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METFORMIN HYPERSENSITIVITY: A CASE REPORT
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Summary

Metformin is a popular oral antidiabetic
medicine of the Biguanide class. It is widely
chosen as the first line therapy for treating Type
2 Diabetes Mellitus. The drug is believed to be a
comparatively safer agent for controlling blood
sugar. This case report aims at describing an
unusual phenomenon of Metformin hypersensitivity
in a female patient who presented with perioral
lesions.
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Introduction

Type 2 Diabetes Mellitus (T2DM) is the pandemic
of modern era which comes with dismal
consequences. When patients with this metabolic
disease fail to maintain adequate blood sugar with
proper aerobic exercise, healthy dietary habit and
lifestyle modification, then physicians prefer the
oral antidiabetic drugs on the very first hand.
Metformin is an oral anti-diabetic agent of the
Biguanide class [1]. Sometimes it is
recommended in pre-diabetes and for obesity.
Lactic acidosis being the most severe adverse
reaction caused by Metformin, it also has a lower
risk of hypoglycaemia and rarely may cause
hypersensitivity or allergy [2]. Psoriasis from drug
eruption and leukocytoclastic vasculitis are the
two most common manifestations of Metformin
allergy [3—5]. The patients usually develop itching
and rash within a few days of Metformin
ingestion and become symptomatically relieved
when the drug is stopped. The recurrence of skin
lesions after restarting the drug is also notable [5].
The main objective of this write-up is to aware the
health professionals on rare yet important
metformin hypersensitivity.
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Case Report

A 50 year old normotensive married woman
hailing from Patiya, Chittagong presented to the
physicians complaining of swelling of the upper
lip and tingling sensation around the lips for a
week. She is post-menopausal with Body Mass
Index (BMI) of 29 kg/m?. Oral Glucose Tolerance
Test (OGTT) 1 week back showed 120 minutes
glucose level (Venous plasma) of 10.9 mmol/L.
With a diagnosis of Impaired Glucose Tolerance
(IGT), she was prescribed Metformin 500 mg
once daily by a local general practitioner
alongside advice for diet, exercise and lifestyle
modifications. Two days after commencing the
drug the patient first noticed gradual swelling and
warmth of the upper lip alongside perioral itching
and tingling. The discomfort persisted all day
long, and it interfered with her quality of daily
living. No other body area was involved,and all
the systematic examinations revealed normal
findings. The lady was interviewed explicitly on
her food and drug history. She was asked about
the quality of cosmetics she used and suspecting
Metformin-induced hypersensitivity she was
advised to stop the drug immediately. According
to the patient, she was on no medication that time
but Metformin. For resolution of her symptoms,
she was prescribed Tablet Pheniramine Maleate 3
times daily for 7 days and Tablet Dexamethasone
Img daily in 2 divided doses for 5 days. She was
advised to follow up after a week with some
routine blood tests and Serum IgE. On the next
follow-up visit, her lip swelling and itchiness
disappeared with darkening of the areas of lips
affected before. Laboratory reports revealed
Eosinophilia with RBS- 10 mmol/L and IgE- 850
Ul/ml  which supported the suspicion of
Metformin allergy. The patient was then asked to
start Metformin again and the following day she
came with the same symptoms with more severity
after a single dose of the drug. Clinically
confirming the diagnosis of Metformin
hypersensitivity she was advised to avoid the drug
for the rest of her life and was prescribed oral
Pheniramine Maleate and Dexamethasone for an
another week.
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Fig 1 : Darkening of the involved areas of lips
(In dark circles) following resolution of swelling

Discussion

Now a days Metformin is a widely used oral
hypoglycaemic agent [6]. Alongside Type 2
Diabetes Mellitus, it is also prescribed in obesity
and in patients with Metabolic Syndrome [7,8]. It
is well absorbed requiring no plasma protein
binding and excreted in urine. Gastrointestinal
upset is the most common adverse reaction of
Metformin [9]. As a single agent, it has very slim
chance to induce hypoglycaemia in type 2
diabetes patients.

Hypersensitivity to Metformin may also occur
which is exceedingly rare. Metformin induced
vasculitis reported by Viroj Wiwanitkit a 35 years
female patient after starting Metformin developed
palpable purpure on the upper part of lower limbs,
near the genitalia [10]. The report is similar to this
case report. Here, after taking Metformin the
patient noticed gradual swelling and warmth of
the upper lip alongside perioral itching and
tingling and the lesions disappeared after
discontinuing the drug and again reappear after
restarting the drug.

There are several forms of clinical presentations
for Metformin allergy. The lichenoid reaction of
the oral mucous membrane may occur beside the
leukocytoclastic vasculitis and psoriatic drug
eruption. In  Metformin  hypersensitivity
respiratory involvement is rarely seen. Grinspan's
Syndrome (Triad of oral lichen planus, diabetes
mellitus, and hypertension) could be seen in
Metformin allergy [11]. The patient described in
this case report had the classical scenario related
to a drug allergy which in her case was
Metformin. As no skin biopsy was done, it was
inconclusive of which type of inflammatory
reaction she suffered from. She had the on and off
symptoms related to Metformin ingestion,
diagnosed clinically with strong biochemical
evidences and treated accordingly. Compared to
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other Bangladeshi patients the patient we described
in this report was atypical. In Bangladesh doctors
readily prescribe this drug to their patients for
better control of blood sugar as a primary agent but
very few cases have been reported to have side
effects like Metformin allergy.

Conclusion

Like any other drug Metformin can cause a
hypersensitivity reaction. Though it is rare, this
potential drug allergy should always be kept in
mind by the physicians while prescribing it.
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