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Safety of Switching from Bevacizumab to a Biosimilar in Patients
with Non—small Cell Lung Cancer
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Summary: Bevacizumab is a humanized anti-vascular endothelial growth factor antibody. However, because it may induce
infusion reactions, initial administration via an intravenous infusion over 90 min is recommended, with subsequent faster admin-
istration if well tolerated. The current availability of bevacizumab biosimilars enables the switch from an earlier product to a
biosimilar for patients with non-small cell lung cancer. This study evaluated the safety of a 90-min dosing-initiation protocol in 84
patients who switched from bevacizumab to a biosimilar. Only one patient experienced an infusion reaction upon switching. Thus,
even with the 90-min dosing-initiation protocol, caution is warranted regarding the risk of infusion reactions. However, the similar
frequency of blood pressure elevations upon switching from bevacizumab suggests a potential lack of adverse events during the
transition to biosimilars.

Key words: Bevacizumab, biosimilar, infusion reaction, tolerability
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g, TESE, FUEL OFk4 EEIEIGD D 5
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PR TH Y, FLERRICF v 4 Z— ALY —PHH
Mg EHWCTWAZ L, BXOv A% 3 VilEEH
BHONTVERY I R— bEEZEATVWSE I E
Mo, vavy, TFI74 7% %R RN
Wb Forzn, FHIEST LB, W
9075 THIEL, AEUEHALL) 2 TKRY
W & Jif 3 A XTI EE T 5. ALIER = 50 bE
(&, MR A B L LR T £ it L Tw
LT D, BS OMiE O @GR VLT
A FEEd (DUF, %178 2256 08 ) 2 23
SM7z. BEVIE, HUEESEMTH ) o FEPKE <
BEPEMETH L 2 Eh D, BITHEZEIZH—O
ket BS #ET L LIIRETHL Y. £
72 BS AR SN2 E, £ ORI TIEBS IZ#t—
ENBT =AML s, AT THETOR
HIZBWTY, BS~NOY )R ThN 5 T HEME
b, BEV & BS~NEH L72E121%, KiTak
IR G-9 LB & [AA%, infusion reaction 5 D ISR
RER LT, #2290 58500 MG T 5 %5k
M ORENERINS. L L, AT cAEED
BIFC300#%5- LT 25412, BSIZH) ) B 2 I,
Fr721290 3 0T CRUBHHE R G L 72 & 2 OR4
PEDFHM % 1T - 72 i id 2 v, 4El, BEV %5647 80
A5 BS Y0 B 2K, 90 5P 5 BIG L 7R
infusion reaction 55 D FEFLRPLIZ DV THRET L 72

B

1. HREE

2021 4E5 H 1 HA 5 20224E 8 A 31 H oMz, #LIE
M =5BECTBEV # &1L Y 2 T, BEVOXAT
an % 30 43 TG O AT - BRI O IR/ RE A
H0 TR RE Lz, BS AR L T, 90 5 5%
D 30 535 F TOREREROFEHETET 5720,
300K G-F TEDS o 725A IR L 72,

JIVEL : Y A< 7 BS MiEEHE 100 mg [ 55— =% -
400mg[E—=3] 1 ¥ a—7 % — 24 2023
E12 ACZET (551000 p.1,20244£9 H 22 HE'E

2. B5HE

BS ~0Y) ) #: 2 B, BEV O#IEF 513 90 5520
THIEEEL, ZAMPEHTHIUEL, 2B HO
513604, S OICEAEMENPEFTHNIL, TNl
DR G330 5 & L7-.

3. HAAEIEAR

BEHFERE LT, i, M5, Performance Status
(PS), JWEEMIFGA!, BEVI#G&, HHL Y X v &l
L 72, PSOFFIiiX, Eastern Cooperative Oncology
Group (ECOG) 12 & ZFFAliRE 2 Fv 72, AEHER
1, Common Terminology Criteria for Adverse Events
(CTCAE) "= 3 ¥ 50 120w, #fELe £
ZREMIEE X, BEMOBSIZU N BRI LEZD
Yavy - TFT747F T — - WECERIE - infu-
sion reaction D FEJLIRPL, BIRWEFMIEHE & L T,
BS ~DOY) ) FE 2 HithD BEV O E L HERRTH 5
e, EEROFEHIRDLE L7z, AEFROBIE
W, etz m s Lc s —v e, BSIS
THYBEZTrE3005 £ TofiME L.

4. FREFHE

AN ZOBEE R, AEFROFEBIRIIZOW
THEF VT EOER, FHH#EM, ZEAMORLERD S
PRI AR A 2 S0 L 72

5. fmIERVECIE

AFFEIE, TAEHRE T HESRVIEICET 2
fELFREr | I29Ev, AL =SBt Bl R B & 0K
R CATo 72 R 1 R45).

BwOR

1. BELTE

MREE APIT, P48 6, LGB THD,
FEW ORI, 69 TH o7z, PSIE, FIERI&
[F U HHEEGHDHIRZ <472 5 IREETdH % PSO %378
B, AR U WISENIRIR S5 28, BT RE
T, BEERH > TOMEEIIITH 2 LA TE B IKE
/T PSI A6 BT, BROENZ-HOR) DI & Lh
TERWIREEOPS3PL L3722 > 72 (Table 1).
HEARRIE, WIS IEMIERETH o 72, R
L 2 X » 1%, Carboplatin (CBDCA) + Pemetrexed
(PEM) +BEV26 5, CBDCA + Paclitaxel (PAC) +BEV
2551, PEM+BEV 8 5], CBDCA + Paclitaxel (7 )V 7
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Table 1 BEEER
Number(n=84)
FE R 69 (40-85)
TR Bt/ & 48/36
PS 0/1 78/6
FRIEARE R IRl AR 84
QRN EE I/I/NV 4/16/70
BEVIZ 58 (mg/kg) * FATER 14.8(9.3-16.6)
BS 14.6 (9.3-16.1)
BEVIX 5 [EI%k* ST 4 (1-24)
BS 3
R . go CBDCA+PEM+BEV 26
aRLYAY CBDCA+PAC+BEV 25
PEM+BEV 8
CBDCA+nab-PAC+BEV 9
nab-PAC+BEV 4
DOC+BEV 2
PAC+BEV 3
CBDCA+DOC+BEV 3
CBDCA+CPT+BEV 1
CBDCA+S1+BEV 1
atezolizumab+CBDCA+PAC+BEV 1
CBDCA+VNR+BEV 1

#rf e il (3% /N fili—i K i), CBDCA; Carboplatin, PEM; Pemetrexed, PAC; Paclitaxel, DOC; Docetaxel,

CPT; Irinotecan, VNR; Vinorelbine

I V%, nab-PAC) +BEV 9 f5l, nab-PAC+BEV
4 51, Docetaxel (DOC)+BEV 2 1, PAC+BEV 3
], CBDCA +DOC+BEV 3 %1, CBDCA + Irinotecan
(CPT-11) +BEV, CBDCA +S1+BEV, Atezolizumab +
CBDCA +PAC +BEV, CBDCA + Vinorelbine (VNR)
+BEVASZ 161 Tdh - 7.

Je47 it BEV O 4% 55 o YL fifl (B /M fii—f K AE)
¥, 148 mg/kg (9.3-166) TH 1, BS OFH-mE D H
JefiiE, 146 mg/kg (9.3-16.1) TdH - 72, AT D
G- Mo dmYLfEi, 4 (1-24) TH -7z, BSY)
D2, 300G ETEDL Lh o7 4BIX 9075
5. 2817360 4% 5-CTHIEE 2D, WL IR
AT LTS Tz,

2. Infusion reaction DFEIRIRM
BS #% 51412 infusion reaction DJER % 78 L 72 B #E 1
BUZ DO W T ORFREE T TR T
FEfI
BE 69 W
ISR = AN N
BUREE @ 68m% 4 T 323/ e
BEAERE - FemilE, SiE, MEswsEmiE &
12 e E 3, A KBRE R
ABEls & & 0 1517 cm, 1A : 4205 kg, HFKMEA
1.34 m?

G EE © CBDCA + PEM + Pembrolizumab

47—
PEM + Pembrolizumab 127 — v
CBDCA+PAC+BEV (JE17ih) 57—
CBDCA +PAC+BEV (BS) 27—

Infusion reaction 7& Bl O i % §i H # A& fH © 48 &
F 53g/dL, 773> 32g/dL, AST 16 UL,
ALT 10U/L, LDH 190 U/L, »-GTP 31U/L, 7
L7 F=y  RARESF—E 1TUL, 7L 7T
F = ¥ 134 mg/dL, eGFRcreat 31 mL/min, J&
% 55 mg/dL
R PR A 18

XX HXXH

6% Bt (CBDCA+PEM+BEV (BS) 17—V H
BEV %5 600mg). V—hF FF 70N, TLILF—
JERHILZ L. &5 0.0 60~70 5 TH A
F AW,

BS % #% 5[] 90 43 CHe G- BraG. U A I 1
90 5 TR, FeG-BAtE 60 3k, b A LITAT o 2B
WCEHE L DPRE, [P RTHD EDOFZLDH
D, BEHREHEE. ot BEGLIL)HERT
ABITRy FIZRES72. Xy FETORFIZLD,
M 137/81, LA%L 72, SpO, 94%, JEIRIZTE L
7z, JEAT ¥ 5-FE 2 infusion reaction ZEEUE (X 7 A2 o
723 BS % 5-#%, RMEEREZRL TnaZ &b
infusion reaction (Grade 1) & W5 Sii7z.
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3. ZTOMOEEER

ZOMOEBEERROFEIIZ BT, BITdh &
BS @ Grade 3 i EOEIMEAS, 6176 17 61 (20%),
BS16 ] (179%) T&H » 7. =D H b, 11617235
T BSTE B I2Grade3 TH o 72, BT T
\% Grade 3, BS Tl Gradel F 7213 2 1223 L 7261
AS6 B, W HEAT 0 TlE Gradel $ 72132 TBS I
T Grade 3 IZHAE L 261X 3B CTH - 72, REHD
Grade 3 ML E 58I, BATa CTldBigi s g, BS
T16 (11%) TH -7z,

z =

PUESE TR LT ENTNAF T I T—D)
FURT TR, AAERLEIIOVTHRE STV
4. ZFOWT, infusion reaction ZEH D EIEIZ DOV T
1, BATMEZEDL LV ERESR TV 810 X
I, HALE, AT oN\1F3 37—~
DERFEIZOWT, RIS 2170727 — AL
B\ Tinfusion reaction DFEHILFERD S 70\ & iy
LTwaW,

BEV O 5G4 ity C 0 P B R B [ 1% 3k (] B PR
AR (EINAEG]) B OV 3 W 5E 2 0 B 5 15 FH IS e il
EXEBIT, Yavy - TFT4TFT— -l
JiE SIS - infusion reaction D 38 H 1%, 1.9% & #H5 &
NTW5sY ZOWRIE, Yavry - TFH745
F 32— 03%, B\HEE 1.3%, FEAIHED KIS 04% T
Holz. BSIZBWTIE, iyt MAPLE #ERIZ B\
T, MhifEEE 2 xf % & LT CBDCA+PAC+BEV &
DHFH THAT I & BS ORERIRIYFEEMEOFHli2s S 1
TH Y 2, BS B 15% TIHATH 3.6% & MR T
RSN TV, RBFZEIZ B W TS BS OiiE
A OIMFEAL T I24E S infusion reaction® 731 58 H
LTBY (12%), FELEWERTH-7-LF 2
% . Infusion reaction (&, {GHETIZRE D7) Y E
AN F B H0E BUG R° TNF, 1L-6 it & 2
FERBEE SR E 2 W LB SN Twb, BT
HEFITIE, EREPIAMY L L CRET 256
I&, infusionreaction DJEHE %57 —ADH 5. T
3 BECH N TR & [ — 7228, MilakkeRi S TR
e ENSERL L7280, PEHSLAHY ORER T Sl —3K
Law7®, Bfrmix G I3 < TH, BS
W) B2 TG L7222 B2 X BB L 22 fe ks
HbHEEZD. BEVEZETMDSHBSICY ) B2 1%,
30 ¥ G- TR L 2 R aEtEIC o TR, 5 ke

AL EFE TN BRI EB I % o 72886 24
BBIED S Nz H 5 1D RIFE T,
BS A~ ) 2 B2, 90 0% G- CHIIG L 72T
infusion reaction DRV SN TVWELZ A5, »
TNOLEIIBWTHERIPLETHLEEZ L.

MOFEHERIZB W CEIMEIZE LT MAPLE &
B 12 C1E, JilidE > CBDCA +PAC+BEV @ — ki i
TOHETIEDH A5, Grade 3L EAEATHT55%,
BS T65% LI NTW5E, KifzeTld, e
20%, BS17.8% DI TH Y, AT, BS & I
Grade3 DL E2A511 61 (12%) TH 1, BSEIY 212
X0 Grade 3 IZHEIE L 72D 3 HI1T, 12 Grade 1, 2
IR L 720236 B TH DL Z D5, BSNDOY )
ADWBETIZVWEE 2D, EIEIX, BEVIGED
— K EEELTHY, HEKFHTHL Z LN
RIBENT WD EFESG 2 5 4~6 BH BRI
M2 53 L7208, BEVI G- 2Hikd56Z 8128
MEFERTOMICb s EEbhTwna 10 4
[0 BEV Ot G-I A8~41 B TH SH Z L bR
FFEic BV CHEE L 2SI+, BEV O R f&EHK 512
IpbDEEZLNS.

HHERIZBWTIE, Grade3 ML EDIHEDS 4G
i & BS THIZ0.3% LT ST 5 1218 KR
72 ClE, BHKED Grade3 L EASBS T1% TH D,
BSOY Y BHEZIZ L AREII L VWEEZ S,

AR ORF & LT, HEixIZBIT 5% THEIHA
ETHDHI L, TLHRGEEDNR—THRNI EPH
ERGBBNEE Y G 2 2 REIB oS, £
72BSEI D B2 HIROA EFREHEEIIOWTIL,
FEWRE & ke L T TR OIREEDZAL L C
WALHREED H Y, —EHOEEFER TIE Grade3 D
BEIMERZ S - 7225, BS~NOY ) B2 NERKETH
LHMEIDEHOEPICTH7-01201F, Bt 2%
W7 a2 Ry 5 2D 5.

w

AEOFA LY, ATE BEV 25 BS 128 ) Bz
THAIZB VT, 9005 TORBIZB VT
3 infusion reaction DFEIIJEBZNLETH 5.

BiEs

FEMENT I 72, ARl SRR
ISTRILE e Nk = ANVAPAR-3-3 D R . 3 1))
BERLET
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VR L2l A7 uAf FHIZEoM, »v
v oa—1) YRHER, JAK FLEH], hE
PREESIND.
FREDAOIEY T L, BHIEN R R O A E I
L) EHEEREREGBITENKE CELL,
FAETCELVEMERREIOENNH B Z LI
BMET L. FAERICEINLPHMICEK) HE
X, FEELFICHRT LI L.

VEHREZDBWA T4 FRlEIE, £2FT
NN

AT7THA4 FHAHEL BHOREICL-T
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weak O 5 BEIZHEN D, —fkIZ, ERHOKE
WAL FNE &R R B R RE AR R b G BN
HEWONLTBY, SAHFEICLIZEIERHE LT
X, FEOMA, FEEREE CNL), BIEEERE
RRIL T 2 EHE SN T D, AT70 A1 FORE
B WL IR H 2 B2 O 856, 3~5%, ODT #%
B Tl 28%, SHICAEEFIEEL2EET
VXA 2 4~6 RERT 12 78~90% SN & b &
WhbNTWDE Y, F7z, BEONY 7RISR
W2 X2 LTV AREWERTIX, A7uA
DY ZEIIIER T 5 2 L s hTwn
L. AT7uA FHHIEICE L2 MEEER-IL,
FAHIRTE, TERAEARCEIBFREIIBIT A2
DOFEREDY E OREEIIHI S N5 2012 & o TR &
AN, strong 2SI NE AT T A NI
TIE, HAEA T2 g/H, ODTHETIZ10g/H
12 & o TEIE R EReHIH A4 U, strongest (2
SHEENDL L OTIE, HHEAT10g/H, ODT
FEETIE 5 g/H IS & o TEIF R E v se il A3 4k
LA EPmEIN TS,
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Utz bnrs, fEHO@IIZ AT 4 FyEH
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PR B, TN E—EEE % RSN
WIS7 &) IIZEHERAPE LT wE Bbh,
T 72, REON) THERIZIS U CREB IIER 7
TALT HHEAThHLEEZOLNDL. LA -
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oA PRI, BERESHMEL 258 EE
AbNb.
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6%, O R B, SOt E, B 1999,
pp.118-124.
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Y8 % R A L RS THLNETH .
in vitro L BB CREME LK) 2 B4 5 HIYIE,
Hh TG 70 BUH 22 BV A R SRR o T v
FEBRINT L7720 THALH. B, HHRBIE
WRIHOBINICH VL 21T TH - T, R
& FRBRBH) A MO A ER T BT B B e,

Q11 i vitro BUHEAEROIRFE % 32°C & L 72 BR324
.

A ZHR25CIIBWTHEML2EH KR O R
JH§ OV L 33°CHifR TH 1), #PHIE 3156~
35°CREETH B 2. B IH A BHIOD in vitro T
ABRIRAE X, 32°C X 37°C THbN A 2 L%
<, USP (The United States Pharmacopeia) T (&
AEERE > 32°C £ LTW5. FZEOE L USP
LRGSR ERL, 32°CL L7
2) AMERS, HARMR MG E 2

50(3), 121 (1987).

Q12 DX A, invitro U ERER K % fi
MTHIENTELN. Tz, BEBAHEIC
o TWhRWI &% &9 FHEd % 7.

A FERIDSHH L 723 o M58 12 3RS Sk T A
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LEZONL. GEoT, b LEAD S OHAE
WASORM L) EFIUL, BEEE IR o
HTIE W EHIIITE 5.

Q13 Invitro FUERER DAY 2 35 6121F, £
Kb 2 EHIOFFMEIZIE U 7238 24 2 W B AL 71 3
Befrv, BERHZEREDH LD, FIHTES
WEALARRERIIT E D & ) % BRASH B D2,

A EBLE VI N ) 2B R E A TY A
VT % in vitro B ED3D B

Q4 TFEAEET v M EAEYFHRGEERBRICHNY S
Oy hOBPFIIFE LT, WMEDME LN F
TARASEYF 1 idicFETHhrL DT 5]
EREHENTWVED, EDLIIZLTRT DD,

A FEAET Y FORMME BEMERIET 572
DIz, oy P EFEEETY FomBERY
INAFTRAZEY T4 DBREETRITNIE R S
v, BBy b EFSELREAED Y b ElE

TH720120F, BAOME, A AT, TE
)7 AR R EEE, IO EE RS
B, BELOERZEEREPALMILTBE, £
S ZEYNICHIET 2 LENH L. TEOME
FTONAFT7R_AZE) 741 3HICFAETH S
ZLlx, WEML TSR L THBE Z L, K
O, BUHERERDS T BE 7 & & IO AR A R 25
ThbHIERERTHILIZIYVRENS.

RS

Q15 {RE PRI FSFED B ZRFA S AL R E RS
AIDUANIVE T N O 87 STOL Y bl S
PERBETA FIA VNTREN TV LRI LD b
JRWEFAIS T S D DAL A

A EEJOFHAEN, #HALEzEBL, A%
Y, ZEMORD? O MER W EHRT S /z720
12, IRV Z BT A L & L7 T
B[R] S5 P DS 8 V2 R A S B R E RIEEGHOFFA
Wik, BEEEGHOEYENFESEERET A
FTAVNIRENTWLHE)THA.

AR

Q16 KHIA T4 TlE, HEROBMERETH 28
RS E TN = LA AN I
SO EDS RO LN T WAV, 20
B2 220,

A BEEERTA NI IZBWTIE, FAE L
TIRTCOEEBTE bEFZE L TEYFN
SRR T EiiTr22 s Tns, B
AERE, EWFREEEOR RS P OFERE
ML, HOBHBONL F T XL FEY) T4
DEZHN LT WS, b FRBRoOAEL
0155, Larl, Bl POREETIE, BR
D, BREOES, KRTEMORES % EDRH
FEME BNV ERH L EEDR TV 3Y,
F7-, EWFENFESEEICELT, v bABREH)
WlBOEPIBm SN2 L xR, R
& 3 F B 0 HE W) A 0 [ SR O RIS B 1T 5 B
WRBROE R RSN TH RS D RO
&0, BAARTA TR, Bege L7z
PP RERE I X B A F I [E S o Bl
FRBIN RN CRO W & L7,

3) Bronaugh, RL. RF. Stewart, and ER. Congdon,

Methods for in vitro percutaneous absorption
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studies. II. Animal models for human skin.
Toxicol Appl Pharmacol, 1982. 62(3): 481-8.

4)  Shah, VP, et al, Workshop report on in vivo per-
cutaneous penetration/absorption. Washington
D.C., May 1-3, 1989. Skin Pharmacol, 1991. 4(3):
220-8.

5) Shah, VP, et al,, Bioequivalence of topical der-
matological dosage forms — methods of evalu-
ation of bioequivalence. Pharm Res, 1998. 15(2):
167-71.

Q17 < 2D DY EEEEO W EE A FL#E S
NTWBY, EOFENET Lo,

A FTREFIOBEHHEN (EREM » 588 2% %
ExBINT 5. kg, xR L0 EEICER
WAL D Y 61, B2 R s RE iy Bk &
WHATE S, 72720, WKL EI K 0 25
TiE, BEIIGLT, EAOWROEREZE
TEUEND L. ML EEEZE L T,
Bz G HE B Re - 1y sl & MR O TER b
L, FNEREHTLZ N TESL. HERERL
KIS %&EL 55O AT 04 FHEIZERD G &
B L OMICB#EEDSH L 2 LN TE
D, BEALRUSZRE e L 23R A A T &
5. FIRUEEEICH O L HBERREA 2 Edin
vitro )JABRASEH T & 4. VEREBAL ASF T 12
EN TV L IEHFORERIIE, BB E
HT&5.

QI8 {GREARIIASEED R | ZRE S L B N & R FE ah
(2% L 722 WL IR USRI IR D B 12D T
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7ZBERABR DRl 2 /R LTI LW

A FEERRIOIRIRRD R 2 SR I P E O X
LEHliA—RKE L TERLONL. &b, AWK
o OVERNIC £ 0 A 00 R S PR A e 12 R &
N BN EEEIZBT 2 WHREFAMIL, & 20
& L 7EBR RO RR R & f5iR 12, B
X TORHl & % %.

Q19 IR FREIZR O BANZ DO\ T, HEZFEW
A SEED R H IRl SN REERFEM TH - T
b, BRAEBLE L N O ASE T, N
O g ERHIER LR (R, T~V a Ui

, RLEES A, pH, % RESE) 2S[H) &5 70 Gl BR B A
, i vitro B R M ONE B ER CHISE T h 5 3y
(1%, RSB r RIS L 0 Al
FULRAETEZLGEELH D & L72HEIIM 2,
A BHRSORATICHE % 5-2 9 5 BHI 0 70
PEDERZ FEIIHT 2 & & b1, moitro T
O - EEVEFEM B X OR 8 S B RE 1Y
Bk ERiT 5 2 & T, JRAERE TOIRHRYIRINL
RBATHEEICHABORE L EZNELL) AT
BRESNLEZEZONLDTH L.
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VC‘\
AN
=

Q20 NSAIDs & & 9 73 <, 1EHEBA~F) &
T AR, B L EERET AR L &
GERENK*ELIBHKErHLEEZLNS
B3, BB RE IR ER K O AT =R %
VD S K o TR A Wy R SR % AR
T&EDLD.

A RIEFEYE B RN ORI,
AL ICEES @ o, $hbbMEIZAS
B PZNAFTTRAFTEY 714 2ill%E LT
WhHZ LI D, TR S NIRRT 5 7%
HIE, W, AREEEEEERICSrNS
WD, ZTORDRVPEANCLST—ET
HoH%ED, KEEEYBNREA RN O R
BRIZK o CHOEYFHRSEHEFMTEZ2 L%
AbNb. BEOEIZA, BANL - THGHE
MW—ETHDLNE)DPIZOVTIIHLTIE A
Vo L LaDYS, AIEICA S Y O EEED[F
SRR A L2 X 0, SRR A A
DEWFFEFEEEZRIETE L EZEZ TV,

Q21 AHERTIE, MAICL AR OBELYERT S
72012, BRI MAADE (212, g
# & BB, BB RIS AL (TRal) 72
E) TEXT yF AHEMM ARSI S5, &
HHEWED LI IZE VAT B D

A FREOWIEN, £ OBERE THEE O [ —FAL
WEIDAT SN D S ED VLI I, FRIZEE
L CIAEAICE AT L9127 5.

Q22 WU 28 % RT3 8 AL O 2 & &
n, LA, FE—oHEOZEOEHO )
MWNEWEEZ ENLE EI2IE, 2/Ix27 0
A —=N—FEx @A LTS v,
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2HIx2W 7 a A F —N—Fe@H L TbiEb%
V772l B o BRIER R RSN T
W ER, MEHEEC X 5 E 0BG ORE
ASHI R 97V Bz S SR B RE A Y ERBR Tl 2 A X 2 1]
DY OAF = N—FEE RS 52 L3 E
Lz,

Q23 Ivivo REEO FREIZB VT, WS

A

(dose-response) DHEREZAT ) LR\ D 7.

ERFICHA P EH SN HIREIE, 3L OHE
® H & o (dose-response) 25 ) 377> T 5%
EIERL VT, AR EMERE O T
Bz B\ CH=E RIS (doseresponse) D FfE 2 %
T UEET RV, 8%, EYOREFTTOR
fRARFEDSEIANE L T b & &2, BAIFoH
MEREHZVOEEY EIFTL, BRREICHS
HEWREILE L R 5, ZEANOHEY O 5 HE
FEZBA R OEEIZIIHAIL 25 TH 5.

Q24 FEFIOBEIZIL, BESNTWAETOA

MBI DOWT, FHiZ T 2 T wiF 2w
D AT7TaA FRIZHUEE DS TA ST
5 AT, EHENREBRICL A AT704 NA
D EH & FA Y % Gl 5 RER O 2 O % F
TEHEDD, HBHVIE, WEHEZFEEICFMTE S
AR BRI CRRAi5 % D7
FAEFIOEEICIE, RAESNTVLIETOER
BT HEROFlZ1T). A78a4F
HNZPLAEWE DSEA SN TV LA D BN Tk
%, ToOLE, HEMENHEER L PUEYE E R
i D252 FEMmL TH, XiE, WHZE
FIRE IR C & 2 3B a @I CRliL ¢ &
55 TH L,

Q25 B2 M EREARIRAERIC B W TIL, R IREE

BT AENEDREZZT 25 L T 5.
SEFIREEIC BT 557217, @Y EWEEn
[FZ5EVE 2 BFfl T & % D2

tss Z EHIRREIZE T H W & L, Cess (2 E#
BAIZHA 2D B < &, AUC 1Z Cess * tss THEE
i, Cess DLEDEMES 2 WEF LS. £72,
JE T B R W BLK T, @R, EWIREICED
FCTOBRENHEE 2L L) b I %
WOT, EFHIREBICESL T TR 5L

W, ERREZEEL T, AV A FI4 Tl
ERIRAER L IFF NI VIREE T O AN 3E
Wi o REE 2 G iU Ha e £ 272

Q26 R IEWBREFEIHRICB VW TL, 22007

EDTRENT VDA, ENENOFFE N O

FITFIZOWTRLTIE LW,

TEWL % #Il5E L 2 Wi aid, [7—[m £ (10~20

) OfEBHEEZIT) ZLI2X), EWrEhaL

T2 DORIGDFBES D Z L ZHiHRIZL T,

6] — [ OFIBEC & o CTHBEHICHFET 25D

= O B Cof LA AR 2175, L

L, ABOIES, #EHREICL2HEEDO LS

WZIIEECE OB AEN DY, TICHEEOR &S

DENZED D B 720, HBEOLEBPRKE %

DT =5 DNTYFIZORPLZENDVDH L.

DL A, Bl EHIT57-0120%, %

%S5, oL, F—wkRE, F—HEHoH

BRA L MEZ LT ILEDNDS.

TEWL % Hl%E 3 256 121F, 8 11oRTX%

FHTLZEI2XD, EAETIZBIT5E YR

EEHEETEZL2DT, ABOEIEROZER)IZ X

BRGNS ZD72012, TEWL & HllE T

B TR LB EDHME Tld d 278, W UBi%E

KA ML BEREEUR S 13— IR O

EH2 XIS KMBTIEELS %5, LirL,

TEWL O HIEZAXRER 23220 % DT, R

WX & % W) TUE, 0 L g N R i

WEALT 72D OFENHEHTE WY

&, 5L, EYRRANOREEIZL ) Z0E

TUVDPEHTE WG H L. B, A F

FTAOFER IR L2ET VA2 HWTHRE

WEEYRE 2 HEE S 5 HEIZow T, BTo

SRS D I BV TR RS TV D,

6) Kalia, Y.N., Alberti, I, Naik, A., Guy, R.H,,
Assessment of topical bioavailability in vivo:
the importance of stratum corneum thickness.
Skin Pharmacol. Appl. Skin Physiol., 2001. 14:
82-86.

7) Albert, L, Kalia, YN, Naik, A. and Guy, R.H,,
Assessment and Prediction of the Cutaneous
Biovailability of Topical Terbinafine, In Vivo, in
Man. Pharm. Res., 2001. 18: 1472-1475.
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Q27 8k 1ITR L2 ' T V% W CARENED R

FERHEET HTRE, BB O Y
YOG R TIGAICOMREHTE S L HE L
THY, COAPEHTEL 7 — AE0 %) RE
ST D EHE LTI,
fHELICRLzETVRICOWTIE, BEOMA
& LU DB I3 v 7 e i 72§ A 1 D A
HWHTEZY. Lal, EBICIZABUTOR
P IS ORI 50D Y 9,
SERIRREIZ BT 2 Mg O TR OIRED 0
12507z 0 ZoRELTIIDLI LIS
MDD LEYRPHUA S HHLEEZEZONE. T
B CTET N7 4 v P LAVEAIZIE, E
TIUVRIZE S RWHEZERA L2 & v,
8) /MRS, BAYERE FEJE, 2002.53 (11):
2688-2698.
9) H. Schaefer and A. Zesch, Acta Derm, Venereol.
(stockh), 1975. 74: 50-55.
10) K. Tojo, K. H. Valia and Y. W. Chien, J. Chem.
Eng. Japan, 1985. 18(2): 174-178.

Q28 HREAIO L HIHEIC 1 HEIaEA§ 5 &5

86

WAL Mif#Fo L HIZ1H1ED
HIE 1 H 2 MBS % & B R SRR S
TWAHEANIOWT, ZNEh, ARFIEYE
FEDOWER % ED X ) IZEETIUT L v,

HREHI O X5 (25 FH IR R R0 8 [0 25002 B 7 B
ENE, MEKEG SNLEREMIZBWTI,
i g SR IR R S E R KRR ISR E T A A I3 E
FARFEDWE T 1 5T, ERIREEICHER § 3
IEFEDS BA 2T 256 12X 5 BIG AR 4 I
MOE S 1 HT, F/ EFIRES—ER N
e 3 A T S R SR S B L E L 72 0 B AR
T AEA IR EMELIEO® Y 7 e 5T 1 55T,
TR L SHBREA O 1T . —
i, Wifd#lo & HICHBEET 1 HOBAEEAS RS
WENTVBEEIZIE, AL Tw B GEF
) COBFMEDOFEEPPFESIN TN S,
Z D7D, B A E rEE Y R EE DY FARRE
FHET LA EFREOR 1 HB L A
ORI 1 5T, 72, EEIREICHE
S EYRED LA R 256120, B5H
GIRK A R ORI T 28 X VK 8 FH o f& Ik
F1ET, EEIREDS — R R 3 A R

Y REP RS EIELZOBET T 25612
(&, T EAS A O Y 2 R T R K OV R
H DI 51 50D 2 TR RG] & SR
BHI OB ZAT).

Q29 BLY A Vv A KR PUE T A O AL A i

Th D20 ZEEYHREFRR L EHS 2
CELIEABELREN)EZDVH L., INIIONWT
X, EDOXHITEZZL v,
MEREAONHEIAEOR TIEE THLET
BHUEND L, FOHMIZ, FHRREIEAEOF
B TRICHEL TWwWAhSThHL. A
VAN FE R 42, CEITERE £ CTEAHE
ETLUEND D, KERHEIMANVNAL ED
ANIVRAT A AL, A& 7R OB Y
LA e 242 & L 2G5, ARIEIC R D, L
7203o T, REX-HMEOWLARE L) TORK
MOBEREE CHRANPRET DLEPH L. 56
12, YANVATEROMENEZIZHREO SIS
ZENHY, MERZFIESEZT. 20X %
DDIEE HIT B2, MIREL T TEFD
FIET LLEDPD 5. PIEEA R OB A VA
H &I A 2 212 & o TR ED
BOLNTVWEZEND, TN DOAEYFEFE
SRR T, RMEDEIREE R BT
LRGRENE 2D 1HD

Q30 A ELBUGHREE 2> & AW 77 1 [F 5% % FED] C

ELELZMMEZRLTHRL W, 7, AUEC
W2 &0 EEAl 9 5 B, AR EER o SR H R R
T Ty &9 HHH, AT704 FINEMHEWERE %
HIES L 2 OB, KU, #EIRROAER
AUEC,/AUEC,>125 ¥ L7z B %758 L TR L >,
T/2, A7 A NSEMWEWEE 2 ®EET L5
\Z, AUEC,=0 & & 2HERE DO a121d, ED X
HITHHL T UL K v,

AT A FANZ & 28 B Lo i EE O
FHEEEICHBEI L, ChzfHLTATa A FA|
DT Y7 EATO CELREN DL, —H,
Stoughton & &, 0.050% betamethasone dipropio-
nate & V72098 C, BERAL@EEDSEAH & K O
WHHEE E L OB H B LR L7z W,
F72, RABHKHZ T, & L& 20BH1L
UG ASEZ J§ S B RE 7005 E% 12 X % f Jg il
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REE S LW Z RS Z EbHEE ST

22 PEoZrXy, A—3#EWratRts

PR ONA T RAF ) 74 %Y 54

W IR SR R 12 B\ C b B EAL RO % F1

TE 5 s, EHEHBO1 2L LT

HARTAVICRHASN . B, KEEDH)

REF IR 7 & OB & FAERIZ, ERIR

RBIZBUTL2ERMLMELZ BT A2 12X,

AW i R S & BT C & A T REME DS B 5 25,

BIEDO L ZAZDOFEBMEIZEZRENT VAW

DT, FEHEPYABO1 DL L THERLS %

RIS 28401213, BAEARKE % T, & L,

BEOORKZEZ GO THETR IR S %

W, BB AUEC 28IEE & A SN T UE R 5

mwe L7z

AT A FIESEMEOWERF X, Y OWIE

IR L2 BB ERER VDT, N FTRA T

Y1) 7 1 ORSENZ T 5 BB owiRE & L

TEAREYTHL. A7 04 FIDEEOERE

#IRD H%e & LT AUEC,/JAUEC,>1.25 & L7z2D

(&, BHEHRM A4 LIBR RS L&, Al

LEPAEFAL W LIERRL L &I, E6D0E

HELEELT, LD RIK125 5L % 5

L) PR EZEZRLZTDP LD LTHS

%3, AUEC,=0 & 2 2 #ErE 1, A7uA NIk

BBV T 2 RetEr s, £72, A

T O FISEED A HEZ HE T & %o Tt

TRETH 5.

11) Pershing LK, Lambert L, Wright ED, Shah VP,
Williams RL, Topical 0.050% betamethasone
dipropionate: pharmacokinetic and pharma-
codynamic dose-response studies in humans,
Arch Dermatol, 130, 740-747 (1994).

12) Singh GJ, Adams WP, Lesko L], Shah VP,
Molzon JA, Williams RL, Pershing LK,
Development of in vivo bioequivalence meth-
odology for dermatologic corticosteroids based
on pharmacokinetic modeling, Clin. Pharmacol.
Ther., 66, 346-357 (1999).

Q31 Ty PHEMTEEE BAMIIRL THRL V. &

Fo, Ty 0 et 2 WAL R YD ) 0 X\
T X\,

A BRI 2B % T C Ty DI R S

EIZT 5. PRERT, BLHE R % 0.25~6 K
M EBEZHAMEITA FT A R Lk
U<, BRfbUn 2 @A CllE L, N—A 7
A ¥ T OV IR F AL Tl IE L 72 %% AUEC %
FHRLA-LIRET 2. FTito7— 4 1%, £ EHA
HHEEIC BT 5 AUECOFEMETH L L5

)

WIEFET (hr) 025 050 075 100 150 200 400  6.00
AUEC —544 —11.76 —2586 —1587 —24.12 —2858 —44.30 —28.76

RO TF—7 %, HEEHERR, #Efih 2 AUEC
ey 7ay (O)LODBTOMTH 5.

-©- Observed
— Predicted

Response

Time

COT—=FI, A RITA AE21C7R L
72@RX % dHTIEo, MR R L
), AUEC,,, AUEC, & U Ty, O Hf 52 fifi % 3K &
L&, T ILE N, —4045,893 Jx V060 & 7
% (WinNonlin ver. 4.1, Pharsight Corporation,
Mountain View, Calif.). /85 * — % OHEEE % H
WCHEHAE L 72 AUEC @ il & I 92 TR L
7o, TNE D EPALRIE 2RI L 7S
BRIZ BT 2 558 F R 13 0.6 IR 2538 2 & 5T
SNb. BB, LT YIEREOT -5 Th
D, A7 A FHITIE Ty 28 0.6 REHAEEEIZ 22 5
EWVH) T EEERTHLDOTITEL R,
BRI TG L9\ X ICBHE A R 8D )
DLW & LT, EREoF I H
FERIZ 4053 L T2 DD HUTH S ) .
EALSIZIER ICIES D EDPKEVDT, #
A FI4 0@ RICITEBOBEEIC L 5F
YiEE 7oy 320 TEL, fx OWERET
Ty % KD 2 T 70\,

IR/ N ik e A L TR H/XF X =%
DEII 3D DT, WERE (MOODHE) X
3ENb T REVLEPHD., £72, 35D
ENVRSVDOT, RN REZINH S
T, O A 152 720 (2 1, 3050380 PR % -
IR CEIFRIZHCD , AUEC OZALEEAK & VW
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s, RIS S5 58 B [ 3O I T S B ol E
HEeGb e EQOLRPLETDHS.

Q32 BRI RS, BRBRELA R OB, 2
F ORI BE R AR R A R (B
FIBER T, T, (M) 22 RUZD0T, % 1~
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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.

March 2026

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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