WHAHS-CLAIMSEDBHS:

1. A compound having formula (), or a pharmaceutically acceptable salt, or a
stereoisomer thereof:

RS N NH,
A

R4 /VV'

(1

10

20

(v)-Cas-haloalkoxy:
H-COR%:

it -NRR':
iy Ob-ary| that is optionally: substituted with £ d.
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10

Oevii)—SO12(R;

Qtis-independently selected-from:—a bond O, -O(Cy3-alkylene)~-S-and
-S{C1-s-atkylene)~;

R?is-independently-selectedfrom:—H-R®-and-Q>-¥-R%;
20 O%is-selected-from:—a-bond,-C(O),-N{R).-Oand-S:

hich.i ionally substi it £ ¢ and h ot which | ionall

30
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20

Eev—C(O)R%and
O} —SO1o(R";

R3-and-R*are-each-independently-selected-from:
30 (h-hydrogen;
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orS;
10 Ed)YA-(Cys-atkylene),-heterocyehHncluding from-5-8-ring-atoms-whereinfrom-1-3
atara ic antian hetituted-with-from-1-4-indenend r-selected R whereiny

O YA-(C1 a-alkydene),-Co 10-aryl-optionally-substituted with from-1-4 R% whereiny-is 0
orL-and-Y*isabond NRD-O-6rS:

20

30




10

20

30

each-oceurrence-of RP-and-R%is-independenthy-selected-from—HR%-C(O¥R?,
-C{OYORH—S(O)12R™)—C(OINR'R™-S(0)1 2ANR'R™),-OH:-ane-G14-atkoxy;
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each-occurrence-of Re-is-independenthy-selected-from—OH: - -NRIRX:
-NR"UC(=0)C14-atkyh);-NR"UC(=0)OC 1 4-alkyl);-Cos-alkoxy;-Cis-haloatkoxy;
-C{=0)O(C1satkyh;—C{(=OHC1 s-atkyl);—C{=O0)OH;—-CONRHR}-S{O)1 oNR'R™);
-$(0)1-2Cas-alkyl);-and-eyane;

-${0)12R":-OH:-and-C1 s-atkoxy-wherein-each-Ci1s-alkylHis-optionaly-substituted-with
from-1-2 independently selected-R°:-each-Ca s-cycloalkyl-is-optionaky-substituted-with
from-1-2 independently selected-R%-and-each-phenyl-is-optionakly-substituted-with-from
1-2 independenthy-selected-RY;

| ¢ P9 is indenendently selected from:_Co aliovk optionally substituted
with-from-1-2-independently-selected-R°-Cy s-haloalkyl:—OH:-oxe; F-Ch-Br—NRIR;
-NRIHEA=0)C1s-alkyly-Crs-atkoxy:-Crs-haloatkoxy;,—-C{=0}Crs-alkyl);
-C(=0)O(C14 atkyl); -C(=0)OH; -C(=O)N(R" YR} -S5(0)12{NR’R*"):
%H@HM%G%W%W%MMH
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of R*is-independenthy selected from:—-OH -N{RPYRN -NRMC{=O)C 1 .-atkyh);
-NRWC(E=OYOC 2 alkyl), Cryatkoxy, Coo haloalkoxy, -C(=0)(C. . atkyl);
-C{=0)O{C1s-alkyl);—C(=0)YOH:—C=OINRPHR D —-S{O}1 (G 4-akky);
-S(0)1-2N{RP}(R%));-and-eyane;

each-oceurrence-of R™ is-independently-selected-from:—C1 s-alkyl-Cy s-haloalkyk—OH
CLBr-NRHRI-NRHC(=0)C1s-atkyh)-NRHE(=0)OC 1 s-atkyl) Cos-alkoxy;
Cr-haloalkoxy—C{=ONC1s-ahrly—C(=0)O(Crs-atkyly—C(=O}OH—C(=OINRP R
~S{Oh1-C1-4-aH)y—S{O)-AN(RPHRY)-and-eyano;

each-occurrence-of R"-RP-and R%is-independently selected from:-—H-and Cis-akkyl

which-are-each-independently-selected-from-N{RY,-O-and-S:

each occurrence of R*1s independently selected from: Ci.s alkyl optionally substituted
with-from-1-2 independently-selected RY: -Gy s-haloalkyl:—-OH:-oxe:-F-Cl-Br,-NRIRX:
-N(RHE(=0)Crs-alkyh);-Crs-alkoxy-Crs-haloatkoxy; —C{=ONCrs-atkyl);
-C(=0)O(C -+ alkyl); ~C(=0)OH; -CEOIN(R™)(R); ~S(O)-2N(RRY):
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each-occurrence-of R'is-independently selected-from:—H;-C1 s-alkyl-Cs s-cycloalkyl;
pheryh—C{OKC1a-alkyh)—C{O)O(C1s-atkyl—CONRHR ) —-S(O)1oAN(RPHRY);
-5{0)12R":-OH:-and-C,s-atkoxy-wherein-each-C,s-altkyl-is-optionally-substituted-with
from-1-2-independently-selected-RY:-each-Cas-cycloatkylHs-optionally-substituted-with
from-1-4-independently selected R°-and-each-phenyl-is-optionally-substituted with-from
1-2 independently selected R™.

W2 is R%0r-Q-R%:

Qs NH;-O-6rS;
WHsH-R?-orQ-R?%
Q—i—s—N—R*,—G—H—R*,—Q,—GI%—;

R is-independently H-or Ci s-alkyl;

R?is-independently R°-or-Q-Y-RS:

Q*is-abond-or C(O);
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-CO:R* -CONR’R* -NRPR° cyanophenyl-that is-optionaly-substituted-with-from-1-3
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each-oceurrence-of RP-and-R%is-independenthy-selected-from—HR%-C(O¥R?,
-C{OYO(RY—S{O)1- 2R~ CLOINR R -S(O)1 o NR'R™) -OH-and-Cy.s-alkoxy:
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each occurrence of R® is independently selected from: -OH: F; Ci_. alkoxy;
Gy shaloatkoxyand-eyano;

each-occurrence-of R-isindependenthy-selected-from—H: Gy s-alkyh-Cs s-eyeloatkyl:
phenyl-and—-C{ONCis-atkyhy;

| R is independently selected Srom:_Ca.s.alleyl ontionally substitutes

with-from-1-2 independently selected R®-Cy s haloalkyl: -OH;-ox0; F-Cl: Br. -NRIRX:

C.yalkoxy; C.o haloalkoxy; -C(=0)(C1 - atkyl); -C(=0)0(C .+ alkyl}; -C(=0)0OH;
el substituted with £ indopendently selected Gy 4 alicyl: |

0 ala om AN N om /l
v g—ato 7YY S

from-1-3- R™-and phenyl-optionally substituted-with-from-1-4 R™:

each-occurrenceof Ri-and-R*is-independenthyH-or Gy s-atkyl:

each occurrence of R™ Is independently selected from: Ci.a altkyl: C-_: haloalkyl: -OH, F,
Ch-Br—NRHRY-Crs-alkoxy-Cys-haloalkoxy-and-eyane;

R*is-independently-selected-from—Cys-alkyh-C1 s-halealtkyh—OH-:-oxe F-Ch-Br;
-NRIR -Gy s-atkoxy:-C1s-haloalkexy:-and-cyane-
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W -is-independenthy-R®-0r-Q%-Y-RS:
Whis-independentlyHR%—-Q2-¥Y-R%-0r-Q-Q2-¥-R%;
Q-is-independently-selected-from NHN(GC, s-alkey)-O-and - CHo:

Q% is-independently-a-bond-or-C{O):
%W%memwmmm%em

10

20
R*is-independenthy-selected-from:H:-halo,-Cys-atkyl -Gy s-haloatkyl G 4-atkoxy:-and
Cys-halealkexy:
R®-is-independently-selected-from:H-OH-CN-C1s-atkoxy-OBR—NR°R*—NR"COR?;
-NH@@}@{GMQWB—GQNR—R—NRbee@}N%Hmm—NRbGGG}N{GHMg
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20

R is-independenthyrH-or Cisalkyl:
R%is-independently-halo-C1 s-alkoxy—C{O)O{C 1 4-atkyl)-or-Cys-alkyl substituted-with
from0-t0 2 R®;

R*is independently F or OH;
Rlis-independently-H-C1..-atkyh—C{O)O(C1-4-atkyl)-0r-C{O)O(C1s-atkyh):

RY%-is-independently-selected-from:-Cys-alkyh-Cos-haleatkyh,-OH-oxe,+-Cl;
C14atkexy Gy s-haloatkexyand- N(C, 4-atkyh)o;

R*is-independenthy-selected from:-Cisaltkyl-Cishaloalkyl -OH:oxo, F,-Cl-Cis-altkoxy,
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R*is-independently-H-orF;

R%is-independently-selected-from: H-OH,-CN;-C4 s-altkoxy;-pheny—NRPRS;
-NRPCOR? -NHC(O)O{C 1 s-akyh),—C{ONHHC 1 s-alayh)—~CLOIN(C 1 s-abeyho
-NRICOINH(C | 1-atkyh) -NR'CLOINEC | s-abkyby-S{OYAC - atkyly,

20
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R is-independenthy Hor Cqs-atkyl:
R%is-independentlyF-C1 s-alkyl-Cy s-alkoxy—or

-NHSO(C 14 altkyh);
R®is-independenthy ForOH:
Ris-independently-H:-C1 4-alky—C(ONC1s-atkyl)-or-C{O)O(C 1 s-alkyl);-and
R3%s-independently-selected-from:F-CH-Cys-alkyl—-OH;and-oxe-

10

>
A 6
N(C1s-alkyh)2—-O(CH)o sCH3—(CH2):-OBn- _RO H- _\_O H- 7

A A 8!
HjﬁN—\/—OH_AFW%\LF_HH&N o HﬁN N—R' _K—OH_

ol Al A ey e o

\_i \)(’ HN \
OH— OH- OH- (C1.4 alkoxy)o.1 : -

o o NH
Mg L bg ﬂ— A
Ny _g NEN\j_g NN N )1.2_{ %/\:/\O_

&\NH
1.3Q,_
t /jo

t N W%—ﬁ
k¢ T%@_%,—H\je,— © N\ OH) 7(OH)o-1..
_°
I e ﬂﬂ—%
o - H 5

,w{ Q
U—\_/U’_ ;\_/o’_ (94—N\_/N—C1_4 alkyl,_
S\ e\ o /N
W,— (\-)4_\_/ QO’ N lE \/O%
Q-is-independently-selected-from-NH; - N(C4_s-altkyl); O-and-CHo:
20 is.Coc L . . .
ionally | by O:

2_

¢ andloris
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R is indesenden ik or thieny
R'-is-independenthy H-or
RQ%MWWM#%HM@%NR%QR%

-NHE(O)O(GC14-akkyl)~C{OINHH{C 1 s-atky)—CLOWN(C 1 4-alkyl)o;

-NR’C(O)NH(C1. alkyl), -NR*C(O)N(C1.4 alkyl)s, -5(0)2(C1« alkyl),

(@)
N
-NHS(O)2ACrsatkyh— j%mhehﬁw—eg—memh@m%phﬁwnd
. . . - wallofl-imidazolyl

Reis-independently-H-or Gy s-atkyk:

Ris-independenthy-selected-from-F-C14-atkyh-C14-atkoxy-and
-NHSOAC, 4alkyd);

R®-is-independently-For OH:and

Riis-independenthy-H-CHoCH.OH,-0rC{O)O(C 1 s-akaph)-

Whis-independently-selected-from—pyrazeh—(CH2)1 5-R°—0-(CH2)1 4-R®;
-NH-(CHo)1 4-R8—N{CH)}-{CH0)1 4-R8—(CH1)3-OBA—-O-CH{CH.0H),;
-O-CHCHOH{CHOH)—O-(CH2)1 2-C{CH3).OH—O~(CH2)1 »-C{CH3).CH.OH;
-O-CH2C{CH{CH0H) o -NH~(CH,)1 o-CH{OH)CHOH-NH-CH{CH3)CH.OH;
~-NH-(CH2}1 2-CH{CH)}OH-NH-{CH2)1 2-C{CH3).OH—~NH-(CH2}1 -C{CH2).CH.OH;
-NH-CH(CHOHY)o,-NH-(CH2)1 -CH(OH)CH.OH-NH-(CH2)1 -CH(OH)CH.OCHs;
~NH-(CH2)12-C{CH2)oSO{CH3)-NH-(CH2)1 o-CFo(pyridyl);
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e
%%z SR

A
%_@_9** FN\_) § ” N 81'43"’_ U—\_><(OH)O_1T

W%ﬁﬁ“% :;%mo )

A e
Rg—is—inelependemly—N\l - \= ,—GFS/ ;

R*-is-independently Hor

R%-is-i H; ~Cis-atkoxy—NR R -NR"CORY;
-NHC(O}O(Cr4-alkyhy—CLOINH{CL4-alkyh)—CLOIN(C1s-alkyh)s
-NRGLOIN(C 14-alkyh)or-S(0)Crs-alkyhy—NHS(O)o Crs-aliyh)-phenyl-and-heteroaryl

-4

R is-independentlyH-or Cy s-alkyl-and
R%is-independently-selectedfromF-C1s-atkyh-Cis-alkoxy-and
NHSOHAC satkyh-
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Whis-independently-selected-from—pyrazeh—(CH2)1 4-R°—0-(CH2)1 4-R®;
“NH-{CH2)1 4-R%—~(CH2)3-OBR—0-CH{CH20H)2—0-CHCH{OH}CH0H);
~O0-{CH2)1 2-C{CH3)oCHO0H—NH-{CH2)1 2-CH{CH3)OH—-NH-CH{CH3)CH.0H;
-NH-(CH2)1 2-C{CH3)20H—NH-{CH2)1 2-C{CH3).CHOH—-NH-CH(CH0H)2;
-NH-(CH2)12-CH{OH)CH0H—NH-(CH2)1.-CHOH)CH0CHs;
~NH-(CH2)1-2-6(CH3)2S0ACHa)-NH-(CH2)12-ChRafpyria-1-yh);

—NH S —0 S
-NH-{CH2)12-CH{OH K (pyridyh):- _KOH,— _\—OH,— \Q/ 3
N I
ﬁvﬂwﬁ@\ﬁ% o “on.

A
HN
Hﬁm—/\l) ff{HN—/\\:I) ;j ~ O L
N U
B L AN AN N

X /—/_OH E_NH o) /_\O H /_\O
7™OH) __%N\_) NH_{ Mof\_/ _{ Mo{

e it MHQ

”—and— \/O

%AN\}A ‘g\\f
eisindependenty: L) T oS

R*-is-independently Hor

RCs - H 1-4-alkoxy—C{OYNHCH;;
—N{GHQGH@}G(@}GHs—NHG(Q}(@GHs)——NHGQQ}NHzGHGHa—NHGGQ}N{GHa)Q
-SOACH3), -NHS{O).CH3 -NHCOR*,
oxazolyl, pyrazolyl, N-CH:

1
s-imidazolyl, trizolyl,
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Y-is~{CH2)15~6r—(CH2)3 5-O-(CH2)12;
WHsH:
Ré.is-independently-pyrazolyl:
R*isH:and
RS s : ; . Ciz alkoxy, phenyl, -NH(C 1.4 altkyl),

-NHCOHC +-alkp) NG o Ay )CLONC L2l E_”é,—%_@f_”eei

@% T4 atkyz &HG}LN—N_HWM Z ;

R%is-independently CH.OH-or Gy s-alkyl.

20

W--is-independently-selectedfrom:—(CH2)3-5-OH,—(CH2)3 5-OBh;
~{(CH2)3 4-NHCHCH3 ~(CHo)3 4-NHC{O)CH3;~{CH2)3 4-N{CH CH3)C{O)CH3:
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, _ M, _ \/\N(CH3)2 _and

wherein:

10 W’ is H;

W is independently selected from: -O-CH,CH(OH)(CH20H), -NH-(CH>)3.4-OH,
-NH-(CH2)1-2-CH(CH3)OH, -NH-(CH2)1-2-C(CHz3)20H, -O-(CH2)1-2-(pyrazolyl),
-NH-(CH2)1-2-(pyrazolyl), -NH-(CH2)1-2-(pyrimidinyl), -NH-(CHz)l-z-(pyridazinyI)

0 HN
E_O\_% HN@ ‘b

-NH-(CHz)1.2-CF2(pyridyl), OH, @ "

A

OH;

H
N
AR
R3is independently  \ or

R* is independently H or F.

231, A compound according to claim 1, or a pharmaceutically acceptable salt, or a
20  stereoisomer thereof, wherein:

W’ is H;
W is independently selected from: -O-CH>CH(OH)(CH20H), -NH-(CH2)3-4-OH,
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-NH-(CH2)1.2-CH(CH3)OH, -NH-(CHz)1.2-C(CH3)20H, -NH-(CHz)1.o-(pyrazolyl), and

Lo % K
R e
OH, and OH;

H

N

ST A

R? is independently \ or \= ; and

R* is independently H or F.

312. A compound according to claim 1, or a pharmaceutically acceptable salt, or a
stereoisomer thereof, wherein:

W’ is H;

W is independently selected from: -O-CH>CH(OH)(CH20H), -NH-(CH2)3-4-OH,
-NH-(CH2)12-CH(CH3)OH, -NH-(CH2)1-2-C(CH3)20H, -NH-(CH2)1-2-(pyrazolyl), and

’ﬁN@

OH:

HJ/\
N/
R3is \ [ and

R* is independently H or F.

413. A compound according to claim 14, wherein the compound is selected from:

N=NH
= N NH2
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or a pharmaceutically acceptable salt thereof.

534. A compound according to claim 443, wherein the compound is selected from:

289



or a pharmaceutically acceptable salt thereof.

615. A compound according to claim 443, wherein the compound is selected from:

N-
2 NH
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or a pharmaceutically acceptable salt thereof.

7. A compound according to claim 1, wherein the compound is:

NH,

L l N/I{:‘"‘> “OH
H

or a pharmaceutically acceptable salt thereof.
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10. A compound according to claim 1, wherein the compound is:

1116. A pharmaceutical composition comprising a compound or a pharmaceutically
acceptable salt, or a stereoisomer thereof as claimed in any one of claims 1 to 1045 and

one or more pharmaceutically acceptable excipients.

1237. A compound or a pharmaceutically acceptable salt, or a sterecisomer thereof

according to anyone of claims 1 to 1045, or a pharmaceutical composition according to
claim 1116, for use-as-a-+medicament in the treatment of cancer.

1318. Use of a compound or a pharmaceutically acceptable salt, or a sterecisomer

thereof as claimed in any one of claims 1 to 1015, or a pharmaceutical composition as

claimed in claim 1136-for-use in the manuafacture of a medicament for the treatment of

cancer.

1419. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or

thea pharmaceutical composition for use according to claim 12, or the use according to

claim 1318, wherein the cancer is selected from acute myeloid leukemia, adrenocortical
carcinoma, Kaposi sarcoma, lymphoma, anal cancer, appendix cancer, teratoid/rhabdoid
tumor, basal cell carcinoma, bile duct cancer, bladder cancer, bone cancer, brain cancer,
breast cancer, bronchial tumor, carcinoid tumor, cardiac tumor, cervical cancer,
chordoma, chronic lymphocytic leukemia, chronic myeloproliferative neoplasm, colon
cancer, colorectal cancer, craniopharyngioma, bHe-duct-caneer—endometrial cancer,
ependymoma, esophageal cancer, esthesioneuroblastoma, Ewing sarcoma, eye cancer,
fallopian tube cancer, gallbladder cancer, gastrointestinal carcinoid tumor, gastrointestinal
stromal tumor, germ cell tumor, hairy cell leukemia, head and neck cancer, heart cancer,
liver cancer, hypopharngeal cancer, pancreatic cancer, kidney cancer, laryngeal cancer,
chronic myelogenous leukemia, lip and oral cavity cancer, lung cancer, melanoma,
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Merkel cell carcinoma, mesothelioma, mouth cancer, oral cancer, osteosarcoma, ovarian
cancer, penile cancer, pharyngeal cancer, prostate cancer, rectal cancer, salivary gland
cancer, skin cancer, small intestine cancer, soft tissue sarcoma, testicular cancer, throat

cancer, thyroid cancer, urethral cancer, uterine cancer, vaginal cancer, and vulvar cancer.

1520. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or

thea pharmaceutical composition for use according to claim 12 or claim 14, or the use

according to claim 13 or claim 1418-er¢laim-19, wherein the cancer is a refractory

cancer.

162%. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or

thea pharmaceutical composition for use according to claim 12,18 or the use according to

claim 13, wherein the cancer is selected from breast cancer, colon cancer, rectal cancer,

colorectal cancer, pancreatic cancer, and prostate cancer.

1722. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or

thea pharmaceutical composition for use according to claim 12,18 or the use according to

claim 13, wherein the cancer is selected from hormone receptor positive breast cancer,

microsatellite stable colon or rectal cancer, pancreatic cancer and prostate cancer.

1823. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or

thea pharmaceutical composition for use according to any one of claims 12, and 14-1718

to-22 or the use of claims 13-17, wherein the eempound-compound or a pharmaceutically

acceptable salt, or a stereoisomer thereof or the pharmaceutical composition is to be

administered in combination with one or more additional cancer therapies; or one or more

additional therapeutic agent.

1924. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or

thea pharmaceutical composition for use or the use according to claim 1823, wherein the
one or more additional cancer therapies comprise surgery, radiotherapy, chemotherapy,

toxin therapy, immunotherapy, cryotherapy or gene therapy, or a combination thereof.
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20. The compound or a pharmaceutically acceptable salt, or a stereocisomer thereof or

the pharmaceutical composition for use or the use according to claim 18, wherein the

additional cancer therapy or additional therapeutic agent comprises one or more agents

selected from cisplatin, carboplatin, mechlorethamine, cyclophosphamide, chlorambucil,

ifosfamide, oxaliplatin; azathioprine, mercaptopurine, Vincristine, Vinblastine,

Vinorelbine, Vindesine, Taxol, Paclitaxel, Docetaxel; irinotecan, topotecan, amsacrine,

etoposide, etoposide phosphate, teniposide, actinomycin, anthracyclines, doxorubicin,

daunorubicin, valrubicin, idarubicin, epirubicin, bleomycin, plicamycin, mitomycin,

leuprolidine, goserelin, triptorelin, histrelin, bicalutamide, flutamide, nilutamide,

Abciximab, Adalimumab, Alemtuzumab, Atlizumab, Basiliximab, Belimumab,

Bevacizumab, Brentuximab vedotin, Canakinumab, Cetuximab, Certolizumab peqgol,

Daclizumab, Denosumab, Eculizumab, Efalizumab, Gemtuzumab, Golimumab,

Ibritumomab  tiuxetan, Infliximab, Ipilimumab, Muromonab-CD3, Natalizumab,

Ofatumumab, Omalizumab, Palivizumab, Panitumumab, Ranibizumab, Rituximab,

Tocilizumab, Tositumomab, Trastuzumab, interleukin-2 (IL-2), indoleamine 2.3-
dioxygenase (IDQO), IL-10, transforming growth factor-f (TGFB), CD39, CD73 Adenosine-
CD39-CD73, and CXCR4-CXCL12.

2125. The compound or a pharmaceutically acceptable salt, or a stereocisomer thereof or

thea pharmaceutical composition for use or the use according to claim 1824, wherein the

additional cancer therapy or additional therapeutic agent comprises

one or more agents selected from nivolumab, pembrolizumab, PDR001, MEDI-0680,
cemiplimab, JS001, BGB-A317, INCSHR1210, TSR-042, GLS-010, AM-0001, STI-
1110, AGEN2034, MGDO013, IB1308, BMS-936559, atezolizumab, durvalumab,
avelumab, STI-1014, CX-072, LY 3300054, CK-301, urelumab, PF-05082566,
MEDI6469, TRX518, varlilumab, CP-870893, BMS-986016, MGA271, lirilumab,
IPH2201, emactuzumab, INCB024360, galunisertib, ulocuplumab, BKT140,
Bavituximab, CC-90002, bevacizumab, MNRP1685A, ipilimumab, MK-1308, AGEN-

1884, and tremelimumab.
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2226. The compound or a pharmaceutically acceptable salt, or a stereoisomer thereof or
thea pharmaceutical composition for use or the use according to claim 1823, wherein the

additional cancer therapy or additional therapeutic agent comprises one or more agents

selected from nivolumab, ipilimumab, pembrolizumab, atezolizumab, durvalumab and

avelumab.
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