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INTRODUCTION

Persistent facial swelling presents a diagnostic challenge 
in dermatology, as it may reflect inflammatory, 
granulomatous, endocrine, autoimmune, or drug-
related disease. Angiotensin-converting enzyme 
(ACE) inhibitor-induced angioedema is a well-
recognised adverse drug reaction, typically resolving 
within 24-72 hours of drug discontinuation [1,2]. 
However, prolonged persistence after withdrawal 
remains under-recognised and may lead to diagnostic 
uncertainty [3,4].

CASE REPORT

A 28-year-old Black African male was referred for 
evaluation of persistent facial swelling. Six months 

earlier, he had been admitted for investigation of 
nephrotic-range proteinuria and commenced on an 
ACE inhibitor. Shortly after initiation, he developed 
progressive swelling of the lips and periorbital region. 
Despite discontinuation of the ACE inhibitor, the 
swelling persisted without improvement over six months.

He denied urticaria, pruritus, or features suggestive 
of histamine-mediated angioedema. There were 
no respiratory symptoms or features of visceral 
angioedema, including abdominal pain, nausea, 
vomiting, or diarrhoea. Constitutional symptoms were 
absent, and there was no history of new medications, 
topical exposures, or systemic illness.

On examination, there was prominent non-pitting 
oedema of the lips and periorbital region without tongue 
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involvement or airway compromise (Fig.  1). There 
were no mucocutaneous lesions, lymphadenopathy, 
hepatosplenomegaly, or features suggestive of 
connective tissue disease. Systemic examination was 
otherwise unremarkable.

Given the chronicity, a broad differential diagnosis 
was considered.  This  included bradykinin-
mediated angioedema (ACE inhibitor–induced 
or acquired C1 esterase inhibitor deficiency), as 
well as pseudoangioedema causes such as orofacial 
granulomatosis, cheilitis glandularis, hypothyroidism, 
dermatomyositis, Drug Reaction with Eosinophilia and 
Systemic Symptoms (DRESS), and contact dermatitis.

Laboratory investigations, including full blood count, 
renal and liver function tests, thyroid function, 
complement levels, and C1 esterase inhibitor levels, 
were normal. Autoimmune and haematological 
screening was unremarkable. Imaging, including 
chest radiography, showed no abnormalities. Skin 
biopsy demonstrated mild epidermal spongiosis 
with dermal collagen separation and a sparse 
perivascular lymphocytic infiltrate, without evidence of 
granulomatous inflammation, vasculitis, or malignancy.

In the absence of an alternative diagnosis, persistent 
ACE inhibitor–associated angioedema was considered 
most likely. The ACE inhibitor had already been 
discontinued, and no further pharmacologic 
intervention was required, given the absence of 
airway compromise. The patient was counselled 
regarding avoidance of ACE inhibitors and related 
agents.

DISCUSSION

ACE inhibitor-induced angioedema accounts for a 
significant proportion of angioedema presentations, 
despite a relatively low incidence [1]. Most cases occur 
early after drug initiation and resolve shortly after 
withdrawal. However, increasing evidence suggests that 
symptoms may persist or recur weeks to months after 
cessation, although prolonged persistence beyond six 
months is rarely described [3,4].

The pathogenesis is mediated by impaired degradation of 
bradykinin, resulting in increased vascular permeability 
and localised oedema. Recognised risk factors include 
Black African ethnicity, female sex, advanced age, 
smoking, and concomitant use of dipeptidyl peptidase 
IV inhibitors. Unlike histamine-mediated angioedema, 
this form is typically non-pruritic, lacks urticaria, and does 
not respond to antihistamines or corticosteroids [2,5].

Persistent facial oedema in this context poses a diagnostic 
challenge, as it may mimic primary dermatologic or 
systemic disease. Orofacial granulomatosis, inflammatory 
lip disorders, endocrine disease, and connective 
tissue disorders must be considered and excluded 
through appropriate investigation [5]. In our patient, 
comprehensive laboratory, imaging, and histopathological 
evaluation did not support these alternative diagnoses.

Failure to recognise prolonged ACE inhibitor-associated 
angioedema may result in repeated referrals, extensive 
investigations, and unnecessary invasive procedures. 
Awareness that symptoms may persist long after drug 
discontinuation is therefore important [3,4]. A careful 
medication history remains central to diagnosis, 
particularly in patients with otherwise unexplained, 
non-urticarial facial swelling [1,2].

LEARNING POINTS

1.	 ACE inhibitor–induced angioedema typically 
resolves within 24–72 hours of drug discontinuation, 
with most cases improving within one week.

2.	 Persistent or recurrent angioedema may occur weeks 
to months after cessation of ACE inhibitor therapy, 
although this remains uncommon. Awareness of this 
prolonged natural history is important, as persistent 
swelling may prompt extensive investigation if drug-
related angioedema is not considered.

3.	 Absence of urticaria and pruritus suggests a 
bradykinin-mediated rather than histamine-
mediated mechanism.

Figure 1: Marked lip oedema with associated periorbital oedema at 
presentation.
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4.	 Persistent facial oedema requires differentiation 
between bradykinin-mediated angioedema and 
pseudoangioedema causes.

CONCLUSION

ACE inhibitor–induced angioedema is a well-
recognised adverse drug reaction that typically resolves 
within days of discontinuing the offending medication. 
However, prolonged persistence of symptoms is 
uncommon, and cases extending beyond six months 
are rarely reported in the literature. This case 
highlights an unusual presentation of persistent non-
urticarial facial oedema lasting six months after ACE 
inhibitor withdrawal, creating considerable diagnostic 
uncertainty and prompting extensive investigation. 
Dermatologists and other clinicians should remain 
aware that ACE inhibitor–associated angioedema 
may occasionally follow a prolonged course and mimic 
inflammatory, granulomatous, endocrine, or other 
causes of chronic facial swelling. Recognition of this 
rare presentation, together with careful medication 
review and a structured diagnostic approach, may 

prevent unnecessary investigations and facilitate 
appropriate management.
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