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Disclosed herein are combinations of compounds for treating a disease or condition, such as cancer. A
combination of compounds for treating a disease or condition can include a Bcl-2 inhibitor and a WEE1

inhibitor, along with pharmaceutically acceptable salts of any of the foregoing.
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Disclosed herein are combinations of compounds for treating a
disease or condition, such as cancer. A combination of compounds for
treating a disease or condition can include a Bcl-2 inhibitor and a WEEI

inhibitor, along with pharmaceutically acceptable salts of any of the

foregoing.
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CEQERIUEED
[ 3R 447 ]
tHE
ESEEEA TS
COMBINATIONS
[l 48k ]

[0001) AHEEMNMLE - EVLEREZ 2 EE - FABM
T AXFEREGHEE - KBRS R 4 S RE ARG RER K/
BRI L T

[ 2 Al 7% i ]

[0002] EfER—fEASREBEMARER ZERRIE  LEEHMEE
RAEELNKENRZ 5B EMIBAr - HSIREEERETFI - TTHZE
A BRETRE  (BEEE - REREE - L RHAS - FIERE
FERE R R g B b 2 SR E PR BRI A R E » 7E20194F - REYH 1808 AR &
B T - A B AR ETE R ER g 7H 606,880 ASEREE - RIL - HIN A
AV IE G A EAE R K -

[#IENE]

[0003] “Aszdprut s —SEERmGIMMLEY 2 EE - HaEs
MEAMEEYI(A) ~ RHEZE Lo B RAENEN —NZELLEY

- BB EE oA B o

[0004] Az prut s — & & GIR R E &Y 2 81 AT AR ER
R iR HPZEaaEARENLEYA) - REEE R
- RANEN—HEE(LEGY(B) RHBE 2 B o A

B 1 HEGEHREAD)
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Fir it~ HoAth & B IR i B &) L 4H & AR B R B JB 60 7 B0 L HY B 7
ZH® > HPZHEaaEARMENEEY(A) ~ g E a7 28 -
KAMEN—RZ(EGYI(B) » s E8E Falpiz 28] -

[0005) AE—SCEHERIF > 5% IR B b il R A S Bl 2 B -
QEEMGEEEED

[0006] (&1 ] $E{HBC1-24NHIH 2 & {1 -

[0007] [([E2]) IeALEW(A)ZEB -

[0008] (3] Bn{bE¥lafk ba?3(E R B ki & H DMS-
53 (MR %) ZHlHl 5 7 Lt -

(00091 ([E4) BUREMVA-1UNEBRRISF > [l {bEYlakit
BV B —FARE G AN BB ERFRER -
(&5 =]

al
i

[0010] BRIESSHNES - B AIASCP AT ER 2 ATA RO RS H 58
BA BBk Bl A it A 2 % - BRIERH
st ASCATS A ZFTA SR - HEEE - AHHEE - REMEHERY 22
LS Z FAGFARSLF » BEAL T ZHEEAEBFEESR - RIE
FAHSW > SRAIDIULEIZ EREHE -

(0011] & & A B £ fif it & ' =] 2 i &€ L fX Y (optionally
substituted) ; B - FIl 5% Fk B A (% R 48 HUACHY BCEE — B0 2% (8l 45 e Y B AU AR
AU - At EAEERA R R EHRECAL AL LAY (unsubstituted or
substituted) y By - FHEHA > B (Z{# ) BUCEH 8 H — 2 &% (#f5 Ry
WAE - BRABTEIAE > AT EREAE R T ) B & B Ry
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(optionally substituted) ; 3¢ " &EHU XA (substituted) | FEE A 4&E — 3 %

{E A3t BRI 5 AR R B AL« e - FREE - RE - IRIA C IR

B A BEOTE  FIRE - FERE) BIRRAMEE) - BITEUR

) - BIBAGEE) - KA e E A - 5E - "FE - WiskE - O-F
H

B S CEURAVREES  RBE(Ci-Cofi &)

[0012] WA FFEH > "C.EC,, 72 Ta, & Tb, HEE
HGHEEAEST 2WREF8E - rfa ey E B/ FE M (inclusive) (Y& H
"a, B Tby HERET - BHiL 0 TCIECHEE ) GIEAEF 1 E4{F bR
~ Y% B - JF Bl CH;- - CH;CH,- - CH;CH,CH,- - (CH3),CH- -
CH;CH>CH,CH,- ~ CH;CH,CH(CH3)- ~ & (CH;3);C- -« R FKIEE "Ta, &
"b, c ARERFER TR R EEE

[0013]) WRERME "R, EEEIM A " —iL(taken together) ; >
AZEREB R HEMRNEZE ol PR A - BIGE - 775 - 557
B BRI - PIERRS - R NRREE R ERH M E " —
e o AT EF GBI L E A DIPRER

[0014] 40ASCHFETfER > G " if(alkyD) ) RiGE 2N 25
JEE o SR EE M I R E o R CE AR EEATRNEN
T A =g TR REOE - HihE ZE A EREEA R

B S
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1875898

B ZE s EWNE - BT E > BEAE - IECE ~ IEFREE - RELE - A
HEATE30ERE T (B8 HBERASCRE - 30 ' 1230, Z2HEHR
B (rfEezés E S E N 2 S (ERE  fl > T 1E30ERE T BEiEkE&
A L(EBR R 5~ 2@ 07T~ AR IR TF « £% HAEME30(FERE T
BEMER/THEREERE@REBERL THRHE "EE, ) - BER
B EALE 12 B RE T2 P F AR © BRI A (R B A 12 6% [R 1
ARG A, o Sk AT R AEH QR SR &8 LR -

[0015] ARCFRrfEMZMGE " HE (alkenyl) , s H (ZH)
e B 2 2 220 bR R Y B [ E s A E > BEEATRRI-WiE
B 2-PMRER ~ 2-FHE- -G LT ER ~ 2- T A - R o A
AT A A B S LAY

[0016] AR ZHGE "R lkynyD) ) HigE2H (ZHE)
i =i 22 20{H bR R B B [ E s A E > BIEEATRR1-NR
B L TRREL ~ 2-TRREL ~ RAREE o JRES AT (R ok SEHUACHY BE HLACHY -

[0017]) 40ASCHRTER » " EREE (cycloalkyl) | {Af55E = IAHY
(g sV =) HIRSIMICIR AL - B Z5E D HIREAET - 3]/ H]
e BB IR EEE - AP RER - A " Hle
(fused) ; {HiEHE A (8 JH 7 R — (iR &5 0y (3R - AL ATER - H&E
R IEIRI A (bridged cycloalkyl) y (hfg H P B bi Ak & A H B IR AR R 1
Y — B[R T AV By (&) o AT EM - F5E ' #(spiro) 4 &
fa W (2R 4 — (8 [R5~ B2 W FRIE LR G R & - BRBe A Al e — (i (B
f) WP EHAIEIEFRT > A£— @ (M) mPEH3IZE20(EFET
fE—ff (Z(E) BT EHA3IEI0EET > f£—@ (HZFHE) BFEH3

54 HEWREAD)
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E8{H H 7 A (B ) BPEA3E6{HET o B A A R AR LK
HUARHYECE Y - BIRGi A C BRI B EE A RNERNE ~ BT A - 37
IRE -~ IMOE -~ BEE - KIBFE - HEBREEZEMGTEaFE - 2
F-1H-WIGEZFE - kR EE  REREE ZEHHERL1.11X
B~ B MIGER » B FE kB Ak (norbornanyl) T R ER S B < H BB R IR
[3.3158 k5% R MR [4. 51585

[0018]) 4NASCHRTEER » " BIGE (cycloalkenyl) | {Ri5HE £/ —
ERFEH NS EEE ZHBNSRBER LG - B2 > EFLEZR—
(& - AR gE AL FT A IR TP RO B EIn- BT £ 80 (& AIlEZ A E R A
ALHEERR "5 AL ) o Pl BEENE (ZE) BT EH3IEL
HRT -~ 12 (ZH) BPSHIESMEFET ~ L () BT 2HIE6
HRT - EEE BCEZFRE - B ARG - REEURE T 2UER L —
e o BRI EL ] (R R AR HUACHY BUEE LAY -

[0019] 40ASCHATEEA - ' iREEE (carbocyclyl) ;) RIEIETT R Z
HIRSIREIR AN - B BCE 2 FIREET - B8 A Q04 S o Byl ARH
B AfE - BURE TR EE e - IRIREA AT (FH) EPEA3E30
ERET ~ A (Zd) MPEH3IL20EET - £ (FH) BPEHIEIL
HRT -~ 12 (ZH) BPSHIESMEFET ~ L () BT 2HIE6
{6 JR 1 o BIRAR ] R R AUV BEE HUACHY » BRIRAE: 2 & P L FE (HEE AR
PRANAK AT E ] L B A R BRI A ~ DL 1,2,3,4- D025 ~ 2,3- G- 1H-
Bl 5,6,7,8-PUS MM « K 6,7- & -SH-ERK[bIMLLE 2 FETT RE 77 -

[0020] 4OASCHFEER - ' 95k (aryl) ) HRIEIRIE (2W) HIR
NEIRITTIR A (BIEWMERRIAA(C2R ISR ARG - HAEMAR
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T EASC RS- ET R - FETHRETEBE TEEE - gl
75 % Al {5 Ce-CraT5 55 ~ Co-Cro75 £k ~ BCoT7 5 » T EHVE PR {E AR

4

7R F o KB e T E A R RRAYEOR AT

[0021] 40ASCHRTEER » " 5552 (heteroaryl) | (RS BRI S IR
GEEAG (BAZ2HEHn-ET AR IR AG) » Hah -SSR
T (B - 1~ 2~ BSEMEET) o JREIRRIR ZSMY IR - BREEATRR
B R Kl o FET A (ZE) BPEETEHEATAREL o fl40 R
i (2 BB aHIZIAEET > £ (ZE) BPEEHS 2104
Fr o 8 () BB EASEERE T - EWIUE bR R T K — {5 5 R
T A 5 PR T R I R SR T 0 R IR T R = (R R T IR R T &
(37 e w17 QU (T 9 R AN (3 - G T = 4 S i o [
08¢ R 5 B DU e PR3~ 5 0 {818 R 3 R — (1 R S 1+ PE{RATTgR TR i I {18 7 S
T MR E T R =R T PUER R 5 R — R T = ERE T &
W R SRR R R =R o A BRE T RIS A
(heteroaryl) ; BIfETH SR A4 - HPFWER (FOE2V—FETEREE
D — {8 FETT B IR B D W T AR ) SER 2D —(E(EEE - FEOTEIR Y
B OIS E A IRFIRIE « BROG ~ BELy ~ SRIFEEDy ~ BROE ~ DERg - 050 - 5%
FEOSME ~ 1,2,3-15 W ~ 1,2,4-05 "4 ~ I « 1,2 318 I 1,2 418
nge ~ ZRFFIEE ~ DROE ~ ZRFFORIE ~ 09|k ~ ng[ngk - DERE » SRGFOREIAE - RIS
N~ ZRIFENSHE ~ FEME - =0 SRR = s mEIE S POng s BEERE - iR
OFE ~ WEEE - DR IEIRG  LREE - PEURR - FROEUR - sERORE - pENSOR - IR
K= o R 5T B A (R EEHUACHY BOR SEHLAHY -

[0022] 40ASCHFTER - " 53R A (heterocyclyl) § B¢ " FEAEIR A

6 HEEWHREHAS)
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(heteroalicyclyl) y A E= -~ FH X~ t -~ /A~ L~ +HIEZI8EH
B HIR . REBBASG > HPREFEIESFEERF—EBRZEA
oo FEER W LAV & — B LB T FUE I 2 A AN g2 - R0 0 58

PEHAIE T AR A GREMAERET - (@) FHEF GRS
TTE  AEEARRNE W RE - BEBEE S EH RS FEHREARR
MREE RN T EBEENEE RS RAE R4 SEONERRE - N -
R ER o i - BRATRERaERE - RIBABEH BERS - B S E L AR
o A DI G - REEE Y T e i o WASCRAEA - FRE
" WG (fused) | (RIE LA (E R F R — AN (MR - A CHATE
F > FIEE T 22 18 5 38 B (bridged heterocyclyl) | By © Z2 % 4 S I8 A
(bridged heteroalicyclyl) ; f4f5 H P 3R BL B AR AR IR B & i B IR AR AT IR
F o —HE AR TRIER: (LS - WAHATER > FHEE "1 (spiro) |
GIE WA R I A — R T Bz WA RIE ARG R & - IR A RRARIRE 1]
PAE (ZE) BEEHEILMEET ~ £ () BHREH3IZE20(HF
T (ZE) BPEEAIZIERT - £ (ZHE) BREHE3LHEK
T AE (W) BREA3IL6MEET - #la - AR T k—FEHEET
PO (R b B - e W (6 TR T = (@R R 7 R Z W R T UERE T R —F
MFET SRR T REEERET S WERE TR =R F - —@RE
FRIUUERET » Z@REFR— %R ¥ SO0 FERE T R — @R
¥ o IEAh o FERRER G 2 AR AT EAT R DU SR $E(EHY o FEER AL SRR AR IR A E 0] (%
ARG HY B AUARHEY - IE2R T 3 2R A& (heterocyclyl) | B¢ " FEAS IR &
(heteroalicyclyl) | Z B HlEEETFER,3-BAEIE « 1,3- 018fF « 1,4-7

ShE ~ 1,2- SRR IGEE © 13- SRR ~ L4- R RO ~ 1.3-51

57 HEGEWHHRAD)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

Wi FE I8 O 48 (1,3-oxathiane) ~ 1,4-F i #E I8 O  f% (1,4-oxathiin) ~ 1,3-55
Wi IR TR e (1,3-0xathiolane) ~ AR K& (1,3-dithiole) ~ 1,3-Hi
FEIR TR E(1,3-dithiolane) ~ 1,4-FWFHIR G ~ PUSR-1,4-BE0: ~ 2H-1,2-15
mE o~ BokERuo e ~ BEIEERi - b2l - MEEZE - —RIKYE - W
Bk ~ S PRWELE ~ Z030E ~ NE-1,3,5- =0  DROEOE ~ pRogog -« FLiZng
Uk~ FROSUREE - DSIROR ~ ISIRIE - DSARIE R - DEDROR - HEMRLE - IR - B
A LNE ~ IRBEN-FAEY) ~ DRBE ~ ORUE ~ DEOREE ~ AT - HLOSOERE - Hhogne
PR~ 4-URBERE - TEEPAEOM - DEEPEmE ~ 2-SHMEORE ~ PUE MR - 4H-PHEE
U S BENE ~ BRSO - BRSO e iR - BRI IMER - R HEGE RSBmO (F1
40 > FFFBRIMEDERR - PUG M « Re/Bi3,4-np AR SR AT AL ) o BRFEIRA
ZEPIEFE2- AR 3.3 5T ~ 2- R IR (3.3 5kt ~ 2- A FHE-6- A FE IR
[3.3158k% ~ 2,6- “EFEIR[3.3158 8% ~ 2- A FEIR[3.41°E 5% ~ R 2-F IR [3.4]
FRE o

[0023]) WAL FFEER » " 555 (aralkyl) | K& " 557 B A)
(aryl(alkyl)) ; {545 4% AR e B B P2 (E B EUAE 207 & - FT A 2 (&
AR AR e A B 57 AR AR AL Y BOR SR © B BIELFR{EA PRI A ~ 2-
AR « 3- R - REERE -

[0024]) WAL FFETEEA - " 555 2 & (heteroaralkyl) | K " 55
B (Bi&) (heteroaryl(alkyl)) ; {5 H5 &% Fi B &R { foe A B 2 R Ry HUAU & 2 5
75 A o T T W B AR ER e A R Rl 5T AR T A AL LAY R &EAUAHY - BB
BLFRAB PR 2-MEIy BR e B ~ 3-WEIp BRle AL ~ DRI AL fe A ~ Wy AL b
MU A e ~ MEMER e B ~ RISMEEGE AL ~ ORI A A ~ RHF I E
B -

trf

5 8 HEEWREHH)
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[0025] ' #ERREEA (S &) (heteroalicyclyl(alkyl)) ; K " FEIR A
(i) (heterocyclyl(alkyl)) ; 555 &8 il 4R (e B RE R Ry BUAUE: 2 FiEER
EBERRRA - GEREBRE A BB E KR E R &R TAER
KHUCHY « B OIEHEE A RIS -2H-0K0R -4- B (F &) ~ IRBE-4-E (S
£~ OIROE-4-F(NE) ~ PTUR-2H-BE0R -4- B (AL K 1,3-BEE-4-FL (H
#)(1,3-thiazinan-4-yl(methyl))

[0026] MMASCHFEN > "KM GEE (ower alkylene group) |
%P Bl i DL&E i HOoR b bk R+ B 82 o0 + R B BV B 88 -CH,- 5 3 & &
(tethering group) - & I & 5 H & [R 7?52 B & (-CHz-) ~ {1 & & (-
CH,CH,-) * {5 % (-CH,CH,CH,-) + F{f T #(-CH,CH,CH,CH,-) - {£4}
et A o] 35 h B RS A e A & — B0 (El = Fe /B R Th R S B U [E —

ik b WIEE (Flm e -G ) ZREU

[0027] 40ASCHRRATEER - AsE " & (hydroxy)  Af5-OHEH -

[0028]) 40ASCHATEER - | FisE A (alkoxy) ; 5FfEF-OR » H R
AP ER i A ~ A - BE -~ BGEE - BIGE - 774 BTE
FEERES ~ BRIEE(BEE) ~ FTEEE) ~ FET B WEE) ~ BRERE (KA - B
AEZIERFIEIRABHEAE - L84 - ENEE - I-HELEEEN
SE)IETEE - ETEE - ZRTEE  ZKTEE - F E - KT
B s B o Jor s B Al (R SR HUACHY BR S8 HUACHY -

[0029] 4OASCHRRT(EA > " ERE (acyl) | HRIG&E A AHEREIE B
MAREZ G~ ek~ W REL -~ 575~ TR - FEIRE - TTE ) -
FETTEE (iR ~ RFEIRE (S - EPIEEHIEE - ZME - Wik -
A~ R RIEE: o BRE ] R RCHYECRE AT -

59 HEWHRHAS)

fBJIt
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[0030] ' &E(cyano), fxfE '-CN, EH -

[0031) WAL FF{EMRHE " K& JFE F (halogen atom) ; =
" K% (halogen) ; HEfE T EBAMRETW 2 E—ERFRBER T &#W
&R R Ko

[0032] I &fi#H A (thiocarbonyl) ; {%fE " -C(=S)R | B [E - HFR
O BLRE A O-FR AT E R B M o Bk A o] G T LAY ECRE T -

[0033] ' O-fz H B £ (O-carbamyl) ; {55 ' -OC(=O)N(RaR) |
EEH > HPRAKEReIIHIIHAGE ~ i - FE - BRE - BEE - BE
B A FEOTE  FEIRE CBITE(REE)  WAUEE) - BITE(R
B~ BERIRAE T A) o O-F B E MR & HU AV ECRE HUAHT -

[0034] ' N-fzHEEE (N-carbamyl) ; {55 " ROC(=O)N(Ra)- | £
» HFRERAVH LA E ~ biks - WA - JRE - IBIiE - BIGE - 55
B FEITE  FRERE - BIEAURE) - FEUEE) - BT E(EE) - 2R
BREL (T EL) o N-F BB A Pl (R &S LAY BOR EE L ARHY -

[0035) T O- % f# H i & (O-thiocarbamyl) | {45 " -OC(=S)-
N(RaRp) ; EH » HFRARReFIHILM AT ~ Lik - A - BE - IBIx
B BRIEA  OFA  FEOYE - BRERE - BIrAMRE) - FEWEE) - F5Y
BB Ah) ~ BOERATES) o O-1 b HH R AL P AR A HUAHY BUR & HUAHT -

[0036] " N- Wi K H @& A (N-thiocarbamyl) , f{& #5

"ROC(=S)N(Ra)- ; EH » HFRERAFH ARG ~ bk~ A - B
BRI E - BRGE A YA BERE  BIEE(EE)  FEGR
B~ For B E) - BURIRE (R o N-Hi b H i A Al (R &S U RAY ECR 4%
HUAHT -

5 10 HEEHIEREIE)
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[0037] ' C-ffiffz & (C-amido) ; f5#F ' -C(=O)N(RaRp) ; £ H -
HPRAKRe o IBILHR R ~ Wik ~ WA~ A - BIE - BIGE - 77
B~ REOTE ~ REERE -~ BIEAURER) ~ TEUREE) ~ M ECEE) » 20
BRE(idk) o C-Bha 2k Al A & HU Y BCR &G HUHY -

[0038] ' N-ffHz A (N-amido) ; {41§ " RC(=O)N(Ra)- ; E:[H - H
TFRERAAIFILH ARG ~ ik ~ A - RE ~ IIEE - BIGAE ~ 575 -
7iEk o REIRES ~ BIEECEE) ~ TEMEE) ~ MU ECER) - BUERE K
EL) o NP bz B v (R SE B AV BCR &EHLCHY

[0039] T S-fEff B & (S-sulfonamido) | {4f5 " -SO2N(RaRp) | £
» K RAKRe AT I HIR G ~ Biks ~ ks ~ JRE - BREA - |IGE -
75~ RETTE - FEIRE  BRIEE R  TEEE) ~ T ECEE) =
FERR FL (e BL) oS-t B & mT (R SE BV HY BOR &EHUHY -

[0040] T N-fi B 2 £ (N-sulfonamido) | {435 " RSO2N(Ry)- | £
E > KPP RKERAAVEILMARGE ~ Bk - A~ BE - BlE - BGE - 77
B RO E - MERE  BEERE) - TEURE) - M E(ES) - 2k
PR (hidk) o N-tefi e B o] R AE HURHY BOR &EHURHY

[0041] T O-#Z(O-carboxy) ; ZEHfE " RC(=0)0-, £H - K
TRAMRG ~ Bk ~ WA - RE - BBIi A - BRIGE - 7R BT A - FER
B BREE (R ~ TEEE) ~ FET BEE) » BREIRE (FEE) » WA
FTER © O-FRE: Al (R AEHUCHYBCR SEHUHY -

[0042] F && ' ES (ester) 5 Kz ' C- & B (C-carboxy) th f§ ' -
C(=0)OR | B H - HARATHEEINO- R EFTEREME - B5 K C-RE A (%
A HUCHY BOR SEHLCHY -

i)

11 HEETEREE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

[0043] T #fE(nitro) ; f4fE " -NO,, AH -

[0044] " RAEsfFEZE (sulfenyl) | EEGIE " -SSR, AH » KR
A - Bk~ WA BRE - BRGEE - BBIRE 07 A FOTE - MERE B
BedE(beks) ~ FFE () ~ FETE(RE) ~ BRI E W E) - JhEiEA vl
SEHUAHYECR ST AT -

[0045] ' ophefAe(sulfinyl) ; EE %R " -S(=0)-R, AEH » H
ROOT {5 B B 7> 2 b i 5 P 25 5 AE (] o o i 5 T 4 G B QA B R 8K AR
iy o

[0046] ' fsfiE B (sulfonyl) ; {5#5 " SO.R ; A [E - H A RA] BiRH
A b B AT E g E A A o R A AR A AT ER &L HUAHY -

[0047] WASCHFIER - " BkE 4 (haloalkyl) | (RIFH F — %
(HREFHEREERAEE (F10 > Brabe s - Zfbnk - =5 -
KZeik) o IWEEBGFANRNARE - aHE - “gHE - =&
HE - 1-8-2-5HE - 2-5R2TE - RARLE - BIRETHEEAATE
REEHUCHY

[0048]) WASCHFRAFEM - " KiE A E (haloalkoxy) | {Rf5 H i —
SR HREREERAERE (F19 > BEia s - “HiiEE -
RENGEEE) - WEEEEFEERRNEHEE - &5
B Z@HEA  1-F-2-mHEA - R2-FETHE -
AV ECR &L AUAHY -
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FETT R ~ FEIRAL C BRI E (iR ~ FFEWEE) ~ MIFEME) - BUREREE
(FEE) » WAHER - RaHREE AR SCREHURAY « KB AREE
ZEPEEARRP-NH(HE) « -NHCEES) ~ REME -

[0051) T & — Hy {t B (di-substituted amine) ;| E E % +F © -
NRaRs | EE > HPRAFRe W B I AT E - HE - A - BITA - 1B
WS~ TFEE  RRETTE C FREIRE C BRITARE) - FFEUEE) - T E(E
B BEERAGTE) WAL HERE - RaRRe W B AKEAAYEL
REGHRAY » &8 “HUARE 2 B EFE AR RP-NHE), ~ -NCEE)(H
)~ N(ZE)(HE) - RIEME -

[0052)] @A HAEEA » " HE(EE) (amine(alkyl)) | B El{%15

"(fFEA)-NR'R” ;) & » HHFR ERE LGSR E  WAFIES -
R (e 5 ) I A AE HUAR Y BCR ES AU HY » BEOE B BB 2 BRI EREE R R 7
~CH,NH(H &) ~ ~CH,NH(Z %) ~ ~CH,CH,NH(H &) ~ ~CH,CH,NH(E
By - —CHN(H A ), ~ —CHoN(E B (B E) ~ -NCHL(Z E)(H E) -
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FIFLE -
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(radical) ; TTEIFHEE " EE(group) ; GIA{ER -
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ZAEAEMER - fla0 > b eSS - SR T TR R B R R AE
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ERELZR > GBFEEARRE-1 (7)) K&E-2 () - Wb > fEA 2
ALY ERTABAERML R A - BRIEETSOFRESITRHA -

[0059]) JEFRAZ > ASCATHL 2 J57A RE G EMESERIP (IR %
e HEfftaY ZETCRER ZAERERERDEY]) ~ JE&EME
CBBIEY ~ BKEY) - AE—EEHE T o AR Tty (b E Y LI E
gt L2 2B (BEAUK ~ 2 - AL ) ZER e AFE o EH
B o ASGEIL AV LORBRI AT - BRleYahHEE
sTEICRLESTEZERVER] > H B8 F iz ZFR] (SF4K -~ &
B3~ SRS ) EEREEENREEK - 888 G KRIERKEY) - E7F
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FR R TR < FE Y& 1 A BUE B B R B B 2 -

[0061] A 555 e HL 8288 % 1l i2 B I < HH 5 25 1) i B (i A
MIRE FHRE - BRI A AR - & RIERRE BB U X mIER &P =X -
ERRTL . EH > H5E " B (including) | JEfEE B ERE " BEERRR
(including, without limitation/including but not limited to) ; BE{LIE
WAL TR fEMH 2 A8 " A& (comprising) ; B T G (including) ; ~
" & (containing) ; ~ B " H%F &Ky (characterized by) , R[EIFEE - H
e B et R HERR BN ~ RIVE 2otk s A B HsE T 2R
(having) , JEfEZE 5 " B A £ /b (having at least) ;, : A& ' B
(include) , JEMEFE R " BFEMENRR L 5 FHAZE " Efl(example) ; HAR
PEALET I B 2 B M )+ FE Har s B R R M v 2 - B HRE T
(preferably) | ~ @i Ef (preferred) , - T A4k (desired/desirable) | &
BOBEFERCFHIER - 1 IER AR LI R F S R O N B RE I S (R
o~ E -~ EEREERY o KO RS R E R A — RS B T A A BN
FIF 2 B RECEISMR 8 - bk - FRE T B & (comprising) | JEBLRGE " 2
/b B A (having at least) | 5 " £/D &5 (including at least) | [5] 35 i fi#
B ERHMEEY - Y - EBE 2 FTCHE HFEE TEE ) BfEt
ey~ ) - BEEEE 2 /D EE YRR REEE o AR AR M A
BC4H 77
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o ZIEEY(A)BEHGERE -
R1 0
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IRFEDT A - IRB O H K HURYECREHHEIRS 278 RIBA ~ K&
REVECARKIISZTEHIIRHIRA  RPOJEH
s
I
R® s muE[f5H0 ~ 1~ 2~ B3 5 ROTTEE H K& M &I AY SR & ALY
Ci-Cofp 2 - XT[HEH R ~ ME -~ BE - 84 - KB ECREHE 42
6 S EHIRFEIRAL - SCHUTAY R HU AR (Ci-Colii ) ~ &EUUHYE R 4F
HUCHY-NH-(CH2)16-f7 ~ &K BEECEY R ~ & _HUfCHY R ~ B AL ~ &S HU
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HY B R S8 HUFUHY Cs-Co 3R Sd S8 A ~ &8 HUAUHY BR €8 HUAUHY (Cr-Cofii £ ) Bl
B SV HY BOR S HUACRY C- Bl e A~ 48 AUAUHY BOR 45 HUAUHY N- B Bz

» AEHUCHY BCR U RIC-#2 4 ~ EHURAVECREHCHYO-#2 7 ~ &
HUAHYECR EHUMUHY O- i R A ~ e &8 AU AUHY Bk €8 HUAUHY N- i B
5 YA {ACHECN ; YA {RCR*ELN 5 Y2H[{RCR*PEIN ; BRCH]ZE B 4L HL
RV ECR G AU AT Co-Cro77 £ ~ &HUHYBCREM Y EIRS 210 B 5T

C EHRHYVECR KUY EERS 27 B IR A ~ EHUTHY BCR & HUCAYS
FTEHBMRE - REIUTAYECRE IR T2 108 BB EAL S R K
RPPHDFHIIMEE G - &R - RAREHARBIC b4 o AR A HREHH
BCREHURAYS 27 B BEIERRIRE: © Hiz — (L& Y(B) A {ABcl- 24
B~ B H BEEE b ujpisz 2 E] -

[0064] FE—LEHEMHIS - RIMMEEHS ~ KE - RERARAYERL
HARHIC-Colii B - AE—LLEHEHIT - FRA A B 5 &EHTHY BOR &E LAY
gL REHUHVECRERREYS E6 B IR TT A - e —EHEHI > 37
B H[ 38 HAE AUV ECRE MRV EIRS 2T /bR A ~ M AERTATECREHL

(R¥m .
o O, G

RS 2T B HBRMRA - fE—EFHpI$ > R°H] XFe — Y e
FE—SERHA > mu[{R0 1283 - F—EFEHT  ROITEGKER
K SE BV BOR SE AR Ci-Coli 2 » AE—SEHHERIF - XA EEH & ~ |
= FRE - AE - EHCAVECRE R CAT4 26 5 BERFE IR ~ ALHUTHYEL
REEHUCETRE (C1-CofiFr) ~ SEMUTHYECR Z AU HY-NH-(CH2)1-6-B% ~ 45
BHACHY g ~ EHURATRE ~ B Ak ~ EHTHYBCRERUTHY Ci-Ce it 5
EHLARHTECR EHUCHY Ci-Coli AR ~ S HUCHYECR &G HLLHY C3-Ce¥r it
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B EHARYECR G HUHY(Ci-Colit 2B 2 ~ &EHUCHY BR &EHLACHY C-
B e B~ SEHACHY BOR &E B ACHYN- B i A~ &EHUCHY BOR &E HUCHY C-3%
B ST BOR & HUUAY O-F8 A ~ &8 HUAUHY BICR £ BUAUHY O- 7 H Bl
B R RRHYECR &EHUCHYN- Bz R B - AL — S HEf$ - YA {ACH
BN o FE—EF AT o Y A (HRCRYAEN « fE— L FHE @4 > Y2 (%
CR*PEN o ff—EF i ] o - ERCH] £ 5 &L I AHYBR KR Y Co-Cro75
B KRRV ECRERAVEIRS £ 10 8757 & - EHUTHYEOR EHUICHY
HIRS 2T HRRAE ~ EHRHVECRETRYS 27 S HERFIRE - K AEH
REVBCR R AR T £ 10 SRR o £ —ELF AT > R KRR %HE
HEEEE > MR - RREHUAIC i A -

[0065] FE—SFHMMI P > RIATESS ~ W& ~ KCi-Colii & © 1
—EEH AT > R GRE - AHMERAOIT > RIEGREER - £ —SEHH
dio RUAMR e A - AEHAERE AT - RV AR ERAYC-Colii 2 (35
W E ~ OF ~ ENE - BWNE-ETHEE2TE Z&TE =T
IR (E#EECO#ERY ) >~ ek (E#EECHHER) ) o £ —EEHEH
 RVATARELAURAY A& - fE— B E B > RUA{RLEHAYCi-Coft
 BRAIA SR T E o AE—EE A o RUA[{RR A UHYC1-Co B b
B (BEWCI-Com ik » Ci-Col i Es » NCI1-CoRm iR ) - £ —EEE
g » R'"a[{4-CHF, ~ —CF3 ~ —CF,CHj3 ~» 5(-CH,CF; °

[0066] fE—EEHEHIT - BRAE]{REEE LAY ECREHUAEYZE
B RERREVECRERREYS 26 R BHIRMETT A -

[0067) fE—ELEHEHIT - RATHEHAYAE: - £ HAE HE Bl
o BRAHRAREHUTRE -
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[0068] fE—fEEERIF - BRAR(REHCRISE6 B BHIRFETT
FE—SEHEHIF - BATGAREHIRAYS 26 2 BHERFETT A o fF— S F i f
B0 BRAH] R B Y EOR G Z RIS ~ &K HT QY ECR €8 B FRAT R
R~ AEHUHYBOR AU Y ELy ~ SEHUACHYBOR & HUACRY DRI ~ LEHTFUHY
SR AL AU AL ~ SR HUACHY BOR SEHUACRINSME ~ S8 HRFUHY BoR 48 HUACHY
mEME ~ SEENFURYBCR A&E HUACHYMEE ~ 48 HUACHY BOR SEHLACHY RS ~ &L
HYBCR S HUCHY I IE ~ e & HUCHY BOR & AU HY A o

[0069] & &LHIE - BARJE —B(Z B S T2 Z BUCEET
B2~ REEHURIC-Cap iz ~ RREHUCHYCi-Cafii s » £ — L EHE )
o IMABEEER (HIA0 > &4 ) BEAEY -
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PERAGARLHCHY o AEHAMEHS T - ﬂ%%é@ﬁlﬁé’ﬂ@ﬁi@éﬁl

Q @
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s faNyaN %
e O N ) a4 7T ok L
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[0071) fE—SFHEHIF - ERB A8 5 E AV BOREHUTHY B ERS
ETERRE « RERAVECRE TS £7 S HIRMIRA -

[0072] fE—SFHEHIT - BRB A (R HUCHYECR G IRV EERS 2
TRWRIRE o AL —SEHAIT - ERB A R RYECREH A EIRS B
BRE o fEHME AT > BB A R RUHYECR A HCHY B IR 6 SR IR
oo fE XNHMEHE G+ > BB A R AE AV ECR Ry B IR T SRR

5.8
[0073] A£— &8 i B F ﬂi%% 1 : e

% Hop gt e E 2 & ARG H Y BOR LAY -

[0074] fE—SEHEHIT - IRB A (REHUCHYECREHURATEIRS 2
TERMERE o AL —SEHEAIT o IRB A {RAEHRYECR EH R EIRS B
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x) - fF—SBEFHHMF » X1 % H-CH,OH - —-CH,CH,OH -~ -
CH(OH)CH3 ~ F~C(OH)(CH3), » fE—SE M+ » X[ {HARLLHUHYC-
CoB Wi (FEWCI-CaEHEIZHENC,-Co B liHL) - E—BEEHIF > X

m%Q%“W~¥LW~&¥“““ 1E— BB R ch » X BT {ok K HLFEAY
C-Col EA A (SEUIC,-Coll R AR B C -Co m S A A ) o fF
— BRI X SO O e g

CF; - -
~%§%W¢’Xm%ﬁg¥%%~ o TN L Y S mmn

C,-Colfid «

[0088) #E—ELEFHEHIH » XT](GoREHULHIC Coi F e (SENA
SCRFRIE ) o BRI o X O] R A AT B R~ RAEELALRY
ZES  BREIE RN A A BRI o X (R HREIC,-
Colp st (REMASLEFILE ) « fE— BB RHIT - X RE1 - 2 - 23
BT E R E - B CEIANE GEOAT TR E) - RES
AR (SEAS RS ) 2 R I AHIC -Coi FsE - fF— 8
Rl > X (R B - B - AR (A S T
)« RETHURHIRE (EASC TS ) 2 IAEIRARC-CEA
;__%; o

[0089) #F — b BF g i b » X 0] Bt g K R . KT
O BT
[0090) #E—ELEF Rl » X O] GACHRRIC, CoB R s (34

h{O\/\NHZ .

5 28 HEHIEREIE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

YHFLE) o fE— ik
WAL FTE ) -

[0091] {E—SEHEHIH » X 0] LR (C-Col BRI E - 5540
YEL Y- (CO)-CHs  fE— BB JEf o » X (4R K BURHT (Ci-Colit 5
B o AR SR HT—(CO)-CH -

[0092] fE—EeBFHEMld » XA (RAHI4 26 B BEIBERIBAL - ¢
— R A XA (R AU A4 %56 B EIBREIB AL o {F — B BRI -
XT#EE SIR T bi(azetidine) ~ IR T T ~ ZEIR T bi(diazetidine) ~ F &
P8 T f5% (azaoxetane) ~ HEIBE - PUSKUETY - BRIGHE « BEPEDE « DRUE - VU4
DRI ~ DR~ SUE ~ Re i o oh s A a R ) & B R AT R R
ST - L IE (T FT-NHIE - o f s > X T .
el W@ G 0O O
%‘N/_\ §_ /_\

NH

MmN b R & (R (B R SRR T
4 7] NHELE -

[0093] 75 —EsBrRafith + Xl (%48 1 2B S 6 2 -« 40I
RGBT RHIC,-Colidh (SEA L FRIE) - MEAL IR (3%
AP ) M BURHRE (AT RETLE ) - B - G
SR SR AR (Co-Colifh) ~ R AR R0 30 48 B FR A (Co-Coloi ) Bl
M US4 56 B EBAEE (EMA L PRLE) - ff— e
B+ X O] (408 | B2 (EB T M8 A+ SRR I~ SRABHUR T Z
B RUEERATR IR « ~CHLOH » B -N(CHy), T BEL A 4756 5 B
mmms - s - xmma PO P0G B0

W}

FHE Bl o X AR EHURBYCs-Co¥r S & (58

5 29 HEEHIEREIE)

(C234678PA docx

109145167 FH Y A0202 1103128925-0



1875898

&N
A o+ e

[0094]) fE—fLEEHIH - X HRERURATAE (Ci-Coli k) « 1 —1E
BB XOHAR K EAHYHE (Cr-Colie B - f L F B XA
e T T A ‘(\/N\ . &NT/ L ok
AT BE B & 3 A AR AT BOR SEHURRY - BB (R -NHEH -

[0095) fE—LE AT - XA AREEHCHY-NH-(CH2)16-f © f£—
EEH AT > XA AR KR EY-NH-(CH)1.6-B% © £ —ELEHE I $ > XH]
= “«(H\/\NHZ . %H\/\/NHZ . “{H\/\/\NHZ . E{H\/\T/

p HLH R R B & R A EUAEY EOR &
HUAHY - B FE (AT -NHE:[E] -

[0096) fE—LF i fld » X o] A& BRI ARAYHE o (£ — 55
B R 2 AU EGREHRC-Cole B (SEAA S AT )
BRI Cs-ColR i A (BEMIMINE ~ BT B - BUKE - REBCE) -

[0097) f£—LLE Bl d » X A& BRI - £ — & fl
s 48 T HAR I 2 W A (RSB T B R A ALC-Coli B (A
AR E ) R AREHRCs-ColR i Ak (sEUNA S T E ) !

N
[0098) 1 — %5 5 Hf il o - X 0] i E}X SN e
§ |
%W\&”’{N\o
[0099] r— B 5 i d » X ] {4 48 B % i 3 o4 48 Bl {4 iy C- il i
B oo {E— B EFHEHIT - X (AR E R SRR AIN- R « fE— B

% 30 HEHHRE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

FEB - XA R B A R R C- 2 5 » AE—EEHEFIF - XAl (%
G HUHYEOR U AYO-F8 5 - fE—EE RIS - XA R HUATHY R &
MARHYO-fe HERE: - £ —SF P T - XA R HUCHYECR &L HYN- iz
HERE - £ — ST T - XA (HRERGEHHYC-Co R & (FEUA L
FRTALE ) BEEU o
[0100]) fF—
F > YTE[{HCR* -

LEHEIT - Y A HRCRMEN (R) o f£—LE KB
e
[0101] fE—£
fE—
o

EEHAIT > Y EN (&) -
TG H > YPEACRYPEN (£ ) © f£—LF Ml
F1 > Y2HE[{HCRP o EEHAIT > Y HEN (&) -

[0102] FE—LEHHHIF > Y RYEAEN (F) - £ —SEHH
B YA AR CR*¥A HY?HJ R CR*® » fE—F i fld » Y A {fACR* A Y 5]
HN (8 - fE—BFHAF > Y'HE{HN (F) HY? A {ACR -

[0103) fE—L&EHEIF » R¥AAE - FE—LEHHF - R*E (%
R o AE—ELERAIF > RYPH(GORERAREYC ol A (FEA S prilk
) o

[0104) fE—LEHAHIT - RPEAE - £ —LEHHF - Rk
R o AE—EERAIF - RP A GRERAREYC ol z (580 A S F pr i
) o

[0105) fE—&&FHAHT » RMERPEZHGE - £ —LFHH -
RAFRBZE(HE R (HP R GREEHEEERAET) o £ —LF b
F o R RPBZ A HARGEHUAHIC sl B (FEASC AT E - 3 B H A
Crafi A AR IR ER ) - fE—SEHHEHF - RMRRPH 2 —F
AHGHRVRRYP P E—FAHREER - £ —-ELFHAHIF - R¥LR?PH

W}

—

5 31 HEEHIEREIE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

Z—BIHREHRMERYP R 2 S—F T G AREIAHCrafi B (A
FpT i E ) o AL —EEEEIF > R RRPH Z —F A (R E HR* KR
F 2B —B I HEAKEANC J2E (FEOAFmE) -

[0§06] E—SFEHHF o R fFH R o il o R*H &
R® - ERM% R R AE— TG F - ROAMGREH S 27
SEHEBRRAE - fEHMER AT - ROO(GAREIAYS 2T S HIEMEEA -
ROEE 2 T H A FE G HU Y R AE B UAYORE £ ~ 48 BUMURY ER 48 B ACHY
IR o B ~ e &S HARHY B AR &L AL ALY ELPTE: (azepanyl) - ERE: E{5H ALY
RHVEF - ARE RV IR EE A AR EHRATC i ~ &R ~ & - ROREEH
RAVC Bl 2 -

[0107] £ —EEHFI - BCH B 5 & AT ECR &8 HUUHY Co-
Cio77 % ~ RV ECREHRAVEIRS £ 108 5777 & ~ EHURATECREEHY
REVEIRS 2TRRIEE - EHHVECRERHIS 2T HIRFEEAE - K
EHVARHY R T £ 10 5 ERFEIR A o

[0108] fE—EFHEHIF - BCH(HRLEHUUHYCo-CroT5 £ © f£—1E
BHep o - BCHAAREHHICe-CroT5 2 - £ —ELEHEHI F - BCH[ (&
EHURHYCe 75 £ » AE—EF AT - BCH AR LAY CoTT £

[0109] fE—EEHHIH » BRCOJ{REH RIS EI10 8 FETTA © f£—
g HIH > BCH (FARLARHISEI0EFETTE - i —SEHHIF - B]C
AR HYS 26 BFETT & » fE—EE M F - BCH (HRARLAHISE6
BRI A o AE—HE AT > BRCH[{REEE R « BELy - RE0% - iS50 - IE

5 32 HEEHIEREIE)

(C234678PA docx

109145167 FH Y A0202 1103128925-0



1875898

nge ~ BRI ~ SRIFBRIE ~ Og]ibk ~ Oppnde ~ SR0SME  DEBE - BEnfE - mE0E ~ BT
MRS ~ WEDRR - FRUEOR - mEPRORR - R RSN EL 2 S AT AR ] S R
MARHVBCREARHY > B LA -NHE -

[0110) fE—SFHHIT - BRCH (AL HCHYECRE R RV EIRS B
WRIR A o AL — S E RG] T - BRCH (AR BCR AR IR 6 B IR IR
B oo AE—EEHAI T > BRCH (R ERRHYECREH ARy HIRT BIRIRE -

(0111] fE—SFHHIT - IRCH (RAEHTHYECR GRS B HIR
FeIRA - fE—BEHR A T > BCH (R R THYECR ALY 6 5 HIRFEIR
oo fE—SEHEA T o MO ARG RURAVECRE A7 B IR IR -
fE—E TR Ao > BRCH] B 5 URMED ~ DRIGEE « FRISIREIHE « RISIELE - 15
MEUSR ~ NSIRENE ~ DSPRIE R o mEEON - MEMEDE - DR - ORUE - OROG - BRENR
g ~ DL BERRE ~ 4-ORUERE - DEEPEob - oEErdemE ~ DU ORIE ~ | ~ IS~ R
R H A A B 2 S R HURHYBOR G ACHY - BLfE (T -NHE
o

[0112] fE—SFHEHIT - IRCH (R HUCHYECR G UHYT B IR
FEIRAE (B0 - WG - A48 > BURRRE) - £ —SEHE F - BCH (&
EHUCHYECR G HUHY 8 R IR A IR A - SE G ~ ARG -~ BURHIREA -
E—SEHEHH  BMCHGEHARYECREH A S EREIRE (F)
0 e s BURMIRE) - A —EHEHEAIT o BRCH R AT
REHCHYI0 B IR IR A > sB 0 & ~ 2048 ~ BURMEIRE - i — L EE
e > BRCH] {58 E LIZNINE (pyrrolizidine) ~ H5[WEIH ~ 1,2,3,4 VU IR0 -
2-FHR[3.315E e ~ 2- IR [3.31BENE - 2-5-6- FIR[3.31BELE ~ 2,6- ~F IR
[3.3158k% ~ 2-RIR[3.413F % ~ K 2-FHR[3.4]%¢ )% © HiZ FaiAE

% 33 HEWHRE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

B AR AV ECR G HUCHY - B IR -NHE -

(0113] HE—SLEHHI S - BRCH & — B2 J5 17 ith 58 5 R EHUT
HYC1-Cofie s (ANASLIFATAL ) Ko REEHUCHT(Ci-Colid £ B B 2 HUACEHL
e E—EEHEHI T > RO & —(f B 5 REHURAIC-Colie B (ATAL
R ) e AR ALY (Cr-Colid £ B 2 Z BUAUELELAC

(0114] f£— & ’J&WJEP RP[fBEEH N & Z L/\é

HN
e C@ L o i e A ] % 3 T A A E A AY B R 4 Y
Ay -

[0115] Bel-24I1%] =~ JE PR M5 B AR i s A - HaREE ]
FETHRELE o BAFNE AT R 2 Bel-2 {1 B #E — 5 BRI A7 T 51 A B
Z= : WO 2020/089286 ~ WO 2015/011400 ~ U.S. 2014/0199234 ~ WO
2018/027097 -~ WO 2019/210828 - WO 2018/192462 - WO
2018/127130 ~ WO 2018/154004 » H{ Al & 1 s AL &Y 2 & FHY
PREHRY » K52 SFEILISI A AEAALSF -

[0116] LEyA) 2 EHERE T

O
o Qf

5 34 HEEPIEREIE)

\N/\

K,Nx@\u )NI\’NI[(N_/:

N
\

P4

OH

1N

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

NN o \N/ju o
MeEeeta ~ QLG
" /{“ OH " 4 {q OH
= CF, =
. o) .
NN o SN
pasSeaty S es e

OH
CF3

7N\
M

/AR
—_—Z
M

P ol S
N)I\N/ N'N

H /f {\1 . H
\N/\

QNOHJI;\:E:{N =

7\ OH
—_—

Z
z
z

—
?{
‘Z Q
—Z
.

7N

Z/
J
©

¢
-2,
==
N

~

z
Z
4

<.
&
"y

(@]
I
7 N
e}
I

N’ﬁ o
K/NO\ Nl/YQN—/: K/NO\ NFY‘(N—/:
N)\N/ N N7 SNZ N
; 7 N 7 N
\\ ‘\\OH —

~

NN o
< ency O

OH

NN o
QLI L
7N on "
@ i @
@Cﬁ(f 19 S

H
OH OH
o) . o) .

35 HEWHRE)

7 N
—Z
I
7 N
=Z
@]
OI
T

~

~

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

0 \N/\ o]
N

-
ML ML

H N
N N
7 \\ OH 7 |\ OH
N CF3 = N—CF,
(o] ~ O ~

% 36 HEWHRE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

o
CAY &u @ 33488

@u f@u fmu I%

7 N 7 N \ \ \ \
b4

< =~ == = = N

ZI ZT ZT ZT

o o % N@
¢ ¢ >,

z
AMHLvi= -4 z z
/ / / /

N|.AN -
£
&

Z

5 37 HEEHIEREIE)

(C234678PA docx

1103128925-0

FHGTE A0202

109145167



1875898

~

% 38 HEWHRIE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

O © (
%)\ N NJNI\N: N’N_/=
‘/\ ) OH , " {81\
~ SN o
e A~
U i oL

H N NHA
2% 7\ ¢
— ——

\N/\l \'\(/\l o

I\/N B [ _/=
QL
H
Y HA

c H /f;l NH,
CQ/ 4 Cd/ v BT AT A L Y B

gE bl 28 e

[0117] {b&Pi(A) CEEHEEEE a2 28 ) aJ4iA S WO
2019/173082 1 Fr sl B ffg - H 2= SCRFIEPAS A 5 sUHF AARSCH - 1WO
2019/1730827 Friftt > {E&YI(A)BRWEELHIFIH] -

[0118] fE&¥I(A)BHEE&PI(B) (BL& {1 7l & 0y 5§ 5 b a2
L8 ) ZHEWERAIRRMRRIG o R ZRIRAROE X E2H
ﬁﬁ%‘%@%z{bé\% o AN FEF1H > R3SARMAFT ZEEHER

O Or. -
SIS e U I
Hot e eUrera

NN 5 (L (T AT

N

e EE E 2 28 ) ZHG -

% 39 HEWHRTE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

[Z=1]
Cmpd:Cmpd Cmpd:Cmpd Cmpd:Cmpd Cmpd:Cmpd
I:1A 4:1A T:1A 1:2A
2:1A S:1A 8:1A 2:2A
3:1A 6:1A 9:1A 3:2A
4:2A 1:5A TTA 4:10A
S5:2A 2:5A 8:7TA 5:10A
6:2A 3:5A 9:7TA 6:10A
7:2A 4:5A 1:8A 7:10A
8:2A S5:5A 2:8A 8:10A
9:2A 6:5A 3:8A 9:10A
1:3A 7:5A 4:8A 1:11A
2:3A 8:5A 5:8A 2:11A
3:3A 9:5A 6:8A 3:11A
4:3A 1:6A 7:8A 4:11A
5:3A 2:6A 8:8A S:11A
6:3A 3:6A 9:8A 6:11A
7:3A 4:6A 1:9A 7:11A
8:3A 5:6A 2:9A 8:11A
9:3A 6:6A 3:9A 9:11A
1:4A 7:6A 4:9A 1:12A
2:4A 8:6A 5:9A 2:12A
3:4A 9:6A 6:9A 3:12A
4:4A 1:7A 7:9A 4:12A
S:4A 2:7A 8:9A S:12A
6:4A 3:7A 9:9A 6:12A
T:4A 4:7A 1:10A 7:12A
8:4A 5:7A 2:10A 8:12A
9:4A 6:7A 3:10A 9:12A

[0119]) Azrepprit 2 & LGV TIEF AR EL - f£—
g > ba?(A) (BEEHEZE a2 28) WA Ee?)(B)

=1
(BRHEEEE En @2 28) 2T - EHMERAIT > be?ii) (2
5 40 HGHHRHE)

E[

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

EHEEE E a2 2 ) afe /b —fE{ba¥(B) (BCHEEE EAT 2 2
B8 ZATE T o A HMERAI T o ba?i(A) (BREHEEE R a7 2
B WEESY(B) (HERE L ATg2 28) —ERT - A XNhHEHME
Feglg - AEEYI(A) (BIfEHEEEE E i 2 88) aJfE £/ —F({E&YI(B)
(REBE g2 2 W8) BT Z&RET - £ —8EFEHM T - (baPIA)
(RfEHEEE R 2 28 ) e Aa?(B) (BHEEE E a2 2
B T ZE&RT -

[0120] FERAFATMAI LY ZH e TR BlEmRE - 5l
MHER & s & b aWE RE—FAE MK > He F B ERLZ
{LEVHL/BRERE (FENASCF RTINS ) EAfeE FH AT

[0121] fE—E&EFHH T - WAL FRR LY (A) (BEFEHLEE
BE LW 2B ) PR aYI(B) (AR L2 28) 24

G aE AR A SRR 2B G (GEA{Ea?I(B) ~ BB EE F ]
Pz 288 RYEITE R < 8 H R/ E M -

[0122] ERASCT ATV L&Y 2 HE B R (additive) ~ {5
5] (synergistic) ~ BGARFU [EUE - WAL ATty B &) 2 H & a EH
FEFETUIE Z SE -

[0123] fE—E&FHH T - WAL FRAR b (A) (BEFEHLEE
ARz 28 ) M- Eba?(B) (HEEE 2 28) 2
CHERRINE - AL —EFHEHT - AR ATREEEYI(A) (BiE
a2 ) Bl E{EEY(B) (BB &8 bz 28 )
LT ERGRNE - AL —EERA T OASCFR R EEPI(A)
(BEmEEE L7 28) B—-SZM(Ea(B) (KEEE L7

B

E[

W

>R
l-
T

sy

El

_f

5 41 HEETIEREIE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

L) ZHe R EE R ERUE o - EE AT o WA S FraiEy b
YA (BIEEEE L7 28) - EEY(B) (BHE%E R
ARz 28 ) ZEGHIEEDIMERY

[0124]) 4ASCHFER - FsE " #EHi1E (antagonistic) ;, EiE{b&
V)2 EHEMREREE T EEY EN (E&ba® 2 E &M R A E
o BIfERE—EEY)) B8N - WASCPAER - H&E " BEAE
(synergistic effect) ; Bif{bE¥ ZH G EMESNEE F(EEY Z{H 5]
EE (ESLe G EME R HER ) SRR - WA FATfER - R
" RI0%UE (additive effect) | BiE (b e ZH e ENAFERHEETLE
Yy < (EHDE MRV (& B LEVEMHRERFER - BfERE—{E
i) e

[0125] EERIAASCH Pty $H & & — I8 1] fE i bt W] AE Y > AHER
ESbeVmERE—FRRTE - HHIRVEFR AT AT R 2/ A HY
eV ZBEEAMREE - 14 AT RrleEGTRER 2 Ea?
(B) (ERHEBE#E a2 2 8) NENRNERE(LEYB) (HEEEE L
a2 28 ) FRE—FAKR TR ZMHE AR (H1a0 > BN %
BATFEZ(EEYB) (REBE L2 28 ) & - SRAASCT AT
Ha B — WA sEmmirhy - EH KE AR A EERESH 2 be
Yy MR EREEVERE—FAR TR > AR EE S E S
HYMREE o PR FASC AR Tty 4H & 2 BRSM om e v B HEAE A S P Ry H & 2
baP 2 B%F 2 A0 AP+ ARAIRRAS R Rty E & 2 b &
Yy AERE . R/SAEARCRREE G 2 baY 2 B%FIe A0 H
ERet-

iEd

5 42 HEEYIEREE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

BB Y

[0126] {b&?(A) (BFEHLES o 2 8) LB EEHKY)
FIREME o FEER - (EEYIB) (EFEHEEEE EalRz 28 ) a[{EE AR
Ik

[0127] FIE T & %840 5k ) (pharmaceutical composition) | {4f§A
N L — RSB EY) /BB A H A (L2247 (GEOMREER - &
B~ R/IEEEE ) ZREY) - BEMANRYIEELLEYREYE KT -
BN R b Y B A B (W EEE - S0RF - W
B% ~ BHER - BEEL - Wikl - AWchal - BHORERE - ROKGEE ) KIEK
JES - BB R R e R e B B T IR RS

[0128]) WA HFEM - " &Hl(carrier) , HigEELEWH A
A S T 2 EE&Y - Pl C(EAREY) » ZHEAE(DMSO) R E
MR BVECE - HAEEFT 2 AL EY R A Y e M= & -

[0129]) WA FF{ER » " FEERI(diluent) | (%455 &40 kY +
ik = IR EESE B2 E MR H v e BB 8% LR EATa 2 By « B0 FRAER ]
TS IR & 8/ i A B BiE R /B T 2 A YRR TR - HJRA]
Fy RN FE ST ~ AR ATE T 2 SEYIHRAS - P8 BOfa sH I
& RIP B M REE] & & W KR TR - sEWE A R EEE AN R IMK < pH R 2
BV 2 R R R R

[0130) WA HFFrEM - " P Kl (excipient) ; (RigEA EEMN
YE - HERNINEBEHRY T LU Z e (BEARRK) BiE -
e~ Bt - &E5T] - BB - 1% o fld - SBUTLERALE K&
BEEH L RERGEER - £ —8 I+ » BEHEkYIEaiisbE K

5 43 HEETIEREE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

INEBESR - | MmER(diluent) | {h— A HIETE R -

(0131] HE—SFHEIF > L&Y B) (FEFEHEHE EaHEZ 2
B s EEY(A) (EmHEEE Eapw 2 8) ZRafpYH iz
i FEHME RS > baPI(B) (CEFEHEEE Fa 2 28 ) AT{LHg
b (A) (BEEREE L2 28 ) 288 B 71 F HY B 82 4H Bl

wi'

>R

VI T -
[0132] AEARSC A 2 BB A ol | NEHEE KT > 2]
DLH i F L HAME MR R oy (AOfEsHE AT )~ BEE ~ MRl ~ P

B HAH &R o L BEHENYIR AR ER T - BEICTHUAR B
TIRIE o FRYASCRT I Z AL S YIRYEC 7 R &% T Z BT 7% B B S5 i <isg =
HHE R#E TR -

[0133]) fEAS TR ZBEERY T A S ERN 2 HARE - f
MAEM B ZRG ~ BEE - B - AR EUE -~ BER - A BE - &
Bf ~ SREBGERIAE o AL BT AREMERG T Z B A RCEMR L EE B HY
A RGN LG T ERANFT 2 LayTiRE e AR LEEY
M B 2 B

[0134] FiBRTFISEFLZ L TIEa?) ~ B~ R/EGEHIY) 21
flr > BFEEARKROR - BEiE - il - B -~ RBR - 258~ BiE - RIEE
B ks > BLFEALAAN ~ KT - FERKA - BENER C BN ERELOEN - B
RN &N~ REIRWNES - fE—EEHEH T - (EEaW(A) (BEHLE%EE
AR 28 MO R T o £ —EEHA T - (baPA) (EfEHEEEE
EAREz 28 ) AREmEMEEY(B) (EEHEE S Fal 2 28 ) MEY
T REREEEHSE - EHMEES T - (EEW(A) (BIEHLEE Eal#

N‘

5 44 HEETIEREIE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

228 AFEMEEEYB) (EFRHEEEE g2 28) FENKET®
S/t S

[0135) JRulbiEEimIEE S Ha&T(Le? - 8 - R/EGERY) -
Ban &L i ke 28 2 AT RIS @RI T ALV E R BUHE A B RGE
o o AN > AT DRSS YR IR A4 (B EMmES T ZIEPIR ZEE
iz ) /T (LEY - BERFLREGE BB BEEERU - #l0 > fTaEF
L L5 PN BT 25 DA B [ PP R B O

[0136] Frakts > Rk EHRP A2 /7 - M (SHEMR S
frm A 2 A I EET - BEAMNE S BB - fl
M - RS R E I TR o AEE IR E N A R
AR A AR LA E S RA RS ~ (EREGHE - R TBUT
fERTAR S - BRI R ez PR Rz YD U I AR B 1 T - 2B 001
AKER o %A A Ry R BB S B AE L B R A R Y B T AR B B S 1

o JR ] B A] B FE AR A B A A o G LR A SO A 2 AR B ) R /B

YD) ~ B EE B s PR R A ACE R ATIE R 2R M ©

AR KA

[0137]) AT ATRM - HE—SLFHEHF - BFEARENEEY
(A) (BIEHEEE EHZ28) KANEN —RZH(Ea?(B) (HEE
g LAz 288 ) A EEY) 2 G A AR IaEERIE BRI ©

[0138] ml#&mi{ba) (EEEEE L2 28 ) ZHEERETR
7 BRI 2 B B ELFE MR (malignancy) ~ SERE ~ REMEEE » sE0A S
FRTHLE o AL —EEFES T > R EUR T R IREERR - fRTEmiR
TIERR A AR - HREE - FiEE - E—SEEAT - MREMR

Z) 5

%@'ﬂﬂu

}

5 45 HEETIEREIE)

(C234678PA docx

109145167 FH YR A0202 1103128925-0



1875898

I o] 5 &A1Y (refractory) o fE—SEEJE HIH - BEIREURIE \l % M
HEFAEARNY - FHEtEommAML) (BfEEq A g A
TP53 %7 4 AUAML ~ TP532€8 B AML ~ 85 AML ~ T Fl B R4 AL E
miw ~ =Mtk e mE - RBEUAFEMEBEYAML) -~ M kEEKMEE
MMyA (CLL) (EFHEEARPN B4 S MR R/ NREBRMERERE ) ~ Sk
ERFHAE B R (ALL) (EFEEARPBAAL - T - RETPHYFRIE ) -
K18 M BETE 5 M9 (chronic myeloid leukemia, CML) (18115881 H MM
% (chronic myelogenous leukemia)) -

[0139]) fE—EFHEHIF @ EIRER L (R FHEEE -~ RIEEE
(myelodysplastic syndrome) o {F—SEE fii 5] &7 - =I5 B0 bl 0] (%5 B8 18
A VERERE (MPN) - E0 B MEAT M EK Y 2 fE (PV) ~ ‘F RS 4E(L(MF) ~ K
FVEIM/ MM ZE(ET) -

[0140]) WA HFTHL » ARl AL &Y 4 &7 BN /A K /E
ENREE - PR EaEEAEA RN IFES ERIMKEBNHL) (B
BRI NE R 2 (MCL) ~ 32 K BAHAIM E B (DLBCL) ~ JE
PEME R (FL) ~ 324 &K (marginal zone lymphoma, MZL) ~ HET4H
fMERE - KETHRMKERE - NKIREBE - /5 K M E B Burkitt
lymphoma) -~ K #¥ K E kB ZE [ MM JE (Waldenstrom's
macroglobulinemia) ) - (L&Y (BFEHESE BrjfRE2 2 8) ZHEIR]
AN EREFREE - "EFENTHEELEMNEEEARN S S HEE
(MM) (BFEEARRZA114) RIEGAL(11;14) ) o AR ATT » K
YA A& 2 & R B R R B E 2 B VR AR R A AR B AR R B

&M At ME 4% 41 R B 18t 25 40 B & B8 (blastic plasmacytoid dendritic cell

®
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neoplasm) °

[0141] AR 2 PRIFBOR M LR A BCRE S R « fE—8EH
FEB T > BARAEBUR (FEOASCRATIE ) (VAR RAEHR - £
—EEEHE G o BRI EURE ] R R E MRS M RR > B0 5 E AML R /B
FEALL -

[0142] ASCFrit (L&Y ZsHERANER R/ EERER -
pian - A —LE AT - EAekER o] 2 H K B (Ewing's tumor) K 4
P 46T G (Wilms' cancer) » AJREMIASCATAL Z (b= (RIFEHEEEEE ]
Wz 8 LSRRI ERERE BN EOIHRBEIE - BE - AE (8
FEEARNRER+FE R ZI2MEAE) ~ TESE - SEFHE - B8 E - &
BB - TEARE  REE - ER/MEERE  HSEE (EmOEE) B
AMAEHE - A CRFRIE/ NGRS R NRE AR ) - FARE ~ OISR ~ B
o~ BRBEE - PREE - ALPTHE - AURURREE - NRERE - BHE - ERE B
S EPRERE KB WCHEAE - B |E - BIRRE - TER
B RTESE - AA—EFTHAT - RIFEUR A (h&REBCL-2EH 2

T

FE o
[0143]) WARSCHFFA{ER - " #H % (subject) | (RIEIE RIEHE - B
2~ ER . BENEY o T8 (Animal) | B4 ORI A EEY K

AR > PlF - HREREEY) - RaBEFHEHATY - WA
P)(Mammal) ; BLfEHEAIRR/NE ~ KRE > R~ R=EE - K 3 &F
W=~ B BRESY > 800 - BIEE - IR HiFHEASE - &
—EER A > HRALUEA - fE—SEHHEHIT > R LUE R E R/
BRGL > PIAIE A SRER R ENRE R - L EME AT - R RBRA -
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[0144]) WA FAT{ER - FHEE " &P (treat, treating, treatment,
therapeutic) ; J " )% (therapy) | 00 ZAE 5 56 206 B B B3R 2 9 B0R
L e W] RE R IR B0 S 2 A AT R BT AR Y B 3R BURE AR 7] 12 B A 4R JREE 1R
By ia IR R B IE o 5980 0 JB IR A]BLEE BT 3 B AR Ak BN Y 2 G RV,
b2 TE) -

[0145] H&E ' A X E (effective amount) ;, (RAINTERT[#ERAE
VI EEY R NE 2 EME L E VI E SR E - fld - (E&Y) - B~ SR
V)2 HRE AARTEDT ~ B ~ BREE R BUR L EAR ~ B R ATIE R
RIZFENHTRNE o IIET DAL ~ 248~ 819 - AT H4E - |
ELFE R AT BRI BUR I L IR BUEIR - BN A PR EE 2388 > A
W ZHIE S BT B Rl s BF R REE LR TEE DA - fER
il & Fr a0y A S ATHE s AL & WY A U E A HURA R & TR 18 ~ BTG RReY
g (BfEANE) HE - KERENSREEY L BREE - sEREE
ZFIFTENRCR - BERUANENRE ~ 608 - fFHEEY - KBRS E
o B AR e RSy AN A& -

[0146] P41 > AMEZALEVEN HERLITERZE © (0)H
FEIE 5L & — BU AR AR IR /D ~ TGS ~ BOHBR 0 (D) IR R/NEVN o (o) BE
RHR - R/BDERE  KRIIEFRRE (ERER) -

[0147] AREEFFTAEEY) ~ B~ R/EGHKRYIE R N EREE
P E (b &Y (L - BRBEER TR ~ BTG HRAY R BRI 2
B RN ~ R BE B F B ROR i B AL 0 T S &% 1 U B Al B
PRESENZRIATE = FEfR TEEEE Enl ez ZBHyIE N T - B & o] DU Bt g 5
B - B Rir s B EE R AR AR EN T - qJREFELU
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HEBEE R EERA TR EaE s BT A R EaY) - LA
KRt B R R AR R B M RIR BUR L o

[0148]) 40ATEEF T <risk B A7 i 5 R 3 R B B A - A T
LA ARRWEE KR E R TIEFUR G ElE ~ BB E ~ 7 R E I R BT 5T
AEYIVIME - FiIRA 2 RFE eV AR ZEE(EaViRER®E
& - AEIEAKLE (RIZZIFTACICR TR 2B E KL ) 8y FIE 1T T B
il <F 38k o B A R (8 AR AR R > Bl > NBRER IR SUER ~ #2
AR ~ RARIMITFE © Bl - (EEPI(A) R/E(B) ~ B AT R Aif 41 & 1Y B 4%
EeTeEsz 2 BREY A R B E AT e R AN E M KA B IR A T 2 Re TS
PEARAE - BB R h Bl E B 2 85 (SEWINESH R /B0 & Pa i /& )
FEo 2 #E 7T

[0149] R & K by fis] ] b o] &K (A s s 6T - DL Ok J DA 57 38 B
fE 2B MEER (< M A% /K B /INVA RUR EE (MEC) - £{E &Y ZMECHH
FitE - Ba HREEN R/EEEINERHEET - 22 MECHT 7 2 Bl & 7% 107 (# 32
Rrl R ISR R E » 2810 > 5 A HPLC A& %€ B0 A V) 2 2K #I i M 4% 2
JEE o P & W5 ] IR /N | (58 FIMECHE 2K HI TE - SH B e {56 A9 4l 7 M A /K 8
= MECZE 10 £ 90% HY I ] ~ B/ FR 302 90% Z fif #Y B ] H & (F HY
SIS0 E90% L IR Y T A& T - AL @ E e T EEFE TR U Z B
T Y 2 fEE A RUR R AT A B AR T R

[0150] [EETE > 06T Eh i 40 (o] K (o] B [N 23 M BEs B 2O
EIM& IR ~ PErEGRERL T - A ZIaRENN G HIE SRR ET 7T
e (BRbREt:) - ARIEFERE 28GE /K1 - B AR ERER & TE &
< EAE R BT E BRI BUR b B BV R % TR KM 8 o BRIFEUR I L B
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B R W (40 1 o b AR B AR 2B TR AR A VA ZKEHA © 95h o BE K AT RERY
GEEFAR N IRIB (A B 2 Ll - BEARIEMR - BLLES w5t HE
HLCIHYETE AT AR EEE L -

[0151] ®IEEAER AR EA R ZEEY ~ B~ Rk 2
s ke o Bl > e LGPt R (LA i AL eV RE 2 EY)
B m A E S AR (PO ALY HEENEAE SR ) Z88IE MK
BEIL - PRERT T 2 &S R I AL E Y (Bl L ENY) ) RE BRI S
EABR ZEM - B aERER T AAESYELY (BN - K
B R R PRELEVZEN - FELGY BT EHEE
Nwe ik (PIAREsN Tk ~ SRR s N BRER PR e\ B ) ZCETT - BB ER
RAARH 78 R - AE LI SIT = 1] i B Al B EE TR 5 25 DUBE 7 & A
B HE -~ T RER/ETE -

el

~|

=

W

[0152] ZESNEHEGIAE T HIE B i — P ardiigon - HlFE DUE
7 2 I PR ) HH 3 B [  # -
CTGHE

[0153] 4HAEIYE AL (5 {5 F Cell Titer-Glo® %% e 41 A 7 & 17 4 i€ 2K Ml
B - ZRESREE -5 (CellTiter-Glo®E | ) B H A2 AE (15 1/
I BEEA TR E ZMAE - #DMS-53 (ATCC, CRL-2062)4HAEMRIZEATCC
ISR - I LUEFL20,000{F4H A S -

[0154] PRkt 2 &Ly G HDMSORHEE IR0 mM) - (b
EYMAM BB SR TR o AR 2T IR - &1k
BV 10xEEFREE - KEEYREIE10.0 pnL)RINEMHAE - 8 AE37
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C ~ 5% CO NEFET2LNE > HEEEZR NP RE3078# - KFREE
HyCellTiter-Glo®FHE| (100 pL)RINEJ L o Rl B A r iz s FOR
25788 DIah B AR - ARAEZR MEE1078# R E(LZEE -
Ot {7 (5 F SpectraMAX » M5ef 58 HUE IR % Cell Titer-GloR F2 5K AL #% -
EH TAGTEMS T oL - MH% = (RLU * 100 / (4HAE& &
RLU) ) - B3 RR2HBFRMEEVIRINE(EEY1a (FEREHE KIE
AT ERES " EEWIA, ) GEBHEHEN -

[#=2]
DMS-53
(M) (%)
1EE&Y3 370 52
{E&EYIA 650 33
1EE&Y3 L&A 370 + 650 74

R R iR A

[0155] #37C T4ES5% CORZER P Z R AT HRMVA-114HERS S
BN A 10%/a4 105 ~ IMDMIEE E S - RRERBEEMHTAERE
YA R A T ST B AR R B R A - (E A OS % E g Al A (1 x 10752100
p LA % 2 IMDM ot iy BL A AR 0% R > A/ NER A (ITEE B2 T 2 FEMV4-11401
Mo DIOtHERE R o & PO R/ NEFIREY230 mm BB aRE R o (H5l
R RN B AE200 2260 mm® © R EIYIEE S ECEI G 10 EFY) 28K
> HETORGE2IROT - HERDSEMHEEAIAHE 60 mg/kgHy
fca®la: 25 mg/kghI{b=?)3 : R{LEYIla (60 mg/kg)Bl{bEH)3 (25

mg/kg) ZHGIEEE o BER AR AREN X - Dt HE Rk H A E B RE
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iR EWEWXEREEIRER S - & A R AH (tumor
growth inhibition, TGI){&{E A T3 HERKFE : TGI= (1-(Td - TO) /
(Cd - C0)) x 100% - Td e CA{A&a R BV 5 B IR sH B Y 1 15 g e e
& - 1 TO K COR A B V) e B i sH V) (L & BR B an B B P39 i
& o B4 60 mg/kgHI{b & ¥ laz BRI G & E 2O f bl R AE & 1)
(20%) > M {EA(EEYI3 ZHBREFRBEBRLIS0%) 2B - fLE4TF > K
fhgr k. (A ) ARIEEPI3 (25 me/kg)B{EGYI1a (60 mg/ke) ZHE
EE - HERIERSE =REMRE (IEHE) REEY1a (60 mg/kg)HY
Bz - (a3 (25 mg/kg)F{EEY)1a (60 mg/kg) ZH S22 K EIR
BIEHITGL > s & A S AT By Bel- 241 B 1 WEE LI 2 4H & =] F
B IEEAS T AT HI A PR 97 B

[0156) IE4N - B 28 A 7 £ F8 i af B A 7R B 2 O 208 (ol 4l it i 7k
LLUZEB M K PR AR 2 E Y - BB il <H sk o B il o R e ke B A P 2T 5
BN RIMA AR M - NIL > EEREEEA S THRZ
2B BAER A - H R B AR HIA S B < 6l - 2 N E F A TS 5
< BLE S ROF I ARBI T A B R BRI E -
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Cl
Q0 Or.
‘ G\' 0=$=0
NH
y |\ (o] (0]
4+ FL #F (venetoclax) (ABT-199) N 44 T LR

(navitoclax) (ABT-263) “

B TS Y RS HE A A7 2 B
PR PRI B (a8 B MR MR R AR P R < Bl > HoP ez

MREM IR (RBEE i T YIRS HR Z BE - SMEE Rt A MR (AML) ~ Sk
ERHIAEE MH(ALL) ~ 18 MEHRERRM: A MR (CLL) ~ 1818 it B min
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(CML) ~ 2815 Bl ke BEIIAE M AR AR R fef 22 A HEAE B (blastic plasmacytoid

dendritic cell neoplasm) ; H
Bz ba( A EE Fulii B R LEYI(B) S 2 F a2
BRI B —Y BBl SR BE e L ARV B B &R it

[55°KTH2]

WMEFRIATZ ik - i ZAE &) (A) S B8 88 [ o] 972 7 B (R A1 8%

L&Y (B EEEE o] 57 2 B Fife it
[55°K7H3]

WMEFRIETZ ik - b &) (A) S B8 88 [ o] 92 7 B (R Bl 3%

L&Y (BB EEEE o] 57 2 B — it it
[55°K7H4]

WMEFRIATZ ik - i ZAE &) (A) S B8 88 [ o] 972 7 B (R A1 8%

L&Y (B EEEE o] 57 2 B 2 122t
[55°KTHS5 ]

WEEKIH £4F —HZ AR - H 3% Bel-2 fll H Bl {5 4 76 1 B

(venetoclax) B¢ LB BE [ H[f2<z Z BA o
[5%5°K7H6]

WEFKIFAN E4E—TH 2 2R - H A sz R BRI AR RS
MRFEMERHEE G h T AR BR4E © S M F 88T 8 MR (AML) ~ &
MR S BE4H AR B 19 (ALL) ~ P8 MRS R4 B s (CLL) ~ {85 RE 1 5
9% (CML) ~ % % 15 58 88 Je £F 4 A 14 4% 4 Bt 5% 167 2€ 4 Bt P 988 (blastic

plasmacytoid dendritic cell neoplasm) ©

[E5°KTH7]
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WEFEOKIH6 2 Ak - Horh ez MR S MEBRIR R B8 Bt N YA dH ik 2 BF
2H 0 SMEERETE E R (AML) ~ SO E S Al RE 8 MiE (ALL) ~ 12 1R E
BRMEE MM (CLL) ~ R Aig M5 881 3 ME (CML) -
[55°Kk7E8]
WEFERKHTZH®E > HfhZimgEERGSE S EMN o IR
(AML) ©
FERSEE)
NEFKIAS Z A iR - Ho o &% Bl -2 {II i B (% 4E FL AL i (venetoclax) 2 H:
BEE L u Rz 2 H -
[55°K¥H10]
WEFEOKIH6 2 Ak - Horh ez MR S MEBRIR R B8 Bt N YA dH ik 2 BF
% %V F BE R K BE 4 RE M R A AR B S 2€ 4 AR BE B (blastic

plasmacytoid dendritic cell neoplasm) ©
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WEE KA 2 4E—TH 2 H#k » HoJ 5% 5 B LR Bl -
[55°KIH12]
WEFKIANL Z Fik - Hoop S B (5 N B 7 -
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NEFKIF12 Z Ak - Hoop g% Bel-2 411 il B f4 4 76 7L T (venetoclax) B4,

S Aol B
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2400 +

2000 +

g

[ S S (mm®)
3

—o— BLEIA

—s—{&%1a 60mg/kg po qd x21

—e— 1 &%73 25me/kg po qd x21
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