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Herpes Simplex Virus Encephalitis During
Immunosuppressive Treatment of
Ulcerative Colitis

ABSTRACT

Today, with.the advent of new medications, treatment of Ulcerative
colitis (UC).has' been markedly improved. Immunosuppressive drugs
used in therapy predispose patients to opportunistic infections.

A 22-year-old woman was admitted to emergency department due to
acute exacerbation of UC and decreased level of consciousness. She
was under treatment with 5-aminosalicylate, prednisolone and
azathioprine. In neurological evaluation, patient had cerebral herniation.
Non-contrast CT scan revealed multiple hemorrhagic areas in both
frontal lobes. Right frontal craniotomy was performed emergently.
Histopathologic evaluation of brain tissue was reported as "Herpes
simplex encephalitis". Polymerase chain reaction (PCR) assay was also
positive for HSV DNA.

Immunosuppressive drugs such as azathioprine have a pivotal role in the
treatment of resistant and/or severe cases of UC. Prevalence of infectious
complications was reported to be 7.4%, 1.8% of which were severe
(including herpes zoster encephalitis) .Our review of literature indicates that
no case of herpes simplex encephalitis following immunosuppressive
therapy for UC has been reported. Govaresh 2004;9: 45-7

Keywords: Ulcerative colitis, Herpes simplex
Immunosuppressive drugs

encephalitis,

76 Govaresh\ Vol. 9\ No. 1\ Spring 2004




FO-V tati Jlw AYAY (/55

0! 5995 g 3o 30 (> 3O (o B CudliniT
19yl Clos (sl

Tool 3o Loy 35 ol oo (gten 5150 T (malzo oo (ymmnms 1150 T ghozonle plravo < Siloj Loy 5
Olnl Kby psle olSls S 5 ()55 (slaglons Dliko 35 5 ol
IS Sy pole olSils S 5 G155 (sl o Dlarions 35 50 Sangsy |
Ao Ol ylos @S g (3165 i ‘)l-.:-&ibr
OIS Sy psle olSadls S 5 5155 (sl less Dlakod 3 aalinl |

K

N

3o oolawl 550 el K68 s slagls el anils (6, Keii b iy (UC) 5 pdsl SudsS (65low yloys ciaz slag s (6.5 54 cde 4 034 54

diles oo s 8 glozisas 4 Ml dxivss | jlows ooy

3 el oot o mallgiaal b ol S 53 i 5 (fimagt 5 5l b 20lS 5 UC ol syt e & el TY o o5,
o) daxite (sl s g5 0o yLis el Joe 4 el S gy Sl T o ol 0391 (5 3xe (herniation) yeenls e jls e « So5elgy9 (b 5 ol Al
rShoos a2 il Gio 28l S3gliligiane (el 5 285 el (il sl psboas ey (Sl 4l (egindlS Sl 00y Byb 5 5o Sl
Sy Sade b peShions 2 (w9229 DNA S 50 2L 5lha y (slopumiy (2STy s (315

NS ae e VIY Geie (5)lse goed adloo LIS UC wads b polie o)l5e (ylays 10 (ol b (285 (p o] aboz 51 (ol ;055 p slog o b Loy
olbeys Jlbo 4 cwuy cdlaws] 3l (68 50 e Jl> 4 b aS s oo lis SY e g0 losgy (Fiwg) (e Codland] Joli) auaiss sl oo jo V/A a5 ouls
FO-V iag Jlos AYAY (2168 ansl 00 (3155 59 ,dsl CedsS (61 siot] ;K198 oo

u.wo| )i\}f).w L_SLQ})L) Ut \_uJLo.uuT 5)')).1»J,| ._uJ}f \SM GLQO)b

0Dy o yB ;AJLLMT)bo ol K85 ey o oS 1, UC
[V@Q@C]“Q‘WL*"J]‘-'S"‘N“‘QS‘

S0 2yl
chw Gials 5 UC ol ayuis clde 4yl YY i SO
UC & Mo Jlo ¥ oo dghunds (5 00 liw,lows 40 (5,00
Y J’jL&T) u)L.w..Jwa—l—& » J-MM S9 duj)b | 009

lodgs allyg) @ Sches Ve 590 b glgsion 9 (o) p3 o5

Ao VYD s ig Jleed s 55 o0 5| i o e
6‘)" OMi J.o.c L 6‘.@(.‘4)).\ S 03D (SPFE [T 9 W‘i‘d Sy 69y 4o
590 boleys Jlos 4y oS Ll 5l g wiogs saie (Ko Jlpul (Sgae Jle
S (wlig) o5 koo Tr v (935,55 9,908) A9 g )55 (VL
YO «edays B o emwslSn b loyo wiis oolive (69940
i e by oo g3 Sl Ol Jlis a2 g 0 el ailiy, o5 Lo

Neoral) S1,5> formula 4 sas,9 o 9m0slSs d 59, A
s (@lygy o5 oo 80 (o palil g (el VY 20 8 Lo Y

doddo

slegls s gagus slagls 6,5 54 cde a4 w09 5l
as (glagab Tl onpaailiT ooy S ,68) (el SusS es
G Soiiz &8 iy (UC) 59,05l cdsS (55l ylo,o (TNF-a

\ .
Dl asls

Ceo b sletshe a Dl awies 1) jlos ¢l ;K055 e slog )l
1 S S . .. PRI A\l ..

el e a9 lSagians jelai letighe ¢ aiS oo b
Codla sl Qb (Pete Condd ( Sgeg S S >
s GBS I L ploys o a5 Jllogy )0 wShiagus g2
b aS ams oo ylis Ve g0 Vil snd U35 wlaxsls I3
ot o5 o Olayd JLo & (g Sl 5l (5050 @ S @
a >L-° )LM u_ia 8 aL?b.J‘ )Q wl oS U"‘)‘)f )3)...]5‘ wjjf 6‘]1

wley dgs G ol —ilej olays 35D fatuws odiamsi
(st 5gi] i g plde glag s lio)leg

QYT B plai e AVEFIFVE ali

E-mail: zamanif@hotmail.com




<8l dalsl lren Jlgl
plxl Joe 5l 59y Wiz &5 (o2l oole (g Sl e 5
H ot wabbolyen Slicg oo anls ojlal )3 2als

(F JS5) adoays g led
5 i el Toazme (g0y59 Afs yiusSiysS w)g.sf..u“‘ﬂ JsSLo]
ST b e 53, VE 51 g 28l 33 B Loy bt
Ot o 3 oeds50 0 5 el JsStol 52925 b jlows «s 9
Oleyd 4 celiol uwly cde 4y (a5 5l oy ole 4w 0l a2 1o

)L‘°—-’-—J ‘g_s—t']‘

S $ S
s b al)..o&
s sl
olo o ;As)f

ZVL"‘—‘Q )L“—““ d
il sl

J.JL_‘) 9 ob)ﬁ

SoalS 4S50, VF Sl CT 1S5 :¥ S

P ly—s

So Lad 51 ody oo 5l Lol Iy axls o3l . .
2 S PLO Om i h ol ) dnlo ojla J_...)j_]”g_,
.Mé@d‘.ﬁdooﬁ glswl

- .

e olilem leys 5o (Soal i 12 50 slag I3 3hoslinul
bl sa! piaw 6,8 b (IBD)vosy, lesd! g low 4
Pamsge 513 Samsygal; ke 3554

LaaSs ysSid 55 5l 9590 395 G2l o (sago L L2 psed]
A L8 Ly wload adg rwsSdysS (Blseles a5 hilen o
TVl s bag s plo Joss

o i Lo W)L ¥AZ ()0 (Jsie (5)lse o0
aoyd VIT (05,5 solan@ e jlows YVF 5 5o ,dsl S
Jools 0lee ool clongy duas LT 0o ys VIA & o )55
gl go @R gy gy Sollins]

WNogr ol Jehe Wl (B)lse s S (g ler Cha I iy
Pdisgeiige S8y 55 09 yimsSed o8 olayen ssboas

Iy Sl qomins] 085 puw a8 wilools lis o, Sen o Binger
35 P00l 0 (HSE) eSlhosns o o EedlinsT e Sl ains
SISLy 2 el el olaiag Jite Bpan calllae )
Sl omans @3Sy pas b Gl Brae 5 00l ONS I g s
s yallay as col 3 LLs g ol yen 009)T oleu> CNS

olhlRas g loj 50

Sl pS ke Vo ls5on g &l (n pgemglSns wns olo a2
s S wa oo A B gyl aslsl 59, 50 o oo VO (sl 5
e sl 358 s Toazme wmae 5l e Lol el IS
cdxou&awsijksniwd)é5)j))éﬁﬁ Ve-\O
wgr oo T L3 celw VYl a8 g Luign mhaw als oo o
30 Gy a8 auil e ledl Ly oolgls ol (g ey uljel o
Jll 5 05 o0l a8 axli 00w jloo aldS 59, v
Sluls 1 glaile 48z 09 a8l Dol Do ol (o 58 S

09> Hlid g ol F il a0V e Ol a0 w@les jo
3 lem «So59d9,950 2l jo el 005y Ve mmHE g9 Stgiens
Gy o 50 5 0308 0l Frly SUsyo leS ee 4 039y (Bos (slodl
Loty S sl alBslo;] (logw, p yo anl 039 0l (59
c(u‘_._....@_a_._] Qo yo YA 9 g}ﬁjf}v Sy /\Y)]..Jj)io.n 5 \Yeoo
D S VINMEA/L s osly 5 i) s 3 05 4 gl 50
assl, s o i Fady) s gl Wilodg crnd  Sen b3l jansl gl
Ol So S5 3l s 9 908 955 (5459 Slops wle 5 9B plx]
S s sl g sanaoylis a5 wwl Joe 4 el oole (g0
.(\ JS..») Sl 0dg ;.S)Jo 9o @Lm...t u.:}J

Comw @Lw.».: 4.5"[4 ‘5.0535.»)‘; u.)l..a.{‘-‘ C‘P lJ o)jL&A )l o
Soie Slpgls 9wl 59,85 (Al e 53 28T el el
A sl jxe 8L 40 (o3 o>

S gy Cellinil o 2l S 5glgilgin Sialesl
)5_14__4@ L ),:.A USL: (PCR) )‘)«0‘514 6‘5).:2.;) meslj Wy U"J)‘)f
DNA & =S

S S 33
aoeas oS ] e
g e o
Msjwsis’)ss
[N
Sy9 RgolSens]
Y PR
. SNSRI
ezl oolo gy (S CT Sy g )PS0l 9,0 Lo
oaaoplis as (hpdy (;f.);| oo 5 slew 5l u,—*-—’—JL-J e
slocosd p3 adybys pubidged goms (Sl mo T 4 e
Sl ilolyon 4 (cosly )b o ohga) Sli mlaw g Cdl Sgupe
5 ol Opmli e o S by b oy oL bg
el il B 55 is st Gl Ll S el




0t 55985 s ylo g e 5 (o 320 oSl ]

Sl saiiS wags g wad Codliws] cel Jooro Hsbas HSV
2oy Ve a oloys pas D90 50 Ol e g S e Oliee o5 05800
b 0, Sas (iile oo 0035 a5 (60,8l 5l as 0 VY Ll g a0
D00l azalys 5L 1) 555 5

. v .

ooy smang DNA cobo g cunl ' slio (o) w39lS 6 Sy a5
REC
2 S Shle sl 590,51 5 kdse glaw (2alS 5 iy
Sals 13 3sms b b e Lol Vel onli g wls 13 Ldl >
Sl o9l b oo 4 (053 4 3559 94 50 Gros slodl o
I8 il el jo a8 (6 )low 40 (&> pgalSenl e 5 opl a0l
Sl 48,5 1113 oolazwl 090 Cuddgo b calils

S yg—o yo (.':'L‘, ol LS)}}“ HSE rbli& S9) OLO)Q as L?u‘ )‘
9S50 Ol 125 00,8 ST pgalSnl b 55 (s yloms o0l 0 S
.(\‘)MOGA slS soe VA w o, Vel e

53 595 gl Sdge jobes eIl b pleyd o 398 e Ao
598 00,5 5Lel Tsas HSE ylo,o awsls 5l m P9yl 5o
N jebar (Gl &jgo 10 5 09l alulS il audg s )5S

s 2,0 WL CONS (lbsae plo g HSE aodls jgboay
dozlie oo g G)lder mhaw S L &S el 055 gl
g 428, A5 8 LS 8

2. synthetic

1. Matsuda K, Watanabe T, Abo Y er al. Severe
complications of Ulcerative Colitis after high dose
prednisolone ' and'.. azathioprine  treatment. J
Gastroenterol 1999; 34: 390-4.

2. Present Dh, Meltzer SJ, Krumholz MP et al. 6-
mercaptopurine in treatment of Inflammatory Bowel
Disease: short and long-term toxicity. Ann Intern Med
1989; 111: 641-9.

3. Sandborn WIJ. Azathioprine: state of the art in
inflammatory bowel disease. Scand J Gastroenterol
1998; 33 (suppl): 92-9.

4. Actis GC, Bresso F, Astegiano M et al. Safety and
efficacy of Azathioprine in the maintenance of
Cyclosporine-induced remission of Ulcerative colitis.
Aliment pharmacol Ther 2001; 15: 1307-11.

5. Korelitz BI, Fuller SR, Warman JI et al. Shingles
during the course of treatment with 6-mercaptopurine

)‘ ‘é_..ul_; ‘é_._a_:‘ugr»).:o5y&‘lﬁ)l.¢“)o R CA.JLA.M.J—‘
R 0o ).u L“""ﬁ-"ﬁ)“”}i:‘)}; u‘f‘ cde aQ ‘U'.’.)"ﬁ'»‘.‘")‘
SSan 5 Vil Gl 0anS wyagi s o> 6 ye syl HSE

Lol osls gl BB collawsT glgl il 5l dl Bld 51 ol
VP PRV g HSE ansiw P b olpallas > 09

o Sl Ceond 5 28 S 0 B Cend (550
09s08) S yiay g 8 le a0 FY LY 0 UYL G Slay
s s Yoo o e oy B s hisn maw alS v 4
Lodl cdl a b o 59 6ol v 9 99 Sla ©9) (652550
Colinsl @ b 5l o po Vo 5l jaS 0 ax ST 0,8 o 3
o> Lo jlon o Ll®sgi oo sualin Jos il HSV-1
oo o Cogael>s 4LBAS )0 gy Yot ! il sg2g (s p0llis
AES gy (el (g molo PCR .l sus HSV-1 L
A se .l Lakeman ¢ Whitely .(i)ml.;@ HSE !
VO e T ‘.
K5 5m5 55 Ggail ol Sl keyd Vet (S o

tloli b oljom jin s HSE (o1, " alad aiess g,
Vo S g ey A Senlis) wiloe (oerdiginngigel
Sgib o ool o] 51,05 4 PCR ol b Ll (oo o

g 03, axxlye e gl e OLallss b b jlew a5 Ll )
A 65970 S, S8l g e SRAY 4SS 5 esisslS
A ooSpers 2 923 PCR (6l S (e 4 9 oy o0
s ooliiul 8l diges 5l £ 55he mle s>

1. gold standard

&=l

for Inflammatory Bowel Disease. Am J Gastroenterol
1999; 94: 424-6.

6. Baringer JR, Klassen T, Gramm F. Experimental herpes
simplex virus encephalitis. Arch Neurol 1976; 33: 442-6.

7. Whitley RJ. Herpes simplex virus infections of the
central nervous system. Am J Med 1988; 85 (Suppl
2A): 61.

8. Glusckman SJ. Causes and treatment of viral
encephalitis. UpToDate. Version 11.3.

9. Whitley RJ, Lakeman F. Herpes simplex virus
infections of the central nervous system: therapeutic
and diagnostic considerations. Clin Infect Dis 1995; 20:
414-20.

10. Lakeman FD, Whitley RJ. Diagnosis of herpes simplex
encephalitis: application of polymerase chain reaction to
cerebrospinal fluid from brain-biopsied patients and
correlation with disease. J Infect Dis 1995; 171: 857-63.



