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PSEUDOLYMPHOMA: A RARE SIDE EFFECT OF ANTI-EPILEPTIC DRUG THERAPY

Anti-epileptic drugs remain our primary treatment modality for seizure disorders but do come with the potential
for side effects. More than 50% of dogs receiving phenobarbital experience at least one adverse effect, but these
are usually mild and resolve with dose reduction or discontinuation. Adverse effects from phenobarbital are less
common in cats. Type 1 drug reactions are those which are dose-dependent, whereas type 2 drug reactions are
idiosyncratic. Known idiosyncratic reactions to anti-epileptic drugs are rare and are summarized in table 1.
Recently, there have been reports of pseudolymphoma in small animals receiving phenobarbital     and
zonisamide.

Image taken from: Sohn, SJ et al. Phenobarbital-induced anticonvulsant hypersensitivity
syndrome in a cat. Journal of Veterinary Medical Science 2019.
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Phenobarbital
Blood dyscrasias (immune-mediated anemia,

neutropenia, thrombocytopenia)   , hepatotoxicity  ,
pancreatitis   , necrolytic dermatitis  , dyskinesia  

Bromide
Pancreatitis  , gastrointestinal intolerance , panniculitis  ,

allergic pneumonitis (cats)

Levetiracetam None reported

Zonisamide
Acute toxic hepatopathy          , renal tubular acidosis      ,
keratoconjunctivitis sicca  , polyarthropathy  , erythema

multiforme

TABLE 1. REPORTED IDIOSYNCRATIC REACTIONS TO ANTI-EPILEPTIC DRUGS

DETAILS

Pseudolymphoma is a rare, benign lymphoproliferative disorder  . Symptoms may include peripheral and
abdominal lymphadenopathy, hepatomegaly and splenomegaly    . These signs may also be accompanied
by high fever, lethargy and anorexia    . Biopsied lymph nodes are consistent with benign lymphoid
hyperplasia with normal lymph node architecture    . Pseudolymphoma has been documented to occur in
humans with exposure to drugs with an aromatic structure (phenobarbital, phenytoin, carbamazine,
valproic acid)    . It is thought that it may be a subset of anticonvulsant hypersensitivity syndrome (AHS),
which is a severe idiosyncratic reaction with signs including fever, malaise, skin rash and multiple organ
involvement (lymphadenopathy, hepatomegaly, splenomegaly, leukocytosis)    . In dogs and cats,
pseudolymphoma has been recognized secondary to both phenobarbital    , zonisamide  , propylthiouracil 
 and methimazole   administration. Signs present 3-12 weeks after initial administration, resolve 2-9 weeks
after drug withdrawal, and are likely to recur if the pet is re-challenged with the drug    . Diagnosis is made
by excluding other causes of symptoms and documenting resolution of signs once drug is withdrawn +/-
reappearance of signs if drug is restarted   . 

Idiosyncratic reactions tend to be uncommon, but can be responsible for the onset of systemic disease in
patients receiving drug therapy. Pseudolymphoma should be a differential for any patient with a recent
history of starting a new anti-epileptic drug presenting for lymphadenopathy. 
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What you should expect from BVNS when you refer a case:

Faxed Referral Letter (with call to confirm receipt).
Desire to discuss any case, whether it is a referred case or a consultation.
Dedication to provide superior service to you and your clients.

For more information on services offered, please visit us at www.bvns.net
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