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Generic Drugs from the Viewpoint of Health Economics

ik PE Hrrosar NAKAMURA
B M SR B A AR PR SE B

Summary : The penetration of low-priced generic drugs of good quality leads to not only lower burdens
for patients, but also financial improvement of Japan’'s medical insurance system. Moreover, the penetration
could indirectly contribute to creating more innovative drugs. This paper analyzes obstruction factors of
the penetration from six players’ perspectives, based on the analysis of promoting factors of generic drugs’
penetration in the U.S. and European markets. The following two factors are essential for penetration in
Japan: clear information concerning the differences between generic drugs and between manufacturers;
and a drug pricing system that increases the gap in the patient’s financial burden between brand-name
drugs and therapeutically equivalent generic drugs. Moreover, this paper considers a realignment of
generic drug manufacturers, which is expected to improve their capability concerning quality and a stable
supply.

Key words : six players’ perspectives, quality, stable supply, clear information, “lemon” market
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WAL A B ), RBEEER AT = A ) v 7 BRI
E0EFEMEHRD Ay PEEHOTWS, 20,
IR Y 2 2 ) v ZEEGOFEMAZ D £
DALz, PRBRIESE A HEAm % LT LEIA T
WA Z5I & TIFCThH, BMliomwkRnok
2, BMERZROSEPIKE V. Lizd-T, kit
DERIMAEEZZE LT, REERICE->TYx
Ay 7EEGMEREE EOL T 47
INE Do Tz,

FERIC, BRI A ) HEENL D, Vot
)y 7 EFEGHOPNTFRB TIE o7z, [ UF
WRMELN/-ELTH, YAy ZERE /L DI
fli O E TSR Z D HHAFREARIIRE L, #&
HEDAY » FAAKE V. X512, HIZESIC
BHRDBHBLIIEMA =T —1F, Y= i) v yREE,
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(4) mELE

VA ZEBEMA—H =L 5> TOBEEMNE
ELT, oYz r) v ZEEMA—H—I1TMZ T
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EETOBESFONT, Vo) v ZEENA—T—
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RMNM T EOREEIR OGBS R, HHT)
ORI FEA A=V EHfETE 5. E6I1T,
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Table1 T zxUy VEERA-H-—DHFZ> x>
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JIEL 24 (&5 F)
1| 7% 9,408 A AT )V
2| K 7,411 R
3| ~A T 4,670 TAU
4| FFF 77—~ 2,670 RA
5| /N— 2,501 T A
6| TRV 2,497 TAY A
T\ ALH 2,270 R
8| Ty — 1,600 N
9| KA —F 1,500 TAYH
10| K7 Z—LvF 4 X 1,270 AR
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HET 274 HAR
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HEL 428 4 {54 | 2008 4 11 H ]
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MEBERLY (AL — M2 2007 ELEEOL— 1 KL 118
MTE).

L7zoid, 1984 EHIEDNY F =T v 7 ATV
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7 BRI O FAZEH BT 5 — 0, JoFeam O FEEF I
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A—=H—=RIFORREZ b L HIT LT

EOHICARERERG T2 726 L0k, 5
i A — 7 — OGS CTH 5. Wekidcid, %
MORFRES N TY = 2 v 7 EEGP ETE NS
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B —ICHARAFEP R E W 83 A MEET
HY, V) v EERRX = — L OMlitEHEST
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20 5L LOBBED XD L. RFERBI/NS TR
&, B % b NS BREE ) D1 RN T L
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PRI ORI R AN, 08 o EEN
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—HTHARDYE, V) vy 7EELICHTS
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RIZ T LidE Y, BERY—EAREZOBEIT
L LTRE W, RIERGIZREZ0#4A (2006)
T [#HEEEMAKROLENE, e, Sl
AL FE | LG L R 84.6% 12 E L
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HEO R 5E D WENTH 5. LIS (2006) 1®
IR, YAy ZEEMOBADFHEA TS
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Table 2 7XUAHICEIZ T3y IEERD
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- BRI S RE
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c HEE IR A
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BRI L, alb) 2 E3an, X —A — 2@l L Tw
5. Lal, 20X el aEkE 2Rz L Tw
BHEANMOBITEZRENTH 5.

(6) BE - HEE

HHRIZH - T, BEDVPRIBELZENTVLED
IR R R A 72 E O EFHFE — C AR EHETH 5.
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B CTHIUL, BEIEBWICT =4 v 7 EENR
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OHCHEBHDOEPHMINEI NI L THL. H
TICE - TIE, BEROMKEAKOEKLIY S, B
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FETTRONS X9 %, ZFEmliad 258020
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BESE R AFAE S B T IEE VA C RN R E
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RIEOZEIL
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WICEEDBCEEE SRR

HARIZE o TIRRDBEED—21, BUFFOKIEZR
WMBERFEOW, EEfboERIC X 2 EHREHEZ: 50
WCHRZEOHCAEEZ W) N TH L. L L,
1990 AR D N 7OV i DL 0 AR T, R
A% L2 5 HROMBUIKIF R RTARKL T
5. bERo X HIz, —BBOF O BB S 3
GDP T, BRIZEEREREDKIEL 7o TS,
2008 4ELLRE O i FH Y 2 A E RS & v ) BREEE LD,
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ZOEALITHH Z DT T 5.

COEI)BRWTIZBNT, RETEIMi%Y «~ %
Vo 7 EEGOE R, BEAHORRK L EEE O
Fii# DB R L BA R WBESRD—D & 5 T
W5,

BB (2) : AIFLOER & EEEBEOERLE
= I QI N 1[5

L OAEIR AL D BRI N0 5 HARBFO
fED—2L LTHEIFLNLDIE, Wi bR T
b5, Blz1E, DPC (Wit oRafEarm) £ =
Ay VEEGOERERT LR D. 2, R
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Table3 2BV TH, [DPC 7 LWk EEA~DOHR
Tl &2V oA v 7 EREGRHIR OB 22157
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B2 W BT B WD,
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DT Ay 7ERFEROMHIERICEHE > TV
%20 2003 4EEIC DPC DX 412 7% o 72 B T D
Y7 (BHAN—2R) 132004 FEEEICIE 2.6% TH o
7275, 2008 4EFFIZ1E 5.6% F THIM L Tuvr B WiED),
ZOBRMBI o HEEEROEHFH S =TT,
2007 4EEEAS 6.2%, 2008 4EHEAS 7.4% Th 5.

X512, L OFkETIZ, EHBER T 2 MHIRD

Table 3 T 1%y 7ERELDIRAEHE

A=) 2 7)) EREIZEES (2006, %)
2 (2005,%) .
2006 A

paiilic| 2004 A
65.6
ISR DR E R ED T2 o 57 R S e
ERIRO B (IR 2 RO 1)
SEHIME NI D 7= 8D 85.1 -
ORI AT~ DRI 23.0 -
36.5 10.2

B S~ O ;
SRR R (DPC 2 %) | (DPC 28 AT 57-0)
25.2
R R - ¥ 71.
AR O D L6 e A DA )
[E R AR ORI D 723 40.5 31.0

) HEO TV TN D IERIE, REOBREAAERSIZRS (2006) &

AARY = Uy 78784 (2005) THERASTWHESEZRT.

HF - BAY 2V vy VHRSE Jx Uy VEERSRHV V—F,
2005. AER5|ZESR, [ERAEEROMEXREICET3HE
SREE], 2006. hFE FA TV A I ADEERBEL/F—R
2 EBRDIENRE, BEZFAAFHRS, 2009.

RFCEEMEOHIKASE SN TS, ZOMIE,
MNFATECE AU U 7 B0 e e C LA I B
THhb. LioOHAY =AY v 7H3Es (2005)
FIZER, 85.1% b DEHEBA, T4 v
FEHES OFR BB L LT [IEAIME AZHIIRD 720
LHZLTWS (Table 3 2IR).

REZIE Q) HABFFO Y 2 x) v VEERE
RARHER
Tty EREMOLE RAREICE L, HABF
1Z 2000 4EARIC A > T, ELLRT O T MR Y 72 YA
LOEBAEK Y DOOH 5. K, YA v rEE
SO B BN — AT 2012 4E F TIZ 3 HICH] X
FFBZLEFHEE LTED. UTFIE, 2hiT
O FE W AL & BT 5 22,
O VY 7 EELOMEICHT 5 BRED
B JOXNS
@ B e
TRy ZERESRNO [ETETOfR] (2006
) Mo TR v VIEEGRAND [EHE A
L4 AR (2008 4E) 12k,
@ WmBREIC BT B R
BRBRIER O Y = 2 v 7 B350 A A
30% % W2 DYt, RIS,
@ VxR y 7 EEHOBAEIY Hii 2
VAR v ZEEBRA— D —DPLELRETOR
¥ - FIEI 22 B & & R

Wit D —J7, SNIEG &R B4 (2006) OFATIE, [AH
BEAOKGES] 53102% EfEWEEE 2o T, 2
NI ORI T [DPC 2B AT A 720 L afE%
DPCICHRE L2 —oDHBE LTE 2N,

Wit2) 2007 EE O EEkOE&HEY =7 (Figl) &b
ETR WA, ZFhiE, DPCxtgikin% < & 5o 5
FEE BRI BT L S e R - T A B H 1,
IR ERMIYIEAT AR D L7200 TH 5.

WES)  30% &) Bfiild, YA vy EEFOL
PEEINTOLWNTEADHBOEETH L7720, ML
HEADFIZ—=DTH Vx5 v 7 EELDH I,
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VA y 7 RERTEEAARYD [LE VY] 2
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ST, RBENLETOY A v 7 EERIL
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B B S hawv, —FT 2TOVH v
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e,

HIEROONTWADIE, DY)y EHE
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WAS, BUFH 2 VIIHEIROD 5 E=HEEIC L - T
REEINDLZETHA.

ZITMEDDEELRI LI, 00T WIEHR
RETHL. 2F), VoA v Z7EREMIIETS
BT MO 7 BEIRBAR Y - BEIC D — B Tk
WTED, TR TWERPRMIE SN LENDH
L. 72RRHAC, O RBRE RO T — 5 2R
T, YAy 7 EHEGICE T S B 2 Ak
D VERT — AR BH I L 5> TUIHH DI,

CO5M Y R TWEHRIR AL OB, EE L I
ToO3HTHA.

O st E DML 9 2 F5ETED JEHEVERK
B2, YA v 7 REGOB RN 2 R
- ZARMF DL ML D 5, FEEOIEHE
T A 2RO OENE . BIZIE, M E Y=
2y 7 EHRMIRO» SEHTEFRSETH, &
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GRHNL, FFEL AR ENDEZRETIE V. 7,
FIehh A — B — M 513, EEGOHEEICX - TiX
BT ORMBRIEH T FASEOREHAA 55 2 v F
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A NOREAG | S B R S T &8
S RNIL, PRSI R R RITL L
LIRET 2 LENDH 5.

@ REBl7T— & OFER - HH

BT, FEBCY =AY v ZEEGEMH L 2E
BIOT— % OERE - IGHICDZK SN L DT EHE
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WA= — BT 5RO 2 HFEEDT T
KEHINTWE., TNoD0T— 06N h1
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RE Q) ' ERREABLRAEL XV Y IE
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5. M EBEEFSETHNLE, LML Y
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—& 95 L L7201F, ALVTIEERm, BEFIC
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fili & DD 2T D] 2 BHFDIL) 2 &
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7272, ZORE (2) ZEEBIETIBTEICE,
b TWD. KiE, UITD4RIZonTES
2179

® H A R 2 WAl A ) B 38 A GRG0 © DB - BR¥E

BB D Bk

1990 AFACHE 1T, H ASKRUZ: Bl 4% ] BE 8 A A%k
MEANTZ DB, LAL, FOEARKERR
‘NI FOBIITbiEmbr S oG & LT,
[RETEMZ] ¥ =AY v 7 RE ML EMIME
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S THDEIENIIMTE B,
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728, BEHE— CARMF IR0 TE 050 % %
REEB2HBLo7. 20X HRIRT, BRI
RHIE2SEA S, BRamo [ &SP ]
ZRAVAHL 2N ST, BEAHIIHEAL
TLEYH. i [£RBER] LRI 572
A, TORIIL, BHETREZOX [&F5] 7210 T
HH—0, AT R LB, WECBRE0H LY
Ay 7 REGERING S D 250080 ) BRas
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Wiz, BETRMZY = A v 7 BRI LER
WS S B BREEDEf S T, B
TEM 7RI A G- 2 5 b 720, Eitodflidy
Toohwv, E52, BETEMiZY =21 v 7 K3k
MO RIZE Y, BEHGOBMEIWS Z LIk 5.

@ H A RIS TR A% 1) B35 A GRG0 © DB = 55 A

) RV IFHRIE IO LBk

H AR S HE A A% ) BE 38 A i h» © O 85 0 %3
i, Fdodts 1) [Y=x) v 7EELMZ ST
WA= —OENIET S [5h)R3w] 1EHHk
it OFZEETH L. 5590 R T WIERRIEA L
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T Ay ZEFEMOE K, BEAHEREZ S
NV SPR N [ RNDNT N E -1k ¢ty D)
LWV HWD-ODOFETH-> T, HREAEIHL
TlE v, SRR EASEA ST, JFsm A —
H — OIS ERIEC & > TlE, O EAMEHE S i
Wrh L, BRI, B A = —=H P =
A v 7 EEGE AT B RGO RGO fif
w, KR & FIFCHMtmD Y = 7 DR X
L5ZEbEZOND. TOMRE, MitE2) v O
NV y JEREROERDGTOENE Z &I
5.

LaL, i A —7—12 X A5 Tk, Lk
FROAROHMIZH L, FEEHMIIEY =4 v 7[R
EMOER EHFEORRE L /2HT. Lo T,
TRy JEEGPERL L THERLNLT
BEFLWwEWR 5.

OF R {TRIVES YIRS ST F iy TN

R E BT % ikim

WBEOFRA ¥ ME, REEERMEKEICE T 55
WChH BEOY A v 7 ERMPFET S
Eh, EOKEIIEFERLOLTIIY A v IR
i ORBRAE AN 2 52 3 2 228, BEHCAH
B0, A BRIMER ORRE AT 5.

JeFE M OB RS K HEZ, RETRMi%R Y «
Ay 7EEGOMESEOKET T ETIFLZ L
A3, HEFE LAOWHNICERKT 2 2 L I3fE2TIED
5708, PREEEMEZ X DR RE L 2T UL, £
NOHORROHMIER S NV, —HT, &b
W ERATG 0D 7K HE L [F] — 1 45 H i o PR BRI =A% % 5
FTIUE, HEOEDRVWEESRTET, it
DML e HE SN BN D 5.

L72h3o T, FmORBIEREMIEZ, G5 L
HECTREMEICHER WY = 2 v 7 ERES o
T, OEWEMETHETIF5b00, ZoMho
T Ay 7 EFEGORBERMEE I ETEF
FRICEAIRINC LT, IRBRIE & AR O 15 % fHIE 3 %
LEDTRVBLEL 5.

6. DIxVYIEERA—H—DBROLEN

INFTIE, F&LTBORRD? O DM EIT-> T
X7z, — /T, A—H—ICHLTIL ERMA—FH —
DBEBEXRAALEY 22 v 7 RE A —H —OFHED
VLD, TOFMESS O THEIRICLD,
a7 O NS E MG RE I o LSS 1, i) -
BEA XA —=TVOREND L ENSE. T2, mED
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Dy ZRERA =D —%PRTEHILT, MEOD
LA MG P OB T LI LD REL 7 5.

2007 EICBWTHENY = 2 v 7 REMN T
BHEEN—Z2T20%5D Y =7 T, SHEMICIT4
TEMMAETH S (Figl BH). HABAFASHE
T53HDY =7 (BEN—R) L, 8T
MO ET 5. HRMICHTY, 1T
D Eo7E FEEE A O RN 3 ~ A FET 52 L
AT Lw, BURTIX, HROKFEYV 42 v 7 &
Segh A — A — 34 (QRIHRSES, BAEEG, HET)
D5t 113 300 fEHE A 5 400 M AR (2009
FEIHAMD L VIZZOMEE) T, 500 fEMIIELT
Wy (Table 1 &H8).
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FEH DR
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MIZSHIEHTREETH L. LI A — 7 =75,
INFEFTOEBMEIAATK; 57275 I,
BAERRET), TR AT UE, R —E
AREERLEZFICE S TLETF LW I 242 v 7R
mA IRt T X 5.
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AT A, £, [BEEYARETLO
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EVI B EZIT D 2 EHNL VA, Eli O JEFE
DHE LT, BffitkOEEMSMHETHI LT, £
DK EZF S IFSHZ EHFWMEETH L. X512, ¥
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Summary : Eight Japanese clinical studies were conducted to evaluate the clinical equivalence between an
innovator product and one of its generic products, and the articles were published from 1983 to 2006. We
reviewed the study designs and statistical issues of these articles.

Six out of eight studies observed changes of laboratory test values in the same individuals before and after
switching from an innovator product to a generic product. Only two studies out of eight were conducted
with 0.8 or higher power of analysis, successfully showing clinical equivalence between these drugs.
Whereas other studies were conducted with fewer subjects than the number required to detect a 20%
difference with 0.05 of o and 0.2 of 3.

Four studies on pravastatin formulations showed an equivalent level of laboratory data and their
variance, with an insufficient number of subjects to detect a statistical difference. Two of them did not
show a significant difference, whereas the other two showed significance differences. The former was a
comparison of the differences in laboratory data before and after switching of the drug, and the latter was a
comparison of change in the ratio of laboratory data before and after the switch. The latter was either with
a higher o risk due to the fewer subjects sampled from a higher variable data or with a higher power of
analysis, both suggests that the result shown in the latter may be not significant from a clinical viewpoint.
In this review, we concluded that most Japanese clinical studies evaluating the clinical equivalence between
the innovator and the generic products published from 1983 to 2006 could not be acceptable because of
their poor quality as clinical studies without reliable data.

Key words : generic medicines, clinical equivalence, study design, power of analysis, number of subjects
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Summary : The Japanese government aims to increase the share of generic drug shipments to 30% or
more of the total drug volume by FY2012. To achieve this goal, the government is taking several promotive
actions. Although the Diagnosis Procedure Combination (DPC) system is one such action, the money-
based share of generics is only notified to hospitals that have introduced DPC (DPC hospitals, hereinafter)
by the Ministry of Health, Labour and Welfare. In this study, we revealed the actual situation of generics
usage in DPC hospitals by analyzing the DPC data. We collected DPC data of the three years from 2006
to 2008 from 35% or more DPC hospitals every year, and analyzed them using “girasol,” a DPC analysis
system by Medical Architects Inc.

The share of generics in DPC hospitals in FY2008 was 7.6% in monetary value and 9.8% in volume. By
descending order, dosage forms were divided into topical drugs, injections, and oral drugs. To further
examine the promoting effect that the DPC system has on the use of generics, we investigated the
monthly generics share trend of FY2008 in DPC hospitals, and revealed that the shift towards generics
only occurred in injections, indicating their significant effectiveness. Moreover, by analyzing the active
ingredients of every injection, we found that a shift towards generics occurred not only in specific, but
various active ingredients.

Key words : generic drug, DPC, injection, oral drug
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Td - 72 (data not shown).

3. DPC HEREBITICLEZ DUy oI T b
DPC BEEBEIC BT 5 Y = 2 v 7 BRSS9
BAEZIELRELEFDO—DL LT, DPC #fij
Wkt D DPC Wf RGN DOBATIE Z 5 5. DPC
i bE s DPC M ERBENE AT T 5 &, IH
EWN B = W N D) YO SOREE 5 1A T WaN
EBALT B0, VA v ZIRENMEHA VY
T A TURATIHREICIIE EERONL720TH 5.
A %2 0 3 A5 W 12 3B v T DPC #4555 Be 2 5
DPC xS~ & BAT L2 Wbe & LT 20 4R
DPC x} % be, BATL 2o 72k & LTFK 21

AEFE DPC WRIRREARIT b b, 22T, Pk 20 4F
J£ DPC 5t G b S OB 21 4F B2 DPC R L9 B 12
BIFAY )y ZJEREMY T OHRERAEL 7.
PR 20 AEFE DPC X RRREIC BT 2T = 4 v
7 RS ORI & = 7 HRkHER % Fig.3(a)
W2, AR R Y = 7 H kR % Fig.3(b) IR L 7-.
WA R ORI OGS = 7 R OBE Y = 71,
REBEAZRT I ERMER LA —F, H4H
DY T, EHN—ZATIE, DPC LWk s %
2 VR0 2007 4E 12 BB 5 3 = 7 4.9%7%5 DPC
XRFEE L 72 572200847 HIZ1E8.2%~ &3 L,
ZD%b 20084E 11 HD 111% F Ty = 7 2AL
Feid 7z BEAN— A THFEBRIZ, 2007 4F 12 2k

Fig.2 DPC BERfICH I 2HMAY 2 ) v VERREAER

@ CIRUYIERROFMINEES = T7HER

12%
10.7%
10.2%
——=A
] k==
10% 87% -~
K 7.9%
8%
6.0%
6% 1 52%
4% .
4.0% 4.4%
o0 4 33%
0%
2006 2007 2008

MERF —e= E5H —A= StRAHF
(€ FR20FET—FREMEICE T DA
EXREH
(+1EM)
140

120 -

100

80 1

60 1

40 ~

20 1
0 —
MEREI ISR AR
WAy YERR 0 EREES

b)) TPV IEEROBFMINKES = 7R
20%

o Ak=====" A
18A) ,”1860/0 188%
16% 1 144% 7

r'd
149 - & — 15.7%
12% 1 133% 13.2%
10% -

8% -

6% - 7.2%
4% 1 60% 6.1%

2% -

0%

2006 2007 2008

AARF == T 5% —A= 5LREF
(d) FEk20 EET—FIRBEARICES T 5FIRR
EELHE
(BRE)
1200

1000 1
800 -
600 -

400

200 A
e [
AR SEETHEI 229::5:
BoTR)yIEEL DAEREER

%0 VxR v 2HE% Vol 3,No.1 (2009)



J %Y 7 13.1%5% 2008 4 7 H 1213 18.1%, 2008
11 AICIE 222% F TR L72. Zed, PR 20 4
£ DPC tf 89k Bl BT 2 ZHIEDO Y = 2 v 7 &
Y 7L, BN — A TIIESA & FAE 2008
ETHUBEEY 2 7R E IR L0 L, $&
A= 2 TIE 2007 4E2> 5 2008 4RI TIFE AL
ZAbeEd, HIXWICHER L7,

—77, FI 21 4EFE DPC Wy b0 ¥ = 2 ) v
7 EHBOFIENGHE Y = 7 R OKEY = 7 A ki
Bl Figd(a), (b)IZZNZhm L7z G 21 4
DPC 495 B 1 2006 7 — # #&£ I I2 B v Tl
DPC 57— ¥ 2 L TV e\ 728, 2007 4R —
& S I K OY 2008 4 EE 7 — Z RIMEIE o 7 — &
OBRFERR L), PR 21 £ 5 DPC it & beic B
Wi, WRADL, APHAL EHEHFIOVWTRE, 2007
ENS 2008 XTI TCEHY = 7T RO EY =7
T L AEE L h o7

BRIZ, P 20 4£)% DPC ff4kkeic BTy«
Ay 7T T N ERD LEHOE %S % A

L7z, SRX—ATIEA A8 F—N, ANWNT S
L-TYEYY Y, AVKTIFIRFEENDL X
WS RRPUEWE, PLSARINEIIY =4 v o
V7 FEEI LTV (Table 2). —F, HaE~—
2 CIRHEFRR (), ANNZ L - T DY v,
7 7)) SRR S NS A AR U 2
FIZTVzAY v 77 PRI LWz (Table 3).

% =®

AHFZETIE, ¥HoRFE L7z DPC oty A7 A
[girasol] % I\ 2006 4£E DPC 7 — % H& H# 1,
2007 42 DPC 7 — & $2 I I [ % OF 2008 42 DPC
F—ZRBMICB TSV 2 R v Z RS
AL 72,

2008 AEFE T — M PIMICBIFE2 Y 22 v 7
FEHGDOEHE Y = 712 7.6%, BEY 7129.8%T
Hotz. INHOEMEE XV FENCHE S % 720,
FIER Y = A0 v 7 EHREMEHERZMA L2 2
2, FEAY =2 v 7 EEGEF Y = 7 R OHE

Fig.3 Frk 20 £ DPC MRAERTICH (T 5 DPC MEHEEETICEZ D2y T2 T b

(@)

TR 20 FEDPCHEFRICE T AV RV v IV EEREEY T 7TORARMH

14%
12% -
10% 2
8% 1
6% A
4%
2% 1
0% !

K "2 T %

A ’,‘s**,k"\\

S
W

M AR
—— E51H|
== 5\ A
—O— £FIR

12 7 8 9
s S S S

10 11 10
s S S S /

1"
/

12 7 8 9 10 11 12
A A ey ard

06 06 06 06 06 06 07 07 07 07 07 07 08 08 08 08 08 08

(b)

Ak 20 FE DPCHRFERICE T DD RV v IV EESRBEL T 7T OARER

25%
20% A
15% ZL\‘_*__’_‘_"

5% 7

4
"5‘

--—-A’
A-d PRI

—— I5tH
4= 5L HHF
—O— £HIH

1 1 1 1 1 1

O%Illllllll
7 8 9 10 1M 12 7 8 9 10

A A A A A A S

1"
7

12 7 8 9 10 11 12
A A ey ard

06 06 06 06 06 06 07 07 07 07 07 07 08 08 08 08 08 08

T A v Z7Hi%E Vol 3,No. 1 (2009)

31



7L, AHEAL A, WIRFIOMEIZKE WS
EHIRENT. 7B, DPC BMHEIC BT 5 R
i D BN — 2O R IZFEFHIE LS h o
T2DIHR L, BN — 2 OB IENIRFIA L
{&Hhol. Zhwz, DPC lMEkEc B 5y «
Ay 7 EERNESHEY 7Y 2 R v 2R S
By 27 EEHEBTLIOCHL, Ytk v VE
MR 27 IET )y ZHIRAIRE Y = T &
MR GHBT B L E 2 b,

Z LT, Pk 20 4EE DPC Sy & belc BT 5V«
Ay s REMBHERLMET LI LICLD,
DPC # i 3% Bt 25 DPC ® G e~ & BAT T 2 B
VAN v Y7 VOERBEWHLNIIL T4hb
L, V) vz Y7 MEWIRA L OIVHANC B W
TRIFEALGEILZVDIZH L, FHAICBNT
BHELLRZAZEERLE. BB, YR v 7o
27 MEARWZEO T H I DPC W4 bi~ &
AT L o 72°P) 21 4R DPC s i be il B\ T
BHERT A ENTE LD o72. EHIT, 20

EEDPC RS RIZBW TS 22y 727 b
e LA ORI 7 & ar L& 2 A, Y x
Ay 7T MR LSRRI AR
Fd0TERL, WEGEGICHES Z & A 5 H
Lo,

PRk 20 4R BE DPC W RIGREIC BT H2 T = %) v
JYTINBT A v ZEBEMERH Y 2T REINS
BOIRL, VoA v ZERENKEY = TICIE
LA LREEL 2 b o 727K, DPC B
BElZ BT 2 FEFHH I OIRF O B FN — A & &
BRaX—ZfHELOERIIHDLLEEZOND.
)% 20 4 DPC W Rimbeic BT 2V =2 v 7 &
7 M IEFHFNIZBWTOAREL. F0R0, UV
Ay ZERHIEH Y = 7 OMEITEAE WY = R
Ny ZEELEHEY 2T E LR LY, YRy
ZNIRAI SRS = 7 L OEBIESEWY = A v
REMEE Y 2T IXEEA LB L 572D TH
59,

HARY =42 v 7 BEHROREIZL L L, P

Fig.4d R 21 &£ DPC W&RERICHE T2 D 12U v VEEZERARRT
(a) FR21 EEDPCHRM/RICHEITEID R v I EERSLEL =70 X#ER

14%

12% A —=A

10% ?--1---.---A"*\‘/""""ﬂr”"— s

s, | PR
—— 5

2% A
0%

o WM—OM]) =a= S A
4%

—O— 2 #If

7 8 9 10 1" 12 7
7 7 7 7 7 7 7
07 07 07 07 07 07 08

8 9 10 1" 12
7 7 7 7 /
08 08 08 08 08

(b) FR2IFEEDPCHERRICHEITEVRY vIEERBEL = 7D ARKER

25%

20% | o

L \\‘—’

e e ocd-—k--A-—A---A

RARF

15% - " - - /

v v ¢ —— S 5H
10% Wﬁ - &= LA
—O— 2%l

5%

0%

39 T A v Z7Hi%E Vol 3,No.1 (2009)



WI9EEDOY =2 v 7V REROEEEHY =7
1362%, ZFEBEY 2T713172%TH5 8. A
i, DPC BHIEEEIC BT 5 Pk 19 EE 4
7 6.0% & DORIZIE 0.2% pt DEL RV OIIH L,
SRR 19 EERE Y £ 7 9.0% & DMIZIE 8.2% pt D
VDD, COENPEFNLFENG LiLL FAETH
LLEZOLNS.

BUfFIZ 2012 4EE T2V = 2 ) v 7 RS BE
7 30%DEKEHIELTWwA., LarL, DPC
BRSBTS Y 2R v 7 REM R = 71
2008 fEPE T — F RIMWIIC BN TIE98%TH D,
DPCORMHICED V=AY v 7 v 7 MERITE
ORISR EIL, BRER—ZATOFHEID W
FEHRATHLZ L2 EET S L, DPCBAENEFEC
BOTARHEZERT A2 L IEFICHETH A
J. 7z, AHEZERT 572901213 DPC B
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el U > 7 Vil 51,647 151,344 99,697 193% 5%
Y7 FT A 37,235 127,840 90,605 243% 5%
AT BN e TH_T 27,740 115,205 87,464 315% 5%
T AR — )L 39,231 125,627 86,397 220% 4%
BEfe V) > 7 ViR (7 R o BEN) 64,780 148,637 83,857 129% 4%
FXY AL 8,591 74,458 65,868 767% 3%
—HNTE 12,428 57,993 45,565 367% 2%
AVVERT 7 7 EAHX v bk 40,471 84,865 44393 110% 2%
A% 38,603 81,888 43285 112% 2%
SR I 20,982 62,813 41,831 199% 2%
TrEFV 31,894 73,289 41,395 130% 2%
B hh iR (1) 143,071 181,823 38,752 27% 2%
gV AT 19225 57,834 38,609 201% 2%
A OVER T Y — | 26,711 61,628 34917 131% 2%
7 U TRV 18,117 52,900 34,784 192% 2%
N VAN 13,910 47,543 33,633 242% 2%
Z DA, 3,934,482 4242052 307,570 8% 16%
&5t 5,568,773 7,512,300 1,943,527 35% 100%

2007 4EJE 7 — & $EHH B & OF 2008 4EE 7 — Z R 0 12 » A 450 7 — % % 45T girasol 1254k L 72 135 O )% 20 4EJZ DPC
WEWFEIZET S DPC F— ¥ HiHERTH L. Y2 v 7 7 MR, 2008 4EEER L 2007 EEHEOEERT. Y
U v 77 FERIZ, 2008 AEEEE R A 2007 AEPERRIC TR A AV ER L. YR v s YT NESER, YRy
737 MERARHMEICED D, BWASOY 2R v YT MERMEBILER LD DO TH S,

34

T A v Z7Hi%E Vol 3,No.1 (2009)



7) JEAEGEA. [P 20 4EEE [DPC E A 2B
(B3 % ARG R A & OVRRAMG | e e (%) ]
http://www-bm.mhlw.go.jp/shingi/2009/05/dl/
s0514-6a.pdf

8 HAY =AY v 7 8ERE ["FRIGFEEY «
P v ZEHEL Y = 7IZOWT] http://www.jga.
gr.jp/pdf/H19_GE_Share090323.pdf

YR v 2% Vol.3,No.1 (2009) 95



YA v 7858 2009;3:036-042

(— #& & 3

BRREEZMN\OKEHF|ZHET D/HD
WMEFA—=E) 2T OATLOERICET DR
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Summary : The prescription form was changed in 2008, and now allows generic substitution by
a pharmacist unless it has been denied by the prescribing physician. Most physicians now use the
Computerized Physician Order Entry system (CPOE) to prescribe. Thus, denied orders may be influenced
by the user interface (UI) of CPOE. The positive user interface promotes physicians’ use of generic
substitutions, but the negative Ul inhibits it. The initial setting of the negative Ul is to decline generic
substitution. The purpose of this study is to elucidate whether existing CPOEs in Japan have a positive UL
A total of 1052 questionnaires were sent to the directors of pharmacies at acute hospitals that had adopted
one of two payment systems, Diagnosis Procedures Combination. A total of 457 hospitals (43.4 %)
responded. Among the respondents, 284 hospitals (67.9 %) used the positive UI; 79 hospitals (18.8 %)
used the negative UI; and 35 hospitals (8.3%) used a fixed negative UI, which forces physicians to decline
generic substitutions.

The hospitals with negative Ul and fixed negative Ul tended to have much fewer beds than hospitals with
positive UL In addition, many of them had no accreditations, such as an advanced treatment hospital and
a designated cancer care hospital, and were nongovernmental hospitals. Interestingly, each IT vendor
provided a biased ratio of the negative UL

We found that the choice of negative Ul was caused both by the demography of the hospitals and the
policies of IT vendors. This study also shows that IT vendors’ policies possibly affected hospitals concerning
the building of user interface. From the standpoint of compliance with governmental regulations, fixed
negative Ul needs reform. In conclusion, we have to inform both hospitals and IT vendors which kind of UI
does not meet the required regulation.

Key words : generic substitution, prescription form, CPOE, user-interface, denied orders
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Quality Test for Metformin Hydrochloride Film-coated Preparations
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Summary : To evaluate the quality of marketed metformin hydrochloride film-coated tablets (preparations
A and B are the original products and preparations C, D and E are generic products) , the dissolution test
and bitter taste test of the preparations were studied. The following results were obtained: pH had no effect
on the dissolution behavior of all preparations tested. For each of preparations A, C, D and E, the time
required for 100% dissolution was within 15 min. However, for preparation B, it was about 90 min. With the
taste test, the bitter taste of preparations A, B, C, and E was sufficiently masked just after administration,
however, it was not for preparation D. The bitter taste of preparation C was especially sufficiently masked,
not only just after administration, but also at 15 seconds after administration. These results suggest that
the outcome of these tests is useful to select metformin hydrochloride film-coated tablets.

Key words : metformin hydrochloride, dissolution, bitter taste test, generic product, film-coated tablet
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HELIOWMEEZIT-72 (Table2). KEFFEHNE %
TCHBIE, KEDVRONIZRT VT4 T 2R
ELTHRERBIZFERL, HEY EEELHIESE
THYTHMEICHZDT S HROEHIT
228+13 (N=33) THo7. Wbz +3, T
T ERBIEAE LT MRV VEFEN20% (35
RARERAK) 2% b LX) ICHELHEZ -3 LT
Filta U7z, wlBRT SRS O F R gLt FIZ 28—
FIVCTHE (80.04g) 20, WEOHEEZIT-
7o, WANCEOHE %, RIS IRGREBRK O R E R ER % 92
fil, ZOBRBRTHEHAE T V& AIHEBRE IS
27z MR E X EE 2 S ACERE, 15B8%D 2
o] DFFA %2 47 o 72, MR RERR IZE B I 2 i &
WL, KTHBMILL I g S8z Kilkowk
HARABOMMBEIE 5 5 & Lz, 7 BRI S KRS A

Table 2 FkEHERICH 1T B Structured RE

3 -z -rv 9 ! 2 3
I I I I I I 1
AN x5 e » i\ IE

AN v z5 P BB

Y = ns H y Iz

B LY W& Ly H H

L ) S A

)

3

¥

HKBVUMEHT*— THOHER
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MEHRITTRBER.

5. #tat

FERAERNT T R CTOP AR REFEETRL, KR
A A TEDH A DBENNI 5 AT, BAI T
DM Tl Mann-Whitney's U test 3%, & & 15 #
HOWE A 2 7HO 1 Tld Wilcoxon signed-ranks
test 27 w7z, P<O05Z2AHEEHY & L7

F WA L CIImat e AL LTl
HMTELBEHETH7-DIIN=30%FELTH
Met e i L7z,

Figl X RKIVIDTAIILO—T 1 > TEEDBHEE

(pH1.2)

120

100 A& g & °

80 Y

FBHE (%)

b
60 { O [ ]
w0 O ®

20 @

(Jm;
0 20 40 60 80 100 120

B (min)
SEIA; A, $%IB; @, HEIC:O, WHD; [, HHE: O
70y MEFHE (N=3) %7R7.

Fig2 ARMKIVILTAINLT—T 1 L TEEDBHEE

(pH6.8)
120
[ J
100 @@ g °® i
~ 80 A [ ]
:
%’ 601 L
B o
40 ®
[ )
201{ @
0 %} 20 40 60 80 100 120
B (min)

HH A A, BEB, @ HEC,;O, #HD; O, HHE; O
70y MEFIIE (N=3) &RT.

L S

818 XU 2B B R R % Fig.l,
21K L7z BIMBLIUE 2 E HICHRANIIT
FEEOBEMZBE 2R L. $hbbeToRA I
BRI RITT pH O BIIBO 5 NLh o 7.
85 1S BT 2 i EAER 15 0 IC BT 2 R0
g% Table 31278 L7z, #H| B L& T 154
DIICIZI2 100% OB 25780 b7z, #F B o
30, 45, 60, 90 3 COFE WAL, TN Z1 59.9+64,
782+29, 95563, 103.6+4.1%TdH o 72. AHf
JECH W R Mg TE e Bl
L. T v AEE, B TR S RV EKETO
WICH D, 7)) MBI X BEHEREOEN
WIXZENFRD NG o 7.

WRE B L% Table4 1SR L72. W& 158
BOWHEOZALIZE L Tid, #5% C st Tz 15 8
BOWREIIEZOKRE L ) HEISKER 2 7K
T35 2RO SN WHRIFHOLBIZBWTIE,
AP BWTIEERE (P<0.01) 2Z2FTh<, 15
B (P<001) I2BWTHHEAMIIHKEZ T O

Table3 ZE1RICH TS 15 PETOBEHEDLESE

SLF BHE(%)
55 105 155
A 79.9£6.5 97.8t14 99.7£1.1
B 19.3+x04 33.2%+0.8 1717
C 43.4%£33 68.1£4.3 100.0£0.1
D 70.1£10.5 97.2£0.8 100.3%0.9
E 59.0£10.3 94.1£6.0 99.8+0.8
N=3, i +i1R%ERE
Table 4 MREHERIER
51 BRE R PiE
fRAE®% A 158 #%
A 0.0£0.25 -0.67+0.65— <0.01
B 0.0£0.25 -0.73£0.72 | <0.01
C -0.15%£0.36 "™-0.27+0.52 "™ NS
D -0.30£0.53 -1.78£1.02— <0.01
E -0.09%0.29 -1.27£0.84  <0.01

ERBICEN(-3)MLFEBITHL (+3) DIEE TR ERBREREL-EKRAD

T

SEEIAEDLLE, PiE: RAE&E15HE TIRE, N=33, FIERERE
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EWAH D ENRD SN FRICEHA D I3
ALHKRLT, EEBICISBHROKE R a7l
AN 2D 57z LA LEFH D Lt
FEHB L O 15 B ROMRE A 2 7 I EAI IS
TAHEENED SN h o T

% =®

A MRV VEBE T A VAT —F 4 v 7 EFN
A MRV VEEOFOWKESY A7 $5HWTHR
FIELTT7ANLT—T 4 V7 ENTHAITH 5.
o TTANEDLDOEROBFENEED 5\ L,
R~ A 7 OEEEIZE L CRAIM OV Z 5§ 5 2
LIZHEETH S.

AR R LY, BHHRBICB VT, #5H B D
AZ 15 2 PANICIE LT 100% D AR b,
HEZIERICRWZ e O BAAB X
UBIIEEEEGTH S, WHC, D, EIZv =Y v
PEHFLTHD, foT, Yo iy ZEHENIT
NTHA A ZEREE LCHEALSh e EZ SN
b, A MBIV I BRI SED AR REBRAE &
LCHEBaB LU b oBExH 5. BHREBD
2BV T 15 7 DU T 205 80% DL L & Rl 19
XERTW5BS, #HIA C D, EZd_TABK
ZE L TWAIEMWROLNT, DOV A) Yy
7 EEGOBEMZE) & U CIZREEN A & %
THHEZEIRBEND. 204 BAMTIE
#HIA, D, E 1310 55 LINIZ 100% DEHI A RS Hh
BH Cl3fbo 3 WANCIE L T, BV &N
R sz, —7J, B5H B fio®Hl & gL <,
FEFANIEANE L, 100% 2 T RER DL RS
LI ENEDLN fEo THEIMEHICEHL T, B
H BIE i BB a 20 e 3 5 2%, My & &=
BBHEEZOND. WHABLIUOBDOA Y FEa—
R — 2 OIYEYREDIHIZ BV 5 e T IR v I i
B (Cmax) B X F Cmax F)EH:H (Tmax) X%
hZzh, ATIE997 +255ng/mL, 2.36+0.96hr, B
T 913+267ng/mL, 24+09hr X E LT
5. TabbEBERNAB LU B TIIEYIRE
TREDRWI EATRIE IS NS, F 72065 2 #HNI
R CHMYE, ZaEMrBEEShTBY, T
AP 2 5 # 2 UL, Tmax OFEWNIZ XD, i
BERE T A3 9 BB I BN W REE D %

AbNha, UEXDEFEEALY V) v 7 RS
MANOY ) B Z B W TIZEA B 25T
BHZIIZBWT O RE LIED R IR RIZ S
n5.

MR ARBRE R IC BV TIZ A NI K & 220580
Sz, BHI D ZBRITIZIRAERZS X015 Bk
BWTE, HHRA 2 7MHEICE L CIZEHIRIC A B
WD NG D o7z, L LEA DIZEA AICE
NTHBISHERA I THEIMENZ &, T4bH IR
AERNZ EAURIEBE I Nz, F 72, 15 B OFRA
I 7 EDZEALICE L TIZEHA] C DAL C I3y R
&Y, AEISHERAITHEPMET T2 2 & AURE
Ehiz BH CILI5BRBRICBWTH KRR b 71l
MME T, R~ R 27 25+ 550 e T& % 8BATH
LI EDPRBEENT, I5HBBOWRERA T TIZEL
TIREZDOWREOR R H B SN D W HEMEAE 2
BNA. LA LEZOKREIZITE A EOPRESIC
BWTRAAT7H0ThoZ ez L 150
O FHM X 1 7 O FFAM 255 Bk S 7 BE AR
DTIREEZD., o TTANLIA—T 4 Y TIT&
BEID GO~ 27 L v ) BHEULO H % % 2
W, A C IR~ 2 7 I LTI HamE T
ELBHITHALLEEZLNL. WA OKIIEEC
Lo TIHRARORE ZMETHY, ka7 7
AT VARG ZBWBIEIREVEEZOND. fEo
TIRART S L) Bl HE 2L, BH CH
KOEHTHILEEZONS.

Db, A MRV VHERSERA OMEREE LT,
T AR & R R AR 2 JE it L 7o R R, AR &
LENRHDLZEVPROLN. FLEAABIY
B 23 RIEENT, BHC, D, ENV Y v 7 &
HMTHHI L 2EZNL, Yty Z7ERNT
B % HHF C WA AR D EHTH 5 T HEM: 2
RREN5.

EHEGOBIROKE LHHO—D2L LT, BED
Z—REZONDBATH D Hh &) HHBITS
N5, FRIZ, BRI R BB O = — XIE
R B2, WA ONE % L0 2 BB %5
liasskDdDBNL. ZOBUEHI S, RIFFERERIE A b
RV X VIR A 2 RIS B0 —Do D HRiE L 7
LlEZD.
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oY xz b, #JE. 2002 ;53 :2791-804
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DS, FEEOHO A, 2004 ;210 : 129-32
HE . DPC L 35#). Jwbe. 2004 ;63 : 67-470
TR, #BEMm A —h — KR TR T3
& (FE#ER) ] ELTovgn»rs. BEEY Yy —F L.
203 ; 39 : 29959

ARG, BHAT, HEEE BIE. %%
R3O K % s B E M IC 3 2 EREFE. K
A2 2005 ; 31 : 906-13

WEEE. VxR v o BEHE L K~ o HEH] Bl o
sl YA v W% 2008;1:514

NE, EERE, SENE, SR, PIMET
WATAAE, okl A IREER, mRRE K
APRZEZE, EE B, S, BRI R E
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T AN v 7HI%E 2009;3:048-052

(E3EMFMAEL>RITL [Pxrl)y VTEERISKD 5 B1EROIRIK & RE

~LTHHERBEONDEELEARY» S5 ~] BR)

TRV IEEMITKDESNDRIROBVIRERRE
REMBRRICEREZHTT

T# E A Masato CHIBA

HA7 27 7 ikl &t
ERATEPRALARRG I 2 i BEER

WA, BUE [ <3 D AEERM (—kais) ] %
B L7223 LT, ZAUIBIE DO S B
IR UM ch Dy, L Lareaeticls s BHw
HORICEMELRIETE, 22/h0 ) 25F &, Y
TNE A LDERBEDBIT VR T VA v M 3D
L. FESRICIE, FEMARARIERIFELD, »
bWwa [{FTYMBERE] 2 A5 — S8, BEAH
T AEDLSTZb OO, AT &R R
TS 2 BRI WA DRI PMS S A6 L,
SHIZWoTWwWhD, FICEEWREWEHICE LT
SIET 5705, HHREEA~ORE T EI W, AL
1t - MR - M, #EosMEH, oy ME
it, B - BREER R SR T A AR
AR B AL, HRR) - PR SIS 5 5t
7 vay (FREEREEM) 2d 1), ZoOHMEICHEE
N5 BHWEbEITEEFERRE LM TIEAHE L
T, DF ), KETHIY %) HEaHRE - 554
1, B < F CEARAEIRIE M IC S bz
BeN—Z21ZLTW5.

YK 20 AEFEICHAE S N2 R AEBFBIAE D [ <
T MF] EEAERERME T A v JEHEM
(LLF, GE E#ih & ig5) BNZsrF THZz (Figl).
WiRE LT, GE BEEMAVEHELREMS ) o
HLr) L2y A MY, BUEOB B

*F 1010032 HCHUHR TG X AT 2-2-3
TEL : 03-3863-1225 FAX : 03-3861-9567
E-mail: m-chiba@chemiphar.co.jp

BL B L TEZEUAT L. 2O GE EEMICH
EONLEBHVEDLEEGHTLTADLE, BHWE
bERNETE, B CERPIEREROGERRE [&
BEK] Ak v T, R TR ER RS 7L,
—WAL B % & TBRNEF ] 232 FHICE o 7.
Oy MMEGe IR o [FkE) - 8RN, F5e
ARG (POERED) B9 A Tl 1SkWT, Aok
GREMIBOARESBIESINS [Zatk] 15
boNs5HEHTHS (Fig2).

TlE, INH0BHWEDRIZIERD &2 5F
EoNTDESHLTAHRLS (Figs).

CHLHITRTHEY, B TIEER I PRBREE 2
SOBHVEDLENL L, HFHEEDLLEVwST
v, ZofmE, WhEEARROZEERIBTHLE
iR SN T, o4 1d, GE E#HGICETE T
5 REVED B B PRI EE R A & O BRI A b B
THEFHL TV &A% GEE#HG~DE

Fig.1 H20 FE < 9§V EzxSSA (n = 4687)
ZhOfth
4% ﬁ§
32%
GE 1,500
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B R OEMOEEIIRTEZE DL, PR 184
FEDMREBINRZ P 20 SEEEE W L TA B &,
HEL LTIEIR A oN otz ) 2 L%
5. HL, BRWEDE O B (1.85 %) L
TWb5DT, RBRER?SOBEWE LTI 2 T
WLDRHEETHL. T2, ZOBHWAEDbEOR
DY) OFT, #RE L CEMERNETE 27— A
B3, EHIE TIPS TIE 2 R E o T A,

TlE, VoW EALZNEDBRWEDEZO)
WZHEZ T L TA LD (Figd).

WhW B EMP 2 BEWEDEOSHHRIRT, 4
HEICHFEON o B EL b oo, EFW
WCHIFE I N2 0L Wz 29 TH D, GE EHMIC
DEMO B EDLEDDH L DI, #INYMEH DR
OWF R ENBTONLH, GE M LTS
DEME G OEBEERIE ? | vy B, “ae®
MG S M O PR & v ) T E TBWwWEbE
HEP D nZ L 2@ lnize LT, HodTh
BVh, HENE Vo THIWDOTHA).

LTAN, BAFHEBHVWAELEDI L, —@
LR SR DM TERE, WA TR VDL EN R &1 H

Fig2 H20 F£E GEmBRFEMIZ7

6B LLTF
41%

CHSES |

1%

Tek
8% 10%

Fig.3 A75H¥AKRAEERIEDHEHERIAER

(FE3TEE)
2006 £ £ 20084 &
B 5344 (2.3%) BIVER1134 (2.7%)

EtF T M s
7% b-ill:i 39% Fil&m
21% ' 22%
2259{4 472214

D= IS0

T5H01F, BRP GEEREMEMDTERINS
LDV TH S (Figh). HL, ARBELD
WoF—%ICB LT, GE EREN T2kl
ENTVWRVOREETHL. LrL, S0z
W [RBZEE LTAE] THoThH, LT
2 & o TRIEBIARIRIC T — 7 23> T hE
TE25HToHY, HEMEELZ LIF5NbZ L
EHENLRLTH S.

Fig6 I3 HAIAHBHVWEDLED ) B, [HEE
It oW TDOAREY 27Ty FLTHW L2 DT
5. BAIEEEAE 1EE L2RGE L Twk
Wiz, JERNIRETEA ORAZILZE & TH 5
SETEEINL r — 23w, FRAEY
WO GE RS I2HFE 55 B WA bk H
BB L TEL oTWwWh. Lad GEEHELTI,
T O OB TR UIRA TIITL D D
DY, WIBWIMPA I L R D —ADH B 72
%, GE %M LIZLIZBH WA HbEDIISIZH
B b7 —A0Hb. ZO5HLTF—7 Z2hHiz g
HETE5bDEN, BEEINLEEMZEDORKIT
EHY, TOMAEDLENPLTFT—FEHZHIZHIR

Fig4 XEFHQ (n = 26)
EEER
18
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14 —
12 —
10 —
. |
6 e
4
2 I
’ GE GE GE ‘ GE Eit 3 b3 ‘ Eit3
WAL | BELEL | WEBY | RRWH | MEGL | BELEL | AHBY
BEER | ERGR | BEER | SRR | RSGR | SBRR | REER

Fig.5 &&EIRY Q-1 (n = 699)
» —ait. PRELEREREFIIZET LD
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RisdbEbSbuRE\w. T2, BROT—%
NOFEHETHICL T, AT DHTFEEG OB
RAVHEEE (—%) )TV A DIZONATYD
MWLM BHHEZATHY, FHFHoOH LY
F= PLEHET 200X OREL H 5.

L L, BURE LTK 4 OERREEE CRE N DR
FBEREEDSDH L. LK, BEZINL-T, Flx
KRB TROOEN TR EDE[FTELDDD
Y, HHEBEFASTHRZEMM L DZENENTE S
Uk 22023 VF—%2nTTnbEEbhs.
F 72, BEERERIC X o TiE, B S BFIIY S R
FEBLTBONL YT —A3 DY), H5HEKRTHIR
%P0, ERFFCOMPIAESITERVLD
», BERO VA MEHROEE X E S, 225
il 2 OBGFEATE R E TN, RO RE ERY
ML LTIEHTE 2wt vwozifm s hAaao
TLBEZATHA.

CERIWER / BT 2 BWE b, %k
3% - GEE#ELZMbrVwE ) Ths (Fig7). —
HEkr&xl3 e A Lo GE R, FMNEREZO -
WERZRIEA ) P FIVORTEHERERZ R > T\

Fig.6 L&A Q-2 (n=179)
(=g 2
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Fig.7 ZT2MNQ (n = 358)
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BELGL AHHY | AREL | mREH ‘Eﬁ%’lu&b\ AMBY | AMGL | KRAH
R ReM Ereid el ‘ R REeM reid 3

GE GE

V. IS GE REESNIIARGREM & L TR
BRATRD ENTWRnwbIiF T, ZaERICBE LT
&, Riifg, BB BERGEHIC GVPAFICED 5
N7z, BIERTEHRE PUE - 53, s LTw <
Lo, EHMINLEEHEHROBE N E LT,
ZuAienid, BELLRED RIFITEAEN TS
EATHEVWIIRVWTHA ). GEEHEHE VW E
L, i TEHINE, FO5EIEH D BEDO%R
ABEEIC KRS CLPAREEEZOND
PHTHhaH HL, HPELLTELBLTETLS
O EZRAERL RN (FI 2644 &,
GE EFHEMA LW ENTHh 5 O 6 FERIXH Ulh e
[ N AV AN SR A

Fig.8 1Bt AS I 20 4FEEIZ IR LEFAliASH T L
e EWERONRE R LD THL. LN
75 700 GE BEHMIC S RMOBINEH 2 &
n, KoM Z77 7080 BEEHOIEINS. 4
AL ML T B &, GE IS0 5 H3EIEH
ZRBLRTVOTIE R, BAOIY) i H 23
GEERFEMICT 7 PLTETWSL2DT, 58 kIS
DB L L 6HINGE EH & 2o TEITWAHLD,
GE BHEMORIERERI R LE LTS o TE
TWwbEdnz b,

RV HINE KD 3/4 (75%) #° GE EH 5,
T, ENLEMEEM - RINCHET A LAEMDOLH IS
b, ZZTHEHTNXIE, GEEHES T LIE
FRICKRHOBEWERPPE SN TR I ETHD. &
LIZZENZENZEEMETHITTAL L, GEEHEN
THRA - EEREHPIEE SN TV S Z 355 h
%. GE EHMMEHmADTIE R, GEEHMIC
bARA - EEREH S SN S & v ) FE L B

Fig.8 R&MIF®R INERREHH
H20 £ FHE#E TAERIE

(n = 285)
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L, FEHBEBOERM - AR OALATTIIE, TR
FRICEIWERTESOPUE - REL TH w2 & 72w
DTH 5.

— PR 2 B A, RHD - EERIVEH O HARN3
Bk Table 1 ) TH 5. 4 HALEISHRS
nTwzw R HkddE, BACER (£
OMORIWER] & LCRiilEhTwa [ oFl
fEm% S, BBLZEIERHO 7 L—F (FEEWE) 2
5 [RAD N ich s, AT, HEMEE YIS,
RENOENWEH TR (KRR AN 2 hE 51 A3
ERMSINTEGA, REICBVTE [EH Lo
BOWET] FENEL S5OV TL BLIATHAH. 4
REDET) I hoiEE L HEREMERTH S
A%, ARMIZ GE EHEGFE TR SCEOUETHTH
NLHHBVPELLEDTHAH) W [wvnEkidnz ik
W] I ES o T HNLEDIEE5D ) LT TH
59,

T, TH VoL, Eililzobo
WHEZEEENTERINLDOT, GEEHEMD
%56 - IEEBRICERE RSN DRHEALAREDF
AHbDEEZ L. BRMICE, £REOBLTY
MHERBOANZGE NS [fe, BEHTERYS 2O
M2 OEHOBMWEDETH L. KBEMTRD
BTV 723, 72256 BRIOL
CHDY ANy ZIIEHTE -] &2 [
LY UREIIY T bhw] ELERTTHIRIT
NI SR 0WbDLDTHA ). TONE &K
T57-012, BERERAELZ TS (RHEND) 1
I 2RERDOTH S I 0. HEHYR LKW GE
WZ6f U TR D B EHIEFED LD [HIUITBL
el li3dnw] LorEEHIZT 50, BAXRIRIX

Table 1 GE R - EXER th#

v7oonxyiy i 7K RE A AV FAV-S (A
FH=DY hES BLEXDZ AL
TSINREFY B Bk A i BLEIEL R AR
SVITSI—I BHYDLIEE  HUDEEDNZRE
" BEETLEBE  HBULERLREL
" KETH 2 EEHY
y=7ORk HEAERR BEHY
" EB KR EEHY

ENBRDTHHH) . TORET, GE EHEMITL
FLEIEIEH 2/ VENLZOTHA S 2. B
MAFRLZLE2DIDLSFHT L0080 2DTHAS
) H Je® GE EHMORMENWERIE R 4 534 L T
WA DI TR L, RIEOFTIRI T A S EE
SADREIPHEZ CELBEREPLINESINIZLDT
HbH. VWbWws 3000 pfl#FHATE Yy FFEbDOEF
EZHENDTIEIR 059 D
YUMREERTHAL D). B E L 72BN
BEHEREORRESE L, HEMEHEEH»S
VR FH IR S B BRER A % 501 L C A7z (Table 2).
BIZE, TINRAFF TR, BROZMEDOEF )
5 2 BIE kO RBERAN 1% Th L. =
IFETH L, TOEREMEME LB, BERLWH
W, D\ &S ORIEH B 5 5E T
HbH. THIHL, DT 53R 5 F 2 BHITIX
Pr3&oe L7z 2 © o A o 7 3 e i - 2
ZEML, BEMICIE 171 Bl ORI ER 2SUEE
NTL2ARE, LZADBFEIEIBHIZEEE S
TWVWAHEVW)DRZOERDOH T THAE. LrL, 5%k
W2 il 7z2s, SEFATRERE RS R LR A, Al
PR A 722 &0 1 7o Z AN 0, FASENZR)
DTEHEINIZRATOLDTHH- T, KIHAFED
HOANE S ZH AL SRLEDTHAS. TP ~DE
EEMRT—HT, REMEHEHRODPEIZIZTE SR KL
OFMEHFIIL L, FHEEFHFEINZVIOTH .
=7, BEZ6-10FEHDRNTEYT 5 GE E3
mClE, GER¥ENFFENLLZEZAT, R )OEK
BAME W CE 2RI CIE, k)L
THIWEHTEHRIENTE LR VDB RELDOTH 5.
EHEFEBIM O 1%, AR GE #2312

Table 2 5£3 ADR RBSRE A SEH L - RE L

L+t GE 25 ADR IR EHH
Ri5 % 5% | ERBEMER | ERE | %
(BEFF) £R | RBEHE (%) | (BB | &K
TS5NREFy 0307 171 53
ALRAYY 0507 2 o 15 4

i A et 10.3 172 9
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DEPNTL»ERELEZ LD, GERFEDOET)
XEITHA I B 7272855 TV B 2T TIRISHH
MRV, T, VWoltnwE ) LSO TE5DT
HHHH. WD HEMAFEE, GVPHEF M
BELZBYFERL TS, & MRIUEICHED
559, LORBMICIUET S L9, FHEHE 2
THEINHL TnD. ENTIZIET U ANEHR
S, EHEEBEMNCERM S D EWAH 2 5 L)
LOTHLH. ShrEzE, RKoOONBEHIC
IRZBRL AV AV ERFEBITLHILILKROZ

52

ETHDH. AL TILE ] 2 % 2
BIFIUE, TRIZEMERE ) PR
L2L, EB [2nwdoidhw] oThsb, —ib
® GE RE G TR IR 72 EiiE#kict ) U5
DEEMEHRE Feft < X 244 % GE %Ik 5
DTHAHID, BEARDPLLEBEZZBRHLT
HHHIM. GHROEE LTEOLHITON DD,
GE RENENT 5 L L b1, EHIEFHH O THR
ETHIDRLERDTH 5.
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(E3EMFMAEL>RITL [Pxrl)y VTEERISKD 5 B1EROIRIK & RE

~LTHHERBEONDEELEARY» S5 ~] BR)

IRV IEEX—H—Dt

N EA  NAOHIRO ICHIKAWA
KIEHm T3EMAAH 2 B

F—J—F: Ty,

1. 1 U & [

VxR v s EEREHREORN DT, mE,
R E ICEER SN TV L0785, EHdedtc
H5H. HAEOBBERSIE, EREREE, RRER
DR HI{D, — WD T2 FTEL D 2B
MwEbExZd 5. 40, 2008 F0BRHVED
HEMEGNL, Wz FBMwibEto
FCiE, weiciite k) %, Yok v FHIEX—
H—DBHWEDLEREOL LTI E BEbNLNEN
Hb. TNOOBIEMMAN L0, GEHFERX —H—
DIEHRRMEOBLIRZ HET 5.

2. BEVWEhESH

(1) BEVWAbETHR

C OB EMTEREICHFE Oz BRVWG b
FAET 1521 1 CTH - 7205, MRZFRHE L TE 7
boOV21T DY, HHOME L, BlVEDEIT
ELTIEEOT 1304 2 ATk 5 & L7z (Table 1).
BHWEDLEILHH T, KDE D> 72D I133H|
iS4 b0BMWEDLETHY, #5826 1
63.3% % HDT WA, ZD 9 HAEBRIERIEA A 5
B3 566 R TEKRD 43.4% % HDT W5, ZIUIHEAL
OB DBHRA DKL TH 5720, By clish

T T 5203433 A VL VR R TR BT 3 A b
TEL : 0748-88-3366 FAX : 0748-88-2780
E-mail: Ichikawa@taishoyakuhin.co.jp

T, B, fEH, A b

HIENLENWZ L LHHE L TW5 EBDbNS. L,
EEBE DA D TT 4 70 S D BMWE b, 260 7
HOEERD199% Lo TWVh. ZOHRDBRWE
bEHNEDOPHTIZ, ZOH»SDOBHWEbHES
DHE 826 hAENRE LT

(2) BEVWEDLERARLH

M TRNEZEOILIIICHHEL TS
(Table 2).

B WEDEDOLWREHHEIME L ZEETH
b, WEONRFE LTI, EWEmRESEeE R
B, FomOESHMBEOREE R EDT— 1M
THLDEED TS, HLUBEEESLHIEE Vo Tz
IR OO BREWEHETIE, Bk -T

Table1 HEWVWELETT

Goowr

(3.6%)
BEET (3.9%)

ﬂ] [ o 3k 2 B 3
(26.1%) 43.4%

R EE B AR

(19.9%) #%:1304(1521)

08 1-12
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T =W eholzl), MK DD 256 03H
5. BN ZWBRWEbEE LT, BRehiko
R, N r—=JICT 50, a—FiZowWTo
by, FHIIRT2HEN D .

FAOT 2 250 BMVEDbEOHTRDZ W
OFHECETLLOTHY, 2371 (287%) T
HbH. Wi, AR EoEREICHET 554
DOBMVEDLEI 1224 (14.8%), WERFIE -
FIEICET 2 b0, #RICHTL2EHOBMWED
23106 11 (12.8%), LLT, &k, Prprpd s
BRI L 22 5T b (Table 3).

WA, PRBEE R EEAIEG, SREE ARG 2> & O B R
WEDbENEZIE L. E55I2BWTHWMEN
wkbE\v., ML, BERTIHHEICKRNTE
BHRERTHERICKRVTIFHERoTWS, &
HIEHICHET 2 BEWAEDLEIRBEERTIEZ W
A, RERETIZZNEIES iR, T2 - H
HICHT 2 BHVEDETIE, WER»SIEZ=FH
WZZWDITH LT, REBEERTE»rZ)PRnT e

Table2 ARNEHE

ANEE FLAR

PLERES AR EM-FEEOEGS

Ax-RE FERAE BE5E-HE BHREE NR-BHE
ANEE kREfE

et BlfER FEALOEZE RIS MEEEA
Ri% MEEE RUBRS #ESH BBEE toft
R FFE FHER REM WE H5EE K
W B MR FmY REZELR Bk Zoft
EHE -k ERYPR RR-EH O ORE A a—F

REEHER | JL—L

AHFER R WHEA BERAAM WLKEM

Z 04 Z DAt

Table3 EHEA»SDEBMVEDE
Ri%-RE
6.4%

KA
9.3%

BRI
10.7%

ZFDith
6.1% mE

=g &I 14.8%
11.3% 12.8%

RIREREHFIET (566) FEREXIE (260)

54 T A v %k

MEmE TR TwS (Figl).

bo b LW HICHT 2 BMWEbLEONE
&, REEER X, B (0F, By Terv i &)
O E - ZEICHET 2 BRWEDLEIRLL L,
W TR R ML TORENE, —a b
DVNTOBHVEDLEDNEL Lo TWb. I
LC, JwEERBeSEAI A2 & 3 F B i 5 Sk 1 B3
LBHEVEDLENL L BoTBY, BRERGITL N
WA DT 2 OFEVRLML I N TN D T LD
2H 2% (Table4).

RERET 2% E, REEERT3IHHICE el
DM & RIZ7RT (Table 5).

COREEIIOVWTIE, RBRER, HEREERO
WINBMEHIIEFE LT, kD ZVOBEWEHTH D,
WNCTHEAEM, #HLEORE, HE - #3E~0
Bh L5,

Fig.1 RIRZEHEIHAIED & RER AR D
BEIVWEDERBTDLEE

(%)
35

1

30

25
20
15 = 2_'
3 3
10
0
%h A K S ® LT il 54 & = z
e % ] £ & = b2 ) 1 1)
. . 7/ i fth
b)) A R P
72 2
ORBEEREHG m 7 EREH

Table4 SREICEAT 2 BBVAHEDILE
REHE || w204t

RIRZE R ZEAAM

R EE R ZEHIER

MR 49, AT 1IL:20, E:24)
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BEHIZOWTOBMWEDLEIL, [HEEHT
RIERZS 7225, 20 X9 el 3H 2 00] L
) DDOAL . Lo LEBICAFERE KO L 4
BT LHE L v, BWERHICHE T 215HE, B%
WMEZHEKEMRBFHLFEL VL. 20D
L9 hBHVAEDLRICIE, R, 2 OF5kE
ZLTEBY, THheBHwLIwEEZ 5.

3. V1xVyIBEX—H—DfH

BHOWEDEONEDOH DS A BWET S, K
AHIZOWTHIITT 5. [ & O | [TEHER &
BRFL] (et a2+ o=2125% L 7.

(1) FBEEEDE W

VA v 7EEMERTIIZ O, BT
ERDNLBIRD D 5. [HFEIELZF S TVDH 0
SR [HMICEDH 5 D1L, BEORIRL D
Mo | [REREBRIZE LB O R L] [
NEW] LB b, TOREDEAERLMEZT
EHWVWHDTHDHI EIFV) T TL WA, RIZI
ZOWEFBLTEONDE DD BVOBBIRT
HhHrLEDLNG., SHiZEOHRT, HErb5bhT
WA [RIEMDTER TIIHE T 2V TL D LM
WKHEESNTL 25 00H 5] L) bDIZDONT
FRGE L 72,
BANZIZZDE ) %2 L— a0 H D> TE 8
M2 BHAH. VAT I FREEISOmMgE 7L AT 4
) V§€100 - 200 TH B 2%, FEY) AT I FREE
150 mg % N7 5.

Table5 Z2MEICEAT 3 BHLEHE

o EI{EFA
O#HEEA
OFERALDEE
O i 4 R 2R

(60.7%)

1224 : BV EHE 82644 H14.8%

D= IS0

HLHEHREE2S, OB BEZ) AT IFR
2150 mg (—ME$) YBBYVE T I K, BN =
JAEY Y REE150mg) A [§EHIDBL » b7 Ui
By, #BEGILLZOFFTORTREAIN. L)
W) ZEMN] L) BWEDEETHE, FEERIZE
IR ENZY) AT I FREEISOmME ZDDH D
ko TWiziZwi-, 2T, Ny r—UMroHL
TG THARAAmE, BINSNZ7 L — A O
FHOBEMRBRE T 72,

MU S N7z 27 L—2dmid, ZMRRER, EaEh
TV bODIFIIFHEEZR-o T, [BEZDTFE
WZHEIE S 7z v 7 L— A BRI AT
ATExL. L LEEIRMANHOMN 280 mg 12xf L
T445mg THY), LrdbZoWmzovdEn, 2z
M2H Y, Z4IMTHDH I ENMHRTE 2. 2ol
Ih OB RBREZ T 5 L, 10 B ABITITIE
ZOFEFOWREIRTA, BT 15%ITEX %
WZ EHERRE N, TbE, 7 L —ANILHD
AR ZERA TR SR TV 22 ST
»Ho7- (Fig.2).

I IV ehbny b, BRETHHY
ZE % v R§E 150 mg 132 OO HET 2D
D, KAIZZORFFZRELTTICHFEEIHE OIS
BHIEFT 2 AT BERDH o7z, T THIESTH
5 VBT VET I FIIEAIZEAL, =F Lt
Va—2AzxfEaAlE LTER L0, HIZw b
)7 AR THDLA ST 7 ) IVEEIRY) <~ —LD(F
ARIFYR) 2EGHIE LCTHESRN L. Ch
ZRNCWNTHEELZDDIZa—T 14 Y 7% L
7o, ZORHEOKG IhDE, a—51 712
o THTIRETST, BIOELTrOBEED 2 %
TrZUNVBEIRY) v — LD BEIFHL, = FLvEeL
O—ZADFTXMMALEETHL) VY VET IR
PEAIZ® - D L s, BRIz TH
BRI RZH/LZEDRTELEV)IMHEICR->TWD
(Fig.3).

fHICWVZIE, BCTHET 2 EREMBAIE, B
VSR ZRECER L2212, B hn
MAEAOWBREEOM 25, ;5 B3 & IEHIA
ChbUbERBENEEV)I BRI TWES.

L2 LZD70, HHHEETIRERE b R ol
BHEHE TEHEDIZIEZZOFE FORRERT. TN
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Fig.2

)22 X KREE 150 gD REIFHMAEIER

SR B3l

HR%F

KSELEE B

o

#50 | s\ E129.6 X 2129.5mm. [EA43.2mm

EE:44.5mg (24552 IE)

| BTE:VUEINWARLNW, BECENHYZEMA

;S

B ES o S

SR ECERL., ImOB—EAREL TV,
72 K1%10.6 X 551%9.3mm, [E#H#2.5mm

L | EE:30.5mgGEH B 24BF FIRTIR)

Wi : OUBIND RN, BEICEAHYZERMA
;ESNT=,
BHBERRER  10OB MR OB HE15%

Fig.3 X7 3 KNRIEEOHFIEE
5 " 5 ]
L B
4
- _ HILER
| TRIODRDH |
. » | BRiEL-RE

I G L7261, @ IEEAIRDO D DN T

NI o THEHIEE NS 2 E 032 was, T Fhi
COXIHICIEEHERLTHEEINLZ LD 5.
ZDDIC [HTehrolz] EEMINTLEY S
ERH D, ThFRA A — T — DIERIEEDOAR 45
AR L7ZHHTH Y, MoFFANTRTIDL)
BBIRICHEDOLCDDZELT D20 DR, Ly
L, SOX)%HEFHOTITELLMICKE 238
Rl ), BEMERORNPSIENPLIA A=
PR S T2 2 LA S B (094F 7 HBLTE,
IR SCEUETHGT )

(2) 1EHEAR ERRF

T, [TERBEARERR] TH 5. EHREEH L
ETHREMORH AR SN D L X212, fEHERD
BNEF vy 7)) AMIRBLEONZHRAEE 2%
IZF L7 (Table6). JEFEMOEH TIX T TR~
NHZ D [T 2HHHE ] ATV S.

SIS LTHEIZT 225 2ok RiEHRIEED

LI ENELL, ZFOAVTF UV APFELERTRET
HDHIENMATHS. FFIIZZONEZ Mk &
BB INEZEDBHY), ZOFEEDHL INLZN
FEHMA—ABRI LT LT LWL
5.

B L7205, BB T 2HBOHO [N
W7 A—h— (E)] ICHET5METH L. [#Htto
B CHESPE OB G 2 T RTHZTHRL] &
W) L) REEN—RHE CFE LN Ll
NLEFICHLMETH D, FHEIILTLL— 7
NOAEAND DI TIELRL, BEMfKEEEZEZ L L
“ oD ERSOEANV— F EBRERLTB L LE
VHHLEEL DD, LEIS UM EDbSL 2k
bHY, B—THTTEDHLDDTIRRWVZD,
—HOTHEITETH2E5G53H0 5 5. BEWE
DRI L, WIEICBEZ TSI LD LWIET
HDH. PR, BREEPEE W) 2T TRV E R
L5l H AN, FEHMTE LTI L WD D
VRl e 33| LAV AR TN

VxRN v A=A —ICBLT, HAOHIE X —
H—AMES FIIE, 7 A A (USP) L hdba—uav
%V (EP) XD L WikiEZ 2 ) 7 L2bDTh
IS S ERTELRCOPHETH L. L
TI77EF VORI BERSL L, JRIEOAKY
TIZUSP, EP 28 1% FCTHH0IZxL, HRET
F05%UTEEINTWS, T/ FEHTOERIC
BWTH USPA90%~ 110% & ENTWV B DTN
L, HRTIE94%~ 106% & ik L\ L 7p 5 T
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% (Table7). WEEIZESLTHEEK, ¥V T7hE
RS E 2 S FEITMA SN TNED, §XTIH
WO LWEHEZ 2 Y7 LT0WEHDTHL. ZD
AR AR, R E RITE &
WESNLHPATH Y, Az LTS, Thb
FICHEAZBHITFTHIA MR L7217 0) LR
WHRRESNT WD, A, RO L )5
L, SFTHRHEIN 27200 s s &
ICHOoTETCVDLA, TTEFTOLNVTHEHT
L5 ERERYPEVWE SN,

(3) 1EHTPEEIX b

KRB [TEEIRILE a2 ] OMETHS. V=
Ay 7 EHEMIERID e BRY 22175 2
ENL . LI LFROBERT - AETHEB Y
BflWwd b L, EEIZIEMREEKZ W &EDER
DYVHREEFR-HMEINTVWLEEELOLNG Z EDE
V. YAy FREMSBAT S FE TR, TR —
/1 —® MR 2SR HEREBE 2 B L, TEEIE s 21k
WThHsrz0, Yer)y 7EEFKHIZOVTH MR
HEAR LI Z 2T PSR O BItRE 25 E M At o
FIIZOWTID I N5 2 L3P vwoTIE R
wWipklibhs,

EREEIE M TITMR D D, KT A —
H—ZINZRHE TN, KFEA—D—1hbE 11
T3 2,000 AL o> MR 2555 L, JEIEIO MS 3
MZ IR L RIS 52 Lk b. —H,
Vi) ZEHEMA—FH—DMRIZEVEVE
T 2,000 NFEEETH D, EHRER O BELRE A MR
ZHICTAMIIEBEITA R NWE WD E L 2157

Table6 Fxv7UXKMILL HBIER

=+#tICBd5EE GBI SEE Z0fh
#HX L5 RE MR e TORAKR
BAE AR HER GO LHE
ELE YIRS SRR B L ATEAR

SR FI0E 5 (A $D)
PMSEIFIDAE £ (A )

Ay (ZLME-HFNEN) | 1hALULEDERE
AR FHROREM(EHY) | RFEHLRKEH

ERBFREOTE | TLooTooiam SRSt (80 B
MRE(SE-ESBE) | Wl
MREEZHBAEE mas
Hebn =y B 5
IS A—h—(E)
ISR —

W, KFOVZAY v 7 A—H—TREELTWS
LTAHLDHDLN, TONBEOHEIMIIANT v T
WKEHTLEEDbNSL., RILTENDRT 24 v
7 EFEGMOERRBEODH ) FHFE L TE) LOMIEE
REDL BB VB D 5.

MR (ZHE 5 1AM U C AR IR I T 2 32
M52 ONIEICHELVHETHY, 2B R
EVRRET VBB A LB bE. —#IYIZ
X, F—AR—VREHEE LR EDOAT 4 TR
W% BH, THHEHEBEMREIH S THIKEZ -
THELTWAZLL L2ew, —FfLrari bzl
U3 2 A DR SN TV DAY, F72
FEARLTEY, FTHEREF > TW272< 121
AT, ZOLETEDLIIZLTBEITT 5%,
BHMELWHETH 5.

4. & B W

VA v ZEHEX—H—DHRARE LT, [EfF
E O] TEHER & RS et e 2 2 b
T T L, mBICFERAA—H—E LT, B
HERE OF 2 \HEHRR IO W TBw L72wnwZ
ENHB. VA v 7 REMIIEFIRENSL
WEBbLNL, MODPORFLRFREIFEAEL 2L &
I, TR Vo ry vy 23] ERTT, A—
B —=~DOBMWEDbEE BV LW, £ OB
NINPZITHRTI LI LA NERDbNS.

A== LT, WHEARPE) OFREMZE L2
WEEZTWDLY, EI)LTHBEZTERVERSD
bHHILIITHREBH O LWEEZ D,
B A=A R=T LB LTBY), KEEGR
BTHHOTEHDLLTW2L 22k, X
BLAFTELI L% T TREV2W,

F7z, FEAMON 2 IEWICEH L UITHEMTH

Table7 77EF T OBEXKEHRIE

A 14 USP 23
(2001 5) ~ (19954 )~

1% LT

EP 5.0
(20054)~

FEZRt/N 0.5% LUF 1% LUF

kel 94~106% | 90~110% =

EHHIP

1% LUF — =

ER kY]
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OIS, BEFOTHSIIEEIAL, K&EkA
YN MEFOTHAZOND., DITLERATT 4T
TR TSN, BESACKERRZ RS
Z, A - weicE s 5z CLEY) L
Wb lr THFHE, X0 IEMHEFIEEBELER
W72 k) TR ZE BV L 72w,

RO T %2 (ZHWBEZOWTOHEMETH )
ROEBEIATELWEAETHA ) Ebhs. B
BIADY 24 v 7 EHEGHITH L TALEZE LT
Bons L&, MUARREF-NTEEOEELEY

FARONLOTIE R, BIEMIZEOHELZ TR
BERBTVLREATHY, WLTELILEEZHMK
ELTHAIAIBEATACZ L., BHESALFEL
MR, ANERFEENDLZOTRLHS BMNIEV TR
fREfRNTWI272&, L) BES ADER, EiGYE
Eh L OWREZER LA OBRIRE LTzl
TLA, BASAOBEHZHONLED LWHET
Fhawhrklbhs, ML) EFIAICLZLLT
EHN 2 M NIZ72 &, HRICEH RN I2720T 5 BiEAl
DEBEHWLIZWEEZD.
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YAy 7858 2009;3:059-062

(E3EMFMAEL>RITL [Pxrl)y VTEERISKD 5 B1EROIRIK & RE
~LTHHERBEONDEELEARY» S5 ~] BR)

IRV TMBARDRHRREM/ICONT

B {¥— JUN-ICHI SEKI

AAMEEEMRA AL REEHEARR ERAR ArEHs R miEdt > & —

BWE IAREERASToERENERE > 7 —I2EE 5N 5 2008 SEE DO AE (21,870 ) oT,
FELMEEICTDH HHPEIEF A 5 O A, Bk 34FEM T 127% AEOEGTHINL Twa. &
RO N55% 5 5 A BEFIRO M AR ORI, LRIHPAE 39%, Y=+ v s (GE) i
A 8% Thb. GEMPBAEANOMEGTHETEL 20 501%, THEE - HE %553 ] T8
PEW ] 2otk - AZAL - ] 1Sz €, GE BRI 2 [#1A - #EEH T4, GEHt
BAEIZBNWTY, E#EEBREZEOHERELREDOL VA VICHTAHEESNEITRO SN T WS

T/, Yo E LT, AREEMEIOWERER: EOFERIR, JerPia A L B BIVERTEHOIL
BERMEADH B, —F, GEEHGLE LT, BEHLVEIATTELZVWHERDZ L, TEYRFOEL S

RERMAEING.

F—U—F: Ty, BSASE, EHdRML

1.1 U & (I

1969 4EIC 7L A~ A ¥ v & Bl LTh 5 40 4
M, HARLERRNSHE (44 326 HOSA R
WHEAEIETE LS HICE > TS (Fig.l). HiETIX
20034EDANKTTF U PHREICY =2 v
7 (GE) $MinsA#EFL, GEHAFNAIL LT
RS ICBAE 8 MBI L T b, LAl
9 EHHESE M OMRIE, SR ERM L GE &
i E FOIPAEDIE IR, EHRMEHRE
7 — (T DMEREL) ~b A BEEBICET 2
FEaca R AN

H % OEHGE#RY > & —CToMEEnEBIC
BT, GE s AEDOREHMITMIZ, THRITITASE
R, BABHE TR W GE EHag & X, k4 20T
BpoTWBHEERLTVS., ZOHETIE, EH

*F 1028172 HEUERTACH XA L 1112
TEL : 03-3237-5506 FAX :03-3237-5094
E-mail: junichi.seki@nipponkayaku.co.jp

i ¥y —~FE oL MEE, 5 [GE s
AFIZRLEE SN TV L EHR] Zaxd &2, 4tk
D GE $id* AFEDTEHIRBARFHNZ DO VTRL 72w,

2. GElPARZRUELRIE

GE BHEM~DOETIZHT 5 EHRBREDT &
r— MERBH L V. KHi (n = 93) 7% GE K,
ANEFL7ZL BVWEREMRE LT, —FICBFTnL
DOV [PAAE] TH Y, T 72, A (n = 400) 1%
EiZiE R Ret SN AR 2t VAN WAVIE 3
BHEIFTVWD.,

GE PN AIEANDLEP MR SN L& LT,
PAEELZERE LIRS EPEZONS. T4
bH, PIBARIOHFEET RN &, QPFHIFED
FHhTHB L, Ofkr RBOBFEKLG SN
T L. PIBASEL, WHEICHER G R B E R
TG REROIEIE 20, BEHOFRBHEER 7
L— FIZWRINCE L B, HEo T, PiHAZEDfE
HIZH 725 TIE, 3 - 05 7% &% & 72 EIVER
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DR TERSLEEL 2D, HER 8RR L
B TEROTE SN B P AFEIRIEN L HTICH 5 &
Ebhad, 72, PABEEIIBVTIE, £PAHD
HARITA YDV ISNODOH L. %HhTHLHI
FSHULT & B AL IR HE TR IR A VL. S Ui D
TBY, DEDDOPWMBAELZT TR, ZOHHEE
e LCOEMBBEE 24, HIZ, @iE, /N,
B B\ EF DOREREA ST, BOHEZR k4 ZRIRED
BENORGPHES NI, BLEE SNLIERITES
WIZREBEVoTH Iw

EVAAY v & —FRbe DM B, GE Hids
AFRIZOWT, IR - BREEGRROEHRIZ L B A
A, EEERSCRRTE IR I BN 72 & DO IEIRATEEE T
HHTE, BITREM &I, RHEERAHZ R
52 LI & B0 2 B RO BRI D WIS

Fig.1 BAEREDOH AREESR

1987

1984

1969 19

\ FAFh
At ¥ AasFy

1988

B/

vIEESI I IES

NTWaEEfHLTWS 2,
3. FaERRICDONT

vy —~EFE LN DAY 21,870 (2008 4E
) oWFIE, N (MR) 254327%, #4455
MT72%THh A, tEIMIEBESEAG 36%, P 7
SEIRSEAG 19%, #1 12%, FERH 3%, PEHEMEH 1%
e ThHs (Fig.2). A GSHRBITmaERML
THY, FImbsEAmomM e, HiL3EMT
13 127% AEOHGTHEML Tw 5.

F 72, A AR % DA BEER & Z DAk T
SHETHE, HYA B E O BH O B4 D% 49%
ZHOTEBY, ZOWNRIZERIIAHE39%, GE
P AHE 8% TH A (Fig.3). kB il o M4
&, BRI AN D TEB Y L 3 4ER Tl

ETPEFI*

AFTUK

2009
2007 Z.QGE

2006

45-4h0y AV/THITNK*
14 [NK [ EIVSEHTNK

FLI=2-I Jari—p
MSY74A0y < I7¥-0 H5=4h02 [NK] *
. L5 2b Py A LAF =t INK]
sF 1M NLFY +aE TENED K * ?LJ;‘DT;; {

HVETTFNK] *

Fig2 MI&HTOAIR

* :GEMABEESE

WP &2k 21,87044 (20074 [ : 20,2694%)
RIREFIERIAT 19%

Tt 2%
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125% AAEOFIETHINL Twab. —J5, ke
iz 50 GE MiAAFEOME®IE, TS E D
B ECEEIL Tw 5.

4. GE ADARDHELDOHHE
HHDORIIC DT

2008 AEFEIZ Yt v 7 —IZHE LN LRI A
L GEPDSASEOMAEEXHHBIIHEL, Th
FNOEE % Figd 1”7,

A AEOMEEEERTIE THE - e k5
2, TEWER], [%et - BEaZAt - vk o
BB EANTH - 72

GE s AFEIZBWTH, [HE-HE 354 ]
OMEEN I TH Y, HEHEEL ST, e bk
HEDOL I X VT ARIEGE S V. B2,

(X2 ) F XN EINKTTTF v OPHBEEICD
T monthly #5- & weekly #5-Oj 5 TH 2 THK
L L, THEASACK T B A0RLER P ? | 2 L
DOMEETH 5.

wi, [EIER] ofadid, GEMSAED L
SR ATE L FARRIC LA TH - 72 (Figd). 2o
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How to Provide Desirable Information on Generic Drugs
— From the Standpoint of the Drug Information Center —

Vii% it Tosuio NISHIZUKA

WIE R IR A
BEMIIZ=ZF—Ya v T KR

Summary : The current situation and some issues regarding the provision of information about generic
drugs are discussed from the standpoint of the Drug Information Center of Meiji Seika Kaisha, Ltd, which
produces both original and generic drugs.

We, at the Drug Information Center, received 27,325 calls from medical experts and patients etc. in fiscal
2008, the ratio of cases concerning original to generic drugs was 4.5 to 1.

There is not a big difference in the percentages of original and generic drugs, both oral and injection
formulations, in customer telephone consultations. The characteristic points that showed up in the
comparison of original and generic drugs in telephone consultations are summarized separately for oral
and injection formulations.

The four current issues concerning the provision of information are pointed out below and the ideal way
is discussed: 1) dispersion of web sites providing information on generic drugs, 2) more reinforcement of
the disclosure of adverse effect information, 3) promotion of the official disclosure of the Interview form,
4) uniformity of the input sheet schema in the comparative table of original and generic drugs and uniform
management.

In order to accelerate the comfortable use of generic drugs, not only are the further efforts of companies
that produce and market generic drugs absolutely required, but also the back-up toward the necessary
disclosure of drug information, which should be lead by public administration, academic society and
industry organization.

Key words : web sites, disclosure of adverse effect information, interview form, comparative table of
original and generic drugs
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FEX 25 L, RS oI Z - THF
fifi g %.

BHEEFE LT, tmax B X W kel (THEHEEEE)
IARFHE D W CHREETIERI 2 N 2 5. AR
BRERINGEDO NI L 2121E, FORKEIZOWTE
895, ZORFIZAEW RSO M 1 2
s,

REBK O /$F A — FHOFIHD 90% 18
JEIX A S O G L HE A S e o 75,
2, 1B E 1T & &SR A, BniER
DOFRIZ 1B HORBA R LA L, FEIC90%
BEXEIC X ) FSEZFMT 5. HL, ABRE
H O FEAM 2% 5 A — & i O - Y 23 #E B H] > 90
~111% DO HPHIZH % A%, 90 % 15 HE X [ A3 4 4y 2%
B[R S O GG L HE 2 Gl 72 S e o 22,
2, 74T Y OEARNEE K E WD LHEE
ENb. ToWA, 454 (pHL2, pH55 ~ 6.5,
pH6.8 ~ 7.5, /K) 2B % sl BBH] o 75 28 12
FEHE LA & O PEDSFED SN YaE, v &R
G L7BMRBR 2T 2 %L, EWFRICFEESE
LHETE 2.

BHBE DS

4 B4t (pH1.2, pH5.5 ~ 6.5, pH6.8 ~ 7.5, /K)
THE S N E O JHIH O EICE T 27—
71, LECEMREBOGERE LTHW A1, H
PHEZET 2 LD HEROFHT—5 &% 5. —
B, BIRBOGEICH W AR WAL, He b
BET =5 ThHD. ZOPEAITIE, MR BHED)
DEMMEZGT S Z E1L, AEWFRFRSEED S
Faowv., REMECBVNTD, BERBEICET
BHET— 7 2 R L TW B DS, AW R SR
WL gEL, WD BETFT—5THILLEAN
HoH., BHBENTEPLTWARLTY, ¢ bEBRT
FEDRENIUTE . B OB A 2
H RS ORI TlE e,

BRNLST % —HF W L35, SRR 5N
A 0 2 2 o A Y271 [ 504 % T 28 8h o
ST — 5 12X > THIRT 27— ADYH, £0
B L 72 5 TR B VAL EHEOFEE Ok#E) 28
LML, 20T, HHHRE X OEHZEE O
SVEOREEZ TR EIRT. COREDEWF
MM %257 —% L 5.

RORBIERA

BRI R 0120, LRt o Al L X
R BEMEPEM NG, G S WA LS
DL BB BT % il L 2 25 5 36 & i 3
b, W E ST LENIZRAEYT 5 72901213,
t hERBRIC X 2 IR EE S O BB 2 > T %
EV ) HERRIZT T K, BHID O DI A,
LTWAZLOHRDLELEZ . 20720, i
BRH A A L WA OKE S, IR, WE, 23
FOL, Lad, Wh) b 2Bl %) 2R
TR, MM ESEEL LTS B BB
Mo 7o 2 RS ik, BEGRERSE OSF
JU 50 rpm ; pH1.2, pH3.0 ~ 5.0, pH6.8 ~ 7.5, JK,
pH6.8 ~ 752K ) v )L~ — b 80, 1.0% (W/V) 7@,
ZFOM, 7% KV 100 rpm, 200 rpm ; FBIEE/SZ 4 > b
1% 100 rpm, 200 rpm ; Bi3EEAERZR 30 A b —2 /
G, TAAZEEL, 30 A a—2 /4, T4 R
FY) TOBEMBEIDTRTHELL TW5E I L Thf
AT 5. HL, ZOBBEBRSCORPEL, &
AR S A EIC I LT v n
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PEDEMZH HEHFIZONVT, b FEage
L7z RSB 21T . S oMf, 2K
K ToORKEADE, EHEZEGTORKLITV,
W5 CEWMENREE 2 RT I EPUETDH 5.
BRSOV E L, HLENTEAID
2 B AVERI BREE & AT 9L ES IS L 7Sk TRk
BTHbH., ZOLI)BRFEHFTH-TH, HILENT
W HH DY BB OZE B ML, FoMFEEL LT
RS TH D EZROTVE, AkES
2k 2B, R CTIIEREGVPZVALESH
12BN LBINI-OTR L, WA ZEESEICB
Wb, RS O S AT A TS TH B L
MRT 52 &2 HMIZERT 5.

AREAIAR R EE

CEN S DY A, B4 B4 P38 %5
Wiz vy, A, AN 2B R S Tw
B, A S NBEMHE—HMITIE, KEHWZRWSE
HCTORME %2, HBEIZL - TIE, KELITR
HEhaReEdnids. 2T, KTIRHEINTY
AR SEEPRIES N TW 5 2 &id, “Zaetko
BE»OEETHDL. 22T, KrHWLEM K
EHWRWEAETYH, EYWFNICHETHL I L%
FORLTW5.

AR

FEEOT Y N TEOWMEEMHERT 572D DRER
FECTHDH. AL THTICBI 25l & > T b,
COBEIZAERE LB R ICHG S s, R
BKIZAEK L TWIUE, Ty MO R R S
FAEFREE TV, BIREERT 25618, %K
o QAR RA O [ Sk 2 RFET 5 2 L 2 HIIZ LT
BY, W D% EHEA 2T ORSEN: % IRGE
T L7200 TN TR, F72, Hkke
WZBWTIE, A & b SR R o F B % 2
RIRELZZD DI T, MEEZRGET 5
7DD TROMEFOATHREINLELHD, L
FOBHRS, RS NERRBREGICL - T,
ZHMEA OBENERHZWEL, HELTH, £0
a0, v, Buix, MPREOEW, v eig,
BIRO W E 2D, KT 22 L I3EERTH
%, BMICAS2BHITH L2 E) L v HIch
WTOARHWS.

FELCIE, PHI84E 11 H 24 H  ARAIS
1124004 R ER Z R T2 & 22w, Y= A
Vv 7 Bi%E 2 (1), 5066 (2008) (2L TV 2.
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S IAHABME112.5mg [AFP
%&’iﬁ,ﬁ}mm LTI Ly Y 7y — kAt
EARERA 2009 %1 B 8 H

BYMED 1885 77 v Hh A AR 1125 mg
TAEBUH|  oF ) VA T EL 1125 mg (BLIEWRGET
Oy &S : 647FO
A0l
T IVH R M
112.5mg [AFP|®
* ) vh TR

Bl - s

NP TEMRG L) B - TR

KA, TFAMY v, KREHREE FaFyFaeilbio—2, fiktro—2,
TN, ATFTY) VBRI AT YA
= 7uaIT—) 4000, ATFT7Y) VES TR T A

1 gerp

L FLEEOKA A TR VERIRICE S

¥,

1125mg? 1% 7 | =27 aT—) 4000, 57 VEREEF b)) v A, BILF¥ 2 EHT 5.
a) ENLONE. b) mACEL VT
EMEEF AR

AWy 2 9 ) SEPE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 45 F X [ A3FF A3 (0.80 ~
1.25)

b hEER

75 VA A MK 225 mg (112.5 mg BH] x 2) & 14 ZOREER AN B ARG L, mAgEhEE 27
FUNHA MK E LCHlE

1000 1600

]
e
Tl RERE

1600

AR

HERMH

800

)
S
3

600

o
3
3

B 800 -

centration (ng/mL)
centration (ng/mL)

400

Con
Con

5
400 + © 400

200

0 = 0 ==

Time (h)

B 1. RS & HEBRBAI DT MBFHEMRE R ME< DEEBREOMEFIRE (8h £ TEXRR)

T EYHE/NT A -4 (FHEIZEERE) RUOWNBOFHEDZE
NG X —% e RBEA | B (90 %5 HEIXH)
Crnax, ng/mL 664.9 + 347.7 | 665.4 + 348.8 0.991 (0.820- 1.197)
AUCo24h, ng - h/mL 2105.6 + 873.0 | 2101.3 + 815.8 1.015 (0.853 - 1.208)
gy | tmag, D 321+146 | 3.25+0.80 A
(BERR) g Em b | 297168 | 245131 p<0.059
a) F e

AR
BIRE 290 53 80 % LA L. (S KLk 50 rpm, 0.5 %KY v )b _— } 80 & i L 72 H i H ik BR 4 2 #Z 900 mL)
AHER (BEEN)

120

pH 1.2 pH 40 pH 6.8 K
100 100 100 ) 100 |
P— e 6043 0.6%
% 609> 0.6% 8[, 1205 3.9% % T . 0 36073 1.0%
3 904> 0.5% K 36093 6.0% 3 309 12.4% 3
2w 12043 0.3% 3 0 3 % 3609 61% B 4
£ £ . £ £
= 4 = a0 : Tﬁg&ﬂ = a0 = a0
—e— BN o s
2 e R 20 > 20 1 ] 2 | f .
e e g e ]
0e 0 -ﬁ 0 0
0 30 60 90 120 0 120 240 360 0 120 240 360 0 120 240 360
Time (min) Time (min) Time (min) Time (min)
2. IR, HEREFNOBHES (FHEIFERE)
AHEER /Y RILE, 50 rpm. =EREIC 0.5% Polysorbate 80 #R/AN0 (/=75 L , AKIZERM).

XD % IS IRAERIH] & HERBH O FIEHEDE.
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TIVIWHAMRZA420Y7 10% [AFP]

BRED 1g : 75 ¥ VA A MK 100 mg

THBH| oF ) N FA4 0y 7 10% (BERGETT

Ay hFES 1 451T1
A HNEl

SOERRTEITT . TV T Ly Y 77— <HRXSH
LEBRSEAREAH 2007 £3 H 15 H

B : ko4 uay 7

/NEP R i TSR AL)

B : v vay s

TIUNVHANRTAL T
7 10% [AFP]® 1 g

5%

FfE FwEOadFry 7y, e FaFdF i 7Fubilbellu—2, 7ASVTF—4 (-7 2=
VT = LEW), FRL N=V Y, IFUNZ) Y, TIETILEK, THFANY >

EEVANE N s A
10% > 1gH

fyETOITVFYSY, bRadFruibro— R, FEREEHE

a) NS ONE. b) AL YT

EYFHIRS AR

AWy 2 9 ) SEE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 5 F X [ A3FF A3 (0.80 ~

1.25)

b hEER

TI5UNVAA KN 200mg (K54 a0y 7L L T2g) % I18Z4DOMEFEKRABIICHERRS L,

B TS VIV A A MK E LCHlE

centration (ng/mL)

1000 Rt ] 1500
—e— SERMA|
¥ +RERE
800 FHERR 1200 -
g
E
S
D)
600 £ 900 -
<
2
]
400 | 2 600 |
2
s
o
200 | § 300 [
04 0
2 4 8 0
Time (h)

RS

I3 o
1007 HBREA

1200

900

centration (ng/mL)

600

Con

1. IRERE E HBREF DT MRHERER ME < OHEBREOMEFRE (8h £ TEXRT)
RN EMEBE/NT A — 2 (FHELRERE) ROMBOFHENZE

NG RA—% L HE B REERHEFA] | HEOTFIHMEDEE (90 %15 FEIX H)
Cmax, ng/mL 581.4 + 278.4 | 597.1 + 225.1 1.049 (0.915-1.202)
AUCo24n, ng - h/mL 2021.6 = 760.6 | 2120.3 + 818.8 1.062 (0.942-1.197)
s | tmax, h 2.61 +0.53 2.67 + 0.45 A )
() b : : nER
WO EWE  h | 3.63+2.72 3.14 +2.54 e
a) F g

BHKE 0304 70% L (S BV 50 rpm, 0.1% K1) VILx— b 80 Z i L 7= H )&y i3 ERES 2 3 900 mL)
#RHE:FFIALA a7 05g (FF5 VA A KA 50 mg)

BALEEH (BEEM)

120

% dissolved

pH 12

2TORA
+8%LH

o (R AT
—— B

(e—" %
0 30 60 90 120
Time (min)

2. ZHERE|
BHERER  /YRKILE, 50 rpm.

% dissolved

120
pH 40

100

L2TOHAR
+8%LIA

80
60

40 -

—e— B
20

)

0 60 120 180 240 300 360
Time (min)

1200 pH 68
100

80

60

% dissolved

40

20

04
0

T?rne (m:r?)
RBRHAHOBLEEE (FHEHIZERE)
HEREIC 0.1% Polysorbate 80 #FAM (/=72 L , AKIZEFRM).

120
7K
100
&
# 80 L2TORAR
3 +8%LIR
Z 60
5
155 = 40
+15% LA ]
o IR 2 )
—o— A
—e— SR i
[ Sr———
15 0 60 120 180 240 300 360
Time (min)

HEEBIERZ120y 7058 (FF2I)LH X MK 50 mg).
B D % (SRR & BHERBFI DT FHERDZ.
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TS5IWHAARNDS 10% [#—/\F]
BULEERETT | KRESTEMASH
LEBREAEER A 2007 £3 B 15
BYMED 1 75 vV A KA 100 mg B Fofvuay 7
ERBIE| o+ ) U NFA4 vy 7 10% (BENRGETT /NS TR &4 B : F54vay s
0w p&S : 07-0101

A HNEl

TNV HALFDS10% | MEERE, byERavFr7y, eReFdFyrulkbru—2, BEEKT A
[F—7]9 1gH
F o4 vuay S ROV FT YTy, e NuaFySuikiro— 2, KR EME
10% > 1g
a) ¥, SDEE. b) T CEI D FIHL

EHZ2eIEFERER

AW AR R SEE DR 5E © AUCo2an O35 BB D FIIE D7 D 90 %45 FAX A 1L FFAIRN (0.80 ~ 1.25) T - 7z
Crmax DX BAEDFIHE D 7D 90 % fZHX M I FFEIIN CTH o 7275, FHHEEME O AT FFELA (0.90 ~ 1.11)
TH Y, HHOBEBEC X ) AWAWFESEEIIR SN

b MEBR
7T IvH A MKW 225 mg & 20 OB ABEICHAER S L, MAETREL 75 VIV g A KRN
L LCillE

000 [, iii: | _— | . R1. EMEE/NT X -5 (FIELFEERE) RV
T e SREREUF B AR & o % N7 £
R ) HBOFEDE )
\i P 21500 t é 1500 j{‘xj‘i’j{@ﬂzjﬁé}{ﬁ@
HG : : ST A=y | RERH] | RBMA | 2 (90 % I
g w00 | | % 1000 - g 1000 Izﬁfﬁ)
g | UM g : Conax, ng/mL 678.5 + 744.5 + 1.110
200 ML L [} 500 500 e 381.2 282.6 (0.936 - 1.315)
AUCo-24n, 23141+ | 2388.7 + 1.030
T 4 s s 1 % 2 4 s & 10 0 ng -h/mL 858.8 812.4 (0.912-1.163)
Time () Time () %% | tmax, h 2109 | 26+11 | FHiEama
1. R SR & RERBA DT MBFPEINRER ME 2 D R WEERIN] 2108 | 2107 | HEAEEY

WHEREOMIFEFEE (10h £ TERR)

a) FHE
AHEE
I [ a0 ey o8 toom % 2. /YKILi (50 rpm) 1K 533 FH
wl 59  06% wl 5% 01% wl? © BHE (KBEE: K120y 7
1209 09% 1205 06% 159 85%LLL 0.5g). BHEEEIIE 2 IZ/RT.
T w0 B o T 60 109 2.3% B w0 Y A b
3 3 3 02 17% 3 I BT 0 H%Efﬁ fig(ﬁ'r:ﬂi":‘ (%)
= 4 S 4 S w0 3 4 (ﬂ) 1‘%@%@%‘] Eﬁ%ﬁ%ﬁﬂ
. o e o s pHL.2 5 0.9 0.3
20 o AR 20 . 20 e 20
N T s 120 1.0 0.1
u:) 30 ] 760 790 7120 ° 0 30 607 V 790 VIZO ° 0 30 60 90 120 ° 0 30 60 90 120 pH4'0 5 0‘8 0'7
Time (min) Time (min) Time (min) Time (min) 120 26 32
2R, HABREAOBALEE (FHELRERE) pH6.8 10 63.7 66.1
BHEER 1 /Y RILE, 50rpm. BERRIC 0.1% Polysorbate 80 % Z M. 30 89.6 91.3
HEEWE K109 705g (7772 0AX bkFIY 50 mg). pH6.8 ) 15 88.5 87.4
XD % E IS IZAERE & HBREFOFBEHEROZE (/L, pHB6.8 a) ERIEIC 0.1% Polysorbate 80 % I .
100 rpm 1E 15 R EDBHER). b) 100rpm.

HIE 300 70%LLE OSFILVESOrpm, 0.1% K1) Vb x— |+ 80 Zushn L7- H IS MR ERAS 2 i 900 mL)
KK FIALavyF05g (FF5 VA A KA 50 mg)
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S IAHABNDS10% [7 X))
SUERRSSIT | MR TEMRSH
iﬁ%A%uﬁﬁa zm7$3%155
B : ko4 uay 7

NERER L SRR )

BYMED 1g : 7F ¥ vH A+ AP 100 mg
EHREHK] o ) T4 uy T 10% (BERGET
Oy &S : 445TM

&l

75 v A b DS10 %
[7 AN ] 1grh

F /NI 4vay T
10% ® 1g

a) ®EPLOML. b) R CEX DTN,

EYFHIRS AR

AWy 2 9 ) SEE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 5 F X [ A3FF A3 (0.80 ~
1.25)

B : v vay s

WA vyuxu—2x, MEQWIIFTIS

fyETOIVFYSY, bRadF oo — R, FEEHE

b hEER

TISUNVAA KN 100mg (K4 ay 7L LT 1lg) %20 40OEEREABHICHERS L
WA TS VIV A AN E LTHIE

00 0 e REERIA

. l%Er

1400 1400

1RAERFI HERELA
600 |- ~— REREA 1200 | 1200
- T | R ~ ~
£ 500 [ FoRsRkERS £ 1000 - 2 1000 |
® 1 ® 2
T 400 | v T 800 | 2 800 R
2 2 2
< 8 4
300 t = L
£ g 600 £ 600 ,,\
2 2 2 //0}\
S 200 ¢ 8 400 | S 400 |
/ /2 \
100 200 L 200 |- //\\\\\‘ \
/ \\\
0 0 0 _
0o 2 4 & 8 0o 2 4 & 8 0o 2 4 6 8

Time (h) Time (h) Time (h)

E & ABRBF OFHMBHERER OME < DHEREDOMTEFIRE (8h £TERR)
®1.EMEE/NT X — 52 (FHELFRERE) RUGBOFHEDZE

X 1. 5%

NG RA—% L HE B REERHEFA] | HEOTFIHMEDEE (90 %15 FEIX H)
Cmax, ng/mL 479.6 + 247.7 | 456.4 + 190.8 0.989 (0.894 - 1.094)
AUCo24n, ng - h/mL 1834.4 + 703.0 | 1844.5 + 835.9 0.993 (0.904 - 1.090)
s | tmax, h 2.73 + 0.68 2.43+0.73 A )
() [meeh : : ey -
WOSERE  h | 152044 1.49 + 0.38 e
a) FRE

AR
B 300 70%LLE OS FILES0rpm, 0.5% K1) VL x— b 80 Z sk L7- H IR MR ER 4 2 i 900 mL)
HE P vay Flg (FF5 V0 H A bk 100 mg)

BALEEY (BEEH)

100 120

pH 1.2 pH 6.8

pH 4.0 kK

10 e B 80

80

3 3 e 3 3 e 605 +=8%LLA
s 3 3 3 3604 +8% LA
3 304 =8%LIA  § | 605 +£8%LIA g Orf 155 85%MLE 3 T
2 401 1207} £8%LIA o 403607 £8%LIA 2 o 2w ]
@ R BHI ] e B
% o R » —— B 2 —— R »
—e s
0 P s — 0 pyurs
0 30 60 90 120 0 60 120 180 240 300 360 0 15 30 45 0 60 120 180 240 300 360
Time (min) Time (min) Time (min) Time (min)
35 N Gip
X 2. RERE], HBREHOBHEY (FHEHFRERE)

BHEER /Y RILiE, 50 rpm. pH1.2, pH4.0 R U pH6.8 MiERi& (C Polysorbate 80 (0.1%) % #0.
HKHBUR RSOy T 1g (TF2IbHX MK 100 mg).

D % B IS IRERE & RBRUEIDFIDBEHEDE (720, pHE.8 (& 15 HEDAHR).
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TIVIHAME112.5 [EK]
LT | IHETHR S

BUEERSEABEAH 1 2007 £3 A 14 H
BRIESD 188 0 7T Vv A A bKFIY 112.5 mg B : Fhe
SHERUE| o ) A T v 1125 mg (EIEIRTETC © ANEFEE L TEMR S5 4E)
By &S 1 343FC
NNl
75 VA A MEL1125
[EK|? 1§¢rh

B h 7

R, MLV O—Z, TFLELVE—RA, HVAT—AHNVII A, AFTTY
VBRI A VT A, GOKZELT A

) vh TN 7T T—)V 4000, AFTY VST AT A, FLBOKIY AT ELVAKICESTF U,
1125mg» 14 7k |27 aa—) 4000, 5 ) VEEEF YU A, BLF ¥ U2 EHET 5.

a) ®EPLOML. b) R CEX DTN,

EYFHIRS AR

AWy 2 9 ) SEPE O HISE © Cmax Mo UF AUCo-a2n O 5 BUE T35l 0 7 0 90 % 15 FX [ A3FF A3 A (0.80 ~
1.25)

b hEER

75 VIV A FAKAI 225 mg (112.5 mg A x2) % 14 L OFERABEICH ARG L, MigEhiEEs 7
SUNVHAANELTHIE

800 -

1000 -

[ 42 S| ERSLH

o A
—— S

900 -
800 -

= T4 =424 o] 3

25 PomcmeRz 3 | 2 0 |

2 2 600 g 600

2 400 s r < b

2 S 500 2 500 - f\RE
£ 30 £ 400 | T 400

5 < a0 )] S a0 |

3 200 8 3

200 L]
100 A
Yl

200
100 o4y

04

0 2 4 6 8 10 12
Time (hr)

0 2 4 6 8 10 12
Time (hr)

0 2 4 6 8 10 12
Time (hr)

1. R SE & RERBAI O T MFPREYNRE R UME 2 DRERE D MRFIRE
RN EMEBE/NT A — 2 (FHELRERE) ROMBDOFHENZE

NG RA—% L HE B SRR ) KOG D 7 (90 %ASHEX )
Cmax, ng/mL 505.1+215.5 | 496.1 + 205.5 0.986 (0.88 - 1.106)
AUCo-12h, ng - h/mL 1758.2 + 675.3 | 1889.4 + 918.7 1.045 (0.925 - 1.181)
ety | tmax, D 33+09 34+1.0 A
Z’{ AR IS - ) .
(BZF MR h | 21£07 2.1+03 AR
a) F kg
A
B 60 4 75 %L E (S KoV 100 rpm, 3% R Y VL~ — bk 80 Z 7N L7 0B HisskEr: 0 45 2 i 900 mL)
BHEE (BEEH)
100 pH 12 100 pH 40 100 pH 6.8 100 7k
o SRR o AR o ARAEBF S o)
pl Qe O e pman T ——pmun il

| 90% +8%LUA
12053 £ 8%LLA

% dissolved
% dissolved

0 30 60 90 120
Time (min)

60 905 +=8%LIN
3604 =8%LLIN
40

20

P il

e

0 120 240 360
Time (min)

0

60

40

% dissolved

20

0

d 905> +8%LIA
3604 = 15%LLA

b 904 8%
360> +8%LLIN

% dissolved

0 120

240
Time (min)

0

360 0 120 240

Time (min)

360

X 2. {ZX8IK], HEREFIDBHES (FHEIZEERE)
SAHERER /S KILiE, 50 rpm. EXE&&(IC 1.0% Polysorbate 80 #3&/AN (/=75 L, KEERL).
KD % E IS AERESFE] & HEREFHI DT B HEDE.
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TS5 UNH A MME 225 [EK]
LEERSETT - IVMEI MRS

SLEmR=AREAH 2008 7 B 150
BIIED 18R 0 75 2 vh A MK 225 mg ®IF - Fse
EERF 75 VA A ME 112.5 [EK] (BEGEIC - /ME Tk &) I - e
Oy pES : T7TFCO1

ANl
7TI IV Hh A MEE 225 FUBE KA, fishkLa— X, ZFIELVO—R, ANV ATQ—AH NI I A, ATTY
[EK] 14%g VB TR T T N, BRI A FE

T IVH R M

FFEAHY, BV O—A, TFLELO—R, HANVAT—AHNVI I L, AFTY
1125 mg [EK] 1§

BRI AT A, GRS AR

EMFHRFERER
AW RS OHE - [ &R R B RO FEERA O WA FREET A I 4 2] O AKREITHE - 72
HHRBOESEEIC XY, B ARSI R S .

EMZHRFEDOHE | BHEEHHFEF
F 1. FRHEBEMG (CH T3 AHEDE

N TIEIE (%) e 1o
HU‘FEE (ﬁ}) 1:%;%&%%%” ﬁ:@ﬁ%ﬁu (ﬁ'l':ljj%‘—‘@% (%))
5 42.2 41.7 -0.5
60 82.1 79.5 -2.6

a) 7S BV, 100 rpm, 3% AR VIV x— |k 80 2N L7z H & 3R O % 2 3 900 mL

AHEE
100
80 -
B 60|
>
[e]
8
5 40 ¥ e AT
- — B
20
0 L L L ]
0 30 60 90 120
Time (min)
X 2. fZASKI, HERSFIDBHES (FHELIZEERFE)
AHEER /Y RILE, 100 rpm. &RERRIC 3.0% Polysorbate 80 % 71N
AR

K& 160 53 75% LA E (VX ROV 100 rpm, 3% KR Vb _X— |k 80 Z 7 L 7= H ey i AR 0 28 2 3 900 mL)
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75N HA N DS10% [EK]
LEERSETT - IVMEI MRS

IsBREARERR 1 2007 £3 A 15 A
BRED 1g5 : 75 v A A bAKHI 100 mg B : ko4 uay 7
THBIE| : F ) U FIA4 20y 7 10% CELERGETC - NS TR A1) B Fo94vay 7
O &S 45171

Al
TS5 UNVAANDSI0% |REEARE tvEaa Ty Ty, Y UBAKEANT T LKA, Sy AU YFRUY
EK]2 1gth LKW, e Fuddruiera—2, FF

I RkI4vay s fyEOQIYFYS Y, e FudFy oo — X, fEREHE
10% > 1gH
a) WE,SOEE. b) A SCEL DT

EYFHIRS AR

AWy 2 9 ) SEPE O HISE © Cmax S UF AUCo-a2n O 5 BUIE T 39l 0 7 0 90 % 45 X [ A3FF A3 (0.80 ~
1.25)

b MEER

TISUNVARX MKW 1I00mg (K54 ay 7L LTlg) % 14 Z40FERABEICHERS L, 1iEd
WA TS VIV A AN E LTHIE
1000 ¢ T TREWH 1600 s 1600 | HBRBFH

e BB
800 [ 1| FamrmamE

N B
S 9
3 3

600

s 3
g 8
g 8
S ———

centration (ng/mL)
centration (ng/mL)

400 |

Con

200 |

0 Ty

0 2 4 6 8 10 12 0 2 4 6 8 10 12 0 2 4 6 8 10 12
Time (h) Time (h) Time (h)

1. R SE & RERBAI O T MFPREYNRE R UME 2 DRERE D MRFIRE
® 1. BMEE/NT X — 2 (FHELREREZ) ROMEOFHEDZE

INTG RA—% FE e 5] AR X DFIE D 7 (90 %15 FEIX 1)
Crax, ng/mL 672.4 +405.6 | 688.0 +435.6 1.025 (0.968 - 1.087)
AUCo.12h, ng - h/mL 2457.8 + 1085.6 | 2410.5 + 1383.5 0.957 (0.856-1.071)
-+ | tmax, h 24+1.1 24+1.0 AR
2% ARy ‘ ) .
EEE) Wi b | 18<01 1.7+03 A A
a) F g

AR
B 304 70% L E (2% KLk 50 rpm, 0.03% K1) Vb x— |k 80 %N L 72 HRE M ERERES 2 ¥ 900 mL)
KB koL mayF1g (FF v H A MAKFY 100 mg)

ALEe (BEEH)

0 100

100 100
pH 1.2 pH 4.0 7k
] ] o g
80 80 ) 80 go | O R
o s —— —e— R
159 =8%LLA 1593 +8%LAA
% o 12043 = 8% EL T w0 3604 = 8% LK B oo pH 6.8 B oo 155 =8%LLK
z 3 3 o SRR K] 3605 = 8% LA
] ] 0 -—% 2
S w0 S w S w0 HAEH S g
) ) 1553 85% L\ L )
20 20 20 20
0 o | | ) 'Y S o ’ ’ :
0 30 60 90 120 0 120 240 360 0 5 10 15 20 25 30 0 120 240 360
Time (min) Time (min) Time (min) Time (min)

X 2. {Z# 8K, AR DBHES (FHELIZERE)
BHERER /Y RILE, 50rpm. HERRIC 0.1% Polysorbate 80 #7/A0 (/=7 L, K%ERRL).
HHBEI NS> Ov T 1g (FF2ILAHX MAFIH 100 mg).
XD % E IS IZHESIF| & HBRBFNOFAHEDE (2721, pH6.8 & 15 REDAHE).
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TS5UNWNHAANATEIL 112.5mg [HT1]

SLEBRSETT | RFA B A
BUERREAREAH (20091 B8 H
BIERS 1 AT IR 75 v H A MK 112.5 mg B h Tl
ZAREBIE| - o ) U h TV 1125 mg (BaEIRFEIE | /NS TR 1) B h TN
O &S : 741FH
AN
T UIVHA NI TRV

TV VBB ATV, AFTY VBRI ATV A, ¥IF Y, YV, 7O T—

1125mg [H7 4 ] L4000, £/ ) YUV E Y Y A TR VKRIRICE(LF Y v, ¥IF L, v a0 T—
147N V4000, T ) VEREERFT MY T AR ERT A
* T

<70 T—)V 4000, AFTYVES T AT A, HBKIY A TEVAEKIZESF U,
1125mg? 1 # 7 |=27 2= 4000, 5 Y LGEF M) YA, BILFY v 25HT 5.
a) REPSOMEL. b) W LEIVFIHE

EMFHRFERER

AW R A A O HI E © Cmax Sz UF AUCosn O XS BUE O -394l D 7 > 90 % 15 HHIX [ 7% FF 77 38 (0.80 ~
1.25)

E hEER

7T VIvA A MKRM 1125 mg % 24 ZOMEFER A B IS ER S L, METREEZ T VA ME L
TillE

700 - Tl R 1500 1500

i HEAWA
600 | o ARAEGH 1250 | 1250 |
Tso | T HEBEA o 32
& Pl £ 1000 |- § 1000
£ £ £
£ 00 H <
= 2 0t 2 750
2 300 2 H
g 2 500 £ 500 -
3 200 3 8
100 250 |- 250
0 : 0 0
o 2 4 & 8 o 2 4 6§ 8 o 2 4 & 8
Time (h) Time (h)

3 1. fRAERE] & ABRBF OF I IM IR P IR R OB < DIRERE O MEHIRE
®1.EMEE/NT X — 52 (PHELFERE) RUBOFHEDE

K5 A—% BOERA | RBWA | WO THIOE (90 % EEIKR)
Crnax, ng/mL 372 + 309 366 + 230 1.06 (0.91-1.23)
AUCosh, ng - h/mL 1313 + 1054 1216 + 649 1.03 (0.88-1.22)
. tmax, h 34+1.1 29+09 Vel=n.o% .
mgp) [meh !
(BEA) ol b | 18205 18205 Y
a) FME

AR
BIKE 9070 80%Lh . (VS FVik 100 rpm, 0.5% R Y Vv x— b 80 Z i L7- H R s ERE 2 i 900 mL)
ALEe (BEEH)

100
pH 12 pH 4.0 pH 68
80 80 80 80
5 £9%LK < 904} *£9%LAM < 3
B g LO7 o 60 7 60 3 60 : s
2 "l zonum 2 3605 £9%LIM 2 = g/ e e
4 4 A 2 ] ——smam
S S S o/ T 40 i
2 2w =" A 455 +150%Lm =
P " 905y +15%LL/ * pH6.8(100rpm)
—— !
2 o st 2 - 2 o AR 27 305 +150%L1p
—— BEREH f — i 607> £15%LIA
0¢ [ e 0+ 04
0 3 60 90 120 0 60 120 180 240 300 360 0 3 60 90 120 0 3 60 90 120
Time (min) Time (min) Time (min) Time (min)

X 2. 248K, AR DBHES (FHELIZERE)
AHERER /Y RILE, 50rpm. HERRIC 0.1% Polysorbate 80 % 77N.
Kb D % & I$AZHERIE| &SRB RF OFBFEERDE
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TIIHABRNDS10% 71
GERFTE | RAMEHR R

LsBREARERR 1 2007 £3 A 15 A
BRED 1g5 : 75 v A A bAKHI 100 mg B : ko4 uay 7
THBIE| : F ) U FIA4 20y 7 10% CELERGETC - NS TR A1) B Fo94vay 7
Oy h&ES : 483TP

A HNEl

T NVHALNDSI0% | BEEMKT A B, B, erFodxFiTuorbrua—R, 5 TNT 7 —AbT T
(43 1grh

F NI4T ay TS ROV FT Sy, e NuaFySuikiro— 2, KR EME
10% > 1g

a) NS ORI, b) WASCH L D FIH.

EHZ2eIEFERER

A7 1 R S 0 ) 5 - AUCosh DX FUIE O PIGME D70 90 %5 HAIX L FFE N (0.80 ~ 1.25) TH - 7-.
Crmax DX BAEDFIHE D 7D 90 % fZHX M I FFEIIN CTH o 7275, SHHEEME O AT FFELA (0.90 ~ 1.11)
TH Y, HHOBEBEC X ) AWAWFESEEIIR SN

b MEER
TSNV ARX KW 1I00mg (K54 ay 7L LTlg) % 20 ZoFERABHICHERS L, 1iEd
WA TS VIV A AN E LTHIE

700 o (BN 1000 ¢ @ B 1000 smwm Ik 1. BYEIRE/NT X —4 (FHELIEERE) RV
wof L ——wmww | o | WHEDFEIIEDZE
g 500 b ;&r@:ﬁiﬁ§ 3 g FE DI D
0 Hd i T A=5 | R | SRR | 2 (90 %R
% 300 [ & 4;% 400 - w“\ N % 400 OB:SE"?;
8 200 | \ 8 8 ‘ - .
o HEEEN 0 | wo Crnax, ng/mL 509 + 238 | 450 + 196 (0.79 - 1.03)
1] I > AUCosn 0.91
A L F LI o VS g ’ 1676 + 662| 1492 + 524
o o ° .. . | ng-h/mL * * (0.82-1.01)
Time ( Time () Time (b) %% | tmax, h 25+11 | 3.0+1.0 B
1. R C HBREF O MFEFERER OE < D YR MEMMA] 13£03 | 1.3:02 | AHEAmY

HERE D MFEHIRE

a) F #se
AEES
100 oH 12 100 oH 40 100 100 §§2 /\ol\}ll“;f (50 rpm) L:Bw_éqzi/;]
o | o | w w | | pHE8(100rpm) BHEE (RHE: ForoOv7
. . . . 18). BEEEIIX2 IIRT.
% 60 - % 60 % 60 % 60 e | N B H?:FEﬁ qzﬂaiﬁﬂjy}?‘. (%)
] 2 2 g st SR B @) v ! -
Sal S Zel 2 PR Gh) e | sl
. o WERR | eomenn pH1.2 5 1.1 1.7
20 | o RN 20 | e ypasu 20 .- 20
e ‘ 7 fmg{m Et ] 120 12 17
’ 0 30 60 90 120 ’ 0 60 120 180 240 300 360 ° 0 5 10 1520 25 30 35 40 45 070 5 10 15 20 25 30 pH4O 5 5'2 45
Time (min) ) i Time (min) . Time (min) o Time (min) 360 60 55
2. fZHEHE, RBRUBHIOALEEE (FHELIZERE) pH6.8 15 95.3 97.3
BHEER /Y RILE, 50rom. &ERKIC 0.1% Polysorbate 80 % RN pH6.8» 15 100.4 97.3
HHEEBE RS20y 1g (FTF72IbAHX MKFIH 100 mg). a) HERIEIZ 0.1% Polysorbate 80 % sl .
b) 100 rpm.
AHEER

BIE 230 43 70 % UL (7% KLk 50 rpm, 0.035 %KY Vb X— bk 80 Z i L7z H R RERES 2 %) 900 mL)
RE KA ay T 1g (FF 200 H A KA 100 mg)
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TSI HAMNDT7EIL112.5 mg [#l##]
LERRETT VA /4 HIVE A
UERRSASBER A 1 2007 £3 B 15 A
BYRED 1 AT IV 75 0 H A PRI 112.5 mg B TN
ZHEZE - ) v )V 1125 mg (BEIRFEIC ANPGRS SH) B v T
0w &S : 447FH

AhnE

TITUIVHA N TRV |EBGTNT 7 —AbT v T, FUREKIY), WK AR, TV Y, ERKCERLT A #,
112.5mg [FHifF |2 AFTY VBRI AT TN ATEVREKIIESTF >, BT ¥ >, I 9GBS b
147N U, w70 —) 4000 2 EHT 5.

* ) vh TN =7 aT—)L 4000, A7 7Y VBT AT A, AMKNY TRV EEKICETF U,
1125mg® 1 7t |27 aT—) 4000, 5% ViiEEF FY T A, BALTF ¥ V2 E5HET 5.

a) ENSORZE. b) WASCH L DT

EHZ2eIEFERER
AW A B [ SEPE D E © Cmax Sz OF AU Cozan O % B O P39l D 7 0 90 % 15 BHIX ] A3 FF 283 (0.80 ~
1.25)

b hEER

77 YV A NAKAIY 112.5 mg % 30 # O AR RIS G L, MEEhREZ 7T 2 v A KAl
e LTl

1000 - § 1200 - ; 1200 - .
. - e HBREA|
T £ U]
[ —— BERMH 1000 - 1000 -
800 [ !
2 +rEERERE ] E
" i w 800 & % 800
S 600 [ £ £
< < <
2 S 600 | S 600 |
g g 4
] g E
S 400 < A H
g ¢ 400 b | \ g 400
8 8 A 8
200 - T/
200 200
0 o} o & = o0 4
0 2 4 6 8 10 0 2 4 6 8 10 0 2 4 6 8 10
Time (h) Time (h) Time (h)

1. IRERA & HBREF OFHMRPERER OME < OHEBREOMEFRE (10h £ TEXRR)
xR 1. EMEE/NT X — 52 (PHELFRERE) RUBOFHEDE

T A— % BOERA | BB | MO TIDE (90 %[ HIX )
Crnax, ng/mL 588.5+405.8 | 567.1 + 253.3 1.06 (0.92-1.23)
AUCo.24n, ng - h/mL 1956.8 + 1227.7 1 1998.4 + 924.3 1.09 (0.98-1.21)

. tmax, h 31+1.1 3.1+1.1 Vih=w. v )
(BEY) S h | 43237 33519 -
a) FHE

BE 290 53 70 % AL (S BV 50 rpm, 1.0 %KY v )b_— |+ 80 & N L 72 H & i H 3 BR 4 2 ¥ 900 mL)
ALER (BEEN)

100 100

- - i 100
pH 1.2 pH 40 pHE8 %
80 | 80 80 | > 80 | 1804 0.5%
1804 4.6% i 3605 1.0%
8wl 605 46% o 36043 5.9% . = |
£ 1205 45% £ g0 § 454 159% £ © EP—
H H H } H
H 8 o 8 ;o907 L% g —— s
T 40 T 40 © 40 T 40
= = —— = / =
[ e mram
L . - = L e L 4 L
2 o A 2 e wif 3 o 2
—— B Y
o £ » 0= . , odd . o
0 30 60 90 120 0 120 240 360 0 30 60 90 120 0 120 240 360
Time (min) Time (min) Time (min) Time (min)

X 2. {24 8%], AR DBHES (FHELIZERE)
BHERER /Y RILE, 50 rpm. RERRIC 1.0% Polysorbate 80 #3%&40 (/=75 L, KIFEFM).
XD % E ISFZAERE| & HERE DB HEDE.

94 T A v Z7Hi%E Vol 3,No.1 (2009)



ToIAAMITEIL112.5mg [DK]
LSRRGS TT | ABSREMSH
IEBREARERH 1 2007 £3 A 150
BIERS 1 AT IR 75 v H A MK 112.5 mg B h Tl
EARESIE| 0 oF ) v h TSIV 1125 mg GEIRTEIC © /NFPEE G T3k ) B TN
O &S : 447FH

Al

TIUIVHA NI TR | ERGT VT 7 —AbT VT, FUREKIY, BB AR, TV v, AR CELr A #%
112.5mg [DK/|® ZFTY VBT AV A BT RVKKIZETF U, BILF¥ 2, T VEREES b
147N U, w70 —) 4000 2 EHT 5.

) vHh TN =7 aT—)L 4000, A7 7Y VBT AT A, AMKNY TRV EEKICETF U,
1125mg? 1 # 7 |=27 2= 4000, 52U LGEF M) YA, BILFY 2 5HT 5.

a) ENSORZE. b) WASCH L DT

EMFHRFERER

FEWE R IR SEPE O HISE ¢ Comax Jo O AUCozan O BB O P3N D 7 D 90 % f5 WX [ 277 4 38 (0.80 ~
1.25)

b hEER

7T VA A R KA 112.5 mg % 30 & DR A BEISH ARG L, MEERREEZ 77 v X b IKAl
e LTl

1000 5 1200 ; 1200 .
. - e HBREA|
T £ U]
[ —— BB 1000 | 1000 |
800 |

2 +rEERERE ] E

" i w 800 & % 800

£ 600 | £ £

< < <

2 S 600 | S 600 |

g g g

£ 5 5

S 400 < A H

g 2 400 | | \ g 400

8 i 8 A 8

200 - T/
200 200
0 o} o0 & = 0
0 2 4 6 8 10 0 2 4 6 8 10 0 2 4 6 8 10

Time (h) Time (h) Time (h)

1. IRERA & HBREF OFHMRPERER OME < OHEBREOMEFRE (10h £ TEXRR)
xR 1. EMEE/NT X — 52 (PHELFRERE) RUBOFHEDE

T A— % BOERA | BB | MO TIDE (90 %[ HIX )
Crnax, ng/mL 588.5+405.8 | 567.1 + 253.3 1.06 (0.92-1.23)
AUCo.24n, ng - h/mL 1956.8 + 1227.7 1 1998.4 + 924.3 1.09 (0.98-1.21)

. tmax, h 31+1.1 3.1+1.1 Vih=w. v )
(BEY) S h | 43237 33519 -
a) FME

Bt 190 5 70 % LA L (VX FIVEE 50 rpm, 1.0 %KY Vb X — b 80 Z N L 72 H IR & H 3RS 2 ¥ 900 mL)
ALER (BEEN)

100 100 - 100

) 100
pH 1.2 pH 4.0 pHES & X
C & 1804 0.5%
80 80 [ 80 ; 80 360%) 1.0%
18093 4.6% i/
o - o | -
2 6053 4.6% 200 3605 59% £ $ £ o A
2 1204 4.5% 8 ) 2 /i 455 159% 2 —e RN
T 40 S 40 - o AR S 40 {7909 1.1% S 40
= = —— g = / =
s [ 1]
e B L e 4
2 o R 20 _ ZR —— 20
—e— B e 7
o = -~ 0= . , odi— o 3
0 30 60 % 120 0 120 240 360 0 3 60 9 120 0 120 240 360
Time (min) Time (min) Time (min) Time (min)

X 2. 28K, HBRUFDOBHEEY (FHELIZEERE)
BHERER /Y RILE, 50 rpm. REREIC 1.0% Polysorbate 80 # 7&/0 (/=72 L, KIFEHHN).
XD % fE IFAZHERF| & SHBRBF DOFIDEHEDE.
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TSUIWNAAMNRZA4O0v7 10% [DK]
LEERSE T - KESIEMX S
IsBREARERR 1 2007 £3 A 15 A
BRED 1g5 : 75 v A A bAKHI 100 mg B : ko4 uay 7

SRR A Y FTA uy 7 10% (Eilhoeo AR RS B P4 ay T

Oy &S 444T]
A HNEl

TIUNAANETAL Y
7y 710% [DK]® 1gh

FLHEOKRAY, o T V77—, oAU UF MY LKA, L FuFd S
Yo —A, BEMKRT 4B &RK_EBLT 1%

F /NI 4vay T
10% > 1gH

MyEQaYFyT Y, eFadFyraibila— R, fEEE b

a) ¥ 5 OEE. b) FAEL Y B
EMFHRF AR

1.25)

b hEER

T3 UNHA MKW 100mg (FSA4>ay 7 LT 1lg) % 30 ZOEEERABEICHERS L
R TS VA A MK E L CHllE

9000 ¢ ) 9000 . 9000 |-
o AR RN
8000 | 8000 8000 |-
—e— RERIWA
_ 7000 7000 _ 7000 |
3 = EoEEeEE 2 2
3 £ 6000 € 6000 |-
£ £ £
< < 5000 < 5000 | [ JPA)
i K % /
3 £ 4000 £ aono 7 AN
: § S (K
3000 2 3000 X
o o 8 il \
2000 ’ 2000 | [Hf
1000 | 1000 |f
00 00

B 1. AU & HERBIH DT M $E MR R OME 4« DRERE DM FEHIR

i

(10h £ TH#%R)

RN EMEBE/NT A — 2 (FHELRERE) ROMBOFHENZE

NG RA—% L HE B SRR ) KOG D 7 (90 %ASHEX )
Cmax, ng/mL 532.9 + 152.9 | 557.2 + 189.6 1.02 (0.93-1.12)
AUCo24h, ng - h/mL 2230.4 + 678.6 | 2376.7 + 864.5 1.04 (0.96-1.13)
euers | tmax, D 22+09 27+13 A
BEEF) o
(BZ5T) 200, h 6.2+49 5.4+37 —
a) FME

AWy 2 9 ) SEE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 5 F X [ A3FF A3 (0.80 ~

. l%Er

B 304 7T0% L E OS ViS50 rpm, 0.2% K1) VL x— |k 80 27N L 72 H R M ERERES 2 i 900 mL)
HE P vay Flg (FF5 V0 H A bk 100 mg)

ALEH (BTAM)

100
pH 40

100

X
80 | 80 80 y/pHE8 80 1593 5.9%
3 3609 13.4%
E 60 4543 2.3% E 60 4557:\3,0% E 60 | ¢ E 60 o A
3 1205 55% g 36071_11 0% 2 104> 8.0% 8 BB
S 40 s 40 o B s 4 1547 60% B 40
= o AR = A = =
! —e— st -
—e— BRI .
20 20 T = 20 [ 20 — I
gt S
0 M 04 0 0
0 30 60 9 120 0 120 240 360 0 30 60 0 120 240 360
Time (min) Time (min) Time (min) Time (min)

X 2. {RERA,

ARMF DAL (FHELRERE)

BHERER: /Y RILZE, 50 rpm. &ER&IC 0.1% Polysorbate 80 # &M (/=72 L, KIZEZRM).
HHBIR K> O0v T 1g (FF2ILAHX KFH 100 mg).
XD % 1B IFAZHE S| & SRR EF OFBHEERDE.
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A 1
0
Ay &S 647FO
A

ZVIWAHABRE 112.5mg rTYKJ

$Eh 1 75 v h A R 112.5 mg
F ) vh T 112.5 mg (BEIRFE I

T

EARFETT ¢
SARRERE

DB IR N TR D)

KIEELTEH/RASH

2009 % 1 A8H

B h 7

TG UNVH A NEE
112.5mg [TYK]®

1 gerp

FLHRAY, TFAMY v, REHRE FaFyFaeilbiro—2, fiktro—2,
TN, ATFTY) VBRI AT Y A

* ) h TN
112.5 mg P

157N

<~ 7aT—) 4000, ATFT Y VBT AT T L
<7 aI—)L 4000, T NVEEEES M) T A, BMbF Y R EAETA.

CFLEEOKA A TR VERIRICE S

¥,

a) NS ONE. b) AL YT

EYFHIRS AR

AWy 2 9 ) SEPE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 45 F X [ A3FF A3 (0.80 ~

1.25)

b hEER

7T VA A LKA 225 mg (112.5 mg B x 2) % 14 ZORBEEA B AEERS L, AETRELZ 7

S5 VA MK &

1

centration (ng/mL)

Con

400

L ClllE

000

]
—e— HERsl
Tl RERE

800

600

200

Time (h)

1600

)
S
3

o
3
3

centration (ng/mL)

Con

400 -

AR

1600

HERMH

B 1. RS & HEBRBAI DT MBFHEMRE R ME< DEEBREOMEFIRE (8h £ TEXRR)

T EYHE/NT A -4 (FHEIZEERE) RUOWNBOFHEDZE
NG X —% e RBEA | B (90 %5 HEIXH)
Cunax, ng/mL 664.9 + 347.7 | 665.4 + 3487 0.991 (0.82-1.197)
AUCo24h, ng - h/mL 2105.6 + 873 | 2101.3 + 815.8 1.015 (0.853 - 1.208)
gy | tmag, D 321146 | 3.25+0.8 A
(BERRD) g Em b | 297168 | 245131 p<0.059
a) F e

AR

BiKE 1 90 43 80 % LI_E (¥ KL 100 rpm, 0.5% A1) Vb — h 80 % i#0 L 72 H R H R BRES 2 i 900 mL)

BALEEH (BEEX)

120

120

pH 1.2 oH 40 201 oH 6.8 120 ok
100 100
* k3 o 6043 0.6%
w0 6053 0.6% I 12093 3.9% . i . 36043 1.0%
3 905 05% 3 360%) 6.0% 3 304 124% g
Fw 1204} 0.3% 3w S 305 61% 2 o
2w 2 g s 3
—— it oo = w0
2 o A 20 -]
e s R » 2 — R
0 0 04 04
* Fim EU(mmg0 1% 0% -}fﬁ,;gfmz,:g %00 360 0 6 _},fg‘éauwi:]") 300 360 0 60 1Tz"0“|ea<or§‘4:) 300 360
N i Ll e =
B 2. A, HBREFHNOBHEE (FHELRERE)
AHEER © /Y RILE, 50rpm. RE&&IC 0.5% Polysorbate 80 % &N (/=72

BIER ()% (L BE & RBBAID FABHEDE.
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TSI AHABMDS10% [TYK]
UEBRE T | AERS T EMAH
LEBRE=ARER A 2007 £3 B 15 A

B KoL vay 7
NP SR TSR S )

BRMED 1g5 : 75 v A A FAKAI 100 mg
TS|+ ) U FFTA4 0y T 10% (BEERGTETT
Oy &S 451TI

B : vsfvay s

Al
TS5V HARNDSI0% |[EABE byEwaYF Uy, vFudF v oLkl a—R, TANLVF—4 (-7 2=
[TYK]® 1gH V7= ALEW), FE

F NI ay TS
10% > 1gH

a) ®ELSOML. b) R TEL DI,
EYFaIRFEGER

AWy 2 9 ) SEE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 5 F X [ A3FF A3 (0.80 ~
1.25)

fyETOIVFUSY, bRadF oo — R, FEREHE

E hEER

TISUNVARA KN 200mg (FS4>ay 7L LT2g) % I18ZOMEEHRABMICHEIRS L, IM4Ed
MR TS VIV A MK E LCHlE

15000 15000

3¢t 0 | FRERBFA
—e— HBRU R :
FHEBERE
8000 FOEERER 12000 1200.0 |
a a a
E E E
W S >
< 6000 £ 9000 - £ 9000
< < 4
=3 .2 2
4000 [ £ 6000 [ M“\ £ 6000 [
o o A"-‘.- o
e 2 e ¢
5 s /4 5
o o X o
2000 3000 3000
00 0.0 0.0
2 4 6 8 0 4 6 8 0 4 6 8
Time (h) me (h) Time (h)

1. IRERE E HBREF DT MRHERER ME < OHEBREOMEFRE (8h £ TEXRT)
RN EMEBE/INT A — 2 (FHELRERE) ROMBOFHENZE

NG RA—% L HE B REERHEFA] | HEOTFIHMEDEE (90 %15 FEIX H)
Cmax, ng/mL 581.4 + 278.4 | 597.1 + 225.1 1.049 (0.915-1.202)
AUCo24n, ng - h/mL 2021.6 = 760.6 | 2120.3 + 818.8 1.062 (0.942-1.197)
s | tmax, h 2.61 +0.53 2.67 + 0.45 A )
() b : : nEes
WO EWE  h | 3.63+2.72 3.14 +2.54 e
a) F g

AR
B 13040 70 % LI E (% KoLk 50 rpm, 0.05% K1) Vb x— b 80 Zi7shn L7- H IS MR ER A 2 i 900 mL)
HE FIA ey F05g (F5 v H A MKAY 50 mg)

ALEe (BEEH)

120 120

% dissolved
3

pH 1.2

L2TOHR
*+8%LK

% dissolved

o R

AHEER ¢ /Y RILVE, 50 rpm.

98

—e— B

P s —

0 30 60 90 120
Time (min)

0

pH 4.0

L2TOBRRA
+8%LA

o FRALE
—e— ABHH

0 60 120 180 240 300 360
Time (min)

120
pH 6.8 X
100 100
»
%0 T o | ETOR A
3 ’ 3 +8%LH
= =
3 60 3 60 [
2 2
5 5
= 40 159 = 40 |
+15% LA P~
o R
20 20 r —e— REBEH
—— BB |
04 IS S——
0 5 10 15 0 60 120 180 240 300 360
Time (min) Time (min)

X 2. 248K, HAEBRFIDBHES (FHELIZERE)

HERRIC 0.1% Polysorbate 80 #3FH0 (#4272 L, KIZERM).
HHEBII NSOy 7 05g (F52H X MKFIH 50 mg).

XD % IFFEAERE] & KERBFN D FIFHERDIE.
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T2V HAKDS10% [B2Hh%&]
LERRFT | BENERR R

UsBREARERR 1 2007 £3 A 15 A
BRMED 1g5 : 75 v A A FAKAI 100 mg B : ko4 vuay 7
EHSIH F ) NI vay 7 10% (BIEGETT © /NP TR A A Fo4vay 7
Oy p&S :582TD

A0l

TIGUNVHARDSI0% |D-~wv=Fr—J, TYRY rF—Jb, oA+ NYTAKAY, TEHALVTZ 7 LAAY
[#H %] 1g vA, BFORATU—R, LROFITu bl a—R, SR A4 #E

EEVAVE N s Sy fyEOQIYFYS Y, e FadFy 7o bira— X, fEEEHE

10% > 1gH

a) DL ONE. b) wACEL .

EMPERS R

) 10 [ 5 PE O M5+ Conax B OF AUCo20m 0 B O SIS D 32 0 90 % 5 I B ASFF 28 B0 (0.80 ~
1.25)

N

TITUNVAA MKW 225mg (K54 ay7E LT 225g) % 24 Z4DORBFERABEICHARS L, M
R A TS VA A N E LTl

1400 - . 2000 . 2000 -
o JRAE R HRAERF| HERRF
b 1800 - 1800
1200 -0 —e—EHEREUF
i 1600 | 1600
fg 1000 - o |FHERERE g 1400 -\ 3 1400
D) ) ®
< £ 1200 £ 1200
c 800 ¢ < <
= ] % 1000 [ 2 1000
g 60 2 00 | 2 800
8 3 8
S 400 | 5 600 |} 3 600
400 HJf 400
200 H
200 7 200
04 0 0
0 2 4 6 8 10
Time (h)

1. IRERE & RBREF OFHMBEHERER ME < OHEBREOMEHRE (10h £ TEXRR)
RN EMEBE/NT A — 2 (FHELRERE) ROMBDOFHENZE

NG RA—% L HE B BN HELDFIGED 7 (90 % EHAIX )
Cunax, ng/mL 880.7 +452.1 | 897.4+317.8 1.066 (0.938 - 1.212)
AUCo24h, ng - h/mL 3079.2 + 1346.3 | 3218.7 + 1449.8 1.035 (0.934 - 1.146)
| tmax, h 25+09 23+1.0 A 7 D)
2% AR ‘ ) .
(BE5H HYER , h 1.9+05 2.0+0.5 LR
a) F kg

AR
B 304 70% L E (2% KLk 50 rpm, 0.05% K1) Vb x— |k 80 Z7hN L 72 H R M RERES 2 ¥k 900 mL)
KB koL mayF1g (FF v H A MAKFY 100 mg)

ALEe (BEEH)

00 100 100 100

pH 1.2 pH 4.0 [ e 7k
80 80 | 80 pH 6.8 80
B 60 3 3 T w0
2 2TORA £8%A S O 2ToRA sl $ 154 5%l S LTOBAR £8%LIN
2 3 3 3
4 o o 2
o 40 ° 40 S 40 T 40
] o R R
o AT L
20 o PR A 20 steaE 20 stEaE 20 -
—e— AR P— I -
0 0 P S 0 zS—
0 30 60 90 120 0 60 120 180 240 300 360 0 5 10 15 20 25 30 0 5 10 15
Time (min) Time (min) Time (min) Time (min)

X 2. {24 8%, AR DBHES (FHELIZERE)
BHERER: /Y RILE, 50 rpm. RERRIC 0.1% Polysorbate 80 #3&H0 (/=72 L, KIFEFRM).
HEBIRRKS4209 7058 (FF2ILAR KN 50 mg).
XD % (SFEAERE] & KEBRBFNDFIDFHEIRDE (12720, pHE.8 I 15 REDBHRK).
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7SI AHABMNDS10% [TCK]
WEHHT | REACFHR

SLEmR=AREAH 20081 B 150
B : ko4 uay 7
JNEPEE L TR A )

BYMED 1g : 7F ¥ vH A+ AP 100 mg
THBH| oF ) N FA4 0y 7 10% (BERGETT
Oy hES : 445TM

&l

75 v A b DS10 %
[TCK]® 1gth

F NI ay TS
10% > 1gH

a) ®EPLOML. b) R CEX DTN,

EYFHIRS AR

AWy 2 9 1) SEE O HISE © Cmax S UF AUCozan O 5 BUIE T 39l 0 7 0 90 % 45 FX [ A3FF A3 (0.80 ~
1.25)

B : v vay s

WA vyuxu—2x, MwEQWIIFTIS Y

fyETRITVFYSY, bRadF oo — R, FEREEHE

b hEER

TISUNVAA KN 100mg (K4 ay 7L LT 1lg) %20 40OEEREABHICHERS L

. 4
BEEE 7S U Vh A NE LTHIE

0L RHERA
—e— FRERIUH
T |

600

500

1400

1200

1000 -

1400

R ]

HERSLA

1200

1000

00 |

300

Concentration (ng/mL)

200

100

800

600

Congentration (ng/mL)

400 -

200

Time (h)

Time (h)

Concentration (ng/mL)

800

600 -

400 -

%%M

WA\

ﬁﬁ§§§

8

200

A\

4
Time (h)

6

B 1. RS & HERBFI DT MBFPEMRER ME < DEEBREOMFEFIRE (8h £ TEXRR)
RN EMEBE/NT A — 2 (FHELRERE) ROMBDOFHENZE

NG RA—% e B REHA | NEOTFIMEOZE (90 %E X M)
Crmax, ng/mL 479.6 + 247.7 | 456.4 + 190.8 0.989 (0.894 - 1.094)
AUCo24n, ng - h/mL 1834.4 + 703.0 | 1844.5 + 835.9 0.993 (0.904 - 1.090)
e wns | tmax, h 2.73 + 0.68 2.43+0.73 A )
(Bapp) : : A
I h | 1.52+0.44 1.49 +0.38 A
a) FIE

HK 0304 70% L E (VS KVik 50 rpm, RV v I)bx— bk 80 0.5 g (2 HIRAEHRERAS 2 # % 1 2 T 1000 mL

& L7z 900 mL)

RE KoL vay T 1g (75 )0 H A MK 100 mg)

BALEEY (BEEH)

100
pH 4.0

80

200 bH 6.8

100 P

80

- S—

X

3w 3w 3 3 o 605 *B%LIM
5 5 5 5 3607 +8%LIA
2 305 +£8%LLA g 605 £8%LLMA g © 1543 85% L1k g
2 41 1205 £8%LA D 403605 =8%LLA ° © o w o SRR
o A o SRR —— s
Ip—
w0 oA » —— sl 2 —— B 2
—— BB
0 R e e 0 0 ei
0 30 60 90 120 0 60 120 180 240 300 360 0 15 30 45 0 60 120 180 240 300 360
Time (min) Time (min) Time (min) Time (min)

X 2. iRHERA,

ABRMFDOBAHEE (FHELRERE)

BHEEER /Y RILE, 50 rom. pH1.2, pH4.0 R U pH6.8 DatER#& (I Polysorbate 80 (0.1%) % #hN.

HEER RS>0y 7 1g (F52)0AX RKFH 100 mg).
Hh D% E I EESIFK] & HBREFI DT AEENDZE (/27 L, pHB6.8 IF 15 DHEDAHK).
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TSUIWHAMNATEIL1125mg [b—"7]
LERRGE T | RMERKA S

UEERFSAEEERH 2008 7 B 11 A
BRED 1 AT 75 v A A P 112.5 mg B h TN
ZAREBIE| - o ) U h TV 1125 mg (BaEIRFEIE | /NS TR 1)
Ay ~FES : 246F]
1=l
T UIVHA NI TRV
1125mg [ h—7 @
14 7
F T
1125mg? 1 % 7k
a) 30 5 DM,

B h 7

MR, FodFs7ulilblu—R, ETFOAU—R, AFT7Y VBT R
A AT RVKKIZESF Y, wrad—), BILFY T, I VEEF N L
EEHETA.

7O T—) 4000, AFTY VST AV A, MR TV RIRIZEY ST,
~Z7uT—)V 4000, TV IVEREET N U A, BLT S VRS AT A,

b) M SCE X D5

EMFHRFERER

FEWAE R IR S E O HIE - Cmax B OF AUCo2an O B O F- 3 D 7 D 90 9% 15 BX [ 237 F 4038 A (0.80 ~
1.25)

b hEER

7T v A MAKA 225 mg (112.5 mg H] x 2) % 20 4 OEFEE AP HEICH ARG L, iEhiREs 7
FUNHARNELTHE

700 o R

e

1000 -

RERELH

1000 -

600 - | —— e

~ T | PHELEERE 00
£ 500 T 2
£ E
2 2
g 400 | Eeou
£ '
£ 300 =
H I

8

3
5
S 200 t

100 [

Time (h)

Time (h)

1. IRERA & HBREF OFHMRPERER OME < OHEBREOMEFRE (10h £ TEXRR)
®1. EMEE/NT X — 2 (PHELREEREZ) ROMAOFHEDZE

NG RA—% e 5] BRI MO TFIME D7 (90 % EHEX )
Cmax, ng/mL 526.1+1782 | 536.0 + 216.0 0.991 (0.83-1.183)
AUCo.24n, ng - h/mL 2016.1+783.1 |2016.5+ 752.4 1.009 (0.86 - 1.184)
| tmax, h 3.20 + 1.01 3.25+1.12 St
() [l : : s -
WL, h | 172042 1.98 +0.75 e
a) F e

AR

B 450 70% L . (S Vi 100 rpm, 0.5% R Y Vv xX— b 80 Z ik L7- H R s ERE 2 i 900 mL)

BALEEY (BEEH)

100

100

pH 12 oH 40 pH 6.8
80 80 13609 £ 15%LIA
%égﬁ;j?ﬁ 360%, 1805 754> £8% LI
A LR +8%L
B 60 ! B e E8%LEM B e -
= = =
] S ]
2 2 e 2
S 40 S 40 - T 40
= = —e— BB =
]
20 o R 20 .
—— BB
04 -l 043
0 30 60 90 120 0 120 240 360 0 60 120 180 240 300 360
Time (min) Time (min) Time (min)

2. IRERA,

SARMFDAHEE (FHELRERE)

BHERER  /YRNILE, 50rpm. HER&IC 1.0% Polysorbate 80 % 70.
XD % E IS AZHERF| & RBRBFNOFEHENDE (pH1.2 [EBHER).
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TIVIWHAABNDS10% [ b—"]
LIRS | AR Mt

IsBREARERR 1 2007 £3 A 15 A
BRMED 1g5 : 75 v A A FAKAI 100 mg B : ko4 vuay 7
EHSIH F ) NI vay 7 10% (BIEGETT © /NP TR A
0w p&ES : 352TM
&l
75 vH A DS10%
[F—7 )3 1grth
* v F54vays
10% > 1gH
a) RELL DML, b) RASCE X B
EYFaIRFEGER

AWy 2 9 ) SEE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 5 F X [ A3FF A3 (0.80 ~
1.25)

B : vsfvay s

B, byEQaTFrTS s, oA R N LK, Fvr, BHEL, Fofll
J% 55
fyETOIVFUSY, bRadF oo — R, FEREHE

b MEER
TSNV ARXA KW 200mg (K54 ay 7L LT2g) % 40 ZORBERABEICHERS L
BEEA TS VIV A AN E LTHIE

1000 [ o FEHERIF

. l%Er

TREERF| HERELA
900 |- e BRI 2000
P =T E
T o700 H|T e
S ! £ 1500
£ 600 | £
< <
£ 500 |1 4 ]
5 T £1000
£ 400 | ] £
2 2
9 300 o
200 9
100
04 0

Time (h) Time (h)

1. IRERE & RBREF OFHMBEHERER ME < OHEBREOMEHRE (10h £ TEXRR)
® 1. BMEE/NT X — 2 (FHELREREZ) ROWBROFHEDZE

NG X—% e 55 AREEA] | W BOTFIEHMEDZE (90 %15 HEIX H)
Cmax, ng/mL 684.09 + 344.22 | 636.45 + 342.37 0.935 (0.867 - 1.008)
AUCo.24n, ng - h/mL 2548 + 1093 | 2356 + 1004 0.935 (0.881-0.992)
| tmax, h 2.494 +0.798 | 2.500 + 1.085 A
() [meh : : . -
eI h | 1.857 £0.596 | 1.889 + 0.423 e
a) F g

AR
B 304 70% L E (2% KLk 50 rpm, 0.05% K1) Vb x— |k 80 Z7hN L 72 H R M ERES 2 ik 900 mL)
KB FIAL4ay F1g (FF v H A MAFY 100 mg)

ALEe (BEEH)

100 100

pH 12 oH 40 pH 68
80 80 80 &
5% 2.6% 59 2.8%
159 2.6% 3604 3.2%
3 e 604 26% 8 © 3w ff
H 1205 2.3% g 3 § 84 12.6%
S 40 S 40 T 40 | [ 1543 9.9%
= e e
e REAE e R
» o meR 2 —— B » —— R
—e— BRI
~——
I e s— o . . X o . . )
0 3 60 9 120 0 120 240 360 0 0 20 30
Time (min) Time (min) Time (min)

X 2. {24 8%, AR DBHES (FHELIZERE)
AHEER  /YRNILE, B50rpm. HE&&IC 0.1% Polysorbate 80 % 0.
HHEBEI RSOy T 1g (T2 H X MKFEH 100 mg).

XD % E I ZHESIF| & HEBRBIF DOFIEHEDE
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TS5OINHAMHDT7EIL112.5mg [HETI]
UsBREE T ¢ AE TS
IEBREARERH 1 2007 £3 A 14 H
BXERS 1 AT IR 75 2 vH A MK 112.5 mg B h Tl
EARESIK 0 oF ) v h TSIV 1125 mg EIRTEIC © /NFPEE G T3 M) B h TN
0y &S : 246F1

1=l

TS UNHA AT |[FBE v FuFyrubilbiluo—X, e rAu—X, AFTY VBT AT A
1125mg [HET |2 HTRNVKREKIZESF >, vzaT—N, BLF¥ >, I VEREF M) Y ARESH
14 7 T 5.

* v h TN =7 aIT—) 4000, AFTY VEER T AT A, AWK hTRVREKICESF
1125mg» 1 4 7k |27 aa—)1 4000, 5 VEiEEF bU A, BLF ¥ V2 EET 5.

a) NS ORI, b) BASCH LD FIH.

EMFHRFERER

FEWE R I SEPE O HISE ¢ Conax Jo O AUCoazn O 5 BB O P31 D 7 D 90 % 5 BIX [ 27 7F A 38 (0.80 ~
1.25)

b hEER

75 Vv A MAKHIY 225 mg (112.5 mg B x 2) % 20 OB AN B ER G L, mAgEhREz2 7
FUNHARNELTHE

1000 000 1000 [

1 ) e
B ] EAEHF| HEREF
5 U
800 HRE 800 800 |
E T RERE T B
» 7 % ®
£ 600 2 600 2 600 -
$ § §
g g g
2 400 £ 400 £ 400 -
: : :
o (6] | o
00 || ! | \\
2 200 200 i/l ‘\\\\&\
N
0 & 0 0
o 3 6 9 12
Time (h) Time (h)

3 1. fRAERH] & ABRRF OF M IR P IR R OB« DIRERE O MEHIRE
®1.EMEE/NT X — 52 (PHELFRERE) RUBOFHEDE

INTG RA—F HE oAk 5% AR B KD D 7 (90 %45 FEIX )
Cimax, ng/mL 526.1 + 178.2 | 536.0 + 216.0 0.991 (0.830 - 1.183)
AUCo12n, ng - h/mL 2016.1 + 783.1 | 2016.5 + 752.4 1.009 (0.860 - 1.184)

v | tmax, h 3.20 + 1.01 3.25+1.12 A )
BEGR) o = ‘
(BEAR) ol b | 1722042 | 1982075 —

a) F i
R

Bt 090 53 80 % LL I (V% KOV 100 rpm, 0.5 %KY V) X— b 80 & ifshn L7z H R HEERSE 2 i 900 mL)
D (SEER)

100 - 100 100

100
pH 1.2 pH 4.0 pH 6.8 Ik
o | ETORS *8% 80 a0 755 £8%LIA, |
PP 18093 =8%LLA, 3605 +£15%LUA LTOBA +8%
3609 £8%LLA P>y
o o o o
g 0r B e R o A
5 5 5 S
] K K] K] —— st
T 40 S 40 ’ T 40 S 40
= = o (AR = N
—e— HEBRUA s o JRAEF
8 o R § /
® : 7. S »
—— RN
04 = 0 . . , o —
0 30 60 90 120 0 120 240 360 0 120 240 360 0 30 60 90 120
Time (min) Time (min) Time (min) Time (min)

X 2. 128K, AR DBHES (FHELIZERE)
AHEER  /YRNILE, 50 rpm. KL DOFRERRIC 1.0% Polysorbate 80 % i#70.
Kb D % & I$AZHERIE| &SRB RF OFBFERDE
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75 HABRNDS10% [BETL]
ST | AETHA R

UsBREARERR 1 2007 £3 A 14 A
BRMED 1g5 : 75 v A A FAKAI 100 mg B : ko4 vuay 7
EHSIH F ) NI vay 7 10% (BIEGETT © /NP TR A A Fo4vay 7
O &S : 245TL
&l

75 v H A+ DS B, rvEQI TSy, TIJTANFELAZZYL—1aRY<Y—RS, ko
10% [HEL]? 1g¥  |[F¥y 7ol tiro—2

F /I 4vay T fyERIYFUTY, e RFadFy7raoikra—, ke

10% > 1gH
a) BENSOEL. b) FACEI VT,

EYFHIRS AR

AW 2 9 1) SEPE O HISE © Cmax Mo UF AUCo-10n O 5 BUE T 39l 0 7 0 90 % 5 B X [ A3FF A3 (0.80 ~
1.25)

E hEER

TISUNVARA KN 200mg (FS54ay 7L LT2g) %20 %4OMEKEABEICHERS L, 14
BEEA TS VIV A AN E LTHIE

1000 1000 B BIH 1000 ¢ ERBF|
800 o JEAEBIE 800 800

e R
600 [ i Ty 600 [ 600

tration (ng/mL)

- *RERE

00 T AR T £ 400 [
g
g
]
200 [ 200 HHl
p y /
. )

0 2 4 6 8 10
Time (h)

1. R SE & RERBAI O T MFPREYNRE R UME 2 DRERE D MRFIRE
RN EMEBE/NT A — 2 (FHELRERE) ROMBDOFHENZE

centration (ng/mL)
centration (ng/mL)

400

Con
o
Con

200 Hfy

NG A—=4 et 3l BRI | B TIIEO7E (90 % fEHEIX )
Crnax, ng/mL 492.2 +198.2 | 508.4 +162.9 1.055 (0.916 - 1.215)
AUCo-10n, ng - h/mL 2024.1 £ 764.6 | 2173.1 + 660.4 1.096 (0.982 - 1.223)
= )
(BEYEHR) tmax, h . 2.30 £ 1.03 2.35+1.04 ﬁu%ﬂf a
HARE ,h | 1.63 £0.38 1.62 + 0.29

a) F g
AR
B 2304 70% L E (2% KLk 50 rpm, 0.05% K1) Vb x— |k 80 %7 L 72 H R M ERES 2 ¥ 900 mL)
KB kI ay F1g (FF U IvH A MAFIY 100 mg)
ALEe (BEEH)

100 - 100 100 [ B FFd 100

pH 12 pH 4.0 K
pH 6.8
80 - 5% +£8%LIA, 80 [ 5% £8%LIA, Ll 80 2TOHEAE +8%
% 5 3604 +8% ¥
12055 +£8%LLK % AR 155385% 0 E LA
-l -3 -3 °
200 £ £ i o A
o o o g
8 8 8 2 —— iR
S 40 T 40 T 40 o 40
= S = o AR = =
R
20 | —— B 2 o »
—e— SR
S
0 & * ! ! ‘ 0 0 ! n $
0 30 60 90 120 0 120 240 360 0 30 60 90 120 0 120 240 360
Time (min) Time (min) Time (min) Time (min)

X 2. {24 8%, AR DBHES (FHELIZERE)
AHEER  /YRNILE, B0 rpm. KU DEERRIC 0.1% Polysorbate 80 % 7 10.
HEBERFSr>Ov T 1g (F52IbAHX MK 100 mg).
XD % & IFFEAERE] & REBRBBNDOTIAHEDE (12721, pHE.8 I 15 HEDBHRK).
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TSIHAAMNRZA42OY7 10% NP
LERRGET . — 707 7 — vHRESHt
LEBREAEER A 2007 £3 B 15 H
BRMED 1g5 : 75 v A A FAKAI 100 mg B KoL vay 7
THBIE| ) U FFA4 >0y 7 10% CELGERGEIC - NS TR A1) B : ko4 uay 7
Oy &S : 541TH
A0l

TIGUNVHARNRIETA Y RO, FLEEARY, PyEnaYFLS Y, bRuFysulbro—2
0y 710% [NP|? 1g

F NI ay TS ORI F Ty, e kadFrruikira—A, FEEE
10% > 1gH

a) ¥ 5 OEE. b) R EL DB
EMFHRF AR

AWy 2 9 ) SEE O HISE © Cmax M UF AUCozan O 5 BUIE O T 39l 0 7 0 90 % 5 F X [ A3FF A3 (0.80 ~
1.25)

E hEER

T UNVARX KW 225mg (K94 30y 7L 1L T225g) % 24 ZOERABEICHAKRS L, M
s EE A TS VA A N E LTl

1800 o FEHER 6000 ; 6000 .
e RN HZHEBUH| HERBA
1600 | . SREREIE
T HaEA 5000 | 5000 |-

1400 - e
3 7| [ronsmerz o 2
5 1200 || £ 4000 | § 4000 |
£ 2 £
< 1000 1] < :
T a0 | ] g 3000 |
H P2 3
2 600 L7 ¢ 2 2000
5 A 5
o o

400 f

1000
200 /]
(R SHESLES . 0
o 3 6 9 12 3 6 9 o 3 6 9 12
Time () Time (h) Time (h)

1. IRERE E RBREF OFHMBEHERER A< ORBREOCMEFRE (12h £ TEXRR)
RN EMEBE/NT A — 2 (FHELRERE) ROMBDOFHENZE

NG RA—% L e B REREFA] | HEOTFIHMEDEE (90 %15 HEIX )
Cunax, ng/mL 815.3 + 628.0 | 855.7 + 952.5 1.021 (0.915- 1.139)
AUCo24n, ng - h/mL 2064.4 + 2491.4 [3130.0 + 4100.9 1.066 (0.969 - 1.172)
ety | tmax, h 22+08 23+0.9 A7 7 M )
Zf{ AR ‘ 4 .
(BZF) HYCER , h 2.1+0.9 1.9+0.7 A
a) F kg

AR
B 1604 70%LLE OSRFIVES0rpm, pH7.2 DY) VEBAKEF MY W A - 7 T RS 900 mL)
KB FFAL4mavF05g (FF5 o 0H A MK 50 mg)

ALEe (BEEH)

100 100 100

100
pH 1.2 pH 6.5 pH72 %k
80 80 80 80
o o ° f2=68 °
3 e 3w 3w 3w R
o N o N o o
8 LTORR £8%UN g ETORR £8%UA 3 2 —e— A
S 40 S 40 S 40 S 40
B e 2 e
o BB o BB £ gyl
20 ) 20 _ 20 , 20 ETORR L8R
—e— HERH —e— B
—e— HEH P
0 . 0 0
0 30 6 9% 120 0 60 120 180 240 300 360 0 60 120 180 240 300 360 0 60 120 180 240 300 360
Time (min) i

Time (min) Time (min) Time (min)
2. ZHERE| HBREROALES (FHOEIIZERE)

AHEER /Y RILE, 50 rpm.

HHEBIE RS>0y 7 05g (752 AX MKFIH 50 mg).

PH7.2 DD f 2 FIZAERIE| & RERBF|DBHRD 53K /-

Z h A DEIF D %E ISR RE) & KRR DT ERDE.
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TISUIWHAAMNDTEIL1125mg [R141F/]
DEBRSETT - v 1 T U AEMXSH
UEBREAIERH 1 2007 £7 B 12 H
BYMED 1 AT IVR 75 v A bR 112.5 mg =i A A%
EAREBIE| o ) U h TV 1125 mg (BEIRFEIE | /NS TR 1) B h 7L
O &S : 447FH
Ayl
TIGUNVHANI TR |G TINVT 7 —AbFT > T, BRI, AT7T7) VBT AT T A, FOM3 S
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Japanese Journal of Generic Medicines — Rules for Contributions
October 2009

1. Qualification of Contributors
As a rule, 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 galenics, quality, equivalence, added value and other scientific reporting
on generic medicines; surveillance and research relating to the provision of information and dependable supply;
and research, surveillance, interpretation and reporting on pharmacology and medical economics of generic
medicines. 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 Declaration of
Helsinki of the World Medical Association. 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 generic medicines
Biological equivalence testing of generic medicines
Efficacy/safety of generic medicines
Value added for generic medicines
Industrialization of generic medicines
Manufacture/quality control of generic medicines
Assessment of generic medicines at medical institutions
Reporting on discussions by manufacturers on the basis of assessments by medical institutions
Requests for generic medicines from medical institutions
Various issues associated with the introduction of generic medicines into hospitals
Current status of the use of generic medicines at hospitals and associated problems
Supply/distribution of generic medicines and provision of information
The relationship between domestic and international pharmaceutical regulations/guidelines, and the
development/manufacture of generic medicines
Generic medicines 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.
3-3. Languages

Japanese or English
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3-4. Length

— General papers: as a rule, they need to include new findings on generic medicines obtained from original

research activities.

The printed paper shall not exceed six pages (1900 Japanese characters by 6 pages = 11,400 Japanese
characters). Each page shall be A4 size, with 40 Japanese characters by 40 lines typed horizontally. The length
of the text shall not exceed seven pages as a rule, including figures and tables.

— Short reports: they shall include new findings, valuable data, case reporting and others as a rule, although it is

fragmentary research.

The printed paper shall not exceed four pages (1900 Japanese characters by 4 pages = 7600 Japanese
characters). Each page shall be A4 size, with 40 Japanese characters by 40 lines typed horizontally. The length
of the text shall not exceed five pages as a rule, including figures and tables.

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

— Review articles: they shall summarize and review research in a related field on the basis of actual research by

one or more authors.

The length is arbitrary.

— A table or figure corresponds to 300 — 600 Japanese characters depending on the size.

3-5. Format

The first page of the script shall state the title, the names of each author (if the paper is in Japanese, the names in
Roman characters are to be given as well), the name and address of each institution (the address is only required
for the principal author), the e-mail address for contact, the contact for requesting copies and the contact address
for author’s proofreading.

The second page shall have an English abstract consisting of up to 250 words (with a Japanese translation
attached) and up to five keywords.

The body of the paper starts on the third page.

Figures, tables and photos are stated as Fig., Table and Photo respectively. Serial numbers are to be given if
there are more than one. Figures, tables and photos shall have titles or captions and be compiled separately from
the text. As a rule, original figures, tables and photos created by the author(s) are inserted in the journal without
alteration.

The sources for the figures and tables are given in the body of the text or in the margin.

— Units

The International System of Units (SI) is used based on the Japanese Pharmacopoeia 15th edition (2007).

— 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, state in the following order (1) the name of each author, (2) the title of the paper, (3) the name

of the journal, (4) the year of publication, (5) the volume number, and (6) the page numbers. The name of the
journal with title in Roman characters is typed in italics.

For published books, state in the following order (1) the name of each author, (2) the title of the book, (3) the
edition and volume number, (4) the name of the editor, (5) the place of publication, (6) the publisher, (7) the year of

publication and (8) the page numbers.
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4. Contribution Procedure
A contributor shall send the contribution data to the following address by e-mail or in the form of floppy disk,
CD-R or suchlike particularly in cases where the document’s file size exceeds 10 megabytes. Microsoft office
products be used for preparing the documents.
— Address: The editorial board of the Japanese Journal of Generic Medicines,
c¢/o Japan Society of Generic Medicines
Ark Hills Executive Tower 3rd fl. 1-14-5 Akasaka Minato-ku, Tokyo 107-0052
Tel.03-3583-7710 Fax.03-3438-1013
E-mail : masudo@ge-academy.org

Inquiries to : Ms.Masudo

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.

6. Publication Fees
Contributors shall pay upon request the following publication fees (consumption tax not included)) after the
paper has been accepted.
—¥ 1000 per printed page
— Figure/table preparation cost (if there are any figures or tables individually prepared): ¥ 2000 per 50 cm?
- Figure/table/photo color printing cost: actual cost

7. Separate Off-Prints
A contributor wanting any separate off-prints should apply at the proofreading stage and pay the following fees.
Texts of up to six printed pages with a cover
20 copies: free of charge
50 copies: ¥ 10,000
100 copies: ¥ 18,000
More than 100 copies: a unit price of ¥ 160 added to the cost for 100 copies

Any special costs such as color printing are subject to payment of the actual costs.

8. Others
—The author may proofread a paper only once. As a rule, no additions or corrections shall be accepted

thereafter, except for misprints.

— Handling of special papers requested by the academic society is subject to separate consultation.
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