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Letters to the Editor

Fatal phenytoin warfarin interaction

Sir,
The interaction between phenytoin and warfarin is un-
predictable and poorly understood.' In this report we
describe a fatal reaction when phenytoin was added to
long standing warfarin therapy.
A 74 year old man had a right occipital infarction in

November 1987 and a right frontal infarction in April
1989. In view ofthe recurrent strokes and embolic focus in
the right carotid he was commenced on warfarin in May
1989. He was eventually discharged from hospital on
6 mg/day of warfarin with an International Normalised
Ratio (INR) of 2.36 (therapeutic range 2.5-4.0). No
other medications were introduced and the warfarin dose
was controlled to give a ratio between 2 and 3.

He was readmitted 5 months later having had 3
generalized tonic/clonic seizures. A cerebral computed
tomographic (CT) scan showed no change from before
and phenytoin was started with a loading dose of 300 mg
intravenously; he was maintained on 300 mg/day. His
hepatic and renal function were normal. The admission
INR was 2.87 and he was contined on 6 mg warfarin/day.

Seven days after admission he suddenly became pale
and hypotensive after a generalized tonic/clonic seizure.
He had abdominal tenderness attributed to a spon-
taneous retroperitoneal haemorrhage, which was con-
firmed by an abdominal CT scan. The INR was 10.41 and
phenytoin level 10 mg/l (therapeutic range 10-20). No
other drugs had been introduced. He was resuscitated

with fresh frozen plasma and intravenous fluids. His
general condition improved, only to deteriorate again 3
days later, complicated by cardiac arrest from which he
did not recover despite cardiopulmonary resuscitation.

Phenytoin may decrease or increase the anticoagulant
effect of warfarin. A decrease has been attributed to
hepatic enzyme induction,' and an increase to displace-
ment of warfarin from protein binding sites.2'3 Also,
phenytoin itself may prolong the prothrombin time.4'5
Because the interaction developed after several days, we
believe the potentiation of warfarin effect in our patient
was most likely due to displacement of warfarin from
protein binding sites.
The interactions between phenytoin and warfarin are

therefore complex and it is impossible to predict the effect
of the interaction in each patient. On the basis of our
experience, we emphasize the extreme potential for
danger arising from this combination of drugs and we
suggest the effects of both drugs be monitored closely
when used together.

Peter K. Panegyres'
Richard H. Rischbieth2

'Department of Neurology, Westmead Hospital,
Westmead, NSW 2145

and 2Department of Neurology,
The Queen Elizabeth Hospital, Woodville Road,

Woodville SA 5011, Australia.

References

1. Hansten, P.D. & Horn, J.R. In: Drug Interactions. Clinical
Significance ofDrug - Drug Interactions, sixth edition. Lea &
Febiger, Philadelphia, 1989.

2. Nappi, J.M. Warfarin and phenytoin interaction. Ann Int Med
1979, 90: 852.

3. Taylor, J.W., Alexander, B. & Lyon, L.W. Oral anticoagulant-
phenytoin interactions. Drug Intell Clin Pharm 1980, 14:
669-673.

4. Solomon, G.E., Hilgartner, M.W. & Kutt, H. Coagulation
defects caused by diphenylhydantoin. Neurology 1972, 22:
1165-1171.

5. Andreasen, P.B., Lyngbye, J. & Trolle, E. Abnormalities in
liver function tests during long-term diphenylhydantoin
therapy in epileptic outpatients. Acta Med Scand 1973, 194:
261-264.

copyright.
 on M

ay 23, 2023 by guest. P
rotected by

http://pm
j.bm

j.com
/

P
ostgrad M

ed J: first published as 10.1136/pgm
j.67.783.98 on 1 January 1991. D

ow
nloaded from

 

http://pmj.bmj.com/

