SHORT COMMUNICATION

Cytomegalovirus Infection in Six Neonates
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Neonatal cytomegalovirus (CMV) infection is common, has myriad presentations
and severe sequelae. Six neonates clinically suspected of CMV infection were
confirmed by qualitative PCR (Digene) and evaluated. Those with persistent
viremia were treated with Ganciclovir intravenously for 4-6 weeks, and continued
orally, if required, with close monitoring. All had prolonged jaundice, hepatospleno-
megaly and hematological manifestations in the acute stage. Complications
included developmental delay (66%), sensorineural hearing loss (SNHL) (33%),
chorioretinitis and obstructive jaundice (18% each). Three cleared viremia
spontaneously. The remaining were offered Ganciclovir. One declined, and two
completed therapy with clinical resolution and no adverse events. Accurate
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diagnosis of neonatal CMV enables appropriate treatment with Ganciclovir, which
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can reverse end-organ damage and limit sequelae.
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ytomegalovirus (CMV) is the commonest

cause of congenital infection worldwide.

It maybe transmitted transplacentally,

during labor, through breastmilk, and
saliva. It manifests with hematological or hepatic
manifestations, developmental delay, chorioretinitis
and sensorineural hearing loss(1,2). Though
antiviral drugs are available, toxicity and lack of oral
formulations have limited their use.

METHODS

Cases clinically suspected to have CMV infection in
a level 111 NICU or on early neonatal follow-up
between May 2005 and July 2007, were screened by
serological tests, and if positive for CMV IgM
(enzyme immune assay method), were subjected to
CMV DNA by qualitative PCR (Digene hybrid
capture). Positive cut-off values were 16000 RLU
(Relative light units). Confirmed cases were studied.
Acute manifestations were managed sympto-
matically. Growth, development and clinical para-
meters were closely monitored. Hearing evaluation
by brainstem evoked response audiometry (BERA),
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and eye examinations were done. Those with
persistent viremia and end-organ damage in CNS,
eye, hearing or hematological manifestations were
treated with Ganciclovir (10 mg/kg IV for 2-3 weeks,
reduced to 5 mg/kg for 4-6 weeks) against moni-
toring of clinical parameters, viremia and toxicity
(blood counts twice weekly, bio-chemistry weekly).
Oral ganciclovir was continued if end-organ damage
persisted after clearance of viremia. Renal function
was monitored by %Technetium scans after 6-8 wk
of therapy and 4-6 wk after completion.

REsSuULTS

Six neonates were eligible for study. All had hyper-
bilirubinemia, hepatosplenomegaly and hemato-
logical manifestations. Developmental delay,
sensorineural hearing loss, chorioretinitis, and
obstructive jaundice was present in four, two, one and
one children, respectively. Three children had
persistent viremia, anemia and end-organ damage.
Ganciclovir was started at this stage in one child and
sometime later in another. Both these patients had
significant decline in viremia after 8 weeks.
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NEONATAL CMV INFECTION

WHAT THIS STuDY ADDS?

¢ All confirmed cases of neonatal CMV infection do not require antiviral therapy.

Ganciclovir was stopped in the first following
complete clearance of choreo-retinitis, and in the
other following normalization of hematological
parameters. Both showed catch- up in development.

At follow-up of 8-26 months (mean 13 mo) post-
diagnosis, two cases, who spontaneously cleared the
virus are asymptomatic and thriving well. One child,
who spontaneously cleared the virus but had
significant comorbidities, has mental retardation,
spasticity and profound SNHL. The first child who
received ganciclovir had severe SNHL for which a
cochlear implant was given followed by speech
therapy, with encouraging response. The other case
which received ganciclovir is asymptomatic and
thriving, with no evidence of end-organ damage.

DiscussioN

Controversy exists when to treat CMV infection, as
symptoms, especially in cases presenting acutely, are
often transient and reversible. Those showing end-
organ damage with significant viremia should be
treated with ganciclovir, which causes reduction of
viral load and reversal of manifestations(3).
Schedules vary in literature and fewer still have
monitored therapy against viral loads(3-5). Our
schedule was dictated by clinical response and viral
monitoring but reflected reported regimes.
Outcomes ranged from spontaneous clearance of the
virus and clinical resolution to severe SNHL.

Treatment was well tolerated. Complications
were mild and no episodes of treatment related
neutropenia occurred. Amild increase in viral loads
was seen on cessation of therapy, which has also
been reported earlier(3). We practiced selective
screening followed by confirmatory qualitative

estimation of CMV-DNA, where the RLU reading
indirectly also gave a guide to viral load.
Unnecessary treatment in patients with decreasing
levels and clinical resolution could be avoided.

We conclude that treatment of neonatal CMV
should be reserved for those with persistent viremia,
progressive disease and end-organ damage.
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