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The present disclosure provides industrially scalable methods of making (Z)-endoxifen or a salt thereof,
crystalline forms of endoxifin, and compositions comprising them. The present disclosure also provides

methods for treating hormone-dependent breast and hormone-dependent reproductive tract disorders.
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The present disclosure provides industrially scalable methods of
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making (Z)-endoxifen or a salt thereof, crystalline forms of endoxifin,
and compositions comprising them. The present disclosure also provides
methods for treating hormone-dependent breast and hormone-dependent
reproductive tract disorders.
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[0 E ]
EC L
s o (I % 2 5 (ENDOXIFEN) 2 J5 3
ESCEELD
METHODS FOR MAKING AND USING ENDOXIFEN
it ]
(AT )

[0001]) HEricS Rt RE R ZEER > HEAAERE
AT 2% ZRER - @8 7RI e FIE VR > HE 19405
LIA > IeBRIFZBITR—EUEFNI 2 BREBL BT+ - SR> £TEE
=R AP g R AR TR/ DL — - R THAEN &
BREM 2 HMA B RERRE B EEEEARSL > FIOEEEAE - /N
BRI A~ JE SRV B A R I BRI/ NEEGIRYE A o

[0002] HATHREERIAE ZRETEGHIALFEXEEZITZEH
& HES®RA T - B EEARCEREAGHEESE - HAlAL EXGEEM
ZEZEHESETAR ZRAE - @EABAERER AT D&
1001% > (HEME A E & AR R 1/1,000 < £92,470 5= 281 7L ¥riA
Bl BT 2Er 2k - 494602 BMERSEN FLE - EREIE R g
BT AE2017 5 - B R M & OF R a2 B 255,180 B L M 1 > H
41,070(F #2755 SEHL FLAE - 20 > MR AR BRI TR IRFFAHE R 2
F100,0002 2L ML TEEY21 A > HE100,000 B MESET00.4 A - LR H AL
fani I 2 P ER 03830 » IRV B R R FE R EZR -

[0003] FLEEEMEAFME A EEERE - ARAEREERLY - &

B 1 HEGEHREAD)
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PIE AL ELfE (EA R EE R E ~ NERME - RERCEORENE
B REMCEOEM)/NERE - SRR - ZRBEFE - ER+ALRE -
HER2+ 7% ~ BRECEEIE R B i - (RERR SR - B - RhRE
(R ~ ALBRE ~ NER - (BRI RMAERE - BE—YEEHE
A RZFRN ZEG > N REREEEEMFIE RS -

[0004] il 55 75 (tamoxifen) {5 A 1Y /B 58 EL A A 43 0l S e 1 L 92
(BB {RE M BB R BRI FL o 2 M) R BRI R 2 e R 5 - B
FEBE & ORAM A E S 2B AR A RERIEMN - fl0meE &7 45
TEAR - B BVEIAL e A FEIE R D FEIE © BENRTEE AR A5 5 50A
ZIERE o BEAh > REZ PRI R E S RA L RS BUERH Y2 A RE - B
30-50% 2 A RER ALY HRIA -

[0005] EL&fRd 15 THIEEERP4S0 (CYP)ZEE n[ ER fh 55 75
2 HEEREYIN Z & 55 (endoxifen) Z B (LK - H M S E 53R Il
v hn ¥ 82 %) ~ $i1 1k (Dickschen 2% A > Front Pharmacol. 2012 ; 3: 92.

y\
e
aaop

PMCID: PMC3357105) - 324 &1k » B4 ML 7488 140{fCYP2D6. %
i BB - xS 2 RE8 0 BLRTE NG 2 & M R B R R A B« BT
ZEMERZAE - oS —(EHE S B R EFRAAE F 2 — ¢ M3ER
%85 a ' /0130 nM 2 g CHAL(PM) 1 R ACH A M) ~ PR Y
(EM) BB HRAH B (UM) » LR BLER % E5 2 & 881k - 41 > CYP
BERA 2 B R T2 BB — SRR ER M HEE S AL 55

[0006] [Nt > IEASEE T EE S BERYLUEEAE L5
R EE (R &t 558 2% (Lazzeroni M% A Breast Cancer Res. 20124E10
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H29H 5 14(5):214) Rt 525 55 2 &MY I 3E & 75 (afimoxifene) (£
HEBRHEFMZE 7,485,623 5% 1 2 7,507,769 5% ; % 7,704,516 5% ; =
7,786,1725% ; 5£7,968,5325% ; % 258,048,927 9% ; Mansel RZ A Breast
Cancer Res Treat. 2007 & 12 A  106(3):389-97. PubMed PMID:
17351746 ; Rouanet PZ A > J ClinOncol. 2005FE5H1H  23(13):2980-
7. PubMed PMID: 15860853) « R EH (£ FUS9333190 ; EEHEHF|5E
9,220,680 5% ; £ 9,090,640 5% ; K =F 9,200,045 3% ; £ B 2 F FE F
2009/0291134 5% & 55 US20100112041 55) R KT £ (2 A EHH M F
8,063,2495% ; EE/AFFESE 2015/00803395% & 552014/0193334) 5% - &L
B2 (2)-HNEE S BRAEEMEE S ZERRNEE 2 BEE ST -

[0007] @RERNZE 5 2 MEEE REGKRE (H14 - 2 AFauqF
A » Bioorganic & Medicinal Chemistry Letters. 20 (2010) 3036 - 3038 ;
StearnsZE A_ > J. Natl. Cancer Inst. 5895% » =£23Hf » 2003 ; EFH A \FHE
5 2009/02911349% K2 5£2010/01120415% ; Clinical Trials Gov. {3 5 4R
g8 NCTO01273168 2 NCT02311933 ; GoetzZ A > 2015, San Antonio
Cancer Symposium ; Ahmad % A - Clinical Pharmacology &
Therapeutics. 88(6) 814-817, 2010 ; kJ Clin. Oncol. 30, 2012 (3gH] ; ##
B13089) ; Ahmad= A > Breast Cancer Research and Treatment 2010,
122, 579-584) R/ sE N E X1 H BRI B E 2 54 5 - (B FY AR IE IR
KB TRPG R BV HL 5 R AR TR i (i BHES B2 I fiE 0 &) B 5 AT
RFAEAR e < BEEFTK -
[HHNE]

[0008]) AZEHA#E i+ HE IR IE 9 Ko/ s TR B (OB M AL 5 e A B
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BUREMNEE)WE LM EY R ITEAKBERALTENR - AR EEET - A%
HIEHEIEZ-REE 7 HE - N2 55 2ERME s ZHaeY) 28
AL B A BOREY T 7A o ALFERRGE T AR LA 25 55 2 B GG &
B AR A S R EOE R > TR RIS B 2 AR A R R R e 1k
1R %S -

[0009] fefiErefiod > AZHEMRGESAANEEY 26T

HEY)
Je
|
DRI
HO o0 " "Me

Z () e

[0010] fHE—E&EEHF - dHeaW T E£/DI0EE DR ZAAMEEY)
HR)-REY) - £ —BEHEH T - SGHRAEGRADEE 2T - &5
IZ R B E R xS G K E S B ZE B 2 4£16.8 £ 0.3° ~ 17.1 £ 0.3°21.8
+ 0.3° 20 2 F > RABERE—FTaS2/V0—(HEEH16.0 £ 0.3° - 18.8
+ 0.3°526.5 £ 0.3° 20 Z1& - fE— S FHHI T - xH G RKEH B i —
THaEe/b—@EH12.3 £ 0.3°~28.0 £ 0.3°529.0 £ 0.3° 2071 - x5&f
M REFEZE T E—PEEHE12.3 £ 0.3°16.0 £ 0.3°~ 18.8 + 0.3° -
26.5 £ 0.3° ~ 28.0 + 0.3° 5 29.0 + 0.3° 20fZ Z & - f£— L EFHEplI+ > &5 5%
BT R I x A G RS E EEE ENEIsE 10 Al - &P
RKINIOEER ~ ISEHERHIIEE % 2 AL EY) ] F4EFH AT - f—1L
HhiplT - dHEYEE0.01 mgE200 mgdEF M - HI41491 mg ~ 2 mg ~ 4
mg ~ 6 mg ~ 10 mga20 mg4d 5 AT -

54 HEWREAD)
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[0011] FE—SFEHI+ - dHe¥Ea="JID{LaY) 2 (BE)-2#EY)
K(Z2)- 1Y) » BIZEEFR 7209813 2’ » Flangy1.1 o {1 — 5 5 i
F1 G FE AR B &Y TP 2T o & &R R 0T A0 7 x ST 4 K 4%
HEZEETET.0 £ 0.3°11.9 + 0.3° - 14.0 + 0.3°F18.4 + 0.3° 20/~
Fig - REFEE—-FEEE22.0 £ 0.3° 20/ L1§ - fE—LEFHHIF > x
WM RKENEFE—FPEEED—@HEH6.6 £ 0.3° - 13.3 + 0.3° K
20.0 + 0.3° 20,710 - xGF 458 RS B Z 0 — S @A 1E6.6 + 0.3° + 13.3
+0.3°~20.0 + 0.3°%22.0 + 0.3° 20 7 & - £ —EHEEIF > 455801
R BAE XS G RN E X EE FOE 1B 129 AT - SHEY TR
TROOEE % ~ ISEHE XHNIIE & % 2 A L&Y o] Fy4h &30 - ff—ik
gHiapl+ > dHEPE320.01 mgE200 mg&E R - Hl401&J1 mg ~ 2 mg
4 mg > 6 mg ~ 10 mg=(20 mgdE &7 AT -

[0012] FE—EFEHI+ - dHePEa=0ID{LaY) Z(BE)-Z#EY)
K (Z)-BREY) » BIZEEHR A 720.9811.3 2R » fla4g1.1 o 1F — & B i
o GG EAGNAMLEY) 2P T o & &5 AT BB AE i x T 8285 K
EREZEAAIE11.9 £ 0.3° 13,9 £ 0.3° ~ 17.1 # 0.3° K 17.7 + 0.3° 26/&
ZEE > REAENE—-FEE(E25.3 £ 0.3° 208 21 o {&— L F i
o xF @M RENEEE-TEEEV—EEH18.2 £ 0.3° 225
0.3°F26.8 + 0.3° 207 1% - xHf G K EHNBE E 0 #E—H B E18.2 +
0.3°~22.5 #+ 0.3°~ 25.3 + 0.3°F26.8 + 0.3° 20/ & - & — LB FE
o R FrEUE R xS & KRGS B X HE LOE 13F M - A&
YIERKINI0OEED ~ ISEEPIIEE % 2 R ADNLEY) 1] R4 H AT -

FE—EERA T - HEVEZ0.01 mgE200 mgid F AL - Hl41£71 mg

I+

55 HEEWRAD)
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2mg-~4mg-6mg- 10 mgE20 mgsh 5 BITIT -
[0013] frXdoheirdr » ARG & B 48 b 2 2 S ik

BhcBada? HzdaeaaldIDbaY & RE - KEFHEEY)
AEERAC D ~ JRKRS - BEECEE NIELS - A —SE AT - EE
VIR AP DAsE R ~ B AIE R - BRSO AAEORE - £—58F
FEBI - K EVaR Z(ERE T N2 E 5 - =E 530/ £ 60
N2 e BEAIDEEY) 2 & &I 28 &Y a] &R EC A R LUE 78 5
B~ Ba B BTN - AR - LERIGTR] « RS 2 A 5 R B
LR B R AL ORI - e —EHHEH T - mERREE Y LUER
STV ([ Ae < R MR FL B E ~ BRI EEERER & -

[0014] feXiefefxd - AFIEMHEEOHEY) - HEsFHEAR
Bl mgF200 mg 2B ALY cE&REZEEY) > HARKEA
FE AR HPEOEEY 28 H R (E R P 2R

ETE2IRNZRZE > ZIBREMAE S E
725 nMZ£300 nME BN 2N 55 ZIBRMTE &

RI30 nMZNZE 7 2 IBEEMATZ &

R ER2EI0NFNZN L & 2R KMTEE © 2

HARMEE -

[0015) fE—E£FHEHF  EEEAAUDEEVZERE ZEEY
AR RS 2 N 25 25 1Y 139 2F = R 40/ NS 2255/ g Z ] - AL — 28
BhapT - HeV#Eic R ERE - BEERARE - BAEE - LER
EE R ~ EEREN B R R B BRI E - A —EEEH T - HeY

he/b4a0% ~ £2/050% ~ £2/060% ~ £/070% ~ £/080%2 £/190% ~ R

- e

6 HEEWHREHAS)
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ZE B TRER - E-EERA T > BedID{tezE&R ZHE
VIR N2 & 5 Z /M 2 R iR 55 K 2 P35 #h 4R T E 8 (AU Couinr) 55200
hr*ng/mL % 10000 hr*ng/mL - 300 hr*ng/mL % 8000 hr*ng/mL ~ 400
hr*ng/mLZ 6000 hr*ng/mL5%700 hr*ng/mLZ 6000 hr*ng/mL -

[0016] Feftibfeird - AFHEMRGFEAFTRELMERZ L - Z
AEEREREAGEAMN e ZERE ZHEY) - L — L' TP
o ERREABERAENEILBIRIE « BRI A B ERE S E BRI

BHHZERT o BERAEERL R E SRR (R M R E A & BT
AFRE ~ 4 ~ BA - JREAEEEE - JRIADVNERIE A - AREE
S~ BT-2CFUE ~ DCIS ~ LCIS ~ #LE ~ FRVE - B RVE -8 1R RE %
Bf(McCune-Albright Syndrome) ~ TEHWNEE ~ NEE - TEE - TEH
B REESONEE - ST+ > FEREBArYIRELERETX
AESR B AR B T - (@8] 8A 2 E 5 H#a St =& 5 ik
WA MFEME AL BRE SR R (GE I EERE - £—EFHAF - Ffgfk
AR A8 5 B R DL T 4 k2 BF 2 SSRIZEYEIF © PHELE M (citalopram)
fi¢ 3y (escitalopram) ~ & 75T (fluoxetine) ~ THZEPE )T (paroxetine) ~ <&
Hi R (sertraline) & 4E 1 /- i (vilazodone) o

[0017) EEBEN AT LE—FT HeW 85001 mge
200 mg (Z2)-RZE 5 - A£E—LEHEP T > [iREHZALY] mg ~ 2 mg -
4 mg > 6 mg ~ 10 mgsi20 mg (2)-NZE 5 - L —EFHEHIF - #EAEFH

%37 BRERMEEEART30 oM - RE G5 ZRERMESETEEY

R ZTE2VNEZERL - fE—EHEH T - ZERZE

H—
2B IR ERE YR 2N 2 10/ B4R 2 8/ N B A -

57 HEGEWHHRAD)
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[0018] fefdoresedr » AHEMIGHEERABAICE L FIK
iE -~ BERMRFENEEIEERER BN B B T Z#RRR 5k
A ERAg e EEY &R ENESY)  HP ey 2 i
245

A B2 1% 30 /Ny 2 60/ 8 [B N AL [ fe of N2 85 2 Z T %
i

LR BG4/ N £/ NI BN L ZEBIN 2 5 5 L i K
CIIE4

RI30 nMZNZE 5 2 IREMBEZE -

[0019]) fE—SEEHEMI T > BERMHEVERL B IR E MO R IR AR
EIREHEEE LA T B ¢ B BIRE ~ 4 ~ £A - JEiAEE
WA~ JREREDNEERIG A - FUBRE I ~ B 2CHUE ~ DCIS -~ LCIS »
AR FAVE > BHE-EORKRERE - TENEE - NEE - T8
B~ TESE - BEEMMNEE -

[0020] HEEBRER AT ZE—FF  HEVITHEEZ0.01 mgE
200 mg (Z2)-NZE 55 - fE—SEHRH T > (AR EL1 mg - 2 mg -~ 4
mg ~ 6 mg * 10 mg=20 mg (Z2)-WNZE 75 - NLE 5 2/ LR RETE A

Z 4R T EIFE (AUCo-inr) 1] /200 hr*ng/mL % 10000 hr*ng/mL ~ 300

h
i

E)

Pl

hr*ng/mL % 8000 hr*ng/mL ~ 400 hr*ng/mL % 6000 hr*ng/mL =¢ 700
hr*ng/mL %6000 hr*ng/mL ° {£—SE Mo > sHEVIHEC HEEsER
B aB B GEH] - B/ ABE - ERNGER - LR 2R 5 B sl B
BB E - F£—SFHAT > He¥d£040% - £2050% ~ £/060%

Z£/070% ~ £/V80% £ /V090% 2N % E ALk R - dHea?) &R —

5 8 HEEWREHH)

(C253475PA docx
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X ERWK - BRZX - GRIOK - BH—X - GERK - B -
BROA—X - GAMK - §A—X - GEE—7 - GAHA —AREE—
R EL o

[0021]) fF—fREBT » AREFEHEMLEIE(Z)- HA e HE 2 T
FaTeREy Ak HEELITHE  (a) (F(E)-REZESKZD)-REES 2
BE®) o IR T REFEZARADIEEY)

O
|
,U@:L,\,

KZHBE BRI TERERUERE—EHERBNE—EHRER > H
28 —RER 2 B/ZEE R EL(E)- R 2 725 Fo (Z)- A REY ZBIZEER
HEEE 2 /050% (2) REZEZ: (b) ##HEMmESE —REGEm A SE 5
HE-REXBEHE—EGH— S REE R EZHE AR ES
DRk sE 45 S ER RS K > g EREEH=90% (2)-RZ &
250 K(e) BN ESE SR EELZ HE AT EAS S E T EE —I

KL =4S i Efe - (T — gt - BFE—AH - B AT RS
ZAEIh AT — S EHTENNE 240 C 280 CHE N ZBFE -

[0022]) fE—dbRefEh - ASFIHEMABEELAIDEEY 2 &SR
T2 FaREy HZE > HEESLITHE @ (a) HE)-REES MZ)-RZE
HLRE WU TREZRAD LS

L

T

|
DRI
T S 0 S " e

x

8]
W EE—BESBERUPNE S S EERE N LPE
— B B/ZEE R BL(E)- R % B 35 R (2)- % 535 2 R &4 2 BIZH A E

59 HEWHRHAS)
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=mED50% (Z) RZE%  (b) BHRMES —BHREGER S 8EI 8 5%
—RRIGR B BB - REFE —BREZEHE BB ES S 0 P
PSR &R ERG KSE B  HP B _ERERHR=90% (2)-RZE 5 ¢
Ke(e) {55 465 B G 48 <2 B 55 = A B B 45 & B i e B — 2 2 R AT Bk
FZGERERE > HPE=EFRERAAADLEEY Z&EREL -

[0023] fEREeresedr » A IHEMRBE AT FAELE 25
ID{taV &R - AL —EFEA T > &R G{ADEEY 23
o fe—2ghaflt  EREGAAD Y 2B AL - fL—EEHEH F
& R UD(EEY) 2 =01 -

[0024] feln—REtk - ABWHEMLK L Fat Z(E)-RZE 5 K
(2)-WZE 5 ZReY ~ BNAIE &Y 6N HCIFHE H H FI8N NaOH
A

[0025) {5 —Refxd - L3 ERRORRY HAE— P RERHTE T
B S E (McMurry reaction) &% i1 gk B8 5 38 R K /B AL 5 1 1B B op (8
AADE &) (4-FEE TR B ) (4-(2-(H B g £ ) £ |5 R 5 ) FH I B P e
B E(E)-RZE 25 (Z)-IN 25 55 2R E VIR B (E)-N 555 K (Z)-

NZE 5 ZRaY  BEPFAAVEEYEAML TR ZERHE

&)

2T

=0 o

Bl

[0026] fE X —REtxd » T ERBCRRY A E—SEESRETET
MR AR R A L AR B T2 Re (B [4-[2-( W AR A L5 5
EIA4-EEFE)HEE « BIAOEEYEBHEALLE D E P2k B i
(Db > HfslEEWER I TERE

e

(S

5 10 HEEHIEREIE)
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[0027] AR HE RS (Z)-IN 2 & oy R HEE 2 T3 Ea[URHY
i REEUTEE () EE)-RPE S OD)-WRZE 5 ZREY - Bl
ML T RFRZAADEEY)

o

|
DRI
by e g e

EZHLRLESBRERUPRE -GRER A -EHEER > H
F1E — B ZE/ZEERB(E)- N2 & 55 M (2)-RZ & 55 LRGP ZE/ZEER
MHEE=m £ /030% (2) RZEZ (b)) FHRES — R EGE T FHIPAEL
IPA/PPW H 5 — BER Xt 4 B £ Pis — B0 R 5F — BER &K 2 5 IPAEY
IPA/PPW (1:1 v/V)E& & > P RE EREREE R > HPE2
GRERGR=90% (2)-RNZES - kb)) fEXES EREREZEH S
BEGHNERENREE - XU KB =GR ERE -

[0028] H—LEHA T > HEHFRELENE ZAXADEEY
(4-FLHETH) (4-(2-(FH B E) £ 5 75 ) W BE B 28 PN 4 & 2414 (B) - A
ZE 5 R(Z)-NZE 5 Ry  HzNAIDEEY) > HESLUTDE
EAADEEVEZFNEE(1:0.01 £ 1.5 w/wOLEFEA B (1:1£1:20
wt/wtHRZJE ¢ (b) FEEMEARIER(1:121:20 wo/wo) PR F kR (1:0.1%
1:12 wt/wt) K2R (1:0.01 £ 1:10 wt/wt) + K (c) D E(a) ZZADEE
YIE B (b) Z T ME A HIE R o 2 ek B8 e 38 JFUR S e LUE B (B) - IR 26 5 55 I

(2)-WNZE52Re?  HEPwywirHER2ADLEEY) -
[0029] fEEHAMEHE T - AR ZRERENTEZAADEEY)

11 HEETEREE)

(C253475PA docx
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(4-FCE TR (4-(2-(HH A A ) £ |8 A 7R AL HH i B 5 7Y il {8 & B 45 (E)- A
e K(2)-HEZE 5 ZREY) - BIRAIDEEY) - HESLITHE © (a)
EXAEEE A NEN(1:0.01 £ 1:5 wt/wtOFETHF (1:121:20 wt/wt)
R HE 5 (b) BLETHFE (1:1% 1:20 wt/wt) 1 2 TiCly (0.1 %4 wt/wt) & Zn
(0.01%F1:2 wt./wt) 5 F(c) {058 (a) 2 ANLE Y ELL BR(b) Z THF 1 2
TiCls R Zn [ JELATE R (B)-IR % & 55 R (Z)-RZ &5 2 /& » B H
wt/wtiBtH ¥ R ADEEY) -

[0030] fE—EEHEHIH - FEMAEFEARIERI(1:121:20 wt/wt)
FATH R HEAER(1:0.521:10 w/wt) E F5285(1:0.5£1:10 wt/wt)fif
(D EEYLHE AL R ADEEY R ELAADEEY) - Hfwt/wt
HFAEHERROLEEY)

[0031] fE—LFim@F - FEMAHTHFR 2 @ HEE1-A L8R
DIPEAfE (DL &P EHBAL U A D&Y R EHXADNEEY) -
HABEUTHE () fERMEEYEDIPEA (1:0.5%1:10 wt/wt){E THF
(1:20 wt/wt) 2 fE 5 (b) IRITAFBEL-R LB (1:0.5%1:10 wt./wt) 5 (c)
FIHEE M — 3 R(LT2E1:10 wt./wt) 5 (d) BELHEE(1: 12 1:5 wt/wt)/HCI
(1% 1:10 wt/wt)[Z i 5 F(e) FANaOH (1:1%1:10 wt/wt)sp 1 ; HH
wt/wtiptH ¥ R R DEEY) -

[0032] fESs—RefEd » REHEEFEME D) -REESBD-4%
% 0 B L- 7 g 1 19 B S M DATE RE(2)- IR 2 5 55 L- ) &) BEBR R B0(Z2)- A %
B D-fE i I B AR BS (2) - 25 25 ) a pE IR R Y 0% -

[0033] fEN—REEH - ASFIHEEME - FERWOAC A 2 A 2
F—BHE Z(D)-WEES - (B)-WHEES -~ ADEEY ~ RADEEY)

5 12 HEETEREE)

(C253475PA docx
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K HEHRIBEN - fEfRFERET - (2)-WEE S FimrRERE NMEE
2D H -

[0034]) frREEfefrd » AFHERREXADLEY) 2 & & 21T
sl T2 EaliREY 5% » HAEE (a) HE/Z-EEFR 11 7299:1£40:60 i [Z
NZ(E)-REES R Z)-WEESF ZERREEYE LM B (1:121:20
wt/wt) 126N HCL (1:1%1:5 wt/wt)ZJE ; (b) FI8N NaOH (1:1%1:20
wt/wt)FFI 5 (¢) HABAEERBFE—2HZ R () HABIEERIEFRE 28
EYEH—EEZ R 5 K(e) MU TINLEY) 4 & B TTEIIT 5 Hfrwt/wt
HAEER(E)-REE 5 K(2)-REZE 52 IBREY -

[0035) X —REET - REHEMEBBACM AR 2 E—F
Bl 8E8@)-REEFFMmELENHEEY - HaP & HECH N &
OO~ JE&HG - B REENIEZE - Ao &R ASER - BEASE
B~ BESAKEAKOEE - £ —SFEEAH > HEeW&HEEAR S
BEER - BBISBEASTER - BIEBE - IEERNGER - BRI EELTE
Pl e AL 2 R i B S FUAS IR % -

[0036]) FrFibfEixd - REHRERARESEYE N2 4
ey - E—BEY > ARWHEL  Heh 2 L40% - 2050% ~ £/D
60% ~ Z£/070% ~ £/080% - £/090% 7 R % &5 A1 s R 8 - &5 —5k
B REHIEM - HEYFT 2 RZE ST 2 P E R R EE
30/NEF 60/ NIFEIEIN - AE—EFHH T - RNZE S E S 2 P
THIL R B 40/ N 255 /NS EE N - 85— - AZEHEMR - 4
2 R g K 2 P9 & T E B (AUCo.inr) 5200 hr¥*ng/mL % 10000

hr*ng/mL ~ 300 hr*ng/mL % 8000 hr*ng/mL - 400 hr*ng/mL % 6000
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hr*ng/mLE{700 hr*ng/mLZ 6000 hr¥*ng/mL ©

[0037] fEs5—RefEd » ALHBEHEGEMFERE1 mgE200 mg
(2)-RZE 5w B DY - HAREREAEFEEZFEE - H
T EEY G HBEEAEFERTER © () ETE2IRNZRNZE S 212
RRMAE & E 5 5i(ii) /P25 nME300 nM#E BN 2 HLH 5 2 RRERMmEE
& (i) RP30 nMYREZES CBRERMFEEE 5 (v) £&BE2e
I0ONFFN RS ES 2R RIMFEEE  B(v) HEMEE - AFHINEE
it A RE (ST BEEY NG K TRV (E 88 2 3= A8 M L B R
i~ MEMREMEAETEEIRES _F -

[0038] fEH—RETF  AEHEMEEAFTE (|6 2 )7L » #%
FEEERABLHEOA IR ZE&OEEY) - £—SFEf+ > FEE
HMBZEEMEALFIRE - MEREEETEEREN _FEE N EH L 2
o LS EE A - R AR FL B R IE BOR R (KR M A TR B R E B
RYEA BRI ~ W4 - Z4 - JEIAIEE e - JEIAD NI & - FLAR
W~ BF2LFUE ~ DCIS ~ LCIS ~ #F ~ F3VE ~ BRE-ai R IR
EERE - TENER - WEE - 7EE  FESE  RBERSUMN2E -

[0039]) fE—tg)mpd - EREA YIS P EEE &
AR FZAESRNEAE BT -

[0040] fEHREEREH T » RBFHRE MR Z RN Z FIEFE A HE
BERRE - L —SFHOI4d - BEEERGRMES S E MU E S HitE
BEAS o AERELEHA T - (88 B A M EE 5 #Ie M Bt S S5 DL R K
FEME LB E B R M A TE IR IE - A HAE RO - BERREES
HAQ B 488 5 i DA N 4H B 2 B 2 SSRIZEY A B AT (HBE © PHEL RS - (%
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Gy~ EPECT ~ MHERTEIT ~ & AR R AL

[0041]) FE—REfE > AESIFREABIARE 2 ([Fig 2 HLE &
Z(2)-RZEH - L EERGIH o [ ERZIEE0.01 mgE200 mg (Z)-F
BES o T FEERAI T > EEFEKH] mg-2 mg -4 mg- 6 mg-~ 10
mgsi20 mg (Z)-N %55

[0042]) FE55—REEH  ASIEREMEEFER 2 HE > L
HEWE > ERBRTRSES ZBRMESE KN30 oM © £ —EFHEf)

T FHEVFE - RERZTEZ2I RN ZRRNZ 5 2RI E -
e

[e]

[e]

AY

2/NRF 22 107N B4 /Ny 22 8/ Ny Z i [B]AY

[0043] fE5—ReExh - AEHEMEFEERABRRENLABR
iE ~ R MO TE R e B B 7Y B HL 2 JEl e T 2 E RS HY 504 o
Z A AEEREEE(D)-REESEBEZE0HEEY) » HpHeaY 2k
BB ¢ (1) AEF B8 30/ N5 260/ 80 [B N AE (#1882 R % & 55 2 T 19
PR G (i1) A IR 4N E /NS FE N 2 R R B 2 ok AR
8 ZRE C K(il) K30 nMZREZESZIRRRIMEEE - R EEF
frep o E{EREICHL mg ~ 2 mg ~ 4 mg > 6 mg ~ 10 mg=(20 mg (2)-NZ &
oy e AR M E G T o S 2 T R ES R 2P 4R T R (AUCo.inr) 5
200 hr*ng/mLZ 10000 hr*ng/mL ~ 300 hr*ng/mL %8000 hr*ng/mL ~ 400
hr*ng/mL 26000 hr*ng/mLE;700 hr*ng/mLZ£ 6000 hr*ng/mL - {f—&F
Tl - dHEYIHREC RIS AR « IS EAMGER - BBEBE - ERK
JEH - EERNBEMGER NEERRZE - £ —SERHF - 2D

40% ~ £/050% ~ £/060% ~ £/070% ~ £/080% ~ £/090% 2 R % & 75
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FERG R o AL —EEEH T > HEVBR—X - BRWRX - BR=X
WX~ BE—R - BRWE—X - AKX

BRIUKX - BH—X - FH#
A=~ BFE—K ~ /A # A —KEL
R WHEMEFL B IR E RO R IR TR R E R B8 H I DA N aHRLZ B © B
YA BRIE ~ 4 - BA - JRMBEEE g - JEMAVNERIE A - LR
FESENN ~ BB 2CFE ~ DCIS ~ LCIS ~ & ~ B2VE - BERE - 0RRIE
fEf ~ TENERE - WEE - TBE - TESE - REEKINEE -
DASIRTTEBEA

[0044] ARHAE P ATIE K ZFTA AP ~ S5 5 B H a5 58 B DA
SR EOF AR - HfF AR FE 40 [5) Bt it B8 A1 3t 35 o i B — (a1
AR~ ERECERHFEZELSIH G OFA i -
GEEEGH D

[0045] ASEHH 2 e B E Be AL HY RS I HH af A e B o - 218
ok 2 L o R P A 58 B R B 2 sl BAME B e (9 2 1 SRR BH e B [ s o B 4
Hi B A SR UE 2 U B R > IR

[0046] M 1{(xéE Rl =5 EHNEE S R HAMHY 2 B ®RKE
HY MR BF - 4-FEEAM 555 55 2 MATR E M A O N- L R E M 55 55 2 R F
& > ErBREY ZEENH B ABED MmN EZRPISO 3A4
(CYP3A4) N-LHEALRIN-L HEMEE S > Z & MdIE@ EP450 2D6
(CYP2D6)FEAAL N Z & 25

[0047]) B2 R A SRR 25 7A8 2 (2)- A% 555 ey
RIS -

[0048] 3B NAER LKL mg - 2 mgsld mgH % & B

FE—>

1

=
WE
i
5
I
mmfa*}
=T
=
_E_.

/. [¢]
~

fEEm

=ANVAN
< /1

W

>:‘j
Ht
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BIRZEFINZEH 5 LR KIE S EOM)AYEHE -

[0049] B4ERIEFR IR KF2IRHALHAEK] mg ~ 2 mgsi4 mg
NEZESBESFEEINZS G ZRANME S ERRE - HEREHE
MBS )48 BUAE XD B HAPHEMIE RE (ng/mL)4g BAEY#E E -

[0050] BSETREFORCGEORMBEXE E2FEER)EF2IREM
ZRIEIECL mg ~ 2 mgEi4 mgN X & B RIGHFREKRANZ E 5 IR
2 EHRE - XEIHR AR TR ZRFE (B8R EF21R) HY§l A Ling/mL
KR PHMBFRE - £ B B0R 2R 5 G R 2 & — KU
R e AR IRE(FRREE L ORITHRENMBERLE S E - BBRAE
F R (B S IR L FE8R)FA H £ 7l R &S R H m (RIS 1 2% -

[0051) BE6FERIESRIRKF2IRMALHAEK] mg ~ 2 mgsi4 mg
% E o BRIGFRBRE P MEREZ (ng/mL) (R1E) -

[0052)] B7HERAESR IR KF2IRHALHAEK] mg ~ 2 mgsi4 mg
% E oy B R IGFRIBERE 2P MERE (ng/mL) CEREED -

[0053) B8 RAEH IR KF2IRMALHAIK] mg ~ 2 mgsi4 mg
e BEIGFEERE 2P HEMERE M) (&) -

[0054] E9%EXMDEEY 2P ALK BEFHYXRPDIE % -

[0055] E10% 85 IDEEY 2P ALK B EFHYXRPDIE % -

[0056] E11{4EHIDEEY) ALK 5 &G XRPDIE %

[0057) B 12{% 8 X AD{E & 2 F 112 £ 5 &5 #Y XRPD [E

~
~

A

A

A

v

[0058] M 134 8 (D {E& Y 2 I 2 £ 5 & 5 B XRPD [F

v
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(&1
XX SHE

[0059] AHHFEZEERF2017THEIH 11 H IR H 55 2 5= B B I 55
% 62/556,7995% ~ jR2017HF9 H 11 H iRt H 55 & = B R IF H 55 T 5
62/556,884 5% ~ 22018 F 1 H 31 HIZ HH H 55 < = B BRI HH 55 %5 5B
62/624,7875% K r201847 H 3 HEE i Hi 35 =~ S5 BRI BRI H1 55 22 55.62/693,885
FrH ML 0 HA2 S EUSIHAASEARF -

[0060] {HREEGHEMB(ILEY) - BRIESAER - TRIARHR
F 2 P il R BHER 1l 58 B A B hE A 35 BH P B A iy = 8 P B R A [5) 2

[0061] BRIk FTCSEHMARER L » BRIMASC AT AMTEE " —(
an) | K "#%  BEEERERERY -

[0062) A ATHfiosE "EME &R, ~ TEMRD
"APL -~ TEEW), ~ TUEMERE, ~ TUEMW, 3 TIAEE, U] g {E A
DIIE BB G Y o BEIEME L EY) o MBEE Y H 2 HAL R o (40 i
R HEE P2 BEENMEK - REBASHEZ EE AP R L
BT RE ] Ry AL — A~ O BORE 2 B IR M R - RS

ARBEEEE LEY R HE - AUEE R A o AT AN T E#EY
EHIRESARZE - JaR - BES ~ JEE R /BTET A S A B Y 2 B
W=7/

[0063) 40ASCRTA » TEEENRE ) GISTEUIREE 2% AR BE
A EE R T 2 RS EYRE o IR AT EE 2 B T FI R (Fm) i 5
B2 FMREE BV REOERERAIFR - DULEES -

(*11
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FEECE R {EAS -

[0064] WASCATHIfloRE " =& 25
TIHE)FERE]-NN-ZHE A - 55 5 A (15 E- RIEY)SE- £ i#
VIEZ-EigY) 2

[0065] 40ASCRTFIflasE "4-FEMEES, ~ "THIEES
"4-OHT , "] G H#{ER » HiE4-1-[4-12-(_HEEE) LREIFE]-2-F
ET-1-GE1ER - ARt EE 5 &M AE#HY) - 4-OHT i/ (R i5Z- 21
V)~ E-EEYEHEE -

[0066] 4ASCRTHIflIRE " REEZ ) B4 N-LHE-E
Hor o Hp EE 25 2 REEMEHY) -

[0067] EFEAFHFRK "(E&® (Bra=@ ~ HAD ~ AT
KAAEEY) 2GR BEIE A R ZA R/ baW 22 hE
R - LSRR eYER c WL RsE TEet, » TROEE
Py~ TRADEE? L ~ TRADEREY ) R TARAVEEY ) ZHR
BFEAIVEe? 2B AT NADEEY 2 -~ AdAVEa? 2
s ~ DB EP) .2l A e Ko/ BN A SR At 2 ) & i B B

[0068] flurE "&&&A, ~ "EEE, KT AT AT AR
EF - BHFRFERR M EEREOERE - SRIEfEaR eV 2 AE R
IR - BIRBIAD Z RS - RS EE - B BEREY - Ka?) - JEE
B2 R (BEEEAY) - B2 PR RIERELRIEGY) - K%L
BVEENFEEY &R RIEEE - BEGIOteam LR - B
%I B EEIEY) o Ke) - FRBRUEZ R (BIEEAKY) - B
B AR LA R HIR &) -

HI5(Z2)-2-[4-(1,2- 75 1-

P

N
M
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[0069] A g~ A {bEeEyEE—btHEELEFE{LaY
W R+ A LR - FfrZEiFEEAHEEEFFEEREA A
HBEBIWERFT - 200 s LA LARS] » sl ReEEmRALm > B
kEfZBEFEC - PCRC -

[0070) WA R HFHEMGEFAAMNE @&, ~ "T8F7, K
"ERE ) BRERENE - FREEY > BAYEREEINR S H 2R - dHEEE 7 B
JESER o WL flosE THEE &k TEE ) wEFEARGIMEMEE " ..
GHRK ) B TEAR EHLEHR -

[0071] ASCRTAMEE " HERE , BRigPl - N EF
EERA s &Y - HEa A Z/a%n] BtErDaR - Fla A T
B~ JEERI(PILEEE) ~ BUREE ~ Filt KEEWILE - & {RFELL
ER AR ZHEY Z HEHEY T - fEHEERBE - 525 - 805
B % ) B0AE BB AR & (B0 - A28 BB R & ) B FE VA R B B TR S
Bl o BB GY R EAERIA - izt "THERE ) K THE L HE ) Z(E
FH A FR 1 7] A 75 22 2 A8l B 15 B S P i &H & %) R PR B B /506 1R B e /54
EREY R - RZEIHHEY) o] {1 [0 A 7 2 2 (8 #S 1% B — B0 2 il TR 5 A K/
8RB K/ BOER 2 BT (HIA0 0 Z AT 1Sy ##(min) ~ 5 min ~ 15 min ~ 30
min ~ 45 min ~ 1/\#(h)~2h-4h~6h-8h-~10h~12h~24 h- 36
h~48h~72h~96 h~ 13(wk)~2 wk~3 wk~4 wk+5 wk+6 wk -8
wk ~ 12 wk ~ 6ff H(m) ~ 9 mEG14) ~ FHFEC 2 & (Fla0 - 2% 1575
(min) ~ 5 min ~ 15 min ~ 30 min ~ 45 min ~ /() ~2h-~4h-6h- 8
h~10h-12h-24h~36h~48h~72h~96 h~ 13 (wk)+ 2 wk * 3

wk >4 wk~5wk->6wk-8wk->12 wk ~ 6{F H(m) ~ 9 ma1F)RFEH - 4
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ASCHT A G RRIN AT (hfE B B — R B TR R (B 40 55 M T 51 BR ez
KB T LFE) Z(HREHY G -

[0072] A RTAfosE s ) B e HERES 2 Mmik - &
HAE > EMkEHEERESE B LMRANNEEREZNZES2E
Ko/ 8 n] BHBO G < ot A ERD - AT T mEERZE S AR
el MmN E S8  AEMEAGRE M - MEEHEmE
AT

[0073) AASCRTAflasE " AR ) B AR e aikix
EEFHZIPA -

[0074]) WA SCHTAflosh " B8 bl 2 ) B T S B[R

) BIEERSEECY) Z HAMR r HE B A B RE Ry A g EE R E AR
FEBIAEE ~ BEECRERIENYE ~ o V)si Al - Hal e < B
FREONBUR & B AL A B H Tt 2B 8888 (U.S. Pharmacopeia) BCH A 245
gegt RV (HE BERem S AR A -

[0075]) WA SCHTAflosh " B &8 bl 8, B0 T EE B
SHH B e 4 - S5 B o I A B i BRI A S I 2 — B SR L
YIRS EE E a2 Z Y8 - e PIEEER o BIalik RS B E RS ST ~ A
B - P - BREEYE -

[0076]) WASCFTRflosE " B8 balRiz 8 (i EER I
ALY R/ BOERE AN ~ RS -~ JERR SN » sHEREGES B) P AR B AT 2
ZARZFHLEVIRVEMEE (PIA0 - fE R SR S EES) - ALY
Z UEE ) AIOTAE B AR A R Rl o i H 2T B A SR e -

WA EEMEE R T RN - R - %

1

=
RSP

&
E;ﬁj
D
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C BEEE BRGNS CEEE _BE - BEW
(hydrabamine) - SR B E - BREED - RESFHEE - K2
FICE - ROKBEE - HuafRE - RN - HEMKE - HE
- ZhEIEEE IR R (R

- BRI RLED - MIBRED - tEASERED - TRERED - BEERED - 8-FE KRR
- REREERE B T R = L A b -

[0077) & B % Bt + 6§~ 2 5 il & (benzathine) - 7 17 5K M
(clemizole) ~ &% & KK (chloroprocaine) ~ fElm - A ~ MK -
LW mH K NEMEEE & & RN (procaine) ~ g1~ #7 g ~ #H -
B~ R o

[0078] W AHFEZHY » AR ELEY ZBHRIERH

RGBS EE AR o AT c JEREEE T2 2 BE R < B R T A (B
INHELIFE AL EE F Tz 2 (La) -
[0079]) WA FTHTEE " SEHEY) , BEfREMERI(HI0 - EMEE
SEAL GBSy - AP EATEMEEOE MBI (B0 - Bils) 2 4 & - TEimELE
THERIERSIN ~ ERNEEERSZ B EUs A RHEHEY) -

[0080) WASCHTA " WIRBE ) BRIBEEVGZ B 2 M EMHE
MEALBIRAE ~ R KRB M A JE R E B A I 2 —GUETRE o B B0 2%
ET R Fl R E 2 ALER R RS R L -

[0081]) 4IASCRTHIfraE " (EAS (subject) ; ~ THEFEH , ~ [ 281
E K U E#E (individual) § fEA S A g Bl AAGEH LB - #1
NE - HABYINEEREDEY (DI - 3 - ER=EEY (I RE
INED R EGEN (BI04 KR - BRIES AR - & AR AL B ] R E A

=
i
g
KE
2
Eét
=
i
N’
NG
=
£
5
=
i
S~
=t
=
=
KAl

g
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PER =t

[0082] WA FTAIflosE " M EEFEAM  BiEEEB 22K E
A MRS MmN 2 E5 28/ 30 aM (40 > /NjR20 nM -~ /]
1225 nMEUNFY30 nM) » AUASCFT R flasE T M EE RPN ) BRIE BT
M ©(a) e RPitE - BIEBIRBGH RS A2 A RE - Bi(b) BRI
M - BIAEI 96 R FE 1 55 5 55 8508 0 I E B B E LRI R 2 A8 HY
(G0 54t S SR M A R/ < A 02 A I FE(Minsun Chang. Biomol.
Ther. 20(3), 256-267 (2012)) - M EEF 5 LR RFMEAT R £3 mE1F £
MRS I0F 4 - A FTRMEE " 2RBMERZES &8 ) %1530
nM 21§ -

[0083) WA SCHATAflosE " HALKIAY (ke B (E F B ALK &2 4 (H
RS VE BB AL - BB A&t B ULELANE 8RR ZTHE
EHEMYE DR EE B EERIPR o

[0084] WihllERfE » ANSIH 2 EMBEEFEEREELERSE
ZFAE > Bl FrPl 8 2 s ERRSE ZE ZBENMA TEZESHE
w0 A E A HH ER ZE T B MR 20 - P o B 2 4% B B B 5 A e i [ PN I )
WILHE - BHINE > BRESRENA RS BRI 1%250% - AlFE40
2% £40% ~ 10% £30%21 % £ 3% FE B A HMEI L ASRHE T - JRNE
HAE > BREER 2R AR B E 01 mgei10 mg) > AEAETE10%
AL ER/RI—EH > 20% 2T IURE EAEFEEX10% - X—86] > &
A1 10210: 1 2 BB > AIEAHERERMNEEW1:9%9:1 ~ 1:8%8:1 ~ 1:17H
7:1~ 1:626:1 ~ 1:52£5:1 ~ 1:4%4:1 ~ 1:3£3:1 ~ 1:282:1 ~ 111 5£2:15

25EISFER - BEFE-EHEERNZEN - BRIESFHET - SAIES
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V2 oy Bl oy BB P R— R ZEERER

[0085) FRIESSARHE L T XHBETE - & RIASCFI 2 FrA U5
EEAMEMBEERXFER - FRIESINER - & RHER RATH E BIECE B
MEEE (B - T O R T EEAOIEER ) ) fE R S MRS I BN B
AR E N LR - ARHE T RS B ER R~ ER R E
TR R AERE B N A SR A SR IHE R (RO Y -

[0086] 4ASCRTAIfrsE " MEMBILAFRIE,) ~ T BERKENE
AEERE ) P BERREEALEREEBRE ) S8 BREREEJER
BRI ) B 7 B2 [ AR v M O 32 BT M8 22 & 2 M A B HL R B 4T L
BECETEE R EMEE)VRE - AR ZEG M (ER+) /5B Z2HH 7
2 7 M (PRHIFIE LR E > BIAALBIRE ~ TENBEEAE - 72 S
BORHEFEIBE -  ZEERERETBEAEREE  WEE - TEH
B TEE - REERIMNEE - MrsE T MEBEMEERE ) KT BERZE
MRBEAE o =] G A DU B R R E - o F W E 1] R S8 e 3%
R VAL 97 (DI A0 At 51 R Je B AR E > B A0 3R - R REE MR
K A FE IE R E AL AR (DA B R - ne R [RE B - A GNASE N &S
SHEZWE > He B8 » KERE TEERR (NI  HEEAE
B EEREERE@EEDES(—ERIEZFLEELSRE AR ZRA
o) AEET L FRE M T E R RAR I RE TUBE BAE LT IR E
PFPVE -

[0087) AUASCRATA] > " ALBIRIE o BEHL 5 & (] e 8 i ey 42
TBE o W] BIGTEME - JENIEM: - BYEECEMRY - A BIRIERMEILE
Z BRI (B - g ~ FLBRE R0 ~ BT FUE - AR R AL
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RUEAFFLEEFEEARYE A ~ 248 - EEHE - /NERY4E - SR
RIS 1 4 (ADH) K IR BRI/ NEE AR I 42 (ALH) - ADH R ALH & i IF 2
M o (B RTFE R FL I 2 W E

[0088] /5% & {545 8 Boifg (140 #. 5 X 48 1 52 fig ) i 71l < #.
FBIRE » HR W N SRR AR S 10 - BUFLE R AR K F 7AiM E
AR -AFEEENEEZRERE Y HIFE—AK - BE - CHHKDHE -
HAGAE 2B IIMEEEA T - L= 20723 2K E fh S R EH S 2
S EAEEIAF - HalE et S8 F 289 - HIEREMEEF HERE 2
A E TR BT AR A ot A KB I B < B4k -

[0089]) 3B+ 203 B S MLsl il 3L 55 4B 4 08 A4 (L FE B e 4) 2
& RAV B MR FIRN B iE AR 3B 2 HEAE AT A R 2 TR R 60%
£90% > fEF/VEDR B50%E60% 0 HAE50% 695 2 Bk & E70%
(Therapeutics and Clinical Risk Management 2011:7, 145 - 148) - {4
HEFZIAEETADERIANBTHER B2V A P2 F O FEEN
KRR 20 HUE - AT E 8 Ry 13 2 1455 (Tanner 3HJEC4H]) - B+
FLE A T O Ry e MR L e & B R+ -

[0090] pEAh > B FIELTE B ER (GIWaTF e - o
{EFLAFIR ~ B MR RS RE ~ HIRRR DhRE U E ~ B = 18) K AE &K FE K
A - EBERIR S BETE S M - AN BHE - BEY) (FIOH R
ZEYNEETUBEMIRE) B B T EE2% LB F L AIER - HA]
M HREEMERETOE - BHms » WRARIE B K
(bicalutamide)(—71E Y AERI VIR FE < FRE R HIER R ) 2 mE 72
BIERGE 2 HE KA F KR -
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[0091]) WASCRTA > T 348 ) BiEA.FHIME 2 (Er EEmERE - A
FEOTRERR N P AR TS EE - BiEE AT - FEIERE - JEEB I EE - B
RIREIE ~ J5 S0 nG B i R A i 2 PR B - S T - E Ok AL
B (BERRP) EE F L (DCIS) ~ /NEF A5 (LCIS) ~ REM:(FURH
Me)/NEER (LC) ~ R EME (O EM)BEE R ADC) ~ MBI EEMIAE
(MIC) ~ ## R M2 % - ERGIE(ER+)FLE ~ ERE2M:(ER-)FLFE - HER2+3,
B = MEFL B (TNBC) ~ BREE M (BRI - AR BN - REAR
B AURME (B ERRE - FLEERE - NERE - (LA EUR LR - B
— MR B ERNCHE N RRENEERFEAEZREEY) -

[0092] DCIShRTE R IFZEIEAE - KA RAFEE 24BN
° {EDCISH - 4HAE R IER 2 BB BE 2 S E A E 2 A 4HE - 491/5
LA Bl yDCIS © LCISIRJERTE IRV RL « H o HE R (= BB MR iE 2 {5
IR o LCISTE A R i (B BN EE) FLE 2 &15% -

[0093] IDCHREEFRBIEAE - BEHEE  HEt—ELAlFE
BB AR RE A B ERAS - Q8210 EZ B MEAZFZ M
BE R o IDCHEE i iy U) b 488 R B A AOEHE « b (B2
EBLRE A Z AHE (B - B E 25 Rl 2 BR B4 (tratuzumab)) &8 H
AEBIDC « EHERE A4 cm - Rl v] E AR A A E UIBR iy -

[0094] ILCHRALHF Z/NEF#E HIZEFEHESZEE - &
1102 BEMEFLIRARILC o TLCAAREE 1 3l ) B 8 4H 45k R i 5 H8 A SRR 9%
BEAM - AR RE K R FIAE G (B0 - MBS 25 R ZERE ) &E FE
JEIRILC Z BRI REE -

[0095] & RMEABIEFTAIABE L N1%E3% - FHRMEAEF

T

5 26 HEEHIEREIE)
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FAMEE BT oMEE - MBS FELWRERR - 2B 5
f5 Al RE B 15 B KB B ~ MR B - FI(LERE » R ~ IR
BERAE—EER T Filoam s RMEAE -

[0096] W Z= 2885 1 (ERH) A 2 R B e B R m B 7
FEMER R Z /S - ER+EE AN 2 2 = B3 3R 2w AR A B OO 3= (K 1 B
MR BURMEFLRE) © FTIHE - e FLE Z80%{RER+FLJE - ER+¥LHE Z VG %

B AR TH BT MR R AL BRIP40 - i 5E 25

[0097] AU HEIN RIS (2)-INZ & 5 ki - (BE)-WN2E 5 K
(2)-WZE > ZREV(RIZEEY) B 2 fe E WBH AR AR -
AREHE—FHEANEEZ)-REESREBZEOHEY R EFRATE
28882 )70 o RBHINRMEREFTRERELILFHIE - MERBMNT
AIEE (R EM RS RER _E KGN H B T 2 MEae A
FrREMEERREAE(2)-WEE S B2 RGPS HE 2 & DE G2k

7 ik

>?<['

[0098] fE—REf > AZEHEAMANEERL EFFHE Z& O
G - REHEAEY T EEZRNZE S0 A@)-RZE S ~ (B)-REE 5>
sCHHE - AE—REET - ARHGRENEERE(D)-REE 5 rdtis <
e e

[0099] fe—REf T > AR HEIS (2)-IRZE 55 dEns
NZE 55 R(2)-NZE 5 ZREV(EIZ- R &) K HE 2 T3 Bl iUREy
Jik e Rt > T¥ KT A GEERE (D)-HNE & 5 ik
CBIZ-E BV RER ZGRTE o AR T RIS S
RRE(D)-NZE 5 eiklg - B/Z-BEGY HE ZE YR E -
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[0100] fEFELRefEd - RO (2)-W LB 55 Fin 2 &5 58
K (B)-N % &% K ZE S REY S ER 0 DU EE AR SRS
i C R E 5 2 BB EY) -
(2)- A EF R %

[0101) RZEF &k 25T HARENTH - flam - it
RNZE 5 R H gt 8 2 GRiB e < At LU § 0 2R E 5
9,333,1905%(Ahmad, Jina Pharmaceuticals) ;: WO 2008/070463 (Ahmad,

N
i

Jina Pharmaceuticals) ~ 3 B 2 B € &£ 2010/0112041 5E (Ahmad, Jina
Pharmaceuticals) ~ WO 2012/050263 (Ahmad, Jina Pharmaceuticals) -~
WO 2014/141292 (Desai, Intas Pharmaceuticals) ~ WO 2017/070651
(USA/Alchem Lab. Corp.) ; WO 2009/120999A2 (Kushner) -~ E[EHF|
8,063,2495% (Kushner, Olema Pharmaceuticals) -~ EFEE F|ZE 7,531,578
35 & 2 8,119,695 3% (Forman & Yu) &z WO 2012/050263 (Song, CJ
Cheiljedang Corp) °

[0102) REE 5 2 &R E 2 7 AREAEHRFT LT A6 -
(GauthierZ A > J. Org. Chem, 61, 3890 - 3893 (1996), Fauq= A -
Bioorg Med Chem Lett. 2010455155 ; 20(10):3036-3038) ; StearnsZf
A J. Natl. Cancer Inst. 5595%& > 5523Hf > 2003 ; JohnsonZf A\ -’ Breast
Cancer Research and Treatment. 85:151-159, 2004 ; Ogawa= A\ > Chem.
Pharm. Bull. 39, 911 - 916, 1991)  ZA1f > ¥ KM T2 Rk 2 8
EANFAERmE ZFK - BE@D)-RLEZ I d o R TELIN T LR
B 29— 25 [ ok Bl g
FHEL (2)-HEZEF BB E/K

5 28 HEHIEREIE)
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BRI
o 0
- ,/H\ et ? | ﬁ //u\\
Y 1 | ~"o7 e DIPEA, THF 7 1 o
O O T G Ho, MeOH HO o e
() (1I)
_J_;/—%Anﬁz L PN
0 Sy T3 L
” ]"} T “ 1. EtOAc, HCI ) ﬂ V
Zn, TiCly, THF Ho’j“\"j U\ 'l o H § Féﬁifﬁgj; HO”M /J 1 g /ﬁ .
Hae (2)-H % B 27(1V)
(E/Z)-|1X%% P21 >0 7
ZFEA

[0103] fE—REECTH > KFHGFANEEEE LA Z(D)-REE
SrEEER - B/Z-R S EHE 2 T2 BRIV % HEEEAOEE
Pil4-12-( “HEEE) LR EIFEIG-FEEFE)HE) (8 5 AstaTech
Pharmaceuticals, Inc., China) K HEALLAE A ADEEY) - HIL > f£—
BERAT > TEAESRENEEEA SR L HE R RE T2
B [4-[2-( AR A) L R B IR A1 (4- AR B H ) & H AR DUP R
AN EEDREFHNXADEEY) - BiE=NAEEY ~ (2)-RZ 555k
*B/Z-REVESHE 2 T ¥ B KRR AE 2 EERIED mgE1000
ke#i[ BN 2B Z AL HEEL -

[0104] fE—EFHAF - FBHENAEEY L HE(LE S ERE
A(EEYEHEAL - ZHECEGEAER B2 - BELHE
{EH < & P E FEN- BT I EE R (NIS) ~ 2 HEE AFs(PIa A H Bz 1- A L5
AN _RLME - ZFBR =240 - o-ALEEFKA(ACE-CD) ~ &H
i Z & EE(VO-C1) ~ JR{E & (BrCN : von BraunfZfE) ~ R _HE#k 24
g - ZALENE §5 K WL E o

[0105] fE—SEEHH T » SHEACEGEEBLL MEMR I Z R

5 29 HEEHIEREIE)
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HERlS - fHI1-R40E - AFBR A48 - fFEB =540 - fH#Ko-
A LBS(ACE-CY R BN LGB (VO-CD » ALEMETHE I - L HEACH
HEEMUTHEMIEHEZEANE AR fFK L > SIUEFHET-24
fg ~ 8B 240 - EFR="2LHBE K EAHKo- A LBE(ACE-C) » 1£
2O —EERAT - LHE(LHGATERL-RLE -

[0106] fE—EEHEHIF > LLL:0SELI0GEN 2 RMEEYE Lk
HH BB 2 wo/wibE 3R (5] SO HECR G 7 T iR 10 -5 B AR AR o A EL At & HE ()
o AHEAERGIL2 2 LS58HE N Z AWM e H A HELE Z R
(WUWOTFAE » AL 2D —@MEHE + > KHE(EFI B2 2 OEEYH
EHELB ZERWUWOFLL - L2 —FHEHAIF - LHELBHLL
1:33 2 A OMEEWH LR EEE Z EER(wiwOFAE - AL HAE A5
FHBEEFHEHE -2 40 GLL0SELI0EEN 2 RAOE &Y E L H
EAEE Z EER (WY WO FAE -

[0107] EHEACIERTE R L HEAL R E Z 1A IE B 3 1
BT Ziere TEIE - ZFEEER A g2 E - 84k &5 - 1
AL ~ &R - ZOM ~ L4-0ESE - F= T B HE(TBME) - UE bk
(THF) ~ N,N- - B EL B fig (DMF) ~ N-BHEL OIS 0 il (NMP) ~ ZH - H
Bt~ B EEGE ~ 1,2- “H S E LS (DME) ~ BEBE ~ NEH - 455 ~ 7~ 44f-
TUHHEE S FE-IEER  B-TIRER  TTHIER - Ol ROk - BRI
TR kR HA & - fE—RBEETF - T3 Ea ORIy A B S AN L HE
bz —sZREBEEARER - ALV BEEARER Z(w/w)EER
AELTELSOZEEN - A£—EFHAT - SHE(LBERHTHF - 2Dt
EYE THF Z EER(WUWOLE LT E 150 2 & E N » £ H AL E HE 65 > THF

% 30 HEHHRE)
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HUL1ZE 1208 E A Z WD EYH THF ZEER (WU WOTFAE ©

[0108] FEHAZIHHEY ZE T2 Ae B 15 ({E AR ) IR B B8 (B 40k
B #79 K T % 5 ) e ik B2 <2 B8 (B A0 O 8 80 S iR B2 |/ #) ~ BT R L Fk
RN N-RPAR > "DIPEA ) o fE—REET > L EHRUKHY
HEEERETZRULOSELIHEN (D EaYHE 282
wU/wWItE IR E R ER GV T - HE—SEHH T - B2 HA1:1:8.2
A EEPEE T 2R ZEERWUWHTFLE

[0109] FAE BEIE Rl & e & 5 Hh RE S i E 22 W E R i P A 38 B 2
LW EAC R 2 HAE T R E 5288 -

[0110] EHEACE - AREHEREZER RAMEEY A L
EAT KPR o BF—al B o] LU —RIEBL 2 TORE RN £ 3 B S g as §
AR -

(0111) fE—EFHHF - HDbePEAEE R ES - RHEF

NINIEYER WA THF K8 T2 f8DIPEA DUt L HAE R JE - HAAIE0
CE20C » Z&IRFI—HZHEEHE(LH - THFARLI1: 12 1:20 Z wt/wtth
KR H'E 7288 DIPEAALIT:0.5E 1110 Z wt/wtEE SRR I £ A H & AE
RigReyF > HiwywtipBERAMEEY - £—EEGHEA T - #<
BEY A2 REBENMT) 15T » 2188 —28%EEHEL

2 SERAEEME R T ~ PIAI{E | EE T B -

[0112] B[#£20°C £250°C ~ H4140C £80°C ~ 50°C £230C ~ 50
CZE120C K 150C £200°C & [E N LR E N INE— 2SR5 1A s Bl 4
2AMLEY » —HSEEAFELCEGIN > fEHER1-R4E) 2 ER
o) o AE—EEHEH T > AERDR T IR IR &) o ALHMERE AT - E

K{

o

HE
[

)

3

o> @ o

5 31 HEEHIEREIE)
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A (IMEEY L HEEK R E T2 88 K A DR (NLT) S/ ~ NLT 8/)

B ~ NLT 12/)NEf ~ NLT 24/0BF ~ NLT 36/ ~ NLT 48/NEf e NLT 72/7)

o HEE /D —(EEHEB T - R A EAEECR T IIFANLT 12/ » 5] frfF L

FFERIEVEERE—PEM - AL —EHHEH T - AR ER R R ER =
VUL AR R R T PREFFA BB 28 (NMT) 247186 -

[0113] w{E;R G VAL EE T &EA7 — B dm7s i - 25t 2] Al F R

B < AR (B0 LB LB ~ (RIREE CERFBIEE PIEEHEE - 28 ~ BN

BE R BWNER) ~ % > WA~ 4FF ~ B3R~ Z&8 B~ L.2- 2R8I A)

ENMT 100C ~ NMT 95C ~ NMT 90C ~ NMT 85C ~ NMT 80°C &kNMT

70C TEHE - AVE AR & R e E 5 b 2 o] F Y B 8 Z B NEEE

i -

lilg

(0114]) fEZ2/Db—@EHHI T > HRZRE BRI HHEE o (FRIER
HIMEE G > AR A] R AR > AL REE T AT 2 52 St 2% B

[0115]) BEE|(PIAHEE) Al Ligimzadl: 1 2 1108 E N 2D be
PIEE T Z (wt/w) PER RS 28

[0116] [E1& BRE M AL #H R AL [BUAR T DO EAEY [E] B (775 B9 o 7 0 R
GEUDIE eV BE 2 wy/witERAE 11 2 1105 B ) (R W BUE BI/BOE &
VIS KE - BR o] BRI H B - HCUARE N AR ERY 2B ZE B - BWHE
Bl/B R &) < JERHIMEE FI B fE FHEE/HCT ~ ZBF/HCL ~ NEE/HCT ~ 2N
A2/HC1 ~ HEE/biBE - HER/EE - JFF/0bk - JB3 /bt ~ WER/File ~ N
B /b ~ RNEE/WiEE - RWNEE/RRE - HEE/ L8R - LBF/ 40 - WEE/ L
i ~ ZNEE/ O - HEE/HEE - AB/HE - WEE/HE R ENE/HEE - 15
2O —EEHOIT - BH/ER G AT EE/6N HCI - {EBIERFITEE H -

\
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HEE/HCUR &) 2 HEE O DA1:3.2 2 R L & A B/ B R G 2 B
EEEYwt/wttb ZR A0 - i HEE/HCUR &) 2 HCIH] By 1:4 2 (DAL &P
AR RS 2 HCI wt/wtth 3 o L /D —(E E o > B EZ/6N
HCURE &WEHA L1 E1:10 ~ Flan1:1 £ 1558 N 2 RO &Y H HEZ/6N
HCIf wt/wtEE =R o

[0117]) ZE8%0{C R FEHNLT 5/8N6% « NLT 8/NE% ~ NLT 1071
B% ~ NLT 12/\6§ ~ NLT 14/865 o ZE8 01428 BENMT 70°C ~ NMT 75C -
NMT 80°C ~ NMT 85°C ~ NMT 90°C ENMT 90°C FE i -

[0118]) TI{RFFUGAFERIERGYEEHE S HH - (£ —LE
F1 o JEIRFERY RIS R R S PIE DR R T (RFEENMT 24/\8f

[0119] wTHFAIA(FAREACHI(NaOH) ~ S & Absx - A
P BE K s A0 BL3E) AN S SR &) 0 AR o BT RK ROR A (B0 2
LB (BtOAC)) Je ik AT S iR 8 LU B (4-FE A TR A (4-2-(H &g &) L5 5)
FE)HEE - BIRADEEY) -

[0120] A O] B 1:1 Z 1108 BN 2 O L& TR
wt/wWttb 3 o L — S B F > FAEIH 112 1108 E A 2 th3E 2 SNE A
L8l o FEHMBEROIF > FAFG12E 1:SHE N 2 th3 2 SNGF L -

[0121]) fES—EEF  BE@)-RL &5 EHER - B/Z-BE5YE
HE ~ T2 EROREY T AEE A bR 1215 wt/wt) KA BRI (F]
W LB ZFE(EtOAC) (1:0.5F 1:10 wt/wt) stk i# 8 E V1 (LB &Y 2

— WA AL > Hhwt/wiGBE R RNOLEY - (R H2E T i8R
Bf c MERE2SCEO0C 2 H#HEWN - 7 —SLFEHAIHF > 2R GARE
NMT 50C & -
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[0122] {55 —REH T » R ARE R RIS (Z)-R 25 55 e dE s
E/Z- B &Y R HE 2 T3 Ea KRRy 7% - HEaEAIDEEm&E2E
AR NE > DS RIE/ZREYI(RN - (B)-IRZE 55 K (Z2)- R 2% 5 25 e B i
Zge) o BEldID(EEY) -

[0123] 250 BN S e B B B0 L 555 25 (BOM S A EF R 56
1681755%) » AR T3 LI URHY 574 » H PR w B e
bk (Pansk < BAEE (BT - =F bk K PUEAESK(TiCls))) K ig R
Bl BALE A BB P EAADEE P (4-FEEE TR (4-2-(HEEE) &
SE)FE)HHEENFME > DIPlkEAIDL &Y ZE/ZESY) -

[0124] "THR A 2 8L 88 A & s bk (121 = ZAE R (TiCls) »
U@L #R(TiCly) ~ BEfEsk ~ ‘R bk K& Lk ~ RN AL =R bskAV) K
RNFEEL - E—EEHAIP > sKEATIClL o KB (PI0TiCL)HLI1:0.1
Z1:128E N 2 A EaPrE sk 2 wi/wiEE SRR -

[0125]) ZEFEEIGESE ~ 25 - ¢/l - g6~ 20~ 85~ 80 85 - &~ -3
{&(zinc-copper couple) ~ /& i + /& - T &#H - G bl - £
2O —EHERAF > BEEGE R BE S ARER0. 12110 &
N Z R AIMEEVE B R A 2 wt/wibE 2Ry 38 [F B (B0 58 R E i - £
— AT o BER Z LERE A E -

[0126] ZHEBE SR AL~ EELEARERTE - \THR
R B e Z B AR ERE _ Wk - “845E - &5 - WE(E
i~ B LW L4- TR - 5B =T & BB (TBME) ~ DU BRI
(THF) ~ N,N- - B EL B fig (DMF) ~ N-BHEL OIS 0 il (NMP) ~ ZH - H

5 34 HEEPIEREIE)
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Bt ~ B ASHRE ~ 1,2- “HEE ZHE(DME) ~ BEBE ~ NEE - 2/ ~ &~ 46-
TORGE  RH-CTHGE B THZE - THSE - Of o RO B i
TR kR A G - A —EERmOIF - BEARARGEL 12 1:508%
BN AN AW EER 2 wt/wtbb 3« fE HAMEHEFIF - HHA RE
FHAE LT E 1208 BN 2 D&Y EIE R < wt/wtth 3 o fF— 5 i
o AR B S JE B A A B{(A THF « £ — g+ - THF %
FELTE 1208 BN 2 SNADL &Y THF 2 wt/welh 3 -

[0127] A Fih & GF 15 1A A B 2 ok 58 012 R B DL A& k7R
Yy o 1a B IR R AF A RSB RS 2 RS R FF N EURE A
NMT 75°C ~ ffI#INMT 65°C ~ NMT 55°C ~ NMT 45°C ~ NMT 40°C -
NMT 35°C ~ NMT 30°C ~ NMT 25°C ~ NMT 20°C ENMT 15C - K}t > &
OFE A AT o 2 Sk R B R DU TR Y) - I — '+ o &0f
Zn ~ TiCly & THF DL 4 R Zn/TiCl/ THEE &Y - L&/ —@EmEI+E > [
Zn THFHRINTiICLADE & » frEFNERENMT 20°C ZENLT 10 min -

[0128] EMEHA M AR L8 5 B [RE 2 8l o — S B SR 1Bk
AT 2 SRE R R N E 20°C £250°C ~ f4040°C £80C ~ 50T
Z230°C ~ 50°C £120°C K 150C E£200°C# BN 2B o {F — 15 i {7
F1 o JANLT 60°C T Hn#E A AR R FEE < sKE B R R - ff— 8% F
T B - A5 A A T o e R SR R B — B & AL R T I EVE
MR AR T 2 K8 B R o MR T (BHOENEE TR A
P IA T 2 $K 0 R R TR B AR B0 T A BANLT 30 min - BIZINLT 1/8EF
NLT 2/\H§ ~ NLT 4/\8%F ~ NLT 6/)8NHF &ZNLT 8/NBF

[0129] 7R AR & 2 ADL &Y BE 1A 1 E B (B 40 THF &

35 HEWHRE)

(C253475PA docx
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FANE BFEREXAMEE Y BTERE & <8 FEE /KI5 FE &%) (F140
Zn/TiCl/THF R &) S g » DIER(E)-INZ 5255 R(Z)-INZ &5 ZRE
) BINAIDEEY) - KANE T LA1:0.01 Z 5@ BN 2 RADE &Y 7K
A < wt/wtEEFRAR 0 - B ARAERI ] K11 21208 BN 2 ADEE
VIR 2 wt/wtEE SR o (5 B (a) 2 SNADE &) B 8K B R & JR B A A 1%
BEI R AERDR T R FENLT 0.5/N8F ~ NLT 1/hBf ~ NLT 2/)8EF ~ NLT 4/
% ~ NLT 6/NBF ~ NLT 8/NB% ~ NLT 12/)8NBF ~ NLT 24/8B% &ZNLT 48/)
R - £ 20— (BB T - EX A S THE 528 W fil V& & 30 7 fE Y
Zn ~ TiCly ~ THF Z FEJEP) W AE B T ANEANLT 2/ £ 55 — & Hi A
oo 5= AD b & ¥ B THF & 28 N B R & 3l S B ple 40 B SR it 2
Zn/THF/TiCLLE &P AE [OR N IIEANLT 8N - ER(ERIEREY <
AlZ20TC £35C -

[0130] RIEREYT (BE)-N%E 5 K(Z)- B REYIEE
Al AL~ ARG S  URHIE)-REZE5 REZ)-RE2E 5 24
fLREY) - AT REMEA IS E (B4 THF & Me THF ) £ BUBGEE H (7 £ 1
BREV)F R IamEz - fibsz - B - SR ) AEEE AR
BE(HI 0 THF f MeTHF) Z2 B (i S JER &) 1 (B)-IA 2 555 R (2)-H % 5
oy LR EE sz ZEAE -

[0131) FE—EFiH+ - HEALs#(BIm25% Z b#E(1:1£1:30
wt/wt) ~ ~F AW (Celite®) R (1:0.01 £ 1:5 wt/wt) K /5% 75 5| (5] 40 THF
(LL1TE1:10 w/w) ZEM N ERSY)— 0 F R o AEHME AT - FHixER
#H1(K.CO3) (1 4140% K>CO5 (1:1 £ 1:10 wt/wt)) &z MeTHF (1:1 % 1:10
wt/wt) ZZ U JER &) — B E R » £ —ELF i HF - =] — 25 fJNaOH

A
RS

% 36 HEWHRE)
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(BI40IN NaOH (1:1%£1:20 wt/wt))ZZHE/Z)& &)  1E 2 /D — (& & Jiti (71
1> NaCl (1:0.1%1:0.5 wt/wt) T30 2 IN NaOHAF FH A ZE U B o

[0132] fE—LEFHEfHIG » 5] & —F HTHFE(Me THFZ2 I X fE)R &
V)—8 R - fER/D—HEHRAIF > FIMeTHFZI K JEREYI3REFE XL
K o HEFHCEHEMeTHFE AME N (BE)-WEL 5 K(D)-REE5 2 8G
V)2 B0V ER - (EMB RIS ER 2 (2)-REE 5 K(E)-REZE5 2 41k
wBay o w2 —MEERG F - S H20% /L (1:121:10
wt/wOZEFUR &Y -

[0133]) KRIEREYI RT3 T K& 22 2 St BB AT & F @ B IS K

(B0 L8 Z s ~ TPARIPA/PPW CHHEHYZIDEEY) > 1I1E1:10 wt/wi)

45°C ~ NMT 50°C ~ NMT 55°C -~ NMT 60°C ~ NMT 65°C ~ NMT 70C -
NMT 75°C ~ NMT 80°C RNMT 90°C T &l - H )& - B8 EY o] 15
B (B0 EtOAc ~ TPA ~ IPA/PPW B IF B 8 ) e ik HL B 18 F 45 & £ 4 (B30
EtOAc/IEBEE(1:2 v/v)EIPA/TEBEGE(1:2.7 v/v))PAL:1 2 1: 2081 B N 2 5
(ID{E& P ¥ EtOAc/ IE BE g B IPA/ TE BE e 2 wt/welbE 3R &8 5 > B (1207
NMT 60°C TEzlE » LIBEN(E)-R 25255 R (Z2)-TN 2% 8 75 T B i < 45 & [
fREEY)  BIENAMEEY) -

[0134] £ X —REEET - RGN ISR PEE/ZIE R KLY
1:1 (45:55%855:45) 2 B/Z- S8 2 T¥ E ORI A - oA #EEH K IE
e HP A A A0 b SR M 2R e A 2 o L 2 S R A 1 M R A R (1
L 2B F eI (E&EY) - NANEEY ZE/ZEEFR 599:1%60:40

5 37 HEEHIEREIE)
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HE40C E8SCHIBEN ZRE T RAREGY - i —HLHEmbI+ » fRE
NMT 75C T REEGYE ZREETS vol - KERESYINNEEDR A% %
AlZE40C L2600 CHEBNZORE - fE—ELEHOIH - FRSY ZRE LA
£50+5C - HELEEYFEERINRXADLEYE IEFEK 2 EREL: 1R
L20# BN 2 IEBEGE - R AKOR S 28l £0£5C » W RGN
0+5°C THEFENLT 0.5/NBF > IZONLT 1/8B% ~ NLT 2/8NBF ~ NLT 4/8B -
NLT 8/]NEF ~ NLT 12/NIFEGNLT 24/0F » W] RERE & Y728 08 B =01k
GYIH LB LB/ IR B 2 wt/wtEtE SRAE 11 2 L1 0FE N 2 LB LR/ IR BE
BE(1:2 vIv) BN « STIE R T 2R S » DA FIE/Z-LE R & 11 2 E/Z-
R E5REY - AE30CETOCHENRE T ERZE - £ —%F
HEB > FEJRBE SR E ZE T HANMT 60°C Tz R et » LB FIE/Z-LER B
1:1 (45:55%55:45) 2 BIZ-RE 3588 -

[0135] fEX—RefEr » mE—F4LREENFIEHEAMDLE
YIDVEIS A F Rl 2 B Ra 2 (2)-RE &5 -
(2)- A% EF it R4

[0136] fEX—REfET » KEWPGEHANENEE KA LEED)-K
%85 < T3 BRI 7% - (D)-HEESF 2 T¥E EA RN E
R B MRS AT R E I T L PR3 2 A H BRI - 2 - 4
RO MR E i o RNy B4 R 2 (B)-HE &5 R (D)-REEF 2
IR E Y o R ERIB/ZEL3 » §140 » B/ZLEF(E99: 1 £ 1108 BN - 11
— S Fh G F o HIRE)/(2)-WZE 5 R &Y L BIZ-tE#F41E30:70£70:30
WEN - ST T REEN(Z)-BHEEFREY ZE/Z-LERIE
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E/Z-FE3{%51:1 ~ 1:1.8501:5.6 ¢

[0137) E/Z-R&Y) AR b priER 2 AD(EEY) » B
BB EACRRY(BI40 - 2K 5 Sigma-Aldrich)  fE(E)-R % &5 R (Z2)-REE
SZREVI(RIZ-ESYNEZ RS VESE - ERERBREED)-K
ZESREB(EO DSk - (EHEMERS S5 R ETTEM ZH
—BEIE S RES  FRO)-FEEFEERETRET - HEE 5
Tl BN 2 &5 Ry 1% > BEBE(EARMN LK LE - 2
NEE -~ RNEE/PPW ~ ZRE ~ ZR5/PPWR & - fF—HLEHI+ » 5
— BB G LB LHE - FB—EE (P28 2B HL 1T Z 1208 BN 2 =X
(D&Y EE— AR wt/wtth FRID - £ — S F A+ - KXADL
EWBRPNE BB T > BB ES0C £80°C#HEWN X RE I A4 &
NMT 35°C o

[0138) ELE A#hE3R - SREW 2 B (LR E)- W%

% g5 2 AL - AL > E— SR EET - HXADEEYH

& F s R A -

[0139) (ERIERRGIMEE D] » B H R IERS R4 AXMDEEY) -
K —ABIRIIE G2 A E0°C - 5°C « # Tk AT I8RINEEHCI
HTFAZE R - L —SEHHF > BHB:1ZELS@EN 2 A EEY
e~ wt/wtth FR I £ B/Z-R S E 508GV F - BE% v/ @AY EIRE 72 50
CZEIOCCHBEN ZRE TINARIERSY - £ —SEHRHIF » KEGED
SN EH o RIETTERNLT 4/NFF > FIZINLT 6/7BF  NLT 12/ ~ NLT
24/NIF FeNLT 48/ » i IR &P 28120°C - 5TCl iR AR AT
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G R RE Z w/wtitERIR I E R ER G+ - MEF A aEEARL
- |EEH - SE(LH - BREFENEREOLE - £ SFHEH T
B HSNE A AL - RIEREY) 2 pHE EHEME - L —SEEHEHF
pH = 10 fl{0= 115 = 12 -

[0141] FE—SFHmAIF - B (ZD)-HLEFEZEWMEAHE T UL
% AR KHEAE—SE@EN 8Ol (D110 E N 2 S A1E
EVHE BB wi/wttE IR IR —EE X - EAHERE - I AEK
(20% NaCl; DLL:1 2 1108 E N 2 A &Y NaClLz wt/wtbEZR )
PR — B I o A B R UE I 0 R A A8 (LY (Celite®) R (2L1.01
£1:0. 158 E AN 2 XA EEYE S Zwy/wttE R #IE - KEY
BRAFE—AEBRCILIZEL0&EEN 2 XD L&Y E— A8 2 wt/wtth
ORI R —H R > AR - ZWE50CE0CHENZBETEHE
Mo AE—SE R F o SRV BNMT 757C -

[0142] F—HREEZD)-REES  WEHNRR2NIFHH, - 1&
—EEHAI - BHE-HEEFRZ-WEE 5 ZREY 2 E/Z-EEF L
—RREEEDV50% - L HMEFGIF - HE-WEEFRZ-EWEEH S 2R
G Z EIZ-tEEMEE  F—RREE(D)-REEFED70% -

[0143] "EMRMEE —HRNEE - IRTBHE —BH—=H%
REVERE SEFEREE _RERHEE-—REZELET - EEHK
GEASE BBIETHBARER - 5 _FBGLLIZELI0EE AN 2 X
(D L&Y E AR 2 wi/wttEZR MM A AR - BEE A aE
IPA ~ IPA/PPW - N - PNEF/MTBE + £ + EtOAc ~ EtOAc/TEFEfE © 1
— TG o B KIERIPA o B AN - T BRIPAT LS EOAc Y
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ZEHZ)-REZEFHERERE Y - Rt > T—SFgHet 5%
B A EtOACH} » 55 /A BIARIPASCIPA/PPW - ] N E Sl (2)-H & &
55| B R EtOAc Z IR (B — Bk F » HEE&R T E 2 TPAEIPA/PPW L [&]
B - £V —EEROIH - £ _IFEIHRIPA/PPW (RT) - fEX—F
WEplF - B ARG NEN/MTBE - 8 4 RERGRZ)-REE % BlI(Z)-
4-(1-(4-Q-(HERE) SR E) R E)-2-FE T -1-EE) Kl - XAVMEE
) o (53 F8373.49 5 S F 3 1 CosHayNO, 5 IABEI39°C - 143°C © V&5 4%
B %=70% (Z)- G Pl =75% (2)-RZ &5 ~ =80% (2)-H
ZEFH=90% (2)-RZE - f—BEHHT  F_E&HEREH=90%
(2)-RZE % -

[0144] 5 &S ERTHRENETES R LUESSE =45 E 8
(RS - FEERBERE=90% (2)-HEES - Hl1=91%
3 =92% (Z)-RLEF - =93% (Z)-RLER - =94% (Z)-

E[

NZEZ ~ Z95% (2)-WEBES ~ =96% (2)-REEZ ~ =97% (2)-R%

(ay

B =98% (L)-HWELZEFH=99% (D)-HREZEH - E—LFHPIF > 5
=HERERHR=90% (2)-RZE5 « AE—SE 4 o [ S 5 =
95% (Z)-RZE 5 « I EEE R RERE =A8E - S="5%11%5EH
LT8R B © 40F - HEE -~ 2 285 - IPA ~ IPA/PPW ~ N ~ NI
/IMTBE K EtOAc/TF B -

E[

EE}

lll

[0145) fE—REG T > ASFHAEEANRALER ZBITHIMEE —&F 5 -
FIBE R ZBEI(R2) c AL EEEAIT o F—TEE - B IEBIRE

SEEIR Y — RS & B I TE I E 40°C £ 80°C #E N 2B FE -
5y BR 4 T K B8 25 BR R AT LR A 60°C £80°C T 2R B K/ B T B 0B TR 4
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AIE0C £35S CHEN ZIREAVTER -

[0146]) fERfE > T SmEHEHF  F— F_RFE=Z4LRERED
K3 BOCRTIUETRS 2 5 T REIR AT — 0 &8 S2 A0 B SR IIC oy BR A O R B A
R NERM(EZ (2)-REE 55 - JREERE - v EFERERERE
MTHEEES  F—  F_R/NEZERERBUNERES(Z)-REE
%t o

[0147]) FEFELgHaMI - ASCATI T2 B ol iRy 5 A8 11
SUACE PR el 2 AP BREE Fe (B0 - DA BRI IERIEY) » =
TR - THNACRIEEY) - H—EEROF - (2)-FHLEFIF#RR
BH<2% ~ <1% R <0.5%%E - L HMEmAI+F > KADLEWER
2% ~ <1% K <0.5%%E -

[0148]) P0E LT flg B LT - Al @ Al 7705 2 5 T 282
EEZER - ZF2HEEWIN) R IEH S RIBE 2 fe AR TR
=] R HER A VIR NI 3% 5 AR o OB B R P ~ 825 KB 7 BB 2
RIEFRF SR kR EMAM 2R S KRB - RSB EI R RIBHE ~
AR o

[0149]) S MA T AREER < @2 (N EFER E @R B W e DA
TEAS 2 — % FE  BHEEAD - D RAVEEY Z BRI J7EM
b BEREN B4 B - EeERAELR - ER T XHER
i EBE 2 (2)- R B E 35 E5°C R25C R 60%H ¥R E(25°C/60% RH) T &
EL/VIEH BHR40C/75% RHTNBEZ/D3IEA (BRI - 'R T ZRE
MEfE R REIREENE - R - B ARSI 7 E8MH 2 (2)-H % & 5 ik g
Ex/VoEH - Pl oEH ~ 212 AR/ VI8 A - A - AL
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FITA AR B AE 2 i TR (B R AT (ES A NER A E -
A% EH5 B

[0150] FEN—REEF > AHFEEERNZESELENSE
B2 - FNEN ZNZE S BEERNZE > 2R (FaugF A >
Bioorg Med Chem Lett. 20104E5H 15H : 20(10):3036-3038) k7 {5 {5 i &

£
[n!
A
9t

(REIEAIZE93331905% : ZEIAFHZS52010/011204157) H IEFFA AR 4E
[ {1 B S

[0151) fEF MM > AFHREEEG ML THEHRZEZHNZ
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ERBZR R - BEW - @URARKRE - HRRE - EARTRE - oA
E
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B/t FR B - TP FLNEEEBRED - UIERER - nEAREAER - MRBLEE - HERER
8-l B fe = L AR
[0152) AEHAMEHEGIF > AFHREEBEE ML THEHRZEZNZ
B LT R T TEFEE - wIIRW - fEERR - B - 4k -
AR Z 0 W NEE - BE R - fm o 71 8 #H
B G R
[0153) A0 2N 5558 ul {8 A a0 B SOt g 2 =0 (D) »
(1D ~ A EAVEEY T AT —F KBS
A EF e E
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EB2F8Y - Wit > E2P—HEHA T - AEHESYTEEZRNZSE
S HBRNZE IR LR ENY) - BRIES AR - TAIEHEAE -
EARLTRAERNZSE SRR - JnE (LE2ERW) -

[0155] HRASZHLZHE > R ESHEMRE 2 LE2E0YE
NG 50 T B E R R o L M 2 Al - FHEE T RIREET 2
EEEY) ZFREEVETHARNZE >0 T 2R IE - GaE iR
BIED-m B - R - PR - FEE-A-NEE RS o L
BRI > AE R Ay A a2 Z W e R - ZFHREEY
HMERLSS - B ENEBL N Kl K T8 L B (P AR - A E
TR % A & ERL $E R sE AN IR AR -

[0156] 308 ik s Ay A il R B & W IR T2 A8 Y D- I 2R L-1P
I\ AE—EE AT > ARHHE YT R RS E S EE RS A EE
LA TR ZEE © (D)-REZE 5 D-wE R - (2)-N2 & rL-w 5k
C(B)-RZE5D-# & i RLEE - (BE)-IN 2 & 55 L-f & 0l B B8 ke Ho4
E—EEHA T > BRESVESZ)-REESL-w5 ERE -

FEpI - BEEHEYEED)-REES5D-HalkE - BRIESHERN &
AlsH e DUANHIERE &Y ~ (IR ERYIBIW - FERERY KIEERR
REY) -~ UREER RSV REENILET AT o 8 AL FEIREEG
FrEILAG BEYN > WEAE LA S e R - PrIESIMETR > &RIAE
AZHHE YT F LV EHAMIIREZEY) > ARz FHLMEEY ZF
A GERZ A GYIE RER U - MR REY T REMRNRR Z#E S
FENRIERS > SfEEAEEHENEEE SRR ZHEMEN o SR L
(B8 =k bR G A Y) > R E R 7 A (B ET i E S &) 7
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SR EEY) - RRBEAERGIREEY -

[0157] ARSI EMEEERNZE > w &R EELEF0Y L
ft > HEmREGWZE S Ega B o IELERN 2 E 565k
- BUBIBEN W R MRS L A RRNER (B > REAFHEES
2002/01276655%) -

[0158]) fE—&HHHIT - REZESD-wEHREREGPI0Z)-W2E
3D~ & 8 BR ) W RE R & 2 BRI 2\ 2 N 25 5 (B0 FE i a5 7%
B Z(2)-INZE 55 L LIR5RHD- g i B /KE R (L ABMRT70C T
JNELLS 230 min/KAZD- 7 HE BE N EEHY /K oF 220% wivis R IERS) 2K &
T HE—EEHAT - EARVERELLELE] gNZ 55 iRA s
ml D-@ &R KER - BREGRHAEZEGEEFERILE - BRE—
B¢ % M H AP R ORI R AE 8 L VA R LA AR SR Y - Hodr T B MRk
771 R(Z)-INZE 5 D-w E I E(Z)- N2 5 5 L- e B iR - B3 AT 4E
FZENER B AR R ZAL A 5 AGEAE -

[0159]) «ifb.2(Z2)-NZE 5 H (B (2)-REE 5 2 Ra? =
HEAHREFHANZ TS W& B 2 HEY - J8E 5 QAR At (E)/(Z)-

R 25 25 ) ) NE IR B 2 R S P #E th oy B 4 S B 45 & (B 1-3) 4B (2)- A
ZE S D-w R ERER(Z)-REESL-aERKRE 25K - DEFERA

EZ(Z)-HWZE5E - HERER-SC THEN NMAFEEE—FEM -
[0160] P& IR ilo & e B A% - oAl IR 255 55 B ) 0] B o g 1 R
B AL oy i A HE B B (R e ap k) - DLE NS & 5w m i B B s (B 2R
FRY)
[0161] K2 & 25 % it BE B s (L 22 50wl (s 40 B SR i
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2 (2)-RZ &5 MHE S ES 2B EYRELE - BHlmE - HE
K% & Z25HCl (=98%) % &) &) MERE #9 1] &5 5 #h 5 Sigma-Aldrich, USAJE

i

B R (BEY(Z)-H 25 278 &V (FRAID AL & Y0) K f %) BE B 39075 i 7L 78
HAARS » LBEIRZE 5w R A L2 EF0) -

[0163] BEHHERZ LS wEERE N EEEUY AR EE
(EARRP)AEAT > Fl0EE - NEF - DMSO ~ B 2 % - 58 K AE R
B R HLATAEY) ~ FCARE - RIS UER - AR - YR -~ BRI fOR) kS
H K EE MR IDE &Y 0 ROKRE AR - BIaACRSVERE ~ —“H o8
BR - CHEHERR - ACEIS MR (P10 o PUSERIE) ~ ORI MRS (BN
ERE) ~ ZAKORE MEER (5140 P B 2 B 2 ARl - BiRRE (B0 H B 2R R -
NfE -~ Tl B ZER400 ~ TUERFEE 2 "M - WH R RO
BCHOR &) -

[0164] wRIREL AN 25 55 & TERE B < ACR B AR (R H Ol
LB NEE - BB - W - B2 ESEESY - AR EINARE
E _HEE ¥ LB (transcutol) 5 mafE B FF - Hld0 N EE - WEE - RO
ER(PIMIPEG 300 ~ 400 ~ 3395 ~ 4450) kB AIILAR © RIUFLEE ~ H B
KA KEE o« AE—SLEHHI T > BBEUGRLKEE » BI0EKER o 17 585 ) 5]
0 B 2 B R DUBRERNZE S iy - B R & HIRE - I EEE
SETAT < R o IERAE 2R N RAEBRFA T B

S
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[0165] ATHNELERNZ & 5 AR R E A EE2FER LN E
e e R BN 2 S B (DI A0 IR 25 23 HC R sB A0 EE 35 K e 7 1 B2 B8 (B 40
ol B MR B B R BB AN D MR IR FT I R IEV BT - iGN 2 & S # &
TR B LER 2N E 55w &R R El o -

[0166] fE—LEHEHIF > ANEERZSE S HEERE LN E
BHAZEFENEGIEEEY 2001 EERE40EED (P11 1%%
10% B3 % E5%) (wt/wt) o fE—ELEHEH T > FHRBIERZE 56 & Rk
B AR TR B (R0.01% £40% (wt/wt) (B0 > 1%E10% (wt/wt)E3% =
5% (wt/wt)) o FA\E I TE 0T & i H 8% <8 3k R A 38 BH o 2 B0 R KA AE

BEEAIRNARNERNEER N EY 2 & -

[0167] fEREEREET - ARARBERNZE S 2GR - BiE@)-

N2 5 5 el i 2 &5 % R (B)- N2 B 05 R (D)-INZE 5 ZIRGY L& &
B o RSFIHHE— PRIt RE A E R CNEE S 2 BHEEY) -
et HE R gl o) ZIEME Ry Z £ VIR K

SEMERYERS - BEEF R EECEMENRy RS LB BN E I
BOEMERR LB ER (L2 BAEVAHES) ~ T®EEWGID - 551
#HIE ~ B —BUtRFHERERE R &) R EME B - BFREEM: - F
FF) ZEBLIEZEEAAREMEAPABOERE ORI > &
FEFEH B 88) 2 B EEH o) < BUREGEHEC - A LA IR & & Bk
mADMEE - SRR BB ERORME ~ RIS ~ BB ER - R
BRIE -~ W MEREEREN » TREEN - ERK/EUBEES
It NEES 2RI a g fHBES - B4 « B ROEMER 2 2L B b &

R
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EUlKR

WYL B 5 2 A A 2§
A ) PR /IR M -

(0168) £ 5501 P 3 Lo il B 53 R @ 1 T AR 2 R 5 2535 2 F
A% 88 G1E% S8 URID X (F—RS%E » LARH L —X%
R RIS o LRI T B > BL 06 7 25 R S 2 A e B A
TS -
FIIT ~ =T

[0169] 7rHEeme e - AR PHRER A LEY 2 5T - b
S PP 90 B B % 2 S (LW (H(2)- RIEVIE] - (2)-REEH) -
fE— LB B - % SRR EE BB 10 P F R 2 x- B A
5 (XRPD) B % - fE— L F i fI » HFHIEHREEVHME B0 =
(B~ /D UI{E - /0 F (B0 VA F I 2 XRPDE % - 4081 F0E9
=107 {7 2 XRPD[E % -

(0170) %% (& E F40..... FFiR, (5 HIXRPDE R »
R WA SO 2 (SR ~ LA P L TR 1 5 R W A B i
{2 2 8 P B %€ + XRPD > 18 £ 5 f TTAR SE AL 15~ BE 5 U e
i~ B TE R R P P S RS T - Uh 1 - WEBS (L R BRI T
WO (20)E - PRI - EHRHESE 2 2085 - EIR - f5E 2 20/ T
S (LGSR [+ 0.5° 0 BIA0E 0.4° + £ 0.3° ~ £ 0.2°5# 0.1° « WA CHF
T GISTEENRREAR30% - I A 35% Y XRPDIE « AAEHRIE
15 FTHR I 1 3 £ XR DI 52 o R Al 3 RE 6 LE % -

[0171] 75 3EELEHEBIT » % SR 5 R x50 o S B
HE16.8 £ 0.3°~17.1 + 0.3°K%21.8 + 0.3° 20 2 F & - £ —LLEHi ¥l

EMEE A R ME - R EAE Ry UE MR B

—
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o AL R R xS i R GBI B2 16.0 £ 0.3° - 18.8 + 0.3°
F26.5 £ 0.3° 20f% 2% - fE—SLEHHIF - 2 H W2 FEIL R x5 85
KeERNEZEA216.8 +0.3°~17.1 £ 0.3°5%21.8 +0.3° 20 FlE R E /D
—({AEEE16.0 + 0.3° ~ 18.8 + 0.3°%26.5 + 0.3° 20 71  {f— LB HEH
o R R xS R R GBI FE B & 12.3 £ 0.3° - 28.0 £ 0.3°
F29.0 £ 0.3° 20p@ 2 - AE—LFHHI T - 25T R BHE R x5 485
KeERNEZEA216.8 +0.3°~17.1 £ 0.3°5%21.8 +0.3° 20 FlE R E /D
—(AEEE12.3 + 0.3°~ 28.0 + 0.3°%29.0 + 0.3° 20 71  {F— LB HE
o R R R xS M R G B FE B E16.8 £ 0.3°~ 17.1 + 0.3°
F21.8 +03° 20 FIERE/V—{EEEEH12.3 +0.3°+ 16.0 + 0.3° ~ 18.8
+ 0.3°~26.5 + 0.3° -~ 28.0 £ 0.3°529.0 = 0.3° 20 7 & - £ — LB
o R R R xS M R G B FE B E16.8 £ 0.3°~ 17.1 + 0.3°
F21.8 +£0.3° 2008 7 Tl F12.3 + 0.3°~ 16.0 + 0.3° ~ 18.8 + 0.3° ~ 26.5
+0.3° ~ 28.0 + 0.3°%29.0 £ 0.3° 20 % -

[0172] fEHEFmAF » KEHRBEROESZ M ZHEY) - HE
PR KINIOEER ~ ISEEDRHIIEE % 2 N (IMEEWT] B2 &I - 1F
—EEiEAH T HEYE E0.01 mgE200 mgZ F AT » 1 — 5 F i f
Fo HEYIEEE] mg > 2 mg ~ 4 mg ~ 6 mg ~ 10 mgs20 mg % &AL -
FCIIT ~ =T

[0173]) FrREREfRd » AFHEERNMDILEY 2 &2 &5 - K
FHEYEEMNEEY Z(B)- £ Y & (2)-£BEYI(E] - (BE)-HZ &5
K(Z2)-RZ% &%) » BIZEEER 1 20.9811.3 2 [ » fl B0 - fE— L F i
e ZEAMNEBEEE BB 1= E 12 5 Fror 2 x- 41 408 K G 58
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(XRPD)[E 2% - ff—EE i+ - £ F A2 XRPDEZEEEZEH HE11
BB 129 A~ Z XRPDE ZE 2 £/ D[ ~ 2/ =@ - £/ D@ - 20 A
/DA T
[0174] {EEEFRmAIF - 2 H B2 FFETL R x5 KGR B &
A£7.0 +0.3°11.9 £ 0.3°~ 14.0 + 0.3°%18.4 + 0.3° 20/~ T & - {F
£ 2 BT B P x B 4 R Se T Bl 2 12 22.0 + 0.3°
% — S FHEAIF - 2 A R U I x5 88k K G5 18 &5 &
0.3°~11.9+0.3° - 14.0+0.3°%18.4 £ 0.3° 20/~ FI&E%22.0 +
0.3° 20 21 - fE—SLE R P - 25 & BT R 1800 i x BT 48 ) R G2 51 8l
ZaEE/ D —(HEE6.6 + 0.3°13.3 + 0.3°520.0 + 0.3° 207 1% - ff—
g T o RN HEAAEN XN G REHEBEFEEE7.0 £ 0.3°
°.14.0 £ 0.3°%18.4 + 03° 20 FIER /D —(H5H6.6 +
0.3°~13.3 + 0.3°520.0 = 0.3° 20 71§ - fT—EBFHEH > % 5B
AT A X BT 4 RS R ZE47.0 £ 0.3° - 11.9 + 0.3° ~ 14,
18.4 + 0.3° 20/ ¥l R E/D—(H5EH6.6 £ 0.3°~ 13.3 + 0.3° ~ 20.0 *
0.3°522.0 + 0.3° 20 21 - fE—SLE a1 F » 2 &R 2 R 8 Y x 3 4%

DRGSR EFEE=7.0 £ 0.3°11.9 + 0.3°~ 14.0 + 0.3°£18.4 + 0.3° 26

11.9 = 0.

2

;t
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[0175) fEFREEHEL T  AFHRERCLEZHKENZHSY) - 4
B RN0EER ~ ISEERKIIEE %2 AAIEEY ] B % &R
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ZCII ~ JEZ(ITT
[0176] Afefsefefxd - AFWRMAXANMEEY 22 KR - H
sl e e D EaP) 2 (B)-BEY) & (2)- 2P (R > (E)-NZE 55
K (Z2)-R%E& %) » BIZEEE A 70.9811.3 2 » Fla /&1L - £ —HLEjE
pie - 2SR EE EAE 13 5 A7 2 x- 51 4087 K 8 5 (XRPD) &
FE o AE—BEHAIT - ZEMENTXRPDEFEE S EH EME13FFTR2
ZEVHME - 2= 2P HE - 2V AESEDANEE

[0177]) FFEFHHE T > 2 &AL 55 EE T x 5 4485 K 8 51 [E
ZAE11.9+0.3°13.9+0.3° 17.1 £ 0.3°F17.7 + 0.3° 2055 .~ Tl -
E—EEHA T LRV ZHEEER X EH RENBEEEE253 £
0.3° 20/ 2l - fE—SLF P - 2 S BIILZ FREAE A x BT 43k R G5 [El
ZAE11.9+0.3°13.9+0.3°17.1 £+ 0.3°K17.7 + 0.3° 20~ TIE R
253 £ 0.3° 20 2% - fE—EFHHIF - 2 5L FFEHE R xR EH K
BN EZEASE/ D —(EBEE18.2 £ 0.3° - 22.5 + 0.3°%26.8 + 0.3° 202
& o fE—EF R F 0 25 I 2 KR e S x I 4k REEST B E /& 11.9
+0.3°+13.9 £ 0.3°~ 17.1 + 0.3°K17.7 + 0.3° 20 7 F & & &/ —(F 58
H18.2 +0.3° 225+ 0.3°K%26.8 + 0.3° 207 1& - {T—EFHEHIT » 25
I B E S X B 43 R BN EZE 45119 + 0.3° - 13.9 + 0.3° -~ 17.1
+ 03°%17.7 + 03° 20 FIE R E/D—(HHEEH18.2 + 0.3° - 22.5 +
0.3°~25.3 £ 0.3°%26.8 + 0.3° 2071k - {E—SFHEHIF > 2GR 5
A S R ENEZ/ES11.9 + 0.3°13.9 + 0.3°~ 17.1 + 0.3°K
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17.7 + 0.3° 20 2 FiEF218.2 + 0.3° ~ 22.5 + 0.3° ~ 25.3 + 0.3°},26.8 +
0.3° 20K ~ I o

[0178] FEFREERAIF  ARBEREES RN ZHEY) -
GYIFRRNIOEER ~ 9SEREPHIIEE % 2 A (EE YT F % & 2

11« ff—SE B G  4REPIE £0.01 mg#200 mgh GBI - {5 — L

)

HE T S LW EY1 mg 2 mg - 4 mg -+ 6 mg ~ 10 mge20 mgh 5%
III -
R5 B R 2 Y

[0179]) fE—REted - ASFWHREMRREEZ)-H
K& (Z)-INZ & 5 LB 2 V) - o —5
VEEEREZ)-REES P N2 E 5 -

[0180] fEXEFHEHF > HeV e TRERNZES Z

)
T

Sy

% 5 5 e i i B LB
"

FEBI - BEEEH G

—

o
_Pl‘

£/00.1% ~ £/00.2% ~ £/00.3% ~ £/00.4% ~ £/00.5% ~ E/01% ~ E
V5%~ E10% ~ ED20% ~ E25% ~ EV30% - E/D4A0% - B
50% - £/060% ~ £/070% ~ £/080% ~ £/090% ~ E/V91% ~ E/D
92% ~ £/093% ~ £/094% ~ E/H95% ~ £/096% ~ £V 9T% ~ £V
98% ~ £/099% ~ £/099.5% ~ £7/199.99%5K100% > (Z)- R % & 25 H e i
wt/w P IR 2 E 5 - EE20 AT deVeEsEdHe? T

HARZE S Z=90% 2 (2)-HAEZE 7 (wt/wt) - fE5—FHAI+ - 48
EVEEEEEY T HERZET Y =95% 2 (2)-R % B35 (wt/wt) -
EX—EF  dHEVEEEEaTHEREES 2 =96% -~ =97% -
=Z98% ~ =99%2K=99.5% 7 (Z)-R %% E 25 B (wt/wt) °

[0181]) fEHMEmM T »r BEREEF ZHEWESGEHEY
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0.01%%20% ~ 0.05% £ 15%50.1% £10% 7 (Z)-[R % E 5 (wt/wtEiw/v) o

LD AR BERSEF 2SS 58 E10.01%%E20%
2 (Z)- %55 (wiiwtswiv) « 1E STEHAE 0 - Ba RS E 5 4

EYaa{tdl &%0.01% ~ 0.02% ~ 0.03% ~ 0.04% ~ 0.05% ~ 0.06% -
0.07% ~ 0.08% ~ 0.09% ~ 0.1% ~ 0.2% ~ 0.3% ~ 0.4% ~ 0.5% ~ 0.6% -~
0.7% ~0.8% ~0.9% ~ 1% ~ 2% ~ 3% ~ 4% ~ 5% ~ 10%5(20% 7 (Z)-[R% &
ZR(wt/wt)

[0182] fE—fEtxd > Ba@)-RFEF ZHEYE—THEE)-

RNZES - E—8ERAF > HE5WH 2 WL ES Z(E)-HZEH5EH(Z)-
R % & 3509 R (B/Z-EEZ) 5 1:99 5 5:95 5 10:90, 15:85 ; 20:80, 25:75 ;

30:70 5 40:70, 45:55 : 50:50 5 55:45 : 60:40 ; 65:45 ; F70:30  {£ H A
EHiHIE - HEYEEE/Z-IEFRE10:90E70: 308 BN 2 RLE 5 - £
EHEG T - HEVEEE/Z-LERAE45:55 255 45STWENZHNZE 55 -

[0183] FrIEMAISR(Z) ~ (B)EU(B/Z) BAGfR K » & Al & A &R fiE
A2 NZE AT RN BT EAETA NS E S EER -
AZEFBHSY

[0184] fE—EFHH+ ARHEHREEAIESF LB ZHS
Py e E—EEHIEH T > ARHiREEERNIE 5 B8 Loz 2 BiyH
G EREREERA T > ASREEE1% > 5% ~ 10% ~ 20% ~ 25% -
30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 95% ~ 96% ~ 97% ~ 98% -
99% ~ 99.5% ~ 99.99% 5k 100% [N % & 258~ dH &) -

[0185) fE—&EFHAIF > BHEE B THMRZE - Bl - 7%
BEFRER - IkBE AR - HAORREE - BT - ERRE - RIEGRE - 9E
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- WIEZEE ~ EARMLED - DBCEE - ¥RERER - 8-FRumEE - — L& - T E
BZE - W s fEERNRN B - A 4B 22 W
g ~ NEMEEE - TE RN 8 81 ol > > B RS - A
pi - BRNZE S R R R - N2 55 a B iR B ol 28 5 i DL N 4Rk
2B (D-RZESD-waEHRE - (B)-NZE5D-WaEEikE - (2)-H
ZE S L-AaiiReE - (B)-WPErL-waiikiEsdlds -

[0186] H—SLEHHEH T - BRESYTRRNZE S W EHERE 2
wt/wt - BERNZE S EERERE ZHEEYEREI0%E100% (2)-RNZE 5
D-# & HERLEE - A —ELE M+ » BEREEYTRRZE S Zwi/wt > 8

BRZEFHEREE HEYEE10%£100% (Z2)-R % &5 L- 5T

ﬂ

=

=

[0187]) AEHAMEHEHIF > HERERZDE 5w & =S

% E S E S 2 HES Y EEE10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% ~

=
D

65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% -
96% ~ 97% ~ 98% ~ 99% ~ 99.5% ~ 99.75% ~ 99.99%=100% (Z)-K % &
- A TR (2 - N2 E S L- A B S - £ BT+ > HeY
£/080% ~ E/085% ~ E/V90% ~ £/V91% ~ E/192% ~ E/V93% -
V94% ~ B/95% ~ B/H96% ~ E/V9T% ~ E/098% ~ E/H99% ~ B/

99.5% £ /199.99% (2)-RZE 5 D- &M - (2)-NZE 5 L-w &
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EEE e HAH & -

[0188] fE—iEhaMd » ASIREEE(2)-REE5-D-% & M
MK (B)-RZ &5 D-w & il E 2 HaY - (2)-REE5D-wa B E &
(E)-IA % & 255 D-4 & 5 B B8 73 Al 7] LL10:904299:1 wt/wtE(v/vE [E N 2 Lk
REREEYT - E—EFEH T - (D)-HZE 55 D-% & PR ¥ (B)-A
% 5 25 D-4 & i B B8R PE R 53 Bl A (wt/witEiv/v) 10:90 £99:1 (fa0 -
45:55 ~ 50:50 ~ 60:40 -~ 70:30 ~ 80:20 ~ 90:10 ; 91:9 ; 92:8 ; 93:7 ;
94:8 5 95:5 ~ 96:4 ~ 97:3 ~ 98:2 ~ 99:1 ~ 99.5:0.55(99.99:0.01) o {f F ik
Bhafd - (2)-RZ 5 55 D-f) & il B B (B)- N 2 555 D-%) & B I 2 LE
S (Wt/WtBv/v){£490:10 ~ 91:9 ~ 92:8 ~ 93:7 ~ 94:8 ~ 95:5 ~ 96:4 ~ 97:3 -
98:2 ~ 99:1 ~ 99.5:0.55%99.99:0.01 - HE I IEFG T Z B SHT| » AZEIHH
N2 E S E I B R Y HAth s & o

[0189] fF—LEH+ - eRLEFamERE  HeYaa
40 &9)0.01% ~ 0.05% ~ 0.01% ~ 0.1% ~ 0.2% ~ 0.3% ~ 0.4% ~ 0.5% -
1% ~2% ~ 3% ~ 4% ~ 5% ~ 6% ~ 7% ~ 8% ~ 9% ~ 10% ~ 11% ~ 12% ~
13% ~ 14% ~ 15% ~ 16% ~ 17% ~ 18% ~ 19%520% 7 [K % & 25 % & 1 e
I (wt/wt)BG(w/v) « fE—EEmEF » BERZESEaalitE 2 HEY)
A& {LEE & Y0.01% ~ 0.05% ~ 0.01% ~ 0.1% ~ 0.2% ~ 0.3% ~ 0.4% -

4

0.5% ~ 1% ~ 2% ~ 3% ~ 4% ~ 5% ~ 6% ~ 7% ~ 8% ~ 9% ~ 10% ~ 11% -~
12% ~ 13% ~ 14% ~ 15% ~ 16% ~ 17% ~ 18% ~ 19%5(20% 7 (Z)-[R %% & %+
] & B IR B (wt/wt) BU(w/v) o

[0190) KRR ZAbEY KA EYRIFEMEN T 2 AR (BE
BEARPEED ~ RS ~ BEl R EENIEX)HEEFEE 2 [ - NIt
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AR Z L a4 LB PR EA % PR TEMH R -
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[0193] HEFREFHAIF  HosVEEEGHETERSE T2
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5% ~ £/010% ~ E/020% ~ E/025% ~ E/030% ~ £/040% ~ £/050%
£/060% ~ E/070% ~ E/080% ~ £/090% ~ E/V91% ~ E/V92% ~ E /D
93% ~ £/094% ~ £/V95% ~ E/196% ~ E/097% - £/ 98% ~ £ /b
99% ~ £/199.5% ~ £/199.99% 5 100% ~ [N % 25 2 B — % & B (0T
I~ BRI D (wwOE AR Z &5 - fE 20—l EY
HEVBEEESYHRHERZ E S =90% 2 WS E 5 2 B—% 52 (4
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L RURE -SRI 2K —HE - EZPRRZESER
R ER AN ZE S - HeREl o mIER PR 2 E 5 R/ — AR
RiEEZFERAZLZ FAREK BRI EHEERZE

IR > DRSS BAE PR WA S R il 2 — B fB M 'E 2 B — 2% B R R
EIH o

[0194) fEHMERM T > BERFESZHGVES(EHEY

0.01%%220% ~ 0.05% 2 15%5(0.1% £10% [N % E 55 2 B — % 5 A (B0
1~ AP D (wi/wtsiw/v) » L2/ —EE AT - BERN%
B 2 HEYBELEEY0.01%E20% 2 REE5 2 B—2 8ROk

2L AP A (we/wisiw/v) - ESEHMEK A+ > BERN2E
HZHEY R ESEHEY0.01% ~ 0.02% ~ 0.03% ~ 0.04% ~ 0.05% -

0.06% ~ 0.07% ~ 0.08% ~ 0,09% ~ 0.1% ~ 0.2% ~ 0.3% ~ 0.4% ~ 0.5% -~

0.6% ~0.7% ~0.8% ~0.9% ~ 1% ~ 2% ~ 3% ~ 4% ~ 5% ~ 10%520% ~ [~

ZE > ZH— 2B BOR L~ TG0 D (wiwt) - £ —RE 1%
T BERZES ZE—ZFEGIOE L - BAIER D 2 HE Y #
—HEUERZEFLFE_ZHF -

KLY

[0195) fE—SEEHEfI > A 2 eEH oV HEC A&

- THIJSE I 2 e T IERS s s A R A 2 - e /b — 58
FEBI > sHE YA B Ase R - BRI e R - B23E - LR ~ Bk
PESER] ~ BUE] ~ BOFIR - MEAT - HR - DIEME - BEAREE - P s B K eE A
HEE AL O IR
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BRAGEH B - £ — ST T > BREAEBEEIGKEE - L HME
Eplt - BRAEHEEZEE BREBBE- - "ENE BE  BEREE
% - MNEHESERHPMORBE - B LIGEE(PVABE - FEPNH &

B EEG B
WIEE

[(0197) fE—EFHEH T > B&@2)-REESHNELE ZEOHEEY)
HE—FEE—NEEEPR - £ —EEHA T > BeREEFRHS PR
ZEHEYE—T S —NESHEEP R - NIt > et ARNE DR 28
By ] A A8 M B PR P B R B 20 A S o 2 BT & aoR i

[0198] HZMEHAIT > AXREBEZHESVHEHIIEEPEY
VIVEED - NSEEPLLISEER ~ NISEERPELIIVEER ~ Y10H
ERELIB0EED - NISEEPENTOEED ~ {J20EE R E£LJ0E &
D~ KIBOEERELISEHER ~ FIS0EERLLI0EED ~ HHOEEDRE
KJEER - NOOEHEED ELIB0EE PN TOEE N ELB0HEE D L —H
TP E - HFEEEHA T - ASCGRBEZEEYEELI99.9EFEED
KIISEEE D ~ HJIOEED ~ LSSEHED ~ LIB0EER ~ LYTSEED ~ {70
HE%  {6SEE% ~ HJ0EER ~ HYSSEERNLNS0EER L —HE1E
BIP R - RS EEAIT > AR ZHEYEEE99.99EE% ~ 999
EHE% LJIBEED - NNITEED ~ §J96EED ~ LYISHED ~ JI4EE=E
%o~ &NIB3EER ~ NNEED ~ NINEED - HNIOEED ~ 8IEE% -
LIBBEHE D ~ LY8TEHE% ~ IB6EEPNLSSEHE b2 — X BV A -
FEHEEEHAHIT AR ZHEVEEEI8SEER ~ LYB4EED ~ £J83
EHE%  QIB2EE% ~ §80EED ~ JTIEED ~ YJI8EHED ~ NTTHE
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% ~ KJT6EER ~ HISEE% ~ NT4EED ~ NT13EE% ~ H12E=% ~
TIEE% ~ HT0EE%D ~ HJIEER ~ NO8EHEN ~ LJ6TEHE% ~ 4J66
EEDPNNOSEE D L — N HHMP R - fEFREERA T - AR 2 A
EYHELISSERE D ~ KIS4EED ~ LIS3EED ~ NS2EED ~ S1HE
% ~ &JS0EEE% ~ HNAIEED ~ FJ48EE %D ~ YJ4TEE D ~ YJ46HE D=
KASEE D — P E] - EREFRAIT - XREZHEVHE
KIB30EED ~ FN29EE% ~ #28E &% ~ {J2TEE% ~ HJ26E =% ~ 4925
EED  J24EE% - §J23EE% ~ N22EE% ~ 21 EEDPNL20EE
P L —E BRI -

[0199]) wTH & EHEC AN & OB 2 R &Y Z PR 2 & P2
PR » A EFEUEAR)L TR 2 —E% % © HER - ZaH
K - Arfg - CEVEE] - B R - PERDERCE ~ BRARAR - pEER] - 2
{EAE] ~ Zak - HURE - BURE O E -

[0200] @EMANAIRME 2 BEHEY) 2 fia B aiE BRI
ME o~ SE TR ~ RS0 B Bt TR by EEE WO 9 - THRE (LR BBt
1500 % B #7 -~ PEG 6000 - methocel - walocel HM - Luvitec -
Luvicaparolactam - Avicel ~ SMCC -~ UNIPURE -~ BBEE - KA K & E e B
(Blanfy A (E et i) ~ BB ~ JBEl - KB 2R - =E8 - #
B SRR HOTEY(WI0 - CEABGER - JBEER - BHHEER
§5 - RHBERN) - BELIGULIZIER - HABER - TLAUMIRIER -
OB ELGR4E  (B90 » 55 22085% ~ 5529065k ~ S529105%) - {5 44
ERHBEEY - WS EER 2 EE PN J(EARPL) LAVICEL PH
101, AVICEL PH 103 AVICEL RC 581, AVICEL PH 105 (/i 5 FMC
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Corporation, American Viscose Division, Avicel Sales, Marcus Hook,

Pa )& M R HIREY) - fE—SLFEAIF - FHEBIGRMSEEER KR
HBE RN R EY) - B H M KEHE K 7 B P B E0R IR £ 75 AVICEL
PH 103 5z Bf7 1500 LM -

[0201]) BRANARME Z BEEHEESY) < HAREIWNE PIERE(BERR
FOEA ~ REESS (B0 > BURL B KD ~ B (PG TERE ~ g ~ FLAE)
(BNt EESS - BEELES - BREESN - BRELHY) ~ Bty ~ TS ERAER - HoR{BE
R BEREEDINHESER  AHEEZWEMESTED) - 554
+ - HEERE - WEE - WAL - Bk - THRRALES KRS -

[0202] HEYT L —EHE MRS B ST EE (% DAL H &P
BIHI£910% £4999% (WH/WOTFAE - E—L TG+ - HEVT &R
KA BE ML &Y EI15% £99% ~ £920% 260% ~ £925% £55% ~ 4
30%%E50% ~ 4I35%ZE60% ~ £I50%E99% (wt/wt) °

[0203]) fHRAERI AT A 4E &Y oh DU A SR BB A /K ME BB B B A iR
ER o B A KZHRRE < SEREREFRT i geAafig - mah KD 2 F 5
A DAHTSE R E T R (4 T R AR - R - BT R BER KR 2 7R KD A
&R FM 2 TR 1 5 R 2 JE 4 B Y R AR AR B B A A8 A 2] o A —

L R o AR AR Y &S T | R B A R DUE B AR A% - PT AR AR < 2
B REcY) < AL - A B AVE IEIEEOT & PR -
[0204] HLAVGHEYIHEZ0.5%E15% (wt/wt) Z ARFER] - £ — %5

Bl > HEYEEEEHEY % E5% (wt/wt) Z BRfRE] o 1£ 55— & Hifl
b FREREREIEAE SN BE25% ~ 2% E20% ~ 5% E15% ~ 8% F 12% K&

10% (wt/wt) o
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[0205] WA ASCIRAE 2 BEH &Y+ 2 Br B ELFE (HAR IR )
HRE - JBREE - IREESS - MMM R - SCHIR H BB RN - SR
JH1L 7 MR8 (polacrilin potassium) ~ FEE Z B b 8 - 80 BEORE R
- THEBA LR K - HooBoty - &L - HAETERE - Hn8EE - s RHE
Yy o

[0206] "I AP ASCIRME 2 EEE Y+ BRI EEGERRD)
TEASEE$5 -« CEASEE S - BRYH - BCEEYH - Hm - (IBLEE - HERE - ¥
LB~ HAtr ZEE - iEAsEE - AEEREN - BH - SEEYCHBI
FEAESH ~ BRAT O ~ SEAEF O - ZROH - \UEH - FORME R R EOH) - TR
Mz #% - WE A R SEEREAERASY - HER 20 - AEM Al - Bl RS -
AN B ) AL FE ()40 )syloid BY BE (AEROSIL 200 » fFW.R. Grace Co. of

oy

N=)
/BB

Baltimore, Md. 8 7%) ~ &k Z S LW 2 5t 45 BB B (i Degussa Co. of
Plano, Tex.§4€) - CAB O SIL (ffiCabot Co. of Boston, Mass. #4 & 7 ]2k
i S AL E ) ~ Q7-9120 (Dow Corning) K HUR &) - & — Bt A {#
A BB RS DS A Z S SWEEIZ DI 1% (wi/wt) Z BER © {F
B—gH+  EEESEEY 20.1%%3% ~ Hla10.5% 1% (wt/wt) <
[0207] ®ARANZE(LRIDAFEGIAE ORI B (BB 2 7% - REEAgER
BCHERD < R ECESIME - BRI R O RIE FE K 2 pHEURL 71
TSRS o 3 H EALBERE (B RRPY) A B (B AN ToH - 28
IO R 55 |IEID M) ~ AAME - mAke - Yl - i - s
B~ BEWROH - 22 FEH (tall oil) R AEAH) ~ BY0H - I CERER(FIA - AR
e T B R A W 2l  REEEBWIW - BT RR
W) - KRR BRI (B - AT RNEISM) - AERCE - 2
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B B RA BN EER=CW  ZZBTHE - 228 -
BB - BN R MR W - AR - CEEAIERE - waE oK
(crotaminton) &z HHECHIR &) - BLE| < & o R B B 2 (LE24H Bk
me - fE—EERGIF - 20— EB{EANRLRE - RIUFEE HEEH
H e ES—BRAF » BLEGEHED Z1% 2 10% ~ HlA13% £ 5%
(wt/wt) o

[0208] BhiAl s EPIEREERRMHBEZY & _SLY - #4
F - Bhl S5 BB £5 R EE AR -

[0209] #HErHEl(sweetnersiisweetening agent) 2 B (I ELFEREHE - B
T~ GTEME - Z2E0E - QY - PTETESEE - RRERE - T8 - BB
- FEAEE - BRI - WAL - ZBEETZK (acesulfame K) K F5 401

)

[0210] FEukEl 2 GO EL A - WIBE B ~ &80T - B RS
e~ dL& - B HE - B ERKEEUILE -

[0211] &LEEC N AIA SRR & TR Z dH &Y (Bl - $ER
BEAGER KB ] & — RS A B ARE] - F2E SR OB 2Rk R B LA
APERIBE B A & N %5 5 s 2 Sl S Ve B e 1E T 2 BA AR R Rl HL 38
IR REEENEMSSERER - Rt > E—SEHOIT - sEH 1 KBS
SR - BRAIGEH A R s BRI - NER A REERE - ARH L
B A sE Rl ~ B s S B A s I SR A B B8 TS T SR N E R Z B 2k B g

[0212] AiG R 2 B8 EE 2R o] G & 1% R OB - 38 0 (58 A - 125 )
BE < B O amEARE) pHIREIMER Y - BRABEMEE Y - WG
B HES-HENGBRILEY) - LB _HERE 4R (CAP) ~ LRI

5 62 HEEHIEREIE)
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AR~ MR _HBENENESER - JBRRIBSN AR ERER
(LB SN HEER) - BLM OB A _HELAS(PVAP) ~ FHEN G
B - HEN G L EY) - s - JBMEF=HREER - BRI -
FORBEEED - B(EATHE - RS - Ok SrrREE ) &
ZEFEBRCHTTEY) ~ LM ~ BElilnBe Hmls - Zinlg Hohks - =
Urigs i H MBS - BEREAREL H M ES - —HEARRE M Es - RS (PI+ /W
B~ +AKREREL R REEEY) - £ —EFHAF - ol (£ 50
FEL B A % E U Be s B Ae e T OMBR Z il A7 R o AL E R BT > FEHIRE
AR (5 TR R 2 S B A - B i

[0213) fE—EHHEAIF - HEY A& — S MpHIKEIEE =
vy Pl EERE ) - pHIREME &Y{EpH 5.0 E2 {2
7 ABAEERRS. OZpH N AA W2 ER - il A AR Y T 1% £ 55 )
MR T EBE A - SRR W m EEVNG K& - BN IETE
eV L IERFIEE FIEEME R O ER - O T B R - A0
MBS AR E SRR - BERE (D0 R RN OB ERE ) - &
2~ REB - WIHHL - E N BR 3L B (LUR R BB 0% /KM 73 BRI = LA R
I %4 EUDRAGIT® L K EUDRAGIT® S H Rohm America Inc.,

E[

.

S

Piscataway, NJWES 5 2 LL30% 73 B B = LA FE A EASTACRYL® H
Eastman Chemical Co., Kingsport, TN & 5 ) - ZH 4N B f#l & &
EUDRAGIT® L100-55 - EUDRAGIT® L30D-55 - EUDRAGIT® L100 -~
EUDRAGIT® L100 12,5 - EUDRAGIT® S100 - EUDRAGIT® S12,5 -~
EUDRAGIT® FS 30D - EUDRAGIT® E100 - EUDRAGIT® E 12,5 &

EUDRAGIT® PO - fr 2/ —@HEF W & > 2H &% & & EUDRAGIT®

% 63 HEWHRTE)
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L100-55 - EUDRAGIT® RS FXRL 2 EUDRAGIT®NE K, NM 7| % 18] F YA
WTINEZHNZEEY - f—SEHA+ - A58 E2EUDRAGIT ®
L30D 55 - f£ 55— &+ - #HKE SEUDRAGIT® FS 30D o #4H 15
Rl B IER T KB 2/ 0 — i RA MBS YIN BV OT [ iR
HY o

[0214] 7&K A2 7 FE s 5 A 28 R i BE 2 S ) > o] {F A B s
B HOmbs - —WEAREE HOoMEs KB A A S (B OE R FEHENIGE R
pHE R E &Y 2 85O B > /ERBERM B EIGSERKED) ANEE
P2 2 S R S SR < B S AKX ) o LB R 4K O B Y 2 e S RO T (3
) A A B Capsugel, USA Z FE N H & 4 = (HPMC) #8115 2 DRCaps - i %
FIE VR A5 I R AU Tt % HL RT3 L0 S R P B 2 B M 2 /030 min - B0 %
DUNEE ~ 2/ 1L S/NEFEGE D2/ o 5% 55 E 8 R R A 1 AR A ] AE B (/)N
B~ RIB/&GEBE)FRBREVA0% -~ 2/050% - £2/060% ~ £/070% ~ &
180% BN 2 /190% 2 K% E 43 s HLEE -

[0215] EARHZ —EBEF > BEIER - BEBEUTER KEE
EEE A AL AR o (H I EA RS AR ERUT (B0 » % 5 Capsugel Z EnTrinsic
Drug Delivery) 2 BABERE ) 2 HFE AKX 2 BE AN AFHBERY -

[0216] {E&XEERAIF - BETERIGH@)-RNE E58HE 2 5
HREM KRGS ZEER - S EERVF - BEBEGHC)-REE
SECHE Y HRREHm KRR BE - EZFEERGIF - BEELEHHRE
B HZ R BHRENN KRG 2 BN - LS EERPIT > BB
BRBEGHRZESRHE LR 2 BmREH KB/ B E -

[0217) fE—SEHH T > BEBRRGENIESV ZIBHE - FIOK

5 64 HEEHIEREIE)
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NHEERBE A - & BB Veaps ~ VCaps Plus ~ J5/AVCaps ~
F 5k & Capsugel 2 Xcellodose ~ ENCODE 4 B& ¥E 7% 5 7 % EnTrinsic ™ 2%
VIR A RO S < HM RS A BB ) - 7R ] M A A R R e 48 O & AS B AL 2 B
BV 2 ENCH BATE 2 HAME M (#1140 > Qualicaps, USA -
Nutrascience, USA%) - fE£/D—[HEHIF - BEABRECAPI - B
(D)-HEZEF R LB FERT 2B ES - 2 FBRETAPI LR
Bl s SEMERC(2)-R % & 25 B T B 5 iR S KRB (B K -
BRI A B RN - £ 2/ D —EFRGIT - BEALMEBRETLZE -

[0218]) S EHIZE A #E— R/ VEEE & IR ERE (PR %
L RBRBW R AMFIRE - fE—RBET - AR - HEYEEREC
AR FELEEY B, /2 PKME -

[0219) fi—ReEd  REESF IR ALBREME S E 2 REE
A ERE - ABHREEAREAEYE2E30/NEFAN -~ 3520
INF ~ 2 TO/NEF N B4 £ 8/NIF N BN B R 2 B 25 2 i RIMEE S
W EY) - Rt - fE—SEmpF - ZFRL S5 2 kRS MES
s L BLAH SR 2 2 10/NEF B N - (L — ST+ - ZRRZ
L RIMAEE 8 2 I RERS LA S R L HE VR4 28/ NFFEE N -

[0220] N EHIERBEENKRANZ TS CBREMEESE - B AEH
HEY RS EENBRER RS ESF 258 - (2)-REE5H
HE HSYHERBFRERSES 2 MFEEE - BEMFEEETHET
REF2FKERN - L —ELEFHEH F - BEME S ETLE
L EYRSETRIEKES) -

[0221] fE—REfE - ARG - BA R ZHESYRERZ1E

EF

d\

A
I
WE
hi
PF
<
ot
il
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BAZE 5o tEf =TS B R FR - =55 2 &ROHR P =R E R
5-7F (Jordan C. Steroids. 20074E11 5 : 72(13): 829-842) A fh B &35 ~ ii%
RE AR IE RSN - BAX R ZHEYRRZRZ S HIEK
FBRPE R AE30 260/ NG EE N - BE RN EE S o i —LEHf
g P EHHE40ES3I/NGEEN - HNE S mged mg (2)-HELE
SEHBZHEYMNS » AUCun (B21K)/AUCo.inr (F1R)ZFHEER
MEAL0TR128EN - AL - BAXERZEEaYER R E S ER
BB EIGFE NI BEEE -

[0222] fESS—REEH - ASCATtAE &Y OB A N L
IR

[0223] #1438 FHEIFEAUC 0-24nr) ( " AUCoan, ;) REZICAE 24/ N EE A
HIEAEFE O hr) Z [\ N EY)F o 8RR - B2 2)-REEFEHE 2
HEVREMAEEE] mged mg (2)-REESFZHEVZOBE—HE
> &1 R AR50 hr*ng/mLZE 600 hr*ng/mL>7 3 (AUCa4n:) * 12 (Z)-IA
ey RHEBZHSGYIEEEE S mged mg (D)-REEFZEEYZ
T4 (B —) B & > %521 F 3% K400 hr*ng/mL % 2500 hr*ng/mL 2 5

(AUC24n;) ©

A

\+
34

S~

[0224) AUCoq.int ( " AUCo.inr, ) ~ BIfEFT 88K CGEE M4 - o
REVE) R AR 2 28 2 PR RDEE M (AR N EEY + ~ 4EREE - A
ZEARRME > B INHRZE S 2 525 (AUC.in) 0] B & AV IEEE - f£— 12k

FHi o > AUCo.inef£200 hr¥ng/mLZE 10000 hr*ng/mL&E N o £ LM
HEBI S > AUCo-inrf£300 hr*ng/mL%8000 hr*ng/mL & A » 4 HEE

Pl > 1 mgE4 mg (2)-RBE S ZHIE&E N > AUCoins £ 400

5 66 HEEHIRIE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0



1878810

hr*ng/mL %6000 hr*ng/mL&aE N (F40 - 2 7R1T) -

[0225] FEMMRIBUSP 711 2 & A7 74 2% B A AT E A g 7R
OB RIE R o AL —SEHEHIT > PrReEA R LG O FIR 027 5 2
Bt B H A GEEE R/ V2N ~ 203/ ~ B/04/NE ~ £/DS5
INEF ~ 6/NE BTN ECE D8N o AL B /D —(EEREHI T o K TR R
FTEBMRNZE S ER/VON - £ —EHH T - & O A g A
%8 oy B LB B/ V2N -

[0226] fEHMEHHF > BHEAGERINSE S H E ZHe
I D 10% 2(2)-IN 2 B AL B 2 /N AL B RN+ BH /R
40% 2 (2)-IN 28 AL I B R 4/ NF R AL B R © BV N50% 2(2)-IN %
B o AT ERR 6/NIF IR AL B TR > A0FE USSP 711 2 05 AT HlER -

[0227] HSE—EH T » AR 2 HG VLR R 2/NG N1
BRI 10% Z(2)-RZE 55 - AR AN NV Y 40% 2 (Z)-
NZE 5 BAERBHR 6N NI DN 50% Z(2)-[N%E 55 » A0FE I USP
T Z T ARG -

[0228) fem—gEHilIF > HeWVEHRECLHL/NE TR - 52
D10% 2N 2 5 AL I LR A NIF IR RE TR © BUZE /V30% Z N2 & S5 AL & #1
®BO/NIFIE R e/ V40% L R Z B AR T/ NG RER  se /b
50% 2N 28 5 AE e P& 8/ NRFR RE Y > A0FE USSP 711 2 J5 7R MlE

[0229] {5 —EHEHIF - R HUSP 71125 ARTIE - &Y
(R DAL 1 BRI 8/ NI IR AL &5 B TR 2V 50% LN 25 5 -

[0230] X —SEHA T - HeP &R UL R R 4/NS R
G R EV20% 2N 2 EH 5 L ALK BERO/NFERENEV40% 2N %

E

M

5 67 HEEHIRIIE)
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BN TR T/NS BB E /0 60% R EE  SiIE 1S Bl 8/ N 14 12
W e/ 080% 7 K% EZ% -

[0231] & OIHIE o] BA @& O 8 2 AR - BIanER(0.05
-5 mL) ~ JE(0.05 - 7 mL) ~ #5EIE ~ (0.3 - 5 mL) ~ B ~ 77
o~ BRI R /BRI R » & TR 8 0] 2R B 7 68 OB 2 AR/ R/ - ]
a0 0 05k ~ 25 REEAIILE -

[0232] 2 BLIEF: fly & I8 — B 203 - AR EaY e

MR EASE SRR Y S B 2 A SN E R A e R 2 — K 2 i
W - ZEAMNGE T 3R B O] 22 L Remington's The Science and Practice of
Pharmacy, Meade Publishing Co., United States Pharmacopeia/National
Formulary o 2438 I 152 i % RE 5 B 7 H A 2 N B 0 2 3l R T R AE A
SRS H R A A B R LS PR AR A 2 FHECY) R R 2 B R
B EIEE - AR T » &SRR ERE B 8E RE#EFERGE TR
ZHE o

[0233] WA R ZEBEEHSY ZHECY - BRAEME
(Aw)/NFA0.75 » HEE i 75 0 348 7 | iR ET BU(TAC) R USPHE Rl 4 9
B - Jose E. Martinez 2 4 FE # T Microbial Bioburden on Oral Solid
Dosage Form ; > Pharmaceutical Technology > 200242 8 » 58 % 70
H > &SR TG AAR S -

[0234] BLoh o HAASE R ZEEY 2 AEYIRER/NA0.75 2
ACE M IS E SRR R BAE YR o TACHEM R ~ B2 Ak} 2
MEYVELPELEZEENTEAMEYMtET - RIBRERTZUSP 39

<61>, " Microbiological Examination of Nonsterile Products: Microbial

% 68 H(EWHRITE)
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Enumeration Tests | 7375 o

[0235] {EE15 R AE AR R 5 07 48 1 (@ AS K 2 (OSDF) & w] ##457
HYTACH R BRAC A BHH G > HA] 35 551000 cfu g/mL k210,000 cfu
g/mL - TAC 20,000 cfu g/mLA] #5757 Bl BE 2 /Y -

[0236] ¥ 50 H Al 38 BC P (5140 A0S M /INFR 0.75 201k A8 B0 /s 5 i
Y1) > AlRE T E T S USPIE M SE02E 2 st Wi EMAEY (= B d & Bk
(S. aureus) - #i &k i B I 17 & (Ps. aeruginosa) ~ b P17 & /&
(Salmonella) ~ H S ERE (C. albicans) ~ &K ZF B B (Clostridia) ~ KX
1R B (E. coli) Rz &I <2 14: 5 Rl R B2 ) BRI -

75 0%

[0237] =) ~ AI) ~ (D) RAVMEEY) ~ AR A ZE 58
KR REZEFZEZEERBaEEZHaY T ARHERNEREAS
B {E g (Fan - AR AR LB IRE ~ R R AR TR AE R e B
B B H L E b T 2 AERS) By EE R -

[0238] AZEHHHEY O] AIEGIZRE ~ FTERTE M REHE R4
KRR L — B oy BB AEBHIRE T E 2 — 8y - HpP BEGRIZ s R
BAHBMERRELIAFZIFRE - MECEEAEERTER RN EA L
JElfz T 2 (RS -

[0239] fEEEFHA T - IHEGRBRMRBIEAFIHE - £ HME
R > I (58 R R AR TR R © AE X — R E AT - [HAS BA
F M AL IR R E KRR AT E R o AE— BT - BE
B M iE (3 BMEFL B IR E ~ 34 ~ AT - JRH A I A4~ JRESLANEE
AN AR~ AR N ~ BB F 2 FUE » DCIS ~ LCIS ~ A ~ T+ ENHE

% 69 HEWHRTE)
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B UNEE > TEE  TESE  REREIMNEE -

[0240) fE—SEHEHF > A FEHREGALRELZIEID - #PNE -
AFEREFRBHEGLA KB ~ CHULAT HIIED DGR HIVED L E

[0241]) fE—SELEHEHI T > BERMAFEVE R B IR ESGH R LA E
EIREHRFEAVE o A HAE G T - R RREE P E SRR (RFE A4
JEIE IR (55 B R ol R IR (R EE -

[0242] fE—SEHEH T > ALFEREGRE T LIE - £ —LEEHH
o B CHUER SN B RR W o NIE - L —EEHEA T o #HERE
AEEHM LU TR B 2B IR © mpIRE ~ 8L AT~ PR R

FEVE ~ HRBRITHRE TUREE ~ B =18 K S8 E MR B A S8 & o BT AT B PR
A o AEFEE AT - (FRE B A APIRRE I BB RK - T ERERS
THAEREBAE L ZERET -

[0243]) fFEFEFHEH + - ¥ & HDCIS ~ LCIS ~ ILC -~ IDC -
MIC -~ 28 R V7L ~ ERFZME(ER+)FLE - HER2+ 7 - IR EME(IREMD)
& (RERR I - R - ARG R)E ~ ABEIRE - NEE -
MR BRI - 20— [EE AT - BE—-F e Rk Rl 2 &H
G B By (REE MR E KR AL LR &) -

[0244] ASEUMEAR SR AL &V K & VAL R 3% e K e
T RS < iR EiE/GEM I R/ SR BB - Bl > MR f~ES
F ey B 0 PR R R (B30 3~ il BRI 8808 ) e e < IR BRI ~ IS 25 5= B
e AR o NIE > AE—SEEHM T - AR AR - FIRIE - JEEEE
i~ B ATEERFIEIEE - £ 20 —MEERAT - A 5HREGRBE

5 70 HEEHIEREIE)
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BEE - AL —EEH AT - (FEEE— 5 B ASIRRE -

[0245] ARBFIRIELGEBZEREZNAMAES - BER
HEEA BRE - ZEYE IR R e e P22 L (Rm AN %
e BBV EAIE o AR A EE SR > HF RS R (B0 (B
1) CYP2D6 ~ CYP3A4ECYP2COH EAHCYPERZEE: » (F{EH NEEE il
HE SR RHEEESYR S E S iR &N 2 EMREA - BA
B 1B (BB ) Je # il 55 5 20 1 B 2 AR BB RE IR B ME M R R 2 98) » & F(H
RATEFERAZE 2 E - $H20 mg O EE 75 2 (Hie+ mAE =&
SZmEBBESE=
14(12):990-1000) - {&%E {#l 58 PARM TN 2 & 25 Z 7B H] > (HAZFHE
EYI A R AR - Ho (RS B EIR 25 55 B Be A R R ME L
IR IE BOM 2 A M AR TR B R E Ba i B H b T o [NBE - A3 PHEH
BV EE PN - BRI B E SO R R A JEE IR E 28
R L HER -

[0246] fEXEEHHEHI T > ASGeMBEEHY LEAH ZEEE
S o AN IHH SV B R AGE M LB R E BB R (B M R TE B R E 2
fin =55 o EEaEMEAS R L HER - (Nt > fE—EEHEHIF - AR50
RSP HRERER MR REEAFRE « BEERRE M A IEE R E
BB Y B L R T RIS S g e M B S S PR R o AR

—EEHEH T - UASGE R 2RI EREZ R L Ha N2 E BN
W EE D) < sHE VIR R A FIHY -

[0247] [E4h - DonneyongZ AELEU/R > 2T 5 BEZEMIFR

P 38 HU AU 71 2] (SSRI) 29 (40 Prozac K Paxil (JHEEPH)T (paroxetine))) 2 [H]

d\

30 nM ((LyonZ A Genet Med. 2012412 H ;

R
m
9t
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FAEBEY) M 4 {F A ¥ 71 % (#8875 = (Donneyong % A - BMIJ 2016 ;
354:i5014) - SSRIZEY) {1 iz FH SSRIZEY) ([ f8 o [ B B0 4% 10 fth 52 5 25 AT
R A ZE %5 - With - AT R T A SCHR 4 TE H 50Ak FH SSRIZE
YIER L BETHE - HE 2 A EYER -

[0248]) &L 7 KGR 2 sH YR E R 2 MEER % E 50

RF30 nMZigRe & & 1 - 40 - 230 nME80 nM#EE N 2 &8 T ER
30 nM£300 nM#E BN 2 &8 T o fE—SF e+ - FniERRRZE S
SELERN>40 nM - fFRZMBRZS ES R KRN0 nMZIEREE E/E
BEAERS > AEERFR30 sMZMBERZHSEE T BEERMFENEHL B R E 20
IRV AEJE R AE ~ CH AR (EIR) 2 T RE MR - H R A A
ARG R ZH e < M AT (MR 25 52 B/ 16 nM)
o AU B B 2 (MR R % 50 & B 727 aMMEFS CHAA] - H
¥ 74 TE B BCAR A B8 229 (1) 40 SSRIZEY) » {340 75 BK 35 1 (Celexa) ~ ¢
ith % my (Lexapro) ~ # /477 (Prozac) ~ MHZEPHJT (Paxil » Pexeva) ~ & ffi #£
(Zoloft) ~ #EHLFEFE (Viibryd) K a& 21 HER) )6 R < (#88 ~ il B A I fE =
A g B I E <« 88 7R A A o

[0249] (S EEEMEE 2386 M vl 5t n [ & NI GREE 2
fi B 5 55 ROHIE (B 88 < AR R 2 E 55 IR e & B 2K E « 1M EE 25 2 (#
e MRS ES RS BN EMES S EIEA AR < AR - MR
A% &5 &8 (St R/EFRRR) il #5 i B (R B BAE 1 (F e & It B 5 251
{18 88 W B ORISR i CHL o] B ) 2KCRNE - 8% B % =] 5 iR &S
RHEAEYIRCHZE S S8 - WA E e H &b ES 2/
IR~2KR~3K~ISK-UA 2848 1{HA ~2A -~ 3@ A ~ 418

\

"/

\
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A~ SEAZGHA - RTEH RFEREEEEMAE S 2B HaVES
MDIR 2R S3KR ISR 1A 28~ 48 - 1EH -~ 2(EH - 38 H ~ 48
A~ 5 ~ 6 A ~ 15 ~ 25 ~ 35 ~ 45 ~ SFEI0E -

[0250] f{M#E ZMMAEN % & S RE S E aHhE AR LT Z

B - HNAHHEZHY - 2RMTEEEH30 nM - H{Efe 2 MAE RN %55
2 EEIEM/N30 nM > JI#REE R B A E S5 E#HIEME - ©EAMERE
ML B E BOM R R ME AR TR IE A E BT Ae pa 1 B A H 2 b T 2 5% 5
o E et FRR A EZERRAG S AR Z(2)-REE 5
ARG R ZNZ 555 2 2 BB E DHSYACE R - A —SEHH+ -
2 (2)-NZ 5 7k - £ —SEHRAF - LHZ
[Hfe 2HEVHRERZE S ZZHEE > PIa 1~ RGP A - 1£
HMEA T > AZER ZEcYEaEE M TERZEZNZ &5
HEMREE  (2)-RZESD-waEiEE - (2)-W2ESL-aiis
(E)-NZ & 5D-wEHikE - (B)-R2ErL-alikEElds - 25
EHH T > BERNZE S ZEEYHRNZ E S HCIERN L 5 5 E G K
o AN E B ECE T E BRSNS L MBRN S ELSEE -
R R BEIIAHE A 55 o Z(E RS AT A G RS i I
aRNZE S ZHeYREMHEMENS E S RESE -
[0251]) FAE—SEHEMI T - (@58 2 M 55 55 H /e Mk e AT 48 i 2
{6 A 2 ML 528 25 - (P i R 2K E - fF % il % B A0 3T B BT (A T R
23] 2 SR S E 5 - U Y i SR TEE R - [ RS 2 M 5 E 25 - a9 i
G EMEE S -REYHGSHEEE EARMBERZ TS a8 Z(HRK

}

s

4

é‘%ﬂ*

fi

AN

@ﬁHi

\

\
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-
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[@r
A

ZESERHEBIEOEGY) - FHEYTEEaREFH LN

m
34

[0252] MMAENIZ &5 AT 2R W E R ZAET A& M - A &
TR S E 5 2B ERERE N - DNA - RNA -~ EHE -~ &
B o - B G B A S 2ACHTE - S5 25 - (a7 h R T B S 2/ DA 5
H oy~ 4-OHT » N-EHEAM HE S R/NNZDEH 55 - fE—EEHAIF - M
Bk AR N 25 5 2 & 8 /B 55 25 - ) B 47 (5 88 i s 0RO
J&# (HPLC) ~ R T E 3 (GC-MS) ~ RAH BT B (LC-MS) ~ K&
TR R E % (LC-MS/MS) ~ & L2 (IHC) ~ F ol #E = S E(PCR)
EEPCR (qPCR) KB MK EM - £ —EHEHEH F - B HEEE ZERN
HePTENM A& S-SR - AE—EEHEA T > {8 ZCYPERH
BIE(EARE) CYP2D6 ~ CYP3A4 ~ CYP2COENN Z 73 #f - £ —EH T
pide - BT ER MR ZE S E o A EMERAT - MAARZEH S
AE RIS =HE e ET

[0253] KNt - ASCRBEEARAFREZRALERNL E 58S
ZHEEVHEZFERTEFMBERN S E S EEARN30 aMZ 7k - £—5&5F
FEBI T > RS MRS E S SENRAN3I0 MZBRESE - f£—5&
BHEB T - fERFE S L MAEN 2 EH 255 EF30 nMZE300 nM (f20 > 30
nM %200 nME(30 nmE80 nM)EENZIBEEE - (L —EFH AT - 4
Frlfife < MERZE S EBENRBEEZE>40 nM -

[0254] AfE5—Reted - (RS o] B HAGEA &L 2 T fa m BRI R
HHEMEFL BIRRE ~ TR KRR MR A PR A R e B & B AR AR Rr Ry M A 1T
i % FEYIRR BN E R H A GE M IER G E O AR - fla

a

5 74 HEETIEREIE)
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CYP2D6 - BRCA-1 ~ BRCA-2 ~ ER ~ PR ~ Her2 ~ uPA ~ PAI ~ Tf ~ p53 »
Ki67 ~ MAEAmED ~ fBIEERE IR K A48 FiMammaprint ~ OncotypeDx -
PAMS50 ~ EndoxPredict ~ MammoStrat 5z H Al 22 B K 78 AU 54 & 0 2 FAR
AYIRED - W AR R AR B A MR REME AL BIRIE - MEMK
eI AR FE 8 9P E B A B 0 R A L 2 R T B (E RS B AR R L8 &
Yy o fE—ReiR T AR MEFEEABEAEME BIFRE - BEREKEE
A FEEIRE B B i B A H B T 2 EAe Ry Tk o HaE HE (H AR
At B o3 S A MR Bt SR 23 MR R K R BE H B A SR Al aH &)

[0255] fE—dofeixdr » ASCRAUEERM EE 5 8IGMEEf =5 5
e 2 hA > ZAREERERREEERNZ E S B R L
HEY) -

[0256]) HE—SEEHI o - ASCGERIGHR BT R BURME BiA
iE -~ BEBRIEEEERER FEEN B L 2R T M EE 58S
MRy hZA > Z AR eRFEREBEE SRS E SR HLE ZEOHEE
Vo AR ZmBERNLESEZEDR30 oM ~ P J25 oM ~ /D20
nM ~ /DFA15 oM ~ /DFAY 10 oM -~ /DFAS aMEC/DEY T oM o B EE F HE f3))
T BERNZESBZHEYHRRZE S waERE - N2 E 5 HCIERA
ZEEERE AL HMERA T > REAAS
B O E R R A - AL HME AT - LEEEEVI0%RHE
AR~ R U 48 S 35 R 2 -

[0257) AR BOEEM AT S MEER L HZE A

t(a) AIEEAE B EEES ZHEELPRMERZSE 28  (b)
tb s E e E M E A b i P AR N 25 57 2 2 B2 M N % &

47‘1;

G

\

\\\>§v
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Sag s (o) MERCAER2BMTERZ TS 8MEL - A& i
RN E > ERE D RAEMEEBREEERNZE S RHLERZ PR
ZEEY - BERZE SR EERS PR LAY 2 S R E 52 T maE
AZEF L EBINARIN30 s MZIBRREE - E—SE I+ - SR ERT
MEERZEZ 2 & &8130 nME80 nM&E BN L fRREE & -

[0258] ARG EA B R RN B IR E SR R KE M4 E
R B A H BT Z MR TE > T AES () FE{ERR
b Lk —sEY ¢ (b) HIEREHE B i8S 2 A&
28 (o) HIEKENERSHRMBRNZ ES = EM
AR MR X H 5 22 EREE . &) RERREA R
CHHGY) - (AREgHREE M EE S ZF—HEWEZEVIR 2K
3R~ 15K 20 ~ 48~ EH -~ 2@ H -~ 3@ A ~4@EH - 5HEA -6
(A ~ 15~ 24 ~ 35 - 45~ SENI0F - £ —EHEHF > 2R
SEHENS PR L EOHE Y 2 R LERHE R < MATN 25 2551 K30
nMZ&E - EHMERAT > BeRZESNHLENS PR IEOEE
V) 2 1 LA FF (E 88 < M AE N 2% 5 55 5230 nM 2300 nM (140 > 30 nM £
200 nME(30 nME80 nM)FEEN Z &8 - £ —SEEHHHIT - (6 #5515
BE@2)-RELESD-aEHERE - (O)-WEESL-maiikE - (B)-N%
HooD-wEEERE - (BE)-REE5L-waERkE e 2 EHHaeY) -
FEHAMERAIT > BEREZESZE L EOHEY GRS ESFHCIRAZ &
SEGRRE o AL —EEHEH T mERREAS AR IR E S 2
R AL ~ B AIEE AN E H &) -
[0259] ARG BA B R HEME R B IR E SR R KM 4 E

-

¢
oA
E—ﬂ

~

5 3
= @
>

=

;

e
DH
R
m
9t
N
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BEREZMEZTE A EAEE () AEBEAESMEES ZF—
HEY) (b)) AEENE B (F R &S L A SR b o B8 2 Ath 525 25 - X
Piatigg o (o) AEBRS B EE S -REY g 2RMERNLE
tE o B Ae 2 55 - U P SR (88 < AR N 2% 5 2 2 E
ke (d) [ { A &% B A BEARHENS PR CEOEEY) - EEET
T > BERSE S ZEGWHRNZE SaaERRE - N2 E 5 HCIE
INEA-RiREdEdird
I~ B =UTEGE U -

[0260] ASCREMEHEE(ER ZMERNZE 52 EBRI A > &S E

TH

13

\

?ﬁ
I
gg}
g
‘E‘
D>
&
[@r
o
DA
R
It
3
(\
R
W
i
NS
2t

SaER2RMBERNZESEE  ZHEAEE T () H£OREE M=
HorkEHERZMENZES2E ) O0) LBEER ZMERSE S8
HSEMBERNZESEE (o) HEREKEEENZE S NHENS IR

ZEOHE Y LLER R MR L E 2 ER RN nDMZ 28 - f£—
EEHHIT - BERZE S RELERS IR L EOHEY) 2 & R 52
ZMAFRZE 557230 nM£300 nM (40 > 30 nM£200 nME{30 nM %80
nM)FEEAN ZEE - £ —EFHAT - ([ffe L MR ZE S EBHEFRE
o E - EHEEREADERE ZMESESREDIR 2K 3K
ISR~ 18~ 28~ 48~ 1HH ~ 208 H ~ 3[H ~ 4@ A ~ SEH 6 A -
[0261] ASCREMHEERTMTERNZ TS ZaEZ A #IER
JE TR 2R R M L B R IE BOM R IR ME AR JE B E » Jo Al E I BRI 4A
B =SS HMBRZE 2 E/DIR30 nM > ZHEAESE © (a) f£4746
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Mg M= E 5% EHERE 2 MEMEES-#HYRZESZEE
(b) ELEzfth B &5 - YR Z &5 2 miE & 81 IEE M= E 5 - R
=} E2HBEE (o) RHEFEGTHE  8aa kB HNEZE 50
HEY  Hbapk®if o REE S 2B 2 8RS 2 mEER 28 25 50
RKIR30 M2 &8 - £ —EEHM+ > BaalkBlm o REES 25 4
Y 2 R E RS 2 MAZR 25 75 7230 nM£300 nM (40 - 30 nM %
200 nM ~ 30 nMZE80 nM)#EEN L & E - L —SFhmflf - ] E®RIPE
(Z2CQOEZFEEEIARZE S L MEMFEEE -

[0262]) fE—REEH » AREHMEAFE R RENBMEALFIRIE
AWM AT ERESR _FHe RN EH L Bk ™ 2 [EEe 5% %5
AL E S L 55 AH & < U] B it =X 1] {18 RS 75 B U 8605 R B L & AR o
CHRZEGREEN SR & OEEY - B —BEF » REHKES
BHEABRCEEALBRIE - MEREEAEEEREN _FRENEAHE
Z BB N ZABBSHY )74 0 3% 7 A B E AT B AR L 55 4R 48 2 VTR il 26 = {1 35 45
B R A < A LR g R 2 & HEY) -

[0263] AXIEHLERE 2 HEHE K EHUFE - §F—RIEBEAFER
H R S 2 #HE B P1{%0.01 mgZ200 mg o B & i R 5 AL & MRk
2 T RE IR DA ZE i L H S 2T 22 | A T E IS iR B E 58 EC Y 2 A 2 853
A -BEhE AN E BEUEHRES) - fE—HLEHAIF - 2L
0.01 mg#200.0 mgZ K& mFEREHEERZLEFRNAL EFENLE
B2 HEY - AFHAME MG - 2L mg#200.0 mg 2 K& [# {FE 55 5 B A
ERNZEGRRNSESEXNZER K OEEY - £ —EBFHAF - DIE

B A7 E0.01 mg > 0.05 mg~ 0.1 mg -~ 0.25 mg ~ 0.5 mg ~ 0.75 mg ~ 1.0

>P
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mg -~ 1.5 mg 2.0 mg~4.0 mg -6 mg -8 mg- 10 mg ~ 20 mg - 40 mg -
50 mg ~ 100 mgE(200 mg & [m {H K HEEERH L EHHAL E5E
NEZPRZEOEEY) - EEFHEHF - LEEUKFEL mg ~ 2.0
mg ~ 4.0 mg 6 mg ~ 8 mg ~ 10 mg - 20 mg ~ 40 mg - 50 ~ 100 mg 200
mg 2 FIEFEEE(ERZESF 2V 90% 2 (2)-HEE 5 (wt/whHEJEE 141
eV o L —SEHAIF - LL0.01 220 mgHEEN 2 HERHEEERN%
WEMEERE CHEY - AE—EEHAF - DIEEAEE0.5 mg - 1 mg -2
mg 4.0 mg ~ 6 mg ~ 8 mg - 10 mg ~ 20 mg - 40 mg ~ 50 mg ~ 100 mg &
200 mg Z HIE#R B & (2)-RNZE 5 D-mE EERE ZHEY) - £ — S Ei
pe - EEED mg (2)-HEZE5D-waEERE 2 Haey) - £ it E i
pidg - FEEE1 mg (2)-REZE5L-HE RS 2 HaY) o £ Mt Eh
pidgr - A E2 mg (2)-R%E 55 D-# &t 5 B & (B)-IA % 5 55 D-#) &)
WS A - FEEEHAE - LEEAKRE]L mg - 2.0 mg - 4.0
mg 6 mg ~ 8 mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 50 ~ 100 mg=200 mg Tl &
G 2/090% LNEZH 5 22RO RERT » 2P =
1) (wt/wHRYE OHEY) - £—LEhwEH > LL0.01520 me#HE[E N 2 Hl
BRBEESHZE S 22 &G R 1 ~ BRUSERIDRYEEY) -

[0264] FHBAREFRMECE T~  HARBZFTHAFZXGES

C B2SH U B S0 ESOFR LM T 2 PR A R RS R E S PR
BN EEBINE K A S 2 2 (Weeden-FekjaerZ A > Breast Cancer
Research200810:R41) o = EHIE 0] 3 — 25 B/ DB E A & 2 PURE S B (1
WRZE ) < PR B U AR -

[0265] fr—REfEH > REESF 2R ARBRERMAE S EAVIHREERK

X

4

4

4

4

UD»T

H
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A 2R ERE - ARHEM > FERREA R ZHE YL
HEPIER2E30/NEA ~ 3E20/NEF ~ 222 10/NRF A B4 22 8/NERF N 2 83 [
EWRRNZE 2R RMTEE - NI > F—EFEH T > ZFNZESZ
AR M S B LR E LR BEEEYR2EI0NGFHREN - £ —LEHE
B - EFRSE S 2 AMHEEE 2RISR ZEEYR4
E/NRFHIE Y

[0266] JiEEHIEREENRANZ 5 ZREMESE - &
(2)-NZE G RH RS IRE AR Z GV TR Z E 5 2
HoBEREENRRERE  RBEMFESETEHBTIREFR2IRER - £—EF
FEAIH o RRRRMAE S E A8 H B ASGE R ZHEEWERETRERK(
5) e

(@
= b

i

m

[0267] fE—REG T > ASFHEMR  BAE R ZHSYRER S
BRINZE 5 AT 5 25 ERHUB PR - 525 55 Z & AR bR - = AR B
5-7K(Jordan C. Steroids. 2007411 H ; 72(13): 829-842) H i EHE 25 7 &
R R I R &SN » BASHI R ZHEYIRRRLZIN L & 5 HIE K
MR AE30E 60/ NFEEE N > B R E 55 o A — L E B
B PR RIAE40 B SN ELEN - VB S 1 mgE4 mg (2)-F
SREBMRS PR ZEEYINE » AUCun (521R)/AUCkir (B1R)Z
PRI EAL0TE 128 EN - Witk - BAGE R ZHEeYBRZNZ
BB R R N A B T

[0268] fris—Refkd - AR - AR ZH GV 2 & B2
ROBHA L N2 5 2 B -

[0269] & FHEAEAUC 0-24nr) ( " AUC24n, y YREIHLAE 24/ NEF IR B A
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H RO hr) Z(EFE R EY b 2 7T - Ba(2)-REE 5 HE 2
HEVREMAEEE] mged mg (2)-REESFZHEVZOBE—HE
B 1R ERL150 hr*ng/mLE 600 hring/mL.” 15 (AUC4n) * A2(Z)-A
e HEB ZHEYBREAEE] mgEd mg (2)-REBE5ZHEYZ
V4G (E —) T8 2 521 KiEHK 400 hreng/mL %2500 hr*ng/mL .~ 3% #5

(AUC24n;) ©

[0270) AUC(-inty ( " AUCo.inr, ) ~ BIfERT/T TSR GEE 4E ~ M
MEECIE) FIEIR 2 859 ~ Vg US R S R AU (B S N 88 4B - K
SRR > ERNHEZES T 275 (AUCkn) 0 LRI ERIELE « /£ —16

FHiHIF > AUCo.inifE200 hr¥*ng/mL% 10000 hrng/mL#i & N o {7 E 2
B F > AUCo.insfE300 hr*ng/mL %8000 hr¥ng/mL&EE N o {7 HLLF i
Bl - f£1 mgE4 mg (2)-AEEF B EEHEN > AUCo.inr 71 400
hr*ng/mL# 6000 hr*ng/mL#E N (B4 - 2 HE1T) -

[0271]) (EFEEEEER WA TENHESYERE b > 4
VI8 TR T E &

[0272] fE—REEEH » A RNEZHEY ] BB HEIH S
EMA - BHIME » A RZHEESY T —E S E AR S RER
TITIFE ~ FTBERASE R L, — 3y - ABHZ —BEHAERA
7 GH G a] B A A (350 T it e B B ) 4H & (5 0 Ry S0 e B 8 5 i
% - e G TR RIGEHE 2 % 6s - BRI AT R B B
BERE - BUINS > EMEBEARYIEE L2 FERNEHRE R
(enzalutamide) % DUG ATV MR 2 » [ERE TTaE Nz BOEM BB B T
LHAE o AR Z GV TIE Bt &AL B A ATYI BR 2 2 (E RS DUTH

% 81 HEEHIEREIE)
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B je 180E 5B T 2L HE » E RS —E W - A ER+/Her2+[5 M HLE 2 (F
AG TRF 1 52 Bt 22 PR B U B LA R R R ) (B A0 P R R 8% ) L SR S IR VA B
BoE - BAX R Z G H A 6% B A ER+/Her2+ [5 14 3L 2 3 (@
B o AL E—EE'EEA T HeiE— P E I FER - RS REDT
FEEY (P mdh ZERE L) ~ LB E - § 4K 55 & (capecitabine)
(Xeloda) ~ f#f(Paraplatin) ~ IE$q(Platinol) - 32 ARHZ (Neosar) ~ % Pt
% (Docefrez - Taxotere) -~ % Z& Lt &2 (docetaxel) ( [ & f7 ff &
(Adriamycin)) ~ ¥ £ " FE{ElEE % % FK L B (Doxil) ~ Z W E &K
(epirubicin) (Ellence) ~ & FRMELE (fluorouracil) (5-FU » Adrucil) ~ F 1t
/& (gemcitabine) (Gemzar) ~ B HH IR IS (methotrexate) (Z{HEEIESL) ~ XF
B IZEE (paclitaxel) (B A2FE (Taxol)) ~ EHE & LK VIRRZE (2EEZ
I (Abraxane)) - £ % % & (vinorelbine) (Navelbine) - #85 #fi #f(eribulin)
(Halaven) ~ ff*/b UL (ixabepilone) (Ixempra) &z ATP- & & & 28 B I Al -

[0273] fEm—REET » A2 HEY R EaginRE%L &350
(E8E T < AV H VAR - P-BEE H (P-gp © ABCBI{&RAER ~ AF R /)
R R DUR AT e iR =3 2 S AR SR B - Hg B ey )2
IR FEF 2 DU EEY e Bt - WL fE—SFEfM+ - HEamiE—Fa
SATPE &R (ABCHRIE) M & 0 ZSIHIE - BlanF it &8 (BCRPE
=) K P-gp Z {7 - BCRPEH K P-Gp 2 & T HIH B BZENE A - 224
M= » BCRP&E & < Il & &l & # 3 fi§ & (cyclosporine) - & 3 i M
(omeprazole) ~ HFLII ™ (pantoprazole) ~ /b 4=l & (saquinavir) 5z flfl 72 5=
H](tacrolimus) e

[0274] P-gpfIHIHI 2 IR &1L & B 175 — AHIHUHE - HIa0 s
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fEoK (Verapamil) ~ BRfIEA - #EFR g (reserpine) + 22 % (quinidine) ~ &
= & (yohimbine) ~ fill 55 25 K 45w oK 25 (toremifene) ;55 AINHIE] >
Y075 4EFLIH oK (Dexverapamil) ~ /5 J& o it °F (dexniguldipine) ~ {i =] £} 22
(valspodar) (PSC 833) & = [ i % JE 1% 3 (Dofequidar fumarate) (MS-
209) ; H={XP-gpHNFIHE] - FIL0ERPYE: S H-28 PE S ML 72 (zosuquidar)
(LY335979) ~ fi7fE ™% (laniquidar) (R101933) ~ >KkFEH (mitotane) (NSC-
38721) ~ tt 37 % 3 (biricodar) (VX-710) ~ & %2 17 % (elacridar)
(GF120918/GG918) ~ ONT-093 - % FI| €= ## (tariquidar) (XR9576) &
HM30181 [z #iiP-gp B ARTLAS (FIMIMRK-16)
[0275] AS#HEIMEMESH —NFEHESY) 2 GFEEH - HHAR

AR ERHMEMBIABRIE - BERKEEAEERENR AN EH
H 2T ZEfE o AFAEHTERAGERZEOEEY) - RS
HEY) < HEESREORBUEHEY) L HHRAE - fE—BEF - K45
EH RIS IBRA o ZE e BN R RE R~ RS e s R B
Yy (@I Bk L) - BLE R EE > W0 R BE At & (Xeloda) ~ R #
(Paraplatin) ~ g #4(Platinol) - ¥R BEE N (Neosar) ~ % il & (Docefrez >
Taxotere) ~ Z XL E (M NEME) - BL _BLLEERZIFILE
(Doxil) ~ JZ X fd & (Ellence) ~ & R % 0E (5-FU > Adrucil) ~ & /g /&
(Gemzar) ~ BFH IR (ZFEREESL) ~ KVFEEVERTYE) - EH&ES
PSR (REZE) ~ REHm & (Navelbine) ~ 15 8 i #f (Halaven)
/D I (Ixempra) & ATP4E & = (ABC i@ & 5 M &I & > B140P-gp Il
A o

BOIMESY
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[0276] T CHIREEHIM: - FRIRFIMEHEEY) - 0 ESCFER K » B
LL(R)BIE RN EEY 2 BEE BRI 2 E(wt/wt) - 6 2 FEH
7y < FAIEE AR B HEsH &Y 2 100% (wt/wt) © £/090% (=90%) 2 (Z)-IA%
B FEERAEEMEeY TR S &S CHEEHEN(Z)-REESTR
WY EER -

[0277) fE—REEEH » ABFHGHNEE(Z)-WEE%5 - AL
a¥ - KAMLEY R HE R L8 2 T¥ FRRREY T -

[0278]) fE—REEEd - ABHGRHNEED-REEF 2 THE B
BRI » HEEUTHE © (EE)-HEESRE)-REEFZRE
%)~ Bl (D (L&Y ELEtOAc (1:1%1:20 wt/wt)Hf1 26N HCL (1:1%1:5
wt/wt)Z fE - (b) FI8N NaOH (1:1£1:20 wt/wt)d#1 ; (¢) FHEtOAc (1:1
Z21:10 wt/wt)FEMFE—802% 2k 5 (d) FH20% NaCl (1:121:5 wt/wt)ZZH ; (e)
BUEMRR (1:0.0 1 £ 1D HE 5 (f) FHIPA (1: 12 1:10 wt/wt) ik — 202 R K&
FIMeOH/PPW (1:1%1:10 wt/wt)ZEHY ; H i wt/wt{izH 1N (E)-FH £ &5
R(Z)-RE&EH 28EY  FlnXAIDE&EY) -

[0279]) fE—REEF » KEFHAMNEIZE)-REZEFROD)-R%
B 2RGMEMNEEY) 2 T¥E EA RN TE » HAEE () E3
(ID{LEYETHF (4.4 wt/wt) 1 2 ZENEEZHE 5 (b) BHETICly (1.4 wt/wt)
KZn (0.9 wt/wt)FRTHF (8.9 wt/wt)F 25K 5 K (c) A ER(a) 2 =)k
GYIEE BE(b) X THEF 2 TiCla R Zn [ JE - LATE H(E)- R % & 55 K (Z)- A
832 REY ) Hbw/wtiBEEH R ADEEY) -

[0280] fE—REMET » KEFHAMNEIZE)-REZEFROD)-R%
ZREY - BIRXADLEY 2 TE FaRARN L HEE—HZ

i}
=]

N
i
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LURZ B ¢ (a) FH25%FAb#52(1:20 wt/wo) K —S(EW (3% L) (1:1 wt/wo)
ZZHL 5 (b) FITHF (L:11£1:5 wt/wt)EFE—E% K 5 (c) FH20% & b#(1:3
wt/wt) ik —e %X 5 (¢) FEtOAc (1:4.5 wt/wt)Z& e ; F(d) F(1:2 v/v)
EtOAc/IEBERE(1:3.8 wt/w)& i+ Hfrwt/witfBrE B2 ADEEY) -

[0281] ff—REixoh - AEHGEE NG E)-RZE S RE)-HE
B 2REaY) - B EEY) 2 T ERlCRI A% - HiE— P aa—
CEELL T B © (a) FH40% K.CO; (1:2 wt/wO)ZEHL—EZ X 5 (b) FHIN
NaOH (1:10 wt/wt) &zMeTHF (1:1%1:10 wt/wt)Z£H] ; (c) FiMeTHF (1:1
£1:20 w/wWOFZERHI K 5 (d) H20%EE8#H(1:5 wt/wt)ZZEL 5 (e) HIPA
(1:4.5 wt/wt)ZE8 ¢ Ko (f) FH(1:2.7 v/v) TPA/IEBERE(1:3.4 wt/wt) 4 5 5
Fwt/wtiRMHE R ADEEY) -

[0282] ff—REtxmh - AEFHGEEANHESEXANEEY 2T % B
BOREY 5% > HEELTFE () Ex(O{EEY( equiv)BITHF (4.9
wt/wt) 1 ZDIPEA (3 wt/wt)EZ i+ (b) INIIAHEE - A LE5(3.3 wi/wt) ¢
(c) AHEE(4.0 w/wOZRBI—ZE K 5 (d) FHHEFG.2 wt/wt)Zk 8 © (e) B
FHEZ (3.2 wt/wt)/6N HC1 (4 wt/wt) i JE 5 k2 (f) FH8N NaOH (5 wt/wt)H
5 AEFw/wiREE RO -

[0283] ff—REECH » AFEHH (RBA M MRIE A LAl 1 7R B E 2 (Z)-
NZ &7~ (B)-WEE5 ~ AAIDEEY RAANEEY) R EE - f£—&
e RFHGENIRE A G R AR e 2 (2)-REZE 2 Hp(2)-
NEZESHEREFERE T REZV6EA - £2/09EA -~ £2/012(8 e 2 /D
181 H -

[0284] fibs—Refidr » MRBAIG R Z AR E Z(2)-RZE 5

EUlKR
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MR A <1%FEE - N —BHET > REBEALH R ZHEAREZ
(E)(Z)-IN 28 55 i le BT <1 %5EE -

[0285) fE—RE& T > AZFHFEENEERBEASGE R ZEM T
2R 2 (2)-NZE 5 g s L BRHEY) -

[0286] fris—Refxd - RGN ESIRBEA G R ZAEMA J5
BB 2 (D)-RE B FRBECHEEEY - HP@)-FHEE5GEE
VT RNZE 5 2 Z2/090% (2)-[RZ%E 55 Tk (wi/wt) -

[0287) fEN—fEET  HEVE—-FEEE-RFES > EF
(BE)-RZE 5 H(2D)-NZEH 55 ZHEREZ-EEFR)%H1:99 1 5:95 5 10:90 »
15:85 5 20:80 ~ 25:75 ; 30:70 5 40:70 ~ 45:55 5 50:50 ; 55:45 ; 60:40 ;
65:45 ; 2¢70:30 -

[0288] fm—RExd  HaVE—FE2E-WEE
E/Z-LL3RFE45:55 8 55: 455 B N &Y 1:1 -

[0289] fE—REf T > dHEVHESIRE ARG R ZEM AR EZ
(2)-NZE S B E R HP(2)-WEESEREILE TREE/DV6
(#H -~ 2D9EH ~ 20128 HE/DI8(EH

[0290] fEXm—&xT » HEVEERBEASGE R ZEM AR E
PAVARISE 4= 58="20

a. H i &) 2 F S 0w Gt Bh &8 #820,000 g/mL ¢
b. &Y 2 KEBFHEHE1.0% - FEHUSP 9212 JiEIcHTHl

N
S

L

=
¢ AL PEEY ZAEIAWINR0.9
d. 3P BRKITEE T @480, 19% - AFEHUSP 2812 1B HI -
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e. K ESBEFHEH20 ppm > WMFEHUSP 2317 J77ETATHE © 2
Hp R fANMT 3000 ppm - PUEIRE (HNMT 720 ppm > RN
B NMT 5000 ppm ° Z % Z. B5ANMT 5000 ppm ; IF BElE{ANMT 5000
ppm > H ZEE{ANMT 5000 ppm - 4155 {1588 < HPLC i AR HIE
[0291] 7& X —RefEh » AEMBAIG R ZE )7 E8H 2 (2)-
ZESNHBESYEBEMEERE0.01 mgE200 mg (2)-FHEEHH
RHENZ T -

[0292] fEXN—REE T - HERBEASGE R AW 7 7REE Z(Z)-

A

S

%55 s I A S VS AR A2 1 mg20 mg (2)-[A% B
CEESA R

[0293] fEXm—REE T » HERBEASGE R AW 7R E Z(Z)-

R % E 35 B B I 4E & Y E20.01% E£20% (wt/w) R % & 45 s H B 5 %
hs -

[0294] fEFH—RefETd - AFPGRENESIRBEA G R ZAEMA J7
FEEZ(D)-NEE SR HLEEaY > ETHGYEE0.1%£10%
(wt/wt) (Z2)-NZ & 5B BB A -

[0295] A5 —Retxd - ARG ESRBEA G R ZAEMA J7
EEEZ(D)-REE SRS - #—FPEe - SEBEEREEY) -

[0296] X —Refxd - ARG ESIRBEA G R ZAEMA J5
FREZ(D)-WNZESNREE - E— b as - SEEPReEEY
TR B R RS ~ e - AR ~ JEVEE - B - EHIRRCE - B

BARE] ~ pRAEHE ~ ALK - EHERAE - REIREI S -
[0297] fEN —RefEd - RGN ESRBEA G R ZAEMA J5

E.ﬁ ‘E‘ Elﬂ

PH
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EREZ(D)-WNZESNEE - E— P e - ZIEEPREEY > H
TR HIMEH &Y 2 490.1% 2

[0298]) el —Refxd - RGN ESIRBEA G R ZAEMA J5
EREZ(D)-WBESNELEEEY) > HPEeYE e NS EEE M
DUTdHpR 2 B 2 FERIRE OS] © A B oW ~ WIGEL B - B A W IR

%2 499% wt/wt ©

LT~ LR R AE R (CAP) ~ ZBRIRARREMER ~ AR W
FENEHE SR - LERITIH R FE N A B B S 3R (L BRIt 30 I 78 Y B 4

HER) - BB LNGHZE W EEES(PVAP) ~ AL IR EL H s - FH B % R
BV & ARREA=SFREER  JBERM - TORBEEES - B
R R > AR - O BRI R R E D) - LR ECERUETTE
Yy~ |4t - BB TOMEs - @R TUMEs - = i@ BE M s - HaE
Aele Homls - —HERRRE H Ml - REBR@GIO+/UZE ~ TAKEREL
B REREY) -

[0299] fE—REH T > AZFHAEENEESRBEASGE R ZAEM T
B Z(2D)-NZE 7B ey » Ko &FEICAn&n - 3¢
&g - BEl R EENIEE -

[0300] {5 —RetEd - RGN ESREA G R ZAEMA J5
EEE 2 (D)-WNZESNRELEEEY) > K &R R & O RIE ZZ 8
Y RIEH - BEAIGEH - B - U - oK - BESER - BRI
TEAE R - OFME - ERSE R ED IR -

[0301] fEX —RefETd - AFFHENESIRBEA G R ZAEMA J5
EREZ(D)-WNBESRELEEEY) > HPERICANEOREZEE
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[0302] fEX —RefEd - AFIFHRENESIREA G R ZAEMA J5
EREZ(D)-WNBESRELEEEY) > HPERICANEOREZEE
V{5 EC Ry i BRI GE R < g ~ 3R C Ry AL RIS SR e BB B A 5
(HEECIWEFIRELEIIG & i+ &

[0303] fEX—RefEd - AFHHRENESIRBEA TG R ZAEMA J5
EHE Z(2)-NZE S REERH Y > HP o &RECH R & O E
%> HHEPAFREMUSP 7118701 2 /ARG, > sSHEPHEE J

a. {EFLBLR 2/ N AR D IR 10 N 2 55

=]
b. £ & R 2 /N N RE TRV 1220 % [N 25 5 25
. AEF R 2/ N N RE TR D Y30 % [N 265 25
d. fE & BLR 4/ N N R D 1040 % (RN 2% 5 25+ B
e. fE L BR 6/ N N R D NS0 % N 2% E 25

[0304] 12X —Refxd - AFHGRENESIREA G R ZAEMA J5
EHE Z(2)-NZE S REERH Y > HP o &RECH R & O E
%> HHEPAFREMUSP 7118701 2 /ARG, > sSHEPHEE J

a. (LR 2/ N AR DN 10% ()R 25 55

b. AL R 2 /N N RE TRV 1220% (Z) N % E 55
c. AL BRA/ N NI D 1 40% ()R ZEH 5 =

d. fEF B R 6/ NG N REIRUV B2 50% (Z) N E 25

[0305] 15 —Refxd - RGN ESIRBEA G R ZAEMA J7
EHE Z(2)-NZE S REERH Y > HP o &RECH R & O E
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40% ~ £/050% ~ £/060% ~ £/070% ~ £2/080%ZK £/VI0% IR % E %5 -

[0306] fris—Refxd - RGN ESIREA G R ZAEMAJ5
EHE Z(D)-NZE S RNEEHaY > EFHaW &R AN &R
2o HHPARE M USP 71150701 2 5 7ART IR - VI R 2/ N g A
R TR 2 D40% ~ £/050% ~ £/060% ~ £/070% ~ £/D80%EE /D
0% NZE 75 -

[0307) {5 —Retxd - AFPHENESIRBEA G R ZAEMA J5
EHE Z(2)-NZE S REERH Y > HP o &RECH R & O E
2o HEHPAREHUSP 71150701 2 J5 /AR HIE - a1 &R 3/ N A
LR R ZE DV 40% ~ £/050% ~ £/060% ~ £/D70% ~ £/D80% = £ /D
0% NZE 75 -

[0308] fEis—Refkd - RGN ESIRBEA G R ZAEMAJ5
EHE Z(2)-NZE S REERH Y > HP o &RECH R & O E
2o HHPAREHUSP 71150701 2 5 7ART IR - sHEYE g4/ Ng A
LR R ZE DV 40% ~ £/050% ~ £/060% ~ £/D70% ~ £/D80% = £ /D
0% NZE 75 -
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R EGERE TR 2 DS0%RZ B35

[0311] fES—REkEd » ABHGRNEFHEIHREO/RMR ZHS
V> Has s FEUKE] mgE200 mgRZ & - HETHEVRES
DofiE H -

[0312] fSs—REid » ABHGRNEFHIHREO/RMR ZHS
) HA
HPRZEF HE2090% (2)-REZ 575 ke - 0

L FEMUBEL mge200 mgRZEL

HEY) 2 FAMENRETEAEH#20,000 g/ml
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HosH GV /At R ~ B a B B A se B K i B 5
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Ho g muUSP 711 2 /AT ANE » sHE Y& EREC DU &5RE PRI E
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o
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(2)-NZE 75 ZBIIEEAEEO0.10% - AIFEHUSP 2812 1 7ARTH
s H
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[0319] FENX —REEEF > AU REAN#E A AT AT A+ 22—
BRE L HED)-RZE-RHERZPRIEeY) > AFRZE 58 HE
BEEHMBL TR NS E S A ERERE - (2)-W2E %5 D- 45 Mk
C(B)-RZED-wa RS - (2)-RZE 5 L-w 5 iRk (B)-R%

T L-aE ke s -

[0320] FEX —REEEF > AU REAN#E A AT AT A+ 2T —
BRE L HED)-RZE-RHERZPRIEeY) > AFRZE 58 HE
NZE s aaE ikl AHEFRZESWERREEE1% > 5%~ 10% -
20% ~ 25% ~ 30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% ~ 95% ~ 96% -
97% ~ 98% ~ 99% ~ 99.5% ~ 99.99%E100% (wt/wt) 2 (Z)-N% &% D-#
B2 - N2 & S L-am e -

[0321] FENX —REEEF > ARSI REAN#E A AT AT A+ 2 T —
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FIREHALE B P A EHER - FHEE - JEEEEE - BT
&3 Bl R S e e BB R R E

[0326] 1N —Referd - AFFIAREBEHYRE A SR AL 5 A o 2 AT —
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WAL BIRE ~ BERREEEEBEREN 7 » HPBEAENER
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HHE I AED)-NEESREENDPREGY) » KT ZHEa?ki
ARE G BT #EEEARREAGEE L FRE - BEEEEEER
ER _FHE B AL LR T -

[0329] AN —RefEd - AFFIAREBEHYRE A SR Al 7 A o 2 AT —
HHE I AED)-NEESREENDPREGY) » KT ZHEa?ki
AREAEEE - Ho 88 2 8 3R (R E 7L 55 95 i BB 3R R 1 A JE i I iE
HEMEIFRE ~ £ -« Z8 - JRIRAREEIN A - JRHMADVNEERIE A -~ FHL
BREEESE D ~ B2CFUE » DCIS ~ LCIS ~ #fE ~ F3VE ~ BRE-E %
RIEMREE - TEABE - WEE - T8% - TESE - REEIUNEE -

[0330) 1N —Referd - AFFUREHHYRE A SR AL /5 A o 2 AT —
HHE I AED)-NEESREENDPREGY) » KT ZHEa?ki
AREZMEE - L [EEEA e L TR AER - FHEE - JREE
FEIE - B ETERE « 50 IR B R E -

[0331] AEX —RefEd - AFFUREBHHYRE A SR Al /7 A o 2 AT —
HHE I AED)-NEESREENDPREGY) » KT ZHEa?ki
ARREAEEE - HA 88 2 ar s iR deE B o (RS £2 52 S BITRAEE 4a i F 1T AR

[0332] AEX —RefEd - ASFUREBEHYRE A SR Al 7 A o 2 AT —
HHE I AED)-NEESREENDPREGY) » KT ZHEa?ki
ARREZMEE - L @EEEAmsIRE > HEPMEEEA S T LHAESGE
REAHZEET -

[0333) AE X —Refed - ASFFUAREBEHYRE A SR Al 7 A o 2 AT —

HHE I AED)-NEESREEND P REEY > HhZHEayiki
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BHMEBERBELFHE - MEREEREEEREN _FXmRNEAHE
JEb N AV RS - HLH AP (88 2 083 (R 1 3L 55 e i BB 3R (MR AR JE B
E R B 2 B A MR A B B8 23 B MEAY -

[0334] fEN—REETF - RSEHGRERFE AR A+ 2 £ —
FREH I AE@D)-REESRHBNZPENHEEY - HFZEEY 2L
0.01 mg > 0.05 mg ~ 0.1 mg > 0.25 mg ~ 0.5 mg ~ 0.75 mg ~ 1.0 mg ~ 1.5
mg ~ 2.0 mg-4 mg-5 mg- 10 mg - 20 mg * 25 mg * 50 mgsk200 mg
(2)-HZE5 2 BA K E % BLES -

[0335] fEN—REEH - RSEHGRENFE AR 7 A+ 2 £ —
FREH I AE@D)-REESRHBNZPENHEEY - HFZEEY 2L
0.01 mg > 0.05 mg ~ 0.1 mg > 0.25 mg ~ 0.5 mg ~ 0.75 mg ~ 1.0 mg ~ 1.5
mg ~ 2.0 mg-4 mg-5 mg- 10 mg - 20 mg * 25 mg * 50 mgsk200 mg
(2)-R %55 2 Bl &% E{EE -

[0336] fEN—REETF - AEFHGRERFE AR A+ 2 £ —
EHE L EED)-REZE5RHBNLPENEaY  HbZEaPEX

— R -BRWR -FBR=E=RX-BRNUX ~FH—X - EEHWRKX - 5EH—
R-FHE—R -SFARRX -SH—RX - BFEE—RX - BNMEA—KEHF
HE— R A% B A8

[0337) AEX —RefEd - ASFIAREBEHYRE A SR AL /7 A o 2 AT —
EHE I AED)-NEESREENDPRNEGY) > R EOREES
VideRrERE < MAE N2 E 5N RI30 ntMZ 2 & -

[0338) AN —Referd - AFFUAREBHHYRE A SR AL 5 A o 2 AT —
HHE I AED)-NEESREENDPREGY) » KT ZHEa?ki
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{ERSF RaHEHOE -

[0339]) FE X —REEETd - ASIGRN ST A AT 7 A 2 F—
HHEH L BED-REEFHHE N L RaHEEY) - HhH e iiE
B BEE ~ IRV RORBUETRE -

[0340]) £ —REEEF - ARG A AT 7 A 2 F—
HHFH L BAED-RAEEFRHERZ I RENHEY) T ZEEYES
BCHLEE TR RETIAH G 15 BL(E A -

[0341] FEX—REEET - ASIGRN A AT T A 2 F—
HHFH L BAED-RAEEFRHERZ I RENHEY) T ZEEYES
BB " UAREH S BIEEE - HEPE _DAREEIGIE T ER - BAREE K
ECHURE BEY) (DA dh Z BR B 0) ~ DU EE » PIA1 R 55 78 (Xeloda) ~ R #A
(Paraplatin) ~ J[§ #(Platinol) - 255G RE (Neosar) ~ 2 6 {th 2 (Docefrez -
Taxotere) ~ Z XL E (M NEME) - BL _BLLEERZIFILE
(Doxil) ~ JZ X fd & (Ellence) ~ & R % 0E (5-FU > Adrucil) ~ & /g /&
(Gemzar) ~ BFH IR (ZFEREESL) ~ KVFEEVERTYE) - EH&ES
KPR EE (R (E26) ~ £%F M & (Navelbine) ~ 8 1 #k (Halaven)
VD UCFZE (Ixempra) BCATPSE & &4 i 25 5 < SR -

[0342] FEX—REEETH - ARG ERA FE MR IE
HAEaH AR AR R AR 2 E—FEEE HEY -

[0343] FEX—REEET - ARG ERAFTE MR IE

BaRERgA G~ AT E—EFHEHE B E(2)-REE58H
B S RIEEY -
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HASRERBA SRR AT 2 E—FE R 288 (2D)-WHE 5 8H
MR PRESY) - P EREEA MR KEEALFRE - MERKEMEE
JEIEIRE S B e B A L BT
[0345] fEN—REfET - REHBHENEGEAFRZMER LA
BERERBAIG R Z AT ZE—F W E B85 2)-WNEE 5 HE
MR PRESY) - P EREEA MR KEEALFRE - MERKEMEE
JEIEAE R B B A H B T o H PR G M LB R E B R
AR TE B E R R YEFL B AE ~ g4~ RA - JRIAEE R A - JR
RUUNEARSG A ~ FLBRE I ~ B3 FE ~ DCIS ~ LCIS ~ # & ~ 734
E- BERR-OFREMSE - TENEE  WRE - 728 754
o BEESOMEE -
[0346] f X —REfET - REHBHENEGFEAFRZMER LA
BEREMRBAGG R AT 2 E—F R E 288 (2)-WEE 5 HE
M RNEEY > KR FEREAARE -
[0347] FeN—REfET - REHGBHENEGFEAFRZMER LA
BERERBAIG R Z AT ZE—F W E B85 2)-WNEE 5 HE
MRS REGY > HPWEEEAAE HETARGEN - FHE
iE -~ FREEEE - SRAEE - Bl E S R IE -
[0348] fe N —REfET - REHBHENEGFEAFRZMERB LA
BERERBAIG R Z AT ZE—F W E B85 2)-WNEE 5 HE
ME X PRNEsY > HihEREAmSIRE LT EEE-TEFET
CHIEBE N B AL BE T -
[0349] Fe N —REfET - REHGBHENEGEAFREZMER LA
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HA&EBRBA R AT 2 E—FBEE 208 (2)-REESFEHH
W Z PRI EY) » HfEREEA M E S Ea M B =TSt E
OCTRE M . 559 i BCRZR (B M AR TR B IR -
[0350] fEN—REHEF  REWHGENEEATE (2 JTA
BRERBAB R HEF2E—BR]E 2B 2 @D)-REEHEE
W P RaEEY) - HpZEE%L00.01 mg ~ 0.05 mg ~ 0.1 mg ~ 0.25
mg ~ 0.5 mg ~ 0.75 mg ~ 1.0 mg ~ 1.5 mg ~ 2.0 mg -4 mg -5 mg- 6

mg ~ 8 mg ~ 10 mg ~ 20 mg ~ 25 mg ~ 50 mg ~ 100 mg=;200 mg .~ E {7 7

[0351) fEN —Refxd - AFWPGRHNEFRAFTEZME LA
BERERBAIG R Z AT ZE—F W E B85 2)-WNEE 5 HE
NEPRHIEEY) > HPEBRX—X - BREX - BR=X 8X
fEH—X - AR BE-X - BWE—-X - AWK -4 —
FE—R ~ BN A —KEEFE—-REEEEY) -
[0352)] fEN —RefEd - AFWPGHNEFRATEZME LA
SR A G R 2 AT 2 E—FE m Z8E(2)-HEE 555
M ERiyEey)  HPE&OREE YRR R 2 MmN E 551K
30 naMZfERES & -
[0353] fEX —Refxd - AFWPGHNERATEZME LA
BERERBAIG R Z AT ZE—F W E B85 2)-WNEE 5 HE
MEZERINEEY) > HPEORAFSYIERBEE-HE (B 1IRRSE
14K Z R F RS 2 MAEN 2 &SRR 30 ntMZIRRES & -
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HEskias(Z2)-REES5NEBNZ PR Laay) » K& Okg

EYHE IR — B E (B 1 R) & 5B 14 R 2 B E R < A% R %5 25 1 Kk 30

X —REf T > RERHBENGFEARE LML A
HASRERBA SRR AT 2 E—FE R 288 (2D)-WHE 5 8H
MR ERAEEY > Hfh &R BEE GV &R (REER) 2210/
ZERERINZ & i KA & ERVRFE -

[0356] fEX —Refxd - AFWPGRHNERATEZME LA
HAasriga2)-NE2 53R RS ERiiEay) » K&y
YRR (8 R) 22 10/ NG ERZERIN D & 5 Z R KM S B/
B ©

i)

[0357) fEX —Refxd - AFWPGRHNERATEZME LA
Hasriga2)-WE2ESRNEBNS PR ZEeY  HPEETR%
B LI AH PR L R SRR 30 2 60/ NRF &1 [ N
[0358] fEX —Refxd - AFWPGRNERATEZME LA
Hasriga2)-WE2ESRNEBNS PR ZEeY  HPEETR%
B LI AH PR I R SRR 40 £ 55/ NRp &R [E N
[0359]) 15 —REfxd - AFWPGHNGFEBEA MR MREEIAFH
iE -~ BERMRFENEEIEERER BN B B T Z#RRR 5k
Z A ERBEEE(2)-REE SR BN PRI EOHEEY) » Hidl
BV LGB R
a. (LI EA1R 30/ Ny 260/ NI s B N AL [ BE T 2 N % 5 25 Z T4 -1 5=
i
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b. I BZ2/NIF R IO/NFE@HEN 2 ZFRZ ES CaRNMFEE 2
ST
c. KN30 nMRZ &4 2B EE -

[0360] fris—Refxd - AFWPGHNEBAEE MU TERZEL
R ORE M L 55 97 E BB 2R R R A R A I E e i AR A L Z T B T~ Y
Ae 2 ik RYEFLBEAAE ~ 4~ BAY - JRSAEE R A~ JRERDNEER
WA FLBREEIEI ~ BT HE » DCIS ~ LCIS ~ # & ~ FFVE - BR
B-ui O RIERERE - TEWEE - INEE - T7ERE - TESRE - REE
KAONERE - AR e RS (D)-RNEESNHLEN PR ZEOEE
Yy HinZH Y L B R

a. (LI EA1R 30/ Ny 260/ NI s B N AL [ BE T 2 N % 5 25 Z T4 -1 5=
i

b. fE I EATL 2/NEF £ 10/ N SR [E N 2 RN 2 555 2
Refe] & &

c. KIR30 nsMZ AL & 2R & & -

[0361] feis—Refxd - AFWPGRNEFREAEE MU THEKR L
BE R KRR MEFL B W E B R IR M E A JE iR e B R R L 2 JEl e T
WERS 2 A« B BIREE ~ 84 ~ BA - JESAEE g A JESA)
AR £~ ARSI » BT 2CFE ~ DCIS ~ LCIS ~ #fE ~ F3VE
ERE- IR REREEE - TENEREE CNEE - T7ERE - TESE -2
BN > Z RS RAR S (2D)- N2 E SR HENS P RE T
ey ZELEGYRIC /KB EEH - BABRIGER - BERE - L&

B i - LERNE R sE M ECE BRI E > L ey 2 &8

RImEE

Z

il
il

i

55 102 H(EHIEHE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0



1878810

|5

a. fE L B2 30/NE Z 60/ N E B N E [ e o ~ N2 5 255 2 I F 5
1

b fEf B2/ N £ 10/ NG FEEN 2 ZEIR L &5 2 RN EE 2
ST

c. KI30 ntMZNZ &7 ZIREMAT S E -

[0362] fris—Refxd - AFWPGRNEFREAEE MU THEK L
BE R KRR MEFL B W E B R IR M E A JE iR e B R R L 2 JEl e T
WERS 2 A« B BRI ~ 4 - R4 - JEMAEE g A& JESAT/N
AR £~ ARSI » BT 2CFE ~ DCIS ~ LCIS ~ #fE ~ F3VE
ERE- IR REREEE - TENEREE CNEE - T7ERE - TESE -2
BN > Z RS RAR S (2D)- N2 E SR HENS P RE T
ey ZELEGYRIC KB EEH - BEBRIGH - BERE - L&

B m ~ ERNE R R ECLERRE R > HPHay) Lz

|5

a. 1F 18 B 30/ 25 60 /NS A P 1 (B B p 7 PR % 25 35 7 a o
1

b fEf B2/ N £ 10/ NG FEEN 2 ZEIR L &5 2 RN EE 2
ST

c. KN30 nMZ REZE5 2B EE

HAPEBRERED50% - £/060% ~ £2/070% ~ £2/080% K £ /b
90% 2 K% & %5

[0363] L —fEEY > AEHGRNGEEFEL R TR 2

25 103 HEEHRIAS)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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0

B BENRELEAEFIESURE EEATEERESENBA L BT
IEEE > 5k - BUMFALBEHE - A - BA - JEmBIEE & « JEHAN
HERIG A - AR EEN I - B HE - DCIS ~ LCIS ~ L& ~ B3VE -
ERE-EEEREERE - FTEABEE  WHEE - FEE - TE%E &
ERE RAMNERE » Z T ABEREEE0.01 mgE200 mg (2)-K % & 755
M EREOHEGY & ORI HBEER - B5BEAE
7~ BSARBEE - ILEREER - LB R B EA SE R SO BB E 0 K
FEH A s T BLE AL

a. fL B30/ N 260/ N BN AR T 2 R EF 2 PP =E
A

b fE B2 2/NIF R 10/ NS F BN 2 ZEIR % B 55 2
ST

c. KN30 nMZ REZE5 2B EE

HAPEBRERED50% - £/060% ~ £2/070% ~ £2/080% K £ /b
90% 2 K% & %5

[0364] L —fEEY > AEHGRNGEEFEL R TR 2
B BENRELEAEFIESURE EEATEERESENBA L BT
IEEE > 5k - BUMFALBEHE - A - BA - JEmBIEE & « JEHAN
HERIG A - AR EEN I - B HE - DCIS ~ LCIS ~ L& ~ B3VE -
ERE-EEEREERE - FTEABEE  WHEE - FEE - TE%E &
RN > ZAEHEERBEE0.01 mgE200 mg (Z2)-FZE
NHEBN L RBEIHEY & O EYREC BISEER -~ BEBEL

SER ~ B /AR ~ LR - AL AR S B A g B B AR R B

RImEE

Z

il
il

55 104 HEHIEHE)

(C253475PA docx
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Ho sl aW) 2 LR
a. (LI EA1R 30/ Ny 260/ NI s B N AL [ BE T 2 N % 5 25 Z T4 -1 5=
i

RImEE

Z

el

b fEf B2 2/ NI £ 10/ NG R B N 2 Z IR 255 2
ST

c. KN30 n MY NZ &5 ZIBBIMREE -

[0365] fESs—REiH - AEHGEANAREEFEE MU THEK 2
BE 2 R (OB 3L 5 9 i BORER (BB M AR TH B I B Y B A H 2 B T
HE RS < )75 © R FRE ~ 4 ~ R4 - JRAEE R 4 ~ JRHAL)
RN A - IR ENE 0 - B2 FE ~ DCIS ~ LCIS ~ #HFE ~ FHE
BERE-E R REERE - TENEE - NEE - 728 - TESE 2
EEE RN - Z T EABHAEEREEE0.01 mge200 mg (2)-HEEH5
NHB L PELOEEY) » & OHSY R AE SRR - BEBEM
PER - B AR R - IEEERE ST - B RE R SR AU SE H B RE R ST
HHEY o LR

a. {E 1 BL{% 30/ NI 2 60/NEF E B N AE 88 T 2 N2 & 55 2 T

il

#5E

=

i

RImEE

Z

el

b fE B2 2/NIF R 10/ NS F BN 2 ZEIR % B 55 2
ST

c. KN30 nMZ REZE5 2B EE

HAPEBRERED50% - £/060% ~ £2/070% ~ £2/080% K £ /b
90% 2 K% & %5

[0366] L —fEEY > AEHGRNEEBFEL MR TR 2

il

26 105 H(EEHRIASE)

(C253475PA docx
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1878810

BE 28 3R (CRE M L5 I iE BB 3R (B MR AR TR I R R B R 1 B A EL L R T
N RE 50k + BMALERIE ~ B4 ~ 240 - JRI ARSI A4 - JRSAL/IN
BRI A - AR ER A ~ By 20HE ~ DCIS ~ LCIS ~ 3L ~ F3VE
MR- R RIEEE - TEANRERERE  WEE - 7B  TESE 2
HREE RN - ZABHESREEE0.01 mgE200 mg (Z2)-HEE 2
NHENZPREHHEEY  ZEDESYHEIL B SRR - BABELY
JEH - BRI E - IEERRGER - EERRE R GRS BRI E
Hp ey 2 ez

a. fE L B2 30/NE Z 60/ N E B N E [ e o ~ N2 5 255 2 I F 5
1

b. L BIE 2/ NI £ 10/ NG E BN 2 ZFIN % 555 2
ST

c. RKR30 nsMZINZ &7 ZIRREMTEE ¢

o 2 i AR ES K 2 P 4R T EFE(AUCo-inr) {4200 hr*ng/mL
210000 hr*ng/mL ~ 300 hr*ng/mL %8000 hr*ng/mL - 400 hr*ng/mL %

RImEE

Z

il
il

6000 hr*ng/mLE{700 hr*ng/mLZ% 6000 hr*ng/mL ; H
LTl EV50% - 2060% ~ £/070% ~ £/080% K Z /D
90% 2 A% E5F -
[0367) X —REkEF » ABBEGRANEAERARTE @R )%
SRPRB AR AP 2 E—EEE A E2)- RS EFHHE
BRI EY) LR Z I AGYIREE  AUE MR ASEEIR L -
[0368) fX—REkEHd » ALBEGRNERARTEZEIRZ J77%
HAEsKRRBA B R HEP 2 A —BHE 288 2)-FEEFHHE

HA

B4
0

25 106 H(EEHHRIAE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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ML VRV EY)  HPE SR EREREERE -
[0369] fEX —REiEd - KEFWPGHNERATE MR E
BaRERgA G~ AT E—EFHEHE B E(2)-REE58H
M RIEEY  HH ey EElsE DR EH SR BLIEEE -
[0370)] fEX —REiET - KEFWPGHNERATE [ E
BaRERgA G~ AT E—EFHEHE B E(2)-REE58H
WLV EY)  HP BB g I TR B2 5 a5 RI—
I BLE S ¢ P RE R - B SRR EY (DIt 2R E ) - HUE
g > AR E (Xeloda) ~ £ (Paraplatin) ~ IH$H (Platinol) ~ IR i i
Mz (Neosar) ~ Zptfi F (Docefrez » Taxotere) ~ ZRIEE(FI{ENEER) - &
L MR bHEE 88 % £ th 2 (Doxil) ~ JZ 3 @3 (Ellence) - #RWELE(S-FU -
Adrucil) ~ E A& (Gemzar) ~ 7 RS (ZFEEIEHR) - KPR GE
M) - BEEHE S RV ESE AR - &5 & (Navelbine) ~ 12
Btk (Halaven) ~ {7F/0UCFZ (Ixempra) K ATP 2 & & 85 B i Il A1 A -
[0371]) FE X —REEET - ASFIGRIEH K TAN A8 2 MR (8
WA BRE ~ MERBUEETEEREN _FEHR  ZAREE
FE S A EE M AT 2 E—HEY)
HITE B8 38 1 1T < R & (8RS 2 (58 25 - st ) dh 4
AE B2 B SE -l R MR 2 &5 2 2 88t - BN
{EfS 2 M HZE -G 2 (ER 2 MRS E SIS ERE ) &
[m {18 G 1 LA S HAZE &) -
[0372] FE X —REEET - ASIGRIEH K TAN A8 < MR (8
M FHRE - MERBUHAEEREN _ENH® > 2HAREE

E

5 107 HEEHIESHE)

(C253475PA docx
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FEEREAEEMAE S 2B —EHEY)

HE B (6 R 1S < AU o P [ 58 2 A 525 25 - (U P dh 4

AE B2 BE At H 5 2 - Ui & P MR 2 5 o Z 2 EMEE - &R
{688 A =5 - U P R 2 (WA Z M N X & Sy e BRI K

[ {1l A% 5 B SR B A = 97

Hoop DU LR A8 2 MAEN 25 23 K30 nMZIgRE 2 ERVE &

ll

KLOEHEY)
Hopfh 55 5- R eRea 2 OMEES - 4-8EMEES - n-

LR EM AT SRNZE S 24

Ho BRI RERSREEEEEERER B FR
iE -~ A4~ BAL - JRMARIEAE R A - JESADNTEARIE A~ AR EIE 0
BT ZLFHEE ~ DCIS ~ LCIS ~ 9 ~ FFVE - BRE- i ORFRIERE - T
ENEERE - UNEE - TEE - TESE - REREIUNEE

Heop BRI B R EGRER - FIEIE - JFEBEE - B
FEE ~ 5 BRI E B R E

Ho R M AL B R E (R IR IR E

Hep(Eg B Ay e  BHPEEE T EFE T LIAERIEN

BAHZERET =

HLopR ER AR M FL B 9 RE BB ER MR 1 A TR T R IE (A i
MRy At 55 25 BUERY -

[0373) fEX—REETd - AFWPFHNAEAFTE (AR T HRE:
EA BRI E B R M A R R E B i B 2 B T
HERE B - HEE () ARHESY) © k(b)) ARBEWNEEY 2 HE

n

Boria

d\

25 108 H(EEHRIAE)

(C253475PA docx
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By Fo) KO BIEHEY) Z (EHRASE -

[0374] fEX —REEET - R GBANLA T E (A8 T AN E:
B ME R NE LB R E BORE B M £ T8 E e S 7 B A H 2 ke T
W EE 2 B4 > HEE () AEFESY 0 KOb) ARSHHEGY 2 %E
BES S Re) KO/BUHGY 2 HHAMREE > HbZEHBEEGHLUT
SHRC Z BEZ R T ORIRH L LB RERM - B SR KPR EEY) (B 25k E
b)) ~ LR EE - B4R 5 B (Xeloda) ~ K 9 (Paraplatin) ~ JIF $9
(Platinol) ~ ¥B5%HEf# (Neosar) ~ % 76 {th 22 (Docefrez » Taxotere) ~ 2 Lt
BE(MENBE) L _MWILEER%FELLE D) - ZUH#E
(Ellence) ~ % JRMELE(5-FU > Adrucil) ~ 3575 /)& (Gemzar) ~ i B804 (%%
FEES) ~ RFFEEERECESE) - EHE&a 2 K TP EREEGEEE
ft) - F%& 5 E (Navelbine) ~ 2 & fi#k(Halaven) ~ f# /D UL[E (Ixempra) &
ATP-Z &5 & & H E g ] -

[0375) fEX —REkET - KEWPGHNIREBERSEEYM 2 EHT A
LHE 2 SR RS 1r A 7 B (W B 4% AR AR S AR it )7 A R 2 A —E B
ZHEYIRT A
-yl

[0376] AXFAZHER

ACN/PPW = ZfE/ B2 4 {EK

NaHCO; = Bi[& & i

HCI1 = E;

THF = PU4&

MeTHF = 2- H £k U 4 15k 15

26 109 HEEHRIAE)

(C253475PA docx
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CH,Cl, = & H &z

EtOH = A&

MeOH = HIfiZ

EtOAc = 2Bt 25

IPA = E N (Isopropyl alcohol » isopropanol)

TFA = =& L

TCA = ZH5 L2

PPW = @2 &i{LK

IPA/PPW = ENEF/ B &i{b/K
BHI - (2)- FZEF R EER G
A. TTEREE &

[0377) (2)-RZ &5 Tk (R 2 ] 5 (B)-R % & 755 & (Z)-A
B OREVIRET ATy R A S KB - e L 0 ERHE)-RHEE
K(Z)-R % &2 EfEL 2 miEH B R % & 25 )R &) (Astatech Ltd. China)
TE Rt b el LABY i 2 B e I 2 2 (2)-R 2 & 25 -

[0378]) i. #EH ¥ g B AL (B/ZEE%) &51/1 ~ 1/1.8 % 1/5.8.7
E)-REZEFRED)-REEF L HRZEFZSEBRFN10xEE BEIRN
BE(IPA) F BUIEHE/Z-N 25 55 787K » #5hike1 g B/ZEERES51/1 - 1/1.8 K&
1/5.8 2 N E 5 & B BF N 10xBBE B HIEIOAcH L5 “4HAR -
BRIMBESOC 2 FE—IRE - [EMEERHMK - WHS0C THEAHEKE -
EAFLER0.5 pm 2 @42 BB BB EHRE L - BBERFEESY 282
F R (EIR23C) o AR 12N LIEEE S - HAKEE0.S pm2
B FIBIESEE LA R FEHEEE -  BURESOC K23 CH 2 B—F&

ﬁ
Ny

N
S

26 110 HEEHRIES)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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T BB KRR 2 S s G FE R HPLC-UVES I DUHI E HE/Z-H % & 2%
LB« #H(2)-RZ &5 E RIBRKE-R% & 232 B IRRA I E H &R
1:[:{ o

[0379) {#HFLuna phenyl-hexyl§¥ (4.6 mm x 150 mm x 3 pm2”
M) B AR S 2 HPLC-UV i « RS %40°C BRI RS LR
BERE T o &5 B S ROERLEL0.2 mg/mIAE SoE iR 7Y HHES o F Bt b
EERAREIEET o BERBERLI20 nI TR BN EET - [
% BHEASERNT I BEIE P 28R (pH 4.3) B I # 4% (8 R/ H
B - BEIH AL ML THK - BEAMEA MPA) & K % 10 mM
HCOONH, » BEH/K$220.03% HCOOHE K * A HHEB (MBP)4E
RA%HEEH 210 mM HCOONH, » H{HEFHERE -

[0380] R1: #HEEX

MPA | MPB
(R fE] (m)
(%) (%)
0 50 50
15 30 70
25 5 95
30 50 50
[0381] AE{THFME (%30 m - k(% 1.0 mL/m > HIEREFFEHS m
Hi1243 nm T ZUVAR IR R 5 o (B)-N %855 27 B R ) 2 F 1%

12.95%13.20 m » ¥ (Z)-RLE251414.0%614.33 m
iEES P

(C253475PA docx

112107353

5 111 HEEHEHE)

FEESE A0101

(BE)-NZE 52
HEFREI(RRT){40.4£0.9 » HHW(Z)-RLE 551410 -

[0382] %2 : HE/Z-RLZE 5 RGVIINIPAKEOAcH 2 2AEK 2
(Z2)-}(E)-EZ BV EE.

1122010122-0
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Hon
1 2 3 4 5 6
E/Z- K%
51/1 1/1.8 1/5.8 51/1 1/1.8 1/5.8
R
E/Z- K%
e lg lg lg lg lg lg
=2
eyl IPA (10 x) EtOAc (10 x)
85/1 N/A CBRE) 1/42 =100/1 1.9/1 1/24
[E158
s (97.0%/1.1%) (18.9%/79.6%) |(97.9%/0.7%)  |(65.4%/34.2%) |(3.9%/94.8%)
- 12/1 N/A G585 1/47 5.4/1 1/2.4 125
JEAR
(87.0%/7.0%) (2.1%/97.4%)  [(66.2%/12.3%) |(29.2%/68.7%) [(28.0%/70.1%)
=100/ 1/2.1 1/90 =100/1 1.3/1 1/6.9
[E158
- (98.2%/0.3%)  |(31.8%/67.2%) |(1.1%/98.1%) [(99.0%/0.4%)  |(55.9%/43.1%) |(12.6%/86.9%)
- 3.6/1 1/1.7 1/1.3 1.6/1 1/6.7 172.6
JEAR
(70.1%/19.6%)  |(36.5%/60.6%) |(43.4%/54.9%) |(37.7%/23.0%) |(12.6%/84.3%) |(26.2%/84.3%)
[0383] 4ER(R2DE R o[EAMWEMHREZ-RZL &SRB E
FIFHTIPA ZEtOACHIE Y RZ RG22 BVERESRZ-RLEZ - 0] 5
E/IZEVNREREGEYHZ-REESEEW S (B4 > 1:851:5.8) ZE/Z-N
ZESREYAEZ-RZ o EE—FEPRHEHSERER FEENKE
Z-RLEXEE > HIWE/ZHE R B1:90 » 40A S EH 1A T ATl o #6225
(Z)- ESHEOACHIL(E)-RE ES5EEE - HIPAMEEL - (2)-RZE

SIMFEFAEOACH LR RERYEINIERT - [E 8 KIER &0 A8
ek o o] B REERAINEFE—

(Z)
N %

ES-T5
[0385]) ii. fE40 M EERTIESHALESRE -

RF I AIAIPA/PPW (1:1 vIv) 2R G B < BRI A TH A
5 112 HEHHHS)

-

ﬂ

[0384]

(C253475PA docx

112107353

B BTIEE -
EH 0 FTEEZR G

ol £

EYHAEE-NZE 2

N=|
/b

FEESE A0101

Y+ E-[R

TR (R — BB E HiZ-
EoaBEBmZEZ-N

HAE/Z-N % & 55 R EY)

all Z TIPA/PPW

1122010122-0
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(1:DZEE R R R LA S & B e B A B R (2D)-REE 5 28R -

B. BEIEH o ZEER

[0386] HWREMIGEE/Z-NZESEERBS1 ~ 18K 1:5.6 ZINZH
SREVIRH B RIES 2 B R BER A2 — B i B A S K E i (Z)-
A ZEEE -

[0387]) ()-WEZEFHLLEE FA B HEE/Z-REZE R
B~ (D)ERZERER K(Z)EHF LR R OA S AT IR T %
BP0 L B8 ~ LBk ZFR/IEBRGE - ANEEA/MTBE -~ IPA ~ IPA/PPW K sE 40t
FEGEHKESE -

[0388) Z/F {EFH EIE/Z-N % E 5 EPASTRIE V&G 248
WERUEGE-FHAEZZ-REES - L8 E23CK - & LitR22
BRin2 (80 g) Keikin3 (79 g) ZBEIREHEL 77 & 6F k(£ 1000 mL (1L) EtOHE
G o i SERRSVIIIEAERNR © FBEBERIRTSCT - (EHEMERBIE S
(FLIE /0.5 pm) IS INEN B IR RS FRINKFEE > PR IES A Z
fREkE - BERIN70C T IERBE R )R+30578# - lEER&AF RS20
CESTCALMROCEST TEERAS h - HICGEEAER - F200 mL EtOHE
R EES B AEE

[0389] &SREUR - (L HEIOHEG Rl - N2 & 55 LB R AEHY
E/ZIE#E =1/100 (0.22%/99.48%) HIE R TR % & %5 Z B/ZIEE B&1/5.9
(13.93%/82.48%) - #& ML J5 7R 1T 2 2 /D 3{E A [A & 5z < HPLC 73 17 B
o (DNZE 5 EEE%14.00 m > B-[N2E 5575 R {(%13.14 m -
(Z)-REZESEEHLITRE99.48% BN - (E)-WEE 5 EEAH0.22%

BN -

£2.14 %[ HAFME<1% -

A

%

26 113 HEEHRIASE)

(C253475PA docx
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[0390) Zf% 2 A5/ iEAEGE. AT XXt e A FHEtO Ac/ TR BEfE B 45
A AT

[0391) ¥5 g EZX(E/ZEE®R B 1/5.8) RN ZE EtOAc/IE BF it (140
mL - 1/1 v/v) i i E AR (8982°C) - [FIRF R FEBE - DUERBEFEAK -
REVZBEMRI0C - BRRFEEY Ll 2 =R LUK EYNLETTEIE -
L0 BSCAT A Bt > BB EY 2 RE B3 3 M HPLCHGE/ZEE R 5
1/8.1 (10.9%:88.60%) » HEMERFE66% (3.3 g) - BIKRF 2 (D)-RLE
JELL1:3 (23.94%:74.47%) 2 BIZtE R &£ o HFEEtOAc/ TF BHE 2 B4 &
IR R LRI DA T3 s 2 BIPASE R AL Z-R % & 55 -

[0392] =3 : EHEOAC/ IEFERAERI 2 E/IZ-RE &5 REY 2

(2)-RNZEFHIELE &

Ea il &R

E/ZR %855 BIZEER B51/5.8 5g

EtOAc/IEBESEAR(1:1) 140 mL

IIER S S £982°C ([E%)

JEEh £J30°C

A2l 2 RTIL R 23°C > 1hr

T ﬁ;gi 3.3 g 1/8.1 (10.90%/88.60%)
ER 1/3.0 (23.94%/72.47%)

[0393] AAE/MTBE. 0.5 gN % & 55 (E/ZLER B 1/1.8) 5 i1 2 N Fd
(10 v 3 5 mLYEFIG - AR EERMTBE (9 mL) 72 78 5 00N B
(£8827C) » ARG » LURREF AR - REVZBE(%:&22T - B3
‘R 2ol 220 UUREY)ETBIE - BREVT ZNZESE
FHPLCHIBE/ZEE 3R R39/1 » MJERLA1:2.6 ZEB/ZLERE R (Z)-H L &

55 o WE/MTBEBEE| 24t 0] R E-IN % 5 55 (F BB B R T .2 (2)-H

-
He

El

5 114 HEYIEHE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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B ook -

- BRI ZEE R

Ny

A

[0394] ®I 5 TRAKRSTAIRERGZ)-RNZEZS ZEERALE(E

(Z)-NZE 5 -

[0395] i. Al HHABLE/Z-N % E 5 R GV ZmpREER S —F
Bl W LBa > DUPRCEE —8EK - AR T a0sR 4 o BT AR 0 EE 7R (40
IEREREECAER) 256 S B HZ S — R EW(Z)-RZE 5 -

[0396] R4. Z-NEEH 5 ZEEH

28 &R
#tak
1 2
E/Z-R%E55EIZ=118) |5¢ 10g
EtOAc (E—5F) 50 mL 50 mL
INELZE AR £J68°C £978°C ([E17%)
g £J33°C &J38°C
AAIERT B 23°C > 1h 23°C > 1h
0.87g > 8.5/1 1.53 g 1/1
Bl
EY) 2 BIZEEA (89.37%/10.49%) (49.32%/49.80%)
TR 1/3.8 (20.13%/76.86%) | 1/ 2.6 (27.29%/70.09%)
TR £5mL ~ 25mL FHZE
INER 2 5 £968°C #968°C

INIERV R BRI (6 —0F

1)

IEBERE » 40 mL > ¥R

ZEh R

EtOH > 50 mL » JjiZE4

B

2 A ERTL R 23°C > \E 23°C (CHELZ287C)
3.0g,1/4.2 3.2¢,1/12
I 18g700/ /78.95% 7 Sio/ /90.24%
Y BIZHE R (18.70%/78.95%) (7.529/90.24%)
e 1/3.2 1/1.5
B
(21.65%/70.35%) (39.35%/57.76%)
. 5115 HEEHSRHE)
FEHH3E A0101 1122010122-0
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[0397] ii. #&H&

ZE o REYIEBEN R

I

B -

[0398] fiSs 2 > ohlHRZE 5 (E/Z =

NE— R AT
:_/LF‘%E‘]% ; &/d\\ﬁﬂ

= e

= S B A L

ELFE LU Z B B (Z)-
B LW LB~ ¥ (Z)-

B — B

BB

FITPA DU Bl 4 & (

LB E % _fRERE

+ H
ZDEIEI

CRERIE
O UZ(Z)- R 2 & 251

1/1.8, 30 g) & (B/Z =

1.2/1 > 50 g non-GMP) A fZF>300 mL 52500 mL EtOAct » fNELV 2 5 fE

(£970C) -

EERE SRy

Y=

/ﬁﬂizs C I_JETT%H: TQLJ\JE/EX

Al R HPLCOHIZE [E f8 K el < E/ZEEHR -

[0399]) BT 2K > B IR IR IR 4E 2 2 LE
mL 2900 mL TPA DL Bk 247 K (50°C) -

- FEZREHIR S B 225C o205 hl ho i

IR ZZ-NZE 5

[0400) #HHHNMT 70°C Fhns g

by A | A | Y

25T

W R R

ok HAE R A Y [ERF 73 BN 0230
i EEERS0C T =
B o FEICHIE [E B8 K

ER

77 H#0.5 h

1 hift—35 5148 mL %220 mL EtOHESE 78— 5:(14.8 gf21.6 g)2
[ - Bk R —F A 8120 CE5°CHEL hiiB)E - #HHPLCHZXHIE &
BRIBRZE/ZEE®R - G — M 2 B/ZEE R R EREN TR T -
[0401]) R5: HD)-REZEFEE KR Z(2)-RZEZFa[EUL
GER
SH b3k
1 2
E/Z-RZE55 R 1/1.8 1.2/1
E/Z-RZ%E5 & 30 ¢ 50¢g
EtOAc 300 mL 500 mL
TNER 2 5 R #970°C &970°C

(C253475PA docx

112107353

FEESE A0101

5 116 HEEHIEHE)

1122010122-0
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SEEh £J33°C &J33°C

AAIERT 25C > 3h 25C > B

EY).ZE/IZ | EfGE 4.5/1 (80.52%/17.73%) | 13.5/1 (92.44/6.83%)

[z ER 1/5.0 (16.02%/80.71%) | 1/6.8 (12.34%/84.45%)

TR PAFEFREOAC EAIP (400 ml x 2)3CH#A

AITPA 230 mL 900 mL

AR 250 mL

BHOR 50C 1R 50C - ¥R

A A ZERTAL & 25°C,4h 25°C,4h

EYZE/Z | [EE 1/31.7 (3.0%/95.15%) | 1.31.9 (2.94%/93.74%)

S e 1/1.6 (36.16%/58.78%) | 1/1.7 (32.17%/55.92%)

AN E&E &R 2 EIZ-R%

gt 148 g 216¢g

EtOH 148 mL 220 mL

INEL 2 AR &J70°C &J70°C

AAlZERT 25C > 0.5h 25C > 1h

EY 2 EIZ | ERE - 1/76.9 (1.26%/91.91%)

Bzt TR - 1/20.1 (4.57%/91.91%)

RAIE0CESCI#EIE |0CE5C o 1h 0C#£5C > 1h

EY) 2 EIZ RO 1/51.8 (1.86%/96.31%) V8.7

o (0.82%1/97.30%)
TR 1/6.8 (12.72%/86.23%) | 1/8 (10.54%/84.66%)

BER 31% 29%

[0402] &EREBEUR > AIHAEE/Z-NZESREVIEZMAS —F
Bl LB Ol 2 7 BRGE R UOP S S B RE MR —BER ~ (B8 —BREZHH
B AR (BIA0ENIPA) Z &8 5 LUP R 38 45 L 1 9g K 5h —BER e Bs 1% 5 5B
=ATI(BI0 ZB2) B4 B RS RS RN 90% < fi{b&E & ((Z2)-REEZF - K
1R95% 2 (2)-IN % & 3 ERFATH » (B (ZD)-WZE S ZERTEY

5 117 HEEYIESHE)
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12211182 1512 RE L1182 |« FEH W B SC AT ALHPLC 7504 43
(2)-RZEZ 28 FEHER DN <2% - (2)-HZE %5 RE)-REZE 5
L eI R o 5 14.19 m &2 13.2 m e

BHI2 . ESE)-FZEHFZE/IL- 85 FHFE

[0403) E&E)-RLEFE/Z-REEIREYINE AR EH#EZ-
B a7 A AR BEAEE)-WZESIN) - HEEE)-NE
B3 ZBIZ-REZE5REVHEHE/ZIER B =1.5:1 (fla0 » BE/ZEEFR51:1)
P28 UREY) - A¥WHMELTNEE - A A EAEAE/ZIER
(FI4099:1 £ 1:99) Z#EIRE/Z-RN L E - R eV B H -V - s F- o] H
REEREN L UESY Z(B)Y(Z2)-INZ%E 25 DL AN ESCE B 1 A Fr it 2 i

— S EE AL Z-REE 5 g -

[0404] G52 > HACRGIWER 8448 =/ 0% FT
NRHOHBIE/Z-R 2 & 55 B RN B A B (B30 Z BB /7K (8: DB & H )
’(B)-R % &5 BAL R (2)-R% o % B H ACN/PPW 2 |7 JER &Yt
60°C TEFE N - FIRF K EA S HEKTFA Y KIEREYIINRT NMEH
VNES » fEANFROF Tl E i B 1% - EY) L E/ZLERAE HE/Z-REZ 575
(EEF E&91:1) HAE R790% -

[0405] 3R6 : E/Z-RLZEZF (B/IZLER GBS/ D) EL1:1 ZE/ZEEHR

Pt
28 B
1 2
E/Z-RZE% |05 g ORE &K 0.5 g CREE/A)
(E/ZEER = 51/1)

25 118 H(EEHRIAE)
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_— ACN/PPW =8/1 > 5mL CH:CL: > 5 mL (4 &4 %)
(HEHR)

it 6N HCI » 5 mL TFA > 5 mL

- &J60°C > 6 h (IyEEmRE | &23°C » 1h (BEEEA

i e e \
A )
FINaHCO; Z 8IAIER A | FINaHCO; < SIFIA R

R W AEKRAERREY | R RSEAKERAEREL
AR 2ok AR 2ok

EY) REEEE KEEEE

E/Z}E% 29171 (49.28%/47.70%) 291.3/1 (54.51%/41.9%)

A 96.98% 96.20%

BO3 : (E)-AZEHF 441G
[0406] #Eh&RIEREGEYMIMEZEZNMT 70°C {£EtOH (500 mL)H
HERALE)-RLESLEIEERR » 21 20CE25CLULREDY -
TEFEMASC AR )7 A4 1R - #1538.1 g (B)-RZE4 » BERRT6%H4
£ 597.6% o
BHl4 : A
[0407) AR 2 &R R SR TT AN R IR B4 (2)- R %
o HAP RS TS LB - flan - &80 - &L/ - &5 - &
JEERGEIAY » ARMERE R 2 ERIREA - #E S ¢
Fs1/5.8 ZE/Z-R % & 58 &Y (D&Y BT 10xBa1E 2 TPAH B i
(ERE/Z-REZ &R G2 4SBT TN E 50°C A 50°C T #Eik4d
o EAFLE 0.5 nm 2 B4 2 8 8 B8 1B 8 A T B 7L B A8 ORI E E/ZEE
o WIEE > B RSEAIE23C U223 C THERIE4 h - FFIORIEE
o %0 b SCFT A RE th HPLC 85 10 (5] 88 KRR < (B)-R 2 H 5 R (2)-HZ &
Gag HERERNTRTE -

25 119 HEEHRIAS)

d+=
=]
A
100 g 110 ¢ B/ZEE=

i

(C253475PA docx
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[0408] R7. (2)-REE 5 ZHREHA

i
1 2 3
E/Z-RZEFERES58 |5¢ 100 g 110 g
IPA (10 x) 50 mL 1000 mL 1100 mL
1/20 1/22 1/16
[E135
S0t (4.71%/94.50%) |(4.25%/94.88%) |(5.85%/93.24%)
e (1731 1 22(1/2.3
TR
(26.54%1/72.23%) |(30.62%/67.52%) |(29.94%/68.04%)
1/78 1/78 1/74
s s | P
AHIE23C - 8 (1.26%/97.69%) |(2.14%/97.24%) |(1.32%/98.12%)
fF4h ww |V 1.1/1 1.2/1
=Y
/ (50/0.75%/47.1%) |(51.47%/45.88%) |(53.03%/43.81%)

[0409] &ERER > Z-NZE S BE/Z- N E 5 RGYVHIPAE

IS = 90% 7 2 RE DL
Bk R K JES o (R - IPAT]FHESE

"S-
IR g
Ho’[;}/ \\U J;Lo”‘
(D

[0410] fEN RS T 5]

Bl i) LR AR

wt./wt.) o B8 RIMEHE -5 285(1.7 kg, 6.65 equiv., 3.3 wt./wt.) >

(C253475PA docx

112107353

FEESE A0101

AR ] (47 A

cl o

| 1. ../kc/ﬂ\m, DIPEA, THF

2. 6N HCI, MeOH

(1I)

26 120 H(EEHRIES)

U5 G BB R BB = 65% (2)-HE 55
— IR R

[4-[2-( FEEE) 2 5 2] FH](4- BEEER) Flp) < L7 L TRA

e

B 0L 25 o 22 AGRE 4G A7 [4-[2-(— H

HE 2 (DE&97(0.5 kg, 1.0 equiv.) -
DIPEA (1.5 kg, 6.65 equiv., 3.0 wt./wt.) & PUGELIE(5 L, 10 vol./wt.,

8.9
=

1122010122-0
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4 55 N BROR FE FANMT 20°C - KR & W0 in#8 [5]7 0G AT [B7R B T 1R
NLT 12 hr « JANMT 75°C MEBEE N R #EESY H £ REE R R EE)
BEfE R IE o BEIRMERQ.5 L, 5 vol./wt., 4.0 wt./wt.) HFANMT 75°C T
R N ZEECYEERBEEIRE T BEBE L - RIMHEEQR.S L,
5 vol./wt., 4.0 wt./wt.) HFANMT 75C THEBE N REESY H £ BfE =
ARV B E A 1 - BIORIHEEEQ.5 L, 5 vol./wt., 4.0 wt./wt.) H
FANMT 75°C THERKE T E— PR BESY EE2RBEHET RETET)
BERE B E o RURSYHIRIMEE(2 L, 4 vol./wt., 3.2 wt./wt.) 6N HCI (2
L, 4 vol./wt., 4.0 wt./wt )i B8 &Y ENR - A [EfURE T R &)
PEFENLT 12 hr - [ZJESERTE > FANMT 75°C T{ERE TR SREEMHER
b K053 MeOH J 11 - KORG24l 2£25+5°C 14818 /R 18N NaOH (2.5
L, 5 vol./wt., 5.0 wt./wt)H EZBEY 2pHEI1-125I1F - BEEY 0T
Z£5C MEFENLT 2 hr « BIEE S FAH0 (1 L, 2 vol/wt.) R LBk LB
(1 L, 2 vol./wt., 1.8 wt./wt.) &% - FANMT 50°C T e BE T 8o e R - DL
BFEIA4- AR @-Q-(HERE) 28 X E)HFHXNIDLL&Y - B
% 1297 gm, 63% ; FHE : 100% (FHFEE - 60 - 90%)

BOI6 : [4-[2-(FREE) 2 & 5] KB (4- FHEFR) FlE) < TFE L TRA

R
DNN P — ) OM\

2. 6N HCI, MeQH

[0411]) AENRA T HBEHE2 LEIESSFEE ALBEMR4-12-(ZH
) CR B NARR@G-FREXFER)HFE=NDEEY(70 gm, 1.0 equiv.) -
-LE T EWNE(126 gm, 4.0 equiv., 1.8 wt.) K PUF B (700 mL, 10.0

vol., 8.9 wt.) » FEEYINIEENLT 60 CIAIMAH K 1-RLER(140 gm,
5 121 HEHHHB)

Z

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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4.0 equiv., 2.0 wt.) < FRRGYIMEEDR WEFENLT 12 hr - BEDESYE
FHFEET3 vol » E18IRNIIHEE(350 mL, 5.0 vol., 4.0 wt. )R LEEEY)
HEREET3 vol. (210 mL) » BT - IRIIHEE(350 mL, 5.0 vol., 4.0
wt )i EE RS Y H £ BEEET4 vol. (280 mL) - JRII6N HC1 (280 mL,
4.0 vol., 4.0 wt.)i R SYIINEEDR « (£ EDRURE T ROR S Y HENLT
12 hr - ZJETRR - BEDRGY E ZRBHEEFIL4 vol. (280 mL) - KR
SIS EIBEERE > H18 R MN8N NaOH (NLT 350 mL, 5.0 vol., 5.0
Wt HZREGYZpHANLT 13511 - FUR G FIRINZ B ZB5(280 mL,
4.0 vol., 3.6 wt)FIAZEEL - M BE% > &K@ IRI6N HC1 (NLT 42
mL, 0.6 vol., 0.6 wt.)E £EpH58-105 11 « KR SY2 Al £0+5C W #
NLT 2 hr - 38884 A 4 {E/K(NLT 140 mL, 2.0 vol., 2.0 wt.) & 21
ZES(NLT 140 mL, 2 vol., 1.8 wt.)J%& « FANMT 60°C T {E R EE T b5 e 8
i - LEE@-BERE)@G-Q-(FEAERA) L8 FE)HEAXADEE
- BEHR 1 55.2 gm > 83% ; SHfE : 100% (FFFFERE - NLT 70%) -
BOIT - BEHEREFE/L-RHEEF RGN THFELE ﬂ@iﬁﬂﬁ

(I) (I1T)

[0412] 7ENLRA T IHEHE 10 LK fERS F 45 AZniy K (0.27 kg, 4.0
equiv., 0.9 wt./wt.) B POE LRI (1.5 L, 5 vol./wt., 4.4 wt./wt.) - &183FA0
TiCls (0.42 kg, 2.0 equiv., 1.4 wt./wt.) » [FIHF4EH A 0B FEEHINMT 15°C
T o A S EYINEL R ALY [BDAURE N RFENLT 2 hr « JRIIE P ELERS
Z(A-FRETRE) (4-(2-(H AR &) L S B FE) HEH DL &97(0.297 kg,

5 122 H(EYIEHE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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1.0 equiv.) XA AN HH(0.21 kg, 1.5 equiv., 0.7 wt./wt.)FAPUGEERE (3.0 L,
10 vol./wt., 8.9 wt./wt.)H 2 B& )2 )R EE FDRNLT 8 hr - IR G4 4l
£20°CE£30CANE A H Sigma Aldrichfi§ 5 2 25% & (E##(5.9 L, 20
vol./wt., 20 wt./wt.)/ ZEAb® (W /s ZE AL ; EiEfCelite® S) (0.3
kg, 1.0 wt./wt.)JESY T - BIERSY A FAIUE S5 0.9 L, 3 vol./wt.,
2.7 wt./wt) ) fE -

[0413]) KEEEPI0ERE 28 - USRS I PS50 0.9
L, 3 vol./wt., 2.7 wt/wt)EHfKE - BRUNEAKEHRE—FHES
Bf - Bopt s AHER40% KoCO; (1.2 L, 4 vol./wt., 5.6 wt./wt.) 5 -
FENMT 75C MEBE NREAREEZRBEET REATBIEREL L -
RINZ M ZE5(1.5 L, 5 vol./wt., 4.5 wt./wt.) AFANMT 75°C T e EE T 75
HECYELRBEEI RETBHBELL - AL LEAS L, 5
vol./wt., 4.5 wt./wt.) HJANMT 75C N ERE N 28R GV EH 2R EET
5vol. (1.5 L) - ¥R GYINE 2 5 M A hEBEGE(3.0 L, 10 vol./wt., 6.8
wt./wt.) o KRR GY) 2 Al 205 C i A0£5°C THEFENLT 2 hr - BIERESY
B 2./ 285/ IFE BEtm=1/2 (v/v, 1.5 L, 5 vol./wt., 3.7 wt./wt.) 5 E5 ek
) o FLEE T FANMT 60°C THZBREBER B S - LFEN(Z2)-HZ &5 K (E)-
RNZ & 2Rat  BI(E/Z)-4-[1-[4-[2-(FERE) L R AR A]-2- 7K E-
1-TI&-1-E1-Kfp - XADLEEY - B3R D176 g > 42% ; i E -
81.96% - E/ZIE @ 3.1:1 (FHEFER - 40 - 60%) -

[0414]) =AEE10 LiZEas 4 A Bt (E/Z)-IR % E 7% (0.250 kg,
1.0 wt.) ~ ZPREE(1.25 L, 5 vol./wt., 3.9 wt./wt.) R &i{E/K(1.25 L, 5

vol./wt., 5.0 wt./wt.) « FERESYINEETO05C W R70£5C MHEFNLT 2

26 123 HEEHRIAS)

(C253475PA docx
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hr - KEE G281 2025 CHf0C £5C MEFENLT 2 hr - IR SV
ARS8 L RZWEE/&{EK=1/1 (0.5 L, 2 vol./wt., 3.6 wt./wt.) Bk - v
NMT 60°C FEZERE SRR > LIFE(2)-WZE S RE)-REZES ZRE
Yy > BI(E/Z)-4-[1-[4-[2-(H B ) L RA TR B]-2- R A-1- T Ii-1-&1-F
By ~ A &P » EZR 105 g 41% : {4 96.79% - E/ZEL R -
48.6:1 (FHETEXR - 40 - 60%) -

B8 . M EREFE/IZ- FHEHFFESHZ LR LTRARGE

9 0 e
s 0 '
_—
HO O O O H
D”"‘\/NR

Zn, TiCly. THF
HO

[0415] 1ENSRG T A H R E LS 5 AFEH AR (10 gm, 4.0 equiv.,

1.0 wt.) B VOE LI (50 mL, 5.0 vol., 4.3 wt.) - 18 RIMAILELAV) (14
gm, 2.0 equiv., 1.4 wt.) » FEEFAERFNEDREFNMT 45°C T © & & EYID
B 65+5 CAEAENLT 2 hr o 1 FAUEESYHIRINE EPISIER 2 (4- 58 &

RE)(4-(2-(F B B L 8 ) R E) H I (D{E&H(10 gm, 1.0 equiv.)
FAWNEE(S gm, 1.0 equiv., 0.5 wt.)ATHFELE (100 mL, 10.0 vol., 8.5
wt.) IR AL Y655 °C MRFENLT 8 hr - KR &) /2 8 £ENMT 30°C

FRm40% K,COs3 (20 mL, 2.0 vol., 2.0 wt.) - ¥UESWIEEENLT 1 hr o
B EREE YL Me-THF (40 mL, 4.0 vol., 3.5 wt.)J%ik - FIEIRA N2
40% K,CO;3 (30 mL, 3.0 vol., 3.0 wt.)i ##ENLT 30 min - @& RS
FMe-THF (20 mL, 2.0 vol., 1.7 wt.)EMk o IR IR A AR 77 #E BB
WEHWEEZBMEET3 vol. (30 mL) - FHEEYHIN NaOH (100 mL,
10.0 vol., 10.0 wt)ZHUII LA G - [mKEFRMEL#(1 gm, 0.10
wt.) AL.fE 1% FiMe-THF (50 mL, 5.0 vol., 4.3 wt.)XH43¢ - &t4TE A S

5 124 HEYIEHE)

(C253475PA docx
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AR E E EETEEES vol - BUESYF20% NaCl (50 mL, 5.0 vol., 5.0
wt)EEHL o B g A1 AR (50 mL, 5.0 vol., 3.9 wt)IR4EEEY)
HEMEET3 vol - IRIIEWEE(50 mL, 5.0 vol.,, 4.5 wt)IRFEEEY)
HERMEEF3 vol. (30 mL) - KR ESYIIIE £ 65+5C WA IIIELERE(120
mL, 12.0 vol., 8.2 wt.) - FEREWYABIENMT 5C W ANMT 5C B
NLT 2 hr - @R E YL FHIEFEGE(50 mL, 5 vol., 3.4 wt.)J ik o {EJRKEE
THNMT 70C TEaEREES - LEBRI(D)-RZE 5 K(E)-HEE5 ZRE
Yy o B (E/Z)-4-[1-[4-[2-(HEBE) LR EIRE]-2-FE-1-T H-1-F&]-F
B~ KAL) - BEE 6.7 g 45% 5 &iE : 96.79% - E/ZLE % :
48.6:1 (TAEFE® - NLT 30%) -

BH9 : Z-FZE %ZI%.& HRATIEE

f L

1. EtOAc. HC ﬂ -
] L l H 2 FtOAcKS f \ﬂ”} H
N s TP A HO™ “\f"" g

(1ID) (IV)

[0416] HBENESTEAND)-REZESFRE)-REESZEEG
V(2L &%) (0.105 kg, 1.0 wt) RSB —FE LB LFE(O.1 L, 10
vol./wt., 9.0 wt./wt.) - ¥R &AM E0C ESTCILAEE&Y &8 R
6N HCI (0.3 L, 3 vol./wt., 3.0 wt./wt.) « BB &Y MNEZE 60+5°C i i
60+5C NRFENLT 6 hr - KRS8 £0+5C 1412/ 18N NaOH (0.3
L, 3.0 vol./wt., 3.0 wt./wt)HE E2)EE&Y 2 pH = 12 »

[0417] ROEEVIIIERNHETE  WEAREITLRHE AR LK
ZBE(0.5 L, 5 vol./wt., 4.5 wt./wt.) R ikKig - WEAKE - Kotz hH
f& = F§20% NaCl (0.3 L, 3 vol./wt., 3.0 wt./wt.) % - BA e S MR

26 125 H(EEHRIAE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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(ARB2) (0.005 kg, 0.05 wt.)FEHE H 750£5C THEENLT 1 hr » #ES4E
MY 3%t/ F AL (Celite® S)FRIBIENH LB ZB5(0.5 L, 5 vol./wt., 4.5
wt./wt) R © FANMT 75°C NRERRE £ AETEEZF]10 vol. (1.1 L) - i
BEVIRAIEOCESTUHO0C ES5C THEANLT 2 hr - HIEREEY) - HUX
LR - IPNMT 75°C NRGEERE £ R BEEFRETBIERE -

[0418) RHNEE EBIENE(L.1 L, 10 vol./wt., 7.9 wt./wt.)ifi A
NMT 75C TR EEYV E2RBEEIREIRIER - BXSIRNE
(1.1 L, 10 vol./wt., 7.9 wt./wt)IFFANMT 75C N R RSV EH L BEE
FIR A KRR - RIIRWEE(.1 L, 10 vol/wt., 7.9 wt./wt)ILFINMT
15C T REREVEEMIEETS vol. (0.5 L) - FFEIFIRINS0£5TC T
FENLT 6 hr - $REGY) 52812 20+5C W HA20+5C THEFENLT 4 hr o 38
CREYWRAENEE0.2 L, 2 vol./wt., 1.6 wt./wt.)EHE o IANMT 60°C NEz
RS UE IR O BRIV 28 EZ-REZE 5 ERILEY - E
#1395 g0 36% 0 (EM(Z)EE = @ 1/12.2 5 4@ fE(Z) : # f HPLC &

~
il

89.59% > FHETE(20-40%) o

[0419] HEE1 LKIERFEEA FRAAV) ZZ-RLEZFG9 9E
BILEYIREZBRIRNEEG90 mL, 10 vol./wt.) o KEREIFIRIN50£5C T
PEEENLT 6 hr - EUESY) 4581 E20+5°C A F20+5°C FHEEENLT 4 hr - 8
EOREYNEHZNEE(78 mL, 2 vol./wt) ik - FYNMT 60°C T HZER B EHF DL
BERAEERRRAV) Z84EEZ-REZ &0 ERLEY - EX 125 g
61% » (E)/(Z)EE3R 1 1/55.1 ; €5 (Z) © 95.81% » THEFEH(50-70%) -

[0420) DABLARBERZ S5 2 L EEEAL - WitAE2EE 2
XRPDE ZFE R AT B9 %105 - B9 102 XRPDIEHE HrR8H -

26 126 H(EEHHRIAS)

(C253475PA docx
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[0421] =8 : E9 102 XRPDI.
&9 [E10
ifir B(°20) | HHEfHRE(%) A7 B (°20) | THEGRE(%)
7.1 15 7.1 8
9.3 22 9.3 13
12.4 8 12.3 4
14.2 26 14.2 16
15.2 14 15.2 10
16.0 20 16.0 14
16.8 58 16.8 49
17.1 100 17.1 100
18.2 40 18.2 35
18.6 15 18.6 8
18.9 12 18.8 8
19.8 14 19.9 6
20.9 32 20.9 31
21.3 24 21.3 19
21.7 53 21.8 55
22.5 15 22.5 9
23.2 19 23.2 9
24.3 30 24.4 29
25.3 15 253 12
26.5 13 26.5 11
26.8 20 26.9 23
28.0 9 28.0 7
29.0 9 29.0 9

BHI10 : &1:1 E/HZEFZL- HZEFEEY S LTELITRAHESE
[0422] HMBEERESFTEAZ)-RZESRE)-REZESZRE
¥y ~ BIXI{E&EY7(0.420 kg, 1.0 wt.) & 4B 2 B5(4.2 L, 10 vol./wt., 9.0

5 127 HEYIESHE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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wt./wt.) - BRESYAEIE0C £5C H4E 18R IM6N HCI (1.3 L, 3 vol./wt.,
3.0 wt./wt.) © FERESPIIIEE 60£5C 1 Fr60+5°C FiBEENLT 6 hr - R
EYAAE0L5TC A48 RNMSN NaOH (1.3 L, 3.0 vol./wt., 3.0 wt./wt.)
HEREGYZpH = 12 -

[0423] HEEYIIRERPHE DB - WEAEEH 8% 2B (2.0
L, 5 vol./wt., 4.5 wt/wt.)JEiKNE - EAEE - BE&0F 2 AEEH20%
NaCl (1.3 L, 3 vol./wt., 3.0 wt./wt.) YEi& - A MG R EMEBRCKE) (0.02
kg, 0.05 wt)FRFRI A 50+5°C MEHENLT 1 hr o KERSPE MW 3 T/ &
{EHY (Celite® S)PRHEIE A A 241 ZB5(2.0 L, 5 vol./wt., 4.5 wt./wt.)
W o FANMT 75C MR EREZRBEET]S vol. (2.0 L) - FREWIINEL
[ AL BSR4 Al £ 50+5°C « fA50x5C T RISRMIERR - KRS 44
ZO0+5°C A FA025C THRHENLT 2 hr - 3888 S FAEtOAC/TEBEfE=1/2
(V/v)FE Mk o« FANMT 60 °C Lk B TN HZKE R - LEFFIEE Fa 24911
E/Z-TR &5 o [E% 106 g 25% ; (B)M(Z)LE® 1 1.1/1 5 4ifE(E/Z) -
97.94% > THEFEZ(20-40%)] -

[0424] DI ABUERZE S 2 ZERIPAIKI - HREEHES
R TE AN R I 2 s 2 B AL PRI - H XRPDIE 2 A2 B 11-13
F o [B11-13 7 XRPDIEHE AR 105 -

[0425] &9 : ZIWRPANEPANLY 7#E 2 28

i3E] 1 2 3
RIEGEE 10L 10L 50L
EIZ-REZE 5 mAE 0.37 kg 0.17 kg 0.83 kg
6N HCl 1.1kg(3vol) | 0.68kg4vol) | 3.32kg (4 vol)
FZ MR R 60°C > 6 hr 60°C » 6 hr 60°C » 6 hr
IPCr 7 E/ZEEAR 1.1 1.1 1.1

26 128 H(EEHHRIAE)

(C253475PA docx
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112107353

35} 1 2 3
8N NaOHH #1{%  pH 14 13 14
NaCIZ£E] 20% NaCl > 1.1 | 20% NaCl > 1.0 | 5% NaCl > 2.5
kg kg kg
A EMEES vol. | 2190 (5.1vol) | £1L(58vol) | £4L (48 vol.)
FA50°C TORINIEEHE(0 | 25kg > 40min | 1.2kg > 30min | 5.6kg > 36 min
vol.)
FAS0°C N EE) 150 rpm > 40 min | 130 rpm > 1 hr 150 rpm > 2 hr
RAl2E0C 2 hr 4 hr 5 hr
AOC T8 150 rpm > 2 hr 140 rpm > 6 hr 150 rpm > 6 hr
B E] 10 min 10 min 20 min
Rz JE 50°C » 4 hr 68°C » 18 hr 69°C » 26 hr
APIH ZE/ZEER 1.1 0.92 1.1
XRPD[EF TP (E11) TP ([ 13) TP (E12)
[0426) 10 : [E11 - 125137 XRPDI.
11 E12 13
A E | AHERE A E | EHERE ErE | AHEEE
(°20) (%) (°20) (%) (°26) (%)
6.6 31 6.6 33 6.6 24
7.0 42 7.0 35 7.0 21
9.3 16 9.3 24 9.2 19
11.9 100 11.9 100 9.6 17
13.3 20 13.3 27 11.9 55
14.0 96 14.0 85 13.3 20
14.1 22 14.2 34 13.9 39
15.1 11 15.1 16 16.8 50
16.8 13 16.8 12 17.1 100
17.1 22 17.1 20 17.7 56
17.7 14 17.7 15 18.2 38
18.4 69 18.4 65 18.3 37

(C253475PA docx

FEESE A0101
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[E11 E12 E13

18.6 13 18.5 17 19.9 22
20.0 16 20.0 20 20.2 18
20.8 35 20.8 46 20.8 38
21.3 17 21.3 29 21.3 24
21.7 59 21.7 82 21.7 56
22.0 16 22.0 18 22.5 19
22.9 14 22.9 19 22.9 17
23.2 9 23.2 16 23.9 26
23.9 17 23.9 17 243 29
24.3 12 24.3 14 253 15

26.8 20

BO1 : Z- AZE R BE

[0427] fEpgk b > WEESGRUB/ZEBYFRBESY LR =
98% (2)-NZEFHCIR(Z)-RZ & S EERREP AT - CAEAHE
KR ERE A ZZ-N% & 5 HCIEE 2 18 E M (Elkins% A > J Pharm
Biomed Anal. 20144E1H ; 88: 174-179) » ElkinsZ A2t - 7225C/60%
RH MEBE SR RE ™ (2)-N 2 H 5 HCLE (E)- N % E 255 Z 8 (LR K 10%HY T
A90E R S3(E A HFr40°C /75% RH T 4. 3(E A - THEHE A RIR T P
{EFEREE - AERKMEE T > ElkinsZF A$RZ{E > (2)-HZE5HCI 90ERE
TR T49 R HR4AS T T RIR - IR BHAREIREIAE T LUK B R
FERORIE T HRER I (ERE L BEEH eV 2 Bim R B EN (2)-REE
S il vl i LR

[0428]) fEAZIHS > ASHRMEE L&~ £2090% (2)-REE 75
e e ELAE PR R = RORE R E TIRRE 2V 9H A Z N2 5 25 it s 2
2R - A TINEZHY > BREMEEEEY T EGEFHLEE/VI0%

26 130 H(EEHRIEE)
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@)-R% &2 V6A - BomE kARG -ASEFEE)-AS
EIF 2B REA -
A (2)-BSE 5 WA IR 10K HH 5
(04291 4 & HERFE T LB 2R £ (BtOH) 3 T B 1755 -
WR R Z(2)-F % E SRS 2 BEN - EIKN F#I g4t
(Z)- A% &35 1Bk 2 S (R BB 180 mL HDPEH - B (41 2 &
PEEELDPELS B $2K - HIRRE 0K REME)-FE & RD)-HE
EIF R - G EH T S SSHDPEY (B B 05 85 48 2V
o B 22 L T B DRI B 5 2 AR S o 400 ST i HPLC B HIER 5
5252 (B)-R(2)-BHY - ZEWP R L (2)-HEE 3 2L MERI0C - 60
CRB0C TRIFLIOTRREIOR  AEIORFHF 2468 FAem - HOAIB0RE
TEEIOR  EEMPRZ(2D)-FEEST GHRE)-RE &5 58 -
(0430 11 : [BI88 (Z)-FR % & 53 ol i 1 £ 2 14 3

i 1 2 3
Z-REEF |1g lg lg
B 40°C 60°C 80°C
2% |B/ZEEE(1/76 (1.27%197.45%) | 1/75 (1.30%/97.43%) |1/76 (1.28%/97.42%)
BT 1.28% 1.27% 1.30%
- E/ZLEZR | 1/81 (1.2%/97.11%) [1/83 (1.17%/87.11%)|1/72 (1.34%/96.92%)
SFEE 1.69% 1.72% 1.74%
E/ZLEZR| 1775 (1.29%/97.31%)|1/82 (1.27%197.48%)|1/77 (1.27%/97.33%)
10K | 8855 1.40% 1.33% 1.40%
[0431] 12 : AFEF 2(2)-H 555 ks R 2 IR RE e 5t
i 1 2 3 4
(2)-REES 01g 01g 0.05 0.05 g
oyl 10 mL 99.5% EtOH |10 mL 99.5% EtOH |18 mL 70% EtOH |18 mL 70% EtOH

55 131 HEEHIEHE)
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B 10 mg/mL 10 mg/mL 2.8 mg/mL 2.8 mg/mL
SE R 25C 40°C 25°C 40°C
E/Z 1/71 1/57 1/46 1/21
2R bh (1.37%/97.33%) (1.70%196.98%) (2.09%196.59%)  |(4.43%/94.23%)
HEEE 1.3% 1.32% 1.33% 1.34%
E/Z 1/50 1/34 1/17 1/5.5
TR |LE#E (1.91%/96.37%) (2.82%195.45%) (5.62%192.67%)  [(15.23%/83.04%)
HEEE 1.72% 1/73% 1.71% 1.73%
E/Z 1/37 1/27 1/8.4 1/3.4
10K |EL% (2.58%196.03%) (3.56%195.10%) (10.46%/88.20%)  [(22.59%/76.09%)
HEEE (1.39% 1.34% 1.34% 1.32%
[0432] &ERBUR 0 (2)-F 28 350 H i AL B (B0 2 B R R g
EERETRARFTEAMBEBE > IEESREEGOC) THERSEE TI0K
PLE - fFWRERE T 2MAEBEES BE WL B TEAEEEE T 2 &H

(£ 18 mFBENE -
B. BEERYRE MR
[0433]) FEMASHE R ZH AR LA Z(2)- R 25 55 e e e

=
w1 g(Z)-IN 2% & o5 il

LLag Seit =08 AR 2 - B AR EMEmT 5T
Bl iR < 25 Oy sRU A (I Bl | R A T & 4B 7 il B Z BELDPELR N » 2R 1R
LDPELSEN sn B R T I AFEE - AR EM 2B R ERFHHELZ

180 mL HDPEHR 5 ££ 15 M ok 4 (7K 5R) T AESC K 25C/60% RH NE
124 H HA£40C/75% RHTRE3EA - A£5B0K ~ 510K ~ 1 mK&3 mZ
ey T B I i i 2 (B)-IN 2 5 55 R(2)-RZ & 3 RE RS ~ Kosoka

EGEM R EZ (Karl Fischer)HE) ~ FRMAREE L REMKINE - T

BH

RIBE RN B ERA T miGRN NS 55 R BUE SR E
MR -
[0434] F13 : (2)-RZE 55 Tedkip 2 AR EEY)IE B

55 132 H(EHIEHE)
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RS gié) ) fgffioﬁgfﬂ ﬁ%:ﬁﬁﬂ
piidh-3 (4 )

CHRERR) Om 3m 6m 9m Om 3m 6m 9m [0m 3m
(2)-RZE75 199.5 [99.6 [99.5 199.5 [99.5 [99.6 |99.5 [99.5 [99.5 [99.5
(B)-RZ &% 10.19 (0.17 [0.18 |0.19 [0.19 |0.17 |0.18 |0.19 [0.19 |0.17
Keasg 0.06 |0.05 [0.05 [0.05 |0.06 [0.05 [0.06 |0.07 [0.06 |0.07
(FEES)

s AR S |0.11 {0.10 [0.11 [0.11 |0.11 |0.11 |0.11 |0.11 [0.11 |0.11

(Z)-RZE
USP <921= £7|13990 14030 13776
sT%i(cfu g/mL)

[0435] &ERBER > BEIRZ-INZ 525 £S5C k25C/60% RH
TRREZDVIEH - SR N ZIEBEE ML T TERREIRE T 2 &1
(2018 mBBEM: - (D)-FZ-(B)RZFES L BN ZHEERAE T
/N KEEAEBEL% BREARMERETETAC (cfu)/L 220,000 cfu g/mL -
11— I R BE I E fe R A5 E - H#[E 50.10%%0.11% -

B2 : MLERL- N5 52 Rt Fr e

[0436]) FERAXH R ZHEEEAZ(D)-REEFHFEmEEGEE
KE®EMA - WFEHUSP 921 2 ik e (RREZIHEE)FTHE @ #Zf KK
SEAEE% - EHERRAR o HEEAE B NMT) 3000 ppm - PUS R
NMT 720 ppm > E2NEE -~ LB LB5 ~ TR K LBF % 5 NMT 5000 ppm -

[0437] (2)-RZBEZ 2 BINVEEFEE0.1% » WMFEHUSP 2812
JiENFTAE - (2)-H &2 2 B I R EAE0.02% £0.099% & E N - {£—
S B HE ] R o kTR R AB #80.02% ~ 0.03% ~ 0.04% ~ 0.05% ~ 0.06% -
0.07% ~ 0.08% ~ 0.09% }0.1% - £ 55 —88kEH » WFEHUSP 2317 5411

FTHIE » EE</BNMT 20 ppm ©

26 133 H(EEHRIAS)
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[0438] {ERIUSP 232 ;R USP 40 2 A5 U7 74 BIE /S (2)- R % & 55
T LR EE -

[0439] AL » ASCRTHL 75 R B R 8% 55 5 7R3 m < N 2% 5 25 i iR
BUSEEIR R ER(Z)-REE 55 -

[0440] Z- A= EHF ZFTIR L

[0441]) (R B YE IR K TGS i 0 25 2> {8 77 55 48 #2 4T 4 % 3%
(Fourier Transform Infra-Red Spectroscopy) ({Ez583H4 : FT/IR4600 > #5
HIA 5 Jasco : S/NEE2R25,000:1 » i KFEMEO0.7 cm™ )Y (2)-H %

° (BRI AgBrE ~ fERCfEA = T B BE bl BL B8 (TGS ) R Al 25 Ko KB ot & o7 e
gy < FTIR ¢ 3% 4% (FT/IR 460047 - FFAIA ; BliE B Jasco) b a0 8% 41500
i o &0 mg (2)-HN 2555 &R ATR &S o R 2 U i i B
710 WU T HEE - (R KERELL2 mm/sec 2 R AR UL EHsE - T
B RIEAE4000-650 cm ' 2 e FEER[E N 0 AAEME AT /0.4 cm™' » fHfH
REUR327R - [B28R(2)-N 25 55 il < FURIMEIRSEEE -

[0442]) B2~ > &i{E(@2)-RZEZ54702.0 ~ 730.9 ~ 794.5 -
825.4 ~ 907.3 ~ 1027.9 ~ 1167.7 ~ 1238.1 ~ 1278.6 ~ 1508.1 ~ 1575.6 -~
1607.4 ~ 3310.2Fcm™! +/- 0.4 cm ' FEEHE - Jemi/A 5 2 R %
2R ZFT/IR YL BE RIEAETO6 ~ 831 ~ 1053 ~ 1171 ~ 1240 ~ 1465 ~ 1507 %
1604 ) & cm! B (Agudelo & A - PLoS ONE 8(3): e60250.
doi:10.1371/journal.pone.0060250) -

[0443] F14 ' (2)-RLZE 55 2 IRJEEE 2 ek o i

Pl BEAR e
N-HAL 3200 - 3500 B
O-Hfir i ) B

5 134 HEYIEHE)
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C=CHir e 1500 - 1680 g
CH2 K, CH3& /h 1200 - 1500 g
C-NF1iz{H
1000 - 1200 g
C-OfifH
=C-HE i
N 690 - 1000 =
—CH2& T

'BHI13 : Z-REEHFZ2E&OEEY

[0444]) EFZEHAPL 0 E Xt~ HE =90% Z-K % & 55 i B
g o IR B @R R E Bk KA KR E S TREh K BB EY)
(DIC - /i BB EEAPT » AICOKOERREFI WP ZVFHETEBET - (M
Xcellodosef fif(Capsugel)f&f1 mg ~ 2 mg x4 mg£/090% (2)-REZE 55 2
N %555 FHETF VCaps® PlusiG /5B E S - AICK05; - B8 5% I
f& o

[0445] VCaps® Plusf5 /A2 #(Capsugel) (%] FH B A #EH 7K 7 U
MR 3 (BI1(Z)-RZ ) 2 BK & ENMEE - JFEY E 5B E LK
NG R (B E D P ERRNEESR) B - 3 ColeZ A (ColeZ
A > Int. Journal of PharmaceuticsZ5231:% > 83-95, 2002). H /A& %:

2 BB BE 1 (R ERGI K & i) 2 B /A B B R 38 £ fT B 4K - Eudragit FS

D30 (F&SE I HE m R i 2 B /A 4K - H Eudragit 130 DSSHIfE F &0 5 RS HE
FIREI < BB A AR

[0446] AICH Z(Z)-R % &5 e £ ZACE (LGRS RS) F
B EP T B RS E D6/ o dNFE M USP 711 2 J5 & F Ml
i BEIBBERY IE@)-REZEFET PRERUEZEZ V6N -

[0447) AR ZIBBAICIREZ/VO@EA -

[0448]) A FFE07 4811 B 7E = (i 4 15 7Y EEE R . R
55 135 HEEHHAD)

(C253475PA docx
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ERRFIEHCY ZHAIY - mRKEENMT 1% HKEM(Aw)/NR0.75
PRl It 4% 75 BT 5 TAC R USPH5 R Bl £ W) #8 - Jose E. Martinez 2 i bR )
" Microbial Bioburden on Oral Solid Dosage Form ; , Pharmaceutical
Technology » 200242 » 5582 70H » £ L ASIF A AA L H -

[0449]) BE4b > AR IR ZHEY 2R INER /NA0.75 2
AOEME - AR TN - T ST B(TAC) HE FEA R
TR A REC R A 2 B P FAAE C SUENREME 2 55T - REBRITZ
USP5 A 55 6 1 = (f AR WIRR FE M50 70 ke o

[0450) FEE45 K AEFTERE @& O ERSE A (OSDF) 2 o] #:57
I TACH A B A A &Y » H7 73 5[l &1000 cfu g/ml k10,000 cfu
g/mL > TAC£20,000 cfu g/mL#y &7 BRG] fEZ Y -
BHI4: (2)-HZEFBZH

[0451]) FEHREES 2B A 2(2)-REES 2 LERRD-4
BMERKOBR ~ 1% /KED-%5 & Ml N Ba /K 220% w/vis R 70C
TNHOE5 230 minBE(Z)-R L EFD-w R I - (R &/EE L L
HE1 ¢ REEZFFREAINS ml D-#&E R KSR - EEEERETER
EREEERRIL - HEFN 24T SR AR (Z)-R % E 5 D-
HE IR & DRE@)-REZE5D-wE R

[0452] M40 ESCATAEEA] mg ~ 2 mg ~ 5 mg ~ 10 mg ~ 20 mg K
40 mg AICHE/AIBE - Bt - K H(Z2)-H % & 25 D-% & i Bk B A S
A IKEUDRAGIT ® FS D30 EUDRAGIT ® L30D 55 DL [A) /N8 & 45
KB 1 mg50 megFeH -

[0453] R15: EHIM5EH

26 136 H(EEHHRIAE)
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ID%a tHEYIZ wtiwt
(2)-R 28 55 D-15) ptE L 0.1%%20%

AT HGh R HH A 2R 3 0.5%%15%
AR ER 15%%90%
EEE 5%%30%

B2 A7 EUDRAGIT ® L30D 55 | 0.01%%3%

BHINS : EL(Z)- NS EFZLRE R - HEBEE L2 EREYE E
oI

[0454] #bH5E2 HEYARRHE (Z)- N2 5 2541 F B i (% B 3L
J5 B LARE TP 248 ] $ B R I 20 MR AR = I Y 22 = PR R <2 1 » REH RY
FEFEFERT IR ELN(Z)-WZE > BB 15 -

[0455] % > Fle= 18pRH < 65pR R ACMEERRZ AEE -
2B AR AEEREAE - WA O 5T gEY) - (23 (A E R T i
FMHEELEOREZ(D)-NZES - AL —FREEEET - 2HFK
M (E LB BT A2 & T(2)- N2 & 55 BRI » Wt i F Z it i s
VERE B at BAE B RO T ER R B LRI A £ /030788 ~ (HIEE
Q2/NH o H A& AL S R 58 = £] i (DRCaps : Capsugel, a Lonza
Company, USA) (EfFE&GCGMPEXR Z FHIHTE] ~ 2504 mg (2)-NZEH 5
HYifi A% & 1 G FLAE 2 (0) 5% + Capsugel » USA)DRCapsf2 5 - ZRIFIZ &
SHMREER(—EETEE ER ) ke BRI -

[0456] &—[FMHEHAREIRSHE » H6eRn2E L1 mg ([F
MEEED ~ 2 mg (FEPERFAH2)E4 me (FEERRHE) B E#2(2)- N2 E 51
mgfE# - H2R2HERZ i 2 Z/RIBBE - f£[FHEH (FEE=

5 137 HEEYIEHE)
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Img) 1 - W44 2 E13% (I Lz (sentine)) fE H g7 2 B2 2 FI24/ N IEH - —
A A(Z)-NZE 5 B — AL - EEE S BE R
AE e 2 MR - A FEEE L P er N RS BB o FSEHEITZ
JENE S 2 B LRI Lo i 22 /D — R AT HE AR PRI TR b - [FIRAEEAH2 3
IR LT -

[0457] 2BIESHZTFRS6R LK E: - % FEE%EY ) 112 (PK)
AR 2 28 KB BER B R TR BRI Br o (FAL WY (EIZEPARF BT - — (B ALRA 46
r > H— (B R R EERE - 2B ZER- 1 REF2REB2IR K22
R AR PR ) A B PR HE ~ 25 2 B e st B R S AR IR PR R 2~ B3
> BVHE R K B AL R PR R T N E FE TR B (PD HT A E T —F

\

\

\

\

[0458]) A{EBA4AH A A28 RNERERE L MERE - 2B LSE
-LR AW URTHE AR IRELIE = 23R » AE5R | RIGHH(Z)- R 2 & 25 B B S
BFEHE - AL ATH 2R HE AR AR PK TR > 2851
F2REEFAEEIRELHE - F1RZFE—HE & HRORMIGHFREZ(552-TXR) -
FEWTFE R AR R E6 R 2 MBI B I - & — 2 B2 3K [0 i PR 5% e 21T
PRI & 2 ERHE - FIRSHEEZBEHREA(ZD)-NZE SBENY
RIFBEEFI4R(ES-21K) - mSHEEREVFTREYBE L ERLEH
HR&E - 2BZF1LR - FUARKE VT RACEE K& B 2 [ R 5
FEAETTPKINM e Z £ ERHE - EF2IRE > B2 EERERA 2
A A (0] 8 PR A5t . 4 PR ) A 55 o B 22 55 22 R DL A AT U SR PR I fe 2 4
MERPE © BILRBIE R FTEEY) L & — RIH o 2 BEA{E 522K HERE
R PREHE - WAEWTFE SR 24K ~ 5526 K K 5528 R [A]3# 17 PKAh M f2 22 & 1

Wit

26 138 H(EEHRIAE)

(C253475PA docx

112107353 FEESE A0101 1122010122-0



1878810

nr g -

[0459]) BHZERHEGEIGERRKE - GFEEMAHTRFER REGR
GifREZE BEAkBE S B AMtEaBREGRAEE - L
R MR R (M BE) - EEAME12EEECG - ERENHAAEMTE - &
M~ FRoaMr -~ mELE RAEYIER 2 (#la » CYP2D6 ~ BRCA1/2 -
Ki67 ~ L E=EFAHYE) - LG AR Z 2t BERFFEEFEIT ¢
FNREGFZERRERN - BIREREH - 128ZECCREMESRE - F
FETL ~ FACT-ES®F 77 it & ARFE FEAR 2

[0460] {EF&EERT(E10 minN) RAESE 1R R E21 KIA TR 8515 Bl
0.5~1-2~3~4-6-8-10- 12K24/NEFULEE PN LA RPK ST - FTA
HARB TR < PKEE S B RAERI E A 2 FT110 min NULEE « B4R KEFO6
R H S B AR BB PKE S « 5340 > fE5E8K ~ F IR ~ FI4RKE
17 RAEHEERT10 minN) 2 & B L EPIRUCEPKE & - fE524K ~ 5626
RKRFWRWETHEFE R ZPKE T « £5 1 Rk &S+ EH
AUC(inf) - HE3RLAME(HAERBOR)HIERRR M & & HNZME -
L2 MERTZHE

[0461]) #EMA|E EIAEFAE M2 21458 > Hrh 22 REB 5P &
EAEREAH AR o (PR ETIR A MedDRAFE HH 24 52 B 43 K (SOC) BB 4%
IHE AR T ZABERTHRE - BEFMEEF o5 o FHHEFRAEESOC
R B TH R FE B AR S S B % > I LAE R SAE 2 88 A R AR - HIE
AEZ FR@EF R H BT BRM  T8 RGN — i aEN FE P - FRF T
Gat S —PEER M A S - ECORZEMERESH - Hi%E
B E A EHEITILE - MMM ER = RE 2384 % - SRR tn

26 139 HEEHRIAS)
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HEH

[0462] 1Rt 2(Z2)-RZE 5 2 18AM T H154(83% » 41{# AE) &
2R 26 A HARE T H44(67% » 208 AE) ey 1 #i50 Ry BT ST 829
CRIEECATRE) M B Z I RS AE » REL7/BFHE L AERY B 72 (A5
FERY » 2(Z)-REE 5 218 [MIa T HS7(28% » 6{F AE) K i 52 22 RUH
26 MAE T H2%33% » 2{AAE)HiE | T R ERE ZIGFEHEIRVAE -

[0463] Fra ABAL B EEAEE | oy 30 Ry BE T (84 AE o 2 75 ) 2l of
FERMEAET Z9) - IR FAET M BBE - (L2 & (2)-NZE 5 ZH
e NP2 R Z (fRe & Tl 1 BRSRMERR - B BRI IBL 9
ERIES: L H AN REN - BEHEZD-REE > ZERETHE 7 EFR
ERLA ~ BHIAL  BERR - DIRERZle R H & HEE -

[0464] B2 RUE 2 KF(EBALL > A2/ LD (Z)-N
ZESZMET  ZeMEEEER > MEMERERENE - ok
% ~ ECGR¥E ~ FACT-ESERTRHE » A 2(2)-NZ & Z K F M
Tz FL R E R EHEE 52
BYHE) T FE

[0465] #t¥&E—HEFBEEH VI RER(Z)-WEZE SMFR
- dh % - HUEP A EHR > BRERRARERKBNE L -
HE g2 MEEY S 228 > HRMIEFEREHEE R gt
(BT E - B FwE - 2EAE - AN - RAVE - RRERTE)
HEITREA © 55498 > 5T EAUC K Cmax 2 2o P I9(H o B 5 F 43 MR A
iU RFERELLAME(ERE KSR ER) - BFEREERRBEDS

BlE) Kk ZFIIBR(ZHE) -

26 140 H(EEHHRIES)
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[0466] AIRHIESR —HEMKEKEREGEIRKE2IR) ZSHERE
PR N RE ZRF B (Tmax) ~ | ARJRE (Cmax) ~ 5 SV IR E0% 24
/N O FEE - IR [ R 4% T HI AR (AUCo24n) ~ EAOH BRI R E B (kel) ~ 44K
FEZH(62) ~ EARFBFRF(CL/F) R g fE&(VA/F) © JRAES 1 RHIE S —
Bl g 2 5 EI0E ftgS R 2R E-IfE 4 T EE(AUCo-inr) ©

[0467] (ERJERR= 7RISV E) N 228 - Y N22 8 2

MG ET EFE T E - R ZE(SD) RERARE(CV) » &/NME(min) &
B KB (max) - FHEZEY S 228 R EMERBES -

[0468] $t¥&E—E|E [FMEEAE T R E BN %5 75 M5 R E-FF
EH &R EE - gt —2RF N EEY R 228 > HFEMEERRHEH
g at (A ilgFE1{E ~ SD ~ CV ~ £HAK/NN] ~ min ~ max & F11H) #
T - 5540 » SR AUC K Cmax 2 & (7] V39 {E o B {58 H R A~ 7y
UFFERIZ MM E—RE GO EZERE(FE &%) EH
SAS v9.3 kxPhoenix WinNonLin 7.0RREC 5 5 i A S 82497 8) 1 B2 2 8 F i

et -
[0469] FrAI%ER :

CV HREALH

T max TR RORE 2

Cmax B RE

AUC.24n ( " AUC24hr ; )EEY)3E BL 1% IS R0 2 24/ NI 2 R TS -
5] T 40 1 FI AR

kel FAHPR IR R E B

tin R =R

5 141 HEYIEHE)
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CL/F BARIFRRE
Vd/F S RETE o
AUCq.ins INMEFEIRMEFE—BIE (" AUCo.inr ;) HFFEO0E

BSRZRE-IF i dh 4R N EfE -
[0470] B/ @D)-WZE

Tmax ~

[0471] 16 : FANMIE SV ) 228

RPN - AR BREER
Cmax & AUC Z )E #2498 2 2 BT 2 (7Y T k16 -

X (2)-R%E | PEGEE) | EiEHECY %)
ZFBIR/R | Tmax (hr) Crmax AUC 24 ti
(mg) (ng/mL) | (hr*ng/mL) | (hr)
F1IR | 1mg 6.0 9.6 158 41.1
(n=5) (2.0-8.08) | (18.9%) |(20.3%) (15.8%)
2 mg 4.17 17.7 305 49.0
(n = 6) (3.0 - 6.0) (23.4%) | (17.9%) (26.0%)
4 mg 5.08 325 587 41.6
(n=6) (3.0 - 6.0) (52.3%) | (53.3%) (22.9%)
21K | 1 mg 8.0 24.6 458 52.6
(n=15) (4.0-6.05 | (35.0%) |(36.3%) (20.8%)
2 mg 4.0 50.0 911 43.4
(n=6) (2.0-6.05 |(237%) |(19.7%) (17.1%)
4 mg 5.0 115.0 2041 45.1
(n = 6) (2.0-10.0) | (49.0%) |(50.4%) (15.2%)

[0472] & H — A O 1% B AL 38 RE T (MY B2 ) 2 (2)- IR 25 55 BB

2 TR 2 =R EE . BELRZ E 2 2 Cmax K AUCyqnH 2
FIELEGIMEERMERERE) - HINFEIRZ1 mged mghlE > CmaxH9.6
ng/mL 3 fil & 32.5 ng/mL > H f£ 521 K H 24.6 ng/mL ¥ fif £ 115.0
ng/mL « £ 1R KE2NREHEEE 2 FETmax T4 2 8/NFERE N - #5

5 142 H(EBEYIEHE)

(C253475PA docx

112107353 FEESE A0101
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70 88 (8 T B AR A L3 M (1) FEA2 /N BLS3UINBS 2 R P > FL7E
4TF B LR EI R A (H5-E8FILH R E 14K Css) » EFIRAMITS B
7 B R 4 258 /N B (L 4)

[0473]) F&17 : HERIAUC.inp * 1 mg ~ 2 mg 4 mg (Z2)-RZEF

AUCg.inp hr* ng/mL
FlE : 1 mg FilE * 2 mg FilE * 4 mg
441 755 736
534 954 1883
739 1242 2116
527 1489 4624
593 1009 1098
1188 1642

[0474] R18A @ FEHUAREEERE R MFREMOM) » HE : 1

mg (Z2)-N% &5

e E AESIP P4 |6 B8 |11 314 FEITR
AN

izt Hii KRR (R (R |EET
hr |hrl |hr2 |hr3 |hr4 |hr5 |hr 8 |hr 10|hr 12 |hr 24

Hr |Hr |25 |ZER0 |BERT
0.5
72 120

SEIEE |2.68 [2.68 3.75 [17.1 |17.1 |20.3 [23.6 |22.0 |22.5 [18.2 |15.0 |8.03 [3.75 |2.68 |38.5 |43.4 |43.4

StdDev [0.0 ]1.89 |2.39 [24 |15 3.6 |44 69 |67 |5.8 |3.1 |1.89 [1.47 |0.00 |8.6 |[22.8 |19.1

CV (%) |0 71 |64 [14 |9 18 (19 |32 30 |32 20 24 (39 |0 22 |53 |44

Hi{E 2.68 [2.68 |2.68 |18.7 |16.1 [18.7 [24.1 |21.4 |21.4 |21.4 [16.1 [8.03 |2.68 |2.68 [42.8 |40.2 [45.5

Min 2.68 [0.00 |2.68 |13.4 |16.1 [18.7 [16.1 |13.4 |13.4 |8.03 |10.7 [5.35 |2.68 |2.68 |26.8 |13.4 [13.4

Max 2.68 [5.35 [8.03 |18.7 |18.7 [26.8 [26.8 |32.1 |32.1 |21.4 [18.7 [10.7 |5.35 |2.68 |45.5 |75.0 [64.2

A |2.68 [3.18 (3.33 |17.0 [17.1 |20.1 232 [21.1 [21.6 |17.1 |14.7 |7.84 |3.53 |2.68 |37.7 |37.6 |38.5
H{E

[0475] R18B : FifhiLH 2 MUY S 228 K& > 2 mg

(2)-IN % & 75 (n=6).

26 143 HEEHRIAS)

(C253475PA docx
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FEE eaT
5td Dev G.41
S 245%
g .ot
fih il ece
KM tee

T 1 oo

0.0C
0.0C

C.0C
C.0C
c.oc

[0476]

217 0 145 T2 17.2
47 3.8 2.3 2.8 2.7
68%: 3T tgh 28 o1
2.5¢ 0.9 4.5 175 17.8
o.00 5.00 1.0 1.9 13.¢
400 6.9 1w 220 e
2,38 955 143 166 16.8

F18C : FEHBFE ZIE

(2)-IN % & 75 (n=6).

N 3
EEE 083
Std Dev C.21
[T 49%
ify 1.00
fiz e 0.
RSN R

BRI vce

[0477] RI19A : FEHIGHE ZFH 1 RHE

3
C.83
c.$
484,
1.0¢C
.0
1.0C
1.0¢

5 6 6 £ €
7 200 278 268 0.5
t.Tz 8.0 A 18.C
54% 407 49 25% 39%
400 (9.0 245 2£0 155
SLe0 tt0 1400 120 14.
300 350 520 <80 82.C
262 °8.9 253 2+8 6.7

mg (Z)-N%E 55 .N=5

14.3
a8
14.5
8.0
19.¢

12.8

“4.5

“4.5
‘0.
te.r
t4.z t4

BB e 18 2

"8

28.0
“&.0 .0
62.0
2.4 246

‘3.0
t2.0
‘5.0

= A S

10.3 5.67 280 C.53 b
2.3 1.62 s c.4 3.3
22% 29% 33 294 15%
10.5 $.50 2.40 1.00 2.5
8.00 4.00 e €.00 19.9
13.0 &.00 4.0 1.2 28.0
10.° 5.47 2.38 1.2 226

6 8
23 100
132 68
62 g8
15 8.oc
800 4.00
30 20
B0 85

Y z8%

LI

280
4.7
15%
28.5
zae
iTe
28.8

EE > 4

] € S G
5.4Q0 2.33 5C.4 69.C
4.64 1.97 5. 45.8
Q3% 8% 3C% (138
4.00 1.50 25.0 64.C

.00 1.00 230 2.cc
t3.0 €.00 7.0 145
.62 1.82 2§.2 44.6

UEIpE=—& 3 ‘&

K

0
ra

s

9.5
27.c
47.C
315

mg

EE -1

&int DN
Cmax Tmax |AUCTlast |Kel Thalf [AUCo-ins AUC24hr |CL/F |[Vz/F
(ng/mL) [(hr) |(hr*ng/mL) |(1/hr) [(hr) |(hr*ng/mL) |(hr*ng/mL) [(L/hr) [(L)
S 9.6 5.62 |471 0.015 |46.1 |567 158 1.82 [119.9
Std Dev 1.8 221 |76 0.002 |7.3 110 32 033 |274

CV (%)

18.9

394

16.2

16.2

15.8

19.10

20.8

18.4

22.9

TE

10.0

6.0

472

0.015

47.2

534

171

1.87

107.6

Min 7.0 20 |367 0.013 |37.5 |441 102 135 |102.7
Max 12.0 8.08 |582 0.018 |54.4 |739 183 227 |168.4
RPHIE (9.5 511 |466 0.015 |45.6 |559 155 179 [117.8
GeoCV% 19.9 582 |16.5 162 [16.2 [19.1 24.0 19.1 [20.6

[0478]

mg
N
REELi
Szc Dew
V%
SR
IRl
FENI

421t

Geclyi

(C253475PA docx

112107353

7.7

w -
4

P mnow -

— w0

L T o B L4

R1IB : FEHIGHR 256 1 KA %

4.28
C.g9¢

22.9

.CC
.CC
S18

a0 n

N n (R FS T 24

FEESE A0101

a8
225
£5.3
255
537
1137
862

jad=r

5 144 HEYIEHE)

0.5
2.003

238
2.016
0.010
a.018
J.015

253

4=
4
= =2 @©® O O -1 O

256
23.°
=g99

- 484
- 05
24.0

] [
305 1.89
55 C.z¢E
17.49 221
303 1.83
248 1.34
3580 2.65
3Q- 1.85
18.0 2L C

1122010122-0
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\

[0479] R19C : EHaHR ZF 1 RIBEMEY 228 KlE4

mg

N 6 3 € 5 2 5 5 & £
L 32.5 5.56 1652 0.017 416 2077 587 2.73 154.5
S=c Dev 17.¢C z.e7 1027 0.004 9.5 375 33 1.6C 758.2
CV o) 52.3 4s.5 633 2 & 23.9 65.2 53.3 58.5 51.7
TG 26.5 5.¢8 1423 Q.07 3G.9 763 53 2.8 130.7
DUNE 14.¢ 3.6 €31 a.Q12 316 736 258 .97 65.9
ENI 62.¢C 10.2C 2572 Q.0z2 56.C 4624 11°46 5.43 259 4

Ffol L 26 .1 5.15 1422 0.017 40.7 04 52 2.35 137
Geolyi 55.7 436 642 228 2.8 62 " 57.8 £9.1 56.6

[0480] 3R19D : FEBHR B2 RIFEAGEY 8 HE 28 KIE1
mg (Z)I Hor N=5

5 5 5 5 s 5 5 s
~1-;m 24.6 5.58 258 181 0.014 526 .49 181.3
Std Dev 5.6 1.87 166 £.9 0.063 10.9 - .06 4.1
ov o 35.0 a7 .- 6.3 36.3 204 20.8 425 as ¢
i 24.90 8.0a 527 20.¢C 0.014 49.3 -.90 170.1
N “4.0 2,040 245 1¢.3 0.011 0.6 -.57 16.7
IVENG] 34.0 8.42 636 26.5 0.017 5.9 4.02 286.8
] i 23.3 6.64 £3- 17.9 0.013 51.7 2.3z 173.3
GeoCy 40 z 0.0 200 20.9 20.9 422 az.g

[0481] RI19E @ FEH/GHF ZFE21 RIEER Y8R5 HE2

mg (Z) INES=2:3

5 5 5 5 £ f g &
Jrlf‘ju 50.0 £ g~ 38.¢c D.018 434 o.27 1391
Std Dev <. 1.80 179 7.5 0.0c3 7.4 0.44 2.7
UL 25.7 249 19.7 19.7 18.9 17.1 g.4 16.3
i 5.0 o) a0 7.9 0.015 457 2.1 131.6
ERNR 35.0 200 76 2g .8 c12 a3 ¢ 70 1196
N 65.0 £.05 1°77 191 .01 50.8 2.7 179.2
S fn] Y 45 8 3.64 gy 7. D.016 4z.8 o.23 137.7
SeolVs 24.2 53.° 19.8 19.8 18.2 18.2 5.8 15.5

[0482] R19F : FEH/BF 2 F21 RIZM G218 77

mg (Z)-RNZE 55,

gl
O

28 HlE4

N <] 6 5 € =] =] =] =
SRl 5.0 5.33 204- 851 0.06 451 2.83 189.C
Std Dew 56.3 2.73 1029 £2.9 0.0C3 6.8 2.15 156.¢C
oo 43.40 5°.2 50.4 50.+ 16.€ 13.2 TE.C 8.5

t3°.0 5.00 24649 1c2.9 C.015 45.3 63 1061
42.0 2.07 86 25.v .03 34.C 2z T30
- 10,20 3034 1264 0.02C 54.3 6.45 461.5
“00.8 <. 75 1744 727 .06 43.6 2.29 1477
67 .4 58.5 V6. ¥6.1 1&.a 15.8 TE . 848

55 145 H(EBEYIEHE)
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[0483]) k20 : 2| 228 2 FHHEREE21R)/(FE1XR)
(2)-R%E | BYEI RSB EIEHEREE2LR)/(ELX)
IR Coax(BE21R) | AUC2un(B21R) | AUCn(BE21R)/
Cnax(ZE1KR) AUCun(ZB1R) AUC.int(ZE1R)

1 mg (n=5) 2.74 (SD 1.29) 3.09 (SD 1.49) 0.81 (SD 0.20)
2 mg (n=6) 2.92 (SD 0.88) 3.04 (SD 0.79) 0.85 (SD 0.20)
4 mg (n=6) 3.56 (SD 1.01) 3.47 (SD 1.08) 1.08 (SD 0.38)

[0484] ¥ HCmax > ‘P RRERE2.74E3.56F N - HER
AUCoun A£3.04 23 47HE N > (FR/RF2NRZSBEEAFIRMEE Z R -
1R KR 21 R ZFFRFR(CVUF) ko3 ffi #2181 (VA/F) A 5 4L 81 & T & i 28 8

o

i

[0485] «Y10/NRFZEFIRRMBRNZE 5 aEZRHE - HIERZ
e EF AR EMERE (B3 KEY) - MERZE S 2EAL25 nM
£4780 nME[E P -

[0486] HE8REF2IRKERIAHERE ZEVE ) EFFEES)
BUNMER4RRBRENRES - U PHESHRE TEERTRERMFRNZ T
SZIBREEE - #HNdmg (2)-NZE 5 RERIMFREERITREREA

/4

B/ o

[0487] 21 : NZEH G ZHERNE ZSBULET
PN

EYEITIE | othY) BfdiEt WIS % (SFEIEE] | 12

2% (log)

Conax RZE |1 ]0.808 (0.487 - 1.130) 0.66
25 21 | 1.055 (0.655 - 1.455) 0.68

AUC4n, RZE |1 0.873 (0.548 - 1.199) 0.69
75 21 | 1.008 (0.582 - 1.433) 0.63

[0488] R22. (2)-INZE R (K0 EL L B U Z PEBL.
55 146 H(TRATI®)

(C253475PA docx

112107353 FEESE A0101 1122010122-0
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FHEMmMEFD)-REES | PHEIMEZ)-RZE5S

D5 | o mesn | owvmisn |

I=Fy ) RAZ ToLEA
ng/mL nM ng/mL nM

1 mg 12.4 33.1 19.1 51.1 154%

2 mg 18.6 49.8 38 101.7 204%

4 mg 56.8 152.1 85.1 227.9 150%

8 mg 96.8 259.2 - - -

Css = F2RET 35 EE (AUCtau/tau)
[0489] Z\GEX AL

1. Wu XZ A Cancer Res. 20093 H1H ; 69(5):1722-7. PubMed
PMID: 19244106

2. Ahmad AZE A Breast Cancer Res Treat. 20107 H  122(2):579-
84. PubMed PMID:20052538

3. Ahmad AZ A_J Clin Oncol 30, 2012 (3¢ ] ; abstr 3089)

4. Goetz MPZ: A_ San Antonio Breast Conference 2013 [PD3-4]

5. Goetz MPZ: A_ San Antonio Breast Conference 2015. [PD203]

6. Ahmad A % A Clin Transl Sci. 2016 &£ 6 H 27 H .
doi:10.1111/cts.12407. PubMed PMID: 27346789

7. Lee O Z A Cancer Chemother Pharmacol.2015 &£ 12 A
76(6):1235-46

[0490] It > KEWWHFR ZEIEERN KORZEFZLE2MR
M2 M E B O =S SHEE » BIRE(Z)-REEHEY 2 HiR R
HZMBERN %57 & 8 CEURNME AR LM 2o B BRIE T B A T e rY &
BN - (2)-HZE 5 URE WOl &= 50/ - B EAEME F 2 EE SR
& (C(max)) f B 0/ME £ 83 K 2 % - 05 4 T E A o A8 B 2 5 (31

5 147 HEYIEHE)

(C253475PA docx
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mg-4.0 mg A @R A& LM (AUCo-inr) ©
BOI16 : FHELIREEL- R 2% 5 VRN 15 B 506 M AL BRI
B

[0491) HZATRZHAYGREE T MM EESFEHT@)-FHEES
ALt B S E A M B E HIENRE RARME(D)- AL B &R - M
ZES R AEARR SR - DITHNER R B DL R AL IERE iR P 2 (5 4
o R BT S5 HEE(2)- R 2 5 25 4% B 2 22 2 M Rt =2 14

[0492) B RHAMEME 2R M5 M FLE 2 (@5 (H g L 3L & 25
AR /VI0OR)IEE R A BT EE(IH - £/ V7582t EE 5 H#A
M LR (E G e AN BB T - DARE PRI R Th 2 /D25 A fth S5 SRS K 254 (Z)-
R 2% & o5 E RS 2R p < R AL BEAS - BHAME RS °] A BE DL R 55 8 55 a1
[EHe s IR - ZFERK2E A EAIE AKEAFE VR E
VIRl -

[0493] @WOLEEHEL30K G HEARSEFMEE T - &

H

=

\

A

ZE a2 30 nME40 nM - BRI mgdE 1(Z2)-AZ &
= E SR T EF « KIRIMEIN 2 (D)-REEFHERE R
nM{ERE#E0 nMZFRER L & 55 o &EHRIEM EE S+ %
ERBELRESESEEEEPV6MEA -
BOI7 © ZFHEOREL- NZEIF-D- B EE BB E 2R G A
HIMTHT G

[0494]) B 8956 E Z- R % & 55 -D-%) & B H 2 75 (K 1l0 A7 %
ZBMAEEE R L EREEN - MER+ILE B2 HR - K84 E
EOMEIMEAT 2 —  EPEFM A §—BEHFEZ] mg - 2 mgs

|l

26 148 H(EEHHRIAS)

(C253475PA docx
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4 mg (2)-HNZE75-D-#j & BEELE 221K -

[0495] Byt E e 2 LI ER 2 AR KI-678 & » HEb
oy il AR 3 R & R < — & & 5 [ iR S M fE K -

BOS : BAHLIRE(L)- NEEHD- B BB R 2GR MEER

[0496] &ztHFt 2 HEV(RES E AL amrEi I AL R E A 2 M =55
A EE T ERER M T ZERE(D-REESEE - MEERZE
S ERREAHE AR DITEAIER R i e A R AL L RF RS R 2 (B 33 » G
o Lt B 25 A0 EE &K T1(Z)- TR %6 5 25 D- ) &) B I B0 4% B 2 22 2 M R it <2
M

[0497] BAMEMEZRBIGMEAE BMEESBAELEREEN
FEZ—ubor Z EEEEEE M AEHRTSEEH - 2/ 0755 MEE55 5
JatE L RS R A BERR T - DAWE PR ZE Rt 2 /D25 B fth B2 5 55 (RS K 25 4
(Z)-R 25 aE 4Hpk < v AL BT S - BAYME RS T A BE DUZE Rl L 55 25 2
AME(E RS < HIE RS - ZH 28 5 BA A% HE&RE AL VIBRir =3
EREREY Rl -

[0498] 1£ 3.5 VIbs ity 2. 55 R e VB oo =~ 18 11 21K 2.5 44 {6 /S 0 fic
FEfEEFH > HEH B0 R20 mgfth 52555 2 38 H 2 F % - R EE 4
25#[ERAR Bl 2 (D)-REZE 5 HEHEBORI0 mg (2)-H%EH755D-
IR MEBE D  SERVES(E A 2 GBS - fEBOR(EFHIRBTR - F14K - F
21K ~ 328K ~ 60K RFIOKHE— [ M HUMIK o K7 < W #E
BeH - AEBOR(EFEIDLLRAEETR ~ F14K ~ F21K ~ F28K -~ F60
REBIOREEUEHFMH Z ME(Z)-RLESEE ~ MIKE - (L2 KA 2
g -

26 149 HEEHRIAS)

(C253475PA docx
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[0499] i (/G K4H < M A (Z)-IN 2 E 5> 2 EHIEEEE - S
HoraRZfie 2 MR % E 28/ 30 nM > Rl S (858 R 00 i R 22
(2)-WZ &5 aRE > HaFRRFEIIINEA - BEMEE 5 I6F Z(EfE
ZESaE®R30 aM > AILREFAME S 58k - GFEFKE
EAMmE E 2 FRE& R - DI HE S 2 Mm% (Z)- =R
B (LB R AMS 8 - 5 5 NS i 2 A5 38 0 A Ve R Z TR 1T EE
BT o MR AER RS A FFE—K - EEMFRER

[0500] @& CEAAFE R EAL 7 ASH 2 SEFH A - H3H
BILER &8 5 A > S FEHEOHEE B E PR o 20E BRI
GO R AL - B R A R EEA SR o JERRAR - AT AL
B EEA SR 1 R AACSCAT I 2 ARSI E .2 S fEE X o LT Has Al 8
B AR E A S5 T R (B0 i IR 7 4 = AR B M ] e L FE RO A s E N
LT B R SR -

N
=
i
LA

2 MK

26 150 H(EEHRIEE)

(C253475PA docx
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[ B H R S A E ]

(557K ]
—EE AL ORIy > aal(ID)Ea?)

Je

|
PRI
HO 0 Me

ZL(I) -

th
ZADEEHRRZE S
PIVEE % ZZA(UDEEPR(EZ)-RNZE S > B

E)
2N 2B AE/NR2%HE

[E5°KTH2]
MEASKIAL 2B a E T HRECY) » KPR 2 E S HRRZE 5 ke -
[E5°KTE3]

MEE KA B A& LERECY) - T EDISEE% ZZAIDEEY)
H(Z)-NZE -
aoKIHA ]
MEE KA B A& LERECY) - R EDITEE% ZZAIDEEY)
H(Z)-NZE -

[E5°KTE5]
WMEAKIA B EE TFECY) > HPZRZSESE /N I%ME -
[E5°K75H61

5 1 HEGEIHEE AR E)

C253475PBX20241111C.docx

A 112811H11
112107353 FESHRIE A0202 112107353 1133288162-0 H
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113F11A11H FrizS1E

MR RKIE N Z WG ia & Y » HFZRNZE S
[E5°KTE7]

BE/INR0.5%FEE -

WEF KA 2B E & LMoy > Hp#Z(2)-WE &

ST R25C R
60%MHENRE TeEZ/VIMH -
[E5°KTE8]

MEE KA Z R EE O HFEECY) > iz (2)-INZ EH 55 1£40°C K 75% 4
HRETMEEZ/VIEH -
a-KIA9]

MEE KAl ZE & O HFEECY) - K ZiEEE O HFHEICY) < F 8 ER
AT R #84520,000 g/mL -
[E5°KIH10]

MEE KAl Z A EOHFEECY) - Kbz aE iy 2 KaEr#E
#1.0% > MEEHUSP 921 2 J5 AR I -
[E5°KIHLL]

WMERKIL 2B E O RECY) » Ko aziaa &Ry 2 KiEHE(Aw)
/NFR0.9 -
[E5°KIH12]

MR 2 A S TR - Kb 2 s S O 2 B s R
HiH0.1% » WFEFHUSP 281 2 J5 7ARTHIG
[5R°kTH13]

MEE KA ZEEOH#EECY) - Kbz aEl#AY cEcBa s
A#E#E20 ppm > IFEFHUSP 231 2 AT HIE -
s -KIH14]

C253475PBX20241111C.docx

P 2 HEEHHE R EE)
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WKL Z BB & OBy - H %8 i kess < HPLC U5 7A P Al
i ZBBEOHEKMER CHES &% A&\ 3000 ppm - USRI &
Bff-AdiE 720 ppm - RNESEHAEE 5000 ppm - ZELEES EG%
F#B#E 5000 ppm > [FRHGEE B4R 5000 ppm > A/ZEEEGHLE
% 5000 ppm ©
[E5°KIH15]

WEE KA A& OHREEY) » HfazlIINLaYGREEFsE - H
I HRFEHE R G KRGS EFEEEE16.8 £ 0.3°~17.1 £ 0.3°
F21.8 +0.3° 200 ¥l -

s -KIH16]
MEE KA 2 A& O HHICY) > HAa50.01 mg%E200 mg Z#%(2)-A
ES-T
[E5°KIH17]

—HEE AR OMECY > eI L&) -
Je
|
(J A
HO o Ny

ZL(I) -
HEEEE b gz 288

lﬂixP

\

~

th
AU EEPIHRRZ &5

PIVEE % ZZA(UDEEPR(EZ)-RNZE S > B
R AL O RICY) < T S E RGT BT #7$20,000 g/mL -

%

i

55 3 HEGEIHEE AR E)
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113F11A11H FrizS1E
[E5°KTH18]
WMERKIALT 2R E E O FECY) - Ho N2 5 25 RN 25 55 i
o
[E5°KTH19]

WMEFRIALT 2B A& Oy - K &
PIR(Z)-NZE 25 -

[E5°K7H20]

DISEE% ZZAMDEE

WMERKIALT Z A& O Ecy) - Hp 2V ITEE% 2ZA D Eae
PIR(Z)-NZE 25 -

[E5°KTE21]
MEAKIALT 2R T RECY) > HP RS ESEE/N2%ME -
[E5°KTH22]
MEAKIALT 2R S TRECY) > HPZ RS ESE /NN 1%ME -
[E5°KTH23]
MERKIANT 2R s & LY HP N2 E B E/NR0.5%%
B o
[E5°KTH24]

W5 KIALT Z s O icY) - Edaz(2)-R%
60%MHENRE TeEZ/VIMH -

[E5°KTH25]

MR KIAT Z WG s L RACY) > Haz(2)-INZ &
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