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The recent article by Khalaf et al., entitled “Beyond dia-
betes: harnessing the power of metformin in burn care,
highlights the therapeutic potential of metformin in burn
care [1]. In addition to the key points addressed, rare
but potentially life-threatening reactions associated with
metformin use may warrant further consideration in this
clinical context.

Metformin-associated lactic acidosis is a well-recog-
nized but uncommon complication of metformin use,
with an estimated incidence of 4.3 cases per 100,000
patients [2]. Additionally, severe hypersensitivity reac-
tions have been reported in association with metformin
use. These include anaphylaxis, which is regarded as
a rare adverse effect, as well as cases of life threatening
angioedema following metformin ingestion. Other aller-
gic reactions have also been reported, including ery-
thema multiforme, bullous pemphigoid, and psoriasiform
drug eruption [3-6].

Among the most severe adverse reactions, Drug Reac-
tion with Eosinophila and Systemic Symptoms (DRESS)
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syndrome has been reported, typically presenting with
generalized pruritus, rash, lymphadenopathy and eosino-
philia [7]. Stevens—Johnson syndrome has likewise been
described in association with metformin use [8]. In line
with these findings, the National Health Service (NHS)
has issued a warning regarding the risk of anaphylac-
tic shock following administration of metformin, a rare
event requiring urgent medical attention [9].

Data from the FDA Adverse Reporting System (FAERS)
indicate that 8712 cases of skin and subcutaneous tissue
disorders potentially associated with metformin use were
reported in 2024. The most frequently reported condi-
tions were pruritus (n=1495), rash (n=1209), hyperhi-
drosis (n=1057), and urticaria (n=734) [10]. Similarly,
the EudraVigilance database documented 3624 cases of
skin and subcutaneous tissue disorders [11].

In conclusion, although life threatening adverse events
such as DRESS syndrome, Stevens—Johnson, angioedema
and anaphylaxis are rare, they have been reported in
association with metformin use [8]. Awareness of these
potential complications is essential for clinicians to facili-
tate early recognition and ensure timely management.
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