Ot pepakuumn

becepna ¢ 3nuaH [ ntokmvaH

HepnasHo B Mapcene (MpaHuuvsa) cocTosnocb Kpymn-
HOE MeXAyHapoaHoe Hay4Hoe cobbiTe — Bcemup-
HbIi KOHFPECC MO MyMoOBMHHOW KPOBW, OPraH/M30BaHHbIN
EBponerickon LUKOMoW remaTtonorun 1 Me>xayHaponHom
opraHusaumen NETCORD, koopauHupytollen OesaTerb-
HOCTb 6aHKOB MynoBUHHOW kpoBw B EBpone. Npe3vaer-
TOM KOHrpecca BbicTynuna npodpeccop [lapukckoro
yHMBepcuTeTa 3nuvaH [MiokmvaH, BbinonHvewas B 1988 r.
NnepBylo B MVPe YyCMEeLUHY TpaHCnaHTauuio KIeTok ny-
NMOBMHHOM KPOBW W MOSOXWBLUAS TakMM 06pa3oM Ha4vaso
KIMHMYECKOMY MPUMEHEHWIO NYMNOBUHHOM KPOBW.

Ha cerogHsaWwWHUM [eHb 4YUCNo NPOM3BEAEHHbLIX B
MVIpe TpaHCcniaHTaunn remMono3TUYECKMX CTBOJIOBbIX
KMNEeTOK NyrnoBUHHOWM KPOBW AN JIeYEeHUs! 310Ka4YeCTBEH-
HbIX U HE350Ka4YeCTBEHHbIX 3ab0fieBaHUA CUCTEMBbI
KpoBW y aeTen 1 B3pocrbix npesbiwaeT 20 Toic. bonee
TOro, Kak OTMETWNa B CBOEM MNPUBETCTBEHHOM CIlOBE
npodpeccop 3nvaH MokmaH, o6Hapy>XeHe B NynoBUH-
HOWM KPOBW 3HAOTENMAarnbHbIX MPOrEHUTOPHbLIX KIETOK Y
npenwecTBEHHNKOB CTPOMaribHbIX KIIETOK OTKPbIBaeT
HOBblE HEN3BECTHbIE PaHEE BO3MOXXHOCTU MCMNOSb30Ba-
HWSA 3TOro AOCTYNHOro mMatepuana B MeauuviHe.

HecmoTps Ha Ypes3BblyalriHyl0 3aHATOCTb, Npodieccop
3. MtokmaH Nin6es3Ho cornacuiacb 0TBETUTL Ha BOMPOChI
pefakuvmn Halero >xypHana.

— Kax m nouemy, B Tenepn yxe panexom 1988 r.,
B! pewmnuck Ha Takod cmenslii War — NepBylo
B MMpEe TPAHCNIAHTALMI0 CTBOJIOBbIK KJIETOK mny-
noBuHHOKW KpoBu B-nerHemy peGeHKy ¢ aHemueWH
Mankouu? Kaxk Bbl Torga oueHMBanyv pPUCKM 3TOW
onepauum?

— 0, Bbl 3HaeTe, aTa nges npuvLinia MHe Kak-To yTPOM.
HaBepHoe n3-3a TOro, 4T0 Nepeg aTM 9 MHOTME rogpl
paboTana Hag aHemuen DaHKOHWM M MOCTOSIHHO Ayma-
na o6 atom. Mol pa3pa6oTanu NpoTOKOS, KOTOPbIA Bbin
0YeHb yCMNeLwHbIM A9 KOHANLUNOHNPOBaHWS C MEHbLLEN
VIHTEHCMBHOCTbLIO Ang aHemun MaHKoHW. F MHorve rogbl
VHTepecoBasiacb annacTM4eckMy aHeEMUSMUA 1 MPOBO-
Auna TpaHcnnaHTauuu. Heckonbko pas3 a9 nposoguna
viccnenoBaHns ¢ NpUMEeHeHnemM mMatepuana etanbHowm
neyeHn. [Moatomy, vaesa ¢ MCMNonb30BaHWEM KIEeToK
NynoBUHHOM KPOBW He 6bina cnydarHon! Coenate 3To
1“verno cvbicn!

lMepBas TpaHcnnaHTaums 6blfla 04eHb MPOCTOM, Mo-
TOMYy 4TO y Hac 6bin HLA-vaeHTu4HbIM TpaHcnnaHTat
NMyNnoOBWHHOM KPOBM M Mbl WCNOMb30Bany TOT caMmblit
peXxMMm KOHAWUVOHMPOBaHUSA, KOTOPbIA BbINOSHANN ©
paHbLue. EquHcTBEHHas pa3Huua 6bina B UICTOYHUKE Kie-
TOK. YT06bI 6bITb YBEPEHHBLIMU, Y4TO Mbl HE AOMYCTUNN
owmnbKy, y MmeHs 6bin goHop B lNMapwxke. Taknm o6pasom,
Mbl PELUWSN, YTO ECrM TpaHchnaHTaT He MpY>KMBETCH,
Mbl CMOXEM B35Tb KOCTHbI/ MO3F Yy 3TOr0 [OHOpa Kak
cnaceHue. To ecTb, AN9 nauMeHTa He 6bU10 6oSbLUero
pucka, 4em 06bl4HO. Ho Bcs aTa nctopus 6binia 04eHb
HOBasi N 04YeHb 3axBaTbiBatoLas!

— Kakoea 6bina peakyumsa Bawux konner?

— O, um 3aTo He noHpasuock!

OHn ckazanu, 4To 3Ta TeXHONOorns MoXeT 6bITb MC-
nofb30BaHa TOSbKO AN MarieHbKUX AETer U oHa He
nogomaeT ansg B3pocnbix naumeHtoB. OcHOBHbIM oOna-
ceHvem 6bII0 TO, 4TO KOMUYECTBO MepecaknBaemMbIxX
KreTok 6yaeT HegoCTaTOuYHbIM, U YTO MOFYT BO3HUKHYTh
OCMNO>XXHEHWUS MO TUMNY «TpaHCniaHTaT NpoTMB X03AMHa»,
a TakKe — CBA3aHHbIE C KOHTaMuHaLuvern MaTepuHCKUMN
knetkamn. OgHako, Ha NMPOTSXKEHUW Nocnegylowmx neT
Mbl NMoKasanu 4To BCe 3TX OnaceHns He NoATBEPAUIINCH
1 He aBnsTca npo6nemoi!

Bbino 60nbLUM BbISOBOM OCYLLECTBUTL HEPOACTBEH-
Hyto HLA-HecoBMeCTVMYH0 TpaHCniaHTaumio nynoBYHHOM
KpoBw. BoT aTo 6bino HacTosiwee aeno! MNoTtomy 4To B TO
BpeMs He 6bIf10 N3BECTHO, YTO TPaHCnaHTauns HecoBMe-
CTMMOW NyNoBVHOW KPOBW B CBA3W C HMU3KOW aHTUMEHHO-
CTb0 3TOMO KIIETOYHOIro MaTtepuana, MoXeT NPOBOANTLCS
C MEHbLLEN 4acTOTON pasBuTVA pPeakummn «TpadcnnaHTaT
NpOTVB X0351Ha», YeM MNpu Nepecagke KOCTHOro mMosra.
9 cumTalo, YTo HacToALWMM OTKPbITUEM BbINo TorMbKo 3To!

— Kax B gansHeiiwmem cnoxunachb cyabb6a nep-
BOro peuyunueHTa KJEeToK nynoBuHHo#i kpoeu? O
mue?

— [Ha, na, na! OH 4vyBCTBYET CcEBSA YpEe3BbIHANHO XO-
powo! Ceryac oH 13re4eH OT cBoero 3abonesaHns, 1y
HEero MosfiHoe remMaTosIorM4eckoe Y MMMYHOSOrMYecKoe
BoccTaHoBneHve. OH )KeHaT, 1y Hero ecTb pe6eHok. OH
>KMBET abCoTHO MOMHOLEHHOM XXU3HbHO.
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— Kax Bbl mo)xeTe NpoKOMMEHTUPOBaTh acneKTbl
6e3o0nacHOCTM MpPM TPAHCNNIAHTAUMM HEpPOCTBEH-
HbIX aJNJIOreHHbIX 06pa3uoB NYNOBMHHOW KPOBM
B3pOCNbLIM peuunueHTtam?

— Ml NpoBenn HEKOTOPbIE CPaBHEHUS U MoKasanu
0OVHAKOBbIE pe3ynkraTbl Me>Xkay HEPOACTBEHHbLIM KOCT-
HbIM MO3roM 1 NMYyNOBWUHHOWM KPOBbK. T.e. B 3TOM npo-
6rembl He cyuwlecTByeT. B 6onbluern cteneHn pesynsraT
3aBUCUT OT KIMHWYECKOro LEHTPa, TAe BbINOSIHAETCS
onepauus. Begb Mbl 3Haem, 4TO Mexxay LEHTpPaMU ecTb
Bonblias pasHuua. HekoTopbiM LEHTPAM HYXXHO YUYUTb-
Cs 1 yunTbes TwaTenbHo. Ecrnm Bbl He npoBoanTe MHOro
TpaHcnnaHTauuin, He HakonuTe CBOW OMbIT, TO Pe3ysb-
TaTbl ByAyT HEOOCTATOYHO Xopoww. 3ToMy HeEO6X0AUMO
yunTbea!

— 3a npowepnwue G6onee uem 20 ner, KaK M3-
MEeHMJIOCh OTHOLUEHMEe remMaToJIoroB M ApYyrux cne-
UMaNIMCTOBR K TPAHCNJAHTaALUUM CTBOJIOBLIX KJETOK
NYNoOBMHHOW KPOBM MPM reMaToJSIOTMUMEecKUK U He-
remMaTtoJiorMyeckux 3abonesaHusax eo MpaHuMm m B
mupe?

— Bbl ke BuanTE, 4TO KONMMYECTBO TpaHCMnaHTaLluim
NynoBUHHOM KPOBU 0YeHb BO3POCSIO W NMpoaorikaeT pa-
cTn. 3TO CBA3@HO C PasBUTUEM WHOYCTPUN GaHKNPO-
BaHMa NYNoBUHHOM KPOBU W CPOPMMPOBAHHBLIM 38 aTu
rogbl MHEHVEM remaTosioroB, pacueHVBalLWmMX Myno-
BUHHYI0O KPOBb KakK ansTepHaTVBHbIA KOCTHOMY MO3ry
VICTO4YHUK CTBOJSIOBbIX KI1ETOK.

[MpenmMyLLecTBO NMyNnoOBUHHOM KPOBW B TOM, YTO Bhl
MO>XeTe caenaTb nepecaaky 6bICTPO, NOTOMY YTO TpaHC-
nnaHTat y>xe o6crnenosaH. Kpowme Toro, Bbl moxeTe
npoBoauTbL HecoBMecTuMble no HLA TpaHcnnaHTauuu.
Takum o6pas3oM, B criyyae, ecnv y Bac HET COBMECTU-
MOro cubnuHra, Bbl He 0693aHbl XXOaTb Pe3yrkraTos
noa6opa COBMECTMMOro HepPoACTBEHHOro AoHopa.

— Kakoeo Bawe oTHOWweHWEe K pereHepaTMBHO#
MeAMUMHEe C MCNOoJSib30BaHUEeM CTBOJIOBbIK KJIETOK
NYNoOBMHHOW KPOBM MPM HEremMartoJIOTMYEecKMK 3a-

6oneeanuax? Cumutaetre nu Bel 3aToT noaxon oGe-
wamowum?

— Ha cerogHsawHWA geHb 3To NpeaMeT uccrenoBa-
Huin! EcTb Heckonbko o6ellawwmx npoekToB. Ho wuc-
crnefoBaHWsl Ha nauueHTax Moka elle He 3aBepLUeHbl
1 OKOH4YaTenbHble BbIBOAbl AENaTb paHo, HEeo6Xoaumo
noxkaatbes pesynsratoB. Ho Mbl oxkupgaem aTty vHdop-
Mauuio.

— C Bawei#i TOUKM 3peHUs, NPU KaKUX HEremarto-
JIOrMYEcKMUXK 3a6oneBaHnAX MOryT GbiTh NOKa3aHbl
TPaHCNNIAHTALMOHHbIE TEXHOJIOTUM C UCNONbL30Ba-
HUEM KJIeTOK NYyNnoBUHHOW KpoBu?

— na6et — ogHa n3 6e3ycrnoBHbix 3agad! NoTomy
4TO 3TO ayTOMMMYHHOE 3abosieBaHve. Takum o6pasom,
Mbl AyMaem, 4TO Mpu MOMOLUU NYNOBUHHOM KPOBK Mbl
MOrnv 6bl MHAYLMPOBaTb VMMYHOSTOMMYECKYO TONEpaHT-
HOCTb W ONUTESbHOE YIyYlleHne cTaTyca Yy 60JIbHbIX.
9 cuuTalo, 4TO ayTOMMMYyHHble 3aboneBaHus MoryT
CcTaTb Crieayowen uenbto!

— Buaute nu Bbl Oyaywee y TpaHcnnaHTauuu
CTBOJIOBbIX KJIETOK nynoBuHHoW Kpoeu? He gymaerte
nun Bbl, UTO 3TOT UCTOYHKUK CTBOJIOBbIXK KJIETOK MOXKET
ObITb BbITECHEH HOBbLINMM KJIETOYHBIMM TEXHOJIOIrUA-
MM — B YacTHOCTH, IKCNaHcue# in vitro remonoaTm-
YEeCKMUK CTBOJIOBbIX KNEeToK unm iPS-knerkavin?

— BoawmoxkHo, Bce Bo3moxxHo! Ho Ham Hapo noka-
3aTb, 4YTO APYro nyTb 3ad(EKTVBEH TOSNbKO TLlATellb-
HbIMUW Hay4HbIMU nccneposaHuamun! 1 noka mbl ato He
noka)kem, 6yaem KpariHe 0CTOpPOXKHbIMW B BbiBoAax!

Pepakuusa >xypHana «KneToyHas TpaHcnnaHTonorus
1N TKaHeBas MHXXeHepusi» coobulaeT, 4to 3. [MoKkmaH
NPUMeT y4acTVe B KAYECTBE NOYETHOro NpeaceaaTens un
NeKTopa B eXXerofHo nNpoBoAviMOM Hay4HOM CUMMO3uy-
Me VHcTuTyTa CTBOMOBLIX KIIETOK YErIoBEKA, KOTOPbLINA
npovpgeT 15 anpensa B Mockse.

beceny 3anvcana K.H. Hacagrok

3. mtokmaH, X. bpokcmeriep v nepBbivi NAUNEHT, BbIIEYEHHbIV OT aHemMm PaHKoHN
Poro 3anmcTsoBaHo http://eurocord—-ed.org/download_docs_embed,/_PARTNERS_FOLDER_/eg_plenary_04122010.pdf
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The talk with Eliane Gluckman

The huge international scientific event — the World
Cord Blood Congress, organized by the European School
of Hematology and International Organisation NETCORD,
coordinating cord blood banking in Europe, has recently
taken place in Marseille (France). The President of the
Congress was the Professor of the Paris university
Eliane Gluckman, who in 1988 perfomed the first in the
world successful cord blood stem cell transplantation
and started this way the clinical application of cord
blood in medicine.

Today the number of the hematopoietic stem
cell transplantations, perfomed worldwide for the
treatment of malignant and non-malignant diseases
of blood in children and adults makes up more than
20 thousand. Though at the moment, as Professor
Eliane Gluckman outlined in her welcoming speech,
the discovery of the endothelial progenitor cells as
well as stromal progenitor cells in the umbilical cord
blood opens us new unknown earlier opportunities for
the application of this accessible material in medical
practice.

Despite the extreme stirring life E. Gluckman kindly
agreed to answer the questions of our editorial board.

— Dear Professor! How and why in today far
1988 you resolved upon such a brave and historical
step — doing the first in the world the umbilical

Gluckman E., Thierry D., Lesage S. et al. Clinical
applications of stem cell transfusion from cord blood.
Transfus. Sci. 1992; 13(4): 415-21.

Gluckman E., Wagner J., Hows J. et al. Cord blood
banking for hematopoietic stem cell transplantation:
an international cord blood transplant registry. Bone
Marrow Transplant. 1993; 11(3): 199-200.

Gluckman E., Rocha V., lonescu l. et al. Results
of unrelated cord blood transplant in fanconi anemia
patients: risk factor analysis for engraftment and
survival. Biol. Blood Marrow Transplant. 2007; 13(9):
1073-82.

Gluckman E. History of cord blood transplantation.
Bone Marrow Transplant. 2009; 44(10):621—6.

Uzan G., Vanneaux V., Delmau C., Ayouhbi F.,
Gluckman E., Larghero J. Cord blood circulating
endothelial progenitors: perspectives for clinical use in
cardiovascular diseases. Bull. Acad. Natl. Med. 2009;
193(3): 537-43.

Rocha V., Crotta A., Ruggeri A., Purtill D,
Boudjedir K., Herr A.L., lonescu l., Gluckman E.
Double cord blood transplantation: extending the use
of unrelated umbilical cord blood cells for patients
with hematological diseases. Best Pract. Res. Clin.
Haematol. 2010; 23(2): 223-9.

Wagner J.E., Gluckman E. Umbilical cord blood
transplantation: the first 20 years. Semin. Hematol.
2010; 470(1): 3—12.

cord blood stem cell transplantation to the 6 year
old child, suffering from Fancony anemia? How did
you estimate the risks of that procedure?

— Ah, you know, I’ve just got an idea one morning. It
was perhaps because I've been working for a long time
before on Fancony anemia and | was thinking about it all
the time. And we had designed a protocol for reduced
intensity conditioning for Fancony anemia which was
very successfull. And I’'ve been interested in aplastic
anemias for many years and perfomed transplantations.
And some times I've done some studies with fetal
liver transplants. So the idea with cord blood was no
accidental. It made sense to do it!

And the first transplantation was very usual, because
we had an HLA-identical cord blood transplant and we
used the same conditioning as we did before. The only
difference was the source of cells. And to be sure that
we didn’t make a mistake, | had a donor in Paris. So we
decided if the transplant wouldn’t succeed we could take
some bone marrow from the same donor as a rescue.
So for the patient it was not a greater risk than usually!
But all this story was new and very exciting!

— And what was the first and the following
reaction of your collegues?

—They said that this technology can be only applicable
for the small children and it will not be suitable for
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adults. The main concern was that the number of
cells will not be enough and we could also have some
complications like «graft versus host» disease because
of the maternal cell contamination. But within the
years we showed them that all these concerns were
not confirmed and make no problem!

But a big challange was to do an unrelated
mismatched cord blood transplantation. It was a real
thing! Because at that time it was not known that
mismatched cord blood transplantation because of the
lower antigenity of that cell material could be perfomed
with lower frequency of «graft versus host» disease
than bone marrow transplantation. | think only it was
a discovery!

— How did the fortune of the first cord blood
recipient work out? Is he alive?

— Yes, vyes, yes! He’'s doing extremely welll He’s
now cured of his disease and he has a complete
hematological and immunological reconstitution. He’s
married and he has a child! He’s doing his absolutely
normal life!

— And what could you say ahout the safety
aspects of the unrelated cord blood stem cell
transplantation in adult recipients?

— We have done some comparison and have shown
the same results with unrelated bone marrow and cord
blood. So there’s no problem. The outcome depends
much more on the clinical centre, where the operation
was perfomed. As we know, there is a big difference
between the centres. Some centres need to learn and
learn carefully. If you don’t perfom many trasplantations,
don’t gather your experience, the results are not good
enough. It’s necessary to learn how to do it!

— How has the attitude of hematologists and
other specialists to the umbilical cord blood
stem cell transplantation for the treatment of
hematological and non-hematological diseases
changed within the recent 20 years in France and
worldwide?

— Ah, you see that the number of cord blood
transplants has extremely increased and continues
increasing. It is due to the development of cord blood
banking industry and to the opinion of hematologists,
formed within these years, who value cord blood as an
alternative source of stem cells.

The advantage of cord blood is that you can do
the transplantation quickly, because the transplant is
already tested. Besides, you can perfom mismatched
transplantations. So in a case you have no matched
sibling, you are not obliged to wait for the results of
the search of the matched unrelated donor.

— What is your attitude to the regenerative
therapy by cord blood stem cells? Do you find this
approach promising?

—Today this is the subject of research! And there are
some promising projects. But the research in humans
are not yet finished and it’s too early to make final
conclusions, it’s necessary to wait for more results.
And we’re waiting for more data!

—Fromyour pointofviewwhat non-hematological
diseases do you suppose to he indications for the
treatment with transplantation technologies using
cord hlood cells?

— Diabetes mellitus is one of the implicit targets!
Because it’s an autoimmune disease. So we think that
with cord blood we could induce immunologic tolerance
and longterm improvement of the immunological status
of patients. So | think that autoimmune diseases could
be the next target!

— Do you expect the future for the umbilical cord
blood stem cell transplantation? Don’t you think
that this source of stem cells could be substituted
by the new cell technologies — in particular
hematopoietic stem cells expansion or iPS-cells?

— Could be, everything could be! But we have to
demonstrate that another way is effective only by the
careful scientific research! And before we prove it, we
have to be extremely careful in our conclusions!

The talk was recorded by Ch.M. Nasadyuk
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