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TepMuHBI U onIpeaeICHUS

OcTpblii POMMEJIONUTAPHBIN JIeHK03 — O0COOBII BapUaHT OCTPOr0 MHUEJIOMAHOTO JEeHKo3a C
npeoOyajjaHieM aHOMaJbHBIX MPOMHUEIIOLMUTOB, XAPAKTEPU3YIOLIUNCS T€HETHUYECKUMU MYTalUsIMHU,
MPUBOAAIIIMMU K pekoMOnHaruu reHa RARA ¢ reaom PML (mytamus t (15; 17) (q22; ql2)) wm ¢

APYTrUMHU ITCHaAMU-TTAPTHEPAMU.

JAuddpepeHUNPOBOYHBI CHHAPOM — KU3HEYIPOKAKIIee OCJI0KHEHHE, pa3sBUBAKOLIeeCH IPH
JICYEHUH OCTPOro TMPOMHUEJIOUUTAPHOIO JIeHK03a TIOJHOCThIO TPAHC-PETUHOECBOM KHCIOTOM
(TpeTHHOMH**) W TPUOKCHJOM MBIIIbAKA, KOTOPOE AMATHOCTUPYIOT TPH HAJIWYUU HE MEHee
4 CUMIITOMOB U3 CIIEIYIOIIET0 CHUMITOMOKOMIUIEKCA: JIUXOpajaka Oe3 BBISIBICHHONW MPUYUHBI,
HapacTaHHE YHUCIa JCHKOIMTOB, PECITUPATOPHBIN TUCTPECC-CHHAPOM, HHPUIBTPALIHS JIETOYHOW TKAaHU
Ha PEHTTEHOTpaMMax, THIOKCeMHUs, OTeKH (THIPOTOPAKC M THAPOTEpUKAp/), MpudaBKa Macchl Tea,

ImodycuHasa HCJOCTATOUYHOCTD, apTCPHUAJIbHAA TUIIOTCH3NA.

IMosHoO# pemuccHeld OCTPOro NMPOMHEJONUTAPHOIO JIeK03a MPUHITO HA3bIBaTh TO COCTOSTHHUE
KPOBETBOPHOM TKaHM, IPU KOTOPOM B IIYHKTare KOCTHOTO Mo3ra oOHapykuBaercsi <5 % O1acTHBIX
KJIETOK IIPY HOPMAJIBHOM COOTHOILIEHUH BCEX POCTKOB KPOBETBOPEHMUSI, IPU KOJIMYECTBE HEUTPOPHUIIOB
B mepudeprueckoii kposn >1,0 x 10°/11, mpu konmyectse TpoMGommToB >100 x 10°/1, mpu oTcyTCTBIM
IKCTpaMEIYIIIPHBIX OUaroB JIECMKEMHUYECKOTO pOCTa. YKa3aHHBIE MOKA3aTeIn JOMKHBI COXPAHATHCS B

TeueHnue >1 mec.

Pe3ucrentHasi ¢opMa OCTPOro MpoMHeTOHUTAPHOIO JielKo3a MOXKET ObITh KOHCTAaTUPOBAaHA TPHU
OTCYTCTBUHU IOJIHOM PEMHUCCUU TOCIE 3aBeplieHus | Kypca MHIyKUMOHHOW Tepanuu. ITo mMHeHuro
OOJBIIMHCTBA ~ MEXIYHapOAHBIX M  POCCUHMCKMX OKCIEPTOB, Yy TMAIUEHTOB C  OCTPbIM
NPOMUEJONUTAPHBIM JIEHKO30M, I0Ka3aHHBIM MOJIEKYISIPHO-IUTOTEHETUYECKUMH UCCIIEIOBAaHUSIMU,
IIPU KCIIOJIb30BAHUM TPAHC-PETUHOEBON KHCJIOTHI B COUETAHUU C XUMUOTEpPANUEH WIH TPUOKCHIOM

MBIIIBsIKa™** pedpakTepHbIX GOPM OCTPOr0 MPOMHUETOUHUTAPHOIO JIeHKO03a HE CYIIECTBYET.
Panusisi cMepTh — CMEPTh MALUEHTOB B TIEPHO MHIYKIIMOHHOMN Tepanuu.

PeuuauB 0oCTPOro mpoMHueJIOLUTAPHOIO JeHK03a KOHCTAaTHPYIOT NMpU OOHApYXEHUU B IYHKTAre

KOCTHOT'O MoO3ra >5 % OJIaCTHBIX KJIETOK.

MuHUMAJBLHONH 0CTATOYHOI 00J1€3HBIO, WM MUHUMAJIbHON pe3uayalbHOW OOJE3HBIO, HA3BIBAIOT
HEOOJBIIYIO MOMYJSALUIO OMyXOJIEBBIX KJIETOK, KOTOpasi HE MOXKET ObITh 3a()UKCHpPOBaHA C TTOMOIIbIO
CBETOBOTO MHUKPOCKONA, HO OOHapyuBaeTcsa Oojee TOHKMMH METOJAAMH  HCCJIEIOBaHUA,

0476

BBIABIIAIOIITMMHA 1 HGIZKGMH‘IGCKYIO KJICTKY Ha 1 HCCIICAYCMBbIX.

[uToreHeTnyeckass peMHMCCHS — ITO IOJIHAS KIMHUKO-T€MATOJIOTMYECKasi pEMHUCCHUs, TPU KOTOPOU
metonom FISH (uccrnemoBanme meromom (myopeciieHTHONW THOpUAM3AIMU in Situ) HE BBISBISETCS
cinuBHOM TeH PML-RARA.

Hutorenernyeckuii peuwauB — TOBTOpHOE mosBIeHue reHa PML-RARA, onpedensoweecs

memooom FISH, Ha doHe coxpaHstomencs KIMHUKO-TeMaTOJIOTHIECKON PEMUCCHH.



Mo.nelcy.lmpnaﬂ PEMUCCUA — OTO ITOJIHAA KIMHHUKO-IEMATOJOIrn4deCcKas pEMHUCCHA, IIPU KOTOpOﬁ HE
O6H21pY)KI/IBaIOT HCXOAHO OHpCI[GJ'ISIBHIPIﬁCSI MECTOAOM HOHHMCpaSHO-HeHHOﬁ peaKnmnu XPIMepHBIﬁ

TpanckpunT PML-RARA 1mipu 4yBCTBUTENIBHOCTH METOJA 1074,

MoJiekyJsIpHbIH peluAuB — NOSBICHUE UCXOJHO ONPEIEIISIBIIErocsi XuMepHoro Tpanckpunra PML-
RARA B JIByX NOBTOPHBIX aHa/nM3aX (MPOBEAEHHBIX C KOPOTKUM HMHTEpBaIOM BpemMeHu — 7—10 aHeil)

Ha (DOHE COXPAHSIOMIECHCS KITMHUKO-TEeMAaTOJIOTHIECKON PEMHUCCHH.

TpancniaHTalusi reMONO3THYECKHX CTBOJIOBBIX KJIETOK — II0J 3TUM TEPMUHOM OOBEAMHEHBI
TPAHCIUIAHTALMSI TEMOIOATUYECKUX CTBOJOBBIX KIJIETOK KOCTHOTO MO3Ta, mepudepuyeckoi,

MMyTTOBUHHOM (TIJIAIIEHTapHOW) KPOBH.

OO0wmas BbIKMBaEMOCTb. /{151 €€ OLICHKM aHAIWM3UPYIOT BPEMEHHBIE MapaMeTPbl BCEX IMALIMEHTOB,
BKJIIOYEHHBIX B MCCIEN0BaHUE. AHanu3 ocymecTBisitoT MetoaoM Karutana—Maitepa. Toukoil orcuera
SABIIACTCS IeHb Hadana Tepanuu. CoOOBITHEM CUMTAETCS TOJIBKO CMEPTh MAIMEHTOB OT JTI000W MPUYUHBI

(paHHSS 1€TaIBbHOCTh, CMEPTH B NIEPUOJ PEMUCCHHU OT JIFOO0H NPUUYUHBI, CMEPTh B IEPUOJ PELUINBA).

Be3pennuauBHasi BbIKMBaeMOCTh. [Ipu ee aHanm3e y4MTHIBAIOT JAHHBIE TOJILKO TEX MAIUEHTOB, Yy
KOTOPBIX OblJa JOCTUTHYTA TOJHAs peMuccus. AHaIM3 OCyIIeCTBISIIOT MeTtonoMm Kammana—Maiiepa.
Toukol oTcueTa cuuTaeTcs JAara JOCTHKEHUS MOTHOW peMuccu. COOBITUSIMHU CUYUTAIOTCS PEIUINB U
CMEPTh OT JIF0O0N MPUYUHBEI (B IEPUOJT KOHCOJUIAINH WIIH TTOAICPKUBAIOIIETO JICUCHHS, OT PEIIUINBA,

B [I€PUOJI PEMHUCCHUH OT JPYTrOo MPUYUHBI, HATPUMEDP CYHIIUAA).

BeposiTHOCTH COXpaHEHUA MOJHON peMHuccHN (00paTHOE OT BEPOSITHOCTH PA3BUTHUS PeLHAUBA).
[Ipyn onieHKE BEPOSTHOCTU COXPAHEHHUs IOJTHOM PEMHUCCUM YUYUTBHIBAIOTCS JAHHBIE TOJBKO O TeEX
NAIUEHTaX, y KOTOPBIX JOCTUTHYTa MOJHAs peMHUCCHs. AHaIu3 OCYyLIECTBIAOT MeToaoM Karnana—
Maiiepa. Ilpu 3TOM TOUKOH OTCuU€Ta CIYKUT JaTa JOCTHXKEHHsS MOJMHON pemuccuu. CoOblTHeM
CUMTAETCS TOJBKO pEUMAUB 3a00JIEBaHMS, CMEPTb NPU TOJHOM PEMHUCCHUH  CUHTAETCS
LEeH3ypUpOBaHuEeM. Takke [EH3ypPUPYIOT BCEX MAIMEHTOB, KTO KUB MPH MOJTHOM PEMUCCHUH B MOMEHT

IIPOBCACHUS aHAJIN34A.

BeccoObiTHiiHAA BBIKMBAEMOCTb. OTOT IIOKa3aTellb OICHWBACT BCE COOBITHS (HEIOCTHIKEHUE
TIOJTHOM PEMUCCHUHU TOCTIE WHAYKIIMOHHOTO dTara, CMepTh B UHIYKIIUU, CMEPTh MPHU MOJHON PEMHUCCHH,
CMEPTh OT JIFOOBIX APYTUX MPUYHUH, PEIUIUB 3a00JI€BaHU) Y BCEX MallMEHTOB, BKIIFOUCHHBIX B aHAJIN3,

C MOMCHTA Ha4aJia TCpalinu.

Nuaykuusi peMHCCHMM — TIEpUOJ] HAYaJbHOTO JIEYECHHUS, LIETBI0 KOTOPOTO SIBISIOTCS MaKCUMAaJIbHO
OBICTPOE M CYUIECTBEHHOE YMEHBIIEHHE OITyXOJE€BOM MacChl M JIOCTHKEHHE IOJHOM peMuccuu
(oO6pruHO 1-2 kypca). UMenHo B 3TOT mepuon Ha (POHE MPUMEHEHHUS LHUTOCTATUYECKUX CPEJICTB
KOJIMYECTBO JIEMKEMUYECKUX KIJIETOK B KOCTHOM MO3re ymeHbluaercss npumepHo B 100 pas, T. e. B
MOMEHT KOHCTaTalluy IOJIHOM PEMHUCCHUU B KOCTHOM MO3re MOpQoJjoruyecku ompeaensercs <5 %

OITYXOJICBBIX KJICTOK.

Koncosmmaanusi pemmuccum — BTOpPOMl 3Tall Teparnud OCTPOro0 MNPOMHMETOLHHMTAPHOIO JIeHKo3a,

SIBJISIETCS TIEPUOIOM 3aKPEIJICHUS IOCTUTHYTOTO MPOTUBOOITYX0JIeBOTO d(pdekra.



HpOTHBOpeHH)]I/IBHOQ WM  IOAACPKHUBAIOLIICEC JICUCHHEC. HpO)IOJDKCHI/IC OUTOCTATHYCCKOI'O
BO3IICI>1CTBH§I B TCUCHHC JBYX JICT OT OKOHYAaHUSA I/IHIIYKI_[I/II/I/ KOHCOJIMAall1H. ITonsiTus
MOAACPKUBAIOIICTO JICUHCHUA HC CYHICCTBYCT B IIpOorpaMmax JICUHCHUS IICPBUYIHBIX OOJIBHBIX OCTPbIM
NnmpoMueJI0IUTAPHBIM JIEHK030M MbIIIbSIKOM TPpHUOKCHIA.

IIpopuaakTuka win — TpU HEOOXOAMMOCTH — JiedeHMe HeHpoJielikeMUH  SBIsETCA
MPUHLIHANHAIBHBIM 3TAllOM IPH JICYEHUH MAILUEHTOB C OCTPBIM MPOMHEJIOUUTAPHBIM JEHKO30M U3
TPYIIbl BBICOKOTO pUCKa. DTOT 3Tall pacHpelelisieTcs Ha BCE MEPUOJbl MPOrPAaMMHOIO JICUECHUS —

WHAYKOUIO PCMHUCCHUHU, KOHCOJUAAONIO U TIOAJACPKHUBAIOIICC JICUCHUC.



1. Kparkast ungopmanus

1.1. Onpenesienne 3a00/1eBaHNS UM COCTOSTHUS (TPyNnbl 3a0071eBaHUNA WJIH
COCTOSIHMH)

OIUI otHOCAT K OCTpHIM MHUETOMAHBIM Jeikozam (OMJI), koTopele MPEACTaBISIOT CO0O0
TeTePOreHHYIO0 TPYIIy OMYyXOJEBBIX 3a00JIeBaHUN CHCTEMbl KPOBH, BO3HHMKAIOIIMX B pe3yJbTare
MyTalluud B CTBOJIOBOHM KJIETKE-MPEIIIECTBEHHUIIE TeMOII033a, B PE3yabTare 4ero MpOUCXOTUT OJOK
muddepeHIMPOBKM W HAuMHAETCS HEKOHTpoiipyemas mpoiudepanus HeauddepeHInpyeMbIx

OITYXOJICBBIX KPOBETBOPHBIX KJICTOK, BBITCCHAIOININX HOPMAJIbHBIC.

OIJI mpencrainsget co00il YETKO OYEpUEHHYIO HO30sornueckyto gopmy B pamkax OMJI ¢ HacToIbKO
XapaKTePHBIMHU KIMHHUKO-Ta00paTOPHBIMU MpU3HAKAaMU (THUIHYHAS MOP(OJIOTHS OMYyXOJIEBBIX KJIETOK,
TSDKETIBIA ~ TeMOpparuyeckuid  CHHAPOM, TE€MaTOMHBIA  THUI  KPOBOTOUMBOCTH,  HU30BITOUHO
aKTUBUPOBaHHBIN PuOpunonu3, JIBC-cunapom, 0ObIUHO — JEHKONEHMs), YTO JUArHO3 MOPOM MOXKHO
YCTaHOBHUTh, OCHOBBIBASCH JIMIIb HA KIMHUYECKUX NPOSBICHUIX. TeM HE MEHEee HIMEHHO ATOT BapUAHT

OMUJI tpebyeT xecTKoi BepupuKalUKi JTUarHo3a MOJIEKYIIPHO-TeHETUHUECKUMHU METOJIaMHU.

310 o0ycnoBieHo TeM, uto uMeHHo ¢ OIJI cBsi3aHO OHO M3 CaMbIX MPUHIUIHUAIBHBIX OTKPBITUN B
oOmactu OUOJIOTHH JIEWKO30B: 00HapykeH (perHomeH muddepenimpoku 6nactHeix kinetok OILJI mon
BO3/ICIICTBUEM JIEPUBATOB PETUHOEBOW KUCIOTHI — 13-1IIMC-pETUHOEBOM, MOJHOCTBIO TpaHC-
petuHoeBoit (TpetuHonH**, ATRA**), 9-tnc-petunoeBoit kuciotel. Umenno ATRA** ctana nepBbsiM
TaK Ha3bIBa€MbIM TapreTHeiM mpenaparoMm. [lpumenenue ATRA** peBomouuOHHBIM 00pa3oM

n3MeHm10 ucxoapl Tepanuu OIJI.

[Tocne mnosBnenuss ATRA** apcenan mnaroreHeTnyeckux 3(PQPEKTUBHBIX METOJOB Tepanmuu OblI
paciMpeH 3a cueT Mblibsika Tpuokcuaa (ATO), sBistolerocs, BeposiTHEE BCETO, OHUM U3 Hanbolee
aKTUBHBIX Ouonoruueckux cpenctB B jieueHun OINJI. U yxe He BbI3bIBA€T COMHEHHUS TOT (PaKT, 4TO

OIJI moryT ObITh M3JI€UEHBI JJaxe 0e3 MPUMEHEHHUS LIUTOCTAaTUYECKUX MPEernapaToB.

Jleuenue OIIJI ocBemaercs B TekcTax HanuoHaidbHBIX pekomeHmanuii CIIA wu BenumxoOputanuw,
nocBsieHHbIX Tepanuu OMJI, KoTopble BKIIOYAIOT JIMIIb HEKOTOPbIE KOHKPETHBIE ITYHKTHI,
kacaromuecs tepanuu OILJL. B 2009 ., a 3atem u B 2019 1., eBpomneiickast opranuzaius LeukemiaNet,
00BENIMHUB MEXKIyHAPOAHBIX SKCIEPTOB, pa3paboTana eBpONEHCKHE PEKOMEHIAIMU IO JICYCHUIO
OIlJI, ocHOBaHHBIE KaK Ha pe3yJbpTarax YK€ MPOBEICHHBIX HCCIECJOBaHUI, TaK M HAa MHEHUSX
Benymux 3KkcrepToB [1]. Poccuiickast uccienoBarenbckas rpymnna 1o JIedeHHu0 ocTporo Jierikosa (OJI)
¢ 1997 r., korma ATRA** crana ocHOBHOM yacThio nporpammuoro jedenus: OIJI, mposena HECKOIBKO
MPOCHEKTUBHBIX MHOTOLEHTPOBBIX M OJHOLIEHTPOBBIX HcclieqoBanuil no jedenuto OILI [2]. OnbiT
POCCUICKHX TeMaToJIorOB M MEXAYHapoJaHble NyOIMKallMM CTajld OCHOBOM MpPENCTaBIIsIEMbIX

Hanmonaneubix pexkoMenaanuii no seuenuro OI1JI B3pocabix.



1.2. DTHOJOTHS ¥ TATOTeHe3 3200/IeBAHUS UJIN COCTOSIHUS (TPYIIIbI
3200J1eBAHUN WJIM COCTOSTHUIA)

Otuonorus OIJI B 60nbIIMHCTBE CilyyaeB HeU3BECTHA. B mocienHue rojpl onuchbiBaeTcs Bce 00JblIe
cinyyaeB BO3HMKHOBeHHMs OIIJI kak BTOPMYHOIO JIE€MKO3a, CBSI3aHHOTO C MPEAIIECTBYIOLIEH
xumuotepanueit (XT) u oOnydernnem. bomnbinme MHOTOIICHTPOBBIE UCCIEAOBAHNS CBUIETEIHCTBYIOT O
ToM, 4yTOo BTOpUYHbIH OILJI B OONBIIMHCTBE CilydaeB BO3HMKAET HE IMO3JHEE TpeX JIET IOCIe
3aBepuieHuss XT 1o moBomy MEpPBUYHOTO  OHKOJIOTMUYECKOro 3a00JIeBaHMsI MHTHOUTOpaMU
Toronzomepasbl Il (aHTpalMKIWHBI, WU MHUTOKCAHTPOH®*, pexe stono3ua™*™*). ¥V 57 % mnamueHTOB
NEPBUYHON OMYyXOJbI0 OBLI paK MOJOYHOM Kene3bl, Jajiee CIEeAYIOT HEXOMKKUHCKHUE JTUM(OMBI,
3HAYUTENbHO pexe — aumdpoma XomkkuHa. CpenHee BpeMsi OT 3aBEpPILICHUS TEPANUU IO MOBOAY
MIEPBUYHON OMyXOJu A0 MOMeHTa Auarnoctuku Bropuanoro OIJI coctasusier 24 mec (ot 15 mec 10 8
net). Ilo Mepe yBenwuYeHHs] arpeCCHBHOCTH XUMHUOTEPANEBTUYECKOTO BO3ICHCTBHUS YBEIUYUBACTCS
BEpPOATHOCTh pa3Butus BropuuHoro OIIJI, kak, BIOpoyeM, MOXKET YMEHBLIATbCSI M BPEMEHHOU

MHTEpBAJI OT MOMeHTa 3aBepiueHus X T 1o BosHukHoBeHus OJ1.

I/IHTepeCHO OTMCTUTb, YTO OIIKMCAHbBI MPOMHUCITIOLUTAPHBIC OJlacTHEIC KpHU3bl XPOHHUYCCKOI'O

MHUEJIOJIENKO3A.

1.3. dnuaeMuos0rust 3200/1eBaHNs WM COCTOSIHMSA (TPynIbI 3a00/1eBAHUN HJIH
COCTOSIHMH)

Uctunnas yactora BozHukHoBeHUs1 OI1JI Hem3BecTHA, MOCKONIBKY B peructpsl 3ad0oneBaemoctu OI1JT
BHOCAT BMecTe ¢ Apyrumu Bapuantamu OMJL. Cuwmraercs, uro OIUI Bctpeuwaercs B 5—15 % Bcex
cnyyaee OMJI. M ecoim B 2005 r. B CIIA mnpeanosiaraemasl 4dactoTa BO3HUKHOBeHHsT OMJI
orieHuBasiach kak 11 930 ciyuaeB B roa, To BepositHas yactora nuarHoctuku OIUI cocrasnsier 600—

800 ciyuaes B rox [1,3.,4].

CyniecTByeT HECKOIbKO OTIMYMI B AMUAEMHOJIOTMYECKUX XapakTepucTukax Mexay OMJI u OIUI,
0COOEHHO 3TO KacaeTcsi BeposTHOCTH Bo3HMKHOBeHus OILJI B 3aBucumoctu ot Bo3pacra. Tak, s
OMIJI BepOSTHOCTh BO3ZHUKHOBEHHUS MMOCTEIEHHO YBEIWYUBAETCS MPOMOPIUOHAIBHO BO3PACTy 10 55
JeT, a 3aTeM OTMEYaeTCs pPEe3KUH OKCIOHEHIMaNbHBIM pocT 3aboneBaemoctu. [lpm OIUI sta
3aKOHOMEPHOCTh HE BBISBISETCS. XOTs 3a00JI€BaHNE TUATrHOCTUPYETCS BO BCEX BO3PACTHBIX IPYMIaXx,
€ro 4acToTa KpaiHe HHU3Ka y MmanueHToB B Bo3pacte a0 10 net. B Bo3pactHol rpynne ot 0 no 17 ner
yactora OIIJI cpenu Bcex ciryuaeB OMIJI cocraBnsier 3—4 %. B Bo3pacrte ot 10 1o 20 net BepossTHOCTH
Bo3HukHOBeHH OILJI moctenenHo Bo3pacrtaet, 3aTeM HaOMoIaeTes TiaTo A0 Bo3pacta 60 yet, mocie
Yero BEPOSTHOCTh BO3HUKHOBEHMS 3a0ojeBaHus CHWKaerca. bonpmmHcTBOo cimyuyaes  OII
IarHoctTupyroT B Bo3pacte ot 20 no 60 net. Mennana Bo3pacrta npu nuaroctuke OIIJI cocraBnsier
38 net. I[lo gaHHBbIM PocCCHIICKOTO PErMCTPallMOHHOTO HCCieAoBaHus, npoBogumoro ¢ 2006 r. u
BKitouuBLiero 814 manuentos u3 19 nentpos, OIUI muarnoctupyror B 7,25 % ciydaeB Bcex OJI
B3pOCIBIX, U MeAMaHa Bo3pacTa cocrasisier 47 ner (6e3 yuera malMeHTOB AETCKOro Bo3pacrta) [2].

PeanpabIX TTOKa3aTene 3aboneBaemocty 1 pacnpoctpanennoctu OILJI B Poccuu He cymiecTByer.



1.4. Oco0eHHOCTH KOAUPOBAHUA 3200/ 1€eBAHUA UM COCTOSAHUSA (TPYyNIbI
3a00J1eBaHU i WJIN COCTOSAHMI) 110 MeKIYHAPOIHOM CTATUCTHYECKOM
Kiaaccupukanum 0os1e3Hed U MPoodJeM, CBSI3aHHbIX CO 310POBbEM

(C92.4 — ocTpblil TPOMUETOIUTAPHBIN JICHKO3

1.5. Kiaccuukauus 3a00/1eBaHis MM COCTOSTHUS (TPyINbI 3200/ 1eBAHUHA WJIH
COCTOSIHMH)

[Manuents! ¢ OIJI monmpa3aenstoTcst Ha TPYIIbI PUCKa B 3aBUCUMOCTHU OT J1a0OPaTOPHBIX MOKa3aTenen
oOmero ananmu3a KpoBH Mpu Manudectauu 3adonesanus [1,2,4]:

e TpyIIIa HU3KOTO PUCKA: JEUKOIUTHI <10 X 10%/n

« TPyIIIa BEICOKOTO prcKa: JTeitkormthl >10 x 10%/1

1.6. Knunuveckasi kapTrHa 3a00/1eBAHUS UJIM COCTOSIHUS (TPYIIIbI
3200J1eBAHUN WM COCTOSTHUI)

OcTpblii TPOMUETOLMUTAPHBIN JIEHKO3 NPEACTaBISET COOOM YETKO OYEPUEHHYIO HO30JIOTMYECKYIO
(GopMy € HACTOJIBKO XapaKTEPHBIMU KIMHHUKO-JIA00PATOPHBIMU MPU3HAKAMU (TUIUYHAS MOPQOIOTHs
OITYXOJIEBBIX KIIETOK, TSKEJIBI TeMOpPParnyecKuil CHUHAPOM, T€MaTOMHBIH THI KPOBOTOYMBOCTH,
U30BITOYHO aKTUBUPOBaHHBIA (QuOpuHONIN3, ABC-cuHApOM, OOBIYHO — JIEWKOMEHHMS), YTO JAMArHO3
IOpOl MOXKHO YCTAaHOBHUTb, OCHOBBIBAsICh JIMIIb HAa KIMHUYECKUX TMposBieHUuax. [lpu 3Tom
cymectBytoT OIIJI, koTOpple MPOTEKAIOT HE CTOJb JPAMATUYHO: OTCYTCTBYIOT MPOSIBICHUS
reMOPParuyeckoro CHHAPOMA, OOJMbHBIE B TEUEHHWE HECKOJIBKUX MECSIEB HAOIIOMAIOTCSA MO MOBOIY
JeHKONEHNH, yMepeHHOW  TpomOouuToneHuu. lIposiBlieHHss reMopparmyeckoro  CHHApPOMA
(KpOBOTOYMBOCThH JIECEH, IOBBIIIEHHAs TPaBMHPYEMOCTb KOXKHBIX IMOKPOBOB, CHHSIKH, METEXUH,
HEPEIKO KPOBOTEUCHHSI U3 HOCA, )KEIyJOYHO-KUIIIEYHOTO TPAKTa) HA MOMEHT IUarHOCTHUKU UMEIOTCS Y
90 % manuentoB. ['enarocruienomeranus win JuMdaneHonaTus onpeaesnstorcs MeHee uem y 20 %
MaIueHToB [4].



2. Jlmarnocruka

Kpumepuu ycmanoenenus ouacnoza/cocmosanuna: OIIJI ycmanagnuearom He3a8UCUMO  OM
NPOYEHMHO20 COOEPHCAHUS OIACMHBIX KIIeMOK 8 NYHKmMame KOCMHO20 M032a Ul 8 nepughepuieckoll
kposu (IIK) npu nanuuuu namoenomonuunou o OILJ/I xpomocommuou anomanuu t(15;17) (q12; ql1—
12) PML/RARa.

2.1. 7 Kaa100bI 1 aHAMHE3

Manugecmayua kaunuueckux npossnenuti OIIJI  conpogodicOoaemces  nanobamu aHeMueckozo
xapakmepa, pazsumuem 2emMoppacutiecko20 CUHOPOMA Pa3iuyHoOl UHMEHCUBHOCU U UHDEKYUOHHBIX
OCJLOJCHEeHUl Ha (hone Hetmponenuu. /lannvie nposeieHus Mocym pa3eumuvCs OCMpPo UIU NOCMeENneHHO

Hapacnmame.

Pexomenayercsi BceM mamuieHTamM cOOp aHaMHe3a W Kajao0 s Bepudukanuu auarnosa. U3
AHAMHECTUYECKUX JAHHBIX BBIABIATH CBSI3b C BO3MOXXHBIMM TOKCUYECKHUMHU, JIEKAPCTBEHHBIMU
areHTamMu. HeoOxomum TmiarenbHBIM cOOp CEMEWHOro aHaMHe3a Il WCKITIOYCHHS BPOXKICHHBIX

aHOMaJIMH, a TaK)Ke Ha HaJIMYue CUONMMHTOB (POIHBIX OpaTheB u/mim cectep) [1-3,5].

YpoBeHnnb yoenureJbHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

2.2. PusukajabHOe 00cIe10BAHHEe

PexoMenayeTcs BceM MalMeHTaM MPOBOIUTH (pU3MKaNbHOE 00Ce0BaHIe, BKIIOUAIOIEe U3MEPEHHE
pOCTa U MaccChl Teja, TEMIEepPaTyphl Tella, OLEHKY COCTOSHUS KOXKHBIX MOKPOBOB, KOCTHO-CYCTaBHOU
CUCTEMBI, BBISBIICHHE MPHU3HAKOB T€MOPPArHYeCKOr0 CHHIPOMA, HAJIMYME TeMaToCIUICHOMETaNnH,
nuMdaaeHoNnaTuu, HATMYKUe MPU3HAKOB JUCHYHKIUU CEepala, JETKUX, eYeHH, OpraHOB SHAOKPUHHOMH,

HEPBHOM cUCTeMBI JJis Bepuukauu nuarsosa [1-3,5].
YpoBenb yoenuTeabHOCTH pekoMeHaaunu — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJILCTB — 5)

KommenTapuu: nposooamcs usmepenue pocma u maccel meid, memnepamypvbl meid, OYeHKA
COCMOSIHUAL  KOCMHO-CYCMABHOU CUCEMDbL, BblAGNIEHUE NPUSHAKOS 2eMoppasuiecko20 CuHopoma,
HaIuyusi 2enamocnieHome2anluu, aUM@PoadeHOnamuy, HAIUYUs NPUSHAKOE OUCHYHKYuU cepoya,
JIe2KUX, neyeHu, op2aHo8 SHOOKPUHHOU cucmembl. B ciyuae nosenenusi nanyne3nvlx 8bICbINAHUL HA
Kod#ce paccmompems 80npoc 0 OUONCUU KOdiCU (RO003PEeHUE HaA IKCMPAMEOYIIAPHOe JlelUKeMUuuecKoe

nopacenue).

2.3. JIabopaTopHble TMATHOCTHYECKHE UCCJIeI0OBAHMS



Y 80 % nayuenmoe manugpecmayusn 3abonesanus xapaxkmepusyemcs JleUkonenuelu (Meouana yucia
netikoyumog cocmagnsiem 1,8 x 10°/n). Ecau vy nayuenma 8 momenm ouacnocmuxu OJI onpedensemcs
netikonenus <1 x 10°/1, ocobenno 6 couemanuu ¢ eunogubpunozenemueti, mo ¢ 60nbWOL doneil
BEPOSIMHOCINU MOJICHO npeononazams npomueroyumapusii sapuanm OMJL YV 15-20 % nayuenmos 6
debrome bonesnu gviasisemcs nelikoyumos (veduana 83 x 10°/n) ¢ yeenuueHuem 4ucia a1eukoyumos
00 =150 x 10°/1. ¥V nodasusowezo uucna nayuenmos (80-90 %) onpedensemcs anemus, npuvem y
NONOBUHbI U3 HUX KOHYeHmpayus 2emoz2nodouna cocmaensem <100 2/n. Y 75 % nayuenmos
codepoicanue  mpomboyumos — cuudxcaemes 0o <50 x  10°/1.  JlabopamopHvie npusHaku
OUCCEMUHUPOBAHHO20 8HYmpucocyoucmozo ceepmuvisanusi (/[BC) u ucmowennozo ubpunonusza

onpeoensromes y 80-90 % nayuenmos [4].

B 6onvwuncmee ciyuaes ouacno3 modicem OblmMb  3aN0003peH Npu  MOpoiocudeckou oyeHKe
NleUKeMUuyeckux Kiemok. /[ 9moeo HeobX00umMo Nonyyums Yumonocuieckui. npenapam KoCmHO20
moszea (KM) nymem nynxkyuu. brnacmuoie knemxu npu OIL/1 y 6onvuuncmea nayueHmos npexcoe 6ce2o
Xapakmepusyrmcs 3HAYUMENbHbIM SA0ePHbLIM NOAUMOPDUIMOM U HATUYUEeM KPYRHOU Guoniemoso-
Oypoll 3epHucmocmu, 2ycmo 3anoHsAwel Yumoniamy, O0nbuumM Koauuecmeom nanouek Ayspa
(knaccuueckuti eunepepaunynsapuuoiti eapuanm OILI) [6]. V 15-20 % nayuenmos 6 yumonnazme
ONYXONeBblX KIEeMOK OOHAPYHCUBAEMCS UL HECKONbKO MEIKUX 2PAHYIl UNU OHU He BblAGIAI0mCs
806Ce, NpU SMOM 6Ce OCMATIbHblE NPUSHAKU (KAUHUYeCKUe, Yumoxumuieckue, yumozeHemuiecxue)

OIlJI npucymcmeyrom.

Knaccuueckum npusnaxom onyxoneswix kiemok OIJI sagnsiemcs ouens 8blpajicenHas Yumoxumuyueckas
peaxkyusi Ha muenonepokcuoaszy (MPQO), nunudwi, xomopas 6vla6aiaemcs ¢ NoMOWbIo CYOAHOB020

yeprnozo (SBB), u na xnopayemamacmepasy.

PexoMeHnayercsi BceM manMeHTaM 0 Havyana W Bo Bpems jedeHuss OILJI BoimonHeHue o0O1iero
ananuza [IK ¢ moacuetoM nelkonuTapHoi (OpMynbl U ONpEAENIEHUEM YHuCiIa PETHKYIOLUTOB U
TPOMOOIIMTOB i1 BepU(DUKALIMKM TUATHO3a, KOHTPOJIS 3a JICUEHHWEM U BBIPAOOTKH TAKTUKU BEICHUS

namuenTa [1-3,5].
YpoBennb yoenureabHOCTH pekoMeHAanuu — C (YypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

Kommenrtapuu: oowuii ananusz 11K (ocobenno uucno neiikoyumos u mpomooyumos) 6binoaiHsemcs
exceOHeeHo 6 nepgvle Onu  mepanuu  ATRA** Ona  oyewku  pucka  B803HUKHOBEHUS
ougppepenyuposounoco cunopoma ([C) (npu Ovicmpom  yeeruueHuu  YUCIA  JEUKOYUMOB
yenecooopaszno Havamv npogunakmuxy J{C, oadxce eciu He ObLIO UCXOOHO20 NEUKOYUMO3A, YPOBEHD
mpomboyumos ne donicen 6uime <30 % 10°/n, yenesoii yposens =50 x 10°/n), 3amem — uepes denv—

08a 0o koncmamayuu pemuccuu. Pazseprnymas gpopmyna — 2 paza 6 Heoeinro.

Pexomenayercsi 10 Hagana neuenust OIJI ons sepugpuxayuu ouaenosa Bcem nammeHTaM BBITIOTHUTH
UTOJIOTUYECKOE M LIUTOXMMUYECKOE HCCIENOBAaHUS OIyXOJIEBBIX KIIETOK B myHKTate KM, u Bcem
OOJBHBIM TIOCJI€ OKOHYAHUS MPOTpaMMbl HHIYKUWA PEMHCCHHM, B XOJE€ KOHCOMUAAIMU U
MOJIIEP>KUBAIOIICH TEpaIK BHITIOIHATH KOHTPOJIBHOE IIUTOJIOTHYECKOE HccaeaoBanne acnupara KM,
OYeHKYy omeema Ha Jedenue, OYeHKY COCMOAHUSL KOCIMHOMO03208020 KPOBEMBOPEHUs. U OUACHOCTUKY

peyuousa [1-3,5].



YpoBenn yoenureabHOCTH pekoMeHAanuu — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJbCTB — 5)

Kommentapuu: y nayuenmos c¢ OIIJ/l nocne xypca XT wnabnrodaemcsi 08e BOIHbI 8bIX0OO0A U3
azpanynoyumosa. Ilepgyto konmponvuyro nynxkyuio KM cnedyem evinonname He panee 3a8epuieHusl
8MOpOI 80NIHbL 8bIX00A, 8 cpedHem Ha 30-ii denvb nocie 3asepuienus kypca X1. bonee pannuii ananusz
nynkmama KM wmooxcem npueecmu K JOXCHOMY noOcuemy npoyeHma ONACMHbIX KIemoK —
npoooNANCAIOWUX OUPPepeHyuUpo8ambCcsi ONYXonesvix Kiemox, komopwie uepes 7—10 Oueti nonHocmoio
ucuesnym uz KM. Taxum obpazom, nepsas konmponvras nyukyus KM ocywecmensemces 6 cpeonem Ha
30-1i Oenvb nocne nocnednezo 86ederus uoapyouyuna™* (mo ecmo na 36—40-u denb om Hauana Kypca)

uiu npu OKOH4amenbHOM 60CCMAHOBIEHUU noxkazameneti 11K.

Y nayuenmos, unoyxyuonumoe neuenue rxomopwvim evinoausiom ATO 6 couemanuu ¢ ATRA*,
onucamuas eviuie 3axkoHomepHocmsv omcymcmeyem. Illpu npumenenuu ATO y 6boavwoco uwucna
nayueHmos 6 meueHue nepevix 2 Hedelb mepanuu Ommeydaemcs: NOCMeneHHoe YeeluyeHue Yucid
netikoyumos 6 IIK (neiikoyumos moocem docmueams 150—180 x 10°/1), umo npu omcymcmeuu
KIUHUYECKUX NPUBHAKO8 Oucmpecc-cuHopoma mepanuu He mpedyem. B psoe ciayuaes npu

NIeUKOYUmMOo3e MOdHCem HAONI0O0AMbCs 0CCAICUYECKULE CUHOPOM, mpebyrowuti 06e3001usaHusl.

PeKOMeH)]yeTCH BCEM IMallMCHTaAM 0 Haydajia JICUCHHA OIlJI BBIMONHUTH I/IMMYHO(l)eHOTI/IHI/I‘-IeCKOG

MCCJICJIOBAHUE OMYXOJIEBBIX KJIETOK B MyHKTate KM mist moBeimenus TouHoctu auarHoctuku OIJT
[1-3,5,7].

YpoBeHnsb yoeauteabHocTH pekoMeHAanun — C (YpoBeHb JOCTOBEPHOCTH 10KA3ATEJIbCTB — 5)

KommenTapuu: uvmynogenomunuposanue ¢  ucCnoivb3osanuem MHOOYBEMHOU — NPOMOYHOU
yumomempuu Modicem noblCUms mouHocms mopgonocuveckux uccieoosanuii OIJI, Ho He asnisemcs
Kouegblm mMemooom ouasnocmuku. Kax npasuno, PML/RARA-nonoscumenvhvle bnacmmusie Kiemku
umerom UMMYHOeHOmuUn, aHano2uyHslli HopmatvHeiM npomueroyumam (CD34—/+ cemepocennuiii,
CDI117-/+ dim, HLADR—/+ dim, CDI13+/++, CDI11b-). Tem ne menee 6 omauuue om HOPMALbHbIX
npomuenoyumos PML/RARA-nonoscumenvuvie npomuenoyumsl umerom Kpaine Huzkuti yposerv CD15
(CD15-/+ dim emecmo CDI15+++). Bracmuvle kiemku npu eunocpanyisapHou (eapuanmuoii) gopme
OIlJl (M3V) wacmo kosxcnpeccupyiom T-nunetinvie mapkepvi, maxue kaxk CD2, coemecmuo c

muenouonvimu maprepamu, maxkumu kaxk CD13 u CD33.

Pexomenayerca BceM mnamueHTam 0 Hadana JedeHust OIIJI BBINOJHUTH ITUTOTE€HETUYECKOE
MCCJIeIOBaHNe, a TAKKe VISl TOy4eHHUsT OBICTPOrO OTBETA O HAIMYUU XUMEpHOTo reHa PML-RARA —
ONIPEAEIIECHUE AKCIPECCUU pML-RAR-a (KOJTMYeCTBEHHOE), MOJIEKYJISIPHO-TEHETUYECKOE
uccnenoBanue Myrtauuii B TeHe PML-RARA wmetomom I[P mns Bepudukanuu guar€osa u

BBITIOTHEHUS B TaJIbHEHIIIEM MOHUTOPUHTa MUHUMAILHON ocTaTtouHo# 6one3an (MOB) [1-3,5].
Yposenn yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

KommenTapuu: sce cmyuau OIlJI, ycmanoenenHo2o Mopgponocuveckumu u yumoxumuyecKumu

Memooamu UCC1e008aHus, O00aHCHbL Obimb noomeepoicoenvt memooom I[P unu FISH 6 momenm



ycmawnosienuss ouazno3a, maxk kaxk ¢ 5—10 % cnyuaee npu omcymcmeuu kiaccuueckou t (15; 17)

oonapyxcusaemcs mparnckpunm PML-RARA.

Hna  ouaenocmuxu OIIJl  kpaiine HeoOXo00uMbIM — A618emcs  ObICMpoe — YUmoceHemuieckoe
noomeepoicoenue ouacnosa. Ilockonvky s¢hghexmusnocms  mapeemunoco JnedeHusi Ha OCHOGe
PEMUHOUO08 U/UMU NPOU3BOOHLIX MBIUBAKA CMPO20 3AGUCUM  OM  HAIUYUS XUMEPHO20 2eHd
PML/RARA, eenemuueckue noomeepoicoenue ouacsHo3a A6saemcs 0013ameibHbiM 80 6cex caydasx. B
1977 2. J.D. Rowley u coaém. 6viio oOokasano, umo npakmuyecku 60 ecex cayyasax OIIJI
oonapyxcueaemcsa t (15; 17) (q22;, ql2-21) [8]. B pe3ynemame 5>3moi mpanHcioKayuu 2eH
npomuenoyumapuozo neuxosa (PML-zcen), pacnonoowcennviii na xpomocome 15, nepenocumcs Ha
ONuUHHOe Niedo xpomocomwl 17 6 obracmv, 20e HAXOOUMCS 2eH anbgha-peyenmopa pemuHoesoll
Kuciomol (3my mpancioKayuo OmMHOCAM K epynne peyunpoKkHvlxX, COANAHCUPOBAHHBIX, YMO O3HAYAem,
Umo eeHemuyecKull Mamepuanl He Ympavueaemcs u nepeoaemcs ¢ 0OHOU XPoMocomsl Ha Opyeylo. B
pesyiomame t (15; 17) nosaensemcsa 2 ciausnvix anomanvhvix eena: PML/RARa ua oOepusame

xpomocomst 15 u RARo/PML na oepusame xpomocomot 17.

I'enemuueckoe noomeepicoenue OUACHO3A OONNHCHO GbINOIHAMBCA, €CAU BO3MONCHO, HA ONACMHBIX
knemkax, nonyuennvix uz KM. Hoemmughurxayua OIlJI-cneyughuueckux cenemuueckux noioMoK 6
OACMHBIX KIIeMKax 0Cyujecmaensiemcs Ha yposHe ananusa xpomocom, JJTHK, PHK u xumepnozo benka c
UCNONbL308AHUEM CMAHOAPMHO20 KAPUOMUNUPOBanus, gayopecyenmuou in situ eubpuousayuu (FISH),
noaumMepasHo-yennou peaxkyuu ¢ oopamuot mpanckpunmazou (OT-II[[P) ww anwmu-PML
MOHOKNOHANbHBIX anmumen. CoomeemcmeeHHo, Kaxicoblli U3 Memooo8 umeen ceou npeuMyu,ecmed u

HeooCmamkKu.

Kapuomunupoeanue na G-oxkpawenHvlx memaghasax, nonyyeHHwvix u3 oopasyos KM, evinonusemcs
00blUHbBIMU  Memodamu Ha npamou 24- u 48-uacoeoii kynemype. Hecmompsi Ha 6vlcoKytO
cneyu@uUUHOCmy, YUMO2eHeMUYeCKull aHaiu3 00po2, OMHUMAEN MHO20 BDEeMEHU, HYICOAemcs 6
memadgpaszax xopoutezo kavecmea (nomepu 0o 20 %) u no onpedenenuio He 8 COCMOSHUU OOHAPYIHCUMb
cayuau, xkoeoa PML/RARA siensemcs pe3yibmamom max HA3vl8AemMol KPUNMmMo2eHHOU nepecmpouxku

(1021cHO OMpuUYamMenbHbliL pe3yIbmant).

Omom memoo no3eonsem 0OHaAPYHCUBAMb OONOTHUMENbHBIE XPOMOCOMHbIE NEPECMPOUKU, HO OHU He
umerom cyuwecmeenHo2o npocnocmuyecko2o suavenus npu OIJI. [Jumocenemuueckuil anaius modxcem
ovimo nonezen 6 mex cayuasax OIL/L, koeoa cunmes xumeprozo 6enka PML/RARA ne ocywecmensemcsi.
Cmanoapmnas yumoceHemuka makace MOodcem Cnocoocmeosams 6blsAGNEHUI0 PEOKUX APUANMO8
OIlJl 6 mom uucne c t (11; 17) (q23; q21), t (11, 17) (q13,; q21) ut (5; 17) (¢35, q21), npusoosauwux x
cunmesy xumepuvix npoodykmos PLZF-RARA, NuMA RARA u NPMI-RARA coomseemcmeenno, a
makoice Opyeum, onucamHvim coscem Heoasno. FISH-ananuz na PML/RARo. ewinonnsemcs c
UCNoNb308aHUEM (hyopecyeHmubIX 30H008. Xoms 6 Hekomopbvlx cayuasax obpasyvl 11K npueoonst ons
uccnedoganus (6 uyacmmocmu, Ko20a HA ~ MOMEHM  YCMAHOBNEHUs  OUAeHO3d — UMeemcs
eunepnetikoyumos), FISH-ananuz  nyvwe evinonname na oopasyax KM. Omom  memoo
gvicokocneyughuuen, oodraoaem OOCMAMOYHOU YY8CMBUMENIbHOCbIO, HAMHO20 Oeuiesle U MeHee

mpyooemox, yem Kapuomunuposauue. Oonaxo FISH ne oaem nuxaxou umgpopmayuu o6 uzoghopme



xumepHnoz2o mparckpunma PML/RARA, komopwiii HeobXooum Ol 0CyuecmeieHus MONEKYISAPHO2O0

monumopunza MOD.

Tem ne menee FISH mooicem 6vimv nonezen 6 ouacnocmuke npeononazaemvix ciaydaes OILJI, npu
Komopulx He evlaeniemcs xumephoiil mpanckpunm PML-RARA. Tak, FISH-uccneoosanue moowcem

8bIA8UMb peapanicuposxy cena RARA, komopuwiii modicem 0vimos napmuepom opyeoco — ne PML-z2ena.

B knunuxax, 6 Komopwix Hem 603MONCHOCHU BbINOIHUMb YUMO2eHemUu4deckoe Uccie0osanue, OUacHo3
oonmdicen bbimb noomeepocoen 6 pegpepenc-nabopamopuu. Obpasyvt KM unu IIK oonowcnvl Obimo

docmasiienvl 8 1abopamopuro 00 Hauala mepanuu.

OT-I11[P-ananuz PML-RARA npoeoosim na PHK, ewioenennou uz kiemox KM, xomsa xumepmwiu
MPaucKpunm, Kax npasuio, nezko onpeoensemcs u 6 11K oasxce 6 cnyuasx c netikonenueti. OT-111[P-
ananuz 05 6vlsaeleHus xumepnoz2o npooykma PML-RARA 6vin co30an u cmanoapmu3oean 6 pamkax
mexncoynapoornou koonepayuu. OT-IIL[P ssnsemcsa «3010moim cmanoapmomy 0Jisi NOOMEEPHCOeHUs
ouaenoza OIIJl. Baoxcno, umo nomumo 8vlCOKOU chneyupuuHocmu u Yy8CmMEUmenbHoCmu OH
onpedensiem pacnonodxceHue mouxku paspwviea PML, ycmanasnueas mem camvim mapkep 014
cnedyrwuieco  monumopunea MOB. Oouwako manoe «koauvecmeo PHK (u, xax creocmaue,
JIOHCHOOMPUYAMENbHBIL — pe3yibman),  KOHmamuHayus/apme@axmol  (M10OHCHONOIONCUMENbHBLLL
pe3yibmam), a makdce OMHOCUMENbHO OAUMENbHbIU Nepuod No020mosKku npob (okono 2 OHell)
AGNAIOMCS OCHOBHLIMU Hedocmamkamu Imozo memooda. Kpome mozo, ouensv scenamenvro, umoowvl
0emeKyuro  XUMEPHbIX ~MPAHCKPUNMOS8 U MOHUMOPUHE 00pa3yo8 npogoounu 6 peghepeHc-

/za60pamopuﬂx C Xopouto 06yll€HHblM nepcoHaiom u OONILUUUM ONBIMOM.

Onpeoenenue monexynapuozo eapuanma OIIJI (PML-RARA, PLZF-RARA, NuMA-RARA, NPM-RARA
u 0p.) modxcem NOOCKA3amMb, 4y8CMBUMENbHLL U Onyxonesvle Kiemku K 6o3o0eticmeuto ATRA** u

moruvsaka. Bapuanmuor OILJI ¢ PLZF-RARA-onKko2enom nioxo omeeuarom Ha mepanuio pemuHouoamu.

Pexomenayercsi Bcem manveHTam 0 Hayana jedeHuss OIIJI (¢ menbro yTOUYHEHHMs BapHaHTa
myTtanuu) “ Bo Bpemsi Jjeuenus OIUI (mns Bemmosmnenuss MonutopuHra MODB) mnpoBenenue

MOJIEKYJISIPHOTO MCCIIEIOBaHUs TpaHCKpUnToB rena PML-RARo ber-1, ber-2 u ber-3 8 KM [9,10].
YpoBenn yoenureabHOCTH pekoMeHAanuu — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — 4)

Kommenmapuu: 6 xiunuxax, 6 KOMOpPbIX Hem BO3MONCHOCMU BbINOIHUMb MONEK)IAPHOE
uccnedosatue, OUAcHO3 00aMCeH Oblmb NoomeepxcoeH 6 pegepernc-rabopamopuu. Oopasyvt KM uiu
IIK oonoichbt 6vims 0ocmasienvl 8 1abopamopuio 00 Havala mepanuu. Bapuauwmer mpanckpunma
PML/RARo. (berl, ber2, ber3) u skcnpeccus mpanckpunma RARa-PML cnyscam mapkepamu 0ns

monumopunea MOB npu OIl/I c t (15, 17), Ho He onpedensiom npozHo3 3a001e6aHUSL.

Pexomenayercsi BceM marnpeHTaM 0 Hadaja u Bo BpeMs siedeHus: OI1JI B xoze Tepanuu mpoBeneHue
aHajgnM3a OMOXMMHMYECKOTO aHajau3a KpoBU (00U OeloK, aab0yMHUH, MOUYEBHHA, KPEATUHHUH, KaJli,
HaTpui, KaJIbIMH, JaKTaTACTHApPOreHasa, mejouyHas ¢ocdaraza, araHMHAMHHOTpaHc]epasa,

acnapraramMuHOTpaHcdepasza, OwiMpyOMH o0OIui, CBOOOAHBI M CBSA3aHHBIN) I JAMATHOCTHUKH



COITYTCTBYIOIIECH MaToNIO0ruu (3a00JIeBaHUIl) U ONIPEACIICHNs TAaKTUKHA COMPOBOIUTENBHON Tepanuu [ 1—
3,5].

YpoBeHb yoeauTeabHOCTH pekoMeHaanun — C (YpoBeHb I0CTOBEPHOCTH J10KA3ATEIbCTB — 5)

Pexomenayercsi BceM mnanueHTam 10 Hayana U BO Bpems JedeHus OIIJI B xome Ttepanumn
HCCJIEIOBAaHUE CBEPTHIBAIOLIEH CUCTEMBI KPOBU (aKMUBUPOBAHHOE YACMUYHOE MPOMOONIACTUHOBOE
epemsi, TIPOTPOMOMHOBOE BpeMs, TPOMOMHOBOEC BpeMs, (GUOPHUHOTEH) I JUAarHOCTHUKH
COIYTCTBYIOIIEH MAaTOJOTUM M OCJIOXHEHUH, a TakXe ONpPEIeieHUs] TAKTUKU CONPOBOJUTEIbHON

teparuu [1,2,11].
YpoBenn yoenureabHOCTH pekoMeHAauu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

KOMMCHTapl/II/IZ ¥y nayuermoes c Maneuumu npusHakamu xoazyionamuuu Ha smane quym;uu
pemuccuu e6ce YKad3daHHble noxkasameiu O00JIDICHDL MOHUMOPpUPOBANbCA exceonesno. Ecnu ecmp

603MOICHOCMb, 6 cucnmemy MORUNMopuHea ueﬂecoo6pa3H0 GKJIIO4YUmMb mp0M603ﬂacm02pa¢ui0.

He pexomenayercsi pyTHHHOE MOJICKYISIPHO-TEHETUUECKOE MCCaeaoBaHue MyTaruu rera FLT3 (fims-

nogo0OHas Tupo3uH-knHa3a-3) B [1IK niam KM Bcem manuentam ¢ OIJT [2,3].
YpoBenb yoenuTeabHOCTH pekoMeHaannu — C (ypoBeHb 10CTOBEPHOCTH /I0KA3aTeJILCTB — 4)

KomMmenTapuu: vymayuu 6 eene, kooupyrouem FMS-nooobnyro mupozunkunasy-3 (FLT3), npu OI1J]
Haonroodaromes yawe, yem npu opyeux OMJI —y 30—40 % nayuenmos. Oounaxo, xoms FLT3-wymayuu
accoyuuposanvl ¢ 0Oonee BbICOKUM YUCIOM Jelikoyumos 6 momenm ouacnocmuxu OJI, onu He
AGNAIOMCA  KAKUM-TUOO NPOCHOCIMUYECKUM (DaKmopom U He OKA3bleaiom GlusHue Ha 6blOop

mepanesmuyeckot MmaxKmuKu.
Pexomenaanuu no mouutopuury MOb

Bovicokoaghgpexmusnvim memooom ouacnocmuku u monumopunea MOB npu O] aensemcsa memoo
FISH, uyecmeumenvrocmo xomopozo cocmasisiem 1 : 1000, oOnako omcymcmaue mapkepa npu 3mom
uccneoosanuu He osnauaem omcymcemeue MOB. Omcymcmeue MOB 6cec0a Oondcno Ovimb

noomeepoicoerno memooom I11[P.

Monumopune MOB Heobxooum Ons onpedenenusi mepanesmuyeckou maxmuxu npu OILJI ¢ camvix

pPAaHHUX 2manoe I’lOCmpeMl/lCCI/lOHHOIZ mepanuu.

Locmuenymas monexkynsapnas pemuccus (memoo IIL[P Onsi onpedenenus MONEKYIAPHOU pemMuccuu
00NIHCeH BbLIABNAMb HEe MeHee OOHOU Onyxonesou Kiemku Ha [0 mvlc. HOpMANbHBIX, M. e. e20
uyecmeumenvnocms cocmasnsem 107%) sensemcs npunyunuanouoiv momenmom 6 newenuu OITJI,
NOCKOIbKY OMCYMCMEUe MONEKYIAPHOU PeMUCCUU NOCTe GbINOIHEHUS UHMEHCUBHOU KOHCONUOAYUU

ceudemeﬂbcmeyem 0 Heu30eHCHOM peuuduee u mpe6yem UBMEHEHUA mepaneemuqecmﬁ maxkmuKu.

Monumopune MOB no3eonsiem ucnonvzoeamsv O0ee UHMEHCUBHOE TleYeHUe y NaYUeHmos, ) KOmopbix

PUCK paseunius peuudueae ebluie, 6 mo epemsl KaKk npu MeHbuiem puckKke nayuermam mooatcem ObIMb



NOHRUINCEHA UHMEHCUBHOCNTb J1I€YEHUA, YIMO NO360JUM YMEHbUWUMb YacCnionty HedcelaneibHblx s6/eHUl

mepanuu, 6 mom vucie uacmomy 603HUKHOBCHUAL 6MOPUHUHbLX onyxwzeii.

llayuenmam, y Komopwix nocie 3agepuieHusi KOHCOMUOAyUU npooodicaem onpeoenimvcs XuMepHbolil
mpanckpunm (wyscmeumensrocms memooa 10~%), neo6xooumo npodonscums unmencusnyio mepanuio
C Yenvio npedynpedtcoenus pa3eumus peyuousa (UCnoib306ams NPenapanmvl MuliUbKd, NPeonrazamo

nayuenmy mpancniaHmayuro eemonodmudeckux cmeonosvix kiemox (T1'CK)).

llayuenmam, y Komopwix ewisaenen 6o3epam MODB (monexkynsapuwlii  peyuous), HeooOX00UMO
npoooNdHCUMb U MOOUDUYUPOBAMb MEPAnuto C Yeuvblo NpedynpedcoeHus pazeumus peyuousa. B
cayuae pamueeo (0o 2ooa IIP) monexynsapnoeo peyuousa ciedyem moOupuyuposams mepanuro
(Hanpumep, 86ecmu 8 NPOMOKON yumapabuu** — nposecmu npoepammy 7 + 3 ¢ oaynopyouyunom™* 6
dose 60 me/m’ 6 couemanuu ¢ 30-Onesnviv npuemom ATRA**  nocmapamvcs nonyuume
MONEKYNAPHbIL omeem U 0os3amenvHo peanuzosamv npoekm TI'CK. Ilpu nozonem peyuouse (om 2ooa
IIP) Ha @one nocmosaunnol nooodepoicusaroujell mepanuu ciedyem mMakKdHce GblNOTHUMb KYPC

7 + 3 + ATRA** (c uoapyouyurom**) ¢ danvHeiiuieri nNOCMosHHOU nodOdepIcusaowell mepanuel.

OnmumanvHoti mepanuell npu paszsumuu 100020 6apUAHMA MONEKYIAPHOO Peyuousa A61Aemcs

mepanusl mMoulilbAKd mleOKCMOOM 6 meueHue MUHUMYM 6 mec.

Monexynapuulii. MOHUmMopuhe 0cobenHo eadicen 6 nepsvie 12 mec. nocie 3a6epuieHus. UHMEHCUBHOU
KoHconuoayuu. Ilo nawum HabaOOEHUIM, Yy NOOABIAIOWe20 DONLUUHCMEA NAYUEHMO8 MOAEK)ISAPHAS
pemuccus oocmueaemcs nocie 3 kKypcoe XI, a Oonvuwias uacmv MONEKYIAPHBIX  U/Ulu
2eMamoocUNecKuUx peyuouos naomooaemces uwepez 18-24 mec. nocne oOocmuowcenus IIP. Y
nayuenmos, komopwvim unoykyus pemuccuu (MP) ocywecmensemcs ATO 6 couemanuu ¢ ATRA**,
MONEKYNAPHASL PEMUCCUSL OOCMUSAEMCsl 8 N0OAssiouemM OonbuuHcmee ciyuaes nocie 1—2 Kypcos, a

8EPOSIMHOCING PA3BUMUSL PeYUOUBA KPAlIHE HUSKASL.

Cmpoeocmsb 6 8blnonIHeHUU MOHUMOPUHea 6 meyenue 12 mec. nocie Konconuoayuu (~18 mec neuerus)
onpeoensemcs UCXOOHbIM YUCTOM JeUKOYUmos, m. e. y nayueHmos ¢ Yuciom Jeukoyumos 8 oebrome
sabonesanus >10 x 10°/1 mapxepol MOB neobxooumo monumopupogams 3uauumenvho dawe — 1 pas
8 2—3 mecaya, NOCKONbKY 8ePOAMHOCMb peyuousa y HUx bonee vlcoxkas. Y nayuenmos, y KOmopuvlx
maprkep MOB nepcucmupyem u nocie 3-20 Kypca KOHCOMUOAYUU, HEOOXOOUMO PACCMAMPUBATND
B03MOJICHOCNbL  UBMEHEHUsL Mepanesmuyeckol makmuku (npumeHenue MulubsIKd, 6bINOJIHEeHUe
MPAHCHIIAHMAYUY ATTIO2EHHBIX 2eMOonodmudeckux cmeonosvix kiemok (amno-TI'CK)). Monumopune

credyem oCyuecmeisimg nocie Kaxco0o20 H0B020 NOCLe0VIOue20 Memood 8030elUCmaEUsl.
II1[P-ananusz knemox KM sensemcs 6onee wyscmseumenvuvim, yem I11{P-ananuz knemox I1K.

IIpesxcoe uem npunumams mepaneemuyecKkue peuleHus, OCHOBAHHble HA OAHHBIX MOLEKVIAPHO20
MOHUMOpPUH2A, HEe0OX00UMO NOBMOPHO NOAYYUMb NONOMXCUmMenvHulli  pesyiomam IIL[P-ananusa.
Ilpuuem, umobOvl yMeHbWUMb  8EPOSAMHOCMbL  NOMYYEHUS  OWUOOUYHBIX — pPe3yIbmamos  U3-3a
MemoouyecKux nozpewHocmen unu nymaumuysvl obpasyos, mpanckpunm PML-RARo oonowcen
8bIAGNAMBCS NPU anaauze ceedcenonyuentvlx kiemok KM. Bce nabopamopuu, xomopwvle npogoosm

HL(P-CIHCZ]IMS’, HA OCHOBAHUU pe3)/ibmanios KOmopoco USMEHAENnICA mepanus, OOJIDICHbL UMEMb OYEHb



HCECMKULL BHYMPEHHUL KOHMPOIb KA4ecmed 6bINOJHEHUs AHAAU308 U YYACEO8AMb 80 GHEUIHEM
KOHMPOAUPOBanuu. [l UCKIIOYeHUs OwuboK 6 OudacHoze MONEKVIAPHO20 peyuousa ciedyem
8bINONHAMYb 00HO8pemenHo FISH-ananuz. Oonoxkpammuozo evissnenus mparnckpunma PML-RARo
memooom IIL]P u noomeepoicoenus nonodxcumenvroco pesyiomama FISH-ananuzom oocmamouno 0ns
VCMAHOBIeHUsT MONLEKYIAPHO20 peyuousa. Ecau omcymcemeyem 6ozmodicHocmos evinonnsames FISH-
ananuz, mo nosmopuwii I[I1[P-ananuz cnedyem evinonuams 6 Ooiee paumHue cpoxku — uepe3 14 Oweu

nociie noJqy4erus nepesvlx NOJIOHCUMENTbHbIX PE3YVIbnmamaoe.

Monumopune MOB cnedyem npoeooumsv u y nayuenmos 60 6mopol MOPPOL0SUYECKOl peMUuccuu
OIlJl, ocobenno Ko2c0a ocywecmensiemcs noo20mMoeKa K  GbINOIHEHUIO  MPAHCHIAHMAYUU
aymono2u4eckux 2eMONOIMU4ecKux CMBON0BHIX KJ1emoK (aymo-TI'CK). 3azomoska
aymompancniaumama  803MONCHA — MONbKO  NPU  OOCMUINCEHUU  MONEKVIAPHOU — peMUccuu,

NOOMBEPHCOEHHOU 08AHCOBIL.

Onpeoenenue maprepos MOB nocne aymo- unu anno-TI'CK noszsonsem ewvibupams HeoOX0OUMYHO
mepanesmuyeckyio makmuxy. Oo6napyxcenue mpanckpunma PML/RARo ¢ meuenue 3 mec nocie
TT'CK yka3vieaem Ha Heuz0exdcHOCMb peyuousd, U 6 YKA3aHHOU CUMYayuu CamblM ONMUMATbHbIM
npenapamom aensemcs ATO.

[ mouutopunra MOB y nauuenros ¢ OILJI B pemuccun:

PexomeHnayercsi BceM MamudeHTaM IIPOBOJUTH MOJIEKYISIpHO-TeHeTuYecKoe ucciaegoBanue MOB nipu
neriko3ax meronoM [P kaxnaple 2 Mec. B TeUeHUE MEPBOro roja JedueHus, 3arem 1 pa3 B 3 mecsua B

TeYeHHe 2 JIeT MocJie 3aBepuieHust konconuaanuu [1,3,4,12—14].
YpoBenn yoenureabHOCTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

KoMMeHTApHH: 60nbHbIM U3 2PYINbL HU3KO20 pucka (1etikoyumul 6 debrome 3abonesanus <10 x 10°/
1) npu OOCMUINICEHUU UMU MOLEKVISAPHOU PEMUCCUU MOHUMOPUHE MONCHO OCYWeCmEIIsimb MOIbKO 8

medeHue nepeoco 2004 neqenusl.

Pexomenayercsi ucnons3oBath KM B kauectBe Martepuana ans ompeaenenus MODB, mockombky

uccinenoBanue MOB B KM Gosnee nocToBepHO (BBIIIE UyBCTBUTEIHLHOCTH), ueM B [1K [14].
YpoBeHnnb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0Ka3aTeJbCTB — 5)

Pexomenayercst g nauveHToB ¢ [II[P-MO3UTHBHBIM  pe3ynbTaTOM, MOJYYEHHBIM IOCIE
KOHcoNuAauuu, ucciegopanre KM noBroputs criycts 2 Heaenu (3keaaresibHO Kak B MECTHOM, Tak U B

pedepenc-nmadoparopuu A1l MOTYyUYCHHUS HE3aBUCUMOTO pe3ynbrara) [2,4].
YpoBeHnb yoeauteabHocTH pekoMeHAanun — C (ypoBeHb J0CTOBEPHOCTH 10KA3ATEJIbCTB — 5)

PekoMeHyeTcss BceM NanMeHTaMm IMpu Nogo3peHrud U npu ycraHoBieHHoM OIJI, a Takxke B xone
Tepanuu ¢ 4actorol 1 pa3z B 3—6 MmecsleB MOJIEKYISPHO-OUOIIOTHYECKOE HCCIIEOBAHUE KPOBU Ha

BUpyc ummyHoaeduuura uenoseka BUY-1 (Human immunodeficiency virus HIV-1) nias yTo4YHEHUs



HEOOXOIMMOCTH OTHOBPEMEHHOTO MPOBEACHUS MPOTHUBOOITYXOJICBOW U aHTUPETPOBUPYCHOM Tepanuu
[2,15].

YpoBeHb yoeauTeabHOCTH pekoMeHaanun — C (YpoBeHb I0CTOBEPHOCTH J10KA3ATEIbCTB — 5)

PexomeHnayercsi BCeM MalMeHTaM NpU MOAO3pEHUU U npu ycraHosiieHHOM OILJI, a takxke B xone
Tepanuu ¢ 4yacToToil 1 pa3 B 3—6 MecsLEeB BBITOJHEHHE MOJIEKYISIPHO-OMOIOIrMUECKOTO UCCIeT0BaHUS
KpoBU Ha BUpycC renarutra B (Hepatitis B virus) u Ha Bupyc renatuta C (Hepatitis C virus) ¢ 1eNnbI0
YTOUHEHMSI PUCKA PEAKTUBALIMM BUPYCHOT'O T'eNaTuTa U B Cllydae HEOOXOAUMOCTH — €€ MPOPUIAKTUKN
[2,16,17].

YpoBennb yoenureabHOCTH pekoMeHAannu — C (YpoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — 5)

Pexomenayercsi Bcem nanueHtam npu nopo3penuu Ha OI1JI, a Takxe B ciiydae pa3BUTHS peLUIUBA U
nocne BbinogHeHus ao-TI'CK  onpeneneHue OCHOBHBIX rpynn KpoBu 1o cucteMe ABO u
ompenenenne antureHa D cucrembl Pesyc (pesyc-akrop) nans BO3MOXKHOCTH  BBITIOJHEHHS
3aMECTHUTEJIBHOW T€MOKOMIIOHEHTHOW TEpPANMM IPU HAIMYWM NOKa3aHUM 10, BO BPEMS WIHM IOCIE

Tepanuu [2,18].
YpoBeHnnb yoenureJabHOCTH pekoMeHAauu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

Pexomenayercsi Bcem nanureHTaM ¢ peuuauoM OITJI mocne mocTvkeHHs BTOPOM M MOCIEIYIOMINUX
peMuUcCcUil KOHCYJIbTalsl B TPAHCIUIAHTALIMOHHOM LIEHTPE C LEJIbI0 ONPEIEICHUS LEIeCO00pa3HOCTH U

BO3MOXXHOCTH BBINIOJIHEHUS ayTo- K amuio-TI'CK [1-3,5].

YpoBenn yoenureabHOCTH pekoMeHAauu — C (YpoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — 5)

2.4. UHcTpyMeHTAJIbHBbIE THATHOCTHYECKUE UCCICT0BAHUS

Bcem nayuenmam, y Komopwlx nooo3pesaemcs OudcHo3 OCMpo2o (NpoMueroyumapHozo, 8
YacmHoOCmu) 1etiko3a, 00NXHCeH ObIMb NOMYYeH YUMONO02UYECKULl npenapam KOCMHO20 MOo32a nymem
NYHKYuy. Oma OUuacHOCMU4ecKas npoyeoypa Moxjicem He Npo8ooUmbvCs (UCKaouumenvho!) 6 mom
cayyae, koeoa Koauvecmeo onracmuvix kiemox 6 IIK docmamouno 018 8bInoniHeHus: MOLeKVIAPHO-
2eHemu4ecKUx Uccie008anull, a y NnayueHma pecucmpupyemcs MacCUuHblil 2emoppacuieckuti CUHOpOM
2eMAmMOMHO20 MUna, npu KOmopom aoboe 8MeuamenbCmeo MOoXHCem CONpo8ONCOAMbCs pa3eumuem
HOBbIX 00bemublx cemamom. s OIJI ucknouumenbHo 8aANCHLIM A6ISIEMCs NOJYYEHUe A0eK8aAMHO20
KOCIMHOMO03208020 NYHKMAmMa, mMaKk Kaxk OOnbUWUHCMBO @opMm  Xapakmepuzyemcs —2ny0oKoll

JletikoneHuell.

Pexomenayerca Bcem nanueHTamM Ha MomeHT auarHoctuku OILJl u B xome Tepanmuu BBINOJIHSTH
perynsapuo (ripu neuennn ATO — He pexxke 1 pasza B Hedemto B mepuon MHAyKIuU pemuccuu (MP),
nanee — 1 pa3 B 2-3 Hemenu) perucTpanvio, pacimm@poBKy, OMUCAHUE U HHTEPIIPETAIUIO

ANIEKTPOKAPAUOTpaPUUECKUX  JAaHHBIX  JUISL  6bIAGIEHUS  U/UMU  MOHUMOPUHEA — HAPYULeHUL



nPOBOOUMOCIIU  UMNYILCOB 8 CEePOeYHOU Mblidye OJisl CB0EBPEMEHHOU OUACHOCMUKU CUHOPOMA

yoaunennoz2o QT-unmepesana [19,20].
YpoBennb yoenureabHOCTH pekoMeHAaHU — C (YpPOBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 4)

Pexomenayercst BceM manuentam ¢ OIUI no nHauana crneuuduueckod Tepamuu, a TaKkKe B XONE
JICUCHUS €KEMECSYHOEe (C YYeTOM HalW4Hsl COMYTCTBYIOUIEH MATOJIOTHMH M KIMHUYECKOW CUTYyalluH
MOXKET OBITh 4Yalle), a TakKe MPH HEOOXOAMMOCTH B JIFO0OW MOMEHT B TEUYEHHME BCETO TMepuona
JICYCHUS] BBITIOJIHEHUE JXOKapauorpapuu sl oyeHKU @OYHKYUOHAIbHO20 COCMOSAHUSL CepOedHOll

motuybl [2,20].
YpoBennb yoenureabHOCTH pekoMeHAanu — C (YpoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — 5)

Pexomenayercsi Bcem manueHtaMm ¢ OILJI mo magama crmenuduyueckoid Teparuu, B XOJ€ JICUCHHS C
gacToToi OoT | pa3za B Mecsall WM pexe (C y4eTOM HalW4usl COIYTCTBYIOIIEH MAaTOJIOTHU H
KJIMHUYECKOM CUTyalluu), a TaKXe MpHU HEOOXOAUMOCTH B JHO0OM MOMEHT B TEUEHHUE BCETO MEepuoja
JICUCHHUS BBINIOJIHEHUE peHTreHorpaduu u/umu xkommbeiorepHoil Tomorpaduu (KT) opranos rpyaHoit

KJICTKH JUTS 8bIAGIEeHUS UBMEHEHULL 1e20UHOU MKAHU U 0p2anHo6 cpedocmenus [2,4].
YpoBeHnnb yoenureJabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — S)

Pexomenayercsi Bcem manuenTaM ¢ OIIJI mo mavama crnenuduyueckod Teparuu, B XOJe JICUCHHS C
4acToTOM OT 1 pa3a B MecsI] U pexe (C y4eTOM Hallu4yusl COMYTCTBYIONIEH MAaTOJIOTUU M KIMHUYECKON
CUTyaIlu), a TaKKe MNpH HEOOXOAMMOCTH B JIIOOOM MOMEHT B TEUEHHME BCErO MEpHOia JICUCHHS
BeimomHeHHe KT romoBHOTO MO3ra 6€3 KOHTpacTa ISl BBISBICHUS W/WJIM MOHHUTOPWHTA U3MEHCHUHN B

CTPYKTYypax ToJIOBHOTo mo3ra [2,4].
YpoBeHnb yoenureJbHOCTH pekoMeHAanuu — C (YpOBeHb J0CTOBEPHOCTH I0KAa3aTeJbCTB — 5)

Kommentapuu: KT conosnoco mozea npu OIIJI naoo ewinonnams 6cem nayueHmam 6 nepevie OHU
OUACHOCMUKU, MAK KAk Mo2ym Oblmb OecCUMnmMOMHble UHMPAKpAaHUuaibHble Kpoousnuanus. llpu
NOsAGIEeHUU 20N08HbIX OOnell, MEeHUHSUIMA, COHAUBOCMU, 3A2PYICEHHOCMU HaA ¢hoHne mepanuu
pemunouoamu KT 2onosevi evinonnsemcs 06s3amenvHo, a CHUHHOMO3208451 NYHKYUSL GbINOJIHAEHICS]

nocne KT (eciu nozeonsem xonuuecmeo mpomooyumos).

Pexomenayercsi BceM manueHtaMm ¢ OIIJI mo Havama crnenuduyueckod Teparuu, B XOJ¢ JICUCHHS C
yacToTol OT 1 pasa B Mecsl uiaum pexe (C yd4eToM HaJIM4YUsl COMYTCTBYIOIIEH MATOJOTHH U
KJIIMHUYECKOM CUTyalluu), a TakKe MpU HEOOXOAUMOCTH B JIF0O0O0I1 MOMEHT B TE€UEHHE BCEro Mepuona
JICYCHUST BBITIOJIHCHHUE YIIBTpa3ByKoBoro wuccieaoBanus (Y3M) opraHoB OpIOMIHOW TIOJIOCTH C
OTIpE/ICICHUEM Pa3MEpPOB TEUCHU, CEJIE3CHKH M BHYTPUOPIONIHBIX JUMQPATHUYECKUX Y3JIOB, a TaKKe
VY3U opraHoB Mayioro Taza y >KCHIIMH W TPEACTATeIbHOW >KeJe3bl Y MYKUMUH Uil TUArHOCTUKHU U

MOHHUTOPHUHTIA COIYTCTBYIOIIEH naronoruu [2,4].

YpoBennb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — 5)



2.5. UHble fTHArHOCTHYECKHE HCCJIeT0BAHUS

HMHble TMarHoCcTUYeCKue UCCaea0BaHus HE IMPUMCHATOTCA.



3. Jleuenne

Haznauenue u npuMeHeHHUe JeKapCTBEHHBIX MPENapaToB, YKa3aHHBIX B KIMHUYECKON PEKOMEHAIINH,
HalpaBJICHO Ha OO0ecCIleYeHHe MalUeHTa KIMHUYEeCKH 3()PEeKTUBHON M Oe30MacHOM METUIMHCKOM
MOMOIIBI0, B CBSI3W C Y€M MX HAa3HAUYCHHE M MPUMEHEHHE B KOHKPETHOW KIMHUYECKON CUTyaluu
OTpeeNieTCs] B COOTBETCTBHHM C HMHCTPYKIUSMH IO MPUMEHEHUIO KOHKPETHBIX JIEKapCTBEHHBIX
IpernapaToB € peaju3alieil MPEeACTABICHHBIX B HWHCTPYKIMH MEp MNPEJOCTOPONKHOCTH MPU HX

MNPUMCHCHHNH, TAKIKC BO3BMOKHA KOPPCKIHUA 103 C YUYCTOM COCTOAHUS IMAlTUCHTA.

3.1. OcHoBHbIe NpUHIUIIBI JeuyeHus OI1JI

Pexomenayercsi nanpeHTaM NpHU BOZHUKHOBEHUH Noao3peHuid Ha OILJl kimHUYEeCKyO0 CUTyaluio U
TM00bIe IeWCTBUS B OTHOIICHHUH MAIIMEHTa PACLlEHUBATh KaK HEOTJIIOKHbBIEC U HE3aMEIUTEIbHbIE, B TOM
YUCJ€ 10 TEHETHYECKOro TMOATBEPKACHUS [MAarHo3a HauyMHaThb CONPOBOJUTEIBHYIO TEPAIUIo,
HaNpaBJICHHYI0 Ha KOPPEKIHMIO TeMocTas3a, u crneuuduueckyto tepanuio ATRA** (cm. pazgen 3.2.
«llepBruuHbIE NEUCTBUA 0 NMPOBEACHUIO COIPOBOIMUTEIBHONW TEpanuy IPU MOJO3PEHUH HA JUArHo3
OILI» u pa3nen 3.3.3. «Jleuenue koarymnomarun») [1-3,5].

YpoBeHnsb yoeauteabHocTH pekoMeHaanun — C (ypoBeHb JOCTOBEPHOCTH 10KA3ATEJIbCTB — 5)

KommenTapuu: xoms cywecmeyem obwjutl KOHCEHCYC 8 OMHOWEHUU He0OX00UMOCIU MONEKYIAPHO-
eeHemuyeckoeo  noomeepocoenus  ouacnoza  OILI,  oupgepenyupyrowas (mapeemunas) u
conposoouUmenbHas mepanus OO0NHCHbL OblMb HA4amel 00 NOJYYEHUs Pe3VIbMmamos 2eHemuiecKux
mecmos. Heobxooumo yuumulieame ai0ovie nooospenus na OIJI: nanuuue y nayuenma msdicenou
Koazylonamuu, 2emMoppasuieckoeo CUHOPOMA, JNelKONeHUU, XapakmepHou Mop@orocuieckol
Kapmuuvl O1acmuulx kiemox. Bo ecex makux ciayuaax cnedyem nayunamo mepanuto ATRA**
HEMeON1eHHO U NPOOOIHCAmb ee 00 MOMEHMA NOOMEEPHCOCHUA OUAZHO3A UIU €20 ONPOBEPHCEHUS

HA OCHOGE 2eHeMUYUECKO20 UCCIe006aAHUA.

Pexomenayercst nauuventam ¢ BepuduuupoBaHHbiM OIJl mHAyKIMOHHAS Tepamus, BKIHOYAOIIas
couetanHoe npumeHeHne ATRA** u anTpanukiauHoB ¢ 1uTapadbuHomM™** unu 6e3 Hero (CTaHIapTHBIN
nonxon) mubo ATRA** u ATO (ansrepHaruBHbIN Toax0n) [1-3,5].

YpoBennb yoenureJbHOCTH pekoMeHAanuu — C (YypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

KommeHnTapuu: 6cem nayuenmam He3a8ucumo om UHUYUANbHO2O Jetikoyumosa kypc XT oonicen
Obimb Hauam He noszoHee 3-20 OHA om Hauana nederus ATRA**. Ilayuenmam ¢ wuciom neuxkoyumos
>10 x 10°/1 kypc npomugoonyxonegvimu npenapamami Hauunaom ooomomenmuo ¢ ATRA**.
Onmumanshvim Onem navana kypca XT 01 nayuenmos ¢ uuciom aeikoyumos <10 x 10°/n moxcem
cuumamucs 2-1i 0eHvb om Hauana npuema ATRA**, nockonbky Kk amomy eépemeHu yice 00NxHceH Oblmb
noomeepaicoen ouacnos OllJl u eeposmHocms pazgumusi panHe20 pemuHOUOH020 CUHOPOMA KpaliHe

mana.



3.2. llepBuuHbI€e 1eHCTBUSA 0 MPOBEACHUIO CONMPOBOAUTEIbLHOM TEPANUU NIPHU
noao3penuu Ha nuarno3 OIJI

ConpoBoaurtenbHas Tepanusi, HANPaBJIeHHAS HA KOPPEKLHMIO reMoCcTa3a

Brympumoseosvie Kpogousnusnus, Je2ounvie U Opyeue KpOGOMEUEeHUsl AGNAIMCA  4acmbiMU
arcuzneyeposcarowumu ocrodxcnenuamu OILJT ecnedcmsue epyovIx KOA2YIAYUOHHBIX HaApyUWeHUll. dmu
OCNIOJICHEHUs He MONbKO CMAHOGAMC Haubonee 4ACmou NPUYUHOU CMEepmu HA PAHHUX IMANax
UHOVKYUOHHOU mepanuu, HO HepeoKo passusaiomcs 00 ycmawoenenus ouaenosa OIIJI u nauana

mepanuu [21,22].

Pexkomenayercss BceM IalMEHTaM HA4yajg0 COIPOBOAMTENBHOW TEpaluy, HANpPAaBICHHOW Ha

KOPPEKIHUIO KOaryjaonariui, HaYMHaTh HEMEIJIEHHO TPYU MUHUMAJIbHOM nofo3peHuun Ha OILI [23,24].
YpoBeHb yOeAUTEJIbHOCTH peKOMeHAAlMU — B (YpOBeHb 10CTOBEPHOCTH 10KA3ATEJIbCTB — 3)

KommenTapuu: mepanus oOonocna  exmouams — ceexcesamopoxcennyro  naasmy  (C3I1)  u
Kpuonpeyunumam, mpancyzuro mpomoOOKOHYeHmpamos 0Jisi N0OOePAHCAHUS YPOBHS KOHYEHMPAyuU
Qubpunocena >1,0-1,5 2/1 u xomuecmea mpomboyumos >50 x 10°/1. Monumopune smux
noxaszameretl O0INCeH BbINOAHAMBCA NO Kpatinel mepe 1 paz 6 0env (npu Heobxooumocmu — yauye).
Taxas mepanus O0O0NHCHA NPOOOINCAMBCA 68 MedeHue 6ce20 Nepuood UHOYKYUOHHOU mepanuu 00
UCUE3HOBEHUS 6CeX KAUHUYECKUX U 1abopamopHulx npusnaxos koazynonamuu. Cnedyem obpawjams
BHUMAHUE HA (haKmopbvl, NOBLLUAIOWUE PUCK PA3BUMUSL PamalbHbIX KPOBOUSNUAHUL U KPOBOMEUeHU .
Omu  gaxkmopwr  credyowue:  yxce — cocmosgwieecs Ul AKMUBHOe — Kpogomeuewue,
eunoguopunocenemus (<1,0 2/1), nosviwienue yposHs npooykmos oezpadayuu @uopuna uiu D-
ouMepo8 8 coyemaHuu ¢ y8eruueHuem npompoMOUHOB020 6pPEeMEeHU UNU  AKMUBUPOBAHHO2O0
YACMUYHO20 MPOMOONIACIUHOBO20 BPEMEHU, a MAKdlice 2unepileiukoyumos, Hanuuue OIaACMHbIX
knemox 6 IIK, evicoxuil ypogenv kpeamununa, nioxou comamuyeckuii cmamyc. Cnedyem uzbezcamo
Kamemepuzayuu YeHmpaibHblX 6€H, CNUHHOMO3208bIX NYHKYUU U OpPY2UX UHBASUBHLIX NpOYeodyp
(nanpumep, OpoHxockonuu) neped Hauaiom mepanuu u 6 nepuod HP 6 ceéazu ¢ blcokum puckom
2eMOppacuUdeckKux — OCNONCHEeHUN. Ycmanoeka UYeHmpanvbHo20 B8eHO3HO20 —Kamemepa  OONINCHA
BLINONHAMBC ONLIMHBIMU BPAYAMU MOJLKO NOCIE KOPPEeKYUulU KOazyIAYyUuoHHbIX Hapyutenui. Kpome
mozo, npokoaz2ynayuorHwvil cmamyc npu OI1IJI mooxcem He monbko NpUBOOUMb K YEENUYEHUI0 PUCKA
2eMoppacudeckux —OCI0JMCHeHUU, HO U Y8eluuusams puck mpombosos. Ilpeumywecmeo om
UCNONBb3068AHUSL 2eNapuHa Hampus™**, mpanexkcamosou xKuciomol™**, amuHoKanponoeol Kuciomol**,
Opy2ux aHMUKOA2YIsIHMO8 WU UHSUOUMOPO8 PUOPUHOIU3A CNOPHO U He OOKA3AHO, U MU Npenapamsl
He_QONICHbL UCNONIb308AMbCA 6He KIUHUYeCKUx ucnvimauui. Ecmb makowce coobwenus o ciyuasnx
UCNnonv3068aHus pekomounanmuozo Gaxkmopa VIlo, 6 cuyuae msadicenozo, HCU3HEYSpOAHCaAOUeco

Kkposomeuenus [25,26].

3.3. J/leueHue manueHTOB C BIEPBbIE¢ YCTAHOBJEHHBIM auaruo3om OILJI

3.3.1. Cnenuduyeckasi (Tapreruas, nejeHanpapieHHas ) Tepanus UWHAYKIAN PEMHCCUHN




Pexomenayercst mammentam ¢ OIIJl Tepamus WP, mpencraBistomas coOol  OXHOBPEMEHHOE
npumenenne auddepennupyromero JsedeHus (ATRA**) u  1uTOCTaTUHYECKOTO BO3JIEUCTBUS,
BKJIFOYAIOIIIETO BBHICOKHUE J103bl aHTPAIIMKIMHOB U IUTapabuHa** (MoryT npuMeHsThCs pexxumMbl AIDA,
7 + 3 wim apyrue — cM. npuwioxkenue A 3.1.) s onTUMaNbHOM Tepanmuu U JTOCTHKEHUSI XOPOIIUX

pe3ynbTaroB jeuenus [27].
YpoBeHb YOeAUTEIBLHOCTH PEKOMEHAaNH — A (YPOBEHb JOCTOBEPHOCTH J10KA3aTeJIbCTB — 2)

KoMMmeHTapuu: camole nepsvie paHOOMUu3uUposanHvie UCCAe008AHUS NO COYEMAHHOMY NPUMEHEHUTO
ATRA** u XT noxaszanu b6e3ycnosnvie npeumyuwjecmea 0aHHo2o nooxooa nepeo cmaunoapmuou XT. XT
COCMOANA U3 KYpPCO8 AHMPAYUKIUHAMU 8 BbICOKUX 003aX 8 couemaHuu uiu Oe3 yumapabuna™*.
Dpanyysckas epynna npooemMOHCMPUPOBALd 6 PAHOOMUSUPOBAHHOM uccaedosanuu APL-91, umo
npoyenm oocmudiceHus pemuccuu 6 2pynne, 20e ¢ XTI npumensnacoe u ATRA** cocmasun 91 % &
cpasuenuu ¢ 81 % 6 epynne XT. Aunanuz 0oneocpounotl 3¢gghekmueHocmu neyeHus 3mux oice
NayueHmos NnoKasaj, umo demvlpexiemuss 0eccoObImuliHas 8blHCUBAEMOCNb NAYUEHMO8, KOMOPLIM
npogoounace X1 coemecmno ¢ ATRA** cocmasuna 62 % e cpasnenuu c¢ 15 % y nayuenmos, y
komopuwix oviia moavko XT (p <0,0001) [28].

P50 knunuyeckux uccneoosanuii (KH), nposedennvix 6 meuenue nocieonezo oecsamuiemusi, N0360/U
onmumusuposams cxemy 6gedenuss ATRA** u ammpayuxiunos. Tax, 6 paHOoMu3upoBaHHOM
uccneoosanuu Eeponetickou epynnol no OILJI 6vi10 wemko nokazano, ymo Haubonee 3¢hphexmusHvim
A6JI51lemMcsl 00OHO8peMeHHoe, a He nociedosamenvroe, npumenenue ATRA** u XT [29]. B oanvhetiuem
9mMo ObLIO MaKHce NOOMBEPHCOEHO 8 OPY2UX KPYNHBIX MHO20YEeHmMpo8vix ucciedosanusx [27]. Umenno
umo2u dMux UCCLe008aHUll NPUBelU K momy, Ymo Npocpamma coyemanno2o npumenenus ATRA™* u

XT anmpayuknunamu cmana cmanoapmom neverus nepsuunvix OI1JI.

O0oHO3HAUHBIX JHcecmKUX peKkomeHoayutl no evibopy npocpammsl XT nem. Pezynomamoi neckonbkux
pandomusuposannvix KU, evinonnennvix 6 Eepone u CILLIA, nokazanu, umo Ha gone nOCMOAHHO2O
npuema ATRA** s¢ppexmusnocms npoepavmer 7 + 3 (do3a daynopybuyuna** 60 me/m’), ucnanckoi
npoepammel AIDA, anenutickoti npoepammvl DAT/ADE, nemeykoti npoepammvr TAD/HAM oounaxoea
[27]. bBonvwuncmseo uccreoosamenei CKAOHAIOMCA K NPUMEHEHUI)  PUCK-A0ANMUPOBAHHO20
ucnauckozo npomoxona AIDA, nockonbky npu 00uUHaKo8ou 3¢)hekmusHocmu y He2o CYuecCmeeHHO

MeHblUUue nokazameiu moKCU4YHOCMU.

Onvim Poccutickoti hayuno-ucciedosamenvckoti epynnul no nedenuro OILJI mooicno pesromuposams 6 2
smana: 1) npumenenue 7 + 3 + ATRA** (1 nunomnoe u 2 panoomusuposanHvix ucciedosamnus) u 2)
npumernenue npocpammvl AIDA (mpemunoun™*, uoapyouyun™*, mumoxcanmpon**) [4]. Umoeu 1
amana npoOeMOHCMPUPOBANY, HMO 6 PAMKAX MHO2OYEHMPOBO2O B63AUMOOELUCMEUs NPOYEHM
oocmudicenust pemuccuu cocmasun 90 %, a pauneil remanrvnocmu, coomsemcmeenuo, 10 %. Obwas
swioicueaemocms (OB) u be3peyuousnasn eviocusaemocmov (bBPB) 6 meuenue 5 nem oocmuenu 80 u
88 % coomeemcmeenHo, npuuem BbIHCUBACMOCMb NAYUEHMOB8 8 MeX 2eMamOoN0SUYeCKUX YeHmpax,
Komopble peKpymuposanu 6 ucciedosauue 6onee 6 nayuenmos, 3HAYUMO OMIUYANLACH 6 JIYYULYIO
CMOpPOHY Om mex UYeHmpos, 20e Onbvlm 6e0eHUs MAaxKux nayueHmos oOvll meuvute. [lpumenenue

npomoxkona AIDA y nayuenmog c énepsvie gviasnennvim OIL/I cmons dtce r¢ppexmusno: mpexiemusis



OB u BPB cocmasunu 86,7 u 75,8 %. Oman uHOYKYUOHHO2O JNe4eHUsi CLONCHbIL U mpedyem
MACCUBHOU CONPOBOOUMENbHOU MePanuu, Manvl KOHCONUOAYUU 3HAYUMENIbHO MeHee MOKCUYHbL U

MO2Yym 6blNOJIHAMbCA 6 aM6le(1m0pHOM peatrcume.

Omkaz om UCNnoIb308aHUsI CMAHOAPMHO20 NO0X00a OO0NNCEH PACCMAMPUBAMbCA  MONbKO 8
UCKTIOYUMENbHLIX  cyuasnx, 6 xomopwix X1 npomueonoxazama (Hanpumep, msadxiceldas Op2aHHAs
HEeOOCMamo4HOCmMb, mepanus anmukoazyisinmamu, nayueum cmapue 80 nem), a makdice 8 mex
CAYYAsAX, KO20a aNbMEepHAMUBHbIe BaAPUAHMbl UHOYKYUOHHOU mMepanuu OUKMyRmcs COYUaibHO-

IKOHOMUYECKUMU qbakmopaMu uuiu I’lpOGG@@HH@M KAUHUYECKUX UCNbIMAHUU.

Pexomenayercst marmuentam ¢ OIIJI mpoMeXyTOYHOrO W HHU3KOTO pucka (Tpynmbl pUCKa B
COOTBETCTBMM cO cTapod kinaccupukauuedt OIlJI) mpu HanuuuM BO3MOXXKHOCTH NpPHUMEHEHHUE B
WHIYKIIMOHHOM Tepanuu komOuHanun ATRA** u ATO [27].

YpoBeHb yOeqUTEJIbHOCTH peKOMEeHAAINN — A (YPOBEHb I0CTOBEPHOCTH J0KA3aTeJIbCTB — 2)

KomMmenTapuu: nocrne cooowenuii 06 ycnewnvix pesyromamax nedenus ATO nayuenmos c¢
peyuousamu OILJI uz Kumas, a 3amem u u3 3anaonvix cmpan, 6vi1 npoeeden pso KU, nanpasnenmvix
Ha oyenky sghgpexkmusnocmu ATO 6 unoykyuonnot mepanuu nepsuunvix OIJI [30-32]. Yacmoma
oocmudcenuss [IP 6 amux uccneoosanusx eapvuposana om 86 0o 95 %. Oonako cnedyem ommemums,

umo ATO couemancs ¢ mepanueti ATRA** u/unu XT.

B yenom smu mHoeoobewarowue pesyromamol mepanuu, ochogannou na ATO, noxazvieaiom, umo
coomeemcmeayroujee CpasHeHue co cmarHoapmuvim nooxooom ATRA** + auwmpayuknuner ¢ mouku
3penuss  apgexkmusnocmu,  bezonacHocmu U - IKOHOMUYECKOU  IPghekmusnocmu  A615emcs
ONPasoanHviM. DmMo npeononoxcerue OblI0 NOOMBEPHCOCHO PE3YIbMAMAMU  MHO20YEHMPOBO2O
PAHOOMUBUPOBAHHO20 UCCIIE008AHUS, NPOBEOeHH020 00bedurnenHol Eeponetickoil uccieoosamenvckoi
epynnoii ¢ okmsaops 2007 no cenmsabpe 2010 2. [33,34]. Ocnognoti yeavio 3mo2o ucciedosanus 0biLo
cpasnenue s¢ppexmusnocmu npomoxona AIDA u ATO 6 couemanuu ¢ ATRA** y nayuenmos ¢ OIJI u3z
2PYnnvl HU3KO20 U NPOMENCYMOUHO20 PUCKA. AHAIU3 O0NICOCPOUYHLIX Pe3yIbmamos NoxKazau, Ymo 2-
nemussn obwasn u beccoovimuiinas evidcueaemocms nayuenmos ¢ OIL/I, neuenue komopwvim npoeoounu
ATO + ATRA**, oocmoseprno ayuwie, yem npu ucnoavsosanuu npomoxona AIDA: 98,7 u 91,1 % (p =
0,03); 97,1 u 85,0 % coomseemcmeenno (p = 0,02). bvino ommeyeno, Ymo MOKCUYHOCHb NPOSPAMM
YUMOCMAmMuYecko2o 8030€UCmeus 3HAYUMO 6blule 8 CPABHEHUU C NPOSPAMMOU OUOLOSUYECKO2O

J1€YEHUAL.

Omo nepsoe macumabHoe MHO2OYeHmMpogoe ucciedosanue, oguyuarvro 3axpenusuiee 3a ATO &

couemanuu ¢ ATRA** cmamyc smanonnoti npoepammol newerus OILJI.

Ilockonbky ATO cmanu wupoxko npumenamv 6 Kauecmee mepanuu Kak 2-u, maxk u I-u aunuu y
nayuenmog ¢ OIIJ/l, mo nobounvim s¢hghekmam, 0O3HUKAIOWUM BCIeOCmBUe €20 UCNONb308AHUS,
NOCMOSIHHO YOensiom cyuwecmeennoe eHumanue. K cepvesHvim ocnodxicHenusm omuocsim cuHOpom
ougpepenyuposxku onyxoneswvix kiemox OIlJI, pazeumue eunepnevixoyumosa, yoaunenue QT/QTc-

unmepeana, nepugepuueckyo noIUHetponamuro, nogpexcoenue neueru u novex [33,34].



Pexomennayercss mnponomkuth JseueHne ATRA** no koHcratanmuu mNOJHOW TeMaTOJIOTHYECKOU

pemuccuu [1-3,5].
YpoBennb yoenureabHOCTH pekoMeHAaMU — C (YPOBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

He pexoMeHnayeTcsi MEHATHh CTAaHAAPTHYIO MHAYKIHMOHHYIO TEPANUIO B 3aBUCMMOCTU OT BbISIBJICHUS
MapKepoB, KOTOPBIE pacCMaTpUBAIOTCS Kak (PAKTOphl HEONArompusATHOTO MPOTHO3a (TaKUe Kak
BTOPUYHBIE XPOMOCOMHBIE HapyiieHus, mytauus FLT3, skcnpeccust CD56 u BCR3 PML-RARA) [1-
3,5].

YpoBeHb yoeauTeabHOCTH pekoMeHaanun — C (YypoBeHb I0CTOBEPHOCTH 10KA3ATEJIbCTB — 5)

He pexoMenayercsi MonuuIMpoBaTh J€U€HHE, OCHOBBIBAsCh HA OOHAPYKEHUU OJIACTHBIX KJIETOK B
KM, naxe na 50-ii u Oonee neHb jeueHus (MO3MHSS TepMUHANIbHas AuddepeHIupoBKa) U TpU
BBISIBJICHUM XUMEPHOTO T€Ha C MOMOIIBIO IIMTOTCHETUYECKOTO MM MOJICKYISIPHOTO aHaIn3a B OTH JKe

cpoku [1-3,5].
YpoBensb yoenureabHOCTH pekoMeHAauu — C (YpoBeHb J0CTOBEPHOCTH I0KAa3aTeJbCTB — 5)
3.3.2. JleueHHe KOAryJJonaTuu

Pexomenayercsi manuentam ¢ BepudummpoBanabiM OITJI B mpoliecce MHAYKIIMOHHON Tepanuu
OPUMEHATh TPAHCPY3UOHHYIO TEpanui TPOMOOKOHUEHTpaTaMHu [UIsl TMOAJAEpKAHUS  YpPOBHS
TpoMOOIITOB KpoBHu >50 x 10%/11 1 C3IT/KpHONPEIMITATATOM TSl TIOAEP/KAHUS YPOBHS hUOpHHOreHa
>2 1/11, mpoTpoMObuHOBOro MHAEKca — >80 % [1-3,5].

YpoBennb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

KommenTapuu: ucnonvzosanue ATRA** He ommenuno acpeccusHou 3amecmumenbHOU mepanuu
KOMNOHEHMAMU KpO8U, d JUUb HECKOIbKO YMEHbUIUNO 00beMbl UCHONb3YEeMbIX MPAHCHY3UOHHBIX

cpeocma.

He pexomenayercsi MCTONB30BaTh B PYTUHHOW MpAKTUKE TEMapuH HATpUA™™®, TpaHEKCaMOBYIO
KUCIOTY**, Npyrue aHTUKOAryJsHThl WM WHTHOUTOPBI (PUOPHUHONIN3A, TaK KaK HUX MPEUMYILIECTBO

ocTaeTcs cnopHbM [1-3,5].
YpoBennb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)
3.3.3. JleueHue runepieiKouTO3a

Pexomenayercst nauuventam ¢ BepuduuupoBanHbiM OILJI ¢ runepinelikonuto3oM (ocoGeHHO Oolee
50 x 10%/m) Ha ¢poue nporpammsr XT mposenenne miasmadepes3os (miasmMaoomMenos g0 1,5-2 i) [1-
3,5].

YpoBeHnsb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)



o KomMmeHnTapum: ewuinonnenue nnazmaghepe3oé nokazamo He mMOIbKO 6 Kauecmee npoyeoypbl,
HanpaeienHol Ha NPOoQUIAKMUKY U JedeHue CUHOPOMA pacnadd OnyXoau, HO Makice u Ha

KOPPeKyuro KoazynsiyuorHulx ocaodicherutl (/{BC-cunopom,).

He pexomenayercs nammentam ¢ OILI nposenenue mneiikadepesa nz-3a pucka pa3BuTHs (paTaibHBIX

remopparudeckux ocioxHenui u JIBC-cunapoma [1-3,5].
YpoBenn yoenureabHOCTH pekoMeHAau — C (YpPoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

3.3.4. Jleuenue no604uHbIX 3hgexkToB ATRA**, I[IpohuaakTuka u JedyeHue CHHAPOMA

nug¢epeHIHPOBKHU ONYX0J1€BbIX KIETOK

Pexomenayercsi BceM manMeHTaM NMOAOMPATh MHAMBUAYAJILHO pexuM Tepanuu ATRA**, npu
HEOOXOAUMOCTH €ero HU3MeHATh /JIi YMEHbIIeHHs TMO000YHOro [eiicTBUA mpenapara H

NpeIoTBPALllEeHUS PA3BUTHA WIN YMeHbIIeHusi nmposiBjieHuii {C (cM. mpuiioxenue A 3.2.) [35].
YpoBeHnnb yoenureJabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH 10KA3aTeJbCTB — 5)

Pexomennyercs BceM mnanmentam ¢ OITJI ¢ kommuectsoM JeiikonuToB >10 x 10°/1 HasHayarh
neKcaMeTason** B 03¢ 2,5 Mr/mM> 2 pasa B CyTKH BHYTPUBEHHO (B/B) B TeueHHE 2—3 JHEH C LENBIO

npodunakruxu pazsutus JC [35].
YpoBennb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

Pexomenpayercsi BceM nanuentam ¢ OIUJI ¢ MUHMManbHBIMU OJIO3pEHUSIMU Ha Hayano pa3Butus JC
He3aMe/UINTeIPHOE HA3HAUYCHHE JekcamerasoHa** B nose 10 mr/m® mwmm 20 Mr 2 pasa B CyTKH

BHYTpUBEHHO 110 KynupoBanus [IC [35].
YpoBeHb yoeauTeabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH 10KA3ATEJIbCTB — 5)

KommenTapmii: gseoenue dexcamemaszona™* oasce npu manetiuiem nooospenuu na J{C saensemcs
CMaHoapmusvim nooxoo0om K neveruro J{C, necmomps Ha mo 4umo npsamvle 00KA3amenbCcmea momy, 4mo
npoghunakmuieckoe 66edeHue 2NIOKOKOPMUKOUOO8 CHUMNCAem JIeMAalbHOCMb, CEA3AHHYI0 C IMUM
cunopomom, omcymcmeyrom. Tem He MeHee 8 HEKOHMPOIUPYEMBIX UCCIe008AHUAX ObLIO NOKA3AHO,
umo npoyenm @amanbhvix uUcx0008 npu pazsumuu JJC Ha one npoghuraxmuueckoeo 6edeHus:

2NIOKOKOPMUKOUO08 Y NayueHmos ¢ aeiikoyumamu onee 5 % 10°/1 cnuscaemes.

Beposmnocme pazsumus J[C onyxonegvlx Kiemox vluie y NayueHmos ¢ UHUYUAIbHbIM JeUKOYUNMO30M
(>5 x 10°/1) u napywenuem @ynxyuu nouex (kpeamunun >123 mxmons/n). Ilosmomy pannee nauano
XT 6 couemanuu c¢ ATRA** u npogunaxmuueckoe 68edeHue 2nOKOKOPMUKOUOO8 SBISAIOMCS
CMAHOAPMHBIM NOOXOOOM K JIEYEHUIO 8 MO YePOACAIOULeU IHCUSHU CUmyayuu. Y nayuenmos ¢ 4uciom
netikoyumos >10 x 10°/1 XT 06b1un0 Havunaemcs 6 meyeHue HeCKOIbKUX 4aco8 nocie npuema nepeoil
003bt ATRA**. Hmenno smo nozeonsiem 631mob noO KOHMPOIb KOA2YIONAMUIO NPU OOHOBPEMEHHOM

CHUJMICEHUU PUCKA pa36Uunusl ,ZIC, yacmoma Konopozo 0CODEHHO B8bICOKA y omux nayuermoe.

Pexomenayercsi BpeMeHHOe Tpekpaiienue crnenuduueckor tepanuu (ATRA**) tonbko B cimyuasx
Tspkesio npotekaromero JC [1-3,5,35].



YpoBenn yoenureabHOCTH pekoMeHAanuu — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJbCTB — 5)

3.3.5. Ouenka 3(p(peKTUBHOCTH MHAYKIIUOHHOM Tepanuun

Pesynomamuvl  mopghonocunecxkozo, yumozeHemuuecko2o u MONEKYIAPHO20 UCCIe008AHULL 8 KOHYe
UHOYKYUOHHOU Mepanuu OOINCHbL UHMEPNPemuposamscsi ¢ 001buiol ocmopodichocmoio. Kax yoice
ommeuanocs, mopghonozcuueckue ocobeHnocmu, oOHapyscusaroujuecs 8 npoyecce oughgepenyuposKu
O1acCmMHbIX KIemOK HA pOHe mapeemHou mepanuu, 6Cmpedamcs 0axce nocjle HeCKOIbKUX Hedelb Om
Hauana nedenus (0o 40-50 Oweuw) u mozym npugecmu K OWUOOYHOMY YCMAHOBLEHUIO NEPEUYHOU
pesucmenmuocmu. Kpome mozo, 3adepocka ougpepenyuposku 61acmubix K1emoK Modcem npusecmu
K oOnapyxcenuto xaemox c¢ t (15;17) memodamu cmanoapmuou yumoeenemuxu uiu FISH, 6
0CODEHHOCMU  Ko20a dmu  mecmvl BbINOIHAIOMCA 6 pAaHHUue nepuoobl Nocie 3a8epuleHUs
UHOYKYUOHHO20 Kypca. Omu mopghonoeuueckue u yumoceHemudeckue Uccie008anus He OO0NNCHbI
npusooums K mooughuxayuu neverus. A nevenue ¢ ATRA** Oondcno Ovimb npoodondiceno, umoodwvl
obecneuumsb 00CMamounoe epems 0. MepMUHAIbHOU Jugdepenyuposku bracmuvix snemenmos. Kax

oocyxcoanocs eviute, [IP oocmueaemcs npakmudecku 6o écex cayuasx OILJI ¢ Ookazanuvim XumepHuiM
cerom PML-RARo.

Monexynapnoe uccnedosanue nocie nepeoeo Kypca UHOVKYUOHHOU mepanuu He umeem O01bUl020
KIUHUYECKO20 3HAYEHUs, MaK Kak nonodcumenvhuli pezyiomam I[P na smoti cmaouu modxcem
OMpadicamo 3a0epiHCKY CO3PeBAaAnUs ONYXONeblX KIemoK, d He UCMUHHYIO pe3ucmeHmuocms. Takum
006pa3om, 8padu OONHCHBI BO30EPAHCUBAMBCS OM MEPANEEMUUECKUX PeUleHUll HA OCHOBe Pe3Yibmamos
6 Smu KOHMpONbHbIE CPOKU. B npomueononodcnocms smomy, pesyrvmamsl 1I[]P-ananusa,
NPOBEOEHHO20 NOCie 3A8epuleHusl KOHCOMUOAYUU, NO360NAI0M ONpedelsimb pPUCK peyuousa y

KOHKpenitHoco nayuenmada.

3.4. KoHcosiuaupywouas Tepanus

Heobxooumocms xonconuoayuu u onumenvbHol noooepxcusaroujett mepanuu npu OI1LJI ooxkazana ewe
6 «oopemunouonyio 3py». C momenma eunedpenusi ATRA** oOvino noxazamo, umo MONEKVIAPHA
pemuccus OIIJI docmueaemcs npumepro y 95 % nayuenmos nocie mpex nociedo8amenbHulX Kypcos
XT ¢ anmpayuknunamu (1 unoykyuonusiii u 2 KoHcoruoupyowux). anuulti oakm u cman ocHO8ouU
0151 NPUHAMUSL DMO020 NO0X00a Kax cmanoapma koucoauoupyroweti mepanuu [1-3,5,36]. Oownaxo

HeKomopbvle 60npockl, C6A3AHHbIE C amou gbCZS’OT;l mepanuu, ocmaromcs CnoOpHbvIMU.

Pexomenayercsi marmentam ¢ OILJI, 3aBepiMBIIMM WHIYKIMOHHBIA 3Tall JICYEHUS, NPUMECHEHHUE
KOHCONIUUpYIomeld Tepanmuu ¢ BkiIodeHneM ATRA** s CHWKEHHS BEPOSTHOCTH Pa3BUTHS
peuunauBa 3adoneanus [1-3,5,36].

YpoBeHnb yoenureJbHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

Kommenrapuii: npumenenue #ATRA** ¢ cmandapmuoii 0ose (45 me/m’ 6 denv) 6 mevenue 15 Oneii 6

couemanuu ¢ XT 6 nepuod Kouconuoupylowe2o iedenusi CHudxcaem puck pazeumus peyuousa [37].



Poccuiickaa epynna no neuenuro OJI pexomenoyem npumenenue ATRA** na ecex smanax mepanuu
OIlI [4].

Pexomenayercsi mamuentam ¢ OILJI, momydaBmmm Ha wuHIyknuoHHOM »Tane ATRA** u XT,
IPOBONTH 3 Kypca KOHCOJHUIAINH, BKIFOUAOIIEH aHTPAIMKINHBI (MAapyOuImu™**, nayHopyOourma**

U MUTOKCAHTPOH**) (cM. nmpunoxenue A 3.1.) [27].
YpoBeHb yOoequTeJIbHOCTH PeKOMEHAAINH — A (YPOBEHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 2)

Pexomenayercss nmanuertam ¢ OIIJl BbICOKOTO pucKa, IMOMYy4YaBIIMM Ha WHIAYKIMOHHOM JTare
ATRA** u XT, mpoBoAuTh, KOHCOJWIAIIMIO C BKJIIOYeHHWEM M0 KpahHed mepe 1 kxypca XT co

CTaHAAPTHBIMH WJIA CPEITHUMH JI03aMU IuTapabura™** (cM. mpunoxxkenue A 3.1.) [38].
YpoBeHb yOoeauTeILHOCTH peKoMeHAalun — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTeJILCTB — 3)

KoMMeHTapmii: co @pemenu nepsoco ycnewino2o onvima uUcnoib308anus oaynopyouyuna** e
Kauecmee MOHOmMEpPAnuu u 00 Hacmoawe2o epemeHu poiv yumapabuuna™* npu OIIJI ocmaemcs
cnoprou. Hu o00uno u3 ucciredosarnuii, nposedennvlx 00 nossienus ATRA**, 6 mom wuucne
PAHOOMUBUPOBAHHBIX, HE NOKA3AI0 NPEUMyujecmes 000asieHus yumapabuna™* k. aumpayukiunam no
CPABHEHUIO C UCNONb30BAHUEM BbICOKUX 003 anmpayukiunos. C exaouenuem 6 OONbUUHCINGO

Knaccuyeckux npomokonos ATRA** cnopwi o poru yumapaburna™* ocmanuco nepewennvimu [27].

Cnedyem ommemumy, 4mo COBMECMHbIL AHAIU3 PE3VIbIMamos NeyeHus NayueHmos, GKIIYEHHbIX 8
uccneoosanuss PETHEMA u Esponeiickou epynnwvi OILJI, npodemoncmpuposair 00UHAKOBO HU3KYIO
yacmonty pazeumus peyuousos y nayuenmos monoxce 65 nem ¢ aeiikoyumamu <10 x 10°/1 6 debrome
3a001e6aHUsL  HE3ABUCUMO OM  MO020, KAKYIO — Mepanurd umM  NposoOUNU:  MOHOMEPANUo
AHMPAYUKIUHAMU UTU AHMPAYUKIUHBL 8 coyemanuu ¢ yumapabunom™*. Tem He menee Oviiu
NONYYeHbl pe3yibmamsvl 6 NONb3Y BKIOUEeHUs yumapaouHa™* y nayueHmos 6blCOKO20 pUCKA C
unuyuanbHeIM  netikoyumosom  >10 x  10°/n, nockoneky uacmoma pazeumusi peyuousos Ha

MOHOmMepanuu aHmpayukIuHamu ovina eviuie [38].

Poccuiickas uccnedoeamenvckas epynna npeonazaem npumeHams yumapadbun™* y nayuenmos u3
2PYNNbl 8bICOKO20 PUCKA 8 NePUOO KOHCONUOAYUU 8 Kayecmee 0OHO20 U3 mpex KYpCo8 KOHCONUOayuu
(yumapabun** 200 me/m? 6 denwv 6 6ude nocmosHHoI 6/6 unysul 6 mevenue 7 OHell 8 COUemaniu ¢

mumorcanmponom™®* 10 me/m’ 6 1-3-ii Onu) 6 pamxax npomoxona AIDA [4].

Pexomenayercsi marmentam ¢ OIUJI, momyuaBmuM Ha wuHaykuuoHHoMm dTane ATRA** u ATO,

MPOBOJIUTH KOHCONMUAAIMIo Takxke komOunarmeir ATRA** u ATO (cm. mpunoxenue A 3.1.) [33,34].
YpoBeHb yoeuTeJIbHOCTH peKOMeHAaluu — B (YpOBeHb 10CTOBEPHOCTH 10KA3ATEJIbCTB — 2)

KommenTapmii: xak yoce ommeuanoce, ATO sensiemcsa oOHUM U3 camvix 3hpgexmuensvix npenapamos
6 neuenue Ol Tlocie 00HO20 UHOYKYUOHHO20 KYpCa HEOOX0O0UMO e20 NPpUMEeHsmb U 6 Nepuoo
KOHCONUOayUu. okazamenvbHoblix uccnedosanull, VKA3b18A10UUX Ha ONMUMATLHYIO
NPOOOIHCUMENILHOCMb KYPCO8 KOHCONUOAYUU, UX YUCTO, Heobxooumocms couemanus ¢ ATRA**, noka

HeE I’lpO@é()éHO. B HacmosAuiee epems np06€()€Hbl pClHdOMMCs’MpO@ClHHbl@ npocnekmueHbvle MCCJZ@()O6(1HM}1,



Komopwle 00Ka3au 8blcokyio d¢hghexmusnocmo ATO npu HU3KOU MOKCUYHOCMU 8 TedeHUU NAYUSHMO8
¢ Ol u3 epynnvl HU3KO20 U NPOMENCYMOUHO20 pUCKA. B amux uccnedosanusx oviiu npedycmompeHul

yemuvipe 4-nedenvHuix Kypca koncoruoayuu ATO u socemv 2-nedenvruvix kypcoe ATRA** [33,34].

Pexomenayercst nanumentam c¢ OIUI, 3aBepmmBIIMM TpOrpaMMy KOHCOJIMAMPYIOUIEH Teparuu,
MOJIEKYJISIPHO-TEHETUYECKOE HucciaeqoBanue wmyrauuid B reHe PML-RARA wmeromom IIHP ¢

qyBCTBHTEIBHOCTBIO 1O KpaitHei Mepe 1 x 1074 mo KM 15t onieHKn MoneKysipHoit pemuccuu [1-3,5].
YpoBeHnsb yoeauteabHocTH pekoMeHaanun — C (YpoBeHb J0CTOBEPHOCTH 10KA3ATEJIbCTB — 5)

He pexomenayercs y nanuveHToB ¢ OIJI B nmepBoii MOJEKYIAPHONH PEMUCCHH BBINOJIHATH AyTO- WU
amno-TI'CK [1-3,5,36].

YpoBeHnnb yoenureabHOCTH pekoMeHaanuu — C (ypoBeHb J0CTOBEPHOCTH 10KA3aTeJbCTB — 5)

Kommentapuu: svinonnenue TI'CK y nayuenmos ¢ OIlJI 6 nepesou IIP ne nokasawo. /s xpaiine
He3HauumenbHoU yacmu nayuenmos ¢ nepcucmenyuei MOB nocne 3asepuieHus Konconuoayuu auio-
TI'CK cnedyem paccmampueamsv iuidb 8 mom cayide, eciu ecmb nooxooswuti HLA-uoenmuunbwlil
OoHop. H3-3a mozo, umo y smux nayueHmos mo2ym ommedamsvcs panHue peyuoussl, moxcem Ovims
ucnonvzosana oononHumenvhas mepanus (Hanpumep, ATO) ¢ yenvro Koumpons 3abonesanus u O

oocmudcenuss monexynapHot 1P neped mpancnianmayuel.

B Hacmosiujee 6pems nodmu 6eCcb onsvini 6 TI'CK 6bin ocHOBaH HA UCNONb308AHUU MUETOAOIAMUBHO2O0
pesrcuma KOH()UL;MOHMPOBGHU}L ﬂaHHle O NPpUMEHEeHRUU peascuma NOHUIICEHHOU UHMEHCUBHOCMU npu

2MoM 3a001e6aHUU Hem.

Y nayuenmog uz epynnwvi 8b1cok020 pucka pazgumusi peyuousa nocie 00Cmuicenuss monexyisapuou I1P
Modicem Oblmb  OCYWecmsanend 3a20MmoeKaA aymonl02UdHbIX CMBO0N08bIX KIeMmOK KpO8U C UYelblo
svinonnenus aymo-TI' CK kax xouconuoupyrowet mepanuu. Ilpu smom HeobxoOumo, umoowvl &
cobpannom KaemouHom cyocmpame memooom I[P xumepHvli mMpaHCKpunm He ONpeoensics.
Hecmomps na xopowiue pesynibmamvi, 0OCMUSHYmMble HPU UCHONL308AHUU IMO20 NO0X00d, POTb
MPAHCNIIAHMAYUY  AGNISIEMCS  HeONpeoeNleHHOl, MNOCKOIbKY, KaK HNOKA3al psad UCCied08aHull,

00J120CPOUHAsL pEMUCCUSL MOdcem OblmMb 00CMUSHYMA ¢ NOMOWbio HeckonbKux Kypcos ATO.

3.5. llogaepkuBarwinas Tepanus

Pexomenayercsi y nanuentoB ¢ OIIJI, 3aBepmmBmIMX OporpaMMy HHAYKIUM W KOHCOIUAALUU
pemuccun 6e3 npumereHus ATO, mpoBoauTs noaaepkuBatoniee eueHne ATRA **, metorpekcarom™*

¥ MEpKarTonypuHoM™** B TedeHue ABYyX JIeT JIMOO 10 KOHCTaTauu peruansa [29,39].
YpoBeHb yOeauTEILHOCTH PpeKoMeHAaunu — B (YpoBeHb 10CTOBEPHOCTH J10KA3aTeJIbCTB — 2)

KommenrTapuu: necmomps na mo umo 3pgexmuenocms noodepicusaroujeil. mepanuu  Ovlid

0oKazana 6 O08YyX PaHOOMUZUPOBAHHBIX ucciedosanusx [29,39], npoodonscaromes oOuckyccuu o



HeobxXo0uMocmu ee NPpUMEHEHRUA Y NAYUEHRMOE 6 MO]Z@Ky]ZﬂpHOﬁ pemuccuu.

Poccutickaa uccnedosamenvckas epynna peKkomMeHOyem UCHONb308aMsb  ONUMENbHYI0  2-1emHIOH0
noooepxcusaowyro mepanuto y 6cex nayuenmos c OIIJl uezasucumo om epynnvl pucka npu
o0s3amenvHoM MOoNeKyIapHoMm Mmonumopunee MODB u onmumanvuulm cuumaem noooeporcusaroujee

neyenue no npozpamme AIDA [4].

Ioddepoicusarowan mepanus mepkanmonypunom™* & doze 50 me/m’ 1 paz 6 Oenv NOCMOAHHO
(Monokom He 3anusamy) u #uemompexcamom** ¢ 0oze 15 me/m’ 1 pas 6 nedenio nauunaemes uepes 30
OHell nocie nocieoneco kypca kKonconuoayuu. #ATRA** — 6 meuenue 2 meo. (I-15-u ouu) u

npumensiemcs 1 paz 6 3 mec. [4].

XT npekpauiaemcs depes 2 eo0a om momeHma 3a6eputerusl KOHCO]luaalxﬂzlu, eciu 6 medeHue ececo

nepuooa Hao0enus He OblLiu onpeodeietbl MOJLEKVIAPHblE PeYUOUBDL.

Pexomennyercs Bcem nmamuentam ¢ OI1JI, nonyyaronmm noaaepKUBaroILy0 TepaIuo, peryaspHoe
BbINoNIHEHUE oOuiero ananusa [IK ¢ momcuerom nelikonurapHoit GopMyibl U ONpeEAesieHUEeM YHCIia
PETUKYJIOIMTOB ¥ TPOMOOIIMTOB JJisi CBOECBPEMEHHOW MOAM(PUKALMUA J103 IUTOCTATUYECKHUX

npenaparos [1-3,5].
YpoBeHnb yoeauteabHocTH pekoMeHaanun — C (ypoBeHb J0CTOBEPHOCTH 10KA3ATEJILCTB — 5)

Pexomenayerca Bcem mnamumentam ¢ OILJI, mony4armuM mnojJep:KUBAKINYI Tepamuw, ¢
yacToToii 1 pa3 B 3 Mec BBIIOJHATH LUTOJIOrMYECKOE HccienoBanue myHkrata KM, a maxowce
MOJIEKYJISIPHO-TeHEeTHUeCKoe uccienoBanue rena PML-RARA meronom 1P ¢ 9yBCTBUTEIBHOCTBIO MO

kpaitreii mepe 1 x 1074 mo KM 0z konmpons MOE u ceoespemennoii duaznocmuru peyuousa [1-3,5].
YpoBeHnnb yoenureJbHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH I0Ka3aTeJbCTB — 5)

KommenTapuii: npu koncmamayuu MonekyiaprHo2o peyuousa (06axcovl nozumushviii omeem I[IL[P
unu couemanue I[P u FISH), 6o3nuxueco Ha one nodoepoicusaroweco Jeyenus, mepanus

UBMEHRAENICAL.

3.6. IIpopuiiakTuka BOBJIEYECHUS HEHTPAJIbHON HEPBHOM CHUCTEMBI

llopasxcenue  yeumpanvnou  nepenou  cucmemvl  (LJHC)  aensemcsa — camvlm — yacmvim
asxcmpameoyiiapuvim ouazom npu OILJI. Tax, no kpaineti mepe oxono 10 % cemamonozuueckux
peyuousos conposgodicoaromes eosnevenuem L[HC. I[losmomy 6o3moxcnocms 6osnevenus I[[HC
cnedyem paccmampugams y 1006020 u3 nayuenmos ¢ OIJI ¢ nesponocuueckumu cumMnmomamu, U OHa

00I2HCHA ObIMb UCKIIOYUEHA Y 8cex nayueHmos ¢ peyuougom [2].

Pexomenayercsi naruentam ¢ OITJI Beicokoro pucka mocie goctkenus nepBoit [IP mpodunaktuka
HEHpOoJeKeMUn HHTpATEeKaJbHbIM BBEACHHEM #MeToTpekcara®™*15 wmr, nurapadbuna** 30 Mr u

nekcamerazoHa** 4 mr [40].



YpoBeHb yOoequTeJIbHOCTH peKOMeH Al — B (YpOBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)

KommenTapmuii: nockonvky  6onvuuncmeo [[HC-peyuousos e6osnHuxaem y  NAYUEHMO8 C
2UNepreuKoyumo3oM, Hekomopwvie ucciedosament 6xaouaiom npoguiakmuky eoenedenus L[HC y
NayueHmos8 GulCOKOU 2pynnvl puckd. Jia maxkux nayuenmos uyenecoodpasHo  OmoNCUMb
npogurakmuky Heuponelkemuu 00 momenma oocmudicenus IIP, mak kak 6 nepuod uHOyKYUOHHOU
mepanuu O04eHb BbICOK PUCK OCIONCHEHUl, CEA3AHMbIX CO CNUHHOMO032060U nyHkyueu. Poccuiickas
UCCNIe008aMeENbCKAs 2PYRNA  MAKAHCe NPUOEPHCUBACMCA MHEHUs O HeoOXOOUMOCMU 6bINOJIHEHUS.
npoghunakmuku HeponeukeMuy UHMpameKaibHulM 8gedeHuem memompexcama™**, yumapaouna™* u

dexcamemazona** y nayuenmos ¢ unuyuaibHulm tetikoyumosom >10 x 10°/n [4].

Iayuenmam svinonnsiemcs 5 10MOAIbHOLIX NYHKYULL (C 88edeHuem 3 npenapamos) 6 nepuoo Kypcos

unoyKyuu/konconuoayuu, samem 1 paz 6 3 mec.

He pexomenayercsi npoduiaktika Heiponeikemun y manueHtoB ¢ OIlJI Hu3koro pucka, T. €. eciu

MCXOJHOE YMCJIIO JIEMKOLUTOB HE MpeBbIIAI0 10 X 10°/n [40].

YpoBeHb YOeAUTENbHOCTH peKoMeHaauu — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEJILCTB — 3)

3.7. Ocoobie cayuaun OILJ

3.7.1. IlanueHThI cTAPLICH BO3PACTHON IPYILIbI

Pexomenayercsi nanueHToB crapuie 60 JeT B XOpoIleM COMaTUYeCKOM CTaTyce JICYUTh TaK K€, KaK 1

ocTajbHbIX nauueHToB ¢ OIJI ¢ yueToM KOppeKLrH 103 TUTOCTATUYECKUX ITpenaparos [41].
YpoBenb yoeauTeabHOCTH pekoMeHaaunu — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJILCTB — 4)

KommenTapwuii: 6 omauuue om opyeux ¢hopm OMJII, OIlJl y nodcunvix nayuenmosg 6ulaeiiemcs
CPABHUMENBLHO PEOKO U UMeenm OMHOCUMENbHO ONA2ONPUAMHbBIL UCX00. DhdexmusHocms nedenus
noxcunvix nayuenmog ¢ OIIJl conocmaseuma ¢ makogou y Monoovix. Kpome moeo, noocunvix
nayuenmos dauje 6ce20 OMHOCAmM K 2PYNne HU3K020 PUCKA No CpasHeHuro monoovimu. OOHako y
NOJCUNILIX TIUY 3HAYUMENbHO 6blile NOKA3Amenu MOKCUYHOCMU, 00yCclo61eHHot mepanuei (bonee
8bICOKASI UACMOMA PA3BUMUSL CeNcuca U Y8eluueHue CMepmuHoCmu, CA3AHHOU C JledeHuem).
Poccuiickas ucciedoeamenvckas epynna pekomMeHoyem npUMEeHAms Y NONCUNLIX NAYUEHMO8 NPOMOKOIL

AIDA, 6 komopom npedycmompeno CHUMCeHUe 003UPOBOK AHMPAYUKTUHOB [4].

3.7.2. IIanuMeHTHI ¢ TAKEJI0# CONMYTCTBYIOLIEH NATOJ0rHeil

PexkomeHnayeTcsl manueHTam € TSHKEJIOW CONYTCTBYIOLIEH MAaTOJOTMEN PacCMOTPETh BO3MOXKHOCTH
neuenus komOuHanmer ATRA** um ATO 0e3 wWCMONBb30BaHUS IMTOCTATHYECKUX MpenaparoB [1—
3,5,36].

YpoBenb yoeauteabHocTH pekoMeHaanun — C (ypoBeHb J0CTOBEPHOCTH 10KA3ATEJILCTB — 5)



KommenTapuii: 6vL10 pazpabomano HecKonbKo anbmepHamusHuvlx 100X0008 8 JedeHul NayueHmos ¢
OIlJl, nanpasnennvix Ha ceedenue K MUHUMYMY npumenenus X1T. Bonbuuncmeo u3 Hux oCHO8AHbL HA
npumenenuu ATRA** u ATO c¢ munumanvnou XT unu 6e3 XT. Omu nooxoovt mozym Obimb
UCNONL30BAHLL Y NONCUNBIX U MONOObIX NAYUEHMO8 C MANCENOU CONYMCmayujel namonozuel,
Komopwvim unmencusnas X1 npomusonokazana (Hanpumep, y nayueHmos ¢ KapouaibHOU namoiocuei
unu opyeou cepvesnoll opeanuou namonoeuei). Kax u npu mepanuu ATRA** ¢ anmpayuxkiunamu,
yenvio JleyeHus y Maxkux HayueHmos OOJNCHO Oblmb O00CMUdNCEHUE MONLEKVIAPHOU DEeMUCCUU C
nocmosiHubiM  mouumopuneom MOB ¢ yenvio onpedenenusi HeoOXOOUMOCMU 6 OONOIHUMENIbHOU

mepanuu.

3.7.3. Jleuenue OILJI npu GepeMeHHOCTH

Huaecnocmuka OIJI 60 épems bepemennocmu — coovimue 0080IbHO PeOKoe, HO meM He MeHee 8NOTHE
peanvHoe. B smoii cumyayuu éonpoc pewaemcs cxodcum ¢ nederuem ecex OJI oopaszom [42]. Ilpu
ouaecnocmuxe OIIJl 6 I mpumecmpe pexomendyemcs npepviéarue OepemeHHocmu. Oma npoyeoypa
OONIICHA BLINONIHAMBCA 8 VCIA08UAX NOAHOU MPAHCEHYZUOHHOU 00eCneueHHOCU MpPOMOOYUMHBIMU
konyenmpamamu, C3I1. Ilocne abopma nemeonenno nauunaemcs mepanus ATRA**. Eciu na momenm
NIAHUPYEeMOU  Npoyedypvl Y NAyueHmos ommeyaemcs 2ceHepanuzosannvii J[BC-cunopom, mo
npepviganue OepemMeHHOCmU Yeleco0OPAasHO  OMIONCUMb 00  KYNUPOBAHUS  2eMOPPASUYECKUX
OCJIOJICHEHUL, KOmopbvle Mo2ym Obimb HUBEIUPOBAHbI KAK CUMNMOMAMUYECKU, MAK U — 8 CIAVHAsX
ObICMpo2o pazeumus JelKo3a — ¢ NOMOWbI0 NOIHO003HOU adexkéamuot X1 B nocneonem ciyuae
bepemennocms modicem Ovimob npepsana nocie docmudicenusi IIP — uepez 30—45 oueti. Bvinonnenue
npoepammnou mepanuu OIIJl npu bepemenHocmu cmankueaemcsi ¢ B0NPOCOM O OOKA3AHHBIX
mepamoeennvix 3¢ppexmax ATRA™*, xomopwvie 00ycnosnenvt ee aHMUAHSUOLEHHBIMU CEOUCMEAMU.
Ilosmomy ucnonvsosanue mpemunouna™* ¢ I mpumecmpe, kocoa npoucxooum 3aKiaoKka 6cex OpeaHo8
nnooa, nomeHyuaivbHo onacuo. llpumenenue ee 6 couemanuu ¢ XT 6o Il u Il mpumecmpe, nocne
Gdopmuposanus niayenmol, He MOJILKO ONpPABOano, Ho u Heoboxooumo. Kypcvr XT mocym 6Ovime
cmandapmuvimu (7 + 3 ¢ 00301 daynopybuyuna** 60 me/m’ na éeedenue) 1ubo Guimb OCHOBAHbL HA
npomoxone AIDA (monomepanus uoapyouyurom**). MeoxxcoynapooHvie sKcnepmol npedocmepezarom,
umo uoapyouyun** cnocoben nponuxame uepez niAYeHMAapHuIl dapvep 6 Ooabuell cmeneHu, 4em

oayHopyoOuyun **,

Poccutickoti uccredosamenvckoti epynnoii Hakonien onvim no aevenuro 10 bepemenHvlx ¢ O0KA3AHHbIM
OIlJl [43]. Ilpumenenue monomepanuu uoapyouyunom™* e covemanuu c ATRA** oxazanocwy
8bICOKOIPDEKMUBHBIM U MeHee MOKCUYHbIM 6 cpasneHuu ¢ 7 + 3, anomanuii nioda He @vlasieHo. B
aumepamype makdice Cywecmsyom omoeivhvie onucanus cayuaes no aedenuro Ol y bepemennsix.
Bo scex coobujenusnx nevenue npoutno yCneuno, He 0bii0 3apecucmpupoB8ano 8POHCOEHHbIX AHOMAIULL
nuooa, éce oemu pPoOUlUCh 300po8biMu. Tem He MeHee 6 psde Clyuaed coobuaemcs 0 npexoosUjux
HapyuweHusx pumma y niooa. B ceazu ¢ smum na ¢pone npuema ATRA** u 6sedenus anmpayuxiunos

PEKOMEHOYemcs MuyameibHblll MOHUMOPUHE CepOedHOU 0essmelbHOCU Y N100d.

Ilocne pooopaspewenus pexomendyemcs Hayunams nociedyrowuti kypc XT e panee yem yepes 2 Heo.
Kopmnenue epyovio 3anpeweno. Kypc konconuoayuu nocie pooog Oojicer Obimb 8blOpan MmeHee

unmeHcugHvlM (6 uacmuocmu, uz npomoxona AIDA kypc 1-kpamnozo egedenus uoapyouyuna™* uiu



4-OHegHoe BedeHUe MAlbIX 003 UdapyouyunHa**), noCKOIbKYy 8eposIMHOCMb pa3sumus GamanibHbix
UHQEKYUOHHBIX OCILONCHEHUL ) NAYUeHmos nocie pooos oveHv evlcokas. llenecoobpasno nauame

npuem ATRA** u 6 koHye 2-nHedenbHo20 YuUKIa bINOTHUMb 86€0EHUE YUMOCMAMUYECKUX NPenapamos.

Pexomennyercss maunuentkam npu guarnoctuke OIIJI B Teuenwe | Tpumectpa OepeMEHHOCTH

BBITIOJTHUTH UCKYCCTBEHHOE MpPEphIBAHNE OEPEMEHHOCTH 110 MEAUIIMHCKUM NTOKa3aHusM [42,44].
YpoBennb yoenureabHOCTH pekoMeHAanu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 4)

Kommentapuu: ATRA** obnadaem 8vlcokumM mepamoceHHbiM Oelcmeuem u 3anpeujena O0is

ucnonwvzosarnus 6 1 mpumecnpe 6€p€M€HHOCWll/l.

He pexomenayercsi IpUMEHATHh MPOU3BOJIHBIE MBIIIbSIKA, KAK BHICOKO SMOPHUOTOKCHYHBIE, B JIFOOOM

TpumecTpe 6epemeHHOCTH [43,45]
YpoBeHnsb yoeauteabHocTH pekoMeHAanun — C (YpoBeHb JOCTOBEPHOCTH 10KA3ATEJIbCTB — 4)

Pexomenayercsi y nanuentok ¢ OIIJI B I TpumecTpe OepeMEHHOCTH, HE JKENAIOIINX IMpPEpPhIBaTh
OepeMeHHOCTh, B KaueCTBE HHAYKLUUU HCIOJIB30BaTh JayHOPYOMLIMH™* B MOHOTEpanud HIH B
COYETAaHUU C LUTapabUHOM™®* B 103aX, AHAJOTMYHBIX TAKOBBIM NPHU JIEYEHHUH HEOEpEeMEHHBIX

nanueHTok (cm. npuioxenue A 3.1.) [42].
YpoBeHb yOeauTEeIbHOCTH PeKOMeHAaunu — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)

Pexomenayercst nanmentkam ¢ OIJI, nuarnoctuposannbsim Bo 11 wn 111 Tpumectpe 6epemennocTu, B
KauecTBe MHAYKUMHU Hcnonb3oBaTh ATRA** B koMOuHamu ¢ uaapyoOuuuHoM™** (cM. npunoxenue A
3.1.) [43].

YpoBenb yoeauTeabHOCTH pekoMeHaannu — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJILCTB — 4)

Pexomenayercsas OepeMEeHHBIM NANMEHTKAM BBINOJHIATE POJAOPA3PEUICHHE METOAOM KecapeBa
ceueHus [43].

Yposennb yoenureabHOCTH pekoMeHAanui — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJbCTB — 4)

KomMeHnTapuu: u100p cnocoba pooopaspeuierusi onpeoensiemcs COCmosHuem niood, COMamudeckum
CMamycom NAyuUeHmKu, 2emMamoniocudecKumu NOKA3aAmenimMu U Cmpo2o 6 COOMBEMCmeuu ¢
akyuepckumu  nokazanuamu. Camonpous3sonvbHvle poobl Mo2ym Oblmb blOPAHLI KAK CNOCOO
pooopaspeutetuss MoabKo npu Hawyduu y nayuewmxu pemuccuu OMII,  yooeremseopumenbHvlx
nokasamenel 00wWe20 aHaIU3ad KpPoGU, NPU XOPOUleM COMAMUYECKOM Cmamyce HAYUueHmKu u

COCMOSAHUU NII0OA.

Pexomenayercsi OepeMEHHBIM  MAalMEHTKaM, MOJy4arolmuM JedeHue mno mnosoxy  OILI,

poJiopa3penieHre BBINOIHATh B EPUO MEXITY KypcaMmu (OonTUMalibHO Ha 33—34-i1 Henene) [43].

YpoBenb yoenuTeabHOCTH pekoMeHaannu — C (ypoBeHb 10CTOBEPHOCTH /I0KA3aTeJILCTB — 4)



Kommentapuu: necmomps na 6esonachocmo XT 6o I u Il mpumecmpe 6Gepemennocmu, ee

npoee()eHue C6A3AHO C 6bICOKUM PUCKOM CNOHKMAHRHbBIX a60pm06 u npeDfC()€6p€M€HHblx pOdO@.

PexomeHnayeTcsi BHITIOIHATD €KEHECIbHBIA KOMIUIEKC UCCICAOBAHUM ISl OLIEHKU (PYHKIIMOHAIBLHOTO
COCTOSIHUSA TIJI0JIa C 0COOBIM BHHUMaHHEM K KapauadbHOU GyHKIuU Ha ¢one nporpammuoit XT OILJI
[42].

YpoBeHb yOoequTEJIbHOCTH peKOMeHAaluU — B (YpOBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)

Pexomenayercst py MIIaHOBOM MPEKIEBPEMEHHOM POJIOPA3PEIICHUH Ha Cpoke 2435 Hell IPOBOIUTH
MpOHUIAKTHKY CHHIPOMA OCTPOTO PECIUPATOPHOTO AUCTPEcca Y HOBOPOXKIACHHOTO — B/B BBEACHHE

#nexcamerazoHa** 12 mr 2 BBeneHus yepe3 12 gacoB 3a 2 CyTOK 70 pojoB [46].

e YpoBeHb yOeAUTEJbHOCTH peKOMeHAaluu — B (YpoBeHb 10CTOBEPHOCTH 10KA3ATEJIbCTB — 3)
He pexomenayercsi KOpMIICHHE TPYABIO TIOCIIE pojiopaspelieHus Ha ¢poHe nmpoaonkatomeiics X T [42].
YpoBeHb YOeAUTEIbHOCTH peKoMeHAalul — B (YpOBeHb 10CTOBEPHOCTH 10KA3aTeIbCTB — 3)

He pexomennyercst sxenunam ¢ OIJI miianupoBanue 6epeMeHHOCTH B niepuof eueHust ATRA** Bo

BpeMsi KOHCOJIMAMPYIOICH WK MOAep>KUBAIOIIEH Tepanun (TeparoreHnbii agpdext ATRA**) [44].

YpoBennb yoenureabHOCTH pekoMeHaanuu — C (YpoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — 5)

3.8. Jleuenune peuuausa OILJ

Ilo oanmwbim pasnvix uccrneoosanuti, npumenenue monomepanuu ATO 6 neuenuu peyuouea OIlJI
noseonsem oocmuuv 2-u monexkynsapuou pemuccuu 6 70-90 % cayyaes [47,48). B mo owce epems
UCNONbL308AHUE MPAHCNIAHMAYUOHHBIX NOOX0008 Y NAYUEHMO8, KOMOPbIM O0OCMUSHYMA 2-5 peMUCCUs
OI1lJI, nokasvieaem ux npeumyujecmeo nepeo ucnoavsosanuem moivko ATO-codeporcawux npozpamm.
Tak, nanpumep, uccireoosarue esponetickou epynnol LeukemiaNet noxazano 3-nemuiorw OB y 80 %
oonvHuix nocie npumenenus aymo-T1'CK 6o emopoii monexynsapuoi pemuccuu no cpasnenuro ¢ 59 %y
nayuenmos 6e3 TICK [49]. Xomsa anno-TI'CK xapaxmepusyemcs, no OaHHbIM HEKOMOPbIX
UCCNIe008aHUL, MeHbUlell 8epPOAMHOCMbIO  pa3sumusi NoemopHulx peyuousos nocie TI'CK no
cpasnenuto ¢ aymo-TI'CK, nemanvnocms, c6i3anHas ¢ 1eyeHuem, oenaenm 3mom nooxoo y nayueHmos
6o emopoti pemuccuu OILJI menee npeonoumumenvrvim no cpasnenuto ¢ aymo-TI'CK [50]. Oxxcuoames
gvicokyio a¢hghexkmuenocmo aymo-TI'CK 6 mo oice epems ciredyem mMONbKO YV NAYUEHMOE C

docmueHymotu 2-1 MOLeKYIAPHOU PeMUCCUell.

Pexomenayercst y alMeHTOB C OATBEPKICHHBIM MOJIEKYJIApHBIM peuniuBoM OIJI (onpeneneHHbIM
Kak 2 nmocienoBatenbHbIX [I1P-monoXuTenbHBIX aHaIN3a CO CTA0OMIBHBIM HapacTaHueM ypoBHs PML-
RARA-TpaHCKpUIITAa) HE3aMEUIUTEIILHO HavyaTh Tepamnuto, Bkiodaronyio ATRA** u ATO, ¢ nenbro

IIPENOTBPALLEHUS] pa3BepHyTOro peunausa [47,48].

YpoBenb yoeauTeabHOCTH pekoMeHaannu — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJIbLCTB — 4)



Kommentapuu: xoms ATRA** 6 couemanuu ¢ XT mooicem Obimov ucnonwb306amna 6 Kkavecmee mepanui
cnacenus, cxemvl Ha ochoge ATO 6 nacmosawee épems cuumaromcs 1-ii TuHuell 1evyenus peyuousa
OllJI

Pexomenayercst nalueHTaM, y KOTOpbIX Moiay4yeHa 2-s1 mosuekyispHas I1P, paccMoTpeTh BO3MOKHOCTh

BbInoJHEeHUs ayTo-TT'CK [49].
YpoBennb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH 10KA3aTeJbCTB — 4)

KOMMeHTapl/II/I: (lyl’}’lO-TFCK Mmootcem 6blNOJIHAMbCA MOJIbKO 6 cjydae, ecilu 6 3dc0ni06J1€HHOM

aymompaucnianmame omcymcmaeyem MoAeKyIAPHbIU MapKep.

Pexomenayercsi manMeHTaMm, y KOTOPbIX HE JOCTUTHYTA 2-s1 MOJIEKYJISIDHAs PEMUCCHS, PACCMOTPETh

BO3MOKHOCTB BbInojiHeHUs ajiio-TT'CK [50].
YpoBeHnsb yoeauteabHocTH pekoMeHAanun — C (YpoBeHb J0CTOBEPHOCTH 10KA3ATEJIbCTB — 4)

Pexomenayercsi s nmaureHToB ¢ peruauBom OIJI, mporekaromum tonbko ¢ nopaxenuem L[[HC,
UHAYKIMOHHASL Tepanus W3 MHUHUMYM €XEHEIEIbHOro (ONTUMaJIbHO 2 pa3a B HENEI0)
UHTPATEeKAJIbHOTO BBeACHUS 3 mpenaparoB (#merorpekcara**15 wr, uumrapabuna** 30 mr u
JeKcaMeTa3oHa™* 4 Mr) 10 MOJHOM ANMUMHUHALIMK OITyXOJIEBBIX KJIETOK M3 CIIMHHOMO3TOBOM KHUIKOCTH,
3areM BbINONHSAETCS OT 6 10 10 MHTpaTeKaIbHBIX BBEJICHUI B KauecTBE KOHconuaauuu. [lapamiensHo

HOJIZKHO IMTPOBOAUTHCS CUCTCMHOC JICHCHUC KAK ITPHU KOCTHOMO3I'OBOM PCHUINBE [5 1]

YpoBeHb yoeauTeabHoCTH pekoMeHnaanun — C (YypoBeHb 10CTOBEPHOCTH I0KA3ATEIbCTB — 4)

3.9. Tepanus OILJI, *HAYHHUPOBAHHOIO MPeIIIECTBYOUICH XUMHOTEePaNIHeH

Pexomenayercsi neuenue nanueHTtoB co BropudHbIM OIDI kak mepsuunoro OIUI ¢ mompaBkod Ha
BO3MOXHYIO KapJAHOTOKCHUYHOCTh BCJEACTBUE MNPEAUICCTBYIOIIEH TEpanuu aHTPALMKIMHAMHA U

NIEpeHEeCEHHBIX NH(EKITMOHHBIX OclokHeHui [1-3,5,36].

YpoBeHb yoenureabHOCTH pekoMeHAanuu — C (YpoBeHb J0CTOBEPHOCTH 10KAa3aTEJbCTB — 5)

3.10. ConpoBoaurebHasi Tepanus

PeKOMeH)]yETCﬂ BCCM IMMAUCHTAaM COIIPOBOAUTCIIbHAS TCPpAIIUA IJIA HpO(i)I/IJIaKTI/IKI/I OCJIOKHEHUM Ha

¢one ocHoBHOM Tepanuu [1-3,5].
YpoBennb yoenureabHOCTH pekoMeHAauu — C (YpoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

KoMMeHTapum: npumensiemcss nasnauenue amionypunona** (300 me/m’) 6 nepsvie uacwl
ouacnocmuku OJI. Obwvem 66ooumotl scuokocmu npu OILJI (pacmeop nampus xaopuoa™*, pacmeop

oexcmposzvr**,  C3Il, «kpuonpeyunumam, anrbOymun™*  npu Heobxooumocmu, mpomobOYumol,



IPUMPOYUMbBL) & MeUeHUue CYMOK MOdiCem cocmasisimes 6onee 3 i, NOIMOMY He0OXOOUMbL OYEHD
HCECMKULL KOHMPONb 800H020 Oananca u cmumynayus ouypesa. Taxowce ciredyem NOMHUMb, UYMO
eunepeonemus npu OIIJI mooxxcem nposoyuposamsv 0OoNee BbICOKUL PUCK J1€20UHBIX OCLOHNCHEHUL,

cepoOeyHoll HedOCMamouyHOCMU, UMUMUPOBANb CUHOPOM OuddepenyuposKu onyxoneswix Kienmox.

Baoicuvivm 0na Kynuposanus ociodxcHenuii Ha gone navana X1 npu cuneprneiikoyumose, 0COOeHHO Ha
Gone 601bWIONU BOIEMUUECKOL HASPY3KU U KOAYIAYUOHHBIX HAPYUIeHUL, S6JIAemcs. BblNOJIHeHUe

niasmaoomena.

Hasnauenue — anmubaxmepuanbHulX,  NpOMuEocpUOKosvix  OJis CUCMEMHO20  NPUMEHEHUs,
npomuBo8UPYCcHuIX cpeocms peenamenmupyemcs npu  OIIJl memu dce npagunramu, Komopbie
ucnonvsyromes 6 nedenuu OMJI. Ilpumenenue kononuecmumynupyowux ¢gakmopos npu OIL/ ne

NOKA3AaHO.

He pexomenayercs y manneHtoB ¢ BepudumnmpoBanasiM OIUJI mpumensats #ruapokcukapOaMum™*,

TaK KaK OH YBEJIMYHMBACT PUCK TSKEIBIX TEMOPPArHICCKUX OCIOKHEHUH [2].
YpoBeHb yoeauTeabHOCTH pekoMeHaanun — C (YpoBeHb I0CTOBEPHOCTH 10KA3ATEJbCTB — 5)

Kommenrapuu: #euopokcuxkapboamuo™* (6 pedxcume, 3apecucmpupo8anHom Oisi  XPOHUYECKO2O
muenoneikosa, 00 2 2) moocem Oblmb UCHONL306AH 6 CIyYae pAa3eUumus Jeukoyumosza Ha gomne
mepanuu ATO u ATRA**.

Pexomenayercsi BceM manmeHTaM Ipu npoeaeHu XT ¢ 1eabio Tpo(UIaKTUKN TOIIHOTHI U PBOTHI

HCIIOJb30BATh MPOTUBOPBOTHBIE MTpenaparsl [52].
YpoBeHb yoenuTeabHOCTH pekoMeHaannil — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTeJILCTB — 4)

PexomenmyeTcss BceM TalMeHTaM, TOIYYalOMUM 2-JIETHIOK TMOAJCPKUBAIONIYI0  TEPAaIUIO
MEpKanTonmypuHoM** n merorpekcatoM™**, Ha3Ha4yaTh NMPOQPUIAKTUKY MMHEBMOIMCTHON MHEBMOHUU

#Kro-TpUMOKca3osioM (cyibdameTokcazoiaoM + TpumeTonpumoM)™* mo 480 mr 2 pasza B cyTku [53].
YpoBeHb yoeaquTeJJbHOCTH pekoMeHaanuii — B (ypoBeHb 10CTOBEPHOCTH 10KA3ATEJIbCTB —2)

PexoMeHayeTcsi pyu BO3HUKHOBEHHH OCTPOTO WJIM XPOHHUYECKOTO OOJIEBOTO CHHAPOMA yTOUHEHUE
STHOJIOTHH OOJIH; NP BBISIBICHUU OYara BOCIAJICHUS — MPOBEJACHUE HEOOXOAMMBIX MEPOIPHUITHHA 10
€ro JICYCHHIO COTJIACHO COOTBETCTBYIOIIMM KIMHHYECKUM DPEKOMEHAAIUSAM (BKIIIOYAs IpH
HEOOXOAMMOCTH XUPYPTrHYECKOe JICUEHHUE);, NpU HCKIIOYCHUH WHPEKINOHHO-BOCIIAIUTEILHOMI
npupoabl O0JIEBOTO CHUHApPOMAa PEKOMEHIYETCsl MpoBeAeHHEe 00e3007MBaIoLIeii Tepanuu COIIacHO
CYIIECTBYIOIINM IMPOTOKOIaM 00e300MBaHMsI (CM. COOTBETCTBYIOUIME KIMHUYECKUE PEKOMEHIAINN
10 XPOHUYECKOW O0JHM, KIMHHUYECKUE PEKOMEHIAIMA IO aHECTe3WOJIOTHH), B TOM YHCIE IO
MOKA3aHUSIM — C TIPUMEHEHUEM OMMOUIHBIX aHATBIETUKOB, C YI€TOM BO3MOXKHBIX MTPOTHUBOIIOKA3AHUH,

CBSI3aHHBIX C IUTONCHUEH, MHBIMU KIIMHUYECKUMU CUTyalusiMu [54].

YposeHnnb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)



4. PeaOuauranus

Cneyuanvuvix memooos peadurumayuu npu OILJI ne cywecmayem.

PexomeHayeTcsi mpoBeeHNE PeaOUIUTAIIMKM TPH BO3HUKHOBEHUH OCIIOXKHEHHUH TOCTIE 3aBEPIICHUS

nporpammsl Tepanuu OITJI B pamkax COOTBETCTBYIOIIMX HO30JIOTHM [S5].
YpoBeHnnb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0KAa3aTEJbCTB — 5)

KommenTapuu: nocie oxonuanusi neuenusi pekomeHnoyemcs 6ecmu 300po8blii 00pasz dHcusHu,
UCKTIIOYUMb UHCONAYUIO U usuomepanesmuueckue npoyedypul. Ilpu nposedenuu XT 6o3moocha
Kapouo-, 2enamo-, Heupo-, Hegpo- u Opy2as MOKCUYHOCMb, NOCIe0CMEUs KOMOPOU MO2Ym

NPOAGIANBCA U NOCTIE €€ OKOHYAHUA.



S. IIpopunakTuka

Cneyuguueckoii npoghunaxmuku 6o3nuxknosenus OI1JI ne cywecmeyem

PexomMeHayeTcsi B paMKax JTUCITAHCEPHOTO HAOMIOACHUS IMAIIUEHTOB ITOCIE OKOHYAHMS MPOTPAMMBbI
tepanuu OILJI BeimonHATH MccienoBanue obuiero ananusa I1K kaxnapiil mMecdil B TeUE€HUE MEPBBIX 2
net u 3ateM | pa3 B 2-3 mecsua a0 S JeT OT Hadalla JEUYECHUS; BBINOIHATh MyHKIMu KM B Teuenue 1-
ro roga — 1 pa3 B 3 Mecsiua, ganee — 1 pa3z B 6 Mecd1leB B TeUeHUE 2-T0 roja, gajiee — 1 pa3 B roq 110 5

JeT HaOmoACHUS ST KOHTPOJS 3((PEKTUBHOCTH JICUCHUS W CBOSBPEMEHHOTO BBISBICHHUS PEIMINBA

[2].
YpoBenb yoenuTeabHOCTH pekoMeHaannii — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTeJIbLCTB — 5)

KOMMCHTapI’II/I.' 6HEeNnJIAHOB0€E B8blNOJIHEeHUE 061/14620 aHaiuza Kpoeu noKasaHo npu JI00bIX UBMEHEHUSAX
6 COCMOAHUU nayuerma. Buennanosoe uccreoosanue KM noxazarno npu esvlA6j1eHuuU JIFOOBbIX UBMEeHeHUll
cemozepamMmal. bonvuuncmeo peuudueae I’lpOl/lCXO()le 6 meyenue 1-3 nem nocie OKOHYAHUSA mepanuu.

Cmanoapmu3zoearnnbvie spemernvie mouku e3samusi KM neobxooumer npu monumopunee MOAB.

OpraHmaunﬂ OKRAa3aHUuA MeI[I/IIIHHCKOﬁ IIOMOIIIH

MenunuHcKas MOMOIIb, 32 HCKIIOUEHUEM MEIUIIMHCKON MOMOIIM B paMKax KIMHWYECKOH ampoodariu,
B COOTBETCTBHM C (enepaibHbiM 3akoHOM oT 21.11.2011 Ne 323-®3 (pea. ot 25.05.2019) «O6

OCHOBAXx OXpaHsbl 310pOBbs rpaxaan B Poccuiickoit denepannm» OpraHu3yeTcsi 1 OKa3bIBACTC:

B cooTBeTcTBUHU C [lojoxkeHnem 00 opraHu3alMM OKa3aHUS MEAMIIMHCKOW TMOMOIIM TIO0 BHAAM

MEIUIMHCKOW TOMOIIM, KOTOPOE YTBEP)KIAETCS YIOJIHOMOYEHHBIM (elepalbHbIM OpPraHoM

WCIIOJIHUTEIHHOU BIIACTH;

e B COOTBETCTBHH C MOPSIIKOM OKa3aHHUsS MOMOIIU O MPOQPIIIO «TEeMATOJIOTH», 003aTeNbHBIM /IS
UCIIOJIHEHNU Ha Tepputopun Pocculickoilt denepanny BceMU MENULIIMHCKUMU OpraHU3alusIMy;

e HAa OCHOBE HACTOSIILIUX KJIMHUYECKUX PEKOMEHALINI;

e C YYETOM CTAHJIAPTOB MEIUIIMHCKON MOMOIIM, YTBEPKIACHHBIX YIOIHOMOUYEHHBIM (hefepanbHbIM

OpraHoMm HUCIIOJTHUTEIbHOM BIIACTH.

[lepBruyHas cnienuanu3upoOBaHHASI MEUKO-CAHUTAPHAS TOMOIIb OKA3bIBACTCS BPAYOM-T'€MAaTOJIOTOM U
WHBIMH BpadyaMU-CIEIUATUCTaMU B IIEHTpe aMOyJlIaTOpHON TeMaToJI0THYeCKON/OHKOIOTHYECKON
NOMOIIM MO0 B TEPBUYHOM TIeMaTOJIOTHYECKOM/OHKOJIOTUYECKOM KaOWHETe, MepBUYHOM

IréMaToJIOTMYCCKOM OTACIICHUH, IMMOJIUKIMHUYICCKOM OTACIICHUN OHKOJIOTHUYCCKOIO JUCITaHCCPAa.

[Ipu BbIsIBICHUHN Yy OOJIBHOTO BOJIOCATOKJIETOUHOTO Jieiko3a (BKJI) win momo3pennn Ha HEro Bpadu-
TEpAreBThl, BpPauu-TEPANEBTHl yYacTKOBBIC, Bpadu oOOIIEH MpaKkTUKH (CeMEeiHbIe BpavH), BpavH-
CHEIUATNCTBI, CPETHUE MEAUIIMHCKUE PAOOTHUKU B YCTAHOBJIIEHHOM MOPSIKE HANPABIAIOT OOJIBHOTO
Ha KOHCYJBTAIIMIO B IICHTP aMOYJIAaTOPHOW TIeMaTOJOTHYECKOW/OHKOJOTHUECKOW IMOMOIMM JIMOO B
MEPBUYHBIA TEMATOJIOTHUYECKUN KaOWHET, MEePBUYHOE TE€MAaTOJOTUYECKOE OTIEICHHE MEIUIIMHCKON

OpraHu3alnu JJI1 OKa3aHUs EMY HCpBH‘-IHOfI CHGHI/IaJII/BI/IpOBaHHOﬁ MGI[HKO-C&HHTapHOﬁ IIOMOILH.



Bpaq—reMaTonor aM6y.]'IaTOpHOFO WK CTAallMOHApHOI'0 3B€HA reMaToJIOTUYeCKOM oMo OpraHu3ycT
BBIITOJIHCEHUEC NUAIr'HOCTHYCCKUX I/ICCJIG,IIOBaHI/Iﬁ, H606XOIII/IMBIX JJIA YCTAHOBJICHUA AWArHO34, BKIIKOYasa
paciipoCTpaHCHHOCTL U CTaauro 3a00JIeBaHUS. B ciIydya€ HCBO3MOXHOCTH  IIPOBCIACHM:A
JUarHoCTU4YCCKUX I/ICCHCI[OBaHI/Iﬁ MaouCHT HaAOpaBJIACTCA JiCHallMM BpadOM B MCIUIMWHCKYIO
OpraHu3aImlo, OKa3bIBAOUIYTO MCIUIUHCKYTO IIOMOIIIb 0O0JILHBIM C IeMaToOJIOI'M4YC€CKUMHA
3a00JICBaHUSIMH IJIs1 YCTAHOBJICHHA JUArHo3a MW OKa3aHUs CHGI.[PIEUIPI?;PIpOBElHHOﬁ, B TOM 4YHCIIC

BBICOKOTEXHOJIOTMYHOM, METUIIMHCKON ITOMOIIIH.

[TIpu BbABnenun BKJI wim momo3peHMH Ha HEro B XOJE€ OKa3aHUs CKOPOW MEIUIIMHCKOW MOMOIIMN
OOJILHOTO TEPEBOAT WIIM HAIPABIISIOT B MEAUIIMHCKUE OpPraHU3aIlMH, OKa3bIBAIOIINE MEIUIIMHCKYO
MTOMOIIIh OONBHBIM C TE€MAaTOJOTHYCCKHUMHU 3a00JICBAaHUSAMH, JJIS ONpPEICICHUS TAKTUKU BEACHUS W
HEOOXOMMMOCTH  TPUMEHEHHUS  JIOMOJHUTEIBHO  JIPYTUX  METOIOB  CIEIUATU3UPOBAHHOTO

IIPOTUBOOITYXOJICBOT'O JICUCHU.

Cnernuanu3upoBaHHas, B TOM YHCJIC BBICOKOTEXHOJOTHYHAS, MEIUIIMHCKAs TIOMOIIb OKa3bIBACTCS
BpauyaMHU-TeMaToJIOTaMH B MEIUIIMHCKUX OPTraHU3aIUgX, OKAa3bIBAIOIIMX MEIUIIMHCKYIO IOMOIIH
oompHbiM  BKJI, wmerommx JUIEH3WI0, HEOOXOAMMYI  MaTepUaibHO-TEXHUYECKYI0  0asy,
CepTU(UIIMPOBAHHBIX CIICIIMAIIMCTOB, B CTAIIMOHAPHBIX YCIOBHUSAX M YCIOBHIX THEBHOTO CTaIllMOHApa U
BKJIIOYaeT B ce0sd TpouiIakTuKy, AMArHOCTUKY, JICUCHHWE TeMaTOJOTUYECKHX 3a00JIeBaHMA,
TPEOYIOIMX UCIIOJIB30BAHUS CICIMATBHBIX METOJIOB U CIIOKHBIX YHHKAJbHBIX MEIUIIMHCKHUX

TEXHOJIOTHH, a TAaK)KE METUIIMHCKYIO PEaOHIUTAIIHIO.

B meaumuHCckoM opraHu3anuM, OKa3bIBAIOIIEH MEAUIMHCKYIO Tomollb OonbHbIM BKIJI, TakTuka
MEJUIIMHCKOTO OOCJICIOBAHMS U JICUCHUSI YCTAaHABIMBACTCSI BpauaMHU-T€MaToJIOTaMU C TIPUBJICUCHUEM
Mpyu  HEOOXOAMMOCTH JPYyTHX BpadyeH-CICIMAINCTOB, €CIM IOTpPeOyeTcs — ¢ TPOBEACHUEM
KoHcuIMyma. Permenume KkoHcuimymMa Bpadeil  odopmiisieTcs  MPOTOKOIOM, — IOAMHCHIBACTCS

Y4aCTHUKaMU KOHCUJINYMa Bpaqefl U BHOCUTCS B MCAUTINHCKYIO JTOKYMCHTAIIUIO OOJILHOTO.

[Tokazanua K rocnuTanu3aldd B KPYDIOCYTOYHBIM WJIA JHEBHOW CTallMOHAP MEIUIMHCKOU
OpraHM3all{, OKa3bIBAIOLIEH CHEUUAIM3UPOBAHHYK), B TOM YHCIJIE BBICOKOTEXHOJIOTHYHYIO,
MEIUIMHCKYI0 TOMOULIb MO MNPO(HII0  «OHKOJOTHS»  OMNPENENsIoTCS  BpauoM-TeMaTojIoroM/

KOHCHUJIMYMOM Bpadel ¢ MPUBJICUCHUEM ITPH HEOOXOAMMOCTH APYTUX Bpadei-CIICIIHAIICTOB.
IToxa3zanusa aJ19 NJIAHOBOM TrOCIIUTAJIN3AINHA:

e MOATBEpKJAeHHBIN quarno3 OILI;
e nposenenue UP;

e IIPOBEIECHUE KOHCOJIUINUPYIOLIETO JICUECHUS.
IMoka3anus QI IKCTPEHHOM IOCIUTAIU3ANUMN:

e mozno3penue Ha auaruo3 OIJLL

Ioxa3zaHus K BbINMCKE NANMEHTA U3 CTAlMOHApA:

e JNOCTMIKCHHUC PCMHUCCHUHU B XOAC MHAYKIIMOHHOIO JICUCHUS



e IIPOBCACHUE TCPAIINH KOHCOINAAIIUN PEMUCCHUM.

3aKiIroueHre 0 1eIecoo0pa3HOCTH NepeBoja O0IBLHOTO B MPOGUIBHYI0 MEIUIIMHCKYIO OpPTaHU3aIUI0
OCYIIIECTBIISICTCA TOCIE TMPEABAPUTEIBHON KOHCYJIBTAIMA IO TMPEJOCTABICHHBIM MEIUIIUHCKUM
JOKYMEHTaM W/WIK TPEeIBapUTEILHOTO0 OCMOTpa OOJBHOTO BpauaMHU-CIEIMATUCTAMH MEIUIIUHCKON

OpraHu3alliy, B KOTOPYIO [JIAHUPYETCS IEPEBO/I.

OpraHu3anMoHHbIe BONMPOCHI. YUUTHIBAS PEKOMEHIAIMH €BPOIIEHCKOTO U MUPOBOTO COOOIIECTBa, a
TaKkxke coOCTBEHHbIM onbIT 1o jJeueHrnto OMIJI u OIlJI B akageMUUeCcKUX U pPErMOHAIbHBIX LEHTPAX,
XOTeJIOCh OBl MOAYEPKHYTh, uTO JedeHue mnaumeHtoB ¢ OJI (B uactHoctu, OIUI) momxHO
OCYIIECTBIATHCA JIMIIb B TE€X MEAMIMHCKUX YUYPEKICHUSX, B KOTOPBIX €CTh Bpaud BCEX
CHelMaNbHOCTeH (MHOTONPO(HUIbHBIE KIMHUYECKWE OOJBHHIIBI, TPU KOTOPBIX CYIIECTBYIOT
COOCTBEHHbIE OT/EJEHUSl MEpPeIUBaHUs KPOBU WJIM JOCTYIIHA KpPYIVIOCYTOYHAsi TpaHC(y3HOHHas
MOMOIIb) M OXBaT HACEJICHHsI Y KOTOPBIX cocTamisieT He meHee 500 Toic. MHAyKIIMOHHAS Tepanus
JOJIKHA MPOBOAMTHCS JTUIIb B TEX LIEHTPAX, B KOTOPHIX YKCIO manueHToB ¢ OMJI B ron coctaBisieT He
MeHee 5 M B KOTOPBIX BBINOJIHSETCS B TOM uucie M Bbicokono3Has XT. B coorBeTcTBUU € 3TUMU
PEKOMEHJIallMsAMHA LEHTpPBI, KOTOopble MpoBoAsaT Jjedenue S5—10 manumentoB ¢ OMJI B roam, Oyayt
ctankuBathcs He Oonee ueM ¢ 1 manmentom ¢ OIJI kaxkasie 2 roga. XOTsS 9TO U OTPAHUYHUBAET OIBIT
HeOonbmnX 1eHTpoB B JieueHuu OINJI, coBepiieHHO SICHO, YTO ONTHUMAJIbHBIM pe3yabTaT 3aBUCUT OT
OBICTPOrO MPOBEACHUS JUArHOCTUYECKUX Mpoueayp, focryna k ATRA** u komnoneHTam KpoBu. IT0
MOTYEPKUBAET HEOOXOIUMOCTh CO3/IaHUsl HAIIMOHAJIBHBIX PEKOMEHJAIUMN, KIMHUYECKUX MPOTOKOJIOB,
MPOBEACHUS KOONIEPUPOBAHHBIX MCCIEIOBAHHI C LETbIO MOBBIIEHUSI KIMHUYECKONH HACTOPOKEHHOCTH
U OBICTPOTHI IEUCTBUM, KOTOPbIE HEOOXOIUMBI /111 CBOeBpeMeHHOM nuarHoctuku OILJI u anpexkBaTHOM
COMPOBOJUTENBHON TEpanuy, HaMpaBICHHOW HA CHI)KEHHE JIETalIbHOCTH B MEPUOJ WHAYKIIUH,

HE3aBUCHUMO OT BCIIMYHUHBI IrEMATOJIOTHYCCKOro nNCHTPA.

Nugpopmanus mo npumenenuro ATO B Pocenu. [Ipenapar ATO 3apeructpuposan B Poccun, ogHako
OH OTCYTCTBYET Ha POCCHICKOM (papMalleBTUUECKOM pbIHKE. TeM He MeHee He3aperucTpupoBaHHbBIC
TOProBbl€ HAMMEHOBAaHHSI MOTYT MCHOJIb30BaThCsl B JedyeHHH mnanueHTtoB ¢ OIIJl Ha ocHoBaHuu
KOHCWJINYMa Bpayeld U Ha OCHOBAaHMM IpHKa3a MUHHUCTpa 3ApaBooxpaHeHus Poccum Ne 494 or 9
aBrycra 2005 . «O0 obecrnieueHUr OOJBHBIX JEKAPCTBEHHBIMH CPEACTBAMH I WHIUBUYABHOTO
MPUMEHEHUS 0 JKU3HEHHBIM NOKazaHusiM», cT. 47 u cT. 48 ®enepanbHoro 3akoHa ot 12.04.2010
Ne 61-®3 «O06 obpamiennu JIeKapcTBEHHBIX cpencTB» u [loctanosnenus [IpaButenscTBa Poccutickoit
@eneparuu ot 29.09.2010 Ne 771 «lIpaBuna BBO3a JIEKAPCTBEHHBIX CPEACTB JUISI MEIUIIMHCKOTO
npuMeHeHus: Ha TeppuToputo Poccuiickoit @enepanuny. Takum 00pa3oM, B KAKIOM MHIUBHUIYyaTIbHOM
CIy4ae Ha OCHOBAHMH KOHCUJIMYMa Bpadyedl MOXKHO NOJIy4uTh paspemieHue Mwunsapasa Poccun Ha
BBO3 M HCHOJb30BaHME y mnauueHTtoB ¢ OILJI He3aperucTpupOBaHHOIO TOPrOBOIO HAaMMEHOBAHUS

npenapara ATO**.



6. JlonoaHuTeabHAsA HHGOPMAaLMs, BJIUSIONIAS HA
TeUeHHe U UCX0I 3200/ IeBaHUSA

IToaroroBka 00pa3uoB A1 MOJIECKY/JISIPHO-TEHETHYECCKUX UCCIEJOBAHNN M UX XPaHEeHUe
FISH

Jns FISH-uccnenoBanus Heooxoaumo ot 3 10 4 mazkoB KM u ot 3 10 4 mazkoB [1K, monydeHHBIX Ha
MOMEHT YCTAaHOBIJICHHS auarHo3a. OOpasiiel MOTYT OBITh OTIPaBJICHBI TP KOMHATHOM TeMIIepaType.
Ma3sku, KOTOpbleé HE HCHOJB3YIOTCS HEMEMJIEHHO, NIOJDKHBbI XpaHuTbes npu —20 °C, MNOKpbIThIE

aJIOMUHUEBOM Oymaroi.
OT-IILP

Jns Beiaenenuss PHK u OT-IILP tpedyetcs 1 mpodupka ¢ KM (2—-3 mur) unu 1 mpo6upka ¢ [TK (20-30
MJ1, TockosbKy dacto mpu OILJI peructpupyercs mryOokas JTSHKOIICHHs ), coAaepKalias Ju00 muTpar
HaTpus, MO0 dTHWICHInaMuHTeTpaykcycHyo kucioty (EDTA). O6pasibr KM wnu [1K qomkHbl OBITH
oOpaboTaHbl B TeueHue 24 4. BpineneHHble MOHOHYKJIEApHBIE KJIETKM B TyYaHUIMHE W30THOIMAHATe

MoryT xpanutbes npu —20 °C. [Ins Bcex nccnenoBanuid npeanouturencH KM.
Kapuorunuposanue u FISH

s o6sranoro kapuotunupoBanus u FISH-uccnemoBanmss KM (o0bem 1-2 mi) momkeH OBITh
NOMENIeH B MPOOMPKY C TemapuHOM M OTHpaBiIeH NpU KOMHATHOM Temmeparype. OO6pasiipbl,
o0paboTaHHbIE MPU MOCTYIUIEHUH B JAa0OpaTopuio B BUAE OCAXKIACHHBIX siep, (PUKCHPOBAHHBIX C

MTOMOTIIBIO0 METAHOJIA U YKCYCHOM KUCIOTHI (3 : 1), MOTYT XpaHuThcs npu Temmneparype —20 °C.



Kpurepun onieHKH KayecTBa MEIUIIUHCKOU MOMOLIH

Kpurepun oneHkn KkayecTBa MeIMIIUHCKONA MTOMOIIHA

Kputepumn kauecrBa

OueHKa BbINOJIHEHUNA

Y nauveHTa c nogo3peHneM Ha OIJ1 BbinofHeH cbop aHaMmHe3a (B TOM uwucne
CEMENHOro v NpodeccnoHansHOro) v xanob

LNa/HeTt

MauveHTy c nopo3peHmeM Ha OIlJT npoBeaeHo du3nkanbHoe obcnenoBaHue,
BKJtOYalOLLEee M3MEpeHWe pocTa W Maccbl Tena, TemnepaTypbl Tena, OUEeHKY
COCTOSIHUSI KOXHbIX MOKPOBOB, KOCTHO-CYCTaBHOM CWUCTEMbI, BbiSiBIeHUE MpPU3HAKOB
remMopparmyeckoro CuMHApoMa, Haauuue renaTocnseHoMmeranuu, nuMmdaseHonaTuu,
HanuumMe nNpmusHakoB ANCHYHKUUM cepaua, Nerknx, nevyeHun, opraHoB 3HAOKPUHHOM,
HEPBHOW CUCTEMBI

HNa/HeTt

MaumeHTy c nogo3peHumeMm Ha OMJT nmnn c BepudwuumposaHHbiM OMJ1 Ao Havana
neyeHns wn B Xode Tepanuu BbiNonHeH o6wui aHanu3 K ¢ noacyeTom
nenKounTapHo GOpMybl N onpeaeneHneM Yyncna peTuKyoumMTos n TpoMb6oLMTOB

LNa/HeTt

MaumeHTy c nogo3peHumeMm Ha OMJT nnn c BepudwuumpoBaHHbiM OlJ1 Ao Havana
neyeHns 1 B xoae Tepanuu BbINOSHEH BMOXMMUYECKMA aHann3 Kposu (obwmin 6enok,
anbbyMnH, MoOYeBMHA, KpeaTUHWUH, Kasui, HaTpUW, KanbuWi, nakTaTaerngporeHasa,
weno4yHas cbocd)aTa3a, TpaHcaMMHasbl anaHWHOBas M acnaparuvHosas, 6unnpy6buH
06wWwmin, cBOOOAHbBIN N CBSA3AHHbIN)

LNa/HeTt

MaumeHTy c nogo3peHumeMm Ha OMJT mnn c sBepudwuumposaHHbiM OlMJ1 go Havana
neyeHns U B XoAe Tepanuu BbINOSIHEHO MWCCNefOBaHWE CBepTbiBAlOWEN CUCTEMbI
KpoBU (aKTMBUPOBaHHOE 4YacTU4YHOe TpoMb6OMnIacTMHOBOE BpeMsi, NPOTPOMOBUHOBOE
BpeMs, TpoMbuHoBoe BpeMsl, pnbpUHOreH)

LNa/HeTt

Y naumeHTa € nogo3peHuem Ha OMJ1 mnm c BepuduumposaHHeiMm OMNJT o Havana
fleyeHns n B Xo4e Tepanuu BbiNoNHeHO Y3W opraHoB 6ploWHOM MNONOCTUM C
onpefeneHneM pa3sMepoB MeYeHW, CeNneseHKM U BHYTPUOPIOLWHBbIX NnMdbaTnyeckmnx
y3710B, a TaKxe Y3/ opraHoB Masoro Tas3a Yy XeHLWMUWH U NpeacratesibHoM Xxenesbl y
MY>KYMH

[Na/Het

Y nauuweHTa c nogo3peHueM Ha OMJ1 mnn ¢ BepudunumposaHHbiM OlMJ1 o Hayana
nevyeHns n B xoAe Tepanuu BbINOsIHEHA peHTreHorpadus u/unm KT opraHoB rpyaHoOm
KNeTKM

Na/HeTt

Y naumeHTa € nogo3peHuem Ha OMJ1 uam c BepuduumposaHHbiM ONJT o Havana
nle4yeHnsa n B xoae Tepanun BbinosiHeHa KT ronoBHOro mosra

Na/HeT

Y nauuweHTa c nogo3peHumeM Ha OMJ1 mnn ¢ BepudunumposaHHbiM OMJ1 4o Hayana
nevyeHns M B XoAde Tepanuu noaydeH umMtTonormyeckmin npenapat KM nytem nyHKUum
W BbIMO/IHEHO LMTOJIOFMYECKOE U LMUTOXMMUYECKOE WCCef0BaHME OMNyXOseBbIX
KneTok B acnupate KM

LNa/HeTt

10.

MaumeHTy ¢ OMNJ1 BbINONHEHO UMTOreHeTnyeckoe u/unu FISH-uccnenosanue un MLUP-
nccnefoBaHMe XMMEpPHOro TpaHCcKkpunTa B nyHkTate KM

[Na/Het

11.

Y naumeHTa c nogo3peHneMm Ha OIllJ1 He3ameanutenbHO, A0 TE€HEeTUYecKoro
NOATBEPXAEHUA AMArHo3a, HayaTa COMpoBOAMTENIbHAs Tepanus, HanpasfieHHas Ha
KOppeKuuto remocTasa, u crneunduyeckas tepanmsa ATRA**

LNa/HeTt




12.

MaumeHTy ¢ BepuduumpoBaHHbiM OIJT npoBeseHa cneunduyeckas Tepanus,
BkAtovaowaa anddepeHumpytowiee nedeHne (ATRA**) n uMToTOKCMYECKYIO Tepanuio
nnéo ATO

[Na/HeTt
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KoH(IuKT HHTEpecoB: aBTOPHI HE UMEIOT KOH(IUKTAa HHTEPECOB.




IIpunoxkenne A2. MeronoJiorusi pa3padoTKku
KJINHUYECKHUX PeKOMEHIAIMT

LleseBasi ayTuTOPUS KINHUYECKUX PEKOMEH/TAIIUIA:

1. Bpauu-remaronoru

2. Bpauu-oHkoisoru

3. Bpauu-TepaneBThl

4. Bpauu-akyepbl-ruHEKOI0T U

5. Bpa‘—II/I-aHeCTGBI/IOJ'IOI‘I/I-peaHI/IMaTOHOFI/I

6. Bpaun-kinHuueckue GpapMakoioru

MeTonoaorus c6opa 10Ka3aTeIbCTB

MeTtoapl,

JTaHHBIX.

WCIIOIb30BaHHBIC 71 cOOpa/CeNeKIuu JOKa3aTelbCTB: IOMCK B AJICKTPOHHBIX 0a3zax

Ornucanue METO/10B, UCTIOIB30BAHHBIX JIJIs1 COOpa/CEIEKIINKM 0Ka3aTeIbCTB: J0Ka3aTeIbHON 0a30i JIs

pEKOMEHJIAMi ABJSIOTCA MyOnuKanuu, BomeAmue B KoxpeiHoBCckyro OuOmMMOTeKy, 0a3bl JTaHHBIX
EMBASE u MEDLINE. I'my6una noucka coctaBuia 10 Jer.

Taoauuma A2.1.

[lIkana oueHKHW YpoBHEH JocTOBepHOCTU pAokazarenbctB (YIJ[) nmns mertonos

AUarHOoCTHUKHU (I[I/IaI‘HOCTI/I‘-IeCKI/IX BMeH_IaTeJ'IBCTB)

yaan Pacwmdposka

1 CuctemaTtmnyeckme 0630pbl MCCNeaoBaHWI C KOHTponeM pedepeHCHbIM MeToAOM WM CUcTeMaTuyeckmin 063op
paHAoOMU3MPOBaHHbIX KU ¢ npuMeHeHneM MeTaaHanmsa

2 OTAenbHble WCCNEe[0BAHUA C KOHTPOJEM pedepeHCHbIM METOAOM WM  OTAE/bHblE paHAOMU3MpOBaHHble KU u
cucrtematmyeckme 0630pbl nccnegoBaHuii noboro gmsarHa, 3a UCKIYEHNEM paHAOMU3NPOBaHHbIX KU, ¢ npumeHeHneM
MeTaaHanmsa

3 WccneposaHua 6e3 nocnenoBaTeslbHOro KOHTPONs pedepeHCHbIM MeToAOM WAW UCCNeafoBaHust € pedepeHCHbIM
METOAOM, He $BASAKWMMCA He3aBUCMMbIM OT WCCNefyeMoro Metoda, WM HepaHAOMU3MPOBAHHblE CPaBHUTENbHbIE
nccnefoBaHus, B TOM YMCNE KOrOPTHbIE UCCIeA0BaHNS

4 HecpaBHUTENbHbIE UCCIEA0BAHMS, ONMMCAHNE KIIMHMYECKOro ciy4as

5 MmMeeTcsa nuwb 060CHOBaHME MexaHM3Ma AeNCTBUS UM MHEHME 3KCMepTOoB

Taoauma A2.2.

[Ilkana oleHKU YpPOBHEW TOCTOBEPHOCTH aokazarenbcTB (YIJ1) st meronos

NpoUIaKTUKH, Je4eHus MU peadunurtanuu (IpoQUIaKTUYECKUX, JIe4eOHbIX, PeadMIMTALIMOHHBIX

BMEIIIATEIIbCTB)
yaan Pacwumdcdposka
1 CucremaTtmyeckumm 0630p PaHAOMU3NPOBAHHbIX KU ¢ NPpUMEHEHNEM METaaHalsIn3a

2 OTaenbHble paHaoMusnpoBaHHble KW 1 cuctemaTnyeckne 0630pbl MccnenoBaHuii Noboro AnsamHa, 3@ WCKIYEHUEM
paHaoMu3nMpoBaHHbIX KW, ¢ npuMeHeHneM MeTaaHanusa

3 HepaHAOMM3NpPOBaHHbIE CPaBHUTENbHbIE UCCNEA0BAHNSA, B TOM YNCE KOFOPTHbIE UCCNeA0BaHUS

4 HecpaBHuTenbHble WCCNeAOBaHWS, OMUCAHWE KIMHUYECKOro C/flydas WM Cepuu CryyaeB, WCCNefoBaHusl «cny4vam-—




KOHTPOJIb>»

5 VMiMmeeTcs nuwb 060CHOBaHWE MexaHu3Ma AEeNCTBUA BMELIaTeNbCTBa (AOKAMHUYECKUE WCCNEA0BaHUA) WM MHEeHue
3KCrnepToB

Tabaumua A2.3. Illkana ouenku ypoBHel yOeautenbHOCTH pexomeHpanuii (YVYP) mis meromos
npo(UIaKTUKHU, TUArHOCTHKHU, JICUECHUS U peabunutanuu (MpodUIaKTUYECKUX, AHUArHOCTUYCCKHUX,

Je4eOHBIX, peabMIUTAIIMOHHBIX BMEIIATEIbCTB)

YYP PacwudpoBka

A CunbHaa pekoMeHzaumsa (Bce paccMaTpuBaeMble KpUTepn 3P hEKTUBHOCTU (MCXOAbI) SIBASIKOTCS BaXHbIMKU, BCe
nccnenoBaHMs MMEKT BbICOKOE WAW  YAOBNETBOPUTENIbHOE METOAOJSIOrMYeckoe KayecTBO, WX BbIBOAbl MO
MHTEPECYOLWNM NCX04aM ABNAKTCA COrﬂaCOBaHHbIMVI)

B YcnoBHasa pekoMeHaaumsa (He Bce paccMaTpuBaeMble Kputepumn 3dbdeKTUBHOCTM (MCXOAbl) ABASIOTCA BaXHbIMU,
He BCe MCCNefOBaHWS WMMEKT BbICOKOE WM YAOBNETBOPUTE/IbHOE MEeTOAOSIOrMYecKoe KayecTBO U/Min ux
BbIBOAbI MO MHTEPECYIOLWNM UCXOAaM HE SIBASKOTCS COrflacoBaHHbIMK)

C Cnabasa pekoMeHaauust (OTCYTCTBME AOKa3aTeNbCTB HaZNexalero Kkayectsa (Bce paccMaTpuBaeMble KpUTEpUU
3PeKTUBHOCTM (MCXOAbl) SBAAKTCS HEBaXKHbIMU, BCE WCCIEA0BaHMS WMMeKT HMU3KO0e MeTOoAO0s0rnyeckoe
KauyecTBO M UX BbIBOAbI MO MHTEPECYIOLWMM NCXOAaM HE SABMSIKOTCS COr1acoBaHHbIMMN)

Onucanue MeTo1a BAJIUMAM3AIUU PEKOMEHIALMH:

e Hacrosmue pexomeHAalMK B MPEIBAPUTEIbHON BEpCUM ObUIM PELEH3UPOBAHBI HE3aBUCUMBIMU
AKCIIEPTaMH, KOTOPBIX TOMNPOCHIM MPOKOMMEHTHUPOBATh MPEXKIAE BCEro TO, HACKOJIBKO
MHTEpIIPETALNsl T0KA3aTENbCTB, JEKAIIUX B OCHOBE PEKOMEHIAINH, JOCTYIIHA JJIs IOHUMAaHMS.

e IlosmyyeHbl KOMMEHTapUU CO CTOPOHBI Bpadeil MEPBUYHOIO 3BEHA U YYACTKOBBIX TEPAIEBTOB B
OTHOILIEHUH JOXOJYMBOCTU M3JIOKEHHUSI PEKOMEHIAlMI U UX OLIEHKA BaXXHOCTHU PEKOMEHIAIMN KaK
pabouero HHCTpYMEHTA MOBCEIHEBHON MPAKTUKH.

o IIpenBaputenbHas Bepcusi Obula Tak)Ke HaIlpaBieHa PEIEH3EHTY, HE MMEIOIIEMY MEIULUHCKOTO
oOpa3oBaHus, AJIs MOJIYyYSHHUS] KOMMEHTAPUEB C TOUKU 3PEHUS EPCIEKTUB MAlMEHTOB.

o KoMMeHTapuu, Moly4eHHBIE OT HKCIEPTOB, THIATEIBHO CHUCTEMATH3WPOBAIUCH M OOCYXKIAIUCh
npencenaresieM M wieHaMu paboueidl rpynnbl. Kakaplii MyHKT 0OCyXAajics, U BHOCHUMBIE B
pe3ysibTare 3TOr0 M3MEHEHHUSI B PEKOMEHJAUWU PETUCTPUPOBAIUCH. ECiIHM K€ H3MEHEHHs He

BHOCHJIMCDH, TO PCTUCTPHUPOBAINCH MIPUYMHBLI OTKa3a OT BHCCCHUA U3MECHCHHUM.
KOHch]bTaIII/Iﬂ N IKCIIEPTHAA OLCHKA:

o [IpenBaputenbHas Bepcusi ObUia BBICTABIEHA I MIUPOKOTo oOcyxaeHus Ha caiite HI'O ¢ nenbro
HIMPOKOTO 0OCYKJIEHUS M COBEPILICHCTBOBAHUS PEKOMEHIAIUH.

e IIpoekr pexoMeHganuii ObLT PELUEH3UPOBAH TaKXKE HE3aBUCUMBIMU HKCHEPTAMH, KOTOPBIX
MONPOCUIM MPOKOMMEHTUPOBATh MPEXKAE BCEr0 JOXOAYUBOCTH M TOYHOCTh HWHTEPIPETALUH

Jl0Ka3aTeabHON 0a3bl, Jiexalleld B OCHOBE PEKOMEHIAIHi.
IMopsiiok 00HOBJIEHNSI KIMHUYECKUX PEeKOMEH AU

Mexanu3M OOHOBJIEHHS KIMHUYECKUX pCKOMeHI[aHI/Iﬁ npeaycMarpuBactT HMX CHUCTECMATHUYCCKYHO

aKkTyaJM3aluio — He peke yeM | pa3 B 3 roja wiM IpH MOSIBICHUMM HOBOW MH(GOpPMAallUU O TaKTUKE



BEJICHUS TAIMEHTOB C JaHHBIM 3a0osieBaHueM. Pemienne o0 OOHOBIEHWM NpUHUMaeT MuH3IpaB
Poccun Ha  OCHOBE  NPENIOKEHMM, NPEACTABICHHBIX  MEIMIMHCKUMU  HEKOMMEPYECKUMU
npodeccuoHabHbIMU  opranu3auusaMu. CQopMUpOBaHHBIE TPEIIOKEHUS JOJKHBI  yUUTHIBAThH
pe3yabpTaTbl KOMIUIEKCHOM OLIEHKM JIEKAPCTBEHHBIX IIPENApATOB, MEAWLIMHCKUX HW3ACIUM, a TaKXKe

pe3yabpTaThl KIMHUYECKOW anpodanuu.



Ipuaoxkenue A3. CBsi3aHHbIE JOKYMEHTbI

Hpunoxenne A3.1. IIpoTokobl Je4eHHs OCTPOro MPOMHUJIOUMTAPHOIO CHHAPOMA

Cxema neuennst OIJI mo nmporpamme AIDA/mAIDA [4,37,56]

Mpynnel pucka:
Huzkoro = WBGC < 10*10%],
Bricokoro = WEC > 10*10%1

KoHconuaauma pemmuccim

Kypc 1 Kypc 2 Kypc 3
NHOyKuMs pemuccum
v A 4
* Unapy6uumd 12 mrim? | [ \/ \/ §
“ﬂ;‘:"‘%ﬁg““ 8/ woires o] (DR et e E
3Rty IB|HH pomid
« ATRA T :
45 Mr/M? B geHb v \/ T v \J
3a Aga npuema Foyns MirTo 10 mriarin x 3
BRICOKOMD Moa 5 uriulin x 4 APA-L 200 uriwlin £ T Maa 12 uriw'ig x 1
1 -3{] AHW pCEN ATRA 45 uriufig x 15 24-4BC0BIA HHAYY IR ATRA 45 wriutin x 15
ATRA 45 urhw'in x 15
L ° ° . ®

« @ NiomBanbHbLIe  NYHKLMKM BLINONHRKT TONeKS OOMNBHBIM W3 FPYNNLl BRICOKOMD PWCKE, ONTUMansHo - nocne
BOCCTAHOBNEHWA NOKA3ATENEN KOANYNOTPaAMME! W Neputepuyeckon kpoen (NS)

. * MYHEUW K KOCTHOM MO NOCNE MHAYKLMOHHOM KYPCa BRINONHAKT Ha 35-40 geHs Nepepwisa, Aanes — Nepe KanabiM
KYPCOM KOHCOMMOAUMK, MOHMTOPMHI xMMepHore Tpatckpunta PMLURARa npoBagAaT no EOCTHOMY MOArY NOGNe Kamgoro
KYPCa HHAYKUWWROHCONMAALWA, 3aTeM 1 pas B TPH MecAUa

+  MopnepswBeawan Tepanua: 6MP 50 mriw® exegresdo + ATRA 45 wriv®g 015 00MH pa3 B TPH MECALA, B TEuEHHE
[OBYX NET 0T MOMEHTA CEGHYAHWA KOHCONWAALMM

Nuapyknus:

o ATRA** 45 Mr/M?, exe/JHEBHO, TToce ejbl (B 2 MpreMa) B TedeHne MUHUMYM 30 JHEi.

o #Wpapyouumu** 12 Mr/m? 1 pas B aeus, Bo 2, 4, 6, 8-if 1uu ot Havana npuema ATRA** | kopoTkast
uHPy3usl.

Koncomunanus (1-ii kypc)
o #Wnapyouumu** 5 mMr/m’ 1 pas B eHb kopotkas uH(y3us, 1—4-if 1eHs.
Koncoaunanus (2-ii kypce) (AIDA)

o #MutokcanTpoH** 10 Mr/M’ 1 pa3 B seHb kopoTkas uH(Y3Hs, 1—5-if 1eHb.

o #ATRA** 45 Mr/m> eXKETHEBHO, TIocIe enbl (B 2 mpuema), 1—15-i neHs.
Koncoaunanus (2 kypce) (mAIDA)

« MurokcanTpon®* 10 mr/m? 1 pa3 B aeHb KopoTKast HHGY3ust, 1-3-if fcHb.
o Hurapabun** 200 mr/m> kpyr;iocyrounasi undysusi, 1-7-ii 1eHb.

o HATRA** 45 Mr/m2 eKEeTHEBHO, TocJie enbl (B 2 mpuema), 1—15-i neHs.

Konconunanus (3-i Kypc)



o #Unapyouuun** 12 mr/m? 1 pa3 B JieHb KOpoTKas HHQy3us, 1 1eHb.

o #ATRA** 45 Mr/m> €XKEIHEBHO, Mociie enbl (B 2 npuema), 1—15-i neHs.

Ioanep:xuBaromas Tepanusi

e Mepkanromypun** 50 mr/m? 1 pa3 B JIeHb, IOCTOSIHHO B T€YEHHUE 2 JIET OT MOMEHTA 3aBEPILICHUS

KOHCOJIMAAIlHH.

o #MertoTrpekcar** 15 mr/M> | pa3 B HeIemI0 B/B B TCUCHHE 2 JIET OT MOMEHTA 3aBEpIICHHUS

KOHCOJIMAAall1H.

o #ATRA** 45 Mr/m* exeaHeBHO, mocie efpl (B 2 mpuema), 1—15-if 1eHb Kaxaoro 3-ro Mecsna B

TeUYCHHE 2 JIET OT MOMEHTA 3aBCPIUICHHA KOHCOJIM AN,

Cxema neuenusi OILJI mo nporpamme 7 + 3

Mporpamma
nHAaykumn/
KOHcCOoNnMaauum

MpenapaTtbl

7 + 3 (1) + ATRA**

Lntapabun** 100 mMr/m2 B/B 2 pasa B CyTku B 1-7-1 AeHb

o [JlayHopybuumn** 60 mr/m2 B/B 1 pa3 B AeHb B 1-3-i1 AeHb
nnu

e MWTOKCaHTpoOH** 10 Mr/m2 B/B 1 pa3s B AeHb B 1-3-11 aeHb
nnu

e uaapybuumH** 12 Mr/m2 B/B 1 pa3s B AeHb B 1-3-11 AeHb

ATRA** 45 Mr/mM2 exxeiHeBHO, noc/e eabl (B 2 npuema), Ao AocTuxeHus MNP

7 + 3 (2) + ATRA**

LinTapabur** 200 Mr/M2 B/B KpyrnocyTouHo, B 1-7-i1 AeHb

e [layHopybuumnH** 60 mr/m2 B/B 1 pa3s B AeHb B 3-5-i1 AeHb
unu

e MUTOKCaHTpoH** 10 Mr/mM2 B/B 1 pa3s B AeHb B 3-5-I1 AeHb
unu

e MaapybuumH** 12 Mr/m2 B/B 1 pa3 B AeHb B 3-5-11 AeHb

ATRA** 45 Mr/mM2 exxelHEBHO, noc/e eabl (B 2 npuema), Ao AocTuxeHus MNP

Cxema sneuenusi OILJI mo nporpamme ATO + ATRA** [57]



MHayKkuma KoHconmpauuna

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/aeHb IV 2 yaca + ATRA 45 mr/m(2)/aeHs PO
exxeaHesHo A0 CR makcumym 60 gHe#n,
3aTem

ATO 0,15 mr/kr/aeHb IV 2 yaca 5 gHeit B Hegenio 4-HeaenbHble Kypcbl

¢ 4-HepenbHbIMM NepepbiBammu 4 Kypca

+ ATRA 45 mr/m(2)/aeHe PO 2-HegenbHble Kypcbl AfanTuposaHo us Lo-Coco F.

€ 2-HeaenbHbIMM NepepbiBamu 7 Kypcos

N Engl J Med. 2013 Jul
11;369(2):111-21

Jo3upoBKa, cnocod npuMeHeHus, HexkesIaTeabHble siBleHusst ATRA** [4]

Jloza ATRA** cocraBiser 45 MI/M? B JIcHb BHYTpPb, 038 MOXET Pa3ae/IAThCs Ha 2 PUEMA — YTPOM H

BEUYEPOM TIOCJIE elbl (3KeTaTeIbHO C OMpeNeJIeHHBIM COojep)KaHueM XKupoB). [Ipemapar npuHHMaeTCs

exenHeBHO 10 noctkenus [1P (munumym 30 nueit, Ho He Oosiee 90 aHEN).

Ha ¢done Tepanuu ATRA** Bo3MOXHO pa3BUTHE CIEAYIOMMX MTOOOUYHBIX d()PEKTOB:

. 'OJIOBHaA 60.]1]3, COHJIMBOCTb, MOTYT OINPCACIIATHCI MCHUHICAJIbHBIC 3HAKH (pI/IFI/II[HOCTB

3aTBUIOYHBIX MBI, cuHIpoM KepHura), Hucrarm;

2. TOUIHOTA, pBOTA (Pa3BUTHE AHKPEATHUTA);

O 0 3 N O b

. TeMIepaTrypa, KoTopas MOXeT ObITh Kak cyOdeOpunbHOU, Tak u nomuumarbes 1o 40 °C. Ilpu

ormene ATRA** temneparypa HOopmanu3yercs B cpeaHeM uepe3 24 4. B HeKoTOphIX ciydasx,
KOTJIa €CTh TPYIHOCTH B MU (HEepeHIIMATEHON JUATHOCTHKE MTPUPOJIBI TUXOPAJKH — HHPEKITUMOHHAS
Wi Ha (oHE MpueMa pPETHUHOWIOB, BO3MOkHa oTMeHa ATRA** ma 1-2 nmus. DebOpunbHas

JIMXOPAJIKa Yalle BCEro conpoBoxaaercs cumnromatukon ATRA-cunapoma;

. KOXKHBIH 3yJl, CYyXOCTh KOXKH U CIU3UCTHIX;

. 00JIM B KOCTSIX;

. OTEKH;

. cnenupuueckue MHPUIBTPATHI (KaK JTEHKEMHU/IbI) B KOJKE, Ha TJIa3HOM JHE;

. TIOSIBJICHHUE 1IUTO3a B CIIMHHOMO3TOBOM JKUJIKOCTH (IIPU UCXOTHOM €€ HOPMaJIbHOM COCTAaBe);

. HOBBIICHUC YPOBHA TpaHCaMHUHA3.

[To6ounsie >@dexThi, pa3BuBIIMEecs HAa (OHE NPUMEHEHUS TPETHHOMHA™™®, MOryT mMmoTpeOoBaTh

HU3MCHCHUS TCpPAIInu. HaHpHMep, Opu TAKCIIBIX TOJOBHBIX 6OJIHX, 009X B KOCTAX, KOTOPBLIC HEC



KyNHUPYIOTCS aHAJbI€TUKaMU, MOXKHO BBOIUTH HEOONbLIME J03bl JekcameTazoHa™* (2—4 wmr), HO
JUINTENBHOCTh €r0 Ha3HAYEeHHs JIOJDKHA ObITh KOPOTKOM (MakCMMalabHO 7 IHEH), MPU COXPAHEHUU

TOJIOBHBIX GOJICi MOYKHO YMEHBIINTD 1 103y ATRA** 110 25 Mr/m?,

[Ipu coxpaHsrOMMXCs TOJOBHBIX 00X (MOCIE UCKIIIOYEHHS UX aHEMHUUECKOM MPUPOIbI WK B CBSI3U C
BBeneHneM ATRA**) nenecooOpasno BeimonuuTh: 1) KT-ucciaenoBanue uim MarHUTHO-PE30HAHCHYO
TOMOrpauio roJoBhI (C LEIbI0 BBISBICHHUS KPOBOU3IUSHUA); 2) CIMHHOMO3IOBYIO MYHKIIUIO TOCIIE
aJICKBaTHOW TpPaHC(Y3UOJOTUYECKON TOATOTOBKM (MEepeMBaHUE TPOMOOKOHIIEHTpATa) C IEJbIo
UCKJTIOUEHUs]  HellponelikeMuu, MHQPEKIIMOHHOTO Tpolecca (BUPYCHBI  MEHHHrOdHIEDauT,

KPUITOKOKKO3 | JIp.).

CyXOCTh KOXXKM U CIM3HUCTBIX JI€YaT CHUMITOMAarMYECKUMHU CpEeACTBaAMU (YBIAKHSIOIIMI KpeM,
NOJIOCKAHUSA ), KOXKHBIN 3yl — Mpernaparamu s JeueHus 3y/a (BKItodyasi aHTUTUCTAMUHHbBIE TTpenapaThl
U aQHECTETUKH), TPU TSIKEIBIX MPOSBICHUAX KOXKHOTO 3yaa — Hebonmpmumu nozamu (10—15 wmr

MpEeIHU30JI0HA™* *) TITIOKOKOPTUKOUIOB (OYCHB PEKasi CUTYaIIHs).

[loBbllIeHHE AaKTUBHOCTH TpaHCaMUHA3, W3MEHEHHs B aHajdu3ax Moud (32 HCKIIOYEHUEM
3HAYUTENIbHOW TpOTeuHypuu — >1 1/11) HEe TpeOyloT, KpOME IMOCTOSHHOTO KOHTPOJISA, KaKOTO-THOO
TEpareBTUUECKOT0 BO3/AEUCTBUSA. BHOBb BO3HHKINAs 3HAUYUTENbHAS MTPOTEHHYPUS MOXKET ObITh
nposinenueM JIC unu oueHs peaxuM nodouHsiM g dpekrom. JIC KynupyroT gekcaMmeTa3oHoM™**, eciu

eCTh M30JIMPOBAHHAS IPOTEHHYPHUS — MOKHO YMEHBIINTD 103y ATRA** 10 25 mMr/m>.

CnexgyeT OTMETUTbH, 4YTO THUIEPKOATYISUUOHHBIA CUHAPOM, pasBuBatomuiica npu OIUL, moxer
CIIy’KUTh OCHOBOM JUIsl Pa3BUTHs JIETOUYHOTO aclepruiijie3a, OCOOEHHO B YCIOBHUSIX [JIMTEIIBHOTIO
MPUMEHEHUS TI0 TTOBOY (heOPHIIbHON JIMXOPAJKH MIUPOKOTO CHEKTPa aHTUOAKTEPUATbHBIX CPEACTB U

Ha3HaueHUs JekcaMmeTrazoHa** nmpu nogo3penuu Ha JIC.

OebOpuibHas Juxopagka 0e3 BBIIBICHHOTO oudara WHQGEKIUH (BBIIOIHAETCS TIIATEIbHBIA MOUCK
WH(EKIIMOHHOTO oYara — KareTep, MapanpoKTHT, HWH(PUIBTpAT TOJOBBIX TyO, TalMOPUT;
OCYIIECTBIISIETCS. HEOAHOKpaTHbIN penTrenonorndyeckuit (KT) KOHTponb JerouHod TKaHH, MOCEBBI
KpOBU U3 BEHbI M KareTepa, KOHTPOJIb YPOBHs rajJakTOMaHHAHA B KPOBU U T. J.) HpPHU OTCYTCTBUU

JIpyTruX MOOOYHBIX SIBICHUM MOXKET OBITH MEepBbIM MpusHakoM pazsutus [[C.

Taxke HepeAaKo NMpH MEPEeIUBAHUU 3HAYUTENbHBIX OOBEMOB KUIKOCTH y MAIMEHTOB Ppa3BUBAETCS
neperpyska mo MajlioMy Kpyry KpoBooOpaieHus (OTEK JIETKHX), YTO MOXKET UMUTHUPOBATH KAPTUHY
JC, mosToMy HE0OXOIWM >KECTKHIl KOHTPOIb IWype3a, CTUMYIUPOBAHUE NWype3a, BBEICHHE B/B

HUTPAToOB, KaHHﬁC6CpeFaIOIHHX ANYPCTHUKOB, KapANOTOHUKOB.

B cBsa3u ¢ tem, yto pa3zBepHyThiid JC sSBIsSETCS KU3HEYTPOKAIOIMIMM COCTOSHUEM, MPH MaJiefux
npusnakax JC (1) ¢eOpunbHas nuxopaaka ©Oe3 TNpu3HAKOB UHGEKUUH, 2) JbIXareiabHast
HEJI0CTAaTOYHOCTh +\— KpoBOXapkaHbe, 3) mnpubaBka B Macce Ttena (oreku +5 kr), 4)
PEHTIeHOJIOTMYECKas KapTUHA C MHQWIBTpaTamMH, IMOXO0Xkas Ha JIETOYHBIM JUCTPEecC-CUHAPOM, S)
IUIEBPAJIbHBINA WM MEpUKapIUaIbHbIN BBIIOT, 6) TUIOTEH3Us, 7) OCTpas MoYeyHasi He0CTaTOYHOCTB)
— HeMe/IJIeHHO HAa3HAYAeTCs JeKcaMeTa3on™* 10 mr/m? 2 pasa B IeHb [0 KyIHPOBAHUS MPU3HAKOB

JC u ¢ pgoctaToyHO OBICTPOM OTMEHOM BIOCIEACTBUM (00Iass MPOJOJIKUTEIBHOCTh BBEACHUS



JeKcaMeTa3oHa™* — onmTUManbHO 7 JHEH, BCIEACTBUE BBICOKOTO PHCKA Pa3BUTHS WH(EKIIMOHHBIX
OCIIO)KHEHUH, 0COOEHHO I'pUOKOBBIX). Takol MOIX0/ HACTOSATEIHHO PEKOMEHAYETCs, HECMOTPS Ha TOT
(akT, YTO HU OJIMH U3 BBIIICYTIOMSHYTHIX TPU3HAKOB U CUMIITOMOB HE SIBJIIETCS] MIATOTHOMOHUYHBIM, U
OHM CaMH MO ce0e MOTyT OBITh CBSI3aHBI C COMYTCTBYIOIIUMHU COMAaTHYECKUMHU MPOOIeMaMu, TaKUMU
Kak OakTepueMus, Cerncuc, rpuOkoBble MHGEKINN WM 3aCTOiHAas cepieyHas HelocTarouyHocTh. [Ipu
HaJIMYUM MHQEKIMOHHOIO Ipoliecca, 3acTOMHOM cepaeyHoil HemoctaroyHocTH auarHo3 JIC He
YCTaHABIMBAIOT, HO JaXe B 3THUX CHUTyallUsIX Ha3HaueHUe JAeKcameTa3oHa** ompaBmaHo. YacTtoTa

Ha3HaA4YCHUA HGKC&MCT&BOH&** BO BCEX HMCCJICJOBAHMSIX HUKOIZA HE COBIAJAECT C YaCTOTOM pa3BUTHA

AC.

PazButus cunapoma audepeHIIMPOBKH OMYXOJIEBBIX KJIETOK MOXKHO OXKHIAaTh KaK B TIEPBBIC JTHU
npuema ATRA**, tak u mocne 3aBepiieHUs] BBEACHUS MPOTHBOOIYXOJEBBIX MpernaparoB Ha (GoHE
npoaospkatomerocs: npuemMa ATRA**, Ha BbIXofe W3 arpaHyfolMTO3a, AK€ MPU HU3KUX LUPpax
neftkormToB (Hampumep, <2 x 10°/1). Yacrora muarHoctuku J{C 3aBHCHT OT IPOrPAMMBI JICUCHUS 1

KPUTEPUEB ATUATHOCTUKH, Bapbupys oT 2 10 50 %, Ha nporpamme AIDA cocraBiss 25 %.

Boinensitor JIC: cpenneit tsbkectu — 2/3 cumnroma (B cpeqieM y 50 % nmanueHToB) U TSOKENbId — 4 U
oonee cumntoMoB (B cpemaeM y 50 %). Taxke ormeuarot parauit JIC (10 7 mre, mpumepHo y 54 %)
u no3auuit (8—14-it newb — 5 %, 15—-30-i genp — 36 %, 31—46-i1 neup = 5 %), KOTOpbIE OTIANYAIOTCS

110 TIPONEHTY JeTaIbHOCTU: 36 1 9 % COOTBETCTBEHHO.

ITpu tsxenom JIC (uckyccTBeHHAs BEHTUIIAIMS JETKUX, OCTpasi moYeyHass HeAocTarouHOCTh) ATRA**
JOJDKHA OTMEHSITHCS, €€ MPUEM BO300OHOBISETCS MOCIE KyNUPOBAHMS JbIXaTENIbHOM, MEYEHOYHOU U

MOYEYHON HEAOCTATOYHOCTH (MOXKHO B IMOJIOBUHHOM 703€).

Bpemennoe mnpekpamienne tepanun ATRA** mokazano numb B ciayyae pa3BUTHS CEPbE3HBIX
nposineHudl cunapoma nuddepenuupoBku OII (ecnu y mnamueHTa pa3BUBAEeTCs IOYEUYHAs
HEJ0CTAaTOYHOCTh WM TPeOYIOIIU MepeBo/ia B OTAEICHUE MHTECHCUBHON TEparuu PEeCrupaTopHbIN

aucTpecc-cuaapom). Bo Bcex npyrux cnydasx tepanus ATRA** nomkna ObITh MpOIOKEHA.

Ecnu na ¢done HazHaueHus naekcameTasoHa™** m mpomomkeHHoro nmpuema ATRA** peructpupyercs
nporpeccusi JIC unu orcyrctBue s¢pdexra Ha BBeneHue nekcamerazoHa**, to ATRA** cnemyer
OTMEHMTH. ECIM mociie 3TOro OTBET Ha BBEACHHE JCKCaMeTa3oHa™™ moiydeH, clieayeT MPOIOIKUTh

TCpalno a0 IMOJIHOI0 NCYC3HOBCHUA CUMIITOMOB, da 3aTEM B0300HOBUTH ATRA**,
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IHpuiaoxenue B. Unopmanusa 1J18 NaNMEHTOB

W3menenuss B 2 XpomMocomMax TMPUBOAAT K 3a00JI€BaHUIO, KOTOPOE HA3bIBAETCS  OCTPBIi
npomuenonutapusiid Jeriko3 (OILJI). [Toutu Bo Bcex ciyuasx OILI mpoucxoauT TpaHCioKaius, T. €.
MEepEeMENICHUE YacTh OJHOM XPOMOCOMBI Ha APYryr. ITo XpoMocombl 15 u 17. B atoM ciyuae
oOpa3zyeTcs MoJIOMKa B XpoMocoMe 15, kotopast oOpa3yeT pa3pbiB B 00JACTH PACIONOKEHHOTO HA HEl
reHa PML (reH npoMHUENOUUTapHOU JIEHKEMHUH), U TIOJIOMKAa B XpoMocoMe 17, B pe3ylbTaTe KOTOpOil
oOpasyercst pa3pblB B obOnactTu reHa RARA (anbda-reH peuentopa peTMHOEBOW KHCIOTHI). B
pe3yabpTare MepeMeNieHs] YacTeld XpoMOCOM 00pa3yeTcsi CIMSHUE 3TUX T€HOB U (OPMHUPYETCS Tak
Ha3bIBAEMBbIN CIUBHON TeH PML. Omom aHomanvuwlii 2eH Kooupyem o00paso8anue npomeuHd,
KOMOpblU OCMAHABIUBAEN CO3PeBanue NpeouleCmeeHHUKO8 3penviX MUeNOUOHbIX KIemOK Kposu U
KOCMHO20 MO0324 HA NPOMEICYMOUHOU Ccmaouu npomuenoyuma. IOma mMpaHcIoOKayus umeem
oobosznauenue t (15; 17).

WNnentudukanms xapakTepHON TpaHCIoOKalMu Kak myckoBoro Mexanuszma OILJl u pas3Butue Ttax
Ha3bIBAEMOM II€JICHATIPABICHHON (TapreTHOM) Tepanmuy MPUBETU K TOMY, YTO MPAKTUYECKH Yy BCEX
MAlMEHTOB, KOTOPHIM HayajJbHOE JICUCHHE MOXKET ObITh PEaITU30BAHO B IMOJHOM 00BEME, BO3MOKHO
JOCTHIKEHNE TaK HA3bIBAEMOW IOJIHOM PEMHCCHUH, T. €. MCUE3HOBEHHMS BCEX CUMIITOMOB JIEUKEMHUHU U
BOCCTAaHOBJICHUSI HOPMAJIBHOTO KpPOBETBOPEHMs. B pe3ynprare LeN€HANPABICHHOW Tepanuu
JefikeMUdecKkne OJacTHBhIC KJIETKH MOTYT CO3peTh U B JajbHEHIIEM HCTOUIUTh CBOW IMOTEHIHAT
HEKOHTPOJMPYEMOTO pocTa W MOTrMOHYTh. TeM He MeHee Ha ATOM CTaJuu BCE €Ile CYUIECTBYET
OCTaTOYHAas MOMYJSLHS JIEUKEMUYECKUX KJIETOK, [I03TOMY, €CJIH OCTAHOBUTH JICUEHHWE HA ATOM JTalle,
3a00/IeBaHME paHO WM TO3JHO OOS3aTeNbHO PEUUIUBUPYET, HYTO CHETAeT W3JICUCHUE TOYTH
HEBO3MOXKHBIM. Crenyromue BakHbie KOMIOHEHTHI JiedeHus: OI1JI qomKkHbI OBITh Takke 00s13aTeIbHO
peanr3oBaHbl: KOHCOIMAMPYIOIIEE U MOJAJepkKuBaroniee JieyeHue. [locnenoBarenbHOE BBIIIOIHEHUE
BCEX KOMIIOHEHTOB JIEYEHUS MPHUBEIO K TOMY, 4TO cerogHsd 9 u3 10 manueHTOB MMEKT peabHYIO
BO3MOXKHOCTB JIOCTHYb BEPOSITHOCTH MPOXKHUTH O3 MpH3HAKOB 00s1e3HU Oojee 5—7 net. JlocTkeHus B
Pa3BUTUU OMOJIOTUYECKUX TEXHOJIOTUW MPHUBEIU K TOMY, UYTO TENEPh LEIbI0 JETEKIIUU OCTATOUHOU
MONYJSILIUKM  JICNKEMUYECKUX KIETOK SIBISETCS paclo3HaBaHWE | MaTroJOrMyecKoM KIETKU
npuomm3uTeabHo Ha 10—100 ThIC. HOPMANBHBIX — 3TO CTajJ0 BO3MOXKHBIM C ITOMOIIBIO TEXHOJIOTHU
MOJIMMEPA3HO-IIENTHOM peakuuu. B HacTodiee BpeMs Tak Ha3biBaeMas MoJiekyisipHast pemuccust OITJT
ABIgeTCs 1eibto eueHus naurentoB ¢ OIJL. Hapsiny ¢ noctimkennem MoJeKyasipHOW peMuccuu (Wiu
MOJIEKYJISIPHOTO «OTBETa») Ba)XXHbIM KOMIIOHEHTOM HAOMIOEHUsI 3a OOJBHBIM SIBIISIETCA TaKXkKe
PEryIsIpHOE UCCIEA0OBAHUE KOCTHOTO MO3Ta METOJIOM MOJIMMEPA3ZHO-IIEMTHON PEAKIIMU B MOCIEAYIOIIHE

3Tambl — MOJIEKYJISPHbIA MOHUTOPUHI MUHUMAJIbHOW OCTAaTOYHOM (pe3uayaabHO) O0Ie3HH.
B apcenane coBpeMeHHON MEAUIIMHBI €CTh BCe npemnaparsl s dddexruBHoro neuenus OILL.

HeorbemneMbIM KOMIOHEHTOM JIEYEHHUS TTALIMEHTOB C BIiEpBbIe AuarHoctupoBaHHbiM OIUJI sBnsiercs
TaKXe COMPOBOAUTENbHAS TPAaHC(PY3HOHHAS TepaAUs KOMITIOHEHTaMH JJOHOPCKOW KPOBH, TIPEXKIEC BCETO
CBE)KE3aMOPOKEHHON TIIa3MOM W KOHIIEHTPATOM TPOMOOIMTOB. OTH KOMIIOHCHTBI HEOOXOIUMBI
Ipexkae BCEro B JIeYEHUWHM Tak HaszbiBaemou koarynonaruu OIIJl — cocTosiHMs, mpu KOTOpOM
MPOUCXOJAT HAPYIIEHUS CBEPTHIBAEMOCTH KpPOBH, B KOTOPBIX MMEETCS TMOBBIIMICHHBIA PHUCK

KpOBOI/IBHI/ISIHI/Iﬁ B COUCTAaHHUH C BOBMOKHOCTBIO TAaK¥XKEC U TpOM6OTI/I‘{eCKHX OCJI0KHEHUM.



B 3akitouenue cienyer ckaszarb, uyTo, xoTss OILJI yacTo paccmarpuBaeTcsi B paMKax TaK Ha3bIBA€MbIX
MUEJIOUIHBIX JIEMKO30B, OH JICUUTCA IO HECKOJIbKO WHBIM MPUHLHUIAM, YEM JPYrHe MUEJIOUIHbIC
JerKo3bl. TpaHCIUTaHTauMs KOCTHOTO MO3ra PEAKO pacCMATPUBAECTCA KaK KOMIIOHEHT JICYEHUS
MalKreHToB ¢ BrepBbie BbIsBIEHHBIM OILJI. B TO ke BpeMs TpaHCIUIaHTalKs KOCTHOTO MO3ra MOXKET

OBITH Ba)KHBIM KOMIIOHEHTOM JICUEHHUS peunuanBOB OIJI.



Hpuiaoxenue I.



