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Transient Thrombocytopenia during High-Dose Valproate Therapy

Kaoru IMAI, Tatsuro IZUMI and Yukio FUKUYAMA
Department of Pediatrics (Director: Prof. Yukio FUKUYAMA)
Tokyo Women’s Medical College

Thirty-eight children with intractable epilepsy were treated by high-dose VPA therapy in our
department from 1988 to 1990.

Thrombocytopenia was found in 22 (58%) of 38 patients. In 8 of the 22 patients, thrombocytopenia
was found in association with- upper respiratory infection, acute otitis media and mycoplasma
pneumonia. In 19 of the 22, no cause for thrombocytopenia other than high-dose VPA therapy was
found. Five cases had experienced both types of thrombocytopenic episode, i.e., that induced by
infection and that without any other identifiable trigger. None showed any clinical signs of
hemorrhagic diathesis. Thrombocytopenia improved rapidly with a slight reduction in dosage or no
reduction in dosage. Thrombocytopenia without any other identifiable cause was found within two
months after the serum level exceeded 100 ug/ml during high-dose VPA therapy. During high-dose
VPA therapy platelet counts should be monitored regularly in children, especially when they are
suffering from infections.
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38 case

Infectionrelated
thrombocytopenia (3 cases)

=]

Infection-related &non-elated
thrombocytopenia (5 cases)

Infection-non-related
thrombocytopenia (14 cases)

No thrombocytopenia
(16 cases)

Fig. 1 Cases treated with high dose VPA (38 cases)

Table 1 Eight patients with transient thrombocytopenia related to infection

Pt. . . L Dosage| Serum | Platelet | Reduction | Time to . Anti-
No. Age | Sex Diagnosis Medication (mg/kg| level (X 10¢ rate recover Etiology of fever platelet
/day) | (ug/ml) | /mm?®) %) (day) antibody
1 [1lylm| F |CP.S. SR-VPA 45 147 6.1 71.5 11 UR.L (=)
2 |4y6m!| F | L-G synd. SR-VPA, CZP 43 102 13.8 52.4 4 Mycoplasma pneumonia -
3 |lylm| F | West synd C-VPA, PB 111 131 8.7 39.6 5 UR.L N.D.
4 |4y0m| F | CPS. C-VPA 44 124 10.4 52.7 7 URL N.D.
5 [5y3m| M | SM.EL SR-VPA, ZNA 59 128 6.1 73 4 Mpycoplasma pneumonia | (=)
5y4m SR-VPA 41 100 12.4 40.9 6 U.RIL N.D.
S5yém SR-VPA 40 117 13.3 23.6 9 URL N.D.
6 |lyém| F | SMEL C-VPA 78 165 5.5 75.8 7 Acute otitis media (—)
2y3m C-VPA, CZP 67 110 4.3 71.7 6 UR.L N.D.
7 {lyém| F | Myoclonic s. | C-VPA, CZP, NZP 68 126 11.9 62.7 7 URL N.D.
8 |[lyébm| F [ SM.EL C-VPA, ESM 60 123 13.2 34 15 U.R.L N.D.
C.P.S. . complex partial seizures SR-VPA : Slow releasing VPA U.R.IL: Upper respiratory infection
L-G synd. : Lennox-Gastaut syndrome C-VPA : Conventional VPA N.D. : Not determined
SMEL : Severe myoclonic epilepsy in infancy  PB : Phenobarbital
West synd. : West syndrome ESM : Ethosuximide
Myoclonic s.: Myoclonic seizures CZp : Clonazepam
EILEE. . Early infantile epileptic encephalopathy NZP : Nitrazepam

with suppression burst
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Table 2 Transient thrombocytopenia, with/without infection, during high dose VPA therapy

Reduction | Time to
No. of Platelet Dose Serum level
Pt. No. episodes | (X 10*/mm®) E‘?}/S re(:gg;z)er (mg/kg/day) (ug/ml
Infection related group 8 11 9.6+£3.6 54.4+18.0 | 7.4+3.3| 59.6+t21.4 |124.8+18.9
Infection non-related group 19 19 10.7x£3.7 60.5+15.0 [ 6.7£4.1| 66.0+£12.4 |135.7%23.6

Table 3 Nineteen patients with transient thrombocytopenia non-related to infection

Pt. . . o Duration D‘(}S}‘,EA) f Serum | Platelet | Reduction| Time to |Duration(day)
No. Age Sex Diagnosis Medication %flt)eAr (mg/kg ( le\/rel1 (% 19‘/ rgte recover after above
day) | (v mD | mm*) %> (day) 100Cug/mb
1 5m F CPS C-VPA 1mil2d 44 146 14.1 56.5 7 12
2| 4Y4m| F L-G synd. C-VPA 3y8m 64 140 15 48.3 7 17
3|/1YIm| F West synd. SR-VPA 7m 89 147 6.7 55.3 4 24
4 8m M SM.EL C-VPA, PB, CZP 2m 70 125 11.9 43.9 2 6
5{1Y7m; F SMEL C-VPA 1m20d 78 134 9.5 77 11 30
63Y3m}| M Tonic spasms C-VPA, CZP 3m 63 115 14.7 39.6 9 13
711Y0m| F C.PS. C-VPA, CZP, DZP 2m 76 174 2.9 88 3 30
8}/4Y4m| F C.PS. C-VPA 2m 58 170 12.5 58.9 20 15
9{5Y5m| F G.T.CS. C-VPA, DX, ZNA 2m 80 140 12.8 59.1 5 43
10 7m F West synd. C-VPA, CZP 1m 40 102 14.6 65.9 6 14
11|2Y4m| F CPSMS. C-VPA, CBZ 1y 68 134 8.7 75.8 5 25
12| 6Y1Im | M | Tonic spasms C-VPA 5Y6m 71 129 4.4 78.6 6 193
13|]1Y6ém| M West synd. SR-VPA 1y1lm 68 104 7.5 65.1 12 87
14| 3Yilm| F . C.PS. C-VPA 6 y22d 71 112 12.4 50.4 4 8
15{2Y5m| M | Myoclonic S. SR-VPA 1m21d 58 119 13.1 45.4 6 10
16 { 3Yé6m| M | Myoclonic S. C-VPA 2m 58 116 9.3 76 6 6
171 6Y1lm| F Myoclonic S. SR-VPA, CZP 3y 78 174 11.2 32.1 5 22
i8 6m M EIEE. C-VPA 3ml7d 62 123 7 68.9 5 50
19|11Y5m| M West synd. C-VPA 19d 55 175 14.5 64 5 9
EIE.E. : Early infantile epileptic encephalopathy with suppression burst DZP : Diazepam
M.S. : Myoclonic seizures CBZ : Carbamazepine
G.T.C.S.: Generalized tonic clonic seizures ZNA : Zonisamide
DX : Diamox
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Fig. 2 Correlation between serum VPA level and
platelet count in Group 1 (upper) and 2 (lower)
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