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Evaluation of the Comparability in Quality, Efficacy and Safety of Biosimilars in Japan

— AR AN B ANA F 2 37 —heRas - BEHRERERES Y B ERe
JAPAN BIOSIMILAR ASSOCIATION (JBSA) DEVELOPMENT & REGULATORY COMMITTEE * TATSUO KUROKAWA 2

A R AR AN F 3 25— S HERE

Summary : Generally referred to as biosimilars, “follow-on” biologics (hereinafter, “BS”) are products that are compa-
rable to already approved and marketed biologic products (hereinafter, “original biologic”) in regard to quality, safety,
and efficacy. As of April 2021, a total of 102 BSs including 15 kinds of active ingredients of original biologics have been
approved in Japan. The basic concept of the development of BSs in Japan is described in the “Guideline for the Quality,
Safety, and Efficacy Assurance of Follow-on Biologics.” “Comparability,” which is essential during the development
process, is defined as “the quality attributes of an original biologic and a follow-on biologic are highly similar, and
existing knowledge is scientifically predictive to ensure that any differences in quality attributes do not adversely impact
the clinical efficacy or safety of the product to be marketed based on the results of non-clinical and clinical studies.” In
other words, the comparability of BSs will be evaluated in a stepwise and comprehensive manner. This paper introduces
approved cases of BSs and shows the types of comparability data required at each step during BS development to ensure
comparability.

Key words : biosimilar(s), comparability
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BS 13 BAFE R 1200 7% dn B R PR O FHl & BT &
DI REEZ FERT L. 4 7)) F =T HA1L
HfE2, HBE3OFEMEHED (2L DL, B
2 NEN, $RECR S NMEE - WL
HE (—k S EREESE, MBS, b
35 RO IO WTCEEHTi 21TV, DS
B TWD ZEATRENT. &ETOBREMT, —
O REEEICERDTED SN, ZOEBENAE
ER O ZEMEICEEEGZ 50T W &%
ZEL, R, ERROFHMZ B £ 2 THRAITMmE [
& RETHAHE SN (Table 3).

O

it

“

3. FEERARFER

BS OARRHIGERZIE, 7 &G EIEH O
filie LT 2 ST 2 BRICRE S 5 Bk, RO
PEOFHM & LTS 55 B 2 BAAK0 5
N5, EREL LTI, BSoORSEN HEMEEMO
—IRE LT, FEEEN, EYErE HMCEY A%k
& ODREBRBAER SN TS 2 L0305,
Jetran & BS & Oun BAFEO B R, ML 725
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Table3 1 >71) %<7 BSHAERORELBEABRNOEEHE

470Xy~ Tk 11310

4270 % T 21510

£ 079 F = THE 310

L 37— F(EWNARES) O Remicade
(HERGES, REKERS)

L 37— F(EINAGRS) & O Remicade
(EU K784h)

CNEAHBESE T a7 7 A NICKBH T
7 N VIOVALBESE R OV 3 T VALBESH

- FeyRII1a #& Al PEAS SE 56 38 1 HE UK

- Cla R At ARSI TR

- ADCC 75, I A (NK R kk)
TIEFHFE I ALY, © - PBMC
ko NK #il <3 %

NGRSO 7 7 A MIC K B,
PRtk oE NIRRT 2 2 E 2 5h
B oSS FROGERL DR
B fRoTa7 74V, YTIVER
SR TaT7 74V

- WA BT C oK Lys &
B 55 TRHOEGH 0w

- WAL EESDLT2ICE L, HH
RO L #ioaE2b 7y

550THHTLEMHRL, N
shTNF o # f1 3% 1, FcRn M O Fey
RIlla OfEAHMMEICHEE RIT S 2w
L RRERR L7

- CE-SDSUE&IIT) ICBWTALNZ 4K

MRS RO, HL hEEDM
BIZXB3DThHo2d, ThbHniR
% shTNF oo & AP L O shTNF a
ANGHEICHE R RITE RV L 2R L
7z

CEITKMON-TEF VTN It I VR

AT = RIS L 7B o E A
%W LI2X ) FeyRIIa 283 55
EBAEDEL o722 ENEZ BN
25, DCCIHMICHP M R SN2
&5 FeyRIIa (3§ % $&A BUAED
RIS EE RFTROL O
TlEhweEz ohi:

+ shTNF a % O Fe y RI WX % 5 BUA

PEIE O CDC kT, ®Raebuy &
FICTHEI ORER % 175 78R, — B
LTHEAPBEDOLNTWDE LI TIERW
ZLEHD, BFERODHDHOTIERN

R TR ERERL, 73y VL OfF
A L, FeyRIa &AM AME
<, N (NK Hilatk) <5
A o 722 &2 S ER D
EREEZONBH, & FPBMCH
Ko NK M CRFAEZETH- 722 L,
Clg &AW HEICOWTIE, CDC il
DFHli TR ORI HF LN TVD T
s, RN EoFRYER R4
HIZBVWTEZEOHLERLFTTEZ
W

Mot 4 Remicade (EU &G dh
(V37— F(EMNARS) & o —HE255
HEhTwb)
FArdh & o | - IEC-HPLC I2BI1F 5 EEY — 7 oMixflt
BrBoOLN « CE-SDS(JEETT) 12 B 1) 5 4 APEHEEIR
7o RS R i
AV TETOT T ANICBITET 7Y
WVAESETdH 5 Manb KU GO LI ZF D w
AR
- shTNF alZx4 3 % # & B
- FeyRUICH§ 285 & B
- Fey RIITa 1243 5 # A BT 2R
- CDC {&H:
ERIIHT S - IEC-HPLC I2B1F 5 EE Y — 7 oMKt
£ 1 C KU Lys 53k DA — PR K3

- P RS TR D% 13 LC/MS 4
MrEOBMBASETH Y, DROKE
S$ioTRIEELTBY, FEERoD
T AR R R O
T2H50TIER. YT VEBRGTHEO
2R, PROFRER OREMITE
B 2w &) it (Nat Biotechnol
2010; 28: 863-7, J Immunol 1998; 160:
3393-402) 253 %.

CBWA I X D C K Lys DF
MEIEERPUR & DA K OV 3R Y )
BICHEE RIS RV LML T
\» % (Nat. Biotechnol 2011; 29: 310-2)

BRI IC HE R Lo &=
DFEIDWT, EPNHERER T AR
ROOLNTHEHY, milHLRAERICE
WTHIF LD EEN 5% 22 TH
AEPEEE AR S B 2 L SRR
ENTVBEIZENL, ARIMERDTRE
WL G52 W EZD

RS EICBWTREY 0720

i D SR Rk TE R S12 XD, efrih s ol
BB % BT & 26X BS O AMAZ L THERT
b H 5.

3.1 JERRPRZEIRAER

FERRIR S BB TIE, YW OERRR T ICRD & &
WEen e (AR AEME, ADCC iM%, CDC i
W L) 122V, EfTme BS 2R —RBAR Tl
BRI A 2 12X o C, SEEMEH OB BIE % #ERE
5. FERRREHBHEBR CERN RO ONE, B
IRABRICBIT AR EE TR TERTLUEDNDH 5.

Table4 (/R THY), £ 7)) F <7 TlE, #
DOVERBERICEED &, TEE TNF ol 4 2 #6 6

/WA, A A TNF ol 3 % #l A i
P, 7R M= AFFEEE, CDC MR N ADCC
MR EOEBIZOWTHEGEEHE L, J1Tdh & BS
ML -EEERZA L CWD I 2R LT
2 13-17) .

— IS, AWERREO EGER GRERER) 128
WTC, EYFENEEORBERBAER SIS 2 L

mE, INDOFERE IJEIREHEHER L L CHEH
LTwW5s, F7-, SEREER in vitro 3EHEHER O

R5, in vivo FEHHBREZ BB TEZL5E60H 5.
Table 5 |Z/R 30, [7] LIEATMICH T4 BS Th -
T, in vitro FEHHAER L in vivo SEFRRERZ FEhE L
TWAEED B, in vitro HIHER D A % Elii
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LCw2Ha5bdH2 (1 7)F2 <7 BS )Y
F<7BS, FPFTAYRXTTBS NNYATT
BS, 74V A~7 BS). —7, in vitro W)
PEDSERIRAD R & AHBE L 22 WG @Y %2 in vitro 7F
iAW AL, in vivo SEFLRER % E 5 5 ¥
BN D,

3.2 FEERPREMENRERER

JERGR S B RE R ER T, JAT Ak BS 2 iE#ELE
B, EyBRE (PK) 0N M+ 5. —ik
B, B GRER M O F 721 a5 i B ATE
I N5h, REFRGHERE LT F 2 ax 74
7 ARERE TR L TV A A0S, F72, FEEIR
PSR & FERIC, SERBRR in vitro FIHERD
H s, BSOPKICEAD T & 23T X
X, PKErix B4 52 L T&%. Tableb |2
BWTH, WO TIE, PKMRERZ L
TWRWI EDHERTESL (Vv boty BS #ific
1, 74 V77 AFLBSHEHL, FNVRKZF ¥
TV 7 7 BS 5 2).

3.3 FEEERTLMRER

FERRIRZE R, B OB R O 1)
BAB T 2 CEMOES 2T 5. mERBLY
FEMRSE IR B A R RIC BV, JefTih
& BS L O TEWVEUMESHERE S, BRAERE
Wil 72 ) At OB &N e\ 2 E ST
ELUE, AWTHIENTEDL. —, KL
MR FERT 584, ICHS6 74 K54 18
FaBEZ, WE, #Y s 1Y H T RE
BGENERECRITME BS 2 EEE L, #1T
07 7 A VO LT 2 LB D 505, KAE
Be G- BRI 2 CHIE G- H R FEh LT
Wb B L. L OWE, RERGEERERIC
B TRATIBE ST S 4, SefTE & L ¢,
BS OGN B I DSRED SR T
EERMERL WA, lE, EEEtERER, SAEME
BRI ARG SS AR BRI FE R S LTV e v

T2, WEFEOFMIZB W TEITRE BSED
MTAMB 7O 7 7 A VD RL > TWEEERE
&, BSOAZRG L Lizdkmllifsd Eitd 2 0
W 5.

1|

aul

4. ERERER

BS & AT ah O IS [ M & S B AR AT K
O IERGR AR DOFE R D A THEET 5 2 L IZNEETH
L. L7eho T, BARMICITERRBRIC X RS
Y RO MALETH L. BSORELTA K
4%, BAZITTIERL, NP RETLA
RENTBY L Zns0h A FI4 2k
TV LR T — & OFEELHBPAITHM L T 252V,
L2rL, HARTIX, PKORSEW*HEET 5 KR
BRF -3 mRE (3% (PD) o%a%2&8] ©
M2 MGET 2 BB D% { L b wihp—
HIZHAMNEG ZHANDS Z L 2RDTHBY, ZD
Bk AR % EB LGB L CEBT 2121,
HANERORER & SR ER O RIZ—HEIES
B HARNEOBEREST S EEHRL T D,

ek, BEIRAERC X A RSB SE ORI,
BoNLT =2 IZERDOIROBEEY T A L, A
FT N - ATy T TEBTRETHY, LE
& ENDEERABROFERE & NI EATHICET 518
MR ZORFEICE DV RECELD, LaL, AR
(ZAXSEAT i & @ PK ORI %E1% % #EE 3 5 iR PK
B & ARVED RS2 BEES 5 45 3 AR R A BR DS s
BCTHDH, LLLEAES, FBRMEE KT 2 PD
Y =7 —=7dH Y, PD O E T % ERIC &
DHBE T DIRT Y RRA ¥ MZBIT LRSS
FEMEZRIETE 2 00T = B Ro N5
&, BRI B B RS VR BGE S A ERR
WA A TE DAL HDH. TDLH % PD v —
H—FE LT, TYAORIF L ONEFOY
M, G-CSF OFhEkoffikt %, CD34 B 5k
VHIToN5.

4.1 PKDRIEM % AR5 T 3 BaFRER (BRER PK 3ER)

BS & JeATih @ PK O RS, #YIZ T A ~
NI L ) RS A LB DY, AT
MrZB L -RBRTA V2 RET 2 0EDP D 5.
BS$g4FClE, 7 0 AF —N—FH A TCOERH
EFLWwELTWEY, HEERTORWIUER T
R FUESEMPUREED) D) A 7 D5EWIEHI Tl
AT LGB O Y T 5. F 7o, AT
DIBNEM AT - RICL Y, BEAZIRET
5L EEYagal, BEENRET LI EINE
IR E0H 5.
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PK O [F&EFlI, Mg st FmfE (AUC)
M EE (Chax) ZIREEIZATHN, BS L%
T D PKIST X — 8 ORATHE I O b 90% 15
HEIX R (CI) £50.8~1.25 O &I H 11X, PKIZ
F&THLEHEENE. A7 )FITELT
A A= T &BNZ, BS LATERO PK O [R) % 1 %
FFAM L 7245 5 % Table 6 127”9

4.2 BRIREVEINMEDRIEM & 1251 T 2 Rk R

BS f58t T, an B REMERAT R JERRIRBBRIZ B\
TEWHEBPE2 R &N, BiK PK 7 PD #BR O H
rHbEThH, BMRIAERNEORSEROMETRS T
mWIEEIZIE, BS EEATmOBRRIAE MO R A
V% MRl 3 % ERR R BR O E S 2SLEETH 5 LR S
NTWw5b, L7zh->7T, BSOH 3HEEEREDH
M, FrEEORRRERCTRO 5N TV BEF IS
AL BEEORRETIE %, HARMEICBIT5
FATa I B [FEE: BT 5 2 & Th
L. B EE B E L7z ERAER % @Y 7
nyT%tmm,z%#Oﬁé&ﬁWﬁ#&%
NTW5BZ &, FIRIICHE S N -FHEE E 2 v
TWbZ &, ﬂ%ﬁ%@ﬁ(ﬁ%ﬁv—97>%$
AICRRET D L ICHET LU EDN D S

FEMZ2AEE, ICHEIO WA RS54 22 2%
ZLL, BRMICZTANDEZEDTEDHD—%E
DOREZOMEIFIFENTWE Z &2 REET A8
HPD, —RMICIEETMOBR R E 2 & 7 )
/X&&“CEFEZEL XEINSL. L7z o7T, fHalss
WZZRBEN DT TR, BRI 2 mE L BT

THRETDLLEND 5.

FEMOMEIX, AEKE (a) DR EKETIE
e & IERAEORMRE 21T ) . A EKIEE & WS R
FHOBEIIOVWTIEHBIL R EFERL, GBI
twﬁ_%oérmﬁ%&mﬁé.&b,ﬁ%ﬁ@
SR, HA (PMDA) <iE, KA, Wi 95% CI
FHWLZEERDOTWS. LaL, kE (FDA)
290% Clzx WA E2FEALTHBY, BN
(EMA) 1295% CI#JH\2 2 2 & &3RKD T W57,
RSP ARIBO BB III TR AR Z RO TV 5,

T/, BRRRERIL, KRERERL O LT D80 - &)
KRB - AEO#HBNTE/RL 20 id% 5
3, BS L EATMOAREDZEE I S NPT
EMEZRBHRET D EDHEREN TS, Y
ANVET N, TEIVLART, VIFIRT, NNy

A< 7% P, BS LAAFRHOAME (EEIPH
H) RS % SR L 7-#% R % Table 7 125

4.3 EEERMZEMEOMER
BRI, WE, AR RS % BEEd
2 R ARBRIC BV CHBFICFEM S 5. A 7o
7 7 ANV E ORI O R Eh b RE @
b\TL?*AiJ%)Z)i% R, BiG-sNn5Y;
EW7Ta 7 7 4N GEEwPUE - ¢ﬂh%®
%E%ﬁﬁ)%ﬁ@u@ﬁ@%%ié%%ﬁ%%?
A LT E%n 5%,

4.4 ZHEE - AR DHF
FATmDEB ORI - SR EHT L2546, BSO
R RFUBR CIE I S LT W RIEE - RRIZO W
T, AT & FROEBRERS I CE, Zalt
T T 7 A NI BES W LT E NI,
FNENOREE - R TOHE - HESCHKGHE O
BENICED 5T, AT KGRI LT\ 5 Z 1t
DOIIRE - IR AT T 52 LW REE 75 (YHF).
C DORHE - R OIMEDFRO S 72 & LU IR
2

A7V F T BS:

HEIER (TNFa) HBEY v ~F (RA) &%
DMOREE - BHE [ 0 — 9% (CD) R EHA
Bige (UC) k] CTHBLCTWL I LMD, RAFR
HERMNGE L BRRE CHER S BRI L %
I, ZToMhoRhEe - BRI S IIRFT & % L EHi
SN, EERERER T FEHE L TV W ZEOMORIRE - &)
RAZOWT KGR Z U L 72,

c FFIAVASTBS:

JE S50 e O BE FR A L2 o6F 3 A E B 1, HER2
PPl & HER2 [ ME B T3kl Twar 2 &
5, HER2 sl 8E 23R & L 22 ERRHER Tl
RS NTERIRAN A & Zea X, HER2 ik S EE
WCHHIFEC & 2 LaMli S A, BRREERZ FEh L Tw
72\ HER2 B PE B 12D W T b RIRE - %R 0 KGR
TS L7z

c RNV XIT BS:
PUES I OTER# L, VEGF %4 L7221 N
RO - BHEANE] & A AEH TH 5 2 &
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Statistical Issues Concerning Bioequivalence Studies Involving Interim Analysis and
Sample Size Re-calculation

wites St B HH

MASAYA TANAHASHI* HIDEKI SUGANAMI

BATRRA &AL

Summary : The “Guideline for Bioequivalence Studies of Generic Products” has been partially revised and stricter
control of the type I error rate is required. According to the revised guideline, if the type I error rate is maintained at 5%
overall, interim analysis and sample size re-calculation can be performed in a bioequivalence study. Kieser and Rauch
have shown that conventional approaches such as group sequential and adaptive designs can be applied to this type
of bioequivalence study. In addition, Maurer et al. modified the Combination Test addressed by Kieser and Rauch and
proposed a new algorithm for sample size re-calculation.

This paper explains statistical issues in bioequivalence studies in which interim analysis and sample size re-calculation
are performed and summarizes the approach proposed by Maurer et al. as one of the applicable methods.

Key words : bioequivalence study, group sequential design, adaptive design, sample size re-calculation
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F—T—F EYFHRSEERE BRRTYA Y, T4 7FFA v, Tt A XHEEE

1. ELBIC

[ ISR D BRI SRR T A F5 4 >~ ] (U, BEWA KSA4 2 E$5) G243 HIZ—
ek s, A EENE (BE) BBROFHI LIS T 2EF 2 HFIZHZEHEIMZ b7z dikHi o BE
HARITATIE, [RREE] 1B THEKESYD ZODRAIKE (b L <, Wil 90%EHEX M) (12
HOCBEFIE AT, ¥ 7N A AWED ORI & D) BE AURE R WA ICIE, KRB0V 7
A X5 R [BIBGEMRER] % 1TENIRDITH S EFFEIN T (72720, FIECENEE% 1T
IWEIE, TOBRERRBEBGIIC T N IVIZED TBLLEND-72). F72, BIHCEMRELY 1T 72
BAE, Ao T—5 e L, ABRELHERO—>L LTBEFEZIT) 2 & T&E2Y. fifa
Mk T2 —20RBE LTERLLEIL, —2ORBOPT THREZERNEY KT IcX 24 E M
ORMENEL LD, LERMDOBE 74 K4 >0 Q & AT, [ARREWHAMIZIEFSE 2 EHOLAIZIX
INAFTNRAFTEY) T 4 OFEO A E—ERE TEWFEMICFREOFIBICAYD, FEROBIHEENR
BRIZEE AT HHEERIIRE CHED o TH 50% TH Y, BIBGEIHEIZ X 5 a ~DEHFG\I72072Hh 25% TH
L. NWIIVFXFOREVEYOE—EETOalZ 5% LN /M2 VEEZLNLZDT, FIFEGEMRERIZ LS o
OERIFZNEFERALLTH L ] ElisNTw52. —J, WEBEOBEF A KI5 14~ (RUOZ
DQ&A T, KFABOMGERERE L COMED A IFEIC SN, BiE 25— O BARORER O HIE )
WEEENTWD, KRB E I FEEINRB EET L2 L, R, 207—5 2 AREBEE5bET
T35 2 8id, FHlE LTRROLN TR, L2 LA, FHAflZFHm L7z B o RIcEo &
P TV A ZEBINT LI EEHAESRTYS (72720, LENZRS) %Y. PN %49 BE ik
EtE S 256, 2o BE Gk § 2 FBKRELZRET 2 LE3H Y, HET O RIZEES <
PV TN A ZOBMET) A, BERLEEKEORE L LLIREREORBEE THT 50
B 5.

R LTI, 28T, WERTA RT A V THRRSENTWERRABRC BT, RN & OZ ORI
DI TNH A AOBEELZFET 256 105 R T XS RANHEMELHAT 5. 3ETIE, 2okt
B FERE~NDO—D D & LT, Maurer et al.” T#h-~ 5 Tv 2% Combination Test [ZDWTHIAT 5. 4
HiTix, v 7V A ZHEFHHEOFFEICOWTHRRS, SETHMEFZ/RL, 6/ CliEL2TLvE252 5.

2. WEHED BE HM K51 D TERI NEHETHIERE

BE B CoE— oML, MBS I L THEIZIEBE Thwicdb 22bh 53, BE LHEL
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5%LTICHIHT 52 EE2ERLTWA,

BE iBRICEE S 37, ERRABRTIX, @%, FuCHESNL TV FRS Y VoOBHELIES DX ICHED
W, BELT MM ZMW2 > TV A Ax5HHT 5. MENSIE LU, SEBRoMmBiiEEEE
FTOLRBINELL RS, L2Le2s, flziE, Z U PR Y FDELDEDHEL Y B RX WA,
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HEOY T A X LK, H-ENT L TOREEOY > T4 X% ny, BB O RAENTE T
DEREDT Y TNHFA X% n, E§2E (Tabb, HBEETOEHEDOY Y TVH A X n+n, TH D),
R AT & S AR AT D BUE R R B O AR Z  ny/ (ny + my) & 72 5. Pocock D F7i:1%, HiRIAT & e #e i
W OMEMEHEM OB %2 Z 5B L /2 FESAA 2B T, RN & R8T % [J— O ZKETHET 5 &
IICHEHRFEZ JLET 5. Fig. VIR X — YV 2R T

BRI, x W7 RS R AT ORERCET R Zy, y WOT ISR AR OME TR Z % L AR R L
TWwp BED -yl OO T 24, % PHEBNT COTHRAM, vl EOMED T 24, & RASRENTTOFEH
RAME T 2L, 7L -0 S TRTEBOMERP (Z) <24 N Z<24,) P11 — a2 EHIT, 24 &
2g, ZRETIUTE —THOBFRIERZ a LT IZHIH T 5 2 AT E 5. Pocock DFHEFETIE, 24, = 24, & L
T, FEHRFUEZ P69 5. —J, OBrien and Fleming @ J7iE1%, 1HHE (BEREE) 34 7 i R fEAT
TOFEKELIZ T, BHFITICE  OFBEKREZE ) BT L) ITHEHRAEL JET 5. Table1 12,
Pocock @ /1% & O'Brien and Fleming @ FiEIZB T, FHEENT % 1 [04T 9 56 O R BT & ST o %
NENTHW L HEKEZRT.

W2 BE 2PMfilC 31F 2 At #MFHHLS BE OF RO FRU T 7213 LR ETH 5. TS E S
W) D Z Lk, WIENDQDOIRIEESNE TH S & &, HEAKES%O S0 AIMED T TE =k b
i, 5% X b ) —HORBBINH A EHTLMRL 25720, 5%BUTERL. OF), E—HOBBROME (E
IZIE BE Tk Wwicd 220b 63, ZOORMREN AR R 2MHE) 1Z5%UTTHS.

WES) = 2R L7n &9 B AR ORESA I ICEREHIICE S REE) 28070, SEikicks s
ENLVDS, TTTIEERLTWA, B, HBHIE, Z1 L Z oEESSZOFEBIC L2 W R ERLTWSD
FTE A, EREIR, WY —oco 5 o OFIFITEE & )55,
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SRS

COBEBOMENL—ak iR
D2q &2, B RTETD.

N

Fig. 1 BERT Y1 > TEARFEZRE T 2EAFAA A -

Table 1 Pocock M/ i% & O’Brien and Fleming DA EICE 1T BB EKE

r [ AT IR
Pocock 0.0304 0.0304
O'Brien and Fleming 0.0088 0.0467

22 HEBHOBRICEICY L TILY A JRABICL D2 F—FEOBEERDEAX

W AT DA RN FE D W CTER R ORBROFE - 2 TS 2 71 237 ¥ 77 1 7 7% 1~ (adaptive
design) &MEEI, 2021 £, ICHIZBWCLHMA A KT 4 w28 ThH 2 5. PRIIT ORI
HEONWTH Yy TN A XEFHEET AL &, FRBITLUEOY » 7V 14 X1, T CfF S L2 EHRO
¥ n. Ble LT, FHBHITTHRONTROMEEBEDOAR LT TV A XOFHICHCLZ L E2E
2 5. HHBHTLIEDS TV A XZ, BT CE O N5V T NED %2, ZO5FHK
EFNEL R 5.

21EOHMAEEITR L2 L DI, SHEEMOIER /IO #in T — & OFEBRTH A »TlE, HH#
W & AT OBERE B OB/ (ny +my) L% 2 FNH A X2 FHEET B L, DR
DI > TN A X ng (IR HIENTOAFERIC L W EB L, S 5IIEHBIRIT & SR Okt = B oA
b ZORBLZITTELNEL0, BN ZHEBEREOBATIE, B—HOERMERLHETL 2 L
TER\,

COMBIHLT 2 HEo—>28 LT, #IERESHONTNE, Lol & FERIC, 758EEM o ER 5
VZHE D LT — 712DV THEIFAT & AT O 2 MRS A BEBR T A Y 2E 2 5. 72721, AT
PIBEDY TN H A X ng IR OB RICE STV TIHREEINE T4, Z 2T COTFT—% %1
WCEHE L 7MUERRT =, Z 2 AT LR, mAEENTE CoT— Y W CEE L cRERETE L T4
Zo I L VAT T — 2 2 & i, Zi & 2o 3T Ch L. FRICHKELEEOEAw O <w
<1) 1L T, mAMENT OMEfET R

Z = VwzZ, + V1 - wZ,

&, JRIEARGO T CEETER A . Bz, w=1/2L35L, REBITOMEREEZIZHLT,
TS TOT =5 2 Eh Z &, MBI, SEET I TOT -5 25T 2 &, RS DR
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YTINHFA Xy DRE SO, 1/2F0%F5¢ 52 L 2BRT 5. RN O RIKET 5 ny O
RESEFMAILEAwEZHVDZ EIZE o T, PRBITOBERR & Z1 & BT OBERRTE Z 13,
ny DR E SIS S, MM w 2070, 21 TR L) RIEER A BERREZ BT 22 L0TE 2.
WIERETIE, L) —#&IZ, IUNO &) ICREITORERT & 2T 5.

7 = Jwd'(1 - p) + V1 — w® (1 - py)

T, O L) IR O RS AEEOBEITH Y, p1 & pp lZZNEN, PHET L TOMR
SERAT RIS B p e, WA U, AT £ CORUERETEISHIST 2 p HZE KT

(v

-
—

3. Combination Test (Maurer et al.>)

ZITE, 2KI28I7 0 R F —N=TFHA Y ERMBET S, T2, HEENT & RN O 2 [ BE O&FHifid
b, BT CIEZOMBICESVWTRLES > PV 4 AOFFEEIT) L4545, S0z, TR
METEAT—V 1, PR ORI E CTEAT -V 2 835, FSWFM/ T X — & 130 e # L
72 AUC F7:13 Cmax & 34, ®HEEH L7285 2 — 5 OREFEF) &L BRBK OV %2 ZNEhour, ug &
T5h O=pr— pupb$sL%, ZOoONMKE (Two One-Sided Test, LIf&, TOST &9 %) IZxlind 5
SRR W VARGUILL T O®BY) THDH, 22T, — AL AIFNZFNBEDOTHE EHOFEEBTH Y
HHEIZA= log(1.25) = [log(0.8)| TH 5.

750 R AIRE |

Hy:0 <—Avs.H;:0 >—- A
O R RRE |

Hyp:0 2 Avs.Hyp:0 < A

T 2 1TH % BERERTIE, OO HIMENEEKESY THWINLAEZETHAL L X, BE DK
LTWA EHEENS, T, WH 90%EHEX A BE OFRHICEININEIOHE L, KEH
R — DM TH D, Hy & Hp \xT5 27— { OMER=IL, FhsFnh,

THoWED 5. 67 n 3FNEN, ATV ilCBIT D 0OHEME, WEENSEBOHEEM, T
YA X%FTT. Th & TpldZEh, RENRG Hy, Hpe ®FT, BHEVO tGAHIHED . Th &k Tl
6T % plEEZNEIN, pin & pn & T 5.

3.1 Standard Combination Test

Kieser and Rauch® 1%, HEIfENT K ONZFORERICED L IV 4 AFEFE %15 BE BRI B W
T, HEH#ERLEERKRE, KO, SIERZEOBEMBICLY, E—MoBEmERE2HIHETETHL 2 L 2R
L7z. Maurer et al.” &, 5 HHDIREH: L OO 72912, Kieser and Rauch D% % Standard
Combination Test & IFF-FR L 7.

WD o0 B DX AGIL R C B B A, R A HUEMAHR CIRAIIGILE A T B T & ICTER
T5. (RORI S HHIOFRAD LD, TH L EHOM IO A E N2 TS, )
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Standard Combination Test TiZ, T, A5F—J 1L AF—Y20HetE2HFEHEICL > THRET S
BofEAIwO<w<l) ZHRETD. Z;= O 11 -py £T5LE ATV 2T (GEEIT) OB
SEMETE Zo 13,

Zgj = \/;le + \/1 - WZZj

E D, 22HITHMILEY, Zy & Zoj %, JRIERGEL Hy O T C, ZASEEERSAICHE) .

2)~ (@)% )

RER SR THIE L 72 WEE—OEBEMEROKEL o GEFEX0.05), AT —T i & TEEOREIZNT 53
HERFEE 24, L THE X, 25, IZUTORE L THAZENTE S,

P(Zlf<zlhmZOj<Za2):l_a

Pocock DD L H1Z, a1 = aeDFCTHEHELZE2EZDLE, w=05DEE, 24 = 24, = 1.8754,
o1 = ag = 0.0304 TH 5.

AF =T 1 THDOTOST T, pu< a1 P2 pp<a; THhHEEZBEZ2ES L, REBEE2#&T95%. BE
DL LR IUE, AT =V 1OBRIZEDET VIV A XEFREL, 27—V 2108 GRE% ik
g b)), AT—Y 2/ T, MEMTEZ; & Zy 2 EA wIZL)HE LRERE Zy 120 %, BE
TOST % %Efitid 5. A% D ELRME 20i D%, 201 <Zgy I 202 < Zg ThiHEEXBEZFRTLHIENTEXS,

3.2 Maximum Combination Test

3.1 Hi TR L 7= Standard Combination Test Tlid, FEBEDH > T4 A4 XL 13 L7 H—DEAR w %
W, A7 =V 1 AT =V 20BEREZRET 5. HEMIIE, Ehwd, EEOF T TVH A X
D/ +mny) 12— 5L ERRKOMENIPIFEFETE L. LIErLAENS, A7V 20% TV A
Angld, 27— 1 ORIHEDEHEENL 20, 20 L) REAZRROEMETCHEET 52 LER
WHETH H. Maurer etal.? &, —DOEA w IR T, AT =V 212X VEANE) B8 51207
w (2FD, 1 -w>1—-w ZFERFFCHKET LI EEIR/EL, Z1% Maximum Combination Test & I-F5
L7

ZITIE, HEICZOoORLRLEAw L w O<w' <w<l) ZHRETAHAIELEEZ L. TNTNOEAIC
XTI 2 et Zy & Z5 T O X )12k 5.

Zy = Vwzy; + V1 — wZy
0 = \/FZU + mZz,-

Maximum Combination Test T, Z,u; = max (Zy, Z5) % HEARE Hy \Zx$ 2 27— 2 & T RO
SRR E T 5. Zyy, Zy, Zo\E, JREAGH Hy O T T, PUTFO=Z& B8 IER A 120 .

2y 0 ! Vi Va*
<Zo]~>~ N <o> Vaw 1 (Vow* + V0 - ) — w9))
' 0/ \Vawt (Vawow* + VI - @) (1 - a) 1

AR THIE L 72 WE—FHOBEBEROKEL o GEFIZ005), A7—T1, AT7—V 2R THORE
HRFUEZ TN, 200, Zmar ET D EE, 2y, & Zpae 12, LTOBE LTIROENS
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P({le < Zal.m/lx} n {Z()j < Zmax} N {Z?)‘] < Zmax}) = 1 -

Je L TRRIS, Zayp0 = 2 D T CIRERRL L 2EZ DL E, BIZIX, w=05 w =020t X, 2q,,, =
Zpar = 19374 TH Y, HIET A HEAKEEX 0.02635 TH 5.
PIF%, Standard Combination Test & [FEEDOFINET, BE % 2Mfi4 5.

4. YO TNV A XBAEDFE

22HICHB L7z ), BT O RICEDS S Y T A AOFEIREZTH & ZIE O BERMESE
AR T HUREMED S 275, UL, EBEOY ¥ TN 4 XL 3T L7zEAE WS 2 L2 X o TRl
RETHAH. BZIE, EBOY TN A XM LzEATHCLEY L, oy 74 XoEHH
HEIKS S, E—HOBRMERZHIHT L LB TEX 5.

0L 021K LT, FHEBFICIGE L72fl% 22 d, of &9 5. Patterson and Jones” OfFITIL,
BIRANT CI: b7z 02 OHEEE 02 ZETEIECAE L7 o O BEEH|Z 22 LIk TH Y TV A4 X%
HEtELCwa. BN, HABREGBRIC, 0, of ElBefkofEkEa (BERBRTI, 005, H
B omtihl - B (BlziX, 08) OFT, LEH YTV A ANEZFETL 22Tk, A7—-21
DO TN A X% n =N2ELTCREBETEBLIET D, AT 1#& T, BEDRILL 2o/
A%, BT 0y, AT —T 1 THOLNT: 02 OHEEM 0,2, RAENT THV %A K% (Standard F 7213
Maximum Combination Test TFEL7-b D), HELTL2MEII1 - BEHWT, LEF TV A X%
HEIET2. BRtE LAY Y IV A XN T8, AT 20 TV A Xidgn, =N —n &7z
5.

REROFHEIRE AT L 72 BRE N 0 f OAFEFENEI ST 2700 DL LT, 20Ok LT
EZ R 200 Lk, ZOFIFETIE, A7 10773 TIIHELNTWE (DF ), MHEEEK
TRZRCEIETH2) 1232 0b6T, INr6HEONLZDDELTEZTVS (DF D, RICHEREH
EEZTVD) T EIEENLETH S, Maurer et al.¥ (X2 UIZHHLS 572812, conditional error rate
& estimated target conditional power %t > 7V H A4 ZOFEHEICHWS & & #RE L 72

Standard Combination Test &, A7 —3 1 D7 — ¥ Zfi5-& L7z conditional error rate |20 A7 —
2OMEIE, FTHLIENHMOENT VS, ATV 1 OMERTREROFER 21, = ® 11 - pyy), EA
w, AT—Y1¢2ZNTNOEEKER,j=1,20DTT, A7 — 20 conditional error rate XKD X 9
272 5.

aiomb, =1~ (D<(Za2 - «/Ezu)/vl - w)

CDEE AT—V1OT =5 5FG5 L LIAT YV 20MEOSFMMFEMETIIEL AT -7 20DHK
et Ty, 7 = 1,2 % ZNENRIET B deomp; THRET H & SO TIIZE L v, AR, Maximum
Combination Test T conditional error rate (ZIXKD L 9 127 5.

W, = 1 — ©(min,),
min; = minl G — Vwz )N1 = w0, Gpe — Vwz) N1 — w*]

G EMIETNCED L AT =V 200 T A XX, afmy (Standard Combination Test D¥56) &
7213 ey (Maximum Combination Test ®¥;4) % F &K L L7 TOST ot 125, HEEE 358 %
FRABEEDny b LCRETH 2 b0 TED, LALADD, —ITE oy * Gy, Csars F oy,
SF), THEEFORMKED (GUHE) AEARENSELL 250V, &S 5 OS2
Lo T EMEN 2 ET 2 LENH L. (KERPAERHIZBNT, £2<0V 7ty 2T71, HEK
WP L WIGEOY TV A XH L IR OFEICL 206 L TwZv, ) 512, conditional error
rate AETHL I LIZHHEL T, 0, LD DB 0ICENI (DFD, |dy>|0"]) IZBWT, B 2%
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L. ZIUL, EEOFEKEPELWE SOMBIIOFHHETIZAE L2V, SWIEZIUL, |0,)>]0'| TH D
L&, OOMMINZ0, OB LY bRE V. HHIE, ZORMEISHTLHE LT, LTDd,

+ |6p| lf agombl > aﬁombz (Or a:naxl

>
@ = .
- |5p| lf aiombl S agombz (Or acqu S ainaxz)

%0, 2T, ¥ T A XOFHHICHWS 2 & 27z (i 51k 2 % adaptive planning & IFA72.)
Maurer et al.h |3, S5 4252 E L LT, YU I WY A4 XOFEHETHEL T 2ME /12, estimated
target conditional power, (1 — B¢) ZHWAZ & ZR_EL /2.

1 -89 = (B - B)/B

ZIT, (1-B) BRBEGTHELT ML (BIAIX, 08), 1 - B1) BATF—Y 10K EKE
ay, VTN A X ny, FHEFECARE L7720, & 0 O T CERE LRI TH 5.

ST, IV AXEHEETLHELE LT, OHOMGED D L of % 02 \CHE SR 2 Bl
&, Maurer etal.” %%42%4 % conditional error rate & estimated target conditional power % Fi\> % Ji: %
#A- L7z, Maurer et al.5 THHERENTWVLED, WIFNOF S RN TS 57z 02 % 0 OHEEH
2D WTWE 7w, U T4 AHFTREORKREE LT, RBRekTcomting - B2EENEIZR A
CLEREET A OTIE RV, T, HEEBOY VTV A ANERATREZHBEL 22 L0E 26N
5. oYt HBERIPIET L2 L%, Bl (OffEl) PHEOMHEIZH /22w R T 5
EWVo 2 ENEZLNL. TOMIZE, BMOHFIEEELXZETLIEDEZONE. 20X %, H&
DIEHUZIED T THA VEELZMZ 53R (bW b, T7T¥ 774 77H () TiE, ¥Ialb—v3
X 2 EEREE CGB—ME oM, i), WY TV A X L) OFHlisLEARTTRTH 5.

5. BEfl

2T, 2K 270 RF = N=F AL ONT VAT = F EFHELLEBT -7 I128 LT,
Combination Test Z#H$ 2 L 2F 2 5. FHHEOMEEL LT, 0, =0 GRITFIHEA 1), of = 0.086
(HBREHN CVA303) L35, HEKiEa=005 M1 -B=08L32L, @EOHF YTV AX
REELLTHEA VBT ARLEF VYA XL, N=3REFHEENSE ZI2TIE, Z0F5TH5
m=16%2A7—Y 10O A4 X455, BEO#HFEEEIE, (-A, A), A =1og(1.25) = [log(0.8) |
55,

5.1 Standard Combination Test
HAhw=05NDk &, 2¢ =2, = 18754, a1 = otz = 00304 TH 5. A7—T 1#& T (PRI,
01 = —0.046, 0% = 0.1201 272, TOST O F & L HOBGERER, ty &t ld, ThEh,

log(1.25) + (~0.046)

h = — 14458
" /2(0.1201) /16
_ log(1.25) — (-0.046) _ 21966

e = /2(0.1201)/16

Thb HHEM(=16-2) OtamLh, T rpMHEIEZNZEN, pp = 0081 > ay),
1o = 00227 (< 1) TH A28, BEIFL LRV, F o TN A ZHETER, 27— 2 12#D.
z;; = ©1(1 — 0.0851) = 1.3714, z5 = ©® 1 (1 — 0.0227) = 2.0011 X U, conditional error rate |Z#IF,
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o, = 1 — ©((1.8754 — V05 - 1.3714)A/T — 05) = 01001
Loy, = 1 — ©((1.8754 — V05 - 20011) /T — 05) = 02575

L 7+ 2. Estimated target conditional power 1%, (1 — B81) = 0.0591 L0, KD LIk b,

(1 - B9 = (09409 - 0.2)/0.9409 = 0.7874

714 L 7z conditional error rate &, 0, = 0, 042 = 0.1201 % H\»C, estimated target conditional power
(=0.7874) % LA B> PN A X%itETHE, ny =26 %2155,

Ny =26 DAT—T 2T th (RISRITEE), 0, = 00233, 0,2 = 00975 2172, AT =T 2Dty &ty
&, Thenh,

_ log(125) + (0.0233)

¢ = 28457
A v2(0.0975) /26
_ log(1.25) — (0.0233) _ 23076

e /2(0.0975) /26

ThY), e TrpHEITFNZEN, AHEE24 (=26 -2) Ot5ALEY, pyy = 0.0045, pp = 0.0150 & 5
XD, 2y = O 11 — 0.0045) = 2.6148, 29 = O 1(1 — 0.0150) = 21707 £ V), AT — I 28T H% (i
FERTHE) ORMERRT= L,

zoo = V0513714 + /1 — 05 - 26148 = 28187
2 = V05 - 20011 + VI — 05 - 21707 = 29499

b 7:;?%) 201 b 202 @V‘fﬂ%), Zaz = 18754 X V) j(g‘\/‘. Lf:ﬁfo /C, —Fﬁ, Lﬁ@ﬁﬁ@g%ﬂ1ﬁ§%%$£ﬂ
L, BE 7§ 5.

5.2 Maximum Combination Test

ZOOHEALE w =05 w =025 LT DHEE, 20, = Zue = 19374 TH Y, WIS A EKEL 0.02635
Thsb. SAMEEBEC, 27— 1T (FHBE), 6, = —0.046, 6,° = 0.1201 %#372. TOST ®
T & EHOREARTIK 2 p EIZZI 2, piy = 0.0851 (>0.02635), p1z = 0.0227 (<0.02635) T %
720, BERIARKILTH L. ¥ TNy A4 ZFatstk, 27— 212t

z11 = 1.3714, 2z, = 2.0011 X 1), conditional error rate | Z 1 Z N,

A, = 00856, 5, = 02300

Y%, (1 - By = 0.0457 X 1), estimated target conditional power 1X, (1 — B¢) = 0.7904 & 72 %.

714 L 7z conditional error rate &, 0, = 0, 012 = 0.1201 # H\»C, estimated target conditional power
(=0.7904) % LAIZH Y TN A XEFET DL, ny =28 %445,

ny = 28DAT— V24T 1% (RAENTE), 02 = —0.0123, G52 = 00930 21§72, AT =Y 2Dty &
tp 1%, TNEMN,

by = 2.5869, ty = 2.8887

THY, MIET 2 pEETNEN, HHE26 (=28 —2) Ot5ALY, py = 0.0078, pa = 0.0038 & &F
BEND. 290 = 24174, 299 = 26651 L V), AF— T 2T (EEHEATE) OMEkai=

28 A1) v 7% Vol. 15, No. 1 (2021)
gogooo



Zyan = max (26791, 27792) = 27792
Zyan, = max(3.2995, 3.3086) = 3.3086

ERD. Zpany & Zpan DTN, 2y = 19374 LD RE WV L7235 T, T, LHOWTORENGE %
FHIL, BEDHIZLT 5.

6. £&BH

IERD BE 714 FJ 4 Y IZH#E LT, BE RERO@Eh TORRMNT, KU, BT ORRIZHEDS
YTV A XOFEIEI - TE U 2 HEHWREREICOWTHB L7z, Z7ud, BERBRICEFD S 0TI
%, EREAIESNTCOLHEERTA VR T 8774 7T7HA VTCORELFEA—DLDOTHLD. &
o OFEEIZOWTIE, Bretzetal®, SEI - HTY, FREIA - KO 2 LW B ENBEIRLESLD.

Kieser and Rauch® (%, HBRTHA R T ¥ 75 4 779 A » TOJEDs BE RERIZ BT b @ H ) 4k
TdhbHI L%&R L7, Maurer et al.” 1%, Combination Test & §f:4F EMHIICE S Y ¥ T A4 XHE
BOREZRE L. O OREEEZEMAT A7-01201F, BRICHEREEBRBOBER 2 LEETH S
EDD, BAOMEMEEED D LNk, Fofo it LT, Potvin et al.1? %E% L 72 Method A,
B, C,D ®lUS D }ENd 5. Health Canada DA K54 13 &, Method C #H#EdEEE L L THIFCT 5.
Potvin et al. ® 5i:1%, BHIEMETH A —J T, Kieser and Rauch 754849 5 & 912, AEKEDHZER,
ZOFNEDORERD (BZ2H<IE) La—Y AT A4 v ZIREINTWE72D, 4T LHE—THoBEiaiEE%s
HETED I EERIEL BV, WEODPDEHTHE-MMOBBRMERPERTLILIE, HOSEFDOY I
L —¥ a3 »%, Montague et al.’¥ OBENMDL I 2L —2a Y THRINTWVE, LEEDBE 71 FJ 4
Y DOFERIZHHINT 2 720121E, BAGI R — O @EAMER 2 HIET i % F k2 @A 325 Z EPRELES .

HEE
K L ey 212720, ZHERE, I A ¥ PZTHW 7 7 4 =&t LiE—RICE#H§ 5.

FzAE/R (COl) DFTR
ARVERUCBI L, BRI RS FIGEH OB AR 2 v,

5| B 3k
1) BHER BEELOEWFHRSERB—T A FT 4 iin—. 15 BREEELOEWFHESERE T A F
T4y (PR 24 4E 2 H 29 HAFSEASRATSE 0229 55 10 5, BIAL 1), HE : #RaUSHE U139 5 2013, pp.247-66.
2) WHER BEENOEWFNRSEERBE—TA T4 oxtie—. 15k BRERGLOEYFHRISEREBET A4 8

(

T4 Q&A GV 244F 2 A 29 BAFFFEaE, BIAK D). Hut: 44 U35 1 2013, pp.267-92.

3) BBEEROEWFNFEGEERETA KT 4 GEAEFER0BI9H15HM2E3 A 19H, KD

4) BEEFEGOLEWYEMFSHERBETA K514 Q&A (512453 H 19 HEB W, Ik 1)

5) Maurer W, Jones B, Chen Y. Controlling the type I error rate in two-stage sequential adaptive designs when testing
for average bioequivalence. Statistics in Medicine. 2018; 37: 1587-607.

6) Kieser M, Rauch G. Two-stage designs for cross-over bioequivalence trials. Statistics in Medicine. 2015; 34: 2403-16.

7) Patterson S, Jones B. Bioequivalence and statistics in clinical pharmacology, 2nd edition. 6. Adaptive
bioequivalence trials. London: CRC Press/Chapman and Hall; 2016. pp.141-87.

8) Bretz F, Koenig F, Brannath W. Adaptive designs for confirmatory clinical trials. Statistics in Medicine. 2009; 28:
1181-217.

9)  WNIREL, AFIEEER. BRABROOOT7 7T 4 7L v el BiAEE 2018,

10) FRIME, KMEER BERRBETYA v N X0 - HEROBISH AR B k&St x 74 v - 87
Vr—3a X 2014,

11) EAGF. ERABRIC B 2 BBRERT T Em oMl & et F A n— FrEAdwss 2012 33
77-99.

12) Potvin D, DiLiberti CE, Hauck WW et al. Sequential design approaches for bioequivalence studies with crossover
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designs. Pharmaceut. Statist. 2008; 7: 245-62.

13) Health Canada. Guidance document: Conduct and analysis of comparative bioavailability studies. Date adopted:
2012/02/08, Revised date: 2018/06/08, Effective date: 2018/09/01 (for submissions filed on or September 1, 2018)

14) Montague TH, Potvin D, DiLiberti CE et al. Additional results for ‘Sequential design approaches for bioequivalence
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Japanese Journal of Generic Medicines — Rules for Contributions

1. Qualification of Contributors

As a rule, the principal author of a paper shall be a member of
the Japanese Society of Generic and Biosimilar Medicines. However,
this does not apply if someone outside Japan submits a paper or if a
paper is submitted on request.

2. Copyrights

The copyrights of papers, abstracts, articles and the like that
are published in the journal are vested in the Japanese Society of
Generic and Biosimilar Medicines.

3. Details of Papers

Papers to be submitted shall discuss the formulation, quality,
equivalence, added value and other scientific reporting on generic
medicines (including biosimilars; GE); surveillance and research
relating to the provision of information and dependable supply; and
research, surveillance, interpretation and reporting on pharmacolo-
gy and medical economics of GE. The papers shall never have been
published or submitted to any scientific journal or other publisher.

Any research into humans or human tissues shall comply with the
ethical principles of the World Medical Association Declaration of
Helsinki. Such research must have the approval of the ethics com-
mittee of the institution or equivalent body, depending on the sub-
ject area. Any animal testing shall follow the animal test guidelines
prescribed by the institution.

3-1 Examples of Subject Areas

Formulation design/stability testing of GE

Bioequivalence testing of GE

Efficacy/safety of GE

Added value of GE

Industrialization of GE

Manufacture/quality control of GE

Assessment of GE at medical institutions

Reporting on discussions by manufacturers based on assessments

by medical institutions

Requests for GE from medical institutions

Various issues associated with the introduction of GE into hospi-

tals

Current status of the use of GE at hospitals and associated prob-

lems

Supply/distribution of GE and provision of information

The relationship between domestic and international pharmaceu-

tical regulations/guidelines, and the development/manufacture of

GE

GE and medical economics

Etc.

3-2 Type

Japanese Journal of Generic Medicines mainly accepts general
papers, short reports, research results and review articles as a rule.

- General papers: as a rule, they need to include new findings on
GE obtained from original research activities.

— Short reports: they shall include new findings, valuable data,
case reporting and others as a rule, even if it is fragmentary
research.

— Research results: they shall include valuable data, although it is
not necessary to include new findings.

— Review articles:
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Comprehensive papers: these should be based on the author’s
research performance and include an overview and comments
on studies associated with the author’s field.

Invited papers: these are written at the request of the editorial
board of the journal.

— Lecture reports: these are written at the request of the editorial
board of the journal by the presenters of lectures (symposiums,
etc.) at the meeting of the Japanese Society of Generic and
Biosimilar Medicines. However, submissions based on short
presentations are handled as general papers.

3-3 Languages
Japanese or English
3-4 Length

The length of manuscripts, according to the type of the manu-
script, should be as follows. Character count does not include the
title, the name(s) of the author(s), the institution(s) of the author(s),
as stated in 3-5, and the summary in English (with its Japanese
translation) and keywords, and include the main text, figures and
tables, references and footnotes.

— General papers: the printed paper shall not exceed 7 pages
(1,900 Japanese characters by 6 = 11,400 Japanese characters).

— Short reports: the printed paper shall not exceed 5 pages (1,900
Japanese characters by 4 = 7,600 Japanese characters).

- Research results: the printed paper shall not exceed 7 pages
(1,900 Japanese characters by 6 = 11,400 Japanese characters).

— Review articles:

Comprehensive papers: the printed paper shall not exceed 10
pages (1,900 Japanese characters by 9 = 17,100 Japanese charac-
ters).

Invited papers: the printed paper shall not exceed 13 pages
(1,900 Japanese characters by 12 = 22,800 Japanese characters).

- Lecture reports:

Lectures of up to 30 minutes: the printed paper shall not exceed
5 pages (1,900 Japanese characters by 4 = 7600 Japanese charac-
ters).

Lectures of up to 60 minutes: the printed paper shall not exceed
10 pages (1,900 Japanese characters by 9 = 17100 Japanese char-
acters).

— Each page should be A4 size, with 40 characters by 40 horizon-
tal lines.

— A figure or a table corresponds to 300-600 Japanese characters
depending on its size.

3-5 Format

— The first page of the manuscript shall state the title, the names
of each author (if the paper is in Japanese, the names in Roman
alphabet are to be given as well), the name and address of
each institution (the address is only required for the principle
author), contact e-mail address, the contact for requesting cop-
ies and the contact address for proofreading.

— The second page shall contain an English summary of up to
250 words (with its Japanese translation) and up to 5 keywords
(with their Japanese translations).

— The main text should start from the third page.

— Figures, tables and photographs shall be labeled as Fig., Table,
and Photo respectively. Serial numbers are to be given if there
is more than one. They should carry their own titles and be
supplied separately from the main text. In principle, the original
figures, tables, and photographs prepared by the author should

Vol. 15, No. 1 (2021)



be provided. Citation of figures, tables and photographs shall be
indicated in the text or in the margin.

— Units: International System of Units (SI) should be used based
on the Japanese Pharmacopoeia, 16th edition (2011).

— References: References are numbered in the order in which they
are cited, and the number of each reference is given followed by
a closing parenthesis as a superscript to the relevant part, along
with a closing parenthesis. All references are summarized in the
references section at the end of the paper.

— Description of references
For journals, give the details in the following order: 1) name of
the author (names of a maximum of 3 authors should be given;
other names have to be omitted), 2) title of the paper, 3) name
of the journal, 4) year of publication, 5) volume number and
6) page numbers. The name of the journal with its title in the
Roman alphabet is typed in italics.
For published books, give the details in the following order: 1)
name of the author, 2) title of the book (and the section title),
3) edition and volume number, 4) name of the editor, 5) place
of publication, 6) name of the publisher, 7) year of publication
and 8) page number. The accessed date should also be given for
web pages.

Example
Journal articles:

1) Haskins LS, Tomaszewski KJ, Crawford P. Patient and
physician reactions to generic antiepileptic substitution
in the treatment of epilepsy. Epilepsy Behav., 2005 ; 7 :
98-105.

2) Grant R, O'Leary K, Weilburg ], et al. Impact of concur-
rent medication use on statin adherence and refill persis-
tence. Arch Intern Med., 2004 ; 164 : 2343-8.

Books:

3) Meltzer PS, Kallioniemi A, Trent JM. Chromosome
alterations in human solid tumors. In: Vogelstein B,
Kinzler KW, editors. The genetic basis of human cancer.
New York : McGraw-Hill ; 2002. p. 93-113.

— Footnotes
A footnote shall be provided on the same page as the one in
which the footnote symbol or number is placed. The footnote
symbol or number shall be clearly indicated in the text.
— Disclosure of Conflict of Interests (COI)
In accordance with this Society’s Rules on Managing Conflict of
Interests, all papers submitted shall carry a declaration at the end
of the main text, stating whether or not any of the coauthors has
a conflict of interests. If there is a conflict of interests, the name
of the company or organization in question shall be stated. If any
financial assistance, whether direct or indirect, was received from
a specific company in the process of conducting the research or
preparing the manuscript, this fact shall be stated in the paper.
Example: No conflict of interests.
Conflict of interests. This study was funded by OO
Co., Ltd.

4. Contribution Procedure

A contributor shall send the contribution data to the following
address by e-mail or in the form of a CD-R, etc., particularly in cases
where the document’s file size exceeds 10 MB. Microsoft Office
software shall be used for preparing the documents.

— Address: The editorial board of the Japanese Journal of

Generic Medicines
c/o Japanese Society of Generic and Biosimilar

Medicines

Atago Green Hills Mori Tower 37th fl. 2-5-1,

Atago, Minato-ku, Tokyo 105-6237

(inside the office of Zeirishi-Hojin AK] Partners)

Tel: 03-3438-1073  Fax: 03-3438-1013

E-mail: journal@ge-academy.org

Contact: Japanese Journal of Generic Medicines,

Office of Japanese Society of Generic and Biosimilar

Medicines

- The acceptance procedure shall be deemed complete when

the contributor receives an e-mail response from the contact.
If no such e-mail arrives within one or two business days, the
contributor shall make an inquiry to the contact as to whether
to re-send the contribution data as there could be cases where
contribution data fail to be properly received.

5. Evaluation of the Papers and Results

Papers submitted are subject to an assessment for acceptance
by two examiners. If a paper is returned after assessment with a
request to be resubmitted, it shall be sent back within two months
of the day the paper is returned. If the paper is resubmitted after
this time, it shall be handled as a new contribution. The journal
may request partial corrections to a manuscript for publication. The
order in which papers are published shall in principle be the order
in which they are received, although it is subject to change for the
convenience of assessment and editing.

However, review articles (invited papers) and lecture reports
defined in 3-2 are not subject to the assessment mentioned above,
but shall be accepted for publication or rejected based on the judg-
ment of the chair of the editorial board; however, the journal may
request partial corrections of a manuscript for publication.

6. Publication Fees

Contributors (except the author of an invited paper or a lecture
report) shall pay upon request the following publication fees (con-
sumption tax not included) after the paper has been accepted.

— 2,000 yen per printed page

— 3,000 yen per page exceeding the length provided in 3-4

— Figures and tables preparation fee if they are prepared sepa-

rately: 2,000 yen per 50 cm?

7. Separate Off-Prints

The journal provides PDF file of relevant page to the author at the
time of publication.

If the author wishes to obtain printed separate off-prints, the num-
ber of copies to be needed can be ordered at the time of proofread-
ing, which is available for a fee.

8. Others

— The author may proofread a paper only once. As a rule, no
additions or corrections shall be accepted thereafter, except for
typographical errors.

— These rules shall apply from the papers published in the jour-
nal, volume 14, number 1. Contributors should refer to the
current rules for contributions (available on the web site of the
Japanese Society of Generic and Biosimilar Medicines).
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Appended table: Instruction by submission type

Type Length Evaluation Publication fee Notes
General papers The printed paper shall not Subject to assessment 2,000yen x
exceed 7 pages number of pages
Short reports The printed paper shall not Subject to assessment 2,000yen
exceed 5 pages number of pages
Research results The printed paper shall not Subject to assessment 2,000yen
exceed 7 pages number of pages
Review articles: .
Comprehensive The printed paper shall not Subject to assessment 2,000yen x
exceed 10 pages number of pages
papers
Not subject to
assessment: partial
Review articles: The printed paper shall not corrections may be Free
Invited papers exceed 13 pages requested by the
judgment of the chair
of the editorial board.
Lectures of up to 30 minutes: | Not subject to . .
. . Submissions
the printed paper shall not assessment: partial
d . b based on short
Lecture reports exceed 5 pages . corrections may be Free presentations
Lectures of up to 60 minutes: | requested by the
. . . are handled as
the printed paper shall not judgment of the chair eneral Dapers
exceed 10 pages of the editorial board. g Dapers.

Samples

When study samples are drugs used for medical purposes, give
the name of the manufacturer and the lot numbers if possible. If
symbols such as “A,” “B,” etc. are used, provide the reason.

Statistics

For comparison between 2 or more groups, it is recommended

Recommendations concerning statistical analysis, etc.

The editorial board of the Japanese Journal of Generic Medicines

2-b) Describe the authors’ opinion on how large a difference in
the value of the subject indicator has to be considered as a
meaningful difference (clinically significant differences).

2-¢) Describe the justification for the selection of the number of
subjects and the number of cases in the study.

2-d) Use multiple comparison to compare 3 or more groups.

2-¢) The p value should not be shown as p<0.05 or p<0.01, etc;
the precise p value should be shown.

to prepare the paper taking the following matters concerning data 24) For the discussion of results based on statistical tests and

aggregation, statistical analysis, and discussion into consideration:

1) The parameter that shows the fluctuation of measured values
should basically not be given in standard error, but in standard
deviation. It is desirable to show the data distribution visually
such as by a Box plot.

2) For comparison of the mean between groups,

2-a) Discuss the uniformity of the arrangement of background

statistical estimations, clinically significant differences, the
number of data (number of subjects and number of cases),
etc. should be considered in addition to the results such as
statistical significance tests. Note that the statistical conclu-
sion is not directly connected to clinical “equivalence” or
“nonequivalence.” It may help to include and utilize a confi-
dence interval so that a hasty discussion can be avoided.

factors (items) other than the evaluation item between the
groups to be compared.

36

Please take the recommendations listed above into consideration.

YA v ZH3E Vol 15,No. 1 (2021)



JIRUYIWHA HF15F F15
202168108 47

B

mE7 RINAH—:

BIRER : SHLES
OHAFT R
TEENZ  EE—

AR AECARBE BRE— FHEIEL

fmeE - B17E  HEAYIRUVIERER )\ (4 VZ5—ZF%
RRHEEXES 2-5-1
FHEBLEAN AKJ )=~ F—XW)
TEL.03-3438-1073 FAX.03-3438-1013
URL : http://www.ge-academy.org/

B25JU—2EJLXMORI &0 — 37 B4

A = = i
M A% 2,000 1 (#F)

gogooo





