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eruption) ; B M ic el B 2 AN A > Ry VR gL AZF L oo

e M goRET {Zﬁ‘lli’%’—* ve T BR SF A E DR Mo g
> ¥ 7] (generalized) & i * F B 3nA] (localized) e # Fe & o A Z R — 2 ¥
3] 9%k 72 1452 e (generalized pustular psoriasis > ™ F - GPP) 2 R AL P& T &
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palmoplantar pustulosis ( '+ f§ £ PPP) - %a#g European Rare and Severe Psoriasis
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B A S0REAR B ez F1F) S 5 BB GPP edp B AL F1F]F o 45w E 0 & IL36RN
AF e g A FEFSA (encode) 1 IL-36 X #84E4< (IL-36Ra) ; IL-36
F_IL-1 7257 d— By X mre /,%r'? ( anti-inflammatory cytokine ) » ;ﬁd re b IL-
36 4TI R o Frd o g L2 L B (pro-inflammatory signal pathways ) - GPP
¢ ILEE S L en IL-1 2 IL-36 zé ;a IL-1/IL-36 3 { B ¥ 2 $h( axis )2 3 & GPP

8/45



111BTD12026_Spevigo

IL36RN A FIR% > g A~ BRAG L4 B 5 A EE GPP A7)
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ommeEt ELN:P? T FIR RV E Lo iE (18]

(2) GPP ik 4 3. ~ L #72250 R

A% GPP ¥ - AF Lenge 2 M BEF NN L BEMER L A 82k
g LR ERAB EA KA iz (erythematous patches ) & & mas. » & -
i ik~ B 44 FE ) P ke (sterile pustules) s S5 0 kR € B i S
~ & i it 9K & (purulent collections ) » £ i¥ T3k (lakeofpus); %= &+ %
% 1% (recurrent episodes )» #f F¥ & # F7erdk s & A4 o & — = 3 (7 (episode )
g F 3 (fever)~ # 4 (chill)» 122 % 3§ (malaise) > * ¥ it F § > & gk

(systemicallyill ) o &1 GPP ¥ it €3¢ = & o » ¢ 7 Ao (sep51s) BE
FRE At B o 8§ °GPP£r§=7»/f@;._gf§;\$§f~v% A?,
2o TRITERL S MBI FF DR G COEREG T

% 1% (flare-ups) ' % % f% (remissions) 2. [ 7 ¥renk B #

GPP T/ 42 (clinical course) i ¥ €7 4% 1 (unstable); ¥ 4% 25 #
X ek ¢ Fiopfeat & (prolonged ) > #AEF 4 o 0 1 P (quiescence) . q_ﬁ
- B (£ A BcE ) i ) (recurrence) - GPP A (77 it &8 - Sk &
FEFF o AR FF R AL FRIPFE DR LB LA R Tahf Ao

AP M S ET19] b i f B A F BT g S BRI AL F B L e
% e 52 g (histopathology ) % @ M 2 % 54 & * ¥ #cyp (laboratory
abnormahtws} wh A BB P MpE (¢ 2% F) E ki
% &~ M en¥e 4 (skinand oral mucosa )~ £ & *» # (hematoxyhn 1 % eosin
staining ) » fr A #x 547 7 (basic serologic studies ) » X Fx 5 GPP » ¥ % i {4 i ¢
iR o 2 FlHe sk IR36RN P %0 o 22 B L ¥rHkip] » 27 4 Bk iR o

GPP e B ¢ 3 2 & & &= (improve skin manifestations ) ~ % f% > ¥
M Ak (alleviate systemic symptoms )» 12 % g | B & &% &8 4 4 & e 3 g (prevent
serious or life-threatening complications ) = /5% 2 38 ¢ 7 ¢ & %2 % (topical
therapies ) ~ > £ {4755 (systemic therapies ) 2 % & B (phototherapy ) ; * %4 e
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FAERRR P 2L A RIS S A R 2 s - b GPP s
AR BAieR T R A mlﬂ.}‘ﬁ;;ﬁ, & (hospitalization ) ; £ —*Ff Ao 3
B S RRARRRERALTE FELT &g S

A e LR € % sk (symptoms ) & - (acuity )2 2 B € & (severity )
FE L ShH Mo o5 0 & (2018) F 444 GPP &4 T4 Ly
SI[11] 7 2 6 4o 5 4 (2017) [20] ~ 854/ & @;(2017)[21] <P (2017 2 2020)

2]~ % & (2019) [22]~ ¥ @ (2017 2 2020) [23, 24] ~ % % 4 #5055 Reicp
R ER > B GPP ek 2 > v 3 0@ EsR 5 4 > F B A 4 WH (biologics)
Z_fé % geaE kb RpErTE Rt 2020 £ o { H % T ArE Y Y
Alz_ig* o qpald G RE o AL fj‘u?ﬁ‘_%?‘l@ IERE A SR TR A
L% ifRak s Ay ) ﬁoi&%ﬁw%%rmpmaaﬁuaaxa’ﬁ
FwRF - ROLL > - BFE AR GPP A48 2 B E A2 R
oW FRIEZ I LT R (FNTRERERY AL HEE ) L TRk
SR BB A ek SRk 0 2 B £ G AR 0 R R

B0 P S GPP R SgiFE o o FI - Ao RKdpil P T AR A KBS
RE T F o oo B F TR TS B sk TR P R ﬂ{*ﬁm -4
GPP £ 5t MEZEZRR* 2 L&D o« B ik EH[19] & 2 ¥4

— HHE L > de acitretin (4 T § AL A & ) ~ methotrexate ( 1 T &? %a- MTX) >
A ciclosporin(.“l'r MACsA); ¥ B3k gz * o gl o
ek EPER S e AR MTX & 5 Ap# 24 comt £ 12 (tolerated ) 2 5 v PRA|
Ao X T O RAR R ZRALBER E AP $HAc s (T R 0 Rl E T SR
& £ ‘1*“”)3 £d o AR '52}5‘&3" 3???}15— bl dek TR A
CEZPBEARY Ao #% MIX 7 i b B chpl (£ £rd] tped]
(myelosuppression ) * 7 & 3§ B¢ e

«‘ﬂr

T AR S MTX @ * 30 5 3Rk jReh GPP» 77 12 * CsA ~ TNF-
alpha #r#|# » fo IL-17 2 IL-23 # 3= @& (ustekinumab £ guselkumab ) ;5[25
26] > & 7 & 5% 3 (spesolimab : IL-36 2 1~ @ #| ) /5% o Am » gt By
B R 3’% 2 fewo Blde s CsA #TE F %3 M0 2 B S B 4 b % o TNF-alpha#»r’
#14] » 4einfliximab % 3 # L4501 g F @ R g 0 ¥ & GPP[27, 28] » IL-17 #r
#]#) > & Z secukinumab -~ ixekizumab ~ brodalumab % > ¥ it chg| (¥% & 7 3 50>
Bk R 4 bt R AR o s FARE A DT 6 i p e
[29]

S ARSREENARLPRR

A % Z 7. Spevigo® (spesolimab » T LA R E ) 5 p HARP PAE
- 7% 3% [L-36 i# j& (interleukind-36 receptor inhibitor » 4 v % -36 X %8 4r 4] )

10/45



111BTD12026_Spevigo

2> AR R e Tin R F5(30] 0 - BB E 2 5 PP (DNA)
BHFL Y B B P (CHO) fm®e k%l % ~ %404 41 4 v % -36R (IL-36R) 14 i
CEBRAAE I Gl (IgGl) Ful (mAb) o & % % 5@ s 4RI & ¥ 5§
TP g s iR 2 AR AR P 4 4

R A iFL e dEra 2 2887 © (WHO Collaborating Center
forDrug Statistics Methodology) Frb[31] B33~ % ¢ 5 & spesolimab 1 ATC
& RE N A LO4AC22 > w 5 B & LO4AC ﬁ % interleukin Fr#|F » & 7
daclizumab - basiliximab -~ anakinra - rilonacept - ustekinumab -~ tocilixumab -~
canakinumab -~ briakinumab -~ secukinumab ~ brodalumab - ixekizumab -~ sariluman -
guselkumab - tildrakizumab - satralizumab -~ netakimab ~ bimekizumab - spesolimab »
" % olokizumab % ; R i Bogde i b BRI & L (rheumatoid arthritis ) ~ %
M 1 e (multiple sclerosis ) > 12 % 3z ( psoriasis ; 4 ustekinumab ~ ixekizumab
12 % brodalumab % ) -

WA R EF P RY FFFREM CRSFTE) LWRT
[32]> 70 T 2 0 ADKss Hacle ) 5 MAET T Rt il FH0F o 3 MSrH R
XEE T A4 0 W AFER (spesolimab ) ; 4ot Tk s | MeEF &
FREEE o TERESE ,%j&ﬂa i $ ¥ ¢t A % brodalumab (Lumicef®) 12 %
guselkumab ( Tremfya®) o

BT RERS RIS (F 8 & Lk WA —824.6 (552 % W FL RS INA
FF|E G 93 4 WA D[33] * Ain K §0 AR B %2 2R F etanercept~adalimumab~
ustekinumab ~ secukinumab - ixekizumab - guselkumab ~ brodalumab ~ risankizumab -
certolizumab -~ ciclosporin ° pt ¢ 5 33 £ i R N R 12
S e ARG HR L2 A AR ¢ 7 methotrexate ~ acitretin » 12 2 cyclosporin
BH A eond 5 R RIS o

FeErtdrRYE e MFELNE GPP T oL - AR R AL S
Foa Arars MR E R STRAP M B RIS MBS AR Y ¢ R E R
o AE®E GPP fRE - HHMERSE Z T FR:E?-‘I}%TIZEFF%?& ( disease
modifying antirheumatic drugs ) acitretin ~ ciclosporin ( £ iz 83§ B ) 5 24 4 83
P B AR ELE G AP f 0 i brodalumab 2 2 guselkumab 2. %8 iR BE A
) & /r}%‘—ﬁb#&/‘ fj”f'}/r%mg}i%r}ﬁblﬁw‘;\'&f}% "’?rgkﬁ"ﬁ—#*z’,}@:i@
BONARH B IR E A AL R kR BT X gm 4 4 [34,35]0 R Ak
RESPAEOEREF LEFOLE AR EFELERERD H GPPI B iT 2 % (£
Z)o B2 ulReey EEREFSLSH R BE P A F GPPo W3 saB TR
fe % ¥ % adalimumab ¥ etanercept & & 7 3o @ Zhzaslitiz )%;j}@);r_ °

Az BARARERL F#B"”Tm}?‘*"‘“’ﬁ%rr
ATC » %7 | A EFV § i | A3 ¥z

|l
T
=
e
o
s
il
D
T+
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SR JE
LO4AC22 e > P A8 U
. I T RT3
spesolimab Je M ggRe R 17 | T R e LS A
AEES |1 Fpe
PEER s A 140 * /| * 3 2L A &Mk
LO4::‘?12 X PEPAR | b | 3 FolE 0 2 B AT Y
,4_ F , G @ LA
Bro N T T (210Fz | FEF O TTE T2
(Lumicelf®) 54 N5 Ea) B Ak e 50 et R
Ui ' e LR )
o4 FE R EYX
—T:’")% T > 2_ {3
£ A2 17 ik =0 H‘% &
( q‘—i;}»ﬁﬁiﬁ;ﬂ/r .19 ;2—
v EEARE 4 %) F
vogr E g S 8 ik
DER et i -
%f’ t:% Z@F# BoT iAo G
LO4AC16 “@ e ""?L [ A o [ARRRI 123 -
B Aae | o [1000 F s/ g g IR
Guselkumab ) ULt | e R ==
A3 REE| x GRES &
(Tremfya®) B N &l . A
Sk 5 15 R IL & 3 m 2 foi3n
= AR A R AR f
>10% 7 ATk S
B G F R R 0
2 IR FEE o
Bapdp b % AR GER
“ﬁé’ﬁ:—— o

2 RuERFE (FRTVERR)

4F#4 i & %4 CADTH/pCODR~PBAC % NICE 2 ¥ f 3% 4 & 2 &
ROE R BT ARG Jﬁﬁ?ﬁ“'iﬁw{%‘?‘[#illp?ﬁa‘«ﬁ?%ﬁ
Cochrane/PubMed/Embase #p B < j¢k » " BY % 1 & F i f13L5R 6 e 2 36 1 23k
2R AR TRAFT L Bk o

KR F2p
CADTH/pCODR

T 2023 &2 TR HEARE T
(4 £ 4) =+ I 1
PBAC (i#') 12023 &2 TP hEARE T

NICE (# &) 32023 & 9 0 JehEAE P B A 7 @ (inprogress )e
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SMC (#kteff) FR A $=fdrd 1 22023227 74

Hu@miap
Cochrane/PubMed/Embase 7480% 5 5% o
Léa"%g—"ﬁ#gf—,’éf A AR L E 12 7 30 Pz e

3L SMC & Scottish Medicines Consortium gk 1% i # 4 £ |l ¢ h¥5 8 -
(- ) CADTH/pCODR ( 4t £ )

22023 #2% 7p 2 i¢* Pgpesolimaby 7 MéEF 3t esbib® > 2 4 & 4p
B 7 [38] °

(=) PBAC (&)

22023 #2 % 13 p 2 > i@ % Tgpesolimaby 5 M43 3t exbib® > L 4 &
A B I [39] -

(Z)NICE (= &)

@ * Tgpesolimaby 5 M43 >t xb30&F » AES Rl s & BIF 5 FL3EE
oo — K[36]5 ¥ 3 spesolimab f& * 55 & 1% (acute) » £ {29k {478 (2022
# 97 ) = HI37]15 ¥ 5 spesolimab i * >t 317 (preventing) 2 & {237z {24z
e/ E (ﬂares)(2002 E127 )efeda kB Y APFRBEFEY ¥ AEP LT
ZRPFERF o

() B 64 @7

136 FRpdime n

i

(1) SMC (&# )

32023 # 2% 13 p 2k > i@ % Tgpesolimaby 2 MégF v Rzbih®x > L&
p B ?3%[40]

2. RFFAEAM 2
(1) #%= 2

A 3R 4 * 304 F Cochrane/PubMed/Embase T + FALE 2 2 2 A 407 !
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T 7 PICOS i #FiE1E > WIHF B & ARERITELFiEET 2 Pt
#¥ (population ) ~ ;5% = ;* (intervention ) ~  »x ¥ & & (comparator ) ~ F »<ip| £
ip ik (outcome) % F7 % %32 2 ;2 (study design) > H 3F i & FiZ 4o

4~ i% i © generalized pustular psoriasis

Population

PRiEE g
Intervention spesolimab
Comparator * KR
Outcome * R

N5 %+ P8 2% (randomized controlled trial ) ~ % %t
Study design ER }J?c w B ( systematic review )~ %t & 4 47 ( meta-

analysis )

2) HF &%

i

% pe + it 2. PICOS - i% i Cochrane/PubMed/Embase % ~ ;;Jc?q‘i& » 3 2023
£ 21 7 p k> 2 “generalized pustular psoriasis”r? 2 “spesolimab” i 7 B 45
A f—?;}f’.@g HF [ vg - ek = 5 3 PubMed J& 1 18 4 % 4% ** Embase J& 7 39
" % 4% ; ** Cochrane L1brary Zé R2OTL et SETFARELEFLE 20 4
WW&¢$+’ﬁ%%wwﬁ@&<¢¢%%w>w’;%%mﬁﬂw%%ﬁﬁ
Z_§pk iof # 5 (brodalumab ~ guselkumab ~ acitretin #¢ ciclosporin) 4p+t 2 & &
W&“@P“oﬂw’%ﬁéim&%wwﬁ%%%’ﬁf*ﬁﬁﬁ%@°%
SBFLARRTAG > AFL Y 2T E WM EFF2 5 (US Food and Drug
Administration) 2. % &3R4 ] F T 547 L[41] °

\’”

(3) Effisayil 5 % 7|

ABTRERE2F %2~ 59w (12837 ¢ w )~ ri s Fp
& RR| L P ekt ehfes 2% (ClinicalTrials.gov 3P % %5 : NCT03782792 ;
2T AR Bffisayil 1) (Fm ) e ptiEshrs 20100 F 0 P A A B E A KRS A R E
3 2 APER BioReE T'F:}}% 4 (GPP ﬂare)* I spesolimab 2 % @ 4| (placebo )
EOTEREIF I CFTRAFEREL A - PN AT - %E*’T—wﬂ%ﬁl
EVZEITLEHRX 7 B3 AR TR EEX ’ﬂ.llnie*?*’*ﬂx&/wl,%‘ (escape

2 ek (Day-1) %7 5% 8 - 900 % L4l £ -
D5 GPPF IFBAR B AL A @ R A LS AR R PR G N -
Fehl B RErMEILERELATF AR "El’m)? AREHWR%ET FRAF
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treatment : A %5 EFATiE $5 e 55 Ry [standard-of-care therapy] ) °

515 E‘}%‘ b'“r#%—%i/? »ERFRRMEL $29% ()% 8%
fEom A FEA T IS AR &K FE BT 3R % A spesolimab( B k3
label] » TrzE R A ﬁ ki’}]% A ’g”‘ g frif 4 &% spesolimab) § (¥ & @ * & (rescue
medication )o ¥ b+ &% 8 X 1S T 123k p o F R 4 ek winf( @ 7 spesolimab-
X R AREISR ) 8 GPPGA F R0 1~ 0 F AP (recurrence of a flare :
GPPGA 4,4 #4c>2 & 11 %2 GPPGA %k72 X5 P A R $e>2 4 )5 VU@ * ¥
- H - & & chspesolimab § (TR ISF o Bfs 0 B 2 g 4 BHEHBI Y 12 %
2k % 4.9 (end of the trial ) ©

v TRAkFERRG

Gl Boehringer Ingelheim

E +*fp spesolimab i€ * *> GPP 4 £5 £ &% & 2 »a %

® 185|754 > %5t i@ s ERASPEN % % 1 GPP % #r
i% % (diagnostic crlterla) °

° ﬂ(&‘m[?a R E B G GPP (%9 BRI ek o T

a8 P\ »GE iE
% 'GPPGA B, A~ >3 4~ ~ A& # F7¢ E\',%}} ek 7% ~GPPGA
%:fé FIEPABS2 A 0 EF G RN R A
K& F#H>5% -
7 % 3 ke chza B 52 Fe (plaque psoriasis ) 0 & B Pk JE h
§o ResB. (pustule restricted to psoriatic plaque ) » 2 4~ 31 % ek
e ",% i i MR L % ke g (acute generalized exanthematous

pustulosis » ™ #§ f- AGEP) » & #7554 11L& F & » Seilp %
(intensive care )eF 7 GPP 2 i+ 11 % [ f {8 * T 51]*;"5#5'1-7}% A
MTX~CsA~Ape > & His #5 (L& 5 IL-12/23 #r4)4) ~ IL-

-

(nonresponse ) ° M3 ip Ry g * St E i 0 2 3 i F = A spesolimab e chup 4 5 s
F B 5 & TR %Q FriE 4% iR B LR o
CERFE A R w3 (week 1) ek Rdrk R FEr ARR “ﬁiﬂ‘iédﬁﬁ C RR D
BENTZEEE > VLR B RITE ISR
1). Generalized Pustular Psoriasis Physician Global Assessment ( ' T § # GPPGA) » .4 #>2
A
2). - =Rk %ﬁ E i% 45 1% 2 % Physician Global Assessment 1 £ (‘modified Physician Global
Assessment ) ¥ GPP g & #2 & 2| %7 ;
3). GPPGA k5 =55 P A g2 A (kB %30 p A g @t 04 (f Rk LkB) 5144 (K
£z )]
GPPGA d %kJe ~ ‘csa ~ A 2 3B P Adiced » 238 A8kp 0244550454270 FR
B 45 ETEIEEE o BAY Bk z 3T 0 LR 3 o3 I S (éﬁ.flﬁa'l’}_) 34
A (EEAR) (TH0ARE 04 0to<l5 5 14 > 1.510<25 3 24 »25t0<3 5 3
B35S A L 4a)e
d I TR R T MR TG AR E L S F A GPP B iTgk A @ i
spesolimab » 5 FH ¥ 11iE > ¥ ob - BT E P F bt @ fphk 5% (5-year open-label
extension trial : the Effisayil ON [NCT03886246]) ; 7 %-*vf i@ ;é.%ﬁﬁ AR K Y 123
BLBRSR o A Sdeut i ;::Wé‘z% MBI B - AR 16T -
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23 dr A S IL-17 48] > 12 B LR & ).

% - T L pF (Day-8) GPPGA *kJ# 78 B (pustulation

ERE R subscore) ~ #ici 04 (0 5 A& 25 FARGIEE 14 4 5 i

) -

® & MeETRA A% 4p 1R (keysecondaryendpoint) & f %
- F2dhis GPPGA A #:E 04 & 1 &4 (1 AR 4%
EAFEEL L)

® Himw& itk (secondary end points ) % v iR B
4o % w 3k PFEIEG 0 & 3 P GPPASI75%( 5 Psoriasis Area and
Severity Index [PASI] for Generalized Pustular Psoriasis &
- B E A fEAks At o F Mos BE 75%) 0 pain
VAS (visual analogue scale) f > Psoriasis Symptom Scale?

= & 4 1

(PSS) > Functional Assessment of Chronic Illness Therapy-
Fatigue" (FACIT-Fatigue) %

% »>F 2 (safetyevents) ¢ 7 2 2 F 2 (adverseevents) s 4z

B R P Day-1 B4pi * 52 s Fla%kS 4 (121 ) £ &

R % L2 (A4S o residual-effect period ) » & & &

FoA RS aEE A 4F A =5 > & @ % Rheumatology Common

%

Toxicity Criteria (version2) #® & % 2 ¥ ¢ (adverseevents) 3

B o

® ietiAiftEiE (A]-FELFHP0.025 %4 90%
A R g RE A F 0.6 frR R gt S K 0.1)
BRoTEEE L ST @R A L e

® O E&jiRZ=t&dpiRy ¥ Suissa-Shuster z-pooled ta % 5
AR EF RS B A R s & % 4 47 (intention-

A to-treat ) ¥

® X %‘% ﬂ"— $ X & dpteoh 'w £ & (risk difference ) 713 #f
% B2t 3 $ % Chang 22 Zhang 07 % o

® LIl AERA 134 (familywise type [ error) » %3t 4 47
3 Fe A 2 3¢ (hierarchical manner) i B & €4 & 45 1%
okt T FERHAEIRFRF AL ALY -

® GPPASI :=4 ;2 j$_PASI 34 1 Edx % @ % » #-PASI 1 E ¢ o % %2 & (induration
component) P~ % 3kys 2 = (pustule component) ; /»\ﬁ’qr%] 0 s (B*EE) 7|72 4
(B BE)-

" Pain VAS 7 RARE £ 4 > RIEAAY B s Boecg s A8ER 04 (2F) 7100 4
(BERR)-

9 Psoriasis Symptom Scale 3 §cfiefs 4 p AFER A LA ~ mh s BB ARSI E L Ak
FREAO T 160 435 & % & Ao L RARF -

" FACIT-fatigue Bl & 5 ¢ A 3= E p LR F 0 E P p ¥ EB 2L BE; A BRI 7525 4
CYARNES-A FUENS
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® A RAPFHRYE AR EFLEE LT
(4- GPPASI 75 ~ pain VAS ~ PSS » 17 2 FACIT-Fatigue ) -
e T L e (XA e F 30— s (15/18) 4 5 @
AT A ) Al B K FRAT (imputed ) AR A & A R
( nonresponse ) & B Jr% it & % (the worst possible
outcome ) A EREZEFTF L R DAT o w1 A
2 f it (report descriptively ) 73 V4R 2 o
® _— ~ipik (binaryend point) &% 2@ % » PIAR 5 L7 #
44 tR¥ 2 i@ ¥ Hdp 1% (continuous end point) » &% 2
FAPF R KX REd G2 (last-observation-carried
forward method ) #F & o
® MM Eﬁ? (linear regression) i€ {71 & otk % X &
#Fl e E (A7 B 4 7 (post hoc sensitivity ) » ;ﬁ VE 1
T frens IR 0 4oty ﬁé = > 11 2 GPPASI A\gz, e pt
TR TR ENTE S R

A fckom Az A B (1)

WHRRET 53k G GPP i iaup 4 (L3mEE 43 K21 3] 69 ] 45%
aWﬁ4,55%1 A 68% A ) 4o r o A EHALT °”<;$’£m.[,ia

FEE R B 57 i# ( Dermatology Life Quality Index [DLQI]~pain VAS~
PSS 11 % FACITFatlgue) Preb o PG Ao Btk o 23 S A S 034 A

spesolimab % > 2 A %% & e o

2T AD e < B2, 41]

i 5 n(%) Spesolimab (n=35) % | (n=18)
£y (TR L) 43.2+12.1 42.6+8.4
=2 21 (60) 15 (83)
8%

I A 16 (46) 13 (72)

B 4 19 (54) 5(28)
GPPGA %4

3& 28 (80) 15 (83)

4~ 7 (20) 3(17)
GPPGA k7% & #&

2 & 6 (17) 5(28)

3L 16 (46) 7(39)

4~ 13 (37) 6 (33)
GPPASI * i+# (IQR) 27.4 (15.5 to 36.8) 20.9 (12.0 to 32.0)
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i n(%) Spesolimab (n=35) % A (n=18)
IL36 % 7% %1 5(14) 2 (11)
AAHHE <38.5C 29 (85.3) 18 (100)
DLQI ¥ i>#' 19.5 (16.0 to 25.0) 19.5 (14.0 to 24.0)
AP ERLEL YU

11 (31 2 (11
HisR (31) (11)

DLQI: Dermatology Life Quality Index; GPPGA: Generalized Pustular Psoriasis Physician Global
Assessment; GPPASI: Psoriasis Area and Severity Index for Generalized Pustular Psoriasis; IQR:
interquartile range; IL: interleukin °

B A KA E DNA B AT T i A B A fRRIRA o
“Spesolimab 2. % 34 4 » T A s 18 4
fSpesolimab 2 % 34 4 > H e | A FHAHI BE o

B. ik - ¥iersk

ipk - o dpiRg RAcd 2 o LEF S AR R A 17 (post hoc sensitivity )
AR e B a] 8% > 2 BBERER > » WA E (P HLRG
0.482 > 95% CI' 0.269 to 0.695 ) ° spesolimab ¥ 3 & % % aé‘*iﬁi&i:&‘mﬁ’%f 1
PRWH A 8 AW TR ARER 0 b ip%ﬂ’»\’f‘r“‘”’#ﬁaﬁﬁ);{%iﬁ°li
spesolimab ¢ > 5 12 4 &% 8 % 3% =% % - | spesolimab» # ¢ 5 5 % &% 15
T P27 GPPGA "L =78 P A~ #cs 0o

B EFEA TS G o 1L R B ocd S 8 2 GPPGA %}é—kﬁﬂ AR 0m
% spesolimab ‘& & & & (65 1 & A% )~ B~ A fE s ¥ K ~ IL36RN R % &
T~ A GPPGA3 » &8 4 &~ ~ A # ) PGA » B E ¥ - y{ﬁx—!z Ak iE o @id
¥ & hE_> spesolimab & ¥ [L36RN x%}?ﬁ 7 O88%E I A& Fracdpth o A AR
8 4 5 43% ¢

For R L B8 R R

i Spesolimab % &R
(n=35) (n=18)
ik
% 8 X GPPGA ke X p A dkch 0 4 19 (54) L (6)
& (%)
ol LR (% 0 95% CI) 49 (21t067)
#E z-pooled & Z_P & <0.001
Mt & 4p
% 83X GPPGA 24 ¥ 014 F
< (%) 15 (43) 2 (11)
WHlER (% 0 95% CI) 32 (2t053)

' confidence interval » % #f % fF ©
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ik Spesolimab Z A
(n=35) (n=18)
# & z-pooled #& Z_P & 0.02
Ak
% 13 pFiE GPPASITS 4 3k (%) [41] 16 (45.7) 2 (11.1)
RHl LR (% 95% CI) 34.6 (5.8t0 55.4)
¥ & z-pooled # Z_P & 0.008
# 5 ¥R 2 1
% 8 % &% % = A spesolimab ;55 12 15
A% 8 X {35 % Fd2 4 spesolimab i R 4 2
B2 1 Esiog (FFisR) 2 1
CI: confidence interval; GPPASI: Psoriasis Area and Severity Index for Generalized Pustular
Psoriasis; GPPGA: Generalized Pustular Psoriasis Physician Global Assessment; GPPASI

E i
SRR 1 sk

2% i* (adverseevents ) : 43 & (pyrexia 5 ;5 2/% F# e
A (17%/6% 5 2 Ziof 2w 4 f]l:.E B et - g4 Hig

P8 66%ic Fr o A 1L E 56%% El‘f*ﬂ]fjﬁa A ARE R

4

L 6%/22%) 0 & R
FESEE R

¥ 7 2% i* (serious adverseevents, SAE) * & > i5f e 6% @ X A 2R

ES ¥ 120575 82%3%
NX pF IR RSk Y A E
FREE °§4":‘5§P‘luﬁ-‘fl§§4?’< °

& spesolimab ‘& ¥

EHLI2 R H] FAp o RO E 2R 2
L4 4 DRESSK» » # 7 — = prg #4314 5% 2 (drug-induced
) ¥

spesolimab & 4 > 97

2 fif}rﬁ
hepatic injury ) o # % & enig g (12 iFp
rrv X - BAE

antibodies ) °

D. 2 & 247 %
A R

XL AR

#HH)

spesolimab i 4 (@
FRIRAXFEF 12%G FE A

TR KRR ZAZ- TR IS
MR B < ﬁﬁi:(lS/lS)”i%iﬁ TR B AE FlmoE
I AR N S ¢ Apikrck o _"]pf‘)?‘;mx,ﬂ_,’}ﬂfr

# o
FEARA LY
2
~

PRI & BPFRF 4 5 (timeadjusted incidence rate ) {5 >

«}; ST IR o I;kr?, ; I{L,r.)% _9_4’,

15 47% (24/51) A F LR A - @
46%(23/50) A 2 1% Fi48(antidrug

A £11 spesolimab »
RERL ) Sl el g

R FRofrr R EFEL
# e GPP Bef ARR > P AT Y ARARK 0 RS BB HEAE LT FoR/ A

J A GPP A FLT fiﬁ.‘i%#”ﬁ% T ERAA .
K $£ % spesolimab 7o o 4 FAEHE R “géiv%’ it b IRA 42 > Log ok (drug reaction
with eosinophilia and systemic symptoms > 1 * i £ DRESS ) ; European Registry of Severe

Cutaneous Adverse Reactions ~ #c2 2 13 4 (1 447 &

[possible]) e
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R EE AL T eL R P ¥ 0 g5 W (relapsing with recurrent flares )
£ 3F 4’ 8 (persistent with intermittent flares ) % (7 o

ARBRAPM UG e T OB FRE L2 R AR(BERERT R R A
B ) P ERAOTRAS G ZFVREZEY A SR EE TRz A 81 (1
~fE% > 1% GPPASI A dc> YHAEFEAITRE M) Zkfx by
TRE LA R e L & W BOTRA 3% K FERL spesolimab i * 3t GPP g 4 2
P B R oo g7 P"é%i}*“fxﬁ'wi%%tp%}?ix? }%F‘Eg;i‘m}]%&’mwi}}% e
Tk R AR B ik R Reno

E. = &3 4 47[42]

P AT A I R A 0 A T AR 5% 4 24 (efficacy )¥2 % > M4 (safety )e
Effisayil | #3257 5~ 7 29 = Iy ¢ (spesolimab % 16 + » & &2 13 £ )
He o DB S pa FhvigB 0 ¥ K en3 B IL36RN % % oA WA o
A4 (HBE EHEILI6RN RES=Z 4 1 D 1= FRE Y F2 e
I = % FH ¢ > spesolimab fefe® FA e A v g %J L RAp I e FA
AP E (10 4 vs. 12 £ ) 3 e GPPGA 4 B 2 Skye 07 P A ¥
g ® (34 111 A vs. 13 A ) eda iz e pain VAS & FACIT-fatigue 4 #c o
o ¥ FE TR EMAR L p A E & BMI E RS « GPPAST 7 R4
% > 12 2 g1 1 eh Japanese Dermatological Association Generalized Pustular Psoriasis
Severity Index score (14 f§ £ IDA-GPPSI) » #c o indir e 4 @ F 4 4 &%~
X H® % - H spesolimab o H ¥ x5 1 A A% 58 X pFRL FIATH (TR 1 Ao
spesohmab ZRMEREF 10 AL 5B He 2400 A% 44 % &7 68 %

TR 1A o

BGH=R A I 0 % - 3 R TRA 5% th GPPGA b 2 3 1 A #ici
04,\&,1;?5& IRY & Ev); 10 = (62.5% ) > ¥t 3% 3 e 71 (7.7%) > b & £
B % 54.8% (95% I R 1 17.3t079.8) 5 = & F&é&é—%&% #5% 4p 1 GPPGA 3,4
508 1A ek 84 (50.0%) $ % Faled 2 (154%) b %
L35 34.6% (95% G4 % & 1 17.3 t0 79.8) « & 3 45 #-5 % & 4p i2>* Effisayil 1
B OEE AT o

e 3 = IL26RN #\%}Fﬁ AoF 2 (23)EF A & RAERpIENE S
MAatTesk Btk F 2  F A L4 =R H A 07 1 ERTREF&RIE
ML R % f‘r’]]?i’“ Vie R B 4 6/10 (% A e 0/9)'15 4/10( % &&= 1/9)
RS ER S R R

t“‘_."]}% A 3F 4 &% (patient-reported outcome ) = & o Jp ok E i A % pain VAS -
FACIT-Fatigue ~ DLQI ~ PSS #F] ’}ﬂ,—”‘ 3 3F ﬁﬁmcz_A » fe ’ﬁ PASAFDY L -

! iz spesolimab =¥ 3 3 4 ~ F @A ¥ § 1 4 A% DNA & 7|4 47
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N RARE T R (plateauing) o indfy o At FApRARE T A TRAE R LR
(minimal clinically improvement difference » ™+ & i £ MCID) FACIT-Fatigue =
PSS ¥ &% - ik >pain VAS ¥ DLQI ¥ A% - ik » T FF I F 12 3F » 4ofs £ 97
oo HT «‘I]% AdpA R T n L - i kAgE Y MICDs e B o

’F” AEL S 2R AD R Spesolimab (n=16)

¥ % (IQR)
pain VAS —63.5 (-75.45 to —5.24)
FACIT-Fatigue 26.5 (7.5 0 9.5)
DLQI ~13.5(~16.5 to —5.0)
PSS ~7.5(~10.0 to -2.5)
DLQI: Dermatology Life Quality Index; FACIT-Fatigue: Functional Assessment of Chronic Illness
Therapy-Fatigue; IQR: interquartile range; PSS: Psoriasis Symptom Scale; VAS: visual analog scale;

- ¥ P > spesolimab 24 11 4 > F A EF 8 L 1 v H4iE- 27 2K
).E%i i o spesolimab 2§ 2 =% b w 4R s g | % (urlnary tract infection ) » @ %
B#lenlg-F - tpt a%- 5K 2 & SAE (e fRif g 4 2 2 DRESS
)3 iE— Bk A it % ospesolimab hE = X B s AIIRRIR 0 P AT E L X g RaE
Wi iR o fe xyp DRESS eha & & % 0T & 2% > B8 » * 1945 RegiSCAR =4
Fla 14 » g2t% DRESS - &S & (123 ) F 203 bR AR
spesolimab 5 4 (74.1) w4 L > - GlehF L& JF o AREHRFAFTHE LG 7
S RERAL e

AL ORFELSATH R Jp 4 s TRk £ (present/past and ongoing ) 1

o BTy HORF S PRI ORE S FHOR R Ap I eh ) L i @;l% Mo (2

)]?ct‘ et Fot g B & ) o 8228 IL36RN A FIR %L GPP 3 M > 2113
P FEZE g L 4F spesolimab Bk § R p A VG AR o

Fo & &1 040 M ik ¢ 5%

8 AP M Tk 2% 5 Effisayil 2 A 5 ~ 5E B amck > @ % L T s
fas ISR o KI3E GPP £ =x 8 1% (flare) » ¥ F it 59 - T 5 2 H & oo 42
iE P e s NCT04399837 5 pt i & v GFdp 7| 1 583 £ o H =t » % i Effisayil 1 2.
i W3¢ g3 s Effisayil On (NCT03886246) # 3 2 p v 4 7@ o
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WS s 2 ) & IRTs BT RAR HR R IOF &
PubMeb
Search )
number Search Details Results
{ Search: (generalized pustular psoriasis) OR (generalised 1002
pustular psoriasis)
2 Search: spesolimab 30
3 Search: ((generalized pustular psoriasis) OR (generalised 8
pustular psoriasis)) AND (spesolimab)
Search: ((generalized pustular psoriasis) OR (generalised
4 pustular psoriasis)) AND (spesolimab) AND (Randomized 3
Controlled Trial)
Search: ((generalized pustular psoriasis) OR (generalised
5 pustular psoriasis)) AND (spesolimab) AND (Systematic 0
Review)
6 Search: ((generalized pustular psoriasis) OR (generalised 0
pustular psoriasis)) AND (spesolimab) AND (Meta-Analysis)
Embase
1 'generalized pustular psoriasis' OR 'generalised pustular 1600
psoriasis'
2 spesolimab 87
3 #1 AND #2 39
4 #3 AND 'randomized controlled trial' 17
5 #3 AND 'systematic review'
6 #3 AND 'meta-analysis'
Cochrane library
1 spesolimab 29
2 #1 and CT.gov 3
3 #1 and ICTRP 4
4 #1 and PubMed 6
5 #1 and Embase 21
6 generalized pustular psoriasis 69
7 #6 AND Cochrane Reviews 1
8 #6 AND Trials 68
9 #6 and CT.gov 7
10 #6 and ICTRP 15
11 #6 and PubMed 18
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12

#6 and Embase

36
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TIERRE | AHPY B 43 B
(generalized pustular psoriasis) AND
((Spevigo) OR (spesolimab)) AND
((cost-consequence analysis) OR
CRD 2023/02/06 . 0
(cost-benefit analysis) OR
(cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies))
(generalized pustular psoriasis) AND
((Spevigo) OR (spesolimab)) AND
((cost-consequence analysis) OR
INAHTA 2023/02/06 . 0
(cost-benefit analysis) OR
(cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies))
generalized pustular psoriasis in All Text
AND (Spevigo) OR (spesolimab) in All
Text AND (cost-consequence analysis)
OR  (cost-benefit  analysis) OR
Cochrane 2023/02/06 ) ] 0
(cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies)
in All Text - (Word variations have been
searched)
generalized pustular psoriasis 997
(zanubrutinib) OR (Brukinsa) 28
(cost-consequence analysis) OR
PubMed 2023/02/06 (cost-benefit analysis) OR 526,463
(cost-effectiveness analysis) OR
(cost-utility analysis) OR (cost studies)
1 AND 2 AND 3 0
'generalized pustular psoriasis'/exp AND
'spesolimab'/exp AND (‘'cost
consequence analysis'/exp OR 'cost
Embase 2023/02/06 ) 0
benefit  analysis/exp ~ OR  'cost
effectiveness analysis'/exp OR 'cost
utility analysis'/exp OR 'cost studies')
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