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=Abstract=

A Case of Infectious Mononucleosis-like Syndrome Induced by Sulfasalazine

Ju-Ho Do, M.D., Woo-Jin Chung, M.D., Hye-Soon Kim, M.D,,
Keun-Gyu Park, M.D. and Young—Rok Do, M.D.

Department of Internal Medicine, Keimyung University School of Medicine, Daegu, Korea

Sulfasalazine, one of disease modifying anti-theumatic drugs, is widely used in various
rheumatic diseases. Very rarely, sulfasalazine causes drug-associated hypersensitivity syndrome
that resembles infectious mononucleosis. Clinical signs include fever, lymphadenopathy, maculo-
papular skin rash and multivisceral involvement which appear 2 to 5 weeks after administration of
drug. Atypical lymphocytosis, liver dysfunction and splenomegaly are also frequently observed.
Severe infectious mononucleosis-like syndrome in sulfasalazine treated patients can be caused by
reactivation of viruses such as human herpes virus—6, that often result in hypersensitivity syndrome.
We report a case of patient who developed infectious mononucleosis-like syndrome after
administration of sulfasalazine for the treatment of rheumatoid arthritis. This case warrents careful
observation for infectious mononucleosis-like syndrome after sulfasalazine treatment.(Korean J Med

68:712-716, 2005)
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Figure 1. Light micrographic feature of peripheral blood
shows some atypical lymphocytes (H&E stain, X400).
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Figure 2. Purpuric macule of hand (A) and left leg (B).

d A
ou FEFEe] oL QiTh BER AR 1t wig=
UNL 4T2 FLEA] @t A-EY e o}
FEL AT FEHE F 339 Aoy, X BE
= Atk & MElRol 2 cm 27)9 ¢Eo] 9o A
A%l 7hEA o] wh Rk

A A Tz "o Aad % 109 gdl,
4% 216000/mm’, BT 14,420/mm’ (24T 41%,
BT 3096, @ElT 3%, BAMTE 5%), HlAE outF 18
%0101, T2 A £ ALY MY F20] Z7le) o
g HET 2do] YAHF ). 3 Asksr QA
F ol 44 g/dl, R 25 g/dL, AST/ALT 458/323
UL, & 32%49 09 mg/dl, 8% 2424 6 ng/dL,
AdloteEld 1.0 mg/dl, %7he] Q22 & A (alkaline

phosphatase) 180 IU/Lo|ith A&7 734 E(ESR)
15 movhr, C-9kgebwl 103 mg/L2 Z7= e 8%
ol ik

- 713 -



~ da e

60.3 mg/dL (A 50~90 mg/dL), C4 33.3 mg/dL (A
4} 10~40 mg/dL)°| 21t} Leptospira &3, EH fever 3
A, R. tsutsugamush A= 2% 240t ant
CMV IgG 1831 AU/mL=Z FAolRey) anti CMV
[gM &Adolie}. o] & 23384 (Heterophil antibody)T
S 4ojgl e}, EBV VCA (viral capsid antigen) IgG %
A EBV VCA IgM &4, EBV EA (early antigen) &
], EBNA (EB virus nuclear antigen) %4 °]%t}. Anti
Herpes IgG 94 011 21} anti Herpes IgM 243 011 th
Anti Toxoplasma IgG, IgM 25 243tk

URALM SER AL AA - :

R AeE dabd
FHAAAA ] ¥ A
%}uHL, 7&71% o] AR dd73 o
A Stell wholef 2 FAHAE HASHier EBV VCA
[gG ¥4, EBNA ooyt oledsaA &4,
EBV VCA IgM <4, EBV EA $42% EBVS A<
ol gy £ glen iﬂrﬂ%}%’ii B7at

=
1o
b
Y
lo
at]

g H}'(DUI‘DUIC macule)ﬁ %%C’] HA e A vH 1™ 2). d
e}zl oFt ARinkg-# Add A ]
AL ZF T 07 Fdsla
day)2 2 X s& Al&atich

el s g, A i H AL AHEEe
u "ol HAR AST/ALT 158/240, C-H-g-db9 098
mg/LE A AFRG

W 1A 2d, 2k vk g B A9 Aleba
o Fol HAAHF v Y 94
kch AST/ALT 9 C-vbgos HAAE 43t =t

R
b

okAloll o3 ut-g-& Mapakeld, FAUA, F
(dapsone), &&3F2 = (allopurinol) Z2]x 1 9] o
kAol elgk Bz} glojgrl®?. Aniateldl o 2
2482 o A1) o}NEsE wirEle EAR] N-acetylt-

ransferase?] @A x e} d#o] 9t} N-acetyltransferase

A8 A6

=4 A 538 & 2006 —
o] FA w7 e A$(Slow acetylator) 79, TE,
5, AAL 53 2 Audere] gt Fabgol

Bld 7lsAle] 71 =™ Slow acetylators= <19
509% Y819 10% olstoltt”. duabebxle] ojgh w2

R

4 FoAAZ AFGA Sl 1S A SETE JEE
AST SEo] A4 FE RuoA ZolE 4 gl I
ZAre gIRE okg Fo] F 204 5F o]Fof| wrAigit)
e A Fd), v 734 2 (maculopapular rash)
o] 2 vehty wAY A, skt FUHE, 7 V%
o, HIAgNI Y], A% olAE AF EwrEdt? A
2ke] A Soli= 1377t Aapielal Fo F H7 A%F
o7 AE Fusigon olF AgFo] AlErzon
Edg AASAo] Vel ekgkont oA Sk & ¢
29 Ak & AGA SAFF FALSADo] Ve AR
EIEA=s

718 Baud oad #elnkgo ez Yehhs A
AN AT Z GA FETF LS vlolgl A dge A EA

(reactivation)ol] <& Lyt g
Human herpes virus-6 (HHV-6)9te] dA#4do] &b '”.

FEo| AleEL olEr|e] HHV-6ol e, o] F
el el Mol A Elo] vk HHV-6 A &73 2 7]
Aot 1 Wixe] didlilME & d=A A &AW
oof ofztd FAoAe AYAYE =EA Aokl &
e’ wpolg 2z el ABAHE &3] YA
E A9gedql Axbge] st HHV-62 4% ant
HHV-6 IgM &4 °1HA # anti HHV-6 [gG 319
43% 27171 AV PCRE S o] &3te] wx g9 o
AL(PBMCO)ol A HHV-6 DNAE 24d3t= A 32—%

HHV-6 Hloleis ZAE Fjste] #]ls)

A A e} S anti CMV IgG %A, anti Herpes IgG % "5‘
27402 CMV$ Hepes B}Ol?ﬂ’“‘)ﬂ % AARIL
elo] =it A ALAA A5 HAFHA Kot A
244 Ad A e REstdvk EBVY Agol=
EBV EBNA %4 2 EBV VCA IgG ¥4, EBV VCA
IgM S 07 37 292 &A=y EBV EA 5482
EBV 2999 gL olgith

A Eolvleo] E(sulfonamide)t A HAA] Tl & 3%
ndbgo] A, dAEe] At Beigts FAE o
3 M Fd A<l o8 A S(genetic polymorphism)
of oshd, g dAMEEe]l 23 AuvlEAHmacro-
molecule)$} Aste & &EAE FAY E¥lthapten)

2

¢

- 714 -



[ull
Ny
ofo
ttio
P'L

i}
do (ot &

>
-

g £ |o
ol
Skt
N
ek
o

s
=)

-

(gL o
2
-+
2

mE O_>L
i
i
=2

o
2
)
2

2
2
2
o ff
e =
4
Y
oo
rlo

so 1B o

=
o
o
=2

= anti-HHV-6 IgG X9 Z717F &
Hlolgi A AL B ekokrh. wheh
7 HHV-6¢ AZAHL Solxdoz Ans
2 o] AR} Tohyama 2 kAol ¢
urs-2 @Ak ofAl tiabEe] o3 W
2 T Axe &3t 4= o] F &4dstd
AFe 2)ste] HHV-67F A8 == A&t HHV-
6ol olste] AP @aATZ A o] LAYE o
STy, SR ole g F2L Hulnke-o] s
F7lolE REseh B oS T

[e3e]
a8

N L oo
o

)

)

2
82 re

oo ¥
BN

pok
o

3]
<

30,

Moo
g,

ks
T

o F|AH BE

a
@ s}

P
I

2

(Z
oo
2
et

T3
=)
32
2o

ook

to

o M MWt oy ol o7l

]
>

_‘L_I‘
oo

g oo X

28
s
olo

oA A 7| wole] 2 A B
o % AolERlel 4

4

b

oL H 1o lo
=
2

o 2 2
Pk

£
ol
-

il
1y
u3

o
Moo
02

5
IN
o
o bow
ok MR ox

[T 2
oX

)
>
=4
B oo
o
o &
N

e
e ]

-
olN
tlo
o 32 =
oy

ol
ok
s

4 G TEE Ak
9 A% A9H BAT7EF ol
vlolel s A o A
Zoll o) W wge qNT
.

=

REFERENCES

1) Klotz U. Clinical pharmacokinetics of sulphasalazine,
its metabolites and other prodrugs of 5-aminosali-
ovlic acid Clin Pharmacokinet 10:285-302, 1985

2) Meyer UA, Zanger UM, Skoda RC, Grant D, Blum M.
Genetic polymorphisms o drug metabolism. Prog
Liver Dis 9:307-323, 1990

3) Azad Khan AK, Nurazzaman M, Truelove SC. The
effect of the acetylator phenotype on the metabolism
of sulphasalazine in man J Med Genet 20:30-36,
1983

4) Ohtani T, Hiroi A, Sakurane M, Furukawa F. Slow
acetylator genotypes as a possible risk factor for
infectious mononucleosis-like syndrome induced by
salazosulfapyridine. Br J Dermatol 148:1035-1039,
2003

5) Tohyama M, Yahata Y, Yasukawa M, Inagi R, Urano
Y, Yamanishi K, Hashimoto K. Severe hypersensi-
tivity syndrome due to sulfasalazine associated with
reactivation of human herpesvirus 6. Arch Dermatol
134:1113-1117, 1998

6) Mihas AA, Goldenberg D], Slaughter RL. Sulfasala-
zine toxic reactions: hepatitis, fever, and skin rash
with hypocomplementemia and immune complexes.
JAMA 239.2690-2591, 1978

7) Sotolongo RP, Neefe LI, Rudzki C, Ishak KG.
Hypersensitivity reaction to sulfasalazine with severe
hepatotoxicity. Gastroenterology 75:95-99, 1978

- 715 -



— Korean Journal of Medicine : Vol. 68, No. 6, 2005 —

8) Callot V, Roujeau JC, Bagot M, Wechsler J, Chosidow
O, Souteyrand P, Morel P, Dubertret L, Avril MF,
Revuz J. Drug-induced pseudolymphoma and hyper—
sensitivity syndrome: two different clinical entities.
Arch Dermatol 132:1315-1521, 1996

9) Vittorio CC, Muglia JJ. Anticonvulsant hypersensi-
tivity syndrome. Arch Intern Med 155:2285~2290,
1995

10) Suzuki Y, Inagi R, Aono T, Yamanishi K, Shiohara
T. Human herpesvirus 6 infection as a risk factor for
the development of severe drug-induced hypersensi-
tivity syndrome. Arch Dermatol 134:1108-1112, 1998

11) Yoshikawa T, Suga S, Asano Y, Nakashima T,
Yazaki T, Sobue R, Hirano M, Fukuda M, Kojima S,
Matsuyama T. Human herpesvirus-6 infection in
bone marrow transplantation. Blood 78:1381-13%4,
1991

12) Gopal MR, Thomson BJ, Fox J, Tedder RS, Honess
RW. Detection by PCR of HHV-6 and EBV DNA in
blood and oropharynx of healthy adults and HIV-
seropositives. Lancet 335:1598-1599, 1990

13) Jarrett RF, Clark DA, Josephs SF, Onions DE.
Detection of human herpesvirus-6 DNA in peripheral
blood and saliva ] Med Virol 32:73-76, 1990

14) Shear NH, Spielberg SP, Grant DM, Tang BK, Kalow
W. Differences in metabolism of sulfonamides
predisposing to idiosyncratic toxicity. Ann Intern
Med 105:179-184, 1956

15) Shear NH, Spielberg SP. Anticonvulsant hypersensi-
tivity syndrome: in vitro assessment of risk. J Clin
ITnvest 82:1826-1832, 1988

16) Frenkel N, Schirmer EC, Katsafanas G, June CH.
T-cell activation is required for efficient replication
of human herpesvirus 6. J Virol 64:4598-4602, 1990

17) MacDermott RP, Schloemann SR, Bertovich MJ, Nash
GS, Peters M, Stenson WF. Inhibition of antibody
secretion by b5-aminosalicylic acid. Gastroenterology
96:442-448, 1989

18) Danis VA, Franic GM, Rathjen DA, Laurent RM,
Brooks PM. Circulating cytokine levels in patients
with rheumatoid arthritis: results of a double blind
trial with sulphasalazine. Ann Rheum Dis 51:946-950,
1992

19) Barnes PJ. Therapeutic strategies for allergic
diseases. Nature 402(6760 Suppl): B31-B38, 1999

20) Bames PJ. New directions in allergic diseases:
mechanism-based anti-inflammatory  therapies. ]
Allergy Clin Immunol 106:5-16, 2000

- 716 -



