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Long-term follow-up of human herpesvirus 6 infection in
autologous bone marrow transplant recipients

While in allogeneic bone marrow t ransplantation human
herpes virus 6 (HHV -6) has been correl ated with severe clin-
ical manifestations, the rale of thisvirus in autologous bone
marrow transplantation (ABMT) isnot yet well known. The
aim of this gudy wasto invegigate possble active HHV-6
infection during the pos-ABMT period and to evaluate
whether there were crrelationswith clinical manifegations

Seroepidemi dogic surveys show that HHV-6 is ubiquitous
throughout thewor d; infectionisgenerally contraged in infan-
cy, and can reactivate in conditi ons of immunosuppress on.*?

The present study updatesand extendsapreliminary report on
HH/ -6infectionin agroup of ABMT recipients, followed-up for
only 6 months3 We extended the number of patients from 23
t0 28, four of whom were tested again for HHV-6 DNA in periph-
eral blood mononuclear cdls PBMC) 1 year after ABMT since
recent reports suggested that late graft falure may be caused
by HHV-6 infection?

Twenty-eight consecutive patients undergoing ABMT were
evaluated for HHV-6 DNA in PBMC and plasma gpedmens and
underwent serologic tests3Two of them received adouble ABMT.

Clinical events possibly correlated with active HHV-6 infec-
tion were carefully evaluated during the foll ow-up periods8

HHV-6 was evaluated before starting the conditioning regi-
men (time 0) and 7, 14, 30, 45,60, and 180 dgy safter the periph-
eral blood stem cell (B L) reinfuson. In the cages pogtive at
180 days invegtigations for the virus were repeated 6 months
later.

HHV-6 DNA was nat detected in the PBMCof 19 of the 28
(67.8%) ABMT recipients. The remaining 9 patients (32.2%)
showed intemmittent (6 patients) or perd sent (3 patients) pos-
itivity for HHV-6 DNA, asillustrated in Table 1. Before their
trangplant, 2 patients were pogtive for HHV-6 cellular DNA,
while the remaining postive ABMT recipients developed pos-
tivity at different times All thesanplesof each postive patient
tested also for HHV-6 DNA inplasma were negative. All the 10
healthy controls were negative.

Six of the 9 podtive PBMC patientscarried vaiant B of HH V-
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6, while the other 3 pogtive patients caried both variants A
and B. The 4 patient samples evaluated at day 360 remained
postive for HHV-6DNA in FBBMC and negative inthe respective
plasma specimens.

QOnly 2 patientswere postive for anti-H H/ -6 antibodies one
fromday90to 360 and one from day0to 45. Neither had HH/ -
6 DNA in PBMC. All contrd samples were negative for HHV-6
antibodies.

Fever wasthe onlyeay symptom that occurredinthe major-
ity of cases (26/30), and wasattributed to aninfectionin 14 cas-
es(11sepssand 3clinically documented infections), whilein 12
the fever was of unknown origin (FUO). In one 9 ngle case, fever
was associated with askinrash apparently caused by allopuri-
nol snce it disappeared once administration of this drug was
sopped. During thisperiod 6 of the 30 caseswere intermittently
postive forviral DNA in PBMC, and 2 of them were already pos-
itive at thebeginning of the sudy (time 0). No clinical symptomrs
occurredinthree of these6 cases while onecasehad sepsisand
two had FUO. Only inthese last two cases might thefever have
been related to HHV-6 infection, but the absence of viral DNA
inplasnadoesnot allow it to be seted with certainty tha there
was an activeinfection.

No late clinical symptoms were described. There wasa mod-
eraeincrease of serum ALT in three cases Smultaneoudy pos-
itivefor HHV-6in PBMC.HHV-6 DNA was possbly related to this
inaease in ALT because none of the patients was infeded by
ot her hepatotropic viruses The late and low increase of the
serum ALT alo rules out hepatic toxicity due to conditioning
therapy. In these three cases the presence of HHV-6 DNA in
PBMC was observed at +30, +45 and +90 days In dl cases,the
SLrumALT normalized at +120 days, while HHV-6 DNA postiv-
ity pasigedintwo cases at +180 and +360 days.

Theincreaseof theserumALT and the contem porary presence
of FHHV-6 DNA in PBMC coul d indi cete a possblereectiv ation of
HHV- 6 becauseviral cellular DNA had never been found in PBMC
of these patients before However, dthough the presence of
HHV-6 DNA in PBM Cdemongratesaninaeaseof theviral load,
the negative finding in plasma samples does not confirm an
activevira infedion.®

The presence of HHV-6DNA in PBMC even after a long-term
follow-up (4 cases after 180 days) may be due to the mild
immunasuppression, whi ch could support aninaeased viral load
without dinical 9gns

Table 1. HHV-6 DNA positivity pattern in PBMC of ABMT recipients.

ABMT Day
mcip:::nt Day 0 Day7?7 Day14 Day 30 Day45 | Day 60 Day90 Day 180 260
- Patients with intermittent positivity
I
1 + (AB) - + (A.B) - +(AB) +(AB) - -
3 +(AB) +(AB) - + (A,B) - - nd -
5 - - +(A.B) - + (A.B) - +(A.B) +(AB)
6 - nd - - +(B® - +(B) -
7 - +(B) - - - - +(B) -
27 - +(B) + (B) - - + (B) - -
Patients with persistent positivity
11 - - - - - +(B) +(B) +(B) +(B)
17 - - - +(B) +(B) + (B} +(B) +(B) +(B)
25 - - - - - +(B) +(B) +(®) +(B)

*(A, B) = sample positive for both A and B HHV-6 DNA variants. *(B) = sample positive for B HHV-6 DNA variant
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Finally, our resultsconfirm existing datareportingavery low
occurrence of active HHV-6 infection in ABMT redpients (bath
early and late after the trangol ant)° possibly because of the
transient and relatively weak immunosuppression induced in
ABM Tred pients Thus,our data do not suggest sysematicHHV-
6infedionmonitoring isnecessary in ABMT, except in the case
of symptomspossibly correlated to HHY 6.
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