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Angiodema due to oral acitretin and isotretinoin*

Angioedema por acitretina e isotretinoína oral 

Roberto Rheingantz da Cunha Filho1 Hiram Larangeira de Almeida Jr2

Juliano de Avelar Breunig3

Abstract: Angioedema may be caused by nonsteroidal antiinflammatory drugs, angiotensin- converting
enzyme inhibitors, radiocontrast media, antibiotics, sea food etc. It can involve an allergic (IgE-mediat-
ed) or non-allergic hypersensitivity reaction, both with a similar clinical presentation. While angioede-
ma due to isotretionin has been described previously, this is the first description of angiodema due to
acitretin. We report two uncommon cases of palpebral and labial angiodema due to retinoids, by
acitretin and oral isotretinoin respectively: a 48-year-old man with psoriasis and a 24-year-old woman
with severe acne resistant to antibiotics and topical drugs. In both cases the reaction persisted through-
out treatment with these drugs, but resolved quickly after discontinuation. Reintroduction of the drugs
brought on angioedema again. 
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Resumo: Angioedema pode ser causado por diversos fármacos como : antiinflamatórios não-
esteroidais, inibidores da ECA, contrastes, antibióticos e frutos do mar, entre outras causas. Pode ser
uma reação alérgica, mediada por IgE,  ou não-alérgica, com apresentações clínicas semelhantes.
Angioedema por isotretinoína já foi relatado, mas não por acitretina. Relatamos dois casos, uma com
angioedema palpebral e um labial, por acitretina e isotretinoína, respectivamente: um paciente de 48
anos com psoríase e uma paciente de 24 anos com acne resistente à terapia convencional.  Em ambos
casos a afecção persistiu durante o tratamento, resolveu com a interrupção  e recidivou com reex-
posição. 
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INTRODUCTION 
Retinoids are widely used to treat many condi-

tions. Acitretin is useful for controlling extensive and
incapacitating psoriasis, while isotretinoin is the best
choice for patients with severe recalcitrant nodular acne
unresponsive to conventional therapies. A wide range of
adverse effects may occur, such as cheilitis, xerosis, reti-
noid dermatitis, dyslipidemia, desquamation, photosen-
sitivity, paronychia, pyogenic granuloma and onycholy-
sis, but these are normally easy to control. Rare serious
side effects have been described such as pancreatitis, sei-
zures and cerebral pseudotumor.1,2,3 Mood changes,
depression, suicide risk and bowel inflammatory disea-
se are also controversial outcomes.4,5 Angiodema may be
caused by various drugs, foods and vaccines: e.g. nons-
teroidal antiinflammatory drugs, angiotensin-converting
enzyme inhibitors, radiocontrast media, antibiotics,
aspirin, sea food 6,7,8 etc. Rare cases of angioedema and
urticaria have been reported due to isotretinoin, but to
date not by acitretin.9 We report two cases of angioede-
ma due to acitretin and isotretinoin. 

CASE REPORT
A 48-year-old man was treated with acitretin

25mg/day for palm and sole psoriasis since he suffered
from hypertension and was unable to tolerate metho-
trexate. He reported that on Day 2 after starting the-
rapy bilateral periorbital edema appeared (Figure 1).
He had no previous history of urticaria or any drug
reactions. Blood tests were normal, including C1 este-
rase inhibitor. Also tested negative for ASO, HCV, HIV
and parasitological feces. He had no other symptoms.
The angioedema subsided completely a few days after
acitretin was discontinued. When acitretin was restar-
ted he had a relapse of the angioedema. At 3 years fol-
low-up there was no recurrence of angioedema, the-
reby excluding food allergy. Our second case was that

of a 24-year-old woman with mild acne, unresponsive
to other treatments. After pregnancy exclusion, she
received oral isotretinoin 20 mg per day. On Day 2 of
therapy a sudden lip edema was observed. Since she
was no taking any other medication, isotretinoin was
discontinued and the skin lesion controlled. As in the
first case, following re-exposure to the drug the
lesions relapsed. Follow-up at 2-years showed no
relapses, again indicating that a food allergy was not
responsible for the condition.

DISCUSSION
Angioedema is a variant of urticaria. It may be

acquired from hereditary C1 esterease inhibitor defi-
ciency or from certain drugs and foods. The pathoge-
nesis is complex and variable. It can involve an aller-
gic (IgE-mediated) or non-allergic hypersensitivity
reaction and may include pseudoallergy, idiosyncrasy,
IgE-mediated hypersensitivity and occasionally IgG
antibodies. IgE-mediated immediate type hypersensi-
tivity reactions have been established. The penicillins
have been extensively investigated and appropriate
diagnostic tests such as skin tests and determination
of specific IgE with standardized allergens are availa-
ble, but the pathogenesis of drug-induced urticaria
and angioedema is rarely clear.6,7,8

No reports exist to date of angioedema or urti-
caria associated with acitretin and only a few cases cau-
sed by isotretinoin have been reported.3,9 In both our
cases, we attributed the cause of angioedema to the
oral retinoid therapy given that the patients were not
taking other medications, no evidence existed of suspi-
cious food intake at the time the lesions developed.

While angioedema appeared shortly after reti-
noid intake, it nevertheless disappeared after the drug
was discontinued and then recurred when therapy res-
tarted, indicating that retinoids could indeed cause
angioedema. It is also  possible that additives in the
capsules might be involved (beeswax, butylated
hydroxyanisole, edetate disodium, hydrogenated soy-
bean oil flakes, hydrogenated vegetable oil, microcrys-
talline cellulose and soybean oil). Gelatin capsules
contain glycerin and parabens (methyl and propyl),
with the following dye systems: 10 mg - iron oxide
(red) and titanium dioxide; 20 mg - FD&C Red No. 3,
FD&C Blue No. 1, and titanium dioxide; 40 mg - FD&C
Yellow No. 6, D&C Yellow No. 10, and La Roche-type
titanium dioxide. These additives in drugs and foods
have not been found to produce angioedema. 

We suggest that retinoids are probably the
cause of angioedema given that no allergies manifes-
ted in either patient before or after receiving acitretrin
or isotretinoin. Further study is required to discover
the true pathogenesis. �FIGURE 1: Angiodema due to acitretin - bilateral periorbital edema
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