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EEMPEREIINA Y RT e VU E = DFEFEE NDILTWA[1], AARREE T 31,
2 DATABOOK 2017 12 k% &, EIELOBFIL, BBEHMHEAEW (5-14 ), BF
FEBAZE A E (AARKT 10 #1°F8)C 2007 A-LIRIEAER 1,000 ML E), B
FEEMIER IR (13 T 1) SV FEf L Twalel, MIER¥ETI, ik
7R RIS BRI T TR 72 B5 1 DM T TV A 208, BTSN ZRAK T2 & 0 WFFERH 8
DNITF %2 FAY (Figure 1), ZAUTEWAEFEROIR T ARE L 72> TV 5 [38-5],
Z O XD IRPL T THFZERRSE S D EFA L, TEITAA O MW IO E 218 b i
TW5, —JT, M5, BARICET 2EREITIENO—&zilo TRy, e
o TND, EEEONRE L THEAEIL 20%2 E2 5 TH (6], @)k mEAE
TEDRD B AL D o FAFED 72 B3 Feffh O P @ IR F R 7 & vy 9 FED
B, MR E Z S 0RIFEMMA BB I D Z (7], AFERREE OME N EE TH
%, BIENFEDOSIGE LT, BB RO RET T &RRBRGEDIO DT —Z &>
NN T D7y, TROBAZEHFEDONFINEETH Y, BMEORETH
%o BIEFEITZ MBI BN D R, RMRERGBEEFIELZ R LRDTH
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(H 84 : Nat Rev Drug Discov. 2012 Mar 1;11(3):191-200, Figure 1 a [3])

AT, KE, FEICR SRS Ao EELTHGHEL A L T D Z b8,
BB s TUTEER TS TH L, £, BA, KEH, BN, ¥, A1 X,
KOA—=Z2 87 V7 OFBHL /I L HFEEMHZET 5 L, BARKRE TH 591,
DI, ARTEREARRSIE 2 A L, AndoSEMmHE M E T, gEIC X v Rk
W& & HIZHEMAE]E TTF D00, KB OIAEFEE £ TITFEAI 60 HTHY,
D e E & Hle U CIRBREIR OIREN W2 & TH BTV AH[10l, £D72, H
ARIZ I 1T D TE IR AR IS O AR FEF NI TRod <, TSI & > TRV
I E 72> TV D, ZNHDZ &G, B OMER RILOBR THAZZ OB
RITEORENPMLE L ZE X BILD,

HARDEFE AT HGE BV TE, MAMNERRBRIC X 2AMNEANT =2 2 A LT
ELThH, AL LEMEICE 2 DRBEDREND, AARTOMRKRBRLZERZL T
ITH 2 ENRODOLNTEIN11], AEMEE LREMEZ R L OO R EE 723 R 2 ) 5
THY KAAAY, EFEALBHFFE R (International Council for Harmonisation
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of Technical Requirements for Pharmaceuticals for Human Use, ICH) (2 THiFEf &
h, ZORRD—>E LTICHES A K74 v [HNEERKRT — & %510 A D BEIC
ZETNE RIEMERICOWT) BAakEinzli2]l, ICH Eb OAXKLIKE, HARICE
WTH 7 a— B OENE T, ICHES A4 K74 T, AEAT—H¥%E
FEAGREAICH W DR ERIKIZOVWTHEA SN TEBY, BARANESNEADT —X
FERIEIETHH T Y v U T 2002 4EE £ TIEE < VWS 7z(138, 14], Lo
L7y 6, AN CHRR SNIZHEN B ARTHERBINTWH AR, Wbwwd [FF7y 7 -
77 ORBENRREIND X220 [15], 7V v FHlgIE, SN CRIR A EAT
THZEEAMEE LEEFRBEIECTHD Z LD, ZORRPIEEMEE 7e-o7-[14],
Z 2T, AB T, R OEREMFEEL AW TSk A SR & L BRRBRCH
% EFRILREER  (Multi-regional clinical trials, MRCT) 23MThh 5 & 9 iC7e->T&
Tw5l[1e],

INETORARBIFOBER S 7 n— VB2 %ML L TR Y, I TIE MRCT
DOEREHIIZ A ARNSIT 52 &, T7ho6 A ARLFE iz Ze MRCT (MRCT
including Japan, MRCT-JP) % #%% L CTu %, Table 1|2 MRCT-JP S| 5% % 5.
RTZARDITA RTA v« W@ ZRm LTz, Sk &Y, ARTIIRARTHD TR
T T T 7 ) PMEEICERESNTEBY, NIy 7 -8 ECHZ8ICLD, H
ROBENEFOEREZZ TERNEWV)ATHETHD & 525, BIFILZORE
{HIZ MRCT-JP OiE 2 HEME U, A 20702 70 G 3K 22 i 72 < AR B AL
SR TE 5 X O IZKEB T I = 20, 2007 FISHNERT - SCHRVEE - B4 E)
B RFPEEA LV TERRERN - ERERAILN OO0 5 MMERIE ) 3 Sh
7217, o T IEAEOENTHRRFE A S LI2, EHEIEN - EREERO
EFRAOBA%E - $RAMAHI~FR DB E NS L T & L b, BARTHIE I N FEHME
iy - BEEEO, HATGICBIT 2 =T NI RESND 2 2@ U T, EES - =
TR EE 7 HARDORE R ~EL & &b, REKEDER - R &
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ERICHHRICRMET 5 2 AL 35 28, SH6IC THAREITORIES, HAS
ISR BRAFE & € D72 O EBRILRITRERAS, TR EHR S - ERE R OB DR
Hl & 72 s X9, WIZERSE - TARMSICR T 2R EZH#HT 5) L STk Y, MRCT-
JP FERAHEE L TV D17, o8& 2 50), B GERE SRS R
(Pharmaceuticals and Medical Devices Agency, PMDA) 1%, 2007 4£1C [[EFRIL[FE
BERICBIT 2 AN E 271250\ T) 3L, 2012 R0 TEBRERTGER IR
TLHEARNRE 2T (BZEF]) 12OV TY, 2014 F12 TEFREFETRERBAERTO A A
ANTOHE TFHOERIZET 5 HEARZ 2 HIZO0WT) @ 320 MRCT-JP 2T 54
A KT A &% H L712[18-20], MRCT-JP ([ZBHT 24 H T A K74 N S,

MRCT-JP SEfiRE I3 > >H 5,



Table 1 MRCT-JP Ehil B4 5.2 T-AKRKDHTA KT A > « @H

Z& H REHA HA KT A v - L <VERE >

1998 4 8 A SNEGIR T — % %527 ANDBRICE BT & RIENEKXIZS
WT RS (ICH E5) <[EREZRSRBFBAEHMER, EHFE
%672 5) >[12]

2003 4= 4 H DENRBRIEMAL 3 W AR < SCEHRMRE - AT EE >(21]

2004 4 2 H [AERGIR T — # 252 17 AN D BRICE BT & RIEMERIZ
ST OS] 1T 5 Q&A<JEAFENE EIA LR HRA
EHRRR, g >[22]

2006 4 10 [SNERGR T — & 252 0 AN D BRI E BT & BRER NI
DOWTOFEE) ITET 5 Q&A (D 2) <JEAEJ7#)E 3K
R RS AR, RS > (23]

2007 4 3 A - 7R IBBRIEMAL b h AR < SCERRL A - RS EE >
[24]

2007 4E 4 A HOHRIESK N « EEMESAIHE O D 5 EEREE < NERT -
SCERLEE - JBAS A - BREEEE > 17

2007 4E 9 H [E BRI EVEERICEI T 2 AR E 2 HFIZ oW T <EA S HEE
A RFRAE RS, HEREFAIF 0928010 5 >[18]

2012 4£ 3 A FRERAESE « 1RERIGEMAL 5 2MEEETHH 2012 < SCHEREE - B4
S > [25]

2012 4£ 9 A [EFR I FENEBRICET 2 AN E 2 7 (BEHEH)) ] (oW T
<A A R A R R A TR, HEEE > [19]

2014 4 10 A [ERR I FEABRBRAAHT O B AN CTOH 1 FHRBR O 3 Hi 12 B4

5HIARME 2 T7 ) 12OV T <JZAF A ERA N REEE P
ARgE, FESHEAS >[20]




Ueno 513, HATHERINTEEKLZ N L, MRCT-JP Z PR BH 78 51 8 (2 AHIA
Tekms (MRCT-JP ¥kIS) 23 KT » 7« 7 7 OfEWICH 535 2 L #8isE L v b (26],
¥7-, Shirotani b1, EKRBO IR FOBLANDLT U v ¥ v JHkIE LY & MRCT-
JP RIS AR T D Z & 2 LTV A Z &2 b[11], MRCT-JP Bk, Rk
DAEPEMER PICFHF ST LR H L LB bND, LNLAaRb, & TOERKMB
FIZHW T, MRCT-JP %1 fi T& % blF Tk, Ichimaru &% MRCT-JP (2B
HIRERE D PMDA ~OHE B OVRROTERR R 63 2 BIG NBE I ML 722 &,
2007 AEEE/ 5 2009 4EEEIZANT T 168 flloo MRCT-JP (2 B9 % V5 I h F i i o>
T, FERXREBITEMES L BRSEE ChoTc 2 2 dE LTV 5[16], T7b
B, BARIZT TIILERFEFI OMMANDEE LA DIRE, ER=— X035 < H5LA R
BIRNEENDHRE, REBOERSLT Y RRAV MBHAETH Y KT 7 v LA
X T 4 DRLEREBOEEE, MRCT-JP BN& I \weExohbd, —HT, AR
N ESNENTIEYENREN R -T2V, KBHENRRDFEANN DD Z &N HE ST
W5 [27-30]. HANESMELN & OIEWENRECROGHED T TRIEAEN D 2T 1L, #R
DNRTOENRDRL, ARNE BT —H LIEHERA/FTOLAST WV EHRAISN D,
Z 2T, FxlX MRCT-JP (T L 7=t SR BCHEAN D RN B 5 & ARG & 73 E LT,

XERIRBLHAN 7 A 7 (FIT LA N 0 H ) Lo T BN ORFIEICBI LT, Fox
DA% SR 2 X 9 72 fF I o & 725 TRy, MRCT-JP ICBAT 54 A KF
A TlE, OPK L ARMEPMET 57, OFDMEIEBR L FE1E THAL rTeEDY, O
ERBR S DA ER OB HOWTIE, TR—IEBICHT 5 AT BR O %0 6
LIERFTRERGEN H DL LEBEZXONLHFH] LTV, MRCT-JP FEflZiE L7z
S GIRBSPIEAN & A T MEAET D ATREMEN S 5 (Figure 2) [18], & Z TAMFSE
MRCT-JP Efi O F T ET 5N F 2 FET D702, AARTHER SN EHEMNIZ
DUV THEFERIICIR A L7e, Fox 13, BEAGREE, b bSO B2 54 L7272
AL CRE SN2 RF1E MRCT-JP Efid BEHREICHEREENH D LEZD
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FHE Hik

FH—H ARERMDORE

AATHEREME L TRRINTCEREMERGLZ GG L Lz, PMDA &R—A~R—
YO DHEEGOKRME %) L0 &ARMSE ZFE L72[81], [FERIC, PMDA Ok
— A= U 0 EEAERMERMRE) ZFIA L32], FAREE LK O HEE ML

LRiFME A HA L, MRCTJP DHFET —# Ny r— I H £ EFM
(MRCT-JP /i H) ZHE L7-, AL 20179 AL TE Lz, X561, xR
& LT, MRCT-JP # HFhET — % /Ry 7 —VIZE £ 720 EEA (non-MRCT-JP i H)

Z, AT 258D b 006 REGER LT,

B_E T XIE

H AR DEGRRE R I IT DN DA - ARRIUL, FAREZFITMZ, LEIEL
TEEMLA VFEa—T+—4, BKHBIERPARL TWHIFHRS SR L33
34], %FGPR BRI R RS (World Health Organization, WHO) gl iA %L
“# (Anatomical therapeutic chemical, ATC) /#lE—H M & (defined daily dose,
DDD) index |2 T4 (ATC 20%38) L72[35], ATC 73%1%, A (L & AREHER),

B (M &&EMm#HE), C FER#FR), D (RERAH), G WRATERR &R LE

V), H (&R LE A, R Er A2 ) v EEL), J (5 AhuRY),
L (GUEMEEGIE & S0 aifide), M (FEt&sR), N (##esR), P (Frard: musg, #&h
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AIEBERAD, R (MERERR), S (&R, V (Z0fh), O X472 L) D15 555
E LT, R¥EDT ¥ 7% 2017 Pharm Exec 50 123515 5 2016 4D EIKGTE F
VR 7RI L T2 [36],

IR L7e7 — 2%, — 4, BARICKT 27RPGER, AKRH, FAMM KA
LAGEHEE R OE), BRBAEER (ARICAERS 2NEREED L < TMIA
it DHVE R, MMM, 72 LT %), MY, frtdiE, ¥ a8
HAFBZOHNSFRRI (H2ER - MW, SRKEHER (ATC 4582 T
¥), A, AoanE (LG, NAFEER, XTFR, UI7Fr, Zofh),
MRCT-JP f&# (BAJEHH, #pBask, HARNEFE, 2EICHT 2 HARNEGED
FE), MOVA RO RIIST D KE « B - Z Ofth o Hilsl D FEA - A&GRIRILE L
7o

nE, BIRAGEEROPEICENT, =720 TB St o — Lz, 4t
FBROLE, LT X7 L OXIERZESL LTZ, £/, MRCT-JP [F#H D
IR BV CUE, SRAID A5 & V2 A ORI B 2 @& AT OB oz L L,
Bl X R L BRI O 72 D O BB kB OIF B ik alBriL, 1T & E W
MEET DO LTz, KE - BN« 2 OO HUR O - KGRIR DL, 7RG,
A, [RMFE] & LCIUR L7, BAEY, BHRERAE T, HREI T, RO -

PRI A FERR A TE 2RV B I TRAFS) I LT,
non-MRCT-JP i B IZBW TR, KRBHEE DO DKM THONIZ b DDA &

L, AMHGEEOBERREBRAAIT O TR S iz b B IR L7,



BE T — Z T

MRCT-JP & non-MRCT-JP % HiOZEH L L, HalHAFORBEAVZ 1 VAT «
v 7 BURSIHTIC THENT LT, FEKUEZP<0.05 & L, 723, 7 — X fHTICIEmEt

fiZtr > 7 h 7 =7 EZR (version 1.33) & R (version 3.3.1)Z{# ] L 7-[37],
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H—H BT ROER M

AWFFEDfRNT G & LTl L 72 B3R5 0 —"& % Table 2 (&/x L7z, 201749 A
% TIC MRCTJP B HFET — X Ry r—JiIcE £ ERKE (MRCT-JP & H) 1,
2006 F 4 AR OWHAEE SV T ey inn 2017 4 9 HEGEDOZNV_A KT hO
1655 H Th o772, MRCT-JP BNHGET — & Ny 7 —JIZE 720> 72 in H (non-
MRCT-JP & H) (21%, 2015 4 9 HEGRDO A 7 v 4% Kbk 5 2017 45 9 H 7K

BOT VAT LEAKIIMICT L Z 2L (BAH) OF 165 5 H &2 HiH L7z,
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Table 2 List of drugs for analysis

No. Generic name SIS | e, MRCT-JP
date date
1 | Tolterodine Tartrate 2002/2/28 2006/4/20 Yes
2 | Losartan Potassium 2002/4/24 2006/4/20 Yes
3 | Trastuzumab 2006/11/30 | 2008/2/29 Yes
4 | Insulin Glulisine 2007/6/27 | 2009/4/22 Yes
5 | Tadalafil 2008/8/29 | 2009/10/16 Yes
6 | Peramivir Hydrate 2009/10/30 | 2010/1/13 Yes
7 | Everolimus 2009/1/28 | 2010/1/20 Yes
8 | Travopros/Timolol Maleatet 2008/4/15 2010/4/16 Yes
9 | Panitumumab 2008/6/30 2010/4/16 Yes
10 | Temsirolimus 2009/12/10 | 2010/7/23 Yes
11 | Laninamivir Octanoate Hydrate 2010/1/29 2010/9/10 Yes
12 | Nilotinib Hydrochloride Hydrate 2010/1/29 | 2010/12/21 Yes
13 | Dabigatran etexilate 2010/3/4 2011/1/21 Yes
14 | Trastuzumab (genetical recombination) 2010/3/19 2011/3/10 Yes
15 | Pramipexole 2010/3/19 2011/4/22 Yes
16 | Edoxaban Tosilate Hydrate 2010/3/29 2011/4/22 Yes
17 | Dasatinib Hydrate 2010/7/29 2011/6/16 Yes
18 | Indacaterol Maleate 2010/7/30 2011/71 Yes
19 | Linagliptin 2010/8/30 2011/7/1 Yes
20 | Gefitinib 2010/10/29 | 2011/11/25 Yes
21 | Everolimus 2010/12/8 | 2011/12/22 Yes
22 | Aripiprazole 2011/1/21 2012/1/18 Yes
23 | Denosumab (genetical recombination) 2011/2/28 2012/1/18 Yes
24 | Olanzapine 2011/3/3 2012/2/22 Yes
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Table 2 List of drugs for analysis (Continued)

No. Generic name HETIEAR | A MRCT-JP
date date
25 | Crizotinib 2011/3/31 2012/3/30 Yes
26 | Exenatide 2011/5/20 2012/3/30 Yes
27 | Budesonide/Formoterol Fumarate Hydrate 2011/8/31 2012/6/22 Yes
28 | Esomeprazole Magnesium Hydrate 2011/10/21 2012/6/22 Yes
29 | Axitinib 2011/7/29 2012/6/29 Yes
30 | Formoterol Fumarate Hydrate 2011/8/31 2012/6/29 Yes
31 | Budesonide/Formoterol Fumarate Hydrate 2011/11/30 | 2012/8/10 Yes
32 | Atomoxetine Hydrochloride 2011/10/12 | 2012/8/24 Yes
33 | Aflibercept (genetical recombination) 2011/6/24 2012/9/28 Yes
34 | Glycopyrronium Bromide 2011/11/25 | 2012/9/28 Yes
35 | Pazopanib Hydrochloride 2011/12/13 | 2012/9/28 Yes
36 | Insulin Degludec (genetical recombination) 2011/12/22 | 2012/9/28 Yes
37 | Apixaban 2011/12/21 | 2012/12/25 Yes
38 | Everolimus 2012/2/27 | 2012/12/25 Yes
39 Insulin Degludec (genetical recombination)/Insulin 2012/3/9 2012/12/25 Ves
Aspart (genetical recombination)
40 | Fesoterodine Fumarate 2012/3/15 | 2012/12/25 Yes
41 | Paclitaxel 2012/2/29 2013/2/21 Yes
42 | Pregabalin 2012/3/27 2013/2/28 Yes
43 | Tofacitinib Citrate 2011/12/1 2013/3/25 Yes
44 | Ofatumumab (genetical recombination) 2012/4/27 2013/3/25 Yes
45 | Regorafenib 2012/7/31 2013/3/25 Yes
46 | Bevacizumab (genetical recombination) 2012/9/19 2013/6/14 Yes
47 | Pertuzumab (genetical recombination) 2012/5/25 2013/6/28 Yes
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Table 2 List of drugs for analysis (Continued)

No. Generic name e MRCT-JP
date date
48 | Lixisenatide 2012/6/11 2013/6/28 Yes
49 | Ranibizumab (genetical recombination) 2012/10/29 2013/8/20 Yes
50 | regorafenib 2013/4/19 2013/8/20 Yes
51 | Paliperidone Palmitate 2012/9/25 2013/9/20 Yes
52 | Vilanterol Trifenatate/Fluticasone Furoate 2012/9/25 2013/9/20 Yes
53 | Glycopyrronium Bromid/Indacaterol Maleate 20121177 2013/9/20 Yes
54 | Bevacizumab (genetical recombination) 2012/10/5 2013/11/22 Yes
55 | Aflibercept (genetical recombination) 2012/12/26 2013/11/22 Yes
56 | Afatinib Maleate 2012/11/30 2014/1/17 Yes
57 | Turoctocog Alfa (genetical recombination) 2012/12/27 2014/1/17 Yes
58 | Tadalafil 2013/2/25 2014/1/17 Yes
59 | Riociguat 2013/5/17 2014/1/17 Yes
60 | Ranibizumab (genetical recombination) 2012/3/30 2014/2/21 Yes
61 | Goserelin Acetate 2013/3/29 2014/3/17 Yes
62 | Pazopanib Hydrochloride 2013/3/29 2014/3/117 Yes
63 | Everolimus 2013/4/26 2014/3/117 Yes
64 | Favipiravir 2011/3/30 2014/3/24 Yes
65 | Tapentadol Hydrochloride 2013/4/18 2014/3/24 Yes
66 | Tofogliflozin Hydrate 2013/4/26 2014/3/24 Yes
67 | Tolvaptan 2013/5/30 2014/3/24 Yes
68 | Alogliptin Benzoate 2013/8/27 2014/5/23 Yes
69 | Anti-Inhibitor Coagulant Complex 2013/6/28 2014/6/20 Yes
70 | Sorafenib 2013/9/30 2014/6/20 Yes
71 | Efinaconazole 2012/10/23 2014/7/4 Yes
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Table 2 List of drugs for analysis (Continued)

No. Generic name SN | L MRCT-JP
date date
72 | Delamanid 2013/3/27 2014/7/4 Yes
73 | Umeclidinium Bromide/Vilanterol Trifenatate 2013/4/22 2014/7/4 Yes
74 | Eftrenonacog Alfa (genetical recombination) 2013/9/4 2014/7/4 Yes
75 | Ruxolitinib Phosphate 2013/9/30 2014/7/4 Yes
76 | Lamotrigine 2013/9/12 2014/8/29 Yes
77 | Aflibercept (genetical recombination) 2013/11/28 2014/9/19 Yes
78 | Suvorexant 2012/12/4 2014/9/26 Yes
79 | Edoxaban Tosilate Hydrate 2013/12/19 | 2014/9/26 Yes
80 | Bosutinib Hydrate 2013/12/25 | 2014/9/26 Yes
81 | Tiotropium Bromide 2013/12/19 | 2014/11/18 Yes
82 | Aflibercept (genetical recombination) 2014/2/27 2014/11/18 Yes
83 | Darbepoetin Alfa (genetical recombination) 2014/3/31 2014/12/18 Yes
84 | Empagliflozin 2013/10/8 | 2014/12/26 Yes
85 Insulin Glargine (genetical recombination) 201312124 | 201412196 Yes
[Insulin Glargine Biosimilar 1]
86 | Nitisinone 2013/12/25 | 2014/12/26 Yes
87 | Secukinumab (genetical recombination) 2013/12/26 | 2014/12/26 Yes
88 | Nonacog Gamma (genetical recombination) 2013/12/26 | 2014/12/26 Yes
89 | Efraloctocog Alfa (genetical recombination) 2014/1/24 2014/12/26 Yes
90 | Elosulfase Alfa (genetical recombination) 2014/3/26 2014/12/26 Yes
91 | Riociguat 2014/4/23 2015/2/20 Yes
92 | Trifluridine/Tipiracil Hydrochloride 2014/9/29 2015/3/20 Yes
93 | Aripiprazole Hydrate 2014/1/15 2015/3/26 Yes
94 | Umeclidinium Bromide 2014/5/23 2015/3/26 Yes
95 | Gadobutrol 2014/6/26 2015/3/26 Yes
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Table 2 List of drugs for analysis (Continued)

No. Generic name IS Em | e MRCT-JP
date date
96 | Lenvatinib Mesilate 2014/6/26 2015/3/26 Yes
97 | Eliglustat Tartrate 2014/6/30 2015/3/26 Yes
98 | Ramucirumab (genetical recombination) 2014/7/25 2015/3/26 Yes
99 | Catridecacog (genetical recombination) 2014/8/29 2015/3/26 Yes
100 | Aflibercept (geneticalrecombination) 2014/8/28 2015/6/26 Yes
101 | Bortezomib 2014/10/17 | 2015/6/26 Yes
102 | Insulin glargine (genetical recombination) 2014/7/29 2015/7/3 Yes
103 | Panobinostat lactate 2014/9/26 2015/7/3 Yes
104 | Nintedanib ethanesulfonate 2014/10/14 2015/7/3 Yes
105 | Asfotase alfa (genetical recombination) 2014/10/15 2015/7/3 Yes
106 | Insulin degludec (genetical recombination) 2014/10/31 | 2015/8/24 Yes
107 | Ruxolitinib phosphate 2014/9/12 2015/9/24 Yes
108 | Lamotrigine 2014/10/24 | 2015/9/24 Yes
109 | Sucroferric oxyhydroxide 2014/11/19 | 2015/9/28 No
110 | Ozenoxacin 2014/7/23 2015/9/28 No
111 | Leuprorelin acetate 2014/9/5 2015/9/28 No
112 Tiotropium bromide hydrate/Olodaterol 2012110117 | 2015/9/28 Ves
hydrochloride
113 | Esflurbiprofen/Mentha oil 2014/10/20 | 2015/9/28 No
114 | Omarigliptin 2014/11/21 | 2015/9/28 Yes
115 | Dutasteride 2014/11/25 | 2015/9/28 Yes
116 | Vildagliptin/Metformin hydrochloride 2014/11/27 | 2015/9/28 No
117 | Vandetanib 2014/12/3 | 2015/9/28 No
118 | Lusutrombopag 2014/12/17 | 2015/9/28 No
119 | Histamine dihydrochloride 2014/12/22 | 2015/9/28 No
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Table 2 List of drugs for analysis (Continued)

Submission | Approval
No. Generic name MRCT-JP
date date

120 | lloprost 2014/12/25 | 2015/9/28 No

121 | Glatiramer acetate 2014/12/25 | 2015/9/28 No

122 | Venlafaxine hydrochloride 2014/12/26 | 2015/9/28 No

123 | Trabectedin 2015/1/5 2015/9/28 No
Dermatophagoides farinae extract,

124 2015/1/26 2015/9/28 No
Dermatophagoides pteronyssinus extract

125 | Ombitasvir hydrate/Paritaprevir hydrate/Ritonavir 2015/2/12 2015/9/28 No

126 | Indium pentetoreotide (111In) 2015/3/27 2015/9/28 No

127 | Bosentan hydrate 2015/3/31 2015/9/28 No

128 | Escitalopram oxalate 2014/11/28 | 2015/11/20 No

129 | Oxaliplatin 2014/12/19 | 2015/11/20 No

130 | Capecitabine 2014/12/19 | 2015/11/20 No
Freeze-dried polyethylene glycol treated human

131 2014/12/25 | 2015/11/20 No
normal immunoglobulin

132 | Nogitecan hydrochloride 2015/1/28 | 2015/11/20 No

133 | Lapatinib tosilate hydrate 2015/1/30 | 2015/11/20 Yes

134 | Nivolumab (genetical recombination) 2015/7/121 | 2015/12/17 No

135 | Lenalidomide hydrate 2014/12/22 | 2015/12/21 No

136 | Anagliptin 2015/2/4 2015/12/21 No

137 | Apixaban 2015/2/18 | 2015/12/21 No

138 | Selegiline hydrochloride 2015/2/23 | 2015/12/21 No

139 | Secukinumab (genetical recombination) 2015/3/3 2015/12/21 No

140 | Infliximab (genetical recombination) 2015/5/15 | 2015/12/21 No
Haemophilus influenzae type b vaccine absorbed

141 2013/9/26 2016/1/22 No
(mutated diphtheria CRM197 conjugate)

142 | Ibandronate sodium hydrate 2015/2/10 2016/1/22 No
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Table 2 List of drugs for analysis (Continued)

Submission | Approval
No. Generic name MRCT-JP
date date
143 | Progesterone 2015/2/10 | 2016/1/22 No
144 | Luliconazole 2015/2/27 | 2016/1/22 No
145 | Bexarotene 2015/3/16 | 2016/1/22 No
146 | Evolocumab (genetical recombination) 2015/3/20 | 2016/1/22 Yes
147 | Methacholine chloride 2015/3/23 | 2016/1/22 No
148 | Bixalomer 2015/3/17 | 2016/2/29 No
149 | Levetiracetam 2015/3/26 | 2016/2/29 Yes
150 | Risperidone 2015/4/24 | 2016/2/29 No
Adsorbed diphtheriapurified pertussistetanus
151 2015/4/30 | 2016/2/29 No
combined vaccine
152 | Rituximab (genetical recombination) 2015/6/26 | 2016/2/29 No
153 | Eribulin mesylate 2015/7/30 | 2016/2/29 No
154 | Sorafenib tosilate 2015/7/30 | 2016/2/29 No
155 | Nivolumab (genetical recombination) 2015/7/31 2016/2/29 No
156 | Duloxetine hydrochloride 2014/12/11 | 2016/3/18 No
157 | Fosaprepitant meglumine 2015/5/27 | 2016/3/18 No
Adsorbed cell culturederived influenza vaccine
158 2015/8/28 | 2016/3/18 No
(H5N1)
Insulin glargine (genetical recombination) [insulin
159 2014/10/27 | 2016/3/28 No
glargine biosimilar 2]
160 | Ibrutinib 2014/11/25 | 2016/3/28 No
161 | Progesterone 2014/12/26 | 2016/3/28 No
162 | Rurioctocog alfa pegol (genetical recombination) 2015/4/16 | 2016/3/28 Yes
163 | Radium dichloride (223Ra) 2015/4/24 | 2016/3/28 No
164 | Barium sulfate 2015/4/24 | 2016/3/28 No
165 | Dabrafenib mesilate 2015/4/27 | 2016/3/28 No
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Table 2 List of drugs for analysis (Continued)

No. Generic name SIS | L MRCT-JP
date date
166 | Vigabatrin 2015/4/27 | 2016/3/28 No
167 | Trametinib dimethyl sulfoxide 2015/4/27 | 2016/3/28 No
168 | Sebelipase alfa (genetical recombination) 2015/5/22 | 2016/3/28 Yes
169 | Mepolizumab (genetical recombination) 2015/5/22 | 2016/3/28 Yes
170 | Maxacalcitol/Betamethasone butyrate propionate 2015/5/25 | 2016/3/28 No
171 | Atovaquone/Proguanil hydrochloride 2015/5/27 | 2016/3/28 No
172 | Asenapine maleate 2015/5/28 | 2016/3/28 Yes
173 | Ceritinib 2015/6/24 | 2016/3/28 Yes
174 | Octocog beta (genetical recombination) 2015/6/29 | 2016/3/28 Yes
175 | Perampanel hydrate 2015/7/27 | 2016/3/28 Yes
176 | Osimertinib mesilate 2015/8/21 2016/3/28 Yes
177 | Infliximab (genetical recombination) 2015/7/10 | 2016/5/13 No
178 | Ramucirumab (genetical recombination) 2015/5/26 | 2016/5/23 Yes
179 | Botulinum toxin type A 2015/6/22 | 2016/5/23 No
180 | Febuxostat 2015/7/29 | 2016/5/23 No
181 | Bevacizumab (genetical recombination) 2015/9/17 | 2016/5/23 No
182 Elvitegravir/Cobicistat/Emtricitabine/Tenofovir 2016/3/4 2016/6/17 Ves
alafenamide fumarate
183 | Ramucirumab (genetical recombination) 2015/7/23 | 2016/6/20 No
184 | Adalimumab (genetical recombination) 2015/7/28 | 2016/6/20 No
185 | Oxcarbazepine 2014/6/4 2016/7/4 No
186 | Adapalene/Benzoyl peroxide 2015/6/22 2016/7/4 No
187 | Lacosamide 2015/6/26 2016/7/4 Yes
188 Sodium picosulfate hydrate/Magnesium 2015/7/16 2016/7/4 No

oxide/Anhydrous citric acid
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Table 2 List of drugs for analysis (Continued)

No. Generic name e B MRCT-JP
date date
189 | Progesterone 2015/7/22 2016/7/4 No
190 | Ixekizumab (genetical recombination) 2015/7/28 2016/7/4 Yes
191 | Brodalumab (genetical recombination) 2015/7/30 2016/7/4 No
192 | Not applicable for this infusion solution 2015/7/31 2016/7/4 No
193 | Alirocumab (genetical recombination) 2015/8/6 2016/7/4 No
194 | Carfilzomib 2015/8/26 2016/7/4 No
195 | Propranolol hydrochloride 2015/9/25 2016/7/4 No
196 | Levodopa/Carbidopa hydrate 2015/10/23 | 2016/7/4 Yes
197 | Everolimus 2015/9/18 | 2016/8/26 Yes
198 | Remifentanil hydrochloride 2015/9/29 | 2016/8/26 No
199 | Laninamivir octanoate hydrate 2015/10/7 | 2016/8/26 No
200 | Tiotropium bromide hydrate 2015/10/29 | 2016/8/26 No
201 | Nivolumab (genetical recombination) 2015/12/11 | 2016/8/26 Yes
202 | Bendamustine hydrochloride 2015/12/24 | 2016/8/26 No
203 Telmisartan/Amlodipine 2015/7/31 | 2016/9/28 No
besilate/Hydrochlorothiazide
204 | Pasireotide pamoate 2015/7/31 2016/9/28 No
205 | Ticagrelor 2015/8/24 | 2016/9/28 Yes
206 | Alogliptin benzoate/Metformin hydrochloride 2015/9/28 | 2016/9/28 No
207 | Zoledronic acid hydrate 2015/9/30 | 2016/9/28 No
208 | Carteolol hydrochloride/Latanoprost 2015/10/1 2016/9/28 No
209 | Trafermin (genetical recombination) 2015/10/1 2016/9/28 No
210 | Choriogonadotropin alfa (genetical recombination) 2015/10/14 | 2016/9/28 No
211 | Desloratadine 2015/10/15 | 2016/9/28 No
212 | Budesonide 2015/10/23 | 2016/9/28 No
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Table 2 List of drugs for analysis (Continued)

No. Generic name R MRCT-JP
date date
213 | Adalimumab (genetical recombination) 2015/10/29 | 2016/9/28 Yes
214 | Mesalazine 2015/10/29 | 2016/9/28 No
15 Freeze-dried polyethylene glycol treated human 2015/11/5 2016/9/28 No
normal immunoglobulin
216 | Bilastine 2015/11/13 | 2016/9/28 No
217 | Insulin degludec (genetical recombination) 2015/11/30 | 2016/9/28 No
218 | Aripiprazole 2015/12/7 | 2016/9/28 No
219 | Albutrepenonacog alfa (genetical recombination) 2015/12/17 | 2016/9/28 Yes
220 | Ombitasvir hydrate/Paritaprevir hydrate/Ritonavir 2015/12/17 | 2016/9/28 No
221 | Pembrolizumab (genetical recombination) 2015/12/22 | 2016/9/28 No
222 | Elotuzumab (genetical recombination) 2015/12/24 | 2016/9/28 Yes
223 | Rifaximin 2015/12/24 | 2016/9/28 No
224 | Ribavirin 2015/12/25 | 2016/9/28 No
225 | Selexipag 2016/1/7 2016/9/28 No
226 | Lomitapide mesilate 2016/1/8 2016/9/28 No
227 | Ponatinib hydrochloride 2016/1/8 2016/9/28 No
228 | Carglumic acid 2016/1/27 | 2016/9/28 No
229 | Idarucizumab (genetical recombination) 2016/2/23 2016/9/28 Yes
230 | Grazoprevir hydrate 2016/3/11 2016/9/28 No
231 | Elbasvir 2016/3/11 2016/9/28 No
232 | Darunavir ethanolate/Cobicistat 2016/7/29 | 2016/11/22 No
233 | Dienogest 2016/1/27 | 2016/12/2 No
234 | Vilanterol trifenatate/Fluticasone furoate 2016/2/26 2016/12/2 Yes
235 | Nivolumab (genetical recombination) 2016/3/18 2016/12/2 No
236 | Ibrutinib 2016/3/31 2016/12/2 No
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Table 2 List of drugs for analysis (Continued)

Submission | Approval
No. Generic name MRCT-JP
date date

237 | Emtricitabine/Tenofovir alafenamide fumarate 2016/8/12 2016/12/9 No

238 | Crisantaspase 2015/12/17 | 2016/12/19 No
Daclatasvir hydrochloride/Asunaprevir/Beclabuvir

239 2015/12/21 2016/12/19 No
hydrochloride

240 | Etelcalcetide hydrochloride 2016/1/14 2016/12/19 No

241 | Plerixafor 2016/1/27 2016/12/19 No

242 | Florbetapir (18F) 2016/1/28 2016/12/19 No

243 | Duloxetine hydrochloride 2016/2/9 2016/12/19 No
Haemophilus influenzae type b vaccine adsorbed

244 2016/2/9 2016/12/19 No
(mutated diphtheria toxin CRM197 conjugate)

245 | Linaclotide 2016/2/24 2016/12/19 No

246 | Lixisenatide 2016/2/25 2016/12/19 Yes

247 | Artemether/Lumefantrine 2016/2/26 2016/12/19 No

248 | Drospirenone/Ethinylestradiol betadex 2016/2/26 2016/12/19 No

249 | Apremilast 2016/3/24 2016/12/19 No

250 | Insulin lispro (genetical recombination) 2016/3/25 2016/12/19 No

251 | Tenofovir alafenamide fumarate 2016/3/31 2016/12/19 Yes

252 | Eplerenone 2016/3/31 2016/12/19 No

253 | Dimethyl fumarate 2016/4/15 2016/12/19 Yes

254 | Canakinumab (genetical recombination) 2016/4/25 2016/12/19 Yes
Polyethylene glycol treated human normal

255 2016/4/28 2016/12/19 No
immunoglobulin G

256 | Bendamustine hydrochloride 2016/10/5 2016/12/19 No

257 | Pembrolizumab (genetical recombination) 2016/10/6 2016/12/19 Yes

258 | Epoprostenol sodium 2016/3/4 2017/3/2 No

259 | Triamcinolone acetonide 2016/3/31 2017/3/2 No
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Table 2 List of drugs for analysis (Continued)

No. Generic name HEIEEEM | - EEEEL MRCT-JP
date date
260 | Tosufloxacin tosilate hydrate 2016/5/23 2017/3/2 No
261 | Lenalidomide hydrate 2016/6/24 2017/3/2 No
262 | Zinc acetate dihydrate 2016/4/26 2017/3/24 No
263 | Omalizumab (genetical recombination) 2016/6/17 2017/3/24 Yes
264 | Nivolumab (genetical recombination) 2016/7/27 2017/3/24 Yes
265 | Sofosbuvir 2016/8/31 2017/3/24 No
266 | Ribavirin 2016/9/27 2017/3/24 No
267 | Ribavirin 2016/11/18 | 2017/3/24 No
268 | Guanfacine hydrochloride 2016/1/27 2017/3/30 No
269 | Ustekinumab (genetical recombination) 2016/3/30 2017/3/30 Yes
270 | Naldemedine tosilate 2016/3/30 2017/3/30 Yes
271 | Hydromorphone hydrochloride 2016/3/31 2017/3/30 No
272 | Not applicable for this dialysate fluid 2016/3/31 2017/3/30 No
273 | Golimumab (genetical recombination) 2016/4/22 2017/3/30 Yes
274 | Aflibercept beta (genetical recombination) 2016/4/27 2017/3/30 No
275 | loversol 2016/5/16 2017/3/30 No
276 | Fluticasone furoate 2016/5/30 2017/3/30 Yes
277 | Clobetasol propionate 2016/5/31 2017/3/30 No
278 | Forodesine hydrochloride 2016/6/7 2017/3/30 No
279 | Ixazomib citrate 2016/7/4 2017/3/30 Yes
280 Freeze-dried human prothrombin complex 2016/8/25 2017/3/30 No
concentrated
281 | Teriparatide acetate 2016/7/22 2017/5/18 No
282 | Mesalazine 2016/7/26 2017/5/18 No
283 | Carfilzomib 2016/8/25 2017/5/18 Yes
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Table 2 List of drugs for analysis (Continued)

No. Generic name HEIEEEM | - EEEEL MRCT-JP
date date
284 | Crizotinib 2016/8/31 2017/5/18 Yes
285 | Infliximab (genetical recombination) 2016/9/6 2017/5/18 No
286 | Monoethanolamine oleate 2016/6/28 2017/6/26 No
287 | Tocilizumab (genetical recombination) 2016/8/25 2017/6/26 No
288 | Regorafenib hydrate 2016/10/31 2017/6/26 Yes
289 | Pemafibrate 2015/10/19 2017/7/3 No
290 | Baricitinib 2016/3/11 2017/7/3 Yes
291 | Amenamevir 2016/4/27 2017/7/3 No
292 | Fluvoxamine Maleate 2016/7/25 2017/7/3 No
293 | Lanreotide Acetate 2016/7/27 2017/7/3 No
294 | Deferasirox 2016/7/28 2017/7/3 No
095 Teneligliptin Hydrobromide Hydrate/Canagliflozin 2016/8/4 2017/7/3 No
Hydrate
296 | Quetiapine Fumarate 2016/8/9 2017/7/3 No
297 | Pralatrexate 2016/8/30 2017/7/3 No
298 | Romidepsin 2016/9/2 2017/7/3 No
299 | Denosumab (genetical recombination) 2016/9/23 2017/7/3 No
300 | Nusinersen sodium 2016/12/7 2017/7/3 Yes
301 | Lacosamide 2016/8/26 2017/8/25 Yes
302 | Lyophilized human antithrombin Il concentrate 2016/9/13 2017/8/25 No
303 | Paclitaxel 2016/10/27 | 2017/8/25 No
304 | Eltrombopag olamine 2016/11/30 2017/8/25 No
305 | Tocilizumab (genetical recombination) 2016/11/30 2017/8/25 No
306 | Ciclosporin 2016/11/30 | 2017/8/25 No
307 | Leuprorelin acetate 2016/12/19 2017/8/25 No
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Table 2 List of drugs for analysis (Continued)

Submission | Approval
No. Generic name MRCT-JP
date date

308 | Nalfurafine hydrochloride 2016/9/28 2017/9/22 No

309 | Rabeprazole sodium 2016/10/28 2017/9/22 No

310 | Ceritinib 2016/11/29 | 2017/9/22 Yes

311 | Nivolumab (genetical recombination) 2016/12/27 2017/9/22 Yes

312 | Nusinersen sodium 2017/7/5 2017/9/22 Yes
Infliximab (genetical recombination) [Infliximab

313 2015/9/30 2017/9/27 No
biosimilar 2]

314 | Flutemetamol (18F) 2016/10/3 2017/9/27 No

315 | Sarilumab (genetical recombination) 2016/10/7 2017/9/27 No

316 | Rupatadine fumarate 2016/10/19 2017/9/27 No

317 | Lonoctocog alfa (genetical recombination) 2016/10/27 2017/9/27 Yes

318 | Budesonide 2016/10/28 | 2017/9/27 No

319 | Palbociclib 2016/10/31 2017/9/27 Yes

320 | Bezlotoxumab (genetical recombination) 2016/10/31 2017/9/27 Yes
Rituximab (genetical recombination) [Rituximab

321 2016/11/4 2017/9/27 Yes
biosimilar 1]

322 | Ezetimibe/Atorvastatin calcium hydrate 2016/11/25 | 2017/9/27 No

323 | Belimumab (genetical recombination) 2016/12/13 2017/9/27 Yes

324 | Daratumumab (genetical recombination) 2016/12/20 | 2017/9/27 Yes

325 | Aminolevulinic acid hydrochloride 2017/1/31 2017/9/27 No

326 | Sildenafil citrate 2017/2/14 2017/9/27 Yes

327 | Avelumab (genetical recombination) 2017/3/7 2017/9/27 Yes
Not applicable (Cryptomeria japonica D.Don

328 2017/12/25 | 2017/9/27 No
extract)

329 | Fulvestrant 2017/3/30 2017/9/27 Yes

330 | Glecaprevir hydrate/Pibrentasvir 2017/2/14 2017/9/27 No
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Table 4 MRCT-JP with over 1,000 subjects

Sample e Ratio of
Generic name ATC Phase . subject
size Japanse
number

Ticagrelor B 11 21162 903 4.3%
Edoxaban TosilateHydrate B 11} 21105 1010 4.8%
Apixaban B 11} 18201 336 1.8%
Dabigatran etexilate B Il 18113 326 1.8%
Lapatinib tosilate hydrate L Il 8381 14 0.2%
Edoxaban TosilateHydrate B 11} 8292 209 2.5%
Alogliptin Benzoate A 11} 5380 209 3.9%
Trastuzumab L 1] 5090 138 2.7%
Evolocumab (genetical recombination) C Il 2928 337 11.5%
Tlotroplum. bromide hydrate/Olodaterol R " 2624 204 7.8%
hydrochloride

Glycopyrronium Bromid/Indacaterol Maleate R Il 2135 182 8.5%
Budesonide/Formoterol Fumarate Hydrate R 1] 2091 400 19.1%
Denosumab (genetical recombination) M 1} 2046 136 6.6%
Vilanterol Trifenatate/Fluticasone Furoate R 1] 2019 62 3.1%
Bevacizumab (genetical recombination) L 11} 1873 44 2.3%
Vilanterol trifenatate/Fluticasone furoate R 1] 1620 370 22.8%
Umeclidinium Bromide R Il 1532 68 4.4%
Losartan Potassium C Il 1513 96 6.3%
Umeclidinium Bromide R Il 1489 74 5.0%
Tolvaptan C 11 1444 177 12.3%
Evolocumab (genetical recombination) C 1} 1324 219 16.5%
Baricitinib L 11} 1305 249 19.1%
Ixekizumab (genetical recombination) L Il 1296 33 2.5%
Budesonide/Formoterol Fumarate Hydrate R 1] 1293 312 24.1%
Vilanterol trifenatate/Fluticasone furoate R 1] 1224 47 3.8%
Gefitinib L 11 1217 233 19.1%
Aflibercept (genetical recombination) S 11} 1204 101 8.4%
panitumumab L LI 1186 20 1.7%
Bezlotoxumab (genetical recombination) J 1} 1167 94 8.1%
Pazopanib Hydrochloride L 11} 1110 60 5.4%
Peramivir Hydrate J Il 1099 743 67.6%
Ramucirumab (genetical recombination) L Il 1072 136 12.7%
Golimumab (genetical recombination) L 11/111 1064 102 9.6%
Paclitaxel L Il 1038 147 14.2%
Pembrolizumab (genetical recombination) L /11 1033 91 8.8%
Vilanterol trifenatate/Fluticasone furoate R 1] 1030 42 4.1%
Suvorexant N Il 1021 247 24.2%
Laninamivir Octanoate Hydrate J 1] 1003 787 78.5%

A: Alimentary tract and metabolism, B: Blood and blood forming organs, C:
Cardiovascular system, J: General antiinfectives for systemic use, L:
Antineoplastic and immunomodulating agents, M: Musculo-skeletal

system, N: Nervous system, R: Respiratory system, S: Sensory organs
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Table 5 MRCT-JP with less than 100 subjects

Sample LI Ratio of
Generic name ATC Phase . subject
size Japanse
number

Ofatumumab (genetical recombination) L 1/ 10 9 90.0%
Rurioctocog alfa pegol (genetical recombination) B | 19 2 10.5%
Lamotrigine N 1] 20 16 80.0%
Asfotase alfa (genetical recombination) A 11/11 28 5 17.9%
Levodopa/Carbidopa hydrate N 1} 31 23 74.2%
Anti-Inhibitor Coagulant Complex B I 36 2 5.6%
Secukinumab (genetical recombination) L I 43 5 11.6%
Darbepoetin Alfa (genetical recombination) B 1] 52 31 59.6%
Catridecacog (genetical recombination) B 11} 60 5 8.3%
Albutrepenonacog alfa (genetical recombination) B 1/ 63 10 15.9%
Lamotrigine N Il 65 39 60.0%
Sebelipase alfa (genetical recombination) A 11} 66 2 3.0%
Nonacog Gamma (genetical recombination) B 1/1N 73 5 6.8%
EIV|tegra\{|r/Cob|C|stat/Emtr|C|ta bine/Tenofovir | " 77 9 11.7%
alafenamide fumarate

Octocog beta (genetical recombination) B 1/ 80 8 10.0%
Temsirolimus L 1] 82 20 24.4%
Glycopyrronium Bromide R Il 83 25 30.1%
Albutrepenonacog alfa (genetical recombination) B 11} 84 9 10.7%

A: Alimentary tract and metabolism, B: Blood and blood forming organs, J:
General antiinfectives for systemic use, L: Antineoplastic and

immunomodulating agents, N: Nervous system, R: Respiratory system
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BIE A RTA FEH%DO MRCT-JP in B O#HER

2007 06 2014 FITH T TEAEIEE L0 EH Sz MRCT-JP IZB4 %
3 ODHA KT A TEEELFEIRERICBI 2 AR RE 2 HI2onT (2007 4
9 H) 1 (18], TEEELFEIRBRICET 2 AR E 2 7 (B3FFEH) (22T (2012
429 A)J (19, RO TEEEILFEIRBRBItARTO A AR N TOH 1 FHEER O FhiEl2 B
T BIARNE 2 FIZOWT (2014410 H) ) @5 B[20], ko205 A KF
A > MRCT-JP Ehi 9204 K74 > ThH Y, MRCT-JP % FEffid 5
BRICHEE B EN SR RETA RIAM 0 Thd, b 2 DOHA R4 D
WELMRD720, LD 3 SO L, A N7 A 3R O MRCT-

JP B OFED B A Table 6 KON TIZE &7,

HifW a : 2007 4£ 9 A £ COREHE (4 50H)
WM b : 2007 4E 10 H LA, 201249 H £ TOHKERHEZE (48 W H)
M ¢ : 2012 4F 10 A LAREOAGEHFEND 2017 4 9 A £ ToARE (113

i )
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Table 6 Medicinal and MRCT-JP characteristics of surveyed drugs

MRCT-JP (165)
2007- 2012-

Total  oop7a 20120
A: Alimentary tract and metabolism 21 1 6 14
B: Blood and blood forming organs 16 0 3 13
C: Cardiovascular system 5 1 0 4
. D: Dermatologicals 1 0 0 1
c G: Genito-urinary system and sex
-(% hormones Ve _ 6 1 2 3
Q H: Systemic hormonal preparations, 0 0 0 0
5 excluding sex hormones
&  J: General antiinfectives for systemic use 7 0 3 4
o L: Antineoplastic and immunomodulatin
£ agents P 9 63 1 18 44
o M: Musculo-skeletal system 3 0 1 2
© N: Nervous system 18 0 6 12
é) P: Antiparasitic products 0 0 0 0
R: Respiratory system 15 0 6 9
S: Sensory organs 8 0 3 5
V: Various 2 0 0 2
Other 0 0 0 0
External 2 0 0 2
S Eyedrop 1 0 1 0
T Inhalation 14 0 7 7
£  Injection 66 2 14 50
S Intraocular injection 7 0 2 5
g’ Oral 75 2 24 49
o Test drug 0 0 0 0
Vaccine 0 0 0 0
o Biological drug 57 2 10 45
S Synthetic peptide 4 0 2 2
e Chemical compound 102 2 36 64
%  Vaccine 0 0 0 0
< Other 2 0 0 2
S % Only Phase Il 135 4 41 90
25
&< Other 30 0 7 23

* Classified according to the anatomical therapeutic chemical classification system.

** Included Phase I, I/I1, I/I11, II, II/ITI, and/or II1

a New drug application (NDA) by September 2007 (before the MRCT-JP guideline was
issued); P NDA from October 2007 to September 2012 (between the issuance of the MRCT-
JP and 2nd MRCT-JP guidelines); ¢ Between NDA from October 2012 and approval by
September 2017 (after the 2nd MRCT-JP guideline was issued).
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Table 7 Regulatory and company characteristics of surveyed drugs

MRCT-JP (165)

2007-

Total -20072 50120 2012-¢
Review Day (mean) 340.7 1022.5 366.0 305.8
period [SD] [170.9] [540.7] [154.1] [82.8]
us Approved 114 4 28 82
evaluation Under review 19 0 7 12
status Unsubmitted 32 0 13 19
EU Approved 87 4 23 60
evaluation Under review 46 0 16 30
status Unsubmitted 32 0 9 23
Other areas’ Approved 96 3 29 64
evaluation Under review 15 0 4 11
status Unsubmitted 54 1 15 38
New ingredients 83 2 25 56
New
prescrlptlpn 8 0 3 5
combination
preparations
New_ r(_)utes_ of 2 0 0 2
administration
New indications 66 2 19 45
New
NDA formulations 0 2 1
classification New dosages 49 1 18 30
Biosimilar 2 0 0 2
Addltlongl 0 3
formulations
Prescription
combination
Preparations 0 0 0 0
with similar
compositions
Other 9 0 2 7
Review type Review 131 3 42 86
Report 34 1 6 27
Priority review 15 1 5 9
. Spemgl Accelerated 2 0 0 2
instruction assessment
Orphan drug 35 0 5 30
Japanese firm 26 0 8 18
Capital type  Non-Japanese 139 4 40 95
firm
Top 1-10 73 4 22 47
Sales Top11-20 53 0 19 34
ranking Top 21-50 30 0 5 25
Top 51+ 9 0 2 7

a New drug application (NDA) by September 2007 (before the MRCT-JP guideline was
issued); P NDA from October 2007 to September 2012 (between the issuance of the MRCT-
JP and 2nd MRCT-JP guidelines); ¢ Between NDA from October 2012 and approval by
September 2017 (after the 2nd MRCT-JP guideline was issued).
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FEMMCE LT, Hilan—&E< (10225 H), H[# b @ 366.0 A HMH
c ? 305.8 H LT 5 &K 3REOMIMEZZEL T, Hiffl a /v 5 c lIThiT TF
AR L, FRCHIE a 206 b 12T THRERFEAEMM OB b
Teo RRFEBFIROSE L 1TV TFHoHMIcEWTh b M BENE L, 58
A, B, XO'N ZHIM a 25 c i TR BEDMEIN L2, A TIE, BAZER
KM BHEDPLL, WTHOEIMICE N THR 50%% 7o, A A EHEML T
W a 725 c 2T T, M BEROBEE 2NN b1, WH a 226 b T51F,
B b 226 e T4 ML (i a: 28 E, HFEb:10mHE, HHc
i B, B a o4 MRCT-JP4 i B TiE, HAROKGERE S TOWINELE - AR
WIE, KER PRI ONT TN TS KGR Th-o7228, HE b KD e
IZBWTIT TRAEY) R REGEH ) OmBEREENRT, 72, B KWclc
WU, OK[E & BB LIRIN T T3 AT DS E R Z 0o T2, A ESE X
Bl a 205 c T T, BEECHMLTEY, W b 25 clcBWnTix 6
BN L7z (W a:08E, HIMb:55%E, B c: 304 EH), MRCT-JP ®
FHERPUZEI L C, Phase IIT LIS O LA a 205 ¢ 12T THI L Tz
(i a:04H, MM b:75E, M c: 235 H),

AN ARZFEL A O MRCT-JP ki

MRCT-JP 13 < ONEREEICI D ERINTWD W) ENH H[38],
AL TIE, MRCT-JP IZBET 2 H A K74 L DFEHFITEDOWT IO
TtH, MRCT-JP (ZFEITHEREEICL > TEBINLTWAZ ERERINT-
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(Table 7), —77, W& R LD MRCT-JP it BEUIHIR a 725 ciohif T
WAATHML TV D Z e RSN (Wi a: 05 E, B b: 8 MH, HifH
c:18 it H) . AWFFET 2016 AEDEHKMmGE LT % 7 1AL 50 ALIZi% L7z 32
¥ UMERMFE 24, NERNEHE :8) IZBIT5H, MRCT-JP FEfiRDFH%
60.2% (MRCT-JP ftH : 156, non-MRCT-JP & H : 103) Th o7z, T D
60.2% %2 H5DIL, HNEFR 24 FEDS L 13 0¥, NERSE¥EDIH 01
ETHY, IWEREEDS N LY MRCT-JP O EMiNEH T - 7= (Figure 4),
IO NS, FEET RS BN 50 MORERTYH, EIHEREE
12X > TMRCT-JP N FEMi 4TV 5 Z & MR ST,
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HEE FEFIRME E MRCT-JP Ehaik i o Btk

MRCT-JP i H & non-MRCT-JP /& HIZ31F % 3EHIH 4 % Table 8 XX 9 |2
F L, BEWMOFEEEIZ MRCT-JP & B T 340.7 H, non-MRCT-JP L H
T313.4 HTHY, MRCT-JP S HD MK 27 HEDN- 712728, HMEHIAE&EIT

RO BTz (P=0.077, t-test; Figure 5),
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Table 8 Comparison of MRCT-JP and non-MRCT-JP drugs in medicinal

characteristics
Non- MRCT-JP
MRCT-JP (165) (165)

A: Alimentary tract and metabolism 21 (12.7%) 18 (10.9%)
B: Blood and blood forming organs 16 ( 9.7 %) 8( 4.8 %)
C: Cardiovascular system 5( 3.0 %) 10 ( 6.1 %)
. D: Dermatologicals 1( 0.6 %) 5( 3.0 %)
é Eérgn%?;%-.un:ary systlem and s:ax 6( 3.6 %) 6( 3.6 %)
g ! Systemic ormona preparations 0(00%)  4(24%)
& J: General antiinfectives for systemic use 7(4.2 %) 22 (13.3%)

3 e ) ; :
e Iégégttlsneoplastlc and immunomodulating 63 ( 38.2%) 49 (29.7%)
g:_ M: Musculo-skeletal system 3( 1.8 %) 6( 3.6 %)
g N: Nervous system 18 (10.9%) 13 (7.9 %)
= P: Antiparasitic products 0( 0.0 %) 2(1.2 %)
R: Respiratory system 15( 9.1 %) 4( 2.4 %)
S: Sensory organs 8( 4.8 %) 2(1.2 %)
V: Various 2( 1.2 %) 14 ( 8.5 %)
Other 0( 0.0 %) 2(1.2 %)
External 2(1.2 %) 13( 7.9 %)
s Eyedrop 1( 0.6 %) 1( 0.6 %)
T Inhalation 14 ( 8.5 %) 4( 2.4 %)
g  Injection 66 (40.0%) 61 (37.0%)
S Intraocular injection 7(4.2 %) 1( 0.6 %)
2  Oral 75 (45.5%) 80 (48.5%)
O  Testdrug 0( 0.0 %) 1( 0.6 %)
Vaccine 0( 0.0 %) 4( 2.4 %)
o Biological drug 57 ( 34.5%) 32 (19.4%)
S Synthetic peptide 4 (24 %) 8( 4.8 %)
= Chemical compound 102 (61.8%) 119 (72.1%)
&  Vaccine 0( 0.0 %) 4(24 %)
< Other 2( 1.2 %) 2( 1.2 %)

*Classified according to the anatomical therapeutic chemical classification

system.
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Table9 Comparison of MRCT-JP and non-MRCT-JP drugs in regulatory and

company characteristics

MRCT-JP (165) o™ (':”g{SC)T‘JP
Review Day (mean) 340.7 3134
period [SD] [170.9] [99.5]
us Approved 114 (69.1%) 92 ( 55.8%)
evaluation  Under review 9 (11.5%) 5( 3.0 %)
status Unsubmitted 32 (19.4%) 68 (41.2%)
EU Approved 87 (52.7%) 92 ( 55.8%)
evaluation  Under review 46 (27.9%) 8( 4.8 %)
status Unsubmitted 32 (19.4%) 65 (39.4%)
Other areas’ Approved 96 ( 58.2%) 106 ( 64.2%)
evaluation  Under review 15( 9.1 %) 2( 1.2%)
status Unsubmitted 54 (32.7%) 57 (34.5%)
New ingredients 83 (50.3%) 59 ( 35.8%)
New pre§cription combination 8( 4.8 %) 16 ( 9.7 %)
preparations
New routes of administration 2( 1.2 %) 8 (4.8 %)
New indications 66 (40.0%) 61 ( 37.0%)
NDA New formulations 3( 1.8 %) 7(42 %)
classification New dosages 49 (29.7%) 56 ( 33.9%)
Biosimilar 2(1.2 %) 2(1.2 %)
Additional formulations 9( 55 %) 11 ( 6.7%)
Prescription combination
Preparations with similar 0( 0.0 %) 2(1.2 %)
compositions
Other 9( 55 %) 1( 0.6 %)
. Review 131 (79.4%) 119 (72.1%)
Review type  peport 34 ( 20.6%) 46 ( 27.9%)
) Priority review 15( 9.1 %) 5(3.0 %)
initaﬁglt?clm Accelerated assessment 2( 1.2 %) 5( 3.0 %)
Orphan drug 35 (21.2%) 41 (24.8%)
. Japanese firm 26 (15.8%) 92 (55.8%)
Capital type Non-Japanese firm 139 (84.2%) 73 (44.2%)
Top 1-10 73 (44.2%) 4 (26.7%)
Sales Top11-20 53 (32.1%) (16.4%)
ranking Top 21-50 30 (18.2%) 32 (19.4%)
Top 51+ 9( 55 %) (37.6%)
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Figure 5 Review period of MRCT-JP and non-MRCT-JP drugs
Data are shown as mean + SD.

MRCT-JP Ei D FHEIZF G T 2R FZ2FRET 5720, ENENORFITH L
THAy AL BREFEXM 21 P AT ¢ v 7 BRI L 0 EHH L7 (Table
10 KO8 11), TORIRSRA |, TWR AR, (/54 AESRE |, KE, FEOZ ol
O T AT, KET EGEH ), DVEREZE], DA s & A IES ],

MESESEA), LT [ EA7 1-10 fir) KON T A7 11-20 A7) 1% 95% S EIX A O
TIRES 1 % EFEl->72Z2 &2 6, MRCT-JP Z&IRT 5K+ & L CREII,
—77, RHRHUEYE ), TZofh), DBVEAL, [Meam), KERORMN T IR
a1, T LT IB1ALLAT ) 13 95%EHIXE D _LIRIEZY 1 2 FRl>72 2 &b,
MRCT-JP % i#IR L2 WE 7 & L TRE ST,
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Table 10 Impact of medicinal factors on drug development with MRCT-JP

Logistic regression analysis

Factor Odds 95% CI
. P value
ratio Lower Upper
A: Alimentary tract and metabolism 1.19 0.61 2.33 0.609
B: Blood and blood forming organs 2.11 0.88 5.07 0.096
C: Cardiovascular system 0.48 0.16 1.45 0.195
*~  D: Dermatologicals 0.20 0.02 1.69 0.138
-.% G: Genito-urinary system and sex hormones 1.00 0.32 3.17 1.000
H: S [ i i
% hOFm?r:Z?IC hormonal preparations, excluding sex N/A N/A N/A N/A
&  J: General antiinfectives for systemic use 0.29 0.12 0.69 0.006
8 L: Antineoplastic and immunomodulating agents 1.46 0.93 2.31 0.104
5 M: Musculo-skeletal system 0.49 0.12 2.00 0.320
:nf. N: Nervous system 1.43 0.68 3.03 0.347
o P: Antiparasitic products N/A N/A N/A N/A
E R Respiratory system 4.02 1.31 12.40 0.015
S: Sensory organs 4.15 0.87 19.80 0.074
V: Various 0.13 0.03 0.59 0.008
Other N/A N/A N/A N/A
External 0.14 0.03 0.65 0.012
s Eyedrop 1.00 0.06 16.10 1.000
T Inhalation 3.73 1.20 11.60 0.023
2 Injection 1.08 0.69 1.69 0.734
S Intraocular injection 7.27 0.88 59.70 0.065
5’ Oral 0.89 0.57 1.36 0.581
O  Testdrug N/A N/A N/A N/A
Vaccine N/A N/A N/A N/A
o Biological drug 219 1.33 3.62 0.002
g Synthetic peptide 0.49 0.14 1.65 0.249
=  Chemical compound 0.63 0.39 0.99 0.047
S Vaccine N/A N/A N/A N/A
< Other 1.00 0.14 7.18 1.000

* (Classified according to the anatomical therapeutic chemical classification
system.
N/A: Not applicable
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Table 11 Impact of regulatory and company factors on drug development

with MRCT-JP
Logistic regression analysis
Factor Odds 95% ClI
. P value
ratio Lower Upper
LS svaliatish Approved(launched 1.77 1.13 2.78 0.013
Steliis Under review 4.16 1.52 11.40 0.006
Unsubmitted* 0.34 0.21 0.56 <0.001
EU evaluation Approved/launched 0.89 0.57 1.37 0.581
B Under review 7.59 3.45 16.70  <0.001
Unsubmitted* 0.37 0.23 0.61 <0.001
Other areas’ Approved/launched 0.77 0.50 1.21 0.259
evaluation Under review 8.15 1.83 36.20 0.006
status Unsubmitted* 0.92 0.58 1.46 0.727
New ingredients 1.82 1.17 2.83 0.008
New pregcrlptlon combination 0.48 0.20 114 0.096
preparations
New routes of administration 0.24 0.05 1.15 0.074
New indications 1.14 0.73 1.77 0.572
NDA New formulations 0.42 0.11 1.65 0.212
classification New dosages 0.82 0.52 1.31 0.408
Biosimilar 1.00 0.14 7.18 1.000
Additional formulations 0.81 0.33 2.00 0.645
Presc.rip’.tion combin.a'tion preparations N/A N/A N/A N/A
with similar compositions
Other 9.46 1.19 75.50 0.034
Review type (Review vs Report) 1.49 0.90 2.48 0.124
Special Priority review 3.20 1.14 9.02 0.028
instruction Accelerated assessment 0.39 0.08 2.05 0.268
Orphan drug 0.81 0.49 1.36 0.433
Capital type (Non-Japanese vs Japanese) 6.74 4.01 11.30 <0.001
Top 1-10 2.18 1.37 3.46 <0.001
Sales ranking Top11-20 2.42 1.43 4.09 0.001
Top 21-50 0.92 0.53 1.61 0.778
Top 51+ 0.10 0.05 0.20 <0.001

* Includes undeveloped, under development, and not confirmed

N/A: Not applicable
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Table 12 MRCT-JP %3&R 95K+ « IR L2 WHFO—E
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R E BRAEE -
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2007 TR « TR A - AT - ROFREEEA LV S [
FEIE S - RSB O 7= 0 5 2FEERES | TiX[17], MRCT-JP i % #E
RLTRBY, Z0EE 2% MRCT-JP \ZBAT 28I A R T4 03N Efig S,
FhaERE X N >oH 5, 72, MRCT-JP (23 2 1G85 E 0 %% & B\ < H
D EBRHEINTWB[L6], L LAans, 2 ToOEEKMLBIIZIEW T MRCT-
JP MY TH D LIFR D22V, ABFZETIE, MRCT-JP Ehi DA FEICH 515
KT Z2FRET DO, BRTERBINTZERRMLITOWTE O IEAFEME &
MRCT-JP FEHi DA #E & OB 2 MM L 7o, £ OREE, WEOHRE TH
TE SV ARZET S0 OB A - AGRIRBUTIN 2 T, XIS BREECEEHR Z A 7
7S MRCT-JP OEHUIE L TV D a[REMED R S iz, AT, A RT,

B REBEEIC X5 MRCTJP Efk i~ D g

AWFFETIE, MRCT-JP & H OGEHDRERAIIC, FFIZ 2007 4K T 2012 4
» MRCT-JP EilZB T2 2 2O HA KT A4 URHLIKE, BN TR,
Z S 1T E O G BRI R - TV 5 Z & AR S ul- (Figure 3, Table
6).

(PR g %) DHFAIDS MRCT-JP 28 IRJ DK & L TRIE SNz, THREER
R OIEFN ORI D TRAFH]) TH-o7=2 &4, MRCT-JP 28R 5K 1 &
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LTRESN—RTH D LHEM L7z, Wi EOREARREIL, &b QB SCHE
DRFHEIT L 2 Wi O XGEAZE & U THM I T E ), BRIRIFIEOEHRIT X
D, WEESRRERS T U 2/ B2 ENE G 5 KB DEMERIEMIKETH D Z
EDBINTRY, RHEVE BRIER O HLO Y SERNTHER O KUE SCPRIRIED B IR A
A7 1A F# (inhaled corticosteroid, ICS) ~& #17 L 72[39]. 2009 4EIZtkzET
SNk R T - AT A KT 4 > (Japan Asthma Prevention and
Management Guideline, JGL) 2009 Ti%, Z®H[D JGL2006 & ik LT [hf
BIGEAT » 711281 D ICS DALESITFIZELN A B, BREFERS B2 #l
BWEEOHH TRl & SRR A T » 77 1 (BER] RAE 1) 128 C, (R & ICS
NEHEBORERIBR L 2oz, EHIT, ICS BHAITHRA+ 0 2GE IR T
DO FEIERIKICONT S, ERIZT 47 ¢ U AN EF IS S TH
12D, HNME, BAED T ©F o AN TEHORDEET A R T A THiER
T HRE L INDEREEMAE B2 HlF43E (long acting B agonist, LABA) %%
BICEH S[39], & 512 JGL2015 TITRIFMIEMMEL AN U 2B ik

(long acting muscarinic antagonist, LAMA) 2EREAT v 7 3 (HWEIERHT
RUFRY) 1TBINE 725 72[40], 2 X 5 ZpipEfadt OB E 2520, AFRAEHIFIC
FBWTHICS, LABA, LAMA, Zibd = e x— a CUHID 14 i H DR
AFNDBASE « KRB B o Tee WARNIRATIEM TH v, HEWyshfe o KRS 2 5
ICHET T D BN RN EBESND Z &0 6, MRCT-JP 238 S 7u7- rIRE M3
FExbil,

—%, TeyMPUESsE) 13 MRCT-JP 2R L7 WE & LTHE S L7,
ZOHAO—2L LT, TREHAJURGREE] OEANZIE TV 7T 25T
HIEBRBEZLND, KRBT, U7 F ) 132 T non-MRCT-JP i H

TV, non-MRCT-JP it H D 18.2% % 57z, TR, HARTIIA O I E T

47



MAMEINTWDLYZ7FURARTHEATERWVWEWSME, Whwb U 7F X
Y v TR DHEFON TV B(41], Saitoh Bk, U7 F U EMICET 5 HARBA
DHEFIZONT, RO K IR L T\ 5 - O PR 2SMEAER 28 515 TH
%D (K TIPSR 23 £, @IS RISk U CRBEE OHRIERRCK & bl L
T TR, ORELY 7 FU0EY 7 F IS8T MRS A
F o THi ST 541, RARZFEIZ L T, DREOY 7 F o BiHE I
I TH Y, R =— XA, EORRIZI T DY 7 F UBRBEOAMES TR
G AP TH D Z &b, HEREENS AITEREE L TV 2 ATREME NS
fanTev42], 2o Z LA MRCT-JP £l OFEEE L /e > T D DnE L
AN

MU RS & S i SE) 13, MRCT-JP &b H O The b dh B3 %00 -
7z (63 &t H) 7%, non-MRCT-JP fhH# %< (49 #tH), MRCT-JP & non-
MRCT-JP % HWAEE Lica P AT ¢ v 7 BIRGHTIC B W TG A &
TR DRI o T, THUEMEEE R & 0E il o056, BV v~F,
7 \— R, WO B CRIERBE RS L LT23EH OFIE 3 non-MRCTJIP i
HCIX28.6%THY, MRCT-JP i H D 15.9% & LT 5 L @noiz, ZnHd
HORERBIT A ARDROFE TS LEIEFIERZ LD D ANFE NP KEL, non-
MRCT-JP & HEAEM LI FIREM S B D, L LRy s, AREFETT, [HuEk
RIS & GuE IS ) © MRCT-JP & HEUIE < IMEmIch 2 2 &, 61T
BUE FEHE T O HUEMEE K O MRCT-JP OFUITEE TN L TV 5D &) iy
WD Z Enl16, 38], fFERAICIE MRCT-JP (2 X W &R SN D [HUEMENE
LR OIANIEST ETH LW ETFHIENS, 72, MRCT-JP
ORRFMICIEBE T 5 &, Phase 11 1% [HUEMEIESSE & e gRETE) 12ROk
H %< 11 RS - 72, BEFEEIO Phase IT OFIA TIE, THEMEEREK G
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PRI 13 13.4% % e, NWHBE SAREHMEM) (13.3%), ik & & Mmess |

(13.6%) & [A4EIC Phase IT © MRCT-JP SJi 7ML O FEIR & » 7>~ 7= (Table
3). EMEBIIREOEBMENEG L, BE=—IANEW, BET 7 A2 RHIC
fEftd 57212, Phase II ® MRCT-JP OEAHIIN L TV B ATREMERSE 2 Hh
7

[iig & &M E ) O3AFNEL, MRCT-JP 4 HIX 16, non-MRCT-JP i H A% 8

Tho, BVAT 4 v 7 ERFSHITEVTIZ MRCT-JP & H & non-MRCT-JP
fn B OISR A EETRD o0, MmBEE LT 2 fFoEN
oz, [MKEIEMAE) OFEANL, FITHUmARAIRCEEFE R 712 THER ST
Wiz, THUD OXIGUREIL, ZWIEECIRFIES M T, 220 HARENSNTIZ
FRHETH Y, BKRBROT Y FRA Vb A2 ME W ) BB R RN
A bivs[48-45], Frxld, MARD L 52 GBRE SR 555650, [
RRAED X D ISFABEE DD T A R b (AR 0 D 2R 4E) % 3855 O 3T
HECHRE L, BRRIEGEAE AN D MNEN D 555121E MRCT-JP 732K
ENTWD LB 2T, RIFZE T L7z MRCT-JP ZEBIICA4 5 &, 8 5Bk/216
RERDS 5,000 FEFILL EOKBIBERERCTH Y, 2D H 5 [k & EmasE | O3EAl
F 5 R AE HD, T b ORBRIZI T D HARANDFIEIE 5% Td - 72 (Table
4), —J7, 100 FIAi#HO MRCT-JP 1% 18 R BEr/216 REE CHV, =D H b [k
CIEMARE X8R AE LD, TN ORERICEIT D HARANDEIEIX 5.6-59.6%
EMEN I o7- (Tableb), D7z, MBS KHE S L AJEGIED RSN D Z
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