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International Trends in the Development of Biosimilars and Issues on Ensuring Their
Quality and Safety

A3 B Axiko ISHI-WATABE

H]
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Summary : Since the biosimilar somatropin was first approved in Europe in 2006, more than 30 biosimilar products
related to 8 kinds of original products have been approved in Japan, the US and Europe to date. In 2016, a total of 7
products have been approved by the end of October in these countries, reaching a record number of approvals per year.
The approval of biosimilar monoclonal antibodies and Fc-fusion proteins is also characteristic of the recent situation.
The development of biosimilars, unlike generic drugs, requires the evaluation of efficacy and safety in a clinical study, as
well as the conduct of a comparative study of quality. The main reason for this is that only a comparative study of quality
and the assessment of pharmacokinetics are considered insufficient to secure the efficacy and safety of biosimilars due
to heterogeneity of active ingredients. In a situation where high medical expenses often become an issue, biosimilars
with secured quality, efficacy and safety are expected to be developed and widely distributed so that people who need
biopharmaceuticals can receive treatment with a smaller economic burden.

Key words : biosimilar, comparability, biosimilarity, quality, safety
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Biosimilar or Biosimilarity means
that “the biological product is high-
ly similar to the reference product
notwithstanding minor differences
in clinically inactive components,”
and that “there are no clinically
meaningful differences between the
biological product and the reference
product in terms of the safety, puri-
ty, and potency of the product.”
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AvF =70y N—% EEHELZ e PR
FREHANVE Y, RO, K5 FEAN) VT 57
A RIA VHPRFEENTVES, Mz 5 V78D
ATHL, ZHETHLMG T RN Y2 N, F
VITIZHEOTVAED, FHoO—D2THA.
2) —REEIRFR

WM CTUlE, N4+ I 7 —ITHO— N %
53 AL A2 <, SefTah & W U— M a ke’
HwbhTwsb (Tabled), 72721, =) A0RT
FUEOLIHIIZ, FOMNEREERTVLLO
B, WA FTIT—E LTHE - KBS NHAIC
&, BATRE R L RN E R DL END .
3) B # ™ (interchangeability) & £ #& &

(substitutability)

JeAran & O BIEME - BRI oW T,
EMA OWEROHPFINTH % 720, #FEOBLHIY
CZEhBEEN, EMAZ A FI4 VI3 EAARR 2
LHRE v, — AT O Q&A TiX, EMA o &
X, A F T3-SR0 T 5L
EHELLOTIEIRVWT &, N FEREHFHDAL v F
YZIZEL TR, ERIREARICAHR T S 2 L L
HENTWw5.

2.2.2 HA
1) H4 K54 > DEfF

HARTI, N 4T 35 —1CBT 2 BB i
WKL C, #EHFgodEfrbhyd, BEmCX
D, BEHREMOWFEXGOHI, HiN A F Hhihh
DARHFEX GARE SN BEtoJshKk, oh
FCICEBIDEEN 3 MFEHE I T2 (Table 1).
fest o AFF, [HAEY R /Ml % v Tk
AN, BEICHEIN, —EomY) %58
XD RN AT E B THIRZ & 878 (1

Table4 HAEXRRICETDZN1F LI F7—DO—/EEIRFF
(1>70)%2<3T&FID)

NA XTI T %0 W JEEIR - BR AT A A RR PR T =

1 e s 4YTURY=RT | 4TV F ST GRETHIRL)

RBCBT 574 I 4 w5 snizd. EMA IE S A ARSIt

HA R4 ORI, —KREHZRTINE07 Ik infliximab infliximab

A FI4 Tmz<, wBENOIERHRK - BRI Kl infliximab infliximab-dyyb
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My N TEROBEY Y H e El), RYRT
F FROZEN 5 OFEARILE N E NS 2R &
THEHREM BE, WEK) ] LSh, MRz
VR BRIV ELWNRE RS TS, ZOWH
FPAIE, N4 BRIE G OB J OB S5 5
ICHQ6B 74 FF4 D@L %2BEITEDD
NTBY, o0& MBS TRET, WERT
@ﬁ@ﬁ%ﬁﬁT%&%@ﬁﬂ%a&OTma
2) —fxEIRR

HARTIZ, A A+ Bheam ORI %l A125%
HENTEBH (Tablel), /XA FHBFmICx, %47
M TH LN ER LB, WA FHEhimeE LT
KIBENTZZ D505 & 9 e — BRI G- &
N5 (Tabled).
3) HEiptt &M

HAORIE, HIRMEICB S 2 IR 2Rl ik
V. BT AR E LT, AR oOAERL O
ML=V T4 ZHERT 5720, BERGEHRAA
BBV, [R5 FEENRLFEME - [FR)
BESESL &N A F tafiih & 2, — ORI A
BRI T 5 2 LAZHEARNITEET 200D 5
LOREVH LS. TOXFIEX, PL—HEYT1OD
Wtz KDL EZHIIEINTEY, 34
FERIEIDPENAF T I T —=~OY) B2 & HIRT
HIlteEKL2boTiE AW, B, VyxioE
YONAFYIT—RBEWT, AT FEES L
WNAF Y IF =TI AV RES>TNEDT, —

WAL X AR, @R T awe®
b,
2.2.3 kH

1) BRBEHA KT 1 L DESME

AKETIE, 2010 4F 3 I EHRPRBRE 4 H.R.3590
WL L, FoHIZE 1A BPCLEE (Biologics
Price Competition and Innovation Act of 2009) 2 X
D, WIS OB % O 7o AR EY — B A
% (Public Health Service Act) 123515 (k) JHZS
rixsnc, N%ﬁ&:“—wﬁﬂ%ﬁﬁ%iﬁﬂ
2. NAFTIT—1F, ERI Y AEYENLO P
mwghfwt%vkm)ﬁa@wwc\atf
Hial, KR IND. 20124E12, N4+ I F5—
LE@‘?‘% WA TV AENRRESN, BPClLiLED#EH
I3 % FDADO#E 2 AR E NIz, NA F ¥ 3
7 — BT 2 BH M % 72 PHS 351 & (k)
HIX, I XToOEYRERGICHEN SN 5%, FDA Y

A5 VAR, Mz Y R BERGEE L TW
5.
2) —fxHIRR

KETE, BATMOHMDORI, N7 TO%
WTT VT 7Ry b AT 2N BtV —IViE
HHN, FATMEFXHEN T2 (Table4).
3) E#atE B

KE T, BPCIEIZBWT, e “highly
similar (biosimilar) 7 # ", KO, S & &
“interchangeable 285" DO 20D h 57 I — A%k
o TBY, Zomi, FRMNRPHARE R DM
Td 5. Interchangeable 7z H i, ?‘&b%’%ﬁgnﬁ&
EHEOD LB E LTROLNSITIE, Hig
IS & biosimilar TH 5 Z & &R I &2
AT, EDL)BREFIIHLTONA AT I T2

S & F BRI REZ D03 L Hiffsn s 2
2:, BEMRG- SN B]GogA1, RPN
4%933—«@%EKJDEL5017#,§%
ma Wk 255 ICELL) X7 LD REL W
L EREBRFNELS V. ThETHE A,
interchangeable & §2 % 728 @ BARK 7 B 130K
ENTHB ST, interchangeable & L THRE I N
LRIV, N FTVIT—0fFTYH, ZRNED
HIMED D B LR DN IOV TIE, AR
HIAHFETH A D &, BPCIEICBVWTEDLNT
W5,

3. MM FYIF7—DmBEREEHRDORE

31 EAFEH REMHE

NAF T IT—IE, BATahE 3 RE/HEITLD
HMESNLEEMTH A, N FEREMHTIE, R
X0, BEAEEEET LB, A% T

DB PEETH S LB INTE L F—=©
FENIZBWTY, BPEETEPIILTESTIE LW

ElE, WEY NI BRSO A =V Ty TITHEL

,%E%ﬁ®ﬁmﬁﬁ AR - BT

ReEA R S, BB R OB T ORKRR
%@%m,ﬂw,%fin?®W%%ﬁb6nt
WNOFEF S LHLLTH D Y.

SR 17T ISR ESNZZICHQE 1 K94 ~
[ N4 F 727 7 ay— b HEES £
ACTRH RIS OBETHROEFIZE D ) %
PRI OWT ] 12iE, F—aEICBIT5
BPERERI RO ME O & AN - ZEVHERO
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ZRIHREINTG, [EE RS & 2
@D Q5E 14 FF 4 XIZBWT, comparability ®H

FEME LTEZONIFTETHY, &N HWI
HMPL TS EW) BB ETENS.

NA FBREmIEE T, QRE A KI5 A4 v L&
Bk TS TV & 0%, AT N A F BRI I
LT, A FBibtmDmERFEER 2 FH—Th b &
W) ZLEEKRTZ2OTIERL, MERFEICBWT
BUEDSE L, 2o, MBI S 0 EE )
Holzl LTYH, REEBOREERLAEIEHE
LB RIS HWERFMICHTE 22 L2 R
K3 5. | LHHINTEY, Q5E THEV.EN/2%
AHD, TOFTFMV AT L LS TV,

WA F Y IT—ICHTBHFDADTA ¥ v A,
HoBHWIE, EMADA A F 74 >Y0—#HTI,
biosimilarity &\ 9 SENH VLN TWAS. KCkD
I SC#EIZ B VT b comparability & biosimilarity
DN T IZIRE TIE W25, comparability 253
Ed k&, FA—MRENTORBELEEIZEL TOBEPE
Sl D% 2 2 B2 720 IV STV 2 DITxf
LT, B2 EPRETLINAATIT—OH
WEEFM B4 % & & % biosimilarity & 845 =
CICEBEL TV BRLERLZLETELESY.
Gtk F—RENTORBEETERO LB OBIZIX
comparability, /N4 %+ ¥ 3 T — L BT IO
121 biosimilarity &\ 9 SEDMH VIR R ENT
WS EH I b E DS, [ ERFEICERSIRD S
N7z LTy, BRANNE - ZEVEIIEREN %
Wl bW EARDEZ FI3LETHAHDT, HAGE
ToOELIE, Ebodh, M FMEELTLZ L
T, HEREOMEIIZVWEEZEZOND.

32 NA4F3I7—-DRERVTHEDISH
NAF T I =BG ENE HETHE I L
BIRT 72D, NAFTIT—DFTIE, EHIE
LC, k& FpRic, R ORI o 8E T % B
895 EWIMAT, OFrEE & Rk i BRI AT
Oftl, S L OMBILEGEEIC L), BRE L
WERDEE AR RO Z L ART I L, @IERIR - FRRR
Bk, ZimE % FEOAME - kaeltkt
HTHILZRTIE, BRETHL. FHES
GHEEMOME L KT L L, "M FTIT7—D
PSS T, MEARERATICB VT, SRS E o LEg
RISV L 22 B —0, IR TORRM: - Zatkss

M, S -2 & EAF B L TRV EDIE 2
FoZ L &MIE LT, LEE SNDIEHRK - R
ARERIZEIK SN B,

MR R BRI oW TIE, K 27 15
ENTNA FHhmIasH TR T 2 HEBINE £ 3
(Table 1) IZBWT, [/31 * kimlE, €OFM
DI & & DT K OSBRI BTN A
FEEE G E OB 217 ) LENH L. ZOHK
B, AT A F IR E BOEMEE A L e Mk
595 2BoORERICRES BV Lo E
bo THMTE G, BB IEmL 2T
Twnwzrtyds. | LE3NTBY, EPLEL X
NEVWEELH NG5,

RSB ONEE, 2Ok EE CoRSEN Y
PR, RO, @Y%) (PD) ~—Fh—
DOFHWBEMEARAT L, S B4R 0 FelaABs,  FERR
IREER, WM, EWEHE (PK), #J)1% (PD),
Je O PK/PD 2B 9 2 BRIRGABR DR R S, N4 F
Y7 =0zl L A% FEOAEME - ZettE
HY 52T adlT& 2581, Axk%x g
T5-0ODMKRFREEBTELIE0HL. Zh
FTIRAKREININAF I T=IZBVWTYH, PD
= —%EH LIRS, Bl LT, T4
WTTFGAFLDNA KT I T7—OREETIE, I
ERE, CD34 FptEMile$iAsPD ~— 4 —& LCTH
WHRTWS O,

3.21 Yz Ry 7LoEN

T Ay T, ARG AT & A — ]
THY, AWFARESEMERERIC BT [ iR
Bo%EME ] st U, BRCBW TS
EFRCAEHAIIEECE S, Ly ERICHEDE, FF
fili A F— 22FE.ENTWD, ISR LT, 34
FTIT—OETIE, BENTEHLI00HE
B, FEEGR RBR, W ON, BRIRRER Ty BRE
(PK), #Jj% (PD), HxE. L&EMWICET 55
flizshBE L S5 (Table5). Y i) v 7 A
T35 — ORI L TRD 55 FHEE H O
EDH L, 20DOBEICOVWTUTIZESET 5.

1) (I, "M AL IF7-7TIlE, BIXRD P ETH

& [R—1 EEZBVDL?

b RO, AR ICAY—E (5GF%
BtE) AT EH S, THAHH. ALFEEMLTE,
WE, ARG ORI —oIcP T D, (b
HOLENTHLOITK LT, N4 FEHRNTIE, A%
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Table5 JxxUyTENAMFALIT—DHE
RS O EY NAATIT—
%3/ o R
P AL5A R 3 INA B
Fo3% H gL LE k4
Bobin | SERRAER ORI | gy s o8
Bk S & W — - Hla T - G aebl - AR % A
WHNBSE | TH—OMEE - HRER *
35
s kB
FFIEE D
HR o | Ak [AS5EE / T G
e
#I %k TSI
BT
BIFHZEE | EITRA A
KA Vb
FRBIIEO TV
Wi g, ZEMMRD | v
BHAVED S, SEFEah | TS E RO
AN LOWBAERICEDE, | Hh L (EEMBEER S
B % e B FEMMES | » 828, DNA %)
ThTwb AW SR R O FLRE 7
JeAT i & oS
AR SRR O A | RIS S R BATL
PR 3R e (U A 4 K94 12 | - PK, PD, PK/PD
X0, BHLNTWE) - AR
. ""‘/\Iﬁ
PR

JeFE RN & 6 — DA RS % ] — R A, W — R S35 % AT, Kyhg-
AR, W HEEIIICE—TH Y, JeFEIEN & MEOBRKRDE - 1EH
DB D BRI .

WA =B MR ST Th b, A —
ﬁ%itéﬁ@thi,N%%%C%%@in
LY vr, BEHO XY o8y BASHIL N TA K
SN % #MFECTH U 2 BB EMm o, PRAEHICEH 4
U5k, BL7 I FEOBHINzD Y, 4ot
BALKDIEAEN D 5. T2, 4 05 THIZOW
T, HMETTH DD, M TH S H % HEICIX
MNTHZEPHELVEELL L, Bz, 140K
W< b 7774 —THBOE - P HONLY;

B2, Fo7ra 7y A Vo—EgReERTAIZ L

W5, B KO EO—212&8FEh b2 Mk
{2\,

CDE) BN FRERIIBNT, Bebay b
BT 2ERG O —EEZFEHT 52 &1, Wi
ThHY, F—MENOBPEEHICEL TS, %
DOIERIZRD SENLTW i\, L7228 T, Bfrih ke
BRI E—Tdh b Z & ZHT 5 2 L IFHEW

HEXELDDDOTIEILNV LIZOWT, BIRRER

BEOTHGEARD SNLHHIZH o TV D,

2) fat%, FRERERERICH T2 PK DLEE /23 TIEFR

TR0 ?

Lﬁfﬂ«tﬁmw FOARYE L S ET 5
A, xS A D M HL R I, e S 7z
¢%%%ﬁ%?#ﬂ%f% AR - BV AR
PHECB%E03H 01 é#% Th» »rH. "M FE
SO EE R E 12 1%, @), ELISA®D X 9 7%
RIEALFN T ED LN TW D, RSO
DI L, PRSI NG (¥ M=) &5
DFEAEE I EZAIC, MAEEINRODONTE
D, HRRGOARE—MTa 7 7 4V E TREHET
ETwiwv, Fz, REFEREOLHIC ﬁ@&&
R IR AR D A TIXEHE AT TH D, HIR
%fﬁﬁb&fﬂiﬁ#%&wﬁhﬁéé_ky
R COREWFHEARD SN L HHO—D L F 2
. INBIZOWTIE, 4, Fritke, gk
BT RV BB A A s
ERL TV ZET, ML, BIREERO BB
ZINZL LTV Z &, WREE BN,

3.3 ABEOREEIE

NAF T I T7—OIEHEETIE, BRABZ 0
R oA RD b, HEE LTHES N
BNA FEHEmE L, FHEEFPRZ S TwS. L
ML, &A%, BHEZ 2R EONEoERIX
ROOLNTEST, MRS S L7200 AL
L%O% FATHA 7 NVE@BLET, MEICNA F
V3T —OMEOEEEEERT HLENH L. N
AT IT-1ZBVTH, RKBRIZHELHEITD
NHZLEHVHLOT, FARFEMPS ZONER
WL, A ZEMOWROBE2 S, TR
EEELRWERE L T ORI T 2 A 25
THBLZLiR, BG4 THA I NIAT AL D
BlE»S, MOTHEELEbNS. Kl TICHEM
ENDERARBESRENTH D L) Z Lid, FE
7= OMBET A8 v PONTRERSD RN L2 E
WL, Z0OfT, RKBBRORMIZO 2 WERED
Mg 2R T L 2 LB S TIE RV E b b7,

TRAVWOT, MEFEISVEOTZFE-OZ L% BEAF DM D+ i 5 2 & 2%, kiR —>
IRT LD, N F T I TR BIT B MR LEbNS.
EhoTwh, 72, BRI E—THALIEF
AW T X, WEEOZERDSERIZERD D
62 TR v 7if%e Vol 10, No. 2 (2016)
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4. HbYIC

Biosimilar & \»9) SEAEAE T 5 LANZIE, wb
W % Biogeneric £ W9 X LR AREINL I L
bdhotz. VA v s EIXFHNESSEL S S
EERWMEICTAEIRT, "MV v7En)
BRITHELTLEVEEZLN, BHILEFEOLEED,
“Biosimilar” 2%%#5 L72. Biosimilar &\ S#H
K, FEFETH HH, Y4 01X Biosimilar Medicine &
W) X9, BRFEE L TEbR Tz, 201,
AWK E L TlEbNE LHIZRY, 5TiE %
# & LTEA LT, Biosimilars L HEIETH HWS
NTWa, WA+ T I7—ofFEEHHNICET 25—
HOBNE R TWE L, FLOBSIZELET, #
LWESEER IR, ZHL T AR D BREE
V. 4 H &, Biosimilar & LT, £EELHII—D
DHTI)—=PIEENTZEEZ57EHH. N[44
VI —ORFEIIE, HNE - BetEEEDT %
MO, BHERWEREE TICHEL, BN A T
A7 VEBLUT, @Y REE - WEEHZT)E
BEREMARDOLNL. RIS, "M FTIT—
OB E L SN B EHRARE &2 % THIR T
E2M0E, KRELRETHLHD, "MFYIT7—0
L T RAIEEPEE 24, ToOHEM#EITIE, 7T
I O/ A - RODEEE Bbh 5.

FZEHER (COl) DER
ARAERAZB L, B7R 9 R & FIARAN BRI 20 0.

SE 30

1) JEZESEE N A A St B W AN AT, [N PSR,
AR AR Y = T R—= Y
http://www.nihs.go.jp/dbcb/biosimilar.html#b07
(B 2016-11-5)

2) AW RS, I o AR - etk
RO 72D DN A F RGO FEE PR 74
T A e NA TFTHAL ) AN BYE - RS
MO 6T N A fhfea. HRE: Ui 5 2015.
p.179-210

3) EMANA Y IT—H#EAL FI4 2, EMAY =
TR—Y
http://www.ema.europa.eu/ema/index.
jsp?curl=pages/regulation/general/general_
content_000408.jsp (& 2016-11-5)

4) FDANAF T IF—B#F A ¥ A FDAY =7
R—Y
http://www.fda.gov/Drugs/GuidanceComplianceR
egulatoryInformation/Guidances/ucm290967.htm
(B 2016-11-5)

5) Mack G. FDA balks at Myozyme scale-up. Nat
Biotechnol., 2008; 26: 592

6) T4 NTTATF AthKih FEHREE. PMDAY =
TR—Y
http://www.pmda.go.jp/drugs/2013/P201300017/5
30191000_22500AMX00855_A100_1.pdf (ZH& 2016-
11-5)
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E{EHA U/ \E VRIRIC B TSR IREFIE IS FERTR QAL 75 EH DOIRE :
FHE, EZRH JixVvIEEREREOLLR
Survey on Prescription Drugs before and after the Start of Ward Pharmacy Service in

the Convalescent Rehabilitation Ward: Comparison of the Drug Costs, the Number of
Drugs and the Use of Generic Drug

=R e, W AR RRA R, B -2

SATORU MITSUBOSHI *, HITOSHI YAMADA, YUKINORI INAZUKI, KAZUHIKO NAGAI

AR N 3 8 5 PR T 2 T i B BRI R

Received January 15, 2016
Accepted June 3, 2016

Summary : To obtain the influence of the proper use of the generic (GE) drug and the number of drugs by the ward
pharmacy service, we investigated the costs and the number of oral drugs before and after the start of ward pharmacy
service in the convalescent rehabilitation ward of the Kaetsu Hospital.

We used electronic charts and retrospectively investigated patients who were hospitalized from May to July of the
previous year and also investigated hospitalized patients from May to July after the start of the ward pharmacy service in
the convalescent rehabilitation ward.

The ratio of GE drug costs and number was significantly increased from 22 % to 31% ($<0.01) and from 38% to 41 %
(p=0.04), respectively, by the ward pharmacy service. The number of drugs per patient, from hospitalization to discharge,
prepared before and after the start of ward pharmacy service was +0.3 and —0.2, respectively. In addition, the number of
GE drugs per patient from hospitalization to discharge, before and after the start of ward pharmacy service was +0.9 and
+0.6, respectively. In the fracture patients’analysis, the number of GE drug was increased after the start of ward pharmacy
service. In other disease patients’analysis, the number of drugs and the number of GE drugs was decreased.

We considered that the GE drug was promoted the proper use in the fracture patients, and that the number of drugs was
decreased in other disease patients by the ward pharmacy service. Therefore, the number of drugs was decreased, and
the number of GE drugs was increased by the ward pharmacy service.

Key words : generic drug, the convalescent rehabilitation ward, the ward pharmacy service, the drug costs, the number
of drugs

BE MRS Y 2 A v 7 E#E G (GE #5/)) O@IEM AL EH BN T2 AT 5720, Tl
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Fat L7z,
LT EINAREDOS A~THENABZD S5 A~7 ADEEIH I NE VRO ABEEEET R E LT, BB
B HINVTEHOTIT- 72

HZ & oA 505 GE HHIOEE1Z 22% 55 31% (p<0.01), FHIFUZ 5 5 GE HHIOH AL 38% 55 41%
($=0.04) & EH 5 M ABRICHE RN EZRD7. NBRREOIEABOZILITNATD +0.3 #l, M AEI-0.2#]&
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3. BEEEAY /NE URRRIC & 1 5 NRRBERF D EHIE

DL

TREEED EEI U N IHRUC BT B, S AR
%O 5 A~7T ROFHBMABEE ZNRE LT, i,
PR, ABSHIR, ABSEE, #isoc, BE14d7k
D D ABEERFIZB 1T 5 NIRIE DHEHI KL, GE 3EHI
A L7 %k, WHOEANIER D SERIL
PRDEALZ &N X0 | e R S Ak
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WL L7228 LIRS T AR TH o 72
B IBRAL L 72

4. IRETERAR

MERHENT >~ 7 Mz JMP 9 (SAS Institute Inc.,
Cary,NC) % M7z, i RUL FI9ME = e A=
Tis L, Student's t-test |2 & V) ¥eEHANIT 24TV, %4
FLEBIIHE L )N— 5 — Y Tm,RL, Pearson’s
chi-square test |2 & O #EH#IT 217 - 72, B REOKHEE
5% & L7

5. fRIEME
AR IE M RER SO ¥ v 35 F Ok
ZHEv, PR REER E X ORRE R TITo 1.

S

1. T AZEH

FEEEDf AF B % Table 1 1I2RT. ThS5DHA
EFICTEBED S B A4 — 57— 87, 3
A > 7 7 L v AR W@ TR EECZ T,
BRMBELET IV T OREESEL, MAEHER
BOhKET R T o7 72, BHOBRRLERE
DAMC AR TR, SUmdE, FEESEZ LA BimReaan
RETHHED D o7z S HITFIER TIIEHER
HE DBIRIE DG N TV B PR ZIT, SRR
WCHRIATE 27, BHEEEDET 2780 TW vk
ERFHEL 2055, @)L E x5 bHERE FRE
WCHRE L2255 Abe &8k  TORYHD: 2 LIk

Table 1 FRIFEFIEEICESVTEFEPANTA ZTVL
FEERE /-3 & k> #-FH)
SEFIEAND 5 GE FRINOE TSR
FGRT G = NVRLIAT I =N %25 T53)— VI
2
YUARNY U EIAATY VIIEHE
FIWAPIVEY Ve v TFHIVy VITER
YNAF T I VR F% FARVIVARIZET
HH O IR F 7z id ke, AHRE
BRMICHEH SN 7 7 £ F U U ERRIERIEZ D Mk S
nizzok
2704 RICHHENZTRT TS =R AT04 Rk
RN S ey bt oYl
Fiay ba— VARV NSAIDs R T 73/ 72
V. TULHNY ek
HMEAEN 2D H R TT— ) & jf
AANG IV, A ARV MNBEZFI)N, —aF U EFI T
T—VIZDOWT R RRIRERBD Lo 7270k
TEEBBEIC I CHAE A M ST 57201 HERI D
Wl - HBEHRANORE, HEET

L7.

2. EEHAV NE VRIRICE 1T 2 EFIB DL
A o 4 A B - (XA AT 25 86 %4, A
HBA 8/ Tdh o7z Table2 IZ ABBEL R Z R
3.4, RPN, MBRE S O EBER, AR
HHEICHE B2 ZIBO Lo 72, ABeREIE
ABICEITRE A 45.4% 5 5 27.1% & A &R D

bk L R Y 40.7% 7 & 51.8% & B |h) % 72
D7z,

Table 3 I[ZHIfEI Y N ) o2 ABREICE
JeWIREAEZ RS, AT L OREHEITK 48T
M, AR 151 Flid 5 158 Fl & M AR CTHE
AL e b o 72 h, GE EHIE X 11 FH»
5 15771, GE ZE#| %1% 58 i 5 65 fli & /i~ Atk
WCHEIME N & fRd 7z, F7z, FFIEI D B GE #
HOEEE 22% 05 31% (p<0.01), A2 ED
% GEHEFOEAD 38% 05 41% (p=0.04) & &
556 b ABRICHE RN RO 7.

3. EIEERY /\E VIRIRIC & 1T 5 NERRE D EFIEL
D LEER

A R O BABEBFE I AR 54 4 (B
PEWHRHICHI L7234 % k<), MMAHZD50 4
(BRI ER I 2 4, AR TARF 2580
ARl 4% %< Thote.

Table 4 I AW RO BB T REZR Y. i, M
A, AEED S O BERICH B R 2ZITED Lo
T2BS, A AR A BRI o Jf I % 2o, SR
B O WA, I I R O B 1A) & 7R
7z.

Table 5 \ZFH AN REH 1 4 H 720 O N BEEFED

Table2 MEIEHUNEVRRICH T2 ARBEER

S AT N p*
(n=86) (n=85)
4EHE, yr (SD) 77 (14) 78 (11) 0.98
R, n female (%) 54 (63) 50 (59) 0.60
ABesE, n (%)
(RN 39 (45) 23 (27) 0.01
Ji ot 25 A 35 (41) 44 (52) 0.15
ZF 0t 12 (14) 18 (21) 0.21
fluke 7 & DA, n (%) 38 (44) 36 (42) 0.81
SEABERE HE, 1079 (37) 1036 (39) 0.24

days/month (SD)

SD: standard deviation
*Student’s t-test, Pearson’s chi-square test Z 47V, A K#E1E 5% & L7-.
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Table3 EIEHAU/NEVRRICH T 22 AREBEDNREHE & EHH, GE ZHOEE

LN NS P
##%%, yen/month (SD) 488,647 (88440) 482,722 (41,001) 092
GE ##1%%, yen/month (SD) 110,223 (31,559) 150,833 (5993) 0.09
3#40%%, number /month (SD) 151 (13) 158 (6) 048
GE ##)%, number /month (SD) 58 (6) 65 (0) 0.10
AT D L GE EHoHE, % (SD) 22 (3) 31 (2) <0.01
HHNBU 0 B GE EHOHEE, % (SD) 38 (1) 41 (1) 0.04
SD: standard deviation
*Student’s t-test Z47\y, HEKHEIZ5%E L7,
Table 4 RAEBEMREEESSR = ®
NI N P
m=5)  (n=50) SRR A S FERRT 212 T % WAL ) /N ) 5
i, yr (SD) B2 BAY 082 BROFEHI L & SEHIB A B L, S AT f CIaSEA T
PR, n female (%) 33 (61) 30 (60) 091 DM TH -7 B EH ST, I ARIC GE x| #
ABeHIM, days (SD) 67 (64) 60 (29) 025 OREIME % 303, AT L WH B 5 5 GE 3%
AR, n (%) HOEGD AR RMINZED. D EOKE LD
i 25 (46) 14 (28) 005 FEHZERIC L ) GE #H O HHEE STV S
i A 2 18(33) 26 (52) 005 LEZONDLY, —HTHEE LA DN TIE
Zoft 11 (2 AR DA HIZ 5 5 GE FEA OB S ITMARZ D

)
(20) 10 (20) 096
ftabiA> S DR, n (%) 21 (39) 17 (34) 060

SD: standard deviation
*Student’s t-test, Pearson’s chi-square test % {7\,

BOKHEIZ 5% E L7

HHABOEAERT. ANBEEROEA O EIE
A AHIDS +0.3 Fl, S KD —-0.2 K & A AR ITA
B ERo . 72, KBEREO GE Ao %Z1L
bAAFIAT+09 Fl, S AFEAT +0.6 F & A 1)
%, ABPBEHF O GE 3H|0Z8hE A b A AR
+12%, S AEDS +8% LB E WA RO T

GIRE DR ZIN L7286, A BReR o 3EH1 5L
DEALIIA AFT2S0#), A AHL-0.1 4], ABE
K> GE A OZEBE A3 ARD +7%, v Atk
AT +9% & B % G 7z,

R I A SR D A B FRAT L7256y, KaBBERED
HN D ZACIIA ATTAY +0.6 7, I AteDs +0.3 #)
LIRAMEIN % 7R, ABPERED GE $EHI 0 Z B &
bAARFIDS +15%, M ABEDS +9% & A % G2
D7z,

TR WIME R B (ZooRE) oBE%
AT L7285er, ABEER O A O ZLIZ A ARTAS
+0.7 #, S ABD-1T H & A ABRICH B R % 78
W, ABEERFO GE S0 Z BhE A DA ARG +17%,
I AFEDS +6% & I AR\ IR AT % FRD 7z

BEimL<TkY, ABERR T3 TIZ GE FHIA3m L
TWgBbEz ol KRBTl GE H1# &
GE EHBOABLREMA L 2 2OHHOEL &
WX B DS DO M7 o 7243, Table 1IZ/R L7231
FEREEHFNM 2 GE A ZHA L T2 HB DL
HY, FLEEL1LDD OMITTIINMAKLD GE
HHOEBEGHIML TV A I EnD, wEEH]
FHIZLD GESEHZHAEL 2B IREVEE R
b s, GEHEAIBEDEMUZIZH DS 3 3AE
DA Lo 72HEIEAHTH 5205, EARIRT
HROEEPEAL TWAHTD, B L LEAE
DWELHLEEZOLND.

BHE1ZD 720 OFEFRBIIAN AR IR %
BO72H, —75 T GE HH DL B EIE b AR 2
R7z. oMM E LT, WHEEAZER T GE 3
HIORAEZZ T TR L, SBFHEARL GE HAHNZE D S
T, HIERHEEDSTRRZFEAZWMS LTnwbH I e
JERE LTEZONL. S HICARK® GE #A4]0
HEDRNABDEML TVE720, ALY ED
TR GE $H| 2 HEETE 20 IAHTH o720 Ly
L, AW EICHED ST, S A%RD GE
WHIOEBEED 8% WML TVbH I b, WM
FHIZEBICL ) GEEA XL L 2B DL LE
Abhb.

PEHEBNCEE 12 d 720 OFRF A G L6,

Yx Ay 2% Vol 10, No. 2 (2016) 67
000000



Table 5 FAEBEXNREE 1 B2dH 71V ONEREBOERFHOE(L
ERGBH I AT (n=54) I A% (n=50)

N JEBERE 7 N JEBERE 7 p"
A%, number (SD) 6.5 (34) 6.9 (3.7) +0.3 (1.6) 6.1 (3.3) 59 (3.0) -02 (21 0.50
GE 3£#1%%, number (SD) 25 (20) 34 (23) +0.9 (2.0) 29 (2.3) 35 (21) +0.6 (2.2) 0.07
GE ##lo#E A, % (SD) 40 (27) 52 (26) +12 (25) 51 (27) 60 (28) +8 (27) 0.03
e 4 AHij (n=25) I Atk (n=14)

N SHBERE # PN JHBERE # p"
AL, number (SD) 64 (38) 64 (39) 0 (1.4) 5.6 (24) 55 (2.3) -0.1 (14) 0.76
GE %1%, number (SD) 2.7 (24) 32 (28) +05 (24) 26 (1.7) 32 (19) +0.6 (1.3) 0.86
GE ##loHE4, % (SD) 43 (27) 49 (31) +7 (28) 48 (25) 57 (27) +9 (19) 0.78
Ji i 9 A 4 KHi (n=18) I A% (n=26)

N JEBERE F3 NS JEBERE 7 p*
HHIEL, number (SD) 72 (31) 7.7 (35) +0.6 (1.5) 55 (3.0) 59 (33) +0.3 (2.2) 0.72
GE 3#1%%, number (SD) 25 (1.8) 38 (1.9) +1.3 (1.7) 2.7 (19) 37 (24) +1.0 (24) 0.67
GE ## o4, % (SD) 39 (27) 54 (23) +15 (23) 52 (27) 60 (30) +9 (34) 0.46
Z Dty I AT (n=11) I A% (n=10)

N SRR # ABERE BB # p"
A, number (SD) 5.8 (2.8) 6.5 (35) +0.7 (2.2) 84 (4.3) 6.7 (3.0) -17 (22) 0.02
GE 3£#1%, number (SD) 21 (14) 31 (14) +1.0 (1.2) 41 (34) 35 (14) -06 (2.7) 0.09
GE #HloE &, % (SD) 35 (26) 52 (20) +17 (23) 55 (32) 61 (28) +6 (15) 0.24

SD: standard deviation

* BB O SEF D ZEALIZH LT Student's t-test 217V, ARAKHEIX 5% & L7z

BIEE I ARIIDT D ERB WD 280,

GE ZEH| DA By & & (3B 2 i 72, Z DB
ELTHTEZ DY G, Uz iE 723k y

BRI NS, R R IR 2B N 2 B D
B, NMAGRDEABOZILERD holzl
Zz2oN5b. LaL, GE EHOLEBEE DI A
BN &2 3D T B 720, JHHERAIZEBIC XY
GE HEROBMIEMEH S HEE SN TV B EE 2 b7z,
—75, BRIMAE BB E TR ARICHEAIE L GE 3
A OWMIEORD % Bd72. ZOBEELT, =
o O BZ TIRIIHBEEAIZES I X ) RO )
FHEZIVIEE I TVE EEZ SN 512
Z OO EEZ TIIMN ARITEAE L GE X%
DI % B, FEPIEHZER I L0 iR B R E
LD SHIEABMOBADVHEETETNWDLLEE X
LNz, TR EOMOBEBEE TIEA ARO ABER
HEHNEDE h o 72720, THIREEHIZEBIC XD HHEK
WP TEEEZONL. UEORKREIY, HH]
BASIR D 7 0o 72 B TIE GE SBHI B Z s 5%
TENTETVWASY, AT LMD %7,
FRBEEFIZERS 12 X 1) GE JE5) o038 1A o3 o & 38

KB WD SELNMED DT EZEND.
AREFFETIE, Ao ARTTR CEERR OB ARG 225 &
%o THBY, WHOBMARZZ L WEEIEIEZEZ LN
505, BRI OEKEIIFEERIAT>TBY, i
ABIZEH L2EMIZES S A ARNIIEH L T
REMTH-722 s, WHoMEHmEZENIZIES
CIEFBILL T iRnwEEZ ohb. $72, EHEOD
BHZNIREDA L L7720, PWHECESERD S
BT L TV 228, BIEI ) NE Y RO R &
L CHENEOMHARI DR W L, FAHED —
MRS & I U CER S8 W 72 DA R
NOWBIVEVWEEZOND.
KIFFEORALLT, UTFTO5298Fz5h7:.
DA AT TR Rl OB B il 2 ABEgE 8, ABEHIH
HEALL TV 5 72T B 232 6 L T % 1 ek
BhbIl, QHNIREDAZMRE L TV
LG EORELEZER L T enwE, OQBED
GE A OAHLIRMIZOWTIRRFT LT in &,
ORI 233 » HE MM THHZ &, G Atk
DABERED GE EAH DS L TW b7z A2 L 5
BRI CE R o722 LDBITON .

68 A v 7% Vol 10, No. 2 (2016)
gogooo



Dbz s &, FEAIMAEABEL Y ek
TRHPREAER 179 2 & T, BEOEAKOWEM
EMRAHIENTE, YAy VEELOHH%Z
HEAE T X B REVEDVRIR STz

F#EHER (COl) DER
AEVERUZBI L, B7R 3R & FIARAH BRI 20

51 AR

4)

5)

ZHEMET B L & B A LR E S L SEHIEY
WA VYT MO ARG B A
2014 ; 50 : 12269.

WHERT, SEMT, MITELIZ 2. R
BRI B 2w EE R B O BURRAE.  H AR Pk
KR4 HEEE. 2015 ; 51 @ 457-61.

AR, BAMESR, WTHEEE2. UMLK
BT BRI AR O EERA. 0 AR I
ffissEzt. 2014 5 50 : 1347-50.

WSS, HWHER, Mo —I32. KRy
PEEIC B 2 IR A B IS & B B G~
W A BRAG MRS, 2014 5 50 : 579-84.

6) SR, IS, AR SEEII A ABERRES SR
1D R EERELSRAY A v 7 EEG. WCBFET =4y 7 EEGOMIRIE L V3
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iFlDOE - BRRP IO IKICHTSREBEFFE
Survey of Preferences Regarding the Color and Shape of Tablets among Outpatients

ANFR BELPF-va s A ED ZER AP, IR K, SEY IEmC
T BiEe, JIE R kAR EW e, LE flifre
MaARIKo KoBayasHI *2, SHIN HOKARIP, NAOKI TSURUMA P, KENTA SAWAT ¢, MASASHI TAGANO €,
YosHiMAsA TSUCHISHITA ¢, HIRoAKT Kawakamr 4, Masaakt Kusumoro ¢, Kazuyuki UENO 2

R RGE SEPNES SIS SYE ISP
D S 8 M A AT Q5 I 5 4
© SERLIL T e AR
A PG SR b 5 715 )
¢ RURSE R R A BRI 2R F M IEL >~ & —

[ Received May 26, 2016 }
Accepted July 26, 2016

Summary :

Objective: To investigate outpatients’ preferences regarding the color and shape of tablets.

Methods: We conducted a self-administered questionnaire survey of 1,868 outpatients about their preferences regarding
the color and shape of tablets during 1 month in 2015.

Results: Color preferences were found to differ by age and gender. Pale shades of all colors were acceptable. Approxi-
mately 85 % of all respondents preferred round shaped tablets. Approximately 75 % of the elderly respondents did not
prefer any shapes other than round, ellipsoidal, or spherical.

Discussion and Conclusion: Different preferences regarding the color and shape of tablets were observed among outpa-
tients according to their age and gender. Among the elderly respondents, it seemed that the range of acceptable tablet
shapes was small, but the range of acceptable tablet colors was wide. This result suggests that numerous colors are useful
for distinguishing the appearance of tablets.

Key words : tablet, color, shape, questionnaire survey, outpatient

®E:
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RIE, BIEF O 85% DS & 3L L7z Eilind O 75% XM £ 723 M, HBUSOIRIEN £ %o 7-.
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Y. BHONBEEDE S EL RH I LICL D, @
AR A I A, FEBEEBIEER QXN 2 &%
BEIND 2 Lh oo VEAINLENS.

HAZAEES L) BRI N SIS ORI
WIEEE A K594 22015CTlE, TRe7 50 2%
MESEsTRO—DL LT—ELHA»HFON
TEH, HOEHFHL TWLIEEZT TR, RIS
HETINEZCBOTOAHEIRTWSE Y, —
i, —aftRANCE T A e X ) - Ny FORET
&, MoFRFNICE T e YY) - vy FRBNHEAN
T, Al SN F FBEIHEDL 7 — ADS i
ENTw33Y, ZofEoficid, aeBIiciE s
»bHI LT, BEAIHPTIRANZ VTR %
NTWHFLH L LHh 5, BARNERIIBY
THHAN LR T VRAOLEERIEVEEZ L. £
72, WHIOMRETEMGEHEZI THWLIEFEDLED,
7 Re7 Iy AMELE V) EIZBWTH RN
WZELIIAHTHAHLEERZS.

COLHILRERDDHY, FHEMEITBNTY,
AR KM~ O LR BEOH T, BET L1 -
HRTIRE ZE 2 % 70 LBV % 0 5 723D 0 B 3%
FAHEA TV,

LLAAS, WS OPDBEERREND, K
DIFFN2ABEGEHICTH Y, KD TL0IEH
BTHHLIEPME SN TEY LYY JEubito
SERl O - BFHRPTBIRIC BT 5 BHE OBIFEIZO W
THH LR . 22T, BEOEHE)S
BV el - AR E MGTT R, BmDAE
Oft - GERRTBIROBELEIZ DO W T, BE A
N L 7=,

B ik
1. W&

PR, BB X KB OGBS %\ ik
HISE I & SN 72/ A MRS, 7 v — M
ZFEHE L7, RAFERPIEIE 201541 25 6 H
DILEDO 1 HME L, Wkid 5\ ILFHFISE
KL 72, 7 v — PRGNSR IR
fil, MENTEEOHERLACL Y EEEEZD
LML TR L 72, YRR, ARSI S Twie
WA I S BRI L 7z

2. =MIER
7 v — MO EMNE % Fig. 1ISR L7,

{1l

B MREHRZ TGZEL,

B2, FMEHRZTIZEL,

B3 ZRRRBAEHA TN,

B4 REBOBATRLEERLEBILDEFATT A,

BHfEs. EOBITOVWT. EBEDEEOBETTLEORALTELENTT b,
(MFFEAN L TELO L TOPFEN L TOPRV L TRIMEZERANSER)

OF R QFRGE ORKH ORRM ORRM ORRM OFRREE
Hife. EOWITONWT, EOMTLELBAL THEWNTT A GEREIE),
O 0rzm mEES O 0=k
Omf O# A OAA Otk O b
m[uE] Obrsbrii 00k 5 AR Oz7hbbiun

~
J o
BR7. EREMTERLEZEOBRRIZOVTGERLEZEROERIFATT M.
B8, EDERLEIITONT, HFBETELHELOTH> TS,
(" OoRBHRTVEES KESFERTT

o o O O O O
e imm  Smm  6mm  Tmm  fmm fmm
@ S OIBIALZRTIV LB KE ST ER T,

Smm Hmm Tmm Smm 9mm

o imm
([ @opaLTVEEIEEEEATTA
= (- (-} D O (]
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@ O ZAHBRLTVE B E T ENTT D,
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~

Fig.1 7>/ — FHEBROBERAR

L, $EHOf - BB X ORIROEFE, ok
MBI 2EELLED8EH & L. StAlofm -
BB 2 ML, EEMIEH STV 2
EOE N2 IS TR RIRL, £6z [y,
[V, [RRE|E], [TRW] 04 BRI
L7t ilAR%Z 7 v — PHEKNITRL, LORED
BHFTHIIMH L TH R B LR §ERo
ERICET 22, 13EEoOBRERL, Ik
HALTHRWE RS IIRZBRWET & L& %15
7o, EOKRESITHTHHEMICIE, MEHH % EE
L, B&E4~9mm FTO 1mm %A T6fMEH &
E2~45mm FTH 05 mm AT 6 FHHFHOKX S
REL, [290ARTE] L [RAAARRLT L]
DHFHFTEDLRE SOHPAIZ OV THIE % F7-.

3. B

T IINFRR L R WIRY, P = REETRL
7o, MEEHLELE, 2B oOKICIE~Y Y - RS v b
SRET 2T 4 Va3 sy Y SANEA IR E = H
V, ZREMOREICIE S Y85 X N v Z S EILE
K @ Steel-Dwass i & H vy, faRasmifl] 5% LT
(p<0.05) 2 fEADY & L7
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S

1. W&

7 v — MEE S EHEIE 10~90 At o 1,868
N (1,188 A, BE680 ) THY, 60~70 5%
RAEARD 40.7% T - 72 (Fig.2). WEFHEDZH
FroWNFRIIHNER (7 ZHR) 581%, A FHR 3%
WERF) 12.2%, oM (12 Z9R) 17.5%, HEEFRHZ
2 122%THh o /2.

2. EHIDE - BEOEFM

FeHlOt - MFOWELFTEICOWT, PERNC L
7z (Fig.3). AL TH B G L7zmiicon
T, BREDITHPED [HV] ~ [eeiiv]

(AN)
300 ~ O %t
250 - m B
200 -
150 -
100 -
50 -

O ;

o

S %5%7 N bQ)%’; &P

/ n=s35
Fig.2 X&REDMAI & FHK

n=450 / n=883

Fig.3 145l, & - GEOEIFHE

2 BINL T 525, KHEOHPEEI ) HnE
BIRT 2 EED R T2 FRi e BRI LT
i, i LT, [RRR] ~ [H]Rwv] fic
BUWTHRRSNLHENEL, [HEhwv] 2%
R BEEN L h otz —T, BRHEICHEL T
HOK) 40% DY [§FF 2] BNz £0ICB
W [HFE v 2RI -EEZERINICATA
%L (Fig.4), 30fCLL T Tld42% 55 32.7% &
KEBRENRRLNTDS, 70 %L ETIZ 11.0% 55
25.8% L A5t 3 B WELF O 2L IR/ S 2o 72

3. SEHRIDORRKDOELFE

Fig.5 £ 0, MEHZOK 8% ME% BATH
D, RWTEE, BHETH-72 HEHERD OS5
HlOFAROWERFE I Fig. 6 (2R L7z, %72, Fig.7
FOBMIRLZ-HHE LCiE, MEHD 70%LL 128
[RARARTZ 9 | L% LTz Table 1121
BEEOFERLLMHALTHRWER ) BREHE
Bl ] ClE % 72RO EC R RN 2 R L
7z, 70 FACLL E O PR EIE 1.8 £ 1.3HTH Y,
70 ARKING & I LA RIS o 7. 70 AR
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Z1 . . -
Ii 5 “% = : |
= = i =

30 LT 40~60mE 1% 70 L E
O #®Z# O FR# #eH B £RHM EEZM
W 234 KR
Fig. 4 ZER5, IEFHOEDOEFE ; EFBICEWVT [HF
V] 2EELAEERXES
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Fig.5 MWIKDEsFE (REEZER)
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Summary :

Objective: It has been said that there are several problems to be solved in order to achieve the target set by the
government of Japan that the share of generic medicines should be 80% by 2020. In this study, we surveyed economic loss
caused by prescriptions that prohibit substitution of generic medicines, and evaluated its effect on the achievement of the
target.

Methods: The National Health Insurance medicine price (NHI price) of the medicine for which substitution was
prohibited by prescription and the lowest NHI price of corresponding generic medicines were compared in prescriptions
received at Pascal Pharmacy in Shiga Prefecture in one year. The NHI price difference in the year was totaled and was
evaluated as economic opportunity loss caused by the prohibition of substitution of generic medicines. Simultaneously,
the situation of the prohibition of substitution was also surveyed.

Results: In all the prescriptions with prohibition of substitution, economic opportunity loss was JPY* 842/prescription on
average per medicine for which substitution was prohibited, JPY 1,390/prescription on average per original medicine for
which substitution was prohibited, and JPY 106/prescription per generic medicine for which substitution was prohibited.
These suggested that the prohibition of substitution causes annual economic opportunity loss over JPY 100 billon.
Moreover, 86.7% of the prescriptions with prohibition of substitution prohibited substitution for any of the medicines
included, and as much as 27.0% of prohibition was directed at medicines without available generic medicines.

Conclusion: It was suggested that the presence of prescriptions that prohibit substitution of generic medicines is a major
problem in achieving the target of the government.

*JPY: Japanese Yen

Key words : generic medicine, prohibition of substitution, drug substitution, pharmacy
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Relationship between Dissolution Behavior and Sensory Evaluation of Film-Coated
Metformin Hydrochloride Preparations
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MARIKO KoBAYASHI *2, KEN-ICHI WATANABE P, SOMASUNDARAM ARUMUGAM P, RINA NISHIMURA 2,
NaoTaka HaseGAawa 2, ToMoyUKI GoTo 2, Kazuyuki UENO 2
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Summary : The dissolution test and the sensory test of taste were performed with 7 commercially available film-coated
metformin products (1 original product and 6 generic products) to evaluate the relationship between dissolution behavior
and the sensory test of bitterness. The dissolution test was performed as specified in Dissolution Test, JP, 16th edition,
using the dissolution medium, pH 1.2. The sensory test of taste was performed in 67 subjects (age 22.8 = 1.4 years) who
gave written informed consent to the study, and the taste was evaluated immediately as well as 15 seconds after the start
of the test by the scaling method. Bitterness was scored from -3 to +3. Results revealed that all the products showed 100%
dissolution within 60 minutes after the start of the dissolution test, while the dissolution ratio until 15 minutes showed
large differences among the products. In particular, the dissolution ratio in the early stage was smaller in Product D. The
sensory test of taste showed significant differences among the products in the taste scores immediately and 15 seconds
after the start. Product D in particular showed higher taste scores immediately and 15 seconds after the start than the
other products, and the difference between the two scores was smaller. In addition, it was found that the dissolution ratio
at the early stage and the taste score was related. These results suggest that the evaluation of dissolution at the early
stage will be a useful evaluation method for taste masking.

Key words : metformin, dissolution test, sensory test of taste, generic product, film-coated tablet
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EERMBICB T ERERREAMECTDRE
Promotion of the Use of Generic Drugs and Accompanying Issues in the Distribution of
Medicinal Products

—f& %7 HirosHI [cHIJO

— AL N A AR S e G R R R R ETRE

Summary : The Federation of Japan Pharmaceutical Wholesalers Association supports the stable supply of generic
drugs and provides information to promote their use. In the distribution of generic drugs, it is effective to utilize existing
information provision and wholesale functions such as logistics, which avoids incurring additional costs via the creation of
new functions. We also promote the use of barcodes representing the identification, expiration dates, and serial numbers
of generic drugs on packages, and expect generic drug manufacturers to actively participate in this project. In addition,
as generic drugs are inexpensive, a discussion regarding who will bear the costs of distribution, including quality
management etc., and by what means is required in the future.

Key words : The Federation of Japan Pharmaceutical Wholesalers Association, wholesale function, distribution cost
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Information on Generic Drugs Considered from the Viewpoint of Pharmacists
in the DI Section
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Summary : At Kyorin University Hospital, the DI Section plays a central role in considering the introduction of generic
drugs. Concerning the trade names of generic drugs, the results of a questionnaire survey of hospital staff indicated that
a similar name to that of the original drug was preferred. The results of a survey of pharmacists who have been involved
in disaster medicine, however, indicated a preference for using the generic name as the trade name. These results show
conflicting attitudes toward the appropriate trade names of generic drugs.

Key words : DI section, name of generic drug, name of original drug, disaster medicine
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Japanese Journal of Generic Medicines — Rules for Contributions

1. Qualification of Contributors

As arule, the principal author of a paper shall be a member of the
Japan Society of Generic 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 Japan Society of Generic
Medicines.

3. Details of Papers

Papers to be submitted shall discuss the formulation, quality,
equivalence, added value and other scientific reporting on generic
medicines (GE); surveillance and research relating to the provision
of information and dependable supply; and research, surveillance,
interpretation and reporting on pharmacology and medical econom-
ics 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:

PESIE2 54

December 2016

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 Japan Society of Generic Medicines.
However, submissions based on short presentations are han-
dled 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
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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 coau-
thors 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 conduct-
ing 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

98 YAy 7%k

¢/o Japan Society of Generic 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 Japan Society 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 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?

— Color printing fee of figures, tables and photographs: Actual

cost

7. Separate Off-Prints

The journal provides 20 free separate off-prints at the time of pub-
lication in principle. Additional copies can be ordered at the time of
proofreading at the prices below (consumption tax not included).

50 copies 15,000 yen

100 copies 25,000 yen

More than 100 copies 25,000 yen plus 200 yen per copy

Extra fees such as those for separate off-prints after proofreading
and color printing (actual cost) will be charged additionally.

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 10, number 2. Contributors should refer to the
current rules for contributions (available on the web site of the
Japan Society of Generic 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 x
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
. 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 Papers.

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-e) 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-

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

dence interval so that a hasty discussion can be avoided.

Please take the recommendations listed above into consideration.
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