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A4 9 144 BEgoll AMgste Alle maAmE AlQdshale AR 71349 ofAlolztal & 4= Qlth
@A Aol Agshe ofAlz FaXmA(LHZCIEA F), retinoid fr=Al(acitrein), A4IAH 2O EA],
csDMARDs(methotrxate, cyclosporing), bDMARDs@A  TNF-a 944 (nfliximab,  adalimumab,
etanercept), 1L—12/23 <A A (ustakinumab), IL-17A <A A|(secukinumab, ixekizumab), tsDMARDZA|
PDE-4 A A (apremilast)7} ATt

T

&
N

AXMA WA AFRS= A2 csDMARDs(methotrxate, sulfasalazine, leflunomide),
bDMARDs2Z A4  TNF-a JA| A (infliximab, adalimumab, etanercept, golimumab), 1L-12/23 <IAA|

(ustakinumab), IL-17A &AA|(secukinumab), tsDMARDZA PDE-4 S A|A|(apremilast)7} ST},

ol oA % ixekizumab(REY: X QEQAMER, Taltz®) & ¥ IL-17A AA|Z IL-17A0]
dste A} 1gG4 FE2E2FACITt. o A= 2016 3¥ 0] FDASF 20179 129 =uiolAq A
Y e AAAIRRME BRR Ste F5E0A $52 g9l WA o SA=dnt o] ofAls i

vl A4 AlFE S0l etanercepte} ustekinumabiyt AFGB|nE Fo § =& 79 Fef FAlSH
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E3F Apremilast(AZ : QH|Z2 A, Otezla®)= %] PDE-4 A

201749 119 =elA ‘oA Eube ADMARD) Y Ads] wHesia et vebdol gl
4 A4 BEAY ARG PHAR B AANR G B FEE~FF WAL AR
3k o] AL 720 BISAATY 718 A BA, B, Jlek HYFE, AFAA w5
7 gasglon E5 FRAS] B Ad AAsh BUE el Bash ¢ R0 Heof ot ER
Folg Fo) A@st bsols] whRe] FAF Hele] Rt A whg, PG ol YT A7t At
ARgel A% FASINAE ST 4 At FEL MDYk

wahA o] T A Eo] o] AMHAA AA H AMAY WEG o] JAA Arad 9@ £8%
NA we FHo] 9 Aol At
AL
m] HAA] =

s BA X2 A (Targeted therapies)

@_

A2 20149 1] FDASH

- Adalimumab o 12|
«Etanercept TNF inhibitors
*Infilimab

IL-6

s I— Kinase inhibitors
——

- Apremiicst
«Tofacltinib

IL6 inhibitors

*Brodalumab
*Ixekinumab anti- IL 17A
b,

*Secukinumad
Neutrophil Th17 cell

Dendrific cell

-

Target call

Mast cell

Mucrophoge

18 8. Targeted Therapeutics in Psoriasis and Psoriatic Arthritis(ZX:www.theartchics.com)

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



ISSUE & A AMY #EH(Psoriasis and Psoriatic Arthritis) (2)

TREND %

A =

ol

5} 4| Al (Biologics, bDMARDSs)

B=SHAAA = TNF-a 4AA], 1L-12/23 AAAIE IL-17 AAAZE it o] efAle2 mF Ee &

_t{o

of FASAG A ARPoz b 14H AR GIE Holn gt F A4 DA A8
o] A0l Asty HeloA a3t 9T st EA MolEFIIS A5 A Z@yolth. TNF-a JAA|
o= infliximab, adalimumab, etanercept, golimumabe] Q. IL-SAA= 1L-12/23 SAAZ
ustekinumab, IL-17A A|A| 2% secukinumab, ixekizumab©] QUtt. IL-12/23 A A= A4H<le] A7)
el Fefsh= IL-123 235 AAlste] T Alxe] Ag= dstr, IL-17A AAA= 1L-12/23 AAA
HUbE & o £% w9 AolEAllel Zgatth A2 1L-23 oA guselkumab, tildrakizumabel o

FDASIA 5<A=A

1. TNF-a 9AA
TNF-a 94452 24 BHold Fhesh 27H8 TNF-a ol o) sise Holgslele] 2488 oA
ste] A4 WelA o] JERheat BuALS] FAL AT X 954 HolRr] EE AolEFI S84

Moz FakA7]

N
T

i
Bl

FE=2F(co-stimulation) EAES  oAGte] A EZL(cytolysis), A ZAFHAL

(apoptosis) S -G E3tc},

X TNF-a AIAIY F8 72§

TNF-a oAAE Aol4 ang /D Q7] Beel 2% Ex 33 299 37} 7Fs4ol bal 53
wolgith, threl YA RN A% 4, 71 BA Y
She oz Hof 9ot WY, Bad, A9AE, £% § 4dT 2L AF¢ d9Fe UEE 36
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AT GUH AMF WA, FRHLY FRA FCes] 59 wpPse] YT 5 Yk A0 LA
olet.

1) Infliximab(#Hu]A°]E =, Remicade®)

Infliximab2 AJF e}t ol x5 7|H2 oG FEZ2IA 2 A xuto] ZstH TNF-a o 7= TS

oA o ZFEe TNF-ao AIEE 7HAA Qe ofAlelnt. o] ofAle Hi+tl d8d+e AA=A e

2) Adalimumab(&u)gt =, Humira®)

Adalimumab2 TNF-ea o tiet =z A7 [gGl FEZEFAE A9l constant E variable region
RE7E QIZF A2 o]Folx Qi o] A= TS YESTHAA F 1,000 ool diR FAE A
o2 AAAQ 34 dGAEE AW A HA Ao

o] M= BESHEAA Y Az2Rd} 7|02 PASITS &R H7HEQA methotrexate?} HlW 42

5ol /& AM A=yl vls) BESFAAA Tike] S94S Selstgick

3) Etanercept(1H& 3 Enbrel®)

TNF-¢q 9] &AoE 19597 NP (p75°] e, MEL] G (extracellular domain) F2o] HojA
Uzt 7184 TNF S8A(soluble TNF receptor, sTNFR)= TNF-a 9 20 A EZo] Hr},

Etanercepti= sTNFR(p75)¢t Q17t [gGlS X FEEIFA =R ¥rr|el AgES

olN
N
Z
b &
-,
rTr

Hzxz oo dd @5 dder & dgAE 2t dxd AEckHAAR TNF-«

Qe PAEo] AE AAlH TNF-« S Agete] 488 A 482 AT ek

o] kA= TNFe} ZAdtsto] 2@gxoz TNFe 28-S dAst= A olefokx 42 EZ(adhesion
molecule)®] T, 7]d FHHFHME] & A-3(matrix metalloproteinase—3, MMP-3) & 2 Z}F cytokine
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4) Golimumab(#ZY 3, Symponi®)

Golimumab-2 ¢Hd QIZt HEEAE 2009 7] FDASE 2015 =ujollA FuieA@dHd g2 59
HE, o] F AMY BAY, FY AFVAY D AP FFGelE S et
2. IL-12/23 2AA
+ Ustekinumab(A®lgte} =, Stelara®)

Ustekinumab-2 1L-12/239] p40 subunit2 EH o2 sH= AgH QI7F d-EEAoln ‘F350] WA AA,
444 TED A5 FAEAT. 2016 99 "] FDAOJA ‘ZEW 2ok FA=UTE o] A=
IL-12/23°] naive T AlZAFo] g4 2¢soh= A& Adstal Thl1/Thl7 AZ| Eot2&4 &= oY
ole 71 Za itk & A Y Y F F97l0] A8k TNF-o & 2 2 249 Z7]9
naive T Am7b 24 WH B49) 52 Gk Thi? Aol 2ok APHoR ete] o5 Wu
o GYTAL olAlste] MraTE e

IL-12 Psoriatic ol
* Heterodimeric a0 Kf plague
pleiotropic cytokine (p40 a':;:;:;:‘:‘:d
and p35 subunits) e . . prolferation
* Produced by dendritic L tihiboytes Neutrophils
cells, macrophages, and IL-17A
B cells \ i v
+ Multiple effectson T e
cells and natural killer I-1p
cells
Dermal DC 1 |
IL-23 ivati Tee ia
‘w Activation Teel O el
* Heterodimeric #r- LA Thi7,
pleiotropic cytokine (p40 IL-17F 0
and p19 subunits) IL-22 Th2
J—
* Released by dendritic Lymph 0
cells FTT I b Thiy
Macrophage
* Essential for Th17 IIL";
lymphocyte
differentiation
3 9. Ustekinumab(ZA: Dermatol Ther, 2015)

o] SfAl= 34 A4 PASI 15 H-&2 67.1%2 adalimumabell Ha| Aoz 2xgth o=
o EeAziAo] 0, 4%9] 27] FAb Fo fAaWe] 127 B 1 FA oz aRE AAT 5
olet.
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3. IL-17A 9AA

[L-172 A H54 (pro-inflammatory) cytokine® 2 IL-17AFH IL-17F7tA] 67F4] £77F d&=d], ©]

tl

< IL-17A %8 IL-17E 7] S 4=8Ael 2t o] & IL-17A°] A< B (prototype)olrt. T
AMZEQ1 naive CD4+(T naive)r= TGF- f§ (transforming growth factor), IL-6 E& IL-159 &A 35}
Th178 B8A711, ThITAELE IL-17 AolE7kels AAGT olff IL-17¢] BE3} BHL [L-239] o)
Z4H

M)

Secukinumab _{ IL-17

Ixekizumab

l Brodalumab —| l

Keratinocyle proliferation and epidermal thickening wilh inflammatory response

&l 10. Secukinumab, Ixekizumab and Brodalumab(Z%| : www.dovepress.com)

T AzofA &3tE Thi7e4 AFAHE IL-17AE IL-17A $-8Ao Aot AP gA L] FHEIIA7]2L

o
A4 Hde 7 o IL-17A AR 954 IL-17AE S A 3HH

1o

Za8e A Age
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IL-17A

* One of 6 members of

Psoriatic plague

. Keratinocyte
the IL-17 fami!y . activation and
* Involved in psoriasis Stressed . proliferation
immunopathogenesis keratinocytes Neutrophils T
e I-174a
at the keratinocyte \ By
level e IL-22 Tel7
-a
* Produced by Th17 and L6
Tel7 cells IL-1g

* Proinflammatory Dermal DC l

effects on ‘ﬁ Activation T cel
keratinocytes, ‘*‘

macrophages, and
endothelial cells

* Induces expression of

: Lymph
neutrophil, T-cell, and .‘:ﬂl
dendritic-cell T:T:
chemokines L1

2l 11. Ixekizumab and Secukinumab(ZX: Dermatol Ther, 2015)

1) Secukinumab(ZANEA F, Cosentyx®)

of B AAA=E, 1149 3 EMACIA A4 290 Za4d A59 o sd=dnh ol & 201618 1|

QHAETALY ZHS QR ot ARloA FFEolx

2) Ixekizumab(&x =, Taltz®)

Ixekizumab-& I[L-17Ac] A% A IL-17A AAlelH 20163 3¥

o\u
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rr
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~
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odk
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tu
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rL

o

o] FDAS}H 201749 129 =uiollA] B aeW Ee AAARQNS o8 ohe S5E0A 59 49 B4
Ao A=A, o] FAlE iR H]

o mikeh fAR 79 A meutde skIg u gict.

=
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A& 5l etanercept®?l ustekinumabdt 2 HH|WE T
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=
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Brodalumab2 IL-17A¢] ZAgtot= Q17 [gGik SFEEFAZ Al HA [L-TA dAAo]H 2017d 2E v

A g2 Uehdle o A3y o ol
HEgol Yetta] ¢ SeEoM 55 A B 49 AR’z SA=EAL SHielle obd 2= et

Secukinumab
Ixekizumab Brodalumab

IL-17A IL-17AF  IL-17F IL-17E IL-17C

IL-17RC IL-177RA  IL-17RB IL-17RA IL-17RE IL-17RA

12l 12. Brodalumab

4. IL-23 9AA
1) Guselkumab(FAF%, AE: Edu]of F Tremfya® ¢FAlH0]Q H])

Guselkumab2 2 217t [gGl A HE2EFA=ZA x| 1L-23 AHAH AAAolw 2017d 7¢ =] FDA

A AL B FdeHe IFY + A FEEA F5 4 B DAY AR'E SdHAL =Y
o= ob& ANEZA] grotrt. o] Al IL-239] pl9 subunite]l Solidat xstgoz At A%F Ax

El

ol 9l IL-23 SgAlet AmS| 1L-239) BFL oAste] AER HEAL, BY 2 AolEstel A
At

mlo

2
)

2) Tildrakizumab—asmn(B2E27|FH, AEW: dFojof F Ilumya®, Sun Pharma)

Tildrakizumab-2 ¢17ts} [gGl/k GEE2FAZEA 2018W 3¢Y 1] FDAA ‘A QW Fi= FHAQHS A8
& X SO FF ARl W A9 A= SRAFUN Holli= ofF] ATNEA] ek o] oFA|
& 1L-239] p19 subunito] Agsto] IL-23 4+8AE AR IL-23% |57 HH-go] o

SH solErlele fEstid] o] AL HAFA Aol Ansiele] WE S oA
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A tsDMARDs(Targeted synthetic DMARDSs)

1. PDE(Cyclic nucleotide phosphodiesterase)—4 JA|A|

PDE+= cAMPY cGMPO] 3, 5'-cyclic phosphate ZH7|& 7t4Eallst= 4ot AWolA e cAMPL

cGMP+= adenylyl ¥ guanylyl cyclases &3t &3 PDEE &3 wEollol oA w7t 2dHTy |2 &

@zl PDES] ERE 1119 AG2 BRED glow, oF 11749 ERo] webd charer Awat ol
e oz e glol, o] il gF SolH Asrlsel A dEW A%, B4, A5l 95,
2% S} 22 oFe AR A=A ARED et

cAMP Eo0]& PDE Al€92 PDE 4, 7 9 87} Qltt. PDE 4= cyclic AMP(cAMP) £3l] G424 SARE
S5, WAAME, TARZ 59 AS5AEet ZAHAE, dREAZAE Xt PDE 45 At #Aol&E
7i1e]l A A 7H] A, IgES] A4 oA, s|AERIe] A A T2 Sofl FHF 8ol S Aoe=w
&2z itk PDE 4 Adfiet #d Aoz = 9-&F(depression), &=5to] ™ (Alzheimer’'s disease), 41

HAZ(schizophrenia) 5°] 2131 #&A 7 A2 rolipram, roflumilast @ cilomilast 5©] At

+ Apremilast(O}ZHUHAE A AEY : QHE A, Otezla®, AAR)

SHEeE 2] PDE-4 A 378§ U444 BEF A=Al=A 20143 1] FDASH 201749 114 =
oA ‘ol FFutE|A(DMARD) &l #283] wh-gokx] 7u WePdol gl 49 &84 A44d a4
dol Ag'et FAr 9 AR qE] B FeE~TT WIRA AR FAHUAH.

o] oAl E ME W 282 Tl HAS(proinflammatory) ¥ &¥Z (anti-inflammatory) wi7iA|9] HE
93Ee zHAt o] Al AW A Z5sHs AMP7F cAMPREE AAE o Fojshs PDE-48 oA
Ste 9 s, o]24 AZ U cAMP F=5 ASAIA TNF-«, 1L-23, IL-17 9 7|8 4574 AolE

e 2APORA BF WSS SHELAVT G AMPE 1L-103} 2L F9F AolEAI FEE

[5) ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



ISSUE & AMa AMM 28 (Psoriasis and Psoriatic Arthritis) (2)

TREND @_

S
PDE-4 Cytoplasm! \\
_—{l/;.. N ‘ " Psoriatic plaque
~ .

~ Keratinocyte

ciMP AMP L ~ . activation and

Stressecr - =~ - & ~ . profiferation

T cANMP keratinocytes ST -.:‘ phi

~
—_— 1174
1L-17F

i-22 Tel7,

|

L Proinflammatory
cytokines®

Dermal DC

L Influx of ‘*
inflammatorycells,

including neutrophils

Thi?

t @~
IL-174 Thiz
IL-17F O

L-22 Thz

T Antiinflammatory
cytokines
{eg, 1L-10)

Macrophage

ri,
fol
ol
-
lo
12
2
i
2

o] oFAl slEo] AREHAIAC] 7ATHE ThE gV HeR A )T Pl

N

MEZo A 9] toll-like receptor 4(TLR-4)& T3t AIFHHS AA|, ttgt AAIFTAH AolEFIIS A, Z+

Aol {3 oAl § I B2E 2Estq A 9 A4 E e S

Pro-inflammatory mediators
TMNF-a, IL-8

IL-23, IL-2, IFN-y
4

(+)
\A

Anti-inflammatory mediators)

A 110

PDE4-expressing immune cells
(T-celis, neutrophils, dendritic cells...)

o SHAl 71Ee] BBSAAEY AINA QA BA, A, Je obiBe A whe 5ol 9t
Fasigon 55 gEAA ot AR dAet BUEPe] Baska ¢S RoR Hol itk g A7
S o Azs} Absshy] dR] A Fele] FFolt A wE, wY ol Qm At AR da
ARl 43 BASANAL A48T 4 Gt ES 7D ek
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2. JAK(Janus kinase) 2JAIA|

]
>
i)
N

JAKE |54 AelE7ielo] gAllet Z2etstiA Qliteld & STATSE Aol AoE AZ iz de
ste gge o = AdAHor JAK/STAT Z=e AolE7lelo]l gAet ZedstiA 8ot 2]

A JAKE©] EAStEHA STATZE QAStHLE ojuff QAMSHE STATO] 8o "Hojx oA o]k
(dimer)E ©o]Fo] & Y2 o]Fxi -2 HAt S35 T JAK AAI= JAKS] ATP ZE F9lof 714
A1t FAYH oz Ajtste] STATO| QIASHE Abdstal & te= STAT ol 742 AAe] &S Apgth

t .

ot
rlr
o
rok

218

+ Tofacitinib(ETHX €Y A, A=Y : AZRX A, Xeljanz®, Xeljanz XR®, 3}o]=})
Tofacitinibz #x9] JAK AAZ A8 Futels TEHG 2 z2A4 o] o]o] v FDAOJA 2017d 12¥
HEEHAMCE T 7|E 2 FFHEAAS(DMARDs)Z A=7E F g2 UER

v 2Wde WES 49 284 A4 B8 AR S9EAE FHdle ofd 2/EA et

i

I
ol‘

Sk
)

=3

?S%
filo
e

¢

o] Sl £ ABOE Smg1Q 28] B8) ¥ 1img(KR, 19 18] 28)7h 9tk & APL F5EeA
FZo) ozt FulHs UG 2 BFY AMY BAGY] BE AAgol Ko sl shAu

AA| T+ azathioprine ¥ cyclosporine 59 HAAA|AES] HEQH2 HIUEA] gt

Sl7tY A

m] Ixekizumab(Taltz®)

WA (Tria 1, 2, 3)2 18A4] o4Fe] Af A A=A ABHABSA) A HHu[Eo] 10% ol
ol WA ¥l FFT= A(PASD H7h 12 oo™ sPGAMY T/ 81 73}, 147 301 (FT =
H
=]

Ee T FAO e Ee Adewe didde] He BAE dider FE

vl
Y

A4 BN 125 AAeNA0] $84 A

Ax1At Trial 1, 2, 3914 ZF TALTZ FEoj=t-2 PASI 75/90/100 ¥her|Z oz ookt thH] BE EAH
o7 golstA MAFUE TS sPGAO 7ZSH 1 H4)9 sPGAIRINNME BE SolaHA 7fA=E

(Table 2).
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TREND
Table 2: Efficacy Results at Week 12 in Adults with Plaque Psoriasis in Trials 1, 2, and 3; NRI
Trial 1 Trial 2 Trial 3
TALTZ 80 mg°® Placebo TALTZ 80 mg° Placebo TALTZ 80 mg°® Placebo
Q2W (N=433) (N=431) Q2W (N=351) (N=168) Q2W (N=385) (N=193)
n (%) n (%) n (%) n (%) n (%) n (%)
sPGA of “0” 354 (82) 14 (3) 292 (83) 4(2) 310 (81) 13(7)
(clear) or “1”
(minimal)
sPGA of “0” 160 (37) 0 147 (42) 1(1) 155 (40) 0
(clear)
PASI 75° 386 (89) 17 (4) 315 (90) 4(2) 336 (87) 14 (7)
PASI 90 307 (71) 2(1) 248 (71) 1(1) 262 (68) 6(3)
PASI 100 153 (35) 0 142 (40) 1(1) 145 (38) 0
Abbreviations: N = number of patients in the intent-to-treat population; NRI = Non-Responder Imputation.
Co-primary endpoints.
¢ At Week 0, subjects received 160 mg of TALTZ.

» AAQ BEA C FSddlE S9EHA }¥%=E

UAAI A (PsAL, A2)-2 184 o] AloA NSAID, AH|Zo|EA| = DMARDE Ak

op
s
)
Y
24
fu
2
i

Fretn BEA AAH TEAGA ool ¥ wE U 3 ke E waA)o] g 4 sAE oy
o=

AP e}, o] AtellA TALZ 80mgE 45mich Fofsto] flopatat Hlwstglet.

1 A12%s A24% AReIAe] W8

ATFZ, PsAl(e]Hof anti-TNF-a A& @0l gle @A) PsA2(01dof| anti-TNFa AR 9
o] 9t FAFE) mTFo|A TALZ Eo]Z2 ACR 20/50/70 ¥HS 7|0z 9ok ofjH] EASHOZ &

SHA 7§ = ek (Table 3).

1o

Table 3: Responses® at Week 12 and 24; NRI
PsA1 — anti-TNFa naive PsA2 — anti-TNFa — experienced
TALTZ TALTZ
80 mg°® Placebo Difference from 80 mg°© Placebo Difference from
Q4w (N=106) | placebo (95% Cl) Q4w (N=118) | placebo (95% CI)
(N=107) (N=122)
ACR20 response
Week 12 (%) 57 31 26 (13, 39) 50 22 28 (16, 40)
Week 24 (%) 58 30 28 (15, 41) 53 20 34 (22, 45)
ACRS50 response
Week 12 (%) 34 5 29 (19, 39) 31 3 28 (19, 37)
Week 24 (%) 40 15 25 (14, 37) 35 5 30 (21, 40)
ACR70 response
Week 12 (%) 15 0 15 (8, 22) 15 2 13 (6, 20)
Week 24 (%) 23 6 18 (9, 27) 22 0 22 (15, 30)
@ Patients who met escape criteria (less than 20% improvement in tender and swollen joint counts) at Week 16 or had
missing data at Week 24 were considered non-responders at Week 24.
®  Abbreviations: N = number of patients in the intent-to-treat population; NRI = Non-Responder Imputation.
¢ At Week 0, patients received 160 mg of TALTZ.

9 ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000

55,




ISSUE & AMa AMM 28 (Psoriasis and Psoriatic Arthritis) (2)
TREND

2. A24%7+ PsA1 SAZolA ACR 208 ST 7o) &

i)

AF AT}, PsAl Ao A TALZ Folw-d 2457t %

o] 9|5t Zo|7} 9l-gol lE|QIrt(Figure 1).

Z QloFa ] ACR 202 G439t 2hato] Hl&

Ml

Figure 1: Percent of Patients Achieving ACR20 Response® in PsA1 Through Week 24
) 100
3
€ 80+
o
m
3 60- A A A—A
i
,8 40+
5 ...... ... e W eoooooad u
o 204
[
o
04
12 16 20 24
Time (Weeks)
‘® Placebo 4 TALTZ 80 mg Q4w

3. A1259 A24F A FHANA ACR F& IE fa4 2

AF2Y,  PsAleh A2 RFOA TALZ Fowt2 FF od 2 s Bde £, @9 F5 o4,
PGA, HAQ-DI(Health Assessment Questionnaire—Disability Index), CRP(C -reactive protein)o] ¢k

giu] EASHH 082 §ol5tA AMEQIcHTable 4).

Table 4: Efficacy results in ACR Components at Week 12 and 16
PsA1 PsA2
TALTZ 80 mg* Placebo TALTZ 80 mg*® Placeho
Q4W (N=107) (N=106) Q4W (N=122) (N=118)

No. of Swollen Joints

Baseline 11.4 10.6 13.1 10.3

Mean Change at Week 12 -6.2 -32 -5.8 -2.6

Mean Change at Week 18 -6.2 -3.0 -1.4 -2.6
No. of Tender Joints

Baseline 205 16.2 22.0 230

IMean Change at Week 12 -10.3 -3.5 -84 54

Mean Change at Week 18 97 40 -10.1 -3.0
Patient’s Assessment of Pain

Baseline 60.1 58.5 63.9 63.9

Mean Change at Week 12 -26.8 -1 -29.8 -11.9

Mean Change at Week 18 -26.1 -10.6 -30.1 -12.3
Patient Global Assessment

Baseline 62.7 61.1 66.4 54.1

Mean Change at Week 12 297 -11.1 -345 -10.7

Mean Change af Week 18 -30.4 -13.2 -36.3 -15.7
Physician Global Assessment

Baseline 576 559 60.3 589

Mean Change at Week 12 -34.0 -16.6 -34.4 -15.9

Mean Change at Week 18 -35.5 -16.5 -32.9 -9.7
Disability Index (HAQ-DI)”

Baseline 1.2 1.2 1.2 2

Mean Change at Week 12 -0.4 -0.1 -0.4 -0.1

Mean Change at Week 18 -0.4 0.1 -0.5 -0.1
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A (Psoriasis and Psoriatic Arthritis) (2)

CRP (mg/L)
Baseline 12.8 15.1 17.0 12.1
Mean Change at Week 12 -3.8 -3.2 -11.4 4.3
Mean Change at Week 16 9.3 -3.2 -11.2 -59

At Week 0, subjects received 160 mg of TALTZ.
Disability Index of the Heaith Assessment Questionnaire; 0 = best, 3 = worst, measures the patient's ability to perform
the following: dress/groom, arise, eat, walk, reach, grip, maintain hygiene and maintain daily activity.

b

m oz WetAE (Apremilast, Otezla®); A]2FA] &7FA1R; QoF

 AA
AAAA(ESTEEM 1, 2)2 5359 T A4 24 ABEHHBSA)S] A W&ol 10% o]/de]lal
AXAAA @ ZF=5 25(PASD) A47t 12 olAol™ sPGAZE 30H(ESE BE £2)¢ SAlo] FALQHY

EE AAeHe] ol He A diider WU

1 ohmaWetrE] A 1650] 4gH W

ESTEEM 19] A3A3, 1659 PASI 75 7]&& WEshe 2] H|&2 ofmgdatAE Fol4(33.1%)
oA kL (5.3%)ETt 27.8% © =9fth ESTEEM 29 1Ay} 1659 PASI 75 7|38 wEst= st
o] H|-&2 olLHUI{AE Fo]F(28.8%)°] Yt (5.8%) KTt 23.0% Y =ttt P cPGAES =

7o) Azghel Hl
AubA o2 PASI 50, 75, 90 HFS-S DAJE FhAtolA]
#5}t VAS, DLQIGS] AHe =d

Selai7] A=A E 5)

), SF-35 MCS(AAA7

&% ofLeUAE Rofzo] SIORE Yl FulZIA

obme|Wets
7 Zw) Wk gmel

o FeIsH

E Eojge

5. 2l AA|E ESTEEM 13} ESTEEM 20{|A| H|16F2| QA= HHZ(FASa, LOCFb)
ESTEEM 1 ESTEEM 2
o| QF* o| of*
2|of | o Placebo | N
30mg 1¢ 23] 30mg 1¥ 23|
N 282 562 137 274
PASI® 75, n(%) 15 (5.3) 186 (33.1) 8 (5.8) 79 (28.8)
sPGA” Mg EE 7o MRE
11 (3.9 122 (21.7) 6 (44) 56 (20.4)
n(%)
PASI 50, n(%) 48 (17.0) 330 (58.7) 27 (19.7) 152 (55.5)
PASI 90, n(%) 1 (04 55 (9.8) 2 (1.5) 24 (8.8)
HEHE H3td2° (%),
i - el & (%) -6.9+38.95 -47.8+38.48 -6.1+47.57 -48.4+40.78
mean+SD
%7t B3} VAS' (mm),
-7.3+£27.08 -31.5+£3243 -12.2+£30.94 -33.5+£3546
mean+SD
DLQr #3}
-2.1+5.69 -6.6+6.66 -2.8+7.22 -6.7+6.95
mean+SD
SF-36 MCS" &3}
-1.02+9.161 2.39+9.504 0.00+10.498 2.58+10.129|
mean+SD
* 0] <Fat 2|2 CHE A| p<0.0001 (H|Ql: ESTEEM 2 PASI 90 p=0.0042, Change in SF-36 MCS p=0.0078)
a FAS = Full Analysis Set b LOCF = Last Observation Carried forward ¢ PASI = Psoriasis Area and Severity index d sPGA =
Static Physician Global Assessment e BSA = Body Surface Area f VAS = Visual Analog Scale; 0 = %11, 100 = %|2} g DLQI =
Dermatology Life Quality Index; 0 = #|11, 30 = #|}
h SF-36 MCS = Medical Outcome Study Short Form 36-Item Health Survey, Mental Componet Summary
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2. ofmY A E Q| Fo] &4

AF+AT Ho]Agkel thH] PASI ®sl= ESTEEM 1(325¢ PASI-75 2A&AhHet ESTEEM 2(325F9]
PASI-S0 GABAICNA BE 32-527714] EAACR @ Hols} glo] ofmaUatrEe] G} A&7
o8 fARHE Aoz I, Ho|Agel thH] DLQI ¥3toA k= ESTEEM 19} 2 H5F 32-525F7H4]

SAF R Foldt Apol7t flof aref 4o A AHHor {fAHE Aoz FRIHIH.

EG SCPGACEIAA HRelrt A 87D ARFOH) Bt HEID et 840 Mgz o

N
)
et
i

ool 4 ESTEEM 19} 2 B 32-52F7k SAZOR 9@ Aol7k glol Fal A4 Fagol

A&Aoz fAHE Ao FARUTHE 6).

B 6. o0 o= UEIAE 30mg 1€ 2 a2 B EE(D N[32-52F 7| of=H|LBIAE 30mg 1Y 2
3| o CHAl 29| ™ E EXtolM FZote| II**"
A ESTEEM 1 ESTEEM 2
323=0j| PASI-75 4 EHAb | 323F0j| PASI-50 M EX}
N 163 -77.7 £ 20.30 -69.7 + 24.23
HilO|A2+Ql CHH| PASI #3}
32%F -88 + 8.30 -76.7 £ 1342
mean(%) + SDa
52 -80.5 £ 12.60 -744 + 1891
N 163 -83 = 6.26 -7.8 + 641
Hi|O|~2tQl CHH| DLQI 3t
32F -89 + 6.68 -77 + 592
mean(%) = SDa
52%F -7.8 + 575 75 £ 6.27
. 163 40/48 (83.3) 21/37 (56.8)
Scalp Psoriasis PGA (ScPGA) 0 tE= 191 Xt H|g
/N (%) 32F 39/48 (81.3) 27/37 (73.0)
n b
52 35/48 (72.9) 20/37 (54.1)
a HI7HE FX2| H|o|A2tQlab HIW A|FO| gf0| M32=0f O of 30mg 1Y 23| 0| CHA| 22| HiFE ZAt7t
ZatEl9le.
b gint £ F32%0| 0l o 30mg 19 28 2o LAl F¢l WAL FEE olgrel ST Bl et
AE. HOIE7} Gl= BHAtE HIBESXE NE|E.

WSAAPALACE 1, 2, 3)2 AE2 E= A=%t4 DMARDE °l8% 7 Aok 275t &4
A4 BEAGA oFe FF0E 9 3 oF9 dEdd)e] e 4 EAE dder APHU o]
AldEe] Fofet s Aol 6711 ool AAE ¥EY A 7Ie Hlew, PALACE 3 AldolM=
o] s Ad wREREH A 2em AA)ol a7HAT. o] o2 ©=(34.8%) Exe ¢ 8T AE2A

(65.2%) T =]t

-
<
>
70
jg
i

1. A165°] ACR ¥ 9 ACR 4§ &7e] Hl&

A1Ax}, ACR 20/50/70 ¥Fe71Z 02 PALACE 1, 2, 3 & E3tofA ofZede}AE Eojfo] 9ok
e 2% SAHoR foJstA NAEATHE 4).
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4 ZF YA "M H 163F2] ACR BHg 3 371 AlEe| S=OI0O[E{0IA ACR Ht3 =tXte| H|E
PALACE 1 PALACE 2 PALACE 3 =3
ot= gl At o= Azt otz Azt otz o Azt
2loF AE 30mg | 9loF AE 30mg | 9 AE 30mg | 9|9F AE 30mg
o +/- 19 23| +/- 19 23 +/- 19 23 +/- 19 23
DMARDs + / - | DMARDs +/- DMARDs +/- DMARDs +/-
N=168 DMARDs N=159 DMARDs N=169 DMARDs N=496 DMARDs
N=168 N=162 N=167 N=497
ACR
20°
163 | 19.0% 38, 1% 18.9% 32.1%* 18.3% 40.7%" 18.8% 37.0%**
ACR
50
16 6.0% 16.1%* 5.0% 10.5% 8.3% 15.0% 6.5% 13.9%**
ACR
70
163 1.2% 4.2% 0.6% 1.2% 2.4% 3.6% 1.4% 3.0%
*p<0.01 OfZH UIAE vs 2|F
**p<0.001 OFZH UBFAE vs /ot
N 2Xe| HjEElof Xgwe x4

2. A5257HA Hkgo] 24H ACR 20/50/70 ¥H-8-#1o] H|-&

A+ZA7}, PALACE 1, 2 9 394 ACR 20/50/70 ¥+-gE2 B&F

HAH ™ 1.

A52571A) A& ow gAHo] Bl

J21 AHAIE PALACE 1, PALACE 2, PALACE 39| SEFM0M H52FMA| HHE0] XI&E ACR 20/50/70 £HSXe| H|2(NRIY)

50

40

-SE (%)

30

Response Rate +
3

10
i
0
0 16 24 40 52
Study Week
_Endpo n'm (%) n'm (%6) n/m (%) o/m (%)
ACR 20 184/497 (37.0)  196/497 (393) 232/497 (44.7) 209497 (42.1)
ACR 50 69/497 (13.9) 93/497 (18.7) 102497 (20.5) 90/497 (18.1)
ACR 70 15/497 (3.0) 331497 ( 6.6) 44/497 (£.9) 318/497 ( 7.6)
| Easpoin ACR20 ®=<O= ACRS0 © © < ACR70 |

* NRL H|2S A} CHH| B(None responder imputation). Z7|E2tst Sta} == 2% HIIAIR7 S2EX| 238 SAs HEHSAZ |
PSS

=

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



ISSUE & AMa AMM 28 (Psoriasis and Psoriatic Arthritis) (2)
TREND

m Guselkumab : ™A AA

7 &

-

AAA S (VOYAGE 1, 2, NAVIGATE)-S £=9] T4t SRR A A EHZA(BSA)Q] AA wH]-go]
10% olAtol1 AAWHA W Z=1u 24=(PAS)) HS7F 12 oAo|H sPGAZE 3o (F5E T

=
D IS g e =2 Guselkumab FoTd Yo+ F:=

VOYAGE 1914 Guselkumab £ 100mgs 0579t 45 FolF wf 85uitt Fofsto] 4857k2] XY
5t9l1, VOAGE 2014 Guselkumab 0122 100mgg 059} 45 Foi% o 83 ulct Fojste] 205714
AdYstArt. VOYAGE 1914 Adalimumab £o-2 80mge 059 159 Fo% 40mge o 250ttt o
3ty 485712 MaP5EA T, VOAGE 2914 Adalimumab Foli-8 80mg2 059} 15°] Fo& 40mg2 Hf

23ntth Eolste] 235717 Aesct.

1. VOYAGE 13 29] 94 9489 ok

A+ZA3, Guselkumab Fol#2 165 A|-fA

oA adalimumab Foi tiH] dAsHA A SAEe| SN M7t Herh(Table 2).

QoF#3 adalimumab Folwd 24F 2 48F A|AH

Table 2: Summary of Clinical Responses in VOYAGE 1 and VOYAGE 2
Number of patients (%)
VOYAGE | VOYAGE 2
Placebo Guselkumab | Adalimumab Placebo Gusellkumab | Adalimumab
(N=174) (N=329) (N=334) (N=248) (N=496) =248)
Week 16
PASI 75 10 (5.7) 300 (91.2)° 244 (73.1)° 20 (8.1) 428 (86.3)* 170 (68.5)°
PASI 90 5(2.9) 241 (73.3)° 166 (49.7)° 6(2.4) 347 (70.0)¢ 116 (46.8)°
PAST 100 1(0.6) 123 (37.4) S5Te17.1¢ 2(0.8) 169 (34.17 51 (20.6)°
IGA 0/1 12 (6.9) 280 (85.1)¢ 220 (65.9)° 21(8.5) 417 (84.1r 168 (67.7)°
IGA O 2(1.1) 157 (47.7) 88 (26.3)¢ 2(0.8) 215 (43.3) 71 (28.6)°
Week 24
PASI 75 - 300 (91.2) 241 (72.2)¢ - 442 (89.1) 176 (71.0)¢
PAST 90 - 264 (80.2) 177 (53.0)° - 373(75.2) 136 (54.8)°
PAST 100 - 146 (44 4) 83 (24.9) - 219 (44.2) 66 (26.6)¢
IGA 0/1 - 277 (84.2) 206 (61.7)° - 414 (83.5) 161 (64.9)°
IGA O - 173 (52.6) 98 (29.3)° - 257 (51.8) 78 (31.5)°
Week 48
PASI 75 - 289 (87.8) 209 (62.6)° - - -
PAST 90 - 251 (76.3) 160 (47.9)° - - -
PAST 100 - 156 (47.4) 78 (23.4)° - - -
IGA 0/1 - 265 (80.5) 185 (55.4)° - - -
IGA 0 - 166 (50.5) 86 (25.7)° - - -
*  p<0.001 for comparison between guselkumab and placebo.
b p < 0.001 for comparison between guselkumab and adalinmumab for major secondary endpoints.
€ p<0.001 for the comparisons between guselkumab and placebo for the co-primary endpoints.
d comparisons between gusellkumab and adalimumab were not performed.
€ p<0.001 for comparison between guselkumab and adalimumab.
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2. VOYAGE 194 48F7F PASI 908 2Algt 3ixteo] BiE -8 (%)

ATLZAT Guselkumab FoJ#1 Adalomumab £t Ato]9] PASI 90 EAISL 8F A|HHEE zlol&

HolHA] 245 FE "ozl @A ztol= 48577k -2 = Atk (Figure 1).

Figure 1: Percent of Subjects Who Achieved PASI 90 Response Through Week 48 by Visit
(Subjects Randomised at Week 0) in VOYAGE 1
100
§ 80 +
2
1]
g - = o @ ] [ ] ™ -
e 40
=
]
o
- 20
o %
0 L= -? T T T T T T T 1 =
02 4 8 12 16 20 24 28 32 36 40 44 48
Week
.-0-- Placebo —a— Guselkumab m  Adalimumab
(n=174) (n=329) (n=334)

3. VOYAGE 1¢} VOYAGE 294 =443 dh-§

AFAT, 165A1-NA VOYAGE 137 2% R5 ss—IGAS(Fr-Fol4d Tz #erdl zhy,
calp-specific Investigator Global Assessment), hf-PGA(£1}/2-2 ®Fo] oJxte] Hubzel - A,
Physician’s Global Assessment of Hands and/or Feet), f-PGA(Z£Fol thet JAre] bzl A,

Fingernail Physician’s Global Assessment ) T+ NAPSI(EEAA A4 FF % 4=, Nail Psoriasis Severity
Index)ol 4 Guselkumab Foft2 flofat ofn] FASHA ZAA=EAH(p < 0.001). EIF 245 AJFofA
VOYAGE 19} VOYAGE &% Fm], &3 9 AXMoA Guselkumab T2 adalimumab o Hr} -4
St tH(Table 3).
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Table 3: Summary of Regional Disease Responses in VOYAGE 1 and VOYAGE 2
VOYAGE 1 VOYAGE 2
Placebo Guselkumab | Adalimumab Placebo | Guselkumab | Adalimumab
ss-IGA (N)? 145 277 286 202 408 194
ss-IGA 0/1°, n (%)

Week 16 21(14.5) 231 (83.4) 201 (70.3)¢ 22(10.9) 329 (80.6)° 130 (67.0)¢
hi-PGA (N)* 43 90 95 63 114 56
hf-PGA 0/1°. n (%)

Week 16 6 (14.0) 66 (73.3)° 53 (55.8)¢ 9 (14.3) 88 (77.2)¢ 40 (71.4)°
-PGA (N)? 88 174 173 123 246 124
f-PGA 0/1. n (%)

Week 16 14(15.9) 68 (39.1) 88 (50.9) 18 (14.6) 128 (52.0)¢ 74 (59.7)¢
NAPSI (N)? 99 194 191 140 280 140
Percent Iimprovement, mean (SD)

Week 16 | -09(57.9) | 344(42.4¢ | 380(53.90¢ | 1.8(538) | 39.6(45.6¢ | 469 (48.1)
*  Includes only subjects with ss-IGA. f-PGA., hf-PGA score > 2 at baseline or baseline NAPSI score > 0.

% Includes only subjects achieving > 2-grade improvement from baseline in ss-IGA and/or hi-PGA.
¢ p < 0.001 for comparison between guselkumab and placebo for the major secondary endpoint.

d comparisons between guselkumab and adalimumab were not performed.

¢ p<0.001 for comparison between guselkumab and placebo.

4. VOYAGE 13t VOYAGE 294 7734 49

;él

3} @xpo] o8] HuH A= EHack

A2,

165

DLQI= 1A =34 ZH(symptoms)?l A%, 55, &att
tightness)& &5t PSSDE 7H#HA QA S (signs) Q! =)+

T flaking, &4, &

AlHA VOYAGE

A%, < (cracking), 14 (scaling), shedding

19} 27+ 2% DLQI(Dermatology Life

Ael EZ(ting3 HH % (skin

Table 4: Summary of Patient Reported Outcomes in VOYAGE 1 and VOYAGE 2
VOYAGE 1 VOYAGE?2
Placebo | Guselkumab | Adalimumab | Placebo | Guselkumab |Adalimumab
plic-ionanl | g 322 328 248 495 247
aseline score

Change from baseline, mean (standard deviation)

Week 16 -06(6.4) | -112(7.2¢ -93(7.8)° -2.6(6.9) | -11.3(6.8F | -9.7(6.8)F°
PSSD Symptom
score. subjects with 129 248 273 198 410 200
baseline score > 0
Symptom score = 0. nn (%)

Week 16 1(0.8) 67 (27.0% 45 (16.5)° 0 112 (27.3* | 30(15.0°
PSSD Sign score.
subjects with 129 248 274 198 411 201
baseline score > 0
Sign score = 0. n (%)

Week 16 | o0 | s0@o2r | 32017 | 0 | 86(209y | 21(10.4)p

c

p < 0.001 for comparison between guselkumab and placebo.

comparisons between guselkumab and adalimumab were not performed.

p < 0.001 for comparison between guselkumab and placebo for major secondary endpoints.

[ ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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m Tildrakizumab—asmn(Ilumya®) : T} 7AXA

WEAA(Trial 2, 3)2 FF5 T A S=A AmdHBSA)S] A4 HRivlEe] 10% ool A

AR g FFE 24-(PASD A47F 12 oo™ sPGAZE 301 (EEE e $3)% Aol FAaW T
AAQHO] tiifo] H= dAE o= ILUMYA Folitat 91oF3 adalimumab Folt tiv] -y}

Fa4ES oot tet  guttate, erythrodermic -2 pustular psoriasis 2= A &l Tt.

£ QTIPS B lumya 100mge 0F, 450 Folska ol o) 12% Fojste] 647712 Folsteict.
T QAAES Aol 125487 = 9 12 B/HEPASL 75, PGA 0 £ D2 WSk,

1. 12F AN AdHts

A2, 125 AHAA llumya T2 9l tiv] A%, A, ol A2sHAIAl AHg &k BTl A]

AT 7RA = cH(Table 2).

Table 2: Efficacy Results at Week 12 in Adults with Plaque Psoriasis in Trials 2 and 3 (NRI*)

Trial 2 (NCT01722331) Trial 3 (NCT01729754)

ILUMYA 100 mg Placebo ILUMYA 100 mg Placebo

(N=309) (N=154) (N=307) (N=1586)
n (%) n (%) n (%) n (%)
PGA of 0 or 1 179 (58) 11 (7) 168 (55) 7 (4)
PASI 75 197 (64) 9(6) 188 (61) 9 (6)
PASI 90 107 (35) 4(3) 119 (39) 2(1)
PASI 100 43 (14) 2(1) 38 (12) 0(0)

*NRI = Non-Responder Imputation
T Co-Primary Endpoints
*PGA score of 0 (“cleared”) or 1 (“minimal”)

XE,

2. 9rg §7 9 A54

Trial 2 Alg2 285 AlfolA B7ste] Hhe= Hole Aldztel sl ohAl AF2hg] widste] 125
otk ILUMYA 100mg %o 365 F715tol.
AFAT, 285FA el PASI 7591 249 ILUMYA Tl 22978(74%) % 645 AA7HA T PASI 755

FAg ILUMYA 100mg Fow-2 84%°019.0™ okt 22%0°] ATt
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@ Brodalumab(Siliq®) : 741

@_

WEAA(Trials 1, 2, 3)2 1841 o] FToA FF5o T A A=A AEHABSA)S] 1A

HHElEol 10% olgola AAdHH B FF= AG(PASD Ha7h 12 oldeln sPGAZF 3013(FT =

o

o) Aol FAeH Ee A4A_He] didol He @aE tides Y=

Trial 12 SILIQ 210mge 0F, 1F¢F 25 FoiF wf 250ttt Fofdte] 125 Aol flofdt

FAM FadS F7ekT: Trial 29F 32 125 A4 SILIQ Fofwt¥} Ustekinumab Fofw ]

Trial 1, 2 B 304 A1 oA AM Stapof] dist 12F A FaA

AFAT, Trial 1, 2 2 304 BT SILIQ Fojw2 ]ofw 9 Ustekinumab Folat Hrop FAA =

F=olA FofstAl A=A EF vol, A, IF, ool A4l Ee FaW AR 123 o]l A

AA L] AHgRE Ao SILIQe] High ¥h-goll= o5 AdwZt 2fol7h &1 Ffth(Table 2).

et

A

Table 2: Efficacy Results at Week 12 in Adults with Plaque Psoriasis in Trials 1, 2,

and 3 (NRI%)
SILIQ |Placebo| SILIQ |Ustekinumab|Placebo| SILIQ |Ustekinumab |Placebo
Endpoint | 210 mg | (N=220) | 210 mg (N=300) [{(N=309)| 210 mg (N=313) (N=315)
P Q2w n (%) a2w n (%) n (%) azw n (%) n (%)
(N=222) (N=612) (N=624)
n (%) n (%) n (%)
PASI 75" |185(83)| 6(3) |528(86) 210 (70) 25(8) | 531 (85) 217 (69) 19 (6)
response
PASI100 | 93 (42) | 1 (<1) |272 (44)b 65 (22) 2(1) |229(37)v 58 (19) 1(<1)
response
sPGA 168 (76)| 3 (1) |[481(79) 183 (61) 12 (4) | 497 (80) 179 (57) 13 (4)
success
clear (0) or
almost
clear (1)°
sPGAof | 93(42) | 1 (<1) |274(45) 65 (21) 2(1) |229(37) 58(19) 1(<1)
clear (0)
aNRI = non-responder imputation
"Co-primary endpoints

Examination of age, gender, race, use of prior systemic or phototherapy, and use of prior
biologics did not identify differences in response to SILIQ among these subgroups.

At Week 12, compared to subjects in the placebo group, a greater proportion of subjects
in SILIQ 210 mg Q2W group achieved a Psoriasis Symptom Inventory (PSI) score of O
(not at all) or 1 (mild) on every item (itch, redness, scaling, burning, stinging, cracking,
flaking, pain).
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34

m] Tofacitinib(Xeljanz®) : 744

rd

AXAIA(PsA-1I, ID-2 Classification Criteria for Psoriatic Arthritis(CCASPAR)o] W2 67 oA &5
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AZFAI GO A e A A= P 8589 nonbiologic DMARD (methotrexate 79%, sulfasalazine
13%, leflunomide 7%, 71Et °FA 1%)E AMESI== QFHQAT 12 X=X EE= ACR 20 #hg1t 370€

A4 HAQ-DI®| #stsct,

1. Study PsA-I(o]Ae] TNFi A8 %A ¢lo] nonbiologic DMARDY] %hgo] EZFE3I x4 9

ACR HI¢ H|&

A+27, 3709 AlFelA ACR 20/50/70 ¥Hg7]EolA XELJANZ 5mg T+ 10mg 19 23] Tt HF

A flek el FAA R {FostAl A= AtHTable 9).

Table 9: Proportion of Patients with an ACR Response in Study PsA-I" [Nonbiologic DMARD Inadequate Responders (TNFi-
Naive)]
XELJANZ XELJANZ
Smg 10 mg®
Treatment Group Placebo Twice Daily Twice Daily
N¥ 105 107 104
Response Response Difference (%) Risionse Rite Difference (%)
Rate Rate 95% CI from Placebo P 95% CI from Placebo
Month 3
ACR20 33% 50% 17.1(4.1,30.2) 61% 27.2(14.2,40.3)
ACRS50 10% 28% 18.5(8.3.28.7) 40% 30.9(199,.41.8)
ACR70 5% 17% 12.1 (3.9, 20.2) 14% 9.7(1.8,17.6)
Subjects with missing data were treated as non-responders.
# SQubjects received one concomitant nonbiologic DMARD.
i The recommended dose of XELJANZ is 5 mg twice daily.
1 Nis number of randomized and treated patients.

2. Study PsA-TI(°]A o] TNFio] §I-go] E£5#3 &) 9] ACR ¥H-§ H-&

AT7AT}, 3719 AN ACR 20/50/70 ¥H-g71&0lA XELJANZ 5Smg E+ 10mg 19 23] Fold m%
oA SOk ] EAF R 29814 MK Table 10).
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Table 10: Proportion of Patients with an ACR Response in Study PsA-II" (INFi Inadequate Responders)

XELJANZ XELJANZ
5mg 10 mg*
Treatment Group Placebo Twice Daily Twice Daily
N# 131 131 132
Response Response Difference (%) Response Rate Difference (%0)
Rate Rate 95% CI from Placebo P 95% CI from Placebo
Month 3
ACR20 24% 50% 26.0 (14.7,37.2) 47% 23.3(12.1, 34.5)
ACRS0 15% 30% 153 (5.4,25.2) 28% 13.5(3.8,23.3)
ACR70 10% 17% 6.9 (-1.3,15.1) 14% 4.5(-34,12.4)

Subjects with missing data were treated as non-responders.
* Subjects received one concomitant nonbiologic DMARD.

T The recommended dose of XELJANZ is 5 mg twice daily.

1 Nis number of randomized and treated patients.

W

. 371 A AEOA Study PsA-19} Study PsA-IIefA2] ACR H-&

A7+AT} 370E Al-elA ACR 20/50/70 ¥Eg71Eo4 XELJANZ 5mg E+= 10mg 1¢ 28] Foji 5%

oA oloFa thH] EAA OB QolstA AAEATHTable 11).

Table 11: Components of ACR Response at Baseline and Month 3 in Studies PsA-I and PsA-TI
Nonbiologic DMARD Inad Responders (TNFi-Naive) TNFi Inadequate Responders
Study PsA-T Study PsA-TT
XELJANZ XELJANZ XELJANZ XELJANZ
Smg 10 mg” Smg 10mg’

Treatment Group Placebo Twice Daily Twice Daily Placebo Twice Daily Twice Daily
N at Baseline 105 107 104 131 131 132
ACR. Component®
(Number of tender/painfiil joints (0—
68)

Bascline 206 205 203 19.8 205 255

Month 3 146 122 9.9 151 145
(Number of swollen joints (0—66)

Baseline 115 128 11.7 10.5 121 12.8

Month 3 7.1 6.3 43 77 48
[Patient assessment of arthritis pain®

Baseline 532 55.7 544 54.9 564 59.5

Month 3 4.7 347 283 48.0 36.1 38.1
Paticnt global assessment of arthritis ©

Bascline 53.9 54.7 536 558 574 585

Month 3 444 355 298 492 36.9 38.8
HAQ-DI*

Bascline i1 116 1.08 125 126 137

Month 3 0.95 0.81 0.71 1.08 0.88
[Physician's Global Assessment of

9

Bascline 538 346 552 537 535 558

Month 3 354 295 3 36.4 27.0 25.6
CRP (mg/L)

Baseline 104 105 81 121 138 150

Month 3 8.6 4.0 27 11.4 1.7 7.3
* Subjects received one concomitant nonbiologic DMARD.
T The recommended dose of XELTANZ 1s 3 mg twice daily.
1 Data shown are mean value at baseline and at Month 3.
§ Visual analog scale (VAS): 0 =best, 100 = worst.
© HAQ-DI = Health Assessment Questionnaire — Disability Index: 0 = best. 3 = worst; 20 questions: categories: dressing and grooming, arising, eating, walking, hygiene, reach, grip. and activifies.
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4, 347 FEA oo A% ACR 20 ¥H8A9] %

Ao XELJANZ 5mg T+ 10mg 19 23] Fojit RFoA Qokit

_'[[:__
AR o= folsi A4 ik Figure 6).

Figure 6: Percentage of ACR20 Responders by Visit Through Month 3 in Study PsA-I!
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BID=twice daily; SE=standard error.
Subjects with missing data were treated as non-responders.

5. 3709 N A A Study PsA-19} Study PsA-IIo1 A9 HAQ-DI(Health Assessment Question

naire—Disability Index) 3}

Az AW,
Aoz folsh ATk Table 1)

Aol RFoA XELJANZ Smg F+= 10mg 19 23] Fojdt RFA f]ofdt tiH]

Table 12: Change from Baseline in HAQ-DI in Studies PsA-I and PsA-TI

Least Squares Mean Change from Baseline In HAQ-DI at Month 3
[Nonbiologic DMARD Inadequate Responders” (TNFi-Naive) TNFi Inadequate Responders®
Study PsA-I# Study PsA-IT#
Treatment XELJANZ 5 mg XELJANZ 10 mg$ XELJANZ 5 mg XELJANZ 10 mg §
Group Placebo Twice Daily Twice Daily Placebo Twice Daily Twice Daily
INT 104 107 104 131 129 132
LSM Change
from Bascline -0.18 -0.35 -0.40 -0.14 -0.39 -0.35
I?fgif:?; 5ﬁo/fm ) -0.17 -0.22 ) -025 -0.22
c) (-0.29, -0.05) (-0.34, -0.10) (-0.38,-0.13) (-0.34,-0.09)

* Inadequate response to at least one nonbiologic DMARD due to lack of efficacy and/or intolerability.
+ Inadequate response to at least one TNF inhibitor (TNFi) due to lack of efficacy and/or intolerability.
+ Subjects received one concomitant nonbiologic DMARD.
§ The recommended dose of XELJANZ is 5 mg twice daily.
9 N s the total number of subjects in the statistical analysis.
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AA7IA] AA 9 AXAG HEA0 ABAA TNF-a JAAEC] F2 &S AT} 30% ©%
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A Adele L AR IL-12/23  AAIARZ  ustekinumab(Stelara®)¥}  IL-17A  JAA|=
secukinumab(Cosentyx®)o] Qlth. o] & IL-12/23 AAE AA Wlol M7 AL AAste] T ALo
282 At IL-17A JAAE [L-12/23 JAARTHE & o E7] A9 Ro|E7RRIY 2ot Zoz
oA qih M T WA IL-17A JAA ixekizumab(Taltz®)7} 1] FDASE ZFjellA “AA o] 491
A3 Al WA IL-7A AAAIQ] brodalumab(d2 F, Silig®)e] 2017¥ 2€ u] FDAOA Ao £
H]let. ol IL-17A JAAIEC] 1L-12/23 AAAET £ § Azdoz antdds AAFSEL Sl

olg|gt IL-12/23 AAAet IL-17A AAAIE 2Jolx M= 7149 IL-23 AAAE 1] FDAA 20174
79 guselkumab(E&mof % Tremfya®<} 20189 39 tildrakizumab(d&aoF £, Iumya®)o] 714 ]
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