EES 27 SIEE BAREESHEES | 873999
(RMP) ERRURTEEHENRNE

FEMBERERURIEBHEICEDSERSINIEMTY

mARERHEAE

20267 A~2027%1R8

BIEERAAA R

Y/ A ZEIEICTERWNIELTE®H]

LF/AVERZERyFSRE Eozins]

T ® A7t
\Jl \}Z 1mg/1.5mg/
2.5mg/5mg/10mg

SOhonOScapsules nanNaFvh7eiv
Bl MAZLEEERCEE-EMFOLFEICLYFERTZIL)

FFETT

lllllﬁ

1.

1.1 Kﬁ“(:_(i{ﬁﬁrﬁf'lﬁb‘aﬁéd)’c NI TIRL T WL\ S OIREE D H 2 LT3R5
UidWZ &, Ffe. kT 2T REEDH D UMEICIRS T BB TICIIER LDERZ
BSFI3Z&, [2.1. 9.4, 9.58H]

1.2 AHEBImRPHAEN O N R EZS IS I OREMN BRI ENS, BifmiR

HEEULCOVIBRVEENDIZSICH > TF IS DBE ZEEICIREI LI LT,

1259 1B GIFERANICBIRIRDIREZFHE T DR E T CTEEDIREZHER

925T&. [5.0.9.7.1.9.7.2, 11.1.2, 17.1.18H]

2. B2 (RDEEICIFIZSLEVT E)

2.1 HEXIFERUTWSOIEEMDH B2 [1.1. 9.4, 9.58H,]

2.2 AEIDOEA IR UBBIEDEIEEDH 2 ES

2.3 EYZVAREIZERSPODOEE[10.1558]

2.4 s8V\\CYP3ARRZERI (A > 3F V=)L, UNFEILSERA. J5UAOXA VY
SEHAF. Ro3FV—)b, RUDFY—=Ib. TVIRVILEIL TRIVEE. JEY
AIVRSERE, tUF =T FILFEIL IT9./— IS ERE. OFT7IL
Z—JVYAFZT IY/-ILGhiY) ZSh0EE[10.1. 16.7.188]

2.5 EEDITHEEREE (Child-Pugh £%8C) #E59 2E&[9.3.180]

2.6 EIZVABRIENEE [ I VABRENIBETZ2HZNHHS.]

SIPSEN
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® sohonos
‘ (palovarotene) hard capsules

& 1E{EHICRAT 5 HFEN

VIR R® (—ig% : NONOTY) & BOKSOIEBLTF /1 VBEREHr (RARY) 1EE)E
TY, NONOTVIE. RARY ZN U CEIE MR OEITIEB L I RRMERZAE (T, FOP) @
FEERICRSEST BV T FIVGEZEIHILE T,

AFF. IPSEND2022F1BICHFIT [ARUBHEULDLZERT10mIULDFERDFOP
FBECHIFDMREMEBLERDER] Z3EEE UTERZIISUE Ulc. FFTIF. 20245
TMAIC ETHBEMRERETAE] ICHU. BEEHBEXIEIRFRAERREEZRT.
202652 (c NETHBLIERERTANE] Z3EEXIFHIRE U TRERTEARZRFUE Uz,

FEMF. VYIRS A ZKXVRECTEAWVIEL eHITERW LR U
FEDERICKELTIF. RROBEBFRNRUOAEMZARO L. BEBRTEAZSBELWVEL
F9,

BHOEFAE. LTOVNWTNHDHEEICKY CHEBWVWEIFERT,
MITITEEANEZREREESGHORBOERAERRBHRRRR—IJICTRRLT, TBLE

AN

https://www.pmda.go.jp/PmdaSearch/iyakuSearch/

ER7TU [AXFE®] [CTUTDOGCSIN—O—RZFHE., TBELILEEL,

4 N\

(01>14595556781105

IBESDCSIN=0— RS, 2REICHBDEF AN ZRETEXT,

CHotoAE
ksl




Rt E

L7 o

{ERRF

NONOT V& BORSTIRERL T/ A VBEZSHE Y RARY) (EBIETY ., RARY Z7T L TSuppressor
of Mothers against Decapentaplegic (Smad) 1/5/8D 1 VBt ZFBE L. BFESY ~ /YT & (BMP)
VI INGEERIHIUE T . BMPY T HIUmEREF. BEHHRPFOPORELRICRLRES LTS
V. FEIFCORBZEEIT 2 LT, MBEBANRURFMEE (HO) ZHIHILE T,

NEESL [ ZDR

ETIE BRI R RE

RZENUHE

BE. RALUIC8HU LOLZRERU10mUEDSBREICE. /NONOFYEUTIFROAE (EiikS)
Z1IHIOBREPXEFBERICROKRSLET. JU77 v IRREICIE. TRORE (TJUL77 v
®51~4B8) 21810488, 0%, TROAE (TUL 77 v iKKRS558ELE) 2181088
B GEBERERRTCTILUP 7 v DR L CWBSIBEIF. TUT7 7w PHVEKLT 3 E CABRIE CIE
R). BBERNEFBRERICRORSULERT, BH. BEDREICKVBEERELTILETL,

TUL77 v RS
EfRS
1~4:B8 S5:EBLIE

HRARUBEO R UZINE 5mg 20 mg 10 mg
BIEDREADINE

A5 10 kgl £20 kgFKi 2.5mg 10 mg 5mg

A5 20 kgl £40 kgFi 3mg 12.5 mg 6 mg

A 40 kgl £60 kgKif 4 mg 15 mg 7.5 mg

&8 60 kgl k£ 5mg 20 mg 10 mg

TUL7P7P v REFMEBEORRE & 785 R NERERMERIC & U 2 IR O IEE
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‘ (palovarotene) hard capsules
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TLIEE W,




® sohonos

" (palovarotene) hard capsules

SERDEE

1. ERNIEHRL TV D OREEDSH 2 LEE. AFICESEMDO U TN G EN5. REIDEKRS
(FATDIRNTLIEE L,

BICIRIUNERERZAIZEEA (P.8). BENEIRENDHA (P.12) B

2. FKEIDHD K U TBBEDEFEDSH 2BRETIF. AFDERSICLY. TSICEBEDBHRAIRZ
FHIRT BTN HDcH. FEIDRSFTHBRNTLIIZE L,

3. AEFEIZVALBULUF /A RTHY., EY9ZVAEDOHBEFBEINERZBZS5TURITH
HBcH. EIZVARFZRSDDEE, £Y I VABREDEEICEARDESFTHRVNT
<IEEW,

FEYHEEER (P.16) BR

=
4, FFORHBICIF. TICCYPIANESLTVET . BOCYPIABEH EDHAIC KU AR DRER F
FEECNMEEEN LR U, BIERDUXINMIBXYT ZOEEMEN G D Ttd. 58 WLCYPIARREHK™
EDOHAFTHRVTLEE L,

SR Jmid

FEYHEEER (P.16) B8R

XA RSOFYV—)b. UNFEISERS., 75U0O0XAYVEERE. RUd3F-V—)b, RUDFVI—]b.
IV NUILEI DJXIVEE. JEY RSy hSEEE., tUF =T, JILFEIL T/ — IS ERAE.
OF J7)V=7. YAFZT IT9 /—)LH04

5. EEDHHEEREE (Child-Pugh 9%EC) ZEJ2EETIE. AFOMPREN LR L. BIERAN
B HOEDNBZBZENNHDIcH. FEDERSFITOHRBRVTIREE L,

BIOIRNDERERZEISEER (P.8) SR

THIDESRIEICONT

© HitErlE (ESC) ZAWin vitroffs R Tl /N\ONOT V(S - BBIRSHREECDFEEN
F UM,

® Sy hZRVR - BIREESUHER T SEERAICST2/ONOT /RSICELY, UF /AR
(CHANGRIESE (OEFH. EEEORERENURBDERS) MRHSNE L.

O ERANUBHBARTERICENTIE. HIRUL TV D LHFRABELIRO>THY . TNXTICEARER
& FRE A
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1ERR. IESEESDIEEREREDRENH 3 EE
EBEENUOFNICHESIERDNGSHNDCENGDDDT,. AFIRSEHBEINA RSP ERNIC
EBNUFHEERICEAT 2MAEREETL. BEFEOREZTOICERELTLLIETL,

hZEEOFFEEEEE (Child-Pugh £%8B) 57 3EE
AFIGEICATRCABIE NI, BBEEN BTz, ABOMDREN LR L. BIERN®R B5D
NZBZNHL DD ET, PEEDHKEEEEENFEE LOBRENGREZ LE5BS(CDH
BELUTLRETL, POEZEEBITRSITDHBE(ICIE. BEDIREZXVIESECHRRL. BIERDRIRIC
THEFERLTLEE0,
PEEDOEERESEREEZNRE UTCBBARABRZERLTOLEE A

BREFEIMORE (P.13). REMEPOLERIRE - FSHIE (P.35) 2K

O siEseeEv5E
HIRIT DOEEMDHDLUENDERIICKH U T, B#F T 2NEMENOFIREEEZFICDOVT, &<
SHBALUBREU W, ERLTLIESL,

REZEZDEEL. (P.7). BENIRENDHNA (P.12). KSHEINOKRE (P.13).
RSP OMEREE - FRFIR (P.35) 2R
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® sohonos

" (palovarotene) hard capsules

6 PV
BITREHEAEN ORI ED U R INW'H D ENS. 8EFmDT RN 0mAmDBERICHT 2
BEFHEINF A,
ABRIDRSH(E, BEOBEN AT DF T, BiniROsHCAEBE UTERID T CERRN (C B0
Kee, BRNUBBHEREOBRZIHEL T /ZE0,
ROt BimROFRREHEY FZOHE. BEEENROONCBEF. AFRSHRDTEZ
IBE(ICHRTLTIES L,
ALl EDEEZENRE UTERE UCIRKREER T, 8mAmDLZ BN OmRmDBEIR 25601 44
(56.0%). 8Ll E14mFmDE BRU 10 14K mDBEIR426)001 346 (31.0%) ([CEIHR
BHBRRENROOSNF U, Fe. BRREAEZEDGVEESTH. EDH{EIER™ A ERH 5N
F Ul
IR—=Y(C, [EREEFEIEHRBNRUOBAREHRICBITZEREODZAITZDNRN—A A4 H5D
ZEEDHB N1 21 BRROREREDEIE #IOSRIFOFL18mAm) ] ZrLE U,

BENIIRIENDHA (P.12). RSRBAIOKRE (P.13). ERENFALZORUERA (P.20) 2R R
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IRSMREBEEDER

B ERARS IERRRUEASERRIC S 52ROZZITDN—2 51 Vi 5 DZ{LEDHIS
(BRI D1 85 *

EFEHEIFEIHEEER (PVO-1A-301) [{IOESRIEOFER ()]

<8/10 =8/10-<14 =14-<18
(N=21) (N=36) (N=23)
n 19 16 1
ZAA7 Fi5E (SD) -0.17 (1.765) -0.08 (1.381) -3.98 (-)
N—RTA *2 thoE 0.0675 -0.0175 -3.9762
=B, RKAE -3.53,3.15 -2.54,2.15 -3.98, -3.98
n 6 6
R—XSA4HH5D Fi5iE (SD) 0.08 (0.164) -0.15 (0.242)
Z{kE 61H B 0.1214 -0.0990
R/IME, RA(E -0.19, 0.25 -0.49,0.12
n 8 4
N—XSA4HH5D Fi5iE (SD) -0.02 (0.246) -0.34 (0.187)
Z{LE 12518 hoE 0.0603 -0.3068
=/IVE, RAE -0.38, 0.31 -0.58, -0.16
n 1 2
R—ASA4UH5D i (SD) 0.09 () -1.24 (0.370)
Z{kE 241H thifig 0.0935 -1.2391
=/IME, RAE 0.09, 0.09 -1.50, -0.98

SD : 1R (mAE

1 Off-Treatment Population : E&REFIC18RKRMB T, BEZLTULTBY ., BEZERUICIENBRL, BEETIROR—251 VR
BEETERON—RSA VERESIS RS

%2 Off-Treatment Baseline : BB T IFDRVIDFHM/SFRX FREDRSD 1 A BUAOVLWINHARENA

BAREHER (RRSHRE) WOERKOFH (R)]

<8/10 =8/10-<14 =14-<18
(N=23) (N=21) (N=22)
n 23 21 20
ZA17 Fi9E (SD) 0.44 (1.463) 0.09 (1.122) 0.18 (1.241)
R—RASAVE B 0.7613 0.2093 0.1998
R/IME, RA(E -3.98, 2.44 -1.86, 2.07 -2.95, 2.45
n 1 3 2
R—ASA4H5D Fi5E (SD) -0.52 () -0.27 (0.561) -0.12 (0.007)
Z{tkE 61H B -0.5209 0.0028 -0.1160
=/IMBE, RAE -0.52, -0.52 -0.91, 0.11 -0.12, -0.11
n 22 17 18
R—=ZAZA4H 5D Fi5iE (SD) -0.18 (0.490) -0.30 (0.344) -0.55 (1.161)
ZE 12588 & -0.0509 -0.2028 -0.2105
=/IME, RAE -1.54, 0.57 -1.23,0.13 -4.86, 0.46
n 19 12 11
R—ASAUH5D Fi5iE (SD) -0.31 (0.625) -0.55 (0.425) -0.60 (0.519)
ZLE 2418 thR{E -0.1274 -0.5846 -0.5335
=/IME, RAE -2.23,0.59 -1.14,0.12 -1.63, -0.07
n 10 4 9
N—RSAUP5D Fi9iE (SD) -0.08 (0.643) -0.54 (0.371) -1.01 (0.667)
Z{kE 361H ol -0.0515 -0.4968 -0.9044
=R/IME, RAIE -1.22, 0.85 -1.03,-0.13 -2.38,-0.23
SD : Z#fRE=E
10



® sohonos
‘ (palovarotene) hard capsules

N ERHES IEERN UEAEEHERICH1T 3120 ARROMRER

(HIEESRFOFER 1 8mAiH)
ERHRASEIERER (PVO-1A-301) [WIOERHOEH ()]
<8/10 28/10-<14 214-<18
(N=21) (N=36) (N=23)
n 15 31 13
120 BIEBF3 Fi5fE (SD) 34 (3.4) 30 3.2) 26 (13.1)
RREE, cm/& PR{E 33 36 0
/)i, SAfE -2.6,9.9 -4.0,8.2 -6.2, 45.5
<4 cm/% 8 (53.3) 19 (61.3) 12 (92.3)
120 BIEBF3 24-5 cm/4E 1(6.7) 2 (6.5) 0
BREE, n (%) >5 cm/4F 6 (40.0) 10 (323) 1.(2.7)
A 6 5 10

SD : E#fRE

BREBHR (RIR5H#RE) [WLOSRFOFH (%]

<8/10 =8/10-<14 =14-<18
(N=23) (N=21) (N=22) o
n 22 17 18 R
121 BICEIFS FHE (SD) 5.2 (2.6) 4.2 (3.2) -1.5 (7.8) Ed
SR, cm/& chiR{E 5.8 45 0.3 >
=/IME, RXIE -1.9,9.5 -4.9, 8.6 -30.0, 4.6 2
<4 cm/E 6 (27.3) 7 (41.2) 16 (88.9)
120 BIc8133 >4-5 e/ 1 (4.5) 4 (23.5) 2 (11.1)
REEE, n (%) >5 cm/& 15 (68.2) 6 (35.3) 0
w8 1 4 4

SD : 1R¥ (A=

11




BB N [T ZKx~ DEREA

YR Y DOTEEM D H DTN DERBFICDONT

HYRT 2TREMD B DLMEICIF. ROIBHIE, FAFRSHERURKIRSER1 HABICSVTEIET
DB O TEYRBIEAC DOV TEHAL T ZE L,

(1) FADBRESIFRDIERFERFRAD2HNIIIHEFT THRB LTV &

(2) AAHDEKRSEBHEBLADIHRIREN 24 TH D EDRBRZHET 2 &

(3) AEDERSHEPREF T HBIEICHIRREZRRT 2 ENEF UL,

BREEROEET. (P.7). BITIBNRERERZEISEENA (P.8) SR

BimRHEAEH U TV RV EERUTZDREENDFHAICONT

BiniRDEE LU TORRVESICERAT 25BG1F. FRDRSZHIET DRIICEENRUZDRESICE
IR EARARE N ORI ED U R T 725 VBB e 2V e (S AL TIEE L,

BIOIRNDERERZEISEERA (P.9). ERENEALZOMWERA (P.20) 28

12




® sohonos
‘ (palovarotene) hard capsules

IS HBRORE

O KEIF. BInRFERERRENUREMEDOU R INHD1zth. BimiRN EE U CLBRVEEANDERS(F
BEICHRT LTV, BE5Z&T 2HG(F. RSFEBRIC. XIRRECTERMAEZER L.
RENRINRZEE A CHRREME. BEHONREREZFHMELTIEEW. ZTOLT. HENOFE
PEIGREIERHEICH O BHMEROTEMZZEEB L. BRUNGRIEZ L0 SHRENZHBS(ICD
HRESLTLIEEL,

BICIENMVERERZEIZEER (P.9). ELREFRALZOMLERA (P.20) SR
© FFHAERENHSHND T ENHBDT. AERSHIBRINORSPEERNICEEEREZITL.
BEOREBZ+DICERELTIZE L,
BICIRPVERERZEI2EEE (P.8) 2R
O BEESNUZNICHESIERNDHODOND ZENGDD T, ARIERSHBRINRURSPIFERNICAE
BNUBERICEHT S MBRIREZIT > TS L,
RICOIBNRERERZEISEEA (P.8) SR

O FHDESHIEAT BELNOHIRIREN M TH 2 EDIERZHESE L TLIEE L,

KREEROEET. (P.7). BICIBENRERERZEISERENA (P.8) 3R

s

S ) Faer kit

[t O Z A FRdmids
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YR/ A AT EIVIRSHG

RZENURE

BHE. AL OIC8mULOLZIERT10mMU EDOBREICIE. NONOFVEUVTTIEROBE (EfiirS)
Z1HIOREPXEFBERICROKRSLET. JU77 v IRREICIE. TRORE (L7 7 v
®51~488) 1810488, 0%, TROAE (TUL 77 v KRS58 2181088
B (SBEERBRRTT L7 7 v IR U TWBSIESGIE. T 77w THUEERT 2 & CTABR—SENM CHE
R). BBERNEFIBRERICRORSULERT, BH. BEDREICKVBEERELTILETL,

U7 7w SRS
EHRS
1~488 SEBELE

HMARUBEO R UINE 5mg 20 mg 10 mg
BISHRALFADINE

A8 10 kgl £20 kgKifs 2.5 mg 10 mg 5mg

A8 20 kgl £40 kgKim 3mg 12.5 mg 6 mg

A5 40 kgl 60 kgFifE 4 mg 15 mg 7.5 mg

A8 60 kgl E 5mg 20 mg 10 mg

TJUL7P7 v REFMEBEORRE &7 5 R NERERMERIC & U 2 IR O IEE
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® sohonos
‘ (palovarotene) hard capsules

7. BERUABICEET 538 (BFANGEHANBS ZHRE. —8hE:R)

7.1 F. FEHASOXRREICEDIEFHRN12mKNE (M) XF14mkiE (B4 OBaIC. S8HRMHA
EHRU, BEEBEREIT DT o

72 JU7P7 v (BB DREE 32 NREBHEMICE U D EIRVER) OXRIEDO®RSE. JLT77v
ERIWMIENI T U7 7 v PESIERITURITDEVNMEENE UIcR CRIIRT 2 2 &.

7.3 JU77 v FORRROE/RSDIC. FBTIU7 7y PRRRBUICEEE. JU7 7y PORRROTEED
BEDSBEKRSTDIE.

7.4 10 mghF eI EZDMDBEDH T ILE DB TEYZHEEMF "IN TULRWLZH, 20 mgriR59 %
BE10 mgATIVER2ATCIVEERT 5 E. Foe 10 mg. 12.5 mghU'15 mgZiR5d 2K(E10 mg
ATEIVEN DTV EZDMDESEDA LIV ERFEHDEBTERS T2 &, [16.1.488]

2Z 10~20 mgDRS TS TR EHIEHLE

RE WFSOIREIREHEHE

20 mg 10 mgh7IL+10 mghFEIL
<10 mghrEIL+5 mgh7EIL
+ 10 mghrEIL+2%x2.5 mghrElL

15 mg
<10 mghreIL+2X1.5 mghTEIL+2X1 mghTEIL
<10 mghFEIL+5X1 mghrtiL
<10 mghrEIL+2.5 mgh7 &L

12.5mg
10 mgAhAEIL+1.5 mghFEIL+1 mghFtL

10 mg 10 mghZEIL 1ATEIL

X BRSO RFAE DFH 7%

F - FHOXBEBRICBWVLT, BEAENI0BRGEDIES. BIHNKIHMALHEL T T,

FEAIZSIB0ER

AT EIEIOTGZEBYCEILTIRET DI EOTETTN, ATV UILBEEEBEHRBZE T,
Z=m C1IFRELAICARA LT TV,

REDRE

NONOF>20 mgzR%E (BEEH0U—R8) [CEOROKRSLICESE, BRFRSICHT/NO
NOFT VDAUC MU CraDEAITEEIF. ZNZENHL0%RUMI6B LR LI EnS. FEIFER
EhNEFBRBERICROKSULTIEEN,

o, BRICAOTCIVEIZZDFFXIHTBILEIODZZEBYICE LTRSS LILES, /f\ONOT
Y DCrax MU AUChinldEFET Uz,

15
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YR/ R*hTeIVigSHRE

EYIEEIER

10.1 AR HALBWVIE) (BFRXGEHND)

FRBFH RARAER « HEETTIE & - eRRET
EYZVARE (FaI5A%) EYIVABREDBRYEN | FRIFEIZVALRAULF
[2.328] »H2 JARTHBID, EIZY
AL AT 3 EBNERZS
EB5TURING B,
3BLCYP3ARREH| AEOMPREEN EF U, | FEORBICEECCYP3A
ARS3FV=IL (A UY=I) EMERAN R HSONBZHEZEN | PESLTVS ). FEID
Uk FEILSBERE %3 RBHPESTNOPREH
(/—E7. AU KRS, NFOEYR) it 0
J3URONA YV SBERA

(I5Uvw R, IJ5UR, R/PyvF, SRE+17)
RUaFrvy—Ib (JIYT 1))
AUIFY—=IL (F4TUR)
IVYRNUILEIL DRIVEE (VO—/Y)
JEYRY v hSHERE

(FURA . YLVv—Y, LIV IR)
vUFZT (YHF«7)
SILFEI T/ —IUIISERE
(FUIRY, Y LY—Y, FLYTIEYIR)
OF77)L=7 (VFrJa)
YAFZD I9 /=LY (VAL )
[2.4. 16.7.188]

O EI=UARE
AEIFEI=ZVAEBUOUF /A RTH DD, EY9ZVADHBIFIEINERZDIES5TU R IHH
WET, EINNBEYEEROOEEBNE UT. B9 VAT ZHIRIT DL DBEICEHBL TS
=0V

REFEZDEES. (P.7) B8R
® BWLCYP3AREEA !
ERAREMEEERFRICSVT, & bdFV—)U* BULCYP3AEER)) SOHATEAEIDIPREE
PHI3E LR LE LTz,

AEOMPREN LR U, BWERDOURIMMBRT 2N G D, BOCYP3ABEERIE DM
RIEFTEEXE A,

K’SER0ERE4L (P.7) BR

YOER 1 U N OF YV I)LOROAIFERARAGR
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® sohonos

" (palovarotene) hard capsules

10.2 HEER (HAICIEI D &) (BFANECEAD)

RE2E

ERPRIEIR - BBTE

& - eRET

TLU—=FIN—YEERR

FEIOMPREN LR L. BIERANEL
HSONBZBZENLH D, FHIRSHIE
BRZETS &

AR ORHICIEECCYPIANESLT
W3, AEIORBHFEE S NP
BEN LRI BUREMENSD D,

HIZEDCYP3AEEH]
J)baFV—b, TURORA I,
F7TLESI YN JIWFFEL
ERRIEE

[7.7. 16.7.38H]

FEIOMPREN LR L. BIERANEL
H5ONBZBENNHB . HA%Z
B, KBENDEEZERBI DL,
HEAMEIFSNBEVESE. AEIDRAZ
ERET D Eo

AR ORHICIEECCYPIANESLT
W3, FAEIORBHFES S NP
BENLERT D,

5L ICYP3ABEEH
T RIVNZRIFY, IXFIVE

FEOMPREN EF U, BWERANEL
HS5DNBZIBENNHBIH. BED
NKEZEECHRI D &,

AEIDHHICIFEICCYPIANBIS LT
W3 fcs. AFIORBH RS S NP
REN LRI ZOREMEN B D,

UV FPFIZEDCYP3AEEH
AILNIEBEY, JzZbhaA .
UJ7oEY Y, UDJD7TF .,

FHEIOMREMET L. FEIOEMME
MRS 2T REMN B D . HHRE
&g, RBRNDEEZERIDI L,

AEIDHHICIEEICCYPIANBIS LT
W Tcs. REIDRBOTUE LMz
EMMETI %,

ey rE
A AVF NFUVOSERR
[16.7.2888]
5L \CYP3AEEH AEIOMPEEMETL. FEOEME | AFIORHICIFEICCYPIALRES LT
ES T4 ZIE WHEEIT DB ENLHBh. BED | WA, AFIORBHTIE L MOE
REZBEE(ICHREIT D&, EMETI 284N D2,
FrSUATUVRIREYE BUHESEAERENELZBZEND | LF /A ROLBBESEOHEAT. Bit

H3o

BREAETUE (BHERES) SOBRhEMSE
HRHSNTNS,
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YR/ R*hTeIVigSHRE

® FREEDCYP3AEEE
FIBFPEYRERETIVICKD2ITURONA VY (FIZEDCYPIARER) HAKODY=a2L—
23avVICBENT, PREEDHEE (2=AUCOEETH<E) HEUSTREMNRESNE U,
thiZEDCYP3ARRZRIE DHAIF. AFOMPREEDN EF U, BWEANE<H5DONZBZTNNLSD
Bich. ftRAZEIT. RBEANDEEZZEREL LTV, HAMEITONRBRVEEE. [HEED
CYPIAMEEAI EDHARDRABHAE] ZSE(CARDRESEZHEL TIIETL,

W thiZEDCYP3AREH & DIFARDORAEAE

U7 7w SRS
EfRS

1~488 SEBELE
BMARUOBEL AL 2.5mg 10 mg 5 mg

BISHRAFADINE
A8 10 kgl £20 kgKi 1 mg 5mg 2.5 mg
A8 20 kgl £40 kgKim 1.5 mg 6 mg 3mg
A8 40 kgl £60 kgKif 2mg 7.5 mg 4mg
A5 60 kgl £ 2.5mg 10 mg 5mg

® CYP3AFEEAI
RAREMBEERARRICEVT, UT7rEY Y (BULCYP3AFEEHA]) SOHATAEIOMIRE
P#I1/10ITE T UE LTz,
AEEDOHAICKY, ABRIOMPREMET U, AENIOEWENRTITT 2B ETNHHBHcsH. 8L
NI(EPRECYPIAFER L DHAIFET. ABEADEEZZRL TLIZE W, FLCYPIAFEHA]
LHATDHGE. BEDODREZIEECHRELTIZE,
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® sohonos
‘ (palovarotene) hard capsules

FIRBEHER & Z DK

REEE
REMBENDIERE LT /A REERSETLLESNSEIEATTY,
IR (C T BIERIF. BRIREEEBRPICAFNZIRSSNCFEAEDERE TR SNF U,
BNES RN OERREEE IERR CARZRES SNICEE BRAEDL ERU10mAmD
BRZRS) 139lcHENT. FIHBEOBLWAESERZLU FIRULF UL,

BEER BRELEENHDIFEER EIER)

(N=139) (N=139)

n (%) n (%)
FREEzIR 109 (78.4) 109 (78.4)
O=%% 78 (56.1) 77 (55.4)
BREAE 58 (41.7) 57 (41.0)
T SFEE 56 (40.3) 56 (40.3)
HIDE 47 (33.8) 44 (31.7)
FZ 44 (31.7) 42 (30.2)
E5MZ SEE 43 (30.9) 43 (30.9)
B &R 43 (30.9) 43 (30.9)
RSA7A 36 (25.9) 36 (25.9)

BEEROEMEEFEENSHEFEECHY . BEOBASER HILIL) (& ZEFZE [2.2% 3HI)].
R [1.4% (261)] TUTz.

AEE. REDERORBEE. LT/ A FOKERICH T 2ERICKDEE/NU 7 DETICEKY,
KRER UEBB#DRR I T LEO—RERDTREMN G E T, Ffco FOPEEDRELGE T
HHEGMEBRERT O FOHAICKYEENIETIIEL. BREPEEOEENMES LIRS

oJEEMBH IR T,
By
B
HE b AEMRSRE, RS E I HEERET ST AR LTIRE, B2
BRETHICHL. RENBOSNBAICERSEPILT ZFRDGMEET TS 7
AN I
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YR/ R*hTeIVigSHRE

S R EARSY

ENE [EEEN OEBRAEESEIEHER T, AFZRESINE8EA DL BMR10mFaDER
EESU18mAmOFOPEE 102610274 (26.5%) THEIHEFEEAEAE (LN, PPC. BEEx) H
WHOHNFE Ulc, PPCOFIREE(FEEXD(ICKIERRY ., 14U ETEHRSIFRL, 8/10mME
14K C 34260001361 (31.0%). 8/10m ki ClF256Ith 144 (56.0%) TUTc, PPCOF
RF, BLTHERSHBE6HADNSHFSI, FEAENM2HBUBRICHEIBUE U,

SRR N EAIEN (BB (CEASE U e BRE DEIS (. BREEE [KARE276140200 (74.1%) RO
RE166] (59.3%)] OANFEE [RE26] (7.4%). #EE4H (14.8%)] LW HSHEETRD
SNFE U, WITNDERITH. KEBD DBIHIEDIBDHEENHESRSNE LT,
BENREMTEPPCICHEV. WEELE. HERZEZ. FNOEREE (BinOMEREIHEIE N RICHFR
92). BEESMOAREE. HITEEE, REWGBEENEUDTEMENH Y FT, Fic. PPC
ZEHERIBELU. D DOMOEHDOURXIRFZEEITDEETIE. BERNDEFEHNHSNF U, RIFRT
. FOPO/NRBEFDSB, EDEEBHPPCERIZT DOREMN D2 FRITEFHA. Uich >
T, EENVEEE CPPCORIRBEIGHEVNC EZBE R D E. REHBIFICHRELICHD/INET
(FPPCOUR TN HDEEZSNET,

CO) ERHEFEENERRRUKRIESHBRECS I BPPCRRERRE (BEBR) D121 ARKRO
BRON—RAS5 1V S5DE(LENURNRIEE

PPCHIR&H Y PPCHIRR U NHS (GRIZS#ERE)
YIOEFRHOER (R) YVIOEFRFOER (R) VOEFRRFOEL (R)
<8/10  =8/10-<14 <8/10 =8/10-<14 <8/10 =8/10-<14
(N=12) (N=8) (N=10) (N=28) (N=23) (N=21)
ez | 1 7 4 24 22 17
- TigE (D) 3.4 (37) 1.2 (2.8) 36 (27) 35 (3.2) 52 (26) 42 (3.2
c;'g hiRfi 3.3 0.5 3.4 3.8 5.8 45
BIVE BXE -26,99 -16,59 0867  -40,82 -19,95 -49 86
<4 cm/E 6 (545) 6 (857) 2 (50.0) 13 (54.2) 6 (27.3) 7 (41.2)
MR >4-5 cm/4E 0 0 1(25.00 2 (8.3) 1 (4.5) 4 (23.5)
n (%) >5 cm/4 5 (455 1 (143) 1 (2500 9 (37.5) 15 (68.2) 6 (35.3)
V| 1 1 5 4 1 4

SD : R fRE=. NHS : BAREHER

HE p BIERAFAE LU TORVWERE LRSI 255G, AFDRSHFF. BEDOEBHIHAT 2
FT. BImROFHHICHEE UICEEID T TEMNICEHROIRE,. SRNUBEZEL D
BRZFMULTIETV, RO, BiniROFHFENIFZTORE. BEELNER
HENBEIE. FRRSHMEOTSZIEE(CHIE L TS,

RSB OVEIRE - FSHIE (P.35) &R
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® sohonos
‘ (palovarotene) hard capsules

BiEai

PPC. BHHFFE. BiTURT DEN. BYr#fFOEERMMEEL PG EEDHBEERICHT D4
BEEILVT /A REBRSETHSNTVET,

ERHESEIERKRICSVT., 25V E1—IMBIREAF v VICK KU ICBHEESITRITT
(&, BEARRBEHBROKRILSHERE TIE86HFIF 106 (11.6%) (C12HBIERTEHEBITNERH 5N
JEDICH U, FAZRSSNIARBRE TE816I00236] (28.4%) [CRHSNF Uc. 120 BER
DFRFIR U P EE/BEEOBHBITHNRS SNIHBREDEIGE. RIRSHERENAL.7% (866l
pAfl) . ARERSENTAKERED'8.6% (B816IR74) TUT

HILE » FERRSEBIINURSPEEEESZOEREZERNICHERL. REMEDOITSZR
SHUTLIZEEWV, RICEHEIC DOV TE EFNICXIRIRE TEHlT 2 ZENEFE LT,

REHEPOUEFERE - FRHEIR (P.35) 2R

BHERIC & BAZE. RERUDIE (P.34) B8R

21

o Edmids
SRS NN\




YK/ R*ATIigSEHR

ERFREER (C 3313 2 BIER D FEIRIKS

WASIN X CORIEAFRIRER (PVO-1A-20155R) (REMMETIRER. NONOFT V&5 T5%LLLE)

PATAA N AF *El E:N-

BERIKDE 5 mg/2.5 mg 10 mg/5 mg ait
BAGE (N=10) (N=9) (N=21) (N=30)
n (%) n (%) n (%) n (%)
2&IEA 8 (80.0) 8 (88.9) 19 (90.5) 27 (90.0)
KBS LUK T RS 4 (40.0) 6 (66.7) 18 (85.7) 24 (80.0)
A 3 (30.0) 5 (55.6) 16 (76.2) 21 (70.0)
E5MT S 0 (0.0) 1 (11.1) 4 (19.0) 5 (16.7)
STBRRRZ BN 0 (0.0) 0 (0.0) 4 (19.0) 4 (13.3)
HIBE 0 (0.0) 1 (11.1) 3 (14.3) 4 (13.3)
Z SFERE 0 (0.0) 0 (0.0 4 (19.0) 4 (13.3)
Pl 0 (0.0) 1(11.1) 2 (9.5 3 (10.0)
BREZIRKE 0 (0.0) 0 (0.0 2 (9.5 2 (6.7)
B ERIR 0 (0.0) 0 (0.0 2 (9.5 2 (6.7)
BiEESE 4 (40.0) 5 (55.6) 14 (66.7) 19 (63.3)
OE&z1% 1 (10.0) 5 (55.6) 6 (28.6) 11 (36.7)
OOV UEIN 1 (10.0) 0 (0.0 5 (23.8) 5 (16.7)
OREzIR 0 (0.0) 1 (11.1) 3 (14.3) 4 (13.3)
2 2 (20.0) 0 (0.0) 4 (19.0) 4 (13.3)
T 0 (0.0) 0 (0.0) 2 (9.5) 2 (6.7)
HHERES 2 (20.0) 3 (33.3) 6 (28.6) 9 (30.0)
BB 2 (20.0) 0 (0.0) 6 (28.6) 6 (20.0)
R TR 0 (0.0) 2 (22.2) 0 (0.0) 2 (6.7)
FiERE 0 (0.0 1 (11.1) 1 (4.8) 2 (6.7)
BhEERE UG HEBES 4 (40.0) 2 (22.2) 5 (23.8) 7 (23.3)
RAEnTE 2 (20.0) 1 (11.1) 3 (14.3) 4 (13.3)
TUR s 0 (0.0 1 (11.1) 1 (4.8) 2 (6.7)
—f% « EEEES KUIRSERIOIRE 1 (10.0) 3 (33.3) 3 (14.3) 6 (20.0)
RERIL 0 (0.0 1T (11.1) 3 (14.3) 4 (13.3)
FEEL 1 (10.0) 2 (22.2) 0 (0.0 2 (6.7)
BRIRRE 3 (30.0) 1 (11.1) 4 (19.0) 5 (16.7)
U /N—E1E00 1 (10.0) 0 (0.0) 2 (9.5 2 (6.7)
BB LUREES 1 (10.0) 4 (44.4) 1 (4.8) 5 (16.7)
BEPR 0 (0.0) 2 (22.2) 1 (4.8) 3 (10.0)
IRfEE 2 (20.0) 2 (22.2) 2 (9.5 4 (13.3)
IR¥zIR 0 (0.0 2 (22.2) 1 (4.8) 3 (10.0)
5=, hEBIOUNBEHIE 0 (0.0) 0 (0.0) 3 (14.3) 3 (10.0)
i8S 0 (0.0) 0 (0.0) 2 (9.5) 2 (6.7)
RS LORERS 0 (0.0) 1 (11.1) 2 (9.5) 3 (10.0)
BE3dU AT O—)LmiE 0 (0.0) 1 (11.1) 1 (4.8) 2 (6.7)
BHUTE 0 (0.0) 1(11.1) 1 (4.8) 2 (6.7)
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® sohonos
‘ (palovarotene) hard capsules

ISR A AE AEl

BERIKRIAE 5 mg/2.5 mg 10 mg/5 mg &at
B (N=10) (N=9) (N=21) (N=30)

n (%) n (%) n (%) n (%)
fEfEE 0 (0.0 0 (0.0 3 (14.3) 3 (10.0)
SRR 0 (0.0 0 (0.0 2 (9.5) 2 (6.7)
RRGYES K OFERE 0 (0.0 1 (11.1) 1 (4.8) 2 (6.7)
IREERN 0 (0.0 1 (11.1) 1 (4.8) 2 (6.7)

MedDRA version 17.0

- ARG OEREN S % UL DBEIERZLE (BERIKDFEIISUIULTH > THESEABHSYICSHIZBVESFEH L TLEW) .

- JRREDYIOHE 5D S84BHBE DRI E TICHKE UBERZ5EH.

-BIER D ARIBUEMMNBEES 3HH UNIEL (possibly related). 8Z5 <& W (probably related). BEi&Ed W (definitely
related) &FHfiLIBEER.

o Edmids
SRS NN\
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YK/ R*ATIigSEHR

NESRIF TORIERAREE (PVO-1A-202558) (MEFANSNI=LEH. /Y—KA)

n 10 mg/5 m N=20
— wast SO me S e (N=20
2AZE -
n (%) B SERRS 12 SHAR as
S£EHERH 4 (20.0) 2 (10.0) 18 (90.0) 18 (90.0)
EESKLUE MAEEE 0 (0.0) 0 (0.0) 17 (85.0) 17 (85.0)
FERZIE 0 (0.0) 0 (0.0) 15 (75.0) 15 (75.0)
Z5EE 0 (0.0) 0 (0.0) 7 (35.0) 7 (35.0)
Py 0 (0.0) 0 (0.0) 5 (25.0) 5 (25.0)
E£5MZ SFEE 0 (0.0) 0 (0.0) 4 (20.0) 4 (20.0)
15 0 (0.0) 0 (0.0) 3 (15.0) 3 (15.0)
E2 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
BBES 0 (0.0) 0 (0.0) 15 (75.0) 15 (75.0)
O 0 (0.0) 0 (0.0) 13 (65.0) 13 (65.0)
[=bE3 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
OOV UEIN 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
ERERIRES 3 (15.0) 0 (0.0) 6 (30.0) 6 (30.0)
U /N—tEh 1 (5.0) 0 (0.0) 3 (15.0) 3 (15.0)
MR ERIRBRRIE R )L E /1800 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
BB KIURBEE 0 (0.0) 1 (5.0) 6 (30.0) 6 (30.0)
BYUER 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
B2~V UEY RITGE 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
TEffEE 0 (0.0) 0 (0.0) 6 (30.0) 6 (30.0)
SREE 0 (0.0) 0 (0.0) 3 (15.0) 3 (15.0)
BHLURBEEZ 0 (0.0) 0 (0.0) 6 (30.0) 6 (30.0)
EER 0 (0.0) 0 (0.0) 4 (20.0) 4 (20.0)
MMmFR 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
SEFR 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
HEERALUESHERES 0 (0.0) 1 (5.0) 5 (25.0) 5 (25.0)
e 0 (0.0) 0 (0.0) 3 (15.0) 3 (15.0)
B &R 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
[F0%2s. MRS K UHHRES 0 (0.0) 0 (0.0) 5 (25.0) 5 (25.0)
B 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
iRfE= 0 (0.0) 0 (0.0) 4 (20.0) 4 (20.0)
IREZ 1R 0 (0.0) 0 (0.0) 4 (20.0) 4 (20.0)
—% - 2EBES & VRSO 0 (0.0) 0 (0.0) 4 (20.0) 4 (20.0)
IREEE(L 0 (0.0) 0 (0.0) 2 (10.0) 2 (10.0)
RRIED KU BT ERIE 0 (0.0) 0 (0.0) 4 (20.0) 4 (20.0)
IHEER 0 (0.0) 0 (0.0) 3 (15.0) 3 (15.0)
HRREE 1 (5.0) 0 (0.0) 3 (15.0) 3 (15.0)
FIEbES 0 (0.0) 0 (0.0) 3 (15.0) 3 (15.0)

MedDRA Version 17.0

- BEOEARENM 0% LDEERZELE FEFIKDFEIF10%ULTH > THFEREN10%ISHIBVBEIIFEEHLTLEL),

- BRSHEOBWEREG. RREEN U7 7y THEBEOIHEUETSH Y., D IJU77yFPaAVR—%Y cOTTHMUEICH S EIER. 85
RS EERIG. RIEENHBROIHELUETHY .. HSHETEBVEIER,

-BIER  ARIBHEMNBEESD S H UNIKEL (possibly related). 875 <& W (probably related). BEi&EdH W (definitely
related) EFHAULICBSZER.
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® sohonos

.‘ (palovarotene) hard capsules

NESIFF TORIERRREE (PVO-1A-202558) (HFANSNI-LEH. /X— B)

= IEaEREA FETVFPFYTE | TUTPTYTH BSHEEET
%ngg;ﬁﬁ (N=54) (N=44) (N=35) (N=52)
n (%) n (%) n (%) n (%)
LEER 9 (16.7) 42 (95.5) 34 (97.1) 51 (98.1)
RED I UK TMEMES 6 (11.1) 40 (90.9) 33 (94.3) 51 (98.1)
KR 1(1.9) 26 (59.1) 26 (74.3) 43 (82.7)
ZSEE 0 (0.0 12 (27.3) 18 (51.4) 28 (53.8)
HERE 1(1.9) 15 (34.1) 12 (34.3) 25 (48.1)
R 0 (0.0 11 (25.0) 15 (42.9) 23 (44.2)
e 0 (0.0 8 (18.2) 18 (51.4) 22 (42.3)
AR 1.(1.9) 8 (18.2) 16 (45.7) 22 (42.3)
SBMT SEE 0 (0.0) 9 (20.5) 14 (40.0) 21 (40.4)
BE 1.(1.9) 8 (18.2) 5 (14.3) 11 (21.2)
e 0 (0.0 2 (4.5) 5 (14.3) 6 (11.5)
ki 0 (0.0) 0 (0.0) 4 (11.4) 4(7.7)
HEZERE 0 (0.0) 1 (2.3) 3 (8.6) 4 (7.7)
FEBx 0 (0.0) 2 (4.5) 2 (5.7) 4 (7.7)
B2 RERIE 0 (0.0) 1 (2.3) 3 (8.6) 4 (7.7)
*E 1.(1.9) 0 (0.0) 3 (8.6) 3 (5.8)
BEEER 1 (1.9 2 (4.5) 1 (2.9 3 (5.8)
EEBENEIE 0 (0.0) 0 (0.0 3 (8.6) 3 (5.8)
T 0 (0.0) 2 (4.5) 1 (29) 3 (5.8)
B 0 (0.0 1 (2.3) 2 (5.7) 3 (5.8)
R 0 (0.0) 2 (45) 1 (29) 3 (5.8)
R 0 (0.0) 0 (0.0 3 (8.6) 3 (5.8)
K= 0 (0.0) 1 (23) 2 (5.7) 3 (5.8)
BEEE 2 (37) 27 (61.4) 23 (65.7) 42 (80.8)
DS 0 (0.0) 18 (40.9) 16 (45.7) 32 (61.5)
OEQUUEN 0 (0.0) 5 (11.4) 4 (11.4) 7 (13.5)
OB 0 (0.0) 2 (45) 4 (11.4) 6 (11.5)
ORI 0 (0.0) 5 (11.4) 2 (5.7) 6 (11.5)
A 1.(1.9) 4 (9.1) 1 (29) 5 (9.6) |
B0t 0 (0.0) 3 (6.8) 2 (5.7) 5 (9.6) gy
Mgt 0 (0.0) 1(2.3) 2 57) 3 (5.8) 27
B 0 (0.0) 2 (4.5) 2 (57) 3 (5.8) B2
RRED & UBERE 2 (37) 14 (31.8) 13 (37.1) 22 (42.3) 3
BER 0 (0.0) 2 (4.5) 2 (57) 3 (58) 7
FERRN 0 (0.0) 2 (4.5) 1 (2.9 3 (5.8)
S 0 (0.0 0 (0.0) 3 (8.6) 3 (5.8)
ME 0 (0.0 2 (4.5) 2 (5.7) 3 (5.8)
R 0 (0.0) 9 (20.5) 13 (37.1) 21 (40.4)
IR 0 (0.0) 5 (11.4) 7 (20.0 11 (21.2)
AREGR R iS5z IE 0 (0.0 2 (4.5) 2 (5.7) 4 (7.7)
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YR/ R*hTeIVigSHRE

== IEEEREA FIVFZFYTE | TUTPTYTH RS HEEET
éﬁgigﬁﬁ (N=54) (N=44) (N=35) (N=52)
n (%) n (%) n (%) n (%)
ERFEI0 0 (0.0) 0 (0.0 3 (8.6) 3 (5.8)
BE. PEBLCNESHIE 0 (0.0 7 (15.9) 15 (42.9) 19 (36.5)
B2E15 0 (0.0 4 (9.1) 12 (34.3) 14 (26.9)
HBoN—-2 0 (0.0 0 (0.0 5 (14.3) 5 (9.6)
=G 0 (0.0 2 (4.5) 1 (2.9 3 (5.8)
—M% - EEEED K UERSIRIDIREE 0 (0.0 5 (11.4) 14 (40.0) 16 (30.8)
REEEIL 0 (0.0 1 (2.3) 8 (22.9) 8 (15.4)
HEERBLURESHEBES 3 (5.6) 7 (15.9) 10 (28.6) 16 (30.8)
Tufsz 0 (0.0 1 (2.3) 7 (20.0) 8 (15.4)
FagE 1 (1.9) 2 (4.5) 2 (5.7) 4 (7.7)
RAENRERR 2 (3.7) 1 (2.3) 2 (5.7) 3 (5.8)
FPORES. IR &K UHtRIES 0 (0.0) 9 (20.5) 6 (17.1) 14 (26.9)
SHim 0 (0.0) 5 (11.4) 5 (14.3) 9 (17.3)
BRARIRE 1 (1.9) 3 (6.8) 8 (22.9) 11 (21.2)
U /N—E1E10 0 (0.0 2 (4.5) 3 (8.6) 5 (9.6)
1R RIEE 0 (0.0 6 (13.6) 7 (20.0) 11 (21.2)
BEPES 0 (0.0 4 (9.1) 3 (8.6) 6 (11.5)
FENMEDHFE L) 0 (0.0 2 (4.5) 2 (5.7) 3 (5.8)
TEtES 0 (0.0 4 (9.1) 7 (20.0) 10 (19.2)
ZRIEE 0 (0.0 1 (2.3) 3 (8.6) 4 (7.7)
% 0 (0.0 2 (4.5) 1 (2.9) 3 (5.8)
n>3ox5 0 (0.0 1 (2.3) 2 (5.7) 3 (5.8)
REB LOREREE 0 (0.0 1 (2.3) 7 (20.0) 7 (13.5)
2 hUJUEY RIE 0 (0.0 1 (2.3) 3 (8.6) 3 (5.8)
MmERE 0 (0.0) 1 (2.3) 7 (20.0) 7 (13.5)
FRRL 0 (0.0 0 (0.0 6 (17.1) 6 (11.5)

MedDRA Version 17.0

- REHRSETORAENS B LDOBEIERZSLE ESERIADFEFSB UL TH > THREARENSBITHIBEVMESIFEEH L TLEL)
cTJUFPFY T U7y TEHBRIBEMEICERL. O IL 77 v FIAVIR—RY MORTEE CICHREREUZEWER.

CETULTFT YT RRENETLFZ 7 v P1EBMETSH Y. hOBEEN TLU T T v FHIICA > TORWIFICHEIR UTZEIfER.

- IEAER AR1BBME. JUT7 7 v THERIFIET U7 7 v THUS OB ICFIR U EITER.
- BFFDRIBIFHAICK > TF. BENEHDIICSINZBENH S,
- BIfEA - JBRRIEHEEEMNAEED S HH UNIEL (possibly related). 375 <B8iEH W (probably related). BE:&Ed W (definitely

related) EFHHEULIEBEER,
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® sohonos
‘ (palovarotene) hard capsules

WIESREE TORIEARIAE (PVO-1A-202588) (MH#ANSNIKEH. /\—FB) (8@ LDOKIE

BU10EL DB HDOER)
o SEARE | ETLTPTYTE | JUPFYTE | BSEmESE
éﬁgfg;ﬁﬁ (N=51) (N=44) (N=32) (N=49)
n (%) n (%) n (%) n (%)
SEIER 8 (157%) | 42 (955%) | 31 (96.9%) | 48 (98.0%)
REB S UK MEREE 5 (9.8%) 40 (90.9%) | 30 (93.8%) | 48 (98.0%)
B SRR 0 26 (59.1%) 23 (71.9%) 40 (81.6%)
Z DFERE 0 12 (27.3%) 17 (53.1%) 27 (55.1%)
BRERE 1 (2.0%) 15 (34.1%) 12 (37.5%) 25 (51.0%)
®E 0 11 (25.0%) 14 (43.8%) 22 (44.9%)
B2 ERIBR 1 (2.0%) 8 (18.2%) 16 (50.0%) 22 (44.9%)
2BMZ SEE 0 9 (20.5%) 13 (40.6%) 20 (40.8%)
#IbE 0 8 (18.2%) 15 (46.9%) 19 (38.8%)
Pirik 23 1 (2.0%) 8 (18.2%) 5 (15.6%) 11 (22.4%)
KiE 0 0 4 (12.5%) 4 (8.2%)
= 0 2 (45%) 3 (9.4%) 4 (8.2%)
R 0 2 (45%) 2 (63%) 4 (8.2%)
R 0 1 (23%) 3 (9.4%) 4 (8.2%)
R 1 (2.0%) 0 3 (9.4%) 3 6.1%)
BELES 1 (2.0%) 2 (45%) 1 (3.1%) 3 (6.1%)
REEEREE 0 0 3 (9.4%) 3 (6.1%)
TS 0 2 (4.5%) 1 (3.1%) 3 (6.1%)
{THHER D 0 1 (2.3%) 2 63%) 3 6.1%)
BER 0 2 (4.5%) 1 (3.1%) 3 (6.1%)
RIS 0 0 3 (9.4%) 3 6.1%)
HEEE 0 1 (2.3%) 2 (63%) 3 6.1%)
HEEE 0 1 (2.3%) 2 63%) 3 6.1%)
BiEES 2 (3.9%) 27 (61.4%) 21 (65.6%) 40 (81.6%)
W=7 0 18 (40.9%) 14 (43.8%) 30 (61.2%)
OOV UEIN 0 5 (11.4%) 4 (12.5%) 7 (14.3%)
OAEzE 0 5 (11.4%) 2 (6.3%) 6 (12.2%)
OB 0 2 (45%) 3 (9.4%) 5 (10.2%) |
A 1 (2.0%) 4 (9.1%) 1 (3.1%) 5 (10.2%) 7y
E1E 0 3 (6.8%) 2 (6.3%) 5 (10.2%) %7
mfEgEt 0 1 (2.3%) 2 (6.3%) 3 (6.1%) B2
=0 0 2 (4.5%) 2 (6.3%) 3 (6.1%) 3
BRED S UBLERE 2 (3.9%) 14 (31.8%) 12 (37.5%) | 21 (42.9%) 7
RN 0 2 (4.5%) 2 (6.3%) 3 (6.1%)
(=i 0 0 3 (9.4%) 3 (6.1%)
T 0 2 (45%) 2 63%) 3 (6.1%)
IRfES 0 9 (20.5%) 12 (37.5%) 20 (40.8%)
IREZIR 0 5 (11.4%) 7 (21.9%) 11 (22.4%)
IRIRESIR 0 2 (45%) 2 (63%) 4 (8.2%)
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YR/ R*hTeIVigSHRE

o AR | ETLTPTYTE | JUPFYTE | BSEmMSE
%ngg;ﬁﬁ (N=51) (N=44) (N=32) (N=49)
n (%) n (%) n (%) n (%)
AR5 0 0 3 (9.4%) 3 (6.1%)
SE. PEDSONEAHE 0 7 (15.9%) 13 (40.6%) | 17 (34.7%)
B 0 4 (9.1%) 12 375%) | 14 (28.6%)
25 0 2 (4.5%) 1 3.1%) 3 (6.1%)
FUN—> 0 0 3 (9.4%) 3 (6.1%)
BHEERS S URSERES 3 (5.9%) 7 (15.9%) 9 (281%) | 15 (30.6%)
TURHS 0 1 (23%) 6 (18.8%) 7 (14.3%)
RIEA 1 (2.0%) 2 (4.5%) 1 3.1%) 3 (6.1%)
FRE. 156 UHERE 0 9 (20.5%) 6 (188%) | 14 (28.6%)
Biim 0 5 (11.4%) 5 (15.6%) 9 (18.4%)
— i - 2HEES K UBRSEIORE 0 5 (11.4%) | 11 (34.4%) | 13 (26.5%)
REEBIE 0 1 (23%) 5 (15.6%) 5 (10.2%)
RS 1 (2.0%) 3 (6.8%) 8 (250%) | 11 (22.4%)
U N\— e 0 2 (4.5%) 3 (9.4%) 5 (10.2%)
BEREE 0 6 (13.6%) 6 (188%) | 10 (20.4%)
B 0 4 (9.1%) 3 (9.4%) 6 (12.2%)
FEEDEL 0 2 (4.5%) 2 6.3%) 3 (6.1%)
S 0 4 (9.1%) 6 (18.8%) 9 (18.4%)
% 0 2 (4.5%) 1 3.1%) 3 (6.1%)
15555 0 1 (23%) 2 (6.3%) 3 (6.1%)
SR 0 1 (23%) 2 (6.3%) 3 (6.1%)
mEms 0 1 (23%) 7 (21.9%) 7 (14.3%)
T 0 0 6 (18.8%) 6 (12.2%)
RS L URBBE 0 1 (23%) 5 (15.6%) 5 (10.2%)
BRUZUEU RIE 0 1 (23%) 3 (9.4%) 3 (6.1%)

MedDRA Version 17.0

- BSHESEOERENS B EDORIERZEE BRERIXI ISR U LETH > THEREARENS%ITHIIRVGEIFEEH L TLIIRL).
cJUZP7Zy T U7 7y TEHRIBEMEICEREL. hOTLF7P 7Py TFIAViR—2Y hOETHF TICREUEWER.

-IETULF Ty T BRAMET LTy T1THELETS Y. hDOBEN T LT Ty FHIICA > TORWLEFICHRIR UBIER.

- IEEEER BRI BBLEE. TULF Ty THREEFIET LT 7y THLUSN DR CFIR U IZBIfER.
- BHERORERHICK > TE. BENERDIICSENZBENH S,

-BIER  ARIBHERMNAEESSHH UNIKEL (possibly related). 3875 <E&E&H W (probably related). BEi&EdH W (definitely

related) EFHHEULIEBEER,
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NESRIF TORIERAREE (PVO-1A-202858) (fFANSNI=EH. /t—KC)

® sohonos

.‘ (palovarotene) hard capsules

13S0 1L HBR FH5mg | AH20/10 mg e
(N=46) n (%) | (N=44) n (%) | (N=41) n (%) | (N=46) n (%)

2B 13 (283) 31 (70.5) 35 (85.4) 43 (935)

5 KUK MEREE 6 (13.0) 28 (63.6) 33 (80.5) 43 (935)
RERZ IR 3 (6.5) 19 (43.2) 15 (36.6) 29 (63.0)
R 0 (0.0) 5 (11.4) 13 (31.7) 15 (32.6)
AR 0 (0.0) 5 (11.4) 11 (26.8) 14 (30.4)

Z SFERE 0 (0.0) 4 (9.1) 10 (24.4) 13 (28.3)
2P 2 (4.3) 5 (11.4) 9 (22.0) 12 (26.1)
BR=ERE 0 (0.0) 2 (4.5) 9 (22.0) 11 (23.9)
KRB 0 (0.0) 3 (6.8) 7 (17.1) 9 (19.6)
KREes 0 (0.0) 1 (2.3) 5 (12.2) 5 (10.9)
e 0 (0.0) 3 (6.8) 1 (2.4) 4 (8.7)
EBMMZF SERE 0 (0.0) 1 (2.3) 4 (9.8) 4 (8.7)
KE 0 (0.0) 2 (4.5) 1 (2.4) 3 (6.5)
ohan 0 (0.0) 0 (0.0) 3 (7.3) 3 (6.5)
HRAJT 0 (0.0) 1 (2.3) 2 (4.9) 3 (6.5)
A 0 (0.0) 1 (23) 2 4.9) 3 (6.5)
IR 0 (0.0) 1 (23) 3 (7.3) 3 (6.5)
BREE 1 (2.2) 9 (20.5) 19 (46.3) 26 (56.5)
OsE 1 (2.2) 4 (9.1) 9 (22.0) 13 (28.3)
BB 0 (0.0) 2 45) 3 (7.3) 5 (10.9)
Bl 0 (0.0) 1 (2.3) 4 (9.8) 5 (10.9)
e 0 (0.0) 1 (23) 3 (7.3) 4 87)
ONEZIE 1 (2.2) 1 (2.3) 3 (7.3) 4 (8.7)
=il 0 (0.0) 2 (4.5) 3 (7.3) 4 (8.7)
RS 0 (0.0) 0 (0.0) 3 (7.3) 3 (6.5)

RS R OB 2 43) 8 (18.2) 17 (41.5) 22 (47.8)
JTUEIR 0 (0.0) 1 (2.3) 3 (7.3) 4 (8.7)
AR 0 (0.0) 0 (0.0) 3 (7.3) 3 (6.5)
ZHIfE 0 (0.0) 1 (2.3) 2 (4.9) 3 (6.5)
RRER 0 (0.0) 1 (23) 3 (7.3) 3 (6.5)

BE. DE5RUNEAHE 1 22 9 (20.5) 8 (19.5) 14 (30.4) "
RS 0 (00) 1(2.3) 3 (7.3) 4 87) %7
RS 0 (0.0) 2 (45) 1 (2.4) 3 (6.5) B2

GERRS L UESEAEE 3 (6.5) 5 (11.4) 11 (26.8) 13 (283) 3
R 0 (0.0) 2 (4.5) 8 (19.5) 9 (19.6) i
PURs & 1 (2.2) 1 (2.3) 8 (19.5) 9 (19.6)

B EfRERR 0 (0.0) 1 (2.3) 4 (9.8) 4 (8.7)

IRfE= 0 (0.0) 0 (0.0) 11 (26.8) 11 (23.9)
RSA7A 0 (0.0) 0 (0.0) 7 (17.1) 7 (15.2)
ARFE 0 (0.0) 0 (0.0) 3 (7.3) 3 (6.5)

29




YR/ R*hTeIVigSHRE

RS RLEHAR ZAEI5 mg Z&%120/10 mg AEIGE

(N=46) n (%) | (N=44) n (%) | (N=41) n (%) | (N=46) n (%)
R REE 0 (0.0 2 (4.5) 10 (24.4) 11 (23.9)
GV 0 (0.0 1 (2.3) 5 (12.2) 5 (10.9)
—i% - EEEED JVBRSIRIOIREE 1 (2.2) 1 (2.3) 9 (22.0) 9 (19.6)
HRREERML 0 (0.0 0 (0.0 4 (9.8) 4 (8.7)
RAHRERR 0 (0.0 0 (0.0) 4 (9.8) 4 (8.7)
FERR 0 (0.0 1 (2.3) 2 (4.9 3 (6.5
rEHES 1 (2.2) 5 (11.4) 6 (14.6) 9 (19.6)
S DOfR 0 (0.0) 1 (2.3) 2 (4.9) 3 (6.5)
FEORES. FIZRE K UHtRIES 0 (0.0) 5 (11.4) 4 (9.8) 9 (19.6)
SHim 0 (0.0) 4 (9.1) 0 (0.0) 4 (8.7)
BEARIRE 0 (0.0) 2 (4.5) 5 (12.2) 7 (15.2)
BEER 0 (0.0) 1 (2.3) 2 (4.9 3 (6.5)
KB LURERE 0 (0.0) 1 (2.3) 4 (9.8) 5 (10.9)
BHURIR 0 (0.0) 0 (0.0 4 (9.8) 4 (8.7)

MedDRA version 22.0

- ARG OBERENS%IULDBEIERZLE (BERIKDFEIISWIULETH > THEEABISYISHIEBVESFEHLTLEW) .

- BIER  ARIBUEMMNBEES 3B LNIEL (possibly related). 8Z5 <& W (probably related). BEi&Ed W (definitely
related) &5 UTEREDRSHBAN SRELESH7BUANICRRUCAESR,

- BSREERR U7 7 Y TEHE SHRF 3B SR ER < B (BEDEBI DRSS ZEZF TV WVER) .
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® sohonos
‘ (palovarotene) hard capsules

NESRIFF TORWERFAERSEE (PVO-1A-301558) (£F&. FOP-FAS)

BERIASE &5 mg (N=107) |A#I20/10 mg (N=81) | #&I&S (N=107)
BHAE n (%) n (%) n (%)
Z£EHER 98 (91.6) 75 (92.6) 106 (99.1)
EED KLU MAdgEE 90 (84.1) 69 (85.2) 104 (97.2)
RERZ IR 59 (55.1) 37 (45.7) 75 (70.1)
HER 19 (17.8) 20 (24.7) 37 (34.6)
B=27 14 (13.1) 26 (32.1) 33 (30.8)
Z SFERE 19 (17.8) 14 (17.3) 31 (29.0)
£ 23 (21.5) 11 (13.6) 28 (26.2)
LBMZF SEE 16 (15.0) 11 (13.6) 24 (22.4)
AR5 9 (8.4) 14 (17.3) 22 (20.6)
REERIAR 11 (10.3) 11 (13.6) 21 (19.6)
RER 3 (2.8) 7 (8.6) 10 (9.3)
R AR 6 (5.6) 4 (4.9) 10 (9.3)
SEERTE 6 (5.6) 4 (4.9) 9 (8.4)
FERE SRR 2 (1.9 4 (4.9) 6 (5.6)
BREE 54 (50.5) 33 (40.7) 72 (67.3)
Os&E 37 (34.6) 17 (21.0) 52 (48.6)
ml=nlexéx: el 6 (5.6) 10 (12.3) 15 (14.0)
OE% 3 (2.8) 8 (9.9) 10 (9.3)
E T 4 (3.7) 2 (2.5) 6 (5.6)
HEERS JUBAEREE 33 (30.8) 25 (30.9) 47 (43.9)
Bimn R HAEAEE 11 (10.3) 10 (12.3) 21 (19.6)
BE R 10 (9.3) 7 (8.6) 14 (13.1)
PUps 6 (5.6) 5 (6.2) 10 (9.3)
RS S OB ERE 28 (26.2) 24 (29.6) 43 (40.2)
IR 8 (7.5) 9 (11.1) 15 (14.0)
BRARAREE 19 (17.8) 16 (19.8) 29 (27.1)
BEER 8 (7.5) 5 (6.2) 13 (12.1)
FPSZUTPZ/ NSRRI S—EEN 1 (0.9) 5 (6.2) 6 (5.6)
IRfE=E 14 (13.1) 17 (21.0) 25 (23.4)
RSA7A 8 (7.5) 11 (13.6) 18 (16.8) ,
B, DESLUNESHE 15 (14.0) 11 (13.6) 25 (23.4) Y
RREES 5 (47) 8 (9.9) 12 (11.2) g7
KBS LOREEE 6 (5.6) 5 (6.2) 11 (10.3) a2
BRE 3 (28) 3 (37) 6 (5.6) 3
EREE 6 (5.6) 6 (7.4) 11 (10.3) i
GV 4 (3.7) 4 (4.9) 8 (7.5)

MedDRA version 22.0

- BASEIZABIGS To% UL DEERZLE (BRERIKDFEIISWIULETH > CTHEREABISYISH I BVESFEHLTLEW)

- BIER  JARIBUEMNBEES 3B ULNIEL (possibly related). 3875 <& W (probably related). BE&d W (definitely
related) &MU TBEBRREORSEBAD SRZIESE7BUAICER UICESER,
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YR/ R*hTeIVigSHRE

W ESRIGE TOEWERRBSEE (10%LL) (PVO-1A-3015858%) (8L LDOLT IR U 10 LDB Y

DEHE)

B/ERIKXHE AEI5S mg (N=86) |#A#|20/10 mg (N=66) | #FHF|I&Et (N=86)
BHARE n (%) n (%) n (%)
2EIER 79 (91.9) 61 (92.4) 85 (98.8)
BES&LUE MEEEE 71 (82.6) 58 (87.9) 83 (96.5)
R SRR 46 (53.5) 31 (47.0) 60 (69.8)
BR=ERE 17 (19.8) 15 (22.7) 30 (34.9)
Z DFERE 15 (17.4) 12 (18.2) 26 (30.2)
HIHE 8 (9.3) 10 (15.2) 18 (20.9)
25M%Z SEE 13 (15.1) 9 (13.6) 19 (22.1)
EE 15 (17.4) 9 (13.6) 19 (22.1)
FZRERIAR 11 (12.8) 9 (13.6) 19 (22.1)
B 12 (14.0) 22 (33.3) 27 (31.4)
B2 & 6 (7.0) 4 (6.1) 10 (11.6)
RZRER 3 (3.5) 6 (9.1) 9 (10.5)
BEEE 44 (51.2) 29 (43.9) 60 (69.8)
W=7 30 (34.9) 14 (21.2) 42 (48.8)
OOV UEIN 5 (5.8) 9 (13.6) 13 (15.1)
Ok 3 (3.5) 7 (10.6) 9 (10.5)
BRAYED KUFERAE 27 (31.4) 21 (31.8) 39 (45.3)
IR 8 (9.3) 8 (12.1) 14 (16.3)
HEBRO LS HEES 26 (30.2) 17 (25.8) 33 (38.4)
U 6 (7.0) 5 (7.6) 10 (11.6)
RAETE 8 (9.3) 6 (9.1) 11 (12.8)
Bin R HAEAE 5 (5.8) 5 (7.6) 10 (11.6)
18, PEBIUWESHIE 13 (15.1) 9 (13.6) 21 (24.4)
FEEEE 5 (5.8) 8 (12.1) 12 (14.0)
IRfEE 13 (15.1) 15 (22.7) 22 (25.6)

RSA7A 8 (9.3) 11 (16.7) 18 (20.9)
fRRASE 18 (20.9) 14 (21.2) 26 (30.2)
BEBERD 7 (8.1) 4 (6.1) 11 (12.8)

MedDRA version 22.0

-BIER  ARIBLUERMNEES ZHH UNIKEL (possibly related). 3875 <E&E&H W (probably related). BEi&EdH W (definitely
related) &EEHMMIULTE. SBERREORSHEBEN SERKRSH7BUAICRR UL (FelEk. JU7 7 v TRV EHRSEINGEH > ZPVO-
1A-202ANEEDNBEFERE) DEEER.
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® sohonos
‘ (palovarotene) hard capsules

o Edmids
SRS NN\
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IRSHRPOER

BI{EAIC K BAE. RERUPLE

7. BERUABICEET 53R (BEFAELHRNBZHRR)

7.6 WEZ{TIC

7.5 BBEUNRDSNBVEERF. FEIDFHE. KAENFRESPILEZRFTIT DL BEBZITOBEE. TFRZ

BE(LTDE, BEZETO>THRABTENRDOSNBVIESE. BEREIT 2 ENTEDN. IRMBZBZ 2

BEZET BHGICIE. RSMEDOBES

BECHRSNITDIE, [17.1.1

=08

=N

’5HORASE WERDAS
20 mg 15 mg
15 mg 12.5 mg

12.5 mg 10 mg
10 mg 7.5 mg
7.5 mg 5mg
6 mg 4 mg
5mg 2.5 mg

4 mg 2mg
3mg 1.5 mg
2.5 mg 1 mg

eV, JUTP7 v TEICOHMESTBZIENTED, [17.1.288]

0 COEFRS (NI 2REMEN RO SNBVESICIE. TU77 v TORBIFOAE - AEI(C
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® sohonos

.‘ (palovarotene) hard capsules

SR OUNEGRE - EEEIR

O KA (FETEMENSZDDT. HIRT BUREMDHDLIEICIE. ROFREIE. ARSI RURRL
BE5®1ARBEICBVT, BFE T 2UEM O SEREHEEIC DWVWTEBAL T ZE W,
(1) FADBRSIFRDIERFEREFRAD2HNIEIIHEF THRB LEWN &
(2) FEID®RSHHBH HEBUADIHIRRENBZIE TH D EDRBRZMHET 5 Eo
(3) ARIDRESHBEPIFN BT EICHRREZERT D EHLETLL.

BREEROEET. (P.7). BICIBNRERERZEISEREA (P.8) BRI

0 SEDES. BEBRENMURKERZHEDBZVBHESITNG SN2 ENHDDT. KEIRSEES
IR O SHEEBEEDBIREZEHNICERRL,. BSHEDIEZRTL TRV, FICEH#
[CDWVTIE. EHNICXIFRE CTIHMIiT 2 ENLEFEULWVWTY,

FREMEFREZOMLER (P.21) &R
® BIHRAEAEHLU CLBRVBRE(CRS T 215G, ARDRSD(E. BEOBRHIHAT ST, EHN

(CBImIRDREE, SRNMUESHZROFEZFHH L TIEETV.. REOHE. BimROFPAARAEN (&
ZTOHIR. BEEZERNAERO SNICHEGF. FERSHEOTSZIEECHRLTIZE0,

FREWEREZOMLERA (P.20) &R
O FEDLBROCHHEDORENIHBEDEEN G SHND I ENHDDT, FESPIEF. REFIFIC
FSNEEZRET DI EZREITDEEDIC, BEOREBZTDICHELTIZE L,
FREMEREZOMLER (P.19) &%
O HIRBBAEN'HSONDTENHDDT. AHRSP(E. SHLEICFEFPIIEFICLDEL LB

(FLEHHIROBNWT VAT U—2VDFERAICKY. BHPUVAROBHZEITDLOBEZEELT
<IEEW,

0 S5O DORDIBR, BRIENOBRITENGSDONZIENHDDT, FEHRSDHIF. BEIC
S DRDBIERNTZVD . BEDREZTDICERELTIES L,

O® RSN HSHNDTENHBIDT. FERSHIBRINURSPIEERNICAFEREEREZITL).
BEOREZTHICHEL TS,

KREZEROEES. (P.7). BICIBNRERERZEISERERA (P.8) SR

R OB ERARdmds

O BBERENUZNICHIBADHSDOND I ENHDD T, AFERSHBRINRURSPIEERNICHE
BENUBRERICET 2IMRREZITV. BEDREZ T ICHELTIIZE L,

35



SIPSEN

SHERRGETT ¢
IPSEN# A&t
RRSBTFREXKEEI—TE11&1S WE/N—T9 03k

ELWEbhEx:

IPSEN#H =1t REERIES

T100-6162

RRETREXKBAEI—TEN1#E1S WE/N—T79T—3k
FEEEHES 1 03-6205-3483

SOH-0002(3)
2026 F8A1ER




