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Abstract. -\1apropazone 1s a new. pO\\erful. anti­
inflammatory analgesic. lniual trials have confirmed its 
efficacy as an antirheumatic agent, with a low incidcncc of 
adverse reaction,. Recently the authors have seen two 
patients. each of whom developed a distinctive but clini­
cally dbs1m1lar. b1zarre, bullou, eruption after mkmg this 
drug. A brief account of these ca,es has been publi,hed 
elsewhere (l). 
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CASE REPORTS 

Case I 

A 62-year-old woman was prcscribcd azapropazone 
(Rheumox, Robins), 900 mg daily, for osteoarthritis. After 
2 weeks of treatment she developcd bljsters. initially 
round her eye,. Within a few days the eruption spread to 
involve her face, neck and chest. 

The patient had no previous history of skin disease. She 
took regular doses of chlordiaz.epoxide and at the lime of 
her illness had just completed a course of trypsm with 
chymotrypsin fora painful bruise. Examination revealed a 
number of fragile blisters over the face, neck, chest and 
vulva. No mucous membrane lesions were present. 

Histological examination of a skin biopsy revealed 
changes compatible with pemphigus foliaceus. 

lmmunohi�tological �t11dies failed to demonstrate the 
presence of immunoglobulins or complement in the 
epidermis or along the ba5ement membrane. There were 
no circulating antibodies to the basement membrane nor 
inter-epidermal cell spaces. 

All the patient's drugs were withdrawn. The lcsions 
regressed rapidly following treatment with topical 
conicosteroid� and resolvcd totally within 2 weeks. The 
patient later resumed taking her azapropazone of her own 
volition and blisters returned within 48 hours. 

Case 2 

A 68-year-old woman with a 10-year history of osteo­
arthritis had regularly been taking hydrochlorothia­
zide with amiloride (Moduretic) and dextropropoxyphene 
with paracetamol (Distalgesic) for 2 years. In October 
1976 she began a course of azapropazone, I 200 mg daily. 
In her fifth week of therapy she dcveloped a dramatic 
ernpt ion in which numerous bullae arosc from sheets of 
crythema on the lower leg� and backs of both hands (Fig. 
I). The distribution of the eruption wa� more prominent in 
light-exposed areas but spared the face. However, there 
was no recent history of exposure in cxcess of ambient 
Leeds winter sunshine. 
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Fig. I. Pcmphigoid-like bl isters on lower legs. 

Histological examination revealcd a sub-epidermal bul­
la. The superficial dermis contained a predominantly 
cosinophil polyrnorph intiltrate and the overall appear­
ances werc those of bullous pemphigoid. lmmunohisto­
logy did not demonstrate any basement membrane zone 
or intercellular staining for immunoglobulin5 or comple­
ment. Deposits of lgM and C3 complement were found in 
the walls of dermal blood vessels. Neither A.N.F. nor 
circuJating antibodies to skin constituents were present. 
The patient showed evideoce of mild rena! impairment 
(creatinine clearance 53 ml/min). 

ln view of the ferocity of the rash the azapropazone 
therapy wa� discontinued and the patient treated with a 
2-week course of oral prednisolone. The eruption resolved 
rapidly and has not returned since cessation of steroid 
therapy. It was not felt justifiable to rechallenge this pa­
tient with azapropazone. A patch test to azapropazone (a 
highly insoluble substance) in soft paraffin proved nega­
tive. 

DISCUSSION 

Initial trials have confirmed that azapropazone is an 

effective, anti-inflammatory analgesic with a low 
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incidence of gastric and cutaneous side efTects (4, 
8). However. pharmacodynamic studies indicate 
that 60%: of the drug i� excreted unchanged by the 
kidneys: thi� may place patient� \\.ith rena! impair­
mcnt in a more vulnerable position with rcgard to 
thc development of side effects. The second patient 
reponed above had a reduced creatinine clear­
ance. 

Bullous drug eruptions are well-recognised. 
Pemphigus has been described in ac;sociation with 
penicillamine therapy (7) and a case of pemphigus 
induced by rifampicin has also been described (5). 

In these cases the classical immunological features 
of pemphigus were present. 

A photosensitive bullous dermatosis has been re­
ported after treatmenl with nalidixic acid (2) and 
seemingly may also occur with high dose frusemide 
therapy (3). 

In our cases neither of the immunological fea­
tures of pcmphigus nor pemphigoid were present 
and the pathogenesis of each eruption must remain 
in doubt. The two eruptions were quite distinct 
clinically. Both patient� were recciving other medi­
cation, and thus the possibilit:,, of a drug interaction 
exists. Azapropazone is relatcd clinically to 
phenylbutazone (personal communication from 
manufacturers}. Recently an eruption com,isting of 
acral haemorrhagic blbters has heen described in 
patients receiving treatment w1th phcnylbuta-
70ne (6). 
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Abstract. Linear deposll� of both lgA and C 3 "ere found 
along the BMZ (by dircct IF). and band-like lgA dcpo,its 
directly below the ba�al lamina (by HRP-anti-HRP 
electron micro,copy). in a case of clinically typical DH. 
No circulating antibo<lies could be detected. 

Key word.1: Dermatitis herpetiformis: lmmunofluores­
cence: lmmunoelectron micro,copy 

Two diffcrent distribution patterns of lgA and C3 

deposib are demon-,trated by direct IF in cases of 
clinicall:,. typical DH (4): (il the more common papil­
lary type with fincly granular (speckled) precipi­

lates dispersed over the tips of the dermal papillae 
and the upper strata of the dermi�. and (ii) the rather 
rare. linear (continuous) type exhibiting a band-like 
array of deposits along the BMZ of skin. 

Yao1ta & Katz ( 10) and Sting) et al. (8) were the 
fir�t to repor! on I EM of typical granular (�peckled) 
DH. de�cribing a chunky (granular) pattern of lgA 
deposition well below the ba�al lamina and sparing 
the lamina lucida. 

The paper by Yaoita & Katz ( 10) also dcscribes 
two different ultrastmctural patterns of lg-de­
position in linear-type DH: a linear dermal and a 
linear lamina lucida pattern. the former exhibiting 
lgAjust below the basal lamina in a band-like distri­
bution: the latter characterized by localization of 
lgA deposits in a similar band-like fashion but with­
in the lamina lucida. 

The observation of a pertinent case prompts us to 
report our own results of I EM in linear Dl I. 

List of abbreviations: lmmunoglobulin(s): lg: Comple­
ment (fracuon): C: Ba,ement membrane zone: BMZ: 
Dermatiti, herpetiformis: DH; Bullous pemphigoid: BP: 
lmmunoelectron microscopy: IEM; lmmunofluorescence: 
IF; Horseradish peroxidasc: HRP. 




