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AE Adverse event

ATP Adenosine triphosphate

BAD British association of dermatologists

BMI Body mass index

BSA Body surface area

BSC Best Supportive Care

C2H CORE 2 HEALTH

CADTH Canadian agency for drugs and technologies in health
CI Confidence interval

CT Computed tomography

DCE Discrete choice experiment

DEU Deucravacitinib

DLQI Dermatology Life Quality Index

DPC Diagnosis procedure combination

EADV European association of dermatology & venereology
EAIR Exposure-adjusted incidence rate

EQ-5D-3L EuroQol 5 dimension 3-Level

ESDR European Society for Dermatological Research
EU European union

FAS Full analysis set

FE Fixed effect

HAS Haute autorite de sante

HRQoL Health related quality of life

HTA Health technology assessment

ICER Incremental cost-effectiveness ratio

ICTRP International clinical trial registry platform
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IQWIG Institute for quality and efficiency in healthcare
ISPOR International society for pharmacoeconomics and outcomes research
JAK Janus kinase
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MCMC Markov chain Monte Carlo methods

NICE National Institute for Health and Care Excellence
NMA Network meta-analysis

NMSC Non-melanoma skin cancer

PASI Psoriasis Area and Severity Index

PBAC Pharmaceutical Benefits Advisory Committee
PDE4 Phosphodiesterase-4

PGA Physician Global Assessment

PMDA Pharmaceuticals and Medical Devices Agency
PSSD Psoriasis Symptoms and Signs Diary

p-y Person-year

QALY Quality-adjusted life year

RCT Randomized controlled trial

RE Random effect

REZ Random effects added to parameter z

RIS Risankizumab

RoB Risk of bias

SD Standard deviation

SID Society for Investigative Dermatology

SLR Systematic literature review

SMC Scottish Medicines Consortium

SPGA static Physician’s Global Assessment

TLR Targeted literature review

TNF Tumour necrosis factor

TYK2 Tyrosine kinase 2

URTI Upper respiratory tract infection

WCD World Congress of Dermatology

WHO World health organization
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1.3. GAEMRDODAN=XL

Ta1—95\OFZJ(FF))IEFOLF+—F 2(tyrosine kinase 2: TYK2)ZRIRMIZFEET S
BERFETHD(7). BERBINTUODIESFVYIXAFXF—E (Janus kinase: JAK)1. 2, 3BE
(I IJAK EHDOFEHE(RIEFFT—E)RASCADT T /L0 =1) B (adenosine triphosphate:
ATP)#EEEMLIHEE T BT LIZEo T, THRDUUEIEERLEL. ZDHREFRIET 5(8, 9), AF|
(&, SNSOHFERLY, TYK2 OFIEHI(S2—RFF—E)F A UIHEEL TEROFIEIF A LE
AR A DRI ECHHEEERERE T 4(7). 7ART v IEEF R EHED—HRKXTH
B, AFL, FEHLEGIICEAT ARG (ATP 48 LEEFR A X T, FHL LI EHIET S8
[TFEELTTYK2 ZREMHEICT 5. COFR. TYK2 O7ARTYYIBEIETRIZH 1 2—041
F>(interleukin: IL)-23.IL-12, RU I #q>42—27z0O (interferon: IFN)ZBAED LT FIL%E
WIS B(7), TYK2 I 2 AF DS EIREIL, DX F+—CEEEFETERDONSZHISNMEFA
+° pan-JAK SR E KBS HaEEMEN HS(10-12),

TYK2 (£, JAK 7731)—0D 1 DTIEHDED D, ) JAK FAEZELIIKFT OIZRANELLHTE
M5, TYK2 #1ZMET D ET IAKL~3 ZEMET HABRELEL. ERSABDNEINBLNST]
BEMEAVRSN TV (8), AIEF M DX HIREIZH LT, AFE., JAKL U JAK3 BN ET 5%
BRELEEIL TYK2 DN TE T HIFRRICxt 2= IR, 100 fE#B=<. I5IZ TYK2 (X3 5:E RS
[E. JAK2 B TET HERERICEEAR 2,000 SRS EMFEZESNT=(11, 13-15), FEREL T, KF
[£.JAKL, 2. 3 DHMNNTET HEM, BEEM ., FHEKFA. KBRS, RUBEARHICES
TERBRERELLL AFIDERARFER 1 ITRT,
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1. RE|DIERERF

i-12 =23 Fnap
® O Deucravacitinib*5

Deucravacitinib ATP binding
site
Gene g%nplianr 4 k)

A

Psoriasis immune-specific responses’3

, .
- - Regulatory domain Active domain
Proinflammatory cytokine production (eg, IL-17)

Immune cell survival, function, and activation (eg, Th1, Th17)

#&:&: ATP=adenosine triphosphate; IL=interleukin; INF=interferon; JAK=Janus kinase; Th=T helper; TYK=tyrosine
kinase; t#2:Hawkes et al. 2017(16); Baker et al., 2018(17); Ghoreschi et al. 2009(18); Papp et al. 2018(8); Morris et
al. 2018(9)

1.4. X&RER
1.4.1. B
AFIDTNEE. NREX TEDBY THD, (RTXEKYIEF(19))
o BFABETURF+ILGSEMEE. BAME. SETIREDESE,
LTOWTFhhERH-TEEIRETHIL,
o MEEETHEFEOLEEE(EMENREIZRISHLTHAHHRELELIN
T RENMERERED 10% LU EICESES
o HAMOEPXIIEEEZETIES
ADHTIX. SEREBOAEERMSREMMTHROEREL . HREEDETIERTE DA
[Ttoiar 2.1 12R,

1.4.2. &%

2010 £ 4 BHD 2011 £ 3 AFTOHRMI<H T2 BAERNDEEAREIL. 0.34%[95% CI
0.34%~0.34%] T#Ho1=(20), BE LTI 75~79 OB THEARENFHEL KHEDH
TlE 55~59 mD# THRHEN21=(20), 1990 £/ 2019 EDRT, HFEELILE 0.04 TE
BAERE A REAEMLI=[95% CI 0.02~0.05](21), BAERDEFFAETIE, 2013 /D
2018 FE DI 132 DEREMERH DKL 15,287 FEFINZSESN., D55 65.3%(9,989 FEHI)
ABIE. 34.7%(5,298 fEHI) A EETH21=(22), ZOEEFIDIHH 50.0%I<, Eif1E(42.0%).
AEE EEAE(30.0%). #ERHE(23.7%). EREAMAE(15.1%). (DM EZKE(6.0%). HkfxiE
PEE(6.0%)75E DEEERESHEFREN HoT-, AREIED 5%FKiHE. 5~10%K U 10%LLEIC
BENRDONDEWEEDES (L., FNEN 36.6% (B 32.5%; %M 44.7%). 27.0% (B
27.0%; &t 26.9%) B 36.3%( B4t 40.5%; &M 28.4%) Thot=. AN ZWEZITT-E
(. 0 BA5 100 METHARZ THY . RIEFEHBDORMIEL 30~39 mTH>1=(22),
BAEET—3t22—(MDC)T—42R—RIZ&5 2016 Fh5 2020 FDROT—42%F ALY
BRASHTEMARICHT, 1,770 O BEHIABRMBAANFHELELZE-L. BEDTFH(SD)F
#5(Z. 49.0 (10.5)%T. 1313 £(74.2%) W BHTH o1z ChHDEEDSH, 1,203 4
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(68.0%)H% 29~54 FHDEREHZBLTL V=, 90.6%DEHIROHREICLEL BAREN A
SN, TOFTRRAKRSIRTS—H 4(PDE-4)BHEE A &L —ARHI(53.8%) THoT=DIZHL ., &
WERBFIHNERSNT-DE, BEDSLEM 9.4%THo1=(23).

1.5. FAAEE

RINELOAERVAZE. TEE. RAIZEAZIELT 1R 6Mg % 1 B 1 BEAOKET S, |
THB(19), RERIAND 24 BLRITABRRIGHELNLEVGE (L, KFIDABRITE OMRGEFE
BICHIET 2 EDN DD, AFICEEDEYFHEFI OGRS OV TRERUBNEILHE
L TUWVEW D THAZEITARENH D, AFIZ G5 > THEIZEY 5+ 2752 R UER
X R EITMATIUA2—7zAY ¥ TR XIL YNV Y RISHREF(TV. BERE CT &RE
FETOITEICKY, BEBREOFREHERTILELSH D ARIDERAEER 1 ITRT,

x 1. XEIDERAE

BREER #0
B5Ah* FRELL
BEE 6 mg
BE5EH 181[MH
M EBRBE(HENTTIILE) HERL
TR E5E 6 mg/H

1.6. XNREEOBBICHITILAZEER ERBHROLEDT

AFE, BITOESAOEMEHEE, XILZOMDBOKREICLEL ERBEEGEEMFHR
IR HBBIREEL TORLE DITHMBRREINTUVD, B2 T3 2IRITOAEEL, RARET
I READB AV EELL . RREBEDOER . FEIREEF. Health Related Quality of
Life(HRQoL) DAl % B aaE L=t D THH(24).

1.6.1. BZBOBRERE

BARIZE, 3B T D ERDBEA(RS1UH G0N, BARERER(E, ZEARICHITH4E
MFHIRFIOERICE T 25T A 5 A% 2022 FIZFKITLI=(25), £1=. 2022 FIZEZEITH
(7% JAK1 PAEZHEL TYK2 [EEEERA ATV RADREN  KEIDBEEFEFADEYAIREINTLDS
(26), F=FL. #OFKIRLIHFHFEEALETOESREIEHRT 2BIEEH IS/ U(3FEL
B0\, BBORRIIBATERE TSNS EA L TDR, KR EMTONSEELH D, PF
FEADBREDAEFII L TIL, PDE-4 FAEE(TILIZANGEDREORSICL L HAEE &
FHIHIFI(S VR RR) D ASLFH—R) EASY A(TRLFF—h), SoITZDHRAEYFRHEEIA
WHEENDHEELH D FURBLVABRMDREFLILEHNEL. R EAITHREEZHATHIIL
HDIEKIEN(25), COTFEIF. BADERREN RCSEITT SR 2 [TRU-FEARESIVRIZE
RBESIN TS, COETIE, ESIVRDOTALEICAMNST, RSN DBEDIELREN., BATE
&SRR RARDIRATS—E 4 AEERIFESSY A, fEIIHFFIARE . RRICEYFH
HH|ETT>TLVS(20, 27),
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2. ZEEARDESIVR

5T

REHIF

ZEOuH

288 (INVB) ME
US L EREENE FARBE

(PUVA) #EiE

E2 203, R7A4 FE [BFREAR

B&:E: PDE4=Phosphodiesterase-4; PUVA=psoralen and ultraviolet A; UVB=ultraviolet B Hi#:Adapted from: Ohtsuki
et al. 2019(28) and Iizuka et al. 2010(27)

EDEZFAETIE. BRIZELT 2013 Fh5 2018 FORICEELZESNI-EE DK
68.9% M BATEEE. 9. 1% M IAREE. 26.6% M EOFICLEEHHEE. 18.6% M EYFEHIHH
(& BBEEZITTUV-CEMNFERSNT=(22), E5IZ, 2021 FITHON-BADERET —F2~—
AHARICENIE 90.6%DEFITREOBRSICLIEHFABENMEAINTEY. D+ T PDE-4 A
EENRLERSNT BOBREICLEILHBREDOPILF(FIFREITHL(55.8%~81.4%):6%&
HRIE. 8 hAXKM [7ILISANT7.2 hA). >oARKRY (2.1 hA). RV FF—H3.15
B)ITH>1=(23), 2022 FIZRITINT=. BRDFZEIZH THEMFEMEFIOFERA (T AT
(. EYFHIRFDBEERICH->TIE. TOEREBER, BRER. FRERZ+7ITEIZEL=S
AT, BELEBLENSBEBEIRERETIENEETHAIERRNSNTUVD, £f-. EHTAREL
AYFRRFN IR R AFED H A0 . Eh(F3E. R FEIRFETORFRE. BEIRICK T HFR
. —REDB), ZRENPIGE), REM(RBREE. H5EED RIS, thD G ARAIEOREFRIEL
). BEDOFIEM, RUBBDOERAIELGEEZERT HEMNREINTIVS(25). BAERNTHE
FARIREREMFRIRFNE, 12 D)X T  TH)LIT  IRATERXYT  2IFXTT 41 F XX
<7.785WIT VYU FRXTT IV AIITRI)L, FILRSFXIT  EAFXITTHS, [
HAFURTIE, BEIRZ OGO EEEERE(SE M) L TIE, EYFNEAIOFI, tho
L EEEERITTHAIEMNHREIN TS, COTENL, EVMERRFIL. UTOREEGZEEZE
FTEREICHFR LGS () VARRY TRLFF—b, AR RS —b TTILISRE, VS
HME A DBHREE . RUFTO—/\URESNNE BIRIE T, T aRSRMEONGLY,; (NFES
ZOREBFEIZLY ., TR EEXTBHEERTEGLY; (i) LEEERICEEZUIEROLND
AL BEPHLEICKYERERY BT -ORMDIEGRIENDLELLY, EEMOEESE RN R
BEND; XI&(iv) LEEDBENERELGDIIGEGELE DFEICEY. AENEHETHS,
Psoriasis Area and Severity Index(PASI)90 a7 Xl& Dermatology Life Quality
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Index(DLQI)Ra7hZEnZh 0 XIF 1(DLQI BEfE)ITESLGLEEISHLTIE, BAG5EMFH
BEI~DEEEREAT DDENHSH(25).

1.6.2, 7Uryb=—X

HE, ARSN-ZEAHRICET 2B EEIFMIRICI DL, LEMEEILEHFLYLEORFICLD
BREEATEY., IHFIZEET D ENTDEDENCHRELYEETHOIENKIESN TS
(29, 30). . EHEEEZTTVSPFENSEED 222 ZOBARADESEERBEELT X
RICU-BRNEIREER(DCE) 2R A &, ARBRICHH>THMME LN EAENRLERELR
D 1 DTHAZENHERSINT=, Ff=, 12 BT LD R T EGHILYLEBHRRT HEOFIAFEN
TWAIENBESINTEY. BIF0OZHFILEOBRERBRMIERHHCLEHOL T, #FHLLMED
BEREITHT XD HHEATRIESNTLVS(29),

T2, 2021 FFETICTHRTITON-T —ER—XHAR TIE, BEEEED LHEORICKLHEEE
RIFTO A AROHIERIFIFECEL BRYFEL 8 hARMTHAHZ LMD, REIThH > THE
ATELROFNHT BT AV —XH WO TRESNT=(23),

REICFHEOOF I ILRABREED/ TV U, KEEREERO LA 51 SR TREEA
B, SOHIZRIFARIMNHIFEN BRI T H-— AN KYEFE TS L, KYFIHERDS
LR EHEICEDBRDERTEZSLITRFET 5D THA(31),

1.6.3. KF|OLEI+

B AERICRHEE R LEEY 55D, TYK2 ZZMELI-FHRB OABRETHIARFE. HxhtEIZD
WTIEEZK—H0EYZHNEFILREFTHHHN(32). #OK%SE5(1 B 1 B)THEZEDFIEHEN
BEDHRERLIZOEADEEZ NS, AL, BEFEDEYFEE], RITBOEICHT 55
1B REREL TOME D ITAMRRINTULVD, Ff=, RFIDFHER(POETYK-PSO-1, POETYK-
PSO-2. POETYK-PSO-4, POETYK-PSO-LTE f#E8&)IZ T, AFIIRELI-BHMERUVREEDT
A774)L%ERLT=(33-38),

[POETYK-PSO-1 % U POETYK-PSO-2]

POETYK-PSO-1 (&, REENSEREDBEE REEH T HEHEE 666 Hl(HARA 66 flEL)%E
W&, U POETYK-PSO-2 (XFEEzEEEE 1,020 FlExtgeLl= 52 BElIZHh -5 ZER. i
%, DU L. ZEER. TSR RUEELEXEB(TILITRN)., £ I HHRBRTH D, HERT
HPAUIEE 3 RUE 4 TR, maERED. PHEENLEEDZEHEFEE (PASI (Psoriasis
Area and Severity Index) 237 12 LlL., sSPGA(EERIZ & AEMESETHE)MN 3 LIE. BEEK
BOIREIMAREIE(BSA)D 10% U LEEE)TE AT IBEEIEG ELDE (2, AFIF
1 B 1 [E 6mg(QD)EESL-EMMER VL2 MEFTEL -, mEROF EZEHMEER X5 16 EkF R
[ZH1THEED sPGA 0 X(F 1[sPGA H' 0(JREHK) X & 1(TREEER) 1IN DR—RF1 i 2
RAVRL ERZEL-EIE (LT . SPGAO/1) R U PASI RO7HMR—RSA M5 75% L EikZELT-
BEZIE (LT, PASI75) THS, BIREHEE B (IR 7 ILISRAMRUR TS ERIZEITHIREE
16 38, 24 5B R0 PASI ZO7HAR—RT1Uh5 90% U LRELI-EEDEIG (LT,
PASI90). sPGA 0/1 iaE % ERLI-BEDEIETH D, sl FExRtEIar 9.4.1 ITRT,
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WFhORERD. RV —=2J iR DEa RN, #RERVFEREERNRE. RUREMET+0
— 77 HREM DR EN =, Cho [XAIELA R (5 24 3B)EFTRL TéHof=. POETYK-PSO-2
TlE, 5 24 BN 52 BIFEE A LR ORERHE R VB ERIRZRT. AH|DRIEOFEHRT
. BEXIEEFIZIR OB KR FTORMETHL=(2, 3).

3. POETYK-PSO-1 MFERTH A

B&:E: BID=twice daily; OLE=open-label extension; PASI=Psoriasis Area Severity Index; QD=once daily Hi#2:
Armstrong et al. 2023(2)

4. POETYK-PSO-2 MEETH A

#&&&: BID=twice daily; OLE=open-label extension; PASI=Psoriasis Area Severity Index; QD=once daily
*TILISRME. #%5RIA% 5 BET. 10mg QD A5 30mg BID £ Ti#fitgs iz, Tﬁ?ﬁ-&bfz%ﬁ('ﬁ% 24 BIZ#H(15 PASI DR—
RTAUDSDBREED 50%LLLIHK). BEIEEHF 6mg QD ITEESNT-, HE: Warren et al. 2022(31); Strober et al.
2022(3)

MAERICEVTHEIL, F 16 BRUVE 24 BOFRT, T5RRUT7ILISAMELELT, BRK
HE RS RVOEY ORI of- BEGENMET —%%Z R, AFIOBFMEL, TEFHMEEE
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DTS THDE 16 BLETEEDO LN, F 24 BTIESSIZBIFLFEEZRL=(H 5. K 6),
POETYK-PSO-1 HERD B ARAN YTV IL—TEHT(n=66)IHLTH. £EFL—B LB
EHNR5NT=(39),

5. £{K£[ D PASI 75 R U sPGA 0/1 R (POEYK-PSO-1)

B&&5: PASI=Psoriasis Area Severity Index; sPGA=static Physician’s Global Assessment Hi#&: Armstrong et al. 2023(2)

6. 2FEKED PASI 75 kU sPGA 0/1 R/ (POEYK-PSO-2)

B&EE: PASI=Psoriasis Area Severity Index; sPGA=static Physician’s Global Assessment ti#i: Strober et al. 2022(3)

Ff=. PSSD(Psoriasis Symptoms and Signs Diary). DLQI. &1 EQ-5D-3L(EuroQol-5D-3L)
THIELT- HRQoL Tl&. AFLAEEZITT-BETIE. 7ILIZRAMNEEEZ(T-BE RV TR
BN BRGEREENROLNT=(2, 3, 40), HlllT I3y 3.5 &YURT,

[POETYK-PSO-4)

POETYK-PSO-4 (&, FFENOEEDRFE IR (GBI X DA EIROLLY), FIEHERIR
FEX [SARBEMRECARR)ZEIHAERANBEICHLT. X&l% 1 B 1 B 6mg MHET 52 &/
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BRELEBEOARF QAR VR EMETNY 55 5k:%. Bt FER. F NI ERBRTHD. 55
SEEIEE&E 60 BT, RVV—=U7 #ifE(&E 4 BRE). AEHH(52 8/). RUT+0—
TYTHR(4 BE) MRS, BERTIL, 25 NS 74 AOHEEBREHIARERTT=, 74 ADA,
63 ANFEMIE. IRAMZE(n=3). BB RAE(N=8)TH ol ANTITHZAT DENIEIX
SEMLBOHTHAO. BEMLBOHDERETRT,

POETYK-PSO-4 m&#h4(E. POETYK-PSO-1 KR U POETYK-PSO-2 FRERDFERE—HLTLY
f=o @ 7 IR 9 &31Z, PASI 75 R U sPGA 0/1 O RIG(EHO T EZHBIEE )IE5E 16 B oE
52 BETHEFFSN., BIRHIETHEIE B (<BIL TIX, PASI 90, PASI 100, XU sPGA 0 DRIGHE
16 B3 52 BFETOREERSh=(41),

7. POETYK-PSO-4 2115 S E 4EHH “xt 9 % PASI 75 kU sPGA 0/1 D&

PASI 75/90/100, plaque psoriasis (n = 63) sPGA 0/1, plaque psoriasis (n = 63)
Co-primary endpoints Co-primary endpoints

100 : 100 ) ;
€ | 86.7%] £ i 85.0%
H 77.4%1 H 83.9%
& 80 : .1 B 80
2 66.7%| 8§
5 60 : B 60
® " =
¢ 46.8% = 43.3%
& 40 | 7%, E 40 30.6%]
& 19.4% ] -
5§20 ! £ 20
a 2
H &
x 0 - : ; : : : : : : | | - &0 : , , : . , , , . , , . .

0 4 8 12 16 20 24 28 32 36 40 44 48 32 0 4 8 12 16 20 24 28 32 36 40 44 48 52

Week Week
PASI 75 —4— PASI 90 & PASI 100 SPGA 0/1 ——sPGA 0

B&Z&: PASI=Psoriasis Area Severity Index; sPGA=static Physician’s Global Assessment tH#2: Imafuku et al. 2022 (41)

[POETYK-PSO-LTE]

POETYK-PSO-LTE (3 D L iEEZH RIFEEHRE IIb ORI S5HABR THLH, RHERTIL.
Fc47ERER(POETYK-PSO-1 KU POETYK-PSO-2) 2 & ffSN - SEMNS BEND S E M BEE
(PASI= 12, SPGA=3,BSA=10%LERE)ICAKI 6mg % 1 H 1 Bl. DREARSHOFMME. &
et ZAMETEL-, BEORERSINEIMIL 240 BREARAEN, TEMD-ODIFBEERL
LT 30 HEERSN D,

- POETYK-PSO-LTE F#E&IZ

BITBR—RSIUDBEREE R R VREFFIEIL POETYK-PSO-1 B U POETYK-PSO-2 FHERD
N—ZFANBIZEDNVTEY, kD3> 9.4.3 [CEEHT B,

FER-FRFIBHDOBETRHIZEE 4 :8(2(F PASI 75 ZEiFEAHEL. 5 8 AETITIAHFI—
AF I BEDBERIGEEREE THT=. BHRIC. PASI 75 EREIX7ILIZRMKRENEHEOESE
THEFFSNT=(37).
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B 8. PASI 75 :#pk = 2 (#EFFA9ZE /L (POETYK-PSO-LTE)

B&&E: DEUC-DEUC=deucravaditinib—deucravaditinib; PBO-DEUC=placebo—deucravacitinib; APR-DEUC=apremilast—
deucravaditinib; PASI=Psoriasis Area and Severity Index

1.7. FLUHESER

POETYK-PSO-1 SE B U\ POETYK-PSO-2 SHER DTS5t BRI (1352 0-16 8)I=HB+2%
SHHERIT TR, FRRERRUVTSERBICBLTRENDAEER(Adverse Event: AE)H
ﬁ$—6537’:0

POETYK-PSO-4 [ZHTH5RLEMDFER (L. POETYK-PSO-1 R PSO-2 DfER &M —EL TLY
f




& 2. POETYK-PSO-1 HER R U PSO-2 HERIZHEN TR —MMIRBL-BEFER(25%)

1.8. ({iEOEREMNITMEMEEH T HFHERER
£ 3. TEECKITHFHEO—HKR(EXR)
E4& e EPlb#SE R 1) Z Mk
(BitERE)
HE NICE - #E22 (https://www.nice.org.uk/guidance/ta907) | &#&| 6 mg
28 €AY
SMC | -ZOH(FHER T 2 —LH5) £690
ISR HAS -SMR: §¥{iich RELL
*ASMR: 5f{ffich
- ShEREETE : REHE
(S IQWIG | -Z0fth(FFl#ksE) REGL
Hhr5 CADTH | -Z0fth(FFl#ksEd) REGL
#—AF5Y7 | PBAC | -2 F#l 6 mg
(https://www.pbs.gov.au/info/industry/listing/el | 28 §£AY
ements/pbac-meetings/psd/2022- $1,415.28
11/deucravacitinib-sotyktu-PSD-November-
2022)

£ 4. HEICH1THE AXBHRETME O (FFEA )

B4 82 HlEROBER
xEE NICE HY
SMC SHflich
IS5V HAS S
K1Y IQWIG S
Hh+5 CADTH FHffich
=257 PBAC HY
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& 5. ZEITHITDFRANDE AN REFHEIER DM

E& ZE
HEa& NICE
FHisERD URLIGE https://www.nice.org.uk/guidance/ta907
F il R 4k AFH
EIlIEEES ML
EHTEHROBEIX. TOE | 3HukL
HOFH
Ml RIEE PEENSEE DS E I
ERAE #0
Fesst B il EMEAREILN DL BEER IHREENEY THDIHE:

EMZEF|ILUN DL BEE(ANLFY—R, 290X RY
U RUTVRLFUEE)

VYSLUHAOBEICREH OO EEE
BEXITIEEIZEELEZEE[PASI D Za7A 10 LI L, &
U DLQI A 10 #B] T EYEmEFI LN D& BEE(ANL
FH—k, 2OORR) D RUTURFURE ) RUSIREER
THREMBENFONGL, BEEIGD, RIFEZTHLE
&
TNF-a BBEE[ 75 LT TEARILETR 127)F<T
(PASI #8273 20 LLE. ™D DLQI A 18 BN IEEICE
FEDFEMEBOEE)RUEILMIZXTT RT)L]

IL-17 773 —EEEX (T IL-17 SRABEETOS LT
T AFEXXTT, 20X X7T, RUEAFXTD)

IL-23 EEE(JwILIRT, FILISFATT, KOS+
A7)

IL-12/1L-23 FAEFE(VRATFXTY)

FILISRE

TRIVEEDAFIL

Best Supportive Care; BSC

FRMENERAMRLEOME

Over the £20,000 to £30,000 per QALY lost range
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K 6. A—ANSVTIZHE1TDERFIDE A REHEIER DM

E4 F—R ST
R4 PBAC
SHEFERO URLE https://www.pbs.gov.au/info/industry/listing/elements/pbac-
meetings/psd/2022-11/deucravacitinib-sotyktu-PSD-
November-2022
ST ot 2R F A AFl
FHliRER i
FHAMATHEDZEE. TD5E | &%AEGL
H D
FHEx R IR BEDSEMRIE
ERAE &0
teEt iR FILISRE

RGBS ERMRLEOME

$25,000 to < $35,000/QALY gained
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2. BRAXRBRIWICHETISMEHORE
2.1. SHXRERH

AFIOEIG X, BEF AR THRLAT LS EME. BAEMEE. EMIRETHS, C2H &
DAWANHBERICEOE, ST HREAIFEREZBOALLT-, 3 DOBEEDSE., BAEMIE
R URTEAT R AE DA HE R kR L-BHIE T RRDEY THS:
o BAEMEEXIIEZEHIEEIEESEICEOIENEN 2%EEEDLEL IETUAM
RSN TLVA(20),
o [BAEMEZEIETH#HRTHY. BATIIEREMTHENROBRNABZRENDVEDOTHD
(38),
Ft=. SRS TIE, BFEAR THRT T LSEHEEEE IO TR ABLBHETATL
WRETHENBESNT=:
o AH 2HEFERTHR. BFEOEYEMHFZERALTOGLEET(LIE. COKEE£Y
FRRFREERREIEES, )
o B¥H 2HAHEEREIEOLGVLEF(LE. COLHZI£54BEOGVBEERE LT
3%)

2.2, HEXEREH

EYERNBRFIRERE(A )
AH| D LLBSHBEMIE, VY FXITEER D, BRIBETIE. [ F2FXTT VHFXTT,
EXFZXTTDI6RLRMDED— D1 Z LB BEMEL TGRSR ENEREINT -, LB BT
FHREL-EBHIITERD 3 RTHA:

o AEYERRIFIDRIREEICOVWTIEZEICH T EEMENRRIOERA(F U R(2022 £
MR)ITIE. [REMRICE 5B EMFNRFDRINGZELLT, HRMICHEISh-E
E(IFELLGL, 1EHD.

Sbidian 5(2022. S)NEELI-EMEMNRAZELLHFEDRINT—IA3T7H) R
[2kBE ATV FITT  AFEFXTT VY FXTT EAFXTT D EWFEa R
KL L THRIEL F. Thom 4 FIORMICIZEZMEDZBWDIRSAGLERESH
TL3(1),

A2V F R TITOVWTIIEHERDH LB EICREL TEASNOT I EAEEES
KhoIEBRNT S,

TERIZ 3 FDEWENRAIDSE., U F IR THRERELLDERET HIRIETT . FHE
FAOEHIX. EEFNOFIXEICETHEFHORERAEEMKRL., FTEEDH)FE2OEEL
T HEEL1-(45-47)(% 7. % 8).

K 7. F)AE T A FDERER
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& 8. VA 2 1B AN ERER

Lzt [ -0 £ pennonsc, vy 223 nBERIEARE
EWSHER T Tz, Tz, SO A LEEBERERIZOLTIE, C2H EHHIICHEL, WA LHY
HLAXTTHRBERMETHY . A BOLBHBEH THH-LE BB,

LEABRENLVVEEEMA(B B)

FHIDOLBENBEAMILX. 7ILISAMTH D, TILISAME. BEOEHEFEDSL. ReE-22
HOBRNORLBNIEEZONT1-8. BIRSN -, oD B BEMOREZHAENHMESE
% 9I1ZRY,

T 9. FH|DLLBEA BRI OME

SHhxREER A% B
HER R R T 9o E XTI (45) FILISAN49)
B EZ RTx5t #0O
’&55& RELL BELGL
HE 75mg M:F5t 2 [ET 30mg
150mg(75mg AEIZBEDIKE
[Z&HTEFAIEND)
BE5HE FO0ARUE 4B, TOHIET 12 182ME
B
FIRYSARAAR (T 12 ) BELL BELL
THiR5E 150mg 30mg

2.3. SHOIIFRURAOEE

FERAMNRASNE. EENCERBRUMRZEREL. BAOLMERBEILEDIIZH ST
L BROEBEIXAMEREET S, COETIVIZEFENS/ FA—2E, BERDAMERDIEE
RBRL. %6EMD C2H DHAFFA U >T=3D THAH(50).

24



2.4. HRIEE
EHFGRMERREEFODEOMANBEINTIVD QALY(ERBAEFE) 2MRIBIELLT
fEALT=,

2.5. SHTHAR
L ETISMERETHY . IRAAEENLGL=0O(51)., ARITEEGEREL =, LI=A> T, S H
&4 E(50.5 &F)&LT=,

2.6. E51F
BERRUROMAIZHLTEISIE 2%%EALT=,

2.7. SHEHBOREDNERN
& 10. MTEHOREME

IR RET HEH AT, SEREZBEATOIROBEEREARET 5!
AR EHFER TR, BFEOEYPHRFZHEALTLVENES
B#: £ S FEDFREBEDLNESE

AR JYUXRTD
B&t: 7JILISAL

LB BT

AR FRRETIE 13X X< T VXX T EAXXTT
DI6RLRIMEDED—D 1E BRI BEMTEL TGESIENEESN

LV EPIEN 0 ekaiime S
f=t=8. BERSn 1=,

o BE: 7ILISRMI. BEEFEOLBEENDSL, BLME-REMDE

EMLRLENDEEZONI-T=86. EIRENT-,

L IRE R E LI

SMOIGRUVEROER | AMEREXILEDILS, SHUEREDH

MERER QALY (B FHBEFF)
TR —4E
HUEIES BR-DREDITEE 2%
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3. EnNMERAE

3.1.

DV=HAIWVOIRAFIv

FEENSEEDSEHIEE A REL-ABI R UVEEYS S LB EBORKR 7 2 M AIZBEL T,
RCT MBIEFURERET BT, Y RTIT1v9LE 1—(Global SLR)ZEHL7-, SLR DE
MAEFEIIaY 3.2.1 ITRT, SHI2, BRESTORETIZIE. 7OT7 NDEBEEDHEEDT-
RCT #x&RIZ SLR #FEfEL1=, 77 AEHAZEXRIZITo1= SLR [TDOWLW TR LS 3> 9.2 (2
TY o XK 1112 AV AIWYIRFIVITBEEST SR ER. /AL LLERBEMT R U7 OMLE

9,

% 11. PICO [Zxt3 %9 =hILOTRFI>

P(R&EM)

PEENEEDNSERIMER T DHA(18 BLL)T, £HFEDHRESE

I(f+A)

AF

C (LB RHAiT)

B XTT (A B LB BEAT) . 7TLIZRANB BOLBEABRIN S0 2 5%
& (HEABEMO—EEItEs 3 3.2.1 #5K)

O(7rorhL)

ARV PRO:

e PASI 50. 75.90 &1 100
PSSD

DLQI

PGA

EQ-5D

SF-36

TetE:

o HEZEZRRUEELETEXR
o EMEE

o RNE

o GAEMDIL(ETHRRA. FEERICKSHIEE)

RCT

XHkR R

o F10B~%F 16 BOT7IMLAIZDONTIEHIBREL

o E 24 B~ 28 BAXIIE 44 B~ 60 BDOT7 I LEHRELI-EHERIZDOLTIE,
2000 FEMBIRAEET

o ZFEPHEDBAIF 2 FLUR(EFIRRDAH)

B&EE:

DLQI=Dermatology Life Quality Index; PASI=Psoriasis Area and Severity Index; PGA=physician global

assessment; PRO=patient-reported outcome; PSSD=Psoriasis Symptoms and Signs Diary; SF-36=36-item Short-

Form Health Survey.
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3.2. YARATIYTavILE1—

3.2.1. A&
HAHANEE L, REROVREAN, [hEENSEE DS EMEIEETE

FINTS, XIEIBE

$84Z PGA(Physician Global Assessment). PASI, BSA(Body Surface Area). DLQI E#(PGA
>3, PASI 210, BSA 210 X% DLQI 210) A& TLVNIE, BH2EDELI=(F 12 %5
HB), SoI2, BHBOEFERRELIEAERR TIE, £EED 80%LUU LA FEFENSEEDFE M
ATHHEIC, BEHBREEDIEDEL -, BHOAEDHRAZHREL TV SHB R U E—FEXD
BE/RE5RTD1—IVELE T B5ERIE. SLR Moz, BRI fHERkEII 3 9.1.1 1T

—g-o

% 12. SLR OfEH ANEEE

HTII)—

RRotE#E

A REM

PEENMNBEEDSELLZEEZETS
FA(18 ML L)T, 25FEDHRE

&

EREENPEFENSEELUNDS
EMRRER T OREENRELE:
HER

INREBEERRELEAER

PsA DERODAICERELTI=A
ER, BEEEN PsA Z&HLTL
BLRY, PsA & 6L TLSRE
MREEMRELEAREEFR
L\o

iﬁﬁﬂ&%ﬁr BEETRRELIHER

TA

ARSI
o  A%l6mg OD
o TJLEZAk30mg BID
o HArrLFH—F 7.5mg~
15mg
o IYARAKRYL 2.5~5mg/kg/
H
o TYrLFL 0.4mg/kg
TRIVEED AF )L 720mg
E%%E’J%ﬁﬂ
o AVA—OAF-23HEFE
- Yy oxX<7T 150mg
Q12w
- FILFSFXTT 100mg X
(% 200mg Q12W
- J4I4H<T 100mg Q8W
o IL-17773)—PREEXFTIL-
17 SBWAEE
- EX¥X<7 320mg Q4W
- 784177 210mg Q2W
- AFtEFX<T 80mg Q2W
- ®9F%X<7J 150mg X
300mg Q4w
- =FXTT 250mg Q4W

LHEBRBTEFTLLFER
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HATa)— BRIREHE Brotb e
o TNF7ILI7EEE
- BwILM)ZXITRI)L 400mg
X% 200mg Q2W(&=H=Z
400mgq)
- TF7H1L3T 40mg EOW(A
FRIFE 80mg)
- A4>7)*%> <7 5mg/kg
Q8w
- IARILETF 25mg QW X
& 50mg BIW X% 25 mg
BIW
o TT/Pv A3 ZBRETUAT
il §
- E%JT/v> 2mg/3mg BID
o AVE—AAF-12/43—
A4/ %>-23 [HEE
- HRTEXIT 45mg XIE
90mg Q12We
teBxtER o TS5t HEGL
o LFEUAEOLVT M
TIMAL ARV PRO(E 10 B~ 16 8. | o [#2RAI PASI( 745, JT PASI)
5 24~% 2838, ¥ 44~% 60 :8): o ARIEUEMICLLSIEMETME
e PASI 50, 75,90 XU 100 (IGA)
e PSSD o ZTOMXRNDTIMNLRXILEE
e DLQI filiBF 2
o PGA(ZE. #HIXIIERR)
o EQ-5D(% 108~% 16 BDH)
o SF-36(% 10:B~% 16 BDH)
TEM(E 108~ 16 BADH):
o FHEZEZRUEELEEER
o EMHEE
o ABEOHBIE(ETORRA.FEER
[Z&5HH1ESE)
METHI> e RCT(%2.3.4#)(RCTM740— | e EE/)F7IT—)ILFIETURE
TYTRBEED) ER
o EFHER
o FEIHEHER
¢ SLR/NMA
o  HERDMEHEM
o FST4IMHKDBHX
o FERFITaqvILEI—
o FIMHER
o JEFIFAZE
o JEfIERE
o MR
ZTDMDEH o  REDWX/FEEPE o REXIBARETRHSh TG

BAGED R (EPFENHA)

WHESEEE R U RV

F 10:8~F 16 BOTIMILIZD

RIS FERSNIFHER
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papa=D BRIRERE BRobELZE

WTIEHIRRAL
o 24 E~E 28 AXILE 44 B~
% 60 BDT N LERELIEAER
[ZDULVTIE, 2000 ENSIREET
o EFERWHRDZEF 2019 £-2023
F 1 AURCEEREDH )
&:&: BID=twice a day; BIW=twice per week; BSA=body surface area; DLQI=Dermatology Life Quality Index;
EOW=every other week; IL=interleukin; N/A=not applicable; NMA=network meta-analysis; OD=once daily;

PASI=Psoriasis Area and Severity Index ; PGA=physician global assessment; pp=palmoplantar; PRO=patient-reported
outcome; PsA=psoriatic arthritis; PSSD=Psoriasis Symptoms and Signs Diary; Q2W=every two weeks; Q4W=every
four weeks; Q8W=every eight weeks; Q12W=every twelve weeks; QW=once daily; RCT=randomised controlled trial;
s=static; SF-36=36-item Short-Form Health Survey; SLR=Systematic literature review; TNF=tumour necrosis factor

[F—ER—ZAR VYT L —XikiEHE]
2023 £ 1 A 3 BFETITRKRSNT- RCT iR 570 BEF T 4 N—RZEMN DRI
BRELIz, T—ARN—RADRER A FEFTFDOEI 3> 9.1.1 TR

e MEDLINE KU MEDLINE In-Process(OvidSP #2H)

e Embase(OvidSP #2H)

e Cochrane Central Register of Controlled Trials(CENTRAL. OvidSP #2H)

e Cochrane Database of Systematic Reviews(CDSR. OvidSP #2H)

e PsycINFO(EBSCOhost #%H)

o EHFE(BAREDH)

BFXIT —EIR—RIZAVTYIRSN-WFREEL | L TOERESHEBXE 4 F£H45(2019~
2023 F 1 A)&&ELT=,

e American Academy of Dermatology(AAD)

e British Association of Dermatologists(BAD)
&5(Z, Embase(OvidSP #2H)(ZES TSN TLVELY, WA US4 THI ARG (FRER AT 88
BT AMERL T, RISREATRERR—2T LR Fa AN T A— vk [PDF] 774 )L TR L
TOZEROBEEILT YA aiRERL. AFAREGHREREL-,

e European Society for Dermatological Research(ESDR)

e European Association of Dermatology & Venereology(EADV)

e Society for Investigative Dermatology(SID)

e World Congress of Dermatology(WCD)
KE. BONES (EV). tHRREERE(WHO) D ESER R ERZ £ T TV 74— L (ICTRP) DEGERER
EBRTALONIERRFEL . RFID LB BORRICETSIE TV REWELT -,
REIC. BFT AN —ABRRTHEINT SLR [CDOWTHHET—FY—RELTLE 1 —%4FNE
L. SHICEEET HXRERIELT=, 2019 M5 2023 FICHrEN = SLR(THEHE&RIAD SLR)
DEFZEANT, SLR IZBHET Ha[EEMEN HHD XHERE TR SN TLVELERHERZRIE L =,
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3.2.2. YRTIT1VILEL—DIER
HEIEM SLR (£ 2021 £ 10 AL 2023 % 1 A. 2 EIZH T TEESN Tz, ZOFHR. K 9 ITRT &
312,271 40 RCT & 146 DI EfETICREET S Xt L=, BAREED SLR(2023 4 1 A
EHE)ICKYFTLL RCT IIFESN D >=(K 10),
HESNTz RCT OIS, BASDRIMMTOXMRELELDABE(ARF]., TILIZRAM JHUFXT
NIEAHDEHER 11 H(ER2ILHER) D EIESN (K 13),
o  HYERMEEIRABRER(A B)ITDONT, AF| LB BT A EELER LB DT
ETURIETFEELEN O, RURT—oA3T7F1) O X(NMA)EERELT=, (23 3.6,
3.7)o 11 D56 UH XX TIZET 55 3 tHERRAER%E 8 HHra =,
o LEBBEEOLTVEZFEM(B ) OVWT, RFIETILISRMEELLE LR 3 4
MRIESINT=,

9. PRISMA 7O0—F¥—MNRFET—HAN—RZRL V= SLR ##R)

B&:&: NMA=network meta-analysis; RCT=randomised controlled trial; SLR=Systematic Literature Review

*RCT OIERITIE. I THRRSNTUVELEBEDOT—2LRY, SLR ITEFENALY,

** Mirikizumab () F X< 7) KU Piclidenoson (EVT /V2) IEAKI DR EEEIRE TSR T, £HFMICHIBIRGETSN T
LMz, NMA T BRdtSht=,
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10. PRISMA 7O0—Fv—h(EGET—4—R%E AL \= SLR #58)

B&E&: RCT=Randomised Controlled Trial; SLR=Systematic Literature Review

3.2.3. YRATITAYILE1—TRESNT=E
SLR THRESNERFLRERER 13 [TRT . BARGEEEE RIEHA® CONSORT HEELH
ERDEMII T8RS 3y 9.1.3 ITRRH T S,
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& 13. HESNFERLEBRO—&E

#

ERPRERER

ftA

oI H1X

AFE

Blauvelt, 2021 (52)

UL E XTI

TR

Y x X<
105
JStR: 52

AZ%

IMMerge (53)

DY xR<T

TOXXTT

DYoFXTT:
164
o< T:
163

A%t

IMMhance (54)

DYoxR<T

TR

Y2 X2
407
72t 100

AEE

IMMpress (55)

V)

Ttk

Yo xXIT:
41
JS5tR: 9

ARE

IMMvent (56)

D2 o)

TE) LT

Y x X<
301
THE)LTT:
304

A%

SustaIMM (28)

UL ERTT

TR

o2 X2T:
55
75t 58

AZ%

UltIMMa-1 (57)

UL RTT

DRATHFXTT
TS5t

JHoFRTT:
304




B R PREAER A e el YT A4X
HATFERTT:
100
TS5t 102
YR T:
| mrTERey |24
ARt UItIMMa-2 (58) JHoxR<d | 200 YRTFERTT:
TR 09
IS5t 98
AFHl: 332
AER 7ILISRE TSR
GBE POETYK-PSO-1 (2) ¥ St 168
75t 166
AF: 511
ABR 7ILISRE FFLISRb:
B |POETYK-PSO-2(3) AF Sttt 554
IS5t 255
AHF| — KHl
B POETYK-PSO-LTE (37) AF ;;}’:7% -
TR — KH




3.3.
ZAiEL,

3.4.
ZEL,

3.5.

BFT — 2 OB

JQVZANITRAFaV (HBEARISELGS, RITFEEHR)[RLETIHIEETOH]

DRTRTAVIVE2—(HBRBARLS, XZHBHER) [ZRLUTHEEDOHA]

REETTLISALOENMER VR EMEZEELLRL 2 40 RCT(POETYK-PSO-1 &
POETYK-PSO-2)IZHE LT, & MEERELT -,

& 14. POETYK-1 R U POETYK-2 QBT H (>

PASI 75 Em &

POETYK-1 POETYK-2
B NCT03624127 . IM011-046 . 2018- | NCT03611751. IM011-047. 2018-
001926-25 001925-24
HEBRT—4|%T T
=z
HETHY Y |52 AMOE I . 50441, ZEF | 52 BEOFE III H. 5S4 LE. ZEF
B, ISR R URESE B, 7o R RUERERBAR(E 24 8
M5 52 BIEABEPILERUHFRSH
E9%)
ARBOTE | dEEHILCEENDSENRLBERICH TS RE5E 16 BABATOARAFIOADMED
B # T5RICHT HEBEEZTMmT S
&M FEEMNEBENDSEREBEEEI IR | PEFEICEENDSEHLEBEEETS
A 8 & (PASI=12 ., sPGA=3 ., & U | li A E & (PASI=12, sPGA=3, R U
BSA>10%) BSA>10%)
T A A#| 6mg QD(N=332) A%l 6mg QD(N=511)
Le &t ER T75R(N=166) R UTF7TLISAL | TSR (N=255)R UV 7TILIS5R+
30mg BID(N=168) 30mg BID(N=254)
HEEEREL | 11 HE 154 ERGBT5 . DE. KAV, B | 15 HE 191 HEHR(A—ASIVT.HT
1357 R AR—SUR AT BEH ARAV. B | F.Fa. T4VFVF TR BV,
EAFVR RUKE) NVH)— ARSI, Za—P—3>
K. R—5S K, FT)Lh)a, ARAV R
DI—TU AXIRARUKE)
FHEEAAN o 6 WAULICOhEYRELERAEES2E I8 EHEBLEZSHINRA
HAE (18 MUL)CABREIEMOFRICEYRMEZMEL R TEEZTHEDEELR
BRANEOONENEERIND)
o AREFEAEMICKYLBEERIEEFENBEISTHLIEALINA TN
o AV)—ZUH KRRV 1BEDEETPASI 212, sPGA >3 RU'BSA >10%
FHBRNAEE | o ZFOMOER. BEDEERENFFZLELTIRENEEKREINLZN
o HIV.BEX(I CEFL. RILHEZ(TB) B (BEMERILFENE) EHRL
o [RUIBRIREIZMET DER|ICHT HENEMNLL
BHOETET |o F1I6ABAICETAUTOEENES:
fiizE B e SPGA 0/1 R
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POETYK-1 POETYK-2
FERIRWEE | TSR TSR
mER o BEFIOCHRRAICEITAUTODESE | REFE 16 BRRICEITALUTOE
DEIE: EDEE:
o PASI 90 o PASI 90
o ss-PGA 0/1 o ss-PGA 0/1
o SPGAO o SPGA O
o PASI 100 o PASI 100
o PSSDERRI7 0 o PSSDEHKRZRI7 0
o DLQI 0/1° o DLQI 0/1¢
o PGA-F 0/1 o PGA-F 0/1
HF7ILISRE o 1RE%E 24 8IZPASI 75 ZEmLT=
o BREFICHAFRRAICEITAIUTODESE BERENBERITHIETOHM(~ &
DEE: 55 5258)C
o sPGA 0/1 {7 ILISAE
o PASI 75 o BEFE 16 BREICHEITIUTOR
o PASI90 ZDINE:
o ss-PGA 0/1 o SPGA 0/1
o SPGAO o PASI 75
o PSSD fEHKZX37 0 o PASI 90
o XREEHE 16 BEFRIZHIFTSH PSSD o ss-PGA 0/1
FERRITZDR—RSAUhBDEIL o SPGAO
= o PSSD#ERKRT7 0
o XEEE24BRFRICETHIUTDE | o xIRE5E 16 B RIZHTSH PSSD
EDEIE: FERRAT7 0 DR—RSAUDLDE
o SsPGA 0/1 L&
o PASI75 o XE5E 24 BRAICEITILUTO
o PASI 90 BEDEE:
o sPGA0/1 o SPGA 0/1
o PASI75 o PASI 75
o PASI90 o PASI 90
o BEES2EBRICHBITIUTORSE
DEIE:
o sPGA 0/1
o PASI 75
o PASI 90
ZTDMDER | ¢ BEBHRETOHOEME
R UEERM |« PASI 100
EOEENDH |» BSA
SE{fi(HRQoL) | PSSI
e HRQoL: EQ-5D-3L., EQ-5D-3L VAS, SF-36. HADS. PGI-C, PGI-S

B&EE: AE=adverse event; BID=twice daily; BSA=Body surface area; DLQI=Dermatology Life Quality Index;
HADS=hospital anxiety and depression scale; HIV=human immunodeficiency virus; IRT=interactive response
technology; mNAPSI=modified Nail Psoriasis; PASI=Psoriasis Area and Severity Index; PGA-F=Physician’s
Global Assessment-Fingernail; PGI-C=Patient’s Global Impression of Change; PGI-S=Patient’s Global
Impression of Severity; PSSD=Psoriasis Symptoms and Signs Diary; PSSI=Psoriasis Scalp Severity Index;
QD=0nce Daily; SAE=serious adverse event; SF-36=36-item short-form; sPGA=static Physician’s Global
Assessment; ss-PGA=scalp severity Physician’s Global Assessment; TB=tuberculosis; UK=United Kingdom;
US=United States; VAS=visual analogue scale
a FEDBRER(EYENERF. 25 HOBFERE. LREE. RITB/BATEE) b, EHBROBEEBRIGIER; c Ex-US BED# .
H#: POETYK-PSO-1(2); POETYK-PSO-2(3); POETYK-PSO-1 Study Protocol, BMS Data on File(59); POETYK-
PSO-2 Study Protocol, BMS Data on File(60)
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(R=RSA BT LR ARAT]
POETYK-PSO-1 B U POETYK-PSO-2 DX REBDHEER 15 [TFRT,

& 15. {@510 POETYK-PSO-1 R POETYK-PSO-2 S E

&R TRV -#HETFiE(X. POETYK-PSO-
1/POETYK-PSO-2 AR THERASh-L D LA TH =(F8& I3 9.4.1 #5H)(59, 60),
POETYK-PSO-1 B U POETYK-PSO-2 ®EFhEhd CONSORT #4745 Llx{+Ek Figure 4
&{+§% Figure 5 (2R,

& 16. R—XF1451E(POETYK-PSO-1 B U POETYK-PSO-2 D #f & fE#HT)




(AEICEST S ERR]

POETYK-PSO-1 RUf POETYK-PSO-2 HETIE. WTFhihFENCEFEDFEREZRBET.
BFROEEFMBEE N ERSh, TILISAMIHTHAMMELED . RRUEEKSR(E 16 B8
RTO PASI 75 RU sPGA 0/1 O Ri&)hiERSNT=(2, 3).

A#fi & T, POETYK-PSO-1 B U POETYK-PSO-2 DA AN EEARERT(2). M OHEBRT
AN 24 BFETELIL TNV =18, BHTAIRETH 1=,

iE. MR A &G E 3V 9.4.1
I2RT,

EMRUPHOBESN-ADERBR: SROTRFMHAERUVEETSH7VMNA]

t;

B.RERFTHL/ONT- sSPGA [CEETHAMMET VM LEF&EEY a2 9.4.1 [TREET S,

B 11.% 1 8~% 24 825+ 5A\ER O PASI 75 #EHE(POETYK-PSO-1 & U POETYK-PSO-
2 D#E) - NRI(FAS)




% 17. PASI [CE8:ET 577 HL(POETYK-PSO-1 RU POETYK-PSO-2 O#i& ) DR - NRI

(¥ 52 BFTORBAMERVFEHME]




* 18. F 24 BDOLARUFA—NRI [ZHEITEHE 52 B R DRI DR

B 12. PASI 75 Fm#: 5 1 8A 55 52 8D NRI(POETYK-PSO-1)

B&E&: APR=apremilast; DEUC=deucravacitinib, NRI=non-responder imputation; PASI=Psoriasis Area and
Severity Index ; PBO=placebho
HH#: Summary of Clinical Efficacy, BMS Data on File(4); Armstrong et al. 2023(2)

POETYK-PSO-2 O#aR (&, POETYK-PSO-1 OfERE—EBL TLV=(3), POETYK-PSO-2 HET
(&, BIREFHERB LT, MALCRICRABZMEIL-FHICHE T, JBRED PASI 75 RU sPGA
0/1 DF#EIEZRELT=(3). ¥ 24 BRF R T, AFR/E5 T PASI 75 EpizL-&., B5Z&HIEL-
RERE TIX, 36 52 B R TO PASI 75 FREIL 31.3%LBRmMREMEFL-(E 13 258H),

W |



B 13.1% 5% 24 8% 0 PASI 75 LRKRUH —NRI(POETYK-PSO-2)IZ#11% PASI 75 #EmRE

(R&HEICETHHRERR]

& 19. 22 4H &M (POETYK-PSO-1 R POETYK-PSO-2 O#i&)DAAFIZ&HERIRE a DE

I3
N
o



(AEEROEH]

% 20. As treated £EFOREHDEHN—BRENM(IRESE 0 B~% 52 8)

POETYK-PSO-1 R U POETYK-PSO-2 AR CREEICRBEL-AFTERICET HEFME LI Ay
1.7 I2RE#T D,



3.6. AFATF7FVRDEH
SATFITAYILE2—(SLR)YDHF T, PILISAMUSZAE| EEELET S RCT [IEFESNLHN
>7=,

NMA ZEE9 5I2Hh1=Y. SLR 2170\, RFI R U LB B
WMOEMMEETT RCT #RELT, £1-. Global NMA [ZH1Z . PST7 ABEDHEXNRELE-HER
@ SLR R U Asian NMA #EfEL . BRE S E1Tofz. NMA XMEREFH L. FAREICEHLT . 3
RTODEENCEEDSERLZBEEFERNRELI-, TOEBETREITTT,

3.6.1. NMA (28 -HER D

SLR TRIESNT= 271 #(£H3r 3.2.2 DBRZESR)DS55, 96 #D RCT A NMA [CEFEHN
1=, 96 %M RCT M55,
ZERLSMIDNWTIE, JBBRRT—U (48) [(FHESh TLVEM o F=,
96 HDFHEDS5,

PASI FEZBDEEEZ [INDREBREEALGSINTEY(25). BREARTEAS
NERL—BHTRBEEEEDIEETHS(25, 66), LT=A>T,. NMA TlE 4 DDOE#(PASISO0.
75.90, 100)B7 IO LDIERELTEESNT-,

[(BEOER]
FROMERNICONWTIE, FRBROBREEFATEECRBLIL TV = BAANGN-HERED
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(#HANhEHE]

(=B 1)

3.6.2. FiEM

PEENSEEDEEOAEICHLNT. 2 BEOSINERESNT-,
[R—ZRH—2Z]

o [REESHT]
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3.6.3. /M FRADVRY
AU T RAYRYEEEY—IL 2.0(Risk of bias tools - RoB 2.0)Z#BL\T/\( 7 R ZEHE
L1=(67) COY—ILTIE. BEAIEDBENSELDINATR BERSA =N ADLDERIZLSH/N
ATR . TINALT—BDIEIZKDNAT R TIMALDRFEICETENATR BEShT-HER

DBRICEFEDNATRENS 5 DOFHAER AN EZEZBRLT. ERBIENTADOHREENLZTIEREIC
FECELHETFMET . ERAMUIZEFENATRADVARYIEME L. TOPEEHLL IR I(EMF IS

fliL. RoB 2.0 V—ILDFZITYVXLHAZVRIZH->T, BERA7 TEEML (68, 69),

B 14./5( 7 ZADY R 545347 (345> RoB 2.0)

3.6.4. FY—tEDO N

[5E#1(10~16 8)7—4)

FYRT—=DIZHBTEF -t BESNA—R =AM RELBYIZET ILESATULVENT—
ARAVMMEIEFFMLIz. SSLEANEDT—2R A MIFEE R E (residual deviance)~®

(%1 (24~28 8)7—4]
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[R# (44~6038)7T—%]

3.7. MELBORYNT—IA3F7FIOADBRIZETIEEDH]
15 12Ho HFHER R ED LT )A D PAS] T2 R HTICIRELI-ETORABRO R YT —
D EDOENYETRT,
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B 15. NMA OR#ELEBEO YT —IE(n=96)

3.7.1 Global NMA D&%
[5E#(10~16 B)D#ER]

4% ZXTT 150mg ELEBLI-EHF] 6mg DAY XL(E PASI 75 T
PASI 90, 100 M#ER (X 1§% Figure 2. {1§% Figure 3 [ZRY,
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B 16. PASI 50 A v XD 7+ L AMTOvE
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B 17. PASI 75 A XD I74LAMTOvE

[h#i(24~28 B )DFER]
i (24~28 B)I=HULVT, PASI 75 EFRRIZEITE)HFXTT 150mg ELEEL=-FF| 6mg
DAYXHIF

[E#1(44~60 H)DER])
FHI(44~6038)(ZH VT, PASI 75 ERRFE(ICHITH)HFXTT 150mg &EEEL-FH| 6mg
DAYXHIE




[R5 H#iT—Asian NMA]

EEAEICEVT, ABREELEARDROBHEFDO—DOTHA=H. TOT7 ABEEHRICK
FRUBETIIRTOLEEEEZEH. SLR RU NMA (Asian NMA)ERMELT=, FiERD M
ESLR DFERIE. F8kE0232 9.2 RU 9.3 ITRT, RESOHEREZRVMN ) —IVE(E 18) %
U74LANTOYMIRT (F8tE02ar 9.3), FXRIDV Y F X T L0 PASI75 TOHEICHLY
T Y FXTT 150 mglowtd 2FF DAV X IE

B 18. Asian NMA oRitEO Ry —- SN
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B 19. PASI 50—%#| 6mg RUZ DD ARELDE DAY XtE—Asian NMA
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B 20. PASI 75—&#| 6mg RUZDMDARELDE DAY XL - Asian NMA

3.8. EmMMAERAEOAERICEEI S
3.8.1. UYL F AT ELRLI-FH DEMHA A (EDENRFFAMER A ROLEK)

& 21. ABICBITH) YR XTTELBELI-AA DBMAHE At

HEE | EVEHRAKREGROPFENCEENRESLEEEE (EVENRAREGRERA
5i} #)

A |
;”” YL ERTT

NMA [ZEFENHFHERE
e PASI 50

TobD e PASI75

e PASI 90

e PASI 100
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=y 3]
ARk
DEE

BANMAERESHY
EMMERMEGZLIXIETHY EIZHIBHTELL ]

¥ D
i3 Rty

o>f=T—

ooxKoool Ox

RCT MAZT7FI)V R
BE—®mRCT

BRI E LB BT
RCT DR #ELLER
BEEAROLLR
BRERT —573L

p=W) 1] 5]
FA%
DEEE
ML=
He

EERETICELT. BEEUNARIFCEVEROABREANDT AV —XNEFE
T3, AFNEPFENSCEENDSEMBREICL > T. HRIFBVBOEDE
REREL T, EMENEF & DREMBEESESIENTARELZEFTEEINDS,
fAREERLGY . AFEROBRESTHY EHITLDBEEHETIEEICHLT,
FYUFIEHOBELARDERBRERLT S,

o BEAEEZTTCVSHEENSEEDBAARAGEERSE 222 flExRIC
LI-BEBOEIRER(DCE)ZRAWV MR TIL. EHAEMMOM, FHFELYLEE
AENBEICTFENTLEIENTIA TS (I3 1.6 #88)(29).

o IBIT.BENMIVEEERSETESICLSABROBEERET 0. 5
FIDBEDREHIEEHELHEEITHS-ELTH, BFE IR OARE
ERIRT ST SNT-, ERMIC. EEEE L. ERERTOEHEE
1. BOEEFERATIEOIC ABRRICREOREFXFEFRESNF-BE
BEHNH 30%ETITHLEZITANDAREELH LA RO, —EBD
EREBEFICLOTIIREAENAENRIVEELEREAF THAHIENTRE
INTLVS(70),

thDBEASEF T, ABEOERSHENUAE - BDOAE (disutility) ELTRIZE

SNTHY. BEFELBEFEOVREOREESEMNSSIZEM TN TS,

o GEFFICEETIHREEBROFIVENILIEAFIRTITHNT- 2 BFER
&M Time-Trade Off(TTO)® 3% (0.89 vs.0.85) . 8L UMREERED TTO B
RELY(FEOZE:0.74 vs. F5HI:0.82) RENTLVS(71, 72),

o ZTOMIZH BOFKELERT, KT EHFHFDBEICITETFHBLDBEALGLEIC
&Y. —-0.26 @ disutility AS@EHASINFBIRSLEDHARES LUK TiEst
FlDRELLEHICEIH DABRERTSEI12&Y., —0.004 15-0.037 B
disutility N EREIN - BEBOAELMESNTINS(73, 74).

AF|E POETYK-PSO-LTE HER TREIBEMNMELERIN (V2 aY 1 5 ER),

o %60 BETCOARFIEFEALI-BEIZHT5 PASI 75 B U sPGA 0/1 Epi &
EEIEZA = G UREEL A Tt Y (R

T AFEAARABEBREEZSC 77 AERICBVTHERGERZERERL

1=

o POETYK-PSO-1 MEAAEF(n=66)D#ERITLAERESFTHL—HL
THEY. TS5t RBE(11.8%) RV T TLISAME(23.5%) LY HARFIFEH
PASI 75 RIt#ZERKLIZEIE (78.1%) A E M o1,

o POETYK-PSO-4(AHK|D)E#I5HER) TlE. PASI 75 R sPGA 0/1 #EmE
(BHOEXEFMEBEB)MNE 16 B~%F 52 BFETHFEINIZ(77.4% KUV
86.7%. 83.9% K U 85.0%).

Global NMA M#ERIZH DL, AFIDA Y XL(E 10~16 BB S D PASI 75 125

ey ekEl s (a3 3.7.1 #3 1),

E5IZ, Asian NMA DFERICE DL AFIDA VXL 10~16 B mD PASI

75 [2BWLWT)H X XTT

THY. Global NMA KYAYXLEDHENADNTIZ(EI 3V

3.7.1 #58R),

B&EE&: NMA=network meta-analysis; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global
Assessment; TTO: Time Trade Off
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3.8.2. 7ILESAMELRLU-FFIDEBNHERAE(EHAREDNGVEESE;B HOLE)

= 22. BEIZBT+37ILISR MR L-AFIDEBMME B

»RKMA

ERREBEOLGVHFENMMEEOSERLEEE(ERAREOLTWEEEKH,B )

tA

AF

Jid S )i

TILISRE

FIrhL

FEEER:

PASI 75
sPGA 0/1

BIRAIETEIEE :

sPGA 0

sPGA 0/1

PASI 75

PASI 90

PASI 100

DLQI 0/

PSSD 0

ss-PGA 0/1
EIRD PGA 0/1

EBMEE A
ki

EBMEIERMESHY
NEMME BEZLIRIETHY EIFHIBTTEALY

DB IEL
o>f=F—4

AFIETTLUISAMDE ELRRER
RCT DARZT7F) R

B—@RCT

AR E LR BRI

RCT MRE#E LB

BEERD LB

BRERT —A2%L

EBIMEAED
BELTHIEL-
EHh

.DDDDDDEDE.........

POETYK HERTIX. P EENCEEDSEREEEFICELVTTILISRAMIRL.,
AFINHETIICEEICHEDIENEBRTOSEIE, RUKFOREETOT74ILNT
TLUISRMNRETHAENEREIN (I aY 3.5 238),

o POETYK-PSO-1 RU POETYK-PSO-2 M#E&SEFTIZHLTEH. AFIFEDEE
16 BRU 24 ;BB S D PASI 75, PASIO0. PASI100 ERENT7ILISR MK
UtEm-1=(£B LD p<0.0001 £LLER)(4)

o AHIFETIL. sSPGA 0O/1(GHK/IZIFHEK) RU sPGA OCGHX)EZERLI-EED
BEHEE 16 ARUY 24 BEEADTILISAMYEENE=(ZBLD p<
0.0001 £L&) (4)

POETYK-PSO-1 R U POETYK-PSO-2 iEEDT—4hoAKHF|(6mg. 1 B 1 [E]) (&

BEUNELAE [2EBBERIERBENENTEINT=(34, 62, 63), 52 BREID

SHERHARI R (C, AF| T AF-BREN T FILIEBRIh G o1,

B&:&: AE=adverse event; DLQI=Dermatology Life Quality Index; PASI=Psoriasis Area and Severity Index;
PGA-F=Physician’s Global Assessment-Fingernail;, PSSD=Psoriasis Symptoms and Signs Diary; sPGA=static
Physician’s Global Assessment; ss-PGA=scalp severity Physician’s Global Assessment
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4. SHIHEOFHM
4.1. HAE
4.1.1. ERAXNHROFEHTE

PEENCEREDEZBEREICBST5XFNDOERANNREZTHET 5120, TILITEHETILEAL
Tzo RETILIEZ, 2006 £ NICE [TRESNF=IARILETCRUVII7)YITDER(TALI03)D
FTARINIZT—VETILOBEBEICE DTS (6), A—VETILO#EEIL. NICE. PBAC, XU
CADTH)IZKYBEIN-LDZEHHARPTTONEEICEIT L2 TOEERRMFMOEEL
HoTWLA(75). BRICBWTH, R EENCEEDEECT T H5EIFXTTDEAINRSHIC
T A—VETILERVEZEITHELNARINTIVS(76),
KA TIE, BZBEDBENI—VICEHTIARTHARRVOEZEAANT VRLGEESEICL, AR —TY
A (treatment sequence)ETILERL=(23, 25), $2BEE TIL, Z<DBEA T arNMERAT
HEEY ., BEDABERBEAEMLTNS, TD6H . BEIL BSCIZHITT 5ETIC. EHDAE
215121 BH(25). LI 2T ARV UV RAETIVERWSIENE L THDHEHIMLT=,
AETIVFEHROBEIKREICKYBRIND, BEBOAEITREEAT(Induction) &, #HEFEA
(Maintenance)IZfHh N TLVS, HEE(X BSC [CHITI BRI, RR3DDABEEZIT5E#HAL
HBOTHEY. ETILDEDHRIZEVWTH, B (ZLTRTKREICEIT)TEIENAETH D AET
LTI, A V)LVEEZE 2 BREELIz, YA VLR ERRUSIROELEZEREIZIRET 516D
HEEL TR T2 THA O FHAUIILEEILERLGEM ST,
21 ICTETILORMALBRREBMOBITRBERT . EEHT. EARTEO PASI RIEIC
IECT. SREREICIRYD TONS, THH5 PASI RIGLANILAERETIVIZETEEE~DTR
FRET D, 4B, FTRORAT/NAINGEHEDLVEDTH S,

e PASI<50

e PASI50~74

e PASI75~89

e PASI90~99

e PASI100
BEDOFRTHARICEDIE, EF . BEKEBZEBITTEIETHEED PASI RISEHFT HLDERTE
L7=(76, 77).
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21. 2ERHEETILOEE

B&:E: PASI=Psoriasis Area and Severity Index

[EIRRE]
21 ITRETLIZTERESNS 4 DORBIKEZRL. ChoD@FREICEYT HFHMETIC
BT AETIVCEFNIERARUMREE. HERBEKEICETHBEDESICISLTEHS =,

[BA]
BAEEBEOAENRERDT H-ODEDTHS(78), BAMIMIL. BADFINETES
EN-EABEDARNROTMAAIL YT ITEIL TS, KFICDNTIE, B 5% 24 8
HUMIZBLERDBESRESN - POETYK HEDERE RV A ADFH X EQRHIAFICL
BAERIGIE. BEBEEEAS 24 BALURICESND, 24 BUNISABRRGHABONENES
[EAFIO BB EORGEEE(CHIIFS ZL]ITEIL, ARIRE 24 BEL-, ZOHDHE
FEOEAMIMIE L3 4.2 (TRLIZ(19),
AR T %, BEanRmcs sy, sL<aEmLL a2, IR
4%, PASI75 [XE2EEERRICL
-ERAFRRRBROA LK. RUEAQEYLMRFHERCET 25 /4L ZTALLATL
BB AR RIEETHD(25).
WA SARIRIZ PASI7S 2R LA BE (/UL AR —) E. HLLABROEARIBT
B, BENEN G -BEICEALTIIERENEMEINDEZEEZEEL, /VLAKRA A —ER
ERETILIZEDI (LAY 4.2.3),
WAHIRE RSB AERE. AL B2 TOBRENARERETILOLRELT, =
DIREIFEATARSINT- Igarashi 5(2018 F)DEEEEIZHEITHEI/FXITDOER®ZN
2(76) R U Saeki 5(2022 &) (77)DEEEEIZHHFHUHLFXTTOBARMEIZE T2
WX FR. RU NICE DI04 LT OEFREMFME(TAS11) SRSV 5D THS(79).

€3S E)!

HEFRICASBE I, BEARERLGREEZRG T DLDERET S, HEFHR . BREAD
RIGEDHEEL. BEZRORE, RIFBEE - EMOEMAIZLSERDOPIEEFIETHD. BEP
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IE RIS HFETE. HFHDOBREMRGT . EENAREPLLEGEEEROBROEA
HISHITI D,

[BSC]
REOBEG aR)THIEL-E, BBAIXBSCIZEITT S, BEIEL LTI HETBSC DER
WREZ T (2o ar 4.2.3 258),

(€Am

BERVWTNOBRRICENTH, BTREICBITTHOENFRTH D, Ch T FEMFREILTE
(RER)ICEIBDTHD, RTIERFREDELTHY . BENRTKREICBRITIHE, KT
TR T IEETEDREDEELT B,

[ &£H]

AETILIZAVSI-REDEME POETYK PSO-1 B D BAADER(n=66)2E LD
THY. BB IN-BRAADSEHEZBEEEFDOFHREREX 72.5kg. FHERIX 49.5 ZTHY.
COXMBERD 25.8%[F K ETH1=(33, 39).

[ARES—4 2 R]
£E(IE BSC [CHBITITHRICERDEFABRERTHENTES,

SBES— VR BADOEREREME L dRELI-AV 41—
BR(EY a3y 7E28R)ICEINT AEDIEEERFEL(25).

% 23. EMPHRARAREDA B OL—TUR
Y= 2% — R — AR =RAR ERER

DEU- I BSC | %7 BN B | csC

Ris-HE-esc [ vy xx<o [ B | BsC

T BSC=best supportive care; DEU=deucravacitinib; RIS=risankizumab; -

= 24. £ BRBEROLGVEEERABEH) D —TUR

=A% — Kol —_Ra =04t PO R85
' DEU-J-BsC | ##
APR- I Bsc | 7oL35=¢

BSC
BSC
§&: APR=apremilast; BSC=best supportive care; DEU=deucravacitinib;

4.1.2. EFIVTCHERAL-RE

EFTILTHERATIETORENDEELER 25 I127T, ATRERIBAIZIE. KETILDRERV/INS
A—BDH ANERIIT 5112, BRIZEIT2EBEOERAR RSO EITHRIXIAERSIN
1= (76, 77), &1,

Ff-. C2H B kL
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TWAEEICETIERMIRSTERL G116 NICE DEZEARICETLERAXNHR
DIDEND REEM B ELTERASN(79-81),

%R 25. BRAXNPRAPTOR—R5—XIZALLI-RE

INGA—AH

& 5E

BH

TR

—4iE

EETIEMREBETHY ., FERBBELSEL,
Z0=®. BRI RARMICEY. £hick
SMARVERLEESNDEREL. ST
RICIZ—4IE(50.5 F)ZRLV =, ST HAM
(FETl A R DERAPHRICE L ET
EZTEIHDITTHRITRVERTHEHRE
&5 C2H HARSMv KYBEMF TNt
(50).

HREIREICE
(1% PASI &I

BEEIROBERRE~BITIS
FTRILC PASI RIGZH#EFT B

PASI RGBT HREAT—2HE0N =8,
PASI RISD L IEBREREDTILE+ I
RS BEDERET S, BRIZEITEPESE
PO EFENGEBEEICT I EIEITIR
VYHUFRIT0EARSRELETMLI-X
iz TE. ZO7Fa—FAARLGNTLY
5(76, 77). &bz, EEZEFz0EME |
Biz&:v. comzzRIESNI (LIP30 7
TER),

BAHHhOHIE

BEE. BAMNETIEET
BEAHORBIREEHIFT D,
ABRPIETEARORTRICH
ME(PAST RIS)ZEHEITRES
hd,

NIERABROABRERTEE., ZETNR
ELI-BARODERRMNEMAE L. BEIC
NICE ~NiZ2HEnt- HTA EHDIREE—EK
+3(76, 77, 79).

HEHROHIE

FRRROBRPLERNERS
nd,

samzEoaEPLEEERCHST I |
DEEMEFELAZICERSN=1>5E 2
—AE(TIVIFAEICKBAR)DERHI S
Bont, TILI7PAEICKDREDEM=D
WTlEED2av 7E28RBDIL,

REBREREEE
DE=F

100%:&=F

REIEFRERMFTEIIETAMNZLLV
OETHDBRICEVWTERERABEEA~D
TEETETFEREL

BEAHMBIZE
WTHRELED
A

EAGRIRICEEIECT- S

[FERMIIEMT HEREL - K
ETILTIE, BABRTEIZES
nr=pER= < W=ER

L=,

BEICEY . SHENEETHAHIEFIEENT
[T =, BEAAMICREL-EEFOME
=RITEDELT=,

B&E&: C2H=Core 2 Health; PASI=Psoriasis Area and Severity Index; AE=adverse event; NICE=National
Institute for Health and Care Excellence; BSC=Best supportive care
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4.2. B TEALI/SA—E

THEEEORHROMIETHEERE(CI)ZEH, XA—RAT—ZADTTRAVLNI=2TND/N\FA—3%, K 26 IZRT . 4H. HFITHELELEVRY, RS

NEETDNFA—RIHEERB TRFTHD,

+® 26. R—R5—ZADBEDWIZEWN/IN\SA—2DHE

NFA—EDRE NTHA—4 E THREEOAERUSMA: CI(51) | ABZtriav

ETILDEE ZI51E(ER) 2% HETL 2.6
SHEIESEIE D) 2% BELL

EBEEN F 49.5 % I 4.1.1
g i 25.8% RERZL
THhE 72.5kg ]

POETYK-PSO-1 RU' | PASIS0 [ ] ] 4.2.1

I;Sﬁ(j 2 [SEIEME: [ pasiTs I T
PASI90 || L I
PASI100 || L I

POETYK-PSO-1 XU | PASI50 ] B 2

P LR [ast7s I . I
PASISO I I
PASI100 I L I

PASI R E: AH| PASI50 ] ] 4.2.1
PASI75 || I
PASI90 || I
PASI100 [ ] e
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INTGA—EDOHE

INGA—A

o

THEREDOAERUVSM: CI(5)

PASI50

gt

-~

-~

PASI75

PASI9O0

PASI100

P
—

PASI50

PASI75

PASI9O0

PASI100

PASI ZEmE: JH XX
<7

PASI50

PASI75

PASI9O0

PASI100

PASI ZERE: BSC

PASI50

PASI75

PASI90

PASI100

BRI DEITITHS
BENR DI

BEEITIAREIZBT 2EDMN
NAYXLL

ik

BEREQHIERE

I

4.2.1

4.2.1
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INGA—RD5H5E INTGA—4 & FHEEEDAERUSM: CI(2F) | Hztriay
R—ZSAVMSDHA | R—R5/> ] 4.2.2
fEDZEAE PASI<50 I
PASI50~74 |
PASI75~89 | ]
PASI90~99 |
PASI100 |
BELARLEICHT AR ] 4.2.2
A
ERNE(1 REBEEHT- | A%l 6mMg 1 \woHi=Y 2770.90 | HELL 4.2.3
Y) &
FILISRR: Ra—4—/%y | 1 BfiHht=Y 22,770 A | BELL
H(14 B4
7FL352k 30mg 1 BfE#H1=Y 990 [ HEHL
T N 7l
T N L
42 FX<J 150mg 1 BEfidhf-Y) 474,616 H | BELL
BEFEICKIEERE | £0O 90 HEIZ 420 M SE: 84 H(H>7) 42 3[FEHDESIZH
SREUHYORR SC: BEAAS SRATEREN 420 M SE: 84 F +o%A]
FEBCESIEEEEY | SE: 3,480 H
6,500 H(—A %) (=)
BAMEIME 17400 H
(3N AH)
SC: EEF 220 [ SE: 44 H(H )
BSC &F(&/M) R e 4.2.3[BSCRU/2L R

RoE—nERA]
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e Ty R"SA—4% FREMEOAERUSH: CL(HH) | YBtsiay
JULARE—DER ‘T 4.2.3[BSCRU/UL R
RoA—nER]
E=HYL Y DEIE 2% 730 @ I
ARCRORE 5,070/ I
FrikfERa 450 I (£=5UL 5 BA)
T ZRyMRE 5,840 M ]
[ZEBSE 680 I
P 180 A ]
gAginE=4>5%4 | dERUTILISZ MR | TN T
* P MBERVRD | TOBREE
BE, A F ] P ]
FFgRERE. T RARYME == D E=CUPZE-:)
=, WIXER. EEHE 7IVISAk :- o
wErmor=42)>54 | xEkRU07ILISZAERZ | TGN
* P MBERVRD | TOBREE
BE, A F ] P ]
FFgREIRE. T RARYME == D E=CUDZE-:)
& ixg. Zasm |0 I ”
AEEROEIM BELGRREAE _ 4.2.3
NMSC _ —— (BEEE2NEA]
NMSC LIt 0> B 8 ] 1. I
EESSREE: SRR | AH || ] 4.2 (AESEROEA]
R FILISAF N ]
P | ]
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RSA—BDSE 1K5A—% & FREEOANERUSM: CL(AH) | BBEs
I || I
TR N I
BEERREE: NMSC | AF || I 4.2.3
FILES AR | I (HEER0EE)
P ] I I
b ] I I
YRR || I
HEERRESE: NMSC | AF || ] 4.2.3
RS OBIEIES TILESRE I I (EEE2NER]
P ] I I
B ] I I
JHERTT || I
AEFSME: BOGE | ERABRE | ] 4.2.3
%) NMSC I I (EEEROEM]
NMSC LUt O B 18 N ]
ATERYM: IVGER) | EELRRE | ] 4.2.2
NMSC ] |
NMSC LUt B 1 185 I |
HEERHM: SC(H) | EELBRE i ] 4.2.2
NMSC ] ||
NMSC LUt O B 185 ] ]

Y : - : PAS1=Psoriasis Area and

Severity Index; CI=confidence interval; SE=standard error; AE=adverse event; NMSC=Non-Melanoma Skin Cancer; SC=subcutaneous



4.2.1. Bt -REHFONTA—FD
[BEOER]

BEEOAIPEFIR—RSAVEAR—RSAUNCEALR THETOPASIELEIZE DL,

PASI ZO7 DL BIFEHEIZLY. <50%E., >50%kE(PASIS0). >75%E
(PASI75). 290%& (PASI90) R U 100%ikE (PASI100)D 5 DDATI—IHiESh
2, BREEDE ALK T B PASIS0. PASI75, PASIO0. PASI100 #ZMLI-BE DS
(%, NMA R U POETYK-PSO-1 & PSO-2 D& T —HI=&>TELNT=, & 28 [2&ABED
BASRPOBMEERLI-,
AN—R5—RIZHEWT, BEEOEZMEIE PASI75 IZEDENDET B, ik, BADEEIZH
(THEMFEHNRBIDERAAFT VRS RUVDEEDEEICE ITABETAIRSA[EE(82).
I35V R(83). KE(66). HT4 (84)F L — BT %, &5(2, PASI7Z5 [ZLVFEFETIZ NICE RUZ
DD HTA #BEIIRHE SN -ERAXNNR P ET IILOMRIBIZDEBELLTRHLLN TS,

x® 27. AREOBAHDER

A BARGE®) (8Bx
AHl 24 POETYK-PSO HERUVEMNRMXE. #FMllEtriar 1
S
F7ILISAE 24 g&ﬁ)‘:%—#%f%f&ﬁjpsaxw
||
||
g3 X<3T 16 BRAXE-RAFY—I0®S.CE(VHUFXTT)

AMFHIBAREGREA(A )

= 28. BEAHR THEIZE PASI LRILEZRLI-EEDE|A(NMA &KVY)

hbkh

I N
LB
LB
LB
LB
i i

b

L

|I”

: BSC=best

supportive care. PASI=Psoriasis Area Severity Index
E5ABEOLVEEEE(B )
AEFADHHTTHL= PASI i 1E POETYK ERER(—XAE) R U NMA(E#AE) ICIVERG

Lizo REBIZHEWNT, REFIR VT TILISRD PASI RIGETRY 12612, POETYK-PSO-1., &
U POETYK-PSO-2 @

6

w



BLshnt=(5ar 3.5 88), Chixtsiay 3.7 TeRL=&SIZ,

% 29 Tl 24 MDA MMET — 2B ICAFRUTILISRA) PASI HREERHL TS,
2¥. PASIS0 OFERIX

F=. BRAKHOAMMEEREHEZRAV =D FIA BT (B #OH)biThhi=(€oar 5.1.2
SH). KV FTIVADNGA—E2DFHMEFEDEI 3 9.6.1 [TFRT,

& 29. POETYK-PSO-1 BRU 2 REBROFET 0o Bon-BAMBR TR O PASI EDEE
BE(E 24 BOT—4—ITT £H)

AR WAMEGAMR) | PASI=50 | PASI=75 | PASI=90 | PASI100
AF 24 B e ] T
FILSSAF | 24 I 1 ]

B&EE: PASI=Psoriasis Area Severity Index

[AERREDhIER]

AERMRD
EREIX, PASI75 27 M:ER. XX DLQI Ra7A 5 aEid L., PASIS0 ZFERLI-CEEER
35(25),
BEOHBHICEIHOPHEAIZKSHIE(All-cause discontinuation) M BESh S,

& 30. AMELDPILR
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UFHIARRHTELT, MNETDEREICFLGERSIN =, ChiE, TILT7MHR
ERRICEHLDTHY. E15B o BUF)AD

FIOMDLEEEIS 3 5ITRT,

[(AEER]
R—Rr—ATRERELGRREE. FREERERE(NMSC), NMSC LSO EHEEROERER
NEREIN-, COREFERE. AREGREZEITIERLGERTHI-OHRRICEHLNT-,
FFIRUVT7ILISAMIT 5. BEBROFEBE(L POETYK PSO-1 RU POETYK PSO-2
HEBO HET—FERALV=,

, TOMDLTOARBREICHTIERELGREEORBREE. ThTAOEMMHER
UREHICETIXIM(BRICHETET—REI)NOAFLZ, AREHNDOETERERE
DWMEEE 311277,

£ 31 AREINDAFER

EE. R D HITEFMIC—EL
RET D BREMAEOERICHV., ZEEIFHFRICHELCVELREICEFNT .

4.2.2.QOL {ED A
[BRRAXDRS>HTTHLVWSRS HRQoL)
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R 32 ([IR—RT—ADHAEEZEHTE5EHICAVLI-EREDOMBEERT ., TA350 &
PASI90~99 & PASI100 ##E& L. PASI90~99 KR U PASI100 IR BAETHHEREL
1=(80), TA511 R U TA350 OFAICK T 5T HERMEDFHMAMESN TR0 FEERF
WIZHTDIBAELRE (SE) X B FHIHAED 20%ERELE HEHERICEDZ. BERAXNDES
WICTHEASN=RAEZE 33 ITENT S,

758, BSC [CET 23 AEIER—RTA1DAICE DI BSCEZITTVWAREKEDEED
MAEAR—ZSADHAELRLTHARE . BZEICHT IV X XTI TOEAXNDRES
FHMfL 7= Saeki bOMERARELEHTH(77),

K 32. R—RT—AOHREZEHT A=AV =EHBRDOIAIE

R—2R5/h |BERO®HEREMA LV [ TA511(AMAGINE- | TA350(FIXTURE,

HNZEIE POETYK pooled 1)THRESNT-2A{E ERASURE, JUNCTURE,
data N=401 FEATURE, SCULPTURE)
N=942 THRESN -2 AE

N=3,231

~—z251>  ||1K 0.521 0.642

PASI<50 ] 0.016 0.109

PASIS0~74 | 0.190 0.193

PASI75~89 | 0.295 0.226

pas190~99 | 0.355 0.264

PASI100 | ] 0.368 0.264

B&E&: PASI=Psoriasis Area Severity Index; TA= Technology Appraisal
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% 33. ERANMEST TRV REOHE

RE

R—R54>

PASI<50

PASI50~74

PASI75~89

PASI90~99

PASI100

B&i&: PASI=Psoriasis Area Severity Index; SE=standard error

[FEFRICKSAE]

4.2.3. ER/ISA—20O

[RAIE]

RE: £

LEEOEEERT. RERBICH
F=>THE#KL. HRQOL [CHEICHEELXEZHEEZEZONDT-O . BEOBRBRREOSAIEIZE->T
iESh TULV=ERELT =,

ZEHEE. AETUICEFNLIEBEICOT. AEREORMEMERVAENFREICLYEHL
f=o ZERVRAERUVAZEL PMDA ORI XERVELEFEBAED 2023 FMRZERMEKES
FBL7=(92), £ THOLLEMBHRMICIK. HEENRF-THY . KERRSERE (TEAING
Mol Bfi RUIRSEEOHEERK 34 ITRT . FHIN - ERHEHK KER. BARRUHEF
Ho 19140 HYDEREER 351277,

x 34. Bfi ROUARERUVAE

AR B
BG(1 /o0 | Blukhl-Y | BiEBEanh-y | PERUMAE
OHt=Y) &28(mg) | DER
AH 1(%%) 6 2,770.90 H 1 B8 1@ 6mg
FILIZAMRE— | 1(RE—%2—/%v | 690 22,770 H RA—R— v (14
B—1%wY)? ) BA)ETHZ 18 2
B 30mg
FTILISRE 1(5€) 30 990 H ARA—B— NI T
%1% 1 8 2 [E 30mg
T || I
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ARE B
B /o | Bubly | BREGHY | AERUVAE

Tbib)) &=(mg) | DEH
I N H IIIIIF_—IIIIII!!![
Yo XTT 1(2oD) 150 474,616 H 0.4.16 BERUL
X 12 BER &I
150mg

a 7ILIZRMRA—E— /9 )[EHR D 14 BREDARICHIS

B&EE: mg=3)J 5L
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& 35. XH&E
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(RFDRSI<HFIRM (FER)]
EHOREICHTIRA(EER) IEAREOREBBICHELCGERSN. EEHBHED 2023 £
MRS HEARENR LY I FELT(92), BEBER 36 ISEEDT,
. BOBRS5CREETZEFORAE 90 BHELTRELS.
o EENETIEHFNDBREETIEEICTOVTIEZRS 1 AH-YDEMI’EET S,
o BEEHCIBARICIE, BRECLCRETILRAA(ENY. EEEISEEYE
HRUBEEOBADNEMENBELLD,
o DRSHSMRCESE SADHMEL 3 HAERELLT, METES, Z0O15. FE
7izix 3 » A s osA g mEH | 22 camsn

f=o
%* 36. EEE
BE5ER B#5 1 EH-YORE | HEER BT
#0o 90 A#%H1-Y 420 B 0M EEF@MEZRE
Efflckd SC#HEE 220 H 0N B 2023 FEhR
SC BHEF§* o FAFIFREN 420 M. BADEAME:90 BH=Y

o HEECIHIEEE | 17400H
¥ 6,500 H(A
fél)

B&EE: SC=Subcutaneous

(E=5U> 7 8H]
REICETPEMEHRFOERA AT RA(25)RUV
WEBEGEZSYIJEBELT,
NEENT=. FRIOE=ZI T DOFAIF
RBE=SYOVEEOEMITZRBEMERA S5 AL SARE=F) T OB AL
[F& 37. =27V I—ADFAIZONTIEE 38 ISR,

& 37. ARE=ZYU T DERAEIE
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[BSC RV /ULARI A —DEA]

BENIIABRERTLEBRTEETILHAILVIZ BSCEZRZTHBENFAITIERERER
BEROKLEXERL-. A9 TIX Igarashi 5(76) R U Saeki 5O Xk (77) TREN-FHERE
FAULT, targeted literature review (TLR)Z®=MEL . BSC D& A#EE1To1=.




% 39. BSC RV /UL AR —ER

(EEEROEA]

EREEREE - 7TIOMLREER(ISPOR)DEREFETIVIHARSAUIZT, EETER)Y
—RELBELTEHETERE. ETINVICEDREN#HREINTIVS(80), EOFXITRUY S+
AITDERNNREFMLI-BROHAR TIL., FFREBERERE(NMSC). NMSC LIS D EHLE
B RUSELREGELEHEERELTEDT=(76, 77). BRIZBHAINOOHET. LROFE
EZNEENEDEE. TAEAAFOESHEO, ARICESTEMABLAICNI. ChoNDHEETER
A NICE £ EBOBHOEREHTEICAVTEEENTNS=HTH S, LI=h>T, KA
LR 3BENETERNAFTNILITBYLLLGL-, AR ERICEETZ2BARXTILI7 %
[C&ZHERVLHESE(DPC)2023 FRRICE LD THY(94). & 40 [TFRT, HAREICHE
BIZ2AEEROERAOKREL. BENAREZTTLARIOV AL OHMICERSNS,

% 40. AFEERD)Y—RAF ARV EIE

AEER )y—=2 B SHWx
BRI EE BRIMAE ., ffide, FREGEEICKD 392,913 1 P53 (DPC)2023
ABR(BAEADFH ABRRM MRDER(94),

ELTRELES)

FREEREE FREERBEICEIS 1EODA | 148,040 ZW R 7% (DPC)2023
(NMSC) (B ARRAD F ABHIRE & RDOER(94).
LTREL-ES)

NMSC LIS EMSE | FE. BIIRE. R FLRE. 188,035 M 2548 (DPC)2023
&% EEMREZFORL—RNOLIE IRDEA(94).

NMSC EttEHICLS 1 ED
ABR(BAEAOF 4 AR
ELTRELI-EBS)

B&EE: AE=adverse event; DPC= Diagnosis procedure combination; NMSC=Non-Melanoma Skin Cancer
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5. HER

5.1 EFXSM(BRAXNDRFMEEMEBCTRESN=SITREHZIL0H)DHER
- EREL=S

X BRMRSTUESERUMRLEEHT D)

O ZRAs/MEATIRERFELTERELRT D)

5.1.1. EXS DS ERA. 1853 R, ICER

ROEIAVTIEIABERY BEICEIT5HERE R0, B8 T 5, BEEIN-EFFEH(LY)IZEHLL
hol=1=. EEEH-YDESERIIHEL TLVALY,

EPEHEARARRE (A #)

AOWOFBR., LB BEM(VHoXI TS R) 12T ERFDL—T o ADE S HRIE
-0.28QALY. B2 &R(Z-7,098,272 ATHY. ICER(ERERELL) (X 24,974,272 H
/QALY foregone TH21=, R ERIIRK 41 ICTTRTEY. KE DL —7 o RIS LLE S BRI TH
B)HUXxRITD—r U RELBLTEANRL QALY HELMER TH >z, D718 ICER [$&
Axt#shRTEEmNE 3 KR (South-west [SW] quadrant) IZRIET 5,

R 41. DITHEROEMN(A B)

=R g BOaHR ZR(A) BoER ICER
(QALY) | (QALY) (M)
' pEU- 19.18 - 32,838,869 | - -
BSC
RIS T 19.47 -0.28 39,937,142 | -7,098,272 | 24,974,272 H
BSC /QALY foregone

B&:&: DEU=deucravacitinib; BSC=best supportive care; ICER=Incremental cost-
effectiveness ratio; RIS=risankizumab

AW TIE, C2H @ ICER HEEH LUV BADEITHR THEIA TV SEERICERL, 500 HH
/QALY & WTP(ZLE B DREEEL THRELT=(50, 95), REABEIZEILKE, SW ITRIET 54
KO —ro RSB BELYE 1QALY K5KHVIZ, 2500 HLL EDHIBEMNRIADHZ=6H. K
HD—Hr AN ERHEMNEL. 500 HFH/QALY foregone UL EDHEIBEBERTES,

F7=. Net monetary benefit [NMB]Z&EH L= #ERE T 5ITRT . NMB (L. AERERIZH TS5
MG ER MR EEELTEHET, ZTOEBMWMEBEERTIDTHS(96). KEIDL—7r R (&
wasimicxiL T, #4 NMB i ||l <5y. ogmncsor. 85 nB RETHZC
LI, THHE RAFID—T O RATEONEMRICHTIERIE. VX XITDOL— A KYIE
{ERAXBRNARNILEETRET S, MMZT. Net health benefit (NHB):EFliL . ZDIE(E
Bl cs--. NHB (3. U R X TDU— U RERBLT, KEIDS—4 Y DB HH
ROMEELZTRYT . 185 NHB NETHAHZLIE. REIDBAIZE>T, BLADOERHEIBICDOLEAS.
HHINE. BITOERES LVYE. BWMER LOAR T v EL 0T EREMICIHRENETESS
LEERT S, Thbhb EREARDERFALERET H(97). NICE DHARFA KU 2020 (<
AFRENT- NICE ® Task and finish group O EZICLSHE. SW quadrant [T E T HEE M
HEBITH T DA BRERREL THRET RELLTLVSD(98, 99), chlk. BFIEH LS
DHRBEEFECHTIEEEFOREMLE) ERFRA TAELERTIEELHSH(98). 2D
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fERIX, AHK|IZBI¥ 5 NICE HTA EE(ICHECE S, KH|(X 20,000-30,000 /KK per QALY
lost &BEZ LM@Y, M2, BARNBRARNEVSEREETE (FIL—FIL) HSh, £EMFEHRF

T FHIBBIRT B ENTESLIITEO TS RFIZENTH, FH TP FENSELED

SEMRERETHRICRREESh . FERRKRELT, 2022 £ 11 A XYERFREEL ST,

COZEF N FZAITORRELTERIOASZRETHHE(E, S QALY KUY FX<T
KYEWD, FRDBEAN Y FZXTTLYRNENITE, LU NHB &£ NMB ENETHEHRE
BFEASHE RFGERANMRTHAHLHIMTESZSS,

RA2IFENFNAODEABOARETRT . AFIOL—5 RIS FZXITDO—r U ALY BLEE
BERANBEVERX, FFOL—SUAOEHE. EXSRESBERA(EHERE). T4 T BANY
VERXTTDI—HUREVEN-OTH S,

*& 42. BROAR(FH| vs VY FXTT)

LHABREOLVEEEM(B &)
AP OFER . LEHBREMFICHTIERRDOS - A0SR (1% 0.30QALY. EHEAZ
519,548 AT#Y. ICER [ 1,747,806 A13o1=,

& 43. HHHROEN

=R PR BoHR | RAA) ¥5%MA | ICER
(QALY) [ (QALY) (A)
DEU- -BSC | 19.20 : 32,826,293 | - -

"APR-J-B8SC | 18.90 % [ 0.30 32,306,746 | 519,548 | 1,747,806 M/QALY

B&EE: APR=apremilast; BSC=best supportive care; DEU=deucravacitinib; ICER=Incremental cost-effectiveness
ratio;

. COERE, TILISAMELEE

LTHFDEMMESNBATOSLICLYBENFFREZRMMZ TS BRUFH O PILR
NT7ILISAPEEEBELTEVNEWSERAFTEL TS,
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x 44. BERORNR(FAH| vs 7TLISAH)

5.1.2. BESH

RTE MBI EE S (Deterministic Sensitivity Analysis; DSA)

DSA (. —EDERITICDOE 1 DDNFA—REZEHSEHLT. EHEM. 5 QALY ICER ~A®
FEETMMTE2LDTHS, EN\FA—FEIMEHELTB HEICEIVETON., FICERBEOLLRY. &
{ElX95% CIOTRTHYEIEIZ 95% CI D LR THMETofz. PHERIX. ETILDT IS
LADEEDRKRELGDINGA—EEA 1IN KEVIEIZTRLT=,

FERPERE2H (Probabilistic Sensitivity Analysis; PSA)

PSA (X, ERTEE/N\FA—R2TNE NI OEEFOBEERS D LELFEESNTZ, 1F5A—2D 5
HELT. TNTNDONFA—EANBRITIER T DAL AHBIREN-(H]:0~1 OMZERETS
INGA=BZ[EAR—=EDH) . IV TIRENT=ETD/INFA—EHFARFICRIIESh ., EBHICBETHEREN
RHEShiz, ChEx 1 DO 2aLb—321ELT 1,000 IO RESSaL—avhiRESh, EH
DERODH. F-TOHRELT. BERANDROBRICHESITEERMEICEETIMRZHLNICLT,
NMB O FEZRL., FABEI L WTP/QALY OLARIZEWTRIFLERANDENEONIEE
ENBAMRZEMIR(CEAC) TR,

[EPEHFREBRER(A FH)DOBRESTHER]
RERBBED T
R ASITEKB| D= RENVG X ZAITDU—r O REHBE L-REROBRESTOKERET

ABT)Y U XXITDI—r
REFRFND—r o AR L-ESEA. 85 QALY ICER OMLA—FEZRE 22, B 23. K
24 [ZRT . HH.E 24 O ICER {EIXE 3 £B(SW quadrant)IZ{IiE T 5 (KYEANDLEL, MO
{BELy QALY)ERBIRIRETH D,
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% 45. RERMBESTOBR (KFIDL—452 A vs JHUXFZXTTDI—UR)
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B 22. REROBESTALR—FE—FHF vs VY FXTT(EHER)

B 23. REROBES AL R—FE—FHF vs YUY FXTT (45 QALY)
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B 24. RERGBES AL R—FE—FHF vs Y Y2 F XTI (ICER)

ERHBES

ERHBRESTHOHEHIN ICER (FRERIBESMICKYEONT ICER [CHBLTEY. €
TILOREMN TSNS, & 46 RUE 25 TlE, XFDL—7 A Y X ZXITD—ry
AEYBEAHNRL QALY BMEWZENTREN TS, ChIFRERMBESTOBREAHRTH
2o

26 @ CEAC (. FHID—70AH, WTP RIEDRE 5 H 0~100 BFA/QALY DERIZFHL
T. BAXNDRVSRFCEEARIBE L EEZTRLTINS,

& 46.FEEMEHEM. 185 QALY RV ICER (FKHl vs YHFXTT)
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B 25. ERAXNHRTEE—(FHF vs Y FXTT)

B 26. ERAHRZ BB — (FH vs VY FXTT)

(B HORBESITRER]

RTEMB RS HT
FILISREDY =7 RIH T BEFI DL — 7 D ADRERUBESHOBRER 47 ISFRT,

BT7ILISAMDU = REXRF D —r o RAEHELI-E5S B, &5
QALY.ICER DML —FRZR 27, B 28. 8 29 ITRT,
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®47. RERWBESTOBR-—FFD—452R vs TILISAMD L —4 U Z(ICER)
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K 27. REROBELSFFLA—FR—FF vs 7TLISA+ (BHER)

E 29. AEROBES L A—FE—%HF| vs 7TLISARICER)




HERABE ST
F& 48 [TRERM ICER fELLLICHEERMBESTOB/RRET Y HENBRESTOBRHOEH

[F7TUSSARKYLE AL QALY B/ EMTRESNT=,

30 DEAEIE. REBOBESITTIE, FXFIDL =T ANTILESRMD =7 RAEHEL
T2EMICERE QALY AFLZEERLTINVS,

+& 48. EHBESTICISEHERA. 85 QALY RU ICER(XH] vs 7TLISAH)

® 30. ERXHEFE — (FH| vs 7TLISAH)
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B 31 ERMHRZBMR (FH vs 7TILISAH)

[>FUA 2]

ETIWICEREND/INGA—EARVINTA—REETIVEREDEEN ., BOUICETILFRIOD EREMSE
CTRBEERRD-HICEBDLFIARHERELZ(F 49) . D FIVADHOFERER 50 (TR
?-o

K 49. VFHIASHOBE

5. LA DB
1A,1B
2

3
4
5

()]

(A BICETEHFIADIOER]
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& 50. ABICBITALU IR IOER

(B #ICHITEHLFIADHDER]

& 51. BRICBITAVHIA R HDHER




5.1.3. o OR LD KRE

ASHICAW-ETLVEEDER (. ChFETICEEAROERRMTMEL TEEMICAL LN
RRENTELI—VETIIZE I (V3 4.1.1 IZREE).
EFILATRAVOAEEFIOENET —2(F RCT DTF—2IZEINTIS, ABOLSHICALN=F
DT —RTEBMOKREL RCT 22 A NMA HSAFL, NMA (£ C2H HARSAUICH#->TE
Eht=, £f=. B BOSHICERALEEFFI RV 7 ILISAMOEHMET —421E. POETYK-PSO-1
B U POETYK-PSO-2 HERDT—ARIZEINTIVS, H(2, TREFRIIZ. KoTOHERIIBED
REFRERBLI-VDEEZ S,

o EFATHEAL-ESERORALEM T 518E. PMDA PELHBEH>ESH.
enaroEmR s—zarorsHErE -7 o7 rrcsrmEETORE
==,

o BALLUICERMLERS K54 RUBKEMED RAISLI-A, PASI7S5 ERE
AEPREOTERE(EPMTIML)ELTRL:,
o FETFILTIE HERBEHTE —7 AMOEERIZT 01+ EBAELT, C2H H
ARSAUIcEDE SHTHME 50.5 £&LL=,
o dmsht-ams—roziissonrgnE [ omsi o sea—(wroar 72
). RUSEABICE T ETHRELUH (XU RIZESNTLS,
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e POETYK-PSO SEAMDEHINI-HAE(BEAADZYTERVTHRE)F, oL ay
4.2.2 TRUE&SIZ, XBTRENELERAD—RERAOHAELEERNTRIES
nit-.

o EHRIChREBRIEEDT 20 bttt hkED/ 54—k AFAERZME ||

BT L o7 AR ORRICE S =, S512, BARIITER LT PAS] ZRE(E

AR R DS ETRAL THALRE L, CO7TA—FINEEN>EE QLS

HIIBHBINETOBEDOEANPDEMFHETLAVSNI=(77), 1= POETYK HER

0 LTE F—4I=f 3%,

5.1.4. S ROER
EPFRBIFIRARER (A #)

& 52. ABIZEIT 50T DR

SREM oL AEEEZEL. EMFHNEFIZLEEEEDLNES (A )
& gt T Y E Y &)
ICER mE#(E BEOGRE O BENAVLELSE
O ZREESHDLERIFUF K 500 AALIT(750 BELUT)*
O 500 FM#R(750 FA#R)AMD 750 FHLIT(1125 FHLT)
ICER OFfE9 4% | O 750 FA#(1125 AAE#E)H > 1000 FALIT(1500 FALLTF)
EMRZIEEEZS | O 1000 FHEE(1500 FAIE)
X &l O $HEARZF(HBLILEY) M DERALSL

*500 FHY/ QALY foregone LI_EDAE &
DWOFER. KFDL— RIS FAITD— U RKYELERE
ZTO&SITHIERLIZE | QALY Aotz RAFID L —4 > X (& ICER DEE 500 FFM/QALY

2] Kimfo1=1=8. 500 FM/QALY forgone UL L DHIFEZN RN H D LML
T=
EHABREOLWNVEEER(B #)
%= 53. BEIZET5 0 DfER
»&REM L EARABEDIVESE (B )
2 3ol T7ILISAb
ICER OE#1{E BEORE O BENSALELRE
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ICER OFRd 5k
ENREENEERD
X

ZRAIBHAHEFTF UM X 500 FALLIT(750 BALLT)
500 ZM#E (750 ZAEE)MND 750 FHLLIT (1125 BHLUT)
750 FA#E(1125 FA#E)HMD 1000 FAHLT (1500 FAHLLTF)
1000 B H#E (1500 B Hi#E)

MENEF BHAHNFHY) A DERALSEL

ooooag

ZDLSIZHL I
=]

DHOFER. KFIDL— 2V RETILISACDU—F5 A LYELERMNH,
MY, QALY M KELHo1=, LML, ICER I% 500 FM/QALY DXiETH
Sf=CEh B, EEEDERIZHIBTLT =,

5.1.5. [fRABREDEAH[ZUTIHEDH]
ABRUBHEODEEDESIIENEN 10% R 0% EHTSND,

5.1.6. [T DEIZ LIT[ZUTIHADH]

JEER

5.2 AMNEERACEEMRAZESOLIN[BELTHEEDH]

[

5.3 ZOMOBH[ZRITIBEEDH]

L
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FERALEYIrY7 | "—Pay I74IL% RHEHAT47
Microsoft Excel version 1.0 Deucravacitinib_CEM_v1.0_2023 | @ FA*—JLIZ&X
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9. fti

9.1

Additional information for the global SLR

9.1.1 Global SLR outcomes
The outcomes investigated in the SLR and their definitions are presented in Table 1.

Table 1. Study outcomes and definitions

Category |(Outcome |Description Definition
Co-primary |sPGA 0/1 5-point scale of an average assessment of all psoriasis lesions sPGA 0/1 response is defined as sPGA score
efficacy based on erythema, scaling, and induration. The sPGA measure |of 0 or 1 in patients with =2-point
outcome was used to determine psoriasis severity at a single point in improvement from baseline.
time (without taking into account the baseline disease condition)
as clear (0), almost clear (1), mild (2), moderate (3), or severe
(4).

PASI 75 Measure of the average redness, thickness, and scaliness of PASI 75 response is defined as 275%
psoriasis skin lesions (each graded on a 0-4 scale), weighted by |improvement from baseline in PASI score.
the area of involvement (head, arms, trunk to groin, and legs to
top of buttocks). PASI produces a numeric score that can range
from O to 72, with higher PASI scores denoting more severe
disease activity.

Secondary |PASI 90, As described above. PASI 90 and 100 response is defined as
outcomes 100 >90% and =2100% improvement from
baseline in the PASI score, respectively.
ss-PGA 0/1 |For patients with scalp involvement at baseline, scalp lesions ss-PGA 0/1 response is defined as ss-PGA
were evaluated in terms of the clinical signs of redness, score of 0 or 1 in patients with =22-point
thickness, and scaliness and were scored on the following 5- improvement from baseline and a baseline
point ss-PGA scale: 0 = absence of disease, 1 = very mild ss-PGA score >3.
disease, 2 = mild disease, 3 = moderate disease, and 4 =
severe disease.
sPGA 0 As described above. SPGA 0 is defined as sPGA score of 0.
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Category |Outcome |Description Definition

PSSD 0 11-item patient-reported instrument used to assess the severity |PSSD symptom score 0 response is defined
of symptoms and patient-observed signs commonly associated |as PSSD score of 0 among patients with
with plaque psoriasis. PSSD assessed the severity of five baseline PSSD symptom score >1.
symptoms (itch, pain, stinging, burning, and skin tightness) as
collected in eDiaries by patients. The severity of each item was
rated from 0 (absent) to 10 (worst imaginable). The PSSD
symptom score is the average of the scores of the five symptom
questions multiplied by 10, and a PSSD symptom score of 0
indicates an absence of symptoms.

DLQI 0/1 Patient-reported quality of life (QoL) index consisting of 10 DLQI 0/1 response is defined as DLQI score

questions concerning symptoms and feelings, daily activities,
leisure, work, school, personal relationships, and treatment
during the last week. Each question was scored on a 0 to 3 scale
by a tick box: 0 - “not at all”, 1 - “a little”, 2 - “a lot”, or 3 -
“very much”. The scores were summed and ranged from 0 (no
impairment of QoL) to 30 (maximum impairment). A DLQI score
of 0/1 indicates no effect at all on a patient’s life.

of 0 or 1 in patients with baseline DLQI
score >2.

Abbreviations: BSA=body surface area; DLQI=Dermatology Life Quality Index; EQ-5D-3L=EuroQol 5-Dimensions 3-Level; PASI=Psoriasis Area and Severity Index; PGA-F
=Physician’s Global Assessment-Fingernail; PSSD=Psoriasis Symptoms and Signs Diary; sPGA=static Physician’s Global Assessment; ss-PGA = scalp severity Physician’s
Global Assessment; VAS=Visual Analogue Scale.

Source: Armstrong et al. 2023 (2); Summary of Clinical Efficacy, BMS Data on File (63).
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Global SLR search strategies (English-language databases)
[Embase (via OvidSP) Search Strategy]
















CDSR (via OvidSP) Search Strategy










Embase (via OvidSP) Conference Abstract Search Strategy




9.1.2 Global SLR Japanese language search (via Ichushi database)
A Japanese language search using the Ichushi database was also conducted to identify studies for the global SLR.
The methodology involved the following steps:

The Ichushi was searched (without limiting by study design for broad capture) - pre-screening excluded non-RCTs

Identification: search results were limited to only RCTs based on title/abstract screening (represents search identification
number)

Screening: titles/abstracts were screened based on inclusion/exclusion criteria (Level 1 screening)
Eligibility: full text articles were retrieved and assessed for eligibility (Level 2 screening)
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e Included: any remaining articles from the search incorporated. The global SLR results were cross-checked to identify

duplicates

The inclusion and exclusion criteria are presented in Table 8.

Table 8. Ichushi database search inclusion/exclusion criteria

Category

Inclusion Criteria

Exclusion Criteria

Population

Adults (=18 years) with moderate-to-severe* plaque
psoriasis who are candidates for systemic therapies

* (PGA = 3, PASI = 10, BSA = 10, or DLQI = 10).

Studies on patients with forms of plaque psoriasis
other than moderate-to-severe

Studies on paediatric patients

Studies that only focus on the treatment of psoriatic
arthritis (this does not include studies that are in
psoriasis populations with comorbid psoriatic arthritis,
unless 100% of patients also have psoriatic arthritis)
Studies on patients with palmoplantar pustulosis

Interventions

Systemic biologics:
TNF-alpha inhibitors

+ Adalimumab 40 mg EOW (with 80 mg loading
dose)
» Certolizumab pegol 400 mg or 200 mg Q2W
(with 200 mg loading dose)
« Infliximab 5 mg/kg Q8W
Interleukin-17 inhibitors

« Bimekizumab 320 mg Q4W for 16 weeks then
Q8W
 Brodalumab 210 mg Q2W
« Ixekizumab 80 mg Q2W for 12 weeks then
Q4w
» Secukinumab 150 mg or 300 mg Q4W
Interleukin-23 inhibitors

* Guselkumab 100 mg Q8W

* Risankizumab 150 mg Q12W (Group B
comparator)

+ Tildrakizumab 100 mg or 200 mg Q12W

Studies that do not include a treatment arm with any of the
selected comparators of interest
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Category

Inclusion Criteria

Exclusion Criteria

Interleukin-12/Interleukin-23 inhibitors

Ustekinumab 45 mg or 90 mg Q12Wt

Adenosine A3 receptor antagonist

Piclidenoson* 2 mg or 3 mg BID

Systemic non-biologics:

Deucravacitinib 6 mg QD

Apremilast 30 mg BID (Group A comparator)
Cyclosporine 2.5 to 5 mg/kg/day
Methotrexate 7.5 to 25 mg

Comparisons

Placebo
Any of the above therapies

N/A

Outcomes

Efficacy and PROs (10-16 weeks, 24-28 weeks,
44-60 weeks):

PASI 50, 75, 90, and 100

PSSD

DLQI

PGA (standard, static, or palmoplantar)
EQ-5D (10-16 weeks only)

SF-36 (10-16 weeks only)

Safety (10-16 weeks only):

Adverse and serious adverse events
Malignancies

Infections

Treatment discontinuation (i.e.,
due to adverse events, etc.)

all-cause,

Organ-specific PASI (i.e., nail PASI)
IGA
Other outcomes or timepoints not listed as of interest

Study designs

RCTs

(phases 2, 3, and 4; including follow-up

studies)

Observational/real-world evidence studies
Single-arm trials

Phase I trials

SLRs/NMAsY

Pooled analyses of trialsq

Abbreviations: BID=twice daily; BIW=twice weekly; BSA=body surface area; DLQI=Dermatology Life Quality Index; EOW=every other week; IGA=Investigator’'s Global
Assessment; N/A=not applicable; NMA=network meta-analysis; PASI=Psoriasis Area Severity Index; PGA=Physician’s Global Assessment; PRO=patient reported outcome;
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PSSD=Psoriasis Symptoms and Signs Diary; Q2/4/8/12=every 2/4/8/12 weeks; QD=once daily; RCT=randomised controlled trial; SF-36=36-item short-form;
SLR=systematic literature review; TNF=tumour necrosis factor
Note: additional comparators beyond the scope of the submission (beyond those relevant for the group A and B populations) are included in the table
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The search strategy for the Ichushi database is presented in Figure 1.

Figure 1. Ichushi database search strategy
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Figure 2. Forest plot if the odds ratio for PASI 90
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9.1.3 Studies identified in the global SLR
The subsections described the 11 key clinical trials relevant to the clinical question. For each trial, an overview table, a table
presenting the key baseline characteristics and outcomes, and a CONSORT diagram are presented.

[POETYK-PSO-1]

Table 9. POETYK-PSO-1 overview table

POETYK-PSO-1 (2)

Study site

11 countries that include Japan and the US

Period when subjects were
invited

August 2018 to July 2019

Target population

Adult patients >18 years of age with moderate to severe plague psoriasis

Major exclusion criteria

e Patients with non-plaque psoriasis

e Patients who met certain infectious or immune-related exclusion criteria

e Patients who had cancer within the previous 5 years

e Patients who had any clinically significant uncontrolled neuropsychiatric illness or any lifetime
history of suicidal ideation or behavior, or met certain laboratory exclusion criteria

Detailed method of
intervention

Deucravacitinib 6 mg once daily for 16 weeks

Detail of comparator

e Apremilast 30 mg twice daily for 16 weeks
e Placebo

Study design

e RCT, Phase 3, Multinational

Method of blinding

Double-blinded

Primary endpoint

Achievement of PASI 75 and sPGA 0/1 (clear/almost clear) with a =2-point improvement from baseline
at week 16 for deucravacitinib versus placebo

Major secondary endpoint

SPGA 0 (clear), = 90% and 100% reductions from baseline in PASI (PASI 90 and PASI 100), ss-PGA
score of 0 or 1 (clear or almost clear), and Physician’s Global Assessment of Fingernails score of 0 or
1 (clear or almost clear)

Method of statistical analysis

¢ Nonresponder imputation (coprimary end points)

Modified baseline-observation-carried-forward (secondary end points)

Stratified Cochran-Mantel-Haenszel test (to compare PASI 75 and sPGA 0/1 response rates at week
16 in the deucravacitinib versus placebo groups)

Sample size

Deucravacitinib group: n=332
e Apremilast group: n=168
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POETYK-PSO-1 (2)

e Placebo group: n=166

Follow-up period 52 weeks

e Deucravactinib arm: Age: 46 years on average, gender: 69% male
e Apremilast arm: Age: 45 years on average, gender: 66% male

e Placebo arm: Age: 48 years on average, gender: 68% male
Achievement of PASI 75 at week 16:

e Deucravactinib arm: 194 (58%)

e Apremilast arm: 59 (35%)

e Placebo arm: 21 (13%)

Achievement of sPGA 0/1 with a = 2-point improvement from baseline at week 16:
e Deucravactinib arm: 178 (54%)

e Apremilast arm: 12 (7%)

e Placebo arm: 54 (32%)

Achievement of PASI 90 at week 16:

e Deucravactinib arm: 138 (27%)

e Apremilast arm: 46 (18%)

e Placebo arm: 7 (3%)

Achievement of PASI 100 at week 16:

e Deucravactinib arm: 52 (10%)

e Apremilast arm: 11 (4%)

Result of major secondary e Placebo arm: 3 (1%)

endpoint Achievement of sPGA 0 at week 16:

e Deucravactinib arm: 58 (18%)

e Apremilast arm: 8 (5%)

e Placebo arm: 1 (0.6%)

Achievement of ssPGA 0/1 at week 16:

e Deucravactinib arm: 147 (70%)

e Apremilast arm: 43 (39%)

e Placebo arm: 21 (17%)

One-year duration

Racial diversity was limited with > 98% of patients self-reporting as White or Asian
*Body weight stratum was not applied in Japan or China due to lower expected body weights in these countries.

Abbreviations: PASI=psoriasis area and severity index; RCT=randomized controlled trial; sPGA=static physician’s global assessment; ss-PGA=scalp-specific Physician’s
Global Assessment.

Major background factors of
subjects

Result of primary endpoint

Limitation of the study
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Table 10. POETYK-PSO-1 summary of baseline characteristics and outcomes

Parameters Deucravacitinib (n=332) Placebo (n=166) Apremilast (n=168)
At baseline

Age (mean, SD) 45.9 (13.7) 47.9 (14.0) 44.7 (12.1)
Gender, male (n, %) 230 (69.3) 113 (68.1) 110 (65.5)
Duration of disease (mean, SD) 17.2 (12.4) 17.3 (12.8) 17.7 (11.8)
At week 16

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) 194 (58.4) 21 (12.7) 59 (35.1)
PASI 90 (n, %) 118 (35.5) 7 (4.2) 33 (19.6)
PASI 100 (n, %) 47 (14.2) 1 (0.6) 5 (3.0)
sPGA 0/1 (n, %) 178 (53.6) 12 (7.2) 54 (32.1)
At week 24

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) 230 (69.3) NR 64 (38.1)
PASI 90 (n, %) 140 (42.2) NR 37 (22.0)
PASI 100 (n, %) 58 (17.5) NR 11 (6.5)
sPGA 0/1 (n, %) 195 (58.7) NR 52 (31.0)
Weeks 0-52 N=531 N=165 N=168
Any AEs (n, %) 395 70 127
Serious AEs (n, %) 31 9 6

AE leading to discontinuation (n, %) | 14 7 12

Deaths (n, %) 0 1 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 4. CONSORT diagram for POETYK-PSO-1
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[POETYK-PSO-2]

Table 11. POETYK-PSO-2 overview table

POETYK PSO-2 (3)

Study site

16 countries that include the US

Period when subjects
were invited

June 2018 to November 2019

Target population

Adult patients >18 years of age with moderate to severe plaque psoriasis

Major exclusion criteria

e Patients with non-plaque psoriasis

e Patients who met certain infectious or immune-related exclusion criteria
e Patients who have cancer or a history of cancer

o Patients who had previously received deucravacitinib or apremilast

Detailed method of
intervention

Deucravacitinib 6 mg once daily for 16 weeks

Detail of comparator

e Apremilast 30 mg twice daily for 16 weeks
e Placebo

Study design

e RCT, Phase 3, Multinational

Method of blinding

Double-blinded

Primary endpoint

Achievement of PASI 75 and sPGA 0/1 (clear/almost clear) with a =2-point improvement from baseline at
week 16

Major secondary endpoint

Achievement of PASI 90, sPGA 0 (clear), DLQI 0/1, and PSSD symptom score of 0 at week 16, and =90%
ss-PGA of 0 or 1 (clear or almost clear)

Method of statistical

¢ Nonresponder imputation (binary efficacy end points)
e Modified baseline-observation-carried-forward (continuous secondary end points)
e Due to the overlap of the conduct of PSO-2 with the global SARS-CoV2 (COVID-19) pandemic, PASI 75

analysis and sPGA 0/1 analyses during weeks 24-52 excluded patients at visits that were missed solely due to
COVID-19, per US Food and Drug Administration recommendations
e Deucravacitinib group: n=511
Sample size e Apremilast group: n=254

e Placebo group: n=255

Follow-up period

52 weeks

Major background factors
of subjects

e Deucravactinib arm: Age: 47 years on average, gender: 66% male
e Apremilast arm: Age: 46 years on average, gender: 62% male
e Placebo arm: Age: 47 years on average, gender: 71% male
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POETYK PSO-2 (3)

Achievement of PASI 75 at week 16:
e Deucravactinib arm: 271 (53%)
e Apremilast arm: 101 (40%)
Result of primary e Placebo arm: 24 (9%)

e Deucravactinib arm: 253 (50%)
e Apremilast arm: 86 (34%)
e Placebo arm: 22 (9%)

endpoint Achievement of sPGA 0/1 with a >2-point improvement from baseline at week 16:

Achievement of PASI 90 at week 16:

e Deucravactinib arm: 138 (27%)

e Apremilast arm: 46 (18%)

e Placebo arm: 7 (3%)

Achievement of sPGA 0 at week 16:

e Deucravactinib arm: 80 (16%)

e Apremilast arm: 16 (6%)

e Placebo arm: 3 (1%)

Achievement of DLQI 0/1 at week 16:
Result of major e Deucravactinib arm: 186 (38%)
secondary endpoint e Apremilast arm: 57 (23%)

e Placebo arm: 24 (10%)
Achievement of PSSD symptom score of 0 at week 16:
e Deucravactinib arm: 35 (8%)

e Apremilast arm: 10 (4%)

e Placebo arm: 3 (1%)

Achievement of ss-PGA 0/1 at week 16:
e Deucravactinib arm: 182 (60%)

e Apremilast arm: 61 (37%)

e Placebo arm: 30 (17%)

Limitation of the study One-year duration

Abbreviations: DLQI=Dermatology Life Quality Index; PASI=psoriasis area and severity index; PSSD=Psoriasis Symptoms and Signs Diary; RCT=randomized controlled

trial; sPGA=static physician’s global assessment; ss-PGA=scalp-specific Physician’s Global Assessment
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Table 12. POETYK-PSO-2 summary of baseline characteristics and outcomes

Parameters | Deucravacitinib (n=511) | Placebo (n=255) IApremilast (n=254)
At baseline

Age (mean, SD) 46.9 (13.4) 47.3 (13.6) 6.4 (13.3)
Gender, male (n, %) 336 (65.8) 181 (71.0) 157 (61.8)
Duration of disease (mean, SD) 19.6 (12.9) 19.9 (12.9) 18.9 (12.4)
At week 16

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) 271 (53.0) 24 (9.4) 101 (39.8)
PASI 90 (n, %) 138 (27.0) 7 (2.7) 46 (18.1)
PASI 100 (n, %) 52 (10.2) 3 (1.2) 11 (4.3)
sPGA 0/1 (n, %) 253 (49.5) 22 (8.6) 86 (33.9)
At week 24

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) 296 (58.7) NR 96 (37.8)
PASI 90 (n, %) 164 (32.5) NR 50 (19.7)
PASI 100 (n, %) 66 (13.1) NR 17 (6.7)
sPGA 0/1 (n, %) 251 (49.8) NR 75 (29.5)
Weeks 0-52 N=833 N=501 N=254
Any AEs (n, %) 600 277 172
Serious AEs (n, %) 24 5 3

AE leading to discontinuation (n, %) 29 16 14

Deaths (n, %) 2 0 1

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 5. CONSORT diagram for POETYK-PSO-2
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[Blauvelt, 2021]

Table 14. Blauvelt, 2021 overview table

Blauvelt, 2021 (52)

Study site

us

Period when subjects were
invited

May 2019 to July 2020

Target population

Adult patients >18 years of age with moderate to severe plaque psoriasis
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Blauvelt, 2021 (52)

e Patients with non-plaque psoriasis
Patients with current drug-induced psoriasis
Patients with active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that
might confound trial evaluations

e Patients with prior exposure to risankizumab or concomitant use of systemic non-biologic or biologic
therapy for psoriasis, topical psoriasis treatment, and phototherapy

e Patients who met certain infectious or immune-related exclusion criteria

e Patients who have cancer or a history of cancer within the last five years

Major exclusion criteria

!Detalled . UL of Risankizumab 150mg at weeks 0, 4 and 16
intervention
Detail of comparator Placebo

e RCT, Phase 3

Study design e Randomization in a 2:1 ratio to risankizumab 150mg or placebo.

Method of blinding Double-blinded
Primary endpoint Achievement of PASI 90 and sPGA 0/1 at week 16
Major secondary endpoint Achievement of PASI 100 with and sPGA 0 at week 16

e Nonresponder imputation (binary end points)
o As observed and modified NRI were conducted as sensitivity analyses for efficacy endpoints (co-
primary and secondary efficacy endpoints)
o Mixed-effect model repeat measurements (MMRMs; continuous end points)

Method of statistical analysis

Risankizumab group: n=105

Sample size Placebo group: n=52

Follow-up period 16 weeks

Major background factors of e Risankizumab arm: Age: 49 years on average, gender: 56% male
subjects e Placebo arm: Age: 49 years on average, gender: 54% male

Achievement of PASI 90 at week 16:
e Risankizumab arm: NR (63%)

e Placebo arm: NR (4%)
Achievement of sPGA 0/1 at week 16:
e Risankizumab arm: NR (78%)

e Placebo arm: NR (10%)

Result of primary endpoint
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Blauvelt, 2021 (52)

Result of major secondary
endpoint

Achievement of PASI 100 at week 16:

Risankizumab arm: NR (38%)
Placebo arm: NR (2%)

Achievement of sPGA 0 at week 16:

Risankizumab arm: NR (39%)
Placebo arm: NR (2%)

Limitation of the study

Small sample size

Conducted in a single country

Placebo-controlled study not followed up by an open-label extension

Impact of COVID-19 pandemic on study discontinuations or missing assessments

Abbreviations: PASI=psoriasis area and severity index; RCT=randomized controlled trial; sPGA=static physician’s global assessment
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Table 15. Blauvelt 2021 summary of baseline characteristics and outcomes

Study 1 Study 2
Parameters Risankizumab (n=105) | Placebo (n=52) Risankizumab (n=108)
At baseline
Age (mean, SD) 49.3 (15.1) 48.8 (15.5) 49.2 (14.3)
Gender, male (n, %) 59 (56.2) 28 (53.8) 66 (61.1)
Duration of disease (mean, SD) 20.9 (13.8) 15.8 (11.8) 16.9 (13.1)
Prior systemic treatment use (n, %) NR NR NR
Prior biologic treatment use (n, %) 47 (44.8) 23 (44.2) 48 (44.4)
At week 16
PASI 50 (n, %) NR NR NR
PASI 75 (n, %) NR NR NR
PASI 90 (n, %) 62.9% 3.8% 66.7%
PASI 100 (n, %) 38.1% 1.9% 46.3%
sPGA 0/1 (n, %) 78.1% 9.6% 81.5%
At week 28
PASI 50 (n, %) NR NR NR
PASI 75 (n, %) NR NR NR
PASI 90 (n, %) NR NR NR
PASI 100 (n, %) NR NR NR
sPGA 0/1 (n, %) NR NR NR
Weeks 0-52
Any AEs (n, %) 22 (21.0) 11 (21.2) U7 (43.5)
Serious AEs (n, %) 1(1.0) 0 6 (5.6)
AE leading to discontinuation (n, %) 0 1(1.9) 1 (0.9)
Deaths (n, %) 0 0 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 7. CONSORT diagram for Blauvelt, 2021 (study 1 and study 2)
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[IMMpress]

Table 16. IMMpress overview table
IMMpress (55)

Study site 6 locations in the Russian Federation

Period when subjects were | ; | 5418 to December 2019

invited

Target population Adult patients >18 years of age with moderate to severe plaque psoriasis

e Patients who had prior therapy with an anti-interleukin (IL)-17 or IL 12/23p40 or IL-23p19 inhibitor

Major exclusion criteria e Patients with concurrent therapy with a biologic and/or other systemic therapy

!Detalled . method of Risankizumab 150mg at weeks 0 and 4

intervention

Detail of comparator Placebo

Study design RCT, Phase 3 [No additional information was reported]

Method of blinding Double-blinded

Primary endpoint Achievement of PASI 90 at week 16

Major secondary endpoint Achievement of PASI 75, PASI 100, sPGA 0, sPGA 0/1, and DLQI 0/1 at week 16

e Nonresponder imputation (primary approach for binary end points)

e Last-observation-carried-forward (continuous secondary end points, secondary approach for binary

Method of statistical analysis end points)

e Cochran-Mantel-Haenszel test (to compare the primary endpoint between treatment groups,
adjusting for pooled site)

e Risankizumab group: n=41

Sample size e Placebo group: n=9
Follow-up period 16 weeks
Major background factors of e Risankizumab arm: Age: 44 years on average, gender: 54% male
subjects e Placebo arm: Age: 46 years on average, gender: 56% male
Achievement of PASI 90 at week 16:
Result of primary endpoint e Risankizumab arm: 25 (61%)
e Placebo arm: 2 (22%)
Achievement of PASI 75 at week 16:
Result of major secondary e Risankizumab arm: NR (73%)
endpoint e Placebo arm: NR (22%)

Achievement of PASI 100 at week 16:
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IMMpress (55)

¢ Risankizumab arm: NR (46%)

e Placebo arm: NR (11%)
Achievement of sPGA 0 at week 16:
e Risankizumab arm: 19 (46%)

e Placebo arm: 1 (11%)

Achievement of sPGA 0/1 at week 16:

e Risankizumab arm: NR (73%)
e Placebo arm: NR (22%)

Achievement of DLQI 0/1 at week 16:

e Risankizumab arm: NR (63%)
e Placebo arm: NR (22%)

Limitation of the study

e Small sample size

Abbreviations: DLQI=Dermatology Life Quality Index; PASI=psoriasis area and severity index; RCT=randomized controlled trial; sPGA=static physician’s global assessment.
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Table 17. IMMpress summary of baseline characteristics and outcomes

Parameters | Placebo (n=9) | Risankizumab (n=41)
At baseline

Age (mean, SD) 45.8 (10.0) 44.3 (13.5)
Gender, male (n, %) 5 (55.6) 22 (53.7)
Duration of disease (mean, SD) 14.5 (15.2) 15.5 (14.0)
Prior systemic treatment use (n, %) NR NR

Prior biologic treatment use (n, %) NR NR

At week 16

PASI 50 (n, %) NR NR

PASI 75 (n, %) 22.2% 73.2%
PASI 90 (n, %) 2 (22.2) 25 (61.0)
PASI 100 (n, %) 11.1% 46.3%
sPGA 0/1 (n, %) 22.2% 73.2%

At week 52

PASI 50 (n, %) NR NR

PASI 75 (n, %) NR NR

PASI 90 (n, %) NR NR

PASI 100 (n, %) NR NR

sPGA 0/1 (n, %) NR NR

Overall

Any AEs (n, %) 22 (21.0) 11 (21.2)
Serious AEs (n, %) 1(1.0) 0

AE leading to discontinuation (n, %) 0 1(1.9)
Deaths (n, %) 0 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 8. CONSORT diagram for IMMpress
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[IMMhance]

Table 18. IMMhance overview table

IMMhance (54)

Study site

9 countries that include Japan and the US

Period when subjects were
invited

March 2016 to July 2018

Target population

Adult patients >18 years of age with moderate to severe plaque psoriasis

Major exclusion criteria

e Patients with non-plaque psoriasis

e Patients with previous exposure to risankizumab

e Patients currently enrolled in another investigational study or less than 30 days from screening
since completing another investigational study

e Patients using any restricted medication or drug that might confound trial evaluations

e Patients who had undergone major surgery 12 weeks or less before randomization or had surgery
planned within 12 months after screening
Patients who met certain infectious or immune-related exclusion criteria
Patients who have cancer or a history of cancer within the last 5 years

e Patients with a current or previous disease or medical condition other than psoriasis that might
confound trial evaluations

e Patients with a history of allergy or hypersensitivity to a systematically administered biologic agent

e Women who are pregnant, breast-feeding or planning to become pregnant

e Patients with previous enrollment in the study trial

Detailed
intervention

method of

Risankizumab 150 mg at weeks 0 and 4

Detail of comparator

Placebo

Study design

e RCT, Phase 3, Multinational
e Randomization stratified by body weight at baseline (<100 kg vs <100 kg) and previous exposure
to anti-TNF

Method of blinding

Double-blinded

Primary endpoint

Achievement of PASI 90 week 16 and sPGA 0/1 at week 16

Major secondary endpoint

PASI 75, PASI 100, sPGA 0, and DLQI 0/1 at week 16

Method of statistical analysis

e Nonresponder imputation
e Cochran-Mantel-Haenszel test, adjusted for stratification by body weight at baseline and prior
exposure to anti-TNF (to assess categorical variables)
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IMMhance (54)

Risankizumab group: n=407

Sample size Secukinumab group: n=100

Follow-up period 16 weeks

Major background factors of e Risankizumab arm: Age: 51 years on average, gender: 70% male
subjects e Placebo arm: Age: 48 years on average, gender: 73% male

Achievement of PASI 90 at week 16:

Result of primary endpoint e Risankizumab arm: 298 (73%)

e Placebo arm: 2 (2%)

Achievement of PASI 75 at week 16:

e Risankizumab arm: 361 (89%)

e Placebo arm: 8 (8%)

Achievement of PASI 100 at week 16:

e Risankizumab arm: 192 (47%)

Result of major secondary e Placebo arm: 1 (1%)

endpoint Achievement of sPGA 0 at week 16:

e Risankizumab arm: 189 (46%)

e Placebo arm: 1 (1%)

Achievement of DLQI 0/1 at week 16:

e Risankizumab arm: 266 (65%)

e Placebo arm: 3 (3%)

e Lack of quality-of-life measurements after rerandomization at week 28
Limitation of the study e Timing of the last treatment dose and the last assessment: Prolonged interval (16 weeks) between
the final dose at week 88 to the final efficacy assessment at week 104

Abbreviations: DLQI=Dermatology Life Quality Index; PASI=psoriasis area and severity index; RCT=randomized controlled trial; sPGA=static physician’s global assessment;

TNF=tumor necrosis factor
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Table 19. IMMhance summary of baseline characteristics and outcomes

Part Al (4:1)

Part B (Rerandomisation 1:2)

Parameters Risankizumab Placebo (n=100) Risankizumab/ Risankizumab/
(n=407) risankizumab (n=111) |placebo (n=225)

At baseline

Age (mean, SD) 51 48 49 51

Gender, male (n, %) 283 (69.5) 73 (73.0) 83 (74.8) 156 (69.3)

Duration of disease (mean, NR NR NR NR

SD)

Prior systemic treatment use NR NR NR NR

(n, %)

Prior biologic treatment use 230 (56.5) 51 (51.0) 57 (51.4) 125 (55.6)

(n, %)

Week 16

PASI 50 (n, %) NR NR NR NR

PASI 75 (n, %) 361 (88.7) 7 (7.0) NR NR

PASI 90 (n, %) 298 (73.2) 2 (2.0) NR NR

PASI 100 (n, %) 192 (47.2) 1(1.0) NR NR

sPGA 0/1 (n, %) 340 (83.5) 7 (7.0) NR NR

Week 52

PASI 50 (n, %) NR NR NR NR

PASI 75 (n, %) NR NR 103 (92.8) 161 (71.6)

PASI 90 (n, %) NR NR 95 (85.6) 118 (52.4)

PASI 100 (n, %) NR NR 71 (64.0) 68 (30.2)

sPGA 0/1 (n, %) NR NR 97 (87.4) 138 (61.3)

Overall

Any AEs (n, %) 158 (45.7) 49 (49.0) 91 (82.0) 155 (68.9)

Serious AEs (n, %) 8 (2.0) 8 (8.0) 13 (11.7) 17 (7.6)

AE leading to discontinuation 2 (0.5) 4 (4.0) 4 (3.6) 4 (1.8)

(n, %)

Deaths (n, %) 0 0 2 (1.8) 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 9. CONSORT diagram for IMMhance
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[SustaIMM]

Table 20. SustalMM overview table

SustaIMM (28)

Study site

Japan

intervention

Period when subjects were | o her 2016 to May 2017
invited
Target population Adult patients >20 years of age with moderate to severe plaque psoriasis
e Patients with non-plaque psoriasis
e Patients with current drug-induced psoriasis
e Patients with active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that
might confound trial evaluations
¢ Women who are pregnant, breast-feeding or planning to become pregnant
Mai . o e Patients with prior exposure to the study drug or who had enrolled in or had completed another
ajor exclusion criteria . A - :
investigational study within 30 days of screening
e Patients who had undergone major surgery 12 weeks or less before randomization or had surgery
planned within 12 months after screening
e Patients with a history of allergy or hypersensitivity to a systematically administered biologic agent
e Patients with a current or previous disease or medical condition other than psoriasis that might
confound trial evaluations
Detailed method of

Risankizumab 150 mg at week 0 and 4, then every 12 weeks for 52 weeks

Detail of comparator

Placebo

Study design

e RCT, Phase 2/3
e Randomization stratified by concomitant psoriatic arthritis at baseline (yes or no) and body weight
(<90 kg vs >90 kg)

Method of blinding

Double-blinded

Primary endpoint

Achievement of PASI 90 at Week 16

Major secondary endpoint

Achievement of PASI 90 at week 52, achievement of PASI 75 or more improvement from baseline at
weeks 16 and 52, 100% improvement from baseline PASI (PASI 100) at weeks 16 and 52, sPGA 0/1
and DLQI 0/1 at weeks 16 and 52, achievement of absolute PASI of less than 3 at all visits, percentage
change from baseline in PASI at all visits, and achievement of ACR-20 response at weeks 16 and 52 in
the subset of patients with psoriatic arthritis

Method of statistical analysis

¢ Nonresponder imputation (binary efficacy end points)
o Last-observation-carried-forward (continuous efficacy end points)
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SustaIMM (28)

e Stratified Cochran-Mantel-Haenszel test (to calculate the differences in proportion of patients
responding in the risankizumab treatment arms versus the placebo arm)

Sample size

e Risankizumab 150 mg group: n=55
e Placebo group: n=58

Follow-up period

52 weeks

Major background factors of
subjects

e Risankizumab 150 mg arm: Age: 53 years on average, gender: 91% male
e Placebo arm: Age: 51 years on average, gender: 78% male

Result of primary endpoint

Achievement of PASI 90 at week 16:
e Risankizumab 150 mg arm: 41 (75%)
e Placebo arm: 1 (2%)

Result of major secondary
endpoint

Achievement of PASI 75 at week 16:

e Risankizumab 150 mg arm: 52 (95%)
e Placebo arm: 5 (9%)

Achievement of PASI 90 at week 16:

e Risankizumab 150 mg arm: 41 (75%)
e Placebo arm: 1 (2%)

Achievement of PASI 100 at week 16:

e Risankizumab 150 mg arm: 18 (33%)
e Placebo arm: 0 (0%)

Achievement of sPGA 0/1 at week 16:

e Risankizumab 150 mg arm: 51 (93%)
e Placebo arm: 6 (10%)

Achievement of DLQI 0/1 at week 16:

e Risankizumab 150 mg arm: 32 (58%)
e Placebo arm: 3 (5%)

Limitation of the study

None reported

Abbreviations: ACR=American College of Rheumatology; DLQI=Dermatology Life Quality Index; PASI=psoriasis area and severity index ; RCT=randomized controlled trial;
sPGA=static physician’s global assessment.
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Table 21. SustalMM summary of baseline characteristics and outcomes

Parameters Risankizumab 75mg | Risankizumab Placebo (n=58)
(n=58) 150mg (n=55)
At baseline
Age (mean, SD) 51.5(12.3) 53.3 (11.9) 50.9 (11.2)
Gender, male (n, %) 48 (83) 50 (91) 15 (78)
Duration of disease (mean, NR NR NR
SD)
Prior systemic treatment use NR NR NR
(n, %)
Prior biologic treatment use 8 (14) 16 (29) 14 (24)
(n, %)
At week 16
PASI 50 (n, %) NR NR NR
PASI 75 (n, %) 89.7% 94.5% 8.6%
PASI 90 (n, %) 75.9% 74.5% 1.7%
PASI 100 (n, %) 22.4% 32.7% 0
sPGA 0/1 (n, %) 86.2% 92.7% 10.3%
At week 52 Placebo to risankizumab |Placebo to
75mg (n=27) risankizumab 150mg
(n=27)
PASI 50 (n, %) NR NR NR NR
PASI 75 (n, %) 94.8% 96.4% 100% 88.9%
PASI 90 (n, %) 86.2% 92.7% 81.5% 85.2%
PASI 100 (n, %) 43.1% 41.8% 40.7% 44.4%
sPGA 0/1 (n, %) 84.5% 94.5% 96.3% 88.9%
Any AEs (n, %) 30 (52) 31 (56) 33 (57)
Serious AEs (n, %) 2 (3) 2(4) 1(2)
AE leading to discontinuation | 2 (3) 1(2) 4 (7)
(n/ 0/0)
Deaths (n, %) NR NR NR

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.

143



Figure 10. CONSORT diagram for SustaIMM
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[IMMerge]

Table 22. IMMerge overview table

IMMerge (53)

Study site

9 countries that include the US

Period when subjects were
invited

May 2018 to March 2020

Target population

Adult patients >18 years of age with moderate to severe plaque psoriasis

Major exclusion criteria

e Patients with non-plaque psoriasis

e Patients with current drug-induced psoriasis

e Patients with active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that
might confound trial evaluations

Patients with a history of inflammatory bowel disease

Patients who met certain infectious or immune-related exclusion criteria

Patients who have cancer or a history of cancer within the last 5 years

Patients with previous exposure to risankizumab or secukinumab

Detailed method of

intervention

Risankizumab 150mg at weeks 0 and 4, then every 12 weeks until week 40

Detail of comparator

Secukinumab 300 mg weeks 0, 1, 2, 3, 4, then every 4 weeks until week 48

Study design

e RCT, Phase 3, Multinational
e Randomization at 1 :1 ratio

Method of blinding

Open-label trial

Primary endpoint

Achievement of PASI 90 at week 16 and 52

Major secondary endpoint

Achievement of PASI 75, PASI 100, and sPGA 0/1 at week 52

Method of statistical analysis

e Nonresponder imputation
e Cochran-Mantel-Haenszel test (to assess categorical variables), adjusted for stratification by weight
(=100 kg vs > 100 kg) and prior systemic biologic use for psoriasis (none vs least none)

Sample size

Risankizumab group: n=164
Secukinumab group: n=163

Follow-up period

52 weeks

Major background factors of
subjects

e Risankizumab arm: Age: 47 years on average, gender: 68% male
e Secukinumab arm: Age: 47 years on average, gender: 62% male

Result of primary endpoint

Achievement of PASI 90 at week 16:
e Risankizumab arm: 121 (74%)
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IMMerge (53)

e Secukinumab arm: 107 (66%)

Result of major secondary

. None reported for week 16
endpoint

e Open label design

Limitation of the study e Differences in time between the last dose and the last efficacy assessment may have impacted the
results because the half-lives of the treatments are similar

Abbreviations: PASI=psoriasis area and severity index; RCT=randomized controlled trial; sPGA=static physician’s global assessment.
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Table 23. IMMerge summary of baseline characteristics and outcomes

Parameters | Risankizumab 150mg (n=164) | Secukinumab 300mg (n=163)
At baseline

Age (mean, SD) 47.3 (13.4) 46.8 (14.9)
Gender, male (n, %) 112 (68.3) 101 (62.0)
Duration of disease (mean, 18.6 (12.6) 17.4 (13.2)
SD)

Prior systemic treatment use | NR NR

(n, %)

Prior biologic treatment use 62 (37.8) 58 (35.6)
(n, %)

At week 16

PASI 50 (n, %) NR NR

PASI 75 (n, %) 92% 80%

PASI 90 (n, %) 74% 66%

PASI 100 (n, %) 44% 34%

sPGA 0/1 (n, %) 90% 73%

At week 52

PASI 50 (n, %) NR NR

PASI 75 (n, %) 90% 70%

PASI 90 (n, %) 87% 57%

PASI 100 (n, %) 66% 40%

sPGA 0/1 (n, %) 88% 58%
Overall

Any AEs (n, %) 117 (71.3) 116 (71.2)
Serious AEs (n, %) 9 (5.5) 6 (3.7)

AE leading to discontinuation | 2 (1.2) 8 (4.9)

(n, %)

Deaths (n, %) 0 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 11. CONSORT diagram for IMMerge
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[IMMvent]

Table 24. IMMvent overview table
IMMvent (56)

Study site 11 countries that include the US
Period when subjects were | v\ 1 5016 to August 2017
invited

Target population Adult patients >18 years of age with moderate to severe plaque psoriasis

e Patients with non-plaque psoriasis

e Patients with current drug-induced psoriasis

e Patients with active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that
might confound trial evaluations

e Patients with prior exposure to risankizumab

e Patients with prior exposure to adalimumab

e Patients currently enrolled in another investigational study or less than 30 days or more from
screening since completing another investigational drug or device study

e Patients using any restricted medication or drug that might confound trial evaluations

e Patients who had undergone major surgery 12 weeks or less before randomization or had surgery
planned within 12 months after screening
Patients who met certain infectious or immune-related exclusion criteria
Patients who have cancer or a history of cancer within the last 5 years

e Patients with a current or previous disease or medical condition other than psoriasis that might
confound trial evaluations

e Patients with a history of allergy or hypersensitivity to a systematically administered biologic agent

e Women who are pregnant, breast-feeding or planning to become pregnant

e Patients with previous enrollment in the study trial

Major exclusion criteria

Detailed method of

. . Risankizumab 150 mg at weeks 0 and 4
intervention

Adalimumab 80 mg at weeks 0 and then 40 mg every other week from week 1 up to the end of week
15
e RCT, Phase 3, Multinational
e Randomization stratified by body weight at baseline (<100 kg vs >100 kg) and previous exposure
Study design to anti-TNF (no vs yes)
e Re-randomization at week 16

o Patients initially randomized to adalimumab who achieved PASI 90 remained on adalimumab

Detail of comparator
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o Patients who achieved PASI 50 were switched to risankizumab
o Patients who achieved PASI 50 or higher to less than PASI 90 (adalimumab intermediate
responders) were re-randomized 1:1 to either continue or switch to risankizumab

Method of blinding

Double-blinded

Primary endpoint

Achievement of PASI 90 and sPGA 0/1 at week 16

Major secondary endpoint

Achievement of PASI 75 and PASI 100 at week 16; PASI 90 and 100 at week 44

Method of statistical analysis

e Nonresponder imputation (binary efficacy endpoints)

e Last-observation-carried-forward (continuous end points)

e Cochran-Mantel-Haenszel test, adjusted for stratification by body weight at baseline and prior
exposure to anti-TNF (to assess categorical variables)

e Analysis of covariance with treatment group, baseline value, and stratification factors in the model
(for continuous variables)

Sample size

Risankizumab group: n=301
Adalimumab group: n=304

Follow-up period

44 weeks

Major background factors of
subjects

e Risankizumab arm: Age: 45 years on average, gender: 70% male
e Adalimumab arm: Age: 47 years on average, gender: 70% male

Result of primary endpoint

Achievement of PASI 90 at week 16:
e Risankizumab arm: 218 (72%)

e Adalimumab arm: 144 (47%)
Achievement of sPGA 0/1 at week 16:
e Risankizumab arm: 252 (84%)

e Adalimumab arm: 183 (60%)

Result of major secondary
endpoint

Achievement of PASI 75 at week 16:
e Risankizumab arm: 273 (91%)

e Adalimumab arm: 218 (72%)
Achievement of PASI 100 at week 16:
e Risankizumab arm: 120 (40%)

e Adalimumab arm: 70 (23%)

Limitation of the study

e Prolonged interval between the final treatment dose and the last assessment

Abbreviations: PASI=psoriasis area and severity index; RCT=randomized controlled trial; sPGA=static physician’s global assessment; TNF=tumor necrosis factor
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Table 25. IMMvent summary of baseline characteristics and outcomes

Parameters | Risankizumab (n=301) | Adalimumab (n=304)
At baseline

Age (mean, SD) 45.3 (13.8) 47.0 (13.1)
Gender, male (n, %) 210 (70) 212 (70)
Duration of disease (mean, NR NR

SD)

Prior systemic treatment use | NR NR

(n, %)

Prior biologic treatment use 118 (39) 111 (37)
(n, %)

At week 16

PASI 50 (n, %) NR NR

PASI 75 (n, %) 273 (91) 218 (72)
PASI 90 (n, %) 218 (72) 144 (47)
PASI 100 (n, %) 120 (40) 71 (23)
sPGA 0/1 (n, %) 252 (84) 183 (60)
Week 44 N=53 N=56
PASI 50 (n, %) NR NR

PASI 75 (n, %) 48 (91) 26 (46)
PASI 90 (n, %) 35 (66) 12 (21)
PASI 100 (n, %) 21 (40) 4 (7)
sPGA 0/1 (n, %) 39 (74) 19 (34)
Overall

Any AEs (n, %) 168 (56) 173 (57)
Serious AEs (n, %) 10 (3) 9 (3)

AE leading to discontinuation | 4 (1) 6 (2)

(n, %)

Deaths (n, %) 1(<1) 2 (1)

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 12. CONSORT diagram for IMMvent
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[UItIMMa-1]

Table 26. UItIMMa-1 overview table
UltIMMa-1 (57)
Study site 14 countries that include Japan and the US

ﬁ]e\;'&% when  subjects were | c.p oo 2016 to August 2016

Target population Adult patients >18 years of age with moderate to severe plaque psoriasis

e Patients with non-plaque psoriasis

e Patients with current drug-induced psoriasis

e Patients with active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that
might confound trial evaluations

e Patients with prior exposure to the study drug or who had enrolled in or had completed another
investigational study within 30 days of screening

e Patients with prior exposure to ustekinumab

e Patients using any restricted medication or drug that might confound trial evaluations

Major exclusion criteria e Patients who had undergone major surgery 12 weeks or less before randomization or had surgery
planned within 12 months after screening

e Patients who met certain infectious or immune-related exclusion criteria
Patients who have cancer or a history of cancer
Patients with a current or previous disease or medical condition other than psoriasis that might
confound trial evaluations

e Patients with a history of allergy or hypersensitivity to a systematically administered biologic agent

¢ Women who are pregnant, breast-feeding or planning to become pregnant

e Patients with previous enrollment in the study trial

Detailed method of

. . Risankizumab 150mg at weeks 0 and 4
intervention

. Ustekinumab 45 or 90 mg at weeks 0 and 4
Detail of comparator

Placebo
e RCT, Phase 3, Multinational
Study design e Randomization stratified by body weight (£100 kg vs >100 kg) and previous exposure to anti-TNF
(yes or no)
Method of blinding Double-blinded
Primary endpoint Achievement of PASI 90 and sPGA 0/1 at week 16
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sPGA 0, PASI 100, DLQI 0/ 1, PSS score of 0, PASI 75, and change from baseline in PSS total score at

Major secondary endpoint weeks 12, 16, or 52

¢ Nonresponder imputation (binary efficacy end points)

e Last-observation-carried-forward (continuous secondary end points)

e Stratified Cochran-Mantel-Haenszel test (to analyze categorical variables) stratified by baseline

Method of statistical analysis weight and previous exposure to anti-TNF

e Stratified van Elteren test (to analyze change from baseline in PSS)

e ANCOVA with treatment group, baseline value, and stratification factors in the model (to analyze
other continuous data)

Risankizumab group: n=304

Sample size Ustekinumab group: n=100
Placebo group: n=102
Follow-up period 52 weeks

e Risankizumab arm: Age: 48 years on average, gender: 70% male
e Ustekinumab arm: Age: 47 years on average, gender: 70% male
e Placebo arm: Age: 49 years on average, gender: 77% male

Major background factors of
subjects

Achievement of PASI 90 t week 16:

e Risankizumab arm: 229 (75%)

e Ustekinumab arm: 42 (42%)

e Placebo arm: 5 (5%)
Achievement of sPGA 0/1 at week 16:
e Risankizumab arm: 267 (88%)

e Ustekinumab arm: 63 (63%)

e Placebo arm: 8 (8%)

Result of primary endpoint

Achievement of PASI 75 at week 16:
e Risankizumab arm: NR (89%)

e Ustekinumab arm: NR (42%)

e Placebo arm: 9 (5%)
Achievement of PASI 100 at week 16:
¢ Risankizumab arm: 109 (36%)

e Ustekinumab arm: 12 (12%)

e Placebo arm: 0 (0%)
Achievement of sPGA 0 at week 16:
e Risankizumab arm: 112 (37%)

e Ustekinumab arm: 14 (14%)

Result of major secondary
endpoint
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e Placebo arm: 2 (2%)

Achievement of DLQI 0/1 at week 16:

e Risankizumab arm: 200 (66%)

e Ustekinumab arm: 43 (43%)

e Placebo arm: 8 (8%)

Achievement of PSS symptom score of 0 at week 16:
¢ Risankizumab arm: 89 (29%)

e Ustekinumab arm: 15 (15%)

e Placebo arm: 2 (2%)

Change in PSS at week 16:

e Risankizumab arm [mean (SE)]: -5.6 (0.2)
e Ustekinumab arm [mean (SE)]: -4.4 (0.3)
e Placebo arm [mean (SE)]: 0.2 (0.3)

e One-year duration

Limitation of the study Limited racial diversity

Abbreviations: DLQI=Dermatology Life Quality Index; PASI=psoriasis area and severity index; RCT=randomized controlled trial; PSS=psoriasis symptom scale;

SE=standard error; sPGA=static physician’s global assessment; TNF=tumor necrosis factor
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Table 27. UltIMMa-1 summary of baseline characteristics and outcomes

Parameters | Risankizumab (n=304) | Ustekinumab (n=100) IPlacebo (n=102)
At baseline

Age (mean, SD) 48.3 (13.4) 46.5 (13.4) 49.3 (13.6)
Gender, male (n, %) | 212 (70) 70 (70) 79 (77)
Duration of disease NR NR NR
(mean, SD)

Prior systemic NR NR NR
treatment use (n, %)

Prior biologic 104 (34) 30 (30) 40 (39)
treatment use (n, %)

At week 16

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) NR NR NR

PASI 90 (n, %) 229 (75.3) 42 (42.0) 5 (4.9)
PASI 100 (n, %) 109 (35.9) 12 (12.0) 0

sPGA 0/1 (n, %) 267 (87.8) 63 (63.0) 8 (7.8)
At week 52

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) NR NR NR

PASI 90 (n, %) 237 (74.8) 44 (44.0) NR

PASI 100 (n, %) 171 (56.3) 21 (21.0) NR

sPGA 0/1 (n, %) NR NR NR
Overall

Any AEs (n, %) 151 (49.7) 50 (50.0) 52 (51.0)
Serious AEs (n, %) 7 (2.3) 8 (8.0) 3 (2.9)
AE leading to 2 (0.7) 2 (2.0) 4 (3.9)
discontinuation

(n, %)

Deaths (n, %) 0 0 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 13. CONSORT diagram for UltIMMa-1
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[UItIMMa-2]

Table 28. UltIMMa-2 overview table
UltIMMa-2 (58)

Study site 14 countries that include Japan and the US
Period when subjects were | .1 5016 to August 2016
invited

Target population Adult patients >18 years of age with moderate to severe plaque psoriasis

e Patients with non-plaque psoriasis

e Patients with current drug-induced psoriasis

e Patients with active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that
might confound trial evaluations

e Patients with prior exposure to the study drug or who had enrolled in or had completed another
investigational study within 30 days of screening

e Patients with prior exposure to ustekinumab

e Patients using any restricted medication or drug that might confound trial evaluations

Major exclusion criteria e Patients who had undergone major surgery 12 weeks or less before randomization or had surgery
planned within 12 months after screening

e Patients who met certain infectious or immune-related exclusion criteria
Patients who have cancer or a history of cancer
Patients with a current or previous disease or medical condition other than psoriasis that might
confound trial evaluations

e Patients with a history of allergy or hypersensitivity to a systematically administered biologic agent

¢ Women who are pregnant, breast-feeding or planning to become pregnant

e Patients with previous enrollment in the study trial

Detailed method of

. . Risankizumab 150 mg at weeks 0 and 4
intervention

Ustekinumab 45 or 90 mg at weeks 0 and 4
Placebo
Study design Achievement of PASI 90 and sPGA 0/1 at week 16
M . sPGA 0, PASI 100, DLQI 0/ 1, PSS score of 0, PASI 75, and change from baseline in PSS total score at
ethod of blinding
weeks 12, 16, or 52
Primary endpoint Achievement of PASI 90 and sPGA 0/1 at week 16
sPGA 0, PASI 100, DLQI 0/ 1, PSS score of 0, PASI 75, and change from baseline in PSS total score at
weeks 12, 16, or 52

Detail of comparator

Major secondary endpoint
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e Nonresponder imputation (binary efficacy end points)
Last-observation-carried-forward (continuous secondary end points)
Stratified Cochran-Mantel-Haenszel test (to analyze categorical variables) stratified by baseline
Method of statistical analysis weight and previous exposure to anti-TNF
e Stratified van Elteren test (to analyze change from baseline in PSS)
¢ ANCOVA with treatment group, baseline value, and stratification factors in the model (to analyze
other continuous data)

Risankizumab group: n=294

Sample size Ustekinumab group: n=99
Placebo group: n=98
Follow-up period 52 weeks

Risankizumab arm: Age: 46 years on average, gender: 69% male
Ustekinumab arm: Age: 49 years on average, gender: 67% male
Placebo arm: Age: 46 years on average, gender: 68% male

Major background factors of
subjects

Achievement of PASI 90 at week 16:
e Risankizumab arm: 220 (75%)

e Ustekinumab arm: 47 (48%)

e Placebo arm: 2 (2%)
Achievement of sPGA 0/1 at week 16:
e Risankizumab arm: 246 (84%)

e Ustekinumab arm: 61 (62%)

e Placebo arm: 5 (5%)

Result of primary endpoint

Achievement of PASI 100 at week 16:
e Risankizumab arm: 149 (51%)

e Ustekinumab arm: 24 (24%)

e Placebo arm: 2 (2%)
Achievement of sPGA 0 at week 16:

e Risankizumab arm: 150 (51%)

e Ustekinumab arm: 25 (25%)

e Placebo arm: 3 (3%)
Achievement of DLQI 0/1 at week 16:
e Risankizumab arm: 196 (67%)

e Ustekinumab arm: 46 (47%)

e Placebo arm: 4 (4%)
Achievement of PSS symptom score of 0 at week 16:

Result of major secondary
endpoint

159



UItIMMa-2 (58)

Risankizumab arm: 92 (31%)
Ustekinumab arm: 15 (15%)

Placebo arm: 0 (0%)

Change in PSS at week 16:

Risankizumab arm [mean (SE)]: -6.4 (0.2)
Ustekinumab arm [mean (SE)]: -5.6 (0.3)
Placebo arm [mean (SE)]: -0.0 (0.3)

Limitation of the study

One-year duration
Limited racial diversity

Abbreviations: PASI=psoriasis area and severity index; RCT=randomized controlled trial; PSS=psoriasis symptom scale; SE=standard error; sPGA=static physician’s global
assessment; TNF=tumor necrosis factor

Table 29. UltIMMa-2 summary of baseline characteristics and outcomes

Parameters | Risankizumab (n=294) | Ustekinumab (n=99) IPlacebo (n=98)
At baseline

Age (mean, SD) 46.2 (13.7) 48.6 (14.8) 6.3 (13.3)
Gender, male (n, %) | 203 (69) 66 (67) 67 (68)
Duration of disease NR NR NR

(mean, SD)

Prior systemic NR NR NR
treatment use (n, %)

Prior biologic 118 (40) 43 (43) 12 (43)
treatment use (n, %)

At week 16

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) NR NR NR

PASI 90 (n, %) 220 (74.8) 47 (47.5) 2 (2.0)
PASI 100 (n, %) 149 (50.7) 24 (24.2) 2 (2.0)
sPGA 0/1 (n, %) 246 (83.7) 61 (61.6) 5 (5.1)

At week 52

PASI 50 (n, %) NR NR NR

PASI 75 (n, %) NR NR NR
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Parameters Risankizumab (n=294) Ustekinumab (n=99) Placebo (n=98)
PASI 90 (n, %) 237 (80.6) 50 (50.5) NR

PASI 100 (n, %) 175 (59.5) 30 (30.3) NR

sPGA 0/1 (n, %) NR NR NR
Overall

Any AEs (n, %) 134 (45.6) 53 (53.5) 45 (45.9)
Serious AEs (n, %) 6 (2.0) 3 (3.0) 1(1.0)
AE leading to 1(0.3) 0 1(1.0)
discontinuation

(nl 0/0)

Deaths (n, %) 1 (0.3) 0 0

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global Assessment; SD=standard deviation.
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Figure 14. CONSORT diagram for UItIMMa-2
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9.2 Asian SLR

As well as the global SLR, an Asian SLR was conducted, as ethnicity is an important
effect modifier. Compared to the other ethnicities, Asian patients typically
experience less severe psoriasis, with more than 90% of patients being classified as
mild or moderately severe (101). Additionally, incidence and prevalence rates of PsO
have a geographical and racial variation. Overall, much higher prevalence and
incidence are reported for North America, Europe, and Australia, compared to Asia
(101) (102).

The following primary research question was addressed: “What are the clinical
efficacy and safety of and patient-reported outcomes (PROs) associated with
deucravacitinib and other selected relevant active biological or non-biological
treatments for moderate-to-severe psoriasis in the Asian patient population?”

9.2.1 Methodology for the Asian SLR

Systematic searches were conducted across electronic databases to capture English-
language RCTs published through 3 January 2023, as well as conference proceedings
with abstracts indexed in electronic literature databases for the past four years
(2019-January 2023), as described in section 3.2.1.

Clinical trial directories in the US, European Union (EU), and the World Health
Organisation (WHO) International Clinical Trial Registry Platform (ICTRP) were also
searched to supplement the evidence on studies of comparators for deucravacitinib.
Finally, SLRs identified through searches of the electronic databases were also
reviewed as supplemental data sources to identify additional relevant publications.
Bibliographies of SLRs published between 2019-2023 (i.e. recent SLRs) were used
to identify any studies that could be relevant to the SLR but had not been captured
during literature searches.

The inclusion and exclusion PICOS criteria for the Asian SLR are presented in Table
30.

Table 30. Asian NMA inclusion/exclusion criteria

Category Inclusion Criteria Exclusion Criteria
Population Asian adult (=18 years) patients with e Studies on patients with
moderate-to-severe* plaque PsO who forms of plaque PsO
are candidates for systemic therapies other than moderate-
to-severe
e Studies on pediatric
patients

e Studies that only focus
on the treatment of
PsA. This does not
include studies that are
in PsO populations with
comorbid PsA unless
100% of patients also
have PsA.

e Studies on patients with
palmoplantar pustulosis
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Category

Inclusion Criteria

Exclusion Criteria

Interventions

Biologics:
e Tumor Necrosis factor inhibitors
o Certolizumab pegol 400 mg or 200
mg Q2W (with loading dose of 400
mg)
o Adalimumab 40 mg EOW (with
loading dose of 80 mg)
o Infliximab 5 mg/kg Q8W
e Interleukin-17 inhibitors
o Bimekizumab 320 mg Q4W
o Brodalumab 210 mg Q2W
o Ixekizumab 80 mg Q2W (with
loading dose of 160 mg)
o Secukinumab 150 mg or 300 mg
Q4w
e Interleukin-23 inhibitors
o Guselkumab 100 mg Q8W
o Risankizumab 75 or 150 mg Q12W
(Group A comparator)
o Tildrakizumab 100 mg or 200 mg
Q12w
o Interleukin-12/Interleukin-23
inhibitors
o Ustekinumab 45 mg or 90 mg
Q12w
Targeted small molecules
e Tyrosine kinase 2 inhibitors
o Deucravacitinib 6 mg OD
e Janus kinase inhibitors
o Tofacitinib 5 or 10 mg BID
e Apremilast 30 mg BID (Group B
comparator)
Conventional small molecules:§
Methotrexate 7.5 mg-25 mg
Cyclosporine 2.5-5 mg/kg/day
Etretinate

Studies that do not include
a treatment arm with any
of the selected
comparators of interest

Comparisons

Placebo
Best supportive care
Any of the above therapies

N/A

Outcomes

Efficacy and PROs:

e Proportion of patients with PASI 50
response (10-16, 24-28, 44-60
weeks)

e Proportion of patients with PASI 75
response (10-16, 24-28, 44-60
weeks)

e Proportion of patients with PASI 90
response (10-16, 24-28, 44-60
weeks)

e Proportion of patients with PASI 100
response (10-16, 24-28, 44-60
weeks)

e Proportion of patients with DLQI
score 0 or 1 (10-16 weeks)

e Proportion of patients with sPGA
score 0 or 1 (10-16 weeks)

Organ-specific PASI (i.e.,
nail PASI)

Investigator’s global
assessment (IGA)

Other outcomes or
timepoints not listed as of
interest
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Category Inclusion Criteria Exclusion Criteria

e Change from baseline (or baseline
and timepoint values) in EQ-5D VAS
score (10-16 weeks)

e Change from baseline (or baseline
and timepoint values) in SF-36
mental component summary (MCS)
or physical component summary
(PCS) score (10-16 weeks)

e Change from baseline (or baseline
and timepoint values) in PSSD
symptom or sign score (10-16
weeks)

Safety: 10-16 weeks

e Proportion of patients with adverse
events (or treatment-emergent AEs)

e Proportion of patients with serious
adverse events

e Proportion of patients discontinuing
from the study due to any cause

e Proportion of patients discontinuing
from the study due to adverse events

e Proportion of patients with other
reasons for discontinuation (as
reported - i.e., due to loss of
efficacy)

e Proportion of patients with infections
(including any infection, serious
infections, and individual infections
[as reported])

e Proportion of patients with
malignancies (including any
malignancy, malignancy but
excluding non-melanoma skin cancer,
and individual malignancy/cancer [as
reported])

Study RCTs (phase 2, 3, 4) (including follow-up | ¢ Observational/real-world
designs studies of RCTs) evidence studies
Single-arm trials

Phase I trials
SLRs/NMAsT

Pooled analyses of trials?

types Non-systematic reviews
Phase I studies
Case studies

e Case reports

e Editorials

[ ]
[
Publication N/A ¢ Narrative publications
[
[ ]

Other Limits | Only English-language Journal articles and
articles/conference abstracts conference abstracts not
available in English

No limitation for peer-reviewed Studies published outside
publications, last three years for the time frame of interest
conference abstracts
Only trials conducted in Asian countries Trials conducted outside of
will be included. Subgroups of Asian Asia without subgroup data
for Asian patients.
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Category Inclusion Criteria Exclusion Criteria
patients from global trials will also be
considered for inclusion.

Note: additional comparators beyond the scope of the submission (beyond those relevant for the group A and
B populations) are included in the table.

* If “moderate-to-severe” is mentioned, then that is sufficient criteria for inclusion regardless of the definition.
However, if “moderate-to-severe” is not mentioned, a decision will be made with clear documentation based on
the Physician’s Global Assessment (PGA), PASI, body surface area (BSA), and Dermatology Life Quality Index
(DLQI) criteria (PGA = 3, PASI = 10, BSA > 10, or DLQI = 10).

§ Any dose of systemic conventional small molecule treatments will be included, as doses are often modified or
titrated.

1 Systematic reviews, meta-analyses, and pooled analyses of RCTs will be tagged separately during the
screening phase, and the list of included studies from each publication were reviewed to identify any
additionally relevant RCTs not otherwise captured by the database searches. These publications themselves will
not be included in the SLR unless unique data were available that is not published elsewhere from the

individual trials.

Abbreviations: BID=twice a day; BIW=twice weekly; DLQI=Dermatology Life Quality Index; EOW=every other
week; IGA=Investigator’'s Global Assessment; N/A=not applicable; NMA=network meta-analysis; OD=once
daily; PASI=Psoriasis Area and Severity Index; PGA=Physician’s Global Assessment; PsA=psoriatic arthritis;
PsO=plaque psoriasis; PSSD=Psoriasis Symptoms and Signs Diary; QW=every week; Q2W=every two weeks;
Q4W=every four weeks; Q8W=every eight weeks; Q12W=every 12 weeks; QW=once weekly;
RCT=randomized controlled trial; SLR=systematic literature review; TNF=tumor necrosis factor;
TYK2=tyrosine kinase 2

9.2.2 Results for the Asian SLR
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Figure 15. PRISMA diagram for the Asian NMA

8,596 records identified through 5 records identified from other sources:

database searching BMS C5Rs (n=4)
SLR reference checks (n=0)
l Conference proceedings (n=1)
Trial registers (n=0)

3,474 duplicates removed

l

5,122 screened after duplicates
removed

» 4,175 records excluded by title/abstract screening

912 records excluded during full-text screening:
, 4 Duplicate (n=12)

547 full-text articles assessed for Publication type not of interest (n=24)
eligibility

Study design not of interest (n=34)

Population not of interest (n=71)
Intervention/comparator not of interest (n=107)

Outcemes not of interest (n=237)

Non-Asian population (n=373)
Relevant SLR/NMA published 2019-2020 [n=54) -

40 publications included

Cr I e | =

9.3 Asian NMA
9.3 Methodology for the Asian NMA
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Figure 16. PASI 90-Odds Ratio between 6mg drug and other therapies-Asian NMA




Figure 17. PASI 100-Odds Ratio between 6mg drug and other therapies-Asian NMA

9.4 Additional information on the deucravacitinib clinical trials
9.4.1 POETYK-PSO-1 and POETYK-PSO-2
Statistical analysis




Table 31. Summary of statistical analyses (individual POETYK-PSO-1 and POETYK-PSO-2
studies







9.4.2 POETYK-PSO-4

[Methodology]

Table 33. Study design of POETYK-PSO-4

STUDY POETYK-PSO-4 (41)
Study status Complete




STUDY

POETYK-PSO-4 (41)

Study design

Phase 3, single-arm, multicentre, open-label study

Primary study

To assess the safety and efficacy of 6 mg QD in subjects with stable

objective moderate-to-severe plaque psoriasis (with or without psoriatic
arthritis), erythrodermic psoriasis, or risankizuma pustular psoriasis
Population Japanese patients =220 years old with moderate-to-severe plaque

psoriasis, erythrodermic psoriasis, or 173isankizuma pustular
psoriasis, and who were considered by the investigator to be a
candidate for phototherapy or systemic therapy

Intervention(s)

Deucravacitinib 6 mg QD (N=74)

Comparator(s) | N/A
Blinding POETYK-PSO-4 is an open-label study
Locations 25 sites in Japan

Key inclusion
criteria

e Adults (=20 years)

e For subjects with plaque psoriasis: subjects were to be diagnosed
with stable plaque psoriasis for 26 months or more (stable
psoriasis is defined as no morphology changes or significant flares
of disease activity in the opinion of the investigator), and 0 10%
of BSA involvement, PASI score [0 12, and sPGA [ 3, at the
Screening Visit and Day 1. Subjects with plaque psoriasis could
also be classified to have psoriatic arthritis (confirmed by CASPAR
criteria

e For subjects with generalised pustular psoriasis: subjects were to
have a prior history of or newly diagnosed generalised pustular
psoriasis based on JDA criteria, been on a stable treatment
regimen for at least two weeks prior to Day 1, have erythematous
lesions with pustules involving 0 10% of body surface area (ie,
score of at least 2 on this skin symptom) at the Screening Visit
and Day 1, and a total JDA severity index score < 14 at the
Screening Visit

e For subjects with erythrodermic psoriasis: subjects were to have
a prior history of or newly diagnosed erythrodermic psoriasis, a
history of plaque-type psoriasis, and have [0 80% of BSA
involvement at the Screening Visit and Day 1

e Deemed by the investigator to be a candidate for phototherapy or
systemic therapy

Key exclusion
criteria

Subjects with nonplaque psoriasis (ie, guttate, inverse, or drug-
induced psoriasis), history of infectious or immune-related ilinesses,
or signs/symptoms of active TB were not permitted in the study

Concomitant

It was expected that enrolled subjects did not have prior exposure to

medication BMS-986165 or were receiving systemic nonbiologic psoriasis
medications and/or any systemic immunosuppressants

Co-primary sPGA 0/1 and PASI 75 at Week 16

outcomes

Key secondary | PASI and sPGA through Week 52

outcomes

Other efficacy | e PSSD

and health- e DLQI

related quality
of life (HRQoL)
outcomes
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Abbreviations: AE=adverse event; BID=twice daily; BSA=body surface area; DLQI=Dermatology Life Quality
Index; HADS=hospital anxiety and depression scale; HIV=human immunodeficiency virus; IRT=interactive
response technology; mNAPSI=modified Nail Psoriasis; PASI=Psoriasis Area and Severity Index; PGA-
F=Physician’s Global Assessment-Fingernail; PGI-C=Patient’s Global Impression of Change; PGI-S=Patient’s
Global Impression of Severity; PSSD=Psoriasis Symptoms and Signs Diary; PSSI=Psoriasis Scalp Severity
Index; QD=once daily; SAE=serious adverse event; SF-36=36-item short-form; sPGA=static Physician’s Global
Assessment; ss-PGA=scalp severity Physician’s Global Assessment; TB=tuberculosis; UK=United Kingdom;
US=United States; VAS=visual analogue scale.

Source: POETYK-PSO-1 CSR, BMS Data on File (33); POETYK-PSO-2 CSR, BMS Data on File (34); POETYK-
PSO-LTE CSR, BMS Data on File (103); POETYK-PSO-1 Study Protocol, BMS Data on File (59); POETYK-PSO-2
Study Protocol, BMS Data on File (60).

Figure 19. CONSORT diagram for POETYK-PSO-4

Table 34. POETYK-PSO-4 summary of baseline characteristics and outcomes

Parameters | Deucravacitinib (n=63) for plaque psoriasis
At baseline

Age (mean, SD) 49.1(12.1)
Gender, female (n, %) 15(23.8)
Weight (mean, SD), kg 69.5(14.2)
BMI (mean, SD), kg/m2 24.9(4.4)
Duration of disease (mean, SD) | 15.4(10.7)
Prior systemic treatment use 33(55.6)
(n, %)

Prior biologic treatment use 10(15.9)
(n, %)

Abbreviations: AE=adverse events; PASI=Psoriasis Area and Severity Index; sPGA=static Physician’s Global
Assessment; SD=standard deviation.

174



9.4.3 POETYK-PSO-LTE

[Methodology]

Table 35. Study design of POETYK-PSO-LTE

STUDY

POETYK-PSO-LTE (104)

Identifiers

NCT04036435; IM011-075; 2019-000612-29

Study status

Ongoing; estimated completion July 2026

Study design

Phase 3b, multi-year, multicentre, open-label study

Primary study
objective

To characterise the safety and efficacy of long-term use of
deucravacitinib in subjects with moderate-to-severe plaque psoriasis

Population

Adult patients with moderate-to-severe plaque psoriasis (PASI =212,
sPGA >3 and BSA >10%) who completed POETYK-PSO-1 and
POETYK-PSO-2

Intervention(s)

Deucravacitinib 6 mg QD (N=1,221)

Comparator(s) | N/A

Blinding POETYK-PSO-LTE is an open-label study, but patients, investigators
and other study personnel remained blinded to parent study
treatment assignments.

Locations 264 sites in 19 countries (Australia, Canada, China, Czech Republic,

Finland, France, Germany, Hungary, Israel, Japan, Korea, New
Zealand, Poland, Russian Federation, Spain, Sweden, Taiwan, United
Kingdom [N=13 sites], and the US)

Key inclusion
criteria

e Adults (=18 years) diagnosed with stable plaque psoriasis for =6
months (defined as no morphology changes or significant flares of
disease activity in the opinion of the investigator)

e Deemed by the investigator to be a candidate for phototherapy or
systemic therapy

e PASI 212, sPGA >3 and BSA >10% at Screening Visit and Day 1

Key exclusion
criteria

e No other forms of psoriasis, other immune-mediated conditions
requiring current systemic immunosuppressant treatment
No history of HIV or hepatitis B or C or TB infection (latent or active)
No history of lack of response to agents with target in same
pathway

Concomitant
medication

e Stable doses of concomitant medication for chronic medical
conditions

e Low potency topical steroids on the palms, soles, face, and
intertriginous areas as well as bland emollients (without urea or
alpha- or beta-hydroxy acids)

e At Week 24, a patient who had an sPGA >3 or ss-PGA >3 could be
treated with restricted topicals or shampoos, respectively, at the
investigator’s discretion (rescue medication). These treatments
could only be initiated at Week 24, and not at subsequent time-
points. A patient who was initiated on these treatments at Week
24 could use them as needed per the investigator's judgement
through Week 52

Prohibited
and/or
restricted
medication

e Exposure to any investigational drug or placebo outside of the
current study

e Concurrent use of strong CYP450 inducers unless considered
necessary for patient’s welfare and/or treatment of an AE/serious
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STUDY POETYK-PSO-LTE (104)

AE (SAE)

e Medications/therapy that would aggravate psoriasis unless
considered necessary for the patient’s welfare and/or treatment of
an AE/SAE

e Opioid analgesics unless considered necessary for the patient’s
welfare and/or treatment of an AE/SAE

e Phototherapy; use of tanning booths or therapeutic sunbathing?

e Biologic medications (e.g. adalimumab, etanercept, infliximab,
ustekinumab)?

e Oral psoriasis medications (e.g. methotrexate, ciclosporin,
retinoids, fumaric acid derivatives)?

e Use of oral corticosteroids (prednisone, methylprednisolone, etc.),
unless considered necessary for the patient’s welfare and/or
treatment of an AE/SAE?

e Topical medications/treatments that could affect psoriasis
evaluation except the following topical treatments which could be
initiated only at Week 24 per investigator’s discretion in patients
who have sPGA scores =3 (High potency corticosteroids [Classes
I-V], >3% salicylic acid, urea, alpha- or beta-hydroxy acids,
anthralin, calcipotriene, vitamin D derivatives, retinoids,
tazarotene)

e Any medicated shampoos that contain corticosteroids, coal tar,
>3% salicylic acid, or vitamin D3 analogues, excepting the above
shampoos may be initiated only at Week 24 per investigator’'s
discretion in patients who have ss-PGA scores =3

e Vaccination with live, attenuated vaccines

Co-primary e AEs

outcomes e Serious AEs

Key secondary | ¢ sPGA 0/1 response
outcomes e PASI 75 response
Other efficacy | e BSA

and health- e PASI 90

related quality | e PASI 100
of life (HRQoL)
outcomes
Pre-planned N/A
subgroups
Abbreviations: AE=adverse event; BID=twice daily; BSA=body surface area; DLQI=Dermatology Life Quality
Index; HADS=hospital anxiety and depression scale; HIV=human immunodeficiency virus; IRT=interactive
response technology; mNAPSI=modified Nail Psoriasis; PASI=Psoriasis Area and Severity Index; PGA-
F=Physician’s Global Assessment-Fingernail; PGI-C=Patient’s Global Impression of Change; PGI-S=Patient’s
Global Impression of Severity; PSSD=Psoriasis Symptoms and Signs Diary; PSSI=Psoriasis Scalp Severity
Index QD=once daily; SAE=serious adverse event; SF-36=36-item short-form; sPGA=static Physician’s Global
Assessment; ss-PGA=scalp severity Physician’s Global Assessment; TB=tuberculosis; UK=United Kingdom;
US=United States; VAS=visual analogue scale.

2Previous experience with certain treatments (biologics, systemic conventional therapies, phototherapy, or
topical therapy) was permitted, but not within specified timeframes prior to starting the study, or at any time
during the study.

bRanked as per hierarchical order of testing.

¢Ex-US hierarchy only.

Source: POETYK-PSO-1 CSR, BMS Data on File (33); POETYK-PSO-2 CSR, BMS Data on File (34); POETYK-
PSO-LTE CSR, BMS Data on File (103); POETYK-PSO-1 Study Protocol, BMS Data on File (59); POETYK-PSO-2
Study Protocol, BMS Data on File (60).
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9.5 Cost-effectiveness analysis: Health related quality of life
9.5.1 Literature considered for the crude pooling approach

Table 39 gives an overview of prior NICE HTAs' baseline utility and how the
comparator trial compared to the POETYK trials (when utility was generated from the
trial) and shows that TA511 and TA350 and their respective clinical trials were the
only HTAs suitable for inclusion. It should be noted that the utilities reported in
TA575 were not included as these were criticized by the Evidence Review Group and
were subsequently adjusted and redacted in the clarification responses (105).






9.5.2 Utility values derived from POETYK-PSO-1 and POETYK-PSO-2
Linear regression models were used to estimate the average health utility within
subgroups defined by level of PASI response in the Japanese population.




9.6 Parameters for CEA scenario analysis

9.6.1 Japanese specific population scenario in the systemic naive
population

A scenario was conducted where efficacy and safety were based on the Japanese
population in the systemic naive population.

(see Section 3.8.1
in the main dossier for further information regarding POETYK-PSO-4). The 24-week
efficacy data for deucravacitinib was based on both trials.




I The pooled 24-week PASI

responses for deucravacitinib and apremilast from the Japanese population of
POETYK-PSO-1 and POETYK-PSO-4 are presented in Table 42.

9.6.2 BSC costs informed by DISCOVER
The data collected is based on hospital electronic medical records and primary care
general practice (GP) records from the DISCOVER database in London, UK.




186



