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Summary 

The purpose of the study was to evaluate at term, the effects of the association of zidovudine/ritonavir administered during the entire 
period of rat pregnancy. Forty pregnant EPM-1 Wistar rats were divided randomly into four groups: one control (drug vehicle control, 
n = 10) and three experimental treated with an oral solution of zidovudine/ritonavir (Exp 1 = 10/20 mg/kg bw, n = 10; Exp 2 = 30/60 
mg/kg bw, n = 10; Exp 3 = 90/180 mg/kg bw, n = 10) from day O up to day 20 of pregnancy. Maternal body weights were recorded 
at the start of the experiment and at the 7th, 14th and the 20th day thereafter. At term (20'h day) the rats were anesthetized and, upon 
laparotomy and hysterotomy, the number of implantations, resorptions, living fetuses, placentae and intrauterine deaths were recorded. 
The collected fetuses and placentae were weighed, and the concepts were examined under a stereoscopic microscope for external mal
formations. The maternal body gain and the mean fetal weight at term were both significantly lower (p < 0.01 and p < 0.0001, respec
tively) in the experimental groups compared to the control. The recorded resorptions were higher in Exp 2 and Exp 3 groups than in 
the control group. The other parameters were not affected. The exposure of pregnant rats at term to a 1 :2 association of zidovudine 
plus ritonavir resulted in a significant reduction in maternal body weight gain and increased rate of fetal resorption. 
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Introduction 

Due to its high morbidity and lethality as well as dif
fused worldwide dissemination, the acquired immunode
ficiency syndrome (AIDS) has constituted one of the 
most severe public health problems for more then two 
decades, and currently is among the highest epidemio
logically and socioeconomically impacting infections. 

In the last ten years, the introduction of'highly active 
antiretroviral therapy'(HAART) has brought about some 
blunting of that impact by diminishing vertical transmis
sion, controlling opportunistic infections and lowering 
mortality rates [ 1-3]. The three-drug combination therapy, 
which includes the use of protease inhibitors (PI), has 
caused an important and sustained suppression of human 
immunodeficiency virus (HIV) replication and increased 
survival rates among seropositive patients [4, 5]. 

Notwithstanding, gestation in HIV-infected patients is 
still an issue of great medical concern, not only for verti
cal transmission of the virus but also for the possible 
adverse maternal-fetal effects of the antiretroviral 
therapy. 

Without antiretroviral therapy, the rates of HIV vertical 
transmission are about 20%, and during breastfeeding the 
risk may rise to about 45%; this kind of transmission cor-
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responds to about 86% of the causes of infant contami
nation by HIV [3, 6]. In developed countries, the adop
tion of an aggressive combination of antiretroviral regi
mens during gestation has contributed significantly to the 
reduction of the incidence of cases of AIDS among 
infants, by reducing the chances for vertical transmission 
to as low as 2% or even lower [3, 7]. 

With varying figures around the world, 25% up to 57% 
of the total population infected with HIV are women in 
reproductive age, many of which are on antiretroviral 
therapy [8]. Some of the antiretroviral drugs are formally 
contraindicated in this period. However, no well con
trolled studies exist about the effects of antiretroviral 
drugs in several association protocols on the pregnancy of 
experimental animals or on human gestation [9]. 

Accordingly, in this paper we examined the combined 
action of two antiretroviral drugs, zidovudine and riton
avir, in an extended administration protocol on albino rat 
pregnancy. 

Materials and Methods 
Wistar female rats (Rattus norvegicus albinus) of the EPM-1 

variant, with approximately 200 g body weight provided by the 
Center for the Development of Experimental Models (CEDEME) 
of the Federal University of S的 Paulo - Escola Paulista de Med
icina (UNIFESP-EPM) were used throughout the study. Experi-
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