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Introduction

Fanconi anemia (FA) is a rare disease characterized by in-
born anomalies, hematopoietic aplasia and high incidence
of malignancies. Hematopoietic stem cell transplantation
(HSCT) is the only approach to hematopoiesis correction in
these patients. However, high-dose chemotherapy is highly
toxic in FA patients. Our aim was to evaluate the results of a
long-time follow-up which is important for individual prog-
nosis.

Materials and methods

Twenty-nine children with FA (11 males, 18 females), medi-
an age 9,5 (3,7-15,4) years, underwent HSCT from Novem-
ber 1994 to April 2014. In 17 cases (58,6%), HLA-matched
sibling donors (MRD), and for 12 children (41,4%), matched
unrelated donors (MUD) were employed. Graft sources were
as follows: bone marrow (n=18); peripheral blood stem cells
(n=7), bone marrow+cord blood (n=3), umbilical cord blood
(n=1). There was a 9/10-HLA match in one case of related
HSCT, and in two patients subjected to MUD HSCT. Two
patients were transplanted after development of a secondary
myelodysplastic syndrome. The conditioning regimens in-
cluded: in MUD, Busulfan, 4 mg/kg, Cyclophosphamide (20
mg/kg), Fludarabine, 150 mg/m? and ATG treatment; with
MRD, Busulfan 4 mg/kg, Fludarabine, 150 mg/m?, and ATG
injections. GVHD prophylaxis was donor-dependent, i.e.,
CsA-based regimen for MRD HSCT, or Tacrolimus-based
therapy for MUD HSCT. TCR alpha/beta transplant deple-
tion was performed in three MUD HSC recipients.

Results

All the patients were successfully engrafted. The rejection
rate was 13,8% (n=4) which occured by 1, 2, 6, 12 months

after HSCT. Second HSCT was performed in all these cas-
es. Two patients survived after the 2nd HSCT with good
engraftment; two patients deceased after 2nd HSCT, due to
GvHD and adenovirus pneumonia, respectively. Direct tox-
icity of the conditioning regimens was minimal. No signs of
GVHD were observed in 16 patients (55,2%), grade I-II aG-
VHD. in 8 patients (27,6%), severe GVHD was observed in
5 cases (17,2%). Limited cGvHD was diagnosed in 3 recipi-
ents, extensive cGVHD, in 2 cases. A median follow-up was
31,9 months (3,8 to 246). The estimated probability of 5-year
overall survival was 67,4%, event-free survival, 62,7%. Two
patients developed oral cavity malignancies. The causes of
death were GvHD+infection (n=5), infection (n=3), includ-
ing adenoviral pneumonia, graft-versus-host disease (n=2),
and tongue cancer (n=1).

Conclusion

Our results suggest that HSCT is a valid therapeutic option
for treating the patients with FA. Post-HSCT course is char-
acterized by rather high incidence of GvHD and infectious
complications. Second HSCT is associated with high risk of
refractory infections and GvHD. Cancer may be a cause of
late mortality.
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Beepenue

Anemusa ®anxonn (AD) - peaxuit CHHAPOM, XapaKTepuay-
IOLNUIICA BPOXK/IEHHBIMM aHOMAa/lUAMMU, PasBUTHEM aIlla-
3M KPOBETBOPEHMA M IOBBIIIEHHON YaCTOTO OIyXOJIeli.
TpaHCIUIAaHTAIUM TeMOMOITUYECKUX CTBONOBBIX KJIETOK
(TTCK) stBisieTcst eAMHCTBEHHBIM METOOM KOPPEKIINN Te-
MOIIO3TUYECKON HEJOCTATOYHOCTHU, OJJHAKO BBICOKO[[O3HAS
XyMmoTepanus y naguentos ¢ AQ kpaiiHe TOKCUYHA.

auneHTbl U MeTofbl

3a nepuox ¢ Hos16pst 1994 1o anpens 2014 ropa TpaHCIIAH-
Tauyy 6plIu BbinonHeHbl 29 mannentam ¢ AD (18 JK/11M,
MeznmaHa Bo3pacTa 9,5 net, pasbpoc 3,7-15,4 ner). [Tokasa-
HVSIMU /11 PAHCIUIAHTALUM ObUIA alacTidecKas aHeMIUs
y 27 u MAC/OMJ1 y 2 manuenToB. Y 17 (58,6%) manyeHToB
60 mcnonb3oBansl HLA-cOBMeCTVIMBIE CeMelTHbIe JOHO-
peL y 12 (41,4%) - HEPOJCTBEHHbIE COBMECTVMbIE JOHOPBDI.
VIcTOYHMKOM TpaHCIIaHTaTa CIY>KII KOCTHBI Mo3r (KM)
y 18, crBonossle knetku nepudepudeckoir kposu (CKIIK)
y 7, KM + nynosunHnas xposb (IIK) y 3 u IIK y 1 mannu-
enta. OpHa u3 popcrBenHbix TI'CK 6bUta BbITONHEHA OT
IoHOpa, coBMecTuMoro Ha 9/10, mpyu HepOACTBEHHBIX CO-
BMecTUMOCTb 9/10 6b11a ¥ 2 JOHOPOB. PeXxnuM KOHAMIINO-
HMPOBaHMA BKIIOYAN Iperaparsl — BycymbdaH 4-8 Mr/kr,
Luxnopocdamun 20-40 mr/kr, Omomapabun 150 Mr/kr,
AHTHTHMOLUTApHbIT Tmob6auH. [IpodumakTuka peaxiyum
«TpaHCITAHTAT-TpOTHB-X03smHa»  (PTIIX): Iluxmocoo-
puH A/Takponumyc, MeToTpekcar 5 mr/m* fun (+1, +3, +6,
+11)/+/- Mukodenonara moberua. Y 3 peLMINeHTOB He-
POICTBEHHBIX TPAHCIIAHTALMII cronb3oBanach TCRanb-
¢da/6eta memierys TpaHCIUIAaHTATA.
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Y BCeX MalMeHTOB ObIIO 3apUKCUPOBAHO HPIDKUBIICHNE
TPaHCIUTaHTaTa. BTOpuMYHOe OTTOp)XKeHMe HabIIoAanoch
y 4-x manuenTos (13,8%) — uepes 1, 2, 6 u 12 Mecs1es ot
TTCK, npu aToM BCeM MalyeHTaM OblIa BBIIIO/IHEHA IIO-
BropHas TT'CK ¢ KOHAMIMOHMPOBAHMEM aIEMTyY3yMaboM,
TOpaKo-abIOMMHAILHBIM OOTydeHneM U (IIOgapabIHOM.
Iocne Bropoit TTCK ymepnu 2 nanuenTa — ot PTIIX n azie-
HOBUPYCHOJ ITHeBMOHMM. Y 16 manueHToB ocTpoit PTIIX
He 6b1710, ocTpasg PTIIX I-II cT pasBunacsh y 8 (27,6%), III-
IV ct. - y 5 maunenTos (17,2%). OrpanndeHHas XpOHUYe-
ckas PTIIX pasBuaach y 3 NallMEHTOB, 9KCTEHCUBHAsA — y 3.
Mepnuana Habmomenns cocraBuia 31,9 mecana (3,8 - 246)
O61ast 5-7meTHsIsI BBDKMBAEMOCTb cocTaBmia 67,4%. YV aByx
MIAIME€HTOB PasBUJICA IIOCKOK/IETOYHbIN paK IOIOCTU PTa.
Bcero ymepno 11 maruentos — 10 ot PTIIX u nH}pekiuit u
1 OT I/IOCKOK/IETOYHOTO paKa sA3bIKa.

BbiBogbl

TI'CK ¢ aTTeHyMpOBAaHHBIMM BbICOKOMMMYHOCYIPECCHUB-
HBIMU PEXUMaMli KOHAUIVOHVPOBAHNA IO3BOMAET MO-
6UBaTHCS NMPVDKVBIEHNUS TPAHCIUIAHTATA C MUHVMAJIBHOI
BJCIIepa/IbHO TOKCMYHOCTDIO ¥ nanyuenTos ¢ AD. Yacrora
PTIIX u MHQPEKIMOHHBIX OCTOKHEHUII OCTAIOTCSI BBICOKM-
Mu. HeremomosTnyeckue ONyXOmu ABJATCA HPUYMHON
IIO3/IHEIl CMEPTHOCTH.
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