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A case of flare syndrome
Un caso di sindrome da ricostituzione immunologica
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The lack of progressìon of CMV retinitis was re-
cently described in 8 AIDS patients who were
administered highly active antiretroviral ther-
apy (HAART) and interrupted anti-CMV main-
tenance therapy once their CD4+ T-cell count
had increased to protective values [1]. Accord-
ing to the Author’s interpretation, no acute in-
flammatory events (“clinical flare”) occurred in
those patients since concomitant anti-CMV
drugs were given in the first weeks of HAART
and this probably kept the CMV antigenic bur-
den below the threshold required to trigger an
acute response by the recovering immune sys-
tem. Inferences from related settings, like that
of MAC infection in AIDS patients [2], also sup-
port the possible protective role of contempo-
rary anti-infective therapy against such occur-
rences in AIDS patients who begin HAART in
the presence of overt or subclinical opportunis-
tic infections.
We observed an AIDS patient who developed a
sight-threatening acute inflammatory reaction
while under HAART inspite of concomitant
anti-CMV maintenance treatment, with only
minor virological evidence of CMV reactiva-
tion.
A 33-year old male with a 6-year history of HIV
infection was diagnosed to have severe mono-
lateral CMV retinitis on the basis of both oph-
thalmoscopy and specific markers in peripheral
blood (pp 65 Ag 55 pos.ve cells/106, CMV-
DNA > 400 copies/mL). His CD4+ Tcell count
was 24/µL, but the patient refused to take anti-
retroviral drugs. Attack phase ganciclovir ther-
apy was started and then tapered to mainte-
nance dosage after 3 weeks, with no detectable
disease progression over the following months.
While on anti-CMV maintenance therapy, two
months following the diagnosis of CMV retini-
tis, HAART (3TC, AZT and indinavir) was
started. In few months his CD4+ T-cells count
increased to 151 cells/µL and HIV-RNA viral
copies turned to undetectable levels from a
baseline value of 75000/mL. For adherence rea-
sons the patient was switched from daily IV

ganciclovir to twice monthly cidofovir with an
apparent full control of CMV infection over the
following 3 months (stable picture on ophthal-
moscopy, negative virological markers). Six
months after the initial episode of CMV retini-
tis, while still under successful HAART (178
CD4+ T-cell/µL, undetectable HIV-RNA), the
patient developed an acute febrile syndrome
and complained of intense headache and of
sudden visual loss in the eye controlateral to
the initial lesions.
Ophthalmoscopy, fluorangiography and bulbar
ecography disclosed a picture of haemorragic
vitritis, with concomitant low-grade rise of vi-
rological markers of CMV infection (pp65 Ag 10
pos.ve cells/106). Local and systemic steroid
treatment led to some recovery of visual acuity
in two weeks, while CMV markers turned to
negative. A significant sight loss persisted but
with no further progression of CMV infection,
as also testified by the permanent negativity of
virological markers. Cidofovir was interrupted.
The one here described seems to be a rather
atypical case of “clinical flare” for at least two
reasons. The syndrome had a late onset, such as
it took place well after the major HAART re-
lated immunological improvement had oc-
curred, and the inflammatory reaction devel-
oped at very low levels of CMV reactivation
(PCR for CMV-DNA < 400 copies/mL). On a
presumptive basis, the atypical features of this
case seem to be attributable to some enhanced
individual reactivity of our patient to the minor
resumption of CMV replication here docu-
mented.
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Gli autori descrivono un caso di retinite da CMV
in un giovane paziente con AIDS, giunto a riso-
luzione a seguito di terapia iniziale con ganciclo-
vir e successivamente con HAART e ricomparsa
dopo oltre sei mesi dal primo episodio quando il
paziente era ancora efficacemente in trattamento
con HAART.

Questo episodio si è ripresentato molti mesi dopo
che la HAART avesse determinato un sostanziale
miglioramento del quadro immunologico e si è
sviluppato a bassissimi livelli di riattivazione di
CMV, suggerendo che alla base di questa manife-
stazione possa essere una aumentata reattività in-
dividuale ad una minima replicazione di CMV.

RIASSUNTO

The authors describe a case of severe CMV re-
tinitis in a young adult AIDS patient who reco-
vered following first a course of ganciclovir
and then HAART. Six months after the initial
episode while still under successful HAART,
the patient developed an acute episode of reti-

nitis despite a persistent significant improve-
ment in the immunological picture and a very
low level of CMV reactivation.
The acute episode can be related to an enhan-
ced individual reactivity to minor CMV repli-
cation.

SUMMARY


