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Current Status and Challenges for Sustained Uptake of Biosimilars: A Corporate Perspective

EH {#5  Hiroshi SHIMADA

EENIE 37 SaeEsin
— AR ARNL F 2T — RS

Summary: Pharmaceutical cost control is a critical policy issue in Japan, driven by rapid population aging, the advancement of
medical practices, and other contributing factors that have increased national healthcare expenditures. While generic drugs (GE)
have seen widespread adoption, the uptake of biosimilars (BS) remains limited. Consequently, the government has set quantitative
targets, introduced reimbursement incentives, and provided strategic guidance. This review details the current status and chal-
lenges of BS uptake, with a focus on industry practices. Unlike GE, BS development involves more demanding comparative clin-
ical trials, comprehensive postmarketing risk management plans (RMPs), and intricate manufacturing. Given rapidly decreasing
drug prices, alleviating these burdens is vital for a viable BS industry and a stable supply. Recent regulatory changes —including
the reduced requirement for Japanese subjects in comparative clinical trials and proposals in the US and EU to waive compara-
tive efficacy trial—are simplifying development. Japan still experiences delays in building domestic manufacturing capabilities
and training specialized staff. To resolve these issues, the government and companies have initiated joint initiatives, prioritizing
the enhancement of manufacturing capacity. Furthermore, the collection and publication of real-world safety and efficacy data
are key to fostering confidence in BS. The Japan Biosimilar Association, in partnership with companies, actively promotes the
sustained uptake of BS through the dissemination of RMP outcomes, provision of postmarketing study summaries, and develop-
ment of educational resources for healthcare professionals and patients.

Key words: biosimilars, optimization of healthcare expenditures, stable supply, ensuring product quality, provision of drug
information
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Kirsch-Stefan N 5 1%, EMA 232 L 72 BS 365&1@0)7%
RBARE R W L, BRIRA RS E Y %
EHZIHEOMNIIIEAER L, ST X OSEEEN
7= % L PKBRIC X o TRISEMIIR I hTnwiz e
WL 728, EMAIX, #MEZRBSIZDWTIZF] & H
SEERFHOALEE Lood, BIRERSH T —
¥ RPKT — & ST ioR iU, R R
DEWEDRERER 70 BINE & e W FeE AR L7, K
ENZBWTDH, [z ERERRHBROZ % & 3
FH2025F4 IR SN TBYIEHSNS.

CO L) BHEBOETEN 2 SN, S1EDBS
FilZe iR L L o A MREATREE 2 5. HARIZE
Wb BRI R ERRABR & S A AR A
D, EWNTONEREZR HA N PK RO F i T
AADHHEE UL, BSOHEHME O K & e dinift
LB, ZIE TRBUE 7 [ HEGABR O S hE 23
BTCTHDHI LD, TNEIEHL THIEEDBS
¥ EINFET 25608 0o 720, SHhEINO R
1 AR T E VT HARS @%%“%L
ARTWEEZ BNL. S LI TORIRES
N—= RUATHALH T, ENREE mle@%
DIFEMIZR 5.

2.4 BSOEAEE®RILE AMERK

B FUCOBS 0 E N AEHNIIA T3 TH Y,
JRED L  Hrfyb eyl s, ENEEED TS
mHIZEEFEF 5T WS (Table 4). ZOKPIEBSIZ
RS9, N FEEGNEERICEETLE0T, BHE

DY IIB T HEELFEO—DOTH L.
MFBEERZEZT TR {, N A ERERTHEET S
CMORCDMO D E R B BR O N TnhH T &, &
SICENTHEEZIE) AMAPRELTnLZ LI
5T WA, COVIDA9/ Sy I v 712 BWT T
7 F O - BETHARBESENEZN 722 &
X, oA FEFEGOURER] OAHE AR
HETHDHZ LB LEE/. I hEzl), 20214F
2, BN T 7 F CBSS - AR s | %
EIRER & L CREL, PRI NA F RSN, Y
SEAFIZIET 7T Vv EEERE D 727 )V — Ak
FROWSE OB EHEAEL TV DB, p@rTJT
Va—2AFEFE| L LT, BFEXREE, 2022412
7%/%u&ﬁéknﬁ@%Mﬁm,m%$‘

IR SR 2 231 (#9955 05 F) & HRIR L
7210 Z OHH A & o TEK DN A F BE 5 5
WO SN, BSOENEEIZL LT S
ZENWIFEEI NG,

%72, JE A4 13 BS O [ PN B 1 ) R A A S
BT AT b L, 5EMBAEOHB) &3
BB L7221, £72, CDMODEES M D728
mkﬁwﬁﬁkﬁ&%ﬁﬁﬁﬁtb 3 & o
ZROTND. WAL, BHARBEET RS (B
éﬁ%%ﬂﬁ%?~m%thwf INA A RS
BLE R N & P 128 H C© & % B AM DR &
WA 2D AMBE RO VLEENEZ TR L T\ 512,
ZLTC, FEBRTGHA L LT, HIEMEORER
fifi 2 WG L 72BN EBE 70 7 7 4% Q)T s H31E
HHENTEY), NAFuad s Afge - bL—= 7
+ > % — (BCRET) TO AMBFELE D ETHTH
H. TNHLOEEOIGHAIZE Y, RERICIZEN
P SAE AR S, BS D% E AR H A3 3T &
NaZEPPFEEINTYS

25 HEMRGOIEA

B A NTHAHBSOLEMIGICIE, T RED
VER A 2 MERTE, MR ICBSHENTE 2
ZEDTHIR & 2 B BS D FEAMILIEAT D 70% Tk
ESINDD, T DOHRDOIFEMUGE TIXT B MiE 25 5k
SNb. FES - B *75>fer%f7kwt&>lﬂz’\’ LDz
ABFEBUIBE S LB 25, 25 A SEIRC 0% J0E 12 R
ﬁfim&mﬁxﬁy< 85 T OMMEH L
Y, MK TEIE W (Fig. 1). 72721, BS®
MO T OHERICIE, GEE B2 D, /NA F RS
MSEAECTH L7212, EHEEEICE - THAMELRE
DPGHRE YR T VI b H D, FrITMHET & D
IR SN2 DIk L, BSIZZ BRI Ao il
BHENEZTRT L, DD BSOESIME D
FHIMCTIRT 5 &, Fmitis 217 L ToafA
L b,

29 L7z, 20244 O #EARETIE, BSE L
THOTAREMBEEESEH S NLRIE D,
TANVTTAF L, ¥ LIV T N, ZAHRZF
TNVT 7 DIWHHARE -T2 T2, HGHGE
b7A4NTTAFAL3EE, NTAV AR T1MA,
FNWVRRLF Y TIVT7 7 1B TEEL TS, #l
BELHIZH S 22 SN T nDs, SREWEL 7

0 — 2 \N)VEREE - H AR OB IR T 258 512
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Table 4 N1 7235 -DRABBATEHS L VERREEE & HFEERH (20255F 4 A 1 BEE)

# 1545 % BT %8S A T2t Jit S L [ R s
1 VAsd =R HF Sandoz F—=AMUT Novartis Pharmaceutical Mfg
2 IRIFVTNVT 7 JCR7 7 —~ JCR7 7 —= HA JCR7 77—~

B REE T E FERIR HAK, &BE BT
3| 74nrIAFA — »
EEN (S Teva Pharmaceutical VrT=T — a7y —x
A AL , ‘
Celltrion L Celltrion
Celltrion
4 A7) Fv=7 & W AR _
Aprogen LA JEBHR
HEET
7 7AW = Pfizer FA IEFR
TV b3 —
HAA =541 1) — Eli Lilly : JEBIR
5 A VA) Y TTIVF T AT
BL7 A4V aEIl b Bh7iVvaTr—< 4K IEFIR
g Sandoz Fez b7 Lek Ph?rmaceutlcals-
6 DIVE S Aava Novartis Pharma Stein
7 7AW = Pfizer A JEBR
TR T
o T S i [
EEEIE S LG Chem i ] LG Chem
7 B | o
[655 HHE 5 Lupin
Lupin 1K
AET IATAT7 =%
A AL , ‘
Celltrion i Celltrion
- NN Celltrion
8 FIAY AT
. N I
7 7AW Pfizer FALT YR JEBHR
9 THNY F—ER—=% JCR7 7 —~ JCR7 7 == HA JCR7 77—~
77 A= Pfizer T AT FEBATR
o ik Amgen EIRIEN ERERN
10 NNV AT
HEET mAbxience Research ANRA ¥ Univaersal Farma
EEN (e Celltrion [ Celltrion
JCR7 7 —% JCR7 7 —% HA JCR7 7 —%
— 2L ST 7 TAE ~ : .
1 FUNKELE YT T 7 =HULFFERT DONG-A ST | STgen Bio Plant
FATRY A Anyy | ShongKunDang #i WSS ()
Pharmaceutical
_ o= N I . N Gedeon Richter
12 T8 TR TR g Gedeon Richter KA )
13 | 42 vy A7sn ¥ T4 Sanofi R ERRN
i) Y EL 7 A NN A fiF) B 74V L _
FOV s 2 NAATY Y R H#& 7V
U | 75y a<r H—=3dt Amgen EIRIEN ERERN
TR g LG Chem 1 LG Chem
EENIES Celltrion L Celltrion
15 | A YA ¥ T ANV T4 Sanofi FEFHR ERRN
16 TR THHIE Xy A7)V - NS F JEFR GiEsh) [ P s BT
‘ ‘ FRH % N . .
17 | RTTANTTAF A — SRV ES AT E 0 FEBIR
EE e S
BT Alvotech TAAT VK Alvotech
18 B AT ERTT o3t Biocon Biologics UK ERAT S FoFE
Eﬂ/ ]\a i) AV ANVATT Celltrion i [ Celltrion
VYN S
19 | 77UNptET b /7\0[_11/721/;#13 BU= Samsung Bioepis ST REFE
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. @® rSRAYRXTT 3
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> 60 ® AU7YFITT 5
I ' empmns| 70T
o= ‘ IHFLETH 3
L= 40 y FEYLTT 4
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3 wps |(YRUTTIAEY[ 2
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20 . AR) T RINL B 1
oM FTHLYE—ER—4 1
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Fig. 1 N1 AL 3I5— 13RS DEMDET
2025 % \C #11 B RERMOMEFEMICK T 5 HE & EHEOEHROMEE

HDHEMEIND, WIBEAS TIIFICRE®RL D
AX )74 OAMBENDT, B % MifgHES I,
ML L CREMGY) A2 2EOTLE ) 2 L 2R
L7z,

F70, wEMBOREL LT, BSEAOFET
WO L EFBIToN5. NA FEHEGITHE) —
F& A LKL, RO 2ER A & Bk M % 4
O L WENH BN, FORETIIMALEBS /N1 A+
AG DB AREHCTH L. Fr Iy 5k i 5 5
EE~OESHEE L\ 720, @it T3z Ic X
LIEEDOBIEILDO) A7 23z 26, wEMER
DIzDIFEEZE L F- S5 250w, #HE1LE E
WTIFH)ZET)— Ry A 2 %250, HELHIC
BT E LR ERS % EfTbTwb. LaL,
FEBERY 70 BEAG AR & L5 A 121E, RIIECalk 7z [
NI RO AEEND.

2.6 mERFROIEH
GE T3 RARHENE L 5 H A AR i S A A,
EIGO AR L) MEEE O FELR R
REDPEBIEE L2 SN b, BSTIEE WK
HWHOSRDOEN L Z M HLMmBLITEATEST,
CNETGMPHEI % E12 X A AR IZHE S
T\, GMPIZHEHL L TlY) 72 BSO# ik - fE
BEWAATH L, N FEEMICET 5BV
AFEONMEBERDSLE R L3RR O@) TH 5.
EH10, BHL WA RIS 2 BFED
[ SUL] OFER D EE L HRTH 5.

T/, mEWEORGA L LT, ELNZEREMGER
AR A2 L Cnb [Pk v 7[R

o - NAF VI T —mEERRE R IIBWT,
HANA 3 37 —iEs il s L IR (%4
PE - BRIVE) ICBT % U AR O R 2 iy LT
L. HiEC X DM R E A R, R
DO 7% A4 (https//www.nihs.gojp/drug/ecqaged.
html) T/ &, FHBEMRIC L 2 mEHEROF
FIIRREDSERE S TN 5.

3. WMRET —XUNE L FHRIE

31 EERUIVEEEE (RMP) (L& 3%F2MH
FE{R D EUE A

RMP X, EHEGBOMFELSTHWEE TOY A2
EWMAERRELCETH L. HATIE0134EIC
HIEL S, FEELB L OBSIZOWTIE, &2
GfEE LCTESER ) A7 EHEIm A RKEL, @Y
WCERT 5 Z & | PEBHITON TS,
BSIZEAT/NA A RER L HCEHUMEEZET S D
DO, IR IR % 1BV CERD A
UBMREMZERIIIRETE 2V, 2Ok, 1
Witk D EBEOMAEET TY A7 OB & FEMAK
HHNL. RMP T, BT & [ Utk 51
MESI N, ) A7 R/MUEE) (BTFIRL, EHFEHE
FHEMTEM, BEANTEM) boirme 2Tk
Thb. BMOESREMZEEEHGEE L LT, 4%
(L GRS IE B & it L 72 BB E T b Thb
TW2hS, ZD%, KRBT RERT — 5 2575
LN TV RWAMTE SN ZEISEICBWTERB I NS
9otz EHICBEIL, WEOREMZ S
BEAGEIOADr — A b2 TBY), BSOT—48
EESIN LI AMIREINTE TS,
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(a) FEXE S
REMELHRE
B (KEAN ezﬁﬁﬁm;ﬁa
ZhLE1EEICRE)
O)yNA1 AT 25—

B
&
&
b
#

BEEREE
PMDA™ = T4 k

b S e >

RMPEEHERHME

. ERS R0 EEHEC
RBEM B HEmHEE
(RMPTHRE LI $EE TiRH)
OF $::+3

(ARMXIEREST)
JBSA T THA b

NVIHESECIEANON 7-72 L, £REERHSRMPEERDBAL. TORBEMBIRE CRBEUHBREZEL

Fig. 2 EXE&Y X7 EEHEE (RMP) 125 5 RMP AL TORI
(0) BREERIC 51 3R DE 2 R,
PMDA : EEQERIESBHR A, JBSA: BANA 4 35— HH#HE

(@) FEZER, N1 F23I5—,

PUERMPIZ 20 < & i SRR ARG B ) A
7 /MUEBI & #E L 72hS, RICERBERE T
WA S T v, BEIFEBL A~ o 8 1E 8 1% i
OHeft & EIVERE R OB S S RMPIEE) Of5 H &
BNEL, BEOE—HIZTA— NNy 7§52 L8
BETHDH. HEFELTIIHEEREI D, KGR
B—EME O ET — 5 12D TEet - H%
Ve - SEDERHE S N, KRRSESR S NG, £
DFERDONEREATTEE B TARAEI N, EHER
B B 2R iR A B (PMDA) @ 7 = 74 A M ICH#
FHEEN BRSNS, —T, BSIZIZ A E
e <, ®FEDRMP O E A A % PMDA 242 H L,
RS ORI IR A G B A O G T S
NHLO0, FHRAFTAFEINR TR (Fig 2).
i B H A1 O AT HEASPMDA O /N A F et 7 = 74 A
KRR H —ERCTHETEZ L2 TH 5.

ZITHARNA V3T -k, KBS
AR S L7z an H O RMP E s R &2 7 = 7
4 & (https://www.biosimilarjp/rmp.html) TR § %
M AZ 2024 X VIR L. S, ERILY
TOHFRE L EEENEZ2HNELZLDOTH
D, PMDA @\ A F Hifesn B 4 A b (https://www.
pmda.go.jp/review-services/drug-reviews/about-reviews/
p-drugs/0034.html) 12 HARNA + 2 3 7 — s
DY ¥ o pfEE s, HRERERNT 72 ATE 5
LI hoTn5,

3.2 [EHRREOERMEHA
BS O HAEE L, AKEBZOIEHRINE L5

HWISEOALDAT K TH 5. FFIBICAEDYHEH
ROOLNLBSTIE, KRR T— 7 BHEEL 2w
BIGHE T SN ARSI, ERBY CHRINE - 24
BADBEPELRLTV. 200, HREOFER
IRT— 4 BB LUIEHRRME T2 0 EEL 2 5.
RMP (2 3D < #3556 7% i A R0 Bl R B BR 0 R 1%
PMDA N5 M5 2%, FRERRLTWLE L TRE
L, BEMEHLZCT Y A%RMT LI LEHBSO
RN EAET 5.

INET, RMPOREHMET 2RI L, K%
RSN z01310 H (— %4 T8 Th b
(Table 5). Z DR OFwHLAEKIT6MHE (— k%
T4) THRENTWVDLA, 45 HTIFFRXIC L 5515
LT, BSOMWRZRT — 4 IFER FEET
HDHODOFMFHENZ L L, EFBDLE L %
Wi, A VST N T 77— DEWIESHEREAND
BRIAES TLhVWI LR EDPEREEbN S,

BSOS AEFAETIE, BATMmEEBVNSE RN
LT A2 EAHIES NS DS, BSHAOFH AL
HOT, FATMEDBERILEIZTE 2w, T2, @
FOFATMOMEHBGEFAEC KRR T — 5 Lol
B, BETRERNRDE L D 720 Bl 2
L v, & L AFERICIE, BSOEIWERZEBIEA
FATERE VKL %5 2 DB Vh, LT
i B & AR CIR BRI CHRERIRSE=5 ) v 7
BHAIATbN TV A HEREEZOND (B 1 >~
7 ¥V TBSORMIERE TS, pIAY X
~ 7 BS O LB RERE B S AL T 1Y)

COLEILRMTTHEEINLTVWEON, LE
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Table 5 NA#4Y3IT—DEESR) X 7EREEHRIRN (2025F 4 A1 BIE7E)

= 4. BT A
# B % WS wipgn | SMP ) OREER g
PR PMS DBS
1 VAS =5 VAN 200946 H Fi3 N/A — 1 0
2 IRIFVTINT 7 JCR7 7—=< 201041 H Fi3 N/A 16,17) 2 0
BT 2012411 A Fi3 N/A 18,19) 2 0
3 TANT G AF L —
H AL 20134F:2 A i N/A 20) 2 0
H A5
20144E7 H H i g 13,15,21,22,23) 3 0
Celltrion
4 A 7)F=T @ P A ELHE
20174E9 H A 3 0
HEET
77— 201847 H 3 1
) . HAA=F 40— 20144212 7 H 1 0
5 AR TITNEY -
CREERIPN A% 2016 4F3 H H fiFE B 24) 1 0
VAN 201749 H H fi i L 1 0
6 VxR T -
77 A K= 201949 A H 0 1
ERRIEZE 3 20184F1 H f fb 25) 2 0
7 S S AN .
20194E3 A 2 0
HET
H A5
o 201843 H H fiF B 14) 1 0
8 AV X<T Celltrion
77 A F— 20184E9 H H 1 0
9 THNY F—ER—% JCR7 77—~ 201849 F H 1 0
77 A F— 201946 F A 0 1
L H—=3t 2019429 H H 0 1
10 | "NV XTT
HET 20224E1 A A 0 0
H AL 202249 H el 0 1
JCR7 7 —= 20194E9 H " i B L 0 0
11 TINRELF VT NT 7 =RALSF e T 20194F9 H H 0 0
TATRYAANVATT 20194E9 H H 0 0
12 FUISNTF R FEH SR 20194E9 J H fif B L 0 0
13 LAY ) ATH ¥ 74 202043 ] H fi B L 0 0
WHHIF ) YELT AV aNA
FOU 20204F6 H 0 1
14 FEYATT E—=3t 20214F1 ] H 0 0
FiH R 20214E3 H H 0 1
EEN(E S 202349 H 0 1
15 ALY AY YT ANV b ¥ 74 202143 H 0 0
16 FZEAXT T e 20214E9 H H 0 0
) ) TR B
17 | RTTANTTAF L — 20234£9 1 A 0 0
PRI RS
BT 202349 H el 0 0
S A 3
18 YRS oy 30 20244F12 A el 0 0
VR F Y - ANNVATT -
Sy 20254F3 A H 0 0
. . FH— NV LF2T ) —
19 | 77UNVET b S b e X 2024476 H H 0 0

A PMS O % 2% L0 (B35 I Hmco®S)
RMP : 35 A 7 & #5TE, PMS © FH BG4S, DBS @ #ERth 7T — ¥ N— A4, NA @ #ae3
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(a) CT-P13 in post-marketing surveillance
CD

Treatment persistence rate (%)

0 8 16 24 32 40 48 56 64 72 80 88 96 104 112 Weeks
Non-medical switch atrisk 155 155 150 121 116 114 110 103 85 75 73 71 70 69 26
Naive to biologics atrisk 93 87 74 70 64 64 63 55 47 46 43 42 41 41 13

Medical switch atrisk 48 40 38 36 33 30 27 24 21 20 18 18 18 17 6

(b) Originator IFX in database search

20
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CD
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g =
o ]
S
8
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8
w
‘w5 50
4]
[
Q 40
hen
[ =
& 30
E
©
o
[

0 8 16 24 32 40 48 56 64 72 80 88 96 104 112 Weeks
Continued treatment at risk 1761 1758 1743 1729 1713 1693 1664 1645 1621 1594 1574 1555 1535 1507 1014
Naive to biologics atrisk 803 757 735 720 702 691 671 658 646 634 611 593 582 537 264

Fig. 3 70— REBETOA > 71 %77 BS1 (CT-P13) &EITRDILSHESEE D Kaplan—Meier plot
(a)BS DIEFIRAERZ (—: 1 — THEEICBSHE, —: ETSBREEEICBS K5, —  ATRBR5£EELOEATRSICEA THRS).
(b) FIRSHADETRDT — ZN— Z[E (—: 1 — TEEILETRES, — ETSREEEICETRERERS).

*P<0.05, ***P<0.001.

Sagami S, et al. J Gastroenterol Hepatol. 2021; 36: 2091-2100 »* 5 5| F3 15,

TN T =Y R EOBERLT T — 5 X—ZADEHT
»H5. Sagami SHIX, 1 7)) F < 7BSOHH
AEFA T — & &, FEILT SN2 Tah o
W — % I L, S ORESR L A 54
HROHER) M TH DI L &R LT (Fig 3)9.
SHICHAETIE, BSEEITMmOMN T %2 T — 7 X—
A B LTI S 2 BEHGER T — & N— AR
BEPEBINTBY, BFETORBIY % HEBHREE
P ENG, 2751, F—F N— A3 EME
EF— I PRZ LW LR, RERROZ Y HEBGED
B ens, BITLoT kakd o s,

HARNA I T —m#ESIE, 29 L72BSO
HREICBY 2 ZEECHIEORLERN = 7 «
TH A FNTEEL TS, HARERNTOME R
FAEICESCHRTITE L BHICELN TV S 720
(Table 5132 ¥Ehl TG & 172 BS O T B F i R
W2Elc oV TH HARFEOEN 28R L, FEHHY©
DOFRMAEIZTTT WD, E 512, BERITFIZ,
BSIESEH DR Y — LHE %2 RO 5 7290 OBl 2
YT rvEREEL, HREETEILL TWna.

4. REOEEDHEFTRE

BSD &5 7% 5K IIE, B - BEHD & Wil
T—Z I, THHRIRECESL T, BILVWSETO
AT 2 B A S A3 RO B b . HlRETIC
BT 5 BSE KARENZ [T 72 423 O F 70 HUH AR
i, KOLHIZEHTE D,

1. BA%E T 7 OETY & k72 B S ARl o ff ST

2. FAML TS & B2 BREEA LA DORIL & o

DAk
3. EINE FEAR ] o0 Bl hig 28
4. RMP O i# Y] 72 F e
5. AT Y7 A DIBHRIE DiL

INLORELRENEFE IR LT E L
bz, BS54 AITHICE D HEHMREROHEEZ &
12k 5T, BSOWEK &k 2 fAG2s e & 2 5.
F72, TUCE o T, EREREEOBIELSS 512
ELDDOEWREENS.

HANA VI 7 —Whikad, SEMESLEHE
LTINS OFEEIZHGH A, BSOWE KAEE %8 U C
B O EREREOFEELICERL, #
LA OHIZH B HARIZBW TEEZFOBE &
Fif 0] HE 7 PR PR BRI ORE B L TV & 72w,

G A

152

K LOWFEIIEBEDMNE LTOEZ TR ER
BRI HDOTHY), W BEERLHAEEDE 2
FeRETLHOTIE W

FZHER (COI) DFR

HH - BHERIE, BAMEERASHORETDH
D, BXERAL TS, 72, —BAEEARLR
ATV IT—HERDRETH 2.
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5)

6)

7)

10)

11)

12)

13)

51 A3CHEk

IR A, SHAFE  EREREOBRE. 2024
FEI10H. EAEFEE Y = 74 14 M. https//www.
mhlw.go.jp/toukei/saikin/hw/k-iryohi/22/index.html ( Z*
1§ 2025-05-06) .

JEASFEE. NA bt O EREED 720 DL
ML &F 20244E9H. BEESEBE Y = 7% A b,

14)

with Immune-Mediated Inflammatory Diseases:
Integrated Analysis of Three Japanese Prospective
Observational Studies. Drug Saf, 2023; 46: 991-1005.
Taniguchi H, Nishikawa K, Haneji T, et al. Prospective
Cohort Study of Trastuzumab Biosimilar CT-P6 in
HER2-Positive Gastric Cancer: Japanese Real-World
Outcomes. Oncol Ther, 2025. (May 8 2025 Online ahead
of print)

https://www.mhlw.go.jp/content/12401000/001309914. 15) Sagami S, Nishikawa K, Yamada F, et al. Post-marketing
pdf (£ 2025-05-06). analysis for biosimilar CT-P13 in inflammatory bowel
TR %1@%‘];‘5 7 B UM o 0 R R A 1) J5E % disease compared with external data of originator
0y 2% R & BREMR D ST - A ) N— 3 infliximab in Japan. J Gastroenterol Hepatol, 2021; 36:
> OEFHMIR L A E OB IEALOM LD 72012, 2091-100.
I B 2 4 o 1, 2024; 1256: 10-14. 16) BERIEE BEET LLE—3r, THEIF
JEEG @A NA A rHmomE - watk- CBIHINA F B ON F Y 35 —) OREMH
BRUHERO O OREICET 2 HEEILEE TR E—T R F > 77 7 BSiEJCR] @
(Q&A) 12D\ T, 20244F1 . [ 38 5 [ 9 ik 4 FHJLE MG B A, MRS, 2015
WAEWE Y © 7% 4 M. https//www.pmda.go.jp/ 45: 116-121.
files/000266865.pdf (£} 2025-05-20). 17) BEIEAT, ARG, EM AT OB A mIC
Kuribayashi R, Goto K, Hariu A, et al. Revisions to the W aHrTL) AR F yEFISNA F B in (TR
requirement of the Japanese clinical study data for bio- IF U H v N) OREWRB L OE RO MR —IF
similar developments in Japan. Expert Opin Biol Ther, € i I A% #& 91 A5, Therapeutic Research., 2015; 36:
2024; 24: 637-45. 469-88.
US Food and Drug Administration. Considerations in 18) FET], W49, BHEEEITZ. 74 VT T A
Demonstrating Interchangeability With a Reference FLBR1L (T A NT S AFLABSEYY) VI [EFF
Product: Update; Draft Guidance for Industry. June 2024. % | W TF]) ORGSR 3 &b,
https://www.fda.gov/media/179456/download (Accessed 2017; 44: 775-82.
April 28, 2025). 19) FUEF, @wER, BHEGEE». 710V T A
European Medicines Agency. Reflection paper on a F LBkl OREMB X OE & o e —E
tailored clinical approach in biosimilar development; JHGE B % & o B0 o i 1) AR TR AT G O, SR L (R,
Draft. EMA/CHMP/BMWP/60916/2025. March 17, 2019; 47: 593-605.
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Impact of Changes in Copayment Ratio on Choice of Generic Drugs Before and
After the Termination of the Child Medical Expense Subsidy System
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Summary: The pediatric medical expense subsidy system, which subsidizes medical expenses, allows parents not to prefer to
use generic drugs (GEs) for their infants and children. In this study, the GE use rate of patients in Tokyo, Saitama, Chiba, and
Kanagawa was investigated, focusing on the timing of subsidy termination for pediatric medical expenses during junior high
school graduation in March 2022. The volume share of GE was tabulated by month from April 2021 to March 2023, and the
percentage change of GE use before and after the subsidy termination was determined. A total of 5,950 were included, and the
percentage of GE use increased from 64.6% during to 69.8% after the subsidy period. The proportion of generic prescriptions
significantly increased from 58.1% to 63.3% (p=3.73%x10712), whereas the proportion of unchangeable prescriptions signifi-
cantly decreased from 16.5% before to 13.4% after the subsidy period (p=1.92x1078). The proportion of GE use tended to
increase after the pediatric subsidy termination, indicating that an increase in patient copayment may contribute to the promotion
of GE use. The proportion of prescriptions with generic names increased, whereas the proportion of unchangeable prescriptions
decreased, demonstrating that not only pharmacy pharmacists but also physicians promote GE use when copayment is required.

Key words: generic drugs, medical subsidy for children, prescription database, insurance pharmacy, authorized generic (AG)
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Prevention and Management of Adverse Drug Reactions:
A Bioequivalence Study in Healthy Subjects
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Summary: The Clinical Research Division of Nishi-Kumamoto Hospital specializes in bioavailability and bioequivalence (BE)
studies. Recently, BE studies for the approval of generic molecular targeted drugs and generic psychotropic drugs have been
increasingly conducted at our site. However, adverse events related to these types of study drugs require the utmost care and
attention from board-certified specialists, such as cardiologists, hematologists, dermatologists, and psychiatrists. Here, we intro-
duce the clinical management practices used in BE studies involving generic molecular targeted drugs and generic psychotropic
drugs. We believe that this information is valuable for protecting the well-being of individual study participants.

Key words: bioequivalence studies, molecular targeted drugs, psychotropic drugs, board-certified specialists
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Surveillance of Healthcare Providers Awareness to
Promote Generic Drugs among Welfare Recipients
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Summary: In 2018, the Public Assistance Act in Japan was amended to reduce medical costs. As a result, physicians were required,
in principle, to prescribe generic drugs to welfare recipients. To determine the effectiveness of this revision, a retrospective survey
was conducted that focused on the issuance rate of generic drugs before and after the revision in 393 beneficiaries who received treat-
ment at medical institutions in the Mie and Nara prefectures. Two questionnaire surveys were conducted involving 123 pharmacists
and 18 physicians to assess their attitudes toward the amendment after two and four years following implementation. The rate of
dispensation of the generic drugs was 50.1% and 64.8% before and after the amendment, respectively. Awareness of the amendment
increased from 68.5% to 86.5% from the second to fourth years, respectively. Thus, it has become clear that this amendment has
made it easier to dispense generic drugs to welfare recipients; however, some respondents said that distrust had increased following a
fatal injury case involving a generic drug manufacturer who mixed a sleeping pill with an antifungal drug in 2020. As a result, it had
become more difficult to recommend generic drugs. This may be due to the impact of cases resulting from the lack of quality control
by drug manufacturers. Therefore, we recommend that pharmacists be given a more important role in dispensing generic drugs.

Key words: generic drug, public assistance act, attitude of healthcare providers, generic supply shortage
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Survey on the Substitution Rate of Somatropin Biosimilars:
Analysis Including the Impact of the Medical Public Subsidy Programs for Infants

A WRE T, oG ARE, HAM BRR, OKH %G

Nobuhiko Nakamura**, Ayaka Isusasti, Ryosuke Tapata, Mirei Ora

FUREERP R R S A BRI E ~ & —
TR AR AT R A (TR

Received October 9, 2024
Accepted January 17, 2025

Summary: Somatropin is a growth hormone primarily used to increase the height of children with growth hormone deficiency.
Despite their introduction in 2009 to reduce treatment costs, the adoption rate of biosimilars was only approximately 25% in 2020.
This study aimed to examine regional and age-related differences in, and impact of medical public subsidy programs for infants
on somatropin biosimilar prescriptions. Using data from the National Database of Health Insurance Claims and Specific Health
Checkups of Japan, we analyzed the drug prescription patterns in 2021. A total of 284,763 somatropin prescriptions were identi-
fied, with 72.9% for the original drug and 27.1% for biosimilars. The highest prescription rate was observed among children aged
10-14, and biosimilar substitution rates increased with age. Significant regional differences were observed, with Nara Prefecture
exhibiting the highest substitution rate (86.9%) and Hiroshima Prefecture the lowest (8.1%). Medical public subsidy programs for
infants may promote biosimilar use up to a certain age, but their overall impact remains limited. Further analysis and a multifac-
eted approach are required to clarify how enhancement can drive biosimilar adoption and reduce regional disparities.

Key words: somatropin, biosimilar, public subsidy program, regional differences, NDB
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Crisis in Supply-Chain of Active Pharmaceutical Ingredients, Intermediates, and Raw
Materials of Generics and Essential Medicines
—Strengthening Supply Chains That Take into Account the Production of APIs,
Intermediates, and Raw Materials by Connecting Vietnam, ASEAN, Okinawa, and Japan—

ORI *aD, AR e ho)r gy r mydel i Fokeh

Kentaro Havasur*® P, Koji Funvorof, Trinh Van Lau® &£ Genta Kojyag b
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Summary: Currently, Japan’s Active Pharmaceutical Ingredients (API)/intermediates of generic/essential drugs are imported
from abroad in terms of quantity and product. The main sources of API/intermediates are China and India, but some interme-
diates used globally are made only in China. For Japan and other countries/regions, a stable supply chain and production of
APl/intermediates is the basis of human security; however, production is currently dominated by a few hegemonic countries.
Furthermore, comprehensive investigations and solutions to obtaining stable supply chains of API/intermediates have not been
considered or conducted. Because of the global political/military crisis following the COVID-19 pandemic, prices of raw materials
have soared, affecting the global manufacturing industry. API/intermediates of generic/essential drugs are no exception. Securing
the supply chain for, including the production of, API/intermediates of generic/essential drugs would become an epicenter of
political and diplomatic issues sooner or later because of the conflict between hegemonic countries. Some possible solutions to
these issues include: () Creating/reforming the medical/health care system to avert the supply chain crisis of APIs/intermediates,
such as by reducing wasteful/unnecessary prescriptions, improving medical guidelines, and actively using clinical pharmacists.
(2)Encouraging research and development on manufacturing/production/logistics of generic/essential drug APIs/intermediates/
raw materials by reducing associated costs and improving quality through technological innovation. (3 Manufacturing of APIs/
intermediates/raw materials with technology transfer in third countries other than China and India. Specifically, we believe
that diversifying the supply chain will ultimately help solve the problem of the supply crisis of generic/essential drugs, which
significantly affect the people of Japan, ASEAN, and the world.

Key words: active pharmaceutical ingredients, intermediates, essential medicine, generic medicine, supply chain
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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, qual-
ity, equivalence, added value and other scientific reporting on
generic medicines (including biosimilars; GE); sur veillance
and research relating to the provision of information and
dependable supply; and research, surveillance, interpretation
and reporting on pharmacology 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 committee of the institution or equivalent body,
depending on the subject 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 assess-

ments by medical institutions

Requests for GE from medical institutions

Various issues associated with the introduction of GE into

hospitals

Current status of the use of GE at hospitals and associated

problems

Supply/distribution of GE and provision of information

The relationship between domestic and international phar-

maceutical regulations/guidelines, and the development/

manufacture of GE

GE and medical economics Etc.

3-2 Type

Japanese Journal of Generic Medicines mainly accepts gen-
eral papers, short reports, research results and review articles
as arule.

— General papers: as a rule, they need to include new find-

ings 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 frag-
mentary research.

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

— Review articles:

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.

January 2025

Invited papers: these are written at the request of the edi-
torial 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
manuscript, 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 summar y 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 characters).

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

— Each page should be A4 size, with 40 characters by 40
horizontal lines.

— A figure or a table corresponds to 300-600 Japanese char-
acters 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 copies 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
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own titles and be supplied separately from the main text.
In principle, the original figures, tables, and photographs
prepared by the author should 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 refer-
ences 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 pub-
lisher, 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) GrantR, O’ Leary K, Weilburg J, et al. Impact of con-
current medication use on statin adherence and refill
persistence. 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 finan-
cial 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. Microsoft Office software shall be
used for preparing the documents:
— Address: Editorial Office of the Japanese Journal of
Generic Medicines
c/o International Academic Publishing Co., Ltd.
Publishing Center, 332-6, Yamabuki-cho, Shinjuku-ku,
Tokyo, 162-0801, Japan
TEL: + 81-3-6824-9363 FAX: + 81-3-5206-5332
E-mail: jjgm-edit@je.bunken.co.jp
Changed to the above E-mail address in January 2025.
Contact: Editorial Office of the Japanese Journal of
Generic 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 accep-
tance by two examiners. If a paper is returned after assess-
ment 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 judgment 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

separately: 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 number of copies to be needed can be ordered at the time
of proofreading, 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
journal, volume 18, number 2. 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

Research results Subject to assessment

exceed 7 pages

The pri hall . 2 X
General papers e printed paper shall not Subject to assessment 000yen

exceed 7 pages number of pages

The pri hall . 2 X
Short reports e printed paper shall not Subject to assessment ,000yen

exceed 5 pages number of pages

The printed paper shall not 2,000yen X

number of pages

Review articles: .
. Th ted hall not .
Comprehensive € printed paper shafl no Subject to assessment
exceed 10 pages
papers

2,000yen X
number of pages

Not subject to assessment: par-
Review articles: | The printed paper shall not | tial corrections may be requested

shall not exceed 10 pages

Invited papers exceed 13 pages by the judgment of the chair of Free
the editorial board.
Lectures of up to 30
minutes: the printed paper | Not subject to assessment: par- Submissions based on
Lecture reports shall not exceed 5 pages tial cor‘rections may be reqqested Free short presentations
Lectures of up to 60 by the judgment of the chair of are handled as general
minutes: the printed paper | the editorial board. papers.

Recommendations concerning statistical analysis, etc.

The editorial board of the Japanese Journal of Generic Medicines

Samples

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

Statistics

For comparison between 2 or more groups, it is recom-
mended to prepare the paper taking the following matters con-
cerning data 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 dis-
tribution visually such as by a Box plot.

2) For comparison of the mean between groups,

2-a) Discuss the uniformity of the arrangement of back-
ground factors (items) other than the evaluation item
between the groups to be compared.

2-0)

2-d)

2)

significant differences).

Describe the justification for the selection of the
number of subjects and the number of cases in the
study.

Use multiple comparison to compare 3 or more
groups.

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

For the discussion of results based on statistical
tests and 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 signif-
icance tests. Note that the statistical conclusion is
not directly connected to clinical “equivalence” or
“nonequivalence.” It may help to include and utilize a
confidence interval so that a hasty discussion can be
avoided.

2-b) Describe the authors’ opinion on how large a dif- Please take the recommendations listed above into
ference in the value of the subject indicator has to consideration.

be considered as a meaningful difference (clinically
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