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Prolactin Response to Antipsychotic Drug and
Dopamine Transporter Gene Polymorphisms

Bun-Hee Lee, M.D.,*T Yong-Ku Kim, M.D.,” Kwang-Yoon Suh, M.D.**

| ABSTRACT I

bject(] We investigated the relationship between prolactin response to antipsychotics and clinical cou-
O rses of psychotic symptoms and DAT gene polymorphisms.

MethodO Twenty—four acute psychotic inpatients completed the 12—week trial of risperidone. Serum
prolactin, BPRS, ESRS and hyperprolactinemia—related symptoms were measured at baseline, 2, 4, 8 and 12
weeks after medication. The DAT gene polymorphisms were analyzed.

Resultsd The serum prolactin was significantly increased over time. According to the prolactin level at 2—
week, the subjects were divided into the severe group(serum prolactin>60ng/mL, N=15) and the mild group
(serum prolactin<60ng/mL, N=9). The prolactin levels of the mild group didn't increase beyond 60ng/mL
throughout 12 weeks. Severe group had slower decrement of BPRS scores than those of mild group. Six
females in severe group complained of irregular menstruations, but no female in mild group. Most patients
had 10 allele of DAT gene.

Conclusion[] This study suggests that the magnitude of prolactin elevation at the 2—week of risperidone
medication is correlated with severity of hyperprolactinemia throughout treatments. Our results did not show
the relationship between prolactin responses and DAT gene polymorphisms.

KEY WORDSO Antipsychotic drug:- Risperidone- Prolactin- Dopamine transporter gene polymorphisms: Schi-
zophrenia- Bipolar disorder.
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Table 1. Demographic characteristics of patients

Patients(N=24)

Male/Female(N) 9/15
Age(year) 31.8+ 10.5
Duration of illness(year) 5.6+ 58
Duration of current episode(month) 20+ 1.9
Diagnosis by DSM-IV *(N)

Schizophrenia, paranoid 13

Bipolar | disorder, manic with

psychotic feature 1

Normal control

(N=30)
Male/Female(N) 1 /15
Age(year) 320+ 7.3

*DSM-IVO Diagnostic and Statistical Manual of Mental
disorder IV. The values were expressed as mean+ SD

Table 2. Doses of risperidone

Mean+ SD t p

4th week BIDT 4.1+ 1.6 —-1.803  0.800
SPR¥ 5.3+ 1.6

8th week BID 3.6+ 2.0 —-2.087  0.049*
SPR 55+ 23

12th week BID 2.9+ 2.4 —2.450  0.023*
SPR 53+ 24

Therapeutic-dose
BID 4.4+ 1.2 -1.822  0.082
SPR 5.7+ 2.1
Male 4.7+ 1.7 -0.243 0.811
Female 5.1+ 2.0

T BIDO bipolar | disorder, * SPRO schizophrenia, pa-
ranoid, *p<0.05
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Fig. 1-1. Correlation between serum prolactin levels and
doses of risperidone. r=0.328, p<0.001, PROLO
prolactin level.
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Fig. 1-2. Correlation between serum prolactin levels and doses of risperidone. AQ r=0.667, p<0.001, BO r=0.660, p<
0.001, PRLO prolactin level, RSP0 Dose of risperidone.
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Table 3. Changes of serum prolactin levels during 12-week freatments

Prolactin(ng/mL) Baseline 2nd week 4th week 8th week 12th week
Total 241+ 8.0 96.4+ 58.0 110.8+ 70.8 78.0+ 45.3 73.0+ 53.8
Male 20.6+ 6.7 60.2+ 33.9*S 67.7+ 43.0%58 61.3+ 41.6 59.4+ 37.3
Female 26.2+ 8.1 118.1+ 59.4*¢ 136.7+ 72.5*8§ 88.0+ 45.7 81.2+ 61.3
BID" 21.8+ 4.2 117.3+ 65.6 114.4+ 68.0 62.0+ 47.4 54.6+ 42.2
SPR* 26.0+ 9.9 78.7+ 46.1 107.7+ 75.7 91.5+ 40.3 88.6+ 59.0

T BIDO bipolar | disorder, *¥ SPRO schizophrenia, paranoid, 8 male vs female, at 2nd week, § 8 male vs female, at 4h

week, *p<0.05. The values were expressed as mean+ SD
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Fig. 2. Changes of Serum Prolactin levels and Doses of Risperidone over fime through 12-week freatments in severe
group and mild group. *p<0.05, *p<0.01, $severe group vs mild group.
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Table 5. DAT gene polymorphisms in severe group

and mild group
2nd week- serum prolactin levels
=60ng/mL <60 ng/mL
Severe hyperpro- Mild hyperpro- p
lactinemia lactinemia
DAT gene
10/10 14 9 ns
10/ 9 1 0 ns
9/ 9 0 0 ns

nsO no significant
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