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Clamms:

1. A compound of Formula Ia or Ib:

mor ' _ mor
X! X X2 SN
N N
R—{ ]\/k R'—4 f\
x2 N)\ R3 ——<X1 N/)\ R3
Ia Ib

, wherein

s NR?, (iv) X' is CR” and

and stereoisomers, tautomers, or pharmaceutically acceptable salts there
5 ()HX'isNandX*is S, (if) X' is CR” and X* is 8, (iii) X' is N and X°A
X?is 0, or (v) X' is CR’ and X* is NR*;

R! s selected from C;—Cypalkyl, Co—Csalkenyl, Co—Csalkynyl, Cs—Caoaryl, ~(C;~Croalkyl-
ene)—(Cs—Cipcarboeyclyl), —(Ci—Cralkylene)~O—(Cr~Ciralkylene)—~(Cs—Cirheterocyelyl),
—(C;~Ciaalkylene)—0—(C1—Ciralkylene)-C(=0)-
10 —(C1—Craalkylene)—(Cy—Cyo heterocyclyt), (€4

;—Cizheterocycelyl),

—C1 alkylene)—(Cy—Cy
heterocyclyl)—(C,—Caosheterocyclyl), '
—(C;—Cralkylene)—(C,—Cyoheterocyclyl)—(Cs—Ciocarboeycelyl),
—(C1—Crealkylene)—(Co—CygheterocyClyl)—C(=0)—(Co—Cyoheterocyclyl), —(C;—Cialkyl-
ene)—(C;~Cyheteroaryl), —(Ci—1,alkylene)—(C;—Cyoheterocyclyl)~(Ci—Ciaalkyl),

15 —(Cy—Chaalkylene)—(Ce—Croary)—(Ci—Ciralkyl), «(Ci—Ciralkylene)~(C;~Cyohetero-
aryl)—(Cy~Cjralkyl), «(C)4Crralkylene)-C(=0)—(C,—Cyoheterocyclyl), «(Ci~Cioalkyl-
ene)-NHR?', —(C,—Calkylene)-N(Ci—Cpoalky)R*, —(C1—Caalkylene)-N(C;~Cyaalkyl)-
(Cy—Cyoheterocyelyl), —(C1—Ciralkylene)-NH~—(C;—-Ciralkylene)—(C,—Cyoheteroaryl),
—(C1—Crralkylerde)-NH—(C;—Ciaalkylene)—(C1—Cyoheterocyclyl),

20 —(Cy=Cyaaligglene)-NH—(C;—Ciralkylene)-NHC(=0)—(C;—~Cyheteroaryl),
—(C;~Cyfalkylene)—(Co~Caoheterocyclyl)-N(C,—C palky)R?
~(C C12a1kylene)-(C2—Czoheterocyclyl)—(C1~—C12a1ky1)—~N(C1—C12a1ky1)R2’, and

1—C1zalkylene}——N(Cz-Czoheterocyclyl)Rz’, where alkyl, alkenyl, alkynyl, alkylene,
carbocyclyl, heterocyclyl, aryl, and heteroaryl are optionally substituted with one or more
groups independently selected‘ from F, Cl, Br, I, -CHs, —CH,CHj3, -C(CH3)s3, —CH,OH,
—~CH,CH,0H, —C(CH3),0H, —C(CH3),0CHj;, —CN, —CF3, -CO,H, —COCHj3, -CO,CH,




5 R?and R” are independently selected from C,—C;; alkyl, C,—Cs alkenyl, C,—Cs alk
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—CONHZ, ~CONHCHj3, ~CON(CH3),, -C(CH3),CONH,, —NO,, -NH,, -NHCH3,
~N(CHzs),, -NHCOCH3, -NHS(O),CH3, —N(CH3)C(CH3),CONH,,
—N(CH3)CH,CH,S(0),CHj3, =0, —~OH, —~OCHjs, —S(0)2N(CH3),, —~SCH;, ~CH,OCHj,
——S(O)ZCHg, cyclopropyl, morpholino, and 1,1-dioxo-thiopyran-4-yl;

—(C1~Cy; alkylene)—(Cs—Cy, carbocyclyl), —(C1—Ci2 alkylene)—(Cr—Cy hetgfocyclyl),
—(Cy—Cy; alkylene)—C(=0)—(Co~Cyy heterocyclyl), (Ci—Ci; alkylene)—#Cs—Cy aryl), and
—(C1~Cy alkylene)—(C1—Cy heteroaryl), where alkyl, alkenyl, alkynyl, alkylene,
carbocyclyl, heterocyclyl, aryl, and heteroaryl are optionally substituted with one or more
, —CN, —CF3, -CO,H,
—~COCH3, ~CO,CHj, -CONH;, -CONHCHj3, “CON(CH3)4, —NO,, —NH,, -NHCH3,
~NHCOCH;, -NHS(0),CHs, ~OH, ~OCH3, —S(O)2N(ZH3),, —-SCH3, ~CH,OCH3, and

~S(0),CHs;

groups independently selected from F, Cl, Br, 1, -CHs, ~CH,(

is selected from:

~C@N(CH,CHay,, “COCH3, ~CON(CH3),, ~NO,, “NH,, -NHCH;, ~N(CHs),,

/NHCH,CHs, ~NHCH(CHs),, “NHCH,CH;OH, -NHCH,CH,OCHs3, -NHCOCH;,
" _NHCOCH,CHs, ~-NHCOCH,0H, ~NHS(0),CHjs, ~N(CH3)S(0),CHs, =0, ~OH, ~OCH;,

~OCH,CHs, ~OCH(CH3),, -SH, -NHC(=0)NHCH;, -NHC(=0)NHCH,CHs, ~S(O)CHs,
~S(0)CH,CHs, —S(0),CHs, —S(0)2NH,, —S(0),NHCH3, —S(0);N(CHs),, ~CH,S(0),CHs;
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R’ s selected from H, C,—Cyy alkyl, C,—Cs alkenyl, C,—Cg alkynyl, «(C—Ca
alkylene)—(Cs—Ci, carbocyclyl), —(Ci—Cy, alkylene)—~(Cy—Cy heterocyclyl), «(Ci—Cis
alkylene)—C(=0)—(Cy—Cy heterocyclyl), «(Ci—Ci, alkylene)—(Ce—Cyp aryl) and —(Cy~£Cy2

alkylene)—(C{-—Czo heteroaryl), where alkyl, alkenyl, alkynyl, alkylene, carbocyclyl, hetero-
5 cyclyl, aryl, and heteroaryl are optionally substituted with one or more groups
‘independently selected from F, Cl, Br, I, -CH3, —CH,OH, —CN, —-CFs, ~CQ,H, —COCH;,

—CO,CH;, -CONH,, -CONHCH3;, —CON(CH3)2, -NO,, —NH,, -NHCH3, -NHCOCHj,
~NHS(0),CHs, —~OH, ~OCHs, —S(0),N(CHs),, —SCH3, ~CH,0CHy/And -S(0),CHs;; and
mor is a morpholine group which is unsubstituted or substituted with ghe or more groups

10 selected from F, Cl, Br, I, -CH3, -CH,CHj3, ~CH,CH,CHj;, ~ZH(CHj),, —C(CHj3)s,
~CH,0CH;, —CHE,, —CN, —CF;, -CH,0H, —CH,0CH3, -CH,CH,0H, ~CH,C(CH3),0H,
—CH(CH;)OH, —CH(CH,CH3)OH, —CH,CH(OH)CH3,/4~C(CH3),0H, ~C(CH3),OCH3,
—CH(CH;)F, —C(CHj3)F,, ~CH(CH,CH3)F, —C(CHyZH3),F, -CO,H, -CONH,,
~CON(CH,CHay,, -COCH3;, -CON(CHzs),, —NOY, ~NH,, -NHCHj3;, -N(CH3),,

15 —NHCH,CHj3, -NHCH(CHs),, -NHCH,CH,@H, -NHCH,CH,0CH;, -NHCOCH;,
—NHCOCH,CHj3, -NHCOCH,0OH, —-NHS(O),CH:, -N(CH3)S(0),CH3;, =0, ~OH, —OCH3,
—~0OCH,CH3;, ~OCH(CHjs),, -SH, -NHC(=0)NHCH;, -NHC(=0)NHCH,CHj3, ~S(O)CHs,
—S(O)CH,CHs;, —S(Q),CH3, —=S(0),NH;, —S(0),;NHCH3, —S(0),N(CHs),, -CH,S(0),CHs.

2. The compounds of claim 1 where}

20 () X'isNand X%is S, (i) X' is @R and X* is S, (iif) X' is N and X* is NR?, (iv) X' is CR and
X% is O, or (v) X' is CR /and X? is NR?,

R’  is selected from Ci1—¢ alkyl, C,—Cx alkenyl, Co—Cy alkynyl, C4—Cyo aryl, (C1—Ci,
alkylene)—(Cs—Cyf carbocyclyl), «(Ci—Ci, alkylene)-O—(C;—Cy; alkylene)—(Cs~Ciz
heterocyclyl), A(C,—Ci; alkylene)—(Cy—Cyo heterocyclyl), —(C;—Cy; alkylene)—(Cr—Cyo

25 heterocyclyl)—(C,—Cy heterocyclyl), «(Ci—Ci, alkylene)—(Cy—Cyp heterocyclyl)—(Cs—Cia
carbocyllyl), —(C;—Ci; alkylene)—(Cy—Cyo heterocyclyl)-C(=0)—(C,—Cy heterocyclyl),
—(C£ACy, alkylene)—(C1—Cyg heteroaryl), —(C1—Ciy alkylene)—(Co—Cyo hetero-
cxclyD)—(C1—Cy; alkyl), —(Ci—C;; alkylene)—(Cs—Cyp aryl)—(C,—Cy; alkyl), (C1—Cis
alkylene)—(Ci—Cao heteroafyl)—(Cl—Clz alkyl), —(C1—C;3 alkylene)—C(=0)—(Cy—Cyo
heterocyelyl), <(C,—Ci, alkylene)-NHR? , «(C,—C, alkylene)-N(C;—C, alky)R?,
—(C,~Cy7 alkylene)-N(Ci~Ci; alkyl)(Co—Cyo heterocyclyl), «(Ci—Ciz
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alkylene)-NH—(C;—Cy; alkylene)—(C1—Cyo heteroaryl), —(Ci—Ci alkylene)-NH—~(C,—Cyz
alkylene)—(C,—Cyp heterocyclyl), —(Ci~Cy2 alkylene)-NH—(C;~Cy,
alkylene)~NHC(=0)—(C,—Cy heteroaryl), —(C;—Cy, alkylene)—(Co—Cag
heterocyclyl)-N(C;—Cy, alkyh)R*, —(C1—C 1, alkylene)—(Co—Ca heterocyclyl)~(21—Ci,
alkyD-N(C—Ci» alkyD)R? , and —(C;—Cy, alkylene)-N(Cy~Cyo heterocyclyhR ', where
alkyl, alkenyl, alkynyl, alkylene, carbocyclyl, heterocyelyl, aryl, and hetepbaryl are
optionally substituted with one or more groups independently selected from F, Cl, Br, 1,
—~CHs, —CH,CH3, ~C(CHz)3, CH,0H, ~CH,CH,0H, ~C(CH3),0H, ~CN, —~CF3, —CO,H,
~COCH3, ~CO,CHs, ~CONH,, ~CONHCH;, “CON(CHas),, ~G#CH;),CONH,, -NO,,
~NH,, -NHCH3;, —N(CHj3),, -NHCOCH;3, ~NHS(0),CH3;, -XN(CH3)C(CH3),CONHo,
~N(CH;3)CH,CH>S(0),CH3, =0, —OH, -OCHj3, —S(0),N(CHz3),, —SCH3, ~CH,OCHs,
—S(0),CHs, cyclopropyl, morpholino, and 1,1-dioxo-fhiopyran-4-yl;

R? and R? are independently selected from C,—Cj, alky}/C,—Cs alkenyl, C,—Cs alkynyl,

~(Cy—Cy3 alkylene)—(Cs—Ci, carbocyelyl), «(C/~Cy, alkylene)—(C,—Cyp heterocyclyl),
—(C1—Cy, alkylene)-C(=0)—~(Co—Cao heteroclyl), —(C—Cy; alkylene)—(Cs—Cyo aryl) and
—~(C1—C12 alkylene)—~(C—Cyp heteroaryl)/where alkyl, alkenyl, alkynyl, alkylene, carbo-
cyclyl, heterocyclyl, aryl, and heterogfyl are optionally substituted with one or more groups
independently selected from F, Cl¢/Br, I, —CH3, -CH,OH, ~CN, —CF3, -CO,H, ~COCHs,
—CO0,CH;, -CONH,, -CONH{ZH;, -CON(CH3),, -NO,, -NH;, -NHCH;, -NHCOCH;,
~NHS(0),CHs, ~OH, ~-OCH3, —S(O),N(CHzs),, —SCH3, -CH,OCHj3 and —~S(0),CHz;

is selected from:
SSS \Np \N;Q Sss \(@
e NH

N
555 \ 35 NH
where the wavy line indicates the site of attachment;
each of which are optionally substituted with one or more groups independently selected
from F, Cl, Bl’, I, —-CHs, —CHQCHg, ”CH2CH2CH3, *CH(CHg)z, ~C(CH3)3, ”“CHQOCH?,,
~CHF,, —-CN, —CF3, -CH,0H, —CH,0CH;, ~CH,CH,OH, —~CH,C(CH3),0H,
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—CH(CH3)OH, —~CH(CH,CH3)OH, —CH,CH(OH)CH3, —C(CH3),0H, —C(CH:),OCHs,
—CH(CHa)F, —-C(CH3)F,, ~CH(CH,CH,)F, —C(CH,CH3),F, ~CO,H, —CONH,,
~CON(CH,CHaiy,, -COCH3, —CON(CH3),, ~NO,, ~NH;, -NHCH;, —-N(CH3);,
~NHCH,CH;, -NHCH(CH3),, -NHCH,CH,0H, -NHCH,CH,OCHj;, -NHCOCH4,
~NHCOCH,CH;, -NHCOCH,0H, -NHS(0),CHs, -N(CH3)S(0),CHs, =0, -QH, —~OCHs,
~OCH,CH3, ~OCH(CHs),, -SH, -NHC(=0)NHCH3, -NHC(=0)NHCH,CHY, —S(O)CHs,
—~S(0)CH,CH3, ~S(0),CHs, —S(0),NH,, =S(0),NHCHa3, —S(0)>N(CHa), CH28(O)2CH3;
is selected from H, C;~Ci, alkyl, Co—Cs alkenyl, C;,—Cs alkynyl, —(Cyy 12
aﬂcyléne)—(Cg—Clz carbocyclyl), —(Ci—Cy2 alkylene)—(Cy—Cao hetcyclyl), —(C1—C1y
alkylene)-C(=0)—(C,—Cy heterocyclyl), —(C1—C2 alkylene)—~(€ —Czo aryl), and —(C;-Cy,
alkylene)~(C,—Cyo heteroaryl), where alkyl, alkenyl, alkyny] /alkylene, carbocyclyl, hetero-
cyclyl, aryl, and heteroaryl are optionally substituted witly ne 0T MOre groups
independently selected from F, Cl, Br, 1, —-CH;, ~CH» 0 , —CN, —CF3, ~CO;H, —COCH;,
—CO0O,CH;, -CONH,, -CONHCHj3, —CON(CHas)s, - KO,, -NH,, -NHCH;, -NHCOCH;,
~NHS(0),CH3, —OH, ~OCH3, —S(O),N(CHzs),, # CHg, —CH,0CHj; and —S(0),CHs; and
is a morpholine group which is unsubstituted, a‘l substituted with one or more groups
selected from F, Cl, Br, I, -CH3;, —CH,CHY{, -CH,CH,CH3, —CH(CHaz),, —C(CHas)s,
—CH,0CHs, ~CHF,, —CN, ~CFs, ~CH,0H, —CH,0CH3, ~CH,CH,0H, ~CH,C(CH3),0H,
—CH(CH;)OH, —CH(CH,CH3)OH, ; HQCH(OH)CHg, —C(CH3),OH, —~C(CH1),0CHs,
—CH(CH;)F, —C(CH3)F,, —CH(CI 2CH3)F, —C(CH,CH3),F, -CO,H, —-CONH,,
—CON(CH;CHay,, -COCHaj, A ON(CHj3),, -NO,, -NH;, ~NHCH3, -N(CHs),,
~NHCH,CH3, -NHCH(C 2, ~NHCH,CH,0H, ~-NHCH,CH,OCHj3, -NHCOCHj3,
~NHCOCH,CH3, -NHZOCH,OH, ~NHS(0),CH;, ~N(CH3)S(0),CHs, =0, -OH, ~OCHs,
~0OCH,CH;, ~OCH 3)2, -SH, -NHC(=0O)NHCH3, ~-NHC(=0)NHCH,CHj3, —S(O)CHa,
—~S(0)CH,CHs, -8(0),CHs, —S(0),NH,, —S(O),NHCH3, —S(0)N(CH3),, ~CH,S(0),CHs.

3. The compoundg/of claim 1 or 2 of formula Ia wherein X!'isNand X*is S; R' is —(C1—Cyy

alkylene)—(Cyo« o heterocyclyl) or —(C;—C;; alkylene)—(Cy—Cyq heterocyelyl)—(Cy—Cayo

heterocyclyl, where heterocyclyl is optionally substituted with one or more —C(CH;),OH; R? is

1H-indo}#3-yl and mor is a morpholine group;
or of f8rmula Ib wherein X' is CR” and X*is S, R’ is selected from —(C;1—~Ci2

alkglene)-O—(C,—Ci, alkylene)—(Cs~C;z heterocyclyl), «(Ci—C;; alkylene)~O—(Ci~Cz
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alkylene)—-C(=0)-(C3—Ci; heterocyclyl), —(C1—Ci» alkylene)—(C,—Cy heterocyclyl), —(C1—Ci,  /
alkylene)—(Cy—Cy heterocyclyl)—(Co—Cyy heterocyclyl), —(Ci1—Cy; alkylene)—(Co—Cyo
heterocyclyl)—(C,—Ci2 alkyl), where alkyl and heterocyclyl are optionally substituted with,

more groups independently selected from —~CONH;, -N(CHz),, and =O; R? is selected § fomn:

S5 S A
$ e Sg\EgNH

where the wavy line indicates the site of attachment; each ¢ hich are optionally substituted
with one or more groups independently selected from —~CH,0OCH;, —CN, and —OH; R’
is H or C;—Cy; alkyl; and mor is a morpholine groups |
or of formula Ta wherein X' is N and X* is NR?, K is selected from —(C,—Cy; alkylene)—(C,—Cyo
10 heterocyclyl), —(C;—Ci; alkylene)—(Co—Cyq he ‘ocyclyl)—(Cz—Czo heterocyclyl), where
heterocyclyl is optionally substituted with/6ne or more groups independently selected from F,
FC(CH;)ZOH, ~C(CH3),0CH3, -N(CH{),, and =0; R* is C;—C, alkyl, which is optionally

substituted with one or more —OH; K? is selected from:

NH

where the wavy line indicates the site of
15  attachmént; each of which are optionally substituted with one or more groups independently

selected from F, —-CH;, —CH,OCH3;, and —CN; and mor is a morpholine group.
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4. The compounds of any one of claims 1 to 3 of formula Ia or Ib wherein R' is —(C;—Cy,
alkylene)—(C,~Cy heterocyclyl) or —(C,~Ci alkylene)—(Cy—Cyy heterocyclyl)—(Co—Cao
heterocyclyl), where heterocyclyl is optionally substituted with one or more ~C(CH;),0H;
or is «(C;—Cy; alkylene)-O—(C,~C; alkylene)—(Cs—Ci; heterocyclyl), —(C,—Cys
alkylene)-O—(C;-Cy; alkylene)-C(=0)-(Cs—C;; heterocyclyl), —(C,—Cy;, alkylene)—(Cr—Cao
heterocyclyl), —(Ci—Ci; alkylene)—(Cyo—Cy heterocyclyl)—(Co—Cy heterocyclyl), AC—Ciz
aﬂ<ylehe)—(C2—C20 heterocyclyl)—~(C1—C;; alkyl), where alkyl and heterocyclyl/are optionally
substituted with one or more groups independently selected from ~CONH,,/A~N(CHj),, and =0,
or is —(C;—Cy3 alkylene)—(Cy—Cyp heterocyclyl), —(C1—Ci, alkylene)—(Cy~-Coyo
heterocyclyl)—(Co—Cyo heterocyclyl), where heterocyclyl is optionally/substituted with one or
more groups independently selected from F, -C(CH3),OH, —C(CH5),OCH3, ~-N(CH3),, and =O.

5. The compounds of any one of claims 1 to 4 wherein R?is 1-Cyy alkyl, which is optionally

substituted with one or more —OH.

6. The compounds of any one of claims 1 to 5 whereiff R? is selected from:

where the wavy line indicgtes the site of attachment; each of which are optionally substituted

with one or more groups independently selected from F, -CHs;, —CH,OCH3;, —~CN, and —OH.
7. The compounds/6f any one of claims 1 to 6 wherein R’ is H or C;—Cys alkyl.

8. The compounds of any one of claims 1 to 7 wherein mor is a morpholine group which is

unsubstitutéd or substituted with one or more ~CHs.

9. The/compounds of any one of claims 1 to 8 which show an IC50 binding activity to p110 delta

of #n or more times lower than the binding activity to p110 alpha.
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10. A pharmaceutical composition comprised of a compound of any one of claims 1 to 9,

and a pharmaceutically acceptable carrier, glidant, diluent, or excipient.

11. The pharmaceutical composition according to claim 10, further comprising a secord

therapeutic agent.

12. A process for making a pharmaceutical composition which comprises combining a
compound of any one of claims 1 to 9 with a pharmaceutically acceptable ¢arrier, glidant,

diluent, or excipient.

13. Use of a compound of any one of claims 1 to 9 in the manufactdre of a medicament
for treating a disease or disorder selected from immune disordep$, cancer, cardiovascular
disease, viral infection, inflammation, metabolism/endocrine/function disorders and

neurological disorders, and mediated by the p110 delta isgform of PI3 kinase.

14. A kit for treating a condition mediated by the p1 Y0 delta isoform of PI3 kinase, com-
prising: a) a first pharmaceutical composition copprising a compound of any one of

claims 1 to 9; and b) instructions for use.
15. The compound of any one of claims 1/io 9 for use as a medicament.

16. The compound of any one of clajms 1 to 9 for use as a medicament in treating a
disease or disorder selected from iimmune disorders, cancer, cardiovascular disease, viral
infection, inflammation, metabolism/endocrine function disorders and neurological

disorders, and mediated by the p110 delta isoform of PI3 kinase.
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Claims:

1. A compound of Formula la or Ib:

mor mor
fﬁ N | X2 | N
R RI—\
2 P p
X N )\ R3 X' N.)\ R3
Ia Ib
and stereoisomers, tautomers, or pharmaceutically acceptable salts thereof, wherein

(iii) X' is N and X* is NR*;

R!  is selected from

HoN N N o
J — >0
Ve S o S i S e S N/mg
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where the wavy line indicates the site of attachment to the Formula I structure;
R?is C;~Cy, alkyl, which is optionally substituted with one or more —~OH,;

R® s selected from:
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WS A A
e S;Igw

where the wavy line indicates the site of attachment;
each of which are optionally substituted with one or more groups independently selected
from F, Cl, Br, I, -CH3, —CH,CHj3;, -CH,CH,CH3, -CH(CH3),, —C(CH3)3, -CH,OCHj,
—CHF,, —CN, -CF;, -CH,0OH, —-CH,OCH3, -CH,CH,0OH, ~CH,C(CHj3),OH,
—CH(CH;)OH, —-CH(CH,CHj3)OH, —~CH,CH(OH)CH3, —C(CH3),OH, —C(CH3),OCHj3,
—CH(CH3)F, —C(CHj3)F,, -CH(CH,CH3)F, -C(CH,CHj3),F, ~CO,H, ~CONH,,
—CON(CH;CHj3),, -COCHj3, ~CON(CHzs), -NO», ~NH;, ~-NHCH3, —-N(CHj3)»,
~NHCH,CHj3;, -NHCH(CH3),, -NHCH,CH,0OH, -NHCH,CH,OCHj3;, -NHCOCHj,
~NHCOCH;CHj3;, -NHCOCH,OH, —NHS(0),CHj3, -N(CH3)S(0),CH3, =0, —-OH, ~OCH3s,
~QOCH,CH;, ~OCH(CHz;),, -SH, -NHC(=0)NHCHj3;, -NHC(=O)NHCH,CHj3, —S(O)CHj,
—S(0)CH,CHj3;, —S(0),CHj3, —S(0O);NH,, —S(0),NHCH3, —S(0)2N(CH3),, —CH,S(0),CHs;
and
mor is a morpholine group unsubstituted or substituted with one or more groups selected from F,
Cl, Br, I, -CHj;, -CH,CHs, -CH,CH,CHj, -CH(CH3),, -C(CHj3)s, -CH,OCHjs, -CHF,, -CN, -CF;, -
CH,OH, -CH,0CHj, -CH,CH,0OH, -CH,C(CHs),0H, -CH(CHj3)OH, -CH(CH,CH3)OH, -
CH,CH(OH)CHj;, -C(CH3),0H, -C(CH3),OCHj3, -CH(CHj;)F, -C(CH3)F,, -CH(CH,CH3)F, -
C(CH,CH;),F, -CO,H, -CONH,, -CON(CH,CH3),, -COCH3;, -CON(CHa)5, -NO,, -NH, -
NHCH;, -N(CH;),, -NHCH,CHj3, -NHCH(CH3),, -NHCH,CH,O0H, -NHCH,CH,OCHj, -
NHCOCH;, -NHCOCH,CHj3;, -NHCOCH,0H, -NHS(0),CHj3, -N(CH3)S(0),CH3, =0, -OH, -
OCHj;, -OCH,CH3, -OCH(CHjs),, -SH, -NHC(=0)NHCHj3;, -NHC(=O)NHCH,CH3, -S(O)CHj, -
S(O)CH,CHs, -S(0),CH3, -S(O);NHz, -S(0O),NHCH3, -S(0);N(CHzs),, -CH3,S(0),CHs.
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2. The compounds of claim 1 wherein R? is selected from:

A A A
S iasd

where the wavy line indicates the site of attachment;each of which are optionally substituted with

one or more groups independently selected from F, -CHj;, —CH,OCHj;, —-CN and —OH.

3. The compounds of any one of claims 1 or 2 wherein mor is a morpholine group which is

unsubstituted or substituted with one or more —CHs.

4. The compounds of any one of claims 1 to 3 which show an IC50 binding activity to p110 delta

of ten or more times lower than the binding activity to p110 alpha.

5. A pharmaceutical composition comprised of a compound of any one of claims 1 to 4, and a

pharmaceutically acceptable carrier, glidant, diluent, or excipient.

6. The pharmaceutical composition according to claim 5, further comprising a second therapeutic

agent.

7. The pharmaceutical composition according to claim 6, wherein said second therapeutic agent

is selected from an non-steroidal anti-inflammatory drug (NSAID) or a chemotherapeutic agent.

8. A process for making a pharmaceutical composition which comprises combining a compound
of any one of claims 1 to 4 with a pharmaceutically acceptable carrier, glidant, diluent, or |

excipient.

9. Use of a compound of any one of claims 1 to 4 in the manufacture of a medicament for
treating a disease or disorder selected from immune disorders, cancer, cardiovascular disease,
viral infection, inflammation, metabolism/endocrine function disorders and neurological

disorders, and mediated by the p110 delta isoform of PI3 kinase.
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10. A kit for use in treating a condition mediated by the p110 delta isoform of PI3 kinase, com-
prising: a) a first pharmaceutical composition comprising a compound of any one of claims 1 to
4; and b) instructions for use, wherein such condition is selected from immune disorders, cancer,
cardiovascular disease, viral infection, inflammation, metabolism/endocrine function disorders

and neurological disorders, and mediated by the p110 delta isoform of PI3 kinase.
11. The compound of any one of claims 1 to 4 for use as a medicament.

12. The compound of any one of claims 1 to 4 for use as a medicament in treating a disease or
disorder selected from immune disorders, cancer, cardiovascular disease, viral infection,
inflammation, metabolism/endocrine function disorders and neurological disorders, and mediated

by the p110 delta isoform of P13 kinase.



