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Tofacitinib citrate

b LG TG

T AR E olod F e FTUE HEel YENE
Aol E=ot o)dg o] YEhd gREEY 5L WEEIAOE 52 I=ZHA
2HZolE e HAAAAE HE T3 It
T Zdol YeEhd A9, el 2dE wirtA] o] ofe] FoAE Fdof gt
RiudE e oS 233t
o FHAEZ T ¥ o]Lfo HIlo] Q= FAHAY. FAEL o] s FA3Ir] A H

654 ool AN 71E AsAd AT wkgskA AU Wekdol e Aol
gsto] o] oF& ARgStoiof 3t

2) AEE

Ha F7EA o) AddA @ aclel de W 504 o/Fe FutEl: #d Y g

e g o] oF 5 mg 1Y 23] E+ 10 mg 1Y 235 TNF AA e} v w3l 1712
= A o Al F g ATolA FErzE e AdaA A F :

2 A% AEC] EFAEY 5mg 1
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DA Eo] TNF AA ] Hle] o] ¢F 5mg 1¥ 23] %=+ 10mg

e =

% 5 wore] WA Eo] TNF AA w3l EskAEY
= 10mg 1% 28] o] EAolA =itk A4 w37 AR 7

5mg 1¢ 23]

T F7H] AEA el S

654 o] ah, dA E= HAA A7 FAA, BE dAAFE A A
2 Agd WEAFS RGeS At ofdFdel A IAY W] Ae A9)ol
A BAEo A5 7IE ABmA HA3] wbSshA EAY Wefdol fle Agol &

1=
o] ¢f3t HAAAAE WEFAHE AAo]4 fApo|A ) 2HR1-v} Blo] 2 2 (Epstein
Barr Virus)®t #do] Q= o]4 & HFIZAE SAAH doo] Frlste oz Ay

At

4) F8 AEHA o] (MACE)
Ha A o) del AdEA #Ad 15
AN Fo AEHA o dNSFAEHIEB/A A, AZA8A 2 iul"zoi 75«19)«1 H“@
Eo°] TNF AA o vla] o] ¢F 5mg 19 23] T+ 10 mg 1Y 23] Fo A oA =

654 o]l #zt, AA e HA AV FAA, E AR AF 89l e A
(odl: F4743sd AE8As W)= 71E A5Ad H-3] westA] FAY Wk ol
e Aol st o] oFS ApgslooF g}

5) dx%

dE4 AeS 2737 Yall o] 4 JAK AAAZ T3 SaoA HHHSF, AR
A PAF, 9 AT T ATl AT Ha FUHA o) de AEHA ¥ L
Aol A= T 504 oo FutElx HAHA FAtoA o]HF o] dREEe WA E o
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5) AW 5T (ANGC; absolute neutrophil count) 500 cells/mm3¥| 531 3t

(ALC; absolute lymphocyte count) 500 cells/mm37] 5+l 32}

2R 4] 8 g/dL vl

F

(galactose intolerance), Lapp
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lactase
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(glucose-galactose malabsorption)
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| ool o}, FAVIZY A A4 35.0d 7 39.0d o] AT
=L 111 BlEE F7iebE ESAIEY 10 mg 1Y 23], EFAEYE 5 mg 19 2
A Aol T2 A ATHTINF A A= wWF U E 50 mg =
T 40mgelth. FF YA BIIHEFEA FAAFTFH AT o7
ANH Fa AEAA o]FRHF(MACE)e]l B7HEAT. Brivse] w2 SHAAEHR F
AA Hrte BACE FRPHIT. o] A= 390 HoxE 15008 o A=<=
oF &} /\Hﬂﬂﬂ‘?} Aot HAHAZFY &F 54—5—7‘4 N2 ?_]3]1 AAEL E

4

Of

e

A5

o
>
o

7V E5kA Had %ﬂﬁf} Ol"c} HES-2 %1‘41??} g ol T,

z 9 A 3, , ,
AF4E, A 79 8 adtoldt

olF w7IY, Y e WEEHAME tx Aol o] ¢ Fo T Y] =&
71t & vEbd o W o= Qs EO# ST Ao v gL o] g TS 3
2}

A3 Wz dEARANA, 0-371E Fte AHES F 12WY AYFAT F
18.9%(23%)oll Hl3l o] ¢F TEFA5 mg 1Y 23] FAT(F 616%)NA 16.2% (1009),
10 mg 149 23 FAF(FE 642")dA  179% (115%)°lA=.  DMARDs
(disease-modifying anti-theumatic drugs) ¥ X5 A3 iz JGAIFlA 0-371<€
B¢ FHES DMARDsS 9eFEAT F 559 5 18.4%(103%)ol H]3] DMARDs<}
o] ¢k 5 mg 1¢¥ 23] WEFAT(FT 97398)°l A 21.3%(207%), DMARDs$} ©] ¢F 10
mg 1¥ 23] HE8FAT(F 969H)ol A 21.8% (2119)°] ATt
o] o3 #dHste JHE & Rid fAES V= A, 2AdFE ®H a2 (A
7k #xke] 4%, 3% H 2%) ©] AT
7] RN GONA o] %Y F =FE AT 4867%) T FHES 1008A-d T
46178 °1Q (5 mg 19 23] T 4389, 10 mg 19 23] T 47.29), &
= 1,750%‘ T AHEEL o] &5 mg ¥ 10 mg 1¥ 23] FAFolA Zhzt 1008-#-d
g, 4197 °] ™. DMARDs #iZ A &5 3 F 3,117% 2] fAoA AdHES ]
5 mg 3 10 mg 1 23] Fo{TolA 42 100 &A-d T 41.07, 50.3% o] AT
dolx 1] F7F A8 A P acle] e W 50Aﬂ °]’¢ RA AE e
S Ol = F29ulA PASS ATl = BauE
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O

°] ¢f 5 mg & 10 mg 1 23] FolTolA Z42zF 100843 F 1.79, 1.69 0],
ofrol e 10082 F 0ol th HIEEHAN O E @xFo 7o e 100 Ak
Z 1.9% o] o] .

DMARDs HIZAXEE 6, 12, 2471 ¥ &< JAHA AFAFANA T Ee] A&
< DMARDs HiZAAE $JoF FofFoA 100843 F 1.79 0] 2, DMARDsS} ©]
°F 5 mg 1¥ 23] W& FATolA 10082-d & 3.6%, DMARDs$} ©] °F 10 mg 1%
23] HEFo oA 100 EA-d T 3490 AT

A2 R 3 AR A7) dAFAF R FAE AU FAPAANFY A =E=3A

EL A%
ANA, T Ao HA YHELS o] ¢ 5 mg H 10 mg
]
AR

= L. 1 -
100823 3 247 H 3.08olAth 7HR &5 ERud T S HEH, dE
A, 8274, d=x44, A2, Addoldtt. 718 dd e A7 Rausdnt
o e 2 17H«l —r7} AEAA AP 8ol d= T 504 ©]d RA SAE
A

UGG, o] oF T F 37149 =& 77t B¢, AFS FH3 &, o] o 5
mg ¥ 10 ng 19 23] T3t Aol A A3 o] Hum A skt
o] ¢f o T 12719 == VIt TS @6‘4—% o] oF 5 mge 1Y 23] £43 Fx}d
A 074, 10 mge 1€ 23] F493 Aol 6 1 (10084-d T 05 H)HIFHU. ©]
Obl 10 mg ¥ 5 mg 1Y 23] T3t vl& 2o (H 3l 95% AlEFhH= 1008}
2 0.5 (0.1, 0.9) o] ATh,
A A Az BuEdth A A o] o] ok Uig =&Y FHEe
(

10 7R € Aol A 9609 =)ol At

@) 713 &4 (A3 A 9)

AFAIFCA A, o] o Fof & 370 =& 7|3 B2t ke FAT A, o] ¢ 5
mg ¥ 10 mgs 1Y 23] T3 A A 73] FEho] BausA ettt

o] of Fof T 1270de] =& VIt & 718 AEL ©o o 5 mge 1¢€ 23] T4

Gl A 47 (100823 F 03 Z), 10 mge 1Y€ 23] T3 FxjolA 4 A (1008
Z-d 0.3 ZA)ol BuEAh o] 2F2] 10 mg 3 5 mg 1Y 23] FoF37F v & o)
(2 3l 95% AlZ]F3h+= 10082 7 0.0 (0.5, 0.5) 7oAt

713 4 Wk o]z o] oo Uik =E717ke] FHE2 8 MY (414l 698U )
o] A th.

(5) Hiel& 2~ A &3}

UEAGeAA, & B G oA ] thFdzz] Bl go] thE 3ol vla] =4



Elwtth Ad) = $71 1,000 cells/mm3u] 51 Aol A thdER o] $1go] Fr1E

-
el A}aqm Hol= 1709 F7F AduA 91 acle] = v 504 ©]d RA 24
E ez & it FALEE PASS AollA BiE i

Z

A AS(PE) B AFANLHZ(DVI) AHl7E 2= 1709 7 AdaA fdalol
A= W 504 o]% RA #A4E WFCR 3 thytE F-2wH PASS Aol Rals

o 5 ¥ RFulEl2 A YFAE
45 24704 ] TR, tx AEAR 7IE T 45 125 f1eF 7|3l A, B
Bld 5 mg 1¥ 23], EGAEY 10 m > TAE
(95% A1F T3 27 100 FA-d ZF 0.009(0.00, 0.57), 0.008(0.00, 0.77) 2 0.407
(0.01, 222)°]30a, AFARIHAFTY THE9% A=) 242 100 SA-d &
0.00%(0.00, 0.57), 0.21%(0.01, 1.16) ¥ 0.4078(0.01, 2.22)°] At}

45 247029 FALuA, tix AZAE A 7IElA, ESAEYE 5 mg 19 23],
EFAEY 10 mg 1€ 23] T2 HANHS Y E95% A= T73hHS 22 100 £t
-d " 0129(0.02, 0.34) F 0.159(0.03, 0.44)°1R 3, AFBHNEHZ] B E9% Al
T2 247+ 100 A3 3 0.159(0.04, 0.40) 2 0.10%(0.01, 0.36)°] AT}

28 ZRouAg, gz NS 9@ T Ay ARA A w=o %3la}
bR A A, EFAEY 5 mg 1Y€ 23], EFAEHY 10 mg 19 23] Fo
o] FHMAZ BAYEO5% A1 TFIHS ZH2zF 100 FA-d F 0.129(0.06, 0.22) E 0.13
(0.08, 0.21)°1 2, AFAHIAZF] FAHEGS% AIFTFhHe 242 100 FA4-d

r[r

ol of M

%leawm, o] o Fo & 3/€Ee == VIt Y, HS B

5mg £ 10 mges 1¢ 23] Fo% &4 5 2 ¥ (100829 7 0.3 )4 v &
A E 9 EQ (non-melanoma skin cancer)< A &g A FFo] BIAE AT o] <9
10 mg ¥ 5 mg 1¢ 23] T3 BlE Aol (

2 03 (-0.1, 0.7) o)At

o] ¢f B T 127]€9 =& V7 T, HISAFE IREGS AQdF o FLFE
oF 5 mge 1Y 23] T4 fxlollA 574 (10082-d T 04 7), ©] 2F 10 mge 1Y
23] B3t FAoA 7 A (100849 F 06 7)ol RaFHAL o] 2k 10 mg I 5
mg 1Y 23] T2 8]E 2ol (2 dlE 95% AlFF3h+= 1008A-d F 0.2 (-04,



07) Zolith o@et oFd FF = b= 10 mgS 1% 23] T3k FatolAA 00l
A 12709 Avolel vrehd

=
j= ¢}
27 A ANdolX BZd IJAF FY

zPste] b £ o4 FU FRE A
FRgolglon, 1 Bgost A, AW, AAEY, AJAY, YZF P oy

-IIO{' wa

A Zo] At
8) dd4d A
A
AFAI A A, o] ¢F 5 mg ¥ 10 mgs 1Y 23] Fo &2 F 03 %olA ALCZF 500
cells/mm3n|7+O. 2 Z+4 3}t
A7) kRGAETOAA, o] F 5 mg 1Y€ 23] Fo E 10 mg 1Y 23] Fo &2 A
o] 13%°l4 ALCZ} 500 cells/mm3m|RFe & ZHAstgon, 84%°l4 ALCE 500-750
cells/mm35-*| 2 74385 T
ALC7} 500 cells/mm37|9te. = ZrAsteE A2 T e Atdl 719t ™ol
}.
e SFT T
AFAIFHoNA, o] ¢&F 5 mg E 10 mgs 1Y 23] Fo A F 0.08 %A ANC7}F
1,000 cells/mm3¥"|FFo = 7433t
ANCZ} 500 cells/mm3P|Fto. &2 7HA4% 795 o' X STAE B2 A ot

o

—

ST Aasd T A4 2 3 F43 JAGHEA = /o

7] AR AEAFANA FRdE ANC 4o e TAES tx A AldlA
wZE A LA A,

e Xt ma ANY

o] ofo g R e ZAAo|A It A4 FXH I AL A? A (upper limit of normal)
o] 3u] =3@EX ULN)Z F7i 2l &lsidu. 3+ 84 S7s 2487 A olA, ¥
4 DMARDs &%9] % o] of Fol TE F& FoF & Zo] A8 a¥e W

7k 2,
A A, 3 BEAVF A AY ZAsE AT

dmanel tix YGAIFAA (0-371E) Ak, ©o ¢F 5 mg % 10 mg 1€ 23] FoiT
T =& AST 2719 #AE Aolv #FHA FAUTh

A3 ST, iz AGANF0-371E, A DolA, 91, ©] °F 5 mg 3 10 mg 1<
28] BEoFoA ALTZF A3d3Exe] 38 =34(3X ULN)Z ZF7ists Aol 47
1.65%, 0.41%, 0% = HZEHAT. o] APl £¢F, ©] ¢F 5 mg ¥ 10 mgS 1 23]
Fog SAelA ASTZ7E ZAEdAe 333X ULN)Z S7kske 2ol 44
1.65%, 0.41%, 0% = HZ= AT



A3Y GEFo AF 02470, A VI)ollA, HEEHANCIE, o] ¢ 5 mg 3 10 mg 1
d 23] FoAFA ALTZF B34 dA9] 38 233X ULN)E F7tete Zlo] Z42
71%, 3.0%, 3.0% = HZEEFJG. o] AP, HIEEHANOE, o] ¢F 5 mg & 10 mg
< 1¥ 23] T3 SR oA AST7E AdeAe 3w 234(BX ULN)Z F7Fshe A
o] Z+Zt 3.3%, 1.6%, 1.5%°lA T2 = St}

DMARDs A& A3Y thzx A4 AIZANA (0371, A1 11-V), $1¢F, ©] ¢ 5 mg
2 10 mge 1Y 23] Fof e Ao A ALTZF FA A3 4219 36 =3(3X ULN)
2 7oy 247t 09%, 1.24% 2 1.14% 713 Aoz #AFHUG o]# A
ANA 21eF, o] oF 5 mg B 10 mg 1¥ 23] Fof & xol A AST7F A A3 4
o] 3u] =F@EX ULN)E F7Fstd om 747y 0.72%, 05% 2 031% S7Hek A= #Z
H A

o] °F 10 mge 1¢¥ 23] Fof g Ao A o 2574, F=-fF = b &) 3 A
BRu=doh. ghake] AST 2 ALT= A4 43 X9 3] 233X ULN)Z 57H8Hd
o, W FHle A A FX 28] 234(2X ULN)E F71etAth o] 4= 949
2 Aol dadnh

ALT B AST S717F Aolx 109 F7F AZ8A f1@ 8ol A= v 504 <% RA
A2 oz 3 e FEAMA PASS ATolA RuEAT

o A&

AAI ol A, xd WH4x(F Fe 28 E, LDL Fd2HE, HDL ZU2HE, ET =T
AlgtolE)e] &&-ad F717F o] of FoAZ Ui Ao #FEHIOH, o]F A
ATk tHE: A FANA wol =gl A RE AFZTEAFA(6-2471€) A E W9

W3k ofgfof Zok:

- LDL Zd 28 E9 Hog 127HLolA o] °F 5 mg 1€ 23] T4 15%, 10
mg 19 23] FoFNA 20% S7F 247M Lol A o] ¢ 5 mg 19 23] FAFNA 16%,
10 mg 1< 23] FoToNA 19% S7T

- HDL Z#E2EE9] Hda2 1271dollA o] 2F 5 mg 14 23] T4 17%, 10
mg 1Y 23] FoFNA 18% F7F 247 Lol A o] ¢ 5 mg 1Y 23] FAFNA 19%,
10 mg 1< 23] FATlA 20% 57}

- LDL/HDL Bl &9 B3t o] & TG gAoa 2 A
U Aldelx LDL F#H&HE 9 ApoBY F7l= Z2EE W] §kgate] o] ¢ &
o]d FX=Z AT

F7] bAA QAR A E W] ke tix A FAA vEhd A3 J A s

Aot

ol 2 o
o



LDL ¥ 2HE 2 HDL ZH2HE Z7M7) Ao 1717 F7F AdAA 9P eelo]
A= "7 504 o] RA 3HAE Ao =2 3 iR Al A PASS oA KRy

o ¥ AdotEY

UG Aol A, o] k] Fofo st A Aot de §#-dd S7F BEH
Aok 1270 A E40A A AdotElde] B S7HES <01 mg/dLol St
dBy A7) A AFelA o] of Fofr|zto]l Frhel whel, Ho @xke] 2 %It 44
A GA L A9

SAHPsA)E o2 2719 o]FHA, A3 dFAIFAA <]
°F 5 mg 1¥ 23] 9 10 mg 1Y 237} Fo =Y},

PsA-I(NCT01877668)> 12712 YA d oz 7]&2 v E3st DMARDso| &3] ut
3ok Fom, FEIHARIZHINF) AAA FoARHe] gle FASc] FFHHJU
PsA-1 Al@2 3709 otz 7Ibe &8k, ofge 7y FoT(127he &<k 1
3] 40 mg< Wi 25 vt dshFo]) E]F ZS T

PsA-II(INCT01882439)2 670d &<te] ddA @ o= Aok 17] o442 TNF AA
243 REESHA] v FAEC] FEHIJAT o] AP ML AFE s 237

o] 2719] A3 AFAIFAA, T2 g E 2389 FAAEC] o] ¢ 5 mg 1Y 23]
of, 29 viAHE 2369 $AFE0] o] oF 10 mg 1Y 23] Tttt o] JFAEH

T 5L A HA &% A EHDMARDs Fol(HREE HEEGAME
5 FA79%)7F a7HAT FAe HH%Q o] ‘?-F FoT 47478 = 65/‘1] o] o] A}

Hddgatol A A
o MY HMNHZF
gmd 61270 o] T, tx A 7IRE T 3L ek 713l A, ESA
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A5z AE Aol A= YAkl sl Fodrt AZEAL RUEE H o

17) o] °fo 2 Az fxtoAA we A dXFo] HuHAv (4. o] dukg
z). B A ddFe dAlske S0l dEUE AF A& ARE HES A
A=A oF Tt

8

1) =3k CYP3A4 AAA: o] k2 A3 CYP3A4 AAA (o, ARZUYE)% B &
35 o] ¢k xFo] FUIeth AEIUSH HEFA(EFAEHY T3

o)Al o] °Fe] AUC % Cmaxe 22 103% 2 16% Z7FsHATh

FTTE9 CYP3A4 F ZE3 CYP2C19 AAA: o] ok F5E CYP3A4 A%

2 A3 CYP2C19 JAZRE EFE YEl= 9= (o, EFIUS)H ¥E8 Fo

o] ¢ke] Fo] FUIST EFIYUEHS WHE Fof A o] 9o AUC ¥

b2y 79% 2 27%F7Vek3 o

CYP3A4 F=A: o] oF2 7F#H3 CYP3A4 F=A (o, 2lgH)et HE& Fo

o] ¢fo] Fo] Azt gHAAe HMEFAA, o] ko] AUC H Cmax

4% D 74% FFASFATE o] o ZFH I CYP3A4 =A< HEFAE A
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- HgAA] 2ol S el AT 3 CYP3A49
HE Fo Al o] 9o AUCE 21% %7}8ta, Cmax: 9% 7
CYP3A4 A A Aol S 2 2Z TS WHE Fof A o] 99 AUC
% S7Fetal, Cmaxe 17% #HA3ARTh FrlE 2~ 34, A48 ddE == A
N Aol A ZHe my A} et &Y o] o] W&o tial o
v glok o] ofe AESHY FRutE A Ee I WA ALY HEFA
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5) FruteElx #EA ExolAl o] F 18] 5 mg¥, 1Y 23] T Al =F3t= A
< Cmax®| 1618} 2 2] (free) Cmax®| 2688915 Z sl FEE AAIZ in vitro Al
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o]Z gt in vitro A3} o] JAA| E FsAEAFAAME o] oF3 whEF(CYP3A4
71d)e] e Fof A mnEse] ofEstol Wiyt YEeluA ettt

In vitro /\]@% FrtE 2 A A SR A o] oF 13]5 mg, 19 23] A =dt=
AL EH e F Cmax¥ frEl(free) CmaxE Z+2F 538Hl, 8938 =7 3t= FEA|, ]
eFo] /\}%1“«] T2 of = T A =49l UGTs(uridine
5-diphospho-glucuronosyltransferases; UGT1A1, UGT1A4, UGT1A6, UGT1A9,
UGT2B7)¢] A& FostA dAHA ZFethe e BoFh

©

a

In vitroAtEol] o]3tH, o] 92 X TFF XA P-glycoprotein, 71012 T%F Z23
HE, fi7lsol& B ol FEAe 22 A5 AT 7FeAd S Eudth

6) 17T A ALAANA o] 3 WEFAA AT AJAFIRE=AZERD B o
Ao 2EZtH &) 9] of5to] IdFS PIAA FUTH

7) MIEEA ] ESLe] BE B EEHACIE 1525 mge 15 13 Fof)= o] <f
o] oFEdle] QTS WA Whrh o] FS WEEHANCIE 1525 mg 157 13 T}

HE A, JEEAAMNOES AUC % Cmax’} Z2+7F 10% 2 13% 7HASI{ . o] 23 H
EEdAHoE =Z ta Axo] wel AEH WEEDAoE Fogwe] wWAol
weA Bed Ae o

8) ol ¢k W& Foe= WEXERY fFdd FaFS FA gsker, ol AT A
AApol A o] eFo] F7] Yol FHA(OCT2)E A& sHA Fethes AS HogET

9) FrFEl 2 Aol A o] oFo] AHF HAEL Agte| we} WA o, o] Fulg
2 JHEE FAo A o] ¢Fo] CYP &4 S A4S (normalize)dtA] F=The A=

olu|gitt, whekA, FutElZ= WEHYE SAolA o] oS CYPI”EF BE Fo A CYP
7148 tArE e m S Ao g qdiAdHA= =t
A b

(1) DT e oz HdstA & AP AP firh o] ke PR EE Pl
7bsAel Qi Aol FelsiAE ek "k shASAA o] o Fof F 8l mpAut
SFE] T Ha 4FFRES AU UYL ALHEE W)

£ oA HHALEHF 10 mg 1Y 23] 9

 BAEY, HAVEAS BAdn R a-ea dEA

% 5 mg 19 23]9 1461 =2 2 ANAL LT 10 mg

1¢ 23]9] 738 =& (HA =AM AT &% 100 mg/kg/day>Z AUCO TAZHAA F
>

NEPe BAY A4 A7 ANREY HHAUFADES 2 IR 8 an



22 7183 =4 718 Ee Wo] (AFoEA, drieiw, Fotulm, Zw, wm, o7
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B2 Ueisth =3 27] 8
Z7] XHﬁ—’Fi ?*é% -5 Edo] kst BE7eT Hiob b AT Hiof
B Asol Zadu P AF4EHF 5 mg 19 239 oF 580 =& © HjdH

ZF 10 mg 1¥¢ 2319 of 298] k=% (ATdX BT &% 30 mg/kg/dayS=
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49 F77F AT E7oA AREF 5 mg 19 2319 9F 3
&% 10 mg 19 2319 ¢ 158 =&5% (E7|NA A+ &%
AUCol| &A% oAe g 540 #dFHA &

(B) T4l 2 A T HE AFAdA, HEF 5 mg 1€ 239 of 738 =& ¢
HAZEF 10 mg 194 239 o 36d] xEsxE (A=olAd A7 &F 50
mg/kg/day 2= AUCY 37%?:) ol AEZ 719 @7, S48 F AL L A7 AF
o] Z43IAT. HENA HAREHF 5 mg 1Y€ 2319 oF 179 =5 F HARZEZF 10
mg 1Y 239 ¢ 838 &5 % (ﬁcoﬂ/ﬂ AT &% 10 mg/kg/dayoZ AUC®|
74?:‘)01]/‘1}; g5 2 sts ‘—37}, A2 Ae e At Aert A3V E stal A4 A
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FrEl 2= BEE A AL-VIo 334,271 9 %X} S 65A ol AB¥A= F 608
gollaL, o] F 85H -2 754 ool Fuie Y
Al o] el A 6541 wIRERl SRR T RIMEA UEbRTh dRbo® Rz ZHd
ARRIZE =71 2ol o] of £ A Tﬂﬂ STHE

A NAE AAA oA o] kS o 1156 9 A} F, = 77Ug(7%)o] 654
olgeldtt. o AT AL &A iloﬂfﬂ/l WS 2R Hlastrlel FEA F%

o A% 9FAE S E 100 mg T3] F
2l 95%01/d] 24413 ool AAH A
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A% I35 Ao BAEC] TNF Al va] EFAEE 5mg 1% 28 =&
23] Fof Aol A k)
Folg) 2 BEY BAelA PZE 2 Hoe] BAEC] TNF AAAel Ha) EstA ey

EE 10mg 1% 23] £ #RA 29T B4 == HA FAxe 3

> F7HA9 9840 Ftan,

Lo
i

oAA Fo ALHA ol gt (HERA A, 4‘:‘%75““ EL Hé—%gi Zégl%,) g
Al

Aol vlsl EAEYE 5 mg 1€ 23] E+= 10 mg 1<¥ 23] Fo 319

654 o]/del at, dA = A Z7IE FAAL GE AEH AP a2l A= dH
(cl: =3434d Adade W)= 7| A BA Hds] wkgeA AU W efAd ol
= Aol ghsted o] ofg Ag3tofof 3t

5) dHd%F

A HES A5s7] fEl ERAEEH JAK AAAE FoAT SRl A HAAS,
AR RS, Y AT 5 dXTo] BT HA A ol AEHA H
daclol A= vk 504 oo FriE 2 #Ed ﬂz}cﬂ]/ﬂ o] 2 gk o] Futg-o WA E ]
TNF SAA ] vlall ERAEY 5 mg 19 23] =& 10 mg 19 23] Fo SAA =

kot ol#E o] NS tEE FEolen, dFeE AES AT olHT HF
o] AT SAfoA o] °fo] ALRS Hfof Frh AVE dHF Tl A= B¢
oFo] AME-& FTetal A&ESHA Ao el E HUtsloF 3ot

o] A M /| FoT RFAA ARANIASF ALy T A
Ao tF] EAAR A3 BEo = FrjHoz AU HAMAZ 9
ok 654 o] FAre} AWM AMHFT AFaU(d: ST ¥wH)o] FA
T3t Agsth. AW ANHEFTo] AT W FAdo] 9l
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mg 1Y 23] Tl o RIMsHA #ZFHAT. 419 HAAS A ZE o] 9F 10 mg

19 28] Fol oA HusYon, ol AP FBA AY 12 EFFCL
o] % 10 mg 19 23] FAZNA, 5 mg 19 23] T2} vlwste] BIY &3 o=
H oS YR, FUE 49 L MEAF 9P EFA

S H

N

, Az R dEARANA, ERAEE 10 mg 1€

5] g QJokol HAMHZFT HAE95% AFHTIH 100 FA-d T o.oowl(o 00, 2.22) &

1.987(0.05, 11.04)°1AN 3L, AFAMIAZTY SAHE95% AV FH)2> 242 100 SA-d

2 0.00%(0.00, 2.22) 2 199‘33(0 05, 11.07)°] At}

S5d 527 FALAMA, AL dAAEAAM, ERAEY 5 mg 19 23] 9 Ed

AEYE 10 mg 1 23] T HAAS BHEO5% N3 22 100 gHA-d

2 0.007%(0.00, 2.48) Z 0.00%(0.00, 2.35) oI, AFANEHZFo TAYE9B% 2=

T2he Z+zE 100 A-d - 0.008(0.00, 2.48) 2 0.009(0.00, 2.35)°] ATt

S45d T, iz A 2 Y A AR Z7] dFADAAY =

S Hol A, EFAAEY 5 mg 1Y 23] € EFAEY 10 mg 1

o 23] R HMAZFT FAEG9S% AT A2 100 gHA-E T 0.0078(0.00,
0.2074(0.05, 0.52)°1%1aL, AF-BHEHF] WY E(95% A& 22 100
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