)ethylj-N-methylbenzamide;

4-{{[4-(4-butyl-8-morphoiin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyl}amino)-N-[2-
{dimethylamino)ethyl}-N-methylbenzamide;

1-{4-[4-(1-ethoxyvinyl}-6-morpholin-4-yl-1,3,5-triazin-2-y{jphenyl}-3-pyridin-4-ylurea;
1-{4-{4-(2-methoxyethoxy)-6-morpholin-4-yl-1,3,5-triazin-2-yl phenyl}-3-pyridin-4-ylurea;
1-[4-(4-acetyl-8-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea,

methyl 4-{{{4-[4-(2-methoxyethoxy)-6-mormpholin-4-yi-1,3,5-triazin-2-

-yliphenyl}carbamoyllaminolbenzoate;

1-{4-[4-(1-hydroxyethyt)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-yiurea;

methyt 4-[({4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yi-1,3,5-triazin-2-
yliphenyl}carbamoylyaminolbenzoate;

4-f({4-[4-(3,6-dihydro-2H-pyran-4-yi}-6-morpholin-4-yl-1,3 5-triazin-2-
yliphenyllcarbamoyl)aminojbenzoic acid;
1-{4-{4-morpholin-4-yl-6-[2-(pyridin-4-ylamino)ethyl]-1,3,5-triazin-2-yi}phenyl}-3-pyridin-4-ylurea;

¥

4-{{[4-(4-butyl-6-morpholin-4-yl-1,3 5-triazin-2-yl)phenyl|carbamoyl}amino)-N-[2-
(dimethylamino)ethyllbenzamide;

1-[4-{4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]- 3-{4-[(4-methylpiperazin-1-
ylhcarbonyl|phenyljurea;

1-]4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-{4-[(4-methylpiperazin-1-
yhcarbonyllphenyijurea;

N-[2-(dimethylamino)ethyl}-4-({[4-{4-ethyl-6-morpholin-4-y}-1,3,5-triazin-2-
yhphenytjcarbamoyllamino)benzamide;

1-(4-{[4-(dimethylamino)piperidin-1-yljcarbonyliphenyl)-3-j4-(4-ethyl-6-morpholin-4-yl-1,3,5-
triazin-2-yhphenyljurea;

1-[4~{4-butyl-6-marpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-(hydroxymethylphenyljurea;

4-[({4-[4-(3,B6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yi-1,3 5-triazin-2-
yllphenylicarbamoylamino]-N-[2-(dimethylamino}ethyl}-N-methylbenzamide;
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1-[4-(4-butyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-(4-{{4-(dimethylamino)piperidin-1-
yllcarbonyl}phenylurea;

N-[2-(dimethylamino)ethyi}-4-({[4-(4-ethyl-6-morpholin-4-yI-1,3,5-triazin-2-
ylphenyl]carbamoyl}amino)-N-methylbenzamide;

N-{2-(dimethylamino)ethyl}-4-({[4-(4-methoxy-6-morpholin-4-yi-1,3,5-triazin-2-
yhiphenyilcarbamoyijamino}-N-methylbenzamide;

N-[2-(dimethylamino)ethyl}-4-({[4-(4-methoxy-6-morpholin-4-yk-1,3,5-triazin-2-
yiiphenyl]carbamoyllamino)benzamide;

4-({{4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyljcarbamoyllamino }-N-methyl-N-[2-
{methylamino)ethyllbenzamide;

1-[4-{4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-yhphenyl]-3-{4-[{4-methylpiperazin-1-
yhcarbonyllphenyljurea;

1-{4-[(3,3-dimethylpiperazin-1-yl)carbonyllphenyl}-3-[4-(4-methoxy-6-morpholin-4-yl-1,3,5-
triazin-2-yl)phenyljurea;

4-({[4-(4-methoxy-6-morpholin-4-y1-1,3,5-triazin-2-yl)phenyi]carbamoyljamino)-N-(2-piperidin-1-
ylethyl)benzamide;

4-({[4-(4-ethy-6-morpholin-4-yl-1,3 5-triazin-2-yl)phenyl]carbamoyllaminc)-N-[4-(4-
methylpiperazin-1-yi)phenylibenzamide;

1-{4-{4-butyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-({[2-
{dimethylamino)ethyijaminoimethyl)phenyljures;

4-({[4~(4-buty!-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyl}amino)-N-[4-(4-
methylpiperazin-1-yl)phenylibenzamide;

1-[4-{4-butyl-6-morpholin-4-yl-1,3, 5-triazin-2-yl)pheny!}-3-{4-[(4-methylpiperazin-1-
yhmethytiphenyllurea;

1-[4-(4-butyi-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyi}-3-(4-formyiphenyljurea;

4-({[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino }-N-(pyridin-2-
yimethyl}benzamide;

1-{4-{4-]2~(1,3-dioxan-2-yl)ethyl}-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-yiurea;

1-{4-{4-][2,5-bis(hydroxymethyl)pyrrolidin-1-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-
pyridin-4-ylurea;

4-({[4-(4-butyl-6-morpholin-4-yl-1,3 5-triazin-2-yl)phenyijcarbamoyllamino }-N-{4-[2-
(dimethylamino)ethoxylphenylibenzamide;

1-{4-[(4-benzylpiperidin-1-yl)carbonyl]phenyl}-3-{4-(4-butyl-6-morpholin-4-yi-1,3 5-triazin-2-
yhphenyllurea;

4-{{{4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyljcarbamoyt}amino)-N-{1-methylpiperidin-
4-ylibenzamide;

4-({[4~(4-butyl-6-morpholin-4-yk1,3,5-triazin-2-yl)phenyllcarbamoyl}amino)-N-(1-methylipiperidin-
4-yhbenzamide;
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1-(4-{4-[3-(dimethylamino)propyll-6-morpholin-4-yl-1,3, 5-triazin-2-yl}phenyt)-3-pyridin-4-ylurea,

1-[4-(4-{3-[(1-methylethyl)amino]propyl}-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl}-3-pyridin-4-
ylurea;

1-{4-[4-morpholin-4-y|-6-( 3-pyrrolidin-1-ylpropyl)-1,3,5-triazin-2-yljphenyi}-3-pyridin-4-ylurea,

1-(4-{4-[3-(4-methylpiperazin-1-yl)propyll-6-morpholin-4-yl-1,3,56-triazin-2-yl}phenyl)-3-pyridin-4-
ylures;

1-{4-[4-(3-{[2-(dimethylamino }ethyl]amino}propy!)-B-morpholin-4-yl-1,3,5-triazin-2-yijphenyl}-3-
pyridin-4-ylurea;

1-{4-[4-(3-hydroxypropyl}-6-morpholin-4-yl-1,3, 5-triazin-2-yllphenyl}-3-pyridin-4-yiurea;
1-{4-{4-morpholin-4-yi-6-(3-oxopropyl)-1,3,5-triazin-2-yl]phenyl}-3-pyridin-4-yiurea;

1-{4-[4-(3,6-dihydro-2H-pyran-4-yl)-6-marpholin-4-yl-1,3,5-triazin-2-yijphenyl}-3-(4-{[4-
(dimethylamino)piperidin-1-ylicarbonyl}phenyhurea;

4-[(f4-[4-(3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yl- 1,3 5-triazin-2-ytiphenyl}
carbamoyl)amino}-N-[2-{dimethylamino)ethy!]henzamide;

1-[4-(4-methylpiperazin-1-yhphenyi}-3-[4-(4-morpholin-4-yl-6-propyl-1,3,5-triazin-2-
yl)phenyilurea;

1-{4-[2-(dimethylamino)ethoxy]phenyl}-3-[4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
ylyphenyijurea;

1-[4-(4-ethyl-6-morpholin-4-yl-1,3, 5-triazin-2-yl)phenyl]-3-[4-(4-methylpiperazin-1-yl)phenyllurea;

1-[4-(4-methyipiperazin-1-yl)phenyl]-3-{4-[4-(2-methylpropyi}-6-morphotlin-4-yl-1,3,5-triazin-2-
yiiphenyljurea;

1-{4-{(3,3-dimethyipiperazin-1-yl)carbonyljphenyl}-3-[4-(4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
vhphenyijurea;

4-({[4-(4-ethyl-6-morpholin-4-yk-1,3, 5-triazin-2-yl)phenyljcarbamoyl}lamino)-N-{ 1-methylazetidin-
3-ylibenzamide;

methyl 4-[({4-[4-(1-methylethyi)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyl}carbamoyl)amino]benzoate

N-[2-(dimethylamino)ethyl]-4-[{{4-]4-(1-methylethyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yilphenyllcarhamoyl)aminolbenzamide;

N-[2-(dimethylamino)ethyi}-N-methyk4-{{({4-[4-( 1-methylethyi)-8-morpholin-4-y1-1,3.5-triazin-2-
yllphenylicarbamoybaminolbenzamide;

N-{1-methylazetidin-3-yi)-4-[({4-]4-(1-methylethyh-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyijcarbamoylyaminojbenzamide;

1-(4-{[4-(dimethylamino)piperidin-1-yljcarbonyl}phenyl)-3-{4-[4-(1-methylethyl}-6-morpholin-4-yl-
1,3,5-triazin-2-yljphenyllurea;

4-[({4-]4-(1-methylethyl)-6-morpholin-4-yl-1,3,5-triazin-2-ylJphenyl}carbamoylyamino}-N-pyridin-
4-ylbenzamide;
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4-[({4-]4-{1-methylethyl)-6-morpholin-4-yi-1 3 5-triazin-2-yijphenylcarbamoyl yamino]-N-pyridin-
3-yibenzamide;

N-cyclobutyl-4-[({4-[4-(1-methylethyl}-6-morpholin-d4-yl-1,3,5-triazin-2-
ylphenyljcarbamoyl)aminolbenzamide;

1-[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyi]-3-{4-{(4-phenylpiperidin-1-
yhcarbonyllphenyliurea;

4-({{j4-(4-ethyl-6-morpholin-4-yi-1,3 5-triazin-2-yhphenyl]carbamoyllamino )-N-(pyridin-4-
yimethyl)benzamide;

1-{4-[(4-methylpiperazin-1-ylijcarbonyllphenyt}-3-{4-[4-(2-methylpropy!}-6-morpholin-4-yi-1,3,5-
triazin-2-ylphenyllurea;

1-(4-{[4-{dimethylamino)piperidin-1-yijcarbonyliphenyl)-3-{4-[4-{2-methyipropyl)-6-morpholin-4-
yl-1,3,5-triazin-2-yllphenyllurea;

N-[2-{dimethylamino)ethyl]-N-methyl-4-{({4-[4-(2-methylpropyl}-6-morpholin-4-yi-1,3,5-triazin-2-
yljphenylicarbamoyl)amino]benzamide;

1-{4-[4-{4-methylphenyl)-6-morpholin-4-yi-1,3,5-triazin-2-yllphenyl}-3-{4-[{4-methyipiperazin-1-
ylycarbonyllphenyllurea;

N-[2-(dimethylamino)ethyl}-N-methyl-4-[({4-[4-(4-methyiphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyllcarbamoyi)aminolbenzamide; :

1-{4-[4-(dimethylamino)piperidin-1-yllphenyl}-3-{4-[4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-
triazin-2-yijphenyljurea;

1-{4-{4-{4-methylphenyl)-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-ylurea;

1-{4-[4-(dimethylamino)piperidin-1-yl|phenyl}-3-[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-
yhphenyljurea;

4-[({4-[4-(4-methylphenyl)-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl}carbamoyt)amino]benzoic
acid;

1-{4-[4-(4-methyiphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyl}-3-{4-(4-methylpiperazin-1-
yhiphenyijurea;

methyl 4-[({4-[4-(4-methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-
ylphenylicarbamoyl)aminolbenzoate;

1-{4-{4-(dimsthylamino)piperidin-1-yllphenyl}-3-[4-(4-morpholin-4-yl-6-phenyi-1,3,5-triazin-2-
yhphenyljurea;

1-[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-yiurea;

1-{4-{[4-(dimethylamino)piperidin-1-yi]carbonylipheny!}-3-{4-[4-morpholin-4-yk-6-{tetrahydro-2H-
pyran-4-yi)-1,3,5-triazin-2-yi]phenyl}urea;

1-(4-(4,6-bis({R}-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yljurea;

1-{4-(4,6-bis({R)-3-methylmorpholino)}-1,3,5-triazin-2-yhphenyl )}-3-(pyridin-3-yljurea;
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1-(4-(4,6—bis((R)—3-methyIrhorpholino)-1 .3,5-triazin-2-yl)phenyl)-3-(4-(4-methyipiperazin-1-
yhphenyljurea;

1-{4-{4 8-bis{{R}-3-methylmarpholino)-1,3,5-triazin-2-yl)phenyl)-3-(6-(4-methyipiperazin-1-
ylipyridin-3-yhurea;

1-{4-(4 8-bis((R)-3-methylmorpholino}-1,3,5-triazin-2-y)phenyl)-3-(4-
{(dimethylamino)methyl)phenyljurea;

1-(4-(4,6-bis{{R)-3-methyimorpholino}-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-
{(dimethylamino)ethoxy)phenyljurea;

1-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-(pyrrofidin-1-
yhethoxy)phenyljures;

(R)-1-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)-3-
{pyridin-3-yl)urea,

(R)-1-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl )phenyl}-3-(4-(4-
methylpiperazin-1-yl)phenyljurea;

(R)-1-{4-(4-(3-methyimorpholino}-6-{tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yl)phenyl}-3-{4-
(piperazin-1-yliphenyljurea;

1-(4-(4-{(R)-3-methyimorpholino}-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yi)phenyl)-3-(4-
((8)-3-methylpiperazin-1-yljphenyhurea;

1-(4-(4-((R)-3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)- 1,3, 5-triazin-2-yl)phenyl)-3-(4-
{(R)}-3-methylpiperazin-1-yl)phenyljurea;

1-(4-{(3R,58)-3,5-dimethylpiperazin-1-yl)phenyl}-3-(4-(4-({R)-3-methylmorpholino)-6-{tetrahydro-
2H-pyran-4-yi}-1,3,5-triazin-2-yl)phenyljures;

(R)-1-(4~{2-{dimethylamino)ethoxy)phenyl)}-3-(4-(4-(3-methyimorpholino)-8-{tetrahydro-2H-
pyran-4-yl}-1,3 5-triazin-2-yl)phenylurea;

(R)-1-(4-(4-ethylpiperazin-1-yl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-
yl)-1,3 5-riazin-2-yl)phenylurea;

(R)-1-(4-{4-isopropylpiperazin-1-yl}phenyl)-3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yl)phenyl)urea;

(R)-1-(4-(4-{dimethylamino)piperidin-1-yl)phenyi)-3-(4-(4-(3-methylmorpholino)}-6-{tetrahydro-
2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

(R}-1-(4~(4~(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yi)phenyl)-3-(4-(4-
methyipiperazine-1-carbonyl)phenylurea;

(R)-1-(4-(4-isopropylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-
2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

(R)-1-{4-{4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-yl)phenyl)-3-(6-(4-
methylpiperazin-1-yl)pyridin-3-yljurea;

1-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yi)phenyl)-3-(4-(4-ethyipiperazin-1-
yhphenyljurea;
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1-(4-(4,8-bis{(R)-3-methylmorpholino}-1,3 5-triazin-2-yl phenyl)-3-(4-(4-isopropyipiperazin-1-
ylphenyljurea;

1-(4-{4,6-bis({R)-3-methylmorpholing)-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
{dimsthylamino)piperidin-1-yl)phenyl)urea;

1-(4-(4 ,6-bis({(R}-3-methylmorpholino)-1,3,5-triazin-2-yl yphenyl)-3-(4-{4-methylpiperazine-1-
carbonyl)phenyijurea;

1-(4-(4,6-bis({R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-{4-(4-isopropylpiperazine-1-
carbonyliphenyljurea;

4-(3-(4-(4,6-bis{(R)-3-methyimarpholino)}-1,3,5-triazin-2-yl)phenylureido}-N,N-
dimethylbenzamide;

1-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yhphenyl}-3-(4-{pyrrolidin-1-
yimethyl)phenyljurea;

4-({[4-(4-{4-[(methylcarbamoyl)amino]phenyl}-6-morphotin-4-yl-1,3,5-triazin-2-
yiyphenyllcarbamoyllamino)benzamide;

1-{4-[4-(3,5-dimethylmorpholin-4-y1)-6-{4-[(methylcarbamoyl)amino]phenyl}-1,3,5-triazin-2-
yliphenyl}-3-pyridin-3-ylurea;

3-({|4-(4-{4-[(methylcarbamoyl)amino]phenyl}-6-morpholin-4-yi-1,3,5-triazin-2-
yl)phenyljcarbamoyllamino)benzamide;

1-methyl-3-[4-(4-morpholin-4-yl-6-{4-[{pyridin-3-yicarbamoylamino]phenyl}- 1,3, 5-triazin-2-
yl)phenyllurea;

1-methyi-3-[4-(4-morpholin-4-yl-6-{4-[{ pyridin-4-ylcarbamoyl)amino]phenyl}-1,3,5-triazin-2-
yhphenyllurea;

3-[({4-14-(3,5-dimethyimorpholin-4-y1)-6-{4-[{methylcarbamoyl)amino]phenyl}-1,3.5-triazin-2-
yilphenyljcarbamoyl)amino]benzamide;

4-[({4-[4-(3,5-dimethyimorpholin-4-yh-8-{4-[(methyicarbamoyllamino]phenyl}-1,3,5-triazin-2-
yilphenylicarbamoyllamincibenzamide;

1-{4-[4-(3,5-dimethylmorpholin-4-yi)-6-{4-[{methylcarbamoyl)amino]phenyl}- 1,3 5-triazin-2-
yliphenyl}-3-pyridin-4-ylurea;

1-[4-{4,8-dimorpholin-4-yi-1, 3, 5-triazin-2-yhphenyl]-3-methylurea;

1-(4-{[4-{dimethylamino)piperidin-1-yljcarbonyliphenyl)-3-{4-l4-morpholin-d-yi-6-(tetrahydro-2H-
pyran-4-yi}-1,3,5-triazin-2-yllphenyljurea;

1-{4-[{4-methylpiperazin-1-yl)carbonyllphenyi}-3-(4-{4-morpholin-4-yl-6-[(35}-tetrahydrofuran-3-
yloxyl-1,3,5-triazin-2-yl}phenyl)urea;

1-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yhphenyl]-3-pyridazin-4-ylurea;

1-{4-{(4-methylpiperazin-1-yl)carbonyilphenyi}-3-{4-[4-morpholin-4-yl-6-(oxetan-3-yloxy}-1,3,5-
triazin-2-yllphenyllures;

1-(4{[(3R)-3-(dimethyiamino)pyrrolidin-1-yicarbonyl}phenyi)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-
triazin-2-yl)phenyllurea;
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1-(4-{[(3S}-3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl}-3-[4-(4,6-dimorpholin-4-yl-1,3,5-
triazin-2-yl)phenyljurea;

1-[4-(4-isopropyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-{4-[(4-methylpiperazin-1-
yhcarbonyllphenyljurea; ‘

1-{4-[4-(1-methylethyl}-6-morpholin-4-yl-1,3 5-triazin-2-ylphenyl}-3-(4-pyrimidin-5-ylphenyljurea;

1-(4-{4-[(2,2-dimethoxyethyl)amino]-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl)-3-pyridin-3-
yiurea,;

1-{4-{4-(1-methylethy!)-8-morpholin-4-yl-1,3 5-triazin-2-yljphenyl}-3-(4-pyridin-4-ylphenyllurea;
1-{4-iodophenyl)-3-{4-[4-(1-methylethyl}-6-morpholin-4-yl-1,3,5-triazin-2-yllphenyl}urea;

1-{4-[4-(1-methylethyl)-6-morpholin-4-yi-1,3,5-triazin-2-yljphenyl}-3-(4-{[4-(1-
methylethyl)piperazin-t-yllcarhonyliphenylurea;

1-[4-{4-azetidin-1-yl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyil-3-(4-{{4-(1-methylethyl)}piperazin-
1-yllcarbonyl}phenylurea;

1-{4-[2-(dimethylamino)pyrimidin-5-yl]phenyl}-3-{4-{4-( 1-methylethyi)-6-morpholin-4-yt-1,3,5-
triazin-2-yt]phenyljurea;

tert-butyl 3-[(4-morpholin-4-yl-6-{4-[(pyridin-4-ylcarbamoyhaminolphenyl}-1,3,5-triazin-2-
yhoxylazetidine-1-carboxylate;

1-(4-{[4-(dimethylamino)piperidin-1-yl]Jcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
yhphenyilurea;

1-[4-(4,6-dimorpholin-4-yl-1.3 5-triazin-2-yl)pheny!]-3-(4-nitrophenyljurea;
1-{4-aminophenyl}-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl}phenyljurea;

N-[4-({[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yhphenyl]carbamayl}amino yphenyi]-4-
methyipiperazine-1-carboxamide;

4-(dimethylamino}-N-[4-({J4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
ylyphenyllcarbamoyllamino)phenyljpiperidine-1-carboxamide;

1-[2-{dimethylamino)ethyl]-3-[4-({{4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
yhyphenyljcarbamoyllamino)phenyl}-1-methylurea;

1-}4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-(4-{[(2-piperidin-1-
ylethyl)carbamoyllamino}phenyljurea;

N-[4-{{{4-(4,6-dimorpholin-4-y}-1,3,5-triazin-2-yl jphenyllcarbamoyl}amino phenyl}-4-methyi-1,4-
diazepane-1-carboxamide;

N-[4-({{4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyllcarbamoyl}amino jphenyl}-4-
ethylpiperazine-1-carboxamide;

1-{4-[(dimethylcarbamoyl)aminc]phenyl}-3-{4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yhphenylurea;

1-{4-{4-{3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-(4-{{4-
{dimethylamino)piperidin-1-yilcarbonyliphenyijurea;
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4-{{{4-]4-(3,6-dihydro-2H-pyran-4-yl)-6-morpholin-4-yi- 1,3, 5-triazin-2-
yliphenyt}carbamoyl)amino}-N-[2-{dimethylamino)ethyi]-N-methylbenzamide;

1-{4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-y- 1,3, 5-triazin-2-yliphenyl}-3-{4-[{4-
methylpiperazin-1-yl)carbonyliphenyl}urea;

4-[{{4-[4-(3,6-dihydro-2H-pyran-4-yl}-6-morpholin-4-yi-1,3,5-triazin-2-
yllphenylicarbamoyhamino]-N-[2-{dimethylamino)ethyllbenzamide;

1-(4-{[4-(dimethylamino)piperidin-1-ylJcarbonyl}phenyl)-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-
pyran-4-yi)-1,3,5-triazin-2-yijphenyllurea;

N-{2-(dimethylaminoethyi]-4-{{{4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl)-1,3, 5-triazin-2-
yllphenyl}carbamoyl)amino]benzamide;

4-[({4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl|phenyl}carbamoyl Jamino}-
N-(Z-pyrrolidin-1-ylethylibenzamide;

4-[({4-[4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-yt)}- 1,3,5-triazin-2-yljphenyl}carbamoyl)amino]-
N-(2-piperidin-1-ylethyl)benzamide;

1-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-y)phenyl]-3-(4-{{4-( 1-methylethyl)piperazin-1-
vijcarbonyliphenyl)urea;

N-[2-(dimethylamino)ethyl]-N-methyl-4-{[(4-{4-morpholin-4-y|-6-[{ 38 -tetrahydrofuran-3-yloxyl}-
1,3,5-triazin-2-yl}phenyl)carbhamoyilamino}benzamide;

4-{[(4-{4-morphalin-4-yL-6-](3S)-tetrahydrofuran-3-yloxy}-1,3,5-triazin-2-
yl}phenylicarbamoyllamino}-N-(2-piperidin-1-ylethyl}henzamide;

4-{{{4-{4-morpholin-4-y-6-[{3S)-tetrahydrofuran-3-ytoxy}-1,3,5-triazin-2-
yljpheny!)carbamoyliamino}-N-{2-pyrrolidin-1-ylethyl)benzamide;

1-{4-{[4-(1-methylethyl)piperazin-1-yllcarbonyl}phenyl)-3-(4-{4-morpholin-4-yl-6-[(38)-
tetrahydrofuran-3-yloxyl-1,3,5-triazin-2-yl}phenylurea;

1-(4-{[4-(1-methylethyDpiperazin-1-yijcarbonyl}phenyl)-3-{4-[4-morpholin-4-yl-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yllphenyliures;

N-[2-(dimethylamino)ethyl]-N-methyl-4-{({4-[4-morpholin-4-yl-6-{tetrahydro-2H-pyran-4-yl)-1,3,5-
triazin-2-yllphenylicarbamoyl)aminolbenzamide;

4-[({4-[4-(2-methylpropyl)-6-morpholin-4-yi-1 3, 5-riazin-2-yilphenyljcarbamoylaminolbenzoic
acid;

1-{4-{4-(4-methylphenyl)-6-morpholin-4-yl-1,3 5-triazin-2-yijphenyl}-3-[4-(4-methyipiperazin-1-
vhphenyllurea;

4-[({4-{4-(4-methylphenyl)-8-morpholin-4-yi-1,3,5-triazin-2-yl]phenyl}carbamoy!)aminolbenzoic
acid;

methyl 4-[{{4-[4-(4-methyiphenyl)-G-morpholin-4-yi-1,3,5-triazin-2-
yllphenytlcarbamoyllaminolbenzoate;

1-{4-[4-(dimethylamino)piperidin-1-yl]phenyl}-3-[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-
yl)yphenyijurea; ‘
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1-{4-[4-(4-methylphenyl}-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-4-ylurea;

1-{4-[4-(dimethylamino)piperidin-1-yl|phenyl}-3-{4-[4-(4-methyipheny!)-6-morpholin-4-yi-1,3,5-
triazin-2-yl]phenyljurea;

N-[2-(dimethylamino)ethyl]-N-methyl-4-[({4-[4-(4-methyiphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yilphenyi}carbamoyl)aminclbenzamide;

1-{4-[4-(4-methylphenyl)-6-morpholin-4-yl- 1,3, 5-triazin-2-yllphenyl}-3-{4-[(4-methylpiperazin-1-
ylycarbonyllphenyljurea;

1-[4~(4-ethyl-6-morpholin-4-yi-1,3 5-triazin-2-yl)phenyl}-3-{4-{(4-pyridin-2-ylpiperazin-1-
vilcarbonyilphenyljurea;

1-{4-[4-(dimethylamino)piperidin-1-yljphenyl}-3-{4-(4-morpholin-4-yl-6-phenyl-1,3,5-riazin-2-
yhphenyljurea;

1-[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yhphenyl}-3-{4-[{4-methylpiperazin-1-
ylcarbonyllphenyljurea;

1-]4-(4-morpholin-4-yi-6-phenyl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea;
methyl 4-({{4-(4-morpholin-4-yi-6-phenyi-1 ,3,5—triazin-2-y!)phenyi]carbamoyl}amino)benzoate;

N-{2-(dimethylamino)ethylj-N-methyi-4-({[4-(4- morpho[matl-yi-G—phenyt ~1,3,5-triazin-2-
yhiphenyllcarbamoyljamino)benzamide;

methyl 4-{[{4-{4,6-bis[(35)-3-methylmorpholin-4-yi]-1,3,5-triazin-2-
yliphenyl)carbamoyllamino}benzoate;

4-({[4-{4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-yl)phenyl]carbamoyl}amino)benzoic acid;

N-[2-(dimethylamino)ethyl]-4-[{{4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-
ylJphenyl}carbamoyliaminolbenzamide;

1-{4-[(4-methylpiperazin-1-yl)carbonyllphenyl}-3-{4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-
yphenyljurea;

1-(4-{[4-(dimethylamino)piperidin-1-yl]carbonyl}phenyl)-3-[4-(4-morpholin-4-yi-6-phenyi-1,3,5-
triazin-2-yl)phenyljurea;

N-[2-(dimethylamino)ethyl]-4-({[4-(4-morpholin-4-yl-8-phenyl-1,3 5-triazin-2-
yl)phenyljcarbamoyllaminojbenzamide;

4-{[(4-{4 6-bis[(3S)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)carbamoyljamino}-N-[2-
{dimethylamino)ethyllbenzamide;

1-{4-[(4-isopropylpiperazin-1-yl)carbonyljphenyl}-3-{4-[4-(4-methylphenyl)-6-morpholin-4-yl-
1,3, 5-triazin-2-yllphenyljurea;

4-{({4-[4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-ylphenyl}carbamoylJamino}-N-(2-
pyrrotidin-1-ylethyhbenzamide;

4-{[(4-{4,B-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)carbamoyl]lamino}benzoic
acid:
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N-(2-methoxyethyl)-4-{({4-[4-(4-methyiphenyl)-6-morpholin-4-yi-1,3 5-triazin-2~
yljphenyllcarbamoyllaminolbenzamide;

N-(2-methoxyethyl)-4-({[4-(4-morpholin-4-yl-6-phenyl-1,3,5-triazin-2-
yhphenyllcarbamoyljamino)benzamide;

A-({[4-(4-morpholin-4-yl-6-phenyi-1,3,5-triazin-2-yl)phenyl]carbamoyl}amino)-N-{2-pyrrolidin-1-
ylethyhbenzamide;

1-{4-[4-{4-methyiphenyl)-8-morpholin-4-yl- 1,3 5-triazin-2-yilpheny!}-3-[4-( pyrrolidin-1-
vicarbonyi)phenyllurea;

N-[3-(dimethytamino)propyl]-4-[({4-[4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenylicarbamoylaminolbenzamide;

1-{4-[4-(4-methyiphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyi}-3-{4-(piperidin-1-
ylcarbonyliphenyllurea;

N-[3-(dimethyiamino)propyl}-4-({{4-(4-morpholin-4-y-6-phenyl-1,3 5-triazin-2-
yl)phenylicarbamoyl}lamino)benzamide;

1-{4-{4-morpholin-4-yl-6-(2-thienyi}-1,3,5-triazin-2-yllphenyl}-3-pyridin-4-ylurea;
4-{({4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-yl|phenyl}carbamoyl)amino]benzoic acid;

1-{4-[({4-methylpiperazin-1-yl)carbonyilphenyl}-3-{4-j4-morpholin-4-yl-6-(2-thienyi)-1,3,5-triazin-
2-yliphenyl}urea;

methyl 4-[({4-{4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-yijphenyl}carbamoyl)aminojbenzoate;

N-(2-methoxyethyi}-4-[({4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-
yliphenyllcarbamoyl)amino]benzamide;

N-[2-(dimethylamino)ethyil-N-methyl-4-[({4-[4-morpholin-4-yI-6-(2-thienyl)-1,3,5-triazin-2-
vliphenylicarhamoyllaminolbenzamide;

N-[2-(dimethylamino)ethyl]-4-[({4-[4-morpholin-4-yl-6-(2-thienyl}-1,3,5-triazin-2-
yljphenyllcarbamoyl)aminolbenzamide;

4-{{(4-{4,6-bis[{3S)-3-methyimorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)carbamoyl]amino}-N-[2-
(dimethylamino)ethyi]-N-methylbenzamide;

1-(4-{4,6-bis|(38)-3-methyimorpholiin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-{4-[(4-methylpiperazin-1-
yhcarbonyl]phenyliurea;

1-{4-[A-morpholin-4-yl-6-(1,4-0xazepan-4-yl}-1,3,5-triazin-2-yl]phenyi}-3-pyridin-4-ylurea;

methyl 4-{({4-[4-morpholin-4-yl-6-(1 4-oxazepan-4-yl)-1,3,5-triazin-2-
yliphenylicarbamoyl)amino]benzoate;

1-(4-{[4-(dimethylamino)piperidin-1-yljcarbonyi}phenyl)-3-{4-{4-morpholin-4-yl-6-(2-thienyl)-
1,3,5-triazin-2-yl]phenyliurea;

4-[{{4-[4-morpholin-4-y!-6-(1,4-oxazepan-4-yl}-1,3 5-triazin-2-
yliphenyl}carbamoyl)amino]benzoic acid;
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N-[3-(dimethylamino)propyl]-4-[({4-[4-morpholin-4-yl-6-( 2-thienyl}-1,3,5-triazin-2-
yllphenyl}carbamoyl)aminolbenzamide;

1-(4-{4,6-big[{38}-3-methylmorpholin-4-y[]-1,3,5-triazin-2-yl}pheny)-3-[4-(pyrrolidin-1-
ylcarbonyl)phenyljurea;

N-[2-(dimethylamino)ethy!j-4-[{{4-[4-morpholin-4-yl-6-(1,4-oxazepan-4-yl)-1,3,5-triazin-2-
yilphenyl}carbamoyl)aminolbenzamide;

1-{4-[{4-methylpiperazin-1-yl)carbonyl]phenyl}-3-{4-[4-morpholin-4-yl-6-(1,4-oxazepan-4-yl)-
1,3,5-triazin-2-yljphenyliurea;

N-(2-methoxyethyl)-4-[({4-[4-morpholin-4-yl-6-(1,4-oxazepan-4-yl)-1,3,5-triazin-2-
yllphenyllcarbamoyl)aminolbenzamide;

1-{4-{(4-ethylpiperazin-1-yhcarbonyl]phenyl}-3-{4-[4-morpholin-4-yl-6-(2-thienyl)-1,3,5-triazin-2-
ylphenyllurea;

1-{4-[4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-trigzin~-2-yl|phenyl}-3-{3-[(4-methylpiperazin-1-
yiicarbonyl]phenyljurea;

3-{({4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-yl}phenyl}carbamoyl)aminolbenzoic
acid;

methyi 3-[({{4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-
yllphenyllcarbamoyl)amino]benzoate,;

1-(3-{[4-(dimethylamino)piperidin-1-yllcarbonyl}pheny!)-3-{4-[4- (4-methylphenyl)-6-morpholin-4-
yk1,3,5-triazin-2-yljphenyljurea;

N-[2-(dimethylamino)ethyl]-N-methyl-3-[{{4-[4-(4-methylphenyl}-6-morpholin-4-yi-1,3,5-triazin-2-
yl]phenyljcarbamoyllaminolbenzamide;

methyl 3-({[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yh)phenyl]carbamoyl}amino)benzoate;

methy! 3-({[4-(4-morpholin-4-yl-6-thiophen-2-yl-1,3,5-friazin-2-
yl)phenyllcarbamoyllamino)benzoate;

N-[2-(dimethylamino)ethyl]-3-[{{4-[4-(4-methylphenyl)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenyl}carbamoyl)amino]lbenzamide,

N-[2-(dimethylamino)athylj-N-methyl-4-1{{4-[4-morpholin-4-y}-6-(1,4-0xazepan-4-yi)-1,3,5-triazin-
2-yllphenyl}carbamoylyaminojhenzamide;

3-({{[4-{4-ethyl-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyllcarbamoyljamino)benzoic acid;
methy! 3-({{4-{4-morpholin-4-yi-8-phenyl-1,3,5-triazin-2-yl}phenyllcarbamoyllamino)benzoate;

1-~{4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl}-3-{3-[(4-pyridin-2-ylpiperazin-1-
yhcarbonyi]phenyllurea;

N-[2-(dimethylamino)ethyl}-3-({[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-
ylyphenyilcarbamoyllamino)}-N-methylbenzamide;

1-[4-(4-ethyl-6-morpholin-4-yi-1,3,5-triazin-2-yl)phenyl]-3-{3-[{4-methylpiperazin-1-
yhcarbonyl]phenyilurea;
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3-({{4-(4-morpholin-4-yi-6-phenyi-1,3,5-triazin-2-yl)phenyljcarbamoyl}amino benzoic acid;

methyl 4-({{4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-
yhphenyllcarbamoyllamino}benzoate,

1-[4~(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-triazin-2-yl )phenyl}- 3-pyridin-4-ylurea;
4-({{4-(4-morpholin-4-yl-6-piperidin-1-yi-1,3,5-triazin-2-yl}phenyllcarbamoyllamino)benzoic acid;

methy! 4-({[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin-2-
yhphenyljcarbamoyllamino)benzoate;

1-(4-{[4-(1-methylethyl)piperazin-1-yljcarbonyi}phenyl)-3-{4-(4-morpholin-4-yl-6-piperidin-1-yl-
1,3 5-triazin-2-ylphenyljurea;

1-{4-{{4-ethylpiperazin-1-yh)carbonylphenyl}-3-[4-{4-morpholin-4-yl-6-piperidin-1-yi-1,3,5-triazin-
2-yliphenyllures;

1-{4-[(4-methylpiperazin-1-ylicarbonyljphenyl}-3-[4-(4-morpholin-4-yl-6-piperidin-1-yl-1,3,5-
triazin-2-yl)phenyi]urea;

1-(4-{l4-(dimethylamino)piperidin-1-yllcarbonyliphenyl)-3-[4-(4-morpholin-4-yl-6-piperidin-1-yl-
1,3,5-triazin-2-yl)phenyljurea;

4-{{[4-{d-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-riazin-2-yl)phenyljcarbamoyllamino)benzoic acid;
1-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yi-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-ylurea;

N-[2-{dimethylamino)ethyl]-4-({[4-{4-morpholin-4-yl-8-piperidin-1-yl-1,3,5-triazin-2-
yiyphenyljcarbamoyl}amino)benzamide;

1-(4-{[4-(dimethylamino)piperidin-1-yljcarbonyl}phenyl)-3-[4-(4-morpholin-4-yi-6-pyrrolidin-1-yl-
1,3,5-triazin-2-yl)phenyilurea;

1-(4-{{4-(1-methylethyhpiperazin-1-yllcarbonyliphenyl)-3-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-
1,3, 5-triazin-2-yl)phenyllurea;

N-[2-(dimethylamino)ethyl]-N-methyl-4-({[4-(4-morpholin-4-yl-6-pyrrolidin-1-yi-1,3,5-triazin-2-
yiphenyl]carbamoyl}lamino)benzamide;

N-[2-(dimethylamino)ethyl]-N-methyi-4-({[4-(4-morpholin-4-yl|-6-piperidin-1-yl-1,3,5-triazin-2-
yl)phenyilcarbamoyllamino)benzamide;

1-{4-{{4-ethylpiperazin-1-y!)carbonyllphenyli}-3-[4- (4-morpholin-4-y-6-pyrralidin-1-yl-1,3,5-triazin-
2-yhiphenyl]urea;

1-{4-[(4-methylpiperazin-1-yl)carbonyl]phenyl}-3-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3 5~
triazin-2-yl}phenyljurea;

N-[2-(dimethylamino)ethyl}-4-({{4-{4-morpholin-4-y-6-pyrrotidin-1-yi-1,3,5-triazin-2-
yl)phenyijcarbamoyilamino)benzamide;

1-(4-{4,6-bis[{35)-3-methyimorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-yiurea;

N-[3-(dimethylamino)propyil-4-({[4-(4-morpholin-4-yl-6-piperidin-1-yi- 1,3, 5-triazin-2-
yhphenyljcarbamoyilaminc)benzamide;
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N-(2-methoxyethyl)-4-({[4-{4-morpholin-4-yi-6-piperidin-1-yi-1,3,5-triazin-2-
yphenyllcarbamoyllamino)henzamide;

1-[4-(4-morpholin-4-yl-6-pyrrolidin-1-yl-1,3,5-triazin-2-yl)phenyl]-3-[4-(pyrrolidin-1-
ylcarbonylphenyljurea;

1-(4-{4,6-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl})-3-{4-[{(4-ethylpiperazin-1-
ylicarbonylphenyljurea;

1-(4-{4,6-bis[{38)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-y{}phenyl)-3-(4-{[4-(1-
methylethyl)piperazin-1-ylicarbonyl}phenylurea;

methy! 4-([(4-{4-[(35)-3-methylmorpholin-4-yll-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenyl)carhamoyllamino}benzoate;

1-(4-{4,6-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl}-3-(4-{{4-
(dimethylamino)piperidin-1-yi]carbonyl}phenyllurea;

1-(4-{4-[(35)-3-methylmorpholin-4-yi]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-{4-[(4-
methylpiperazin-1-yl)carbonyl]phenyljurea;

1-{4-{[4-(1-methylethyl)piperazin-1-yl|carbonyl}phenyl)-3-(4-{4-[(3S}-3-methylmorpholin-4-yl]-6-
morpholin-4-yl-1,3,5-triazin-2-yi}phenylurea;

4-{{(4-14-1(38)-3-methyimorpholin-4-yi}-6-morpholin-4-yl-1,3,5-triazin-2-
yliphenylicarbamoyl]laminolbenzoic acid;

1-{4-{(4-ethylpiperazin-1-yl)carbonyllphenyl}-3-(4-{4-[(3S)-3-methylmorpholin-4-yl}-6-morpholin-
4-yl-1,3,5-triazin-2-yl}phenylurea;

N-[3-(dimethylamino)propyl}-4-{[(4-{4-[{35)-3-methyimorpholin-4-yl}-6-morpholin-4-yl-1,3,5-
triazin-2-yhiiphenyllcarbamoyllaminolbenzamide;

4-{[{4-{4-[{38}-3-methyimorpholin-4-yi]-6-morpholin-4-yl-1,3,5-triazin-2-
yl}phenyl)carbamoyllamino}-N-(2-pyrrolidin-1-ylethyl)benzamide;

1-(4-{4-[(3R)-3-methylmorpholin-4-y1]-6-[(35)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)-
3-{4-{(4-methylpiperazin-1-ylycarbonyi]phenyljurea;

1-(4-{4,6-bis[(35)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)-3-(4-{[4-
(dipropylamino}piperidin-1-yllcarbonyl}phenyl)urea;

1-{4-[{4-ethylpiperazin-1-yl)carbonyl]pheny}-3-(4-{4-[{3R)-3-methylmorpholin-4-yl]-6-[(35}-3-
methyimorphoiin-4-yl]-1,3 S-triazin-2-yl}phenyl)urea;

4-{[(4-{4-{(3R)-3-methyimorpholin-4-ylj-6-[{3S}-3-methyimorpholin-4-yl}-1,3,5-triazin-2-
yliphenyhcarbamoyllamino}benzoic acid;

1-{4-[(4-butylpiperazin-1-yl)carbonyliphenyl}-3-(4-{4-[(3R)-3-methylmorpholin-4-yl]-6-{(35)-3-
methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyljurea;

methyl 4-{{{4-{4-[{3R}-3-methylmorpholin-4-yl]-8-[{38}-3-methyimorpholin-4-yil-1,3,5-triazin-2-
yi}phenyhcarbamoylamino}benzoate;

1-(4-{4,6-bis[(38)-3-methyimorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)-3-{4-[(4-butylpiperazin-1-
ylcarbonylphenyl}urea; :
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1-{4-{[4-(1-methylethyl)piperazin-1-yljcarbonyl}phenyl)-3-(4-{4-{(3R)}-3-methyimorpholin-4-yl]-6-
[{3%}-3-methyimorpholin-4-yl}-1,3,5-triazin-2-yl}phenytyurea;

1-(4-{4,6-bis[(3S)-3-methylmorpholin-4-yi]-1,3,5-triazin-2-yl}phenyl}-3-(4-{[4-(2-
methylpropylpiperazin-1-yllcarbonyi}phenyljurea;

1-(4-{4,6-bis[(3S8)-3-methylmorpholin-4-yi]-1,3,5-triazin-2-yl}phenyl)-3-(4-{[4-(1-
methylpropyb)piperazin-1-yllcarbonyl}phenyljurea;

4-{f{4-{4 B-bis[(3S)-3-methyimorpholin-4-yi}-1,3,5-triazin-2-yl}phenyl)carbamoyilamino}-N-[2-(4-
methyipiperazin-1-yl)ethyilbenzamide;

N-[2-(dimethylamino)ethyl]-4-{[(4-{4-[(3R)-3-methyimorpholin-4-yl]-6-[(33)-3-methylmorpholin-4-
yi]-1,3,5-triazin-2-yl}phenylcarbamoyljamino}benzamide;

4-{[{4-{4,6-bis[(3S)-3-methyimorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)carbamoyl]lamino}-N-(2-
pyrrolidin-1-ylethyl)benzamide;

1-(4-{4,6-bis](3S)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yi}phenyl)-3-{4-[(4-propyipiperidin-1-
ylicarbonyliphenyljurea;

1-(4-{4 6-bis|(38)-3-methyimorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-[4-(piperidin-1-
yicarbonylphenyljurea;

1-(4-{4,6-bis[(3S)}-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-{4- [(4 propylpiperazin-1-
ylicarbonyllphenytiurea;

4-{[(4-{4,6-bis[(3S)-3-methylmorphoiin-4-yl}-1,3,5-triazin-2-yl}phenyl)carbamoyllamino}-N-(2-
methoxyethylbenzamide;

1-{4-[4-morpholin-4-yl-6-(4-tricyclo[3.3.1.13,7]dec-1-yipiperazin-1-yl)-1,3,5-triazin-2-yljphenyl}-3-
pyridin-4-ylurea,

methyl 4-{[(4-{4-[4-(dimethylcarbamoyl)piperazin-1-yl]-6-morpholin-4-yl-1,3,5-triazin-2-
yliiphenyl)carbamoyllamino}benzoate;

N,N-dimethyl-4-(4-morpholin-4-y-6-{4-|{pyridin-4-ylcarbamoylamino]phenyi}-1,3,5-triazin-2-
yhipiperazine-1-carboxamide;

N,N-dimethyl-4-(4-{4-[({4-](4-methylpiperazin-1-yl)carbonyl]phenyl}carbamoyl)amino]phenyl}-6-
morpholin-4-yl-1,3,5-triazin-2-yhpiperazine-1-carboxamide;

N,N-dimethyl-4-{4-morphoiin-4-yl-6-[4-({[4-(pyridazin-4-
ylcarbamoyl)phenyl]carbamoyl}amino)phenyl}-1,3,5-triazin-2-yl}piperazine-1-carboxamide,

N,N-dimethyl-4-{4-morpholin-4-y}-6-{4-[{{4-[(4-propylpiperidin-1-
ylicarbonyllphenyflcarbamoyl)amino]phenyi}-1,3,5-triazin-2-yl)piperazine-1-carboxamide;

4-{[{4-{4-[4-(dimethylcarbamoyl)piperazin-1-yi]-6-morpholin-4-yl-1,3 5-triazin-2-
yhiphenylcarbamoyijamino}benzoic acid;

4-(4-{4-[({4-[(2-methoxyethyl)carbamoyl]phenyl}carbamoyl)amino]phenyl}-6-morpholin-4-yl-
1,3,5-triazin-2-yl)-N,N-dimethylpiperazine-1-carboxamide;

4-[4-(4-{[(4-{]2-(dimethylamino)ethyl](methyl)carbamoyli}phenyl)carbamoyljamino}phenyl)-6-
morpholin-4-yi-1,3,5-triazin-2-yl}l-N,N-dimethylpiperazine-1-carboxamide;
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4-(4-{4-[{{4-](4-ethylpiperazin-1-yl)carbonyl]phenyllcarbamoyl)amino]phenyl}-6-morpholin-4-yl-
1,3,5-triazin-2-yi)-N,N-dimethyipiperazine-1-carboxamide;

1-(4-{4-[4-(ethylsulfonyl)piperazin-1-yl]-6-morpholin-4-yl-1,3, 5-triazin-2-yi}phenyl)-3-pyridin-4-
ylurea; ‘

methyl 4-{[(4-{4-[4-(ethylsulfonyl)piperazin-1-yl}-6-morpholin-4-yi-1,3,5-triazin-2-
yiiphenyl)carbamoyllamino}benzoate;

4-{[(4-{4-[4-(ethylsulfonyl)piperazin-1-y[}-6-morpholin-4-yl-1,3,5-triazin-2-
yl}phenylcarbamoyllamino}benzoic acid;

N-{3-{dimethylamino)propyl}-4-{[(4-{4-{4-(ethyisulfonypiperazin-1-yl}-6-morpholin-4-y+-1,3,5-
triazin-2-yl}phenylicarbamoyliamino}benzamide;

N-[2-{dimethylamino)ethyl]-4-{[(4-{4-[4-(ethylsulfonyl)piperazin-1-yl]-6-morpholin-4-yl-1,3,5-
triazin-2-yl}phenyl)carbamoyllamino}benzamide;

4-{{{4-{4-[4-(1-msthyiethy])-1,4-diazepan-1-yli-6-morpholin-4-yl-1,3,5-triazin-2-
yiiphenylicarbamoyijaminc}benzoic acid;

methyl 4-{[(4-{4-[4-{acetylamino)piperidin-1-yi]-6-morpholin-4-y}-1,3,5-triazin-2-
yliphenylicarbamoyilaminclhenzoate,

1-(4-{4-[4-(1-methylethyi}-1,4-diazepan-1-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyi)-3-{4-[(4-
methylipiperazin-1-yl)carbonyi]phenyljurea;

N-[1-{4-morpholin-4-yl-6-{4-[{pyridin-4-ylcarbamoyl)amino}phanyl}-1,3,5-triazin-2-yhpiperidin-4-
yllacetamide;

4-{{{4-{4-[4-(acetylamino)piperidin-1-yl]-6-morpholin-4-yl-1,3,5-triazin-2-
yinhenyhcarbamoyllamino}benzoic acid;

N-[2-(dimethylamino)ethyl}-4-{[{4-{4-[4-(1-methylethyl)-1,4-diazepan-1-yl]-6-morpholin-4-y}-
1,3,5-triazin-2-yliphenyl)carbamoyllamino}benzamide;

N-{1-[(4-{](4-{4-[4-(1-methylethyl}-1 4-diazepan-1-yi}-6-morpholin-4-yl-1,3,5-triazin-2-
yiyphenyi)carbamoyilamino}phenylicarbonyl]piperidin-4-yilacetamide;

1-{4-[(4-ethylpiperazin-1-yl)carbonyllphenyl}-3-{4-{4-[4-(1-methylethy!)-1,4-diazepan-1-yi]-6-
maorpholin-4-yl-1,3,5-triazin-2-yliphenyl)urea;

1-(4-{4-[4~(1-methylethyl)- 1,4-diazepan-1-yi}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyf)-3-(4-{[4-
(1-methylethyl)piperazin-1-yl]carbonyl}phenyl)urea;

1-{4-{4,6-bis[(38)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-(4-{{(3S)-3-
methylmorpholin-4-yllcarbonyl}phenylurea;

1-{4-[(4-butylpiperazin-1-yhcarbonyllphenyl}-3-(4-{4-[4-( 1-methylethyl)-1,4-diazepan- 1-yl]-6-
morpholin-4-yi-1,3,5-triazin-2-yl}phenyhurea;
1-(4-{4-[(4-methyipiperazin-1-yl}amino]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-phenylurea;

¥

1-{4-{4-{(1-methylpiperidin-4-yi)oxy]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl}-3-pyridin-4-
ylurea;

1-{4-[4-morpholin-4-yi-6-(piperidin-4-vioxy}-1,3 5-triazin-2-yliphenyi}-3-pyridin-4-ylurea;
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ethyt 4-[{4-morpholin-4-yl-6-{4-[{pyridin-4-yicarbamoyl)amino]phenyi}-1,3,5-triazin-2-
yhoxylpiperidine-1-carboxylate,

N-ethyl-4-[(4-morpholin-4-yl-6-{4-[(pyridin-4-yicarbamoyl)amino]phenyl}-1,3,5-triazin-2-
yloxylpiperidine-1-carboxamide;

tert-butyl 4-[(4-morpholin-4-yl-6-{4-{(pyridin-4-yicarbamoyl)amino]phenyi}-1,3,5-triazin-2-
yhoxylpiperidine-1-carboxylate;

4-[{4-morpholin-4-yl-6-{4-[{pyridin-4-ylcarbamoylJamino]phenyl}-1,3,5-triazin-2-yhoxy]piperidine-
t-sulfonamide;

1-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yi)-6-morpholin-4-yl-1,3,5-triazin-2-yl]phenyl}-3-pyridin-
4-ylurea,;

1-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-yljphenyl}-3-pyridin-
3-ylurea;

1-{4-]4-(1,4-dioxa-B-azaspiro[4.5]dec-8-yl)-6-morpholin-4-yi-1,3,5-friazin-2-yl]phenyi}-3-
phenylurea;

1-[4-(dimethylamino)phenyl}-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl)-6-morpholin-4-y-1,3,5-
triazin-2-yllphenyllurea;

1-(4-cyanopheny!}-3-{4-[4-(1,4-dioxa-8-azaspirol4.5]dec-8-yl)-6-morpholin-4-yl-1,3,5-triazin-2-
yilphenyllurea;

1-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl}-6-morpholin-4-yl-1,3,5-triazin-2-yilpheny}-3-(2-
methyipyridin-4-yljurea;

1-[2-(dimethylamino)ethyl]-3-{4-[4-(1,4-dioxa-8-azaspiro[4.5]dec-8-yl)}-6-morpholin-4-yi-1,3,5-
triazin-2-yilphenyllurea;

1-[4-{4-morpholin-4-yi-B-quinolin-3-yi-1,3,5-triazin-2-yi)phenyl]-3-pyridin-4-ylurea;
1-{4-[4-(2-methoxyethoxy)-6-morpholin-4-yl-1,3,5-triazin-2-yl]phenyl}-3-pyridin-4-yiurea;

methyl 4-[{({4-[4-(2-methoxyethoxy)-6-morpholin-4-yl-1,3,5-triazin-2-
yllphenylicarbamoyi)aminolbenzoate;

1-(4-{4-morpholin-4-yl-6-[2-( pyridin-4-yiamino )ethyi]- 1,3, 5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea;

N-[2-(dimethylamino)ethyl}-4-({[4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-
yhphenyljcarbamoyllamino)}-N-methylbenzamide;

N-[2-{dimethyiamino)ethyl]-4-({[4-(4-methoxy-B-morpholin-4-yi-1,3,5-triazin-2-
yl)phenyijcarbamoyllamino)benzamide;

4-({{4-{4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]carbamoyl}amino}-N-methyl-N-[2-
{methylamino)ethyllbenzamide;

1-[4-(4-methoxy-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyi}-3-{4-{(4-methylpiperazin-1-
yhcarbonyl]phenyilurea;

1-{4-[(3,3-dimethyipiperazin-1-yi)carbonyl]phenyi}-3-[4-(4-methoxy-6-morpholin-4-yl-1,3,5-
triazin-2-yl)phenyljurea;
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4-({{4-(4-methoxy-6-morpholin-4-yl-1,3, 5-triazin-2-yl)phenyllcarbamoyllaming }-N-(2-piperidin-1-
ylethyhbenzamide;

1-(4-{4-[2,5-bis{hydroxymethyl)pyrrolidin-1 -yi}-6—m0rphblin~4~y!w1 ,3,5-triazin-2-yl}phenyt}-3-
pyridin-4-ylorea;

1-(4-{4-[2-(1,3-dioxan-2-ylethyl}-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea;
1-{4-{4-[3-(dimethylamino)propyil-6-morpholin-4-yl-1,3, 5-triazin-2-yl}phenyl)-3-pyridin-4-ylurea;

1-{4~(4-{3-{{ 1-methylethyhamino]propyl}-6-morpholin-4-yl-1,3,5-triazin-2-yl)phenyl]-3-pyridin-4-
ylurea;

1-{4-[4-morpholin-4-yl-6-(3-pyrrolidin-1-yipropyl!)-1,3,5-triazin-2-yllphenyl}-3-pyridin-4-ylurea;

1-(4-{4-[3-(4-methyliperazin-1-yDpropyl]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyh)-3-pyridin-4-
ylurea;

1-{4-[4-(3-{[2-(dimethylamino}ethyllamino}propyt)-6-morpholin-4-yi-1,3,5-triazin-2-yiiphenyl}-3-
pyridin-4-ylurea;

1-{4-[4-(3-hydroxypropy!)}-6-morpholin-4-yl-1,3,5-triazin-2-yl|phenyl}-3-pyridin-4-ylurea;
1-{4-{4-morpholin-4-yl-6-(3-oxopropyl)-1,3,5-triazin-2-yl|phenyl}-3-pyridin-4-ylurea;

N-(4-morpholin-4-yl-6-{4-{{pyridin-4-ylcarbamoylamino]phenyl}-1,3,5-triazin-2-
viibenzenesulfonamide;

N-{4-{4-({[4-(4-methylpiperazin- 1-yl)phenyl]carbamoyl}amino)phenyi]-6-morpholin-4-yi-1,3,5-
triazin-2-yl}benzenesulfonamide;

N-(4-{4-{{{4-[2-(dimethylamino)ethoxy]phenyl}carbamoyl)amino]phenyl}-6-morpholin-4-yi-1,3,5-
triazin-2-ylbenzenesuifonamide;

N-(4-{4-[{{4-[{4-methylniperazin-1-ylicarhonyllphenyljcarbamoylamino]phenyl}-6-morpholin-4-
yl-1,3,5-triazin-2-yl)henzenesulfonamide;

N-{4-morpholin-4-yl-6-[4-({[4-(piperazin- 1-ylcarbonyl)phenyljcarbamoyi}amino)phenyl}-1,3,5-
triazin-2-yl}benzenesulfonamide;

N-[4-(4-{[(4-{{4-(dimethylamino)piperidin-1-yl|lcarbonyl} phenyl)carbamoyilamino}pheny!)-6-
morpholin-4-yl-1,3,5-triazin-2-yl}benzenesulfonamide;

N-[2-(dimethylamino)ethyl}-N-methyl-4-{{(4-{4-morpholin-4-y|-8-[{phenyisulfonyl)amino]-1,3,5~
triazin-2-yl}phenyhcarbamoyijamino}benzamide;

N-[2-(dimethylamino)ethyl]-4-{[(4-{4-morphoiin-4-yi-6-[{ phenylsulfonyl)aminol-1,3,5-triazin-2-
yl}phenyl)carbamoyllamino}benzamide;

methy! 4-{[(4-{4-morpholin-4-yi-6-{(phenyisufonyl)amino}-1,3,5-triazin-2-
vi}phenyl)carbamoyllamino}benzoate;

4-{[(4-{4-morpholin-4-yi-6-[(phenylsulfonyl)amino}-1,3, 5-triazin-2-
yliphenyl)carbamoyllamino}benzoic acid,;

1-{4-[(4-methylipiperazin-1-yl)carbonyl]phenyi}-3-[4-(6-morpholin-4-yl-4-oxo-4,5-dihydro-1,3,5-
triazin-2-yl)phenyljurea;
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1-{4-(2 4-dimethylpiperazine-1-carbony!)phenyl})-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-

yhphenyturea;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-isopropyt-2-methylpiperazine-1-
carbonyi)phenyljures;

1-(4-(4-cyclobutyl-2-methyipiperazine-1-carbonyl)phenyl}-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhiphenyljurea;

1-(4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl}-3- (4-(4-isopropyl-3-methylipiperazine-1-
carbonyl)phenyljurea;

1-(4-(3 4-dimethylpiperazine-1-carbonyl)phenyk)-3-{4-{4,6-dimorpholino-1,3,5-triazin-2-
yhphenyhurea;

1-(4-(4-cyciobutyl-3-methyipiperazine-1-carbonyl jphenyl)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yhphenyl)urea,;

1-(4-{4-cyclobutylpiperazine-1-carbonyl)phenyi)-3-(4-(4,6-dimorpholino-1,3,5-triazin-2-
yl)phenyllurea;

1-(4-(2,4-dimethylpiperazine-1-carbonyl)phenyt)-3-(4-(4-morphoiino-6-(tetrahydro-2H-pyran-4-
yi)-1,3,b-trigzin-2-yl)phenylures;

1-(4-(4-isopropyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-ylYphenyljurea;

1-(4-(4-cyclobutyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-isopropyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-{tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-{4-(3,4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-{4-morpholino-6-(tetrahydro-2H-pyran-4-
yl)-1,3,5-triazin-2-yl)phenyl)urea;

1-(4-(4-cyclobutyl-3-methylpiperazine-t-carbonyl)phenyl)-3-(4-{4-morpholino-6-(tetrahydro-2H-
pyran-4-yi}-1,3,5-triazin-2-yhphenylhurea;

1-{4-(4-cyclobutyipiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-
yl}-1,3,5-triazin-2-yhphenylurea;

1-(4-(2-methyipiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yl)phenyljurea;

1-(4-(3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yl)phenyijurea;

1-{4-(4,8-dimorpholino-1,3,5-trigzin-2-yl)phenyl}-3-(4-{3-methylpiperazine-1-
carbonyhphenyljurea;

1-{4-(4,6-dimorpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(2-methylpiperazine-1-
carbonyl)phenyliurea;

1-(4-(3,3-dimethylpiperazine-1-carbonyl)phenyi}-3-(4-(4,8-dimorphoiino-1,3,5-triazin-2-
yhphenyljurea; :
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1-{4-(3,3-dimethylpiperazine- 1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-
yl)-1,3,5-triazin-2-yl)phenyl)urea;

1-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yt)phenyl)-3-(4-(3,3,4-
trimethylpiperazine-1-carbonyl)phenyljurea;

1-{4-{4,8-dimorpholino-1,3,5-triazin-2-yt)phenyl}-3-(4-(3,3 4-trimethyipiperazine-1-
carbonyl)phenyl)urea;

1-(4-(2.4-dimethylpiperazine-1-carbonyl)phenyl}-3-(4-(4-morpholino-6-(tetrahydro-2H-pyran-4-
yl}-1,3,5-triazin-2-yl}phenylurea;

1-(4-{4-(3-methylmorpholino)-6-{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)- 3-(4-(2-
methylipiperazine-t-carbonyl)phenylurea;

1-(4-{4-isopropyl-2-methyipiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methyimorpholino)-6-
{tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-yhphenyljurea;

1-(4-(4-cyclobutyl-2-methylpiperazine-1-carbonyl )phenyl)-3-(4-(4-(3-methylmorpholino)-6-
{tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-isopropyl-3-methyipiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-4-yl)-1,3 5-triazin-2-yl)phenylurea;

1-{4-(3,4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6- (tetrahydro -2H-
pyran-4-yl)-1,3,5-triazin-2-yl}phenyhurea;

1-(4-(4-cyclobutyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-d-yl)-1,3,5-triazin-2-yliphenyljurea;

1-(4-{4-cyclobutylpiperazine-1-carbony!)phenyl)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-
pyran-4-y|}-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yt)}-1,3,5-triazin-2-yhphenyl)-3-(4-(3,3,4-
trimethylpiperazine-1-carbonyl)phenylurea;

1-(4-(3,3-dimethyipiperazine-1-carbonyl)pheny!)-3-(4-(4-(3-methyimorpholino}-6-(tetrahydro-2H-
pyran-4-yi}1,3,5-triazin-2-yl)phenyljurea;

N-(2-(dimethylamino)ethyl)-N-methy}-4-(3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-
yi)-1,3,5-triazin-2-yl)phenybhureido Yhenzamide;

N-(2-(dimethylamino)ethyl)-4-(3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-
triazin-2-yl)phenyljureido)benzamide;

1-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-
(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(2 4-dimethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorpholino}-6-morpholino-
1,3,5-triazin-2-yi)phenylures;

1-(4-(2 4-dimethylipiperazine-1-carbonyl}phenyl)-3-(4-(4-(2-methylmorpholino)-6-morphoiino-
1,3,5-triazin-2-yl}phenylurea;

1-(4-{4-isopropyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorpholino}-6-
morpholino-1,3,5-triazin-2-yl)phenyl)urea;
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1-(4-(4-cyclobutyl-2-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methyimorpholino)-6-
morpholino-1,3,5-iriazin-2-yl)phenyljurea;

N-{2-(dimethylamino)ethyl}-N-methyl-4-(3-{4-(4-(2-methylmorpholino)-6-morpholino-1,3,5-
triazin-2-yhphenylureido)benzamide;

1-{4-(4-isopropyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorpholino }-6-
morpholino-1,3,5-triazin-2-yl)phenyljurea;

1-{4-{4-(2-methyimorpholino}-6-morpholino-1,3,5-triazin-2-yliphenyl)-3-{4-(3-methylpiperazine-1-
carbonyl)phenyliurea;

1-(4-(3 4-dimethylpiperazine-1-carbonyl)phenyl}-3-(4-(4-(2-methylmorpholino)-6-morpholino-
1,3,5-triazin-2-yl)phenylurea;

1-{4-{4-cyclobutyl-3-methylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(2-methylmorpholino)-6-
morpholino-1,3,5-triazin-2-yi)phenyllurea;

1-(4-(3,3-dimethylpiperazine-1-carbonyl)phenyi)-3-(4-(4-(2-methylmorpholino }-6-morpholino-
1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-(2-methylmorpholino)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(3,3,4-
trimethyipiperazine-1-carbonyl)phenyijurea;

1-(4-(4-cyclobutyipiperazine-1-carbonylyphenyl!)-3- (4—(4 (2-methylmorpholino)-6-morpholino-
1,3,5-triazin-2-yl)phenylurea;

N-(2-(dimethylamino)ethylt)-4-(3-(4-(4-(2-methyimorpholino)-6-morpholino-1,3,5-triazin-2-
yhphenyliureido)benzamide;

1-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)- 3-(4-(4-(2-methylmorpholino)-6-
morpholino-1,3,5-triazin-2-yhphenyljurea;

1-{4-(3-(dimethylamino)pyrrolidine-1-carbony!)phenyl)-3-(4-(4-(2-methylmorpholino)-6-
morpholino-1,3,5-triazin-2-yliphenyljurea;

1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)pheny!)-3-(4-(4-morpholino-6-(tetrahydro-2H-
pyran-4-yl)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)phenyl)-3-(4-(4-(3-methylmorpholino}-6-
{tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-yhphenyljurea;

1-(4-(4~((2R,5S)-2,5-dimethylpyrrolidin-1-y1)-6-((R)-3-methylmorpholino)-1,3,5-triazin-2-
yl)phenyl)-3-(4-(4-methylpiperazin-1-yl)phenyljurea;

1-(4-(4-(dimethylamino)piperidin-1-yl)pheny!)-3-(4-(4-((2R,58)-2,5-dimethylpyrrolidin-1-y!)-6-
((R)-3-methylmorpholino)-1,3,5-triazin-2-y)phenyljurea;

1-(4-(4-((2R,58)-2,5-dimethylpyrrolidin-1-y1)-6-((R)-3-methylmorpholino)-1,3,5-triazin-2-
yhphenyl)-3-(4-(quinuciidin-4-yl)phenyljurea;

1-(4-(4-cyclopropyipiperazin-1-ylyphenyt)-3-(4-(4-({2R,58)-2,5-dimethylpyrrolidin-1-y1)-6-((R)-3-
methylmorpholino)-1,3,5-triazin-2-yl)phenytjurea;

1-{4-(4-(cyclopropyimethyl)piperazin-1-yl)phenyl)-3-(4-(4-((2R,58)-2,5-dimethylpyrrolidin-1-yl)-6-
{{R)}-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyljurea,;
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1-(4-(4-{(2R,58)-2, 5-dimethylpyrrolidin-1-yI}-6-{(R}-3-methylmorpholino)-1,3,5-triazin-2-
yliphenyl)}-3-(4-(4-ethylpiperazin-1-yphenyljurea;

1-{4-(4-((2R,53)-2,5-dimethylpyrrolidin-1-y|}-6-({R)-3-methyimorpholino}-1,3,5-triazin-2-
yhphenyl}-3-(4-{4-isopropylpiperazin-1-yl)phenyijurea;

1-(4-(4-{{2R,58)-2,5-dimethylpyrrolidin-1-y)-6-((R)-3-methyimorpholino)-1,3,5-triazin-2-
yl)phenyl)-3-(4-{4-methylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-({(2R,53)-2,5-dimethylpyrrolidin-1-y)}-6-({R)-3-methylmorpholino)-1,3,5-triazin-2-
yphenyl)-3-(4-(4-isopropylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-{dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4-({2R ,58}-2,5-dimethylipyrrolidin-1-
yI)-8-({R)-3-methylmorpholino)-1,3 5-triazin-2-yl)phenyljurea;

1-(4-(4-{(2R,58)-2,5-dimethylpyrrolidin-1-yl}-6-((R)-3-methylmorpholino)-1,3,5-triazin-2-
yl)phenyl}-3-(4-(4-ethylpiperazine-1-carbonyljphenyljurea,

1-(4-(4-cyclopropylpiperazine-1-carbonylyphenyl)-3-(4-(4-((2R,58)-2, 5-dimethylpyrrotidin-1-yi)-6-
{{R}-3-methyimorpholino}-1,3,5-triazin-2-yhphenyljurea;

1-(4-(4-{cyclopropylmethy!)piperazine-1-carbonyl)phenyl)-3-(4-(4-((2R,55)-2,5-
dimethylpyrrolidin-1-y)-6-((R)-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-{4-({28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-yl}-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-yhpheny-3-(4-(4-methylpiperazin-1-yl)phenyburea;

1-(4-(4-{(28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-((R)-3-methyimorpholino)-1,3,5-triazin-
2-yl)phenyl)-3-(4-(4-(dimethylamino)piperidin-1-yl)phenyl)urea;

1-(4-(4-{(28,5R)-2,5-bis(hydroxymethylpyrrolidin-1-y1}-6-({R)-3-methylmorphoiino)-1,3,5-triazin-
2-yhphenyl}-3-{4-(quinuclidin-4-ylyphenyljurea;

1-(4-(4-((28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-t-yi)-6-{(R)-3-methylmorpholino)-1,3,5-triazin-
2-yl)phenyl)-3-(4-(4-cyclopropylpiperazin-1-yliphenyl)urea;

1-(4-(4-{(25,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-{(R)-3-methylmorpholino)-1,3,5-triazin-
2-y)phenyi)-3-(4-(4-(cyclopropyimethylpiperazin-1-yi)phenylhurea;

1-(4-(4-((28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-{(R)-3-methylmorpholino)-1,3,5-triazin-
2-yl)phenyl)-3-(4-(4-ethylpiperazin-1-yi}phenyljurea;

1-(4-(4-{(28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-((R}-3-methyimorpholino)-1,3,5-triazin-
2-yhphenyl)-3-(4-{4-isopropylpiperazin-1-yl)phenylurea;

1-(4-(4-((28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-yl)-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-yhphenyl)-3-{4-(4-methylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-{(28,5R)-2,5-bis{hydroxymethyl)pyrrolidin-1-y!)-6-((R)-3-methylmorpholino}-1,3,5-triazin-
2-yhphenyl)-3-(4-{4-isopropylpiperazine-1-carbonyliphenyljurea;

1-(4-(4-({2S,5R)-2,5-bis{hydroxymethyl)pyrrofidin-1-yl)-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-yl)phenyl)-3-(4-(4-{dimethylamino)piperidine-1-carbonyl)phenyljurea;

1-(4-(4-((2S,5R)-2,5-bis{hydroxymethyl)pyrrolidin-1-y1)-6-((R)-3-methylmorpholino)-1,3,5-triazin-
2-yl)phenyl)-3-(4-{4-ethylpiperazine-1-carbonyl)phenyliurea;
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1-{4-(4-((28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-({R)-3-methylmorpholino}-1,3,5-triazin-
2-yliphenyl)-3-(4-(4-cyclopropylpiperazine-1-carbonyh)phenyljurea,;

1-(4-(4-({28,5R)-2,5-bis(hydroxymethyl)pyrrolidin-1-y1)-6-({R)-3-methylmorpholino)-1,3,5-triazin-
2-ylphenyl)-3-(4-(4-(cyclopropylmethyl)piperazine-1-carbonyl)phenyljurea;

1-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-4-yl)urea;
1-(4-{4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-y)phenyl}-3-(pyridin-3-yljurea;
1-{4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yhphenyl)-3-(pyridazin-4-yl)urea;
1-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)-3-{pyrimidin-5-yljurea;
4-(3-{4-{4-morpholino-B-(tetrahydrofuran-3-yioxy)-1,3,5-triazin-2-yl)phenyljureido)benzamide;

N-(2-(dimethylamino)ethyl)-4-(3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-
yhphenylureido)benzamide;

N-(2-(dimethylamino)ethyl)-N-methyl-4-(3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy}-1,3,5-
triazin-2-yl)phenyljureido )benzamide;

N-(2-(methytamino)ethy!)-4-(3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-
yl)phenylureido)benzamide;

N-methyl-N-{2-(methylamino)ethyl)-4-(3-(4-{(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-
triazin-2-yl)phenylureido)henzamide;

1-(4-({R)-3-{dimethylamino)pyrrolidine-1-carbonyl)phenyl}-3-(4-(4-morpholino-6-
(tefrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-{4-morpholino-8-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-1-
carbonyl)phenyllurea;

1-(4-(4-methyipiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-
1,3,5-triazin-2-yl)phenylures,

1-(4-(4-ethyipiperazine-1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydrofuran-3-yloxy)-1,3,5-
triazin-2-yl)phenyljurea;

1-(4-(4-isopropyipiperazine-~1-carbonyl)phenyl)-3-(4-(4-morpholino-6-(tetrahydrofuran-3-yioxy )-
1,3.5-triazin-2-yl)phenyljurea;

1-{4-(4-{{S)-3-methyimorpholino)-6-(tetrahydrofuran-3-yioxy)-1,3,5-triazin-2-yl)phenyl}-3-
{pyridin-4-yhurea,;

1(4-(4-{(S)-3-methylmorpholino)-6-{tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-y)phenyl)-3-
{pyridin-3-yhurea ;

1-(4~(4-((8)-3-methyimorpholino)-6-({tetrahydrofuran-3-yloxy}-1,3,5-triazin-2-yljphenyl - 3-
{pyridazin-4-yhurea;

1-(4-(4-((S)-3-methylmorpholino)-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl}-3-
(pyrimidin-5-yllurea;

A-{3-(4-(4-({S)-3-methyimorphoiino)-6-(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-
yhiphenyljureido)benzamide;
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1-(4-(3-{dimethylamino)pyrrolidine-1-carbonyl)pheny!)-3-(4-(4-((S)-3-methyimorpholino)-6-
(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-{4-({S)-3-methylmorpholino)-6-{tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyl}-3-(4-
(piperazine-1-carbonyl)phenylurea;

1-{4-{4-{{S)-3-methylmorpholino)-6-({tetrahydrofuran-3-yloxy}-1 ,3,5-triazin-2-y!)phenyl)-3-(4-(4-
methylpiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-ethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-((S)-3-methyimorpholino}-6-(tetrahydrofuran-
3-yloxy}1,3,5-triazin-2-yl)phenylurea;

1-(4-(4-isopropylpiperazine-1-carbonyh)phenyl)-3-(4-(4-((S)-3-methyimorpholino)-6-
(tetrahydrofuran-3-yloxy)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl )phenyl)-3-(pyridin-3-yhurea;
1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-yl)urea;
1-(4-(4-{1,4-diazepan-1-yi)}-6-morpholino-1,3,5-triazin- 2-yl)phenyt)-3-(pyrimidin-5-yljurea;
1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl )phenyl)-3-(pyridin-4-yljurea;
1-(4-{4-(1 4-diazepan-1-y!)-6-morpholino-1,3,5-triazin-2-yl)phenyt)-3-phenylurea;
1-(4-(4-(1,4-diazepan-1-yi)-6-morpholinc-1,3,5-triazin-2-yl)phenyl)-3-(4-chlorophenyliurea;
1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-fluorophenylurea;
methyld-(3-(4-(4-(1,4-diazepan-1-yi)-6-morpholino-1,3,5-triazin-2yl)phenyljureido) benzoate;
4-(3-(4-(4-(1 4-diazepan-1-y!)-6-morpholino-1, 3, 5-triazin-2-yl)phenylureido}benzoic acid;

4-(3-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenylureido)-N-(2-
{dimethylamino)ethyl)benzamide;

4-(3-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3 5-triazin-2-yl)phenylureido}-N-(2-
(dimethylamino)ethyl)-N-methylbenzamide;

1-(4-(4-(1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(3-
(dimethylamino)pyrrolidine-1-carbonyl)phenyl)urea;

4-(3-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)ureido)benzamide;

1-(4-(4-(1,4-diazepan-1-yl)-6-morphoiino-1,3,5-triazin-2-yl)phenyl}-3-(4-(piperazine-1-
carbonyl)phenyljurea,;

1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-ethylpiperazine-1-
carhonyliphenyliurea;

1-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1 ,3,5-triazin-2~y[)-phenyl)-3-(4—(4«isopropyipiperazine—1 -
carbonyl)phenyijurea;

1-(4-(4-(1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)phenyt)-3-(4-(4-
(dimethylamino)piperidine-1-carhonyl)phenyljurea,
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1-(4-(4-{dimethylamino)piperidine-1-carbonyl)phenyl}-3-(4-(4-(4-methyl-1,4-diazepan-1-yi)-6-
morpholino-1,3,5-triazin-2-yljphenyljurea;

1-(4-(4-(4-methyl-1,4-diazepan-1-yl)-6-morphoiino- 1,3, 5-triazin-2-yt)phenyl)-3-(4-(piperazine-1-
carbonyl)phenyljures;

1-{4-{4-{4-methyl-1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)phenyi}-3-(4-{4~
methylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-methyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
ethylpiperazine-1-carbonyi)phenyhurea;

1-(4-(4-{4-methyi-1,4-diazepan-1-y})-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-{4-(4-n-
propylpiperazine-1-carhonylphenylurea;

1-(4-(4-{4-methyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
isopropylpiperazine-1-carbonyl)phenyl)urea;

1-(4-(3-(dimethylamino)pyrrolidine-1-carbonyl)phenyl)- 3-(4-(4-(4-methyl-1,4-diazepan-1-y1)-6-
morpholine-1,3,5-triazin-2-yh)phenylurea;

N-(2-(dimethylamino)ethyl)-4-(3-(4-(4-(4-methyl-1, 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenyljureido)benzamide,;

N-(2-(dimethylamino)ethyl)-N-methyl-4-(3-{4-(4-{4-methyl-1,4-diazepan- 1-yl}-6-morpholino-
1,3,5-triazin-2-yl)phenyl)ureidc)benzamide; :

1-(4~(4-{4-methyl-1,4-diazepan-1-yi)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-phenylurea;

1-(4-chlorophenyl)-3-(4-(4-(4-methyi-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yliphenyhurea;

1-(4-fluoropheny!)-3-(4-(4-(4-methyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenylurea,

1-(4-(4-(4-methyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-riazin-2-yl)phenyl}-3-(pyridin-3-ylurea;
1-(4-(4-(4-methyl-1,4-diazepan- 1-yl)-8-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yljurea,

1-(4-{4-{4-methyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-
yljurea;

1-(4-(4-(4-methyl-1,4-diazepan-1-yi)}-6-morpholino-1,3, 5-triazin-2-yhphenyl)-3-(pyrimidin-5-
ylurea;

1-(4-(4-{4-ethyi-1,4-diazepan-1-yi}-6-morpholine-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-1-
carbonylyphenyl)urea;

1-{4-(4-{4-ethyl-1 4-diazepan-1-y|}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-{4-(4-
methylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-ethyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl phenyi)-3-(4-(4-
ethylpiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyt)-3-(4-(4-n-
propylpiperazine-1-carbonyl)phenyl)urea;
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1-(4-(4-(4-ethyl-1,4-diazepan-1-yi)-6~-morpholino-1,3,5-triazin-2-yl )phenyi}-3-(4-{4-
isopropylpiperazine-1-carbonyl)phenyl)urea;

1-{4-(3-(dimethytamino)pyrrolidine-1-carbonyl)phenyt)-3-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-
morpholino-1,3,5-triazin-2-yl)phenylurea;

N-(2-(dimethylamino)ethyi}-4-(3-(4-(4-(4-ethyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenyljureido)benzamide;

N-(2-(dimethylamino)ethyl)}-N-methyl-4-(3-(4-(4-(4-ethyi-1,4-diazepan-1-yl)}-6-marphoiino-1,3,5-
triazin-2-yl)phenyhureido)benzamide;

1-(4-(4-{4-ethyl-1, 4-diazepan-1-yi)-6-morpholino-1,3 5-triazin-2-yl)phenyl)-3-phenylurea;

1-(4-chlorophenyl)-3-(4-(4-(4-ethyl-1 4-diazepan- 1-yl)-8-morpholino-1,3,5-triazin-2-
ylphenyl)urea;

1-(4-fluorophenyl)-3-(4-(4-(4-ethyl-1,4-diazepan-1-yl)-6-morphoiino-1,3,5-triazin-2-
yl)phenyl)urea;

1-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yl)urea;
1-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-4-yljurea;
1-(4-(4-{4-ethyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-yl)urea;
1-(4-(4-(4-ethyl-1,4-diazepan-1-yl}-6-morpholino-1 ,3,5-tria:£in-2—yl)phenyl)»S—(pyrimidin-5-yl)u rea;

1-(4-(4-(4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(piperazine-1-
carbonyl)phenyl)urea; '

1-(4-(4-{4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-
methylpiperazine-1-carbonylyphenyi)urea;

1-(4-(4-(4-propyi-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(4-(4-
ethylpiperazine-1-carhonyl)phenyljurea;

1-{4-(4~(4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3, 5-triazin-2-yl)phenyl }-3-(4-(4-n-
propylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-(4-propyl-1,4-diazepan-1-yl)}-6-morpholino-1,3, 5-triazin-2-yl)phenyl}-3-(4-(4-
isopropylpiperazine-1-carbonyl)phenylurea;

1-(4-(3-(dimethytamino)pyrrolidine-1-carbonyl)phenyl)-3-(4-(4-(4-propyi-1,4-diazepan-1-yl)-6-
morpholing-1,3,5-triazin-2-yl)phenyl)urea;

N-(2-{dimethylamino)ethy!)-4-(3-(4-(4-(4-propy!-1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yiphenyhureido)benzamide;

N-{2-(cimethylamino)ethyl}-N-methyl-4-(3-(4-(4-(4-propyl-1,4-diazepan- 1-yl}-6-morpholino-1,3,5-
triazin-2-yl)phenyhureido)benzamide;

1-(4~(4-(4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-phenylures;

1-(4-chlorophenyl)-3-(4-(4-(4-propyi-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenylurea;
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1-(4-fluorophenyi)-3-(4-(4-(4-propyl-1,4-diazepan-1-yi)-6-morpholino-1,3,5-triazin-2-
yl)phenytjurea;

1-(4-(4-(4-propy}-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-{pyridin-3-yljurea;
1-(4-(4-{4-propyl-1,4-diazepan-1-yl}-6-morpholino-1,3, 5-triazin-2-yl)phenyl}-3-{pyridin-4-yljurea;

1-(4-(4-{4-propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-
yhurea;

1-(4-(4-(4~propyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyt}-3-{pyrimidin-5-
ylurea;

1-(4-(4-(4-isopropyl-1,4-diazepan-1-yl)-6-morpholino-1, 3,5-triazin-2-y)phenyi)-3-(pyridin-3-
yhurea;

1-(4-(4-(4-isopropyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl -3-(pyridin-4-
ylhurea;

1-(4-(4-(4-isopropyi-1 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridazin-4-
yhurea;

1-(4-(4-(4-isopropyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyrimidin-5-
ylurea;

1-(4-(4-{4-acetyl-1,4-diazepan-1-yi)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyridin-3-yljurea; ;
1-(4-(4-{4~acetyi-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)pheny!)-3-(pyridin-4-yhurea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-riazin-2-yl)phenyl)-3-(pyridazin-4-
yhurea;

1-(4-(4-{4-acetyl-1,4-diazepan-1-yl)}-6-morpholinc-1,3,5-triazin-2-yhpheny!)-3-(pyrimidin-5-
yhurea ;

1-{4-(4-(4-acetyl-1,4-diazepan-1-yl)-8-morphoiino-1,3,5-triazin-2-yl)phenyl)-3-phenylurea;

1-(4-{4-(4-acetyl-1,4-diazepan-1-y})-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-(4-
chiorophenyljures;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-
fluorophenyljurea;

Methyi-4-(3-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenylureido)benzoate;

4-(3-(4-(4-(4-acetyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyljureido}benzoic
acid;

4-(3-(4-(4-(4-acetyl-1,4-diazepan- 1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyljureido)-N-(2-
(dimethylaming)ethyl)benzamide;

4-(3-(4-(4-(4-acetyl-1, 4-diazepan-1-yl-6-morpholino-1,3,5-triazin-2-yi)phenyljureido)-N-{2-
{dimethylaminojethyl}-N-methylbenzamide;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yi)}-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-(4-(3-
(dimethylamino)pyrrolidine-1-carbonyi)phenylurea;
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4-(3~(4-(4-(4-acetyl-1 4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-y)phenylureido)benzamide;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyt)-3-(4-(4-
methylipiperazine-1-carbonyl)phenyljurea;

1-(4-(4-{4-acety}-1 4-diazepan-1-y|)}-6-morpholine-1,3,5-triazin-2-ylyphenyl)-3-(4-(4-
ethylpiperazine-1-carbonyl)phenylurea;

1-(4-(4~(4-acetyl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-n-
propylpiperazine-1-carbonyl)phenyburea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-y)-6-morpholino-1,3,5-triazin-2-yl)pheny!)-3-(4-(4-
isopropylpiperazine-1-carbonyl)phenyl)urea;

1-(4-(4-(4-acetyl-1,4-diazepan-1-yl)-6-morphoiino-1,3,5-triazin-2-yhphenyl)-3-(4-(piperazine-1-
carbonylphenyljurea;

1-{4-(4-(4-acetyl-1,4-diazepan-1-y)-6-morpholino-1,3,5-triazin-2-yl)pheny! }-3-(4-(4-
(dimethytamino)piperidine-1-carbonyl)phenyljurea;

1-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)-3-(4-(4-(4-isobutyryl-1,4-diazepan-1-yl}-6-
morpholino-1,3, 5-triazin-2-y)phenyl)urea;

1-(4-(4-(4-isobutyryl-1,4-diazepan-1-y!)-8-morpholing-1,3,5-triazin-2-ylyphenyl}-3-(4-(piperazine-
1-carbonyl)phenyljurea;

1-(4-(4-(4-isohutyryl-1, 4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yhphenyl)-3-(4-(4-
methyipiperazine-1-carbonyl)phenyljurea;

" 1-(4-(4-ethylpiperazine-1-carbonyl)phenyl)-3-(4-(4-(4-isobutyryl-1,4-diazepan-1-yi)-6-
morphoiino-1,3,5-triazin-2-yhphenylurea;

1-{4-{4-(4-isobutyryl-1,4-diazepan-1-yl)-8-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-(4-
isopropylpiperazine-1-carhonyl)phenyljurea;

1-(4-(3-(dimethylamino }pyrrolidine-1-carbonyl)phenyl)-3-{4-(4-(4-isobutyryl-1,4-diazepan-1-yl}-6-
morpholino-1,3,5-{rlazin-2-yl)phenyljurea;

1-(4-(4-(4-isohutyryl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-phenyliurea;

1-{4-chiorophenyl)-3-(4-(4-(4-isobhutyryl-1,4-diazepan-1-yl)-6-morphoiino-1,3,5-triazin-2-
ylyphenyl)urea;

1-{4-fluorophenyl}-3-(4-{4-{4-iscbutyryt-1 4-diazepan-1-yi}-6-morpholino-1,3,5-triazin-2-
yhphenyljurea;

1-(4-(4-(4-isobutyryl-1 4-diazepan-1-yi}»-6-morpholino-1,3, 5-triazin-2-yl)phenyl)-3-(pyridin-4-
yhurea;

1-(4-{4-(4-isobutyryl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yljphenyi}-3-(pyridazin-4-
ylurea;

1-(4-(4-(4-isobutyryl-1,4-diazepan-1-yl}-6-morpholing-1,3,5-triazin-2-yl)phenyl}-3- (pyridin-3-
yhurea;

1-(4-(4-{4-isobutyryl-1,4-diazepan-1-yl}-6-morpholino-1,3,5-triazin-2-yl) phenyl)-3-(pyrimidin-5-
yhurea;
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tert-butyl 4-(4-(4-(3-(4-{methoxycarbonyl)phenyl)ureido Jphenyl)-6-morpholino-1,3,5-triazin-2-yl)-
1,4-diazepane-1-carboxylate;

methyl4-(3-(4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl) ureido)benzoate;
1-(4-(4-(1,4-diazepan- 1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-phenylurea;
1-{4-(4-(1,4-diazepan-1-yl)}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(4-chlorophenyljurea;
1-(4-(4-(1,4-diazepan-1-y!)-8-morphoiino- 1,3,5-triazin-2-yl)phenyl)-3-(4-fluorophenyljurea;
1-(4-(4-(1,4-diazepan-1-yl}-8-morpholino-1,3,5-triazin-2-yi)phenyl)-3-(pyridin-3-yljurea;
1-(4-{4-(1,4-diazepan-1-yl)-6-morpholinoc-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-ylurea;,
1-(4-(4-(1,4-diazepan-1-y)-6-morpholino-1,3,5-triazin-2-y)phenyl)-3-(pyridazin-4-ylyurea;
1-{4-(4-(1,4-diazepan-1-yl)-6-morpholino-1,3,5-triazin-2-y)phenyl)-3-(pyrimidin-5-yl)urea;

N-methyl-4-(4-morpholino-8-(4-(3-phenylureido)phenyl)-1,3,5-triazin-2-yl)-1,4-diazepane-1-
carboxamide (M+H) 532.2;

4-(4-(4-(3-(4-chiorophenyljureido)phenyl}-6-morpholino-1,3,5-triazin-2-yl)-N-methyi-1,4-
diazepane-1-carboxamice;

4-(4-(4-(3-(4-fluorophenyl)ureido)phenyl)-6-morpholino-1,3,6-triazin-2-yl)-N-methyl-1,4-
diazepang-1-carboxamide;

4-(4-(4-(3-(4-(2-(dimethylamino)ethylcarbamoy!)phenyljureido )phenyl)-6-morpholino-1,3,5-
triazin-2-yi)-N-methyl-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-{4-((2-(dimethylamino)ethyl}{methyl)carbamoyl)phenyhureido)phenyl)-6-morpholino-
1,3,5-triazin-2-yl)-N-methyi-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-carbamoylphenyl)ureido)phenyl)-6-morpholino-1,3,5-triazin-2-yl)-N-methyl-1,4-
diazepane-1-carboxamide;

4-(4-(4-(3-(4~(3-(dimethylamino)pyrrolidine- -carbonyl)phenyl)ureido)phenyl)-6-morpholino-
1,3,5-triazin-2-yl)-N-methyl-1,4-diazepane-1-carboxamide;

N-methyl-4-(4-morpholino-6-(4-(3-(4~{piperazine-1-carbonyl)phenyl)ureido)phenyl)-1,3,5-triazin-
2-yh)-1,4-diazepane-1-carboxamide;

N-methyl-4-{4-(4-(3-(4-(4-methy!piperazine-1-carbonyl}phenyl)ureido)phenyi)}-6-morpholino-
1,3,5-triazin-2-y!)- 1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-(4-ethylpiperazine-1-carbonyl)phenylureido)phenyl)-6-morphoiino-1,3,5-triazin-2-
yl)-N-methyi-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-(4-isopropylpiperazine-1-carbonyl)phenyl)ureido)phenyl)-6-morpholino-1,3,5-
triazin-2-y!}-N-methyl-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-(4-(dimethylamino)piperidine-1-carbonyl)phenyljureido )phenyl)-6-morpholino-1,3,5-
triazin-2-yl)-N-methyi-1,4-diazepane-1-carboxamide;

4-(4-{4-(3-{4-(4-(dimethylamino)piperidine-1-carbonyl)phenyl)ureido)phenyl)-6-morpholino-1,3,5-
triazin-2-yl)}-N-isopropyl-1,4-diazepane-1-carboxamide;
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N-isopropyl-4-(4-(4-(3-(4-(4-isopropylpiperazine-1-carbonyl)phenylureido)phenyl)-6-morpholino-
1,3,5-triazin-2-yl)»-1,4-diazepane-1-carboxamide;

4-(4-(4-(3-(4-(4-ethylpiperazine-1-carbonyl}phenyhureido)phenyl)-6-morpholino-1,3,5-triazin-2-
yl}-N-isopropyi-1,4-diazepane-1-carboxamide;

N-isopropyl-4-(4-(4-(3-(4-(4-methylpiperazine-1-carbonyl)phenyljureido)phenyl)-6-morpholino-
1,3,5-triazin-2-yl}-1,4-diazepane-1-carboxamide;

N-isopropyl-4-(4-morpholino-6-(4-(3-(4-{piperazine-1-carbony!)phenyljureido)phenyl)-1,3,5-
triazin-2-yl}-1,4-diazepane-1-carboxamide;

N-isopropyl-4-(4-morpholino-6-(4-(3-pyridin-4-ylureido)phenyl)-1,3,5-triazin-2-yi)-1,4-diazepane-
1-carboxamide;

N-isopropyl-4-(4-morpholino-6-(4-(3-pyridazin-4-ylureido)phenyl)-1,3,5-triazin-2-yl)-1,4-
diazepane-1-carboxamide;

N-isopropyl-4-(4-morpholino-6-{4-(3-pyrimidin-5-ylureido)phenyl}-1,3,5-triazin-2-yl)}-1,4-
diazepane-1-carboxamide;

N-isopropyl-4-{4-morpholino-6-(4-(3-pyridin-3-ylureido)phenyl)-1,3,5-triazin-2-yl}-1,4-diazepane-
1-carboxamide;

1-(4-(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-3-yhurea;
1-(4-(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yljurea;
1-(4-(4-morpholing-6-(1H-pyrazol-1-yi}-1,3,6-triazin-2-yl)phenyl}-3-(pyridazin-4-yhurea;
1«{4-(4-morpholino-6-(1H-pyrazol-1-yl}-1,3,5-triazin-2-yl)phenyl)-3-{pyrimidin-5-yljurea;
1-(4-(4-morpholino-6-(1H-pyrazol-1-y1)-1,3,5-triazin-2-yl)phenyl}-3-phenylurea;
1-(4-chioropheny!)-3-(4-(4-morpholino-6-(1H-pyrazol-1-yl)-1,3,5-triazin-2-yl)phenyljurea;
1-(4-fluorophenyl)-3-(4-(4-morpholino-6-(1H-pyrazol-1-y}-1,3,5-triazin-2-yl)phenylurea;
1-{4-(4-(2-methyl-1H-imidazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl}phenyl}-3-phenylurea;

1-(4-chlorophenyi)-3-(4-(4-(2-methyl-1H-imidazol-1-yl)-6-morpholino-1,3,5-triazin-2-
yhiphenylurea;

1-{4-fluorophenyl)-3-(4-(4-(2-methyl-1H-imidazol- 1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenyljurea; ,

1-(4-(4-(2-methyl-1H-imidazol- 1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyridin-4-yhurea;

1-(4-(4-(2-methyl-1H-imidazol-1-y1)}-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-{pyridazin-4-
ylurea;

1-(4-(4-(2-methyl-1H-imidazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl)-3-(pyrimidin-5-
yljurea;

1-(4-acetylphenyi)-3-(4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyljurea;

1-(4-(4,6-bis((R)~3~methyimorphoiinoj-1 .3,5-triazin-2-yl)phenyl)-3-(4-(piperazin-1-yl)phenyljurea;
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1-{4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-ylphenyl)-3-(4-(2-
(dimethylamino)acetyl)phenyljurea;

1-(4-{4,6-bis{(R)}-3-methylmorpholino)-1,3,5-triazin-2-yhHphenyl)-3-(4-(2-
morpholincacetyl)phenyljurea;

1-(4-(4 B-bis({R}-3-methylmorphoiino}-1,3,5-triazin-2-yl)phenyl)-3-(4-(2-
hydroxyacetyl)phenyljurea;

1-{4-{4,6-bis{{R)-3-methyimorphoiino}-1,3,5-triazin-2-yl)phenyl)-3-(4-
{methoxymethyhphenyl)urea;

1-(4-(4,6-bis({R)-3-methyimorpholino)-1, 3, 5-triazin-2-y)phenyl)-3-(4-(2-
methoxyethylphenyhurea;

1-(4-(4 6-bis((R)-3-methylmorpholing)-1,3 5-triazin-2-y)phenyl)-3-(4-(1-
hydroxyethyl)phenyl)urea;

1-{4-(4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl}-3-(4-(2-hydroxypropan-2-
yl)phenyl)urea;

1-(4-(4,6-bis((R)-3-methylmorpholino}-1,3,5-triazin-2-yl}phenyl}-3-(4-(2-
hydroxypropyllphenyljurea;

1-(4-(4,6-his((R)}-3~-methylmorpholinc)-1,3,5-triazin- 2-y|)phenyt)-3—(4 {2-hydroxy-2-
methyipropyl)phenyijurea:

1-(4-{4,6-his((R)-3-methylmorpholino}-1,3,5-triazin-2-y!)phenyl)-3-{4-(4-
{(dimethylamino)piperidine-1-carbonylphenyljurea;

1-(4-(4,6-bis({R )}-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(4-cyanophenyljurea;
4-(3-(4-{4,6-bis{(R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenylureido)-N-methylbenzamide;

4-(3-(4-(4,6-bis((R)-3-methyimorpholino}-1,3,5-triazin-2-yl)phenyljureido)}-N,N-
dimethylbenzamide;

4-(3-(4-(4,6-bis((R)-3-methyimorpholino)-1,3,5-triazin-2-yl)phenyl)ureido)benzamide;

1-(4-{4,6-bis((R)-3-methylmorpholino)-1,3,5-triazin-2-yl)phenyl)-3-(6-(4-methylpiperazine-1-
carbonypyridin-3-yljurea;

(R)-1-(4~({dimethylamino)methy!)phenyl)-3-(4-(4-(3-methylmorpholino)-6-{tetrahydro-2H-pyran-
4-yl)-1,3 5-triazin-2-yl)phenyllurea;

(R)-1-(4-(4-(3-methyimorpholino)-6-{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yt)phenyt)-3-
{pyridin-4-ylurea;

(R)-1-(4-acetylphenyl)-3-(4-(4-(3-methylmorpholino}-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-
yliphenyliurea;

(R)-1-{4-(2-{dimethylamino)acetyl)phenyl)-3-{4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-
4-yh)-1,3,5-triazin-2-y)phenyljurea;

(R)-1-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)- 3-(4-(2-
morpholinocacetyl)phenylurea;
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(R)-1-(4-(2-hydroxyacetyl)phenyl)-3-(4-(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yl)phenylurea;

(R)-1-(4-{methoxymethyl)phenyi)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-
1,3,5-triazin-2-yi)phenyl)urea;

(R)-1-(4-(2-methoxyethyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl}-
1,3,5-triazin-2-yl)phenyljurea;

1-(4-(1-hydroxyethylphenyl)-3-(4-(4-((R)-3-methylmorpholino }-6-(tetrahydro-2H-pyran-4-yl }-
1.3,5-triazin-2-yl)phenylurea;

(R)-1-{4-(2-hydroxypropan-2-yl)phenyl)-3-(4-{4-(3-methylmorpholino)-8-(tetrahydro-2H-pyran-4-
yh-1,3,5-triazin-2-yDphenylurea;

1-(4-{2-hydroxypropylyphenyl)-3-(4-{4-({R)-3-methyimorpholinc)-6-(tetrahydro-2H-pyran-4-yi}-
1.3,5-triazin-2-yl)phenyi)urea;

(R)-1-(4-(2-hydroxy-2-methylpropyl)phenyl)-3-(4-(4-(3-methylmorpholino)-6-(tetrahydro-2H-
pyran-4-yl}-1,3,5-triazin-2-yl)phenyl)urea;

(R)-1-(4-(4-{dimethylamino)piperidine-1-carbonyljphenyl)-3-(4-(4-{ 3-methylmorpholino )-6-
{tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenylurea;

{R)-1-{4-cyanophenyl}-3-(4-(4-{3-methylmorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
yhiphenyijurea; :

(R}-N-methyl-4-(3-(4-(4-(3-methyimorpholino}-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-
ylyphenylureidobenzamide;

(RN N-dimethyl-4-(3-{4-(4-(3-methylmorpholinc)-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-
ylphenylureido)benzamide;

(R)-4-(3-(4-(4-(3-methyimorpholino }-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-
yl)phenylureido}benzamide;

(R)-1-{4~(4-(3-methyimorpholino)-6-(tetrahydro-2H-pyran-4-yl)-1,3,5-triazin-2-yl)phenyl)- 3-(6-(4-
methylpiperazine-1-carbonyl)pyridin-3-yljurea;

1-{4-{4-(3-methyl-1H-pyrazol-1-yl}-6-morpholino-1,3,5-triazin-2-yh)phenyi}-3-(pyrimidin-5-yl)urea;
1-(4-(4-{3-methyl-1H-pyrazol-1-yl)-6-morphelino-1,3,5-triazin-2-yiphenyl)-3-(pyridin-3-yl)urea;
1-{4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yliphenyl)}-3-{pyridin-4-yl)urea;
1-{4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-yl)phenyl}-3-(pyridazin-4-yljurea;
1-{4-(4-(3-methyl-1H-pyrazol-1-yi)-6-morpholino-1,3,5-triazin-2-yhphenyl)-3-phenylurea;

1-{4-chlorophenyl}-3-(4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholine-1,3,5-triazin-2-
yhphenyljurea;

1-{4-fluorophenyl)-3-{4-(4-(3-methyl-1H-pyrazol-1-yl)-6-marpholino-1,3,5-triazin-2-
yhphenylurea;

methyl 4-{3-{4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-1,3,5-triazin-2-
yhphenyljureido)benzoate;
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4-(3-(4-(4-(3-methyl-1H-~pyrazol-1-yl}-6-morpholino-1,3,5-triazin-2-yl)phenyljureido )benzoic acid;
4-(3<{4-(4-{3-methyl-1H-pyrazol-1-y)}-6-morpholino-1,3,5-triazin-2-yl)phenylureido)benzamide;

1-(4-(3~({dimethylamino)pyrrolidine-~1-carbonyl)pheny!)- 3-(4-(4-(3-methyl-1H-pyrazol-1-yi}-6-
morphoiino-1,3,5-triazin-2-yl)phenyl)urea;

1-(4~(4-(3-methyl-1H-pyrazol-1-yl)-6-morphoiino-1,3.5-triazin-2-yl)phenyl)-3-(4- (piperazine-1-
carbonyliphenylurea;

1-{4-{4-{3-methyl-1H-pyrazol-1-yl}-6-morpholino- 1,3, 5-triazin-2-yhphenyl)-3-{(4-(4-
methylpiperazine-1-carbonyl)phenyljurea;

1-(4-(4-ethylpiperazine-1-carhonyl)phenyl)-3-(4-(4-(3-methyl-1H-pyrazol-1-yl)-6-morpholino-
1,3,5-triazin-2-yl)phenyllurea;

1-(4-(4-isopropylpiperazine-1-carbonyl)phenyl}-3-(4-{4-(3-methyl-1H-pyrazol-1-yl}-6-morpholino-
1.3,5-triazin-2-yl)phenyljurea;

1-(4-{4-(dimethylamino)piperidine-1-carbonylphenyi)-3-{4-(4-(3-methyi-1 H-pyrazol-1-yl)-6-
morpholino-1,3 5-triazin-2-yl)phenyljures;

1-{4-]{4-butylpiperazin-1-yl)carbonyljphenyl}-3-(4-{4-[4-( 1-methylethyl)}- 1,4-diazepan-1-yl}-6-
morpholin-4-yi-1,3,5-triazin-2-yl}phenylurea;

1-(4-{4-[4-(1-methylethyl}-1.4-diazepan-1-yi]-6-morpholin-4-yl-1,3,5-triazin-2-yl}phenyl)}-3- (4-{[4-
(1-methylethylipiperazin-1-yljcarbonyl}phenyl)urea;

1-{4-{(4-ethyipiperazin-1-yl)carbonyljphenyl}-3-(4-{4-{4-(1-methylethyi)-1,4-diazepan-1-yl}-6-
morpholin-4-yl-1,3,5-triazin-2-yl}phenyljurea;

1-{4-[{4-methylpiperazin-1-yl)carbonyl]phenyl}-3-{4-{4-morpholin-4-yl-6-(tetrahydro-2H-pyran-4-
yi)-1,3,5-triazin-2-yl|phenyl}urea;

1-(4-{[(3R}-3-(dimethylamino)pyrroiidin-1-yl]carbonyl}phenyl)-3-{4-(4,6-dimorpholin-4-yl-1,3,5~
triazin-2-yl)phenyliurea;

1-{4-{[(38)-3-{dimethylamino)pyrrolidin- t-yllcarbonyl}phenyi)-3-[4-(4,6-dimorphoiin-4-y-1,3,5-
triazin-2-yi)phenyljurea;

1-(4-([4-(1-methylethyl)piperazin-1-yljcarbonyl}phenyl)-3-{4-[4-morpholin-4-yl-6-{tetrahydro-2H-
pyran-4-yi¥1,3,5-triazin-2-yijphenyljurea;

N-{2-(dimethylamino)ethyl]-N-methyl-4-[({4-[4-morpholin-4-yi-6-(tetrahydro-2H-pyran-4-yi)-1,3,5-
triazin-2-yljphenylicarbamoyl)aminolbenzamide;

1-{4-[4-{azetidin-3-yloxy)-8-morpholin-4-yl-1,3,5-triazin-2-yljphenyi}-3-pyridin-4-ylurea;

N-(1-methylethyl}-3-[{4-morpholin-4-yl-6-{4-[{pyridin-4-yicarbamoyl)amino]phenyl}-1,3,5-triazin-
2-yhoxylazetidine-1-carboxamide;

N-{1-[(4-{[(4-{4,6-bis[(38)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-
yliphenyl)carbamoyljaminc}phenyhcarbonyl]piperidin-4-yl}acetamide;

1-(4-{4,6-bis][{38}-3-methyimorpholin-4-yi]-1,3,5-triazin-2-yl}phenyl)-3-(4-{{4-(1-methyiethyl}-1,4-
diazepan-1-yljcarbonyl}phenyljuresa;
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1-(4-{4,8-bis[(38)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}pheny|}-3-[4-(3-0xa-8-
azabicyclo[3.2.1]oct-8-yicarbonyl)phenyllurea;

1-(4-{4,6-bis[(3S)-3-methylmorpholin-4-yl}-1,3,5-triazin-2-yl}phenyl)-3-{4-{(4-cyanopiperidin-1-
yhcarbonyllphenyilurea;

1-(4-(4,6-bis[(35)-3-methylmorpholin-4-yl]-1,3,5-triazin-2-yl}phenyl)-3-(4-{[(3S)-3-
{dimethylamino)pyrrolidin-1-yllcarbonyliphenyljurea;

1-(4-{4,6-bis[{3S)-3-methylmorpholin-4-yi]-1,3,5-triazin-2-ylpheny!)-3-(4-{{{3R)-3-
(dimethylamino)pyrrolidin-1-ylicarbonyl}phenyliurea;

1-{4-{[{3S)-3-(dimethytamino)pyrrolidin-1-ylicarbonyliphenyl)-3-(4-{4-(morpholin-4-yi)-6-[4-
{propan-2-yi}-1,4-diazepan-1-yi]-1,3,5-triazin-2-yl}phenyljurea;

1-(4-{[{3R)-3-(dimethylamino}pyrroiidin-1-yljcarbonyl}phenyl}-3-(4-{4-(morpholin-4-yi)-6-[4-
{propan-2-yl}-1,4-diazepan-1-vi]-1,3,5-triazin-2-yi}phenyljurea;

1-{4-[4,6-di{morpholin-4-yl}-1,3,5-triazin-2-y[Jphenyl}-3-{4-{(2-methylpiperazin-1-
yhcarbonyllphenyl}urea;

1-(4-{4-(morpholin-4-y})-6-[4-(propan-2-y|)-1,4-diazepan-1-yl}- 1,3,5-triazin-2-yl}phenyl)-3-[4-
(piperazin-1-ylcarbony!)phenyljurea;

1-(4-{[(3R)-3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl)-3-(4-{f4-(morpholin-4-yl}-6-{4-
{propan-2-yi}-1,4-diazepan-1-yi]-1,3,5-triazin-2-yi}phenyljurea;

1-{4-[4,6-di(morpholin-4-yl)-1,3,5-triazin-2-yl]phenyl}-3-{4-[{3,3 4-trimethylpiperazin-1-
yl)carbonyljphenyljurea;

1-{4-{4,6-di{morpholin-4-yi)-1,3,5-triazin-2-yljphenyl}-3-(4-{[(3R)-3-methylpiperazin-1-
yljcarbonyliphenyljurea;

1-(4-{[{ 3R}-3,4-dimethylpiperazin-1-yljcarbonyl}pheny!)-3-{4-[4,6-di{morpholin-4-yl}-1,3,5-triazin-
2-yliphenyliurea;

1-(4-{[(3R)-4-cyclobutyl-3-methylpiperazin-1-yljcarbonyl}phenyl)-3-{4-[4,6-di(morpholin-4-yl)-
1,3,5-triazin-2-yljphenyljurea;

1-{4-[4,6-di(morpholin-4-yl)-1,3,5-triazin-2-yljphenyl}-3-(4-{{(3R)-3-methyl-4-(propan-2-
yhpiperazin-1-yljcarhonyl}phenyllurea;

1-{4-[4,6-di{morpholin-4-yl)-1,3,5-triazin-2-yl|phenyl}-3-(4-{[(3S}-3-methylpiperazin-1-
yl]carbonyi}phenyl)urea;

N-[2-{dimethylamino)ethyl}-N-methyl-4-{[{4-{4-{{35)-3-methylmorpholin-4-yl}-6-[4-(propan-2-yi}-
1,4-diazepan-1-yi]-1,3,5-triazin-2-yl}phenyl)carbamoyljamino}benzamide;

1-(4-{4-[(35)-3-methyimorpholin-4-yl]-6-[4-(propan-2-yi}-1,4-diazepan-1-yi]-1,3,5-triazin-2-
yliphenyl)-3-{4-[{4-methylpiperazin-1-yhcarbonyljphenyliurea;

1-(4-{[{35)-3-(dimethylamino)pyrrolidin-1-yljcarbonyl}phenyl)-3-{4-{4-[(38)-3-methylmorpholin-4-
yl]-6-{4-(propan-2-yl)-1,4-diazepan-1-yl]-1,3,5-triazin-2-yl}phenyljurea;

N-[3-(dimethylamino)propy!l-4-{[{4-{4-(morpholin-4-yt)-6-[4-(propan-2-yl}-1,4-diazepan-1-yi}-
1,3,5-triazin-2-yl}phenyhcarbamoyllaminotbenzamide;
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N-[2-(dimethylamino)ethyl]-N-methyl-4-{[(4-{4-(morpholin-4-yi}-6-[4-{propan-2-yl}-1,4-diazepan-
1-yl]-1,3,5-triazin-2-yl}phenyl)carbamoyl]aminc}benzamide;

1-[4-(morpholin-4-yicarbonyl)phenyi]-3-(4-{4-(morpholin-4-yl)-6-[4-(propan-2-yl)-1,4-diazepan-1-
ylI-1,3 5-triazin-2-yl}phenylurea;

N-(2-methoxyethyl)-4-{[(4-{4-(morpholin-4-yl}-8-[4-(propan-2-yl}-1,4-diazepan- 1-yi}-1,3,5-triazin-
2-yliphenyl)carbamoyllaminolbenzamide;

1-[4-(1,4-diazepan-1-ylcarbony!)phenyl]-3-(4-{4-(morpholin-4-y1)-6-[4-(propan-2-yi)-1,4-
diazepan-1-yi}-1,3,5-triazin-2-yl}phenyhurea;

1-(4-{4-(morpholin-4-y!)-6-[4-(propan-2-y1)-1 4-diazepan-1-yl}-1,3,5-triazin-2-yl}phenyl)-3-(4-{{4-
{propan-2-yl)-1,4-diazepan-1-yllcarbonyi}phenytjures;

1-(4-{[(3S }-4-cyclobutyl-3-methylpiperazin-1-yljcarbonyl}phenyl)-3-{4-[4,6-di(morpholin-4-yl}-
1,3, 5-triazin-2-yllphenyljurea;

1-(4-{[(3S)-3,4-dimethylpiperazin-1-yljcarbonyl}phenyl}-3-{4-[4,8-di(morpholin-4-yi}-1,3,5-triazin-
2-yliphenyllures;

1-{4-[4-(morphalin-4-y!}-6-(tetrahydro-2H-pyran-4-yl}-1,3,5-triazin-2-ylphenyl}-3-{4-[(3,3.4-
trimethylpiperazin-1-yi)carbonyllphenyljurea;

1-(4-{{(3S)-3,4-dimethylpiperazin-1-yljcarbonyl}phenyl)-3-{4-[4-(morpholin-4-yl)-6-(tetrahydro-
2H-pyran-4-yl}1,3,5-triazin-2-yliphenyllurea;

1-(4-{[(3S)-3-methylpiperazin-1-yl]carbonyl}phenyl)-3-{4-{4-{morpholin-4-yl)-6-(tetrahydro-2H-
pyran-4-yi)-1,3,5-triazin-2-yi]phenyl}urea;

1-(4-{[(3R)-3-{dimethylamino)pyrrolidin-1-yl]carbonyfphenyi}-3-{4-[4-morpholin-4-yl-6-
{tetrahydro-2H-pyran-4-yi)-1,3,5-triazin-2-yi|phenyfjurea; and

1-(4-{1{35)-3-(dimethylamino)pyrrolidin-1-yllcarbonyl}phenyl)-3-{4-[4-morpholin-4-yk-6-
{tetrahydro-2H-pyran-4-yi}-1,3,5-triazin-2-yiphenyl}urea.

13. The compound of claim 12, which is 1-(4-{[4-(dimethylamino)piperidin-1-
yllcarbonyl}phenyi)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-yl)phenyljurea.

14. A composition comprising a compound of any one of claims 1-13 and a
pharmacautically acceptable carrier.

15. The composition of claim 14, wherein the pharmaceutically acceptable carrier

suitable for oral administration and the composition comprises an oral dosage
form.

290



10

13

16. A composition comprising a compound of any one of claims 1-13; a second

compound selected from the group consisting of a topoisomerase | inhibitor, a
MEK 1/2 inhibitor, a HSPS0 inhibitor, procarbazine, dacarbazine, gemcitabine,
capecitabine, methotrexate, taxol, taxotere, mercaptopurine, thioguanine,
hydroxyurea, cytarabine, cyclophosphamide, ifosfamide, nitrosoureas, cisplatin,
carboplatin, mitomycin, dacarbazine, procarbizine, etoposide, teniposide,
campathecing, bleomycin, doxorubicin, idarubicin, daunorubicin, dactinomycin,
plicamycin, mitoxanirone, L-asparaginase, doxorubicin, epirubicin, 5-fiuorouracil,
docetaxel, paclitaxel, leucovorin, levamisole, irinotecan, estramustine, etoposide,
nitrogen mustards, BCNU, carmustine, lomustine, vinblastine, vincristine,
vinorelbine, cisplatin, carboplatin, oxalipiatin, imatinib mesylate, Avastin
(bevacizumab), hexamethylmelamine, topotecan, tyrosine kinase inhibitors,
tyrphostins, herbimycin A, genistein, erbstatin, hydroxyzine, glatiramer acetate,

interferon beta-1 a, interferon beta-1 b, natalizumab and lavendustin A; and a

pharmaceutically acceptable carrier.

17. The composition of claim 16, wherein the second compound is Avastin.
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18. A method of making a compound of claim 1 having the formula

said method comprising:

a) reacting 2,4,6-trichlorol[1 ,3,5)triazine with
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i
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to form the intermediate dichlorotriazing compound

R’ OIRS
RS N R?
“i)\“
/l\ ZF
Cl

N Cl

b) reacting the intermediate dichiorotriazine compound from step a) with

RVIOIRS
RS N R?
H

to form the intermediate compound

R’ OIRS
R N r’
)‘\\

N N R®
)I\ /)\ R’
Cl N N
O
R9

¢) reacting the intermediate from step b) with:

i) a compound of formula R-B({OH), or ester thereof wherein R? is as defined in claim 1

to give a compound of formula 1, or
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iy an aminoaryl or aminoheteroaryl boronic acid or ester thereof and converting the
amino group to a urea of formuia |.

19. The method of claim 18 wherein the reacting moiety



