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sclerosis: a case-control study. Neurology
1996;46:1607-1612.
Yudkin, P.L., Ellison, G.W., Ghezzi, A., et al.
Overview of azathioprine treatment in multiple
sclerosis. Lancet 1991;338:1051-1055.
Palace, J., Rothwell, P. New treatments and
azathioprine in multiple sclerosis. Lancet
1997;350:261.
British and Dutch Multiple Sclerosis Azathioprine
Trial Group.Double-masked trial of
azathioprine in multiple sclerosis. Lancet,
1988;2:179-83.
Ellison, G.W., Myers, L.W., Mickey, M.R., et al.
A placebo-controlled, randomized, doublemasked,
variable dosage, clinical trial of azathioprine with
and without methylprednisolone in  multiple
sclerosis. Neurology 1989;39:1018-1026.
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3. HENRFIHRLENINADRFIILHER - KEFIZHONT
(1) BWAERACHEGEAR, RYBERABRE TR D AR E L TOHREIRN

<ICHRORRFETTIE (BRSO B ISR ) © BSREE R UK - & OB E #
H OIS 55 >

1)

PubMed %% : 1983/01/01~2008/9/30

Multiple Sclerosis AND “Azathioprinr” [Mesh] AND (Clinical Trial
[ptyp] OR Meta-Analysis [ptyp] OR Practice Guideline [ptyp] OR
Randomized Controlled Trial [ptyp] OR Review [ptyp] OR Clinical
Trial, Phase I [ptyp] OR Clinical Trial, Phase II [ptyp] OR Clinical
Trial, Phase III [ptyp] OR Clinical Trial, Phase IV [ptyp] OR
Comparative Study [ptyp] OR Controlled Clinical Trial [ptyp] OR
Evaluation Studies [ptyp] OR Guideline[ptyp] OR Multicenr¥ter
Study [ptypl OR Validation Studies [ptyp] OR systematic [sb]) AND
1983/01:2008/09[mhdalLimits:Humans, English,Japanese = 76 14
= HEERM SR : 1983/01/01~2008/09/30

LML iE  AND(Azathioprine or 7 %54~ U ) AND
(IDAT=1983/1/1:2008/9/30)AND(LA=H A&, ik CK=t k) =25+

<A BT D ER IR R TE >
1) Swinburn WR. Liversedge LA. Long-term treatment of multiple sclerosis with

azathioprine. J Neurol Neurosurg Psychiatry 1973: 36; 124-126.

2 ) Rosen JA. Prolonged azathioprine treatment of non-remitting multiple sclerosis. J

3)

4)

5)

Neurol Neurosurg Psychiatry 1979: 42; 338-344.

Mertin J, Rudge O, Kremer M, et al. Double-blind controlled trial of
immunosuppression in the treatment of multiple sclerosis: final report. Lancet.
1982:2(8294):351-354.

Patzold U, Hecker H, Pocklington P. Azathioprine in treatment of multiple
sclerosis. Final results of a 4 1/2-year controlled study of its effectiveness
covering 115 patients. J Neurol Sci 1982:54;377-394.

British and Dutch Multiple Sclerosis Azathioprine Trial Group. Double-masked
trial of azathioprine in multiple sclerosis. Lancet 1988:2(8604):179-183.
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6 ) Milanese C, La Mantia L, Salmaggi A, et al. Double blind controlled randomized
study on azathioprine efficacy in multiple sclerosis. Preliminary results. Ital J
Neurol sci 1988:9;53-57.

7) Zeeberg IE, Heltberg A, Fog T. Follow-up evaluation after at least two years’
treatment with azathioprine in a double-blind trial. Eur Neurol 1985: 24;435-436.

8 ) Ghezzi A, Di Falco M, Locatelli C, et al. Clinical controlled randomized trial of
azathioprine in multiple sclerosis therapy. In : Gonsette RE, Delmontte P,
editors. Recent Advances in Multiple Sclerosis Therapy: Proceedings
(International Congress Series). Amsterdam: Elsevier : 1989.p345-346.

9) Ellison GW, Myers RC, Mickey MR,et al. A placebo-controlled, randomized,
double-masked, variable dosage, clinical trial of azathioprine with and without
methylprednisolone in multiple sclerosis. Neurology. 1989:39;1018-1026.

1 0) Goodkin DE, Bailly RC, Teetzen ML, et al. The efficacy of azathioprine in
relapsing-remitting multiple sclerosis. Neurology. 1991;41(1):20-5.

<HARIZBT DRSS >

1) BRI —, I FER, KR = M. ZRME{LIEIC% 7 5 azathioprine
OfE R, HRENEHR 1986 : 3 : 358(XikEHY).

2) HH ®, B v, BN M. ZRUEELEOCT VT AT Y
WL R TR E TRICE T DERRMIRET. MRRIAHE 1992 1 9 : 453(&
E 398

(2) Peer-reviewed journal iR, A% « 7TF U T AEDOHRE KDL

1) Yudkin PL, Ellison GW, Ghezzi A et al. Overview of azathioprine treatment in
multiple sclerosis. Lancet. 1991;338(8774): 1051-5.

Yudkin 5%, 1973~1991 £ £ TIZHE SN2 10 D RCT D5 5, HHtk
WERTZIV, O+ T =236 720 RCTIZEM LTz 793 #i % fig
MRELTRAEZT TV RE T T(ZET ALV D), BREEIX, 77k
AR LT FATY BT, BE1TERIITIARICETL, 2% X
V3 HERZITITZDEIZEI HICKRE L o L (FRBEE L), S 512, Kurtzke
DA fE 2 -7 — )L (Expanded Disability Status Svale of Kurtzke: EDSS)
ICEAEEEDOLETIE, 7THFF 7V UBIE T 72 RRECH L TR E 1 4%
X T o b 00, 2H%B XV 3 FERITITRWEMIZSH - 7o,

2 ) Casetta I, luliano G, Filippini G.  Azathioprine for multiple sclerosis. Cochrane
Database Syst Rev. 2007;(4) CD003982

Yudkin 5O A ZT7F U ATHEMSNIZ 7T 5O RCT D H>H 7 2 hfbsh
TV 720 Lt o e i Al FH S v Tz 2 5D RCT ZFrVW72 5 5
» RCT (n =698) ZXMRICLIEVAT VT 4 v 7 LE2—7M 2007 FFI2FE
S(EETF AL D, BELEZEFEOEHSICEHL T, 7THFAT ) V&G
FIX7 78RR L TRE 1%, 2%, BXO3FEZOVWTNATHLA
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BILENo Tz, 3 EMOKRE CTEEENEITLZBAZFOE LY, 77 vREET
61% CTHHT=DIIK L, THF ATV UHETIL 34% EHEENROD LIL,
THFATY ATEHA0 FU BFEHASCRER G EOHEK600g LL E)IZLDY
B AED OV AT @D BN L0, HERAERFR IV o7z, &
NHORERNS, MS I T 280 EREROR F22ELCH, 7THFA4
Y T IFN B IR S HF 2RO MS IBEK L EwmOSIT 6T\ 5b,

(3) HHREE~OIEMERTER & L TORLHEMRI
<A T BT D BFEE>
UpToDate (USA) DLk :

Azathioprine — Early trials of azathioprine for MS were small and conflicting.

Nevertheless, in a meta-analysis that identified five randomized controlled trials
involving 698 patients with MS, azathioprine compared with placebo was associated
with a statistically significant reduction in the number of patients who had MS
relapses during the first, second, and third years of treatment; relative risk
reductions for these periods were 20, 23, and 18 percent, respectively.
Approximately 55 percent of the pooled patients included in the meta-analysis had
RRMS, while the remainder had progressive forms of MS; all of the trials were
published prior to 1994.

Few studies have evaluated azathioprine for MS in the modern MRI era. One small,
open-label study found that azathioprine up to 3 mg/kg per day was well tolerated
and reduced the rate of new gadolinium-enhancing brain lesions in patients with
RRMS. The benefit and tolerability of azathioprine for patients with RRMS requires

confirmation in larger blinded, randomized trials.

<HARIZBIT D HREE>
MEENEIAN R 7y 7 BRI E & B (G 4hR)  KEFER R EFER b
818 ditik
ZHRVERLIE  a. ik A D MS
7) IR
(2) EMEHEER X OV T
OA v Z—T7xzu
@ Z Al IFN B I L2 WEE O3 755, PPMS %t L3 5.
PLFAGF OWT 0% %53 2 DR BRGS0,
c TYF ATV v (A4 5T ) 50-150mg/ H . BIEFIZIEALEIEIR A 20,
FEHES (10 4ELL E 600 g UL E) (2 & 2 EMEEG O A& R0 B REFE E R
FAOEGITEET S, M TH BREHAEITIK T S22 EDSS O
AR IZ DTN THY | BHEROBER SV, K> TIFNB &0 L3
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R Z LTI %,

(4) “FRFHAEEOBHEA A BT A > ~OFesikitt

<HMZBT D HTA T4 %E>
1) Clinical Practice Guidelines (American Academy of Neurology)

<HRKIZBFDIHA RTA4 %>
1)  ZRMEE JBRETA KT A2 2010
o . HARMBRTES, HAMRGESS, HAMRIBESS

5) BEENEITHR D AR TORIKERA X ORMSEHERE (EFE (1) B
22O\ T

1) EHENFIZTOWT, BEMTERE L -ERRBRIT 20,

(6) i (1) »b (5) B EZTZEEDZYPEITHONT

< BELEEHE « RIS ONT >

1) 7HFATY O MS IZHT 2 FRMEICET 2 mEHTRE I < O E 2
HO ., HMTHEL TMS OFELHEELEOE(LZHETIFENEZET 5
DD, Z DN FITBM N OB E TICRFFHZET 5,
LorL, fliod MS JEIRIK L L XTI T, EEDES (FRO), HER
BIEH 23 thlg g0 70 < ST PEICEN TV D, L7 -> T, IFNBIZRSH
RO MSTHEREEEZEZOND,

<HEEHHYE - HEIZHONWT>
1) 50mg,/ " HOWL OB L, BEMEHOFEZ R 6, 2.4 H I &
0.5mg/kg/ H 4> 2.0-3.0mg/kg/H £ THi#g 4 5,

<ERIRWINLE ST 2DV T >
1) WA MS TIFNB ®EH. 72V LEIWERA R E D=2 IFN 8 M T X
WG AICHW S,

4. BT _RERBOMBELE F 0 HIER

1) A FH Pl ek i A
H AR T ORI & A0 - 2 2o 2 pIR A,

Wi

5. &

< ZE D>
1)
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6. 25 Lik—%&

1) British and Dutch Multiple Sclerosis Azathioprine Trial Group. Double-masked
trial of azathioprine in multiple sclerosis. Lancet. 1988;2(8604):179.
2) Goodkin DE, Bailly RC, Teetzen ML, Hertsgaard D, Beatty WW . The efficacy of
azathioprine in relapsing-remitting multiple sclerosis. Neurology. 1991;41(1):20.
3) Milanese C, La Mantia L, Salmaggi A, Eoli M .A double blind study on
azathioprine efficacy in multiple sclerosis: final report. J  Neurol.
1993;240(5):295.

4) Casetta I, luliano G, Filippini G . Azathioprine for multiple sclerosis. Cochrane
Database Syst Rev. 2007;

5)Massacesi L, Parigi A, Barilaro A, Repice AM, PellicanoG, Konze A, Siracusa G,
Taiuti R, Amaducci L . Efficacy of azathioprine on multiple sclerosis new brain
lesions evaluated wusing magnetic resonance imaging. Arch  Neurol.
2005;62(12):1843.

6) Swinburn WR. Liversedge LA. Long-term treatment of multiple sclerosis with
azathioprine. J Neurol Neurosurg Psychiatry 1973: 36; 124-126.

7) Rosen JA. Prolonged azathioprine treatment of non-remitting multiple sclerosis. J
Neurol Neurosurg Psychiatry 1979: 42; 338-344.

8) Mertin J, Rudge O, Kremer M, et al. Double-blind controlled trial of
immunosuppression in the treatment of multiple sclerosis: final report. Lancet.
1982:2(8294):351-354.

9) Patzold U, Hecker H, Pocklington P. Azathioprine in treatment of multiple
sclerosis. Final results of a 4 1/2-year controlled study of its effectiveness
covering 115 patients. J Neurol Sci 1982:54; 377-394.

10) Milianese C, La Mantia L, Salmaggi A, et al. Double blind controlled randomized
study on azathioprine efficacy in multiple sclerosis. Preliminary results. Ital J
Neurol sci 1988:9;53-57.

11) Zeeberg IE, Heltberg A, Fog T. Follow-up evaluation after at least two years’
treatment with azathioprine in a double-blind trial. Eur Neurol 1985: 24;435-436.

12) Ghezzi A, Di Falco M, Locatelli C, et al. Clinical controlled randomized trial of
azathioprine in multiple sclerosis therapy. In : Gonsette RE, Delmontte P,
editors. Recent Advances in Multiple Sclerosis Therapy: Proceedings
(International Congress Series). Amsterdam: Elsevier : 1989.p345-346.
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