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0-24 curve from timepoint 0 h to 24 h post dose | J& — B[ i T mmfs
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CI confidence interval(s) [EHEIX
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P - BAf IE4% O fo ) I HE PR
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s steady state N353
Col collagen ag7—=rr
CYP cytochrome P450 F h 7 ma— L P450
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I. SIEICEE9 5IRE
1. FAROER

Ty AL R (RATR D R TR T AR 1, R U H A U A DB L
7z, FEREMERTARAERE (IPF) R OVETTMEMSRAMEE (PPF) xR e Lz, RAKRY AT T —F
(PDE) 4B 2k 2@ IRMED @V ERTH S, PDE4B X, b FOMICEEICHKELL, MO
HEAL R ORIEIC R AT 2 R T- LT D, ARANE, BMEERIROME RIS PDE4D
~OFFINEZ K LoD, PDE4BICRIRMEZ R0 D 2 & TR AR ST 5 B THRE I NT-,
AFNX, invitro FRERIZFH\ T, PDE4B IZ%f L C, PDE4A, C VD & He~_THI 9 L0 EoBSE
EEEET D2 ERERSN TS, AAIIX, PDE4B #ETLZ Lk y, MilaNth > ®
Ay —ThOEIRT T /v r—U B (cAMP) OMAWNIREZ NS, ZofERE
U "CHfiBRAERE |2 35 W CHm I TS B S A 2 A L AR E I FE R 7 B ONRIEPE S A N 1 A v DFBLZ )
L, PRHELER R OSREREIERZ b b T 2B b5,

AFNE, IPF & O PPF % KFUZBHSE S /-, IPF B3 A kit 4 & U 7= [FERR LR 2 1 FAEER (1305-0013
5, EREIERBIERER (FIBRONEER-IPF %) % 5k L, IPF (ZxFd 2 AK OF MR
LEMEZREt Ui, £7-, PPF BEZ XI5 & L EHEREILFESIHERER (FIBRONEER-ILD #5%)
% FEMi L, PPF %S DAKI DA ME R Nt 2 et Lz,

INHORRIZHESE, WA TIE, KERMESME (FDA) XV, IPFIZHWTIE, 2022 42
H 1T Breakthrough Therapy designation, 2022 4% 8 H (Z Orphan Drug designation, 2025 44 H |Z Priority
Review OFFEZHUF L, 2025 45 10 HIZ TEA ORFEMEIRRHERE O TR ) Oms TR 4 G
L7z, %72, PPFIZHBWTIE, 2025 4 4 HIZ Breakthrough Therapy Designation Z B L, 2025
12 AT TR OEITHERTBRMERE DRI ) OIS TRREZ TG L7z, AATIE, 202545 A1
IPF J& O} PPF (ZXE 9 2 A D0 RS OFEE 2521, 2026 42 5 AIZ VRRFSMERRMERE ] KOt
MEATVERRRAEIE ) 2 90RESUT R & LT, ARRZBS Lz,

2. HR0AEFPHENE
(1) IPF }2OYPPF Z 5§54 & L7~ PDE4AB 2% AEIRMED = W HEARTH 5,
(IvI-2. (1) TEHEBOL - TERBER-) OIESR)

(2) PUSRHEILIER & U ClMMESF MR oD T B iR Je OMEAR D I, Sl /E Il & LU CIESEAER
F o (INF-0) OEERBHOME, 2 —nAF (IL) 2EEOHEE, (¥ —T7=n
> (IFN) y ittt o PR, KUE SMilaeiiR (BALF) (236517 D 4F RERBOE MO REN R S 7z (in
vitro, exvivo, invivo/ <V A, T, AT R),

(TVI-2. (2) FEzhz BT BRG] DHESM)
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(3)

(5)

(6)

IPF /B3 % %4 & L 7= FIBRONEER-IPF iR D FEFAHEE (#)E7 —# X—2Znm v 7 [DBLI :
FEMNTRER]) Th D, S2 HFFOEIMER (FVC) O_X—R T A b OffiktZ L &Ik T
%D, RAEWEE 77 AR L OFPEEE P EEMEORERZE (95%EEXM [CL) 1%, A# 18mg #f
TIX 68.8mL (30.3,107.4), AH|9mg BETIZ 44.9mL (6.4,833) THY, WIFHOBIZENTY
BEADBED LN (FRFN p=0.0005, p=0.0222, EAZEXENTEET /L [MMRM]), &
RO 77 AR 6t3 D B RRE S L7 (BREERI 7R AT RS R) o

(TV-5. BRIRAGRE] DHZH)

PPF f&3# % %f5: & L7- FIBRONEER-ILD B0 FEFHBEEH (DBL1) Th D, 52 #HFFD FVC
DR—=AF A D OKE B RIZIIT D, AAREL 777 B REE L OFREER 2 FAME ORER 72
(95%CID) 1%, AHI 18mg & Tlx 67.2mL (31.9, 102.5), AHl 9mg #£Tid 81.1mL (46.0, 116.3)
THY, WTNOIZBWTHLAEENRD L (T p=0.0002, p<0.0001, MMRM),
KHND T Z R HEENRFES e (BEER 22 RHTHRE )

(TV-5. ERIRRGRE) OEBH)

1821 A2 Mook 5REFTH D,
(TV-3. HEROHE], V-5, BRE) OESR)

AN
BRZEWER L LTEREDOTH (13%) BN@EshTnd,
FRENWER & LT T (30.8%), BL (5.6%), IREEA (5.5%), REKEHE (4.6%) , 1507 (0.3%),
DEME (0.1%) BEHEIhTn5,
(TVII- 8. EWEM] DEZM])

. BRoOsAENSSE
AKANTEED 7 4 Vb a— FETH 5,

(Mv-1. #E OESMH)

. BEMAISE L TAMT &
BEGURCRTT SEH, “ bt b, B
Bl AHEE T A R T A %% Jue
RMP A | ([1-6. RMP DBIZE | OHEEZRT 5 L)
BIMOY 27 g/MuEE E LT | &

ERR STV D EH
s AHEE T A KT A v bl
5B b oD B 5 < TE @ S i3

<A/ 1 3 5 >
AFNL TRFEVERTRRHERE | R OV EITHERRRMELE | & & SALDZRIAE - 2R & LT 2025 45 A 30

HIZEAFBREICLY, fREREEGLOEE (IPFEEES : (R73E) % 695 5, PPFIEEER

5 (R7HE) F696 5) =% TW\Wb,
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5. ABFHRUVRE - E£ALOHREIR
(1) AB&EH
RS Y 2 7 EHEEE 2 RED b, WENIEmT L Z &,

(2) @ - FERALEOHREE
=

BRI
6. RMP Ot =
EERRYEEIEZEZ (RMP) OHE
REMRTEE
[EZELGHEESNFEURY] (EERBAEMIRY] [EZHTEIER]
O T GV UNE N2 2L
RS
ROV QONER A
7R RRYE
D R E SR
M
AEICRET 2 RETEE
ML
| ERRICES S ZEMEER O 720 OIEH) | FRRICEES U R T /M T2 9 DG E)
EXLRREUERTEOHME ) R B/IMEETEIDOE
BEOEERRTEMHERTH BEDY R ®RIMEEE
BIVER, SCik - FREH L O ERHE RS %O B ORFE B ER T A RIS X DRI -
£ TR - OITICEE S B RO M OFELT T E M
BINOEERRSHERTH BB R wIMEEE)
TR B 1% FR A - R % AT & 5 ISt
- BEENGER T — & N— A
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0. 2#ICBET5ER
1. R & %4
(1) #0 %

Dy A A RO 9mg, V¥ A4 A KUE 18mg

(2) #* %
JASCAYD® Tablets 9mg, JASCAYD® Tablets 18mg

() &AFDH%

10 S DT LA 7 A)V—%7~7 Just After a Decade 725V v A7 14 K® (JASCAYD®) L4 L
77

2. — B £
(1) #n % (%%

FZ7 2 KIZ A2+ (JAN)

(2) * % (88i%)

Nerandomilast (JAN), nerandomilast (INN)

@ R T LA

PDE4 PHZ3K : -milast

3. EEXXFTRERX

Cl
e N
L ~.. 1y __-1I'\I
NN W ( ~OH
NN NH

4. 2FXRUSFE

45 F2 1 CaoHasCINGO,S
LF-E : 448.97

5. & F# & (@8&) XEFE

(5R)-2-[4-(5-Chloropyrimidin-2-yl)piperidin-1-yl]-4-{[ 1-(hydroxymethyl)cyclobutyl]Jamino}-6,7-dihydro-
5H-5)*thieno[3,2-d]pyrimidin-5-one (JAN)

6. BRAA, M4, KBS, iEBS
BH% = — K : BI 1015550, BI 1015550 BS
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1. pELFHOEE
(1) §M1 - PEAK
U OB

(2) & & %
T 7 R T A N OFRIEB D e (i)

e VRRREE
TERr=HFUL Fiz b TETFIZ < W
A4 Fa LT ILa—L R & TERIFIZ < W
TR iR 6D TERTF T < 0
AH ) =)L wFiz< v
TH ) —)b Bz v
Frv L s a—u iz n
PEG400 Bz »
CAFILANLFFL R ROPFTFIZ < W

*7 v KT A MOFKMpH TORMME (37°C, 2 FifE#4)

LS IREE
pH 1.12 (0.1M /%) BTz <
pH 2.25 (0.01M %) BTz <
pH 3.28 (0.001M i) RO THITIZ <

{
pH 4.04 (0.02M FEElRT b U o MEMHR) | 13 & A EET RN
pH 4.53 (0.02M FElE ) R U o7 NEEMER) | 1T & A EWT 20
pH 5.01 (0.05M FEfEF R U o7 NEEMEHR) | 1T & A EWT 20
pH 6.04 (0.05M U > H U o AEER) | 1T & A EWIT 20
pH 6.80 (0.05M U iV 7 MEENR) | 1 & A ST W
(3) W B
FERIEMETH 5,
4) g (DfER), B, HESR

RS FMRBRAGIEEE 220°C+2°C (10°C,/4Y)

(5) BRIGELAREETEH
pKa=4.23

(6) NEIREK
log Py (25°C) =2.6 (n-A27 %/ —/L/7K)

(1) £t E4RMEE
7L



.

AR5 BT % TH

2. AMESOERERTICEITSRES

R PRI PRAF I RAFEHE g
R HIER AR 25°C/60%RH | 24 71 A TNITIx—hLT HiEN
TITARF &
JIBEEEN 40°C/75%RH 67 A +T77ANN—=FT A JRFEAN
W RER QEIBE) | 70°C/75%RH 3 HE B e M OV B JRFEAN
—— PR 0 120 B lux-hr BLE | BHLT T 234 T L Eﬁ;;%ﬁ%gg
Rl B4 - 200W-h/mi DAL | (BER) %)E -

RH : FH%HEEE

W H « PR, MIEERAER, Wz M OVE ik
G ER TIIMIR, MBI R OEBIEERIE LT,

3. AMKSOERBHRE TEE
FERRARBRIE © AN AR P VE, Rk~ ST T 1 —
R ks n~ 8T T 4 —



IV. ARSI 5IHHE

V. RAICETSEE

1. #l 2
(1) FIRDRX5

Ux A A FEE9mg

T4 ha— hEE

Uy A A NEE 18mg 1 7 4 b= — b

(2) EEOHNER TR

Hoe4s ¥ v A A REE 9mg Vv A A REE 18mg
& - HIE WD T 4 )V — Mg IRt D7 4 L 3 — N
o — —
K& 4 9.5mm, K 4.6mm EAH 12mm, K 5.9mm
B 9 3.4mm %) 4.2mm
o % 134.5mg %) 267mg

3 BEAI—F

(4)

Dy A7 A REEomg: SR GRESEAD, & Fo GRBIZ— F)

Ux A A REE 18mg : BEAl GRdisT),

wHDOME
LR L

(5) £ Dtk

RN

L F18 GRAEl=— )

2. BH DAL
(1) BHES GEMERS) OE=RUHmE
o V¥ A7 A4 FEE 9mg VX A7 A NEE 18mg
%) 18EH . 272 KX T A b 9mg 182 . 272 KT T A b 18mg
FLHEARFI, FEgaEArv—R, v Fe | IR, fatkre—X, v ke
X Fub i —RA, JaAHL | FTurbla—R, JaAHL
VA Aa—AF M)A ATFTTVVEE~Y | An—RAF NI UL, RAFT Y Uik~
“ FERYUN, BEFBRAT—RA, D-vy | FFRIVUA, ESRAR—RA, D~
=hF—Jb, 7B IT—/L 6000, XV, | = Fh—Jb, v 12 T—/L 6000, XL,
T = TR gk = R gk, B egk

(2) BREFORE

U L

Q) B=E

EARSANA




V. HAN

S RARENS

. BRtBERROEREURE

AR OV

i
A LR

BLANIRET D Al H

5. BATHTREMD & 5 KHMW

EVED &> 2 HHEML, AR SY B R DK S OBLEH Sk D R AR To %,

6. RADEREHKTICHITIRES

Gy PRATS:ATE PRAFHIA LRAFIERE S
RWIRAFABR | 25°C/60%RH | 24 7 A e R, BkEN
(ABARFEHD PVC,/ T IV
IR 40°C/75%RH | 6 71 R=VATY AL ) HE
(k3
e (mewa/EéTL%
A= N=NER [o)
wESEER (JEEE) | 60°C 6 7 H DPVC/ T = AT FRFE N
AH—)
e s Meal A i
—H e = N=Ni:a 0, 0,
WY (JBEE) | 40°C/75%RH 6 7 H (BB L 748680 4 5 2 0) A
; SR HIEE N L
ﬁ\f\/_‘llurtlljl:l AN:LE =}
%%ﬁ 120 55 lux-hr DL I e = (RKEMN),
TSR OF) | RIS xR — | B RN
200W ‘h/m? L I (AR EHD PVC,/ 7V
I=ULTY AL )

RH : fHxM{@ %, HDPE : ®BERY =F 1, PVC: RNUEfke =1

HIETHH

. RRZERUVBRROREMR

BARSANA

DPRIR, MORERKER, T HIME M OVE Bk

. A EDESEE (MEEFHEL)

BARMANA

9. B

H Jm,

T HFERIE,

/X Rk

HTE

SRON AT R R R T

10. &4 - 2K

(1) FEARBELGRS - 8% HENERLGERS - 2K

BEARSANA

EICEY 18R



IV. ARSI 5IHHE

(2) ag

(V¥ A7 A REE 18mg)
28 B [14 & (PTP) X2]
(Y% A7 A FEE 9mg)
28 B [14 & (PTP) X2]

Q) FHEE
RN

(4) BHROME

PTP > — F (RVUEfLE =/, TAI=T L)

1. BIRRH#SNEEHE
A L

12. £

B LA



V. IBICET 2 E

ARICET SHE
. WEEXREHE

4. PEEXRIFIE
O F I MR MEE
OHEFTIEM#RMEE

(fiFan)
RANDG IR O 2T, EIT 2 SDOEERILFE AR FER (1305-0014 785k [FIBRONEER-IPF
ARBR] KO 1305-0023 3Bk [FIBRONEER-ILD #&B# 1) Ol F I 22 & 5FM L 7=,
IPF [ 2 X5 & L7z 1305-0014 3B CTlE, &K 9mg, AHF| 18mg, X7 7R % 1 H 218, 52
ML LS Uiz, FERHMEEE TH D 52 HIFD FVC (mL) ORX—R2 T A )b Ot 2 L&
77 & AREE-183.5mL (95% CI: —210.9~-156.1), AHl 9mg FE-138.6mL (95% CI : —165.6~-111.6),
AFH| 18mg #E—-114.7mL (95%CI : —141.8~-87.5) Th o 7= (FHEH A LM B(L &, WlalT —X
~N—21 w7 [DBLI : EEMHTHRES]), 77 B REE & OB 21T, AH] 9mg B Tl 44.9mL (95%CI :
6.4~83.3, p=0.0222), Al 18mg #ETIX 68.8mL (95%CI : 30.3~107.4, p=0.0005) THY,
NHMEFCHERE Th oo, EERBEIVGHEEE Th 2 1B O IPF OYIEIAMEHEE, FEK
FEBIZLDHEIARE, UL T OWT DRI AET 5 TOMM T, RAREE 77|88
PSR R A BT A O N oz, LovL, HEEREREHEER O 3 OS2 5] 0
FEME A & U CHRAT L2, kT — 2 _X—2 11 v 7 (DBL2 : BRI S) D AH] 18mg BED
T I BRI RT ALY AV IR T EAID D ST,
LRMEIZOWTIE, DBL2IZEWNT, T XRTOREEROEBIEIG K NEE (CTCAE Grade3 L 1)
DEERGZORBAENGIT, KL 77 RHECHE T o7z, IBREORLGPILICE 1o FHEF
SOFEBEIGIL, AH 18mg HECTRLEN o1, AERAFFLRORBEGIL, 77 AR L LK
L CARFIBE TR, SECICE - T-HEFRORBHEIGIE, KK 18mg B TR bIE - 72,
PPF*[BE Z %f5: & L7 1305-0023 3B CTIX, AHI 9mg, AA| 18mg, XIX7'7k&AR% 1 H2[E, 52
LA B3 UTe, REFHIEE T 5 52 HFED FVC (mL) D_— R F A 2 b Offixt 2 il X
77 B RREE-165.8mL (95%CI : —190.5~—141.0), AFK| 9mg #¥—-84.6mL (95%CI : —109.6~—59.7),
AF 18mg #£—98.6mL (95%CI : —123.7~-73.4) T - 7= (FHEFE 2 LIGH EILE, #RlT—F _—
Zw 7 [DBLI @ EEMENRE ], 77 B AL ORERIZEIE, AH| 9mg #£CiE 81.1mL  (95%CI :
46.0~116.3, p<0.0001), AFH| 18mg #ETiX 67.2mL (95%CI : 31.9~102.5, p=0.0002) THY,
THOHEFCHEE CTh oo, EERRIEHEEE CToh S1aBHIH T O ILD ORISR,
R BIZ X 2 WIEIARE, I OWTIPIRYNCFEAET D ETOMM T, ARAREE T T®
RGO B B EILA DN T2 b DD, KAl 18mg BETT 7 B REECH L CTEUER) 72 ok
BN bz (N — R [HR] 0.77, 95%CI : 0.59~1.01, p=0.0602), % 72EIXRFEAHIA H
D 3 DORERLEFIZDOWT, WIS ARFIRED 7 7 B AREECHT H e B 2 77 L, FRI, AR 18mg
FECIIFET Y A7 08 S2%IK T~ L7z,
BRMIZONWT, TR TOREEL, BEOAEELROEERILIZE > T2AEELORBEHIGIX
BEHHM CTERBURARE TH 7o, BEELRATFLORBENS LT 7 AR L ik L TARHA ﬁi
Khote, HEICESTZHEFELORBERILT T B RREL i U TARAIRE TR, A 18mg B
T bIEN-T,



V. {ERICET 5 EE

AERWEZHONWT, AANIHRER & b EEFHEE H 2B W THEFHAICA B R Z 2R DTz, FVC O
BiL, MitgRel 3 212 OFM & LT IPF X O PPF G CIA< M H SN TV A EEIR= > FR
AV FTHY, BRNBERODHIBRTH IR ERICHTHRBE RS ME LT, Hnbh
Do FTo, AANLIPF KO PPF IR DM BE Th L EM T HA~DERDOH L1277 v b BEC
U A 7K TEE) &R Uiz, REMICHOWT, AFNITHRRICB W TRERZEER AR T e 7 7
ANER LT,

PLELX Y, AHIDSIPF BE KO PPF BEICBWTRGRRRT 4y b« URINTG U RERLIZZ
Linh, KRNOREXITNR A VRPHEIEITRRMERE ] R OY TETTHERBRMERE | & 3RE LT,

SHETTHEMIARAEE (PPF) [ JEITHERRAME L O BB 47”9~ ILD EEM (PF #Br<) %164, b
HHZBAL T, S KRELERY O 2BHOEERHN LN TE 0, PPFIXII b OEHORAEIC L
VR SN THERRME (L DR B 2~ ILD RN (IPF 2 FR<) ORI TH D, AL L TRERN
RbOIZ=2 T 4 =7 OEBILFES AR (INBUILD B THU b/ JUES5 58D - ATS/ERS/IRS/ALAT

2k D 2022 FSGETOEBEZIRT A KT A L OFLHEPSD 3%, | 1305-0023 A5 TlX, PPF OREAEL LT
INBUILD 78R DFEHE RS IV BTz,

2. MEXITHRICEET HEE

5. MEXIEIHRICEET HFE
(EATIE MR HEE)
r7. E;?ufhﬁk%jﬁal DIEOWNEZ L, itEeE, FPREER & O mE AT 5 o i & 1 22 3F
iz THERRME(L D358 0 B2 VB MR BB AR 2 G535 2 &,
(fifs5t)
AR O EMFIZIBNT, BEERBFRINDEETHY, BIREEOHONELZRM L, Hitkie,
I bR M OV B (R I AL DR B RO 72 5F-AM IS K 0 EEATIEARRAEL 358 60 © 41 D RV M Al FR R 1T
KB G T HUERDD Z ENOLRE LT,

3. HiERUVHE
(1) AZERUVRAEDRESR
6. RZERUAE
WE, AR T RITARELCLE 18mg % 1 B 2 ERAO#ELST 5,
%, BEOBFMEIE LT, 1 9mg | A 2 BICHET 5 2 LD TE 2,

(fifn)
V-3, (2) FHER O EORERAE « RIW) DESMR




V. IBICET 2 E

(2) AERUVAZEOHRERRE - B
AR ORNEKR O EE, 2 SOEFRILFEFBNFHEIRAER 1305-0014 75 (FIBRONEER-IPF #i#)
) 1305-0023 58B% (FIBRONEER-ILD itB%) (ZHES&F%E L,
R o EERE RS IHHRBRIZ IV T, WS ARANL 1 H 2 B CROES Sh, FEFHGEHE
[ZOWTC, MERBRE b, KK Omg BEL OAH] 18mg BE L 77 AR L ORI ZEITWT I b REHE
ICAETHY, KK 9mg B OAK] 18mg #E TH LN IBRNRIXFRRRE Th o 7o, HERE|
WRHIEH B DWW T, RAREGREE 77 R R BICHEI PR A BEREIA N R o Te, —T
T, 1305-0014 RBR CTIEAH] 18mg BEDO AT 7 B RBEICKIT DI Y 27 DK P2 B,
1305-0023 #RER CITEERREIKFHIEE O 3 DORERONTN O N7 7 BRI LTY A
IR T 2R L, FRICARH 18mg BETIIET U 270 2%IK T Lz, Zhb 2 RBROI-E AT
T, HEERERGHNEE X OZ ORREFRIZIBNT, AHF 9mg FEIZEL~, AKH 18mg FET LY
B 72 SO M 358 B LTz,
LRI OW T, W E b, K| Img FER OARH] 18mg FEIZ BRI 2 LK OBRE T 0 7 7
ANVER LT, BBHE L AONTZAERZTH D MK OWRERD OFBEIAI CICRIER O
FHENG BRI RBIME A 2SR bz b o0, ARMCEERAGEEROBBUCHEME
TR Lo,
AANE IPF & O PPF OB BIEITIIHIZ R 2 W L TR SN2 FAITH 0, IBEKIGITIE CTH
EREIEIT) ZEDRRETHHEBZOND I EEHEL, IVEVWEIMEEHBLZENTED
AREMENDH Y, BWERANRT 4 v b VARG U AZEHTEIHEL LT, A4 18mg1 A 2
Bl G2 fESE & & L7z, IPF X O PPF (ZRMI G2 B3 2 #ATIERECTH Y, BIfED IPF KXY
PPF iGHREICHBIT DT v Ay h=—AD—2Th 5 FWNGERIEZEET 5720, AFEFR (FhE
FEOAREADE) DT DITAA] 18mg 1 H 2 B GAZEEMER 2 WEEITH LT, A#I9mg 1 H 2
El~OEZ e L T 5,
AANERICEBN TS, BIEEHE —B LI BIFRADNELR O LN « BRMET 0 7 7 A VAR
L7z, RHER PK TS, BARNTIISEAN &k U TARBIORE &SI L 725 2 & 48
ESIND GO0, MR DR — RISENTIZEBWT, AAlZ 18mg T1 H 2 MELE L L&
DT BRI CHFEFRORBBAEAICHEMICERO D 2 ZTRBD LN TN RN L2/ E %,
AARNENEANE DM TARRIOREROHEZFR— &35 2 & ITATRe & HIlT L7z,
DEXY, RFOELOHED, @, BRAEFERZ7 o FIZ7AMELTIE18mg % 1 H 2
FIREOEGT 5, b, BEOIFMEITISC T, 1H9Imgl H2FEIZRETHZ ENTE S, &
L7,



V.

BB 5 IHE

4. AEBRUVRAERICEHET HIE

1. BERUVAZEICEEYT R

7.1 BT == RO L < IXHPFLE O CYP3A #FEH) & T 285813, AAloRGR%
1E9mg 1 H 2 [FIZHEE LRV &, [102, 16.7.1 B3]

7.2 58U CYP3A FLEH & T B AT AR O G&EE 1[0 9mg 1 B 2 [F#ERGICEET 5 2 &,

[10.2, 16.7.1 &[]

(fin)
7.1 1305-0014 FABRICBWT, BT == RUEAOER T, AKFOEHFIRETDO T 7 MmiE

TEFE 1K 50%0 L, AAI9mg 1 B 2 BT+ GMEnEsnienosi,

Fio, KAIE N A~BE Y BRNT 7 a—L4 P450 [CYP] 3A #HEHK]) & oYM EIEM
ZRETT 5 1305-0119 FERIZ I T, ARAIDO#h#R T ififE (AUC) 13 51%, Hierm MLAE IR (Coad
X 31%0 LTRY, REIEREL 2y (FREDO CYP3A #HE4)) & OFRWMAIER %Kit
T % 1305-0113 BRI T, AHID AUC 15 41%, Coax 1 15%5800 L7z,

L7zl oT, BT = Ry IR L IIHREDO CYP3A FHEAIL JFHT 25518, &
Fl18mg1 H 2 BDOAEZHLEHE L T XIRE L,

7.2 38U CYP3A [HEH & R+ 5354, AFIOMIEEEIIEIINT 5, 78\ CYP3A [HERITH 5

A RNTaF =L, KFNIO Crax & 1.3 15, AUC % 2.2 fFIZHIIN S 72, L72A3 o T, AH| 9mg
ZHR\ CYP3A FHEA L O LSS TSN A BB RIT, 18mg OAF AR 51 & 1FIX
BETH-72 (IVI-L (4) 2) BHHSEOEE] 0BEBR), Lo T, U CYP3A FHEH & FIRE
CARKNZ e 53 D36 O &% 9mg & L TRE LT,



V. IBICET 2 E

5. ERPRAH

(1) BBRT—2/1\vH5—
1) FHEER—E

AR X 5y ,
e o e s PSS FET A&
"iﬁfﬁ ARTTAY | s H 1 5
WUHHRER | HEER 3= PN PNAFT AT | HEROERS
1305-0039 AL N4 18 131 U7 4 X7 FIT A 18mg
sk 2H28Ey v A — (BFOE)
IN—
HUHERER | HER [Z353 PPN W) TR R | BRI A
1305-0051 VAL NN 64 1 B *7 2 K7 A 9mg
248 2FI 2 287 1 (AR T & A &
A F—N— OVEIIFR R
H4)
WUHHRER | HEER [23=3 PPN AW R 0 | BRI O
1305-0037 AL N4 64 B F7 2 KIFA b 18mg
sk 228282 0 (AR 8 &
A R OV IIAEERER
)
HUERER | HER EHREIEF PR KpEiie (PK) | HER &S
1305-0025 EI Y N4 10 {41 (EEXROFE| XTUFITAD 18mg
sk A ATHER rh S R R R RE IR | R RE IR R o
R~y F 7 | ERE P )
R e
B 8 il
EUHRER | HEER JFHERE IR R | PK AR O &5
1305-0027 | T F 1Mk 12 151 (BEROFHE| T FITFAD 18mg
sk A THERH] RS | TR RERR S o
EBl~ > F> 7 B 8 )
o S BE T B RE
EBE 8 H
EUHHRER | IEEM e A PK HERR O &S
1305-0038 | T ¥ Ak 12 4 (RAN) F7 2 R T A Fmghk F18mg
EH FExHiR (AN 12 41)
WATHEM
HUHERER | HFER (235D N A TFaFy—n | HET
1305-0015 [ E N 16 51 & OIEY MR EAE « A hF 2F ' —/L 200mg qd
AN JHRABR R a#s (12 BiE)
s 3X2F7 2 FIT AL 6mg
AR O 5
BehH- R
c XF 2 RITF AR 6mg
R O£ 5

1) A THFB STV DLRE

<%hfe

R, HHELROCHEIILTO LR TH D,

(AR > FEFEMEIARAEIE . JEA TP AR

<HEROCHE> @, RACEAT7 U RITFAMELTLE I8mg % 1 H 2 BRROEET S,
7B, BEORRFMETSTU T, 118 9mgl B 2 BIIHET D2 ENTE D,

— 14



V.

BB 5 IHE

AR XSy
B
5 it [ €]

BT YA

PIE S
X GUIE B

HAY

MEXITHE
e 5111

IR
1305-0033
HEF-

FEEM

EI AL N4
7 8 ARG —/N—
2

[ ENEFF

(5PN
15 51

LV T HEDH
LR (R

B#5T
X7 K7 A 18mg bid
FAERR NS (14 HF)
« XXV T A 2mgqd
HAEIRE 1 G

5 R
«IXY T AL 2mg
LG quE a2

FEIFERER
1305-0034
HES-

HEMH

7 AG—/—
23

& ENE

355 FN
14 {31

=T =T R
| A= N
DI REAEH
R

BE5T
« X7 K7 A b 18mg bid
PUERE NS (10 HH)
cENT =R
267mg H[RIE &5
ST H=T
100mg HA[EIE 11 # 5-
Beh5-R
cENT =R
267mg HEIFE H 5
=T H =T
100mg HLEHE 1 #¢ 5-

EArER
1305-0113
HES

Femm
2 %l 2 #
[ E NE

fERER A
16 131

Rz DI
WA HAE R

85T
XTI T AN 18mg
HAEIRE 1 5
« R & 125mg bid
FOERE S (17 A
#5R
+ 3272 KIZ A b 18mgbid
HERE M5

FEIFEFRER
1305-0119
RS-

FEHR
2 %1 2 1
[ ENE

TRk A
16 441

HINNRTEE &
DI AEAEH
R

BhHT
X7 FIT A 18mg
HERE M5
< J1 V3= B2 200mg, 400mg,
600mg qd
MERARS (23 HH)
45 R
X7 K7 A 18mg bid
B [ERR H 5

EArER T
1305-0026
A

AT N4
7T & R xR
ZHEEMR (X
BoEXFT 7%
P IR ER)
5 M7 A4 —

IN—

fERERC A
46

QT/QTcF, & Dt
OLERNSS
A — B D R
(BREHEE Y
RIEHEL B
HHE)

Hi[ElRE O -
- TR A
FT7 ¥ RIF A 30mg
IREHRAE B DR
FT7 Y RIT AN 48mg
- BoEx R
EFX T uFH T 400mg
77BN

) AR THERIN TV DA6E

<%hfe

IR, AEROCHBRIZETO LR TH D,

(AR > FEFEMEIMRRAEIE . AT PRI

<HEROFHE>EE, RACIER T FITRFELTIE I8mg %2 1 H2ERAO#KSE5T 5,
B, BEOIFMIISC T, 1H9Img 1 A2 EIIHET S Z LN TE 5,




V. IBICET 2 E

R XSy

- o pn e PIES FEOT A &
| PR s Hi 2 15 0
BIFERER | 74 Mk IPF B4 BRI KBRS (12 @)
1305-0013 “HER 147 51 ek + %7 K3 F A b 18mg bid
ES|S A A i S 1 (AN 16 £51) A T TER
22 H[E PK
FIHRER | 72 MMb IPF [B# A RERAERY (52 @ELL L)
1305-0014 | “EEH 1177 5 Ak c X TR TR MomgXiE
(FIBRONEER — | 7'F & R%fHf (AN 135 %) | B 18mg bid
IPF &%) PK TR
(RCT2031220317)
[EFEIL[R]
36 71 [E P
FHHERER | 74 Ak PPF £ A PUERE NG (52 B E)
1305-0023 | “EHEK 1176 41 s c X T RIT A MomgXiE
(FIBRONEER— | 77 R % (HAN 146 ) | AN 18mg bid
ILD #5%) PK TR
(RCT2031220475)
[EIBEIL[R]
44 H[EY

qd: 1 H 1M, bid:1H2ME, QT : LERX® QRS AN D T & T F TOMER, QTCF : Fridericia #jFE{LE 7R &£
12 & AHIE QT M@
a) 4k, mEk, BN, TUTROART =T
b) ALk, mK, BN, T UAL, TUT, FEERAET =T

) AIBTHERENTODRIEIIBR, HELOHEITZLTO LB TH D,

<ZhHE

(TRNIAR > FRFENEIMHRAEAE . AT PEIRRAEAE

<HEERVCHE>EE., RAIEX T RITFAMELTLIAEISmg % 1 H2BRO#&ET 5,
B, BEOHRRMISU T, 1B 9mgl B2 BIIHET HZ LN TE 5,



V.

BB 5 IHE

2) ZEER—H

BRI Sy

_ o s i g POg- AU A&
il I R T ¥ HHY 1 5
BUHHHER | EEH e A WA FT A Z | HERR OB
1305-0020 AN 12 451 vV (BFE AT RIFA D 24mg
sk 2 M2 e DEH)
Fr——
BUHHRER | IEEMH R A FARTHD S A 27 | AR 0% 5
1305-0028 TN 24 15 RS T g X5 RIF A 18mg
HZ4S 3-way 7 RAA— R ORFOZE
IN—
WUHERER | EEM fERE A M NA AT | « X T 2RI T AR
1305-0030 P2 SN(4 8 #ll _AZEYT 4 18mg HL[AIRE (1% 5-
o 1 # cMUC-RT U RITA b
B 100pg H[EIFARN 3 5-
& ENE 7
HEFHRRER HE R R 7 HARR O & 5
1305-0001 FHEBEN 550 | 70 41 I s X T FIF7 AR 0.02, 0.06,
st AL PN |9 PK 02, 0.6, 2, 4, 8 16, 24mg
77 AR HI)F < 7R
B[R] % 5
ERAGEER ZHE®R e A 2 K nfs (14 BiE)
1305-0002 EHRAEREN 7| 24 4 BIME R T RITADN Img KOY
AN N4 PK *7 2 KX Z A b 6mgbid
7Z B ARRHR 778N
B IAH B HER (SRD 23— | fEHER A 2k SRD 73— h
1305-0011 N ROZEER | 42 AR 37 K F A b 36mg J (N48mg
s (MRD 7%— 1) PK HRE 5
AN - MRD /83— k
7 4 2k X T RITA b 6mg LU 12mg
75 AR%HR bid KEROES (14 A )
AFATRER - FTER
WUHHRER | IEEMR R R PK (AAIR O | HEIRE O # 5
1305-0016 | FEZ ¥ Atk 6 1l DORE) BC-RXT L RIF A D 18mg
o FExt R
1RE1
Fle FRER | “EHEMR =T A =TT | etk SAERE N5
1305-0012 AL N4 AT z=Ron | BEN + X7 FI 7R b 18mgbid
HESh 7T &Rk R B 552527 T | PK (B&E 12 #)
BRI 7 7 VN IPE B 15 4 A A i
ERAGEER HE®R e A 2k HERR O &5
1305-0017 BHEREN . T4 | 16 A c X2 T RITA DN 12mg KO
=N N |o (HAAN16#1) | PK 24mg
7'Z B ARRHR 778K
A ATRER
BUHHRE | FFEM R A Ak HA[alRE O % 5
1305-0024 | 3T ¥ Ak 24 1] AR FT7 Y FIT A K 9mg KON 18mg
s FExt R PK
A ATRER

a) 7% —2, 74T N,

1) A THFB STV DLRE

<%hEe

KA, A2VT, T4, A1, BEEH

R, HHELROCHEIILTO LR TH D,

(TRNAR > FFFEMEIHRAEAE . AT ML RRAEAE

<HEROCHE> @, RACEAT7 U RITFAMELTLE I8mg % 1 H 2 BIRROEET S,
ek, BEOEFMIISC T, 1HImgl H2EICEETHZENTE D,




V. IBICET 2 E

(2) BRAREEIREER

1) PAEMRR: BERAZNRE LB EHRRER (1305-0011 3KER) " 2
BEFERR 42 51l & G ARKI BRI e 5. (VS— K 1: SRD 73— |, 36mg & 48mg) & OVHE
Wi s (%= bk 2 : MRD 73— |, 6mg &% 12mg bid, 14 HE) X VROEE L EDAR
F DLV OB ZfEt LTofE R, AEFLOFBBEISIL SRD /S— M TIE, AAIFED 8/12
B (66.7%) KONTZEHRHED 1/6 i (16.7%), MRD /3— hTiX, AKAFED 7/16 5 (43.8%) K&
U7 7 BARHED 3/8 Bl (37.5%) (23D B, BITEHOFEHEIG T SRD /~— FTIE, AAIHED 6/12
Bl (50.0%) KOTZEREED 1/6 ] (16.7%), MRD /S— KCTiX, ARFIFED 6/16 5 (37.5%) &
U7 7B REED 1/8 B (12.5%) ([ZRD bz, b X< ALAEITERIZ, SRD /X— kTl
(ARFIHE3/12 11[25.0%], 77 B REE 1/6 451[16.7%]) , MRD »X— |k CHEJE (ARHIHE 5/16 41(31.3%],
TIRREEOH) THY, BIEA RRICEER) OFRBUEIAIIABERFNZREEMIRD bz, v
THOAFERGHLRE IFEETHY, 1BBRE TRFETITHEKR L, L, BEERAFFRIT
PO BRI T, AREND 36~48mg DHE L., KT 6~12mg bid KEHKE L7 & & D4t
KOBEMEIZRIFCh T,

2) BEMRE  IPFBEENRE L@ Elc HEER (1305-0012 KER) 20 9

PRI (=0T X =7 BNV T == RV) OG5 %2515 TV IPF B3 15 il & PR ICAK
#l18mg bid XL 7' 7R Z iz 12 WRIKERAOEE Lz & & OV R ORENEZ G Lo
R, TRTOIER CRAFE 10 6, 77 BAREES G) ([CHEFERPREB L7, BIERIIAFIRED 9
B (90.0%) K ONT" 7B AREED 3 i (60.0%) (ZFBD HAL, ZDONFITAKIRE T N 4 41 (40.0%),
B 2 B (20.0%), Y, HRME, PEEEREEIGM, FB, RHE, FEHE, FIRE?S 16 (10.0%),
7T R ARRET I, KRG REE, SESA 16 (20.0%) Tholo, AFIBEOERE 1 61T, 1B
HOEBEGFILCES>T-EHEOARIRENRD bilc, YEFELREZRE, KR TROONT-AES
SOEIEEL, WPNGEREXIFEETH -T2, BRHORBEORFEN S 2 AAIBED 1 filoBE
I, FHER O R PRI OSBRI 21T O TETH Y, ABLZfED 72Diiaf <y b &b EE
R S AV A, EEFE IR T, TRBRIEE ORRBERITRV EHBr S s, YREELAMNCE
BRAEELZIIEOONT, CHTR)r>T,
PUBRAEAL IR O 5% 52 17 T 72 IPF BEIZEBW T, AAl 18mg bid 25 L 72RO ZAMEIX B 4T
ThoT,

) ARMTHEBENTWARIEEXTIE, HELKCHEIIUTO LB TH 5,

<ENBES TSR > R R VEIRRAE . (1 T AR MESE

<HEEOCHE>EE., RAIZIEAX T RITZAMELTIE 1Smg %2 1 H2BEO#EET 5,
B, BEOIAMEIISC T, 1H9Imgl B2 [EIIHETHZ LN TE 5,
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3) BAEMRER  BAAZXRE LEERNEHERER (1305-0038 HER) ¥

H A AR 12 51l % X R ICAH] 9mg Ui 18mg & HiERE D5 L7z & & OB ZIEIED H
% R-~F U F A~ —DOEWENE, oMM OB M2 E Lo, A% Omg FEO 1 FllcAEFS (L
WHERZE) AR O, AEFEFROEEEITRE Ch o7, BHEN, HACE2ELEERAEFS
FLOZEOMOBEBELAEEFLZIL, WThOMEHETLRO LN o7, BARNEFMAITE L
T, AHKI9mg L 18mg & Hi[AFK 5 L7z & & OZ 2R OBEMEITRIFTH -7,

4) QT/QTc HfEKER (1305-0026 EXE&R) ©

TEEERCN 46 B2 %t 5212, #R T CAGKI 30mg (FEFEH &, 18mg bid $&5-RF D & R A8 C D EE &
FEEMT D ETRINZHAE) U 48mg (RMAELZ B2 2 HE) ZHEROKZS L&D
QT/QTcF KOV E DD LERKNT A —X 2T B2 7 uxt v GEEMH) Bkt
ML UCRMi L 7=,
T OFER, #5520 5% 5 24 B £ TO QTcF D_— R T A v b DZEALE O i KiHFEEY)
721, AH 30mg O B[ 15544 C 3.0msec (90%C1:0.7~5.4) , K& U 48mg Hi[al#% 5-1% Tl 3.2msec
(90%CI : 1.2~5.2) Toh Y, MEGHIZHNT, a3 2 mifH 90%CI o EIREILEE 10msec %
FHT FEIS> TV, Lo T, MR A~ 30mg & O 48mg O HEIFR O 51X, QTcF % ik
EUlehrotz, AHI30mg #5812 8 i (18%), AH 48mg B HHIZ 741 (16%), EFT 7 u¥
P 9 B 20%), 7T EREBEGHIC 11 B (24%) OFEEGZRRO LN, Kb L<
HONT-AEERL, W ORH 30mg #5144 4] [9%], AFH| 48mg #5558 : 3 4 [7%], =+
Fo7ax VUG 36 [1%), 7T eREEH 46 [9%]) Thot, K1, EERE
FRQUIRE SN eholz, AFFRITBE POBREXIPEETHY, BREVPOEARMED
BliFcthot,

E) A THERB SN TWAEIEE TR, HEROCHEITFU TOEEBY Th b,

<EHRE ST SN T > B MR MTARAERE . M1 TME I RRAHESE

<FHEROFHE>EE, RACIER T FITRFELTIE I8mg %2 1 A2 ERAO#%S5T 5,
7B, BEORRMETS T T, 118 9mgl B 2 BIIHMETHZ ENTE D,



V. BRICET 5 5HE

©))

RERIGERRER
[E B[R BB IR BR  (1305-0013 #ER) ¢ 7

HiY

IPF BE Z R BRIZFVC DR—R T A b DAL EIZE S % 7 7 1R & ligigt
95, Fio, AFlOREMEF OB T4 5,

RERT A

FUE MY, TEER, 77 vARMR, ZhaikikFE, Proof-of-concept FAER

PSES

IPF 835 147 5] (5 B HARN 16 i)

- PUbHELIE (AF) S D OREFELE (RX—R T A VIFFZ AFEHFA) -
TR B (DBLARANIH), RFBEA9 B (5 BAARANT B

- AFfERZ2 LOBEFEER (N—R T A VIR AF ) -
TR B (DBLAXRAN LK), RFFEASH] (5B AARNS B

T E

< 40 mEUL 1
< KEMEEE TS N ERER T s B AR T S 57 07 A ) I @ EYS
(ATS/ERS/JRS/ALAT) 2L % 2018 4E3FID IPF ZWi A KT A L2503 12 3% 2
Wr &7z IPF B
CEORRE D L Y o — Z IEIRE. (HRCT) C#ERME Mz (UIP) XiX probable UIP
D/XF —TIPF OFRZK & AF L T b B
< Visit] (A7 U—=272) TDFVC DTHMEIZT DEIE (%FVC) 7% 45%LL T, ~
E/mbEr (Hb) THIE L7 —@bRFEMILEGRE (DLCO) O TREICKT 28IE&
(%DLCO) 73 25%LL £ 80%A i
cRONTRNICE LT D BE
(1) Visit 1 B 8 EBILLEIZHZY AF (=0 T X =T XEF VT == RNV) (2L ik
WMEZITTEBY, T 2ETH YRR MG T 2 TETHD
(2) Visit 1 B> 8 EMLALIZH7 0 AFIC X DIREEZ T Ty

AR5

7T R L IIAKE 18mg 1 B 28, 12 BEFSER DS

( A SV LME2:1
I AT A R18mgE#
[BlREHEIER]

I (FvRT4R18mg 182Mm@) .
TSERE Py

. J N J

ZN==22r SV LMEBIWEIF #S5HR (12;8) JBHIHAR (1:8)

T 1
<448 0 12 (@)

(EZ=EHEIRE]
1280 DFVCD
RN—=RSAVH5D
ZILE

40 LD
IPFEE
(n=147)
(BEA:n=16)

IPF A5 FEMEADHRAMEAE . FVC: S5/ E R

TEGHIE

128D FVC D_R—Z2F A b DZE LR (mL)

BIKEHIE H

AEHRZOEIAEIG (%)

Z DfORHE
EINCEE
PK)

- 12 KD FVC (mL) D=2 T A b DRI E R U %FVC DR R O 28 &

HBEWE T U N AEME (Living with Pulmonary Fibrosis [L-PF] & 2, Leicester Cough
Questionnaire [LCQJ, "MK EE B, WK E) X WELIN OWRE T 1 72—/ [VAS])
D12 BEFDON—2F A b OB E

- %DLCO (Hb #ilE) D_—2R T A L6 ORRFHZAL,

c RBNOEFIRETD b T 7 MHEFEE  (Cpress)
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fEAT ik

FEFHLE B
12REDOFVCOR—R T A inb D& %, AFEHOFETZENLNMT 2,
Bayesian borrowing 7 7' 12 — FIZFEDWTHEM L, FRiT —Z OFiA Ik L CEfd b S 4
7-meta-analytic predictive prior (MAP prior) % V> C2EERE D F5 CTHEit L 7=,

FIBPE T, MMRMZ MW THIFRAT S fobik (REML) (S X vinhk (U7 =) =440
DERER—R T A VFVC (BRHRAEH) ZEEZRE L TEHEOIfTE2IT o7z, BEN
RRZEDET Y V7 IR IE OB EZ Ve, ZOFETICESE, 12O
FVCOR—R T A 3 b OFfHEF A2 bR L OBEE T SiEHEA%E (SE) ] 2 &
L7z, 120RFORER 2 SEL UHHI95%CLE & H IR LTz,

2B T, T B A OREE S EAEIT, IPFREEZGRE L= T ¥ =7 Ol
KB 7 1 77 A OIBBRICHE-S & HEH L7=MAP prior & #A L7z, &BEEHOIRFEL
REFTMT 2728, TEFME B ISR L TARK E 77 2RO ZEOSE% 54 % -
o EEEATE UCHERIZE (KUOS%IEAXM) o ofmohEs Bl L, FERMZEN
ZOBERID BEWI L 2R THEEMRLRE L,

FEFME A O EEHNTE, TR T A 77 V=2 AW THBESE R, kRO
FEMTSTREEN] (FAS) 12 L TN L7z, EZERMIE H OBRRIVEE ST, AFEM®
0 R OAFEM 72 Lo BEEMOOFEMITIC LV 3256 L, FEMTOXKRT —% (GEf
EOFEERB) 134572 L7 o7z, MMRMAEYTTIL,  Imissing at random | DREIZL Y,
KT — 2 E0FL LT, EOMORRESNTIE, FTRFEZOBURE LT RS X
kT T V— (FERAT R OPFA RN 2 T T 2 BRI 2R E TOTRTOT — X 25D
) EHAWAZ L, ROVEBRFEMFEEICE G Lot R R A O C R R 2 E a3
HZLICkY, RNTF—2 DR ERE LI,

BIIVR /TR H
TRBRZEZ1EILL B 5 Lic T R COBEER L Uiz, AEFR4IIMedDRA Version 24.1
PHWCa—F 47 LT,

ZOMOFHMEE (R
123 DL-PF, LCQK&TVASA = 7 TNCDLCOND_— R T A Vb DAL EICET 5
FLINAERE S FIE ST, FEFHEE B THE L7EMMRM & RIEEDE T M D & fif
Bra s Uiz (E#MHTE LT, DLCODMTb & Ehiz),

T OMOFHEE  (PK)
ASFN O M B O FR R R A B L,

PRI IR S, ML — 2 =4 ) T ERERARE L,

ES
(TZFFAhZE )

12 DFVCDR—A T A b DE(LE

FHEFFMIE B 1L S, 2IBRFOFVCOR—2 T A Vb OELEIZ OV TARFIREOIR
DR DR BTz, FVCOBEZE R T34 bl 7 7 | R B & 13RI, RAIBETIE,
N2 T A VEEOAFDE A )0 BT, FEVCOLEILNRD BTz,

=

R
2R DOFVCOR—RF A 293 b OFFEEE HEHZE LR (MMRMAENT) 1%, 77 &R
FET-83.79mL (SE : 19.20) K OVARHFIBETH+4.59mL (SE : 14.53) TH Y, KFBLHZE
57T R AR L OFHIEFE R EEIED£1388.38mL (95%CI : 40.74~136.02) TH -7z
(1),




V.

BRI B HIHE

it S
(T ZREmEE B
CHEE)

1 2FERICBT S

12D EVC (mL) DR_R—Z T A 9 b OF&E 25L& (SE)

50

_ 40 T
jan
g 30 Y
= 20 L Ty T

< 10| 7 —

2 -
S 0 o

a N
E-] 101 S

£ -20 4 b
2 20 -

u -30 S
g -40 .

o -50 4 S
B ~
g\ -60 N
= -70 Tl

14 T - -

2 -80 T
T -0
3 1004
b ——

120 4 [E—®— BI 1015550
T T T T
Baseline 2 weeks 4 weeks 8 weeks 12 weeks
Number of patients
Placebo 49 50 50 49

Bl 1015550 20 89 g7 81

BI 1015550 : x>~ FIF A |

< HAR N>

RBEEFOFVCONR—R T A )b OFRFEF AP ZE{bE (MMRMENT) 1%, 77 &R
FET-40.92mL (SE : 62.48) ROAAIRETH19.06mL (SE : 35.93) THY, AFIFEICH
T3 7T AR EEE OFFHEE R EIEO7£1359.98mL (95%CI : -100.28~220.24) T -7,

AFfE A2 Lo B4

12FEDFVCON—R T A Vb OFRIEE bR (MMRMERT) 1, 77 B REE
T—95.62mL (SE : 30.75), AFIRETH+6.10mL (SE : 22.90) TH Y, AAREI T E
T RBEE DI A PHMEOZ1T101.72mL (95%CI : 25.02~178.41) Th o7z (X2),
A MY ANT = & BRI AN T EEENT (Bayesian borrowing” 7 1 —F) T,

H OB EREFZEO P fE1388.4mL (95%CI : 29.5~154.2) TH VY, 77 BREEHT

D ARFNEE O ERANE OWMEFIL99.8% TH - 7=,

X2 AFfER7Z LoBEEMICKIT D12 OFVC (mL) @

R—R T A S OHEFE R TEHEZE LR (SE)

50 |
40
30

20 4 e Ny

10 o Tl

0 = T
A0

=20 4
-30 X
-40 “. i

-50 -| el

-60 -| el

470 B S

-80 Tl
-804
-100 4
-110

- —¥— Bl 1015550

Adjusted mean(5E) for change from baseline in FV/C[mL]

T T
Baseline 2 weeks 4 weeks B weeks

Number of patients

Placebs 24 25 25
Bl 1015550 42 46 45

BI 1015550 : * 7~ FIF A |

12 weeks
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frs
(FEZREmE H
D)

< HARANER>

MMRMFEHT CETF AN LR o 1-72, FHREETH -7,

AFER & Y O BE L
12REDFVCDON—R T A b OFREEE HFEEbE (MMRMAENT) 1%, 77 BRE
T—77.70mL (SE : 23.60) K OAAIRET+2.72mL (SE : 18.13) THh Y, AKIRHIRIT S
75w AREE L DTS TFEIE DFEIF80.42mL (95%Cl : 20.85~139.99) Th 7= (X3),
Bayesian borrowing 7 7' 1 —FIZ L V), FEHOEEHERH 72O RAEIX62.4mL (95%CI : 6.3
~125.5) ThHV, 77 EREEHT 2 ARAEEDOEBNEDHEEIT98.6% Th o7,

X3 AFfEHH Y O BEEMTEIT D12 OFVC (mL) ©
NR—=R T A D OFHEEF AR (SE)

50|
40 |
30 -|
20 -
104
e g\
10
-20
=304
40
-850 4
_60,
70 .
.80 - S e e
-804 S PRl

-100 o

-110
-120

Adjusted meaniSE) for change from baseline in FVC[mL]

— =%~ Placebo

—&— Bl 1015550

T T T T T
Baseline 2 weeks 4 wesks 12 weeks

MNumber of patients

Placebo 25 25 25 25
Bl 1015550 48 43 42 39

BI 1015550 : *7 > RIF A b

< HARNEM >

12 REDFVCODR—R T A L b OFREEE - bE (MMRMART) 1%, 77 B AREE
T-25.66mL (SE : 84.23) ROKAIRETH61.26mL (SE : 56.64) Th Y, AAWEHIBITS
75 B AREE L DT B DFE1386.92mL  (95%CI : —162.32~336.16) T 77,

ES
(Rl REFATZE )

HEHEGOIRRAEE

HERERL, ARIFECTT 7 BARE L I U TEWRBIEIG TR bz (77 B REE60.0%,
AHIEE 69.1%), HEFROEEEIL, FEAENBENLPEETH -, BIEM,
AFFETT T AL B L TRWRIAEIE THED LN (77 BREE 20.0%, AFIF
27.8%) . IBBRIEDO LG FILICE - 2 G EFGUIAAITETOAHRD H AL (13.4%), TEEBRIED
BeHPIRICE ST HFEER TR L ADNIAEEREGE, THTho G [WTh
HAFERS D OBRFEM], 3.1%), kb L ALNIEAFEHRZITHTHY, KFFET
TR ARBEL B L TEWRRAEE TR LN (77 2R 12.0%, AFIEE 23.7%)
FEAEERRIL, AFIBEE i LT 7 7 2R B CHEMICEWRBEES TRO L (F
ZE RS B [10.0%], ARAIEE6 B [62%]), ZAULAF M LOBHEEMADT TR
HECEOMOEER & i L CEERAEFLOREHEGN RV LITER L, 8T
WE ST HERFRIIAFBE 2 HITCRO LN, AFEASH Y 0BELEHD 1 FllcONT,
RREEAC IR BIfR A L, mAEROEWIXE LGRSV &R < 7=, IRBRIKIEE & Ol
NTF—=BEm Y T REEET, IMERDENICOWNT, M ROMEZINITITES 2o
7o LHI U 7e, AF R 72 L o BREE4ER O 1 511> COVID-19 1ZRREIfR 7 L &R Sz,




V. IBICET 2 E

frs IPF BB % St R ASH 2 B 5 X T BEAZR D AF DEHEIRFR (=0 T X =7 I 7 =
(F&®) =RY) EARA18mg 1 H 2 Bl% 12 BEGFHEE L7z & &, IPF B OfsRITHER S

7= F72, BEEMAKRRN—RF A VD AF A L AHOERIIBNTE, KK
DOEEVER OBEMEITHATRE TH - 12,
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BB 5 IHE

(4) REEAIEAER

1) BRI
OIPF A Z x5 & L7 [EF LR S IHRER  (1305-0014 75k : FIBRONEER-IPF #fR)
(jRCT2031220317) ® 9 10

HiY

IPF B 2 %82 ARFKI Omg i 18mg & 1 A 2 [\IF L L7z & OFMER L2t E 7T
TR & R,

RERT A

TR MY, TEEW, IR, Skt

PSES

IPF 25 1177 61 (5 H HAA 135 1)

< I EREE393 6] (5B HAAN 3T HI)
< AFH 9mg BE 392 ] (5 H HAN 44 1)
« KA 18mg BE 392 1] (9 B HAN 54 i)

FRIRPILE

< 40 LA 1

- KREMEE T2 N gs e B AR S T 7 7 A D i E TS
(ATS/ERS/IRS/ALAT) 2 X% 2022 SEMET DBMIH A BT A L2550 | HS X B &
iz IPF B

« HRCT T UIP XiZ probable UIP /%% — > T IPF DGKZH & B L T\ 5 BE

c A Y == 7 TOFVC OTFRNEICHT 2EE (%FVC) 23 45%LL 1 C, Hb THIIEL
72 DLCO O T-HIfEIZxt 3 2%F1E (%DLCO) 7% 25%LL k=

A7 Y ==V JHIO 12 BB EICDZY AF (20 T X =7 I L7 2= RY) Ik
BIRREEZITTWD, BLLIFRZ Y —= R0 8 BRILLEICH 720 AF 2 X 54k
2T TR VRS

AR5

T Z R, AEl9mg IIAHF 18mgl H 2 BIRRO#E, X=X 7 A VO AF (=74 =
TXIFELNVT 2= Ry) EHOEE AFFEMAGHY, AFfERZL) ZEiKTL LT, 7
Z R ARRE, AH Img BEXIIAF 18mg BEIZ 1 : 1 : 1 DHTT & AIZEIY 1572,

R aen il

Part A : 52 ¥R

Part B : 52 LIKE, 7 v & LEIHT R OVEBRIL SN IRBRIE D £ 5 Dk

T ER—=2T v

BRI T o F DEIT ST BE D 52 ERFOFHi A4 58 T L7 C, DBLI (MO &
FEfENT A T LT, TR TORBEDNIRRIERGHT Visit KOVERE T Visit GE45
HEEICIHENE) &8 T Li2th, DBL2 RICEAMENT 2 506 L 7=,

=~ . . 4
P N 525 LE1:1:1 [EBEHEHS (RS RHTRD) |
\ 9“v10’4F18mg§¥ S52BEDOFVCON—2514 Y H S DI

(FvRT1R18mg 1H2@)

(e
N (EE /R RSHETEE (RIS RAE) ]
40 ED = - SASREARICROD IPF DY) DA IEISE, [FIRESR
IPFE& I AT A ROmg B BICEBMEARREECOVT AN DR
(n=1177) (F¥RT«(R9mg 1H2ME) ICRET ZFTORR (BSTFHES)
(BAA :n=135) [BIREHHRE]
SEGERHHEEC2FNBEMERA N
FSREE UM (PF DR HEER (50T IFIRESHREIC
FRIARNFELC. L) P RIICHKETS
L FTOHM B

\_ J
/

29U—=vT S5 LMEBIVAIT SR (5258) SEHFHAR (1:38)
1 1 1

T T 1
-8 0 52 (B

TG

HEF—IN—-20vT @EF—IN—20vT
(DBL1 : EEFEHESR)  (DBL2 : BASHRHTEG)
SUSMMEEUMITEN, TRTOBRENERER
SZENRSHEETTL SETRUERTETUR
EREDEENTHEST HICKE

IPF S SEMRTIRMEE. FVC: SSNBTEE TURRTRIE

FERHIE A

52 D FVC (mL) O_— R T A 6 Ot (b &




V. IBICET 2 E

RIEHIE H

HE R RIREHE H
TRBR IR o D IPF D) El e, PP IR I K D RN AR SUTSE T O WT D3 ik
WNZRAET 2 F TOMM (EEFHHEE)

R EEATIE H
- BRI F o IPF o W)[El Sk I IE T E T HIH
< JRBRHRT h O MR ERIR BT & D ABEXITSE T E TOHM
- TBBRHIRI R OZE T £ TOHIM
« 52 W D%UFVC D_—Z T A b DOHakI 2 &
ARBWIR T D%EVC DR—ZF A b D 10%8 (k2 b i) O T I £
TOHIH
- 52 W D%DLCO (Hb #Hi1E) D_X—RZ T A b OfaktZE (&
< IBBRHIRI T D%DLCO (Hb HIE) OR_R—AF A4 b D 15%48 (st ZE{b &) Dk
TUIFET £ TOHIM
- 52 ##F D L-PF Symptoms FFRREE K A A 237 DR— R 5 A 2 Hs b ORI b &
+ 52 #HIFF D L-PF Symptoms BZMk K A A A 27 DR—RF A b Ot &
- 52 #HE D L-PF Symptoms JE5 KA A 2 22T DN—RF A )6 DRt Ak i

Z O il D FEA
HH

« FVC, DLCO, BT (Sp02) KON L-PF ORI HKS < FHEER, HATHmER
OREREFE (IPF OYIEIAVEEE, MFPREEEIZ L D AR, FEFRRIOARE, RERTAE
DOfFEM, WO L-PF EMZEICHES S BREIEOMEH

c AFNOEFIRFETD b T 7 MIEPEE  (Coress)

fRpT 7

TR E FIE
7" ARBTG5 O FEEMIE B K OVE 2 2 RGN B OREICIE,
77 IV =T A XOH—FEOMMTAMER 2 A EKYE (WA 0.05 IZHIHT 2721277 7 1
HNT Ta—FIZ L HARETFIEEEH Lz, RYNCAA] 18mg B & 7T B REEO LRl
12 0=0.04 ZE|0 4T, AFIImg BE L 77 BARBEOLENIZ 0a=0.01 2|V 4T/, 1
FEMIE B 2B L C, AFNOWT DI O ERE T 7 'R & i U CREHENE
BEMEONTZHAEOR, B0 B CToHNTE o (XEEZRBIKRFEANE B OIRGEREIZ0H S
nnrZ kL,
AFOWTHROARETH 7 7R & L CHREFFRIABEENME R o 2 5E,
B2 B RETATE B IR RN 5 2 & & LTz, T MO T OFAME B 3R R
WZFRHT LTz,

TR H

TN TR O (FAS : 1RBRER % | BILL B 5 L2, 7 & 2SI &ah
FTRTOBE) ZxtReE UTHEM LIz, FEMAHTIX MMRM (Z5-5< REML 12XV,
52 RED FVC D= T A U D O EE BB Tl Uiz, fEFTICIE, 4 Visit
BB D6 (W7 I Y —848%), % Visit FRCBIF 5 _X—R T 1 VEED AF &5 (17
Y —H), RO Visit BRICEBITBN— 25 1 VD FVC GEEH) % BEEE &
LCEDT, Visit [IIEREE L, BENBREOTT U 2 73 EsEo L0 BilE %
iz,

Rttt D7 — 2 13RS Lz, 52 RFLIRNCIEL L, Wi %5 T ano o B
DA, FETRE UL T D FVC OR—RA T A 2 inb ORI, K E5HETO K Visit
DT X TOBEFEE (FVC DR—2F A b DELE) O 10 S—F & A VEIZHE
SEMTE LT,
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HE R RIUGEALE B
52 AWML DT — & % &1 DBL1 0427 —# iz, £72, DBL2 # H\ CEEZE
WETAMTE B O# R fENT 2 M 23 & Lz,
BEERRIRFMIEE A X2 R RAE LR BH I, WThoA Xy FLRod b5k
W ERERB SN R EO B EZHTHEIY & Uiz, BRI A N2 RRRAE L hoTz
BET, MBHEEZZ RS TH B & LT,
FHERENTINL, TR, RX—A T A VEED AF #5., Al GERIE D), X— 2 T 1 VBED%FVC
KON—RTF A URED%DLCO (Hb #i1E) %L L L TED Cox N — NET
N W, BEBED T Z 2RIZHT 5 HR ORREICIE, Wald BE & Wi,

< PERI B (83.0%), &PE (17.0%)
< ANHE BN (677%), TYVT A 31.6%), BAXIZT 7V BRT AV AN (05%), <
AT LA vl (0.2%)
- SR - 70.2 % (EHERZE [SD] @ 7.7)
c R—AT A HEHCAF RSB Y 2 91561,/ 1177 5] (FAS D 77.7%)
AF G - =T # =728 71 (535, FAS D 45.5%)
E7x=RK330H (380, FAS @ 32.3%)
c N—2F A BT AF EM 2 L 2 262 651,71177 5l (FAS O 22.3%)
« ¥\ IPF 2o~ b O W O E)E : 3.54F (SD : 2.7)
« R—=R T A VHEDOY%FVC EEIE - 78.2% (SD : 17.3)
« R—=2F A VIRED%DLCO FEIfE : 50.9% (SD : 16.3)
c e REEHWIR ;- Part A (52 W E To#G) % & 7= DBLI
DBL2 229 % A

20.8 7 A

bR
(& ATl
H : B30
AAREERA)

< AR >
DBL1
7'Z AR HE-183.5mL (95%CI : —210.9~-156.1), AA|9mght—138.6mL (95%CI : —165.6
~—111.6), AF|18mght—114.7mL (95%CI : —141.8~-87.5) ThH-o7=, F'TEREEL D
TR B EEME O, AFN9mghE Ti344.9mL (95%CI : 6.4~83.3, p=0.0222), AHl
18mghE T1368.8mL (95%CI : 30.3~107.4, p=0.0005) T»H Y, AHKI9mgk F18mght &
T uRHEE OB GBIV TN LR FNICAERE Th o7z (1), RIEKDOHE D
WRAMESR 2 SUI RO IO DT T 7 4 AT T u—FIZ X DMETIAICESE, EEFT
MEHIZBWT, AFOEHARETY 7 vRiCxd 2B RSz,
FVC (mL) OX—R T A L n b OFEER LR ERI B L EOHER 6, AH| 9mg BEK
OAA 18mg FEOWEGHETT X L2EUFIT# 2 WRENS 7T B ARREL Ik LT FVC
KT AFED B, 52 \REE CTEITIENVEET 72 (K4),

#£1 52HEFEDOFVC (mL) OR_X—R 5 A 5Okt & —FAS (DBLI1 : &%)

Placebo Nera 9mg bid Nera 18mg bid

All patients (primar,
ana{)ysis), N E\I:mlyseg 391 390 392
Baseline (mean, SD) 28639 804.6 28372 7814 28273  758.0
Week 52 change from baseline

Adjusted mean —183.5 —138.6 -114.7

95% CI -2109 -156.1 -1656 -—111.6 —-141.8 —87.5
Comparison vs. placebo

Adjusted mean - 44.9 68.8

95% CI 6.4 83.3 30.3 107.4

p value 0.0222 0.0005

N : number, Nera: %7 > KIZ & b

% Visit RHIZE 1T D160 (B 7 2V —E%) OBR, & Visit FICRIT 5= 71 VRO AF 5 (7 2 ) —%&
) OBR, RO Visit FHZEIT D=2 T A VBFO FVC (mL) GEFAEH) OZ R ZEEDE E L TE D MMRM
IS, Visit IZERIE S L, BENMEDOET U > IR o S0y s 2 A7z,




V. BRICET 5 5HE

bR B4 528D FVC (mL) OR—R T A 2 hEDFIERE I
(3= B A T PR 2k (SE) —FAS (DBLI : &K MH])

B : A

AREM

e )

Adjusted mean (SE) of absolute change
from baseline in FVC [mL]

+200 1 [<°5"~ Placebo
220 -{ | @ Nera 8mg bid

.240 4 L—®—_Nera 18mg bid
R . M %
Number of patients.
Placebo 393 378 385 3T n 362 355 351 348
Nera Omg bid 392 382 381 375 375 369 385 363 363
Nera 18mg bid 392 382 386 376 oy ] 363 357 344 356

« N—R T A BED AF RIS O 534 [ fEAT
AH (9mghk O18mgD1 H2[EH#G.) O—& L7=iaHERI%, AFERZ LK OAFEH
H Y OWBEELATRD N, 72720, 77 B RBEHIKT 2 ARKFNoOmght DOIEF 2 F
1%, AFfERZ: LR & i U CAFER & © OERITEREMI/ NS holz, Z O
RiL, EAT7 2= RSV OEMTEMHEEERNA LI, N—RT A VIFIC
EV T == RUAEHH U ORFIImglE TIRIFN RN H bR o7 2 EITERR L TW
7= (32, ™5, M6, IVI-1. (4) 2) PFHEOEE) OHESH),
R=ATA VFZENLV T = = RS 0 OERTIX, AFEMZ LOER & ik L
T, AFIO kT 7 R IIAFIOmgEE T55%, AKI18mghE T48%IK T L7z,
52H IR OFVCIRAD DO ARFIFED 7 7 7 RERIZ 3T 2 HHxHE T I, AFERH Y
DM DAFNIMGEE T53% M OAK8meght T471%, =2 T X =7HHH v DEHDAK
FKIOmghET32% K OAHK18mght T38%, B /A7 == R A& Y OHEMDAKIOmghE
T2%M OARAN18mght T32% Th o7 (K2),

5 N—RFA UHEO AF HERBRI O 52 #RFD FVC (mL) OR_X—A T A
2B Dt 25 k& D Forest plot (A4 9mg #f vs. 7" 7 £ AHE) —FAS (DBLI : &44ER)

Adjusted Mean Treatment-by-
difference in FVC[mL] subgroup
N analysed Estimate [95% CI) interaction p-value
Nera 9mg
Placebo bid

Overall 391 390 44.80 16.44, 83.33) I—'—<
Bascline Antifibrotic 0.3593

! 304 304 35.18 [-8.43, 78.79]

non-AF 87 86 78.42[-3.19, 160.03] =
Type of Antifibrotic Therapy 0.2250

Nintedanib 172 184 60.87 [4.25, 117.49] —

Pirfenidone 132 120 -4.82 [-73.16, 63.52] ——

None 87 86 78.29 [-3.24, 159.83] e

T T T T T T T T T T T T
200 200 100 o 100 200 300
=250 -150 =30 50 150 250
Favors Placebo Favors Nera 9mg bid

Adjusted mean difference in FVC [ml.] estimate [95% CT]

N : number, Nera: %7 > KI 7 Ak




V. {ERICET 5 EE

(S 6 N—ATA RO AF HRIAIO 52 BEFD FVC (mL) O_—R 7 A
(FZFAGE | 2> 5 Ot 25k D Forest plot (A4l 18mg # vs.”"7 £ AR #¥) —FAS (DBL1 : &{&SEMH])
B A2k i é&?ﬁ.;u Tfil“if{.'ﬂﬁ‘
Stk % N aual\-::ﬁ — Estimate [95% C1] interaction p-value
e Placebo bid
7f§'}_|_: % ) Overall 391 392 08.83 [30.26, 107.39] r—.—1
Baseline Antifibrotic 0.9869
n’ﬁ%ﬂﬂﬁbmir Therapy sg;l 33? gﬁ)ﬂ[[ﬁgi {éfi‘i} 0.9772 :—
Nintedanib 172 178 73.03 [15.29, 130.78] =
Nese ' & o0 122, 13120 Nl
-R;Nl ' -Z:N} ‘ -I;Nl ' fI) I I[‘I() ' 2[‘10 I 1[‘)()
=250 -150 -5l S0 150 250
Favors Placeho Favors Nera 18mg bid
Adjusted mean difference in FVC [mL| estimate [95% CI|
N : number, Nera: Xx7 > KIZ X b
#2 BEEMAROR—RT A HREO AF RGO 52 @D
FVC (mL) ON—RT A > 5 b OffiriZe{b i (DBLI : 4xfk4EH)
Placebo Nera 9mg bid Nera 18mg bid
All patients (prima
analI})/sis), N g)nalys?cll 391 390 392
Patients without background AF
therapy!, N analysed & 87 86 87
Baseline (mean, SD) 2833.3 885.7 2763.6 7393 2761.5 778.4
Week 52 change from baseline
Adjusted mean —148.7 =70.2 =79.1
95% CI -206.8 —90.5 -—1275 -13.0 -136.6 —21.5
Comparison vs. placebo
Adjusted mean 78.4 69.6
95% CI -3.2 160.0 -12.2 1514
Patients with background AF
therapy', N analysedg 304 304 305
Baseline (mean, SD) 2872.6  781.4  2858.5 793.1  2846.1 7523
Week 52 change from baseline
Adjusted mean -193.7 —158.6 —124.9
95% CI -2248 —162.7 -—189.2 -—127.92 -1557 -94.1
Comparison vs. placebo
Adjusted mean 35.2 68.8
95% CI -84 78.8 25.1 112.6
Patients with  nintedanib
background therapy?, N 172 184 178
analysed
Baseline (mean, SD) 2971.3  802.5 29372 828.6 2863.3  805.1
Week 52 change from
baseline
Adjusted mean -191.6 -130.7 -118.5
95% CI -232.6 -150.6 -1699 -91.5 -159.3 -77.8
Comparison vs. placebo
Adjusted mean - 60.9 73.0
95% CI 4.3 117.5 15.3 130.8
Patients with pirfenidone
background therapy?, N 132 120 127
analysed
Baseline (mean, SD) 27442  736.5 27379 7222 28219  673.7
Week 52 change from
baseline
Adjusted mean -197.0 -201.8 -133.7
95% CI 2447 -1494 2509 -152.8 -180.7 —86.6
Comparison vs. placebo
Adjusted mean —4.8 63.4
95% CI -73.2 63.5 -3.6 130.3




V. IBICET 2 E

EEES

(= B3l 7E
B : Bzhik
AR
fix)

N : number, Nera: *7 > K7 Ak

| R=2 T A WD AFEROFTE (AFEMH Y, AFERRL) ICX D5 & 558 & OAZHAERIL p=03593 (K
# 9mg #f vs. 77 B AEE) K p=0.9869 (KAl 18mg i vs.”7" 7 £ AEE)

2NR—RATA VD AF OFFSE (2> T X =7WH, L 7==RNAH, AFERZRL) 12X 2E0EM & 58
L OAHAERIE p=0.2250 (AH| omg #f vs. 7T L AREE) L p=0.9772 (AKH| 18mg &f vs. 7T & REE)

AT = UMD Y OERZ RS U SR AT
52 D FVC (mL) DR_X—Z T A b DHERIEALERD 7T 1 REE L O TG
PIME DT, AH] 9mg B TiT 66.4mL (95%CI:19.8~112.9), A 18mg B TiE 71.6mL
(95%CI : 24.4~118.8) TH Y, FVC (mL) DX—RA T A 2D OFHIER L4
MELROHERIL, AFIOWAERCIRIERETH 72 (£3, M7,

BV T == RS 0 OB % BRI L 72 AHIOmelE TR S 7= IR H: (66.4mL
[95%CI : 19.8~112.91) 1%, AANSmgREDE /LT == Rl H » DERTERD S
NI IBERI S (63.4mL [95%CI : —3.6~130.3]) LRIBETH -7 (K2, #3),

#3 52O FVC (mL) OR—R T A b ORI L & —FAS
(R=RAFA VN T == R AR & Y OERZ BRI LT E% T (DBL1 : 2R4ERH])

Placebo Nera 9mg bid Nera 18mg bid

All patients excluding those with
pirfenidone background therapy, 259 270 265
N analysed
Baseline (mean, SD) 2925.1  832.1 2881.0 803.6 28299 796.4
Week 52 change from baseline

Adjusted mean -178.2 -111.8 —106.6

95% CI -211.6 —1447 -1441 -79.5 -—139.8 -733
Comparison vs. placebo

Adjusted mean - 66.4 71.6

95% CI 19.8 112.9 24.4 118.8

N : number, Nera: *7 > FI 7 A b

% Visit BICEB T DEE (W7 3V —Z8) OMR, £ Visit FRCBIT5_X—2F 1 VD AF &5 (h7 2 )—%
) OE, O Visit BFIZIBIT 5 _X—2F A4 UKD FVC (mL) GHEFEZEER) ORZBEE & L TE D2 MMRM
RS,

7 528D FVC (mL) D_N— 2T A U h b DG M 25 & (SE)
—FAS (RN—R2F A VEHIE LT == R B 0 OEFZ RS LT
(E% AT DBLI : 2K

Adjusted mean (SE) of absolute change
from baseline in FVC [mL)

—-0 - Placebo

-220 - | ~-@-~ Nera 9mg bid
240 -| [ —8— Nera 18mg bid
S o/ 2, s, 3, %, %, )
%, e,
/,0:% %, "o, "ug, ", "o, "0, "ug,
Number of pa!ionls
Placebo 260 249 255 249 247 237 238 234 237
Nera 9mg bid 272 263 263 257 261 254 251 253 256
Nera 18mg bid 265 257 262 252 252 243 237 225 237

Nera: * 7> RIT Ak




V.

BB 5 IHE

FER
(= ERHAMG
H : Azhtk
H A NEEH)

< HANEEM >

DBL1

52EEDOFVC (mL) DR_R—RA T A b OFHEE R LML EIL, 77 2R
—125.97mL (95%CI: —200.94~-51.00) , A#|9mghE—148.68mL (95%CI : —215.42~-81.95),
AF8mght—24.02mL (95%CI : —85.36~37.32) TH Y, S2EEMOFVC (mL) D~X—2A
TA VDO ECRD T T R E OFREESEHE DL, ARFNImght Tl
—22.72mL (95%CI : —123.33~77.89), AFK|18mght TIZ101.95mL (95%CI : 4.88~199.02)
ThoTz (F4, K8),

AANSmRETIX, 77 B AR & Ll L CFVCOK THHI 3589 51, 528 OFVC (mL)
DR—=RA T A U h b OFRFERE B L& % 2 RER O ARHK 18mght (—114.7mL
[95%CI : —141.8~-87.5]) LKL T, FHMEAIIKE R THINED b,

— T, AFOmghETIE, S2EBEDOFVC (mL) D_—R T A LD DOFHIEGE L
S ENE, SEEMOAFImgEE (-138.6mL [95%CI : —165.6~-111.6]) & RRET
Hotbon, AANENOT T v ARRLVIEETH- 72, ZHUE, AARANERHO T
EARFETIE, 52HEEOFVC (mL) ON— 25 A b DTG B B b A 4
REMO T 7 B AREE (-183.5mL [95%CI : 210.9~-156.11) XV EETH YV EFVCOK T
DORRENNEN-T2Z &, FICAFEAZR LOBEEM TORTOREN NS o722
EREE L RRENRE L OND (HARANEFOAFFERZ LOBEZEFOT 7 &Rt
—44.85mL [95%CI : —157.12~67.42], 2AKEFADAFFEM 2 L 0 BEEM DT F A
-148.7mL [95%CI : —206.8~-90.51),

#4 528D FVC (mL) O_—Z T A v DHaxtZE{b 8 —FAS (DBL1 : A A ALER)

Placebo Nera 9mg bid Nera 18mg bid

Number of patients in FAS, N 37 44 54
Number of patients analysed, N 37 44 54
Baseline (mean, SD) 2849.14 84426 | 2636.91 594.10 | 2694.07 769.03
Week 52 change from baseline

Adjusted mean -125.97 —148.68 —24.02

95%ClI -200.94 —-51.00 | —215.42 —81.95 | —85.36 37.32
Comparison vs. placebo

Adjusted mean - —22.72 101.95

95%ClI -- —123.33  77.89 4.88 199.02

Nera: +7 > KIZ X b

FVisitFIC R 1R (T 2V =25 O#hE, FVisithfcBiF 5 =2 T 4 VIFOAF#EY. (hT7 3V —Z5%%)
DENRE, KO VisitFIZFB 1 5 X— A2 T A VIFOFVC (mL) (GEFIEE) OMREZEEDR L L TEDIZMMRMIZ

Ho< VisitERERE L L, BHERNBREOETT ) & 7 I3 ERIE OIS B2 v,




V. BRI 5 HEE
i B8 52D FVC (mL) O_—R T A U hvb OFiEss H V- it 2 & (SE)
(=AM —FAS (DBLI : AAA%[)
H : Bk
H AN
%) 2
§
200 [==G- Placebo
-220 -{ | @ Nera 9mg bid
240 [—B— Nera 18mg bid
% O 2 %, %, %
%e/’é:%'f\, “'Seﬁ\ %@ﬁu ;”o@ﬁ l’iﬂ%p @% 6%’ "'@&f’
Number of patients
Placebo 37 35 35 35 33 33 34 32 32
Nera 9mg bid 44 43 42 42 43 41 42 42 42
Nera 18mg bid 54 53 53 51 51 49 47 48 49
Nera: £ 7 KITJ A b
ES TRER I O IPF OANEIGPERE, PR AR RIS X D AIEIABESUIFE T DO W0 D3 ]
(EERBIWR | [TRETDETOHM EEFLHEE)
FEAL TH OB | < AR >
EREMN]) DBLI

EERRIRAIE B 04 X2 FARAE LIZEBEE, 77 2 REE 80 1 (20.4%), AF| 9mg
BE79 B (20.2%), AFK 18mg # 85 B (21.7%) THh 7=, 77 EREEHICH T 5 HR I,
AF 9mg BETIL 1.03 (95%CI: 0.75~1.41, p=0.8568), AHAl 18mg #£Ti% 1.17 (95%CI :
0.86~1.59, p=0.3102) THY, WTHOHETH T 7B RICHT DRI EEEIT
BN T (3F5), BN O P YREIX, DBLl T14.6 7 A TH- 7=,

BHEARFIRGHIE H ~DOHFED( b KE D oA X M, WRIHEBICE 5 AR TH
0, BEEREIREFHHEE ORINIFEE LA N2 b D5 LoFEEE bz,

# 5 IPF OfJalEaMER s MBI X AR ARE, XIFETOWT i
RONCFEAET D E TOWIE —FAS (DBL1 : &{KHEM)

Placebo Nera 9mg bid Nera 18mg bid

Number of patients (N %) 393 100.0 392 100.0 392 100.0

Ti isk f

ime atrisk for event 396.9 405.9 393.0

(patient-years)

Patients with event (N %) 80 20.4 79 20.2 85 21.7
Acute IPF exacerbation as the 27 6.9 23 71 36 92
1% event
Hospitalisation for respiratory 41 104 40 102 4 107
cause as the 1% event
Death as the 1% event 12 3.1 11 2.8 7 1.8

HR vs. placebo! - 1.03 1.17
95% CI 0.75 1.41 0.86 1.59
p-value? 0.8568 0.3102

Estimated percentage of patients

18.32 17.58 19.34

with event at Week 523
95% CI 14.81 22.55 14.13 21.76 15.74 23.64
Diffe i ili .

ifference in probability vs B 095 0.99
placebo
95% CI -6.34 4.45 -4.51 6.49




V.

BB 5 IHE

iR N : number, Nera: *7> FIZ R bk
(BEp gy | 1A, S—ATA VWD AF£5, G, ST A VIFO%FVC RUS—2 T A LIFO%DLCO (Hb HiE) %
S TH [ HAR L LTHE D Cox WY — KET NV
AR 2 : Wald REIZ J:ﬂ{)‘”p fiE 5 %Wi:%ﬁﬁ LIeZ T 74 ANT 7 a—FIZ L 2RETFIRICESE, p ITAKIONT L
DODHETHRMAFRICAHETIIRen o7,
HE) 3 : Kaplan-Meier & S1Z 35 <
DBL2
DBL2 % COIBMDIRERME S G-I & OB O Ay, BEEZRREIKEHRE H O
ARy MPFEAE LTZBEOEIRE, T TO#LATDBL2 £ TIZ#ML, 77 2R
TOEMA S KE Do o, FBGREH CTERERRBIKEFAREH OA X hORAEY 272
ZETRD SR Do T2, RAIED 77 2 ARBECATT 2 HRIZDBLI L 0 BRI >
7= (& 6),
DBL1 7>% DBL2 £ CTOHIMIZIWT, HERERFGEH O < A 42 BN
A L7= (DBLI b 17%H), BIREADONRIZT 7 B REE 23 14, AA| 9mg £ 11 {4, &
F18mg BESIETH Y, T TR TE B LN,
DBL2 Cl, EEREIRIEE B DA <> h2SFAE LT2BHE L, 77 B REE 103 41 (26.2%)
A 9mg B 90 B (23.0%), AHK| 18mg B 93 ] (23.7%) TH Y, 7FwHREEIXT D
HR (%, AF| 9mg FETIL 0.92 (95%CI : 0.69~1.22), AFAl 18mg #ETIL 0.99 (95%CI :
0.75~131) Th -7z,
# 6 IPF OFIEISMEIEE, MRIEEIC L DHEARE, XITETOWT NN
RANCFEET D E TOWIM —FAS (DBL2 : RRHEMH])
Placebo Nera 9mg bid Nera 18mg bid
Number of patients (N %) 393 100.0 392 100.0 392 100.0
Patients with event (N %) 103 26.2 90 23.0 93 23.7
Acute IPF exacerbation as the
. 38 9.7 32 8.2 38 9.7
1% event
Hospitalisation for respiratory 49 125 45 115 47 12.0
cause as the 1% event
Death as the 1% event 16 4.1 13 33 8 2.0
HR vs. placebo! - 0.92 0.99
95% CI 0.69 1.22 0.75 1.31
Nominal p-value 0.5443 0.9512
N : number, Nera: *7 > RIT AR
1 18R, N—AT A VWD AF 5., Fls, X—2 7 A1 URFO%FVC K OW—2 T 1 VIRED%DLCO (Hb #i1F)
IR L L THED Cox Y — RET L
il < HANEEMH>
(EZ /2@ | DBLI1
FF A = H EERRIRFMEE O A X bARAE LEZREIL, 77 REEF (24.3%), AHK| 9mg
HANEEH) B9 (20.5%), A 18mg # 7 1 (13.0%) THV, 7IFERFECHT S HRIE, K

7 9mg HETIZ 0.86 (95%CI : 0.31~2.41), AH| 18mg #ETIX 0.49 (95%CI : 0.17~1.44)
Thol= (FT),

EEARRIRGHIEB ~OF SN b KEDoTo A Ry M, MREREICE D AR TH
0, BEIERNREIHMIE R OBRANIIEAE LIZA X2 F D5 LOKEE b=,




V. IBICET 2 E

S # 7 IPF QYRR PRSI XD HEARE, UFFET DOV ngs
(H 272 K BANCH AT D £ TOHIM —FAS (DBLI : A AN
A B Placebo Nera 9mg bid Nera 18mg bid
H AR NS Number of patients (N %) 37 100.0 44 100.0 54 100.0
) Patients with event (N %) 9 24.3 9 20.5 7 13.0
Acute IPF exacerbation as the
. 3 8.1 3 6.8 1 1.9
1%t event
H italisati fc irat
ospitalisation for respiratory 5 135 6 13.6 5 03
cause as the 1% event
Death as the 1% event 1 2.7 0 0.0 1 1.9
HR vs. placebo! - 0.86 0.49
95% CI 0.31 241 0.17 1.44
Estimated percentage of patients
16.22 13.90 11.11

with event at Week 522
95% CI 7.63 32.58 6.49 28.38 5.15 23.07
Diffi i babili .

ifference in probability vs B 509 361
placebo
95% CI -30.49 20.31 —8.89 16.11

N : number, Nera: X7 KIZF X h

1 1B, _R—RATA WD AF #5., Elii, X—ZT A VEO%UFVC FON—2 T A UHEDY%DLCO (Hb fHiE) %
LR L L TEDT- Cox Y — FEF L

2 Kaplan-Meier #£ & #1235 <

DBL2

DBLI1 7% DBL2 ORIIZ, EEZRRKFHHHEEIZH ST 54 X0 F33BINTY 7 2R
W2 LR AE LT,

DBL2 T, AR A CEERBIKIHIEE O X2 b3RAELZEFIL, &
AEE 10 61 (27.0%), AK| 9mg BE 9 B (20.5%), AHK| 18mg & 7 %1 (13.0%) TH Y,
7T R ARBEICHT 5 HR 1L, A 9mg £ Tl 0.67 (95%CI : 0.26~1.76), A<# 18mg &
TIX0.39 (95%CI : 0.14~1.08) Th -7z,

BEEAQRBIVGHEEH ~DHEE DK RE D724 X2 ME, WREHEBICE 5 AR TH
D, EERRBIGHLER ORIICIE LIZA X2 O EE Hbiz (%38),

# 8 IPF OIS MERE, MR e I K 2 HIEIARE, XIXFET D
WENDDIRPNCFEAET D £ TOWIM —FAS (DBL2 : HAAEEM)

Placebo Nera 9mg bid Nera 18mg bid
Number of patients (N %) 37 100.0 44 100.0 54 100.0
Patients with event (N %) 10 27.0 9 20.5 7 13.0
Acute IPF exacerbation as the
3 8.1 3 6.8 1 1.9
1% event
H italisati fc irat
ospitalisation for respiratory 6 162 6 13.6 5 03
cause as the 1% event
Death as the 1% event 1 2.7 0 0.0 1 1.9
HR vs. placebo’ - 0.67 0.39
95% CI 0.26 1.76 0.14 1.08

N : number, Nera: X7 KT A k
1 1B, N—ATA VBED AF 5., i, N—2F A VEEO%FVC K ONR—AT A VFFO%DLCO (Hb ffiiE) %
R L L TEDT Cox N — RET L




V. {ERICET 5 EE

il BEERRIRGHE B IS & £ D F/RA N2 S RIRYICFEAET D E TOHIM
(BIGHBTEE | <2REH>
MO Dfho> | DBLL
FHAE A FE R HUGHIE H O 3 >OHRER 2 M OFMEH & LTI L8R, 3 >0t
AR MEE OWFTAUZOWT S, MHAEOAFIEL 77 ¥ RFEL DERITHALN R 2T
(%9,
#9 HIBELRAIKFHOEBICE ENDFERA N2 FARYNCFEAET D E TOHM
—FAS (DBLI : 2{K4E[H)
Placebo Nera 9mg bid Nera 18mg bid
Number of patients (N %) 393 100.0 392 100.0 392 100.0
Patients V\./ith acute [PF 49 125 51 13.0 50 128
exacerbation or death (N %)
HR vs. placebo -- 1.12 1.11
95% CI 0.76 1.67 0.75 1.65
Nominal p-value 0.5583 0.5896
Acute IPF exacerbation (N %) 30 7.6 31 7.9 38 9.7
HR vs. placebo -- 1.12 1.36
95% CI 0.68 1.85 0.84 2.20
Nominal p-value 0.6657 0.2040
Patients with hospitalisation for
respiratory cause ofdeath (N %) 73 186 68 173 75 191
HR vs. placebo -- 0.98 1.13
95% CI 0.70 1.36 0.82 1.56
Nominal p-value 0.9038 0.4687
Hospitalisation for respiratory 59 15.0 57 145 68 173
cause (N %)
HR vs. placebo -- 1.01 1.26
95% CI 0.70 1.45 0.89 1.78
Nominal p-value 0.9632 0.1982
Death (N %) 28 7.1 26 6.6 21 5.4
HR vs. placebo 1.03 0.81
95% CI 0.60 1.76 0.46 1.43
Nominal p-value 0.9084 0.4682
N : number, Nera: *7 > RIZ Xk




V. IBICET 2 E

il DBL2
(IR EHIELE H HHEZFREHNEE O T X TOMMEZRE TIE, DBLL 75 DBL2 O TA < s DN
KO D BT T TR TR L %L, AE| 18mg BT b7 o7z, ELIZOWT, DBLI
HfTE H EHEE LT, AHK] 18mg BEDO T BARFEHT T D — FEIE DBL2 (0.66 [95%CI :
AR 0.41~1.08]) THEAEMIIZ S HITE2 o7z (FF10),
)
# 10 HERBWGHEE B ICE N D KERRA X b BRINTHAET D E TOHM
—FAS (DBL2 : 2{K%EFH)
Placebo Nera 9mg bid Nera 18mg bid
Number of patients (N %) 393 100.0 392 100.0 392 100.0
Patients vs{ith acute IPF 68 173 61 15.6 54 13.8
exacerbation or death (N %)
HR vs. placebo -- 0.97 0.87
95% CI 0.69 1.38 0.61 1.24
Nominal p-value 0.8801 0.4369
Acute IPF exacerbation (N %) 42 10.7 37 9.4 40 10.2
HR vs. placebo -- 0.97 1.05
95% CI 0.62 1.51 0.68 1.62
Nominal p-value 0.8817 0.8308
Patients with hospitalisation for
respiratory cause ofdeath N %) o 239 7 202 84 214
HR vs. placebo -- 0.89 0.97
95% CI 0.66 1.20 0.73 1.31
Nominal p-value 0.4339 0.8596
Hospitalisation for respiratory 26 193 66 16.8 75 19.1
cause (N %)
HR vs. placebo -- 0.91 1.07
95% CI 0.65 1.26 0.78 1.47
Nominal p-value 0.5692 0.6889
Death (N %) 42 10.7 36 9.2 26 6.6
HR vs. placebo -- 0.95 0.66
95% CI 0.61 1.49 0.41 1.08
Nominal p-value 0.8282 0.0973
N : number, Nera: 37> KIF A b
il < BRI >
(Z4a 52
AL BIER ORBUEIA L, 77 & AREE 140/393 61 (35.6%), &K 9mg & 175/392 B (44.6%),

AF 18mg BE 198/392 B (50.5%) Th-o7lz, ERFWEMIZTHREKERD THY,
DHEBENGILT T BRHE, A5 omg B, AA| 18mg FETEALEI 9.9%, 22.2%, 34.2%
KR 3.6%, 3.8%, 6.4% T - 7=, TGP ILICE - = FTRORREGIE, 7T v REE0.5%

(2/393 f5), A5 9mg # 1.5% (6/392 f5i]), A5l 18mg #f 5.6% (22/392 ffil) ThH -7z,
THIE, BEAEDBEFIZBWTRENSPEEOEIEE TH Y, £ ITHREGEE
3 AURNICHRAE LT,

DBL2
BIVEH O BEIGIX, 7T 2 REE 150 6] (38.2%) , AH 9mg #E 179 i (45.7%), A 18mg
208 f51] (53.1%) TH Y, kb L AONZRIERIZTH (77 2R 10.2%, &K 9mg
R 22.2%, AH| 18mg #E 34.4%) TH Y, IRNTHEL (77 BHREE 4.6%, AFK| 9mg BE 5.4%,
AFl 18mg £ 5.1%) , KEHED (777 2 REE 4.1%, AF| 9mg £ 4.6%, AFK| 18mg & 7.1%)
Thoto (IVII-S. HHABRIEHAREBSEE R ORRRAMEREE %) OHESH),




V. {ERICET 5 EE

i
(2t
ERIEH]
for )

BEPIRCES>T-HEFRORBAEEGE, 77 R 516 (13.0%), AFA| 9mg 7 53
B (13.5%), AF 18mg B 63 B (16.1%) THY, b L Abhiz&EEHIEICE ST
EEZZLIITRATHY, REBESITARA 18mg B TRLEN-T- (FTBREE 0.5%,

Al 9mg B 1.8%, A 18mg Bf 6.1%), F7o, MIGEKOIME KDL 4 FlLIZHE S4,
FTRCAH 1I8mg B ThH o7z, FHl, BIERCMERLSE, B5HF BB
BETH-TIZ,

FEERAEFRRORAEEL, 77 B AREE 167 1 (42.5%), AFK| 9mg #E 149 B (38.0%) ,
AFK 18mg B 149 ] (38.0%) TH Y, b L AbN-HERAFFGILNEE L (7
Z v REE 8.1%, AAI 9mg B 6.1%, AFH| 18mg # 7.1%) TH Y, WWOTHi%k (FF7ER
B 5.6%, AA| 9mg Bf 3.8%, AA| 18mg Bf 3.8%), MimiiTiE (77 2 REE 3.1%, KA
9mg #f 2.3%, AAl 18mg #f 3.1%) K ORFRMERHRRAEE (777 B AREE 2.8%, AAl 9mg
B 3.1%, &K 18mg #2.3%) Tholz, BEELEWEANRO DN BFIL, 77 8RR
20 5, AAl 9mg Bf 16 1, 4K 18mg #f 19 il TH o7z (Fl—BFIHEHELOBR L ERH V),

BB HEHEORREAL, 7T BREE (6.6%) KOAH 9mg BE (5.4%) &
LT, AK 18mg BE (2.8%) TR HIE -7, BBRERLG T CHREICETZAES
G5, kb L AONEAEEFFRIIREELTH o2 (77 EREE 1.8%, KAl Img
B 0.5%, AH 18mg B 1.3%), 2D 5 BLAA Img D 2 i (LMF1E, REEE L) 13R
RBRH D &l s iz,

F 11 AEFLOWE —Treated set (DBL2 : 4 {K4ER])

Category of AEs Placebo Nera 9 mg bid Nera 18 mg bid
N % N % N %

Number of patients 393 100.0 392 100.0 392 100.0
Patients with any AE 386 98.2 371 94.6 379 96.7
Severe AEs (CTCAE grade>2) 135 344 132 33.7 126 32.1
Investigator-defined
drug-related AEs
AEs leading to permanent

150 38.2 179 45.7 208 53.1

. . . 51 13.0 53 13.5 63 16.1
treatment discontinuation

Serious AEs 167 42.5 149 38.0 149 38.0
Resulted in death 26 6.6 21 5.4 11 2.8

N : number, Nera: *7 > KI 7 Ak

kA HEFHG4 1% MedDRA Version 27.1 Z W TC=—F ¢ > 7 L, [A] Version O [E 3K 5 BHIFEFE B S (ICH) E
W51 SR EEAE B AGERR (MedDRA/Y) % AV THAGE L LT-,

(Zzaxtk
HANEME)

< HAARNEEM>

DBL2

BIVER ORBEIAL, 77 2AEE 12 6] (32.43%), AH| 9mg B 24 5] (54.55%), AHAl
18mg # 33 5] (61.11%) TH Y, b I AONTEWEHIZTH (77 B AE 5.41%,
AF) 9mg BE 29.55%, AFK 18mg #E 40.74%) TH Y, IR\ TRAGEGE (77 ® REE 2.70%,
AH) 9mg B 2.27%, KA 18mg £ 9.26%), KED (77 B AREE 2.70%, AAKl 9mg #f
0%, AA18mg 7 7.41%) Th o7z,

TGP IRCE - A EFRLORBREIA T, 77 2AREE 10 6] (27.03%), AFH 9mgi§¥9
Bl (20.45%), AH) 18mg B 9 5] (16.67%) THY, kb L Abn-EEHILIC
FAEFERII THEROIREELLTH Y, # 5P ICE - 72 FTRIORBEIG X, A 18mg
HETRbEMNoT (FTBREE 0%, A4 Img #E2.27%, A 18mg Ff 5.56%) .
HEZBIEMANRD DN REL, 77 REE2 B, &K 9mg B 4 6 OAKHA] 18mg FE 5
FICTHY, MEEMLRA 3 F RA 9omg BE 2 5, &K 18mg BE 1 5, LARE, WA
BEE (ORH 9mg BEICA 1 4), /DIBZE, B, &R, OFEI, @@jﬂ)ﬁﬁéﬁﬁ&zﬁ;ﬁﬁ
MR FEVE (A 18mg BEICA 1 ], B—HEFICHEBROZLFERDHY) 1% 1 HIRD
Nize WTNOBREGEETYH, HCICESTEHEEFESDRRD LNZBFILN R -T2,




V. IBICET 2 E

i
(ZDOMDOFE
i B

: ER R SEER)

AR OEFAKETO b7 7 MFEPRE MEYE) 1L, H5EMMZBCTLEL, KA
9mg BT 62.2nmol/L, 18 mg BET 131 nmol/L & AR LB LTI L 7=,

ANFETIE, BARE L LT V7 ANBETIE, AFH I9mg BE TR 47%, AH| 18mg #£ T
41 %iE D> o 72,

AFNOEFIRETO b7 7 MIEFREEL, N—2T A VEFICAF 2l L T\ o2k
FLHB LT, N=2ATFA VHICELT 2= R L TWEZRE T, A 9mg BT
55%, AH| 18mg BET 48%{K T L7z,

PRBHIE T EMAMENT OFER, Flp, MR, RIE (EAR=y 7 RUITT %R vs B AN
= I RXUTT TV RUSN), =0T X =7 K OHIEESEGE FIIARKI ORFRICE B L 72
77

ES
(£Lw)

NR=2F4 O AFEHOFEEICEDL LT, AF 9mgl H 2 EIRUAA 18mg 1 H 2 ElD
BETWT IS, IPFREICB T 5FVCIR THHICERI TH Y, BEMROIEN T r 7 7
ANVITHFRABETH -T2, LIL, "= T4 VIFIZELV T == RUERH Y OLEFTIE,
AFNOEFARETD + 7 7 MBEPIREITR 50%8D L, +oRE0mnEsnenroiz,




V. {BEICEEd 5 HE

@PPF [BE &%t G & U7z [EFF LR Z ISR (1305-0023 74k : FIBRONEER-ILD #t##)
(jRCT2031220475) '~

HiY PPF 38 % b RICAHK| 9mg UL 18mg % 1 H 2 [ 5 L7z & & ORI O L2t E 75
N T RN
HEATFY A v | T A ME, ZEER, 77 AR, Sk
FoE) PPF fBF 1176 f5l (5 HHAA 146 i)
< I RAREE392 6] (5B AARA 46 F1)
- Al 9mg B 393 511 (5 B HARN 49 i)
« A 18mg 391 45 (9B HAN 51 4i)
FromPOESE | - 18 LR
- IPF LISk ILD & 2 S, Ml HRCT TOMHELOIRA 0 A 0O 10%48 CThER
N, A7 U —=JHiD 24 7 ALRICEBNTEKRD 1) ~iv) OWT O ILD OHEFTHE
DIEMEL 7o T BE
i) %FVC ® 10%LL Lo (FERZEbE) BALD
ii) %FVC @ 5%k, 10%KRHORD 2t BNA B, 2o, FEREER O
N D D
iii) %FVC @D 5%LL I, 10%AGEOWD FExtZE ki) 0345, o, s -
TORHEALFLPH O HI NN 22 B3 D
iv) PR SSAER O AL K O R i1 b COMMEILEEIE O8N b b
« A7) == T TO%FVC 3 45%LL L, Hb THIE L7 DLCO O FHMEICKT 5 EE
(%DLCO) 77 25%LL |
A== R T 1B E= v T X =T X DRE LTCIREEZIT TW A,
ELIZSHEBL L= T =TI X AIEHEEZ T TR ERE
- BEMOREMEEOTD, FRINMEMHF (arFaxTaf Fek) 24/
LCWDEEE, A7V —=V 70 12 BEUERORS U —=0 THNZEE LT
WEZIT WD
BRIk T ZER, AAEl9mg XX 18mgl H 2 B, XN—RAT A VKD AF (=0T X =7)

i OF M & HRCT 7384 — > (UIP 3idk UIP B DMRHE L X & — 2, D DR < & —
V) BERINT & LT, 77 2REE, K Omg B, AA18mgAEZ1:1:1DTT X
LIZE 1T 7=,
- B 5
Part A : 52 i@
Part B : 52 LI, T o & LB R OVERIL SN IEBREEO £ 5 O ki
T A R—=RA v
BT A DESTT SN EREN 52 B2 58 T L7ZF ST, DBLI IZEDX
AIRBR O FEEMRNT 2 EHE LT=, T X COBEMPIRBRIER 548 T Visit X OTRBRIE T Visit
AT 2561 HEM) 25T 75 F CIRBRZ Mk 5, DBL2 BITIEREEO T — 5
W HS < Ffb it & £l 35,

) . EPZ N7 ARE (| EERE (RS RTED)
\ Jv A4 R1 8mg§¥ S52BEDFVCOR—RS A U h S 0HEH
- U (e
_— (I A7 4 18mg 1820) (EEGERHEES (RIENRETED) |
18m LA ED = . ARERROILDOTEAILES, RS
PPFEE Jv AT A RImga¥ BIC & SPEARLERCONT DR
(n=1176) (Fv 2T R9mg 182@E) ICFLET 3% TOMR (ESTHEES)
7o) (BIRIFEAS]
(BAA:n=146) EERETEEE R ENSBERAN
5 U1 (LDDRHEER 35T, FIREHE
L ) TS uhE# B ABEXETEE. L) RIS
- . BETOMM Be ‘
R W
2OU—=vF  SYSLEEYHT 1B5HH (528) EEER (158

I T
=-8 0

1
(&)

NEF—IN—20vT
(DBL1 : ERARAEFR)

SS9 LMEEWRITEN,
52BN S ETET L
EREDBEN T ZT

PPF ETMEAMRMEE. FVC: SMER. ILD: SRS T U CEE




V. IBICET 2 E

FEEMEER | 52 RO FVC (mL) O_— 2T A LD O 2 L&

BIEHEIRE | B IREEHnE B
IR O ILD OFESMEEE, MR BRI X 2 PIRIABESUIFETE OWT
NS AET A ETOMBE EETMmER)

Rl AT E
< IR H o ILD OWIEAMEE I T E TOHIM
- TRBRMIR H O ERER I X D ABEXIZSE T E TOHIM
- TBBRHIRI R OSE T £ TOHIM
* 52 HED%EVC DR_R—2 T A b DR 28 &
< IRBRHARIR DO%FVC D=2 Z A 5 10%8 (a2 bE) DI FXIIBELE £ TOH
- 52 HEED%DLCO (Hb HIE) D_X—RZ T A L b D28 b &
< IRBRHIRI T O%DLCO (Hb HIE) O_R—2A T4 b 15%8 (st viE) O T
UTFETE F T OB
+ 52 JHIKFD L-PF Symptoms FEEREE R A A 237 OR—R2 T A b O b &
* 52 ##HF D L-PF Symptoms BEHk K A A > A 2T DR—R T A b ORI &
- 52 #M D L-PF Symptoms JE5 KA A 2 22T DR—RF A 5Ot 2L e

ZOMMOFHIE | - FVC, DLCO, SpO2 KT L-PF fHliIZ KD < FHBHEE, #HEFHMIHEE OMgEE#H (ILD
H DBV, MERRPEERIC & 2 ABE), JERHERIADE, BRI O, I ONT L-PF
B IS < BREIEOMH

c ABNOEFIREETD b T 7 MIFPEE  (Coress)

MR ik T E FIE

200 A EHOFEFMEE K OEEREGTMER ST 277 IV —T A XDH—
FEO R R 2 A EKUE (M) 0.05 ICHIfHIT 27207 T 74 IV T T —FIc k5
PARRE FIEZ 8 U7z, FEFHIEE OfME TIE, mOICAH 18mg BEE 77 B RO
R IZ 0=0.04 2810 BC, A& Img B L 7T B RBFEOLEKIZ 0=0.01 2|0 %47,
FEFEE B ICBI LT, AFNOWT MU ST O BT 7 'R &l LTS
HABEENGONIZIGEOR, ElV B THN o, EERFIKIHEE H OEREIC
SlilsnsZ e &Lz,
ABONTHNORARETH T 7R LR L TREFNEBEZENG DN o T iha, &
SR RIR A TE B EERANCHAT 2 2 & & LT, 2 O3~ T OFAMGE B I XM
W T LTz,

FEEHmE B

TEMHTL, ROMTISEN (FAS : 72 251 &, BBRIEE 1R RS
EINTETRTORE) 2xtgel UTHERE L-, FEMYTTIL, MMRM (Z£-5< REML
2L, 52D FVC D=2 T A b OB & E F 5RER < bl U=, Mg,
% Visit REOVEHE (W7 TV —ZH) DR, & Visit BFDS—RF 1 D AF &5 (U
T Y —Z5E) ORE, & Visit BEO_— 25 A O HRCT /8R4 —» (BT T —%
) OB LOE Visit EOX—R T A VO FVC GERIAS) ORZEEHRE L
TEWT-, Visit [IZIXEREL L, BENBREOET Y 73S0 LS BiiEE %
FAWNTz, A O T — 2 1354 L, 7 — # 14 missing at random T& % & KE L, MMRM
T o7z, 52 BHEFOMATIGIAM O TANIE T L, MBE T ThiehoT
BEOEE, U UIELHD FVC OX—R2 5 4 Uinb OB, KBESHETO
£ Visit BEO+T X TOREME (FVC DR_R—ZF A S DOEhE) @ 10 78—k Z A
MBI FE S & HisE LTz,




V.

BB 5 IHE

FENT 715 HEFRGHEE A
(e &) TR RO T — 2 % ATz, TRBRBIF A R MBFRE LARh - T BEE, A~
VEBREDOLNNZ ERERINTRKEZO B TH O & Ui, i %% 1 7o B
1%, M Z 52 2 RER T B0 & Lz,
FEIRNTITIE, TR, N—RAT A VKD AF #¢ 5., _X—A T A VHFO HRCT /34—, 4
iy GEREIEH), N—RAT A VEEOUFVC K O—2 T A VEFD%DLCO (Hb filE) %3k
EREE L TEHEDE Cox NP — RETLEHW T, AFIREO T 7 £ RICKT 5 HR OB
TEIZIX, Wald BRE % VT2,
BEE R < MEBI BME (55.6%), ik (44.4%)
- ANFE AN (582%), TVT AN (39.1%), BAXIIT ZIART AUV AN (14%), ~
NF LA vl (1.3%)
YN - 66.4 7% (SD : 10.0)
- WIE O ILD Wi b oMM o deiE : 2.9 4 (B 1 Mok, 53 Mok - 1.4, 5.8)
cNR—RF A BRI AFERH Y 514 41,71176 15 (FAS O 43.7%)
AF Y% 53R - 182 7 H (SD 17.8)
=v7H=7 5124l (FAS ® 43.5%)
L7 x==K> 24 (FAS ® 0.2%)
N T 2= RATBRERHEEN S OREBEAREM S LTHESNTZLD
O, FANHE LTz LB 0 IRBRZ e, T CIL AF &Y (=
FE=THABHY) OBREEFICE DT,
c =T A EFICAF AR L 662 61,1176 5] (FAS @ 56.3%)
- AF fEIEEZ2 L« 521 f51,71176 15 (FAS O 44.3%)
« N=2 T A VR FRRIESH  27.6%
« N— 2T A R REIRIRER - 24.1%
c RX—2F A VEREO%FVC EEIE : 70.1% (SD 15.8)
« R—2 T A UHFDO%DLCO FHIH : 49.3% (SD  16.9)
«_R— R F A IRFIZ HRCT T UIP X% UIP Bk O#HEL /S 2 — 8 1 1840 5],/ 1176 i (FAS
D 71.4%)
c N R T A VRIS E OO S F =2 B0 2 336 51,71176 5] (28.6%)
- ILD F&IRZ2 I 338 « B C 5tk ILD (325 41 [27.6%]), i ffilgize (233 1] [19.8%1),
IVMEARRERUE SRV G2 (231 B [19.6%]), HerethIEfe BERVE MM 2 (228 51
[19.4%]), Do ILD (159 4] [13.5%])
e 52 KT 1T B FVC (mL) DR—Z T A b O 25t i
(F- A2 < BIREMH >
B : AuhE DBLI
] 772 REE-165.8mL (95%CI : —190.5~-141.0), A 9mg FE—-84.6mL (95%CI : —109.6
~=59.7), AFK| 18mg #E-98.6mL (95%CI : —123.7~-73.4) Tho7=, 77 vREELD
TG BB DZET, AFH 9mg BT 81.1mL (95%CI : 46.0~116.3, p<0.0001),
AF 18mg BETIX 67.2mL (95%CI : 31.9~102.5, p=0.0002) T&H Y, A#Hl 9mg BEL
18mg #E & 7 TR L O GHMAEITVT N ORI FHICAER Th o7 (R 12), &
IROE TR E S%IIRDTZDD T T 7 4 INVT T u—FIZ X HMETNEICE
5%, FEFMEAIZOWT, AR TAAO Y 7 RICKHT 2EBHEN R I,
FVC (mL) OX—R T A L inb OFHEERE BB EOHERE S, KA 9mg FEK
UAA 18mg BETT v & 2EIFIT14 2 BN DS 7T 2 AREE L H#E L C FVC K Tl A3
B, 52 EMEE THERF SN (X 9),




V. IBICET 2 E

FESL
(= B3l 7E
H : Bzh
AR
fix)

#£ 12 52HKED FVC (mL) O_X—2 T A Vb Offixi 25t —FAS (DBLI : 2{k4E[H)
Placebo Nera 9mg bid Nera 18mg bid
All patients (primary
391 390 390
analysis), N analysed ? ? K
Baseline (mean, SD) 2353.6 766.2 2325.5 767.6 2381.4 722.8
Week 52 change from
baseline
Adjusted mean 165.8 (—190.5, 846 (—109.6, 986 (-123.7,
(95%CTI) —141.0) -59.7) -73.4)
Comparison vs. placebo
Adjusted mean B ’11 (46.0, 672 (31.9,
(95%CI) 116.3) 102.5)
p-value <0.0001 0.0002

N : number, Nera: %7 KI 7 Ak

% Visit RHZE T D160 (B 7 TV =85 OBRE, & Visit FICRIT A=A T4 VRO AF 5 (W7 3 ) —%&
50 OFE, RO Visit BRI I1F 5 X— R F A VR0 FVC (mL) GERIAH) O R A4 BEESR L L TE DT MMRM
IS, VisitIRERIE L L, BENBEOET U & 7T mAE O L5 o 2 vz,

X9 52RO FVC (mL) DR—RF A b DFHEEFE I
M 258 (SE) —FAS (DBLI : il

AR4E

Adjusted mean (SE) of absolute change
from baseline in FVC [mL)

-240 4 [- -G~ Placebo
.260 - | @ Nera 9mg bid
—&— Nera 18mg bid

+280 -
&9, © % % % % % ®
ot o, L e 9 e e
Number of patients
Placebo 392 380 376 374 389 368 357 355 380
Nera9mg bid 393 387 383 3n 368 360 347 346 348
Nera 18mg bid 391 379 2383 370 355 347 342 339 344
N : number, Nera: *7 > KIF A b
c R— AT A VO =T =T TR OB Sy AT

AF| (9mg X 18mg D 1 H 2 ElI#H5) 0)‘/@1%@15‘& R—RAS A VD= TF X =T
55 AR LR D Y EF TR H AL, 52 KD FVC BV ED 7T v AREHT T 541
KPR T IR, WS EROWHET 38%~51% L FARETH-7- (F 13,
% 10),




V.

BB 5 IHE

(TN
(3= 223 Al 2E
B : Bzt
AR
fix)

F13 R—RATA VEO=T X =T HHREAO 52 B8O FVC (mL) ©

NR—=2F A N DR

*I75{k & —FAS (DBLI : 2 {F4EH])

Placebo Nera 9mg bid Nera 18mg bid
Patients without
background nintedanib 222 217 220
therapy, N analysed
Baseline (mean, SD) 2264.1 739.8 22437 758.6 2354.0 715.0
Week 52 change from
baseline
Adjusted mean (95%CT) (-187.1, (-115.9, (—128.6,
—154.1 —82.3 —95.2
—121.2) —48.8) —61.9)
Comparison vs. placebo
Adjusted mean (95%CI
lju (95%CI) B 718 (24.9, 539 (12.1,
118.8) 105.8)
Patients with
background nintedanib 169 173 170
therapy, N analysed
Baseline (mean, SD) 2470.6 786.3 2429.6 768.7 2416.6 733.4
Week 52 change from
baseline
Adjusted mean (-218.6 (-125.4 (-1412
—180.9 ’ —87.8 Tl 1029 ’
(95%CI) —143.2) =50.2) —64.5)
Comparison vs. placebo
Adjusted 95%CI . .
ljusted mean (95%CI) B 031 (39.9, 7.0 (24.2,
146.3) 131.8)

N : number, Nera: *7 > KIZ7 A k

% Visit Bl D18 (BT VY —E) OME, & Visit FCB I 5 _X—RA T VD= T X =T s (hT
DY —EH) OBE, & Visit R 5 X—R T A VIO HRCT /8% —> (U7 3V —%8) OFE, KU Visit
BB D=2 T A D FVC (mL) GEFEER) O EZBEEDRE L TEDIZ MMRM (2H-3<, Visit 13K
BRE L L, BENBREOTT Y v 7SI EREE o5 BE 2 iV 72,

N=RTA VWO = T X =T HEHOA I LD 0ER & B G iE L O ANERIE p=0.5555 (K#] 9mg B vs. 7" 7
TARRE) KO p=0.5997 (AH| 18mg # vs.7" 7 L RH)

X 10

NR=ATA VO =T X =T EAOFMER| D 52 IO FVC (mL) O

NR—=RA T A D> DHERIZE(L B D Forest plot—FAS (DBLI1 : 2 {&4£[H)

Nerandomilast

Placebo 9mg bid
FVC [mL] FVC [mL]
N decline N decline
All patients 391 -166 390 -85
Background treatment
None 222 -154 217 -82

Nintedanib 169 -181 173 -88
Nerandomilast

Placebo 18mg bid

FVC [mL] FVC [mL]

N decline N decline

All patients 391 -166 390 -99

Background treatment
None 222
Nintedanib 169

-154 220 -95
-181 170 -103

Adjusted
mean difference  FJC [mL]
in FVC [mL] relative
estimate [95% CI] reduction
B1 [46, 116] 49% [
7225, 119) 47% e

93 [40, 146] 51%

T T T T T T T
-100 -50 1] 50 100 150 200
Favors Favors
Placebo MNerandomilast 9mg bid
Adjusted mean difference in FVC [mL]
estimate [95% CI]

Adjusted
mean difference FVC [mL]
in FVC [mL] relative
estimate [95% CI] reduction
67 [32, 102] 41% —
59 [12, 106] 38% ' . 4
78 [24, 132] 43% ———
T T T T T T
-100  -50 [1] 50 100 150 200
Favors Favors
Placebo Nerandomilast 18mg bid

Adjusted mean difference in FVC [mL]
estimate [95% CI]




V. IBICET 2 E

e * HRCT /3% — U B O/ 4 F T
(F- A N—2F A D HRCT /3% — PO MR 34T, AAl (9mg X 18mg @ 1 A 2
H : Azt E#E) OIBFIRIE—B LT, AH 9mg #ETIX, 77 BRBEICKT 2102
AR BT ER CRECH o 7=, A 18mg #£TlE, WioEH T 7 v REHIx L
frx) TRERIBESNENRD S, UIP XL UIP HEORME(L S 2 — O & el LT
Z DDA S 2 — > DEMTEAEANC KR E o7z (ZEAERA O p EIT 0.0384)
(% 14),

F 14 _N—RF A BEEDO HRCT /8% — B0 52 @0 FVC (mL) @
NR—=2 T A D ORI E—FAS (DBLI1 : &R4EM)

Placebo Nera 9mg bid Nera 18mg bid
Patients with UIP or
UIP-like fibrotic pattern
. 274 288 274
on baseline HRCT, N
analysed
Baseline (mean, SD) 2450.4 748.9 2364.5 751.9 24519 740.2
Week 52 change from
baseline
Adjusted mean (95%CI) (—185.9, (-101.2, (—143.3,
—156.4 =724 -113.3
—126.9) —43.7) —83.4)
Comparison vs. placebo
Adjusted mean 427, (1.1,
- 83.9 43.0
(95%CI) 125.1) 85.0)
Patients with other fibrotic
patterns on baseline 117 102 116
HRCT, N analysed
Baseline (mean, SD) 2126.3 761.4 22159 804.1 2214.1 653.0
Week 52 change from
baseline
Adjusted mean (95%CI) (—234.3, (—169.6, (-110.3,
—188.7 -119.7 —64.1
—143.1) —69.7) —18.0)
Comparison vs. placebo
Adjusted mean (95%CI) (1.5, (59.9,
- 69.02 124.6
136.5) 189.3)

N : number, Nera: *7 > FKIJ A b

£ Visit BEpICRBIT DI6% (BT 2V —25) OBE, % Visit BT D2 _X—A T4 VO = T X =T Y (T

Y —Z55) OME, £ Visit BB 5 N— 2 F A VB HRCT /8% —> (BT TV —28) OhE, KU Visit
FHCBI B_X—R T A VBFO FVC (mL) GEFZLRD) OMREZEEHFELE L TEDZ MMRM IZE-S<, Visit 11K
BMEE L, BENBEOET ) v 7T MG OB % AV,

R—R T A VO HRCT /3% — N2 K DER R & B 588 & OZZEAERIL p=0.7118 (KA Img B vs. 7" 7 R H¥)

KO p=0.0384 (AHAl 18mg Bt vs. 77 & REE)




V.

BB 5 IHE

(TN
(=R
H : Azt
A ANLERH)

<HARNEN >
DBLI

77 2 R EE-179.19mL (95%CI: —251.54~-106.84) , A%/ 9mg #£—68.94mL (95%CI:—138.67
~0.79), AF| 18mg #£—122.34mL (95%CI : —191.10~-53.57) T&H Y, 52 #lIFD FVC

(mL) DR—RAF A InbOHIIZENED T T R L OFIEF R EEOEIT, &
# 9mg FETIE 110.25mL  (95%CI : 9.55~210.96), AH| 18mg FE Ti% 56.85mL (95%CI :
—43.45~157.16) Toh o7z, BEEHDOAFIFETH Sz 52 D FVC (mL) DO~—
AT A DD DR B 2 B (4] 9mg #E-84.6mL[95%C1:~109.6~-59.7],
AF 18mg BE-98.6mL [95%CI : —123.7~-73.4]) &L T, AAAEN TR RAF
FRE O FVC I T3S biviz (F 15, K 11),

#15 52 BHED FVC (mL) OR—RA 5 A 5 Offaxt 2 (k& —FAS (DBL1: HAN)

Placebo Nera 9mg bid Nera 18mg bid

Number of patients in FAS, N 46 49 51
Number of patients analysed, N! 46 49 50
Baseline (mean, SD) 2098.54 567.05 | 2150.00 596.71 | 2329.61 745.07
Week 52 change from baseline

Adjusted mean -179.19 —68.94 —122.34

95%CI —251.54 -106.84 | —138.67 0.79 | -191.10 —53.57
Comparison vs. placebo

Adjusted mean -- 110.25 56.85

95%CI -- 9.55 210.96 | —43.45 157.16

N : number, Nera: *7 > FIZ Xk
% Visit FHZI U TR (BT 2 ) —EH) OBR, & Visit KB 5 _X—A T A VO= T ¥ =T Y (BT
Y =K ORR, & Visit BT 5= F A SO HRCT /% —2 (W7 TV —EH) OFE, RO% Visit
RHZFIT D=2 T A UKD FVC (mL) (#AR) OZRZEENRE LTED I MMRM (25 <, FEBHEIC
XTI E G TR T X LR L LTE DI, VisitiIRERES L, BENBREDET Y v 73 EMED IS

oS 2 V2,

1 R=2TA VRER DR EH 1 DOR—RT A U HOWEME AT LEEEEDT,

X 11

528D FVC (mL) ON_N—RZ T A InHD

i

Pt k& (SE) —FAS (DBLI1 : HAA)

AR

Adjusted mean (SE) of absolute change
from baseline in FVC [mL]

--0-- Placebo
@ Nera 9mg bid
—#— Nera 18mg bid

o;% 2, )

% s,
% %

Number of patients

Placebo 46 45 43
Nera9mg bid 49 49 48
Nera 18mg bid 51 50 50

Nera: £ 7 KIF A b

2, ‘s
e, e,
s o
46 43
48 48
48 49

45

46

%

b
&
%
4 a2
41 43
47 4
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LR TRERIIHI T > ILD OO F)[El G g, WEas PRI K 2 WIRLABE SUTFE L D W FLh3 i )
(EERER | IZRET L2 ETCOHM EAHMEE)
FHEE H < EIREH >
AR DBL1
HERRIRKEHIE R O A X2 hARAE LTCBEE, 77 AR 12261 (31.1%), AA
9mg #E 110 B (28.0%), AHK| 18mg #f 95 i (24.3%) Tho7z, 77 B REEIHT D
HR 1%, A% 9mg #£ T 0.88 (95%CI:0.68~1.14, p=0.3398) , AHl 18mg LT 0.77 (95%CI :
0.59~1.01, p=0.0602) THY, WTFNOHETHLHIFNRAEZITRD beh o
7= (F16), B O JfEIX, DBL1 T154 7 A Thoiz,
HERRIRFHEEE ~OF G0 b KEDofe A XU MY, FRRFERIZEID AR TH
v, EERREIREAREH ORONCFEE LA N2 FO¥EE DT,
# 16 ILD OJEIaMEHEE, MEREREEIC L D2EARE, IZFETOWTn
RANCFAET D E TOWIM —FAS (DBLI : 2FEMH])
Placebo Nera 9mg bid Nera 18mg bid
Number of patients (N %) 392 100.0 393 100.0 391 100.0
Time at risk for event
(patient-years) 405.6 415.6 415.2
Patients with event (N %) 122 31.1 110 28.0 95 24.3
Acute ILD exacerbation as the
18 event 40 10.2 32 8.1 26 6.6
iissz I?shts}?:(lnf eio;ltmp Ay 6 17.3 67 17.0 64 16.4
Death as the 1% event 14 3.6 11 2.8 5 1.3
HR vs. placebo! -- 0.88 0.77
95% CI 0.68 1.14 0.59 1.01
p-value? 0.3398 0.0602
Es.timated percentage of patients 2.5 7.9 20.1
with event at Week 523
95% CI 22.4 31.2 19.0 27.4 16.4 24.4
Difference in probability vs.
placebo - -3.7 -6.6
95% CI -9.7 2.3 —12.5 -0.7
N : number, Nera: 37> KIZ Ak
L 1B, X—ATAUO= T L =T, R—2F 4 VFEO HRCT /3% — 2, 4, ~_—2 7 A VFEO%FVC,
FKON— 2T A EO%DLCO (Hb i 1E) A L2565 & LTE Oz Cox Il F— RET /L, R—2 T A LIRFD%DLCO
BRBNTH 72 8 Bl BH Z T H B RS LTz,
2Wald BEIC L D p il ; FANCHRE L=/ T 74 AV T T —FIC L HMEFIHICHESE, pEIEAFIOWTHO
T HREPFIIC AT TR T,
3 Kaplan-Meier #E7E &2 253 <
il R < HANEMH >
(EEEREIR DBL1
HfE H HEREGHEE R OA S MRFEAELTBEE, 77 vARRE21 6] (45.7%), AHA9mg
ER N SEi) BE14 61 (28.6%), AAl 18mgfE 11 6] (21.6%) TH Y, 77 HARBHIHT S HRI1F, A

#l 9mg BETIE 0.65 (95%CI : 0.33~1.30), Al 18mg B TIE 0.44 (95%CI : 0.21~0.92)
Thol= (F17),

EERRIRGHIE A ~OR 503 b REDoT2A N M, MRESRBEICL D AR TH
0, BEEREIRGHEEB ORPNIEE LimA X2 hOEL EE H)T,




V. {ERICET 5 EE

(TN # 17 ILD OFEISMEE, HREEEICE D2EARE, I T OWTn
(2RI RANCFAET D F TOHIM —FAS (DBLI : HAASEM)
M Placebo Nera 9mg bid Nera 18mg bid
HAASEH Number of patients (N %) 46 100.0 49 100.0 51 100.0
foe ) Patients with event (N %) 21 45.7 14 28.6 11 21.6
Acute ILD exacerbation as the 7 152 3 6.1 ) 39
1% event
Hospitalisation for respiratory 1 23.9 10 20.4 9 17.6
cause as the 1% event
Death as the 1% event 3 6.5 1 2.0 0 0.0
HR vs. placebo! - 0.65 0.44
95% CI 0.33 1.30 0.21 0.92
Estimated percentage of patients 34.99 2245 1373

with event at Week 522
95% CI 23.10 50.64 13.11 36.86 6.79 26.65
Difference in probability vs. B 12,60 a4l

placebo

95% CI —30.42 5.22 —40.66 —8.17

N : number, Nera: X7 KIF Ak

1 VR, "—ATA D=0 T =T e, R—=2 T A LARFO HRCT /3% —, iy, ~—A T A EDO%FVC, KOW—
AT A AFDY%DLCO (Hb FHiE) %HASE L L TE W Cox N — RET L,

2 Kaplan-Meier #£7E 72 55 <

LIPS HERRIREHIIE B 23 £ 0 SR A o R DBSRANSIEAT D F TOHIH
(BIKREAmE H <R >
B OV Do DBL1

SE{fiE B EERFIKFNE R O 3 DOMEKREFR @R OFMIE B & UTHENT L7-ER, 3 2O
SRR 8B OWTIIZONT Y, AFIBET S T B REEL ik LT BIGFAREANE LN, A

Al 18mg AETIL, FELITHONWT, T T EBAREHIKTT 5 HR (X 048 (95%CI : 0.30~0.79)
T, 77 BRBLHEB L CEEEDY AN 2%KRT Lz, £z, 77 2RI T D
HR 1%, ILD OEMEREE X IIET T 0.59 (95%CI : 0.41~0.84), ILD DOEMEHIHET 0.60
(95%CI : 0.38~0.94), MERZRIEEBIZ L A ABEXIZFEL T 0.75 (95%CI : 0.56~1.00)
ThHY, TNOHDY AT T T RARFEL I L TR T Lz, A4 9mg FETIE, ECIC
DNT, TTRAREIIHT H Y — REIE 0.60 (95%CI : 0.38~0.95) T, 77 k&HREE
EHILTIHLE DY A7 P 0% L7z, BHIELRRIRFMEE O X O3 < TORE
REFZO U A7 LB T L2y, ZOREIIARA] 18mg B & il LTS o7z
(£ 18),




V. IBICET 2 E

i o #F 18 WEZRFIKEHMEE B IS ENDHEIRA X PR RAINTIEET D F TOHIM
(Rl B —FAS (DBLI1 : 2 {&4£H])
praosanliing Placebo Nera 9mg bid Nera 18mg bid
STE E Number of patients (N %) 392 100.0 393 100.0 391 100.0
AR Patients . with  acute ILD 03 212 65 16.5 43 123
X)) exacerbation or death (N %)
HR vs. placebo -- 0.78 0.59
95% CI 0.56 1.08 0.41 0.84
Nominal p-value 0.1348 0.0036
Acute ILD exacerbation (N %) 52 13.3 42 10.7 30 7.7
HR vs. placebo - 0.85 0.60
95% CI 0.57 1.29 0.38 0.94
Nominal p-value 0.4499 0.0274
Patients with hospitalisation for
respiratory cause ofdeath (N %) 110 281 97 247 84 215
HR vs. placebo -- 0.83 0.75
95% CI 0.63 1.10 0.56 1.00
Nominal p-value 0.1990 0.0499
Hospitalisation for respiratory 95 242 %6 1.9 79 202
cause (N %)
HR vs. placebo -- 0.85 0.82
95% CI 0.64 1.15 0.61 1.11
Nominal p-value 0.2930 0.1919
Death (N %) 50 12.8 33 8.4 24 6.1
HR vs. placebo -- 0.60 0.48
95% CI 0.38 0.95 0.30 0.79
Nominal p-value 0.0284 0.0036
N : number, Nera: *7 > KIZ X h
R < BARIEH >
(4t 52 I
EcXzN i) RIER OFBEIEIE, 77 2 AR 126/392 Bl (32.1%), AH| 9mg B 152/393 4 (38.7%),

AF 18mg & 174/391 B (44.5%) Th-otz, EREWERITI TR EER LD THY, £
DIBLEIGILT T 2R, AH 9mg B, A 18mg BHETENEN 13.0%, 20.9%, 27.1%
KN 1.8%, 2.5%, 44% CTdh o7z, FHEHFILICE S = FTHIORBREIGIL, 77 B REE 0.5%

(2/392 f51), A1 9mg #£ 1.3% (5/393 i), AHl 18mg #f 2.6% (10/391 #il) ThH -7z,
THIL, ZEALEDOBHEICBWTRENSHEEDOEEEL CTH Y, £ IXIREMHLERE 3
B HUAPIZ 34 L=,

DBLI
BIERORREIGIE, 77 B AREE 128 61 (32.7%), AFK|9mg #E 157 1 (40.0%), AF| 18mg
FE178 15 (45.5%) THY, Hwb I AONTEWERIZ TR (77 BREE 13.3%, AHAI9mg
B 21.1%, AH|18mg BE27.1%) TH Y, RONTED (77 vHRRE3.1%, AFK| Img Bf 4.6%,

AFK| 18mg Bf 6.4%), (KHERD (77 BREE2.0%, AHKIImg B 2.8%, AFHK| 18mg # 4.9%)

Thoi (V8. HHBIEWERFSEE &K ORRRAMEY &) OEsM),




V. {ERICET 5 EE

FEES BH PRI E > A ERELORREAE, 77 R 46 #1 (11.7%), AFH| 9mg #f 39
(Ze 4tk B (9.9%), AHKlI 18mg #f 44 B (11.3%) THY, &b I AbhESFIEICEST
A RERA HEHEZITREELTHY, WONTTRTH -z, IREELORBAEISGILT T B REET
) BbEnole (T REE31%, AH 9mg B 1.5%, AH| 18mg & 1.5%), FHIDIEH

BHEFABECTCT 7 eRBL Y EhroTz (TR 0.5%, &K 9mg BE 1.5%, &K
18mg #¥ 2.6%) o

HERAEFGORBEGIL, 77 2R 168 # (42.9%), AHA| 9mg B 150 451 (38.2%),
A 18mg BE 154 61 (39.4%) TH Y, b L AN EHERAFFGILREE L (7
7B ARRE 11.2%, AHK| 9mg B 8.9%, AK| 18mg #f 5.4%) THY, W\ THi%k (7
REET1%, AHK 9mg FE 7.6%, KK 18mg B 6.9%) Thoio, TOMOEE LA EFHFR
DORBEIENL, FBREGEET 3%RMTH oo, BEZBIERNED ONEEE, 77
BAREE 18 B, AHK| Omg B S B, AH| 18mg B 18 HlTH 7= (F—HBFIEEDOZLF
2H0),

W E ST AEFLZORBREGIT, 7T BRREL e U CAKIBETIEL, A% 18 mg
TR OIENoTz (7T BREE7.4%, KAl 9mg BE 4.6%, KAl 18mg 7 2.1%), TAER3E
BT THRLICESEAEFLDO IS, kb I AN EAEFRIREBLTH-
(77 BARE 2.3%, KK 9mg #F 1.3%, &K 18mg #f 0.5%), FECIZEST-HEFEHRD
26, REIEREBERD O LR SN AEFERIIRO LN hoT,

F19 HEELOIEHK —Treated set (DBL1 : &{KE)

Category of AEs Placebo Nera 9 mg bid Nera 18 mg bid
N % N % N %

Number of patients 392 100.0 393 100.0 391 100.0

Patients with any AE 369 94.1 369 93.9 364 93.1

Severe AEs (CTCAE grade>2) 146 37.2 139 354 145 37.1

AEs leading to permanent

. . . 46 11.7 39 9.9 44 11.3

treatment discontinuation
Serious AEs 168 429 150 38.2 154 394
Resulted in death 29 7.4 18 4.6 8 2.1

N : number, Nera: %7 > KI 7 Ak

* A EFELRAIT MedDRA Version 27.1 AW CTa—F 427 L, [[ Version @ ICH [EFEESRZEE A AGE
(MedDRA/)) % VT AAGEL LTz,

FEES < HA N >

(4t DBLI

HANERD) | BEHORBEIGIE, 75 R 18 6] (39.13%), A4 9mg B 23 ] (46.94%), #A<H

18mg # 24 5] (47.06%) TH Y, kb L AGNLEWERIZTH (77 2R 13.04%,
AFH omg B 28.57%, AK| 18mg B 25.49%) TH 1, IR\ TEREKFHR (777 & REE 4.35%,
AHK) Omg B 10.20%, K| 18mg B 7.84%), REA (77 BAFE2.17%, AA| 9mg
8.16%, AF 18mg B 7.84%) Th o7,
GBS A EEEORREAL, 7T vREES B (10.87%), AFH| 9mg #f 7 41

(14.29%), AH| 18mg & 8 il (15.69%) THY, kb L AbNI-EEFILICE ST
AEFRTREELLTHY, KOTERBBIERTH -7z, FHHILICE > 2 RIEEL D%
BLEIGIIAA 9mg #HE TR BN (77 BAREE 4.35%, KK 9mg #E 2.04%, AH| 18mg £
5.88%), EAKIBGRIIAK Img FED I (4.08%) THRO bNTZ, FHIC X HIEBRIED S
HIEIIARH] 18mg BED 1 FID I IZFRD BTz,
FEIERBWERMNRD S BEE, AH omg B 2 641 GEEVERI K O A ZAER), A&
A 18mg 4B (==2—FT AT R « f u_XFA ik, MKREZR, BAKLOFEER),
T eRBEIFITH ST,
BB T-HEHRT, 77 BREED 4 6] K OAHA 9mg BED 1 BIIZZRD iz,




V. IBICET 2 E

S
(Z DA DFE
fiti 22 H
;R EE)

AR OEFAKETO b7 7 MFEPRE MEYE) 1L, H5EMMZBCTLEL, KA
9mg £ T 84.8nmol/L, 18 mg #ET 172nmol/L & FHEITHLH L THIM L 7=,

AT, AABE LR L CTT U7 NBE T, A 9mg B CHJ 43%, AHAI 18mg #£T
I 10%m -T2,

AFNOEFIRETO b T 7 MIEFREZ, X—A T4 V=0T X =7 %M LT
B L, XR—RT A UEHZAF ZEH L T o BB TRETH - 72,

PREBHIE ST OFER, MR, RIE (EAR=y 7 RXIITT o Rvs B A=
XL T T RPN, =0T X =T ROHIRESE O IIAR OIREEIZHE Lo T,

(FLw)

A&l 9mg 1 B 2 [ R OAK 18mg 1 A 2 [B1# 5%, BEEETOREIE CH 5 FVC KT % Hiil
TOHNREERL, BEICESTEROH DAV b (T7b5, ILD OfEISMEKE, I
WA XD WIEIARE, XU LE) DU R BEK TSI, £z, B ii=r 74 =
TEPEFH LTz & & OABOREM R OEEEIZRIFTH - 72,

2) REMHR

LR L

(5) BE - WA

TR L

(6) JamAIfEmR

1) ERRGHEE (—RERAERE, BEERAERE, ERARRLERE), REREERT—4
R—ZHE, WERFEERARONE
RIS % T — 4 S — AR GHEd)

LRI HEDO TR, HERKERBD, WER, HEQRE, OLERER
H Y ISR ISR U D AAHN I G- D& AL DO RS

FHE  AFIERE BT D EEO FRIOFEBEE 2 7id 7 2,

AR - ARIEE SR T 2 BERAERD, WER, BEQBRIYE, LoERE
SOFEBE 2 Fdb 2,

Z oMo B« AFEME IR T 2EBEDO FTHIO U 27 RF 28RS D,

2) RREHLLTEETFTENDRERIEIER L -AE - HEBROME

BARSANA



V.

BB 5 IHE

(M

Z D

[E B3 R S AR OF S RHT  (1305-0014 385k [FIBRONEER-IPF itBR] & (Y 1305-0023 75k
[FIBRONEER-ILD ##Et]) ¥

HAY

HRATHLE U= ERR L RS IR ERER 2 388 (1305-0014 35 M 00 1305-0023 #RBR) D HFAfiR
WEERTHZEITLD, FFIT time-to-event DFHHEH IZOWT, LY K&ARF T4
A RNZEESNW- L0 EfR el A5 5,

PIE S

IPF 35 1177 61 (9 B HA AR 135 #)
PPF 38 1176 5l (9 B HAAEE 146 1)

FEAEA

< 52 D FVC (mL) DR_R—Z 5 A b Ot b &
- JRERHIE o IPF/ILD OFIEIGMEIETE, FERZEEIZ X D HIEARE, UIFET OV
DN FEAT B ETOHM EEITHMER)
AR T OLL T O A X M BRYNIFEAET B E TOHM
- IPF/ILD D@ IISET
- MR AR R X A AR XIS
- T
- 52 I D%DLCO (Hb fHi1E) DR_X—R 5 A L inh OHakIZE &
- ERFEOYIEE A £ oMW (4 DBL D& —#)
- IEFETE (L/min) OXR—R T A 16O Bt E (4% DBL D&T — %)
- TRBRHAM h D RIET D R IR EERE R FEAL S ZFE C E TOHIM
- TRBRHITE H OB O BEHIE R AL X IZFE T F TOHIM
+ 52 HWED L-PF A a7 OR—R T A )5 OHuxt 2 b (EFF1 O &)
- L-PF Symptoms FERIKEE K A A > 227
- L-PF Symptoms Wk KA A > 227
- L-PF Symptoms J&5 KA A A a7
- L-PF Symptoms f& A 27
- L-PF Impact A =27

fRbT ik

AR

1305-0014 3Bk DBL2 & T* 1305-0023 38R DBL1 DEBE 55 L LTT o Z LEIFIT &
NI=B GRS OFEEMTH 5 EFF1 (&) 2 AW TR & 9206 L 7=,
BEAMRNTCIE, 1305-0014 FRER & 8 1305-0023 B D FEEFHMHIEHICEI LT, BT i
HE LTEREFIEICE S E, AROWTNHOHETHRIZHEBEZENRD b5,
HECIEH D BRAEFEOERNVERT 7 b AR OBRERET Y NI L%, 6T —%
Z W THGEERNCR#T 92 2 & & LTz, #EI, EFF1 TLLT ORENZRIARF TR 2
ZEblLie:

1. {GBR A O AFTEMTE H Ok 3EsE (IPF/ILD O#alEVEEE, MERaREBIC X S
BIEIARE, XIIFEL) OWTIhBNERONCHEAET D E oMM (EEZERGHEER)

2. IRER AR R O O MR REERE R (L-PF Symptoms FEWZREE R A 1 > 22 7) HELX
13T F TOHIR

3. IRBRHIR TR O #IEIOEHSER  (L-PF Symptoms Bk K A A 22 7) B IR F
TOHM

4. TEBRIARE o O ME g BRI K B BB SUESE L £ oM

5. TRERHIR B 0> IPF/ILD O f)[ElE M SUIFE LT E TO HIRH

6. BRI O F TOHIM

FRAT T IRNE, FRATET MR E L U EBIRRBRZ G i- 2 L & hrE, KFBrEFkkE Lo,
F7, WRPICEZREDH S DDl IZHE DX, XR—XAT A VI AF &L LTEL T == R

FEH DL ZBRI LT BB x5 & LI OFE8EEITH H EFFlec & W THFa#T (S

fihT) %S L7z,
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AT 5 1%
()

oo X
1305-0014 7&5% DBL2 M O 1305-0023 585D DBL1 (2B T, D7 &b 1 BOIRERE
BEE2ZT 2T X TORE KAl 9mg B, AH| 18mg LR O 7 B HRH) OffG6T —#
% SAF1 & ULC, ZetEaiili L, ZaMMiTIL NABRIEHR 5 T (treatment-emergent) |
DT =4 (REIDOEEEGENS 7 HEORFEIRBIM 2 &) #HV, 1BRER 5%
172 4EM] (Treated set) Z fRHTXISRAEM & L7z,

F7, DDI(CHS&, SAFlI MHR—RA T A VHFZ AF & LTELT == R OEM

BN LTREE MR E LA T — 4 % SAFlc & L, F&MITE L THE L,

(e

52 WEERDR—RAT A 5D FVC (mL) Ot 22L&
EFF1 CiX, 77 EAREE CT-174.74mL (95%CI: —193.17~-156.31) , A% 9mg # T—111.56mL
(95%CI : —129.96~-93.15), AAl 18mg #ET-106.66mL (95%CI : —125.17~-88.14) T
b olo, 77 B AR L OFFFEEE HVIME O 21, A 9mg £ T 63.18mL (95%C1:37.13
~89.23), AHAl 18mg #ETIE 68.08mL (95%CI : 41.96~94.20) TH -7z (£ 20),
EFFlc TiX, 77 EREET-170.39 mL (95%CI : =190.38~—150.40) , A% 9mg £ T-95.50
mL (95%CI : —115.32~-75.69), AHAl 18mg #£T-101.31mL (95%CI : —121.44~-81.19)
Tholz, 7T vREE L OFHIEGE LB DT, AH] 9mg BT 74.89mL (95%CI : 46.73
~103.04), AH| 18mg #ET 69.08mL (95%CI : 40.72~97.44) Th -7 (F20),
FVC (mL) O_—2R T A 06 OFHEERFE S AL EOHERE D, AH 9mg FEK
OAHA 18mg FET 2 I 6 77 2 AR & Ll LT FVC IR T 23788 H i, 52 WHIRF
FCEITEN T (K12, X 13), 52U LIRS ki 7=,

#£20 52O FVC (mL) DO_—R T A b ORI &
—FAS (fFAfi#MT : EFF1 & (VEFFlc) [F&MT&1e]

Placebo Nera 9mg bid Nera 18mg bid

EFF1 (overall population), N 782 780 782
Baseline (mean, SD) 2609.08 825.65 2581.03 81530 2604.66 773.00
Week 52 change from baseline

Adjusted mean -174.74 —111.56 —106.66

95% CI —193.17 —156.31 —-129.96 -93.15 -125.17 -88.14
Comparison vs. placebo

Adjusted mean -- 63.18 68.08

95% CI - 37.13 89.23 41.96 94.20

Nominal p value <0.0001 <0.0001
EFF1c (non-pirfenidone
populat(ion)’ e 649 660 654
Baseline (mean, SD) 2582.06 841.07 2552.73 82833 2563.64 784.47
Week 52 change from baseline

Adjusted mean -170.39 —95.50 —-101.31

95% CI —190.38 —150.40 -115.32 -75.69 -121.44 -81.19
Comparison vs. placebo

Adjusted mean -- 74.89 69.08

95% CI -- 46.73  103.04  40.72 97.44

Nominal p value <0.0001 <0.0001

N : number, Nera: *7 > KITJ A L

% Visit BRI D108 (I 7 2V 250 OME, & Visit FHIRIT 5 X—RA T A VIO AF 5 (B7 2 —
) OWE, & Visit BRI B N—Z T A UBFO HRCT 84— (B7 2V —Z4, 1305-0014 5RO HBE
19T UIP XL UIP #ROBE(L N2 — o D 7 ) —ICEENT) OME, 18R (7 2V —ZH) 0%
N O Visit BFIZI1F 5 X— 2 T A VI§D FVC (mL) (GEGIZEE) OREEEZR L LTE S MMRM
o<, ZEMITIHE L/eho72, EEFlc TOMNTIE, FHRMHTE L THM L7,
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(2t
L)

X 12

Adjusted mean (SE) of absolute change
from baseline in FVC [mL]

52 D FVC (mL) DO_X— 25 A b ORI LY 2 v & (SE)
—FAS (fFA&fi#4T : EFF1)

-250 4 |- -O- - Placebo

-270 - | @ Nera 9mg bid
—— Nera 18mg bid

— T
%"ojl"@u
% s

Number of patients

Placebo 785 759 761

Nera 9mg bid 785 769 764
Nera 18mg bid 783 761 769

Nera: +7 > KIZ X b

O
S
s

751
746
746

740
743
733

T
) %, %, LX)
‘t&o %@ S8 1,,00
s s s K
730 712 707 709
729 712 709 7"
710 699 683 700

13 52D FVC (mL) DO_—R T A 2D D& g B L 25k & (SE)
EFFlc) [ MEbT]

Adjusted mean (SE) of absolute change
from baseline in FVC [mL]

—FAS (DF&EMT -

-250 - [--G- - Placebo

-270 | | ~~®-- Nera 9mg bid
—— Nera 18mg bid

-200 |
— T
%@s«-’% ol‘b

%o Ko %
(I s

Number of patients

Placebo 651 629 630

Nera 9mg bid 665 650 646
Nera 18mg bid 655 635 644

Nera: X7 FIF Ak

622
628
621

’s

>

615
629
606

T
3, %, Lo
%0 ‘,‘60 “&0 %@
K K K Ko
604 592 588 596
614 598 599 604
589 579 563 580

THEDOARKNFED 7 Z 2 R RT DIREDRIL, R—RA T A VIFIZEL T == KAl

Mo oL CFA omg #) 2R EOEHTRO T,

Z AU 1305-0014 FERD

R—ZA T A VEFICENT 2= R D OEMTHE, BB EERIC L > TARBIO -
T 7 MEFRENK SO%BE T L2 EICERTZ2EEX2D (TVI-1. 4) 2) fHHZEOR
HEM), #E58E YRR E/ERO p Ei%, EFF1 TiEAH] 9mg #f 0.1835

® o

R NN

K ORHA 18mg B 0.9131, EFFlc TIIAA| 9mg £ 0.6111 & OUARH| 18mg #f 0.8757 TH
0, BUFEFER O 2 BRI CARAR OGN N R/ D Z LRBTH L O TR hoT,




V. IBICET 2 E

i R IRBINH T+ O IPF/ILD OIS, FPREREIC X D HIEIARE, SUIFEC OV
(e PIANCHAT 2 £ TOMM (EAFHEERA)
e) EFF1 (23610 2 MEREIRFHM B A OB FH R RE TR TR -T2/, RER

ik L, PABEOFHIEE B OMNTITRRR & Lz,

EFF1 Ti¥, HEERFIRFEMER DA X2 SRRALZBREX, 77 8REET 225 4
(28.7%), AHl 9mg #£T 200 5] (25.5%), A4l 18mg FET 188 il (24.0%) Th -7z,
7'Z ' RIZxT D HR IEAH] 9mg BT 0.90 (95%CI : 0.74~1.09, p=0.2692), Al 18mg
ET 0.87 (95%CI : 0.71~1.05, p=0.1505) ThHY, WFNOHETEH T 7 ERITKT
AWEH B EEIRO LN b 00, U RV X7 5B AREEE ik L CE AR

AFNFECTEAEANAR S, AH 18mg FET L VKo 72,

EFFlc T, HEZRBIKIHMEER OA X2 h3A LZEBEE, 77 vREET 195 #l
(30.0%), AH 9mg T 164 ] (24.7%), AHl 18mg FET 156 il (23.8%) ThH o7z,
77 BRI D HR (3AFK] Omg # T 0.84 (95%CI : 0.68~1.03), AFH| 18mg #£ T 0.80

(95%CI : 0.65~0.99) T&H Y, EFF1 LV b B2 ER LT,
AR NFEAE LT BE Y, WHAEOARFIE CHERNICD 72, 3 DODOMREHRT T
THUER 72 ER 3 iz, 20 BA 72BN, AH 9mg B & Hig U CTAHI 18mg
BECTHHZETHY, EFFlc TEVHEHETH 7= (F21), 2RABRMTHL —H LR ENS
b,

21 HERA N b (IPF/ILD ORMERE, FPRERREIC XD AR, UIEL) 23
WNCFEAET % TOBR —FAS (JFEAEHT : EFF1 X UVEFFle) [T ]
Placebo Nera 9mg bid Nera 18mg bid

EFF1 (overall population)
(N %)
Key secondary composite
endpoint (N %)
Acute IPF/ILD exacerbation as

785 100.0 785 100.0 783 100.0

225 28.7 200 25.5 188 24.0

78 9.9 64 8.2 64 8.2
the 1%t event
Hospitalisation for respiratory 117 14.9 112 143 11 142
cause as the 1% event
Death as the 1% event 30 3.8 24 3.1 13 1.7

HR vs. placebo -- 0.90 0.87

95% CI 0.74 1.09 0.71 1.05
p-value 0.2692 0.1505

Acute IPF/ILD exacerbation or

151 19.2 126 16.1 102 13.0
death (N %)

HR vs placebo -- 0.86 0.71
95% CI 0.68 1.10 0.55 0.91
Nominal p-value 0.2260 0.0077

Hospitalisation for respiratory

cause or death (N %) 204 26.0 176 22.4 168 21.5

HR vs. placebo -- 0.86 0.85
95% CI 0.70 1.05 0.69 1.04
Nominal p-value 0.1320 0.1167

Death (N %) 92 11.7 69 8.8 50 6.4
HR vs. placebo -- 0.75 0.56
95% CI 0.54 1.02 0.40 0.80
Nominal p-value 0.0696 0.0011




V. {ERICET 5 EE

CES Placebo Nera 9mg bid Nera 18mg bid
(,ﬁ:ﬁ@ EFFlc (non-pirfenidone 651 1000 | 665 1000 | 655  100.0
Hx) population) (N %)
Key secondary composite 195 300 164 247 156 238
endpoint (N %)
i?lzult::t li]:I/IItLD exacerbation as 67 103 50 75 51 78
Hospitalisation for respiratory 102 15.7 9% 144 04 14.4
cause as the 1 % event
Death as the 15 event 26 4.0 18 2.7 11 1.7
HR vs. placebo -- 0.84 0.80
95% CI 0.68 1.03 0.65 0.99
Nominal p-value 0.0955 0.0447
Acute IPF/ILD exacerbation or 131 20.1 101 152 79 12.1
death (N %)
HR vs. placebo - 0.78 0.62
95% CI 0.60 1.02 0.47 0.82
Nominal p-value 0.0669 0.0008
Hospitalisation for respiratory
caus‘; o death (N %) P 175 269 145 218 140 214
HR vs. placebo - 0.81 0.80
95% CI 0.65 1.01 0.64 1.00
Nominal p-value 0.0640 0.0498
Death (N %) 79 12.1 54 8.1 37 5.6
HR vs. placebo - 0.67 0.48
95% CI 0.47 0.95 0.32 0.71
Nominal p-value 0.0241 0.0002
N : number, Nera: ¥7 > FKIJ X h
B, N—ATA UBED AF 5, N—2 T A VIO HRCT 3% — >, 168k, Eilfi, X—2A T4 VFEO%FVC &
OR—2R T A VIEDO%DLCO (Hb #ilE) %32 L LTE DT Cox il Y — RET )L, p fiix Wald € % H
WTEI L, ZEMETHE Lo T,
EEFlc TOMTIX, F&Mhr & L THEM L7,
ok R SAF1 K OV SAFlc (251 5 RIMEA ORBLEIG IIAF OB 5 B O£ EH- L (SAFL:
(Z24) 77 2 REE 35.4%, AHK| 9mg B 42.8%, AFH| 18mg B 49.3%, SAFIc : 77 & REE 35.0%,
AFH) omg BE 44.2%, AFK| 18mg B 52.8%), 1305-0014 75 & ¥ 1305-0023 FRERDOH 2 DF
BROMER & FFEOBEMMRRD b,
SAF1 O} SAFlc & b2, BEGHILICEST-HEFLORBME LT 7 v REE L AKIRE
TRBLRRBE THh-7- (SAFL : 7T BREE 12.4%, AFH| 9mg B 11.7%, AF| 18mg
#E 13.7%,SAFlc : 7" 7 B AREE 12.4%, AHl9mg #f 12.3%, AH| 18mg #f 14.2%).
b LIS AONTEREPIICESTEHEEELIITHTHY, ROTREB(LTH -T2,
BEHPILICE S TRHOBERENEGIE, AFHETT I eRBELIV AL, AF 18mg BT
b o7 (SAFL @ 77 AR 0.5%, AH 9mg # 1.7%, AA 18mg # 4.3%,SAFlc :
7T 2 REE 0.6%, AK|9mg B 1.5%, AA| 18mg & 5.2%), HGHILIZE ST TFHRIOEE
AE (445160 D=r T B =T %FERLTHWAEETHY, 2055 30 FIAAA 18mg
HTHoTn, BHEPRIRIZE - MR REE, AH I9mg BEO 1 &2 FRE, XTT TR
HTHLNTE, ZNHUANOEGHILICE ST EERORBEG IR GBI TR
nEFECTH -7,

BESAEFLORAEAIL, SAF1 KT SAFlc & biZ, 77 BREEL il L CRKIRE
TIKA > 72 (SAFL : 75 B REE 42.7%, AF 9mg & 38.1%, A 18mg ¥ 38.7%, SAFlc :
7T v REE 41.3%, K Omg B 38.1%, AAKl 18mg B 38.2%), b L ALNTEER
HEERITIREE(L (SAF] : 7T R 9.7%, AFH| 9mg # 7.5%, AH 18mg B 6.3%,
SAFlc : 77 AR 10.0%, A 9mg B 7.5%, AH| 18mg B 6.0%) TH Y, WWTHi%
Thole, TOMDEELREERFRGZOREEIEIGIL, FHEHTI%AMTH 7,
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i
(2t
ot =)

SAF1 L ONSAFlc £ HiZ, I E SR TIZE ST AEFROBHENGII T 7 R L
e U CAAIRE TR (SAFL : 77 & AREE 7.0%, AFK| 9mg B 5.0%, AHK| 18mg #f 2.4%
/SAFlc : 7T B REE 6.9%, AFH| Img B 4.8%, AFH| 18mg B 2.3%), 7T wREEICHT
B0 A7 HIIAR] 9mg BET 0.71 (95%CI : 0.48~1.06), AFAl 18mg # T 0.35 (95%CI : 0.21
~0.58) Thotz, HERKESTHEFZOY H, kb L AbNHFEFZITREEL
(IPF/ILD OR2MEHE XTI E DR NEF L) THY (SAFL : 77 BHEE 2.0%, AHK Img
7 0.9%, AFHl 18mg B 0.9%,SAFlc : 7T & R 1.8%, K| 9mg ¥ 0.8%, AH| 18mg ¥
0.9%), 7B REEL L CARIBE KN -7, REEAUNADHETICE - A EES
DFBFENEL, HHREHOVTH TS 1%RMTH o7,

#22 HEHEFROWE —Treated set (PFE#HT : SAF1/SAFlc)
Category of AEs

Overall population (SAF1) Non-pirfenidone population (SAF1c)

Nera 9 mg Nera 18 mg
Placebo Placebo
bid bid bid bid
N % N % N % N % N % N %

Number of patients 785 100.0| 785 100.0| 783 100.0| 651 100.0| 665 100.0| 655 100.0
Patients withany AE 755 962 | 740 943 | 743 949 | 625 96.0 | 626 94.1 | 619 945
Severe AEs' 281 358 | 271 345 | 271 346 | 234 359 | 224 337 | 231 353
AE:s leading to

Nera 9 mg Nera 18 mg

permanent treatment 97 124 | 92 11.7 | 107 13.7 | 81 124 | 82 123 | 93 14.2
discontinuation
Serious AEs 335 427 | 299 381 | 303 38.7 | 269 41.3 | 253 38.1 | 250 382
Resulted in death 55 7.0 39 5.0 19 24 45 6.9 32 4.8 15 2.3
N : number, Nera: £7 > FIZ A |
1 : CTCAE Grade 3 UL I

(£Lw)

1305-0014 7R K& Y 1305-0023 RO OFEHRHT TIL, AFOMAEREIT T 78R L HEL T
FVC K FZ&mMl L7z, EEARENRKGHMEEBEICET 54Xy FoFAEY 27 1L TR

AFIOWHBIZBWTT TR &L THIER 72 U A 7R T R A BTz, 3 DOMRE
FOTRTH, RO ) AZE FEANCE S L Thve, #EEMEROHARIZE N
T, BTV AZIE, A 18Smg #ECTT TR & LT M4%E T Lz, 2 >ORBR CElE
SNTIEPENRIT—E L TEY, IPF KU PPF ODF5 B0l Rl OBEINELZ I © b 3
ThHhdHEBEZHLID, AEIO IPF KON PPF BFICK T HIEHIRIL, L K&
A RN X o TIY IEMEARHEEMZ 15 DA TRIT OFEFIC L - TS BICEAT b,

SAF1 L OFSAFlc XI5 & LIe AR OZEET v 7 7 A Mg, RER T L IThlx ICfidR s
TRENT e T 7 AV EHBIL, DRERENTD DHT T R RO bR o7z,
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VI. EMEEICET SHIEH
1. REPHICEESHSILEVRITILEDH
#& 1 PDE4 [LER] (—fi4 : 2 7V T ANY, TTLITAR)
4% PDE4 FHESR (4 - 7 VAR —nb, P77 I72R)
) KAEGRIETH D,
EE  BEDH 2EMORREXIIZRFL, EHOEFRLESRT 5L,

2. XBE%EH

(1) YEFAEBLL - YEFAHERE 190 19
27 K7 Z M, PDE4B (T 2@8RMEDEWLERITH Y, in virro 3ERIZISUNT, PDE4A
(ICso : 248nmol/L), C (ICsq: 8700nmol/L) K OV D (ICs0: 91nmol/L) L ¥ ¥ PDE4B (ICso: 10 nmol/L)
(2 LR 9 5 LL EDBLEEME 243 %, PDE4 ITMIENE Y KA vy Py —Th D cAMP
ZIMAKE L CTRIEMALT 5, 272 KT A N, PDE4B Z[HET 5 Z L1280 cAMP Ol
WIRE 28N S, ZOfEE U CTMBRMEIE W CGREPRBL S 1L 2 SREE IR ERE IR 1 & Ok
FEVES A N A DB T D728, FUBHELIEN R OETi R IEl 2 7257,

1 {EREF

aEEnmofian * Q 0 &) ‘ E‘E‘Hgﬁﬁﬁ

e o BB RHSBH LA
@ ?ﬁﬁ?&?;é’;g - o SEIED A M1 (TNF-a/3e) BEEE 24T

CAMPDF DI N, MBEEPICAMPIREEHMEND

HHRIPRICAMPIREE ‘

0 PR B BEEX T T—9—
? ° T o o 777—‘ s SN

)
° ) o° °
) ) -

ez

) PDE4B @ cAWP

MEICKIFT ZE (SEBR)

o MEBEDEBMZIIHL., ARBREZIER
° NEZ RIS S Db
© B S T DFIRINH|

3 HkRHE(E(ER

© iRt AR IE5E £ RS HRIR~ D7
o ffifast < ~U I Z(ECM)DELE - B =R

® (RIEEIBEM AT+ T—9 — (TGF-B13&)

PDE : MAMITAFS— . CAMP : BIRFF /Y — UV, RUBRMENA A —Hh—DEEZRD
TNF-ou: BEBEERF t. TGF-B: RS> R T4 —= T HEHERF-B




VI. Hh AP B+ 2 A

(2) EsEEN T DHEBRABAE
) BFTazrL )19
Dt b Efs ¥z PDE (264 2 LER M
X7 RI T A MO cAMP B4R PDE 7 A V%1 A (b ME#E 2 PDE4B2, PDE4D2, PDE3A,
PDE7A2, PDE4A, PDE4C2) |Zxf¥ 2iERMEZFHE L7fER, *7 2 K7 A M PDE4B2 %
TR L, 1Cso D FH)EIE 10.3nmol/L T - 72, PDE4D2 (247 % 1Cso FHIEIL 91.4nmol/L
ToH Y, PDE4D2 & bk LC PDE4B2 I 9 {5\ BRI 72 TR M 2 7R L7e,
PDE3A & UNPDE7A2 {253 2 BTG ME 13466 TH5 <, ICso EILZE L4 119.75umol/L 2 (O 13.83
umol/L T o7z, £ 7=, PDE4A X U PDE4C2 IZXF 7 5 FHE I, £ Z 41 248nmol/L K TF 8.7umol/L
Tholz,

@t b= BI 764333 OIRPLIEME

T RITA RO FEERFHYTH 5 BI 764333 OIRFRIEME A G5 72912, 13FE%HD PDE
77 U =& VD CEESR L ETE M 2 Bl L 7255, BI 764333 (X 10umol/L D T
PDE4A1A, PDE4B1 } UPDE4D2 % Z L4 51.9%, 77.2%M N 60.4%[ME Liz, —J, i
® PDE 77 X U— (PDEIB, PDE2A1, PDE3A, PDE3B, PDE5, PDE6, PDE7Al, PDES8AI,
PDE10A2, PDE11A) (Zx3 HHERITVTNS 15.5%LL T Th o7z, FKRBRIZIHNT, 7
YRIZAME 12 XD 18mg OHET 1 H 2G5 Lz & &0 Bl 764333 OEFIREBICEIT
b M METIRE (Craxss) DORTEENIZ L4 38.7 LT 68.7nmol/L TH V), FHETEMEN
PO BIVIZIRE (10umol/L) X VMR TR o7z, L=~ C, FRRIZEIT D Bl 764333 D3
BRI T HITARN 2 L AR S vz,

@t MUY CD 6352 KON PD 1420 O FEBRTE
CD 6352 [X BI 764333 IZIRWCTEL &N -e MG TH Y, FEhIcBWTRHEZ KR
ENTz, PD 1420 1EF 7 R TA LD S-=F v FA~—ThHV, b b RO EHEREWFEDE
ENTX I AVERIC L D AR SN A TH D, 2D OFREEHZR 572012, 13 FiE
® PDE 7 7 2 U —4yF & W CEEEBLEER M &2 55 L 7=,
CD 6352 % 10umol/L D% T PDE4BI % 60.8%[H5 L7223, 10umol/L O @iREIZH VTS,
PDE4B1 (2% U CIR SN HEIGME LAVRS /oo 72 2 &0vh, CD 6352 OFRPRFHY 72 %5 51X
KN L AVRIEB STz,
PD 1420 | 10pumol/L M2 % T PDE4A1A, PDE4B1 K () PDE4D2 % Z L4 77.1%, 94.8% %
O 89.9%[H#E L7-, =Dftiod> PDE 7 7 2 Y — (PDEIB, PDE2A1, PDE3A, PDE3B, PDES5,
PDE6, PDE7A1, PDE8AI1, PDE10A2, PDEIIA) (Zx9 % PD 1420 OFHERITIVTILE 15.7%
IR Chotz, 3FEEED PDE4 71 V%A & (PDE4A1A, PDE4B1 } O PDE4D2) (Zx3 % PD
1420 @ ICs fElE, Z#F4L 3.1umol/L, 660nmol/L K O 1.6umol/L TH 7=, ERIEMTH D
PDE4B 2495 PD 1420 OFHEIGMIT X 7 > KX F A kO PDE4B2 BHEEME (ICs i 10nmol/L)
D 66453D 1 ThholzizH, PD 1420 OFEH P2 HIHRN 2 &R ST,
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2) HUBHERAEN

Din vitro HHELEF L 17 18)

a) IPF (88 R O MR EE 2 ISR 2E AL J6 1 2 e MG 2> & SR ME MG ~ DO B s (FMT)
RT3 T7 2 R A MOIEA
6 Bl IPF [ B R O WUREG M ML 2 AV C, X7 K7 X O FMT 12k 5 1E IR
FEBFIRFERO = T X =T ROV T7 == R L Uiz, FMT OFEIEIL, o VBT 7
F v (0-SMA) Z X7 BORBE KX OMS~ R » 7 2 (ECM) OFBE L, =T X =7
(10, 30 & TF 100nmol/L) XX E /L7 == K> (100pumol/L) FF1E F XIXFEIFAE F CHEERE D
FTVRITANEA FaX— | LIz, dngmL OFFEERHIEHEIN T~ (TGF-B) THIFL L 7=,
ZORER, 27 KT A ME TGF-p FIKIZ X% a-SMA DIEHL & B ERAHNCIE L, Z D ICs
1% 210nmol/L THh - 7=, ARBREIETICEBWTIE, =07 & =7 Bl CIIEEED RO 5
N2 s, MHESERIID SRR D 2 5 — 7 AR ~D FMT 12395 %7
Y RIZAMOHEEMNZ, =7 ¥ =7 OB HILIENZM7ETE2 b0 THLEEZLN
5 (M2, EVT2=FRrEXxT7 0 RITAMEHMLIZE D ICs fEIE 310nmol/L TH YV,
X7 FIT7 A MEMOREFEEN L AREREITRD benol,

2 IPF & HROWIREF R A2 TGF-p TR L7 & & D
0-SMA HHUZKTH AT RI T A =0T X =7 OEEA

A -4 Bl 1015550

@ Bl 1015550 + nintedanib 10 nmol/L
-3- Bl 1015550 + nintedanib 30 nmol/L
100 - - Bl 1015550 + nintedanib 100 nmel/IM
4 O Nintedanib

Inhibition of a-SMA
[ %]
=

protein expression (%)
S

-
=

003 01 03 1 3 10 30
BI 1015550 (pmoliL)

X7 KI T A ML, IPF BE b RPME: 2= AR I Z 3V € TGR-B RIIc X5 =27 — 4
> (Col) 1A1, ColBAl KLO'7 4y 737 F v (FN) ORX vt V¥ —UREEE (mRNA) O
B A REEARTFIIICPATE L, 1Cs fEIXZ 241 269, 213 KT 246nmol/L ThH o7z, =2 T 4=
7 (30 ¥ 100nmol/L) ZHFA L TH, £TF> FI T X FdD CollAl TN FN FEHHE|C L3Rt
RITH DI hr o T, Col3BAL FRED A ESUGHIFIER T > KX 7 2 FEMCAE L5512
R, =7 X =7 LA TIE EFITR 2~3 527 R L (100nmol/L O =27 % =7 L)
IRF D 1Cso f1E 90nmol/L) , T ¥ RI T A h DA TOMGE & T LRI R OB 5 4L
oo TORBRTIX, BT = RUZ2AWTBRENIFEM L TWh7aun,



VI. HEHHEPIC B DA

b) IPF &3 HR O HMREF B S HEL A 35 1T DI xT T 51 7 > R T 2 FOfEH
5 B> IPF B HSR OMfifpME M2 - C, 27 & R T7 X b OfifieSF R84 %
YEM % 100nmol/L D=7 % =7 X% 100umol/L Dt /L7 = = N U AFAE ITIEAEIE F THar L
2o T2 R T A NMIMHEEMIAEHEN 7 (FGF) KOV IL-1p OHIKIZ X % IPF B3 H kit
HRAE MR OB 2 I EEARAFAOICIE L, 1Cs lIZ =27 ¥ =T FROEAFE T TENE
23 KU 255nmol/lL Tho7o, =V T X =T HEFTOXR T R T A N O¥GEEROIRE
FOGHBRIE, TV RITANRR=0 T X =T ZNENOEMTOMREREZ L LEbEE
FERS AR L 0 BARREMIZS 7 NLTEY, 172 RI T A NEMOBEFEE RO R E S
AR DAY 10 FHARIREEMIC > 7 b L, SRMEEHIa TR o A2 R AR L7 (IK3),
ZORBRRAICENT, X TV FITFAMEEALT 2= R a0 L2 & & D ICs 1% 100nmol/L
Tholzid, 2T FI T A NEMOD [Cso fili & FARE/RZETAR <, IBINE e BTN HIE X8
LR T,

(43 IL-1B K& O FGF I X % IPF B Hh SR A 2 e o
HWAZX T 517 v R TR MK =0 T X =7 OREEM

100
] | il f
p— 90-
£ go. "
§ ’
§ 7] :
R
B 891
a
i Nintedanib [nmol/L] o |[100
o ¥
g 404 Inhibition by Bl 1015550 255 |23
S 304 + nintedanib: 1Cs, [nmol/L]
o
Nintedanib 100 nmol/l: S 201 - Bl 1015550
15 % inhibition :‘E 10'-' ' -+ Bl 1015550 + Nintedanib
E o - Calculated addtive curve
.
Deata are ahormn a3 mesn 2 SEM
10 v . v v v - y
0.02 01 0.3 1 3 10 1]
BI 1015550 / nerandomilast [pmol/L]

@ln vivo Ii#RHELE £ T L
a) T LA~ A VU~ T R MEMEREE T BT DI 5 X AR 19
TUd A U RGNS UM 2R S~ 7 A2 T FI T2 (25 RO
12.5mg/kg, bid) XiL BIBF 1000 (=27 & =7 |THERIEELL L 72 — L&, 60mgke,
qd) ZRROEE L, MBMECERE (R~ A 7 nar o —2EiEiki (uCT] ), #f
Hre (E - /88 [PV] v—7, FVC, iiar 7747 v R) #HE LT, SHELoBEE LT
Ashcroft 2 =7 34l L 7=,
ZOFER, *7 K7 A b K OBIBF 1000 DWW L0 57 T b (R EJA <> BALF 110> HEREL -
B R EREA~DEBIIZRD bR o Tz, %72 KT A MO 12.5mg/kg, bid B Tl%, PV-
=T KN FVC DAEICHE L, M EARRIIAE TR0 39%0%EE R Lz, —
73, BIBF 1000 1%, Wi#tE(LARETRZ 42%0 BICSGE L, MHEEITA & TR0 sz mwg
Bz, WAl & Asheroft 2 27 O BERUIGEIA LN -T2 (F 1),



VI. Hh AP B 25 A

£ 1 TUAd~A U~ T AT 7 /WIZB T D
*7 v K Z A b &UOBIBF 1000 OEH
PV-Loops FVC Fibrosis Score uCT (lung fibrotic volume

[% improvement]

[% improvement]

(Ashcroft score)

[% improvement]

/ total lung volume)

[% improvement]

Nerandomilast 21 18 2 4
2.5 mg/kg, b.i.d.

Nerandomilast 40%** 41* 11 39
12.5 mg/kg, b.i.d.

BIBF 1000 22 29 12 42%
60 mg/kg, g.d.

* p<0.05, **<0.01, For BIBF 1000, statistical statement based on adjusted co-variant analysis. For

nerandomilast, statistical analysis was performed using the Dunnett’s test.

Data are shown as mean value.

b) T ~A T UFERT v MNERHEET T VIS T DGR 5 X D 1ER 20
TV~ A o BERENES UMRHEE 2 R ST v Mcx 7 v K7 A b (2.5mg/kg,
bid) XX BIBF 1000 (50mg/kg, qd) Z=&&O&5 L, MfRMELAFE (uCT fi#hT), MifgRE 2 e

L7=, MHbofeiE L LT Asheroft A 27 %

M L 7=,

ZORER, 77 K17 A b KOBIBF 1000 DWW O HHE T HIREBA TR Lotz
X7 KI T A MO 25mg/kg, bid FETIE, uCT fi#T TREM L 72 ilifiE L A FEE L O PV-L—
DHEEBEICSEE L7z, —7, BIBF 1000 (%, Mi#pHLAREEL 81% A EICSEL, PV-L—713F
ECIR W DGEN R B, WAl & b Asheroft 2 1 7 DA 2t T A B e o 72 (32),

2 TUAYATUFHERT v MBMEET T VICEBIT S
*7 v K7 A kO BIBF 1000 O1EH

PV-Loops

[% improvement]

FVC

[% improvement]

Fibrosis Score

(Ashcroft score)

[% improvement]

uCT (lung fibrotic volume
/ total lung volume)

[% improvement]

Nerandomilast 28* 8 64*
2.5 mg/kg, b.i.d. Cannot be

BIBF 1000 22 measured in rat 6 Y Rkl
50 mg/kg, q.d.

* p<0.05, *** p<0.001, For BIBF 1000, statistical statement based on adjusted co-variant analysis. For

nerandomilast group, statistical analysis was performed using the Dunnett test.

Data are shown as mean value.
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3) SRR
In vitro FLRIET v A 2V

b hRMIM A (PBMC) (231) % TNF-a M O IL-2 FEA PR
372 R T A NOMBEIZE T Hi5ME%, & F PBMC % AV CHERR L7, BiEk% U R &5 (LPS)
THIR L7 & IS8 &N D TNF-a OFEERNNL, PDE4 FLEARNIC L > THHE SRS Z & 038
HINTWD, £72, PBMC 110 T #ifldi%, 7«4 b~~~ 7 LvF=2-P (PHA-P) IZ LV IL-2
AT DN, ZOKEIT PDE4 BAEANC L D cAMP EHIZE - TRE X5, Ficoll-Paque
ECR® L7 FPBMC (KF—:64l) 257> KIZ Ak (Inmol/L 75 100umol/L) fF7E
TCR:#E L, TNF-a PEERBR T 100ng/mL LPS T 4 Bf, IL-2 PE/ERBR Tl 10pg/mL PHA-P
C 20 WA L7=1%, HERIR LIER OV A MU A v ZEEREAERAANEE (ELISA) THl
E L7,
ZORER, LPS #IIZ X 5 TNF-a FEAE K O PHA-P A X 5 IL-2 PEAICKTT AT KT
Z s DFFEVEH O ICs i IXE 4LE 41 35nmol/L, 9nmol/L T -7z,

@Ex vivo FIRET v A 22
LPS HI¥41Z & % TNF-o FEAIZ X1 2% FHE
X7 R TANDinvivo BIWEICET 25255720, Mo~ 7 212001, 0.1 %O Imgkg
DARTLRITA P EEEREORE L, 5 2 BRHICHIR LM% O e vivo BRIRT
TNF-o FEAEPLEVER 2 354 U 72, $RERL7=41 % LPS (900ng/mL) T 4 BFRIHIIE L=, Mm4E
1 TNF-a % ELISA THIE L7z, Z£ORR, *7 2 NI T A MIMm#EH~0 TNF-o 5k E %
FHEAMRAFHIZHNE] L EDso 1% 0.04mg/kg TH 7= (K 4),

4 RFZ72KFIZA L (BI1015550) #RO#FE#Z O~y 202 % Az
ex vivo LPS HlJ1Z & 5 TNF-o A RHE

150+ % o& d ¥ % Je &

E k& I

g 2 -38%
TEBE 1004------R ---Fcccclouaaa}on.
N e 8 =
S0 o
ESa N LT
524
= =5 'E 50+

[T L

= —

’_

0 T

n=2 n=6 n=6 n=6 n=6

LPS = + + + +
Bl 1015550 = - 0.01 0.1 1.0
[mg/kg] p.o.

Results are shown as means + standard error of the mean from the number of animals indicated.

* p<0.05, *** p<0.001, Statistical analysis was performed using a one-way ANOVA and the Dunnett
post hoc test comparing all groups of one single independent experiment with the positive control. In
the same way, statistical analysis was performed comparing positive control group with negative
control.
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@In vivo FIRIETET T )V
a) 7 v b BALF [Z8(F % LPS R HEREIN 53 2 B 2

DT M2 0.01, 0.1 KT Imgkg DF* 7 RI T A FafRRO#&E L, £0 1 KHEZICZELR UL
X7 T A B —TZt L7z LPS (Img/mL) % 30 Z3 W A S 872, LPS W AF& T O 4 K§#]#%1Z BALF
D fF R ERECA E LTz,

ZDFER, LPS OWAIZ LY BALF H D47 ERE I T HEALIEFE & Hefe L CRIBICHIN L 72, =7
R 7 & M, LPS PRI K 2 4F REREL O8I 2 FH EARAFHIIZ L L, EDsofEIE 0.1mg/kg T -
7= (5),

XI5 < v b BALF (Z81F % LPS #IPIC X 2 i ER BN x4 2% FHLE

150+
o e e o e e o e g

5 = T I

< 2 i
BT E 1004 .
NE 3§ LI LT
EEQ
a %—l 50 67%
Z+5

3

0 Y

LPS =~ + + o+ +
Bl 1015550BS -~ -
[mg/kg] p.o.

Results are shown as means + standard error of the mean from the number of animals indicated.
**% p<0.001, Statistical analysis was performed using a one-way ANOVA and the Dunnett post hoc
test comparing all groups of one single independent experiment with the positive control. In the same

way, statistical analysis was performed comparing positive control group with negative control.

b) A1 7 A BALFIZ81F % LPS B4 EREE N x4~ 2 B Y
7 v hTCIHIEMI A3 22D, 0 ERIER 2R —EMfE CHR T2 Z LR TERy, 22
T, A7 AEAWVWTER T KT A o LPS BIIC X 2 4 EREUE AN 3 2 BB &8
MEAER 2R LT,
HeA 7 21201, 03 KO Imghkg D7 RI TR MEROEE L, 030 5#%IC22K[ XL
X7 T A H—"7T%Mk L7z LPS (Img/mL) % 30 57 MW A S 72, LPS W A& T @ 4 FEfE# 12 BALF
D ff HRERECA IE LTz,
ZDfEE, LPS OWAIZ LY BALF 1 O4F FEREUTHALERE & thig U CRIEISHEM L7z, 7
KX 7 A b, LPSHIKIC & 2 4 sPERE o 90 2 F AR A7AIZ B L, EDso 1% 0.6mg/kg Td >
7= (6),



VI. Hh AP B+ 2 A

X6 A 27 ABALFIZHT 5 LPS HIIC K 2 &F P EREE N kb4 25 PHE

2009 ns | ns &
w [ kW
g?_ 1504 |
®cE -23%
g0 0 ——] -36%
Fgg oo -
554 -59%
Z=%
S . S50+
@R
= 1 = i
c L L] L] L) LJ
n=4 n=8 n=8 n=8 n=8
LPS = + - + +
Bl 1015550BS -~ - 0.1 0.3 1.0
[mg/kg] p.o.

Results are shown as means + standard error of the mean from the number of animals indicated.

*H% p<0.001, ** p<0.01, Statistical analysis was performed using a one-way ANOVA and the Dunnett
post hoc test comparing all groups of one single independent experiment with the positive control. In
the same way, statistical analysis was performed comparing positive control group with negative
control.

@t MBI D exvivo IRIET v A
LPS #li#%(Z & 5 TNF-a M OV IFN-y Ozt 2 fEH 29 ~27
ERERRABIE 18 BT FI T AN Img Xidomg & 1 H 2B 2HEMBEOEG LIZEE04
MmEE 2 AV ex vivo 7 w24 #3F)E L, LPS FEIC X5 TNF-o HIZHT DT KI T
Z FOHEERAZFME L7, ZORE, £F7 FIF7 Xk Img BETIEE#RDH D TNF-a it
DOIEEITRD bR >T2, 272 KT A b emghEHBITH, N—AFA 5D TNF-a
BRI E RO, HEESR (51 HE) 35%& E@FIRER (&5 12 HE) 56%
OFPHTHER LT,
IPF BE 10 FIlCA T R T A B 18mg & 1 H 2 [ 2 AR D # 5 Lz & & oamaEh 2 A
7= exvivo 7 v A & 5EHE L, LPSHIIKIC &L 5D TNF-0 L N IFN-y i3+ 5 %7 KX F X b
OMEEAZTM LT, ZOME, =271 )5 O TNF-o it i KL #ESRIE-99.3~93.5%
O T, EFIRETORKAELRDOFLEHEIT46% ThH o7z, £z, X—RATA 2 HDIFN-y
i B KPR =R1E 56.5~99.6% D#iH T, EHIRAE T D KILEROFHEIL 85% Th > 7z,
W LB E AN K E o772, LPS FKIC X % TNF-o J2 OV IFN-y ISR 9 5 1
Y RIZ A MOHEERIZONWT, WAEfma 8 2T TE ol
BANERERABME 16 HICRT O RITA DN 2mg, X7 RIT AN 24mg HLLITT Tk
REHERE OGS Lz & &Mk 2 Az ex vivo T v A 290 L, LPSHRKIZ X % TNF-a
JOVIFN=y FHIE R T 5% 7 > KX 7 2 NOBEERZFMM Lz, ZORKE, X—27 10
5@ TNF-o it RELESR CF8ME) 1, * 7> FI T A b 2mg BETIE 40.7%, 72 K3
F A b 24mg BETIL 56.2%, 7T REETIE 1.67% Th o712, £72, _X—Z T A 5O IFN-y
R R ESR CEAE) X, +7 > FIT7 A b 12mg BT 59.6%, *7 > KT A b 24mg
BETIX 85.7%, 77 EARBETII-22.1% Th o7, 77 B AR TIIHREREH N RKE N L%
ZELT, REMRT2LENDH D,



VI. Hh AP B 25 A

(3) {FRISETURRR - FiERERS
AR L



VL Ehae I BE 3 % TH

VI. EYMBEICET HRE
1. mpREOER
(1) A EAEHE LR
LR L

(2) BRRHABCHREIN-OPRE
(ARANT—%) 2
H A NERE RN BRI AH] 9mg, 18mg A ZZfERFHIERR ARG Lz L o7 FI T A
MEEHB 2K 112, EYEBEBAT A —F2£ 1ITRT,

1 AR T P 22 JE IR HLIRE O 42 542 oD
AR T > BT 2 MREHER (G 0E + FE R )

1200 /-

e 1000 - —8— 9 mg (N=6)
g —o— 18 mg (N=6)
= 1
. 800
L
=
X 600 A
E:j
N
® 400 {
&+
=
= 200 {

0 : | | %—Q—ﬂ

0 4 8 12 24 48 72
¥ [h)

F1 HARANERERANBEICZEERFREREOBRGHZEORT V RI T A NOEYEHE T XA —X

9mg (N=6) 18mg (N=6)

gMean gCV (%) gMean gCV (%)
AUCy., [nmol-h/L] 2040 13.5 3730 53.0
AUC0.n0m [nmol-h/L/img] | 227 13.5 207 53.0
AUCy.. [nmol- h/L] 2070 13.8 3740 52.8
AUCq.. som [nmol- W/L/mg] | 230 13.8 208 528
Copx [nmO/L] 455 10.6 628 138
Crax,norm [Nmol/L/mg] 50.6 10.6 34.9 138
tmax [h]a) 0.625 (0.500-0.750) 0.750 (0.500-4.00)
t12 [h] 9.45 18.8 10.2 24.0
A, [/h] 0.0734 18.8 0.0681 24.0
CL/F [mL/min] 162 13.8 179 528
VJF[L] 132 242 157 53.1

AUCo : $e5-1% 0 BRI O IO B FTRERY t, £ COMAEP R E-RE MR FHEAE, AUCownom : 5 B4l
P D4 0 e[5> B e B R AT RERERE t, £ C oo M e - RE R B AR T 0 FE, AUCo- : 5% 0 FEfH]
72 & MERROCIRER] & COME U 7z e b -5 R AR T i FE,  AUCo-comom @ B¢ H-BEAIEMS OG54 0 ]2
O HERROCIRE ] 3 THME L 7 S b FE-Re i N IR, Conax @ e MUBEPIREE, Cinaxnom @ B G- BAHIER:



VI Ehie I BE3 % TH

DR EMAEPIREE,  tmax @ S MATHFIREEBIERR, o 0 W, Ao BRI EE, CL/F @ R
D7 VT Z A, V/F @ BT OSMRER, gCV : BEMRE ($%{7), gMean : &2
a) OB M OV (/M - feRIE) &2 Rdil

HEAT—%) ¥

BERERL N 15 BN A 18mg 2 1 H 2 BIFER ARG Lo DT FI T X FOFEYENRE
RITA—=BER2IRT, X7 FITAMOMBETREIL 4 ALUNITEFREIZEL, Con kX
WAUC M HHEH L7 BEREIT 138 LR Th o 7,

# 2 SAEAEERABECKER O FRGERDORT > FI T X FOKYBFE T A —X

18mg (N=15)

gMean gCV (%)
AUC; [nmol-h/L] 1770 29.9
Crnax [nmol/L] 335 373
tmax [h]” 1.50 (0.500-4.00)
AUC: < [nmol-h/L] 2440 23.6
Cinax,ss [nmol/L] 436 27.0
tmax.ss [h]” 1.50 (0.500-3.00)
ti2,s [] 16.8 46.1
CL/F ¢ [mL/min] 274 23.6
V./F[L] 398 38.3
Ra.auc 1.38 22.3
R Cinax 1.30 27.8

AUC, : 5[0 © (3517 2 MR B - AR DR, Comax : @ MAE IR, tmax S E IR L2
EERFM, AUC.s @ EHIRRE TORERHING 1281 2 MR- AR TR, Cmass @ EFIRIEIZRIT
DR MUAE TR, tmaxss @ EFAIRBBIC IS 2 i LA R BEE BN, G EFIRIBIZIS T 2 20804,
CL/Fss: EEFIRIEICBIT D AMNT D7 UT TR, VofFe: EFIRMEICE T D AT ONAZEME, Raauvce
AUCqss & AUCHZE D < BAEIREL, Racmax : Crmaxss & Crmax (23575 < BREELREL

a) PR ORI (/M - JoRfE) % Rtk

(BARNEEDINEANT —5) 30

TERERL N IZAA] 0.06~48mg A ZEMERFHEIRR A& G- L7z L&, X7 R T7 A OISR &
IZBWTHEFIMES R ENT,

HEAT—H)

BRI AA] 1~18mg & 1 A 2 BIRERA#&G Lz & &, FRRRICHERGIES RSN,
(BARNEEDINEANT —4) 3V

fEFERIC, IPF 535 K OVPPF B3 DR C, ARFI DO HWENREIZ FEIRAIZ T & 70 £ 2513380 g h o 7z,

) ATHEBINTWDREIIE, FERKTCHEIIUTO LB TH D,

<BIRESUVI DI > R s PERTARAEE . AT MR AE

<EM OHHE>#E., RAKIIR T FITAMELTLE I8mg 2 1 B 2 [FREAKRET 5,
72, BEOIRARMIISU T, 1E9mgl H2ENIHET 22 LN TX 5,



VL Ehae I BE 3 % TH

©))

4)

G
LT L
BE - HREOKE

1) BRFEOREY

GEANT—H)

fERER 18 BIZAA] 18mg 2B : (FlEli@m e ) —8) ICHEREOEG Lz & &, EHERL L
B LT, Coax (DT HIT (14%) P L7z, AUC 1359 15%IE8M L 7= 5 D@D, AUC k (T/R) @ 90%CI
IEAEYFHI RSO PN (80.00%~125.00%) (ZE £4L, AAIOUESE EIZHKICELE 722
BHEOPBIEBD LN - (F3), 2O LD, KANZAREOHE 1D LT HEAHE
Th D,

K3 BBRMOZEERRGOMBET X T > NI T A MEREOHE

PK parameter Fed (T) Fasted (R) gMean ratio 90% CI
n Adjusted n Adjusted | (T/R ; %) Lower Upper
gMean gMean (%) (%)
Chnax [nmol/L] 18 354.35 18 412.88 85.82 68.80 107.06
AUC.; [nmol-h/L] 18 2563.65 18 2225.20 115.21 106.55 124.58
AUCy... [nmol- h/L] 18 2578.16 18 2240.58 115.07 106.38 124.46

2) FHIRDRE

«
B

OBFHEENR R T > R T R - OSBRI 1T 5
a) EALTz=R¥
(ARANZETINEANT —4)
[E RS L FE SRR (1305-0014 #RBR) ICBWTC, BAAZELE LY == R L 5 S
WEZIT TS IPF BRE T, AT 2= Ry XEI=r T X =72 X B HEERRE % T T
VNIPF B L B U C, AFIOEHFIRETO N7 7 MR EE DK 50%(K F L7z (Tv-5.(4) 1)
BWMERRGERER ] OEBIR), Invitro RBROFER 3 D, BT == R UATAKRF ONRHBESR T
&5 CYPIA #FFET L ENRBRINTEY, AROBREEOR FIIE L7 2= RAZED
CYP3A OFFEITEN T 2 I REMEN B 2 b7,
KElZ N7 == R LT 2561%, A# 18mg 1 H 2 BIOLEHELEH &L L, AFIOHK
HEZ 1[\9mg 1 B 2ENIHE LRWZ & & Lz (TV-4, HER OHEICBE T 27, TVII-T.
MAMEH] OEBMHR),

) AMTERINTOVDHEEXIIZER, FELOCHARIILTOLEY TH D,

<BWRESUI DT > R PR RTARAEE . HEATPERNARRAESE

<HEROCHAE>EY, RAERT U RIZAMELTLH 18mg % 1 A 2 BRROEST 2,
B, BEOIEMISC T, 1H9Img 1 A 2 [EIIHET S Z LN TE 5,




VI Ehie I BE3 % TH

b) =T H=78 1
(ARANZEGTINEANT —X)
] B A (R S TIAE BRBR 2 38R (1305-0014 558 & OY 1305-0023 3Bk) 128\ C, BHARAZ G =
TH =TI K DR A5 TS IPF KOVPPF BE ClE, EAT7 2= R XiF=r 74 =
TN K D EEBERIE & 5T TR W IPF ) OYPPR AR L IR LC, ARFID b7 7 4R E130.81
~095 5 ThHY, FRETH-T,

o) A hTafy—nW
GEAT—H)
TR B 16 Bl A b Z 25— /L (CYP3A KON P-HE % » /37 "B [P-gp] D&V BHFEA]) 200mg
Z 1R 1812 AMZEERRER NS L, #5454 A BICAA 6mg & Z2igRFHEERE O # 5. LTz &
&, ARFEME G LT, A b7 a3t = VPR GREOARAID AUCo 110 K Cnax (5771
SEECE IRV IHTETORERIZESL) IZENZFN 22 RO I3 FICmLT (&4 . X7
NI T2 FOFEWERE~DA T 3T =)L DT, Cnax £V 10 LA AUC (T L THHET
ol ZE R T v R T A MREARGZ DM NA FT A Z 8V T 4 1373% & &
Mol Z &b, UPEMHFEEML, EIZ, Pl b LACYPIAFIZL DA LD THSL LE
Laxhbd, LEXY, 8 CYP3A [HEAI & DT 285618, AFlOEEE% 1B 9mg1 H 2
EIFEGICEET D2 & & Le (V4. HEACHEICEET LR, [VI-7. HAEEH] OHE
ZH)

F£4 FTURITANEMELS LA NTaF Y=L AR ER E DORO
FT7 U RITA DM NAFTT AT T 4 DL (1305-0015 785R)

PK parameter Nerandomilast + Nerandomilast(R) gMean eSE | 90% CI Intra-ind.
itraconazole (T) ratio gCV (%)
n Adjusted n Adjusted (T/R; %) Lower | Upper
gMean gMean (%) (%)
Cinax [nmol/L] 16 162.39 16 126.91 127.96 1.05 | 117.65 | 139.17 | 13.6
AUCo-119 [nmol-h/L] 16 2073.40 16 933.44 222.13 1.05 | 203.47 | 242.49 | 142
AUCo.« [nmol- h/L] 16 2183.22 16 952.27 229.26 1.06 | 207.82 | 252.93 | 15.9

) AFTERINTOVDIEEXIIZER, FELOCHRIILTOLEY Th D,

<ZhRESUIZDIR > FERPENTRRMERE . TEAT PRI RRMERE

<HEROHAE>EY, RAIEXRT U RIZAMELTLH 18mg 7 1 A 2 BRRAEEST 2,
B, BEOEFMIISC T, 1EImgl H2EICEETHZ LN TE D,




VL Ehae I BE 3 % TH

d) AP 3

SEAT—H)

TR A B IE 15 Blic v <~ B (FRV CYP3A #EA]) 200mg 2 1 B 11514 HE, 400mg
Z 1A 1E7 A #, 600mgz 1 A 112 AMAEBKEROKRS L, 600mg #5458 A HIZAA
18mg A ZEMERFHEIRR H G L7 & &, ARAIBMER GRS LT, AN B R GR
DAEFND AUCqg KT Conax (T EALZEI S1% K OV 31%i0 L7 (£ 5),

AK|Z 58 CYP3A B84 & T 25618, A4l 18mg 1 H 2 BIOAEZHLIHEL L, AFO
BehH A1 9mg 1 B 2N E L2 & & Lz (V4. HER OHEICBEE T 23R, [VII-T.
MAMER] OEBH),

#5 XTURITANEMEE L IR BEUHHEER E OB O
FT7 2RI TAMOMMHINA TT A ZEY T ¢ OR#E (1305-0119 FRBR)

PK parameter Nerandomilast+ Nerandomilast(R) gMean gSE | 90% CI Intra-ind.
carbamazepine (T) ratio gCV (%)
n Adjusted n Adjusted (T/R; %) Lower | Upper
gMean gMean (%) (%)
Cmax [nmol/L] 15 292.47 15 425.39 68.75 1.08 | 59.64 79.26 224
AUCo-tz [nmol-h/L] 15 1206.00 15 2473.17 48.76 1.05 | 44.87 52.99 13.0
AUCo.- [nmol- h/L] 15 1213.11 15 2487.12 48.78 1.05 | 44.90 52.99 12.9

e) Rz 30
HEANT—H)
fERERR A B 13 BllcARE o 2 v (RO CYP3A #5EA]) 125mg % 1 H 2 [0 17 HEIKER
A5 L, #4515 A BICARHK] 18mg & ZEAERFHLEIRE O 485 L7z & &, RFIFAMEE 5-RE 3 LT,
R & PR GREOARFN D AUChy, KON Crax X EALEIL 41% KL DN 15%00 L7 (3 6),
KA % R D CYP3A F8AI & P T 28651%, AF 18mg 1 H 2 BIOLEHELHELS L, &
FloFb5E% 1 9mg 1 B 2 FNIEE LW & & L (VA4 HEEROHEICBEET 2 3E],
[VIIL-7. MAEAEH) OHESH),

F6 FTURITANHMELE LR X KRG % EORO
FT 2 RITF A FOMHEMINA FTT A T Y T ¢ O (1305-0113 3R5R)

PK parameter Nerandomilast+ Nerandomilast(R) gMean ¢SE | 90% CI Intra-ind.
bosentan (T) ratio gCV (%)
n Adjusted n Adjusted (T/R; %) Lower | Upper
gMean gMean (%) (%)
Cinax [nmol/L] 13 323.49 13 381.50 84.79 1.06 | 76.42 94.09 15.0
AUCo-tz [nmol-h/L] 13 1405.38 13 2397.87 58.61 1.06 | 53.11 64.67 14.2
AUCo-» [nmol- h/L] 13 1415.35 13 2413.03 58.65 1.06 | 53.15 64.73 14.2

) ATERINTOVDHEEXIIZER, FELOCHARIILTOLEY THh D,

<ZhRESUIZDIR > FEREPENTRRMERE . TEAT PRI RRAHERE

<HEROHE>EY, RAKIIR T FIZAMELT1HE 18Smg 2 1 A 2 BfEA#ET5,
B, BEOEFMIISC T, 1EImgl H2EICHETHZ LN TE D,
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OF S0 NN Wil DR S0P L7/E )i Iy qE I -2

a) JXYV T A
HEAT—#)

BEFERCNBYE 15 BNCAA 18mg % 1 H 2 B 13 HFEROKRE L, &5 14 B BICAH 18mg
EEBICIF YT A FHAEMEMZZITRLTV CYP3A OIE) 2mg % ZEfEr i mft 05 L7z
LEDIZY T LD Coax KON AUCo 1, I XY T AHMPB R i LT, 224 0.78 %
K092 TH Y, RENII XY T LAOBREGRIZERRIICIE & 72 258 % RIE S Rinol?),
ZOREREY, AANTEIZ CYP3A TR SN DHEAIORERICHEL RITI N2 LA THE
ENnb, £72, CYP3A LRILL 7L 7T v X ZFE (PXR) fEEEN L CHESh, —fRIC
CYP3A & A THFHEMEDOKV CYP2CS, CYP2CY9 &KUY CYP2CI9 22\ T, AFNIEFRAIZ
ML 2 2FE G ER IRV ENTHEIND 7,

b) EAT 2= RUEDR=r T H =T W
HEAT—%)
TR N B 13 BICAA] 18mg 2 1 B 2 [0] 10 HMXEROZS L, &5 7THAICELZ ==
Ry 267mg, %58 HHIC= T4 =7 100mg ZBHHEREAKG Lz L &, TR EmE
HGIFIZX LT, BT 2= RO Cuax XN AUCo 1F 1.01~1.02 5, =2 T X =T D Chax XY
AUCo1Z 0.87~1.08 (5 TH Y, AFNIEN T == R R D= 0T ¥ =7 ORI iR R
LR DA RE S oz,

2. EYEERN/IT A—4
(1) fRFrAx
J A= kA2 NETVIRNT ST RHE R SR B BE AR AT

(2) BUILEETEHR
VI3, RHER (RE =2 L—3 3 2) fijfhT] OESMR

(3) HEEEFEH
[VII-1. (2) BEREBR CHER SN~ P RE ) DIESRK

) A TERSN TV DRIREIRR, HERCHERIUTOLEEBY TH D,

<ZhRESUTZNR > FEIEPEMTRRMERE . HEFT PRI RRHERE

<HEEROHE>@EE, RAFR T RITFARLELTLE 18mg % 1 H 2 EROES59 5,
7B, BEORRMEITIGET T, 118 9mgl B 2 BIIHKETHZ ENTE D,



VL Ehae I BE 3 % TH

4 2I)VTF750R
HEAT—5)
BERER A M 15 BIICAH] 18mg % 1 A 2 [ISUERE Q&G L7 & &, EHFIRETO R T ol
U7 7 AL 274mL/min (B(TABMREL : 23.6%) Tho7z (IVI-1. (2) FERRER CHEE Iz
MR E] OEBR) ¥,
HEANT—5)
BERERRA B 8 Bl C-1r T v KX T A K 100ug & ZEIERFEEIRNE G- LT L 2D 7 VT T v Al
229mL/min CGE(TEEEE : 17.8%) ThH o723,

5) K™EEY

HEAT—%)
BERERLA B 8 Bl UC-r T > KX T 2 k 100ug & ZEHEREERIRN S G- L7- & 2 O EFIRREICEB T
D AAFEIL 93.9L CRMEEREL : 32.0%) Tho7z (IVI-1. (2) EFKFHER TR S vz
BE] OEBR),

® Zof
LR L

3. BEM (RE1L—>ay) BF©
ERPRAER 8 B (1305-0024 3R, 1305-0025 X8k, 1305-0028 3R, 1305-0030 7k, 1305-0033
AR, 1305-0038 FBR, 1305-0014 3B & O 1305-0023 5ER) DT — % % FCRHEEN] PK iR
FhiL, *7 2 K7 A MOMFERREHBE A ET L Tilikd 5 & 412, PK/XT A—ZITkT
% LIS B D A T L 72,

(1) fFR#AE
T D 0 WAL 1 IRIPGEFE e URIEH R 2 A3 53 2 /3= A hET L

) ARTHERINTODHEEIIZE, FELOCHRIILTO LB Th D,

<ZhRESUIZDIR > FEREPENTRRMERE . TEAT PRI RRMERE

<HEROHE>EY, RAKIIRT Y FIZAMELT1HE 18Smg 2 1 A 2 BREA#ET5,
B, BEOEFEMIISC T, 1HImgl H2EIHETHZ LN TE D,



VI Ehie I BE3 % TH

(2) INSA—RTEFHER
FT 2 R NORMEM PK 23T A — X% OWEEEFE 7 17T,

£7 72 FIT R MOREN PK fE#HT D PK 73T A — & OHEEE

Estimate 95%CI
CL/F (L/h) | Apparent clearance 15.1 14.1,16.2
V2/F (L) Apparent central volume of distribution 90.8 83.7,98.5
V3/F (L) First apparent peripheral volume of distribution 17.8 12.9, 24.6
DI (h) Duration of zero-order absorption 0.672 0.591, 0.764
KA (1/h) First-order absorption rate constant 4.86 3.68,6.41
Q3/F (L/h) | Apparent V2/F-V3/F intercompartmental clearance 0.545 0.372, 0.799
V4/F (L) Second apparent peripheral volume of distribution 29.4 25.1,34.4
Q4/F (L/h) | Apparent V2/F-V4/F intercompartmental clearance 4.88 4.11,5.78

KERRT U RITA NOBRBEREICELY KFTHEREL L THEIN, KREOKRWVER TIXE
HEORWVEE LR L CRBBLRBEBERENE -2 (B KE 60kg DEE TO Cuings 1T, KE
70kg DB LI LT 9%HMT 25 Z LA THRIND) 23, KREICL2BFEEOETL, BRNIC

BEWRH D LITEZ NPT, 72, PEAKTAARAR, X7 NI TR NOREBERICE
BrRFTIHERLE UTHRESI, ARAHERE CTILL Y RERPENRD O, HIFERER
BT, BARANFENEE TIEARAN S FEANLSDOBEIZHART Ching 2349 40% 51722 72
W, ZAUTT T ANEERE ORE N A APEERE L SR Z ST T AR OB KT 5
EEZONDN, ZOREOBREEOHEIITERMICERO S 52 L 1TEB 2 bNRdoTz, M
O L, ZOMONKEER TR T K7 A MOBREEICHELZ KT I RdoTz, AR
DNAFEHFHIFFHERE L T = = FUOFHOREZ B [E L1256, IPF UL PPF LW O REED
¥8=° PPF N ILD FRIRZINC L 2 0O BITE O b e o 7z,

ZORERD, Hln, MR, ANEEOMEEIZR T v R T2 NOERYERICEKRMICI-EE 725
WA RIE S Te o iz,

4 . q& III”)

FNEANT—4)

TR 1% 8 B AHA 18mg & ZEfEIRERE N BE G OV HC-1 T > R T A | 100pg % ZE G IR RN 1
BLizEE, xT7 2 RI T2 FOHRINRA T T A F YT 113 73% (90%CI : 67%~79%) T -
7

) ARTHERINTODHREIIZE, FELOCHRIILTO LB Th D,

<ZhRESUIZDIR > FERPENTRRMERE . TEAT PRI RRHERE

<HEROHE>EY, RAKIETRT Y FIZAMELT1HE 18Smg 2 1 A 2 BREAO#5T5,
B, BEOEFMIISC T, 1EImgl H2EIZHETHZ LN TE D,
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5.4% %

(1

(2)

)

4)

®)

1 ;% — A BE P @8 14

U EE R L

<BE. Ty >

[VII-5. (5) ZDOMOME~DOBATHE] OHSH

% — ke R P& 1

R L

<% : T v k>4

HR12E NS HE DT v MIMUC-2T7 > R T A b L. Imgkg DHETHER O &5 L & &,
TR DS RED AT PR L B 2 S, RFEMW O OB MR Ik 2 Ik T o o el EE L
X120 FTh o,

it ~DFBIT

mMERR L

<BE T v h>P

BHT > MTHC-X T I T A M Imgkg O R CHERR OG5 Lo & &, Fhi% 1 BRI O
SHREMREE 1, LIt & B O MEP CRIRE CH Y, AFNIHL P ~ESLNICBITT D 2 &0
RENT, AT ORBRRIREE, FH5% 1 R (RPOMERLR) CREREICELLZOD,
P 5-4% 24 BN D0 TR & i Uiz, #0504 24 R £ CLT L i gl S - i U e B,
Py B RE R D 2.6% A5 L HEE SuTe,

B~ DB THE
LR L

ZDHDEBA~ DT

1) Ak A
ZUERZR L
<BE Ty >
HA®T v MTUC-2T7 > R T A b& 045mg/kg DB CHERROKRE Lz L &, 6T
B HAZERLONT, R O RG MR < A0 Uiz, HARARRE R OB O BUR el 1,
A DT RERRE D 2.4%~6.4% TH > 7228, EMHFHEERED 4% F TlINv s 7oy
¥ ROMEHE  (FPAARERICBE S 2 M F OEEE) & Aot b 2 0D, AR~
EYBERGRRIRIZ E A E5M L T RWATREEDR 5, R FICx T 2RO 7 =05
HREECORARBIREILS <, REREETIIPRE CH T, RO AT = EHM &L R
ERICI T 2 U REIRE D t1p 1L 2 LZ A0 61 K ONS5T R &, i I bR THR DR Th -
22 emb, RO AT =253 5 3B BATRE OB M RRE T, AR THDL L
DIRE STz, AT D H R E CORSRRIRE IR, REICEENDI AT =01
%3 2 SR BEHE B RE O BRI TRV 2 & 2RI STz,
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2) MEREATIE
GMEANT—5)
Rk AN B 6 Bl C-1x 7 > KX 7 A b 18mg Z ZEFRFHERR D% 5 LT & 2 ORSEED
Mg/ i AR B IR 0.6~0.8 Th o 72,
<BE invitro T — & >
b MEFIZIRT D BC-2 T R I 7 X MReD ek T/ i iE iR B I3K 0.4 TH - 7,

(6) MPFECFESER Y
(in vitro 7 —#4)

X7 RITAMOE MIBEEAMARIXTT% TH -T2,

6. €
(1) RBERAL R O HEE
GNEANT—%)
1) HEEG
(R A B 6 BIlC R T2 RI T A b 18mg GREG#|FR T2 FI TR h& MCEE#AR T v RI T

N DIRGY) ZZeEREHERE O G Li- & &, MR o BB ARRYBIER S ITF T > K2 T A b
ThHY, MIFEFRBEFED 51.3% (AUCosett) Z 57 (7 V50HETE ZeWaTiE TORRIC
o), A7V RI T A MMEFEHEENCAKFMHERFE2HT 5 BT v FA~—ThV,
BOBHHRIC R-mF v TFA~—n0 ST F A~ — DX TN 72, S-=F
F A~ —IIARHN O ERHY (AUC.. L CHIEHRBUIRRED 3%) ThH Y, FEIFHIATEN
Thol, MmEFEFIIE, FICEHENZRT R-oF T A~—& LTHE L, MR
b2 <AEE LTAEMIE, M624(1) (7 V7 a U EEHEE), BIT764333 K UNCD 6352 Th Y, #
NI FR B RED 15.6%, 7.1%K% N 5.1% T > 7=, MAEFICFE S -2 O #Ix

ZH LA, WIS MEETREENEED 0.5%~3.7% Th -7,

2) KEHG
fEFER A TIVE 8 BIllCAT 12mg 2 1 A 2 [MIRBER ARG Lo & &, bEh o172 8B
BiIR7 U FITAMTHY, MEPRIFVEEDEED 72% (AUConustt) &7z (F71
BETE RWHTE TOREFITIS L), EFAREO MAE I [FE S/ FER MBI, iy
ANCATEME 72 RS2 IR D BI 764333 (M480(4)) DA T V), #IEMBHEYIE D 12.5% (AUCo24
) &2 hHDiz,

) AMTERENTWDRREXITZE, MELATCHEIZUTO LB TH D,

<BWRESUI DI > R PR RRAEE . HEATPERNARRAESE

<HEROCHAE>EY, RAIIXRT U RIZAMELTLH 18mg % 1 A 2 BRRAEST 2,
B, BEOIAFMISTE T, 1H9Img1 B2 [EIIHET S Z LN TE 5,



VL Ehae I BE 3 % TH

K2 “C-xT7 U RITAME2ELRXRT R T A MHEEIRAOKREZICERRLZ b b
FR K OV |2 [/ & 7= ARt o i s

.0l
I,—'\ L\,lf

il
NNt 4 (0]

o {1 T

N s Vo
~ k’m‘ Hn_f
~Le0] 15 vro
M496(1) & M496(2) & M4IE(3)
OH p*. f f p,u,f
_ M464(4)

p.u v
. /'CI +[0] "f\r—c'
wo N ;\T’ /\‘“”L}N"
wo 1] (

r’ T N I NN

N T
N M. \ il s =N
.9 ke & A N on b [
- . 98 L BI 764333 T
~ . . i) M4E0(4) | ™ _l_ +[0]
I -2 = M480(3)
. p.u
f . g W Gl
M
-]
-.-I;"-_;Tr""x.fq: +[0] +3[0] ";_\r'NV L. “/
\5 -2[H] iIfN o ,n—*r",
o 5 OH
l}mr: . S N +1ol - {7 Myt
Or/<> Q%r N o
HHN
s Nerandomilast i
' TCI D.u.f S Ma64(7)
s, ~ CD 6352 c
w Ik \ . P f N !
Ot s 200 \e 11 “\_\ ey
— +[0] - 0] \* (Gluc) 1y
O un [ y / ]: 2
{7 PR " on
M438(1) j’t" T \ N T’c' Sl L -
f ” o Al L J
ne e N N YW
S o W e
l ]l 5N oy /1 i P
e s- 7
(( T +[H;0] Hui_‘ & e
M on ) !.'.‘-N"W'“.ou P
0 Hrh[ BI 764334 é et e 0] |
‘Ol ez ME24(1) & M624(2) - T
mazm B o P. \ p,u p ‘\ |/‘~an N
f = + r b ‘ L
Y T 21/ '\ + [Gluc] I 1
r y Ay o -+ [Glue)
- N W "a N-ﬁ'\/cl \‘ N el H" ,OH'
(ST u . lk‘Nl [” N NJ/ e
O un PD1420 __N_ ,IL. ,lf e M -"«j medo(1)
x'_ (“- TR Nl B u
Ly e B Ak
VT mass(2) T O
5};;,0 o em«"-»ﬁ M:?:u:
oM

p: I uc SR f: 3, Glue: 7V oo, # ERGH%OZ TIETIZRE S R

(2) KEHIcBEET 28R CYPE) OHFE FERY

1) AUEEE R O [FE
(in vitro 7 —#)
HHHR X FEBL CYP 43 1, & NIFIZ7 vy —2A kOt MNFMlaE AW mihc L v, CYP3A X
E MZBIFAXRT U RITANOIFREZ VT 7 ADKIT10%IZ% 575 EHEE Sz, F7-,
R RBLD VO ) VB VT v URiEBEESR (UGT) 2 FFiE W2 in vitro TORREHC
£V, UGTIA3, UGTIA8, UGTIA9, UGT2B4 &%} UGT2B7 % & Te#%k® UGT 4y FFEN F T
YRITZA DTN 0 CBEAICHEE LTS Z LIRS,
27 RITAMOFTIVKERL, ANABFT REOREITCIZ LY Bl 764334 3R T 5 2 &)
HEZ Y, BI 764334 1%, BNMEIZEID AT RITAMBBLINTEKRT DL EZSZ DN
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72, B MZEUWTBI 764334 12312 CYP3A IZ L W g{kb &, PD 1420 (S-=F > FA4~—) X
X327 R TR MBI,

2) BEFRFHEROMEF

(in vitro 7 —%)
OCYP ##

v MFHIRIZEWT, X272 KT A ME 60umol/L F TOIRET CYPIA2 ZFE L72) -
72o CYP2B6 1X, 16100 R —H ROIFHIIEIZ I Tl BE O 74 T mRNA F8L & & ONENE
DOTIRFE (ZNTI 2.2 K20 15) 23580 517z, CYP3A4 (X3 fild 2 fild KF—H
SROJTHINE T mRNA FHL& M NEHOFHFE (ZNEHiRK 43 L TR2.0£5) Db,
CYP2C8 & CYP2CY IZ3 T b [AIARIC mRNA FEEL & K OVEPEDFFE D il S 4172, CYP2C19
TIX mRNA FEHREOFEITFE O G20 272b 0D, 2 Hl0 R —HROFIE CIIiEED
25 (K33 1%) OFLENRD b,

@CYP [iE
EMFIZ7u Y =280 T, X7 2T A ME100umol/L & TOHEEE T CYP2B6, CYP2CS,
CYP2C9 TR CYP2D6 %, 50umol/L & TOEE T CYP1A2, CYP2C19 XN CYP3A %, Zil
ZH50% % 2 TR Lied -7, + 7 > KX 7 A MECYP1A2, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP2D6 TN CYP3A % RA[WiJIZFHE Lz h o7z,

@UGT [iE
R 2 BB UGT e MIFX 7 v Y —2xHW e invitro 5 BRIZE D, *T7 U RIT A ME
100pmol/L (UGT2B4 Tl 300pumol/L) F£ TO#EEE T UGT1A3, UGT1A4, UGTIAS & () UGT2B4
WIZxF LT 50% %2 DIEMEEZ RS R o7, ZHUb D FFEIZKT 5 ICs fHIE
100umol/L #8TdH>7-, *7 > KT A M UGTIAL, UGTIA7, UGTIA9 } 1} UGT2B7 %
PR L, ICsfEIZENZ4 83, 21, 86 (X 79umol/L TH -7,

Q) PEEENROEERVEDES

HEANT—%)
MRS AT XA TV T4 BEmnZ b (VI BRI OESM), e gh R RE
HLEZLBND,



VL Ehae I BE 3 % TH

(4) REMOFEOEERWEMSL, FELERD
GMEANT—%)
RN BIEIC R T o FIZ A b 12mg % 14 H# bid KiEHG#%, b PEERHHE L TRES
Au7z BI 764333 [TAASEMBEME D 12.5% K OKRZE(LIED 17.4% (WT 4L H AUCoa4s b, F 71
STBECE R VWANTIETORFICHKSL) 2h07e, 2o FEERBHICITIEBE X2V (TVI-2.
(2) 1) @t bEEHY BI 764333 OIRFEME] OHEMR),

7. Bk it 4
INENT—H)
TR A B 6 Bl UC-% 7 > KT A b 18mg Z ZEfERFHERE OG- L7z & &, #5149 HUWN
WG ETRE DRI 95% 1T BN &4, JRF (36% [HEG-ED 12%MBRE(LIR]) 12T, #HF (58%
[P HSHTRED 13% B ARZE(IR]) 122 < et &7z (K3),

X3 YC-%T7 2 FI TR &EHERRORGHZOR C-HETHED IR & O H B FE R R
(B GRS RRIC R 2%) KR OVREIE (i) —BM 7 v 7 7 A v (B lh)

100 +

]

80+

60 - . °

404

20 A

Cumulative fractions excreted in urine/faeces (%)

0 2448 72 96 120 144 168 192 216 240 264 288 312 336 360 384
Time (hours)

--[14C] BI 1015550-EQ in urine (N=6)
--[14C] Bl 1015550-EQ in faeces (N=6)
=-Total recovery [14C] BI 1015550-EQ (N=6)

BRI T 7 b, 384 BRRINICERE L, 384 BERIDMEIT feor. (%) HZ T,

) AMTHEBENTWDRIEEIIE, HERKVCHEIIUTO LB ThH D,

<BHHE ST T > FpBs MEIGARMERE . AT PHEIARHERE

<HEEROHE>@EE, RAFR T RITFARELTLE 18mg % 1 H 2 BEROES59 5,
B, BEOIFMISTU T, 1H9Img 1 A2 EICEHET S Z LN TE 5,
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Y ENREIC B3 5 H

8.

9.

10.

FSURR—2—ICEET H1RER Y
(in vitro T—%4)

Caco-2 #ifiz VT P-gp R ONFLIEME &% 7327 & (BCRP) (2L 2537 I 7 A b OIERH,
P& in vitro CRHMEI L7 & 25, *7 2 KT A hOTEGE T ~OREEE RO S (efflux
ratio : 3.5), HEBYHIEIT P-gp DOEIRAIILER ORI TRAEIZHE S 7223, BCRP OERAFHLE
FOWMCTHEBES N DT D, FT7 2 KI T A MIP-gp DEETHY, BCRP DIEE T
RN ERRENT, AT =4 kAR Y X7 F K (OATP) 1B1, OATPIB3, AT =4
Wik (OAT) 1, OAT3 R OVEHEN F A kK (OCT) 212k 2% 7 NI T A b OIEGE
MWw, ZNEND b T 2 AR —F —% — @I EL 5 HEK293 Ml % VT in vitro CREAM L 7=
& A, %7 F3IF A K3 OATPIBI, OATPIB3, OATI, OAT3 X% OCT2 DHEE Tid7Zan 2
LRI NI,

Caco-2 Mfld X i% b Z > AR — & —FEHL HEK293 #llfid %2 FV 7z in vitro TORRFHIEBWT, T
KX Z A MM P-gp, BCRP, OAT3, ZAIPEHEEREAR (MATE) 1 &N MATE2-K Z[HE L, 1Cs i
IXZENFE 26, 30~100, 30~100, 142 KO 112umol/L THh-7=, T FI T X b OATI,
OATP1B1, OATPIB3 Xi¥ OCT2 @ 50%% # % DG E A RS e ololodh, Zivh D4y 1
(29D 1Cso fiEI% 100umol/L # T - 7=,

BHEI & SREE
DR L

REDERZATHESE

(1) BHREREE 249 2 B8 0BT 2 K@
(ARNEEDINEANT—4) ¥ 1V

FEIBE AL R SETIAH R 2 38 (1305-0014 3858 & (Y 1305-0023 585R8) 12\ T, HARANZ G (#E
BORERIREE & [eGFR] : 60~<90mL/min/1.73m?) OEHEHREREF 449 2% IPF B 435 ) KO
PPF fB# (372 #) BT HARAOEFKRETO N7 7 mIFEHIREE, BH#ENIER (eGFR: =
90mL/min/1.73m?) 72 IPF &3 (170 ) K& X PPF ¥ (247 ) & T ZHbbse L C 1.07~1.16 fi%
Thy, FRETHST,

GEANT—%) 0
HEERE (eGFR : 30~<60mL/min/1.73m?) K OVEEE (eGFR : 15~<30mL/min/1.73m?) OEHERERE %
BT HpRE (BHE8 ) (AHA] 18mg A ZEiFRFHEIRR N 5. L7z & &, BHREDNIE R kiR & bl
LT, OB E 247 D HBRE TIE Cnx C 3%DIKT, AUC)_, T 37%D EH3RD S,
T DREHSREREE 2 9 DR TlE Coax T 14%DIE T, AUC), T 29%0D EFH-2358 iz (3% 8),

DTN B RRIICER O HHETIT R, BE, THRELRCEE (BIHEER) OBEKERSZA
TLRBET D MEFEIAELEZBND,



VL Ehae I BE 3 % TH

*8 EHERERET (THRERORE) 2079 2088 & BIERRED IEH 24 o
27 v KX 7 A b OREEORGHAHI LR

PK parameter Renal impairment Matched control | gMean ratio | gSE 90% CI

n adjusted n adjusted (T/R;%) Lower Upper

gMean gMean (%) (%)

Moderate vs. Normal
Cinax[nmol/L] 8 367.36 8 380.43 96.57 1.35 56.80 164.16
AUCq.z[nmol-h/L] 8 3141.86 8 2285.92 137.44 1.28 89.06 212.12
AUCq...[nmol" h/L] 8 317731 8 2333.59 136.16 1.28 88.41 209.69
Severe vs. Normal
Cumax[nmol/L] 8 399.46 8 464.19 86.06 1.16 64.88 114.15
AUCq.-[nmol-h/L] 8 3347.73 8 2590.32 129.24 1.20 91.62 182.31
AUCy.o.[nmol- h/L] 7 3391.98 8 2638.63 128.55 1.23 87.42 189.02

7k, ARMBAAE (eGFR : 15mL/min/1.73m? Aifi) BEEZMRE LIEAIMER LA RIE S L
7= B AR RRBRE QNS EIRERABR I X FEME L T ey (TVII-6. (2) BHfEREERE | OESM), AA
DRI SA FT XA Z VT 413 73% (V-4 B OESM) Th o —J, HEEGHORE
{ERORPERIERIT 12% (TVI-7. HEtt) OHEBM) LIRETh o7z, ZhHDORRNG, AANLE
PR SEY) Cld7e <, REIBAR2BE BT O AR ORE RN K E LB 5 mRErhX RV & &
Zbid,

(2) JFHEREREE 2 A9 2 BHE 1T 23 mEhRE

GEANT—%)

L (Child-Pugh A) KO (Child-Pugh B) OIFHEREREE 2 A T H45#E (K HE 8 #) ITA&
Al 18mg & ZEJEIRFHLER O # 5- L7- & &, FFBEREDN IE R Ze kB & el U C, BRJE o fiFHkAE=
AT DHIRAE TIE Cnax T 17%DIET, AUCo (, T 5%D EFH-23FD b, FEEDOATHERERE
BT DHIRAE T Coax T31%DIE T, AUC)_, T31%D EHARZRBO LN (F9),

T

ZHEERRICEROH 22 TIE 2, BEKROHHEEOITHRERSE 263 2 BH 1242 &
PRI AELEEZEZ DN,
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9 FHEREREE 2 A9 DHRE & TFHESREDS IEH 2B & oo
F7 2 RI T A N OREE RO FI

PK parameter Hepatic impairment | Matched control | gMean ratio | gSE 90% CI
n adjusted n adjusted | (T/R;%) Lower Upper
gMean gMean (%) (%)
Mild (C-P A) vs. Normal (control C-P A)
Cumax[nmol/L] 8 409.35 8 491.48 83.29 1.18 60.47 114.71
AUCy.[nmol-h/L] 8 2913.55 8 2786.43 104.56 1.07 91.89 118.98
AUC..o[nmol" h/L] 8 2964.46 8 2811.48 105.44 1.07 92.36 120.38

Moderate (C-P B) vs. Normal (control C-P B)

Cinax[nmol/L] 8 277.67 8 404.46 68.65 1.23 46.48 101.41
AUCq.o[nmol-h/L] 8 2837.74 8 2168.11 130.89 1.22 89.34 191.75
AUC..o[nmol" h/L] 8 2866.58 8 2186.53 131.10 1.22 89.96 191.05

C-PA : Child-PughA, C-PB : Child-Pugh B

7233, EJE (Child-Pugh C) OAFHREREE 26T BB ERIRE LI-AIMER N2 B s L
W PR FRBRA O SR BN AERRBR 13950 L TR 53, Uik E TIIAKIOBRETREN LA 2 REEn &
DB LWL, 2T RITAMOMERITHEEEL 2 (IVII-6. (3) FFREREERE ] OIERR),

11. 0

MR — ST

(1) Huhk

X7 RI TR MOgEFERELE FVC Offixt 28 b & & O ORISR A TN 2 729, 1305-0014 35k
(FIBRONEER-IPF ##) K Y 1305-0023 3R (FIBRONEER-ILD #f#) DEGKT — Z IZH2SWT
WREE — A RIMEET VAR Ulc, AR T DR EE AR IIE F R B T b 7 7 A PR EE (Cringss)
AW, BB FVCET VL, 77 8RB CORIS TR L RHIMOBEETET VI,
27 R TR MORREHIHD off-set TR K& OVEBHEIT O X 1Txh 3 2 REEMZIR L L TR
MUIZET LV TH D, N—ATA FEO FVC TiE, &, A, i, =7 ¥ =7 XIEL7 =
= AT K D EEEOAE (Blx 0L E L UCHHE) KOYEROSHE (IPF XX PPF) O
ERRO LN, KERETOMEEICE, R, =074 =7IC X2 EBERIAOE LT 2= Ry
IZ LD EBEROAROEENREO bz, ETMIESI I alb—va Vv OfEENL, X7
> FIF A b 18mg bid TiE, 52 D FVC DR—ZF A )b OZE LR (PRl (2B 0T,
9 mg bid & el U CEMEANITRD VNS W Z EAVRERTZ, 7 KT A b 18mgbid & E /L
Tx= RUEPFR LT & & OBRE AR, £7 2 K7 X b 9mg bid & HIHE G X I=
VTHE =T EOFH LT L X OgEE - AIERR Rk CThH o7, LLARRL, XTURITXA
FOmgbid Z /N7 2= RULHFHEG LT &, X7 RIT XA MNOBEEEDIKTIZED, FVC
KTFIHIRIT T 7R i L CRREN Th o7, X7 RI T XA NOBEENPIRIZEZ D
AT, TPF BEEM & PPF ABEEMOM T —H L W\,



VL Ehae I BE 3 % TH

(2) &4tk

HEMEICBELTE, X7 R T2 NOBREREEFER TR LRI 2HE (T, B,

BT, S%EBORERD KO 0% EOERERD) L OMEEZ, nP A7 4 v Z7EURET Y 71T

Lo TR L7z, THRIEOMEERBD G%EB) O, $T72 FIT7AFORERE (Cons) &M
oL, FRIAOMERERBD (5%H8) OFEMFET, X7 RITANOBRERE (Chins) O
ELBITER LT, 10%BOEKERD DOFEfMRERXT L FI TR FOBRERE (AUC) & DFH
ZH DT NRIEOHBINGED S, MEHFICER Clded oo, MOER T REZMIC

B4 2HE (ELEOEY) 2oV THE, 272 R 7 X MOBRBEEOHINCEE S HFEROREE
MR EFITRD o,

[\



VI et (B EoEES) (S 5IEAE

=

z=2H (EALDOFEE) (CEY HIEH
1. BEERBLTOER

1. B

. =

AFIOFERAF. ZFNZDWT O+ HHE & BRERBDBEICTREEE - BERE L DERMD
LETITSCE,
(fiFs)
AR OB EMENZIBNT, HEOIREEBENDEETH Y, AFNZOWTO 572505k & IR O
W WIS AR R ORRER 2 B OERO S & THEM SN ZENHEETHL I ENOREL
7

2. ERABRLEDHEMA

2. B (ROBEIZFERELGWNI L)

ARFN DR 5E LB ORBEEIE D & % B3
(FEwt)
ARFN DR U CTRBAE DAL D & % BB ICAA 255 LI, UL 2 Z 9 T RErED &
LT Enb, —RIRIEERFEHS UTHRE LT,

3. MEEXIIHMRICEET HEE L TDOEMA
V-2, ZNRESINRICBIE T B 1R 22T 2 2L,

4. AZERUVRAEICEET S IELTDEA
V-4, HIEROHEICBEET A ERE] 228752 &,

5. EELGEXRMIELTDER
BE ATV

6. RENHRZHILBEICAHT IR

(1) &6E - BEEZEOHHEE
BEESH TR

(2) BHrelEERE

9.2 BEHEEERSE

9.2.1 KEABF £ (eGFR 15mL/min/1.73m’ ki) DEHE
INODOBFEERRL LI MER ORI 2 R & U7 BRI QNS B REsR 13 52
L TR0,

(fiFan)

RIFABEDOBE T LTI G2 N EERE LT,




VI Z24tE (A EoEES) (BT 25AE

(3) FFREMESE

9.3 FFiRIEE S

9.3.1 EEDHHAEME (Child-Pugh O DBHHEE
AHINC X BIFRHERS A2, D OBHERG L LI ABMER ORI AR L LIE
PRBRBRIL O SEM Y ERRIBI JEE L e, T O IFRERERETS O b % S CLEARAI IRt
B ERT 2 TS S 5.

()

T ONFRAERES & 95 IR L CIRR SR <, R 1, ARIOMER L7 5 e

Wb L MBRIE LT,

(4) £JEREERT

9.4 4£TEREEH T HE
BENRT % AIREMED & 2 LRI 1T AFIR G- H e O 4% 5-1% 4 B RNZ B W T3 2 B &
O G e BRI DWW T 2 Z &, BB (7 v b)) OfERICES< & RANTIRRE %
SIER T AN B 5D, ok, MEHED T v MTBWT, i KRR B ORI 4 (5 OIREFE I
U5 HETIIZBESORBIIMRE S LTV 2R, [9.5 2]
(figan)
KA, FEERRRBR O B DEEFEIZ2VHE 0D, T v & AW AR ARERRICB VT,
6mg/kg/ H L ECIRBBIERRBD bile (M1X-2. (3) BismEME, (5) AR AEENRE OBSH),
Z D7, TEIRGOFGA\CBET 28T O MEMSEICBT 20 A X 2 A2 T (HFS42 A 16
ATSEASERTE 0216 25 1 7, FAZRE 0216 55 1 5) ) ZW5E %, BETLICRET 2B 2580 E L7,
TERER A BIEICAK] 18mg 1 B 2 MIERAEG L&, XT7 2 K T2 hOWMIREIA 17
MREECThHL Z LxiE 2, 4 HEOBEMIR 25 E LT,

() xR

9.5 1Fi%
PEI S OMEAR LT 2 FTREME D & 2 ZMRITITR G- L7222 E N E L, BB OFE R0 b |
AANTRPEZ S| S Z T RN H D, 7 v MIBW T, R KERIRIEZE EOK 5 75 OIREICH
YD HECHBIENR 2 bV, TR KRERRERE & O 3 5 TITMR S THh2n, KA
Bl TR AR S b A 1L, [ERICH D2 X 9 IHET 5 2 &, fm & OER
L TCWDATEEMED & 5 L MEIZIE, WEDOFREMNH D Z L 2T 5 Z &, [9.4 2]

(figen)
7 v b ER AW ATER A BRIV T, emgke/ HUL ETIRBIERBO NI EMBRE LT
(MX-2. (5) ARGt DEEM),



VI 24Pt (] EoEES) (B4 5IEE
(6) B
9.6 IRELIF
1B EOR WML OB OFRMEZ ZE L, RALOMGE UL I 2 mFT 22 L, & M
B DA T A~DOBAT, I DOWRA~DFE N ORI WA~DFE T 57 — Z 172D,
R (7 v F) B THIT T ~OBITHRED 51T\ D, [16.5.2 ZH]
(gt
7w RV UC-X T v R 7 A M EHERG U JRERREBRICR W T, BB o mifEt & FR
FEDOHEREN AN IR S 7223, b M CHELFOIRICK T 2 ENRH 7o), KAIZL DR
FEPITRALOMB TP L2 BET 5 L0, EEMES 2 7-oIicxE L (VIS 3) FJit~0%
111k DEBIR),
(N MNREFE
9.7 IMNR
INFREE A G & U T2 R IRRRBR I M L Ty,
(i)
AN AR & LT BRI M L TR WS L BRRTE LT,
(8) =#E
BRE ZAUTU Ve
7. HE%A
10. #E/EA
AHNL CYP3A KON P-HEEH (P-gp) OIETHD (invitro 7T —4),
(fig3t)

FHHA Z FEBLCYP 4y, B NF I 7 v Y — A KT MM E 2 in vitro TOREFHTZ LV, CYP3A
Tt MZBITFL2XR T RITA MO Z VT 7 0 ZADK 710%I2% 535 L#HiE sz, £z,
Caco-2 #lfid % AV Nz in vitro BERIZEBW T, 272 K I 7 A b OTERE T M ~OREEIHIESTRD 5
A, BEENERIEIT P-gp OIIRWIBLERI ORI TRBICAEINZZ END, X7 RI T A NI P-gp
DIEBETHD Z Lavrani (IVIk6. (2) 1) RE#MERORE] LT TVIL-8. F T U AR—F—I(C
BIJ 21 DHEBM),

() RS EZTDERA

RESH TR



VI Z24tE (A EoEES) (BT 25AE

(2) HtRZEEELZDEH

10.2 AR (BFRICEET S &)

FHA

ERAER - FEE Tk

B - SRR+

LT = R

[7.1. 16.7.1 &)

ARAOERNEI T 2HBEN
NdbD, BT x= R ahf
T 2%E1%, RElOE G5
Z 1181 9mg 1 B 2 [AlIZ )& L
A AR

KEND E R RHBEHRETH D
CYP3A NFHEI ., AHD
R R M T2 AIREMEDS &
% (invitro 7—%#) 3,
BT x= R eI L
0. AHNOEFIRETDO T
7 I R EE 3 509K L
7=

SRV IUEH R D CYP3A i
Y
Vo7ypoevy
Trx=hrAV
N Ta el i
NSV SV 3
A3 UF XY VU (St
John” swort, > kT a—
YR U— ) EHEM
(7.1, 16.7.1 1]

ARAOERNEIT BTN
DD, Zivb DA &G
THHEE. ARG EE
18] 9mg 1 H 2 [AlZJik: L7
W2k,

KEND FERRHBEHRETH D
CYP3A NFHEI ., AHD
R MK T T2 ATREMEDS &
D
NN EBE K OREZ
YEOPERIZE Y . RKHID
AUC B ZENE I 51% Kk
4%, Coax 23 31% K TN 15%1
T L7,

i\ CYP3A BHEFH
77 ) Ap~A T
A 72—
U e
[7.2, 16.7.1 1]

KA ORFE RN LA D82
nid 5, 8 CYP3A fHSE
AL DT 25813, AAID
BehA 18 9mg 1 B 2 [A1#%
BITHET 2 &,

KAND ERRHBERETH D
CYP3A DHEI ., AHID
WREE S LA-9 5 AIREMED &
ey

A hTary—rtoftfic
KO ARAID AUC B3 2.2 5,
Cunax 25 1.3 f5IC R LT,

(F#w)

M= 3 5 B 38 & i IE 2 IR BE D T2 O DM EAE T A 7 A > ) IZHEw, BRR TOHFH O RRE
P LB @ L ETHEREPSLE L F 2 6B 2RO EA O —krs iz AL %] O
iZTh vt Lz,

B 7= R

FIR e MFMIRZ FW in vitro TORFRFHERBROFE, IWEHAEOE LT 2= K73 CYP3A4
EHET L AREMEN PRI S 7z, 72, 1305-0014 3BRIZK W T, BT == FUEHOEN T,
AFNOEFIRETO b7 7 MBFEFIREITK 50%B0 L, A& 9mg 1 H 2 BITIEH2 0 GMEREH



VI. Z24etE (EH EoES) (4 2EH
ol Z EnbRE LT (V-5 (4) 1) AahmGEREy KO TVI-1. (4) 2) JFHIEDZE)
DIESM),
FRU TP FRJE O CYP3A A
AHFNE IR (3 CYP3A FBEA]) XixREo & (PO CYP3A FEA) Loy
MEMEARBROMSRICHSE, RAIOMPEREMET TN H D Z bR E L ([VI-1.
4) 2) PFHFEORE] OHEESM),
FR\ Y CYP3A FHEFA
AHIE A KT aF > —L (CYP3A J O P-gp DFRVBEEH]) & O Y AAEHRBROME RIS &,
AFNOMAEEN FRETHAREMERH D Z L nbiRE Lz (IVI-1. (4) 2) PRAKORE] OES
),

8. &l £ A
1. BlEMA

ROBERR S LD ZERHHDT, BIELE+7ITV., BERRD DN GEICITRE
kT 57 EEURLEEZIT Z L,
(fiast)
[ BRI R SR IIAR AR 2 3Bk (1305-0014 546% [DBL2] K Y 1305-0023 546% [DBL1]) Z x4z, A
RIBEL 77 B R BEOZE D R IR IRAT B OG22 AR X - CTRIWEA & LT T&fE6ER ]
(R TERG) TSR] (RERD ) OFRERE LT, £/, BKRBRIZHENT LLEME))
IFHBARAFR e R BB A OBMAED 5 TWDE Z D, TOMOBIEHRDIEIZE W TR
T5,
FeE LTCRIEH OBBEIG 12OV T, 2 WBRZ RSt LR Sh e HEORRBEENGE TE
BRWAEERORBHEEDH H, BRI, L0@WEIEEZR LR (KA 9mg BEH 5 WIIAA
18mg #F) OFBIEIG 2 5LH L7,

(1) EXGEIER & HEIR

1.1 EXGEMEA
11.1.1 EEOTH (1.3%)
(fiFah)

THiIlL, PDE4 PREANCISWTEEMORIER TH 5, AFIOERRERIC I THBEKFH 72 RO
HEELOHMAED LN TEY, £, EERIBOTEFEOANEESNI =T X =T LD
OERRRCIE, FRCRBEARRE L, BEFIMCESTEFA L OEER THLHRESNTNDE 2 Eh
5, IEEO TR Z#HEKZREWEHOEICE W TEEBE T 5 72 DICRE L,

CTCAE grade3 LA L Tl (K] 9mg B : 0.6% [5/785 #il], AHAl 18mg Bf : 1.3% [10/783 #il]) D
ERRBZ SN0, 13%DREIES E L Cii#i LT,




VI Z24tE (A EoEES) (BT 25AE

(2) ZothnalfER

11.2 Z0toEI1ER
10%L4 1 1%LL E 10%A0 | 1%A0

PR & O A b BAREE
O P DA
B IEE T (30.8%) L
ER Y NON TR ke BT
B R A AT RERD

(fifEz)

R R O TR E

RARPOR (KA 9mg BE : 4.6% [36/785 Bil] , A 18mg # : 4.5% [35/783 fil]) DENEH
HHNTT20, 4.6%DRBEIS & LT 1%L 1 10%A5 O X3 2 Fi# L7,

O
OEARE) (RH 9mg B : 0.1% [1/785 #1] , AH 18mg B : 0.0% [0/783 fil]) DEIMEH
BT, 01%DFBEIG & LT 1%ARTHO K3k Lz,

HkEE
T (R 9mg BE : 21.3% [167/785 ] , AAl 18mg # : 30.8% [241/783 f5l]) DRIWEHA
FHHNTT2, 30.8%DFEEIS (1.1 HIZEEH L7z THEDO TR b&Tr) & LT10%L L1
DX ZRLHE L7z,
Bl (KA 9mg B : 5.0% [39/785 fil] , AH| 18mg #f : 5.6% [44/783 1) DREIWER DA &
Niz728, 5.6%DFBEIE L LT 1%L E 10%A5 O X727t Lz,

A SR B OV B LR
bR CAH 9mg BF : 0.3% [2/785 ] , AFH| 18mg Bf : 0.0% [0/783 f5il]) DEWEHA 5
T2, 0.3%DFBLEIS & LT 1%A0m O XA ICFE#H Lz,

R A
RERED (A7) 9mg BF @ 3.2% [25/785 i1 , AHl 18mg #F @ 5.5% [43/783 fil]) DEIEM A
HOENTZT20, 5.5%DFRBEIE & LT 1%Lk 10%A5 O X3 ZFe# L7,



VI

et (I EoRES) (ST LHHEA

SEHGEERXBEEERVEREEERE—E
(1) 1305-0014 5%tB& (DBL2) K UF 1305-0023 :x%ER (DBL1) DHEfEH (£AER)
WIFNHADEKRFIEREHTARARELERREEHY LI IN-HEEER —Treated set (2FEH -

1305-0014 & DBL2 KX U 1305-0023 258D DBL1)

ESZAVAN ES/AAN ES AN ES VAN

IJ7 A b IT7 A 779 N T A b

9mg bid 18mg bid 9mg bid 18mg bid
#n B R (N=1785) (N=783) E e (N=785) (N=1783)
BIVER & B% (%) | % (%) EIE G Bk (%) | Bl% (%)
2 TORIEHN 324 (41.27) | 376 (48.02) Y —P i 4 (0.51) 3 (0.38)
H kS 235(29.94) | 285 (36.40) TI=T I NI
TR 167 (21.27) | 241 (30.78) A7 7 —B N 1013 4 (051
B 39 (4.97) | 44 (5.62) PR T2 A 1 (0.13) 2 (0.26)
M - 21 (2.68) | 24 (3.07) MFETFALHYRAT 7
HEE R 6 (204) | 18 (230) 5 — PR L013) | 1013)
53 12 (1.53) 14 (1.79) C— S B0 1 (0.13) 0 (0.00)
i3 10 (1.27) 14 (1.79) DX QT ER 3 (0.38) 0 (0.00)
LR B 9 (1.15) 8 (1.02) SRR A e 5 1 (0.13) 2 (0.26)
H Il AR B 10 (1.27) 2 (0.26) U 2 RERERE D 2 (0.25) 0 (0.00)
AL 6 (0.76) 4 (0.51) I R EREHE 0 0 (0.00) 1 (0.13)
-G 10 (1.27) 2 (0.26) Mmo-oREZRa7EM | 0 (0.00) 1 (0.13)
WA P 4 (0.51) 4 (0.51) EhrrrFassFo
[UCES 3 (0.38) 3 (0.38) il 2 (0.25) 0 (0.00)
R 5 (0.64) 2 (0.26) DM 1 (0.13) 1 (0.13)
PR 2 (0.25) 2 (0.26) iR W 0 (0.00) 2 (0.26)
TR 1 (0.13) 1 (0.13) TEMEALER Sy h e AR
PN DS 2 (0.25) 1 (0.13) 7 AT VEFHRIER 0 (0.00 1 @13)
G Fik 3 (0.38) 0 (0.00) I MR SR BRI 1 (0.13) 0 (0.00)
BILW 2 (0.25) 1 (0.13) A A v 7 SN 0 (0.00) 1 (0.13)
Vel N 2 (0.25) 0 (0.00) ez vrF=28#mMm | 0 (0.00) 1 (0.13)
AN TS 0 (0.00) 2 (0.26) I ER T 1 (0.13) 0 (0.00)
EES 1 (0.13) 0 (0.00) D RE R A L 0 (0.00) 1 (0.13)
El 1 (0.13) 0 (0.00) X PR EHE 0 (0.00) 1 (0.13)
ekl re 0 (0.00) 1 (0.13) :’:/f’:‘7iﬂ‘/vﬁi~ 0 (0.00) 1 013)
% 0 (0.00) 1 (0.13) A E
s A L 1 (0.13) 0 (0.00) -2 AR BR AR BN 0 (0.00) 1 (0.13)
M4 nE%k 1 (0.13) 0 (0.00) I PEREE 1 (0.13) 0 (0.00)
=D 0 (0.00) 1 (0.13) iR 0 (0.00) 1 (0.13)
FEEYLE 0 (0.00) 1 (0.13) 7 bR BRI |00 1 0.13)
[ 1 (0.13) | 0 (0.00) Es
e R 1 (0.13) 0 (0.00) SR ARG 0 (0.00) 1 (0.13)
HAE 1 (0.13) 0 (0.00) (REHEM 1 (0.13) 0 (0.00)
LS E 1 (0.13) 0 (0.00) A 1. ER eV 1 (0.13) 0 (0.00)
JiIR ]I 0 (0.00) 1 (0.13) — % - 2HEES LV
P 1 (0.13) 0 (0.00) B DIRRE 7 @Iy | 42 636
O PENTRE AR 0 (000 [ 1 (0.13) L% 21 (2.68) | 16 (2.04)
Bk A 47 (5.99) [ 67 (8.56) B 7 (0.89) | 10 (1.28)
> 25 3.18) | 43 (5.49) ijﬁﬁfbﬁ 2 2025; 3 EO-?’S;
FANRGTEURET I )k MM 2 (0.25 3 (0.38
?yx7:§%ﬂ%ﬂu 2 (025) | 5 (064 BER 3 (038) | 1 (0.13)
77— 4 (0.51) 5 (0.64) FER 1 (0.13) 2 (0.26)
—INEINET A AR R 1 (0.13) 2 (0.26)
gxyﬁgii%ﬂnw 2 (025 2 (026) AN PEER | 1 (0.13) 2 (0.26)
SR LA 3 (0.38) 2 (0.26) KA IENRE 0 (0.00) 2 (0.26)




VI Z24tE (A EoEES) (BT 25AE

x7 K ESZAVAN 7K 7K
IFRA b IF AR IF A b IF AR
9mg bid 18mg bid 9mg bid 18mg bid
Cr= | (N=1785) (N=783) ZEE (N=785) (N=783)
BIVEH 8 Bk (%) | B3 (%) BIVEF a8 B% (%) | BilE (%)
Jiisgia 1 (0.13) 1 (0.13) BEEE 1 (0.13) 0 (0.00)
PRI T 0 (0.00) 1 (0.13) WL AR 1 (0.13) 0 (0.00)
IR 0 (0.00) 1 (0.13) L= 20— F— 1 (0.13) 0 (0.00)
A RAURIEE 0 (0.00) 1 (0.13) PR IR AN RENE R 0 (0.00) 1 (0.13)
FE LRI 0 (0.00) 1 (0.13) RREE 0 (0.00) 1 (0.13)
301 0 (0.00) 1 (0.13) fEEAR 1 (0.13) 0 (0.00)
Rth L OeRREE 38 (4.84) | 39 (4.98) LN 1 (0.13) 0 (0.00)
BRI 36 (4.59) | 35 (4.47) W REE 1 (0.13) 0 (0.00)
Jii 7K 0 (0.00) 2 (0.26) EROR IR 0 (0.00) 1 (0.13)
KF N Y U A E 0 (0.00) 2 (0.26) — B PENMEE 5 E 0 (0.00) 1 (0.13)
AR A i iE 0 (0.00) 1 (0.13) HEE MBI 42 0 (0.00) 1 (0.13)
AR E 0 (0.00) 1 (0.13) 112/ E N TSSO 7
7L 3 — VAR 0 (0.00) 1 (0.13) P 2 (293 Al D)
BB K 1 (0.13) 0 (0.00) Ik 12 (1.53) 10 (1.28)
BoalxFua—LmiE | 1 (0.13) 0 (0.00) TR ] 3 (0.38) 6 (0.77)
& PR I S 0 (0.00) 1 (0.13) B Ik 3 (0.38) 1 (0.13)
FEphbEE 35 (4.46) | 35 (4.47) R PR R 0 (0.00) 2 (0.26)
5 ¥ 14 (1.78) 16 (2.04) [Ty 0 (0.00) 1 (0.13)
43 9 (1.15) | 15 (1.92) S S 0 (0.00) 1 (0.13)
RNIRSE 7 (0.89) 4 (0.51) I, 1 (0.13) 1 (0.13)
H B8 3 (038 | 2 (0.26) 11 JPEnR S 2 (0.25) 0 (0.00)
5 R 0 (0.00) 3 (0.38) LR 2 (0.25) 0 (0.00)
M5 5% 1 (013) | 1 (0.13) v SRR 0 (000 | 1 (0.13)
AL 1 (013) | 0 (0.00 S R 1 (0.13) | 0 (0.00)
IR HIE 2 (025) | 0 (0.00 IR KU S % 0 (0.00 | 1 (0.13)
BEMEARZI Y oEE | 1 (0.13) 1 (0.13) MRS E 1 (0.13) 0 (0.00)
SN 0 (000) | 1 (0.13) PRI 1 (0.13) [ 0 (0.00)
P IR 1 (0.13) 0 (0.00) ST OV T
B R 0 (000 [ 1 (013 ggkio&?ﬁwﬁ 2 @s) | 2l e
Tk 0 (0.00) 1 (0.13) FI5 6 (0.76) 3 (0.38)
TV a— VELH 1 (0.13) 0 (0.00) Z 5 FEIE 3 (0.38) 4 (0.51)
U R—JEE 0 (0.00) 1 (0.13) W 2 (0.25) 2 (0.26)
A 1 (0.13) 0 (0.00) ALET 1 (0.13) 2 (0.26)
R= w7 RAE 1 (0.13) 0 (0.00) eSS T 1 (0.13) 2 (0.26)
FetEdn © Sk 1 (0.13) 0 (0.00) AED S 1 (0.13) 1 (0.13)
EHLHEZDRE 0 (0.00) 1 (0.13) F7 i 1 (0.13) 0 (0.00)
H#&% A 1 (0.13) 0 (0.00) IR 0 (0.00) 2 (0.26)
AN 0 (0000 | 1 (0.13) BEWR B 0 (0000 | 1 (0.13)
KNz ELA 1 (0.13) 0 (0.00) B 1 (0.13) 2 (0.26)
AR R 34 (4.33) 35 (4.47) B 2 (0.25) 0 (0.00)
i 20 (2.55) | 17 (2.17) TR 0 (0000 [ 1 (0.13)
FEDME D F 5 (0.64) 8 (1.02) EBME RS 0 (0.00) 1 (0.13)
TR R4 1 (0.13) 3 (0.38) Z O PR 0 (0.00) 1 (0.13)
SR 0 (0.00) 3 (0.38) iy 2 (0.25) 0 (0.00)
iR 2 (025 | 1 (013 el R Z 5 0 (0.00) 1 (0.13)
LA TF T 1 (0.13) 0 (0.00) 7 LV — R G 1 (0.13) 0 (0.00)
FHEh R AR 0 (0.00) 1 (0.13) BEHR H i 1 (0.13) 0 (0.00)
CAL=T 0 (0000 | 1 (0.13) GERPEALBE 0 (0.00) 1 (0.13)
TN 1 (0.13) 0 (0.00) SIFIE 1 (0.13) 0 (0.00)
RS GIR 0 (0000 | 1 (0.13) iR % 0 (0000 [ 1 (0.13)
MR ek 1 (0.13) 0 (0.00)




VI

%

2

M EoEES) (Z45THHE

3508 | %508 EC N AEESPS

5k ITA kK TS5k IRk

9mg bid 18mg bid 9mg bid 18mg bid
Cr= | (N=1785) (N=783) ZEE (N=785) (N=783)
BIVEH HRE Bl (%) | BlE (%) mIVEH FHEE Bl (%) B (%)
AR RS 1 (0.13) 0 (0.00) LR I 0 (0.00) 2 (0.26)
SKBE 1 (0.13) 0 (0.00) APEAE R 2 (0.25) 1 (0.13)
R INIRZIINGEZ 1 (0.13) 0 (0.00) Vel = 1 (0.13) 1 (0.13)
WRIERRFE 1B 1 (0.13) 0 (0.00) DRA 1 (0.13) 0 (0.00)
B R 1 (0.13) 0 (0.00) TRPEAR R 1 (0.13) 0 (0.00)
BYSER X O ARG | 15 (1.91) | 24 (3.07) AP R4 1 (0.13) 0 (0.00)
R RGE R 3 (0.38) 4 (0.51) IWYZE A ) 1 (0.13) 0 (0.00)
Jitige 3 (0.38) 3 (0.38) A7 a > s 1 (0.13) 0 (0.00)
HRIES 0 (0.00) 5 (0.64) DME IR 1 (0.13) 0 (0.00)
_IHEE % 2 (0.25) 0 (0.00) EENR kA 0 (0.00) 1 (0.13)
COVID-19 0 (0.00) 2 (0.26) R EVEAMIHE 0 (0.00) 1 (0.13)
S R G 0 (0.00) 3 (0.38) PSR 0 (0.00) 1 (0.13)
PR I S Y 1 (0.13) 0 (0.00) SRR 1 (0.13) 0 (0.00)
ELZES 0 (0.00) 1 (0.13) I P 6 (0.76) 10 (1.28)
A~ L~ 2 0 (0.00) 1 (0.13) = 2 (0.25) 3 (0.38)
7 A L AP TE Y 0 (0.00) 1 (0.13) Mg 0 (0.00) 4 (0.51)
5 R 0 (0000 | 1 (0.13) 1% 2 (0.25) 0 (0.00)
R R 1 (013) | 0 (0.00) VR KR IR LR 0 (0.00) 1 (0.13)
BB 1 013) | 0 (0.00) AR RENE 5 L EE 1 (013 | 0 (0.00)
iR 0 (0.00) 1 (0.13) b 0 (0.00) 1 (0.13)
FHER 48 0 (0.00) 1 (0.13) g 1 (0.13) 0 (0.00)
LR 1 (013) | 0 (0.00) FR R 0 (0000 | 1 (0.13)
HEEIRAG £ 0 (0000 | 1 (0.13) AR A b 3 (038) | 3 (0.38)
AESCEES 0 (0000 | 1 (0.13) PR R 1 (0.13) | 2 (0.26)
:fw%:iig_x Tl (0.00) 1 (0.13) SEPERT I E D EEL 1 (0.13) 1 (0.13)
2T A SR SR 1 (0.13) 0 (0.00)
AT P 5% 1 (013) | 0 (0.00) B L OREEE 4 (0.51) 7 (0.89)
Il S e g% 0 (0.00) 1 (0.13) E FUR 1 (0.13) 2 (0.26)
2 I 1 (0.13) 0 (0.00) MR 0 (0.00) 2 (0.26)
SRS 0 (0.00) 1 (0.13) RiET5hA 3 (0.38) 0 (0.00)
S e 0 (000 | 1 (0.13) TAT I VIR 0 (000 [ 1 (013
e 1013 | 0000 HEIR PR 0 (0000 | 1 (0.13)
gﬁ%ij’ﬁ%ioﬁaﬁ 12 (153) | 15 (1.92) B 0 (0.00) 1 (0.13)
,%Eﬁmﬁ 0w o 5%1%33 s 0 (0.00) 1 (0.13)
DU 0 (0000 | 7 (0.89) z’;} TR EORET |y (o5 3 (0.38)
5 A 2 (025) | 0 (0.00 PGB 4 (050D | 2 (0.26)
i 1 (013) | 3 (0.38) L 0 (0.00) 1 (0.13)
5 HBIR 2 (0.25) 0 (0.00) MEE L o <REE=E | 2 (0.25) 1 (0.13)
B AR 2 (0.25) 0 (0.00) 21 0 (0.00) 1 (0.13)
HIET 1 ©.13) 10 (0.00) PR Z R 1013 | 0 (0.00
) v~ F 0 (0000 | 1 (013 IR 1 (013) | 0 (000)
LD 0 (0.00) | 1 (0.13) Hib L kKIS 3 (0.38) 3 (0.38)
LUK Kiculi] 0 (0.00) | 1 (0.13) I E 2 (0.25) 2 (0.26)
115 B A A TEL 0 (0.00) 1 (0.13) Hg 1 (0.13) 1 (0.13)
A HLRRAE P 4T 0 (0000 | 1 (0.13) AFiRS L OGRS | 2 (025 | 2 (0.26)
FRET rh e 1 (0.13) 0 (0.00) T B K 1 (0.13) 0 (0.00)
Uk 2 10 (1.27) 9 (1.15) LR 1 (0.13) 0 (0.00)
IE 2 (025) | 2 (0.26) LR 0 (0000 | 1 (0.13)
AR 1 (013) | 0 (0.00 L 0 (000 | 1 (0.13)




VI Z24tE (A EoEES) (BT 25AE

E 2 S F5UK8 | xFF
SN N7 R NN
9mg bid 18mg bid 9mg bid 18mg bid
Cr= | (N=1785) (N=783) A= (N=785) (N=783)
BIl/EFH I RE B% (%) | % (%) BIE 35 B (%) | Bl (%)
IRpEE 0 (0.00) 3 (0.38) o WBE 0 (0.00) 1 (0.13)
KNI 474 0 (0.00) 1 (0.13) PRI T 0 (0.00) 1 (0.13)
AR 75 1. 0 (0.00) 1 (0.13) BAE, B X OFER
B E 0 (0.00) 1 (0.13) OB AEY (FERRBSEIV | 0 (0.00) 1 (0.13)
thSBRIE 0 (0.00) 2 (0.26) R —T & ETe)
AR EE 0 (0.00) 2 (0.26) Jik JECHE e 0 (0.00) 1 (0.13)

MedDRA ver27.1




VI

et (I EoRES) (ST LHHEA

(2) 1305-0014 EE&

DWIThHhDAFIIRER TRRELEARBRSH Y LHM SNI-FEER —Treated set (£{AFKH : DBL2)

EZ70 I S X7 K | RZUK

SN N7 IF AL N7

9mg bid 18mg bid 9mg bid 18mg bid
Cr= | (N=392) (N=392) ZEE (N=392) (N=392)
BIl/EFH I RE B (%) | B (%) RIVEH R B (%) | FiE (%)
2 TORIEH 179 (45.66) | 208 (53.06) B TEE 1 (0.26) 0 (0.00)
BYUER L OFASE | 11 (2.81) 12 (3.06) D% 0 (0.00) 1 (0.26)
COVID-19 0 (0.00) 1 (0.26) WEL SR, MERds L OE | 13 (3.32) | 11 (2.81)
GBI 2 (0.51) 1 (0.26) bRl
- nHEE 2% 1 (0.26) 2 (0.51) Ik 5 (1.28) 7 (1.79)
RUER 1 (0.26) 0 (0.00) 0% R 1 (0.26) 2 (0.51)
filize 1 (0.26) 0 (0.00) TR K 2 (0.51) 1 (0.26)
R 0 (0.00) 3 (0.77) sl 1 (0.26) 0 (0.00)
LRSI 0 (0.00) 1 (0.26) £ i 1 (0.26) 1 (0.26)
T IRAERL 1 (0.26) 1 (0.26) K PENFBER 2 (0.51) 0 (0.00)
iR 0 (0.00) 1 (0.26) IR R TR 1 (0.26) 0 (0.00)
RIS 2 (0.51) 1 (0.26) U S 0 (0.00) 1 (0.26)
BN 1 (0.26) 0 (0.00) — % - EHEES LV | 21 (5.36) 15 (3.83)
WU ENES 3 v 7 0 (0.00) 1 (0.26) Be HAERAL DR BE
W BLR 1 (0.26) 0 (0.00) RAEEA L 1 (0.26) 1 (0.26)
BER 0 (0.00) 1 (0.26) 5T 13 (3.32) 7 (1.79)
it~ L2 1 (0.26) 0 (0.00) M E 5 (1.28) 6 (1.53)
(R R A 0 (0.00) 1 (0.26) ok 0 (0.00) 1 (0.26)
H kS 128 (32.65) | 158 (40.31) R VE E 2 (0.51) 1 (0.26)
T 87 (22.19) | 135 (34.44) FEEL 1 (0.26) 0 (0.00)
B 21 (5.36) 20 (5.10) AL REERIRREEAL 0 (0.00) 1 (0.26)
M - 9 (2.30) 10 (2.55) IR A 31 (7.91) | 44 (11.22)
155K 1 (0.26) 0 (0.00) IRE R 18 (459) | 28 (7.14)
i3 6 (1.53) 8 (2.04) C-RUG R F N 2 (0.51) 0 (0.00)
530 8 (2.04) 7 (1.79) TANGEBT I/ | 1 (0.26) 5 (1.28)
PEE R 8 (2.04) 10 (2.55) NIV AT =T —EH
B AT R R 6 (1.53) | 0 (0.00) n
-G 7 (1.79) 3 (0.77) y-INBEIN T | 2 (0.51) 1 (0.26)
WA R 4 (L02) | 3 (077 7 =728
WL A e 4 (102 | 4 (1.02) Y /X2 HI 4 (1.02) | 3 (077
P 1 (0.26) 0 (0.00) TI7=v7I ) T 1 (0.26) 3 (0.77)
g 2 (051) | 2 (05D A7 =7 —CHIN
] A 7 48 3 (0.77) 1 (0.26) MHOREZAa7HI | 0 (0.00) 1 (0.26)
0 3 (077 | 3 (077 7 X7 B 4 (1.02) | 3 (0.77)
H % 1 (0.26) 0 (0.00) s 5 1 (0.26) 1 (0.26)
j(ﬂ%j% 2 (0_51) 0 (000) [ﬁlqj7]\'7*);§i'%jjﬂ 0 (000) 1 (026)
= 1 (026) | 0 (0.00) A T 1 (026) | 1 (0.26)
W N 1 (0.26) 0 (0.00) PR T2 A 1 (0.26) 2 (0.51)
SNBSS 0 (0.00) 1 (0.26) M 7BV ARZ77 | 1 (0.26) 1 (0.26)
Je5 T 1 (026) | 0 (0.00) 7 — LN
B 1 (026) 1 (026) RS ick ezl 1 (0.26) 0 (0.00)
{2 0 (0.00) 1 (0.26) 7ra hu B ERREE | 0 (0.00) 1 (0.26)
Of g% 1 (0.26) 0 (0.00) E .
Tk 0 (0.00) 1 (0.26) TEVEALERY ha AR | 0 (0.00) 1 (0.26)

7 AT IR R




VI Z24tE (A EoEES) (BT 25AE

x7 K EZAVAN ESZAVAN ESZ AN

AN IF AR NS A

9mg bid 18mg bid 9mg bid 18mg bid
Cr= | (N=392) (N=392) ZEE (N=392) (N=392)
BIVEH 8 Bk (%) | B3 (%) BIVEF a8 Bi%k (%) | B (%)
i MR 0 (0.00) 1 (0.26) LU ESIET 0 (0.00) 1 (0.26)
AT HREREHE N 0 (0.00) 1 (0.26) e 1 (0.26) 0 (0.00)
PR ARG 0 (0.00) 1 (0.26) v 1 (0.26) 0 (0.00)
MLH A v v BN 0 (0.00) 1 (0.26) AR X O E 26 (6.63) | 21 (5.36)
DR A R 0 (0.00) 1 (0.26) BB HE 22 (5.61) 19 (4.85)
suARN) Uy LA | 0 (0.00) 1 (0.26) e IR 1 (0.26) 0 (0.00)
i ik 0 (0.00) 1 (0.26)
SRR L ER A FEIE 0 0 (0.00) 1 (0.26) EalLzFo—UmfE | 1 (0.26) 0 (0.00)
JIlIRY W 0 (0.00) 1 (0.26) 7 PRI 1f S 0 (0.00) 1 (0.26)
MiEkERBS LA | 6 (1.53) 7 (1.79) N ACEN 1 (0.26) 0 (0.00)
TP 2 AR E 0 (0.00) 1 (0.26)
GRHI] 1 (0.26) 0 (0.00) 7 L3 — LAt 0 (0.00) 1 (0.26)
ST 2 (051 | 0 (0.00) i 1 (026) | 0 (0.00)
L3 0 (0000 | 4 (1.02) Bl KO TGRS | 14 357) | 14 (357)
5 IR 2 (0.51) 0 (0.00) =
RS 0 (0.00) 2 (0.51) 5 4 (1.02) 1 (0.26)
RAS AR 2 (0.51) 0 (0.00) 7 5 FENE 3 (0.77) 2 (0.51)
i Risuli 0 (0000 | 1 (0.26) 2 AR 1 (026) | 0 (0.00)
LIS 0 (0.000 | 1 (026) AT R 1 (026) | 0 (0.00)
A A AEAE 1 (0.26) 0 (0.00) ATEE 1 (0.26) 1 (0.26)
e R B 19 (4.85) | 17 (4.34) R & 4 1 (0.26) 0 (0.00)
FIEEES 12 (3.06) 9 (2.30) iED S 0 (0.00) 1 (0.26)
FERME D F 3 (0.77) 4 (1.02) W& 1 (0.26) 0 (0.00)
SRR 1 (0.26) 0 (0.00) EA S 1 (0.26) 3 (0.77)
BRI 0 (0.00) | 2 (051 BEI 1 (0260 | 0 (0.00)
RRILGEE 0 (0.00) | 1 (026) RS 0 (000 [ 1 (026
— P A i A 0 (0.00) 1 (0.26) TS 0 (0.00) 2 (0.51)
IR 0 (0.00) | 1 (026) TUAK—PEEER | 1 (026) | 0 (0.00)
FHED IR AR R 0 (0.00) 1 (0.26) BRI B R 95 1 (0.26) 0 (0.00)
AL 1 (026) | 0 (0.00) 5 e 0 (0.00 | 1 (0.26)
ﬂ%ﬁﬂ%& 1 (0.26) 0 (0.00) =i 1 (026) 0 (0.00)
RHGER 1 (026) | 0 (0.00 IR Z i 0 (0000 | 1 (0.26)
%ﬁ;i_m\%_ 1 (026) | 0 (0.00) FEEEALHE 0 (0.00) 1 (0.26)
RS 0 (000 | 1 (026) TR 0 (0000 | 1 (0.26)
UL AL 1 (026) | 0 (0.00) B LR 1 (026) | 0 (0.00)
kil O (C5) o () B, PERB X OWE | 0 (0.00) 1 (0.26)
5 O 6 (1.53) 4 (1.02) o
S 6 (1.53) | 6 (153) KRR 0 (0000 | 1 (026)
IRAE 3077 |2 05D |7 g 5128 | 4 (1.02)
ko 3 (077) 12 (051 L) 1 (0260 | 0 (0.00)
m o S5y 0 (0.00) 1 (0.26) A 1 (0.26) 0 (0.00)
5l 0 (0.00) 2 (0.51) B 1 (0.26) 1 (0.26)
= 7 FELE 1 (0.26) 0 (0.00) L 0 (0.00) 1 (026)
WA BRAE 2 (0.51) 0 (0.00) I 1 (0.26) 0 (0.00)
T =—VELA 1 (026) | 0 (0.00) IRV 0 (0000 | 1 (026)
3k 0 (0.00) | 1 (026) PR 0 (0000 | 1 (0.26)
J & ok 0 (0.00) 1 (0.26) E L 1 (0.26) 0 (0.00)
K5O 1 (0.26) 0 (0.00) T
EAVERL S Sk | 1 (0.26) 0 (0.00) LA L (020 0 000




VI

%

ettt M EOEERS) (S 5EE

x7 K ESZAVAN ESZAVAN ESZ AN

SN N7 NS N7

9mg bid 18mg bid 9mg bid 18mg bid
B (N=392) (N=392) ZEE (N=392) (N=392)
BIl/EFH I RE B% (%) | % (%) BIE 35 Bk (%) | Bl% (%)
I FE 5 (1.28) 7 (1.79) R P 0 (0.00) 2 (0.51)
ren I 1 (0.26) 1 (0.26) KIAT7A4 0 (0.00) 1 (0.26)
HIINER 2 (0.51) 0 (0.00) A EE 0 (0.00) 1 (0.26)
=SS 0 (0.00) 3 (0.77) GRS X O EREE 1 (0.26) 0 (0.00)
1o i 1 (0.26) 0 (0.00) FLANER 1 (0.26) 0 (0.00)
G ER IR AR S 0 (0.00) 1 (0.26) MEB LU R | 1 (0.26) 0 (0.00)
AL 0 (0.00) 1 (0.26) =
RKREM: & I AE 1 (0.26) 0 (0.00) M NI E 1 (0.26) 0 (0.00)
FRIR AR AE 0 (0.00) 1 (0.26) FB LUK EE 2 (0.51) 2 (0.51)
BB L OUR KSR E 1 (0.26) 4 (1.02) IR D F 2 (0.51) 2 (0.51)
ifJR 0 (0.00) 1 (0.26) JFNRIE R R 2 (0.51) 2 (0.51)
EHAR 1 (0.26) 1 (0.26) FFHERE L & 0 (0.00) 1 (0.26)
JRIRAE 0 (0.00) 1 (0.26) S PEIFREE DB 1 (0.26) 1 (0.26)
B 0 (0.00) 1 (0.26) SR B 1 (0.26) 0 (0.00)
Bk, RS X OGEM | 0 (0.00) 1 (0.26) PN o WA R 55 0 (0.00) 1 (0.26)
FTHOHEY (Fas PERRBEREIR T 0 (0.00) 1 (0.26)
LORY =T &5ETe) iyt 0 (0.00) 2 (0.51)
S AR 0 (0.00) 1 (0.26) i) e Ao 0 (0.00) 2 (0.51)

MedDRA ver27.1




VI Z24tE (A EoEES) (BT 25AE

2) WFNHIDAFIRSHCTRRELRRBEGZRSLHY LHHIN-EEER —Treated set (HAAEM :
DBL2)

ESZAV AN ESZAVAN 37K ESZAVAN
I 7 A b IT7 A 779 N ST A b
9mg bid 18mg bid 9mg bid 18mg bid
#n B R (N=44) (N=54) E e (N=44) (N=54)
BIVER & B% (%) | % (%) BIVE R 8 Bk (%) | Bl% (%)
2 TORIEHN 24 (54.55) | 33 (61.33) [Nk 1 (2.27) 0 (0.00)
HIskEE 15 (34.09) | 25 (46.30) F & ¥ X OV TR
T 13 (29.55) | 22 (40.74) £ 2 ) 5 G0
PEE R 0 (0.00) 4 (741) % 0 (0.00) 1 (1.85)
G 1 2.27) 0 (0.00) FENR R ZE 0 (0.00) 1 (1.85)
O O E%R 1 (2.27) 0 (0.00) HLBE 1 (2.27) 0 (0.00)
NIES 0 (0.00) 1 (1.85) SIS 1 2.27) 0 (0.00)
HRIE W PR R 1 (2.27) 0 (0.00) B3 0 (0.00) 1 (1.85)
R 3 (6.82) 7 (12.96) FE S 1 (2.27) 1 (1.85)
LR 0 (0.00) 4 (7.41) s 1 (2.27) 1 (1.85)
TANGRAET I/ |k Dol 1 (2.27) 2 (3.70)
Svares—paygn | | @20 | 10185 R I 0 (0000 | 1 (185
U o —-BHEN 1 (2.27) 0 (0.00) DARE 1 (2.27) 0 (0.00)
TI=TI ) NI AR 0 (0.00) 1 (1.85)
A7 =7 —BHN 0 (0.00) L (1.85) TR R 1 (2.27) 2 (3.70)
77— 0 (0.00) 1 (1.85) SEYR 1 (2.27) 1 (1.85)
C-BUSTER A 1 (2.27) 0 (0.00) FHE) AR 0 (0.00) 1 (1.85)
Y-INEINET R — iR PEN I S 1E 0 (0.00) 1 (1.85)
Z=2 il L @2 | 0 0 R REBRBLT 000 | 1 (188)
I HRERERHE N 0 (0.00) 1 (1.85) B 5-EBAL D IRRE : :
JEYSER L OVEAERIE | 6 (13.64) 3 (5.56) i 0 (0.00) 1 (1.85)
AN PENTZ 2 (4.55) 1 (1.85) FHEREE R 5 1 (2.27) 0 (0.00)
LR 1 2.27) 0 (0.00) SRR E 1 (2.27) 0 (0.00)
Bl L~ 2 1 2.27) 0 (0.00) It A2 e 0 (0.00) 2 (3.70)
BRI 0 (0.00) 1 (1.85) mAER 0 (0.00) 2 (3.70)
UEEESS 0 (0.00) 1 (1.85) BB &k ORI 0 (0.00) 1 (1.85)
i g% 1 (2.27) 0 (0.00) B 0 (0.00) 1 (1.85)
| AGE Y 1 (2.27) 0 (0.00) MR g, MO EREs L ONE
Ris L CERE | 3 s | 5 0200 | | ekes Dl A
BAEHE 1 (2.27) 5 (9.26) £ i 1 (2.27) 0 (0.00)
Eavrxrao—LVmiE | 1 (2.27) 0 (0.00)

MedDRA ver27.1



VI Zeate (BEH EoVEES) IS 53 H

(3) 1305-0023 EXE&R
DWWTIhHODRFIREEH TRERELRARBEFRSHY LI SN-BEER —Treated set (/KM :DBL1)

x7 K EZAVAN ESAAN ESZ AN

SN NN IF AL NN

9mg bid 18mg bid 9mg bid 18mg bid
B (N=393) (N=391) ZEE (N=392) (N=392)
BIVER S B (%) | B (%) RIVEH R B (%) | FiE (%)
2 CORIEMR 157 (39.95) | 178 (45.52) H BEPIR BT Ak 0 (0.00) 1 (0.26)
BYYEB L OFAIGE | 9 (2.29) 18 (4.60) EEYE 0 (0.00) 1 (0.26)
GBI 2 (0.51) 3 (0.77) NE SR [T 1 (0.25) 0 (0.00)
COVID-19 0 (0.00) 1 (0.26) ZE T 1 (0.25) 0 (0.00)
R UFIER/S 1 (0.25) 0 (0.00) fEAE 1 (0.25) 0 (0.00)
JitiZ& 2 (0.51) 3 (0.77) M 2R, MERE KOG | 11 (2.80) 11 (2.81)
PR 1 (0.25) 0 (0.00) fEE
eI EAS 0 (0.00) 1 (0.26) AU 7 (1.78) 4 (1.02)
FRGE R 0 (0.00) 1 (0.26) I 0 ) 2 (0.51) 4 (1.02)
EIE 0 (0.00) 1 (0.26) R PR R 0 (0.00) 2 (0.51)
R 0 (0.00) 1 (0.26) TP Ak 1 (0.25) 0 (0.00)
ElCES 0 (0.00) 1 (0.26) V) 1 (0.25) 0 (0.00)
BRI 1 (0.25) 0 (0.00) X 1 (0.25) 0 (0.00)
HRIEZ 0 (0.00) 4 (1.02) s 5L 0 (0.00) 1 (0.26)
B 1 (0.25) 0 (0.00) AN 0 (0.00) 1 (0.26)
LR 1 (0.25) 0 (0.00) SRR S 1 (0.25) 0 (0.00)
A IV APERGE I 0 (0.00) 1 (0.26) FERRGL MRS SOk 0 (0.00) 1 (0.26)
ERRES 0 (0.00) 1 (0.26) PAZEM RIERR S 1 (0.25) 0 (0.00)
Za—FYAFA A | 0 (0.00) 1 (0.26) — % - BHEERB LV | 17 (4.33) 27 (6.91)
0T A gk G- EALOARRE
JE T it 0 (0.00) 1 (0.26) N 2 (0.51) 2 (0.51)
AR S 0 (0.00) 1 (0.26) 9857 8 (2.04) 9 (2.30)
BHER 0 (0.00) 1 (0.26) FEEL 0 (0.00) 2 (0.51)
Y L AMETIS 0 (0.00) 1 (0.26) RV 0 (0.00) 2 (0.51)
H RS 111(28.24) | 129 (32.99) W E 2 (0.51) 4 (1.02)
T 83 (21.12) | 106 (27.11) ok 1 (0.25) 0 (0.00)
T 18 (4.58) | 25 (6.39) P BT 0 (0.00) 1 (0.26)
M - 12 (3.05) 14 (3.58) ATV YERER | 1 (0.25) 2 (0.51)
B Bl iR R 5 (1.27) 2 (0.51) e AR e 1 (0.25) 2 (0.51)
PEE IS N 8 (2.04) 9 (2.30) KRy NERE 0 (0.00) 2 (0.51)
G 2 (0.51) 0 (0.00) VIR 0 (0.00) 1 (0.26)
M 5 27 | 7 (A79) [y 3 076) [ 1 (026)
LI 4 (1.02) | 2 (051 DR 0 (0.000 | 1 (0.26)
e R 5 (127) | 5 (128) I 1 0 (0.000 [ 1 (0.26)
15 4 (1.02) 7 (1.79) A =7yl | 0 (0.00) 1 (0.26)
HEER R 4 (1.02) 2 (0.51) S B
il 1 (025) | 2 (0.51) WERARBLORAM | 6 (153) | 8 (2.05)
H Jres 2 (0.51) 1 (0.26) s
THEE 1 (0.25) 1 (0.26) R £ 3 (0.76) 1 (0.26)
L ZEE 1 (025) | 0 (0.00) 5 1 (025) | 0 (0.00)
K% 0 (0.00) 1 (0.26) 5 A 1 (0.25) 1 (0.26)
T8k 2% 0 (0.00) 1 (0.26) VU R 0 (0.00) 3 (0.77)
JIIREEZ[2liis 0 (0.00) 1 (0.26) iV v~F 0 (0.00) 1 (0.26)
NZES 0 (0.00) 1 (0.26) KT 1 (0.25) 0 (0.00)
BLW 1 (0.25) 0 (0.00) A7 A A L 0 (0.00) 1 (0.26)
P HH i 1 (0.25) 0 (0.00) EHERENEE T 0 (0.00) 1 (0.26)




VI Z24tE (A EoEES) (BT 25AE

*70 K | 270K x50 F | 70K
N7 A7 T T A bB RGN
9mg bid 18mg bid 9mg bid 18mg bid

Cr= | (N=392) (N=392) ZEE (N=392) (N=392)

mI1ER FHEE Bl (%) | BlE (%) mIVEH FHEE B (%) | BlE (%)

BRI A 22 (5.60) 27 (6.91) ToA T H T 1 (0.25) 0 (0.00)

IR 11 (2.80) 19 (4.86) A =T 0 (0.00) 1 (0.26)

To=r737 87| 0 (0.00) 1 (0.26) EXERMESETR 0 (0.00) 1 (0.26)

A7 =7 —BHm HEE IR EhARAR 4 0 (0.00) 1 (0.26)

TARTEET I/ b | 1 (0.25) 0 (0.00) R X O E 15 (3.82) 19 (4.89)

AT =T —PHINN BABOR 15 (3.82) 16 (4.09)

77— 0 (0.00) 2 (0.51) KF U ¥ AMSE 0 (0.00) 2 (0.51)

y-ZHEIN T A | 0 (0.00) 1 (0.26) 1R 4 e 0 (0.00) 1 (0.26)

7 = 7 —PHRIN) Jhi K 0 (0.00) 1 (0.26)

fiTEER b5 2 (0.51) 1 (0.26) gy he—AFKEBOKE | 0 (0.00) 1 (0.26)

M7 vy F=8m | 1 (0.25) 1 (0.26) PR

LR QT ML & 3 (0.76) | 0 (0.00) B L O FALEREE | 9 229) | 8 (2.05)

IR RE R A i - - 1 (0.25) 2 (0.51) =

Y 2o SERE R 2 (0.51) 0 (0.00) 295 2 (0.51) 2 (0.51)

DB 0 (0.00) 1 (0.26) s 2 (0.51) 1 (0.26)

IRy W i 0 (0.00) 1 (0.26) STEE 0 (0.00) 1 (0.26)

LN 1 (0.25) 0 (0.00) 7 5 PESE 0 (0.00) 2 (0.51)

@R arressFo | 2 (0.51) 0 (0.00) e 1 (0.25) 0 (0.00)

gl R % 0 (0000 | 1 (0.26)

AvF =7z yin | 0 (0.00) 1 (0.26) s 1 (0.25) 0 (0.00)

EHERE 25 0 (000 [ 2 (05D

IR ERE R 1 (0.25) 0 (0.00) BEfR 215 0 (0.00) 1 (0.26)

1 1fn BRSO 1 (0.25) 0 (0.00) W X 1 (0.25) 0 (0.00)

I LR B N 1 (0.25) 0 (0.00) ST 1 (0.25) 0 (0.00)

'IL‘%E PR %E%ﬁ 0 (000) 1 (026) Wﬁ‘é&)’%’% 0 (0'00) 1 (0.26)

KRS 21 (534) | 20 (5.12) SERE 1 (0.25) 0 (0.00)

D 2 10 (2.54) |13 (3.32) RS 1 (025 | 0 (0.00)

e 5 (1.27) | 9 (230) e, FEBIOME | 4 102 | 2 (051)

ARHRSE 4 (1.02) 2 (0.51) N3

A 2 (05D | 0 (0.00 BB 4 (102 | 1 (026)

DRI 0 000 | 1020 | ages; 0 (000 | 1 (026)

L 0 (000 | 1 (0.26) Dol 5 (127 [ 5 (128)

PR ) 1 (025) | 0 (0.00) e 1 (0.25) 1 (0.26)

5l 0 (0.00) 1 (0.26) SR 1 (0.25) 0 (0.00)

RAMERZI S SOfEEE | 0 (0.00) 1 (0.26) RS 0 (0.00) 1 (0.26)

Fei 105 1 (025) | 0 (0.00) R PESMILE 0 (0.00) 1 (0.26)

JEE R E 0 (0.00) 1 (0.26) M L 0 (0.00) 1 (0.26)

Frge b4 © oEE 1 (0.25) 0 (0.00) TSR 2 (051 0 (0.00)

EHEEDRE 0 (0.00) 1 (0.26) A 1 (0.25) 1 (0.26)

A BedX 1 (0.25) 0 (0.00 AMEESERA 1 (0.25) 0 (0.00)

AN 0 (0.00) | 1 (0.26) W7 a2 1 (025 | 0 (0.00)

PRI E 15 (3.82) 19 (4.86) 1A% fs e 2 (0.51) 4 (1.02)

2] 8 204 | 8 (205 ML 2 (050 | 2 (051

FEMED F 2 (0.51) 4 (1.02) 1145 s 0 (0.00) 1 (0.26)

i L (025 | 0 (0.00) VEHL IR MLF 0 (000 | 1 (026)

ik 2 (05D | 1 (0.26) B X ORENEE 3 (076) | 3 (077

PR 0 (0000 | 2 (051) L 0 (000 | 1 (0.26)

ML 4 1 (025) | 1 (026) IR FIE 0 (0000 | 1 (026)

R IR ARREREIERE 0 (0.00) 1 (0.26) R 3 (0.76) 0 (0.00)

IRAEPED F 0 (0.00) 1 (0.26) E AR 0 (0.00) 1 (0.26)

IR 1 (0.25) 0 (0.00)




VI

%

ettt M EOEERS) (S 5EE

x7 K ESZAVAN ESZAVAN ESZ AN

N7 N7 2T AL 2T A b

9mg bid 18mg bid 9mg bid 18mg bid
Cr= | (N=392) (N=392) ZEE (N=392) (N=392)
BIl/EFH I RE B (%) | B (%) RIVE R B (%) | B (%)
TILT IR 0 (0.00) 1 (0.26) MR LY R E | 1 (0.25) 1 (0.26)
AR s = 0 (0.00) 3 (0.77) &
F 0 (0.00) 1 (0.26) =il 0 (0.00) 1 (0.26)
IR 5 FEIE 0 (0.00) 1 (0.26) SRR Z MR M 1 (0.25) 0 (0.00)
AR 75 1. 0 (0.00) 1 (0.26) GRS X O EREE 1 (0.25) 2 (0.51)
B XK REE 1 (0.25) 1 (0.26) DA PN 1 (0.25) 0 (0.00)
Hig 1 (0.25) 1 (0.26) FL 7 s 0 (0.00) 1 (0.26)
JHFREE R R 1 (0.25) 2 (0.51) Jia H i, 0 (0.00) 1 (0.26)
FFRgRE L5 1 (0.25) 1 (0.26)
RRA S 0 (0.00) 1 (0.26)
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VI Z24tE (A EoEES) (BT 25AE

2) WFNHIDAFIRSEHCTRRELRREFZESLY LHHEINI-EEER —Treated set (HAAEM :
DBLI1)

ESZAV AN ESZAVAN 37K ESZAVAN
I 7 A b IT7 A 779 N ST A b
9mg bid 18mg bid 9mg bid 18mg bid
#n B R (N=49) (N=51) E e (N=49) (N=51)
BIVEH R BilEk (%) | B3 (%) BIVE R 8 Bil%k (%) | B (%)
ETOREIVEM 23 (46.94) | 24 (47.06) RS 1 (2.04) 0 (0.00)
HIskEE 18 (36.73) | 16 (31.37) HLBE 0 (0.00) 1 (1.96)
il 14 (28.57) | 13 (25.49) eS8 1 (2.04) 0 (0.00)
BE(E [R5 N 1 (2.04) 1 (1.96) — % - EHEER IO
& 2 (4.08) 1 (1.96) R IVABYINS 2 G 2 o)
L 0 (0.00) 3 (5.88) PRk 2 (4.08) 0 (0.00)
XA 2 (4.08) 0 (0.00) 5 0 (0.00) 1 (1.96)
Mg - 0 (0.00) 2 (3.92) F D Mg 0 (0.00) 1 (1.96)
I 1 (2.04) 0 (0.00) BYUER L OEAERE | 1 (2.04) 3 (5.88)
f 1 (2.04) 0 (0.00) IR Xk 0 (0.00) 1 (1.96)
53 0 (0.00) 1 (1.96) iEN TS 0 (0.00) 1 (1.96)
FEZ 1 (2.04) 0 (0.00) Za—FEVAFA A
R R 5 (10.2) 4 (7.84) 0 T A fifi g 0 (0.00) L (1.96)
IREER D 4 (8.16) 4 (7.84) BRI 1 (2.04) 0 (0.00)
77— 0 (0.00) 1 (1.96) ST A i 0 (0.00) 1 (1.96)
S RERR A -5 1 (2.04) 0 (0.00) A VAT 0 (0.00) 1 (1.96)
R L O E®E 5 (10.2) 5 (9.80) JFIRSE SRR E 0 (0.00) 1 (1.96)
BBRIHE 5 (10.2) 4 (7.84) AR 0 (0.00) 1 (1.96)
ik 0 (0.00) 1 (1.96) FEOR 2R, MoERds & OVt
= A FEOW | 000 e B e 1 (204) | 0 (0.00)
I ' ' i P 2% 1 (2.04) 0 (0.00)
K7~ U v A E 0 (0.00) 1 (1.96) NS 0 (0.00) 1 (1.96)
FEfhE 5 (10.2) 1 (1.96) e A= 0 (0.00) 1 (1.96)
5 O 2 (4.08) 1 (1.96) PR R BE 1 (2.04) 0 (0.00)
R 1 (2.04) 0 (0.00) FEMED F 1 (2.04) 0 (0.00)
REEE 1 (2.04) 0 (0.00) BB L QYR RS 0 (0.00) 1 (1.96)
H # AR 1 (2.04) 0 (0.00) EAR 0 (0.00) 1 (1.96)
T L OB EMRIESE] 2 (4.08) 3 (5.88) I 0 (0.00) 1 (1.96)
J95 0 (0.00) 2 (3.92) 5 I )£ 0 (0.00) 1 (1.96)
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VI

2 (A EoEES) IR AIEH

9. BREBRERRICRIEIIEE

FRE I TV

10. BEXRE

REESH TR

1. BAELEDEE

14, BRALOIE

141 RHIZFRFOEER

14.1.1 PTP WAEDEEHFL PTP > — b2 bWV L CTIRAT 2 L 5488352 &, PTP > — h D
RAAIC L0 BB BIERIE A L, BT FELE R Z U CHERIAR S o EE e
EOHEZ T 2 Z @G Sh TV

14.1.2 RANIHIZ ﬂbfTﬂﬁﬁtbﬂwﬁ ZPTP > — F 22V T K HfREST L2 &,

14.2 RHFIIRERHOEE

14.2.1 AFNIEFEOFEIC DL TIRATE 5, [16.2 2]

14.2.2 RENIMEETIC 2 v 7oK E L BITRAT L Z &,

(fiFan)

14.1 AFIZHEEOREEFELE L TRE LR,

14.1.1 [PTP OFEHRIZONWT) (CFAL 8 4 3 A 27 AfF BIKHIEE 240 =5, KOE4E 4 H 18
HAF HEGEFEE 304 75) OH LADEFEHICLY, PTP A0 —AREEFHELE L TR
E L7,

14.1. 2 AANTE L EMERBRICB W CTHEAMD OBMAEED b TR Y, S REICEEZ RO
HDLACARENDO 7 4 VA EFRA L TNDTEORE LT,

14.2 AAIRAREOEZEFEHE L TRE LT,

14.2.1 fEEERRA % 3521, Kﬂ%ﬁ%(%%%%wmv—ﬁ)%ﬁ%uﬁﬁbt#% 22 IR &
HEZ L C, AAIOREGRICEKOICHBELE 25 BRFORBITRO R0 ORE L
ﬁ(“m&(ﬁl)ﬁ$@gwj®ﬁﬁ%)

14.2.2 KFNT 7 4 v ba— RgETH Y, BRRBIZBIT 2IRAGIEICESE, BWURRMAEE L
THRE LT,

12. ZOMDEE

(1) BREREERIZE D 1E#H

BRE STV

(2) FEBRIREABRICE D < 1F#R

HEINTHARWN
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IX. FERGREAERIZBI 2 T H

X. JEERERSERICBY9 5RE

1. ZEEHER
(1) EMFEEAER
VI, BT HIHE] 22352 L,

(2) RLMEEHER ™
LAEMEH AT Ny T ) =3 BRTIE, b hORKEHEICBT 2008 R, FEUCRIUTHARERER
OB DERIIRR S Ripo T,

F 1 ZeVEAERER R O
BERSUTIRE

H B R MR E - TS . I3
H H AR R TEE - FiE% (B 5 R ) iz
<1} O 3mg/kg : FFATHE
Z > b (Wistar Han) | Irwin Z89%, &EB% | 0,03, 1,3 mgkg * 3mg/kg 1 FK 25% DK B
HAX - HERE 6 HE & (HL[ENRE 1) * 3mg/kg : #EEHORL, FH% 1
TR R W ] D ¥ B oD 88 L 1)
Z v b (Wistar Han) HRE Bl 2 & 7 | 0,3,6, 12 mgkg R L
A BEE 8 1 1%, BRED) (HL[EIREA) »
WHELE Y b R + 10pumol/L : 90%FF 53 fRikg DTG Bl 75
S TEEN RN E 0,0.1,0.3,1,3, 10 pmol/L (RS O 4E
hERG A J— + ICs : 10pmolV/L # (10pmol/L T
HEK293 413 hERG & 0,0.3,1,3, 10 umol/L AL

BARE, O, &

Z v~ (Wistar Han) R, 1 R

0,0.3, 1, 3 mg/kg L

AT 8 1 B (Hi[ETHRE )

I=7% (Géttingen) | /LMLEHERE, LEXX | 0, 0.3, 1,3 mgkg e
it 4 4 TA—=H (HE[ETH% 1) o

I =74 (Géttingen) | BARE, L%, LE | 0,3, 10,30 mgkg ey
1 4 11 S5 A—4 (W[l 1) »

+ 10 F O 30mg/kg/H : LK

DIMER | I =74 (Géttingen) 0,3, 10, 30 mg/kg/H

SRR 3 5] LA O R ) DORAR 7MY (+17.0 RO+
29.5bpm)
I=7% (Gottingen) | . ... 0,3, 10, 20, 25 mg/kg/ H T
T I (30 WREEN) RELL
H=7 A
A TEMERES 3 41, Ny 0,3,10, 30 mg/kg/ A e
iR e e | CERRE (13 RN Rl
VEMERESR- 5 B
H=7 A
A TEMEREST 4 11, Ny 0,3,10, 30 mg/kg/ A e
iR o g | CTERIRRE MR (30 MR Rl
TIMERES- 6 B Y
- . - 12mg/kg : 5 2 W% RO 4 KE
LI DAL O Ear S Aol Y 12— D B T8
#7353 I S B D i)
FX A
;ﬁ/}{%iﬂi; Z v b (Wistar Han) | JR/XT A —%, fiyfH | 0,03, 1,3 mg/kg ey
% KRR 8 1 IR (B AR M) o
Z v b (Wistar Han) 0,0.3, 1,3 mg/kg

C B L

(H IR )

CLZER K EHE 8 Pl B IES)
hERG : b b 2UdEMALRIEERE D U ¥ LT ¥ XV BGF
a) RAEHGEEREIC W CTOILE RICBE T 233 T iz,
b) LM B D JERE AR IR BN TR o T 728D, BwIETIR ARV Ll ST,

— 102 —



IX. FERRIREAERZB4 2 H

() ZnihpIEERER
<BENE >
RIMGOE SEEN

1) HER L7 22T DR
Mg 1 X IR PDE4 FHEAIOBEM D 7 7 A7 =7 N Tl %, PDEAD 7 A Y X A T2k 5
ETEMEDMEAEMIZE G- U, PDE4D FHETEMEDMEWIGEITIT MR 83\ &0 O (RE0A AT
L7, X7 FIT A ML DEMAEMOFEZIT o7z, A2 7 A%, MeMEAERICIER IO
PERENZ ERNHONTEY, EEEHFMOET L8 E L THWHR TV D,
A7 22xF 2 R F A b (05 KO 6mgkg) ZHERAOKEG L, WREEHFSE2F40 L7,
0.5mg/kg & GREONRM- I (3/24 ], FHNEMF548 0.1) 1, MALERE (2/24 I, ¥R
BH00.1) KROWBAEGRE (324 1, SEHRMEF5%500.1) LERECH o7, LPS FERIEETT
JVTH I E72 EDs D) 10 fi5Td D 6mg/kg ¢ 58 TIEMRMHFEHLAY 5/24 ] CEHENRM-F555k
03) THY, DFNRMEHAERNED T,
UEXY, 27 RIT7A MOEEHEZIEFIZIHVESZ 2 b7,

2) BHEZHEME, Frxn, FTUAR—Z—, BEEEITHTHIEM S
TOFEBOZHFME, SEEOF v, 3FHO b7 U AR—2— RO FEHEOBEEIIIT 5556
KOBERT A 21T, 27 RIT7 A MOEMZR LICRER, #BRE41T -7 10pumol/L (2
BT, X7 RITAMITNODOZHE, FYRNVKORNT U AR—Z =T 5G5S
Rhotz, BERT vEAIZBNT, £7 2 K F A ME10umol/L T, PDE4D (Zxf L C 102% i
FEVER AR L7273, PDE2A, PDE3A, PDES KU PDE6 % & i DM ORI T 5 HEEH %
RS T,

3) M RIE T 5 0

b AN N EGRRIZ 351 B IPF Bl N A > B 7 7 v (IPFre) RITGEEME RIE T8
2 (ex vivo)

b M NEIE (6 R —H k) MW 3 kot~ A 7 afiiikF > Sz T, x7
RFI T A MOMERNRANY THERICKZTREEL MG Lz, & MHHUN LN B, Miash
M) w7 AN EFE LT v TN TILEREE LT S8, RS T Ot L7z, K
FEHIZ, IPFrc™ fFETT, £7 KI7 2K (0.1, 1, 10umol/L) kNT B AKX T F P B2

(Inmol/L) Z#NIN L 7= N BB GRS 1t C 24 e RE28 U7z, MAEWNENY 7HEREI, FITC 7%
A LT OREFIE» HRS~ RV > 7 AT NTF ¥ R~OFE AR S LRI Lz, £ O
A, IPFre JRSGHE CIRMLE Zb PR A3 R FRAE & L U TRy 2.5 5Lt L, AEENRD O (p<
0.05, one-way ANOVA & O* Dunnett {512 X 5 ZEHEEGRE) , £72, 17 FI 7 &2 METIE, IPFre
PRI K 5 iSO TCHEDR H BRI T L, £ 7 > KX 7 X b 10pmol/L BEIZI5 1T 518
PEOIR FHR21L 41% T, $7> FIFA b luymol/L BEM VR T > K2 F A b 10umol/L B TITAH
BENMRD LN (FNF1 p<0.05, one-way ANOVA & U Dunnett {51Z & 5 ZHILIKRE) .
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IX. FERGREAERIZBI 2 T H

1 & MFRUNIE N BRI 31T % IPFre fIEBIEIC KIFT R T > FI T 2 O

(cm/s) (%)
1,5%105 100
+
: o |
B 1X10°57 ® ] =
3 ° B el
i j= °
) . T i ]
e 1 S
£ g, 1
B = ° oo 1
R 5x10% L3 o
[ ]
L ]
®
+ SR
4
: |,
[} -4
0 : : 0-—esssee : ® T
n=6 n=6 n=6 n= n=6 n=6
e IPFroRlaE: IPFrc(0.5%) + + +
PGE2(1nmol/L) + + + +
RFS5YRI SR (umol/L) — 0.1 1 10

B £ SE

*p<0.05 (vs ®PREE), T p<0.05 (vs 17> FI 7R MEAERE), one-way ANOVA & U Dunnett 15(Z
X 22 EILIHE

31 TGF-pl, IL-1p, TNF-a, IL-8, HERELMEZ L /37 1 (MCP1), IL-33, RN Y v <R ARN
+ (TSLP), IL-13, IL-4 Z&ie,

¥2100— [(x 7> FI TR MNED R OF LRI — ALERED AT OFEGE)  BAETED /Lo
T oBEsRE] X 100,

2. SR

(1

(2)

HEE5EMHRER

27 BT 2 b OREERG SRR L TVh7eun,

7 v MW invivo /IMERER, WRNZ~ TR, =T X KOOI =7 A Pz KEx& 575
MEBROBR LY, BO®REIZB T 2EOBIEEIL, T~ FOHET 1000mg/kg, HT 500mg/kg,
MR~ & A C 1500mg/kg, WNZ I =7 % RO =27 A F/LTENZEI 30mg/kg 8K O 500mg/kg
Hemrsni (MX-2. ) KEHELGHEERER, KO Q) BrEERR) 0EBR),

RE#RESEHER Y

Ty bERWCERR 26008, I=7 %% HWcEkE 39 8, KOW =7 A4 FriHniciE 39
T O SAERE 1 P G- R BR N EHE S, TS OFRBREGE 2D & B & 530S Tl S vz,
F7o, v U AORKEHREFEMET Tg rasH2 BpAR~ 7 2 % AW T2 208 AUJRMERRBR O F Bk sl ns &
FHiE Tz, 27 RITRAMREIZEDERFRE LT, 7y RO =7 % T PDE4 [T
BT 5 MRS (A SOTmE E RO RIE, 220, SEETHIm) 23580 b,

— 104 —



. FEERREAER (Z B4 5 T H

#2 wUR, Tvh,

=T F RO =7 A POVAE B G ERRBR AR OIS

&5

$e 54 )

5
(mg/kg/H)

EAIL)

fli
(mg/kg/H)

HERES > b
(Wistar
Han)

o

4 [
(1=LH)
+
Eif-)

4 T fH]

0, 02, 1,
3,6/129

[ZE1 UL B2 FE] 6/12 « 1 9/20 5], ME 6/20 151

Wik, HPE, BREEDET, KB - KEESEBBRFK, B O
Nl - BRIRE A g O PERMERE « O A8, 225 - BIG
DOEEFEMEAF P ERVERIE < FEBAMSILE A - YRk, 22150 5 -1 -
OB A8, RSO REIREE A A HERIE A - B s B R SEwR AL -
JEBE/ FENOR, TENGOILE, TR, DS A, BRBY > Eio
TEEANE N « U > \TRIRA WIS, SRR e i 4 e

M RS, S VB AR P ERPESSRE, R 0D i 5 [ A o BR
RIE - MEFEE, WIROL BRI, FRVIZENE, AR - Ko
Sy WA i 5

[ZEA751]

=3 AREDET () , HIE ()
6/12 : FEATEARAE, AmERE - A ERE - RADEGL A S - HER
- FRMERIAAIE - AERIR MRS E, HE ), AT W
WHA (), BZEBERT ) , Wi - KEREE R8I,
ZE )y - (RIS D BEFEMELT T ERMESE - K9E - KO IB IR, 15
I U o ~ER OB « U > RIS MR, iR,
KO MAEREE « 5 o, RO M E A hERERAE, ML
TERIRIE, A i S

[mIEME : HY

HEREZ > B
(Wistar
Han)

o

13 #E[H
(1mE,/R)
+
i)

4 A

0,3,6,9

[FZ2485€]) 9 - M 3/15 i, #E 1/15 31
B, PR, I, FiE, SrE, HREBIRT, BA, #
EIGI, HLE MBS RIE

[Z:A7p1]

=23 HMEREL - BRSNS, BREERE, HE
v b U MIlZERAL - R YRR (E), HEREGEME (), o
A/G PLARAE (M), MY e ()

26 : FEdRaE (ME), NPIRAFHEAEvEA Samiabe (k)

9 : RFEEME, FURRERESME, HEREEE (), HR A
FRRER LR (), (REHINE - RESME ()

EPE - PR AR SRR, () ZFRE, WMHEMEDH D

HERES > K
(Wistar
Han)

o

26 W
(1[E,H)
Jr
i)

13 3

0,2,4,7.5

[0 225558 4 - I 1/20 451, 4 1720 %1, 7.59 : 7 9/20 5, 1 9/20
i

B, MEFE, FA, LE, fRE HoMIR, EF, REEE,
HRAE, AZEBK T, LM MERRoE@ S, SEIREEL,
IRERAE, IR, STk, BIRGHIEMERIE - KIEOS A
SIEE, + IR A MR RAE - B EIEIE, ZERRIRA ML
iE - MAAERRAE R, R R « BIEILIE, BIGEA HERAPESAE « PR
RIS, TR, GRS A B, LA AR, BRI U > /< if
FHE - AR M JOE, KEME (BBRIE) RE - BB
HEETRR, EERIE « BB AR, BORIMRIE - BBt s
EEVKR, 5/ FEEREENT 7 ) v i, BIgEEO
FAMERER, BERRIR TR > WAL V8, T B LBE A E ER T
Ja i AR AR MR

[E170]

=2 (REEE, BEESME, BBk - U o oSERE - i EREGE
il (), M= 7V 7 mfE, MR E s K E
=4 HPE, MEFES, BIESHKT, BEEE, AmEkk- Uy
JRERE - A EREEE (M), RBUFRGL ISR A, BB A
(), %EE (KRG - B - BERM) RIE - B ST E SR
7.5 HEREEE (), ~TZaer -~ b2 Uy b RIMEREL
RE (), MERRmEREEE ), b7 7 I ARE,
A/G LRARAE, iR & o] R

mIfEE: - HE, MEES2RE, MENEDHY

— 105 —




IX. FERERRBRICEI3+ 5 TEH
s B b - MEFEE A
HERR fit s Bl HR (mg/kg/H) EpR (mg/kg/H)
[ZET=151] 30 : W 1/3 41
BEIGRAE, NHMEINE - [N - ABgE - BN - BEE - ONER - e G
HERNBIROBINRE (7« 7V 7 A REM), HEE - FEor
fdE, AFBgoOVEIE « Him, B RETERIERE B, FERRREEOS A
£
b S I N )
=T i dqu| i 30 | =10 DAREGEAE, SIPERE (M), SRS Of) 10
(Gottingen) 2 3R 30 0 AL VEAREE (KE), TZERFE(E, man, fTEhimE, ~Esney -
~w b7 Uy b U U SEREIRE, AR ERE G, IRZER (),
IRZEB RS (), ARFEBNRPIEARE (i), + JeiBPZEE (i),
AERIMEE U > SE « Mg oD 2% AR (i) , B BEBEDRL BRI i n,
R IR - RERIREE L (), fRETRARAE, (AEEME )
FIEPE - ARSESE, MRSEEMIRPIEE 2R, BIEES Y
ek 13 3R Z10: ~EZuby - ~v Uy MERE
s=ox | mn + 0, 3, 10,|20: M7 /L7 X2 - A/G FLOIKE (), b = 7 U o sfE () |
\" ) M @ 20
(Géttingen) 4 R N B Y
[ F-BAZZHSFE] 25/20 : ok 1/4 51, ME 1/4 45
BARREE, WBIR, MR, (KR LR, WPRERY, A%EEE,
FERE - i PEREE M, T 0 7Y =Sy - sa T Y UE
&, M A/G HARAE, BB RSN - BERIERSRTRIEER R
N, AR - SRBL - fE - MR - BEESEIROR S oo i if A JE B
Nk BB O
e 39 J#[H [iﬁ%l N o . y
Ry ®n At 0,1£Q3:%@%-%Eﬁﬁ@ﬁ@@%/@ﬁ%ﬁ%%@%ﬁ/%%ﬁﬁ 3 s
(Gottingen) [Ifi} 25/209 UJJI]I)I gﬂtﬁ), FE LS FLIEM S HM D ZE N BE3E (M), IR RS
4 ¥R IAKERETR A P EZE ()
10 : TEIRBHAROD A 1 7 JE PHZS PR AT - BARAE K@k (1),
K ENIRJE PH M i 48 ) H 28 /858 (k)
25/20 : REJRE FHMBINR ML 0045 8 PHZS M, 56 (JE) , L@
Wk, FMEHARPIRES - FPARE @R (), Z2 =Bk (1),
EE - DR ()
mIfEME : H Y
13 JE[H
ﬁ:ﬂfi&%v g @% (3)6 3, 10, R 3099
8 JAfH]
=3 B~ 7 v 7 7 —UZefaft ()
39 JA R =10 : HREIERRGE (), AREINMER ()
ekt @ + 0, 3, 10,30 : (REHMME (), RidH - ~ETmEY - A~vhT Y|y,
A= AF| " [EIF7) 30 MMEAE (k)
8 I fH
FEME : HD
[ZE=H1] 500"« wERE 1/5 51, 1500™ @ #E 2/5 5, W 1/5 41
5 H o0, 10,100, ST S T
(1, H) |500,1,500 | =500 : HFEBET, HEPFE, MRS, A, |© 0 -
B4y AR
ek =25 AP RRERER AL, FEYL @M R ERAE, b R Y Y
WA 1 % U N, EERE - U SEREL - AFRRERERAE (HE) L e
(CbyB6FL/T 8] U 2o ER BRSNS IS M SR PSR (i), BEREUR G
L) gt : (i) .
(HRAS) 21 ey | 5o 100 =100 - sy et RN, (EEOIRIS () g Y

RREEGIE, ) L SERPERSEMAIRIE (), URELEHE ()

200 : FEEREARAE (4F) , (REARM (HE) , BmEkE - v o SERkd -
IFRREREURAE () , MR E oy - TAT I - Zu7 Y-
Za—R a2 Fa— il () , i A/G HIEE ()
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IX. FERRIREAERZB4 2 H

a) #5 1~7 B HITAH 6mg/ke/ H 25 0 5 S i=23, H)ﬂv DB ERERRD DN o= Z End, #5 8~32 HAIC

A 12mg/kg/57ﬂi§5—éﬂ7‘:o 72720, AR OFRBLEIRC XV 85 29~32 B HIZAA 6mg/ke/ H 13853,
b) MEARICB VTR b2 iy, HBURE (BEE, %%rgéf;) , BIET DAL, WHE~OMBSEAINE 2, BT
;tfotb\k#lJLJr iz,
) HEOBID S B 3B, MEOBIDHH 1HIE, b axxT 47 AROEY
) zkﬁJ 25mg/kg/ AFECRABEE (852 A H) ROBREDKTN (54 AE) RO, BESHENAHTHHE
WC—Regic e G2 ik U, #6519 A B2 BAH] 20mg/kg/ BIC iR L CRG 1 S 7,

e) WIESUTHIEOBEGE, SRR OB, FAE, Ml ONG JE B O, A7 SR UL RRRRAME S O~ 4 R ER T2 % £ 5 251k
THY, IEEHEARO G EBINRCI, Bhpze K OB Bk H iR Hiviz,

) ARH| 30mg/kg/ H DM 1 FIA—RARIEEAL O 7o D BRI ZEFE ST, 5 O RAERE D & MR SR YYE (BT 5 & &
ZbhnizZ b, BGBRHRREIMICYEBEROATRE L2, ZNE CICEBESNERE L IIRRIB{LThH-oT22 &
Nh, ARFIEGICEEE L2 &l Sz,

g) AHI 0, 3 KU 30mg/kg/ B EEDIES 1 BN —MIRIEFEAL D 7= O BIAZ B SN T=D, BONTHRERE D, A4 0 kO
30mg/kg/ A BEDHE 2 B CRED iz — kBB I T B 5 PRI BT 5 %@&#IJU?%WLQ AH 3mg/kg/ HFEDKE 1 BiDIR
REHEAL ORI & 0 CTrledy o 7203, AHK 30mg/kg/ B % 85 LB ClEmd o 5§, YA OALTRE LI LD,
AF e G- & OBIEMEITR O & S iz,

h) AHl 1500mg/kg/ HFETIFE S 2 H A, AAI500mgkg/ HFECTIEHES 3 H BIZELREO b, TAENIEBIZFEBEOED ©
B ZERE S NI,

(3) EfnEHMHHER ™

I 2 WL A1 IR 22828 B BR (Ames 3ABR) , in vitro Yoo R ER K VT » b in vivo /MEABR
DOFER, X7 FI T A NMOBBEMEITRO S o T,

4) HARMEER

TgrasH2 ~ U A & U 7z 26 3 [k A #5703 A SRR K OF Wistar Han 7 > b % IV 72 2 ARRE#R
BENAFHERBROFER, *7 0 FI 72 MIRARIEITRE S bivienoTz,

(5) HETEFHEZMERER
27 R 7R MOEFIRABRBERRIL, 7y MO HFEZHNT, 1 B 1 EOERAES
kv FEfish,
%wﬁy%%%wti%%&wﬁﬁif@%%%%iﬂ%#éﬁﬁfﬁ,K%®@%%%$«@
HENRO bNT, HIRT v &AW - BBRFEAEICBET 2B CiE, R KON
OO, ERT X2 W - R EREAICE T 5B T, IR - IR AE~ORZEITERD
biieirole, 7w M EAWTE AR R A OFRAN NIZRHEOMREICE T 23] <X, K
FINZ X2 BIIRD oo,
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IX. FERGREAERIZBI 2 T H

#* 3 AR wERBR KA O S

Rk D N 5 Beha - Bl ey
FHH PR R B (mg/kg/H) PR (mg/kg/H)
BENY
[sEoBi] 6 : i 3/22 1, W 2/22 1, 9 : Mk
11/22 151, Mt 5/22 31
IRERME, Bk, HPE, LB, @K, [RIRE,
NLRAE PG, HE s NEY - JkE -
BEARE - BRI - as, BRI Y oo HEifE
K- BEaAl, BIBIER, MR UL, FEE
i K, R - FRE EARMEREY, RIBRIRE,
AZHE 28 H Al it Fi iR iR € BB N, AL VR b
i A [A4=7%651] HEW 3
_ (1=, H) =3 fEEEESE ()
ﬁ@ﬁ;&; gﬁ 0,3,6,9 |6: Wil FHE RS () SRR - 6
" I - 9 : IREE - fBANEAKAE, 2205 0GB o =
AZEC 15 H i HNEY - YRR - BEIDJE (M), JBRINE Y o) | HIBIIRREAE - 3
~ FOREK - BRIRZE® (M), BB (M),
TR 7 B H fafig oo/ NRAE ()
(1[=,/H)
ZZREHE - WM A4
ZHRHE R O 6 @ FHIRIIREL - 75 R 14 R HR 2% 28 ) {6 1)
ERETO (1)
HIHIIR =6 : FEIRERIIR (), SRS ()
T AR 9 : ML - ZREHE - ATARFEEEARE (MERE), F
MR RS - BRI =R i (), A77
RS AE (i)
BlEWY
[ZE-H1] 6 : Kk 3/25 141
Wik, HIEEVMKT, HPE, B, MEES,
SLE, NEERIEA, WK, ORGE, TR JE BE g
EIHEN, BHERENEY - IR - BERE,
Vi 37N Hha - Brafl, IBERERT (L - RERRERE LR
(Wistar Han) i - W, IEEEN AR, SR IR, | B8 3
sy | T 10T Ml VR, R A
) ~ 0,3,6 = hie 1 6
e | EH L s (1741
> >~ b (1m|,8) =3 SR EESME, REEMN &M HIAIRFEE - 6
(Wistar Han) 6 : #R{E, ALPYEFEEEH, Bk, HIE, 3%
7, OB, RIERSOR, REEEIR, R AT,
+ i RERE
ZZARHE - VIR 4
B
EEh)
9 JEBLUE, Wik, HIE, & 0EHRAS WY, ]
) VR BB A G AL, WK, (R - s | PO 6
FER 6 1R R, BRI
Wi b| s ~ 0.3.6.9 SRR, B AR BE - R %
(Wistar Han)| # 1 | 4% 17 HH U W - B A A 03 (IR
(1) =3 IR 0
=6 ARARHEIE - BHIRIISE - &K%
R 23 B il
HEy
[ZECHI] (001721 B, 3:2/22 f5il, 9:3/22
IR - BRI B, 15 :2/22 %)
AR HREBKT, =95, BT, HIE, #)KIE -
WCRAE - FEMEHEH &R, BT - (KE
(New Gl ~ .
. ~ 0,3,9,15 | [AfFHI] © BR - s R g
Zealand | £E1 %?g;g? 23 WAL GEEHERMD, fih L7 |4 15 (E{E

8, W % ST R S), T
OB A B, B, FENR RSB &
15 : {EET KA

BE - B VRS AE
B

FE)




. FEREARFAERCPE4 5 THH

Rmo | . BE BE& o MR e
AR R Pl 7
B | PR | g | BCTEIRD ) PR, (mglke/F)
BB O %
FO B0 kBt - EfiHE IR
B L e
HAERT RO ~ I
B | M| KR 6 H R FI A R 364 Z,?i&ﬁ
AN Tv b |, e 0.03,1,3 |REARL o
! i y| #%%.20 HH &)
KA ® | (Wistar Han) (1E/H)
Heh ks O FI A O R - phitdTH) - /LAl T
B L . S
o MR AT
&) - ASlRE 3
(e )

a) RFOFEREOETNEN 1 IBIZEO DB RN EE ST 2 b TR E (b Th Y, FHETIIRW SR Sh,
b) ztiﬁu 15mg/kg/ HBED 1 Bl GRESE) ZBR<EY OBWBEEH] (7 6)) OFERIZHS N TRM-720, DA
CHEIKFVERRD bR -7- 2 &, Mgk & BRSO M ESRE S 73506 - IR ERERR TILR

J%HEEtﬁJ IO LN TN &, HREEZ ST 2 o FHBECHN I U CTRERO —BeREEFT R & 5T 358 o b
ZbO0, FEFIREITIZEN S EEUT AR IR Do T2 2 L&D, AAFG & o BB LTS
77

) AEFHITCRR O b EEO BTV EBNCFFHTHED DN E(LTH Y, KEOHEBIZE NN &, BEEOE T
—@ETH B Z L, FEEREAIT RIS EEE MK, MICBEET AR L s, FRETIER W &R S i,

d) EMM PR OBEILATO HA R OMIERICR T > R TR MBEELIEZ ED, T v MR ~OZWRRIE S Tz,

6) BFHIHIEHE
DR L

(N ZothoH%kEE
1) et o
AFNIKRBEEDOWE (290~700nm) THIKIMEZ R L, SR E 290nm O T /VIROGEREL
X 11420L/mol/cm TH o722 LD, ~ U A 3T3 FRMESEMIaRE 2 AV 72 in vitro Yo 22 MBI
i S, HFEETRVWEHR ST, £, Ty b Ok 26, I=7% (RE39#
W) RO =7 4% (&E 39 #BE) 2HAWEKEROEGFEERBRICBWT, EABEED
IR ST I 3BT B IRBHMRAIRRA K& O/ SUR B AR PO A 12 & 2 FBERT RITR 0 S s
Mmool

2) FayE gt @
Zv b 208, I=7% (KR39HEME) KOV =7A ¥/ (&KE398EH) ZHuv
RAER NG FEERBRIZ W T, RN EEEE AT 2 Rt R T 5 — B L2 pr IR
D HIT, BTV SR ST,
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X. BHEHFEHEIZBET HHEE

10.

THENERICET SRE

. BREIRS

®ORA

=

D VX A7 A R%E 9mg - 18mg  BISE, AGEEIKLY
) EE—EMEFEOLGEICIVENTLZ L
BRIy 27 RIT AN BI%E

. AHE

BN - 3 4R

. BERETORE

i« SRR

. RV EDEE

BRE STV

. BERITEM

BEMERLTA R AY

<TvhoLEY : A

ZOMOBETEM : ¥ A4 RERAShDBE S A~
[XII-2. ZDOMMOBEEE DS

. F—H% - A

[l —R o3 - e EIRA, — ) A ORI
B =y T Y =TI E AR, BT == Ry

. EffEESEAR

2025410 A 7 A CkE)

. BERFEAZEFABRUVEARES, EMEENKFEAR, RERKEAR

oned BLER AR A TR AR EIRAE N B | BGEBRAREE A A

Tx A7 A FPE9mg | 2026 425 1 18 H | 30800AMX00131000 | 2026 27 4 15 H | 2026 4£7 J 15 H

D A4 RO%E18mg | 2026 455 H 18 H | 30800AMX00132000 | 2026 47 H 15 H | 2026 47 H 15 H

L2

BEERR BIEERLRFABRUVIORE
A L
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X.

EHRHEICBT 5 HA

11

. BEENM

104 : 2026 425 H 18 H~2036 45 H 17 H

12. HEHRBHRICET 5158
AKENIEFEELTH A0, BASEEERE 1075 CEK 1843 A 6 HAT) 125X, 2027 4F

TARBETHE, BEI1E 14 B5ZBELINTWVD,

(A D 03 F 1= 5 )

13. &£Ea3—F
JE AR B - . . "
. ; . BIER S = — K _ . Lt 7 MERAE
WA, sty | PRSI por o4 g | 7 R
EEHa—
¥ A A RPHE 9mg 3999071F1021 3999071F1021 130189201 623018901
VX A A RPEE 18mg 3999071F2028 3999071F2028 130190801 623019001

14. RIR#GEH LOFEE

TGRS &0 FEEHHR O SCRERRE 2 2 T To BB X EREB KO R & 72 5.
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X. X ®&

1.

~N N BN
N N N NN N2

oo

10)
11)

12)
13)
14)

15)

16)
17)

18)
19)
20)
21)
22)

23)
24)

25)
26)
27)
28)

29)
30)

31)

32)
33)

34)

51 RS

FENEEE MBS TARRER (1305-0011 785%) (2026 4 5 A 18 HA&GR, CTD2.7.6.2) [0006000443]
Maher TM, et al. : ERJ Open Res. 2022 ; 8 (4) : 00240-2022. (PMID : 36299369) [0005006610]
FENE R} - MBS I ARARER (1305-0012 3R05R) (2026 4E 5 A 18 H7&GE, CTD2.7.6.2) [0006000449]
FENEEE - [ENE TARER (1305-0038 5BR) (2026 4= 5 H 18 HA&ARR, CTD2.7.6.2) [0006000450]
PN EL : Thorough QT 3R (2026 4F 5 H 18 H&GE, CTD 2.7.2.2) [0006000451]

FENE R : EFR LR ISR (1305-0013 38R) (2026 4= 5 A 18 A&, CTD2.7.6.4) [0006000452]
Richeldi L, et al. : N Engl J Med. 2022 ; 386 (23) : 2178-87. (PMID : 35569036) [0005006611]
FENE R - [EERILFEZBIERER (1305-0014 3ER) (2026 45 A 18 HA&GE, CTD2.7.2.2, 2.7.6.4)
[0006000453]

Richeldi L, et al. : N Engl J] Med. 2025 ; 392 (22) : 2193-202. (PMID : 40387033) [0005007348]
Oldham JM, et al. : Am J Respir Crit Care Med. 2026 Feb 21:aamag058. (PMID : 41738262) [0006000444]
FENEE - [ERRILRISIAEEER (1305-0023 3A6R) (2026 425 H 18 KR, CTD2.7.2.2, 2.7.6.4)
[0006000454]

Maher TM, et al. : N Engl J Med. 2025 Jun 12 ; 92 (22) : 2203-14. (PMID : 40388329) [0005007349]
Wijsenbeek MS, et, al. : Eur Respir J. 2026 Mar 26 : 2501899. (PMID : 41887669) [0006000445]
FERNE R - EBRILFEBNHERBROFAfET (2026 455 A 18 H/&AGR, CTD2.54.4, 2552, 2733,
2.7.42) [0006000455]

FENEERL - FERRR IR ILEEERER (in vitro THIEFAEER) (2026 45 5 H 18 A&, CTD 2.6.2.2)
[0006000456]

Herrmann FE, et al. : Front Pharmacol. 2022 ; 13 : 838449. (PMID : 35517783) [0005006612]
FEPNERE @ FERRARSE RN IEIREER (in vitro DURRME(LEAER) (2026 45 5 H 18 H&F, CTD 2.6.2.2)

[0006000461]
FEPNE L FERR IR SN SEBEEABR (in vitro RHEZEHIIZIEFEAER) (2026 4F 5 H 18 A& CTD 2.6.2.2)
[0006000462]
FENER - FEREIRIE D SREEEABR (= ¥ AMRRHEIEE T L) (2026 425 A 18 HKGR, CTD 2.6.2.2)
[0006000463]
FEPNERE - FERRR KBRS (T~ Mli#RHEIEE T L) (2026 425 A 18 HARE, CTD 2.6.2.2)
[0006000464]
FEPNE R - FERR SN FEBEERER  (in vitro PIRIERER) (2026 4 5 A 18 HARE, CTD 2.6.2.2)
[0006000457]
HNEEL - FERRRIEZHILBERABR (ex vivo FIRIET v 1) (2026 45 A 18 HAGE, CTD 2.6.2.2)
[0006000458]

FEPERE IR R FNFEBABR (T~ MRIEET /L) (202645 H 18 H &G, CTD 2.6.2.2) [0006000459]
FEWNE R FERRR NI ELRER (A7 ARKIEET V) (2026 4E 5 A 18 AHAKGE, CTD 2.6.2.2)
[0006000460]

RPN R RN xR & L7 B B35k (2026 45 A 18 H7KEE, CTD 2.7.2.2) [0006000484]
FENE R} IPF A Z x5 & U7 R B G-38R (2026 4F 5 H 18 H7&FE, CTD 2.7.2.2) [0006000501]
FENEEE : BARNERERN 2 65 & U 7o B Rl e 5588k (1305-0017 #X5k) (2026 4F 5 H 18 H
AR, CTD2.7.2.2) [0006000502]

FEPERE  BAR NN 255 & L7z PK R (1305-0038 #BR) (2026 4F 5 A 18 H7/&GE, CTD
2.7.2.2) [0006000465]

HNEE: ¥V T AL OB AEIERRER (2026 45 A 18 H/&AR, CTD2.7.2.2) [0006000466]
FEPNERE - R (T T S BN RE O OF SRt (2026 45 5 A 18 HIKFR, CTD 2.7.2.3.1.1)
[0006000467]

FENE B IPF M OF PPF JE 1T 31T 5 M Eh B O HF G #T (2026 4E 5 H 18 H/KFR, CTD 2.7.2.3.1.1)
[0006000468]

FENEEL : BREORERER (2026 45 A 18 H7KGFE, CTD2.7.1.2) [0006000469]

NG R FEREE R ENRERBR (B 7 2= R ic kD CYP3A #iE) (2026 4F 5 A 18 HIKRE,
CTD 2.6.4.8.3) [0006000471]

FENERE: A~ T 3 —u L OIEME B AEHER (2026 425 H 18 H &2, CTD 2.7.2.2) [0006000470]
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XI. X

ik

35)
36)
36)
37)

38)

39)
40)
41)

42)
43)

44)
45)
46)

47)

48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)

FENE R L= B e b O EAEHRER (2026 4 5 A 18 H&AGE, CTD 2.7.2.2) [0006000472]
FENEEL : R & o b O AEMERRBR (2026 455 H 18 H/&RE, CTD2.7.2.2) [0006000473]
FHENEE: 7Y T AL OEYMEE/ERRE (2026 425 H 18 A&, CTD2.7.2.2) [0006000466]
FENEEL : FERRR K ENRERER (F b2 o— 4 P450 753H) (2026 455 H 18 HIKGE, CTD2.6.4.5)
[0006000474]

HNEE: = T X =T RO VT == R b O3EY R F R (2026 455 A 18 HA&AGR, CTD 2.7.2.2)
[0006000475]

FENE R} : #Et B S A7 XA Z e U T 3Bk (2026 45 A 18 H7KEE, CTD 2.7.1.2) [0006000476]
R - RHEMSR B REMET (2026 455 A 18 HKRE, CTD2.7.2.3.3) [0006000477]

FENE R - FERRREEENRERER (T > M TOMRBEEIT) (2026 4 5 A 18 HAGE, CTD 2.6.4.4)
[0006000478]

FENEEL  FEREIRSE B RERER (7 » MELTFHEIE) (2026 425 H 18 H KRR, CTD2.6.4.6) [0006000479]
FENER - JERRIRE BN RERER (T > N Ok A) (2026 4F 5 H 18 HER, CTD 2.6.4.4)
[0006000480]

FENERL : = A3T 2 23 Bk (2026 455 A 18 H&GE, CTD2.6.4.8,2.7.2.2, 2.7.2.3.1.2) [0006000481]
FENE R - FERRR I ENRE (IMERREIT) (2026 4F- 5 A 18 H/KGE, CTD 2.6.4.4) [0006000482]
FENE R - FEERAR S B E SR (A X7 f5E) (2026 4F 5 A 18 H7KFE, CTD 2.6.4.4)
[0006000483]

FENERE - FERRR I EN R (AR O[FE) (2026 425 A 18 HA&GR, CTD2.6.4.5, 2.7.2.3)
[0006000485]

HNEE: RO 7 e 7 74U 7 (2026 4F5 A 18 HAGE, CTD 2.7.2.3) [0006000486]
FENEERL . b T AR —Z— (2026 45 A 18 H/&GR, CTD2.6.4.3, 2.6.4.5) [0006000487]
FENER - B REREERER (2026 4F 5 A 18 HI7KGE, CTD2.7.2.2) [0006000488]

FENE R - PR RERE ERER (2026 455 A 18 H&AGE, CTD2.7.2.2) [0006000489]

FENE R« WREE — SOCHERT (2026 45 A 18 H2KGR, CTD 2.7.2.3.4) [0006000490]

FENE R - eV (2026 45 A 18 HKEE, CTD 2.6.2.4) [0006000491]

FENERE - iR 7 R BT D HEMAER (2026 42 5 H 18 H&A#R, CTD 2.6.2.3) [0006000492]
FENEEL : ZRIK, F v 2 AEICHT HEM (2026 455 H 18 A/KRE, CTD2.6.2.3) [0006000493]
Reininger D. Am J Respir Cell Mol Biol. 2025 ; 73 (5) : 700-712. (PMID : 40239038) [0005007306]
FENE R - PG RER (2026 455 H 18 H/KFR, CTD 2.6.6.2) [0006000494]

FERNE R - SRR GRS (2026 455 A 18 HKGR, CTD2.4.4.2, 2.6.6.3) [0006000495]
FENERE - BAREMERER (2026 45 H 18 H7KFE, CTD2.4.4.4, 2.6.6.4) [0006000496]

HNEE DA ERERER (2026 455 H 18 HA&FE, CTD2.4.4.4, 2.6.6.5) [0006000497]
FENERE - ARSI AETEMRER (2026 455 A 18 HAGR, CTD2.4.4.5, 2.6.6.6) [0006000498]
FENE R - REMERER (2026 425 H 18 H7KFR, CTD2.4.4.6, 2.6.6.8) [0006000499]

R - R EE R (2026 45 5 H 18 HKFR, CTD 2.4.4.6) [0006000500]

2. EDHDSEXE

%3 ik 1) Flaherty KR. et al. : N Engl J Med 2019 ; 381(18) : 1718-27. (PMID : 31566307) [0006000166 ]
235 3CHk 2) Raghu G. et al. : Am J Respir Crit Care Med 2022 ; 205(9) : el8-e47. (PMID : 35486072)

(0005005837

23 ik 3) Raghu G. et al. : Am J Respir Crit Care Med 2018 ; 198(5) : e44-¢68. (PMID : 30168753)

[0005003266]
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XIl. Z# %k

XI.

SEEH

FTLENETORTRR
AFNE 2025 4F 10 HIZKET, 2026 F 7 AICEON CEB I NTZ, 2026 /£ 9 HELE, 5 38 H[E
THRE I TWD,

AH|OHEIMZ
ek, WESMC

B DAERBIIUTO LB Thd, (2026 49 HBEL)
B DEGENFICOWTIE, WEH, RAORM CEEZHRTH L,

4

KE

=4

Boehringer Ingelheim Pharmaceuticals, Inc.

ongd

JASCAYD®

AT - Mtk

FEA : 9mg, 18mg

KA

2025 410 A

RIRE X I3 IR

BN BT 1T D R MERTRRHEIE D 1R
FRN BT 2 AT PERTRRAEIE D IR

MEX O E

#ERS
AFIOHERENFEIT 18mg 1 H2EITH Y, SHEOFEITH D HIH 12 FFHIFIRE TR O
BE5T 2 (BEHlZEOFE EHRBAL D, KITHESED),
- 18mg 1 A 2 [MOEHICEFHEDRVEBEICOWTIE, HREED CYP3A FHEAI I
L7 2= R L TOWDHREEIRE, JASCAYD % 9mg 1 A 2 [HIZHEET 5,

PR D CYP3A BEAI T L7 = = R OHET A &
HRLED CYP3A FHEHI TN 7 = = R JFHIKED JASCAYD OHEREH &I 18mg | B
2[ETHD, HEE Imgl H 2 BHIJE LRV &,

BEICET 5T
JASCAYD $E% D EFE, XIIKIZHWEETHAIATZ &,

ELER

AR ORI & s Hmaid, WEOIRM P ERZICRE S 2 IRA 5 & 5 B&F IR
528, MAZENTZSEZRDOEDLEDL Z LT LAAVE S BHICHET S 2L,

EAHES A&
AFNOf KAELEFRIT 18mg 1 A 2B TH 5,

(2026 & 8 A kzET)

4

)

=t

Boehringer Ingelheim International GmbH

WR5E 4

Jascayd

AE - Mtk

$EA : 9mg, 18mg

HKERAE ]

2026 47 H

B ST

BR80T 2 R B ITRRHERE D 1695
FRAN BB 1T 2 HEATVENBRAESE D 159

MIEXR O &

AFNOTEIIEDE BRI D b D EMO b & TR ZBAT 5 2 &,

AEAE

AFNOHELE A EIL 18mg & 1 H 2[5, £ 12 KRR &5 %,

TRXIIEERA 72 EORIERICRHT2BE T L OARELOR T FIF A MILY
HFFSNDIREANRR T 4 v MIHESE, KROS5 8RS 9mg 1 B 2 ENCKET 2 Z &2
T&5 (7L, A7 == U203 2858, XL, BOE L IEHREO CYP3A
HERE AT 2 REZRL), BIERASEAXITEEIC 2 e — L ShgGaE, #
BHETHS 18mg | A2 BOBLEEFHETHZENTED,

F8\ ) CYP3A FLEHI & D OFA
RV CYP3A BHEHRI E O 2856, AFloOREGE%Z 9mgl A2 BNZHETH 2 &,
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XIL. ZEEH}

TR TR O CYP3A 358 AI & o H
RO UIHTRE O CYP3A FHEA L OFHT 2356, HEEEHEIL 18mg1 H2[ETH Y, Img
1 B2 ENCHE LN &

7= R DA

EAT7 2= R EOHRIZEY, 2T RI TR NOBRBEENK S0%E T Lz, BT =
= FUZOFHT2BRFICB T A2 HRAREIT 18mgl H2REITHY, Img 1 H 2 BEIIHEL
RN &

RS

AHNOIRH Z =N 7=561E, REIORHFERZICKESEZR~AT S 2 &,
BMOHEZBRA LN &, HERINOIHERKHETHD 18mgl A 2EEEL TRHAL
AR

51k
Jascayd l3fF N EHAITH 5, SEANIKTEDFE EFRBIAT T &,
Jascayd IZTBEFEOHRIZO DO OLTRHTE 5,

(2026 4 7 H1ERR)

I BT 2NEESUTA, HIEROCHEIZLTO LB THY, SEOKBIRIL L 1TRRD,
ENOEGBNE O#iJH TAAZHEHT 5 Z &,

4. EEX (TR
OfFF M IRMIE
OHELTHERHRHMEIE

6. AZERUAE
WHE, RACIEEAR T RITARELTLE 18mg 2 1 H 2 FRO#&KET 5,
B, BEOEARMEIS T T, 1E9mg1 H 2 BIIHET S N TE D,
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2. BHMIHBITHERZIERR

(1) GB35 UgoME
HARDEFHRITD 194 AFEREXZH I 24, 19.5 i), 19.6 M) OHEOEHIILLTDO LB
DTHY, KEOWRMCTELITRLRD,

9.4 £JEREEH T HE
YENRT 2 ATREME O & 2 eI id, ARHIB 5 R OS54 4 A ISRV CREET 2 B R OY
HERRHEIRIZOWTHAT 2 2 L, BB (7 v b)) ORFRICES & AANTIREL 5| =
T RREMR® D, ek, MEHED T v MZBW T, RKERRIRE &OK 4 (FOREICHY 325
R TIEZ MBSO EITHER STV, [9.5 2]

9.5 1Ei%
P R OEIR L TV S ATRRME D & D PRI G- LW Z E R E Lvy, BB RS
AANTFEZ S| S Z T HWREMERH D, T v MTBW T, BKEKIRE O 5 (5 DOREITHY
T 5 HBETHBIER A LTz, ZAUTRKERREEOK 3 5 TR STy, KAIER S
HICHER XASTR N BN DAL, BRI SE D X 9 I8 T 5 2 &, fhie L OUER LT
HAHEMED & 2 L MEICIX, WPEDOFREMN H D Z L 2MT 5 2 &, [9.4 2]

9.6 12ILIR
TEHE L O RN R ORI OH LM A BB L, RALOMBUTTILE BT 5 2 L. & MR
DI A~OBAT, T OV A~DHE KL ORI WA~ DRI T 5 7 — 21372008, Bhialii
(7 v F) CBOTHHRA~OBTARD 5N TS, [16.52 B

Hi g FLHA A

KE DU CE Pregnancy

(2026 £ 8 A) Risk Summary
There are no available data on JASCAYD use in pregnant women to evaluate for a
drug-associated risk of major birth defects, miscarriage or other adverse maternal or fetal
outcomes. There are maternal and fetal risks associated with untreated idiopathic pulmonary
fibrosis (IPF) and progressive pulmonary fibrosis (PPF) during pregnancy.
Based on findings from animal reproduction studies, JASCAYD may increase the risk for fetal
loss. In an embryo-fetal development study in rats, oral administration of nerandomilast to
pregnant rats during organogenesis at an exposure approximately 5 times the maximum
recommended human dose (MRHD) of 36 mg/day resulted in an increase in embryo-fetal losses.
Advise pregnant women and females of reproductive potential of the potential risk of fetal loss.
The estimated background risk of major birth defects and miscarriage for the indicated population
is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects is
2% to 4% and miscarriage in clinically recognized pregnancies is 15% to 20%.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Untreated IPF or PPF can lead to respiratory failure and mortality in the mother and intrauterine
growth restriction, preterm birth, fetal hypoxia, and neonatal death.

Data
Animal Data
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In an embryo-fetal development study in pregnant rats dosed by the oral route during the period of
organogenesis from gestation days 6 to 17, nerandomilast caused an increase in embryo-fetal
losses (pre- and post-implantation loss and decreased mean number of live fetuses) at an exposure
that was approximately 5 times the MRHD (on an AUC basis with a maternal oral dose of 6
mg/kg/day). Maternal toxicity, as evidenced by decreased body weight gains and adverse clinical
signs, was observed at exposures approximately 7 times the MRHD (on an AUC basis with a
maternal oral dose of 9 mg/kg/day). No fetal or maternal toxicities were observed at exposures up
to 3 and 5 times the MRHD (on an AUC basis with maternal oral doses of 3 mg/kg/day and 6
mg/kg/day), respectively.

In an embryo-fetal development study in pregnant rabbits dosed by the oral route during the
period of organogenesis from gestation days 7 to 19, no effects on maternal or fetal development
were observed at an exposure that was approximately 4 times the MRHD (on an AUC basis with a
maternal oral dose of 15 mg/kg/day).

In a prenatal and postnatal development study in pregnant rats dosed by the oral route during the
periods of gestation and lactation from gestation day 6 to lactation day 20, nerandomilast had no
effects on delivery or the growth and development of offspring at an exposure that was
approximately 2 times the MRHD (on an AUC basis with a maternal oral dose of 3 mg/kg/day).

Lactation

Risk Summary

There are no data on the presence of nerandomilast or its metabolite in human milk, the effects on
the breastfed infant, or the effects on milk production. Nerandomilast is present in animal milk.
When a drug is present in animal milk, it is likely that the drug will be present in human milk (see
Data).

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for JASCAYD and any potential adverse effects on the breastfed infant
from JASCAYD or from the underlying maternal condition.

Data

In a prenatal and postnatal development study in pregnant rats dosed by the oral route during the
periods of gestation and lactation from gestation day 6 to lactation day 20, nerandomilast was
present in the plasma of rat pups during the lactation period. In a single dose milk secretion study
in lactating rats dosed with radiolabeled nerandomilast by the oral route, similar concentrations of
total radioactivity were observed in the milk and plasma of lactating females, with the maximum
radioactive concentration observed at 1 hour post dose that was significantly reduced by 24 hours
post dose. The concentration of total radioactivity in animal milk does not necessarily predict the
concentration of drug in human milk.

(2) /PNRFIZEY D RH
HARDEFEHILD 9.7 /NR% | OHEOFLHIILLTO LB THY, KEDIRMILELITRRD,

9.7 /pR

N R & U BRI IS L T,

H FLHANE
KIE DOFASSCE Pediatric Use
(2026 =8 H) The safety and effectiveness of JASCAYD for the treatment of idiopathic pulmonary fibrosis

or progressive pulmonary fibrosis have not been established in pediatric patients.

FRAH oD A S
(2026 47 A)

Paediatric population
The safety and efficacy in paediatric patients have not yet been established.
No data are available.
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w =

AEOERICET H1ER  AEIZITAERZZ T TORWREICET 2SR E T b, W BRTE
ENHEL L TV RVWHEDLEENTEY, HLETHRBEINTWEHIRBRFIETEONT-ER 2
FHELEL TR LTS, EREEEDNERENZRET 5 ETosBERTHY, MTEDOH
HERTHDO TR,

(PR AR : T PR 3R S D AR FEIE MR IR BN T2 WA R T A BT 5 Q&A T DN T (%

D 3) ] AT 9 A 6 FANEAT@EERE - AR EATEE - BRI B ERS)

KA OTEE L TR G LTz & S ORI - ZEMEFETIRFT SN TWRY, LR T
WRTRERFEITZEBERTH Y, KA SUTRE L TRET D2 L2 HRET 250 TRy,

(1) ¥

AFNOHESIZ DUV T, 40°C/7T5%RH. T 6 H HAR1FH% K Y 30°C/92%R.H. T 1 7 A{R-MF%, WEOD
BAITERD B/ o 7,

F7-, FRBICAFIOBRFESIZOWT, ICHQIB HA R A v OfeiFikh O Sk Tl &tk Bk 4
Fhi Lz L Z A, ML R O i O IME 2358 By, s & eo72 (F 1),

1 RO EN

R4t RN I3 REIHE | Uv A FhEome | D% AL A K 18me
Nt R 5 B
40°C/75%RH 6 A il L 27z L
30°C/92%RH 1 7 A i L Eie/a L

PR (581

N EH Y N EH Y

AR 120 /5 lux-hr SrfiEen - EBbH iR - BB Y

~
B ¥
g
&

gmsy | DE it Bk 51 (BIHE )
T ERAN U = v =3 S X (P =3 Y X (P
F—:200 W-h/m? 2L _E % I AT PR Ak FRI X I AT PR A R
X (RS VX (REQD

(2) HRtR - BANRURERETF 1 —J0EBM

U U PITAAN L AE & 55°CDIK 20mL E AAL, FERIORRENMEA A LT, RO CRRBIRD IR
WhHEFa—7 (LT, Fa—7) ZBETEL0E 9 02%5HM0i L7, BEEROMYERE, 2 K
%L O 24 WEERLE RS OB B R O 2 RE Ulc, BIBROFER, RANTIRE 512XV BEL,
IRIBIRIL 8Fr ' A ADF o —T7 Zi@il Lz (£ 2), BBIROEE L YD 2 Wi L O 24 K
M OEENIFED o7z (3 3),
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RS
AT
V¥ A A REE 9mg Vv A A NEE 18mg
AL SOFEMOIRE DICLVAEL | S OBELIEE IV RELE
I o — 7 @i 8Fr A ADF o —7 % @i L= 8Fr A ADF o —7 % @il L=

3 IREIRO & B O D 4L E)

AR R

BALEYE X ATA

F#E 9mg

V¥ A7 A FiE 18mg

AAREE | 2 T 2

24 WifFIfR 2 | FHEHIESR 1 | 2 BFMAITR 2 | 24 BF[AIER 2

il

&

97.5% 98.5% 98.9%

100.0% 100.1% 99.5%

1:

IR <0.1% <0.1% <0.1%

<0.1% <0.1% <0.1%

a—LTHrF e L,

2: VU UTHRE, TOFERELY T LELE,

2. FTOMOBEEER
EERRGEEH TR MIEER A R

R—Y U H =TT 2 | EFEBERE BT OEHRY A b

https://pro.boehringer-ingelheim.com/jp/

VI UUTHRBL, Fa—T ~WIRGICEHE L7z, vV Y ROT 2 — 73K T2 BT L, BB L OWEEIR &

EFRAERGERERY A b <TOIP | R=VU U H—A T NS L

https://www.bij-kusuri.jp/

BEWTEN  Px A7 A RSN EBEHES A~

R—Y U H =TT A | EFEERERTOEHRY A b

https://pro.boehringer-ingelheim.com/jp/
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