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EFFICACY OP CYCLOSPORINE IN TREATMENT
OF REFRACTORY ULCERATIVE COLITIS

Fakheri H., Malekzadeh R., Mirmagjilesi S.H., Ansar R,
Digestive Disease Center Tehran University of Medical
Sciences, Tehran, IRAN.

Introduction:  Ulcerative  colitis  (UC) refractory to
corticosteroids is one of the problems in treatment of IBD.
Intravenous cyclosporine efficacy in severe crises before
surgical resection has been shown, but there is few
experiences about refractory cases who initially receive oral
cyclosporine.

Aim: To estimate efficacy and side effects of cyclosporine in
severe attack of UC.

Methods . 5 UC patients who were affected by severe attack
(according to Truelove & Witts criteria) refractory to steroids
and 2 steroid dependent patients whose diseases were not
completely controlled were studied.

Two patients received intravenous cyclosporine 4 mg/kg/
day for ten days followed by low dose oral cyclosporine (<5
mg / kg / day). Five patients were given the same low doses of
oral cyclosporine at the onset of treatment. Mean duration of
therapy was 15.3 (10-18) weeks. Response to therapy were
assessed by defecation frequency, rectorrhagea and
colonoscopic appearance. Blood levels of cyclosporine were
assessed at1,2,4,6,8, 10, 4 and 18 weeks after beginning
of treatment. All patients received carticosteroid and
solfasalazine (or 5 - ASA) simultaneously and 6 patients
received azatioprine (or 6 MP).

Resulfs . The severity of the disease decreased after the
intravenous cyclosporine, but in all, out of 7 patients under the
treatment of oral cyclosporine only one of them recovered.
There was no improvement in mean scores of variables.

After 18 weeks, 3 patients underwent colectomy and in 3 ones
chronic persistent colitis went on, side effects were observed
in 4 patients: Sinusitis, Alopecia, Hirsutism, gingival
hyperplasia, loss of libido and elevation of creatinine in one
patient and tremor in two patients.

Conclusion ; In this limited study, low dose oral cyclosporine
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therapy was ineffective in controlling on refractory UC and is
accompanied with significant side effects.
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Patient treatment Outcome Steroid tapering adverse effect
(wks) after 4.5 mns (<20 mg/d)

1 14 Colectomy none sinusitis

2 10 Colectomy none tremor

3 18 No response none Hair loss, hisritism
gingival hyperplasia

4 18 No response none -

5 18 Remission 5mg -

6 14 Colectomy none tremor, loss of libido

el 590 L Gl 45 05 (5T A Hlgien 955l Egama
e 5 0 oo o, 120 mg/kg/day) O e glS
AT 4z Slogdhe & Canl 03gs 53l g plia 39 pudyl eSSy
Wil ge Sgap 910 530 LT L g M Cads s psslSn (590
ol ol o conl iy el Bl 5)lee (- Jlez! Judo Lo
v bl Srin S Ul hagiy ST 5 ey £
g9l O preoglSions 51 a5 ol 51 S ogdle &y 25 planil (s gl
Il sl 09 oaliil gl SdaS oo 0 00 S
Lol (5978 S0

O sy 255 s len = SholeS 23w )1 gt - ¥

O st 55 i lems = Sl (K pale olSzils sbial - **
QI)&J .(JL_..;I)J_I u_i.:._',e diho — *kok

S ez 559 S lans = Sl Ky pale aliils olid -HE4%

REFERENCES:

1. Sandborn WI. “A review of immune modifier therapy for IBD” Am J
Gastroentrology 1996, 91: 423-33

2. Lichtiger S, Present DH, Kombluth A, et al. “Cyclosporine in sever
ulcerative colitis refractory to steroid therapy” N Engl. ] Med 1994,
330:1841-5

3. Kombluth A, Lichtiger S, Present DH, et al. “Long term results of oral
cyclosporine  in patients with severe ulcerative  colitis”
Gastroentrology 1994; 106:A714

4. Sandborn WJ. A critical review of cyclosporine in IBD. Inflamm
Bowel Dis 1995; 1:48-63

5. Munkhom p, Langho Lz E, Davidsen M, et al. “Frequency of
glucocorticoid resistance and dependency in Crohn’s disease. Gut
1994; 35: 360-2

6. Malchow H, Ewe K, Brandes JW, et al. ECCDS: Results of drug
treatmeat. Gastroenterology 1984; 86:249-66

7. Travis SPL. Farrant JM. Ricketts C, et al. Predicting outcome in severe
ulcerative colitis. Gut 1996; 38:905-10

/Y8 -\Y 5l o (Bioavailablitity) ' as;l—— g 5o g
Ls‘)h (Neoral) L',!n_u,l&:..: [LERE S O":—"‘"}"',)i:" u\._.:".ou.a
\ o n

i |Jn.a

oolaz .l ailjy, <0 MEKEG gl 50l 590 3l aalllae opl o
3 e eslie a0 ol o Flug s S g Sl 00
3ayedgl SdsS ey 3 gl L 0ol J 28 420 g
e VAAY w0 a5 cl (555 jeiz 4l SO wad
o) Lol jerudgl CdeS Ly Lo Ve aalllne ] o8 aal_utad
S FlySi 55 4t 45 (CaelsS oy o 3 ez T 550
V1) 09,5 So N0l pasdli 09,5 90 dy didg 03l by (59
(i ) ;505 09,5 5 (509 (el ¥ mkg/day (i
5 i & 59, VE 51 Gz 2l Sl j0 50, VF e 4 Lasg o
50 aidgr 00,5 Sl o el 4 I (o y0 AY) 85 )
Aoy 08gmad B mae Laig s a5 Jliley 5l (bo)s jao) b anslie
ole A S dy 30l Fly 45l Les oz Blo 39
axls célo o A mg/kg/day ol 4o SThe 2 jewglSans
Sz adog ealo Al lgass &5 (5 lem A 3l (S oo b
ola e | oy miiye lies (S o 4 dind agiSISS
RPN DRSO &

e oslinl g )y (3 sl 51 Jla 99 50 Ls aalllas o
el L Tglas Co6 45 (Lo # 3l gaozma )0 Ll
3 Il Syt 3y9m0 S p3 b S 1,8 s 590 (Sl
t—’—!! P Y PSR 4 A_alJ,) b mg (I Uﬂjﬂﬁ""a)" 380 ‘_;..BU
el basgie 1 dgapp aeSomed BT O g0 Lo oS Sla
Tl o) len g Kornbluth )5 50 aels Cows 4y L piie
S IR | WPRPIPYS.L | . gip- KPRV T S TS WP R 3
T sis

%00 ki ¥ g 2t agiSTsS i ¥ ols 10 (oo Lo acalllann o
Sogdoe am ainsli ple s LL 5 s 2y JU by
Y | G}N—.’,)'::'B 13.1_:.,.:] u:.nl_f 4= -T2 L.f""l_, 06)1,';
il g cighe (ol Bl (B)lge 5l g (Ssen e P
A 3 saalts u S5

3 e 31 o e (Bioavailability) g5 3,551 53 o 2331~ :
5,8 ;1,3 (End Organ) Gas plail JLast ;0 51925 5l aa &5 g5l
54_1; )l:....lﬁ, Al.__...u’ A tj” LsLBJJL-.a (Pliot Study) ua'ln..\.i.n T .

e PRV

Y

VY cpops = QT ] Pow S /1 910 o lads / G lgS”



