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il % DIEANDOBHFEA X A )V, ENTORIER, (LEMDX A TR EEFRERE L, AT v T TUA X
LT, SL, AL~ D A[REVED & 2 IS A 3RE Lz, P < 0.16%HENEL U CSLICX 5 T %
T LIz k2 A, DSL, BHFA X A, FEEHOEREFINERE SN (%% P < 0.0001, P = 0.0030, P
= 0.1060) , P < 0.15%FEH#EL U CALIZRT 5 TS A AT L7 & 25, DSL, BHIEA X A LinEeE S
ni= (%% P = 0.0006, P = 0.0008) , (1)



*& 1 BREORFEFS Y, KRS TICHT HBEEESHT (N=50)

(A) Stepwise Linear Regression Analysis for Submission Lag

Variables Parameter Estimate Standard Error F P

Intercept 127.32432 339.19967 0.14 7091

Predictive variables Lag in starting development® 0.44536 0.07743 33.09 = .0001
Development style*? 387.15598 234.79971 272 .0030
Mechanism of action®< -310.58713 93.65357 11.00 1060

(B) Stepwise Linear Regression Analysis for Approval Lag

Variables Parameter Estimate Standard Error F P

Intercept 981.27051 306.00035 10.28 .0024

Predictive variables Lag in starting development® 0.29969 0.08149 13.52 0006
Development style*= -378.03162 105.80896 12.76 .0008

*Predictive variables were selected from the items shown Table | based on P < .15.
bDevelopment styles; late-initiation bridging strategy, early-initiation bridging strategy and global trial strategy.
“Mechanism of action; molecularly targeted drug, cytotoxic drug, hormonal drug, and other.
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(A) DSL between Japan and the United States. (B) SL between Japan and the United States. (C) AL between Japan and the United States. The upper limits
of the vertical bars are the 90th percentile, the upper bases of the boxes show the 75th percentile, medians are shown by the horizontal bars, the lower
bases show the 25th percentile, and the lower limits are the 10th percentile. The difference of the SL between the development styles was compared by the
linear model including the DSL as a covariate to explore the impact of the styles for improving drug lag. (B) *P <.001. DSL, development start lag; SL,

submission lag; AL, approval lag; BG, bridging; GT, global trial.



3-3. HARDFHRNEMEEEDHFKR 2 A IILOHFE

B 2 1%, 2001~2016 £FiC Elzlsf 12 - BGT strategy
R I N HTHRPTEMEEE RIS @Early initiation BG strategy
v \.,C’ 7 ) > :// 7 fﬁﬁ%, 7 7 — 3 @Late initiation BG strategy
PSRRI 5 LT B A 4 g
ANOHRE 2R T, EHIED 2011~ e
2016 4EICI B 1= BIIFE A 5 A 5
S, 7 a— LR BRI 72 B O
WZHRHIBMGR T ) > ¥ JHREE T h
o7z, FHIBET Y v ¥ THEKE
1%, 2006~2010 42 E7= HER%E A ] i
A ToH->T2h, 2011~2016 4 2oz 20(‘;‘6:-3?)10 2%1:-123;6
L:@j:;j(ij@z//\ LTV, Approval year
2. 2001~2016 FICAARTERE SN FRELEEE
DEAFERZ A LD

3-4. FIWHREERIZESITAEARAN, JEHARAD Cmax EEA 1. 44ZL1E, £ L <IXAUC EEAY 1. 3fZLIED
RN EEEE

AAN, FEH ZIKJ\Fﬁ@ibe@J REDE DS HTBIHUEMERE S SR O U SCEOHESE L &I 8% AT
ENERGTT 572012, 1 FERBROBRBEREZ A L7, Cmax Fb2y 14520 E, & L<ITAUC bead 1.3
UL LA A 12 KEFE L, BIETAIERLED T, K2R LI, 12A1F 5 ANE, FURIEEO LY RF
Thoto, 1251056 341 (25. 0%) TIIRA SCEOHESERR IR FEH ENEWNSN TRz > T, —F, 70
D 38 & Cmax, AUC I[TEWZERD LR -T72725, 1A (2.6%) 720 HRATSCE Lo BRPRHESE VL B8 i
o TWe, TEYE I ROAARA, JERARAM® Cmax b, AUC EbIE, 112ED 722 (Cmax, 0.962; AUC,
1.101), PMDA OFEMETFICLD &, HAROHGIY /L, HARAZXMRE LIS LR CRELIZAF
FROWEM:2S PK BFEOIMN T 28 rIREMER @ &I L Te, #6558, BARICBITS27EY = I ROl
RHESEH &1L, KEOZN L VIRWHE L 72> Tz,

=2 FIEFRICETSEARAN, EBARAD Cnax LeA¥ 1. 4ELE, £ L <ITAUC EEAY 1. 3 ELLEDH
REMEGE

Ratio®

Name of Drug Category in Manufacturing  Cpax AUC  Difference in MTD® Development Style Recommended Dose Regimens®
Cetuximab Biopharmaceurical .36  1.32  Incommensurate? Late-initiation BG strategy  Same
Cabazitaxel Other 0983 141 Incommensurate Late-initiation BG strategy ~ Same
Gemtuzumab ozogamicin  Biopharmaceutical 1.58 .65 Not different Late-initiation BG strategy ~ Same
Alemtuzumab Biopharmaceutical 1.67  1.64 Incommensurate Late-initiation BG strategy ~ Same
Ibritumomab tiuzetan Biopharmaceutical -2 l.46  Different Late-initiation BG strategy  Different
Degarelix Other 2.01 1.44  Incommensurate Late-initiation BG strategy =~ Same
Thalidomide Other 146 162 Incommensurate Early-initiation BG strategy Different
Exemestane Other 1.07 209 Incommensurate Early-initiation BG strategy Same
Erlotinib Other 1.27 136 Incommensurate Early-initiation BG strategy  Same
Trabectedin Other 1.67 202 Incommensurate Early-initiation BG strategy  Different
Crizotinib Other 1.5 1.46  Incommensurate GT strategy Same
Ramucirumab Biopharmaceutical 1.3 1.41  Incommensurate GT strategy Same

BG, bridging: GT, global trial: MTD, maximal tolerated dose.

*Cmax ratios and AUC ratios between Japanese and non-Japanese patients in phase | studies.

bDifference in MTD between Japanese and non-Japanese patients in phase | studies.

“Difference in recommended dose regimens stated on the labels in Japan and the United States.
4“Incommensurate” means the highest doses in a phase | study were different between Japan and the United States.
*Not reported.
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