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AHIODMARDOF 5T D6 5 A XX 12 4 A [ 5-0> “H 5 Mkt
HERIZBUNT, 100N FEH 7= 0 OFRERRYMEDIHRIZT TR
HETIXLTThH o7 DITH L, AHlbmg 1H 2B £ K M0mg 1H2
BT TENENS. 6K V2. 9TH -T2,
Fio, REORMMER G 2% 0 728 ) v~ FBEIZBITH100A -
EdT- 0 O FEE R RYYE OB L, AAl5ng | A2 GH L)
10mg 1 B2l 5EED CENREN2. 3K V4. 9CTh o7, [1.1.1.2. 1,
2.2, 8.1, 8.5, 9.1.1, 9.1.3, 11. 1. 1]

) AKOBHE Y U~ FIBIT L2ARBMAE - A, 77 v F=7 & L Tomg 1H2MERE
AEETH S,

15.1.2 B Y v~FBHEEZ ML L UIIEMERRBRICE\V T AFH
EA R RUEY— MFHBETIE, 7T R R OARAI AR 51 &
LT, MiRIRED 7 F St 2 0 EISE A M S5 2 L
R EN TN,

CEBEMERIE)

15.1.3 BARA K OGE NTESE RN 2 B & kP51 ARK % 8T M (B
FOEM) B4 U7z EER L R 5 MR S AREAGERIZ I\ T, AH110mg
LH2EBER 7 T RREHC B 5 BEZ2SYYEORHEIA L. Th
0. 4% (AT6fh2f]) KO0, 0% (12261H0f]) Th Tz,

HAR AR O E ARG B i, AAI 262080 (RE
53R $e 5 U7 [ BRI R 5 AR S i RratiR Iz B\ T 100N - 4
B2 OEERBYLEORKBIRIL, 77 A HETIILIATH 72D
W% Ly AHEI5mg 1 H2[a#E K O 0mg 1 H 2[EETIE, ZhEhl. 35Kk
0. 64 TH - 72,

A A B O TS R 2% BB ~ D AR FI O $e 51 AR T D 100
A Fbe ) OREBRBIYEDOFBIRIL, 2.05ThH o7,

(BhREE)

#6151, 4 AL P HEI T S Bt FUBIGE  (PML) 2 8 L 7B A
TR IS STV D, PULOFHL & AH) & O BIEME IZH] & A>Tl
QAN

15.2 JEERPRERERICE D < B3R

15.2. 1 AANITAKLEER 24325 2 &0 DR & OFE MR~
ZRAETAREMS S 0 | FEEEARRER TIR Y v SEREUR ORI ER S D
Wb 72 I A, S5 (IFN-a/ B, IFN-y . INF-a ZEDH A |k
T A v O (KN T D R ER GIE RO D A L Ak
WV v Nf) BNaxbz, £72. ZOMICHFIELHEE ~D5
B(rNT VAT IS —EO LASLEIBOIEER L) A b7z, [2.5-
2.7, 8.6, 9.1.5-9. 1.7, 11.1.35K]

15.2.2 7 v FORAFEMERR (245 ABH) I2BWT, BT AT«
o b MfuRE (75mg/ke/ H OBE) . #EfENGIE (30mg/ke/ H LA L) |
EEMapRAE (75mg/ke/ H M) . BYEMAFE (10mg/kg/ A OKE) DI
BUEE O _FFRNERD 7Y,



15.2.3 H /U39 M 5588k TlX10mg/keg/ H T8FIF 3Bz, /L&A
FBABHHBRTIII a7 = /) —UBRE 7 = F L Z0HHES L-8W
8P LT Y LN ERFRD BT,

16. FEWEhRE

16.1 MmAiEeE

16.1.1 BEKRE
HA AERERBRE 61T . ALK OB & ZE I BA A% 4 570 L
elE, N7V =T ORYBEERIT, ITIEARLGIICENL

- 9)
EEINTiE
1mg bmg
(N=6) (N=6)

AUCq- R E i 22.0 111

(ng * h/nL) %CV 28 22
Caax ST P fiE 7.32 41.3

(ng/mL) %CV 14 35

ax oAl 0.75 0. 50
(h) P 0.50-2. 00 0.50-1. 00
ti AT fiE 1.96 2.49
(h) P 1. 69-2. 40 2.06-3. 60

~ 100 ;5

-

E —e— 1mg (BH&EA6H)

1)

= —— 5mg (HXA6H)

m 10 j

E:S

#+

S

By

a

N

1]

LN

AR

F\

N

A

#+

# 0.01 r T T .

= 0 6 12 18 24

HBE%EERE (h)

16.1.2 REHRE
H A AR BR A 651 A 26 H il 15mg 1 H 2RISR D55 L
Jo b &, RIEHRGBRGH 4RI CINIC EFIRIBICRE L, BRI
(HLIEF B-RF D AUC,- o\ 63 5 KA # 55 H H DAUC). 1, D k) 1%1. 15T
bHot=?,

A [AT 42 5 R

1HEY (N=6) 8HHY (N=6)
AUC " A ORBSLTY 387 445
(ng * h/mL) %Cv 32 25
Coax el P2y fiE 141 136
(ng/mL) %CV 34 32
T R fE 0.75 0.75

(h) P 0.50-1. 00 0.50-1. 00
tis G fE 3.14 3.28

(h) iH 2.36-4. 06 2.58-3.97
ke ST A i - 1.15

e (7 Sffc)

IR %ev - 10

a) A Va—L 1HE BEES, 2-30 H REHIM, 480 B AL 81 HIZHIL
[E10> 2142 15-)

b) FLME () @ 120FH

¢) 8HE®AUCt /1H H®DAUC ¢

E RN/ CTHER L7 THRBSRBRICOWVWTRE = L—3 3 U PKfiR
Bragl, BARNEESY v~F8#E (B, 70kg, b5k, ~N—R
FALVDI VT F=2 7 YT T A=Z80ml/min) DRE 2 L— g
VPKARTG A—FEREE LTI A, AT s VT TR (CL/F)
1218. 4L/h, AT O EFRE (V/F) 1396. L ThH -7, £-HEEM
LV ARKSmg 1H2MEFR O KEE L Uiz & 2 OEFIREBIZBIT 5458
FHOEYTRE T A —2 BAEAME (EERE® ] X, KeiiE
PR (Cpay o) 60.4 (17) ng/mL, N7 ZIEE (Coip o) 439 (51)
ng/mLJ O 5-FRRIZ 33 1 2 i e P BE e b AR T iR (AUC ) 262
(20) ng * h/mlL & H#HEE SHi'?,

A AN & O E TS E R 2 835 12 A 10mg & 1 B 2[R1938 i S
PG Lc & & 05200 B L O8EHHE ofgEh b7 7 (5510

RERELN TS,
SAEA HAN
# » T 7 ) b T 7
e (ng/mL) i (ng/mL)
$eh-2i8 B 391 5.07 [0.00, 199] 46 4.78 [0.447, 21.9]
¥ b8 H 388 4.78 [0.00, 133] 46 4.46 [0.00, 112]

e fiE [/ Ml SRR AiE]
JERETBR (0. 100ng/mL) ARl DA 1X0.00& Lz,
A G- S ER L E T g M (o ifaPE) 121305 (12~155f) Th o7,

A AN S OB E N TRIEPE R G 2% i3 % b Gl FE0 U 7= [EIBS L [ 55 T
FEBBR 2 BRI ONC A E BB KNG BT % RIS I L 7= vish
55 T FEFABR 1R & OV AR RBR 1RBRIC DWW TR E = L—3 3 U PK
fRAT A2 Fhi L. AARANZETBBERIBREE (E L REEL 72
LEBEZ, TUT NS BYE (KET2kg, FEp40EK, N—RT A
YOI VLTF =2 )T T AN1090L/min) DRE = L—3 5 LPK
RT A—REHEE LT- & A CL/FIE26. 3L/h, V/FIX1I6LCTH - 7=,
FARFS L O 0mgZ 1 H2[EHR O KRG Lz & 2 0EFIRIEICK
BB BEOEWERE T A —4 [HMEE (e ] 11z
TVZEI, Cray ss 46.9 (19) K TR90.8 (20) ng/mL, AUC. 211 (23) M
UM04 (25) ng « h/nml & #EE Sh 7z,

16.2 IRUR

16.2. 1 ShE RS A 120012 A H B OFFAR S FH A 1 0mg % Hi[m]
BOROERN (IV) #50 L L7 7 o F =7 ORI AA AT R
AT EVT ¢ R LTz, AHI10mgiR O 35505 OFE g S A A7~
ATV T 41374 14% (90%(FHEXH : 70.32~78. 16%) ThH-7=1?
GEAT—4),

16.2.2 BEDOFE
SLE MR 1661 . AHI10mg % BA[EFR 05 LPKIZXHT 5
BRHEORBZTM LI, AUC &IEEE Lz b7 7 v F =7 g
e E, R T TIELRI6% (90%5 #EIX [ : 3~10%) HER L7zdizxf L,
Conxl H932%  (0%(ZHEX [ - 20~42%) Wb L= GhEATF—X),

16.3 9%
FRNE G2, b7 7 T =T OEFIRIBICE T 5 BT O 5%
(V) I8TLEHEE &Iz, R 7 7 v F =7 Db MEEARKEGFE
130.39ChH o7z, M7 7 F =7 O M-I HEREE i3 1M (312ng/mL)
IZBWNTL 2T o =12 110

16. 4 {X i
N7 7 F =T DI VT T AOKEFIRT DR 0% 503,
REAARD FFREHAITO%, BHHEA30%TH 5, TR
F k7 v AP4A50 (CYP) 3A4% 4T LTI &4, CYP2C1I9IZ L » T
FTNCRHEND LEZOND, vANAT U ZRBRTIL, BERETR
JHHEEDE5%LL L& b7 7 ¥ F =T ORI 7=, T ICE
250 OBSHEIISEEONHMIC L 5 L O TH Y  ZThE IR
HHHRED8UANE T o 72,
in vitrolRERIZ KV, M7 7 F =TI AANEE ) v~ FHEEIC
1omg 1H2MEFEE Lzl x0EFREBICE T 5 IR B Cu
(0.24pM) D125fEDYLEE (ICs>30uM) T, bk DOFEFEZR MRS
F2CYP450 (CYP1A2, CYP2B6, CYP2C8. CYP2C9, CYP2C19, CYP2D6J% X
CYP3A4) DOIEMZARBICHENIFFEL RN ERRIN TN D,
in vitrolRERIZ LD, b7 7 F =TI AANEE ) v~ FHEEIC
1omg 1H2[EFEE Lz L o EFREBICE T 5 IR S C
(0. 24pM) DAITEDIREE (1C5>100pM) T, b b OB 22 S5
F2UGT (UGTIAL, UGTIA4, UGTIA6, UGT1A9K% (NUGT2BT) DIGHE% A
ICHSE LN Z ERER TS, [10. 2]

16.5 HEitt
E b ARG U ARBDN S | EREOK29% KAk L LT K
S1%03MEHM & LT, ENENRFICHRM SN D Z LR ahT, #
fERIZIE, BURREORIINASRE IR & LT, M3 E LT,
ZRENPEIE S NIz, RIEIERITH% TH 5727,



16.6 HENDEREZHIT HEF

16.6. 1 EHEEEERE

BRPE, R, EE OBHRER S B A 60, BEE I T R 6
WA 0mg & BEERR 03 510 L7z & & SR CCu D EHHEIE
FLLL Tuve, BRSREIE R & e R, PR OVEE O
e P E R 2 1T B AUC, o DIEE D 1L, N FH137%
(90%ZHE X[ : 97~195%) . 143% (90%(ZHE XM : 101~202%) K 1U223%
(90%ZHEX ] : 157~316%) T o7o, t,,,0 ML, BHIEEE
BB (2 F 1T 5 2. 4R 2> D FEE O B RER IR ([T d0 1T 5 3. 8K
METERELEY GHEAT—4%),

(N=6) (N=6) (N=6) (N=6)
AUCy-co 260 357 370 579
(ng * h/mL) (71.5) (109) (154) (214)
(o 91.2 84.9 95.0 107
(ng/mL) (25.3) (23.2) (47.5) (28. 6)
[ 0.8 1.0 0.8 0.8
(h) (0.5-1.5) (0.5-1.5) (0.5-2.0) (0.5-1.5)
tis 2.37 2.83 2.88 3.77
(h) (0. 36) (0. 86) (0. 65) (0. 48)
AUCy oo e UCray = SEMT TN (REUEMRZE) | tos : TRAL (REPH) .ty - SEAT VDM (BEMEMRZE)

MAFGENT A 52T TV 2 R BB RFE 1265 2 A 1 0mg % HA[R1#% H 42
BB Lzl &, B2 )T T 0 A/ MIRRECE S5 B08h%
OB (ERRZE) 130.73 (0.15) Thoiz, UL, k
TrF2TNEEN T VT T UABRRKENT END, MIEBITIC L
BBEORYEINCHT 2 AT/ E W, [7.1, 7.6, 9.28]]
16.6.2 RTHEEfEE RS

HRJEE R OV 45 BE oD TR RE R 25 B 56051, JITFHERE IE W e Bl A
Al 10mg 2 B[RS M4 5.7 Uiz & & | SRPETREEREODC,,, D AT V1
TEIIHFRERBIE R BE L 0 £ 0. 6% < | AUC)_o. 0D SAAT S ME 133 2075 20>
ST, S FENFREEREDC,, D AT SRS RE IEH BE L 0 ©49%
18 <\ AUC o0 D S AT LB 1 X65% 51 23 2 720 0D FEIEIZ DN T,
JFHEREIE R HE 4. 1R 2> & AR EEJF RS AE 5. 4RF[EI & TR L7
2 (HEAT—F), [2.4, 7.2, 7.6, 8.9, 9.3, 11.1.45H]

ER (1354 PR

(N=6) (N=6) (N=6)
AUCy .. 355 366 584
(ng * h/mL) (82.6) (55.9) (280)
[ 60. 5 60. 1 89.9

(ng/nL) (14.2) (17.0) (30.6)
Taax 3.0 2.5 0.8

(h) (1.0-6.0) (0.5-4.0) (0.5-2.0)

tis 4.09 4.37 5. 41

(h) (0. 94) (0. 41) (1.08)

AUC) oo e USCry + M FIME (BEUENRFE) | o, HORAE CHEDH) | o o SO TE0E CERUE(R 22)

16.7 EWHEERA

16.7.1 A b rLFY—F

AFNE AN LFH—1 (15~25mg H1EES) OPFHAEEICLD
r7 7 o F =T DOAICOHNMIE3% (QOMZHEXE : —1~T7%) . Cpx DI
INE3% QOWEHEXM : 6~12%) THY., b7 7 F=7OEWYEH
RICKIT 2 BITRD b o7,

Fio, BAE A LY — bOFRAEGIZELY, A MR LFH—
F DAUCAHN10% (90%ZHE X : —4~23%) T8 L. Con313% (90%{E HE
KR @ 0. 1~24%) Jd L= SHEANT—X),

16.7.2  ta+vJy—)
CYPSMODILEKTH D7 b= —v ROH : ENRER) &0
PERABEIC LD, b7 7 U F =T DAUCK Cld, AT EER B L0
EHHR LT, EEI103% (0MEFX : 91~116%) K T16% (90%
fEHEAXR : 5~29%) #INL7=*Y GEAT—%), [10.228]
16.7.3 Z)La+Jy—I

CYP3A4} RCYP2CI9D [ EIR TH D 7 vtV — v L ot EIC
VR T 7 TF =T DACK UCpy i3 AHI B Bl & Leile LT
FRENT (Q0WEREXR : 64~96%) K U27% (90%EIEXE] : 12~
44%) HNL7= GHEANT—4), [10.288]

16.7.4 250 ARRULHY BRRY v
CYPSMODIIERTH DL 7 a1 Y AR LOPFHREIZ LD, AFKIEM
e Bl & bl U CL A& A Uz & & OAUCIE21% (90%(5HE X
fil : 13~30%) ML, Codd9% (QOMBEMEIXE : 1~17%) KT L7z,
CYPSMODIHEEKTH D7 uARY v EORFAREGICE Y, AKIH
M GF & Ll U T, A A BiEl# 5 L7z & & DAUCIET3% (90%(5HE
X[ : 62~85%) BN L. ConlZ17% (90%SHEXR : 3~29%) KT L
7= GMNEAT—4),

16.7.5 U7 EY Y
CYPSMOFERTHHY 77 v BV EOfffEEICEY, FT7 7
TF =T DAUCK OCpb . ASFNHIRSE H-1F & PRl LT, 22 h84%
(Q0WBHXH : 82~86%) M UNT4% (90%ZHEIX ] : 69~T77%) (KT L
729 GHEAT—%), [10.258/]

16.7.6 2 54JS L
A (30mg 1H2EHEET) &I FY T AOHHABEGICLDIFYT
LDOAUCOENITA% (Q0WBHEIXE : —4~13%) . Coo D HIINIE2% (90%
ZHEXIE : —4~9%) THY ., YT ADC,, SUTAUCITEEITRD
LIRS GMEANT—4),

16.7.7 #BORHTE
TR PERBRE L2 I\ T, AH (30mg 1 H 2[EH%5-F) o ff 512
I, BOREE (LR AFZA LR F = LR TV
—)L) OEPBHREITE BT DN otz AFIE OO L
RNV A R LIVOAUCIEL% (Q0%EHEX M : —-5~7%) B L, Cpunld
12% (WX : 5~20%) BN L7z, AHl & OPFHREDO =T =L
TR T VA= VOAUCIETS (QOMBIEIXHE : —1~15%) M L. Crox
1310% (90%EHIXR : 2~18%) b L= GFEAT—%),

16.7.8 A FiRJLZ Y
AH| (30mg 1H2EHESE®) LOCTOMBIREE THH A FALI v
(500mgHL[A % 5.) OFFFHEEEIZ L D A FdRL I > DAUCD IR 132%
(90MBHHIXH : —3~3%) | Cory DI 1T7% (90%(FFEIX T : —13~-1%) .
2 UT T AOHNINL0. 2% (0MEHEXM : -3~4%) THH, A k
RV IV DAC, Cpu XIEB 7 VT T U ACEBITRD Lo T
D SEAT—4),

16.7.9 PHEERE
in vitrodBRIZX V., N7 7 U F =T IIPHEEABORE THH T
ERTRENT, - PHEAEICL S VIR U omkicT 5 -
77 vF =7 OMREEA LD LN (10 : 311pM ; HARARH U
= F A ICAK10ng 1 H2EHEET L7z & & OIERFHATC,., 1300
{%) 30,31)O

16.7.10 £ bE#HFF > b5 U RR—%— (h0CT1XIXh0CT2)
invitrofdBRIZ XV, b7 7 v F =T IFh0CT2IC L A7 LT F =D
BV A A% BARAARICELE U, E OEGHIT =T v L RI%C,
VAFTULED b ENT ENREB I L (16 : 150uM 5 B A ABIER
U o~ FBFICAH 0mg 1A 2EHED L L X OHFREATC,., D
6251%), F7=, in vitrosBRIZI Y | 300uM (HARANBH Y v~F &
FITAHOmg 1A 2B #H 5D L7z & & DIFERTC, D 1250f%) £ T
DET, 77 F=71Th0CTIR ChOCT2D G & 1372 H 7R 2
LRI S R

16.7.11 £ AT = VEERY RTF K (hOATP 1B1XX(%1B3)
in vitro®RBRIZE Y . hOATPIB1Z A L7-Hklckt4 5 N7 7 v F =
T OMEMEA DD BT (105 :55.3uM; HARABEH Y v~ FHRE
IZAF10mg 1 H2[EHELED L7z & & OC, 2B i IER-ES ~ 7
7 VT =T IRE OB O 23015 L OFFIRF OHEE N7 7 v F =7
BB D83fi%) , hOATPIB3Z AT L7z#fikix, b7 7 v F=7RE
L00pMCRHFE S e olz, £z, in vitroRBRIZ L D, 900uM (H
ANBEY v~ FEFICAH 0mg 1 H2ABED Lz x0dEkd
I Coay D3750115) ETOWRET, b7 7 ¥ F =7 IXh0ATPIBL L O}
hOATPIB3DHEET & (372 572N T & AR S 72309



16.7.12 > Fa4 v FiEE E FIFHE~DERY AH
Yo KA v FEEE e MR EZ W= in vitrosdBR (1uMM& O20uM :
HANBE Y O~ FBEICKAIOng 1H2EHFEGY Lz & & DI
BRIC,, DA NTROB3.3MH) 1LY, N7 7 v F =T DFEY A&
BT, BViAHL b T AR —F — 3 E o552 0 5 AEMEI R
WZ L AURIBE N,
) AAIOBETY v~ T2 AR - BRI,

L Th s,

K77 v F=7& L Thng 1A20MEEE

17. ERERALIE
17.1 BHERUVREMEICET 555
(EEgY) < F)
1711 BENEIHE_SERLEEHER (A FbLXFY— MR,
A39210395%E%)
AN MU EY— N CHRA+S2ARNGENEREE ) U~ T BE
1366 & %212, 34 A O T T R BRIEVEA L EERITATREM
FeisEkER ORAIL. 3. 5. 10mg 1H2EHH LT ¢ L iZ7I&8K : 2
bR LSt — MEHET) 250 Lz, BEHAMR A TH 551437
A DACR20%EL E2R (ACR20) . ACR50%EL 2 (ACR50) [ URACR70%EL
#FR (ACR70) I TDO LB THoTz, AAKlomghtiI 7 7 BREEL

Folgs LT SR - e o B s B D H5HE T d 5 ACR20IZ DUV THE R
MABENPRD LN (p<0.05),

PeERE ACR20 ACR50 ACRT0

TTRR 14.3 (4/28) 14.3 (4/28) 3.6 (1/28)

Img BID 64.3 (18/28) 32.1 (9/28) 7.1 (2/28)

3mg BID 77.8 (21/27) 44.4 (12/27) 14.8 (4/27)

b5mg BID 96.3 (26/27) 81.5 (22/27) 33.3 (9/27)

10mg BID 80.8 (21/26) 57.7 (15/26) 34.6 (9/26)

% (Bi%/FFAMxt G200 . BID = 1A 2[R1#%5-
L EMERRAT B 136BIZ T, Dia < & b UL EOFERL 3%
B U 7- 9B 1L, Smg BIDEE : 19/2741 (70.4%). 10mg BIDE : 20/26
B (76.9%) . 77 wREE: 1172861 (39.3%) T, 05 HRFEBR
EHEETERVWEFEFS FEHWEM) LMl ESnizoiE, ThEnl?
B (63.0%) . 1961 (73.1%). 8 (28.6%) T o7z, AAIFEIZISV
TEHECRILEAERGII, 7I9=V T /) hTVvATxT
— BN, RIREEA, T ANRTXUBT I T U AT 2T — B
my i L AT e— U, i kY 2 Y &Y RN, (KEeE Y
REEHEINT, 13 A EPEREUITEETH -7,

17.1.2 ENE TH_E SR ERER (BEF|. A39210405K5%)
1KLL EODMARD CRIRA 4370 H AR A TR BRI Y v~ FRE 317
B % RBUT 30 A MO F & At R MEE AL — B BRI TRER i
KB ORAIL, 3. 5. 10, 16mg 1H2EEEE) § L1378 R) %
Fhi LTz, EEFHNF R CH D H5-%3 5 HRFDACR20, ACRS0K Y
ACRTOIZLL T D &30 Th o 7o, AHISmgEIT 7 7 A L ik L T,
ACR20IZ DWW CHERTII R A E 1RO bl (p<0.05),

B HRE ACR20 ACR50 ACR70

7R 15.4 (8/52) 7.7 (4/52) 1.9 (1/52)
Img BID 37.7 (20/53) 13.2 (7/53) 7.5 (4/53)
3mg BID 67.9 (36/53) 26.4 (14/53) 13.2 (7/53)
5mg BID 73.1 (38/52) 46.2 (24/52) 26.9 (14/52)
10mg BID 84.9 (45/53) 69.8 (37/53) 49.1 (26/53)
15mg BID 90.7 (49/54) 72.2 (39/54) 51.9 (28/54)

% (F%/FEAGcT 4140 . BID @ 1A 2[5

MM ETHNC BN T, D & b I LA EFLRZE
U790 12, Img BIDEE : 21/53%1 (39.6%) . 3mg BIDEE : 23/53
5l (43.4%), bmg BIDEE : 29/52f3 (55.8%). 10mg BIDEE : 32/535
(60. 4%) | 15mg BIDRE: 28/5445 (51. 9%) . 7T & AR HE 1 23/52051 (44. 2%)
T, Z0) LEWER L MBS -0k, EnEashl (34.0%) . 19
11 (35. 8%) . 24451 (46. 2%) . 28451 (52. 8%) . 254 (46. 3%) . 204 (38. 5%)
Th oz, KABETE &bbhtm f’FFH IZERE IR E T, &
YuiE s L OV BAE ] KON TH ik SEESNDHDOT, F£i-
B (GBS 10%LL 1) &:Jﬁ)ﬂf:@lﬁ:‘ﬂ% I EIEHEE S =R ILE
ThHo1m2,

17.1.3 HNEE IH_E 5B (B, A39210355%5%)
1AILL_F OO DMARD C 2 AR 43 72 S E TG B BIER U ¥ ~ 7 35384
Bl % 552 60 A DT Z 2 R 5t BRI 2 (b — BB WA TRER Lk
B ORAIL, 3, 5, 10, 15mg LA2MEPEE™ | 74U A~ 7 40mgh
WL LIE7T78R) 2FEM Lz, EEFMAERTH D EE%
3% HEFDACR20, ACRG0L RACRTOIZLL T D B0 TH -1, Zzﬁ%mg

BT 7T AR RE L ERiR U TLUACR20IC DWW THERFR 2R A B 220N 3R
N7 (p<0.05),
FeERE ACR20 ACR50 ACR70
7T R 23.7 (14/59) 10.2 (6/59) 3.4 (2/59)
1mg BID 31.5 (17/54) 11.1 (6/54) 5.6 (3/54)
3mg BID 45.1 (23/51) 25.5 (13/51) 11.8 (6/51)
b5mg BID 61.2 (30/49) 38.8 (19/49) 14.3 (7/49)
10mg BID 72.1 (44/61) 45.9 (28/61) 24.6 (15/61)
15mg BID 71.9 (41/57) 50.9 (29/57) 26.3 (15/57)
THEY A~TY 39.6 (21/53) 20.8 (11/53) 3.8 (2/53)
% (B1%/FEAmxT 4140 . BID @ 1A 2[E14% 5
a) 40mgEiE £ 5
RPN R RIBAFNZ I T, G H3H ARFE TITRBEL

T-EEEL KL OBIEHORREFIZI0L K 5ng BIDEE TR bE <. il
DOFEEHOFEFRERARITIT T R LRRE Th o1, AHIEE
TRO LIZEWERIL. SBERRSE T TEBEE) (FRRE)
&U DEIUETS J OV A e | (RUE LR, RIS 72 &) 1T S
LHONKBENP-T12,
17.1.4 NEFETHA_EEREEHR (A FMLUEY— A,
A3921032z45%)
TNFREE A TR R A +53 72 SME TG B BIET ) & ~ 7~ B3 39961 4 %t
S0z, 6 AMOT T 2 ARRHRIEVEZ L —E BRI TREM L5
(K#I5, 10mg 1H2EHEEGH $ LZF IR+ A b bLFg—1|
BEAT) %M L7z, FEFMRS Th D 5%3» A REDACR20,
ACRSOJ PACRTOIZLA T D &30 Th o 7o, AHomgfflL 77 B ARRE &
Eefge LT, ACR20IZ DWW THEEHY R B B AR H il (p<0.05),

FacRita ACR20 ACR50 ACRT0
77K 24.4 (32/131) 8.4 (11/131) 1.5 (2/131)
5mg BID 41.7 (55/132) 26.5 (35/132) 13.6 (18/132)

10mg BID 48.1 (64/133) 27.8 (37/133) 10.5 (14/133)

% (F1%/FEAGRT G040 . BID @ 1A 2[R 5
B G-BItADN 53 n AR E TICHEBL L 2B FEFGUIAAKI5ng BIDEET
53. 4% (71/133%1]) . 10mg BIDEES6. 7% (76/134%1]) . 77 & R T56. 8%
(75/13265) T, 2 D 5 LK RBRA B E TERWEEFS (BIEM)
DIEBENE 1A 5mg BIDEET25. 6% (34/1334) . 10mg BIDEET32. 8%
(44/134450) . 77 BHREETL9. 7% (26/1326) ThH o7, AFFETH
B THEL LB EFLITMBERIRSET Fﬁmrkiueéﬁm\
TEEEE] KO TEERE L O AMEEE BEshs b0
T, BREHECRBREASIABRECH o, BIEATIT NRYYER
FOEARE], TBBFEE] ICOBEEND DO Tho7W,

17.1.5 NNEFOHE-_ETREEHER (BAl A39210455(8%)
LAILL_E OO DMARD C2h AR+ 43 72 M E AT RIS U ¥ ~ T /35610
Bl a5 65 A O T 2 7R % BRIV 2 (b — BB I TR R b
R (RAI5, omg 1H2EEEEY & L ZF T &R) 25EM L7z,
T SEAMRE 5 T d D% 543 » H I DACR20, ACR50 &% URACRT0IZLLTF
DLEFBYThoT, 2&%! 5mglfix 77 & ARt & bl LT, ACR201ZD
WCHEFHI R A B DR btz (p<0.05),

B bt ACR20 ACR50 ACR70

TIER 26.7 (32/120) 12.5 (15/120) 5.8 (7/120)
5mg BID 59.8 (144/241) 311 (75/241) 15.4 (37/241)
10mg BID 65.7 (159/242) 36.8 (89/242) 20.2 (49/242)

% (B1%/FEAMXT G140 . BID @ 1A 2[E1H% 5



B G5PRME 53 ARFE TICRB LI A EERIIAHKSng BIDEET
51.0% (124/243%1) . 10mg BIDEES6. 7% (139/245(1), 7T REET
54. 9% (67/122f51) T, =D 5 LIKRRARZ &G E CTE WA EFS (7l
TEF) DIEBLEIA 1T AFK5mg BIDEET25. 9% (63/243f1) . 10mg BIDHE
T31. 4% (77/245f) . 77 BAREET27. 0% (33/122f) ThH o7, A
FIRECREBE CRIB LA EFRLOFERIER & b, SERIRSE T
TEABEE ], TEYER L OFERE ] RO TSRS ([0S
N5HL0OT, 209 LIBEEIG NN E B2 HHEFSIL5ng BIDEE
DR DI TIH 712",

17.1.6 HEFEMHE_ETRILEE (DMARDGHA., A392104651E88)
LAILL_E ODMARD CEhHEAR 443 7 S E A TEEIMERIER U » ~ T (35792
Bl zxtg1z, 120 A0 7 2 Rt BREEAC B MRIATRER L
BB (ORAI5, 10mg 1H2MEE G & LT TR : DIARDHFH
T) % FEM Lz, FEFHER AR T D4 51465 A FFOACR20, ACR50
K ACRTOIZLA T D L B0 ThH o7z, AAKSmghblL 7 7 & REE L i
LT, ACR20IZ DWW THEEH R B BZAN RO bivlz (p<0.05),

Eiacs i ACR20 ACR50 ACR70

7TER 31.2 (49/157) 12.7 (20/157) 3.2 (5/157)
5mg BID 52.7 (164/311) 33.8 (105/311) 13.2 (41/311)
10mg BID 58.3 (180/309) 36.6 (113/309) 16.2 (50/309)

% (WPE/FEAATSBIED) . BID : 1 A2MHR 5
BHBAE B3 H AR E CICHBL LI FFSULAHAI5mg BIDEET
52.7% (166/315f1), 10mg BIDEES4. 4% (173/318%1), 7T REET
61. 0% (97/159%1) T, 2D 5 bLIKRBRA G E T WA HEFS (B
VB DOFEBEIA 1TAFK5mg BIDEET35. 2% (111/31561), 10mg BID
FET35. 8% (114/318%1)) . 7" B AEET31. 4% (50/15941) ThH -7,
ARHIFECRBEE CRBL L -AERIISE IR C THBEE) &
O TRYYER L OSAERE)] Thotz, SHEE TR LEZAEFSR
1%, AFH5mg BIDHE Tl EAGEREYY (3156111961, 6. 0%) , SIHIHZ
(31561661, 5.1%) KOTHT (3156IH 14651, 4.4%) T, AHl10mg
BIDEECIE EXGEEG: (318%1923%1, 7.2%) ., HEJE L OV I (4318
Bl106l, 3.1%) TH-o79,

17.1.7 NEFTIH_EERLEHR (A FMLEY— A,

A39210645t5%)
AN b LFY— b CHRAT L RINE NGB Y U~ T RE
TITHI ARG 125 ARIO T Z 'R FRIEVE 2k — S Gl THER]
iR (R#I5, 10mg 1R2EFEGEY | 7 4 Y A~ 7 40mghd il 5 5-
HLIETT'R : AN MLV — AT 2FEE Lz, T8
i 25 T d B %5146 % H FOACR20,  ACR50 K% TRACRTOIZLL F o & 5
0 CThoto, AHIGmgBEL T T BAREEL il LT, ACR20IC DOV THE
R AEEENRO b (p<0.05),

acs i1 ACR20 ACR50 ACR70
TR 28.3 (30/106) 12.3 (13/106) 1.9 (2/106)
5mg BID 51.5 (101/196) 36.7 (72/196) 19.9 (39/196)
10mg BID 52.6 (103/196) 34.7 (68/196) 21.9 (43/196)
7Y £=T 47.2 (94/199) 27.6 (55/199) 9.0 (18/199)

% (BB FHAlixk B1%0 . BID = 1H 2[5
b) 40mgliE #¢5-

BHBAMANH3H AR E CICREL LA EFLIIAHF5ng BIDEET
52. 0% (106/204451) . 10mg BIDE£46. 8% (94/201%1) . 7 F & REEAT. 2%
(51/108f) . 7 & U L~ 7HEBL 5% (105/204f) T, ZD 5 HIKHR
B A BT TERWVWAEFEFSL (RIER) ORBIEIEI3AAI5mg BIDEE
C32. 4% (66/204451) . 10mg BIDEE26. 4% (53/20141)) . 7°F B REELT. 6%
(19/108f) . 7 &V L~ 7HE26. 5% (54/20445) T ~7=, AFIRET
AR CHREL L RIERIZSFERIR T THIGRE ] RO e
fEFS KOG E ] Th v . AHI5mg BIDEE T, AUE Y., TE .
SRS, TR OURBEEES: (W77 B 5%AM) . AH10mg BIDEET
W ERGER (3.5%) . B, AR R ONEME (Wi 3. 0%)
Tho1-7,

17.1. 8 EREHERFRIFER

AN R LFH— N THRA S RIGEEREE Y U~ T BE (R
79761, 5B AARANLBHEIZ ETe) ZXIGUT, 2EM D7 T & R kIR R
VESAL Z S RIA TR il B (KI5, 10mg 1A 2[R G & L
778K AMMLFY— AT 2FhE L7z, 2EKOA
ARNEFMOAFKSmg 1A 2[E 58 &k VT 7 2 R EBT 5 #5146
% HBFDACR20, ACR50, ACRTOK T2 DX A 27 (van der Heijde
Modified Total Sharp Score ; mTSS) D_X—R T A D DB
{bEZRITTT, WBREMRERDOAEASng 1H2EHFGHIET T R
L LT ACRICOWTHEFIR AR ENRD L (p<
0.0001) | B eiifsEE e FRBY 1L 2R DFEIE T o HmTSSDN—R T A i
5 OB RAZ DWW CIHE RN A B ZEITGED b h o 72 (p=
0.0792),

5mg BID AT %N 5mg BID 77K

(24%) (24%) (AARN) (AARN)

ACR20” 51.5 (159/309) *  25.3 (39/154)  59.6 (28/47)  20.8 (5/24)

ACR50” 32.4 (100/309) 8.4 (13/154)  46.8 (22/47) 8.3 (2/24)
ACR70Y 14.6 (45/309) 1.3 (2/154)  23.4 (11/47) 0 (0/24)
1SS0 27741 13941 1465 2241
REoE(a 0.12" 0.47 -0.05 1.45

BID : 1 A2[I#e 5 B AT 56 5 H I

o) % (filsk/ Rl % 65140

d) p<0.0001, EBLTEUZIESL Jiik

e) Mk, R—R T A AL L LI Booire T v
) p=0.0792

LEEMEFRIT RIS 797TH] (EARANLISH Z&Te) 1BV T, ARG
H3n ARFE TITA < & MM EOFEESR IR LA I,
AHlI5mg BIDEE: 157/32151 (48. 9%) . 10mg BID#E: 171/31641 (54. 1%) |
7T RRE  73/160f1 (45.6%) Tdh -7z, £D I LEIWEM & Al &
N7eDIE, L E98h (30.5%) . 105641 (33.2%) . 4141 (25.6%)
ThoTo, AABETE < RO LNTAEERITBE IR TN
YuER LOEAEDE], THIBES ), THRRA ) RO TR RS
T, RIS A SN T A E S X 5mg BIDEE CIXEERS. 6% (18/32141)
J OV NREEZ 4. 4% (14/32141) |, 10mg BIDEE Tl S IHTA 4. 1% (13/316

Bl K ONEHK2. 8% (9/316f]) Th -7,
D AFIORH Y v~ FIIT AR - FfklE, 77 v F =7 & L Tong 1H2MIR
AL Thd,

CEBHEXRER)
17.1.9 ER£RRE (EA2E ARKER : A39210945K58)
HiGE (AT a4 R, 7HFETY UL~ ANT T TV > b
HUNEINFRRER]) D72 < & b 1ODIEFEICKT L THRAR 4 it
BRMEAR RO FERE D O EIEOIRBIC H 5 B AN L O E S5
PERIGARBETD (2R59801, 5 HHARANG2HIZETe) 255 E LT
Fhti S A7 FEBGERBRIZ W\ T EEIHTIE H T b 5 8IERF O TR,
RER 2R CAAIE 10mg, 1 H 2[E B G-REN 77 B ARG L i L C
HEIZED» - Tz, 2, BARANIBWTH 2K L RO 28 5
nic,
#  SERFOTMRE (HRFEEMEIC L D)
10mg BID 7R
N n (%) N n (%)

TIeREDE
75 (95%(S X ) pfE?

LR
BN 476 88 (18.5) 122 10 (8.2) 10.3 (4.3, 16.3) 0. 0070
RN 49 11 (22.4) 13 1(.7 14.8 (3.9, 33.4) NA

N AP G, n s BIEL, % (BPE/REAG G150 . BID @ TH2[EIE G, NA @ 35470 L

FIff : Mayo A 2 7 32 LA F T, A O 7 AT R UELAR, B MLY 7 2 2 7 R0 08

BLERT D,

g) INFRLER ORHERE DA, N—2 T A VDA T 1A RO 8, il 3k & il
1k & #u7=Cochran-Mantel-Haenszel (CMH) X%ﬁﬁ

HEHES GRBRIELBEEDH V) OFEBEIAICONT, SR TIEAHA
10mg BIDEET30.3% (144/47661) . 7° 7 B AREEARIKT26. 2% (32/122
Bl) Thoto, BAEFLOEREEIITICRE TP EETH T,
ARFFETR O Z L AONTAFFRIL, WEMKSET NEYES
FORARE) KO TEREE) Thol,



BEHIREAEFRS (EEREYYE, HIEE, EE0MERE
G MRS AL 2R L) 12OV Tl ASHI 10mg BIDEED 6451 (1. 3%)
o, EERBYYE (LIRS, BREE, /eXA NI VDA - T4 7
o ¥ Ve BVEIBYYES A L OUIfiA) SFR0 bilz, 205 b,
AN LR & HIE S =832 o 12, AR, #RoE
PBINERD BV, AH10mg BIDEEIE3H] (0.6%) T 7=,

12) ARAI1E15mg, 1 B 2008 5-HED 1665 (B A N3 % 5 Te) 134 MEDOAT 1 HERAS LTz,

17.1.10 ER#RAR (EfHEFER - A39210965158)

B AR A GRER (A3921094785% X TA39210955888) DWW 1%
SET L. BRE (RN—R T A VREIZ A~ Mayo A 22 7 D3RLL D
30%LA_EDIET2A®H Y |, Mayo R =27 OEMGHIILY 7 2 27 O 1EL
DAL T X IMayo A 2 7 O EAFH MY 7" A 2 7 O A 058 I 1S
EEF L) AR LN AR OSNENBIBERIGREE (£
ik, AFlE5mg, 1H 25819861, 1[m]10mg, 1H 2[a#5-8£197
B, 77 EREEGHLI8EITHY . 9B HARNL, AHILESmg, 1H
2mF HRE166, 1a10mg, 1H2[MEREEE126], 77 B REEEE115]
EET) ARG L U CER SN HERBRICR W T, EEEhE
T 552D EMRIT, EROF RN T, AFH1[E5mg, 1H2
[l 55, 1[5 10mg, 1 A 2B Gt & HIC 7T R GRE L g LT,
METPINCA RIS o Tz, £z, BARANIBW TS 2K L FEEO 6
MR BT,

F  S2MFO MR (P RFERHEEIC X D)

FTEIAMERN TH L EERALMERESLRY (Major Adverse
Cardiovascular Events : MACE) N OVEVENEE (FEB(IEA & % B
<) OFBFEIT, WIFL b INFBREAIRE 69 5 L PENGE S 7
Mmooz,

£ EEAOMAERFR MACE) ORHR

5mg BID 10mg BID AHIEE TNFELEEF]
N=1455 N=1456 N=2911 N=1451
100}\;;‘;5 v 0.91 1.05 0.98 0.73
0.67, 1.21 0.78, 1.38 0.79, 1.19 0.52, 1.01
(95%fF X [H) ( ) ( ) ( ) ¢ )
A= R 1.24 1.43 1.33
(95%fFHEIX ) (0.81, 1.91) (0.94, 2.18) 0.91, 1.94) ¥

a) TNFRELEATE 03 2 ARFIPFETED Y — R O9IBUE I LR T iR E L T\ icdks
Pv—U L 8aA T,

£ BMEES GERAEREEERS) ORILR

5mg BID 10mg BID E Sl TNFPEL5E 4]
N=1455 N=1456 N=2911 N=1451
IOOA;jEMJ 1.13 1.13 1.13 0.77
R (0.87, 1.45) (0.86, 1.45) (0.94, 1.35) (0.55, 1.04)
A= R 1.47 1.48 1.48
(95%F5HE X ) (1.00, 2.18) (1.00, 2.19) | (1.04, 2.09) "

b) INFRLE AT 4 2 RAIGFETED A~ — FELOSKERK I LR T HRGE L T3S
Pv—T L8R A T,

Fro, MHERIE, EEIRIIARIE K ORIET OB RIT, UTo L
BYTH-72%, [1.1, 5.1, 8.2, 9.1.10, 11.1.6-11. 1. 8&H]

K5t n/N (%) TR LD (95%EHEX) pftE” N . N o
e LA s ST 3] T P
afk TIEAR  22/198 (1L1) N NA FIEARAR S ORISR MLARAE 0 56 55
Smg BID  68/198 (34.3) 23.2 (15.3, 31.2) <0. 0001 bmg BID 10mg BID AFfEE TNFHLE
N-1455 N-1456 N=2911 N-1451
lomg BID  80/197 (40.6) 29.5 (21.4, 37.6) <0. 0001
o ) [ 0.17 0.50 0.33 0.06
AAA 77%8R 111 0.) NA NA = (0.08, 0.33) (0.32, 0.74) | (0.23, 0.46) | (0.01, 0.17)
Smg BID  5/16 (31.3) 22.2 (6.2, 50.5) NA ‘AA_ o021 a1 026 o
1omg BID  8/12 (66.7) 57.6 (26.0, 89.2) NA REHIRIRAE | ) ag) (0.17, 0.51) | (0.17, 0.38) | (0.06, 0.29)
N o AP S, noc B % (BIE/RRME S50 . BID @ TH2[E G- NA - 472 L 100 NFEY 72 3R BLR (95%(5 HH X [H])
TR - Mayo A 27 P2 AT T, fl2 O 7 A2 7 RLELL T, EGHILY 7 A 27 23058085 £ BT ORRBR
el titlich 5mg BID 10mg BID HANES INFBEZEA]
h) BLAREAGRER T O GRER O — R T A U0 BRRERIR S 555 % B RIE S 17 Oty e ne B W
o N-1455 N-1456 N=2911 N=1451
PUFRHERFRUBR (A39210963087) (B2MBIFOTIARSIZ OV T, INFHLE I (© ‘sg‘ 52 ) | © 63 8(1) 09) | (© egA 6(5> 82) | (© zg' 33 54)
HEFILIS O PE 12 I\ T, AFKLE5mg, 1A 208/ 51 &% U1[E — — —— ——

10mg, 1H2EELHECRBETH o7z, —J. INFBLERIEZ Gz
T, ARAlE10mg, 1H 2[5 REOIEF BRI 10]5mg, 1 H 2[n1Fe 55
o T2,

F  S2EFFO TR (INFRREAIEL) O MR, R B X 238

%
TTRREDE
(95%{Z HE X [H])
7T 'R 5mg BID 10mg BID 5mg BID Lomg BID
N=198 N=198 N=197

TNF B 22 71 4 %) 10/89 20/83 34/93 12. 9% 25. 3%

il (11. 2%) (24. 1%) (36. 6%) (1.6, 24.2) (13.5, 37.1)

TNF BEL 7 A1 %) | 12/109 48/115 46/104 30. 7% 33. 2%

1 Lo+ (11. 0%) (41. 7%) (44. 2%) (20.0, 41.5) (22.0, 44.4)

N Al eI, % (I FRA RSB0 . BID @ 1 H 2[5
BEfF : MayoR 3 7 B2LL T T, A OY 723 7 BRURLLCR, MY 7 2 3 7 230808
ALERT S,
AEFRRORBBEIAIL, 2 TIE, AAl5mg BIDEETT2. 2% (143/198
%) . 10mg BIDEETT79.6% (156/196%1%%), 75 & REETT5.3%
(149/198%1)) T -7z,
ARRNFETRBREEG O R > T AFEFRIL, SWERKRSEET NERYE
BXOBAMRE)] kO TGRS Tho72,
753) AF10mg BIDEEIZHHA AN B AL 19T LFNIIRTR IR O 5.2 52 1 e i o T Tz %
S DREHT 1 B A LT,

17.3 Z0fth

17.3.1 SAEHEREEREREAER (A392113354ER)
DMEREGOY AR (WUE, milE, BER, HEENREED
BEAE4E) 2100 AT 550558k EosMEABIET VD &~ F k43624
ZHRGUT, AFA (5, 10mg 1H 2[EFE D) I TINFRRHEHIF 5% 0%
A RETT 2 I BB LA THER] Pl ek BR 2 S L 7

100 NFEY 72 Y O FEBLSE (95%(SHEIX )
D) ARFIOBE Y U~ FIcks1) HERAE - i, 77 v F=7L LTong LH2[EIREH
B TH D,
1E2) ARRBROMACEDEHKITLA FO LBV Tholz,
- DIUESE - BOER R MR OARIIZE, DZERE, BUEM R D ARA, BUEI At £5t
W72 DL AL BER 70 D ., Z o D BIHAE GRS BRI )
« JEESER 7R DR TE
« FEBOER 2R MR (i S L 00 5 7 72 T RASER D 5 B AT 7 FR R M ek
KFEET)

18. EphE®E
18.1 {EA%RF

N7 7o F =T JAKT7 7 ) =R ZAEELTHY, & hOF
F—BHEOFTEHWRIME AR, hT v F =T 8T
v A TJAKL, JAK2, JAKSZFHE L. TyK2bLREIZIHET S, e
N T2 T DJAKBNAE L CV T FIMBENMTONDL N, b7 7
F =TI UTJAKUC G T o ~T v ZmESHIRIC L5 v 7
IAREER TBINCHHE U, & OBRERRIMEILIAKRIC S AT A RE
BERSFRIZL DV 7T MERECRT 2FE LY @, JAKLED
JAK3DPEEIC XY, IL-2, IL-4. IL-7, IL-9, IL-15% NL-21%5
LoD ILED v HEFT DV A b A VZREREN LIz T )
IAREEDEWRT S LD, 2RO DHA M IA %Y o EROTEMEAL,
PEGH R OBSRERBUCAR IR TH DL Z &b, ZNHDO T T F VR
OMREIZ L b e R TRl cE s L EX NS, T,
JAKZ 63 2 BHAEMEAIC L 0 IL-6<0 [ BUIEN7R C oD SRt
A RNIAEN LI T FUREBIRIT D B2 b5, L&
AETIE, JAKRKE ZBIRS 7HURZEOMSI 2 Lz ) Ar R
TF DV T FIMREOMHINAC L TR B 5,

19. A ICET 2BIEFEMMER
—MRLFS . b7 7 F =T 7 Wt (Tofacitinib Citrate)



b4« 3-{ (3R 4R —-4-Methyl-3-[methyl (7#pyrrolo[2, 3-d]
pyrimidin-4-y1l)amino]piperidin-1-y1}-3-oxopropanenitrile

monocitrate
312 1 CugHyoNeO = CellgOy
5y 1 504. 49
PR ARITABOHKRTH D, RMEIN N AFALTEFT I RIC

W3 <, KIS K, =& 7 —v (99.5) (ZHiaed TIRITIC
<y,
ez S
HSC
'@ HO COH
W]/\ . HOzC CO:zH

22.

é\%
CH3

2k

28%¢ [1482 (PTP) X2]

23.
1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

12)

13

N

14)

15)

16

Nt

17

~

18)

19

=

20)

21)

22)

23)

FEk
tNER AR AETREMRER (2013453 A 25 H 7KER CTD2. 6. 6. 6,
2.6.6.9, 20184E5H 25 A 7kEY CTD2. 4. 5) [L20120705046]

Mitrova, K. et al. : Clin Gastroenterol Hepatol. 2025 ; 23

(1) : 163-165

Julsgaard, M. et al. : Lancet Gastroenterol Hepatol. 2023 ;
8 (8) : 695-697

*i?ﬂi%ﬂ SNEETERS 7N T T F o R OMRER
WY 7 F B ORIE)ISE DR [120140701001]
NER  ANEE /IR o > 7 v U 7 F o KO

RERE U 7 F LB DSIE S E~D [120140701002]
PR - 2 AJRMERER (2013423 A 25 H7KER CTD2. 6. 6. 5,
2.6.6.9) [120120705045]
ﬁvﬂ‘i%ﬂ BRI R OV 1 5B (Yhv) (2013423 H 25 A 7k
% CTD2.6.6.1, 2.6.6.2, 2.6.6.3) [L20120705041]
Borie, D. C. et al. : Transplantation. 2005 ; 80 (12) : 1756—
1764

FEPNE R AT IS DB e (e R ORI #H 5
(20134E3 A 13 H/KZR CTD2.7.2.2, 2.7.2.3) [L20120705067]
HENEERE : B Y U~ FEEICBT AR E 2 L— 3 VPKART
(20134E3 A 13 H/KZR CTD2.7.2.1, 2.7.2.3) [L20120705091]
HNEE  IEBEMERIBREFICB T ARE = L—3 3 U PKIEHT
(201845 5 25 A 7&K CTD2. 7. 2. 3) [L20180327010]
FEPERL  BEEERR ISR B AT RS T U T 4 OfET
(201343 A 13 H 7K CTD2.7.2. 1) [L20120705064]
TENEEL R AIC T 2 REFOZE (2013437 13 H AR
CTD2.7.2.2, 2.7.2.3) [L20120705065]
FENEE : in vitroTOMBER AFEGLEOMET  (20134E3H 13H
JKF CTD2.7.2.2, 2.7.2.3) [L20120705092]
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