WE CLAIMS:
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or-apharmaeentieatyteceptablesaltthereot:
——besein Do T e St et e n e pe LD L lo ey L
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23 The method of any one of claims 1-17. wherein Ry is eyvano or eyeloaltkyvl
T T e e o e e ]

25— TFhemethod-ofany-one-of-clammstH6—wheretr Ri+5—DNR R R s hydrocenRi+s
6. Ty hod-of y airn_wherein Roj onall beti 1 alkvlandtl

27 The method of any one of claims 1-25 wherein Ra s cyclopropyl or eyvclopentyl.

28—TFhemethod-ofany-precedireelatm—wheremRishydrocen—halosen—ator—atkoxy—
cem ke e b el e e e e D ol |

e e

30—TFhemethod-ofanyprecedineelatm—wheremRatsselectedHromhydrogen—atotand—
NRRy-
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N-t6-¢ ethylpyr—+—vybh—-+-methyl-HH-indazol-5yh-2-C-methylpyridin-4-
yhexurole-d—carboxamide:

N-t6-¢ ethylpyr—+—yh-2-methyl-2H-indazol-5-yh-2-C-methylpyridin-4-
e e

NEhd T S et A indascl S b2
blovridi ] ] | de:

N-tbmethyl-6-¢  ethylpyridd-yb-+H-ndazel-5-yh-2-C-methylpyridin-4-
e e

N-Z-methyl-6-¢ ethylpyrid—+-yh-2H-indazel-5-yh-2(2-methylpyridin-4-
yhexurole-d—carboxamide:

S N b T D3 et A indarol 5 vD 200
blovridi ] ] | de:
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3 (dmethylaming) _cthylpy 431 N2 methyl 6 (piperids T
s dazol5.v] l I de:

N7 | T | T ndesal Sb a0

trethylaminer  ethylpy-4—Bexurzeled—carboxamide:
N hyl6-(piperidin_tyD 2H indazol 5 yh 22

tmethylamine) ethylpy-4-ybexazele-4-carboxamide;
N6 A d eridi N A indazol 52
tmethylsulfonamide)- ethylpy-4-yb-exazele-4—carboxamide;

22 (dimethylamino)— ethylpy-4-yh N-(6-(4-hydroxypiperidin-tyh 1
| e
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the-substienttsaHorathoxyamroatodhatohydroadtor NR.Rywhere R and Ry,

0 S S ig S ANy
ST AL KL

N R, R,
b

-85 -



- 86 -



(Rl)n

wherettr A YR Re R

-87 -



hydroxyalkyl orNR.Ry:and R, and Ry are | :

p Eb l’ herein-the-substituentis &H€§ L &Hﬁ'ﬂealkyl, h'&le, e{_NRaRb_&Hd_R; —and-Ry are




6. i i ethylpy-6-yb-{2;3’-bipyridine}-6-
ke b snepebe e oL L b
carboxamide: |
i i ; ethylpy-6-yh-12:3"-
&’ -amtro-N-5-eyelopropyl-2-moerphohnooxuzelotd>-bi
bipyridinel 6-ca ide hydrochloride: .
i . ethylpy-6-yh-2-2-methylpyridin-4-
e ]
B e s
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b ol ethylpy—e— e
oicoli ‘de-hydrochloride:

NL2.5-ditpiveridi | lof4-5-b} ethylpy-6-y})-2-¢2 Bvloveidi
yhexurole-d—carboxamide:

N-2-morpholinro-S—-(pipertdint—yhoxarelotdS-bt  ethylpy-6-yb-6-HH-py+arel-4-

ethylpy-

6-chloro-N-(2-morphotino-S-(piperidint-ybexarzelof43-b} ethylpy-6-
Noicoli de:

b b L L ethylpy—eobe e L e L
Doicoli ide:

b L e Db e b ethylpy——

S5)2-2-methylpyridin4-yb-N-2-merpheline5 ethylpyrid-3-
vhmtroyoxazetotd5-bt  ethylpy-6—~yhoxarete-d—carboxamide:

Sl bbbl e L ethylpy =2 e b 0
carboxamide;

& o N0 hotinothiazolofd5-c] _ethylpy-6-yH) [2.3 bipyrdinel 6

6’ -amino-N-2-morpholinothiazotol54-b}  ethylpy-5-+yb-{23 -bipyridine]-6-
carboxamide;

2-(Z-methylpyridin-4-yh-N-(2-morpholinothiazelo{4;5-b] ethylpy-6-yhexazele-4-

6’ -amtro-N-C-morpholnothiazotold5-b}  ethylpy-6—yb-23 -bipyridine-6-
carboxamide;

N holinothiazolof4-5b1 _ethylpy—6-yh-6-(1H 4 vDoicok de:

b} ethylpy-6-ybbenzamide;
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b} ethylpy-6-ybbenzamide;

%@ﬁ&e&w%pyﬁéﬁ%—N—@—memhehﬂeé—meeﬁéﬂﬂ—W : ethylpy-

N-2-morpholinro-S—-(pipertdint—ybthiarzolotdS-bt  ethylpy-6-b-6-HH-pyrazot4
Noicoli de:

N-(2:5-ditpiperidin—t-ybthtarolotd:5-b}  ethylpy-6-vb-6-HH-pyrazel-4-
Doicoli ide:

5 ditpiperidi .
N-25-ditpiperidin—t—ybthiazolotd3-b}  ethylpy-6-yh-2-C-methylpyridin-4-
e e

e -
N-2S5-dimerpholinooxazolotdS-bt  ethylpy-6-yb2-C-methvpyrdi-4-yheoxazole-
4-carboxamide:

N-54-methylpiperazint-yb-2-merphelineexazelef4:5-b} ethylpy-6-ybh-2-2-
b loveidi | | l de-

5 ditpiperidi
N-2S5-ditpipertdint—ybexazetotd>5-b}  ethylpy-6—ybH-2-(6-methoxypyridin3-
yhexurole-d—carboxamide:

5 dipivends
ot bl = L ethylpy——b e b
yhexurole-d—carboxamide:

5 dipiperidi
N-25-ditpiperidint—ybexazelof4:5-b] ethylpy-6-ybh-2-2-hydroxypyridin3-
e e

> hvd NIRRT rolino S toinerid: ] Jol45
bt ethylpy-6-vhexazete—4-ecarboxuamide: |

: —
P L bl = b ethylpy—— b b

yhexazole-d-carboxantde:

%%W%%%@M@%@MM 5 ethylpy-

Cmbpernene e Loen s L
ethylpy-

5 dipivends
N-2;5-ditpiperidint-ybexazelef4:5-b1 ethylpy-6-yh2-G-methylpyridin4-
yhexurole-d—carboxamide:
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b} ethylpy-6-ybhpteolinamide;

N-2S5-ditpipertdint—bexazeototd>-bi
ethylpy-6-vh—2-6-methylpyridin3-
e e

(S%—éﬂmﬂwpﬁmhéﬂﬂ%%m%helﬂw ; ethylpy-6-yh-2-2-
dridin vl ] | e

@MWMH%%%M%M ; ethylpy-6-yh-2-

R)IN-G-3-aminopyrrolidint—yh)-2-morpholinooxazelof4:5-b] ethylpy-6-yh-2-2-

éR%—N—é—(%—hydreaeypﬁFeh&H—yB—zﬂﬂefphehnee*W ' ; ethylpy-6-yH-2-

bt ethylpy-6-yhexazete—4-—ecarboxuamide:

2-C-methylpyridin-4—yb-N-S—piperidint-yb-2-¢ ethylpyridt—ybexazeletdS-
b} ethylpy-6-ybhoxarole-d—carboxamide-hydrochloride: |

N-£2-2.6-dimethvimorpholino-3-(piperidin- I-vhoxazolo{4.5-b}
ethylpy-6-yh-2-2-
methrpyridi-4-yheoxazote—4-carboxamide hydrochloride:

92 -




N-2S5-ditpipertdintbthiarelotdS-bt  ethylpy-6-yb-6-H-methlH-pyrazel4
Doicoli : de hvdrochlogide:

b} ethylpy-6-ybhpteolinamide;

5_difpiveridi .
N-2S5-ditpipertdint—ybthiarolotdS-bt  ethylpy-6-vb2-C-methlpyridin3-
| | ] :de hvdrochlofide:

N—@—%@S@%@-&Hﬂemy%ﬁmhemq@é—épmeﬁww | ; ethylpy-6-

%@ﬁ&e&w%pyﬁéﬁ%—N—@—memhehﬂeé—meeﬁéﬂﬂ—yW ; ethylpy-

2 0 v - din 3 1) N2 holino_5(piperidin iy lof4.5
bt ethylpy-6-yhexazete—4-—ecarboxuamide: |

5 ditpiperidi .
N-(25-ditpiperidin—t—ybthiazoletdd-b}  ethylpy-6-yh-2-C-methoxypyridin-4-
e e

bt ethylpy-6-yhexazete—4-ecarboxuamide:

> | i N2 bolino_5_(nineridi 1 lof4.5
bt ethylpy-6-yhexazete—4-ecarboxuamide: |

Mé{%—ﬂtmepfpeﬂém—yﬁ—z—mmphehm&mw ; ethylpy-6-yh-2-2-
| . | | | o

ethylpy-

b} ethylpy-6-ybpicolinamide;
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(S)—é—(%—a&&ﬂepﬁfehdmﬂ%—N—@éﬂépfpeﬂdmﬂM | " 5 5 ethylpy-6-

5_ditsiveridi )
(SN2 5-ditpiperidint—bthiazolold:5-b]  ethylpy-6-yvh-6-B3-hydroxypyrrolidin-t-
Doicoli ide:

S} 2 (3 ami Lidin DN holino-S—(pineridin i lof4-5

b} ethylpy-6-ybexazele-4-carboxamide: |
@%—éﬂamﬂepmehéﬁ%%—ﬁmhemw | ; ethylpy-6-ybH-2-(2-
methrrpyridi-4-ybeoxazote—4-carboxamide:

b} ethylpy-6-ybexazele-4-carboxamide:
@W—éﬁ#&}W ‘ ; ethylpy-6-yb-2-

E-methvpyrdin-4-yhexarole-d-carboxamide:

—
(5)-N-(5-eyelopropyl-2-morphelinethiazolo[4.5-b] ethylpy-6-yh-6-G-

—
S N-S-eyelopropyl2-morpholinothiazelo[4;5-b] ethylpy-6-yH2-3-

hydroxypyrrohidin—t-ybhoxazole-d-carboxamide:

. .
e el b b Lo UL ethylpy——b o
hevd no1H 14 vsicolinamide:

- -
(S)N-(5>-cyclopropyl 2merpholinothiazolof4-5-b] ethylpy-6-yh2-((2-
Sotessisess L L ssnn . L nsnie e s e L

N-G5-3-hydroxypyrrolidint—yl)-2-morpholinothiazelo[4:5-b] ethylpy-6-yh-2-(6-
| i3 | | e
. . : . .
(S+N—(5—84%¥éﬂ%ypwehdﬂﬂ—y49—2—memhelﬂwﬂ%%%%—b}' ‘ ; ethylpy-6-yh-2-
T i —
M&é*wdfeﬁwﬁehdm—kﬁ%%nefphehne&nﬂele{w | ; ethylpy-6-yh-2-

to-rethoxypyridin3-yhoxarole-d-carboxamide:
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SN+ ethylpyr4—b-2-merphohinethtazele{4:5-b}
; ethylpy-6-yh-6--
b Lidin - vDpicoli e

N-5-3-hydrexyazetidint-yb-2-merphelinethiazelet4:5-b ethylpy-6-yh2-2-
bvloveidin 4] Lo 4 el e

@%N—é{%—hydfe*ypﬁfehém%—yﬁ—z—memhehﬂe&mele{%—b}' ; ethylpy-6-yb-5-
: | . ihionhene. cad y

Y- hydronypyrmolidin 1Y Tmorpholmotasolofs o] eihyIpy-6-yh-S-

W#W%WW | ; ethylpy-6-yhH—2-2-
e

N-65-4 h?‘é‘*‘ oxypiperidin1-yh)-2Z-morpholinethiazelo[4:5-b] ethylpy-6-vH2-(2-
methrpyridin-4-yhexazote—d-—ecarboxumide

éR%—N—é—(%—hydmaeyﬁ#ﬁehéHH—yH—zﬂﬂefphehﬂeW ' ; ethylpy-6-yH-2-

N-G-(4-hydroxypiperidin1—yh-2-merpholinothiazelo[4:5-b] ethylpy-6-yh-5-2-
bl D cal e

N-5+ ethylpyrd—bh2Apiperidint-ybthiazelof4:5-b}
; ethylpy-6-yh—2-2-
bevloveidind ] Lo 4 el e

2-2-methpyridin4yh-N-C2(piperidin1-ybH-S5< ethylpyridt-ybthiazele{4:5-
b} ethylpy-6-ybexazele-4-carboxamide: |

2-C-methylpyridin-4—yb-N-2-morphotino-5-¢ ethylpyrid—-ybthiazolotd5-
b} ethylpy-6-vhoxazole-+-carboxamide: |

S—Qﬁae&w%pyﬁéﬁ%—N—@—memhehﬂeé—meeﬁéﬂﬂ—yJ}W : ethylpy-

- -
N-{5-(azepan-1-vh-2-morpholinothiazolof4.5-b]  ethylpy-6-yD-2-(2-methylpyridin-4-

yhexurole-d—carboxamide:

ethylpy-
N-5-  ethylpyrd—yb2-merpholnothiazetoldS5-bi
; ethylpy-6-yhH-2-2-
blnvridin 4-v] lo 4 carl de-
. . . : . .
éR%—N—é—(%—hydmaeypmeﬁém%}—Z—memhehﬂeW | ; ethylpy-6-yhH-2-2-
methrrpyridi-4-yboxazote—4-carboxamide:
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M&é#awkeﬂpfpeﬂém—yﬁ—z—mmﬂme%hﬁw ; ethylpy-6-yh-5+2-
i D cal e

yhthtarolotd5-bt  ethylpy-6-vbpicohinamide
N-G-(4-fluoropiperidint—yh-2-merpholinothiazolo{4:5-b] ethylpy-6-yh-5-(2-
hloveidi e ) casd L

N-(5-(d-fluorepiperidin—t-yh-2-morpholinothinzolof45-b}  ethylpy-6-yh-2-2-

—
N—é-éHﬂefhﬂ%H—pyFa%eM—yﬁ%m%helM ; ethylpy-6-yh-2-2-
s | | | e

—
N-5-3-fluorophenyh)2-morpholinothiazolo{4:5-b] ethylpy-6-yh2-(2-
i | | | e

N-54-hydrexypiperidin1—ybh2-moerphohinethiazelel4:5-b1 ethylpy-6-yb-5-2-
b loveidi e > card de-

N-5-3-fluoropiperidint—yh-2-merpholinothiazolo[4:5-b] ethylpy-6-yh-5-(2-
i D cal e

S N-5-C-hydroxypyrrohidint-yh-2-merphelinoexazelof4:5-b}  ethylpy-6-yh-2-
; i L

N-5-3-hydroxypysrolidint—yl)-2-morpholinooxazelof4:5-b] ethylpy-6-yHh2-2-
S | | | e

R)I-N-5-B-hydroxypyrrehidint-yh-2-merphelineexazelef4:5-b} ethylpy-6-yh-2-
el din 3] Lo 4_carl e

N-5-3-hydrexypyrrohidint-yb-2-merphelineoxazelof4d:5-b} ethylpy-6-yb-2-6-
| din 3 vl | l de-

S N-G-B-hydroxypyrrolidint—yh2-merpholincoxazelo[4:5-b] ethylpy-6-vh-5-
) et D cad e

Y-S hydronypyrolidnt-yh S morpholimooxezoiof--51_ethyipy-6-7h-S-

N5+ ethylpyr—-yh2(piperidint-yhoxazolof4-5-b}
; ethylpy-6-yh-2-2-
i | ] | e

2-C-methylpyridin-4—yb-N-C—piperidint-yb-5-¢ ethylpyridt—ybexazeletdS-
b} ethylpy-6-vhoxazole-+-carboxamide: |
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N-65-¢ ethylpyr—+-yh-2-merphotineoxazeletd:5-b} ethylpy-6-ybh-2-2-
bvloveidin 4] Lo 4 el e

2-2-methylpyridin4—ybh-N-A2-morpheline5- ethylpyrid1t-ybhexazele{4:5-
b} ethylpy-6-ybexazele-4-carboxamide: |

N-5—4-hydrexypiperidin1—yh-2-merpholineexazelol4d:5-b} ethylpy-6-yb-5-2-
bevlovridind v 2 cad e

éR%—N—é%aydmaeypmeﬁde)—Z—merhemqee*aW | ; ethylpy-6-yH-5-2-

N-GS-thuran—3-yh-2-merphohnooxuzelotds-bi
- ethylpy-6-yh—2-2Z-methylpyridin4-
yhexurole-d—carboxamide:

N-5-3-fluerepiperidint-yb-2-merphelineexazelof4:5-b} ethylpy-6-ybh-2-2-
b loveidi | | l de-

N-G-(4-hydroxypiperidin1-yh-2-merpholinooxazelof4:5-b} ethylpy-6-yh2-(2-
bl ] | | e

N-5-4-fluerepiperidint-yb-2-merphelineexazelef4:5-b} ethylpy-6-ybh-2-2-
bevloveidind ] Lo 4 el e

@%Né{%—ammpfpeﬂéaa%—yﬁ—z—m%phehne%hﬁele{w ; ethylpy-6-yh-2-2-
| . | | | o

0 rlovedi DN rolino (10 A o4
bt ethylpy-6-vhexazete—4-ecarboxuamide: |

N-5(6-flueropyridin-3-yh-2-merpheolinethiazele4:5-b} ethylpy-6-ybh-2-2-
b loveidi | | l de-

N3 hvd S bieyelo32.1] NG rolinotl 0[5
bt ethylpy-6-yh2-C-methlpyridir-d—yboxarzole-d-carboxamide: |

N—Q—(%—hyéfe*ympeﬁéfH—yH—é—épmeﬁéfH—yW | ; ethylpy-6-yhH-2-2-
e

" o ] A N5 hvd eridin Vb0
moerphotnothtarolotdS-bt  ethylpy-6-yhexazete—d-ecarboxamide:

%ﬂ&@ﬂp@%&w%y&eﬂ@meﬁéﬁ%w ' 5 ethylpy-
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" o o din 4y H N5 hvd peridintyh2
fﬂefthh-HG{h—l-a-ZG}G{%—b} ethylpy—é—yBe*aze}e—él——eafbe*afmé%

N—é—@—kwdfe*ypyﬁdm%—ﬂ}%—meﬂahelmeﬂ%eleﬁé—b}
ethylpy-6-yh-—2-2-

S el el s s e Lol e Lsd
ethylpy-5-vb-{23’-bipyridine}-6-carboxamide:
N-5-hydroxypipertdint— b2 moerpholinooxazelotdS5-bi
ethylpy-6-+H-5-2-
methpyrdi-4-ybtaran2-carboxamide:
. . . . . ,

N-2.5-difpiperidint-yDoxazolo[4:5-b] ethylpy-6-yb-6-1H-pyrazol-4-ybpicolinamide

e
GR%—N—%W%%MQ—HWM ' - ethylpy-6-yH-2-+2-

T et
ethylpy-6-yh-5-2-
ethpyrdi-4-ybtaran2-carboxamide:
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N-GS-tuzepan—t—yh—2-merpholinothiazetold5-b}  ethylpy-6—yh-2-2-methyipyridin4
yhexazole-4-carboxamide;
L

ethylpy-6-+yH-2-2-

i ethylpy
N-2,5-ditpiperidin—I-yDthiazolo[4:5-b}




whereinZo;- R Ro Raymand nare-as-definedinclaim 68-

i
N N\
N -~ - 22— Ron
= R O
1
R
(R)
AHB)

whereinZ2 R Ro-Ra—m-and-nare-as-defined-in-claim-68-
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&5—TFhemethod-ofany-oneof-claims65—S4—wheretr R+ - - -
NR. Ri—eyeloatkylhydroxorhydroxyatkyband R apd R areas-detired-nchmH3-
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1. Use of a compound in the manufacture of a medicament for treating cancer, wherein

the medicament is for conjoint administration with venetoclax and the compound is:

DA

/4
(o) N _ N

NH
S\ O~
o N ]
NT N N\D(ﬁﬂoH
or a pharmaceutically acceptable salt thereof.
DY
/
0. N _ N
AT Yk
o N ]
N Z G)
2 The use of claim 1, wherein the compound is
3 The use of claim 1, wherein the compound is a pharmaceutically acceptable salt of
| © 7 N\
/
o L~
NH

S\ O~

O
NT N N\D(ﬁﬂoH

4. The use of any one of claims 1-3, wherein the cancer is DLBCL.

5. The use of claim 4, wherein the DLBCL is the activated B-cell subtype DLBCL.

6. The use any one of claims 1-3, wherein the cancer is WM.
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7. The use any one of claims 4-6, wherein the DLBCL or WM is characterized by a
L265P mutation in MYDSS.

8. The use of any one of claims 1-3, wherein the cancer is a non-Hodgkin’s lymphoma.

9. The use of claim 8, wherein the non-Hodgkin’s lymphoma is selected from mantle

cell lymphoma (MCL), marginal zone lymphoma (MZL), follicular lymphoma (FL), chronic

lymphocytic leukemia (CLL), small lymphocytic lymphoma (SLL), CNS lymphoma, and

testicular lymphoma.

10. The use of any one of claims 1-3, wherein the cancer is leukemia.

11. The use of claim 10, wherein the leukemia is acute myeloid leukemia (AML).

12. The use of claim 10, wherein the leukemia is acute lymphoblastic leukemia (ALL).
13. The use of claim 10, wherein the leukemia is chronic lymphocytic leukemia (CLL).
14. The use of claim 10, wherein the leukemia is chronic myelogenous leukemia (CML).
15. The use of any one of claims 10-14, wherein the leukemia is a myelodysplastic
syndrome.

16. The use of claim 15, wherein the myelodysplastic syndrome is selected from

refractory anemia, refractory anemia with ringed sideroblasts, refractory anemia with excess

blasts in transformation, and chronic myelomonocytic leukemia.

17. The use of any one of claims 1-3, wherein the cancer is a myeloproliferative

neoplasm.

18. The use of claim 17, wherein the myeloproliferative neoplasm is selected from

chronic myelogenous leukemia (CML), chronic neutrophilic leukemia (CNL), polycythemia

vera (PCV), primary myelofibrosis, essential thrombocythemia, chronic eosinophilic

leukemia, and mastocytosis.
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19. The use of any one of claims 1-3, wherein the cancer is a solid malignant tumor.

20. The use of claim 19, wherein the solid malignant tumor is selected from biliary

cancer, cholangiocarcinoma, bladder cancer, breast cancer, adenocarcinoma of the breast,

papillary carcinoma of the breast, mammary cancer, medullary carcinoma of the breast, brain

cancer, meningioma, glioma, astrocytoma, olicodendroglioma, glioblastoma,

medulloblastoma, cervical cancer, cervical adenocarcinoma, colorectal cancer, colon cancer,

rectal cancer, colorectal adenocarcinoma, gastric cancer, stomach adenocarcinoma,

gastrointestinal stromal tumor (GIST), head and neck cancer, head and neck squamous cell

carcinoma, oral cancer, oral squamous cell carcinoma (OSCC), kidney cancer,

nephroblastoma, Wilms' tumor, renal cell carcinoma, liver cancer, hepatocellular cancer

(HCC), malignant hepatoma, lung cancer, bronchogenic carcinoma, small cell lung cancer

(SCLC), non-small cell lung cancer (NSCLC), adenocarcinoma of the lung, neuroblastoma,

neurofibroma, neurofibromatosis (NF) type 1 or type 2, schwannomatosis, neuroendocrine

cancer, gastroenteropancreatic neuroendoctrine tumor (GEP-NET), carcinoid tumor,

osteosarcoma, ovarian cancer, cystadenocarcinoma, ovarian embryonal carcinoma, ovarian

adenocarcinoma, pancreatic cancer, pancreatic andenocarcinoma, intraductal papillary

mucinous neoplasm (IPMN), prostate cancer, prostate adenocarcinoma, skin cancer,

squamous cell carcinoma (SCC), keratoacanthoma (A), melanoma, basal cell carcinoma

(BCC), malignant fibrous histiocytoma (MFH), liposarcoma, malignant peripheral nerve

sheath tumor (MPNST), chondrosarcoma, fibrosarcoma, myxosarcoma, and osteosarcoma.

21. The use of claim 19, wherein the solid malignant tumor is breast cancer or pancreatic
cancer.
22. The use of any one of claims 1-21, wherein the medicament is for administration with

the venetoclax simultaneously.

23. The use of any one of claims 1-21, wherein the medicament is for administration

within about 5 minutes to within about 168 hours prior to or after administration of the

venetoclax.
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