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= Abstract =
Changes in platelet counts caused by valproate in children with epilepsy
Ju Hee We, M.D., Young Mi Kim, M.D. and Sang Ook Nam, M.D.

Department of Pediatrics, School of Medicine, Pusan National University, Busan, Korea

Purpose : In adults, valproate (VPA) has been reported to be associated with thrombocytopenia. However, few studies have
investigated this association in children, and the factors affecting platelet counts remain controversial. This study was
undertaken to investigate changes in platelet counts following VPA therapy and related factors in children with epilepsy.
Methods : Our subjects comprised 75 epileptic children who had received VPA monotherapy for at least 1 year between
January 2000 and December 2005. We regularly examined platelet counts at intervals of 6 to 12 months after baseline
platelet counts before VPA treatment. We analyzed changes in platelet counts according to several factors such as sex ser
zure type, underlying causes of epilepsy, age at the start of medication as well as at the last follow up, duration of VPA
administration, VPA dose, serum VPA level, and body weight at the last follow up.

Results : Overall, the platelet counts decreased significantly after VPA therapy. The average baseline platelet count was
312.5+109.1 X10°/mL At the last follow up, the average platelet count was 261.7+72.2 %x10°/mL We observed the rela-
tionship between platelet counts and serum levels of VPA: while children with serum VPA <75 ug/mL showed no change in
platelet counts (P=0.102), children with serum VPA >75 ug/mL showed a significant decrease in platelet counts.
Conclusion : VPA may cause a significantly decreased platelet count in children with epilepsy. High serum VPA levels were
associated with development of thrombocytopenia. (Korean J Pediatr 2009:5275-80)
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General
Cause of epilepsy
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Type of seizure
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68.1%10%/mL, 248.1%+765%10%/mL 2 FAE(P

Study variables

Sex

Table 1. Baseline Data of the Subjects Studied
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Fig. 1. Correlation between platelet count differences and serum
VPA levels. The serum VPA level was inversely correlated
with platelet count decrement (r=-0.4).

Table 2. Relationship between Platelet Count Changes and Study Variables

Study variables Baseline platelet count” Last platelet count™ after VPA therapy P-value
Sex

Male 318.2 (£106.4) 271.8 (£68.1) 0.006

Female 3049 (£113.7) 2481 (£76.5) 0.003
Type of seizure

Partial 294.4 (£109.6) 231.1 (£54.7) 0.001

General 322.7 (£108.6) 2789 (£756) 0.007
Cause of epilepsy

Idiopathic 307.3 (£79.9) 259.8 (£67.0) 0.0002

Symptomatic 3225 (£151.0) 265.4 (£82.6) 0.033
Age at VPA start (yrs)

<6 332.4 (£129.5) 265.1 (£74.4) 0.002

>6 295.1 (£85.4) 258.8 (£71.2) 0.007
Age at last follow up (yrs)

<10 327.8 (£124.5) 260.2 (£72.6) 0.002

>10 3005 (£95.1) 2629 (£72.8) 0.008
Duration of treatment (yrs)

=4 315.0 (£83.5) 265.5 (£78.0) 0.0004

>4 310.2 (£127.2) 258.0 (£67.0) 0.012
Dose of valproate (mg/kg/day)

<15 2976 (£80.7) 269.0 (£57.7) 0.036

>15 326.4 (£129.5) 255.0 (£83.7) 0.0006
Serum VPA level (ug/mL)

<75 3016 (£112.8) 278.8 (£69.6) 0.102

>75 3309 (£101.8) 233.1 (£685) 0.0000003
Body weight (SDS)

<0 323.3 (£125.9) 260.0 (£83.6) 0.001

>0 297.3 (£78.9) 264.1 (£53.4) 0.02

ébbreviations : VPA, valproate; SDS, standard deviation score
“all results expressed as mean (fstandard deviation) % 10°%/mL
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