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Background

Haploidentical stem cell transplantation (haplo-SCT) is of-
ten associated with reactivation of viral infections. Many of
them do not have specific treatment approaches, especially
in case of mixed viral infection. The aim of present study was
to estimate the efficacy of diagnostics and treatment algo-
ritm in a patient with mixed viral infection (Human herpes-
virus 6, adenovirus, BK virus) after haplo-SCT. Methods. A
14-year boy with high-risk ALL underwent a haploidentical
SCT being performed in the first remission. The transplant
was depleted of TCRaf/CD19 and infused after myeloabla-
tive conditioning regimen with Treosulfan 42g/m?, Fludara-
bin 150mg/m? Melphalan 140g/m? ATGAM 50 mg/kg.
Post-transplant immusupression included Prograf 0.02 mk/
kg started at day -1, Methotrexate 5mg/m? at days +1, +3,
+6. Antiviral prophylaxis consisted of intravenous acyclovir.
Post-transplant viral monitoring (CMV, EBV, HHV6, adeno-
virus, BK virus in peripheral blood (PB), adenovirus in stool,
BK virus in urine) was performed by both qualitative and
quantitative PCR once a week.

Results

At the day +22, the HHV6 load equivalent to 2100 copies/
ml was detected in peripheral blood, adenovirus found in
stool, and BK virus was revealed in urine. Hemorrhagic cys-
titis grade I was noted, along with skin rush, and signs of
meningoencephalitis (tremor, headache, 50x103 leucocytes/
ml of liquor). Acute skin GVHD grade I was observed and
confirmed by the skin biopsies. Simultaneously HHV6 was
revealed by PCR at the same skin biopsy. Ganciclovir i.v.
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was initiated at a dose of 10mg/kg/day. Additionally, IVIG
was administratered once in 14 days. This therapy led to
slow recovery of meningoencephalitis and hemorrhagic cys-
titis symptoms. Meanwhile, HHV 6 was detected in liquor
and persistence of adenovirus in stool and BK virus were
observed by PCR. After a 3-week course of Ganciclovir in
addition to HHV6 (2000 copies/ml), adenovirus and BK
were found in PB. Cidofovir 5pg/kg i.v. was administered
once a week together with Valacyclovir 500 mg b. i. d. After
1 week of Cidofovir administration, a significant reduction
of HHV6 in PB was noted, whereas adenovirus and BK virus
in PB were not detected anymore. A total of 5 Cidofovir in-
jections were performed. Despite long persistence of BK vi-
rus in urine, the symptoms of hemorrhagic cystitis were not
noted. Signs of meningoencephalitis resolved after 1 month
of Cidofovir administration. HHV6 disappeared from liquor
2 month later. At present time, the patient is alive, with fol-
low-up time of 2 years with established immunological re-
constitution and lack of chronic GVHD.

Conclusions

In our Ganciclovir-resistant case with mixed viral infection,
the Cidofovir treatment was highly curative. A systematic
PCR monitoring helped us to timely launching of antiviral
treatment and to monitor its efficacy.
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BeepeHne

TammonpileHTYHAsT TPAHCIUIAHTALMA CTBOJIOBBIX KJIETOK
(ramno-TT'CK) wacTo accoluyupoBaHa ¢ peakTUBaLyell BU-
pycHbIX MHGeKmit. I8 MHOIMX M3 HUX HeT crenndude-
CKMX METOJIOB JIeYeHMsA, OCOOEHHO B Cy4YasX CMeIIaHHBIX
BUPYCHBIX MHPeK1uit. I]enbio paboTsl Obi1a o1leHKa 3 dek-
TUBHOCTM JUATHOCTUKY U @JITOPUTM JICUCHN y TIALIIEHTA CO
CMeIIaHHON BUPYCHOI MHPeKIyeil (BUPyC repIieca yenose-
Ka Tima 6, aieHoBupyc, Bupyc BK) mocne ramro-TT'CK. Me-
TOZBL. 14-71eTHeMy Ma/lbuUKy C OCTPBIM TMM(POOIaCTHBIM
JIEIKO30M TPYIIIBI BBICOKOTO pMCKa (IepBas peMUcChA)
6b11a BbInonHeHa ramwo-TI'CK. TpancianTat ObUI TUIIEH
TCRap/CD19+ KeTok U BBefieH MOC/Ie MUenoabnaTiuBHO-
ro pexxnma Kouaniuonnposanus (Tpeocynbdan — 42 r/m?%
Dnynapabun - 150 mr/m* Mendanan - 140 1/ Mm% ATGAM
- 50 mr/kr). VIMMyHOCymIpeccus Iocie TpaHCIUIAHTaIVn
Bkmovana IIporpad (Taxpomumyc) - 0,02 Mr/Kr, HauMHasA €
IHA -1; MeroTpekcar 1o 5 mMr/mM* B fieHb +1, +3, +6. IIpo-
TUBOBMPYCHasA MPO(UIAKTUKA: ALUKIOBUP BHYTPUBEHHO.
IMTocne TTCK npoBoguay MOHUTOPUHT CIeAYIOMINX BUPY-
COB: IIMTOMeTaNoBUpyca, Bupyca DmuTeiiHa-bapp, Bupyca
repreca yenoseka tuma 6 (BI'U6), agenoBupyca, Bupyca BK
B nepr)eprdyecKoil KpoBY, a TAK)Ke aJleHOBUPYCa B CTYIIE,
u Bupyca BK B MoYe ¢ mpyMeHeHNeM KaK KOMU4eCcTBeHHOI,
Tak 1 KadectBeHnHol IIIIP exxenenmenbHo. PesynbraTel. Ha
22-11 genp nocne TTCK, B mepudepndeckort KpoBu 6buin
BoIsAB/IeHb: BI'Y 6 tuma (2100 xomuit/mi), aIeHOBUPYC B
cryne n Bupyc BK B moue. bbin uarnoctupoBan remop-
parmveckuit UCTUT | cTereHN, HapsAy C KOXHOI CBHIIIBIO
U NIpM3HAKaMM MeHMHIOsHIedannura (TpeMop, TONOBHAs
6011b, 50%x10° 1€ IKOINTOB/MI B LIepeOPOCIMHANIBHOM JKIL-
koctu (LJCXK). Otmeuanach Takxe octpas PTIIX (koxHas
dopma, I cTermenn), mOATBep>KaeHHAsT KOXKHBIMU OMOTICHSI-
mu. BT'Y tumna 6 6s11 BoisABIeH ¢ momoinpio TP B ToM ke

6uomnTaTe KOXKM. BBUIO HayaTo jedeHNe TaHIVKIOBIPOM
BHYTPUBEHHO, B fo3e 10 mr/kr/cyr. Kpome Toro, 6b11 Ha-
3HAYeH MMMYHOIIOOY/INH BHYTPUBEHHO (1 pas B 2 Hefenn).
ITO /1edeHNe IPUBEIO K MeJIEHHOMY BbI3/IOPOB/IEHMIO OT
MeHUHrooHIedanmuTa M CUMITOMOB TI'eMOPpParuyecko-
ro nuctuta. B To e Bpemsa BI'Y tuma 6 6611 06HapyKeH
B IICK, HapAny ¢ mepcucTeHIuell afieHOBMpYca B CTyIle 1
Bupyca BK BoraBnaembix nocpencrsom IIIP. Tlocne 3-ne-
[eTIbHOTO Kypca raHUNK/IOBNPA, B IepU(epudecKoil KpoBIL,
kpome BI'Y tuma 6 (2000 xonuit/mir), O6bUIN HaliieHBbI ajie-
HoBupyc n Bupyc BK. Boir nHasHaven Iupmodosup (5 Mkr/
KI' BHYTPMBEHHO 1 pa3 B Hefle/II0) COBMECTHO C BaJIAIVIKIIO-
BupoM (500 mr b. i. d). Uepes Hefenmo mocie Hayama Kypca
LupodoBupa 6bUIO MMOKA3aHO 3THAYMTETbHOE CHIDKEHIE
yposHeit BI'Y tumna 6 B nepudepudeckoir KpoBy, TOTAA KaK
azreHoBupyc u Bupyc BK 6oree He BoisiBsmcs. Beero 6sutn
mposeeHs! 5 nabeknuit Llugoposupa. Hecmorpst Ha -
TeJIbHYI0 TepcucTeHiuo0 Bupyca BK B Moue, cuMnTOMBI
reMOpparnyeckoro IMCTUTA He OTMedanuchb. CUMIITOMBI
MEeHMHTO9HIIedannTa Mcues/n depes 1 Mec. mocje HasHave-
uus LHupgodosupa. BI'Y tuma 6 ucues us LICK 2 mec. mos3-
Ke. B HacTosIee BpeMs MAaLlMeHT XKWB IIOCTIE [BYX/I€THETO
HaO/II0eHNs, C BOCCTAaHOBJIEHVEM VIMMYHUTETa 1M OTCYT-
crBueM xporndeckort PTIIX. BeiBogpl. B fanHOM cydae co
CMeIIaHHOI BUPYCHOJ MHQeKIMell 1 pe3ViCTEHTHOCTBIO K
TanHuKnoBUpY, NeyeHue Lugodosupom 66110 BecbMa Jieit-
ctBeHHBIM. Cuctemarudeckuit IIIIP-MOHUTOPUHT cIOCO6-
CTBOBaJ/I CBOEBPEMEHHOMY Ha3HA4eHMIO IIPOTYBOBUPYCHO-
TO JIeYEeHNs ¥ KOHTPOJLS ero 3 PeKTUBHOCTI.
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