EFREREA R KRFE
EESEEEKI—X h—MBA
[EF-EM-BEIRIAINTATSL])

201 2F {iIHA

0SS LEREE
| E G K2 K
2K 7 I 451



http://images.google.co.jp/imgres?imgurl=http://www.remanavi.com/virtual/1895G/image/kokusaiiryou.gif&imgrefurl=http://www.remanavi.com/virtual/1895G/info08.html&usg=__Wl7bq8gU_mRUp_NwmcNncmZ3jG4=&h=1417&w=980&sz=792&hl=ja&start=14&um=1&tbnid=9l-38_rzDWS3OM:&tbnh=150&tbnw=104&prev=/images%3Fq%3D%25E5%259B%25BD%25E9%259A%259B%25E5%258C%25BB%25E7%2599%2582%25E7%25A6%258F%25E7%25A5%2589%25E5%25A4%25A7%25E5%25AD%25A6%25E5%25A4%25A7%25E5%25AD%25A6%25E9%2599%25A2%25E3%2580%2580%25E6%259D%25B1%25E4%25BA%25AC%25E3%2582%25AD%25E3%2583%25A3%25E3%2583%25B3%25E3%2583%2591%25E3%2582%25B9%26hl%3Dja%26lr%3Dlang_ja%26sa%3DN%26um%3D1

EE-EM-FBEIRIUAATAO

751 (201 2% HijE

* h—MBA1& 4

BT IL—T)

- A&, FEME—, ZFENF. FESEX

s H—MBA2HFE 4

- BIREEA ., AIFFER ., SR, IRAEE
- RRKISF, BEFE. RMF. THE—

« I —X




EE-EM-BE 7*“‘)‘/%

7 D 7\\7-&0) ﬁ:ﬁ L'u\ﬂ
EEEEOHIBICRITAERER - EEMF . FE
IR DAVMIESITNIERLNDH?
HERENKEZELLAITHIEE - EEME{EZE.

HOHYAFIL?

F——F

— DPCFRHDEZ-

BEIROAIDEYAIL?

B ) TAHILISR DR IEES
DEREE., BRETEF

— FEIRIA

EMIALDAN, D)TAHILINR -1

EE-EM



Bm[%*ﬂa*ﬂ:j(%j(%ﬁm
ERE-EM-FEIRIAINTOTS L

o BEE-EMA—H—DMR, EIMS.
B, FI—UFSV T AT —RRERTEL

=

A e 22 1 B

- 7. BEBE. 777427 [FROELGE

iR P EEE AL LB TEAEES

1=F

: EE-EHHBIHLEr — AV YR ERE

Z{1-o7-=
* fhdDh—MBAO—R DR

HLEBIZTFED LY

AR

BNBERM ., ZRIMFLLERERI RN TS




* 20104 ¢ 20114
— 2020F 2 BB UE D —- HHAKESK
R - SRy EERDE
- IRV IEER H B
- EEMH - MET—3AR—X
- EREE - EELH-EEMEOR
— HhiEh E =i
— JYZAILHINF R - EEMBORFTRIA
— P4P >k

— RREE

- BHEIROAVE i



Sl :I"-I>7| =
201 2FRIHEIEE T XE
DaA14H + O6A9E
- Rk DRmBsEs - HARSA ERME
IRV IERER + (6)6A16H
(24H288 - REAREE
- ZHREERF « H7H7H
@SH 1ZE n% Y j'l-'"~£|
E;T;;nno)%:tlﬁn:l:mﬁ ° 7H21 = A
0 55 2 - B TS A ?Qi_f;fﬁﬂ_)g/v
(4W)s5H26H

- Bk

KMIRFSA






14=H gzd) HKLI¢~EI

* NICU/GCUMLMDEBRXZE(BA #F)
c BREEZEERITHABEDQOLZLELIC OB HAEDRE (HRIEF

)

. AESA—TUURTLOME WK BF)

* ABRRZEEA—ICEITARERTE L I—DEA (TR H

)

« EEMMDORILICAIGTGER )
+ H—EXfFEEREEEBICHETIEALS - REEERICOVT(HA

F %)

- ERHEEIRRET—Y—EXRRICRITTER E6)
© BHEICEITAHMBESEHEDRGFE (KB A)
- EEERICEITATGELLRFAARBEBBICRITT~HEEER

MNEIRHBD D~ (BRI 7VF)




« FRARRE—H—IZIZE

MBAR—ILE—IZH
LUV T L 2=

FyY—DHELITFv
T—IZiAo-EE
ZH ot

« KAFEREFIA(N—

N—FMBA)

— IIYXot—DEE/N—
o
(Bk) AT\ E

REERFA

¥HA.12A25H
[T ET

AT SA



-
h“‘—'--__

5
Y TS

V=Y o
ES P 9\
7 A
—] K
ZI\??‘DI\E/
¥ S/
>l
~

#

-
l¢
~




BE7IA4000 TRy EEE

=ENEMN? ]

B -
M g n m 'F'“"-*-v—h..m—-._ -
! ' y L';" .= B3
.d-.'a'-"'"*-_.' m J r:‘:"?-
= W‘E'-"-J# o '-'-E; -
—— n’ N ™ aa
- = =2

'l ~ - : ;%ci@

TEIAAOY (RAEIRE]) OB TR ER ERIEHX D
HEFIBSIRD £, TAR—FZEITS



VxRV BERRICEENERX 1

CLINICAL STUDIES

Altered metabolite
concentrations with amiodarone
generic substitution cannot be
observed without monitoring

P Timothy Pollak MD PhD

PT Pollak. Altered metabolite concentrations with amiodarane Altération des concentrations de métabolites

generie substitution cannot be ohserved without monitoring, associée 3 I’amiodarone générique, non décelée
Can J Cardiol 2001;17(11):1159-1163. e i
faute de vérification

Can J Cardiol Vol 17 No 11 November 2001
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Generic Antiarrhythmics Are Not Therapeutically
Equivalent for the Treatment of Tachyarrhythmias*

James A. Reiffel, Mp, and Peter R. Kowey, mMD

Antiarrhythmic drugs (AAD) have been the main-
stay of arrhythmia therapy. For serious arrhyth-
mias, AAD failure may result in death. If AAD levels
fall below the minimum effective concentration, ar-
rhythmias can recur.)~# Conversely, proarrhythmic
risk increases as drug effect increases. The therapeutic
window represents drug concentrations above the
minimum effective concentration but below those that
result in serious adverse effects. For some drugs/some
clinical settings, the therapeutic window may be quite
wide, in others, quite narrow (narrow therapeutic in-
dex [NTI])®> Thus, when NTI drugs are used, fluctua-
tions in drug levels!-? may have adverse consequenc-

metoprolol,.and 32 with a change in amiodarone for-
mulation (virtually all being a switch from Cordarone
to Pacerone). Among these 54 recurrences, there were
3 deaths associated with the FS (ventricular fibrillation
with quinidine, VT with procainamide, VT with ami-
odarone). More may have been seen in the absence of
implantable cardioverter defibrillator (ICD) backup.
Five recurrences were verified by rechallenge studies;
2 were written up in a published abstract,” at least 3
with amiodarone were reported to the U.S. Food and
Drug Adminstration, and several were verified with
serum levels (Figure 2).

Additionally, there were 2 definite and 5 probable

Reiffel JA, and Kowey PR, Am J Cardiol. 2000, 85(9) :1151-1153
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A representative case showing serum amiodarone concentration before and after substitution of Pacerone
for Cordarone in a 28-year-old patient with ventricular tachycardia S/P repair of Tetralogy of Fallot. This
case was provided by Dr. Gerry Naccarelli. Courtesy G.N./HMC.

Reiffel JA, and Kowey PR, Am J Cardiol. 2000, 85(9) :1151-1153
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Cardiology

Comparison of Plasma Concentrations for Two Amiodarone
Products

Shari C Sauro, Douglas D DeCarolis, Gordon L Pierpont, and Chatles C Gornick

BACKGROUND: A generic formulation of amiodarone was recently approved by the Food and Drug Administration based on single-dose
equivalence data. Because amiodarone has complex pharmacokinetic properties, a narrow therapeutic range, and a significant
adverse effect profile, concem about equivalency perslsts.

OBJECTIVE: To compare steady-state plasma concentrations of the brand-name reference product Cordarone with the AB-rated
generic formulation, Pacerone, In patients exposed to both products,

METHODS: A retrospective analysis was periormed at the Minneapolis Veterans Affairs Medical Center on 138 patients who were
taking a stable dose of amiodarone before and after an amlodarone generlc product substitution,

RESULTS: Seventy-seven patients had steady-state plasma concentrations documented for each product at the same dose. The
mean steady-state plasma concentrations of amiodarone were not significantly different for Cordarone compared with Pacercne
(1.07 £ 0.48 vs. 1.19 + 0.66 pg/mL, respectively); similarly, the concentrations of the active metabolite {desethylamiodarone) did not
differ (0.85 + 0.30 vs. 0.96 + 0.49 pg/mL, respeciively). However, the variability in plasma drug concentrations between products
was increased as compared to variability within each product.

CONCLUSIONS: This study indicates that comparabie steady-state concentrations can be achieved with a change in formulation from
Cordarone to Pacerone, However, individual responses vary, suggesting that monltoring of plasma concentrations Is prudent 1-3
months after any change from one product to another.

KEY WORDS: amiodarcne, anti-arrhythmic agents, arrhythmia.
Ann Pharmacother 2002;36:1682-5.
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