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AHHOTALUHR

MpescTasred ONBET HAOADAEHHA B ASYEHHA BOADCATOKAETOMHOD AefK03a {BEA) npr DepesenHocTH. Covetanke BEA 1 bepe-
MEHHOCTH HaBuvoaaan y 5 nausenTok. Meawana so3pacta BoasHex cocTasmaa 15 AeT (28—42 roaal. Amarsos BEA YOTAHARAH-
BAACH C NOMOUEE ODWENPHHATOND MPOTOKOAS HOCCABADBIHHA KAHHMHECKHMHA 2HAAKE KDOBM C DUEHKOR MOPOACTHH AMMERIUMN-
TOBE, MHEACTEAMME W TRENAHOGHONCHS, Mssy HODEROTHTHHECKHA 3HAAMI AMMIDOUMTOR KPOBEH MAH KDCTHOMD MOara l!}' BOEX GO b-
HED, LIMTOXNHMWHECKDE ONPEABAEHWE TAPTRATYCTORYMBOH iacaoH toohataan y 3 GoasHsi, onpeseseqne syTaums BRAFVBO0E
¥ 3 GoabHer. Y 3 DepesedHsx aeqense BIOA nposeseHo B NoCABpoa0aoM NEpHOAE. Y 1 nauseHTed GepesmeHHocTs Habao anm
B neproa pesanccud BKA nocae acyedim Kaaapubmeos. Y 1 nauserten © BRA, susavernas Ha cpoke Gepesentocms 11 wea, B
CHRIM C HAPACTAHHEM LHTOMEHHH NPOBEAEHA Tepanua MHTepheposom-0 oo |l TpssecTpa GEpeMeHHOCTH, © NOCABAYIOWER Tepd-
NHER KAAADHEHHOM NOCAE poAoE. TeMeHHe DEPEMEHHDCTH H DOAGE ¥ BOEX NAUKEHTOK MPOXoARAD B3 DCACKHEHHR, ¥ 3 nausex-
TOK Y8pe3 eCTECTBEHHEIE DOACEEE MyTH MY 2 — NyTesm Kecapess cedenus. Boe 4eTH aaopons, D83 OTRAOHEHHA B Pa3BHTHH 33
nepxoa Habamaenim 6—140 mec beanana 30 sec). Bre NauseHTRH B HACTORILEEE BpEsA B pesanccid BEA: 4 8 nepsod pesHccin
co cposos Hafmoaetis ot 10 a0 48 mec ieamana 15 sec), oasa — B0 BTOPOA pesMECcHl oo cpokow HabBuosermn BE sec. Mpu
sunsieHnH BKA Ha drosvie Bepesensocri BomoxHa HabuoaaTensHan Takmiiea. Aesenne BRA npe Bepesenrocmi HeoOxoamao
B Cayyae myBoKof oM HEPACTAIOWER LMTONEHHH WHAK CTIAEHOMEraAH. TTPEANDMTHTEALHD NpHMEHEHWE HHTEphepoHa-T HAK
BEHNOAHEHHE CTABHIKTOMHI,

Kauoiepse cA0Ba; BOAOCE TOKASTON HH A8 03, epeseHHOCTE, MHTehepon-0, knaapaiie.
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The paper presents experience in following up and treating hairy cell leukemiia (HCL) during pregnancy. The combination of HCL
and pregnancy was observed in 5 patients. The patients’ median age was 35 years (range, 28—42 years). The diagnosis of HCL
was based on a conventional examination protocol: clinical blood analysis with the morphological assessment of lymphocytes,
a myelogram and trepanobiopsy, immunophenotypic analysis of lymphocytes or bone marmmow (in all the patients), cytochemical
determination of tartrate-resistant acid phosphatase in 3 patients, and identification of BRAFVB00E mutation in 3 patients. Three
pregnant women were treated for HCL in the postpartum period. In ane patient with HCL, pregnancy was seen in remission after
treatment with cladribine. In one patient with HCL detected at 11 weeks’ gestation, interferon-a therapy during the second tri-
mester of pregnancy was performed for increased cytopenia, which was followed by cladribine therapy after delivery. Fregnancy
and delivery were uncomplicated in all the patients; 3 patients had vaginal delivery and 2 patients underwent cesarean section.
All infants were healthy, with no developmental abnommalities during a follow-up period of 5—140 months imedian 30 months).
All the patients with HCL are currently in remission: 4 patients in first remission at a follow-up of 10 to 48 months (median
15 manths) and one patient in second remission at a follow-up of 88 months, Possible observational tactics is possible when HCL
is detected during pregnancy. Treatment of HCL during pregnancy is necessary in cases of deep or progressive cytopenia and/or
splenomegaly. The use of interferon-a or splenectomy is preferable.

Keywonds: hairy cell leukemia, pregnancy, inferferon-a, cladribine.

BEI — Bl Ciko3
HOH-a — snrepdepon-a

KM — gocTeni moar

¥ — ammdarHaeckme yans

¥IH — ynsrpazeykoBOe HCCACADEAHIC
CH — crnneHssToMHs

TRAP — maprparycroitmean kicnas (ocdaraza

Venexw, nocTHIHYTEIE B NEUeHHH NeHK030E, NPHBEIH K
YHEAHYEHHID TPOIOICKHTENEHOCTH W YIYUIIEHHID KAYECTEA

naumu [2, 5—7). B ceA3u ¢ 2THM NOSERIECE NOTPe0HOCTE B
OMpenEIeHHH TAKTHEH Benedns bepemenmnix ¢ BEL

EKHIHH MAUHEHTOR ¢ TEMOGNACTOIAMH. 2T0 OTHOCHTCH H K
penkoil pATHORMAHOCTH XPOHHYECKHX Refiko3on mMadonm-
Holl MpHPOIE — BonocaTokneTounoMy nefikosy (BEJD). Tak,
NPHMEHEHHE AHATONOE TYPHHA MOZBMIHET JOCTHUE PEMMC-
cHH Bonee ueM v 95% naumenton ¢ BEJ [1—4). Mposenewn-
HEIE MCCIEA0EIHMA BESERTH, Y0 ITPH NPAMEHEHHH A1EKBAT-
HOro ® (e THEHOND TEYEHHA POIODKHTENEHOCTE KHIHH
maumenTos ¢ BEJ] ne ornwuaetca or takopoli B odmedl normy-
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o HenapHero BpEMEHH COYETAHME OEPEMEHHOCTH H
BEJ] morno noxazaTscd KasyMCTHYECKHM, MOCKOMBKY TPRATHM-
mmonHo BEJ] cunranca sabonesanmes, THITHYHEM IUTH CTap-
el BozpacTHOll PN, ¢ npeotaaraHHes cpenH 3atonen-
MY My®EaHH. OnHako aHanys nomynamaH GonsHex BRI B
PaHLIX HCCIENOEAHMAX B nocnegHes apemsd [8, 9] u wam cob-
cTeeHHEN onsr [ 10] nokasueanT, yto npusmepao B 25% cmy-
yaen BEJ] pedoTHpyeT B A0BOAEHO MOIOIOM BOZPACTE — MO-

99



AC Ave-Pasan w coaBT.

mome 40—45 ner. [Tpu sToM CpenH NATHEHTOR MOJOIOND BOG-
PaCcTa NpeoOnataHHe MyRUMH HE CTONE BepaxeHo. Kpome
TOro, B GONRIIHHCTEE SKOHOMHYECKH PAIEHTEIX CTPaH Gruaro-
OAPA YCIexaM PenpoIyETHEHOH METHIHHE! MPOHCKOIHT Y-
MHHEHHE (PEPTHILHOTD BOSPACTE HEHITHH.

COoBOKYITHOCTE 3THX OOCTOATENLCTE JEJIAIDT AKTVATRHE-
MH aHanHs cayuaer OepemensocTH npr BEJ] » pazpadoriy
ONTHMATEHOH TAKTHEH BENEHMA 3THX marmmenTok. B ceaaw o
pazHo0OpAIHEM KIHHHYECKHY npoAmteHnii couetanmus BEJTT
¢ BepeMEHHOCTEID NeuefHbIF MomXDI BEApEHPYeT oT Habmone-
uuA 1o cnaenskroMal (CH), waznmauenws uuTephepona-o
(HMH-a) »/mnms xHMHOTEpaNHKE, HO EIHHOR TAKTHKH Neue-
HHA He paspafoTaHD H3-3a MANDTD yuena Habmonenwi. B na-
CTOHINEE BpeMA B auTepatype omucano 11 cmyuaen Gepemen-
uocTd npH BEJ] ¢ pasHsiv noaxomoM K News M.

[Mpencrapnses cRoM TaHHEE 0 HAAMOIEHHH 5 NauHeH-
mox ¢ BEJ] u Gepemennoctrin. Memvana poapacta GonEHED
cocTapuna 35 ner (28—42 roga). ¥ ommoit Gonsnod ganuan Ge-
PeMEHHOCTE OwRIa mepooil, ¥ 2 manuedTox — sropod, vy 1 —
TpeTREH, HY | — ueTBEpTOH.

JMuarnos BEJ] ycrapanmMeans ¢ moMoiksD CTAHIAPTHO-
I MPOTOKONE HCCNEIOBAHHA — KITHHHYECKHI AHATHI KPOBH
¢ oueHKoi Mopdonorim M oIHToR, MHETOIPAMMA H TPE-
MAHOGHONCHA, HMMYHMPEHOTHIIMYECKMET aHATHI THMg0IH-
TOB KPOBEH HIH KocTHOro Mo3ra — KM (v scex GoneHeIX), mH-
TOXHMHYECKOE ONpPEIeideHHe TapTPaTtyCcTOHMHEBOR KHCnoi
toctharazn (TRAP) v 3 GonepMBIX, onpegeieHHE MYTALHH
BRAFV&OE vy 3 GonsHiD.

B 4 cayganx nevenwe BEJ] po ppesma GepeMeHHOCTH HE
NPOBOIMINCE — 3 MEITHEHTKAM C IHTONEHHER H CINEHOMETE-
MHEH, BHIARMEHHOMH B0 BpeMA GEPEMEHHOCTH, OKOHUATENRHAA
pepuhmianns guarnoza BEKJ » meuenme sumonmens 8 mo-
CIEPOIOBOM Neprofe; | nammenTra 3a6epeMEHEN B TIEPHON
pemuceui BEJT » n nevemmn ne myamanace. ¥ | nanmenmion ©
BEJ], prmBRneHHEM Ha cpoke GepemenHocTH || Hen, Bopssn C
HapacTaHMeM uHToneHHd npopesena tepanmma HOH-a co
I1 TprmecTpa GepeMeENHOCTH, C MOCTETYIOME Tepanmelt ka-
ApHOHHOM 1oCTe pogoB. TeuenHe GEPEMEHHOCTH H POIOE ¥
BCEX NMAIMEHTOK MPOXOIHE0 6E3 ocnokHeH i, ¥ 3 nammedTox
Yepes eCTECTEEHHEE PONOBLIE TIYTH B ¥ 2 IIyTEM KECAPERA Ce-
uennA. B 2 cmyuasx nepen pogasm# B ceAaH ¢ upToneHHed npo-
BOIMIACE JAMECTHTENEHAA MEMOTPaHChyIHONHAS TEPATIH.

Bce menmmMHk pompTH 300poEsx feTed, Ge3 oTnoHeEHHE B
PEIEMTHH 33 nepuon Habmogenws 6—140 sec (Menonmana
30 mec). B uacTosmmee Bpems BCE 5 MAIHMEHTOK HANOIATCH B PE-
muccun BEJT — 4 semmmue » neppoil pEMMCCHE CO CPOKOM
natmonenHd ot 10 o 48 mec (vexnana 15 mec), | naumenTia —
BO BTOPOH PEMMCCHH Co cpokoM HafmioneHns B8 mec.

[Mpueoory onucanne nedenns BEJ] po ppema Gepemen-
HOCTH.

Cryaait 1. [TaimenTea K., 31 ron, obocnenopana B nexatipe
2014 r. » cenan ¢ nepeoii GepemenHocTrIo cpokoM 11 mem.
AXyIIEpCEHX OTENOHEHHIT v G0IBEHOH He HaGMIOIANOCE, O0-
HEKD B KIHHHYECKOM SHATHIE KPOEH BHARTEHE NEHIIHTONE-
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uHd (remornobus 100 r/n, posbomsrss 34-10%/ 0, nefikommms
1,2:10°/n), mecpoiamos 804, a npH yIETPAIBYKOHOM HMCCIE-
moeanun (¥ 3H) — veenmuenne paamepon cenesenin oo 19§
cM. TanmenTky GECTIOKONTH YMEDEHHAR CAAG0CTL, EIMHIY-
HEE KoxHEE resaromil [Tpn obpamentn x remanomory Ha
cpoke DepeMEHHOCTH |6 HEN BLINOMHEHE TONOITHHTENLHEE
HCCNEN0HAHMA, BERARMENNE THMpounTod o 82% p Mueno-
rpasvve, knoH  B-masbomimor ¢ deworimom CDI9k+,
CD20(bright)+, CD22{bright)+, CD25+, CD103+, CD1lc+;
a takxe TRAP(+); BRAFVAIIE(+). B cosan © noxazanmaMe
K NMPOBEIEHHID JEHEHHA — YCYIYOIEHHE NaHIHTONEHHH H
cieHoMeranii — c |9-i pegenn GepeMEHHOCTH MAIHEHTKE
uauara Tepansd HOH-a 3 mon en. 3 pasa B Hegemo noakox-
uo. TeuenHe sadonenaHHue OCIOKHHAOCE aGcueccoM BepxHed
TPETH 3AMHER NOBEPXHOCTH npasoro Genpa na 20-i wemen
GEPEMEHHOCTH, B CBAZH C YeM BRMUIHEHD BCKPRITHE a0ciec-
Ca M MPOBEIEHA BHYTPHEEHHAA AHTHOAKTEPHATLHAA TEPAITHA
B Teyenme |2 quedl ¢ vaeTOM JaHHEIX OAKTEPHATEHOID HOCe-
noearns nocesa (obraeanit poct Staphylococcus aureus). nn
KOPPEKIMH ITHTONEHHR (resornobus 55 r/n, TposGoimm
30-10°/1) B ITOT MEPHON BEIOAHATACE TPAHCHY 3MH KOMID-
uenTos kposd. Tepama MOH-a nponomkena, k 36-it nenene
DEPEMEHHOCTH JOCTHIHYTA HOPMATHIAITNA TEMOTPAMMED (18-
mornobun 120 r/n, Tposbowwra  115-10°/n, nefixomwms
4,5 10%n, muwdoiprraa 30%), coKpalleRHeE paIMEPOR CENE-
3epk. B pansueitmes nmammenTia wafmonanacs Gea neue-
HHA, 8 wmne 2015 r. va cpoxe Gepemennoct 40 Hen ponmna
snopoyio nesouky (no mxane Anrap 9 6annos). Ipan obcne-
NOBAHKH Hepes 1 Mec NoLne pOJoRY MAIHEHTKH B TEMOrpas -
ME EHOBL OTMEUEHA HMTOneHHA (TpomGoimes 51-10°/a, ned-
kounTs 1,5 10%0) n masdoumros 60%, a Takse criesoMera-
mis 135 5] wm ¢ yMEpPEHHEIM YBETHUYEHHEM A0N0MHHATEHEIX
H 3afpomHHHEY TaMiarimecknx yanos (JIV) no 29=9 mu, B
caman ¢ wem s gocTHsenus pesmmccud BEJl 8 wosbpe
2015 r. B YCIOBHAX THEEHOTO CTAIHOHAPA MPOBEIEHD JEYE-
uHe Knanpuinsom B gose 0, 14 Mo/ K/ cyT noaxosso, Ha Kype
5 munexumit. Jleyenme nepedecna yIoRIeTREOPHTENLHO, ATPa-
HYIOIHTOSA H HEDEKTHOHHERX OCTORHEHHA HE OTMEYANOCE.
HocrurayTa pesuccus BEJ ¢ nopMansHEmM# nokazarenaMH
reMOrpaMMEl M paMEPaMH CeneseHEn, De3 veenmuenna JIY,
B macTosmee spemAa HaOMOIAETCH MEMATOIONOM B PEMHCCHH
BEIL, cpox watmonenua coctanmn 15 mec. B pasawmum pe-
DeHKa OTEIOHEHHI He HafmoaeTC.

B ampanuwzMpyemo#l rpynne NalHeHTOR © COUSTAHHEM
BEI u GepemennocTd ¥ 3 GOUILHENX GepeMEHHOCTE MPOTEKAT
Ha (POHE UHTOTIEHHH H CIUIEHOMETITHH, OIHAKO TOWHE IHa-
ruos BEJ] yeranonnen nHime B nocaeponopoM nepuone. [Mpa-
BOIHM ONHCAHMS ITHX CAYYAEE;

Cmyaaii 2. ¥ Gonenoii C., 38 ner, na 20-i negene HopMank-
HO npoTekamnimedt 4- GepeMEHHOCTH BREIFMRNEHA GeCCHMITIOM-
HaA NEYXPOCTRORAS HTonenHa (resormobus 112 o/n, TpomGo-
waTE 76-10°/ 1), komuuecTeo nefikomrmos B wopae — 8. 7- 107/,
AefKDUMTapHaA GopMyIa HeHasecTHA. PonopaspemeHte Bu-
NOIHEHD HA 3B-# Hemene MyTEM KECAPERA CEUEHMH, POIMICH
snoponkil pebenokx. B nocnepononoM NEpHONE B FEMOTPAMME
COXPaHANACE TpoMOoLHTonenns 70-108/n, Ges apemmn (remo-
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rnobsn 138 r/n), orseuanca nefikomrmos 15.3-10°0/n ¢ mamado-
LHTo30M T4% 33 CcueT ROPCHHYMATEY THMOOUNTOR, TAKKE JTHM-
hotHTos pvEncH B vpesorpasye — 30% (5% popcHEuATRE
michotHTsn). [pn ¥3H aasmmenena cnnenoseraman 175570 s
Gex amaneronatii. Ha ocuonamm ayaioge nomimine-
CKOTO HCCNENOEHHA THMboimmon yoranornexn marnos BEIL,
H MANMENTES HaGmoganack resamonorosd Ge3 nevenmd. [lpu
kouTpOne yepes ¥ mec nocne yeranopnenns maarnoza BEJT or-
MEYEHO pasEMTHE aHemuM (remoroGuH 104 ofa) v yowenne
TposbGoTone HM# ( TposBoiem 50-10°/a), B cosan c wem mpo-
peneHa nocnrenomTenkHad Tepamsd HOH-a n nose 3 mnn en.
1 paza n uenemo B TewerHme 5 mec (mocTHrinyT adubexT — nopaa-
JIHFAIHA YPOBHA MeMOTTO0HHS H YHCNE ACHKOIHTOR, VETHIE -
HHE UHCA3 TPOMOOLMTON, YMEHLIIEHME TMM(MIMTON @ Te-
smorpasvse 0o 44%, COKPAEHHE PATMEDOD CEASIEHEH D
12860 wwm) 1 knamprinnom e aose 0, 14dyr/kr/cyT, 5 smyTpe-
peHHEN HHdyInedl. [Tocne nposemeHHOMD MEYEHMS BOCTHTHY T
HOPMATHIAIHA TeMOIPaAMME H PAIMEPOR CENEIEHKH, ONHAKD
npH koHTpane gepes 3 mec 8 KM nusmnena ocrarousan nomy -
s 2 4% BOPCHHYATRIX THMBOIMTOR, B CRAIM C 9eM Tam-
EHTKE MPOBENEH KyPC Tepanu prryecivatos. B pacrosmee
BPeMHA MAITHEHTKS HAONOIaeTeH Ge3 TEPANTHHA B TEMeHHE 6 Mec.
Pefenxy 2,5 roga, anopos.

Cmyuai 3. Y Somnnoit 5., 42 net, TpeTen GepeMeHHDCTE H
POIEI TIPOTEEANH Ha (HOHE MAHUATONEHAA CPEXHENR CTEMEHH
THRECTH H CIDIEHOMETATHH, HO 083 OCIOMHEHMH, IABCPIIH-
JIMCE poserHes 3n0ponoro pedenka. duarnoz BEJ npeano-
JOEEH MPH AESEHHN THEEMOHHH CITYCTA % MEC nocne ponos,
QIEHAKD W3 AHAMEE34 CTAND HIBECTHO, 9TO EIE 34 2 rona oo
10t GepemenHoCTH ¥V OONBHON BEANANH NEYXPOCTKOEYID
mnroneHun (remornoSan 104 r/n, TpostommTa 70-10%/0),
JmsborrrTos B0% npH HOPMANEHOM KOMTHUECTBE MeifikommM-
ToB, crneHoMeramHi 175%E0 M Ges mumdaneHoNaTHH, a
HMMY HOPEHOTHIHPORAHHE BREATAND k008 B-mmadoumron.
Jrarzos BEJ noareepaaen ciycTa rod NOCHe poaos — Bh-
ampaed  knodH amsmdomsmor ¢ desomnos CD19k+
CD2XXbrighty+ CD5- CD23- CDI0- CD200+ CDI103+
CD25+ CD1lc+ LAIR- 1+; muvchommmos 82% B muenorpanm-
Me W AMMOOHIHAA MHOHIETPANKA B TpenaHobHomTaTe;
TRAP{+); BRAFVaME(+). B cea3n ¢ cHMImoMHo# HTOME -
HHEH, HapacTamnel CIMeHoOMETATHE R, MOBTOPHEIMH HIM30-
AavM  GpoHxonerouHod HHGEKIHM NAUHEHTEE NPOBEICH
xypc Tepanie HOH-a v gose 3 mnu en. 3 pasa 8 wepemo B
TeyeHHe 3 Mec (MoCTHrHYT MhdekT — CHHEREHHE THMMOIH-
Toaa go 40%, coxkpameHMe paiMEPOBE CENEZEHEM A0
l6=7.5 cm). Benen 3a kypeom HIOH-a nna nocTiosenma pe-
MHCCHH IPOBENEH KVPC XHMBOTepanmiy knanpuiunonm 0, 1 ur/
KI/CYyT NONKOKHO 7 MHBEKIM, OCIOMHHBIIHACA 5- THeEHEIM
ArpaHYIOUHTOZ0M ¢ MHHHMATEHEM YPORHEM NeifKOUMTOR
0,7-10°/n, kIHHMYECKMMH TMPHIHAKAMH OCTDOTO OpOHXHTA,
E¥VTTHPOBAHHOM aHTHGAKTEPHATEHOH Tepanueid B TeMeHHe
| wen. [Mps xourpone yepes rog NOCNE TEPANHH COCTORHHE
NALIMEHTEH YIORTETBOPHTENLEHOE , MOKASITENTH NEMOIPaMMMED
B HOPME, CEIE3EHKA HE MANLIMpyeTcH, omHaxo npy ¥3H or-
Medanack Hebonsman crinenomeranmd 145% 54 mm. Bonswolt
IUEAHHPYETCH NPOBEIeHHE NPOTHEOPELMIHAHOID KVPCa Tepa-
MHH PHTYECHMA00M (C yUeTOM OCTATOUHON CIUIEHOMETATHH M
NOBEIIZHHOID PHCKA PAHHETD PEHIMES ¥ NAITHEHTKH MOAO-
I0OT0 Bo3pacTa) B 4o3e 375 Mr/M? eReKBapTANEHD, 4 BRENEHHL
Pefenxy 3 rona, paseuBacTca 683 OTKIOHEHHI;

Cmyaait 4. bonsnas 4., 35 neT, nepesegeHa B THEEIOM CO-
CTOAHHH B TeMATONOMHYECKOE OTAENEHHE HA CHEMyOummit
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NEHE NIOCAE 3KCTPEHHOTD PONOPEsPELIEHHE BTOPOH Depemen-
HOCTH Ha cpoxe 34 nen myTeM Kecapesa ceuennd. TakecTs co-
CTOAHHA PONHIEHHIE 0OVCIORIEHA IRyCTOpOHHER nonenoii
muepMoHmMell Ha doue mMToOmEHHMH (reMmornmobHHE 65 T/m,
TpombomHTer 37-10°/n, nefixowwrer 4.9 -10°/1) 1 ruranTcroii
crnenomeranmmelt Gomee 30 oy, [lpn nankpefimes remaTtono-
rMYECKOM 00CIeI0BAHMH 00HADY XeHEL THMQOUHTOS B remMo-
rpamme 89% (13 mux 49% epopeupuarteies) 1 8 KM (B mueno-
rpamMme Jausibommros T0%, 13 wax 40% spopcHHuaTes Gop-
MEd, sirornHan pudmaETpaMa B TpenasobuonTare). [pn
HMMYHOEHOTHITHDOBAHHH  THMBOIHTOR BREIAANEH A-KTO0H
B-nmmdpormron ¢ mmicokms ypomsem sxcnpeccum CD20,
CD22? » maprepasmm CD103+, CDIlle+, CD25+; CD5—,
CD10—, CD23—. Hecnenonanme TRAP(+) B 25% munechoum-
Ton. [lpopencupoe obCASNOBAHME NOSBOIMIG VCTAHOBHTE
muarno: BEJ. OcofenHocTrio 33601eRaHHA ARHINCE BEIDA-
WEHHAH BHYTPMIPYIHAA ¥ a0n0MHHATEHAS THMOGATEHOIATHH
(KOHTIOMEPATE 3000MHHANTEHELX B 3a0pommHHex JTY, con-
BADIHECA B 060 MHMGOOHIHYI0 MACCY TMCTATEHO OT Ma-
T0T0 CATEHHEA, HEGHIETPHPYIDIIYIG BOPOTA MEYSHH, TI0TE-
Ty ACUHYI0 MENETY, MOIK0R00GPAIH0 OXEATEIBAIIITYI0 A0PTY W
HHKHI0 NOTYED BeHy, 00mmmM passmepos 1o 1227 ou). Mocne
Y MHPOBAHHA HHOEKITHOHHEIX OCIOKHEHHI GonsHOH npope—
neHo negeume nocrenoraTensHno HOH-a » xnanpufunou B
CTAHAAPTHEIX 403X, C JOCTHAEHHEM MOTHOH KTHHHKD-TEMa-
Tonorsgeckod pesuccrn. Jannan peMHCCHH COXPAHANACE
3 rona, nocne wero paIEAACH PEUHIHE 3360TEEANHA, YCTIEN-
HO JEYEHHEH MOETOPHEM MOCTEI0EATENRHEM TPHMEHEHH-
eM crapnapraoro npotokona negenna BKJl HOH-a » kna-
ApHOMHOM W (C VUETOM PEAHHEND PEllHIMBA) TIOCTE Ty MIIHA
Ky pooM PHTYECHMa0a B nose 375 Mr/M® exexsapransHo 4 npe-
nenmd. Mocruruyras seropas pesuccrs BEJ coxpanserca no
nacTommero apesenH (7 net). Pebenxy 11,5 rona, snopon.

Kpose Toro, nog Hammu HatmoneHHeM HANOTHTCH MO-
JIOIAA MAlTHEHTEA, ¥V KOTOpOi ouepenHan fepeMeEHHOCTE Das-
mumack B pesmmccun BEIL

Cryaait 5.V Goneaodt £, ouarnos BEJ yeranonnen s nos-
pacte 28 IET HA OCHORAHHH MAHIWTOTIEHHH © THAMBOIHTO-
30M, CIUIEHOMErATHH, THMbouaHol mudmasTpamsm KM c
BOPCHHYATEIMH GhopMaMy THMBOUHTOE B MHEIOTpAMME H
TpemanobioTare, ¥ nomyaEamus B-musdonmmon ¢ denomm-
nom CD1%+ CD5— CDI0-, CD20+({pecoKan TMOTHOCTE)
CD23- CD25+ CDI lc+ CD103+ CD38—CD43—. TManmenT-
KE MpOBEREHD nmocnenoeatensHos nevenne HOH-a 8 mose
3w e, 3 paza B Hegemo B Teuenme 4 mec # | Kype TepanmM
knanpubuuoM 8 nose 0, 14 mr/xr/cyT 5 meeil, ¢ rocTioeHKEM
MOUIHOH PEMHCCHHE, 8 33TeM KOHCOTHIHPYIOMHA peMHCCHI
K¥PC TepanuM puTykcuMabosm B nose 375 ur/s® 4 anueanmd ©
uuTepeanos 3 mec. Yepes | roa nocne sapepmenns Tepanum
uacTymana nomuan pesuccna BEKJT Ges npussaxos smmmH-
MansHOoi ocTarounod Gonesnn B KM, nogreepanennoil npa
HMMYHODeHOTHITHYeCKOM Mecnenoranin. Cryera 2 rona no-
CNE 3ABEPIIEHHA TEYEHHA BO BPEMA COXPAHAIOILEHCH DEMHC-
cur BEJL, B nospacte menomisix 32 net nanMenTea abepene—
nena. B redennn DepeMeEHHOCTH H POIOR OTKAOHEHMEH HE OT-
MEYEHO, POAHACH 3M0POBLI peGeHOK, PAIRHEAETCH HOPMATE-
HO pH cpoke Hatmonerns 7 Mec.

BEJ1 no nacTosmero BpeMeHH AENASTCH eQHHCTBE HHEIM
ApoOHMYECKHM  mHMcbonpontHepaTHEHEM 33000 BaHHEM,
MPH KOTOPOM OJIMH KODOTEM KYPC NeYeHHA AHANOTAMH My-
PHHOE NPHBONHT K UIHTENEHEM H B GOIBIIMHCTEE CIyYaen
NOTHHM PEMHCCHAM, H K COOTBETCTEHID TIPOIOUTEHTENEHO-
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CTH ®HM3IHH DONEMBIX OBIHEd MPONOIKHTENRHOCTH KHIHH B
MOTYAAIHH NPH A0eKEITHOM aeuennn [3—7].

[Mpy waxomeHHH GONLILEND YHCTA HAGMOIEHHA BRIEC-
HAeTcA, yro npotneda BEJT wacTo kacaeTed nanmmneHToR dep-
THIEHOID BO3pacTd. Tak, B ONHOUEHTPOBEX HCCHETORAHMAX
GPHTANCKHY W AMEPHKAHCKHMX TEMATONOTOR, OXEITRIBARMITNX
331 v 3 naupenton, v 24 1 22% GOIRHEIX COOTEETCTREHHO
BEJ] xrannen v nozpacte monose 40 ner [8, 9). Tpensumy e
pesynrTars wecnenonanna BEJ p names uenrpe obHapyam-
pami 26% mammentos BEJ] sonome 40 ner n woropre w3 160
GoneHen [ 10]. K nacTosmeMy BpeMerH B HCCIEA0BAHHON Ha-
MM Gomee yem 3a gpamuaTHAeTHHH nepuog (1994—2016 )
nomyasmH 13 460 mammenton ¢ BEI 22% wonome 40 ner v
netiore sabonenanma (101 namwenT, w3 wHx 34 WEHIMHEL).
Taxms ofpazoM, BOIMOKHOCTE GEPEMEHHOCTH ¥ GOMEHON ©
BEJ] npepcrapnaeTca BIOMHE GaMIaeMOoi.

[epooe onucanue GepemerpocT y manmenTed ¢ BED
orHocHTed K 1987 r. [11]. C rex nop onucano 11 coyuaen co-
uyetaHus GepemenxocTH 1 BEJL, ¢ pasmmunkmm nomonaMs K
MEYEHHI0 — OT HabmoIaTenEHOH TAKTHEH 10 XHPY PrHUecKor
WITH JekapeTeeHHoro nederna [11—230].

Conenpsgromun. Omucann 4 cmygan C3 v NauMeHToR ©
BEJL, samonuennoi va doue Gepemennoctu [14—16, 19].
(OnepalHa BRIMOAHANACK Ha cpoke oT 16 o 25 wen Gepemen-
HOCTH, BO BCEX CYHAAX XHPYPIHUECKOE NIOCOGHE W DAHHHI
MOCTEONEPAIHOHHEIR NepHon NpoTekany Bes ocnoxHeHHH.
B 3 cmyuanx gocrurayTid nocne C3 odwpexT oxazanca mo-
CTATOMHEIM [U1H BeneHHA DepeMeHHOCTH 10 pogos Des nonon-
HHTEARHOTD JTEYEHHA, XOTH ¥ 7 GoneHEX sdubert CH Grn He-
CTOHKHM H BCKOPE TIOCTE POA0E BOSHHIOTH IKCASAHNN K T
uefimed Tepammn BEJL B onmom cmyuae stebexr C3 oxaszan-
€A DYEHE KOPOTEMM W OkuT yTepa & 34-i uwenene Gepemen-
HOCTH. ¥ oauHoi naumenTEn nocne C5 B paHHeM NOCIEPOI0-
BOM MEPHOIE OTMEUEHD VIIEMIEHME CTEHKH MEMYIKA B IPH-
mepoM nedexTe muadparser, notpeboRanmes IKCTPEHHOTD
AHMPYPTHYECKOTD MOCODHA.

HPH-o. Oner npavenenns HOH-o v GepeMeHHRY 10—
BONEHO OGIIMPEH, MOCKOIEKY TOT NPENapar MHpOKo NpH-
MEHAACH B AedeHHH DONEHEX GOAEE PACTIPOCTPAHEHHEIM BH-
A0M reMo0IacTo3a — XPOHMUECKHM MHEIOHTHEIM HeiKo30M.
Mockomsxy HOH-a we murubapyer cuares [JHE, ero npe-
MEHEHHME TEOPETHYECKH ONpartaHo npH Gepemenuoctw [21],
OTMEUEHE ET0 XOPOIIAS EPEHDCHMOCTE, OTCY TCTEHE OCII0HK-
HEHHI B NepHon GepeMEHHOCTH H DONOE, HOBOPOXIEHHEE HE
OTIHUATHCE 0T CREpCTHHKOR B paseuTHM. HH-a npaxTime-
CKH He MPOMHEAST Yepes MUTaleHTapHER Gapsep Hi-3a GOk
moit monexynapaoi maces (19 ka) [22]. Hecnenoranmus Ha
HMBOTHEX nokaskmant, yto HOH-a ve obnagaer Teparo-
reHHEMH CBOHCTEAMH — TOTOMCTBO KPEIC H KPOIHEOR, ¥ KO-
Topx npasenanca HOH- a, ve orasmyanocs ot anoposoi mo-
MyJIAIHH, OOHAKD TP NIPHMEHEHHH GOILIINY I03 MPenaparTa
¥ MAKAK-PEIVCOE OTMEUANOCE OONBIIEE YHCI0 CIODHTAHHED
abopros [23]. B ofsope mo wccnenoBaHMio Ges0TEcCHOCTH
npusmedenia HOH-a ana mmona y 63 GepeMeHHbIX He 3ape-
FHCTPHPOBAHD HH GIHOTO CTYYad BPOXIEHHOND MOPOKa pad-
EHTHH WIH MEpPTEORORISHHS, OTMEYeH OIHH CIyYal cIioH-
TaHHOro BeEHOEIa # 13 (20%) cnyuaen npexneBpeMeHHED
pomon [24]. Omacanne nprmenenna HOH-o v Gepemennkx c
XMl uu B OIHOM CITYYAE HE BESEHT0 CEAZH C [IOBHIIEHHEM
PHCKOM BPORIEHHEN SHOMATHA, BO BCEX CIYYAAX POIORES-
PELIEHHE TPHBEND K POXIIEHHID JI0POBEIX 1eTel Ge3 orpHia-
TeNBHEX MOCAencTEM ana Matepu [25—27]. ArTopsr nenamnT
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ERIA0I, YTO OTCYTCTEME Teparorednoro sboexra HOH-a »
€r0 YOORMETROPHTENEHAA NEPEHOCHMOCTE NENZET BOAMOK-
HEIM €50 npEMeHeHHe npH GepemendocTd. Janmex o Gelo-
macuocT! npuseHeHHa HOH g nepuon rpymHonn okapymH-
BAHHA HET, 3 TAKKE HEMIBECTHO, IPOHMKART N KOMIOHEHRTE
NPENAPaTa B IPYIHO0E MOTOKO.

B mureparype onucauss 3 coyuan repamu HOH-o y na-
mrenTok ¢ BEJl npu GepesennocTy, orMeueHa XOPOIIAN Me-
PEHOCHMOCTE MATEPLID, OTCYTCTEHE OCAOKHEHHA B NMEpPHOD
GEPEMEHHOCTH M POIOE, HOBOPOAIEHHEE HE OTAHYATHCE OT
cEepcTHHEDR B pasauTen [12, 13].

Knagputun. [Mpenapar oTHoCHTCA K IPyINE My PHHOBEL
AHANOTOR W ARTASTCA HAPSAIY C IPYTHM TYPHHOBEIM AHAT0TOM
NENTOCTATHHOM MAKCHMATEHO MWpQEeKTHRHEM TIPenapanos
nng nevenrd BEKJL Tepanesriueckan sdwbexTunnocTs, Tepa-
TOrEHHBE CROMCTED, TOXCHUHOCTS UIH MaTEPH W L0 Iy PH-
HOBBIX HANOTOE WIYYEHE HETOCTATOYHO, ONHAKO HX OTHOCHT
K KMaCCy Npenapatos, He PEKOMEHAOBAHHEIX K MPHMEHEHHIO
np DEPEMEHHOCTH H3-33 N0KAIAHHE B IKCHEPHMEHTAN Ha
HHMBOTHEIX TEPATOMEHHEX CRONCTE B BEICOKOTO YPORHA BHY-
TpuyTpoGuoil cMepTHocTH ( FDA kareropin D — snomyuens
NOKAIATENECTEA PHCKA HEGIArONMpHATHOTD TEHCTRHA NeKap-
CTEEHHOTD CPEACTEA HA U0 YEN0PEKA, OIHAKD MOTEHITHATE-
Had MOIL3A, CRASAHHAA © NMPHMEHEHMEM NEKAPCTREHHOMD
cpencina y DepeEMEHHED, MOKET OIPANILBATE EN0 MCIOIEI0-
BaHME, HecMoTpH Ha pucks) [28]. Tem ve Menee nmeeTcs ooHO
coodieHHe 00 YCOSMHOM MPHMEHEHMH KIAIprOHHa B CTaH-
mapraoit nose y nansedTen ¢ BEJT o 1T rpusectpe Gepemen-
HOCTH, HECMOTPA Ha TO YT0 JIEYEHHE OC/IOKHIIIOCE ANpanyo-
IHTO30M LIHTensHocTED 1 Mec [17].

B nwrepatype TaKKE HMESTCH OOHO cooOmedne ob
yenemHod fepeseHHOCTH ¥ marmmenTin B pesuccys BEJ no-
CIIE Kypca neueHMs kianputmnaon [ 18],

Purykesmab. Oreocures k knaccy C npenaparon nps Ge-
pemeHHOCTH no KnaccHbmkamm FDA (FDA kareropua C —
SHCCNEADEAHHA HA XKHEOTHEIX BEABITH OTPHUIEATENRHOE BO3-
nefcTEHE NEKAPCTRA Ma TUT00, 3 HALISKATIINY HCCTenoRasmil y
GepeMEHHEX He GRUIO, OIHAKO MOTEHIHATEHAA [OME3A, CHA-
IAHHAA C PHMEHEHHEM TAHHOTD JEKAPCTEA ¥ GepeMEHHED,
MOKET CIIPARILBATE E10 HCIIE30OBAHKHE, HECMOTPA Ha HMEID-
mmiics pucks). B coassm ¢ oMM pexoMEHIYVETCH IUIAHMPOEITE
GepEMEHHOCTE HE DAHEE YEM YEPE3 TOO MOCIE MPHMEHSHHNA
prTykcHMata. B sxcnepumenTax Ha ofe3saHax NoKazaHo, U
PHTYKCHMAE B TepaneBTHYeCKO 1038 He 0ONATIET TEPaTOreH -
HEIMH CBOCTEAMM, OHAKD ¥ HOBOPOEIEHHOID OTMEMAETCH
HeToeHHe B-KIeTouHOro HMMYHHTETA, KOTOPOE HOPMATH-
3yercH K G-Mecaunomy pozpacty [29]). Cnemyer orMeTHTE, uTO
NPOHHEHOBEHHE PHTYECHMA0a 4Epes IUEIEHTY BOSPAcTaeT oT
I & 111 TpesecTpy GepeMeHHOCTH © MHKOM Ha 26-# HEOENE re-
CTHIHM, H 3T0 CIETYET NPHHHMATE BO BHHMAHMHE TIPH PHHS-
THH PELIEHHA O HAZHAYEHHNA NPENapaTa.

B obzope, nocEAeHHOM MPHMEHEHMI0 PHTYKCHMADa y
GEpEMEHHEIX, TPOAHATHIHPORAH WCXON GepEMEHHOCTH ¥
153 naumMednTor, NOMyUARIMX MPENIpaT Ha PASHEIX CPOKAX
GEPEMEHHOCTH B CEAZH C TEYEHHEM OHKOTEMATOIOTHIECKHX H
AYTOMMMY HHEIX 3a00meranmii — musdom (B COUETAHMM C XH-
MHOTEPANHEN), PEBMATOMINOID APTPHTA, CHCTEMHOMN Kpac-
HOH BOMMAHKH, SyTOMMMYHHOH IeMOoIHTHYecKOd aHeMHH
HUTH MMMy HHOH TpOMBOLHTONEHHH (B YACTH CAYYAEE — B CO-
ueTaHHH ¢ npegunzonodoM) [30]. EepemennocTe 3apepud-
MACE POIAMH HHERIM pefeniom y 30 Sonkaen (13 wux 22 npe-
HIEBpEMEHHEIX pOA0E Ha cpoke oT 30 no 37 wen). ¥ 33 xen-
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nIHH GEPEMEHHOCTE CHDHTAHHD NPEPEATACH HA PASHEY CPO-
kax. ¥ | | Mnanennen oTMeYe N reMITONOTHYECKHE OTIIIGHE -
HMA — HedTponenns, MEMOONEHHA, CHMMEHHE YMCIA
B-mmsado-mmwron, tposBommronenns, amemua. B Gonnmmmm-
CTEE CITYYAEE [IMTONEHHK OBLUTH TPAHINTOPHEIME W Ky ITHPOB -
JIHCH CAMOCTOATEARHD B TEdeHME Heaeh — vecanen. M3 3 no-
POPOAJIEHHLEIN ¢ TPOMOOUHTONEHMENR ¥ O1HOMD pedeHxa (oT
MATEPH C HMMYyHHO TpoMbomMTOnNEHMedl, momyuammmel pu-
TyvEcHmad e [1] tpusecTpe) posHHEIO KPOROHIIHAHHE B 10—
noapoit moar. Hecmorpa wa cayuan Helitpo- B mashonessm,
HHdeKIHH ¥ 2THX JeTeil He OTMEUEHD; B TO Xe BPEMS HMe-
mick 4 comyuan Heoparanseoit wHdeximK (M3 HEx 2 conyuan
LIHTOMErATOBHPYCHOH HHbEKIHN) ¥ HOBODORAEHHRIX Be3 oT-
KNOHEHHHA B aHanHiax KpoEH.

Yo kacasten BEJL, » nHTmeparype ONMWCAH EMHHCTESH-
HEA cyuaih NpUMEHEHME PHTYKCHMata ¢ 26-1 nemenn depe-
meHHOCTH (4 eXEHEASIEHEX BEENEHNA B CTAHIAPTHON no3e),
KOTOPEI, OAHAKO, HE NPHEEA K EYTTHPORINHI [THTOIEHHH,
B nocnencteme stoli Goasaoi ma 32-i wepene GepemeHHOCTH
NpOBEAEH EVPC TEPAMHH KNaIpuOHHOM, TPMBEAIIHM K pe-
sicci BEJ], wo ocnosommmnmiics miMTebHEM arpaHymno-
HTO30M 0o 36-i penenH Gepemennocta [17].

Bemypadienmb. [Ipenapar otHocHTea K KISCCy NPOTHDO-
ONYXONERLX TPEM3paTol — HHTAGHTOPOE NMPOTENHEMMAT,
TIK KdK ARTHETCH MomHEM #urnonroposm BRAF-gnuas (ce-
PHHTPEOHHHKHHAS, KOOHPYeMEIX TeHOM BRAF ¢ aKtHRHDY 10-
ureys MyTameaMy B kogode 600), [Mockoneky B pesvikTaTe
VEAZAHHEX MyTalHil 8 rede BRAF npOMCX0OIAT KOHCTHTY THE-
Hi" AKTHREAIMHA oHKoreHHom Genka BRAF, poanmxaeT npo-
hepaia KIeToK B oTcyTeTEMe thakmopor pocta. Besmypa-
heHHD ARMASTCA NPENAPATOM BRIGORA ANA ACUCHHA METICTA-
THUECKOH Menasomel ¢ nokazannoi mytansefi BRAFVeDOE.
JanHas syTanmns Takse BREETReTcH B 9B% caywaee npm
BEJN, onnako sesypadennd NpHMEHAETCA B HACTOSINEE BDE-
MA JTHIIE U8 MEYEHHA PEIMCTEHTHRIX K CTAHIAPTHON Tepa-
MHH AHATOTAMH My PHUHOE (K1aIpHEMH, NEHTOCTATHH) W MHO-
rokpatio pemmauenpyomex dopy BEJL Hecsorps ma to
YT HCCASIORAHMA HA XHBOTHRIX He BRISBHIH TEPaTOreHHO-
CTH M NIDKA3ANTH KpafiHe Manoe NpoHHKHOBEHHE [Penapara
uepes maneHTy (3— 5% oT KOHUEHTPalMH v caMiH yepes 4 g
npuMeHedns), peMypadennt He pEKOMEHIORAH K TIPHMEHE-
HHID B nepuoa GepemendocTH. HMeeTca onHo onmMcan#e mpM-
MEHEHHH BEMY pathenha MpH METACTATHYECKOH METaHOME 0
EHIHEHHEM NoKazaHuAaM v Gepemennoit B 111 tpasectpe B
TeueHHe 5 wen Ges nocnencTami mns moga [31]. Mpe orom
KOHIEHTPEIHA MPEMAPATA B KPORH HOBODORIEHHOTO M B ITy-
MNOBHHE OLUTA SHAYMTENLHO BRIILE OIIHCHIEAZMONA B HCCIENo-
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BAHMAX HA KHBOTHRIX H cocTammana S0% oT KoHUEHTDALIHH B
sarepuHckodl kpoed. Onema npuMeHennd seMypadennda v
Gepemernux ¢ BEJT mer.

YunThRan HAMOKEHHOE, B KAYECTEE NeuefHEN O v
Gonenoii BEJl, nogreepacaennom Ha cpoke GepeMeHHOCTH
16 wen, mMu paceMarpueand C3 wmm npusenenne HOH-a.
C vueToM NpencTOAMEH IIHTEIEHOCTH GEPEMEHHOCTH MEI
pribpans HOH- a xak anpobuposannedi 1 GezonacHsil B ne-
puon GepemennocTd npenapar. [popegennoe ¢ 19-ii no 36-10
nenemo bepesmennoctd nedexre MIOH-a nozpommno nocrius
xopowmeit gacTrunoi pemucein BRI © mopsmanmzanmei re-
MOTPAMME H COKPAIEHHEM PAIMEDA CEAE3EHKH 083 OTKI0HE-
HHil B TEYEHHH GEPEMENHOCTH H PAIBHTHM TLI0IA.

Ham ok nokasMpaer, 4o B ciyuae GepeMEHHOCTH ¥
Gomeroit ¢ BEJT Be3 noxazanmil K HEOTNOKHOMY NEYEHHID —
npH HernyDOKoil UHTOTEHHE H HESHAYMTENEHOH CrIneHoMe-
ramuM, Ges HHdeKiHoHHEY npoasnmeril (cmygan 2 u 1) nos-
MoxHO Hadmonenne. B 1o ke ppems kpaiive onNacHo naccHi-
HOE BEIEHME MALTHEHTOK C ¥y rmyinmoneics nuronenmsed (kax
B coyuae 4), HAMpoTHE, HeoOXOTHME! GRICTPRE BEpHHKAINA
JHATHO33A HOCNeA0BAHKHH, MOBONAKMIHY BROpPATH aMEKBAT-
HYH TAKTHEY NEYEHHA H CBECTH K MHHHMYMY OCTOXHEHHA H
PHCKH B TEUEHHH GEPEMEHHOCTH W POIDE 4 MATEPH M pe-
Genwa [32—35). o wamemy oNMETY, GEPEMEHHOCTE H POIR B
pesmccu BEJ] mocne Tepamms snanpuGMHOM BOSMOMKHE,
NPENIIECTEY HIEE MPHMEHEHHE MPENAPATA HE OCAOKHAET HX
teuenme. Havy Taxse wabmonaores manpents ¢ BKJT —
MYBUHHEL, ¥ KOTOPRIX POTHIHCE neTH (7 neteii): onuu pete-
nok g0 Hayata nevepus BEJL, octankuee p nepuon neueHnns
HMOH-a wim B nepson peMUCCHE TOCTE KYPCA KnanpuiHHa.
Bospacr nereft ot 1,5 no 18 ner (mennana 9 ner), poe 300pPOBHL.

Hecumotpsa wa nocTixenss B nevensn bonsasx BEI, pe-
MEHHE MALMHEHTOK C TEMaTOACTHYECKHMHE 3a00Te BEAHMAMH Ha
dhome GepeMEHHDCTH OCTAETCH CHoKHOM 3amauedl, TpeGyio-
e KOMITIEKCHOTO moaxona. JlauHee THTepaTypeal o npe-
cTanneHHol mpofineMe peckMa orpaHMueds. TepanesTHde-
cKaA MheKTHRROCTE, TEPEATOMEHHEE CROMCTRA, TOKCHYHOCTE
H MATEPH AHATONOE MYPHHOBKX OCHOBAHKHH, pHTyEcHMaba
u pemypatennta HayueHs HegocTaTouHo. BepemennocTs Ha
drone BEJ — penxoe cokmie, NpH KOTODOM TPEGYETCH TEpa-
TMHA TONLKD B CIIVYAE MPOrPECCHPYIOWEHR M yIpoXaA0med M-
TONEHHH HIH creHoMeranmi. B nacTommee ppeMa KHHH-
yeckHe pexomednaime no mededmio BEJD npeanmctimanr
HAYHHATE JEYEHHME TONRKD NMPH HATHIHHE NOKaZanHil, cTana
ua nepaoe mecto HH-a u C5.
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