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Toxic pustuloderma associated with clemastine therapy
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Summarv
Toxic pustuloderma is an acute pustular eruption ofthc
skin occurrinu a few da\s after the initiation t)f treatment

his condition. He had noi heen on an) other medication
for at leasl } months pieviousl\. Two days after disconti-

' \ a

within an area ol

w ith a
, , pustular, non-contluent eruption, along with malaise,

with the responsible drug. A case of toxic pustulodcrma ^^^^^^^ diarrhoea and pyrcxia, 'Fwo days later again, he
lollowing treatment wit!i the antihistamine c!emastine is
now reported.

(iencra!i/cd pustulaiion is the clinica! expression ot
\arious diseases, while acute and transient pustular
ci\thcniii ma> occur following exposure to drugs. Mac-
Millan cl al. first described this condition in l')7.i' and
Staughton et ul.' designated it as 'toxic puslulodcrma'.
The acuic pustulation and erythema ofthe disorder may
he complicated In the features of vasculitis and the
condition is a distinct entity, the acute and transient
course being strikingl\ different from the more chronic
d\namics of generalized pustular psoriasis and Sncddon
Wilkinson disease.'^ Toxic pustuloderma has been
reported most commonly following ircatmcnt «ilh doxy-
c\cline, amox\cillin and caibama/epine.""

Clemastine is an antihistamine which may occasional!)
induce cutaneous adverse ctiects. predominant!) as an
acute exanthem. Genera!ized c!inica! features such as
severe fatigue, attacks of severe sweating and diarrhoea
have also !u'en described'^ In this communication a
paticnl demonstrating toxic pustuloderma foUowing
treatment with clemastine is described.

Case report

A 41-\ear-old man presented with a ll)->ear histor\ of
ec/ema affecting the hands and antecubital fossae. Pre-
vious and family histor> did ntrt suggest the presence o(
atopic dermatitis or psoriasis. I'picutaneous patch testv
were negative, the serum lgK was l.i L ml and there \\a^
no cosinophilia. The patient had just taken a 6-da\
course ofthe antihistamine clemastine at a dose of 1 mg
(Jay for his ec/ema; he ihen stopped the ciemasline after
consulting his family doctor because of detcrioriation o(

Correspondence: Dr Annt-m: Fcind-Koopmans, PO Box 0101, ft.iO()
HB Nijmegcn, rhf

ic i y % BlackwL'll SdL-ntc-

pin-hciul pustules
sprcad cruhcma.
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1. I)ermat(KSCs characterized by pustulatitm

Sneddon Wilkinson sulKornca! |Hisnil;ir
Aculf pusUiLir psoriasis (\()n Ziiiiihusch t\pe)
Pustulosis [ulnuris ft pLiniaris (.Aiidrf
Acute i;c!RT.ili/L-d puMiilar bactcridc

pustules ot'cr>thcma multifurme
M! pustules iil.Sweei's sxndrunie
herpetiformis

was admitted in \er\ ill eotidititin lo our in-paiieiu
department with a fever of 39-5 C-.

Over lhe faee, neek, trunk and tipper extremities there
was a shurph demarcated er\lhenia wiih numerous non-
lolheular, partly conlluent, pinhead-sized pustules (Fig. 1).
On the lower extremities ihe same pieture was compliealetl
hy peleehiae. [ll-delineti crvlhema with erusl.-i .ind piisiti-
lation was ohser\cd on the palms and volar and interdigital
aspects of the fingers. The nails and mucous membranes
were normal. No enlargemenl ot tonsils or
hmph nodes was observed. Lahoratorx

revealed a leucocytosis of 14 x I(f/I with 98% neutrophils
and an eruhnK'yte sedimentation rate of ,> mm h. Hlood
cultures were negative; however, culture of a pustule
revealeti a mild growth of group G Streptococci and
StiipliylmiHYiis iinrcii.'i, considered unlike!) nevertheless to
ha\e a causal role in his generalized skin eruption.

Fiistopathological examination of a 4-mm punch
hiopsy from the skin of the thigh revealed a parily
spongioiic epidermis with some iniraepidermal pustules
containing both eosinophils and neutrophils (I'ig. 2); no
acanthosis or enlargement of the rete ridges was
observed. The papillar) dermis was oedematous and a
mixed inflammatory infiltrate of mainly lymphocytes,
histiocvtes and eosinophils around dermal blood \essels
was seen, with some perivascular neutrophils and dia-
pedesis of red blood cells. Prednisone was then pre-
scribed at a dosage of 4()mg;da\ for 4 days; the eruption
subsided within 1 week without scarring. Six monlhs
after the cutaneous reaction to clemastine, no relapse had
(tccurred. .\fter 4 months, epicutaneous and inlru-
cutaneous testing was carried out. The epicutaneous
test was negative, but intracutaneous testing with 0-2 ml

Driiit classes

Analgesics

Antibiotics

Antiepilcpiies

Antidiabi'iic
.Am hcl mini hie
.Aniih\pertensi\es
IJiurciic
Aniimaiarials

Carbonic anhydrase inhibitor
Kvpectnrant
(ilucocoriiciiid
.S\nipaihiionilmetlc

Others

Driig

.\cctaminnphcn, Napniven
Phen^lbuta/one
Aniox\cilliii, .\nipicillin
Cephalexin, (x'la/iilin
("Aphradinc, dclla/idimc
C!cturi)\inie, C^hloramphenic"!
(!lindain\cin, (>(trim<i\a/iilc

CJentamiein, Iniipinciii
Ndrlloxacin, Pristinani\cin
Penicillin, Jnsanncin
\lctr<inida/"lc, Isonia/id
ko\am\LiTi, Spirainvcin
Ro\irhrnnn(.in, \ jncomjcin
1 rimethoprini
I'ipcmidic acid
Carbama/cpine
l*hen\ti(in
(larbuianiiik-
Pipcra/inc
\itedipine, Diltiazctn
IVusemide
1 l>dr<i\\chlonK]uinc,
I'vHmethiimnie
\cela/ol.iniiile
Kpra/iniine
I'rednisolonc
Huphenine

Itutexamac, Disultiram
\.idox()liil, H-\lerh(ix\psiiraIen

Rcl'ercnce

'». 15
16

21,22
23, 28
28, 1

28.24

IH 2 i
29 V
<)-2s. 27
28.26
M,')
'», '1 IS
26
9
'>, M\ .11
i.»
9
I
'1. ,U
I
M .i5. I

20
36
17
37
nV

T a b l e 2. l)riii;>. which nia> induce riixic

Adapted from Siiss and Koriing.
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(1 mg'ml) in the liiihl vcniral torcarm with J
control (it (12 ml saline in the icft liircarm protluceil ;i weal
and tiare rcaciion uiih a weal diiinieier ot 2.S0 mm at 10
min persisting; for more than 24 h; no pustules developed.
Seven healih\ control subjects were icsied similurK. \\eal
si/e beiny less in them at H)-5 t(i U)l) mm (mean l,vh
mm); however, the siX'ciHcit\ ol the positive provocation
ust in our patient is clear!) ncjt ahsolutcK certain.

Discussion

\ arious dermatoscs are characterized h\ pustulation
(Table 1). Within the spectrum of such dermatoscs,
t()\ic pustuloderma has unique characteristics: (i) the
time relationship l>ct\\een admmistration of the drui; and
ihc appearatice ofthc eruption;^ (ii) the acute onset ofthe
ttisorder with malaise anil te\er; (iii) the presence of
sponiiif'orm superficial |>usuiles, papiilai) oedema and a
polymorphous perivascular infiltrate with numerous
eosinophils. also present in the epidermis; (iv) siy:ns of
\asculitis;'"" (\} the absence of comedones;'- and (\i)
ne[rative bacterial and viral cultures,''

Recenlh a variet) of drugs have been reported to
cause generalized pustular drug rashes (Table 2). and the
\ariabilit> of the drug classes which tna\ cause the
condition siigirests that a common jiathwa) is likely to
be responsible ior this reaction pattern. The patient
described in this report de\eloped the disorder following
clemastine thcrap\. Although we ha\e not been able to
pi()\c a delinite causal association, ue ieel ihal it is likels
that the drug precipitated the eondition. The pathogen-
esis mighl be either a drug-specitic immune response,, or
else a non-immunological process."

14.
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