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Abstract 

 
Many schizophrenic patients treated with typical or atypical antipsychotics (AP) such as 
risperidone show significant clinical alterations as changes in sexual activity, menstrual cycle, 
amenorrhea, galattorrea and cardiovascular disorders because of AP-induced hyperprolacti-
nemia. In the present paper we report two clinical cases showing, after switching with aripip-
razole, a PRL normalization and a marked improvement of clinical events related to risperi-
done-induced hyperprolactinemia. 
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Introduction 
 
Hyperprolactinemia is an event common in patients 
treated with typical or atypical antipsychotics (AP) such 
as risperidone which acts by blocking dopamine D2 re-
ceptors in the tubuloinfundibular circuit (TIDA) (1,2). 
High levels of prolactin (PRL) may induce significant 
clinical alterations, both short-term and long-term (3.4), 
as changes in sexual activity, menstrual cycle, amenor-
/rhea, infertility, gynecomastia, galattorrea, cardiovascu-
lar disorders, osteoporosis, breast cancer and endometrio-
sis (6-11). 
 
A recent study (5) showed that, in schizophrenic and bi-
polar patients, the treatment with risperidone or with a 
typical AP induced hyperprolactinemia in 65.6% of 
childbearing age women and in 45% of women undergo-
ing to postmenopausal status. Among the male patients, 
the prevalence of hyperprolactinemia was found in 42.4% 
of cases. These indices are considered significantly higher 
compared to the general population. The childbearing age 
women have an odds ratio 2.6 times greater of developing 
hyperprolactinemia compared to males and 2.2 times 
greater than women undergoing to postmenopausal status. 
In this study, the prevalence of hyperprolactinemia in 
risperidone-treated patients was significantly greater than 
women treated with a typical AP (88% versus 47.6%). 
 
Here, we report two clinical cases showing, after switch-
ing with aripiprazole, a PRL normalization and a marked 
improvement of clinical events related to risperidone-

induced hyperprolactinemia. These clinical cases were 
followed by our MHU (Mental Health Unit).  
 
Case Reports  
 
Case 1  
The woman patient named I.C, 28 years old, showed a 
diagnosis of schizophrenia, according to the criteria of the 
DSM IV. In 2003, I.C. was treated with haloperidol long 
acting 100 mg every 4 weeks for one year. Considering 
the no good results obtained, I.C. was treated with olan-
zapine 10 mg/day/ orally until June 2006. However, I.C. 
treated with olanzapine increased significantly her weight 
(+8 kg: from 62 kg  to 70 kg and a BMI from 24 to 29), 
without changes in blood glucose and lipid level. There-
fore, I.C. was treated with risperidone 6 mg/day/orally 
from July 2006 to January 2008.  
 
During risperidone therapy, I.C, showed firstly oli-
gomenorrhea and then amenorrhea with galattorrea asso-
ciated with very high blood levels of PRL (November 
2007: PRL 55 mcg/ml; December 2007: PRL 88 mcg/ml). 
Starting by January 2008, I.C. was treated with aripipra-
zole (15 mg/day) and PRL levels resulted time-
dependently reduced: 36 mcg/ml at the end of January 
2008, 24 mcg/ml in February 2008 and 22 mcg/ml in 
March 2008. By February 2008 I.C. did not show any 
clinical hyperprolactinemia symptoms as galattorrea and 
the normal menstrual cycles was restored, with  proges-
terone levels compatible with ovulation in the second part 
of the mestrual cycle. During the first 4 months of treat-
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ment with aripiprazole (January-April 2008) the I.C. lost 
3 kg with a BMI from 29 to 27. 
 
Case 2  
The women patient named V.R., 32 years old, in 2004 
showed a diagnosis of schizophrenia, according to the di-
agnostic criteria of DSM IV, and until November 2005 
she was treated with haloperidol at doses ranging between 
20 and 30 mg/day/orally and then with haloperidol long 
acting 100 mg/monthly until September 2006. By October 
2006, V.R. was followed by our MHU, and the haloperi-
dol long acting therapy was replaced with risperidone 
(long acting injection)  25 mg vials i.m. every 15 days. 
Before risperidone treatment, V.R. had regular menstrual 
cycles and the PRL values were 28 mcg/ml. Starting by 

December 2006, V.R. showed an abnormal menstrual cy-
cles (2 menstruation in 4 months) and then also galat-
torrea from February 2007. The PRL values resulted in-
creased in a time dependent manner: 65 mcg/ml in Janu-
ary 2007; 73 mcg/ml in February 2007; 82 mcg/ml in 
March 2007. Given the above oligomenorrhea and galat-
torrea, the treatment with risperidone (long acting injec-
tion) was replaced with aripiprazolo 10 mg/day (April 
2007). After the switch with aripiprazole (April 2007),  
PRL values resulted reduced in a time dependent manner: 
45 mcg/ml in May 2007; 28 mcg/ml in June 2007; 19 
mcg/ml in July 2007. Also, the galattorrea clinical symp-
toms were interrupted at the end of April 2007 and mestr-
stual cycles resulted regular since June 2007.  Table 1 
showed the general profile of the patients 

 
Table 1. General profile of the patients 
 

CASE 1             Name I C                 Sex  F                  Age 28 
  2003 2004 Jun 2006 July  2006 Jan 2008 Jan 2008 April 2008 
 Haloperidol Start 

Olanzapine        
End 

Olanzapine       
Start 

Risperidone 
End 

Risperidone 
Start 

Aripripazole 
End 

Aripripazole 
Weight 

(kg) 
61 62 70 70 69.5 69 66 

        
BMI  24 24 29 29 29 29 27 

        
BP 110/75 125/75 130/80 125/85 130/85 120/85 125/80 

        
CASE   2                Name VR             Sex F               Age 32 
 2004 Nov  2005 Sept  2006 Oct 2006 Feb 2007                              March 2007 July 2007 

Weight 
(kg) 

71 70,5 70,5 70 71,5 71,5 70 

        
BMI  26 26 26 26 27 27 26 

        
BP 130/85 125/80 120/85 120/85 130/85 120/85 120/80 

 

 
Conclusions 
 
The results of the present study indicate that the switch 
with aripiprazole (both orally and long acting injection) 
induce a PRL normalization and a marked improvement 
of clinical events (oligomenorrhea, amenorrhea and galat-
torrea) related to risperidone-induced hyperprolactinemia. 
Although aripiprazole is a partial agonist of dopamine D2 
receptors, it does not block the D2 receptors of TIDA cir-
cuit and consequently it does not cause a sharp reduction 
in dopamine levels in the hypophysial area (14.15). At 
this level,  dopamine is able to inhibit the prolactin inhibi-
tor factor (PIF) a modulator of PRL secretion. Thus, con-
sidering that aripiprazole does not block the PIF, it does 
not induce an increased production and release of PRL by 
the hypophysial area. 

 
In the above patients, aripiprazole also showed a good ef-
fect on clinical symptoms of psychosis, so that the scores 
on the PANSS (12)  and  on the CGI (13) were substan-
tially overlapped both during treatment with the risperi-
done and during treatment with aripiprazole. In addition, 
the aripiprazole was well tolerated in both cases, without 
adverse side effects, and in one of the patients, the body 
weight resulted reduced of 3 kg in 4 months of treatment.  
 
In conclusion, the present data suggest that aripiprazole is 
able to reduce the increased  PRL levels induced by 
risperidone and to improve the clinical events related to 
hyperprolactinemia. However, we need further cases 
which may confirm these very suggestive data. 
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