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Abstract

Numerous publications are devoted to different aspects of genital herpes (GH) in pregnant women, to its negative influence over the development
of gestation period and the high incidence of perinatal mortality and morbidity. At the same time, the opinions over the administration of antiviral
treatment in pregnant women, is controversial. The study purpose: To evaluate the efficacy of treatment of GH infection with Valtrex in pregnant women.
Material and method: A retrospective study done during the years 2008-2009. he entire group of 70 pregnant women, included in the research, suffered
from GH during their pregnancy period. The group was divided into 2 groups, group I - which received antiviral treatment and group II - which did not
receive any antiviral treatment. Results and discussions: The pregnant women who have not received antiviral treatment, compared to the group I, had
a higher level of recurrent miscarriages, premature births, oligo- and polihidramnios, fetal growth retardation and placental insufficiency. In group II,
11.2% of early neonatal newborns died, the rate of neonatal morbidity reached up to 54.6%, compared to group I, where there were no neonatal deaths
and the perinatal morbidity rate is of 10.5%. The study, on children who were born by the mothers infected with genital herpes and who did not received
any treatment during pregnancy, has allowed us to determine 20.3% cases of neurological pathologies, compared with group I, where we had just 3.5%
cases. Conclusions: The high incidence of the recurrent miscarriages, perinatal mortality and morbidity, the neurologic sequelae in children who were
born by women who have had GH infection during their pregnancy and did not receive any etiological treatment, allow us to advise the administration
of Valtrex in antiviral treatment during pregnancy.
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9¢exTnBHOCTL BanTpekca y 6epeMEeHHBIX C TeHUTATbHBIM I'epIecoM

MHOrouKC/IeHHbIE ITyONIMKALNY TTOCBALIEHbI Pa3/TIMYHbIM aCIIeKTaM OepPeMEeHHOCTH Y SKEeHIIMH C TeHUTA/IbHBIM IepIIeCoM, KOTOPBI IMeeT HeraTuBHOe
B/IVIAAHME Ha Pa3BUTHe 6epeMEHHOCTH, C BLICOKVIM YPOBHEM IIepUHATAIbHOM CMEePTHOCTH 1 3a607eBaeMocTy. MHeHVe 0 Ha3HaueHUM IPOTUBOBUPYCHOTO
nedenus y 6epeMeHHbIX He ofHO3Ha4HO. Ilennb: dddexTuBHOCTD Tedenns BanTpekcom reHnTaabHOTO reprieca y 6epeMeHHbIX. MaTepman u METOJbI:
PeTpocnextuBHOe nccnenoBanne B Tedenue 2008-2009 roza. Viccnenyemas rpynma u3 70 6epeMeHHbIX IeTUTCA Ha IBe TPYIIIL: | — ¢ MCIIo/Ib30BaHMeM
IIPOTUBOBMPYCHOTO IpernapaTa Bantpekc u II - 6e3 /eyeHns reHUTaNbHOrO repreca. Pesymbrarsl m o6cyxpmenne: Y GepeMeHHbBIX, KOTOpbIe He
MOJTyJa/Ii TIPOTHBOBUPYCHOE IedeHne ObI/T BHICOKNIT YPOBEHD PEIPOAYKTUBHBIX [OTEPD, IIPEX/EBPEMEHHbIX POJIOB, MaJIo- ¥ MHOTOBOJIE, CUHIPOM
3a/iepKKJ POCTa IJI0fIa M IJIAlleHTaPHOM HeJOCTaTOYHOCTH, 10 cpaBHenmIo ¢ I rpynmoit. Bo II rpynme 11,2% HOBOPOX/EHHbIX POAMINCH MEPTBBIMM,
HeoHaTa/IbHasA 3a0071eBaeMOCTb JOCTUITIA 54,6%, 110 CpaBHEHMIO ¢ I rpyIIIION, Ijie OTCY TCTBYeT IMbeb II0fIa V1 IepUHATa/IbHAA 3200/1eBaeMOCTb COCTAB/IACT
10,5%. ucTaHLMOHHOE UCCIeNOBAHNME eTell, POXK/IEHHBIX Y MaTepeli C TeHUTalbHbIM T€PIIECOM, KOTOPbIE He IO/TyYa/li HUKAKOTO IEYEHNS BO BPeMs
6epeMeHHOCTH, TI03BOMITIO OIPeNieIUTh HeBpoIorndeckye 3abonesanns B 20,3% ciny4aes, o cpaBHeHMIo ¢ I rpymmoit B 3,5% cnydaeB. BuiBogsr:
BbICOKMIT ypOBEHD PENPOAYKTUBHBIX IOTEPD, IIePUHATAILHOI CMEPTHOCTH U 3a6071eBaeMOCTH, HEBPOJIOTMYECKIE OCTIOKHEHMA Y JleTeil, MaMbl KOTOPBIX
He TIO/TyYa i STUOIOTMYECKOTO JIeYeHNs, O3BO/IAI0T PeKOMEeH/[0BAaTh Ha3HauYeH e TPOTMBOBMPYCHOI Teparmu BanTpekcoM BO BpeMs 6epeMeHHOCTH.

KiroueBble c10Ba: FeHUTA/IBHBLIL Tepriec, 6epeMeHHOCTD, BanTpexc.

Introduction et complicated and end up in antenatal fetal death, premature
8 p P %

The herpes virus infectious pathology is a stringent birth, and neurological diseases. More severe consequences
problem of contemporary obstetrics being first placed in the occur when the infection happens within the first half of
perinatal morbidity and mortality structure. pregnancy, involving the central nervous system of the fetus,

The rates of maternal-fetal transmission of herpes simplex manifested by mental retardation, spastic quadriplegia and
virus (HSV) in pregnant women with primary and recurrent eye disorders [3, 4]. The ascending infection of the cervix
herpes infection, is of 1.4 to 32% cases [1,2]. In most cases, is associated with the reproduction and accumulation of the
the fetus is infected during maternal viremia, via the trans- virus in amniotic fluid and is manifested by polyhydramnios,
placental passage of the HSV or via continually increasing Intrauterine growth re.tardatlon, edema syndrome, prematu-
cervical secretions throughout the entire gestation period. rity, however the fetus is less affected than the transplancental
The fetal viremia will appear within 2-3 weeks after the infec- infection. When the herpes outbreaks are present at per the
tion, and then it will be followed by viruri and viramnia. If via naturalis birth, the infection occurs through the superficial
the transplacental infection occurs within the first 20 weeks of bruising, fetal conjunctivitis, absorption of amniotic fluids,
gestation, then in 34% cases they end up in miscarriages. If it and the penetration at the lung level causes atypical pneumo-
occurs within the first 20-34 weeks, then 30% of pregnancies nia. Due to HSV trophism of the nervous tissue, the infection
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of the fetus can result in the occurrence of the hydrocephalus,
microcephaly, ventricular expansion and gray matter atrophy
[5, 6]. The innate herpes infection in the fetus has an inci-
dence of one case in 5-10000 births, but the mortality in this
group reaches 70%. At the same time, the surviving children
suffer from severe neurological consequences. In the U.S.
around 400 to 1000 children are born annually with inborn
herpes infection, out of which just 15% remain healthy [7, 8,
9]. Currently, the target in the herpes infection treatment, in
pregnant women, is reducing the disease’s severity; to decrease
the infectivity and the complications risk by inhibiting of viral
replication, to stop the infection spreading, to prevent the
intrauterine, intranatal and postnatal infection of the fetus.
The majority of the antiviral products used in the therapy
of the infections caused by herpesviruses act by inhibiting
the synthesis of the viral DNA which are, from the chemical
point of view, the nucleoside analogues of the purines and
pyrimidines bases.

The most-used compounds in the treatment of infections
caused by herpes viruses are acyclovir and its analogues -
valacyclovir and gancyclovir. The recommended antiviral
medications, in herpes infection, are the Valtrex pills, which
is an L-valine ester of Acyclovir. In order for the acyclovir to
become active it should be phosphorylased with the help of the
thymidine kinase. The monophosphate is further converted
into guanylate diphosphate kinase, and afterwards, by a num-
ber of cellular enzymes, is converted into triphosphate. The
Aciclovir triphosphate interferes with the viral polymerase
DNA and inhibits the DNA’s replication. The Aciclovir is not
toxic because the healthy cells cannot use it and the human
DNA polymerase is not sensitive to acyclovir.

The aim of this study was to evaluate the efficacy of treat-
ment with Valtrex of GH infection in pregnant women.

Material and methods

The study was conducted within the period 2008 -2009,
in the Municipal Clinical Hospital No. 1 from Chisinau,
being one of a clinical controlled kind, in a group of 70
pregnant women diagnosed with recurrent genital herpes
in the period of their pregnancy. The herpes infection was
diagnosed by the presence of the characteristic outbreaks
on the vulva, vagina and cervix, positive serological re-
actions in HSV, assessed by PCR and IgM. The patients
included in the study were divided into two groups: I - 35
pregnant women who received antiviral treatment with 500
mg Valtrex, twice a day for 5 days, initiated from the 16th
week of gestation at each spurt of herpes reactivation, and
group II - 35 pregnant women who received no treatment
for various reasons. It also was studied and the psychomo-
tor development in children < 1 year of age, whose mothers
suffered of herpes infection during pregnancy.

All the data were entered into an electronic database
using Epi Info software, version 3.3.2 (2005). In order to
estimate the significance threshold, it was calculated the
T-Student test, the confidence interval and the significance
threshold.

Results

The average age of pregnant women included in the study
ranged between 18 and 41 years of age, the average being 29.6
+ 1.9 years of age. Among the pregnant women, included in
the study, we recorded: primiparous - 61.9 + 5.81% cases, and
multiparous - 38.1 + 5.42% cases. The complicated obstetric
anamnesis was found in 45.6 + 5.95% of cases, including: 34.2
+ 5.67% had a history of medical abortions anemnesis, 62.1
+ 5.79% - spontaneous abortions, 12.7 + 3.98% - stagnated
pregnancies and 14.8 + 4.24% - premature births.

Analyzing the obtained data, based on the herpes reacti-
vation form, we found that in each second pregnant woman
(54.5 + 5.95% of cases) we had, a mild form of 1-2 reactiva-
tions per year, 23.1 + 5.04% cases of an average form of 3-4
reactivations per year, and a serious form in 4.6 + 2.50% (5
and more reactivations per year) of cases.

In the structure of the extra genital pathologies, the pre-
dominant diseases are the ones of the urinary system, of 51.2
+ 5.97% cases, iron deficiency anemia - 35.9 + 5.73% cases,
pathology in the endocin system - 20,3 £ 5,26% cases, but,
from the statistic point of view, we didn’t find any significant
differences. In the group I, during pregnancy, we found im-
minent abortion in 16.8 + 4.47% of cases, compared to group
I1-47.8 £5.97% cases (p < 0.001). In group I, the pregnancy-
induced hypertension was recorded in 19.1 + 4.69% cases, in
group II - 23.1 + 5.04% (p > 0.05) cases.

After the ultrasound examination (USG) of the pregnant
women included in the study, the pathology of the feto-pla-
cental system was diagnosed in 25.9 + 5.24% cases, for group
I-8.3£3.29% (p < 0.05), and group II -17.4 + 4.53% of cases,
the majority rate is taken by the feto-placental insufficiency,
in the group I where we recorded 5 + 3.15% cases, while in
group II - 7.5 + 3.15% cases, fetal hypotrophy- in group I we
recorded 3.5 + 2.19% cases and in group II - 11.2 * 3.37%
cases, the polyhydramnios was found in group I - 3.5 +2.19%
cases and in group II - 9.2 + 3.31% cases, oligoamniosis was
diagnosed in 0.0% cases in group I, and in group II in 11.2
+ 3.37% cases.

If we look at the way the pregnancy resulted in pregnant
women from group II, we can see that they ended with: 3 cases
of early miscarriage (7.5 + 3.15%), 1 case of a late miscarriage
(3.5 £2.19%), 2 cases stopped during their development (7.5
+3.15%), 1 case of antenatal fetal death (3.5 + 2.19%), 2 cases
of premature birth (7.5 + 3.15%), comparing to the group I
there was only one case (3.5 + 2.19%) of early miscarriage and
one case (3.5% * 2.19%) of preterm.

Analyzing the way the pregnancies ended, we observed the
following results: 81.4 + 1.6% of pregnant women, infected
with genital herpes, gave births per vias naturalis, for 18.6
+ 3.2% cases there was done caesarean section, because the
presence of herpes outbreaks starting from the 36th week of
gestation, or the onset of labor with the presence of outbreaks
on the cervix, vagina and vulva in the intact fetal membrane.

According to the data obtained from the study, the prenatal
rupture of the amniotic membrane occurred in 12.5 + 3.95%
cases in group I, and in 32.6 £ 5.60% cases in group II. An
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alkydiene period which was longer than 18 hours was present
in 8.7 + 3.37% parturients in group I, and in 36.9 + 5.77% in
group II. The birth distocies in pregnant women infected
with herpes were present for 4.2% + 2.39% cases in group I,
and 12.3 + 3.93% in group II. The acute hypoxia of the fetus
was estimated in 9.2 + 3.45% cases in group I, and in 35.6 =
5.72% cases in group II (p < 0.001).

Compared to the group II, where from all the pregnant
women infected with genital herpes, they gave birth to alive
newborn babies in 66 (89.5 + 3.66%) cases, and in 4 (10.5 £
3.77%) cases the babies were born dead, in group I, all the
newborn babies were born alive (p < 0.05).

Assessing the Apgar newborns score after 1 and 5 minutes:
in group I, we found less than 6 points- 2 cases and in group
IT - 6 cases, PR = 0.88, 7 points in group I -7 cases and in
group II -9 cases, PR = 0.59, 8 points in group I - 18 cases and
in group II -25 cases, PR = 0.42, 9 points in group I-1 case in
group II - 0 cases, PR = 0.0.

We measured the weight of the neonates, with the average
0f2960.3 + 124.1 gr. A first degree of intrauterine fetal growth
retardation was found in: group I - 16.5 + 4.44% cases, in
group II - 43.5 £ 5.43% cases (p < 0.05), 2nd degree in: group
I-4.4+2.45% cases, and in group II - 24.6 + 5.15% cases (p <
0.01), and 3rd grade: in group I - 4.1 + 2.37% cases (p > 0.05).

Assessing the newborns from both groups we determined,
that 4 early neonatal (11.2 + 3.37%) newborns from the group
which did not receive any treatment, died. At the morphopa-
thological examination were diagnosed such pathologies as
meningoencephalitis, neonatal sepsis, generalized peritonitis.

We had 3.5 + 2.19% cases of conjunctivitis, 9.2 + 3.31%
cases of spasms, and 20.0 + 4.81% cases of viral pneumonia.
At the USG in the 3rd day after the postpartum, we had 7 cases
(20.0 + 4.81%) of newborns with ventriculomegaly. We did
not have any baby death in group I, 2 (5.7 + 2.77%) newborn
babies suffered from viral pneumonia, and we had 1 (3.5 +
2.19%) case of ventriculomegaly.

The result obtained for children born by mothers with
genital herpes who received no treatment during pregnancy
has allowed us to determine: 2 (5.7 £ 2.77%) cases of hydro-
cephalalgia, 4 (11.2 £ 3.77%) cases of epilepsy, and 2 (5.7 +
2.77%) cases of retarded psychomotor development, compari-
ng with those from group I, where there were no neurological
pathologies (p < 0.05).

Conclusions and discussions

The study results show that the pregnancy in women
with untreated herpes infection ended up with 6 times more

frequently reproductive miscarriages than for the ones from
the group who received treatment. In the group II, we had
3 times the frequency of fetoplacental pathology and of am-
niotic fluid were found in the and 3 times more frequently
than in group I.

The analysis of the obtained results allowed us to empha-
size that the births where the parturients were infected with
herpes and did not receive antiviral treatment were com-
plicated by the prenatal rupture of the amniotic membrane
four times more frequently than for the ones who received
antiviral treatment.

The children from mothers with untreated GH suffer from
various pathologies, especially neurological ones both in the
neonatal period and during the first year of life.

In the case of herpetic infection, the optimal way of birth,
must be determined by the clinical form of the genital herpes,
confirmed by the presence of rash on the labia, vagina and
cervix and positive serological reactions to HSV- 1 and 2
(PCR or IgM).

The high levels of perinatal mortality and morbidity in
group II, delayed neurological sequelae in children whose
mothers suffered genital herpes in pregnancy and received no
etiologic treatment, allow us to recommend the administra-
tion of antiviral treatment, with Valtrex, in pregnancy, which
has to be initiated as early as possible, for every spurt of the
herpetic reactivation, after 16 weeks of gestation.
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