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2022 4 11 AdkET (BB 2 i)

H AR 0 JA A
87399

EESAAEL—TH+—L

HAKRIREZ|EFS 0O IF S0EE4SE 2018 (2019 EF|HMR) (T L THERL

E MefRE R IL-36 LE T4 —F/ 9 O—F LiniRRE
ARY )T T GEFHHZ) &H|

Z’\o t“ | =i 450mg

Spevigo®450mg for L.V. Infusion

R=FFEIT

Zal B | EHFA O3 TV)

MRS, B

A o BB X 5 -
GEERES (EE - BERFORGZEICIVEATLZ L)

oK - & B|12AT7A15mLH: AV Y ~T (B f#z) 450mg

4 AV U ~=7 GExFE#z) (JAN)
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£ 4 : Spesolimab (Genetical Recombination) (JAN), spesolimab (INN)
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EIEA H B a—T 3 — LR HAOF5| & OME— A AREE AR S —
(2020 4 4 HLET)
. BISA U HE 2— T — DMERR O
EHHER G OEARZERE®RE LT, ERAERNRTCE CUF, mI® 2365, E
PRELL C [T - HEAIARAF O BERAE A DY H 5\ B 7 RIS O E A S WA T 3 2 BRI
1T, IRAESCEIC R SN IE A AT 2 ISR R LI ARG SN B 0, RSO EIK
fHHEYEE (LLT, MR) FE~OEHROBIMGFERLEEIC LV EREMHTEL TETND. Z O
(O ERE R A MR AT T H72DOHE U A M LTESRSA V2 B a—T+—5 (LIF
IF L WE3) AN L7z,
1988 £E|Z HAYRBeRAlRme (LAF, HUREE) 2205 2 /N EE RS IF OB, TF fRdkk,
IF LR HZ RE L, £ D% 1998 12 AT 3 /hERRDS, 2008 4, 2013 4212 HyREE
NG MBS IF LR EHOUG 217> TE .
IF FUkZ6H 2008 LAR%, IF X PDF EOE T —# & LTRMET 5 Z LAl eo72. Th
XY, B CEOFERUGET N & - EEICYUET ORILT — & 2B L7z IF 20 2 fe ik
SNDHT Lol BHRD IF 1%, EFELERESRROGEM (LU, PMDA) OERMER
Sl AR SR D~— (http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) |Z CAB S TW5. H
TP TIE, 2009 4 K 0 FIEHE S O IF OF Rz R ks LT I o Z Ea—7 5 — LR
=) HREL, Hx O IF BPIRM CELMTET 58 EENERE L CTEDIEFR - it L Tnd
2019 FOWA CELHBEHDOEFITH O, IF GLaliZiH 2018 AR S 4, Sk [EFRMEHREM
DIRGEIFRIRITEERNC AT DU A BT A & NZBET D15 D=0, £ OFFR A FKE L7z,
CIF B
IF (3 R SCEZOERZMT L, E - ERENEOEBIEREFIT L > THHEEBITLER,
FEIRGOSEEHEO O ONEH, WHRFOZDOFER, HAOZ DO/, FEIREL O IERd A
D= OIER, AR BE 7T 072D OIEWEPER ST AR e R 0 EIK R E & L
T, BIREEN GO RE L, AR D 7o 12 Y34 R 3K 0 G IR 72 XU IR I B o 2 (3
AR ORI AR L TV D AN E R SArEIT b D.
IF \ZRC# 2 T H AL B33 RE L7z IF GUBEEmEIC MBI L, — B il sk 2 B & 7KFR D i
NOERATLH SN D. 2L, MIEGEOMEEIIEDLL L OKURAE B HHYFHI - T -
T R E HIEET IF O FHEL T ARS R0, S0z 5 &, BERSEN Ot S N7 IR IS
FIHZE B DA - Il - BRREAT 2 & & blg, RERMTEAZT LD LWV IRBMlERI>Z &
ZHIEEE LTV D.
IF ORMIIE T —F 2R L L, BEEAETORRITLATIER.




3. IF OFHICHTZ>T
BABARD IF 1%, PMDA DR EH M E BB R O — VI AT RE ST 5.
RO TERRA v F Ea—T +—DMEROFF &) (> T IF 2AFRL - /85223, IF
DIFREEE 2, ERBGICARE L TWDERS IF MERREC LR L E R oW TR
BED MR E~DA U ZE2—IC L VFIAEB OPNEEFTESE, IF OFIAIEZ & 505
Nn. F£io, MREGET SN OHH EoEEEICET 2 FHICE L T, IF PMETSh2ET
ORI, TS PRI DUGTA Z I DN LT SCES, &5 WIS RO E 3K G5 it —
EARSC X0 AR B ST 5 & & IS IFOM IS - - T, BB OWRM SCE % PMDA
D [E I E PR ARE R R DX — U CHERT AMER D 5.
3%, WEMEASZREORAO SN LRI TWD TV, 5 KRR < X0, 2E%
B, TXI. 65 ICBT 2HESIIAREZIT TORWERPEEND Z&NRHY, TOEDY
TNTFAEETRETHS.

4. FIHIZEL TOREM
IF Z HEEBICEBODTRPT ZENTERVERSERIFLE L TEH L TWeZ &z, IF T
BRSO HEGE A 5T C, YR ORI TE UTIRGE IZ 50 D MR - 24675, EI
W EMEH D720 OFMTE R T D & OALE ST 72D, Flfl - REUTITEIES, EFREREONE,
AR O M ORI BT 2 15 O IR S B AR GE S BIRHTEBI 0 A KT 1 >, 3K
a—= R AT T T T 4 AEOHIK E —EREZT S 225820, REFRRIEE T A K Z
A VT, RARIECERIN O HIEE T 2RI oW T, REERENERIEEEN DD
KOG CTTI) ZEIEFAELIZRNESNTEY, MREADA VX B 2—H b OSCGHA
RENZEY, FIHEBON IF ONEZREIELRELOTHDL Z &4k L Tt
2570, REEAENSR LN D EROBFHBILA R L, TORBIEL RikE, ERBSIC
B HHEEMAZMERT 2 Z EITERMORE THY, IF Z1EH L CHEESZEICMiEd 5
LD LTV E 0.




=

I. BiEICEHT 5EHB
1. BRASOBE. ... 1
2. BISOAREEREE. L. 1
3. BSOBFIEMEE. .. 2
4., BEFEAICELTEMTANESEE. ... 3
5. RBEFHRVRE - FRLOFIREE....... 3
6. RAPODRBEEE .. ... 3
0. &A¥ICEY 5EH
1.8 35 B 4
2. — B OB 4
3. BERXRIERMER. ... 4
4. BDFRRBRUDFE. ... 4
5. bt 2 & (&%) XETKRE............. 4
6. BR4, 4, KBS EBEFES............. 5
M. ARSI T %I1EH
1. YEBCSEMME. .. 6
2. AMBRADOBEEHTIZEITAREE. ... .. 6
3. BYRSOERHRE E2E............. 6
V. HAET SHRE
1. Hl B 7
2. BIRIDARL . . ... 7
3. H™HBEMEOHEBREVEE. ................ 7
4. K. 8
5. BAT A E0HHTMEY . ............ .. 8
6. HHOEBEHTICETIREME........... 8
7. RAEERVABEOREME. ... 8
8. hFEDEEZEL (MEBILFEMEL) .. ..., 8
9. AHME. 9
10, BE-A%E. 9
11. BRI ENDEME. ... . 9
12 FDM. 9
V. AEICET 5IEH
1. EERIESIE . ..., 10
2. BEEXIIHRICEESTHEE.............. 10
3. BERUBE. ... 10
4. AZERUVRAEICEETZEFE.............. 12
5. BaERAIE. ... o 13
VI. FEhFEEICEET HIEH
1. EEPHNICEAESHDILEDXRITILEHMEE. ... 35
2.0 BIBERR. ... 35
VI. EYEEICEY 5I8H
1. MAEEDHR. ... . 43
2. EYEERMNSA—S 45
3. B&EM (REaL—>ay) @F........ .. 45
4. W% U 46
5. 4 I 46
6. ft | 46
7008 B 47
8. FSVRKR—H—ICEHTHER............ 47
9. BREHFICKBBRESE. ... 47

R

10 BEDEREHITHEE .................. 47
M., F0M . 47
VI. Z&t (EHEDEES) (CRET 51EH
1. BERBEFDOER ... 48
2. BRABEZDEHR ... 48
3. MEEXRIIHRICEET ZFELZTDER . ... 48
4. AZERUVRAEICEETIIELZTDER . ... 48
5. BEELEKRMIELTOEA............ .. 49
6. BENEREEITIEFICTHTIEE...... 49
7. MBEER . 51
8. Bl & B ... 51
9. BHEBREHKRICREFTSHE . ............... 54
10 BEBE . 54
N, BREDXE ... . 54
12, ZOMODES ... 55
X. JEEREREAERICEES SIEE
1. ERIEEER ... 56
2. BMERER ... 56
X. EEMEIEICEY 5EB
1. BEIRS .. 60
2. BHEIR ... 60
3. AERETOITE ... . 60
4. BHRWEDEE ... 60
5. BERITEM ... 60
6. A—Fa-BE . ... 60
7. EEREERB ... 60
8. AERFGADBEABRUVKIEES, EMEHEI
HEARQ BRGERWBERBR ... L. 60
9. MEEXITHMEEM, AERUVAEEEEMED
EAARUVFORAE ..o 60
10. BEEHE BIiEERAREAEBRUVZTONRN
B 60
. BEETER ... . 61
12. SREHARMFIRICETHER . ............. .. 61
13, BREEO—F ... 61
14, BRIEBWIFLEDEE ... 61
X. X 3
1. BIRASTER ... 62
2. FOMODBEIH ... 63
XI. 8&E&H
1. EENETORERR ... 64
2. BYCHBITHEERIEER............. ... 65
XI. f§ &
1. FA%l - REXZIEICK L CEEERHIMEIT S 2HT-
STDBEBER ... 66
2. FTOMOBEESZE ... 66



[. W23 25 E

I. B1Z(CB89 HIER
1. FAROEE

MR RE (GPP) 1%, JAHIPHIZER O B L EEMIE &, ®ECCHERER EDORHERZ O &
PERER & B9 2 RHMRERE TH D, SMEROEREEIZZEIhZ Y, @MY PR /e
SN2 oA, DAELEARSE, MIMER E 25 &2 LBSERREBICHETTT 22 8 0 dH
% P, ZD7w, GPP ORMHERICKT DIEFICB VT, FRDECHICHEL, BESay
JER DOEEN RN E S DOBBMEN B R BBIN BB L ST
UAEDORFTRIZ LY, FiEMED GPP BETIE, B b ¥ —a A %236 K (IL-36R) DOWNKME
T B A=A NTHL IL-36Ra & 2 — RT 58 (s T (IL-36RN) DOFERERKAER RO b TR

, TREIZEBWTIL-36 DY 7 FIURENTLHE L TN D 2 L0, SO R RHRZA & g L
mww&Eﬁ%TiHA7i@Hﬁ6ﬂ%%ﬁbfwé:&@5ﬁﬁ%én,u3m$QW®ﬁ%
DOFLEHSTNEZ ERHLMNE o TE M,

ANRETY (g AV VT (BB FHRZ)) 1E, XU A=A VTN DAEDSBARE L
Tod B —m A F 36 AR (IL-36R) 245 & 58 LUWERBFO B Mebie R IL-36R £ /
7 a—FNAHRRAICTH D, IL-36R IZFEGTHZ LIk D, GPP OJFEAFICEGTSE52 5
T 5 IL-36R ¥ 7 FIVREER HET D,

AR ICOFRBREIL, WMV T 2015 F XL 0 BItA S, MR A Z x5 & L7256 1B,
SNEH GPP BB A5 L L7255 1 FIRRER, GPPGA R 2 &) & i O 2MEEIRT 2558
D HNDBHE IR L U EHEEILES TR (Effisayil™ 1 3B) 2% iz, Zhb o
IZBWT, AR IVEEFFIRN 512 L D GPP ORMEIRI 6 2 FME NGRSz Z &b,
KENZIBWNT 2022 42 9 AT TH A OIREMEREE (GPP) 12361 2 AMEIEIR OTEHR ] DS TG
N7,

AITIE, MR A Z RIS E LI-ENE R Z J0E L7214, Effisayil™ 1 BRIcSML, Zo
B A B T ENA O BRRBRE R 2 b & ICREBOE AR R 21TV, a3 5 A
WO OFIET 2022 4F 9 HITER Sz,

*GPPGA : IR k9~ 5 ERTIC X 5 2MAUFEAM (Generalized Pustular Psoriasis Physician Global

Assessment)

**Effisayil™ 1 RBR (2 331T 5 IRBRRK & 5 JLUE

- GPPGA GitA=a7 3 (W) DLk, KO

- B RBRE OE (RO SUIHE), KO
- GPPGA 47 227 2 (8 Lk, RO

- (REHRE (BSA) @ 5%LL EIZ R SHELCBEZHT 5

2. SEOERFHETE

(1) 22 =%, Mtk (GPP) I2B95-1 % IL-36R 429 L L7-t MEFik k IL-36R &/ 71—
FAHUERTH D,



. BRI Bd HIH

3.

(VL 2. (1) YEHERAL « fEHSFF D IES )

(2) AE=®E, GPP OAMHERD RO b5 BEEZMGE Lz “HEREEACHEGRBRICBWT

AEINEDRFES NI TOHAITH %,

° 1 HARFICH1T 5 GPPGA I 7 2 27 0 (WARAUICIRIE S R 2 72\ y) &Rk L 7= B o F|
BlE, AR AV 543% (1935 6)), 7T BREE5.6% (1/184) Thby, 7IFEvREHC
%% A IVEEOBEBANE DR EE S L7 (U R 7 3£48.7%, 95%Cl:21.5-67.2, F il p=0.0004,
Suissa-Shuster Z-pooled ¥ 7E) ,

® | HAKHIIITDH GPPGA Bl A =7 0/1 (WHRUKIZIFHAK) ZEk LIBFOEIAIE, A
A IEE429% (1535 6), TTEREE11.1% 184 T, 7T wREHIKT DAY
SEREOBENENRFE S 7z () A 27 3£ 31.7%, 95%CI1:2.2-52.7, F il p=0.0118, Suissa-Shuster
Z-pooled fR7E) ,

®  4AWCIIT D GPPASITS Ak L7 B OEIGIE, A e 2"t 457% (1635 61), 77
TR 11.1% (/18 #) T, HEZENRD HILE L7z (1l p=0.0081, Suissa-Shuster Z-pooled
BE) .

®  GPPGA JIEY 7 A2 7 0 #5kE (AIRMICIFES L Z 220 1%, ASe 2% 7T, 8 H
HIZ61.8% (2141, 12 HEHIIBVT 84.4% (27 ) Th o7z,

(V.5. ERIRRGEDIESR)

(3) MEEVERRRE I D RMHER SR b ABE R ABE I L, A2 2P [\ 900mg % A
LT 2, SMEERSFHET 25 0120%, #IEE G0 1 #H%IZ 900mg 2BNkE35Z &
NTED,

(V.3. HEAOHEDOHSZH)

(4) it
o HARLREMWEM : EEREYYWE, EEBEUE (5.7%)
o  EREMEM :¥97, EXGERYL, % 9FEIE
(VIIL 8. &IfEH DIEZ)

*GPPASI : {7 M I 4 Rz i i £ EEE 5 A% (Generalized Pustular Psoriasis Area and Severity Index) .
GPPASI 75 [%, GPPASI 2 AT NAR—AT A L inb 15% U EM#E L2 &2 KT,
**8 H B DAL TG/, UTASE IWRR L& £l LB H &2 8T,

S D EAIFRIRE

M L
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4. EIEFERAICEAL TAMT N ERHT

. B §
RMP Ao (M. MEICET2EE 6. RMP O | OIEAZBRTHZ L)
BMOY A7 FAMEIEEIE LT | | EEEFEERTEN @EEERT A R)
ERR STV B &M
BoBEMEAHEET A KT A e

s

PR ] F o> B S IE I

5. ARBFHRURE - EALOHRER
(1) AeB&EH
G U R 7 EHEIE 2 RED b, WUNCHEMT 5 Z L,
RIS U R 7 EEREHE
AFND TEHML Y 27 ] (X PMDA R— A= VIZAK SN TN D,
'RMP 2 it H — %)
http://www.pmda.go.jp/safety/info-services/drugs/items-information/rmp/0001.html

2) Wil - EALOHRER
M L

6. RMP O#EE

EERVRVEEHEZE (RWP) O#E
REMIREER

(BEELGRESNEZYRY] (EZELBENIRY] (BEELTEFER]
- 2R RYYE - TEMERELS AP

- A 2RI UE - K= 2 —m T —

- o SR

AT HRAFR
% L

| FRRICES K ZREEHR OO DIEH) | EREICEAS L Y R 27 di/MET2 D OTEE)
EEGREUERAEOHE ) R &IMEETEIDBEE
BEOEERTEMERETY BEDY RV &MEES
EBMOEERTEMEREY BMDY R &IMEES

- TARIE AR A - THARIE PRI X 2 5 Wit

- R S R A C ERREFE T EM GEEMAT A F) OfFkE
ANEICET HRE - HEBROFEOHRE et
UL

BATOTEHIE, MATEGEN ERESERE AR P ORI TR~ — Y THEB L T 72 &,



0. AP 2IHE

0. AaICBET5IER
1. /R & %
(1) #0 %

A A R 450mg

2 #* A

SPEVIGO®™ 450mg for I.V. Infusion

Q) &FDHE%
—54 @ Spesolimab & Invigorating Z #MF 5872, Invigorating (ZIFRPIK, E/1EH XD EWND
BRRH Y, BRRB CHEIESNTZARY VT OIRFENFICE Y, BEEZE TS LDRE IS A
ERENOIRL, HxOERE~OIEN 2525 Z LICEBRTE DL 912, EOBWEIADT,

2. — & A

(1) % % (@%%)
ARV V=T (B z) (JAN)

2) * £ (@)
Spesolimab (Genetical Recombination) (JAN)
spesolimab (INN)

B R F LA
£/ 7 a—FLHUE : -mab

3. BEAXITTHR
449 BT I JERFERENGR D HEH (y1 8) 2 AR O25 07T 2 JBEENS25 L#E (x #)
QARTHER SN DHES R0 'E

4. RFKXRUDFE

7312 1 CoasoHoossN173602012846 (5 2737 By, 4 AREH)
¥ 9 149,000

5. b ¥ £ (mAE) XEXE
ARG ARV )~ T E TR AP E A v —a A, U362 FKE ) 7 u—F PR THY,
ZOFMIMERERILZ~ U APURICHR L, Zoftude N 1gGlL IZHXT 5, AV U ~TE, Fv
A == ANLZZ IR KV EEE SN D, ARV U= TE, 4907 X BIKENG2 %
HE (y180) 2 KR 215 HOT X /R H/725 L () 2 R TR ESN DY v X0 B
(5318 - £9149,0000 TH 5D,



0. AW 25HE

6. ER4A, AA, KBS, EESES

B3 %5 : BI 655130



. A4 5 HE

M. H3SICEY SRE
1. YEEPMEE

(1) 58 - R

A~ AOEH TP AT BT 5K

2) & f#& %
AL LR

Q) & B %
GASROANA

@) MR (PER), BR BER

LR L

(5) EAIEEARRERE S

BEARSANA

(6) HELIRHK
ML

(1) Z0fthoELRMEE

pH : 52~538
ZHE 1 125~165 mOsmol/kg (K T2 {5747 L7284

2. AMBSOERERTICEITHREN

B RAFSME TRAT ] (SRS RAFTEHE
WA -40°C 36 4 A RSN 2T L A
AR 5°C 12 7 1 B e
W AR 25°C/60%R.H. 67 A 1 5 H CHLEEGER A

BRI L 7e o T2,

HEEH « PEIR,

3. A OHERDHARE EEE

e BRL -

FERE SO TR SR E T

BB, pH, ARH—M, MERER, AWIENE,

Wk a~ 797 4—

FE IR




IV. A4 5IEH

V. #EIIZEEI SIER

1. #l i
(1) FIRDRX5

FITE « ARPEEES A

(2) EFDNER TR
PR - IR~ A OB ST DT NICHL At e BT D

Q) #Aa—F
GASROTANA

4) HWE|OYHE

pH : 52~58
ZiBE : 270~350 mOsmol/kg

RBEL 1

(5) £ itk

1

NA T NVNEITHEE

2. HEN DB

(1) ARES GEMERS) DEERVHMA

HR7E A~E TR FHE 450mg

EERIp%an 13471 7.5mL H -
AV =7 (GEE B Z) 450mg

Al 134 7L 7.5mL H :
{27l WA L7/ 40.5mg
TKHER 2.4mg
RSt 386mg
L-7 V¥ = et 39.5mg
FY Y b— | 20 3.0mg

AFNTHUEFOBR KA ZE L CRELE SN TERY, REEET 11 7% 8mL ThH 2,
AKENL, FrA=—ZANns22—Ji0MRE W TRIES D,

(2) BREFORE

B L 7R

Q) B8

M LA

3. RABRMRAOHERRURE

L7



IV. ARSI 5IHHE

4. A

%Y LR

5. BATSHAREMD & 5 KMW
s TR R A
H RO H A

6. RADEREHRTICHITHREN

K| (AR ‘i@?ﬁg Y RAFIAE
EHIRL 5°C 36 7 1 Bk P
Hih .
ISR 25°C/ 12 4 30 A CHERBp R | P77
60%R.H. Feoteo 1w A E TN T TV
HoT, ﬁZ#
W | 40/ 6hH | 0SHATREEROMER|
gitgﬁ 75%RH ‘\%ﬁzﬁi—/ﬁ%% & fci/) f:o 7 U y7°
Y | s 1205 oh DL | RE M, MUERBROAEYD | %y o
(72 O/ C7) 20O 1 |- | TEIEA LRSS & 2 o

HIFEHE < MRIR, REE, pH, NATERY), NAEMERKIT, A8, MR, EWiEE,

E5%

7. AMERUBREORTEN
KN OFRFFVERCTEZ EHE T VL1, #H FoEE ] OHEBR

R DL E
RFN A AEFRER IO A THRIRL, AV Y <7 EN 3 mg/mL KON 12 mg/mL & 72 5k % i
L, K% 5°C T 24 B 1T 30°C T 24 BFRRAERIS, 3BT CA v T4 v T 4 V¥ —% @

LRI G Sh D 2 & e Lo e el 2 58k L 7z,

IREE RAESRME R R il A

3 mg/mL 5°C, 24 W[#] 3 Il AFRIETRELE D S OEENI R o T,
30°C, 24 IRl 3 Il A BFRIETRELE D S OEENI R o T,

12mg/mL | 5°C, 24 F§fi] 3 Il NG Y N A ey
30°C, 24 FEfH 3 IRpf AU D & OB IR0 o T2, Ay

PR B S22 X7 g
MWDK FIZA v TA T 4 VE—TRE

iz,
HIETE R : MR, BB, pH, NEMERY), RAEMRRI 1, RE—ME, WERER, EWinit,
JESRES

8. il DEAZL (ME{LPMEL)
M TR L




IV. A4 5IEH

9. Bt
AR

10. &3 - A%
(1) EEPRELGRSE - 8%, NENRKREES - ARCHT H1FR
A L

(2) @
7.5 mL[2 /34 T V]

Q) PHREE
M L

4) BHBOME
NAT IV T A
=N A ) 2= N
TV T Xy TIVI =T A
11. RlgiRtShHEME
YRR L

12. £0fth
BN



V. BRI 5
V. ARICEY HEE
1. FHREX IR

4. MEERITHER
RAEEEZEICS TR MERORE

(fiF0)

FEI BRI [R R T ARBR AR AR (1368-0013 3XBR) CIX, HEEFEEN) S HE OSMERIER S 2 51 5 B
WOE (JLIEAY) (GPP) HRE 53 6% 2 : | OISR TAAIRE B56)) &7 T7wREE (U8H) 12T 4
2MEEIIT L, 53 BIRBICIERIEZ G- Uiz, BARANEER L 2 B CRAREL O 7 B REEA 1
) THoT=,

FEAEMGTE B X, Week 1 TORIEMEMEMEHME O ERTFR SR (GPPGA) MG 7 227 0
(B2 L) DR E Lz,

HATOER SN (GPPGA OGFFA 27 2 3 LLET GPPGA BER Y 7 A2 7 28 2 LLE)
(2253 % Day 8 IZIEEMDOAFA] 900mg OFARNE 523215 Z LN TE T,

ZOFER, K| 900mg D H[AIFRARN 5% 52 1T 72 48R3 TlX, Week 112 GPPGA BV 7 227
0 %R L7-#5E OFIG (1935 61 [543%]1) N7 7 vAREE (/18 ] [5.6%]) LIE_THEIZ
B, UARZEZX 487% (Al p=0.0004) TH DI ENRIN, AFOEKEGIX, 778ARL L
LT, 5% 1 B0 R EIEROERICBIT 5 FERBEI RSN, £, AARAR
BRI oW, EEIMBEE T 5 Week 1 50> GPPGA &7 2 27 0 I3AFIREO B (1
Bil) 1FER L, 7T RERBEOHERE (1 6]) TITERSh o7,

FEFEAMIE B CHIER SN AFIEER G ORHMIE, 77 B RIS T v & AMEEIM T S, Day 8
ICARKIDOIFEMIE G 22 TR ETHRONEHR CLR IN, AROIFERELG 22T
T RBREED 15HI0 5B 11 (73.3%) PIEOHEEZER LTc, 7o, AFFEIZT & L10H
1 &, AFNOFIRNBEG 25K 2B (Day 1 DA, Day 1 KN Day8) F7=#5rE 355D 5
B, 216 (60.0%) DR A Week 12 F TITEER LTz,

LLEX Y, GPP OAMEIIERICK L TARIOEWAMEITENT Z LD, AHIOHE T2
R [EMEREIC T 2 aMER O] LRE LT,

2. MEXITHRICEET HEE

REEN TV

3. AZRUAE

(1) BERUVAEDRESR

6. FiARUVA=E
WHE. RAIZARY U ~T GEEHHLz) & LT, 118 900mg % SfifiifiEd 2, 728,
AMER D EE T 258, PRS0 1 HF%IC 900mg Z B E545 Z LN T 5,
(fifEs0)
VI 11. @#H EoiEE] OHESMR




V. IBICET 2 E

(2) FAERUVAZEOHRERE - B
ARENORER ORI, BEEzE GUESD (GPP) O@tElERIcxt3 2 EE RS 1 FEE
PRERER (1368-0013 3kER) OFERICESERE Lz,
1368-0013 sABR DB 58 lE, fEEERAZ R E L2505 TR GPP B 2 xR & L7258 1R
B (1368-0011 #lR) THOLIIZHILIZ K- TERE SN2, 1368-0011 FERIZIVNT, 10mgkg D
FENEIRE, PEED GPP BE (N=7) IZBWTEEN OB RAREN RS, BEERO
HERAERGIIRD Lotz 212, TR TOWRE BAFNK L TR IS E R LTz,
X512, 1368-0013 RER TIX, (KEN 70kg B2 2B F &2 VY 7 b— N T DR EHERT D720
& FH & C 900mg FRIRNE G52 B IRT 5 2 L 3% ThH EEZ b, ZHUE 1368-0011 R D
PG (628.9mg FHIRIIR L) L0 bEnoTo,
SV GPP OB OEEMEZBET D L RHOIRENRLE LR D 2 L b, 7T ERITHEESIC
F AT DN BREDORR ST, $ﬁiﬁ¢%CJUHTBﬂk%%T%OT%,%ﬁ%GN@
FER 3L L TV 250 QRBRFERFHRFE CER SNV EEL - 58) 121%, 1368-0013 3K
BhClX Day 8 | 2|§§U900mg%LjJHTH%HJRW&5'§“Z)Z]“7 VarEFRITAIEDBMNETHDL EEZ
bivlz, AHA| 900mg ZFRNE G- L7z, 1 8M%IC 2 BIHO®RLG2179 GIERAH27056)
LU AL, H TR (1368-0002) THER SN LZRMEDOHPANTH D (FK 20mg/kg &
BRI G
1368-0013 5B TIE, AFBHCEMELL ST 35 B0 5 B 23 HilE 2 [BIH OAFIE G4 L8 L&
P12 FE 2 B HOASEGEEZSEL L, 1 [EORE5OR TG 2 R lERE N 5
—5TC, 1 EOHEGEOHRTIIHER 2 ThH 72728 Day 8122 [0 HDOAKIEG 2 0E L L=
BB BIHMELTZD, ZHOOHEBRE BN TY, AMERRD 6T,
FE72, 1368-0013 FABRTIE, Week 1 £ CICHEFZIHERAEFR LRI L HEBRE ORG
IAAREL 7T B RBECRRCThH o7z, BARAERE L 20 L VETHL bOD, FBRoOK
(53 ) OREMNT 7T 7 AL g U CERRIICHE & 72 5 LZRVEOFT RITA B v o7z,
BERERR N 25682 & L7255 TAIRRBR (AFE LA 1 1368-0001 765 K2 OF 1368-0002 #85%, H A A : 1368-0009
WBR) CEYEREICH T D RIEEORE I LN -T2, 1368-0013 RERDT — ¥ & & TeRE
IS B REMRAT A3 FEf S, GPPBE TH, HMBIRBICKIT 2 RIBZAEDEEN RN & HRE S
iz,
PLEX Y, 1368-0013 RERIC W CTHIEIEE G S 72K 900mg i b LR ETHY, &
7z, Day 8B HUGENAR TG BT 2 M HOEG N TH D L&, AFOHIEROH
®x A, JRAIZAXY Y ~7 GBEHEBZ) & LT, 1F900mg % AlEET 5, 723,
BV RS 254121, YIRS 1 ER#ZIC 900mg Z BT 252 LN TE 5, &
E LTz,
TE) AHIOER S NI REIIBE, FAELVCHARIIROLEBY Th 5,
T PERERE I 51T B BNEEIR Otk

WE, RAIZARY U ~T (%) & LT, 11E900mg % S\iET 5, 7ok, AMHER
T 2% A%, PRS0 1 #E#%IZ 900mg Z BN 3+52 &N TX 5,



V. {ERICEAT 5 EE

4. AERUVRAEICEHET HIE

1. BERUVRAEICEET 5
SWHERD R T 2 58 3R G0 1 WFEZRISERS 5 Z LR TE 50, YRS
5 2 BRI R S35 DIV WL, IRRETE 2 EREICEE 52 L,

(figst)
KENDOFETH 2 BMEHORREZBE L, BETORERNESEITRE LT,



V. IBICET 2 E

5. ERPRAGHE
(1) BERT—F2/1\vo5—2

1) FHRER—R

. PIES y -
JE HERT A e H ik -
BRI (B AN P 51
o5 1 AR HER, 8007 & | R A Hydhhe | FRARPYHLEE G
1368-0001 Lk, HERENT 7€ |78 rge s AR Y =T
(g5t) RSt )5 0.001, 0.003, 0.010,
0.030, 0.100, 0.300,
1, 3, 6, 10mg/kg
7T R
9 1 FRRER WATHERI LR, —HE | fBERA HEEhie | AR B
1368-0002 o (RE&G) SUEH | 40 Eraesuun AEE G X— | 4
(Hgsh) B (HEEEE), & )% R GE 1 [E)
ST o H ME, & ARV =T 3,6, 10,
FEN T 7 B AR IR 20mg/kg
77BN
HA[E e S— R (H[EEES)
AR =7 20mg/kg
7T'R
5 1 FHERER THER, 7oA MME, | BARANERRL | EWERE | RN EE S
1368-0009 FAEMNT TR |32 (32) freel i AV =7 300, 600,
(st (i) ) 1200mg
7T'R
BT HE G-
ALY U =7 300mg
77BN
5 1 FHERER IFEMH GPP 4 Ak B RPN B[] 2 -
1368-0011 7 A 22 Y =7 10mg/kg
([EIBEIE D) @R
T y—<a
7T A
FUAHRER | “HEMR, 7 ¥ Ak, | GPP BE B FRARP HL[E] 45 5
1368-0013 7T Rt R 53 (2) Erae ks (k&= L= 84E, 9
([EIBEIL[R]) B, Rugi b 280
Effisayil-1 Tx7)
ALY U =T 1 900mg
7R

(KEREFERL - 202249 H)



V.

BB 5 IHH

2) ZEEE R

s POE
o A W | AR A
(HAN)
55 1 AHBUR IEE M, WATHEM L | R SEEHE | T HLER G
1368-0003 i, HEWE, ~vF |36 Ereelid A~ Y =7 1150, 300mg
(Hgsh) RALT FH A FRIRN B[R $ 5-
A =7 1 300mg
55 1 AR FEM, vvTF N7 | BERA Kyghhe | R THERE (G5, A4
1368-0029 | LT THA 48 ZAE | OB, KERE)
(Hg5h) A~ J~7 1 300mg
RS (A ORI
ALY U =T 600mg
5 1 FHFRER HEEMH HOE N BE R | SEEhRE | BRI R
1368-0043 IDYN ek AR Y =T 1450, 900,
(st (HPIE)) 50 1200mg
B R H RS
A~ Y =7 300, 600mg
FIAHRER | “HEMR, 7 ¥ b, | GPP A MERE | K TS
1368-0027 A i S 6 Bk 2R Y= 1600,
([EIBRI[R]) rges(is 300mg q4W
Effisayil-2 A~ =T 1600,
300mg q12W
22V =7 1300,
150mg q12W
77 'R
FRARN 3 G-
A =7 0 900mg
BIAHRR | REIRG GPP &% B TS
1368-0025 1368-0013 5B K& O 39 frge=Xis AR Y =T
(EREIRE]) | 1368-0027 FBRDN 5 D 300mg q6W X 1% q12W
Effisayil-ON | #17 FARN 5
ALY U =T 1 900mg
% la FHERER | EEMH ucC B# FRNHEH | BRI G, 128/
1368-0004 8 Erae s (43818)
(g5t) YERBER | AXY U ~7 1 1200mg
55 W FEEAER | —EEM, 7% 41k, |UC BE A3 IR 5
1368-0005 7T R% R 98 LAk 2RV =71 300, 450,
([EI BRI [R]) 1200mg
77 BR
A BEE (300mg ) XX
1238 (438%)
B la fHERER | —HEM, 7 ¥ Ak, |UC BF Ak B AR BE G- 12 3
1368-0010 77 AR 22 Ereel i (4 F 1)
(k) 22 Y =7 1 1200mg

7T R

qdw : 4 BRI 1\, q6w : 6 BRFIC 1[E], ql2w : 12 BRIC 1A, UC : {GEMEIEEM MK, GPP @ IRt

g (PLE)
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s PIES
o BT W | AM 4 5
(AARN)
% la fHERER | —HEM, 7% Ak, | PPPEE Ak B AR BE G- 12 3
1368-0015 A i 59 Eraesuun (4 # %)
(Hgsh) HERE | A2 U =7 1900, 300mg
Ty—wa | FTER
7T A
o5 1Ib AHRRER | “EEMR, 7 ¥ 41k, | PPP R BEE | TG 52 HH
1368-0016 77 & R %R 152 Ak AR GA 1R, MR
(FEBEIEED) rgenxis % (4m T 8 )
A =7 1600, 300mg
7R
BAHRER | RIS, ucC ¥ Ezz et | Bk E G-
1368-0017 1368-0004 5B K T8 68 Ak 2 Y =7 1 1200mg g4W
(EIBEIERED) | 1368-0005 #RER 5 D R T E.
BAT A Y =7 : 300mg q12W
5 336 1 [H
% lMa fHEABR | “HEMR, 772k, | AD BF e RN 5, 16 EH+16
1368-0032 PAVA i) opiic] 51 frgeel i N |
([ET BRI []) ALY Y =T 600mg
7T R

PPP : EWMESE, AD : 7 b B —PERE %K EFERFE R 1 202249 A)
) AHIOKRS NI AREUIE, FERVARIIKRO LB Th,
JETE PR R RE LS J3 T B AEIE R Ot
WH, RACIFEAY V)~ (Blaf#Haz) & LT, 1E900mg & SiliET 5, 22k, AMERN
Bt 25 A L, PR G-0 1 E~#%IC 900mg & BN 535 2 E R TE 5,



V. {ERICEAT 5 EE

(2) BRAREEIREER

1) fERER A B (78 fi) Zxige & U7 HiENE IR B 538 (1368-0001 35 (UMEAT—%) 9
TR N B2 %512, AV U ~7% 0.00lmg/kg, 0.003mg/kg, 0.010mg/kg, 0.030mg/kg,
0.100mg/kg, 0.300mg/kg, 1mg/kg, 3mg/kg, 6mgkg, 10mgkg O HE THEFARNES Lz L &
DMK OB & MF LTz,
TEBRHER T C, IR Y R VR BRIE & KRBIR &V &Il LA HFF 4 (FEHEHE) 13
78 R 11 1] (14.1%) \IZHBL LU T2 (A2 ) <=7 :8/58 51 [13.8% 1, 7T &R : 320 #1[15.0%]),
b X< HONTZRRERD Y OFEELIIFRE Ch ol (AXV V=7 5584 [8.6%], 7
SR 220 6] [10.0%]), BELNE, ALV U TRETIE S8 FI 2 4] (3.4%) IZHBLL, 7T
BARBECIEWRE SR o7, BEREMT, BBEER G T TORREERD Y OFEFGORBE
BTENTR L, HEERFETIRO bR oTz, BEERAEFRORIUIR) -T2,
LEWICET B HRRE, A2y, KO 12 FHELER (ECG) ITIXME L 72 528 ki
RO BN o T, RPFTRAEEORETIE, FF 5 GIOBRE ICHT AR b len (REBRER G-
ATOFT R 1R &2 & Te), & & ORIEIIFED b v~ 7=, £7-, QT L TNQTCF k@, L% (HR),
PR fElf@, QRS EHEIZOWTIL, WINOEBREIC B R T N E T RIE o7z, RSB
WERHFIZH T, 10mgkg £ TOHBETANLY U~ 7 2 HEFIRNE G Lz L &, ZetE Bif
IR BB R ST,
AR Y =7 OIEGERE (AUCh, KO Cha) (F, 0.010~0.300 mg/kg O E#iFH CIXHELZE
ZTHEANL, 0.300~10 mg/kg O FHE&iFH CIXHEIIZIEHAI LT L=, KA (0.010~
0.300 mg/kg) TIL, EAIMTEMEDOEYHEA (TMDD) (ZES<BEREE —F L7z,
) AFIOAKR S I RE I E, IEROCHRIZRO EBY TH 5D,

RS PRI 51T 2 PRk O s

WH, RACIFEANY Y ~T (@a#Haz) & LT, 1 [E 900mg % S8iET 5, 2k, SMER
DR T 256 11E, PRS0 1 #HE#%IZ 900mg 2B 3+252 &R TX 5,
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2) fERERABYE (40 Bil) Z %5 & U REMEEIRN P 5538k (1368-0002 545k) (UMEAT—%) ©
R N B ARSI, AV U ~T7 % 3mgkg, 6mgkg, KO 10mgkg O & T AEHiEEH Ik
WG LTz & & OREER OB E G L, 20mg/ke & B K OREFIRNE S Lz & & 0%
EXCY AOSVN R A By
TRBRE & RURBIR B 0 OF FEEGORBEG K ORI, 20 mg/keg KB G CTHOEEL Y &
AR B H, ZIUTEICERICER LT\ e, EEREEFRIIRE S ARnoTo, FHEKE
PEOFEEFEFELIAONT, ZOMICBET DR RE, NA 2P A, KOECG %, ML
725 EAGITRD B h o Tz, JHFTAEMEICE T TR 2 R Lo oI5 TR G R TR &
BT <, HEKRFETEED bivieho7c, RFTARMEICE L CHREIZRD b inol,
e AN BIEIC BT, 3mg/kg, 6mg/kg, KON 10mg/kg DAY VY < 7 KEFIRN& 5, I ON
20mg/kg DAY U~ 7 HE K OSAEFFIRNE 513, LR BIFRARMEZ R LT,
x«/)v7@%$aif%ﬂj_~mmyg®m§ﬁlfi%%ﬁﬁ@&%bf%%bto

4 EMOEE T, WIhOHER L EFRREICE L olz, FEREIIT X COMHERTH
BThHhoT,

) ARFN DA SRR, MELACHRIERD LB TH 5,

TSI ME AL Fo 1 B MR O Bl

W, RANCIFEANY ) ~T (Bfa##az) & LT, 1\ 900mg % SilEET 5, 2k, 2MAER
DEHET H5812IE, PIEEEO 1 EM%ZIC 900mg Z B EGT 25 Z &N TE 5,



V.

BB 5 IHH

©)

RERIGERRE
EPNE LAERBR (1368-0009 #kER) 7

Hi fEE 0 AN BB E ki85 & LC, ALY U~ 7 0 B [B W4 5 R N B¢ - 2 OF
BRI PR GREO M, AR, ROSEYMEIEL R 5,
REBT Ay | ZHER, 7oA Mb, 77 ARE (HEREN)
PIE fatRle H A N Bk 32 f
TAEPUENE | RN 20~45 1%, RKIEEL (BMI) 2% 18.5~25.0kg/m® DHEEE H A A 5 M5
B 59715 AV Y =7 300mg, 600mg, 1200mg XIL7' 7R % miEERE, AV VU~<T
300mg XIX7 7 AREZK FIECTHE®RS Lz, 74+e—7 v 7HIZ, Z0%
148 HFl TH - 7=,
FEHMEEE | AR L RERRD 0V OFEFS 2 RE LI-EREDOH (%)
RIEHIEE | - §FURA G-
AUCq.c, Cmav» CL, MRV
- TR HEE
AUCO-oo&U{ Cmax
ZOMOFHE | AEFS (FHERETRD ONERNICE L R 52 &), LZarkich
HH T OERRA, 12 FFE0ER (ECG), Hi ECGE=% VU 7, KUA X)L
T2 (M, WRmED)
R 71 FTRTOFME B IZOWCRIBHFHE LA F I Lz, AV U~ 7 OHEBIPET,
EFET VEAWCTRFL, HE 0 95S%EHEXM (C) #HH L=,
(LS HEFIRNEE 5% DAY U~ 7 OEEBE R (Cpax XY AUCq..) 13X, 300~1200mg
(BRIR S | O HEFIRICRBWT, FHRICEE L THEm L7,

300mg DAY V< TR TFHRGAZ D Cpox U AUC..1F, 300mg FRARNIE G-1% D
Ciax XN AUC) . DFNFIN 323% KN 73.5% T o 7=,

EYEBE/ NS A —F

AUC,.., [day * pg/mL]| Cpax [pg/mL] CL [L/day] Vg [L]
gMean (gCV%) |gMean (gCV%) | gMean (gCV%) | gMean (gCV%)

300mg i.v. 1890 99.7 0.159 6.19
(N=6) (19.9) (10.4) (19.9) (18.1)
600mg i.v. 39307 193 0.153* 6.97°
(N=6) (18.4) (17.9) (18.4) (11.9)
1200mg i.v. 7060° 400 0.170° 6.60°
(N=6) (18.0) (12.9) (18.0) (11.6)
300mg s.c. 1390 322
(N=6) (24.8) (21.8)

a N =35, iv. =intravenous, s.c. = subcutaneous
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S
(zzath)

HERES 2T, 32060F 561 (15.6%) OWEREINRBEHIM DR &
| DR EFELEZRE LT, AV <=7 300mg, 600mg, KT 1200mg #k
WEGEETIE, B 1H) (16.7%) ICAFFRBEBL LI, AV U ~7? 300mg
FTFEREGHETIE, WThOEREICOAEFEFRIIRI LR o7, AEFROHE
BEISIL, AV Y~ T ERGHBRAE TITRERT 12.5% (324 ) T - 7=DiTxt
L, 77 REGHBRETIZ25% 284 ThHholz,

TRBRFL Y EATIC X 0 IRBRIE L ORIRBIR S 0 &5Hl SN AFFGIL R0 o7,
Fio, 1 (FEHE) 2R T XTOFEFRRIRECTH Y, HEOFLOREIL
inol, AEFGZONRIT, SEBIRDET, AV Y~ 7 RGH5E 1% Nk
YER L ORAERIE ], [E%, PEBIOWEAIHE], KO [HE#HRE L O%
GRfEIEE ) THY, T eRRGEBRE X TEEES), Tk - 2FEER
KOG OARAE ), KOY TREkgs, MElis L OWERESE) Th otz
BEDAEFZIIRE SR o7,

LZEVEOREIRE « Z2MEICET SRR AEOFHECIE, TEBRER G T TR
FCRIE & R AT RO b o Tz, AV U <=T kb SN 4 2O#L
FEOK 1~26c7 VT F o —8n EHRRO LN, b, EREY
PERTZ & 0 ERRAICHE E 70 5 L s T, AEFRG L LTHESNehoT,
RNA BN A v BRI EOHER D, AV U~ T R5%12, IGEInTE,
JEAEIAME, K OWRFAER D RAEHI 72 ISR S e o Tz,

ES
(L)

e H A B MR 24 Bl % 5t 41, A2V ) <7 300mg, 600mg, K T 1200mg
HEIFARN G, XX 300mg & HLEI R TG L7oRE R, Rtk & BAREN
BENT, £, ARBRTIE, BEMICHERERORFESGIIEL, 1BBRIER S
T CHURMICIE L 2 2 B EFROFBUIRD b o7,

FIRNEE G5 DAY U~ 7 OIRFEEIE, BFt L7z 300~1200mg £ To &
FHIZHWT, HEICHHI L THEM L, 300mg Z K PR Lizt&nA~<y )<
T ORI FT A TV T 412 73.5% Th o 7-,

) AFNOAR SN ITHE, AERKOAREITIRO LB THDH.
BRI REREC 33 1T D AR otk
WE, RAIEARY V<7 (@aFfz) & LT, 10 900mg & mii#iEt 5, 7ok, APk
Frgi 4 256121, WIEHRG-0 1 8% IZ 900mg 2B 5325 2 L3 TE 2,



V.

BB 5 IHH

(4) REEAIEAER

1) BRI
[ [F 5 1 AHABR (1368-0011 #kER) Y

HHY

TEEH GPP BBEZXR L L7z A Y U ~ 7 BRI RN & G- O 21,
Hwghie, 7r—~ay /) I7 X, ROAIMEEZRRT 5,

DA,

BT A

FEEMR, B

ISES

EEhH] GPP & 7 4

T RRPULUE

187% (HARTIX205%) ~75 DB L THY, (i) GPPBEEDRGENH Y, FEE,
HESJ0E, PR, CRUBMERE (CRP) #4MN, XIX, RAMmArhekEinz L5 [
MEREANSZRD HT- 2 L35 5 (IL36RN O EEITRTH20), (i) HLBE KL UV
F MAZ A (BSA) D 10% LA 112 K& 55 GPP D@ WIEIR 23 A 515, (iii) GPPGA
AaFNFEED FOBRE, A7V —=U TRET, LF A FEO/ T A B
Ut — MZ X DRE LI fERRIEE 4 B EZ0 T2 0y, SUTHERRRTE
ERLSZIT TN E2EMEE Lic, TXTORE, REBRWIRY, A7k
HEEFERA L2 R 6o Tz,

Fh5I51k

ARV V=7 10 mg/kg OH[ELETFE, Z0#% 140 H 208) MO7 w2 —7 v
—

FEEHIRE

BB L RBIR S O FEHZZREEL L2 BE O (%)

RIEHILE H

*+ Week2 T Generalized Pustular Psoriasis Area and Severity Index (GPPASI) &t
AT DR—=RAT A UINEDOELE (%)

* Week2 T GPPGA &FtA =773 0 (HK) T 1 (IFIFWHEK) THLHEED
A

* Week2 T @ Functional Assessment of Chronic Illness

(FACIT-Fatigue) A7 D_—RA T A L inbDOELE
- Week2 TOEREIRRT 1 7 RE (VAS) AT DR—AT A b OEAE
* AUCpo. X T Cax

Therapy-Fatigue

fEtiT ik

L, HYENRE, M O ORI B 12>\ CREBHTET & 2 IV TR L7,
IEA e R E I EFHE S Y, i S e o7, TREEEITIE, Week4 DRFT
DEFER VLT — ZIZOWTEE S 4L, Ehis Sz,

ES
(A 2htE)

T _RTOENEORBIRGHEE B 22\ T, Beh4 2 #H ORI TIRIFEZN R R X

iz,

* Week 2 TP GPPASI ARt AT DR—R T A LB DR ROFEEEIL, K
AT R S4ER] (FAS) T 73.2%, IRBRIFEMERTEE#EG4EM (PPS) T 73.9% T
bV, BH%2BEOR CHREADERNHFICKE L2 RSN,

* Week 2 TP GPPGA At A a7 MR 0 XiL 1 THo=HBEFEDEIEIL, FAS TiX7
ip 5 5 (71.4%), PPS Tl 6 Bilrh 4 6 (66.7%) THY, 60~70% D EFEMN
GPPGA DOFHl < IH%e) T NEFWHIK ITELTWD Z RSz,

- Week 2 T FACIT-Fatigue 2 1 7 D— 2 T A 715 DZEAL D IFAIEIE, FAS
T 123 (EHERZE 10.1), PPS T 125 (¥R 11.0) THYH, EHEHZ 2D
RE A CHRER AR D & DI 55 DUENFRD bz,

« Week 2 TOIEIE VAS 23T DR—ZF A b DLV EDFEHEIL, FAS T
—-45.9 (FEHERZE 32.3), PPS T-50.2 (E¥E{RZ= 33.1) ThbH, EHEZE2HED
W TR R I E R D 8 5 758 DI 1358 BTz,

S
(g R )

AUC. B8 & Lz A~V U ~ 7 OIRgERIE 1330~3910 4 g-day/mL OFEFHT
bV CGRTEEE [gMean] 2350 ug-day/mL), HAORREDITHOEXNRD LI
7o (BMTZEEMEI [gCV] % 41.1%). —77, Cupu 1% 166~228 1 g/mL OHiH T
—HLTEY (gMean203 pgmlL), IXHOXF/NE0o72 (gCV% 11.1%).,
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ik THOBEREN, BREERG T TOR LS 1 FOEFEFLERBL LT, 1R
(2 4E) HERRRRS Y &b S oA FEFR (FEEHEE) 13, 7 619 4 61 (57.1%)
ICRBL LTz, 1RBRIER G FTRE LT N COREFEFRRIT, BENRE IHh%
EThy, BEEOELRIRI Ll olz, TRCOEGIBIEMMK TR E TIC
H, XIt+am7ke7+v—7 v 7 MTbii,

b LS AONIZAFEFLRIT, SEHRSETIE TEGERL JOFERE] RO
(A HRBE LU AGHMRES) ThY, T2 4 BIZRD b, EAGET
Kb L ADNIAERGE, BEW G#) THY, kT, ERGEYE, E
FE, RAYMETRIE, GAFERERIGINAE, R ONBIBHAE 2 BICHBLL, Z OO RARTET
TARTHENVFOFKBITH T, £7o, 1 BIOBEITEEDENIFE D KIS FED
bivle GEAENICRATRRBVER A Uz) 2%, MEALE CYEA Lo, AERI,
TRBRH Y RIS L 0 IRBRIEE ORERR S 0 &l S iz,

HERAEFRS, BOERTAASAERRIIRESNR o7, AEFRITLY
IR Z L LT B IV e o 7z,

it GPP OAMHIERE R L7z 7 D GPP & ICBWT, AV U~ TIL4ET,
(FLw) Bl AREEZ R Lz, TNHOEEE, AV U ~<7% 10 mgkg OHETH
EIFARN G- S 4, & 54% 140 HEORFREMEOM 7 + 2 —7 v 7 Sz,
TR RN & 0 IBBRE & O REEIRH © Ll S oA EFSR (G
H) 1%, 76 4 plCBL LTz, 163K T C, BEOHEFREACHERAE
FLIIWE SNT, TXTOREDBIEHIMKE TR £ TIZBEE Lzdy, Xid+5
7 A —7 v T TIT,

AN D BIRFEARIE B Tdh 5 GPPASI & 3F 2 =7, GPPGA & FtA =7

FACIT-Fatigue A 27, MOYLHR VAS 2275, HE# 2O T—EHLT
RO TR S T, TRBRY AN X 25 (GPPASI, GPPGA) K UVE
FIZ X DM (FACIT-Fatigue, %8 VAS) OV ThH, GPP OIERMAEIEIC
SE L= & GRLBE, KOS O FEIEE RAEREFEORY, KOVWEANZ
IEIHLL, WS, BEEMICERD H D5 LM ORY) R EhTz,

AUC, IR L LAY Y~ T OREREITBEICLI DI 2ENKRENoT
(gCV%HKI 40%) 7%, Cpax 1T LV —E L TUNZ,

) RANOAR I NIREXIIE, MELXUOCHEITIROEBY Th 5,
NS MR R L 3 V) D AR O o
WE, RACEAY V<7 (@) &L 1[0 900mg & miliEd 5, ok, MR
DR T 535510, IR EGO 1 ER%IZ 900mg 2B 5952 LN TE 5,
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BB 5 IHH

[E B [F 45 1 ARFER (1368-0013 #&ER) 10

E:H] AR D B O RMEIIER G B D GPP BEHE A RICARY )~ T D
Wk, et OB Z 77 2R & R4 %,

REAT YA V| T H ME, T RRMB, CEER, WATHER

POE"S AN D HEORMERER O bihvd GPP BH
BRI 85 B, T v LMEFIF T EIE 53 61 (HASA 2 i)

/P EHRLHE | LR IZEFE S 415 European Rare and Severe Psoriasis Expert Network (ERASPEN)

\C & B ERs WL TE VIS & GPP LBl Sz 18 mi~T75 OB, £72, AR

T EARER S (JDA) I X DI GRS A o4 Do
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(ERASPEN H:HE|Z ] %), FEEN, MEJ)JE, AiA%E, CRP @O L&, IIARMIMm
HRERIEI (ULN 282 5) %05 HMEREMARO b2 Lo b HBE

X%

- PEENGEED GPP OSMEEEROYIETE Y — FRRDO LI, FHE, &
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FEREAGEE B & ORIREHIE B (238 9% 3222 estimand T, &3 B R
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(H 2hiE) Week 1 (2 GPPGA 7 227 0 iR LTEBEOEIGIE, AV U~ THE
(543%) TTT7vREE (5.6%) LV@EN-Tz, ARV IU~STRLETTRREED
YAV #ET48T7% TH Y, #HatFHICAE TH -7 (p=0.0004),
R RIRGHLE A
Week 1 |Z GPPGA &5t A 27 0 X% 1 ik LI BFOEIGIL, AV U~ TR
(42.9%) T Z7EFREE (111%) KV E»oTz, ARV U~ TREE T T 2R
DY A7 L 31.T%THY, HatFHICHEE TH-72 (p=0.0118),
GPPGA BEH J A7 RV GPPGA &5tX a7 (138K DR
95% S HEX [+ D 7T R AR E O
oN UAT7E 95%IGHEXETY  p ™Y
Week 1 T? GPPGA BE 7 227 7 0 DEFEOEIG
77 'R 1/18  0.056  (0.010,0.258)
ARV Y=T7 1935 0543  (0.382,0.695) 0 487  (0.215,0.672)  0.0004
Week 1 TP GPPGA G327 73 0 Xid 1
77 'R 2/18  0.111 (0.031, 0.328)
ARV YU<T 1535 0429  (0.280,0.591) 0.317 (0.022, 0.527) 0.0118
7 1) Wilson ¥ CTH
¥ 2) Chan and Zhang 1% CH
14 3) Suissa-Shuster Z-pooled #7EIZ L 0 BH (-l p fE)
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I3 D2 DEENDLRSES | HFOFEFEFELERIL (A U~TH 27
Bl [771%], 77 2AREE 12 6] [66.7%]), #3550 1 OBEF PRI L KE
BRdH 0 OFERRERB L (A U~T78E 126 [343%], 7T BREE:
6 $11(33.3%1) .12 & A & DA FFLRITIE (Rheumatology Common Toxicity Criteria
[RCTC] Z'L— K1) XIHE&RE (RCTC /' L—R2) Thoi, AV U=
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7T RARBET 3] (16.7%) OBFICHE STz, ARBRTIE, HCICE-TH
EEGIWE IR o7,

Week 1 LIRE, 7T B RBEOIFEALOBRE L, AV VTHOK3I DD 1O
BEIE, Day 8ICAXRY YT OIFEREE, UFZENLREIZARY U~ T O
G AEZ T (BRYMOELAZM), ZO%OT — %1% Week 12 £TO
AEFEZOMNT TIZIT B0 & vz, ZORER, Week 12 £ TICHEFRZ I
BLUEBEOEGIE, AV =TI 7T REECBEMICIE) > 72, L
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Week | ETOWVWTNORGEEE LERXTHIENo T,
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7~ FEBIER T Week 1 725 Week 12 £ TIZBAZIZHA LT,
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ARV YT % Day LIZ 1 EEEG LTEEE L, ANV U~ TR RR3EERS LA
# (Day 8 DI EMLG K OZDHOREK G2 ETe) CTRETHT2, &b &
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(100.0) (100.0) (100.0) (100.0)
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T RBETIED o T2, JERICIHA S 2 — 3B 6N o Tz,

LS
(L&)
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WK DIBENEE E 2HONFIIRIET 2D THDL I EE2EFITDHEEZEZLN
710
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GPP OIFEFENRH VY GPPGA A= 7 750 Xt 1 OB 6

TR UEE
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FETICANY U~ TEHARNIE G L D GPP APEHIERIBIE 22 1 7= X T ok
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ARERTIE, 2 EEBOFNEE O L7227 7'n—F & LT, estimand EN-ID8
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JRATERAXRFTREIE R EAT 7 A REEFRE, IR ERLTT U 7R ETS
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FENFREL, 1 HIIRBREOBE G T IR TE > - A EFERNRE Lz, BIciEl
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) ARIOER S NI RE IR, AELRVCARIIKROEBY Th D,
TS P R RE L S V) D AR O o
W, RAIEARY U ~7 (EEHRz) & LT, 118 900mg & SiMEHET 5, 7ok, APEmEIRN
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Lo OEMZEMER OH TG 5,

RERT A

FEE G-

ES

1368-0013 5k M U8 1368-0027 7kl 52 T L 72 HMER OV AehED GPP (84 39

TR UEE

FATHERTH 5 1368-0013 3RER 1T 1368-0027 3XER T, TEBRIKE W 2 Fr 1k
HI LR ETLIEHRETHDZ L L L,

Fe TG X D AERRFRIEIM IS GPP AR OB (L TFIZESR) 23780
SN 1T, A2V U~ 7 900mg DIEEMREFNRNI 512 X 5 GPP &t
JERIRIREAZITH 2L & LT,

AR 5 GPP AEHIEROBFRIT, LTOX I ITER LT,

c AJ == 7 OB T GPPGA A7 0 XX 1| O#BR#E : GPPGA 2 a7
232 LLEHEINL, GPPGA Y7 Aa 720l E

c AT ) —= U VDS T GPPGA A3 7782 : GPPGA A =7 78 1 BL BN L,
BT R DR H LD

AGRERIZH1 2 2 BB LIBED GPP OS2 EIER FRRIC DWW TIE, 4 GPP 2k
SEPRIBIRL NG B AV fE 2 OYERE OFH BV GPPGA A 27 # FEMEICER LT,
GPP SMEHIERIBE OB, HIED AV U <7 900mg FEEMREFARN G-
5 I12EME Lz,

5 Jik

AV Y =7 300mg q6W XL q12W & T HE-T %, F 7R IERIF 2 GPP
SRR OB (BLFICER) RO bR HBREIC, A2V U~ 900mg
I EREIRNR -9 2,

TEEHIlE H

Week 252 £ COIRBRIEPE G T ORI LI AEFSR

RIEHILE H

« GPPGA B 7 2 a7 0
* PSS AT DR—=RAT A b OB LR (AXY U~ 900mg OIEEMREFIRN
52X B GPP BMEHERIBEOFE M H 2 X— AT 14 » L EF)

Z DAl D FF
hTH H

GPPGA A&tA=7 0 XX 1

fEAT 75 1%

FEREHEGRBRTHIRRBRTO ALY Y v TIHEEREIRNE 52OV TD
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AR Y < TEIRN 512 K5 GPP 2 HERTIAIR 2 52 1T T2 3 X C o #
EXRE Lic, AXY U~ T OIFEMBNRNELGIZ LD GPP SMEHIERIGEIC
DUV T O HEIMENT TIX, #8RE 2 & OfftT & SMEEER Z & Offtr & v ) 2 FEEH
OT7 FTua—Fw N, BAO GPP AMERIER I 2 R (FE]
DI R OTRFEHIRIBI A LARE) 1%, #BRE Z L I LTz, ZOBRE Z &
DOFENTTIX, GPP SMEHIER S FE O ST E 52 R L Uiz, 4 GPP &tk
HPERIC k92 BRI 2hiER (%24 T 5 AtEIER ORI BR G LARE) 13,
TMEHIER Z & TR LT, S ORMERIEIR Z & Of#T T, GPP atEHDER O
HEMMOAF RS Z SR E Lz, AV U~ T7HIRNE G2 X D GPP At
JERIBFEOWIMIL, WElD ARy U ~7 900mg IEEMREFARNE G-2>5 12 @8] &
L7,




V. IBICET 2 E

AT T 1%

AR ) = TEARNBE 512 L D GPP kM IR IG I o A7 201k O fi b e 52
L, eI RER (SAF-FT) & L7-, SAF-FT (21, GPP ZVEHIEIR
DBRD B, AV U~ 900mg RN G-1C L 5 GPP SVEHIERIAE &= 1T
2T R TCOEREEE DT,

KRR OFNEDFERIT, ARV V=T OEIRNEGIZ L 5 GPP MEHPER D
RRBIRDOAEREH T TN D, RO GPP BWEMIER DOIGHRIRIIZ >\ T
IHRERE L OfFtT, T To GPP BEHNEROIGREIRK (FRrEEER OB
PRIRD 2OV TIIRIESER Z & Offr Of R 2R LT, £70, MERPRIEL &
PEHIEIR ORARIGHR O T %5 Ledt G-I BRI OW T, #8RE T L ISR LTz,
TRTOAEFHNEE 2, PRSI L7,

AR TIL, 2 A OFANIE H OfFdT O E 2 estimand & LT, EN-ID8 % MW
7co T D estimand TlE, TR —7IpE (BEHEIRE) OFEi% non-response & F
U7, S6IC, MR OEHEE O TiE 0C 7 7V r—F 2T, =2
r—7ie (BRMEER) %R OE LR L7z (OC-ID8).

ARBRICBIT D=2 =710 (BRERR) (3EHET £, (EREEREGTH- T
) J LIRS U THT i b S in ik &gk S, ST IEf] s & (eCRF)
DHF IO R — 2 TIRER S AT & 0 FRHIREE & L THiE S e, RTEE
BUE AT vuA FEOMAE, IUE L OF RO b EAEHEMZ N RE LT,
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BB 5 IHH

S
(A2 1E)

BIVRREARIE B K OV Ofth O FFAHTE B

* GPPGA IRV 7 227 0 (BIRFHIEEEH) &KUY GPPGA &t A =27 0 XL 1
(Z D OFHmHE E )

WBRE Z & DT T, AV U= 7 RNE G2 X5 GPP GtEHERIGER &
ZAF TR E 9 BITTIE, FIEID GPP AVEHNEIRIGEIIMICI T D Day 8 DR
SLC, 541 (55.6%) 7% GPPGA Y7 A=27 0, 3 f (33.3%) 7% GPPGA
ARFAa T 0 XX 1 ZER LT,

GPP SVEHPEIR Z & OfEHT TId, 9 flO#ERE T GPP AMEHIER A 1 [BILL %
LT, NS 9BIDHE 36T 2 [BIH O GPP S HHAER 3% L, GPP
LMEHER ORI 12 Bl & Ae o7, & 12 [0 GPP AvEHIE R iR
2K TIL, Day 8 DE T, 50% (6 [110> GPP ZMEHE R 1A HAR]) T GPPGA
7 227 0, 33.3% (4 [Bl> GPP APMEHIEIRIGHELIRK]) T GPPGA &&f
Za7 0 XL 1 BER ST,

“PSS AT DR—ZF A4 bR (BIRFELER)
BRE LT, KBRTIE, AV )~ T7EHIRNEGICX D GPP 2VEHIERTE
FEOE 1B, PSS AT DR_R—RAT A G DIETFRZED ST,

W = & OfITCIE, =2 T4 (Thbb, AV U~ 900mg HE
RE RN 51 K 5 GPP 2 EHIERTEHE D Day 1) ORI T, PSS A 27 Offy
KMEOFIEIE 12.0 (Q19.0, Q312.0) Th o7z, AV U~ THRNESLIC
&% GPP MEHIEARIAER I 0O Day 8 DEFL T, PSS A a7 DR—RAF A )
5 O AL B O FRAEIF-3.0 (Q1 4.0, Q30) TH-o7=,

GPP 2MEHIEIR = & DT T, R—2 T4 v (T b, 22 J <=7 900mg
IEMEFFIRNE L1 £ 5 GPP G EHIEIRIEHK D Day 1) DT, PSS 227
DOHERHMED FJLEIE 11.0 (Q1 8.5, Q3 12.0) THh 7=, 12 [ElD GPP ANEHIE
ROIERWIM 2R TIE, Day 8 DT, PSS AT DR_X—RA T A )b Dift
KL EOHFIAEIZ-2.0 (Q1 4.0, Q30) Th-o7z,




V. IBICET 2 E

i B Il o aERES

(Z24ehE) @ | RN X 2 BERERISREIIEIC R b X< DA EFRIINE MR
it (7/9 61, 77.8%) ToHY, REEG: Q2 H], 222%) HENITKHEW T, WE
BIRSFETIE, 2 BILL FICREL Lo A EFRIT, RICEARGE O R o I
S EEE (76, 77.8%), KROYKYE (4 6, 44.4%) ThHoT-,

W ORERFREEIARNC R b & < 2 B2 BEARGE I ML iR (10/39 151, 25.6%),
HIE B H], 7.7%) EOZEHIEE B Hl, 7.7%) ThoT-, DM IEARGE
IETRTC2HBILL T CORETH -T2, REBIRKDETIE, KbEI<ALNEA
EHRGIEEREE (16 6, 41.0%) TH Y, SEFEE K OWRGE (B 7 41, 17.9%)
MZIUTHEN T,

- FBIEERI O EHS

FRARPN 3 512 X 2 BV E R IR RIS, 161 (11.1%) ([CEE OF EHES (RCTC
7 L— R 3, HARGE : BIEMEGRE), 661 (66.7%) (2 1 LA EOHEEOFE
=G, 14 (11.1%) ICREOHOREFRNHI LI, 2 FILL EicHEs S
FEARGEIL P& O R ERE (6 61, 66.7%) M OMRFE D JRERGY (2 f1, 22.2%)
DIHTIH 7=, RCTC 7' L— K 4 DFELOFIIL /-7,

BB D B T 512 X D ERpEIIM I, 361 (7.7%) 121 Ul Lo EEOH
EHEG (RCTC 7' L— R 3, HAGE : Mgk, &, LKOBEERESE 16,
16 f5il (41.0%) 12 1 fFLUL EOFFEEOHFESESG (RCTC Z'L—FK2), KOV 13
Bl (33.3%) IZEREDHDOHEFEFGENHEBL LT, RCTC 7 L — R 4 OFEGOH
I noi-,

- BIEA

FRARPNBE 512 L D AVERER BRI 1 6] (22.2%) ICHRB LT, 1RBRE
MEEARIC L 0 IEBREE L IR S 0 LM S - A EES GEARHE) 13, %R
%, BERGERYE, BRRK, BEEGRECH o7,

WIEIDZ FTHEAT L DHERREMIIC, 2 fILL IR U7, 155 Y EAfC
LD IEBEK KRR 0 Ll S A ERGUL, BE G 6, 7.7%),
FENED £ VR OREMEZEE (%261, 5.1%) Thoiz,

T RTCOEERAERR

FRIRN B G X 2 % GRS, 1| BLCEERAEEFEPREILE (11.1%,
MRIEVEEZRE) , PR R T 512 X 2 MEReis g, 461 (10.3%) 114
DLEOBEELRAERFENEI L, 20100 EICEBL L= AERS GEAGE) 1T
<, gk, WY, A, BRIEVERRRIA | BICREL L T2,

G AR THONTEARY V= TEIRNE 512X 5 GPP AMHIERIFEO N F D
(£ 21) FREEIE, 1368-0013 READ YT AR EBBL—HK L TEY, GPP AMEMIE
ROWBRICBIT D ARV ~TOFEMMEEEMTHEILRDTET VAo Tz,
IR 512 K D 2EEER OV 252 10 7= 9 Bl 8 f5i] (88.9%) IZHEFHLRMN
FBELL, 2526 (22.2%) 1ZIRERIYEANC L D IREREE & KRR H 0 & Hkr
SNTHEEFELTHY, £ 14 (11.1%) FEEXIEEOFEFLTH- T,

a) PHEAT DA A7 B E TITRRER G T TREA LILAEFESR

1E) AANOAGR S ARESUTR, MEROCHEIIRO L0 TH 5.
R MERCREC 51 2 RMERER Ot
W, RANTIEARY Y =7 s z) & LT, 118900mg & /it d 2, 7eds, SMEERS
FGET D EICHEL, OISO BRI 900mg Z BG40 2 LB TE 5.
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2) REMHBR
LR L

(5) BE - HEHHR
AR L

(6) JAmAIER

1) ERABERE (—RERARGERAE BELARERE SRARELEAR), HERTET 42
N—RRE, RERTRERABRONE
SR DFED & D IR MERCIERE 25 G & U TR i s 4 (1368.93 #R) (FEHE T 7€)
SEREIR 3B & D IR PERLE A (269 2 AF O I F208 T2 I8 1 2 LAt ORERS M ORI
TEEEDOIEREZAT D,

2) KBEME LTRBFEONER AR L -HE - RROBE
LR L

M zot
LR L
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VI. EEE(IZEI HRE
1. REPHICEESHSHEEMRITIEEME
YL
EE : BEOH LB ORRE - 2IRFL, BHOBTRLEBMT L5 L,

2. EE{EH
(1) YERERL - 1EFAKRE

ARV Y~TE, B b2 —m A %36 A (IL-36R) IZf5GT 5 Medik b IL-36R E
J 7 a—F 1 1gG PR TH D,
IL-36R (X IL-1 Z 7K (IL-IR) 77 X U —D5F T, WEMEY T & LTIL-360, IL-36p LY
IL-36y NI BN TNDS, ZRHD Y B KAV IL-36R (ZHAT 5 &, IL-1/IL-1IR 7 7 2 U —DHi@
Y7 2=y N THDHIL-IR T 7 WU —437 (IL-1IRACP) 23U 7 b— hSNTATRE A ~v—)0
JERL S 4, T NF-kB, ERK, MAPK D3 7 /UGERENEIL S D Y, £/, IL-36R
ORNEMET 2 F=A k& LT IL-36Ra 23F1 541, IL-36Ra (£ 1L-36 & IL-36R DG & BAIC
FHEE L IL-36 OIEMHEALZ I LT\ b,
bt MZBWT, IL-36Ra & 2 — N4 BIEIEF (IL-36RN) DOFERERITUIEF A GPP 25| X 242
LRV, 7 TF WA FTIL-36a ZIBEITEHL S W2~ U R TR CTHERERE O SIEME R EIR A 2
FREND Z LR ERHESN Y, IL-36 #5725 GPP OJFRED H LR EI 2 H > T\ A Z L AH S
T o7,
ARV Y~ T71E, IL36RICRHEGTHZ L2k Y, WNIRAMED v RIZk D IL-36R OIEMELE T
MORIES 7T I REREZEL 'S, R e2RET B2 6N 5,

IL-36a, B. v &F TRULE
p IL-36Ra
é é
ARETo1% @' ,
IL-36a, B, 7D &
IL-36RADRES =
E T D \ @‘
\
IL-36 DNAEMES T F )L %3
' YA MOAVEEERET S
ARE T ¢ : WERSEEET 3
EigmIC R 4
WEAN=X L% IL-1RACP K
MET3 5
b, > R

NF-kB : AR F-kB
ERK : #faN T F )L+ —E
MAPK : HEBERTFEMH LI VN IEFF—E

ARY YT TDOEREE
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(2) EsEERITDRERBAE

1) AV U~ 7 OfEGEFE D
AR Y =7 de FIL-36RICKE A L, DY 7 EHET S e Mefibitke / 7 v —J 1 1gGl
R CTh D, Riiir 7 AT (SPR) EEHWIEGHBRTARY U~ 7 & IL-36R ~DfE &
B2 L& 25, fiffEES (KD) 1% 223pM (E#{EE [SD] 36pM) Th o7, F7,
ARV V2 TE0SM DIREE TV U A, Ty b, NARE—, I=T%, ~—FkEy NROT
TP D IL-36R & DFERIIRE T, B=27 A PIVIL-36R (% LTI WS N A LT
FThHotm, 12, ARV Y <TERULIL-IR 77 2 V=D FTH D IL-IR1ICK LT, 1uM D
REE TRHEBIZRD bR o7,

2) ARV V=T DT h—F vyt ®

ARV Y =7 L FIL36R OfEAG e~ vy B 7T 570, ARV U TOlRERole~v D
Zfik b IL-36R Hifk27 m— 81B4E1l Z M 7 HXMS (Hydrogen-deuterium exchange mass
spectrometry) Zffi~> T, =t h—7 <y T %&{To7-, IL-36R OT I kLD H>H 8~13
(MKNEIL), 95~109 (EKHWCDTSIGGLPNL), 113~119 (YKQILHL), 149~154 (IKGERF)
KON 177~186 (QAILTHSGKQ) 23, ViR & KA 7e = h—7 & L CRHIE &4, EIZk b IL36R
DRAL L 2ITFEE L TND Z ENRINT,

3) PURKAFIERIREE (ADCC) K OMIRE A IEMInEE (Cpe) fEM

A2~ = R AL AT REWT B (Fe) fEIRIC 2 > D7 2 VAR AZH AL TEY, ADCC K} CDC
TERMMET LTS Z &2 in vitro DR BRER I LTz, £ D78, ADCC & CDC i} D=
T BRI N s, AV =T invivo IZB W TERMIIAZRE LRV &
DRI D,
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4) wHEEER v M LRI K OB B RRHEZE RIS 69~ 2 1R 1O

FEREHRAE & B2, ALl R R RiE IR O W AR v M) 35 A U =T DOE
FHIZ W TR L 72,

A2V U= 70%, OMREER e M ARG & OV SRR 35 1) 5 TIL-36 U > RREIC L 2%
NF-xB U V(b & OV IL-8 FEAE % F EARAFAVICBATE Lz, Kkx RIBED ALY U < 77 T CHllla
Z 1nM OFEMER IL-360, IL-36B XiE IL-36y T 1 BERMIL L7z & 12, AV )~ 7 OREKF
AIIZ NF-kB D U R LA PHE S, 1Co DA% 0.8nM 725 16nM OFiPH TH o7, &6
2, AV U ~71E, IL-360, IL-36p XIXIL-36y U A2 K% 1InM JEE CT— Bl L= & & ogfk
e v DA LA M OB B RRHESE A 2> & 0 IL-8 PEAE % A BARAFAOICBESE L, ICo Ml D i %)
1% 0.6nM 75 3.4nM OFEPHCTH -7, TA YV XA THRE—OMBHULTIE, 2 b oMMz
% IL-36 #HE NF-xB U U b e N IL-8 FEAZHE L2207z, TR HORERIEL, AV Y <7
GPP K Oz D Jpi K O RS Cdo 2 23T D RIEFFNES A NI A L ORWEIRET L2 L%
RLTWD, £, ARV U ~T7IE, BRIEHRMESFMILZ V723 8Re, IL-1p #iC L % IL-8 @
FEAEZMZ 2ol 2 LD, IL-1 &7V OMEIERIZ eV 2 & B3R S v,

BI 655130 inhibits IL36 alpha induced NF-kB activation ~ BI 655130 inhibits IL36 alpha induced IL8 production

in primary human keratinocytes in primary human keratinocytes
>
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Bl 655130 concentration (nM) "7 B1655130 concentration (nM)

MREEE FALCHEICE TS IL-36 o RIEED NF-B FHERY IL-8 EEICHTHARY )
EQZAOLEESIES

BI 655130 inhibits IL36 alpha induced NF-kB activation BI1 655130 inhibits IL36 alpha induced IL8 production
in primary dermal fibroblasts in primary human dermal fibroblasts
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5) b hARMIMEZME (PBMC) %A= Z~2Y U <=7 O 7
t kN PBMC Z WA U~ T OERZFEHEI L7, 10 Bl RF—7nHHEEL7-t N PBMC %
t b IL-12 (10ng/mL) & & HICiEMERY e R IL-360, IL-36B i IL-36y (100ng/mL) C 48 KEfH ]
WLz & X, 106IF 7610 PBMC B35 PIZBRE 7oA > X —7 =1 (IFN) -y D53 H RS
Nz, Z D IFN-y D3OI, 31D 3400 PBMC % AW CTHE L= & 25, A2V U <7 (3nM)

(2 &> THRIICIE Sz,

6000 -
5500 -
5000 4
4500 -
4000 A
3500 -
3000 1
2500 4
2000 -
1500 -
1000 -
500 -

0-

1470F

IFNg (pg/mL)

1357M

Il hligG1 Control 3 nM
BI 655130 3 nM

1486M

AN ) = TIEAE RO/ Z v b TL-36 (100ng/mL) & TL-12 (10ng/mL) % f}fA L-Ct h PBMC ZHII L,
48 #4154 BIEF O IFN-y 2% JE L7z,

IL-36 & IL-12 Tk b+ PBMC R L 1= & OB IFN-y EEZBICKT ARV YT T GrM) OEMA

6) WIRMEIL-36R 2 HB T AEH#~ U AMIIZB T 590~ 7 X IL-36R Hifk (BI 674304) D7)

IABEEICKE T D AEH 20

A Y =TI 7R EBREVFE D IL-36R Z 58k L2\ o, AV U =7 DY a7 — Mk
THDHPLI~ T A IL-36R Hifk (BI674304) % F\ 7=, WK~ v A KGR HELEAAE B O NIH3 T3
FRAEF R 2 T, 3 TR OTE MR TL-36R FITMME Y > FIZ K 5 NF-kB IEPE(LICxT 5, Hiv
7 A IL-36R HU& (Bl 674304) DOFHFEMEM 273G L7z, $ii~ 7 A IL-36R Hiifk (BI 674304) I3,

NF-kB OV Vb %~ 7 A B SR HELEHIAE & NIH3T3 MlRlC BT, T2 3[BT 7= EBR O
A5 1Coo fiEiT 13nM Je Y 18nM CTRAFE L7z, 2 b~ U AMIRIZIIT 5 NF«B U (b BREEH
1%, PIRERER b B BUEAE I T OREMEM (ICy i 5.2~16nM) L RIBETH o=, Fiz,

Pi~ 7 A IL-36R Hifk (BI 674304) [XHIM T NF-xB OV VL Z7FEE7, 73 =2 MEHIZZR

WZ EPIRENT,
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2000 -
. = BI674304 |Cgq=33nM
= 1500+
g) B v 200nM BI674304 alone
2 10004
m
-
Lo
%_ 500

0 . -\.\! .

-12 -10 8 5
log concentration of antibody (M)

3 (Bl ) K L 72 EERD 5 B ORI 2258 Relpl & 7~

Hik (BI 674304) MIAZEEF

C57BL/6 ~ 7 A Jitfig L 0 B L 7= M & F\NC, = w7 A IFN-y BEAEIZ 3T B i~ 7 A IL-36R $iiR
(BI 674304) DAE Z kst L 7=, EEALE 0 C5TBL/6 ~ 7 A DML 2 ##a 2~ 7 A IL-36 (10ng/mL)
&L~ Z1L-12 (0.1ng/mL) THIFE L, 48 Kefil#4IZh538 R+ O IFN-y &4 HIiE L7, & k PBMC
IZBIT DAY Y =T DM & RIERIZ, i~ 7 A IL-36R HLiK (Bl 674304) X~ 7 A IL-36 & IL-12
TN L7z~ 7 R A3 D IFN-y OFEAZRE L7722 &6, IL-36 BRIEVEY A F 1 A
VEAZRET DT ARKIIY T AL E NORTIREFESNTND Z L RIB ST,
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— 200
£
=
e
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NV o ¥ K VAW
' ¥ NS
\4 N \\’\@ \\,@\
x X

fEAH 2~ v A 1L-36 (10ng/mL) & IL-12 (0.Ing/mL) % B CIULOFH LT~ v A AR A IR L, 48 KRFfH
I BIETR O IFN-y B2 HIE L=,

TORIL-36 £EvHRIL-12 T REMRE%E 48 BFREARIB L 7= & T DHEFEM IFN-y EAEFEICH
5~ R IL-36R ik (Bl 674304) (6nM) DEF



VI HEHHC B4 S IHH

7)

~ U A IL-36 AR IEH N ERE T /LIS T D hi~ 7 A IL-36R fifk (BI674304) OfEH )
AN ) = I 7R EBREVFE D IL-36R Z 587k L7\ o, AV U =7 OHar— Mk
ThHHPi~ U A IL-36R Hifk (BI674304) % FH\W\TC, ~ 7 AERERAEE T /VIZEIT 5 IL-36R F5bL
TERIZ DWW T in vivo THRT L7=,
IL-36 %6 M BN IEIRE T L% AV T IL-36 12 & » TR 8 S5 RFTRIEIZ X3 A i~ 7 A IL-36R
ik (B1674304) OFEHZFHM L7, M 7~8 o> CSTBL/6 ~ 7 A% 1 BE 8 BT/, i~
7 A IL-36R Uik (BI 674304) XiI7 A YV XA 72 b a—fiik% 250pg EFEN#E G L7-3
(2, IEMERLO IL-360, IL-36B & ONIL-36y & &7z (% 0.01pg, &7t 0.03ug) IL-36 U 4 N
&%), v MEEBEFEK T (TNF) -a (lpg) #HLLIZZEOM A% 1 H 1 [E, 2 HEENICES L,
ay b=t LT01%FEMmET VT 2 (BSA) & RENICRE LfE s ki L=, B DER
1, IL-36 &5l & etk D 1L-36 #2524 RFEI&IZFHAI L7, $ii~v 7 A IL-36R Hifk (BI 674304)
ERH L~ AT, 2EHORNEGICE 20O 24 BB L7 25, 2 hr—
MR GHE L ol U CHATERDS 77% 80 4172, IL-36 & & TNF-a O[5 THRIK L7z & &
&, EAENEM TR L & & L0 b B RS HEE S, ZoEEshzEnERS,
i~ U R IL-36R HLfl (B1674304) O G2 LV 2 [EIDFEEBRTEIZEI 80% K T 65% D il 23
Sitz, 2 [BIH ORZNESHE O 24 BEE% TlX, BSA BEHREE LT, IL-36 WX IL-36 L &
TNF-0 % ZNHE G5 LT-8ET, RIEO~—H—F LV ETh b IL-33 ODEEREF CORE L5

SRO B, v U A IL-36R fifk (B1674304) 1% IL-33 DZEBLA IL-36 DA THRIM L7z & & X
X IL-36 & TNF-a i 5 CHIF L7 & EOWT DA HIHIL, 1 @& #H (ANOVA) K&
O Z DRI FENE L 7= S BEIRARE OFEATIC LV, MR OZITHFH ZICHE TH D Z N0
RENTz, UED X HIZ, Hiv v A IL-36R Hifk (BI 674304) 13 IL-36 FIEIZ L 2 HAT OER K O
RIE~—N—D LR EFEIZIZ T,

Ear Swelling IL33 Protein

0
b 1500+

84%

(pg/mg)

(X 104 inches)

Mean Ear Swelling
L33

ENEND T T 7 IXEEEOFLE EREFRZE (SEM) ToRT, 0.1%BSA 474 Y %47 a br—
AR EHOEEZ NNy 7 7T 00 REE LT, IHEOEIGZFH Lz, AFD | EBROFE R EZ R, #p<0.05,
#x4p<(.001, ****¥p<0.0001

[IL-36 SZHRMERERTYIRAETIVIZE TDI~ DR IL-36R ik (Bl 674304) (250 g, RERENIE
5) IZ&E2ENEREY IL-33 EEDHEEEA
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8) ¥ ADA IXE FFEFMEENMERT T /VICE T D8~ 7 A IL-36R il (BI 674304) OfEH
22)

A Y = T I 7R EBREMFE D IL-36R Z 58k LW o, AV U =7 D% r i — Mk
ThHHPi~ U A IL-36R Hifk (BI674304) %\ TC, ~ 7 AEERIEE T /VIZEIT 5 IL-36R F5bL
TERIZ DWW T in vivo THRT L7=,

A 2 FE RFREENERTT L E T, in vivo TOHI~ 7 A IL-36R Hifk (BI 674304) D%
REBRF LT, A IFF FIZRFIMAGRERIEICHON NS Toll %M (TLR) 7 EEIZETH
D, 1 A8 RNA (ssRNA) OHFli % 3% 1 7= #12 IL-36R MEMEAZ SN TA U D SR =G te, ik
RIEZFRT D, 4 IFF FHERMLELET LD MER L OBEMIE, A IFF FEZMHED
FVEBE CTHRBAEE SN E VW FTRICL > TEMT bR TnD, 22

WD 7~8 Hln> CSTBL/I6 ~ 7 A% 1 #E 8 Bl rT, FEERBHAGD Day0 705 7 HRH, 1 H 1[EA 2
XE N7 U —AQ0uL) & HOREICEA Lo, 72, i~ U7 A IL-36R HLiA (Bl 674304) (500ug) ,
7w Mt~ U A TNF-a fiti& (500pg), 7> M~ X pd0 filk (250ug) XUIT AV 2 A Far
b — AR (250ug X% 500pg) ZFRERBALGRTH 726 3 HB &2 3 BIEEAKEG L, b0
PR B EIRIC T 2IERA 27 L7-, BN ORI, HEOA IXE FZ7 U —L8A4iD 1 H
BITHIE LT, A I3E RBBIEEMERIZ, 2> be— bk 58 & X THi~ 7 & IL-36R
PUAR (BI 674304) #5RETITAR VK L TITo 72 2 BIOFEER TZHEI 63% LN 43% 4l S
72o PUTNF-a HUAEGEETIE, 1 BIE OEBRTIZES OERR 24% A B2 Sni-23, 2EH
DEBRTIIH BRI DN o7, £, H1pd0 FilkZ V2 FEBRIT 1 [\ LMTH 2R -
7o, ZOERBRTITES OMRDS = > b e — LHUR & i LT 54% i Sz,
ARRBOMEFIL, IL36R %/ v 7 7 7 h Lo~ T ATiEA 2 3 RFEMERE RS IH SN b 2
EERLUIZARTEBOMERE —FH L Tn5, ¥

\ 4 v v v v V¥ Imiquimod
% e = A ok e % ®  Treatment
A (Dayo) A Antibody A (Days)
Treatment
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+ Imiquimod

MR IIAREOFESEM 27~ L, ZADLFIEE~Y U ADHEERT,

YR IL-36R Hifk (Bl 674304) ISk BYIRMDA SXE FERMEE LOMH, £ EHRR
Foa—)b, T BENEROMEIOE (Day? IZHITE)
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(3) {FRISETURRR - FiERERS
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VI Ep@hielZ B+ 2 5H H

VI. EYEhREICBEd 5IEH
1. AP REOHR
BELAEMGMARE
LB L

(1

PRARSBRCTHRE SN ITRE

Him$e 5

(HA AfEEERA) 20
HARNEEERR A BEIC A Y =7 300mg, 600mg & O 1200mg % Hi[rIFR RPN G- L 7= FE o if 4

PREEE I, FHRICHAIL T, A2V U~ 7 OEYEREIT 300~1200mg O B TRIEE

LTz,

Mmifh 2R Y < 7 (ug/mL)

1000

100 1

10 4

0.1

IR 4~5 BRI TH - 7=,

—o— 300 mg (641)
—a— 600 mg (645l)

- —o— 1200 mg (645l)
iiﬂ\i\
6\5\6-2'5\::\“’1‘-\-%5: --------
< 5\& T I‘V::f\‘_"“%-«\,\ 1
R ——
- ‘*VE\\E
0 30 60 90 120 150
el (H)

1) 1200mg BEDHE G4 92 HIZI T 5 MIEHIREDONEHFEIL, 7 —FZHBRDReh ooz R ST,

BAANBRRABEICARY YT T EEBIRNZSEOMEPREHEY (THEHRERZE)



VL Ehe C BE3 % TH

BAABRBABMHICARNY I T ERHRNZERDOEYEFE/NS A —4

INT A =B 300mg 600mg 1200mg

Crmax 100+10.5 196+33.7 402-+49.7
[ng/mL]

AUC,...

0 1920+374 398094742 7150+ 1240

[day * pg/mL]

— 0.125 0.104 0.0833
[day] (0.0625-0.167) (0.0625-0.167) (0.0625-0.167)

t2 27.8+2.86 3439+3.15 30.29+7.10
[day]

SERIE R R 2

a) : N=5%1, b) : P YAl Median (min F/)ME-max F KfH)

1) AHNOAGE & - 2hhE

PR JS 1T B AMEIR D i

W, RAIIZARY V=T (Ba#z) & LT, 11 900mg Z SiliiEd 5, 72k, AMER,N

IR, FHEAOHEITKRD LB TH D,

Fife T 25 a121%, WIERS O 1 EE%ZIZ 900mg 2 BMNEET 25 Z LN TE 5,

(e g) 27

EIRRICE S 1 FHER (Effisayil-1) (2380 C, HARANKROSMNEABREEREFICAXY U~ T
900 mg % Day 1 X% Day 8 |Z HL[RIFFRINE G- L 72 REDIEMENAE /N T A —Z [ZT RO ThoTo,

IRAEMEEE QG24)) ISARY YITZHEFIRARSEOENHE/ S A—4

AUC.., AUC,.,, tin CL Vss
[day * pg/mL] [day * ug/mL] [day] [L/day] (L]
4030+1620 3690+1340 20.2+9.27 0.269+0.141 7.33+£2.29
SERIE R =




VI Ehae C BE3 % TH

(3) i
HAE R L

4) BE - ftREOZE
FHEM BN REMRAT ORE IR, SeZIflAI N O A 2L F axT oA RO L > TEROFEY
BRI R L Z T Rpot, P

2. EMEERA/ISA—F

(1) R
HPENRE T A—H21L ) 3= b A TV SUSRHEM SR B R ARATIC L 0 SR L7z,
RHEMED BT TR Z D 2 32 8= A hET L E VT,

(2) TR TE B
A% L7220

(3) HEEEEY
AR L

@ 2U7S5VR
RHEMSRENREMAT OFE R, AR OEBEMERE LS BEICBT227 V7 7R, #
A& (0.3~20mg/kg) 123U T 0.184L/day, T ML 25.5 H & AR bz, »®

(6) HMER
RESEHEE B RBARAT ORI O, AFIOBSEIETCRE (IR BE ISR 20 MAERIT 6.4L & R
Bbohni, @

6) Z0Ht
LB L

3. &M (REaL—3y) @i

(1) fEmAHx
MIEHREES 2 a2 = AV RET L
RHEMERDBIRERENT 2, NONMEM Y 7 h U =7 v A7 Lx AW CHERIBIREGIRTT Mz LY
Fhiti U7z, AN ARG T T V2R L, W T ERTT ) U /Ic L EBEEZBINLT,
HEEOBIMNE, RKIREIZE > TIT O OTIid/Ae <, AP YM, BRVER K ORI
AIHEIC E 250 (T720D, fllx OEEZHREIIEREEE L EROT T vy b) ITERSEE
U7z, BHEETVOMEIL, ST A—XOFBTREN:, 7 VEENE, 7 V2K OH
Bt & G TR OMATICEE S X To 7,



VL Ehe C BE3 % TH

(2) INSA—FEHER
AR = 7 OFEYBNREI KT T R KR OSEER 7 D584, EICREFIS BN BT IC X
DIRE LT, Z£ORER, PR (ADA) ORBUIAXY V=T D7 VT 7 A% EMIE5
BN oI, LT, mWHUAEIEZ VT T AOEIMIBEE L T\, 2T T A
IZxt 3% ADA DR, /XT A —# Vi ADA KO K,ADA (2 X 0 52k 415 Michaelis Menten
ET MLV ET LS, Vi ADA 13, (@R K O O SE & Hefig LT GPP & T
115 55 <, GPP BH TIXFERRE OFURMMIC BV TAALY U~ 7 MR EIC 2% ADA O

BNE N LRI ENT,

4. ® I
L0

5.9

(1) ik — RRAPSEB e
AR L

(2) mE—FAmERErEB
BB L

(3) EA~OBITH

BB L

(4) BERA~NDATIE
AR L

5) ZOMOEHA~DBTE
TR L

<HE>
AR =T Do 18I 149 kDa Th D728, ERNE L%, AV ) <73 EICmiRCME
WRIZHAR L, IEERo i 2 U RIS OB SN D EIR T WL HEE SN S,
(6) MPELPKEESE
BAN-v AP

6. £ £
(1) RBEREL R CRBHRER
KFNEARTF RROT R 7 BIcREsans LHEES LD,

2) KRBMIE5T2EE CP%) OHFE F5%
B R L



VI Ehae C BE3 % TH

7.
(1) BEMARAL K U ERE

10.

11.

Q) YEEEHNROEERVEDEE

AR L

4) KEYMOFEOHBERVEMSL, FHELER

U L

B

LB L

(2) # Mt =

AR L

(3) HEMERE

BB L

kS URAR—E—ICET H1EH
DR L

. BNEICKBIREE

REERR L

REDNDEREATHBE
RHESABYREARAT ORGSR, Hl, MR, AFIIAR OMBEI B L ishoT, 2

gk
A G D AUCo i KO Conaxs 150405 & A NME RIEIRE) BROMEICET 202027 4 v 7 [H
JRETFT ML VBB EZ TG L2 25, EFMCEVHEEINTZ ARV Y <7D Coae 15t dose
E R RREORNTIZIE DB 2 52U, Cras 1stdose 250 WIE E, BRIENERE SNDMERNE -T2,
F 77, AUCqyi12 X O Crgx & EYSE R O EFLDNHBLT DMERICHET 20U RAT ¢ v 7 ERET
WCERVFHI L7 L 2 A, AXY U= 7 ORERBHINIA LD EIMED Y A7 ERITRB S highoT,
W, BRESSET VTR O FE (RN U~ T &2 S AF 50 6) OHEIERG 07—
MOREINTZET L THDL I EnD, ARV V2T THALNIRENKES (B-R) BIFRIZEY
WCHEETLOUERD D,



VI 224t (A EoEES) B+ 5EE
VI. &£t (FREODEEF) ICEHY HIEH
1. BEERNBLTNER

1. Z2&

11 AR EOBRIEEZSORBBICTRICHETEIEEBERICELT, FFIZO>LWTO
TRIEHE S BICRBDREICTDEHE - BBREELDOEMDOL LT, FFlICLZBEDE
BUNGERMEE LR EHMINIEEOHFERT S5 &, FRAIXEEED R ZHEX
SEAHAHEMLHY  FREROREEZE T S2BETEIRREFRE S L IAHEMELNH D,
Fr. AFEDORBEMEITHAOHATEHGLD, BEBEORENRE SN TS, BEMIKIC
£iL, RENERETASEIERTHENILELED., AFODEDNERVBREEZEEIC
+HHBAL, BENERB L= L AR L L THREEZMBT52E,08.1.8.2.8.4.9.1. 1,
9.1.2, 11.1.1, 15.1.2 B ]

1.2 EELGRRE
VAILR, HBFICLDPEELGBREENBESNTVEO, +HLEBREIT I G EBREE
DRIEITEE L. AFIRESRITEPEOBIRERISERLH SO zHEICIE, BONICTIEY
EIERTHES5BEEHRET L E, [2.1, 8.1, 9. 1.1, 11.1.1 BHE]

(fiF0)

11 EECTORHRNE S B ITHE LT,

12 AFNTEYSED ) A 7 ZERKSEDAEEMEN D D Z LD, HETOERBIRNEZSEITHEL
77

2. ERRNBELTDER

2. BE (CROBHICEEBRELLEZWVWI L)

2.1 EEREYYEDBE DERABLIE2BE2RH D] [1.2, 8.1, 9.1.1, 11.1.1 ]

2.2 IFEMER I O B DEREZ B SEDIRBTNAND 5. ] (82, 9.1.2 BH]

2. 3 AR ORI R LIMBUE DB S 2 8%, [3.1. 11.12 ZH]

(figt)

2.1 EELEYIEDBE TIE, AAMEGIC LV BREDIERZ B S LBZNMNH L2 b,
B CORERIEZ S Z IR E LT,

22 IEBEREEE O BE TIE, ARG L VIERZB S E2B8Z0RH D 2 &b, FHETOR
ORI A 2B ITRRE LT,

2.3 EHG O ERFIEL LT, FETORBRNESZIRE LT,

3. MEEXEIMRICEET HTELTNDER

BE ST

4. RERVARICEEYT 5 EE L TDOER

[VARELOCHBICEES 1R OHEAZRT L2 &,
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5. EELGERNIE L ETNDER

8. EELEARMIE

8.1 AANX, DY A7 ZWR I DA H D, DT, RAIOEGIZEE L TIX +“&
BIAATO, BYYEORIEDHEBICER T2 2 & BPEOMEXUTER? H b b /-3
L ERMNTHYEIOER T D L BEAIRE T 52 &, (1L 1.2, 21, 9.1.1, 11.1.1 &

8.2 ARAIBE G o TREBZIZBET 2 +43 7 MR8 S OMash X AR, B CT A 2170,
T OTEBIME DS HEER SN BB IR OBREZEE L, AFIZ2HRGE LT &,
RENEEG LWATLCTA v 2 —7 = m vy TR UL NV 7 U U ROGREZ 1TV, D
THENED %éﬂt%@ﬁ%&@ﬁ%%@%L\$ﬂ%ﬁm&§bﬁw:k F7o. KAl
B, BB X SRAE 0@ 2 E 21T O 28 SR ORBUITH0IERE L, A g
D HEIR (Rt 5%\%$ﬁ9\%ﬁ%)ﬁ%ﬁbk%%ﬁﬁ@%ﬂiﬁé@:Lﬁﬁéi
IBREFEEEET L L, (11, 22, 9.12 ]

8.3 AANGHHIL, £V 7 F U BRI L DYIERBLDO ) A7 A BETE RN, £V 7 F
B ITORNWZ b, o, ARG LAV 7 FUoEREE ORI HF2ICH T L,

8. 4 BRFRBRIC IR W CEEMEIES O BIAHE ST 5, KA & R FBIRITIARE CIXian s,

MR OFBBUTEE T 52 &, [1.1, 15.1.2 ZH]

(fifas)

8.1 AANIBIMED U A R SELFREMENH D Z LD, FHIE CORERIN 2 SE 15 E LT,

8.2 AKIOFHETH L2 AMHOIREEZEBE L= LT, HIRTORIHRNESEBITRE LT,

8.3 £V F UM LI BRE ExIBRE UTARIOBERABRIIFM SN TR LY, 4T 7 F okt
TOIENAR 2 Z Enn, ¥PET—4% v — b (CCDS) KUK CORMAE B BITHE LT,

8.4 AFNZ I 1T 2 MG O FEBR DU BT 2 M A R LIEEYE 29 2720, B TORHEIK
WESHBIHE LT,

6. HENHRZEAILBEICHT HIE
(1) AHHE - BEEFOHDHBE

1. B8HE - BERZEOHIEE
9.1.1 REE (EELGRPELZRL) OBRFEXIIEREENTEDONLEE
BEYYENE T 2 BTN H D, [1.2, 2.1, 8.1, 11.1.1 ]
9. 1.2 HEROBEREEE T D BEXEHEZBERENRONLESE
(1) WEEZOBEREAZ AT 288 T, Mgk o280 nH 5, [1.1, 2.2, 82 ]
() WO AT 256 M ORE IR B o 56121, EEODRKIRD & 5 Ehf
WCFRT 2 2 &, LFOWTa0BFITIE, FAlE L ThfiRe &b Lz BT, &4
EERGTLHZL, (1.1, 82 ]
- MaEn AR A CHIBHRE A BT 20 E S hHRE L AT 2 8E
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A HE—T za sy RS Y V7 U U RIERES OREIZ LY | BERYE R < B
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- R L ORIEEMIE A A 2 B
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j’l/(l/\éo

M

(FifL)
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7. ¥HEEH
(1) BRZEEZDOER

BRE STV

(2) HtREEELTDER

BRESH TR

8. &l 1 A

11. EIYEE
WROBIWERPNH 5D T ENHDHDT, BIEE+H3ITITV, BEIRD LN HA I
HZdik4 57 PR AE 1T Z &,

(1) ERGEIER & MHER

1.1 EXAEIER
1.1 BB REEE
(1.1, 1.2, 2.1, 81, 9.1.1 ]
11.1.2 EBGBBAE (5. 7%)
TFT7 47X —HOBEBRMBIENHDLONDZ LB D, [23 BH]
(fia5)
CCDS IZHADNWT, FEIETCOTHERM ZSBITFH LT,

(2) ZothoElfER
11.2 20t EI1ER

5%LL 1 1~5% A il SEPEEA
R M= 2 — X F—
JRYIE K OV A Ui FRGERY
B2 i R OV T Rk e Z D FENE
7 TESHEALSOG (RSSO ALEE
—f - RHEEFELO) TESHERATIEAR VRSSO |
P G-EL DR TESHEATAERS ST B

Zaie)

(fisn)
CCDS 123N\, FHHHCoORE RN EZSEITTEH LT,




VI Zeate (BEH EoVEES) IS 55

& 5 R S S B OV R R A 58 o — T
1368-0013 EAERIZH (T HAREQHMEBREN S EKEMNRAM (16 BR) BT ETICRFSN-ERERF
HYDHEFZROHRENKDE EXRFHNORRINERV 100 A - FHi-Y OREFEXR

FRE BIK M8/ FEAGE 75w AREE A Y = THE
100 A - Fod> 7= 100 A - Fd> 7=
NI % g pmme [N % | oogms
2 A AT o G151 B 18 100.0 35| 100.0
2EIEH 6| 333 1210.8 17| 48.6 571.2
JRYYIE RS & OV 4 HUE 0| o0 0.0 5| 143 109.6
[ % e B e 0| o0 0.0 1| 29 18.4
AR S 0| o 0.0 1] 29 18.5
LTz 0| o0 0.0 1| 29 18.2
F e~ L~ 0| o0 0.0 1] 29 18.5
FZ T R 0| o0 0.0 1| 29 18.6
RIS 0| o0 0.0 1| 29 18.8
Rt L O EE 1| 56 150.9 0| o0 0.0
RAOHER 1| 56 150.9 0| o 0.0
R R R 1| 56 149.7 1] 29 17.9
GIEpr 1| 56 149.7 1] 29 17.9
SRR 1| 56 138.9 0| o 0.0
A e 0| o 0.0 1| 29 18.7
NS Bk 2 A 0o 0 0.0 1| 29 18.7
it 1| 56 150.3 0| o 0.0
{E 1 1| 56 150.3 0| o0 0.0
20 E N T P ST O 71 = = 1| 56 150.3 0| o 0.0
Ik 1| 56 150.3 0| o 0.0
B E 0| o 0.0 1] 29 17.8
iR iAT 0| o0 0.0 1| 29 17.8
T ¥ 0| o0 0.0 1] 29 17.8
B 0| 0 0.0 1| 29 17.8
JHREE R B 5 1| 56 110.3 1] 29 18.8
FR TR 0| o 0.0 1] 29 18.8
Pt e L 1| 56 110.3 0| o 0.0
FRGF J OV TRk b 4| 222 741.6 9| 257 196.6
UL T 2 31167 389.9 6| 17.1 116.8
IFERERIEIN & B R % 1 5 3P RO 0| o 0.0 2| 57 37.6
4737 1| 56 123.4 1| 29 17.8
FERE %% 0| o0 0.0 1| 29 18.6
i E 1| 5.6 146.7 0| o0 0.0
T UL — P 1| 56 147.3 0| o 0.0
B RER X OV ARk E 2| 11.1 305.6 4| 114 86.1
R 1] 5.6 146.7 1] 29 18.7
#7 PI 1| 56 111.7 1| 29 18.7
i 1| 56 149.7 1| 29 18.7
[ 1| 56 129.5 1] 29 18.5
RARIZ 0| o0 0.0 1| 29 18.5
REHI2 K 1| 5.6 129.5 0| o0 0.0
I B E 1| 56 128.2 0| o 0.0
Bk L OUR K REE 0| o 0.0 1| 29 17.9
1R 0] o0 0.0 1] 29 17.9




VI Z24tE (A EoEES) (BT 25AE

1368-0013 EAERIZH (T HAREQHMEBREN S EKEMNRAM (16 BR) BT ETICRFSN-ERERF
HYDAEERDHEHNADE EXEFHNORERINSEVTI0A - EH-YDREER HHE)

SRE BRI FEAGE 75w AR AR = TR
100 A - Fd 7z 100 A - 7o
NU %y pmms [N P | vorms

—i% - REEEL L ORI ORE 31167 464.3 41 114 75.8
KAy PETIE 1| 56 111.4 2| 57 37.2
AR 0| o 0.0 1] 29 17.8
Ty 0| 0 0.0 1] 29 17.8
FE R 0] 0 0.0 1| 29 18.1
PRAE 1| 56 129.5 ol o 0.0
FEEL 1| 5.6 125.9 0| 0 0.0
IR AR A 2| 111 303.1 3] 86 61.2
TI=rT ) NI AT 2T —EHIN 2| 11.1 272.6 1| 29 18.4
TANRTGEUBET I ) T A7 27— 1| 5.6 135.3 1| 29 18.4
M7 L7 F ok 2R —E N 0| 0 0.0 1] 29 18.7
X P RIERE 0| 0 0.0 1| 29 18.6
Y= NE I NT AT =T —EHIN 0| o0 0.0 1| 29 18.5
ifn. LR K SR B SR 1] 56 146.7 0| o 0.0
L BRER A N 1| 5.6 150.3 0| o0 0.0
IFBRER E 43 S0 1| 5.6 150.3 0| 0 0.0
EHE Y RE AR 1| 5.6 150.3 0| 0 0.0
L E Y RE [N 1| 56 112.7 0| o 0.0
1 IR EBE N 1| 56 146.7 0 0 0.0
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VI Z24tt (B EoyEEs) ([CBEd 5IEAE
9. BEKRBREHRICRIZTRE
RE I TV
10. BEERS
BRE STV
11. BALDOIE
14 BARLOEFE
141 EXRBEFOTE
T4 11 BFNIARENC BEUC L DR ZITV . Y | B UIEARRDO N DHGEIIEN L
AN AR
14.1.2 HREFAHETL 100mL S5 /N Y 7 3UEAR oD 15mL 24k & Bd, AK) 15SmL (2 34
TS AE) B EREL L TN 7 UEAR FALARBRICIEA L, RN RSN IR R
HZ kb,
141, 3R L 7= A R I e i35 Z &
14.2 EFIIRERHOEE
14.2.1 AFNIEE, "Mz 7 —=THZ U RIEEGHEORN 02um A T4 7 4V F —
Z 38 LT 90 30T TRIBRICEARMNIEAT 2, TEAREZELS 350, —RIITIEAZ T
1L 28580%, EARFHE (PIER A2 &) OGF 180 A BA WL HITTLH T &,
14.2. 2 KFNIMMOIEH LIRG LignZ &, F72, W UERE T A & ATl 354 & [FRFIZ & 5
L7222 &,
14.2. 3 KK & D FEHN & [l — DG T A N K 0 #lkEEAT 2551013 AR O£ 5/ I AR
BHRZ IR T = — 7 NI L TR 5 2 &,
(fiast)
14.1 AFIFAREEO R & LT, CCDS Otz 2H % E Lz,
14.2 AAF GREOEREME & LT, CCDS Oit#iaSHBICHE LT,
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12. ZDOHDEE

1
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BREREFRICE D < 1HIR

15, Z0f0FE

15.1 BREREAIZE D < 1B

15. 1.1 FREEEE O EHE ORI RE (GPP) ORAMIERNEBO SN D NEE E xR E LzEH
@ﬁﬂ%nmﬁ%(mmwmn TRWT, KRN EE 7= 50 Bl 23 FlCAFIB %

PUEYHUA (ADA) ORIBPEO I, 95 20 FIEFFHUL S 5% TH > 72, ADA B

PEBITIE ADA [2PER] & belg U TSR AR B2 AME T 4 1A 23588 Hiv7=23, ADA
DIBUZ L D ARHFNOH IR VLRI~ RBITH & Clixieny,

15.1. 2 EFELFBIHMEEER (Bffisayil-1) T, AFlZ072< &6 1 BILLERG S 7
B 51 BICR T D EMEEREORBIEIAIE 2.0% (1/51 F UZEABIRE)) Tholz,
[1.1, 8.4 ]

(a5

15.1 [EIBR AL [R5 TUAR R PR 5B (1368-0013 54 : Effisayil-1) [2331) 2 AAI G- OH LM LK (ADA)
F O RIHUAR DR BLRPLIZ OV T, CCDS (233 TRtk L 7=,

15.2 AANT I 5 MG O BURDUC BT 2 Fl &2 18 LIEEWEZ T 5720, FHETORLH
W& SEBITHRE LT,

JEEGPRERERICE D < 15
RESH TR



IX. FEERARPAERICBE 5 IHH

X. JEERPREAERICRE9 HIEH
1. EEHER
(1) FEMFEEBAER

VI SNSRI SR H | B

(@) REHEBHER
LR L

(3) ZOMOEEHER
s B L

2. HEHR

(1) BERSHERER
kg L

(2) REHRSEMEHR Y

ARV =T OV ar— A THDH~ 7 A IL-36R ik (Bl 674304) % - —1HE
Rig#GENRR (RE26AM) 2E B L. 2 b0

% Bes 50 mg/kg/Al 0 & Tl
R, B,

IR R, HRIR

aAXRT 4 A, ADARUA L) T =) AT, Ek, fEEENE, WEERRORE

RERESHHBRYE
Be 51/
ELZEE - e 511/ o Bl
(12 & vy /’
g | ROH e 15 ELHR Cmg/kg/E1]
[mg/kg/[F]]
<A BI 674304* | H#lR/ ﬂ‘}xb: ENOMREIZKT @M | REET
(i 7 A% ¥ 2 [\, 4 3@/ BIIFRO LN o T,
9 f5/8*) 0, 1, 10
~ A BI 674304 ER/ —fBfRRE, R, ﬂ@t%bui, 2EH | 20
(I 7 A% 2 [al, 4@/ B, WERIERE, e EE, TR
5 Bl/EE) 0, 5, 20 K OV BRSO mEE B B W
T, BI 674304 (2R3 L 7= A RIEER
OO0 T,
<7 A BI 674304 iR/ 210mg/kg/[a] @ SPEJHRIMER ST A — |50
(i 7 A% W2, 4 LD %, ALT, AST, KR UYXiZ CK 2344
15 Xi% 10 4 BRI ORIEEAR, [INL7=2%, 25D RICEEE L7
/) 0, 10, 50 — B RE D 28 AL K OV B 2 80
P RIEERD g inoTz,
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FERTIT, Hi~ 7 A IL-36R Fi1k (BI 674304)
2[5, FARNE G L2 fME RIILL T O L B0 Th D —RINEE
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IX. FERGREAERIZBI 2 T H

Eiacy Y dl
EuLE ] - 53R/ o TR
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A Boehringer Ingelheim Pharmaceuticals, Inc.

HR5E4 SPEVIGO injection

I - ks | Injection: 450 mg/7.5 mL (60 mg/mL) solution in a single-dose vial

HKEAEH Sep 2022

ZNEE X 13%) | 1 INDICATIONS AND USAGE

S SPEVIGO is indicated for the treatment of generalized pustular psoriasis (GPP) flares in adults.
ME K O | 2 DOSAGE AND ADMINISTRATION

s 2.1 Recommended Dose

Administer SPEVIGO as a single 900 mg dose by intravenous infusion over 90 minutes.

If GPP flare symptoms persist, an additional intravenous 900 mg dose (over 90 minutes) may be
administered one week after the initial dose.

2.2 Preparation and Administration Instructions

SPEVIGO must be diluted before use.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permits. SPEVIGO is a colorless to slightly
brownish-yellow, clear to slightly opalescent solution. Discard the vial if the solution is cloudy,
discolored, or contains large or colored particulates.

Preparation

* Use aseptic technique to prepare the solution for infusion.

* Draw and discard 15 mL from a 100 mL container of sterile 0.9% Sodium Chloride Injection.

* Slowly replace with 15 mL of SPEVIGO (complete content from two vials of 450 mg/7.5 mL).

* Mix gently before use.

* Use the diluted SPEVIGO solution immediately.

Administration

* Do not mix SPEVIGO with other medicinal products.

* Administer SPEVIGO as a continuous intravenous infusion through an intravenous line containing a
sterile, non-pyrogenic, low protein binding in-line filter (pore size of 0.2 micron) over 90 minutes.

« If the infusion is slowed or temporarily stopped, the total infusion time (including stop time) should
not exceed 180 minutes.

* A pre-existing intravenous line may be used for administration of SPEVIGO. The line must be
flushed with sterile 0.9% Sodium Chloride Injection prior to and at the end of infusion. No other
infusion should be administered in parallel via the same intravenous access.

* No incompatibilities have been observed between SPEVIGO and infusion sets composed of
polyvinylchloride (PVC), polyethylene (PE), polypropylene (PP), polybutadiene and polyurethane
(PUR), and in-line filter membranes composed of polyethersulfone (PES, neutral and positively
charged) and positively charged polyamide (PA).

Storage of Diluted Solution

If not administered immediately, refrigerate the diluted solution at 2°C to 8°C (36°F to 46°F) for no
more than 4 hours. Protect from light.

2.3 Testing and Procedures Prior to Treatment Initiation

Evaluate patients for tuberculosis (TB) infection. SPEVIGO initiation is not recommended in patients
with active TB infection. Consider initiating treatment of latent TB prior to initiation of SPEVIGO.
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KEOTRNTSCE 8.1 Pregnancy

(2022 49 A) Risk Summary
The limited data on the use of SPEVIGO in pregnant women are insufficient to inform a
drug-associated risk of adverse pregnancy-related outcomes. Human IgG is known to cross the
placental barrier; therefore, SPEVIGO may be transmitted from the mother to the developing fetus.
In an animal reproduction study, intravenous administration of a surrogate antibody against IL36R
in mice during the period of organogenesis did not elicit any reproductive toxicity.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The
estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
8.2 Lactation
Risk Summary
There are no data on the presence of spesolimab-sbzo in human milk, the effects on the breastfed
infant, or the effects on milk production. Spesolimab-sbzo is a monoclonal antibody and is
expected to be present in human milk. The developmental and health benefits of breastfeeding
should be considered along with the mother's clinical need for SPEVIGO and any potential
adverse effects on the breastfed infant from SPEVIGO or from the underlying maternal condition.
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P NERNSEP'E 8.4 Pediatric Use
(202249 H) The safety and effectiveness of SPEVIGO in pediatric patients have not been established.
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