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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 SERD inhibitor and a WEEI

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 SERD inhibitor and a WEEI

inhibitor, along with pharmaceutically acceptable salts of any of the

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

[0001)] AHBERNLE  EYLEREEEE - FEABM
T AXFEREGHEE - KBRS R 4 S RE ARG RER K/
BRI L T

[ 2 Al 7% i ]

[0002] FEEEZE—EAZREFTHMEER IFERZFE > EETHEAE
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] A Hpris —SHERAIBEMEaY 2 da » HaEs
MEAMEEYI(A) ~ RHEZE Lo B RAENEN —NZELLEY

- BCHESEE L OT R 2

[0004] AHprias KAt EROIBEMEa 2 da - HaiEs
MEMEEY(C) » REBZE LT B RENEN —HLE(LEY

- BB EE oA B o

B 1 HEGEHREAD)
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[0005] ASCoppril 2 —SEHEHIR N EEY ZHa AR ERER
BRI Z i > Pz et EA S ENEGY(A) ~ B EE E A7
LB RANEN—REHELEYI(B) ~ BCHEEE E a7 28 - AT
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] -

[0006] ASCoppril ” —SEHEHIRNEEY) ZHa AR IERER
BRI Z R > HPZE e EEARENLEYI(C) » g E a7
LB RANEN—REHELEYI(B) ~ BCHEEE E a7 28 - AT
Fir it~ HoAth & B IR i B &) L 4H & AR B R B JB 60 7 B0 L HY B 7
ZH® > HFZEcEEARENLEYI(C) » B L7 28 -
KAMEN—RZ(EGYI(B) » s E8E Falpiz 28] -

[0007) fE—SEEHEHIT - R BUR T A R A S BTl 2 F8 E

QEEMGEEEED
[0008]

(E1L) EEEEMB)ZEH -

(B2 ) BRAEZR-75-1-REBE R H R E N PSP (A ISP
ZHEEHFRIVER -

(M3 ) ByrfEMCE-7TRERE B EN T ey (A EEY1 Z4H
Bt FERYER
(&5 =]
fba¥i(A) ~ RHEHEEE o2 2 B ER

[0009] FRIESSHNER - & RIASCH T ER ZFrA Biln kR 8
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BARBmBRER T B BEFENSRERMLEEENEAS%E - [RIESH
SnBH  AFRSIRAZ A SR - HEE - ARFFEE - REMEBERYZ 2
LG IRZ THGEAR S - BIEA R FAFEEAEBEEE » BRIk
SHHE > BRI ZEER T -

[0010] A E K & T oW OEE i &8 HYL AR (optionally
EL ] ] DU o S LAY 05 48 — B0 (B 45 R Y B
AR « [ - EEEKRHM L " REHAEEEEL (unsubstituted
or substituted) ; B » FEEHAC - B (Z(H ) BB EEE - Z#fE xR
AELARE - B2 A TREUE » AGER R T o) 2 B Ay
(optionally substituted) ; 3¢ " &EHU XA (substituted) | FEE A 4&E — 3 %
{E A0 BT3B T AR A B AR - e Es - AL - A - BRIE - IBIG
B BRRA - OTE  FEUTA  FEERE - TAURE)  BIrA(RE) -
E(r &)  HBEAGTE) - & - iEE - IR - 55 - NE - WA -

ll

substituted) ; BF > Fl%

28 HUACHI R A

[0011] WASCFAEER > "C.2Co, 2 Ta, K "b, HEE
HGHEAEP 2 RETFHE - e ey E B B (inclusive) (Y2 H
"a, B Tby HERET - BHit 0 TCIECHEE ) GIERAEH 1 E4FHR
~ 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, o AMREMFERFHIM . K EHE -

53 HEWREAD)

C234674PA docx

109145140 FH YR A0202 1103117427-0



202135809

[0012]) O RAFEWI(E "R, BB " —k(taken together) ; - HIf
2 EREE R HEMRI R RIREE - BRIGE - 77 & - FE5 A -
BCREIR o PIEARPRTY > W05 KFNR® ROEEE 2R KERER A T —i ;- Al
TR H B R AL E R4S DU AR

[0013] A ATfER - MsE ' KAk (alkyl) y RIE5C 260 .25
HRIEH o e R B0 Al Ry S B E - SO B Z BRI RS EA RN EN
B T E - =g T E - REOE - HiREEZEAIEEEARH
B ZE s EWNE - BT E > BEAE - IECE ~ IEFREE - RELE - A
HEATE30ERE T (B8 HBERASCRE - 30 ' 1230, Z2HEHR
E ez R BN 2 S EREE  fla - T IE3ERIE 7 EaibiA
AT AR R 5 280 T~ 3R T F - 2% HAEE30{FELR R 1 Fred
Ao (BERTEFRNMERTEEBEREB N THRZHE " HE, ) o fk
BN B A1 2 1200 E T 2 P E RIS - ARl (R E A 12 6l
T ZARREEs o S o] (R S HUCHY BCR SEHLHY -

[0014] ASCHREEMZAE " HE (alkenyl) ) BRiEEH (ZH)
e B 2 2 220 bR R Y B [ E s A E > BEEATRRI-WiE
B 2-TNREE  2-FE- -G A - 1T IR - 2-T s - RS - 5
AT A A B S LAY

[0015] ASCHRT{ERZHEE " RE&@kynyD) ) BiEEH (ZHE)
i =i 22 20{H bR R B B [ E s A E > BIEEATRR1-NR
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B 1-THRE -~ 2-THE - REDE - BRE T GREHU AT R -

[0016) WASCHFREER » "EREEE (cycloalkyl) y {54558 2 B AT
(e =6 ) BIRNSRICIBAL - Eh _BE S{FBRBAEF 3]
DI E ~ BIGSIBRE HEEE —f - WAHRER - B:E "Ha
(fused) | RFEIL A (AR F R —E#E4ERy (MR - WA FHEA > H:E
R AEIR ST A (bridged cycloalkyl) |y his H i BRE A& A E B IRMH AR R
N — B E R FAVEBBI L&Y « WASCHFERA > AsE T (spiro) ; &
AN EERIL A — AR T W ERIELIEERES - BIEE @ (X%
@) BPEAILIERT > @ (HXZHE) BEFEH3IZ20HEFET
f—E (@) BPEAILZIOERT > £—@ (HZHE) BPEH3
Z8(EE T WAL (HFME) BREA3ILZEFRT - BIEETHARL
HCHYECEE HUAHY « BRATE IR A EB A RN EBNA - BT A& - BIK
B BOE - BEE - REBYE WeBREEZEGTREE - T2
SIH-WIHGERE - RTHEREEA  REREA L EOGERILLIE
EME s - R [# B2 &R (norbornanyl) ;17 $RER i B 2 B Bl AR IR (3,31 &
W Ko BB [4.5]1 535

[0017) WOASCHFREER > T ERIEE (cycloalkenyl) | HiEE RV —
HEFEA—NS (A E s ERNSBRBARY A2 EFLEEN—
(@ > AIEESE R RECFT AR P E 2 BIn-E T 241 (SRIZEERKW
AXFHERR "HE, ) c BIBEYE (M) BEEA3LZI0EF
F o AL (ZE) BREAIEYEFRT - EBE _HNELEERE - B H
HE ~ BREIRE T FURRAE — i o BRI A ] HAR K HUHY A BLRHY -

[0018) WASCHFREER - TEREA(cycloalkynyl) | HiEHEE D —
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[HEFEA K (H = L ERESRIEIR AL - WRAZN—(E =
A=A T AR T IAP S 2 EEEn- BT 240 - BMBREAAL (Z(H) B
TEFOEIMEET - A (ZH) BT EHOESMHET - EM _2ES
(FERAE R > IR G ~ R A - IMBRE ARk LK
AR ECAEHLCHT -

[0019] SIASCHRATEER > T o5& (aryl) ) (RIEIRIR (2R ) B

LBFBARG (RENERBLR LR Y WEBAK) - WIEHEBT
BA TS BRI - BT 25 - S ATNREFHE THREE - fla - 5
HE AT (3 Co-CraF5 e~ Co-CroT5 3 ~ TCo T 4K - 35 B8 B 0655 (B F PRI
S R o 35 E T AR (A R AR LAY -

[0020] SASCHhFT(ER > " #E57 B (heteroaryl) | (A5 HIRZ 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 (ZH) BPaHIZAEET £ (ZE) BPEEHSE104H
R~ (ZE) BREEASZERE T « b4 HEE " 5#HFE
(heteroaryl) ; BIfETH SR A4 - HPFWER (FOE2V—FETEREE
D —(EFETT B IR B/ DRIERETT IR ) A2 —FE{LEE - HM5T AR
Z BB AR R AR - BROh - BEGY ~ FEIFUEELY ~ DRUF - 0peg - 150k
ARSI~ 1,2,3-05 W~ 1,2, 405" WA~ mgEIAL ~ 1,2 3-8 Mk v 1,2 4.1
Mg~ RN~ BRI~ SEFEORIE 05|k - nging - oRpmsS - ZEGFOR I - SIS
Mg~ FEGF RIS - BEEME - = SEGE 0 - mE T . POk s DEEE - 0E

E ORI DL DEES © GENE D SEUENH DGO - AU - U

6 HEEWHREHAS)
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Fe ZI0F o 5 B o] R IRV R K TUAAT -

[0021) SOARSCHATEEA - " #ERE (heterocyclyl) | B " FEASER A
(heteroalicyclyl) ; fRfE=-P -~ ~/N £ /AT THEHIZEZI8EH
B8R R=RIBAG  HPWRE B 25 FE - —EREN IR R
& o FEEIR O] DA R A — B (I DU M T S UE ir 2 N AN EE - 2RI 0 58

EEEEIE FREAGEELAFET o (B0 ) FEFE T (RERUK SN
TLE  BEEARRE - AR - FEEE D EH — B (# s B
EERM - DM ERCUEREERG AR - sBEONEER - NS -
BN b~ BRI ER oo e - RERIRBE H B ls - B EOE 2 (E BRI L
i > IBU[LA & ~ BEEEE RS — - AR SCHREM - HEE
"1 & (fused) | (H¥E 2L 8 R+ fe— (B SR 45 HY (B3R - WA S AT
Fi o FA:E T 22 15 5 38 £ (bridged heterocyclyl) | =%  Z2 15 % fs 18 £
(bridged heteroalicyclyl) ; f4f5H i FE R B el AR IR A & E R IR AL R
7 —EE R FRYERE 2 ALEY) - WA FATEN - HEE " B (spiro) |
HFE W IR 4 —(# R+ Bz W EERIE ARG & - FRIR A AR AR B ]
DIAE (ZfE) B ESAIEIMEEREF ~ £ (ZE) BHFEA3IEZ20MHR
T 1E (W) BREAIZIEEF - £ () BhFaa3 28 FH
T~ A (Zl) BRESH3IZO6EEF o AL - FERSEE T 2 AR & 0] & MUK
s BHY o FEIRE B AR IR B E iR R S HUAAYBAS HUCHY » R T 3R IR A
(heterocyclyl) ; B¢ " 5 H5 28 £ (heteroalicyclyl) ; 2 B #I & A A R
13-F 3 ~ 1,3- 205067~ 1,4- 0507~ 1,2- R BRI - 1,3- R 5ER
Rl ~ 1,4- SR - 1,3-E B O (1, 3-oxathiane) ~ 1,4-EHi %

B2 & (1,4-oxathiin) ~ 1,3- & 0% FE R 0 (1,3-0xathiolane) ~ 1,3- —&f

57 HEGEWHHRAD)
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HEIR T M (1,3-dithiole) ~ 1,3- _#fi §EER T 1% (1,3-dithiolane) ~ 1,4- & i Z
RO b ~ TUE-1,4-0F « 2H-1,2-I50F ~ B oREESE i ~ 3RIAMR S fF ~ 2L
W~ mEE R - Z&8IRKY - 2NEEIR - ZSREIE - =156 - NE-
1,3,5- =M « BRI « DRIGEE  FIZMWALE « FRIZMAnE « IS0 ~ ISmng 15
MAEE R - MMM - mEDREE - WEUR - ERA LbE - IREN-F ALY - IREE ~ IR
TE -~ MEBEOE ~ |0 - LIS UERE » ObOSUE R - 4-DRUERE - ofbrdempk - off nak
DE ~ 2-F MEORWE ~ VU LR ~ 4H-Othoeg ~ DU BER ~ B WG UK ~ B 1 Uk o
R~ BRI IREE - K HER R EEOY (P o SR BRIEERE ~ DU
Ke/83,4-np A TR ATRA ) - BRAEIRE B P EE2- AR IR3. 315 -
2-FHFEMR[3.31FELE ~ 2- R FE-6- B FRIR[3.3]FE b ~ 2,6- “HE FEIR([3.3]1FE
Kt~ 2-FFRIRI3.4130 5 ~ R 2- U FRIRI3. 415 0%

[0022] AL FTEER - T 97 b & (aralkyl) § K T 957 B (B4
(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 -

[0023]) sASCHRTEERA - ' HE 577 A (heteroaralkyl) ; Kz T 555 5
(B &) (heteroaryl(alkyl)) | {55 & B &R fif e A 18 R 18 By AU R 2 75T
B o FETT I A AR AR e AR R DT A ] (R AE EU Y BOR EE HACHY - E IR
FRAB A PR 2-DEIy BR e B~ 3-MEIy BRe AL ~ DRI AL e A ~ WEMy AR pe A ~ it
U EERT AL ~ MEE B A - RISUREL ST EL © RDRMEEEFE AL - R HRH G
L% -

[0024] " REREERAE(Fi4%) (heteroalicyclyl(alkyl)) ; K " FEERAER (e
Es) (heterocyclyl(alkyl)) ; {5F5 &8 (R &R fif e B L 2 2 FiEER AL BUAR AR IR 5

U>

5 8 HEEWREHH)
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CIE BRI ) = CRERSTRAL) f 1 7 (4 (i foe 6 T 2 8 T (4 S AR %
SRAEHUREY - BB (R PRI 70 4 -2 H- IR I -4- B (L)~ IRUE-4- (2
)« ORGE-4- () - U0 -2H-BEI -4 35 () o 1,3- D I -4- 3
££)(1,3-thiazinan-4-yl(methyl))

[0025) WASCHATER LK ower alkylene group) |
T B 8 DL 4K thy R U 8 IR T 4y T B B 4 -CHL- % 4 S )
(tethering group) « Bf il 1 i 3 7[R §2 25 H B (-CHy-) ~ fif 2 % (-
CH,CH.-) » {#14(-CHCH,CHo-) + R f# T %(-CH.CH,CH,CH,-) « {&4%
il T B £ B SR SR A e A — 5 (4 T/ B o PR B B A —

ik b WIEE (Flm e -G ) ZREU
[0026] SIASCHFT(ER - HsE ' ¥ (hydroxy) | {Af5-OHZH -
[0027] SOASCHRREEA - " Fisd A (alkoxy) 5 f4$53-OR » HHR
AP ER i A ~ A - BE -~ BGEE - BIGE - 774 BTE
FEERES ~ BRIEE(BEE) ~ FTEKEE) ~ FiT BWEE) ~ BFERE A - B

A ZIERBMEIIRFBHEE - 88 - EHNEE - I-HELSEERN
SE)IETEE - ETEE - ZRTEE  ZKTEE - F E - KT
B s B o Jor s B Al (R AR U HY BOR SEHLACHY -

[0028] SIASCHRATEER - | EEAR(acyl) ) RIE&EHBREERE(E B EL
REZE ~ Bk~ s ~ BRE - 575 - FioT 5~ FRERE - 7R RR) - F
77 AR () ~ RAEIRER (A - EPIEEHEEE - JBRE - WERE - N
B RNIGERE: o BRAR TR HUCRY SR &EHLCHY -

[0029] & H(cyano) ; {5 ' -CN, EH -

bt

59 HEWHRHAS)
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%= (halogen) | Eff it ZREMRBTW 2T —HERHARBER T > SH0#
20 8]~ Rt -

[0031] T #i#cE(thiocarbonyl) ; {%#5 " -C(=S)R ; EE » Hf1RH]
FARH N O- SR A AT E B o b E AT H A HUCHY R & HU LAY -

[0032] " O-F% HH B & (O-carbamyl) ; f4#§ ' -OC(=O)N(RaRs) |
EEH > HPRAKEReIIHIIHAGE ~ i - FE - BRE - BEE - BE
SR RROTAE  FEERE  BITEORE) - FEUIZE) - M AU
C B ERE (A o O-FF H AR AL v] A ASEUA AV SR & HLAHY -

[0033] " N-FH BEE (N-carbamyl) ; f%%5 ' ROC(=0)N(R4)- ; £
» HFRERAVH LA E ~ biks - WA - JRE - IBIiE - BIGE - 55
B FEITE  FRERE - BIEAURE) - FEUEE) - BT E(EE) - 2R
BRAL (BT AS) o N-Biz FF B B ] A S B AY SR &S HUAAY -

[0034)] T O- i f# ¥ EE & (O-thiocarbamyl) | 4% " -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 -

[0035] " N- & B H g & (N-thiocarbamyl) ;| {4 75

"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 -

[0036] T C-EEizEL(C-amido) ; f5%5 " -C(=O)N(RaRp) ; EH » H
FRAKRe AL G ~ Bk ~ JHE - A - BIEE - IBIGE - 54 -

Gl

=,

5 10 HEEHIEREIE)
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ﬁ

T FREIRE - BIEAREE) - FTEUEE) - BT AUREE) ~ BUREREA
(G ks) o C-fhe & ] HAE AU CHYELAR L HUCHY -

[0037] " N-EEHE(N-amido) ; f4%5 ' RC(=O)N(Ra)- ; EH » H
FRERAFBIIMAZE ~ bk ~ WEE - RE - BIREAE - BIGE - FE& - &
TrEs o FEERA - BIEAUEE) - STEMER) ~ FESAEE)  BUREREA R
B) o N-fig b B AR S HUHY ECR T HY -

[0038) T S-F&ffi i £ (S-sulfonamido) | {445 ™ -SO.N(RaRs) | %
» HPRA KR E[JF TR G ~ ek ~ WA - BRE - IBEA - BIGE
T FEOTA  FEIRAE C B EERE) ~ FTECEE) ~ FEFTEAECEE) - 2
FEER B (B Bs) o S-imfig For B w] A &S HUAUHY EUAR S HUACHY -

[0039) T N-E%{f B £ (N-sulfonamido) | f4#5 " RSO,N(Ra)- | %
» HHRRERATVF I HAAR ~ ik ~ WGE - A - |k - BIGE - 75
B FEITAE  FRERA - BEREAUEER)  WWEUEE) ~ BT AR - Bk
BRE (i EL) o N-fus g i B vl 88 AU HY BOR &8 AURHY -

[0040] T O-F&E(O-carboxy) ; BEE {45 ' RC(=0)0- ; EE - &
HRE[RR - Giks -~ B RE  BBEE  IBRIGE - A - YA - FEIR
B BREACER) ~ TAUWEER)  FTEERE) » EEREENREE) - WAL
FEZR - O-FRE ] H AR CHYEAR LK HULHY -

[0041] FI&E " B5 (ester) ; K T C- 3 & (C-carboxy) (R f§ ' -
C(=0O)OR ; AH » HRAJHEHNO-FREAMER A HEE - f5 & C-FEE {4
EHUCHYE AR SEHUACHY -

[0042] T A E(nitro) | {&f5 " -NO,» , EH -
[0043] " KuEEEE (sulfenyl) | BE %45 " -SR |, BEE - HFREH

11 HEETEREE)
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o BEAs - MEA  BRE o BRIEE - BIGA I E - FEOTA - FEIRA - BIE
BEEE) ~ TEUEE) - BT E(EE) - BREE(RE) - RhnbEs A&
HURBYECR &L HUHY -

[0044] " ook A (sulfinyl) ; EE{%G$E " -S(=0)-R , £EE » HF
RA] {5 B BH > X his B B P E ZR B M E) o o his i A AT (R &L U AV BOCR &L HUA
HY °

[0045) T &f&E A (sulfonyl) ; {55 " SO.R ; A [E » HARA]ERH

RisfgE AT EZB A o wEpE A o] H &R TAYECR &R LHY -

[0046]) OASCHFRFEA - " BabiE (haloalky) | {5f5 H 1 — B
SR FERZEBRAVGEE (FIa0 - BEpdbefk ~ RlEE - K=k ) -
HHAABECSFEAARNERE - & HE - “®5HE - =8 HEA - 1-5-2-
BHE - K2-BRETE o A GETCHYECRE AT -

[0047) OASCHAEA @ " 5k & A (haloalkoxy) § fHfs HF—E
ZEEFEFHREREZERNVERA (M0 BERERA - “BEEE - K
=R EE) o WEEEAFEEARNEHRARELE SHEE - &SR
B ZaHEE  1-5-2-8HE A - R2-882 T 84 - A HER
FRAYECR &G HUHY -

[0048]) OASCHFAEN » HEE " FE(amino) | (hf5-NHEH -

[0049) T 4% EEER{CAYHEEL(mono-substituted amino) | ELE &5 T -
NHR | A - HpRu[{abe i ~ WA - PRE - BRI AE - |BIGA - 775 - 5
Jr R FEERE: C BRIEE (R ~ T EUREE)  MEITEMER) - BEERE (R
B WA T E R o & B HUAUHY B AL ] (R & BUACHY BOR &L B HY - &K

HERAREEZ EHEEAEARN-NH(HE) ~ -NHCGEE) ~ REME -

-

5 12 HEETEREE)

C234674PA docx
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[0050) T &% — Hy{tHY B £ (di-substituted amino) | EE(4fs ©
NRaRs | EE > HPRAFRe W B I AT E - HE - A - BITA - 1B
WAk DA BEUTE  BIBE - BRIEAEUIE)  WEURE) - B AT
B~ BERERA(EE) WA FESR - & AR RE T HRE I AR
BRI - &£ -WARBEEZEHNEFEEFRRL -NCHE), ~ -NCE
E(HE) ~ -N(ZE)(HE) - REUE -

[0051] R RIEEMAENEE (- [k ) » A sEET
— B (EIUAE: - f40 > T KB B (haloalkyl) | WG —EC & (HAH [F E0R
FEIHIRE - (ERS—EER - " Ci-Cili A EARE(Ci-C;s alkoxyphenyl) |
HEE—KFEEENAEZE2H7— - = =R FE S A

[0052] sARSCHhmER » ERRERAEFERKBEEF 2 YE -
BEaARE YT ILERE S S—EYE - Fith > £ BTk AR
—EZEHME AR BERRB RS FZRENT - AsE " &
(radical) ; TJBIFGE " B:E (group) ; HHAFEH -

[0053] SASCHFARER - E(L2EENETHEIERRCE - 22
S e T X Ak B BB U 55— SE RE YRR B2 -

[0054]) sOASCHFERA - "B (inking group) , GiERAER
2 7S R 2 B 2 (8 HoAth ER B 2 R i {8 (open valencies)HY £ H -
@ - AR (CHa)o- ZARER AT A (HHnmfE1 £ 108 E ) G s
B ELAE AR ST R Rl i e B 5 PR LR Ui B B - AR B o T Y o SRR A
< HAth & #f1$5 -(CH2),0- ~ -(CH2),NH- ~ -(CH2)aN(Ci-Co f72 £ )- ~ K-
(CH2)oS-» HrEnff0~1-2-3-4-5-6-7-8-9- 510 - FrEHR Il
HEMPEABENREBER G NE > BN FEERE (FW0-
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(CH2),0-) » nE[{HZ » {E LB T s B A A g0 2 -O- - P78 I iy SH I
t B AR IR N g el A E o AE AR SRR T S Y A R M A P R P e
Rz EE AR (RIESHSRHE) o fl - 2R HEH-
(CH2)n O- 1 1Rs 47 B 32 5 [R5 7 - (CH2)nO- K2 —O-(CH2)u- W % ©

[0055] FH3E " & 25 [ A $ 2 B (pharmaceutically acceptable
salt) | RIEAGHHMETEZAYRENEENRAEAgELeaY s
Y EVE R EE RS BRI E a2 8 - E—EFE e+ - B teY 2B
RCER - B NI i L&Y B R L S e e 1S - AR EE 5 W S A BR
(Pl > FEMNSOREE) ~ Wilk - B8 - KBEEE (FEX02,3- RN ERE
B ) - BEQNAFEME(LEaYBEIARE N ENIERS - AHREEEEL

iy

BE R BT R Bk sk - PIA0HBE ~ 2% ~ 3R30M - LB - JEREE - B A
B ~ EGRE - URIMEE - P leBE - HEERL - O - HHERER - =84

Bz ~ EHEL - KGR ~ 2-[IS R 1% ~ Bl - BEERi M b e
Vet S ELUE BRI &S - BREE AR - @B (GEUIsNER - $PER
SRR ) B (FEWGEEEE) R - IRBEE - AR
(FEM IR EME - N-HE-D-EF apfifly - 2SR E) AR - Ci-Col
B - BMOAER - =48k - 2 200) 28 - KA ER (EAURRE K
HEREEE ) 288 - st H V(A R/EGEBY L&Y - FrBiilr s B
FE A > ERGEOENR ZEE (H140 > NH2) BVE F(Lin AL
r > N R EETEEERG S (H14 - NH A2 EENHY) IF HiZ IEE
o7 A (7 R AT (GEACT) 2T -

[0056] JeRffg » (AR 2 B - MEE T ZERALEE

Vi ERAMERE @A RS - RIS LRI A R-GHAR -~ BLS-

%

5 14 HEETIEREE)
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HRE ~ BCHUR &) o NI > AR RE ALY A RES EE iy
RGEEENEENINHIRRGY) - RREERE AN - RRGREREESE
By ~ BRILRE EBRVESY) - I JEEHEE - L BA —BS (A E A 2
M EZEY) (TERBENRZ) Z(EMALPAAEEY T - ST
HARERZECEDR & - [FfH > EEHEE - T Ayt ISR
A a8 2R P EEEA -

[0057) Jedeg AT/ R ALEYERREmERR > AlE
e g RHE FET R Em > fla-1 (7)) k&E-2 (i) -

[0058]) JeRffg » ASCATI 2 bl &EE A ZARR - LB AR .2
5] i 2R BT S 2 i s (R 18 B AR By L 88 B RS - PIae N =
W RECHIEFKEE - L LeVEBETREZSCEILRZTEEZILR
ZAEAEMER - fla0 > b eSS - SR T TR R B R R AE
PAEEYT - b eVZ e FERR TEATER @R TIAEL
ERELZR > GBFEEARRE-1 (7)) K&E-2 () - Wb > fEA 2
ALY ERTABAERMI R A - FRIE L T OFRESITRA -

[0059]) JeRffg » A it 2 FARMEREER PN (WA
Zivhe - HEFEHEEDLRERI b 2 A FE SRS ) - JEFAE
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] > AT BE%E F Al B 78 ER] (Flark ~ £
B3~ SR EEREEEREEK - 888 G KRIERKEY) - E7F
BRI BREE &) © BESL > AL iR i 2 AL Gl LURE R & 1 20

5 15 HEETIERBIE)

C234674PA docx
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PLEBBIETE AL - —fmE @ $tHAXPRRE (L&Y R ITENE
Ay - BAERE R ERERRIEER S -

[0060] E#EALEIE «#EN - EHEHE L FR AT R L
FR R TR < FE Y& 1 A BUE B B R B B 2 -

[0061] AHFEF K HBEREHIZEI < HeE EMEEFRER 2
MIRE FHRE - BRI A AR - & RIERRE BB U X mIER &P =X -
E BRI B > F5E " B (including) | EFE SR " BEERRR
(including, without limitation/including but not limited to) ; BE{IE
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
PRALET s IH B Z G M BT IR HEE S s R A 212 AR e i
(preferably) | ~ @i Ef (preferred) , - T A4k (desired/desirable) | &
BOBEFERCFHIER - 1 IER AR LI R F S R O N B RE I S (R
g~ NEE - EEEERY - RN AR R E R I 0T A — BAS 1 R A A 2R
FIF 2 & REESMR 8 - Bhoh - FHEE T B & (comprising) | JEFLREE " &2
/b B A (having at least) | 5 " £/D &5 (including at least) | [5] 35 i fi#
B EANEEZ BTN FFE T B & (comprising) ; EiFEIEAE
2/DF8 B8 B EETIINER - ERMNMLEY - Y - BEEE 2
BT HRE T RE ) BRLEY - Y - REE RV EERTIE
FHEEEE 77 - B8 AT B FERR SMRF I E AR o7

]]I

5 16 HEEHIEREIE)
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[0062] RAMAEAX FEREE FEMEER/EEEME B
fir <A BAEE S E T REE BT CR/EIER ZEN - (EEEBER
B B R B B B A AR B o B TR B B/ R R SAE & nAEA S T BH b
ALOREMRT - AERF T — (aztan) | WA PEFRER o £ LA MHEHY
by I Y R RS e A F E - LA FROREBEERE 2 HE AT mith
{ER - HEEE A E T AT AR5t e s R su B IR -
fE=?I(A)

[0063] ASCATiE R —SHIEMRAN LY ZHaHRaHR IR
AR AR > P zEaaJBEARENEEY(A) ~ SR EE F ]
2 28 RANERN —NFE(EGY(B) ~ BCHEEEE F AT 28 H
o ZlbaYI (A BERERE

COOH

[0064] {b&PI(A)HIRER - flal > FE—SLEFHH T - (E&PI(A)A]
OB R - P ilriis T HAEE A SEHE - oA IS
M HE - THRKREE R A E o T L EY(A) o 5 MH A
T AL EYI(A) AT A EEER - P ileHs T B A EE S EHAE > e
VI(A) ZHi L B #T H B — 7y TV BR B 0 T B W 0 TH(E&P1(A) - ik
Sh > BT RO Ik B AR AR > 2B S (A) Zhi BE 2 B R A
BRI 2R E T EE 1L -
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[0065] {E—LLEHEHIF » (EEPIA) I HRILEYI(A)Z B EE | 0] #%
2B HuEFE LaYAZ RBEEBREEY(AZREEE - /F5
— B bEWA) B8 F a2 B G ER EEEEYA) 2R
i G A& YA 2 BB AT AH A E & P1(A) 2 B8 8E 0l 92 BB TP
o (LEVA) Z PR EE Y A EERP AR EAC - ff—EFHEHF L
EYI(A) ~ BCHE B Er 2 BRI A - i — S FEEA T - (LEY
(A) ~ ERHEEEE F i B RIPAC - fE—EBFHHEHF - (EEWIA)
BCHEEE Fol 2 LA AP XA REEC « BIMEEM(A) TP XA K
o CHY BN B R FR AL HR 2020 F 11 H2 HIR Y H 55 < B PR BB £ 5
PCT/US2020/0585265% 4 » H &SR LAG [ T HFA A -

[0066] AL Arig w2 HAE i GIRANE &Y < 4HE R ERE
HEE N AR > e aEANENLEY(C) ~ BHLEEE ]
W22 RANEN—NEZE(LEY(B) - ECHEE Foj iz 28 H
F1 AL EYI(CO) B4 ¢

AN
o X2R M (C)
Hep X' Y RZ'A]ZIFIIMARCEN ; F—#prigeX' ~ Y~ RZ'#
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ZEZD—FHN D FL(ERTIREX Y RZIP 2 EFHFHBATTER B
—EpIREE ST _EHRoRERE  FHEAREX Y~ RZVZEA
SRR EEGHER? ZIAEMESmE  XPa{H0 ; AlHlEE
H SR O IR A ~ B S AU 2 97 &~ m B AL AL R 75

v R EEMAE LA R IR AL 0 RUATEE 5 ] BRI AE N 2 Coogli A~ H BB
i SEHUAC 2 B A~ P BERM AU 2 BRI A ~ A B AR HAC 2 55 A~ WAk
S Q2 Ty B~ mI RN A FEER A ~ A SR AL AU IR BEEL (C g
fre k) ~ AT EEHNAEHAC 2 BRI B (Croe ke k) ~ HTBEH K HN Q.2 77 B (Croefit
EL) ~ A EEHN AL T B (Crobi ) ~ Fe Al B aE B AU 2 FEER B (Coo it
) RRERZFIIMELS G - NE -~ ATEMENAZCrelis ~ KA
BEMN AEAC 2 Cre BOKE A + SR R RPEAR? K RFT I 332 2 big m] — L Ji2 plé ] 288
i SEHUAC 2 B A~ P BERM A AU Z BRI A ~ BOnT Bt A R R A
RYRROHZBILHEE G ~ &R ~ AEM A HU L Cruelii B ~ e AT BE I 48
AU Cre Bt A ¢ BB R R ROBIR® Ko R [T I 332 2 b v — EE T2 i ] 88 ot 4
AU BR e B ~ A RSt S MU 2 BRI B ~ Bm] RSt S MU QA ER L RO
R7~ R~ RRVAVEIIMEE G - R - KA - aEMERA A - 1]
BEHN AR HUAC 2 e i B ~ AT BEM AU B e A~ AT A YA 2 S8 B HUAR
B~ R ] EEM S A 2 48 T HUARE  RVHMRE - E - AT
e ~ B BERN AL AU BRI AR © RUHI(RE - RUZPAIARE ~ K ~ o] B
AR ZCrsfe i ~ A BER AL Croa ek ~ B Al BERM LA 2 C sl

5°d

i

5 19 HEEHEREE)

C234674PA docx

109145140 FH YR A0202 1103117427-0



202135809

g4 HArfREZz e (O

[0067)] fE—EFHEHI T > sHEIEE(C) ~ RHEHE L2 2
s BEXUYANH ; YIRZ'EHC ) AV GRRE ~ 2-8 88 ~ 5(2,6- &K
P RPRRPF G E » SRPKRP 2 —FH B AR AR P 2 5 —F AR H
» HR*~ R~ R®°~R7~R®~ R+ RRUEBGRGER ; AIRFRERE2-KEE L
C2-FHEN A~ 2-m-2- B AR A~ 3-m-2- AR AR o 3L -2- A
CE2- -3 2- AN A o A HAME RS o st EHMESPI(C) ~ BE
BEE LT W ERYMAE  RUMARSE > XMANH  YIRZ'EHC o Al
] BEh AL AU 2 2R 5 > RER R —F A G B ] B AL AU 2 C e ld 5
HR?RR 2 55— F (] B AE U 2 Cre e B » AIRVAREZ &L — B0 %
{[E788 5 B 3R R RSB P AE B < B 4H Y BUAUER AT B Z S HLAC e e B -
[0068] FE—SLgHREpId - ARl m] BEH AL AU Q2 55 5 - flan - A
A {5 ] B AL A TR A o RG> ATAR A AL R A BOR AU 2 7R
B oo AEHAE BT > AR B AL AU R e A o S A0 ] B AR AR
L EEIR A -
[0069] HE—fLEhE it » RUATEEH n] BEh AL U2 Crelie 2 ~ 1]
BEHN SE AU 2 B S A ~ H] BE AN SE AU 2 BRI 2 (Cree e ) ~ W BEHN A HLAX
ZREEREL ~ R mBEHN AL AU IR B (Cre EEY) o
[0070] FE—SFHEMIF > RUAGRERAZBEEE o £ —LF G

fbﬁifyﬂifbﬁi@ﬁiﬁiﬁ

5 20 HEEHIEREIE)
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o RMAEEUU Z BRI A > Haf& — s (HEE NI 2 HRERR © K
2 SE - R A - EEHAE U e A~ ] BEHNAR AU L R A ~ &K
R R A ~ SRR LB ~ RER &AM - £ —EE
s > RUAI (R m] BEMN AC Y 2 BR e A - HLABEE R AEHURZ IR T & ~ R&K
RSB T A - REMAZIRINE ~ FOREHUUZ IR A - {2 H A
BHEFI T RUA] (& A] BE s AU 2 BRBE B (Creli £5) > HfREE B R EEHUAR
ZERWEHE - REMA LR AERE - REMAZBIBAERHE - R
AR ZHE IR T AHE - RENRZHSERBNERE - RARERIRZ=
B HERAERE - R HAMAE RG] T > RUA] (ko] B A I A 2 R R A
HARBEE AREHZ NG IRIFE A ~ REHCZ TG BRIE A ~ ARG Z
AAEER T ik o AR XN HAN BRI T > R (F A BEH LE AU 2 FEBR B (C o fit
) o HEEE B R HU A Z SRR T e 2 B ROR G I Z s A R T bt
HHE -

[0071] FE—SFRH S > R HEH LA - £ —SF A
dio RV HREE A Z ik » HE—RSEBEE Y2 AR K& -
RO e~ IEERN AV Z BRI A - S e AR ~ U2 48
HUACRHE ~ RSV Z &8 U B0 > RUATMAREEHEUVR Z ik - HAR e
B E—EERAIT > RUA (] B AR U2 Crebi B - HAREE H Cakie
B m(Cal B ~ R=a(CateF) -

[0072] FE—EEHEMF > REERRAZHILMBES G - KE ~ W[5
HrSEEL AL Croelii 2~ e AT BEHNEEHU Q2 Croo B Be s AL LM EHE B -
R? K RPBAR? Ko R AT I 43 2 fifk o] —€E T2 i w1 288 Hf 48 B Q2 BR e B ~ m] B3 it
MR BRI A ~ S B AE I 2 R IR A - E— B E R - RPATEEH

fBﬁIthﬁIti*UT\
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HJI

C R A R s A
[0073) FE—&L&EHMHIT - RPRR AT Z\IMES G - K& - 7JE
HrSEEL AL Croelii 2~ e AT BEHNEEHU Q2 Croo B Be s AL LM EHE B -
Rz ROEAR® K R AT I 42 2 b AT —RE J2 i T 88 ot X AU 2 IR e B ~ W] 28R 3
U Z BRI B ~ Bor] Be bt S AU 2 e ER A -

[0074] fE—SFHEMI > RIATEES KR « K& - RARKEHUZIE
A o Bl - EEHA P RTTESHEKHEE
[0075] FE—LEHHIF - RUA{ARE - AHME R+ - RPATFE

JT
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CO.H . CO,H N CO.H N COzH N
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NEARREINEOpe
EHVRHE a2 28 -

[0077] AE&PI(A) RALEYI(C) CEEET A ZiEHY B 8% E 52
ZE8) AR WO 2017/172957 Rl B - H SR EAS [H 5
A HFAARSLR - WO 2017/172957 i - AEEW)(A)RUER R Z iSa
(ERo) 1 A -

{E&¥I(B) ~ R HBE % Al i 2 WYY E &
[0078] FRIESSINER - & RIASCHFTER ZFrA Biln kB 8

5 27 HEEHIEREIE)
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BARBmBRER T B BEFENSRERMLEEENEAS%E - [RIESH
SnBH  AFRSIRAZ A SR - HEE - ARFFEE - REMEBERYZ 2
LG IRZ THGEAR S - BIEA R FAFEEAEBEEE » BRIk
SHHE > BRI ZEER T -

[0079] A E K & T oW R ih &8 B A (optionally
EL ] ] DU o S LAY 05 48 — B0 (B 45 R Y B
AR « [ - EEEKRHM L " REHAEEEEL (unsubstituted
or substituted) ; B » FEEHAC - B (Z(H ) BB EEE - Z#fE xR
VAR » B2 AR REUAE » AT ERFTIEREY a8 i 48 B A AY
(optionally substituted) ; 3¢ " &EHU XA (substituted) | FEE A 4&E — 3 %
{E A0 BT3B T AR A B AR - e Es - AL - A - BRIE - IBIG
EO5ECBTE CBBE - FAGE  BEEEE)  BITEUR

CFERRARCEE) C FOE - REE - BRE - SA - NE - FRE - O-M

HH

ll

substituted) ; BF > Fl%

B S CEURAVREES  RBE(Ci-Cofi &)

[0080] WA HFAER > "C.2Co, 12 Ta, K "b, HEE
HGHEAEP 2 RETFHE - e ey E B B (inclusive) (Y2 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, o AMREMFERFHIM . K EHE -
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[0081] WRBWIE "R, EEME " —iL(taken together) ; > Al
ZEREBE N HEMF R 2R PRG3R A - IRIGE - 7 & - o5& -
SHEIR o BIAEARIRR » R BNR R EE ZROERY M S T —f , > Al
REEEAHM I ILERE DU HER

Ra

—N \
Rb

[0082] s ASCHATfER - MsE ' KAk (alkyl) y RIE5C 28R .25
HRIEH o e R B0 Al Ry S B E - SO B Z BRI RS EA RN EN
B T E - =g T E - REOE - HiREEZEAIEEEARH
B ZE s EWNE - BT E > BEAE - IECE ~ IEFREE - RELE - A
HEATE30ERE T (B8 HBERASCRE - 30 ' 1230, Z2HEHR
E ez R BN 2 S EREE  fla - T IE3ERIE 7 EaibiA
AT AR R 5 280 T~ 3R T F - 2% HAEE30{FELR R 1 Fred
Ao (BERTEFRNMERTEEBEREB N THRZHE " HE, ) o fk
BN B A1 2 12{00RE T 2 P FE AR/ IGEE - GEZIR e (R BA 12 6l
T ZARREEs o S o] (R S HUCHY BCR SEHLHY -

[0083] ASCHRTEEM ZAGE " A (alkenyl) ) HiEEH (ZH)
e B 2 2 220 bR R Y B [ E s A E > BEEATRRI-WiE
B 2-TNREE  2-FE- -G A - 1T IR - 2-T s - RS - 5
AT A A B S LAY

[0084] ASCHRT{ERZHAGE " RE@kynyD) ) HiEEH (ZH)
i =i 22 20{H bR R B B [ E s A E > BIEEATRR1-NR
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B L TRREL ~ 2-TRREL ~ RAREE o JRES AT (R ok SEHUACHY BE HLACHY -

[0085] SIASCHRTEEA - " Bl (cycloalkyl) ; {4558 £ B AIHY
(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
" RAEIR Pk (bridged cycloalkyl) ; {515 H i BRI & H B IEAH AL R T
Y — B[R T AV By (&) o AT EM - F5E ' #(spiro) 4 &
fa W (E R 2L A — (0 )R 7 Bz W EERIE LIR Bt & » Bl — ([ (2%
f) WP EHA3IEIEFRT > £— @ (M) mPFEH3IZE20(EFET
fE—ff (Z(E) BT EHA3IEI0EET > f£—@ (HZFHE) BFEH3
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
D-1H-WIGHEFE - R TG EE - BEEREEZE M RER1.1]7k
B~ B MIGER » BB PR Ak (norbornanyl) i R ER SE B 2 H A B R IR
[3.3158 k5% R MR [4. 51585

[0086] SIASCHRTEEM - " BI& & (cycloalkenyl) | (RIGHE £V —
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 -

% 30 HEHHRE)

C234674PA docx
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[0087] s ASCHRT(EA > | WREEE (carbocyclyl) ; (RiEIETT R Z
HIR SRR AN - B BCE S FIREAE - 3R Al QA4S Bl LT
B AfE - BURE TR EE e - IRIREA AT (FH) EPEA3E30
ERET ~ A (Zd) MPEH3IL20EET - £ (FH) BPEHIEIL
HRT -~ 12 (ZH) BPSHIESMEFET ~ L () BT 2HIE6
{6 R 7~ o bRER R AR R L HUCRY SRS HUACRY - IIRE 2 B PR R HE 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-PU BN « £6,7- & -SH-ER I [bIMLNE 2 FETTHRE 77 -
[0088] SIASCHATEER > " 95E&(aryl) ) (RIEIRIR (2R ) BHIERE
MITIR A (EIEWERREACEEIHGEREAS) - LA RT
Ao 2R In- &5 240 - 7 EATIYREF&HE T AATEE - Sl o
A {5 Ce-C1475 2k ~ Co-Cro75 £ ~ BUCeT7 5 © 77 EMYE B E fEE-F RN
VR KB o T AR HUCHY ECOR &EHUCHY -

[0089]) s ASCHhFT(ER > " #E57 B (heteroaryl) | A5 IR Z IR
GEEAG (BAZ2HEHn-ET AR IR AG) » Hah -SSR
T (B - 1~ 2~ BSEMEET) o JREIRRIR ZSMY IR - BREEATRR

Ho Kb o FETEZ () BPWIETEHATAHATEE - Bl 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 &

il \%\{T

it
g\

_EFI-
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W R SR ERE R = FEERT - AN HEE T A
(heteroaryl) ; EFEHEE LG » HPHMER (F0x2)b—HSARKE
D— eI ERN e/ DMEMRTER) EHE D —FE{LERE - FETER
EUIEFEERRAGER « BELG - BELy ~ SR - ORUE ~ OREg ~ 50 58
FROSmE v 1,2,3-05 b 1,2 4-05 T mE s gEmMR ~ 1,2, 318 Tk v 1,2, 4- 18
Mg~ ZRFIEME DRI SRR 05|k~ ngmd  DERR SRRSO - RIS
M~ GG FRISME B « = s SR =g e s PO RO - 0E
TF ~ WEOE - DR~ DEENG ~ JIROE - DEORR - BROEUR - oG - mEUSORE - R
Fe =0 o J 55 B o] (A ELA AT SR S HURAY -

[0090) AL H AR » ' #EER B (heterocyclyl) | B¢ " FEARER A
(heteroalicyclyl) ; fRfE=-P -~ ~/N £ /AT THEHIZEZI8EH
BB R=BBRAY  HPWRIEFEIESEME - —EENGEE &
oo FEER W LAV & — B LB T FUE I 2 A AN g2 - R0 0 58
EEEEATE FRE A GRELAMAERET o (M) FETHREIMY
TLE  BEFEEATRRE - b~ KA - RS H B R AR
A BN EEROENRERT KRE RS - SEUNBRR - Ns -
BB ~ BIRMRBE e e~ RERIRIE HEERE o & i R & (HER A L
i WO DI G ~ RGBT RRESE—# « WASCFRER - HE
"8 & (fused) | ¥ A 0 FE K — [ SEAERY #ER o QA AT
> M8 " A& 7 3R & (bridged heterocyclyl) | =% " A& FEAE IR &
(bridged heteroalicyclyl) ; f4f5H i FE R B el AR IR A & E R IR AL R
7 —EE R FRYERE 2 ALEY) - WA FATEN - HEE " B (spiro) |
%45 W8 3R L — ()R 7 B W (EERIE IR R R & o TR A RFEAR IR A 1]

HE
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LifE () B aA3IE30MEET - £ (FE) B a3 E20(#R
T (ZE) BPaASEIOMEET ~ £ (FE) BPEH3EHEF
T () BREAE3E6[EFET - Gl > AERE T K —(ERERE T
PO {16 5 B 3 e W (R PR = (I8 B 1 B = (e S 5 PO{RT g AR 3 e — ([
REDR T 0 = (05 1 R (AR PR 5 5 T {18 e R 1 Fe = (e SR 1 5 — (T 5k iR
T R VO R R T 0 = (805 S 3 B — {18 2 TR 3~ - B {18 e JER 3 s — {1 7 [
T o BEAN o FEREIR T Z AR R AT R VU ak s (LAY o FEER AL B RR IR AL E A (&
AR HRHY EAE LR HY » HE3H " FEBR A (heterocyclyl) | B¢ " FEAR IR &

(heteroalicyclyl) ; Z EFIBFEEANRFL3-BAEF ~ 1,3- 050 - 1,4-
IS0~ 1L2- AT  1,3- DRI - L4- EFRRIR - 13-
Wi #3282 58 (1,3-0oxathiane) ~ 1,4-E i FEIE S —¥% (1,4-oxathiin) ~ 1,3-5
Wi IR TR e (1,3-0xathiolane) ~ AR K& (1,3-dithiole) ~ 1,3-Hi

IR GE(1,3-dithiolane) ~ 1,4-EWAEC LT ~ TWE-1,4-1UF « 2H-1,2-15
W~ EAkBEDE Ry - BRIARESE Y - EEEE R - BRI - Z&8IKYF - W
BElR ~ SR WE « =I5  NE-1,3,5- =0k - pRob - pRmkng < I
U~ BEUSIRDE ~ USIAORR ~ USRI~ USIARmE i - ENARORR - IERRTE - HENGR - B
ELNE ~ IRIEN-Z B ~ IROE ~ DR - OLOROE ~ S04 - OLISUERE ~ ULk
TUFE o~ 4-DRBERE - PERgensk  OELMRDE ~ 2- LIS OE ~ DU RO - 4H-OORg
PO EN ~ DRG0 - BRSO AR - BRI REE - R ESRHFEESEMUY
0 FHOKUEDERE - POE R ~ /S, 4-nE HE R ARE) - BEERA
Z B EE2- R [3.3]FEGE ~ 2-AMMIR[3.3]1 5T - 2- R FE-6- F IR
[3.315Ek% ~ 2,6- “EFEIR[3.3]15E0¢ ~ 2-FFEIR[3. 41905 ~ K 2-HFE1E[3.4]
FELE o
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[0091) A F AR - " 75 & (aralkyl) § K T 75 B (B &)
(aryl(alkyl)) ; {555 & R i e B B REE B EUE 2 57 & - FT A 2K
WA loe B K 57 A n RS BUCHY EOR &SR HY « B PR EEA TR T A ~ 2-
REEES ~ 3-REGEE - RN -

[0092) OASCHFREEA - T #5558 A (heteroaralkyl) | K " 555 &
(KE&s) (heteroaryl(alkyl)) ; {5F5 &€ i (B &k fof e B 28 B2 R T B AL & 555
B oo FETT IR A 2 ARSR A or B R R T A A R AU HY ECR & HUACHY - B AL
FE(ERR A 2-nE Iy AL e B ~ 3-MEy BL i 5L ~ DRy BR AL ~ mEmy AL L ~ Ot
AR EL - BLOE AP AL ~ RIS Er L ~ RORMAE A - R EKHEEHE
L -

[0093] ' #EARERE (i) (heteroalicyclyl(alkyl)) ; K " FEERE: (b7
£:) (heterocyclyl(alkyl)) ; {%¥5 &% (R AR e AL i e 1F B BUMUES & FEER B
ECFERRER A o (RERSER AL e A & B &R o foe A B e R A ] (A &S BUACHY R 45
HRHY - B HIEREEA RPN VUS-2H- IR0 -4- 2 (HE) ~ IREE-4-E:(LE) -
O 0E -4- B (N E) ~ VU -2H-BE I -4- B (B AL R 1,3- B8 I -4- A (FH &) (1,3-
thiazinan-4-yl(methyl))

[0094] WASCHATMER » " {ER&k (i E(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>CHb»-) ~ [N & (-CH2CH2CH2-) ~ K ff T E:(-CH2CH.CH,CH>-) ° {k&k
et A o] 35 h B RS A e A & — B0 (El = Fe /B R Th R S B U [E —

B REE (Fln e -C- ) AU -
[0095) 41A AT - FsE TESHK (hydroxy) {4 f5- OHIEEME -
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[0096] SIASCHFTEEM - " His A (alkoxy) 5 f4$53-OR » HHR
AP ESR i ~ A - RE - BGEE - I|EE - 55 BT A
FEERES ~ BRIEE(BEE) ~ FTEEE) ~ FET B WEE) ~ BRERE (KA - B
A ZIERFMEIIRFBHEE - 88 - ERNEE - I-HELFS AR

AE) C IETEE - BTEE Y T EE - ZRTEE  FEE - KT
B s B o Jor s B Al (R AR U HY BOR SEHLACHY -
[0097) WVASCHATEER - " EEEs (acyl) ) (I MRE B (E R HY
REZG -~ Bk~ A - RE - I75 - FEO7 & - JRIRE - TAURE) -
77 AR () ~ RAEIRER (A - EPIEEHEEE - JBRE - WERE - N
B~ R MRS o BREs H] (R EHUCHY R &EHURHY -

[0098] ' & F(cyano), {515 ' -CN, £[H -

[0099] A A FT{E M 2 HsE ' &R JE T (halogen atom) | 2 ' ]
% (halogen) , B L REHIRETM L E— KA RERT > s40H
o~ OR o R -

[0100] ' &k (thiocarbonyl) ; {415 "-C(=S)R, ZMH > HfRH]

FARH Y O-FR AL AT E R B MHE o b fic A Al R aE HUFCHY SR &EHLCHY -

[0101] ' O-Hz H £ (O-carbamyl) ; {##§ ' -OC(=O)N(RaRs) |
EE > K RAKRe A I ARG ~ Bidk ~ A - RE - BIiE - B%
VO AR FETTA - REIRE BRI ERE) - T ERE) - M E
 BOREER AL (B Ak) o O- i BB 1] (R S8 HUACHY BR SE LAY

[0102] ' N-Fz B EEA (N-carbamyl) ; f4#§ ' ROC(=0)N(Ra)- , £

8-
8-

HE
B

¢l

bt

I

Gl

» HIPRERAHVEILHR G ~ Bk ~ WE - RE - BEE - BIGE 77
B RO E - MERE  BEERE) - TEURE) - M E(ES) - 2k
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BRAL (BT A) o N-Biz FF B B ] (R S B AY SR &S EUARRY -
[0103] T O- % & H i £ (O-thiocarbamyl) | {45 " -OC(=S)-
N(RaRp) ; EH » HFRARReFIHILM AT ~ Lik - A - BE - IBIx
B BRIEA  OFA  FEOYE - BRERE - BIrAMRE) - FEWEE) - F5Y
E(heEs) ~ BURERA (R E) - O-Ti b B B A T (R &S B AT R &L HURHY -

[0104] " N- & B¢ H B & (N-thiocarbamyl) ; f{4 75
"ROC(=S)N(Ra)- ; EH » HFRERAFH ARG ~ bk~ A - B
BRI E - BRGE A YA BERE  BIEE(EE)  FEGR
B~ FEor B E) ~ BURIRE (R o N-Hi e H i A Al (R &S U RAY BCR 4%
HUAHT -

[0105] T C-BEEHzEL(C-amido) ; f5%5 " -C(=O)N(RaRp) ; EHE » H
FRAKRe AL G ~ Bk ~ JHE - A - BIEE - IBIGE - 54 -
FEDT A ~ FEERE - BIEEMWEE) ~ FFEMWEE) ~ F7 AW E) ~ BUEIRE
(FEEs) o C-Filg B B P A ES B AY BR SE B ARAY -

[0106] " N-EEHiE:(N-amido) ; f4%5 ' RC(=O)N(Ra)- ; £

i)

N

FRERAFBIIMAZE ~ bk ~ WEE - RE - BIREAE - BIGE - FE& - &
TrEs o FEERA - BIEAUEE) - STEMER) ~ FESAEE)  BUREREA R
A) o N-fiig i B vl H A& HUCHY R & HUARHY -

[0107) T S-#&ff R 5 (S-sulfonamido) | {4f5 " -SO.N(RaRs) | %
» HPRA KR E[JF TR G ~ ek ~ WA - BRE - IBEA - BIGE
TrAs  FEITE C FEERA - BIEEUEE) ~ FFTAUREE) - FEITEMWEE) ~ B
FEER B (B Bs) o S-imfig For B w] A &S HUAUHY EUAR S HUACHY -

[0108) T N-#%fif B & (N-sulfonamido) | {435 T RSO2N(Ra)- | %
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» HIPRERAHVEILHR G ~ Bk ~ WE - RE - BEE - BIGE 77
B FETTE  FEIRE - RIEA R ~ HEURE) - G ANEE) ~ B
PR (hidk) o N-tefi e B o] R AE HURHY BOR &EHURHY

[0109] ' O-¥&%£(O-carboxy) ; B EH {xf§ " RC(=0)0- , £MH » I
FRAMRE ~ Bid ~ WA~ RE - BRGEE ~ BIGE - 55 & RO E - FEIR
B BREE (R ~ TEEE) ~ FET BEE) » BREIRE (FEE) » WA
FTER © O-FRE: Al (R AEHUCHYBCR SEHUHY -

[0110] A& ' F5 (ester) ; & ' C-¥& % (C-carboxy) 2 f§ ' -
C(=0)OR | B H - HARATHEEINO- R EFTEREME - B5 K C-RE A (%
A HUCHY BOR SEHLCHY -

(0111] " E(nitro) 5 (HIE-NO, ; EH -

put
R

(0112] ' RbsfEE (sulfenyl) | ZE(HF5 " -SR, ZH > HPRE
R0 ks~ MR O BRER - BRIEE:  IRIGE 0T EL  EOTE - FEIRE - BRE
B &) ~ 7R (i) ~ FETT AR (e RS ~ BOREERE (e EL) » B il (A 4K
AR ECR & HUHY -

(0113] ' oohsffA (sulfinyl) ; BE A " -S(=0)-R, ZH > Hf
RA[ {5 EARA Fr TR A P E BT o nohiE Bk o (LR 2R &R
iy o

[0114] T GEfEE (sulfonyl) ) f5f5 " SO.R, AkH » H iR E]HLEHf?
RtElgE T E B MHIE - bR A a] (R AE LRI BOR S HUCHY -

[0115] SIASCHRATEER > T Ei A (haloalky) ; (RfEH T —= % (H
AR T HERREBRAYGEE (H140 > BEEbidk - ZEbiEk - Zfhidk ~ &
ZRbiE) - WEEEGEEARNANE - s HE - Za i - =5 H

5 37 HEEHIEREIE)

C234674PA docx

109145140 FH YR A0202 1103117427-0



202135809

il

B 1-H-2-mHE - 2-m R T & RARLE - WA ARERARY R
QEHLACHY -
[0116] SIASCHATEER - | KkiE £ (haloalkoxy) | {RfgH o —5¢
AR T HENRERAEEE (P40 Hpiss « HkEEE - K
“EREE) o WHEEEGEEARNAFEE - fHEE - ZaH R
B ZaHEE  1-8-2-8HE8E - R2-a £ T84 - JEARE A HRER
RHYBCREEHLCHY -

[0117] SOASCHATER - AsE ' Bk (amino) ; Af5-NH2AH -

[0118) T &K E5 HY X B# (mono-substituted amine) ; EE G ' -
NHRa ; B > HORaA[(REEEs ~ WA ~ WRE - B A - BIGE - 75
FEDT R ~ FEIRE ~ BMIERECZE) ~ FEWEE) ~ MG EWEE) ~ BERE
(FEEs) > WAL ATE S » Rad[ REEHCHYBCREHUHY » &EH A A
ZHEPIEFEEARR-NH(HE) ~ -NHCEREY) ~ RIRAEE -

[0119) T & " HY {X F# (di-substituted amine) ; B &% E ' -
NRaRp ;) ZEH - H R K Re A ILH A EEE ~ WhEs ~ A - | - 1R
WAL~ O FEDT A REERE  BIEEAURR)  TEURER) ~ MG AR
B~ BORIRERE) » AR ERE © Ra K Re A8 I H R L HUCHYEL
REEHHY » K HUAE & Z E PR A AR -N(H )2 ~ ~NCGRE)(H
)~ ~N(LE)(HE) ~ AL -

[0120] SIASCHATEA » " BOEE) (amine(alkyl)) | ZE (%15
D(fFEE)-NR'R" ) & > HR' RRVBILI (G E S A - AFTES -
B (e 5 A] (5 &8 U HY BCOR &EHUACHY - B O 2 A E 2 B H B A TR
—CH,NH(H£) + ~-CH,NH(E£) + ~CH,CH,NH(H £) - ~CH,CH,NH(
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By - —CHN(H A ), ~ —CHoN(E B (B E) ~ -NCHL(Z E)(H E) -
—CH,CHoN(H £ ), ~ —CHCHoNCGEE) (AL ~ -NCHCHo(Z E) ()
FIFLE -

[0121] WFRAKfEEIRENEE (G140 > SR » AIHREFAE
— B A AUV E © F40 - T ke Ak (haloalkyl) | B BLHE — B¢ % 1H B 5-F
FEIHIRE - (ERS—EER - " Ci-Cili A EARE(Ci-C;s alkoxyphenyl) |
AEFE-NEEHESAER &/ — - = HE[EFEEE

[0122] WASCHFmER - BRSEREFERKHEETFZYE - (£
BEaHZAZYEILEBE 2 S —EYE - Rt > /it ETscd o BR
—EREmE HRM - BERTBE Ry F 2B EN T - HeE " &
(radical) ; TJBIFGE " B:E (group) ; HHAFEH -

[0123) FI:E " B8 2 | o] 8 <2 2 3 (pharmaceutically acceptable
salt) | BIEAEHLARTPEZ AR ENEZHANGELEY &
Vg R E R e e 2 o E—EAIF - BHRbey 2B
PR o BSEEEE O RS M fE L & Y B R I S B T S o IR B SR W E R
(B0 > SEARNEIRER) - Wkt - #E - KRR (F02,3- RN ARk
B S ) - BEENIREME(LEY R R R ETMIES - AREsE
ARG B4 e s RElE - B0 IE ~ 20 - 3230me - L% - 3ERR - Ba
B - MR~ PUIRMEE - FYERER - FFRERR - JmEfE - HHIORER - =82

C EHEE - KIGEE - 2-fIE K BRI SRR - BB RN RS

B iy 7 HE AT BB T 1S > B ANSHEE - e B (FEUERNEE - #1E - =X
HE) o mTeBE (EOSEEEEE) RRE - RREE - AR
(FEM RO AR - N-HE-D-BFR & - 2CHE) BHER - Ci-Cili

:

T
r:1

1

>

DR

s
1
ﬂ%
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B - BMOAER - =48k - 2 200) 28 - KA ER (EAURRE K
MR ) 288 - P IiTHEh BRI R IEE AR > ERAEMEARE
ZFE (fla0 - NHy) BYE B iy » BB | 2 B B n] B R BB o] 47 =
(B0 > NH2 e[ pUNHs*) - Hez BB A iy BB ZHE T (5B
Cl) V- -

[0124] el @ > EAFM Z BA - @EELE T ZERAEE
Vi ERAMERE @A RS - RIS LRI A R-GHAR -~ BLS-
HRE ~ BCHUR &Y o NIE > AP ATRE LGV RiE G EEay
RGEEENEENINHIRRGY) - RREERE AN - RRGREREESE
HECILAG RIBRVESY) » IEAN > JEEEAR - £ B — B0 (I B 58 e A 24 4]
BEY) (TERRMERZ) ZEMALFRIEEYIST > &85 ]I
HRESZEEE & - FBeH - JERAE > AL EM AT e F > INEGRFT
HESEERAGFELEN -

[0125] Jedig > EAXFH R ALEYER REmERR > AlE
e g RHE FET R Em > fla-1 (7)) k&E-2 (i) -

[0126] JeERER » ASCATI 2 b e AT &ERE A ZAFRR » LIEEATR.Z
(5] fir 22 BT 5 2 i s (U AR E MR 2R Ry 58 B AL - PIie N =
W RECHIEFKEE - L LeVEBETREZSCEILRZTEEZILR
ZAEAEMER - fla0 > b eSS - SR T TR R B R R AE
PAEEPIT - b EY AR FERR THEATER » @R TAIAEL
ERELZR > GBFEEARRE-1 (7)) K&E-2 () - Wb > fEA 2
ALY ERTABAERMI R A - FRIE L T OFRESITRA -

[0127] e Eg > AR 2 A REEEEGSRP A (R EZ
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PR HEFEbaY o MHETTRER 2R EFEHEEET) - JEEAME
C BRIEY) - RKEY i —EEHAIF o AP AL &Y LLIBE EE
BRI 2B (BEAIK ~ 288~ BURIE ) BRI AFAE o AL HA
Bl - A 2 AL EYIAIRER G AEE - BRI e aH e
SNIE LR B2 ERVAK - H B8 F ol iz 28R (FEUK -~ &
B~ BURDE ) (E& BRI K - EBRIGKREITEERKEY » B85
BIHELES AP EEE &) © BEAL » AU ARt L&Y LURE R & 20
PLEBBIETE AL - —fmE @ $tHAXPRRE (L&Y R ITENE
Ay - BAERE R ERERRIEER S -

[0128]) E#RAEIE < #HEN - EHEHE L FR KT R L
FR e T RR < T &% 1 A BUE B i I B i 2

[0129)] AHFEFE K HBERFHIZEI < HeE EMEEFRER 2
MIRE FHRE - BRI A AR - & RIERRE BB U X mIER &P =X -
ERETI . EH > 8 " BfE(including) | EFHEBERE " BEEARR
(including, without limitation/including but not limited to) ; BE{IE
WAL TR fEMH 2 A8 " A& (comprising) ; B T G (including) ; ~
" & (containing) ; ~ B " H%F &Ky (characterized by) , REIFEE - 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) | JERREE R " BEAEAR , © HEE " Ef¥l(example) ; HAN
PRSI B 2 I T i IE e e R MM vk B R 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

T

iy
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i~ 0 EECEENY - KRR E TR A — e E R 5 A A
MA B REERINE B - 1A » HsE " B & (comprising) | JEFLRFE " &
/b B A (having at least) | 5 " £/D &5 (including at least) | [5] 35 i fi#
B ERAMMEEY - kY~ BB 2 BRI  HEE TEE ) Bk
ey~ )~ R E 2 /DAY B EEGH o o (B8] B R R M R
BEH T -

[0130] RBANAEALFHEMEE FETER K/ ECEBHGE » BT
flodHE T B RS A E I AE S N SR /EER 2 E N (e B
R BR B R /B e BE B A R B o T B B/ AR B IR Y1 AE & T A A SO B A
[ LUOROE MY - A | — (aBian) | LA PEFREE o £ 4 A AHEHY
b A SR R R Y A BT - A FoniE B i < 4 & fA A it
{6 R - FH 55 55 M a (B b 2 AT ART T (A i A e At o Ry e [ PR 1)
fE&¥1(B)

[0131] AIASCH AT » — S A F TR 2 BRI REaY 2
HEHRERERERERE L g > Kb zAalamAaNENLEaey
(A) ~ BUH B8 P pfz 288 (WA Rt ) ~ RAMER —=F L
EY)(B) ~ BCHEEE F iz 28 Hf {EEMIB)E AL TERE

R1a o
N™ -
R2a i)j\){N_/—
\H N N

Hrp t RENJEH G ~ MR - RERRECRERC-Colii & ¢ BRA-am] B
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HERAECRE IR S ~ RERARECRERNSE6 R HIRMITE 1B
B-an] ZE 5 MAECREMAERS 2T R/IRIRE ~ RERRICRERS

( G F

ZTEHIBHRA S R¥A[EY Ya  Xa . Y2 . Ry R ; m-aH]
%0~ 1~ 2 503 R¥A[EEH K E KEHRARECRERAC-Coli & 5 X-aT]
BEEE - MR A - fA - EMRECREIRIR4E6 5 BRMIRA - &I
RECR G HUARE (Cr-Cole &) ~ EHUTECR &R -NH-(CH2)1.6- ~ &£ 5
HUACHE ~ &8 “HUMRURE ~ B~ EHURECR G HUAC-Colie £~ &HUTECR
AR C-Coli B A ~ ZEHUTECRERIAC:-ColB i F A ~ AU AR LT
R(C-Cold E) B B ~ IR AR C-F b B~ & HAUER &8 HUAUN-
g A - AHECRETURC-F2 A ~ &KRUTECREELO-#8 A - &R
BRSEHURO-Fr R A ~ AR ECR & HUN-F HER A © Y-au][ {4 CH
BN 5 YRR CR*AEIN 5 Y * I {RCR*PEIN 5 IRC-am] 2 5 &K HUACE R
HUCe-Cro77 £ ~ EHUTECREHEIRS 2108577 & ~ EHTECR
MHCEIRSETRREE - SHAECRERRSETE HIRHEA - K&
BURECRERAR 7210 B EIRFERE | R ORRP I I M EHF -
F - ROREHC e & 3 AR IR A ECREIAS 27 8 IR
;__%; o

iy

—
=,

1

B

[0132] FE—EERHIF > RUATEEE - HE ~ RERAECRER
RC1-Coli s « fE—LFHEFIF - IRA-av] 2 5 EHABCREMATEE - K
EHAECRERRSE R BRI A - (L —EHHM > RB-an B 5K
MAECREIAERES 2T Bk IRE ~ RERECRENS 272 BB
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[0190) (ERASCHATE(EEY) 2 H & EE RN (additive) ~ 17
5] (synergistic) ~ BGARFU [EUE - WAL ATty B &) 2 H & a EH
FEFETUIE Z SE -

[0191) FE—EFHEHIF - WA ATAEEEYI(A) (REHE
Erarz 2B REPA ) B-m S Eba?B) (KA L2 2
B JHGAERRINE - AL HMERE AT > AT {EEY)
(C) (EfEHEEE F a2 28 ) Bl —B XM (LEY(B) (BCHEE%E F AT i
228 LGB R INRNE -
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228 LG Al B FE RUE
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A7 2R B L aYI(B) (HEREE Ea 7 28)
LB HIEETMERY c AEHMEFEH T - AR ETAEEEYI(C) (&
MEHEHE a2 2 Wl) B—R X Eba?B) (KA L2 2
B ) ZH e mIEEDIMEAY -

[0195] A i mrfER - a8 ' 5 Pild (antagonistic) ; Bfs(b&
V) HEHEMEREE T LEY 2 EN (BE&baW 2 EM &R A E
o BIfERE—EEY)) B8N - WASCPAER - H&E " BEAE
(synergistic effect) ; Bff L&V LA ENEMSNEE TL &Y ZHH]
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

[0196] i FAIA S ATy 4H & & — W] g 7 Jon BT AE Y AHER
ESbeVnlE RE—BAKRTE  HHIVBFR AT TR 2/ A WY
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
beP 2 B%F2A LA ARHIBRAS ey E & 2 ba
VI Z A RIS © R/ BAEA S P ATy & 2 b e &I A B0 A
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HEYF R - (EEB) (BFEHESE F oz 2 8) B aHkY
RIREAE o [ (EEC) (EEHEEEE EralRz 28 ) o[ {EE AR
Ik

[0198)] FH&E M & @40 4 (pharmaceutical composition) | {45 A
N L — RSB EY) /BB A H A (L2247 (GEOMREER - &
B~ R/IEEEE ) ZREY) - BEMANRYIEELLEYREYE KT -
BB R B Y R A R (GRS - SO - i
B% ~ BHER - BEEL - Wikl - AWchal - BHORERE - ROKGEE ) KIEK
JES - BB R R e R e B B T IR RS

[0199]) OASCHFFEN - " &El(carrier) ; Hig(EHE(LEYHF AL
AuEiaH& 2 EE&Y - il (EAREY) - ZHEAEIR(DMSO)ZREE F
AAVEE] - HEEFTF 2 ARLEY R A E eV S T -

[0200) AR HFTfEA - "B (diluent) | 55558 &40 Y
ik = IR EESE B2 E MR H v e BB 8% LR EATa 2 By « B0 FRAER ]
PRI IR 2 8 /N 05 A B iE K/ B0 T 2 A SRR AR - 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

[0201) sARSCHFTER - " HJE Al (excipient) | HiFEA EEME
YE - HERNINEBEHRY T LU Z e (BEARRK) BiE -
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TR ~ fREt: - &Gare ) ~ HIE - BRRERE ISR Bl > B EALE
BEGH ZIRERGEPE - e —EHAT - BB SR LE K
INEBESR - | MmER(diluent) | {h— A HIETE R -

[0202] HE—EFHEHF - LaPiB) (ERHLEEE a2 28)
AEEFEEEYA) (BELEE a2 BEEPR) R/EEEY
(CO) (HFEEEHE L2 28) 2By it - & H & 5 f
T o AEEY(B) (CEEHEEE a2 28 AERaEbEeEYA) (B

SeEE bl BN ) B EEAE Y B RS ) TR T
A EMERA T - (bGP B) CEFEHEEEE Eal 2 28 ) ol BA R
baW(C) (RfEHEE%E L2 28 ) 2 B EEdl pliv) o B HY B8 S22 )

FHT -
[0203] FEARSCH A 2 G EEHMRYIAF A0 NHEZE/RT > 200
DLH ke L H AR MRl oy (A a AT )~ BRE ] ~ Pl Rl ~ fliP

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 -

[0204] FEARS TR LMY T LIA T ER .2 T B - Bl
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

[0205] PRI EFELSEE TR - B - R/EGHRY 2%
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Bk is > BFEALAN ~ KZT ~ AR - SEAUEST - BN - EROEN - BB
RN &N~ REIRWNES - fE—EEHEH T - (EEaW(A) (BEHLE%EE
A7 2R ) M ORET - H£—EFHAT - (EEW(C) (&
MEHEEEE P2 W) MEORKET - £—EFHAIT > (EEPIA)
(R H R E a2 2B R BP0 MBS (B) (H[F H B %
EA Rz 28 ) HERREREREHE - EHMEESIT - EEPA)
(R H R E a2 2B R BP0 MBS (B) (H[F H B %
BRI 228 ) FEBVREAKRBEER - AL NEMERAT > ta?
(C) (EfRHEegE F a2 288 ) alfEm B ba?I(B) (E[FE HEE%E Al 3
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MRS EE a2 W) REmE(eYB) (EFE LS Ea a2 2
B ARV 2 H R -
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{5140 &% p R 2 22 AT R BT @R A T A e Y E R ST BUE A 2 R
o o AN > AT DRSS YR IR A4 (B EMmES T ZIEPIR ZEE
i2) /T(LEY - BERFLREGSE BB BEERU - fl0 > iTaE
T L5 A BT 2K DA [0 PP R = 97 B .

[0207) Frakts > dHpkPya] 23R Al 21 — 2 EEH (&7 7EMER T

B KA 2 e iR T - B plntaae BB RsE - fld
M - RS R E I TR o AEE IR E N A R
AR A AR LA E S RA RS ~ (EREGHE - R TBUT
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B8 o JNu] B i m] B FE AT AR 75 B AR R o Bl BV AR SO A 2 (B &) R /R
HVSE YY) ~ BN EE B as P LGN ARG REFTIE R Z IR -
BRI R A

[0208] WIASCHFFTEM - E—EFAIF - BFANENLEY
(A) (RFEHEEE Pl YRR ) RANEN —HZEEE&YI(B)
(ECHEESE PRz 2 H) ALEaY 2 HE AN EFERERREURM © £—
ELEHAT > SFEANENEEYC) (BEEEE LR 28) KF
WEN—HZHELEYB) (RHEE Fa[RFz 2 8) WbaW2HEer]
AT B R IR BRI -

[0209) FE—SLF G+ - PRWECRM AT 28 A E - FESEE - O
R TEE - REE - I - KE - BEEE - gEE - HIRERE - /D
AR ~ JE/NARERE - BiRE - B - IEE/EERE - MHRE - BiERE - &5
B EEE - SEEE - FERE TESEE BFL/KRERE - B
B AIYIRRE - B2 EE - |ERE - BEE - 4 E BT R E Wilms'
cancer) ~ [ZEH - TR EORE - KRR - FRE - PR ER
(Ewing's tumor) ~ ¥CAHE A ~ SO MR ~ BHEKREERMES ME - 1M
HREMEE MR - EYEALMmERNY 20 ~ BMERERE - 2R MEEE - ETd
KM EE & (Hodgkin's lymphoma) ~ K JEEE =7 < [RKE & o 11 HAth & 5 F1
T RIRER BB ALE - FESE  NEE - TEE - RBEE - KIb
ES

[0210] WA FFRER - " 5 (subject) ; HRIEIELIEHR - B
Z - WERCHENEY - T HY(Animal) | GIES M OR M EHEEY K
MEMEEY) > PlfA - HEEEY) - CEBERSFRIEHAEY) - T HALE)

T

5 71 HEEHERBE)

C234674PA docx

109145140 FH YR A0202 1103117427-0



202135809

P)(Mammal) ; EFEEARPR/NE ~ RE - R RZEE R &F
W= -4 % - BREIY - F0k - BIEE - Mg ARFHIEANE - 1F
—HEEGIE > HRIIUZEAN - i —SHFEGF - HERIUERE R/
BB BIBAESEN K EREEY - fEHMERSI T - BRI HEA -

[0211] A HFrEA - H&E ' )& (treat, treating, treatment,
therapeutic) ; J " )% (therapy) | 00 ZAE 5 56 206 B B B3R 2 9 B0R
o A]REEE IR BRI A AR IR P AR Y 12 52 BORE AR A T 7T A B Y A ] ek s 17
Fo i B R B L o 554N o T IR Al ELRE W] Y e AR Ak BN Y R S IR
TALZATHE) -

[0212] HIFE " A& (effective amount) | (R RIERT[#IERAE
VI EEY) e 2 EM LAY BB B E - fla - bE&Y) - B - BEHR
V)< AR ATERT ~ RS ~ BOE RN B L LSRR~ B R ATE R
RIIFENTRE o IRIERDUEHS - 24 - 899 - AEF &4 - B
ELFE R AT BRI BUR I L IR BUEIR - BN A PR EE 2388 > A
W8 < HE S EAL AT B RO S B A R E L e TEE LN o (E R
il & FT i 0V A P AT s AL SV A U E R BEUA R & TR ~ FraEHY
By (BRENE) B8 - REEENEEEHY) 2 GRS E - tHAEREL
EFFTTEAR - (B EEUANEORE - L8 - 6FHEEY) - KB EEH
oh BB E S E S E M RRE W E -

[0213] 40 ARMEZLEYEN HERLUTERZE © (a)H
FEIE S 2 — B MR AR /D ~ RS ~ BOBFR - (b)REREAR/INEN > (o) FE
BOHPR » RI(DEE  RIIFERERE (ARIEF) -

[0214] ERIZEBMAYIRE - FE—LHGIF - I ] RERGM:
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AFE - AL~ EHEHF > AFETHRERE I - HER2[ZMERLE - £ — L Hi
Bl - AE T GRE AE (OASCHRER - TEE L AEEEEE R
Wi e g MEE) o fEHMEROIF > HE T RES A E - {3
B el R B a A AL -

[0215] FE—S4FN N - (LA BEEHEE - B R F1E % (relapse) 2
1. % 75 %% (reoccurrence) © WAL HFFTEF - FFE " 18 3 (relapse) ; &
" P& (reoccurrence) | {51 P Bl SH I R B A R R PR R DAL
TFEEEMER - FIt - A E TGN (recurrent) FLEE o £ — L0 & i (]
o WRA R AE 2 JARBTER o Pl B2 Sl
FISERM - SERD - R/2(55 FRGHIGIR (A HAME) ZaKED
B -

[0216] A{EESRIWN - Ll 8 Efeze 2 - TR HESRIHHY
ZEATHME T EEER - AEMEANFIEREZE 2L > GEEEE
ERFH K| (SERM) ~ BEZ VL ER[FEAZHEI(SERD) ~ K757 FEGHIFIHE] - =T HiAl
TREEROE S R — (E M B G RER AN 2 B8 - CAaMAZEER
A5 (tamoxifen) K HAM A 73 ARG IR 2 T = 57 7 — Y Z2 M R B BN
BEERE (BN IREE) BYR R - 2 R Alluri et al., “Estrogen
receptor mutations and their role in breast cancer progression” Breast
Cancer Research (2014) 16:494 - 52 F CRSELME MR 2R FHIYZEE L
HEERE (FEON L) BB RIIMENRRZ — < FIt - FEAE
B (HPREAESRINEA - HzE®) (9 Law) -

[0217)] AXFArig~z —EERHAGRIMLEY 2 HamEE R
WERAFREZHRPHIAE ZERTHRR  ZLEMZEEaB8EAR
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ELEYA) (BFEHEEE bz CBEEP) KANEN—H%
ELa?B) (BCHEE Frlgz W) » K AR RSN E 2R
(ERa) Z M FE 2881 (ESR)NEF 2 /b —(#EE2E8 « A0 2 HAthAH 7
BhOGRMLEY e ERANERARE L HR AR Z R » %
EEYZHEBFBAMENEEY(A) (BFEEEEE F a2 28 REE
) KAMEN—XZELEYB) (HEZE oz 28) - Hf
FLEAL RIS R E 2o (ERo) ZIEMEZEL (ESR)NERH Z/D—(#EL
Zesk o A h TR A HAT B A AN E R &Y 2 e kKIEREA TR
BB FAE L e HEEEANEN EEYA) (&
EHEEE Fu iz CEREPE) KAMNEN—REZE(LaYB) (K
BaE bRz W) o HP A RAEEBENE 2R (ERa) ZHEHEZ
#E1 (ESRHNEF £/b— (B2 -

[0218]) Fr—SL& i - 288 0] {£ ESR1 Z fic #8 45 & 3k (ligand
binding domain, LBD) ™ - £ —EEfap|th » —s( X #H2E2 0[{EEEE T
T B E S 0 AS93 ~ S576 + G557 ~ R555 - L549 - A546 - E542 -
L540 - D538 ~ Y537 ~ L536 + P535 ~ V534 + V533 ~ N532 - K531 -
C530 - H524 - E523 ~ M522 ~ R503 ~ L497 + K481 + V478 ~ R477 -
E471 - S463 - F461 - S432 ~ G420 - V418 ~ D411 ~ L466 - S463
L453 ~ G442 -~ M437 ~ M421 ~ M396 -~ V392 - M388 + E380 + G344 -
$338 - L370 - S329 - K303 - A283 - S282  E279 - G274 - K252 -
R233 ~ P222 ~ G160 ~ N156 ~ P147 - G145 ~ F97 ~ N69 + A65 « A58 ~
S47 o {E—EBEHEGIP » — 2% FZE R T (LB E T H 2 B E B ¢ D538 -
Y537 ~ L536 ~ P535 ~ V534 ~ S463 ~ V392 + FE380 - {f — (L E & -
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— S EEE AL EE TV 2l Ef R - D538 kY537 -

[0219] fE—E&FHA+  —HZEEETEE - K303R -
D538G - Y537S - E380Q - YS537C - YS537N - A283V - A546D -
A546T ~ A58T ~ A593D ~ A65V ~ C530L ~ D411H - E279V ~ E471D -
E471V ~ E523Q - E542G -~ F461V ~ F97L ~ G145D - G160D - G274R -
G344D - G420D - G442R - GS557R - H524L - K252N - K48IN -
K531E ~ L370F ~ L453F ~ L466Q - L497R ~ L536H ~ L536P ~ L536Q -
L536R ~ L540Q ~ L549P ~ M388L » M396V » M421V ~ M4371 ~ M5221I »
N156T » N532K ~ N69K -~ P147Q - P222S - P535H » R233G - R477Q -
R503W - R555H ~ $282C ~ $329Y - S338G -~ S432L - S463P - S47T -
S576L ~ V3921 + V418E - V478L - V533M - VS534E - Y537D ~ &
Y537H -

[0220] AXXFAriE~ 2 —EFHAI R ba? 2 HaERiEH
PIERARE ZHRPIVIE 2SR THAL > Z(EeW ZHamaimaN
ENEEYIA) (BEEEE L2 2B EEP) RANEN —HZ
fBlea?®B) (RHEEE g 28)  HPZAR aEED —(#E
RE (P10 FERIEHER R 2 2o (ERo) ZMERZR 21 (ESRI)NHTELZE
B o AR 2 HAMHBAE AN LGV LB BN EFEAFREZ
HRTHWAE AR  ZbteVZHEBBANENLEEYA) (BEH
BEELEZZELREP) RANEN NI EEEY(B) (KHEZE
Eugz 28 > HhziAg A aiEEa 20— (HERE > SO LR
Mz ZAda (ERa) ZHEMZR G (BSRDNHYELZEEE o AT ATiE R .Z ATy
HAFHEM RN —EEA e 2 G RaR AR EZHRTHAEZ

EE
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JiE > wbEYZAGEEAERENLEYIA) (BEHEEE Rz
MEEPA) RANEN—HZELEYB) (BRHEEE L2 2
) o HhRARFTEELEERBHENEZRBa (ERO)ZHEHEZREI
(ESROHNEF 2/ —(HEZeZ (HIa > (FRIBIEHEZRo (ERa) ZHEHN
Z7881 (ESR1) N Ay BLZE 8

[0221]) sOAHATEREE » EEFRCEBRERG I E T 2 Hiikry
TBAL R R A R A 73 0 B AT 51 2 ESR1 A1 #Y 1% K Z€ # (acquired
mutation) o {E— LB FI T - ¥ G oAl O &R — 202 1 BEE M ER SR ET R
A e Pl WRARNCEBE - SHEY N 2 EEFEERFEEKS
B 0 B Y 25 (tamoxifen) ~ & J& & 75 (raloxifene) -~ B 5 oK 7%
(ospemifene) ~ 2% £ %5 (bazedoxifene) ~ FLHEK 25 (toremifene) ~ R Hi&R
H 55 (lasofoxifene) ~ BU(E(A A2 FHHYES BE o] #E52 2 B8 o 1 — S E T
F1o B pl DS — Bt B EE M ER [ AR T (degrader) JE 1% » B U0 &4k
5] B (fulvestrant) ~ (E)-3-[3,5- Z%&.-4-[(1R,3R)-2-(2-&,-2- H B N £L)-3-H
B5-1,3,4,9-VU g ERE FF[3,4-b]0g| 0k - 1 - EL 1 ZR AL TN -2- 1% B (AZD9496) ~ (R)-
6-(2-(L B (4-(2- (L B R B5) £ B ) T B R B )-4- H | B EK)-5,6,7.8-TU
2£.2-ME (3747 5 Bf(elacestrant) ~ RAD1901) -~ (E)-3-(4-((E)-2-(2-%-4-
A Ak )-1-(1TH- 5] M -5- B) T -1- 1 -1- B ) 28 B N M BE (o vk =) 8%
(brilanestrant) ~ ARN-810 - GDC-0810) ~ (E)-3-(4-((2-(2-(1,1- — & 2
BR)-4- B A)-6-FE AR IR DR -3-£0) & A) A B W B (LSZ102) ~ (E)-
N,N- B A -4-((2-((5-((Z2)-4,4,4- = & - 1-(3-F - T H-Ng M- 5- B )-2- AL T -
1-J-1-B)MEBe-2- 5 | A) L B M B T -2-J4 Ea i (H3B-6545) ~ (E)-3-(4-
((2-(4-%-2,6- — H AL HERE)-6-FRE K I [b1 By -3-F) & B KB NI
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B ( #k 2 3 =) Bf (rintodestrant) ~ G1T48 ) -~ D-0502 + SHR9549 « ARV-
471 ~ 3-((1R,3R)-1-(2,6- ~ i -4-((1-(3- % N &) PU S IY 152 -3- B ) it A6 ) 7
E)-3-H £-1,3,4,9- V0 & -2H-BEBE JF [3,4-b] 1] Bk -2- £ )-2,2- @ N -1-F
( 75 %1% 5] Bf (giredestrant) ~ GDC-9545) ~ (S)-8-(2,4- & %)-9-(4-
((1-(3- 5 N B ML IE e - 3- B F ) H5)-6.7- & -SH-FH [ 718 1% -3- PR BE
(SAR439859) ~ N-[1-(3- &, N £ ) /U 4, 1Y 1% -3- £ 1-6-[(6S,8R)-8- H %k -7-
(2,2,2- =] £ 5)-6,7,8,9- TU G -3H- 0L e - [4,3-£] 52 1 Ok - 6- BR | OLL 02 - 3-
(AZD9833) ~ OP-1250 ~ FLY3484356 - =T o] mijilt FHYEREE | 0] $~7 7
o E—ELEHEGI T BRARCEBE—REE S EIIHEEHE - HE
P 4011 1) T % K (250 e 5 6 TG 000 o1 ) = TR 1 5 B 5 R g U AR 1 = 34
— B 25 18 75 & B 1 1 21 0T 28 E fic 7 25 3H (exemestane) (HH & B HH 55 7 B0
Wl )~ SN EE (testolactone) (% [&] B £ 75 & BE I A0 &0 ) 5 g A8 o ik
(anastazole) (JRFAMEIFRERTT EEGHIGIE]) ~ RoKdh™e(letrazole) (FEEA [
B R 7 |EBHIAIR] ) - BIEEA Al E e B EE Rz 2

[0222] fE—fEGI+F » ARAIRELEN S » HRZHE
B2k o BEZ R R MR AE S - fE— S EH A o B
= - = e SO & S N A R L B S < - T T R
(perimenopausal) Y20 M o AF X HA B ] o » % 52 0] & B A HIHY 2014 -
£ X FFHAE AT > B 0] R &R0y 2 - IEEAMMERE o
e gy Hpa WG] B B o A5 iR oK S A R
b o L~ B MG > B 52 mE M /K (E2)T[{E>15 pg/mLE350
pg/mL Y #HEN « LHME RO - B2 MFE K (E2) ] &< 15
pg/mL o {EH A E HEf] F - $ 5 2 fiE e fE K (B2)H &< 10 pg/mL -
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[0223] RIREERFIFRILEY) ~ B~ R/EGHRVINE R EEE
AR Efb B E L » HABEER TR - FraFaRRE SR Z
B R/ BUEAR ~ K B RV E 8 RO B ifn 2k - T e &% i1 £ 06 B8 Al B ER
IREGRIZAKIAE - fLfe TRIE8 bl ez ZBARVIR N T - HI & 0] DURe B e 5
B o BBl sk B A R A AR AT > TREFE L
HEBEE R EERA TR EaE s BT A R EaY) - LA
KRt B R R AR R B M RIR BUR L o

[0224] QR BT ilT sk o B 4 K1 EE R’ 8T BRI - i T
A ARWEE KR E R TR - BBE - IR EEME R ATa R
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
AEFE ~ KARSMAFE - Pl - (EEPIA) v R/E(C) ~ BT AT
YRS 8E bl p2 2 2 BRRY A R B &E AT s i EE e LR AN E M R AL B iR A o 2
AE PUEME AR HIE - BRELE AT MR 2 88Y) (SEANESE K /BE Y
fini& ) PEER LT

[0225] & Kb el fd B w4 {8 ) s R 61 > DASE (3 Je DA S J7 38 6 5
JE ZEMEE (i £ AT /KA Bl i /N RBURE (MEC) » B &Y ZMECKH
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 10 290 % HY I fE] ~ B/ FR30 £ 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
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[0226] JEXE > EEESAT G AR Q] K i N B BV RE R
E MR ~ PErEGRER T o M > ZIERENNE FE 7 S IR SEA 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
B R W (40 1 o b AR B AR 2B TR AR A VA ZKEHA © 95h o BE K AT RERY
GEESAR N IRIB (A A B 2 L £l - BE KRB E - B RS wm 25t &
HLCIHYETE AT AR EEE L -

[0227] WIEACHGAFGEAGRZEEY) ~ 8~ REKRY 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
BT - PR 2 S A W A E Y (Bl R EN Y ) RE BRI S
EABR ZEM - B aERER T AAESYELY (BN - K
B R 18 BOR) TRIEREYZEN - RE e ] iR
Nwe ik (PIAREsN Tk ~ SRR s N BRER PR e\ B ) ZCETT - BB ER
RAARH 78 BT - VE IR0 2 1T i B AT iR E ST HY 5 [ E DU 2 1
B HE -~ T RER/ETE -

[0228] ZSNEHEHIAL T A E I — P il fgor - HAnIE DUEM
7 2R I PR ) R A S s 2 s
R R iR A

[0229] #£37C 5% CO Y ZE R F ZmATF » EZR-75-1-RHAJ=
RN (REES UML) ERIMNERFEEEEN M A 10%8 T MF K&

5 79 HEEHIEREIE)

C234674PA docx

109145140 FH YR A0202 1103117427-0



202135809

10 WMZBEEPEZ5 2 RPMI164055 B AT - SRUE TR BUE &AM 4 RAVAHRE
AT B DA R R B2 fE - /EBALB/c#R B A HIRE |2 N AE A B2 100 pl
PBS:Matrigel (1:1)H#JZR-75-1-REEFEAMAI(1x107) - & BERGEF| A4T191
mm’i§ - R E Y EE S BCEFHI10E Y e AT - AEAERE -~ 30
mg/kg BVt ER (E S (A) ~ 80 mg/kgRY{EEYIL » B30 mg/kgHy{EEPIA
180 meg/kgtLEV ZHEERHEBY DR EE28K - I - FEHE T

AL R B R ES A (40 ueg/20 pL > BEWR) - FEEER
RSN R - LG RpENS AV R RS fE - R/ B B T B W A B B Ml
SRV - A RAIF] (tumor growth inhibition, TGD {&{EM 5/
f2FEFE C TGI = (1-(Td - TO) / (Cd — C0)) x 100% o Td Kk Cd{& & 5% H)
Y 5 IR BN B T B RS TR T TO R COREE R BN f IR B )
TEE BB 0y T R RS 1A -

[0230] fEE29 - BHRENEIREERYE R (H=AFEr) [
a1 (80 mg/kg)RYEIE - HEKEHENE =ZFE MR (H=AFPE
) REAEEYI(A) (30 mg/kg) Y - AE2FTR - 30 mg/kgHY B L
BV ARG B N E N - TGHE 735l £543.0% 5 69.9% - 30
mg/kg By R (L 57 (A)E180 mg/kgH{b &Y Z & BURBERI DR
SEME » TGIE80.8% -

[0231] EHI2 : /E37C THES% CONZE R H 2 RAF KMCF-74,
EE AR ME B N A 15%Ra4 MF Z DMEMEE & A | - FRULTETS
BARMET ARV ETTEHNERERE - £/ 100 pl
DMEM:Matrigel (1:1)5 ” MCF-7ERE4HAE(1.5x10)EBALB/cER EATEE2
AR B FETE TEA - EEBESIRL203 mm i - K &)Y E %
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TEEIEHESEHY) L aFAET > HEMAEE - 10 mg/kgHy R L&Y
(A) ~ 80 mg/kgHYEEY)L ~ BC10 mg/kgHIEEY)(A)EE80 me/kgiV LGP
| ZSHEERAHYI O IRGHEZB AT /R ZRHERE - JhYh - B TR
ZREEM EREEHNA (40 pg/20 pL > FEWK) - FEFHEBEE
WK > DAET EL R R Ry R AG TR - /)N B 1 B W M Ry 3 MR B 3R AY
BERG - TGHEBRERE I TRt 2 HiEzETE -

[0232] feE39 > EE&KE (HEAFPER) RLEEHL (80
mg/kg) EL{EEYI(A) (10 mg/kg) ZsH &V EUE - B IR EERY S RE IR
(RERERER) FREEY (80 me/kg)AVHR - HILEERTE = FRER{F
(HIEAEAR) RFRIEEWA) (10 mg/k)RIEEE - HIAEGR R (FHE
IR ) (UREREVESR - WEB3FTR » 10 meg/kgHYifr iz (L& ¥(A) R AL
EP) 3R U RS - TGUHE 73 Bl A5 128.3% K 132.6% 10 mg/kgHY
HElR (L&Y (A)EL80 me/kghI L EY L GEUREEN /S > TGI
F5158.7% o AL AT it 2 Bk 58 E A ATl B SERDHI | | 51 WEE 1
SN < &H & BT FH BB A SO AT A B PRI EOR M ©

(0233 jh4h - BEZARTHE CFE i 50 AR B 2 5 2008 e 4t 3 i A
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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