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two-sided test, which implies a 2.5% or less one-sided Type I error. It is not the intention
of this guideline to modify this standard).”
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“An equivalence margin should be specified in the protocol; this margin is the largest
difference which can be judged as being clinically acceptable and should be smaller than
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differences observed in superiority trials of the active comparator. For the active control
equivalence trial, both the upper and the lower equivalence margins are needed, ... The
choice of equivalence margins requires clinical justification.”
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WIEWTHE, TR EOBREZ TCHETE L0 TH 3,

72 ZIFBEOBROEBFEETOEEFMEL L, 2vTv», HEEROUBEEICESLHOD
Tholz., LerLBETEAESE TCORBRCEILSERD BRI pICBEEDRE Y, NEDH
SWBHFELRS, ZOLD BEMOELEERL T, MNEEOEMELSTED & - REaEH
KEBL7zDTIE, BHO»CEHOH 2 EENE2HELTIC I REHES LIt d, Th
BIEOHREL V- - HFEF AR R 260, B2 LR, 2ZTICH A
ARIA Y TERROFEZTERCANS Z LT LTz,

“the new trial should have the same important design features as the previously conducted
superiority trials in which the active comparator clearly demonstrated clinically relevant
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efficacy, taking into account advances in medical or statistical practice relevant to the new
trial.”

CORBO1EHT, B¥dLVIIHFEOESICL > TEET 5 0OM8HRE Lo T RMAFICD
Wi, BYILHEEZTNETHL LEEL TV S,

6. FELHUREBRICHIIHE

FELEMARBCHEL TTERE, YL BEATHRLL DERTRELESI . JhIZ
SNTREE TV VAERERNH Y, FRRENOVTLEY, ZHIBRFRE LI H
FRROERMELE F L L HEFEGOMICH 2BOMHEZ b5 L, ZhEEHT LDV
2B REZHPBELATN TS LD THL, KT — 5 BITCB8Y 5 €7V EHEFH
O OWTIE, BMOBESC—BHRET 22w LT, ZITRFSURBRETICLIER
mERR5,

6.1 FTBEBRTOHEFH

HBESA K4 13, FATRRER, D VRBRSMEL 7 VA 2HICHTT, ThTh
| BRSEEIHE] - EEAB AN T 2RBOBEOVT, [T 2w I B TROREET->
TWw5,

R R DA EE YT > T, BAE L CREBE (AR TOBRBERAO 2 &) 343
A ET AHAROER LY BTV S, $RRAZLFHESWIEECOAERSIND
RETH2. HBERBIC B CHBRESHER L FEESRTNTEDCAETHLET L0
IR FE S B 5. IS TR e B 2 IR L - BlR 0 5, FIARMEERT
Lo TuWn & R EEBICEHBT 2 HEE2 RT3 X ORELTWD,

[EEERAIEI S (AR TOEEHD 2 &) RIEET 21243, T2k 21, BRFEOHEICIIRO
L5 A ENE L SR, 2L, MTFO4Z, HEREE L BN (FRORENE) O
ERIICHRTE S L ONAENEOELTFOREL TBODOTHD, KR, EZEF
Wk BAREEETREZ 00, FIZIE 0% —D20HZE RS,

A, BERE L ENREOESEOEDEEXM (0% EHEXM) 254X VNS UHEEE S X

BRWBEITE, BERCES & FET 5.
b, [BEEOEESENBEOEIR L TAUES S| L v BRSNS 2 A
(ks (AEA%ESY) 2HVL, IhrEHIN L S CHERNCEE ¥R 2, ]

Z DHFFEEDREIX, THAURCHh R DAL ERL TV [BEESRINERFE R
FRE] L0 [ESREDKE~NOTHYIREME | 2l dlepickanl, TLTIOD
F&EE, FOERUEEEHLIBRER L. LEL—ATINE, ZOF4 K74 YOfE
RENER L ko R E2E L 88Tz, ZE ZOFHOIMMAD, HFHFIOBEHESE
EHBL DEL THZDESH 0% % TR S, HEEUAILEENBERAF L T2 EWIFRT
H5b,

A E BB E N ZOBO[E |2 OOFEREHVEL, LRI FLTRS, —
S, XEEY [EEMcARAEERZE] ThHY, Mo—o13, FEMNC [EERICHETATHE
BE| ObONER L LTARSND LI hFErERT 210 0RENZETHS. BIET
PMIEZOEOREFICHARMSEET 2 L RIFLEALTERVLY, BETHINTZOEDOK
FIHHRBEET L LM TEL, LRDL 3 ZHICEBNICHEFS L 2TRER SR, A
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@(m%)%ﬁ(m%)w%ﬁ%ﬁnmofu,Lmﬁ&kdzw%&mﬁﬁuﬁﬁwﬁﬁuﬁ
BMLI:bDETBOBRYTHD, P EBRBZABELVEELTHS, Zhs [EH
Lah ol LROSBRZEHTH S (ZOHRIESHRBRICOVTHEL 2),

TOMFR OB A, LICSIALERXZIHSES bOTRE ., ZIZERE
RN 0% bEOEHE2AFLTEILBAY, LEILLIANLLETVES, ok
ZETEREDB 0% L 80%DEH], DD 10 AOBED 7T ABE LKL 8 AHE 20 H -7
L&, [IOATTIABESEL I0ATSABEIELRFEUZATT L. TEHobRIIIZT A
LPESZWADBEE EF T ROTTR L EZBEEBL12 5 5, 2 ARES
RO WEFUTWS L, BEIED 10% b EVHSEREIIOF So5 WIR D AT ~E TR
WEELTW S, ZORRIENT 2MKES VS22 50, H(EIXE 51, [LAE(1986),
(1994), &mE i (1996) BHIAL T3 L5112, ZOFEREDNESRC»ZNUETHS =
LEHET DED, FHMREANLRESBENRFHETHEI LD bHETVS, Hid, %
DERULED THRE D ZOFFHL2ZIANTO IO EE L2 TW2, BERD» R -
BIRRICHIRL T, 10%b$ 5K E2ZUANL LR ET 2013, HEOEEYL U THEHT
WixnEES,

Te b 2, HERERD» S & S AR, [ EE@T R £ OERIIRBRBMEL L KB 100 B
KLDTEZVEVIHHRP SR TS, ZARI LiEn, RENESIOBKRE TS S
ToH2./1E0SbDTHD, 250 NGEBCRHARHELTAZOBE W, 72 & 21,
LEE100 Bz 1RE400 Blic 3 2 &, MRS 2B, 25 LT HEMEDL 5 URE(EL
FIERAID AR S N A FER (RIHF)) X S0%TREEIZ Loz & 720, 250w 5 EH AL IS
MRBRTAR S 201, BH0HH2VEZALU I LATAIERS %y, Z2AKE
BORVEBFNC Z A RERERRREHET 2 2 L 8552755 5 1,

# (1994) BBRT02 L5, 10%E VSR [HRBROEBICE T2 FE] w3 =07
yxf&@%ﬂfué.%@Tﬁ@ﬁ%@@ﬁ%kﬁ@m%%bf&mtb@@;5?%&
TORBREER, HECZOAREEAT 2 LERABRTEYE 3 3%bE o b DITAR
CESZVEVIBERCEMISATWELEIDEBNEIRSS. bLE545, BKER
KD T — 5 THREMFAOEMEIMNBOENLEL DAZ W E XOLEINEING = t%ﬁf
WEIEWKRS, T T% E > T2 DREDTVIDOTHEEVEE ST,

C OB, MEFCBTZET NV EEBO T — 5B B T 2 FEORI, TlESH2
EERRL T0a, KEL ECRAREOBE S T2 L SOARMRE 20 % $ @A+ 2 &,
% DHERITERHER (physical meaning) ¥ FhsDTh 3 (ZOFTHIZOWTOHEF L
LTOBRIFIOEESZRmEZ2DHDTH2),

EEEOSH TR EIM Y BMEOR L WEHRE IR 2 OO, [4=10% 42
qf! @ﬁj%t 7 bf%)jf_%wu, 4= O/L/Libi%etfb)&] %%ﬁﬂi‘ﬁiw, (‘_’.l/)? < &(% 1@@
WL 2 EOMBRORF R L 2135 %, 10% L ED CRBBMEL EED, 2Ll
ﬁ*m%ﬁ%%ﬁbfumUQV>&ﬂrouﬁk?huiwmfutmﬂjtwﬁﬁﬁ%bﬁ
D95, ZORBEE»TZS, 2 [HHENEENE LY 3 %ALY 2 HGERIF A &
ILT %)T%wu, ﬁ?ﬁzb‘%ﬁﬁﬁgi ] G%J«J\Lfﬁﬂfbié'?‘ gﬁ”%ﬁwu, twyz tf%
1 ROMBBR L 2 MOBRORAE 72 & 215 5%, 10% L ED TRBEMERETD, 2hLE
BREBBMELEC SRV tud ZeThidl v, 5542 TARE, 3%, 6%E
WO ER 7272 OBMERIT, EEIC IZEREER O MR - REFFEL THRODEREBDTH
5. ZO%E, THOBEORFIEATARICZ 57 VAR >72 0+ 24, ZHIHE
DIVAZHENC L 220, FHe L TEHAEEER> TV, EEMRBROHE L LT 20k
KRIFBIMET 2 EFAEFEZ TORBDEY, HEDESAZE S22 b,
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6.2 SHWBRBRI-HITIIELMHEORR

FIR U ETRERER T £, BifiOBB TR (7N EFHETOMROTERM] 352
SHWERETHL. L IABE XX IOMBCLE ) OEER LETAERS RV LD S,
SHRRBOBEONEOH 5RBEOBETH 5. BROEHH LR HIRE KoY, B
WX ok 0T a0 o THS (LH (1995), #ilE (1994b) 2ZH).

HEOHATE, TEFHERE L C2RUEE COREMERLERAT LI LHEDLHTEH L,
RS X5 2 LS, ZORLAEAEEE, BHFEHNORTFHLEE, Tobbek
WEEL S IEHEROBBRTED L d BT —F 2HEERAIBONL LB P > TREH0 5D
I3 ThD, FEMHEEKRE L TEBEEE LRV S L33, HEFRD 2HEMIZHIRRICL
7B D ORES DT, HWICEET ZHARIEINENOBOTYRZITH S, MaxHzE
FLCREIrSha oo 2 0BERERSNS. Lzs-o T, 2SS TEFMARK
LTWw3 EXI2id, EBIESOBEESMIE 5 L THECELTWIESDERT —F
RS RS 2 L ANTE, EEBUOIHIC BT 2 —MRIETTEEY (generalizability) DFER T X
5 EWVIFBIRIIRLL Vo,

REEIC 2 2 DI, A S OFREEE: EEFMEE S LcBEe, FEECSHROSM
BbD, Lizdio TEHEZE, 5 DRBREBMELNIICK S, LWIHETHDL. ZOHHEIC
X, BEOWEMNES, BEEOENES, BRABROAEENEL 85, REDFEATREN
TEKE L k5 (e (1994b) &),

2 I TEFNLHEFEOTMSEEE 25, 2ET—F OBAED L D ICRENKHOKE
X2 RE I, EXMCERTRELEZOGEELED S L, EAZTRELE /NS VIREIE 5,
ZDEO T TORBMELEHSR L O BRRARETY, FRE2MbLTICRENEH 2V L X
T B L, HEMFANEKRINIAREEEIEVNES RS, FIARBRAREZT 5L
BAPINLZLVWEWINBICR S, HABERTEELWILTHS.

L LZRuciznw LT, SEEBMEIEHROBERAREIT-o6E2755, —KRiZiE
HEEREEHNE S D, BEOEN LR, B H L HG %H#m@mmw%ffﬂ
XNBILICRD, bbb DA, BHOKVEFUAIIMEE> TRES NS AREMMES 2 2,
R Y, HOBEVLEESHECHEET 20, FABKBSNTICHFRAINEEINS I L
2 VST 20 THL, BEONBITTE, 750 BEEFRARI N IBRNES
S, BLIEAH D),

HBEFIZr > TEE LI BiE, HEEANEMCE > TESER-> TR 5&REh,
AR R NEERISNEVWI ETHhDL, 20LE 1, [BFOFHREDEROANE L L &
WHAZINEWARI V], EWIEINKDILOESI», Rz 3Ebk vy, FHIE
WEEOBESH LS, TREREL CHEBEZOMOMK THET L L 2R AIRETH L.
BOSWERT 2 L I3, BEENEHONERR LR O 5 L) RBBRETEZLT,
EsIR| OESZ F N EE E L TIHMEiCE, RFcEROE, BEER L E L ORXRAEERCD
WTOEREONE LI TEIETHSE, ZOHAVIEETENSI D,

SHBRBICOVTIE, BIEFRE K> TOMLWERSDH B, ZOHEMICBLTIE, Fl
BEBERZITORVWNEETHRIERAHEZ 5 I L OBHMOLBEZFHTHDL Vo2 ESD
BRL LELEBEERZTCRTHECEREFRINTUIEE L MEX ZVEG L 2, [
CEPRB20RBIHBIVEREEZ 2, 2ZORAEE-> X DFEE L LT, BEER,
EEOYE, REROEEEZD-DC EAREREL2T 2 0Hm LI APERNTHS 5.

6.3 MENHZHEBRTOHLMEDHE
WEDH LRERE VD DX, BEOZNFNICTER, MiRZ SCHONEBEE L TE£DETLH
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%%%%%ﬁ?é%@?@%.%ﬁ%mu,2x27nxi—ﬂ—ﬁﬁ&ﬁcmaéﬁ,m$
PARRIC L 2R T, R D CHEEARH 20 b LA L ELIBunEs. 7o
AF —N—RBRD & SCBRFHRPELC LV LS THRORHIPBE AT 2 0 L Ak, HE
Wﬁﬁicﬁm;5m+ﬁﬁﬁébw,%ﬁ@%ﬁ?ﬁﬁwm%%%?é:tﬁﬁﬁmté.

MIGD D 2 AR T, MHOSHRRBROBE L WOMESE L2, 70 At —N— s
LR, EEZEOBESRY Brh 2B T, BAWREBHSIEEINS ks, HirTETy
M2 2 EOBE W FNEE L 2 5,

?ﬁﬁﬁ%kﬁ%w,k&i@ﬁ%&fN%b%%:t%ﬁ%?%t,bf@ﬁ+ﬂ@ﬁﬁ
Ti%mﬁ%%ﬁm%é%oté@ﬁ%%én5:tm&é.?faﬁ&t;ﬁm,:@%ﬁ
D10%DEBEFHCERTELRVAEZ LD TROD EEZ 5N, FIEITRATFAD IR
?m‘E?%m%ﬁTg5%%%w%ﬁﬁwmm%benfwahe,¥ﬁﬁ$ﬁ?@@%
%m%mﬁmiéztuﬂf,ﬁﬁﬁﬁ%&ﬂ&okﬁﬁ?“E%%m%ﬁﬁ%%%”%ﬁw
5ZEBBRBETIRRWDEEL S,

BE, BRICZOE WRESH o1 & 2i2i%, BRAEEHH/NS I & ERFHRIZLT, RER
%m%ﬁ%mé<?5@ﬁﬁba.:nu%%ﬁwﬁﬁﬁwkﬂ%ﬁw%?w:tﬁaﬁﬁﬁ
I%%@%@EH%4F?4V@ﬁ§§m6%ﬁén1wé.mHﬁ4F94yfu%uE
BZLTRVZLY, ZhHBRBRORTEBOTIERTREILTHS S,

6.4 FELMEERIZH T3 PC & ITT

AR E HERICEHE L COHEORBSMB R EZOABTH 2, vwa L3 2ER - i
Lo THBOFBES TR I LIRS, 20L& R ARBINROT — 51289 5 hED,
%@5&?6&8@&5K&5@,:nwowfwawétﬁﬁﬂﬁﬁﬁ%.~O@@u,ﬁ
BEtENCBRCTH L 28N, bW 28A&H] (protocol-compatible subjects), @& %5F
HXNRIZT LV 5DTHY, HMOBIREBRTT > 5 A8 D HF 12257 (intent-to-treat
subjects) 2B ZFHENMRIZT 2 L VI bDTH 2, —Mic, HIHICED W% PCIWIF, %
BREDLIFHEZITTRIFE WS, 127 L, ICH#¥4 FJF4>Tid, ZHEEHRPC analysis,
ITT analysis) ZHvTwiwn, XOMPORBMBLEL W IEEHSTH S,

HAETR, BY PCHTSR OB EEZ SN T vz, ORI FREICE S HETE 3 &
EZlhoThs, L2 HWBRHKTIE, LA ITT BNTO L2 EERT &P W5 RERHTH
oz, BREBETEER S, HBh o OB%E, ZAERIESHPLLMITOVTOKA S 2EE %
EATVELSTHSS, EIZF'C’Bﬁ%@fﬁfibl’)wflﬂ%b!5@&%01%3ﬁﬁ§ﬁ8ﬂf: (B
BEVFE (1995) 2H]). 2505 FBRCBVC, LIELIFHS 251, ITT B0 5H
$%¥ﬂ®ﬁ%ﬁ%%bﬁwtw5%%fﬁ?%?@5twﬁ%@TE%.~ﬁﬁu%®%%
W9 %08, RIS RIS MR DB ST, ICH 4 R4 BN ODWTROEEY»S 2
Tn3,

“The equivalence (or non-inferiority) trial is not conservative in nature, so that many flaws
in the design or conduct of the trial will tend to bias the results towards a conclusion of
equivalence. For these reasons, the design features of such trials need special attention and
their conduct needs special care. For example, it is especially important to minimize the
incidence of violations of the entry criteria, non-compliance, withdrawals, losses of follow
-up, missing data and other deviations from the protocol, and also to minimize their impact
on the subsequent analyses.”

—Z, FEBEE» SDANDDH B LD T L, KBS BUBDE SR 5HH 6 7% < T 5.
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Comments on Design Considerations in Controlled Clinical Trials for
Confirmatory Purposes
——For Better Understanding of
“Statistical Principles for Clinical Trials”——

Isao Yoshimura

(Faculty of Engineering, Science University of Tokyo)

This paper addresses some design issues related to comparative controlled clinical trials
for the purpose of new drug approval. It is intended to provide a complementary interpreta-
tion of the section III of the “Statistical Principles for Clinical Trials”, which is now in the
state of final draft of the International Conference on Harmonization. First, it notes that
Japanese general tendency which prefers to using active controls in the intention of showing
the superiority of investigational product is not always considered as rational. Secondly, it
explains the relation between the confidence level of interval estimation and the significance
level of hypothesis testing because it often becomes a source of dispute. Tertiary, it pointed
out that the equivalence margin should be clearly described in the protocol of non-inferiority
trial with the rationale of the margins, paying a special attention on the margins observed in
previous superiority trials. Fourthly, it asserts that the notion of non-inferiority trial is
introduced in the ICH guideline because the use of an well established active control is
ethical compared to a placebo control and is consistent with the medical insurance system of
Japan, although the confirmation of the efficacy of the active comparator should be strict in
the sense that the condition of contemporary clinical trial must be similar to that of the
previous superiority trial. Finally, it explains what kind of effects should be taken into
consideration when a multi-center design is adopted or the analysis set is changed regarding
dropouts and missing observations.

Key words: Active comparator, clinical trial, equivalence margin, multi-center trial, non-inferiority.




