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Cnucok coxkpaimeHui

Anno-TI'CK — TpaHCIuIaHTalMs aJIJIOT€HHBIX T€MONO3THYECKUX CTBOJIOBBIX KIIETOK
Ayto-TI'CK— TpaHCcmiaHTaI1s ayTOJOTUYHBIX T€MOIIOATHYECKHUX CTBOJIOBBIX KJIETOK
BPB — G6e3penuivBHas BEHKHBAEMOCTh

B/B — BHYTPUBEHHO

BKJI — BosocaTokII€TOUHBIN JIEHKO3

JAIBC — nucceMuHUPOBaHHOE BHYTPUCOCYIUCTOE CBEPTHIBAHUE

JC — muddhepeHIMPOBOYHBIN CHHAPOM

WP — unaykuus pemuccuun

KU — knnHnueckoe uccieqoBaHue

KM — xocTHbIN MO3T

KT — xommbrotepaas Tomorpadus

MOBb — MuHHMManbHas OcTaTO4Hask O0JIE3Hb

OB — 00111251 BBIKHUBa€MOCTh

OJI — ocTpbrit JeiiK03

OMUJI — ocTpblil MUETOUTHBIN JIEHKO3

OI1JI — ocTpblil NPOMHUENTOLUTAPHBIN JEHKO3

OT-IILIP — nonumMepa3Has LenHas peakius ¢ 0OpaTHON TpaHCKPUNITA30M
1K — nepucdepuueckast KpoBb

[TP — nostHast pemuccust

[TLIP — nonumepa3Has uenHas peakius

C3II — cBexe3aMOpoKeHHas I1a3Ma

TI'CK — TpaHcnaHTanus reMOorno3THYECKUX CTBOJIOBBIX KJIETOK

TKM — TpaHcIuianTanust KOCTHOrO MO3ra

Y /I — ypoBEHb JOCTOBEPHOCTH JOKA3ATEIbCTB

V31 — ynpTpa3ByKOBOE UCCIEN0BAHNE

YVYP — ypoBeHb yOSAUTETHHOCTA PEKOMEH AN

O Ab-knaccudukanus — knaccupukanus OpaHko-aMepUKaHCKO-OpUTAHCKOM TPYIIITbI
JKCIIEPTOB

XT — xumuorepanus

IHC — nenrtpanbHasi HepBHas CCTEMa

ARA-C — niurapabuna™*

ATO — MBIIIbSIKA TPHOKCHU]T

ATRA** — NOJHOCTBIO TpaHC-PETHHOEBAs KUCI0Ta (TPETUHOUH**)
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CD — xnacrep nuddepeHImpoBKr

FISH-uccnenoBanue — uccie1oBaHKe METOA0M (PIIyOpeCeHTHOM rubpuu3aruu in Situ

FLT3 — fms-noto0Hast THpO3MHKKUHA3A-3

** — )KM3HEHHO HEOOXOAUMBIC Y BAYKHEHIITNE JICKAPCTBCHHBIC MTPETIapaThl

# — mpenapat, IPUMEHSIOIIUICS 0€3 COOTBETCTBUS C MOKa3aHUSIMU K IPUMEHEHUIO U
IMPOTHUBOIIOKA3aHUAIMU, crocobamu MMPUMCHCHUSA U J03aMH, COACPIKAINNMUCA B MHCTPYKIIHUHU 10

MPUMEHEHHUIO JIEKaPCTBEHHOTO Tipernapara (odd-neiioi)



TepMuUHBI U onIpeaeJeHus

OcTpplii MPOMHETOUMTAPHBIN JIeliK03 — OCOOBI BapuaHT OCTPOrO0 MHEIIOHHOTO
JIeiiKo3a ¢ mpeodIaJaHieM aHOMAIbHBIX IPOMHUEIIOIUTOB, XapaKTePU3YIOLUIHICS TeHETHUECKUMHU
MyTalusiMU, NOpUBOIAIIMMU K pekomOunaumu reHa RARA ¢ remom PML (myranus
t (15; 17) (922; 912)) wiu ¢ ApyruMu reHaMu-TIapTHEPAMH.

JAnddepeHIUPOBOYHBINH CHHIAPOM — KHU3HEYTPOXKAIOIIEE OCI0KHEHNE, PA3BUBAIOIIECECS
IIPU JICYEHUH OCTPOIO MPOMHUEIOLUTAPHOIO JIEHKO3a MOJHOCTHIO TPAHC-PETUHOEBOW KHCIIOTON
(TpeTuHOMH®*) W TPHOKCHAOM MBIIIbSIKA, KOTOPOE TUArHOCTUPYIOT NMPH HAJIMYUU HE MEHee
4 CHMIITOMOB M3 CIIEAYIOLIEr0 CHUMIITOMOKOMILIEKCA: JIMXOpaaka 0e3 BBIABICHHOW MPUYUHBL,
HapacTaHUE YUCIIA JEUKOLUTOB, PECIUPATOPHBIN JUCTPECC-CUHIPOM, HHPUIBTPAIUS JIETOYHON
TKaHU Ha PEHTT€HOTrpaMMax, TMIOKCEMHUs, OTEKH (TMJIpPOTOpaKC U TUApPONEpUKapA), NpudaBka
Macchl Tejla, IOYeYHash HEJOCTAaTOYHOCTb, apTepualbHas rumnoreHsus. llenecooOpa3zHo B
TUarHocTuke Au¢GepeHInpPOBOYHOTO CHHIPOMA HCIOJIB30BaTh TEPMHUHBI «OPTaHbI-MHILIECHN,
«OpraHHbIe MOPAKEHUSY BMECTO KITHEBMOHHUS, «TENATUTY, KITAHKPEATUT» U T.1.

MosHoM pemuccHedl OCTPOro MPOMHUENOLMTAPHOTO JIEWKO3a MPUHATO HA3bIBATH TO
COCTOSIHME KPOBETBOPHOW TKaHM, MPH KOTOPOM B ITyHKTAaTe€ KOCTHOTO MO3Ta OOHAapy>KUBACTCS
<5 % O1acTHBIX KJIETOK NPU HOPMAJIHHOM COOTHOIIEHHH BCEX POCTKOB KPOBETBOPEHHS, MpPH
KoiuuecTBe HeiiTpodunoB B mepudepuueckoit kposu >1,0 x 10%m, mnpu  KommuecTBe
TpombormToB >100 x 10%n, mpu OTCYTCTBMM SKCTpaMeyJUIApHBIX OYaroB JeiKeMHYecKoro
pocta. YKa3zaHHbIE IT0Ka3aTeu 0JKHBI COXPaHIThCS B TeueHue >1 mec.

Pe3uctenTHass ¢opmMa OCTpOro MPOMHUETOIMUTAPHOTO JIEMKO3a MOXKET OBITh
KOHCTaTHpPOBaHAa MPU OTCYTCTBUHU MOJIHOM PEMUCCHH MOCIE 3aBepliieHus 1 Kypca HHAYKIIMOHHON
tepanuu. [Io MHEHUIO GONBIIMHCTBA MEXIYHAPOAHBIX U POCCUMCKHUX 3KCIEPTOB, Y MAI[UEHTOB C
OCTPBIM TMPOMHENOLMUTAPHBIM JIEHKO30M, JOKAa3aHHBIM MOJIEKYJISIPHO-IIUTOr€HETUYECKUMU
UCCIIEIOBAaHUSIMHM, TP HCIOJIb30BAHUU TPAHC-PETUHOEBOW KHUCIOTHI B COUYETaHUH C
XUMHOTEpanue WO  TPUOKCHUAOM  MBIIbAKa**  pedpakrepupix  Gopm  ocTporo
IIPOMUENIOLUTAPHOTO JIEHKO3a HE CYIECTBYET.

Panunsisi cMepTh — cMepTh NMALMEHTOB B MEPUOJT MHAYKIIMOHHON TEpaIuu.

PeunauB ocTporo mpoMHENIONUTApHOTO JIEWKO3a KOHCTAaTHPYIOT NpU OOHApyKEHHUU B
MYHKTaTe KOCTHOTO Mo3ra >5 % OJ1acTHBIX KJIETOK.

MuHuMAaIbLHONH 0CTATOYHOMN 00/1€3HBIO, WJIM MUHUMAJIBHOU pEe3uIyaabHONU OOJIEe3HBIO,
HA3bIBAIOT HEOONBIIYI0 TMOMYJSALUI0 OMYXOJEBBIX KIETOK, KOTOpass HE MOXKET ObITh
3apuKCUpoOBaHa C IOMOIIBIO CBETOBOTO MHUKPOCKOMA, HO OOHapy>KHMBaeTcsi 0ojiee TOHKUMU

METOAdaMH HUCCJIICAOBAHUM, BBIABIIAIOIIIMMU 1 HeﬁKeMH‘ICCKYIO KJICTKY Ha 104_6 HCCIICAYCMBIX.
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IuToreneruyeckasi peMHCCHsI — 3TO MOJIHAS KJIMHUKO-TEMAaTOJIOTUYECKasi PEMUCCHUS,
npu koropoit merogom FISH (uccienoBanue metonom (hiayopecieHTHON rudpuan3aiuu in situ)
He BbIsiBIsieTcs cnuBHOM reH PML-RARA.

[HuTroreHeruyeckuii peuwauB — TOBTOpHOe TosBIeHUEe TeHa PML-RARA,
onpenenstomeecs Merogom FISH, nHa ¢oHe coxpansromencs KIMHUKO-TEeMaTOJOTHYECKON
PEMUCCHH.

MoJiekyJsipHasi peMUCCHSI — 3TO TMOJHAST KIMHUKO-TEMATOJIOTHYECKasi PEMUCCHSI, TIPH
KOTOpO HE 0OHAPYKUBAIOT UCXOAHO ONPEICISIBIINNCA METOIOM OJTUMEPA3HO-TIEITHON peakluu
XUMepHBIH TpanckpunT PML-RARA npu uyBcTBHTENbHOCTH MeToa 1074,

MoJiekyJSIpHbIi penuIuB — TMOSBICHHE HWCXOIHO OMPEICISBIICIOCS XHMEPHOTO
tpanckpunta PML-RARA B 1ByX NOBTOpPHBIX aHaIM3ax (IIPOBEJEHHBIX C KOPOTKUM UHTEPBAIOM
BpemeHu — /—10 nHelt) Ha poHe coxpaHsrOmIeHCcs KITMHIKO-TeMaTOJIOTHYECKOH PEMHUCCHU.

TpancniaHTauus reMONMOITHYECKUX CTBOJOBBIX KJETOK — TMOJ ATHM TEPMUHOM
OOBEIMHECHBI TPAHCIUIAHTAIUS TEMOIOITHYCCKUX CTBOJIOBBIX KIETOK KOCTHOTO MO3Ta,
nepudepudeckoil, MynoBUHHOM (IIalleHTapHON ) KPOBHU.

OO0mas BbIKHBaeMOCTb. /[ ee OLIEHKM aHATU3UPYIOT BPEMEHHBIE MMapaMeTphl BCEX
MAIMEHTOB, BKIIFOUEHHBIX B UCCIIEI0OBaHe. AHAIN3 OCYIIECTBISAIOT MeToioM Karnana—Maiiepa.
Toukoli orcuera sBisIeTCS ACHb Hadana Ttepanuu. COOBITHEM CYUTACTCS TOJIBKO CMEPTh
NAMEHTOB OT JIOON MPUYMHBI (paHHSS JIETAbHOCTh, CMEPTh B NMEPUOJl PEMHCCUU OT JHOOOH
MIPUYUHBI, CMEPTH B MIEPHO]] PELIUINBA).

Be3peunnuBHasi BbIkHBaeMOCTh. [Ipu ee aHanmm3e y4YuTHIBAIOT JaHHBIE TOJBKO TEX
MAIUEHTOB, Y KOTOPBIX ObLIa JOCTUTHYTA TOJTHAs PEMUCCHUS. AHAIIN3 OCYIIECTBISIFOT METOIOM
Kannana—Maiiepa. Toukoii oTcuera cuuTaeTcs 1ata JOCTHKEHUS MoIHOM pemuccuu. CoObITUAMU
CUMTAIOTCA PEUHUIUB M CMEpPTh OT 000N MNpUYMHBI (B TEpUOA KOHCONHAALMU WU
MOIJIEP>KUBAIOIIETO JICYSHUS, OT PEIUANBA, B IEPHOJ PEMUCCHH OT APYTOM MPUYMHBI, HATPUMEP
CyHITUA).

BeposiTHOCTH cOXpaHeHHUsI MOJIHOMH peMuccun (00paTHOE OT BEPOSITHOCTH PA3BUTHS
pennauBa). [Ipu olleHKe BEpPOSATHOCTH COXPAHEHUS TMOJIHOW PEMHCCHM YYUTBHIBAIOTCS JaHHBIS
TOJILKO O TeX MallMeHTaX, Y KOTOPBIX IOCTUTHYTa MOJHAs PEeMHUCCHUS. AHAIIN3 OCYIIECTBIISIOT
MerogoM Kammana—Maiiepa. Ilpu 3TOM TOYKOH OTCUETa CIIYKHUT JaTa JOCTHXKEHUS TOJHOMN
pemuccun. COOBITHEM CYUTACTCS TOJBKO PEIUIUB 3a00JIeBaHUS, CMEPTh TPH ITOJTHONH PEMHCCHN
CUMTAeTCsl IIEH3YpUpOBaHUEM. Takke [EeH3YPUPYIOT BCEX IMAlMEHTOB, KTO JKUB TPU TOTHOU
pPEMUCCHH B MOMEHT MPOBEICHUS aHAIN3A.

BeccoObITHIiHAS BBLIKHBAE€MOCTL. OTOT [I0OKa3aTellb OILEHWBAET BCE COOBITHA

(HemoCTHKEHUE TOJHOW PEMUCCUU TOCce MHAYKIHMOHHOIO 3Tana, CMEPTh B UHIYKIUH, CMEPTh



IpU MOJHOM PEeMHCCHUU, CMEPTh OT JIOOBIX APYTUX MPUYMH, pEeUuAUB 3a00JieBaHHUA) Yy BCEX
NAIMEHTOB, BKIIFOUEHHBIX B aHAJIU3, C MOMEHTA HayaJla TEpaInu.

Nupykuus peMuccuM — NEpUOJ HAYaJIbHOIO JIEUEHMS, LENbI0 KOTOPOTO SIBIISIOTCS
MaKCHMaJbHO OBICTPOE U CYIIECTBEHHOE YMEHbILIEHUE OIYX0JIEBOM MacChl U JJOCTUKEHHE TTOJTHON
pemuccun (00buHO 1-2 Kypca). IMeHHO B 3TOT nepuo/ Ha poHE MPUMEHEHHUS UTOCTaTUYECKUX
CPEJCTB KOJIMYECTBO JIEHKEMUYECKUX KJIETOK B KOCTHOM MO3re yMeHbliaeTcs npumepHo B 100
pa3, T.€. B MOMEHT KOHCTaTallMU TIIOJIHOM PEMUCCHH B KOCTHOM MO3Te MOP(OIOTHYEeCcKH
omnpezensercs <5 % OmyXoJIeBbIX KIIETOK.

KoHcosmaanusi peMHCCMM — BTOpPOM 3Tanm Tepanuud OCTPOrO IMPOMHUEIOLUTAPHOTO
JIeIK03a, SBISETCS MEPHOAOM 3aKPEIICHUs JOCTUTHYTOTO IPOTHBOOITYXO0JIEBOTO AP eKTa.

IIporuBopennnBHOE WIIN MoAJIepKUBAIOLIEe JIeYeHHue. [Iponomxenue
[IUTOCTATUYECKOT'O BO3JICHCTBUS B TEUCHUE JBYX JIET OT OKOHYAHMS MHIYKIIUH/KOHCOIHIALINY.
[loHsATHA TOAAEPKUBAIOUIETO JICYEHUS HE CYIIECTBYET B IMpOrpaMMax JEUYEHUs] NEPBUUYHBIX
0O0JIBHBIX OCTPHIM IPOMHUENIOLUTAPHBIM JIEHKO30M TPUOKCHIOM MBILIbSIKA.

IpodpunakTuka uim — Npu HEOOXOAMMOCTH — JiedeHHe HelpoJeldKeMHH SBISCTCS
MPUHUMITAAIBHBIM 3TAllOM MPHU JIEUEHUH MTALIUEHTOB C OCTPBIM TPOMUEIONUTAPHBIM JIEHKO30M U3
TPYIIIBI BBICOKOTO pUCKa. DTOT 3Tall PACIPEAEISIETCS Ha BCE MEPUOIbI IPOTPAMMHOIO JIEUEHHS —

HHAYKOWUIO pCMUCCHUH, KOHCOJIMJAIUIO U IMTOAACPKUBAIOIICC JICUCHUC.



1. Kparkas nndopmanus no 3a00/1eBAaHUI0 WJIH COCTOSTHUIO (TpyIe

3a00J1eBaHUI MJIH COCTOSIHUH)

1.1. Onpenejenue 3a00JeBaAHNSA WJIH COCTOSHNSA (TPYHIbI 3200J1€BAHNI UJIM COCTOSTHMIH)

OIJT oTHOCAT K OCTPBIM MUETOUAHBIM Jieiiko3aM (OMJI), KOTOpbIe MPEACTABISAIOT COOOM
reTepOreHHYI0 TPYIIY OIMYXOJEeBbIX 3a00JIeBaHUI CUCTEMBbl KPOBH, BOZHUKAIOLIUX B pe3yJbTaTe
MYTalMi B CTBOJIOBOM KJIETKe-IIPEIIIECTBEHHUIIE I€MOII033a, B PEe3yJbTaTe 4ero MpPOUCXOAUT
0J10K Qg epeHIPOBKH u Ha4YMHAETCS HEKOHTPOJIUpYyeEMast nposdepanus
HenuphepeHIupPyEeMbIX OITyXO0JIEBBIX KPOBETBOPHBIX KJIETOK, BBITECHAIOIIUX HOPMAaJIbHBIC.

OIJI mpencTaBiseT coO0M YETKO OUYEPUYCHHYIO HO30JI0THYECKYI0 hopmy B pamkax OMIJI
C HACTOJIBKO XapaKTE€PHbIMU KJIMHUKO-TA00paTOPHBIMHM IpU3HAKaMu (THIHWYHAs Mopdonorus
OITYXOJIEBBIX KJIETOK, TSDKEJIBIA FeMOPParuuecKuii CHHAPOM, FeMaTOMHBIM TUIT KPOBOTOYMBOCTH,
N30BITOYHO aKTUBUPOBAHHBIN puOpuHOIN3, IBC-CHHIPOM, OOBIYHO — JICHKOIIEHUS ), YTO AUATHO3
HOpPOH MOYKHO YCTaHOBUTb, OCHOBBIBASCH JIMIIb HA KIMHUYECKUX NpPOsBIEHUsAX. TeM He MeHee
UMEeHHO 3ToT BapuanT OMIJI TpebyeTr XKecTkoil BepudUKaLMU JUar€Ho3a MOJEKYJISPHO-
FEHETUYECKUMU METOJaMHU.

Ot10 00ycnoBieHo TeM, uTo uMeHHO ¢ OILJI cBs3aHO 0HO M3 CaMbIX NMPUHIUIHNAIBHBIX
OTKPBITHI B 00J1aCTH OMOJIOTUU JIEHKO30B: 0OHapyxeH peHomeH nuddepeHIIupoBKH GI1aCTHRIX
kiaerok OIUI mon Bo3neificTBUEM AEepUBATOB PETMHOEBOM KHCIOTHI — 13-IMC-peTHHOEBOIA,
MOJTHOCTBIO TPaHC-PeTHHOEBO#H (TpeTuHOUH**, ATRA**), 9-1inc-peTHHOCBON KHUCIOTHI. MIMEeHHO
ATRA™* crana nepBbIM Tak Ha3bIBa€MbIM TapreTHbIM mpemnaparoMm. [Ipumenenme ATRA**
PEBOTIOLIMOHHBIM 00pa3oM n3MeHuI0 ucxoasl repanuu OITL.

[Tocne nossnenust ATRA** apcenan naroreHeTndeckux 3()(heKTUBHBIX METOIOB Teparuu
OBLT paciIupeH 3a cueT MbllIbsika Tpuokcuaa (ATO), sBistoierocs, BEpOITHEE BCETO, OJTHUM U3
HauOosee akTUBHBIX OHonorudeckux cpeacts B edyeHuu OIUJI. U yxe He BbI3bIBa€T COMHEHMUS
TOT (axT, uto OILJI MOryT OBITH H3NI€UEHBI 1aXke 0€3 MPUMEHEHHUS IUTOCTATUYECKHUX MTPENapaToB.

Jleuenne OIIJl ocBemaeTcs B TEKCTaX HalMOHAIBbHbIX pexkomeHgamui CIIA u
BenukoOpurtanuu, mnocsauieHHbIX Tepanuu OMJL, KoTopble BKIIOYAIOT JMIIb HEKOTOpHIE
KOHKpETHbIE MyHKTHI, Kacaromuecs tepanuu OIIJL. B 2009 r., a 3arem u B 2019 r., eBpomneiickas
opranu3zaius LeukemiaNet, 00beIMHUB MEXAyHApOIHBIX SKCIIEPTOB, pa3padboTalia eBpornenckue
pexomeHnanuu 1no jnedeHuto OIIJl, ocHoBaHHBIE Kak Ha pe3ysbTaTax YK€ IPOBEIEHHBIX
UCCIIeIOBAaHMM, TaK U Ha MHEHHUsAX Beaymux skcreptoB [1]. Poccuiickas mccnemoBatenbckast
rpyImna 1o jedeHuto octporo Jeikosa (OJI) ¢ 1997 r., korma ATRA** crana 0CHOBHOM 4acThIO
nporpamMmmHoro Jedenuss OIIJl, mpoBena HECKOIBKO IPOCHEKTUBHBIX MHOTOLEHTPOBBIX U

OJTHOLIEHTPOBBIX HccienoBanuii o Jsedenuto OITJI [2]. OmbIT poccHiiCKMX TeMaToJOrOB U



MEXIyHApOAHBIC IMyOIMKAIIUK CTaJId OCHOBOM MpecTaBsseMblXx HalmoHanpHBIX peKOMEH Al

no neuenuto OIUI B3pocibix.

1.2. DTHOJ0rMA U IATOreHe3 3200 1eBAHNS U COCTOSHUS (IPVINBI 32001eBAHNIT WIN

COCTOSTHM )

Otuonorus OIJI B GobIIMHCTBE ClTy4aeB HEM3BECTHA. B mocieiHue o1kl OMMChIBACTCS

Bce Oousblie ciayyaeB BO3HMKHOBeHHMs OIIJI kak BTOpMYHOrO JIeHKO3a, CBSI3aHHOIO C
npemectytomieir  xumuotepanueir (XT) wu  oOmydenuem. bBonbliie MHOTOIICHTPOBBIC
UCCIICIOBAaHUS CBHUJIETEIBCTBYIOT O TOM, 4TO BTOpHuHbIH OIIJI B OosbLIMHCTBE CilyyaeB
BO3HHUKAET HE [T03[IHEE TPeX JIET nociie 3aBepienus X T 1o noBogy NepBUYHOIO OHKOJIOTHYECKOTIO
3a00sieBaHNs MHTHOUTOpamMu TornouzoMepassl Il (aHTpalMKIMHBI, UM MUTOKCAHTPOH™™, pexe
srono3ua**). ¥ 57 % manueHToB MEPBUYHON OIyXOJIbIO OBLI paK MOJIOYHOH JKeNle3bl, Jaiee
CJIEAYIOT HEXOKKUHCKUE TUM(OMBI, 3HAUUTENBHO pexe — inMpoma XomkkuHa. CpenHee BpeMs
OT 3aBEPLICHMS T€pAIMH 110 IOBOJY NIEPBUYHOM OITyXOJIX JO MOMEHTA JUAarHOCTUKH BTOPUYHOTO
OIlI cocraBusier 24 mec (ot 15 mec mo 8 ner). Ilo mepe yBenumyeHHs] arpecCUBHOCTH
XUMHOTEPaNeBTUUECKOT0 BO3ACHCTBUSI YBEIMUMBAETCS BEPOSTHOCTb PAa3BUTHUS BTOPUYHOTO
OIJI, kak, BpoueM, MOXKET YMEHbIIATHCS U BPEMEHHOM MHTEpBajl OT MOMEHTa 3aBepuieHuss XT
110 Bo3HUKHOBeHus OJI.

HNHTEepecHO OTMETUTD, UTO ONMCAHBI TPOMHUETIOLUTAPHBIE OJIaCTHBIE KPU3bl XPOHUYECKOTO

MHEIIOJIENKO3a.

1.3. DnuaemMuo10rus 3a001eBaHNSA MM COCTOSHUSA (IPYNIbI 3200JeBaAHNI UJIN COCTOSHMII)

Hctnnnas 4wactota Bo3HuUKHOBeHUs OILJI HemsBecTHa, IOCKOJIIBKY B PErHCTpPHI
3aboneBaemoctu OILJI BHOCST BMmecTe ¢ apyrumu Bapuantamu OMIIL. Cumtaetcs, yto OIIJI
BcTpeuaetcs B 5—-15 % Bcex ciiyqaes OMJI. U ecau B 2005 . B CILIA npeanonaraemast yactora
Bo3HUKHOBeHUss OMIJI onenuBanmace kak 11 930 cimydaeB B roj, TO BEpOsITHAas 4acToTa
muaraoctuku OITJT cocrasisier 600-800 ciygaes B rox [1,3,4].

CymiecTByeT HECKOJIBKO OTINYMM B 3MHIEMHOJIOTHYECKHUX XapaKTepucTUKax Mexy OMJI
u OIJI, ocobenHo 310 Kacaercs BeposaTHOCTH Bo3HUKHOBeHUs OI1JI B 3aBUCHMMOCTH OT Bo3pacra.
Tak, ans OMJI BeposSTHOCTE BO3HUKHOBEHHS IMOCTENEHHO YBEIMYMBACTCSA NPONOPLHUOHAIBHO
BO3PACTY /10 55 JIeT, a 3aTeM 0TMeYaeTcsl pe3KUid SKCIIOHEHLIMANIbHBIN pocT 3aboneBaemoctH. [1pu
OIIJI sTa 3aKOHOMEPHOCTh HE BBIABISAETCS. XOTS 3a00JieBaHME AMArHOCTUPYETCS BO BCEX
BO3pPACTHBIX Tpymnax, €ro 4acToTa KpailHE HH3Ka y MalueHToB B Bo3pacte no0 10 ner. B
Bo3pactHo# rpymme oT 0 1o 17 ner yactora OIJI cpean Bcex cmyuaeB OMJI cocraBusier 3—4 %.
B Boszpacte ot 10 no 20 ner BepostTHOCTh Bo3HMKHOBEHMs OIIJI mocreneHHo Bo3pacTaeT, 3aTeM

HaOIroaeTCs TIaTo 10 Bo3pacta 60 JieT, mociie 4ero BeposTHOCTh BOSHUKHOBEHHUSI 3a00JICBaHUS
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cHkaetcs. bonpmmHcTBO cinydaeB OILJI nuarnoctupyrot B Bo3pacte ot 20 g0 60 net. Meauana
Bo3pacta mnpu guarHoctuke OIIJl cocraBnser 38 ser. I[lo nmanHeiM  Poccuiickoro
PErUCTPALIMOHHOTO UCCieioBanusl, poBoaumoro ¢ 2006 r. u BxiounBiiero 814 maiuueHToB u3
19 uentpos, OINJI auarnoctupyiotT B 7,25 % ciyuaeB Bcex OJI B3pocibix, U MeanaHa Bo3pacra
coctaBisier 47 yier (0e3 ydera MalMEHTOB IETCKOro Bo3pacta) [2]. PeanbHbIX Mmoka3zaresneit

3abosneBaeMocTu u pacrnpoctpaneHHoctu OILJI B Poccun He cymiecTByer.

1.4. Oco0eHHOCTH KOTNPOBAHNS 3200JJeBAHUA HJIH COCTOSHUA (TPyNNbI 3200JJeBAHUN WU

coCTOSTHU) Mo MeXXayHaApOoaIHOH CTATHCTHYECKOH Kiaaccudukanum 0oJ1e3Heil 1 npooJiem,

CBA3AaHHBIX CO 310POBHEM

C92.4 — ocTphIil MPOMHETIONUTAPHBIN JICUKO3

1.5. Knaccudukaums 3a60/1eBaHUs MU COCTOSIHUSA (TPYNNbI 32001€BAHUIA MM COCTOSTHHIA)

[MarmenTst ¢ OIJI moapa3aemsoTCs Ha TPYIIBI PUCKA B 3aBUCHMOCTH OT JIA00OPaTOPHBIX
nokasarejieii o0Iero aHaanu3a KpoBu pu Manudecranuu 3adonesanus [1,2,4]:
e IpyIa HU3KOTO pHcKa: Jeikorutsl <10 x 10%m1

e Tpymma BBEICOKOTO pHcKa: JeikoruTsl >10 x 10%/n

1.6. Kiimnuueckas KAPTHHA 3200J1€BAHUSA WJIM COCTOSIHUS (TPYyNNbl 32001€BaHNI MJIN

COCTOSIHM )

OcTpblii  NPOMMEJOUMTAPHBINH  JIEHKO3 TpeacTaBiseT CcoO0H  YETKO  OuYepUYEHHYIO

HO30JI0TMYecKy0 (hOpMy € HACTOJBKO XapaKTEPHBIMHM KIMHHKO-Ta00paTOPHBIMM MpPHU3HAKAMU
(TunuyHask MOpPQOJOTUS OIMYXOJIEBBIX KIETOK, TSKENbI TIeMOpparudeckuil  CHHIPOM,
reMaTOMHBIM THI KPOBOTOYMBOCTH, U30BITOUHO aKTUBUPOBAHHBIN (pubpunonus3, ABC-cunapom,
OOBIYHO — JICHKOIEHMs), YTO JMArHo3 MOpOW MOXXHO YCTaHOBHMTH, OCHOBBIBASCH JIUINb Ha
KIMHUYeCKUX mposiBieHusAx. Ilpu srom cymectByror OIIJI, kKoTOpbIE NMPOTEKAIOT HE CTOJIb
JIpaMaTUYHO: OTCYTCTBYIOT IPOSIBIEHHS T€MOpPPAru4yecKoro CHHIpPOMa, OOJIbHBIE B TEUYEHHE
HECKOJIbKUX MecsIeB HaOII0Jal0TCs MO MOBOJY JEHKOMEHUH, YMEPEHHOW TPOMOOLUTONEHUU.
[IposiBneHuss remopparuyeckoro CcuHApomMa (KpOBOTOYMBOCTH  JI€C€H,  IOBBILIEHHAs
TPaBMHUPYEMOCTb KOJKHBIX ITOKPOBOB, CHHSKH, IETEXUHM, HEPEAKO KPOBOTEUEHHS M3 HOCA,
KEJIyA0YHO-KUIIEYHOTO TpaKTa) HAa MOMEHT JUAarHoCcTHMKu umerorcs y 90 % mnanueHToB.

[enarocruieHoMeranus win TuMbaaeHONaTUs onpenensoTces Mmeree yeM y 20 % narueHToB [4].
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2. JlnarnocTuka 3a00J1eBaHUsI UM COCTOSHUSA (TPYNIbI 3200/1eBAHNH WIH
COCTOSIHMII), MEIUIIUHCKHE MOKA3aHUSA ¥ NPOTUBONOKA3aHUS K IPUMEHEHHNI0

METOJA0B THATHOCTUKHU

Kpumepuu ycmanoenenusa ouaznoza/cocmoanusn: OIL/l ycmanaenusarom nezagucumo
Om NPOYEHMHO20 COO0epHCaHus ONACMHbIX KIeMOK 6 NYHKmame KOCMHO020 Mo32a UIU 6
nepughepuueckoii kposu (I1K) npu nanuuuu namoernomoruunotl 0 OILJI xpomocomrot anomanuu

t(15;17) (q12; q11-12) PML/RARa.

2.1. ’aao0bl 1 aHAMHE3

Manugpecmayua  knunuueckux nposenenutt  OIIJI  conposodcoaemcs  sncanobamu
AHEMUYeCKO20  Xapakmepa, — paszeumuem — 2eMOppacuyeckoe0  CUHOpPOMA  PA3IuYHOU
UHMEHCUBHOCMU U UHDEKYUOHHBIX OCIOJCHEeHUU HA (hone HelimponeHuu. Jlanuvlie nposieieHus

Mmozcym paseumuvCsl ocmpo ujiu nOCMeneRHo Hapacmaniob.

PexoMeHnyeTcsi BceM manueHTaM cOop aHaMHe3a U Kano0 Uit Bepudukanuu amar{osa. 13
AHAMHECTUYECKUX  JIAHHBIX  BBISBISATH CBS3b C  BO3MOXKHBIMH —~ TOKCHYECKHMH,
JIEKapCTBEHHBIMU arcHTtamMu. HeoOXoquM TInaTelbHBIi cOOp CEMEWHOro aHamMHe3a IS
UCKJIIOUEHHS BPOXKIECHHBIX aHOMAJIUH, a TaK)Ke Ha HAIMYUe CUOIUMHIOB (POAHBIX OpaTheB
u/wmm cecrep) [1-3,5].

YpoBeHnb yoenuteabHocTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTEIbCTB — 5)

2.2. Du3zukajanbHoe 00CIe10BAHNE

PexoMenayercsi BceM MalMeHTaM MPOBOJNMTH (DU3MKAIBbHOE OOCIIeOBaHKE, BKIIOYAIOIICE
U3MEpPEHHe POCTa M MacChl Teja, TeMIIepaTyphl Telld, OICHKY COCTOSIHUSI KOXKHBIX
MIOKPOBOB, KOCTHO-CYCTaBHOW CHCTEMBI, BBISBICHHE IPH3HAKOB T'€MOPPArHIECKOro
CHH/IPOMa, HAJIMYWE TernaToCIUICHOMETAINH, JUM(aJIeHONATHH, HAIWYUe MPU3HAKOB
TUCOYHKIUU Ceplla, JerKUX, MEeUYCHH, OPraHOB dHIOKPUHHOW, HEPBHOW CHUCTEMBI IS
BepuduKanuu quarsosa [1-3,5].

Yposensb yoeauteapnoctu pekoMenaanuu — C (YpoBeHb 10CTOBEPHOCTH 10KA3aTENBCTB — 5)
KoMMeHTapHuU: nposoosmcs usmepeHue pocma u mMaccol meid, memMnepamypvl meid, OYeHKa
COCMOSIHUSL KOCHHO-CYCMABHOU CUCHEMbl, BbISIGIEHUE NPUSHAKOS 2eMOPPASULECKO20 CUHOPOMA,
HAIUYUSL 2eNAMOCNICHOME2ANUU, TUMPOAOCHONAMUU, HATUYUS. NPUSHAKO8 OUCPYHKYUU cepoya,

JlecKUx, ne4yeHu, opcanoe 3HO0KpuHHOlZ cucmemui. B cydae noseienusl nanyjle3nvblx BbICHINAHULL
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Ha Kodce paccmMompems 0Npoc O OUONCUU KOJCU (NOO03peHue Ha IKCmpameoyiapHoe

JletiIkeMUyeckoe NOpaiceHue).

2.3. JlabopaTopHbIe IMATHOCTHYECKHE MCCIeI0BAHNS

YV 80% nayuenmos manugecmayus 3abonesanus xapaxmepusyemcs JjeuKonexue
(meduana wuucna netikoyumos cocmasnsiem 1,8 x 10%1). Ecau y nayuewma & momenm
ouaenocmuxu OJI onpedensemcsa neiikonenua <1 x 10%1, ocobenno 6 couemanuu c
eunogubpunozcenemuei, mo ¢ 00ILWOU OO0Nell  BEPOSIMHOCMU MOJICHO NPeonoaazamo
npomuenoyumapHuiil eapuanm OMJIL YV 15-20 % nayuenmos 6 oebrome OonesHu Gulasisiemcs
netikoyumos (meouana 83 x 10%1) ¢ yeemuuenuem uucna netikoyumog oo >150 x 10%. 'V
nooasnsaoueco yucia nayuenmos (80-90 %) onpeodensemcs anemus, npuvem y no108UHbL U3 HUX
KoHyenmpayusi 2cemoenoouna cocmasngem <1002/ V' 75 % nayuenmos coodepocanue
mpomboyumos crudicaemcs 0o <50 x 10%x. Jlabopamopuvie npusnaxu OUCCeMUHUPOBAHHOZO
snympucocyoucmozo ceepmuisanust (ABC) u ucmowennozo ¢pubpunonusa onpedensiomes y 80—
90 % nayuenmos [4].

B 6onvuuncmese cnyuaes ouacnoz mooxcem Ovimv 3an0003peH npu Mopghonrocuteckou
OyeHKe JelUKeMuieckux Kiemox. /s 3moeo Heobxo0umo nomyyums yumojo2uieckull npenapam
kocmnozo moszea (KM) nymem nynkyuu. Bracmuule knemxu npu OIL/1 y 6onvuuncmea nayuenmos
npexcoe 8ce20 Xapakxmepusyiomcs 3HAYUMENTbHbIM S0EPHbIM NOAUMOPPUIMOM U HATUYUEM
KpYnHOU  (puonemoso-6ypou 3epHUCmOCmu, 2ycmo 3anoaHsaowel. Yumoniasmy, 0016uum
Konuuecmeom nanouex Ayspa (knaccuueckuil eunepepanynapuuiii éapuarnm OILJT) [6]. V 15-20 %
nayueHmos 6 YUMoniazme Onyxoiesvlx KIemoK OOHAPYI’CUBAEMC S UL HEeCKONbKO MENIKUX
2PAHYN UNU OHU He BbIAGNAIOMCA 808Ce, NPU SMOM 6Ce OCMANbHbIE NPUSHAKU (KIUHUYecKue,
yumoxumuyeckue, yumozenemuyecxkue) OIL/ npucymemayrom.

Knaccuueckum npusnaxom onyxonesvix xnemox OILJl aensemcs ouyeHb GblpadceHHAs
yumoxumuyeckas peaxyus Ha muenonepokcuoasy (MPQO), nunuovl, xomopas ewiaeisemcs ¢

HOMOWbIO CYOaH08020 YepHo2o (SBB), u na xnopayemamacmepasy.

PexomeHnayeTcsi BceM manueHTam 0 Hadana u Bo BpeMs jieuenusi OILJ] BeimonHeHne o01iero
anamu3a [IK ¢ moxcuerom JiedKkormTapHOil (OpPMYJbl M ONpPEICIICHUEM YHCIIa
PETUKYJIOIMTOB U TPOMOOIIMTOB Uil BepU(DUKALMU TUArHO3a, KOHTPOJIS 32 JICUCHUEM U
BBIPAOOTKH TaKTUKH BeaeHus manuenTta [1-3,5].

YpoBenb yoeaqureabHocTH pekoMeHaannu — C (ypoBeHb I0OCTOBEPHOCTH I0KA3aTeILCTB — D)
Kommenrtapuu: oowuii aumanuz I[IK (ocobenno uucio neuxoyumos u mpomoOOyumos)
8bINOIHAECMCS edceOHe8Ho 8 nepavie OHu mepanuu ATRA** ona oyenku pucka 6o3HukHoGeHUs

ougppepenyuposounoco cunopoma ([C) (npu 6vicmpom yeeruuenuu uUCIa JIEUKOYUNO8
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yenecoobpaszno navame npogurakmuxy JC, Oadce eciu He ObLIO UCXOOHO20 NEUKOYUMO3d;
yposens mpomboyumos ne donicern 6oims <30 x 10%/1, yenesoii yposens >50 x 10%/71), 3amem —

yepe3 0enb—08a 00 KoHcmamayuu pemuccuu. Paseepnymas popmyna — 2 paza 6 nedernio.

Pexomennyercsi 1o Havana jgedenust OINJI nns Bepudukanuy auarHo3a BCEM MaIllMEHTaM
BBIMOJHUTHh IIUTOJIOTUYECKOE U IIUTOXMMHYECKOE HUCCIEeIOBAHUS OMYXOJIEBBIX KJIETOK B
nyakTatre KM, u BceM OOJIbHBIM IOCJIC OKOHYAHUS MPOTrPaMMbl HHIYKIIUA PEMHUCCUH, B
X0Jle KOHCOJMMAAUMKA W TOJACPKHUBAIONICH TEpamuy BBIIOIHATE KOHTPOJIBHOE
UTOJIOTHYECKOe HccienoBanue acnupara KM, oleHKy oTBeTa Ha JieYeHHE, OLEHKY
COCTOSIHHSI KOCTHOMO3TOBOTO KPOBETBOPEHHS U THArHOCTUKY pennansa [1-3,5].
YpoBeHb yoeaureqabHocTH pekoMeHaanuu — C (YpoBeHb IOCTOBEPHOCTH JI0KA3aTeILCTB — D)
KommenTapuu: y nayuenmos ¢ OIL/l nocne kypca XT nabniooaemcs 06e 807HbL 8bIX00A U3
azpanynoyumosa. Ilepeyto koumponvnyo nyukyuio KM cnedyem evinonnams He patee
3a6epuieHUs BMOPOl 8OJIHbL 8b1X00d, 8 cpedHem Ha 30-1i denb nocie 3agepuienus Kypca X1. bonee
panHui ananuz nynkmama KM modcem npusecmu K 1024CHOMY noocuemy npoyenma OaacmHuix
KIEeMOK — NPOO00INCAIOWUX OUpdepeHyuposamvcsa onyxonesvix Kiemox, komopwvie uepes 7-10
Oneti noanocmoio ucuesnym usz KM. Taxum obpazom, nepeas koumponvuas nyuxkyus KM
ocywecmensemcs 8 cpeonem na 30-i dens nocie nociedne2o ggedenus uoapyouyuna™** (mo ecmo
Ha 36—40-i1 denv om Hauana Kypca) uiu npu OKOHYamenIbHoM soccmanogienuu noxazamenei I1K.

YV nayuenmos, unoykyuonHnoe neuenue xkomopvim evinoansiom ATO 6 couemanuu c
ATRA**, onucannas eviue 3axonomepnocmo omcymcemesyem. Ipu npumenenuu ATO y 60nbui020
yucna nayueHmos 8 meyeHue nepevix 2 Hedellb mepanuu Ommedaemcs NoCmeneHHoe ygeiudeHue
wucna neiikoyumos 6 IIK (neiikoyumosz mooxcem oocmueams 150-180 x 10%7), umo npu
omcymcmeuu KIUHUYeCKUx NpusHaxKos oucmpecc-cuHopoma mepanuu He mpebyem. B psoe
cyyaes npu JIeUKOYUmMo3e Moxcem HAOI00aAMmMbCs 0CCaleudeckull. CUHOpoM, mpebyrowuil

0be300aueaHusl.

Pexomenayercas BceM  manueHtam g0 Havyana  JiedeHuss  OIUJI  BwImosgHHUTH
UMMYHO(DEHOTHITHUECKOES HCCIICIOBAaHUE OIYXOJEBBIX KJIETOK B TyHKTare KM s
MOBBIIICHHS TOYHOCTH aquarnoctuku OITT [1-3,5,7].

YpoBeHb yoenuteabHOCTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)
KommenTapuu: uvmyrogenomunuposanue ¢ uUCnOIb308aHUEM MHO20YBEMHOU NPOMOUHOU
Yumomempuu ModxHcem NOBblCUMb MOUYHOCMb Mopghonocuveckux uccieoosanuui OILI, Ho He
A671emcsl Kaouesbim memooom ouasnocmuxu. Kax npasuno, PML/RARA-nonosxcumensvHvle
Onacmuvle Kiemxu uUMerom UMMYHODEHOMUN, AHAI02UYHBIL HOPMALLHBIM NPOMUETOYUMAM

(CD34—/+ cemepoeennwiii, CD117-/+ dim, HLADR—/+ dim, CD13+/++, CD11b—). Tem ne menee
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6 omauyue om HOpMalbHulX npomueroyumos PML/RARA-nonodcumenvhvie npomuenoyumol
umerom Kpatine Huzkuti ypogewv CDI15 (CD15—/+ dim emecmo CD15+++). Bracmuvie kiemku
npu eunocpanynapHoul (eapuanmuoii) popme OII (M3V) uacmo xosxcnpeccupyrom T-nunetitvie

mapxepol, maxue kax CD2, coemecmuo ¢ muenououvimu mapkepamu, maxumu kaxk CDI13 u CD33.

Pexomenayercst BceMm nanueHTam o Hadaja jedeHus OILJI BBIMONMHUTH IUTOrEHETUYECKOE
WCCJICIOBAHME, a TAKXKE /IS MOJYYCHHUS OBICTPOTO OTBETAa O HAJMYUU XUMEPHOTO I'eHa
PML-RARA — onpenenenue s3xcnpeccun pML-RAR-a (konmyecTBEHHOE), MOJIEKYIISIPHO-
reHetTudyeckoe wuccienoBanue wmyrtanumii B reHe PML-RARA wmeromom IIHP st
BepU(pUKALUU JAUArHO3a U BBINOJHEHUS B JajbHEHIIEM MOHHTOPHUHIa MUHUMAJIbHOMN
ocrarouHo#t 6one3nu (MOB) [1-3,5].

YpoBeHb yoenuTeabHocTH pekoMeHaanuu — C (YpOBeHb 10CTOBEPHOCTH J0KA3aTeIbCTB — 5)
KommenTapuu: sce cnyvau OILJI, ycmanosnenno2o mMopghonocuueckumu u yumoxumudecKumu
Memoodamu ucciedo8arnust, 0014CHbl Obimb noomeepaicoervl memooom I[P uru FISH ¢ momenm
yemanosienust ouacnosa, mak kax 6 5—10 % cayuaes npu omcymemeuu knaccuueckou t (15; 17)
oonapyacueaemcs mpanckpunm PML-RARA.

Hna ouaenocmuxku OILJI kpatine HeobX00UMbIM A6751eMCs OblICMPOe YUMO2eHemu4eckoe
noomeepoicoerue ouacnosa. Ilockonvky 3ghghekmusnocms mapeemnoeo nedeHusi HA OCHO8e
PEeMmuUHOUO08 U/UNU NPOU3BOOHBIX MBIULAKA CMPO20 3A8UCUM OM HANUYUS XUMEPHO20 2eHd
PML/RARA, eenemuueckue noomeepicoeHue OuacHo3a A611emcs 005S3amenbHblM 60 6Cex
cayyasx. B 1977 2. J.D. Rowley u coasm. Ovinio doxazano, 4mo npakmuyecKu 80 8cex CAy4asnx
OILI obnapyaxcusaemces t (15; 17) (q22; q12-21) [8]. B pesyrvmame smoii mpanciokayuu 2em
npomuenoyumapuoeo netikoza (PML-zen), pacnonoscennwiii na xpomocome 15, nepenocumces na
OnuHHoe niaedo xpomocomsl 11 6 obnacmo, 20e naxooumcs 2en alvpa-peyenmopa pemuHoesou
kuciomol (9my mMpaHciokayuio OMHOCAM K 2PYnne pPeyunpoKkHblX, COALAHCUPOBAHHBIX, UMO
o3Hauaem, Ymo 2eHemuyecKuli Mamepual He ympaiusaemcs u nepeoaemcs ¢ 00OHOU XpOMOCOMbl
Ha opyeyio. B pesynomame t (15; 17) nosensiemes 2 causnolx anomanvivix eena: PML/RARo na
oepusame xpomocomvi 15 u RARa/PML na oepusame xpomocomwt 17.

T'enemuueckoe noomeepcoenue OUazHo3a OOJINHCHO BLINOJIHAMBCA, eClU 803MONCHO, HA
onacmuvix kiemxax, noayuenuvix uz KM. Hoenmugurayusa OIL/I-cneyuguueckux eenemudeckux
NOJIOMOK 8 OJIACMHBIX KIemKax ocywecmensemcs Ha ypoeue ananusa xpomocom, JHK, PHK u
XUMEPHO20 0OelKa ¢ UCNOIb308AHUEM CMAHOAPMHO20 KAPUOMUNUPOBAHUS, (DlyOpeCcyeHmHOl
in situ cubpuousayuu (FISH), nonumepasno-yennoii peaxyuu ¢ obpamuoti mparckpunmasou (OT-
HIP) unu anmu-PML monoxnonanvueix anmumen. CoomeemcmeeHHo, Kaxicoblli U3 Memooos

umeent ceou npeumywecmea u HeooCmamxkiu.
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Kapuomunuposanue na G-oxkpawennvix memaghasax, nonyuenmwvix uz oobpasyos KM,
8bINOIHAECMCSL 0ObIYHBIMU Memooamu Ha npamou 24- u 48-uacoeou xkyremype. Hecmomps na
BbICOKVIO CHeyupuuHOCmyb, YUMo2eHemUu4ecKull anHaiu3 00poz, OMHUMAEenm MHO20 BpeMeHlU,
HyJrcoaemces 8 memaghazax xopowezo kavecmea (nomepu 0o 20 %) u no onpeoeneHuro He 8
cocmosiHuu ooHapyacums cayuau, koeoa PML/RARA sensemcs pe3yiomamom mak HA3ul8aemou
KPUNMO2EHHOU Nepecmpoury (10HCHO OMPUYAMETbHbIU Pe3YIbmam,).

Omom  memoOd  nosgoisem  0OHApPY’CUBAMb  OONOJIHUMENbHbIE — XPOMOCOMHbIE
nepecmpouKu, HO OHU He UMem CYWEeCmE8eHH020 NpocHocmuyeckoeo 3Hayenus npu OILJI
Lumozcenemuueckuii ananuz moocem Ovime nonesen 6 mex cayuaax OIL, koz0a cunmes
xumeprozo berka PML/RARA ne ocywecmensemcs. Cmanoapmuas yumozeHemuKra makxoice
Modxcem cnocobecmeosams 6visieneHuto peokux eapuanmos OIIJI ¢ mom uucne ¢ t (11; 17) (923;
q21),t (11; 17) (q13; q21) ut (5; 17) (q35; q21), npusooswyux k cunmesy XumepHvlx npoOYKmo8
PLZF-RARA, NuMA RARA u NPMI1-RARA coomeemcmeenHo, a maxaice Opyum, OnuUcCaHHbim
coscem  nedasno. FISH-ananuz na PMLIRARa  ewinonmwsiemes ¢ ucnoivwsosanuem
@nyopecyenmmuvix 30H008. Xoms 6 Hekomopulx cayuasx obpasyvl I[IK npucooner ons
uccnedosanus (8 uacmmocmu, Ko20d HA MOMEHM YCMAHOGNEeHUs OUuasHo3a UMeemcs
eunepaevxoyumos), FISH-ananusz nyuwe evinoaname Ha oobpazyax KM. Omom memoo
gvicokocneyuguuer, oonadaem 00CMamoyHoOU 4y8CmeumeibHOCmolio, HAMHO20 Oeulesiie U MeHee
mpyooemok, uyem xapuomunuposanue. Oonaxo FISH ne oaem wnuxaxou ungopmayuu 06
uzoghopme xumepnozo mpanckpunma PML/RARA, xomopuiii HeobxoOum 0nsi ocyuwjecmeneHus
Monexynapro2o monumopunea MOB.

Tem ne menee FISH mooicem Ovimv nonesen 6 ouacHocmuke npeonondaeaemvlx ciyiaes
OIlJl, npu xomopvix He ewviasusiemcsa xumepnuvii mpanckpunm PML-RARA. Tax, FISH-
uccne0osanue Modxcem GulABUMb peapandicuposky 2ena RARA, komopwii mooicem Ovimb
napmuepom opyeoeo — ne PML-zena.

B knunukax, 6 Komopwix Hem B03MONCHOCMU 6bINOJIHUMb YUMOSEHEMUYEeCKOe
uccnedosanue, OuasHo3 00J14ceH Oblmb NOOmeepicoer 6 pegepenc-rabopamopuu. Oopazyvr KM
unu ITK 0ondcusl 66ims 0ocmasiensl 8 1abopamopuro 00 Havaia mepanuu.

OT-I1[[P-ananuz PML-RARA nposoosm na PHK, evioenennoii uz xniemox KM, xoms
XUMEPHDILL MPAHCKPUNM, KAk npasuno, jeeko onpeodensemcs u 6 IIK Oasxce 6 cayuasx c
nevxonenueu. OT-II[P-ananuz ons evisisnenus xumeprno2o npodykma PML-RARA 6vin coz0an u
CMAaHOapmu306an 68 pamxax mexcoyHapoonou koonepayuu. OT-IIL[P sensemca «3010moim
cmaunoapmomy 0 noomeepxcoenus ouacnosa OIIJl.  Baoicho, umo nomumo 6vicoKou
cneyuguuHoCmuy U Yy8CmMeEUmenbHOCmuU o1 onpeoensem pacnonodceHue modxku paspwviea PML,

VCMAHABIUBASL MeM CAMbIM Mapkep 01 caedyowezo monumopunea MOB. Oownaxo manoe
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koauvecmeo ~ PHK — (u, «kax  cneocmeue,  JIOFCHOOMPUYAMENbHLIL — pe3yibman,),
KOHmMamuHayus/apmeghaxmuol (10HCHONOLOHCUMENbHBIU PE3YIbIMam,), d makice OMHOCUMENbHO
ONUMenbHbIL NePUod NOO20MOo8KU Npod (0Kono 2 OHell) AGNAOMCSA OCHOBHLIMU HEOOCMAMKAMU
amozo memooa. Kpome moeo, ouens scenamenvro, umoodvl 0emeKyuro XUMepHulX MPAHCKPUNIMO8
U MOHUMOPUHZ 00pPaA3y08 NPoBOOUIU 6 peghepeHCc-1abopamopusix ¢ XOpouio 00yYeHHbIM
NePCOHANOM U DOTLULUM ONBINOM.

Onpeoenenue monexynspuoco eapuanma OILl (PML-RARA, PLZF-RARA, NuMA-RARA,
NPM-RARA u 0p.) moscem noockazamo, 4uyecCmeumenbHbl i ONYXoJievle KIemKi K 6030etCMBEU0
ATRA** u mviuuvsika. Bapuanmur OI1JI ¢ PLZF-RARA-onKko2enoMm nioxo omeeuarom Ha mepanuio

peMmuHOUOaAMU.

Pexomenayercsi BceM nareHTaM 10 Hadana jgedenus OITJI (c menbro yrouyHeHus: BapuaHTa
MyTanuu) u Bo Bpems stiedenust OIJI (s Beinonuerus monuropuara MOB) nipoBezenue
MOJIEKYJIIPHOTO MCClieioBanus TpanckpuntoB rena PML-RAR« ber-1, ber-2 u ber-3 8 KM
[9,10].

YpoBeHb yoenuteabHocTH pekoMeHaanun — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 4)
Kommenmapuu: 6 KiuHukax, 6 KOMOPLIX Hem 603MOICHOCMU BbINOIHUMb MONEKYISAPHOEe
uccnedosamue, OUa2Ho3 00xceH bblms noomeepicoer 8 pepepenc-nabopamopuu. Obpazyvr KM
unu IIK Oondxcnvl Ovimb Oocmasnenvl 8 Jaabopamopuio 00 Hayana mepanuu. Bapuanmor
mpanckpunma PML/RARo. (berl, ber2, ber3) u sxenpeccus mpanckpunma RARo-PML cayscam
mapkepamu 0ns mowumopurea MOB npu OILI ¢ t(15; 17), Ho ne onpedensiom npocHo3

3a601e6aHUA.

Pexomenayercs Bcem manueHTam J10 Hadana v Bo Bpems JiedeHust OIlJI B xone tepanuu
NpOBEJCHUE aHalM3a OMOXMMHUYECKOro aHajlin3a KpoBH (0OmmMii Oenok, anbOyMuH,
MOYEBMHA, KPEAaTUHUWH, Kalui, HATpUM, KalbLMW, JIAKTATAETUAPOIreHa3a, IIEJI0oYHas
¢doctaraza, amaHuHaAMMHOTpaHc(pepasa, acmapTaTaMUHOTpaHc(epaza, OuaMpyOuH
oOunii, cBOOOAHBIM M CBSI3aHHBIA) 7S JUAarHOCTUKU COIYTCTBYIOIIEW MNATOJIOTUU
(3aboJ1eBaHMit) M ONPEICTCHUS TAKTHKH COMTPOBOAMTENILHOM Tepanuu [1-3,5].

YpoBeHb yoenuteqabHOCTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)

Pexomenayercss BceM nanueHTam 10 Hadana U Bo Bpems jedeHuss OILJI B xone tepanuu
UCCIIEJOBAaHUE  CBEPTHIBAIOIIEH CHCTEMbl KpPOBH (aKTHBMPOBAaHHOE YaCTUYHOE
TPOMOOIIIIACTUHOBOE BPeMs, IPOTPOMOUHOBOE BpeMsl, TPOMOMHOBOE BpeMsi, GHOPUHOTEH)
JUIsl TMarHOCTUKH COIYTCTBYIOIIEH NATOJIOTMHM U OCJIO)KHEHUH, a TaKXKe ONpEIeIICHUs

TaKTUKU CONPOBOUTEIbHOM Tepanuu [1,2,11].

17



YpoBenb yoeauTeabHocTH pekoMeHaanuu — C (YpoBeHb I0CTOBEPHOCTH I0KA3aTeILCTB — D)
KomMmeHTapum: y nayuenmos ¢ maneuuumu nPpUHaKamu Koazyionamuuyu Ha smane uHOYKYuu
pemuccuu 6ce YKasamHvle NOKA3amenu OO0JIHCHbL MOHUMOPUPOBAMbCs edceonesro. Eciu ecmo

6O3MOICHOCNTb, 8 CUCMEM)Y MOHUMOPUHZA ueﬂecoo6pa3no BKJIlo4YUmb mpom609xzacm02pagbu;o.

He pexoMenayercsi pyTHHHOE MOJICKYJISIPHO-TEHETUYECKOE UCCIICIOBAaHUE MYTAallMd TeHa
FLT3 (fms-nogo6Hast Tupo3uH-kuHaza-3) B [IK wiu KM Bcem maimeHTaMm C BIIEpBBIC
nuarHoctupoBanubiv OITIT [2,3].

YpoBenb yoeaureabHocTH pekoMeHaanuu — C (ypoBeHb I0CTOBEPHOCTH I0KA3aTeIbLCTB — 4)
KommenTapuu: vymayuu 6 eene, kooupyrowem FMS-noooouyro muposunkurasy-3 (FLT3), npu
OIT nabnrooaromes uawe, uem npu opyeux OMJI —y 30-40 % nayuenmos. Oonako, xoms FLT3-
Mymayuu accoyuuposanvl ¢ 60iee 8biCOKUM YUCIOM JetKoyumos 8 momenm ouacrocmuxu OJI,
OHU He ABIAIOMCI KAKUM-TUOO NPOSHOCMUYECKUM (DAKMOPOM U He OKA3bLEAOM GIUSIHUE HA 8bLOOD
mepanesmu4eckoli. Makmuku 6 JjeyeHuu enepgvle ouazHocmuposannoco Ol uneubumopwvl

MUPO3UHKUHA3 HE UCNOJIb3YIOMCAL.

Pexomengauuu mo monuropuary MOb

Buvicokosghpexmuenviv memooom ouacnocmuku u monumopurea MOB npu OIJI
aenaemcs memoo FISH, uyecmeumenvnocme komopozo cocmasisem 1 : 1000, oouaxo
omcymcmeue mapkepa npu 3mom ucciedosanuu ne oznavaem omcymcemeue MOb. Omcymcemeue
MOK scez0a dondcro b6vims noomeepaicoeno memooom I11]P.

Monumopune MOB neobxooum ons onpedenenus mepaneemuyeckoti makmuxu npu OILJT
C CaMblX paHHUX 3Mano8 NOCMpeMUCCUOHHOU Mmepanuu.

Locmuenymas monexynapnas pemuccus (memoo IIL[P ons onpedenenuss MonekyisapHou
PeMUCCUU OOJIHCEH BbIABNAMb He MeHee 00HOU ONnYyXonegotl Kiemku Ha 10 muvlc. HOpMATbHbIX, M. e.
e20 uyecmeumenvHocmo cocmasngem 107%) aenaemea npuHyUNUATLHLIM MOMEHMOM 6 JledeHul
OllJl, nockonvky omcymcmeue MONEKYIAPHOU PeMUCCUU NOCie BbINOJIHEHUS UHMEHCUBHOU
KOHCOMUOayuu  ceuoemenbcmeyem o Heuz0exdcHom peyuouge u mpedyem UMeHEeHUs
mepaneemu4eckou maKmuxu.

Monumopune MOB no3eonsiem ucnonv3oeams 6oiee uHmMeHCUBHOE JledeHue y NayueHmos,
¥ KOMOPbIX pUCK PA38UMUsi peyuousos guluie, 8 Mo 8peMs KaK npu MeHbuleM pucke nayueHmam
Modicem OblMb NOHUNCEHA UHMEHCUBHOCMb JNe4eHUs, Ymo NO360IUM YMEHbUUMb YaACmOmy
HeJCeNIamenbHbIX AGNeHUNl mepanuu, 6 MOM YUCle Hacmomy GO3HUKHOGEHUS GMOPUUHBIX

onyxonetl.
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Ilayuenmam, y Komopuix nocie 3agepuieHus KOHCOIUOayUuu npoooxHcaenm onpeoensmscsl
XUMEPHbIIL  mpancKkpunm  (dyecmeumenshocmos memooa 107%), neobxooumo npoodoncums
UHMEHCUBHYIO MEPanuio ¢ Yeavio NpeoynpedcoeHus pa3zeumus peyuousa (UCnoIb306amb
npenapamul MblUUbAKA, NPeonazams NayueHmy mpancniaHmayuo 2emMonodmu4ecKux Cmeoi08bix
kremok (TI'CK)).

THayuenmam, y komopwix evisisnen 6038pam MOB (monekyasipublii peyuous), HeoOXoouUmo
APOOOIHCUMb U MOOUDPUYUPOBAMb MEPANUIO C Yelblo NPedynpedcoeHus pazeumus peyuousd. B
cayuae pannezo (0o 2o00a IIP) monekynsapro2o peyuousa ciedyem mMoouduyuposams mepanuio
(Hanpumep, 6secmu 6 NPOMOKoN yumapabun** — nposecmu npoepammy 7+ 3 ¢
daynopybuyunom** ¢ ooze 60me/mM*> 6 couemanuu c¢ 30-Oneenvim npuemom ATRA**,
noCmMapamscs. NOLYYUMs MOLEKYIAPHLIIL omeem u obazamenvro peanuzoéamv npoekm TI'CK.
Ilpu nozonem peyuouse (om 2cooa IIP) na ¢hone nocmosnnou noodepoicusaiower mepanuu
credyem makoice evinoaHums kypc 7 + 3+ ATRA** (¢ udapyouyunom™*) ¢ Oanvueuwsel
NOCMOAHHOU no00epaHcUsaroujell mepanue.

OnmumanvHou mepanueti npu pazeumuu 11006020 8apUAHMAa MOJIEKYIAPHO2O DPeyuousa
A6IAEMCS MEPANUA MbIUUbAKA MPUOKCUOOM 8 meyeHue MUHUMYM 6 mec.

MonexkynapHulil MOHUMOpUHZ 0COOEHHO 8adiceH 8 nepsvie 12 mec. nocie 3aseputeHusi
UHMEHCUBHOU KoHcoauoayuu. Ilo Hawum Hab00eHusm, y nooasiaowe2o 00IbUUHCMEA
NayueHmos MoaeKyIsapHas pemuccus docmueaemcsi nocie 3 kypcog XT, a Oonvwas uacmo
MOJIEKYIAPHLIX U/UTU 2eMamoI02u4eckux peyuousos Haonoodaemcs uepez 18—24 mec. nocne
oocmudicenusi I[IP. YV nayuenmos, komopvim undykyust pemuccuu (MUP) ocywecmensiemcs ATO ¢
couemanuu ¢ ATRA**, monexynapnas pemuccusi docmueaemcs 8 no0asiAOUuemM OOIbUUHCMEE
cyuaes nocie 1-2 Kypcos, a 6eposamHocmy pazeumusi peyuousa Kpane Hu3Kas.

Cmpoeocmb 6 8binoIHeHuu MoHumopuuea 6 meyenue 12 mec. nocie xoncoruoayuu (~18
Mec Jledenus) onpeoensemcs UCXOOHbIM YUCIOM JelKOyumos, m. e. y NAyueHmos ¢ YUciom
netikoyumos 6 oebrome 3abonesanus >10 x 10%1 mapkepor MOB 1eobx00umo monumopuposams
3HauumenvHo dawe — 1 paz 6 2-3 mecaya, NOCKONbKY GepOSMHOCMb peyuousa y Hux Ooinee
gvicokas. Y nayuenmos, y komopwvix mapkep MODB nepcucmupyem u nocie 3-20 Kypca
KOHCOMUOAYUY, HEOOXOOUMO PACCMAMPUBAMb BO3MONCHOCMb USMEHEHUs. mepanesmuieckou
MAaKmuku  (NpUMeHeHue  MblUbIKA, 8bINOIHEHUE — MPAHCNIAHMAYUU — AJLTIO2EHHbIX
eemonosmuyeckux cmeonosvix kiemox (anno-TI'CK)). Monumopune credyem ocywecmensme
nocie Kaxcoo20 HO8020 NOCIEOVIOuie20 Memood 6030€eCmauUs.

HII[P-ananuz knemox KM saensemcs b6onee uwyscmeumenvuvim, yem IL[P-ananuz xiemox

IIK.
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Ilpeoscoe uyem npunumamv mepanesmuyecKue peuieHus, OCHOB8AHHbIe HA OAHHbLIX
MONEKYNIAPHO20 MOHUMOPUH2A, HE0OX00UMO NOBMOPHO NOYHUUMb NOJONCUMENbHBLI Pe3yIbmam
H1[P-ananu3za. Ilpuyem, umoodwvl yMeHbUUMb 8EPOAMHOCTb NOYYEHUS OUUOOUHBIX Pe3YIbIMAmMOo8
U3-3a Memooudeckux nocpewHocmel uiu nymaruyvl o0opaszyos, mpaunckpunm PML-RAR«
00.J101CeH BbIABNIAMBCA NpU aHanuse ceexcenonyiennvlx kiemox KM. Bce nabopamopuu, komopuie
npoeoosm I1L[P-ananu3, Ha 0CHOBAHUU Pe3VIbMAMmMo8 KOMoOpo20 USMEHAEMCs Mepanus, O0IHCHbL
UMemb OYEeHb JHCeCMKULL GHYMPEHHUL KOHMPOTb KA4ecmea 8bINOIHEeHUs AHAAU308 U YUACE08AMb
80 GHeulHeM KOHMPOIUPOBAHUU. [ UCKTIOYeHUs OUUDOK 8 OUACHO3e MOJIeKVIAPHO20 peyuousa
cnedyem 6blNOAHAMb 00HO8pemenno FISH-ananuz. OOHOKpamHo2o 6vlasieHuss MpaHCKpunma
PML-RARa memooom I[P u noomeepacoenus nonoxcumenvro2o pesyrvmama FISH-ananuzom
00CMamo4Ho 01 YCMAHOBNIEeHUsL MONIeKYIAPHO20 peyuouea. Eciu omcymcemeyem 803MO0#CHOCMb
svinouame FISH-ananuz, mo nosmopnuiti [1[{P-ananus cnedyem 6vlnonHams 8 Ooiee paHHue
cpoku — uepes 14 Omnell nocie noiyyeHus Nepavix NON0AHCUMENbHBIX Pe3)Ibmamos.

Monumopune MOB cnedyem npogooums u y nayueHmos 60 6mopo MophonocudecKoll
pemuccuu  OIIJI, ocobenno kozoa ocyujecmensemcs NO020MOBKA K  BbINOJHEHUIO
MPAHCHIAHMAYUU  AYMOAOUYECKUX 2emonodmuyeckux cmeonoevix kiemox (aymo-TI'CK).
3acomoska aymompancniaHmama B803MONCHA MOAbKO HpU  OOCMUNCEHUU MOAEKYIAPHOU
pemuccuu, NOOMEEPHCOEHHOU 08AHCObI.

Onpeodenenue maprxepos MOB nocne aymo- unu anno-TI'CK noszeonsiem 6vibupamo
Heobxoo0umyto mepanesmuyeckyro maxmuxy. Oouapyocenue mpanckpunma PML/RARa 6
meuenue 3 mec nocie TI'CK ykasvieaem Ha HeuzbedcHOCmb peyuousa, u 8 YKa3auHou cumyayuu
camvim onmumanvhvim npenapamom saensemcs ATO.

Jist mouutopunra MOB y nmanuenTos ¢ OILJI B pemuccuu:

Pexomenayercsi BceM MalMEHTaM IMPOBOJUTH MOJIEKYJSIPHO-TEHETUYECKOE HCCIIEI0BAHUE
MOB npu neitkozax merogom I[P kaxxaple 2 Mec. B Te4eHHE MEPBOTO roja JeueHus,
3arem 1 pa3 B 3 Mecsila B Te4eHUE 2 JIST OCIIE 3aBepiieHus KoHconuaauu [1,3,4,12-14].

YpoBenb yoeauTeabHocTH pekoMeHaanuii — C (ypoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)
KomMmeHTapum: OonbHbiM U3 2pynnul HU3K020 pucka (neuxoyumsi 6 Oebrome 3a0601e8aHUs
<10 x 10%1) npu Oocmudicenuu umu MONEKYIAPHOU PEMUCCUU MOHUMOPUHE ~MOICHO

ocywecmeiimsd mojlbKo 6 medeHue nepeozco 200a eyeHus.

Pexomenayercsi ucnons3oBath KM B kauecTBe Marepuana ang onpegenenuss MOB,
nockolbKy uccienoBanue MOb B KM 6osee nocToBepHO (BBIIIE YyBCTBUTEIBLHOCTD ), YEM
B [1K [14].

YpoBenb yoeaureabHocTH pekoMeHaanuii — C (ypoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)
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Pexomenayercsa mis nmanueHToB C [II[P-mo3uTUBHBIM pe3yiabTaToM, MOITYYEHHBIM MOCIIE
KoHconuaanuu, ucciaeaoBanue KM mnoBTopuTh cmyctss 2 Hemenu (OKelaTeabHO Kak B
MECTHOM, TaKk U B pedepeHc-1adbopaTopuu Uil NOJTyUYSHHUsS HE3aBUCHMOTO pe3yJIbTara)
[2,4].

YpoBenb yoeaureabHocTH pekoMeHaanuu — C (ypoBeHb I0CTOBEPHOCTH JI0KA3aTeIbCTB — D)

Pexomenayercst BceM nalyeHTaM Mpu MOA03pEeHUH U IpH ycraHoBieHHoM OILJI, a takke B
XoZe Tepanmuu C dYacTtoro 1 pa3 B 3—6 MecsAleB MOJIEKYJIIPHO-OMOIOTHYECKOE
WCCIICIOBaHNE KPOBM Ha BHpYyC HMMyHoaeduuura dvenoBeka BHY-1 (Human
immunodeficiency virus HIV-1) ans yrodneHHS HEOOXOOMMOCTH OJHOBPEMEHHOIO
IPOBEJICHUS IPOTHBOOITYXOJIEBOM ¥ aHTHPETPOBUPYCHOM Tepanuu [2,15].

YpoBeHb yoenuteabHoCcTH pekoMeHaanun — C (YpoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)

PexomenyeTcsi BceM ManyeHTaM Ipu NOJ03peHUH u npu ycraHosiaeHHoM OINJI, a Takxke B
Xome Tepamuu ¢ yactorod 1 pa3 B 3—6 MecsleB BBIIOJHEHHE MOJIEKYJIISIPHO-
OMOJIOTMYECKOTO MCCIIC/IOBaHUSI KpOBM Ha BUpyc renaruta B (Hepatitis B virus) u Ha
Bupyc rematuta C (Hepatitis C virus) ¢ nenpto yTouHEHHs pHCKa pEaKTUBAIIMHA BUPYCHOTO
rernaTuTa U B ciayvae HeoOX0IUMOCTH — ee podunaktuku [2,16,17].

YpoBeHb yoeauTebHOCTH pekoMeHaanuun — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 5)

Pexomenayercs Bcem marueHtaMm npu nogo3peHuu Ha OILI, a takke B cilydyae pa3BUTHUS
peuuauBa u nocie BoinosHeHus: amuio-TT'CK onpenenenne OCHOBHBIX TPYMNIl KPOBU MO
cuctreMe ABO u omnpenenenue antureHa D cucrembl Pesyc (pesyc-¢akrtop) s
BO3MOYKHOCTH BBIITOJIHEHHS 3aMECTUTEIIBHON T€MOKOMITIOHEHTHOM TEPANUK IIPU HAIIMYUU
NIOKa3aHHii 710, BO BpeMsi WK mociie Tepanuu [2,18].

YpoBeHb yoeauTeabHocTH pekoMeHaanun — C (YypoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)

Pexomenayercss Bcem mnanueHtam ¢ peuuauoMm OIIJI mocne noctwxkeHus BTOPOH H
MOCJIEAYIOIUX PEMUCCUN KOHCYJIBTAlMs B TPAHCIUIAHTALIMOHHOM LIEHTPE C LENbIO
OIIpeICTICHHUS 11eJIeCO00Pa3HOCTH U BO3MOKHOCTH BBIIOTHEHHs ayTo- itk ayuto-TTCK [1-
3,5].

YpoBeHb yoenuteqabHOCTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)

2.4. HNHCTpYMEHTAJIbHBIE IMATHOCTHYECKHE MCCIEI0BAHNS

Bcem nayuenmam, y komopuix nooospesaemcs 0uazHo3 0Cmpozo (RpoMueroyumapHozo, 8
yacmHocmu) nelKo3a, 00NHCeH OblMmb NONYYEH YUMOLOSUYECKULl Npenapam KOCMHO20 Mo32d

nymem nyHKyuu. Ima OuazHOCmu4ecKas npoyeoypa Moxcen He nposooumscs (UckirouumensHo!)
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6 mom ciyuae, Ko2c0a Koauvecmeo Onacmuwvix kaemok 6 IIK docmamouno 071 6binoJHeHus
MOJIEKYNIAPHO-cEHEMUYECKUX MCCJZ@OO@CZHLHZ, a 'y nayuenma pesucmpupyemcs MACCUBHbI
eeMoppaeulteCKuﬁ CqupOM CEMAMOMHOCO muna, npu Komopom A1000€e BMeuamenbCmeo MOXcem
COI’IpOGOJfCOClWle}l paseumuem Ho8blx 00BEMHBIX 2eMAMOM. ,ZZJZ}Z OILlJI uckrnowumenvHo 8aANCHbIM
Aejsiemcs nojiydenue aA0eK8amHo20 KOCHHOMO3206020 nyHKmama, makKk Kax OONILUUHCIBO qupM

xapaxkmepu3zyemcsi 21yO0KoU J1eUKONneHuel.

Pexomenayercsi BceM mnanueHtaMm Ha MoMeHT nuarHoctukd OIUUI m B xonme Ttepamuu
BBIMOJIHATE peryisipuo (npu neuenun ATO — He peke 1 pasa B HeEmeo0 B MEPHO.
uaaykiun pemuccun (MP), nanee — 1 pa3s B 2—3 Hejean) perucTpanuio, pacimudpoBKy,
ONMCAHUE ¥ UHTEPIIPETALHIO MICKTPOKAPIUOTPAPUICSCKIX TAHHBIX JIJIS BBISBICHUS H/HITN
MOHHTOPHHTA HAPYyIICHUH TPOBOJAUMOCTH HWMITYJIbCOB B CEPJCYHON MBIIIIE IS
CBOEBPEMEHHOM JTUATHOCTHKU CHUHIpOMa YAJTUHEHHOTO QT-unrepsana.
[IpenmourutensHo otcnexuBanue QTCF. PexomeHIOBaHBI MOHUTOPUHT U KOPPEKIU
COJIepXKaHUE Maruvsi U KaJius KpPOBH M CBOEBPEMEHHOE 3aMmelleHue (Mojaep)KaHue Ha
YPOBHE MKy CPEIHHM U BBICIINM 3HadeHusimu) [19,20].

YpoBeHb yoeauTebHOCTH pekoMeHaanun — C (YypoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 4)

Pexomenayercss Bcem manmentam ¢ OILJI go mavana cneuuduueckoit Tepanuu, a TaKxke B
XO0Jle JICYCHUS EXKEeMeCs4yHoe (C Y4YeTOM HaJIW4Us COMYTCTBYIONICH NATOJOTHH U
KJIMHUYECKOW CHUTyalluM MOXET OBbITh 4allle), a TaKKe MpU HEOOXOIUMOCTU B JIIOOOH
MOMEHT B T€YEHHE BCETO MEepHOoa JCUSHHUS BBITIOTHEHUE dXOKapaAuorpaduu I OICHKU
(GYHKIIHOHATBHOTO COCTOSHUS CepaeaHOM MbIiisl [2,20].

YpoBeHb yoeauTeabHOCTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTEIbCTB — 5)

Pexomennyercsi Bcem maruentam ¢ OINJI mo nHauvana crnenuduyeckod Tepamnuu, B XOJ€
JIeYeHUsl C 4acTOTOM OT 1 paza B MecsIl WU pexe (C Y4eTOM HaJIU4Hs COMyTCTBYIOILIEH
MATOJIOTUU M KJIMHUYECKOM CUTYaIluu), a TAak)Ke IPU HEOOXOAUMOCTH B JIF000I MOMEHT B
TEYEHUE BCETO Mepuoja JICYCHHS BBIMOJHEHUE PEHTreHOorpaduu W/WiIM KOMITBIOTEPHOU
tomorpadun (KT) opranoB rpyTHON KJIETKH JIJIsl BBISIBIICHUS U3MEHEHUH JIETOYHOU TKaH!
U OpraHoB cpefocTenus [2,4].

YpoBenb yoenureqabHocTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)

Pexomennyercsi Bcem maruentam ¢ OIIJI no Hawama crnenmduyeckoil Tepanuu, B XOJe
JICYCHHST C 4acTOTOM OT 1 pasa B Mecsll U pexe (C y4EeTOM HaJM4Husl COMYTCTBYIOIIEH

MMaTOJOTUM U KIMHHUYISCKOMN CI/ITyaI_II/II/I), a TaKXKC Ipu HCO6XOI[I/IMOCTI/I B JIFO0OOI1 MOMEHT B
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Te4YeHHe Bcero mnepuoa jedeHus BoinonHenne KT ronoBHoro mosra 0e3 KOoHTpacTa Ajs
BBISIBIICHHSI U/WJIM MOHUTOPHHTA M3MEHEHHH B CTPYKTYpax rojIoBHOTO Mo3ra [2,4].
YpoBeHb yoenureabHocTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH JI0KA3aTeILCTB — D)
KommenTapuu: KT 2onoenozo mozea npu OIJI nado evinonnams ecem nayueHmam 8 nepevle OHU
OUACHOCMUKU, MAK KAK MO2Yym Oblmb 6eccuMnmomuble UHMPAaKpanuaibHole Kpogousnuanus. [lpu
NOABNIEHUU 20J06HLIX 00U, MEeHUHSU3MA, COHAUBOCMU, 3A2PYHCEHHOCMU HA (OoHe mepanuu
pemunoudamu KT 20106b1 blnonnsemcs 0653amenvHo, A CHUHHOMO3208a5 NYHKYUS 8bINOIHAENCS

nocne KT (ecau nossonsiem koauwecmeo mpomooyumos).

Pexomennyercsi Bcem marmueHtam ¢ OIIJI mo Hauvana crnenuduyeckod Teparnuu, B X0Je
JICYCHHS ¢ 4acTOTOM OT 1 pa3a B MecsIl WIH Pexe (C yUeTOM HAJIUYUs COMYTCTBYIOIICH
MATOJIOTUHU ¥ KJIMHUYECKON CUTYaIlH), a TAKKe MPU HEOOXOAMMOCTH B JTFOOOH MOMEHT B
TEYEHHE BCETo MepHoja JICYCHUS BBHIMOIHEHHE YIbTpa3ByKoBoro ucciegoranus (Y3U)
OpraHoB OpIOIIHOH TMOJOCTH C OIPEACIICHHEM pa3MEpOB TIICUCHH, CEJIE3€HKH U
BHYTPUOPIOIIHBIX TUM(PATHUECKUX Y3II0B, a Takke Y3U opraHoB Majoro tasa y >KCHITUH
Y IIPEJICTATEIBHOM KeJIe3bl y My YHH JIJISl TUarHOCTHKUA M MOHUTOPHUHTA COITYTCTBYIOIIEH
narosioruu [2,4].

YpoBeHb yoeauTeabHOCTH pekoMeHaanuu — C (YpOBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 5)

2.5. Nublie JAUATHOCTHYECCKHME MCCIICTOBAHUSA

4030505 ANArHOCTUYCCKHUE UCCIICAOBAHNA HE IPUMCHAIOTCA.
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3. JleueHue, BKJIOYAsI MeIMKAMEHTO3HYI0 U HEMeTUKAMEHTO3HYI0 Tepanuu,
AMETOTEPanuIo, 00e300,1UBaHNEe, MEAUINHCKHE MOKA3AHUS

H NMPOTHUBONOKA3aHUA K IPUMECHCHHUIO METO10B JICHCHHUSA
Hasnauenme u mnpHMEHEHHE JICKApCTBEHHBIX IIPENapaToB, YKAa3aHHBIX B KIMHHYECKOM
pPEKOMEH/IallMM, HaANpaBJICHO Ha oOOeCIeYeHHe NalHMeHTa KIWHUYeCKH d3(PQeKTuBHON u
0e301acHO MeTMITTHCKOM OMOIIBIO, B CBSI3H C YeM MX Ha3HAuUCHHE U IPUMEHEHHE B KOHKPETHON
KJIMHUYECKOH CHUTyallud OMNPEAEIsIeTCS B COOTBETCTBUH C HMHCTPYKIMSAMH II0 NPHUMEHEHHIO
KOHKPETHBIX JICKAPCTBEHHBIX NPENapaToB ¢ pPean3alieil MPeaCTaBICHHbIX B HHCTPYKIIMU Mep
IPEJOCTOPOKHOCTH MIPHU UX MIPUMEHEHHH, TAK)KE BO3MOKHA KOPPEKIHS 103 C YUETOM COCTOSHUS

namucHTA.

3.1. OcHoBHBIe npuHIMILI Jeyenus OILJ1

Pexomenayercss mainyeHTaMm Npu BO3HUKHOBeHHH mnogo3peHuit Ha OIUI kinmHHuYeckyro
CUTYAIHMIO U JIIOOBIE NEHCTBUS B OTHOLICHNH MAIMEHTa PACIEHUBATh KaK HEOTIOKHBIC U
He3aMeUTUTEIbHBIE, B TOM YHCIIE 10 TEeHETUYECKOTO TIOATBEPIKICHHS TUarHo3a HaunHaTh
COMPOBOJUTENBHYIO TEpaluio, HaNpaBlIEeHHYIO Ha KOPPEKIHIO TeMocTaza, |
cnenuduyeckyro tepanuro ATRA** (cm. pasmen 3.2. «llepBuuHble AeMCTBHS 10O
IIPOBEJICHUIO COMPOBOIUTENBHON TE€pANUU MpH Moxo3peHuu Ha auarHo3 OIJI» u paznen
3.3.3. «Jleuenue koarymnonarumn») [1-3,5].

YpoBeHb yoenuteabHocTH pekoMeHaanun — C (YypoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)
KommenTapuu: xoms cywecmeyem o0wuii KOHCEHCYC 6 OMHOWEHUU HeoOX00UuMoCcmu
MONEKYNAPHO-2eHeMUUecko20  noomeepxcoenuss  ouazrosa OV,  ougghepenyupyrowasn
(mapeemuas) u COnpoBOOUMENbHASL Mepanus OO0JNCHbL OblMb  Hayamvl 00 NOJYYEHUs.
pe3yibmamos ceHemuyeckux mecmos. Heooxooumo yyumseieamo arodvie nooospenus na OIJI:
Hamuyue y NAayueHma msixfceiol KOoazyJlonamuu, 2emoppasuvecko20 CUHOpoOMA, leUKOneHuu,
XapaxkmepHot Mopdonocuueckol KapmuHvl O1ACMHBIX KlemoK. Bo écex maxux cuyyasx ciedyem
Hauuname mepanuto ATRA** nemeonenno u npooondxcamo ee 00 mMomenma NOOMEEPIHCOEHUs

ouazsHo3a U e2o ONPOBEPIHCEHUSL HA OCHOBE CEHEMUUECKO2O UCCNIE00B8AHUS.

Pexomenayercss mamueHTam ¢ BepudunupoBanHbiM  OIIJl MHOyKIIMOHHAs —Tepamus,

BKIItOUaromas couyeranHoe npuMeHeHue ATRA** 1 aHTpallMKIMHOB ¢ HUTapaOUHOM™*
wim 6e3 Hero (ctannapTHbld moaxon) aud6o ATRA** u ATO (anpTepHAaTUBHBIN MOAXON)
[1-3,5].

YpoBeHb yoenureabHocTH pekoMeHaannu — C (YpoBeHb I0OCTOBEPHOCTH I0KA3aTeILCTB — D)
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KomMeHTapum: scem nayuenmam He3asucumo om uHUYUaiIbHo2o aetikoyumo3sa kypce XT 0ondicen
Obimb Hauam He no3onee 3-20 Ous om Hauana nevenus ATRA**. Ilayuenmam c uuciom
neikoyumosg >10 x 10%x kypc npomueoonyxonesvimu npenapamamu HaUUHAIOM 0OHOMOMEHMHO
¢ ATRA**, Onmumanvuvim Onem nauana xkypca X1 01 nayuenmog ¢ 4UCIOM JIEUKOYUMOS
<10 x 10%1 moacem cuumamvcs 2-ii denv om nauana npuema ATRA**, nockonvky K smomy
8pemeHU Yoice 00axceH Obimb noomeepicoen ouaznos OILJI u eeposmuocms pazgumus paHHe2o

PEMUHOUOHO20 CUHOPOMA KpAliHe MAd.

3.2. IlepBH4YHbIC JeHCTBHSA 0 MPOBEICHHUIO CONPOBOANTEILHON TEPANIUH IPU MOA03PEHUHA

Ha nuaruo3 OINJI

COl'[pOBOJII/ITeJIbHaﬂ TEepalusi, HAIIpaBJICHHAasA HA KOPPEKUMUI0 reMocTrasa

BHympZ/lMOS’ZOGble KpPOBOU3NUAHUA, Jl€cOYHble U c)pyeue Kpoeomederusl A6AImcs
UacmosiMUu HCUHEYZPOAHCAIOUWUMU OCTIOHCHEHUAMU OIlJI ecneocmeue 2py6b1x KoacyJiAyuOHHbIX
HapymeHuﬁ. Omu ocnodcHenus He MoabKko CIMAHOBAMCA Hauboiee yacmou npuquHoﬁ cmepmu Ha

PAHHUX 9Manax uHOYKYUOHHOU mepanuu, Ho HepeoKo pa3euaromcs 00 YCMaHo81eHus OUACHO3d

OIL/l u nayana mepanuu [21,22].

PexoMenayercsi BceM NalMEHTaM HAyaJio CONPOBOJIUTEIILHOW TEpAaIluu, HAlpaBJICHHOW Ha
KOPPEKIIMI0 KOAryJoNnaTHH, HAYMHATh HEMEJUICHHO TPU MUHHMAaJIbHOM TOJO3PEHUH Ha

OIJI [23,24].
YpoBeHb y0eTUuTEIbHOCTH peKOMeHAaluH — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTENLCTB — 3)
KommenTapum: mepanus 0ondicHa 6Kkmouams  ceedcezamopodcenuyro  naasmy (C3I1) u
Kpuonpeyunumam, mMpaHc@ysuio  mpomMOOKOHYeHmpamog Ol NO000epI’CAHUs.  YPOBHs
xonyenmpayuu  Quopunocena >1,0-152/1 u Kxonuuecmea mpomboyumos >50 x 10%x.
Monumopune smux noxazameneu 00IHCeH BbINOIHAMbCA NO Kpatinel mepe 1 pas 6 Oenv (npu
Heobxooumocmu — yawe). Takas mepanus O0IHCHA NPOOOIIHCAMBCS 8 MmedeHue 8ce20 nepuood
UHOVKYUOHHOU mepanuu 00 UCHE3HOBEHUS 6CeX KIUHUYECKUX U AAOOPAMOPHLIX NPUSHAKOS
koazynonamuu. Cnedyem obpawame SHUMAHUE HA (AKMOPbI, NOGLIUAIOUUE DUCK DPA3GUMUS
Ghamanvubix KPOBOUTUAHUL U KPOBOMeEUeHUU. Dmu (pakmopsl ciedyowue: yice cOCmosguieecs
unu akmugnoe Kposomeuenue, eunoguopunozenemus (<1,0 2/n), nogviuienue yposus npooyKkmos
dezpadayuu ubpuna unu D-0umepos 6 couemanuu ¢ ygeruyeHuem npompomouHo08020 8pemeHu
UlU  AKMUBUPOBAHHOZ0 — YACTMUYHO20 — MPOMOONIACMUHOB020 — 8DEMEHU, ad  Mmakdice
eunepieukoyumo3s, Haiuuue onacmuuix kiemox 6 IIK, evlcoxkuil yposeHb KpeamuHuHa, NioXou
comamuyveckuti  cmamyc. Cnedyem  uzbecamv — Kamemepuzayuu  YeHMPAIbHLIX  G€H,
CNUHHOMO3208bIX NYHKYUU U OPY2UX UHBAUSHLIX Npoyeoyp (Hanpumep, OPOHXOCKonuu) nepeo

Hayaiom mepanuu U 6 nepuod UP 6 cea3u ¢ 6bicoOKUM PUCKOM ecemoppacudecKux OCJIOJCHEHULI.
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Yemanoeka yenmpanohoco 8eno3noco kamemepa OOANCHA BbINOIHAMbBCSA ONbIMHLIMU PAYAMU
MOILKO NOCNe KOppeKyuu Koa2ylayuoHHwlx Hapyuienuil. Kpome mozo, npokoazynsiyuonHulil
cmamyc npu OIIJl moocem He MOAbKO NpuUEOOUMb K YBEIUUEHUN) PUCKA 2eMOPPAUYeCcKUX
OCNOJHCHEHU, HO U YBeTUNUBAMb PUCK MPOoMO03086. [Ipeumywecmeo om ucnoib308aHus 2enapuna
Hampus™*,  mpanexcamogolu  KUCIomuvl™*,  AMUHOKANPOHOBOU  Kuciomel™™,  opyeux
AHMUKOARYAHMO8 UNU UHSUOUMOPOE PUOPUHOIU3A CNOPHO U He OOKA3AHO, U MU NPEenapamsl He
QOJIHCHBL UCNONB308AMBCA GHE KIUHUYECKUX ucnvimanui. Ecmv makoice coobwenus o cuyyasx
UCNONB308AHUSL peKOMOUHaHmHo2o ¢pakmopa VIlo. 6 ciyuae msgicenoeo, dcusHeyepolcarouezo

kposomeuenus [25,26].

3.3. JleyeHune nanMeHTOB ¢ BIIEPBHIE VCTAHOBJECHHLIM quarao3zom OI1JI

3.3.1. Cnennduyeckas (TapreTHas, ejeHanpapJeHHas) Tepanus HHIYKIMH PeMUCCUH

Pexomennayercs mauuentam ¢ OIJI tepanus WP, npeacrapnsitomnas codoi 0JHOBpEMEHHOE
npumenenre auddepennupyromero jedenus (ATRA**) u  IUTOCTaTHYECKOTO
BO3/ICHCTBUS, BKJIIOYAIOIIETO BBICOKHE JI03bI AHTPAIMKIMHOB M LUTapabuHa** (MoryT
npuMensaTbes pekumbl AIDA, 7+ 3 winm npyrue — cm. npuinoxenue A 3.1.) s
ONTHUMAJIbHOW TePANUK U TOCTHKEHHS XOPOIIHMX PE3yJIbTaToB JicueHus [27].

YpoBeHb yOeTUTEIbHOCTH PeKOMeHAauu — A (YPOBEHb JI0CTOBEPHOCTH 10KA3aTEIbCTB — 2)
KommeHnTapum: camvle nepgvie paHOOMUUPOBAHHBIE UCCAEO08AHUSL NO  COYEMAHHOMY
npumenenuto ATRA** u XT noxazanu 6e3zycnosnvie npeumywecmea OaHHO20 NOOX00a nepeo
cmanoapmuou XT. XT cocmosina uz Kypcoé anmpayukiuHamu 8 8bICOKUX 003aX 6 COUeMAanull uiu
b6e3 yumapabuna™*. @panyyzckas epynna npooeMOHCMpUpos8ald 6 PAHOOMUSUPOBAHHOM
uccneoosanuu APL-91, umo npoyenm oocmudicenus pemuccuu 6 cpynne, 20e ¢ X1 npumensniace u
ATRA**, cocmasun 91 % 6 cpasnenuu c 81 % 6 epynne XT. Aumanuz 0oneocpouHoll
ahpexmusHoCmU NeUeHUsE IMUX Jce NAYUECHMOB NOKA3AL, YO YemblpexiemHsisi 6eccoOblmuiinas
8bIAHCUBACMOCIb NAYUEHMO8, KOMOPbIM npogoounacs X1 coemecmuo ¢ ATRA**, cocmasuna 62 %
6 cpasnenuu ¢ 15 % y nayuenmos, y komopwix 6wina moavko XT (p <0,0001) [28].

Pso0  xkaunuueckux uccnedosanuti (KH), nposedennvix 6 meuenue nocieoHezo
decamunemust, NO38OAUL ONMuUMUUposams cxemy egederuss ATRA** u aumpayuxiunos. Tax, 6
panoomuzuposannom uccredosanuu Eeponeiickoii epynnot no OILJI 6bi10 yemko nokasamno, umo
Haubonee 3¢ppekmusHviM A612emcs 00HOBpeMeHHoe, d He NOC1e008amelbHoe, NpUMEHeHUe
ATRA** u XT [29]. B oOanvuetiuiem 3mo Obli0 makxice noOMEEPHCOeHO 6 OpyeUux KpYNHbIX
MHO20YEeHMPOBbIX ucciedosanusx [27]. Umenno umoau smux ucciedosanuii npusenu K momy, ymo
npoepamma covemannozo npumernenus ATRA** u XT auwmpayuxiunamu cmana cmanoapmom

neuenus nepsuunovlx OI1JI.

26



OO0HO3HAUHBIX HCECMKUX peKomeHOayuti no 6vio6opy npozpammvl X1 nem. Pesynromamul
HeCcKObKUx panoomusuposantvix KU, evinonnennvix ¢ Espone u CLLA, nokasanu, umo Ha gone
nocmosinnozo npuema ATRA** sghpexmusnocmov npoepammer 7 + 3 (0o3a oaynopyouyuna**
60 ye/m?), ucnanckoti npoepammui AIDA, anenuiickoti npoepammer DAT/ADE, nemeyxoii
npocpammol  TAD/HAM oounakoea [27]. Boavwuncmeo ucciedoeameneli CKIOHAIOMCSA K
NPUMEHEHUIO PUCK-A0ANMUPO8aAHHO20 UCKAHCK020 npomokoaa AIDA, nockonibKy npu 00UHaKo8ol
ahpexmusnocmu y He2o cyujecmeenHo menvliue NoKa3amenu moKCUYHOCTU.

Onvim Poccuiickoti Hayuno-ucciedosamenvckou epynnwvi no jedenuro OILl mooicHo
pestomuposams 6 2 smana: 1) npumenenue 7+ 3 + ATRA** (1 nunommnoe u 2
PAHOOMUBUPOBAHHBIX UCCed08anust) u 2) npumenenue npoepammvl AIDA (mpemunoun**,
uoapyouyun**, mumoxcanmpon®*) [4]. Umoeu | smana npodemoncmpuposanu, 4umo 6 pamrkax
MHO20YEHMPOBO20 83aUMOOeliCEus npoyenm docmudicenus pemuccuu cocmasun 90 %, a panneii
nemanvHocmu, coomgeemcmeenno, 10 %. O6wasn evicusaemocms (OB) u 6espeyudusnas
svlocusaemocmo (BPB) 6 meuenue 5 nem docmuenu 80 u 88 % coomeemcmeenno, npuuem
BbIICUBAEMOCb NAYUEHTNO8 8 MeX 2eMaAmOoN0SULeCcKUX YeHmpax, KOmopbvle peKpymuposanu 6
uccneodosanue bonee 6 NAYUEHMOS, 3HAYUMO OMIULALACH 8 JIYYULYIO CHOPOHY OM meX YeHMpOos,
20e onvim e0eHUs maKux nayueHmos ovin meHvuie. llpumenenue npomoxona AIDA y nayuenmos
¢ enepevle gvisisnennvim OITJI cmonw sce s¢hghexmuesno: mpexnemusis OB u BPB cocmasunu 86,7
u 75,8 %. Oman uHOYKYUOHHO20 NedeHUsi CIONCHBIU U mpedyem MAacCUBHOU CONPOB8OOUMENbHOU
mepanuy, 3manvl KOHCOAUOAYUU 3HAYUMENLHO MeHee MOKCUYHbL U MO2YM GbINOIHAMbCA 8
aAmMOYIAMOPHOM pexcume.

Omxa3z om ucnonb308anusl CMAHOAPMHO20 NOOX00A O0NHCEH PACCMAMPUBAMBCS MONbKO
8 UCKIIOYUMENbHBIX CyYasx, 6 komopwlx XT npomusonokasana (Hanpumep, msaxjceids OpeaHHas
HeOdoCmamoyHOCmb, mepanus aHmuxkoazyisiHmamu, nayuenm cmapute 80 1em), a maxoice 8 mex
CYYasnx, K020a albmepHamueHvie 8apuarHmvl UHOVKYUOHHOU mepanuu OUKmyomcs COYuaIbHo-

IKOHOMUYECKUMU gbaxmopamu uiau l’ZpOG@()éHM@M KAUHUYECKUX UCNbIMAHUL.

Pexomenayercs nanuentam ¢ OITJI mpomexxyTOYHOr0 M HU3KOrO pucKa (IpymHibl pUCKa B
COOTBETCTBUU cO cTapod kiaccudukanueit OILJI) mpu Hanmuuuu BO3MOKHOCTH
NpUMEHEHHE B MHIyKIIMOHHOM Tepanuu komOuHanuu ATRA** u ATO [27].

YpoBeHb yOeTuTeILHOCTH peKoMeHaauuu — A (YpOBeHb IOCTOBEPHOCTH /I0KA3aTeILCTB — 2)
KommenTapuu: nocre coobwenuii 06 ycnewnvix pesynrbmamax aedenuss ATO nayuenmos c
peyuousamu OIL/l uz Kumas, a 3amem u u3 3anadnvix cmpau, Ovll npogeder pso KU,

HanpasienHvlx Ha oyeHky s¢pgexmusnocmu ATO 6 undykyuonnou mepanuu nepsuunvix OIIJI
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[30-32]. Yacmoma oocmuoicenus IIP 6 smux ucciredosanusix sapvuposaia om 86 oo 95 %.
Oonaxo credyem ommemums, ymo ATO couemancs ¢ mepanuei ATRA** u/unu XT.

B yenom smu mmuocoobewarowue pezyromamol mepanuu, ochogannou Ha ATO,
NOKA3b18AOM, YMO COOMBEMCMEYIujee CpaeHeHue co CmaHoapmuuim nooxooom ATRA** +
AHMPAYUKIUHBLL  C  MOYKU 3peHus dpgekmusHocmu, 0e30nacHocmu U IKOHOMUYECKOU
agppexmusenocmu  a6155eMcs  ONPABOAHHLIM. MO  NpeononodceHue OvlI0 NOOMBEEPIHCOCHO
Dpe3yIbmamamu - MHO2OYEHMPOBO20  PAHOOMUSUPOBAHHO20 — UCCNIE008AHUS,  NPOBEOEHHO20
obwvedunennot Eeponeiickoti uccnedosamenvckoti epynnou ¢ okmsaops 2007 no cenmsaopv 2010 2.
[33,34]. Ocnosnoui yenvio smoeo uccredosanus 6vi10 CpasHeHue >hHeKmusHOCmU RPOMOKOIA
AIDA u ATO 6 couemanuu c¢ ATRA** y nayuenmos c¢ OIL/l u3 epynnvl Hu3zko2o u
APOMENCYMOUHO20 PUCKA. AHANU3 00N20CPOUHBIX PE3YIbMaAmMos8 NOKA3Al, YUMo 2-1emHusis oowas u
beccobvimuiinas  eviowcusaemocms  nayuenmos ¢ OIJI, neuenue Komopvim npPo8OOUNU
ATO + ATRA**, oocmogepro nyuute, uem npu ucnoavzosanuu npomoxona AIDA: 98,7 u 91,1 %
(p = 0,03);, 97,1 u 85,0 % coomeemcmeenno (p = 0,02). bviro ommeueno, Yumo MoOKCUYHOCHb
NPOCPAMM  YUMOCMAMUYECKO20 8030€UCmEUsl 3HAYUMO Bblule 6 CPABHEeHUU C NpPOoSPaAMMOuU
OuUoNI02UYLeCK020 TIeYeHUs.

Omo nepsoe macumabroe MHO20YEeHMPOBOe UCCTIe008aHUe, OPUYUATLHO 3aKpenusuiee 3a
ATO 6 couemanuu ¢ ATRA** cmamyc smanonnou npoepammol nevernusi OIJI.

Iockonvky ATO cmanu wupoxo npumensimos 6 Kauecmee mepanuu Kax 2-u, max u 1-i
aunuu y nayuenmos c¢ OILIl, mo nobounvim s¢hghexmam, 6o3nuxarouum 6ciedcmeue e2o
UCNONIL30B8AHUSA, NOCMOAHHO YOeIAom cyujecmeentoe enumanue. K cepbesHvbiM 0CI0HCHEHUAM
omHocam cuHopom ouggepenyuposxu onyxonesvix kiemox OIJI, pazeumue eunepeikoyumosa,
yvonunenue QT/QTc-unmepeana, nepughepuueckyro NOAUHEUPONAMUIO, NOBPEHCOeHUe NeYeHU U

nouex [33,34].

Pexomenayercss  mpoaomkuTh  sedeHne ~ ATRA** 1o koHcTatauum — TOJTHOM
reMaToJioruueckoi pemuccun [1-3,5].

YpoBeHb yoenuTeabHoCcTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTEIbCTB — 5)

He pexomenayercsi MEHATh CTaHJApTHYH0 MHIYKLIMOHHYIO TEPAlMI0 B 3aBUCUMOCTU OT
BBISBJICHHSI MapKepoB, KOTOPBIE pacCMaTpUBAIOTCS Kak (DakTopbl HEOIarompusTHOTO
NpOTHO3a (TaKhe KaKk BTOPHYHBIC XPOMOCOMHEBIE HapyeHus, myTtamus FLT3, sxcnpeccus
CD56 u BCR3 PML-RARA) [1-3,5].

YpoBeHb yoenureqabHOCTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)

28



He pexomenayercss MoauduIMpoBaTh JieYeHHE, OCHOBBIBASICH HA OOHAPYXEHUH OJaCTHBIX
kietok B KM, naxe nHa 50-i u Oonee aeHb JiedeHHs (MO3THSS TEPMHUHATbHAS
muddepeHIMPOBKA) U MPU BBISIBICHUH XUMEPHOTO T€Ha C TIOMOIIBIO ITUTOT€HETUYECKOTO
WA MOJICKYJISIPHOTO aHalln3a B 3TH ke cpoku [1-3,5].

YpoBenb yoequTeabHOCTH pekoMeHaanuu — C (YpoBeHb I0CTOBEPHOCTH I0KA3aTeJIbCTB — D)

3.3.2. Jleuenue KoaryJaonaTuu

Pexomenayercsi mamuentaMm ¢ BepudunupoBanueiM OIIJI B mporecce MHIYKIIMOHHON
Tepanuu MNPUMEHATH TPaHCHY3UOHHYIO TEpaluio TPOMOOKOHIEHTpaTaMu  JJis
TIOJIepsKaHus YPOBHs TpoMbo1uToB kposr >50 x 10%1 u C3I1/KpronperumnuTaTom ais
HoJJIepKaHus ypoBHs GudpuHOreHa >2 /i1, nporpoMOuHoBoro unaekca — >80 % [1-3,5].

YpoBeHb yoeauTeabHOCTH pekoMeHaanuu — C (YPOBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 5)
KommenTapuu: ucnonvzosanue ATRA** ne ommenuno acpeccusnoil samecmumenbHoll mepanuu
KOMNOHEHMAMU KPOBU, A TUULL HECKOILKO YMEHbULUIO 00beMbl UCHOLb3YEMbIX MPAHCHYIUOHHBIX

cpeocma.

He pexoMeHnayercsi UCIOJIb30BaTh B PYTHHHOM TMPAKTHKE TeMapuH  HATpUS™™*,
TPAaHEKCAMOBYIO KHUCIOTY**, JIpyrue aHTHKOAryJssHThl WA WHTHOUTOPBI (HOpHUHOIN3A,
TakK KaK UX MPEUMYIIECTBO OCTaeTcs CropHbiM [1-3,5].

YpoBeHb yoenuTeabHocTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)

3.3.3. Jleuenune runepieiKouUTO3a

Pexomenayercs nanuenTtam ¢ BepuduuppoBanabiM Ol ¢ runepnelikonnto3zom (0coOEHHO
6onee 50 x 10%m) Ha pone nmporpammel XT npoenenue nnazmadepes3os (MI1a3Mao0MeHOB

1o 1,5-2 m) [1-3,5].
YposeHb yoeauTeabHoCcTH pekoMeHaanuu — C (YpoBeHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 5)
KommenTapuu: ewinonnenue niasmagepesoé nokazaHo He mMoONbKO 6 Kauecmee npoyeoypul,
HAnpasieHHou HA NpoQUIAKMUKY U JledeHue CUHOpOMA pacnaod ONYXolu, HO makdxice U Ha

KOppeKyuro KoazyaiayuorHolx ocioxcuenuil ([{BC-cunopom,).

He pexomenayercs nanuentam ¢ OIUI npoBenenue neiikadepesa B KauecTBE PYTUHHOM
IpoIelyphl U3-32 pUCKa pa3BUTHUS (aTabHBIX reMopparudeckux ocioxHenuid u JIBC-
curapoma. OnHako, B ciaydae Hea(HEeKTUBHOCTH POBEIEHUS IUTOPETYKTUBHOM Tepanuu

y OOJBLHBIX C FHHepHeﬁKOHHTOSOM B JKH3HCYTPOXKAOMIUX CUTyalusaX BO3MOXHO
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HCIONIB30BaHue JielKoiuTadepe3a Mpyu yCIOBHH MAaKCHMAIBHO BO3MOKHOTO KOHTPOJIS
reMopparuieckoro cuaapoma[l1-3,5].

YpoBeHnb yoenurteabHocTH pekoMeHaanuu — C (YpoBeHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 5)

3.3.4. Jleuenue nooo4nbix 3ppexroB ATRA**, [IpodpunakTuka u jjedyeHne CHHAPOMA

nuddepeHINPOBKH 0ONYX0/1€BbIX KJIETOK

PexkoMenayercsi BceM ManueHTaM MOAOMpaTh MHIMBUAYAIbHO pekuM Tepanuu ATRA™,
Ipy He0OXOAMMOCTH €r0 U3MEHATh AJIsl YMEHBIIEHUs T000YHOro JIeHCTBUS Mpenapara u
IPEIOTBPAICHUS Pa3BUTHS WK yMeHbLIeHus npossieHuid [{C (cm. npunoxenue A 3.2.)
[35].

YpoBeHb yoenuTeabHOCTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTEIbCTB — 5)

Pexomennayercs Bcem naruentam ¢ OIJI ¢ konuuectBoM neiikorutos >10 x 10%/1 Ha3HauaTh
JeKcaMeTa3on** B 03e 2,5 mr/m? 2 pas3a B CyTKH BHYTPUBEHHO (B/B) B TeueHue 2—3 nHei
¢ nenbto npodunaktiku pasputus JIC [35].

YpoBeHb yoenuteabHocTH pekoMeHaanuu — C (YypOBeHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 5)

Pexomenayercss Bcem manuentam ¢ OIlJl ¢ MUHUMAalbHBIMH TOJO3PEHUSIMH Ha Haydajio
passutus JIC HezaMeIIHTeNbHOE HAa3HAUYEHUE JekcaMeTasoHa** B no3e 10 mr/m? umu 20
MT 2 pa3a B CyTKU BHyTpUBeHHO 10 Kynupoanwus JIC [35].
YpoBeHb yoenuTeabHocTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)
KommenTapumii: ggeoenue dexcamemazona™* oasice npu manetiwiem nooospernuu na /[C aensemcs
cmanoapmuuim nooxooom k anedenuio J[C, necmomps Ha mo 4umo npsmvie 00KA3amenbCmea momy,
umo npourakmuieckoe 8geoeHue NIOKOKOPMUKOUOOE CHUNMCAEem JIeMAlbHOCb, CEA3AHHYIO C
IMUM CUHOPOMOM, omcymcmeyiom. Tem He menee 8 HEKOHMPOIUPYEMBIX UCCAEO08ANHUAX ObLIO
NOKA3aHO, Ymo npoyeHm ghamanvhuvlx ucxo0os npu passumuu /[C na ¢pone npoguraxmuuecko2o
66e0eHUs. 2TI0KOKOPMUKOUOO0E Y nayueHmos c aelikoyumamu 6onee 5 x 10%1 cuuocaemes.
Beposamuocmo pazeumus J[C onyxonesvix Kiemok @vluie y NAYUEHMO8 C UHUYUATLHbIM
netikoyumoszom (>5 x 10%1) u napywenuem @ynxyuu nouex (kpeamunun >123 mrmons/).
Ilosmomy pannee mnauano XT 6 couemanuu c¢ ATRA** u npogurakmuueckoe 6sedenue
2NIIOKOKOPMUKOUOO8 AGNAIOMCA CMAHOAPMHLIM NOOX000M K JIeYeHUI0 8 MOl yepodicarouelt
orcusnu cumyayuu. Y nayuenmos ¢ wuciom neiikoyumog >10 x 10%1 XT o6viuno nauunaemcs 6
meueHue HeCKOIbKUX 4acos nocie npuema nepsou 003t ATRA**. Umenno smo nozeonsem 3samo
HOO KOHMPOIb KOA2YIONAMUI0 Npu 00OHOBPEMEHHOM cHudcenuu pucka pazeumus /[C, uacmoma

Komopo2co 0COOEHHO BbICOKA )Y 9Mux nayueHmoe.
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PexoMeHnayercsi BpeMeHHOE mpekpaimienue cnenuduaeckoit tepanuu (ATRA**) Tonbko B
ciydasx Tsokeno npotekarorero JIC [1-3,5,35].

YpoBeHb yoeauTeabHOCTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)

3.3.5. Onenka 3¢ (peKTHBHOCTH HHAYKIIHOHHOW Tepanuu

Pe3zynomamuor mopgonocuueckoeo, yumozenemuuecko2o u MOAEKYJIAPHO20 UCCIEO08AHULL
8 KOHYe UHOYKYUOHHOU Mepanuu O0JIHCHbL UHMEPNPEeMUPO8amucs ¢ O0abUOU OCMOPOICHOCMBIO.
Kak yoce ommeuanoco, mopgponocuveckue ocobennHocmu, oOHApyscusarowuecs 6 npoyecce
ougppepenyuposxku OIACMHBIX KIeMOK HA (QOHe MAapeemHOl mepanuu, 8CMmpedaromcs 0adice
HOC/e HeCKONbKUX Hedelb om Hauana nievenus (00 40-50 ouett) u mo2ym npusecmu K OuUOOYHOMY
YCMAHOBNeHUu0 nepeuyHou pesucmenmuocmu. Kpome moeo, 3adepacka oughgepenyuposku
Onacmublx  KIemok Mmodxcem npusecmu K oOHapycenuto kiemox c¢ t(15;17) memooamu
cmanoapmuou yumoeenemuxu unu FISH, ¢ ocobennocmu xoeoa smu mecmul 8bINOIHAIOMCA 8
pauHue nepuoovl nocie 3asepulenus UHOYKYUOHHO2O Kypcd. Omu mopgonocuveckue u
yumozeHemuueckue Uccie008anuus He O00JIHCHbL NPUBOOUMb K MoOudukayuu nevenus. A nevenue
¢ ATRA** odonoicno 6vimsb npooondiceno, umodvl obecneuums OOCMAMOYHOE 6pemMsi Os
mepmuHanibHou ougpgepenyuposxku onacmuvlx snemenmos. Kax obcyscoanoco eviue, IIP
docmueaemcs npakmuyecku 8o ecex cayuasax OIJI ¢ dokazannvim xumepuvim cenom PML-RARa.

MonexynapHnoe ucciedoganue nocie nepeoco Kypca UHOYKYUOHHOU mepanuu He umeem
O0ILULO20 KIUHUYECKO020 3HAUEHUS], MAK KAK NoJodcumenvhulil pesyivmam I[P na smoii cmaouu
MOdCEm — Ompaxicamv — 3a0€PAHCKY  CO3PEBAHUS  ONYXONE8bIX KIEMOK, d He UCMUHHYIO
pesucmenmuocms. Takum 00pazom, 6paydu O0IHCHbI B030EPHCUBAMBC OM MEPANesmUYecKUx
peweHull Ha OCHO8e Pe3yIbMAmos 6 SMu KOHMPOIbHble CPOKU. B npomusononoscnocmes smomy,
pesynomamul  [1[[P-ananuza, nposeoeHHo20 nocie 3a8epuleHuss KOHCOAUOAyUl, NO3801A10M

onpeoenams pUcKk peyuousa y KOHKpemHno20 nayuenma.

3.4. KoHcoIuaupyolas Tepanusi

Heobxooumocmov koncoruoayuu u onumenvrnou noooepaicusarowei mepanuu npu OILJT
OdokazaHna ewge 8 «0opemunouduyto spyy. C momenma eneoperuss ATRA** 6vi10 noxazaro, umo
monekynapnas pemuccus Ol docmucaemcs npumepno y 95 % nayuenmos nocie mpex
nociedosamenvhvix Kypcos XT ¢ anmpayuxiunamu (1 unoykyuonnolii u 2 KOHCOAUOUPYIOUIUX).
Jaunviti  pakm u cman OCHOB0U ONsL NPUHAMUA  OMO20 NOOX00d KAK CmaHoapma
koncoauoupyrowei mepanuu [1-3,5,36]. Oonaxo nexomopwie éonpocewl, cesizantvle ¢ 5motl pazou

mepanuu, ocmaroncs CnOPHbIMU.
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Pexomenayerca mnauwentam c¢ OIIJI, 3aBepmimMBIIMM WHIYKIMOHHBIM H3Tam JI€YEHUS,
NPUMECHEHHE KOHCOMWAMpYIOIIeH Tepanuu ¢ BriIrodeHneM ATRA** s cHuxeHUs
BEPOSITHOCTH Pa3BUTHS peliuanBa 3abosesanus [1-3,5,36].

YpoBenb yoeaureabHocTH pekoMeHaanuu — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTEIbLCTB — D)
Kommenrapmii: npumenenue #ATRA** ¢ cmandapmmuoii 0oze (45 me/m? 6 Oenv) 6 meuenue
15 oneii 6 couemanuu ¢ XT 6 nepuod KoHCOAUOUPYIOWE20 Ne4eHUsi CHUMCAem PUCK DA3GUMIUSL
peyuousa [37]. Poccuiickas epynna no neuenuio OJI pexomenoyem npumenenue ATRA** na ecex

omanax mepanuu OIJI [4].

Pexomennayercst manueraTam ¢ OIJI, monmyuyaBmuM Ha nHayKIrnoHHOM dTane ATRA** u XT,
OPOBOJIUTh 3 Kypca KOHCOJNWAALNH, BKIIOYAIOMICH AHTPAMKIMHBL (MaapyOummH™**,
nayHopyOurmu** u mutokcanTpon**) (cMm. mpuioxenue A 3.1.) [27].

YpoBeHb yOeTUTEIbHOCTH PeKOMEHAAUH — A (YPOBEHb JI0CTOBEPHOCTH 10KA3aTEIbCTB — 2)

Pexomennayeres manuentam ¢ OIJI BeicOKOro prcka, moay4yaBIIMM Ha HHIYKIIHOHHOM STarle
ATRA** u XT, mpoBOIUTH KOHCOJIMIALNIO C BKIIOUEHHEM 110 KpaiHen mepe 1 kypca XT
CO CTaHJIAPTHBIMH WJIM CPSTHUMHU J103aMH nuTapabuna** (cm. npunoxenne A 3.1.) [38].
YpoBeHb y0eTUTEIbHOCTH PeKOMeHAaluu — B (YpOBeHb I0OCTOBEPHOCTH 10KA3aTEJILCTB — 3)
KomMmenTapuii: co gpemenu nepgozo ycneuino2o onvlma ucnoib308anus 0ayHOpyouyuna™* e
Kauecmee MOHOmMepanuu u 00 HAcmosawe2o epemenu poisb yumapadbuna™* npu OIIJ/l ocmaemcs
cnoprou. Hu o0no u3 uccnedosanuti, nposedeHuvix 00 nossienus ATRA** e mom uucne
PAHOOMUUPOBAHHDBIX, HE NOKA3AL0 NPEUMyuecms 000as1enus yumapaouna™™ K anmpayukiuHam
1O CPABHEHUIO C UCNOIb308AHUEM 8bICOKUX 003 aHmpayukiunos. C ekitouernuem 8 6016 UUHCMBO
kaaccuyeckux npomokonoe ATRA** cnopwi o poru yumapabuna™* ocmanuce nepewennvimu [27].
Credyem ommemumbv, 4mo COBMeCMHbIN AHANU3Z DPe3VIbIMAmo8 JleYeHus: Nayuenmos,
exnmouennvix 6 uccreoosanus PETHEMA u Eeponeiickoti epynnvt OIJI, npodemoncmpuposan
00UHAKOBO HUZKYIO YACTOMY PA36UMUsL PeYUOUBO8 Y NAYUEHMO8 MOL0d4ce 65 Jiem ¢ letikoyumamu
<10 x 10%1 & Oebrome 3abonesanus HE3ABUCUMO OM MO0, KAKYIO MEPANUIO UM NPOGOOUTU:
MOHOMEPANUI0 AHMPAYUKTUHAMU UTU AHMPAYUKIUHBL 8 cCOYemanuy ¢ yumapabunom™*. Tem He
MeHee OblIU NOLYYeHbl Pe3yIbmamyl 8 NOIb3Y BKI0YEeHUs YUumapabuna™> y nayuenmos 6blcoKo2o
pucka ¢ unuyuansHuim tetikoyumosom >10 x 10%, nockonvky vacmoma pazeumus peyuousos
Ha MOHOmMepanuu anmpayukiunamu oviia eviuie [38].
Poccutickas uccneoosamenvckas epynna npeonazaem HNpuMeHAmMs yumapadun™** y
NAYUEHMO8 U3 2PYNnbvl 8blCOKO20 PUCKA 8 NepU00 KOHCOIUOAYUU 8 Kayecmee OOHO20 U3 mpex

Kypcoe Konconudayuu (yumapabun** 200 me/mM* 6 Oenb 6 6ude NOCMOAHHOU 6/6 UHDY3UL 6

32



meuenue 7 Onell  couemanuis ¢ MUmoxcaumponom™* 10 me/m? 6 1-3-1i Onu) 6 pamxax npomoxona

AIDA [4].

Pexomennyerca mauuentam ¢ OIUI, monmywaBmmm Ha uHAYKUMOHHOM 3Tane ATRA** n
ATO, mnpoBomuTh KoHcoMMmanui Takke komOmHamuedn ATRA** u ATO (cm.
npuioxenne A 3.1.) [33,34].

YpoBeHb y0eTuTEeILHOCTH peKoMeHaanun — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 2)
KommenTapmii: xax yoce ommeuanocs, ATO sensemcs oOHUM u3 camwvlx 3pgexmusHvlx
npenapamos 8 neverue OILJL Tlocie 001020 UHOYKYUOHHO20 KYPCA HEOOXO0OUMO €20 NPUMEHSMb
U 8 nepuood Koucoauoayuu. /[oxazamenbHbIX UCCIe008AHUL, YKAZLIBAOWUX HA ONMUMAILHYIO
APOOOINCUMETILHOCHb KYPCOB KOHCOAUOAYUU, UX YUCTO, Heobxooumocmb couemarnus ¢ ATRA**,
noKa He nposedeHo. B Hacmosiwee pems nposedeHvl paHOOMUUPOBAHHbIE NPOCNEKMUBHbBLE
uccnedosanus, Komopule 00Kasalu 8vlcoxyio aghgdexmusenocmo ATO npu HU3KOU MOKCUYHOCMU 8
nevenuu nayuenmog c¢ OIIJI u3 epynnel HU3KO20 U HPOMEI’CYMOUHO20 pucka. B smux

uccnedo8anusax ovLiu npedycCMompeHvl yemoipe 4-nedenvhvix kKypca koncoauoayuu ATO u éocemo

2-nedenvhvix Kypcos ATRA** [33,34].

Pexomenayercss mnauuverntam ¢ OILJI, 3aBepmmBIIMM HOporpaMMmy KOHCOJUIUPYIOIIEH
Tepanuu, MOJIEKYJSIpHO-TEHETHYeCcKoe uccieqoBanne MyTanuii B rene PML-RARA
mertonom ITLIP ¢ uyBcTBUTENBHOCTBIO TIO KpaitHeit mepe 1 x 107 mo KM mys onmenku
MOJIeKyJIsipHO# pemuccun [1-3,5].

YposeHb yoeauTeabHoOCcTH pekoMeHaanuu — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTEIbCTB — 5)

He pexomenayercs y namuentoB ¢ OIIJI B nmepBoil MOJIEKYJISIPHON PEMUCCUU BBINOJIHATH
ayrto- wim auto-TI'CK [1-3,5,36].
YpoBenb yoequTeabHocTH pekoMeHaanuu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)
Kommenrtapun: gvinoanenue TI'CK y nayuenmos ¢ OI1JI ¢ nepsoii IIP ne noxaszamno. [{nsa kpavine
He3HauumenvbHou yacmu nayuenmos ¢ nepcucmenyuei MOB nocne 3asepuienus KoHcoauoayuu
anno-TI'CK cnedyem paccmampusams auuib 8 mom ciyyae, eciu ecmv nooxooswun HLA-
uoenmuuHslil OoHop. HM3-3a moco, umo y 5mux RnAyueHmos Mo2ym OmMeyamvCs paHHue
peyuoussl, Modxcem OblmMb UCNONBL308AHA OOnOIHUMeNbHAs mepanus (Hanpumep, ATO) ¢ yenvio
KOHMPOJISL 3a001€8aHUSA U O OOCIuUdCeHUss MoneKyaapHou IIP neped mpancnianmayuetl.
B nacmosawee epemsa noumu eecv onvim 6 TI'CK Ovbin ocHoéan Ha UCNONIb308AHUU
MUENoabIamueHo20  pexcumMa  KOHOUYUOHUPOBAHUA. J{aHHbIX O NpUMEHEeHUU  pedxcuma

NOHUMNCEHHOU UHMEHCUBHOCMU npu smom 3abonesanuu Hem.
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V nayuenmog u3z epynnel 6biCOKO20 PUCKA DPA3BUMUSL PEYUOU8A NOCAE OOCMUNCEHUS]
moaexyasaproul IIP modcem 6vimb ocyujecmaiena 3a20moeka aymonio2UyHblX CME0L08bIX KIemOoK
Kkposu ¢ yenvto evinoanenuss aymo-11'CK kax rouconuoupyoweti mepanuu. Ilpu smom
Heobxo0umo, umodvl 6 COOpPaHHOM KlemouHom cyocmpame memooom IIL[P xumepmwiii
mpanckpunm He onpeodensici. Hecmomps Ha Xopowiue pe3yibmamovl, OOCMUSHYMble NpU
UCNONB308AHUU D020 NOOX00d, POb MPAHCHAAHMAYUY ABTIAEMCSA HeONPEeOeleHH O, NOCKOJIbKY,
KAK NOKAa3an pso UCCie008aHull, 00J20CPOYHASL DEMUCCUS Modcem Oblmb O00CMUSHYmMa ¢

nomowvio Heckonbkux Kypcos ATO.

3.5. HopaepKuBaQUIAss TePaAnnus

Pexomennayercs y nanuenton ¢ OILI, 3aBepmmBIInX nporpaMMy HHAYKLIUU U KOHCOJIUJAIUH
pemuccun 0e3 npumeHeHuss ATO, nmpoBoauThs mnojanepxkuBaromiee jeuenne ATRA**,
METOTpeKcaTOM™* W MepKanTomypuHOM** B TeueHHe IBYX JeT JUOO 10 KOHCTAaTalluu
peunauBa [29,39].

YpoBeHb y0eTuTEIbHOCTH peKOMeHAauH — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEILCTB — 2)
KomMeHnTapuu: necmompss na mo umo 3¢phgpexmusnocms nodoepoicusaroujeti mepanuu Owvlida
00KA3aHa 6 08YX PaAHOOMUsUposanuvix ucciedosanusax [29,39], npodonsxcaiomes ouckyccuu o
HeobXo0uMocmu ee NPpUMeHeHUs Y NAYUeHMO8 8 MOJIEKYIAAPHOU PEMUCCULL.

Poccuiickas uccnedosamenvckas epynna pexomeHoyem UCnoIb306ams OIUMENbHYIO 2-
JIemHI010 no0depaicusarowyto mepanuto y écex nayuenmos ¢ OIJI nezagucumo om epynnvi pucka
npu  00343aMenbHOM  MONEKVIAPHOM Mounumopuree MObB u onmumanvueiv — cuumaem
noooepoicusarowee ievenue no npoepamme AIDA [4].

IToooepaicugaiowjas mepanus mepkanmonypurom** ¢ 0oze 50 me/m®> 1 paz 6 Oenw
NOCMOAHHO (MONOKOM He 3anuéams) u #memompexcamom™** ¢ doze 15 me/m? 1 pas 6 nedenio
Hauunaemcs yepes 3() OHell nocie nociedne2o Kypca koucoruoayuu. #ATRA** — ¢ meuenue 2 neo.
(1-15-u onu) u npumensiemes 1 paz 6 3 mec. [4].

XT npexpawaemcsi uepe3 2 200a om MOMeHMA 3A6ePUICHUS KOHCOIUOAYUU, eClUu 8

meueHue ce2o nepuooa HadbIoeHUs He ObLIU ONpedeieHbl MOIEK)ISAPHbLE PEYUOUBDI.

Pexomenayercss Bcem manuveHtaMm ¢ OILJI, momydaromuMm MOANEP/KMBAIONIYIO TEPAIHIO,
peryisipHoe BbInonHeHue oouero ananuza [1K ¢ moacuerom neiikountapHoii GpopMysisl 1
onpejieieHueM 4YHclia PETHKYJOIMTOB U  TPOMOOIMTOB Ul  CBOEBPEMEHHOM
Mo (UKAIMH 103 IIUTOCTATHYECKHX npenapaTos [1-3,5].

YpoBeHb yoenureabHocTH pekoMeHaannu — C (YpoBeHb I0OCTOBEPHOCTH I0KA3aTeILCTB — D)
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Pexomenayercsa Bcem naunumeHntam ¢ OIIJI, momyyarommM Moaaep >KMBAIONLYIO0 TEpAIHIo, C
yactoTol 1 pa3 B 3 Mec BBINOJIHATH LUTOJOTMYECKOE UccienoBaHue nmyHkrata KM, a
TaK)Ke MOJIEKYJIsIpHO-TeHeTndyeckoe uccienopanue reia PML-RARA meronom IIHP c
YyBCTBHTENIBHOCTBIO MO KpaiftHeir Mepe 1x10% mo KM mis kontpons MOB wu
CBOEBPEMEHHOM JUAarHOCTHKH peruausa [1-3,5].
YpoBeHb yoenureabHocTH pekoMeHaanuu — C (YpoBeHb IOCTOBEPHOCTH JI0KA3aTeILCTB — D)
KommenTapuii: npu koncmamayuu MOneKyiapHo2o peyuousa (08axcobl NO3UMUBHbIN OmeEen
I[P unu couemanue I[P u FISH), 603nuxuie2o Ha hone nododepoicusaioweo ieyenus, mepanus

UBMEHAEMCAL.

3.6. [TpoduaakTika BOBJeYeHUs] IEHTPAJILHOI HEPBHOW CHCTEMBI

Llopascenue yenmpanvnou nepenou cucmemvlr (L{HC) sensemcs camvim uacmolm
akcmpamedyunsipuvim ouazom npu OIL/I. Tak, no kpatinetl mepe okono 10 % eemamonocuueckux
peyuousos conposodcoaromes eosiedenuem LIHC. Ilosmomy eozmodcnocms eoeneuenus [[HC
cnedyem paccmampugams y 1106020 us nayuernmog ¢ OI1/I ¢ neeponocuveckumu cumnmomamu, u

OHA 00NHCHA ObIMb UCKTIOYEHA Y 8CeX NAYUeHmog ¢ peyuousom [2].

Pexomenayercss maumentam c¢ OIIJI Bbicokoro pucka mocie poctuxeHus nepBou 1P
npoUIaKTHKA HEUPOJICHMKEMHUH WHTpATEKaJbHBIM BBEJICHHEM #MmeToTpekcara*™*15 wmr,
urapabuna** 30 mr u gekcamerazona** 4 mr [40].
YpoBeHb y0eTUTEILHOCTH peKoOMeHaanuu — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEIbCTB — 3)
KommenTapuii: nockonvky o6onvuwuncmeo [[HC-peyuoueos eozuwuxaem y nayuewmos c
2UNepaeliKoyumo3om, HeKomopule ucciedosamenu exkuodarom npogurakmuxy eosiederus L[HC
Yy NAyueHmos8 BbiCOKOU 2pYynnvl pucka. s maxkux NnayueHmos yenecooOpasHo OMJIONCUMD
npoghunakmuxy Heuponeuxkemuu 00 momenma oocmudicenust [1P, max kax 6 nepuoo uHOYKYUOHHOU
mepanuuy 04eHb 8bICOK PUCK OCTIONCHEHUL, C8A3AHHBIX CO CNUHHOMO0320801 nyHKyuel. Poccutickas
uccne0o8amenbeKas 2pynna makice NPUOepHCUBAemcs MHeHuUsi 0 HeoOX00UMOCMU 8bINOIHEeHUs
npouIaKmuKy  HeuponeukemMuu — UHMPAMEKAIbHbIM — 88edeHuemM  Mmemompekcama ™™,
yumapabuna** u oexcamemazona** y nayuenmos ¢ unuyuanbHoim reiikoyumosom >10 x 10%
[4].

Ilayuenmam evinonusemcs 5 M0oMOANbHBIX NYHKYUll (c 66edenuem 3 npenapamos) &

nepuoo Kypcos unoykyuu/koncoruoayuu, 3amem 1 paz 6 3 mec.

He pexomenayercs npoduiiaktuka Heiposelikemun y nanueHtoB ¢ OIJI Huskoro pucka,
T. €. €CITM UCXOJIHOE YHCIIO JIeHKOMTOB He Tpesbimano 10 x 10%/m [40].

YpoBeHb y0eTuTEeILHOCTH peKOMeHAanun — B (ypoBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)
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3.7. Ocoobie cavuau OIJ1

3.7.1. lanmeHTHI cTapIIel BO3PACTHOI IPyNIbI

Pexomenayercs nauueHToB crapiue 60 JET B XOPOLIEM COMATUYECKOM CTaTyCe JIEUYUTh TaK
ke, Kak U ocTajbHbIX nanueHToB ¢ OITJI ¢ ydeToM KOppeKUuu J03 MUTOCTATHYECKHX
npemnapatos [41].

YpoBeHb yoenureabHocTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH JI0KA3aTeILCTB —4)
KommenTapuii: 6 omauuue om opyeux ¢popm OMJI, OILJI y nosscunvix nayuenmos ulasisiemcs
CPABHUMENLHO pPeOKO U UMeem OMHOCUMENbHO Oaa2ONpUsmHublL UCX00. IDppexmusnocms
Jeyenusn nooicunvix nayuenmos c¢ OILJl conocmasuma ¢ makogoti y monoowix. Kpome moeo,
HOJMCUTIBIX NAYUEHINO8 Yaue 8ce20 OMHOCAM K epYNne HU3K020 PUCKA NO CPABHEHUI0 MOLOObIMU.
OOHaKko y RnOXMCUNbIX Uy 3HAYUMENbHO Gblule NOKA3amenu MOKCUYHOCMU, 00)CNI06IeHHOU
mepanuetl (boJlee 8bICOKAs YACMOMA PA3BUMUSL CENCUCA U Y8elUYeHUe CMEPMHOCMU, CEA3AHHOU
¢ nevenuem). Poccuiickas ucciedosamenvckas 2pynna peKomeHOyem NPUMEHAmsb Y NONCUTIbIX

nayuenmos npomoxon AIDA, 6 komopom npedycmompeno cHudiceHue 003Upo8oK AHMPAYUKIUHOE

[4].

3.7.2. IlaumMeHTHI ¢ TAKEJ0H COMYTCTBYIONIEH NATOI0THel

Pexkomenayercss mamueHTaM C THKEJIOW COMYTCTBYIOIIEW TMATOJIOTHEN PaccMOTPETh
BO3MOXKHOCTh JieueHuss komOuHarmeinr ATRA** u  ATO 06e3 wucnonb3oBaHUS
[UTOCTaTHYeCKUX npernaparos [1-3,5,36].

YposeHb yoeauTeabHocTH pekoMeHaanuu — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 5)
KommenTapmii: 0vi10 pazpabomano HecKONbKO aANbMEPHAMUBHBIX NOOX0008 6 JleueHuu
nayuenmos ¢ OI1J/I, nanpasnennvix na ceedenue Kk MuHuMymy npumernenus X1. borvwuncmeo usz
Hux ocnoeanvl na npumenenuu ATRA** u ATO ¢ munumanvnoti XT unu 6e3 XT. Omu nooxoowi
Mo2ym Oblmb UCHONB308AHbL Y NONCUTLIX U MOJIOOBIX NAYUEHMO8 C MANCENOU CORYMCmayuel
namonozuet, Komopvim umumeHncusnas X1 npomusonoxazawa (Hanpumep, y NAYUEHMOE C
KapouaibHoU namonocuel uiu 0pyeou cepbe3nol opeanHou namonoaueti). Kax u npu mepanuu
ATRA** ¢ aumpayuxnunamu, yeivro 1edenus y makux nayueHmos O0IHCHO Oblmb 00CMUdICEHUE
MONEKYIAPHOU  PeMUCCUU ¢  NOCMOAHHLIM MoHumopuneom MOB ¢ yenvio onpedenenus

HeobXx00uMocmu 8 OONOJHUMENbHOU Mepanuu.

3.7.3. Jleuenne OILJI npu 6epemeHHOCTH
Huaenocmuxa OIJI 6o épems 6epemenHocmu — cobbimue 00801bHO peoKoe, HO meM He

MeHee 6NOJIHe pedjlbHOoe. B smou cumyayuu 6onpoc peuaenmcs CXoxcum C jl1e4eHUuem 6cex oJI
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oopazom [42]. Ilpu ouacnocmuxe OIIJI ¢ | mpumecmpe pexomendyemcs npepoviéanue
bepemennocmu. dma npoyedypa OONHCHA BbINOIHAMBCI 8 YCI0BUSIX NOJHOU MPAHCHY3UOHHOU
obecneuennocmu mpomooyumuvimu kouyenmpamamu, C3I1. Ilocne abopma HemedrenHO
Hauunaemcs mepanus ATRA**. Eciu na momenm niaaunupyemoti npoyedypvl y NAYUEHMOS
ommeyaemcs 2enepanuzosannuiil [{BC-cunopom, mo npepvisanue bepemenHocmu 1enecooopasto
OMIONACUMb 00 KYNUPOBAHUSL 2eMOPPASUHECKUX —OCIOJNCHEHUll, Komopbie Mo2ym Obimb
HUBEUPOBAHbBL KAK CUMNIMOMAMUYECKY, MAK U — 8 CAYHAAX ObICMPOo2o pazeumus 1euko3d — ¢
nOMOWbI0 NOAHO003HOU adeksamHou X1. B nocieonem ciyuae bepemenHocms modxicem Ovlmb
npepsana nocie oocmudiceruss I1IP — uepe3 30—45 Owneu. Bvinonnenue npoepammuou mepanuu
OIlJI npu bepemenHocmu CmMaiKu8aemcs ¢ ONPOCOM 0 OOKA3ZAHHBIX MePamo2eHHbIX I dexmax
ATRA**, komopuble 00ycrosnenvl ee anmuaneuoceHHbiMu ceoucmsamu. Ilosmomy ucnonv3zosarue
mpemunouna** 6 | mpumecmpe, Koe0a npoucxooum 3aKIAOKA 6CeX OpeaHo8 Niood,
nomenyuanvho onacuo. Ilpumenenue ee 6 couemanuu ¢ XT 6o |l u Il mpumecmpe, nocne
Gopmuposanusn niayeHmeol, He MOILKO ONPABOAHO, HO U Heobxooumo. Kypcor XT mozym Ovimo
cmanoapmuvimu (7 + 3 ¢ 003011 daynopybuyuna** 60 me/m? na ésedenue) 1ubo 6uims OCHOBAHD
Ha npomokone AIDA (monomepanus uoapyouyurom™**). Meoswcoynapoousie sKcnepmol

* cnocoben npounuxamo uepes niayeHmapHulil bapvep 6

npedocmepezaiom, 4mo uoapyouyur™
Oonvweti cmenenu, yem 0ayHopyouyun™*,

Poccuiickoii uccneoosamenvckotl epynnoiu nakonier onvim no jaedenuto 10 bepemenHvix ¢
ooxazannvim OILT [43]. Ilpumenenue monomepanuu udapyouyunom™** ¢ couemanuu ¢ ATRA**
0KA3aN0Ch 8bICOKOIPPEKMUBHBIM U MEHEE MOKCUUHBIM 8 CPAGHeHuU ¢ 7 + 3, anomanuii niooa He
8vls6lIeHO. B tumepamype makoice cyuecmsyom omoeibHvle Onucanus caydaes no aederuro OIJT
vy bepemennvix. Bo écex coobuenusx neyenue npouLio yCnewHo, He OblI0 3apecUcmpuposaHo
BDOANCOEHHBIX AHOMANUU N100A, 6Ce Oemu POOUNUCH 300posbimu. Tem He MeHee 8 pside clyuaes
coobwaemcst 0 NPExoOAWUX HAPYWEHUsX pumma y nioda. B cessu ¢ smum na ¢one npuema
ATRA** u esedenus aHmpayukiunog pekomenoyemcs muamebHbulll MOHUMOPUHE CEPOeUHOU
desimenvHOCMU Y NI0OA.

Ilocne pooopaspewienus pekomenoyemcs navunams nocieoyiowuii kypc X1 He panee uem
yepe3 2 Hed. Kopmaenue epyovio 3anpeweno. Kypc xoncoruoayuu nocie pooos 0oadiceH Obimb
8blOPAH MeHee UHMEHCUBHBIM (8 yacmHocmu, uz npomoxona AIDA kypc l-kpamnoeo esedenus
uoapyouyuna™* unu 4-oneenoe 8gedenue MAIbIx 003 UOAPYOUYUHA™ ™), NOCKOILKY 8ePOSIMHOCHIb
pazeumus pamanbHuIX UHGEKYUOHHBIX OCTONCHEHUN Y NAYUEHMO08 NOCIe POOO8 OUeHb BbICOKASL.

Lenecoobpasno nauams npuem ATRA** u ¢ xonye 2-HedenbH020 YUKIA BLINOIHUMD B8eOEHUE

yumocmamuvyecKkux npenapamoe.
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Pexomennyetcst manueHaTkaMm rpu auarnoctuke OILJI B Teuenue | Tpumectpa 6epeMeHHOCTH
BBITIOJTHUTh MCKYCCTBEHHOE MPEPhIBAaHKE OCPEMEHHOCTH MO MEIUIMHCKAM TTOKA3aHHIM
[42,44].

YpoBenb yoeaureabHocTH pekoMeHnaanuu — C (ypoBeHb I0CTOBEPHOCTH I0KA3aTeIbLCTB — 4)
KommenTapuu: ATRA** obnadaem evicoxum mepamoeennvim Oelicmeuem u 3anpeweHa 0Jis

ucnonvzosarus 6 | mpumecmpe 6€p€M€HH06’mu.

He pexoMeHayeTcsi TPUMECHSTEH [IPOU3BOIHBIE MBIIIbIKA, KaK BHICOKO SMOPHOTOKCHYHBIC, B
ar060M TpuMecTpe 6epementoctu [43,45]

YpoBenb yoequTeabHOCTH pekoMeHaanuu — C (YpoBeHb I0CTOBEPHOCTH I0KA3aTeIbLCTB — 4)

Pexomennyerca y manmeHtok ¢ OIUI B | TpumecTtpe OepeMEHHOCTH, HE IKENAIOMIMX
npepbiBaTh OEpEMEHHOCTh, B KayeCTBE MHJIYKLUHU HCIOJb30BaTh JayHOPYOULMH™* B
MOHOTEpANUU UM B COUETAHUU C IUTApaOMHOM™** B J103aX, aHAJIOTUYHBIX TAKOBBIM IIPH
JeYcHUH HeOepeMEeHHBIX MaueHToK (cM. nmpuaoxkenne A 3.1.) [42].

YpoBeHb y0eTuTEIbHOCTH peKOMeHAaluH — B (YpOBeHDb I0CTOBEPHOCTH 10KA3aTEILCTB — 3)

Pexomenayercsa nanuentkam c¢ OILI, nuarnoctupoBanHeiM Bo Il umm Il Tpumectpe
OepeMEeHHOCTH, B KadyecTBe MHIYKIUU ucnois3oBaTh ATRA** B koMmOuHamum c
unapyourmaoM™* (cm. npunokenne A 3.1.) [43].

YpoBeHb yoenuTeabHoCTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 4)

Pexomenayercst OepeMEHHBIM NAIICHTKAM BBITIOHATH POAOPA3PEIICHIE METOIOM KecapeBa
ceuenus [43].

YpoBeHb yoeauTeabHOCTH pekoMeHaanuii — C (YypoBeHb J0CTOBEPHOCTH 10KA3aTeIbCTB — 4)
KommenTapuu: 6wi60p cnocoba podopaspeuienuss onpeoensiemcss COCMOoAHUeM N100d,
COMAMUYeCKUM CMAamycom NAYUeHmKu, 2emMamoni0eudecKumMu HnoKa3amenimMu u cmpoeo 8
coomeememauu ¢ akyutepckumu noxazanusimu. Camonpouseoivivie poobl MO2ym Oblmb 8blOPatbl
KaK cnocob pooopaspeuienus mMoNbKO Npu Haauyuu y nayueHmku pemuccuu OMII,
YOO0BIemBOPUMENbHBIX NoKa3amenel 00uje2o amaiusa Kpoeu, npu Xopouiem COMAmudecKom

cmamyce nayuermKu U CoOCmoAHuu niooaq.

Pexomenayercsi OepeMEHHBIM TAlMCHTKAM, MOJYYaloNMM Jjiedenue mo mosogay OIL,
pojopaspelieHre BBIMOJIHATS B TEPHOA MEXIy Kypcamu (onTuManbHO Ha 33-34-i
uenene) [43].

YpoBenb yoeaureabHocTH pekoMeHaanuu — C (ypoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — 4)
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KommenTapuu: necmomps na 6esonacnocmov XT 6o |l u Il mpumecmpe 6epemennocmu, ee

I’lp06€0€HM6 CBA3AHO C 8bICOKUM PUCKOM CNOHMAHHbIX a50pm06 u npe.?fC066p€M€HHblxp0606.

PexomeHayeTcss BBINOJHATH €XKEHEACIBbHBIM KOMIUIEKC HCCIENOBAaHUN JUIsl  OLICHKH
(YHKIIMOHAJIBLHOTO COCTOSIHUS T1J10/1a ¢ 0COOBIM BHUMaHUEM K KapAHaJIbHON (DYHKITMU Ha
done nporpammuoii XT OITJI [42].

YpoBeHb y0eIuTEIbHOCTH peKOMeHAanuH — B (YpOBeHDb 10CTOBEPHOCTH 10KA3aTENLCTB — 3)

PexomMeHnayercsi npu MJIaHOBOM MPEKIEBPEMEHHOM POJIOpa3pellieHnH Ha cpoke 24—35 Hen
MPOBOJIUTh NPOMHUIAKTHKY CHHIpPOMAa OCTPOTO PECIUPATOPHOIO JHCTpecca Yy
HOBOPOXJCHHOTO — B/B BBEJICHHE #1ekcaMmeTa3zoHa™* 12 mr 2 BBeeHus uepe3 12 yacoB 3a
2 cyTOK J10 pozoB [46].

YpoBeHb y0eIuTEIbHOCTH PeKOMeHAaluH — B (YpOBeHDb I0CTOBEPHOCTH 10KA3aTEILCTB — 3)

He pekomeHayeTcsi KOpMIICHUE TPY/ABIO MOCIIE poIopa3pelleHus Ha (HOHE MPOI0IIKAIOIICHCS
XT [42].

YpoBeHb yOeTUTEIbHOCTH peKOMeHAanu — B (YpoBeHb I0CTOBEPHOCTH 10KA3aTEJILCTB — 3)

He pexomenayercs xenuaaM ¢ OIJI miaHupoBaHue GepeMEHHOCTH B MEPUOJ JICUEHUS
ATRA™* Bo BpeMsi KOHCOIUAUPYIOLIEH WU oA KUBAIOIIEH Tepanuu (TepaToreHHbIN
apdexr ATRA**) [44].

YpoBeHb yoeauTeabHOCTH pekoMeHaanuu — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTEIbCTB — 5)

3.8. Jleuenne permausa OIJ1

Ilo 0annvim paszuvix uccredosanuil, npumerenue monomepanuu ATO 6 newenuu peyuousa
OII noseonsiem docmuuv 2-ti monexynaprou pemuccuu 6 70-90 % cayuaes [47,48]. B mo snce
8peMsl UCNONIb308AHUE MPAHCHIAHMAYUOHHBIX NOOX0008 Y NAYUEHMO08, KOMOPbIM 00CmueHyma 2-
a pemuccua OILJl, nokasvigaem ux npeumyuecmeo neped ucnonvzosavuem moiavko ATO-
cooepoicawux npoepamm. Tax, nanpumep, uccredosanue egponetickou epynnwi LeukemiaNet
nokazano 3-nemuioro OB y 80 % oOoavnvix nocne npumenenuss aymo-TI'CK 6o emopoii
MONEKYISPHOU pemuccuu no cpasienuto ¢ 59 % y nayuenmos 6e3 TI'CK [49]. Xoms anno-TI'CK
xapaxmepu3zyemcs, no OAHHbIM HEKOMOPLIX UCCLeO08AHUL, MEeHbULEl 8ePOSIMHOCINbIO PA3GUMUS
nosmopHulx peyuousos nocie TI'CK no cpasnenuro ¢ aymo-TI' CK, remanvrnocmo, céazaunas ¢
Jleuenuem, oeraem SMOm Nooxo0 y nayuenmos 60 emopou pemuccuu OILJl menee
npeonoumumenvhvim no cpasnenuio ¢ aymo-TI'CK [50]. Oorcudame svicokyro sghgpexmusnocmo
aymo-TI'CK 6 mo dice 8pems ciedyem moabko y NayueHmos ¢ 00CMueHymou 2-i MOoaeKyIspHou

pemuccuel.
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Hecmomps na vicoxyro agpghexmusnocmov ATO y 6onvuvix ¢ O, cywecmeyem npodrema
peyuousog nocie mepanuu ATO u pesucmenmunocmu k nevenuro ATO. O0Hom u3 nooxo008 K
JneyeHuro peyuousos u pesucmenmuvix OIlJl 6 maxux crayuasx A611emcs UCNOIb308AHUE
bopmeszomubatt ¢ couemanuu ¢ ATO [58,59].

Hzyuaemces ucnonvzosanue Ho6020 npenapama, eéenemokiakca#, uneubumopa bcl2, e
nevenuu peyuousos OIJI, peppaxmepnvix k ATO, 6 mom uucie — 8 1euerun IKCMpameoyLisIPHbIX
peyuousos ¢ L{HC. IIpodemoncmpuposana evicokas 3¢@gexmuenocms eeHemokiakca# kax 6

monomepanuu (peyuous [[HC), max u 6 couemanuu ¢ xumuomepanueii [60,61].

Pexomenayercst y MalMeHTOB C MOATBEPKIEHHBIM MOJIEKYJSIpHbIM pernuauBoM OITI
(ompeneneHHbIM  Kak 2 mocienoBaTenbHbIX [IL[P-monmokurenbHBIX — aHanmM3a €O
cTabunpHBIM HapacTtaHueMm ypoBHs PML-RARA-tpanckpunTa) He3aMeAIMTENbHO HaYaTh
Tepanuio, BkIovatonyto ATRA** u ATO, ¢ nenpio mpeaoTBpallleHus pa3BepHYTOTrO
peunauBa [47,48].

YpoBeHb yoenuteabHocTH pekoMeHaanuu — C (YpOBEHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 4)
KommenTapuu: xoms ATRA** 6 couemanuu ¢ XT mooicem Ovimeb ucnoniv3osamna 6 xawecmee

mepanuu cnacernusd, cxemsvl Ha OCHose ATO 6 HacmosAwee 6pemsa CHumaromcs 1-1t aunuen nevenus

peyuousa OILJI

Pexkomenayercsi manueHTaMm, y KOTOPBIX TOiydeHa 2-s1 MosekysspHas [IP, paccmorpers
BO3MOXKHOCTb BbInosiHeHus ayto-TI'CK [49].

YposeHb yoeauTeabHOCTH pekoMeHaanuu — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 4)

KommenTapun: aymo-TI'CK mooicem 6binoIHAmMbCa MOaAbKO 6 cyuae, eciu 8 3a20Mmo61eHHOM

aymompancniaumame Omcymcmeyem MONeKYIAPHbIU MapKep.

PexoMenayercsi mammMeHTaM, y KOTOPBIX HE JOCTUTHYTa 2-1 MOJICKYJISIpHAs PEMHUCCHSA,
paccMOTpeTh BO3MOXHOCTH BbinoHeHus aino-TI'CK [50].

YposeHb yoenuTeabHOCTH pekoMeHaanuu — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 4)

Pexomenayercs s nauueHToB ¢ peuuanBoM OIJI, mpoTekaromum TOIBKO ¢ TOPpAKEHUEM
[MHC, unaykuuoHHas Tepamus U3 MHUHHUMYM €XEHEIEeNbHOro (ONTUMalbHO 2 pa3a B
HEJEN0) WHTpaTeKaabHOrO BBeleHUs 3 mpemapatoB (#merorpekcara**15  wr,
nuTtapabuHa** 30 mr u gexcamerazoHa** 4 Mr) A0 MOTHOW STUMHHAIIMHU OMYyXOJEBBIX
KJIETOK M3 CIMHHOMO3TOBOM KUJIKOCTH, 3aT€M BBITTOJIHSAETCS OT 6 10 10 MHTpaTeKaIbHBIX
BBEJCHUI B KadecTBe KoHconuaanuu. [lapanmnenbHO MOMKHO MPOBOAMUTHCA CHCTEMHOE
JICUCHHE KaK MPH KOCTHOMO3TOBOM peruause [51].

YpoBeHb yoenuTeqabHOCTH pekoMeHaannu — C (YpoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — 4)
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Pexomennyercsa s neuenust penuauoB OILI mocne nedennss ATO ucnonb3oBaHue
6oprezomuba# B coueranuu ¢ ATO. Jlosa 6Gopresomuba# 1,3 Mr/mM? BHYTPUBEHHO WIIM
MOAKOXXHO (C IEJIbI0 CHUKEHUSI BO3MOXKHOM HeiporokcuuHoctH) 1, 4, 8 u 11 nuu. B
clydae TpOSBICHUM HEHPOTOKCHYHOCTH HA TEpanmuud OOpTE30MHOOM BO3MOYKHO
uckiroueHre 8 u 11 nHel BBeIeHM, a Tak)Ke YMEHBIIICHUE 10361 OopTe3omMuba 10 1 Mr/M?
wu j10 0,7 mr/m? Ha BBenenue [58,59].

YpoBeHb yoequTeabHOCTH pekoMeHaanuu — C (YpoBeHb IOCTOBEPHOCTH JI0KA3aTeILCTB — 3)
Pexomenayercs mis siedenus: peuuauBoB OILI, B ToM uuciie — 3KCTpaMenyJUISIPHBIX,
Bimrovas peuuauBel B IIHC, pedpaxrepusix k Ttepanmuu ATO, wucmoias3oBaHHE
BeHeToknakca# B 103€ 400 Mr B IeHb HENPEPBIBHO KaK B MOHOTEPAIINH, TAK U B COUYETAHUU
¢ xumuorepanuei [60,61].

YpoBeHb yoeauTebHOCTH pekoMeHaanuu — C (YpoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 4)

3.9. Tepanusa OINJI, MHAVIHUPOBAHHOIO NPEIIIECTBYIOIIEH XUMHOTEPATIM el

Pexomenayercs nedenue nanueHToB co BropuuHbIM OIIJl kxak mnepsuunoro OINI c
MOMPaBKON HAa BO3MOXKHYIO KapJAHMOTOKCHYHOCTh BCJICJCTBUE MPEIIIECTBYIOUICH Tepanuu
aHTpAIMKJINHAMY U TIEPEHECEHHBIX HH(EKIIMOHHBIX OClIoKHeHui [1-3,5,36].

YpoBeHb yoeauTeabHocTH pekoMeHaanuu — C (YpoBeHb I0CTOBEPHOCTH J0KA3aTEIbCTB — 5)

3.10. ConpoBoauTebHAS Tepanus

Pexomenayercssi BceM MalMeHTaM COMPOBOJIUTENbHAS Tepamus s Npo(HUIaKTUKH
ocioxxHeHui Ha GoHe ocHOBHOM Tepanuu [1-3,5].
YpoBeHb yoeauTeabHOCTH pekoMeHaanuu — C (YypoBeHb 10CTOBEPHOCTH 10KA3aTEIbCTB — 5)
KoMMeHTapHu: npumensemcsa Hasnavenue annonypunona** (300 me/m?) & nepsvie uacel
ouaenocmuxu OJI. Obvem 6soo0umoii xcuokocmu npu OIIJI (pacmeop nampus xnopuoa™*,
pacmeop  dexcmposwr®**,  C3II, xkpuonpeyunumam, arOyMun™*, npu HeobxoOoumocmu,
mMpomMOOYUmMbL, SPUMPOYUMbL) 6 MedeHue CYMOK MONCem COCMmaAsams Oonee 3 1, NOIMOMY
HE0OX00UMbL OYEHb JHCECMKUL KOHMPOTb 800H020 Oananca u cmumyaayus ouypesa. Taxoice
cnedyem nomuume, umo eunepsonemus npu OILJI modxcem nposoyuposams 6onee 8blcOKUL PUCK
JIC2OUHBIX  OCJIOJCHEHULl,  CepoeyHol  HeOOCMAMOYHOCMU,  UMUMUPOBAMb  CUHOPOM
ougpepenyuposxu onyxoneswix Kiemox.
Baowcnvim ona kynuposanust ocnodichenull Ha ¢one navana XT npu eunepietxoyumose,
0COOEHHO HA (oHe OONLULOL B0NEMUUECKOU HACPY3KU U KOA2YIAYUOHHBIX HAPYUWEHUN, ABTIAemCsl

6bINOJIHEHUE NIAZMA0OMENA.
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Haznauenue anmubaxmepuanouvix, npomugocpudKo8uix 011 CUCMEMHO20 NPUMEHEeHUs,
npomueoeupycuvix cpedcme peznamenmupyemcs npu OIIJI memu dwce npasunamu, Komopwvie
ucnonvsyromes 6 aewenuu OMJIL [Ipumenenue xonronuecmumynupyrowux paxkmopos npu OIL/I ne

NOKA3dHoO.

He pexomenayercsi y manueHToB ¢ BepudumupoBanHbiM  OIUI  mpumeHsTH
#rugpoxkcukapOoaMua**, Tak Kak OH YBEIMYMBACT PHCK TSKEIBIX T'€MOPPArHuecKux
oCJIOKHEeHuH [2].

YpoBenb yoeaureabHocTH pekoMeHaanuu — C (ypoBeHb I0CTOBEPHOCTH JI0KA3aTeIbCTB — D)
Kommenrapum: #euopoxcuxapbamuo™* (8 peoicume, 3apecucmpupo8aHnom Onsi XPOHUUECKO20

Muenoneiuxosa, 00 2 2) modcem ObIMb UCNOIL30BAH 6 CAyYde pA36UMuUsl 1etUKoyumosa Ha goue

mepanuu ATO u ATRA**.

Pexomenayercst BceM naiueHTam rnpu nposefeHnu X1 ¢ 1enbio npoduiIakTHKU TOUTHOTH U
PBOTHI HCIIOJIB30BaTh IPOTHBOPBOTHBIC Ipenapats [52].

YpoBeHb yoeauTeabHocTH pekoMeHaanuii — C (ypoBeHb IOCTOBEPHOCTH JI0KA3aTeILCTB — 4)

PexomenayeTcst BCEM IMalMEHTaM, MOJIYYAOIMIAM 2-JICTHIOK IOJICPKUBAIOIIYIO TEPAITHIO

MEpPKaNTOIypUHOM™*™*

U METOTpeKcaToM™*, HazHauaTh MPO(PUIAKTHUKY MHEBMOLMCTHOM
THEBMOHUH #KO-TPUMOKCA30JI0M (CyJIb(haMeTOKCa30J10M + TpUMETONpUMOoM)™** 1o 480 mr
2 pasa B cytku [53].

YpoBeHb yoenuTeIbHOCTH peKoMeH1aluii — B (ypoBeHb 10CTOBEPHOCTH 10KA3aTEJILCTB —2)

Pexomenayercsi mMpu BO3HHUKHOBEHMHM OCTPOTO WM XPOHUYECKOTO OOJEBOrO CHHIPOMA
YTOYHEHHE OJTHOJOTHHM OOJHM; MpH BBIABJICHUM oOyara BOCMAJCHUS — TPOBEACHUE
HEOOXOJUMBIX MEpOTPUATHH TI0O €ro JICUCHUIO COIIACHO COOTBETCTBYIONIUM
KJIIMHUYECKUM PEKOMEHIAIMAM (BKIIIOYast TPH HEOOXOAUMOCTH XUPYPTHUECKOE JICUCHHUE);
OpU  HMCKIIOUEHUH WH(PEKINOHHO-BOCTAIUTEIBHON TPUPOABI OO0JEBOro CHUHApPOMA
PeKOMeHAyeTcsl TMpOoBeJeHHEe 00€300IMBarOIIel Tepamuy COTJIACHO CYIIECTBYIOLIUM
MPOTOKOJaM 00e300/MBaHus (CM. COOTBETCTBYIOIINE KIMHUYECKHE PEKOMEHIAIUU TI0
XPOHUUYECKOU 0OJIH, KITMHUYECKHNE PEKOMEHIAINH 110 aHECTE3UOJIOTHH ), B TOM YHCIIE TIO
MOKA3aHUSM — C TMPUMEHEHHEM OINHUOUJHBIX AaHAIBIETUKOB, C YYETOM BO3MOXHBIX
NPOTHBOIIOKA3aHUM, CBS3aHHBIX C IIUTOTICHUCH, MHBIMH KJIMHUYCCKUMHU CUTyanusmu [54].

YpoBenb yoeaureabHocTH pekoMeHaanuii — C (ypoBeHb IOCTOBEPHOCTH I0KA3aTeILCTB — D)
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4, MeauuuHCKAasi peaduauTAUsA, MeIUIMHCKHAE MOKA3aAHNS U

NPOTUBOINOKA3AHUA K IPMMEHEHUIO METOI0B PeaduIuTaAlNU

Cneyuanbnvix memooog peabunumayuu npu OI1JI ne cywecmsyem.

Pexomenayercst mpoBefeHHEe peaOWIMTAlMM TpPU BO3HUKHOBEHUU OCJIOKHEHUH MocIie
3aBepiieHust mporpammbl Tepanuu OILJ] B paMkax COOTBETCTBYOIMX HO3050THi [55].
YpoBeHb yoeauTeabHOCTH pekoMeHaanuii — C (YypoBeHb 10CTOBEPHOCTH J0KA3aTEIbCTB — 5)
KoMmMmeHTapuM: nocie oxowyauus Jnedenus peKomeHOyemcs 6ecmu 300pO08blil 00paz HCU3HU,
UCKTIIOYUMb UHCONAYUIO U husuomepaneemudeckue npoyedypul. Ilpu nposedenuu XT 603modicna
Kapouo-, 2enamo-, Heupo-, He(ppo- u Opyeas MOKCUYHOCMb, NOCIe0CMBUL KOMOPOU MOIYm

NnpoA6IAmMsbCA U NOoCjle €e OKOHYAHUA.
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5. lIpodpunakTuka U UCNaHCEPHOE HAD/IOAeHNEe, MeIUIIMHCKUE TOKA3AHUS U

NPOTHBONOKA3AHUSA K IPMMEHEHUIO MEeTO10B NPOPUIAKTUKHA

Cneyudghuueckoti npogpunakmuxu sosznuxkrnosenus Ol ne cywecmseyem

Pexomenayercsi B pamMkKax AUCHAHCEPHOrO HAOMIONECHMS MAIMEHTOB IMOCIE OKOHYAHUS
nporpammbl Teparuu OITJI BeIMONMHATE McchnenaoBanue obmiero aHamm3a [IK kaxmbrit
MecsII] B TEUCHHME TIEPBbIX 2 JIET U 3aTeM | pa3 B 2—3 mecsiia 10 5 JeT OT HavyaJia JICUCHHUS;
BBITIOJIHATH TyHKIMU KM B Tedenne 1-ro roga — 1 pa3 B 3 mecsia, nanee — 1 pa3 B 6
MECSIIEB B TEUCHUE 2-TO rojia, Aanee — 1 pa3 B TOJ 10 S5 JIeT HaOIIOACHUS IS KOHTPOJIS

3G GEKTUBHOCTH JICUCHHSI 1 CBOCBPEMEHHOTO BBISIBIICHUS peruauBa [2].
YpoBeHb yoe1uTeIbHOCTH pekoMeHaanuii — C (YypoBeHb J10CTOBEPHOCTH 10KA3aTeIbCTB — 5)
KomMeHnTapuu: snenianogoe 6vinonineHue oOwe20 amaiuza Kpou MNOKA3AHO Npu J00bix
USMEHEeHUsAX 8 coCmoAHuYU nayuenma. Buennanoeoe uccnedosanue KM nokasano npu viasnenuu
J00bIX UsMeHeHUll 2emocpammul. borvuuncmeo peyuousos npoucxooum 6 meuenue [-3 nem
nocne oxonuanus mepanuu. Cmanoapmuzosantvie gpemernvle mouxu e3amusi KM neobxooumoi

npu monumopunee MOP.
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6. Opranusanus oka3aHusi MeIUIIUHCKOH MOMOIIH

MenunuHcKasi HOMOILb, 32 UCKJIFOUYEHHEM MEAULIMHCKOM TOMOIIY B paMKaxX KIMHUYECKON
anpoOaruu, B COOTBETCTBUH ¢ (eaepanbHbiM 3akoHOM oT 21.11.2011 Ne 323-®3 (pexn. ot
25.05.2019) «O6 ocHOBax oxpaHbl 310pOBbs T'paxkaH B Poccuiickoii @enepanyny» opranusyercs
U OKa3bIBaeTCH:

— B cooTBercTBHH ¢ [lonoxxeHnem o6 opraHn3anuy oka3aHus MEJULIMHCKON TOMOLIT
[0 BHMJAM MEIUIMHCKON IOMOIIM, KOTOPOE YTBEPXKIAECTCs YIOJIHOMOYEHHBIM
(benepanbHBIM OPraHOM HCIIOJIHUTENILHON BIIACTH;

— B COOTBETCTBHM C IOPSAKOM OKAa3aHUs MOMOIIU MO MPO(UII0 «TeMaTOJOTus»,
00s13aTeNIbHBIM JJIs1 MCIIOJIHEHUsI Ha TeppuTopuu Poccuiickoit denepanun BceMu
MEAUIIMHCKUMU OpPTraHU3aLUsIMU;

— Ha OCHOBE HACTOSIILUX KIMHUYECKUX PEKOMEHIaLU;

— C YYETOM CTaHAapTOB MEAMIIMHCKON MMOMOIIM, YTBEPKAECHHBIX YIIOJTHOMOUYEHHBIM
(benepanbHBIM OPraHOM HCTIOJIHUTEIFHON BIIACTH.

[lepBuuHas crneuManu3vpoOBaHHAs MENMKO-CAaHUTAapHas MOMOILb OKa3bIBAETCS BPAYOM-
reMaTojoroM M MHBIMM  BpayaMU-CIIELUMAIMCTAaMM B LEHTpe  aMOyJaTOpHOM
reMaToJIOrMYeCKOM/OHKOIOTHYECKOM MIOMOIIU 1100 B HEPBUYHOM
reMaToJI0rH4ecKOM/OHKOJIOTUYECKOM KaOUHETe, MEPBUYHOM TI'€MaTOJIOTUYECKOM OTIEJIECHUH,
HOJUKJIMHUYECKOM OT/IEIIEHUU OHKOJIOTHYECKOr0 JUCIIaHCepa.

I[Tpu BeIsiBIeHHH Y OOJBHOTO BOJOCATOKIETOYHOrO Jeiiko3a (BKJI) wmu nomo3pennu Ha
HEro Bpauu-TepaneBThl, BpauyU-TE€paNeBThl yYacCTKOBBIE, Bpaud OOLIEH NpakTHKH (ceMelHbIe
Bpaul), BpauM-CHEIUAINCTBI, CPEIHUE MEIUIMHCKHME PAOOTHUKM B YCTAaHOBJIEHHOM MOpPSIKE
HaIMpaBJIIOT 0O0JIBHOTO Ha KOHCYJIbTAIIUI0 B LEHTP amMOyJ1aTOpHOI
reMaToJIOrMYECKOM/OHKOIOTMYECKOM MOMOIIM OO0 B NEPBUYHBIN reMaTOJOrHUecCKuil KaOuHeT,
IIEPBUYHOE T'E€MATOJIOTMUECKOE OTIEICHUE MEIMLIMHCKON OpraHu3alluy JUlsl OKa3aHUs €My
MIEPBUYHON CIEIMAIIM3UPOBAHHON MEINKO-CAHUTAPHON ITOMOIIH.

Bpau-rematonor am0yJ1aTOpHOTO WJIM CTALlMOHAPHOTO 3B€HA FE€MaTOJIOTMYECKON MOMOIIHN
OpraHu3yeT BBINOJIHEHHE AMArHOCTHMUYECKUX HCCIEeIOBaHUN, HEOOXOIMMBIX JJISl YCTAHOBJICHUS
JIMarHo3a, BKJIOYas PacHpOCTPaHEHHOCTh M CTa/vI0 3a0oieBaHus. B ciiyyae HEBO3MOXHOCTH
MPOBEJEHUS JAMATHOCTUYECKUX HCCIEeIOBAaHUIN MAallMeHT HaIpaBiseTcs JedalluM BpayoM B
MEAMIMHCKYIO  OpPraHM3allli0, OKa3bIBAIOLIYI0 MEIUIMHCKYI0 TOMOIIb  OOJIbHBIM C
reMaToJIorM4ecKUMHU  3a00J€eBaHUSIMU  JUIs  YCTAHOBJIGHHS ~ JMarHo3a M OKa3aHus
CHEUAIN3UPOBAHHOMN, B TOM YHCJIE BBICOKOTEXHOJIOTMYHOM, MEUIIMHCKOM TOMOLIH.

[Ipu BeisiBnennu BKJI unu nomo3peHnn Ha HEro B X0/1€ OKa3aHUsl CKOPOH MEIUIIMHCKOMN
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MOMOIIKA OOJBHOTO MEPEBOAAT WM HAMPABISIOT B MEIUIIMHCKHAE OPTaHHU3AIlMH, OKAa3bIBAIOIINE
MEAWIIMHCKYI0 MOMOIIL OOJILHBIM C TeMaTOJOTUYCCKUMU 3a00JICBAHHMSIMH, JJIS ONPEACTICHUS
TaKTUKH BEACHUS ¥ HEOOXOAMMOCTH NPHUMEHEHHUs JOMOJHHUTEIBHO JIPYTUX METO/OB
CIIELIMATM3UPOBAHHOTO MPOTUBOOITYX0JIEBOTO JICUEHUS.

Cneuuanu3upoBaHHasi, B TOM YHCJIE BBICOKOTEXHOJOTHYHAs, MEIMUIIMHCKAas IMOMOIIb
OKa3bIBACTCS  BpPa4aMU-TEMATOJOTaMM B  MEAUMUMHCKUAX OpraHM3aluAX, OKa3bIBAOIIUX
MEAMIMHCKYI0 TIoMOoIb O0onbHBIM BKJI, MMeromux IUICH3UI0, HEOOXOIUMYI0 MaTepuaibHO-
TEXHUYECKYIO 0a3y, cepTU(PHUITMPOBAHHBIX CIICIIUATUCTOB, B CTAIIMOHAPHBIX YCIOBHUSIX U YCIOBHSIX
JHEBHOT'O CTallMOHapa ¥ BKJIIOYaeT B ceOs MNpOPUIAKTUKY, JHAarHOCTHKY, JICUCHUE
reMaToJIOTMYeCKUX 3a00JIeBaHUM, TPEOYIOIMUX HCIONB30BAHMS CIICIUATBHBIX METOAOB U
CJIO’KHBIX YHUKQJIBHBIX MEIUIIMHCKUX TEXHOJIOTUH, a TAKKE MEAUIIUHCKYIO PEaOMIIUTAIIHIO.

B mMeaunmHCcKOW OpraHu3anud, OKa3blBaIOIIEH METUIIMHCKYIO momolns 0onbHbIM BKIL,
TaKTHKa MEIUIHUHCKOrO 00CIEeI0BaHUs U JICYCHUS YCTAaHABIMBACTCS BpauaMHU-T€MaTOJIOTaMu C
MPUBJICYCHUEM TP HEOOXOAMMOCTH JAPYTHX Bpauei-CHEIUaTUCTOB, €CIU MOTpedyeTcs — ¢
MpOBEICHUEM KOHCHIMyMa. PemeHue KoHCWIMyMa Bpaded oQopMIsIeTcs IMPOTOKOJIOM,
MOANKCHIBAECTCS] YYAaCTHUKAMHU KOHCUJIMYMA Bpaueil 1 BHOCUTCS B MEJULIMHCKYIO JOKYMEHTALUIO
0OIBLHOTO.

[Toka3zaHus K rOCIATAIM3ALUH B KPYTJIOCYTOYHBIN UM IHEBHOM CTAILIMOHAP MEIULIMHCKOM
OpraHU3aly, OKAa3bIBAIOIIEH CHEHHAIN3UPOBAHHYIO, B TOM YHCIIE BBICOKOTEXHOJIOTUYHYIO,
MEJIULIUHCKYIO MOMOILb o npoduito «OHKOJIOTHS» ONPEACIISIIOTCS BpavyoM-
reMaToJI0rOM/KOHCUIIMYMOM Bpauedl ¢ MpPUBICYEHHEM MPH HEOOXOAMMOCTH JPYTUX Bpadeii-
CHCIHAJINCTOB.

IToxa3anus AJ1M NVIAHOBOM rOCHUTAJIN3AUN:
e noATBepXkKAeHHBIN nuarHo3 OI,;
e nposenenue NP;
® [IPOBEJICHUE KOHCOJIUIUPYIOLIETO JICUCHHUS.
Ioka3zanus AJ1sl IKCTPEHHOM IOCIIUTAIU3ALUN:
e nogo3penue Ha auarao3 OIJI.
Ioka3anus K BbINMCKE MAIMEHTA U3 CTAllMOHApA:
® JJOCTHM)KEHHE PEMHUCCHUH B XOJI€ MHAYKIIMOHHOIO JICUEHHUS;
® [IPOBEJICHUE TEPANTUHU KOHCOJIHUIAIUN PEMUCCHHU.
3aKiroueHrne O 1eJIecOo00pa3HOCTH IMepeBoja OOJBHOTO B MPOQPMIBHYI0 MEIUIMHCKYIO
OPTraHU3aIMI0 OCYIIECTBISAETCS MOCIe MPEABAPUTEIBHON KOHCYJIBTAIMU MO MPEAOCTAaBICHHBIM
MEAWIIMHCKUM  JOKYMEHTaM W/MJIU TPEABAPUTEIBHOTO OCMOTpa OONBHOTO BpavyaMu-

cHenualInucTaMi MeAUIIMHCKOM OopraHu3alury, B KOTOPYIO INIAaHUPYETCA IICPCBOM.
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Opranu3anuoHHbIe BONPOCHI. YUUTHIBAs PEKOMEHAIMU €BPONEHCKOr0 U MHUPOBOIO
coo0IrecTBa, a Takke coOcTBeHHBI ombIT 1o jgedennio OMJI u OINJl B akameMHUYeCKHX U
PETHOHANBHBIX LIEHTPaX, XOTEJIOCh ObI TOAYEPKHYTh, UTO JieueHue nauneHToB ¢ OJI (B vacTHOCTH,
OIJI) nOMmKHO OCYIECTBIIATHCS JHUILb B T€X MEIULUHCKUX YUPEXKICHHUSX, B KOTOPBIX €CTh Bpaun
BCEX CIelHanbHOCTEN (MHOTONPO(UIbHBIE KIMHUYECKUE OOJIbHULIBI, IPH KOTOPBIX CYILECTBYIOT
COOCTBEHHBIE OT/ICJICHUS TEPETUBAHM KPOBU HIIH JOCTYITHA KPYTJIOCYTOYHAs TpaHC(HY3HOHHAS
IIOMOIIb) U OXBAaT HACEJIEHUS Y KOTOPbIX cocTaBiisgeT He MeHee 500 Teic. MHAYKIIMOHHAs Tepanus
JIOJDKHA TPOBOJUTHCA JIMIIb B TE€X ILEHTPaX, B KOTOPBHIX 4yucio nauueHToB ¢ OMJI B roa
COCTaBJIIET HE MEHee 5 M B KOTOPBIX BBIINOJHIETCA B TOM 4Mcie M Bbicokogo3zHas XT. B
COOTBETCTBUU C 3TUMU PEKOMEHIALUSAMHU LEHTPbI, KOTOPbIE IPOBOAAT JieueHue 5—10 nanueHToB
¢ OMIJI B rox, OynyT crankuBaThes He Oonee yem ¢ 1 marmenTom ¢ OITJT kaxnapie 2 roga. XoTs
9TO M OIPAaHUYMBACT OMNBIT HEOOJbIIMX LEHTpoB B jeueHun OIIJI, coBepuieHHO SCHO, YTO
ONTUMAJIbHBIA PE3yJibTaT 3aBUCUT OT OBICTPOrO MPOBEACHMUS JUATHOCTHUECKUX MpPOLEnyp,
nocryna kK ATRA** u xoMmMmoHeHTaM KpOBH. DTO IMOAYEPKUBACT HEOOXOIMMOCThH CO3JIaHUS
HAI[MOHAJbHBIX PEKOMEHJAINM, KIMHUYECKUX IPOTOKOJIOB, IPOBEAEHUS KOOIEPUPOBAHHBIX
UCCJICIOBAaHUM C 1I€JIbI0 MOBBILICHUS KIMHUYECKOM HACTOPOKEHHOCTH M OBICTPOTHI JAEHCTBHIA,
KOTOpble ~ HEoOXOAMMBI i cBoeBpeMeHHOM  jguarHoctukn OIUI  u  anexBarHOMU
COINPOBOJUTENILHON TEpanuy, HANpPaBICHHON Ha CHUYKEHUE JIETAJbHOCTU B NEPUOJ UHAYKLIHH,
HE3aBHCHMO OT BEJIMUMHBI F€MaTOJIOIMUECKOro [IEHTpA.

Nudopmanusa no npumenenuo ATO B Pocceun. IIpenapar ATO 3apeructpupoBaH B
Poccumn, ogHako OH OTCYTCTBYET Ha pOCCHICKOM (hapMalleBTHUECKOM pbIHKE. TeM He MeHee
HEe3aperucTpUpOBaHHbIE TOPTOBbIE HAMMEHOBAHUS MOT'YT UCIIOJIb30BaThHCS B JICUEHUH MAIIUEHTOB
¢ OIJI Ha ocHOBaHMHU KOHCUJIMYMa Bpadeil 1 Ha OCHOBAHUH NPUKa3a MUHHUCTPA 3/IPaBOOXPAHEHUS
Poccuu Ne 494 ot 9 aBrycta 2005 1. «O0 obGecnieyeHnn OOJIBHBIX JIEKAPCTBEHHBIMU CPEICTBAMU
JUISl UHAMBHU 1y JIBHOTO IPUMEHEHHUS 110 )KU3HEHHBIM [TOKa3aHUAMY, CT. 47 U cT. 48 denepanbHOro
3akoHa OT 12.04.2010 Ne 61-®3 «O06 oOpareHnn JTeKapCTBEHHBIX cpencTB» u [locTaHOBICHHS
[TpaButensctBa Poccuiickoit @enepanuu ot 29.09.2010 Ne 771 «IIpaBuna BB03a JIeKapCTBEHHBIX
CPEICTB [UIsl MEIMLIMHCKOIO NpUMEHEHHs Ha Tepputoputo Poccuiickoit denepaunn». Takum
o0pa3oM, B KaXXJAOM HHAMBHUIYaJIbHOM Cllyyae Ha OCHOBAHMM KOHCHJIMYMa Bpayeil MOXHO
MOJIyYuTh paspenieHne Mun3sapaBa Poccum Ha BBO3 M ucnosb3oBaHue y nanueHToB ¢ OILT

HE3apeTrUCTPUPOBAHHOTO TOPTOBOTO HAUMEHOBaHMs pemapata ATO**,
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7. lonoJsHMTEIbHASA HH(OPMAIUs, BIUAIOIIASI HA TeYeHHe U UCXO/T

3200J1IeBAHUSA

IloaroroBka 06pa3u03 AJI MOJIEKYJISIPDHO-TCHETHYECCKUX HCCaeT0BaAHMI M UX XpaHeHue

FISH

Jlns FISH-uccaenoBanus Heodoxoaumo ot 3 10 4 ma3zkoB KM u ot 3 1o 4 maskos 1K,
MOJTyYeHHBIX HA MOMEHT YCTAHOBJCHHS auarHo3a. OOpas3isl MOTYT OBITH OTIIPABJICHBI TPU
KOMHATHOW TeMIieparype. Masku, KOTOpPbIe He HCIIOJIb3YIOTCS HEMEICHHO, JOJDKHBI XPaHUTHCS

npu —20 °C, MOKpHIThIE ATIOMUHHEBOW OyMarou.

OoT-1up

s Beigenenust PHK u OT-IILP tpeGyercs 1 npobupka ¢ KM (2—-3 M) unu 1 mpobupka
¢ IIK (20-30 wmu, mockonbky uacto mpu OIUI perucrpupyercs riayOokas JeHKOMEHHS),
cojepkamiasi MO0 ILUTpaT HATpUs, JUOO STUIEHIUaMUHTETpayKcycHylo kuciory (EDTA).
O6pasupt KM wm ITIK gomxHB OBITH 00paboTanel B TeueHue 24 4. BpiencHHBIC
MOHOHYKJI€apHBIE KJIIETKU B T'yaHHJIMHE U30THOLMaHaTe MoryT xpanutbes npu —20 °C. Jlns Bcex

uccnenoBanuil npeanouytutencH KM.

Kapuorunuposanue u FISH

Jlst oObrarOTO Kapuotunuposanus u FISH-uccnenoBanus KM (06bem 1-2 mit) nomkeH
OBITH MOMEIIEH B MPOOMPKY C FeapruHOM M OTIIPaBIIEH MPU KOMHATHOH TemnepaType. O6pasibl,
o0paboTaHHbIE TPU MOCTYIJIEHUH B JIAOOPATOPHIO B BUJIE OCAXKACHHBIX siiep, PUKCUPOBAHHBIX C

MIOMOIIIBIO0 METAHOJIA M YKCYCHOU KUCIOTHI (3 : 1), MoryT xpanuthces npu temmeparype —20 °C.

Kpurepun oneHkn Ka4ecTBa MeIMIMHCKON IOMOLIH

No Kpurepun kavyecrBa OueHka BbINOJHEHUS

Y nanuenra ¢ nogo3penrueM Ha OILI BeimonHeH cOop aHaMHe3a
1. Ha/uer
(B TOM 4HCIIe CEMEHHOTO U TPO(PECCHOHATIEHOTO) U 5Kall00

[TanmenTy ¢ nogo3penuem Ha OIJI npoBeneHo ¢pu3nKaIbHOE Ha/uer
o0clie1oBaHNe, BKIIOYAOIIEe H3MEPEHUE POCTa U MacChl TeNa,
2. |reMmepaTypbl Teja, OIIEHKY COCTOSHHSI KOXHBIX TTOKPOBOB,
KOCTHO-CYCTaBHOM CUCTEMBI, BBISIBIICHUE IIPU3HAKOB

rCMOPPArn4eCKoro CHHApomMa, HaJIn4ue
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rermaToCIICHOMET vy, TUMQaICHONATHH, HATMYUE TIPU3HAKOB
MUCYHKITUH CeP/ILIa, JICTKUX, IEYCHH, OPTaHOB SHAOKPUHHOM,

HepBHOﬁ CUCTCMBI

[TanenTy ¢ nogo3pennem Ha OIJI win ¢ BepupUIUpOBaHHBIM
OIJI 1o HavaJia JeYeHHUS U B XOJI€ TEPAIMH BBIMOIHEH 00U
ananu3 [1K ¢ moacyerom nelikonutapHoit GopMyIisl U

OIIpEAEICHUEM UUCIIA PETUKYJIOLMUTOB U TPOMOOIIMTOB

JNa/uer

[Tanmenty ¢ momo3penueM Ha OIJI wnm ¢ BepuduupoBaHHEIM
OIUI no Hayasa JieueHUs U B XOJI€ TEPAINlUH BBITIOJHEH
OMOXMMHUYECKUH aHaIu3 KpoBH (00K O6e10K, ambOyMuH,
MOYEBHHA, KPEATUHUH, KAJIUM, HATPUH, KAJIBLIUM,
NaKTaTAeTuAporeHasa, menodHas ¢ocdaraza, TpaHCAMUHA3BI
aJIaHWHOBAS M acliaparuHoBasi, OMIHPyOUH 0O, CBOOOTHBIN

1 CBSI3aHHBIN)

Jla/Het

[TanrenTy ¢ nogo3penuem Ha OII win ¢ BepupuUUPOBaHHBIM
OIJI no Hayasia JleyeHUs U B X0J1€ TEPAIIUU BbIIOJIHEHO
MCCIIEIOBAaHUE CBEPTHIBAIOIIEH CUCTEMBI KPOBU
(aKTHBUPOBaHHOE YACTUYHOE TPOMOOILIIACTUHOBOE BPEMs,

POTPOMOMHOBOE BpeMsl, TPOMOHUHOBOE BpeMsi, pUOpHUHOTEH)

Jla/aet

Y nanuenTa ¢ nogo3penrneM Ha OIUI unm ¢
BepuduuupoBanusM OIJI o Havana neyeHus u B X0
Tepanuy BHINOIHEHO Y3 opranoB OproIIHON MOJIOCTH €
ONpEJIEIICHUEM PA3MEPOB NIEYEHU, CEIIE3EHKU U
BHYTPUOPIOIIHBIX TUM(PaTUUECKUX Y3JI0B, a Takxke Y31
OpPraHOB MaJIOro Ta3a Yy )KEHIIUH U IIPEICTAaTEIbHOM JKee3bl y

MY>KYUH

Jla/aet

Y nmamuenTa ¢ nogo3penrem Ha OILI ninm ¢
BepuduimpoBanubiM OIJI 10 Hauana nedeHus U B X0/
Tepanuu BeIoHeHa peHTrenorpadus u/wmm KT opranos

rPYAHOUN KIETKH

Jla/aet

YV nanuenra ¢ nogo3penueM Ha OILUT wnm ¢
BepuduupoBanHbiM OIJI 1o Hauana nedyeHus u B Xoze

Tepanuu BeinosiHeHa KT ronoBHoro mosra

JNla/uer
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YV nanuenra ¢ nogo3penueM Ha OIUT wim ¢
BepuduumpoBanusM OIJI o Havana neyeHus u B X0/
Tepanuy MoJly4eH nuTojaorudyeckuil npenapat KM nyrem
[TyHKIUHU U BBIIIOJHEHO LUTOJOTUYECKOE U HUTOXMMHYECKOE

HCCJIEIOBAHME ONYXOJIEBBIX KJIETOK B acnupare KM

JNla/uer

10.

[Tarmenty ¢ OINJI BemosHEeHO 1TUTOreHeTnYeckoe u/umu FISH-
nccnenosanue u [11[P-ucciaenoBanre XuMepHOro TpaHCKpUIITa

B nyHkrare KM

Jla/Het

11.

VY namuenta ¢ nogo3penrem Ha OIJI HezamenIuTeNnbHO, 10
FCHETUYECKOTO TTOATBEPKICHUS TUarHo3a, Hauarta
COMPOBOAUTENbHAS TEPAIHs, HAMPABIICHHASI HA KOPPEKIIUIO

remocrasa, u cnernudpuueckas repanus ATRA**

Jla/Het

12.

[Tanmenty ¢ BepudunuposannsiM OITJI mpoBenena
cniennpuyeckas Tepanus, BKIovaomas 1uddepeHuupyoiee

neuenue (ATRA**) u nutorokcnyeckyro tepanuto 6o ATO

Jla/uer
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7. Kyspbmuna JLLA., K.M.H., 3aBedyiolias OT/AEIEHUEM HMHTEHCUBHON BBICOKOJ03HOM
XUMHUOTEPANMU U TPAHCIUIAHTALMM KOCTHOTO MO3ra ¢ KPYIVIOCYTOYHBIM CTallMOHApOM
OI'BY «HMMUIL] remaromoruny» MunsapaBa Poccum (Mocksa), wien HarmoHanbHOTO
remMaToJI0rH4eckoro oOuiecTna.

8. KasicoBa T'.A., na.mMm.H., mpodeccop, 3aBenyoomas JabopaTopuel KIMHUYECKOM
0aKTepHOIOrun, MUKOJIOTHH U anTuOnoTHYecKkoi Tepanuu ®PI'bY « HMULI remaronorum»

Munsapasa Poccun (MockBa), wieH HalimoHanbHOTO reMaToJI0rHUecKoro 00IecTBa.
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9. I'punaeB C.B., n1.M.H., pykoBoauTenab PecmyOnmKaHCKOro IEHTpa TpaHCIUIAHTAIlUW
koctHOro Mo3ra ®I'bY «Poccuiicknit HUU remaronoruu u tpancdysuonorun ®MBA»
(Cankr-IletepOypr), wien HanroHamisHOTO TeMaTOIOIHYSCKOT0 O0IIECTRa.

10. Cemoukun C.B., n1.m.H., npodeccop kadenpsl onkojgorun u remarosnorun @PI'bOY BO
«Poccuiickuii  HaIMOHAJIBHBIA ~ UCCIEIOBATEIbCKUNA ~ MEIUUMHCKUA  YHHUBEPCUTET
um. H.U. [TuporoBa» ~ MunzapaBa  Poccum  (MockBa), wieH HamumoHnansHOro
reMaToJIOrH4eCcKOoro o0IIecTBa.

11. Jlanun B.A., k.M.H., 3aBenytomuid otaeneHuem remartosioruu ['bY3 S0 «OGnactHas
KJIMHUYeCKass OonbHUIa» (SpocnaBnb), wieH HalMOHAIBHOTO TI'eMaTOJOrHYECKOTO
oOuiecTna.

12. KoncrantunoBa T.C., kmH.,, [BY3 CO «OO0OnacTHO reMaTOJOTHYCCKHI IICHTP
CBep/UTOBCKO#  00yacTHOM KiMHHYeckoi OonbHUIbl Ne 1»  (ExarepunOypr), uieH
HarnmonansHOro reMaTojoru4eckoro o0miecTna.

13. CamoiisioBa O.C., x.M.H., 3aBeaytomas otaeiacHuem remaronoruu ['bY3 Hinkeropoickoit
obnactu «Hwkeropojckas obOnactHas kiaumHHYecKas OonpHUIA wM. H.A. Cemamiko»
(Hwxkuuit HoBropon), wien HanmoHaibHOTO reMaToI0rn4ecKoro o0IecTBa.

14. Kanopckas T.C., x.M.H., 3aBeaytomas otaeneHuem remaronoruu ['bY3 «Upkyrckas
oprena "3uak [Ilowera" oOnactHas kiuHUYeckas OosipHun@y (MpkyTck), wieH
HanmonansHOro remMaTosIornueckoro o0IiecTna.

biok mo opranu3anuu MeAMIUHCKON MOMOLIH:

15. I'eBopksin Turpan I'aruxkoBu4, 3amecturens aupektopa HUM KOP OI'BY «HMUILL
onkonoruu uMm. H.H. bioxuHay, riiaBHBINA CHIEIMAINCT-OHKOJIOT MOCKOBCKOM 00JIaCcTH.

16. UBanoB Cepreii AnaTtoabeBu4, 1.M.H., mpod. PAH, mupekrop MPHII um. A.®D. [{p16a —
¢wimana ®I'BY «HMUL paguonorun» Munsapasa Poccun.

17. HeBouibckux AJiekceil AJiekceeBHY, J.M.H., 3aMECTHTENb TUPEKTOpa MO Jie4yeOHOM
pabore MPHI[ um. A.®. [p16a — ¢unmmana ®I'BY «HMUILL papuonorun» Munzapasa
Poccun.

18. XaiisioBa ’Kanna BiragumMupoBHa, K.M.H., 3aMECTUTENh AUPEKTOPA 1O OPraHU3alMOHHO-
meTtoaudeckoi pabore MPHIL um. A.®. [{pi6a — punmnana ®I'bBY «HMULL paauonorum»

Mun3snpasa Poccnn.

KOH(I)J'II/IKT HUHTEPECOB: aBTOPLI HC UMECIOT KOH(bJ'II/IKTa HHTCPCCOB.
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IMpunoxenue A2. MeTo0s10rusi pa3padoTKu KIMHUYECKUX PEKOMeH Al

Ienepas aviuTopusi KINHUYECKHX PEKOMEHIATIMII:

Bpauu-remarosioru
Bpauu-onkonoru
Bpauun-tepaneBTbl
Bpauu-akymepb-ruHEKOJIOTH

Bpa‘-II/I'aHGCTe3I/IOJIOFI/I-peaHI/IMaTOJIOFI/I

I e o

Bpaun-knnHnyeckue GpapMakoIoru

MeT010J10TUs1_ cO0PA I0KA3ATEIbCTB

MeTob1, NCTIOIB30BaHHBIE TSl COOpa/CEeNEeKIINH JOKA3aTeIbCTB: TOUCK B DJIEKTPOHHBIX
0a3ax J1aHHBIX.

Onucanue MeTo10B, UCIIOJIb30BAaHHBIX Ul COOpa/CeNIeKMH 10Ka3aTeNIbCTB!
JI0Ka3aTeabHOM 0a30i /Ui peKOMEH 1AM SABISIOTCS My OIMKalMY, BOLIEAINE B
KoxpeiinoBckyro 6nbanotexy, 6a3pl nanasix EMBASE u MEDLINE. 'my6una noncka

cocrasuia 10 ser.

Tab6auua A2.1. [llkana oneHku ypoBHel 1ocToBepHOCTH noka3aTenbeTs (Y /1) ans metonos

JANarHoCTUKH (I[I/IaFHOCTI/I"IeCKI/IX BMCIIATCIIb CTB)

YA Pacuiugposka

CucremMaTniecKkue 0630pLI HCCJIEIOBaHUM C KOHTPOJIEM pe(bepeHCHBIM MCTOJAOM HJIN

CHUCTEMaTHYECKUL O630p PaHAOMU3UPOBAHHBIX KU ¢ IMPUMCHCHUECM MCTaaHAJIIN3a

OTnenbHbIE UCCIIEIOBAHMS C KOHTPOJIEM peepeHCHBIM METOIOM WJIH OT/IENIbHBIC
2 pannomusupoBanuble KU u cucremarnyeckue 0030pbl Mccie10BaHuM J1I000T0

,Z[H3al>iHa, 34 UCKIIFOUYCHUCM PAHAOMU3HUPOBAHHBIX KI/I, C IPUMCHCHUEM MCTAdHAJIN3a

HccnenoBanus 6€3 MOCIEN0BaTEIEHOTO KOHTPOJIS pe(hepeHCHBIM METOI0M UIIH
HCCIIEIOBaHUS ¢ pepepPEeHCHBIM METO/I0M, HE SBIISIOMMUMCS HE3aBUCUMBIM OT
HCCIIEyEMOI0 METO/IA, UJIM HEPAHJOMU3UPOBAaHHBIE CPABHUTEIILHBIE UCCIIEJOBAHMS,

B TOM YHUCJIC KOT'OPTHLBIC UCCIICAOBAHNA

4 HeCpaBHHTeHBHBIe HCCIICOO0BAaHNA, OITMCAHNE KIIMHUYCECKOTO CiIyvdas

5 Nwmeetcs nuis 000CHOBaHUE MEXaHU3Ma JAEMCTBHS UM MHEHHE SKCIIEPTOB
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Tadoauna A2.2. [llkana orieHKH ypoBHEH nocToBepHOCTH qoKazaTtenbeT (Y 1) mis meTomnos
npoHIAKTUKY, JICYEHUS U peadrIuTaunu (MpopuIakTHIeCKHX, JeUeOHbIX, peaOuIUTaIIHOHHBIX

BMEULIATEIbCTB)

Y Pacummdgposka

1 Cucremarnueckuii 0030p panaomusupoBanabix KU ¢ npuMeneHneM MeTaananusa

2 OtnenbHbie pangomusupoBanubie KU u cuctematuyeckue 00630pbl UCCIIEI0BAHUIMA
mo0oro qu3aiiHa, 3a HCKII0UeHneM panaomusupoBannbix KU, ¢ npuMenenuem

MCTaaHalJIn3a

3 HepaHI[OMI/I3I/IpOBaHHBIe CPaBHHUTCIIBHBIC UCCIICAOBAHMA, B TOM YHCJIC KOTOPTHBIC

HCCICa0BaHUA

4 HeCpaBHI/ITeHBHHC HCCJIICAOBAHUS, OITMCAHUEC KIIMHUYCCKOTO CiIy4as Ui CCprUu

CIIy4aeB, UCCIIEIOBAHUS «CIy4all—KOHTPOJIbY

5 Nmeercs nuis 000CHOBaHME MEXaHU3Ma JIEUCTBHS BMEIIATEIbCTBA (JIOKIMHUYECKIE

I/ICCJ'IC,I[OBaHI/IH) HJIN MHCHHC DKCIICPTOB

Tadoauua A2.3. [llkana oneHku ypoBHe#l yoeautenbHocTu pekoMenaanui (YYP) ais meronos
npoMIaKTUKHU, THATHOCTUKY, JICYEHUS U peadmmTanuu (MpouiIakTUIecKuXx,

JUAarHOCTU4YCCKUX, J'Ie‘le6HLIX, pea6I/IJ'II/ITaI_II/IOHHBIX BMeI_HaTeJ'IBCTB)

YYP Pacuiugposka

A CunpHas pekoMeHAanus (Bce paccMaTpuBaeMble KpUTEPUU 3PPEKTUBHOCTH
(McxofBl) ABISIOTCS BaKHBIMU, BCE MCCIIEIOBAaHUS UMEIOT BHICOKOE HUIIH
YZIOBJIETBOPUTEIBHOE METOI0JIOTMUECKOE KaUE€CTBO, UX BBIBOJBI 10

MHTEPECYIOLINM UCXO0JIaM SIBJISIFOTCS COIVIaCOBAaHHBIMU )

B VYcnoBHas pekoMeHaus (He Bce paccMaTpuBaeMble KpUTepuu 3pGEeKTUBHOCTH
(McxofBl) ABISIOTCS BaKHBIMHU, HE BCE UCCIIEOBAHUS UMEIOT BBICOKOE WU
yJIOBJIETBOPUTEIBHOE METOJIOJIOTHUECKOE KAYeCTBO U/UIIM UX BBIBOJIBI IO

MHTEPECYIOUINM HCX0JIaM HE SIBJISIFOTCSI COITIACOBAHHBIMHU )

C Cnabas pexomeHanus (OTCyTCTBHUE JOKA3aTENIbCTB HaJIeXkKAaIllero KayecTBa
(Bce paccmarpuBaemble Kputepuu 3(pHeKTHBHOCTH (MCXOMABI) SBISIOTCS
HEBaXXHBIMH, BCE MCCIIEA0BAHNS UMEIOT HU3KOE METOJOJIOTUYECKOE KAUECTBO U

HX BBIBOJBI ITO UHTCPECYIOIHUM UCXO0JaM HE ABJIAFOTCA COFHaCOBaHHLIMI/I)
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Onucanue MeToa BAJIMIM3ANMN PEKOMEHIALMIA:

e Hacrosmue pexkoMeHAanMu B NPEABAPUTEIbHOW BEpcUUM ObUIM  PELEH3UPOBAaHbI
HE3aBUCHMBIMH 3KCIIEPTAMU, KOTOPBIX MONPOCHIN MPOKOMMEHTUPOBATH IPEKIE BCETO
TO, HACKOJIBKO MHTEpIpeTalus I0Ka3aTelIbCTB, JEKAIUX B OCHOBE PEKOMEHAALMH,
JOCTyIIHA JUIsl IOHUMAaHMSL.

e JlomydyeHpl KOMMEHTapuuM €O CTOPOHBI Bpaye€il NEPBUYHOIO 3BEHA M YYACTKOBBIX
TEPaNeBTOB B OTHOLICHMHM JOXOMYMBOCTU H3JI0KEHHUS PEKOMEHIALMM M UX OLCHKA
BaXHOCTU PEKOMEHJAINM KaK pabouero HHCTPyMEHTA [TOBCEAHEBHON IIPAKTUKH.

e [lpenBapurenbHas Bepcusi OblIa TaK)Ke HANpaBlieHA PELEH3EHTY, HE HMEIOLIEMY
MEAMLIMHCKOTO 00pa30BaHMsl, AJIs MOTYYEHHS] KOMMEHTApUEB C TOUKU 3PEHUSI IEPCIIEKTUB
MAIMEHTOB.

e KomMmMeHTapuu, NOJy4YeHHBIE OT DOKCIIEPTOB, TILATEIBHO CHCTEMATU3UPOBAIUCH U
o0cyxaainuch npezacenareneM u wieHaMmu padoueit rpynnsl. Kaxapiil myHKT o0cyxkaancs,
Y BHOCHUMBIE B P€3yJIbTAaTE 3TOr0 U3MEHEHMS B PEKOMEHJAIMK PerucTpupoBanuce. Ecnu
K€ M3MEHEHHUS HE BHOCWINCh, TO PErMCTPUPOBAIMCH NPUYMHBI OTKa3a OT BHECEHUS

U3MEHEHUH.

Koncyapranusi u 3KCepTHasi OLCHKA:
e [IpensaputenbHas BepcHs Oblila BHICTABICHA IS IIUPOKOTO 00cyxaeHus Ha caiite HI'O
C LIEeJIbIO IIUPOKOT0 0OCYKAECHUS U COBEPIICHCTBOBAHUS PEKOMEH AL,
e [IpoexT pekoMeHAalNH OB pELEH3UPOBAH TAK)KE€ HE3aBUCUMBIMH KCIIEPTaMH, KOTOPBIX
MONPOCHIIN TIPOKOMMEHTHPOBATH MPEXKIE BCETO JOXOJUUBOCTh U TOYHOCTh

MHTEpIIpETallMU JOKa3aTebHOM 0a3bl, Jiexkallell B OCHOBE pEeKOMEHJalHii.

Iopsiiok 00HOBJIEHHMS KIMHUYECKHX PEKOMEH A
MexaHu3M  OOHOBJIGHHSI ~ KIMHUYECKHUX  PEKOMEHIAlMHd  TpelycMaTpuBaeT  HX
CUCTEeMATHUYECKYIO aKTyaJHM3aIuio — He pexe 4eM 1 pa3 B 3 roja WM MpU MOSBICHUN HOBOU
nH(pOpMaIUK 0 TAKTHKE BEACHUS MAIUEHTOB C JaHHBIM 3a00eBanueM. Pemenne 00 oOHOBIEHUHT
npuHuMaeT Mun3apaB Poccun Ha OCHOBE MpPEMSIOKEHUH, MPEACTABICHHBIX MEIULMHCKUMU
HEKOMMEPUYECKUMHU TPOodeCCHOHANBHBIMU opranu3anusiMu. CPOpMUPOBAHHBIC TPEITIOKEHUS
JIOJDKHBI ~ YYUTBHIBATh  PE3YyJIbTaThl KOMIUJIEKCHOM OIICHKH JICKAPCTBEHHBIX Ipenaparos,

MEAMIMHCKUX U3JIENNH, a TAK)Ke Pe3yJIbTaThl KIMHUYECKON anpoOariui.
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Ipunoxenue A3. CipaBouHble MATEPHAJIbI, BKJIKYAsl COOTBETCTBHE
NMOKA3aHUH K NPUMEHEHHUIO U MPOTHBONOKA3aHU, CI0CO00B NPUMEHEHUSs U
103 JIEKAPCTBEHHBIX MPENapaToB, MHCTPYKUMH MO MPUMEHEHUI0

JIEKApPCTBEHHOT0 Mpenapara

Hpuioxenne A3.1. IIpoToKoJbI JieYeHUSI OCTPOTr0 NPOMUIOUMUTAPHOIO0 CHHAPOMA

Cxema neuenus OITJT mo nmporpamme AIDA/mAIDA [4,37,56]

pynnbl pucka: KOHCOJ'IVI,El,aLl,MFl pemMmnuccumn
Huskoro = WBC < 10*10%1,
Bbicokoro = WBC > 10*10%1

Kypc 1 Kypc 2 Kypc 3
WHoykums pemuccnm

W
* Minapy6uunn 12 mrim? | [ \/ \/ 3
/ Wga 5 mriviig x 4 MHTO 10 MI/MZIE X 5 Wna 12 Mrima x 1 5
O'D'HOKpaTHO B/B npo;:m:wore ATR:45ll:nrr::J|7ﬂ1xx 15 AT:T;)45 I:lrrh:'?.'::ﬁ ATg: 45I:Jrr.":.12§1 ))(( 15 S
2,4.,6,8 OHM prcra %
« ATRA < ;
45 MI/M2 B AeHb V0 v v g
3a ABa npuema Fpynna Muro 10 Mriv?/g x 3 g
BbICOKOro Wpa 5 mrim?ig x 4 APA-L| 200 mr/m2g, x 7 Wna 12 mriv2ig x 1 Q
1-30 OHN pucka ATRA 45 mrim2/g x 15 24-4yacoBas HHchy3MA ATRA 45 Mrimdg X 15 2
ATRA 45 Mriw2(g X 15 £

o ° o ° o

- @ liombanbHble NYHKUMW BhINOMHAKT TONbKO BOMbHbIM W3 TPYNMbl BBICOKOrO pUCKa, ONTUManbHO — nocne
BOCCTaHOBINEHWUS NoKa3arenewn Koarynorpammel 1 nepudepudeckon kpoeu (NS)

+ W [IyHKUM K KOCTHOrO MO3ra nocre MHAYKUMOHHOTO Kypca BeinonHAKT Ha 35-40 geHb nepepelBa, Aanee — nepeq Kaxabim
KYPCOM KOHCONMAALUUW, MOHWTOPWUHI XuMepHoro TpaHckpunta PML/RARa npoBogsAT mo KOCTHOMY MO3ry nocne Kaxzoro
Kypca UHAYKLWK/koHconuaayuw, 3atem 1 pas B Tpu Mecsla

« loppepxuBarwan Tepanus: 6MP 50 mr/m?2 exenHesHo + ATRA 45 mr/m%n x15 oauH pa3s B TpuU Mecsua, B TedeHue
[BYX NET OT MOMEHTa OKOHYaHWA KOHCONMAaLmMm

Nupyknus:
o ATRA** 45 Mr/M?, eeTHEBHO, TIOCIIE €JIbI (B 2 mpuema) B TeueHne MuHuMyM 30 gHEl.
e #Wpapyoummn** 12 mMr/M? 1 pa3 B 1eHb, Bo 2, 4, 6, 8-if 1HM oT Havyanma nmpuema ATRA**
KOpOTKas HHDY3US.
Koncomnaanus (1-if kypc)
e #Wpapyouumn** 5 mr/m? 1 pas B iens kopoTkas uHQy3us, 1—4-if neHs.
Koncommpnanus (2-it kypc) (AIDA)
e #MuTtokcanTpon** 10 mr/m? 1 pa3 B AeHb KOpoTKas HHQy3us, 1-5-i 1eHb.
e #ATRA** 45 Mr/m? exeHEBHO, TIOCTe ebl (B 2 Tipuema), 1-15-if 1eHs.

Koncoaunamus (2 kypc) (MAIDA)
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e  MurtokcanTpon®* 10 mr/M? 1 pa3 B 1eHb KopoTKas HHGY3us, 1—3-if 1eHb.
o Iurapadun** 200 mr/m? kpyriocyTounas uadysus, 1-7-i nens.
o  #ATRA** 45 Mr/M? e)KeIHEBHO, MOCIIE S/IbI (B 2 mpuema), 1-15-ii neHs.
Koncommmanus (3-it kypc)
e #Wpapyoummn** 12 mMr/m? 1 pa3 B 1eHb KOpOTKas HHQY3Hs, 1 1eHb.
o  #ATRA** 45 Mr/M? e)KeHEBHO, MOCIIE S/IbI (B 2 mpuema), 1-15-ii neHs.
[Moanep:xxuBaomas Tepanus
e MepkanTonypun** 50 Mr/mM? 1 pa3 B JIcHb, IIOCTOSHHO B T€UEHHE 2 JIET OT MOMEHTA
3aBEpIICHUS KOHCOJIUJAIINH.
e #MetoTpekcar** 15 Mr/mM? 1 pas B HeJIeNiO B/B B TeUCHHUE 2 JIET OT MOMEHTA
3aBEpIICHUS KOHCOJIUAIINH.
o #ATRA** 45 mr/m? exxeIHEBHO, TOCIE bl (B 2 mpuema), 1-15-i neHp Kaxa0r0o 3-r10

MECilla B TCUCHHC 2 JeT OT MOMEHTa 3aBCPUICHUA KOHCOJIMU AU,

Cxema jeuenus OILJI no nporpamme 7 + 3

IIporpamma IIpenapartbl
HHAYKIUK/

KOHCOJIHAALUHA

7+3 (1) +| Iurapa6bun** 100 mMr/m? B/B 2 pasa B cyTku B 1—7-if 1eHb

ATRA**

+  JlayropyOunma** 60 mr/m2 B/B 1 pa3 B 1eHb B 1—3-if 1eHb
WA
*  MHUTOKCaHTpoH** 10 mr/m? B/B 1 pa3 B JieHb B 1-3-i1 1eHb
WM

*  uaapyOunmu** 12 mr/m? B/B 1 pa3 B JeHb B 1-3-i1 1eHb

ATRA** 45 wmr/mM? eXemHEBHO, MOCITE ebl (8 2 mpuema), 10

noctrmxenus [1P
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7+3 (2) +| Ilurapabunr** 200 Mr/m? B/B KpyTra0CyTOUHO, B 1—7-if 1eHb

ATRA**

. JlayHopyOumma** 60 Mr/m? B/B 1 pa3 B 1eHb B 3—5-if IeHb
W
* MHUTOKCAHTpOoH** 10 mr/m2 B/B 1 pa3 B IeHb B 3—5-i1 1eHb
WIH

«  upapyOoura** 12 mr/mM? B/B 1 pa3 B IeHb B 3—5-i1 JIeHb

ATRA** 45 Mr/M? eXeIHEBHO, MOCIE ebl (B 2 mpumema), 10

noctwxenus 1 1P

Cxema gedenusi OILJI no mporpamme ATO + ATRA** [57]

UHAYKUumMA KoHconupauua

Hepenn 1-4 9-12 17 -20 25-28
ATO
ATRA

Hepenn 1-2 5-6  9-10 13-14 17-18 21-22 25-26
ATO 0,15 mr/kr/pens IV 2 yaca + ATRA 45 mr/m(2)/geHb PO
exxegHeBHO o CR makcumym 60 gHei,
3atem
ATO 0,15 mr/kr/peHb IV 2 yaca 5 agHel B Hepento 4-HeaenbHble Kypcbl
¢ 4-HepenbHbIMU NepepbiBamu 4 Kypca

+ ATRA 45 mr/m(2)/perHb PO 2-HepenbHble Kypcbl AnantuposaHo us Lo-Coco F.

N Engl ] Med. 2013 Jul

C 2-HeAeNbHbIMU NepepbiBaMmu 7 Kypcos 11:369(2):111.21

J103MpoBKa, CrIoco0 MPpUMeHeHHsl, HexKeJiaTeJIbHbIe siBjieHnss ATRA** [4]
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Jlo3a ATRA** cocTapiser 45 Mr/M? B IeHb BHYTPb, 1032 MOJKET Pa3/IeNaThcs Ha 2 TIpreMa
— YTPOM H BEYEpPOM IOCTIe e/Ibl (3KEIaTEeIbHO C ONpeIeIeHHBIM CoJiepKaHueM xupoB). [Ipemapar
MPUHUMACTCS eXKeTHEBHO 10 nocTwkenus [P (muanmywMm 30 gueid, Ho He O6oee 90 qHel).

Ha ¢one tepanuu ATRA** B03MOKHO pa3BUTHE CIEIYIONUX TOOOYHBIX 3P HEKTOB:

1) romnoBHast 60Jib, COHIMBOCTb, MOT'YT OIPEACIATHCS MEHUHTC€AIbHBIC 3HAKH (PUTHIAHOCTH
3aTBUIOYHBIX MBI, cHHApoM KepHura), HuCTarw,

2) TOIIHOTA, PBOTA (pa3BUTUE MMAHKPEATUTA);

3) TemmepaTypa, KOTopasi MOKET ObITh Kak CyO(heOpHIbHOM, Tak U mogauMarhkes 10 40 °C.
[Tpu ormene ATRA** TemmniepaTypa HOpManu3yeTcs B cpeiHeM uepes 24 4. B HekoTophIx
Cllydasix, KOrJia eCTb TPYJHOCTH B i pepeHnnanbHoi T1arHocTUKe IPUPOIBI TUXOPAIKU
— MH(EKIMOHHAs WK Ha (OHE IpUeMa PETHHOMIOB, BO3MOKHA oTMeHa ATRA** na 1-2
nasi. debpunpHas JUXOpajiKka yalle BCEro CompoBokiaercs cumntomatukod ATRA-
CUH/IPOMA;

4) KOXHBIH 3y]], CyXOCTh KOXKH H CIIU3HUCTHIX;

5) 06011 B KOCTSIX;

6) oreku;

7) cnenuduyeckre HHGUILTPATHI (KaK JIEHKEMHU/IbI) B KOKE, Ha TJIa3HOM JIHE;

8) mosBiIEHHE IMTO3a B CIUHHOMO3TOBOM JKHIKOCTH (TIPH HCXOJHOM €€ HOPMAaJbHOM
COCTaBe);

9) TOBBIIIEHUE YPOBHS TPaHCAMUHA3.

IToGounble >¢dexThl, pa3BUBIIMECS Ha (QOHE NPUMEHEHHS TPETMHOMHA™™, Moryr
noTpeboBaTh M3MEHECHHSI Tepanuu. HampuMep, Tpy TSHKENTBIX TOJIOBHBIX 0OJISX, O0JISIX B KOCTSX,
KOTOpPBIE HE KYIMUPYIOTCS aHAJII€TUKaMHU, MOKHO BBOJIUTH HEOOJBIIHNE 03I JeKcameTa3oHa™*
(2—4 mr), HO ATTUTENBHOCTH €r0 HA3HAYECHUS OJDKHA ObITh KOPOTKO# (MakCHMasIbHO 7 JAHEH), mpu
COXPAaHEHUHU TOJIOBHBIX 00JIEH MOXKHO yMEHBIIUTH U 103y ATRA** no 25 MI/M?.

[Tpu coxpaHSIOMMUXCS TOJIOBHBIX 0OJISX (TIOCIIE MCKITIOYCHUST MX aHEMUYECKOH MPHPOIBI
uim B cBsi3u ¢ BBeneHueM ATRA**) menecoobpasno Bemonuuth: 1) KT-uccrnenoBanue wim
MarHUTHO-PE30HAHCHYIO TOMOTrpaui0 TOJIOBBI (C MENbI0 BBISIBICHHS KPOBOHM3JIUSHUSA); 2)
CIUHHOMO3TOBYIO ~TYHKIIMIO TIOCNEe  aJeKBAaTHOW  TpaHC(Y3UOJOTUYECKOW  MOATOTOBKH
(mepenuBaHKe TPOMOOKOHIIEHTPATA) C IEIBI0 MCKIIOUYEHUS HEUpOJICMKEeMUU, WH(EKITMOHHOTO
nporecca (BUPYCHbIN MEHMHT03HIIe(aTUT, KPUITOKOKKO3 U JIp.).

CyXOCTh KOXKH W CIHM3UCTBIX JieUaT CUMITOMATHYECKHUMH CPEICTBAMU (YBIAXKHSFOIIHIA
KpeM, TTOJIOCKaHUS ), KOXKHBIHN 3yJ] — ITpermapaTamMu s ISYeHUS 3yAa (BKII0Yast aHTUTHUCTAMUHHBIC
mperapaTbl 1 aHECTETUKH), TIPH TSKEIIBIX MPOSBICHUSAX KOXKHOTO 3yJ1a — HEOOJIBITUMU JI03aMHU

(10—15 mr npeaau3010Ha**) TIIIOKOKOPTUKOM/I0B (OYCHD PeIKast CUTYyaIus).
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IToBbllIeHNE aKTUBHOCTH TPAHCAMHMHA3, U3MEHEHUS B aHAJIN3aX MOYH (32 MCKIIOYEHUEM
3HAYUTEIBHOMN MpoTeHHypuH — >1 1/11) He TpeOyroT, KPOME MOCTOSTHHOTO KOHTPOJISL, KAaKOT0-1I100
TEPaNeBTHYECKOTO BO3/CHCTBHs. BHOBb BO3HMKIIAS 3HAYMTENbHAS MPOTEUHYPHUS MOXKET OBITh
nposieieHreM JIC uimu odeHb penkum mododHsiM 3¢ dektoM. JIC KynmupyroT neKkcaMmeTa3oHoM **,
€CIIM €CTh N30 IMPOBAHHAS IPOTCHHYPHUS — MOXKHO YMEHbIIUTH 103y ATRA** 10 25 Mr/m2.

CrnenyeT OTMETUTD, UYTO TMIIEPKOATYJISIIMOHHBIA CUHJPOM, pa3BuBaromuiica npu OILIL,
MOYET CIIY>)KUTh OCHOBOH JUIS Pa3BUTHA JIETOYHOT'O aclepruiuie3a, 0COOEHHO B YCIOBHUSX
JUINTEJIBHOTO ~TPUMEHEHUs 10 1oBoAy (eOpuiIbHOM JHMXOpaJkyd IIUPOKOro — CIEKTpa
aHTUOAKTEpUAJIbHBIX CPEJICTB M HA3HAYEHUs JiekcameTa3oHa™* pu nono3penuu Ha JIC.

®ebpunbHasg TUX0paaka 06e3 BBISBICHHOTO o4yara MH(PEKIMH (BBIIOIHACTCS TIATEIbHBIN
MOUCK MH(EKIIMOHHOTO OYara — KaTeTep, MaparnpoKTUT, HHQUIBTPAT MOJIOBBIX I'y0, TaiMOPHT;
OCYILECTBIISICTCSI HEOAHOKPATHBIN peHTrenosniornyeckuii (KT) KOHTpoIIb 1erouyHoN TKaH!, IOCEBbI
KPOBHU U3 BEHBbI M KaTeTepa, KOHTPOJIb YPOBHS I'aJJaKTOMaHHAHA B KPOBU U T. J.) IPU OTCYTCTBUU
JIpyTUX MOOOYHBIX SBJICHHI MOXKET OBITH MEPBBIM Ipu3HaKoM pa3Butus JIC.

Taxxe Hepeako NMpU NEpeIMBaHUM 3HAUUTEIbHBIX OOBEMOB KUAKOCTH y MAallMEHTOB
pasBUBaeTCs IMeperpy3ka M0 MajloMy Kpyry KpoBooOpalieHus: (OT€K JIeTKHMX), 4TO MOXKET
umuTHpoBaTh KapTuHy JIC, moaToMy HE00X0AUM KECTKUN KOHTPOJIb INype3a, CTUMYJIMPOBAHNE
Iypesa, BBEACHNE B/B HUTPATOB, KATMICOEPEraomux JNyPETHKOB, KAPANOTOHUKOB.

B cBs3u ¢ tem, uto pasBepHyThid JIC ABISETCS KU3HEYTPOKAIOIIUM COCTOSTHUEM, MPH
maneiimmx mnpusHakax JC (1) d¢eOpunbHas nuxopagka 0e3 TPH3HAKOB HHGEKIUH,
2) ApIxaTelbHasi HeIOCTATOYHOCTh +\— KpoBOXapKaHbe, 3) mpubaBka B Macce Tena (0Teku +5 Kr),
4) peHTTeHOJIOTHYeCKass KapTHHA ¢ MHPUIBTPATaMHU, TIOX0XKasi Ha JISTOYHBIN JUCTPECC-CHHIPOM,
5) I1uUIeBpaNbHBIA WM TEPUKAPIUAIBHBIA BBIIIOT, 6) THIOTEH3Us, 7) OCTpas IoYeyHas
HEJ0CTATOYHOCTh) — HeMeIJIEHHO HA3HAYAETCH JeKcamera3on™* 10 mr/m? 2 pa3a B JeHb 110
KynupoBaHusi npu3HakoB JIC u ¢ JgoctaTodyHO OBICTpON OTMEHOW BHocieAcTBUU (oOImas
MPOJOKUTEILHOCTh BBEACHUS I€KCaMeTa30Ha™* — onTUMalIbHO 7 AHEW, BCIIEJCTBHE BBICOKOTIO
pUCKa pa3BUTHS HMHQPEKIUOHHBIX OCJIOXXKHEHUH, OCOOeHHO TpuOKOBBIX). Takoil moaxon
HACTOSITEJIbHO PEKOMEHIYEeTCs, HECMOTPsl Ha TOT (aKkT, YTO HU OJWH U3 BBIIICYNOMSHYTHIX
NPU3HAKOB M CHMIITOMOB HE SIBJII€TCSI TATOTHOMOHUYHBIM, U OHU CaMH IO cebe MOryT ObITh
CBSI3aHbI C COMYTCTBYIOIIMMH COMaTHYECKUMH IIpoOieMaMu, TAKUMHU Kak OaKkTepueMus, CErcuc,
rpuOKoBble MH(EKIMM WM 3acTOWHas cepJedyHas HeJocTaToyHocTh. I[lpu Hamuuuun
UHQEKIIMOHHOTO Tpolecca, 3acTOWHOM cepaeyHoil HenmoctatoyHocTw jauarHo3 JIC  He
yCTaHaBJIMBAIOT, HO Ja)K€ B 3TUX CUTYallMsAX Ha3HAUECHHUE JIeKcaMeTa3oHa*™ onpasnaHo. YactoTta
Ha3Ha4YeHMs JeKcaMmeTa3oHa™™* BO BceX HCCIIEJOBaHMSIX HUKOI/IA HE COBIAJAEeT C 4acTOTOM

pazsutus JIC.
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Pa3Butus cungpoma nuddepeHIMpPOBKUA OMYyXOJIEBBIX KIETOK MOXXHO OXHAAaTh Kak B
nepBbie AU npuemMa ATRA**) tak W mocie 3aBeplIeHUs BBEIEHHUS MPOTUBOOIMYXOJIEBBIX
npenapatoB Ha GpoHe npoponkaromerocs npuema ATRA**, Ha BbIXo/ie U3 arpaHyJI0LUTO3a, JaKe
TIPY HU3KUX IUpax jeiKkonuToB (Hanpumep, <2 x 10%1m). Yacrora auarHoctuxu JIC 3aBUCHT OT
MIPOrpaMMBbI JICUECHUSI U KPUTEPUEB TUATHOCTUKH, Bapbupys oT 2 10 50 %, na nporpamme AIDA
cocraJjss 25 %.

Beigensitor JIC: cpenneii Tsokectu — 2/3 cummnroma (B cpearem y 50 % manueHTOB) H
TsoKeNbIi — 4 u 6oee cuMnToMoB (B cpenHeM y 50 %). Taxoke ormeuatot pannuit JIC (no 7 queit,
npuMepHo y 54 %) u mo3auawuii (8—14-i nenp — 5 %, 15—30-it nenp — 36 %, 31-46-it genp = 5 %),
KOTOpBIE OTJIMYAIOTCS 110 IPOLEHTY JIeTaabHOCTU: 36 U 9 % COOTBETCTBEHHO.

I[Mpu T1soxkenom JIC  (MCKycCTBEHHAas BEHTWISAIMS JIETKUX, OCTpas IOYedHas
HepoctaToyHocTh) ATRA**  nmomkHa OTMEHSATHCSA, €€ TpUeM BO30OHOBISETCS IOCIIE
KyIMUPOBaHUS JbIXaTENbHOM, TEYEHOYHON M MOYEUHON HEJOCTATOYHOCTH (MOXKHO B TIOJIOBUHHOM
7103¢€).

Bpemennoe mnpekpamenne Ttepanmuu ATRA** mokasaHo numb B cioy4dae pa3BUTHS
cepbe3HbIX MposBieHuil cuuapoma auddepenuuposku OIUI (ecnu y manueHTta pa3BuUBaeTcCs
MOYeYHasi HEJIOCTATOYHOCTh WJIM TpeOYIoIUK MepeBojia B OTIEJIEHWE WHTEHCUBHOM Tepamuu
pecrnupaTopHbIi qucTpecc-cunpom). Bo Bcex npyrux cinydasx tepanust ATRA** nomkna ObITh
MIPOJIOJDKEHA.

Ecnmu Ha QoHe Ha3HaueHus jaekcameTa3oHa** u mponoikeHHoro mpuema ATRA**
peructpupyercs nporpeccus JC mwnn otcyTcTBUe 3PdexTa Ha BBEJCHHE JeKcaMeTa3oHa™™*, To
ATRA** cnenyer otMeHUTh. Eciiu mociie 3Toro oTBET Ha BBEACHUE JIEKCAMETa30Ha™™* MOJIyYeH,

CIICAYyCT NPOAOJDKUTh TCpAIUIO JO IMMOJHOTO MCYEC3HOBCHUA CHUMIITOMOB, a 3aTEM BO300HOBUTE

ATRA**,
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Ipuioxenue B. Uudopmanus 1/ NaUEHTOB

W3menenus B 2 xpoMocoMax MPHUBOIAT K 3a00JI€BaHUIO, KOTOPOE HA3bIBAECTCS OCTPHIN
npomuenouutapsbiil aeiiko3 (OILI). IToutu Bo Beex cayuasx OILJI npoucxoaut TpaHciiokanus,
T. €. IEPEMEIIICHHE YaCTHU OJTHON XpOMOCOMBI Ha IPYTYI0. DTO XpoMocoMbl 15 u 17. B aTom ciydae
o0pa3zyercs MoJIoMKa B XpoMocoMme 15, koTopasi 00pasyeT pa3pbiB B 00J1aCTH pacloI0KEHHOTO Ha
Hel reHa PML (ren mpomuenonuTapHoi JeiikeMun ), ¥ IOJIOMKa B XpoMocoMe 17, B pe3yJibrare
KOTOpoil oOpasyercst paspeiB B oOmactu rena RARA (ambda-ren pementopa peTHHOEBOM
KUCIIOTHI). B pe3ynbTare mepeMemieHus: yacteii XpoMocoM 0o0pa3yercsi CIMSHUE 3THX I'C€HOB U
dopmupyercss Tak Ha3biBaeMblii ciauBHOM reH PML. DToT aHOManbHBIE TeH KOIUpPYeT
o0pa3oBaHHe MPOTEHHA, KOTOPBI OCTAHABIMBACT CO3PEBAHME IMPEIIECTBEHHUKOB 3PEbIX
MUEJIOUIHBIX KJIETOK KPOBH M KOCTHOI'O MO3ra Ha MPOMEKYTOYHOM CTaluu MMPOMHUEIOLHUTA. JTa
TpaHCIOKaIus umeet odo3Hauenue t (15; 17).

WNnentudukanus xapakTepHOHW TpaHCIOKAlMM Kak TyckoBoro Mexanmsma OIUI u
pa3BUTHE TaK HA3bIBAEMOW LIEJICHANPABICHHON (TapreTHOM) Tepamuu MPHUBEIH K TOMY, UYTO
IPAKTUYECKH Y BCEX NAIlMEHTOB, KOTOPHIM HayaJbHOE JIEUEHUE MOXKET OBITh pPEaln30BaHO B
[IO0JIHOM 00BEME, BO3MOKHO JJOCTUKEHHUE TaK Ha3bIBAEMOM IIOJTHOM PEMUCCHUH, T. €. ICUE3HOBEHUS
BCEX CHUMITOMOB JIEIKEMUU U BOCCTaHOBJIEHHS HOPMaJIbHOTO KpOBETBOpeHHUs. B pesynbrare
LeJIeHaNpaBIeHHON Tepanuy JelkeMuyeckre OI1acTHbIE KIETKU MOTYT CO3pEeTh U B JJaJIbHEHIeM
UCTOIIUTh CBOM MOTEHIMAT HEKOHTPOJIUPYEMOI'O pocTa W MOTMOHYTh. TeM He MeHee Ha 3TOH
CTaJIuM BCE €lIe CYIIECTBYET OCTATOYHAs MOMYJALHUS JIEMKEMUYECKUX KIIETOK, MO3TOMY, €CIIU
OCTaHOBUTH JICUEHHE HAa ITOM 3Tare, 3a00JIeBaHNE PAHO WX MO3/IHO 00s3aTENbHO PELIUIUBUPYET,
4TO c/eTaeT U3JIeYeHUE TOUTH HeBO3MOXKHBIM. Creayrolue BakHble KOMIOHEeHThI tedenus OIJT
JIOJDKHBI OBITH Takke 00s3aTelIbHO PEATHM30BAHbI: KOHCONMIMPYIOIIEE U IMOAJepKHUBAOLIEe
nedenue. [locnenoBarenbHOE BHIOJHEHUE BCEX KOMIIOHEHTOB JICUEHHUS MPUBEIO K TOMY, YTO
ceroans 9 u3 10 manveHTOB UMEIOT PeAIbHYI0 BO3MOKHOCTD JOCTUYb BEPOSITHOCTH MPOXKUTDH O€3
NpU3HAKOB Oosie3Hn Ooniee 5—7 ner. JlocTHKEHUS B pa3BUTHHM OHOJOTMYECKHX TEXHOJOTHMH
IPUBEIH K TOMY, YTO TENEph IEbI0 JETEKIUN OCTaTOYHOMN MOMYJIALUHU JEeHKEMUYECKUX KIETOK
ABIIIETCS pacro3HaBaHue 1 maTojoruyeckod KiaeTku mnpubauszurenbHo Ha 10-100 ThIC.
HOPMAJIbHBIX — 3TO CTAJIO BO3MOKHBIM C MTOMOIIBIO TEXHOJIOTMH MOJIMMEPA3HO-1IETTHON peaKIty.
B Hacrosimee Bpemst Tak HazbiBaeMasi MosieKyssipHast pemuccust OITJI siBisiercst nenbio JeueHus
narenToB ¢ OIUI. Hapsny ¢ moctuxkeHHeM MOJNEKYJISIpHOW peMUCCHU (MIIM MOJIEKYJISIPHOTO
«OTBETa») BaXHbIM KOMIIOHEHTOM HaOJIOJeHHsI 3a OOJIbHBIM SIBJISIETCA TaKXKe PEeryJsipHOe
HCCJIEJOBaHHE KOCTHOTO MO3Ta METOJOM MOJMMEPA3HO-LIEMNHON PeaKuy B MOCIETYIOIINE ITalbl

— MOJICKYJISIPHBIII MOHUTOPUHT MHHUMAJIBHOW OCTaTOYHOH (pe3nayalibHOI) O0JIe3HH.
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B apcenane coBpeMeHHON MEIUIMHBI €CTh BCE Mpenaparsl 11 3PPEeKTUBHOTO JICUEHUS
OIlL

HeorbeMieMbIM KOMIIOHEHTOM JIEUEHHUS] NALMEHTOB C BIIEPBBIE JUATHOCTHUPOBAHHBIM
OII sBasieTcst TakkKe CONPOBOJAUTENbHAS TPaHC(HY3MOHHAsI Tepanns KOMIOHEHTaMH JTOHOPCKOM
KPOBH, IPEXKAE BCErO0 CBEXKE3aMOPOXKEHHOH IUIa3MOM M KOHIIEHTPATOM TPOMOOLUTOB. OTH
KOMITOHEHTBI HEOOXOJIUMBI MPEX/E BCEro B JICUCHHM TaK Ha3biBaeMoil koarynomatuu OITJI —
COCTOSIHUS, IIPU KOTOPOM IIPOUCXO/AT HAPYIIEHHs CBEPTHIBAEMOCTH KPOBH, B KOTOPBIX UMEETCS
HOBBIIIEHHBI PUCK KPOBOM3IMAHUI B COYETAaHUM C BO3MOYKHOCTBIO TaKX€ U TPOMOOTHYECKHUX
OCJIO’KHEHUH.

B 3axnrouenue cienyer ckasarb, 4ro, XoTs OILJI yacto paccmarpuBaercss B paMKax Tak
Ha3bIBAEMbIX MHUEJIOMIHBIX JICHIKO30B, OH JICUUTCS 10 HECKOJBKO MHBIM MPUHIUIIAM, YEM JApPYyTUe
MUEJIOUIHbIE JIeHKO3bl. TpaHCIUIAaHTAalMsg KOCTHOIO MO3ra pEeIKO paccMaTpUBaeTcsl Kak
KOMIIOHEHT JIEUEHUS NallMEeHTOB ¢ Brepsble BoisiBIeHHBIM OILJI. B T0 ke Bpems TpaHcIutaHTanus

KOCTHOT'O MO3T'a MOXET OBITh B&KHBIM KOMIIOHCHTOM JiedeHus peruauBoB OITJI.
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