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  BACKGROUND 
 The use of oseltamivir (Tamifl u) has become common in 
both primary and secondary care in the UK. As with any 
medication, side effects are not uncommon. Clinicians 
should be familiar with its side effects in order to appro-
priately consider the potential for serious adverse events. 
We report a rare case of tongue swelling associated with 
the use of Tamifl u.  

  CASE PRESENTATION 
 A 29-year-old lady presented to accident and emergency 
with a 1 day history of an increasingly swollen tongue. 
No other part of her face or body had any swelling. There 
was no history of any associated rash. She had not been 
exposed to any common allergens, for example new pets 
or peanuts, and this had never happened to her before. 
She had no abdominal pains, had no history of allergies or 
eczema and no family history of angioedema. 

 She had been commenced on Tamifl u 75 mg twice daily 
capsules 3 days prior to the swelling commencing, having 
attended her general practitioner with a sore throat, myalgia 
and fever. She had a mild frontal headache and photophobia. 
These symptoms had continued while on Tamifl u. She had 
a medical history of systemic lupus erythematosus (SLE) and 
pansinusitis. She had a previous admission in June 2010 with 
pneumococcal meningitis. Her regular medications included 
prednisolone, hydroxychloroquine and Adcal D3. 

 On examination she was febrile at 37.9°C, had a mark-
edly swollen tongue and tender cervical lymphadenopa-
thy. There was no rash and Kernig’s sign was negative. The 
remainder of the clinical examination was unremarkable, 
in particular there was no wheeze and no stidor.  

  INVESTIGATIONS 
 White cell count and C-reactive protein levels were nor-
mal, erythrocyte sedimentation rate remained unchanged 
from previous. C3 level was 0.4 and C4 was 0.07 which 
was similar to previous measurements in lupus clinic. CT 
brain and lumbar puncture were entirely normal success-
fully excluding meningitis. IgE measured outside the acute 
event was normal.  

  DIFFERENTIAL DIAGNOSIS 
 The differential diagnosis was an adverse reaction to 
Tamifl u (either allergic or an idiosyncratic drug reaction) 
and angioedema. Acquired angioedema has been observed 
in association with SLE.  

  TREATMENT 
 Her Tamifl u was discontinued and she was treated with 
antihistamines. Her symptoms and signs resolved within 
24 h of treatment after which she was discharged home. 
The reaction was reported to the Medicines and Healthcare 
Products Regulatory Agency through the British National 
Formulary Yellow Card Scheme.  

  DISCUSSION 
 This case reports a rare case of tongue swelling in asso-
ciation with Tamifl u. The differential diagnosis was of 
course angioedema. Certainly the related drug, zanami-
vir, is known to be associated with angioedema in its 
side effect profi le. She had no additional facial swelling 
with the tongue swelling to suggest this. Angioedema is 
typically not responsive to antihistamines. Her symptoms 
responded rapidly to antihistamines. Her C3 and C4 levels 
were low but similarly to her previous results taken for her 
SLE. If this reaction was angioedema, one might expect her 
C4 levels to drop further acutely. It did not. To estimate 
the probability of this being a true adverse drug reaction 
(ADR), the Naranjo algorithm was used and scored as a 
possible ADR. 

 We performed literature searches using conventional 
medical databases (EMBASE, MEDLINE, PubMed, AMED, 
BNI and CINAHL). Only one other case was found in the 
literature reporting this adverse effect of Tamifl u in New 
Zealand. 1  This case developed tongue swelling while on 
mechanical ventilation in the intensive care unit. The tim-
ing of the tongue swelling in this patient was similar to our 
patient, 3 days after commencing Tamifl u. This rare side 
effect has otherwise only been observed in post marketing 
surveillance. 2  –  5  These were reported during clinical prac-
tice therefore it is diffi cult to establish a causal relation-
ship. 6  We found no evidence linking tongue swelling and 

        Unexpected outcome (positive or negative) including adverse drug reactions    

  Tongue swelling in association with oseltamivir (Tamifl u)  

    Tania   Kalsi,       Jennifer   Stevenson,       Paul   Wade,       Mark   Kinirons    

 Guys & St Thomas’ NHS Foundation Trust, London, UK 

   Correspondence to  Dr Tania Kalsi,  tania.kalsi@gstt.nhs.uk           

  Summary 
 A 29-year-old lady presented with an increasingly swollen tongue 3 days after commencing oseltamivir (Tamifl u) for fl u-like symptoms. Once 

identifi ed as the cause, her symptoms rapidly improved with antihistamines and discontinuing the Tamifl u. The authors fi nd only one other 

case in the literature reporting this very rare side effect.     



BMJ Case Reports 2011; doi:10.1136/bcr.06.2011.43962 of 2

the infl uenza virus, nor any association with prednisolone, 
hydroxychloroquine or Adcal D3 7  –  10 . 

 Her reaction to Tamifl u is likely to be an idiosyncratic 
drug reaction. An IgE mediated allergic reactions (type 1 
hypersensitivity) is also possible. However, her IgE levels 
were normal and she did not have a history of atopy. The 
rarity of this reaction to Tamifl u would also make this less 
likely but not impossible. 

 Idiosyncratic drug reactions are unpredictable 11  and are 
not completely understood. The reactions are thought to 
probably be an immune-mediated reaction to metabolites. 
There are different hypotheses to how these reactions 
occur, but one hypothesis is unlikely to explain all reac-
tions as the type of reaction can vary immensely for dif-
ferent drugs. 12  By nature, these reactions occur rarely, thus 
making them diffi cult to study. 

 This patient also has SLE, an autoimmune disorder with 
immune complex formation (type 3 hypersensitivity reac-
tion). C3 and C4 levels are typically depressed in active SLE 
due to consumption by immune complex induced infl am-
mation, as they were in this case. There are similarities 
between the pathogenesis of SLE and the hypothesised 
mechanism involved in idiosyncratic drug reactions. 

 She was also already on corticosteroids for her SLE. By 
its immunosuppressive properties, this may have damp-
ened down both an idiosyncratic drug reaction or an IgE 
mediated reaction, making her presentation less fl orid than 
it might have been. 

  Learning points 

 ▶    Be alert to rarer potentially serious side effects of 
commonly used drugs such as Tamifl u.      
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