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The present invention provides compounds useful as inhibitors of Tyrosine Kinase 2 (Tyk?2), solid forms
and compositions thereof, methods of producing the same, and methods of using the same in the treatment
of Tyk2-mediated diseases.
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The present invention provides compounds useful as inhibitors of
Tyrosine Kinase 2 (Tyk2), solid forms and compositions thereof,
methods of producing the same, and methods of using the same in the
treatment of Tyk2-mediated diseases.
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TYK2{% & 050G < G4 ET 5B (Janus kinase » JAK)ZXIRHYIE <2 AEE
W B BB R B - WA BYITAKZE EHRPUE L 2456 - TYK2 ~ JAKL ~
JAK2 JtJAK3 - JAKE H (BEFETYRK2) SR ZEREE G0 A ] D
HY « TYK2BATR R ITRIAH A/ Z 2 BB DA fe B R TR IR A7 88 ~ M AlE 45
B R - BT RE S HNE2EEL - 2HTYK2E L Z A
1+ /4 F#BZE (HIWIFN-o ~ IFN-B » IFN-x » IFN-§ » IFN-¢ » IFN-t1 -
IFN-o & IFN-C (78 5 PR #] & (limitin))) &/~ 5 & (Fl401L-4 ~ 1L-6 ~ IL-
10 ~ IL-11 ~ IL-12 ~ TL-13 ~ IL-22 ~ IL-23 ~ IL-27 ~ IL-31 ~ 8 EM -
ERHE =R LiEEEERE] - LEEEZFEHE N E KLIF) -
Velasquez % A > T A protein kinase in the interferon o/f signaling
pathway, ; Cell (1992) 70:313 ; Stahl % A - T Association and
activation of Jak-Tyk kinases by CNTF-LIF-OSM-IL-6B receptor
components, ; Science (1994) 263:92 ; FinbloomZ A > "IL-10 induces

the tyrosine phosphorylation of Tyk2 and Jakl and the differential
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assembly of Statl and Stat3 complexes in human T cells and
monocytes, ; J. Immunol. (1995) 155:1079 ; BaconZ A - ' Interleukin
12 (IL-12) induces tyrosine phosphorylation of Jak2 and Tyk2:
differential use of Janus family kinases by IL-2 and IL-12, ; J. Exp.
Med. (1995) 181:399 ; Welham % A -+ ' Interleukin-13 signal
transduction in lymphohemopoietic cells: similarities and differences in
signal transduction with interleukin-4 and insulin, ; J. Biol. Chem.
(1995) 270:12286 ; ParhamZ A > " A receptor for the heterodimeric
cytokine IL-23 is composed of IL-12RB1 and a novel cytokine receptor
subunit, IL-23R, ; J. Immunol. (2002) 168:5699 - JE{L > TYK2[E 1% 445
E—THBRLLERBEEED » PIUSTATEE 2K E » BFESTATI -
STAT2 ~ STAT4 & STATG -

H1IL-23 2 TYK2 J& {b B 3 % 14 B 9% (IBD) ~ 52 [ (K 9% (Crohn’s
disease) B E M4 B X MHREE B - DuerrZE A > T A Genome-Wide
Association Study Identifies IL23R as an Inflammatory Bowel Disease
Gene, ; Science (2006) 314:1461-1463 - TYK2{E BIL-23 7 NN EY)
IR R R ~ BRENREME 2 3% K H BRI E (Behget’s disease) FRE/EA -
ChoZ A > T Genomics and the multifactorial nature of human auto-
immune disease, ; N. Engl. J. Med (2011) 365:1612-1623 ; Cortes5¥
A @ Tldentification of multiple risk variants for ankylosing spondylitis
through high-density genotyping of immune-related loci, ; Nat. Genet.
(2013) 45(7):730-738 ; Remmers & A ° " Genome-wide association

study identifies variants in the MHC class I, IL10, and IL23R-IL12RB2
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regions associated with Behget’s disease, | Nat. Genet. (2010) 42:698-
702 ¢ 2,622 FBH A K 2 (RS 2 4 R TR RS B 5k o 5€ 2 U R S B I A B
TYK2 ” [5] ~2 Bi ¥t - Strange=E A » " A genome-wide association study

identifies new psoriasis susceptibility loci and an interaction between
HLA-C and ERAPI1, ; Nat. Genet. (2010) 42:985-992 - TYK2  5|fx 5(
i e 5% e I8 1 000 o) 20 4000 ) B8 8 DR TL-23 R IL-22 " AR B 2 f7 ) 3% -
IshizakiZ A -+ " Tyk2 is a therapeutic target for psoriasis-like skin
inflammation, ; Intl. Immunol. (2013), doi: 10.1093/intimm/dxt062 -

TYK2JRAEFE W Rl ~ 18 14 FH 28 1 fifi 55 (COPD) ~ Fifi g fe ZEME 4 4 (b
FIFORm F R o AT dHRE S 4= (GCH) R &6 73 00 18 2 (% A IL- 1355
2 TYRK2E{EE » Hi#EE{ESTAT6 - ZhangZ A » ' Docking
protein Gab2 regulates mucin expression and goblet cell hyperplasia
through TYK2/STAT6 pathway, ;| FASEB J. (2012) 26:1-11 -

R ZTYK2EMER RER AT RN B EREFE LR - BIAE
FECRMERA G SR 2 MR AL » AR | o (R 2 Tyk2JEME (R T, /T, 174H BH
AN EREECBEOBE B R Z FEEGCHESE - IshizakiF A >
" Tyk2 deficiency protects joints against destruction in anti-type II
collagen antibody-induced arthritis in mice, ; Intl. Immunol. (2011)
23(9):575-582 -

FASEFIEMEE - TYR2FIBR/DNEAEE R ER REKFHE R (EAE > %
F M EMS) Z PR A R 58 2t > fE B BT CDATME 2%
o HRAAEMS T - TYK2H R MECDA N B RIF 2 #EEREE -

Oyamada % A > T Tyrosine Kinase 2 Plays Critical Roles in the
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Pathogenic CD4 T Cell Responses for the Development of Experimental
Autoimmune Encephalomyelitis, ;| J. Immunol. (2009) 183:7539-7546 -
I it 55 e AU B T2 R 3 10 L TYK2 R ER BFAMS 5 UM e B 2K - BanZE A >
" Replication analysis identifies TYK2 as a multiple sclerosis
susceptibility factor, ;| Eur J. Hum. Genet. (2009) 17:1309-1313 - TYK?2
ZYJRE 5 TR E B AL T Z il B e UV R BE S F AR - HEE 2Pk
HHTY K2 B Ja BEMS 5z HoAt CNS Hie B8 85 95 fiE + 2 fEH -

TYK2{HIL-12 f IL-23 4L [E 2 i —(F 5 EHEF (E « TYK25FRIK
DN HEAEBSAERNFE L R REE - BREER (imiquimod) 5% H
A R R R 5% R R IR I A T M E2,4,6- S AR IEIR SR B 2 EB K -

BETIFNE S E E AN B 2 5 143 IRE (SLE - — 1 B e R R
E Y H% & 3 S HBRA TR TR B Dy e 28 S B AR BT YK2 2 fi] 2 5 AV B &
FATE AR E A ZEEM A Z KR ZSLERYREITH  SigurdssonF A
" Polymorphisms in the Tyrosine Kinase 2 and Interferon Regulatory
Factor 5 Genes Are Associated with Systemic Lupus Erythematosus, |
Am. J. Hum. Genet. (2005) 76:528-537 - 2 5SLE ” g2 ¢t ¥ R Z{ZEE ~
R 2 BN M R B RTYK2 AN EBISLE Z 6 2 = AH B
M: o GrahamZE A » T Association of NCF2, IKZF1, IRF8, IFIH1, and
TYK2 with Systemic Lupus Erythematosus, ; PLoS Genetics (2011)
7(10):61002341 -

EERTYK2FEERFERBEE TR EEAEH - ATYK25(FR/NEE R
218 AR E METHI AN IE - HNZRRE R 38 2 - ZR1M » 8% 5 UE L R AR
F(NK) 4 i 5 ME Tk EEBR 2 A I AE BE - R A TY K240 i) B R = 7
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7 B 8 R R E S HE R 2B o BB HMTAKSUE R & (FIATAK3){E
PELG T EAHOER  BRRTYK2S R E /D HE S UHEE 2 (E5RE
BRI E R E DR ESE - IR ERER - Simma%s A >
"Identification of an Indispensable Role for Tyrosine Kinase 2 in CTL-
Mediated Tumor Surveillance, ; Cancer Res. (2009) 69:203-211 -

ZAT > B Simma % A A T4 A S 1 bk 2 SR 4 A 14 & 197 (T- ALL) i 58
T ET 2R R E T ERYE 0 T-ALLEHTYRK2&HSTATI &
ZEREE S ERENIL- 10 A& i 3P4 E T & O BCL24E R 4l A
FiE o TYK2 ~ IR A TAK SR & 2 k55 BV Al £ & - (e (B4
i < TYK2 2 %7 2 M 0E (L 28 2 1 #5 FERM 45 1 35, (G36D ~ S47N K
R425H) ~ TH245 3 (VT31D) FOf B & B (E957D K R1027H) 2 17 FE (L
ZE8 o R IR B TYK2 2% Ee ) as ¥ 70 g ke B 2 s (R 0 78 B9 » It
J9A R TSR ZE 8 (E9S TD) SN BUINAE i IR I 2K Vi 22 8 (MO 78 Y B M9 7 8F)
CTYK2BGE g% 40y o« SandaZE A » " TYK2-STATI1-BCL2 Pathway
Dependence in T-Cell Acute Lymphoblastic Leukemia, ; Cancer Disc.
(2013) 3(5):564-577 -

AL > TYK2 2 BRI 2R & BAIL-10 K/EBCL2 R HERE <~
EENEEREE  fla070% 2 5 AN T4 A Mm% 3% ] - Fontan % A >
" Discovering What Makes STAT Signaling TYK in T-ALL, ; Cancer
Disc. (2013) 3:494-496 o

TYK2 /& 2 STAT3(E 5 E E/ & m 5] & B -B (AB)IKSI
7 AR TTATRAZE T » ABREEI%STAT3 2 [R5 TYK 20 8 (L B EUR /D 2
HEETT ISR T - BAEM 228K B8 L SE RIS T ZZ FISTAT3 L B
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B (L3 im0 - WanZE A > T Tyk/STAT3 Signaling Mediates B-Amyloid-
Induced Neuronal Cell Death: Implications in Alzheimer’s Disease, ; J.
Neurosci. (2010) 30(20):6873-6881 -

JAK-STAT(E R EE R G2 Bl L2 4 R UK BEPEFTHEER Z
B B2 (935 88 - Xing% A > T Alopecia areata is driven by cytotoxic T
lymphocytes and is reversed by JAK inhibition, ; Nat. Med. (2014) 20:
1043-1049 ; Harel % A - T Pharmacologic inhibition of JAK-STAT
signaling promotes hair growth, | Sci. Adv. (2015) 1(9):e1500973 -

AL IR TYR2EME ZALEaY AR - CHHIAK2BEHEEE N
ZHMEFEEY) - ZF(LEYIEREAFNMIEE A AT IR~ —E8 % H
BT AR 2 HI I HE BR < Bl R By 82 ER B2 K7 g -

RIETYR2HIHI B RN ER] - (B EET R EEA EHWNECH
HY S BE AR R 1B < AR - 2B E - BRI ENE - HEHATAK
MBS CCHIAK2) B B R ADMET (WU ~ o ~ (U~ FR K /=2Es
MMEZALEY - HIb - fF—SLEHfIT » RNEFREHIAK B REEE
M2 TYR2HIHE]

AIAEVEREAN ~ /AR WNEE Mg AT o AP EaYWER
TYK2E( H 22888 ~ IR 2 B M o JERRIN B E S {ETYK2EH
ZESEEG 2 s I (LA ME R /B 1R E  Ae 12 R BCATPRg & M 2 HIIEY o #fr « &
RIGREAIN T EEMHIESE S TYK2 2 fE 07 o vl #E i DLT 5 208 A0 i 2
e L& & 2 RS IR EE i O MR A - BRI ST/ TYK2E & 2
RE &S SRRl L & - 55— BNy » vl 35 i 73 5 5 Bl e 1 &1
Bl&E & Ho R s A Bl s & 2 SRR ERCiE < TYK2— /R E - 1]
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T 7 AR TY K241 B 2 AR MR B RS A1 B & RS A 7o A B4 (911 40) 22 S A5 |
5 ZHF AR 25— 225 SRR R I S 38 R LA o A o R o AT A
A METYR2 B 22 88 ~ HIHI B 2 b &¥) < st R B s T SCE
B o
WAL FATRfiTsE " )&% (treatment ~ treat 2 treating) | {4f5 20 & -

4% FR WA ST (6 I 2 R 975 BIOP RE BH — B S AEAE AR ~ 2 38 HL 2% ' mieHl) ) L
MR o AL — S EHOIF - 8 E RS EE R BB E o £ HME
FE B BIAE R FEAEIEAR LB TR BUGHE - BOIIMNE » AR S (E AT
(50 > ZEFOREAR & FFE S Fe /B EE e 18 B LA 5 R M R 3R 1) 2 TR A1 A 4% L
VAT o IR ATAEREAR M AR 1% 8 8 E R LA (B0 TR B B HAR 2% -

AT B L &P AR TYRK2HI G A BB o] R /e R — B S B TYK2 8¢
HzeB gl EMMER ZIRE - Nitb - fE—EEHEOF - RFHEEHLE:
TYK2M B ZRIE L 7% HEERAFEZ BB RAAZHEaY
BSBE PR Z AR B -

WASCHREA - AT 2 flosh " TYK2/E 2 IR/ - FRIR &/
BRI B TS C A TYRK2 8 e B EGHE(F 2 —FRIm st A F R - A/
I AL S—EHAIARANGR — 2 BE M TYK2E K 2e S a0 /F
AZEFECR R ERE - ZFTYK2ME ZRNEEJERIRR) R
RT3 RIRIE ~ WETEMIRE ~ N R ~ AR IE K B RS AT A
ZIRIE ©

FE—SFHAIF » KEFREEERE - ERE 7L Hbiz%s
TPRIE H 28 B B RS RIRIRE © 2ERIWIE ~ WIEMIRE - N IVRE - A
iE S BGAEAE B R IE » 5% TA B e R AR E L BB RBESHUE LA

+

W
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FHU b KB 48 E a2 2 YR SEH ) -

E—EEHA T > ZREREREEIRIE - £ —LEEA T > &R
EHEE S 1R RIE - 25 MaOIRE - %ML - F R - HER
iE ~ POEMSYEREE ~ Wi ~ BB S R K3 RMEER -

FE—EEHG T > 2R E R RFIE - £ —SEHM T - 8 RIHE
HEEGRIER G R ~ Rl ~ 12 VEPH MR ~ A R - AFRER ~ WK
W~ EBEEE R - FRMEER

HE—SEE A > ZREGEEMIRE - £ —SERA S - EEM
EGILRERE - A£—SEEHH T - EEMFEARE MK © £—SE A
o BMAEAHTARE MF - A£—SEHEAT - TAR A B GTEEEME
MERAREM: 5 s (T-ALL) » fe—SEHEAF - $EIEMIH E G E M4l
BRI ~ B RS AE(E - R g s/ MEE 2 E -

FE—SEEHG T > ZIRERN IR E © A —EFHAF > A0
TAIE (5 2 BEMEON BLE (5 BE ~ BRI IE % #F (Crouzon’s syndrome) s 1 8!

FE—SERH T > ZRE R ERIE - £ — ST - MERIE
P 22 B BRI -

S EHEEIF - MEMIEEATYK2 , — S (HE (R 2 SR - £
—EEHH > TYK2 ZJE{LEE(RFERMGREEL - TH2&E B0 B &S
28 o fE—EHEH T - TYK2 ZE(EZR 2 ABEEEH G36D ~ S47N -
R425H ~ V7311 ~ E957D &,R1027H -

fE—SEEHG T > 2 EEREAMEE o AL EHE T - B AE
B IR IE R AE P R BRI T 29 -

!
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FE— S B - W E BLIA 4B 3R~ TL-10 ~ TL-12ECIL-23(5 5% (&
HAERH o AE—EFHA T - ZRERI B REEEMHEMR - %'
Fa o 5% R iEFRIL-10{5 57 FEAMHER - f£ —SLEHAIT - 2 REHIL-12
(SR EEMR - £ —SLFOIT - e BLIL-23(3 SR E E AR -
AR IEE YN A Va8 2 B 2 4% R B0 BRI - Bl i
T~ BB R - RUMKERX - 1R - LIPHALH - BEELER
WERZAE - BB ABEUEME R - P - RKEWEXERE - ALIRE
EHMAPRE - 2E RXEE - REAUXEE - BIEREEREE - BRI
IRKIGVER L AR RAE ~ 38 A8 R 7 i < HoAth 3% 3k M BB B i
A2 IEE YR E] A H AR EOR (B0 B A 4% R M o~
PRIREUR ) - B0 - JEFRIREE R ROm L (BB B B ~ 45FE SR - B2l
MAEHERXRERERER) - RELS T ZEF(EFBHEMN S R) R R
BA B REH D BUR A < & K M ER - B E R R IR 2R fE (F1 40
B E M ~ P A P bgE I & i - B 4l 4T ofn RV & i R R 48 M i /N R /D
E) ~ 25 HLIIRE - FEURMRGI R - ZECE R - W EE - BEEHIEK
A ZF B IR (Wegener granulamatosis) ~ fZAll 3% ~ 18IS E AR R ~ EAER
EJy ~ SLRE SCH-QUER MR E (% BF (Steven-Johnson syndrome) ~ FF 31 3%
MERER - B 88 e R RIS (B AR B M 45 R 3k R e & (R ~ RS BRI (%
BE > FLEER - BRERE R~ EIAER - BN - BU/NBERER - BB MERE
23 VERE(E ~ WorbiRIA ~ 188 R ATER )% (Grave's disease) ~ AR
Al 3%~ A8 M MR 3R~ R EEAL - BREEVERE T EEE(E ~ AARE R
(il 7] &) B 3R Je 1% B B SR ) ~ B AR B IR JE (% BF (Sjogren’s syndrome) ~ §Z
M AEER RERZAEER - ME Mgt - T RmIREEGR - 25

H
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MEgh AR S MERAGN SR - FRENVE DM B < BHIT MO R ~ B3R - ME X -
R BEEMBR - BARME R EA REEIRTER - fIuaiE
R 2 M B0 O {58 BE BN B B M AEER  FENBEREA
iE > $9ln BR TE AR IR BR - B OCER ~ AR - &L - BR - KR - 1B AR
MR R - LAER ~ BLZE4E - B2WIE - EHE - BRARE
%~ EIEREEME - LR - B LEEE - BRE - IRTIMRERE A
B~ HERKJH (Behcet’s disease) ~ B R K FIE ~ fHE TEK K (Paget’s
disease) ~ FEfeisk - EHEM BBV PVE B - Rl GBS K IR E &

B~ R BE > LRE R KR E RN - SRS - S
e B B - WS HALERIY A ~ BB IBEURE - BB R - IRBEHK
M~ ZR(EWEAEE 2R - COPD (5F ~ REH X - LRESNKIEN -
B ECRER AR ~ BfR - B - BRFEEZEEG - s
B~ ZdnE - gNIE - LIRS REE 2B MEL - AL R - BE
ALdm D ~ BOGIRBR %~ SOE AR E (Addison’s disease) ~ @ V& #F - 1AIE
PRIFEC2AIREPR 7 ~ BIRE R ~ RAIMELE R - Rl ~ BEUE - IR - 4
YRER CXRERX - FERX - FEHEHRX CEER CBEEX - BMEEY
HER ~ 45R5 3R ~ 4EFESR ~ TEREIRR ~ AR - RBER - R - AR
R~ LAESR ~ FEANER  BR - NBEER - BEBRE CIVEX 5

B 32 ~ @RaEZHAE S ~ B3R - HEX ~ T-8F “IK KB JH (Henoch-Schonlein

purpura) ~ 3% ~ {EERMITHR R ~ RIEHREBHAT - B A R
LB R BERER - BREROAIR WK - B3R ONER ~ AKX - F
Ko~ B3R~ BREAESR - BERR R L EIR ~ BERER TR - BgRE R - AFARR -

Hifi & (pneumonitis) ~ ffi X (pneumonia) ~ Z AR ~ HEE R ~ AUV R ~ &
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HEX SR CRIERX - BERXR - OX - BEX - X - B3R
BB R  RERER ~ BER - M8 RSN R

E—EEHE T - TRBEAFH G REFE LB REIRF REE ST
KAV ~ 18 M EVMERR I SR~ A RO~ AR EOREME R SR - BEUR MR
Bk ~ I FERABEVRMERGI R ~ 2 B M4 RSS2 MR R (SITA) ~ B
HE H MR Z B 8F (CAPS) K& BRI A

E—EEHA > RS TRBRE Z# R ERIF R T IE Ty 17
R o AE—EEHEHI T > Thl 7/ B2 iR G E 2 5P RE

2 S MR (L R 3% 3R MR (BL R e f2 IR BOR B MG RS 3%

FE—EEHER T - TR AR TR IB R L 3 R MR (R B H B
BEREEEE ~ BEMERIE - BRI R - IRIE 2R (FIOIR B M - &5
R HRMTEAEGERNBEGHE R REE LS T Z5RIF (P08 5=

K) e

tIJtH

Zf,

¢

BES » AR HRBA S E R AL W B4 2 2 BE
KeEVIBUERI VIR HZE - HAREERREEERRERE - 8 RWE
B T MR E BUAE B A I 3R R RE R BE A -
=y s

i 15 B R Z Fr E R L ERA I E > BRI e R &Y
CIRBHINEGER > % F IR B SR B LUBEZIF I o WA AT E
BB B RIR BRI < AN BB Ry T B ATIER R
SEALS P/

FEFREE G T - AR i o A Y B s — e R o e -

JRATEUA SR IHAE A & L FEH Z E HIE RS CRIRFY) © F R P24 788K K

H
Faﬁ‘&
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i 2 A > B4 Aricept® FzExcelon® i FIFAHIV 2 &M > BIATFIFEHD
Z (ritonavir) 5 A IH <& & W 2 A B Bl > §1 W0 L-DOPA/ R tE % &2
(carbidopa) ~ B ft F FH (entacapone) ~ && [t JE )& (ropinrole) ~ I i1 72 &
(pramipexole) ~ J&[Z = (bromocriptine) - 5 /5 £ f7 (pergolide) ~ Z/BE
(trihexephendyl) &z Ml fE 5 FIFIEIR 23 MEE(L(MS) Z B2 - BB+
HBZE (40 > Avonex® & Rebif®) + Copaxone®J [ 3T i (mitoxantrone) ;
FH A R 2 G - B0 b T B BE (albuterol) K Singulair® 3 F i G H
ooy FE < BEH - 40 5 & % (zyprexa) ~ 4E A (risperdal) ~ & Iy
(seroquel) & %, JKk % (haloperidol) 5 #i 3% R Al - #1407 B A E ¥ - TNFH
Er Al ~ IL-1 RA -~ jf W2 I 15 (azathioprine) ~ IRUEEE B M s B ZE fu &
(sulfasalazine) ; % & 38 &7 Kk % & [H I M &2 & > @l 40 8] 8 &
(cyclosporine) ~ fif. 52 52 5] (tacrolimus) ~ FH# & (rapamycin) ~ IFFEF
frEE(mycophenolate mofetil) - +183& - fZEAGEIRE - EBEBEEGERE - b0
1o Rt ZE AL G B BERT > P - ZERMEaRENE IR - MAOH]
A~ TIEE - DLEREE - B ETRETR - FE M (riluzole) K #i fiH
ECARREE C NERLME RN < 858 - HIaB-FRETR - ACEHIHIA ~ #]
PREE ~ W BEER - £538 E PHET A R S At 0T (statin) 5 FIFYVE BTN < 22
B0 f2 B AR E BF - HBERE (cholestyramine) ~ B R KFTHHEE © ARG
BEMRIFE < 8281 > Pl BHER - O mRERERRTF 5 EREW
BB E) SRR EEE > (A0 AN B PAS OB (B » (38 Bl SR 401 1 25 Rz
CYP3AAHIHIEI(FI40 - HE B (ketokenozole) R FFEARE) K IR /B %
A FE e < BE R - fldy-BREE -

FEFEFHAIF » KEH HEGFEEARHLEE B a2 2 Hay il

L
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BERRF RS B siRN A ST 4H & 1% 5 o

R ERASNEE R O] B PR B R A o IR BE B2 EEE X2 —
oy - Bl o WHFERI N HE R Y —8 oy KB —HEY AR
{EEVIREE K - BIERZ(EEE /TR — 888 > RIIWd fd & 1 3] =]
[EIHRF ~ (¢ FP BAE — EZIRF ] AN IEE ~ 3B AE S /NI I EEFE AT

WAL R AT " 41 & (combination ~ combined) ; K HH B it &5 (5
15 [F] B BUR Fr A BUA S IR R A © BB S > AHIHE G S —Ia R H
5] BF B P LA o Bl By B (i ) 28 G D B — B i ) 28— e R B o

FAER AR EHEEY) T 2 BINEFER 2 85 B e 3 e H A
BRI — S EE R e T BRI 8 - i - A rE e
PERIINEREE R 2 B B & ek SR E R — e RS AR 2 dH e T iE
EHTEEE 2 450% £ 100% 7 #EE K -

E—EERA P > KFFRREEE G UEEY Rk — S BEING R
ZEHEY) - ZoaRERE A AL EY —ERE > SO ER e S Y% 2 Al
B AR o AN i — P E R AR MU B R o AR E A 0 =
L&Y s e R B < A S 2S48 ~ 105748 ~ 155788 ~ 305788 ~ 1/
2/NBE ~ 3/NEE - 4/NBFE 5~ JNBE - 6/NBF - T/NERE - 8/NEFE ~ 9/NEF ~ 101
BF ~ 11/0NBF ~ 12/N8F ~ 13/NBF ~ 14/088F ~ 15/8NHF ~ 16/)8NBF ~ 17/NBF 018
NGRS ER o AR HAME G T - AMEEY TR aRE 2 & &S e ~ 1057
$ ~ 159788 ~ 30508 ~ 1/NBF ~ 2/NBF ~ 3/NBF ~ 4/08NBF ~ 5~ /NBE ~ 6/)N
B~ 7/NBF ~ 8/NBF ~ O/NBE ~ 10/NBF ~ 11/08NBF ~ 12/8BF ~ 13/0BF ~ 14/
BF ~ 15/NBEF ~ 16/08N8F ~ 17 /8B E01 8 /NHFFEEA -

R —EHH T - AEEEEEREAFEZEZRBEAM LY K
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—EZFEEINEERIAOE RS RMER - IWEBURMN 2 7% - ZFEINE
BB FovIN oy T ECEE 4H A Vs B B L4 (B1130) Z B B B (acetaminophen)

JE HH & BT fi 3% % 4% ¥ (NSAID) (B 0 fo] H#r UC #% (aspirin) ~ 47 /& 2
(ibuprofen) ~ ZEI& 4 (naproxen) - {XEGE [ (etodolac) (Lodine®) & ZE 5k £
i (celecoxib)) ~ Bk 7K Al g (colchicine) (Colerys®) ~ K7 B 55 & BF (41 20 3
FEFN (prednisone) ~ I REER = (prednisolone) ~ H AL REERIE - | (L AJRMR
(hydrocortisone) k& 5% #1 Itk 8 ) ~ N ki &F (probenecid) ~ i VE 1% fiF
(allopurinol) ~ JE #fi & #H (febuxostat) (Uloric®) -~ W% B¢ ZE fiI &

(Azulfidine®) ~ ¥y JE 5 2 ( ] 40 ¥& K £ ¥ (hydroxychloroquine)
(Plaquenil®) & £, (chloroquine) (Aralen®)) -~ f&# H If£ 15 (methotrexate)
(Rheumatrex®) ~ < B8 ({5 40 Wi L & M <= (Solganal®) - T #5 & fZ
(Myochrysine®) & < 5 2% (auranofin) (Ridaura®)) -~ D- & # B (D-
penicillamine) (Depen®&{,Cuprimine®) ~ i MEIZE IS (Imuran®) - FB 135 fifi for
(Cytoxan®) - 4 Jf % T B& (chlorambucil) (Leukeran®) - IB 7 &
(Sandimmune®) - 3K &>k (leflunomide) (Arava®) . "L TNF | B (]
40 f A 75 I (etanercept) (Enbrel®) - I F| & E #i (infliximab)
(Remicade®) » KA AKEHi(golimumab) (Simponi®) ~ I L “FF(LFEZER
B 7 (certolizumab pegol) (Cimzia®) & [ % K H #1 (adalimumab)
(Humira®)) ~ " HIIL-1 , ZEF| (200 8 5 7% 2 (anakinra) (Kineret®) F ]
441763 (rilonacept) (Arcalyst®)) ~ -RFRE i (canakinumab) (Iaris®) ~
k(I B (B 4058 757% JE (tofacitinib)) ~ HLAS (FILIH] 25 B (rituximab)
(Rituxan®)) ~ " THHAE | ZE7|(F] 400 2 /5% (abatacept) (Orencia®)) »

" HUIL-6  BER| ({5 40 4T ¥R B 1 (tocilizumab) (Actemra®)) - £ & 5 iR
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(diclofenac) ~ A g2 FA (cortisone) ~ T RS (Synvisc® B Hyalgan®) ~ EE
i8S (40 it o 2R B 471 (tanezumab)) ~ 71 €A (#1140 BT & (Calcinparine® B¢,
Liquaemin®) 7 #% E& 2 (warfarin) (Coumadin®)) ~ [ 78 &% (¥ 40 HF 25 55 B
(diphenoxylate) (Lomotil®) & &K T f#(loperamide) (Imodium®)) ~ &+
Wz &f & B (BIA0FERE) ~ )% T] 38 (alosetron) (Lotronex®) ~ & tb AT 51 Fl
(lubiprostone) (Amitiza®) ~ B&JEH| (] 204E F (Milk of Magnesia) -

— fig(MiraLax®) ~ Dulcolax® -~ Correctol® F Senokot®) ~ ¥ & fim 24 = $H
TE &% ({31 40 22 IR 4 MK (dicyclomine) (Bentyl®) ~ Singulair®) ~ B-2 % &) &
(@140 T B2 B (Ventolin® HFA -~ Proventil® HFA) ~ 7£ g /b T B g
(Xopenex®) ~ B 4 I Z (metaproterenol) (Alupent®) -~ 2 [ Ut A7 455 28
(pirbuterol acetate) (Maxair®) - Hi B %% 1 fi #& (terbutaline sulfate)
(Brethaire®) - EZ5[2 ) E 45 2 (salmeterol xinafoate) (Serevent®) K fE 5L
¥4 (formoterol) (Foradil®)) ~ $i H& s 2 75 ({51 20 52 PN #G )R #% (ipratropium
bromide) (Atrovent®) iz I T #% (tiotropium) (Spiriva®)) ~ Uy A 57 B 8 E
M (40 — N B % & oK #a (beclomethasone dipropionate)(Beclovent® -~
Qvar® K Vanceril®) ~ fi % ZF {# (triamcinolone acetonide)
(Azmacort®) -~ E > FA (mometasone) (Asthmanex®) -~ ff #r Z&= &=
(budesonide) (Pulmocort®) K & JE 4§ ¥~ (flunisolide) (Aerobid®)) -
Afviar® - Symbicort® ~ Dulera® -~ & H B $9 (cromolyn
sodium)(Intal®) ~ H E &= IE 15 (] 40 25 i@ (theophylline) (Theo-Dur® -~
Theolair® ~ Slo-bid® -~ Uniphyl® - Theo-24®) % f#55s) ~ IgEFi A (140
IS BR B §i (omalizumab) (Xolair®)) ~ #% F 287885 gk lig 4111 1) 1 (B 4025 % K

ZE (zidovudine) (Retrovir®) ~ [ K& (abacavir) (Ziagen®) ~ ][22/
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fiL oK X % (lamivudine) (Epzicom®) ~ [ £ R B /LK K E/E % K E
(Trizivir®) - £ HE (didanosine) (Videx®) - & Hfi fth /& (emtricitabine)
(Emtriva®) ~ fiI 2K K E (Epivir®) ~ iRk K E /7 % K E (Combivir®) ~ H
fii =& % (stavudine) (Zerit®) J £ &t & (zalcitabine) (Hivid®)) ~ JERZ i
e S g 4110 B (31 40 b FiL & 2 (delavirdine) (Rescriptor®) ~ {75 & fig
(efavirenz) (Sustiva®) ~ Z5 &7 F(nevairapine) (Viramune®) F % g & #k
(etravirine) (Intelence®)) ~ 1% T F& 2% 48 5% B 111 & Bl (5 40 Z= 38 18 &=
(tenofovir) (Viread®)) ~ & H B fIl &l & (# 20 & & J Z& (amprenavir)
(Agenerase®) - [i] £ JI & (atazanavir) (Reyataz®) - %405} & (darunavir)
(Prezista®) ~ B[} & (fosamprenavir) (Lexiva®) - &} & (indinavir)
(Crixivan®) ~ ;% UC JS & (lopinavir) & F| & Jf & (Kaletra®) ~ #5553 JN &
(nelfinavir) (Viracept®) ~ T F & (Norvir®) ~ b 4 [ & (saquinavir)
(Fortovase®&{ Invirase®) % % fi1 J§ & (tipranavir) (Aptivus®)) ~ #E A ]I %]
Bl (B0 B R & BK (enfuvirtide) (Fuzeon®) K & fiI 4 J& (maraviroc)
(Selzentry®)) ~ B & EGHIIH &I (1 40 7 #& & (raltegravir) (Isentress®)
% Z bt & (doxorubicin) (Hydrodaunorubicin®) ~ & 7 7 lif (vincristine)
(Oncovin®) ~ l & {£ >k (bortezomib) (Velcade®) & #f & >k 2
(dexamethasone) (Decadron ®)81 %5 |8 i (lenalidomide) (Revlimid ®)
ZHE)EHE—HE -

S —ERAIF » REFHRMEERARREREI X 2 % HEad
MARELBBERAAXVMEEY K —R S EEL DT Z8HINERER - IR
[&] BF 41 9% R 82 (NSAID) (FIZ0fIHr UTHR ~ A8 255 ~ ZHE4E - (REEERK
(Lodine®) Jz ZEK E A1) ~ S EHAEIRE (P a1 FE R - LiEarig - AL
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iR - AL ARSI e ML) ~ WM ZE AL & (Azulfidine®) ~ HUEEFEEE (]
40 ¥% B 2 1% (Plaquenil®) K £ (Aralen®)) ~ i H 1814 (Rheumatrex®)
< B8 (B 40 A (L % 1 <22 (Solganal®) ~ Bii 78 R BE s (Myochrysine®) &z 56 7
(Ridaura®)) -~ D- & f# (Depen® 5 Cuprimine®) - ff MIE S (Imuran®) -
B b B B (Cytoxan®) -~ % 7+ 7 | ML (Leukeran®) -~ I i &
(Sandimmune®) ~ K & K FF (Arava®) z T F TNF | EE 5] (] 404 70 e
(Enbrel®) ~ | E EHi(Remicade®) ~ L F AN EHL(Simponi®) ~ L
A2 FE 2 EREH1(Cimzia®) [ Z K B (Humira®)) ~ " HTIL-1 5 ZEF(({1
Z0fe] Al 3 7 & (Kineret®) K A 495 (Arcalyst®)) ~ HLAG (P40 25 B 5T
(Rituxan®)) ~ " HITHHAT , E2 7] (1400 275 (Orencia®)) f " HLIL-6 |
SER (PIA0FEER L (Actemra®)) e

fE—SF AR - KRERHEMERFHE R 2L HAaRAR
T BELEAVLEY K —E S ERE G LT 2 HNEER C R
FRARE M 41 %8 R BEY(NSAID) (FIANTET AR ~ #0855 ~ R4 ~ IKECE
fi% (Lodine®) K ZE 2K H A7) ~ EEH SR ~ W88 R ~ BE PR 2 (Synvisc® 5
Hyalgan®) K SEAEHTAS (B A0 FEBR 1) -

E—SF R - KEHEMER2GHAMIERE A HEE
MARE L BREHAANLEY R —NSEEG LT Z8INERE © LH
Hely ~ JEMAREIRT 513 R SV (NSAID) (BIANPHrUCAR ~ #7855 ~ 24
5T B (Lodine®) Jz ZEAR B AR ~ fZ B ARSI FE (P a0 I FEFL ~ I HEeR IR
HELE&HR - SRR ERFEORE) - PUEEEPIORERAE
(Plaquenil®) J &, % (Aralen®)) - I8 5 i B# (Cytoxan®) -~ f& H 1t 15

(Rheumatrex®) ~ Hii WRIE 15 (Imuran®) Kz F1 &8 & (51 20 AT 2 (Calcinparine®
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5 Liquaemin®) } #% 5.2 (Coumadin®)) «

FE—S TG o AEHREMIERERTER R - BB R R
MR < 5% HEERARE L BERAAX LY R —HZEEE L
N ZBSNE A ¢ =D 4L (mesalamine) (Asacol®) -~ hi B ZE I <
(Azulfidine®) ~ [k & ZE ( ] 40 3 %5 &% B (Lomotil®) K & Ik T F%
(Imodium®)) ~ MBS GBI (HIAHIERE) ~ )% 53 (Lotronex®) ~ & LE
Al 51 B (Amitiza®) ~ B 08 & (f 8 F - B 2 B (MiraLax®) -
Dulcolax® ~ Correctol® & Senokot®) K $i I i 2 B $8 15 2 ({51 41 & B8 4 pf
(Bentyl®)) ~ HiTNFHIE ~ AR B K i A4 2= (5140 B 05 4 (Flagyl) 5 & & /D
3% (ciprofloxacin)) o

FE—SEFHAIF » KEHREEEGERmM 7L HESRAREEL

EEGHEANLEY R —NZEEY T ZFINERE © Singulair® ~ B-2
B (407> T B g (Ventolin® HFA - Proventil® HFA) ~ Z£E/D T B
fiZ (Xopenex®) ~ F Nl 2 (Alupent®) ~ L EZIEA 17 28 (Maxair®) ~ b Bz 7
i fif, #& (Brethaire®) ~ & 25 B /) 3= %7 £ (Serevent®) K 18 &= Fr Z&
(Foradil®)) ~ #i fE iz &% (] 40 £ IV §L )8 #% (Atrovent®) K BE I% #%
(Spiriva®)) ~ W A 7B R B (FI 405 R8s ~ SRR iR - NG ER R
(Beclovent® ~ Qvar® F Vanceril®) - ] 22 %5 % (Azmacort®) ~ B[
(Asthmanex®) ~ 7§ H#fl Z= /& (Pulmocort®) -~ &, /2 45 4 (Aerobid®) -
Afviar® - Symbicort® & Dulera®) ~ 1 H 47 (Intal®) ~ FF EL &I 1S (40

/\/

%51 (Theo-Dur® ~ Theolair® ~ Slo-bid® ~ Uniphyl® - Theo-24®) & f&# 4%

i) 52 1gBH RS (B140 B BREE fi (X olair®)) -

E—EEE T - ARHEMIGHECOPD L ik ZHAFTEZ

3
i
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BERAKXMcGY R —RZEE L LT Z8INEREE] © B-2 &) A (f 40
Vb T B BE (Ventolin® HFA -~ Proventil® HFA) -~ &£ hg /b T & %
(Xopenex®) ~ Pl E (Alupent®) ~ LFEIEA Ry £ (Maxair®) ~ hii B 41
fit PR (Brethaire®) ~ &L 7) =174 (Serevent®) K 15 B F7 & (Foradil®))
HURE dig & (B0 S PN 7RIR 8% (Atrovent®) K BEFE #% (Spiriva®)) ~ H A = IS
({540 %5 i (Theo-Dur® ~ Theolair® - Slo-bid® ~ Uniphyl® - Theo-24®)
KRR ) ~ A R B E R (B RS - HREERRE - CNEREERR
(Beclovent® ~ Qvar® F Vanceril®) - ] 22 %5 % (Azmacort®) ~ B[
(Asthmanex®) ~ 7§ H#fl Z= /& (Pulmocort®) -~ &, /2 45 4 (Aerobid®) -
Afviar® - Symbicort® FZDulera®) -

fES—EAIF » KEFREEEFRMRE TR % HESH
AREBEERAAXMLEY A —RZEEE DT Z8INEER - MzE
B ¥ (Rituxan®) -~ IR W B B& (Cytoxan®) -~ % ZE b A
(Hydrodaunorubicin®) ~ & & ¥ i (Oncovin®) - L #E L - hedgehog (3 9%
EEAIHIE ~ BTKAIHIE] ~ JAK/Z-TAKAIHIE] ~ PISKIIHIE - SYKIH]
B e HAHE -

ES—FGIF - KAEREREREREERE L HEEHAHR
T EELREAVLEY K —E S ERE G DT 2 HNEER - M ZE 8B
(Rituxan®) ~ IBRHfEME (Cytoxan®) - %t 2 (Hydrodaunorubicin®) ~ &
F ¥l (Oncovin®) ~ ELHEFL ~ hedgehog (5 FF ENHIH - BTKAIHIH
JAK/7Z-JAKHNEIE] ~ PISKHNHIE] - SYKHHIH e HH & o

fES—EAIF » KEFREEEFRMRE TR % HESH
AHFEE L EERAAIEEY) KkHedgehog (Hh){Z 57 EHEREICHIHIE] - 1£
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— T i f 0 % 2 E M % %A DLBCL (Ramirez & A - ' Defining
causative factors contributing in the activation of hedgehog signaling in
diffuse large B-cell lymphoma ; Leuk. Res. (2012), 77 A 17 H 15 & %
i HHEENESIH TR ALRL ) -

S —EHAF o AR EEE RS M KB4 ERE (DLBCL) ~
A HESRAFRE L BH LA VLY R—E X dE g LT 2 3050
AER Al % E E i (Rituxan®) ~ IR 5 fg f2 (Cytoxan®) ~ % E L&
(Hydrodaunorubicin®) + & % ¥i i (Oncovin®) + E#Ef2 - hedgehog (3 ¥E
HEEAIFIE Rk HEHE -

HEE—EAIF » AFHREEFEZZUEEHEE L L HEaH
ARLE L BEBERAAXMEEY) R — S EEE DU Z8NERER - &L
Sk (Velcade®) B fth 2251 #3 (Decadron®) ~ hedgehog (595 (# M {47 « BTK
fAHIE ~ TAKSZ-TAKHIHIE] ~ TYR2HIHIE] ~ PI3KAIFIE] ~ SYKHH]H
B1EE 1 8 8 (RevIimid®) 2 40 & -

EE—BHAIF > AFHELEFERIRKER  BREREE 2T
% HEERAREZ BFEAXMEEY KBTKHIHE] » HHZER G
HEEHZBRMBIH - BEIR - 25 M4 IEE (SLE) ~ ME X - FFFMim/
TR SR BEE (ITP) ~ FAEVE MRS R ~ A S EMERAE R ~ B RAEISE ~ HT
i R (Still’s disease) ~ 4 FBIBAET R ~ BEFRIR ~ EIEALIEST ~ AR H
Yk B 3% (Hashimoto’s thyroiditis) ~ B{# B R B 35 (Ord’s thyroiditis) ~ &
BN JH (Graves® disease) ~ HER R & HARAE R - BefRERIEREEE ~ 28
(L~ 25 M L - HEEHEH (Lyme neuroborreliosis) ~ & - B FIHE {5

B%(Guillain-Barre syndrome) 2 i 1 IS 2088 35 SCHAREL I - A1

]
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MEHR PRS- L PR SR E (2 B ~ SR ELME A AR ~ DI IR DURRIE (R B - F AR
Mam - BReEiR - BRRER X - Bam -« AR - TELER
IiE {72 B (Goodpasture’s syndrome) ~ 5 5& M M /NRCRCD SR BEAE ~ 15 8 &8
R~ BEADE » RSV MERE(E - ®E AT IRE 2 BF (Reiter’s syndrome) ~ 5
2K Bk 3% (Takayasu’s arteritis) ~ BBIAR X ~ 'm H R REFMEE M -
ERRWR AR - TR 25T - HERRKE - 18M0E5 - B
EMEE - BMES/NRMEE RS - TENBREERLE - FMEEBEKR - FEX
g - REMESRREE - &R E - B EE ~ S ~ BEIER
A~ BAHS EBGHEIET » R R Rk A E R EE (AIDS > JRFE/EHIV)
VEUSE PR ~ BAEIIE 2R - 148 - Wi ~ e e ~ mEpla - HiE
Yiiesy ~ LB - Y &Y RaE R BYEE - BYKE - EREUE
P aE ) ~ AN - BEMEER - BEEE R R EMAMERE R R
Wi~ B R ~ RAMLE R ~ Rl BEUE - IR - diSCRE R ~ SR
EXCFERX - TEERX CEERX - REX - BUEBEYHT - @B
SRR R ~ PR  BERER  RERR B R~ ALK B3R LR
R~ TEWNER - BRX - /NMNEEBR ~ EBR - IR - SR - S
Gk~ BR - FERX > T REE AR BRMETIE R - R
EHATRSE - FEMEMRE - W3R - FLBRR ~ R - #2830 AIR - Al

% B OMIEE C BAKERHR - MR REX - LB%-HE

7

BER ~ TSR ~ B Sk~ A#Ak Sk~ Aifi 3% (pneumonitis) ~ fifi X (pneumonia)
ZHLR -~ HIEX - AU R - BREX - &R @WNEX - REX - O
ko~ ERER - WIEER - Rkl R ~ BEBMEER c IRERER ~ BER
M 3R~ BHME 3k~ BANAESY JE % R (B 4008 M R BAIREHRE & ~ Je0E Mt

5 51 HEEHIEREIE)

C211487PA docx

107107562 FH YR A0202 1073182029-0



[783978

METE ~ 1B MEMRERMIMER ~ B MIMERRME G MR - SMRERRY: 8 I
7~ BANAEATARE B B MR ~ HE SRR E &/ R S i IR BEEKE
A Il fiE (Waldenstrom macroglobulinemia) - 8% & &M ER - 23 MHF
B R (78 T (F SR Al AT = B8 )~ FE AT £ < X M EE B (non-Hodgkin’s
lymphoma) ~ {7 £ [ IMRER - AIE - SEIMNEGEBAEMER -
GRIESGEBAEMRER - M EAEMER - ekt (B i) KB AEHRE
B MEAKRBAIRMERE  FEHRHIERAEKERE - BEFERMKER
(Burkitt lymphoma)/ 5 MLJ% B E B A SFIER) ~ FL8E ~ AU R B
RANAERE (P40 > AE KRR ~ IERdIAEE M ~ ERAERE - 251
HERAMREYE 2 i) ~ B ~ S ERRE - BREE - & K ETRFE (EfREEA
PR > FA VR I BRI 61 3R~ MR P2 1R MERR G (LIRS BB A 3R~ A B
MERR & 3R MR IR RIR) ~ HERFRA - BERSEKRERE - 25 M6t -
BEGRE - B - B8R MEEERREGD - LAFEE - L&
o ME R ITRFEZE ~ ME R & k7% ~ ZEARRE AR BIAR 2 i
RFHFAZE ~ ZEAOEIRBIAR AR S ~ TR - FE R - FEEAK
PHZEMIRIE ~ MifeZE « RFEFIRMARE D ~ #RMEEZRW - REX ~ K
BREE - SFXR - Bk - IR - BEER - Ok - BR - F8R - R -
BPR -~ B3R BER -~ KER - Tk - WER -~ BRIER - IEER - fEyER
EHMIE ~ 4 5 - BEUE - WIERK - BERERRE - BRTEE R - B
ERER - S EYHT - BiESEBESEHRF - Al - BEER
3%~ 18 MEFHZE MR (COPD) ~ B %8 % 2 B 5= IW N (F B fe 0 7% 2% IRE
fEEE) ~ BHRERERE ~ BEEMm -~ /KSR ~ KL% - 2% MEH
b~ BERRE ~ [ %~ B REA M R M/ NMROBCDARES ~ B 18 B E 1%
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BE > BUAROOEREE(L » SRR ~ S ARKA - FIZOBEEIR ~ ERIA
BumPER T ~ 25 E4IBEIRE (SLE) ~ JEREVRMERIGI R ~ 4 SO ML RR &
% IR R~ FRAETR MR SR M/ MR D SR BEAE ~ FLRE BT
Frim REIREHMIE - EEAIETT - AR R R - BUMEERER -2
MERAETRIE ~ B3A - HREREERAEE - BF-EFEREE - BE
FrEA ~ BRI ~ BEECEER ~ ool 3% 3% S e (B 40 3 1R IR 52 30 i B
Ktk i/ EE R ) MARE RIA -

S —EHHI - AR BB BRI R EOR IR < B EREE 2
% HESrAFREZEZREANLEY) KPI3KAIHIE] - H oz =R %
BEEHEIE - MEEMRIE - MEERRE - RFERK - BRBERRF - %
SIFIE ~ MAEMERIE - BEsEREMRR IR - REGRFIRIE - 8%
BORE ~ WEIERIE © YR - BAIAESL TR 2 - BEMBEEAE 2 M/
RS -~ etME Bt e mimw(CML) ~ fe MR EEM: 8 mm(CLL) ~ A
R THIREAAE IR B R i e ~ O VB R iE B CNSIRE ©

S —EHHI - AR BB BRI R EOR IR < B EREE 2
% HESrAFREZEZREANLEY) KPI3KAIHIE] - H oz =R %
BEH RIEECEMER - S B0 FAiEERCC) ~ B - B ERR - BB
BE~ B B - B UNER - &85 - BB - BUYIRR - BREE - A - 2
TENE - TESH - 2N - £EMKE - &8 - KE - FEFIRIERE
ERER - W - B RAEE - SR - 2R S EREEE
Re e (0 H &5 15 7 245 B BLRG R R ) B BH SH R ~ R TEBIE ~ AF K7
AIFIRRSE AR ~ BREIRL « B EERID R ~ BRE - IRfE - AERE
RIZERRE ~ KA - FE/ DGR RE ~ R R (RS () 500) JE fa] 47 < R AR
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588 (NHL) Je Aa] £ < B R B2 988 IR 1 4] <2 R BT B R ) ~ FLE R
JEOUFE ~ Rt - ABINE - BEAERE - BRaRERoir - BiFEF
(B BE (Cowden syndrome) ~ Lhermitte-Dudosyfi &z Bannayan-Zonanafi
BB < R ECPI3K/PKB RS I R VE(L R IR - (R EA AR 2 Rl (F
& A R # U ) Rl K IR A GR U ) Bl ~ BEE Rim ~ PR RMR -~ B
HRMM - SCRE R RN ~ R E L Rim - BRI R Al E R R R R
Z RN ~ SRR G (ALY ~ g A/ St 2 i 2 B (ARDS) ~ 18 14:FH
ZEVER ~ SRIBEHR(COPD » COADE(COLD) (E#E1EM: R E R H
ME TR < Iz PR e ~ i S e ) DA R BB ELA BB R (R g T & - HoAth R A 859
BOR)V R 2 RIEB B EIE ~ E A A 2 S RE R (BREEAR
PREME ~ FEAECIRANE ~ R - BN - B EERM RE R
AT AR B B R 2 o (— R 3 SR 1 ~ B Ry R MR I - I am 18
N EEEMFARERELORBERABGEMS ) (BFEGIM)nE
Bt~ REERS - AAREERT - AORKEERT - BEZEEMT - SREEM - W EEMG - fEERE
A K AR EE R ) ~ o 96 8 [KORE (% B (Loffler's syndrome) ~ W& FFALER L ~ A
CFAEMERNSERETY)EA(EFBRAEEFARYEZE) - ZRE
Al B B - 45 T ME 2 B AR SR (B HE A& - W RF 25 W iE (% 5% (Churg-Strauss
syndrome)) ~ W& AT ER MR A 5F B R TH 85 1) - SO E 5 |38 2 (R BB RUE < I AL
BRABRIRAE ~ AR 8E ~ MR R - UM EER -~ BFK - ZPMEAL
PE o~ RS R A BB - BEMEME R - =M% - REME
REE - ALBHIRIE - RIEIE ~ R RM AR LR ARIE - SRR R - Rzl
FBER R NEREBRE R - RES T ZER(EFBEMESR) P REEHR
H RS e E 4 o BOR KA < % R 0 B B 88 50 & MR B2 i (B 20 0A i
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MEm - FARERM:EIm - B8 EAL M Bk M & i R B 28 1 /MR D E)
S EAIEARE ~ BEURIERIEI R ~ 2HOE R ~ BEE - ERSGIR A S
A~ FALR - e MEEHRIAT R~ EEALIE ) ~ SR SCHT- QU R E (R EE
Fr#MEORMERER - BRREF BB BIAEBEGERE X K RER
)~ Wb IRIE ~ BERETIA ~ BRBR ~ Mk~ 1817 8 B A
%~ ZEVEREAE ~ MR ERE(E - &R R 3R (B A & R SR R & R

CHORRME G R KB FE G R - EEMEMELE L - R MR
KB NERMEE R (B RS E R B - B0 6L £ R 33 M BRI (72 B 20
MUNFEEIREE - IR - LEEER -~ BIARsEEREEE L AIEZE - ®Rim
R K2 MR OB RS~ BT 220 BRI AR R - ILINZE ST e il
RELE ~ f T HREIR « KESsR i el B IR E - Bl ETE&
R G 2 MR -

S ER A - AR BRI R R IR < B EREE 2
7% HESRAFTREZEEREANESY) KBl 2/IFIH] > H 2R %
ERWE ~ HRBEIHIE ~ IR ~ W URE - SR E BCEZE AT
B ZIRIE » AE—SEHAT - IREGREERE - JREBUREEE X - £
—EEH AP o IR EREMEMERME B MR - e RBAAEME
&~ IR - /NSHAEATRE ~ JE/ NIRRT - B RER E T BIEMREE -
B - MiREEERER -

S EHE Ao > ASFIHRE AR R R Z B ERE 2
2 HEeRARTREZEBRATYK2EHBUHD)ERBEG(EEY K
TYK2FEEHDEEEGE S ey - £ —EEHOT - ZRAHBERRE
AIE ~ % RIWAE ~ WEIEMDRIE ~ WA iE ~ & E B ER R A HHRR 2 I8
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iE o A —EEHAIH - TH2ES (LEMGRULEY) - HANE T IH24E B
G afbe®aE LT bRt 2 % 0 WO02014074660A1 -
WO02014074661A1 ~ WO2015089143A1 » F—F 2 NAELSIHAFRA
A o WHIHIGEEEGE S LS Y EIEWO02015131080A1 F fritt =~
5 BEMHZNELSIAG A AL -
RIBAZETEZ LG RAESY I EH T AHSER B iR EH
iE ~ FERIFIE ~ WIEMERE ~ N MR E ~ i &R E S¢S ME AE B 2 9 fiE
BCRES HL G AR R BV AT 0] 8 RAT AT BUAR AL B - Uit (R RS )teE ~ e
KRR~ BB ERE - e - HIR SR RO RS
U E v E(E AR 2L - AR O LTI R & B AL A DL 1
RG—HIE - MACHmER - FE "THIEEAPR ) GIEENICEEE
&R YA AAL o AT - JEERE > AL EY R HEH
AERN AR SHEEAEGENAE - E—HEBEREYE
ZEBANKEETEUAN S ERNE - BiEFTEBRRE KR E < B ERE
FE TR ER(LEY &N FTAERESY S BEZFlR - BE - —#&
ERTIRM ~ MERIRERE & FTA R 2 1 BES R - R ELR K R Htt 2
ARFERR  EAAERCEMHESHEIRER %Y RBRERK
e G 2 IR E - AR RS " BE L B - BiEAE A
oY) - HEERAME -
G P A R BEE NS - NEHEEE L2 2 HEY
B DURF A A A R B - 0 - KES - JELRE -~ BTN - 2
BN - FEREREA - FER (LU A - BCFECREIE ) ~ &0 (DA O 2 A
ZRA)EEOLE - A EEEHEHF - REHLEYTLIL0.01 mg/kg
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F£&J50 mg/kg HEEL1 mg/kg £ &Y25 meg/ke(EfEiRE/ R ZHEEFR —
202 RGO B IR RS 1 B DUE R FR VA R e -

P& 3% B 7 R g I A B0 FE ((H AN TR ) B 2 b uT Rz 2 ¥R ~ tAl
R~ B R A B - BRIEMELE YA BRI T & EN
i 50 P 2 e M A R R (B a0 K B M ) ~ B VAR R FLAEE - fdn 4
g~ ZNEE > iR LB - JBAHE - FHEE - FHETAR - W8 -
1,3-T 2F5 ~ “HEHEER - HERIN S Rl ~ Te400 ~ SOk - BR5F
H O~ OISR ~ BEROR K Z RO ~ Bl - TWEREE - B2 TR R IURLEEET
Z RE Bl s R FOREY) o BRIBVEMGRERSN - L OHEYN Il BfEEE] > f
AERE ~ AALRRER] ~ BHRE - BUREI R OTE R

AT AR A8 T R i 58 FH A8 o BEOR] TR B R BRI AR B B ] OF G B
o PR AR S K MO MR o R RN BRI BER S
JEEERG v <7 Z MBI BOA B 2 M s E R AR - BIEIREGLR 0 Bl
FR1,3-T EEoh 208K o R Bk 2 a9 52 Z BRI FOB B L HARK ~ A& R
B~ USSP RFZEALIEIR - 5590 - HUE (I BR A it G A 18 2 140 7
BEIEREE o NI EHEY > ST ERAETR AR S o B SR
Hoh BE R FE s B lE - REAL - AF u] 0 S SR o (5 R 58 400 B 5 B
fi%

B]E B R EC Y AT FE i (B 40) 45 r 4 B AR B AR U A5 A U BRE TR A AU
BR8N B 2 4 B ] RS 4H &) = L ol A (58 R A U fide = 00 B
I BN KB A R m RS E

RIERAZEFEEY) 25 E - BE IS E T LN 2K B4R b
G Y o T EE AR A B e KA ME 2 48 R EE R R AR R B R
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—
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B
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RASER » AL &Y 2 R AT RUA T EOB B 2R > i 78 B R R A i 1)
RUAR RN EREE A - 308 IR (b a?) 2 L B R W A
b = V0B AR B I B TR 2K SE R » BRI TR 2R s A Y |
R (PIOFEAR-FHER TR EeY 2 MBEEKE A - 1R
BILEVEFE VLR ERARER eV ZLE > TEHLeY 2
PBURFR o HAUAEY) Al [E R oY) < B P BT (RERES) K (BF) © AR
EHTERECYI I RS T E L VI E R B B R s S B 2 BE B R B AL R
KB -

ANER R ERA ZEEYEE R - LA iEmARHEtE
Py L 3 S R M e TR R B (s AT R~ R L R B R ) R S K
Bl ZFEPRERACRERE T AEREALRR T AR - Bl
AL H R B A E N R R USRS -

AR&EO RS 7 ERR A a8 - sl - B - B R - {2

ZFEREA S - REMH bR E D —MEEME - R R Az ZHEP R
B ] () 20 A A B e Bl B 85) R /B L T S IHRE & ¢ )R FIEE &
B pUanERy ~ FLNE - RRE - ENE - HEERYE  DRSE > flaig
HESYER ~ BRI - HE ~ B OGEMRIER - FfE K THEE o)
PrROA - B0 H R - ) FRREE] - PIaIERE ~ IREESS ~ 5B B EORZ A
MR FER B R R IR EL BN o) AR IR o a0 o 0T e
B planvusk sz by o) BRE - B0 i iE K H Ol A AR IR EE © IR
Woml > Pl s T R £ 0 RAD)EEE > Gl oty - BERREEES - BE G
Begk ~ BIRRE L RE - AEEREN 0 KEEEY) - (LB 5 - sER KU
ZBEET > BRSNS & EE -
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E(E A S WAL M (lactoseEimilk sugan) DU S0 T EE L _BEEHP
BV ECE KB H e B R R > i) £ A CUR A 2 [E18G 4 & )1 Rl
FEE - FER - MEAREE - BBE - B R E < B E R ] 8 R kA
7 o BIANRS A B AR I B B S G SE s AR < HAth B AR - HLu[ R B & A Ok
Bl HL7R o] Ry 1545 O DUKE 288 5 218 B8 e AE S i 1Y e — 30 o R USE Mk 7y
HEHEY) - A B HEEYRVE N EMEEZE SV E KIE - fEEHED
FLH (lactoseEimilk sugan) LA &7 FER L “EFHPEIVEE REE
HARHBEES - RS AE R 2 E 884 &Y (F KA -

EME LGN ERA —E S R P R 2 MEEP A - WA
an ARG BLAR ~ REIRCIZE R A R B 4% 3 i Bl o AR < HoAth B R AR
BRKE e E]  MEARSE ~ BB - AU R A Y EBEEIAY o {F 3% 25 B RS
Bep > WROEMEA W £ /D — B IE MEAR R (B bE ~ AL R )R
& o ZERIAbREMERER LN B SN E R T 'R s E
40 BE = B R ke HL A B 5 B R (51 S0 B A I 8 R B A ) o AERREE
SERIRAB ZAFILT - BN EEEEE - KA FEn &a ELE B8
A Fs R 15 0 DAL 28 O FUE BUB S AE B 1 . H— 8 PR RUE My 4 &
Yy o AR B RAEGYNENEETZ G E R -

N BB B A e e LA I E &Y < B EHEEE - B - #L5E -
FE BB WA AR - BER - WABIEULAE - FEMEE R N RS
SHoyBAGE B bl L BRI R A RE R E L R TR R B SR EEIRE S -
R A EEECY) ~ R E B SRR BN A S I Z iGN o 5500 o ARSI &
AR » HERRM(LEY 2588 2 2R AREIMER: - 52 F B
RS A &Y RSy B & 8 TR KB o IR R S 5 R 2K
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WIMEE VIR B LB E - A48 M 2 (R ARG 2GE MR L &Y 7 it
R EY)EE BB T o P il 2R
R —EEH G - NEHGHN G EYSEF 2 EQREEES
fik s HEgERAEYSEEREAZRHbaY e ez beY a2 B
LA ER
RIBES—EHG - ABHGRRING AV T Z TYK28CH 28848
2N HEsEZEY SRR AZH ey E sz teY 2HeYi#
il BB o ALFEGHO T - ASEIH GBI B A o] 2 & A Vel 2
TYK2BGH 22858 2 /775 > HEaERAEYSEEAZH{EEY B %
bV ZEaiEm s T8 -
fEm—EHAIT - AFIHEEEANIAKL » JAK2 RIJAK3 2 —E
ZEEFENHTYK2 Z5E - £—EFHA T > AP HER
JAK172/3/ 82 (B 1k - e — B EHA F - AR HLaYHHER
JAK172/3/ 8BS B 1k - E — B EHAH F - AFHAEcWHHER
AL —EEHE AT - AR YHEER
AL —EEHE AT - AR YHEER

JAK1/2/3 8 48 10 {3 288 £ 1
JAK1/2/3 #8 #8 50 {i% B 42 14 L2
JAK1/2/3#B 8 1004% B2 M -

AP AMEE AR ) BEWERRIY) S B BRI
HABYES EREMBEM N EHZERY) ¢ RIK - HER - K - &
i ~ A5 - BROR B At RS R B H ZE LY

VAR TYK2 (SCHZEER8)E M 2 I o] A7 2vE b R i &
Mo ZEER - ZFH 2 EOEREJERRD @M - S5EBE - £YiE
AR E T -
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AW B —FHOGRN G EE 2 EQREE 2 5E > HE
Rz EERAAZH LGB e baY ZHEY PR -

RIES—EHH - AFHGR NG EZ P TYK2ECH 2888 2 /5
WA HEsrzEEREARHLEeYREEZ eV ZEEYHb
o MBFREEHS - AFWPREE A AT G &2 P TYK2E H 22
feh 2 —EEE ZENRI A HE e Rz EEREARHEeYSEE
ALY ZHEV BB - L EME AT - ARHREMEFEAFEZLE
HZMTYK2EHZEER N EZFEN 7L » HEERZEEREAETH
LV L2 ZHGY 2 D8 - i SR EsF AR 2 py A S -

Ui 15 A6 PR R E R L BRI T JE » 48 S & L LUVG PR aZ 0 Ot 2 A
AR A FE R A IFE ST o MASCRHFE - EBERELUBER E
PRI B L L BASN ARG Ry T R ATE R LRI BRI )

AU EE YR A A A E A s b eV e ER - £ —%5F
feplg - HAaEME e EHUEEE ey - ZFREET taYaiE
(BATREO)TT BB IR © FUMERER © IO R s R ARSI
R e s Ea?) R beY)  HEA L JREEIHE - 55
B EEE ZEEY  MASEHHIGE ° MMPHIHIE  mTORHNH
Bl iR UAEEEY)  {EE Y R/ REESRAEE ST
eV R EmE AR BIE -~ FEEEGH E B 2 B b ke S 1
ZAba?) » KFlEi R (gonadorelin) B ]  DUMERIZR © FH B B2 e B TR i
MR - B B E ARSI - RS AVRIEREE  piig
FEVEDURS ¢ AHAT R ESHIHIA © Ras2URE (A B RARAS Z HIHIR] i a B0
B EEERAIHE - ARERMRENIRZ(EEY  BiE - FEEEH
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Flt-35E1: 2 {E&%) » Hsp9OHIHI % » 400 H Conforma Therapeutics
17-AAG (17- N ¥ B¢ B & B 2 # £ (allylaminogeldanamycin) -
NSC330507) ~ 17-DMAG (17- _H AR B LB A -17- A H S 5 -1 1R
i & > NSC707545) ~ IPI-504 ~ CNF1010 - CNF2024 - CNF1010 ; & &
M f (temozolomide) (Temodal®) ; BEE)E 545 #E & G HIHIE - HluigE
GlaxoSmithKline 2 SB7159925;SB743921 » = li# H CombinatoRx 7 IE i
¥ (pentamidine)/ % N & (chlorpromazine) ; MEK#H[I&I%] » 1 406% H Array
BioPharma > ARRY 142886 - fi# [ AstraZeneca 2 AZD6244 - [ H Pfizer
Z PD181461 J H g U & ¥ B (leucovori) - AR AT sE T 75 & B #ll
Bl 5T HI0 M R 3R 2 A (0 - A2 8 T M e R 32 ] R 7 (e
K ) ZAE&Y) - s EEEARI)BE R - 8 H AR =1H
(atamestane) ~ {{{PHE1H (exemestane) &z f£3& =) $H (formestane) » H Ef&11
SR HEE - L HKESE K (aminoglutethimide) ~ # % ud &
(rogletimide) ~ [ BE 3£ #& & >k 4 (pyridoglutethimide) - Hf & = #
(trilostane) -~ = A fig (testolactone) ~ [ FF ™ (ketokonazole) ~ {X & M
(vorozole) ~ & HH ™t (fadrozole) ~ [o] #F B M (anastrozole) fz 2K H Mg
(letrozole) - {XPHEIH % ARG L4 Aromasin™FHE - 183E S H A LI L%
Lentaron™ g8 o jAHIMR LLIRG & Afema™ & - [l A g M (% LARS 5 4
Arimidex™gHE o KM A DA i 4 Femara™B(Femar™HE o fF&E R
B AR L Orimeten™gH & o AZFIHE & 57 HEGHIHE] 2 (L2 A REEHI4H
B EA R IR MR 2R 5 MR (B FERE) -

ASCHTRTRE T MR RS GBS E 2R E L E TR E
ERZALEY) - #ZilisE 85 R AR EE 25 (tamoxifen) ~ 5 4 = £
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g

(fulvestrant) - 25 )& & %5 (raloxifene) & ¥ g 2 0% F 55 o B F 555 DA
#Nolvadex™HHE - BIFL T IS & 55 mAEvista™EHE - F 4= 8 A
LA s #Faslodex™ g Bl o A2 IHEL & Jillf i R 2 (B8R 2 Ha 0 H
] e R IR R 2 #a P M R (B > LB RER) -

WASCFT MRS " DR E o BIEE AR EE R e
YIE B EfE(EA PR EE R & B (bicalutamide) (Casodex™) o ASZRT A i
rg | KR ER MOBENE] , BLFE (B R B 3 50 (abarelix) ~ & Hi AR
(goserelin) 5z LB @Btk o & B MK 0] DARS fh % Zoladex ™ Bl -

WA AT flosE " REEBEBHIEE , BF(EARD)FLOE R
(topotecan) ~ & E & # (gimatecan) ~ {F# 17 & & (irinotecan) ~ = 15 [
(camptothecian) &z AR (LY (9- 18 B E 6t le) &k B 70 F E 6 4s 5 ¥ PNU-
166148 - {1778 B o] LL (B 40) H i & 20 (6140 BA & 5 Camptosar ™) #&
B o FEOE R HLARE S Hycamptin ™5 & o

AT ReRE TR R EIRIMIEIE  EREA R EEETAR
(B3R > PRI E(BERERMICY > BaCaelyx™) - iHE R
(daunorubicin) ~ JZ Y {# 2 (epirubicin) -~ f7ZE[L £ (idarubicin) &z FFE ZF L
& (nemorubicin) ~ EHE KL IEHE 5% &R & BE (losoxantrone) ~ & R
% (podophillotoxine) & < 5T JA £ (etoposide) & & JH £ (teniposide) ° {{¢
sLHE (R LA & Etopophos™ 5 & - BFEOEF AL M F VM 26-Bristol
HE - ZELE (GRLIE M Acriblastin ™E{Adriamycin™§H & o JZ S
F (R LIRS i Farmorubicin™ 5 & - 2L 2 (R DL LI S # Zavedos™ §
& o SRFLEER A LAB % Novantron i & -

firsg " EVEME ) GREMERE - MELBELEYRMEED

m w
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(microtublin) % & &I » 146 (H 7 R 7 4242 5 (taxane) » BI40 A T 3%
1 B (paclitaxel) & % 7 fit, 2 (docetaxel) ; £ & L4V - Hl1 E & 8
(vinblastine) R i i EH i - EETBRF L EE R E G E
(vinorelbine) ; HE FI[{E (discodermolide) ; Fk7KAllIfE(cochicine) 7 15 {5 {&]
2 (epothilone) & ELAT A7) o KT 2L MBS (5 LA RS . 4 Taxol ™MESE « %7
1t 28 {4 DA 75 5 4 Taxotere™ 35 & o i i £ % it (5 L 75 & 4 Vinblastin
RPTMESEE o B 5 BTl (4 DA 7S 5 G Farmistin ™4 & -

KFRRRRE TR A ) BEGE TR B - B
Fz (ifosfamide) ~ 3E £y (melphalan) 5 op 5% Z£ AR (BCNUE Gliadel) - R

FiE R % DA PE i 4 Cyclostin™ §5 B o 52 1% Bl i B% (% DL i 5 %4 Holoxan ™ g

£ o

=

flreh "4HE O L ZHRARGHIGIE] , B " HDACHI G | (555 F4H
E 0L LBENI EAIGEEE LS o o BEFEGERR) ¥ &
R BRI (SAHA)

flrst " LR HUAHEEY) ) BEVERRR) S-HREREES-FU ~ |
YA /& (capecitabine) ~ 5 P4 fif /& (gemcitabine) + DNAL HEALE &Y (1
405-E B £ (5-azacytidine) J # 6 il /& (decitabine)) ~ fi FF 04 R {4 32
/b (edatrexate) Jz B % 15 G (1 40 5% 3= Hh 28 (pemetrexed)) - REFMIEGRLL
M Xeloda™ & o & PEMIE % LA S Gemzar™ B & o

AT AesE T EEY ) BREEARIO6RSE « IH$E (cis-platin
cisplatinum) fz B /b F[$H (oxaliplatin) - 5 $H A (H140) DLH & 72 2 (4140 A
i £ Carboplat™) & Bl - B /b FI[ 7 0] (41 40) PAH 1 & TP 2 (51 40 DL 12

Eloxatin™)#FEd
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WA ST o sE T R im0 SRR R M - BUE B B AR E
EelgE M 2 ey sHAAMME £ R EEY)  BEVERRY)E BRI
iz T G R/ B M I B/ B e P T G T #1101 7 B P R H AR - i) S
=)~ R AR & /MR 7748 2 4 R A +-32 88 (PDGFR) 2 &M 2 B &Y -
Bl E - FEREHIFIPDGFR 2 &M 2 (b&Y) - THAIGIPDGF2Z 88 2 (b
&Y BIN-FE-2-WE0e-F 014 Y) - B0 7 T (imatinib) ~ SU101 -
SU6668 &z GFB111 ; b) #n) ~ [ERECHIHI &4 R E RA -2 88
(FGFR) Z &M AL &Y 5 o) #In ~ FERAFHREEZFEERR T2
(IGF-IR) &M 2 AL &Y » Bl ~ FEEEHIHIIGF-IR 2 & 2 (L&
Yy > L HAHITGF-152 B8 B [m IGF-13Z B B H AR R A7 < A AR AP 45 ek 2
HARHVHREEE ZALEY + d) #im - FERREHH Trk sz 58 Bs b B M % %k
ZEM AL &Y sephrin BASIHIA 5 e) #EIR ~ FEKEIHI Ax12 55 B8 I
B E L EE 2AEEY) ) e RS Rets2 55 B8 fe B M 2 &
MZALEY g BIH ~ R EEEIHIKIYSCFRAZ #S Ik b e 5le < &M 2 Ak
e PR EREE 5 h) #Em -~ FEEEAIHIE HPDCFRR R L — & 77 2
C-kit Z Belig b B Rl < VB M 2B &Y - BIanstie) ~ PRSI c-KitxZ /8
W& B B e R R < EME 2 A &Y - BHA M c-Kits2 88 Z(b&Y) - flandh
BER ) BEE o FREEEH c-AbIR R 2k 8 ~ AR & &) (F]40
BCR-AbUSEE) Fe 22 888 < FE MRV &) - B0 R ~ FEEREHIH c-AbIR
B R EERMEEY G2 ALaY) » PIN-4 5 -2- 05 g - f 07 48
Y1 o 407 E B IE B0 T 28 B IE (nilotinib) (AMN107) ; PD180970 ;
AG957 ; NSC 680410 ; ¢ & ParkeDavis .2 PD173955 ; = & /b & |8

(dasatinib) (BMS-354825) : j) #[a - [F{EREGHHE BB lEC (PKC) K 4%
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Rl / ok B % 88~ Raf 2 )5 2 . & ~ MEK ~ SRC ~ JAK/}Z-JAK - FAK -
PDK1 - PKB/Akt ~ Ras/MAPK - PI3K - SYK - BTK ETECFIE > ik & K/
A AR 8 BT 2R B B MBI R (CDK) 2 & 2 BB &) - BREER
B & (staurosporine) LT » B0 K Lk Z Ak (midostaurin) 5 HATAL &)
2 E P £ UCN-01 ~ b %% £ (safingol) ~ BAY 43-9006 - & &I & 1
(Bryostatin 1) ~ I 77 %& 3= (Perifosine) ; {f* B #& 3 (ilmofosine) ; RO
318220 % RO 320432 ; GO 6976 ; Isis 3521 ; LY333531/LY379196 ; &
U (L&) 5 FTI ; PD1843528,QAN697 (P13K{I#H|E)EAT7519 (CDK
IR 5 k) BE R~ [ & O S R B M e 0 2 B2 AL Ea )
A m) ~ [ AR ] 82 O I R B R e O R 2 2 O ME 2 AL & V) B EE H s B
5B JE (Gleevec™) B % i % Tk B (LA 1) 251 - (1] 40 i e I gk B2 {401 1) 751
A23/RG-50810 ; AG 99 ; FgREBLwiER (LHIGIRIAG 213 5 Jife BE Bk % (L0
HITIAG 1748 5 BB R (LHIFIRIAG 490 ; FEREBLGRER (LI GIRIBA4 |
A e B ot B (L R B44 () SR RAEY) 5 FRREEEWEBE(LHNHITIAG 555
AG 494 ; BgREEE B (I GIEIAG 556 ~ AG9S5T K& [W 7R )T (adaphostin)
(4-{[(2,5- QBRI H) H AR T e AL } -2 B B <2 M e BE s 5 NSC 680410 - [
ETET) 5 D) B~ B EREIR] 2 BRI s R A RRFRIR(ES
JB( R B ETY 3 2 EGFR, ErbB2 - ErbB3 - ErbB4) F; H.Ze sl > iE i
L&y BlrnE - FRESHIH R L ERRFZRRE SR ZALEYT
HARHIHIEGF 52 52 il b BE M BE R R 2 5 B (BIWEGF~Z #2 ~ ErbB2 ~ ErbB3
K ErbB4) 245 & £ EGFECEGF BB 2 (L&Y - EOE I - CP
358774 - ZD 1839 -~ ZM 105180 ; gf % ¥ B #i (trastuzumab)

(Herceptin™) ~ pHZE B fi(cetuximab) (Erbitux™) - I (Iressa) ~ &
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47 4% (Tarceva) - OSI-774 - C1-1033 -~ EKB-569 - GW-2016 - El.1
E2.4 - E2.5 - E6.2 ~ E6.4 ~ E2.11 ~ E6.38{E7.6.3 & TH-0L 1% 3f-[2,3-d] 1%
BERTAED) 5 m) BE[E ~ RSB E]c-Met 288 2 JEME (L&Y » Bl E
[ R B flc-Met ZJE M ZAE &) - THAMHc-MetZ AS B HE [ c-Met 2 4
RS 4ERE I B04E & £ HGF 2 Hife L MBS AV EEY) > n) BH ~ [FE{ERE
I —B 2 EIAKF HER B (JAK1/JAK2/JAK3/TYK2 K /505Z -JAK) 2 3%
BE M2 EaY > BfEUEARRY) PRT-062070 ~ SB-1578 ~ B & C
(baricitinib) ~ 132 % JE (pacritinib) - £ 2% 2% % £ (momelotinib) ~ VX-
509 ~ AZD-1480 ~ TG-101348 - LB B R &R E (ruxolitinib) ; o) #
)~ P2 BB A PI3 Bl (PI3K) B E M 2 b &) - BFEEARRT)
ATU-027 - SF-1126 - DS-7423 - PBI-05204 - GSK-2126458 - ZSTK-
474 ~ # M F]E (buparlisib) ~ UC g | & (pictrelisib) ~ PF-4691502 ~ BYL-
719 -~ 3 ¥ F| & (dactolisib) -~ XL-147 ~ XL-765 & 3L {t #1 # 87
(idelalisib) ; K q) #[7) ~ [ (&K 20l & hedgehog & 5 (Hh) B¢ )5 2 #
SMO)EE K 2 EREBHEUIEZ(LEY  B8FEEANRR)ELH
(cyclopamine) + % 55{# = (vismodegib) ~ i BE MK (itraconazole) + S/ B
Hff 55 1% 5 (erismodegib) FIPI1-926 (R /2 2 (saridegib))

WA BflosE " PIBSKHNHIE | EFEEARY) # ¥ bk AE B LA - 3-
G I (BLFE(E R JR 7 PI3Ka ~ PI3Ky ~ PI3K3 - PI3Kp - PI3K-C2a
PI3K-C2p - PI3K-C2y ~ Vps34 » p110-o ~ pl10-B ~ p110-y ~ pl110-5 -
p85-a ~ p85-B ~ p55-y ~ p150 ~ p101 K p87) H 2 — B Al filg 5L 75 Il 1l 75 1
L&Y« FTRRARZEE G 2 PBKAIGI B 2 & Fl &7 (HARRP) ATU-
027 ~ SF-1126 ~ DS-7423 - PBI-05204 - GSK-2126458 ~ ZSTK-474 - 1
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AL - UTCgh flE « PF-4691502 ~ BYL-719 ~ Z AL -~ XL-147 ~ XL-
765 K NARALARET -

WA FT o sE " BTRKANGIA A4S (B A BRI 1 ¥ 11 5 058 IR g e
Mg (Bruton’s Tyrosine Kinase » BTK) B AHIGEM: 2 b&®) - BHiEEA
FRFAAVL-292 B ¢ & 2 (ibrutinib)

WA SR e sE T SYKHNHIA , ALHE (B FREY) B $f AR b i 5
B (SYK) Zf#EMEZAEEY) - ERE{EAREY) PRT-062070 ~ R-343 ~ R-
333 ~ Z B/ (Excellair) ~ PRT-062607 K g fth & fE B EE) -

WA SR o sE " Bel-24HIA , SEREGEA RO ST B AR E 2
EHBA-)EHFHAHEEZEEY - BFE{EARR) ABT-199 ~ ABT-
731 ~ ABT-737 ~ [E[ 48 T-F} (apogossypol) ~ Ascenta 3% -Bel-241 &7 -
E & % (curcumin) ( fz H L Y) - & 8 Bel-2/Bel-xL fil #/] & (Infinity
Pharmaceuticals/Novartis Pharmaceuticals) - 8 4§ = E (Genasense)
(G3139) ~ HA14-1 (K HFBELY ; 2 HWO02008118802) ~ 4i & L 7¢
(navitoclax) ( & H 48 L %) > £ H US7390799) - NH-1 (Shenayng
Pharmaceutical University) - B 52 il (obatoclax) (& HELY » 2 ”
W02004106328) ~ S-001 (Gloria Pharmaceuticals) ~ TW %R 5L & ¥
(Univ. of Michigan) & 4 /& #1535 % #f (venetoclax) o {F — &8 i {5 1 >
Bel- 2 B /Ny FIa R o £ —SE i AIF - Bel-24IFIEIHEEAK -

BTKAIFI YA &Y 2 KM E B Kol sz Sh e A HEEY 2
GHEVEE 2R M e 2 FW02008039218 X W02011090760 » % FZEHA 2N
LSRR AR -

SYK{I#IMAL & 2 BB P ] ez S e aAEHEeY 2
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CENES = A I LT
W02006078846 - s%FE (T ZNELLGITH G AGFAAR L F -

PI3KANH| e &Y 2 HAE P R AT ez F e eV B ARSRIR{EEY
CENES = A I LT
W02007016176 + US8138347 - W02002088112 ~ W02007084786 -

§

H W02003063794 -~ WO02005007623 Kz

§

H W02004019973 ~ W02004089925 -

W02007129161 ~ W02006122806 ~ W0O2005113554 F;W02007044729 >
HEEMHEZANBE LSRG AARS F -

JAKHIHIME L& 2 MM E O R T & E (LR AZER LG 2
& A E 2 E O T 2 R WO02009114512 ~ WO02008109943 -
W02007053452 ~ WO2000142246 FEW02007070514 » &4 WAL
SIA TGRS H -

Hr i E £ e MBEERNLEEREA S —BH(PlumnEnE
BB B MBS A R ) 2 fE& ¥ - Bl Wb Fl E A (thalidomide)
(Thalomid™) & TNP-470 o

AR PARSIE(L & YA &8 A 2 & O Bs R Im 5 2 & Bl ERE (ER
RO ook - B i fm (disulfiram) ~ 52 E-3-/4 B T B B5(EGCG) -
TAE B A (salinosporamide A) ~ FJE > (carfilzomib) ~ ONX-0912 -
CEP-18770 % MLN9708 -

HA R R EIH E O SR E R EE 2 S M 2 AL &Y A (B0 Wi BRI
1~ BB lE2AECCDC25 2 HII il & » 40 [ FH % (okadaic acid) ¢ H 177 4
Y o

o B (LA A EEYERFERRIMOEEE - o- ~ y-B0-4 5
Brea- ~ y-E206-4 B =% D -
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ASCFT AT sE IR | S BRI A a8 (B TR FY) Cox-24IIHIA ~ 5S-G A
WA 2 2-557 Bl A 7R A LB R AT (P ZE K E A1 (Celebrex™) ~ ZEJEE
#i(rofecoxib) (Vioxx™) « {{&5[E #i (etoricoxib) ~ {1 & 4 (valdecoxib))
BS-GeAk-2- 7 B B AR LB (P S5- H A -2-(2'-F-6-m AR E) K E L
% - 2825 £ (lumiracoxib) -

ASCFT A flosE T EREALEY ) BB AR (R BEBE (etridonic
acid) - Z B S (clodronic acid) - % & [ B (tiludronic acid) ~ 08 B i
(pamidronic acid) - [ # [ % (alendronic acid) ~ {3 B [ B (ibandronic

acid) ~ FIJZEEERE (risedronic acid) Fz AR Bk 8 (zoledronic acid) o (X k&

% LA & Didronel ™8 & - ZBREL 5 LIRS A2 Bonefos™§HE - &
M % DA i %4 Skelid ™ S5 & = MHOK [ B2 (5 DARS i #2 Aredia™ S5 & o [ iy
% (% DL S 2 Fosamax ™84 & o G FT [ % (4 DL RS 5 2 Bondranat ™ §4 & o

I 28 Wi B2 (% DA P o %4 Actonel ™ G & - P IC e % (% DA L % Zometa™ 5
& - 75t " mTORJIHIE] ) HIGMNHHA Y EHBELEmMTOR) HA
APUEEEME ZAEEY) > BI4075 4 5 F] (sirolimus) (Rapamune®) ~ {4k
Z2 5] (everolimus) (Certican™) ~ CCI-779 &z ABT578 -

ASCFTRIfrsE TR RE ISR ) (ISR - [ (R ERA H  BE AT R
(g 2 b&Y) - ZiltsEEE{EARY) PI-88  WIASCFTRMEE " AV
FERETE] ) RIEMERTRFER -

ASCFTAfEE " RasZOE A 2 RS HIFIA ) (HI41H-Ras » K-Rasz
N-Ras) %58 7 ~ [E(REHIFIRas 2 FUREMEIV(LEY) - #la0 " EE &
(farnesyl) B 2 b 11 &) & , - {3 40 L-744832 -~ DK8G557 5 R115777
(Zarnestra™) o AP A flasE R BEHOIRIE] ) RAEEL A ~ [ ECHI ) i
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REgEME 2 AEEY) - #Em ~ PRSIk B S 1 2 (b 0 HAZR 6 b
N EgZHE 2 (be) » Pl g T (telomestatin) -

AP ftTEE T OH bR B R B A ER IR R, B e RFRARECHIH]
R M B P B AR B M 2 A& BB (R ~ R BTl B it B B e 25 TR g U
M ZALEYEFE B R AR K& (bengamide) SR T AEY)

ACFTAflosE T EO ISR, B R - R EEHIH E O IR
EEZAEEY - BiE -~ M EEHIH E A ERREE A LEYEE BRI
% B4 (Bortezomid) (Velcade™) K MLN 341 «

AR FTHoEE " BEEeBEOBAIGE , 5 " MMP | fIFI ) ERE
(B PR BB R e IK R R BERLAN IR ~ TUIRZRTTEY) - Pl & K7 B B e IL
11 %1 75 B2 B 5] (batimastat) K H 0] CAR &9 FIl | 2 38009 & 17 514t
(marimastat) (BB-2516) ~ % Uff =] fit. (prinomastat) (AG3340) - 2 H#f &
(metastat) (NSC 683551) BMS-279251 - BAY 12-9566 + TAA211 -
MMI270BE;AAT996 ©

ARFTArEE T RARNARMEEER 2 La? ) BFEERRD)
FM S #5% g Bz B S BRI i) 2] - ELAR 8 (e~ (R B I FMS R g e % D3 B 52
fe (FIt-3R) EME 2 b & © + & & ~ 1-B-D- o] fiL {3 Bk 18 & A 1% 0E
(arabinofuransylcytosine) (ara-c) 23 fL(bisulfan) : ALK{I&IH] » H {4
B e~ [ (R ECH ) T S Apk 2 R e (&%) 5 R Bel- 24 H1A -

B e~ FRARECHIHIFM S % i e % 5 B <7 8 (F1e-3R)VEME AL &Y L H
HBHIHI FIt-3RZ BB R IGEKR E Z2LaY - EQENDLE » 11
PKC412 ~ SRIETZH « BIRTEEZE T4  SUL1248 FMLNS518 -

A FrAMrEE " HSPOOMIFIA |, EFE(ERRY) A - RS &

=
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HSPOOZ EHATPES S L&Y » &2 RE OISR KRR - B
R EHIHIHSPIO X BB EH L&Y - BF - FEEHIH HSPIO Z [EH
ATPESENE AL &Y H AR HEIHSPOO 2 ATPES E RIS Y ~ BE B
HURE o B0 o 1T RN EREEL - 1T-AH S ERBEEBE(TAAG - —Eg
ATEMECTEY)  HM W EEEERLSY  RAREE (radicicol)
HDACH|I A -

AP RflosE THUMEMESE ) B (ERRR) % B E
(Herceptin™) ~ i 2 ¥k B §i7 -DM1 ~ 20 15 &7 (erbitux) ~ H (R B H 71
(bevacizumab) (Avastin™) -~ F| % & B #i (rituximab) (Rituxan®) -
PROG64553 ($1CD40) 2C44i A8 - Hifs B m B HERGURE - ZHRIUE -
22BN SR RIEBERIEBRE  RELERZE £
PysE MR o

Fo R S MERE I B MR (AML) - A B (L &Y n] B AR O IR 5%
HEER - CHBEHPEEAML BAEGHERH - BBME > TdEE%
B AR 3 IR & Y B (B0 A B B A% e 4011l ) Re / = S VA BEAML 2 Hoft
BEY) o BIUNEEEER - (8 ) 83 (Adriamycin) ~ Ara-C ~ VP-16 ~ &2
JHH -~ ORIGHEER - (HEEE - WREIRPKC4A12 o fE—FEfl$ » A5
FRALARPLITD R /3 D835Y 2 BAH R 2 AML . J7 7% » HAa & — A
EE S Bl — S S EFLT3MIGIH] o L —SF i Glo - FLT3H 7] {4 58
H 258 JE (quizartinib) (AC220) ~ B RFEE ZECTEY (PIAIR Uk Z AR E K
fth %5 2 (lestaurtinib)) ~ ZEHIIEE (sorafenib) ~ HEF JE (tandutinib) ~ LY-
2401401 ~ LS-104 ~ EB-10  }£2[% B (famitinib) + NOV-110302 - NMS-

P948 -~ AST-487 ~ G-749 ~ SB-1317 ~ S-209 ~ SC-110219 - AKN-028 -
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7% JE (fedratinib) ~ [EEE JE (tozasertib) F £7 JE Z JE (sunitinib) < fFf—
EEH G T > FLT3HIGIE(RBEE ERET - KRERZMK ~ KEFE - K
JEEKREEEE -

HALE MmmE &Y e &) Ara-C (—EEIEEDY)) - HAaL R
B & 2-o- FEEAZ WE (PAT 411 {0 B 5 (arabinoside)) 0T A9 » JRELHE K 5= 1
15« 6-%5 ELNE 5 (6-MP) & 15 F% & 7% £il JE (fludarabine) 7 IE IS D[ ) -
=] ~ PRI H4H & B 25 L FRBS (HDAC)IIHIBDE M 2 A& (B4n T i
0 K BE R R RIS A B (SAHADHIHITRE4H4 E 0 L ZBEME 2 Mg 2 0E
M o H 38 HDAC [l | % & & MS275 - SAHA - FK228 (4% mi % fE

A

FR901228) - BT HIE Z A (Trichostatin A) &R US 6,552,065F 7 (E
&Y BREEARPN-RE-3-[4-[[[2-(2- H E-1H-05F-3-5)- £ & -
B E AR A -2E-2- N I s i B0 LB B b ] B2 2 B R N-FOEE-3-[4-[(2-
OB L H){2-(1H-I5]I05-3-55) £ B ]- B B T B A SR AR 1-2E-2- N W i e sl -
Bt bRz 2 LHAEE - AR 2 ERNRZEETUENREE
|~ VARG E R EZE ZALEY - H140 R dh ik (octreotide) J
SOM230 - fEfE4HAEmZ I 7 A G IE B W EBREIEN F )04 - ECR T AR
Kz flost " EEERRA | B A5 LB RS 4 (0140 X- B 45 K2y 5 47 Bk - (31 0
aJ PRI )P A L BEEERS o EEENEENEAR)BEAFEEF
A E B NFA - 2 HHellman.” Principles and Practice of Oncology
~ Principles of Radiation Therapy, Cancer » Devitai A 4588 » F4K > &6
1% > E248FH E E275H(1993)) -
JRELFE EDG 3 & B K A% 08 7% 5 B 22 IR B {010 &) - A S A i 56
"EDGHi & B, BE—HHEGMEREEE 2R EMHGE - f0
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FTY720 - fiisE " iz b 1% T B 2 R B 400 ) | (% Fi5 v g B 0EE v A% 5 {0
Yy o BLFE B AN BRI 98 2 FIL B R/ B RE v OE [ 7 {8 B (ara-C) ~ 6-17 B IE
5~ S-s PRMENE ~ LT & (cladribine) ~ 6-Fi AN L HEAHTALL Z ara-
CiH &) K /BE 7] (pentostatin) » HZfE 1% H Bk 22 [ B #1110 L (A 7 E A
R B2 -FE AR - TH- 205 k- 1,3- F 74

BRMES @ MEFEVEGF LK FELLEY - E0EEKDIEE - flu1-
(4-F R A )-4-(4-THE g B FH AR ER R s LB 8 b nl 22 2 B8 ~ BRIHML 1-(4-
TR ES)-4-(4-THEBE B B ED )L 5 Angiostatin™ ; Endostatin™ ; g &L
FHEERERE 5 ZD4190 5 ZD6474 5 SUS416 ; SU6668 5 H{LEBkEHL 5 5
VEGF#i B8 5 ${ VEGF 2 B 1 8% » {5 40 rhuMADb & RHUFab - VEGF i fiC
B, {540 Macugon ; FLT-4#]I %% - FLT-3#]l %] %] - VEGFR-2 1gGI#i
% ~ [M'EW(Angiozyme) (RPI 4610) & HAXERE i (Avastin™) e

AR TORBNEEEL ) GiEEREEERERLEIEEY 2
LB AOG B ECTAT B IE VIR A - SR DB E < B HIE 5 (5 & 4
Visudyne™ Jz 0y 6§ (porfimer sodium)ZF (b &V TIGH -

AT 2 T mERERER  GfEEESRAH mE Ak 2 (bE
Yy > 40 [ 2% 0] fif, (anecortave) ~ i %2 7% {8 (triamcinolone) ~ & (L1 #8
A~ 1-o-RA AL EEE - 11-Ji F 57 B B2 (cortexolone) ~ 17a-FEZ2 [
B ~ RE AR~ SEEE MR R it 2R AR

A KB E R 2 A AR %4558 W HEERR (fluocinolone) I ZE R 2
FALEY -

HM 2 ERLEYaBEUEARMEYR - MERLEY REBEHA
VIR IERESE - WEAKERFHRTEER  REBERTRANEXKERTT
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4 shRNAE(SiRNA § s (B &Y B A A soRFI7E RS 2 (b &
Y -

AR EEYR ] AE e R bW A EEY) (Fa - LR ~ L
RE RREGTTAH M FR 8 A& A - R A e R IH ZE MR B3 R M R E R
R BIA0 > % ESCRTHR R AR By (B 40D 8% 5 829 e i S ME 2 WG UK =4
1 Rl (Rez TRV ER ESCEERIER 277k - R &Y ] B H Al
SRR E T B 2 B AR ) o B L n A LM R R B 2 BT~ [EI R B 2 18 BLE
Bl o RIE - ARFFHEFEW F P AR EY B E R - LRE B
R~ PrsHRE BRI E R 2 G o R 2 b e R E R EE R E
A F R EEH )

HEEPUHREY)EEEER - BRI SELEHEERE - fa04m it ss
8~ ZIWEREZERR - WEE#E FF2(fluticasone propionate) ~ IR ZRE
(ciclesonide) B EE oK+ JRAH & B 2 E M R Z RS B » LTB44E
LA > PIa0LY293111 ~ CGS025019C ~ CP-195543 ~ SC-53228 - BIIL
284 ~ ONO 4057 -~ SB 209247 ; LTD4 5 1 & > 4 10 & & Hy %F
(montelukast) & %% & 5] £ (zafirlukast) ; PDE4 &% » #4074 )& 5] 45
(cilomilast) (Ariflo® GlaxoSmithKline) - Z& %, & F (Roflumilast) (Byk
Gulden) ~ V-11294A (Napp) * BAY19-8004 (Bayer) ~ SCH-351591
(Schering- Plough) ~ [ & %% 1 (Arofylline) (Almirall Prodesfarma) -
PD189659 / PD168787 (Parke-Davis) ~ AWD-12- 281 (Asta Medica) -~
CDC-801 (Celgene) ~ SeICID -~ [ ¥ Hf %F (Apremilast) (Celgene) -
VM554/UMS565 (Vernalis) ~ T-440 (Tanabe) -~ KW-4490 (Kyowa Hakko

Kogyo) © A2ajf® %l : A2bJEHIH] » KB-2F RRRZZRMEHE - plaib
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T B (albuterol » salbutamol) ~ BN ~ EHAafh sk - VDEEEE - JEEE
54 (fenoterol) ~ NFHFZE (procaterol) & L H B E 52k & HLEE 82 o] 7 <7
2 BHCREFREREYEETIERESIEERLEY) > BRINTS %

M FLR #% ~ # FL R #% (oxitropium bromide) - BE fE $% B8 k2 CHF 4226
(Chiesi) e #& [# )R #% (glycopyrrolate) © f£ — S HaH]F - MRIB|AZFH (b
EYIEEE &) (B BT R — e e AE B 40 &) B0 A Bl B 2540 & h 1%
B o
i T B0 40 B JEU) £ f 1 B8 i 5 S I (cetirizine hydrochloride) ~ Z,

B B By - 2 & B % T w T (clemastine fumarate) -~ £ N IE
(promethazine) ~ Z & fif 7€ (loratidine) ~ M Z 55 fi £ (desloratidine) ~ K&
#1108 (diphenhydramine) B B s JE 2 JE R i (fexofenadine hydrochloride)
Pl £ H77T (activastine) ~ [o] 5]BKME (astemizole) ~ F HH )T (azelastine) ~ <
EH7)T (ebastine) ~ {KUCHT )T (epinastine) ~ BRIMLHT T (mizolastine) k2 7 JF
#B7E (tefenadine) °

AEH(LEY B SR EY c H AR 2 H8EeGAEFUT 2 HE
WAL+ Z 28 (M4 CCR-1 ~ CCR-2 ~ CCR-3 + CCR-4 ~ CCR-5 ~ CCR-
6 - CCR-7 ~ CCR-8 ~ CCR-9 X CCR10 ~ CXCR1 ~ CXCR2 ~ CXCR3 -
CXCR4 ~ CXCRS)FEH B » JE CCR-5+5H1 ] » {540 Schering-Plough#
PR SC-351125 ~ SCH- 55700 2 SCH-D Kz Takeda$ $ | » {5 40 N-[[4-
[[[6,7- & -2-(4-FH AR B ) - SH-ZR -3 e - 8 - A 1 9 L 1 A 1o Bk - HH &
PU%.-N,N- B B -2H- LR -4- F {E## (TAK-770) -

FEARASE - AR LA EN 2B LSS RE T B A
" The Merck Index ; Z ¥ATHRAEC & (H140) B P& H A (H 20IMS World
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Publications)FE &I EER -

AL YR ] B E R F AR (B0 PR @R EH -
FEFREEH AT - BT EYE BB BULEIC H A e A U BEA
B R M 2 PR -

A e R - ML s R (e VE G E > mae
e BOA R AUE EH & B s L S sE Bkds T 2 AR b e h— %
A E R b e 2 i - REEH S k-SSR EaY ZHe
B Z 30 o BRINECRSN » REIF(L e T B Bk ~ TR E
RIEFE  REFRE - P ARZERZZAGH e HE AN ERFE
& o REIBAFEB AT AE - A0 [EAE A EHR RES 27 F o B A—fit - 40
SR - HAETRE VA (A AR B A RN IR IR JIRRE 2 BAEE £
(B Ea bs B < & T Z AL TR A -

WMEFHSNER S H ARG ZH GV 7 E & 2 (H
BHRZ—8 o - B > WHEERA HE-RR 2 —8 > HUE—dE
VAR eYIRaE—it - BERZEHETE L —E o&H - A
RS VER A [F B~ (P B — ER IS R AL ~ B AE S/ NRF N R EE XE

WASL R AT figsE " 40 & (combination ~ combined) ; K MH A o 58 %
fa [F] Ry B P S BEAC S B VB R A - BB S - A {baY i s —ia:
Pl DA B5 4% BAL (i 7] B Bl DL BE — BR {1y | B —jEE [F) Hp B AR Fm P B © (AT > AN 38T
EtEE AL EY) - BONEER K B8 F Al R 7 2 SR~ (e B B
< EH—BErKIA -

AT BRI AR H & DU AR B — R 2 ARSI b & ) R BRI a SRR (7Y
BE W E SR A R 2 F e ) B & A i 5 BT B R T £ R R E 1%
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PR T (L - WA > AR HA S EL A HS T EL0.01 - 100
mg/kgfe B/ R AZ R LGV 2 HIE

TEEEEINERE 2 KFHEYT » ZEINEERIRAZEBLEY
AR o At - ZFHEGY P EINEERE 2 &R’/ NMER %A
BE| 2 E—FOATHEE - MRFHEYF > o1#H510.01 - 1,000 pg/kghs
H/IRBINEFER <K&

FALR RSB RESY F 2 HINEEE 2 &R BRI S EEE
TE R — B SR 2 HE Y HImER B & o B - A FEREEY)
AN AR SRR 2 BB E R EERIE R — 8 RE MR  dH G
ERTFAL 8 2 4950% £ 100% > #h B[N

AL AV HBEEHE SV IR o g A H &% R A o7 i A B
SR (WIS ~ NI - mEMEY - YR REE) - fl > mEX
ZRC A R P AR (BE15 1% S BE PRI AR) - 281 - (o F S 4R s fth vl A8
Ak 2 BAFEAL MBI R MRS (b 2 B o 525 F 5 2 2 RUE 0] #5
A B & BRI ) > B 82 LRI 357 2 4R & V) TR R ek 28 (R 15 DUTEBH B0
G o LRSI L GYIEM 2 TTHEABHHRAZRH S B—EHp -
B

MTXE AT  EEEEFEERN S - L&Y RERER
GIRBRT M — A2 P B - JERRfE > RE WA AR HEE (L&Y
Z A ABPUN 777 R E PRI A il B T A0 2 HoAth U7 A W] R A A SRR
ALY RZELaYhE—F 2 THRYE -
BERBERF
EHI1.
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el RuCl* 3H,0 Q@ ¢

=
O, oo o)
o
MeCN, CCl,, HO I
N/ cl _ 4, H2 N~ C

0]

AR L #9(10.4 kg, 12.0 eq.) ~ ZFBE(B L, 10 V) ~ THEA(LER(S L, 10
VYKK(2 L, 15 V)FEASO L FES T < RINEIT =K&E9)(4.9 g, 0.6
% eq) RG2S C T A0 8 o j225C T 486077 ## 1F (7 A 2,4-
W (800 g , 1.0 eq.) > FEEKIEEYIN ORI T BIZURRE24/NE -
FERE AR 58 2 FERT - BIER G YL 34 LEVZBE ZBEVRIRIEEE - 0B
KL 13 LEVARE ZFR=HL - & P A TR W& KR L shEz e - FE1R 1B
JE > NS0C THEREZE TR - KRekY#48 LG HE—iEbtE - Hi#
TP B 2 [E B8 G AL B 22 T iz - (e E L RS e B RIREYA-2 (1153
g2, 97.2 BER) -

FFF

HH2.
Y wmmesEm 0§
HO™ ™y = K2COs3 Et0” ™ =
HO N/ Cl DMPU EtO N/ Cl
O 0
YRS B fEA-2 (1153 g, 1.0 eq.) xDMPU (8 L, 7 V)&& A 20

Lz g a5 Al /R e P II 2 85 C MR FF L/NEF o 281057 $8 73 W AL 778 Bk
B2 3 (1553 g, 2.3 eq)WRHEEYIR8SC NRFF2057 8 - 89057 g8 77 TIB
B — ZB5(1.73 L, 4.3 eq.) > FREHER R80T £90TC » HINEZIME T
REVIFBEA 10N - —HilEda B K B ls#E I LC-MSHIE & LUNR 2%
FAE - BI&ES0rsE R &) 2l 2500 - BBERE—F LalZE0T - KK
(17 L, 15 V) R BEFE(11.S L, 10 V) » 0 {5E7K e R A 1% e o3 e = 67K g FH B
fE(11.5 L BEtge L)ZEHE K - Hike&0F 2 AW HER/K1.S L)JEF -

5 79 HEEHIEREIE)
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ERHSOC THEEZE TR > [EmELEMRKR_EEY (112 g, 78%F

%) -
HH13.
0o Cl 0 cCi
EtQ N/ cl G P H N/ o
0] 0

(22 ES(500 g, 1.0 eq.) B HHE(10 L, 20 V)4 A20 LI g5 h
WA AI % -78°C = 48705 8 (5] |7 JE 28 F 32 R AIDIBAL-H (1M - pAH
03 Lo 175 eq.) - BEBFELER/ R -80C BL-70°C 2 - BB R ZRRE
TR YA SMERE205 88 o {035 I TLCEE R EE A I 52 2 M EEI% 4840

S EERRMEARE( L, 2 V) BEBRELER /1 5-80°C BL-70°C 2 f - 4830
53 4l 6] 7 JESR A ) R R A4 NOHCT (400 mL, 8 V) - {5538 FE(E
F2-50°C o (7 e % 2 800 4 oK Bl FEE (2.5 L, 5 V)ZEEL - &ff
FHIE » KT EE SRR - BERFYS0C FALEZE FR4R - (eI LTS
LER - HESAR T8 -

HHl4.
MeQ
0 Cl
MeO 'e) OMe
EtO | 2y . NaBH{OAc)3 . N
/—<\ >’0M e Cl
H N/ Cl H,N ¢ BHAC | =
2
O =N

Cl
E110 LIZ JE 52 E SR B 013 2 B WA 26 0h 2 S0R(7.5 L, 1.0 eq )%
AIZE0°C © 4E204y 48 151 7 JE 5 o SRR 12,4 W L 26 HERR (286 g, 1.0
eq.) » BB LER /0T HI0TC 2 B - 48504 8 [0 7 HESS P i 4 h =
ZEEEEME(EIN(G544.5 g 1.5 eq) v WHRIR YRR TSN -

5 80 H(EEHIRIE)
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38 I TLCEUREE G w58 208 Rl - A 01 N NaOH (aq.) H £pH/ 11 6-
7> ZARININEIANINa,COs (aq ) EEpHIMHY9-10 7B /KIg il FH L& LB
(2 x 5 LyJEik > HiFa0F 2 AR A /K (1.25 L)tk H & /KA B #1952
e BERICSOC TAEREZE TR > [KMSEIHEY) - R80T TR HEY
BRI LRF (6 L) d LUBRIEF /AR - E2/NFi 28l 20T - BEREAS
BEFUNS - BH#BREP R ZERIFS0C TEEZE Mgk - (R E

AN EY)(1.57 kg > &E2{H2PER65%ESR » 98.9%4E) -

HHIS.
MeQ
MeO
OM 9 /@i OMe
O\ © Br iPrMgCl.LICI N
ol F F ZnC|2, Pd(PPhg),q Cl T

S + | =N

| n THF
F F
o]

238 -1,3- & 75(700 g , 1.6 eq.) THF (8 L, 10 V)#E A 20 LK i
da P2 Al E-T8C o &2/NEF 7] [ fE 5 2 R AN THF 1 2 RN A E(L§%E
-FAEHEEEY(4 L, 2.3 eq.) > FOREHERHIN-80CEH-70C 2/ » AR
Zom[E NMEHESYE 2 TLCO e miEia2-/8-1,3- “H R ERHFE © [
2 g as o LEAUA A AL ## (1.5 kg, 4.8 eq )W FIMHR-80C EL-70C 2.2
BIE T 30578 > lERABRE0C - AR IESS FIRIIPA(PPhs), (131 g,
0.05 eq.) » ZERINEH42 EY(800 g, 1.0 eq.) > THEIREYINEET
BHES/DE - YEFEMHPLCHIE — SHLiE i iam Bl 5e 208k - REEY
RAIZEO0C » WA 1/NE [|] K 25 B 2 R A TN e A NHL.C1K 75 8 (8 L, 10
V) HRFREYIRFE30 08 - [ERBIE - KHAKRRMAS LA JBa2< UMW

i

Ko HRkratzAEAEKG LRk &K ingE - BBERso

% 81 HEEHIEREIE)
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107107562 FH YR A0202 1073182029-0



[783978

CTMEEZETRE  RMEIMHEY - HILHEYEFH00 g&Hl4 2=
V12 BB Al EY) = 6F > 1BIMTBE (34 L) —Ei 4878 - BEi& i
EREHE A E 3.8 LAKE 220 LR g5 R Z=0m MRFF VN - =R T &
AR IIMTBE (9.5 L) G 1N I ZEAMB R NS » FE MR B W R B RS
W =0m NEake - DURAEL] kg B HIT R4S < N EY) - KB 41k
ZBERAGHE iR BB JE A (B i B o 2 2B LR 2 33% 255 %1 FE) &1t
feim E AL FINS550 gl EY) > R ELBERE R ZH5 (500 mL) A Il # FE 22 R AR N
MTBE (1500 mL) 8 - # A # B IR PT P AR E fg 1l 52 ke - PASE (2R 40
430 g A 100% 62 EY) -

T Bls.

MeQ o MeO

NH2
O OMe N
N @
cl
| oS Pd,(dba)s, Xantphos
=N 2003

~ ey

20 LIz fExs R INE GBS Z EYI(500 g, 1.0 eq.) K N-(¥ - B 7R H

B B LIS OE (224 g, 1.0 eq.) ~ BxEE$F(400 g, 2.5 eq.) K 1,4- I fE(12.5
L, 25 V)i ## #3057 8 - [EI0F SRR R o 7 [ JE 85 R hiPda(dba);
(72.2 g, 0.06 eq.) &z Xantphos (80.6 g, 0.12 eq )RR EGYIF =/ N IRHF
Ty o FEEIIFVE 100°C AL RIS /N - 72 Z #5 HHPLCI E &0 e L
RSS2 AR - MRIER SWNERER FIRINK(12.5 L) - BEREIEEY
A5 LABE ZBEZEMM R - &fFA1EIH0.15 NESE KA R(EES L)
SERVNZR > FH BRI B R M 7KOB IR (2.5 L) SRk — 2 FH B8 7K (2.5 L)k —
» PE 1% S K BRBE SNEZ R R S0°C NAERZE MRS - LAR HE SRS IR AH 22
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1o Em T HEREE LRE (2 V) RMTBE (10 V)—E 8423057 -
AR BT  E RS 2R o DAREEOS %M IR L&) - AR EE IR
/MTBERUSE AR Rz (b oV — P A {L £ 98.6 4K -

BHO7. (b &Y LFEERR

MeO

O
H
N
HBr, AcOH
O
CH,CI
2v2 N F

BEPl6ZEY(1.2 kg, 1.0 eq) K _EHEE(12 L, 10 V)5 A20 L
JEZ T - HERATHN20CE30C THLIERTRINEERLB3% > KL
B > 7.2 L0 6 V) o WEAER T EEEIS/NEF - A EFEHHPLCHIE —H &
E R ARIAM IS 285 - AR AAIZ0C E£10CURM2 NEFAALH
KBEREZpHAT2 » BE&ININE RS kB S 801 K B £pH M 8519 2
o BIER SR IERA — SRR DERMX - ffattakE - A
BE/K(20 L)k - H MK SREz e - BER BB 22 TR40C TR
M5 o EIMSEEEY (1.5 kg, 95%41%E) - HHEBEAER —&HEG
L) XMTBE (7.5 L).220 LiZfEZs T » Mz f20C £30C MREE GBS
® o (BB EREBERBINS0C Tk 2N EEHEB g, 97% 4
) - AR E30CHYEIR R UL o R di EE Y B 32 LS HEH > i
BIRER - NS0C THEETRERBELFGIBE  BrLdae=E
o WP BRI S0C Tz 2 EEE(700 g, 98.7%%F) «
30C TR EY)AR32 LEH S - AR mSiliaMetS (30% w/w)lfi #
REVIIMEEREER - RS 2ER - BIEE S YRR FE XA
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SiliaMetS (30% w/w)pz H AN EDR AR - FER <A 2500 - BIEES
PIF30C £40°C MEREZE MRAEIER © FESHYTIRIIMTBE (5 V)l
PR TR U/NE o FEBEBIUEATIDERS - R70C TEEZE T HikR
FEREEE - IEIESTS ¢lbaP U itER(99.5 RERE) - LEYVE &NE K
bk < P > HEAE 15 &R ZXRPDHE - # MR F
B R BT - ZRRER AR EIER A LS U B -

HH8.
NH; NH,-HCI NH,
: e

F120 LIZHESS P48 A - A H E£(700 g, 1.0 eq.) KRR & (4 L,

13 eq)ilFS0C £60°C MEFAFFBRER - BEERINS0C MEEZE TR » IR
BEMHRIER & > N — P LRI E A - 1120 L2 JE 28 45 A MErg g
(1300 g, 5 eq) & “EH GBS L, SMMAREYZAIZE0T - FR0CES5T
THRERTEERNN _—EHET ZHARG.5 L, 5 V) - —HFEHHPLCH
ERIEER > BRI L) » BEREEY) - A_8HE0.4 L)RK2.8
L)ZelkIgsr - oA HE — 8 R ET DER - BEoFARE - Bt
HE7K (3.5 L) ek H 48 fi /Kl B sl sz i - a2 Y50 C MMERZE MRS » 1€
BEGHEY - BHBEY PN IERR: — 8 H G, 3.5 DFRRER T EHER
% BERFETBIBWCERERS o A &8 H (1.4 L) RoK(Q2.8 L) ZERIE Ha
OF WA TEIEEF - BEIRIA35C E40C ML AR Z(Q2.8 L)— B IBK - BE
% A2AI 215 CALBH4/NT - #5H BB BRI W S50C NEEZE TR
ZREEE » DIUREHIZEY)(660 g, 99%4E) - MALELYIEIEFY K
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TRZ (4D 11 55 ) (8 P 072 o 0 A 7 D i B -
B9 BRIRIEEB ST PR

F60°C TAEBHE T (L &9 i BEBR(418.5 mg, 0.963 mmol) 7 f#R
THF (15 mL)th o 48543 DU 3 75 2t 6] I 3 & 0 o o 00 RS % (62.6
uL, 0.963 mmol) » {4 78 4 4y (5 B B > O « 435 INE3099 68 - B {%
KRGS ISR o S BN B TR o Y EE
HE B (LGP R 2 R > LA E2 % w2 XRPDE - 4321
BT AR S0% K 2 1,4- I cp A6 RS DUBREEIE S AL &1 | g
B
BHI10. (L&Y R > R &

IR G (L&Y BT (10 me) BRI B ZHE ~ 5%/K(% viv)
A L o BT E S S E AL S SRS R
B3 %5 2 XRPDIE -
BHI11. L LY F RS BRI R RV S

Ik R IL Y | FEETAER(10 me) A MEFAN,N - B2 H R B o AT
WERIE R » (BELELZ-20°C F 25 SIETM A SE SE S - &5 ity E
B(ba ) B R LE A E 4 %57 XRPDIE - £
TERE > B ARSI HEBE BV > LEAES
%77 XRPDIE - %5 AIVIEBE IR T IBE
BHI12. (LY FRBE T AV &

IR R E S | (10 me) MR S0% K T2 IR (% v/v)
AL I - BB FRGERYE B LS | BRI RV
L EAE 6% 7 XRPDE « fEHHEE » BBV -

% 85 HEWHRTE)

C211487PA docx

107107562 FH YR A0202 1073182029-0



[783978

BHI13 - XEHHREHN (XRPD) 1 7774

fEPANalytical X’pert Prof&E & FE(L &1 2T ~ 1~ 11 »
I ~ IV VEYXRPD 734 < V)8 BRI DR R ZEEYLEHR 2 R
HKaptonE(MylarF SYiE 2 % fLik LU EEE - BEREZARRER
4% 5 3% o 3 A Cu KEE ST (0 A= 1.54060 A : ay 1.54443 A : B - 1.39225
At ap aobE® = 0.5)50 47 0 [ERI40 kV / 40 mAZE Bk 25 E DUBSE FE
F(EHEE0.0130 °20) » 73.0100 *20BH4A1FH . 7235.0100 °2045 5
BG4, Tyk2R 5 R ES 517

1E 7 JiE 48 &7 % (20 mM Hepes pH 7.5 ~ 10 mM MgCI2 + | mM
EGTA - 0.02% Brij35 + 0.02 mg/mL BSA - 0.1 mM Na3PO4 - 2 mM
DTT - 1% DMSO) i 8 % it 2 & [KKSRGDYMTMOQIG] (20 pM) « 3R
TYK2 (Invitrogen);# % - FE& A IIDMSOF AL &Y) o IRIN33PATPLLAE
10 uMZ ATP BRI HE - REBBERI MERY 20m T 555 120 minili BEEE P81
A2 4k (Whatman 45 5% 3698-915) F - HBE& AL 0.75% bk % & 78 70 7k
o 2R EEEUR ST R R -

I Tyk2 B M5l o M - (b &91 e K E fir & 2V (isotopolog)
23 ARSEHEBE/NINT nM ZICsfH -
BEH15. AJEPBMCHIL-1255 > pSTAT4

HEmmEKE 7 i NEPBMCH SRR S AFEFERAN M - HAR
St AR EN RN SRS 2 TeB'EY » B EHEmE
£ 1.67E6{E4HAE/ ml > (E{FEFL120 plF5200,000{F AT - &F15 p{EEY)
EDMSOLUAZ RER I ZFLP AL R3TCEE /N - fEEHRE SR
2 )7 ZZ M S DA BB Ko 70 M < SRS R IRV pSTATA KR ASTATA 73 M 2

% 86 HEWHRIIE)
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A > NS WIRIEY) (B R E Ry 1.7 ng/mL IL-12)%3057 5 - s3fr (b
G2 B4 DMSOMERE 50.1% -

HNNHPBMCHIL-1255 8 72 pSTAT4 31 - {EEW I R HFE R
Y2 - 3~ ARSEHRA/NA150 nM ZICsfE -
HHl16. CACO-24Hi2E 1

B Caco-24l i A B AMEE6.86x10 S{AAAE/mL > HiE50 pL4AE
% R 7 e £ 96 FLHTS Transwellfit Z I8 FL 9 » BRI 37C ~ 5%
CO2 ~ 5% THERE TMEMEE BB G THEE14~18K - B2REH—X
AT B AL - FRIGHF BN BRI U4 AR AR R 24/ NBF - 3) 14~18KIBH
% KiREBEEGaBEH - K& AYHHEE 2 HBSS (10 mM HEPES -
pH7.4) Je ik W KA B R FEULas e - 1] & — Transwellfifi A% K%L &5
L3 BUAANTS pL 235 pLEEENR © BE1ERRF37C NAELLIS0 rpmifk
% NEEE30 min - f£DMSOH DI10 mME FHIREE YRR - HFE%E M
DMSOEZ1 mM » 2 {4FHBSS (10 mM HEPES - pH 7.4)#ft—3 712
DB EHL &Y TIEAR - {EDMSOH LI10 mMEFH AL &YRR - OB
% HFADMSOMEE1 mM > 2% FHBSS (10 mM HEPES > pH 7.4 > 4%
BSA)#EE— S MEBLBRELEY TIESRRE - M beRHELEY 2K
FORRE RS uM o BRI E A1 TR U 22 ZR R AMEN S 5] b S8 R /75
nLAE &) TR S RN 0 2 08 FL (T8 i b 2= ) I 235 pL HBSS (10 mM
HEPES - pH7.4 » 5(4% BSA)RINE W s (ERAIMUIRR =) - BRIEALE
ERRAMAI 2 TR U7 | b2 SR 2R - 15235 pl b &) TIEERIAINE
PSR (A RSN AfS =) <& —fLF > Hi75 L HBSS (10 mM

HEPES - pH 7.4 > B{4% BSA)RII £ IEFLTELIRE) » Z 0t — 2/ (7 i

5 87 HEEHIEREIE)
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B - 6)RAR 37 C N B2/ o FE SR G E2 &S R IRy - B 1% B TR K &
JEEAMAIFLAS 50 pLE sl WA B iR < AL - mE—fLRRIN4EES
A WNERE S AS ~ 100 nM [ & M @ (Alprazolam) ~ 200 nM#i7 H % f
(Labetalol) 52200 nM & &35 /% (Diclofenac)) ” S HEE o ¥:tiE 013,220 g
AL 307788 o ERIEL100 LB 4 /K0R & 2 100 pL_FIBIRAY % 7y el i
LC-MS/MS 53 #fr - 7)E Transwellff ZE A K o 100 pLE ik =5 K (100
uM - FRHBSSH1) 52300 pL HBSS 7y 50 & Transwellffi A ¥ K B85 <
SF— L AR BRIRAIE - #R1N37C TEE305 8 - K2k 8 TRk & EE
SMANFL .2 80 pnLZE 7 sl A A% 2 [E] 38 B &2 © H M Tecan Infinite M 200
O35 598 =485nm / 530nm)EHUR - #EHLC-MS TR #GER > ~ THER
KR JRIMANTE LUATZE Papp(A-B) ~ Pupp(B-A) R [AUT R -
HH17. 1 mM ATP Tyk2 IR 047

KB &Y EDMSO G B - &AL IXIBEE R T E P
B Ekm LIRS wLE R 2 (ba®) 0 BBi& R FLFIAI010 ul
TyR2EER &%) - Z1&AIN10 wLZE )R EYIIFIR R IE - R EFE28C T
SEE25 04 - HFEEIAIN2S uL& (4 ER o F AR 28 8 3L 6 U e
B o iR Z & RE A ¢ 25 mM HEPES pH 7.5 ~ 0.01% Brij-
35+ 0.01% Triton ~ 0.5 mM EGTA - 2 mM DTT -~ 10 mM MgCl, - TYK2
4 nM ~ ATPEFE1000 uM P30 3 uM o

HiE{EEY) 2 1mM ATP Tyk2 /I8 25 70 By 45 RIZ e R8 o
EH18. iR 2 B RB O

B2 AH0.5 mg/mLKEENERF KA ~ 5 mM MgCl, ~ 100 mM
gk B B 4% 1810 K2 25 ug/mL N H & & (alamethacin) 2 F7AR o A& —fLHF

% 88 H(EWHRIE)
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Ain40 pL 10 mM NADPHAE ) 5240 pL. 20 mM UDPGA A& - NADPH &
UDPGA Z &R E 7 ARl mMKk2 mM » ®E P37 C T FEFARS 77
# o FEM A 80 pLEEdH,OfUE NADPH K UDPGA & i 2k B A i M 5 HE Bt
% - RMEEARFRESELRAF A REENZHRERNER o IEHFR—3H
(R E B o AR N2 pL 400 pnMEEEAE S P ECHE b &P 8RBT IR R
JE o WS E RSB E RIS R - AEbaY R ta? 2 &
ORE /2 uM - 410 ~ 15 ~ 30 ~ 45K 6057 $# I 5 S BB RIERIS0 pLFE Sy
sk o FEMAETE ER EBNAIN4Re TR Z B WARZE S (IS) (100 nMe] &
iy~ 200 nM{# K B4 (imipramine) ~ 200 nM#z BU% K2 pnMEE S 25
(ketoprofen)) & /% L5 (B ER) &% [ S € - Re sk BA3,220 g (04057 3% DL
AREHE - (EAM100 pLAKERE 2100 pL B RAVE 7 stk #1TLC-
MS/MS 734 « fRIBIEAES BRI RIERINE=H - MAKEHEFREKTE
A2 FFFERRER -

AT B E SV 2 NBRT R RS - < B B PR F(E (HLM Clint)#2 {f
AER8H o
BOI19. By I RE i

£DMSO 1 LI10 mM 2R E R A &Y 2Rk - f1EDMSOH L)
30 mMZRERE GV RIEEY ZJFR o Aot oh (8 H B Z2 /R Ry Pt
HIE o K30 pLEBE— bGPV 2 FRIKFRALBEEIOFLA T - Z1&HFF970
pL PBS (pH7.4)/R 02 g 2 /5 B Rt < B —/ NI » HEb 5T — 20
(L EHE - RE—/NRPARI—(ERAE - HEEREAER ZPTDE/SIL
96 FLIREFEN/IMR o REIB RN 22 Thermomixer Comfortifiifik’Z

as il FYRT NS H 2/06F - [FIRFLA1100 rpmifRzz - 2/ IS H 1% » (A KB

% 89 HEWHRITE)
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B EEE > BRABIEARERMAREER 2R - #EmEHE
B BRIERTA A o FHEREEESE o 2EH0.3uM - 0.09uM K
0.15uMEE > B —HE(LEGY 2 BEY » BFEHLC-MS AT RIEEE &
Y > H {0 E s f & (Lt BDMSO E AR 2 B EY) 2 (LA
e

ST L&Y < B ) B R R TE AV A4S TR AR R ARS8 H o
B2, ERREAEBETREBR T BB

=] AR A HIE 900 mL APV < e A » IR RFF(E3TC - HE
TR 50 rpm o EUEERRET 2 AL BRI s B R AR m PR R W
22 ik o (T Woods#E B ¥ 5:(0.4 @) BRUE 2 - HURERF I BE 53 il
%10 ~ 30 ~ 60 ~ 90 ~ 120 ~ 150 2 180 - #&HHPLC 3 fraii ik < R & ¥ 2 Al
JRIE 2 BRI (290.5 mg/ml) o HIREHE R 2 fh4 1S s M 2R3 -

b& " 1AL 2 & % B 5§ )R (FaSSGF) H . /& g H & 4 57.5
ug/em*/min » HAE &Y O & B TR B 2 B R E R K212
ug/cm?/min o
BHI22. forh Z B8 SRR

A B Ik (- S B — & [ 1 Beagle S (9-14 kg ; 2.5%5.5
FORERBNICEIT/NG » 2 BIEHEY ARG/ - FHELOH
EHEELI0 me/kg e Bifg 5 > 348 5 2A1.0 mg/mLFHEC#20% HPBCD aq.
(pH=5)t » 1% F A A AK#ESTI0 mLF2E o £ AR IR S M) 2 SEAFRR UL £ M
(1.5 mL) > AEEERQKEDTARE >~ &g > B 1% 8.0 (3000g > 4
C > 5 min) o B MAFREWIE-T0C TEEGEEE ST « £WOHT - 1
H A & 4 LMK (verapamil) (F By N AR 5. 2 % Zf% (4:1 ACN/f#E » LA

90 HEHHRTE)
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RETEET) 2 MAR L B 1T 22 AL 1% » #5 I LC/MS/MS (API-5500 - & fH /&
Mr o APCDHIE B B sl ik R MR IEREY 2B E - PKo# © £ HPK
Solver#tAZ (v2.0)#5 M IE 77 2= 70t (B MBS TP it &) oo A {18 R B 2 1 A O 1 -
iEAETE et

ER L&Y K9 2 fa R By ) T2 S R~ B7H - &Y
IJEE2105 ng/mL > Cmax » i {E & ¥R 1071 ng/mL.” Cmax « (L&)
i 18747 ng*hr/mL 2 AUC (0-t) H{E&®%9EH 10182 ng*hr/mL_ 2 AUC
(0-t) °
BHH22. GEBRHEBMERERZTE

FRHEEr125 AJ. Med. Chem. (2000), 43, 3714-3717. J7 L5 E I
TRHEE > HTE( LS 2 BRENRSTE -
BH23. BERRFZoRAB AR

{#FSchrodinger LiveDesign 8.1 2 AlogPik &st B AlogP{E » A Ff
ey 2 EREAENRRST -

o] AEAETyR2FHIE 2 L&Y S EEIME e Y 2 &Gt N RT

5 91 HEEHIEREIE)
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=7. {bEYZ &
(EE&EYI4RI7 R i
5
8
9
S
F | NH
-
N
F
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10
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12
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14 0
r/“aNfB\T:::]\
o/ Mg
e
1 | NH
e
N
=N
15 O
ua gl
NH O
%
i | NH
e
N
F
16 0
@J\O
NH 0O
o
F ] NH
e
N
Y
17
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RS. MHEALE - EREREYHAY HREE

{E&% |1mM ATPT |Kin. Sol. |Caco-2 A-B |Ertl  |AlogP |HLM Clint
ZTyk21ICs |pH7.4 |(x10e® cm/s) [TPSA (mL/min/kg)
(nM) (uM) (A%)

1 56.9 27431 |5.77 743 |41 0.62

2 85.3 743 |41

3 743 |41

4 78.5 743 |41

5 72.6 743 |41

6 93.2 743 |41

7 390 <0.5 13.47 702 [3.9 10.91

8 33 1192 |13.08 794 |32 1.2

9 134 171.55 |3.43 83.6 |34 3

10 90 1.45 4.03 743 |46 7.81

11 119 1.86 5.62 743 |44

12 136 236.96 |0.41 946 3.3

13 251.64 |2.89 96.5 2.6 1.9

14 24.2 271.19  |2.08 107.4 |32 0

15 74.1 3.75 7.59 743 |35 1.78

16 17.7 3286 |2.63 98.1  |4.0 0

17 88.6 204.67 |1.52 83.6  |[3.1

RECHARWPIFFLEMAIET T L - BEmMS A > TiEE
ARE PR BHAMHZE R bV 7R HME RG] - NIL - R > A%

HA 7 i 35 iRF 1 P B FH 2

E o

C211487PA docx

107107562

FHGTE A0202

BN & [ 1o JE LU #1057 2 A AR 2 B AR E e B 57

95 HEWHRE)

1073182029-0




1783978 107107562 4R 1103 H5H

[ 2B EEE B A5

© NH
s X
T X
0 ~N
Y. N b F F
Y Y
ZZZZ

B O
X - YRZP Z G B W GRS -
[528]
MFKEIZbEY > HARTR

ON—nH
H
N N
o ZN
N F F

B HBSEE [l 7 B -
[3537H]
— AR K2 ZA BB 2 H s -
[5541H]
— A EE K2 Z AL &P Z i ikl -
[3557H]
MEE KL ZAEEY) > Ahzba? a8 m Ll T EE

'Pruh'
e

[17H]
—HEAEEY)

><P

P 1 HEEHP S EA )

C211487PBX20210305C .docx

107107562 FH YR A0202 1103059136-0



1783978 107107562 4R 1103 H5H

O

Nes
2ty
bed

SHEEEE A 2
[5567H]

—REFERKHI 2 L&Y 2 B -
[577H]

—REFE K2 Z L a2 BEEP = -
[5587H]

BRI (LS R HAAEE FE R E T
T M R X454 5 (powder X-ray diffraction ; XRPD)[E| -
[5£97H]

—TEMFE KIHAZ (L&Y 2 & &8 - HXRPDEF HA = (#=5E %
55 2 (549 IR A

C211487PBX20210305C .docx

107107562 FH YR A0202 1103059136-0



1783978 107107562 4R 1103 H5H

20/FEBEE LT 2 I ¢ £96.07 ~ £911.90 ~ £916.62 F74913.95 °© -
[=51074]

—HEWBE K32 (e & Rs - HEFE
T R X Gt 47 42 51 (XRPD)[# -

[F113H]

—HEWMF KHEIZ a2 &R 8 - HXRPDE H HAF = ({#EE %
20/ EMEE DL 2l - £919.89 ~ £99.17 ~ £916.88 ~ 414.37 F2422.09 © -
[51274]

—HEWBE K32 (e & Rs - HEFE
T R X Gt 47 42 51 (XRPD)[# -

[51315)

—HEWF K3 Z ez &R A - HIEEXRPDE F HA = (F5E
(20 F RE e DL 20 ¢ 2922.27 ~ £26.45 ~ £926.02 ~ £J16.34 4
17.06 © -

[=51474]

—HEWFERKE3IZ(baY &Rt - HAFEEE FEURE4F i
T R X 4R G S (XRPD)[E -

[51534]

—HWFERKHIZbEY & FA - HAL EXRPDIE F BA ={F=E
Z(E20fFEEEE DL 20 - £918.18 ~ 4918.56 ~ £916.95 ~ £921.95 Fr 4
9.85 ° o
[£167H]

—HEWFERKE3IZ(baY &Rt - HAEEE FEURESF i

W}

B EIEOUR E2 T A

W}

B EIELUR B3 T AT

% 3 HEEHPEEEA )

C211487PBX20210305C .docx

107107562 FH YR A0202 1103059136-0



1783978 107107562 4R 1103 H5H

K AR X ST 47 42 51 (XRPD)[E -
[55177]

— BN RKHIZ &Y 2 & & » HALHXRPDE F BA = (#=F
Z(E20EEEE DT 26 £917.79 ~ 4912.45 ~ £924.38 ~ £726.00 F7 47
16.28 © o
[518%H]

—EMBERKEIZ (e &Rt HAEEE FEUREG6: iy
T AR X T 4R 8% 5 (XRPD)[H -

[25197H]

—EMFEKEIZ ez &Rt » HIEHXRPDE+ BEA = #E
ZE20AEEH LT 2 - 4913.34 ~ 498.80 ~ 4911.10 ~ £916.85 &Y
25.49 ° -

[25207H]

— R FEEEY) > HEEARANEZWHERKHI Z5FE—H L
EY) R B BE TR B e R B R o
[25217H]

—EEEAGY)  HERARAEREZNHERKHIZLEMREE L
A FEAZ 2 B~ RIS o
[252274]

—ENEERKIHI 2SS E—HAEWZHZR - ERREEHRE:
Tyk2/ 87 [ E 2 BEH| -

[252374]

WS RKIA22 Z iR - H ez Tyk2 /8 Z e A 2 5 B 88 0 IE

2 RIIE ~ IR ~ PR IE ~ (& BB RS AR A B R E

% 4 HEEHPEHEA )

C211487PBX20210305C .docx

107107562 FH YR A0202 1103059136-0



[783978

[ &5

i
jut®
(N

©26

4000 -

C211487DA pdf

107107562

3000 -
T8
2000 -

=
o

18 » £ THEHEE)
FH LR A0202

[& 1]



[783978

N ; /\ AJM A /\/\ |\ / \ [\ { (U \j\ J
'“""Mﬂf,,‘wmdﬂ}\\"w » " ‘/ byt r-.w"'kf V.\,.I,Nrp‘f')'v avh 7 / .\JI [ \‘uif" \..1‘»!\" L]

30

20
°20

[[E2]

C211487DA pdf

107107562

4000 —

FH44% A0202

iE
2000

=
51

528 » 3t THEHBZ)



[783978

MJMWMMWWW

30

C211487DA pdf

107107562

4000 —

FH LR A0202

5

=3
51

4 35 -

2000

3t 7H @ YE)

© 20

(&3]



[783978

it

C211487DA pdf

107107562

1000—
i

&
o

FH44% A0202

500
0

5 45 » 3t THE B

©20

(4]



[783978

WW WWL J\wmwmwww

C211487DA pdf

107107562

1500

FHGSE A0202

1000

iE
500 —

2
o

% 5H » 3t THE@ B

°©20

[fES]



[783978

©26

10

C211487DA pdf

107107562

10000 —

FH LR A0202

L
5000

% 0H » 3t THERHEZY

[fE6]



[783978

1’44

0¢

9T

[L=]

CULIES

cl 8 14

[ A4S ) —e—
6 A4S} o

¢=Hd « thbedDdH %034 « Od 3y/8w o]
MdEHE 3

0T
00T
.Ifw
= oI
| B
S~
3 &
C%
&
000T
0000T

C211487DA pdf

120)

=]

B 7H 0 3k THEEHAL

FH LR A0202

107107562



	Page 1 - First Page
	Page 2 - First Page
	Page 3 - Abstract
	Page 4 - Abstract
	Page 5 - Description
	Page 6 - Description
	Page 7 - Description
	Page 8 - Description
	Page 9 - Description
	Page 10 - Description
	Page 11 - Description
	Page 12 - Description
	Page 13 - Description
	Page 14 - Description
	Page 15 - Description
	Page 16 - Description
	Page 17 - Description
	Page 18 - Description
	Page 19 - Description
	Page 20 - Description
	Page 21 - Description
	Page 22 - Description
	Page 23 - Description
	Page 24 - Description
	Page 25 - Description
	Page 26 - Description
	Page 27 - Description
	Page 28 - Description
	Page 29 - Description
	Page 30 - Description
	Page 31 - Description
	Page 32 - Description
	Page 33 - Description
	Page 34 - Description
	Page 35 - Description
	Page 36 - Description
	Page 37 - Description
	Page 38 - Description
	Page 39 - Description
	Page 40 - Description
	Page 41 - Description
	Page 42 - Description
	Page 43 - Description
	Page 44 - Description
	Page 45 - Description
	Page 46 - Description
	Page 47 - Description
	Page 48 - Description
	Page 49 - Description
	Page 50 - Description
	Page 51 - Description
	Page 52 - Description
	Page 53 - Description
	Page 54 - Description
	Page 55 - Description
	Page 56 - Description
	Page 57 - Description
	Page 58 - Description
	Page 59 - Description
	Page 60 - Description
	Page 61 - Description
	Page 62 - Description
	Page 63 - Description
	Page 64 - Description
	Page 65 - Description
	Page 66 - Description
	Page 67 - Description
	Page 68 - Description
	Page 69 - Description
	Page 70 - Description
	Page 71 - Description
	Page 72 - Description
	Page 73 - Description
	Page 74 - Description
	Page 75 - Description
	Page 76 - Description
	Page 77 - Description
	Page 78 - Description
	Page 79 - Description
	Page 80 - Description
	Page 81 - Description
	Page 82 - Description
	Page 83 - Description
	Page 84 - Description
	Page 85 - Description
	Page 86 - Description
	Page 87 - Description
	Page 88 - Description
	Page 89 - Description
	Page 90 - Description
	Page 91 - Description
	Page 92 - Description
	Page 93 - Description
	Page 94 - Description
	Page 95 - Description
	Page 96 - Description
	Page 97 - Description
	Page 98 - Description
	Page 99 - Description
	Page 100 - Claims
	Page 101 - Claims
	Page 102 - Claims
	Page 103 - Claims
	Page 104 - Drawings
	Page 105 - Drawings
	Page 106 - Drawings
	Page 107 - Drawings
	Page 108 - Drawings
	Page 109 - Drawings
	Page 110 - Drawings

