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High-dose steroid therapy for CNS inflammatory diseases increases
INR in patients taking oral vitamin K antagonist
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Dear Sirs,

Many patients with central nervous system (CNS) inflamma-
tory diseases are young, without significant comorbidities.
Nevertheless, some of those patients can be affected by other
medical conditions that may require anticoagulant treatment.

We recently faced CNS inflammatory relapses in two
patients chronically treated with vitamin K antagonist
(VKA) anticoagulant therapy for more than 5 years and
international normalized ratio (INR) was generally within
the target therapeutic range (2.0-3.0). In both cases, intra-
venous (iv) administration of methylprednisolone (MP) led
to significant increase in INR. None of the patients were
taking concomitant drugs known to potentiate oral antico-
agulant effect.

Patient 1 was a 46-year-old man, admitted to our depart-
ment for MS diagnosis, with history of pulmonary embolism
(PE) in the context of hereditary thrombophilia (homozygo-
sis for prothrombin A20210 gene variant). In the days before
steroid treatment, mean INR value was 2.36. Because of
mild clinical and radiological disease activity, he was treated
with MP 500 mg iv for 3 days, monitoring INR values daily.
The second day of steroid therapy INR increased to 3.29,
requiring an adjustment of warfarin dose; the third day it
further increased to 3.92 and anticoagulant treatment was
temporarily suspended until INR returned within therapeutic
range during the following days.
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Patient 2 was a 66-year-old woman with an idiopathic
CNS inflammatory disease and history of PE chronically
treated with warfarin. While she was hospitalized, she expe-
rienced an important clinical and radiological inflammatory
relapse. She was treated with 1000 mg of MP iv for 7 days,
monitoring INR daily. Mean INR before steroid treatment
was 2.28 and it was 2.37 the day the therapy was started.
After 1 day, INR reached 7.92 and anticoagulant therapy
was suspended. The third day it decreased to 6.88. In the fol-
lowing day, INR decreased to 1.97 and then low molecular
weight heparin was administered for the remaining period
of steroid treatment.

A potentiation of VKA by a high dose of iv MP has been
reported in two MS patients by Kaufman [1], and in ten
patients not affected by CNS diseases by Costedoat-Cha-
lumeau et al. [2], but there is still a lack of relevant published
data. The aim of our report is to draw the MS community’s
attention to the possible interactions between high-dose ster-
oid treatment and VKA, since it could lead to serious and
potentially life-threatening side effects. When administer-
ing high-dose iv steroid in patients chronically treated with
VKA, INR monitoring should be performed daily during
treatment and in the next following days with an adjustment
of dose or a suspension of VKA when needed.
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