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X3 5hiEEERUTEE VY ([E] B5R).

BESBREUVTHIRUCRD - BHOZLIEENSHEETULLD, —BOEBEETIFRSPLICEST
ERNBUET [FTITORSICHIBIL - Bl (FEER) ([CXBDIRSPIEE. INPULSIS 78 (85 52

BFRT) RD2.0% (1361/638%41) . 1&01£0.8% (561/638%1) . SENSCISEER (15528FT) Bn2.1%
(6651/288%41). BIE1.4% (4%1/2884l). INBUILDEER (15 52:8FT): B0 0.3% (1 61/33241).
&0+ 0.9% (34 /332 61)]1,

© %

B0 - BIHCH T B, RENBIPEREZITOCLIES V. BYRWEREEICONNDST, B - Bt
DT T DHBBIC(E. AFIDRE N IFFRIZEIRETL TIZE W

SEDIERN M T 2HGE. AEDRSZPIELTIEE L,

Bl - [B0HICHE 9 Bdii% ~N
B0 - [BIEORIR

¥
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R MR BEOERLD - [BITH
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l

F7101CKD b o
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1 ve

1@ 100mg
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B CH NS EEE
% ERSY BT BB

115@21 S@%Tg EEICR5L. BE5HEEEORES

- +HICERUTZE WD,
B - BHEE(LS EATEER OB R Y ORIYERTBESIC. EBELTI 2T
\_ Y,

FEIER
TH (30~41 R—ISH)

B - BT (42~53 R—I'&H3)
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® FHIZERT BIRFEEICIRSL. REPIIERETSICIT>TIESE L,
\. [MEFTSAEDBIRD B SN BB S FHC K BB PRI ZEIRS L TIIES L,

\

O WWE MieEREDOHIRN HONBDHEIEAFCRDBBEDPRIZIRETLTIIES L,

I/ iR

MR B SHNBTENHIET,
o HIMICES>EERBEFIBRESNTVSI. EHNICMFIRBEZTOIBERRZ+5
ST TLIEE LY,

O E RENROSNHEE. AHORSEPILTIRE, BIHLEET>TIE,
HIEEESL
HIEEFANBSONBIENBIET,

o [EEDAHBRNEDEIEN H B BHEICE T ITERULTLEE WY,
o BiBHm /EBEOBHEN BB EREICIFTHITEFRL TS,

O HE FERSPEFREZTICTV. EBNROSNBEICE. NREE. BEXR. CTHD
DEGRAEZITV. AFDRSZPIETDRE. BURMLBZTOTEEW, HBIELEBERANEROSN
FBEBICE, BRELBEVTLES L,
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(WM T—FmLLIEETWY)
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RENREFR Z S OBIREREN DS NDTENHIET 1,

® VEGF/VEGFRPEZE(ERAZHE I EFICHN T, BREFHOFREIRURIHEVMERNER
5NTVET,

® FHISVEGFRIBE(EAZR IR ENS. BERFBEDIRREICTIERULTLILEE L,

Bl

O K EENDBOSNIZEEF. FFIDRSZERIEL, BUBRLEBZITOTIEEL,

RlZaRLEE "2

RS ERZESE BulReEN G IRT,

® FiglFEAFI DX S ZhHIL TITEE W,

® FiTEICHFNICKL B EBBRZRIBT HLE. NIEIFHIRICHERIZILER. RIS ERDE
YIRESICE DEHIRRL T T L\, BRRIBIBEDREZTDICHBLTIEEL,

eI P O o i 8 7 S MR D - B

=
I

O WWE EENRDHONBEE. FEDERSZEDHL, BURNEZTH>TZEW,

(HjEﬂUXO%EjJﬁﬁ“%EJﬁE'I‘ED*‘% DEI,
o [HIMH4RENBS]. [MEBEFIEEZITo>CTVS] REDHMYRTZHY THEERWTIE
E. BEOUSBZEEICREILTIEE L,
o HMAERHSNTAZEIE. FHIDRSZRIETHiRE, BUIRLEZEIT>TIEE L,
\. B/ EREOBENSHZFBEICETHITSERULTLEE L,

\

J

O HiE BMARHOSNIHEF. ARDRSZPIETDRE, BURLEZT>TIEE L,

%1 LEMER - BERZEB®RT —IN—X (NDB) ZAVCHERBROBE (VEGF/VEGFREZ(ERZSR I 2EAI DEIAREREEC
92U T | https:/www.pmda.go.jp/files/000266521.pdf

%2 BERRELCDREDH

VEGFR : vascular endothelial growth factor receptor (BN IBIERFZEHK)
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NTWEY, Ffe. INBUILD FHERICHEWT., EEMMEBRELEBESNICBESRICIE.
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® AFIDFEADRICHSNS IPF. SSc-ILD MU' PF-ILD DE(L©iE 7L, ERIERME RS Z

IR T ZLBIEHTHIIENS, FEIDRSHFBREDREZERRBRRUTKIES L,

o [BtIN. EBEDIFRE|. [FE] BEDERNBSHONIIEEF. EEEISERS - 183D
L t. EBEREZEZZ2TBHLIICLTEE L,

J
O WWE FHESEGIRE PITIRIEASRE TR LF ORI B MR OBIRD HSNBI5E(E.
FAEDESZPRIEL. AT 04 NaRSOEGUEZIT O CTLIEEL,

BEET

[o VEGFRBEZFIICHWNT. FHEEPZDMDBIRFELDEHERENHESNTNET, ]

® AH|IFVEGFRIBZ(ERZB T ENS. ESHFBREDOREICHTERL TS L,

O WWE EENHONBEIF. FHDKRSZHRIL. BURLEZ{TOTIZE W,
BRI KEEES
° VEGFR [EE{ERZEE T 5—BORAITId. BESENREUBRHRICSVTESR
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® FHEIEVEGFRIBE(EAZR IR ENS. BERFBEDIRREICTERULTLILEE L,

O WWE EENHFONHEE. REDRSZDPRIL. BURLBEZT>TEE W,

K BEBRELTDIREDH
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(g T—mLIEET V)

O7 7 1 JDEHEA

BEAGEIER REETFTAX [11.1 EXGEIEA] &) EED T (3.0%). FHEEERES (2.1%).
MieZAE [(FEIRIAEEE GREAD). $RIIEEERE (0.2%) ], I/)\omsr (0.2%). SBIEEEFL
(0.1%). BEMMK BEEARRE), *TO—CERSE (EERE). EiRmER $EEAEH)
ZDMOBIER (REEFAX [11.2 ZOMDBENER] KW): T (56.1%). B (21.6%). 1B
(11.0%). B&%E (10.9%). FFEERLRE (AST. ALT. ALP. v-GTP L5 (12.2%). BAURE.
HERD (B5% UL 10%FKE) &

0

F7ITOFRENERIF [BIEREE] THY. TH. BiD - BHREDBESRERNFEIRT 2N HIR
9. Ffc. FFEESR (AST. ALT. ALP. v-GTP%) NUEUILEVH ERIBTENHIFT,

Z7x71$ VEGFR BBEERZR DF OV Y+ F—EHEEAITI, VEGFR BESAICIEEFHIREIERD
HESNTVE T, VEGFRESEIFEDBIERELT. MigERAE. JHEBZIL. XT0—CERE.
BIRAERE. BISORUEL. BN, SEEIRFENFIRT DIUREMNHIET, &fc. VEGFRIESERZHE IS
—BDERITIF. BEEENREUVCHBRARICEV T, BEBKERSNMRESNTVET,

eI P O o i 8 7 S MR D - B

=
I

ERNEEIRTEEAEN U PF-ILD BEZNRELUIZ INBUILD EHRBRICEWVT, 7717 EORRERNEE
TERVIMIWORAA D RESNTNE T,

SSc-ILD BEZEMREUIZ SENSCIS SHERICEWVT, F 7T EORRBEHENEE CETRVBE MRS
DHEENZBOHOSNTNET,

ZNZENOEIER - BEEBRICET 35S, NEREFAXMUFHFOZIRN—IZISR

<rEEL,
F5EIER ARITREEEA - BEER
FHREREE (20~29 R—ISHR) MiEEARIE (54~61 R—ISHR)
T (30~41R—IUBH) MR (62 R—IUEER)
B - Bt (42~53 R—IUBH) HIEEZFL (63 R—ISE)

X TO—CEREE (64 R—IUSH)
EIREREE (65 X—IBH)

S BRUELE (66 R—IUSH)
HIM (67~69 R—ISH)
RIEMRR (70~71 R—ISHR)
AL (72 R—IUBHR)
BERBKNERS (73 X—Us8R)

ALP : alkaline phosphatase (Z)LAURRT79—E). r-GTP:gamma glutamyl transferase (57 IIZ)VNSV XTS5 —1)
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F 13 &I{ER

(1) BFERESS

7. BENUHEICEET 5FR

7.2 AST & ALT W EHEB LBRD 3 BZBACHGIF. ARIDBHEX FIERDPHIZITL. +07%
RBRRZETOCE. BREZFMUIRSZERITHGICIE. AST XIF ALT A& SRIDIREEICO
‘U, 1@ 100mg. 1B20h5&592IEEL, BEDKEICIHRCT 10 150mg. 1H
20N\BETBTENTED, BRSN(FIEETIHTICFIBEEITERSL. BSREBREDKE
ZTHICEHRTDHIE, 8.1 11.1.2881]

HEETAX[7. BERUARICEET ZER] KUk

8. ERRERIER
8.1 AST. ALT. EUILEVED ERZHSHEREN SSHNDTENHDDT. AFIRSHSE
AN OB SPIFERNICREZITV. SEOREBZ+DICHRIDIE, [7.20 11.1.2858]

HREFAX [8. BERZBREAINIR] KW HKHR

9. REDHREZEBIZFEICHTIER

9.3 HikeERERE

9.3.1 PEENUBEDIFHEERES (Child Pugh B. C) D&H3EE
BEEVPOZRRRVEHIENSBEZRE. HREIIDCE., EHIDHEF. R
BELVHEOICITOIRE, BEICEEOREBZERRI DT, FRERSHIRIETIHZNN
Hd. Ffc., PHEEDI#EERES (Child Pugh B) D&H2RETIRMITEEN LRI 2. BE
DFFHEERESE (Child Pugh C) DHBBREZERRELVCEMMER R M ZIBIRE UK
BRIEERLCTLEL, [7.2, 8.1, 16.6.1 2]

9.3.2 BEDIF#EERE (Child Pugh A) O&%2E&E
FHRERRBEZ XVEOICTORE, BEICREDREBZHET DL, HEEESHIRIETS
BENNHD. [7.2. 8.1, 16.6.1 5]

REBFHIX 9. REDERZEI 2BEICHT IR KURR

11. BIfER
11.1 EXEIER
11.1.2 FHEERES (2.1%)
[7.2. 8.1&/]
11.2 ZDfthDEIERA
FHBERIES  10% L FFEEER EF (AST. ALT. ALP. v-GTP £F%) (12.2%). 1%
sEUILE VM

RRBFAX 11, BWER] KWk




(1) FFHEeERESE

16. EVEE
16.6 KENERZHIDEE

16.6.1 FHEEEE
FFREERE(ICAH 100mg ZROROKRS UGG, BRERAICHKNTEEMES (Child
Pugh A) ZB 328 Cld Cmax ' 2.2 & (90% {EFBXRE 1 1.3~3.7). AUCH' 2.2 f& (90%
EREXE:1.2~3.8) LRU. FcPEHERESE (Child Pugh B) ZH 328 Cld Cnax D' 7.6
5 (90% E5RX™A : 4.4~13.2), AUC 1' 8.7 & (90% E8EX[E : 5.7~13.1) EFUIZ %t

Aj__“_g) o

HREFAX [16. ZYBNRE] KW R

INPULSIS i#t5%. SENSCIS 5828 U° INBUILD EHERFRIN B 4E

INPULSIS 58&. SENSCIS sE& MU INBUILD SHER TlEF. TEEDRDIRBEIFFRATNT
AEN 07

H:H% EICRIT BERHNME

@ AST UFALT iWEHEE LRRD 1.5 878 2.
@ CULEVHEAEE LRRD 1.5 B7Z 82 2.

o
............................................................................................................................................................... .

INPULSIS FER Tl AST. ALT. EUILEVHEEEE LRRD 1.5 BZBABFEFRASNTL
e, HHEERESREIDHBICTHY (BE 4.7%. TEE 0%, 2E 0%). EEREEDHIEE

([T 2EMERVRRMEIC, PERERIFFESNFTEATU,
Richeldi L. et al.: N Engl J Med 2014; 370(22): 2071-2082.
KERBRIGN— Y H—A V5 )UINA LHDZIEIC K I THNE LT,
Distler O. et al: N Engl J Med 2019; 380(26): 2518-2528.
AHERER=U Y H—A VT )IVINA LHDZIRIC K W ITHhNE U,
Flaherty KR. et al.: N Engl J Med 2019; 381 (18) : 1718-1727.
AEHBRENR—U Y H—A V5 )UN\A LHDOZIRIC K THNE LT,

L 4. MBERFENER

o OFFFEMERMHRMEE

: OB MRRAEC A SRIE MRS

§ O TR b2 S RE R R

: 5. BREXIFFNRICBHET BiEE

L (2 BMRRECHSRIEERRES)

: 5.1 HERESDLSMREECHSBEMMEBUADRESKEICH T 2AFDBMMEFRSNTLERN,

D GE(TIERIE L E SR IERRE) :
P 5.2 [17. BRERALE] DIEONSZHAL. Fitkae. [FRSERRUOBEHERIT RORSNBETHEICRETIERIELNERDS |
: ﬂéF’-ﬂ%’l‘iﬁﬁiﬁ%\%ﬁlcztﬁﬂ%E%@“é:t*o :
: B, MAICE=YFI=TELT ] B150mgZz 1820, # - YRECROBS5TD. B, BEORECKIIZ /79_
P ZELT1E100mg D 1 B2 @RENHET . :

b
=]
[HH
><f
N
[k
Sl
I
o
%f

+F

&0

PS azl:n:l'?é' it \BZ ”7 HZ%EJ (ij—(l&f 5"-’7/\0 %gjﬁﬁ
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F 13 &I{ER

1. RRKR

M IPF BZEZX3%H & Uz INPULSIS SERIC B 1T HFRIRIR (185 5283 T)

INPULSIS EHERICH VT, BESREUVCHESR RN, 77178 13.6% (87 fl /638 fl). Stk
B2.6% (11617423 %)) (CFROONFUIce BARANERTIE. FT7T78£39.5% (3041/766). 7>
MEE8.0% (4411 /50 1) [CERHHSNELI,

EEARBREEOFHMEICOVNT. 77T TEICBENT., AST KU/ X ALT AEEEE LR 3 B LD R0
FHIRENG(EF. 5.0% (32 61 /638 fl) TUIC. HAAERTIE. 6.6% (58 /76 fl) TUIC, 7B,
INPULSISEB& Tld. AST XIFALT i EZEEE_EBRD 5 B EIC ERUEIESE. ABIDERSZPRILEL
o

x® HERLE (BFREREERRE) ORISR

= 7 =S BAAEH
TEBIZS (%) 717 717
150mg 1852 150mg 1H 2@
(n=638) (n=76)
AST s KfE
=3ULN 21 (3.3) 1(0.2) 4 (5.3) 0 (0.0)
=5ULN 8 (1.3) 1(0.2) 1 (1.3) 0 (0.0)
=8ULN 4 (0.6) 1(0.2) 0 (0.0) 0 (0.0)
ALT sxX{B
=3ULN 28 (4.4) 3(0.7) 4 (5.3) 0 (0.0
=5ULN 10 (1.6) 0 (0.0) 2 (2.6) 0 (0.0)
=8ULN 4 (0.6) 0 (0.0) 0 (0.0 0 (0.0)
AST KU/ X ALT s K1E
=3ULN 32 (5.0 3(0.7) 5 (6.6) 0 (0.0)
=5ULN 14 (2.2) 1 (0.2) 3 (3.9 0 (0.0)
=8ULN 5 (0.8) 1 (0.2) 0 (0.0 0 (0.0)
BEVILE VERXE
> 2ULN 3 (0.5) 2 (0.5) 0 (0.0) 0 (0.0)
AST RV / XIF ALT = KIE
=3ULNDD
BEUILE B 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0)
= 2ULN
¥ 1 #EU)LEBI0E AST XIE ALT DEHHS 30 HURDFEIBE U
ULN : upper limit of normal (E4£{E_LR) HMHNER | ERHEESE IERER (REMOHEHENT) UREREEHmER]

Ffoo INPULSIS EHBRICHEWNT, FFAZ. BHRHEE. FHEZ. RUOZOMAHEE SMQ* 2 Z8A) [0
HINDEFEINEEESERD. 27778 1.6% (1061/63861). FSmeEE0.2% (1 %1 /423 #l) (C
RHSNEUIc. BARNEATIE. 7 TTT8 2.6% 261 /76 Bl). T>EmEE 0% (0 %1 /50 #l) (Z3R&
SNFELIZ,

¥ 2 SMQ 3B BEHRSNCEFZHPRE FBEODH D BEDHICEET D MedDRABEDTIL—"C, BREEFEARZBUNIVTHERINS




(1) FFHEeERESE

SSc-ILD & ZXR & U T SENSCIS SHBRICH [T B EIVIAR (5528 T)
SENSCISEHERICBWNT., BEBREUVCHERLEEN, 77178 13.2% (3841/2884l). FStilE:
3.1% (9 5l /1288 fll) [CERONF LIz BAANEMTIF. 77278 11.8% (46 /34 6)). TSmEt
2.8% (1611736 61) [CERHSNFUI,

EEARBREEOFHMEICOVNT., 77T TEICBENT, ALT KU/ XIF AST HEEEE LR 3 B LD EFD
HIRAGIE. 4.9% (14 61 /288 #l) TUIZ. BERAERTIE. 2.9% (1 6l /34 fl) TUTZ. 778,
SENSCIS SHB& Cld. ALT XIF AST WEXEBE LRD 5 B EIC ERUEESF. AFDKRSZHRUEL
2o

x®X HERLE BFRREEER) ORREKR

Omg 135 2] o Omg 18 2E
ALT RA(E
=3ULN 10 (3.5) 2 (0.7) 0 (0.0) 1(2.8)
=5ULN 3 (1.0) 1 (0.3) 0 (0.0) 1(2.8)
= 8ULN 0 (0.0) 1 (0.3) 0 (0.0) 1(2.8)
AST xR KfE
=3ULN 8 (2.8) 1 (0.3) 1 (2.9) 1(2.8)
=5ULN 2 (0.7) 1 (0.3) 0 (0.0) 1 (2.8)
= 8ULN 0 (0.0) 1 (0.3) 0 (0.0) 1 (2.8)
ALT KU/ X|& AST & XIE
= 3ULN 14 (4.9) 2 (0.7) 1 (2.9) 1 (2.8)
=5ULN 3 (1.0) 1 (0.3) 0 (0.0) 1 (2.8)
= 8ULN 0 (0.0) 1 (0.3) 0 (0.0) 1 (2.8)
HBEVILE VERXE
=1.5ULN 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
=2ULN 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
ALP RAfE
=1.5ULN 10 (3.5) 3 (1.0) 1 (2.9) 1(2.8)
=2ULN 3 (1.0) 0 (0.0) 1 (2.9) 0 (0.0)

HWER | ERAEESIEEE (1199.21458) [REREFHHER]

Ffc. SENSCISEHERICHWT, FFARE. FHRHEE. FHEZ. RUZOMOFMREES (SMQZEMA) (C
DESNDFEIRESHEBRN, FT7TT8£3.8% (11 61/288 fll). FS&REE 1.0% (3 51 /288 #l))
([CERHOSNEUIce BARANEMTIE. 2 T7TT8%20.6% (7 61/3441). FSEREE2.8% (161/3661) (C
FaHHNE LI,
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F 13 &I{ER

PF-ILD E&ZxR & Uz INBUILD GHERIC E (3 2RI (185 52:8F T)

INBUILDEERICHEWNT., BEBREUVTHER RN, 77178 22.6% (756/3328)). FSRE
5.7% (19%1/331 ) [CEBHSNELfc. BAAEMTIE. A TTTE 44.2% (2361/526). TSR
8 5.4% (361 /56 Bl) [CRHOSNFULI,
ERARNICEZEDSDHFER LEICOVT, ATTTHICBNT, ASTRU/ X ALT i EHE LR 3 15
LIED EROFEREGE. 13.0% (4361/3326l) TUIZ. BAAEETE. ATT7821.2% (11 61/
52 fll) Tz, %&&. INBUILD FHERTIE, AST XI& ALT HE#(BE_LBRD 3 B EIC ERUIEBEE.
AEI DS ZPRTLE Uz,

xX HEZLF [ERREEEREE) ORRRR

TEBIZ (%) 4717 #7175
150mg 182 150mg 1H 2@
(n=332) (n=52)
ASTRU/ XIF ALT &R KfE
Z3ULN 43 (13.0) 6 (1.8) 11 (21.2) 0 (0.0
Z5ULN 10 (3.0) 1(0.3) 2 (3.8) 0 (0.0
z8ULN 2 (0.6) 1(0.3) 0 (0.0 0 (0.0
BEVILEVRKIE
z1.5ULN 3 (0.9 5 (1.5) 0 (0.0 0 (0.0
Z2ULN 1(0.3) 1(0.3) 0 (0.0 0 (0.0
ALKP & XfE
= 1.5ULN 17 (5.1) 5 (1.5) 5 (9.6) 1(1.8)
= 2ULN 8 (2.4) 2 (0.6) 3 (5.8) 0 (0.0

HAER | EEHLEEIEEER (1199.24758%) [EERISTHEHER]

FJe. INBUILD FHERICHEWT, FHIRNEESEROFEE LU CTHREUCITBERDOER X FHFEER
ERABFSNICEBEF. 7778 4.8% (1641 /332 6l) . TSEmEE1.2% (4 41 /331 4l) (CERHSN
FUlco HARANERTIE. 7778 7.7% (441/52 4ll) [CRRHOSNFE LI,




2. FEIRNGHEY

M IPF BEZXHR & U Tz INPULSIS SRERICEH T 5 FIRIFHA (125 52:8F T)

(1) B

AST. ALT EROHEIRIE. HEDKRICEPITBHEDIFERHONFEATLUIZ,

& AST. ALT LR OHIZHFHA

AEBIER (%)

717

150mg 1H2M

(n=638)

AST KU/ XI& ALT i E#E(E_LRRD 3 B EICTI3DF CORRE. BEATIU—5I*

F2x7

150mg 1H2M

(n=76)

=

anb
co

BEAEH

Ohé

=214 11 (1.7) 0 (0.0) - -
>21~=42H 4 (0.6) 0 (0.0) - -
>42~=63H 2 (0.3) 0 (0.0) - -
>63H 15 (2.4) 3(0.7) - -
ARVRRU 606 (95.0) 420 (99.3) - -

AST KU/ XI& ALT M E#E(E_ERRD

S5fELEICIG2FTOHRE. BEHATIU—5

I

=218 3 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
>21~=42H 3 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
>42~=63H 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>63H 8 (1.3) 1(0.2) 3 (3.9 0 (0.0)
ARVRNRL 624 (97.8) 422 (99.8) 73 (96.1) 50 (100.0)

¥ BARNER TORBTIFRENE

HAER  EEEESIEHR (Z2UDHERT) EERIHEER]




F 13 &I{ER

SSc-ILD B&EZ gk & U Tz SENSCIS SBRICH [F DRI (ZHAR*)
AST. ALT LR OFIRF. "FEDFHRICEP T HEEIEFRHONFTBATUI

& AST. ALT LR DOFIRHFHA

2717 2717
150mg 1852 150mg 1H 2@
(n=288) (n=34)
ASTRU'/ RS ALT DY EE(E LAROD 3 fELL L LB 5 TOMM, B2AT TU—F)

E <218 4.(1.4) 0 (0.0 0 (0.0) 0 (0.0
5 >21~=428 3 (1.0) 1(0.3) 0 (0.0 0 (0.0
e >42~=63H 2 (0.7) 0 (0.0 0 (0.0 0 (0.0)

>63~=848 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
>848 7 (2.4) 1(0.3) 0 (0.0 0 (0.0)

A RUMEL 272 (94.4) 286 (99.3) 34 (100.0) 36 (100.0)

AST BT/ Rk ALT DVEAE(E ERRD 581 LI 3 TOME. B#nTIU—Fl

<218 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
>21~=428 1(0.3) 0 (0.0) 0 (0.0 0 (0.0
>42~<638 0 (0.0 0 (0.0 0 (0.0 0 (0.0
>63~=84H 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>848 3 (1.0) 1(0.3) 0 (0.0) 128

A RUMEL 284 (98.6) 287 (99.7) 34 (100.0) 35 (97.2)

HRER | ERIEISE IEEER (1199.21455) [EERIFEHmER

¥ 2R REBODEEDORSHEN 52:8ICERELCR. && 100:8% COHERHR




(1) FFHEeERESE

PF-ILD & Zx%& & Uz INBUILD ER5RIC 3313 5 FIREGH (185 52:8FT)
AST. ALT EROFERF. FEDHRICERTHEEEFRHONTEATLUI,

&R AST. ALT EFEOFIRMFHA

FEBIRL (%) 717 #7170

150mg 182 150mg 1H 2@
(n=332) (GEY)

AST XU/ & ALT W EHEE EBRD 3 8L EN DEVILE VA EEE(E FRRD 2 S EICI32F TOHIE. B#hTIU—5I
=30H 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
>30~=60H 0 (0.0) 1(0.3) 0 (0.0) 0 (0.0)
>60~=90H 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>90H 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ANVKNEL 332 (100.0) 330 (99.7) 52 (100.0) 56 (100.0)

AST MU'/ XI& ALT B EAEBE EBRD 5 &L EICIRDFTORARM. BEHT U5
=30H 4(1.2) 0 (0.0) 1(1.9) 0 (0.0)
>30~=60H 1(0.3) 0 (0.0) 0 (0.0) 0 (0.0)
>60~=90H 3(0.9) 0 (0.0) 1(1.9) 0 (0.0)
>90H 2 (0.6) 1(0.3) 0 (0.0 0 (0.0
ARVRRL 322 (97.0) 330 (99.7) 50 (96.2) 56 (100.0)

HNER | EREESEIEEER (1199.247H8) AERISHHER]




F 13 &I{ER

3. HIF

M IPF BEZXHR & U INPULSIS EHERICH T 38w (5 52:8F T)

INPULSIS EERICHEWVT. FEIDKRS LK RIS DAHEEDERNUOEIRE DEHEFFRHSNFTE
A TUT,

BEGHER LRELT. BRAEMATRARNUNEELROICEREN 2 AIFROSNF U, JAE#EH T
BECHOIBEIF 93.3% (28 H11/304l) THY. &R5ZPIELCEREF6.7% (241/304) TUI.

R FEBREUVUTERLENROSNREICBITZEEE. TR (HAAEH)

HFALER
STEBIZ (%) 4717
150mg 1H2@
(n=76)

FFBEE L5 DFIRM) 30 (100.0) 4 (100.0)
S

BE 23 (76.7) 4 (100.0)

hEfE 6 (20.0) 0 (0.0)

BE 1(3.3) 0 (0.0)
B

mE 28 (93.3) 2 (50.0)

KEE 2(6.7) 2 (50.0)

EELh&EESY 0 (0.0) 0 (0.0)
SEEHEE

Pk - SRR 25 (83.3) 4 (100.0)

HBREOKGNRHE 3(10.0) 0 (0.0)

HEREODIE 2(6.7) 0 (0.0)
EELHBRLROIS

EELABELS 2(6.7) 0 (0.0)

P ER LR 0 (0.0) 0 (0.0)
ARD BEGIFER LR 2(6.7) 0 (0.0)

¥ 1 TN O —RNRHEZST HAER  ERHAEE IEHER (REMOHERT) DREISHIER]

SSc-ILD BEZXR & U SENSCIS SBRICH I BiElw (185 52:8F T)

SENSCIS SHERICHWV T, SEREYMIESE. 77178, FSREungnd 1 fIICHERLEL
F T 781 BIOEEEREECTEFRL, WITNOEEDRSPIERICOE).

SEGAIREGEE. FT7TTEOD 1 FIICRIRELELC (RERISRLH(CEE) .

BERBHESIF. 27780 1 AIICHRLEUC ERERICKIRRL, ALT BHEAEE ERD 10 58
ZRURUED, IIEE I ISGHERREDIR S PR, FPDCEE) .

FIITEHCHBVT, BEBREVCHRSESNHEESR LRE. FHROES 18IS F T NCIEEER CUI,

28




(1) FFHEeERESE

INBUILD FERICHWNT. FHFAZDEERGFAESEREL T, EYHRTEE1.8% (661/33241) . AHEE0.9%
(3611/332 #ll) RRURFEEZE 0.3% (1 61 /332 fl) WA T TE CHRESINE LI, INSIFTNCTIEEGEME
THY, e, FEZORRAZRSGRIFEOETHY, REPIENITHERD2HO6HINTHELE LI,
R LROEEREEERZRIREUCEEG. 7778 44]. FSERE246ITHY, 6 FITXTH
‘EE5PIERICOELEUIZ,

BAANEH CHRE SNICHBEROBINEEREBICEAELCBEEERIFINTCIFEETHY . FEER
DEEFASERFINCGHBREOREN FRSPIERICOELFRU

Omg 182 : Omg 182 .
Frigse 5 OFIRH| 76 (100.0) 19 (100.0) 23 (100.0) 3 (100.0)
S5EE
52E 53 (69.7) 15 (78.9) 18 (78.3) 3 (100.0)
hEE 21 (27.6) 2 (10.5) 5 (21.7) 0 (0.0)
B5E 2 (2.6) 2 (10.5) 0 (0.0) 0 (0.0)
T
[EF] 66 (86.8) 16 (84.2) 22 (95.7) 2 (66.7)
ROHE*2 8 (10.5) 2 (10.5) 1 (4.3) 1 (33.3)
&&RE 0 (0.0 0 (0.0 0 (0.0 0 (0.0
(g 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
EH 2 (2.6) 1 (5.3) 0 (0.0 0 (0.0
JAEZE
ik - EERL 38 (50.0) 14 (73.7) 10 (43.5) 3 (100.0)
HERE DGR R 28 (36.8) 3 (15.8) 11 (47.8) 0 (0.0)
HERFEDIE 10 (13.2) 2 (10.5) 2 (8.7) 0 (0.0)
EERBHERLREDEE
EEGHERLR 4 (5.3) 2 (10.5) 0 (0.0) 0 (0.0)
BOENIRATEER L2 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AN KRERITER LR 2 (2.6) 1 (5.3) 0 (0.0 0 (0.0
ZOMDERRITER LR 2 (2.6) 1 (5.3) 0 (0.0) 0 (0.0

%2 DIFIORRIGREICELTCHS Y. BEBRICOOVTEHHTOERE
HANER | EEHESEIEEER (1199.247 58R) [EERIHlER]

(el
FFEERERELT, ALT ER. AST ER. MAPALP LR, 7v-GT LR, FBRREE. SEULEVME (MedDRARAESE) H'EENET .

29



7. BENUHEICEET 5FR

7.1 ™R BD. BHEZOBWERANROSNIGGF. EBEREDBYMIBZITOILOR. &
B DBEN OIREIRRARICOE T X TO/R. HEBNIFSEDOFHZRETT DI L, IBED PRI
BRI25%E(E 10 100mg. 1 H2ONSBRT2CEZIRFTIDIE. BEDREICIHUT 1
@150mg. 1H2ENEBETSIENTED, BIRENIEETIHTFEEICKRSL. R5%

- (FREOREZTDICEHREIT DL,
= RRBTRY 7. FHERUMHRICISET 338 &4 IRE
8
f -
M 11. BIEM

11.1 EXFEIEA
11.1.1 EEDTH (3.0%)
TRIER D HONDHBEERPHCHRCORSZINED ILBEIRSZTV. AF|ICLDEE
DEMZIRN T DL CNSDMAERECHND DS TR ITDRIBREED MRIDIZE
(& FACLDEFzPIEL. BRSJITHEVNCE, [7.180]
11.2 ZOfthDEIER
BEEE10% L TR (56.1%). BiD (21.6%). &Lt (11.0%). B (10.9%). 1%
E5%FKiE B 1%RiE REIERER

REBFHRX (11, BIER] K%k




(2) A

1. FRWRR

M IPF B&EZWR & LIz INPULSIS SHERICH 13 B RIRIKR (185 52:BFT)
INPULSIS SERDA TT TBCHNT. ARIDBUEAELT, THIN'53.4% (341 41 /638 fl) [C5HSN
FUfz. BREANEFTIE. 67.1% (5161/76 ) ICBHSNEL.

x T (BER) ORISR
SFER HA A&
EBIEL (%) k) #7170

150mg 182 150mg 18220
(n=638) (n=76)

T 341 (53.4) 46 (10.9) 51 (67.1) 5(10.0)
HAER | BREAES IEHER (X2 EDHERT) [HellFsHiER]

SSc-ILD FZEZXMR & UTz SENSCIS HERICH [T B FHEINR (25528 T)
SENSCIS SEHERDA T TEHCHB VT, FEIDBIERELT. THIN 68.4% (197 #1 /288 Bll) [CFRDHSN
FUlce BEANEETIE 76.5% (265 /34 f) (CBHSNEUIZ,

& TH EIER) ORERIR
BAAEH

TEBIEY (%) F7x7 Z7x7

150mg 1820 150mg 1H2E
(n=288) (n=34)

T 197 (68.4) 57 (19.8) 26 (76.5) 8 (22.2)
HANER  ERHEEIEHR (1199.2145H88) DRI HEER

PF-ILD & ZXR & U Tz INBUILD GBRICH [ B FEIRIAN (125 52,8 T)
INBUILD 5ERDZA T T TEHCH VT, AFIDBIWERLLT. THIN 59.0% (196 51 /332 fll) (CFRH S
FUlco HEAERTIE. 73.1% (3861 /524l) [CRRHOSNE LI,
& TF BIERA) ORERIR
=R NS

TEBIZER (%) Z2x7 F7x7

150mg 182Mm 150mg 1H2@
(n=332) (n=52)

T 196 (59.0) 59 (17.8) 38 (73.1) 13(23.2)

HAER  EEEESIERR (1199.2475HK) EERRFHEER]




F 13 &I{ER

2. FHIT0FHA

M IPF BEFZXWHR & U INPULSIS SHERICH 17 B FEIRIFH (185 52:8F T)

INPULSIS 588D A T T CHEWNT. BEERELCTIRNAROSNZEBEDDSS. TROYEREEREN
®5HENS 1 HALRICERSoNEEE 44.0% (175 611 /398 ) . &=5506HS 3 DRAAICERSD
SNIZREE67.1% (267 #11 /398 6ll) TUIZ, MRIDHIEIFEIRF CORABDPRIEIL 148 HTUI,
BARAEFTIE. YEFERBENESHIBNS 1 HBELARICRDSNIEEF 45.6% (2661 /57 61). 3518
PIARICEROSNTZEEF 61.4% (3561 /57 f) TUIZ, TRODYIBIFEIRE COREOPREF 102 HT
Uiz

TH (FEER) OYIOFRETOHE (£45%H)

e
O

SNigh - fcBEE
(AFPSY - R4 V—HEB) (%)

7))

i

204 — TSR

Z7x7°150mg 1H2E

o 75

0 30 60 90 120 150 180 210 240 270 300 330 360 390 420
S TROVEREE TOME (5)

SR 423 378 361 353 347 340 329 321 314 304 299 293 287 218 2
F717 638 462 401 345 309 286 255 242 221 199 191 180 169 131

THIA

HAER  EEHESIEHR (Z2EOHERT) EERIHHER]




(2) A

SSc-ILD Z&ZXR & U T SENSCIS SHBRICH 1T 5 HIRMFHA (85528 T)
SENSCIS HBODA 7T THICEWVT. AEBREVTTRNROSNICEEDDE. TROYIERERN
’5EEH'S 2 HELIAICEROSNIEEEF 67.9% CTUlc. MRIDYIEFIRE CORBEDHRIB(F 55 H
[ 97/

BARAEHTIE. YEFEBEIESHIBEND 3 HAMRNICERHSNIEEE 75.0% (21 41 /28 f) TUI.
TRIOYICIFEIRE COHBORRIEE 64 HTUE,

TH (BEER) OYVIOFRRTTOHE (24&EH)

ey
ﬁv
4 1
0
s
< Ay
10 D’
gD
8 0 .
— SR
10 - Z7x7°150mg 1H2E
o 154
O T T T T T T T T T T T T T
0O 30 60 90 120 150 180 210 240 270 300 330 360 390 420
ST T™RIOYIEFEIEE COHE (H)

SR 288 239 223 212 207 206 200 196 193 187 182 180 174 34 O
Z717 288 178 134 106 91 79 72 68 60 56 54 53 50 14 O

HNER  BEHEE IR (1199.21458) [AERISTHHER]




F 13 &I{ER

INBUILD i8&(D74 71 T8 T FRIDBIIEFRNUETE2EE 221 fIDS5. MTRIDOYILREIRN RS
wBh'o 1 HBRLIAICEEHSNIZEREE 51.6% (114 61 /221 #) TUIZ. TRIOYIEFEEREF OB DS
REF114.0HTU,

BAANERDA 7T T8 T FMFIOEBINIERNMNETECEE 41 flD55. PIERENRSEIENS 1 1B
PIAICERDSNIZEE(F 48.8% (20461 /41 ) TUTZ, FRIDYILIFEIRE COHABDHREF 59.0HT
Uiz

100
90

0¥ 80

ﬁ@ 70 -

R

0 60

_

B 50+

:_QD'

Q. 40

N

':rQII\ 30 A

& D

E8 201 soux
10 1 Z717 150mg 182D

3210

0 ‘ :

0 30 60 90 120 150 180 210 240 270 300 330 360 373
=TT TRIOYIOFEIRE O (B)

IR 331 291 277 264 257 252 245 235 232 227 221 219 216214
F7x7 332 221 184 160 145 135 120 105 101 92 88 86 82 80

HNER  BEHEFEIERER (1199.247 558) [AERISHMHER]




(2) A




F 13 &I{ER

3. &R
M IPF BEE =R & LTz INPULSIS HERIC B3 BEIR (185 52i8% T)
© EEE

INPULSIS SHBRDA T THICHEWNT, BERELTRIRELICBED RN 3.3% (21 611 /638 fl) (C588
SNFELIE,.

FIITHCTEEEREVCRDONIITRD 94.5% (376 £l /398 fll) FBRE~PEFEETHY). SED
TFIlE 5.3% (21 61/398 ) TUIc. BARAERTIE. INTEE~PEETHY., BED THIIERD
SNFEATUIZ

©
BESREUVTTRINROSNIEREDDS 87.9% (350 £l /398 #ll) (FOEL. BEAEPIETAIIFH!
FBATUL, BARANERTIE. 94.7% (5441 /57 f) iEELFEUI.

O aEEB

BEEREUVTTRINRDONICEEDDIEA T T OXENRFENTTONIZEREF 14.3% (57 4l /
398%l). H{5ZEPIELIZEREE7.0% (28 61 /398 fl) TUT,

BAAEHTE. 77T OXKGERRBEEMTONEEF 8.8% (561 /57 Hl). #5ZPIEUICEBREF
3.5% (2%1/57 fl) TUIz.

® EFLTH

BEBREEBREVCHRESNICMIOREIREIG(E. 7778 0.5% (2 41 /398 fl) THY. 2 BlEH
ABRICEDX U ETICESIC MRIDRSEFHUEFEATLUIL. HAAEFHTIE. EEREEBEREL
THRESNZMRlESHIEEATUIZ,




(2) A

KR AEEREVLTMIZ 1 DU ERRUCBECSITIEER. HR. SEEE

&R BARAEH
REBIEL (%) F7x7 77
150mg 1H2E 150mg 182M@
(n=638) (n=76)

TR 1 DFEIRG 398 (100.0) 78 (100.0) 57 (100.0) 9 (100.0)
BEE*2

2355 226 (56.8) 60 (76.9) 48 (84.2) 9 (100.0)

s 150 (37.7) 16 (20.5) 8 (14.0) 0 (0.0)

=E 21 (5.3) 2 (2.6) 0 (0.0 0 (0.0) %
R o

@& 350 (87.9) 72 (92.3) 54 (94.7) 9 (100.0) i

KREE 43 (10.8) 6 (7.7) 2 (3.5) 0 (0.0)

#&ERE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

ST 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

ENE] 5 (1.3) 0 (0.0) 1(1.8) 0 (0.0)
JEERE

ik - EERL*3 313 (78.6) 77 (98.7) 50 (87.7) 9 (100.0)

SEREOKGHRHE 57 (14.3) 0 (0.0) 5 (8.8) 0 (0.0

HEEDhIE 28 (7.0) 1(1.3) 2 (3.5) 0 (0.0)
BEEBTHOEEG

SELRTH 2(0.5) 1(1.3) 0 (0.0) 0 (0.0)

BT TR 0(0.0) 0(0.0) 0 (0.0) 0 (0.0)
ABED B IE TR 2(0.5) 1(1.3) 0 (0.0) 0 (0.0)

%1 BEEREUTESREE [diarrhoea (TH) | EHESNICER
%2 BAANELT 1 2AH
¥ 3 TN U —BNEHEZEST HAER  ERHES IEHR (R2UDHERNT) HERRHIER]

[#E]

BEERDENIF. MedDRA (Medical Dictionary for Regulatory Activities) ZHWTITL). 28ERIKDFE (SOC:
system organ class) MOEAGE (PT : preferred term) TESTLTWVE T, MedDRA [FREENRI—T 42TV RT
THY). ABRSNEMNMERLICESTEROMRESS (verbatim term) Z FBEICO—T V7 L. RICIBEEZEARE.
SiEE. BT IV—TERUBRERIADEICEEMITET.




F 13 &I{ER

SSc-ILD & ZXR & UT= SENSCIS HERICH 1T BEn)m (#5528 T)

® EEE

SENSCIS s DA T 7B CHSBREUVCROONIITRIE, BEN 49.5% (108 1 /218 fl) . thk
FENY45.0% (98 411 /218 Bll). EEN5.5% (1241/2184l) TUIZ,

BARAEMTIE, INTCEE~PFECTHY . 8ED MIEEEHONFTEATUIS,

O
BEERELTTRINRDONICEBREDDS 92.7% (202 611 /218 fl) [FLEHEL. #EEIF 0.5% (1 61/
218 fl) [CHSNZFLIZ. FETAIFHIFEATUIC, BARAELTIE. 96.4% (27 61 /28 #l) HEEL
FUIS,

O aEEB
BESREVCTTRIZRIEULERED 90.8% (198 #i /218 fI) [&. TRIDFER®RHA T T DIRSZ i)k
LN Oy ralt

HAAEHTlE. TRZFEIEUCERED 96.4% (27 1 /28 #l) . TRIOFER#©A T T DRSZH;
O Oy ralt

® EFLTH

BEBESTBEREVCRESNICMRIORIREIGF. 7778 0.9% (241/2184l) TUIZ.
BAANEM CIFEE R MlFHRSSNFEATUIS,




xR BAEERELTHMZ 1@ EHRUEBEICBIFIZIEEE. TR, 5EEE

(2) A

Omg 182 - Omg 1B .
TRDRES 218 (100.0) 91 (100.0) 28 (100.0) 11 (100.0)
BHERELTOTHA 197 (90.4) 57 (62.6) 26 (92.9) 8 (72.7)
H5EE
2 108 (49.5) 61 (67.0) 21 (75.0) 10 (90.9)
chER 98 (45.0) 27 (29.7) 7 (25.0) 1(9.1) x
BE 12 (5.5) 3(3.3) 0 (0.0) 0 (0.0) o
&R A
@& 202 (92.7) 86 (94.5) 27 (96.4) 11 (100.0)
KEE* 14 (6.4) 5 (5.5) 1(3.6) 0 (0.0)
B 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0)
REg 1(0.5) 0 (0.0) 0 (0.0) 0 (0.0)
SAEEE
thik - L 141 (64.7) 88 (96.7) 20 (71.4) 11 (100.0)
HRREOKGRHE 57 (26.1) 2(22) 7 (25.0) 0 (0.0)
SHBEODIE 20 (9.2) 101.1) 1(3.6) 0 (0.0)
EELGTAOES
B TH 2(0.9) 2(22) 0 (0.0) 0 (0.0)
NS U TH 2(0.9) 2(2.2) - -

¥ DIFIDORRIGKREIELTHS T, BEBRICOVTBHPOERS

HAER  EREESEMAEHER (1199.21458) DERERISEHHER




F 13 &I{ER

® EEE

INBUILD HERDA 7T TE TCEEBREUCROSIETHIG. Grade 1 h'66.5% (147 1 /221 H1)).
Grade 2H"23.1% (514117221 4). Grade 3h'10.4% (23%11/221 ) TUI,

BAANEMTIE. Grade 1575.6% (3141/4141). Grade 2h°19.5% (8411/4141). Grade 3/h'4.9%
(261741 41) TUIZ,

O
BEEREVTCTMRINRDONIZEBEDSS. 68.3% (151 /221 #l) F@EL. FETHIFHUEEA
TUlce BARAERTIE. 61.0% (25461741 61) iEELE U,

O SR8

BEEREVCTTRANROSNIZEE DS54 717 DXGNFHENTONIZEREF 21.3% (47 61/
22160). B5ZPIEUIEEF8.6% (19617221 #) TUIZ.

BARANEL T, 27T DXEHRHENTONIR/EF 17.1% (7 6 /41 §). REZDPIELES
%4.9% (2%1/41 §) TUIZ,

® EFLTH

BEBESTBEREVCRESNIC MIOREIREIGIE. 2778 0.9% (241/221 4l) TUI.
BAANEM CIFEE R MlFHRSSNFEATUIS,




(2) A

x BATBREULTCTHHZ 1 O ERIBULERBICHITZIEEE. IR, SEEE
Omg 13 Omg 18 6
TRIDFEIRE] 221 (100.0) 79 (100.0) 41 (100.0) 18 (100.0)
BHERELTODTH 195 (88.2) 59 (74.7) 38 (92.7) 13 (72.2)
EiEE (CTCAE*1)
Grade 1 147 (66.5) 64 (81.0) 31 (75.6) 17 (94.4)
Grade 2 51 (23.1) 10 (12.7) 8 (19.5) 1 (5.6)
Grade 3 23 (10.4) 5(6.3) 2 (4.9) 0 (0.0
#F
Ef] 151 (68.3) 64 (81.0) 25 (61.0) 15 (83.3)
ROog*2 70 (31.7) 13 (16.5) 16 (39.0) 2(11.1)
#ERE 0 (0.0 0 (0.0 0 (0.0 0 (0.0
T 0 (0.0 0 (0.0 0 (0.0 0 (0.0
BH 0 (0.0) 2 (2.5) 0 (0.0 1 (5.6)
BERE
ik - WERL 155 (70.1) 75 (94.9) 32 (78.0) 18 (100.0)
HEBREDXGIREE 47 (21.3) 3(3.8) 7 (17.1) 0 (0.0
FHEREDDIE 19 (8.6) 1(1.3) 2 (4.9) 0 (0.0)
EERTROEE
BEERTH 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0)
AR AEIR TR 2 (0.9) 0 (0.0) 0 (0.0 0 (0.0)

%1 TRIOHITEEE  BEBRILEAERE (CTCAE) F4 )
Grade 1: X=X S5AVEHENT<A4E/ BOBHELEIEN
Grade 2 : X=X 54V EHNT 4-6 @/ HOBHEDEUIEN
Grade 3: R=XTAEHRT 7B E/HOBHEOHIEMN. {FRZE
Grade 4: E£mEEZNT
Grade 5: 3T
¥ 2 RIBBEIRICHDDSY . KOED TR 1 HULEHFSNEITRTDEEZSD
HAEER  EREES MAERER (1199.247 58) [RERISETMER)




F 13 &I{ER

(3) i - NEDIL

7. BENUHEICEET 5FR

7.1 ™R BD. BHEZOBWERANROSNIGGF. EBEREDBYMIBZITOILOR. &
B DBEN OIREIRRARICOE T X TO/R. HEBNIFSEDOFHZRETT DI L, IBED PRI
BRI25%E(E 10 100mg. 1 H2ONSBRT2CEZIRFTIDIE. BEDREICIHUT 1
@150mg. 1H2ENEBETSIENTED, BIRENIEETIHTFEEICKRSL. R5%

- (FREOREZTDICEHREIT DL,
= RRBTRY 7. FHERUMHRICISET 338 &4 IRE
8
f -
M 11. BIEM

11.2 ZOfthDEIER
BIEEE 1 10% UL TH (56.1%). BD (21.6%). &It (11.0%). &R (10.9%). 1%L
ES5% KM B 1%KE REINEREX

KREBFAX [11. BIEA] KU HRE

1. FHIRKR
M IPF BEZ3HR & U INPULSIS SHER IC H 1T B FHIRIKR (85 52:8F T)
® EQd

INPULSIS EHERDA T T TBICHB VT, FRIDBMEREL T, BOH19.1% (122 41/638 Bll) (CFRH S
FUlco BARANERTIE. 11.8% (941/766l) (CERHONK U,

O gt

INPULSIS SERDA T TEHIHWT. AFDBIWERLLT, BN 7.1% (45 $ /638 fll) ([CERH5NZH
Ufco BARAEETIE. 2.6% (261/766l) [CBHESNKLE.

& =D - EIX BHER) OB

(&M BAAEL
I (%) 4717 4717
150mg 182ME 150mg 182M@
(n=638) (n=76)
=) 122 (19.1) 19 (4.5) 9(11.8) 0 (0.0
&0t 45 (7.1) 5(1.2) 2 (2.6) 0 (0.0)
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SOt - BFELck D, ot

EERT

INPULSIS SERIC 3513 2BIfER (185 52:8%T)

[WINh DiaER THRIREIS 5% LU LOBIER (£45H) ]

INEENER

- FEER

REBIEL (%) #2717 (n=638) TSt (n=423)

=EEA 455 (71.3) 120 (28.4)

T 341 (53.4) 46 (10.9)

B 122 (19.1) 19 (4.5)

BHRALR 54 (8.5) 13 (3.1)

Nt 45 (7.1) 5(1.2)

= 40 (6.3) 5(1.2)

HERD 36 (5.6) 5(1.2)

[WInhoiaEs TRIREIS 5% LI LDEIER (BXAKE) ]

REBIER (%) Z7x7 (n=76) TSt (n=50)
ZEIEA 66 (86.8) 18 (36.0)
TR 51 (67.1) 5(10.0)
BAURIR 11 (14.5) 2 (4.0)
FHRERE 10 (13.2) 0 (0.0)
B 9(11.8) 0 (0.0)
FExRLR 8 (10.5) 2 (4.0)
FERD 5 (6.6) 1(2.0)
AEERAIRES 3(3.9 3(6.0)
HIERR 3.9 3(6.0)

BIfEFAS(E MedDRA ver.16.1 O [EAEE] (CEDWVWTEHIL
HAER | ERHESENEHER (X2 EDHERT) EESIFHER]



SENSCIS SERIC S 17 BEIER (1855285 T)

[(WINh DiaEs TRIREIS 5% LU LDEIER (£145EH) ]

=EEA 238 (82.6) 125 (43.4)
T 197 (68.4) 57 (19.8)
B 71 (24.7) 21 (7.3)
NEnt 51(17.7) 12 (4.2)
fEfe 22 (7.6) 9(3.1)
FERD 20 (6.9) 4 (1.4)
BHHIR 18 (6.3) 8 (2.8)
ALT &40 16 (5.6) 2(0.7)

[WInhoiaEs TRIREIS 5% LI LDEIER (BXAKH) ]
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TR 26 (76.5) 8 (22.2)
FHiEE 6 (17.6) 0 (0.0)
EiD 5(14.7) 1(2.8)
NEnt 5(14.7) 1(2.8)
FERD 3(8.8) 0 (0.0)
BHRALR 3(8.8) 0 (0.0)
ALT &40 2 (5.9 0 (0.0)
AST 10 2(5.9) 0 (0.0)

BIEFRIE MedDRA ver.21.1 @ [EAE] (CEDWCEHIELZ
HAER | EEEESEIETER (1199.21458) DRERISEHEER]




SOt - BFELck D, ot

EERT

INEENER

BEER

s Z

EE 262 (78.9) 126 (38.1)
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=ME 3(5.8) 0 (0.0)
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9.6 RILIF
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9.7 INE
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TUZONAYVY ZET9(CTV. BEHNERDHSNE
0ORRYU % BEFERE5OHR. HEXEH

[16.7.1 28] LEEDBYRLEZ1TICE,

& - BIRAT

P- EHDESICKIAFIDEREE
W EFRF2TREMN 5D,
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VTIZTDOAUC HHI 1.6 5.
Cmax W' 1.8 f&IC LR U,
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[16.7.2 =88]

P- EEHDFAEICKIARFIDEREE
MME TS 2R N 5D,
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11. BIfER

I DR EBEYRLBZITOI &,
11.1 EXREER
11.1.1 EEDTHI (3.0%)

11.1.2 FHEERES (2.1%)
[7.2. 8.1&8K]

11.1.4 MRS (0.2%)
MR D S HhN. BINICESEEERENBRE
11.1.5 JB{LEZFL (0.1%)
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11.1.7 XTO—TCIEREE BEEAA)
[8.32H]
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RENRAEREZ S OBIIRERR D O DNBTEN H D,

ROBWERANSHSHNBTENHEDT, HEZTHITITL. BERDROSNIBZEICIFKRSZ
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DHEMZRRFI T DT L. TNODMEREICOHND DO T HRIDLIBEED FRDHE
(& FACLDEFzPIEL. BRSIITHEVCE, [7.1 8]

11.1.3 MiEFSE EEIRMAEEE GEEAH). BIRIEERE (0.2%))

SNTWVD, [8.258]
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14.1.2 AR FILREN B DD T, BRABERIIC PTP Y—hhSEWHETKIIBETDIE, Feo 7
SEO—aED OFRFFAEZETOIENERLL,
F) 1 7IL=e0—a&PIC 28 7L (14BTRIVAYUPTPY—hX2) Z2E8,
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AE|EDRRBERIFEETIFRWVA, AR DEZENRE UCERRARICE VL THEBIEIEN R
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2@57ZFEHT 1 EBICRALBVTZEL,
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OELFRUIZ,.
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ET1THEELTH600mMg ' 21 BEHRSINFUC. FFEELBEETER (BIWIENR) H
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RO CEINAEZRA) HSN. EICFEEREETERNWRSINELLN, IPFBEE
THIISNEA 717 DREM 0774 )ILE—HT 2D TUR,
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FI7IT7ZREFI B LTERT BUERIHIEIN?

(A > AENF. 25CRBCRIFLCLIEES V), FEWEUNHDIENS. IRAERIICPTPY—

MOSEIH T LIEELTIES L,

PTPY—bhSERWHL. ftElE—a(E (DE(k) 5L TEXIH?

FEZHOECRELUCHEG. KODEBIIEZNCRVELDATEILHBROZEEBEN 100mg
HTBILOREDICRHSNTVET (25C/IBE 75% DRESRLE T 1 HEBORRE) .
ZDfcs. AFZIRAT BRI, IRABERIICPTPY—hSERWHET KSIEEL T ZE 0,

O RENFREN BB ENS, PTP U= SEWHU TG T BT EFHERINFTE Ao

L 4. SPRESHR

o OYfFFEMERTIRAERE

D O2EMERIECHS B MRS

L OMEfTIEMRIE b Z ( SRIE I RRSR

| 5. MRENSZRICEHET BiER

L (EBMRRIEICH SR EMEE)

D 5.1 HERESDOEEMREEICHSREUMEBUNDESSRZECH T 2AFDEDEFRINTLEN,

D GETHHRH L Z SR B MR RER) :
© 5.2 [17. BRERRUE] DIBORBZAAL, Aitkse. FIRESERNOREERIT BORENREHEICKUEITHRIE LR
: SNZEEHEEEE AR ERSTDIEN, :
L 6. FIERURE :
D OEE. RAILBZYFSZIELTIE150mg & 1 B2 @, 8- YRRICROKRSTD. BH. BEOREICLIZVFS
P Z7ELT1E100mg D 1 B2 ERENEET Do ’
D14, B DR (R

L 141 ERIAEORR :
L 14.1.1 PTP @EDEHE PTP Y~ SHUHUTHRAT 38388 BTE, PTP Y—hORMICKY, BLSHEHHIEE
g KEARIAL, BCEFAFRIUCHBARNSDEEREHHERHRETHIENRESINTNS, :
P 14.1.2 ARIGBRENHZD T, RAERICPTP Y—hSEBUHT LIEET DL, Fie, PILICO—a8ED OFFH
: BETSTENBEL, :
: 3) 1 PILEEO—aEPIC 28 h IV (14 AP BILAY PTP Y —X 2) BST,

P 142 FRIRSEOER

D142 REESNICESE. ROBERTI1—)U @XES7H) hSHERSTHENT RS,

BRETTILLED & ik
% REBETAX [17. BRRAUHE] [COWVWTIE 5~7 R=IUZSR
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AEIDIFSHEIIC, ,u\%[L—Fﬁu BEHE. TRDRRERDEF Y PUXANRE, #
%z CHESR<IES

K%'J(D?ﬁ%lud:‘J—Fﬂb*‘%fﬁbfci%é\ XIF RO T 21553, EEREZRZT
BRICIBEL TSV

TEDIIBRZEFETDILIIC. BEDIEEZITHOCLIETWV 13,

- —EICRKEABAREY, BRZRITS, DEICHIT. BEICBNS,

- FRICK>TERDNICK D ZRHET 2. ERICRL TSI,

- FEEDBAY). RHPDEEZEIT 2.

BIFYMREDE> VLY. FIEDERVLY. SltEE (XK. RY. 2NRE. 5.
FTYVRE). B, hTxA VZB<S0Y. 7)L3—)b. KEERE. 3. ARG

BiD - IBILICEIL T, BBICEEINERAVNMIHIETH?

BRIAE 2T DLOITIBELTLZEW
TEEDIIBRZEERTDRIIC. BEPLPEEDIEEZITO>CLESTWV T4,
- —EBICKEABARY, BRZRITS, DEICHS. SBEICBND,

- HoTWELIERTEWY) (UYDV1—RRE) BT,

- KPEWMDEEF, BBOFIRADBLED 1 H-BHIT2,

- DoKHUERRBL., BELPTVEIIC, K<KEED,

- BLISELTHBDESHICBVITITES R,

- KIREZIZDH D,

- BBIIBFRECENITLEICTD (B 2BEIFHEICESEN),

- BIIYWIREDRE>Z WV, FIBDERVEBANY., BRAHBFREDEEPEVICE VDG DY
EFEEL 2T, BKBE) Z8T D,

- ULODIFDARVERZEE D,

- HREEUZEEE SFITZRT B,

m FEIDERSICIIRBLD - BHNERIEUHBE. XIEBO - BN #ME T 256 BE

1) TWhen treating patients with OFEV® Manage side effects if they arise] Boehringer Ingelheim International GmbH

2) Guy's and St Thomas' NHS Foundation Trust, Diarrhoea
http://www.guysandstthomas.nhs.uk/resources/patient-information/nutrition-and-dietetics/diarrhoea.pdf (202046 H)

3) Nutritionist Resource, Diarrhoea
http://www.nutritionist-resource.org.uk/articles/diarrhoea.html

4) Guy's and St Thomas' NHS Foundation Trust, Nausea and vomiting
http://www.guysandstthomas.nhs.uk/resources/patient-information/nutrition-and-dietetics/nausea-and-vomiting.pdf (202046 AH)
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FEDLSBABIETHESC. BEDEEDEEET TS,

- BRIEVEESfeET(CTRICBRONDYZEHEL TCHL,

 SEOREE)SRRRCES,

. EEDFOYERET 3.

CEERES. RETOBLEREEN,

. BERE D BB D,

. FEEEHNICAEL. AERHCIET B,

- BEREITTRL, KobHhFUBNGLBoEgE(CE. ERIICHERT D,

B ICSBRRIEEESECT S,

e A
BREHEDEERI A ORLE

INPULSIS 58 (125 52:BFT) DA T T BT, AEIDBIWERAELT. BEURIRN 8.5% (54 61 /638 ). 14
BRI 5.6% (36 61l /638 fll) ([CERHONELIZ, SENSCISiER (185 52BFT) DA T T8 TIE. FEIDRIER
EULT. BEURREN'6.3% (18611/2884) . AEmAH'6.9% (2041/288#l) [CFRHONELIZ, FIZINBUILDHER (%
552BFT) DA TITECIF. AEIDBWERELUTRAUERN 11.1% (37 61 /332 6l). FEEAND9.3% (31 41/
3324l) [SERHSNFE LI,

BEUEIRIE. ™AL Bl BHREDHEEESEROBHERICH Y TIRIDIEDHEL, HBHNFRRICLDIEDHHIET,
BWEIRZEEL S BRVCHIC, BILSSERIRED D D5 E RN SIEREZIT>TLEE L,

Ffe. BBOIRNEETINDT, BERITTRIRENDIBEZHRNILET, BAPITVBEBZAHBLIY.
[DDENEEICBNDTENTEDLIIC. WDOTHRANSNDABZUCHBKRBREDTRNERICIRIFT,
FERDNE. TR BD - BHREDHEESER PEIUIRGEDBNERICH O TECDILEHEL FKREBRDE
TRECLOTRIDHEEHIEFT . REZEHNICAEL. FERMNOIRUTIEE L,

- J

L 6. IEARUAE :
DB, BAICBZYFSZIELC 1@ 150mg Z 1 B2E. 8- YREBICROKS59TD, BH. BEOREICLIZVTY
P Z7ELT1@m100mgm 1 B2 OHRSNEET B,
L 7. BARUBECEET BER (k1)
D 7.0 TAL BO. BHEORERNRDSNIZEE. EEAREDBBRNBZIT IR, AFIDBBENTAERIREE
: [CER T 2FTOB. HBNIFEEDPRIZRTTT B, BROTHIEERNTHEE 1 E100mg. 1B20n5H |
BT 2T EERETTDTE, BEDREICHUT 1@ 150mg. 1 B2 ANBETZTENTED, BIRSXIIEETDIE
: BIFEBICESL, B5REFBEOREETHCHRRIDTE, :
© 11, BIfER
L 111 EARENER (R
C 1111 BEOTHA (3.0%) :
: TRERD HONDBEEEPHTRACORSIRED IEBFIR S 1TV, ARICLDEBED T ERTTTHTE,
CNSDERAICODND DS ST DL SBBED FADBEE, FEICLZBEZPILEL, BRSF>TOHBEVNT |
: & [7.188) :
D 11.2 ZOMOEER (ki)
RBMOREEE :5BLIE10%KE BAUHE. FEF :
BEEE: 10%LE T/ (56.1%). B (21.6%). BIE (11.0%). R (10.9%). 1%L ES%FKE @ 1% :
R Al PN Z 9 ’
WRBETRLLIED & R
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