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SAZHESTND & LT, BREOFLHED O IR IE LWGEofEHE (T) 25
95, £ LT IRERGLOIRISE TS 2 L MBI TH D im0z ke 5 5 & 72
DR (HHEAUE) 2RET D, AEAMEL LCE, MEDSENR SICL kS
DT EEHDHNN, NI 0.025 AV DD, HEAMEICKHST D EL D
b EERTH DG ES RS T R EESUIERICBRE SN2 TH 5 &k
U Ol 2 LA L, RS A BT 5, Mt EIFEGENE L < e WRE 2 &
FICERTHRETH D . HMEAEDKRE NI &1E, ZORNTIERL [ZR3H D &0 ) ik
WMEHETE D) ZEamRd, ERGMFmIBWT EBEOFGMENRSh) 2%
FIRT D720, HEFENRAEENER SN TR Y | HetE s v TR OB
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YN LD EEREMTONLTWD EbFE XD,
WREE ESij, s VTN A XENTHOLDLT &, HetE (T) IKROXTHDL
bans, 22
Tijw =T (N) * g (ESij, )

FRtEITY v T YA RIKAFT 5 F (N) ENREITKFT S g (ESij, k) & EXoB
FTRBHY, ZZTHETwEET

BRIZHREN—ETL LT DL, Tij w T TP A INRREVZERELS R, &
YINYAXEIEDBERIZH D, Tij DVEBENZEE SN D72 HIE g (ESic i) & FIN)
TAWRORERERE 220 . g (ESij i)liL f (N) & D RNTORGERRD HID L H I
72%, 37205 g (ESij k) SR EWVIEE F(N)IT/NE < LT g (ESij, k) A/ EWVIE E F(N)
TRENEW)BHRBEL D, 1B CIE—RIICH DM Z RGET 2 72O DA EKBEL L
THM0.025 M S, —EDWEOHF TEOKMEEM-TZ LN HEEE L CHRBRDE
B - EfiSND, L7edo T, BARICHI) L2 BRGSO A at B L2t Bl
D i, DIEIZEEBAIPROFEPHICINE D | o TP A TREICHW O RIZHEE S
Teh R &Y TN A RIAAET 2 D L FREOBIRA EBRITTRER TS b 4L72 ESij
EY TN A TG BT EBIE SN D RN E 2 b D,

ABFFETIE, TRBRICBIT D2 EAOROR LS & LT, it Ty, j Tidza < #at
BINO T T NA A XDORE A RN T R & T REERE O R OEDFFRIE 2T
B Cd DN R ES k1 A Lz,

25 BRICEVWTHESNADRELERT HER

XHRSR A FEHE L U COWRIEOZF L L TERSND ESij, wid. A) (HR7Z205)
PEREE | LI j O ENORR (DFE), SHIZ22H THE~B) dIHRLTLHE
FHEM  PENC) GBS O 3 FEEOERICL - TRESND, A) HEBREE &%)
FSE DA A DEIIIERO BRI U CRIE SN D, BN FE—Th > Th, KK
N7 T e ROYE & EIFEMBOYE & TlE Ay a DERYD (ZUT XD ESiju bR D,
B) X C) OREREFRIL 22 fiD# 1I1TR Lz, RBREMTIE, 1RBRT A v oftic,
ED XD ek TED X O e EFE (R ERT, BRRBRa—7 ¢ x— & —, B3
BEOE=F—E) THERPERINDINEVIERLEZENTND,

BB LIRS OBE IS U TR MERDNR Ew (X, Pw, C) MOBERIKDLHR
Eia (Yj, Po, C) MWEALT D & & Ay, wlZMZ. Eig (Xi, P, C) KOV Ej (Y, Py, C) DIEHE
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(3% 7 —b LB (E SD, b & LT 5728, 23 @il R L= £3Y . Sy, 0l Ay i
L SD, DRE X LBIRT B,

RUEASEIT, TRRICI T 2 BRI ORISR 25 < T5 (RRATC TR L 5B
) OFERERT T D) 72010, BRBIMEER CIRRT V1 » O E, hBRENE
SRR X ONTRBER 24 [ i O3B 72 2 AT » T B, TARIC I\ C IR SR 1a B4
DRENLHERENEON D E TORROMAREK 3 15T,
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Therapeutic
area

Drug Pair

Objective

Jest drug - comparator.

EER T CTS

tudy design
Cemmonmen =

Study conduct

Difference in
efficacy

Variance in
results
Test statistic (T) Effect size (ES)
(observed) (observed)

3 WBRICBWTBIEINIPRELBRT IER BIEN)
Therapeutic area : Xf G5, Objective : 1RO H ) (B3~ & $FIH) | Drug pair : #BRIE & 75
Y AR K & 72 X T R D FH A A, Population : AR IZHL A AN D R S, Study design :
BT A v (BEOEK, TNt A X =2 RiRA v b, 5L IRRIE, vk - 9F5
P [FISEME7R ERRTH AR MEE ST 48) . Environment : BEERFHIAT A BT A U oMHRY R X D
FR O, Experience : R ¥ A B A3 FF-Oil £ o [RIFE R 2h 3K O B AR ERSC [R]— EBRIE OIS
BRISFRER, Trend : JHH] - FEREAITEIR ORRFFRY 7228, Study conduct : {55k O F i EL [, Difference
in Efficacy : #7538 & cHHRIR D H D2, Variance in results : #1523 S U7 HBRER & et FRIK D Zh 5D
ZZE ENDNROED) (RS ORERIAZIC K 5 25H)) | Effect size : Z) 55 &, Test statistics :

st

R ZET, & D BB 2 EHE G ORLEIR ARG D 72 D12 T5ER D FEi 27k
E L. IRBRCTHETT RS FHA B E 2 72inBo B (X 3 @ Objective, LA FFEIERIZH 3
DEREIET) ZRETH, £ LT, HBREOFEIM LM T 2720 O BIETHWS
RITHEEK 2 3% 7 L (Drug pair : #BR 3K & 75 & ARG £ 72 13328 B OB, 728,
ARMFFE TUXIFIRER B & O ATREMI iR & B3~ 235G 2 x5 & LT Y | FEx
AR L7V . T OXTBERIC 7 2 EitE, LM E RS LZ RS %
B & T 2 IRBRERFHE 232 T 5,
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RIS E . JEBRIFERFHE & LT, BBRICHL A AL D R Z YR A4 (Population :
HRRULYE - PRAMEEDOREIC L D &R KOVEERT A > (Study design : #ED %,
YINY AR T RARA N, WG BRI, B - RSN - RS
FHEMREE HIES) OFMZRET D, TORBETIE, BRFEHET A BT A 04
B X 2 ESROMA (Environment) & &0 CTHiGHT 5, F7-, MERMEEAH RO
O [FIFE R B FE DO TR [R] — BRI DV IMEER T & AL 72 TRBR O 31 & OG5 FE i 12
B9 215, T720b bR ™RER (Experience) 254295 EHEHI &SN D,

TRERIC SIS 2 PR B L O RFUT BTRIE BT O E R O T AR BIZE T 5 B
DT Z LT K DB~ DAL (BFRIECHEEIRIES O IR LS DIEFR)
DIBIZEY | BREFICELT D ATREM N & 5, WIRBEORET HIRRT 1 1,
B OEACIC X 2B E2Z T, S BICHERE ORPULHEIRIR T V1 IR e &
SNRROER F I E R CTORBHIELBZBIIREIND O, RUC LV ET 5
TEREZOLND, DX RIREROFE - EHEREHIC L 52 A 3 TiE Trend & L
THRLTWD,

RIS REIT TRBR 2 T 2 TR R S i A B K ORI Y RN 2 B o0 FevE T
T2, T IRROEMILR D EB O E 21X T X TR EGZEHE (CRO) I
ZRET LA L H D, BBRTICIE, RIERZE F 1L CRO IXEMIEBICER X L TE
=2 U T EAT, TRBRDN IR B I ) M OV PR 38R D FEff |2 B9~ % JE4E (GCP) #JIE
SFLTHEMSANATND Z & Z2HRT D, IRBRASOERE OMA NI, T7, IR, KB
FOWYERE DEH, AEFLOBER O, 7 — & OUEITTRER S i R B CIaHR
Y ER A S DEEBARTIC LV Eiish s (UL EA#RA LT Study conduct), 55RO
M2 EH BT, IR OTRBRERRERIZIN 2 T CRO RoTRR £ i =R D15
BB b 595 L &2 55 (Experience), = 9 L CHEM S N7-1BER T, HIEHEAER
BIRFRZE (Variance in results) % & EefBREE N SR IREEZ LD ROFILE LT,
WeBRER & RO R D7 Ay, «w (Difference in efficacy) 23515, SR RIXATRD
LY. Ay bEFE S,

2.6 AMMEOFELEFMREBEEEAT(TRREH L OBERICET 5 ETHR
26.1 IBRT YA & TP L BRI DO DR D ]
TBBROFHENCER LT, BUERAEZEIT, = 2 FROTRBR O F i rl et & W o 72l o T
B JRIC K 2 Bk b7z LR Y DA RMEIZBT DGR OMEENT 2 5 K 9 ITIRBrs
HFEaERET D, WRIZBITDHREDORE ST, BB L REED LR (DF%)
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ZDHDIHEAFT 2 DIFHRIZN, [ CHEBRE- A REOMAGDETH-TH, B
EMHCIBRRNFIC L » TBR SN D RROEDPZT D TRENEDR & 5,

BE M - IRBRSAT & PUBREE L BEBR DR DL RE L DFIRIC OV TIEER 21
RYEATHIZE B 5, 728, FEATHFRO FUTITIRRIZIR ST, BRRRBRAK 25 L L
TW2HDbH 5,
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*2 RKRIBHORFATHE TR S BEEAR NGREGTET 2ER

BSRT A BT DB R rLv R S A
el H 2 o s o . = %}%ﬁ;ﬁ%
|k . T L ] i’
' VI mom | mawm | mERR | ks | e | AiEe | RER | eeE | DIEES
Khin et al.? 5 ¥ A+ FLREY BfR7e L +
Khan et al.?® PRSI A - FEIRHY BIfR L BfR7e L BfR72 L | BMfR7Z2 L +
Papakostas 9 DY Risk ratio of BEfR72 L BfR7e L | BIfR7Ze L BEfR72 L +
etal.? response *
EZ 50
Yildizetal.?” | BRES ES - Bt L BIfR72 L R L | BfRARL
%28 Belnl)s
Phatak et al.?® | $ERRIE | A - ZZL B[R + Bfe72 L | BRA L +
7'V
X))

+ IEIZEAFR,

—: RITBAFR. 220 - RMREL. ES: ZARE. A

HeBREE Lt RO R0 7=
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Khin &3, 1983-2008 4E DT FDA ~DOF KGR HFERHZ I STz, 40 4 LN o
PRBRFE 2 fL IR AFUTZHT D DD 7T B RS HER 2 G BRI & 7" T B R DR D
7 BT D EH 2 AR L7 2, 1983-2008 AEDRIIC 1 BEH 7= DY > T A
RIS 25— CTHROEINEL oo Z b HERRIZAIEHEL Y b=
DYHIENREDNSTZ DRI NT, o, HGHMA 6 HOIFZS 8LV &k
FE (77 BRIk U TR R SNTIEBROEIE) NEmrolc 2 ERRINTND,
Khan %1%, 1985-2000 42 FDA (/KGR ST Ht 9 DIED B R X )V 78 7T & 8 %} BERER
RGBT R E LTIEBRORIE L 75 2R OB DEDSEELL EDENE Sz
[X VR L= (more successful) | 755k & SEMERTEDZETH 7= TFHUE ERRDH LA
Do 7= (less successful) | 72VBBRIZIT. £ OME I 2 #EREEF K OVRBR S0
BNERRRT L2 2, T OFEG, PBRE SAEA LRI 5 -9k B A, 158 F & A28 A &
LHEIGR R > TS Z RSN, o, HRIE L 77 v R OR D= & s
IEAVELALRTO 2 DR EIEE N IE, AIZHENIE, BEOHNA, ZEEIE N AICHBIL T
V7o, Papakostas ©E, SKE T & UTEMN THGE S av7z$t 5 >3 A Hlvy, 1980-2007
FIZAR SN T T B A EBR 2 6t 812, BRIRSUES (HDRS £7213 MADRS A =17 73
N2 T A B 50%LL_ B F 72 1E CGI-l 28 3 RIS 7e o 7= E OFEIE) DY A7
b & R AR R ONEBRSRIE & OBSEE A & fiRhir L7- 2, BRI, 77 R Gfe
B, CMRARE, BB, X—AT7A >0 DFEIEE, Fhh 7T TV — (65 kL
ERE . BEHE/ MEME, Vo7 XRRE SN, TS, 7T 'R
B HHERNIE, STRAFRFENA, R—AT A O DIFEELENEIZY A7 EBfRL
TV, T 7oA XZBFR L TR -T2, Yildiz 5%, 2010 4E 1 A £ T2 SCHk
AT ST RNEEE O 7 7 2 Ak RERER A x5 | gh AR & IRE SRR M ONBBR S
E OREE A Z RN LTz P BRI R OVRBRSE L L C BRI R k.
YINPA R R=RT A OEIFEIEE DS RG S ALTn, FORER, RER S E EEgk B
B OV TNt A XN ROEL AR L, 2T T B ROEBEL 2505
ThiHEMEINT, —F, XN—RAF A L OB EIEE TSRO L B Lo T,
Phatak &3, 2 BUBERIGEE ISR L TR THROF TV I Do oA rinkbane”
7 B ARG B3 5 AR IR A X RIS BERIE L 7T B R O R O 2 L A
B ONRBREM: DO BIfR & 8 B BlR 0T TRt Lz 2, BBRE S R OVRBR G E & LTI
N2 T A CHEIEE (HbAL) . ARERIIR ., BERPHFIIR, i, ZoMEEIE 72 803 et
ST, EORER, X—RA T A L OFEIEE K ORBRYIR AR OZLEAICEKRT L L
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DRI TND,

D DFATHE CIIBEEMICOW T, Fln, ZEHIE, REDORXR—XT 4 L TD
FIREENEICHRF SN TEBY R—2F A O EIEENE & PEREE & RO ) B0
ZROY AT URKREL RDMMR D oTo, £, 77 B RIEEBROBOH LT Z
B AR G, PEBRIE & IO RO ER Y A7 L EAICERT 5 2 EBRIE X
ncTunag,

DX DI, FATHIZE CITEE I R VRS DV < DD BT & A M EOFRER K
MOBEBATREINTWD, LnL, ZTHE TORTHETIIHaIClFE I Ty
Wb d D, BlZIE, £ 3R A R BHR A R RIS L7 fliX v, 37b
LAATIFE TIXEE b OBIR G OER O L3 hDOER DL 2+ /7B -
IS FICRFT S A EAAH 0 B S iERD O IR RBMRICE T 2 HERR O T30 Y
w135 2 LIRS A2,

BELDIEBRHE K R BR A X G2 L T2 ERIFIE D MEHTIZER L C L TRBRIEIR BRI [E A
O, EEALBREER BN FCH S T oS b TH 5, BlZE, F—
FEH - R @R OB Th > Th | RO G EEFELHORBITIEREIC R D L& X
bND, REBOEIEE, ) AV HRE (772 RAERBRICIZ Y A 7 FFRRE D& O
FENZWHREMER & D) . HESRREINER, BEKE, a7 747 o Rl BT
72 & OYEERE LR ORISR X > THMIZ B 7 2 FREMEIZ A E TE 720,

7o, HATHIZEIL, VAR B GRBR TR b &) 2XRE L, TOF
TH [FTER GHR) LHBREE) OMAERICORERT LI ENEL, TFEEGH L
PERIE | DALAE DR TORRE LIRS ORI S LRI 2, B
WEWI R E, AT OMIERZIZE L T, 77 AR oRE I NP LIXLIE
WIRE & 72 291 5 DH7p & O HRARRE R O BICKIT D EIRSE xR & LIoRn £ <,
HAX AR RER ASN DRI D [RIE ML A6t G & LI2aFZEidd e, £72, ZhvE Towf
FRVE Al — D BRI OFALL U 7= 384 2 R BUZ LTe s iZ & A ETE0 2D X 5 720507
TITHE 2 DB OB - R CHm L TBZE SN Db LI THERIE & xR0
WMD) LBMRT D EROMFEEZNRRERT L2 LITTERY,

PEAR DB FRNTIEARIN IR - AN ORI L SR OBREZHED DT, BRRBROFH
]« S IRV T E b THEEREE A R TR A RIS & oK, FRCENS O
IR BRI IRBR DRI E B L2 id T hiu T 7Zany,
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2.6.2 BAZERRER & TR & RTHEE DR R D7

B SEMHERA BIMEDIRFED 72 D DIRBR AT ORPU L, I EN TN E TITHRHE L
7ok & bR < BRI D AR B D,

BRI 7 m — VBB & T A BRI, BIFE X b BARERIE, RGNS
Th A HFRE KO FEEE T ITHHIRERE R &b F OO LT S 25l L, & ok
TR ZRGET 5 Z LN VARTH I ERFT 5, BAL T H 22 B %E = 2
PO E, THORE I EEBRL T, £/o, AERBETIZS 0 — UL 72 BRSNS 2 5
BT DHAREDRENINLTND Z b FEEOBE T 1Y =7 MIKEEZIXRRN TH4A
S, BRTORRBEETFIIZORIZRD Z ERZ,

H A TIEDD TR BRI KD & UG AR FEAGE G M Thiu T & 7228, 1998 4F
\ZICHES T A KT A NZEDSERFMICRLE L E 2 b b ENERRBRT — % 2RO
TEDLREINEERRBRT — 2 2iGHT 25 2 L & & B, MENEBR AR O /MT A AT HE
IRoleZ & &, 2006 LA TR A R T RS O K& 80%LL B, EH LSt
H Tl 2005 4ELAME 60%LL ECHMNEEGE T — & 28I LT\ 5 %, [ KREEBORFZEAT
DOFIAETIX, 2003 £ 2013 4 F TICHARTHERPFE L7 953 dhH D 9 B HIGHERER
T WK THRRBFE ] 003 TWCKTERRBARE T H D5 WITHGEF) THo AN 78%
EEDTEY, ABEREETIZZOEAIT NN THH-7=F, 20 Lid, BIETIE
< DEIEEOEFRBAFE S £ TS TR S, & 2 FRE OWANERIR T — % 35 5 Th
O HARTHRBENBEIIND Z & ZRE LTV D, it CIEERERIR R 5 O =61 2388 2.
OB BHM, AAOERLE AN DR & Z Utk 5 BF RO/ IMER 2 Z 8T 5 &
LSk HMN AT CHRE I NS ERMIIZ VN EE X OND, £ LT, T L CHFE B
STz 2 Hltk TOBARIRIR D oL, RIEZEH - RBARE ORISR DB 2 2B 5E
THMETH DA, BRI L7 fth sk o0 1R BR T 0 A SR MO8 4 & LB B - e 1Bk
EMiFHE AL TH Z & T BEEFRCIEREMEORE IR R T D8RO KT 2 Al
ZROTZENTE L0000 Ly, £, RLTEEBRA ST, E23RBLz20n
FTHRMEDIRRD LA RIERIE LIIVUX, 0 2B E 2 THi 72 72105 Tl
THA L FRFEFICB T DUGERHIFTE D, 29 L2 &0, SIEEMBETD
fil il |2 35 1T % BAFE DAL K OBHFE IR D LA H G- T 2 it & 5,

ENIT 1T % AR E O [FIFR R 2 FE O BAFS R & [FIERIZ B 7o e 2 fl AL T o +
BLiD, &LICEEEMCIHERLGOREDOHFEICL RN D EEZLND, T
DOFFEREER & B2 | [EN T ORI EmOE Om RICEZEICE)NT Z LR T
x5, FlxIE, BRSO ENBRBREIL. FEERT VA v - BINOIRBRZ 8B FE M L
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TEND S DIERFEha - BRI EMOREEZ K2 2 FCTalfEICT 5, 7. ¥
ERAADOHKILBOME R a=r—va b HET2 L8 EZbND,
BUSRA 2 2 1) 2 B IRBR D B EME 1L, Danzon HDOBFRICE W R ENTNS 2,
Danzon & (% 1988~2000 424517 % 900 4 # % 5 R H 4 xR, AMEOMFHIE
RNE T O 2 B E 72135 3 OBHR B OIGERIC IV TiE, WIEAENFENT D
BRI R B Lo RO B RRER (1988 N b ATRIRFE L E TOMIC, fRHTRZR OB
FEFA CHRSERZED PR 2 FENT 7 L G0 A3, 5 2 A E 72135 3O A BAFAMH DAL
R (KHE~OBITER) LIEICERT L2 E22ERBABSITICEIV RLE, LrL,
Danzon & OAFFEITABIFAHD KR 2RI L TR Y | BT — ¥ 2 LA iR
BWTHREORBRMNIEX 50 E 9 0 EEZIZIIMEF L Ty, F£7-, Danzon & LM
WEEORN AR RRE —F L DIZ L TS TV DR, BED 7 a— V¥R
TR - N OFEITS SICIMEL WS, IR E TR To (Fe—rur
72) BARRRBR, RO, BHUETO (RART ¢ v 7 7) [FIFEFEZNEOBRRRRS, Bl
BWICBIT DIRROMBER (DBFE) ICENENE I BT I0BBRF S Z &3,
INHEFEOER L U THHNT D Z EIZIFEREREEND D, AT Danzon S DA
FNLT B — e T = R—2 AL TEY , HAROERR - GRICERZK-T-
H DT,

3. AMERDEMELMEDIT

BUE O FAN AN T — RIS EM STV D T v & MMEEGRBR O R O b AAE 1Y
PREEFRIL THRBREERE & I RRE O R D2 Th D, R TIE, Fox NEBNICAE
T2 EELOHEHORS (0E)] IHEWEETHLIPERICEHL, ZhETO
EROMRENRED LS RBEREBER L TEB L TV DIONERETH L & Lz, 5
LR DRSO, IRBROBEEM, K ONRBRSME & | BBREERE &k FERE D %)
ROEDREZZIOFBIETH LR ENE S BEKRT 202K 2 2 &id BRIk
THEIE (LW IS NEIEARERFE L THN L OO EREE (BEEHER
FEOHERODRNY - FHAEFEMRE) Z2HRETL22LTHY ., 25 LEERENLSG
HDHFITHHERR ORI EEICE T H D ThH D,

FATHFFENZ IV THEBRSERE & P RSERE DN R D7 (U A 7 o, ghi i) & R 4R -
TRBRSMEICBE T 2 ER ORI R I LTS, L L 261 KT¥2.6.2 TRk L7z
EBY . FATIRDOZ X, DIROEEZER ST DRI L AHEOMLE D, KO
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BEREO (RICHTI 220 BYEZHIE L2 BT, B2 2% BEE O 250 3RF LR
DRLAE DI L CTHEET DBREEE T2 L0 0 7 7 e —F 13> T, %
TR TIX 17788 GHiR) LHBREE) OMAEEICOARERTHZ LnE L, T5K
(RPH) BRI OMAEE [7 78R (KR 9] LR UM TERE L 72
IINTARTEIE D700, B ARDIRER 2% 502 L2 EREFZE G FE LRV, £72, HARDEFIR
BRF TSR B T ON T RICEF SND 2 EN Lol &V ) FEN LR S
MDA >, T e b B IR —ROWFIERR BIR OB & SR BN EICBRT 2080 2
NE TR STy, ENTORMERZSEOMBERBOPEL KRBT TH S,
ZOE DB mAEE A ARBIZETITIRER, P Lo K OMAE . BT ODE
W REHERCHIE L7 BT OB THE L TR R L R T D IRBR A K OV
IRBAFSIRBR O ER AR L, SEATHHE ClIRmat o BEeiaME (L) 25 C 5 kLT
DEBRMNRTET VAEEDLZ L2 ANE Lie, BRMIZIE, ABFZETIE, 68 (G4
BEEMICERT 2 EHR) ROWEEE & it KO A 2 WEE 7 L CTHIET 2 &\ )
Bl leiBEAT o To, A X GHTIC K o THBOIRBOGIMEREEZ KA L CiRT 5 2
EIIAMIZED BT/ < . ZOET T L o TR L OWEBRER & 5SRO AE 0%
Boa THEEHFRICHIBI L 72 5 2 T, e TR TRET S TR EEER (] - B3R
DBAFRRER) & E Lo BB LR BIE - TEBRGAMF AR T 2 BHR L R EOBRICET 2 M
S, EEOFEEE RIFFICHRICL TITH Z ENARFFROILNTH 5,

ARWFFEOT 71— F (B  CIREBRN 7237 Cd 5, AFFEAE R 3Bl O KRB
FRIZFEE DS S DR D Ffh %2 & DFREERME L TV D%, 4% Do FZREMFZE ORGSR,
& 2 VNI T T ES < HT & DI Ko THRHIBICRHE S L 2 BB & D,

4. EHEEmX

A EFRSCII LA T O Bfaim S & HAER LTz,
Fukunaga S, Kusama M, Arnold FL, Ono S. Ethnic differences in pharmacokinetics in new drug
applications and approved doses in Japan. J Clin Pharmacol. 2011 Aug;51(8):1237-40. doi:
10.1177/0091270010381500.

Fukunaga S, Kusama M, Ono S. The effect size, study design, and development experience in

commercially sponsored studies for new drug applications in approved drugs. Springerplus.

2014; 3: 740. doi: 10.1186/2193-1801-3-740.
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FI1E FliElRE  SANERCEKZAZEORRKRICET 585

52 FEURE, ARmSC TR, ORI OZNROED IR E Z R IREICHEZ 5 2
LERE LT, £& LTHRBRENM - BBESEO HBE O RIERLSOER | & BARH

IRRFST %, 7272 L, ARG 21T 9 RS, 2D X 5 e BRI OMREHDBAE D EIK
%S - FRRFEAICIB VTR U CEER - FHBRMIENH 2 Dh &\ 5 IRARR) 22 [

IZEZ TR MBEND D, RimL DK 2 BEL NIRRT REMZR 08 RO E & MR A 4K
B, AN ORINCRT HRIZFICH 50, —FH T, H2EUTFTOGH TIXET VIS
B HHIERE T L L Tbit, 7 LHEEOGITOMREIIL T TBEDHK
FIEER | DX S DX MEIRMBATE - AGRFE O~ OHIWrOFE R EORRERM ST
WD DNE TRHIICHER L T 2 &b, 20D BWICxET 2 N 2EIZE L 720 5 5,
Z O X9 RREIE, AR T TEE O RBER) 1T6R 2 B8 A2 RIS T E 7 I
BHDH T ENARENFICKT 2 EHERREE G529 %,

VI EDEBEZITES & BB E LIRSS O BIR O BRI 2B EHI A 2 O P 72
e LT, TBREOHERWER ) OBEE/RF L L TEEOIRYEE ST XA —Z %Y
B, BEEMOEYEREICBET 2R (X5 0&) NEHKLRE - AREFEEOEER
I O IFHE T DAL HEORE & COREMRS BRT 20252 L & L,

FENAEGER®RIE, < OEZENKOEMER o A TIRESN D, TBREOTAINE
K] O—>ThHIEWERED NFEZE, AARNOHEICET D EEOM, 2otk R
PHIEOHED 7 GRFBHFEREDEIR T —# o r—) | YRPREDORRKT 4 v k- Y

(B2 A A HE A B A BEREICHETHAREMENDH D, TOTTHIE
WiEhREIL, ICH-E5 WA R T A » THMMEKR QLA 2 BRIRAELR O 5228 0 5T

ICHE L I TEY | FEyEREo AR O EN AR HEOENAZDOIRENER TH 5

MERER LT,

1. &= HM

AED 7 a — b U7z R BH A CIE, BRPRBHFE o 2h3(b % B s LSt CluG S
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#6 ENBRIIBITAHBREOYMBEBROLEREBIROIT O R
5 2 ML O 3 3R 2 %P 4R1C L 7= T
78T 17 (N =182)

55 3 MR 2 X U LT b

87 1 (N = 182)

M7 2 (N = 149) 53781 27 (N = 149)

Estimate P value Estimate P value Estimate P value Estimate P value
R E Y BB 0.192 0.018** 0.156 0.067* 0.208 0.005*** 0.143 0.053*
(EFE2L D IELHEF T2 1T RN -0.002 0.979 -0.027 0.708 0.009 0.882 -0.063 0.354
FERG 0.072 0.550 0.058 0.634 - - - -
\ DR 0.063 0.142 0.047 0.286 0.045 0.475 0.033 0.583
f? S P Tt A4 X (N) -0.001 0.009*** -0.001 0.011** -0.001 0.002%*** -0.001  <0.001***
TR (GE) 0.005 0.395 0.003 0.568 0.004 0.472 0.001 0.881
R (TR -0.096 0.073* -0.098 0.067* -0.119 0.013** -0.138 0.003***
ESUE ey 0.088 0.030** 0.078 0.056* 0.062 0.138 0.043 0.294
BB & R — 1 R 00kt AR K -0.134 0.011** -0.150 0.005*** -0.169 0.001*** -0.198  <0.001***
] ST £ 4 o Rl TR FERE GHEA=77)  -0.150 0.014** -0.132 0.030** -0.113 0.062* -0.088 0.146
Z?Iﬂf g (BB ") FEFEMEE (SARTGERE) 0122 0.025** -0.101 0.066* -0.096 0.094* -0.063 0.273
1L IBBR FEHihiak & 7= 0 OWERE 0.008 0.151 0.007 0.231 0.012 0.041** 0.009 0.134
B FEAH %2 -0.064 0.401 -0.058 0.453 - - - -
Lol ERERGEEUGLE 0.007 0.032** 0.004 0.348 0.005 0.201 -0.001 0.837
B %% BB AR 2 0D (R R 20 HE 0D [E] PN B 6 Bk - - 0.075 0.098* - - 0.082 0.049**
TR B 3 OWFS T O [F]— 3K B SR8k - - 0.079 0.294 - - 0.178 0.016%*
SR 0.005 0.252 0.006 0.151 0.012 0.005%** 0.015  <0.001%**
BRI EEK]
LR DEIG -0.409 0.057* -0.437 0.043** -0.795 0.001*** -0.726 0.001***
I -1.979  <0.001***  -1.988  <0.001***  0.012 0.966 0.076 0.790
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WMEHEMBER BEEE (777 2 RxR) 0.217 0.027** 0.965 0.013** 0.353 < 0.001***
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September 2015.

100




e ()

T B

ek

Zafirlukast

CTD

NA

NA

Pharmaceutical and Medical Devices Agency (2000) Common technical documents of
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depression and depressive state. Japanese Journal of Clinical Psychiatry 10: 373-384.
[in Japanese]

NA

Takahashi R, Sakuma A, Hara T, Kazamatsuri H, Mori A, Saitou Y, Murasaki M,
Oguchi T, Sakurai M, Yuzuriha T, Takemura M, Kurokawa E, Kurita H (1977)
Comparison of efficacy of amoxapine and imipramine in depression by double blind,
controlled study- Multiclinical study using WHO standard assessment schedule for
depression. Japanese Journal of Clinical Psychiatry 6: 845-861. [in Japanese]

101




I (M) | R R st

Lofepramine INFR LR Kudo Y, Kawamura K, Shibahara Y, Shimada T, Taii S, Taniguchi K, Tsutsumi S,
hydrochloride NA Tomoda T, Miyosi K, Murakami H, Yura R (1976) Clinical evaluation of lofepramine
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hydrochloride Togashi Y, Itou K, Okada F, Kobayashi Y, Kato T, Takahashi S, Endo M, Kobayashi
NA R, Yamahana Y, Murata T, Yoshimura Y, Okajima K, Morita S, Miyagishi T, Fujieda
T, Mori Y, Uchida F (1980) Clinical evaluation of GB94 (mianserin hydrochloride) on
antidepressant effects using double-blind comparative technique with imipramine.
Clinical Evaluation 8: 111-147. [in Japanese]

Nakano T, Okamoto K, Inanaga K, Suwaki H, Sasaki K, Otsuki S, Yokoyama S,
Kuyama C, Watanabe M, Hayasi Y, Shinagawa S, Kuroda K, Hirata J, Sutara M,
Edamatsu K, Kishimoto S, Ichikawa M, Hazama H, Fukuda T, Inoue H, Sunami Y,
Kashiwagi T, Ishizu H, Ideshita H, Sarai K, Hikiji A, Morita H, Ishibashi A, Nakamura
M, Ogawa N (1980) A comparative clinical trial of mianserin and imipramine in the
treatment of depression. Clinical Psychiatry 22: 309-323. [in Japanese]
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Okuma F, Okuwaki K, Nakagawa S, Hada H, Noguchi T, Inoue R, Iwanaga M,
Takahashi Y, Hasegawa K, Amamoto H, Igawa G, Haruhara C, Mizushima S, Nagata
NA T, Shinfuku N, Shimizu S, Mori A, Kino A, Shiozaki Y, Yokoyama H, Nishida K, Aoki
H, Eto J, Ishida T, Harada T, Yamada O, Nagayama K, Yuhara A, Shimazono Y, Ito R
(1980) Comparison of efficacy of mianserin and dimetacrine in a multicenter
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double-blind study. Japanese Journal of Clinical Psychiatry 9: 367-382. [in Japanese]

Setiptiline  maleate
(Teciptiline)

INFRICHR

NA

Shimizu M, Mori A, Hada H, Noguchi T, Hasegawa K, Nakagawara M, Omori K, Ito
R, Shimazono Y (1987) A multiclinic double-blind controlled study on clinical efficacy
of MOD-20 (teciptiline maleate) and amitriptyline. Japanese Journal of Clinical
Psychiatry 16: 1355-1367. [in Japanese]

NA

Kobayashi Y, Kobayashi R, Onodera I, Ito K, Takahashi S, Chiba T (1987) Clinical
evaluation of MOD-20 (teciptiline maleate) on antidepressant effects using double blind
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Murasaki M, Kurihara M, Takahashi R, 1to H, Mori A, Hasagawa K, Endo S, Kamijima
K, Higuchi T, Yagi G (1990) Clinical effectiveness of KB-831 (trazodone
hydrochloride), a new antidepressant, on depression. A clinical phase 1l study by
double-blind method. Clinical Evaluation 18: 251-277. [in Japanese]
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Murasaki M, Kurihara M, Takahashi R, Mori A, Hasegawa K, Endo S, Kamijima K,
Higuchi T, Yagi G (1990) Clinical effects of trazodone(KB-831) on depression. A
double-blind comparative study using amitriptyline as a standard drug. Clinical
Evaluation 18: 279-313. [in Japanese]

NA

Namiki M, Okuse T, Suzuki J, Kawakami K, Sasaki D, Nozoe S, Yamaguchi T,
Yamauchi Y, Ogawa N (1991) Double-blind clinical evaluation of a new antidepressant
drug, trazodone hydrochloride (KB-831). The Japanese Journal of Clinical and
Experimental Medicine 68: 1497-1513. [in Japanese]
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Tsutsui S, Katsura T, Suematsu H, Nakano K, Tsuboi K, Tahara K, Igarashi M, Saito T,
Kawano T, Kamoshita I, Sano S, Kikuchi T, Yamamoto H, Matsuzaki H, Yamaoka M,
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maprotiline hydrochloride . Journal of Clinical Therapeutics & Medicine 6: 1193-1214.
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hydrochloride
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Kudo Y, Kawakita Y, Ichimaru S, Aoki F, Inui M, Inoue O, Ueeda K, Oishi K, Ohno T,
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with a double-blind method. Journal of Clinical and Experimental Medicine 125:
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hydrochloride

NA

Matsubara R, Onodera I, Ito K, Okada F, Asano Y. (1995) Clinical evaluation of
milnacipran hydrochloride (TN-912) on depression and depressive status. Phase 11
clinical trial with imipramine hydrochloride as a control drug. Journal of Clinical
Therapeutics & Medicine 11: 819-842. [in Japanese]

NA

Endo S, Miura S, Murasaki M, Miyasaka M, Yamauchi T, Asai M Ushijima S,
Kamjima K, Hasegawa K, Kariya T, Kudo Y, Nakajima T, Nishimura T, Nakane Y,
Ogura T (1995) Clinical evaluation of milnacipran hydrochloride, a new antidepressant
for depression and depressive state. Phase 11 clinical trial with mianserin hydrochloride
as a control drug. Clinical Evaluation 23: 39-64. [in Japanese]
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comparative study with trazodone hydrochloride. Journal of Clinical Therapeutics &
Medicine 12: 651-677. [in Japanese]
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Nakajima T, et al. (1998) Clinical evaluation of SME3110 (fluvoxamine maleate), a
selective serotonin reuptake inhibitor, in the treatment of depression and depressive
state. An investigation of an optimal dose range using imipramine as a comparator.
Journal of Clinical Therapeutics & Medicine 14: 919-949. [in Japanese]

NA

Murasaki M, Mori A, Miura S, Kurihara M, Yamashita I, Asai M, Kamijima K,
Hasegawa K, Kudo Y, Saito M, Watanabe S, Ogura T, Koyama T, Kobayashi Y,
Kobayashi R, Fukushima Y, Hishikawa Y, Totsuka S, Niwa S, Machiyama Y, Ohmori
K, Tamauchi T, Moriya N, Toru M, Ushijima S, Endo S, Suzuki J, Kanamura H,
Shimizu M, Tamura A, et al. (1998) Clinical evaluation of SME3110 (fluvoxamine
maleate) in the treatment of depression and depressive state. A double-blind,
comparative study with amitriptyline. Journal of Clinical Therapeutics & Medicine 14:
951-980. [in Japanese]

Paroxetine
hydrochloride

CTD

NA

NA

NA

Pharmaceutical and Medical Devices Agency (2000) Common technical documents of
paroxetine hydrochloride hydrate posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/g000905/index.html [in Japanese]. Accessed 26
September 2015.
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Sertraline CTD STL-JP-93-602 | Pharmaceutical and Medical Devices Agency (2006) Common technical documents of
hydrochloride sertraline hydrochloride posted on the Japanese regulatory agency site.
STL-JP-94-607 | http://www.pmda.go.jp/shinyaku/P200600015/index.html [in Japanese]. Accessed 26
September 2015.
STL-JP-94-608
Mirtazapine CTD 9902 Pharmaceutical and Medical Devices Agency (2009) Common technical documents of
mirtazapine posted on the Japanese regulatory agency site.
1 http://www.pmda.go.jp/shinyaku/P200900035/index.html [in Japanese]. Accessed 26
September 2015.
Duloxetine CTD 16A203C Pharmaceutical and Medical Devices Agency (2010) Common technical documents of
hydrochloride duloxetine hydrochloride posted on the Japanese regulatory agency site.
12A2027 http://www.pmda.go.jp/shinyaku/P201000006/index.html [in Japanese]. Accessed 26
September 2015.
Escitalopram CTD MLD55-11MD | Pharmaceutical and Medical Devices Agency (2011) Common technical documents of
oxalate D21 escitalopram oxalate posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P201100076/index.html [in Japanese]. Accessed 26
MLD5511M31 | September 2015.
Acarbose IANF R Goto Y, Nakagawa S, Goto Y, Hosoya N, Orimo H, lkeda Y, Sakamoto N, Fukui I,
NA Tarui S, Baba S, Kaneko T, Mimura G, Nakano S (1989) Clinical evaluation of BAY g
5421 (acarbose) in Patients with NIDDM. A double-blind placebo-controlled study.
Journal of Clinical and Experimental Medicine 149: 591-618. [in Japanese]
Voglibose IAFR LR Goto Y, Baba S, Nakagawa S, Kuzuya K, Hirata Y, Akanuma Y, Sakamoto N, Sigeta
NA Y, Tarui S, Keneko T, Mimura G (1992) Clinical evaluation of a-glucosidase inhibitor
AO-128 in patients with NIDDM. A phase 111 double-blind comparative study. Journal
of Clinical and Experimental Medicine 160: 943-971. [in Japanese]
Glimepiride INFR IR NA Kaneko T, Sakamoto N, Toyota T, Akanuma Y, Shigeta Y, Shichiri M (1997) Clinical

evaluation of glimepiride (HOE490) in patients with non-insulin-dependent diabetes
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mellitus. A double-blind study versus gliclazide (phase 111 additional study). Journal of
Clinical Therapeutics & Medicine 13: 4479-4511. [in Japanese]

NA

Toyota T, Fukao A, Kaneko T, Suda T, Maruhama Y, Satoh J (1997) Clinical
evaluation of glimepiride (HOE490) in non-insulin-dependent diabetes mellitus. A
double-blind placebo-controlled study/phase 111 additional Study. Journal of Clinical
Therapeutics & Medicine 13: 4457-4478. [in Japanese]

CTD

NA

Pharmaceutical and Medical Devices Agency (1999) Common technical documents of
glimepiride posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/g990912/index.html [in Japanese]. Accessed 26
September 2015.

Pioglitazone
hydrochloride

INFRICHR

NA

Kaneko T, Sakamoto N, Toyota T, Akanuma Y, Shigeta Y, Shichiri M, Nakano S
(1997) Dose ranging study of AD-4833 in adult patients with NIDDM. A double-blind
comparative study with 4 dose arms. The Japanese Journal of Clinical and Experimental
Medicine. 74: 1250-1277. [in Japanese]

NA

Kaneko T, Baba S, Toyota T, Akanuma Y, Sakamoto N, Shigeta Y, Shichiri M, Nakano
S (1997) Clinical evaluation of AD-4833 in non-insulin-dependent diabetes mellitus. A
double-blind placebo-controlled study. The Japanese Journal of Clinical and
Experimental Medicine. 74: 1491-1514. [in Japanese]

Nateglinide

INFEITHR

NA

Shigeta Y, Kazuya T, Omori Y, Ohashi Y, Kosaka K. (1997) Phase Il study of a novel
hypoglycemic agent, AY4166, on NIDDM patients in Japan (2): Placebo-controlled
multicenter double blind study. Clinical Pharmacology and Therapy 7: 729-754. [in
Japanese]

NA

Kosaka K, Kikuchi M, Tarui S, Shigeta Y, Kazuya T, Akanuma Y, Toyoda T, Ohashi Y
(1997) Phase-I11 study of a novel hypoglycemic agent, AY4166, on NIDDM patients in
Japan(1): alpha-glucosidase inhibitor, voglibose-controlled multicenter double blind
study. Clinical Pharmacology and Therapy 7: 699-727. [in Japanese]

Mitiglinide calcium

CTD

KAD-204

Pharmaceutical and Medical Devices Agency (2004) Common technical documents of

107




IS (—4) 15 IR gt
hydrate mitiglinide calcium hydrate posted on the Japanese regulatory agency site.
KAD-320 http://www.pmda.go.jp/shinyaku/P200400007/index.html [in Japanese]. Accessed 26
September 2015.
Miglitol phosphate | CTD NA Pharmaceutical and Medical Devices Agency (2005) Common technical documents of
hydrate miglitol posted on the Japanese regulatory agency site.
NA http://www.pmda.go.jp/shinyaku/P200500031/index.html [in Japanese]. Accessed 26
September 2015.
Sitagliptin CTD A201 Pharmaceutical and Medical Devices Agency (2009) Common technical documents of
phosphate hydrate sitagliptin phosphate hydrate posted on the Japanese regulatory agency site.
A202 http://www.pmda.go.jp/shinyaku/P200900043/index.html [in Japanese]. Accessed 26
September 2015.
P054
Vildagliptin Interview 1202 Pharmaceutical and Medical Devices Agency (2010) Common technical documents of
Form vildagliptin posted on the Japanese regulatory agency site.
1301 http://www.pmda.go.jp/shinyaku/P201000008/index.html [in Japanese]. Accessed 26
September 2015.
1303
Liraglutide CTD NN2211-1334 Pharmaceutical and Medical Devices Agency (2010) Common technical documents of
liraglutide (genetical recombination) posted on the Japanese regulatory agency site.
NN2211-1700 http://www.pmda.go.jp/shinyaku/P201000012/index.html [in Japanese]. Accessed 26
September 2015.
Metformin CTD Pharmaceutical and Medical Devices Agency (2010) Common technical documents of

hydrochloride

D3002006

metformin hydrochloride posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P201000009/index.html [in Japanese]. Accessed 26
September 2015.
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Propranolol
hydrochloride

INFESCHR

NA

Omae T, Fukiyama K, Kumamoto K, Arakawa K, lkeda M, Kato M, Hashiba K, Aoi
W, Suzuki S, Tanaka K, Morotomi Y, Kusunoki R, Notomi A, Mikasa A, Ogawa S,
Hamada M, Takeda T, Shigematsu T, Inazawa M, Sasaki H, Ono T, Oniki H, Torii S,
Inada Y, Ogushi T, Ishigami T, lino K, Katayama T, Hayano M, Oh F, et al. (1978)
Hypotensive effect of propranolol in patients with mild essential hypertension.
Comparison with placebo with a double-blind method. Journal of Clinical and
Experimental Medicine 105: 790-802. [in Japanese]

Guanfacine

INFRICHR

NA

Murakami M, Abe K, lkeda M, Inagaki Y, Uzawa H, Onodera K, Oda M, Omae T,
Kanazawa T, Kaneko Y, Kawai CLawasaki T, Kawabe A, Kimura T, Kusukawa R,
Kuramoto K, Goto Y, Kokufu T, Sato T, Shimizu N, Shimizu M, Takeuchi J, Takezawa
H, Takeda R, Takeda T, Tamura K, Niitani H, Nomura G, Haraoka S, Hashiba K, et al.
(1982) Clinical efficacy of guanfacine in patients with essential hypertension in
combination with thiazides. Journal of Clinical and Experimental Medicine 121:
1080-1100. [in Japanese]

Pindolol

INFRICHR

NA

Murakami M, Ikeda M, Ishihara K, Ohike Y, Hagino K, Kaneko Y, Kinoshita Y,
Kimura E, Kimura T, Kusunoki N, Kuramoto K, Goto Y, Sato T, Sato Y, Shimizu N,
Takeuchi J, Takeda T, Niitani H, Nishikawa M, Ogino K, Hashiba K, Hatano M,
Haraoka S, Masuyama Y, Mise J, Minaguchi K, Miyanishi M, Murao M, Murakami E,
Muramatsu J, et al (1980) Clinical efficacy and usefulness of pindolol in patients with
essential hypertension. A double-blind crossover study with inactive placebo and
recelpin. Journal of Clinical and Experimental Medicine 114: 396-423. [in Japanese]

Meticrane

INFRICHR

NA

Abe H, Nukada T, Kuriyama Y, Masuyama Y, Seki I, Akioka H, Tetsutani T, Aoki K,
Okuda K, Sawada M, Shibata N, Mizutani T, Ozeki T, Sutani T, Takagi M, Ichinose S,
Motooka T, Kawamori K, Oji T, Kadota I, Kurose K, Sugitani Y, Kudo Y, Ikeda J
(1976) Clinical evaluation of meticrane. A double-blind comparative study with
trichlormethiazide. Journal of Clinical and Experimental Medicine 98: 742-760. [in
Japanese]
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Nicardipine
hydrochloride

INFRICHR

NA

Yamada K, Nakashima M, Toyama J, Mizuno Y, Yamazaki N, Watanabe T, Sotohata I,
Yasui S, Ogawa K, Kambe T, Aoki K, Hirakawa S, Takezawa H, Kabuagi T (1981)
Clinical efficacy of nicardipine hydrochloride (YC-93) in patients with essential
hypertension. A double-blind comparative study with ecarazine hydrochloride. Journal
of Clinical and Experimental Medicine 118: 306-324. [in Japanese]

Atenolol
Metoprolol tartrate

INFEITHR

NA

Shibata N, Sugita M, Akagami H, Okamoto K, Okishio T, Fujioka T, Nasu T, Murao S,
Matsuda Y, Kadota I, Hattori M, Okada M, Sasaki Y (1984) Clinical efficacy of
atenolol in patients with essential hypertension. A comparative study with metoprolol
with an envelope method. The Japanese Journal of Clinical and Experimental Medicine
61: 2327-2337. [in Japanese]

Bunazosin
hydrochloride

INFRICHR

NA

Kaneko Y, Yasuda H, Fukuchi S, Ikeda T, Kuramoro K, Nukada T, Arakawa K (1983)
Clinical evaluation of E-643 in patients with essential hypertension. A multi-center
double-blind comparative study with hydralazine (monotherapy and combination
therapy with thiazides.) Journal of Clinical and Experimental Medicine 124: 216-245.
[in Japanese]

Indapamide

INFRICHR

NA

Murakami M, Aoki K, Arai O, limura O, Ikezaki H, Ikeda M, Ito K, Inagaki Y, Uchida
E, Ono Z, Ozawa Y, Onodera K, Orita Y, Kajiwara N, Kaneko H, Kaneko Y, Kanda Y,
Kishimoto M, Kuramoto K, Koide K, Saito T, Sato S, Sato R, Sanjo T, Sugimoto T,
Takasawa A, Takeda T, Tsukiyama H, Tsuchiya Y, Nakakura S (1982) Clinical
efficacy of indapamide in patients with essential hypertension. A multi-center
double-blind comparative study with trichlormethiazide. Journal of Clinical and
Experimental Medicine 122: 1010-1030. [in Japanese]

Terazosin

INFEITHR

NA

Yoshinaga K, Miura Y, Abe K, Kamei F, Watanabe Y, Tanaka T, Gunji A (1988)
Efficacy and usefulness of terazosin hydrochloride in patients with essential
hypertension. Multicenter comparative study by envelope method; A comparison with
labetarol hydrochloride. Japanese Pharmacology & Therapeutics 16: 1245-1266. [in
Japanese]
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Urapidil

INFRICHR

NA

Kaneko Y, Ishii M, Yoshida H, Yoshinaga K, Inagaki Y, Taniguchi K, Mizuno Y,
Omae T, Takeda T, Abe H, Kokubu T, Arakawa K, Fujishima M, Ebihara A, Sakuma A
(1987) Clinical evaluation of BKU (slow release urapidil) monotherapy and adjunctive
therapy with diuretic of the thiazide type in patients with essential hypertension. A
double-blind parallel comparative study with prazosin. Journal of Clinical and
Experimental Medicine 142: 271-299. [in Japanese]

Cilazapril hydrate

INFEITHR

NA

Yoshinaga K, Saruta T, Kaneko Y, Arakawa K, limura O, Inagaki Y, Ishii M, Takeda
R, Mizuno Y, Kumahara Y, Masuyama Y, Kokubu T, Nakashima M (1989) Evaluation
of efficacy and safety of cilazapril versus enalapril in patients with essential
hypertension. A double-blind parallel comparative study. Journal of Clinical
Therapeutics & Medicine 5: 1837-1913. [in Japanese]

Manidipine
hydrochloride

INFRICHR

NA

Kaneko Y, Fukiyama K, limura O, Yoshinaga K, Inagaki Y, Ishii M, Saruta T, Yamada
K, Kumahara Y, Omae T, Kokubu T, Arakawa K, Fujishima M  (1989) Clinical
evaluation of manidipine hydrochloride in patients with essential hypertension. A
double-blind comparative study with nicardipine hydrochloride. Journal of Clinical and
Experimental Medicine 151: 471-492. [in Japanese]

Doxazosin mesilate

INFRICHR

NA

Omae T, Koshiro Fujiyama, limura O, Yoshinaga K, Inagaki Y, Ishii M, Kaneko Y,
Yamada K, ljichi H, Takeda T, Kuramochi M, Kokubu T, Ebihara A, Nakashima M
(1988) Clinical evaluation of doxazosin mesilate in patients with essential hypertension.
A double-blind comparative study with prazosin hydrochloride. Journal of Clinical and
Experimental Medicinel146: 673-691. [in Japanese]

Lisinopril

INFEITHR

NA

Arakawa K, limura O, Yoshinaga K, Inagaki Y, Ishii M, Saruta T, Kajiwara N, Kaneko
Y, Yamada K, Omae T, Kumahara Y, Takeda T, Kokubu T, Fujishima M, Abe K,
Sasakuri M, Sakuma A (1990) Studies on clinical usefulness of lisinopril (MK-521) for
essential hypertension. Double blind comparative test by using enalapril as control
agent. The Medical Frontline 45: 1031-1057. [in Japanese]
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Betaxolol
hydrochloride

INFRICHR

NA

Yoshinaga K, Kokubu T, Saruta T, Ishii M, Kaneko Y, Mizuno Y, Omae T, Takeda T,
Masuyama Y, Hiwada K, Arakawa K, Nakashima M (1990) Clinical utility of betaxolol
hydrochloride in monotherapy on essential hypertension. Double blind group
comparative study vs slow release propranolol hydrochloride. Journal of Clinical
Therapeutics & Medicine 6: 2657-2688. [in Japanese]

Celiprolol
hydrochloride

INFEITHR

NA

Abe H, Kaneko Y, Omae T, Kokubu T, limura O, Yoshinaga K, Ishii M, Inagaki Y,
Mizuno Y, Arakawa K, Yoneda S, Ebihara A (1989) Clinical evaluation of celiprolol
hydrochloride (NBP-582) on essential hypertension. double-blind group comparative
study vs propranolol hydrochloride. Journal of Clinical Therapeutics & Medicine 5:
2321-2365. [in Japanese]

Carvedilol

INFRICHR

NA

Goto Y, Ogihara T, Kumahara Y, Ikeda M, Yoshinaga K, Arakawa K, limura O, Ishii
M, Kokubu T, Takeda T, Murakami E, Nakashima M (1990) Clinical efficacy of
carvedilol (DQ-2466) in patients with essential hypertension: A double-blind
comparative study with labetalol. The Japanese Journal of Clinical and Experimental
Medicine 67: 1869-1894. [in Japanese]

NA

Yoshinaga K, Ogihara T, Goto Y, Kumahara Y, Ikeda M, Arakawa K, Abe K, limura
O, Ishii M, Kokubu T, Saruta T, Takeda T, Muarkami E, Nakashim M (1992) Clinical
efficacy of carvedilol (DQ-2466) in essential hypertension: A double-blind comparison
against nadolol. The Japanese Journal of Clinical and Experimental Medicine
69:2593-2617. [in Japanese]

Imidapril
hydrochloride

INFEITHR

NA

Saruta T, Omae T, Kuramochi M, limura O, Yoshinaga K, Abe K, Ishii M, Watanabe T,
Takeda T, Ito K, Kokubu T, Fujishima M, Arakawa K, Nakashima M (1992) Clinical
usefulness of imidapril hydrochloride (ACE/TA-6366) on essential hypertension. A
double-blind comparative study with enalapril maleate. Journal of Clinical Therapeutics
& Medicine 8: 661-697. [in Japanese]
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Temocapril INFR IR Yoshinaga K, Abe K, limura O, Kuramoto K, Saruta T, Kaneko Y, Ishii M, Takeda R,
hydrochloride Mizuno Y, Omae T, Ogihara T, Masuyama Y, Kajiyama G, Arakawa K, Fujishima M,
NA Fukiyama K (1992) Clinical evaluation of temocapril hydrochloride (CS-622)
monotherapy in patients with essential hypertension. A double-blind comparative study
with enalapril maleate. Clinical Evaluation 20: 11-44. [in Japanese]
Efonidipine IAFR LR Yamada K, Ishii M, Mizuno Y, Nakashima M, Ohashi Y (1992) Clinical evaluation of
hydrochloride NA NZ-105 in patients with essential hypertension. A double-blind comparative study with
ethanolate nicardipine hydrochloride. Journal of Clinical and Experimental Medicine 161:
275-292. [in Japanese]
Bevantolol INFRCIR Arakawa K, Ishii M, limura O, Yoshinaga K, Inagaki Y, Saruta T, Yamazaki N, Takeda
hydrochloride T, Kokubu T, Fujishima M, Ebihara A (1992) Clinical evaluation of bevantolol
NA hydrochloride (NC-1400) in monotherapy for essential hypertension. Double blind
comparison with metoprolol tartrate. Journal of Clinical Therapeutics & Medicine 8:
2147-2191. [in Japanese]
Quinapril INFR IR Kuramoto K, Fukiyama K, limura T, Yoshinaga K, Saruta T, Ishii M, Kuramochi M,
hydrochloride Mizuno Y, Ishikawa H, Kokubu T, Ogihara T, Fujishima M, Arakawa K, Nakashima M
NA (1994) Clinical evaluation of quinapril in patients with essential hypertension. A
double-blind comparative study with enarapril. Journal of Clinical and Experimental
Medicine 169: 369-406. [in Japanese]
Cilnidipine INFR STk Ishii M, Omae T, Matsuoka H, limura O, Abe K, Inagaki Y, Saruta T, Mizuno Y,
Takeda R, Ogihara T, Takeda T, Hiwada K, Arakawa K, Fujishima M, Fukiyama K,
NA Gunji A, Nisigaki M (1993) A multi-center double-blind comparison stusy of
FRC-8653 (cilnidipine) and nicardipine-retard in patients with essential hypertension.
Japanese Pharmacology & Therapeutics 21: 59-97. [in Japanese]
Felodipine INFR IR Arakawa K, limura O, Yoshinaga K, Saruta T, Ishii M, Omae T, Takeda T, Kokubu T,
NA Kumabhara Y, Fujishima M, Nakashima M (1992) Clinical evaluation of felodipine

(CGH 869) monotherapy in essential hypertension. Double-blind comparative study
with nifedipine (Adalat L). Journal of Clinical Therapeutics & Medicine 8: 2659-2691.
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Aranidipine

INFRICHR

NA

Arakawa K, limura O, Onodera S, Yoshinaga K, Abe K, Saruta T, Ishii M, Mizuno Y,
Murakami E, Ogihara T, Takeda T, Kajiyama G, Hiwada K, Fukiyama K, Ebihara A
(1995) Clinical evaluation of MPC-1304 on essential hypertension. A double-blind
study comparing with nicardipine-retard. Journal of Clinical Therapeutics & Medicine
11: 1503-1534. [in Japanese]

Trandolapril

INFEITHR

NA

Arakawa K, Saruta T, limura O, Abe K, Kuramoto K, Kurokawa K, Ishii M, Mizuno Y,
Takeda T, Ogihara T, Hiwada K (1992) Clinical evaluation of angiotensin converting
enzyme inhibitor, trandolapril (RU 44570) in patients with essential hypertension.
Multi-centered double-blind comparative study in comparison with enalapril maleate.
Clinical EvaluationClinical Evaluation 20: 477-511. [in Japanese]

Perindopril
erbumine

INFRICHR

NA

Yoshinaga K, Saruta T, Abe K, Arakawa K, limura O, Ishii M, Ogihara T, Takeda T,
Takeda R, Fujishima M, Ohashi Y (1997) Clinical evaluation of monotherapy with
perindopril erbumine (SED-9490), an ACE Inhibitor, in the treatment of essential
hypertension. Double-blind parallel comparison with enalapril maleate. Journal of
Clinical Therapeutics & Medicine 13: 4259-4297. [in Japanese]

Candesartan
cilexetil

INFEITHR

NA

Arakawa K, Ogihara T, limura O, Abe K, Saruta T, Ishii M, Hiwada K, Fujishima M,
Fukiyama K, Sakuma A (1998) Evaluation of clinical usefulness of TCV-116
(candesartan cilexetil) in patients with essential hypertension. A double-blind, parallel
group-comparison study using enalapril maleate as control drug. Journal of Clinical
Therapeutics & Medicine 14: 871-918. [in Japanese]

Valsartan

CTD

NA

Pharmaceutical and Medical Devices Agency (2000) Common technical documents of
valsartan posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/g000906/index.html [in Japanese]. Accessed 26
September 2015.
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Olmesartan
medoxomil

CTD

5-35

Pharmaceutical and Medical Devices Agency (2004) Common technical documents of
olmesartan medoxomil posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P200400005/index.html [in Japanese]. Accessed 26
September 2015.

Telmisartan

CTD

NA

Pharmaceutical and Medical Devices Agency (2002) Common technical documents of
telmisartan posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P200200038/index.html [in Japanese]. Accessed 26
September 2015.

Aliskiren

Interview
Form

1201

1301

Pharmaceutical and Medical Devices Agency (2009) Common technical documents of
aliskiren posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P200900037/index.html [in Japanese]. Accessed 26
September 2015.

Eplerenone

CTD

403

Pharmaceutical and Medical Devices Agency (2007) Common technical documents of
eplerenone posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P200700032/index.html [in Japanese]. Accessed 26
September 2015.

Irbesartan

CTD

E2233

E2231

E2235

Pharmaceutical and Medical Devices Agency (2008) Common technical documents of
irbesartan posted on the Japanese regulatory agency site.
http://www.pmda.go.jp/shinyaku/P200800021/index.html [in Japanese]. Accessed 26
September 2015.

0 e

Clocapramine

INFRICHR

NA

Kurihara M, Ito H, Kato N, Kawakita Y, Kudo Y, Mori A (1983) Clinical evaluation of
clocapramine (Clofekton) in schizophrenia. A double-blind comparison of
clocapramine, haloperidol and perphenazine. Japanese Journal of Clinical Psychiatry
12: 519-538. [in Japanese]

115




e ()

ek

Timiperone

NA

Nakazawa T, Ohara K, Sawa Y, Odo S, Nomura S, 1to M, Ukei N, Iwao Y, Kawase R,
Matsui H, Sawa J, Onagawa A, Arioka I, Sugimura S, Onaka Y, Katsuda S, Edakubo T,
Suzuki Y, Okuyama T, Kawaguchi S, Kawaguchi K, Hattori S, Nakashima M (1982) A
double blind comparative study of timiperone and clocapramine in the treatment of
schizophrenia. Japanese Journal of Clinical Psychiatry 11: 101-115. [in Japanese]

NA

Takahashi R, Inanaga K, Samejima T, Sarai K, Asada S, Otsuki S, Nakano S (1982)
Clinical evaluation of timiperone and perphenazine in a multi-center double blind
study. The Japanese Journal of Clinical and Experimental Medicine 59: 939-951. [in
Japanese]

NA

Kariya T, Shimazono Y, Yamashita I, Sugano K, Toru M, Mori A, Murasaki M, Ito S
(1981) Comparison of clinical effects of timiperone and haloperidol on schizophrenia
using double blind technique. Japanese Journal of Clinical Psychiatry 10: 1281-1301.
[in Japanese]

Bromperidol

NA

Mukasa H, Matsunaga K, Nakamura J, Takii O, Hashimoto M, Tsujimaru H, Mine K,
Tejima S, Horikawa K, Tanaka K, Yamada S, Funazu K, Kato I, Utimura N, Horikawa
Y, Imato N, Nishijima H, Matsunaga H, Sato H, Ariakwa K, Miura T, Nakano T,
Yamaguchi E, Fukutomi T, Ishibashi A, Shibata D, Mukasa H, Ogata M, Imasato K,
Kotorii K, et al. (1984) A double blind comparison of bromperidol and clocapramine on
schizophrenia. The Japanese Journal of Clinical and Experimental Medicine 61:
3721-3731. [in Japanese]

NA

Kodama H, Sarai K, Nakahara T, Nakagawa K, Okada M, Yonekawa K, Masuda H,
Morioka S, Sagawa M, Tsukahara N, Ueno N, Takizawa S, Terai E, Osawa T, Ishii T,
Segawa Y, Yodokawa Y, Yamanaka Y, Sone T, Masuda K, Ishii T, Ideshita H,
Morikawa R, Asaumi Y, Shinagawa K (1984) A double blind comparison of
bromperidol and haloperidol on schizophrenia. Japanese Journal of Medicine and
Pharmaceutical Science 12: 269-286. [in Japanese]
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Onodera |, Ito K, Ito K, Asano H, Kobayashi Y, Kawai S, Yamashita I, Fukazu R,
Miyosi N, Kobayashi R, Hirabayasi Y, Honma H, Kimura N, Suzuki T, Togashi Y,
NA Yamahana Y, Yoshimura H, Tanabe M, Narita G (1984) A double blind comparison of
bromperidol and haloperidol in hospitalized patients with schizophrenia. The Clinical
Report 18: 3349-3371. [in Japanese]
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