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ALL : Acute lymphoblastic leukemia, 2% Y 7S H L fp

ADR : Adverse Drug Reaction, #4745 %K%

AE : Adverse Event, HEH%

AUC : Area Under the Blood Concentration-time Curve, M (&) HF 54 i BE—Irq R if
R T

AMED : Japan Agency for Medical Research and Development, [ESZAFZER%1E AN A AR
WA FE P TR A

Cmax : Maximum Plasma(Serum) Drug Concentration, i IfiliE (F) HiRE

CML : Chronic Myelogenous Leukemia, 185 861 (A 175

CTCAE : Common Terminology Criteria for Adverse Events, A & 554 HE L E
CTD : Common Technical Document, =& + 727 =H/L « K& = A b (EHEE@EL
EE)

FDA : Food and Drug Administration, >K[E& 5= F 5

GCP : Good Clinical Practice, [ 35 o g R 5B 00 i D L EIZ BT 28 45

GLP : Good Laboratory Practice, [Z3£ /5% D222 BH 7 % FERR IR EAIR oD St o> KL vE I S
TOHHET

GVP : Good Vigilance Practice, FE3dn, EFES L, (LS, ERES LK OB ER
HRIG ORGER TR Z R E O T AT

HED : Human Equivalent Dose. bt Z&{fifH &

HNSTD : Highest Non-Severely Toxic Dose., faXEi) I R 72 B fE 2N FEBL L 722 Wi s 4%
H&

ICH : International Council for Harmonisation of Technical Requirements for Pharmaceuticals
for Human Use. [ 3 5t KL I 5 F ] Bl o ke

JAK : Janus Kinase, ¥ XA¥}—+F

LOAEL : Lowest Observed Adverse Effect Level, #x/ gt &

MedDRA/J : Medical Dictionary for Regulatory Activities/J. ICH[EIFR[E 3K 54 0 AGER
MHLW : Ministry of Health, Labor and Welfare, &4 55 {84

NDA : New Drug Application, #r#&z8 H i

NIHS : National Institute of Health Sciences, [ 7 [ 38 5 £ 5 4 2L BF 58 Pl

NME : New Molecular Entity, #1820k 505 A =35

NOAEL : No Observed Adverse Effect Level, M4 &



PBRER : Periodic Benefit-Risk Evaluation Report, EHHI<%~7 ¢ > bk « U 2 7 ZEh#

He
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Ph+ : Philadelphia Positive, 7 .t 77 /L7 .t 7 Yu e REGM:

PK : Pharmacokinetics, ZR¥yiihfe

PMDA : Pharmaceuticals and Medical Devices Agency. M 71TEE N B S 5L RS
AR

RBC : Red Blood Cell, 7RinLEk

RMP : Risk Management Plan, [E3f5h U A 7 EEE |

RS : Regulatory Science, L' =7 FJ —H% 1 =X

SD : Standard Deviation, 2R 2=

SI : Safety Index, ZZ&f%%k

SM : Small Molecule, &%y ¥%&

SOC : System Organ Class, #sE Bl K> %E

STD10 : Severely Toxic Dose in 10%. #ERENY) D 10%(Z EHE e ENEH T o5&
TK : Toxicokinetics, F¥ > aF% 7 17 A

WBC : White Blood Cell, [ 1fiER
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IZBWT, —fRICE MR G-RIE, b IEEE O m OBV & O T R R AR
IZBITHNOAELZ S L2, 71 A MU » ZHIIE, & 2\ E3EYENRE (Pharmacokinetics,
PK) TH#ICHEASDWTE MEMAHE (Human Equivalent Dose, HED) #&H L., & 51Z
BRI DHFECIFIR R T VA V2B E 2 B2 BB LR E S, Fl 2 13m R
FITB T koM EtEE A3 2HBRED I 5 056 Tld, TOMOFIELZES
o, & LTERY, —EOFPHTH 20N EtEBRE )b Db MR T Rl SMF ]
REME A RET 5,

AREIZBWTIE, BHERBREE O B N 22Tl ~OSMF TRV E A RET T 5720,
A AR THGR SV MR A AV DRIEE « 2R & FF O PUEM I IR IC 1 2 R & &
NOAEL & DR, XUt hEEMITEIT HIRERE L~V OBMRZ A L, FERIR
AR & B RRBR A & A B S - BN L et T a 7 7 A V&R L7234,

E28 Ak

F1E MR

PMDA @ Website T/AF S 417z, 2009 4F7)> 5 2013 4FAGE D NME (423 5%43) D 5
B, M A DERE IR A D 18 flisr DFFEAIEE (~2004 4F 3 A MHLW £
%, 2004 4 4 H ~PMDA {ERK) . ABHFEER GREBEUSFIER) B XM GEE
TS L L7z (Table 2-1), &R OWT, FEEER R & L O ER 5 EMER
B Tl B ME D E - T2 8 O NOAEL, #EEEM) O 10%I2 EE 2 st 3 36 84 5
Pe b (Severely Toxic Dose in 10%, STD10) ., fERENICEE e ENREL L 72\ Wik
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5 (Highest Non-Severely Toxic Dose, HNSTD). HED. NOAEL (23517 5 IR &
(I E (%) FiEE (Maximum Plasma(Serum) Drug Concentration, Cmax) I3 X
O () F 3P —RE i#R T g (Area Under the Blood Concentration-time
Curve, AUC)). FRRFERAE & L OB SN mkm G &L L OREHED K&
H&IZB T 2E%ER (Cmax 3 X VAUC) ZHhiH L7= (Table 2-2),

Table 2-1 NMEs for blood cancer analyzed in this study

Azacitidine Bendamustine hydrochloride Bortezomib
Cladribine Dasatinib hydrate Fludarabine phosphate
Gemtuzumab ozogamicin Ibritumomab Tiuxetan Imatinib mesilate
Lenalidomide hydrate Mogamulizumab Nelarabine

Nilotinib Hydrochloride hydrate Ofatumumab Rituximab
Tamibarotene Thalidomide \orinostat

Table 2-2 Data source

Non-clinical safety study data Clinical study data

NOAEL in the most sensitive species Maximum approved dose

STD10 Cmax and AUC at the maximum approved dose
HNSTD

HED

Cmax and AUC at NOAEL

$21E HBRBEOERKL

FEERIREER I X O RFER C, 5 EHALIZ mg/m? & mglkg DMRIE L7=7=9, A (D)
12XV mglkg 12— L7z,
REYM720 OG5 (ngkg) =EKREMEY - O%G58& (mg/m?) %% Q)
#¥ . ~ o AL 3kg/m? T v MiE 5.9 kg/m?
A X% 20 kg/m? o X% 12.5 kg/m?
Pt 12 kg/im? (FDA HA KT A v %)
b N3 37kg/m? (FDA HA K5 A 2 %)

TR DGR SN mx G EIIL T o@m ) B LT,
1) FEREFICL ALV OREED EIRPHE S TW2RWEEIE, L1
BICBIT 5 1 7Y Ofkixh &

11




2) FEEWMEECLIHYZY O ERNATEH SN TWAGEITYEAE
3) Pl E- &L 2B HUBO®RE & (Fl 11X 2 #H EU\M@&QE) DEIL DA
WZiX, 2EIBLEO 1 BH7-0 OxEkE &

Uﬂk

PRARBR AR DB MZ DWW T, B AR ARBRE S8 0 #RIEIC B 1 % il BR s
&5 U (Table 2-3) | FEREIRFBRAE O BRI DWW T AR b EZEO @ W E O I
RGBT DB EREORBRAE 285 L= (Table 2-4),

Table 2-3 Handling of clinical pharmacokinetic data for safety evaluation

Priority Subjects Order of exposure level
1 Japanese nonelderly patients with Exposure at steady state
approved indication Cmax — Cxxh — Ctrough or Cmin
AUCo..c — AUCoxxn — AUC
2 Japanese healthy subjects Exposure in multiple dose studies

Cmax — Cxxh — Ctrough or Cmin
AUCo..c — AUCoxxn — AUC

3 Non-Japanese nonelderly patients with Exposure at steady state
approved indication Cmax — Cxxh — Ctrough or Cmin
(In case that a drug was approved based AUCop.» — AUCoxxh — AUC

on bridging strategy defined by ICH-E5%)

Table 2-4 Handling of non-clinical toxicokinetic data for safety evaluation

Priority Species Order of exposure level
1 The most sensitive animal™ at repeated Exposure level** at the last dosing at NOAEL
dose toxicology study Cmax — Cxxh — Ctrough or Cmin

AUCo.» — AUCoxxh — AUC

2 The most sensitive animal* at repeated Exposure level** at steady state at NOAEL
dose toxicology study Cmax — Cxxh — Ctrough or Cmin
AUCO-oo - AUCO-xxh - AUC

*Animal species that gives the smallest NOAEL.
**If the exposure levels were different between male and female of the same species, smaller level was

selected for this calculation.
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$3E REEH

B8 L~V O %% (Safety Index by dose, SI-D) . 35 X OWEFZ & L~ (Cmax
BILOAUC) D245 #% (Safety Index by Cmax, SI-C 35 L Of Safety Index by AUC,
SI-A) 1330 (2) ~ (6) ICLVEH LT,

SI-D = NOAEL (mg/kg/day) / maximum approved dose (mg/kg/day) (2)
SI-D (STD10) = SID 10 (mg/kg/day) / maximum approved dose (mg/kg/day) (3)
SI-D (HNSTD) = HNSTD (mg/kg/day) / maximum approved dose (mg/kg/day) (4)
SI-C = Cmax at NOAEL (ug/mL) / Cmax at maximum approved dose (ug/mL) (5)

SI-A=AUC at NOAEL (ug * h/mL) / AUC at maximum approved dose (ug * h/mL) (6)

RSy AR R, B X OBURESR 2 %512, SI-D, SI-C, B L UVSI-A O i %
BH U7, £ D SI-D & SI-C & D, BXOSI-D & SI-A & OB O REM%R%Z
L7,

F41E sHEREHTOTI7AIL
BZE T 7 7 A UE, HEELNVEB I OREE L VO AE
i, EFEEE LTINS VO STIEICHE L (Fig 2-1), 7238, BN X%

HEL~L, RICEBBEL~LDIEE L, BEEL~LE LT, SI-C & L<IT SI-A
DNTRRESIL TR AT 1 7 7 A ASHEICHIA L,
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m Dose level Exposure level m Dose level Exposure level

Animal Human Animal Human Animal Human Animal Human

Dose level Exposure level [V | Dose level Exposure level

|

Animal Human Animal Human Animal Human Animal Human

vV Dose level Exposure level
[] NoAEL
[ [[] Maximum approved dose
—% B Exposure at NOAEL
E Exposure at Maximum approved dose

Animal Human Animal Human

Fig. 2-1 Quantitative Safety Profile

| Profile | : SI-D >1.0and SI-Cor SI-A>1.0 (kb EFE LWENZEMETn 7 7 A L)

Il Profile Il : SI-D=1.0and SI-Cor SI-A=1.0 (ZF LWBHWEEME a7 7 A L)
1l Profile Il : SI-D >1.0 and SI-C or SI-A<1.0 (CREFEEZET LB EMETn 7 7 A L)
v Profile IV : SI-D <1.0and SI-C or SI-A>1.0 ((EE A2 ES L2 BMLEET 07 714 )0V)

v ProfileV : SI-D<1.0and SI-C or SI-A<1.0 (B bIEEBEEZ BT EMNEZEME a7 7 A1)

£ 5IE HEHEEMN
FEEHRATIZ 1 Microsoft Excel 97-2003 (Microsoft £, H5T) Z{FHMH L7-, ZHE D

FABEIZ DU T Spearman’s rank-correlation coefficient |2 X ¥ | falR=R 0.05 K THE
EHIE LT,
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T 1E MFBITER
$tged L7~ 18 A4y @ 9 5. lbritumomab tiuxetan (224K D 5 N2 L B 70 3 BR R
FENE LN Do T2 T2 DRI U Y O 17 iR Tt g & LT 17 B OWERIE
5 73 13 sy, B L OPUREIK 4 5oy Th - 7= (Table 2-5),

¥ 21 NOAEL., TK, RBIh-HREaHAE. LUK PK

KAy D NOAEL, TK, AR EINn-kEmHE, BLXOWK PK 27~x7 (Table 2-5),

15



Table 2-5 NOAEL, TK, maximum approved dose, and clinical PK

Drug NOAEL at NOAEL Maximum | at the maximum
in the most sensitive species** | cmax AUC approved approved dose
(mg/kg/day) (ug/mL) | (ug-h/mL) | dose
(mg/kg/day) Cmax AUC
(Hg/mL) | (Hg-h/mL)
Azacitidine | 0.2 | 2Weekrepeateddose |, 0.168 2 417 | 144
toxicity study in dogs
Bendamustine 15-week repeated
. 1.65 | dose toxicity study in | NA 0.659 3.2 8.615 10.212
hydrochloride
dogs
4-week repeated dose
Bortezomib 0.045 | toxicity study in NA NA 0.035 0.187 0.186
monkeys
2-week repeated dose
Cladribine 0.1 toxicity study in NA NA 0.09 0.006 0.314
monkeys
Dasatinib 1-month repeated
0.9 dose toxicity study in | 0.0066 0.032 3 0.0659 | 0.2859
hydrate
rats
Fludarabine 13-week repeated
1 dose toxicity study in | NA NA 0.54 0.445 5.592
phosphate
dogs
Gemtuzumab | ,, | 4-week repeated dose | , o, NA 0.24 364 | 2231
0zogamicin* toxicity study in rats
Imatinib 13-week repeated
. 3 dose toxicity study in | 0.06 0.27 13.3 3.94 66.1
mesilate
dogs
Lenalidomide 52-week repeated
2 dose toxicity study in | 1.389 4.412 0.4 0.714 2.773
hydrate
monkeys
Mogamulizu 13-week repeated
matiq* 40 dose toxicity study in | NA 263610 1 40 4190
monkeys
30-day repeated dose
Nelarabine 10 toxicity study in NA 6.6 40.5 NA NA
monkeys
Nilotinib 4-week repeated dose
Hydrochloride | 5 toxicity study in dogs | 0.296 1.56 13.3 2.32 19
hydrate
7-month repeated
Ofatumumab* | 100 dose toxicity study in | 10595 1754363 33.3 1691 716835
monkeys
2-month repeated
Rituximab* 20 dose toxicity study in | 161 NA 10.1 194.3 118237
monkeys
. 4-week repeated dose
Tamibarotene | 0.016 - ; NA NA 0.16 0.0447 | 0.314
toxicity study in rat
13-week repeated
Thalidomide 30 dose toxicity study in | NA NA 6.7 1.6 15.9
rats
Vorinostat 20 | A-weekrepeated dose |\ 0.423 6.7 0227 | 1.43
toxicity study in rats

*Antibody. **Animal species that gives the smallest NOAEL. Abbreviation: NA, not available.

16




O BEZEOBERCEREII Y VTR A X5 BEIRT v F5lTH -T2,
NOAEL TOMBEFEE & LT, Cmax B8 X O'AUC oW TN b o 7=t @ 6 sy, Cmax
H LIZAUC ODWNTNUDDBF LT H D 6 Alisr, 3L U Cmax 3L YAUC DWF73
HIEONRDP ST LD Tholz, £, AR EHBETORER L LT, Cmax
BIRAUC OWTNEELNE N> DIT 1S Tho T,

B3 RERVBLUEMREMHTDI 74

BRI B L OENL BT 07 7 A V% ~T (Table 2-6),

Table 2-6  Safety indices and safety profiles

Drug SI-D SI-C SI-A Safety profile
Azacitidine 0.1 0.03 0.1 \Y/
Bendamustine hydrochloride 0.52 NA 0.06 V
Bortezomib 1.29 NA NA —
Cladribine 1.1 NA NA —
Dasatinib hydrate 0.3 0.1 0.11 V
Fludarabine phosphate 1.9 NA NA —
Gemtuzumab ozogamicin* 0.5 0.8 NA \
Imatinib mesilate 0.23 0.015 0.004 Vv
Lenalidomide hydrate 5.0 1.9 1.6 |
Mogamulizumab* 40.0 NA 62.9 |
Nelarabine 0.25 NA NA —
Nilotinib Hydrochloride hydrate 0.38 0.13 0.08 \Y
Ofatumumab* 3.0 6.3 2.4 I
Rituximab* 2.0 0.83 NA Il
Tamibarotene 0.1 NA NA —
Thalidomide 45 NA NA —
\orinostat 3.0 NA 0.3 Il

*Antibody. Abbreviation: NA, not available.

SI-D (X 17 i TESNLTZMN, SI-C B I OSI-A DWT N HELNR -T2 H DN 6
oy b ir ool B EEM T 1 T 7 A VO SEIT I TICOWTHEEE 72 o T,
WERIZ, 3RIE7T e 7 7 AV I, 2003707 740 L, BEXO6 iz v~
7 ANVNVIZHEI T,
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STD1I0 BEIOHNSTD I L VW EH L~

Table 2-7 Safety indices by STD 10 and HNSTD

e Z R (Table 2-7),

Drug NOAEL SI-D STD10 SI-D HNSTD SI-D
(mg/kg/day) (mg/kg/day) | (STD10) | (mg/kg/day) | (HNSTD)
Azacitidine 0.2 0.1 NA NA NA NA
Bendamustine
hydrochloride 1.65 0.52 NA NA 9.9 31
Bortezomib 0.045 1.29 0.1 29 0.1 2.9
Cladribine 0.1 1.1 NA NA NA NA
Dasatinib hydrate 0.9 0.3 15 5 NA NA
Fludarabine phosphate 1 1.9 405 750 NA NA
Gemtuzumab 0.12 05 e o e e
0zogamicin*
Imatinib mesilate 3 0.23 200 15.0 NA NA
Lenalidomide hydrate 2 5.0 NA NA NA NA
Mogamulizumab* 40 40.0 —** —** —** —**
Nelarabine 10 0.25 NA NA NA NA
Nilotinib
Hydrochloride hydrate ° 038 NA NA NA NA
Ofatumumab* 100 3.0 —** —** —** —**
Rituximab* 20 2.0 —** —** —** —**
Tamibarotene 0.016 0.1 NA NA 7.5 46.9
Thalidomide 30 4.5 NA NA NA NA
\orinostat 20 3.0 1534 229 NA NA

*Antibody. **ICH-S9%" is not applicable to macromolecular drugs. Abbreviation: NA, not available.

ICH-S9% Dl x5 T2\ 4 sy < 13 7T 2T, STD 10 38 L TYHNSTD
DOWFTNHHFELNTZED LS. STD10 b L <ILHNSTD OWTF N3G bz b D
6 5. BLUSTD 10 BLUNHNSTD OWWFN LN N> T-H D 6 iy Th -7
728, SI-D (STD 10) &5 TH LA, BLVSI-D (HNSTD) & 3 ik CEL

77
2Ry, R TEE. B L OWUREIKIC/HE L 2RO RNy ey MEIRT
(Fig. 2-2),
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All Small molecule Antibody

safety index safety index safety index
100.000 . 100.000 100.000 .
< L 4
10.000 10.000 10.000
L 2 L 2
i ¢« 2 : « 3 $ .
1.000 Pe . . 1.000 . v 1.000 . s
L 2
$ . .
0.100 +H— 0.100 H—‘—‘— 0.100
L 2 L 2
0.010 e 0.010 hd 0.010
L 4 L 2
0.001 0.001 0.001
S-D  SI-C  SlA S-b S-C SIA S-D  Sl-C  SI-A
n= 17 8 9 n= 13 5 7 n= 4 3 2
Median 0.52 01 0.1 Median 2.5 0.83 327

Median 11 047 011

Fig. 2-2 Dot plots for safety index

SI-D 23§ 57z 17 iy O 8l (range) 13 1.1 (0.1-40.0) THY, D HH 8k
L0 K TH -7z, SI-C G LIE 8 ks d I (range) 1% 0.47 (0.015-6.3)
THY, TDOHIHL 6N LORMTH-oT=, T2, SFABNEL N 9 55y O Jfi

(range) 13 0.11 (0.004-62.9) THV ., ZD 55 6 s H 1.0 Kl CTh - 7=,

&r+3 D SI-D, SI-C, B LU SI-A OF1 i (range) (XZ4Z4L. 0.52 (0.1-5.0) .
0.1 (0.015-1.9), B KL 1r0.1 (0.004-1.6). HiiREHD SI-D, SI-C, B LU SI-A DHk
& (range) 1XF+HZ4, 25 (0.5-40.0), 0.83 (0.8-6.3), BLU32.7 (24-62.9) TH
- 7= (Fig. 2-2),

SI-D & SI-C D/, BILOSI-D & SI-A & ORIDORE%Z7~7 (Fig. 2-3. Fig. 2-4),
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SI-C

10.00
*
*
[ } 1.00 + i SI-D
0.01 0.10 1.00 10.00
*
+ 010 +
.
’
0.01 +

Fig. 2-3 Plot of safety index by dose versus safety index by Cmax

SI-A
100.000 T

10.000 =

I 1.000 g | SI-D
0.10 1.00 10.00 100.00

0.010

0.001 4+
Fig. 2-4 Plot of safety index by dose versus safety index by AUC

SI-D & SI-C £ D], BLUSI-D & SI-A &L ORICIEDOHEERFMENRD iz,
(SI-D versus SI-C: Spearman’s r = 0.9524, p < 0.01; SI-D versus SI-A: Spearman’s r =
0.7699. p<0.05) (Fig.2-3. Fig.2-4)
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WFIERIGe e LIZpmnIZ BT ARG E L~V ORELEE (SI-D) CIBEEL LR
%% (SI-C, SIA) O JEIXZ L ZEI, 1.1, 047, BLV01L THY, 5ANK
TWEIR & o7 (Fig. 2-2), SI-D O RAEIL 1.0 ZE X 72 b DD, SI-C B LU SI-A
DOHFIAEIL 1.0 R TH 7=, IHIT, SI-D NEHTE 720D 5 B D 47%, SI-C 23
B TE D9 HD 5%, 3 L OSIFABREITEX D 9 5D 67%ICHB VT,
TRFEN 1.0 RiETHDZ ENHLMNE 2572, NOAEL (Zftx T STD10 BL W
HNSTD # W TG E LNV ORI EZ R TE 2 DIL 5 DA T, Hiii
ORI AT A R T A4 VBB RHEINTZDD 2010 4FTHDH 72D 1T & A E DK
HEEEEHIIWTSTD10 3 L OVHNSTD IZBE T 2 M & T\ e o 72 2 & A
EEZBND, 5D 9B, SI-D (STD10) & L< (X SI-D (HNSTD) 7% 1.0 Kiifi
DR IFELS . NOAEL IZX W REHL7ZSI-D kv K& 2%~ L7z (Table 2-7),

Kato 533, b FORKHEIZEIT S PK X7 A =2 B L OO EEEEIZSIT
5D TKXT A= DI EITV, 7 v PBIOS XIZEBT 5 3 » A KERGHHRER
(2B 25 NOAEL &b MIBITHEAME, SHIZT7 v b, A XBXLUVE MIBITD
AUC #3512, 7 v ME b CGE®$=126) 5L O X/t Mb CGEY$5=122) % HH
L7c&EZAAUCDT v ME MO IAEIX 4.64, 38 L X/t b o JufiiX 6.29
EHELTEY  AMETHE LI SIFA OFREL D KEVMEE /R LT, Kato 51,
PUEWE., PLEZE, PiUA NV AIE, BLOPUEMEEEIR A RSB OEOLEXG L L
THEY | Fox DWFTERR T 5 MK ATERIED HOFER & O BEHELBIINETH 2,
LavL, BBRZEN Z S0, Kato H23%5 & L 7= SEah ik TP iE I 38 & Brsh L T
% 1= OF x OWF IO R RFINFEIR & 135870 573, NOAEL L ERARHED AUC HAS 1
Kz R LT OFIAGIE, 7 v Me FIE 24%, BEL O X/ FIZ 13% TH D
e EEMEETO AUCER AR TO AUC lIC K 2 B2 T a7 7 4 LD
FEIZ IV, MR K LAS D TN BRI 35\ T H NOAEL @ AUC 73 BRI &
D AUC (TR T/NE WIS 13~28%1F(ET D Z 2R LT 5,

Kayama 5%, PUEMEEK 2B L7 52 28 & LTEW & b - ORBREK
#E A FEIC NOAEL 1 > 7 v 7 A (AUC at NOAEL / AUC at the maximum approved dose)
ZEH L& Z A, PUfEIE 3.5 T, 52 iy 20 A5y (38%) @ NOAEL 1 > 7 w7
AN 1.0 R ThHdHZ EE2WELTW5D, Kayama b PSSR 2RI L T D
DD, Fox OMFERIR TH D MIEN ATREIED B OFER & OBEHEIINEETH
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LM, NOAEL A > v 7 A (AUC tb) I[ZX B2 BMZEMET 1 7 7 4 L OFHEIZEB W
T, PUEMEREESK LA O FAFEIRIC I\ T H ERRH & T AUC 78 NOAEL T AUC
Z BB % 3EHND 38T HZ L 2R LTV D,

Kato 5 *° 3 X O Kayama & “ O#fFZEx, WL h NOAEL TO AUC K& T
D AUC DAY 1 Al 2 /s 3 3 3 il 2 o T — B DEIE THIET 5 2 L &R
T2, BERBRAAEO b MR T R A~OSMNE T RREOREHIH TV BET & F
HEEZBND,

PUREI DL 2455 (SI-D, SI-C, BL W SIA) OHFREITES FHDOZNEO
PREIZ R TEVMEZ R L2y (Fig. 2-2) . FUREE DR EA D 75 < BEaHEMT D
KR E Lo o To OEFRIZIZRA N H 5, ZHUTB L Tidk, Kayama & 023, /31
FERL DL EBEITEN FER NI TREL, TOME[ITE /) 7 0 —F ik
EFEMLTHETHLZ EAWMELTHY, xR LFET L EE2 N5,

ICH-S6*H 2T, < O3 FEIETIX, FE - AR A2 5 EiEtED 7=
DIZ, WHS L8 BIIX Ty b, A4 X) 2 L7E g sEEREB L LI
UIXEWRE 72 & 7o\, ZAaMFMISED 28 FENH OGNS L9 Gl s itd
T ThDH, WEUIREMHEIL., ZoEMHEICZBZERTI=E =7 (£ 7 v—F L
KOBE) BRI LTEY, WRWENEHPNEZ2 T X o @i ch s, &
RSN TV D, AWFTEDOX G & LT HURES 4 plcy T 3 sliri DU Ttk Br kg
PFONT-EFEII T L OHRTHY | BT A KT A O HX G L 72 D mIZi% X
THZEEERTDHEEZLND,

SI-D & SI-C D, BLOSI-D & SI-A L OBICIEDOFRENZE S b (Fig. 2-3,
Fig. 2-4) . &G EL NV OZRRBN OREEE L~V OZARBUI THIRETH 5 =
EhRAET S (MHEER, £, BENZEET e 7 s A VSEO I BLOV L, &
BB L~V DR AR L B L~V O RLREDNE TR TV s L08R,
ViZdWTid LOKN) ThHHZ AR, WA IS | UL VIZHEIND
72, SI-D & SI-C L Df, BLUSID & SI-A L ORICIEOFENSE LNz B X
bbb,

1R DH ., 2 N ERZEMETa 77 A4 I, 3BLO6 N &N Zet:

077y ANVICDEI N (Table2-6), =277 A4V, IV, BLOV
WO SNDEANL, B e b b TIIAENEIRED L IZRGMEN R 2 EOHE NG
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FHPERBR AL Tl P TTORAMEE I TE RN LA B L, IR 21T
I BRTITFER B E DN LB/ B, TK X T A —& L | FHRBRICE 1T 5 PK /X T A —
BB EM UTe BRI S ERREET a7 7 A VR I, IV, BEIOV IZH
HINA5A1%, SERBREEO v M2 T RI~OSMERTEEMEN AR 7o, 5 |
FHLARE DR ﬁ% ZEWTIE, IS U T e 22 R B 36 L ORI A I
HORRE., 3 KL ORFRRIR AL OFEINE O Z2 VMR R 2 5 8 L 72 InBR 320 5 i
DIERRREELE 2 5,

AAFFEDOXGR & LT ERF L OF ARG F IS, IERRARRBRAF I K ORFIR ufﬁﬁﬁkﬁ‘a
il SPER el e i = B V1 (fi\fﬂﬁ%a@) i L7cb DR H 5, HlZIE
WIVT Y I T OFEEREFICBNTL, RE FL7 Yy I7) OoTPERKES= (1.3
mg/m?) 137 v hB L LVOKERGHBRICE WO CEBYRRD LN HELIF
FERIETHY, BREBIZTOWTHUFELRNEB X ObND Z b, REDERKMEH
ICBWCIREEREENEEND ] LtfficshiTnd

Tsuda H4 L, BRI OAE LN EHEEEZRKHETH L Z LICK VR L
el (GEV~UV) & MR T o M R A AR BT ol R T o 7z
A (R E L ~L) ZEREGOL 4 &ﬁ@ﬁﬁ&#é EERHERL NS,
TEEINRTIAD . ERLBEABRCAGREREICB W CIL, JERRRBREGEZ B F 2 72
mEB I WEW e a7 74’/1/%%%?“6 ZEIIMHEATHY FDATTA KT A~

[Guidance for Industry Reproductive and Developmental Toxicities — Integrating Study
Results to Assess Concerns] OBk fds L OMRFZE EOBUIMEOHIZB W T, B b
TORGEOREGZERE L ORREZITMT 22 NN ETH L LB TEY | BERRT
HH7 AUC R° Cmax 4 fRiE L LEZIRFEE L b N CTORGHEAENGHE I
LIEEEE L 2R L, b M CTOREMETHIA~OIF e 2 35 & 9 KedDTWD

BEMETe 7 7 A NV EENICEHMET 52 FEE LT, & FOBRKREKICE T 2 HEES
MR L. B CERME AR T ECIREE L O AR LTl 5 k. Bk
L7TEMEFE L O THET 50, EEMLITET D RSHIEE L TEMINL TV RN
B, FAEIETHUGIT 5 EIRMBERA~OFIZRA DR H 5, EIHRMBFICBET HITE
A RTA B nWTidEERBRlE O v b2 et T Hl~0FH 2 BBIC/ER S
b ORGFEEET, ZUIEERTA R4 b LARBERATA RT A 2B\ T,
—EBDFLRN D HFRE D=0, KRFEBE OB THER SN DK b ESZMEOEWEI O
NOAEL t KM E & ZB#E ST ‘LR 1T 7 A V& LTHELTcFHx O
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FIEIL. CTD VB DBRICATE A A BT A i S TO AR W EEI~ DS D& B (2
RHEEZLND, AFII TS CTD Module 2 (21%, FMERBRICH T 2BFEED
BEEHDEEN TRV DL L, AWFFERI G D 39%DR/ITIB VT, ERY LA
7Ty AINVDGENTE 72 oT-, T D7D CTD Module 2 1238 T, FElEiRBREL
o NEEETHA~ORRZIEET 5720 0OEHOER 27 ICRE L, BNLE
ETr 77 A VERMIZ LT BT, b N ERMETRISOIMNFRENEEZ B35 2 &0
HELEZD, $/o, GVPR THESND RMPER TlL, THEERRESNIZY A7 &
L7-BRi ), TEHERFEENY A7 L L-ER] B THEERREEHRE L7-HH)
[ZDWT, FERRIR T —# b OfFH, BRIRT — 2 b O, BUEIRFE% ORI A B
Fx, HE, BHETLER, SUREZIRT LTI AT 2%, fMRamiilcsgds b
EINTHED, FrxH CTD Module 2 IZH72ICIRET 2 HE L, BENEENT T 7
ANEEFE LI RMPAERICAHI THL LB X5,

o8 MR

FRAR & & MR NOAEL & Dk, k6 K ORFIRH &Ik 1T RS s & miEa
BRD NOAEL (BT DM a4 i1 25 2 L%, BMRBRAGEEZFIH L Ce Mokl
L LBV EAT O 12D XL FED—>Th 5, SRR, BB R
Th DRI 1.0 RimDEE1E. NOAEL (2B 2H%58b L IXBEEN. I
KHAES LATMKRHECORERL TS Z &2 EWT 2720, #HERBREGIL e
N TOLEEMEZHRETERNIEZRLTWD, 2D, BESEEIEEL L&
LB T 1 7 7 A VOFHIE, BEHRBRAGE O b N2 T~ O SME T RENE & iR
T2 ETHNRFETHDLEEZ D, KRBBEEIIBWTHZRRHMAEIREL L&
Wt 7 a7 7 A VOFEM T Tnd Z &, CTD Module 212 Te R TO
LRMET RN IT 5 IR BARE O SMF T REME ] OB -2 B ORELXRST T 5,
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B3E MRVAREREOEMZREMTOT 74 IILOFHE

£ 18 BB

ICH-M3(R2)*-Cix. TEGRBIFE OB £ TITITh 5 IERRIR 2 &M BRiL, @
RO bDTHLN, BIKREBROEME T THRNAL ATREEO H 2 HEERZ 5512
SMNZTDHHOTRLS TEARDHARW] L LTWD, £72, ICH-E8® B\ TH, [#]
MOIERRRBRIL, N3t 2 9% 58 & VL2725 M 28 IRT 5 =01 +5
PREH . K OFTEE IR O E B0 K OB ERIZ OV TOFERAHE SN DT
T b7 L LT,

ARETIE, F2EOMICE S HITRESE D AT, MRS ATGHEIED IEET KB
AR & BRI AARR & 2 B DI e BRI Z a7 v 7 7 A V2RIl L, RIS BB
RS (FEMEAT RS L <IZFEFMEATR) Db N2t TRl~0/MEEICE LT, BNK
BT m 7 7 A VORI A RREMEZMET 2 BT, BT R GEMIT R E S22
BRI R) (o —% CER) L7 ¥%AE R (Adverse Drug Reaction, ADR)
(b LITAEFS (Adverse Event, AE)) I OEIG L L TURESD —HHE%
Bzt 7n 774 E LTERL, BILZENE T 07 7 4L L OBEMEZ B L

- 46
— o

$28 AK

F1E XR

PMDA @ Website T/AZE S 4172, 2009 4725 2016 &R D NME (539 ik57) @ 9
B MK A DEREXITEN R Z H D 28 il DFEHRES (~2004 4F 3 H MHLW {E
i, 2004 4= 4 H ~PMDA {ERR) . KB HFEE R CKREUSEERM) B X O 3E 4%
RS L Lz (Table 3-1),

BRI DWW TCIERRIR RIS & U T E G- MR Tl b B Dm0 o 72
4> NOAEL, NOAEL (ZF1T HiE#ER (Cmax 33 XN AUC) . m/hvaEfEaE (Lowest
Observed Adverse Effect Level, LOAEL). LOAEL |28 5 #MFrA.. LOAEL 2345
TRV EIZIE NOAEL IZRIT DT AL, F6 X ORRIREABR G & L TR S vl
mixhGE, KBHEORSHRGEIZBIT2BEESE (Cmax BLXT'AUC), B L TADR
(b LIZAE) Z#iH L7 (Table 3-2),

25



Table 3-1 NMEs for blood cancer analyzed in this study

Alemtuzumab Anagrelide Hydrochloride Hydrate Azacitidine
Bendamustine hydrochloride Bexarotene Bortezomib

Bosutinib Brentuximab Vedotin Cladribine
Clofarabine Dasatinib hydrate Fludarabine phosphate
Gemtuzumab ozogamicin Ibritumomab Tiuxetan Ibrutinib

Imatinib mesilate Lenalidomide hydrate Mogamulizumab
Nelarabine Nilotinib Hydrochloride hydrate Ofatumumab
Panobinostat Lactate Pomalidomide Rituximab

Ruxolitinib Phosphate Tamibarotene Thalidomide
\orinostat

Table 3-2 Data source

Non-clinical safety study data Clinical study data

NOAEL in the most sensitive species Maximum approved dose

LOAEL in the most sensitive species Cmax and AUC at the maximum approved dose
Cmax and AUC at NOAEL ADRs (AEs**) of > grade 3 of CTCAE
Toxicological findings at LOAEL ADRs (AEs**) of < grade 1 of CTCAE*
Non-toxic observations at NOAEL*

*If toxicological findings at LOAEL are not available.
**|f ADRs are not available.

$21E HBRBEOERKL

PR B AR IC DWW Tid. BARA#ERE R OB E GHEERH) ##EL L7z
(Table 3-3),
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Table 3-3 Handling of pivotal studies

Priority Clinical study
1 The Japanese phase 11 study submitted as formal documents
2 The Japanese phase Il study submitted as formal documents
3 Phase Il data from the Japanese phase I/11 study submitted as formal documents
4 The Japanese phase I/11 study submitted as formal documents, if the number of

events of each ADR was not counted by phase | and Il separately

Multi reginal phase 111 study including Japan submitted as formal documents

Multi reginal phase Il study including Japan submitted as formal documents

~N (O | O

Foreign phase Il study submitted as formal documents *

8 Foreign phase Il study submitted as formal documents *

*1f there were two or more studies, the study with the largest number of subjects was selected.

$3E REEH

BehH8E L)L %% (Safety Index by dose, SI-D) . 3 X OWEFE & L~ (Cmax
BIOAUC) DZz4f%% (Safety Index by Cmax. SI-C 35 X U Safety Index by AUC,
SI-A) 11X, 52 FH 3TN LI FIETHERH L,

F4IE SHNREHIOT7AIL

BT 7 7 AV, E2EE AR LI FETHYELE,

51 FERKRAMREEVAETRG (L LIFEEER)

FERG R FRBR A IC DWW T, NOAEL ## % 2 HE TORMERBRNEB SN TV D
BA1X LOAEL ToO®FMAT R Z2HH L. NOAEL %8z % HE ToOFBMRBRAN FHiE <
TR WEAIL, NOAEL TORTR. GEmMERTR) ZfmH L7z,

FE R B AR 12 B 1T A ADRIZ DWW TCIE, LOAEL CORBRAE N H Dk Tid, A
=g 3@ FH FE L YEYT 48 49 (Common Terminology Criteria for Adverse Events, CTCAE)
7' L— R3LLEDOADRD 9 B FEREKRBRIZE 1T 2 LOAEL TR L 7= 8T R —%
(FE) T HADRZEZ M L7, NOAELZE# 2 D HETOBmMEABRNEHMINTE L
FLOAEL TORRBRAAE D 72 W T IZ DWW CTlidk, CTCAEZ L— R1LLFOADRD 9
NOAEL CHHL L=t Ric—% (JEE) T 2ADRZHIH L7z, 723, ADRDORD Y I
AENFLHE STV DG EIFAEL fH L7z, CTCAEIL, ICHIEFEEIEHFEE B AGHIR
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(Medical Dictionary for Regulatory Activities/J, MedDRA/J) SO~YEHL L T\ 5,
F6E —HEOEH

FR AR RBR A IC BT D ADR (b L< 1 AE) & IEERAKRABRICIH T 5 LOAEL TOFH
@F)’f%rb L <IXNOAEL TORTRLZHEIZ, & N EEBIZB W T—E (*Ew T5HHD
WO LTG5 WITREDEE CRIEEOE LN BlIE SN Hac T—8% (3
LD 2L,
ADR (b L<IX AE) 12— CEED ¥ 2IEEIKRBRIZI T H LOAEL TO T
2% L <12 NOAEL TOfF R Z7~7 (Table 3-4), ADR Oftib 0 IC AE Vit ST
WAEATE, AE & BB & s S E T,
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Table 3-4 Toxicological findings in animals considered concordant with ADRs or AES in

humans

ADRs or AEs categorized by CTCAE

animals

Infections and infestations

Neutropenic infection

Neutrophil count |

Blood and lymphatic system disorders

Erythropenia

RBC count | , reticulocyte count |

Febrile neutropenia

Neutrophil count |

Leukopenia

WBC count |

Lymphocytopenia

Lymphocytes count |

Neutropenia

Neutrophil count]

Thrombocytopenia

Platelet count|

Anemia

Hematocrit | , hemoglobin content |

Metabolism and nutrition disorders

Anorexia Food intake | , non-feeding
Hypokalemia Potassium |
Dehydration Dehydration

Hypoalbuminemia

Blood albumin |

Musculoskeletal, and connective tissue disorders

Intracranial hemorrhage

| Bleeding in the brain

Gastrointestinal disorders

Constipation

Abnormal feces, feces | , no-feces

\Vomiting Vomit
Diarrhea Soft feces, diarrhea
Gastritis Hemorrhage in gastric mucosa

Bleeding peptic ulcer

Hemorrhage in gastric mucosa

Skin & subcutaneous tissue disorders

Rash

| Rash in hind limb skin

General disorders and administration site conditions

Fatigue Reduced activity
Fever Fever
Adynamia Reduced activity

Investigations

Decrease in hematocrit

Decrease in hematocrit level

Decrease in hemoglobin

Decrease in hemoglobin, decrease in hemoglobin level

Decrease in phosphorus blood level

Decrease in phosphorus

Decrease in blood potassium level

Potassium |

Decrease in CD4 lymphocyte

Lymphocytes |

Lymphocytecount decreased

Lymphocytes |

White blood cell count decreased

WBC | , Cell density of bone marrow |

Body weight decreased

Body weight |

Red blood cell count decreased

RBC |

Reticulocyte count decreased

RBC |

Platelet count decreased

Platelet count | , Cell density of bone marrow |

Neutropenia

Neutrophils |

Increase in alanine aminotransferase

Alanine aminotransferase 7

Decrease in blood albumin level

Blood albumin |

Decrease in alkaline phosphatase

Alkaline phosphatase |

Transaminases increased

Asparate aminotrasnferase |

Increase in gamma-glutamy! transpeptidase

Gamma-glutamyl transpeptidase 1

Abbreviations: RBC, red blood cell; WBC, white blood cell. 1 :increased. | : decreased.
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—E#HRIFIX D, Q) Tk REHLE,
1) LOAEL TORBRBAEN & 5 sy
—HE (%) = (FEMATRIC—% L= CTCAE 7L — K3 Ll koD ADR (b L< I
AE) B 7 L — F3LLED ADR (6 L<IXAE) #FEHFH) X100 (1)
2) NOAEL %z 5 HE TOFEMERBRNIM S LTV 72 LOAEL TORRERAK
VAV e
—HR (%) = GEFEMATRIC—E L= CTCAE 7L — F 1L F® ADR (% L<
I% AE) ZBUFEY 7 L — R 1LLF® ADR (% L< X AE) #58144%) X100 (2)

Bzt ra 7y A NVThoHr—8BER L, sl ra 7y 41 (I~V) LD
DOEAfREMF LTz,

FT7HE HEHEEAT
WEEHAMTIC X, IBM® SPSS® Statistics Version 23 ( IBM 1. Armonk, USA) %1 H
L 7=, 2 BEM Heigg 13 Mann-Whitney U test |2 TITV N %] OFHBAIZ DU Tl Spearman’s
rank-correlation coefficient # % H L7=, fGlR= 0.05 K CHE & HE LT,
FI3E HR
F1E FBIEXx
st L7~ 28 A%y 9 6. lbritumomab tiuxetan |32 4RI DB HIZ ML B 2p ik BR R

BN ORI T2 DR U FR D D 27 jlisy ZfRAT kG & LT, &4y @ NOAEL .
LOAEL., B X UARMTEOX S L L CEIR L= RKRAER 2 ~9 (Table 3-5),
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Table 3-5 NOAEL, LOAEL, and Pivotal studies

NOAEL and LOAEL
in the most sensitive species?

Pivotal studies

Drug (mg/kg/day)
NOAEL | LOAEL | Study Title Priority
number
A phase Il study to evaluate the
%e4p e%; es:jO—day efficacy and safety of front-line therapy
- with alemtuzumab (Campath,
Alemtuzumab ND 3.0 ggﬁf t?;(ICI'[y MabCampath ) vs. chlorambucil in !
m onBI/<e s patients with progressive B cell chronic
y lymphocytic leukemia
A phase 111, open-label, single-arm
1-month study evaluating the effect of SPD422
Anagrelide repeated on platelet lowering and safety in
Hydrochloride 0.3 3.0 d ops e toxicit Japanese adults with at risk essential 1
Hydrate studv in d 03; thrombocythaemia who are intolerant or
y g refractory to current cytoreductive
treatment
2-week
- repeated A phase I/11 study of NS-17 in patients
Azacitidine 0.2 0.4 dose toxicity | with myelodysplastic syndrome 4
study in dogs
An integration analysis of phase I study
of SyB L-0501in patients with
15-week .
. low-grade B-cell non-Hodgkin
E;g?oirﬁlucfrtilgg 1.65 3.3 gzgia:ggi city Iympho_ma aqd Phas_e Il study of SyB 4
studv in doas L-0501in patients with low-grade B-cell
y g non-Hodgkin lymphoma and mantle cell
lymphoma
fg'z\ggg A phase I/11 study of Tagretin capsules
Bexarotene 1.0 3.0 d ops e toxicity (BSC-1) in Japanese patients with 4
study in dogs refractory cutaneous T-cell lymphoma
4-week An international, multi-center,
repeated randomized, open-label study of PS-341 7
Bortezomib 0.045 | 0.067 | dose toxicity | vs. high-dose dexamethasone in patients
study in with relapsed or refractory multiple
monkeys myeloma
1-month A phase I/11 Study of SKI1-606
. b | repeated administered as a single agent in
Bosutinib 5.0 NA dose toxicity | Japanese subjects with Philadelphia 3
study in dogs | chromosome-positive leukemia
A-week A phase I/11, single-arm, open-label
. study of SGN-35 in Japanese patients
I\3/£<(ajr(1)ttlijr>]<|mab 0.5 5.0 (rj%%ia;[ggi it with relapsed refractory CD30-positive 4
studv in ratsy Hodgkin lymphoma or systemic
y anaplastic large-cell lymphoma
2-week
repeated . . . .
Cladribine 0.1 0.3 | dose toxicity Aphase 1 _study In patients with hairy 2
: cell leukemia
study in
monkeys
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6-month
repeated

A phase I, open-label study of
clofarabine in pediatric patients with

Clofarabine 0.375 0.75 dose toxicity | refractory / relapsed acute lymphoblastic
study in dogs | leukemia
1-month A phase I/11 study of BMS-354825 in
Dasatinib 0.9 15 repeated patients with chronic phase Philadelphia
hydrate ' dose toxicity | chromosome-positive chronic myeloid
study inrats | leukemia and acute lymphatic leukemia
13-week
Fludarabine 1 10 repeated A phase Il study in patients with
phosphate dose toxicity | chronic lymphatic leukemia
study in dogs
4-week . . T
A Phase Il study in patients with initial
Gemtuzumab repeated L .
ozogamicin 0.12 0.47 dose toxicity Irglljip;s;igDSS—posmve acute myelocytic
study in rats
A randomized, multicenter, open-label,
2-week phase 111 study of the Bruton's tyrosome
- repeated kinase inhibitor ibrutinib vs.
lbrutinib 12 36 dose toxicity | ofatumumab in patients with relapsed or
study inrats | refractory chronic lymphocytic
leukemia/small lymphocytic lymphoma
13-week
Imatinib 3 10 repeated A phase I/11 study in patients with Ph+
mesilate dose toxicity | chronic phase chronic myeloid leukemia
study in dogs
A multicenter, randomized,
fjpgﬁg'g parallel-group, double-blind,
Lenalidomide 2 4 dose toxicit placebo-controlled study of CC-5013
hydrate study in Y| Plus Dexamethasone Versus
monkeys dexamethasone alone in previously
treated subjects with multiple myeloma
13-week
: repeated An open-label, uncontrolled study in
Qfljogamullzum 40 NAP® | dose toxicity | patients with recurrent or relapsed
study in CCR4-positive Adult T-cell leukemia
monkeys
fé);}g:é q g 8g85768 )I | stuo![y 01; nel_aglrr]abipe t
. - in patients with refractory or
Nelarabine 10 20 S&S(fyt?r)]('cny relapseq T-lineage acute I_ymphoblastic
monkeys leukemia or lymphoblastic lymphoma
A phase 1A/ll multicenter,
dose-escalation study of oral AMN107
on a continuous daily dosing schedule in
Nilotinib 4-week a_dult_pa_ltients _With Qlivec _
Hydrochloride 5 15 repeated_ _ (|matl_nlb)-re5|stant/|ntolerantCML in
hydrate dose toxicity | chronic or accelerated phase or blast

study in dogs

crisis, relapse/refractory Ph+ ALL(Acute
lymphoblastic leukemia), and other
hematologic malignancies
[CAMN1072101 phase Il component]
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Assingle-arm, international, multi-center

Z(;S;g?;g trial of HuMax-CD20, a fully human
b - monoclonal anti-CD20 antibody, in
Ofatumumab 100 NA ggﬁf t?;(ICI'[y patients with B-cell chronic lymphocytic
moni/(e S leukemia who have failed fludarabine
Y and alemtuzumab
A multicenter, randomized,
39-week double-blind, placebo-controlled phase
Panobinostat 015 05 repeated 111 study of panobinostat in combination
Lactate ' ' dose toxicity | with bortezomib and dezamethasone in
study in dogs | phatients with relapsed multiple
myeloma
9-month A phase I, multicenter, single-arm,
repeated op(_en—label study in Japan to _evalu_ate the
Pomalidomide 0.1 1 dose tc_)xicity ((egfé:czcg 4%??;?:;%?: aﬁ%}ﬂ;ﬂﬁm'de
f;g?]{ én S dexamethasone in subjects with relapsed
y and refractory multiple myeloma
fég;c;?ég A phase I, repeated dose study of
o - IDEC-C2B8 in patients with
b
Rituximab 20 NA S&S(fyt?;(mty relapse/recurrent or treatment-resistant
monkeys indolent B-cell lymphoma
9-month A multi-national open-label phase 11
repeated study of the JAK inhibitor INC424 in
Ruxolitinib 01 1 dopse toxicit patients with primary myelofibrosis,
Phosphate ' studv in y post-polycythemia vera myelofibrosis or
mo n>ll< ovs post-essential theombocythemia
y myelofibrosis
4-week
. repeated A late phase 11 study in patients with
Tamibarotene 0.016 0.08 dose toxicity | acute promyelocytic leukemia
study in rats
A multi-center, open-label, dose
13-week escalation study in patients with
. . repeated multiple myeloma relapsing after
Thalidomide 30 300 dose toxicity | hematopoietic stem cell transplantation
study inrats | or with chemotherapy-resistant multiple
myeloma
fe-vgitd dose A phase I1b multicenter clinical trial of oral
\orinostat 20 50 P suberoylanilide hydroxamic acid in

toxicity study
in rats

advanced cutaneous T-cell lymphoma

Abbreviations: JAK, janus kinase; ND, not detected; NA, not available.
2 Animal species that gives the smallest NOAEL.
b Dose over NOAEL was not investigated.

¢Refer to Table 3-3.

27 B4y, LOAEL 2315 HAL TV RV b DI 4 Bisr Tdo o 7z, B O RRRHBRITK
AR E OV - RFRED 0 O EBRRBETH Y |
251 FIRRER 7 By, O 1N AR
AR 4 oy, EBRILRITEER T 11 AER

WHEIBICBIT A406E
NERIZ. B ARANBRE G CIELE 1 AERER 1 5oy,
DD HLOFE N AREVD 4 11y, BILOEE I

33




BR 1Ry LU NARRAER 155y, 38 K USMEL N BA XL TS 1 AH

OV 1 AHEER 5 oy T o 7z,

¥ 218

—HER, RGRRE, ERSOE (RS L EPURER) | &b REEZIEO R

—HERIUVENZTEETOT7A4I

WEWIREL, BLOENZENET 0T 7 A NV EZRT (Table 3-6),

Table 3-6 Concordance rate, Administration route, Drug type, and Quantitative safety profile

Concordance | Administration Speci | Quantitative safety profile

Drug rate (%) route Drug Type | o (SI-D, SI-C¢, SI-AY)

Alemtuzumab 34.3¢ Injection | Antibody '\lf:; NA(NA, NA, NA)

Anagrelide

Hydrochloride 0¢ Oral SM Dog I (>1.0, <1.0, <1.0)

Hydrate

Azacitidine 84.8¢ Injection SM Dog V (<1.0,<1.0,<1.0)

Bendamustine . .

hydrochloride 65.0 Injection SM Dog V (<1.0, NA, <1.0)

Bexarotene 0¢ Oral SM Dog V (<1.0,<1.0, <1.0)

Bortezomib 13.0¢ Injection SM '\lfé’; NA (>1.0, NA, NA)

Bosutinib NA Oral SM Dog IV (<1.0,>1.0,>1.0)

Brentuximab e S .

Vedotin 76.2 Injection Antibody Rat V (<1.0, <1.0, NA)

Cladribine 28.0° Injection SM '\é';;‘ NA (>1.0, NA, NA)

Clofarabine 17.9¢ Injection SM Dog V (<1.0,<1.0,<1.0)

Dasatinib e

hydrate 26.7 Oral SM Rat V (<1.0,<1.0, <1.0)

Fludarabine . .

phosphate 15.4 Injection SM Dog NA (>1.0, NA, NA)

Gemtuzumab e R .

0zogamicin 21.8 Injection Antibody Rat V (<1.0, <1.0, NA)

Ibrutinib 2.1°¢ Oral SM Rat NA (>1.0, NA, NA)

Imatinib e

mesilate 50.0 Oral SM Dog V (<1.0, <1.0, <1.0)

Lenalidomide e Mon

hydrate 22.1 Oral SM key I (>1.0,>1.0,>1.0)

Mogamulizum 6.8' Injection | Antibody | MOM | (>1.0, NA, >1.0)

ab key

Nelarabine 44.4¢ Injection SM Mon V (<1.0, NA, <1.0)
key
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Nilotinib

Hydrochloride 12¢ Oral SM Dog V (<1.0,<1.0,<1.0)

hydrate

Ofatumumab 0.7f Injection Antibody '\él:; 1 (>1.0,>1.0, >1.0)

Panobinostat o

Lactate 19.1 Oral SM Dog V (<1.0,<1.0,<1.0)

Pomalidomide 6.8¢ Oral SM '\él:; 111 (>1.0, <1.0, <1.0)

Rituximab 0f Injection Antibody '\lf:;‘ 11 (>1.0, <1.0, NA)

Ruxolitinib e

Phosphate 48.6 Oral SM Dog 11 (>1.0, <1.0, <1.0)

Tamibarotene 0¢ Oral SM Rat NA (<1.0, NA, NA)

Thalidomide 0¢® Oral SM Rat I (>1.0,>1.0,>1.0)

\Vorinostat 36.8¢ Oral SM Rat 111 (>1.0, NA, <1.0)

Concord Drug type ,:Jclijr:;inistration Species Quantitative safety profile

ance rate | All Antib N

(%) SM MO0 | njection | Oral | Rodents | o' | no|m VAR,

dy odents

no 26 20 6 13 13 7 19 4 0 |5 0 |11

Range 0 0 0- 0- 0- 0- 0- 0- 0- 0-
9 -84.8 | -848 | 762 84.8 50.1 76.2 84.8 22.1 48.6 84.8

Mean 23.9 24.1 23.3 314 16.4 24.7 23.6 7.4 18.4 37.0

(SD) (24.8) | (24.2) | (29.1) | (28.3) (19.0) | (25.7) (25.1) | (10.3) (22.7) (29.2)
Median | 18.5 185 143 21.8 6.8 24.3 16.7 3.8 6.8 26.7

Abbreviations: SM, small molecule; NA, not available; SD, standard deviation.

2 Animal species that gives the smallest NOAEL.

®SI-D = NOAEL (mg/kg/day) / maximum approved dose (mg/kg/day).

¢SI-C = Cmax at NOAEL (ug/mL) / Cmax at the maximum approved dose (ug/mL) .

4S]-A = AUC at NOAEL (ug-h/mL) / AUC at the maximum approved dose (ug-h/mL) .

®Concordance rate (%) = (number of ADRs or AEs of >Grade 3 that are concordant with
toxicological findings at LOAEL / total number of ADRs or AEs of >Grade 3) X 100.

fConcordance rate (%) = (number of ADRs or AEs of <Grade 1 that are concordant with nontoxic
observations at NOAEL / total number of ADRs or AEs of <Grade 1) X 100.

9excluding Bosutinib.

27 157D 5 B, Bosutinib (X7 L — K 1 LLF D ADR DA Z I TE 72 o 7o iz,
—ERITA L TE eno Tz,

26 %oy D—E K%, TIE 18.5% (range: 0-84.8%. ¥4 23.9%) THOARMNKE M
ST, EIELOFEN T, K FHEB X OPURERO —BRO P REITZFhEh
18.5% (F#)24.1%) BL VN 143% () 23.3%) THY ., AEETIRD NN T-

(p=0.839) (Fig.3-1), BmMHRBRICIN TR GBSO @M 2B FELZ T > EH D
LIFFET o I BE L T—BR 2B L & 2 A ZNEh O RA T 24.3% (3
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%) 24.7%) 1 KT 16.7% (114 23.6%) THEZEITE O bz ->7- (p=0.935) (Table
3-6), FLBEGREAICEO S L ATERICHE L —EEo PR REIT. 2
6.8% (“T-14 16.4%) 33 L O 21.8% (V45 31.4%) THEZEITRD b/ h- 7= (p=0.169)
(Table 3-6) .
BLENET 0 7 7 A NVHIO—BEFHEOFRfEIL, o7 7 A1 Il BEXOVIZ
BNTENEI 3.8%, 6.8%, BLU26.7%Tdh -7z (Table 3-6),

Concordance Rate (%) p = 0.839
[ 1
60
Mean+tSD
40
20 4 L g 'S
0
All Small molecule Antibody
n 26 20 6
Mean (SD) 23.9(24.8) 24.1(24.2) 23.3(29.1)
Median 18.5 18.5 14.3

Fig. 3-1 Concordance rates of all, small molecule, and antibody drugs

B EEE7Te 7y ANV E L TERLE—HELENLEET e 77 AV & D
%%&7T (Fig3-2),

36



Concordance Rate (%) n=26

r=0.448, p =0.047

100 -
80 ¢
T TS
TS

60 -
’
.

40 -
’
20 - * b 4
'S . .
0 $ ¢ ¢
| 1l ]| v \/

Quantitative Safety Profile

Fig. 3-2 Correlation between concordance rate and quantitative safety profile

B REE7T a7 740 E LTERLE—HELEBENLEEE T 7 7 A0 (I~V)
EDOFITEBWT, IEOMHEENTE S b7z (Spearman’s r = 0.448, p =0.047) (Fig 3-2),
B, HAEMNRORDICBNTCT e 7 740 NWIZHEINTL O oTz, Fi-,
RAF =TT a7 7 A0 IV IZHEINT-N, MEAREGRREREGE 2 Fh#E ST
reino el —BRITAH TEd o7 (Table 3-6),

K5y D CTCAE D 2B I K45 %E (System Organ Class, SOC) #ll 0> — %5 % 71:-9~ (Table
3-7),
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Table 3-7 Concordance rate of each System Organ Class categorized by CTCAE

(%)

System Organ Class* | A B C D E F G H Total
Drug
Alemtuzumab 34.3 34.3
Anagrelide Hydrochloride 0
Hydrate
Azacitidine 0.7 59.9 | 0.7 0.3 23.2 | 84.8
Bendamustine hydrochloride 2.1 0.7 11.0 61.1 | 65.0
Bexarotene 0
Bortezomib 7.3 1.8 3.1 0.9 13.0
Bosutinib NA
Brentuximab Vedotin 76.2 76.2
Cladribine 28.0 28.0
Clofarabine 6.0 2.6 6.0 3.4 18.0
Dasatinib hydrate 6.2 20.5 | 26.7
Fludarabine phosphate 154 | 154
Gemtuzumab o0zogamicin 9.1 0.3 124 | 218
Ibrutinib 2.1 2.1
Imatinib mesilate 4.8 45.2 150.0
Lenalidomide hydrate 135 [ 0.2 1.3 02 |52 1.7 22.1
Mogamulizumab 6.8 6.8
Nelarabine 444 | 444
Nilotinib Hydrochloride 1.2 1.2
hydrate
Ofatumumab 0.7 0.7
Panobinostat Lactate 16.6 2.5 19.1
Pomalidomide 4.5 2.3 6.8
Rituximab 0
Ruxolitinib Phosphate 46.8 1.8 48.6
Tamibarotene 0
Thalidomide 0
\orinostat 21.1 1105 5.3 36.9

* System Organ Class.

A: Infections and infestations

B: Blood and lymphatic system disorders

C: Metabolism and nutrition disorders

D: Gastrointestinal disorders

E: Skin & subcutaneous tissue disorders

F: Musculoskeletal, and connective tissue disorders

G: General disorders and administration site conditions
H: Investigations

Abbreviation: NA, not available.

SOC B —FHTlX, MiKB LY R BkEE (Fh o B) BXOEERE (R
D H) THTIHDINEL B, 26 D o5, MRk LY L /RERRESE Tl
16 %y, B I OEEBRAE TIX 156 oD —EH T 2EHLEeE7Te 7 v A Va2 R LT

(Table 3-7),
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AWF7E Tl BB TORT RIS —8 () L7z ADR (6 L<IZ AE) D3I/

BOEIGE LRI —BRLENRZRET 07 7 A V& LTES L7, Olson 5
1%, 150 hi4r & XF A FERRIRRER C OB L2 B h TOZAMT RN D5
ATV, BERFRER CHREL L 7= ADR @ 71%1%, F > #¥E L OFET > HE O BT A
WO TRFRETH D LG LT D (Table3-8), 7=, HARHRIER T 725 83
RERBRIZI T 2RI, BHEATA, 8L O— SRR O f A B9~ 5 ST A<,
AR CORWERNMBE & oo THRBZBIE LT FHIc O N TOT 7 — Midk
Iz, BIEA & BmrERT RoOMEBMEIC OV TR LTz, 77— METIX 64 DAl
AW CRBLL 72 91 DEFIRPT AR S, FERRIRERER O PRI 2EIEH & L T,
Mg, MElEsE o B R RIS T 5EH. BBEoRE, ME - DB~ Z2, B
K OVESEAL DG HE 2217 T\ 5, F£72, lgarashi 5%, BAARTHEGE I 141 D
I ONT, — RIS T 28T R & BWEH ORISR Z B L, AR
B b Ff (BIzIX, 7y FOBEBSWE b FORNE, 1 X O HEUHE
e e FOBEVESE) RELBO LTI EE2HE LTS, Tamaki 5%, 2001 42>
5 2010 12 H A TR S A7z R 35 142 By 12 36817 % 5%LL o 4HE TR Bl L 72 ADR
(1256 1) (22T, kel THREL L 72t il & OFRRIME 2 222 a2 58 L | 48%
® ADR 3 FRIFIEETH 5 & #A LT 5 (Table 3-8) , Tamaki B 2355 L 7= —ER1L,
AAFFERER (Ul 18.5%, F%) 23.9%) LV HEVMEZ R L TWAH S, HUEMENEE
HEBINT I F U2 L TND T & BLUSBIBEE ) 5%LL £ ADR % fiifir x4
ELTWDHZ D, HEOHKIZIZIBANH DL DOD, IR AREREETH L &
oD,
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Table 3-8 FHMRERCTOATR. L ADR (b L<IXZAE) & DO—FR

Olson & 5t Tamaki & ZN I
150 j% 4y
(Anticancer, Anti-infection,
Anti-inflammatory, Antiviral, 142 Fi 5y 25 i
Cardiovascular, Endocrine, s 77
pOE . ) (BrE PR3 L e
Gastrointestinal, Hematology, \ (L& 2 A TR IEEK)
WU 7 F o &R

Immunology, Impotence,
Metabolism, Neurologic,
Renal, Respiratory, Trauma)

ADR (% L <IX AE)
ADR ($HJ% 5%LL F)
B ADR & O—Hg L e EDO—HR
— R — R
71% 18.5% (1 9fi)

48%
23.9% (*F¥5))

2RO ERBEIE DD, %% 2016 FAFRD NMEs £ Tk L TRMNZ
EETa 7 A NVEFMEL, SOIC—HETERINIEN LT a7y A Ve &
LB 7 7 7 A L & OBMRAE G LT, 26 5oy D —BrRIT 0~84.8% & N KX
W, FERGRRBREGE 2> 5 O ADR (% L < I AE) O Pl el HEME &2 GG FT1 9
HZEFREEEE X OND, LL, SEIOMFETIEI—HREEBENLZE2ET e 7 7 4
N EDORICIEOHENRO b, BENEZEMET e 77 ALV INBLRVICoEIND
RO ITENZ BT 0 7 7 AL TIZPBES DI L CTEW—8E 2 Rmd 2
EmmeE e (Fig. 3-2), ABFZEIE, BRARHERB X0 b L TR & TogkE
ENEFEHERBIO/ b L REHFHECTORBELZBA 2 ENLENE 0 7 7 4
N EFFORY TIE, BB CORT NS ADR (b L< 1T AE) OFHIAHENEDN B
EEZBHZD, fEo T, ZTHHDMITHOWTIE, LOAEL IZ351) B FMEAT L & —3
() 7% ADR (b L<IZAE) O3 B2 TR 52 LI K0 m@y) e arEih
HHS 2T L BRRBREIT ) 2N TEDEEX D, 7B, LOAEL 2B 5%
PEFT RS STV W& X, NOAEL THIZR I NZFATRIC YW THRETT 2 Z &I
£V, ADR (b L<IX AE) O FPHRINCESNLOHEBRDPEON D WL H S, —FH,
KAEBIOHERAECOREZEENBEEESLOESEMHEE COREREZ MR 5 &
et a7 7 A VTSN DO RO P REIT 3.8% L KEEZ/RLZZ
EDD, FERRLEMEERDO b MEEMETHA~OFMICB N TEET REE X5,

— % CTCAE @ SOC NIRRT L7 R, Tk LV Rk fEE] & TR
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A OIEE T, I 60%D 7BV TIERKRFT L E ADR (b LIXAE) & D—
RO HNT-728, (Table 3-7) . MiEN AR TIZ, 250 SOC Ic—# GEE))
T HIEEARAT A2 ADR (b L<IXZ AE) THIZBWTHIERERAERET LI LEEZDL
b,

K RSy OFEFER] —BER T, JriRESRE (0l 14.3%) (3485 75K (7 9l - 18.5%)
ICHARFEEIRD NN L ODKEA R L7z (Fig. 3-1), Tamaki ©» *° (X, ADR
EFEMIRZ AT & O—FKIZ oW T, K T-3RIX 46% TH 5 DI PUAREFIT
m%f%é_&%ﬁﬁbfk@\&ﬁ@ﬁm&ﬁUbfwéo&ﬁ@ﬁnfi%%[
O —BEEPEENARN 2D, —BERF ORI E 2o mBFERZ MG L& 2
A R E LTZHURESE 6 Ay 4 5lis @#%ﬁﬁ%mmi#w®&f fit DB
TORBRITEN XN TW -7z, ICH-S9¥ 121X, MRy TEHRMLDOGA. —REE
ARERIZITEE ., T ok MkiU#TO%M%%wé#\E%m®%/_iofﬁ\%
@77m~%#@@?%5_Jkﬁﬁéﬂ N%ﬁE%%:omfﬁ\mH%“rﬁ

W, TR, @ 2 O 2B 2 95 KO IZFHB S D S E
MDHDHHLDD, Eéﬁﬁﬁﬂréﬂf“ﬂi lﬁﬁ@kﬂﬁﬁ%®ﬁf+ TTHD
e D (BIZIE, EE R8RS 1T L 2R STV NG R0 A AR

umﬁw%m%%ﬂ+ﬂ M%éhfwa%mjkﬁﬁéh Xz L oA
FAEIES T, Fl - AR 2 1 O ZEMIEYED T2, IWH SN 2B fEZ A L
TAEHER M RBRIE LIZ LIEEREZ R S0z ) @@@%@w%w%néiod
@éﬂé«%fﬁb\%/7n~+wmm@ﬁ%®t@®@@ﬁ@%@ I, BHT 5
Tt =% B L, b MAROLEE LRE LTRSS E 2R K ) i tE
Thb,| LRBMINTWD, (EoT, B85 ORBREAE D LIFEEL 72\
e, PUREIREO BRI EEZ M LIEEKRO > E#E 2 B 5, Chapman B
11, &/ 7 v—F PR OFMRBR O 72D O FEDFRIZ OV T, HT CD28 A—
NR=T A=A NE /7 v —F VPR TH D TGN412 O | fakBR IZ VT, Bstr7e
YA A CHIERSIXE D L — 225 L, KL R~ E8mfED »%
BT 5 Z LIZHONWTOREE R Lo, AFIE TR E LT HUREZED R EIT D 72
Wz FUREIKOIEERRHER TR b m AT A4 ADR (6 L <X AE) THliC
EHT 2 BN, BRI BanniE e Bbhs,

BUED & Z A, B ERAGE A FEIZ L7z ADR TRIZET 5 ARBY 722 FIEITMENL S
NTW7R0, Bailey 5°7 %% 913 B FBRGEZ £ P COREMETRIIMET 5720
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DRRFTZATV, B EER TR b mtEpT L & ADR & OB EMEIZ DWW T, —ED
HPHCIIBESH U LB SN DA S H D0, WREICEBEEME S U 2 o5 T HLRIE AR
TERWED, —ELHnzE RETZ L3 cEhnzta@wiELcng, £/, &
PEFT RN Z 21X ADR N BHL L2 WZ LA B L2 L8R L T D, [AEE
DOWFFEI, B EEREAE DD ADR Z @ WERCTTHIT 5 Z & 138 Lv & O STk
HLH D0, oL ICHEERBEES B N COREMETHNIMNET 5 720D ERIT
ML S TR LT, ERL ORISR W TRtERBRAE S A NI S22 W
EEZBID,

BMERBREAE D v N ZAVETRI~OSMEIEICEI L T, BE ST 17 7 A L OF]

M REMEZ MG 2 BT, R ol & —2 GEED 7 5 KRR ToD ADR
(b L<IX AE) 0FIEZEZ—EE (ENLe a7 7 A VELTERLZ) &LT
BHLIZEZ A, —HRBLENRENET 07 7 AL L OMICHERED bN-, —&
FIIRFNCEDERREZNDOD, BW—RE2 R TER D DEET D7D, A5
TOMNTFEITENZ 27 e 7 7 4 5 ADR (L LLIZAE) 2 THlT 57290
FHEZRD B2 NS,

AAFFEDFRA RIS T D FEPEER L OEGEHFEEEHE CTD Module 2 % H0s &
LICABRTERO A Th v | FERFIRBR S 36 L O RS S fB# S /- CTD
Module 4 35 X O Module 5 13FEABITH B 728, FEMiZetEHRE AT 5 LT 7
Mmolz, Fi-. A L7124 CTD Module 2 [21%. Bhi#) 38R T O mERT 7Pl AR
BRIZHI1T D ADR (b L <X AE) OFEMEHROFLHAEN & LT TRVNE D
HZWI2D, YREETIZ OV T, ZRRBOR &N L OENLZ e T e 7 7
ANERFTHT-OORBREEEED Z LN TEX o >7-, CTD Module 4 BL W
Module 5 |ZFCHE &4 5 FERRR B S Ed L O RRBR SR & E O M e NA D CTD
Module 2 (Z 5B S 3L TWAUTFENTIC L B R BR AR 35 DAL D 728D FEM 72 fREt A3 Al
REIZRoTc & b s,

ICH-E2E® Cix, MEEld, BatEMETFEHEOMERICE L T, CTD OEA~— Y XX
fMOBHE ST E~OSREYFL T RETH D] L LTWD, I6IZ, BEMERFIFED
IR OETIX TERT — X1 X > THRHE TE TW R WIEERR EOZ 2 BT 507
FRIZHOWTRY ] L LTWA2, CTD Module 2 IZIFB B4 R & HFHRNRTANTR S
NICHEBX RV, 20k, FH2ETHIRS LZX 512, CTD Module 2 (28T,
BRBRAEGEO v N 22T A~OFHZRET 272D OFLHM O B & 12 1T E
L. B ZEN T 07 7 A VROEWLEEET 0 7 7 A VERE 2 Te bRt~
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DIMERIREM A BT 5 ENEELE XD, 7o, GVPR THES LS RMPEBIZE
Wb IERRR R AE 2 B £ 2 T2 ME BB TH Y . Fox 23 CTD Module 2 [2Hi7212
BRTAHEBIZ, BB LIO0VENLZeE e 7 7 A L E2EE LT RMP {ERkICE AT
bHEEZD,

ara o ok

E5E fER

MEERBRERE D & ML RNE T~ DO SME ATREME & 3l 9~ 5 7o 60, R CopT R,
k*ﬁ(ﬁU)Té%ﬁﬁ%f@CKﬁE?ﬁm?éﬁv~°L§£¢5Am2@ﬂ/
<IXAE) 2L, ZL— K 3L E (LOAEL TORBREENH D) b LT 1
LIF (NOAEL #i 2 7= HHE CORBMERBRN N S TV RV akSy) 1IZ3%% 9% ADR

(b L<IT AE) OB T 2HEE (—8$F) 2ENLEET e 774 L0
L LCRM L, SDIicEMZetE7 e 7 7 A4 L OBEMEEZBRGT LT,

AW FRNLIMAZ DS A DERIREXITE R Z b OEHML ARG L L TR | O BUZ RN
HDHHOO, FERKHBEED & N e TRA~ORAICET 2 Hikimaitr LTk
D ARWFETHWZ FIEZ, EIRS OIERF IR B & B RBRAGE 4 BIE-D 1 7o &

PEFEICI A, URY « X7 ¢ v bEFliT5 ETHATHDL LB 25, FhE
Booo/EFEREIIE, [FEERRBRICE O TBRATRE AN 200 BT S,
S 5T ICH-E2E® THIET 2 3L AAMEEFHE (RMPBIZHY %) 2B\ T H IR
IR EDZEMIZET 5T AOSRIGERA R THRERNH L ESNTNDHZ &b, CTD
Module 2 (2 [t F TOZLEM TR 2 IEEERBR AR O /MT A BENE ] OF7-721A
HOBREZIRST 5,
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FA4E ERAEEROBFMXEFERICE TR EOFA

18 FERXRRADEEICHSTDIEERR ARG D T

$£1E FERREMHHABRBEOTEICESTLIEEENDEEEER

51 FE T ~72 L 912, PMDA 1XFRK 20 4F 4 A 17 BT CTHilE S RRE A EHIC
Bb2BFEEEDODORBEFE T Z#AFE L T\D, YikEEHT, PMDA TEBICHED
D P TCORERLR L R LoD, FELEEFHLWAMRIZT 22 LITE 0| HERKLK
REAEB DS PMDA FEEEOEMEOM — 2K HZ LA HME LTebDOTH
D KO FHICOWTHIE T AFRI2IE, EIZ, LTO 5 SOFFIHET RE L L
TW5o,

1) FEhi SN SN BEROEFEEN A I TS 2 &

2) WUNCT VA v SRR R D, MBEMCBT 2800877 2R

TV bERLTHWIEEZLNDZ L

3) HONIFERICEIKERN S D L cE s 2 &

4) XX 7 4y FEHIEL T, IR TERNWI R BROHLATWNRINT &

5) SWEEROBLEND, —EOANMER L RMEZ AT 5 BRI 2 5 H I

AIEECTHHZ &

ZDEODEFIEA~DE YLD T DICY > TEETREFHEHLET ST
L, ZOHT, FERREERICOWTIZLL T OB Y fii S TR Y | FEREREER R
DOFAIEHFTER G ARERT ICB T2 ERBEFEEL > TV 5,

PGS ERE TR S AT IERGIR ORI IZ B W TR TR & 3 2

- b MIBT D ERLOGIER L2 E T 5 LT, #8004y e Rt

T TV 20

- JEFGRRBRICH T DR LR RBRICB T 2B RICBVWTRESFET DL L O 2
FIENFE L TRV CEEPZ2ERRT . a7 e 7 7 A L5E)
- EARRBRICB DI O HILTW WA, b MBI 285 EEL O &M %2 5l
T 5 ETRET S L9 REERI RIS TR

$21H FEXERAREBERICETHFBRRTEMEHABRKEICHT HiEREH

FLHTHEANTCFEEBE DO O EFHIZEAS B OKGEFEEN I STk
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D . PMDA 584 B 7 b IERE R REBRAGE 2%t L Tk h OREME~OREIZET 2 5N
T TW\5,

F2EB IO 3T TR E LM A DRIRE ST R & B ofuEME K Iz
WT 1, PMDA 554 B 7 b BB plog & BRIRRIRIC I 1T o & 5Ol iE | 4 BE D
F 7o Z A TIER LTe A TThil T g (Table 4-1), 24 OFANL, wmMERERE
MO MERMET RSO TR ARELR FOFREEFHTHDL Z L 21T,

Table 4-1 FHAMETHFITIT HLdFE (Pky)

— it PMDA D558

VYR~ ORI D EEMEIT 20 mglkg TH Y |, FRKHE (B
(B ffiz) | XZ10mgky) %#E2 5 EEZEPIEFITHRNEZZDND Z
EMB, B RAOREMEIZOWNWTELRERDT-,

AUNVERA ~F = | EFRMEEX, T v b 13 MR D& 5B T 10 mgkg/H., T >
7 k26 BRI A5 RERT5 mo/kg/ B, A X 13 @R A# 5
BT 3 mo/kg/ H . /v 13 @ [E#RE 0 #5538 T 15 mglkg/H .
Jb 39 J ERE 1 #5508 T 15 mo/kg/ H ARG LI ST b,
IhbRBRTELN-EREERITE FORKEESE (K 800
mg. AE% 50kg &35 & 15mglkg) & LB A. HE5E
N—ZATRFENTNLT, BEEN— A TIEH LMK EZ R
LT, ZEBIEFELN TN,

HEhRE (AUC) 1o\ Th b FTIEEMERBRIC AW - BifE
AR T LI~2 A =X —@mWERFE L TE Y | ZIUIARIEDTH
R e P CHFICREVWI ENFRNEEZ X, 20k H7%
EOZEIZEY ., WThOEERBRICB W CHIRFEESN— AT
DEEWIIRO D Z ENTEX o 2n, RO KEHE
TIEREME RO e hOTEEFHY TH D CGP74588 JhiZ b |k
DIgEFE NI, HHWIIENE LRIABEENRDO HNDH Z &
O, ZNHOWEOEMET 1 T 7 A VITBEICH] DM ST
LbDEF . BELILEMFTANO e NORNWEHO T HNILAT
REThDEHELE,

45



77 R BV

P AT B 14 B FE RN e 5K OV6 @ a1 E R T o
N-EEVER (0.1 mgkg) &b MERAKMHE (0.09 mglkg, 7 H R
Rt mfifEN 1 2—X) PEEEL TCWAH Z LB AREDE
IZBIT DREEMICHOWNTDOBLEE FFEH I RO,

P R T
<A
GBf= HH# %)

AEOEER 55 (9mgim?) 137 v b OBIEESEE (14 mg/m?)
DF) 0.6 FETHY, BEBIZOVWTHHFELRVWEEZLND
DD, ARIOBEHREMEFICBWTCIHERERFEGNLE L E X
60

RALT T

MEEENS LN TODOIEY LD 4 BN B G55k 12
BT 5 0.045 mg/kg/la] (0.54 mg/m?/[ElIZFHY) OB THY , T D
ORBRTITWVT IS RIEE G EN O FEEIT RO b T
n, EHEEEIIGOLTWRY, REOFTERAKE S & (1.3
mg/m?) X7 v F ROV LD RKER 5REBRIZB W TR TEI N
BOLNTEHELIZFFAETHY | BEBIZOWVTHHFIELAR
WEEBZLNDZ LD, AEDFRKRMEHIC W TIXEE K
ERLEND,

RNY ) AZ b

Z v b OB & 150 mg/kg (2815 % AUCo2anr 2 ONCmax 1,
AR EZREGESNZAARNE LT, ZhEN 0.8 RN
1.5 fi5. A X Ok HE 160 mglkg (2317 % Cmax (X, HAA
D08 fFTholo, L7z > T, invivo LMK EEER AR >
Sk, ERREEHERC 3T 2 ARSEOIREE & ORI S T
Wy, AREOEER AR 2 AR L2, BN
ShTHEM SN TR RBREEICE > THRSA TS EEZ
el
AFINFZEIBIIHFLE L2V DD, RIEOFEILKG L 72 5
FORBOEEMNELZET D & HEEM I 6 & Hlr L7z,
=717 L. REDEFRM IS H 72> Tl FERRIEMERERIC B W
Thkx 7ol CERE. TR, TSRS 0O 00 R K O M Ak, 1
B FFIREE) | 3 QN OB VRIS kT3 2 E 0358 H v Ty
HZEIZOWT, +REEDPREEER D,

=nF =7 R
IKFN)

T v by A XKV E W AE R 53R 5RO ML B X
I/ N RIS RIS AIREERE S b T 800 mg/ H#H DR
TR LR, RERORZAIIIGFE LN b, i
EXERME ICB T 2 EEFEHIC OV CHHZ RS, BFEHIX
UTOEZRZE LT,
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ZHF=TKY | UL EORERL Y | I, REEZEHRE L2G6, Z8iT
FAELRWEEZ D, o, BB W TR A RELT 5 HE
(BEE) CEHAHE BEE) 3Ol Tnsd, LaLlaen
5, MIEHG TN ESZ LN DA RITEILERFEES Y X/
BHEETHY . ZNHICHOWTIEER CHEYee=4%1 7

AATHO Z LI RV ERARERETE 50D L, WEITER D,

TYHFT AR, $EH SN EB R OLUUT OREN D AT L 2R
(IELE LW EHIWT L7, E7e, AERDERIREHIZH T2 - TR,
HERARFEVERABRIZ IV TR % 2RISR X9 2 3k, BinmfE,
8 AU e OVEFESE AR g e RO HIL TV D Z L 2oV T, +

DIREBNRVLE L EZ 5,
RS BATF M | AT ObUEAEEETH D . BERBROE RN
7342} WG L ORICESIIGFE LRV ED EE 2 5, KED

FEVE T BEOTEAE B SE O M TS M 0D v VO VERR LN &
B CHRENPRBDOENTWD, o, A TELEEEN 28
LTEY., MBS RN AD ARG RES D Z &M
5. BAREFICBWTIZN S OFHEFRBUC OV TR TR
ML ZZ D,

T2 H EERAEERRFMXEOHTHEEREREBMICE TSIEHBRZTE MR
B

B 1 = A A SCEA R R B3 2 IR RE i RS RR Rl En S W T, FRER IR AR Rk
FEICB T 2 Rt BARR 2 imIi3 e < . T Byl (B 20X, B B O 2RI B
T O EFIEE) 13 [(FoMMoFE] OBICE#T LS L) EEILINLTVDHO
HTHY | BAEBITHET D IEHROFLHILZET N TV o, Fatfi B/ R EH
IZBWT, B F~DOIMEHEIZIH S TRV, B TR SN T-3 TR Th - T,
FriC BB M A RIS T2 2 & & s, @A ZR LBt il Emaic kb
WT, BRI SCER AR T 5 E & LTAESIT Hivien, mifi ck~7:
FEEOTOOHBEFENKMEINT-bDEE 2 LD (Table 4-2),
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Table 4-2 [ M RS GRS SCEIZ 1T 2 FERIR AR IZ BE 9~ % Rl ik

1B A N

BrEEGARELR | THEFERCR ENTIEFRORB AR I BV TSR TR E
EHICEDDEA | SRRV ITONT

BOEDORESR | - b MBI DERLOANER L2276 5 1T,
I B2+ 53 G T i TV D 7

FEERIRFABRIZ 31T D6 R L BRARRBRIZ 1T 2RI N T
RELFTIET D L) BRFEEPFLEL TRV CREEFRY
AER T, BT T e 7y A e E)

FERARER B W TIEERD LTV WA, & MMSBT 58
S OB AFHMET 5 ETRAET D X ) RERIRS
ATV RN

PR EER R |5 ZoMoEE

mwoTEREAES o | [15.2 FERE BRI EES < Y

WA SCEEOFH | B N ~OAFEMEIT 500 TRV, 8 TR0 Ltz BT A
FHH (ZOWT) B | Tho T, FRCEHEEREREZ MR THZ &,

s EER R |15, ZolmoEE

aoOTEEASES o | 1165.2 FEERRFERICE S < HH) OREICY 7= - T, AR E
WA CEEORE | BELUBL-ZREE2EE L Gl 5 2 &,
FHHORWEFHE I
SN P

%38 ERAERGANTXEOHEHEERRBMTRIN-RE2EHICET H1F
HEHICH T HEBEDOFIA

Freo AR R TiE, 115.2 FEERARBRICE S < TH#) DI THRRIEE
&l g Lo 2 2tk a2 B E L COIRRIRARBRIC RS IFMmA Rl T2 Lo HEsn T
WA=, BEAGREIE S OBUTIRMN SCEOUETIR, BLOSHER SN DL HEELD
ISCEICBWT, EO XD ITFEHRETTH ST 20 OWTE 2 DRy LR T 1 7
7 A WNIIE CTERIs g & 72 5,

AWFFEIZB O TE, FrrldlEER R BN ORI E R OEE L L TG E L
VDR L BREFR R L~V DR EREICON T, e bR MED mE o T O
PR EEKHE (A 1 BRxEHHE) ., BLXOENICHICT 2IRFEELT HOENZ S
M7 a7 7 A NVOFHM AT > 7205, Z OFET e fiE ik KB EnIZ B £ 115.2 3F
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FEIRGRERIC IS < ) TERIND THKREREE & i L7228k 2i#Ed 288
DBEEIZIRDEEZD,
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# 1 BTV T, RS WHEORHE & FKFITE & DN Y | EFELFAFE O, CTD
TERRIRFIZ RO BB AR BT A KT A VEIZOWTERT 5 L &b, BATHA
NI A TEAF LB 8 (FEERBRBAREO & 222 T H~O MO
BT &2 %) AR L. RS WFEHEEIZ LD A N7 A VEENHIRF SN D
L ERRTe, Fo, ICH-MA THET 2 7KRREEE L F O —H iz >\ T, JE
FRABRAAR O b ML RMETRNSKT T 2R AEE L X 5720, SUE D LEEMEZ a4 L
Iz BT, ERMEELBASCEORHEFHDO RE LICOWTOE e @i L, #r
FUHE AR R A O STz THERRRERBRIC IS S EHITH T 5| BRRIREE & & g
L7e LRI A B LToiidll] (2 oW T, AERR DT AR E B b 2 & aE
2171,

%52 ECIL HARTNME & U CHRIEMRGEAR S N7 Mk s AT REEE 18 54y & k52
12, BEEHERL L OZFOREGEE & 3RO NOAEL B L O ORGEE A it L, &
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