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ALT Alanine aminotransferase TI=VT I RNTURT 2T —E8

ANF « -naphthoflavone a-T7 b7 THRY

AST Aspartate aminotransferase TARGEUVBETI ) I AT 27 —E

AUC Area under the concentration-time curve R — e R AR T A

AUCo.12 Area under the concentration-time curve from time 0 to | #%5-#0~ 12FF 8] & T & — BRI dh 4 T m
12 hours post-dose &

AUCo.24 Area under the concentration-time curve from time 0 to | #%-5-$20~24HFR = T A — KR dh iR N i
24 hours post-dose &

AUCo. Area under the concentration-time curve from time 0 to | % 5-%4 0~ MERR KR F T oo EE — BFfE il
infinity TR

BMI Body Mass Index AT A RRA AT VIR

BSA Body Surface Area K EAE

BrdU 5-Bromo-2'-deoxyuridine 5-7uE2-TAXTT YT

CCDS Company Core Data Sheet E¥EPET— 2> —

CCG Children's Cancer Group INRIEZES TV —

CDX Cell line-derived xenograft AR AR Ok AR

CL/F Apparent total body clearance Rngoeg s V77 R

CLss Clearance at steady state EFIRRETHO I VT TR

Cmax Maximum concentration ¢ v I TP

COG Children’s Oncology Group KENRDB AT N —T

CR Complete response SERTRRN

CYP Cytochrome P450 F k7 17— 2AP450

DAPI 4’ ,6-Diamidino-2-phenylindole 46-0T7 IV )2-Txz=)b A R—)L

ECso Half maximal effective concentration 50%%h R FE

F Bioavailability INAFTT A ZEDT 4

FAS Full analysis set I R DFRAT RS

GCP Good Clinical Practice % 3 b O B R FRER 0D S fita FL e

GFR Glomerular filtration rate SRERIE A fE

v -GTP Gamma-glutamyltransferase y-INVEINVET AT 2T —E

HEPM Human embryonic palatal mesenchymal t MeEHF A EME

HVA Homovanillic acid REN=— LR

ICso 50% inhibitory concentration 50%[FH 5 i i

ICH International Council for Harmonisation of Technical | [% 385815 FoE B & i
Requirements for Pharmaceuticals for Human Use

INRC International Neuroblastoma Response Criteria CACET I ] S A o8 e Y e 2 i v

INRG International Neuroblastoma Risk Group [E SR IEE U R 7 5348

LDso 50% lethal dose 50%EHE 5

MD Minimal disease (ZGNEES

MIBG Metaiodobenzylguanidine AR —=RKROINTT =V

MR Minor response BRI 70 25

NADPH Nicotinamide adenine dinucleotide phosphate —aF T IRT T2 VXTI LAEFRY

VgL
NCA Non Compartmental Analysis J A= kA B VIRRT




PD Progressive disease e D HEST

PR Partial response o250

PS Performance status INT FH— L ART —H A
RAR Retinoid acid receptor VT A USRI

RARE Retinoic acid-response element VT A RIS BLS
RAR«/B/y Retinoid acid receptor alpha/beta/gamma VF A USRI ol By
RNA Ribonucleic acid DR >3

RT-PCR Reverse transcription polymerase chain reaction WA ER Y A 7 —EB KGN
SAS Safety analysis set A DR R SR

SCE Sister chromatid exchange Ttk Ge a3 R A I

SD Stable disease L

soc System organ class #= B R HA

UDPGA Uridine diphosphate glucuronic acid AR I T 2/ = IV 3
UGT Uridine diphosphate glucuronosyltransferase TV BRI NVD v BRI SR
USPI United States Prescribing Information KIEERAT S

V/F Apparent volume of distribution FLNT D ARG

VMA Vanillylmandelic acid NR=Y )~ T VR

\ Volume of distribution during terminal phase FERFE TONIREFE

WT Weight R

cDNA complementary deoxyribonucleic acid T A% o U R
mRNA messenger ribonucleic acid A oYy — U R

ti Elimination half-life TH I

tmax Time to reach Cax i e L R P B I )
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OFBLAEMEI L, MRETE 2855 2 & MRFEEMRO MEEZFET 52 EFIC XD EE
FIER ZRT &2 TS, [[VL. 2. (1) {EHEMAL - (ERIRET] DES ]
AV MLy 7 287, 1 B2 BROES5OE L 7eAFIT, 14 BREEAHRS L, 0% 14 A BIKE
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BT SR, 1 LLE 18 R DE U A 7 B MR 54V b Ly 7 A% 7w LR
FREDOHREI & ORRBARMA G E TERVEIER FEFEZORBIEIGIT 18.8% (3/16 i, 90%FFXH : 5.3,
41.7) IZRD B, BEA NS 1V FEREE O A X MNETFEIG R OEETFHISIXZENEN 93.8% (95%FHEHX
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I, BRSO RLARE . R R IPASH. IR, JARUE. IRERFEE (WMNY 27V ') FiES), B RE
(BT AUES) BDRESN TS, £72. ZOMOBIER 25% L) & LT, RS, 1855,
ZOFEE, NER, MHMAEEShTE, GRFRE) [TV 8. RIEMA) OHEBHE]

7E£) International Neuroblastoma Risk Group (INRG) (252 U A7 5348 (2009 4ERR) 125 <,

3. HROHAFNENE
AV Py 7 X8 FENL, BE~FEBADOHERO S — L2 L, B 8mg) XITEFE (16mg) DR
BHOME N AR TH D,

4 BEFERICELTRMI NERHE

S PR U B 2
S R A R T A

| FA b, BRE

RMP REH

BMO Y 27 K/AMEiEE) & L TE
RS TW D E R

- EFRGEFE TG  EER A R
[[XI. {F&) omEEH]

H BETEM  BERERLAA R, T MY by
AOH TSN RT 7 |

[IX. 5. HBEFRTEM TXI. HE] OEBM]

RO HEET A KT A > i

PR F o> B B IR

AANT THRIFNE] 2 TESNDZREIIZIS L LT 2023 4F 12 A 22 AIZEASBREIC LV, PR HESK
mOFRE (FBEEFE (RSH) 591 5, EIHRIEFEHR 122253 5) 22T T3,

5 RBEERURE - ERALOFRER

M

(2)

RIS
EIES Y X 7 EEEEZ R EO B MEICEmT S 2L, [[1. 6. RMP OME | OHEBMHE]

RE - FRLOHIBEIE
R L7



6. RMPOHEE
BWIE., RMPREFTH 5,



0. 4FIcE8T 5IEH

1. R34
(1) ¥4
A4 Y b7 ZR®H 7 &Il 8mg
AV by %G 7%/ 16mg

(2) *4&
ISOTREX® capsules 8mg
ISOTREX® capsules 16mg

(3) BMDEBE
A Y hUF J A (Isotretinoin) (ZH

2. —B&
(1) % (&f%)
A4 Y LF A2 (JAN)

(2) ¥4 (@%E
Isotretinoin (JAN)
isotretinoin (INN)

Q) AT L
LT ) —/VEFELK : retin

3. WERRIERMER
H,C CH, CH, CH,
NIRRT

COH
CH

4. FFARUSFE
4372 1 C20Has02
Sy 1 300.44

5. b2 (M4E) XEFHE
(2Z,AE,6E 8E)-3,7-Dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl) nona-2,4,6,8-tetraenoic acid

6. A%, Ha. BS.
SPI-101CA
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B
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1. MECFHEE
(1) 58 - K
KT HO~BAORRIEDOHM R TH D,

(2) BfRE
vrZun AL 7 v a i ACRREITROT K, X =0 (95) XUT 2-7r X)) — IR0
<L KIZIZE A EBE TR,
o, 25°C IR 2/ RBEHSH T DI T O LB Th o,

R BB M (25°0)

VA RIE (mg/mL)

0.01N HCI 0.0001
pH 4.5 Acetate buffer 0.0002
pH 6.8 Phosphate buffer 0.0263
pH 7.5 Phosphate buffer 0.0004
pH 8.0 Borate Buffer containing 0.5% cetrimide 0.5461
50mM monobasic potassium phosphate at pH 7.4 containing 4.5% (v/v) of lauryl 6.730
dimethyl amine oxide as 30% solution.

pH 7.7 phosphate buffer containing 1.5% N, N-dimethyldodecylamine N-oxide 5.037

(3) HiEtE
ASTZFERRIETH 5,

4) e (RS, S, BRES
Blhis : 173~178°C

(5) BAIBEMEEHR
pKa:5

(6) DERE
LogP : 4.2

(1) 20O RS
AR L
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300 —800nm/250W/m?

B PRAFLAF TRAFHIH PRAFIE i
RWIRAFHE | 30°C/70%RH 60 % H j; z ji ;;Zi; ); ; : Bk
HEEA B 40°C/75%RH 6 71 A ; z ji L;%; );; : B
SR

HEEE « PRI, MEERER, ERIE
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1. #If
(1

(2) BFNDOHER TR

3)

(4)

(5)

iz D X 5l
% 7= LA

W 5E4 AV MLy AHTE)L 8mg AV MLy AHTEL 16mg
WE~EEEORIRDO Y — L& LTz, | BE~EEAORIRD S — L2 LTz,
& - FE ERFEODOREROMEH 7 LH 3 F) | BRECOREHOE S 7EAH (2 5)
T, NEMIIEADBREIKR TH D, T, NEMITHEADOBREK CTH 5,
. FTIE: R
K& 159 F£%:18.0
(%7 mm) L 5.82 ARt 6.35
BAlo—F
W5E44 AY hL w7 AHTEIL 8mg AV MLy 25T EL 16mg
= — K RL29 RL30
FERENL BTN, TYRE—T— | BTN, TYRE—T— |
sE|DYITE
W 5E44 AY by 7 AHTEIL 8mg AV MLy AHTEL 16mg
WA OPEIR T O SRR 0D SRR
Eqolict

B LR

2. SHAIOM
(1) BRES CEMRS) DEERTFME

(2)

(3)

WR5E4 A Y by 7 27/ 8mg A4V FL w7 AH TR 16mg
‘ 1 a7 1 7 rh

AN Gy N N
AV LTI A2 8mg & AV LTF A lomg EF
TFLre Rexyr7=Y—)L, RIY) | TFLe R 7=Y— KIJ I
~N— | 80, #A XiH ~— | 80, & A X

WhnA!| HTFENKEK : BTF o, RYIAN— | hTFEAREK: ¥F5F o, RY J)L_—
L 80, EALFH . FHf 1 B, M 4| L 80, LT F . BEEMkEk, HR 2
B, WS 5. OR35S

EMEEDERE

AR

nE

%M LR




3. RIARBAOHEMEUEE
YL

4. Hif

YL

5 BAY SHHIREED HHRMY
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#F AV MLF A2 8mg KN 32mg? BEA U 002 E PR BRRS T

B PRAFZRA: PRAF IR PRI RE it R
EWRGERE | 25°C+2°C/60%+5%RH | 24 77 A A
kR 40°C+=2°C/75%+=5%RH | 6 1 A . A

Y AH—— KV
W OB | B 50°C +2°C 35 A JRKEN
HEE | WBE | 25°C+2°C/80%+5%RH | 3 4 A A

WEEE PRIk, 7Fve b7 =Y — L afa, Etk, MR, ERE, AR R

a) AFNL, KERODFZIZBNT, 4V FLVF ) A % 8mg, 16mg, 24mg KO 32mg Bl &+ 2 8AIA LHEnTW\W5 7

O, 8mg KON 32mg A SN E WARHORA L LT T v T 4 7B KA E FEE L TV D,

b) RVHLE=LTIx—F, TAI=ZTALATIX—]

#z AV MLF /A2 8mg KON 16mg B & BUAI D 7 e MR &

=R TRATSRAE R1F R il
H T AR B THRR S DL Y
e TR 120 J7 lux-hr DLE, #IT8ESME | 7Y 22— — Y| SERIE ORI
St Zz e MR R . . . N
Hf = %L —200W - hr/m? DL FTY RAH—— R
i B
+ WA

WIEHERA : MR, 7Fre ReXo 7=y — U Ea R, R, MERER, TRk

a) WIHIE=ArFIx—F TAHI=ZVLTIX—F|

b) AMBIATRE L 72 o 72 2 & DB OMOREITFEN Lo 7z,
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BiEE e L
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(1) FEARBELGRS - 8. NENHKRLRS - SKCHT H1ER
AR IE DB S 7Y AL — 3 — MR AT~ O EE M & O Y H L IFEOBB 2 F LT

éO
K 7UAZ——F
AV NI AH T 8mg
# et
® ( ®
A JILuIA 1'JJ°'|:IL8mg |SUTREX capsules 8mg
”7{3:3",““ /ff‘JNJ‘yﬂZ @ \ / AYRLYIR ”’,lmg‘ '4J|~|_,ng ; 4/N.u71‘
3 e )Lyl 2 O o NGESD
nren 8 L L mrer 'Q_“_Li“__;_____ijzEzZ»;_______g
A4 Y MLy AH TR 16mg
ES =
® ®
A L322 1J7"1:JL16mg ISOTREX capsules 16mg
hFeE AYhLYIZ AYhLYIZ RS AYRLYIR . AYRLYIR
ALtzzu I {\ / W Ui B0 @ , j \ Z { . @
S ; j ; X 2FAT (5 @ @ @ 2FHT
=T g \ N ) & | BaLEs , EHCES
_@,,,,azguf,,,,?,,’,,/,,,,\,f,,i?,,,,yzgiv ,,,,, @ ; _@____azgt_u___‘______/_'iLi"_______;__zJ?ng _____ @9
(2) 8%

(4 LYY RATEI 8mg)
50 7B [10 h 'L (T 2 —) X5]
BETMG LB 2 [[X. 5. BEMTEM [XI. 2. ZOMOBEER) OEZRH]

(4 bLYyHORATEIL 16mg)
50 78N [10 7B (7Y R2HZ—) X5]
BEMTLEY ZFEM [TX. 5. BHMTEM) TXIL. 2. TOMOBEEEE OEER]

Q) FliREE
M L7

(4) BHROME

TY AL ——h RV E= LT IX—, TAI=UATIFX— b

1. AgR#EShIAME
AR

12. 20t
BERSAR



V. ARICEYT 5HE

1. BHEER(IZHR
RELPREIROMEFIE

g ]
AANT, BARNCEBT D KEEREZ G TELIRRII TR IR BETARD DRV E Y 27 B w3
xR e L7cENE DTHRR (EMEEEER) Thd THHRIER Y X 7 RFEMOMRRIE S L TORMDE
Pk - GNE R OBy EhRERER ] (SPI-101CA-NB #B%) ([ L W MFtS N7z, FEFHMHEE X [AFIR S & ORE
BB BRETERVEIEA FEFZORUREG] ThHY .| BIRGHEHEE 1T T4 X2 MFERIEG ) TREFERE].
(BEEFGOREGEEE) KO TIMHIEYERE CThotc, ZORE. EFIERE | FHZICBW T, A4 L DR S
EREECTERVEEAFFROBHEEIG L, FANCHRE INHAHE (EEAFEFROBIBELD 4 HILL
T) AThotz, Tz, BEHEND 1 FRFEOMA N2 MEFEIRIT 93.8% (95%FEIXM : 63.2,99.1) ThH-o
2o [TV. 5 3) AEMIGEZRER] OEBR] Z0Z L bABIOMEIIDTZ [ REBALFIRIER O
& & L7,

) INRGIZL DY A2 55K (2009 A 125 <,

2. ShEEX(IZhRICEET HEE

5. MEENIIHRICEET 55TE

EE R REBRICHAAN DN BFEDO Y 2 78, BIEOREICONT N7EEREEE] OEONE & 2%
L. KEIOAER Vet 2 T iR L- BT, BMSREORRE2ITH 2 &, [17.1.1 2]

(i ]

w27 LS B S D MR EEE IR 2 AR OB G-I S e, 7o, REMEREZS0ESY
BVEF AT (SR BT 03380 B AR EFIE B 1T B T 2 AR ORERIE IR EN TH 5, ZibEEE
A AR EERT 2I2H7o-> T, EHLSNIBMCE NTHIRER OEONEZRM L, AHOAMER
OLZeM2 o0 CHAE L BT, BEORBIREZEYNIAT O LED HIZ0ORE LT,

_‘]0_



3. RERUAE

M

(2)

AERUVRAE0OMRER
BE., A ML F A ELTUTOHEZ 1 H 20, 14 AFEEARO®KEE L, 20% 14 HERIEST D,
INEIYA7LE LTHREEZBYIET, B, BEOREIZE Y EERET D,

1KE 12 kg RiiDHEH

@™ 1 [El$ b5
3.7kg LLI'F 8 mg
38kg Ll E75kg LAF 16 mg
7.6kg LI E11.2kg LLF 24 mg
113kg L E119kg I 32 mg

D REE/NURLUT LB TAT 5,

K 12kg UL EDES

R R INEIESES -3
0.38m? L) E 0.50 m> LL T 32 mg
0.51 m?>L E 0.62m? LT 40 mg
0.63m2 2L | 0.75 m2 LU F 48 mg
0.76 m> L)k 0.87 m? LL T 56 mg
0.88 m? LAk 1.00 m* LL'F 64 mg
1.0l m* 2L 1.12m2 A F 72 mg
L13m? P E 1.25m? LT 80 mg
1.26m? LA E137m2 LT 88 mg
138 m? LAk 1.50 m? LA F 96 mg
1.51m? L E1.62m2 LU F 104 mg
1.63m* L 1.75 m2 LA F 112 mg
1.76 m? Lk 1.87 m? LT 120 mg
1.88 m? LA | 2.00 m2 LA F 128 mg

T 2) BRI INEUELAT 2 MU AT 5,

[t ]
AANZ, BEOFEIDPDOLTHREWMETH D, [V 1. (4) &FE - fFHKORE) OESM]

FERUVAEDRTEREE - RHL

ENE TSR (SPI-101CA-NB #BE) DOFEFEIRHL & 72 o 72 CCG-3891 3Bk @ 1ZR W T, K 12kg L LD
T DAY M F A v DTG ER OG- A7 Y 2 — i, [160mgm¥ B (1 B 2 [ENZ4E) #5112 X
DHERRE (14 Pt oG, 28 AAMIZ 12— LTC6a—R)| Thotz, [[V. 1. HEETH
B OEBM] AANT, CCG-3891 ABRICH W L -BAI & ik L, RO 7(biC L 0 ARy D&
2 20%HE SN TWAIZEPPL L TREOLHFZENEGOLND Z L2025, SPI-101CA-NB HERIZEIT 5 1
HElX, CCG-3891 RBRICKITA 1 HE (160mg/m2) @ 80% TH 5 128mg/m? & Shiz,

K JE C I S 72 COG-ANBL0032 78R 7} U8 COG-ANBL0931 78R & (23T, KE 12kg i o BB 1%t
T5 1 B#5RIT. AEBRR TENAFN 533 Xt 5.34mg/kg TH 7=, SPI-10ICA-NB RERTid, h b
BRI BIT D HED 80%IZFHYE 35 4.26mgkg 23 1 HEEEE L TRESNZ,
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[SPI-101CA-NB RERDIRBREMFHEEIC BT B4 Y Mo TF ) A OB ERE PG A7V a2 —)1]

<AV BPVF A G RBOFFEIE>

I/ NEALD 8mg DREA 7B NKID T, 1| G BEE REIIEEERHEICD E DX FHE L T by Smg #
PMETYY EFbor 1 mBESGEE TS, 1 B2 BONRESTRIUT 1 EEERZEE5T5,

© BRERRFARE 12kg LA E 1 B A& 128mg/m? (1 [BI5- B 64mg/m?)

© BERRFAE 12kg A0 0 1 H AR 4.26mg/kg (1 [B1#% 5 2.13mg/kg)

<TBHFHI >

1 2—2% 28 A& L, Ao 14 AREEA T 1 H 2 BEANRL, %10 14 BRZARET D, Zhzaht6
=AY IRT,

e 5513 SPI-101CA-NB #BRICEB W T, B/NEZA 8mg W T EAAITH - 72728, BH ORE IIER R
DHAEEINDHARICK BTV Smg AL ECYIY EF-HEZ 1 ERGELRE L, Lo, SREICEB
T2 1 ERGREOFEHEOHEOY Y FIFIXEMECHRAREOFMEELH D Z b, AELTHEICRE T,
REMIIARREEIIE AR O 1 B EE2RT 28 E Lz, REREA 2.00m? X, BT 18 im0 MEwy
£ - REEER) O 1281 H+2.0SD I (95 /S—& & A UE) Th D HE 183ecm K UMATE 90kg 2> HHEE S
DARFHEFER) 2.14m2 & 58 L TRRIE LT,

TRRHIMIC OV TIE, SPI-101CA-NB RERICEBWTIE 6 A 7 VG2 8 L, ABIOEIER L2t %
A L7, £ 7 A 2L B ARBIZERNS TR TR LN TS, —F T, KRE(LPEREZ O
FRIFNEIC G DIRFERPUE DR SN D0, T4 R T4 VEITBT A HERIIZ2W 00, EERIZB VLTI,
KENZ T A 7NV RG22 R EESND,

EREEEE 2. AAOMEROCHEZRE LT,
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4. AERUVAERICEEY IR

1. BERUVHAEICEHEYT 2R
1.1 Kz 6 A 7 V@2 TRE LGB OAMER LRI L T,
1.2 BIERNFER LG AIE, UTOEEZEE L T, A2 HEUIRET D Z &,

W 256 ORGE (IKHE 12 kg RO HH)

1 [Ef 55 (1A 2[E)
(R W 1 Bps 2 Bk 3 BLpE
b= 5 o RS s
3.7kg LA 8 mg TREE REE
3.8kg LA 75kg AT 16 mg 8 mg IRZE e
7.6kg LI E11.2kg LLF 24 mg 16 mg 8 mg K
11.3kg LA R 11.9kg AT 32 mg 24 mg 16 mg

D) REIBMNIRLLT LTS TAT S,

WET 54O E (RE 12kg L EOHA)

WG

R TR

(1 A 2[&)
0.38m? L) E 0.50 m* LA 32 mg
0.51 m? LAk 0.62 m* LL'F 40 mg
0.63m? LA E 075 m? LA 48 mg
0.76 m? LAk 0.87 m* LL'F 56 mg
0.88 m2 L4 I- 1.00 m2 LL 64 mg
Lol m? L B 112 m? BL R 72 mg
1.13m? L E1.25m? BLF 80 mg
1.26 m*LLE 1.37m? LU F 88 mg
1.38 m? LAk 1.50 m? LT 96 mg
151 m? L E1.62m? LA F 104 mg
1.63m? LA E 1.75 m? LT 112 mg
1.76 m* LA E 1.87 m2 LLF 120 mg
1.88 m? LA 2.00 m? LT 128 mg
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1 B PR
1 B4 b &
R (1 B 2 )
038 m? Ll E 0.50 m? LL T 24 mg
0.51 m? Ll | 0.66 mLLF 32 mg
0.67m? LAl E 083 m> LT 40 mg
0.84 m? LAk 1.00 m? LR 48 mg
1.0l m? L E 116 m? LLF 56 mg
1.17m? LAk 133 m? LT 64 mg
1.34m? LA B 1.50 m> LU F 72 mg
1.51 m? LAk 1.66 m? LT 80 mg
1.67m? LAk 1.83 m? LA 88 mg
1.84 m2 I - 2.00 m2 L F 96 mg
2 B
1 B &
R g (1B 2 )
038 m? Ll E 0.50 m? LL T 16 mg
0.51 m? LAk 0.66 m? L 24 mg
0.67m?LL E0.83m?LL T 32 mg
0.84 m? LAk 1.00 m? LR 40 mg
1.0l m2LL | 1.20m2 LA F 48 mg
1.21 m? LAk 1.40 m? LT 56 mg
1.41m? LA E1.60 m>LLF 64 mg
1.61 m? Lk 1.80 m? LLF 72 mg
1.81 m? LAk 2.00 m? LA 80 mg
3 B
" 1 B4 5
RFHAE"Y (B 2 )
0.38 m? LA E 2.00m? LA T PRIE
T 2) EEmEIT/ NS T 2 M S AT 2,
AR D R AL v
BITEM PRy A&
S M
@:if Grade4 1 BRSO T 5,
R RERE
= DD EIEH Grade3 L E 1 PRS2,

¥ 3) BIfEA @ Grade % NCI-CTCAE ver.5.0 IZ#£ U 5,
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1.3 WA 7 VoFbZ, TOEREELSEIL, KEEHUIHET D2 &,

WA 7 VO GG UE
L JLiE
WA 7 NOEEREACEELH S VWG E, REEZEMT
ALT< 300 IU/L %, 1 BELIWNICEELZ R 3856, FRETHBRT 5, 1 BfZE

Z CIHEMERT A, | BePRE L CBtG T 5,

WA 7NV ORGEREBICEEZBESRVWGE, &5 2EH9
%o 1 WELINICEE A3 86. FAETHIRT 5, 1 BEEE

TG< 300 mg/dL R TCHREELR S RWGE, ®IRIEICS T DL Em L, R

BCHBT S, ESICROYA 7 LOFERBEIC S LT &

RWEA. 1 EREEET S,

c WA 7 OF B B I eGFR {2 30 LLE 50 RioHa, #
BEHET 1 Bepisi L CBARR T 2,

eGFR=30 mL/min/1.73 m? c ILIZRUBEOY A 7 VD5 B IZ eGFR E2Y 30 KifD;
f. BEEZEMT 5, REEMRICEEZNTIHE, B
T ETOHMO»D LTI HIT 1 BRI E L CRtAT 5,

WH A 7 N OBEBE B EELNT- S WGEa . G T

R & MEE =Gradel T2, 1 WELNICEELE R THE. RETHRT 5, 1 BEE

B X CHEMER T TG, 1 BeMEsE L CRRMET 5.

[t ]
1.1 REAFRIER ORI T 2 MBEEIES R ON LM, HA FT A CFICET 2HEIT RN DD,

FEEHRICBNTIE, AAE T HA 7 NVUERET D2 N BESHD, Ll AAlZ6 A 7 v alzxT
85 L7256 OFIMER OVZRMEIIMSL L TWRWne s, U2 ERERNETH D & LERE LT,

7.2 SPJ-101CA-NB #RBRIZH W\ TERIE SALZAH O H &I ED T CARAO—EDOFNMERL OLZEEN R I

722 k. Grade3 LU L@ ALY Y AE, & MY 7 U +® Y RIJESSRER LZERIC, AFIZEEE I
HLUESEOREMITHER I TN Z & 235 SPI-101CA-NB RBROREICEES & . AAKlo B LY
ERETOIMNERDD EEZFE LI,

Fo, EERIZBWT, HET 5560 8E L ICHRESCRRRME D LICRSEZRBT 5 FHEE <
72l REROBACTHREXIIARER ML | BiRGELZRTZ LI,

7.3 SPJ-101CA-NB RBRIZH\W T, 2 2— R B LBOIEHE 2 — ABMRIEENRRE SN TV, K¥A 7 Vo5

WRIZH T > TTHIBAE L 72 2 B GBAA R EZ R ET DL ENRH D L HIBr L, SPI-101CA-NB #RBR TR E S
NI TESNWT, YA 7 VO GBIGIEHERZHE LT,
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5. ERPRALEE
1) BBERT—E2N\vsr—2

s
Phase HER Pop B | REBRFYFA HEEO Y s
X5y
HEIAE | ENE AR KE(FREEGTES | 16 | IEEMRIERTI, | Z2etE, Ao, | -
H A SPJ-101CA-NB HOTRIE AT 74 | D FB A T Lliax L ARER | SERE

(GRCT2031220687) | g H/awy, 1Ll E
18 FAT OO U A 7 B
R

) INRGIZ & DY 27435 (2009 FFRR) 12H5<,

(2) ERPRERIEFER
(V. 5. 3) MERISHRKERER] OHEMR

(3) AERGHFERAER
E RN E58R - SPU-101CA-NB 5t8% ¥ (EERFEEAER) (jRCT2031220687)

H Y BORATIE R U A 7 MR FEEZ IR E LT, A Y M LT/ A CNIRIC & D HERRFE D22
CHEMEETMET D L & bic, MPSEMERRIC OV THRFT 5,

BTV A | BRI, ZHEA LR, 5 I AHRER

P KEALFHFE 2 5 DEFHIEEI TR IR EEITOSRD R, 1 skl E 18 RO M
U A7 B phRIEMERE 16
) INRGIZ XL DU A7 535 (2009 FhK) 1235 <,

T2 PUERE | - RIEEUS A OF#ERAS 1AL 18 B Th 2 B4

« B A AR IR S XA AN TR & B S R

- INRG J A7 53T Y A7\ Ens 84

c ) A7 MRSEREIC T A —RIRIE L LC, BB ALEERRE, 1 AR & OF
L7e REALFERRE, KO ERESHBIER AT U, RN K OEG I & 272 B
EROTVWRWVWEE (VXY XU~ T 2 ETemEE, SMREIRIMTc W T, —&kiE
EE L TOEBOAMITERIREHECTEL 2 0),)

B OPUESEEK T B EYRIEOSRAIIEKEREB) 75 100 BUNOBRE (BilEE
TRFE L 1T, TR LRSS B2 O Lo KE(LEE, UX vy d o~
TR E T BRI, AARIEIRIN A B E T b D LT D,)

« RIRBROIRIR O & 70 D B R eniE s eV BE

- IHEN PRI YE 3 20 B

c KIEBRBINZONT, REEPDLEICLDRBEAHONTODIES, i, BEHEOE
EITIS U, RAPD B AEERIRY 7'y b XUIREZIET 5,

TRBRONEE | - B R BID AR A ke L TV D R

AEEBEOEENA BT HEE

R TFUNHT DT UL B D EE

IR O - IER LTV D RTEEMEDY B D Aotk - LT o £tk

 FERE LIRS HER 2 A 0F L Tl 0 SRR~ DI R EE & plr s 5 B

c RRBROARBRBROEBFRICH Z 5NN ERTFRENIEBEEAHL WD EE
- ZOM IRRBEATERM, VR HEMS ARG O G & U TR &l L7z B
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R TT 15

AV ML F )AL ELTUTD1IHER 1 H2 BT TRAKE Lz, 1| 2a—2% 28 H
fil (14 A5 +14 BRIRER) &L, &FF6 a—X&5Eh L7z,

RS ERLOMERD
1 a3 =2 OHGITELS, FHLAREREZMHR L, Z5RZRE L,
- EREE (m?) = ((FRK (em) X{K&E (kg)] /3600) > (LG 3 L2 PUEEHA)

BEGERORGAS Y a—

B/NHALDS 8mg O SR AK O, 1 FHFGEEFHHE L Thicbity 8mg HALE THIY E
Frboz | ERGEHEE L, 1 B2RONRES TRIU | ERGEEZES L,

« BERIEIRE 12kg L E 1 B A& 128mg/m? (1 [B1#% 5 & 64mg/m?)

- XRERPERE 12kg A0 0 1 B A& 4.26mg/kg (1 BIf5-A: 2.13mg/kg)

2 = — 2 AR OTEH = — A B AR FLUE
TS5 T I MG A7 25— (ALT) <300IU/L
- IMIE AR fE< 300mg/dL
- MIE7 LT F = UE D HER X5 eGFR fEAS 30mL/min/1.73m? L) E
(2 : eGFR [mL/min/1.73m2] = [kXHZE (em)] / [ CrfE+0.2])
¥, BBk DE (2 BT 045, 2~12 5% : 0.55, 13~17 #% : B F 0.70, % T 0.55)
FHV, FREIBEROLOEFHT S,
- B OFEMEDS Gradel & LA 5 720,

RS AL UE L NG
FEOHB R LI L > TEREEOEEN/LERGAICE, UTOHEL VO ERITHEND
BEBEEFITH L E LI,

PRI E 12kg LA 1 TRERIRFRE 12kg AT
1 A& 1 [El# 5 1 A& 1 Bl 55
LoyL 0 (BRAEH &) 128mg/m? 64mg/m> 4.26mg/kg 2.13mg/kg
LyL—1 96mg/m? 48mg/m? 3.2mg/kg 1.6mg/kg
LoyL—2 80mg/m? 40mg/m? 2.6mg/kg 1.3mg/kg
L~y —3 R

169 = — ABRAGEE R T T2 S WA

-2 FIHL O a2 —XBtAAIC 12 2 —X HLEOIRE =2 — ABRRERE) 230G
By Yo — A E T EREH U CHIMI T2 2 & & L, 1 ERLNIC Z OFfhE%E
WA, Uiz —AFL-UL 0 TRkl L7c, 1EFLINIC Z ORISR A A e S 7
WAL, EERW T E CYF RS AIE L, ARIEL V-1 TET L L
L7,

cRRRIS, Lo —1 TR L7260 3 BIHLREO 2 — AR HIZ 12 22— 2 B EIBE ORI
a— ABHREEENE ) AW S WA, Yo — ARG E DEMEY L CHFHMET 52 & &
L7z, 1 BFUNIC Z OBIaEELZ R - 3856, YZa—RAE L~ —1 Tkt L7, 1
WRILANIC Z OBRBEEEHEA 72 S AW AIE, BHEA /-0 £ TY% o — R Bth 2
L. YFa—2PBEII L~V —2 TEfTH L & L,
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Grade3 & U4 OFEMmiEFM:

AT OIS %R Grade3 KON 4 OIEMIEEIEDNBILZ SN GE, TOH%OERKIT (2—2
BHRCEEINTHETROBEENE) 1 LV TFTEmTLIZ L& L,

[14+] Grade3 Ly « WAk, Grade3 D&Y & FEL B = — APAMAATC 12 2 —2HLL
BRI o — ABRIAHNE | Z0i7- 9 Grade3 Off#ME [TARTIXFUEBETI /) M7 AT =
Z7—% (AST). ALT, v U bRl @/ RRER) OFEFLEE 25T

MiF Cr i SHEHE X5 eGFR :

KR o — ABBA O ME Cr N OHERE IS5 eGFR A3 30mL/min/1.73m? L £ 5D
50mL/min/1.73m2 K DBEAIL, Y a— AR PZOHEDOa— AT 1 LYV FTE/TD 2
L,

2 a—2AUBROERKa—ABGBERE] © TIig Cr 2 oHHE I D eGFR 28
30mL/min/1.73m? LAk &7 S TIIEM A 22 S =54, eGFR O[RIiE & IEH o I )
NPOLY, TOHDOI—A TSI BT LUV FTEN L=,

M3 PR A E

2 =2 — 2 B UIREOEH o — AR EEHE ) o g P EIRE< 300mg/dL) %3z X3, »
O VAR OEIEZIZ S Z OHEEZ - 2 WIEEIE, ®IRIEREIEOHHIC T, BEX
TOPTICHEBEEZERTA L L, TOETRO a—ABBHIZARB EEROEYELE -
SRWEERITIE, EOHO =R LUV TFTEBTHI L & Lz, ek, mygH RN
BN BLF S & 72 o 7o BRI, 300mg/dL K © 6 TRIBIC SR IMEIRRE A Bilis 45 2 &
IR LT,

SHmE B FEERMIEEE -
AV MVF A EOREBRNEE TERWEEAEHELORIES
BIVGEHEE :
BEH DS LEREOREA <y RIS, BEEMD ER SO RS, HEERO
FEHIEIL . e
Z DML :
ORI 5
b <A R B >
5 AT
BEVEDINTRRER | 4 Y FLF /A UGB D 5L, waD etk
(SAS) BB 1 I 7e S 7 4l 2 T EE -
RR O RN GG | 4 b LT/ BB RHRAIKO |
(FAS) A GOP RN o T SE I B B 7t |
4V RLF A oS, ST AR
SHE ) B RE AT S 5 8 ‘ S
HODIERIIRRE | e — 5 54545 IO =
<ZeM>

AEFLIHAGERE v5.0 BAFER JCOG il (CTCAE v5.0-JCOG) (2 SW TR L., %
BEIEIZOWTT, RHEEEL & bIC I &2 W2 IEREZR R 95%K Y 90% S HHIX [H 4
B L, BEEEOI L, AV FLVF /A v EORREGER EEHY ] LHESATE
HOEREIWER & ER LT, BEIEAHEFLRIT. LU T D CTCAE v5.0-JCOG DIRE RIK G FA D K
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WISV TEE L,

- RN - LURICR T TR L OV o REEE ) RO THERMES) T Grade4 DL RO
Gt IRES, MEFEMEDY Graded &HIE S NRWIEATYH ., Al ST/ MRS E T 2
TG EICIEELRAEERERIIE D,

- TiiRB KOV o RmBEE ) 1SN T 5, AL, B FEEL P sk
- TERPRRREE) 1S3 35, AMmERIRA, AFREREOED . MBS U v SERE D
KON

- FEIMIEEENE © Grade3 DL EOIEMEFEMEO RS, KENFE 2 — A7 (4K —RADFE

29 H) ¥ TIC Gradel LI FIcek#E L7z Fredgudbi<,

- ERERE

-E YUY RSE (MRS L OSERE) OFFEHE). KO Grade3 OFHREMRE
[TEGRRRE ] o ALT 890, AST $40, ey e, 7Aah VKA 7 72 —+¥
I, y-ZAEINKNTFT AT 25 —F (y-GTP) #4/0]

<A >

A N NEFEIG R OEEFEIAE., Kaplan-Meier 54 AW T, JEFIBEH ZEHEH & L
THEH L. Greenwood DA A AV CTIEMEZR M 95%FHEXHE 25 H Lz, 81X NETF
FEE, AN MEAR (B /BRI NEH LWL RAICLLETHD S
HLRWE) ETOMBEFMREE L, A2 MOXEGRZRREIZE S < RO ET
(PD) K OVHE M FEIE R & B PT RAC IS BRI S B/ BROME 5D
Too 728, TRMEEMEIEE ORAITA XU MEED ehoTo, 2AETFEAE. bbb
JRENC K260 B & COMMZ TS & Lz, FMATIE FAS 2 MV C3HE L7z,
PUEE %) B3 2 ET R International Neuroblastoma Response Criteria (INRC) (2% | JR¥
B - WOEHEARIE B R OV RIS B D 3 S DI TR L, MA N RHEERIT o7, B
BZWRAIZIE-S < PD KU AMFEIEIR & B2 ET R &l U7 BRIR A 72 P38, B R OO Tl
EARUPNEERLE,

<FEyEhe >
mFEF DAY FLF A KDR 4FF V- ML F A N2 DOWNWT, SHEEYERE T
%_&%%Hj l/f:o

EES

EFDEG 1 FHROER
<HBEHEDOWNFR>
AV MLF A o EEE ST 16 B145178 SAS, FAS IZ& 7=,

<BEHER>

FERRIE 3~13 5T, FHM 6.0 i (FEYERZE - 2.83), MERNEBIE 9 ] (56.3%). 2 7 fi
(43.8%) Th o7z, RIBEEOFEMAMIL, BIFT () 3 # (18.8%). BIE (f£) 5 #i
(31.3%) . #MERE S 5] (31.3%) . it 2 1] (12.5%) . Z DM 141 (6.3%) ThH-o7-, 16 4
H24] (12.5%) TMYCN¥IEZE O, FIRBIZHT 2RHEREIZ OV T, 16 flETIC
PR AACETEE . BRI L i A OF H R B PR IBIC L DGR R b -
oo ET2. 14 B (87.5%) N Y F U< T HHHBRERE (BT GD2 Hiikigm) . 10 fi
(62.5%) ASIEEHHEATIC X D 18EREEZH LT\ o, ZOMOBITEEREE LT, 1 flAKE
AL A= KRN TT =P (MIBG) NIBIFRIEIC L DEFRELZ A LT,
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# BEO N OWEFHERRE R O — 2 T A Rk (SAS)

HH X4y Wk (N=16) ¥
i (%) FHE (R RA) 6.0 (2.83)
Hh L 5.0
/M — e KA 3—13
HEp 7 L—7 . n (%) 2 AT 0 (0.0)
2~11 1% 15 (93.8)
12~17 7% 1 (6.3)
PERIL. n (%) Liqi 7 (43.8)
Hi 9 (56.3)
K (cm) FEE (R ) 112.58 (17.747)
e 108.60
/M — e KB 93.4—155.3
hE (kg STHEIE (R (R %) 20.37 (9.826)
i 17.20
R /IME — e RKAE 13.5—52.0
FKEINV—7 (kg). n (%) 12kg At 0 (0.0)
12kg LI | 16 (100.0)
BMI SR (FE e 52) 15.378 (1.9939)
SRR 21 14.710
R /IME — e K AE 13.50—21.56
RLHEAE (m?) T (R 72) 0.79 (0.238)
HuE 0.73
e/ IMIE — e KA 0.6—1.5
WHIT LA E—. n (%) Y 4 (25.0)
L 12 (75.0)
BEFEIE, n (%) HY 4 (25.0)
L 12 (75.0)
B OHEIC R D IR - ALE, HY 14 (87.5)
n (%) 7L 2 (12.5)
eGFR (mL/min/1.73m2) SERE (FE e 72) 121.239 (20.9985)
SRR 21 124.185
R /IME — e RKAE 81.01—146.91
eGFR (% 5 =2 U ) 70 A 0 (0.0)
(mL/min/1.73m?) . n (%) 70 LIk 16 (100.0)
R RER T 7 — 8 T (R 72) 19.11 (5.159)
(ng/mL) Hh L 18.40
e/ IMIE — e KA 13.5—36.9
HVA (7 V7 F = HHiE) EEIE (R ) 10.930 (3.7398)
(ug/mg Cr) i 10.655
/M — e KA 5.56—18.80
VMA (7 V7 F = Hi1F) FEE (R RZE) 6.351 (1.6826)
(ng/mg Cr) Hh A 5.935
/M — e KB 4.15—9.95
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(i)

PS (ECOG). n (%) 0 15 (93.8)
1 1 (6.3)
2Pk 0 (0.0)
JEIEE D HEME
JRIERDIFAETL, n (%) BIE () 3 (18.8)
B (&) 5 (31.3)
% R 5 (31.3)
itk 2 (12.5)
DAt 1 (6.3)
SREESWT « R EEAR AR Ganglioneuroblastoma 4 (25.0)
n (%) Neuroblastoma 12 (75.0)
JRFEZWT - IS, Poorly differentiated 14 (93.3)
n (%) ¥ Undifferentiated 1 (6.7)
SRS © MYCN g, HY 2 (12.5)
n (%) L 14 (87.5)
INRG I Y, n (%) L1 1 (6.3)
L2 1 (6.3)
M 14 (87.5)
MS 0 (0.0)
INRG U 27 534, n (%) R 1 (63)
{135 0 (0.0)
G 0 (0.0)
= 15 (93.8)
IREY S
TR F v IO HGRERE. HY 14 (87.5)
n (%) 7L 2 (12.5)
i i R AR o B4 1 6] 9 (56.3)
n (%) 2|8 7 (43.8)
I el i . B e R A Ho 4 (25.0)
n (%) 7L 12 (75.0)
AR OWIH, n (%) 1 A 2 (12.5)
14ELL 14 (87.5)
ANEIE% OIEFE OIS (BIEROIREZEHE)
FHRE, n (%) CR 11 (68.8)
PR 5 (31.3)
SD 0 (0.0)
PD 0 (0.0)
B SRR DR B CR 12 (75.0)
n (%) PR 4 (25.0)
SD 0 (0.0)
PD 0 (0.0)
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(i)

BB E, n (%) CR 16 (100.0)
MD 0 (0.0)

SD 0 (0.0)

PD 0 (0.0)

BEZIEE, n (%) CR 10 (62.5)
CR/PD LI+ (PR/MR/SD) 6 (37.5)

PD 0 (0.0)

HVA : IRENR=— L, VMA : R= U L~ T, PS: RT3 —< L AAT—HX A, INRG :
International Neuroblastoma Risk Group, CR : 554278%h, PR : #8453 %%h, SD : %€, PD : WEDOHET
(BB B CIEHE) . MD : fURZ, MR @ 72283
a) DRBEZET : EEOLE ] OZn=15 GEUTIRSNR1o72 LHEHRL),
b) INRG ##i5%A TL1) TINRG Y A7 5380 TEIK OBEIL. IREERERTOFMmIZ T, KR
BROWE S AT 9 2 & DR STz,

<MDK R >

FEFHMHEE c A Y FLF A & ORBEERPEE TE W EER EHFLORRE S
AV PV F A EORBEBENEECERVEERFEFRIT, 1V MF /A5 %
T2 16 fld 3 BICE 3 RO b, o — R & Lo REAEIA L 18.8% (90%(FEX
M :53,41.7) Thotz, ¥BELIAY MLTF /A L OREBBENEE TERWEERE
F4L, Grade3 OF R Y 7V Y RIMSE 2 %O Graded O Ei B /L7 AMSE 1 I THY |
WD 1 3 —RBICEB L, 2 2—ABMRBICHBE LI boide o7z,

AV IV TF A EOREBBENEE CERVWEEAEFROBHEIS L, FAIRES
NI A (EREA FEFROBBUBEEN4FILIT) NTHY . ARSI 5 ZEHH
HETER SN,

F AV PVF A EOREBEBPEE TS RVEEAEFRRD
FEHEIG J OSSR (SAS)

et (N=16)

FBBIEL FEBLEI N

() | BHEE (%) 90%(E ] | 95%(EHIX[H] TR
fa—2R 3 18.8 5.3,41.7 4.0,45.6 3
1 2—2 3 18.8 53,417 4.0,45.6 3
2 a—2 0 0.0 - - 0
3a—=x 0 0.0 - - 0
42— 0 0.0 - - 0
5a—2% 0 0.0 - - 0
61— 0 0.0 - - 0
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BIREHEHE : AEFRORIEIE

HERLORABFNFIITEOLBY Thotz, AEHZI, AV FLF /A E5E2ZT
7= 16 FI2BNIZEE 339 RO bz, BIEA D 16 BIEFIZFED T,

* AEFROEL (SAS)

w4 (N=16)
n (%) XTI
HEHEEPRD b BE 16 (100.0)
HEFZ ORI 339
HEAEERNBOONTEE 3 (18.8)
FIER EHERORBE 3
KBEICBIT 2 HEFLORE Grade
Gradel 0 (0.0
Grade2 5 (31.3)
Grade3 9 (56.3)
Grade4 2 (12.5)
Grade5 (BOERJHRIT) 0 (0.0)
AV PLF A DRERIEICE > - HEHRRRD S 0 (0.0)
hi-#8#
AV MV F A ORREER /5 PMICESTAESE 8 (50.0)
GRRD LT BH
FEHEZICIVIGREZE LTS 16 (100.0)
HELAEERRBRD SN BH 5 (31.3)
BITER RO bl BE 16 (100.0)

cHERRO D BREBEBED 30%L EOFERIT, EREORE (12 Fl, 75.0%) . KEH

e, mAy T AE (% 10 B, 62.5%), @ b U Z Uk Y RifiE 9 Fl. 56.3%), @5
(8 fil, 50.0%). RAEK (6 fil, 37.5%). & 5L, AFFEREGHA (% 5 fil, 31.3%) T
BT,

cHEFEGZDH L, Grade3 T 2 FILLEIZRD SN2 FRIEX, @AY T AE (5§,
31.3%) ., EXGEORAE (3 #i, 188%). Wik, @V VY NfE, &7/ H Y HA
77 Z—YMSE, IFPERBE (% 2 B, 12.5%). Graded OFELIT, EH /AT 7 LM
SE, MFHREREED (K 1L 63%) Tholz,

CBER D D BRBEIEN 25%LL EOFELIT, EA /Y ME, FIEEEE (K 10 Fi,
62.5%). B rUZVEY RIE 9F, 56.3%). BZ. AEL (£ 66, 37.5%), % 5FE
JE (S, 31.3%), SHi (4 6, 25.0%) TH-o7=,

cBIER D55, Grade3 OHEHIL, &AL T AMIE (5 Fl, 313%) ., &bV ZUk®Y R
MAE (2 B, 12.5%) . GFHERBDRE (1 6, 6.3%), Graded DHFLIL, &AL v AUE

(16, 63%) ThHolz,

- EEQAEFRIL, S B 31.3%) IZEF 9 RO LTz, 2 BILLEICRO b HERA
EEQI FREORETH Y, 3 B (18.8%) (Zi 4 RO LN, TOMOEEREE
FHL LT, BUSE, RS U A L ARG iR ERBEREL, ik, @ v U AMSEDR
1#] (6.3%) 1RO BN, TD5H, ALY T AMIEEA Y FLTF /A LB
B LHrENT, AESILGraded T, 4V MLF ) A U DOWEICE -T2 (#)F - [B18).,

AV ML TF A UDOBEIZEST-AEEGIL 8B (50.0%) (24 1 HFRD LI, FHHILHE
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Ny AME (6 B, 37.5%), @ b U 27U kY FIUE 2 i, 12.5%) Tholz,
Sb. 1 HFOEANT T LAMIEIZA Y LT A LD Y LIS 47z Graded DEH

EREEHRSLTHY . FOMDFEL|TA T Grade3 TIHEE L HIEINT-FLTH-T-,
< ARRBRHARI T, FETIERO B ho T,

< B IMEDFEF >
BIKEEEIE R : Bk E NS 1 ERS 0L X RS

BRI B DB 1 4F5% F TOBBIIR IS A X2 FBRBDH SN0 16 fid 1 #ITh
D AEF]TIEIRHRE TR OBHGRHL THICHBRLNBO bivlz, fiRE LT, BikH

MH 1S OMEA Xy MEFEIE 1T 93.8% (95%(EMHIXR : 63.2,99.1) ThoT,

0.9 A

0.8

0.6

ObRERHF 7\ DA\

0.3

0.2

0.1 4

0.0 -

No. at risk

0.7 -

0.5

0.4 -

A~ N AETEHIB O Kaplan-Meier fi#f (FAS)

+ 41540
T T T T
0.0 05 1.0 15 2.0 25 (%)
ERNSDHIM
16 16 15 8 3 0

BASBREIE B D KRk 1 AR 2 L 7Rl B (R inIm iRl B) & TIBBR L7252

X L,

B H &Gk A 225 1 FERE R O 2/EFEIE

I KB IIE B DBk 1 FE % £ T OBBMIR I THNIT e <. BEH 2D 1 FRF R ORAETF

FE1E 100.0% (95%EFXM : 100.0,100.0) ThH -7z,
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X 4A1FHIR O Kaplan-Meier fift (FAS)

+ 5400

0.9 -

0.8 1

0.7

0.6

0.5 4

OpRERHHFHD

0.4

0.3 A

0.2 1

0.1 4

0.0

T T T T T T
0.0 0.5 1.0 1.5 20 25 ()

ERHSORE

No. at risk 16 16 16 8 3 0

FASBRGRIE B D ik 1 FFRRIC ek L7 iRl B (R iRIm Rl B) & TIBBE L 725 R
ZXR L7z,

DM OFTAMEE - FrAETEh R

- JRREHL

NR—2F A OFNATEEFTS (CR) ThHot= 11 ] (68.8%) Tix, WIFNBLIRRE T,/
HIEREOFEME T CR MR S, 2055 10 il (62.5%) TITIERFIBEE 1 % OFF L CR
Thote, OO 1L, 16 TROFMET PD 2AHEE L, Bk | B OEBEMARE
MEDT= D, FHEAR & LT,

N—RF A L OFMAESZER) (PR) Thot- 5 HITIE, IBHEET .,/ TILROFET 4 4
(25.0%) 7 PR, 1 f] (6.3%) WNLE (SD) &HIE Iz, Bk 1 FHROFMTIE, 1 F
(6.3%) » CR LHIEINT=, 720 O 4 FITIEFEE T/ ki & W CHERSE (PR 3 f,
SD1 %)) Thotz,

< HET RIS

NR—2F5 A L OFMA CR Th 7= 1261 (75.0%) 1. WTFNHIEEZE T/ TIEEEOFET
CR 23R S, JEBIESR | FEHOFHM S CR Th oz,

NR—=R2 T A OFMHR PR Th o740 5B, 34 (18.8%) TIXVRESE T/ W IERFO M
T PR ARO SN, 16 (6.3%) TIHFIC MIBG OEEEZRD, PD LHE S, K
FEBNE Z OFEN T PD 23 E L7272, B8k 1 F% OIEETN S AR FEM & 72 0 5HIIARB & L
7o B8 1 AEBROFMECIX, 1B T/ IERFOFEN T PR AR SNz 3 o5 5 1 f
(6.3%) 7 CR LHEENZ, OO 2 4] (12.5%) X, BT/ FIEFREEF T PR &
HE STz,

- B RETRR R

N2 T A TCITHHEBROFEIT 16 1L b CR THY, 2D 55 15 4 (93.8%) 138
WSET /HPIEEEOFHMETYH CR 24 LTz, 1 BiliE, B - KEH R R OFHE < PD
DHEE L, BB O FIIIR TN & 2r o 72720, AR & fHE Sz, £, 15
&b FEGIEER 1 FEOFHMETEH CR Tholz,
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- AR ELHE

NR—=2F A OB A ERE RN CR Tho72 106 (62.5%) 1. WTFNHIEEET /h
IEFEOFAM T % CR 23R S, SEFIBER 1 F1%OFIi S CR Tholz,

NR—ZF A OHFEMN CR «PD LS THo7= 6 HlD 55, 5F (31.3%) LG8 1/ Hik
REDOFEMICH F CREM (CR - PD LISV Tho7odd, 16F5E TR OFHE CHIZHHIRE N R
Do 16 (6.3%) 1L PD EHIE STz, B#E T/ HFIEREOFET [CR - PD LIS @
HERERTHoS5HID > B, 14 (6.3%) 138 1 £ OFHE T CR LHIES -, 789
D 4 5 (25.0%) 1 ZIREET HIEREEFR U [CR - PD P4 OHERR THoTZ, 72
B, 1RESE THROFMC PD 2AFEE L7- 1 BIlIsEE | FFERONEEEMARELD =D, 7
R E LT,

<RIBS A OBIEE A LR T >

R2FEOEXFT ROBRTIT, 4 a3 —2A 8501, HREET/HFILEFEOWNTHOMBEIZBNT
HLRFEITRIIRO LT, 16 BIEBINIER ThoTo, ERIEE: 1| FHROBRAETIX, 7l A
DEFRHHEN TH o272 1 ] (6.3%) NARHE o720, 750 @ 15 il (93.8%) Tix
E#Tholz,

FEREER LT 2 —RAEFROMRTIX, 4 a—2&%EH0, HRET/HIEREOWTh
OREIZBWTHREFTRITRD 5T, 16 FIEFIRIERE TH -7, JEFIESE 1 F£OFTF

W EHIE SN, R0 O 1561 (93.8%) IXIER TH -7z,

<KW ERE DG T >
TVIL 1. (2) ESARFRER CHERE S N7 PR ) DB

(4)
1)

2)

(5)

(6)
1)

2)

)]

REEHHER
EMERIAR
BT L

REMHBR
gk L

B - IR
BB L

B

EREMRE (—REARERE. HERRRMARE. ERRELERE) . BERA%T— 5 —25H
. WERFHBERABRONE

LB L

FREM & LCREFEONERERIE L -HE - RROBE
BB L

Z 0t
LB L
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VI. EMEEICEHT SHIRE

1. REPHICEESH S EEMXITLEWEH

V7

JA R (EZIA X AR (—H4A)
BE D & LB ORIGE - BIR%1T. BRFORMN CELZSZRBTLZ L,

2. XEMER

M

(2)
1)

YERERGL - 1ER%E
AV FLF A%, RAR IZfEA L. RAR 2 LG 2EMLT 5 2 %I LD, MYCN &t D3R5

L, MR SR I 2R S 2 & RO b AR E T 5 2 k%% « TG GE S 1
ERTEZR %th\Za L2y,

ﬂﬂnawuwﬂann
\ POINEIZDS
EMEUHYRTHHATRAE
9-cis-RANERE(EETNBTD,

=l ==

ﬁﬁ’\ﬁﬁbTLATRAh'RAR[L%n?ét
EEHpATN S, RS
ATRATFE T T9-cis-RANRXRICEES L.
LT 50,
RAR d

—f‘JHJf}—fJ

Yll

Ny »{g;,%} =

i \ l'
D
WARRWE b

fHREEELE -
FiRb—2 2 DFEFY

=

o

1. Armstrong JL, et al. Br J Cancer. 2007:96(11):1675-83. ATRA(All-trans retinoic acid) : £h5>AUF /A U

2. Bayeva N, Coll E. Piskareva O. J Pers Med. 2021:11(3):211. 9-cis-RA(S-cis retinoic acid) : - R-LF /1 8

3. Freemantle SJ, Spinella MJ, Dmitrousky E.  Oncogene. 2003:22(47):7305-15. RAR(Retinoic acid receptor) : ¥ /A JBiBE

4. Reynolds CP, et al. Cancer Lett. 2003:197(1-2):185-92. RXR(Retinoid X receptor) : LF/1 FXZ&{X

5. Makimoto A, et al. Cancers (Basel). 2024:16(3):544. RARE (Retinoic acid response element) : ¥/ /Bt &8251)

i RF TS RBRIENKY XPREPHAN JRRE 319

VEFRKER: 1 1 120130 14)
Kk AR P OB ASCERFE ST YO MM TN TR ENTZ D THY | KA F B a—7 4 —5 EOFIAXIES &
IT—E L2,

ENEEM T EREBAE

E FRARa. RARB BRURAR Y IZxt 3 B AR VERTEMELEE (/n vitro) ™

A4Y ML F /A 2D RAR IZXTDHEABFMEEZ, 4V FLTF /A ICEDPH]-- VT A ORERHES
W45 50%FERE (ICso) ZHEH LM LA, TS, Y hLF /4> (1~1000nmol/L) @ RAR
o, RAR B KT RAR y (2% 5 ICso 1LENZ4L 115, 51 KT 365nmol/L TH -7z,

Wiz, 4V FLF A D RAR 0 LTAEEHE I OEREFEMLEEEZ, VT /) A VERIGERS (RARE) (2
ALY 729 —BBBETEHWE LR —8BETT7 vEAI2LD, S0%DFRE (ECso) ZHML
P L7z, FOREE. WO RAR 37 %4 FTH, A4 Y FLF /A (0.01~50000nmol/L) (T & B i
RIFRI72 N 7 = T —BIEMEOHEMNFE® 531, RARa., RAR S KT RARy Z4 L 725G IEMEALHED ECso
IXZFNEh 124, 47 X O 36nmol/L TH -7,
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2)

3)

4)

5)

PDLEXD., £V FLF A%, WTHO RAR 7% A A1k LT HIREKRFEMICHESEMEZRL,
R —BGETT v EAICBWTINSDOZREEEN LIENE G T OIEEH L2 REST H Z LR ER
726

b RS EMakOMBIETEICX T SR (/n vitro)

b MMREEIEIER O MBI 54 Y LT A OERE, b MERRZEIEMILEE 6 fE [SMS-KCNR,
SMS-KANR, SK-N-BE2, CHLA-79, CHLA-20 2 (XSMS-LHN] % AWCEli L7z, ZOfEH, FEmic V7=
MRS TT, £V FLF /A2 (0.000~10umol/L) 12 & 2RI 72 EFHEIER 2RO Hiv, SMS-
KANR, CHLA-20 %X SMS-LHN TiE, 7l L 7=t (10pmol/L) TOFERN 90%LL LT o719,
EREITELRAE O MREEIENIRRE W 5- T eeT A7 U V2 (BrdU) D IART vt A K
WEMESE Z R E LEMEEET v A4 T, 4 Y L F A0, BBRMICERFTRERIEETH D
Sumol/L THIMHFIEMER 2RI 2 LB MEShTWVnD 17,

TNLDFRERNS, A bLF /A%, BEO e MR 6 U C IR B ek T B i B /E
HaRmd 2 EIURIBE T,

E R EMakOMBEERSICxT SR (/n vitro) ¥

b MR IEREMAIEE (SMS-KCNR) ZHW T, A4 Y hLF /A > (Spmol/L) OFMFEII x4 5 1EM %
FHOMBPEIAZZE L LI Lz, TORE, 1Y b LF A BT, RAPERMBLC T S #]
(DNA &) OMifaBI &R E B L. Gl SHEIER 2R Lie GERIFERSINEE © 22.57£0.91% &% U1
VRV F A ALEREE  5.3421.47%, p<0.0001, AF =2—F > bDIRE),

E RS EMaRIC T S MEEEER (/n vitro) 19

bt h R IERENIRE 2 7 (SMS-KCNR K X SMS-LHN) (x5 4 Y b LUF /A o O5biEEER %2, film
TERE ) R OVEA L Rk 2 AV TR L 72,

AY hLF /Ay (Sumol/L) XUIAEME (=& /7 —/) CTUERL7-Mfgic, 7 raAf PV RO 4,6-U7
IV 2-T =y K= (DAPD) #HWTENENT 7 F o KOG EEITV, HEABEMEIC LY
MIRRERE 2 fifdT L7, F7o, BT Y 7 F U =7 (MetaMorph) # AW CHRERMREZE&L Lz, &
5T, MR~ —5 —T®H % NeuN L IXMAP-2c D¥H A, Y= AX 7 ay MECLVIHMELZ,

Ty A YUY L OERIRNT OFE R, DT OMBR TS A Y b LT A BRI K DR AR R 3R
Do, TOERITRBHLEERE L L L THETh 72 (p<0.001, A F=2—FT > bD t BRE), iz, T
NOHPEETH, 4 Y NLTF /A VABIZ LY NeuN KON MAP-2¢ ZEBLE&NEIN L, AL FMFEEZH W
FHMIZ BV T b oMb EAE A R S v,

b ~ R SEIEMRAARD MOV R U MYCN 2 2o BHRIBIZxI 24ER (in vitro) '©

MYCN g% 4 ff (SK-N-BE2, SMS-KANR, SMS-KCN K TF SMS-KCNR) % &iet hAiReSEIEAIaRk <%
NERWT, £V FLUF A 2D MYCN e O MYCN & 2237 R BLIZxt4 A VEA &2 34 L 7=,

AY ML F /Ay (Sumol/L) SULEEE (=% /—)v) TUFLUIZME D U REEE (RNA) ZAiiH L CTH
T 4% ) BEEEE (cDNA) AL, U T E A LHRER Y A T —BHlgHG (RT-PCR) EE W
T MYCN A vE&> Y+ —RNA (mRNA) ORBLZEBIIHIT LT-, 72, MYCN ¥ 237 B BTG
MYCN #iffk % o o A2 7 ay MEIZL Y FHE L7,

U TV Z A 2 RT-PCR T OFER, MYCN HEWERIOMMBIRE 4 FETIX, A Y ML F /A VRURT, LRI
T MYCN mRNA FEHENEEIZHD Lz (p<0.05, AT 2—FT 2 O t |RE), AR, VoRAZ T
oy MEEZHWEFMETIE, 4 Y FUF A UREEIC L 5T, MYCN BRI oMk 4 4T TMYCN & >
NI BFBLOWA TR LTz,
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6) tiRSFIEMAOREREIEBE (CDX) S v FETIICHTIRESBHE (in vivo)

b MR ERREakE (SH-SYSY) # MW/ CDX 7 v RETATA Y FTF /A OB R 2 TM LT,

S~6HBOHEMEX — K Z v F O SH-SYSY % 2 F 5%, BRI 0.3mLICE Lk (0B H)

T & AEAIZ 2 B (n=6~7) \[ZHIfF 72, SBEICHEE (Y—F >y Y) XEFA Y T/ A 0
(4mg/mL/A) Z1HA 1E 12 AREERAZRE L, 2 AE25 12 A E T2 A | [BEE AR ZHIE L,

ZOREFR, A FNLF A R ERECIIABRSRE L LB L C 2 B B2 S BB ORME 23380 S,

8 L UN10 A B CIUESAREAAEICHED Lz (8 HH @ p<0.025, 10 AH : p<0.05, ¥~ KA v h=—D UK

E) o

(3) YERFRIRER - FHGRFRI
REE R L
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VI. EMEREICEET HIEE

1. mREOHR
) AELEDLGMARE
AV MUF A OIEIPFFERITRF STV WA R CGEERIC T o biRE) ROz etz
IR T DITIZ. in vitro FEFRFRBR O RO BR O AT D & | Coax & 2pM BLE, 10pM LU FIZHHEET S
ZENEBELENTND Y,
EINE I FHEER (SPJ-101CA-NB #5%) 1BV T, 2B 15 610 Cmax (X 3.0—14.92uM (AUC & LT 21.69—
78.93uM + h) DOHPHICH V. AFIOF R & BEMENPHER STV D,

(2) BRHB CHAESA-OTEE
[EIPN 45 T FHBR  (SPI-101CA-NB #t5R) 1
Y A7 MRIFREERE 13 62, AK 6dmgm? & 1 H 2 [0 14 HRERAKEG Lz &0, 14 HEIZBITSA Y
FLF AV EOCERBITHD 4-FF YA Y FUF ) A o DOIMBEPREEHER K O ERE 5 2 — 23
THRENRTRDOEEY THoTz,

AF 64mg/m* 2 1 A 2 [A] 14 [ [A}RE 05250 O i 8 e B HERS
(SPJ-101CA-NB R, P AR HEM R 5 N=13)

(ng/mL)
6,000 4
~@— (VYNLF /A
O+ 4-oxO-AYNUF /1Y
1 . B N=13
TIEHRERE
4,000 P AR S O mmmmmmmmmmmnn D AU (s
m
5’
th 4
N:::]
=
E
2,000 4
q
0 T T T T T T
0 2 4 6 8 10 12

7' 7 OREEHO BN « hr
) 14 ARG ORMEEEGRAZ 0k L L,

F ARH 64mg/m? % 1 A 2 1] 14 H [k O &G HROEDBRE T A —F
(SPI-101CA-NB )

N Cmax tmax ED AUCO-12h tin
HE x5
(ng/mL) (h) (ng + h/mL) (h)
A RVTF AV 24821915 3.83 (2.00, 5.98) 137534564 5.00%=1.13
4-FFxF- A4 VF A 4710+833 5.87 (0,11.1) 4421017656 15.7+4.27 %2

PR E A, N=13, F 1) HRE (R/ME, FRHE), #2) N=4

(3) i
PR L
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(4)

BE - ffAXOXE GBEAT—4R)
SAENEERER A 71 BlExtg & Lz 2 DOIFER Y 7 A4 — N—RERIZEBWV T, Absorica LD®32mg % 25 JE 1
KEOEREN B%ICHEER D& G LT GA ORYEE & ik Uof 5, SRR ISR 2 B R &5 0
/8T X — 2 HE AUCo-C 123.24%, Cmax T 108.25% T ¥ | WRILHE K& ORI R 2K X 22 08I 380 Hids
Motz ZHIZX Y, Absorica LDUIZBEDOF LD L TREAETH D LTSz, [TVIL 4. %
I DB H]
R AFNL, KETHEFE S IL7z Absorica LD® & [Al—OHRGETH 5,
E) AY MTF A v OFRBENZAEROCHEL V. 3. MEROMAE] OHESH,

2. EMEERBP/S A4

M

(2)

)

4)

)

(6)

R AR

E M T AR (SPJ-101CA-NB #UBR) 128\ T, @& U A7 MR 15 #ilic, A4 128mg/m¥ H (A
HAE) Z1H2EIZGTT 14 BEBOBREZOAL Y MLF /A UV RORZFOERBMTHD 4-4F% V-1V b
LF A v DOMIETRERET — 2 ZINE L, /v ars3— kXU Z T (NCATRET) 12X v EwikiEs
RE LY BEENT A= EHH LT, 72, 22 %= A2 FETVE AW RHER SRy B REREHT 15
(IVIL 3. RER (K2 lb—ay) g OESR] o bEMBERP/NST A—2 2R T LT,

R U538 & FE 3%
BEMMEY [[VIL 3. £ (Kol —ay) @] OEBR] ORKET M TRIBGEE EE (Z
#e2875) 1%, 0.77h (0.12) DHEESH T\ 5,

THERRETEH

AMER R L

<BE>

NCA T Tid, HISERI E LT 495+1.16 h CEHE CEERZE) B ELATW5,

YT UR
NCAFRNTIC R VHEE SN RNT O 7 VT 702 (R EERZ) X, CLW/F 234.34%21.94L/M, K
EH72 Y D CL/F/WT 1% 0.22310.090L/h/kg, ARFREFE Y 72 Y O CL&/F/BSA 1% 5.49£2.06L/h/m? ThH -7z,

NAEHE
NCA FEHTIC X 0 HEE S T2 AT O AN CEXE SIEHERZE) 1L, VJ/F 1% 31811811, KEHZY D
VJ/F/WT 1% 1.640.93L/kg, AREMH 7=V O V/F/BSA 1% 403E21.4L/m2 TH- 7,

Z0ft
BT L

3. BRH (REaL—>av) @i

M

R A%

ENEE FEFABR (SPI-101CA-NB i&Br) XLV EONT-E Y A7 MR IFEERE 15 Flo2 TORIEME Z X512,
FITEALDGHD RN EZEIRED -2 28— R A FE N 2-T3 /83— h A MET U THIT 21T
RIA—RICEHTHIEREZRZL, HHFNICEIVERERDODD - = AV NET L ERKET VL
L7,
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(2) RSA—FEHER
AANOEYEIE T A —HIZ, FF, Fhn, HRREME, KE, Body Mass Index (BMI) 23HZLE L L THx
DEBERG LR, REX CLF (2, IREEEN VIF 12, TNEnER L L TEETHET VN
ETNE SN,
- CLIF=3.568 X (X BHEDOKRE-BHEREOPIAL) 070 LA (REPRE=46.875)
- VIF=2201X (HBEOEREM - BESEOPIRAME) 07271 (FEREHEPRE=1.435)
MEtshicZ'mD S5 5, KERXEREEEUNAOR T (HE., FHr, BMD 1%, &7 /UGB RIZ CER)]
FEACITREHEMICE B ER AL NTZ b OO, BRETMITRA SR oTz,

. R

NAFXTRASEY T4 GEBAT—H) O
SEABERERCN 71 BilExt5e e LTz 2 DOIEER T n AA— " —3ERIZI\ T, Absorica LD® 32mg & Absorica®
40mg DRI NA FT A Z 8V 7 4 BRit STz, EORESR. mANTAEY SRS 7R L,
*ARFNE, KETHEFEZ 4L Absorica LD® & [H—DHIETH D, 7235, Absorica®/d, HERK L
VEEENTWDA Y FLF /A B E AR RASE Th 5 2 L3RR ST
W W, [IXI. 1. ERSETORIERDL DOEHSMR]

ZE G IRE T D Ml eER

Absorica®40mg K O' Absorica LD®32mg % Z iV EAVZERERFIC HE G- U, IEMBNEE R T A — X 25l L7z, Z Ok
R, Absorica LD® 32mg DOWBgFEZ /N7 A —# X, Absorica® 40mg & LI LT, Wb 2 F (H/h &7y
b 0 196.33~219.63%) TH Y. ZEMERFIZISVT S Absorica LDUIEXE VWA AT _A T E U T 4 AR 2 EAVRE
iz,

ARG B 1% O AW F ) RSN 2 1 ET L 72 38R

BN &2 Absorica LD® 32mg & OY Absorica® 40mg # B[ 5. L, 4 Y N LTF /A VOB EL TR G5AT (N—
ATA ) Db 96 W% £ THIE LTz, FMERE/ T A =213, AUC KT Cmax D A IR & > TR S 41,
NWTIBRN—R T A VIREHOEE AT Sz, ZORE, SlERE% S O Absorica® 40mg & Absorica
LD® 32mg DT, /37 A — & O/ ZFB(TF-HI D 90%IEHE X EIL 2T 80~125%DFEFANIZH 1V | i f|
DAY FN RSN R Sz,

<sBE>

(v bh)®@

IR 10 H B OME Wistar 7~ b (5 IE/8E) (24 Y b LF /A4 > (500 Xik 1000mg/kg) & HIERRD&EE L, 1 Y
MUF A RO O M REEEZFME Lz, Y FVTF ) A L OBRBEEITAEIS U THEM L, tndE 2
~4 I THoTe, R THD 4FXFY AV LT /A 2D taax 1T 8~10 I THY . Y M LF /A T
NTEL, 2L 4FFY A RLFIALUBDA Y FLF )AL o NnBREIENTERKRENS D EEZ N,

(T k) ®

W4k Sprague-Dawley 7 v & (B PL/BE) &4 Y b LT/ A > (7.5 i 15mgkg/H) % 1 B 187 HREXERO#
HL. AY FLF A RO O M TREEL T Lz, METOAY FLTF /A 2D tmax 13 1.5~2 A
THY, tin X I~2 B THoTe, AV FLTFIAVKROREY Ay A LTF A0 hLTF I AV)
D Crmax O AUCo-ol 3 L THEDOHEIM > THEM L, £2. 4 Y FLF /A U ROREHOBRGERIC
LR b so Tz,
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5.

kil
M

(2)

1fn 7 — B BE P i @ 14

MMER L

<BE>

(—\7171) 24)

HBDFI =7 & (BUL/ /i) (24 Y FLF A (10mgkg) ZHEREAFS L, kb4 Y bLF 1
BEZHE L CTEYBENRT A= 2R UTCRER D tmadE 15~30 57, Cmax 1£ 0.97+£0.22ug/g, t121% 16
G TCTHoT,

ik — RR AR RE P9 @@

FMER L

<BE>

YUA, Ty NROYITA Y ST ) A U EREROESE L, @B E 5 L2 R,. wThodhiy
FTHLIRHPTA Y bLF /A ROREARE S, ZAORRELZERT 5 2 LB RB S,

(voR) ®

4R 11 B HOMENMRI ~ 7 A (48 B5) 124 Y MLvF /A2 (100mgkg) % HIAIS T 4 BEREIEIRE C 3 [
REEOELG L, 4V LT A EOREHOBRERZFIM LTz, ZO/RE, 1Y bLF /A U HERO
BHHOMER A Y b LT ) A RS 1 RE% T 11.28ug/mL IZEE L, &5 2 Rl T ORI
1/4 2.84ug/mL) IZIKF L7z, MIFFOFBRHIDTHLA Y NLF /AT 7 at A REE (5 1
M#% T 1736ugmL) (A Y FLF /) A VBEX VSN —07, 4FF VAV MLF /A VRETELS . &
5 1 Bf#% T 0.07pg/mL Th oz, Fiz, 3 EORERSGICE>TA Y b LF /A SRR ERIETR
bV oTe, BMBEMOIEHRTHA Y LT/ A RO R ST,

(T b) 2

IR Wistar 7 v b (4~6 L /BFi) (24 Y VT /A2 (T5mgkg/H) Z4HR 7~12 HIZ 1 H 1[5 6 HIH
KEROES L, 4 bLF /A RO ORBEEZ M LZ, ZoE, mEPREmO AUC X
AN F AT A RBRLELS, KWT 44F AV NLF I A THY, FnEFhA Y b
LF 42D AUCos D 1.9 KN 1.2 5 ThoTz, 7o, WP THA Y MLTF /A RO HRE S
7=

£ IEMEZ >~ MCA Y PV F /A U ERERABRE LIZREOA Y S LT A 2 R OE OlgE &

e AUCo.24 (ng-hr/mL) AUCo.24 (ng-hr/g wet weight)

g i

A NVF AV 9226 789

4-FXV-AY NV F A 10907 259

ANV F AT FA R 17071 N.D.

rLF A 373 403

4-FXYV-MLF /A 697 58

cvF oA TNraF AR 889 N.D.

vF )= 718 2233

N.D. : Sl CF#fE)

(Fr) 2
WERME =7 L Q1IE) (24 Y b F /A4 Q25mgkg/H) MR 16~26 HIZ 1 H 1B (2.5 mg/kg) .
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3)

(4)

(5)

IR 27~31 HIZ 1 H 2 [\ (2X2.5mg/kg) . K 8 RefE]EIR CIERMEER G L. 4 Y LT/ A 2 ROYRH
YWOMBELTM L7, FORE., MFHREHYD AUCou T 44XV -4 Y FLF /A Ui bE< . &k
TA Y MV F /AT NruaF A4 RTHY, FRENAY FLTF A4 D AUCou D 0.7~0.8 LT 0.1 5T
Hole, Fio, BMATHLA Y FLTF A4 0 RO B S iz,

FAHRMED =7 A A Y B LT A U ERERBEERS LR
AV D VTF A RO O R

AUCo24 (ng-hr/mL) AUCo24 (ng-hr/g wet weight)
ey i AE e
AR 26 H TR 31 B Y HEHR 31 | Y
A LF oAy 1755+972 232541099 956
4-FX) AV NLF A 1173+732 17841039 590
ALY NVF )AL TN aFA R 2334134 265+135 N.C.
NeF A 58.2+23.4 55.9+20.4 3169
4-FFXI-FLF A N.C. N.C. N.C.
FNeF oA TN Tt A R 86.9+24.1 190+85.8 N.C.
N.C.: FHRIN TV (MY FEE R RAE, I FHE)

a) KHES :n=3~5
b) 4R3I AED 2EARE LV EH LE
c) MR N LF /A > 225 ng-hr/g wet weight 285 £ 5,

it~ TiHE

AR L

<BE>

AV N F A ORI, BHEN LA RA~ORE, IHHEE~OREIET 27 — XXk,

BB~ OB T
DR L

T MO~ DFEITHE

M ERR L

<BE>

(v R) M

HEBDF1 =7 2 BIE IR 1ZA Y FLF /A (10mgke) & HERE NG L, Mk A6 23840 L7,
MAE L OHERR A > b LT A RIEZJE L CERYENE T A — X 2RI LR, miEha Y hLvF
A VD tmax [ FEEZ 155 UN, tnlX 1955 Tho7c, FFIBR OVINGD tmax (X5 5 57 LA, Jili, IR IR,
B, M. D, B, K. AL BEE R OMEMED tma 1E 15~30 53 TH o712, tin (FERTIX S . Th
DA OFHETIX 11~19 3 TH - 7=,
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F W~ ALY PLVF A U EBEEROKBS LEREO
MG RO A Y LT A v OIYBRE T A — X

HHA Cmax (pg/g) ti2 (min)
Mmig 8.33+2.21% 19
SR 5.96+1.37 19
i 1.99+0.37 15
N7 19.3+4.0 11
P ik 1.10+0.19 15
JEH 1.74+1.08 17
K 0.44+0.12 14
e 3.83+1.36 15
Ll 2.14+0.50 16
i 0.97+0.22 16
A 0.67+0.27 17
K 0.26+0.10 11
3l 0.92% 51
a) pg/mL CEAME AR ER )

b) F—LEN=Y U TIADT—H
(6) MBPEAKFEE

AV RLF AP MIBEZ R T FEERIT 999%TH Y, EICT LT I VIHEATHZ ERREEINT
b\é 28)O
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. e

(1) BB R BT
MEEER L
<BE>
(in vitro) 29 30
A FVTF A T EICFED CYP3A OV 2C8 12X - T 424X VA Y FUF /A B ERE S 5,
FloL AV MLTF A URWY 4FF YA B LF A I FEICHEBE OV NMED UGTIAY Ik~ To/ s
VBRI A END, ELIC. AV FLFIAVER A F T VAV N LF A R Ik TERER b

LFI)AVRER &FFI-FLF A0, RERICBIERE XTI v noiinbdsns tEz260
%, [IVIL. 7. ¥AEAMEM] oEER]

A RNUF A v OHEEREHRE K 2

CH, CH, CH, CH, CH, CH, CH, CH,
COOH
FoOVEES NIRRT ORI JILonvEas
+— > —_—
‘_
CH, COOH CH,
13-cis-LF /A VBl all-trans-LF /1 VE§
CH, l CH, CH, l CH,
X CioHyy O; "X CoHy 0,
CH, CH,
OH OH
4-hydroxy-13-cis-LF ./ 1 /& 4-hydroxy-all-trans-LF ./ /B
CH, CH, CH, CH, CH, l CH, CH,
COOH
W oOVEHES RN NIRRT FonvEas
— —> —_—)
4—
CH, COOH CH,
o o
4-oxo-13-cis-LF /1 VBl 4-oxo-all-trans-LF /1 VER
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(2) RBIZEEE5I 58K (CYPE) DHFE. F5X
1) CYP 2k ZEH
BRI L
<sBE>
(in vitro)
My =T Y FLF /A2 (10pmol/lL) 2 =aF > T I RT7T=V VX7 VAT R Vg
(NADPH) fFETFTA v FaX—2a b Lzt & 44X/ A LF /AL KD 4L Faxv-( Y b
F A VDERIZTF b7 m— L P450 (CYP) BBEG L TWAEE X LT,
WIZ, e MNFI 7Y —LTO 4FX VAV FLF /A VRV 4B Raxs -7 MLF /A OERME
v/ A4 VBEEWEIZT DEIG) LEx 72 CYP 3 7FE (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 2E1,
3A4/5 J TN 4A9/11) OFEEEENE & OMBEAZFHN L7z, & OfEER, mMR#W & HITAERMFE L CYP2B6, 2C8,
3A4/5 Jo U 2A6 OFEENME & OMICHBENE O bitlc, £/, CYPHILRE MY U RFHKI 7 m Yy — A2k
54t Fua¥f Y NLF A4 OAERIT, FIZ CYP3AT KON 2C8 SBE LTV, &5612, & MFIZ
0Y—ATD4t Raxi-AY NF A rOERIE, CYP2C8 KU 3A BHRMEERIC KV HES L,
PLEofER L, CYP3AT i3t MREKOHAEROMIBECOEE RS FHECH Y HAER 2 BERLEITEKIC
W+ 52 830 bEEZ, IFIICBT 54 Y FLF A o ORBHTITEIC CYP3A4 TN 2C8 5T 5 &
Ezbhi,

29)

2) UGT 2k B
MBI L
<BE>
(in vitro)

E MFEROMEI 7Y —AFTA Y RLF /A2 (100umol/L) ER 4-FF V-4V FLF /A
(100umol/L) 2w VY "1 VB V2 1 B (UDPGA) fFIEFTA v FaX—varLizd &, b MF
KOG 7 m Y =L Il kGO 7V 7 v VBREGEROERPHER SN, VIOV Y VBRIV m
VIBEEBRESR (UGT) 5 LTnb EEx b,
F7-, b ME#H X UGT %BLR (UGTIAL, 1A3, 1A4, 1A6, 1A7. 1A8, 1A9, 1A10, 2B4, 2B7, 2B15 Xk
WU2B17) #HAWT, 77 v U BREAICEET 2 UGT 25 RIS OV CRERICHRRT U725 R, 5 D UGT %
Bi% (UGTIAL, 1A3, 1A7. 1A KTN1A9) DEET DI ENRBINTZA, 2D 95 H UGTIA9 Bl &
DITNVT B UG RBEBERERHERIC LTS LB DN,

30)

3) NEBBHROERRUZOHE
R L

@) REPOFEOERRUEL, FELE
LB L

7. Bt

SAEAEERRCA 4 B 14C AR L 7o ASH] 80mg & HAEIR NG L7 & & | RO R K O Rt B X n i
B8 KN AR0% THoTZEOWMENRDH D, F/-, HBEF 2 —T7 2fHA L7T-BE 2 Bl “CAZi#k L 7= A5 80mg % H
EIFEOBEE LTz & &, 5 72 K% £ TOHRRED IR FHRIEIX 258% TH 0, &5 96 BFfiltk £ TOMMSTHRED
N ONE h Rl sRIZE N E N 22.5 RN 19.9% Th > 7= & DL R H 5 32,
SREEEER A 3 BIIICATH] 100mg 2 HERRO#E Lz & &, #5672 Bl £ TORPITRE(LFITRE Shi
Mol L OWEND B P,

) AV PLF A OERSNIAEROARE TV, 3. AEROAE OESBH,
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8. RS RK—5—IcHT HIEH
BiEeE e L

0. BFICkBRER
BiEeE e L

0. BROEREHT S8
BiEeE e L

11. 204t
BiEeE e L
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I. ££% (EFRALOIEEF) BT HEE

1. EERBLETOHEB

1 B
- =R

L1 AENZFEFTHELHEDOT, BHEIEIERL TVLTEEOH I XEICERELGENI &,
[2.1. 8.1, 9.5 BH]

1.2 REDBREIZHE=-TIEF, BEAKITTAMETESIERBRICENT, NALEREICHSEA
H-BREFOEMDL LT, FHORENEY EHEENHEFICOVTOARET S &, F
f=. BEFBICELL, BEEXEZOREKEICADERUVEREZTSHBAL. AEZETHOERE
THZES

[z ]

1.1 AKANL, o s 20 AFEKR LRI, EBERROT — 2 LGN SN TR Y, fapik &
IR« JRIRFBHEDRENTND, Elo, BHDOENESTHDIA Y PLTF /A4 %, B MIBWTEHERIAS
i, OE R, MR AR R O & BEOMAMMEEZ R THAORERH D, 2O Lhb,
AEIOERES Y 27 FEFTEIIE MEARM & EERFEINTZY A7 ICRELTRBY, {3t
BRLTWDAREED & 2 L EF~OR 52T L L, JRIE~OBREZ BT 2T ER 50O E L,

1.2 RAIOFERCE L, @EFEROOOEZRME L L TloPimANcE CCRE L,

2. FRAREEDER

2. B (ROBEIZIERELGNI L)

2.1 SR SUTAER LT S FRetE D & 2 2otk (1.1, 8.1, 9.5 2]

2.2 AFND RS R LISBUE DBEERE D & % B4

2.3 v I AlAIZR G T OBE [10.1 2]

2.4 2 I ABRIEORE [UF I ABRIENEET 282N H D, ]

(i)

2.1 AAlZe M CTOREFBIEA AT DRREMEN & D72 O E LT,

2.2 ARNOEZKR LIRBUED & 5 BEFIIL, ZRMEMRROBLEDDARZ R G T RETIERWVWEBIREL
7o

2.3 FANFEX IV A LRILLT /A RTHDH, BEIEMEIMESIEIZT 5 Reference Safety Information & L
TR E N2 P T — % > — 1~ (CCDS) K OVEEAEfitE SIE 2 e TR R & U kBT 0
(USPD) %#ZHITHRIE LT,

2.4 AHNFIEHIALRALLVTF /A FTHDIZH, CCDS B USPL B BITRRIE LT,

3. MREXEIHMRICEET HERLEEZDEMB
(V. 2. ZHREXIBRICEE S 1L 22T 52 &,

4 RERUAEICEET ERELTOEH
V. 4. HEEAOCHEICEET 23R 2287562 L,
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5. ERLEANITLENEH

8. EELEARNIE

8.1 ARANIIEFEMEN DV . FIAWERORBBENEm O T, HH LOEEZ ST L, BFXTE
UMD 550 2T I CRWERIC DWW T EKFHBA L ECEAT 52 L, [11, 2.1, 94, 9.5 ]

8.2 9o, ARSE. FREOREMEENLLLND ZENHDIDOT, BERVETOFESRIZ, Zh
HOERN S O ONTGEIITELIZEMICHRT A X 28T A2 &, [9.1.1, 11.1.1 BH#]

8.3 MREREENGLDLND Z ENRH DD T, H45-BEHK OG- B P I EMNIC o L 2T
B/ RO MY 7YY FORELITV, BEORELHSICBET D2 8, [11.1.12 ]

8.4 MHREREEFEN S LD Z ENH DO T, LA OG- WM I3 E I e 217
W, BEOIREEE BT 52 L, [11.1.6 2]

8.5 HIREHIMAHN S LONDZ ERH DD T, ARAGHICEETE - B OER® & O b EA I
TECNCEMICAERR T D L IRET D2 L, Fio, BBEOE(KIC L v EHEIE, BIinddbb
N2 EBHLOTHRANOEMEGICEE L TiX, EHMNLRME (B - HS0ORACESES), X
WA, AP, Ca, P, Mg S ORRAIFMIREZIT) ZEBNZEE LV, [9.1.2, 9.7, 11.1.9 ]

8.6 BABRAMEENRH LD Z ENHDHDT, HAMET., MW, CK EH., mHPERGRPIA T =
vy ERHEOBEE+5ITITO 2 8, [11.1.8 &)

8.7 BMERENHLOND ZENHLDT, AEOHEEGHITEHC MG HEMRERE (I1riv
Lo AV UL FRUULE) 27528, [11.1.13 2]

[fgwi]

8.1

8.2

8.3

8.4

8.5

8.6

8.7

BE ORI, EA - SEARTICIN . BE B S OB & B2 ISR EETH Y | RIS L
JEL7ZRANME L Z X BE LT,

ARIOBFERIR D THDA Y NVF ) A OG22 T28FTH 2. HESELORZEORBMEEE D #
HEINTEY, AFOEIRS Y A7 FEFEICT DEMES)] 2 THEERFEINZY A7) IRELT
W5, ThHDZ ENHIEEWENLERFHE UTRE LT,

N OEEFERBRICB N T, AFOFIRS THDHA Y MvF /A v ORG5E2Z T -EETLFEN) 7V &Y
FOES, AT =0 ERBRRESNTEY, ENETMHRE (SPJI-101CA-NB #ER) 2B\ THE
U Z 0D RIGENRED BN, £ < ORERCIEEG P IR 5% THRICEERERENKET 2
M2 D Z Enh, BHPRRIIZEN 2 MERAE S LETH 57205 E Lz,
WAMZBWTERDOBEDR S TH DA Y FUF ) A v OBEEILE D IR ERRE SN TW5, REI% R
WIXEHIA R MR E NS L ETH DI E Lz,
BREORMIR - BEBIEODITITEMHZRMZ 21X COEBERREORENALETH Y | AKX &
BROEMTHAHT N LT — N OUT SCEICHERLL TRE LT,

RERCT BARIE O B AR OCEEBLSSEHELE THIT 5720, ARFE G TIXEMNICRE 2 FEiT 2%, A
BFOWREEBET DI ENEETHLOHRE LT,

SPJ-101CA-NB B K OIS DRGSR & IC BN T, AAl L RRBIREZ B ETERVWEERE /LU AN
JERBO BN Z LD AR OHTEIZEE U CEME R ORI LE OCEEMLEEE THT 5720,
AFIB G- HITEAICRE 2 T 2 S MU LT 2LERH D ZENLRE L,
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6. RENDHEHREHFYTHBEICEHTHIE
(1) &HHE - BEEZEOHHEE

9.1 &HHE - BMERZEOHLEE

9.1.1 BHREEXIZOBREENHZIEE
JERDNBEL T 2REhRNH 5, [82, 11.1.1 &MHE]

9.1.2 BOREMNMETLTLWEWVL 2D ZRUTOES
1R EOBRMENERMEEZ EE2D &HE S e IO RBE L2+ IATW AR HIEEICRET
5z &, [85, 97, 11.1.9 ]

figan]

9.1.1 DRsphpEs) ZEIKMLY 27 EBHEICRBWT [HERKBESNIZY A7 ] ELTHRELTWVWDLZ ENnD,
FTE LT,

9.1.2 AR ELFELOIEWTHDH T M LFF— FOTRMNSCEITHEI L TRE LT,

(3) FFifaefEERE
9.3 IFHseElEEESE
AANIENCFAEIC L VLT A0, MPFREN ERTZMREEND D, B, FEiEREERE
b & U= BRARRBR X350 L TV,

A
9.3 MBS ORLEITERIC I CAA L OEBBHRAEE T & 72\ T AR NFHEAERF S L L 7= & OBIE A2
Y | FFRRENE O b 5 BHICK T HIERRESLETH D ORE LT,

4 4hEezsFd 5%

9.4 £IEREEHT HF
PEIRT D ATREMED & 5 KMEICR 5T 2B A 13, ARIOEIRIC KIFTERIEIC SV TEE I 2106
L, BEBATE 1 DHRNS, BEDROREEGER 1 2 HRIZBW TR 2 S22 % O
GVRBHEIRIC OV TS 5 2 &, el ARG PITIEIRDHERR SN2 BE 3B 5 a1
3 BEBICAROREGZTIE L, EMEICEETD L) BE BTS2 L, [81, 95 2]

(i ]

9.4 ARAlixe hTOWRFEMLEZA T DARHEMERH D720, RBNO I R~OWREE %280 725 UL 72 5 720y, CCDS
R USPI #&F(2, BHLIZOWTEFIC M I 2 MNERDH D EEIHE LT, o, #HEHHEIz->»
TIL, B 542 A 16 BT IEASERSE 0216 55 1 5. FEAZRSE 0216 5 1 & [ERLOBGICEE T 26
HEOMBEREIZBETAHA X RAONT] 2BBIIRE LT,

(5) 4Ei&

9.5 1w
YA SUTSEAR L TV 2 FTREVED & 2 I PEIZ I3 G- L 2 &, B EBR TN HE ST
WD, Flo, AABEG IR Lo BE T, BHESE, OMmESR, MR, PIREMRREOFIEN H
bt oRERH D, [11, 2.1, 8.1, 94 ZH]
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9.5 AAT e b TOMTIIEEZ AT 2 WREMED B 2 T2 DRE LT,

(6) =2Lim

9.6 RELIF
Bt 1 AR ZET S5 2 & AIHRESUIRA 20 LI ALE~ OB B3 2 &K D
T2V, LAY (2 T — ) OEMER (T2 ) T, it ~OBAITAEE
IhTn5,

(e ]

9.6 AFNOHNHAS~OBITIIMRF SN TWARWD, AFNIAEEMER EVZ & B I HE S D ATt T
BIhd, £, B NTOT—=Z IR0V, A EFBUOEHMTHL= ML FF—FTIET7 v MW
THHHP~OBITHRO LN TS, LEDOZ &b TEHEEERASENL/NE~ORENKEIN, B T
DR OMAERRRE L THERERND, & P THILFORICBIT BN HEI NI LD TN T L
ER. RELE,

(N MR

9.7 INRZE
IR NI/NRA~E G T D513, BIEE2 +oITWEERICKE T2 Z L, FmEHAEIH b
A ZERWEIN TS, [85, 912, 11.1.9 &/]

[ ]
9.7 WA ORERTER SIS\ T, AH & OREBRP G E TS RV EE LT EHESE & U CF im0 P
BTS2 EnD, EEMWMENRSLETHDIZORE LT,

(8) =ENE
EEN TV

R}

1. HEH#RA

10. fBE1EHA
AFNZ. FEIZ CYP3A, CYP2C8 X INUGTIA9 IZk > TRt &N 5, [16.4 BHR]

() HREREZNER

10.1 BtRAESE (FALLGWLI L)
FEeHIA E RS - 518 515 ey - fERIA 7
vZ 3 ALK EX I A RRNELFELI L | RANTE X I A OTEMEREH
(Faad A% BIERERZEZ - TREZND | W ThD,
[2.3 Z] Hb,
[z ]

10.1 ©& 3 A Bl .
AFNIEEZI A LRULF /A RTHBT-H, CCDS KT USPI #BEITHE LT,
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(2) HRZEEELZNER

10.2 FRERE (BtRISEET 2 &)

P SHIEE

FRRAER - HEE T IR

B&FF + fubRIA

TRIVA TV REUEY
g

T hIHA 7Y R
FAFALT LT T Y
47U R

RE¥v 127U TR
KFn4)

AU BRI

A

&

AHN L b OHH 2O L8
ECHENETTEEZ R LI &
DWEDR D D,

ARBR NS OFEANIENEN
HENEDO LR EZEZT LD
50

CYP3A [HZEA
AU N = e & AV vg
T at S —
AU ary— %%

CYP2CS8 [HEH|
FU XA RT Y L
T ae U~ bk

Yiring

FT7xTvug R L

UGTI1A9 FHEF
A YT ISV =0 LR

AANOIERA RS BTN R H
DT, BHEDORE L EEICBIL
L. BIERORIUASEET D
zk,

D OHEHFIHN CYPIA ZPHET
52T LD KFIO M R E A
LRI DAREER S D,

B OIEKIN CYP2C8 ZPHE
52 I LD KEIO M R E A
LRI DAREER S D,

T B DOFEKIN UGTIA9 % fHE
52 LI E Y ARFNOIm R

NN 5

WIEFI~DOREEEET D L,

HA EHRFTDREMERH D,
CYP3A #5Al AHN DA IEDRES T DI LN | ZH 5 DHEHIN CYPIA ZifE
e H2HDT, CYP3A FFEAEM DR | 22 LI2X Y AFI O FHE D

BT DR S D,

CYP2C8 & Al
Vororevy %

AFN OB HENRETT D BT AN
HH0T, CYP2C8 FHEIEH D
WIEEAI~ORBEEZETHZ L,

IS OEAIH CYP2CS %4
LIk Y AAO MR
KRRt d 5,

Trx=krA v

T x= b OERDPHEET 53
TNRDH D,

HObEYw (= hLFF—hk) T
Tz= b EDOPFRAIZL Y,
Tz " DX NI FEGRER
KT L0HENHY, 7=
=R OMFREN EFHF B
RN S 5,

(i ]

10.2 7 %A 27V U REEME -

ARNET DTHA 7D RGUEMEZIA LI L &, BHENETUEIEZ BRI L L OREDRHD 2 Lnb,

CCDS K (N USPI 5 & | Z5% € LT,
CYP3A BHEH M OFFEH], CYP2CS BHEHR L OFFEH], W TNZ UGTI1A9 HEA -

AFNLEIZ CYP3A, CYP2C8 X UGTIA9 IZ X W RSB BRHE INTWD, AEIO PKIZKIEFTH

BITHE S TH LN TII RNV 52 ZBE LRE LT,

TJz= kAU

AH|D CCDS IZREHAHY . ETAF EFUDNEY THL T LT T — FOBRMNLEICRRELRH L &
MH, THHICHEILL TRRE LT,
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8. BIfES

1. BIEA
WORIEMD B 5DND 2 Db HOT, BEE T, REDR DR AR %
15 7 ORI EATS 2 &,

(1) EXGEMER & HMERK

1.1 EXLEEA
1M.1.1 FBHEES
0% (BEARR), BSE (BEARH). AL BERR) EORBMEENRD LDbILL Z &0
H5, [8.2, 9.1.1 BM]
11.1.2 BBERNETTE BHERH)
11.1.3 EEORERE
FETEAEIEIRAE (B AF  (Stevens-Johnson JEMERE) (FEARRY) . ZAULEE (BEARH) E213dH bbb D
ZENDD,
11.1.4 BER
BMERER (HERY) ERHobNDHZ EBD D,
11.1.5 BEEEE
I (JWERH]) E28bbobhd &b 5,
11.1.6 FFHEBEREE (BERED)
(8.4 &H]
11.1.7 EEOTH (HERH)
11.1.8 B (BHEA)
[8.6 Z#]
11.1.9 BinBHEAHE GEHEAH)
[8.5. 9.1.2, 9.7 B:H]
11.1.10 RpEE
KB EEAE), HAEE BEERP) ERbobnd I eNdd,
11,1 BEE
TFT7 4 7% — (BEARR) FOEREBEUERHDONDLZ L1H D,
11.1.12 lREEEE
ERUZ VY R (56.3%) ERHo6LNLDLZENHD, [83 B3]
11.1.13 BREER
BRIV T AMIE (62.5%) ERHLDONAZ ERHB, (8.7 BH]

g ]

1.1 S ORGSR e IZB N T, AAlE ORRBARBEETERVENEROWRERH Y . EEFOBRE L H D
T EMDRERE LT,
NEE BT R VBT RE IOV Tid, ENE TR (SPJ-101CA-NB ) TR LALRIWERICE
SEHEHUBHMEEATRH L., 2hSMCHOWTIE, HWAMTRE LD AF LSO -0 THEERH )
L7,
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(2) ZDHthDEIER

11.2 ZothoEIER
50%LL |- 25~50%Ai 25% ATt
FEREREIE (62.5%) B, TOEIE (SR, BB, HIBXRZME
ek & OV TRk B9, B mBR RS, &
FEIE, B2k R
K~ 73y vl K7
R L OsesklmE NT I UMmE, KT RY D
LIMAE, &Y »IfE
RY=5/S EL, WM, B, oAQ
Bl B, aEN I, AT
il
MR 2R, Eh £ i A
B X OithapE
JRYSE 6 & OV A= e FERESE . ANEAR. R R
AST #4n. ALT #ghn,
FEPR IR JREHEIN. CRP HEAN, i
v UL E D
EERB IO R
AR
MEds L O SR bt BRI AE
—f - REpEE 18 B
B L OEEEANLO R EE
TR R B S
BB L QIR KR E PRIE H 1

(s ]
11.2 ENSE DAERER (SPI-101CA-NB iR, JEFIEK : 16) TR LN-EIWERAORBURT L OBEEIZESEH T
L7,
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& B ER R BAEE K O AR R Ry —
EINZE DFEEER (SPI-101CA-NB iER) O RISRER 16 FllZBIT 2EIERIZ DN T, #EHIRSEED
FEARZERNCHER LT,

F BB RIS M OFEAGER ORI e R BLE &
(SPJ-101CA-NB Bk, 2RV <t G4 )

aE IR HE (SOC) i (N=16)
HAGE (PT) BIEAn (%)
GEi 16 (100.0)
FEIR 2R, HaERis K OiEhmpe = 5 (31.3)
& . 4 (25.0)
&8 1 (6.3)
FEIE R X OB TR kb 15 (93.8)
P S wE A 10 (62.5)
g2~ 6 (37.5)
% D FEAE 5 (31.3)
B %% 2 (12.5)
B 2 (12.5)
BEIR LB IR 5 1 (6.3)
FEHR R Z A 1 (6.3)
HE BE 1 (6.3)
B A R 7 1 (6.3)
JRYSIE R K OV HUE 4 (25.0)
PN 2 (12.5)
SE R 1 (6.3)
2 i Y 1 (6.3)
R L ORaE i E 13 (81.3)
AT S E 10 (62.5)
B RYVZUEY RfE 9 (56.3)
e~ 722U ALSE 3 (18.8)
1KY > i 1 (6.3)
BT VT X e 1 (6.3)
KT F YU ¥ AdffiE 1 (6.3)
R AT 4 (25.0)
AST ¥4/ 2 (12.5)
ALT #50 1 (6.3)
1A PR S AN 1 (6.3)
C-BE R 89 1 (6.3)
me e Ve R 1 (6.3)
B 7 (43.8)
HIE% 6 (37.5)
Mg - 2 (12.5)
0 2 (12.5)
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FEARSHE (SOC) i (N=16)
FAGEE (PT) BIEAn (%)
20 1 (6.3)
M HER 1 (6.3)
2P H i, 1 (6.3)
JITFH i, 1 (6.3)
—f -« AFEER L OB G ORE 1 (6.3)
R 1 (6.3)
AR & OV G ik 2 (12.5)
B EfivR 2 (12.5)
MR LY o RkEE 1 (6.3)
i PRI E 1 (6.3)
PR SRR 1 (6.3)
GIERE 1 (6.3)
Bk L ORBKIEE 1 (6.3)
PRAIE 1. 1 (6.3)
JHFREE SRR 1 (6.3)
JIFE§RE S 1 (6.3)

MedDRA/J version 28.0

9. BERERRICRIZTRE
BRE SN TWHRN

10. BERE
BRE SN TWHRN

. ERLDIEE

14, BREDIE

141 EZRRAROIE

1411 7V AZ = — DMV LU TIRHAT 2R 2EET 2L, — FPORABKIZLY . VELA
B RIEREA~RA L, FIZITZFAERB I L THERARFOEELRAIHEZ T L2220
Do

figan]
14.1.1 GIVEEL7- PTP ¥ — FOREEIZ LY | EWBIATSBEME~HIA L, FIZITFELE R 2 L THERIRZ%&
EEDEERAGIHEAIFETAZ ERREINTWNALAZ NG, —RUAREEL LTREL:,
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12. ZOHDEE
(1) EERERICE D CIER
BRESIHTWARWN

(2) FEEGEREAERIZE D < I1EHR
BRE SN TWHARN
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X. JFERERSIERICRIT HRE

1. REHER

(1

(2)

(3)
1)

2)

3)

RMEEAR
VI BB 5 5HE | OHBMR

REMHEBHER

BRI L

<BE>

AV PVF A v E AN LSRRI I LT, w7 2R WS 21 B RIRER 0GR
BEOT v b EAWE 12 BFEKER D ESBEERBR T, —BRBEEZ2E D PR, DIERLED
MR RICBET 287 A —2IFiH SN TE LT, TNODOW/ERICKTEHA Y LT A v OREBIIMAT
Ehppodz, MK, 2. (2) KEHRGEHWERR) 0BESMR] —F, 2~13 BAHOKERNE 3R (w7
A, Ty FXIFAR) W TA Y MLF A BELLVF ) A FEEICI VBRI E2 T, BEEEE
T ORERINNE, ALEE, BE. KA R OREEI. WONIZUTE S BATR ORE BT L FidiE T
BO ., FHRARR, DIMEREOMERRICHT DAY VT A OB RET DA RITRD STV
W, FE7o. BIESEBRE TORERMIEICENT, 4 Y FLF A TR R, OIME R ORI
A EKARBEEIT /R 3503 QT HIRIER 2 /RS ed oz Z EBHESI TN B 38 39 40

Z DD IEEHER

mALER (SEER)

(in vitro)

A MUF A%, invitro TEERROMEREFIZ LY 7 I F U EAEFRET L Z L BHESL TS,
(U %)

74 )= U ATHERFENRIAERZ R Z L0l ShTng 2,

fEIRMERAICX 9 B 1ER (BEREH)

(in vitro)

A NvF A%, b MERMIROBEZEL 4“9 NV ZURY K, Uy IR AT YLZAT
VR ONERERR IR D G R A D S D ¥ Z LRSI TV,

MREER (BEER)

(in vitro)

AV BVF I AR, in vitro THPERIZ L DRIEMEA T 0 =—Z — Dt 40 HEROELM P RO~ A1 b
T R LD T ZLET 2 ® Z MBS Tn5,

(7> 1)

H OB 7 v hET AN ROT Vany "R T v FET AL P IZBNT, 4V hLF /A
PHRFEMER 24 2 LR ST\ 5,

. BEHR

M

HmE% S5 EERER

MBI L

<HBE>

AV MLF A OBEBEIHFEGEEERBIZIERL TRV, ~ 7 ARERAOBSFEERRICBWVT,
300mg/kg ¥ COMBTRIFARIEMENRENTVWS, [[X. 2. 2) KEHRGHEERR] OEER]
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Fl. ANV TF /A DY URAKTT v MEHWZHEREORGEZOBIENRE SN TEY | 50%B3t &
(LDso) (X~ AKNT v b TENLH 3389 KT 4000mg/kg # T - 72 39,

() REBSHEURR
VYRR v MA Y M UF A VR R ERS LR TRO L BY ThoTs,
Bl | e | BSR | MR

D ik | @ | (meke/i) | (mekeg/F) TP
~ A 21HM | #0 | 0, 60, 100, 60 i | SE1C (400mg/kg/ H : 2 PE. 100mg/kg/
(MEHEA 10 DL/RE) 300, 400 H:1p5)
TNHYEAT 7 Z—EEE (60, 100,
300mg/kg/H)

WEARME, BE, BE. . 2K -
RLIIE, KEANTUE, REREME -
5 (100mg/kg/ B LL 1)

7wk 4, 8, | &1 |0, 4, 15, 15 B4 (40mg/kg/ A1)

(HEMES 15 DL/iE) | 123ER 40

(3) BEinEMEHER

1) £ MRFOEME HEPW) #laz AV -RBERERERR (/n vitro) ¥
HEPM iz o1 >~ bV F ) A CTRELL TREEEFOFEEME Lc, TORR, 1Y FLF /A 0
FECITARHHEMEALR (S-9mix) FEFAE N THRIEE DB D370 bivlz, S-9mix FE F R OHEFEFONT
AUZHONWT S, Qo B U R OINIBR ST ARBSG TORRIIRBETH T,

2) HEPM #Efa % FALMzffisk LB oA (SCE) &EB& (/n vitro) 2
HEPM #iffaz A Y b LF /A TR L T SCE OHBUBE LT L7z, ZO/RR. S-9mix 78 F R U
ETFONTNIZONTSH, SCE OEINFBIER IR o7z, B E Lizv /v 74 A7 7 I NAUERET
1% S-9mix f#7E T C SCE DK 6 DI S 4L, REROSUSIENR /R E4Tc, ARBREM T ORERITR
PEThH-o7,

3) b MMEHFMAE A - SCEEKER (/n vitro) ¥

b MRHESEMIIE A Y b LF A v (B 32.0ug/mL) CTHLEL L C SCE OHHBEE AR L7z, T ORE,
kU R TP K B FEHIE O Y TR D S, SZHEROFHIIC B W CHRFELE IR b
RhoTo, MEIREEE U72RER R U SUTEEE (= 7 —v) AERRE (12.87~13.73 il /2 #ifiia) & i
LCA Y bUF ) A LBRRECH BT SCE HEBEE O (HKH 50%) BNEE SR,

F7-. b MRHESFMBICEBWTA Y bLF A2 (32ug/mL) EEM T -7 7 b7 TR (ANF, F L7
01— A P44 IRIFRIE ) A7 —PIHEM Sug/mL) & ORI L CTRAEIC SCE O HBUMEE Z st L7,
Z ORGSR, BEAEECIL SCE O HEMEEE AN L7225, ANF OF FRECITINEEE® o7,

EHL, B/ AXF VT FT—BIEEERLS F v A =— AL AX —DOMHEISEMIRZ A Y b LVF 4 > (8ug/mL)
TRBICAEL LT, ZOR5HE, SCE OHINZER® b i,

THHDRERENS, b MMM TR S/ SCE DEINIL, B XA F—EBIEHIC Lo TEK LT
AV MLF A OREMITRR T 2Z(LOATREMER B 2 bz,

4) BABRIEHB
BB L
<HE>
IR SFIIE TS A C o B T2, [HUBMENEISE D IBRIKFHAEIC BT 2 41 K54 > ) (ICH 89) 125X,
— 50 -



)

(6)

)

BAFMERBIISLE L S,

EIEHRESHHER

PRI T A TH 72, ICH SO 1T & | MEMEDSZIRRE R O IR £ TORIHIMFE AN BE 3 5 3Bk,
S AT AR R O A% OF AN NS B OMERIZ B 23 BRITME & SRy, £/, ICH S9 T,
FABMEEZFERT D2 LB O AL TN D RO EIREORIEIRFEAR B FEICB W T - lRIRICET 5%
HRBRIILE TRV E SN TS,

AV NVF A AT OBAERBE 0T v N EOT YR - JRRFEAICET 2R BRI W TR LA A 1Y
MEE, BEBEEZBRTDHILEBMLNATVDS ¥, S5, ZOROMEICENTHLYT R Y F v b
W ND AL = J R B 0 TEERHRMORAKREICB O TN (PR, O R OWRAE
JlianR) MOVEKHEE 2 GUREAERROLNDL Z ENRESNTND,

BRTRIB R
AV P F A ORERGHEERBRTIE. 7 v F RO~ U A0 A8 5 RITIHLE ~ ORI 2 R
HETREERE STy, [TIX. 2. (2) KIEERLGHEERR) OESR]

Z DM ORI B
LB L
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X. BEENERICEAYTSEE

1. BHRS
W Fl AV Ny I AYH TN 8mg, AV b Ly 7 A% TRV 16mg
BISE, A7 S S
) EE-EMSOLLFZEICIVERTSZ L
BRIy A NLTF A B

2. FHHM
24 71

3. BERRETORE
FEiRIRAF

4. BEVWEDEE

20. BRWLEDFE
SMBRER IO L CTRET D 2 L,

5. BERITEM
BEMERSETA R AHD
<FvoLBy :HY
ZOMOBETEM BT (4 Ly 7 288 7L N KT w7 (RMP O U 27 FR/AMUITEBI O 7= HIZHE
I EM), BT LY (RGERREM) [T1. 4. SEFHIZEL TET~
THEpE) TIV. 100 (2) @) TXT. 2. ZOfoRIEEE DEBHE]

6. F—ply - F%hEE
[Fl—RR3E : 72 L
Bl %) 3. OXUFi~T7 (BETHEEZ)

1. ERREEEAR
198245 A7 B CKE)

8. WERFABFEARRVEXREES., FMELRBFEAR. RFEFMGEAR

W5E4 B ARE AR H Frsicasy A AR R A A H WFEPAREEA B
AV MLy R® s
i 2026 4E 6 A 19 H 30800AMX00150000 SRAMG JEHER N
B 7L 8mg

FANDY IS

3 2026 4£ 6 A 19 H 30800AMX00151000 S FE VE SR IV
B 7V 16mg
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9. BEXREHREM, AERVARZEEEMFOEABRUZOAE
YL

10. BEERKR. BAEFRAREABRVUZORNE
YL

1. BEEPE
104E : 2026 %6 H 19 H~20364E 6 A 18 H

12, RERHRHIRICE T 5184

13. &@a—F
JEA B SEMMEEE | ERIEIES 2 — R L7 NEREAE
5 HOT (9#7 =
HR5E4 I A S o — (Y] =2—R) (9471 HE R A

A4V hL oy R®
71 7L 8mg

A4V Ly R®
H 7 16mg

14. RERHALDER
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1. EENETOHORTIRR
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Sun Pharmaceutical Industries, Inc.

WRIEA,

ABSORICA® (isotretinoin) capsules, for oral use
ABSORICA LD® (isotretinoin) capsules, for oral use

AT - Mtk

ABSORICA Capsules: 10mg, 20mg, 25mg, 30mg, 35 mg and 40 mg
ABSORICA LD Capsules: 8 mg, 16 mg, 20 mg, 24 mg, 28 mg and 32 mg

KA

ABSORICA : 201245 A 25 H
ABSORICALD : 20194F 11 A 5 H

ZNRE X3 Z R

ABSORICA and ABSORICA LD are indicated for the treatment of severe recalcitrant nodular acne
in non-pregnant patients 12 years of age and older with multiple inflammatory nodules with a
diameter of 5 mm or greater. Because of significant adverse reactions associated with its use,
ABSORICA and ABSORICA LD are reserved for patients with severe nodular acne who are

unresponsive to conventional therapy, including systemic antibiotics.

MEXR O &

ABSORICA is not substitutable with ABSORICA LD. The recommended dosage of:

-ABSORICA is 0.5 to 1 mg/kg/day given in two divided doses with or without meals for 15 to 20
weeks (see Table 1).

-ABSORICA LD is 0.4 to 0.8 mg/kg/day given in two divided doses with or without meals for 15
to 20 weeks (see Table 2).

To decrease the risk of esophageal irritation, instruct patients to swallow the capsules with a full glass

of liquid. During treatment, the dosage may be adjusted according to response of the disease and/or

adverse reactions, some of which may be dose-related. Adult patients whose disease is very severe

with scarring or is primarily manifested on the trunk may require dosage adjustments up to

2 mg/kg/day for ABSORICA (1.6 mg/kg/day for ABSORICA LD) in divided doses, as tolerated.

The safety and effectiveness of once daily dosing with ABSORICA/ABSORICA LD has not been

established and is not recommended.

If a dose of ABSORICA/ABSORICA LD is missed, just skip that dose. Do not take two doses of

ABSORICA/ABSORICA LD at the same time.

Table 1: ABSORICA Daily Dosage by Body Weight!

Body Total Daily Dosage (mg)'

Weight 0.5 mg/kg 1 mg/kg 2 mg/kg
40 kg 20 40 80
50 kg 25 50 100
60 kg 30 60 120
70 kg 35 70 140
80 kg 40 80 160
90 kg 45 90 180
100 kg 50 100 200

I Administer in two divided doses with or without meals
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Table 2: ABSORICA LD Daily Dosage by Body Weight'

Body Total Daily Dosage (mg)'
Weight 0.4 mg/kg 0.8 mg/kg 1.6 mg/kg
40 kg 16 32 64
50 kg 20 40 80
60 kg 24 48 96
70 kg 28 56 112
80 kg 32 64 128
90 kg 36 72 144
100 kg 40 80 160
! Administer in two divided doses with or without meals
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H i FLENE
KEOHMGE | 8.1 Pregnancy
(202347 H) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in patients exposed to
isotretinoin during pregnancy. Report any suspected fetal exposure during or 1 month after
ABSORICA/ABSORICA LD therapy immediately to the FDA via the MedWatch telephone number
1-800-FDA-1088 and also to the iPLEDGE pregnancy registry at 1-866-495-0654 or via the internet
(www.ipledgeprogram.com).

Risk Summary
ABSORICA/ABSORICA LD are contraindicated during pregnancy because isotretinoin can cause
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fetal harm when administered to a pregnant patient. There is an increased risk of major congenital
malformations, spontaneous abortions, and premature births following isotretinoin exposure during
pregnancy in humans. If ABSORICA/ABSORICA LD is used during pregnancy, or if the patient
becomes pregnant while taking ABSORICA/ABSORICA LD, the patient should be apprised of the
potential hazard to a fetus. If pregnancy occurs during treatment of a patient who is taking
ABSORICA/ABSORICA LD, ABSORICA/ABSORICA LD must be discontinued immediately and
the patient should be referred to an Obstetrician-Gynecologist experienced in reproductive toxicity
for further evaluation and counseling.

Data

Human Data

Major congenital malformations that have been documented following isotretinoin exposure include
malformations of the face, eyes, ears, skull, central nervous system, cardiovascular system, and
thymus and parathyroid glands. External malformations include: skull; ear (including anotia,
micropinna, small or absent external auditory canals); eye (including microphthalmia); facial
dysmorphia and cleft palate. Internal abnormalities include: CNS (including cerebral and cerebellar
malformations, hydrocephalus, microcephaly, cranial nerve deficit); cardiovascular; thymus gland,
parathyroid hormone deficiency. In some cases, death has occurred as a result of the malformations.
Cases of 1Q scores less than 85 with or without other abnormalities have been reported in children
exposed in utero to isotretinoin. An increased risk of spontaneous abortion and premature births have

been reported with isotretinoin exposure during pregnancy.

8.2 Lactation

Risk Summary

There are no data on the presence of isotretinoin in either animal or human milk, the effects on the
breastfed infant, or the effects on milk production. Because of the potential for serious adverse
reactions in nursing infants from isotretinoin, advise patients that breastfeeding is not recommended
during treatment with ABSORICA/ABSORICA LD, and for at least 8 days after the last dose of
ABSORICA/ABSORICA LD.

8.3 Females and Males of Reproductive Potential

All patients who can become pregnant must comply with the iPLEDGE program requirements /see

Warnings and Precautions (5.2)].

Pregnancy Testing

ABSORICA/ABSORICA LD must only be prescribed to patients who are known not to be pregnant

as confirmed by a negative CLIA-certified laboratory conducted pregnancy test. Patients who can

become pregnant must have had two negative urine or serum pregnancy tests with a sensitivity of at
least 25 mIU/mL before receiving the initial ABSORICA/ABSORICA LD prescription (the interval
between the two tests must be at least 19 days).

- The first test (a screening test) is obtained by the prescriber when the decision is made to prescribe
ABSORICA/ABSORICA LD therapy.

- The second pregnancy test (a confirmation test) is performed after the patient has used 2 forms of
contraception for 1 month and during the first 5 days of the menstrual period immediately
preceding the beginning of ABSORICA/ABSORICA LD therapy (for patients with regular
menstrual cycles) or immediately preceding the beginning of ABSORICA/ABSORICA LD
therapy (for patients with amenorrhea, irregular cycles, or using a contraceptive method that

precludes withdrawal bleeding).
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A pregnancy test must be repeated each month, in a CLIA-certified laboratory prior to the patient
receiving each prescription. A pregnancy test must also be completed at the end of the entire course
of ABSORICA/ABSORICA LD therapy and 1 month after the discontinuation of
ABSORICA/ABSORICA LD.

Contraception

Patients who can become pregnant must use 2 forms of contraception simultaneously, at least 1 of
which must be a primary form, for at least 1 month prior to initiation of ABSORICA/ABSORICA
LD therapy, during ABSORICA/ABSORICA LD therapy, and for 1 month after discontinuing
ABSORICA/ABSORICA LD therapy. However, 2 forms of contraception is not required if the
patient commits to continuous abstinence from not having any sexual contact with a partner which
may result in pregnancy, has undergone a hysterectomy or bilateral oophorectomy, or has been
medically confirmed to be post-menopausal. Micro-dosed progesterone preparations (“minipills” that
do not contain an estrogen) are an inadequate method of contraception during ABSORICA/ABSORICA
LD therapy.

Primary forms Secondary forms

- Tubal sterilization Barrier:

-Male vasectomy -male latex condom with or without spermicide
- Intrauterine device - diaphragm with spermicide

- Hormonal (combination oral contraceptives, | -cervical cap with spermicide

vaginal systems, vaginal inserts, transdermal | Other:

systems, injections, or implants) - Vaginal sponge (contains spermicide)

Any birth control method can fail. There have been reports of pregnancy from patients who have
used combination oral contraceptives, as well as contraceptive vaginal systems, vaginal inserts,
transdermal systems, and injections; these pregnancies occurred while taking isotretinoin. These
reports are more frequent for patients who use only a single method of contraception. Therefore, it is
critically important that patients who can become pregnant use 2 methods of contraception
simultaneously.
A clinical drug interaction study did not show any clinically significant interaction between
isotretinoin and norethindrone and ethinyl estradiol; however, it is not known if there is an interaction
between isotretinoin with other progestins /see Drug Interactions (7.5)]. Prescribers are advised to
consult the prescribing information of any medication administered concomitantly with hormonal
contraceptives, since some medications may decrease the effectiveness of these birth control
products.
Patients who can become pregnant should be prospectively cautioned not to self-medicate with the
herbal supplement St. John’s Wort because of a possible interaction with hormonal contraceptives
based on reports of breakthrough bleeding on oral contraceptives shortly after starting St. John’s
Wort. Pregnancies have been reported by users of combined hormonal contraceptives who also used
some form of St. John’s Wort.
If the patient has unprotected sexual contact with a partner that could result in pregnancy at any time
1 month before, during, or 1 month after therapy, the patient must:

a. Stop taking ABSORICA/ABSORICA LD immediately, if on therapy

b. Have a pregnancy test at least 19 days after the last act of unprotected sexual contact with a

partner that could result in pregnancy
c. Start using 2 forms of contraception simultaneously again for 1 month before resuming
ABSORICA/ABSORICA LD therapy

d. Have a second pregnancy test after using 2 forms of contraception for 1 month.
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Infertility

In a trial of female acne patients (n=79) receiving another isotretinoin capsule product, the mean total
ovarian volume, the total antral follicle count and mean anti-Mullerian hormone decreased at the end
of the treatment (sixth month). However, the values returned to normal at the 18th month (12 months
after the end of treatment). There were no statistically significant changes in terms of follicle-
stimulating hormone and luteinizing hormone, both at the end of the treatment and 12 months after
the end of treatment. Although the results suggest that possible deteriorative effects of isotretinoin on
ovarian reserve may be reversible, the study has important methodological limitations, including a
small sample size, lack of a control group, and lack of generalizability.

Sperm Study

In trials of 66 men, 30 of whom were patients with nodular acne under treatment with oral
isotretinoin, no significant changes were noted in the count or motility of spermatozoa in the
ejaculate. In a study of 50 men (ages 17 to 32 years) receiving isotretinoin therapy for nodular acne,
no significant effects were seen on ejaculate volume, sperm count, total sperm motility, morphology

or seminal plasma fructose.
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gt RLARNA
KE DR SCE 8.4 Pediatric Use
(2023 47 H) The safety and effectiveness of ABSORICA/ABSORICA LD for the treatment of severe recalcitrant

nodular acne have been established in pediatric subjects ages 12 to 17 years. Use of
ABSORICA/ABSORICA LD in this age group for this indication is supported by evidence from a
clinical trial (Study 1) that compared the use ABSORICA to another isotretinoin capsule product in
397 pediatric subjects (12 to 17 years) [see Clinical Studies (14)] and pharmacokinetic data in
pediatric subjects /see Clinical Pharmacology (12.3)].

The safety and effectiveness of ABSORICA/ABSORICA LD in pediatric patients less than 12 years
of age have not been established.

Adverse Reactions in Pediatric Subjects

In trials with isotretinoin capsules, adverse reactions reported in pediatric subjects aged 12 to 17 years
old were similar to those described in adults except for the increased incidence of back pain and
arthralgia (both of which were sometimes severe) and myalgia in pediatric subjects. In a trial of
pediatric subjects aged 12 to 17 years old treated with isotretinoin capsules, approximately 29%
(104/358) developed back pain. Back pain was severe in 14% (14/104) of the cases and occurred at
a higher frequency in female subjects than male subjects. Arthralgias were experienced in 22%
(79/358) of pediatric subjects including severe arthralgias in 8% (6/79) of subjects. Appropriate
evaluation of the musculoskeletal system should be done in adolescents who present with these
symptoms during or after a course of ABSORICA/ABSORICA LD. Consider discontinuing
— 61 —




ABSORICA/ABSORICA LD if any significant abnormality is found.
Effects on Bone Mineral Density in Pediatric Subjects

The effect on bone mineral density (BMD) of a 20-week course of therapy with ABSORICA or

another isotretinoin capsule product was evaluated in a double-blind, randomized clinical trial
involving 396 adolescents with severe recalcitrant nodular acne (mean age 15.4 years old, range 12
to 17 years old, 80% males). Given that there were no statistically significant differences between
the two isotretinoin capsule groups following 20 weeks of treatment, the results are presented for the
pooled treatment groups. The mean changes in BMD from baseline for the overall trial population
were 1.8% for lumbar spine, -0.1% for total hip and -0.3% for femoral neck. Mean BMD Z-scores
declined from baseline at each of these sites (-0.053, -0.109 and -0.104 respectively). Out of 306
adolescents, 27 (9%) had clinically significant BMD declines defined as >4% lumbar spine or total
hip, or >5% femoral neck, including 2 subjects for lumbar spine, 17 for total hip and 20 for femoral
neck. Repeat DXA scans within 2 to 3 months after the post treatment scan showed no recovery of
BMD. Long-term follow-up at 4 to 11 months showed that 3 out of 7 subjects had total hip and
femoral neck BMD below pre-treatment baseline, and 2 others did not show the increase in BMD
above baseline expected in this adolescent population. The significance of these changes in regard to
long-term bone health and future fracture risk is unknown [see Warnings and Precautions (5.12)].
In an open-label clinical trial (N=217) of a single course of therapy with isotretinoin capsules for
adolescents with severe recalcitrant nodular acne, BMD at several skeletal sites were not significantly
decreased (lumbar spine change >-4% and total hip change >-5%) or were increased in the majority
of subjects. One patient had a decrease in lumbar spine BMD >4% based on unadjusted data. Sixteen
(8%) subjects had decreases in lumbar spine BMD >4%, and all the other subjects (92%) did not
have significant decreases or had increases (adjusted for body mass index). Nine subjects (5%) had
a decrease in total hip BMD >5% based on unadjusted data. Twenty-one (11%) subjects had decreases
in total hip BMD >5%, and all the other subjects (89%) did not have significant decreases or had
increases (adjusted for body mass index). Follow-up trials performed in 8 of the subjects with
decreased BMD for up to 11 months thereafter demonstrated increasing BMD in 5 subjects at the
lumbar spine, while the other 3 subjects had lumbar spine BMD measurements below baseline values.
Total hip BMD remained below baseline (range -1.6% to -7.6%) in 5 of 8 subjects (63%).

In a separate open-label extension trial of 10 subjects including those ages 13 to 17 years, who started
a second course of isotretinoin capsules 4 months after the first course, two subjects showed a
decrease in mean lumbar spine BMD up to 3.3%.

Epiphyseal Closure

There are reports of premature epiphyseal closure in acne patients who used isotretinoin at
recommended doses. The effect of multiple courses of isotretinoin on epiphyseal closure is unknown.
In a 20-week clinical trial that included 289 adolescents who had hand radiographs taken to assess
bone age, a total of 9 subjects had bone age changes that were clinically significant and for which an

isotretinoin-related effect cannot be excluded [see Warnings and Precautions (5.12)].
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