‘ 19 C]jfil,fh E%.@é I‘\EJJE/]

/l F (2)%ARAENEA ADEERH: TWIT92593 B

Intellectual

ey 45248 FERR112(2023) £02 A 11 A

QD) F3F L5 110136599 (22)F %8 ¢ PERE 104(2015) £ 02 A 06 A
(5D)nt. CL. : CO7D471/04 (2006.01) AG61K31/541 (2006.01)
AG6IP29/00 (2006.01) AGIP37/00 (2006.01)
(30)48 %4 © 2014/02/07 3# 1402071.3
(T ¥ A ¢ LA 857 B 1644 A IR 8 (bb#]85) GALAPAGOS NV (BE)
oA B

(T2 A : b &4t RTHH 5% SABOURAULT, NICOLAS LUC (FR) : i &4 ¥
-4z DE FAVERI, CARLA (IT) ; %< 2 2 4% SHEIKH, AHMAD (US)
(THRIEA  BREX
(56) % Uk -
CN 102105471A
EEANE T FkA
PR EE AL 11 B EEE S| #£ 107 &

(54) % #%
RGBSR ERZNBRBERLE R M5
CUEE

$%%%%&A%1z§:

E\ §N~ /}_NH

8’0
O

BARTAHR/RERBE X BRI - BB RRER ~ HAMER  BEUE - BHEBEF - FREFTHE
ﬁE—ZK&’Tb&/é&B&i&Z:}%ﬁJ CARERFTEMR/REILO TR F2ribi® S BHMZER -

The present invention discloses salts of a Compound 1:
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useful in the prophylaxis and/or treatment of inflammatory conditions, autoimmune diseases, proliferative
diseases, allergy, transplant rejection, diseases involving degradation and/or disruption of cartilage

homeostasis, congenital cartilage malformations, and/or diseases associated with hypersecretion of IL6 or
interferons.
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conditions, autoimmune diseases, proliferative diseases, allergy,
transplant rejection, diseases involving degradation and/or disruption of
cartilage homeostasis, congenital cartilage malformations, and/or
diseases associated with hypersecretion of IL6 or interferons.
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NOVEL SALTS AND PHARMACEUTICAL COMPOSITIONS
THEREOF FOR THE TREATMENT OF INFLAMMATORY DISORDERS
CRREED

AZFHEENR A MREERPRE - HE R E K/

B RIFN - HRRERA - WAEMRRF - BEUE - BHETET - F
K E Fe B8 AR AL R/ BB 2 PR~ e R YRR B P R/ B IL 6 B
BEZITLBZMEEBZER FHES L A% ZEAFHIAK > XK
R RS EE N <k > HERES ZHMHIJAKL « RFHIRE R EE AR
%I EHRERE Y KA MR AL R 2 AT K/ B06
BT EF ZHRMATHA - #RMAN - BRERBERRE - MAEMERK
W~ BEUE - BHEET - B REE B LB AE R/ BRI 2 RIE
RNVEE B 1P Je /B B ILO B 4B 3 2 77 ol 8 25 M BR Bt 2 R
[FeRiisdin]

AREFRERFL - BEREERRA WAEEER - B80E - B
fHER ~ B RWEEEZBE ZRA - e REEKF R/ B IL6 B
TERZTINBZHEEL ZRR > 8T 2B EUR MR R R Z & AT#E
EEARE S N R E BT BIE R A] R B E 2R e R - hER
Rttt HREBERIIFEARNERAEY - RIGET BHR
BEUKREBE ZWMESE > NHEZ e H YA 225 HEEY)
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Atz 0 H R AN = B & SR S 46 B AH 2 0] BE B BN BAYEIE A R/
IR EEIRENE  HPRBFTREMER - 805300 280 85 8 45 82 -
(Ingersoll & Cohen, 2008)JE (KL 1: 2 L B @M ER P & MHEME > A
L0 [E A B A 2 B (Ingersoll fz Cohen, 2008) - [N IE - 7 % & Al
WA BRI DUINsRE AN~ eSE - REEHERBEHEALGY LN EE
BZEE -

{4 BT % B8 (Janus kinase » JAK) By i 4l A % 3% 13 5t B I 2 3G 1
2 STAT#E §% (R + 2 4 i & B B B2 5 B o f 200 DU (8 JAK Z R Bk B
JAKI ~ JAK2 ~ JAK3 R TYK2 - {fF4ifl B ZB L ZRE G & - JAKZE
R B B 88 W B b R /B IE BB (L > BEIR STATHEEG (L - HEE R E
¥ 2 Mg DL i % o (Vainchenker, Dusa, & Constantinescu, 2008)
JAK-STATHIN E5: EER N TERXRE /R NMER) U Z BB E
N5 R F » $840EPO ~ TPO ~ GH ~ OSM ~ LIF » CNTF + GM-CSF

i

J PRL (Vainchenker ~ Dusafz Constantinescu > 2008) o

A E I EN o T JAKHIHI B 6 72 2 s 2 185 T IAK Z /a8

JAKT Ry R E -3 R IR & T AR5 » JAKT B il JAKZfE — F B DA
WEHMEBREE AR EE5HRER - NIt - JAKLZHIH1# B A E
AIAKIE 5 EE 2 H 2 AR WAL B & (FE401L-2 ~ IL-6 ~ IL-4 ~ IL-
5~ IL-138CIFNy) 2 9% 8% R =08 PL K R JAK S 8 2 (5 57 45 25 B B By K
fln = B H T HY -

HIAKR BB ZEH T > FHE-EE2E  WARZEEHREE
BEEHE R —M L EIAK > AR —E4E KRN T > FHULMERERR

552 HEVEHE)
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RAM/IMRAERRE - (E# RIAK2 -

JAK3 & i {38 /> 3 2 (IL)-2 2 4 2 {5 9% M 12 [H B 5 % o e
FIlERMEH -

H— K > TYK2# B F B IAK24H & fE F DL {F 88 2 41 B i = (34
ZOIL-12 2 IL-23) Z {555 -

T AN IAKE ~ EFET EZEWE > £ F/DNEFIAKE
BB T 2 B—F O 6K - JAKTE R 5 B/ B R 3 & E #3008 R
MENERAGEKRESES > BORAEmAERRELHIAKL Z 64/ (E
BEEMEER MmN AEMamEE R =18 > JAKR2BZ fEE 12
REMPEPBRHEN - EZIJAK3 2 NEEEBEN S H R EH =
(SCID)%* 3 2 {H -~ B 75 I R yZE &k A (Verstovsek, 2009) o

WM T 2 JTAKAN G B 8RR E - FRSEEF MG o] BLEIE AR
SEAE D ~ BRI - 0 e i Bk KON AR AT AT B~ AL &
T E K MERE & & = (Dolgin, 2011) -

PRI > B 3% R 43 M JAKH &1 1 8 B A3 2 B9 DA OH B /IME 3% F Bl E
)% o

WOR B AL Ry 2 MR AR RS o H A B R M B B R B R R
Ry ix BEHT o BBEUR LRSI R (RA) B8 MERA BB (L RIA - HAE B &R
it BRRBERE - EZRERAKIEER - H OB R PRI D) A8
CHEIMEBENEEMEBERKFEIUENTERSEGHEN - B > RAK
EZ B IEE R REERIN HIESEELIHEH LR EE A E4
EERE BMERGERZBEEEELDN RAZESHFRACHEAGHE

N &J0.8% 2 bk N IR ) B s AL & -4 B 22 & - (Smolen & Steiner,

5 3 HEHEHE)
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2003) (O'Dell, 2004) - JAK1Z 2 > % 18 40 fL 8 2R KO & < B A (5 57 i
B P EWHEPERRER ZE—FBHERE R8T # b JAKH

wIEINLACLE - Rt > & T BRBOE - %R K EERERE TSRk
AEHPEM LGP ER > BEHRRMERE R - 25 MR
IREIE - BV EREWRE R - BRE R - By - 18 M 0H 2= M R
(COPD) ~ 4H&R @ 4L ~ BHAMERERX - BEX - FRXUEBEER
(B40 - 52 & B A (Crohn's disease) ~ MGG R) ~ BiH - BEY
e RN > R LR - MRS R c BEMEFERX - FD
FERF MR R K %3 ML AE - (Kopf, Bachmann F Marsland, 2010)

A R Rl R B L RIR o P R R A I R 58 4 B R (R JEK
SHABPANBEREEES L B TNFo) Z B R0A B Y %7 /2 B R
o R RER B R R EEN PR o REREHEMIT
BN &S RS - R AIHI A ZEY v E RS KB o (ZenzZE A, 2005)
RN BB SR 0 KW AT B IMLRER - EARAHT K
B2 ANFHI0%E30%IRER 4 KRR R - (CHMP), 2004511 H
ISE)HNHEUERBEBEMNE » THEERER ZHE - &I CRHM
il JAK H] B 50 A Kz 8 1498 0 2 B ) 28 3 (Punwani®E A, 2012) o

# R MRS EFER(BD) B &ERS K /NG 2 2 R W W 2 8 - IBDZ +
M B gk B W KBS S R - i > B8k & A& K4 B B
(GWAS)I FE 35 35 - THH AT & O Bs Bz B W5 BE 18 (TCPTP) & & #& I GWAS
B 1Y R PR~ R R R M B B 3R R e R R IR IR 2 B TR A BRI 2
JAK/STATR £ EH F 2B - (Zikherman f; Weiss, 2011) H L
111 JAK B& 7€ 1] $2 i 5 B IBD 2 J5 7% ©

5 4 HEVESHE)
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JAKZFFER BECEZARBIIR T T - BFE 58 4 MR IE
(O'Sullivan ~ Liongue ~ Lewis + Stephenson & Ward, 2007) » H b 2 &
B TAK2H 2 22 88 o I RIJAK (F5 € 5 Z JAK2) 2 1 i &l 7Kk =] | 74
RN AEMERIE 2 VB - B JAKZIE - 52 5 ZJAKL ~ JAK2 K
JAK3 » EFEEMERRB > FE8 20w (W@ - =& %A A
(O'Sullivan + Liongue + Lewis ~ Stephenson & Ward, 2007) (XiangZ A ,
2008) k7 & Mtk 2 BEAHAE M B % (Mullighan, 2009)) ~ 57 & THH AL E
#E (Zhang, 1996)=0E #EFE R » {120+ = 7 /& AL A 8 (Constantinescu -
Girardot & Pecquet, 2007) - #f % §§ % (Tam - McGlynn - Traynor -
Mukherjee - Bartlett &z Edwards, 2007) % ¥ % (BerishajZ A, 2007) o [t
FERETRIAK (52 S 2 TAKL) 2 4000 i 718 0] 45 12 i (3 s & E A
FERE > Bl F = FRALNE - AIAIARE - BEIEE) 2 aE TR AN
% o

4N o RETE 2 K% (Castleman's disease) ~ &M F B - /N
BRSO 4 MRS BRBE B 3R - 4F B2 R RO 78 IX A 8 (Kaposi's sarcoma) HJ

febF R i RIL-6 2 p b id % - Z MM E < A VEFEMR TN
JAK-STAT(Z 9% 8 2 4 2 (Naka - Nishimoto & Kishimoto, 2002) o [ 4%
RBURIAK Z S HIE IR o] A5 Z H R 2 BB R AR A -

Rt BJAK Z 5& D& B 2 (bRt AR RS 28 L
ST G A0 B R R L < T R e

BEHUTL2EE EYEBENGEHE(5-[4-01,1- — fl & & -5
U -4k B ORR )-SR ER]-[1,2,4] = M [1,5-a] o e -2- B -ER (b & 1) -

55 HEHESHE)
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TE R JAK Z A H DU R /B R # R W - BHRBERER
AVERE - BEUE - BHEET - BREKFELZBE ZRRF - R
WOE B R/ EERILOE B R 2 b B B MR L RR R P e &
AN ZJeRTHEE 2 WO02010/149769 (Menet, 2010)5 » "~ 3L LB & V) an
ZREE? - 2EFTW02010/1497690 2 BRI R E /ER NS
B Be?BEE A0t HEEERAEFENSRIER
N SLHE °

SHEEYEEYE (B0 (B R )EEY) (pharmaceutical) ~ 2 5
(medicine) K g VR > HEE W BEY (dug) L ERZFERELZE A
MIEESERARERWEMNA ZEREY " A el M s0E MR
FE o HERTZIFM T » AW a] P EEY oK 275 AR EAERER -

B REERE - B i LUE & 0B K & B S BB E P F I E
B o BSMEFELTRITHNRERIEERNE G REYRE B LE - B
T BFRNHEMBOERY) - THZENE " TR, Y K
TEYBNERNE - A1 > ARXRFAGETAERLSE -

WY 2R A 2 S BB K - B M HE B
Mz BE(BI40 > 2 EE ~ B dE o~ BB SR ML I B (B A0 > B~ mmihE T
D)ZFALLLEAEEY) 28 - Fris i {8 Bh iy H il 75 U i

BAEREEMEBFEMAFRK BRI BEAEY A - Lipinsky
1 6 EHEFHAHAD)

O

v

(C241549PBX20220329C docx

110136599 FEHESE A0202 1113081375-0



1792593 11103 H29H FigfEiE

% A (Lipinski + Lombardo + Dominy F Feeney, 2001)#& {f T /K 75 iR g
50 pg/mLZEAN -

FUERETHZBIPAE - HBEZNAEHRGT - BEE
BAE &R E NG E R ERP - HEEENIUME EZELER A
SHEpHN 2 KERBRE S48 E  BREEEAGELEREME®
(Handbook of Pharmaceutical Salts : Properties, Selection and Use,
Stahl, P.H. }» Wermuth, C.G.4% Wiley-VCH, Weinheim, Germany,
2002) «

SR E N EY cEaNE > AIFERAEMAKEUNENESFLE
REJPRE - ZZEARPR 2 THESRATTENATEFEESE - &
HAVE et RO ARG 2 HE RREEFARTEHE - BEE

MDA PRER - MR 2SR P R M FE EEEHA
arff AiEE Ky — 2 B2 EE FEHNEEERE - R 1F
FoRRET > Y ERERR T HMYE KR LN H 2 2R
A mE o R - R ER A ME R AR o R R
GRmPRERITEAENRIFEREPRZES  fIOMEERZEEEERTH
RV SAEELESNERNEESEE 2 A ERNIEEPELE - 5
Sho GEERIPRRZ EEE ISR HEE R RESRAEE SR - B
BT > PAEAHNAREE 28R ] B8R E 2 IE &P
[ BEAH L - 52k B 4K B4 8 FAYEZ R B0 LR BB R IS 2 &5 & A R
BGPEH o & SEEY) L T IEI T AT ELRN S BEYES] - {0
FoRET  EREPRZVELCEREN - AR TR R 2
FEmPPRERER -

H
K
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R
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il

% Y EYFTERENERE TS ESSEBER
A  HEAZEZXAEREALAEHRFHEBIPERREZRMEER -
I A FEESE K/EUE R IEE P MR 2 & & & (Hilfiker -
Blatter } von Raumer, 2006) o

AL AEH HERM RASGHA B X BEARZEEY
HbzZR Pk R UV EAMEFEESNSE > HHBURSEH 2@
Z FEEEEe /SRR BB I EEEMTY R  FEEZHER
Y ERENEREEE -

[EHNE]

REHGEPBE N a2 HHBRE SR - HBERRE:
F/ECTEPG 2R Im N - BEREER - WAMER - BEIE - BHEFE
fr~ B RFREZIRE R/ E L FER - e RMERF P K /EE
IL6EC TR L DM BEZMHBAZER - RJFEMES » AFH LB TE
JAK » HEREM S JAKIAAIGIE] - KEHTREELILESD - 5
HEEE 2 BB SR A RAE h 1 BRSO 2 B AR E IR S /B TR BT
FRIFM - BEREER  MAEMER BEUE - BEBET - B R
B IRAR IR R/ R 2 R~ e RMEEUE B K /ECELIL6EE TiB =
Z oy B 2 MR R 2 RIREY 7 A

AL fE—EEEF » AFHRERERLTAHOZEEY ZB(T X
VINGEZYE R =k /A

_f
_f

% 8 H(EHIEE)
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AL - fE— &R T > AFHFEEUTAO (s ZE(T X
a2 B EEPl)

)

<

\ N~/>—NH

o B {5 i B R P K -

EARFH S —EET  AFH LB AEERRBERPREZUES
PILHCL3H Ol &EY) > EAFERPEEVEREUL TULEF Z(E—
BRE D E L LR XPTGRGEHIERE - 7384 -88~10.7~12.0-
122~ 132~ 13.7 ~ 145+ 163 ~ 16.7 ~ 17. 6 ~ 19.3 ~ 20.2 ~ 20.6 -
21.0 ~ 21.4 ~ 21.8 ~ 228~ 23.4~23.9 245252257259~
26.4~27.2+27.7~283+28.6289+292>29.67k32.7°20+0.2°
26 ¢

59 H(EHEHE)
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EAZEH L —RHERGET > AW IMEHREN R R
WERENRERE  HuUELARBR I REY 2R E - &
Mo RSy R ERE A Bt AT &MY - Y HEEFHESE

®

fE—FrE R T - R BEA ST 2 B8 DU R T K/ B0E 5 3 3R IR
L HERERR WAL RRF - BEUE - BHEET - B RWE R
LA R ECHIR 2R~ e RIVEECE B R/ BCERIL 6B T 1B 2/ 2 3 kb
i 2 AH B I 2 R0 -

fErm—EET > AXHEREEEcY > HEaARH LB X
SEEEELH] c MIP BB - R ERET > BEHESY I BINE
SHEANEANZH B EM e EERT - £ FFEEE
T B —aRIEME R T BAREREFERIFE N - BERREERRF - EAE
MR - BBUE - BEET - ZRRFRE B K/EBE 2%
A~ e RMEE B R/ BB IL6 B 1B 28 2 73 U0 28 25 AH R Ik 2 P 0 HY
[ o
B BHAR AL T s LB RE Y RIBHR T AL AKEH
AR R Ay R RS AR B A R Y e

AR Z S —REET - KREHEMR S 2EH A S
Al MERM T Z—F ZWAEY - FES I ANBEB & > ACAT
FIZIR AP ES L BBERFN - BRRERRK - HEMERERF - B8
iE > BAEPETF ~ B RF R 2 BAE R/ B 2 RIE - e R MR
By 2 R /B ERILO B F B 2R 2 o ib i 2 HHEA M 2 =i - Z A B &R H
HE ZMA ST 2 S 88l GV s AR F I 28] -

A

)
T

%W
/

H

I
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AW EHEEACY  HOsARFH B REEEEHRZ
YR AR PR B o R ERET - BEHSYIR
AR TR R /BEF# XA - HRBERR - BAMEER - B
iE > BAEPETF ~ B RF R 2 BAE R/ B 2 RIE - e R MR
By 7 Ko /B BRILO B 4B R & oy ol 8 25 M BR Bt 2 R0
AR > A HEMERA A B R G R ZAREG KT
ERABEERAZH L8 TR -
AN IR TH B0 & =5 R B 1R hE 5 R BRI B AL A E AR R (B

i

MER AR - A SEEH 2 B AT SE R DUE A A E Y -
(ERNGESTEED

& 12~ {E &Y 11 2 XRPDEE A [E -

B 28 b &Y 13 2 XRPDEE A [E -

&3 L&Y 1A 4 2 XRPDEE S E -

& 45~ L &%) 1. HCl Z XRPD%: 5 [&] -

586 1< (b &4 1.HC1.3H,0 2 XRPD&E &[] -

6 58 1< (£ &4 1.HCL.3H,0 DVS43# -

& 78~ {E &%) 1. HCL.3H,0 2 DSCRiég -

85 1< (L &4 1.HCl.MeOH > XRPD%& ¢ [ -

B 9% < (b &4 1.HCL.1.5HCO,H . XRPD&E 5 [ -

& 105 ~AE & H & 145 2 2 12 (L &Y 1 LU B i = LHCL3H, 083
PR LR -

& 118 B &1 HCL3H0 & fS & 1 -
[t =]

%11 HEYESRHS)
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E &

LT EmMEA T YMER I EE HEANHEBEARHE 2
IW-SEEN

S AR > HAlufba?  aAZFttac88d
eV RERZFEEY REEDZTTE  RIERINEH > GRILUT i
rga AR E AU T ESE - JEHE > EALACTHILE  TYERZ
o 2R —F & AUE IR > B &5 E & E R % F &
ZER oy BLFEAE HAN N ST L EEE A o FRIESSANBR AL o & Al RE T &K
WAy BOT A& ESR - EE—FHE > flusE " FE (group &
radical) g 1£ A SCH i A B 5 & o] G HY -

e T —(akan)y AIAEAR S AR FE e s < — = — (& 2Lk
REP 2 /D — ) EH & - B2 > TR0 . B — Y
— & 2L R -

PRSI B R F R R F & WA SR R A 2 = (D .2 Ak
BVt EY )28 > ZRMAE LT AT EERESE gz 2
MEER GO KeY)) Rz FEEE Ea gz 2B ERGY) -

TR b uI 2, EEH B S BUR SO B 2 85 B PR B PR 3=
B 2 1Y B 2K AR FE R AR AL BT i EL A > BOYER R E Y 0 HE

525 L ANFHAY < B %2 81 (U.S. Pharmacopoeia) 5 HL Aill — i 23 57 %% i

_E_.

TR A LA BT M fhfE LR SR Y W — R T R
Bl VR T B S -
CIEBI G g s R R AR5 R E BB B S 2 (LS

512 HEYERHAS)
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I - IWYHG S EES B BRAEREEK  2F - ZBEH
PUBH o« K0 2 B a] flal DLss &P R 8 H o ARIEEOKE - I8
GHERGYEEEES Fa 2 2R EY  SBUKEY > HiE—
THEELCETEAB YR LEHERBISYME - EFHEEMN
T BRI EYEHA EE  PINAE — R EIBE o1 A S E R 2 &
R - TAREY , MEBEBRRMERT AR GYWE - RRMEE
BleYaEKaey - 2BV RHEBELY -

TERS . BEAM B TAB,TEE, K THEEB AL
FEl A EA -

THME B E FE RS DL R A EE IR 2 DUE R
WLZOABENAZHENE - T ARE, THLbLEY - BEREHE
ERERGFAFEZEARBZFER  BEFMEL -

" FH i (preventing B prevention) 5 {4 f5 Jik /)N 58 27 B FE f& PR A BOR
iE < B B (8 B fE =R 2 BR PR E R & 2 2 /0 — & 7S 11 7] B IR B 1A BUR
B BCAE TR IR S 2Rl B Bz iR Z MR N EE) -

fir & T TEP; (prophylaxis) g 81 T ¥ [j (prevention) y M EH > H (%45
H /Y B THE T IR )6 98 BOE MR IR 2 $8 T 502 Fe o FH G MEHE i < FE TR )
ME B o] B R A B (e BR R R (40 R RS Bl M i e 7 ofm A iE JEL f
TZERBEHRAE T FEME - R AL I EERE R 7 M B E =
Z B s Ay & B AT BB R SRR E

£ — {8 & 5 1 > T 0B R (treating B treatment) 5 £ 7 5 97 BCIK iE
1% F5 o0 = 2 9 B0 E (U8 BI 38 2 97 1% 0 B /D H 2 /D — il BE PR FE IR 2
RE - CBEXBEREE) 5 —FRAF "8 K (treating 5

NN

5

5 13 HEYEHS)
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treatment) 3y HIERZBE VD — @R TR EBBIZ GBS - £ —
B ) § o T IB B (treating B treatment) y {545 £ & #& b (5 40 {5 17 B 51
ZAEMRTRE) ~ A E (B0 {E 5 88 2 8Os B ) B/ W & F 38 B R R B¢
WAE © FE 55 — B Bl § - T )5 (treating B treatment) | 4 A 52 ik 4% 7=
R

WMASCHT R - lasE THRER GREULTIHRI 28 > GFEER
MR R - BRI X - BOERBMEREIR - TR - TR

B 3%~ B UM RE R (BB O~ & 3%) ~ 18 M FH 22 4 Bifi 9% (COPD)

% X MRS E R (B e 2 B - H R R (Whipple) ~ 18 M08 5 1
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BETEP 2 IR L & X A ST Ay A S0 2 B — N R g &
Yy oo AE—FrEE MG T > BLIL6 73 Jh 8 25 AH BA Mk 2 =9 (R B8 B 1 3
SRIF - ZRMEEE - T RRERARE /BT /NS &
MERERIE B %

E—EERA T - AFHERAZH ZENE S AT 28
REMHSY > HAEARTHE R/ECEHFEE B R 7 LE 2 HE K2R
e i~ EERM T > BT ERMBLIHEER ZRFEGREEESS
MR R B RIS B MR ARIE O ~ JRIBIEE R~ ALK ~ RS RE R BE -
A 57 i R AR LR 1 B i 3k

E—EERA T - AFHERAZH ZENE S AT 28
M oY TN R/ ECOE R BT B R oy 8 2 A B I 2 PR 9 HY
w e E—REERM T > M ERMBIHEER ERAGEEES
MR R B RIS B MR ARIE O ~ JRIBIEE R~ ALK ~ RS RE R BE -
A 57 i R AR LR 1 B i 3k

R —EHA T AFHEMRAZH ZENE & AT 28
SEHGY  HANRBEETED K/EOEE B8 E 7700 B % B B

.
™
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BRI EEERE] o fE—RF EE RO T > BB R L8 2 A B 2 IR

HHEES 2SR A MIRERE - BEMEE X ~ KILX - K18
HIRE B ~ A RO S B EURMERBR 8T 3R -
LB REIR ZBISN AT - AR K /BOEFE BB B+

BETLBZER CERNEABY L ZE LT EEa’ER
BOAR BTG 2R & 2 A ST A AR 2 ER 2 B B — B0 % B B 4
eV - E—REERMT c MTEBEDMBZHEER ERGES 2
SR E AP ARERE  RBEMEE R - ALK - RS E R ORE
B TR EURMERIET R -

KEHFEZ—FRENELBERBEZERFNI - BRREE
o WAEMER - BEUE - BHEBET  BREWEFRE 2B R/EE
BRI~ e R MR P R /BB IL6 B 18 R 2 70 b iR 2 AH B B 2
B HY 8 38 1 BL A S B 2 AN IR 2 B R 48 18 DAL (I8 B B8 1A 3 (KK i 220 52
AR B 4% RS sz R R L AR AV B R B

ERIHFSEERN > BREFERBELY] mgE 4500 mgAREEH 2
o HPRESEZSRMELII0 mgE 4300 mg » HRE S Z&J25 mge
%9250 mg > A A EB10 mg -~ 20 mg -~ 25 mg * 50 mg -~ 75 mg * 100
mg ~ 150 mg + 200 mg * 250 mg=;300 mg

ERFEAAL0.1 mg/kg/he £/010 me/kg/h#EN - FrAEFE
&1 hZE%120 hH L H 24 hZE96 h o JRA[ K ELZ0.1 mg/kgZE 4910
mg/kgE( % THE(BEE DL EN T DR ENEES & - BI040 kg2 80 kg
ANEERE  mAREREHEHABBYIAT/ K -

HPEIRET B0 BALMERY 2T /B » BFE T

Vi

iz

545 HEYEHS)
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LR AL 2% H B0 5 o TR G 48 T &5 8 g B8 3 (08 AR R i <2 1 T & B
- -MEOGKENS  BR-E2NRA2HRFLEE > LHEX—=
=RAEZDHFEGEE > BEEBR-EMRNAE2D)HRFEEEE > HEREE
BR-RMMAEGERRRELTE  HEBHRNFAFEREREDN
aeyy) > P L 4E AR = —H =R BHE-RXE—R—RBRE
MHIxE -BHESZ > EHBBIZAR  ERESZIIEIOR >
EEERESZIZTR  HERESZ183K -

EREFGEEN  BFREFERMY] mgE Y500 mg AT 2
c R G S EMI0 mgEL300 mg > BERFES L8425 mg=E

#9250 mg > H U H &10 mg ~ 20 mg ~ 25 mg ~ 50 mg ~ 75 mg ~ 100

——

&0l

allg

H

A
Vi

E
mﬁim

mg ~ 150 mg + 200 mg * 250 mg=;300 mg
BEEK A EDREEAEREINGENELNME S EME
RO ENMESE -
ERNTEVIR N < #FER > KEH B RKETELABEZ EZERK
B N LA R s FIE LBl E N R RZIR N BT EE - &
PREEFERMZEIFNEZTEEEEEAZRN L RIERR 2K
ZEEH > NCHEMEEMNGEEmEEN S LES N REZIR N Z

%/%\% °
A0 2 B AT R BB U 1 T o B B L ] B A s R R (B R
HAMHRBHECCEREE HENEHZEcRBZE HANZFHLH

B8 &H = B o AL —HRpE B HE B o -k a B A (B R DL ) ] e
AT RS RS M E - ML REER A ElfEM -
HE—EERA T > AEH BNE e AR H BB EHSY

5 46 HEYEHS)
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R
B 5

a
5
Jg
‘E—Er
@F

EERAIT  ZBEHEHASY R E S —EN

d\

e — {8 E i 1 o AN S PR 2 B B R R A R /BT O R R
IR 55— /e B L1 Bl - H 7 SEEAL 5 (B A FR 7Y %2 ¥ 5 671 1 (191 20
B MR IS S )~ Rz B KR [E B (B 40 - % JE BE (prednisolone) B¢ ] ZE OK £
(dexamethasone)) ~ BRBEER R - ERfEE A ~ fih 52 5 5] (tacrolimus) ~ fi#f fip
B% 1% Uk 2 BS (mycophenolate mofetil) ~ 3% Z& 2% A (muromonab)-CD3
(OKT3 - {4 %1 Orthocolone®) ~ ATG -~ [ 5] UC #f (aspirin) ~ /i B 7
A ~ 4178 2 (ibuprofen) ~ 253 4 (naproxen) K¢ 0L 28 & Bf (piroxicam) e

FE— {8 B 5t 5 o - S HE 2 BB R Y DA IR R /B TR B R B 3k (B 40
FR R MEBR B SROMY 55 — AR A L1 B R E E R EHE (B AR ERE
B~ JEFEEE 0N R #8(NSAIDS) ~ HiE R - &l DMARDS (#40({H A
PR 52 ) B B R % (methotrexate) ~ 2 & oK %7 (Ieflunomide) ~ 1 £ b B Pt
WE ~ < 3 25 (auranofin) ~ <& Wi 48 R BE 75 B £ (penicillamine) ~ &
£ KERZE - WMIER - 555 & T (tofacitinib) ~ B i & T
(baricitinib) ~ &t %5 JE (fostamatinib) & 387 £ ) & 4 ¥ DMARDS (#fl40
({B-F PR 7Y )L A B 4 (infliximab) ~ (&7 75 & (etanercept) ~ [ 2 AN 5
fii(adalimumab) ~ FI] ¥ & B P (rituximab) & i E2 75 ¥ (abatacept)) ©

£ — I 5 e ) o - A S% HR 2 B B 0 0B IR R/ B TR 5 0 AR R R O
N —BREILEE > FREEROHEUEARKL) © HREIER ~ g
B ~ [ £ 7] 8 3& (adriamycin) ~ 3 S a2 - 2K @ & (bleomycin) ~ I3
i B~ S-% PR WE BE - K P JF R 12 B2 (paclitaxel) ~ % I & 12 B2
(docetaxel) ~ & & ¥7 i (vincristine) ~ & 7 fi§ (vinblastine) - & & ¥ &

547 HEYEHAS)
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(vinorelbine) » /N4 & (doxorubicin) ~ fif, £ £ 2 (tamoxifen) ~ FLES [ 35
(toremifene) ~ £ B& H i 22 Fd ~ [ 7R i Mk (anastrozole) ~ X & ¥ #£
(goserelin) ~ $if HER2 B #k #1 #& ( #1 40 Herceptin™) ~ | 55 fth /&
(capecitabine) ~ & 54 & M (raloxifene) B8 f% B8 - EGFRI & &l (140
Iressa® ~ Tarceva™ ~ Erbitux™) « VEGF ] & 7] ({1 40 Avastin™) ~ & [
Mt /S 011 1 25 (91 40 Velcade™) ~ Glivee® K hsp QO] & &l (H140117-AAG) -
A RBARTZ AR 2@ K FEAE R > ZEREERE
(EARPOI G R A Filr - £ —FE 0 d - 5 4 MR E G5
HEE - Bl AN ERECEMmE -

1 — B & b ) R AR 2 BB R Y A R/ ECTR T B B R R
RHI S — R E LG R EERBFEWE AR - e EME - 4
A A = 00 RR] (f 4n EE 0s R L) ~ e BRI (120 | R R ) ~ o2
B AR - IH 2808 > R HANE)  BUASEHY (B0 - BB RS ~ bR
IS K SR AR ) I EMMARWUNEEERJEE#RE - G H
R C -~ WA R KOE B R (mithramyein)) ~ FUAG (F140 > 71 CD20 »
$1CD255#1CD3 (OTK3)E #: i 8 « Atgam® & Thymoglobuline®) - &
& ~ e ]~ & H#E 3R (P4 & 5 5] (sirolimus)) ~ + 1B E (] 10 IFN-
B) ~ INF&&E L (B4 » A EEH - R E M ZREH) - &
By RS ES ~ 25 % 5L/ (fingolimod) B % BR #4 & & (myriocin) ©

1 — B & bt ) R AN EEER 2 B B R Y DA R /B TR M HE R EY
T AR AL B R E SR AL RS ((H AR FY) ¢ 85 5 o 4% bl % i 401 )
B (B 40 3R i & B Al 0 B E] (FKS06)) ~ mTORS A& (41 40 - pH 28 5=
B o~ RUEBEE]) - Pr A (B 0 BRI - B EE) - K E M E

I
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(B4 > e ~ | baTiiR) ~ il (BIaEARIIIL-2ReZ B - B
M B §i (basiliximab) ~ % F| £k BE 41 (daclizumab)) ~ Z PR HT T RE i A
(40 47t B R H BE BK & B (ATG) ~ PUMEMEERE B (ALG)) -

FE— {6 & B 5 o o A S BH 2 B B R Y 08 R R/ B TR B I i B /B S
% F /B COPDHY 55 — /g Al L e Bl » R @ SERIEE(E AR © B2-F
ERREZE (e (F 40 - 70T B EE (salbutamol) ~ 72 g /0 T B B
(levalbuterol) ~ $5 4 ftf #& (terbutaline) & bb #6455 28 (bitolterol)) ~ & | Bg
= (B A BCHE B ) ~ H 0B w05 MR B (B 20 2 N 36 R #% (ipratropium
bromide)) ~ i f7 BB R (KL OTBCH A) » R AP2-(e BOA (B0 - b =%
ZE (salmeterol) ~ 1& 5L %7 2 (formoterol) ~ JI 41 f ZE (bambuterol) Jz JiE F
RO T HEEE) s MABBERBRRGCREREBER ZHEG W - #EF
KA (fluticasone)/ /b =7 &E ~ A # 22 {8 (budesonide)/ 1B E 4548 ) ~ B =
Vs 15 BB B & gl ) BT (BT 40 0 o B B RF (montelukast) ~ & F fr
(zafirlukast) f 7% 8 i (zileuton)) Z &4H & ~ Jr e B Z IS B (H140 - &
H B B8 K 25 (ketotifen)) ~ TgERZ Jige 2 A= ) 58 & 2] (B 40 BL & BR B 1
(omalizumab)) ~ §t &H &k Bz (B 20 - P4 & #] B (ceterizine) ~ 3= Ff £
(cinnarizine) ~ JEZ 75 I i€ (fexofenadine)) fe i & J 48 A1 (HI 20 > <& HH g
# (oxymethazoline) - 2§ & ™ Uk (xylomethazoline) - 2§ HH Mk ff
(nafazoline) % il B M Uk (tramazoline)) °

S AREFHH 2 BT By K /ECCOPD 2 B A4 &1l - b
BRAAFARANAR RS RAEH ~ T/ T BB SR A fth AR (1715
SUELGUIE i B E MR (P RN TG s)E &) - = 5 M R (K O 50
RN - BlaniEets ~ ek - HETE ~ #ERIRRE A TER)
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REARA D T R B - JERF R MEBIERCE] ~ JF G ECR AE(HW 0 B E AR
Z - Efhpk(isoetharine) ~ ENE IR R - MR ENE LIREE) - HilE
s R E MR AV ECE B o W0 E R ##% (glycopyrrolate) ~ [ 3% i
(atropine) ~ RN fh#x) - HA=IEK (GRilig - AW - T~ FE X B
(bamiphylline)) ~ EH L RE &R F H 2 W A BB (F1 20 - 2 & Bt
(isoflurane) + %)% (halothane) - 27 4 fi (enflurane)) ~ %} fiil (ketamine)
Jo 7 IR ) B B 5

1 — BB b R AR 2 BB R Y A R /ECTR 3% R MRS A
IR (IBD)HY 55 — A A 4L i Bl » R E 82 I B 7B ((HARFY) © B8 2B
R (PIaEE ~ A mfE) - ERERSE - RESEEE (P10 - HRE
IR~ K&K R~ M0 & b B MEBE - 3% 0D fIL R (mesalazine) ~ B M I
12 ~ - AE REBHEZ)REYERUE - BEHEGE (EA & E
i PEEAKEG - FIZ2EERRMENE) -

E—EE G S AL 2 BB AN % K /ECTE SLERY 55 —
AR > FFESEBAFEE AR - AEEEKIUE (A EH
(belimumab) (Benlysta)) ; %% X B PLE & 229 (DMARD) » 25401
P 5 (B0 - b B RS B EE (plaquenil) ~ FRAREEE) o0 R HIT A A (1
W FH O N R M MR NSRS ) B G R M R BB I 0 R R I BE ) K A
A c BN JEHEEREHXRE B R BB (MW ARENSAS
(dextropropoxyphene) & # & 5] 7 BF (co-codamol)) ~ #7415 / &L &l ({5
0 > E AT E - | E - EHERE E (MS Contin) = 3 /) il (methadone)) K
53 K JE (fentanyl) % 3 5 (duragesic) & fZ A /7 e

1E— {8 bt ) R o A SE R 2 B B R Y R R /TR G A K B Y 55

50 HEETERIAS)
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—EEE LI E o FFEERAE(EARK) - B EE - 580 E
K~ WORE - SAMEHRZEMILE RE - B =/ (dithranol) (A=
By (anthralin)) ~ ¥ & B ¥ fF % ¥ oK FA (desoximetasone)
(Topicort™) ~ & P4 = f& (fluocinonide) ~ A D3P (FI40 - $5°8
= [ (calcipotriol)) ~ EE;& FFEL L (argan oil) i A 17 = 2K (retinoid) (f{
B 5 5 (etretinate) ~ ] #H )T (acitretin) ~ fth L 28 )T (tazarotene)) ; & 5 M-
AR EOHEEK BT HAEER - MREEK - KRERK
(hydroxyurea) ~ Ml S st e PR B ~ B B IS Wk L Fig ~ BROMEPERDS -~ fif 5e BL
3o T M B R AEY BE - 5E 40 Amevive™ -~ Enbrel™ -
Humira™ -~ Remicade™ - Raptiva™ (B /5§ %% B §{ (ustekinumab) (IL-12
FIL-23[HERE]) - 5540 - AU 2 8 o] B H A A H &1 B - 32 R
AR EREDOCEBAE RGO EE R K RIEA
Yt B ¥ £ (psoralen and ultraviolet A phototherapy » PUVA)) o

FE— (8 B B 1 - SR 2 BB Y B R R /B TH 5 A BOME R e
WY 55— e A L1 B > e 2B RS (BN R L) © DUaR &k (p140 - 74
FFE ~ K8 7158 (diphenhydramine) ~ 3E & 25 7P i€ (fexofenadine) ~ /£
Jig P4 & A 1% (levocetirizine)) ~ B fZ H B R (F140 - BRI ~ FAoR2
(betamethasone) ~ {& & K fA (beclomethasone) ~ #7 ZE K F4) ~ B F g
2 RmEiE =B (P AEFREREE SR - DU ) EE
K fi@ e 1 Al

WMAE AR A KBNS R > L REEEERE —aR T E
B oy 1) B MR A W R B AR DL E VBRI AR 5 2 - 6B W AE B
fiE DL b 22 3wl A B (E R EC ) P B G R B R BIE B B H B B &)

]
H

4

(]
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BEAAE IR R HY o BER AT AL A [F] 5H EC Y o HL AL [E] e fE S B e
LR ERERF

MEBEAIZLGY R AFH B ERULTER T AREREH
EotEe ZEm et B o IR - PRIES IR - & RIE 58
RIS ERERACRR > KIERE ~ R ~ KIEY ZEZHLEE - &
B~ BE DSBS o JRE(E A A BERE R o B FE BME R 1 BT S AT
TE R SEPBOE B 2 B 8% F R 0F 8] i #VE I TE B0 3 R R R & &
LK -

b o A FVE B0 B R R S R AT RE ok 7R E A R R AR K
IR EEREEEHIEMERIE - BEANFEBRE LB IRE
BL LR RS ORele B 4 PR v 2 28 2 /Y R 14 A BE TR 3527 o 24 A (Greene, T
W Wuts, P G M;, 1991) -

FNEEO R ERZIAZPH LB REEEMFEMEHLT
Fk e AFHZM MR EAREG UK INE AT EREHBYE &
an B 2 g e

bR I 55 SR AL - A5 AL AT s B39 By e G e BLOR &L — 25 /i (L B
IR ER - EEMERE TET Z EER T EmRATER o FRIES I
MIE o & AIETHE HAER T A OE R - AR B 60 (35-70 um)
FETEMRREN - ERHMELEM Y BF-2545E8 8 (0.25 mm/E)#ET
e
Advance 300 NMRY::E4 (300 MHz) FE2 8% 'H NMRYEEE - 1H NMRzE

ZALEAL R (8) LA B 5 PUH B Y B2 (8 0.00) B fE By NAR 2 18 & SR 8RB

f& M7 % o #£ Bruker DPX 400 NMR ¢ 3 % (400 MHz) 5 Bruker

5 52 HEYESHE)
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El & (JRBICHCL; (8 7.27)8Y H & 77 = (ppm)#H & - L E M LIEIE(s)
CHIE(d) ~ ZEHIiE() ~ PUEE(q) ~ A EE(quin) ~ % B (m) & T IE
(br)JP 046 Y - B ME 7 MSEE {F Waters 1> &5 LC/MS ¢ 38 % B fiE A B

Waters® & (£ H] 2531005 5% {5 #8 # ~ Waters Acquity H-Class UPLCJ#&

& - & ¢ Waters Acquity UPLC BEH C18 1.7 uym » 2.1 mm ID x

50 mm L ; Waters Acquity UPLC BEH C18 1.7 um > 2.1 mm ID x 30

mm L5 Waters Xterra MS 5 um C18 » 100 x 4.6 mm - F5 £ {f H

MeCN/H, 0% & (H,04 7 0.1% TFAB0.1% NH;)E MeOH/H, 0% & (H,0

EZ7H0.05% TFA) - {ff FiBiotage5| 3% &5 # 17 U I 24 o

xRl BEREOAZEREE ¢

RS EH ] EH
APMA 4-WE TR 2R B 17 EE (Fourier) AT S MYRE
— FT-IR .
app t HA 25 — Bl DA
ATP B -5'- — WL g N
AUC B4R T HEfE GVS EE LS
bd Bl h 7N
bs g B HPLC =B EAHENT
BSA B HEH HP-B-CD 2-FRNE-B-EENIE
bt H=EE HRP HAR A E LER
Cat. ELE IL N=E=
cDNA 2 H AR | ZEXIR Int HH Y
d =L kg i
DCM _EHE L N
Desc' d BRI LC-MS HHENT-E R
DLM ERlECskas B4l LPC 2 I ok HE B AE i
DMSO — FH AR, m % il
DSC TR ENE MeCN NG
DTT TR ERE MEK AL 2 BT
DVS EhRE R RI T MeOH R
EDTA Z W 2% mg 250
eq. 5= min St
Et,O 2T mL =7t
EtOAc 2 7 e mmol ZEHEH
EtOH g MMP AEEEETN
FBS i =xa 1D} MS Ms' d FEHLC-MSER B E
55 53 H(HHRAE)
(C241549PBX20220329C .docx
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kS EH ] EH
MW TTE QrtPCR E=H#EPCR
NA. NOES QTL 7E &= M ARE R
NBS N- BT fgonfz rel vol THERERE
nBuOH 1T RH HEDRE
NMR IR RNA AR
ONPG SRR -B-F AL Rt i e e R
Patt = s ==AES
PBF e I8 B 0 (T 12 FS A sept THIE
PBS Bl I B 4 (BT B K SS-NMR [EREAZ R R
PCR T alemRE e SDTA EEz=asivaxiis
Pd(PPhs)s ERC=2RERRD#5(0) t —HIE
Pd/C #/85% 10% TBME BT EHE R
Pda(dba)s | S(ZFKmiHENER) —$(0) TEA — K
PACladppf [1,1-EE(CoREME) i) — TFA —HLE
D) TGA ENREE T
PEG Y | ms et
ppm HEDR THF P04 Bk
XRPD W ARX-GT 4R 45T
q PUEIE
FII. B E
FEHHUPLCHI | 4R 73 M7 {4 FIMassLynx# f8 (£ EC 5 —imag ks vl (01 %5 FeMicromass ZQ
EALERME | Bk {E > Waters Acquity 245 _F#ETT o
ER A 3407 H BHEUEE 2L > Mettler TGA/SDTA 851e FUTEETGAZ L - {di
Ko 7 SHEHEREETTRERCE - BEES mgP30 megRFiLEEHE 2 FHiE
TGA EERHHE - B LA10°C/min HEREDE FE INZLE4007C » LAS0 mL/minfEAR i
HEFFERITE ©
e BRI ATk ES B5STARe v9.10 -
£5 [ HPLC > ﬁi%jﬁf’iﬁ{%% EEH%EE‘I%@E?{ [:/ar% %ﬁ%%ﬁ%@@ﬁiﬂiﬂ uj%zf‘lﬂ bé\fF?Z{B’sz
3y 8k g | ADAZ2] meml ZRORREGRIESIGAE - E R (R IRIHAPLC S5
i AR AR HETT o @Eﬁ TR ST B AR aﬁ%{ﬂéﬁa%%ﬁm%‘ﬁ@ T
R 7 FEAE [E] A B HS R 35 B AVIERE 3 2RI E
I B S B4R (5 A I SMS T E AR IEHIISMS DVS Intrinsic7K 53 DT
TIITEELS - FEDLE ISR B R B R4 AE25°C - FELZ RS
ROBAMIEHRE » SORENEA 5200 mL/min - MHENBEGEE LIRS
HTAE R 2 132 2R otroni R S H(ENREHIE £50.1% 22 100% RE)EH - FEHWE
GVS ;‘Efﬁ%ﬁ@%ﬂ: 0.005 mg)FF4E AR g% RHE (L EEEBL(EE5K
S mgH20 meR i EIRBEEG T BIETE AR 1 R siadiR &
{£40% RHE25°C (BAV=EARMR) TESE L ElEER oL » 117 STt
TT7K S I B4R QIR E A LB 2R EER) - 4£25°C TELL0.5 %4290 %
RH#[E L 10% RHRFRHETAESE LR -
@ 3¢ B8 sk | £ Leica DLM{R YRR £ A 8205 BREL 2 B0 R s S MR 22 AR i
(PLM) BB S EMENNIIEER L e TR BRI EREE &

(C241549PBX20220329C docx
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A REHN T BB AR 7 - DUBEE O Rl 2 MR taas 2 B fmot et
i e

Perkin Elmer DSC 7 -

ZEATC AU > JEVEE ¢ 10°C/ming20°C /min » &iE  -50°C 22250 >
1%

TEBCHE A 340 H BT 75 2 Mettler DSC 823e_FUTEEDSCE R o i FH 4K
EZHARERG ZREEORE o @E > LL10C/minH25°C 22300°C INZAE
LI 205 mg®3 mg& AL o LAS0 mL/mindE 5 fn R 4R E A
i

R et H SR TS K STARe v9.10 ©

ERH&IE B Smart Durasampl IR Jff {2 H fHOmnicH#i a2 Nicolet Avatar
FT-IRSEaEEE FUREE -

HRHEAS mmf{E B = HREEH(EE400.12 MHz T ¥E 11 {F)~Z Varian
Unity Inova 400 NMRYEEEIEEHR PCHEE « BrIELI Nt - ARG
NMR {BAEds-DMSOHF ELf - {H FHBruker DPX300 Y55 & (EHEHE75.46 MHz |~
IR IE 2 S H/ P CEREHIESEI B RITZEYC NMRYEEE - 2 £ds-DMSOH
FAEES0 mgP PR EM AR AL » (EA =11 2D1 > L7168 m -
{HH£100.56 MHz F ¥ C#EH EA6 mm (IMR)BEAFEEMAS) S~
Varian VNMRSYs5 0 8% P CERENMR G « E (AT WHEAMASTE
5 HPEEREEL30Y » BISEAEIZY HEmEE R E 68
kHz o JEaB S4BT A0S I B BV e 2 AME R b > E 538 8 5 SR
2 SRR R E F38.5 ppm#EEST o BEMIEZE R B ERERIDAE (8257C)
T - BRaiEEE AT -

PSD{% s F Sympatec s 51 45y HELOS/BF fil fR & 25 I & » xR es L8 H &
25 T LA25 mm/s 2 & B E T /EAYRODOS/ASPIROS #7543 BY BE 7T » R
0.1/0.18 pm%E35 pmEAR3 0.5/0.9 umZE 175 pmiB$E > 42 H L lE - B
B 1ms> 02% -

Bruker D2 Phaser

FBruker AXS D2%ifH#E E » (HAHCu KEEST(B0 kV » 10 mA) ~ 0-64&{a]
AR > {# FHLynxeye{s HI 25 T 2\5-42 20U S X-5F 4 REEHTIE] -

FH AR 22 2 # B2 2 DIFFRAC. SUITE A ¢ FiDiffrac Plus EVA v 13.0.0.2
ST R 2B -

EPRLE

FOFE 55542020 5 1 0.012020 5 UgEERERT ¢ 2 ER0.15FD o
s

FERREERIE S T 12 AR (R A RPN AR BRI (R (4 T R ME
R o R EN mg A2 mgl nEKES B LAY 8] E DUES-FIEERR -

AR B SR BE

Ol HELEEYI]

1.1,  #EEI

1.1.1. 4-[4-(4,4,5,5- V9 EH Z-[1,3,2] — & §ff of-2- E)- F 5H EZ]- b7 UE B -

55 HEETERIAS)

DSC

FT-IR

SS-NMR

fir A€ 57 Aff
(PSD) & &1 &2
5

XRPD

(C241549PBX20220329C docx
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1- =&Y

9/& H 9] P/&
B
\/©/ ° [N O//g/\‘ \/©/ B\O
Br +
N
0] 0]

TEN, T 5 2-(4-08 B BL -2 BE)-4.4. 5 5- DU BL-[1,3,2] “SE T ek (1%
)% DIPEA (2% )AfEADCM/MeOH (5:1 viv)d > H ZF 55 5K 0 i g
B11-"EAYQEE) - =R N EEMEAERIC he ik - KIESR
Boe KB VEE - (L&Y M EtOAc R /K ZEHL - Y B /K % ik B &% i K
MgSO.HZE - AIRB KB R &% - A K-S A LAl s
Yy
1.1.2. iﬁ’ﬁ?fﬁﬁ@’ﬁ-)ﬁ-ﬂﬁ#lf%#ﬂ 5- al%%’Z =)-B

AN
X i = OEt ii) iii
O 2 A o Clme 2 Clmy
Br” "N~ "NH, B N NN O

Br Br o

1121 Z58FD) - 1-(6- 8- 0E-2-4%)-3- 2 & 5 - i iR

2815 min|q 2-f BL-6- R IHEEE (1) (253.8 g » 1.467 mol)JADCM (2.5
D2l Z2SCTHNERTZEREANINER S A RKAR(173.0 mL
1.467 mol) - fE& R EREYH R L= mQ0C)HE#FH16 h- [EEZ
PGB EER > ZEBITHEDEEWSE - AAHG < 600 mL)FE
R HE R USRI EEY) - Wilk o] A& E @ bz EERR T —
B o 'H (400 MHz, CDCl;3) § 12.03 (1H, br s), 8.81 (1H, d), 8.15 (1H, br
s), 7.60 (1H, t), 7.32 (1H, dd), 4.31 (2H, q), 1.35 (3H, t) -
1.1.2.2.  FEEFI) 0 5-00-[1,2,4] =MEFE[], 5-a] I 5F-2- BB

B ¥R B BB B8 (101.8 g > 1.465 mol)FAEtOH/MeOH (1:1 » 900 mL)
T2 RF R IRIIN N-— RN E L (1453 mL > 0.879 mol) » HAE==

56 HEETERHE)
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HQOC)HBEHREEY h o BEERNI-(6-8 -0 E-2-55)-3-2 & i B -1
fiR(2) (89.0 g> 0.293 mol) - HE @ IMEVESY £ R (M E © FEE
A% R 28 DUR RO Y 2 HaS) » fE[AR3 hx g > (FIRG Y46l HiBE
Pl E RS - M AEEZE P AR IER - AIIH0 (250 mL) K 8
LU & H AL EY) - & 6F < [E 88k X A H.0 (250 mL) - EtOH/MeOH
(1:1 > 250 mL) R Et;O (250 mL)J% - BE{&AE H %22 H §2 8 LU 1S 31 & [ 58
R ZMHHECTEYG) - (LEW A KR EEREART —
B o 'H (400 MHz, DMSO-ds) § 7.43-7.34 (2H, m, 2 x J5}E-H), 7.24
(1H, dd, J 6.8% 1.8 Hz, 5 #-H), 6.30 (2H, br, NH,) ; m/z 213/215
(1:1 » M+H* > 100%) ©
1.1.2.3. ZBAFiii) - BN HEE(S-2R-[1,2,4] =77 [1,5-a] HIE-2-2%) -
i

[ SeF D B AR 2 2-f A - = MO OE(7.10 g 0 33.3 mmol) A
7K MeCN (150 mL)d 45°C 22 %% F R MEGN (11.6 mL > 83.3 mmol) >
W8 12 75 10 BR Y e R Bl 20(83.3 mmol) - 1R i X fER W7 R 2R IR
EHABMHEZMARLBYERS - DZEF > BAIMSFIEGN (4.64 mL >
33.3 mmol) BN Ktk BE & (33.3 mmol)LIRERE R R IE - LR ZEF A
BlZ& % 2 1% > M7 NH EE 1 (methanolic) &% & (50 mL) R B AT 15 R 6R 1)
HAEBRBREREN hele HWEUKBEMEHRE(LEY - BEEREZE
TR EREZEY - BB’ AELCO (50 mL)HEM 7 BEEY) - iR E
&2 > A H.0 (2 x 50 mL) ~ NEF(50 mL) K Et,O (50 mL)J% » BSR4 H
ZEHREZEDNEIIMELEY -
1.1.3. {£E&Y1

5557 HEYEHAE)
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0

:/>~ NE_Q

= N
RN~

fE&¥1

N
K/ S\\:O
0

15 4-[4-(4,4,5,5-V0 B B -[1,3,2] 7 5 0 R -2- A% )- 75 B A |- b 15 O -
-2 ARYO1E )R E RN b HEE(5-R-[1,2,4] =W FF[1,5-a] 0k
WE-2-F5)-BR M it 1,4- S K (4D T 2B R T » HK.COs CEE)R
PdCl,dppf (0.03E 8)RMEE K - BEERLMEEFR0C TN T ik
FRBREYI6 h- RMKABKER LB ABEET - AHKE & MK
MgSO.FZ 1 HAE A ZE 2% -

EHEAZEEBMEZE Lz R ESRE LS -

HE o IERIETRH & NINEERE - sE01,2- 8 (KB A)
LR BRIEREYAA HEITEIE - JEOHLHE & 0978 B (B 40 N EH)
hEEAE - BREGEE S - AESWEERELRZE - EHhEE
BEEZ N KE - RINAKMEHC B R TEE% - W
(Celpure P300) I 78 g AT 153 74K - &% 708 & R A DK NaOH » 1A
FOh NS RITIR - A IE o B A o KO R BLEE R R
Mg o Bk & > JEEFAL THF/H,.OZ R &Y FA M - F 805 B A (f 2
SMOPEX 23M){E50C THRHE - MIFHREHBIE - AWABBERRER
b > H P78 520 7K R B B 20 i - ARRZ MR R B oy DUE 1S BN B R T =0
ZELEY -

1.2.  ##&2
1.2.1. 2BEFl - BT HIE]S-(4- A H KE)-[1,2,4] =M 5#[1,5-a]

%58 E(é&%ﬂ% =)
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0t 5g-2- 2 |- J 7

=N
)—NH
AN =N NN >/'_<]
@;N)—NH o
Br O
HO

e 4-(FE A H B R A MR (118 B) AN E RN b H EZ (5-/2-[1,2,4]

= M [1,5-a] 0k BE -2- 55 )- B B 5 14- R G OK (4. 1) B Z7F R - i

K,COs (2 &) K PdCladppf (0.038 &)/FIMMEFR - & EMEF R
90C THEN T IIEAFT R S¥16 h - IRIKHERH LB JBEZEHL -

AME LI RKMgSOZE HEAZEFT &% - ISR REE T
fEBEIfEA -

1.2.2. 2BF2 @ BBNITHBE5-(4- 8 FHE-ZKH)-[1,2,4] =B F£[1,5-a] I
Ug-2- 2 |- B %

N
_—
O
HO Br

7] 2R Y e BH R [5-(4- ¥ L B L SR R )-[1,2,4] = M 3 [1,5-a] BtE g -2-
EI-BEEAEENRENTT ZERTEREANM=ZRLLH(I0EE) K
R SWAE= R FRF20 h > /KR K(20 mL)Z R H H = &8
0L o AR &M K MgSO.52 0k - KBJE H R 2726k - B H BER
VI SR/ B2 1P RIELIGEIFTEEY) -

59 HEETERIAS)
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Br (\N
O

FEN2 T R BRI B B BE [5-(4-78 B A - 2R B )-[1,2,4] = Mg I [1,5-a] 1k
E-2-H-BE B7 (1% B) R DIPEA 2% 8)7% @\ DCM/MeOH (5:1 v:iv)
T HZRBEASIEEWMLL- SO 1EE) - £=21 NEHMEE
16 ho PE1% » IESERL o ZZ S IAR - AL EYVIEREFDCMAF - K
otk H & K MgSOL52 88 - A& ilBIE k&% - (EHEtOAcRE M E
e EArEd baY SR mEEY -

EA2. (L&Y B R -
2.1,  HEI

PAT1O ~ 15208 B HE B E G mEa® 1 2K m(RES me)iR
AR - BAESRIMZ % > /£50C T EZes TR EE 520 minL{E
BB ReRdl 2= BN T —XINMAER - BARIGEE RN
fig ~ 2fF ~ HEE ~ ZBEEWNEs -~ THF ~ TBME ~ W ~ H & A& fd -
DCM ; MeCN o

FEIERAGET L&YW 2T U5 2B REAEDCMA &4 o

FERII20E B R 2 BE 2 1% @ | & ESARIHCE (R THFH 2 1

MFEIK) (12 pLY B1EE) - HEMTER - RS FELER RN L EE
(50C/= | > fEB/RE N YF 2 EZasd 16 h- g5 EZ B IE 78T
FERS - £ N2 H#E M XRPDy A -

EAAELEE - HEE ~ THF ~ WE ~ B & 2 ZFd K& MeCN 5 & I 2]
2 60 E(EHIIE)

\
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HCIES JE X -
2.2, mE2

fEEP1 (8920 mg)f£ =0/ 400 pl 2086 F8) A K (THE - P i)
EHEAHBRRKEREE(ZETERID - BERERANMEEZS > H
EREREESOC ZHEMEE » HPES KA TN/ - =X
% > #5088 o BB RS B (B R FIE R &S - o0 BT B 2 AF ol H A [
B8 > BCER eR M H EtOAck B H B i M A b e = UK - 5 48 )8 o
E EME L

& XRPD 77 A7 [ 55

B2 ER o EAENIEE - pTSA ~ 1,2-2%8 "kl ~ 2-58E L
W B~ ZR2-h PR S E T M B P R -
R ARTERLZEE

-~

% BE | EER % BH | EERE
1,5-Z5 —r&fis 7K 2.1 Z5-2-hiffts 7K 1.1
il& 7K 2.1 HhEl% 7K 1.1
1,2-Z. )¢ ZheEl% 7K 2.1 Hg 7K 1.1
R 7K 2.1 2-FREL 2Rl 7K 1.1
EH Rl 7K 2.1 IET 4% — e 7K 1.1
1.5-Z " hEfs 7K 1.1 il% 7K 1.1
ik 7K 1.1 ZYrchEl K 1.1
1,2- 7052 —heli 7K 1.1 AN 7K 1.1
3 ERORNER 7K 1.1 2,5-RFIRHRE | THF 1.1
EH Rl 7K 1.1 L-Far 7K 1.1

2.3. KHFZE3

A L&Y (4925 mg)Bl A ®I(MeOH ~ THF ~ NEIE(DCM) (204
HREBNAKHIOC T 2B FRTAIMN1I0582.1% & 2 B (HCI ~ HBr ~
H,SO, ~ Ph-SO;H ~ % ~ JET ¥ B E(pTSA. H,0) > H#EITH HE

Ao HmEFFA260C T ZEZST he IEFoslx HERERE

% 61 HEYEHHSE)
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B8 oy W o R ELAC TR T B2 bR B RS XRPD A o SR G YIHE (& G

FAE26C N ZEREs 31 h o [ 3E BN 8 i T [F BV &5 5 XRPDE % &
oK B 1 S ah 5 R B A% R D B2 2= 8 8 oy i HL A T H Atk oy i (DSC -

NMR - f2EM) -
EELCHBH A HELERR/ATERGOC/Z8 > & RAET
AP rEZETI36 he A MEdGEhZFE sk HERERE
M8 oy HE o AR T E2 R HORE I XRPD oy A o 28 3R B M e i A (5] /Y
& XRPDIE 8 2 2K B i 35 6 i 2 78 6 B 4G 88 rh H 22 18 U8 oo i H &
H A 53 7 (DSC ~ NMR ~ f2E 1) -
EEEEBFRT IERAERRERETEERAFE R
% > H o B Bk AR (] [E #2345 I XRPD 3 A -
&I T Ky o EAEHBr » HCL ~ B2 ~ pTSARIET i — B
o RCER -
2.4.  FHFE4

2.4.1. HCI

Bl E 7

ot
hiE

F50C FTHHCH (FATHFd 21 MAEIR) (655 uL > 0.65 mmol » 1.1
EE)AMEAGY! (252.6 mg > 0.59 mmol » 1E &) K& B E (5.05
mL > 2088F8) X CEAEEBFRT - DI1C/minfEREW 481 £25C A1
25C F#ERE22 0 o

FE R E 22 B R oy S S LA R TR

XRPD Iy M R0 T k8 E JE R IR » HEH4%E5%K » EHLK
EHR1.9 mg/mL 2 AKIBERRE -

242 JET =B

5 62 HEYEHHE)
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£25C M E(EEY1 (246.4 mg > 0.58 mmol » 1'EE)RIFNE5%
K ZAEE(4.95 mL - 2066 F8)F » AR LA R ESOC - /£50°C T [H 4K
BB FRTARIMET M _BGETHFR 21 MIE®KR) (1.2 mL > 1.22
mmol > 2.1E &) - A1C/minfEE &Y A8 £25C HAE25TC MEH22
h o

e Az BE T BEE A - BAEMH T EIE o

XRPD Iy #riEsl I i fd EIE R R » HEHKEE M 50.4 mg/mL
ZIKBRTE -
2.43 pTSA

HE50C THEE®T (2507 mg > 0.59 mmol » 1'E &)EBETHF (5
mL - 2085 F8) Z B BIF IR T IR MpTSA (FREtOHF 21 MIFR) (1.3
mL > 1.3 mmol » 22% &) - A1C/min{HR&W A58 £25C HE25CT
THEFA22h -

o M H 22 8 oy e [ Ae EL A ik T EZ kR

XRPD Iy iRl o AR - Z B FABE -
25 #BERESN

Bt FE AU 2 EEe IR 2 f - B E 8 (IC) - NMR (B R %
El) ~ DSC ~ TGA (BB &) kB EMaFE (E40C/T5%HERE T 1
EDR
2.5.1. pKa I/

BB M 22 D-PAS 2 Sirius GlpKafgas EU s - EHRFE B UV
25C PR R T RFEMEMNEZERBEAREY R ET - BEN
HEO0.15 M KCI KA R)ETHE TR EHE - EHEBEAKREY T #IE

% 63 HEETERIE)
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i {& 4% [ Yasuda-Shedlovsky§} #E £ 48 17 TF 5 0% 3L 75 78] -

{5 FH Refinement Pro&t £5 & IR &K -

AR 2% » EEDITME £ 1.58 £0.01 ~3.68 = 0.028K12.02 +
0.01 o
2.5.2. pHAE

pHE M (R AE 24 RPN 2 AR AT o BE R mLLiEY)
BRI 2300 mg il EA4 K F - HEEEEERIZR - 50 HIRETR
T8 o3 B RE B A v T A A 6F A pHEE A B O pH - AILA1 mLig S8 NKE
BHZEUREETEN - =B ERKEpPHER -

1% {EBRIAHF (=1£2 minZ 1% DA o 3 pH 2 A H 18 E /Y 8 MDD

§%pH -
2.5.3. ZBEEEFF
2531 KHZE

L& B BERMAEANEBER T REBOA20C TERBEE Za L
BB EY E /024 WRKHAIE - BRIEBEBENIERAERUV-
MEZMERBTENZRE

fEKH - pHZ 2 Z &G £pH 2~ pH 7kKpH 9 - HCIE NaOHH
7 FE i pH o
2.5.3.2. &&&F

BT - BT R o e K B EHCIE 205 iR B A
BEAE FRIVEHRE - PR - BEaW1Z /L&Y 1. HCL3H,0
LA Bt O B B
RIV. EFERE A SIS ENCIBESERRT 25 @E

5 64 HEYEHE)
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A \ m=xZ)! 1 I::érf[?%l.HCl.SHzO
AfEE (mg/mL) ZfE S (mg/mL)

P 0.420 0.415

ZHE 0.605 736
ZHE/7K(1/1) 1.57 256
Z.HE/7K(4/1) 3.11 7.81
B 5.66 0.388
g 0.151 0.764
0.005M HCI 0.252 3.10
0.01M HCI 0.288 234
0.01M HCI + 2.0% Tween 80 0313 2.79
HP-B-CD 40% pH2 0.577 7.88
HP-B-CD 40% pH3 0.550 933
HP-B-CD 40% pH4 0.520 2.79
FH i 0.432 0.743
PEG400 1.53 36.6

e 0.134 0.663
o 0.464 11.7

B =T A HER <0.00239 0.0263
WS 0.740 0.208
K& &diqL) 0.00384 3.17
7KpH2 0.291 8.05
7KpH7 0.00432 226
7KpH9 0.00429 2.68
7KIZBE1/1 0.327 8.68

2.5.4. &5
WEXFER  ALEVIZERERABRMEmMRBEAE - A
MEEEANERKE  Em HEREARAE S NmEiHEE 2
WE: - UMb emI bR EMEL -
BA3. ZREERIFE
3., {2yl
3.1.1 FEEEBILEIEK
RIBFLUTEFEDSCES FAERR FINE/EEY (38 mg) + 1)PA
10°C /min 5 30°C fu#R £ 250°C 5 2)FEHFHZE R 1 min 5 3)LL100°C /min &

250C Aal£30C 5 HHRFHZFERE4 min -

65 HEIERIE)
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& h XRPD 77 A7 i 58 B 15 [ #S & IR & TP
3.1.2. BRERHE

EEmPlbEam&ZU+EAEBEE (HEE B - TBME ~ NEE
LEEHEE - HEE - USRI ~ R NARM - ABAE - 2 - HEL
Bl -~ LK - t-BuOH ~ 2-INF&E ~ 12-“HE AL - ZBEENE ~ 1-
NEE ~2-THE ~ AR E ~ 14-1E 6 - ZBEWNES - 2-JKHH ~ 2-F & -
I-NFEE ~HE - 2R TE HERETEMR - 1-TE - 2-HEE£ S
B~ ZBETHE - HETER 3-HE-1-TE 2-28EJ48E - 1-/%
B~ SEEHEE - S - BYELZE C IPA + 5%7K » EtOH + 5%7K + MeCN +
5%7K ~ THF + 5% /K EANE + 5%/K)RAEBEBEESOC Z E Y EEE -
HpE&mETHENNG - A X% > FHBRERERRE RSN
XRPDH] 46 73 #7 -
3.1.3. (L&Y BHHRER

B ZIL T EER - TS ZEE A HXRPD M » HAE TRV
RVIERVIFHRELL T EREBRER -
RV. (L&Y IEN1 XRPDE (E 1)

FEQ0°) | (%) FAREQ0°) | (%)
16.8 100.0 19.0 43.8
9.4 30.4 20.6 9.1
9.6 14.0 20.8 15.3
13.1 26.2 213 20.5
14.3 12.2 23.8 18.0
17.3 12.4 24.6 14.3
18.4 9.5 25.2 5.8
18.7 13.0 29.7 8.7

RVL {L&# 13 XRPDIH (I 2)

FEQ0°) | (%) FAEQ0°) | (%)
8.6 52 15.3 61.7
9.7 24.6 16.9 40
10.6 355 17.3 45.6
13.0 39.4 17.7 50.3

66 HEETERIE)
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BEC) | BE(%) BRECY) | BE(%)
17.9 14.1 23.0 37
18.3 10.9 23.5 15.4
18.9 100 239 50.1
19.3 214 24 .4 23.8
19.6 12.6 25.0 14.1
19.8 28.1 29.1 15
20.0 28.7 33.5 323
20.3 13.9 349 23.6
20.8 52.2

FVIL {E& 1R 4 XRPDIE (H3)

BECO) | BE%) BECY) | BE(%)
7.2 100 19.9 58.6
8.2 56.9 20.2 46.1
10.9 85 20.5 429
14.4 23.5 21.8 18.4
15.3 13.3 22.7 247
16.4 264 254 55.2
17.4 61.3 27.5 47.6
18.4 75.7 282 18.6
18.5 89.6 30.7 13.9
18.8 69.6 32.5 16.3
19.2 323

3.2, (EEWIZHCIBREZH EHZZHHK
3.2.1. {EEWIZFFmBHCIEE L

#EEP1 (2547 mg)BL7K(70 mL > 92750 B H8TH)/E G HIE =
o N TEHE30 min o SR EY)4E0.45 mm PVDFE T 5 8 8 &5 18 )8 . 1£-78
CHEF AR - HHALREZESBRBEEUEAFELEFILEY1EACI
B (35 I XRPDHERY » fE149°C TR (K FEHDSCo 7)) -
3.2.2. BHEFE

WERefE 225 A EEE(NE -~ FHE - T 28T -
TBME ~ DMSO ~ 28 ~ ZF L Fg ~ BEfE ~ LB R N5 - MEK ~ 2%
FENBs - MeCN ~ IR 8 -~ DCM ~ 2 - HEE - A H & - THF -
FHETHF ~ BHZE ~ 7K ~ 10% & K INE ~ 10% & 7K THF F2 10% B & )7 A0
FlEEWIZIESEIVEHCIE S - ZFRMEA125 ul (5 rel vol)£1 mL

5 67 HEYEHE)
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(40 rel voh&EIEWN » NE EZB NI B H B ZREZAUTR2ERE - B
FEFAENR A TERGOC/ZR - 4k 2B F23h e

23 hzte  EBERCHEEE  MEEoaEAEREZEBIED
HEEIRS o MR BRI RN B/ A TEBGOC/=R - 4 hFRZE
Fen o KEF B 2 E 8K T 82830 min B # H XRPD 57
> BB EZERAE FE30C KSEE T E— B34 hHFE T XRPD
oot o g QEZRESEFAE40C/75% RHT 72 h B # 1 XRPDH
AT

f£47 W2 g - EEBCIPR N B R P - BEE sl & B

B 228 oy BEE BE - T eR R R IR P AL R N B 2 TEER (50°C /=R -

4 MR ZEESET KEBFSsABEZERBEFELRERETT2 hE14
d > HPFEHXRPDE SIF B ET N - CHEBRRGG THEI4 dz
& B F£40°C/75% RH T {743 h H #& E XRPDF 73 7 -

1143 hztg - EEBEPKE - BEFMLENRE/ STERG0T/
o4 R ERETNBGRERNEEsE - HERBEME
MBS T HE o LR N EZEE2 h BETRFS I XRPD Iy AT o &0 B AR AT
{22 A P 30°C RS E T HZ2E20 h H #5 HXRPDF 4347  RZ MR AR &

FAE40°C/75% RH T 114 h H # i XRPDF 43 7
3.2.3. &£F

FATSIEDFSE - SR T RIER E R A -
3.231.  {EE#IHCI

FELL2 min 2 BF R EZAES0C T HIEF/ AL EYT (3.499 g 822
mmol » 1E E)FIHE (70 mL - 20/ B R 1) 2 EMPEIZ IR T Z 7R

% 68 H(EIERIE)

(C241549PBX20220329C docx

110136599 FEHESE A0202 1113081375-0



1792593 11103 H29H FigfEiE

JOHCI (A ZEfrd 2 3.6 MyE &) (2.5 mL > 9.05 mmol > 1.1E &) -
0.1C/minff )R &Y 24812£20C HAE20C T HBH10 h - 2L0.5C /minff
BEY A E15C BE#30 min - FIBEREMEZBEE S - FH
BE(2 < 3.5mL » 1 x 7 mL)JE M B AE R T #2088 DLE (L& 1.HCI -
3.232.  {EA#I1.HCL3H:0

f£40°C T EIEEPEEYT (10037 mg > 0.24 mmol > 1E &)
DCM (2 mL - 20fH ¥ 88 18) 2 8% K R SIHCL (A THF 21 MEK)
(250 pL > 0.25 mmol > 1.05E &) - RV FAALEN N/ S TERA0T/
i 04 R ZEEREFRT0 he BRBEHEEBE > AMAHTTE
Ee LLE £ L&) 1.HCL3H,0 -
3.2.3.3.  #¥7F

X-G7 43 G A B A N R VIR RIXF R -
FVIIL {E&%1.HCI XRPDIE (& 4)

FEQ0°) | BE (%) FAEQ0°) | BE(%)
74 100.0 20.7 43.4
8.9 15.6 21.1 11.9
12.4 213 228 14.6
14.8 61.1 24.9 12.3
15.1 31.7 26.0 12.3
16.9 15.9 28.6 14.2
17.6 277 298 273
19.4 11.4 32.6 10.2

FIX. {L&¥%1.HCL3H.0 XRPDE (H5)

FE(26°) PR (%) (26 SR (%)
73 61.4 16.7 100.0
8.4 353 17.6 113
8.8 62.8 19.3 20.8
10.7 26.3 20.2 87.5
12.0 225 20.6 16.4
122 18.1 21.0 18.0
13.2 23.6 214 52.0
13.7 16.1 218 58.8
14.5 14.0 228 45.0
16.3 31.0 23.4 575
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AREQ°) | (%) ARQ°) | (%)
23.9 10.6 27.7 16.6
24.5 10.8 28.3 10.8
25.2 21.7 28.6 19.3
25.7 353 28.9 17.2
25.9 33.1 29.2 20.2
26.4 11.7 29.6 47.6
272 13.0 32.7 26.1

3.23.4.  {EB#®I.HCIL3H 05 EX- 5 4Z 4551 (H11)
HWE KD FEGEREE?1HCL3H0 « &RE R TRXF -

#=X. &1 HCL3H.0 2 BB B &8

I\ C21H24N505S.Cl3(H,0)
nTE 516.02
b s A R
a 13.1388(4) A o
patitiiea P21 8.9437(3) A B 102.089(2)°
c 21.6376(9) A v
\% 2486.24(15) A®
Z 4
Dc 1.379 mg/m*
u 0.284 mm™!
K Mo-Ka > 0.71073 A
F(000) 1088
T 120(2) K
e S > 0.39 % 0.16 x 0.12 mm
R E RIS 2 051 & 2.982-27.483°
ST 99.3%
[ 5 21028
RS 5649
Rint 0.0307

BT A BEN KPRy 2B R /NPT » R[F? > 206(F?)] = 0.0377
HwR(F?) = 0.0837 - it BE(S) = 1.109 - IR AERS649 K
B~ 339(E 2B R OMRE] - FrA S B ZEWRSEE - HE®R
HEBEECHETFANEF 2 NFEUEERN& S EUE B EHERE
REIE - BREEKAZKELINFALMELCEHHAEBE - &&EApmax =
0314 ¢ A3 H Apmin = -0.368 ¢ A3 -

{t& ¥ 1. HCL3H, 0 Z B g &5 % (B 1 1) BUR AL & A8 H A B R A
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AR HuE#iaG 2 E—-PRE -
EHl4. XHEELESHI.HCLIH:0F
4.1.  FH&EI

EEMERE TS (44 kg 1.OEE)FIRIIZK(S rel vol »
1000 L) » HAESOC THRHFEEY - ASSTZHREMET > FELL10 min
£15 minj{F03.5% B/RKMEHCL (5 rel vol) « FEIRINSEK Z 1% > £50C
TEEBEHS min HBERRKKIELAZ15CHAERRE MEH 2D
12h{BH AN E#E24 h -

Fris B ARG RS @ e oy i > BLUE8fF A 7K (2.0 rel vo) ik - H B8 £
AR N2/ 4 hWIEEImEEY -

4.2.  FF2

FEERE T ZEE?] (45 g 106 mmol » 1'E B)F /N IIDCM
(675 mL) K BHEE (225 mL) » AL TR AT RBFRMBAEIST > BHIR
iE =% =E =M 15%2 /K225 g 14 mmol > 0.13E &) - HiRk
FEPTRAERS h HRAE0.45 umdk E R ERBETT T EIEER -

= JE R A K (S0 mL) > HAE3STC TRHFMEFEHHEEEY 1S
min > fEZRFEIERR > o HEMH > HEARKE LA £20C HAHS50 mLAK
T 50 5 W 2K

EAEHKRE S8 2£15CE20C » R &30 min/fI&HCl 10% 2 H
f7(42.4 g 116 mmol » 1.10E &) > HEE K - £20C T —
BHBFR3 h EEREDBERETHELERY > AHHEEQ >« 50 mL)ZIF
BB EIMELEY  HEZETRASC TEEZMELEYS he
P 12 5 U8 B P AV Y 7K (220 mL) H HAESOC M HEFE6 h - HEE®&R S 812
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15°C £20°C - #BIE 77 ¥ 15 & B8 BB 7K(2 x 30 mL) 70k -
TE45C THZEE3 WA B BIFREEY) -
4.3,  F&E3
4.3.1. B (LAY HCLMeOH

A BOEHADCM (1.5 Ly 2 (&1 (100 g » 235 mmol » 1% &)
AfMMeOH (0.5 L) » HKMEBRMEAZEIST - AMME=ZHE=Z1%R=
#985% (8.7 g » 3 mmol » 0.13F &) /K42 mL) - HAE3SC THHEME
BEWERDSh e BEERAE0.45 umiLBIESS FINEARBE N TBIESR -

5] BT 08 I IR IR (150 g) » £E35°C TRH15 min£30 min > H
TEEM AR S Y - /K2 < 150 g)F Je kA 1 & /i X

B1% > RIIHCIHAMeOHTF 2 3% (10% w/w) (141 g) » H{E20°C
THEEBREEIh BFENBIESETEER - FIMeOH (2 < 118 g)%
WIEEE > B HAAEZE THR45C T3 hIEBF{L& 1. HCL.MeOH -
#& I XRPD ¥ H 1T o3 i o (FRXD) -
432 #82:(E&%I.HCL3H0

A& H (200 g 1.6 8)27/K(36 g 048 )R RMN F 3%
B1h S 25?1 HCL.MeOH (100 g 1€ &) ° LB H TiFFTER
GYIIMEESST » BB REL0.45 umiE JE & B8 o R0 H B 85% K5
R(200 g) » HAERABHETHESY A8 £28C £32T -

fE 1% A0 /K (100 g) » Z&IARIEE&Y 1. HCL3H0 (1 g) » HEH
&% 1.HCL.1.5HCO,H 2 7L B » # H XRPD ¥ Z (L&Y # 1T 70 M (&
X1I)

H£28C £32C MHEFHETD > LL8{7100 mL ~ 15200 mL 5z 2{77500 mL
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AT KQ2 L) -

b 1% 28 8 BT 1S R - HZKIRRIE®F(2 < 100 mL) HAE30C £35
C Mzl LEA L&Y 1. HCL3H,0 - #5 i XRPD K DSC¥f iz (b & ¥ i
T3 o (ESKE7T)
#XI. {£&#1.HCL.MeOH XRPDIE ([ 8)

AREQE) | (%) AREQ°) | (%)
7.1 100 18.9 4.3
14.4 379 23.4 4.8
16.6 8.9 24.8 5.1
17.3 5.1 29.0 10.4

EXII. {E&¥%1.HCL.1.SHCOOH XRPDIE (E9)

FIFE(20°) BRI (%) FE(20°) BRI (%)
7.1 100 20.8 13.1
14.4 76.4 23.4 14.1
14.8 17.1 24.5 16.1
16.4 25.1 24.9 13.4
17.4 42.8 29.0 39.8
18.6 20.6

BAS5. L& #1.HCLIH 0B E HHF5E
5.1.  JEBEEMNGIFZ
5.1.1 A%
b &P 1L HCL3H, 0 Z 5% i 5 (7 AL 20 T R XTI A B f il 2 B 5 B
SERENE KB EMRIRET ¢
KX R E MR

R E MR YR E R
25°C/ 60% RH /i 12525 RT / <5% RH /{12528
40°C/ 75% RH /i 12524 RT / 56% RH /g 14555
50°C/REAR RS RT / 75% RH /g 14555
BEmAETO e AEIEA R HNSE > H#EBFT-IR - DSCK

XRPD3#7 »

5.2 HEMBEMOIFE

573 HEYEHAS)
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521 HF

131 2 ) 2 B S B 17 A2 40 F R XTV o T 6 2 B £ (1 B 7 2
VR ) B R S M O 6
EXIV. BEMEMHA

H

AL WE(C)/RH (%)/7528
ARE 5C /| _IEEARES
F=HIGE 25°C /60% RH /fi 17554
o R 30°C /65% RH /L1255
IR 40°C /75% RH /i 172554

FETORy - R A 12 A &EH - BERALL8 ~ 24 K 36{H A &5 HUiE

B s HBEE%# M HPLC ~ Karl-Fisher)i £ /A ~ FT-IR ~ DSC K& XRPD
T EF el -
5.3. GVS 3 WrE&#1.HCL3H 0

HETGVS AT L b &% 1 HCL3HO Z 8 E 1 - H HAEE 6
EE - & i XPRDAE 5 i 6] Bl i 36 He #7102 7 5 -

A ERHETARE MR A2 - (L&Y HCL3H0EF R 60T
TECAERR10% RH TN 02 2 1& B K B KB &9 1. HCL » £ %58l £
HRORERE M EE N2 FERHATRELREKKBESY
1.HC1.3H,0 -

5.3.1. &g

A CE Rt > (B & Y1 HCL3H0 /] &E i K By (E &9 1. HCl - {HAE
B MR TEEEERES = /KaPPa{tE?1.HCL3H0 - i H &
I AR P 2N E L TE 5l o RO E
EME B
&6 EEI T T

6.1.  JAKIAI# 77
74 HEHRAE)
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B 4H AN BRJAKT (L & (f & 1% 850-1154 5 H $£ 5% 08-144) (% i 5
Carna Biosciences = 10 ng JAKI1E112.5 ng® GT*2 & (Sigma H §% %8
P0275)— A N MR 96 7L 5% B2 (Greiner » VAR AE4EAGfE25 plL”
ZHEAEHS nLHGFE (LS Y EE(DMSO @ 1%&R & RE) 2 # K
JE 4E &% (15 mM Tris-HCI pH 7.5 ~ 1 mM DTT ~ 0.01% Tween-20 ~ 10
mM MgCl, ~ 2 uMIER S P ATP ~ 0.25 uCi 3P-y-ATP (GE Healthcare >
H #5958 AH9968) i & B E)FHEE - f£30°C 45 minfg - #& HAIN25(%
THFLZ 150 mMEgE % 4% 18 SZHE - {50 R 4 B Ui & 25 (Perkin Elmer)Kf 4
b 2 e R e AL 2 L TH 2B R (75 mM g Bz ) HY 96 FL JE R (Perkin
Elmer H #%576005177) - 5 &8 H & L300 uL 275 mMgk I /%5 K 2R #7 6
RA®EBEE ZKED - RNIN405 A /fL.Microscint-20 » #E &K ~
JEER H {# F Topcount (Perkin Elmer)# 1758 8t o #& R AE E B F4E T
ER o Est B (copm) ARG EEBAIFRI (10 WME P HEH E)F
1 NS Z cpm 2K 5T BMBEE M o 20T B E B BB & Pl S M 2
AE

I oy Ee= ((FEREAE E AL Z B0 N ¥ ORI E 2 cpm -1£
55 M 5 e 00 /) 4% O T AR ORI E 2 epm) BR DAL(FE BB E AL T HIE 2
cpm -££ [ M B2 50 BTS00 T 8 SR E 2 epm)) > 100 o

i LEY 2B & MER R - (1566 % £ JAKT 73 Afr o 80 50 &l
B-RIEFRAEFESLEY Z1Cso - ZLEWIIIIE20 uMZBET
b 1% AT 1/ 3B RE (L 1% DMSOZ &% R E 2 8{EH B (20 uM-6.67
uM-2.22 uM-740 nM-247 nM-82 nM-27 nM-9 nM))% ¥ #f & HIE - &

b &Y &5 2% Ae 3 oty > B 5 200 R IR R /B B A & R T ()
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W 5uM~1uM) -

ECHE DL e & et BIAKL 2 JE M B 40 {8 F A SCAT s 3l 2 53 it
BN E Z 1CsofBAE T LR AERXVAFEEH -
RXV. (L&Y ZIAKI ICsofH

L&Y JAK1 ICs0 (nM)
1 47.07 ~ 55.66 ~ 50.1 ~ 48.29

6.2. JAKI Ki {597

FAEK > FAEEZ(EEYHEES - HBEATPRE S (LB
B e f2 e - Kith 2 B R KmMHEE RN{EEYIRE Z & E o] 2% F [E
(Lineweaver-BurkfE[&E )HI € - 1 ng JAK1 (Invitrogen > PV4774)FH N #%

T8 o 2’8 B 50 nM Ulight-JAK-1 (Tyr1023) ik (Perkin Elmer -
TRFO121) « [ JE{& 425 mM MOPS (pH 6.8 » 0.01%) ~ 2 mM DTT -~ 5
mM MgCl, Brij-35HH{EATP L&Y 2 A EURE T EAT - BB (L2E
1% (5 P Eut 50 D1 bk 5% % B B2 518G PT66 (Perkin Elmer - AD0068)E M -
o8 {5 (L envision (Perkin Elmer) F#1T » H {1320 nmpE 83 HE® (L
615 nm K2 665 nmfiz 28 B o

BHmE > B FREACED 1R - ERE39 sMZKi
B -
6.3.  JAK2HT&E 57 ¥r

EH AN TAK2fE(L & (f A B 808-1132 5 H 8% 5:PV4210) 4 g 5
Invitrogen » 0.025 mU JAK2E22 5 ngB GT~'E (SigmaH $% 55 P0275)—
AT B N B 96FL 15 & B (Greiner - VEIR) P /ESRRRTE2S w2 & A B A
E&HS5 nLEE LS Y B (DMSO » 1% 4 - ) 7 i X e 4% #K

(5 mM MOPS pH 7.5 ~ 9 mM MgAc ~ 0.3 mM EDTA ~ 0.06% Brij 5 0.6

5 76 HEYEHE)
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mM DTT ~ 1 puMIER G HEATP ~ 0.25 uCi *P-y-ATP (GE Healthcare >
H %57 AH9968) I ¥R E)F 8 HF - /£30C 190 minfg - #& A D255
FH/FL.2 150 mMugk % 1% (- fZHE o (A 4B A U & &5 (Perkin Elmer) i 4= &
&b HE B e B RS 2 4K FH R (75 mM b B2 ) HY 96 71 8 i (Perkin
Elmer H #£5%6005177) - 55 &8 A& L300 uL 275 mMBkEE 5 &K 7% k6
RHAZEEER ZICE - AR I140% /L Microscint-20 - % £ &8
JE & H.{# FH Topcount (Perkin Elmer)#E 1738 8 - #& M £ BB F £ T
1T 2By sE5T B (cpm) Bk 2 AL 15 1 B BRI AR (10 hWME TR E R)F
£ TR 2 cpm 2K 5T BB E ME - 20T 5 RS L& Wl BB M 2
AE

I E o te= (FEAEALEWEAAEZ BN T B SHE Zcpm -{F
55 P S B AT A1 4% O T SRR S M 2 epm) B DA (E BB AL T HE 2
cpm -1E [5 1M S B &I &5 M § B 50l E 2 epm)) x 100 -

HELEVZHEMBIRZY > 158 % £ JAK2 75 A ot 5 50 A
B-RIEFARAEZLEYWZICs - BALEWIFML20 WMZIBET -
b 1% HEAT1/3 B @G FE (1% DMSOY iy # B & 2 8{H B (20 uM-6.67
UM-2.22 uM-740 nM-247 nM-82 nM-27 nM-9 nM))% #H #f &K HI & o
L&Y RI WA I - B E 2R R/ &S RE (G
W 5uM~1uM) -

ECHE DL T e & et BIAK2 2 JE M B 40 {8 F A SCAT S 3k 2 53 it
BN E Z 1CsofEAE T 3L AE R XVIFI &S H -

FZXVI. \E€¥ZJAK2 ICsofH

L&Y JAK2 ICs0 (nM)
1 3137 ~ 41.16 ~ 55.49 ~ 167.34
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6.4.  JAK2 KdJE 7 ¥7

JAK2 (Invitrogen » PVA2I0MALIS nMZ 5z RFEHEH - &5 F 5
% 4£50 mM Hepes pH 7.5 ~ 0.01% Brij-35 ~ 10 mM MgCl, ~ 1 mM
EGTAT » 25 nM¥ i < EEE(236 (Invitrogen » PV5592) %2 nM Eu-
#1-GST (Invitrogen - PVSSOM{EAREE&Y)RE NETT « mHtE 28
AH IR IR RS g 12 Fp i 1T o

FBPME > BT HEAAEY IR & HF[205 nM 2 Kd
B -
6.5. JAK3HI&EI 7 ¥r

4 IAK i (L (B MR 781-1124 ¢ B $% 55 PV3855) (% B
Invitrogen » 0.025 mU JAK3Ei2 5 ngB GT~'E (SigmaH $% 35 P0275)—
AT B N B 96FL 15 & B (Greiner - VEIR) P /ESRRRTE2S w2 & A B A
E&HS5 nLEE LS Y B (DMSO » 1% 4 - ) 7 i X e 4% #K
(25 mM Tris pH 7.5~ 0.5 mM EGTA ~ 0.5 mM Na3;VO4 ~ 5 mM b-HH
BEFEES - 0.01% TritonX-100 ~ 1 uMIE S ATP « 0.25 uCi 33P-y-ATP
(GE Healthcare » H gt98 AH9968) &L BT 2 E - ££30C T 105 min
% > FEEDIRII2SHR T /FL 2 150 mMBE B (2 1F 57 FE o (3 A3 4 B U & 25
(Perkin Elmer)/Kf 4 B0 4% 1 2 Bl S HE B8R 2 SE PR R IR (75 mMBgE %) HY
96 F1, JJ& iz (Perkin Elmer H $% 57 6005177) - 2 & #& H4& fL300 uL 2 75
mMEG B R A RORXR A&HEBEER ZKRE - NI 40HL T/ L
Microscint-20 » #ZEf &8 2 THE H {# A Topcount (Perkin Elmer)# {7
EHE - RBMRAEERIFAAL TES Z &0 #at B (cpm) K L AL 5 M -
HIEN(10 pWME TP R B)FAE NER Zepm2KETH E R MBS ME - 20 T i

5 78 HEYEHE)
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EMEAL &AM 2 58 ¢

HE o= (AR EEYFAE LB T HESHE Zcpm -1£
55 Vi Y B 000 A0 45 O R B BR SORIE 2 cpm) R DA (FE B B 7 A2 T ORIE 2
cpm -1E [5 1M S B &I &5 M § B 50l E 2 epm)) x 100 -

HELEVZHEMBIR RV > 158 % £ JAK3 73 A 1 5 50 &
B-RIEFARAEZLEYWZICs - BALEWIFML20 WMZIBET -
b 1% #EAT1/3 B @G FE (1% DMSOY i # R & 2 8{H B (20 uM-6.67
uM-2.22 uM-740 nM-247 nM-82 nM-27 nM-9 nM))% ¥ #f & HIE - &
L&Y RI WA I - B E 2R R/ &S RE (G
W 5uM~1uM) -

ECHE DL e & et BIAK3 2 JE M B 40 {8 F A SCAT s 3k 2 53 i
BN E Z 1CsofEAE T 3L AE R XVIIF &S H -

RXVIL &% Z2IJAK3 ICsofH

L&Y JAK3 ICso (nM)
1 149.35 ~ 187.3 ~ 189.3 ~ 194.7

6.6. JAK3 KiJfl| & 577

RAIEK A FEEZ(LEVHERES » AEATPRESLIBHE
B (e S JE - Kik #E BN Km M E W LY RE 2% E 0 ¥ (FE
(Lineweaver-Burk {F [& ) H| = - JAK3 (Carna Biosciences °* 09CBS-
0625B)f%LA10 ng/mL Y R &R E A - 28 BB (Glu, Tyn) sl Ea (4:1) »
MW 20 000-50 000 (Sigma > P0275) - X fE{44F£25 mM Tris pH 7.5 ~
0.01% Triton X-100 ~ 0.5 mM EGTA -~ 2.5 mM DTT -~ 0.5 mM
Na3VO4 ~ 5 mM b-H MR - 10 mM MgCIR2HEfFEATP L&Y~ &~

[FRE N ET > HREMAIIS0 mMEEE Ik - Rl ARSI 2R

579 HEYEHAE)
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R (fE U & 25 » Perkin Elmer) b K& E LK EMHF A ZEREGTH Z
Wl B o A GTH 2 ffF AHY33PIRAE [ R (Perkin Elmer)i7s fill P #E i%
fig < 1& 1f Topcount A ME a1 B 25 1 E M o

BHmME - EALLEHFAEAALEWIE - EHF 353 nMZKi
g -
6.7. TYK2AU#I ¥

B ANBETYK2EL & (B A B 871-1187 5 H #%9808-147) (% & 5
Carna biosciences = 5 ng TYK28112.5 ng¥ GT & (Sigma B 5% %8
P0275)— A N MR 96 7L 5% B2 (Greiner » VAR AE4EAGfE25 plL”
ZHEAEHS nLHGFE (LS Y EE(DMSO @ 1%&R & RE) 2 # K
JE 42 &% (25 mM Hepes pH 7.5 ~ 100 mM NaCl ~ 0.2 mM Na;VOy »
0.1% NP-40 ~ 0.1 pM JE iz & M ATP ~ 0.125 uCi **P-y-ATP (GE
Healthcare > H #EFF AHI68) R &L B ) EE - f£30C 790 minfg >
F TN 25 580 /7L 2 150 mMBE B% 4% 1F S HE - {58 1 4 AR U 52 25 (Perkin
Elmer) i 2 & 4% 10 2 Bl & FE i 12 2 & 7R % R (75 mMBE E% )Y 96 7L I8
#i (Perkin Elmer B $$%£6005177) - B2 & 8 F A F.300 uL> 75 mMESH
BIREFROR B % EBER LKA - N IN405 F/fL Microscint-20 » %
BIHE & B L JAEL H (£ H Topcount (Perkin Elmer)# 17 58 8 o #& MR &
GBI FAE TG 28 o #Eat B (cpm) BA AL G M H IEAIHI AN (10 pME
A £)EFEL T EE Zepm2K et BB EM: - 0T e Cawl
Hil B M 2 BE ST

I oy Ee= ((FEREAE E AL Z B0 N ¥ ORI E 2 cpm -1£
55 M 5 e 00 /) 4% O T AR ORI E 2 epm) BR DAL(FE BB E AL T HIE 2

% 80 H(EUEHE)
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cpm -1E [5 1M S B &I &5 M § B 50l E 2 epm)) x 100 -

HELEY B EWMBER R > 1585 TYK2 75 A7 5 HI & A
B-RIEFARAEZLEYWZICs - BALEWIFML20 WMZIBET -
b 1% #EAT1/3 B @G FE (1% DMSOY i # R & 2 8{H B (20 uM-6.67
uM-2.22 uM-740 nM-247 nM-82 nM-27 nM-9 nM))% ¥ #f & HIE - &
L&Y RI WA I - B E 2R R/ &S RE (G
W 5uM~1uM) -

ECHE DL T e et B TYK2 2 JE M > H40(E A SCAT i i > 57
AR E Z ICsof B AL T LR AE R X VI &5 Y -

RXVIIL &% ZTYK2 ICsofH

=5z Tk TYK2 ICso (nM)
1 72.7 ~ 73.75 ~ 719.07 ~ 86.77

6.8. TYK2 KdJE 577
TYK2 (Carna Biosciences > 09CBS-0983D){4 L5 nM > 48 EFE

HH - S5 FB{4E50 mM Hepes pH 7.5 ~ 0.01% Brij-35 ~ 10 mM
MgCl, ~ 1 mM EGTAH » {50 nMBE B /= He %236 (Invitrogen -
PV5592) 2 nM Eu-#1-GST (Invitrogen > PV559N)FE RN E{L &Y EE
NHEETT o RHER Z EHM AR IS E T

B E > Ao PAE(EEYIR - EAF 376 nM 2 Kd
g -
BA7. &0
7.1.  JAK-STAT (55 E2ZE 5} 7

AL (HeLa)dl AT 455 4£ 2 H 10%E A JE(ERE 4% ~ 100 U/mLFE

Bl & K 100 pg/mL§#E &  Dulbecco X, 4 E Eagle L 5% & £ (Dulbecco's

% 81 H(EYEHE)
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Modified Eagle's Medium - DMEM) = o JE i1 4 B A 70%[0E & {55 FH DA
AL o 287 nLAiME & A 2 20,000HAHATRI40 ng pSTATI1(2)-
Ot Z i ¥ B 1 (Panomics) ~ 8 ng LacZHE T ER/RNE H B HE T K
52 ng pBSKf# A& F1.0.32 uL Jet-PEI (Polyplus){E & 8 4y 5t Bl LL 96 7L £
BB AEEL - £37C10% CO,TIRKRIEBE 2% @ BirEiigsE
B o RA075 pL DMEM + 1.5% A E BB 1M0E - FFE60 minjKf06.7
BERE LIS ulib&Y) - HEE®RINIAE33 ng/mLg & IRE T 210 uL A
FHOSM (Peprotech) o

H20 uMBr — W (7 - Bl 12 2 17 1/3 388 &8 #f B8 (S 5T 8 {1 B = (20
uM-6.6 uM-2.2 uM-740 nM-250 nM-82 nM-27 nM-9 nM)) Rl BT A B
B > wmERE F0.2% DMSO -

F£37°C > 10% COr NI B Z1& - i 4 B U5 i8££ 100 (T 5 i
4 (&% /FL 5 (PBS ~ 0.9 mM CaCl, ~ 0.5 mM MgCl, ~ 5% 3 fg -
0.025% Tergitol NP9 ~ 0.15% BSA) -

FEMFEE20 min)R 0180 pL B-Galia % (30 uL ONPG 4 mg/mL +
150 puL B-2FF0EH 4% #%(0.06 M Na,HPO4 ~ 0.04 M NaH,PO4 ~ 1
mM MgCl)){E I 40 pLAHAE % i ) 58 BB~ FL0E B B S ML - 8 R0
50 uL NayCOs 1 M{Z |E [ JE - #£405 nmfe 58 AL E -

fEFI40 pL4HAEEAEY) 040 L Steadylite™ (%0 %L %& 7 (Perkin
Elmer)ff7 f& 70 )£ Envision (Perkin Elmer) | &= A& L Z g )& M -

{8 10 uM 2 JAKH & & 1F 5 F5 ME ¥ 8 (100% 1 &) - {5 FH0.5%
DMSO (0%l &N IE Bzt ¥ I - BBt REMEHE AR Ez & T H]
gortbs (PIN)E -

% 82 HEYEHE)
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WHE o= (EERIFEAL THE 22 - EEYFLEZRE
SN R G 2B ) PR DL BB AL T O E & 8 e -1 I il 38 A
B T B Ml E Z & D)) < 100 e

HHEE-KIEFT AN CEYERPING > HEEHECsH Bk H
R R XIXH -

FXIX. JAK-STAT ECsof

LEYIRIR ECso (nM)
1 9225 ~ 625.6 ~ 987.7 ~ 1767

7.2, OSM/IL-1p{= 9 &2 5 f7

B1oR OSM J IL-1B {7 [E & 38 A 22 808 4 &8 4l A Bk SW1353 e 2
MMPI3 & & - A LL1S,000{E 4 A/ FLREFE R 96FLIBE R T 2 H 10%
(v/v) FBS K 1%75 i 2/ 1 2 (In Vitrogen) 2 f£37C 5% CO, FIEH >~
120 uL #8 & DMEM (Invitrogen)d « I A 15 nl{E&EWIE & H 2%

DMSO > MI9tzE R T FHE S » A A 15 uL OSM K IL-1pfE 2 1/

% DLUE F25 ng/mL OSME 1 ng/mL IL-1p > HMMPI3& E LB % 1%
48 Wirti R a AT EMN - DL &E M ot ERIMMP137F
Mo BEEEHHY » fE4C NHRFE24/NFH35 ul 1.5 pg/mLig A HEMMP13
i B4 (R&D Systems > MABS11) & & & i 384 7L £2 & & (NUNC >
460518 > MaxiSorb black) - fEFIPBS + 0.05% Tween St &2 2 1% >
HE4°C NEPBSH H100 ul 5%H% B8 #L¥r (Santa Cruz » sc-2325 » Blotto)
PH B 78 6k 45 & (ir BE24/NEF - BE1& 0 FIPBS + 0.05% Tween 5t Jfif £L W9
Ko HARMAE100EmREBIHET & #E ik 2 AMMPI3 2 B8y FEK 2
35 uL /10 %K - HAE=ER T B4/NE - fE{& - APBS + 0.05%

Tween 8 R FL WS X - BE&R A A I35 pl 1.5 mM 4-fg B 5K L Lok
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(APMA) (Sigma > A9563)5 K HAE37°C T 8 & 1/NK # T MMP13 5%
& - XX HPBS + 0.05% Tween & ffFL > HA M35 uL MMP1352/8
(Biomol » P-126 > OmniMMP# Y28 ) o f£37°C FTE B 24/NEE 2 1% >
£ Perkin Elmer Wallac EnVision 2102% fE 0 S HI 22 G 305 & ¢ 320
nm - AR C 405 nm) BRI EZH 28T

MHIE oy be= (FEEBEL TRE 2 & X- TR e YEL
AN R SO E 2 B ) BR DL IS S B AL T O E < 8 e - A1 I il 38 )
1 5 B SORIE 2 k) < 100 -

BEms > B FHNRCEY IR > EHF22425 (=
1098.5) nM_ 2 ECsofH o
7.3.  PBLFE 57

FITL-2 30138 AR 40 B i i bk S 4l A (PBL) - H  f§ BrdU%S & 73 7
MG JE - PBLE St FIPHAR 72/ N0 DLEE S IL-22 88 » B 1% B H &
B 24/NE DARH (- 40RO 3G 7E - B 1% 75 4 17 TL-2 00 050 72/ B (L 4 24/ 1N B
BrdUfE:D) « fEIL-2)R I A ARG L &Y TRE S 41 h - HiEEE
£ 10% (v/v) FBS 2 RPMI 1640 k2 & o
B8 ZRNGHT
8.1. PK/PDHFZ
8.1.1. HHEYTHMEGZE
8111  EBHE

I Bl H AR B Eh e A PAFE BC R W A R [ER E (25 mg K 100 mg)
BEPANEEWIEALEY1IHCLILOP A B X & OB 1% - (@
BRI MR8 & R (43 & Jy) ZPK -

5 84 H(EYEHE)
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L4 B 2 /i R ZERE - B H Mg K - f£08
B HT8 mingE 17 minfg it —
12 W R 45 82 2 B sUIE P ER 206 R 1 WG T 1 E

PR3IRFFREA -
DIEBETL (4 x 25 mg » B 1 x 100 mgh¥ 38

AETOM R AU Z & ~ 8

1 HCL.3H,0H % 10 mg/kg. 11 B 5| =
FXX. 25 mg k100 mgjE S 4H Bk

111F03H29H FsefZik

i%a) 25 mgfRHE 100 mgE%E
glev=x7]! 25.325 mg 101.3 mg
Acdisol 4 mg 4 mg
Aerosil I mg 1 mg

Avicel 243.1 mg 71 mg
TEAERR 1 mg 1 mg

A = NI
‘TEmEE  H
° FEIB R [E]

DB EEDSEEY)
c BRBHMNAL TRXXF I -

BEAKG mLEI0 mLEORADRELIRBTREHE - SFHY
FREVigE—

FAETORF (LB R b Z ) H R AL /6 %1 h~2h~4h-~6h-38
h~ 10 h k24 hE SRk MW E 2 #FREE S -

5 1% %8 B L (FE4C T EEL2500 g 10 min) HM/RERFmMAE > A
W HEEFEA-20C TEETHT -
I 55797

REEZAERY M EREME RS e E U RFEAL
ZREARERGEEN > HEMEAERNEREN - HPL2EES
H&ERAE(HOI%HER) LRFRIRAEEE W 1{E B WNAE(FL 150 ng/mL
e

FE4°C T B e R
eppendorf 96 LI &M T FE LB R -

8.1.1.2.

& KOHE L Z 1% > 0.588 FR HPLC &) /K £ midi-
R B HE & DU PR B o
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AN - A& T o (£ H Waters TQS'E zE & #5 -1 LC-MS/MS§t #f — %
FIFE PR VCFC A 28 ke mh B A RIR B bW Lo e ot -

HIREGYI1 - Waters TQSH A HE 1,00 ng/mL (R &8 7 FE 1% ot
EETR)ZERARE#MA000 ng/mL Z FEAEH GREEHE -

SE Y 8 77 £2 53 A (% (5 A WinNonlin ™38R £8 Al ACS.3 > 5 2K B (i A1
V) L REHELT o EAIEER AT HE PKZ B (Crax © Tmax » AUCo-2% ~ ti

%) -
45 0 S PR DT 2 8 3 G B DR A A 6 5 2 R PK 2 B
S

RS AV ZEEBE MR PKS B (Cuax X AUC) Z I &
R - GRAETRXXIKE 10 23] -
RXXI. HEYHTHERFER

m=xzijizey Pisdia HCL=XKE&Y
BIEEEREK L) | 4 x25mg/kg | 100 mgkg | 4 <25 mgkg | 100 mg/kg
IEFEAUC (ug.h/mL) 10.4 11.1 33.6 21.7
Tmax (h) 6.0 8.0 h 2.0 2.0
Cmax (ug/mL) 0.894 0.797 3.05 2.63
T (h) #1&]4.43-8.96

el (EFERP-OECORA  AEFHESAHCIZKMYES
BeAE > Hd ER RGBS Y1 .HCL » R I 24 G T8 552 il & 1 78 3 i W &
& BRI 3 TR AR By diE 2 51

AT o ANE 10 ERTERIE > FHEME RAE2EBEBRET - (&Y
LHCLIH O REER YL » HE{E P IB R R 2GR NEEE > Hi]
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)
T

%W
/

H

iy

BREEVGETFE > HREMSEBZIHEM - Bl EEE MR
Vi-SEYIME B F A -

= A v s = o - 1 01 7 NG W w2 L o N =1 S
- BEAREAASH R LB ETRY - ShERERE - it A&8#&
1% fige |] ' L B BRSO R B AL T 1 B B A S5 HR Gl o A BB B HH 55 B )
# 8 @B N A ILEE IR EENH T - HiL - A#HEN
A FE B AR A o i PA T H R B EE R EE Y RE -

AFHAF R AT ZATA &5 ZE (B E AR E A 5 F A H
i R LSBT 5 2B AR SO g8 & B 2 B 28 i st L (A1
st 5 R 5 7 oy R A — RR DA ST R AV 5 S BF AR S H -

EX R > HUEELaY 2t FEER N CRETENRE
RN EYMEE o R o (b aEM ey =2 -

WMAEAHFBRERFTGEHAML S AP 8 2 20— B(EELTH
AREFEmENTELEamtEEEXEE L AERES - HEER
LML ER EE - AT LD AR < AR A2 0B #5 Open Eye Software, Inc.
& > Lexichemdy &4 T E » & MDL, Inc.H & ~ Autonom# & T. B - {F
e~ LELWB RS EFEAEEZNER S > DI HIEREE
ﬁ o
2% 3R

(CHMP), C. f. (18 November 2004). Guideline on Clinical
Investigation of Medicinal Products indicated for the treatment of

Psoriasis.
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