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ALT Alanine aminotransferase TI=UT I RNTURT 2T —8

ANF « -naphthoflavone -7 N7 TR

AST Aspartate aminotransferase TANRTXUBT I /) N T AT 2T —E8

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

AUCo.12 Area under the concentration-time curve from time 0 to | #5440~ 120[ F TR — s T i
12 hours post-dose &

AUCo.24 Area under the concentration-time curve from time 0 to | ¥ 5-$50~24KF [ £ T O & — BRIl A T i
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AUCo-0 Area under the concentration-time curve from time 0 to | #¢-5-1%0~MERR JCRFRE] F C o2 BE — B dh R
infinity T A

BMI Body Mass Index AT A RA AT T A

BSA Body Surface Area IR

BrdU 5-Bromo-2'-deoxyuridine 5-TRE2-TAEXTY

CCDS Company Core Data Sheet EFET —HF 2 —

CCG Children's Cancer Group INRIESES T v —

CDX Cell line-derived xenograft AR Fh Sfe P FE R At

CL/F Apparent total body clearance oy s )75 A

CLgs Clearance at steady state EFIREETDODZ YT T A

Cmax Maximum concentration B e L i

COG Children’s Oncology Group KEVNRB ARG — T

CR Complete response BRER

CYP Cytochrome P450 F 7 v— AP450

DAPI 4’,6-Diamidino-2-phenylindole 46-0T7 IV )2-Tx=)bA v R—)L

ECso Half maximal effective concentration 50%%h F i B

F Bioavailability NAFTT ATV T 4

FAS Full analysis set TR ORI G 4EH

GCP Good Clinical Practice [ 248 i D fif PR 3Rk 0D T Jifi L ¥4

GFR Glomerular filtration rate LRERIR A1 AE

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

HEPM Human embryonic palatal mesenchymal b MBI O HHIE

HVA Homovanillic acid REN=— ) L
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ICH International Council for Harmonisation of Technical | [ 3K 5 BiHIFH 0 E RS &
Requirements for Pharmaceuticals for Human Use

INRC International Neuroblastoma Response Criteria CRCRT B[] B el 2 o o e s 2 e

INRG International Neuroblastoma Risk Group EIBRARREIENE U R 7 4338

LDso 50% lethal dose 50%3 A &

MD Minimal disease IR

MIBG Metaiodobenzylguanidine AH A= KRR NI T =

MR Minor response B2 28 5)

NADPH Nicotinamide adenine dinucleotide phosphate ZaF T IRT T2 VXTI VAT RY

Vg
NCA Non Compartmental Analysis J A= kA B VSR




PD Progressive disease JHRBEDMELT

PR Partial response 53225

PS Performance status INT =R ART —H A
RAR Retinoid acid receptor LVF A CEERNE

RARE Retinoic acid-response element VT A RN ELS
RAR«/B/y Retinoid acid receptor alpha/beta/gamma VF A UEEZRIE ol By
RNA Ribonucleic acid Y R

RT-PCR Reverse transcription polymerase chain reaction WHRERY X —B#EeH o
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SCE Sister chromatid exchange Ttk et 53 R A MR

SD Stable disease HE

soc System organ class EEGlIPNGE |
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V/F Apparent volume of distribution FLINT D3 Ai 4 AE
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WT Weight REE
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1. BR5E4
(1) %
A Y MLy 7 A% 7 &L 8mg
AY ML w7 A% 7L 16mg

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

(3) BMDEE
A ~LF A (Isotretinoin) (ZH3E

2. —B4&
(1) & (@8E
A4 Y LF A2 (JAN)

(2) F4 (@4E)
Isotretinoin (JAN)
isotretinoin (INN)

3) RT L
LF ) —)LEEER : retin

3. #HEXNERERX
H,C CH, CH, CH,
NI

COH
CH

4. A FKXRUSFE
4312 0 CaoH230:
1 130044

5. {L24 (afik) RITFE
(2Z,AE,6E 8E)-3,7-Dimethyl-9-(2,6,6-trimethylcyclohex-1-en-1-yl) nona-2,4,6,8-tetraenoic acid
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N

SR - MEIK
AT EA~EAOREIEDM R TH 5,

B

vrua AL 7 aa i ACRRBEITROT L, =X = (95) XiF 2-T a ) — LT

<L KITIZEAETET 220,
E70, 25°C TR 2 B REEICH T DIRMELIILL TO LB Th -T2,

K BB DM (25°C)

-
(-

<

S AR (mg/mL)

0.0IN HCl1 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

iR %
A ITFERIRETH D,

MR (DR, #a. RES
FhE : 173~178°C

FRIGEME TN
pKa:5

NERHRE
LogP : 42

Z OO E RIS
AR L
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Wi5e4 AV by AHTE)L 8mg AV MLy ZHTEL 16mg
wWE~BEEEOmRO— L2 LTz, | BE~EEEOFRO > —/L &2 LT,
& - A BB ORERAOE L 72AH B F) | BRECOREHAOEL 7L 2 &)
T, NEMIIHEACDOREBEIK TH 5, T, NEMITHEADIREIK TH 5,
" F-THIE ERRIE:
RE & E 159 Ef% 180
(%9 mm) FHEE 1 5.82 R 1 635
(3) #Aa—FK
W 5E44 AY by AHTE)L 8mg AY ML w7 ZHTEL 16mg
e — K RL29 RL30
FIREAL BTN, TV RAZ—— BTN, TV AZ—— |
(4) HEIOWHE
e 4 A4 Y MLy AH7EN 8mg AV MLy I AHTEN 16mg
N OPEIR B 0 D IR B0 D IRVRTR
(5) =0

L7

2. SO

(1) BRES CEMRS) DEERTFMA

Wi5e4 AV MLy AHTEIL 8mg AV ML w27 ZH 7L 16mg
TN 1 e ) 1 B 7k nh )
AV LVF A2 Smg oA AV FVF A l6mg GH
TFLE ReXxi7T=Y—)L RYJ)L | TFLE Faxs7=/—)L KRIJJ)IL
~— | 80, &A1 R ~N— |80, & A X
AN HTRARE : BETF 2, RYYAR— | hTRAREK: ETF L, RY VL_X—
L 80, ERfbF &, H 1 B, #HE 4| 80, MibF ¥, Bk, HE 2
. HMS 5 5. REB3E5, #5555

(2) BREFEDRE
BERSAN

Q) BE
YL




3. BIBRRBEOHRRVEE
ZY LA

4. N

ZY LA

5. BAYT HHEMED HHRMEW
S fRERA

6. HADEEFUHTICHEITIRE.
F AV BLF A 8mg K 32mg? B A BIHI 0% E MR BR A

B RIS PRI IRAFIERE R
E#RTERE | 25°C+2°C/60%+5%RH | 24 5 A HEA
R ER 40°C+2°C/75%+5%RH | 6 1 A . HEA
TV AL = — Y
T OEE | BN 50°C=+2°C 34 A HA
HER | I | 25°C+2°C/80%+5%RH | 3 4 A RN

PEER R, 7Fve Fudo 7 =Y — A Gfh, BN MERER, TRiE BUEmIRERER

a) AFNE, KERODFFIZBNT, £V MLF /A % 8mg, 16mg, 24mg X 32mg BlA4 2 8AN Efish bz

B, 8mg KON 32mg H e EWBHROKA L LT T v T 4 U 7RISRl A FE L T D,

b) AU E= LT IFx—]F, TAI=TALTIFX— ]

=AY FUF A 2 8mg N 16mg A BUHI 00 622 i Mk BRRs 5

B R L —200W-hr/m? )

Rk RIS PRAFTEHE AR
T AR ABLTHUR S D ZEE Y
. FAPBREE 120 J5 lux-hr PLE, #OTEA | 70 22— — 12 | g E OHN

TV ARE——
+ A

Bk

HEHEE MR, 7F e Red oy =y — A&, v, MR, &Rk

a) RV bE=1TIx—F, 7HI=TLTIF—}h

b) SMBARE L RoTo 2 LD ZOMORBIIEN L 727072,

AR

MY ER L

9. BHH

AMERUBRBRROREN

thFl & DEEELL (MIBLFEMHEL)

=10

FARSER TV BRI 2 5 (% L) 1080 BIREFT 5,




10. &% - A%
(1) FESABELGRSR - 2. SELISRKL %‘-%E BEICET HFER

AR DB S 7Y A X — 2 — MM T~ O TSN X OHER Y LG EOBH 2 FIR L T
D

TY AL —— |

A4 Y by A7 &L 8mg
# £
® ®
AIMLDI2 1'JJ°'|:IL8mg |SUTREX capsules 8mg
n7eiE IR @ 1YhLYIZ RS AYRLYIR AYRLYIR
LOTECT \ / FUHEBL p J <
X (0 K| Ol N GESD
% / \\\— ;‘5 777777 R2e (o
hren nFeN 7_121}‘_|l______________________ZJ_?'!!LII_________\p
A Y by A7 EIL 16mg
# £
® ®
A L322 1J7"1:JL16mg ISOTREX capsules 16mg
hFeE AYhLYIZ AYhLYIZ RS AYRLYTIR . AYRLYIR
wozzn i {\ / N UL @ . J \ Z ) . @
S ; j ; X 2FAT (5 @ @ @ 2FHT
=3 ¢ \ ¢ )& . BLES , @HLED
_@,,,,azguf,,,,f,,;,/,,,,\f,,f,,,,zaz,tiv ,,,,, @ ; _@____azgt_u___‘______/_'iLi"_______;__zJ?ng _____ @9
(2) a%

(4 LYY RATEIL 8mg)
50 7% [10 h 7BV (FURAE—) X5]
BEMT LB ZFEM [TX. 5. BEMTEM) (X, 2. ZOMOBEER) OEZH]

(4 LYY RATHEIL 16mg)
50 1B [10 BN (FU ZAF—) X5]
BEMTLEBY 2 [[X. 5. BHMTEM) XL 2. TOMOEEEE OHEER]

) FHEE
Y LA

(4) BHROME

TYVRAZ =y — b RV E=VT IR — b, TAI=ZTLTIFX—]

1. JRES#ShIEME
YL

12. Z0Dt
YL



V. JAEICEA9T 5IEH

1. ZHRENRIEZHR
RELCLFREROMEFE

[figa ]
AHFNT, BARANTBT D KEACEHRIEE G TERIEFIE TR IR BHET RO e mE ) A 7 #3875 ik 2EiE
R L LCENS TR (EHEEER) CThd [FHRBES Y R 7 MRSEBOMRRE L L CTORFOR
M - FNER Y ENREEER ) (SPI-101CA-NB #BR) IZ X W REtE N7z, EEFHMIEE X TAAIRS & R
BRAGEECE R WEEAEFLOREHEG) CThY .| FIWRGHHEE X 1 <2 MEFEREG) . [REFEHE].
EEFGORBEEG) KO TIHEDERE] Thote, TORE. EMRE | FHZICBNT, KK & ORREHE
BRBECTERVEEAEFROBHEGIL, FANSHRESNZHFAHE (EEAEFROBIREHD 4 HILL
T) NThote, Eo. BEBAND 1 EREOMEA N2 MEFEIAIX 93.8% (95%FHEKXM : 63.2,99.1) THo
oo [TV. 5. 3) HERGHEHZRER OEBHR] Z0Z L OARAOMRE TR E [ RE(LEFRIER O
&l & L7z,

) INRGIZ XD U A7 558 (2009 4Eh) (28D <,

2. PREXITHRICEHET HER

5. BHEEXIIMRICEET BFE
BRI AAN SN BE DY 27 B, JBEORMEITOWT TR OBEONE % B
L. KFN ORI NEEM4 2 ol BfE L2 BT, BSBREOEIREZITY 2 &, [17.1.1 ]

(it ]

U A7 REUSMI P S LD MR IS BT 2 AR ORGSR S hewv, 70, REMERIEZG0ES
HTBE HAT # (R BT3RO BN 2R IR (T 1T 2 AR ORERIE MEITRERN TH 5, ZibalE
A AR EERT 2I2HTo-> T, BHLS B SCE NTERER OHONEZREM L, AKFOFMIER
Otz o0 g L7z BT BEOBIREZBEINAT O LED DI 0ORE LT,
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3. ARERUVAE
(1) AERUVHAEDHESR

(2)

BE, AT /A ELTUTOMAEERZ 1 H2E, 14 AFM#EARO#KES L, TO% 14 BRKET S,
INE1IVA 7L LTEREEZBYIET, 2B, BEOREBIZL Y EERET S,

R 12kg RO &

fE™ Y 1 [E# 5
37kg LT 8 mg
3.8kg LA E75kg IR 16 mg
7.6kg LI E 11.2kg LT 24 mg
113kg L E11.9kg LI 32 mg

D) REINLT LTSS TAT S,

AH 12 kg LL EOBE

R Y INEIEEER=
0.38 m? Lk 0.50 m? DL 32 mg
0.51m2LL F0.62m2 LI 40 mg
0.63m? Ll | 0.75 m? LI 48 mg
0.76 m? L |- 0.87 m? LL'F 56 mg
0.88m?LL | 1.00 m* LA F 64 mg
1.0I m? 2L 1.12m? LA F 72 mg
1.13m? L 125 m? LA F 80 mg
126 m? L 1.37m? LA F 88 mg
1.38m2 L E 150 m* LA F 96 mg
151 m? Pk 1.62m? LI 104 mg
1.63m> L 1.75m? LLF 112 mg
1.76 m*LL - 1.87m? LLF 120 mg
1.88 m?LL - 2.00m> LLF 128 mg
T 2) BRERITNEURELT 2 IR EAT 2,

(AR ]
AANE, BEOFEIHPDOLTHREMETHD, [V 1. 4) BF - JHHEORE OHESM]

RAZERUVAEDHERE - 1B

[EPNEE TTHERER (SPI-101CA-NB #kB#R) O FEMitRHL L 72572 CCG-3891 R © 12T, A 12kg UL LD
T DAY ML F A v DOFEGEROFE A7 Y 2 —id, [160mgm¥H (1 B 2 [ENZ4E) #5412 X
DHEFRE (14 B CROYS, 28 AAMEZ 1 2—RA L LT6a—R)| Tholz, [[V. 1. FEEITLD
1 OESR] AAFNL, CCG-3891 HERICHAWV LA L g U, JRIEOMRL I X 0 BRI o0& &
2 20%E SN TWAICE PP L TREORHBZRENHGOLND Z 225, SPJ-101CA-NB HERIZEIT S 1
HEIZ, CCG-3891 #BRICHIT S 1 HE (160mg/m?) D 80% T % 128mg/m? & Shi-,

KETHEME S N7 COG-ANBL0032 3k 7 18 COG-ANBL0931 785 ¥ 128\ T, KE 12kg RO BE K
T5 1 AT, FEHRKE TENEN 533 T 5.34mgkg Tdh-o7-, SPI-101CA-NB RERTiE., Zh b
RERIZEB T D HED 80%IZHM T2 426mg/kg 231 ARG R E L TRE SN,

- 11 -




[SPJ-101CA-NB #RER DR FESEFTEEICRB T DA Y N TF /A LV OFEGEKROEG A7 Y 2—)1]

<AV MLvF A B EBORETE>

Fo/NEALAS 8mg DE A 7B AR O, 1 BIEGEE2REIARERRMEICD &S HE L TR BTV 8mg B
METEY EF7-bor 1 BEGREET D, | B2EONRES CREU 1 ERGEZE59 5,

- BRERRFAE 12kg L E 2 1 A& 128mg/m? (1 [E#5-& 64mg/m?)

© BERIFAE 12kg AT 0 1 A& 4.26mg/kg (1 [H#%5-& 2.13mg/kg)

<TRFWIT >

1 2—X% 28 Hl& L, AIFO 14 HEEAT 1 H 2 BARL, %¥0 14 HEZKIET S, Znzddt6
a— A0 IR,

e 5.81% SPI-101CA-NB RBERICI T, H/NEALAS 8mg W T RAFITH - 12720, BE OKE XTERmE
NOHRAINIHAZICK DTV Smg ML E U EF-HEZ 1 BEGELHE L, L, FEFICE
5 1 ERGEOCREBEOCHEOY Y BIFIEM CRAREOWREELH D Z LD, FIEKOHEIZB VT,
RESUIARRIBEIOG CI-AR O | BFREEE27RTZ L E Lz, RFmE2.00m? (%, B+ 18 o [EuEy
£ - @i Q1281 5+2.0SDIE (95 X—t X A VE) ThHHE 183cm K OYATE 90kg 7 HHEE Sh
DIRRERER 2.14m? 258 L CRE LT,

TRIRHIMNICOWTIE, SPI-101CA-NB #RBRIZEBWTIE 6 A 7 A5 28 L, AHIOA MK Otz
P L7z, £z 7 YA 2 AL LM RBRIZENSTHERO TIRONTWD, — T, KELFHRIER O
FRIEMEL 69 DIEFRIRE AR SN W, TA RT7A HICB T D853 nb oo, EEKICBW T,
KFNE THA 7NV EREGT 52 ERBEEIND,

ERERE A, ARORER O REZRE LT,
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4. AERUVAEICEET IR

1. BERUVHEICEHEYT 53R
1.1 KE% 6 A 7 Nzl 2 TRE LIS 8 OAZNER O EPMEITRESL L TV,
1.2 BWERD BB LTBEE, UTOEELZEL T, AR REIREST D Z L,

RS D56 0GR (KE 12kg RiOHE)

1 Blf5-5 (1 H 2[E)
Ry i 1 B 2 Befpt 3 Bept
b= DA DR R
3.7kg LIF 8 mg R IRFE
3.8kg LA ET75kg LI 16 mg 8 mg PR e
7.6kg LI E 11.2kg LLF 24 mg 16 mg 8 mg I
113kg DL E119kg LT 32 mg 24 mg 16 mg

D) RE MR LT THTICUFE AT S,

WS 556058 ((KE 12kg LLEORA)

BN EEN Y
N INEIES =83
e mRE"?

(1 A2FE)
038m? LA 050 m*LLF 32 mg
0.51m2 L 0.62m* LI T 40 mg
0.63m? L [ 0.75m? LR 48 mg
0.76 m? DL |- 0.87 m? LL'F 56 mg
0.88m? LA | 1.00m*LLF 64 mg
1.0l m? L E1.12m? LU F 72 mg
1.13m? L E1.25m? LU R 80 mg
126 m?*LL E137m2 LU F 88 mg
1.38m? Lk 1.50 m? LLF 96 mg
151 m2 L E1.62m2 LR 104 mg
1.63m?> L 1.75m> LU F 112 mg
1.76 m* L = 1.87m> UL F 120 mg
1.88m? L F2.00m>LL T 128 mg
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1 B

INEIEEER+
hEFREE? 1/ 2@
038m?2 LA 050 m*LLF 24 mg
051 m? LA - 0.66 m*LLF 32 mg
0.67m?2LL 083 m*LLF 40 mg
0.84 m* L 1.00m* LA F 48 mg
1.0l m* Lk 1.16 m®LLF 56 mg
117 m2 2 E 133 m2 2L F 64 mg
1.34m? L 1.50m? LU F 72 mg
1.51m? Lk 1.66 m* LT 80 mg
1.67m?> L 1.83 m> LT 88 mg
1.84 m? ) |- 2.00 m? LI F 96 mg
2 B PR
1 B 55
R mR"? (1B 2E)
0.38 m2 &L |- 0.50 m2 B F 16 mg
0.51 m? L | 0.66 m*LLT 24 mg
0.67m? L |- 0.83 m? LR 32 mg
0.84 m? Pl |- 1.00 m? LR 40 mg
1.0l m?LL E1.20m* LU F 48 mg
121 m?* L E 140 m* LU F 56 mg
141 m?LLE1.60m2LLF 64 mg
1.61 m?*LL 180 m® UL F 72 mg
1.81 m? L 2.00m? LLF 80 mg
3 BePEcR
; (MEESSR
(R A2 (1 | 2[E)
0.38 m? LA [ 2.00 m? LT USS
2) RFRHEBNI/NEGTLLT 2 M UG AT 2,
AHN D A AL YE
BIEH] g3 AL
L - WA
Ziif Grade4 1 BepEsi %,
TR RefE &
ZOMORIEH Grade3 LIk 1 BRI T 2,

¥ 3) EIEA @ Grade 1% NCI-CTCAE ver.5.0 [ZH#EU 5,
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1.3 WY A 7 NoibE, UTOREZSEIC, REEHUIFRERTDHZ &,

WA 7 VOE GBI
FEHE KL
&#47»@&5%%5K%%%%té&w%é\&5%@%#
ALT<300 IU/L 1 ERUNICEE A 56, RETHET 5, 1| #fa#

xf%ﬁ%ﬁtfﬁm 1 BEpEisiE L CRtAT 2,
WA 7 VO 5BEBICEEER W S R 0IGE, B 52 LN
1 ERUNICEE A 56, RETHET 5, 1| dia#
TG< 300 mg/dL 2 THEMEL T S RWGE . SIEME I 2102 ML, [
BTHBET S, SOICROYA 7 LOBEBIE B YA &
ROGE. 1 ERERET S,
< WA 7 VD54 BT eGFR B2 30 L _E 50 ki ooda, #
HAEHIET 1 BB L CRR%AT D,
¢GFR=30 mL/min/1.73 m> c IBICRBEDOT A 7 VO 5B BIC eGFR fE2Y 30 KDL
A BHELEMT 5, RHENBICEELHI-THG. RELH
7T ETOHMODD LTI HIT 1 B E L CRtAT 5,
WA 7 VO BbE R AT S WA, & 5BHLG A I
F g E =Gradel T2, 1 HELNICEELZH - T5E. RECHGT 2, 1 BE%Z
X CHIERWI-THE, 1 BeMEEE L CHthT 2,

(it ]
1.1 REAFRER OMRFEIS T 2 MBS RSN, T A FT A CFICBT 2 #HEZIT RN DD,

ESIEYZS _kwfi\Kﬂ%7%4ﬁwukﬁﬁfé_k#ﬁméhéoLﬁbx$ﬂ%6ﬁ47W%ﬁxf
G5 L7 a OFIMER VZ RIS L TRV, EUREERENMLETH D &l LERE LT,

7.2 SPJ-101CA-NB #BRIZEBWV TR E SN ARF O H ERFEEAED T CARBO—EDOHF L NZEENRTREN

722 &, Grade3 DL EoO@E AT T AMAE, MY Z U v D RMAEZENFE LIS, A2 REE IR

B LI A0OREMITHEZR SN TR I L 236 SPI-101CA-NB HER DR EIZES X . AHKlo HEFEH LY

ERETOHIDVLENHD EEZRE LT,

T, EEERICBWT, WRETIHAOBRE T LICRESCKRRERZ L LICESREZEHT I TR24<
W2, BAROBRXCHRENIIRBRRREL 1 FRGEEZRTZEICLTE,

7.3 SPJ-101CA-NB i BRIZI VT, 2 22— 2 BLURBEOIEHE 2 — ABMREENHRE SN TWe, KA 7 VO 5B

WRIZ BT > TR EAE L 2 D BB ME L ET DL ENRH D L HWr L. SPI-101CA-NB bR CiE S
NI FE SN T, kYA 7 VDR GBIEIUEAR R E LT,

- 15 -



5. ERERAHR

(1) BRT—81\y7r—o

Phase

GRCT2031220687) | #3388 By, 1EELLE

g

GV POp<: Btk | HERT YA HEro BHY HH

X4y

FUAE | ENE D FEER KE(LFHEIEEGTEE | 16 | IEEMIERER, | etk A2, | 7Hm
H A SPJ-101CA-NB AR BT T4 | R BUEAT sk L ERER | SERE

18 mEAEOE ) A 7 BT
TR R

E) INRGIZL DU A7 3% (2009 FFhR) 1I2HS<,

(2) BRPREEIEGER

'v. 5. 3) HERKLEZERR omsR

(3) AERSHERFER
EMEE T #E5ER - SPU-101CA-NB FHER 'V (EARREEABR) (jRCT2031220687)

ENES] HRIER Y A 7 R IEME AR E LT, 4 Y bLF ) A Y NARIC & D HERHRIE D22 2P
EHEETHMET S & &b, MRy OV TR 5,
HEBRT A | FEEMRIEXI, ZHaak LR, 25 ISR
PIES KEALFIEZ S OEFBFEEITRIORBETRED v, 1 Ll E 18 RO m
U2 B peiSRIERE 16 il
1) INRG 2L % U X 7435 (2009 4EhR) S5<,
FABIREHE | - FEDUSHOE#D 1 kbl 1 18 5ok Cdb 5 B3
* SRR A AP I S TR 2 & 2 S T R
- INRG V 27 3FECE U A7 IS N D BE
Y A7 RIS 2 —IRIEEIE & LT, RAREAMEFRRE, S e A A & O H
Lo REALFHE, ROW B SO BRIEHR 2 56 T L. BRIRA R VB A IA & /722 T
EROTWRWEE (VXY F U~ T 2 E0aik, AREIRINIZOW T, —KkHE
BEE L TOIEMOA MITRPIEREITE L 720,)
BT OPUEBRESE TH CEMPREOL G IIREES H) 75 100 BLUWNOBE  (BlEg
a9 &k, BfEE Ak, S 2 0 L RE(RFRE, VXV X o~
T hE eI BRI, AREIRITABE T b D LT 5,)
« RIBBROIGR O & 70 5 HEE el asbEF 23 70\ W B
« TG YLE 23 72 B
 RIEBRSBINZOWT, REELLCEICLAFERE LN TV DIES, 723, BEOFE
IS, AADD B AREZRIRY 78 v M XIIFEZ TS T 5,
FeBRAMNENE | - BB RFIN ATRE A L TV S B
RO EENAE G T HEE
B ITFURKT BT LALX D5 BE
< IR O - SRR LTV D ATRENEDS & D Aotk - ELT o &tk
< R SXUTRAIEIR 2 A 0F L TR 0 BB~ O INA RHE & pikr S 5 B
* RRBROARBROBHTICTH X DN NWZ ERTHREINIEBEZEIL TWDEH
© T OM JEBRELEM, TR EMB AR O G & UCRE Y &Il LB
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RERTT 5

AV RLF /A ELTUTO LI HEAE L H2EICTTRAKE L, 1 3—2% 28 H
(14 A WG G+ 14 ARASE) &L, G 6 2 —AZ %M L7z,

R A DOMERS -
1 a—2ZHOHEEIELD, FH LR L, &5RERE L,
- EEER (m?) = ((FE (em) X{KE (kg)] /3600) > (NECH 3 22 PUHETN)

B BER O G A Y a—)V

/NI 8mg DA T EAFID =D, 1 RS EZHE L TR HITV 8mg B E TEIY k
Frebo 1G5 HEE Lic, 1 A2 BONRES CRU 1 G EE2EE L,

© BERIFAE 12kg DL E 1 B A& 128mg/m? (1 Bl 5 & 64mg/m?)

- BEFEHAE 12kg AN - 1 A JHE 4.26mg/kg (1 [E#5-& 2.13mg/kg)

2 o2 — A B UBEOIRHE = — ABHAAFEUE
TI5= T FFAT7 25— (ALT) <300IU/L
+ My MR < 300mg/dL
cMEY LT F = fEN B HER X5 eGFR 2 30mL/min/1.73m? L) E
(B, : eGFR [mL/min/1.73m%] = [kXZE (em)] [ CrfE+0.2])
B, BRIk OE (2 AR 045, 2~12 5% : 0.55, 13~17 &% : B+ 0.70, &+ 0.55)
ZHV, EREIREROLOEHEHT S,
- ZJEDFNED Gradel & E[A] 5 700,

1BIRAE W HEHE L R H N
DB EIC K> TREBOEENLERGEITIE, LTOMELVSVLVOERICHEN
BEBELFET LI L ELL,

BRERRFAE 12kg LU R BERIFFIARE 12kg Al
1 H 1 [A] 4% 545 1 H 1 [l 5
LoL 0 (BHAGH &) 128mg/m? 64mg/m? 4.26mg/kg 2.13mg/kg
LyLr—1 96mg/m? 48mg/m? 3.2mg/kg 1.6mg/kg
LL—2 80mg/m? 40mg/m? 2.6mg/kg 1.3mg/kg
L~y —3 RER

1R o — ABRRR A ME R - S e WA

<2 EHUBEO 2 —ABBAIC 12 a—XBUBEOIRE 2 — AR 2z 0niG
B Yo —ABAE EREY U CHMET 52 & & Uiz, LEMBINIC Z o A%
W TH/E, Uz —AE LU0 0 TRkgE L7z, 1 EMLINIC Z OB E i/ S 72
WAL, R TE CUKa— AR L. HRIXL~L—1 TEETL L
E L7z,

s FRRIC, bb—1 TR L7120 3 [BIE BABE D 22— ABARA HIC 12 22— 2 B AR DR
a— ABALREHE) AN SRV A . Yo — AR E LEREY L CHIHMET 5 2 & &
L7z, 1 EMUNIZ Z OB EEEZ - 35HE6. Y% — AT~ —1 Tk L7, 1
WRILINIC Z OBRGEEEHE A 72 S e WEA T, REAMT- T £ TY% o — X Pth %
L., Yo — 2LV~ —2 TEET L& & L,
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Grade3 N 4 DOIEIM KM

LT ofIsh 2R < Grade3 KO 4 OFEMKFHENRE S NIZHE., TOHOIEHRIT (=2—2
BRCBEINTHGEITROBEENG) 1 LLVTFCEETLZE & L,

[#15+] Grade3 OFE.L - Mg, Grade3 DY & FEL, 1R = — ABHLARTIC 2 = —X AL
MeDTaHE = — ABRAAELYE ) Zii7= 3 Grade3 OfffEME [T ARTFUMT I ) TV AT =
77— (AST), ALT, v VU el MG HRREE) OFFEFGHEAZE5T]

i Cr a2 HHER S 415 eGFR :

BWFE = — ARGBATO MG Cr 2 bHR IS eGFR A 30mL/min/1.73m? LA k5>
50mL/min/1.73m? K DOHFA L, YEa—AROZOHDO I —AT 1 LUV FTEIET S Z
Ll

2 a—2BHUBEORF—ABRGELE] © Tl C EroHE I 5 eGFR 2
30mL/min/1.73m? LA k| Z57 S TICEMN /e S 284 eGFR O[al{E S IEH o #R Iz 2>
PbLT, FOHOI—RAFIIHIT T LV THEMBLE,

g PR A

2 2 — X BUBE ORI 2 — ABRLAEENE) @ [P PERERAE< 300mg/dL) Z37= 337, »»
D AR O HZIZ S Z OREAEL - R WIGEIIE, S IUERBRIEO I T, EIT
ITOTICHREFER T L L, 2O LETROa—ABIME B IR B0 RUEL G-
SRWVBAITIE, ZOH%ROa—A I V-V FCEMT 22 & & L, ek, Mg
R EE & 72 o 7 BRICIE, 300mg/dL KT TR @l MAEIRRIE 2 B35 2 &
EITR LT,

TEEHEE -
AV bVTF A EDRRBERPEE TE RVEIEREFROEHES

BIGEPMEH -
BERA DS VERROBEA N MEFRIG, BERADNS VFEREAORAEFEIE, AEFROD
FHEIG, I ERE

ZOMOFHEEH -
P 2h R
<EMT I GEE ] >
E i e H

FERVEDRNT M BER | 4V FLF /A BERO S, D ot
(SAS) Ble2y 1 BILL B e S 7= 2% & e H

RO REM | AV BT A GHID S Rk H RO -
(FAS) K72 GCP ZEX ) & > T IER % R\ N 7= 2]

PP AV MUF A B S, RHEARER |

HIBERIARET | e 2455 s > S AT
IR >

HEFSIGEHEREE v5.0 HARGER JCOG it (CTCAE v5.0-JCOG) ZHSWTEHMIEE L, 5
BEIAIZOWTIE, RHEE & & bIC T &2 AW T2 B2 Wi 95%% Y 90%/15 48 X [H %
BHLI, AEFEZOI L, AV FLF /A v EOREBRS sy ) LHEESnTz
HLOERWER L EF LT-, BEAEHERIL, LLT O CTCAE v5.0-JCOG D EBIRIIED
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I SWTER LT,

- RN - DUFIORT TR L OV o GREE ) KO TEERMRA ) C Graded DL RO
%, 7eB, MKEMED Graded &HIE INRWEE TS, &I i/ MR E TR &
LG AICIEERAEERIZEDT,

- TiiRI KOV v SREEE) IC8Y T 5, A, BB REEL Rk
- THRRMRES ) IC3%4 95, BIERED . fF REREED . f/ B, U o/ SEREE D
K OMEN

- FEM i © Grade3 LU EOIEMKFmMEDOFES, WENEHRK 2 —AFT CY%IEHR 2 —ADHE

29 H) % TIZ Gradel LA Rl Le FraFgIdbR<,

- B

-@E MY 7R RiAE (TRE#FS L OSERE] OFFEHE). KO Grade3 OJFHRERE
[MEgARMA) @ ALT 0, AST 0, mHh eV Lve s {in, 7Ah VAR 7 74 —F
W, y-Z A2 IN TG AT 25— (y-GTP) ]

<A >
e~ MRS R ORAFERIE T, Kaplan-Meier 54 VT, JEFIESEH 2R R & L
THEH L. Greenwood DARZE AV CIEMEZR M 95%FHEX M 2B Lz, M1 X2 NETF
FEE, AV IBAER (B FREHNENTZA XIS LD LRI KL L TEHD S
HERWF) ETOMMAERMSRE L, 4 X2 MIIXEBZEHRA IS HEOET
(PD) KOV R IE R & BT JAZ B S S BRI S N2 B3 HIROmE 2 5 9
7o b, ZIRMEEBMEEE OFRAEITA X MIEED o, REFERIE, HHWDH
FIRNC X238 H & TOMMAE Mg L Uk, Ef#FTIX FAS 2 VWS L7,
BB D B I1L e ZT i International Neuroblastoma Response Criteria (INRC) [ZH:-S & JF %
HF - GRS A K OVE BRI A DO 3 D DOEAL TR L. A HIEEITo 72,
BRWRAICHE-S < PD KON AMFIER & BEET A O Il U7 BRIRI 72 i3 PR O &
EANVENEERLE,

<SRydhhe >
MFEFDOAL Y FLF A VRN 4FH V-4 FLTF ) A 2O T, KTy EHE S
A—H BB LT,

i

EFIDZF 1 EHROER
<BHEDOWER >
AV PNV F A a2 SN 16 64575 SAS, FAS 124 7~

<HBEHER>

FnIE 3~13 5T, FHME 6.0 5 (EMHERZE : 2.83), MERNEIHBIL 9 B (56.3%) . ! 7 i
(43.8%) Thoto, FEREORLMAIE, AT () 3 # (188%) . FIFE (£) 5 i
(31.3%) . MM 5 5] (31.3%) . #Eh@ 2 511 (12.5%) ., Fofth 1 4] (6.3%) ThH-o7z, 16 i
26 (12.5%) TMYCNIEIREZFRO -, FEHRBICKHT B RHERBIZ OV TiE, 16 fileTiZ
B AR, R E . S R O K B FRIE IS X D IRIRE R H -
2o FET-. 14 f] (87.5%) NPV X< 7SR (B GD2 HikiB®) . 10 4
(62.5%) DMEBEREHIFIC L 2iBEBELZ A L Tz, TOMORHAREL LT, 1 fINKE
A= RRVNTT =V (MIBG) WIEHRIEIC X 216REEZH LT,
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#* BEONAFEHZIRE R O — 2 T A U HRiE (SAS)

| X4y wi (N=16) ¥
i (%) EHE (FRER ) 6.0 (2.83)
o i 5.0
i/ IME — B KAE 3—13
HEi 7 —7 n (%) 2 A 0 (0.0)
2~11 5% 15 (93.8)
12~17 1% 1 (6.3)
PERIL n (%) g 7 (43.8)
Bk 9 (56.3)
H& (cm) EHE (R ) 112.58 (17.747)
SRS 108.60
e/ M — e KA 93.4—155.3
wE (kg EHE (FRER ) 20.37 (9.826)
A 17.20
i/ IME — B KB 13.5—52.0
KEI7L—7 (kg). n (%) 12kg Aiifs 0 (0.0)
12kg V) | 16 (100.0)
BMI SEHIE (FE e ) 15.378 (1.9939)
o fE 14.710
R/ IME — e RAE 13.50—21.56
AL (m?) SEHIE (R ) 0.79 (0.238)
RAE 0.73
I/ )M — fie KB 0.6—1.5
KT LLE—. n (%) HY 4 (25.0)
L 12 (75.0)
BEAEIE, n (%) HY 4 (25.0)
L 12 (75.0)
A OHEICRT DIR# - ALE, HY 14 (87.5)
n (%) L 2 (12.5)
eGFR (mL/min/1.73m?) EIE (R YR 7) 121.239 (20.9985)
o fE 124.185
R/ IME — e RAE 81.01 —146.91
eGFR (7 7 = U ) 70 A 0 (0.0)
(mL/min/1.73m?) ., n (%) 70 UL I 16 (100.0)
HMRER 7 — TEIE (EUERZ) 19.11 (5.159)
(ng/mL) Hh A 18.40
i /)M — B KAR 13.5—36.9
HVA (7 V7 F = H1E) EHE (RAER ) 10.930 (3.7398)
(ng/mg Cr) o 10.655
i/ IME — B KR 5.56—18.80
VMA (7 V7 F =) FE (R R ZE) 6.351 (1.6826)
(ng/mg Cr) Hh g 5.935
R/ IME — e RAE 4.15—9.95
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(i)

PS (ECOG). n (%) 0 15 (93.8)
1 1 (6.3)
200k 0 (0.0)
R D B
JRFE R DIHEFAL, n (%) AR ChH) 3 (18.8)
BT (L) 5 (31.3)
% R 5 (31.3)
HE 2 (12.5)
D 1 (6.3)
JRERZS T s BRAH AR Ganglioneuroblastoma 4 (25.0)
n (%) Neuroblastoma 12 (75.0)
SRR - R, Poorly differentiated 14 (93.3)
n (%) ? Undifferentiated 1 (6.7)
JHBRRZ T« MYCN 1R, HY 2 (125)
n (%) 2L 14 (87.5)
INRG JH#IZEY . n (%) L1 1 (63)
L2 1 (6.3)
M 14 (87.5)
MS 0 (0.0
INRG U 2 7 538 n (%) B 1 (6.3)
1K 0 (0.0)
M 0 (0.0)
= 15 (93.8)
HIREDA
VR F v T RGIERE, HY 14 (87.5)
n (%) 7L 2 (12.5)
T M AE R R A D [R]85 1 [a] 9 (56.3)
n (%) 2 [\ILLE 7 (43.8)
[EE B TR 2N HY 4 (25.0)
n (%) 7L 12 (75.0)
AR OHIM, n (%) 1 AR 2 (12.5)
1Lk 14 (87.5)
RITERE 4 OIEF OIRE (BRI 2 FHE)
JFREE,. n (%) CR 11 (68.8)
PR 5 (313)
SD 0 (0.0)
PD 0 (0.0)
B REEAR OHRRE B CR 12 (75.0)
n (%) PR 4 (25.0)
SD 0 (0.0)
PD 0 (0.0)
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(i)

BRIERE, n (%) CR 16 (100.0)
MD 0 (0.0)
SD 0 (0.0)
PD 0 (0.0)
BAEEHE, n (%) CR 10 (62.5)
CR/PD LI+ (PR/MR/SD) 6 (37.5)
PD 0 (0.0)
HVA : RENR=— LR, VMA : N=V L= T L, R T F =~ AARAT—H A INRG :
International Neuroblastoma Risk Group, CR : 5847%), PR : 7550, SD : 2. PD : JREEDHEST

(BEB I TITBE) . MD : /B2, MR @ 72287

a) DREZW B MEE] O n=15 GEET 2N D 2o 72 1 HlZERL),

b) INRG Ji#153%E2% [L1) T INRG Y X7 5330 [IK) OBFIL, IWERARTOFEIC T, &R
BROWE S 2l 729 2 & D3RR STz,

<L ONE T >

EFRHIIEHR : Y b VT A 2 & QRRBIRSIRE TE R WVEIER EFROFIEI &

4y%u%/%V&@l%%@ﬁKﬁf%&wﬁrﬁiéﬁi AV ML F oA F %
ZF 724 16 FI 3 FICE 3 MR b, o — X &l Lo RIEILIL 18.8% (90%(5HH X

M :53,417) Thote, BHELEA Y MTF A v EORBEBAEE CERVEEAFE

FHRT, Grade3 OF Y 7 V&Y FfE 2 Bl &% O Graded DFE B A>T AfUE 1 FITH Y |

WIS 1 a—2XFIZRHE L, 2 2— 2 LRI L2 b DI eno Tz,

AV RV F A EDORNEBERATE TERVWEEAEFRORRE &L, FaNCHE S

NEHERE (REAEFRRORBEBRERDAGILLT) NTHY ., ARBRICIIT 2 T8

HH IR S T,

# AY M TF A LORRBERPBETE RVEEAEFRO
FEHEIE R OB (SAS)

et (N=16)

FEBLBIEL FBLEI G .

m) | #HEE %) 90%(EHHIXA] | 95%IEHHIX[H] R
frm—2 3 18.8 53,417 4.0,45.6 3
1 a—2x 3 18.8 53,417 4.0,45.6 3
23— 0 0.0 - - 0
3a—2 0 0.0 - - 0
4a—2 0 0.0 - - 0
5a—2% 0 0.0 - - 0
61— A 0 0.0 - - 0
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BIKEHEER  AEFROBHREE
HERROFRABFBIITEOLBY Thotz, AEFRRII. AV FLF /A EB5E2%T
72 16 FIEBNIZFT 339 M5B bz, BIWEA D 16 BIEFIIZFRD bivlz,

* AHEFROUL (SAS)

¥ (N=16)
n (%) XIEHFEK
AERZPRD LN B 16 (100.0)
HERZ ORI 339
EIREAEFLNRD LT EE 3 (18.8)
TR FHFLORBUTEK 3
K BFICBT A FEFRORE Grade
Gradel 0 (0.0)
Grade2 5 (31.3)
Grade3 9 (56.3)
Grade4 2 (12.5)
Grade5 (BFERYIEIT) 0 (0.0)
AV ML F )AL OEERINCESTEHEFLBBO L 0 (0.0)
ni-gE
AV NLF A ORBEE/EE5HEICE > GEF 8 (50.0)
ERBO LN RBE
FEERICEIVIAREE LB 16 (100.0)
BELAEERBRDONBE 5 (31.3)
BITERRRO b 16 (100.0)

cHEFRRO D BREAFED 30% EOFRLT, EREORIE (12 #1, 75.0%). KEW

B AN T AAE (% 10 B, 62.5%), M U Z Uk D RifiE (9 6, 56.3%)., @5
(8 fil, 50.0%). HIER (6 B, 37.5%). & D FEAE. AFHEREEA (% 5 . 31.3%) T
ot

cHEFRRDO I B, Grade3 T 2 BILLEIZRO SNLEFGIE, B AT T AME (5 F,
313%) . EXGEORIE (3 ., 188%), Mk, ®mbrU 7 VY FME, &7 AH VKA
77 & —BME, GHREkEAE (% 2 Fl 12.5%), Graded OFEGIL, @l U AL
fiE, AFREREORD (% 1B, 6.3%) Thoiz,

CBIER® 5 BRBENEGD 25%L EOHFELIL, @AY T AE, BEGE (% 10 f,
62.5%), @ MU ZUEY RMAE O, 56.3%), Z, NEK (%66l 375%). 55
JE (5 f, 31.3%), &I (4 6, 25.0%) THoiz,

cEBUWER®D S B, Grade3 OFGIL, mAb vy AME 5 B, 313%), @~V Z7UEY R
MmiE (2 #, 12.5%) ., 4FHEREAGE (1 61, 6.3%), Graded OFEGUL, @/ T AE

(141, 63%) ThHoTz,

- EERAEFLIE. S B (B13%) 1ZE 9 RO HNT, 2 BNl RICREO bl EERA
FERGUT EREORIETHY . 3 F (18.8%) ITF 4 RO BNT=, TOMOEE LA FH
FHL LT, BULE, RS w7 AL ARG B ERE YL, Wik, BN v AMFEN%
1] (63%) IZ 1RO LNTE, 2056, @mUAT T AMAETA Y FLVF ) A b B
b LHBT SN, AFELILGraded T, 4V FLF A L OREICE ST (5 BIE),

AV RLTF A UOWEREICEST-HEEGIL 8B (50.0%) (24 1 B i, FHILE
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Ty AfE (6 B, 37.5%), @ U ZUEY RfE 2 #l, 12.5%) Thotz, 20
YH, 1 oA T AIEXA Y MLF A2 LS Y Ll X7z Graded D
ERAEFRLTHY . TOMDOFLITIAET Grade3 TIHEE LU SN-FERTH- T,
< RFEBHEIRIF, ETIEERD e o T,

<BHIEDRER >

BIKGEAME H : BER A5 1 AERE S DA X MRS

B HRRERIE B DB 1 4F4% £ TOBBRBIR A X2 R B3FRD SN 7=00F 16 Fil 1 I TH
O AIERTITIRIRSE T REO B AL TS AR A SRS bz, e LT, BEH
M VAR S OMEA X NMELFEIG1E93.8% (95%EFEIXR @ 63.2,99.1) ThoT=,

Mt A N AELEWIE o Kaplan-Meier #ifE (FAS)

1.0 ‘ 15400
0.9 -
0.8
e 0.7
:& 0.6 -
2
ko5
=
F 0.4 -
gl
o
= 0.3
0.2
0.1
0.0 T T T T
0.0 0.5 1.0 1.5 2.0 25 ()
SEH SO
No. at risk 16 16 15 8 3 0

BB EIEF OBk 1 FRICE R L7 iEmiit B ()RR R) Tl Lo/ R
R LT,

BIVGHIER : BEAND VERSORAEFEES
BB ERIEN D8G5k 1 £E1% £ TOBBIRI ST AT/ < . BERA NS 1 EREDORATF
E[E13 100.0% (95%(EHEX [ : 100.0,100.0) TH o7,
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¥ fA1FHAM] O Kaplan-Meier fif#f (FAS)

+ 5400

0.9 A

0.8

0.7

0.6

0.5 4

OpBERHFHD

0.4

0.3 A

0.2

0.1 -

0.0 - T T T T T T
0.0 0.5 1.0 1.5 2.0 25 (%)

ERHSOHIM

No. at risk 16 16 16 8 3 0

B SRIE B OBk 1 I E i L7oi)mil B ()RR B) £ CIBIMF L7/ R
R LT,

ZOMOFTMIEE - PSR

- JRFE B

NR—ZF A OFMAN 72T (CR) THoT- 11 ] (68.8%) Tk, W BIRRE T/
HFIEEFOFEAC CR 2SHERF S, 2095 10 1] (62.5%) TITSEFIESE 1 1% OFf & CR
Thoto, B O 1HNL, B TREOFEMC PD 23HEE L, Bék 1 1% OIEEEAG 3 AR
DT, FHEARHE LT,

N—RF A OFMAESZER) (PR) Thot- S HITIE, 16T,/ TILEOFET 4 4
(25.0%) 2% PR, 1§ (6.3%) 23%E (SD) &HIE STz, Bk 1 FHROFEMETIE, 1 41
(6.3%) » CR LHIEXNT=, 72V O 4 FIIIRIEE T/ ik & W CHIERE (PR 3§,
SD1§) TH-o7,

B HET RIS RS B

NR—2 5 A L OFMA CR Th -7 1261 (75.0%) 1. WTFNHIEEZET / FIEEOFE T
CR MR Sdv, SEGIE S 1 FEZ OFHE S CR Th o7,

NR—=2A T A OFMMR PR Th o724 BlD 5B, 341 (18.8%) TIXIEHE T/ H ILKF DT
T PR 3BH LN, 1] (63%) TIXEIZ MIBG OEfEZRH, PD LHEE N, K
FEBIIL Z OFAM T PD 23E Liciosh, Bk | 4% OESETG S AR K e & 72 0 FFH AR & L
Too BER 1 FHROFETIZ, 1REE T/ HILREOFHN T PR AR S 3 Bl 5 B 1 4
(6.3%) H CR LHIESNTZ, 520D 2 ] (12.5%) 1%, 1ERSET /il FE LT < PR &
HE Sz,

SRGaiEyA

N2 T A TILE RSB R ORI 16 flé b CR THY, 2055 156 (93.8%) 137k
BSE T/ HIERF Ol CTH CR Z#ERF LTz, 1 FllE, B - SEEAREE R B o Ffi < PD
DHEE L, BB ORI & 7o 7-7-, FHEARB L HE ST, 7=, 15 f
Eb . FEBIRSE 1 EZOFHMITH CR Th o7z,

- 925 -




- A NFHE

N—=RF A DRAEBNEHERE RN CR TH o712 1041 (62.5%) 1F, WTFNHIBEET /h
IERFOFHME T 6 CR HERF S, JEGIRER 1 FFEOFM S CR Th oo,

NR—=25 A OHEN CR - PD PN Th o7 6 FlD 56, 56 (31.3%) (TG T,/ Hik
REOFEMCTH A LFEM (CR - PDLIAN) Tholodd, 1BHRE T RO CEISHAIRZ 2
Do L (6.3%) 1 PD LHE ST, 1BHE T/ HILREOFET ICR - PD LIS @
HERRTCHSZ500 56, 1H] (6.3%) 138G 1 L OFME T CR LHE SN, D
D 4 il (25.0%) (FRFEE T FIEREEFE T TCR - PD LS OHEMRETH-T-, 72
B BIRSE T RROFHE T PD 25 L7 1 FlI38EE | FE% OISR AR ERO -0, 7
KL LT,

<A T A oBIERE R D RERTAT >

2R LEMPTROMERTIZ, 4 23— 2AREH, BRZE T/ HIEREONTHOBREICBNT
LRI ITRO G, 16 FIEFINIER ThoTo, JEFPREE | FE% oA TIE, FHb A
DHEHFEIN ThH o727z 1l (6.3%) BARBRH L7223, 50 D 15 #i (93.8%) Tl
EETH-T-,

FEEERHBERL O a2 —REFTAORBRTIE, 4 = —AEEH, BEET /HIERFEOWTH
ORBEIZBNTH BELITEED LT, 16 FIEFINERE TH -7z, JEFIRE | F£5 05

WA LHITESNT, B O 156 (93.8%) 1XIEH THoT-,

<FEWENRE DGR >
MVIL 1. (2) BRIRARBR CHERE S iR | DB

(4)
1)

2)

() §

(6)
1)

2)

(N

RELAHER
AL
R L

REMERER
AR L

B - IR
B ERE L

SRR

BRRERE (— RS, BEEAAERE. EARELRRE) . WERS®RT— 5 A — 2
B, WERERERBRONE

BB L

RREHE LTREFRONERILRE L 1 BE - RROBE
LB L

Z0fh
LB L
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VI. EDEEICEI S1EE

1. EEENICEEHSLEaMXITIEamEE
LF AR (BEZI A, BEX I AR (—4)

EE  BEEO D DLW OMEE « IRFII, BHOBWMNLELEZRT D L,
2. EE{ER
(1) ERELL - 1ERE

(2)
1)

AV FLF A 0E, RAR IZfEA L, RAR 20 LG 2GS 5 2 L EICL Y. MYCN &5 TDORHR
EANH L, MRS R A ST S 2 b, MIREIEMEO b EHET S 2 EEIC K B IEIER
ERTEEZLNTVA L2

ﬂﬂnawuwﬂann
\ PN
EREUAURTHHATRAE
9-cis-RANERE(EETNBTD,

= ==

ﬁﬁ’\ﬁhbT_ATRAh{RAR[L%n?ét
EEHRETNE. MR
ATRATFTE T T9-Cis-RANRXRICEES L.
LT 5,
RAR d

—f‘JHJf}—fJ

Yl\

PN *{;34} -

B \ ‘
D
WEEERE L

ARG -
Fib—2 2 DFEF

i

-

1. Armstrong JL, et al. Br J Cancer. 2007:96(11):1675-83, ATRA(All-trans retinoic acid) : b5V 2LF /A Vil

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

3. Freemantle SJ, Spinella MJ, Dmitrovsky E. Oncogene. 2003:22(47):7305-15. RAR(Retinoic acid receptor) : LF /- VEBEE

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

5. Makimoto A, et al. Cancers (Basel). 2024:16(3):544. RARE (Retinoic acid response element) : ¥/ /Bl 58251

i KR A75E (RBRUEHRASY AFRESHAH IRHS B8

{’Eﬂ%%%ﬁ%‘ 1. 11, 12, 13, 14)
* AR FOGASCIRE S IE SO MM TRINTZEDOTHY | KAV F Ea—7 +—h LOS|HATRE S &
L7,

EMmEEM T HHBRE

E FRAR@. RARBRURAR Y IS T 2RI R VEEEMILEE (/n vitro) ™

AV NLF A D RAR x4 A8 MEE, 4V ML F A4 VK DPH]- VT ) A VOB RS
(x5 50%FHERE (ICs) ZHMELFMELZ, ZORHE, £V FLF /A4 (1~1000nmol/L) @ RAR
@, RARB K TRRAR y IZ%7 5 ICso 1LEALEAL 115, 51 LY 365nmol/L TH -7z,

WIZ, AV FLUF A D RAR 24 LTI T O FIEMALEERZ . LT/ A U EESERY] (RARE) (2
FEAELIN Y 72— BEBT 2RV LR =2 —BETT7 v EAI2L0 ., S0%hREE (ECso) ZHMHEL
P L7z, ZORER, WTIO RAR 72 A7 TH 4V FLF /A4 (0.01~50000nmol/L) |2 K 2R
RTFRIIR VY 7 = T —BIEPEOENNFE® 51, RARa, RAR B KN RAR vy 2/ L7z#zEiEME(LAED ECso
IXFNZFI 124, 47 ¥ 36nmol/L Th o 7=,
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2)

3)

4)

5)

PLEXEO, 4V FLTF 4003, WTFRO RAR 7% 4 A2kt LT HIBEEREMICRESRMELZ RL, L
R— =BT v EAICBNTINDDOZFEREN LIENE G OEEE L2 EET 5 Z LR EN
7=,

b RS EREE OB SR (/n vitro)

b R R AR O MR TE IS ) o A Y b LT 2 A COER A, B MR EEIERIAEE 6 FE [SMS-KCNR,
SMS-KANR, SK-N-BE2, CHLA-79, CHLA-20 & (O’SMS-LHN] % AW Tl L=, ZOfER., Ml AV
MBERETT, 4 LT/ A2 (0.001~10pumol/L) (T X 2 IRFEEMRIFH 2R E B 2332 541, SMS-
KANR, CHLA-20 }2 (N SMS-LHN Tid, #Fffi L7- i i (10umol/L) TOPEHRD 90%Lh ETh -7 19,
ERREIZE RSO e MRIEIEMRAEEZ W 5-7 rEeT AR v ) v (BrdU) BVIART v&A K
DA ARE L LZMAEE T v AT, 4 P F A0, BEMICERTERBETHD
Sumol/L THIMHIFERLE(EH 284 2 L3 mE Sh T 17,

INLOFRERENS, 4V NUTF A %, EERO b MR IEREMIER I U CIBHR I Bk C B A s s 2 1
HERTZ ENRBEEINT,

b~ SFiEMakOMBAR IS T 2R (in vitro) ®

b MR IEEM AL (SMS-KCNR) #HWT, 4 Y hbF /A4 (Sumol/L) OfffaE#Iz k3 21E/M %,

FHOMBPE A 2B LM Lz, ZORE, 7Y bUF A VMBREETIE, EFIFERMERICHLST S #)
(DNA &) ofifasl &N aGEICRED U, Gl HHEIER 28 Lic GERIFEEINEE : 22.57£0.91% & U
Y RUF A RIRRE 5341 1.47%, p<0.0001, AT =2—T 2 FDtRE),

b MR FEMBEKICNT D MEFEER (/n vitro) 1

b MR EIEREAIERL 2 f (SMS-KCNR J OF SMS-LHN) (24954 Y bV F /) A O LiFEER %2, fila
TEREFEM I OVEAL 2O T 2 AV TR L 7=,

A4V M F A2 (Sumol/L) XIF¥EEE (=% /—)v) TR LIZMRIZ, BT 7rA PV KRN 46-07T
IV /2-Txz= Ay F—= (DAPD) ZHWTENENT 7 F v RO a7, B SBEMEIC LY
MNRIERE & fRAT LTz, 7o, BEf#T Y 7 b7 =7 (MetaMorph) % W CHiZeiRE 2 ERB(L LT, &S
BT, PR~ —H —T& 5 NeuN LN MAP-2c DI EE, Y= A Z 7oy MEZI VI LT,

77 aA YRR ONEBIET OFR R, WTHLOMIEKETH A Y LT A AR K DRGSR R 23R
DH, TOEMTEEERE S i L CEE Th o= (p<0.00l, AF2—F > D t BE), T2, VT
OB TS, A Y FLF /A I LY NeuN KT MAP-2¢ FEELE AN L, A b2 FEE AV
FHHIZ BV T b M bFB S EH B3 R S vz,

b RS EMAED MYOVER T MNCN 2 2R BRBRIHS B4R (in vitro) ©

MYCN ##1E% 4 7 (SK-N-BE2, SMS-KANR, SMS-KCN K TF SMS-KCNR) Z&iet bRt SEEmak %
NEFAWT, £ MLF /A 2D MYCN KO MYCN % 237 B3 B 2 /B8 % 30l L 7=,

AY MU F Ay (Sumol/L) XIXIEMEE (=% /7 —nN) THOE LI-ME 5 U REElE (RNA) ZHlt LT
T A% U REERE (cDNA) AL, U T AZ A LWEEERY A T —PHlGHRKIE (RT-PCR) % A
T MYCN A w2 Y% —RNA (mRNA) OFBLZERWICHT Lz, £72. MYCN & )7 BRI
MYCN fLikx ey = A X o7 vy MEZKVFHME L=,

U 74 A I RT-PCR EHT OFER . MYCN #IERIOAMIEE 4 T TIX, 4 Y FLF /A AT, ¥EEAERIC
T MYCN mRNA FBHENAEICHD Lz (p<0.05, AFa2—F > O t BE), Rk, voxx 7
0y MEEZRHOZFHMETIE, A Y MLF A AT & - T, MYCN HIER O AR 4 4T TMYCN &
PR EREBLOWD TR BT,
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6) #HIRFIEMBMKBAERERE (CDX) Sy FETIVIZEITZREEHE (/n vivo) ¥
bt MR (SH-SYSY) #MW /e CDX 7 v FETILTA Y R LT/ A v OFUEEH I % 710 Lz,
S~6 B OMENE X — KT v b OMi%REIC SH-SYSY % K F#5%., NEEHARIZ 0.3mL 122 L7728 (0HH)
TE A EERIZ 2 B (n=6~7) IZEIMF T 72, FBCHEE (C—F vV H) XAV v F A0

(4mg/ml/H) % 1 A 1612 AMXERO#ESLS L, 2 BELS 12 HEHE T2 BIC 1 BIEEAREZHIE LT,

ZORER, AV NvF A FERECIIIASER SR L i U C 2 B A2 DI OBUME T 25580 S,
8 X110 B H CIIEBAENAEICHA L (8 HA : p<0.025, 10 HH : p<0.05, > KA v h=—D Uk
E) o

(3) YEFASIRRFR - FriuhsrE
MR L
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VI. EYEEICET SHE

1. mPREDHR
(1) AELEDGOLGRE
AV BT A OB PRAIFEEIIRET SN TR WA, AZIE CREEAIITMESBIEdE) R OvZert%
R T D121, in vitro SEEREER O G RCER KRR O BRI ZED & | Crnax & 20uM LLE, 10pM BAFICHHEES 5
TENEELEENTNS Y,
EINZE M FHEER (SPJ-101CA-NB &%) 128\ T, 2EE 15610 Crnax (53.0—14.92uM (AUC & LT 21.69—
78.93uM - h) OHFIFAIZH Y | AR DOF RN L LRMERER IN TN D,

(2) BB CHRESIAOGEE
EINE I FE#ER (SPI-101CA-NB #kER) 19
U A7 R IEERE 13 B, AK 6d4mg/m2 A 1 A 20 14 AMEOEE L &0, 4 BHICBTS A Y
FLF AV BEOERBMTHD 4FF VAV FLF A L DOMBEDEEHER R OSSR ThRE T A — & |
THERTFEDOERY ThH-oT2,

AHAl 64mg/m? % 1 H 2 [A] 14 H R O BG£ O mMEFREHERE
(SPJ-101CA-NB i, “F¥ME HEHERZ ; N=13)

(ng/mL)
6,000 1
O AVYbLF /MY
O+ 4-oxO-AYNUF /1Y
1 ~ _ N=13
TIEHRERE
4,000 P AR S O mmmmmmmmmmmnn i N (R
m
5’
th i
R
=
E
2,000 —
<
0 T T T T T T
0 2 4 6 8 10 12

7'Z 7 OO AL ¢ hr
1) 14 BEEEG DRSS R A 0 R L LTz,

# AH 64mg/m® & 1 H 2 [1] 14 H AR 0GR OEMBRE T A —F
(SPJ-101CA-NB 7#5#)

N Cmax tmax ED AUCO-IZh tin
H7E x5
(ng/mL) (h) (ng + h/mL) (h)
A VF I AV 24824915 3.83 (2.00,5.98) 137534564 5.00*=1.13
4-FX A NLF A 4710833 5.87 (0,11.1) 442107656 15.7£4.27 %2

PEE AR, N=13, 1) TRME R/ME, &), 12) N=4

(3) i
AR L
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(4)

BE - HRAEOEE WEAT—4)
SEFERERR N 71 Bl axtsR e LI2IEEMR T v A4 — N—3RBRIZIBV T, Absorica LD®32mg % ZEERF } OVE)
M REZICHBEIR O®E L2556 0ORYEIEZ ik U7 R, SERR ST 28 BILREZ KRG DT
A —H T AUCo. T 123.24%, Cimax T 108.25% T 1) | WG EE K& QWL EIZ K & e B 2BIER 0 B ns o
7220, ZHUT KV, Absorica LDPIZBEOAMEIZ b L TR EARETH S LRS-, [[VIL 4. WL
DS ]
*AANL, KETHEFE I T Absorica LD® & [/l —DORYETH 5,
) AV LT A OERBINHBELOHRIT (V. 3. AEROHE OESHE,

2. EMEERA/NS A4S

M

(2)

(3)

(4)

(9)

(6)

R A

EINE AR (SPJ-101CA-NB &) (2BW T, @Y A7 MR IEAE 15 Fllc, AF 128mg/m¥ H (FEA
&) # 1 A 2B/ T 14 AMREAOBRSHZOL Y FLF /A ROZFOER#MTHD 4-4F V-4V b
LF A DOMIEREENET — 2 2 WE L, o ar3— kA ZUENT (NCARET) 1280 EHkaes
E LT- 3y ENRE R T A —Z 2B LT, £7-. 23— s A2 NETF LA BT BHE SR B Refig b i
[IVIL 3. BEF (FAal—Tay) i) OESR] 220 bIEMIEERN AT A —2 2H N LT,

R U538 FE FE 3K
FEMMYT [[VIL 3. LM (REalb—Tay) i) OEBH] ORKET M TRIGEEEHR (E
#e3A75) 1%, 0.77/h (0.12) BHEESHh TV 3,

HEERETER

MY ER e L

<HE>

NCA RN TIT, RIS LT 4951116 h CEHE HERERZ) NELLTWS,

DUTITUR
NCAfRHTIZ LV HEE ENT-ANT O 7 U T 5 o A2 CEYEHEREFF) 1X, CLW/F 2% 434+1.94L/Mh, K
#7720 O CL/F/WT 1% 0.223 0.090L/kg, {KREFEZ 72D @ CLw/F/BSA 1% 5.49+2.06L/h/m? Th o7,

NTEE
NCA fRHTIC & 0 HEE STz AT O AMEFE CEAMEEUERZS) 13, VJ/F (X 31.8+18.1L, (KEH-V D
V/F/WT 1% 1.64+0.93L/kg, KFEAEHT- Y O VJ/F/BSA (X 40.3+21.4L/m> TH o7,

Z 0t
SRR L

3. BERE (REaL—av) &

(M

Rk

EIPNEE AE5ABR (SPI-101CA-NB RBR) XS oNn7-@E ) 2 7 iR IEEEE 15 Hlo2 TORERE % X512,
FITEALDHDIRRINEEIRIED 1-a2 3= K 22 B RN 2-a 23— Rk A2 NET VT THRIT 21TV,
NRIA—=FICEATHIIEREZFERL, BHFNICLVEREOSHD 1-a = AV NETAERKET LV E
L7z,
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(2) NSA—LEHER
AR OEY TR N T A =22, R, Fhn, FREME. ARE,. Body Mass Index (BMI) 23L& L LTHX
DB ERE UIAER, RED CLF (2, REFmED VIF 12, TNENLER L L THET LET VI
ETIE N,
- CL/F=3.568 X (HEEFEDEKE-BEREOPIAE) O70L/h  (FEFRAE=46.875)
c VIF=22.01 X (HEFOEREREHE - EFREOPIAE) 07271 (REmEAEPYRE=1.435)
EtENEEED S b, KELRMEEREMUAORT (FE. T, BMD L. €7 WAEZEERE I TEB]
Pl CIEAEH RN E B R EERL LN L OO, FEET /IBRA SN2 o T2,

. BRI

NAFTTRASEYT 4 GEAT—4H) 2
SNENRERERR A Z R E L1z 2 DOEEHR Y 1 AF— —RBRIZIV T, Absorica LD®32mg & Absorica®40mg @
FHRFHIASA T R_A Z VT 4 PgET S ivTc, ZORER, WA D FIRSEMZ R LT,
kAANE, KETHEGE I 7 Absorica LD® & Rl —DHIETH 5, 7235, Absorica®E, 76k &
DER SN TWEA Y LT/ A K & AEERIFINC A% TH 5 2 LITRIRR SN T
W5, [TXI. 1. EARSNETORTRI OESH]

ZEREIREC O Lh i AR

AME MR 18 & %4212 Absorica® 40mg & O Absorica LD® 32mg % Z L E AV ZENGIRFIC BRI 5. L, 3 EhRE
NG A =B EFM Lic, = OER, Absorica LD® 32mg OIEFE/ T A — 2%, Absorica® 40mg & l#ZL T, W1
HH 2 fiF R/ TR £ 196.33~219.63%) Th v, ZEERHZIVTH Absorica LD IE R /S A A7~ A
TJEVT 4 ERTZENRENT

ER % O Y FRIRI M 4 e L 7 38R

SAE MR A 71 B & et I BB & 21 Absorica LD® 32mg B (Y Absorica® 40mg Z# HiE[# 5L, 4 Y M LT/
A DOBRBEEFGA (R—R2F A1) D 96 RERIH E CHIE L1z, EWEME T A —4 X, AUC KT Crnax P
BAEUZ Lo TRl S 4L, Wb RX—2 7 1 V% OME AW TRIT S iz, 2o/RER. RETE%ERES
@ Absorica® 40mg & Absorica LD® 32mg DT, %K/3T A — X O/ "G EEI LD 90%(E X [ 11 4T 80~
125%DFEHMNICH 0 . WHRF O A2 ESIEDSTHERR S iz,

<BE>

(Fv k) ®?

4% 10 B B O Wistar 7 v ~ (S P8 (24 Y FLF /4> (500 X 1000mg/ke) ZBEREOESG L, 1 Y
LT A RO O ARG EETM Lz, 4V NLF /A OBRFERITABIIGE U THEML, tnad$ 2
~4 K CTHoTe, R THD 4-FXFY AV ML F /A D taax [T 8~10 R THO . 41V ML F /A T
NTEL, AT 4FTFY AV RLFIAUBA Y FLF AU PORBENTEREIND =D EEZ LN,

(Fvp) ®

Ml Sprague-Dawley 5 v b B IL/BE) 124 Y FLF /A > (7.5 Xid 15mghkg/H) % 1 A 117 A BERR D3
HL, A4V ML F A v RO O Mg g R 25l L, MiETFOA Y M LTI A 2O tmax 1 1.5~2 B
THY, tinld 12 K Tho7z, A Y PLF /AU RO G-AX%V-4 YV LF /A4, PLFIAY)
D Cumax K AUCoeol IHE L THEDOHIN > THEIMLZ, F2, 4 Y FLF /A U RUOREMOBERIC—E
L7 B e n o T2,
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5.

ki
M

(2)

1 % — i BE Pl a8 14
LR L

<BE>

(v =)
HEBDF1 vV A (3PE/ W) 124 Y MLF /A (10mghkg) ZHEREOELE L, #fkHA Y bLF /A
IREEZE U CHRMETE ST A =2 R UTZfER O tma 12 15~30 57, Crnax 130.9770.22ng/g, ti13 16
D TIHoT,

1% — BG #E RE P @B 14

YRR L

<BE>

~UA, Ty MEROY A Y MU F /A EREROES L, IiRE@ s 2 54 L2, Wiho@h
HMTHEPTA Y FvTF /A ROREDPI R S, Zh oA amiEnd 5 2 & 2VRk ST,

(—7 '7)() 25)

AR 11 H HOMENMRI ~ 7 A (4 )8,/ BF8) (24 Y bLF /A > (100mg/kg) % BRI XX 4 BRI < 3 [
KERENEG L, 4 b F /A RO OREELZN Lz, ZO/RE. 4V FLF /A4 VHERD
BEHOMFER A Y M LF /A REFESE 1 RBRE%Z T 11.28pg/mL (2L, &5 2 FE% T OREILN
1/4 2.84pug/mL) IZIKTF L7z, MEFOTER#MTHLA Y NLTF I A TN at A NigE (&5 1 8
M#%T1736pg/mL) 134 Y FLVF A VIBELVEN-T-—T, 4FFY-A Y FLF A UREITERLS, &
51 K% T 0.07pg/mL Th o7z, Fiz, 3 EORKERGIZTE>TA Y LT/ A VMRS RMMETR
BN Tz, BBEEOIEFTHA Y bLF /A U RORE BB Sz,

(v k) 2
IEHRIE Wistar 7 > b (4~6 L /IR id) (24 Y FLF /A v (T5mgkg/H) %4 7~12 HIZ 1 H 1Bl 6 HH
KEROES L, 4V bLTF /A RO ORERZTM L7, COR, mEPREYM D AUC X
AV vF oA TNTat A RBHELELS, RNVT 44XV A4V FLF /AL THY, TNEhA Y b
LF /A0 D AUCo D 1.9 KN 12 5 CThoTz, Fiz, MHFTHA Y FF /A RO BT S
72

F IHRMEZ » MSA Y FPLF A v ERERARE LEROA Y FLF A4 v ROREY OlRE R

At AUCy-24 J];f;%hr/mL) AUCo.24 (ng-l;rég wet weight)
AR NVF AV 9226 789
4-FXI-A4 I NVF A 10907 259
AV VF ATV aF AR 17071 N.D.
rF /A0 373 403
4-FxYV-FLvF A0 697 58
cNeF oA TNTaF AR 889 N.D.
vVF = 718 2233
N.D. : Af CFEfE)

(.13-/1,) 27)
EIRMET =27 A v QLIE) &4 Y hvF A4 v 25mgkg/H) %R 16~26 HIZ1 H 1A (2.5mg/kg) .
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€))

4)

)

ITHR 27~31 B2 1 B 2 [\ 2X2.5mg/kg) . £ 8 BB CRKEREFTERLG L, 1Y MLF A RONRH
YOG ELZTM L2, ZOfE., WETREYD AUCou 1T 4-FF V-1 Y FLF /A Udfbm<, ik
TAY NV FIA TN aF A RTHY, TNENAY MLFJ A4 D AUCo4 D 0.7~0.8 L 0.1 5T
Hole Tl BBRTHEA Y FLF A4 ROREIB MR S -,

F R =7 A FNITA Y FLTF A U ERERBEERE Lo
A Y FUTF A2 RO OV &

AUCo-24 (ng-hr/mL) AUCo-24 (ng-hr/g wet weight)
L& il i 2
Ui 26 1 WEHR31 A Y SR 31 A Y

AR VLF A2 1755+972 232541099 956
AFXI)A N VF A 1173732 1784%+1039 590
ARV F AT Tl AR 233+134 265+135 N.C.
rLF /A0 58.2+234 55.9+20.4 316°
4-FxYV-FLF /A0 N.C. N.C. N.C.
A VA= 86.91+24.1 190£85.8 N.C.
NC.: FHE I TN (4% : FIE - EREEE, T FE)

a) WA n=3~5
b) MEHR31 HE D2 MA&KE X0 FH L
c) AIKIM: - LT/ A > 225 ng-hr/g wet weight 288 £ 5,

it~ OBITHE
LR L

<BE>

AV BVTF A ORI, R AN LR ~ORE, TR ~ORBIHT 57— 2 13720,

BERA~ DT
E R L

Z DB~ DEIT

FMER L

<BE>

(w7 %) ¥

HEBDF1 ~ w7 A (3 PL/HEM) &4 Y hLF /A (10mgke) ZHEIRE DL L, MERNOARZ23E L 7=,
MIGER O A Y M LT ) A VREZNE L CEYEE T A —% 2RI LR, fiEda Y by
A 2D tman G 15 LN, 120X 1993 Th o7z, FFIBRE OVIED tmax 1E8B5-15 5 57 LA, fili, TR,
g, L DR, R, KB, AL RS K OBEBED tmax 1 15~30 53 TH o7z, tin IEBERETIL 51 50, Eh
DS O TIX 11~19 5 Th -T2,
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#z M~ ALY MLF A U EEEROKE LZKD
HYE K OFHFR A Y B LVTF A v DOIRYEIRE R T A —HF

e Comax  (pg/g) ti2 (min)
1% 8.33+2.21% 19
JiTlik 5.96+1.37 19
fifi 1.99+0.37 15
Nz 19.3+4.0 11
B Mk 1.10+0.19 15
e g 1.74+1.08 17
K 0.44-0.12 14
Jlg 3.83+1.36 15
Dl 2.14+0.50 16
% 0.97+0.22 16
A 0.67+0.27 17
KB 0.26+0.10 11
JBE I 0.92% 51
a) ug/mL CFEIE e R =)

b) = ENEY T NADT—H
(6) MPEAKEEE

AV LF A4 De MIUEZ VR TFEERIT 99.9%TH Y. FICT AT I IHEETAZ ERRESHT
b\é 28)O
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6.

(1) BB R U BT ER
PR L
<HE>

(in vitro) 230

AY ML F A T EICHIED CYP3A RN 2C8 IZL > T 44X Y-+ M LT/ A VB ERE SN D,
Flo, AV MLTFIAUKRDR 4 FF YA Y T A T ERITFIRE OVMED UGTIA9 2L~ T/ 7|
VG END, EBIT. AV P VF A UKD A F YA NUF A FRMIC s TERER B
VF AR 4-FF V- N TF /A2 AR IV e v BlaGsnd EExbh
%, [IVI. 7. FHEAER] OESR]

& A Y hLF A OB ER KK 2

CH,  CH, CH, CH, CH, CH, CH, CH,
COOH
FWoOVEES RN NIRRT o0 vEaS
— > —_—
‘_
CH, COOH CH,
13-cis-LF /A VBl all-trans-LF /1 Vs
CH, l CH, CH, l CH,
X CioHiy O; X CoHy 0,
CH, CH,
OH OH
4-hydroxy-13-cis-LF ./ 1 /&4 4-hydroxy-all-trans-LF ./ /B
CH, CH, CH, CH, CH, l CH, CH,
COOH
FoOvEas TR NIRRT JonvEas
— — >
‘_
CH, COOH CH,
0 o
4-oxo0-13-cis-LF /1 Bk 4-oxo-all-trans-LF /A VE
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(2) REICBEET 28F (CYPE) OHFE. F5%

1) CYP [k B+
PMERR L
<BE>
(in vitro) 2
tEMFI /ey —2HFTA Y MLTF /Ay (10umol/L) 2=aF T I RTT=VIX T VAT K VEE
(NADPH) fFfEFTA v Fa—L g Linb & 44XV AV FLF /A RY 4-L Rax (Y b L
F A DERKIZT b7 v —2P450 (CYP) DBEE LTS EEX biL,
WIZ, e NFIZ7rY—LATO 44XV AV ML F /ALK 4-E Raxi-o Y MF A U OERE
(v A4 VEEWEICKIT BEIE) ik~ 72 CYP 43 7F (CYP1A2, 2A6, 2B6. 2C8, 2C9, 2D6. 2El,
3A4/5 KON 4A9/11) OFRIETEME & OMBEZFHE L7z, ZORE. MARHY L IZAEME L CYP2B6, 2C8,
3A4/5 KON 2A6 DFEEEM L ORICHBENRO bz, £, CYP BILRE MU LSRRI 7 v Y — ALK
54t Faxi-AY MF A4 rOERIT, EIZ CYP3AT KON 2C8 A5 LTWe, &5, B MNFIZ
0Y—ATD4b Raxv-AY T A UOAERMIT, CYP2CS KU 3A RREMFLEANC X v fLE Sz,
L EofEFR L CYP3AT i3t MNREEOHAROE COEE 2SR TH Y, HER 2 BELRITAMKIC
BT HZ L3 bESEX FIBICBT DA Y b LT A ORBHTITEIC CYP3A4 KT 208 NEET 5 &
Bz b,

2) UGT IZ &k B3
MBI L
<BE>
(in vitro) 30)
vt MFEEROINEIZ7a Yy =LA TA Y LT /A2 (100pmol/L) KN 4-FF V-4 Y VT A v
(100pmol/L) Vv " U BNV 7 u i (UDPGA) TFEFTA vy Far—ar Lzt &, b MF
BOVNMEGEI 7ay — Kbk o 7 Nvr o BiasEOERIHERSh, Y1) v@Bs s e
VEBEERBESR (UGT) PES LWL EEx b,
F7=, b ME# X UGT #B% (UGTIAL, 1A3, 1A4, 1A6, 1A7. 1A8. 1A9, 1A10, 2B4, 2B7. 2B15 &
U2B17) ZHWT, 747 b U igia 595 UGT 2 FREICOW TR T L2 #5250 UGT %
Bk (UGT1AL, 1A3, 1A7, 1A8 KXTN1A9) D52 Z BRI N, 2D 55 UGTIA9 B il{b&W
DTN v BRI ERbBEERERH AR LWL EEI LN,

(3) NEBBHROERRVEOHE
i EeR R L

(4) REMOFLEOERRUEILL, FELE
MR L

7. HEft

AENEEERR A 4 FliC UC FERk L7 AK 8omg A HER NG L7z & &, MEHEOREOEPPERIZZ R Eh
33.8 M U4.0% Th-olzt OMENRDH D, £z, IBEF 2 —7 28 A LIZEHE 2 6 “C 5%k L7 AH 80mg % B
B AHEE Lc & &, #5572 % E TORRROIRFHEIHRIT 258% TH 0 . #4596 Kf#t: £ TORSRED
B K DN PR SRIT 2 24 22.5 RV 19.9% Th - 72 & OGN H 5 32,
AENEEERR A 3 BIICAHA] 100mg 2 BRI O®E Lz & &, &5 72 FEE#% £ TORPISREIKRITRE Sh
Motz DWENRH D P,

) A4 Y FUF /A OERENT-MERCART V. 3. AERCAR] OEBHE,
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10.

1.

FSURR—E2—IZET S1E8H
MY ER L

EREICKDKBEE
B ER L

BEDERZETHEE
B ER L

ZOfth
B ER L
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. ££% (EALOIEF) BT SEE

1. BEENBRLEOEB

=
. =R

L1 RFFEFTEEAHDIDOT, BEXEERLTVSAEEOH I XEICFEELLEWNI &,
[2.1. 8.1, 9.5 BH&]

1.2 XEDHBREIZH-> T, RAKICHAMIETESIERERICENT, AALEEREICTI G
H- BREEBOEMDL LT, FHDBREA/AEY EHENSEFICOVTOARET S L, £
=, AEFBICKILSL. BEEXFIZORECAMWERVEREZSHAL, AEZRTHORE
THIES

(it ]

11 AANL, fho e s v AFFER L RIS, JERRKREBRO T — 2 bl ar IR RBO b TR Y | Eawits
& IRIREwMEA R EN TV D, Elo, KROAIRG THDHA Y bLF /A d, b MTBWTEEREE
i, DIE R, RN O R O TR L EE OB E R TAORE R H D, O Lk,
AANDERLS Y A7 EHEFHEN L A 2 TEERRESNIZ Y 27| ICRE L TR Y w3t
BRLTWDARENED & 5 BB ~DREG 2R L L, RIE~OREE 28T 2200 U372 B2 T2 BGE Lz,

1.2 AR OMEANCEE L, BEMFHOOOEERE & L ThoPUEANCEE U CRE LT,

2. EERBRLEDEH

2. B2 (ROBHIZEBELEWLNIE)

2.1 B SUTIEIE L C WA ATREMED & 5 &bk [1.1, 8.1, 9.5 ]

2.2 ARENIOESx LiBUE OBEEIE O & % BF

2.3 v ABRIERGTOEBRE [10.1 28]

2.4 ©XIUABREREDRE [CX I ABRENSHEESTLIBZENND D, ]

[fgzn]

2.1 AAlZe M CTORFRIEA AT DRREMENH D IO E LTz,

2.2 ARNIOEIIKR LIRBUED & 5 BEIIL, ZREMEMRROBRN O AR EZRGET RETERVWEBEZIREL
7o

2.3 AANFEX IV A LFRILCLT /A RTHHID, BEREMTIESIEICKT 5 Reference Safety Information & L
TR I N RERET —% v — b (CCDS) K OHEMHITE SIEZ B XIEZIE & L KERA S
(USPD) #ZHITaE LT,

2.4 AFNFIEH IV ALFELCVF /A RTHDIZ, CCDS T USPl & BB TR IE Lz,

3. MREXFHRICEET HEREZNEMB
V. 2. HEEUIZRICEDET SR 22RTDH2 &,

4. RERUVAEICEEYSERETOHB
V. 4. MEROHRICEETSER] 220752 L,
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5. EELGEFRMER L ZDEB

8. EELEANIEE

8.1 ARANIIEFEMRH Y . EAHERORBEBEENE O T, A LOEEZ ST L, BFXLE
TURD VBB RFICRIERICOW T LG L7z ECEHT2 2 &, [1.1, 2.1, 94, 9.5 &H]

8.2 HOW., HEAE., RESEORBMEENDLLDLNDIZ ENHHOT, BERVTZOFEHEEIZ, Zh
D OFERN & b ONTEHEITITEBIZEANIHERT 2 L o8 T2 &, [9.1.1, 11.1.1 ZH]

8.3 MREERFEENDHLDLND ZENHDHDOT, 5L O G HRHILERMIC iR oz L 27
2=/ ORY 7YY ROREEZITV, BEOREZ+SICEET L2 L, [11.1.12 ]

8.4 HHERENH LN D Z EBH DD T, BHBMMGH K OE 5 MM X EHAICIFEEERE 21T
WV, BEOREBESICEE TS 2L, [11.1.6 ]

8.5 HURHIPAGHNH LN D Z ENHDHDT, AFFLFIZEEHR - BROERIH O bhhEIC
IR BRI T D L5852 L, £, BEEOLLICL Y BHRE, Bhndbb
NDZENRHDLOTARROEIIGIZEE L X, EHNZ2ME (F - HEO/RA0EHES) . X
WA, AP, Ca, P, Mg ZDKRAIFIMRELIT) ZENEE LV, [9.12, 9.7, 11.1.9 &#]

8.6 MRARUEMMHENRH DD ZENRHLOT, HIMET. MW, CK EF, mAERORSP I A7 m
vy ERSOBEE 51T 2k, [11.1.8 ]

8.7 BMBERENHOLOLND Z LBRHLDT, AROEEFILEMMC MG FERERE (LY
L, BV DL FRIULE) 217952 &, [11.1.13 ]

[ ]

8.1

8.2

8.3

8.4

8.5

8.6

8.7

BE ORI, EA - BAIMICIN X, B 8 S OB L BB e SN EETH Y . FEHAICES L
JE LTSN L B X 3R E LT,

BRIOBFENR D THDEAY NV F ) A OG22 BE T O, ARSERORLZEDREREE
HENTEY ., KFOEIRM Y A7 BHFEICT DEMESE] 2 TEERFEINLZY A7) IKHEELT
W2, ZTNHDZ ENbLIEEMENLERFHLE LTRE L,

HES DEFRRBRICB T, AROBFEIE D THEA Y b LF ) A OG22 -EBETHE RN 7V %Y
FOESF, aL 27 —10O ERRHREISNTEY ., ENETMHRE (SPI-101CA-NB #HR) 2B\ ThE
MU Z V&Y RMFERRD biviz, 2 < OFEFTIEEG MM P X 3E 5% TH%ICIEE R ENS S ET 55
MCdH D Z e, FHIFLIITEMR 2 MRRESLETH DT ORE LT,

WM B W TAROBEDR S Th DAY N LF ) A v OBGITHE S SRR ENRE STV 5, BRI
WILESI 22 MRS ML TH D20 E L,

B R ORI - BB IEOT-DITITEMNN 22 213 COKEERREOEMALETH Y . KK &
HROLEHTH DL b LF T — b OIRMSCEICHER U CRRE LTz,

FRASCHH ARSE O RIA% R OCEHEB(LPEIE L 2 PRI 5720, AFIER G HIXEMNICHREZ T 5%, &
HOREEZBRT L ENEETHIZOHRTE LT,

SPJ-101CA-NB 3B K& QNS O BEERGGEZICHB VT, A L RRRRA GE TERVWEERE I LT U AL
JERFRO BT Z L b, REIOEEIZE L CEME R O RR L OCEECEERE THT 570,
AR E R EMPN R Z LT 2 F WU LT DUNERH DT ENORE LT,

- 40 -



6. MENDERZRIHEEICHTIERE
(1) AHHE - BEEFOHHBE

9.1 AHHE - MEEFOHDHBE

9.1.1 FHEEXEIZOREENHSEE
SERDEMLT D2 dH 5, (82, 11.1.1 ]

9.1.2 BORMKRAERT LTLWEW2D BUTDEE
T8 EOFEMENERIEZ LE 2 & HET SN BB ICOBRBIEE T IATV RN HEEICR G
5T L, [85, 97, 11.1.9 ]

[ ]

9.1.1 TksphpEd) ZEEN Y X7 EHEEICENT TEERABESNTZY A2 ELTRELTVDLZ Eb,
E LT,

9.1.2 AAILHEEOALAYM THDHT b LFF— FOTRMNSCEICHEIL L TRE LT,

(2) BHaEEER
gh

(3) FFHEEfEERE
9.3 FrifeclEE RS
AANIEITTFRBIC LV IEET D720, MPREEN LS ITLAMEENDH S, 2B, IFEERERS
xtg & Uz R ARBR X 350G L T ey,

(it ]
9.3 WES DRIERIER ISV TAA L DRRBIRS G E T E W EB R ITHEEER S 2338 L7z & ORIVER B 23
b, NTHEREFREE Db 5 BE ST 2EEMENLE TH D - ORE LT,

4) 4hEResH95E

9.4 £iEREEHT 5E
PEART 2 BRI D & 2 LI T 25613, AR ORI KIETERIEIZ DWW TR IS+
BIL., BGRETE 1 ARG, FHFROEKELS% 1 B A BICRW CGIET 2 0080 K ONE
BB SWTCHEAT 2 2 &, i, ARAIR G- HITHEHESHGE SNI2GE T bh e 61
. BEHICARRIORG 2R IEL, ERSICEET S L) BEERET L2 L, (8.1, 9.5 ]

[fign]

9.4 AANIE N TOMRABMEEZET HFRMEND D70 ABIOIRIB~OREZ R 2217 i 5720, CCDS
X° USPI 22E|2, #HEIZOWTRFICTFVEMIEIVNERNH D EEZIHE LT, 728, #EHMico»
TiE, B0 52 A 16 AT IRAEIRES 0216 55 1 5. FEAZLFE 0216 4 1 & [EIHELORGIZHEET 56
HFOMBEMENZEIT D0 A X v ZTDONWT ] 2B EBICRE LT,

(5) 4xi&

9.5 1%
B0 X ATIENR L TV D RIREE O & B e MEIC i3 & 5 Lien 2 &, B ER CIEGEIERANHRE ST
W5, Fio, RRBEGFIERU7-EE T, BEEHm. OMER, IR, TR REOTFENH
bbbl oRERH D, [1.1, 2.1, 8.1, 9.4 ]
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(it ]
9.5 A#iTt N TORAINEZ AT D WREMED & 5 T2 i E LT,

(6) $R3Lim

9.6 237
Behtk 1 AR ERET SE 52 L, BRI EZ N LB~ 08I T 2 A4/ 0
F—Z TRV, FHEEEYw (= h v FF— k) ofmER (T v k) T, AP ~0BITARE
SNTW3,

[figsn]

9.6 ARAIDOHAF~OBATIIMRFT SN TS, RANIAREMEDR @ & B I IRl S 5 TR PEA R
WEnb, /2. B FTOT—HEIRWD, AR EHEUOLAH THL= ML FF—FTET v Mz
THHF~OBITRRD LN TN D OUL®:k#%Fﬁﬁﬁﬁ%m%mﬁm®%%ﬁ%45ﬂ v T
ORO MR IRE S IHEERBEE) D, & FCHILTORICB T 2EEBREEIND LD ITEYT D &
Bz, B®E LI,

(1N MNRF

9.7 INRZE
PRNIPNRA~EET H5A121F, BlEE HoIfTWERICRE T2 L, BMEMAEIH LD
N5z ERWHEINTNWD, [85, 9.1.2, 11.1.9 &)

[z ]

9.7 BHORIEIRGFGHIZEBWT, KA & OREBEENTE CEXRWEERMEKESE L LT mRHHEITR
LNTND I END, EEMRENMLETHDHZOKRE LT,

(8) EkHE

RIE SN TV

%]M

1. #HEHR

10. #E%EH
AFNT. FI2 CYP3A, CYP2C8 (R UGTIA9 [Z L » TRt EN %, [164 BHR]

() HFRZERELZDER
10.1 HRES BFRALBWLI L)

W4 % BRAIEIR - 5 15 BT - SRR
vX 3 AR EX I A MENESELLE | AFNTE S I A OTEERH
(Faa7 A% BIERERZR-_TBZND | W ThHD,
[2.3 ] HD,

[ ]
10.1 ©& 3 Al .
AFNIEH I ALEIUCLTF /A RTHBZH, CCDS KT USPI 2B E& IR E LT,
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(2) FREE L ZDER

10.2 tRERE (BFRISEET S &)

S %

B AIEAR - HEIE 715

BEFE - JEBRIA -

T IV A 7Y REUEY

.
&

T RTHA 7V R
FAFALZ LT T
A7V R

NEx a7V g
KFn#

A iR

Fp

F

AR E N OEFEZFH LB
FCHBENTETLHEELFRHE LT &
DHEND D,

AH B RN S DEFIETNFN
HHFENEDO LR EZEZTZ 1
5,

CYP3A [HEHA]

77V ARV VY
Taty—)u
Ry afy—n
CYP2C8 BHZEHA
MU ARNSY A
Favey < MKy
T7xT7vag R

UGT1A9 [HZ4

AV T ary = L

Yo

=

rete

i

Pirig

AFNOIEM DR D BT b
DT, BFH DRz HE I BIE
L. BIERORIUCT2EET D
g

NS OFEHKID CYP3A ZHET
52 LT L Y AAO M RN
LRI DR S D,

TS DEEHN CYP2CS Z[HES
52 IR0 KAIO MR ERN
LRI DLAREER S D,

D DOFEKIA UGTIA9 % FHE4
52 LT L 0 AANO i AR A

Yirin

HNNR<wBE L &

WIFI~ODRBELBET D &,

HO% LR DEREER D D
CYP3A FHEHl AHENIOFEIERRFI T DBETNN | 25 OIAIAN CYPIA % iFHES
Tr= kA HDHOT, CYPIA FEMEADAR | 22 Lk, KA A EE A

KT rREEr L5,

CYP2C8 #%E Al
Vo7yoeyy &

ARENDAIED RIS D B E 0
»H2OT, CYP2C8 FHEEMD
WEAI~ORBEBES DI L,

Zh B OIEHIA CYP2CS A ki
52 LT L Y ARAO M RN
KT 2 alaetkEnd 5,

TJrx=krA v

Tx= b UOERNEET DR
FNnbH 5,

Hbay (= hLFF—1K) T
Trx= b U EDOPFHICLD
Tx= b A DHE R FERRER
KT L0WERHY, 7=
= M DM REDR EHF 50
HEMER D D,

[ ]
10.2 7 s I% A2 U U RHUEME

AR ET DTV A 7V RPUEMHEZA L L&, HENETEEZRILLIZLORENDH D Z L5,

CCDS M. (X USPI 2535 | Z3%E LT,
CYP3A BHEH M OFFEH], CYP2CS BHEHRI M OFFEA], W ONZ UGT1A9 HEH -

AFNTEIZ CYP3A, CYP2C8 KT UGTIA9 IZ L W RS2 ERHME SN TWD, AFID PK IZKITTH

BITBRERTHONTIE RV EEEEBELRE L,

TJrx=hAfV:

AHID CCDS IZFREHAH Y . ALK EBEOLEYW THL= N L FF— FORMLFEIRELH D Z &
MH, ZHHIZHEILL TRROE L7z,
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8. El#H

1. 8lER
WOBMER RS bbiLd ZENHDDT, BEL 54TV, REVPRD b Gaicidk b
L9 %70 Y RALE AT O 2 &,

(1) EXGEMER & MHERK

1.1 EXLEEA
1111 HrES
200 (BHEARR) . BAAGE (BEARR). A2 BERR) EORBMEEND b, Z &5
HD, [82, 9.1.1 BH]
11.1.2 SBERNEITE (FHEARH)
11.1.3 EEORERE
FETEAEEIRAE (B5AE  (Stevens-Johnson JEMERE) (BB AT . ZALEE BEEARHR) E1ndHobND
ZERH D,
11.1.4 BER
SRR (HERH]) ERHobNDZ DD,
11.1.5 BEEEE
W (BEEEARH) ERbobhd I ERH D,
11.1.6 FFiEERESE (B RH)
(8.4 &IR]
11.1.7 EEOTH HFERH)
11.1.8 ERUHRABRE (AR
[8.6 1]
11.1.9 BinREARASE (AR
[8.5, 9.1.2, 9.7 BHR]
11.1.10 ERfE=E
KB EEAW) . HOEE BEERH) ERbbbhdZ bbb,
1.1, 11 BEYE
TFT7 4 7% — (HEARY) FOEREZBEESSH LN E13H D,
11.1.12 [BEEEE
BRUZUED RiE (563%) ERbbbhsZEndH 5, (8.3 BHE]
11.1.13 EREEE
BN T AAE (62.5%) ERHLOND I END D, [8.7 2]

[z ]

1.1 o REEIRFZHICB N T, AAlE ORRBEGEAEETERVENERORERH Y . BEEFlOBRELH D
TENBRIE LT,
JEE SLEE R OVEMERF IOV TIE, ENE RS (SPI-101CA-NB #ER) TR bALZRIfERICEE
SERHURBEHEELTE L, TSN VTR, WBATTRE LV AT LIEERO 7D THHEARR )
L7,
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(2) ZntoEIER

1.2 Z0itoEIER

50%LL k- 25~50%AT8 25%ATi
& HnE (62.5%) WE, TOFE |[KER, BB, HEXRZME
P SPRON A ik e s, Bk EBRERS., %
FRIE, eI =
K~ 7 %v v ALE, K7
R L O REE NT I UME, KT RY Y
AIMAE, 1KY > mfE
AEZ% L, EME, Y. OAN
H i E B, OFENHIm, LR H
il
ME R, HOED B . =P
B X OMthRREE
JRYWIER X OV A UE f LG/ A W B S [ A
AST &80, ALT #hn. i
R A A PRFEHM, CRP #0, i
v U VD
HEHERB LV BE iR
Ry ik
MR LYY R fEE i ER A
—f% - EEE s
B L OEEEAL O EE
TR R R eV
BB L OIRKEE PRIE Hifn.

[f#an]
11.2 EWNE DFERER (SPI-101CA-NB 3ER, JEGIE : 16) TRO LNT-FEIEAOFER IR OSEE IS X
L7z,

- 45 -

i

2



& BIEFAREBAEE R AR EERY &
[EINEE MFE5ER (SPJ-101CA-NB #RER) DM *IS4ER 16 FlICB T 2RIEHIZOWT, SFERRSEL D
FEAGERNCEEF LT,

£ BREBIRSIER OFEEAZER ORIVERRRE S
(SPJ-101CA-NB #B&, “ZeaMEMAT < SR4EM)

ERIKRIHE (SOC) i (N=16)
FAGE (PT) BIfEH n (%)
G 16 (100.0)
FEOR 2R, MR K OVthmpss 5 (31.3)
s 4 (25.0)
&P 1 (6.3)
BRI R £ OB TRk RE 15 (93.8)
B wL AR 10 (62.5)
TR 6 (37.5)
Z ORI 5 (31.3)
R 9% 2 (12.5)
J95 2 (12.5)
ERINITRZ S IN 2> 1 (6.3)
FRRRZ PEIRZ 1 (6.3)
HE BUE 1 (6.3)
gy e 1 (6.3)
JEYE RS K OV 4R UE 4 (25.0)
R 2 (12.5)
S H K 1 (6.3)
2 g 1 (6.3)
Rtd L O EEE 13 (81.3)
V7 SR 10 (62.5)
RV ZUEY RIfE 9 (56.3)
K~ 732 v v AfUE 3 (18.8)
Y > e 1 (6.3)
K7 VT 2 e 1 (6.3)
RPN i 1 (6.3)
[HCYZ N 4 (25.0)
AST 40 2 (12.5)
ALT #40 1 (6.3)
1A PR SR HE AN 1 (6.3)
C-BE PR [ HE 1 (6.3)
f e v e s 1 (6.3)
B Ik E 7 (43.8)
ARR 6 (37.5)
Mg 2 (12.5)
LD 2 (12.5)
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wERIRHE (SOC) W (N=16)
FAGE (PT) BIEM n (%)
il-2hi) 1 (6.3)
M g% 1 (6.3)
F PN S o 1 (6.3)
JITF9 i, 1 (6.3)
—f - RHEFER L OB G ORE 1 (6.3)
R 1 (6.3)
B8 R B L O A LRk 2 (12.5)
Efepni] 2 (12.5)
MEER LY R RbEE 1 (6.3)
Uit H BRI E 1 (6.3)
PRI RIEE 1 (6.3)
BV 1 (6.3)
B L ORI IEE 1 (6.3)
PRAE i, 1 (6.3)
JHF RELTE R B 7 1 (6.3)
JFRSRE L 1 (6.3)

MedDRA/J version 28.0

9. BEREERICRIEIIRE
BRIE STV

10. BERE
BRIE STV

1. ERLDOEE

14, BRLEDIE

14.1 ERIRMFEFEOEE

1411 72— — Mo WMYVHLTRATLIEBETLZ L, >— FOBEKICK Y . HVELA
WS REREA~FIA L, BICIEEAZ B L CHRBIARSEOEERSIEZ T2 L1 b
Do

[ ]
14.1.1 YIVEEL7Z PTP > — FORBIC LD . BOBLAE S BRI~ L, BISI3Z AL 23 2 L CHiERaiR 2
HEOEERGIELZHRT L EPMEESNTVDLZ &b, —HRIEREE LTRE LT,
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12. FDHDER
(1) ESERMERICED B
BRIE STV

(2) FERREREAERIZED CI1HHR
BREIN TV AN
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X. JEERAREERICEEd SR E

1. EEHR

(M

(2)

(3)
1)

2)

3)

NI ER
VI KB BIF D5 E ] OHEM

R

AR L

<H#EZ>

AY ML F ) A RV ITER L Wiy, v~ 22V 21 HBRER D& 5 5R
BT v b EAWE 12 ERERER O GFEERBR I, —BRIREE R E S ORISR, LIERE D
M RIZBE T 587 A—Z TR SN TR LT, ZROLOWERISHT DA Y M LF /A v OFBIIfHRT
Ehpmodz, [TX. 2. () KERSGHEERER) 0ESR] —J7, 2~13 BEOKEROESHERR (w7
AL Ty RXUFAR) W TAY MV F A U EELLVF /A FERGICE VBRI B2 T, SR
T ORESINS, AT, BE. RIRZ LR OREEY. WONSENITHE D BT R ORE ST Lillish T
BYO ., PR, DERE ORI T DAY NF ) A OB E RET DRI ST\ e
W, £, BESEBRE TOBRREMIEICEBWNT, Y bLF A TP R, OIME R & O RIS
%9 HEAZRMEEILAR L 3536037 QT MIIBIER 2R SR o722 E B HE ST 5 38 3940,

Z Dith D AR

nAttER (SEBER

(in vitro)

A MLF A, invitro TEEHBEOMEEIC LY 7 S F UEAZRET S Z ERmESh TS W,
(=7 2)

T4 )~ ATHERGORIAERZ R 2 Ll ShTng ¥,

fEiR#EREIC X9 1A (SEEHR)

(in vitro)

A4V MLF A, b MERMROBAZREL 9 %49 N ZVRY R, Uy 7 R SRAT YLTAT
VR OGBS R DB R A D S8 5 4 Z ERME STV,

MREER (BEER)

(in vitro)

AV FVF A E in vitro TEHFHERIC X 2 RIEME A 7 4 =— X2 — DS 40 BHEROEME 9 RO A b
T VR LD T HMHGE 2 BLE TS B 2 L STV 5,

(Z> 1)

B OB MBS R T v hET AL ® ROT Vv FEEIRT v FET AV 9 12BN T, A Y hLF /A
PRRIEEREZRT Z g S Tn s,

2. SR

(M

B E5HEMHHER

FME R L

<BE>

AV FLF A OBREIBREEERBIZTER L TWARVWA, vV ANEROKSHEERBRICB VT,
300mg/kg £ TOHABTRERIBBENREN TS, [[IX. 2. (2) KEEREHEERR OESR]
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Elo, ARV TF /A LD TRAKRDT v bEHAWZHEEROEGEZOEENRE I TE Y, 50%H5t 5%
(LDso) I~ 7 AKNNT v N TENZLH 3389 KN 4000mg/kg H T 72 39,

(2) REHREHMERE D
TUARODT v MCA Y P TF /A ERE LRI TRO LY ThoT,
#h | &5 G & I

R o | B | (mekg/R) | (meke/R) AP
~ A 21 M | #&H | 0, 60, 100, | 60Ki# | JEC (400mg/ke/H : 2 T, 100mg/kg/
(MRS 10 DE/RE) 300, 400 H : 1K)
TINHVRAT 7 2 —LEfE (60, 100,
300mg/kg/ H)

WERME, WE, &a. 8. =k -
RKERIE, KEATULE, A -
#5E (100mg/kg/ H LA )

7w b 4, 8, 0, 4, 15, 15 B (40mg/kg/ H)

(MEREA 15 DO/RE) | 123/ 40

o
=
O

(3) BiEMHHER

1) b FAFOEMEE (HEPN) #MBEERAVEEBEEEHER (/n vitro) 2
HEPM ffifaz A Y LT /A TR L THREKREFOFRE MR Lz, TO/RE, 4V MLF /4
FECIXRBNE (LR (S-9mix) FETEIE P CHRRIER OB MRD bz, S-9mix TF(E F LK OIEFIE F DWW
NIZHONTH, PR OREERH SUTRR SR OBINTEE s, ARBRA4 ToMEREThH -1,

2) HEPM #@ii8 % F LM ihgk R B MRS (SCE) RER (/n vitro) *2
HEPM #flaz A Y S LF /7 A T LT SCE OHBBE A Lz, ZO/E. S-9mix TE(E FRUIEF
TETFOWTRIZONT S, SCE OEANIBE SN o7z, BB E LIy 7 a7+ A7 7 I NAUEREET
1% S-9mix TF7E FC SCE D) 6 fFOM MBI S, REROLUSHEN R STz, AR T ORI
HTho7,

3) b MMEHFMEE AL SCERER (/n vitro) ¥

b MR AE A Y R LT A v Ui 32.0ug/mL) TR L T SCE DI BUEE AR Li-, Z OfE 5,
KU R TN — GBI L D SEHIR O Yot THEITRRD ST, SEHEE OB W T E XD b
Tehodz, XHRREEE U720 ER7e U SURIAEE (=4 7 —)b) APRRE (12.87~13.73 i, /i) & g
LCA Y bUTF ) A LR CH BTN 72 SCE HBBEEE OB (R 50%) DBl s iz,

F7o. b MEHEFMICBOTA Y FLF A > B2pg/ml) ZHM T a-F7 b7 TR (ANF, F L7
10— A P448 (RIFHIE ) A% 27— IEHK, Sug/mL) & OFHLEE L CREIC SCE O HBUEE Z st L=,
ZOFER, BEAAECIE SCE O HEBEE AN L7225, ANF SRR CIZBINITRD e o iz,

EBIT, B2 FXIHFT—PEMERL F ¥ A =— AN DAL —OBMEFMNE A Y N LVF ) A~ (8pg/mL)
TRERICAEL Lz, ZOfEE, SCE OHINTRRD SNtz

THHDREENS, b MEHEFMII TERD ST SCE DN, &/ X F—PIEMIC Lo TAEK LT
AV MUTF A ORBWITER T 2ZLOFREMENRE 2 b,

4) NARMEHER
HMEE L
<Hp#E>
MR T A TH D720, THUEMEREL IO IFHRKRFHHICET 5 74 K7 A > (ICH S9) 123X,
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(5)

(6)

(N

DI AEMERIR I T EE & SR,

RS A E R

PR IEIEIIHEI T A CH D72, ICH SO IZHS X | MO IRHER OFER F CTOMMIMREAICBE T 25 3Bk,
S DAITIH AR O A% OFE LW O REE) OFSREIC B3~ 2 3RBRIT AR & Su7evy, 72, ICH S9 T,
FEAERMEEZFHIRT H 2 EBPRITH B I TV DR/ 0 EHE S 0 BUE IR E AR B FEICRB W TR - BRI 55
MRBRIIMLE TRV EENTWND,

AV MUTF A TS OBEARL B DT v MR OTYFI - JRIERAEICET 23 BRI W TR IR AT A B
&Y, BAEFBEEZFRTLILBMOENTNS ¥, S5I2, TOEOHMIEICBWVWTE- YA 5 Fv b
WONARAL ) BRGS0 CRETMAMOREOESICB O THIE (FARMRR, DI R R OWRAE
JlgRR) M OVEKGEEZGURIEGFERIRBDOLND Z EBMEIN TN,

BRI ER
AY M F A v ORERGEERBETIL, 7 v PR~ T ZA~OR 0% 5% ML E ~O I %2 Rig 9
HERIFHE ST, [TIX. 2. (2) KEHESEMERER] 0ES K]

ZOMOEHEE
BB L
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X. EEMNERICETSEE

1. BHHERES
A AV Ry I AT A 8mg, A Y R Ly 7 A TRV 16mg
BISE, A0 S S
) EE-EMEOLGFEICLVENT LI L
BRIy A Y LT A B

2. A
24 71 A

3. AERETORE
S RAT

4. BHRVWLDEE

20. RV EDEE
AFEBRERITBEOL L TRFET D 2 &,

5. BEMI+EM
BEMERSLTA R AD
<ThoLey A
ZOMOBENTEM : BEBTMA (Y Py 7 2% 7L N KT v 7] (RMP O U A7 f/MEiEE D
TOIER SN EH) . & mT LYy (EFERMREHM) [T1. 4. BEMAICBELT
JEAET & EE] TIV. 10, (2) A% TXI. 2. ZOMoOBHEEE] DOEEBMK]

6. A—pi% - FEzhE
Rl—Rimde . 72 L
Rl % 3. OXVYXI~T GEETHIRZ)

1. EgELEERAE
198245 4 7 0 CKE)

8. SERFRBFABRUREES, REELENGFAR., RFEFMBFAR

e HLERREAFRAA H HKRE = SEAM NG A A RFEBRLATEH B
A4V by R®
3 2026 46 H 19 H 30800AMX00150000 2026 428 H 13 H 2026 4210 H 13 H
B 7L 8mg
AV by R®

R 2026 46 A 19 H 30800AMX00151000 2026 =8 A 13 H 2026 410 A 13 H
H 7L 16mg
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9. PRERTXFEM. MERURELTEMFNFABRUTZORE
ZY LA

10. AEEHR. BHERRARFABRUZORE
ZY LA

1. HEEDHM
10 4 : 2026 4~ 6 H 19 H~2036 46 A 18 H

12. HEHMHIRICET 2188
AENTHERL TH L0, [BAFEEETE 107 5 CER 1843 A 6 AfF) I2ES%, 20278 ARKHET
X, WEIT1E 14 ADEREL I TWD,

13. &fE3—F
JEA T A | EREESL o — R B Lt 7 NER A
R4 e \ " HOT (1347 &% |
INHREIE S 22— R (Y] 2— ) VAT LI
AN S
3 4291101M1021 4291101M1021 1301137010101 623011301
B 7L 8mg
AV Ly A®
i 4291101M2028 4291101M2028 1301144010101 623011401
51 7V 16mg
14. R EDIE

Y LR
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2)
3)
4)

5)

6)
7)
8)
9)

10)
1)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
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34)
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37)
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39)
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42)
43)
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EYand Sun Pharmaceutical Industries, Inc.
744 ABSORICA® (isotretinoin) capsules, for oral use

ABSORICA LD® (isotretinoin) capsules, for oral use

AT - Btk

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

KB H

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

DI EESIES

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.

MIER 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. Swallow capsules whole. Do not split, crush, chew, or suck on the capsules.

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 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 have 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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ot e ks
KEOUATCE | 8.1 Pregnancy
(2026 4£ 8 H) Pregnancy Exposure Registry

There is a pregnancy exposure registry that documents pregnancies in patients exposed to isotretinoin
during pregnancy. Report any suspected fetal exposure during or 1 month after
ABSORICA/ABSORICA LD treatment 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, apprise the patient of the potential
hazard to a fetus. If pregnancy occurs during treatment of a patient who is taking
ABSORICA/ABSORICA LD, immediately discontinue ABSORICA/ABSORICA LD and refer the
patient 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: central nervous system (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 get pregnant must comply with the iPLEDGE REMS requirements /see
Warnings and Precautions (5.2)].
Pregnancy Testing
In patients who can get pregnant, pregnancy testing is required prior to, during, and after
ABSORICA/ABSORICA LD treatment.
Pregnancy Testing Prior to Prescribing ABSORICA/ABSORICA LD: In patients who can get
pregnant, only prescribe ABSORICA/ABSORICA LD after verification and documentation that they
are not pregnant:
(1) Complete the first urine or serum pregnancy test (screening test) in a medical setting (e.g.,
prescriber’s office, clinic, laboratory) and verify and document that the test is negative, AND
(2) For patients with:
Regular menstrual cycles, complete the second urine or serum pregnancy test
(confirmatory test) in a medical setting (1) at least 30 days after the screening test and during
the first five days of their menstrual period immediately preceding the beginning of
ABSORICA/ABSORICA LD treatment, AND (2) after the patient has used their chosen

pregnancy prevention methods (i.e., two forms of contraception or committed to abstinence)
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for at least 30 days. Verify and document that the confirmatory test is negative, OR
- Amenorrhea, irregular cycles, or using a contraceptive method that precludes withdrawal

bleeding, complete the second urine or serum pregnancy test (confirmatory test) in a

medical setting (1) at least 30 days after the screening test and immediately preceding the

beginning of ABSORICA/ABSORICA LD treatment, AND (2) after the patient has used their

chosen pregnancy prevention methods (i.e., two forms of contraception or committed to

abstinence) for at least 30 days. Verify and document that the confirmatory test is negative.
If a patient who can get pregnant has had negative screening and confirmatory pregnancy tests but
they missed the 7-day prescription window (the patient has not obtained their
ABSORICA/ABSORICA LD prescription within 7 days of the pregnancy test collection) and has not
started ABSORICA/ABSORICA LD treatment, repeat the urine or serum pregnancy test in a medical
setting and verify and document that this repeat test is negative prior to prescribing
ABSORICA/ABSORICA LD. The confirmatory pregnancy test must be repeated, as needed, until
the patient receives ABSORICA/ABSORICA LD.
Pregnancy Testing During Treatment with ABSORICA/ABSORICA LD: In patients who can get
pregnant who are being treated with ABSORICA/ABSORICA LD, within 7 days before each
prescription, obtain a urine or serum pregnancy test in a medical setting (e.g., prescriber’s office,
laboratory, clinic) or instruct patients to use a home pregnancy test.
If the patient who can get pregnant missed the 7-day prescription window (the patient has not
obtained their ABSORICA/ABSORICA LD prescription within 7 days of the pregnancy test
collection), repeat the urine or serum pregnancy test within 7 days before the next prescription in a
medical setting or instruct patients to use a home pregnancy test. Verify and document the negative
pregnancy test result prior to prescribing additional ABSORICA/ABSORICA LD treatment.
Pregnancy Testing in Patients Who Have Completed ABSORICA/ABSORICA LD Treatment: In
patients who can get pregnant who have completed ABSORICA/ABSORICA LD treatment,
complete a urine or serum pregnancy test in a medical setting (e.g., prescriber’s office, laboratory,
clinic) or instruct patients to use a home pregnancy test:

- At the end of the entire course of ABSORICA/ABSORICA LD treatment, AND
- 1 month after the discontinuation of ABSORICA/ABSORICA LD.

Contraception
Patients who can get 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
treatment, during ABSORICA/ABSORICA LD treatment, and for 1 month after discontinuing
ABSORICA/ABSORICA LD treatment. However, 2 forms of contraception are 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 form of contraception during ABSORICA/ABSORICA
LD treatment. 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
capsules. These reports are more frequent for patients who use only a single method of contraception.
Therefore, it is critically important that patients who can get pregnant use two forms of contraception

simultaneously.
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Primary forms Secondary forms

- Tubal sterilization Barrier:

-Male partner 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)

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 treatment, the patient must:

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

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 simultancously again for 1 month before resuming
ABSORICA/ABSORICA LD treatment

d. Have a second pregnancy test after using 2 forms of contraception for 1 month.
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 (6™ 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 treatment 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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(2026 %= 8 H) The safety and effectiveness of ABSORICA/ABSORICA LD for the treatment of severe recalcitrant

nodular acne have been established in non-pregnant pediatric patients 12 years of age and older with

multiple inflammatory nodules with a diameter of 5 mm or greater who are unresponsive to

- 61 -



conventional therapy, including systemic antibiotics. 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 years of age and
older /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 12 years of age
and older 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 12 years of age and older 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. Evaluate the
musculoskeletal system of pediatric patients who present with these symptoms during or after a
course of ABSORICA/ABSORICA LD. Consider discontinuing 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 treatment with ABSORICA or
another isotretinoin capsule product was evaluated in a double-blind, randomized clinical trial
involving 396 pediatric subjects 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
pediatric subjects, 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 treatment with isotretinoin capsules for
pediatric subjects 12 years of age and older 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 subject 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
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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 pediatric subjects including those 13 years of age and
older, 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 pediatric subjects 12 years of age and older 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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