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FISH-uccnenoBaHue — MccaenoBaHue METOIOM (GIyopecIieHTHO! rMOpUAM3alun in situ
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TepMI/IHbI n orpene/JieHus

OCTphlit IPOMUEIOLMUTAPHBIN JIEMKO3 — 0COObIii BapMaHT OCTPOrO MMUEOMIHOTO JIeiKo3a C
npeobialaHieM ~ AHOMAJIbHBIX  MPOMMEIONUTOB,  XapaKTePUIYIOMUICSI  TeHeTUUeCKUMU
MYTaUysIMM, TIPUBOISIIMMM K peKomMOuHanuu reHa RARA ¢ reHom PML (Mmyramus
t (15; 17) (922; q12)) wiu ¢ IpyruMy reHaMM-IIapTHEPaMM.

IuddepeHIMPOBOUHBII CMHIPOM - >KM3HEYTPOJKAIOIIEe OCIOKHEHME, Pa3BUBaIOIIeecs
npu JIEYEHUM OCTPOr0 IIPOMMETOLMUTAPHOIO JIEHKO3a IMOJHOCThIO TPaHC-PETUHOEBOI
KUCIOTOM (TPETUMHOMH**) U TPUOKCHUIOM MBIIIbSIKA, KOTOPOE MMAarHOCTUPYIOT MPM HATWYUU He
MeHee 4 CUMIITOMOB U3 CJIEAYIONIEro CUMIITOMOKOMIUIEKCA: JIMXOPagKka 06e3 BbISIBIEHHO!
MIPUYMHBI, HApACTaHMe YMCIa JIEHKOIMTOB, PECITMPATOPHbIN AMCTPECC-CUHAPOM, MHPWIbTPALIVsI
JIETOYHO} TKaHM Ha PEHTTeHOTpaMMaX, TUIIOKCeMMUS, OTeKU (TMIPOTOPAKC U TUAPOTIEPUKAPH),
npubaBKa MacChl Teja, MoUevyHast HeIOCTaTOYHOCTh, apTepyaibHas TUTIOTEH3USI.

ITonHOV pemMuccHeri OCTPOro MPOMMEIONMTAPHOTO JIeKo3a MPUHSITO HAa3bIBATh TO COCTOSIHNE
KPOBETBOPHO¥ TKaHU, MPY KOTOPOM B ITYHKTAaTe KOCTHOTO MO3Tra 0OHApPYKMBaeTcs <5 % 61acTHBIX
KJIeTOK MpPU HOPMaJIbHOM COOTHOIIEHUM BCEX POCTKOB KPOBETBOPEHMS, MpPU KOIUUECTBE
HeiiTpoduioB B mepudepudeckoit kposu >1,0 x 10%/1, mpu KonuyecTse TpoMGoIKUTOB >100 x 10%/
JI, IpU OTCYTCTBMUM SKCTPAMeIY/UISIPHBIX OYaroB JiefikeMUueckoro pocta. YKazaHHble TToKasaTen
JIOJIKHBI COXPaHSIThCS B TeueHue >1 mec.

Pe3ucrenTHas ¢opMa OCTPOro IMPOMMUETOIMTAPHOrO JIEMKO3a MOXET ObITh KOHCTATMPOBAaHA
TIPU OTCYTCTBUM TIOJTHOWM PEeMUCCUM TIOCTe 3aBeplieHust 1 Kypca MHAYKUMOHHON Tepanuu. I1o
MHEHUIO OOJIBIIMHCTBA MEKIYHAPOAHBIX U POCCUIICKUX SKCIIEPTOB, Y IMAIIEHTOB C OCTPHIM
MIPOMMUETOIUTAPHBIM JIEIIKO30M, JIOKa3aHHbIM MOJIEKYJ/IIPHO-IIUTOT€HE TUYECKUMU
MUCCIeIOBAHUSIMY, TIPU  UCIIOIb30BAaHUM  TPAHC-PETUMHOEBOM  KUCIOTBI B  COUETAHUU C
XUMMOTEpANMeii  WIM  TPUOKCUAOM  MBbINIbSIKa**  pedpakTepHbIX  (GOPM  OCTPOTO
MIPOMMETOIMTAPHOrO JIEIIK03a He CYIIeCcTBYeT.

Panusas CMEepThb — CMEePTh ITallMeHTOB B Iepnuoa I/IH,E[YKLII/IOHHoﬁ Teparnn.

PenyayB oOCTPOro MPOMMETIOLUTAPHOTIO JIEHKO3a KOHCTATUPYIOT MPU OGHAPYKEHUU B
ITyHKTaTe KOCTHOTO MO3ra >5 % 6J1aCTHBIX KIIETOK.

MuyHMMa/JIBHOI OCTAaTOYHOJ OO0Je3HbIO, WM MMWHMMAJIbHOM pe3uayanbHOi 6G0lesHbIo,
Ha3bIBAIOT HEGOJIBIIYIO TIOIYJISIIIVIO OITYXOJIEBBIX KIIETOK, KOTOPast HE MOKET ObITh 3a(hyKCHpOBaHa
C TIOMOIIBIO CBETOBOTO MUKPOCKONA, HO OGHApykuBaeTcss 06ojee TOHKMMM MeTONAMM
JICCITeOBaHMSI, BBISBISTIOIIMMIY 1 TefikeMudeckyio KieTKy Ha 104 nccienyembix.

LluToreHeTMYECKAsT PEeMUCCUSI — 5TO TIOJNHAS KJIMHUKO-TeMaTOoJorMyeckas peMuccusi, Mpu
Kotopoit Metomom FISH (ucciemoBaHue meTofoM (UIyOpeclieHTHO!M TMOpummsanuu in situ) He
BBISIB/ISIETCSI C/IMBHOJ reH PML-RARA.

LIMTOoreHeTMUECKUIT PelMIMB — IIOBTOpHOe mosBjaeHue reHa PML-RARA, onpedenstoujeecs
memodom FISH, Ha ¢oHe coXpaHSIoIIelics KIVMHUKO-TeMaTOoJIOIMYecKoil peMIUCCUNA.

MonexkynsipHasi peMUCCHSI — 3TO TOJHAas KJIMHUKO-TeMaToMoTueckasi peMUCCHsi, Ipu KOTOPOit
He OOHApPYXMBAIOT WCXONHO OTPeesIBIIMICSI MEeTOIOM IOJNIMMEPA3HO-IIENTHON peakiun
XMMepHbIii TpaHcKpUIT PML-RARA mpy 4yBCTBUTENbHOCTM MeTona 1074,

MonexynsipHbIii penyuauB — IOSIBJIeHMe MCXONHO OIpefeNnsiBIIerocss XMMEPHOTO TPaHCKPUIITa
PML-RARA B ABYX ITOBTOPHBIX aHa/IM3ax (MMPOBeIEeHHbIX C KOPOTKUM MHTEPBaJIOM BpeMeHy — 7—10
IHeit) Ha (poHe COXpaHSIONIENCsT KIMHUKO-TeMaTOIOTMUeCKO PEMYCCHUM.

TpaHCHJIaHTaI.U/Iﬂ TeéMOIIO3TUYECKX CTBOJIOBBIX KJIETOK — I10J 3TUM T€PpMMHOM O6'be,EU/IHeHbI
TPaHCIUIAHTAIMS TeMOIIOITMYECKMX CTBOJIOBBIX KJIETOK KOCTHOTO Mo3ra, mepudepnyeckoi,
MYTIOBVMHHOM (TUIALL,eHTAPHO) KPOBU.

Oﬁmaﬂ BBDKMBaeMOCTb. [IJisI ee OlleHKU AdHa/IM3NPYIOT BpEMEHHbIE ITapaMeTpPbI BCeX IMallMe€HTOB,
BKJIIOUEHHBIX B MCCIeloBaHMe. AHanus OCYUIEeCTBJIAIOT METOAOM KannaHa—Maﬁepa. Toukoit
OTCYeTa BJIeTCSa AeHb Havajla Tepalinn. CoObITHEM CUMTAETCS TOJIBKO CMepTh IIalIMEHTOB OT



06071 IPUUYMHBI (DAHHSIS JIETATBHOCTD, CMEPTh B TIEPUOJ, PEMUCCUN OT JII000I TIPUUMHBI, CMEPTb
B MepPUOJ, PELIVINBA).

BespenyuauBHasa BBDKMBAeMOCTb. [Ipy ee aHasMM3e YUUTHIBAIOT JaHHBIE TOIbKO TeX MallMeHTOB, y
KOTOPBIX ObLIa MOCTUTHYTA ITOJNIHASI PeMMCCHMsI. AHalIM3 OCYIIECTB/ISIIOT MeTomoM KaraHa—
Maijiepa. TOUKOIi OTCUeTa CUMTAETCS JaTa JOCTVDKEHMS ITOTHO pemuccyi. COOBITUSMM CUUTAIOTCS
peuuauB M CMEPTh OT JII000V TNPUUMHBI (B II€pMOA, KOHCOMMUIOAIMM WM TIOAAEPKUBAIOIIETO
JieueHusl, OT PeLiMIVBA, B IEPUOJ, PEMUCCUM OT APYTrOil IPUUYMHBI, HAIpUMeEp CYULIUIA).

BepoATHOCTh COXpaHeHMs IIOJHOM peMuccuu (OOpPaTHOE OT BEPOSATHOCTU PasBUTHUS
peuyauBa). [Ipy olleHKe BEpOSITHOCTM COXpaHEHMS MOMHONM PeMUCCUM YUUTHIBAIOTCS HaHHbIE
TOMbKO O TexX TalieHTaX, Y KOTOPbIX MOCTUTHYTA TOJHAsT peMMUCCUsI. AHAJIU3 OCYIIeCTBISIOT
metonoMm Kamnmana-Mariepa. IIpyM 3TOM TOUYKOI OTCUeTa CIOYKUT JaTa OOCTVOKEHUS TIOTHOM
pemuccuu. COObITMEM CUMTAETCSI TOJMBKO pelyuAMB 3a60/IeBaHMsI, CMEPTh IIPY ITOJHOI PeMUCCUA
CUMTaeTCs LieH3ypupoBaHMeM. Takke LeH3yPUPYIOT BCeX MALMEHTOB, KTO >XMB IIPU ITOJTHONM
peMuccuM B MOMEHT TpOBeJleHMs aHaau3a.

BeccoobITHiiHass BbDKMBAE€MOCTb. DTOT ITOKAa3aTeNlb OLIEHMBAET BCe COOBITHS (HE,ZLOCTI/I)KEHI/IE
TIOTHOM pemMmuccum I1ocjiae MHAYKIMOHHOIO 3Talld, CME€PTb B MHAYKIOWHM, CMEPTb IIPpU MOTHOM
pemuccum, CmMepTtb OT JIIOOBIX Apyrux IIpUYMH, peunanB 33.60J'IEB8HI/IF[) Y BCeX ITallMe€HTOB,
BK/IDYE€HHbBIX B aHaJ/IN3, C MOMEHTA HadaJ/ia TepaIrinn.

VHpyRys peMuccuy — repuos, Ha4aabHOTO JIeYeHNsI, 1[eTbI0 KOTOPOTO SIBJISTIOTCSI MAaKCMMAaJIbHO
OBICTPOE U CYIIeCTBEHHOE YMeHbIIeHNe OITyXOJIeBOi MacChl ¥ NOCTMKeHMe TOTHON peMUCCUU
(06bryHO 1-2 Kypca). ViMeHHO B 3TOT repuop Ha (oHe MpUMeHeHMS] IUTOCTATUYEeCKUX CPENCTB
KOJINYECTBO JIeIKeMUUeCKMX KJIEeTOK B KOCTHOM MO3Te yMeHbIaeTcs npuMepHo B 100 pas, T. e. B
MOMEHT KOHCTaTaIuy MOJHOM PEMUCCUY B KOCTHOM MO3Te MOPGhOIOTMYeck ompeaensercs <5 %
OTTYXOJIEBBIX KIIETOK.

KoHcommparnys peMuccum — BTOPO# 3Tall Tepanyuu OCTPOro MPOMUETOIMTAPHOrO JIeiKo3a,
SIBJISIETCSI TIEPMOAOM 3aKperIeHUs JOCTUTHYTOTO TTPOTUBOOITYX0/1eBOro 3dekra.

IIpoTuBOpenMAMBHOE WIM TMOAAepsKuUBaloiiee jedeHue. [IpomomkeHre LIUTOCTATUYECKOro
BO3JENCTBMS B TeueHMEe [BYX JIeT OT OKOHYAHMSI WHIYKIMN/KOHCOMMAAUNY. IIOHATHUS
MTOAAEPKMBAIOIIETO JIEUeHNMs] He CYIIeCTBYeT B IMpOorpamMmax Je4eHUs ITePBUYHBIX OOJbHBIX
OCTPBIM IIPOMMEIOLMTAPHBIM JIETKO30M MbIIISIKOM TPUOKCUIA.

IIpobunakTuka win — TPU HEOOXOOUMMOCTY — JIEUEHMe HepoNeiikeMun SBIIsSIeTCs
MPUHOUIMAIBHBIM 3TAalloM IIPY JIeUeHMM I[allieHTOB C OCTPbIM ITPOMMUETOLUTAPHBIM
JIEAKO30M 13 TPYIIbl BBICOKOTO pHMCKA. OJTOT ITall pacrpesenseTrcss HA BCe TE€PUOLIBI
MIPOTPAMMHOTO JIeYeHUST — MHIYKIIUIO PEMUCCUY, KOHCOMMIAIIMIO U TIOAIePKIBaloIlee JJeueHne.



1. KpaTkas uHpopmanus

1.1. OnpepeneHue 3a60/1€BaHMSI MU COCTOSTHMS (TPYIIITbI 3200/ IeBaHUI
VIV COCTOSTHUIA)

OIUIT OTHOCAT K OCTPBIM MMEJOUIOHBIM Jieiiko3am (OMJI), KOTOpble IIPECTaBISIOT COOO¥
TeTepOTreHHYIO TPYIIITY OIYyXOJeBbIX 3a00JIeBaHMII CHCTeMbl KPOBY, BO3HMKAIOIIVX B Pe3yabTaTe
MyTalluM B CTBOJIOBO} KJIE€TKe-TIpefIeCTBEHHUIIE IeMOI033a, B pe3ylbTaTe Yero MpOUCXOLUT
610K nuddepeHInpPOBKU " HauMHAeTCs HEKOHTpPOJIMpyeMast niponudepanyst
HenudpepeHIMPYEMbIX OITyX0JIE€BBIX KPOBETBOPHBIX KJIETOK, BHITECHSIIONINX HOPMAaJIbHBIE.

OIUl mpencTaBiasieT COOOV YETKO OYEPUEHHYI0 HO30/JI0rM4yeckyrd dopmy B pamkax OMJII ¢
HaCTOJMbKO XapaKTePHBIMU KIMHUKO-TA00PATOPHBIMM IMPU3HAKaMM (TUMIMYHAS Mopdonorust
OITyXOJIEBbIX KJIETOK, TSDKEJbIi reMopparnuyeckuii CMHAPOM, TeMaTOMHbBIN TUIT KPOBOTOUMBOCTH,
M30BITOUHO aKTUBMPOBAHHBIN GUOpuHOMM3, [IBC-CMHIPOM, OOBIYHO — JIEHKOIIEHUST), YTO AMArHO3
IIOPOJi MOXXHO YCTAHOBUTH, OCHOBBIBASICh JIMIIb HAa KIMHUYECKMX IPOSIBIEHMSIX. TeM He MeHee
MMeHHO 3TOoT BapuaHT OMJI TpebyeT >XecTKO BepudMKalMK [AMArHO3a MOJIEKYISIPHO-
reHeTUYeCKMU MeTOLaMMU.

9T0 06YC/IIOBIEHO TEM, UTO MMeHHO ¢ OTIJT CBSI3aHO OTHO M3 CaMbIX TTPUHITUITMATbHbBIX OTKPBITHUI B
obmacty 6uosoruM JeiKo30B: 06HapyXkeH deHOMeH nuddepeHIUPOBKY 61acTHBIX KieTok OITI
10l BO3/IE/ICTBMEM AEPUBATOB PETUHOEBOI KUCIOTHI — 13-1IMC-pPeTUHOEBOIA, MOJHOCTbIO TPAHC-
peTtuHoeBoii (TpeTuHOMH**, ATRA**), 9-1uc-peTuHOoeBOii KucioTel. MmeHHO ATRA** crana
MepBbIM TaK Ha3bIBA€MbIM TapreTHbIM IMpernapatom. [Ipumenenue ATRA** peBOMIOLVIOHHBIM
o6pa3om 13MeHMI0 ucxonbl Tepanuu OTT.

IMocne mosiBnenusi ATRA** apceHan maroreHeTnYecKux 3(PGEeKTUBHBIX METONOB Tepanuu ObLT
paciMpeH 3a CYeT MbIIbsiKa Tpuokcuzaa (ATO), SBASIONIETOCS, BeposiTHEe BCEro, OJHUM W3
Hanbosiee aKTUBHBIX OMOIOTUYECKUX cpeficTB B jeduenny OII. U yske He BbI3bIBAET COMHEHMSI TOT
daxT, uto OIJT MOTYT GBITH M3JI€UEHBI AaKe 6e3 MPUMeHEeHUsI IUTOCTATUIECKUX ITperapaToB.

Jleuerne OILJI ocBemaeTcss B TEKCTaX HAIlMOHAIbHBIX pekoMmeHmanuii CIIA u BenukoGpuTaHuu,
MOCBsIeHHbIX Tepamuyu OMJI, KOTOpble BKIIOUAIOT JIUIIb HEKOTOPble KOHKpPEeTHblIe ITYHKTHI,
kacatomyecs: tepanuu OIUI. B 2009 r., a 3atem m B 2019 1., eBpomelickasi OopraHusanys
LeukemiaNet, 00beqMHUB  MEXKIYHAPONHBIX  OKCIEPTOB, paspaboraja  eBpoOIeiickue
pekoMeHgauuyu 10 JedeHuto OILJI, ocHOBaHHble KaK Ha pe3yabTaTax YKe IPOBeeHHbIX
UCCIeA0BaHMIi, TaK M Ha MHEHMSIX BeyliuxX sKkcneproB [1]. Poccuiickasi mccinemoBaTenbcKast
IpymIa 1o jedeHuo octporo jeiikosa (OJI) ¢ 1997 r., korma ATRA** cTama OCHOBHOI 4acCTbiO
nporpaMmMHoro Jieuenuss OIIJI, mpoBesia HECKOJIbKO IIPOCHEKTUBHBIX MHOIOIEHTPOBBIX U
ONHOLIEHTPOBBIX McwiefoBaHMii 1o sedenuto OIUI [2]. OmbIT pOCCUMIICKMX TreMaTOIOTOB U
MEXITyHapOIHbIe ITyOIMKAIMM CTalM OCHOBOJ MpeCTaBIsieMblx HallMOHAIbHBIX PeKOMEeHIAIMii

o neueHnto OIUI B3pOCbIX.

1.2. 3TMonorus u maToreHes 3a60JIeBaHMSI VIV COCTOSTHUS (TPYIIIIBI
3a00/1eBaHU1 MJIM COCTOSTHUIA)

Otuomnorust OITI B GONBIIMHCTBE C/TyyaeB HEM3BECTHA. B ITOC/eqHME TOObI OIMCHIBAETCSI BCe
6osbiie caydaeB BO3HMKHOBeHMsT OITJI Kak BTOPUYHOTO JIeiik03a, CBSI3aHHOTO C TTPeIeCcTBYIOIIei
xumuotepanueii  (XT) u  obGmyyeHuem. Bosblive  MHOTOIIEHTPOBBIE — MCCIEIOBAHUS
CBUJIETETBCTBYIOT O TOM, UTO BTOPMYHbIN OIlJI B GONBIIMHCTBE CJIyuaeB BO3HMKAET HE IMMO3HEE
Tpex JieT mocie 3aBepiieHusi XT MO TOBOAY IE€PBUYHOTO OHKOJIOTMUYECKOTO 3a00sieBaHUS
MHTMOUTOpPaMM TOTIOM30Mepasbl I (aHTpaMKIMHBI, WM MUTOKCAHTPOH™**, peske aTomo3un**). V
57 % mauueHTOB TEPBMYHONM ONYXOJbI0 ObUI pPaK MOJIOUHON >Keje3bl, [Jajiee CIeayioT
HEXOMKKMHCKME JMMGOMBI, 3HAUMTENbHO pexke — juMdoma XomkkuHa. CpemHee BpeMsl OT
3aBeplIeHNs] Tepaluy IO MOBOAY IEePBUYHON OIyXOAM AO MOMEHTAa IMAarHOCTUKM BTOPUYHOTO
OIUT cocraBnser 24 Mmec (or 15 mec mo 8 ner). [lo Mepe yBelIMYeHUs] arpecCUMBHOCTU
XMMMOTEPAINeBTNUeCKOTO BO3Je/CTBYS YBEIMUYMBAETCS BEPOSITHOCTD pa3BuTus BTopuaHoro OITJI,



Kak, BIIpOYeM, MOXXET YMEHbIIATbCSI M BPEMEHHON MHTEpBad OT MOMeHTa 3aBepiueHus XT mo
Bo3HUKHOBeHMs OJI.

VIHTepeCHO OTMETUTb, YTO OIMCAHbI ITPOMMENOIMTAPHbIE OJaCTHbIE KPU3bl XPOHMUECKOTO
MMenonenkosa.

1.3. dnuaeMmmonorus 3a00/1eBaHNUSI MJIU COCTOSIHUS (TPYIIIIbI 3a00/1€BaHMI
VIV COCTOSTHUIA)

WcrmuuaHas yacrtota Bo3HMKHOBeHMst OITJl HeusBecTHa, TIOCKOJIBKY B PEruCTPhbI 3a60/1eBaeMOCTH
OIIT BHOCSIT BMecTe ¢ apyrumyu Bapuantamu OMJI. Cunmraercs, uto OIT BcTpeuaeTcst B 5-15 %
Bcex ciayyaeB OMJI. U eciu B 2005 1. B CIIIA mpenmosaraeMasl 4acToTa BO3HMKHOBeHMst OMJT
olleHMBaJIach Kak 11 930 cirydaeB B rof, To BeposiTHas yactoTta guarHoctuku OITJI cocraBisiet 600—
800 cmyuaes B rog, [1,3,4].

Cy1iecTByeT HeCKOIbKO OT/IMUMIA B MUIEMMUOIIOTMYeCKUX xapakTepucTmukax mexay OMJI u OII,
0COOEHHO 9TO KacaeTCs BePOSITHOCTY BO3HMKHOBeHMsT OITJI B 3aBMCHMMOCTY OT Bo3pacTa. Tax, s
OMIJI BepOSITHOCTb BO3HUKHOBEHMS MOCTEIIEHHO YBEIMUMBAETCS MPOMOPIMOHAIBHO BO3PaCTy 10
55 ner, a 3aTeM OTMeYaeTCsl Pe3KUil SKCIIOHEeHIMAIbHbBIN PocT 3abomeBaemoctu. [Ipu OITT 3Ta
3aKOHOMEPHOCTb He BbISIBsIeTCs. XOTs1 3abojeBaHKe AMArHOCTUPYETCS BO BCEX BO3PACTHBIX
rpyInax, ero 4acTora KpajiHe HM3Ka y IaleHTOB B Bo3pacTe 1o 10 net. B Bo3pacTHOI rpymme ot 0
1o 17 net wacrora OITI cpenu Bcex ciayuyaeB OMJI cocrasisieT 34 %. B Bospacre ot 10 mo 20 et
BEpPOSITHOCTh BO3HMKHOBeHMst OIIJI mocCTeneHHO BO3pacTaeT, 3aTeM HaOG/IIomaeTcs ILIATO 0
Bo3pacta 60 JeT, TIOCTe 4Yero BepOSTHOCTb BO3HMKHOBEHUSI 3a00yieBaHMs CHMKAETCSI.
BonpumimHCcTBO ciyuaeB OINJI aumarHocTupytoT B Bospacte oT 20 go 60 seT. MenyaHa Bo3pacTa Ipu
nuarHoctuke OIII  cocraBisier 38 ser. [lo maHHbIM —PoCCUIICKOTO  permMcTpaiOHHOTO
ucciaegoBanusi, mposogumoro ¢ 2006 r. u BkaouuBiiero 814 mainueHToB M3 19 1eHTpoB, OII
IVaTHOCTUPYIOT B 7,25 % ciyuaeB Bcex OJI B3pOC/bIX, M MeMaHa Bo3pacTa cocTaBiseT 47 et (6e3
ydyeTa TIAIMEHTOB JETCKOTO Bo3pacrta) [2]. PeanmpHbIX TIOKa3zareneil 3ab01eBaeMoCTU U
pacripocrpaHeHHocTt OITJT B Poccum He cyiiecTByer.

1.4. OcoGeHHOCTH KOAMPOBaHMS 3a00/I€BaHMSsI MJIVN COCTOSIHUS (TPYIITbI
3260/1IeBaHUI MJIU COCTOSIHUIT) 110 MeXXAYHAPOSHOM CTATUCTUYECKO
KiIaccuduramyuy 60Jie3Hei U mpoo/ieM, CBI3aHHBIX CO 3J0POBbeM

C92.4 — oCTpblii MPOMUETOLUTAPHBIN JIEJIKO3

1.5. Knaccudmkanys 3a60/1eBaHMS VIV COCTOSTHUS (TPYIIIIBI 3200/1€e BaHU
WIN COCTOSTHUIN)

MMaientsl ¢ OIUVI mompasmensioTCS Ha TPYIIIbl PUCKa B 3aBUCMMOCTM OT JIabopaTOPHBIX
roKasareJsieit 061ero aHaju3a KpoBu npu Manudecranuu 3aboneanust [1,2,4]:

e TpyIIa HU3KOTO PUCKa: TeikommThl <10 x 10%/1
e TpyIIa BBICOKOTO PyCKa: JeitkouuTsl >10 x 10%/1

1.6. KnuHnueckasi KapTuHa 3a00/IeBaHMS VIV COCTOSTHUS (TPYIIIIBI
3a00J/IeBAaHUI UJIV COCTOSIHMIT)

OcTpblii TPOMMEOLUUTAPHBIN JIEKO3 MPEACTaBIIsIeT CO00I YETKO OYEPUEHHYI0 HO30I0TMYeCKYI0
dbopMy C HacTOIBKO XapaKTePHBIMM KIMHUKO-IA00PATOPHBIMM IPU3HAKAMM  (TUIIMYHAS
MOpGOIOTHST OIMYXOJIeBBIX KJIETOK, TSDKENbIii remMopparnuyeckuii CUMHAPOM, TeMaTOMHbBINM THIT
KPOBOTOUMBOCTM, WM30BITOUHO aKTMBMPOBAHHBIA GubpuHoans, IBC-cuHApPOM, O6GBIUHO -
JIe/IKOTIeHNsT), YTO OMArHO3 IOPOIl MOXXKHO YCTAHOBUTb, OCHOBBIBASICh JIMILIb HAa KIMHUYECKUX
nposiBnenusax. I[Ipu stom cymectByoT OIIJI; KOTOpble IPOTEKAalOT He CTO/Nb OpaMaTUYHO:
OTCYTCTBYIOT TIPOSIBJIEHUSI TeMOPParuvyeckoro CUHAPOMa, OONbHbIE B TeueHMe HeCKOIbKUX



MecsII[eB HabGMIJA0TCs MO TMOBOAY JeMKOMeHUN, YMepeHHO! TpoMbouuToneHnu. IIposBieHnst
reMopparnueckoro CMHApoma (KpOBOTOUMBOCTD [I€CEH, MOBbILIEHHAs TPAaBMUPYEMOCTb KOXKHBIX
TTOKPOBOB, CMHSIKY, TIETeXUY, HEPEIKO KPOBOTEUEHMS U3 HOCA, KeJTyJOUHO-KUIIIEYHOT0 TPaKTa) Ha
MOMEHT OMarHoCcTuky umerotrcs y 90 % maieHToB. [eraTocruieHoMeranust uiy aumMdaaeHOmaTus
onpenensitorcst meHee yem y 20 % nmauueHToB [4].



2. InarHoCTMUKa

Kpumepuu ycmauoenenus duazuo3a/cocmoanusa: OIUI ycmanasnusaiwom He3asucumo om
nNpoyeHmHo20 codepxcaHusi GACMHbIX KJIeMoK 8 NyHKmame KOCMHO20 M032a UU 8 nepugepuueckoli
kposu (IIK) npu Hanuuuu namozHomoHuuHoti dns OIUI xpomocomHoli aHomanuu t(15;17) (q12; ql1-
12) PML/RARo.

2.1. J)Kano6sl 1 aHaMHe3

Manugecmayus kauHuueckux nposieneruii OIUI conpoeoxcdaemcss xanobamu aHemuieckozo
xapakmepa, pazeumuem 2eMoppazuueckoz0 CUHOPOMA pasIUYHOL UHMEHCUBHOCMU U UHDEKYUOHHBIX
oCn0xcHeHUll Ha (oHe HelimponeHuu. JlaHHble NPosBAeHUS MO2ym pa38UMbCsl 0CMPO UNU NOCMeNneHHO
Hapacmame.

PerkoMeHAyeTCsA BCeM ITalyeHTaM cOOp aHaMHesa M kajob mjis BepuduKamuu nuarfosa. s
aHAMHEeCTUYECKMX NAaHHBIX BBISIBJSTH CBSI3b C BO3MOKHBIMM TOKCMUYECKMMM, JTE€KaPCTBEHHBIMU
areHtTamu. HeoGXomym THIATENbHBIN COOpP CEMEITHOTO aHaMHe3a ISl MCKIIOUEeHUST BPOXKIEHHbIX
aHOMaJTUIA, a TAKKe HA HaIMuMe CUOIMHTOB (POAHBIX OpaTbeB u/mim cectep) [1-3,5].

VpoBeHsb yoeauTeIbHOCTU pekomeHganum — C (YypoBeHb J0CTOBEPHOCTH I0Ka3aTeIbCTB — 5)

2.2. Pu3suKaJIbHOE 00C/IeqoBaHue

PekomeHAyeTcsi BCeM IMamyeHTaM IPOBOOUTH GU3MKaabHOE 006CIenoBaHue, BKIIOYAOIIEe
M3MepeHue pocTa M MacChl Tela, TeMIepaTypbl Tena, OLEHKY COCTOSIHMS KOXKHBIX ITOKPOBOB,
KOCTHO-CYCTaBHOJM CHUCTEMBI, BBbISIBJ€HME IPU3HAKOB IeMOPParnyeckoro CMHAPOMA, Haluuue
rermaTocIyieHoMeranuu, muMdaneHonaTny, Haauuue MPU3HAKOB AUCHYHKUMM Cceppla, JeTKuX,
TeyeH, OPTaHOB SHIOKPUHHOI, HEPBHOI CHCTEeMbI IJIs1 Bepudukauum ayaruosa [1-3,5].

VpoBeHb yoeauTeIbHOCTY pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTH JO0KAa3aTeIbCTB — 5)

KoMmMmeHTapum: npogodsmcs uamepeHue pocma U MAccel mesd, memnepamyps. mesd, OYeHKd
COCMOSIHUSL  KOCMHO-CYCMABHOU CUCMEMbl, 8bls8/IeHUE NPU3HAKO8 2eMOppPazuieckozo CcuHopoma,
Haauyus ezenamochieHomezanuu, aumpoadeHonamuu, HAnUuus NPU3HAKo8 OuchyHKyuu cepoya,
JIe2KUX, neueHu, opeaHos 3HOOKPUHHOL cucmembl. B ciyuae nosieeHus nanysie3HsixX 6blCblNaHUll Ha
Koxce paccmompenms 60npoc 0 6UONCUU KOXU (nodo3peHue Ha IKCmpamedyispHoe JelikeMuueckoe
nopasicetue).

2.3. HaﬁopaTopHme JAMArHOCTUYECKME UCCIeaoBaHus

Y 80 % nayuenmos manugecmayus 3abonesaHus xapakmepusyemcs jetikoneHueti (meduaHa uucia
netikoyumos cocmaensem 1,8 x 10°/n). Ecau 'y nayuenma 6 momenm ouaznocmuku OJI onpedensiemcs
neiikonenust <1 x 10°/n, ocobenHo & couemanuu c 2unogubpuHozeHemueii, mo ¢ GonbWOL doneli
8epOSIMHOCMU MOXHO npednonazams npomuenoyumapHsiii eapuanm OMJIL Y 15-20 % nayueHmos 8
deGrome GonesHu visiensiemcs aelikoyumos (meduana 83 x 10°/n) ¢ ysenuuenuem uucna netikoyumos
do >150 x 10°/n. Y nodasnsioujezo uucna nayuenmos (80-90 %) onpedensiemcs amemus, npuuem y
NOJI0B8UHbI U3 HUX KOHUeHmpauus zemoeznobuna cocmasnsem <100 2/n. Y 75 % nayuenmos codepxcarue
mpomboyumos cHuxcaemca 0o <50 x 10°/n. JlaGopamopHsie npusHaKu OUCCEMUHUPOBAHHOZO
sHympucocyoucmozo ceepmeoiearus ([IBC) u ucmouieHHo20 ¢ubpuHonusa onpedenswomcs y 80-90 %
nayuenmos [4].

B 6onsuiuHcmee cnyuaes OudzHo3 Moxem O6bimb 3an0003peH hnpu Mopgoozuueckoli oyeHKe
JetikeMuueckux Kaemox. s 3mozo HeoOX00UMO NOAYUUMb YUIMOA02UUeCKUll npenapam KoCmHO20
Mmo3ea (KM) nymem nynkyuu. baacmusie knemku npu OITI y 6onsuiuHcmea nayueHmos npexce 6cezo
Xapakmepusymcsi 3HauUmMenbHbIM S0epHbIM NOJUMOPGUIMOM U HAauuuem KpynHoli (uosemoso-
Oypoli 3epHucmocmu, 2ycmo 3anoJHswowell yumonnasmy, GOnbWUM KONUUeCmeoM nanouek Ayspa
(knaccuueckuii eunepepanyaspusltii eapuanm OIUI) [6]. V 15-20 % nayuenmos 8 yumonnasme



0NYX0/1e8bIxX KENMOK 0GHAPYHUBAEMCS IULLb HECKOJIbKO MEJIKUX 2PAHYJ UIU OHU He 8bIS6AI0ONCS 806CE,
npu 3MoM 6ce 0CMANbHble NPUHAKU (KAUHUUECKUe, yumoxumuueckue, yumozeHemuueckue) OITT
npucymcmaynom.

Knaccuueckum npusnaxom onyxonesuix kiemoxk OIUI signsiemcsi 0UeHdb 8blpadeHHAs. YUMOXUMUUECKast
peakyusi Ha muenonepokcudazy (MPO), nunudel, Komopas 6biseJs1emcs ¢ NOMOWbi0 Cy0aH08020
uepHozo (SBB), u Ha x1opayemamacmepasy.

PekomeHAyeTcs BCEM MalMEHTaM [0 Havajaa ¥ BO BpeMmsi JieueHust OITJI BbITIONHEHME O6Iero
a"aym3a IIK ¢ momcyeToM JefKOIMTapHOV GOPMYIIbI M OMpeneeHNMeM YNCIa PETUKYIOLUTOB U
TPOMOOIIUTOB 7151 BepudUKAIMM [MATHO3d, KOHTPOJS 3a JIeueHMeM ¥ BbIPAOOTKM TaKTUKU
BefeHus maryenTa [1-3,5].

VpoBeHb yoequTeIbHOCTY pekoMeHganyum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

Kommenrapumn: o6wuti ananus IIK (0co6eHHO uucio aetikoyumos u mpomooyumos) 8bIn0aHsIemcs
excedHe8Ho 8 nepavle OHU mepanuu ATRA** 0ns oueHKU pucka 803HUKHOBEHUS OUPdepeHUUPOBOUHO20
cuHdpoma (IC) (npu 6Gbicmpom y8ejquueHuu uucia Jielikoyumos yenecoodpasHo Hauamo
npogunakmuxy ZIC, daxce eciu He 6610 UCXOOH020 JIEUKOYUMO3d; YPO8eHb MPOoMOOYUMO8 He Q0JIHeH
6sims <30 x 10°/n, yenesoii yposenr >50 x 10°/n), 3amem — uepe3 OeHb—08a 00 KOHCMAMAayuu
pemuccuu. Pazeeprymas ¢popmyna — 2 pasa e HedeJiio.

PexomeHnpayercs 1o Hauana jeuenust OIUI ons eepugukayuu oduaeHo3a BceM HalVieHTaM
BBITIOJIHUTD IIUTONIOTMYECKOE U IUTOXMMMUUECKOe MCC/IeLOBAaHMS OITyXOJMeBbIX KJIETOK B ITyHKTATe
KM, 1 Bcem GOBHBIM ITOC/IE OKOHYAHMST ITPOTPAMMBbI MHIYKLIMY PEMUCCHM, B XO[Ie KOHCOMMAALIVIN
M TIONJEepKMBAIOLIe)l Tepamyuy BBINOIHITH KOHTPOJIBHOE LIMTOTIOTMYECKOe JICCIef0BaHue
acrimpata KM, oyeHky omeema Ha neueHue, OyeHKY COCMOsIHUSL KOCMHOMO03208020 KPOBEMeopeHuUs U
duazHocmuxy peyudusa [1-3,5].

VpoBeHb yoeauTenbHOCTH pekoMmeHaanum — C (ypoBeHb JOCTOBEPHOCTH AOKA3aTeIbCTB — 5)

KommenTapun: y nayuenmos ¢ OIUI nocie kypca XT Habnwodaemcs dee 80JHbl 8b1X00a U3
azpanynoyumosa. Ilepgyio koHmpoJivHyto nyHkyuto KM ciedyem 8binonHsIMb He paHee 3asepuleHusl
8mopoli 80sHbl 8blx00a, 8 cpedHem Ha 30-ii deHv nocne 3asepwerus Kypca XT. Bonee paHHuli aHanu3
nynkmama KM Mmoxem npugecmu K JIO¥HOMY nodcuemy npoyeHma OJIACMHbIX KAemoK —
npodoxaiowux JuddepeHyUpo8amucs onyxoyuessix Kiemok, komopole uepe3 7—10 OHeli NOJIHOCMbIO
ucuesnym u3 KM. Takum o6pa3om, nepeas KoHmponvHas nyHkyus KM ocyujecmensiemcs 8 cpedHem Ha
30-1i deHv nocne nociedHezo 8gedenus udapyouyuta™* (mo ecmo Ha 36-40-ii deHb om Hauana Kypca)
UU Npu OKOHUAMENIbHOM 60ccmanosieHuu nokasameneti I1K.

Y nayueHmos, uHdyKyuoHHoe jeueHue Komopwvim 8vinonusitom ATO 8 couemaruu ¢ ATRA™ onucanHas
eblule 3aKoHoMepHocms omcymcmayem. Ilpu npumenenuu ATO y 60b6Wi020 uUCIA NAYUEHINO8 8
meueHue nepesix 2 Hedeslb mepanuu ommeuaemcs: hocmeneHHoe ygeauueHue uucua aetikoyumos 6 IK
(netikoyumo3s moxcem docmuzame 150—180 = 10°/n), umo npu omcymcmeuu KAUHUYECKUX NPUIHAKOS
ducmpecc-cuHopoma mepanuu He mpebyem. B pside cnyuaes npu Jielikoyumo3se moxcem Hadn0oamscs
occaneuueckuti cuHopom, mpedyoujuti 06e3601UBAHUS.

PexkomeHpayeTcst BCEM nanyeHTam o Havasia JIeueHUs OIl1 BBIIIOJTHUTD
MMMYHOGMEHOTUTTMUECKOe UCC/IeJoBaHMe OITyXOleBbIX KJIeTOK B MyHKTaTe KM /s MOBBIILIEHNS
TOYHOCTU AyarHoctuku OII [1-3,5,7].

VYpoBeHb yoeauTelIbHOCTU pekoMmeHaauu — C (YpoBeHb JOCTOBEPHOCTH JOKa3aTeIbCTB — 5)

KoMMeHTapumu: ummyHopeHomunuposaHue ¢ UCNOJIb308AHUEM MHO20U8EMHOL  NPOMOoUHOL
yumomempuu Moxcem noeviCums MoyHoCms mopgonozuueckux uccnedosaruti OIUI, HO He seasiemcs
KtouesbiM memodom ouazHocmuku. Kak npasuno, PML/RARA-nonoxcumenstsie 6J1aCmHole Kaemku
UMenm uMMYHO(eHOmuUN, AHAN02UUHbILI HOpMAnbHbIM hpomuenoyumam (CD34-/+ zemepozeHHblil,
CD117-/+ dim, HLADR—/+ dim, CD13+/++, CD11b-). Tem He MeHee 8 OmJuUYUE OM HOPMAIbHBIX
npomuenouumos PML/RARA-nonoxcumensHsie NpoMuesoyumol uMerm KpatiHe Huskuii yposeHs CD15
(CD15—/+ dim emecmo CD15+++). BiacmHsle KAemKu Npu 2unozpaHynapHoll (sapuaHmHoti) ¢opme
OIT (M3V) uacmo koakcnpeccupytom T-nuHetiHole mapkepsl, makue kak CD2, coemecmHo ¢
MuenoudHsiMu mapkepamu, maxumu kak CD13 u CD33.

PekomeHayeTcsi BceM mauyeHTam 10 Hauasa jedeHuss OIIJI BBINIOMHUTH IUTOTE€HETUYECKOE
JCClIeIoBaHMe, a TaKKe IJIS1 TTOTydeHMs ObICTPOro OTBETa O HAJMUMM XMMepPHOro reHa PML-RARA



— omnpepnenenue skcnpeccun pML-RAR-a  (KonmmuecTBeHHOe), MOJIEKY/ISIDHO-Te€HeTUYeCKoe
ucciemoBanue myrtanuii B reHe PML-RARA metomom IIIIP njist BepudwmKanuu muarHosa U
BBITIOJIHEHMS B JAJIbHENIIIEM MOHUTOPMHIAa MMHMMAJIbHOI ocTaTouHOi 60mesuu (MOB) [1-3,5].

YpoBeHb YoenuTeIbHOCTU pekoMmeHgauum — C (YpoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB — 5)

KommenTapum: sce ciyuau OIUI, ycmaHo8/eHH020 Mopgonozuteckumu U YumoxumMuieckumu
memodamu ucciedosanusl, 00JHcHbl Obimb nodmeepicdeHst memodom IIIIP unu FISH 8 momeHm
ycmaHossieHust duazvoda, maxk kaxk 8 5-10 % cnyuaes npu omcymcmeuu kaaccuueckoii t (15; 17)
o6Hapyxusaemcs mparckpunm PML-RARA.

Jns duaeHocmuku OIUI  kpaiiHe HeoOXo0umbiM — sieasiemcst  Gbicmpoe  yumozeHemuueckoe
noomeepycdeHue duazHo3a. I10ckobKy I(hpekmusHoOCMb mapzemuozo JieueHus Ha 0CHo8e pemuHoudos
u/unu  npoussoOHsbIX MbIUBSIKA CMPO20 3asucum om Haauuusi XumepHozo 2eHa PML/RARA,
2eHemuyeckue noomeepiydeHue OuazHo3a s8asemcs 00s3amenvHbIM 80 8cex cayuasx. B 1977 .
J.D. Rowley u coasm. 6sL10 dokazaxo, umo npakmuuecku 80 eécex cayuasx OITI o6napyxcusaemca t (15;
17) (q22; q12-21) [8]. B pe3ynsmame 3moti mpaHciokayuu 2eH npomuenoyumapHozo Jjetikosa (PML-
2€H), PAcnosioxieHH oLl Ha xpomocome 15, nepeHocumcst Ha OIUHHOE NJleU0 XPOMOocombl 17 8 obnacmo,
20e Haxooumcsl 2eH anbga-peyenmopa pemuHoesotli KUCI0mbyl (3my mpaHcioKayurw omHocsim K epynne
peyunpokHslx, COAJIAHCUPOBAHHBIX, UMO 03HAUAeN, YUMo 2eHemuyecKuli mamepuan He ympauugaencs
u nepedaemcsi ¢ 00HOU xpomocombl Ha Opyeyio. B pesynemame t (15; 17) nosensemcs 2 CIUBHbIX
aHomanwHblx 2eHa: PML/RARa Ha depusame xpomocomsl 15 u RARa/PML Ha depugame xpomocomot 17.

TI'enemuueckoe nodmeepideHue OUAZHO3a OONHCHO BbINOJIHAMBCS, €C/IU B803MOMCHO, HA ONACMHBIX
Kknemkax, noayuemHslx u3 KM. Hoenmuguxayusa OITI-cneyuguueckux zeHemuueckKux NnoJOMOK 6
6J1aCMHbIX KJIEMKAx 0Cyulecmeisiemcs Ha yposHe aHanusa xpomocom, IHK, PHK u xumepHozo 6enka ¢
UCNOB308AHUEM CIMAHOAPMHO20 KAPUOTMUNUPOBAHUS, (ryopecyeHmHoli in situ eubpudusayuu (FISH),
nonuMepasHo-uyenHoti peaxkyuu ¢ obpamuoli mpaxckpunmas3soti (OT-IIIIP) unu axmu-PML
MOHOKJIOHANbHBIX aHmumein. CoomeemcmeeHHo, Kaxovlli u3 Memodos umeem c60u Npeumyuw,ecmea u
Hedocmamku.

Kapuomunuposanue na G-oxpauieHHslx Memagaszax, nonyueHHslx u3 o6pasyo8 KM, esinonHsemcs
00bluHBIMU  MemodamMu Ha npsimoli 24- u  48-uacosoii Kynvmype. Hecmomps Ha 8bICOKYHO
cneyuguuHocme, yumozeHemuueckuli aHanu3z 00poz, omMHUMaem MHO20 B8peMeHU, Hyxcdaemcs 8
memacgasax xopouiezo kauecmea (nomepu 0o 20 %) u no onpedeneHut0 He 8 COCMOSIHUU 00HAPYHUmMb
cryyau, koeda PML/RARA sensemcs pe3yismamom mak HA3vleaemoll KpunmozeHHoli nepecmpotiku
(03#cHO ompuyamenvHolll pe3yibmam,).

Admom memod no3eosisem 00Hapy#usams 0ONOJHUMENbHblE XPOMOCOMHbIE NePecmpoliKu, HO OHU He
umenm cyu,ecmeeHH020 npozHocmuueckozo 3HaueHus npu OIUI I[umozeHemuuecKkutl aHanu3 mMoxiem
6vimp nosiezeq 8 mex cnyuasx OIUI, kozda cunmes xumepHozo 6enka PML/RARA He ocyujecmensemcsi.
CmandapmHas yumozeHemuKa makxxe Moxem cnocoocmeosams 8vlasneHut pedkux sapuarnmos OITI
e momuucne ct (11; 17) (q23; q21), t (11; 17) (q13; q21) u t (5; 17) (q@35; q21), npusodsauwjux Kk cuHmesy
XumepHolx npodykmoe PLZF-RARA, NuMA RARA u NPM1-RARA coomgemcmeeHHOo, a makxce opy2um,
onucaHHeimM cogcem HedasHo. FISH-ananu3 Ha PML/RARa 86INONIHAEMCA € UCNONb308AHUEM
pyopecyenmmslx 30H008. Xoms 8 HEKOMOpbix cyuasx o6pasusl IIK npuzodHsl 011 uccnedosaqus (8
yacmuocmu, Ko20a Ha MOMeHmM yCMmaHossieHus duazHo3a umeemcs eunepaetikoyumo3s), FISH-aHanus
Jiyuuie 8vnoHAMb Ha obpasyax KM. Dmom memod evicokocneyuguueH, obnadaem 00CcmamouHoti
uygCcmeumenbHOCMbi0, HAMHO020 dewlesie U MeHee mpy0oeMoK, uem Kkapuomunupogaxue. OdHako FISH
He daem Hukakoil uHgopmauyuu o6 usogopme xumepHozo mpauckpunma PML/RARA, xkomopetii
Heobx00uM 07151 0CyujecmeJieHust MoneKyasipHozo moHumoputza MOB.

Tem He meHee FISH moxcem 6Gvimb hosie3eH 8 duazHocmuke npeononazaemsix ciyuaese OIUI, npu
KOmMopolx He 8bisssemcss xumepHolii mparckpunm PML-RARA. Tak, FISH-uccnedosaHue Moxem
8b118UMb peapaHiuposky zeHa RARA, komopulii moxem O6vimeb napmHuepom opyzozo — He PML-zeHa.

B KIuHUKax, 8 KOMOPbIX HEM 803MOMCHOCIU 8bINONHUMY YumozeHemuueckoe ucciedosamue, duazHo3
dosceH Obims noodmeepxideH 8 pegeperc-nabopamopuu. O6pasyst KM unu IIK OdonxHsl Oblmb
docmasneHsl 8 1abopamopuio 0o Hauana mepanuu.

OT-III[P-aHanu3 PML-RARA npogodsm Ha PHK, ewidenexHoii u3 xnemok KM, xoms xumepHuvlii
mpauckpunm, Kax npasujo, jgezko onpedensemcs u 8 IIK daxce 6 ciyuasx c netikoneuueti. OT-IILIP-
aHanu3 ons 8vlsi8neHuUs xumepHozo npodykma PML-RARA 6bi1 co30aH u cmaHoapmu308aH 8 pamkax
MexcoyHapodHoti koonepauyuu. OT-ITIIP siensemcsi «3010MblM cCmaHdapmom» 0ns hodmeepioeHus



duaero3sa OITI BaxHo, umo noMumo 8blCoKol cneyuguuHocmu U 4y8cmeumesibHOCmMu OH onpeodessem
pacnonoxeHue mouku paspviea PML, ycmanasnueass mem camelM mapkep 07 cledyioujezo
MoHumopuneza MOF. Oduako manoe konuuecmso PHK (u, kak ciedcmeue, JIOHHOOMPUYAMEbHDLL
pesynemam), KOHmMamuHayus/apmedaxmsl (N0HHONOJIOHCUMENbHBIIL  pe3ynemam), a makie
OMHOCUMENbHO ONUMeNbHblll nepuod nodzomosku npo6 (0koano 2 OHeli) A671510MCS OCHOBHbIMU
Hedocmamkamu 3mozo memoda. Kpome mozo, oueHv xenamenvHo, umobsl 0emeKyur) XUMepHbIX
MPAHCKpunmos U MOHUMOPUHZ 00pasyos nposoduiu 8 pegepeHc-1a6opamopusx ¢ XOpoulo
00yUeHHbIM NePCOHAIOM U OONILUUUM ONbINOM.

Onpedenenue monekynapHozo sapuanma OIT/I (PML-RARA, PLZF-RARA, NuMA-RARA, NPM-RARA u
0p.) Moxem nodckazams, uHy8CMeUmMesbHbl JIU 0nyxoJiesvle Kiemku K eo3delicmeuio ATRA** u
Molutvbaxa. Bapuarmet OIUI ¢ PLZF-RARA-0HK02eHOM NJI0X0 OMBEeUarm Ha mepanuio pemuHoudamu.

PexomeHpayeTcs1 BceM manyeHTam [0 Hauasna JjiedeHus: OIUI (¢ wenpl0 yTOUHEHMS] BapMaHTa
myTauum) M BO BpeMmst jedeHuss OIUI (mnst BeimosnHeHuss moHutopuHra MODB) mnposenenue
MOJIEKYJIIPHOTO MCC/IeA0BaHUs TpaHCKpUITOB reHa PML-RARa ber-1, ber-2 u ber-3 B KM [9,10].

VpoBeHs yoenuTensHOCTH pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTelbCTB — 4)

Kommenmapuu: 6 KIUHUKAX, 6 KOMOPbIX Hem G03MOMHOCMU GbINONHUMb MONEKYJISIPHOE
uccnedosawue, duazHo3s dosxeH Obims nodmeepxcoeH 8 peeperc-nabopamopuu. O6pasust KM unu ITIK
QomicHbl Obimy  docmasyieHsl 6 jaabopamopuio 00 Hauana mepanuu. Bapuawmel mpauckpunma
PML/RARo. (bcrl, ber2, ber3) u axcnpeccus mpaHckpunma RARa-PML ciyxcam mapkepamu 0Ons
MoHumopuxea MOB npu OILI c t (15; 17), Ho He onpedensiiom npozHO3 3a00J1e8AHUSL.

PerkoMeHAyeTcsI BCeM TMallMeHTaM IO Havaja M Bo Bpems jeueHuss OIUI B xome Tepamum
MpoBeieHMe aHanM3a GMOXMMMUECKOTO aHaaM3a KpoBu (0Ommii 6esoK, anbObyMuH, MOUYEBMHA,
KpeaTMHWH, KaJui, HaTpuit, KaJbluii, JaKTaTOerMaporeHasa, ImenouHast docdarasa,
aJaHMHAMMHOTpaHcdepasa, acrmapraTaMuHOTpaHchepasa, OMIMPYOMH OOIIMiI, CBOOOHHBIN U
CBSI3aHHBIN) MJISI OMATHOCTUKYM COITYTCTBYIOLIEI ITAaTONOTMM (3a00jeBaHMil) M OMpemeseHus
TaKTUKM COMTPOBOAUTENBHOI Teparuu [1-3,5].

VpoBeHb yoequTeIbHOCTY pekoMeHganyum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

PekomeHpayeTcs BceM NalMeHTaM [0 Hauajza ¥ Bo BpeMms seueHuss OIUI B Xome Tepammu
UcclefoBaHye CBepThIBaloLIeit CHUCTeMBI KpOBU (axmusuposanHoe uacmuuHoe
mpombonnacmuHosoe épemsl, TPOTPOMOMHOBOE BpeMs, TPOMOMHOBOe BpeMmsi, GUOPMHOTEH) IS
ANATHOCTUKA COHYTCTBYIOH_[eﬁ IIaToJIOrMm " OCJIO)KHQHI/[IZ, da TakKKe oIpenejaeHns TaKTUKU
COMPOBOAMTENBHO Tepanuu [1,2,11].

VpoBeHb yoeauTeIsHOCTU pekoMeHganum — C (YPOBEHb JOCTOBEPHOCTH OKa3aTeNIbCTB — 5)

KommeHTapum: y nayueHmos ¢ Maieliiumu NpusHaKamu KodzyJionamuuu Ha 3mane uHOyKyuu
pemuccuu 8ce YKA3aHHwle noxazamenu OOJIHCHbL MOHUMOPUPOBAMbCS exceoHesHo. Ecau ecmbp
803MOXCHOCMb, 8 CLICMEMY MOHUMOPUH2A Ue/1eCO00pAa3HO 8KII0UUNMDb MPOoMO0Iacmozpaduio.

He pexomeHpayeTcss pyTMHHOE MOJEKYISIPHO-TEHETUYECKOe MccilenoBaHue myrauumu reda FLT3
(fms-niomo6Hast TMpo3uH-KMHa3a-3) B ITIK i KM Bcem nmanuenTtam c¢ OITT [2,3].

VpoBeHb yoenuTeabHOCTY pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTH JOKA3ATEIbCTB — 4)

KommeHTapum: mymauuu 8 zeHe, kooupyrouiem FMS-nodo6Hyio muposunkuxasy-3 (FLT3), npu OITI
Habodaomces uawe, uem npu opyeux OMJI — y 30-40 % nayuenmos. OdHako, xoms FLT3-mymayuu
accoyuuposamsl ¢ 6oee 8bICOKUM HUCTIOM Jetikoyumos 8 momeHm duazHocmuxu OJL, oHU He 5168/15110mcsl
KAKum-1ub0o npozHOCMuYecKuM (akmopom u He 0KA3bl8arom 6JIUsIHUE HA 8bl00p mepanesmuueckoli
maxkmuxu.

Pexomenpanum no moautopuary MOb

BoicokoagppexmusHoim memodom duazHocmuku u moHumopurea MOB npu OILI sensemcs memoo
FISH, uyscmeumensHocmbs Komopozo cocmasnsem 1 : 1000, o0Hako omcymcmaue mapkepa npu 3mom
uccnedogavuu He o3Hauaem omcymcmeue MOB. Omcymcmsue MOFB ecezda 0omicHO 6bimb
noomeepcdeHo memodom ITIIP.

Monumopunz MOF Heob6xo0um 0ns onpedeneHusi mepanesmuueckoti makmuxu npu OITUI ¢ camobix
PAaHHUX 2Manoé nocmpeMmucCUOHHOU mepanuu.



HocmuzHymas monexkynspHas pemuccus (Memod IIIIP dna onpedeneHust MONEKYAAPHOL pemuccuu
00J1HeH BbISIBNAMb He MeHee O0O0HOUl onyxonegoli knemku Ha 10 meic. HOPMANBHBIX, M. €. €20
yyecmeumensHocms cocmasnsem 10%) sensemcs npumyunuanssim momenmom 6 neueruu OITTI,
NOCKONBKY 0MCymcmeue MOoeKyIApHOU peMuccuu nocie 8biNONHeHUs UHMEeHCUBHOU KOHcoaudayuu
ceudemesnbcmeyem o Heus0excHoM peyuduse u mpebyem uUzMeHeHuUs: mepanesmuyeckoli makmuxu.

Monumopumnz MOB no3eonsem ucnonivs308ams 6oJiee UHMEHCUBHOE JieueHue Y NAYUeHMOo8, Y KOmopblx
PUCK paszeumust peyuoueos svlilue, 8 Mo 8peMsi KAk Npu MeHsluem PUucke NayueHmam moxcem Ovimob
NOHUMNEHA UHMEHCUBHOCING JIEUEHUs1, YIMO NO360AUMN YMEHBIUUME UACMOMY HENCEJIAMENbHbIX A8eHUL
mepanuu, 8 MoM 4Ucje Yacmormy 803HUKHOBEHUS 8MOPUUHBIX ONYXoell.

Iayuenmam, y Komopsix nocje 3asepuieHust KOHconudayuu npoooJixcaem onpeoensmocs XUMepHblli
mpauckpunm (1yscmeumensHocms memoda 10%), Heo6xodumo npodomiums UHMEHCUSHYIO Mepanuio
C yenvio npedynpexcoeHuss paseumus peuuousa (Ucnonvb308ams npenapamsl MuliibsiKa, npedaazams
nayueHmy mpaHcniaHmayuio zemonosamuueckux cmeoosvix knemok (TI'CK)).

Iayuenmam, y Komopsix eviseied 8o3epam MOB (monexkyasipHolii peyuous), He06X00UM0 NPoOOIHCUMb
u moduguyuposams mepanuro ¢ uenvo npedynpexcdeHus pazsumus peyuousa. B ciyuae pavHezo (0o
200a IIP) monekynapHozo peyudusa ciedyem moouguuyuposams mepanurw (Hanpumep, eégecmu 6
npomokon yumapabux** — nposecmu npozpammy 7 + 3 ¢ dayHopybuyuHom™** é doze 60 mz/m* 6
couemanuu ¢ 30-0HesHbiM npuemom ATRA** nocmapamucs noayuums MOJIEKYJSIPHbL omeem U
obs3amenvHo peanuzosams npoekm TICK. IIpu no3oHem peyuduee (om 200a IIP) Ha oHe
nocmosiHHoli noddepicusaroujeli mepanuu cnedyem makxe 6bINOJHUMb Kypc 7 + 3 + ATRA** (c
udapyouyuHom**) ¢ danvHetiweti nocmosHHol noddepxcusarouieti mepanueti.

OnmumaneHoli mepanueli npu pazeumuu J106020 8apuaHma MOJIEKYNAPHO20 peyudusa sessemcs
mepanust MblUbIKA MPUOKCUIOM 8 meueHue MUHUMYM 6 Mec.

MonexynsipHolli MOHUMOPUHZ 0COBEHHO 8axceH 6 nepevle 12 mec. nocje 3asepuleHusl UHMEHCUBHOL
KoHconudayuu. TTo Hawum HabndeHusM, Y n00asnsouiezo 00MbWUUHCIMBA NAYUEHMO08 MONEeKYASPHAs
pemuccus docmuzaemcsi nocie 3 kypcoe XT, a OGonvwas uacme MOJEKYASPHBIX — U/UMU
2emamoiozudeckux peyudusos Habarodaemcs uepe3d 18-24 mec. nocne docmuxerus IIP. Y nauuenmos,
komopwvim uHoykyus pemuccuu (MP) ocywecmensemcs ATO e couemanuu ¢ ATRA** monekynapHas
pemuccus docmuzaemcs 8 nodassioujemM 00NbWUHCMEE Clyuaes nocie 1-2 Kypcos, a 8eposmHocmo
paseumus peyuousa KpatiHe HU3Kas.

Cmpozocmbo 6 8bINOJIHEHUU MOHUMOPUH2a 8 meueHue 12 mec. nocne KoHconudayuu (~18 mec neueHus)
onpedensiemcst UCXOOHbIM UUCTOM JIeUKOYUmMos, m. e. y NayueHmos ¢ Yucjiom Jielikoyumos 8 deGrome
3ab6onesanus >10 x 10°/n mapkepst MOB Heo6x00umo MOHUMOPUPOBAMb 3HAUUMENbHO uauje — 1 pas 6
2-3 Mecsya, nockobKy 8eposimHOCMb peyudusd y Hux 6osiee 8blCOKaAs. Y nayueHmos, y KOMOpbIX
mapkep MOF nepcucmupyem u nocie 3-20 Kypca KOHconudayuu, HeoOXodumo paccmampuseams
603MOMCHOCMb  U3MEHEHUsl mepaneemuueckoll Makmuku (NpuMeHeHue MblulbsKd, 6blNOJIHeHUe
MpaHcNaaHmMayuu aul02eHHbIX 2eMON03Mu4eckux cmeonosslx kaemok (anno-TI'CK)). MoHumopuHz
cedyem ocyujecmeisimes nocjie Kaxoozo Ho8020 nocaedyruiezo memoda 8osdeticmeusl.

II[P-ananus knemoxk KM siensiemcsa 6osiee uyscmaumensHsim, uem ITLIP-ananus knemox I1K.

Ipexcde uem npuHumMames mepanesmuueckue peuwleHusl, OCHOBAHHblE HA OAHHLIX MOJIEKYNAPHO20
MOHUMOpPUH2a, HeoOX00UMO NOBMOPHO NONYYUMb NOJIOHUMebHbIL pe3ynemam IIIIP-ananu3sa.
Ipuuem, umobbl yMeHbUWIUMb BePOSIMHOCMb  NOJYYEHUs. OWUOOUHLIX — pe3yibinamos  U3-3d
Memoouueckux nozpewHocmeti uau nymaduyst o00paszuos, mparckpunm PML-RARo donxceH
8bI18/11MBbC NPU AHANU3e ceexcenoyyueHHvix kiemok KM. Bce nabopamopuu, Komopsie npogoosm
IIIP-axanus, Ha 0CHOBAHUU pe3y/ibmamos KOmopozo U3MeHsemcs mepanusl, OONHCHbL UMENMb OUeHb
JHecmKull 6HympeHHUll KOHMpoab Kauecmeda 6bNOJIHeHUs aHAAu308 U yuacmeoeams 60 GHEeUlHeMm
KOHMpouposaunuu. [ns uckawueHus owuboK 6 OJudzHo3e MOJIEKYISIPHO20 peyudusa ciedyem
8bIN0JIHAMYb 00HO8pemeHHO FISH-ananu3. OdHokpamHozo 8wiseneHus mpavckpunma PML-RARao
memodom ITL[P u nodmeepxcdeHUs: nonoxumenvHozo pesyavmama FISH-ananuszom docmamouHo ons
ycmaosieHus: MoyeKyaspHozo peyudusa. Ecnu omcymcmeyem 803MOXHOCMb 8bih0HAMb FISH-
aHanus, mo nosmopHelii II[P-aHanu3 cnedyem 8vIN0JIHAMb 8 0oJiee paHHuUe Cpoku — uepe3 14 Oweli
nocjie NoyueHust Nepewvlx NOJIOHCUMENbHBIX Pe3Y1bMamos.

Monumopurz MOEF cnedyem npogodums u y hayueHmos 80 81mopoti mopgonozuueckoti pemuccuu OILI,
0C00eHHO K020a O0Cyulecmesiemcst n0020MosKa K 8blNOJIHEHUI0 MPAHCNAAHMAayuu aymosio2udeckux



2eMonoamuueckux cmeosnosuix kaemok (aymo-TICK). 3azomoeéka aymompaHcniaHmama 603MOMCHA
MONBKO Npu 00CMUMNEHUU MOJEKYJIIPHOU pemuccuu, N00meepic0eHHOL 08aHcObl.

Onpedenenue mapkepos MOFE nocie aymo- unu anno-TI'CK noseonsem 6vibupames HeoOX00UMYHO
mepanesmuueckyio makmuxy. O6HapyxeHue mparnckpunma PML/RARa ¢ meuerue 3 mec nocne TICK
yKassleaem Ha HeuzbexHocms peyuousd, U 6 YKA3AHHOU cumyayuu CcamoviM ONMUMATbHbIM
npenapamom aensiemcs ATO.

s moautopunra MOB y nauuenTos ¢ OITVI B pemuccun:

PexkomeHpayeTcst BceM IalieHTaM IIPOBOLUTDH MOJIEKY/ISIDHO-TreHeTuueckoe ucciaenosanue MOb
npu neiikoszax metogom I[P kaxabie 2 Mec. B TeueHMe MepBOro roga jeyeHusi, 3atem 1 pa3 B 3
Mecs1a B TeuyeHue 2 JieT Ioc/ie 3aBepliueHns KoHconmupauun [1,3,4,12-14].

VpoBeHsb yoeauTersHOCTU pekoMeHganuii — C (YypoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

KoMMeHTapuu: 606HbIM U3 2pynnbl HU3K020 pucka (netikoyumel 6 debiome 3abonesanus <10 x 10°/
J1) npu QOCMUMEHUU UMU MONEKYJAPHOLU PeMUCCUU MOHUMOPUHZ MOMCHO OCYW,eCmeiiime MoabKO 8
meueHue nepgozo 200a JieueHusl.

PexkomeHpayeTcs: ucnonb3oBath KM B KauecTBe maTtepuana s onpepeneHnss MOB, mOCKONIbKY
uccnegosanvie MOB B KM 6osee 1ocTOBEpPHO (BbIIE YYBCTBUTEIBHOCTD), ueM B T1K [14].

VpoBeHb yoeauTeIbHOCTU pekoMeHganuii — C (YypoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

Pexomenpayercss s mnauyeHTOB € [ILP-MO3UTMBHBIM pe3y/lbTaTOM, MOJIYYEHHBIM I10CTIE
KOHconumauumu, uccaegosanrie KM noBTOPUTD CIYCTS 2 Hefeny (kelaTeabHO Kak B MECTHOI, Tak U
B pedepeHc-1abopaTopum AJIs MOMyIeHUsT He3aBUCUMOTO pe3yinbTata) [2,4].

VpoBeHb yoeauTeIbHOCTY pekoMeHganym — C (YypoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

PexkomeHIyeTCs1 BceM MallieHTaM Ipu MOJ03peHun U npu ycraHoBiaeHHoM OILJI, a Takke B xofe
Teparyy ¢ 4actoToit 1 pa3 B 3-6 MecsiieB MOJEKYISIPHO-6MOIOTMYECcKOe MCCIeSoBaHNe KPOBM Ha
BUpPYyC MMMyHoneduunTa yenopeka BUU-1 (Human immunodeficiency virus HIV-1) njist yTouHeHUs
HeOOXOAVIMOCTY OJHOBPEMEHHOTO IPOBeAEeHUS] IPOTMBOOIYXOJEBOM ¥ aHTUPETPOBUPYCHOIA
Tepanuu [2,15].

VpoBeHb yoeaquTeIbHOCTU pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

PexkomeHnpgyeTcs Bcem mamueHTaM IIpy MOAO3peHMM U npu ycraHoBiaeHHoM OINJI, a Takke B xope
Tepanuyu C 4YacToToii 1 pa3 B 3-6 MecsIeB BbINOTHEHME MOJIEKY/ISIPHO-OMOIOTNUeCKOro
ucciefoBaHMs KPOBU Ha Bupyc rernatuta B (Hepatitis B virus) u Ha Bupyc renatuta C (Hepatitis C
Virus) c 1eJIbi0 YTOYHEHMSI PUCKA PeaKTUBAIVIY BUPYCHOTO IrellaTUTa U B CJIyuyae HeOOXOAMMOCTH —
ee mpownakTuku [2,16,17].

YpoBeHb yoeauTeIbHOCTU pekoMmeHgauum — C (YpoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB — 5)

PexkomeHzayeTcsi BceM TmanueHTaM Npu nopo3peHmmu Ha OINJI, a Takke B ciayyae pasBUTHUS
penuanBa U nocie BbinoaHeHMs: awio-TT'CK omnpeneneHre OCHOBHBIX IPYIIIT KPOBM IO CUCTeEMe
ABO u ompenenenue antureHa D cucremsl Pesyc (pesyc-daKkTop) [T BO3MOKHOCTY BBITTOTHEHMS
3aMeCTUTeTbHOI TeMOKOMIIOHEHTHO Tepanuy Mpyu HaJuuumu okasaHui 10, BO BpeMsi Uiy mocjie
Tepanuu 2,18].

VpoBeHb yoeaquTeIbHOCTU pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

PekomeHayercss BceM mnanyeHTam ¢ peuuguBom OIUI nocie [OOCTUMXKeHUST BTOPOW U
MOCJIeAYIOIIMX PEMUCCUIT KOHCY/IbTALMSl B TPAHCIUIAHTAL[MOHHOM LIEHTPE C LIe/Ibl0 OIpeaeneHuns
11e71eCO06Pa3HOCTY ¥ BO3MOXKHOCTHM BbITIOJTHEHMS ayTO- 1 ayuto-TI'CK [1-3,5].

YpoBeHb YoeauTeIbHOCTU pekoMeHgauum — C (YpoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB — 5)

2.4. U"ncTpyMeHTa/IbHbIE JUArHOCTUYECKME UCCIeJOBaHUS

Bcem nayuenmam, y Komopwvix nhodospesaemcs OuazHo3 0Ccmpozo (NPOMUENOYUMAapHozo, 6
uacm1ocmu) netikosa, 0oseH Oblb NOMY4eH YUMOJI02UUeCKUli npenapam KOCMHO20 M032d Nnymem



NyHKYuu. dma duazHocmuueckdss npouyedypa Moxcem He nposooumscs (UCKAUUMENbHO!) 8 mom
cyuae, Koz0a Konuuecmeo Onacmueix kaemok 6 ITK docmamouHo 0Nl 8bINOJIHEHUS. MOJIEKYISIPHO-
2eHemuuecKux Uccnedosamuli, a y nayueHma pezucmpupyemcs MacCusHslii 2emoppazuueckuii cuHopom
2eMAMoMH020 mund, Npu KOMopom Jioboe 8MelameibCmeo MoXem conposoxoamscs passumuem
HOBbIX 00BeMHbIX 2emamom. JIna OITI UCKAIOUUMENbHO BANCHBIM S16J11emcsl NoJIyueHue adekeamHozo
KOCMHOM03208020 NyHKMama, mak Kak OonsWUHCMB0 (Gopm xapakmepusyemcs 2ay6oKoli
JietikoneHueti.

PexomeHAyeTcs1 BceM MaleHTaM Ha MoMeHT auarHoctuku OIUI u B xofe Tepamnuy BBITIOTHATH
perymsipHo (ripu nedyenun ATO — He pexke 1 pasa B Helellto B nepuop MHAyKuu pemuccum (UP),
namee — 1 pa3 B 2-3 Helenu) perucTpaumio, pacumdpoBKy, OMMUCaHME U MHTepIIpeTaruio
aJIeKTpoKapAaMorpadmMueckux [OaHHBIX JJISI  6bl8/eHUsT U/UMU  MOHUMOpPUHed — HAPYUleHull
npoe8ooumMocmu UMnyabco8 6 cepdeuHoli moluiye O0Jis1 C80e8pPeMeHHOll duazHOCMuKUu cuHopoma
yonunenHozo QT-unmepesana [19,20].

VpoBeHsb yoeauTeIbHOCTU pekoMeHanum — C (YpoBeHb JOCTOBEPHOCTHU JI0KA3aTe/IbCTB — 4)

PekomeHayeTcst BceM maiyeHTaMm ¢ OITI go Havama crienuduyeckoit Tepamnuy, a Takke B Xofe
JieueHMs eXXeMecsiyHoe (C y4eTOM HaJIMuysl COITyTCTBYIOIIE MaTOMOTUY U KIMHUYECKO CUTyalun
MOKET OBITh Yallle), a TaKKe MPY HeoOXOOMMOCTHM B JII000Ji MOMEHT B Te€UEHMe BCEro Iepuona
JIeUeHMsI BBITIOJIHEHME 3SXOKapauorpaduu Ijsi OUeHKU (PYHKYUOHANBHO20 COCIMOSHUSL CepOeuHoll
Motuyat [2,20].

VpoBeHs yoenuTensHOCTH pekoMeHganuy — C (YypoBeHb JOCTOBEPHOCTH JOKA3aTeIbCTB — 5)

PexomeHpayeTcs BceM nanyeHTam ¢ OITI mo Havana creluduyeckoii Tepaniin, B Xofe JedeHus C
YacToToil oT 1 pasa B Mecsl, UaM pexXe (C yYeTOM HaJIuuusl COIMYTCTBYIOIIEN MaToJOTuu U
KIMHMYECKOV CUTyaluu), a TakkKe IpU HEeOOXOOMMOCTM B JII000/ MOMEHT B TEUEHME BCEro
1epuoaa JIeueHUs BBHITIONIHEHME peHTTreHorpadwuy W/win KOMIbioTepHO# Tomorpadbum (KT)
OPraHOB IPYIHON KIETKU TSI 8bls16JIeHUS USMEHEHULl J1e20UHOl MKAHU U 0p2aHos cpedocmenus [2,4].

VpoBeHb yoeaquTeIbHOCTH pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

Pexkomenpgyetcs: BceM namyueHnTtam ¢ OIUI no Havyana crenyuduyeckoi Tepaniy, B Xoze Je4eHus C
4yacToToii OT 1 pasa B Mecsl M pexe (C y4eTOM HaJMuusl COIYTCTBYIOLIEl IaTONIOTUM U
KIMHUYECKO! CUTyaluu), a TaKKe IpM HeoOXOOMMOCTM B JII0O0/i MOMEHT B TeUeHMe BCEero
nepuona jeuenusi BbinonHeHMe KT romoBHOro mosra 6e3 KOHTpacTa [Jisl BBISBIEHMS M/WIN
MOHUTODPMHIA M3MeHEeHUI B CTPYKTypax rOJIOBHOrO Mo3ra [2,4].

VpoBeHb y6eauUTenbHOCTY pekoMmeHaanum — C (YypoBeHb JOCTOBEPHOCTH AOKA3aTeIbCTB — 5)

Kommenrapumn: KT 20108H020 mo32a npu OILUI HA0O 8bINOHAMb 8CeM NAyueHmam 6 nepavie OHU
JduaeHOCMuUKU, Maxk Kaxk mozym Oblmb OeccuMnmoMHble UHMPAKpaHuaibHole KposousausiHus. Ilpu
nosig/leHUU  20/108HbIX 6oJell, MeHUH2U3Md, COHAUBOCMU, 3d2pY#eHHOCMU Ha ¢oHe mepanuu
pemuHoudamu KT 207m08bl 8vinonHsiemcs: 00s3amensHo, a CNUHHOMO03208as1 NYHKYUSI 8bINOJIHAENCS
nocie KT (ecnu no3sonsem Koauuecmao mpomoouumos).

PeromeHpayeTcs BceM nanyeHTam ¢ OIUI mo Havasna crieldmnyeckoii Tepanmi, B Xoe JedeHus C
4acToTo OT 1 pa3a B Mecsl wiaM pexe (C y4eTOM HaJu4us COIYTCTBYIOLIEN MMaTONOTUN U
KIMHUYECKON CUTyaluu), a TakKkKe MPU HEOOXOAMMOCTU B JII000 MOMEHT B TeuyeHUe BCEero
Teprosia JieueHusl BBITIOJIHEHNE YIbTPA3BYKOBOTO ucciaenoBanust (Y3M) opraHoB OpIOIIHOI
TIOJIOCTM C OTpeZieJIeHeM pa3MepoB TeUYeHU, Cele3eHKM U BHYTPUOPIOIIHBIX JMMOaTUUeCKUX
y3710B, a Takke Y3W opraHoB MaJjioTO Ta3a y >KeHIIMH U TIpeACcTaTelbHON Kele3bl Y MYKUMH ]IS
JVMarHOCTMKY M MOHUTOPMHTA COIYTCTBYIOL el raTonoruu [2,4].

VpoBeHs yoenuTensHOCTH pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

2.5. MHbIe AMarHocTu4eckue MccjaeLoBaHus

WHble 1yarHOCTMYECKIe MCCIefOBaHNs He MPUMEHSIOTCS.



3. Jleuenue

HasnaueHme wu TIpMMeHeHMe JIeKaPCTBEHHBIX I[IpeNaparoB, YKAa3aHHBIX B KIMHUYECKON
peKoMeHJanuy, HampaBleHo Ha obecreyeHue TManyeHTa KIMHNYEeCKU 3hdeKTUBHON U
6e30MacHOll MeAWIIMHCKOM TIOMOIIbI0, B CBSI3M C UYeM KX Ha3HAuUeHNue U TIpuMeHeHue B
KOHKDETHO KJIMHUYECKON CUTYyalluu OIPENessieTCs] B COOTBETCTBUM C MHCTPYKUMSIMM T10
MPUMEHEHMI0 KOHKDPETHBIX JIEKAPCTBEHHBIX TIPerapaToB C peaiu3alyeil TpeCTaBIeHHbIX B
MHCTPYKLUMY Mep MPeAOCTOPOKHOCTU MPU UX NMPUMEHEHUM, TaKKe BO3MOXKHA KOPPEKIMS 03 C
YYEeTOM COCTOSTHUSI TIal[MeHTa.

3.1. OcHoBHbIe nIpUHIUIIBI JTeueHuss OI1JI

PexomeHAyeTcs NalyieHTaM Py BOSHUKHOBeHUM nomo3penuit Ha OITI KIMHUYECKYI0 CUTYalnio
1 JII00bIe eJiCTBMS B OTHOIIEHMY TIAI[M€HTa PaCIieHMBATh KaK HEOT/IOKHBIE 1 He3aMeIUTeIbHbIE,
B TOM UNCIe [0 TeHeTUMUYEeCKOTO IOATBePXKIeHMs [MarHo3a HAuMHATh COIPOBOAUTEIbHYIO
Teparnuio, HaIllpaBJeHHYI0 Ha KOpPPeKIMI0 reMocTasa, u crenududeckyo Tepannuio ATRA** (cm.
pasgen 3.2. «IlepBuUuHble [EVCTBUS 110 IIPOBEIEHMIO COIPOBOAUTENbHON Tepanuu Ipu
riono3penun Ha guarHo3 OII» u pasgen 3.3.3. «JleueHue koarynonatmum») [1-3,5].

VpoBeHb yoeauTeIbHOCTU pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

KommeHTapum: xoms cywecmeyem o0wjuti KOHCEHCYC 8 OMHOUIEHUU HE0OX00UMOCMU MOJIEKYISPHO-
2eHemuueckozo  noomeepxcdeHus  Ouazvoda  OIUI, duggepenuyupyrwwas (mapzemuas) u
conposodumenvHas mepanus O00JXCHbI OblMb Hauamsl 00 NOJIYUEHUSl Pe3yJbmamos 2eHemuueckux
mecmos. Heobxooumo yuumsieams ai0sle nodosperus Ha OIUI: Hanuuue y nauueHma msixcenoti
Kodazynonamuu, 2eMoppazuueckozo cuHopomd, JetikoneHuu, XapakmepHoti Mop@oa02uueckoli KapmuHaol
6nacmusix Knemok. Bo ecex makux ciayuasx ciedyem HauuHame mepanuio ATRA** nemedneHHo u
npodosicames ee 00 MoMeHMa nodmeeprcdeHuss duazHo3a Uil e20 OnpoeepiyceHUss Ha OCHO8e
2eHemu4ecKo20 uccaedo8aHusl.

PekomeHpayeTcs naiieHTam ¢ BepuduipoBaHHbiM OITJT MHIYKIIMOHHAS Teparusi, BKIOUAOIIast
coueTaHHoe TpuMeHeHre ATRA** ¥ aHTpPAlMKIMHOB C IUTapabuHOM™* wmaM 06e3 Hero
(cranpapTHbIi moaxon) 160 ATRA** u ATO (anbrepHaTUBHBINM oaxom) [1-3,5].

VpoBeHsb yoenuTersHOCTH pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

KommeHTapum: écem nayueHmam He3asucumo om UHUyuansHozo netikoyumosa kypc XT dosieH
6bimb Hauam He nosodHee 3-20 OHA om Hauana neueHus ATRA**, I[Tayuenmam ¢ 4ucaiom JetKoyumos
>10 x 10°/n Kypc npomueoonyxonessiMu npenapamami HauuHAom O00HOMOMeHmHO ¢ ATRA**
OnmumansHeim OHem Hauana Kypca XT 0ns nayueHmos ¢ uuciom aetixoyumos <10 x 10°/n moxem
cuumamocs 2-ii deHb om Hauana npuema ATRA** nockonvky K 3MomMy 8peMeHU yxce JomxeH Oblimb
nodmeepicder duazno3 OIUI u eeposmHOCMb pazsumusl paHHez0 pemuHoOUOH020 CUHOPOMA KpatiHe
mana.

3.2. [lepBuyHbIe OeCTBUSA 110 IIPOBEIEeHNI0 COIIPOBOAUTE/IBHOM Tepanumn
npu nogo3peHuu Ha guardos OIJI

COHpOBO,[lMTeJIbHaH Tepalus, HalipaB/IEHHasA Ha KOPPEKIMIO reMocTra3a

BHympumo3208bie  KpOBOU3NUSIHUS, Jie20uHble U Opyaue KposomeueHus sI6JSIIOMcs  u4acmolmu
HusHeyepoxcarowumu ocnoxcHeHusmu OIUI ecnedcmeue 2pyObix KOAZYAAYUOHHBIX HAPYWeEHUll. dmu
OCJIOMCHEHUSl He MOJIbKO CMAHo8smcsl Haubosee uacmoli NpuuyuHoli cMepmu HA PAHHUX IManax
UHOYKYUOHHOU mepanuu, HO Hepedko passuearomcs 00 ycmauosneHust duazvoza OIUI u Hauana
mepanuu [21,22].

PekomeHayeTcsi BCeM IMalMeHTaM HayaJo CONPOBOAMUTENbHOV Tepanuy, HaIlpaBJIeHHON Ha
KOppeKIMI0 KOarylonaTuu, HauMHaTh HEMeJJeHHO NP MMHMMAaJbHOM Iomo3peHuu Ha OILI
[23,24].




VpoBeHBb yoeOUTEILHOCTY PEKOMEeHJanuM — B (YpoBeHb JOCTOBEPHOCTH JOKA3aTeIbCTB — 3)

KomMmeHTapumu: mepanusi 00/XHA  8KIWOUAMb — c8exce3amopoxceHHyo naasmy (C3I) u
Kpuonpeyunumam, mpaxcgysuto mpomO60oKoHYeHmMpamos 0711 N00OePHAHUsl YPOGHs KOHYeHmpayuu
ubpunozena >1,0-1,5 2/n u Konuuecmsa mpomboyumos >50 x 10°/n. Monumopunz >mux
nokasameeti 00JI#eH 8bINOJHAMbCSA NO KpatiHeli mepe 1 pa3 6 deHv (npu Heob6Xodumocmu — uauie).
Takas mepanusi 0ON}CHA NPOOONHAMbCS 6 MeueHue 6cez0 nepuodda UHOYKYUOHHOU mepanuu 00
UCUe3HOBEHUs1 8CeX KAUHUUECKUX U 1abopamopHbiXx npu3Hakos8 koazynonamuu. Cnedyem obpaujame
BHUMaHUe HA (hakmopsl, N08blLULAIOUUE PUCK PA38UMUS PAMANbHBIX KPOBOUNUSHUL U KPOBOMeUueHUT.
dmu pakmopsl cnedyruwjue: yie cocmosiguieecss iU akmugHoe KposomeueHue, 2unoGpuépuUHozeHeMusl
(<1,0 2/n), nosviuieHue yposHs npodykmos dezpadayuu ¢ubpuHa unu D-dumepos 8 couemauuu c
ysenuyeHuem npompomOUHO8020 8peMeHU UNU AKMUBUPOBAHHOZ0 HACMUUH020 MPOMOONAACIMUHOB020
8peMeHU, a makxe ezunepielikoyumos, Hanuuue O6nacmHslx knemok 6 IIK, 8bvlcoKuil yposeHb
KpeamuHuHd, naoxoti comamuueckuti cmamyc. Cnedyem usbezams Kamemepusayuu UYeHMpPAanbHblx
8€H, CNUHHOMO03208bIX NYHKYUL U Opy2ux UHEA3UBHbIX npoyedyp (Hanpumep, GpoHxockonuu) neped
Hauanom mepanuu u 6 nepuod MP 6 853U C 8bICOKUM PUCKOM 2eMOppazudeckux O0CA0MHeHUIL.
Ycmanoska yeHmpanbHo20 8eHO3H020 Kamemepa 00NHCHA BbINONHSIMbCSL ONbIMHBIMU 8PA4aMU MONbKO
nocje Koppexyuu KoazynsyuoHHslx HapyweHutl. Kpome mozo, npokoazynsayuoHHsiti cmamyc npu OITT
MOXcem He moJibKO Npu8odUumMs K y8eauteHU pUucka 2emMoppazuieckux 0CJI0MCHeHULl, HO U y8eiuuueams
puck mpom060308. Ilpeumywecmeo om UCNONB30BAHUSL 2eNApuHA Hampus™, mpaHekcamosol
KUCNOMBL ™, aMUHOKANPOHOBOLl  KUCI0mMbl™* — Opyeux aHmMukoazyisHmos Wil UuHzubumopos
QubpuHonuza cnopHo u He O0OKA3AHO, U 3Mu npenapamsl He O0OJ#HbL UCNONb308AMbCS BHE
KAUHUYecKux ucnsimauili. Ecme makxe cooOujeHust 0 Ciyuasx Uchonb308aHusl peKoMOUHAHMHO20
paxmopa Vlla 6 ciyuae msiienozo, HusHeyzpoxcaroujezo kpogomeuerus [25,26].

3.3. JleueHue NanMeHTOB C BIIepBbIe YCTAaHOBJIEeHHbIM AuarHo3somMm OILI

pemMuccuu

Pekomenpayercsa maiyentam ¢ OIUI teparnust WP, mpencraBisiioniasi co60ii OgHOBpeMEeHHOe
npuMmeHeHne mudbdepenuypyomero geuennst (ATRA*™ ) M UIMTOCTaTMUYECKOTO BO3HEICTBUS,
BKJ/TIOYAIOIIEr0 BBICOKME A03bI AaHTPALMKIMHOB M IMUTapabmHa** (MOTYT NMPUMEHSITbCS PEesKMMBbI
AIDA, 7 + 3 win gpyrue — CM. OIpwiokeHue A 3.1.) IJisi ONTUMMAaJbHON Tepanuu U OOCTVKEHMUS
XOPOLLUMX Pe3yIbTaTOB jJjeueHus [27].

VpoBeHb yoeauTeTbHOCTY PEKOMEeHauum — A (YPOBeHb JOCTOBEPHOCTH JOKAa3aTeabCTB — 2)

KommeHTapum: camoie nepgole paHdoMu3upo8aHHsle UCCAe008aHUSL N0 COUEMAHHOMY NPUMEHEHU
ATRA** u XT noxa3anu 6e3yc/i08Hble hpeumyuiecmea daHHoz2o nodxoda neped cmandapmuoti XT. XT
cocmosia u3 Kypco8 aHmpayukJIUuHAMu 8 8blCOKux 003ax 8 couemanuu uau 6e3 yumapabuHa**,
@paHyysckas epynna npooeMOHCMpuposanda 8 paHooMusuposaHHom uccinedosanuu APL-91, umo
npoyeHm docmuceHus. pemuccuu 8 2pynne, 20e ¢ XT npumensnace u ATRA** cocmasun 91 % 6
cpasnenuu ¢ 81 % 6 epynne XT. Ananu3s donzocpouHoti ahhekmusHOCMuU JieueHUs: IMUX e NayueHmos
noKasan, umo uemoipexaemHss 6eccoObiMULIHAS BbIHUBAEMOCb NAUUEHINOB8, KOMOPbIM NPOBOOUIACD
XT coemecmHo ¢ ATRA**, cocmasuna 62 % 8 cpasHeHuu ¢ 15 % y nayueHmos, y Komopsix 0bl/1a MonvKo
XT (p <0,0001) [28].

Ps0 knunuueckux uccnedosawuti (KHM), nposedeHHbvlx 8 meueHue nociedHezo decssmusemust, N0380auUl
onmumusuposams cxemy eeedeHuss ATRA** u anmpayuxauxos. Tax, 6 paHOOMU3UPOBAHHOM
uccnedosanuu Eeponetickoii epynnsl no OILI 6bl10 uemKko nokasamo, umo Haubosee 3P@eKmusHbIM
s8/151emcsl 00HO8pemMeHHoe, a He nocnedogamenvHoe, npumereHue ATRA** u XT [29]. B dansHeliwem
2Mo 6bLI0 Makie N00MeepHOeHo 8 Opyeux KPyNHvlX MHO20YEHMPO8bIX ucciedosanusix [27]. FmeHHo
umozu 3Mux uccnedo8aHuli npuseau K momy, 4mo npozpamma couemaqHozo npumererust ATRA** u
XT anmpayukauHamu cmana cmanoapmom aeueHus nepsuutoix OITL

O0HO3HauHbIX HecmKux pekomeHoayuli no esi6opy npozpammel XT Hem. Pe3ynvmamol HeCcKOJIbKUX
pandomusuposarHvix KU, evinonueHHsix 8 Eepone u CIIIA, noka3anu, umo Ha (oHe NOCMOSIHHO20
npuema ATRA** agppekmusrocme npozpammst 7 + 3 (003a dayHopybuyuna™* 60 mz/m?), ucnackol
npozpammsl AIDA, anenutickoii npozpammosl DAT/ADE, Hemeukoli npozpammsl TAD/HAM oduHakosa
[27]). BonvwiuHcmeo uccnedosameneli CKAOHAIOMCA K  NPUMEHEHUI0  PUCK-adanmupo8aHHO20



ucnatckozo npomoxkona AIDA, nockonwsky npu oduHakoeoli 3¢gekmusHocmu y Hezo cyw,eCmeeHHO
MeHbULe NOKa3amenu moKCUYHOCMuU.

Onostm Poccutickoli HayuHo-ucciedosamesnvckoii epynnst no aeueHuro OILT MOXCHO pe3romMuposams 6 2
amana: 1) npumenerue 7 + 3 + ATRA™* (1 nunomroe u 2 paHdoMu3upo8aHHsIx Ucciedosamus) u 2)

o) N
S £

npumenexue npozpammsl AIDA (mpemunoun™, udapybuyun™*, mumoxcaumpon™*) [4]. Hmoeu I
amana npooeMOHCMPUPOBAIU, UMO 8 pPAMKAX MHO20UEHMpPOo8020 83aumodelicmsus npoyeHm
docmudceHust pemuccuu cocmasun 90 %, a panHeii niemansHocmu, coomeemcmeerto, 10 %. O6was
eviusaemocms (OB) u 6e3peyudusHas svixcueaemocms (bPB) 6 meuerue 5 nem docmueznu 80 u 88 %
€00M8emcmeeHH0, NPUUEM BbIHUBAEMOCMb NAYUEHMO8 8 MeX 2eMamoJl02utecKux YyeHmpax, Komopsle
pekpymuposganu 8 ucciedosarue 0osee 6 nayueHmMos, 3HAUUMO OMIUUANACH 8 JYUWYI0 CIMOPOHY 0m
mex UeHmpos, z0e onvim 8edeHuUss MaxKux nayueHmos vl meHvuie. IIpumenerue npomokona AIDA y
nayuenmos ¢ enepsoie 8visissieHHvimM OII cmoab e appexmusro: mpexnemusss OB u BPB cocmasuiu
86,7 u 75,8 %. dman uHOyKYUOHHO20 JieueHUS! CI0MCHbIL U mpebyem MAaccueHoll conposooumesnsHoli
mepanuu, 3mansl KOHCOAUJAUUU 3HAUUMENbHO MeHee TMOKCUYUHbI U MO2YyMm BbINOJHAMbCS 8

amobynamopHoOM pexcume.

Omkas om UChONb308AHUSL CMAHOAPMHO20 NO00X00a O00JHEeH paccmampueamscsi MonskKo 6
UCKIIOUUMETIbHBIX  Ctyuasx, 8 Komopwix XT npomugonokasaHa (Hanpumep, msxiendas OpzaHHAas
HedocmamouHocmo, mepanusi aHmukoazyissHmamu, nayuenm cmapuie 80 nem), a maxxie 8 mex
cnyuasx, Kozda anvimepHamueHsle 8apuanmol UHOYKYUOHHOU mepanuu OUKMYyMcs COYUAIbHO-
IKOHOMUUECKUMU (hakmopamu unu nposedeHuem KAUHUUecKux ucnslmauti.

Pexomenpayetcsi nauyeHtam ¢ OITVI mpoMeXyTOYHOTO M HM3KOTO pUCKa (TPyHIlbl pUcCKka B
COOTBETCTBMM CO cTapoii Kinaccubukamyeir OIUI) mpy HaIuMumy BO3MOKHOCTY IPUMeHEHNe B
VMHIYKUMOHHOV Tepanuu kom6uHaimm ATRA** u ATO [27].

VpoBeHb yoeaIUTEeTbHOCTY PEKOMEHJAnUM — A (YPOBEHb JOCTOBEPHOCTH JOKA3aTeIbCTB — 2)

KommeHTapum: nocie coobujeHuli 06 ychewHslx pe3ynsmamax nedeHus ATO nayueHmos ¢
peuudusamu OILUT uz Kumas, a 3amem u u3 3anadHslx cmpat, 61 nposederH psad KU, HanpasneHHbix
Ha oyeHKy apdexkmusHocmu ATO & unOykyuoHHolU mepanuu nepeuuHsix OITT [30-32]. Yacmoma
docmuicerust IIP 8 amux ucciedo8aHusix 8apsuposana om 86 0o 95 %. OOHako ciedyem ommemume,
umo ATO couemancs ¢ mepanueii ATRA** u/unu XT.

B yenom amu mHozoobewaiowjue pesyismamsl mepanuu, ocHosaHHoli Ha ATO, nokassigaiom, umo
coomeemcmayiujee CpasHeHue co CMAHOAPMHbIM N00x000M ATRA** + anmpayuxkiuHsl ¢ MOUKU
3peHus  apgexmusHocmu, 0Oe3onacHocmu U IKOHOMUUECKOU  3ApgekmusHocmu  A6751emcs
onpagdaxHelM. Mo npeonosioydceHue 0Obl10 NOOMBEPHOEHO pe3ylbmamamu MHO20UeHMpPos8ozo
PaHOOMU3UPOBAHHO20 UCCTIe008AHUS, NPOB8eOeHH020 00BeduHeHHOoll Eeponelickoli uccnedosamensbckoli
epynnoli ¢ okmsabps 2007 no cenmsbps 2010 2. [33,34]. OcHo8HOII yenvlo 3mo2o ucciedosaqust OvLio
cpasHeHue appekmusHocmu npomokona AIDA u ATO e couemanuu ¢ ATRA** y nayuenmos ¢ OIUI u3
2pynnol HU3K020 U NPOMENYMOUHO020 PUCKA. AHANU3 00N20CPOUHDBIX pe3yibinamos noxasan, umo 2-
JlemHsist o6was u 6eccobvimuiinas 8vixusaemocms nayuenmos ¢ OIUI, ieueHue Komopsim Npogoounu
ATO + ATRA™* docmosepHo Jiyuule, ueM npu uchoawv3osaquu npomoxona AIDA: 98,7 u 91,1 % (p =
0,03); 97,1 u 85,0 % coomsemcmeenHo (p = 0,02). Bbln0 ommeueHo, Umo MoKCUUHOCb NPO2PaMM
yumocmamuueckozo 6030elicmeusl 3HaYuUMO 8blile 8 CPABHEeHUU C Npozpammoli Ouono2u4ecKozo
JleueHusl.

2mo nepsoe macwmabHoe MHO20YeHmMposoe ucciedosamue, opuyuanrsHo 3akpenusuiee 3a ATO 8
couemanuu ¢ ATRA™* cmamyc amanouHoti npozpammot neueHus OIT/L

Hockoneky ATO cmanu wupoko npumeHsimv 6 Kauecmee mepanuu Kak 2-it, mak u 1-ti auHuu y
nayuermos ¢ OIUIL, mo noGouHsiM 3ppekmam, 803HUKAUWUM BCledcmeue e20 UCNO0Nb308aHUS,
NoCMosiHHO ydensilom cywjecmeeHHoe eHumaHue. K cepbe3HsiM OC/I0OMCHEHUSIM OMHOCAM CUHOPOM
Jdugpeperyuposku onyxonesvix knemox OIUI, pazsumue eunepaetikoyumo3sa, yonuxeHue QT/QTc-
uHmepeasa, nepugeputeckyo noauHetiponamuto, nogpexcdeHue neueHu u nouex [33,34].

skesk

PexkomeHpayeTcsi npopo/bkuTh jedeHne ATRA** po KoHCTatauuu ITOJIHOM TeMaTOJ0rM4ecKoit

pemuccun [1-3,5].

VpoBeHBb yoeauTeIsHOCTU pekoMeHganum — C (YPOBEHb JOCTOBEPHOCTH J0Ka3aTeNIbCTB — 5)



He pexkomeHAayeTcsi MEHSATb CTaHAAPTHYI0 MHAYKUMOHHYI Tepanuio B 3aBUCUMMOCTU OT
BBISIBJIEHVSI MAapKepPOB, KOTOpPbIe PAacCMATPUBAIOTCS Kak (aKTOPbl HEOIArOMPUSITHOTO MPOTHO3a
(Takue Kak BTOPUYHbIE XPOMOCOMHbBIe HapyIlieHust, mytarus FLT3, skcripeccust CD56 u BCR3 PML-
RARA) [1-3,5].

VpoBeHs yoenuTensHOCTU pekoMmeHganuy — C (YpOBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 5)

He pekomeHpgyeTcsi MOAMOUIMPOBATH JieUeHNe, OCHOBBIBAasCb Ha OGHApYKeHUM OIacTHBIX
kietok B KM, maske Ha 50-ii 1 6ojiee fAeHb JieueHus (ITO3OHSST TepMuUHanbHast AuddepeHIpoBKa)
VM TIPY BBISIBIEHUM XMMEPHOTO TeHa C TMOMOIIbI0 I[UTOTEHETUYECKOTO WM MOJIEKYISIPHOTO
aHanM3a B 3T Xe cpoku [1-3,5].

VpoBeHb yoeauTeIbHOCTU pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)
3.3.2. JleueHue KOaryjionaTmm

PeromeHAyeTcs nanyeHTam ¢ BepuduuypoanubiM OIUI B mporecce MHAYKIIMOHHON Tepanumn
MIPUMEHSITh TPAHC(PY3MOHHYIO Tepamnuio TPOMOOKOHIIEHTpaTaMy JJisi TOAJEepsKaHUs YPOBHSI
TpoM6oIMTOB KpoBM >50 x 10%nm m C3II/KpMONpPenMIUTATOM I/ TOAJEepKaHMs YPOBHS
ubpuHorena >2 r/n, npoTpoM6MHOBOTO MHAEKca — >80 % [1-3,5].

VpoBeHb yoequTeIbHOCT pekoMeHganyum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

3

KommeHnTapum: ucnonv3osarHue ATRA™* He omMeHUNO azpeccusHoli 3amecmumesibHOl mepanuu
KOMNOHeHMamu Kpoeu, a Jullb HeCKOJIbKO YMEHbUIUN0 00BeMbl UCNONb3YeMblX MPAHCHY3UOHHDBIX
cpedcma.

He pekoMeHAayeTcsl MCIIONb30BaTh B PYTMHHOI MpPaKTMKe TellapyMH HaTPUS* ¥, TPaHEKCaMOBYIO
KUCIOTY™**, Ipyrue aHTUKOATY/ISHTBI MY MHTMOUTOPBI GuOpUHOMNM3A, TaK KaK UX IIPEMMYIIEeCTBO
ocraeTcsl CIopHbIM [1-3,5].

VYpoBeHb YOeaUTEeIbHOCTY peKoMeHaauuu — C (YPOBEHD JOCTOBEPHOCTHU TOKA3aTE/IBCTB — 5)
3.3.3. JleueHue rumnepaeinkonmuTo3a

PekomMeHAyeTcs manyeHTaM C BepuduuyupoBaHHbiM OIUI ¢ rumepieiikouuTo3oM (0COGEHHO
6oee 50 x 10%/1) Ha doHe mporpammsl XT nmpoBeneHMe IasMadepe3oB (I1a3Mao6MeHOB 10 1,5—
2 [1-3,5].

YpoBeHb YoeauTeIbHOCTU pekoMmeHgauum — C (YpoBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB — 5)

e KommeHTapum: swvinosnHeHue naasmagepe3os noxkaaHo He MOJIbKO 8 Kauecmee npoyedypol,
HanpaeJieHHoll HA NPoQUAAKMUKY U JieueHue CUHOPOMAd pacnadd Oonyxoau, HO makie U Ha
KOPPEKYUI KoazynsiyuoHHbsIX ocaioxcHeHuti (IBC-cunopom).

He pexkomenpayercsi marveHtam c OIUI mpoBefeHue Jjeiikadepesa u3-3a puUCKa PA3BUTUS
(aTanbHbIX TeMOpparnyeckux ociokHennit u IBC-cunapoma [1-3,5].

VpoBeHsb yoenuTersHOCTU pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTHU JOKAa3aTeIbCTB — 5)

3.3.4. Jleuenue mo6ouHbIxX 3hderro ATRA**, [IpodmunakTuKa u iedeHue CUMHaAPoOMa

PekomeHAyeTcsI BCEM MAaIMeHTaM MOAOGMPATh MHIMBUIAYAIBHO peXXum Tepammu ATRA*
IPU HEOOXOAVMMOCTH €ro M3MEHSTh JJIsI YMEHbIIEeHUsI TOO0YHOr0 JIeViCTBUS mperapara u
IpeaoTBpalieHusl pa3sBUTHUS UM yMeHbuieHus: nposiBjaeHuii [IC (cMm. npwioxkenue A 3.2.)
[35]-

VpoBeHb yoeaquTeIbHOCTU pekoMenganum — C (YpoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

Pexomenpgyetcsi Bcem nauueHTam ¢ OIUI ¢ konmuecTtBOM Jeiikouutos >10 x 10%/n Ha3HauaTh
IeKcaMeTa3oH** B mo3e 2,5 Mr/m? 2 pasa B CyTKM BHYTPUBEHHO (B/B) B TeUeHMe 2—3 THEN C Leblo
npodunakruku passutus JC [35].

VpoBeHsb yoenuTersHOCTU pekoMmeHganum — C (YpoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

PeromeHpayeTcs BceM mamyeHTaM ¢ OITJT ¢ MMHMMAaIbHBIMM ITOOO3PEHMSIMM Ha HAYaIo Pa3BUTUS
IIC "He3saMenIuTeIbHOE Ha3HAUeHMe JeKcaMeTasoHa™* B mose 10 mr/m2 mn 20 mr 2 pasa B CyTKU



BHYTPUBEHHO 10 KynuposaHus [IC [35].
VpoBeHb yoeauTeIbHOCTY pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTH JO0KAa3aTeIbCTB — 5)

KomMmenTapuit: ggedeHue dexcamemasoHa™* daxe npu manetiwem nodo3peruu Ha JIC sensemcs
cmaHdapmusiM n00x00oM K JieueHutro JIC, HecMomps Ha mo umo npsimole 00KA3ameJibcmada momy, 4mo
npoguiakmuueckoe 88edeHue 2/II0KOKOPMUKOUO08 CHUMcAem JemansHOCMy, C83AHHYH C 3Mum
cuHdpomom, omcymcmeyiom. Tem He MeHee 8 HEKOHIMPONUPYEMBbIX UCCTE008AHUIX OblI0 NOKA3AHO,
umo npoyeHm Gamaivhovlx ucxodos npu paszsumuu C Ha (oHe npodurakmuueckozo 88edeHuUs
2/1I0KOKOPMUKOUd08 y nayuenmos c neiikoyumamu 6onee 5 x 10°/n cuuxcaemes.

BeposmHocmo pazsumus JIC onyxonegsix K1emok 8sliie y NayueHmos ¢ UHUYUATbHbIM JeUKOYUMo30M
(>5 x 10°/n) u napywenuem ¢yHKyuu nouex (kpeamuruH >123 mrmons/n). [Toamomy panHee HaA4ano
XT 6 couemaHuu c¢ ATRA™* u npogurakmuueckoe eeedeHue 21H0KOKOPMUKOUOOB s6I0MCcs
cmaHdapmusiM N00X000M K JleHeHUI0 8 3Motl yepoxcaroujeli #usHu cumyayuu. Y nayueHmos ¢ Yuciom
netikoyumos >10 x 10°/n XT 06biuHO HAUUHAEMCS 8 MeueHue HeCKONbKUX UaAC08 NOC/e Npuema nepeoii
00361 ATRA™ HmeHHO 3mo no3eosisiem 83smb n00 KOHMPOJb Koazysi0namur npu 00HO8PEMEeHHOM
CHUMceHUU pucka pazeumus JIC, uacmoma Komopozo 0COGEeHHO 8bICOKA Y IMUX NAYUEHINO8.

PeromMeHAyeTcsI BpeMeHHOe TpekpalieHue creiudnueckoii Tepanuu (ATRA**) TonbKO B Cydasx
Tspkesno mporekartoiero [1C [1-3,5,35].

VpoBeHb yoeauTeIbHOCTU pekoMeHganum — C (YpoBeHb JOCTOBEPHOCTHU JOKA3aTeIbCTB — 5)

3.3.5. Ouenka 3¢ eKTUBHOCTY MHAYKIIMOHHON Tepanuu

Pezynemamot Mopgonozuieckozo, yumozeHemuueckozo U MONeKyIsIpH020 UCCIed08aHuli 8 KOHye
UHOYKYUOHHOU mepanuu 00JHCHbl UHMepnpemuposamscsi ¢ 60bwoli ocmopoxcHocmeio. Kax yice
omMmeuanocs, Mopgosozuieckue 0cobeHHOCIMU, 00Hapyxcusaruiuecs 8 npouecce ouggepeHuUposKU
621aCMHbIX KJIeMOK Ha ()oHe mapzemHOl mepanuu, cmpeuaromcs daxe nocjie HeckoabKux Hedeib om
Hauana neueHus (0o 40-50 Oweli) u mozym npusecmu K OWUOOYHOMY YCIMAHOBNEHUN Nep8uYHOll
pesucmenmrocmu. Kpome mozo, 3adepxycka dugeperyuposku 61acmHbsix KAeMoK Moxcem npusecmu K
06HapyxeHuw Kaemox ¢ t (15;17) memodamu cmanoapmuoti yumozenemuxu uau FISH, 8 oco6eHHocmu
K020a 3mu mecmol 8bINOJIHAIOMCS 8 pAHHUE Nepuodsl Noce 3asepuleHus UHOYKYUOHH020 Kypca. Smu
Mopgonozuueckue u yumozeHemuueckue uccnedosaHuss He O0XCHbl npusodums K modupukayuu
sieueHus. A neuerue ¢ ATRA™* donxHo Oblmb NPoooJIyHeHo, umobsl obecneuums 0oCmamouHoe 8pems
0Nl mepMuHanvHoli OuggepeHyuposku 6aacmusix dnemeHmos. Kaxk o6cy#cdanoce eviuie, IIP
docmuzaemcs npakmuuecku 80 8cex ciyuasx OILI ¢ doka3auHbiM xumepHoiM 2eHom PML-RARo.

MonexynapHoe ucciedogaxue nociie nepeozo Kypca UHOYKYUOHHOU mepanuu He umeem 0O0NbU020
KJUHUYEeCK020 3HAYeHusl, maxk KAk nonoxcumensHulii pesynsmam IIL[P wa 3moii cmaduu moxem
ompaj;amo 3a0epHKy CO3PeBaHus ONyxonesvlx KAemok, d He UCMUHHYI pe3ucmeHmuocms. Takum
06paszom, epauu 00NHHbL 6030epHUBAMBCS 0M MepanesmuuecKux peuleHull Ha 0cCHoge pe3ynbmarnos 8
2Mu KOHMpobHble CPOKU. B npomusononoxrocmes amomy, pesynemamest I[LI[P-aHanusa, npogsedeHH020
nocne 3asepuleHus KOHconudayuu, no360Jis110m onpedensimes puck peyuousa y KOHKpemHozo nayueHma.

3.4. KoHconmuaupyoumas Tepanus

Heobxodumocmp KoHcoaudayuu u onumensHoli noddepxcusarouieii mepanuu npu OITI dokasaHa euje 6
«dopemuHoudHy apy». C momenma eHeoperuss ATRA** 6bL10 NOKA3aHo, Umo MoneKyasapHas peMuccus
OITT docmuzaemcs npumepHo y 95 % nauueHmos nocie mpex nocaedosamenvHsix Kypcos XT ¢
anmpayukauHamu (1 uHOYKYuoHHoIll u 2 KoHconudupywux). JanHetli gakm u cman ocHosoli 0715
npuHamus. 3mozo nodxoda Kaxk cmavoapma KoHcoaudupyroweti mepanuu [1-3,5,36]. Odnaxo
HeKomopble 80NpPOoChl, C853aHHbLE ¢ Imoli hazoti mepanuu, 0Cmaimcs. CNOPHbIMU.

PexomeHnpyeTcs nanueHtam ¢ OIT, 3aBepluMBIIMM MHAYKIMOHHBIN 3Tall J1€e4eHus], IPYMeHeHMe
KOHCONMUAMpYoIIeil Tepanuu ¢ BKIOueHreM ATRA** miast CHUKeHUSI BEPOSITHOCTY Pa3BUTHUS
penuavBa 3aboneBanus [1-3,5,36].

VpoBeHb yoeauTeabHOCTY pekomeHganum — C (ypoBeHb JOCTOBEPHOCTY A0Ka3aTeIbCTB — 5)

KoMmmeHTapwmii: npumenenue #ATRA** ¢ cmandapmmoii do3e (45 mz/m? 6 denv) 6 meuerue 15 Oneli 6
couemaruu ¢ XT 6 nepuod KoHcoIudupyloujezo neyeHus CHux@caem puck paseumus peyuduea [37].



Poccutickas epynna no neueruto OJI pekomenoyem npumeHeHue ATRA** na ecex amanax mepanuu
OITTI [4].

PekomeHpayercst mamyeHtam ¢ OILI, moayyaBIIMM Ha MHAOYKUMOHHOM 3tarme ATRA** m XT,
MPOBOAUTh 3 Kypca KOHCOMMIALIMM, BK/IIOUAIOIIE/  aHTPAUMKIMHBI  (MOapyOMIIMH**,
JIayHOPYOUIIVH** ¥ MMTOKCaHTPOH**) (cM. pwioskeHue A 3.1.) [27].

VpoBeHb yoeqUTEeTbHOCTY PeKOMeHauum — A (YypoBeHb JOCTOBEPHOCTU I0Ka3aTe/IbCTB — 2)

Pekomenpayercs nanyeHtam ¢ OITJI BBICOKOTO pMCKa, MOMYYABIIMM Ha WHAYKIMOHHOM 3Tarle
ATRA** u XT, mpoOBOAUTH KOHCOMMIAIMIO C BKJIIOUEHMEM IO KpaitHeit mepe 1 kypca XT co
CTaHAAPTHBIMU UV CPEIHUMM 03aMM LuTapabuHa** (cm. npuinoxkenne A 3.1.) [38].

VpoBeHBb yOeOIUTETBHOCTY PeKOMeHanum — B (ypoBeHb JOCTOBEpHOCTY JOKA3aTelIbCTB — 3)

KoMMeHTapuii: co 8pemeHU Nnepeozo YCnewHozo Onslmd UCNONb308AHUSL OAyHOpPYOUYUHA™* 8
Kauecmee MoOHOmMepanuu u 00 HAcmosuwjezo 8pemeHu pons yumapabuua™* npu OIUT ocmaemcs
cnopHoti. Hu o0Ho u3 uccnedosaHuii, nposedeHHvix 00 noseneHus ATRA**, e mom uucie
pPaHooMU3UpPOBAHHDIX, HE NOKA3AJI0 npeumyujecms 000asieHust yumapabuHa™** Kk aHmpayukauHam no
CPABHEHUIO C UCNONb308AHUEM BbICOKUX 003 aHmpayukauHos. C ekjaueHueM 8 OO0NbUUHCMBO
Kaaccuueckux npomokonos ATRA** cnopet 0 poau yumapabuHna** ocmanuce HepewleHHsiMuU [27].

Cnedyem ommemums, Umo COBMECMHbLI aHANU3 pe3ynbmamos JieueHus: NayueHmos, GKaUEHHbIX 8
uccnedosanuss PETHEMA u Esponetickotli epynnst OITI, npodemoHCmpuposan 00UHAKOBO HU3KYIO
yacmomy pazeumus peyuousos y nayueHmos mooxce 65 nem c netikoyumamu <10 x 10°/n e deGrome
3abose6aHusl  HE3AsUCUMO OM MO020, Kakylw mepanuw UM Nnpogoowiu: MOHOMepanuw

AHMPAUUKJIUHAMU WU AHMPAYUKAUHbl 8 COUemanuu ¢ yumapabuHom™* Tem He MmeHee Obliu
NoJIyueHsl pe3yibimamosl 6 Nonb3y 6KJIWUeHUs YumapabuHa™* y nayueHmos 8bslCOK020 pucka c
uHUYuansHeIM  netikoyumosom >10 x  10°/n, nockonsky uacmoma passumus peyudusos Ha

MOHOmMepanuu aHmpayukJauHamu ovina svtuie [38].

Poccutickas uccnedogamensckas zpynna npediadzaem NpuMeHsms uyumapabux™** y nayueHmos us
2pynnel 8bICOK020 PUCKA 8 Nepuod KOHCOIUdauuu 8 Kauecmse 00HO20 U3 Mpex KYpco8 KOHCOAudayuu
(uumapabun** 200 mez/m? 6 deHb 6 6ude NOCMOSHHOL 6/68 UHDY3UU 8 MmeueHue 7 OHell 8 couemanuu ¢
MumoxcanmpoHom™** 10 mz/m? 6 1-3-ii Onu) 6 pamxax npomokona AIDA [4].

PekomeHayeTcst nanyentam ¢ OIUI, monyyaBIIMM Ha MHOYKIMOHHOM sTame ATRA** u ATO,
MIPOBOIUTb KOHCOMMIALINIO TaKke KoMOuHaueirt ATRA** u ATO (cm. mpuioxkeHue A 3.1.) [33,34].

VpoBeHb yoeauTeTbHOCTY PeKOMeHgauumu — B (ypoBeHb JOCTOBEPHOCTH AOKA3aTeIbCTB — 2)

KommeHTapmii: kak yxe ommeuanocs, ATO sensemcs 00HUM U3 camulx 3¢ hekmusHsix npenapamos
6 neuerue OIUI Ilocie 00H020 UHOYKYUOHHO20 KYpCa HEOOX00UMO €20 NPUMeHSAMb U 8 hepuod
KoHconudayuu. ZlokasamenvHbix uccnedosauutl, YKA3b18AOUUX Ha ONMUMANbHYI0
NPoOONHUMEILHOCMb KYPCO8 KOHCOIUOAUUU, UX HUCI0, He00x00umocms couemaus ¢ ATRA™ noka He
nposedexo. B Hacmosiuee epems npogedeHsl paHOOMU3UpPOBAHHble NPOCNEKMUBHbIE UCCIe008aHUS,
Komopole 00KA3a1u 8bICOKYI0 ppexmusrnocms ATO npu HU3KOU MOKCUUHOCIU 8 JiedeHUU NAyueHmos
¢ OILT u3 2pynnol HU3K020 U NPOMENHCYMOUHO020 pucka. B amux uccnedosanusx Oviiu npedycmompeHol
uemoipe 4-HedenvHoix Kypca kKoHconudayuu ATO u ocemb 2-HedenbHbix Kypcos ATRA**[33,34].

Pexkomenpayetcst nauyedtam ¢ OIlJI, 3aBepluMBIIMM NPOrpaMMy KOHCOIMIAMPYIOLIEN Tepamnuu,
MOJIEKY/ISIDHO-TeHeTUUeCKoe uccienoBane myTauuii B reHe PML-RARA wmetomom IIIP ¢
YYBCTBUTENBHOCTBIO 1O KpaitHeit Mepe 1 x 10 o KM z1/151 OLleHKY MOJIEKYISIPHOI peMuccum [1-
3,5]-

VpoBeHb yoeAUTEeNbHOCTY pekoMeHaanum — C (YpoBeHb JOCTOBEPHOCTH IOKA3aTEIbCTB — 5)

He pexomenayetcs y nannueHToB ¢ OIUI B mepBoii MOEKY/ISIpPHOM PEMUCCUYM BBITIOJHSATb ayTO-
nm anno-TI'CK [1-3,5,36].

VpoBeHb yoeauTeabHOCTY pekomeHganum — C (YpoBeHb JOCTOBEPHOCTH AJOKa3aTeIbCTB — 5)

KommenTtapumu: ssinonHeHue TICK y nayuenmos ¢ OII e nepsoti IIP He noka3aHo. [Ins kpatiHe
He3HauumenvbHoll uacmu nayueHmos ¢ nepcucmenyueti MOF nocne 3agepuieHus KOHCOAUOAYUU AJLI0-
TICK cnedyem paccmampueame Jule 8 MOM cayude, eciu ecms nodxodsujuii HLA-udeHmuuHublli
doHop. M3-3a mo2o, umo y 3mux nayueHmos mMozym ommeuamoscs paHHue peyudussl, mMoxcem 0bviims



UCnoab308aHa donosiHumesnvHas mepanust (Hanpumep, ATO) ¢ yenvio KOHMpoOs 3abosesaus u 07s
docmudceHust mosiekyaspHoti [IP neped mpaHcnaanmauueti.

B nacmosiuee epems noumu secy onsim 8 TI'CK 0bl1 0CHOBAH HA UCNONb308AHUU MUEI0AOIAMUBHO20
pexcuma KOHOUYUOHUPOBAHUS. JIAHHBIX O NPUMEHEHUU PEeXCUMA NOHUMEHHOU UHMEHCU8HOCMU Npu
2mom 3a60ne6anuu Hem.

Y nayuenmos u3 zpynnst 8b1C0K020 pucka pazsumus peyuousa nociie 0ocmuiceHus: MonexkyasipHoti IT1P
Moxcem Oblmb OCyujecmeeHd 3az0mosKd aymonoeuiHblX CMEO0J08bIX KAEMOK KpPO8U C Ueblo
evinosiHeHuss aymo-TI'CK xkak KkoHconudupyoweti mepanuu. IIpu 3mom Heobxodumo, umobsl 8
coOpaHHoM KaemouHom cybcmpame memodom IIIIP XxumepHslli mpavckpunm He o0npeodesincs.
Hecmomps Ha xopouiue pe3ynsmamel, 00CmuzHymsle Npu UCNONb308AHUU 3IM020 N00X00d, pOJb
MpaHcniaHmayuu  s181semcsi.  HeonpeoeieHHoll, NOCKONbKY, KAk noxkazan psd uccnedosauut,
007120CpOUHAsE peMuccust Moxcem Oblmeb 00CMUZHYMA € NOMOWbI0 HECKOJIbKUX Kypcos ATO.

3.5. [loppepskuBaloIias Tepanus

PexomeHpayeTcst y nanyeHToB ¢ OIUI, 3aBepUIMBIIMX MPOrpaMMy MHAYKLUM UM KOHCOMUOALUN
pemuccuu  6e3 mnpumeHeHus ATO, TmpoBoguTh mogmepkuBampmiee JedeHne ATRA*¥
METOTPEeKCaTOM™** U MepKaINTOMypuHOM** B TeueHMe NBYX JIeT OO IO KOHCTATAIIMU PelUIMNBA
[29,39].

VYpoBeHb YOeaUTeIbHOCTY PEKOMEeHAauu — B (YpOBeHb TOCTOBEPHOCTH JOKA3aTeIbCTB — 2)

KoMMeHTapumu: HecMompss HA mo umo 3ggekmusHocms noddepycusaroujeti mepanuu 0Obiia
dokaszaHa 6 08yXx paHOOMU3UpOBAaHHbIX uccnedosanusx [29,39], npodosicaromes OJuckyccuu o
Heobx00uMOoCmu ee NpUMeHeHUsl Y NayUeHmMo8 8 MOAEKYJISIPHOLU peMuccuu.

Poccutickas  uccnedosamensckas epynna pekomeHoyem UCNOnb308ams ONUMENbHYI0 2-J1emHI0K0
noddepicusarwyo mepanuto y ecex nayuenmos ¢ OIJI He3asucumo om epynnsl pucka npu
00513amenvHOM MoJeKyasapHomM moHumopuree MOEB u onmumansHeiM cuumaem noddepxiusarnujee
JieueHue no npozpamme AIDA [4].

IToddepscusarwas mepanus mepkanmonypuHom™* e 0ose 50 mz/m?> 1 pa3 6 OeHb NOCMOSHHO
(MOJI0KOM He 3anueams) u #memompekcamom™* e doze 15 mz/m? 1 pas 6 nedento Hauunaemcs uepe3 30
OHeli nocne nociedHezo Kypca KoHconudayuu. #ATRA** — e meuenue 2 Hed. (I-15-Ui OHu) u

npumensiemcs 1 pas 6 3 mec. [4].

XT npekpawaemcs uepe3 2 200a 0m MOMEHMA 3A8ePUIEHUs KOHCOMUOAYUU, eClu 8 MeueHUe 8Ce20
nepuooda HadntdeHus He ObLIU onpedesieHbl MOJIEKYIAPHblE PeYUOUBDL.

Pekomenayercss Bcem mnanmeHtam ¢ OIUI, nonyyamoummMm TMOALEPXMBAIOLIYI0 Tepamnuio,
peryisipHoe BbBIMOJTHEHMEe 00mero a”anmusa IIK ¢ MmogcyeToM JefKOUUTApHOV (QOPMYJIbI U
ompenieJieHMEM YMCIA PETUKYIOLUMUTOB ¥ TPOMOOIIUTOB [JISI CBOEBPEMEHHO! MoaubUKaIUK 103
LIUTOCTATUYECKUX TTpenapaTos [1-3,5].

VpoBeHsb yoeauTebHOCTH pekoMmenganym — C (YypoBeHb JOCTOBEPHOCTH J0KAa3aTeIbCTB — 5)

Pexomenpgyetcsi Bcem nmanyeHtaMm c¢ OIUI, mosyyaomyM NOALEP>XMBAIOUIYI0 Tepamnuio, C
yacToToit 1 pa3 B 3 Mec BBHITIONHATh IIUTOJOTMYECKOe UccaenoBanue nynkrata KM, a make
MOJIEKY/ISIPHO-TeHeTnUecKoe uccnenoBanme rena PML-RARA metopom [P ¢ 4yBCTBUTEIBHOCTHIO
1o KpajtHeit Mepe 1 x 104 1o KM dns konmpons MOB u ceoespemerHOl duazHOCMuKu peyudusa [1-
3,5]-

VpoBeHb yoeauTeIbHOCTU pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTH JOKA3aTeIbCTB — 5)

KommeHTapuii: npu KoHcmamayuu MoJIeKyJIsipHo20 peyudusa (08ax)cdvl ho3umusHoili omeem ITL[P
unu couemarue ITI[P u FISH), 603HUKWIE20 HA (QOHE hoddepicusaiujezo JjeueHus, mepanus
U3MEHSIemcsl.

3.6. [IpomiakTiKa BOB/IeYeHMS II€HTPAJIbHOM HEPBHO CUCTEeMBbI



TopasceHue uenmpanvHoii HepsHoli cucmemsl (LIHC) si87155emcst campiM Uacmovim IKCMpameoyinsapHbiM
ouazom npu OITL Tax, no kpatiHeti mepe okosio 10 % zemamonozuueckux peuuousos8 conposoXoaomcs
soeneueruem ITHC. IToamomy 803moxcHocms gosneueHuss LIHC cnedyem paccmampusams y 00020 U3
nayuermos ¢ OIUI ¢ He8pos02UYECKUMU CUMNIMOMAMU, U OHA OONMCHA 6GblMb UCKIIOUEHd Y 8CeX
nayuenmos ¢ peyudugom [2].

Pexomenpgyerca mnauueHtam ¢ OIIJI BbICOKOTO pucka Tociae [OOCTVMKeHus1 mepBoit [P
npodmIakTUKa HeNpoleiikeMn WHTPATeKaTbHbIM BBeINEHMEM #MeToTpekcaTa**15  mwr,
uurapabuHa** 30 Mr u jekcameTtasoHa** 4 mr [40].

VYpoBeHb YOeaUTeIbHOCTY PEKOMEeHAauu — B (YpOBeHb TOCTOBEPHOCTH JOKA3aTeIbCTB — 3)

KommeHTapuit: nockoneky Oonswiuncmeo L[HC-peyudugos 603HuUKaem 'y hayueHmos ¢
2unepJetikoyumosom, Hekomopule ucciedogamenu exawuaiom npoguiakmuxy eoeneuexus L[HC y
nayueHmos 8vlCOKOU epynnel pucka. Jns maxkux nayueHmos uyenecoodpasHo OmaoXcume
npogunakmuky Hetiponetikemuu 00 momeHma docmuxcerust IIP, mak kak 8 nepuod UHOYKUUOHHOL
mepanuu 04eHb 6bICOK PUCK OCNIOMCHEHULl, C8S3AHHLIX CO CNUHHOMO032080U nyHkyuel. Poccuiickas
uccnedosamensvckas epynna makxye npuoepicueaemcs MHeHUs 0 Heo0X00UMOCMU B8blINOJIHEHUs]
npoguiakmuku HetiposetikeMuu UHMPAMEKAIbHbIM 88edeHUeM Memompekcama™*, yumapabuHa™* u
deKcamemasoHa**y nayueHmos ¢ UHUYUANLHBIM Jetikoyumosom >10 x 10%/n [4].

Iayuenmam svinonHsemcs 5 nomobanvHuix NyHKYULi (C 86edeHueM 3 npenapamos) 8 nepuod Kypcos
uHOyKyuu/KoHconuoayuu, 3amem 1 pa3 e 3 mec.

He pexomeHayeTcsi mpoduIakTuKa Heiiponeiikemun y maiueHToB ¢ OITJI HM3KOrO pucka, T. e.
ecJIM UCXOHOe YMCJIO JIEMKOLIMTOB He TpeBbliiano 10 x 10%/n [40].

VYpoBeHb YoeauTeIbHOCTU PeKOMeHIauu — B (YpoBeHb IOCTOBEPHOCTY JOKAa3aTeIbCTB — 3)

3.7. Oco6bie cryuan OITT

PexkomeHpayeTcst nanyeHToB crapiie 60 jeT B XOpOLIeM COMaTM4yeCcKOM CTaTyce JIeYUThb TaK 3Ke,
KakK ¥ OCTa/IbHbIX MauueHToB ¢ OITI ¢ yueTOM KOppeKU MM 103 LUTOCTaTUYECKUX IIpernapaTos [41].

VpoBeHb yoeauTeaIbHOCTY pekomeHganum — C (YpoBeHb JOCTOBEPHOCTY JOKa3aTeIbCTB — 4)

Kommenrapuii: 6 omauuue om Opyeux gopm OMJI, OIUVI y noxcuisix nayueHmos 6blaejsemcs
CpasHumenvHo pedko U umeem OMHOCUMEIbHO Onazonpusimuaili UcXod. DPGekmusHoCmyb JeueHust
noxcunsix nayuedmos ¢ OITI conocmasuma ¢ makogoii y mos00bix. Kpome mozo, NoMUIbix nayueHmos
yauje 8cez0 OMHOCAM K 2pynne HuU3K020 pUucka no cpasHeHuio monodsimu. OOHAKO Y NOMCUNBIX JULY
3HAUUINETIbHO 8blule NoKa3ameau mokcuuHocmu, 06ycnoeieHHoll mepanueli (6oJiee 8bICOKAS Hacmoma
paseumus  cencuca U yéeiuueHue CMepmHOCmu, C6s3aHHOU ¢ JseueHuem). Poccutickas
uccnedosamenvCkas 2pynna pexomeHoyem npumeHsimes y NOMUMbIX nayueHmos npomokon AIDA, e
KOMopom npedycCMOmpeHo CHUxceHUe 003UPO80K AHMPAYUKAUHOB [4].

3.7.2. [TayeHTHI ¢ TIXKEIOV CONMYTCTBYIOLIEl ITaTonormue

PexomeHayeTcs naleHTaM C TSKeI0M COMYTCTBYIOILEN MaTOM0TMel pacCMOTPETh BO3MOXKHOCTD
nederus: komouHanueii ATRA** u ATO 6e3 MCIOMB30BaHMS LIUTOCTATUYECKUX ITperapaToB [1-
3,5,36].

VpoBeHb yoeaquTeIbHOCTY pekoMeHganm — C (YPOBEHb JOCTOBEPHOCTH S0Ka3aTeIbCTB — 5)

KommeHTapuii: 66110 paspabomaHo HecKoJIbkKo abmepHAamugHslx no0xodos 6 jieueHuu nayueHmos ¢
OIlI, HanpaeeHHbIX Ha céedeHue K MUHuUmymy npumereruss XT. BOnbUUHCIMBO U3 HUX OCHOBAHbI HA
npumeneduu ATRA** u ATO c¢ munumanvHoli XT unu 6e3 XT. Dmu nodxodst mozym Obiimb
UCNOJIb308AHBI Y NOMCUIBIX U MOJIOObIX NAYUEHIMO08 C msiesioli conymcmeywweli namosozuet,
Kkomopwsim uHmeHcueras XT npomugonokasaHa (Hanpumep, y nayueHmos ¢ KapouansHoli namosozueti
unu dpyeoli cepve3Holi opearHoli namonozueil). Kak u npu mepanuu ATRA** ¢ anmpayukauHamu,
Uenbio JieueHuss Yy mMakux nayueHmos O0O0NMNHO 0blmb O00CMmuXceHUe MONEKYAAPHOL pemuccuu ¢
nocmostHHoIM  MoHumopuxeom MOEF ¢ yenvto onpedeneHust HeoOXooumocmu 6 O00NOJIHUMENbHOU
mepanuu.



3.7.3. Jleuenue OIIJI mpu GepeMeHHOCTU

Huaznocmuxa OILT 80 8pems GepemeHHOCIU — COOblmuUe 0080JIbHO PedKoe, HO eM He MeHee 8N0JIHe
peanvHoe. B amoii cumyayuu sonpoc pewiaemcs cxoxcum c yeueHuem ecex OJI obpasom [42]. IIpu
duaeHocmuxe OIUI 6 I mpumecmpe pexomeHdyemcs: npepovleaHue GepemeHHocmu. Dma npoyedypa
00JI(HA BBINOJIHAMBCA 8 YCN0BUSX NOJNHOU MPAHCQY3UOHHOU o0becneueHHOCMU MpPOMOOYUMHBIMU
konyenmpamamu, C3I1. ITocne abopma HemedsieHHO HauuHaemcs mepanust ATRA** Ecnu Ha MomeHm
naavupyemoti npoyedypsl Yy nayueHmos ommeuaemcs 2eHepanu3o8auHoili /JBC-cuHdopom, mo
npepwvlearue 6GepemMeHHOCMU  U1eseco00pasHo  OMJaOXUMs 00 KYNupo8aHus 2eMOppazuyecKux
0C/I0XCHeHUL, Komopble mMozym 0OblMb HUBEIUPOBAHbI KAK CUMNIMOMAMUYECKU, mak u — 8 CAyuasx
6bicmpozo paszeumus Jetiko3a — ¢ NOMOWbI0 NonHO003HOU adekeamHoii XT. B nocnedHem ciyuae
b6epemeHHOCMb MOxcem Ovimb npepsaxa nocie docmuxcerus: ITP — uepe3 30-45 OHeli. BvinonHeHue
npozpammuoti mepanuu OITVI npu 6GepeMeHHOCMU CMAIKUBAEMCS C B80NPOCOM O OOKA3AHHbIX
mepamozeHHoslx IQpekmax ATRA** komopsle 006Yyc/i08/eHbl €e AHMUAH2UOZEHHBIMU C80LiCMBamu.
IMoamomy ucnonv3osamue mpemuHouHa** 8 I mpumecmpe, koeda npoucxooum 3axkaaoka ecex op2aHos
nnoda, nomeHuuanbHo ondacHo. IpumeneHnue ee 8 couemaruu ¢ XT eo II u IIl mpumecmpe, nocie
Gopmuposanus naayeHmsl, He MONbKO 0Onpagoao, Ho u Heobxodumo. Kypcet XT mozym Ovimb
cmandapmueimu (7 + 3 ¢ 00301 dayHopybuyuHa** 60 mz/m? Ha eésedeHue) 1uGO Gbimb OCHOBAHbI HA
npomoxkonie AIDA (monomepanus udapyouyurom**). MexcdynapodHsie 3Kkchepmol npedocmepezaiom,
umo udapybuyuH** cnocobeH NPoHUKamo uepe3 naayeHmapHolii 6apvep 8 0Gonvuleli cmeneHu, uem
oayHopyouyuH**

Poccutickoli ucciedosamensckoti epynnoii HakonjieH onsim no JieueHuto 10 GepemeHHbIX ¢ OOKA3AHHBIM
OIlT [43]. IpumeHeHue MmoHOmMepanuu udapyouyuHom™* e couemaHuu ¢ ATRA** okazanoce
8bICOKOI(eKMUBHBIM U MeHee MOKCUUHbIM 8 CpasHeHuu ¢ 7 + 3, aHomanuii nioda He 8vis67eHO. B
Jiumepamype makxxce cywecmeayom omaoenvHole onucaxus ciayuaes no jgeuenuio OITI y OepemeHHbix. Bo
8cex COOOUIEHUSX JiedeHUe NPOULIo YCNewHo, He 0bl10 3apezucmpupo8aHo 8POMOEHHbIX AHOMANULL
nnoda, 8ce demu podunuce 300posvimu. Tem He meHee 8 psde cayudaes cooduiaemcs o nNpexoosujux
HapyuieHusx pumma y naoda. B ces3u ¢ amum Ha oxe npuema ATRA™* u eeedeHuss aHmpayukaiuHos
peKoMeHOyemcs: mujamesibHolli MOHUMOPUH2 cepOeuHoli OessmebHOCMU Y naood.

Iocne podopaspeuiernus pekomendyemcsi HauuHams nocaedytowuti kypc XT He paHee uem uepe3 2 Hed.
Kopmnenue 2pydeto 3anpeweHo. Kypc kouconudayuu nocie podos 00/xeH Obimb 8bl0paH MeHee
UHMEHCUBHBIM (8 uacmHocmu, uz npomokona AIDA kypc 1-kpamHozo 8sedeHus udapybuyuna™* unu 4-
OHeBHOe 88edeHUe MAblx 003 UOAPYOULUUHA™™), NOCKOJIbKY 6epOSIMHOCMb pa3eumust (amanbHsiX
UH(EKYUOHHBIX OCTOXCHEHUTI Y NayueHmos nocie podos oueHv 8bvicokas. IlenecooOpaszHo Hauame
npuem ATRA** u 8 KoHUe 2-HedeNbH020 YUKIIA 8bINONHUMb 88€JeHUe YUMOCmMamuyecKux npenapamos.

PekomMeHAyeTcsA TMamyeHTKaMm Mpu ayarHoctuke OIUI B Teuenme I TpumecTpa GepeMeHHOCTU
BBITIOJTHUTD VICKYCCTBEHHOE TTpepbiBaHMe 6epeMeHHOCTH 10 MeAMIIMHCKIM TToKa3aHusm [42,44].

VpoBeHb yoequTeabHOCTH pekoMmeHganum — C (YpoBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 4)

Kommenrapum: ATRA** obnadaem 8bICOKUM mepamozeHHbIM Oelicmeuem u 3anpeuieHa 0Jis
ucnonv3oearust 6 I mpumecmpe 6epemeHHOCMU.

He pekomeHAyeTCS TTPUMEHSITh MPOV3BOAHbBIE MbINIbSIKA, KaK BBHICOKO 3MOPUOTOKCUYHBIE, B
nmoboM TpumecTpe GepeMeHHOCTH [43,45]

VpoBeHb yoeauTeIbHOCTY pekoMmeHganum — C (YpoBeHb JOCTOBEPHOCTH AOKA3aTeIbCTB — 4)

Pekomenpayetcs y nauyueHTok ¢ OIUI B [ TpumecTpe 6epeMeHHOCTH, He KeJalolUX MPepbIBaTh
6epeMeHHOCTb, B KaUecTBe MHIYKIIMU MCIIONb30BaTh AAYHOPYOUIIMH™* B MOHOTEpamuu WU B
coyeTaHMM C IUTApabMHOM™* B [03aX, aHAIOTMYHBIX TaKOBBIM IpU JIeYEHUM HeOGepeMeHHbIX
nauueHToK (CM. mpuaoxkeHue A 3.1.) [42].

VpoBeHBb yOeOIUTEeTBHOCTY PeKOMeHanum — B (ypoBeHb JOCTOBEpPHOCTY JOKA3aTeIbCTB — 3)

PexomeHpyetrcsi nauyeHtkam ¢ OIUI, aguarHoctMpoBaHHbIM BO II wim III  Tpumectpe
6epeMeHHOCTH, B KaueCcTBe MHIOYKIMM UCI0Nb30BaTh ATRA** B KOMOGMHALIMM C UAapyOUIIMHOM**
(cm. mpunoxkenue A 3.1.) [43].

VpoBeHb yoeaquTeIbHOCTY pekoMmeHganum — C (YpoBeHb JOCTOBEPHOCTH AOKA3aTeIbCTB — 4)



PexomeHayeTcsi OepeMeHHBIM MalMeHTKaM BBIIIONHATb POfopaspelieHe MeToIoM KecapeBa
ceuyeHusg [43].

VpoBeHb yoeauTeIbHOCTY pekoMeHganmuii — C (YypoBeHb JOCTOBEPHOCTH IOKa3aTe/IbCTB — 4)

KomMmenTapum: 6bi60p cnocoba podopaspelieHuss — onpedessiemcs  COCMOsIHUeM — nJood,
comMamuueckum Cmamycom NAayueHmku, 2emamosiozudeckumu nokasamensmu u Cmpozo 8
coomeemcmeuu ¢ akyulepckumu noxazarusmu. CamonpouseosivHole podsl Mozym 0blme 8blI0PAHbL KAK
cnocob podopaspeuieHuss MobkKo npu Haauuuu y hayuenmku pemuccuu OMJI, yoosnemaopumesibHbix
noxkazameneti 006uUje20 aHAIU3A KPOBU, NPU XOPOUIEM COMAMuU4eckom cmamyce NAauyueHmku u
cocmostHuu nioda.

PekomeHayeTcss GepeMeHHBIM IalMeHTKaM, IIOJy4yalolyuM JiedeHue 1o moBomy OIL,
poropaspelieHue BBINOMHATD B [Tepyog, MeXay KypcaMy (OIITMMalbHO Ha 33-34-1i Hepene) [43].

VpoBeHsb yoeauTeIsHOCTU pekoMmeHganum — C (YpoBeHb JOCTOBEPHOCTHU JIOKA3aTe/IbCTB — 4)

Kommenrapum: Hecmomps Ha 6e3onacHocme XT eo II u IIl mpumecmpe OGepemeHHOCMU, ee
nposedeHue C8513aHO C 8bICOKUM PUCKOM CHOHMAHHbBIX AGOPMO8 U npexcdespemeHHbIX poJos.

PekomeHZyeTCsI  BBINOJHSTh  €XKeHeNe/NbHbI/i  KOMIUIEKC MCCAeNOBaHMI IS OLEHKU
(bYyHKIIMOHAIBLHOTO COCTOSIHMS TUIOAA C OCOOBIM BHMMAaHMEM K KapAyuaabHOW (GYHKIMM Ha (oHe
nporpammMHoi XT OITI [42].

VpoBeHb yOeOqUTETbHOCTY PEKOMeHanum — B (ypoBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 3)

PekomeHAyeTCsI TIpM IUIAHOBOM IIPEXIEBPEMEHHOM pOIOpaspelleHny Ha Cpoke 24-35 Hep
MMPOBOAUTD MPOPUIAKTUKY CUHAPOMA OCTPOTO PECIIMPATOPHOIO MMUCTPecca Y HOBOPOKIEHHOTO —
B/B BBeJleHMe #ekcameTa3oHa™* 12 mr 2 BBeeHus uepe3 12 yacoB 3a 2 CYTOK /10 POnoB [46].

¢ VpoBeHb yOeOUTEIbHOCTY PEKOMEHAANN — B (YPOBeHb JOCTOBEPHOCTH JOKA3aTEIbCTB —
3)

He pekomeHgyeTcsi KOpMIIEHME I'PYIbIO ITOCIe poaopasperienns Ha ¢hoHe mpomosskaoieiics XT
[42].

YpoBeHb yOeauTeIbHOCTU PeKOMeHIauu — B (YypoBeHb IOCTOBEPHOCTY JO0KA3aTeIbCTB — 3)

He pekomenpayeTtcs skeHinyHam ¢ OIUI riaHMpoBaHe 6epeMeHHOCTH B Iepuof iedeHns ATRA**
BO BpeMsT KOHCOMMAVPYIOIIEH MM MOoaaepKUBaIIeil Tepanuu (TepaToreHHbI addexT ATRA**)
[44].

VpoBeHb yoeauTeIbHOCTY pekoMeHganum — C (YPOBEHb JOCTOBEPHOCTH H0Ka3aTeIbCTB — 5)

3.8. Jleuenue penyausa OIIJI

ITo danHviM pasHeix uccnedosauil, npumenexue moHomepanuu ATO 6 neuenuu peyuduea OITI
noseonsiem docmuus 2-1i monekynspHoti pemuccuu 8 70-90 % cnyuaes [47,48]. B mo e epems
UCNO0JIb308aHUE MPAHCNIAHMAYUOHHBIX N00X0008 Y NAYUEHIMN08, KOMOpPsIM docmuzHyma 2-s pemuccus
OIlI, noka3vieaem ux npeumyujecmeo neped ucnons3osaxuem movko ATO-codepxcawjux npozpamm.
Tak, Hanpumep, ucciedosaHue esponetickoli epynnol LeukemiaNet noxkasano 3-nemuwio OB y 80 %
60s1bHbIX NOCTIe npumeHeHus: aymo-TICK 80 8mopoti MosIeKySIPHOLI peMuccuu no cpasHeHur ¢ 59 %y
nayuermos 6e3 TICK [49]. Xoms anno-TICK xapaxkmepu3dyemcs, Nno OAHHbIM HEKOMOPbIX
uccnedosaHuti, MeHplleli 8epoSIMHOCMbI0  pazeumus nosmopHuix peyudusos nocie TICK no
cpasneruio ¢ aymo-TICK, nemanvHocms, c813aHHAs C JieueHueM, desdem 3mom nodxod y nayueHmos
60 smopolti pemuccuu OITI meHee npednoumumenvHsimM no cpagHerurw ¢ aymo-TICK [50]. Oxcudamo
8b1COKYH0 3ppexmusrHocms aymo-TI'CK e mo xce 8pems cnedyem moJivko Y NAyueHmos ¢ docmuzHymoli
2-11 MoJIeKYNApHOU pemuccuetl.

PekomeHayeTcsi y [alLMeHTOB C I[IOATBEPXXAEHHBIM MOJEKYISIpHbIM  peuyamusom  OIIJI
(ompeesieHHbBIM Kak 2 mocienoBaTeNbHbIX I[IP-TIOTOXUTENbHBIX aHaIM3a CO CTaGMIbHBIM
HapacTtanueM ypoBHS PML-RARA-TpaHCKpUIITA) He3aMeLJIUTeJbHO HayaTb Tepaluio,
Britouarontyio ATRA** i ATO, ¢ 11e/1bI0 IpeloTBpallleHNs: pa3BepHYTOro penuanBa [47,48].



VpoBeHs yoenuTensHOCTU pekoMmeHganum — C (YpOBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 4)

KommenTtapum: xoms ATRA** 8 couemanuu ¢ XT moxcem 0bimb UCNONb308AHA 8 Kauecmee mepanuu
cnaceHus, cxemvl Ha ocHoge ATO & Hacmosiujee epems cuumaiomcs 1-ii nuHueil neueHus peyudusa
OITL

PekomeHayeTcs1 MauyeHTaM, y KOTOPbIX IolyueHa 2-s1 MomekyssipHas IIP, paccmoTpeTtsb
BO3MOXKHOCTb BbInonHeHus ayTo-TI'CK [49].

VpoBeHsb yoeauTeasHOCTU pekoMmeHganum — C (YPOBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 4)

Kommenrtapum: aymo-TICK moxem 6blNONHAMbCS MONBKO 8 Cyude, €Clu 6 3a20MO08JIeHHOM
aymompaucnianmanme omcymcmeyem MonekyaspHbulll mapkep.

PekomeHAyeTcs1 TauMeHTaM, Yy KOTOPbIX He [OOCTUTHYTA 2-S1 MOJIEKY/JSIpHAsI PeMUCCus,
paccMOTpeTh BO3MOXKHOCTb BbInoimHeHMs amio-TTCK [50].

VpoBeHsb yoeauTensHOCTU pekoMmeHganum — C (YpOBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 4)

PexomeHnpayeTcs 1j1g nauyeHToB ¢ peuyansom OINJI, mpoTekaromyM ToIbKO ¢ mopaxkenuem [THC,
VHOYKUMOHHASL Tepanusi M3 MMUHMMYM €XKeHeleqbHOro (ONMTMMAaabHO 2 pasa B HEMIEeN)
MHTpaATeKaJTbHOTO BBEIEeHMS 3 IperapaToB (#MeroTpekcara**15 mr, murapabmua** 30 mr u
JIekcameTa3oHa™ 4 Mr) [0 TONHOIN SMMMUHALUYM OITyXOJEBbIX KJIETOK U3 CIIMHHOMO3TOBOIA
SKUAKOCTHU, 3aTE€M BBITIOJHSETCS OT 6 10 10 MHTpaTeKaJbHbIX BBEHEHMII B KAUeCTBE KOHCOMMUIAIIUMA.
[MapasuieTbHO O/DKHO TMPOBOAUTHCS CUCTEMHOE JIeUeHMe KaK MPU KOCTHOMO3TOBOM pELUINBE
[51].

VpoBeHs yoenuTensHOCTU pekoMmeHganuy — C (YpOBeHb JOCTOBEPHOCTY JOKA3aTeIbCTB — 4)

3.9. Tepanus OIlJI, MHAYHVPOBAHHOIO NpeAIIeCTBYIONIEV XMMuoTepanmen

Pexkomenpgyetcs neyeHue nauyeHToB co BTopuuHbIM OITJI kak nepBmuuHoro OINJI ¢ mompaBKoit Ha
BO3MOJKHYI0 KapIMOTOKCMYHOCTb BCJIEICTBME IpEeAIIeCTBYIOUIE Tepanuyu aHTPaUUKIMHAMM U
TiepeHeCceHHbIX MHMEKIMOHHBIX OCTI0XHeHuI [1-3,5,36].

VpoBeHb yoeauTeIbHOCTH pekoMmeHganum — C (YpoBeHb J0OCTOBEPHOCTH I0Ka3aTe/IbCTB — 5)

3.10. ConpoBoauTenbHas Tepanus

PekomeHAyeTcsT BCeM MalieHTaM COMTPOBOAUTENbHAS Teparusl sl MTPOQUIAKTUKMA OCTOXHEHUI
Ha ¢hoHe ocHOBHO Tepamnuu [1-3,5].

VpoBeHb yoeauTersHOCTU pekoMmeHganum — C (YpoBeHb JOCTOBEPHOCTHU JIOKa3aTe/IbCTB — 5)

KOMMeHTapum: npumensiemcs HasHaueHue annonypuxona** (300 me/m?) 6 nepevie uacet
duazrocmuxu OJI. O6sem 880dumolti xwuokocmu npu OIUI (pacmeop Hampus xaopuda™*, pacmeop
dekcmpo3swsl™*,  C3II, Kpuonpeuunumam, aneOyMuH** npu Heob6xo0umocmu, mpomoOOYUMbL,
apumpoyumsl) 8 meueHue Cymox Moxem cocmaensime 6onee 3 J, no3momy HeoOX0OUMbl OUEHb
Hecmkuli KOHMpose 800H020 Oanavca u cmumyasyus ouypesa. Takxice criedyem nomMHuUmo, 4mo
eunepgonemuss npu OITI moxem nposoyuposams 0osnee 8blCOKULL PUCK JIe20UHbIX OC/IOMCHEHUL,
cepOeuHoll HedocmamouHoCmu, UMUMUpPO8ams cCUHOpom dudepeHyupo8KU ONYx0J1e8b1X KIIEMOK.

BaxicHbim 0151 Kynuposauusi ocaoxcHeHuil Ha ¢ore Hauana XT npu zunepaetikoyumose, 0CO6eHHO Ha
(one GonbWIOL 80JIEMUUECKOL HAZPY3KU U KOAZYNAUUOHHbIX HAPYUIEHUL, A875emcs 8blNOJIHEHUE
naasmaoOmexa.

HasnaueHue  aHmubakmepuanvHulx, —NpomueozpudbKossix  Ons CUCMEMH020  NpUMeHeHuUsl,
npomueosupycHsix cpedcma peznameHmupyemcs npu OIUT memu e npasunamu, Komopble
ucnonssyromesi 8 saeueHuu OMJI IIpumeHeHue KonoHuecmumyaupyrowux ¢pakmopos npu OILUI He
NOKA3aHo.

He peromeHzyeTca y  TauMeHTOB ¢  BepubwunupoBaHHeiM  OIUI  OpUMEHSTH
#rugpokcukapbaMua* ¥, Tak Kak OH YBeIMUYMBAET PUCK TSDKEJIbIX TeMOpparnyecKkux OCIOKHEeHMI



[2].
VpoBeHb yoequTeIbHOCTU pekoMeHganum — C (YypoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

KommenTapuu: #eudpokcukapbamuo™* (8 pexcume, 3apezucmpupo8aHHOM Ol XPOHUUECKO20
Muenonetiko3a, do 2 2) moxem Oblmb UCNOJIb308AH 6 Cayude paszeumus Jielikoyumosa Ha (QoHe
mepanuu ATO u ATRA**

PekomeHayeTcss BceM manueHTaMm 1py npoBegenny XT ¢ 1eibi0 TPOPWIAKTUKY TOUTHOTHI U
PBOTHI UCTIOb30BaTh MTPOTUBOPBOTHBIE TIpernapaThl [52].

VpoBeHb yoeauTeIbHOCT pekoMeHaanyii — C (YypoBeHb JOCTOBEPHOCTH J0Ka3aTeIbCTB — 4)

PekomeHyeTcs BceM TallMeHTaM, TOAYYalOUIMM 2-JIeTHIOW IOMIepsKMBAIOIIYI0 Teparuio
MepKanTOMypMHOM™* 1 MeToTpekcaTomM™*, HasHauaThb MPOGUIAKTUKY ITHEBMOIIMCTHOM
ITHEBMOHMM #KO-TPUMOKCA30JI0M (Cyb(haMeTOKCa30/I0M + TpUMeTOIpruMom)™* mo 480 mr 2 pasza B
cyTKM [53].

VpoBeHb yoeqUTEeTIbHOCTY PEKOMEeHanuii — B (ypoBeHb JOCTOBEPHOCTH JOKA3aTeIbCTB —2)

PekomMeHAyeTcsI TIpM BO3HMKHOBEHMM OCTPOTO WM XPOHUYECKOTO GONEBOrO CHHIPOMA
YTOUHEHMe 3THOJNIOTMM OO/MM; MPY BBISIBIEHMM O4ara BOCIaJeHMsl — IPOBeleHMe HeoOXOAMMBIX
MepOIPUSTHIA 110 €ro JIeUeHMI0 COIIACHO COOTBETCTBYIOLIMM KIMHUYECKMM DeKOMeHIAIMSIM
(BK/IIOYasl MPY HEOOXOAVMOCTM XMPYPruueckoe JieueHMe); MPU MCKIUeHUM MHQPEKUMOHHO-
BOCIMA/INUTENBHOM MPUPOAbI 60EBOTO0 CUHAPOMA peKOMEeHAyeTcsl IpoBefeHMe 06e360m1mBaloet
Tepamuy COMIACHO CYLIECTBYIOUIMM IIPOTOKONaM 06e300mMMBaHMsI (CM. COOTBETCTBYIOLIVE
KIMHUYECK/e pEeKOMEeHZAUMM [0 XPOHMYECKOW 6oy, KIMHUYeCKMe DPeKOMEHIAlUM I10
aHeCTe3MO0JI0TMM), B TOM UMC/Ie 0 TIOKa3aHMSIM — C IIPMMeHeHVeM ONMOMIHBIX aHAJIbIeTUKOB, C
YUETOM BO3MOKHBIX ITPOTVMBOIIOKA3aHWI, CBSI3aHHBIX C LMUTOIEHMEN, VHBIMU KIMHUIECKUMU
curtyauysimu [54].

VpoBeHb yoeAUTEeTbHOCTY pekoMeHaanuii — C (ypoBeHb JOCTOBEPHOCTH JOKA3aTeIbCTB — 5)



4. PeaOunuranus

Cneyuanstsix memodos peabunumayuu npu OIUI He cyuwjecmayem.

PekoMeHAyeTCS TIPOBelleHNMe peabuauTalMyu TPy BO3HMKHOBEHUM OCIOKHEHWUIT ITOC/Ie
3aBepuIeHus mporpaMmbl Teparnuy OITJT B paMKax COOTBETCTBYIOLIVX HO30JI0THI [55].

VYpoBeHb YoeauTeIbHOCTU pekoMmeHaanuii — C (YypoBeHb JOCTOBEPHOCTH JOKa3aTeIbCTB — 5)

KoMMeHTapum: nocie OKOHUAHUSI JieueHus peKkoMeHOyemcsi eecmu 300posblli 00pa3 HuU3HU,
UCKJIIOUUMb UHCONIAYUI U (Qu3uomepanesmuueckue npouyedypol. Ilpu nposedeHuu XT 803MOMHa

Kapouo-, zenamo-, Helipo-, Heppo- u Opyeas MOKCUUHOCMb, NOCIe0Cmeusl Komopoll Mozym
Npos8AIMyCsl U NOCle ee OKOHUAHUSL.



5. IIpodunakruka

Cneyuguueckoti npogunakmuku 603HukHoseHus OITT He cyuiecmeyem

PekoMeHAyeTCSI B paMKaX [IMCIIAHCEPHOTO HAOMIOeHMs TAalMeHTOB I10Cjae OKOHYaHUS
nporpammbl Teparnuu OIIJI BBIIOIHSITH McClemoBaHue obmiero aHammusa ITK Kaskaplii mMecsi B
TeueHMe MepBbIX 2 JeT U 3aTeM 1 pa3 B 2-3 Mecsia A0 5 JIeT OT Hauaja JieueHUsI; BBIIOIHITh
nyHkuyu KM B TeueHne 1-ro roga — 1 pas B 3 mecsiia, gajee — 1 pa3 B 6 MecsliieB B TeueHue 2-To
roga, majsee — 1 pas B rom o0 5 jieT HaGMIOmeHUS OJisI KOHTPOAS 3(D(EeKTUBHOCTU JIeUueHUs U
CBOEBPEeMEeHHOr0 BbISIBIIeHUS peuyanusa [2].

VpoBeHb yoeaquTeIbHOCTY pekoMeHganyii — C (ypoBeHb JOCTOBEPHOCTH JOKAa3aTeIbCTB — 5)

KoMMeHTapum: 6HeniaHo80e 8bINoHeHUe 061e20 aHaau3d Kposu NOKA3aHo Npu io6bixX USMEHEHUSX
8 cocmosHuu nayueHma. BHennarnosoe uccnedosarue KM nokazamo npu 8biseeHuu Jio0bix UsMeHeHULl
2emozpammol. BonvluuHcmao peyudusos npoucxooum e meueHue 1-3 sjem nocie oKOHuUaHuUs mepanui.
Cmandapmu3sosanHble 8pemeHHble mouku e3smus KM Heo6xodumst npu moHumopurze MOB.

OpraHnusanyga okasaHuss MeTUIIMHCKONM ITOMOIIM

MenuuyHCcKasi TIOMOIIb, 32 MUCKIIOUEHMEeM MEeOUIIMHCKONM IMOMOIIM B paMKax KIMHUYECKO
arnpobanyy, B COOTBETCTBUMU C demepaqbHbIM 3akoHoM or 21.11.2011 N2 323-®3 (pen. oT
25.05.2019) «O6 ocHOBax OXpaHbl 3[I0POBbS IpakaaH B Poccuiickoit demepanny» OpraHusyeTcs u
OKa3bIBAETCS:

e B COOTBETCTBMM C IlookeHMEM 06 OpraHmM3anyy OKasaHus MeIUIIMHCKOM ITOMOIIY 10 BUIAM
MeIMUIIVTHCKOM TOMOIIM, KOTOPOEe YTBEPKAAETCS YIIOJIHOMOYEHHBIM (eepasbHbIM OPraHOM
MCIIOJTHUTEIbHO B/IaCTH;

® B COOTBETCTBMM C IOPSIKOM OKasaHMsl IOMOIIM IO MPO(WUII0 «reMaToJI0rus», 00513aTe/IbHbIM
IJIT  ucrojsiHeHMs1 Ha Tepputopumn Poccmiickoii  ®epepauiy  BceMy  MeOULMHCKUMU
OpraHmsalysIMu;

® Ha OCHOBE HACTOSIIUX KIMHUYECKUX PeKOMeHIalniA;

e C YVyYeTOM CTaHIAPTOB MEIMIIMHCKOM IIOMOILIM, VYTBEPKIOEHHbIX YIOJIHOMOYEHHbIM
(emepasbHBIM OpraHOM MCITOTHUTEIbHOI BJACTH.

[lepBuyYHas CHelMaIM3MPOBAHHAS MeAMKO-CAHUTApHAs TIIOMOIIb OKa3bIBaeTCS BPavuoOM-
reMaToJOTOM M MHBIMM BpadyaMu-CIIelMalINCTaMy B LIeHTpe amMOyJaTOPHOM reMaToa0rM4ecKoii/
OHKOJIOTMYECKO/ oMo 160 B MEPBUYHOM reMaTOJIOrMUeCKOM/OHKOJIOTMUYeCKOM KaOuHeTe,
MMePBMYHOM TeMaTOJIOTMUECKOM OTHEJeHUM, IOMUKIMHUYECKOM OTHEIeHUM OHKOJOTUYECKOTO
IVCIaHcepa.

IIpy BbIsIBJEHMM Y GOJILHOTO BOJIOCATOK/IETOUYHOro Jieiiko3a (BKJI) wim 1momo3peHUM Ha HEro
BpauM-TepareBThl, Bpauy-TepareBThl YYaCTKOBbIE, BpauM 0OIIeil MPakTUKM (CEMeiiHble Bpaun),
BpauM-CIIENMATVCTDI, CPeHIE MEAUIIVHCKYE PAGOTHUKY B YCTAHOBJIEHHOM TIOPSIAKE HAMPABIISIIOT
O0JTbHOTO Ha KOHCYIbTAIIMIO B IIEHTP amOyJaTOPHONM TreMaToJ0TMUYeCKOIi/OHKOIOTrMYecKoit
oMoy b0 B TEpPBUYHBIN TeMaTOJIOTMUeCKUII KaOMHeT, TepBMYHOEe TeMaTOJIOrMuecKoe
OTIeNneHre MeAVLIVHCKOM OpraHmM3alyuy [Jis OKas3aHUsl eMy IMepBUYHON Cleluaan3upoBaHHOI
MeAVKO-CaHUTapHOI MOMOIIHA.

Bpau-remarosor amMm0yJIaTOPHOTO WM CTAllMOHAPHOTO 3BE€HA TIeMaTOJIOTMYECKOi TOMOIIN
OpraHuM3yeT BBITIOTHEHME IOUAarHOCTUYECKUX MCC/IeAOBaHMUI, HEOOXOOMMBIX IJIsl YCTaHOBJIEHMS
JMarHo3a, BKIIIOYAsl PaclpoOCTPAHEHHOCTh M CTAAuIO 3aboneBaHus. B ciyyae HEBO3MOKHOCTHU
TIPOBeeHUsT NMATHOCTMYECKUX MCCIeAOBAHUI TAIMEeHT HAIpaB/seTCs JieyalluM BpauoM B
MEIMIIVHCKYI0 ~ OPTaHM3aLMI0, OKAa3bIBAIOIIYID  MEAWIMHCKYI0  IOMOIb  OONbHBIM  C
reMaToJOTMYECKMMY  3ab0jeBaHMSIMM  JJisl  YCTAHOBJEHUsS ~ OUMarHosa U OKasaHUs
CIeMATM3UPOBAHHOI, B TOM YMC/Ie BBICOKOTEXHOIOTMYHOI, MEAUIIMHCKOM TTOMOIIIN.

[Tpn BeIsiBNeHMM BKJI mau mogo3peHnn Ha HEro B XOAe OKa3aHMs CKOPOJ MeAUIIMHCKONM TTOMOIIN
O60JIbHOTO IEePeBOASIT WJ/IM HAIpaBISIOT B MEOUIIMHCKME OpraHM3alluy, OKa3bIBalollue
MeOVIIVHCKYI0 ITIOMOIIb OOJbHBIM C IeMaTOJOTMUECKMMM 3a00jeBaHUSIMM, IJISI OMpemeneHMs



TAKTUKM BeOeHusa u H€O6XO,Z[I/IMOCTI/I IIpMMEHEHHUA  OOIOJIHUTEIIbHO OPYIrMxX METOAO0B
CIIeqMaJIn3MpPOBaAHHOI'O IIPOTMBOOITYX0J/JIEBOTO JIECUEHUA.

Crienuanu3upoBaHHasl, B TOM UMC/Ie BBICOKOTEXHOMOTUYHAS, MeOUIIMHCKAST TOMOIIb OKa3bIBAETCSI
BpayaMM-TeMaToJI0raMM B MeJUIIMHCKUX OPTaHM3ALMSIX, OKA3bIBAIOUINX MEIUINHCKYIO TTOMOIIb
6ompHBIM BKJI, uMeIIUX JAUIEH3UI0, HEOOXOAMMYI MaTepuaabHO-TEXHUUYECKYI0 0as3y,
CepTUGUIMPOBAHHBIX CIEIMAINCTOB, B CTAIIMOHAPHBIX YCJIOBUSIX U YCIOBUSIX [THEBHOTO
CTalMoOHapa ¥ BKIIOYAeT B Cebsl MPOQPWIAKTUKY, MUATHOCTUKY, JIeYeHMEe TeMaTOJOTUYeCcKuX
3aboyeBaHMit, TPEOYIOMIUX MCIIOIb30BAHUST CIEIMATbHBIX METOMOB UM CIOXHBIX YHUKAIbHBIX
MeIUIIVTHCKUX TEXHOJIOTUIA, 8 TAKKe MEIUIIMHCKYIO PeabuInTalnio.

B MemuiiMHCKOI opraHmsaIyuy, OKasbIBAOIIEl MeAUIIMHCKYIO IMOMOIIb 601bHBIM BKJI, TakTHKa
MEeIVIIMHCKOTO 00C/IemoBaHMsI M JIEUeHMSI YCTaHABAMBAETCS BpayaMMU-IeMaToJIoTaMu C
MpUBJIEYeHMEM IIpM HEOOXOOMMOCTM IOPYIMX Bpaueii-CleluaaucToB, ey IoTpedyeTcss — C
MIpOBeIeHMeM KOHCWIMyMa. PellleHre KOHCUIMYMa Bpadeil 0QGopMISIETCS IIPOTOKOJIOM,
MOJMMCHIBAETCS YYaCTHUKAMM KOHCWJIMYMa Bpaudell M BHOCUTCS B MeOUIMHCKYIO TOKYMEHTalMI0
60JIbHOTO.

[TokazaHus K TOCIMTaAM3aLMM B KI)YI‘J'IOCYTO"IHBII‘/JI WU ITHEeBHOM CTauMoOHap MeOUIIVHCKO
OopraHnmsanmnu, OKasbIBaloIIen CIIeMaJIn3nMpoBaHHYIO, B TOM 4lMCjJI€ BbICOKOTEXHOJIOTMYHYIO,
MEeOVLIMHCKYI0O IIOMOIIb IIO HpOd)I/IJ'[I'O «OHKOJIOTHA» OIIpenendaroTca BpaqOM—I‘eMaTOHOI‘OM/
KOHCUJINYMOM Bpaqeﬁ C IIpMUBJICUEHMEM IIpUN HeO6XO,ELI/IMOCTI/I APYTUX Bpa‘leﬁ-Cl’[euMaJ’[MCTOB.

IlokazaHus OJIs IVIAHOBOJ rOCIUTAIN3aIN:

* TOATBepPXAeHHbIN nuarHo3 OIT;
e mpoBeneHue VP;
* MpoBeIeHMe KOHCOMMAVPYIOIIETO JeUeHNs.

IlokaszaHus o151 SKCTPEHHOM rOCIUTAIN3aAIMN:
e miomo3peHue Ha auarHo3 OIJI.
Iloka3zaHMS K BBINMCKE MaliieHTa U3 cTalMoHapa:

® NOCTMIKEHME peMUCCUU B XO4e MHAYKIIMOHHOTIO JIEUEeHM I,
¢ IIpOBeAeHMe TepallMy KOHCOIMAauun peMnucCcum.

3akmoueHre O 1eecoobpa3HOCTM TepeBola OOMBHOTO B MPOQWIBHYIO MEAUIIMHCKYIO
OpraHM3alMI0 OCYIIECTBISIETCS TIOC/Ie TPeNBaPUTETbHON KOHCYJIbTAMM TI0 TIPEJOCTaBIeHHBIM
MeIUIVHCKUM  TOKYMEeHTaM /WIM  TIPeJBAPUTETbHOTO OCMOTpa OOJBHOTO BpayaMu-
CrienMaIMcTaMy MeOUIIMHCKOI OpraHu3aln, B KOTOPYIO TNIAHUPYETCS TIePeBO/I.

OpraHmusanMoOHHbIe BOIIPOChI. YUUTHIBASI PEKOMEHAALMM €BpPOIMeiiCkoro ¥  MUPOBOTO
COO00IIeCcTBa, a Takke COOCTBEHHBIM OMBIT Mo jedeHuio OMJI m OIUI B akageMuyecKux u
pPermoHabHbIX IIEHTPAX, XOTEI0Ch ObI ITOAUYEPKHYTH, UTO jJieueHne nanyueHToB ¢ OJI (B 4aCTHOCTH,
OINJI) mO/MKHO OCYIIECTBISTHCS JUILb B T€X MeOUIIMHCKUX YUPEXKIEeHUSIX, B KOTOPbIX €CTh Bpauu
BCEX CHeIMalIbHOCTe (MHOTOMPO(WUIbHbIE KIMHUYECKNE OOJTbHUIIBI, TP KOTOPBIX CYLI€CTBYIOT
COOCTBEHHbIE OTHENEHMS MepeTMBaHNUS KPOBU MM AOCTYIIHA KPYIIOCYTOYHAs TpaHChy3MOHHAs
MOMOIIb) ¥ OXBaT HaceleHUs y KOTOPbIX cocTaBiseT He MeHee 500 Thic. IHAYKIIMOHHAS Tepanus
IOJIKHA ITPOBOAMUTHCS JIUIIb B TeX 1IeHTpax, B KOTOPbIX uKciio nauyeHToB ¢ OMJI B rog, cocTaBisieT
He MeHee 5 1 B KOTOPBIX BBITTOJIHSIETCS B TOM UMC/Ie U BbICOKOMOo3Hast XT. B COOTBETCTBUM C STUMMU
pPeKOMEeHJalsIMU LIeHTPbI, KOTOpble MPOBOIAT jiedeHue 5-10 maumeHToB ¢ OMJI B rom, 6ymyT
CTaJIKMBAThCSI He 6osee yeM ¢ 1 mammeHtoM ¢ OITI Kaskapie 2 roma. XOTS 9TO M OTrpaHMUYMBAET
OITBIT HEOOJBIINMX [EHTPOB B jeueHuy OIIJI, COBEPIIEHHO SICHO, YTO ONTUMAJIbHbBIA pe3yabTaT
3aBUCUT OT OBICTPOTO TIPOBENEHMS IOUAaTHOCTUUYECKUX TIPOILemyp, mOocTyrma K ATRA** nu
KOMITOHEHTaM KpOBU. OTO MOJYEPKMBAeT HEOOXOAMMOCTh CO3TAHMSI  HAlMOHATbHBIX
peKOMeHJaluii, KIMHUYECKMUX IPOTOKOJIOB, MPOBEAEHUSI KOOIIePMPOBAHHBIX MCC/IeIOBaHUI C
LIeJIbI0  TIOBBIMIEHMSI KAMHUYECKOM HACTOPOKEHHOCTM U OBICTPOTHI [IeJCTBMUIL, KOTOpbIE
HeoOXOIVMBI [IJIsSI CBOeBpeMeHHO# muarHoctuky OITJT 1 ageKBaTHO CONTPOBOAUTENbHON Tepamnnn,
HalpaB/IeHHOM Ha CHIDKEHMEe JIeTAJbHOCTUM B MEepUOJ, MHIOYKIMM, HE3aBUCUMO OT BEJINYMHbI
remMaToJIOTMYeCKOro LeHTpa.

Nudopmanus no npumeHeHuio ATO B Poccun. Ilpenapar ATO 3apeructpupoBaH B Poccun,
OTHAKO OH OTCYTCTBYET HAa POCCUIICKOM apMaleBTUYEeCKOM pbiHKe. TeM He MeHee



He3aperucTpUpOBaHHbIE TOPTOBble HAMMEHOBaHMSI MOTYT MCIIO/Ib30BAThCS B JIeUeHUN MAl[MEHTOB
¢ OIT Ha oCHOBaHUM KOHCUIMyMa Bpaueil 1 Ha OCHOBaHMM MpMUKa3a MUHUCTPA 34PaBOOXPaHEHUS
Poccuu N2 494 ot 9 aBrycta 2005 r. «O6 o6ecrieueHny 6GOTbHBIX JIEKAPCTBEHHBIMMU CPECTBAMMU IS
MHAVBUAYATbHOTO TPMMEHEHMS IO KM3HEHHbIM IOKa3aHUSIM», CT. 47 u cT. 48 denepaabHOro
3akoHa or 12.04.2010 N2 61-®3 «O6 obpaleHuy JIeKapCTBEHHBIX CPeCcTB» U [locTaHOBIEHMS
IMpaButenbcTBa Poccuiickoit @emepanum ot 29.09.2010 N2 771 «IIpaBuia BBO3a JieKapCTBEHHbBIX
CpencTB Ajs MeOULIMHCKOTO TpuMeHeHUs Ha Tepputopuio Poccuiickoit @epepannm». Takum
06pa3oM, B KaKIOM WHAMBUIYaTbHOM CJyyae HA OCHOBAaHUM KOHCWIMYMAa Bpadyeil MOXHO
MOMYyunUTh paspeliieHre MuH3gpaBa Poccuy Ha BBO3 M MCIOJAb30BaHMe y maiueHTOB ¢ OILI
He3aperucTpUPOBAHHOIO TOPrOBOTO HAaMMeHOBaHMSs IperapaTa ATO**,



6. JonmomHuTeIbHasA MHGOpMaIs, BAUIIONIas Ha
TeyeHye U ¥ICXO0M 3a00/IeBaHuS

IlogroroBka OGDHSHOB AJISI MOJIEKY/IIDHO-TEHETUYECKUX HMCCIeXOBaHUIM U UX XpaHeHue
FISH

Insa FISH-uccnemoBaHuss Heo6Xoaumo OT 3 1o 4 maskoB KM u oT 3 1o 4 maskoB I1K, momyueHHbIX
Ha MOMEHT YCTaHOBJIEHUS AuarHo3a. OO6pasibl MOrYT ObITh OTIIPABJIEHbI TMPU KOMHATHO
TemMreparype. Ma3ku, KOTOpble He MCIIONb3YIOTCSI HEMeIJIEHHO, NO/DKHBI XpaHuThes rpu —20 °C,
TTOKPBIThIE IIOMUHIMEBOI GyMaroii.

OT-ITLIP

st Beimenenust PHK u OT-TILIP TpeGyetcs 1 mpo6upka ¢ KM (2-3 mut) miu 1 ipo6umpka c ITK (20—
30 mu1, TTOocKoNbKYy yacto Tpu OITJI peructpupyeTtcs riryboKasi JeMKONeHMs), Copepskamas ambo
LUTpaAT HATpUsl, MO0 STUIEHAMAMMHTETpayKCcycHyI Kuototy (EDTA). O6pasusr KM wmm TIK
JIOJDKHBI OBITh 00paboTaHbI B TeueHe 24 4. BoieneHHble MOHOHYK/IeapHbIe KJIeTKY B IyaHUIUHE
n30THUOLMaHaTe MOTyT XxpaHuTbces nipu —20 °C. [I7s Bcex uccienoBanuii npeanodyturtened KM.

Kapuorunuposanue u FISH

Inst ob6bpryHOrO0 KapuotunupoBaHus u FISH-ucciepoBanus KM (o6bem 1-2 mit) [OMKeH ObITh
TOMeleH B MPOOGMPKY C TernapMHOM M OTIPAaBJIeH TPV KOMHATHOI Temmepatype. O6pasiibl,
o6paboTaHHbIe MPU MOCTYIUIEHUM B JIAGOPAaTOPUIO B BUIe OCAKIEHHBIX siaep, GUKCUPOBAHHBIX C
TMIOMOUIBI0O METAaHOJIa U YKCYCHOM KUCTOTHI (3 : 1), MOTYT XpaHUTbCS Iipu Temmepartype —20 °C.



Kpurepun onieHKM KaueCcTBa MeIUIIMHCKOM
IIOMOIIA

Kpurtepun oneHKM Ka4yeCcTBa MeOUIIMHCKOI ITOMOIIM

Ne Kputepun kauecrsa OueHka BbINosIHEHUA

1. Y nauveHTa ¢ nofospeHneM Ha OMJ1 BbINONHEH c6op aHaMHe3a (B TOM uucne cemeiiHoro u | [a/HeT
npoeccnoHanbHoro) u xanob

2. MauneHTy c nogo3pervem Ha OTJT npoBeaeHo du3mnKanbHoe obcnenoBaHve, BKIOYaloLlee Aa/Het
M3MepeHne pocTa 1 Macchl Tena, TeMnepaTypbl TeNa, OLEHKY COCTOSIHUS KOXHbIX MOKPOBOB,
KOCTHO-CYCTaBHOW CUCTEMbl, BbISIB/IEHUE MPU3HAKOB reMopparn4yeckoro CUHAPOMa,
Hann4ymne renatocrnjeHomerannum, J'IVIMLba,CLEHOI'IaTVIVI, Hann4yue npu3Hakos ,CLVICbeHKLLVIVI
cepaua, Nerkmx, NeYeHn, opraHoB 3HAOKPUHHOW, HEPBHOW CUCTEMbI

3. MauneHTy ¢ noaospeHnem Ha OMNJ1 nnn ¢ BepuduumMposBaHHbiM OTJT 40 HaYana eveHns u B Aa/Het
XoAe Tepanuu BbINonHeH obwwuii aHanu3 MK ¢ noacyeToM nenkouuTapHoi hopMmynbl U
onpesenieHneM Yncna peTukynounTos U TpPOM6OLMTOB

4. MNaumneHTy ¢ nogospeHnem Ha OMJ1 unu c BepuduumpoBaHHbiM OMJ1 A0 Havana fNeyeHns n B Ha/Het
X0Ae Tepanuu BbINOJHEH 6UOXUMUYECKU aHanu3 Kpoeu (obwwmii Benok, anbbyMuH,
MOYEBMHA, KpeaTUHWH, Kanwi, HaTpui, KanbUWi, nakTaTaernaporeHasa, LWenodHas
docharasza, TpaHCaMMHa3bl anaHNMHOBAs 1 acnaparnHosas, 6UNMpy6uH oblwmnin, cBO60AHbI
N CBA3AHHbIN)

5. MauuneHTy ¢ nogo3peHneM Ha OMJ1 unu c BepuduumposaHHbiM OMNJ1 4o Hayana feyeHvs 1 B [a/HeT
XoAe  Tepanuu  BbIMNO/IHEHO  WCCNeAOBaHWe  CBEPTbIBalOWEN  CUCTEMbI KpOBM
(akTuBMpOBaHHOE yYacTu4yHoe TpombonnacTMHOBOe BpeMs, NpPOTpoMbMHOBOE BpeMs,
TpoMbuHOBOE BpeMsi, hUBpUHOreH)

6. Y naumeHTa ¢ noao3penuneM Ha OMJT unu ¢ BepuduumposaHHbiM OMJT Ao Havana nevyeHus n [a/HeT
B XOJAe Tepanuu BbiNosHeHo Y3W opraHos 6pIOLIHOMA MOMNOCTV C OnpefeNneHneM pa3MepoB
NneyeHn, CeneseHkKn U BHYTPUOPIOLWHbLIX NuMdaTUYecknx y3nos, a Takxe Y3U opraHos
Manoro Tasa y XeHLMH 1 NpeAcTaTeIbHOM Xenesbl Y MyX4uH

7. Y nauueHTa ¢ noao3peHunem Ha OMJT unu ¢ BepuduumpoaHHbiM OMJT Ao Hayana nevyeHus n [a/HeT
B XO/Zle Tepanuu BbINosIHeHa peHTreHorpadua n/unu KT opraHoB rpyaHoON KneTku

8. Y naumeHTa ¢ nogospeHnem Ha OMJ1 nnm ¢ BepuduumpobaHHbiM OMNJT 40 Hayana fevyeHus un Aa/Het
B XOAe Tepanuu BbinoaHeHa KT ronoBHoro Mosra

9. Y naumeHTa ¢ nogospexHnem Ha OMNJ1 nnm ¢ gepmdmumpoaaHHuM OMNJ1 o Havana neyeHus u [a/HeT
B XOAe Tepanuu MofyyeH uuTonornyeckuit npenapat KM nyTteM NyHKUWU W BbINONHEHO
umuTosiornyeckoe U LMTOXMMUYECKOe nccnesosaHne onyxoneBblX KNETOK B acnuparte KM

10. MaumneHty ¢ OfJ1 BbINONHEHO uUuMTOreHeTuyeckoe w/unu FISH-uccneposanne un MLUP- [a/HeT
nccnefoBaHMe XMMEPHOro TpaHCKpunTa B nyHkTaTe KM

11. Y naumeHTa ¢ nogospeHuem Ha OlJ1 He3aMeanuTenbHO, A0 FEHETUYECKOro NMOATBEPXKAEHUS [a/HeT
AviarHosa, HayaTa COMnpoBOAWTE/IbHasA Tepanus, HanpaBieHHas Ha KoppeKkLuMio remocTasa,
n cneunduyeckas Tepanus ATRA**

12. MaunenTy c BepudurumnposarHHbiM OMMJ1 npoBeaeHa cneunduyeckas Tepanus, BKIYaoLas [a/net
anddepeHumpytolee nedeHne (ATRA**) n uMToTOKCMYecKyto Tepanuio nmbo ATO
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ITpunoxxenue A2. MeTomonorusi pa3padoTKu

KIIMHNYECCKNX PEKOMEHIalnN

LeneBas ayguTopus KIMHUIECKUX PEKOMEH/TAITIMIA:

1. Bpaun-remaTonoru

2. Bpaun-oHKoI0r"
3. Bpaun-TepaneBTbl
4. Bpaumn-aKky1epbl-TMHEKOIOT A

5. Bpaun-aHecTe310I0T - PeaHnMaTOIOT

6. Bpaun-knmHnyeckue hapMaKoIoru

MeTonoorus c6opa IoKa3aTeabCTB

MeTogpbl, UCIIO/b30BaHHbIE OJIS C60pa/cene1<u141/1 O0Ka3aTe/JIbCTB: IMOMCK B 3JIEKTPOHHbIX 6asax
JaHHDBbIX.

Onucanue METOOOB, MCIIOJIb30BaHHDBIX IJI C6opa/cene1<u1/m IO0Ka3aTeabCTB: JOKa3aTe/IbHOM 6a30ii

IS peKOMeHAAIMIi SIBJISTIOTCST MybiauKauuy, Bolueaie B KoxpeifHOBCKYIO OMOIMOTeKy, 6a3bl
nauabix EMBASE n MEDLINE. I'my6uHa nmoucka coctaBuia 10 jer.

Ta6auma A2.1. Illkana OILEHKM YPOBHEH MOCTOBEpHOCTM AokasaTenbcTB (YII) O MeTOIOB

JAVarHOCTUKN (,E[I/I&I‘HOCTV[‘IGCKV[X BMeI.HaTe.TIbCTB)

yaan PacwudpoBka

1 CucremaTuyeckme 0630pbl  UCCNeAOBaHWA C  KOHTpPoneM pedepeHCHbIM  MeToAOM WKW  cucTemaTuyeckuin  o63op
paHaoMu3npoBaHHbIX KW ¢ npuMeHeHneM MeTaaHanusa

2 OTLleJ'IbeIe nccnenoBaHMa C KOHTPOJIEM perepEHCHbIM METOA0M WUNWN OTAENbHbIE PAHAOMU3UPOBAHHbIE KW n cucrtematmyeckune
0630pbl MccnefoBaHMil Nt060ro AnsaiHa, 3a UCKOYEHNeEM paHAOMU3MPOBaHHbIX KW, ¢ npuMeHeHneM MeTaaHanmsa

3 WccnenoBanus 6e3 NocnefoBaTelbHOro KOHTPONsS pedepeHCHbIM METOAOM WAU UCCNefoBaHUs C pedepeHCHbIM METOAO0M, He
ABNAOWMMCA He3aBUCUMbIM OT uUccneagyemoro metoda, Wi HepaHAOMWU3UPOBAHHblE CpaBHWUTEsbHbIE UCCNeAoBaHUsA, B TOM
4Yncne KoropTHble nccnenosaHus

4 HeCpaBHMTEI‘IbeIe uccnegoBsaHna, onmcaHue KInMHNUYeCcKoro cny4yas

5 ViMeeTcst nvb 060CHOBaHWE MEXaHU3Ma AeNCTBUS MU MHEHWE SKCNepToB

Ta6auma A2.2. Illkaja OLEHKM yYpOBHEl MOCTOBEPHOCTM AoKasartenbcTB (YII) mas MeTomoB

MpOGUIAKTUKY, JIeUeHUsT U peabuanTtaumum (IpoOUIaKTUIYeCKIUX, JIeUeOHbIX, PeadMINTAIIIOHHBIX

BMeIIaTeIbCTB)
yvan PacwudpoBka
1 CuctemaTuyeckunii 0630p paHAOMU3NPOBaHHbIX KW ¢ npuMeHeHneM MeTaaHanvsa
2 OTpenbHble paHaoMu3MpoBaHHble KW 1 cucTtemaTuyeckve 0630pbl  UCCnefoBaHuin nwboro aAusariHa, 3a MUCKIYEHUeM
PaHAOMU3UPOBAHHbIX KV], C NpUMEHEHNEM MEeTaaHanunsa
3 HepaHAOMMBMpOBaHHbIe CpaBHUTENbHbIE NCCNEA0BaHUA, B TOM YNC/E KOrOPTHbIE NCCNeEN0BaHUSA
4 HecpaBHUTENbHbIE NCCNEAOBAHMUS, ONUCaHUE KIMHUYECKOro CyYas Uav Cepun Cnyyvaes, UCCNeAoBaHNs «CyyYali—KOHTPOSb»
5 NmeeTcs nuwb 060CHOBaHME MexaHW3Ma AeNCTBUS BMeLLATeNbCTBa (AOK/IMHUYECKME UCCNEA0BaHUS) NN MHEHWE BKCNepToB

Taomuma A2.3. IlIkasa OLeHKM YPOBHEN yoemuTenbHOCTM pekoMeHpauuit (YYP) mis mMeTomoB

HpOdJI/IHaKTI/IKI/I, AOMATrHOCTUKUA, JIEUeHUS U pea6I/LT[I/ITaLU/II/I (HpOCl)I/IJ'[aKTI/I"IeCKI/IX, ANArHOCTMYeCKMX,
HE‘IEGHBIX, peaGI/IHI/[TaLU/IOHHbIX BMEI.LIaTe.T[bCTB)

YYP Pacwudposka

A CunbHasi pekoMeHzauus (Bce paccMaTpvBaeMble KpuTepuu 3(PMEKTUBHOCTM (MCXOAbl) SBASIKOTCS BaXHbIMU, BCe
nccnefoBaHna UMEIOT BbICOKOE UM Y/I0BNIETBOPUTEIbHOE METOA0/I0MMYECKOe KauyecTBO, NX BbIBOAbI MO MHTEPECYoWUM
MCX0AaM SIBISIIOTCS COrNIacoBaHHbIMM)

B YcnosHasi pekomeHaumus (He Bce paccMaTpuBaeMble Kputepun apdeKTUBHOCTY (MCXOAbl) ABNAIOTCS BaXHbIMU, He BCe
nccnefoBaHNa UMEIOT BbICOKOE WM Y[I0BIETBOPUTE/IbHOE METOA0/IorMYeckoe KayecTBo W/WAM WX BbIBOAbI MO
MHTEPEeCYIoLWNM NCXOAaM He SBISIOTCS COrnlacoBaHHbIMU)

C Cnabas pekoMeHzauus (OTCYTCTBME [OKasaTeNbCTB Haj/exallero Kayecrtsa (BCe paccMaTpuMBaeMble KpuTepuu
3P hEKTUBHOCTU (UCXOABI) SBASIOTCS HEBAXHbIMU, BCE UCCME0BaHNS MMEIT HU3KOEe METOAOSIOMMYECKOe KayecTBo U UX
BbIBO/JbI MO MHTEPECYIOLMM UCXOAaM He ABAAITCS COrNacoBaHHbIMM)




OnmcaHue MeToAa BaIUAU3AUM PEKOMEHIAIii:

e Hacrosiiye peKkoMeHAAlMM B  IIPeIBAPUTENbHOM  BepcuM  ObLIM  pelieH3MPOBaHbI
He3aBMCYMBIMM 3KCIIEPTAMM, KOTOPBIX ITOMPOCIIIN IPOKOMMEHTUPOBATh IPEKAE BCETO TO,
HACKOJIbKO MHTEPIIPETALVS AOKA3aTelbCTB, JEXKAIlNX B OCHOBE PeKOMEHIaINii, TOCTYITHA IS
ITOHVMaHMSI.

o [lomyueHbI KOMMEHTAPUM CO CTOPOHBI Bpaueli MIePBUYHOTO 3BEHA M YUaCTKOBBIX TEParieBTOB B
OTHOIIIEHUM JOXOMUMBOCTY U3JIOKEHMST PEKOMEHIAINI M MX OLleHKa BasKHOCTY PeKOMeHIaluit
Kak pabouyero MHCTPYMeHTa IT0BCeIHEBHOI ITPAKTUKMA.

e [IpemBapuTenbHasi Bepcust O6blIa TAK)Ke HATIpaB/IeHa PEelleH3eHTY, He MMEIOIeMy MeAUIMHCKOTO
ob6pa3oBaHus, IS MOJIyYeHMs] KOMMEHTapMeB C TOYKM 3PEHMST TIePCIIEKTUB MalieHTOB.

¢ KoMMmeHTapuu, MojsiydeHHbIe OT SKCIIEPTOB, THIATEIBHO CUCTEMATU3UPOBAICH U 0OCYKAAINChH
npefcenatesemM ¥ wieHamu paboueit rpymibl. KaXKablii MyHKT 00CYKIaacsi, M BHOCKMbIE B
pesyibTaTe 3TOTO M3MEHEHUSI B PEKOMeHAAIIMM PEeTrMCTPUPOBAINCh. ECIM Ke M3MeHeHUs He
BHOCWJIVICh, TO PETUCTPUPOBAINCH IPUUMHBI OTKA3a OT BHECEHMS M3MEHEHMIA.

KOHCYJII)TaIJ,Mi[ U 3KCIIepTHasA Oll€HKa:

e IIpemBapuTenbHasi Bepcusi ObIa BbICTABJIEHA MJIS MIMPOKOTO OOCYkmeHust Ha caiite HI'O ¢
1LIeJTbI0 IIMPOKOTO 0OCYKIEHNS ¥ COBEPIIEHCTBOBAHMS PEKOMEH IAIA.

e [IpoekT pekoMeHJanuii OGbLT PEIEH3UPOBAH TaKKe HE3aBUCUMMbBIMM 3SKCIIEPTAMM, KOTOPbIX
MONPOCU/IM TIPOKOMMEHTUPOBATh MNpPeXAe BCEro NOXOOUMBOCTb M TOUYHOCTb MHTepIpeTauuun
JI0Ka3aTeabHO 6a3bl, Jiexalleii B OCHOBE peKOMEeHIAIINIA.

IMopsimoK 0OHOBIEHNS KIMHUYECKUX PEeKOMEeHIaImii

MexaHu3M OOGHOBJIEHUSI KIMHMUECKMX PEKOMEHIAIMii MpeaycMaTpMBaeT MX CUCTEMAaTUYeCKYIo
aKTyaaM3anuio — He peske yeM 1 pa3 B 3 roga Wi Ipy MOSIBJIEHUY HOBOV MHGOPMAIMM O TAKTUKE
BeleHMs MaIieHTOB C AJAHHBIM 3aboyeBaHNueM. PemeHne 06 0OHOBIEHUM MPUHMMaeT MUH3IpaB
Poccum Ha OCHOBe TIPeIJIOKEHM, TIPEeNCTaBIEHHBIX MEIUIIMHCKUMY HEKOMMepPUYEeCKMMU
npodeccuoHanbHbIMM OpraHusanusamu. ChopMUpOBaHHbIE TPEIIOKEHNUSI TO/DKHBI YUUTHIBATH
pe3yIbTaThl KOMIUIEKCHO OII€HKM JIEKAPCTBEHHBIX IIPeIapaToB, MEOULIMHCKUX U3Ie/INii, a TAKKe
pe3yIbTaThl KIMHMUYECKOI alipobalumn.



ITpunoxenue A3. CBI3aHHbIE JOKYMEHTbI

IIpunoskenue A3.1. IIpOTOKOIBI JIeUeHNSI OCTPOTO IIPOMMIOLMTAPHOTO CMHAPOMA

Cxema euennst OITT o nmporpamme AIDA/mAIDA [4,37,56]

Mpynnel pucka:
Huskore = WBC < 10107,
Bbicokoro = WBC > 10*10%1

KoHconuaauusa pemuccum

Kypc 1 Kype 2 Kypc 3
WHaykumsa pemuccun ‘
2 Y ¥ \/ '
* Mpapy6uumH 12 mr/m — |
OMHOKPATHO BB | | o | | eouitssl [ Wimnesunmne|  [iaaisuenimnts | 5
2,4,6,8 oHu pacea §
* ATRA i'
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* @ NoMBANLHLIE NYHKUWMK EBLINONHAKT TONEKD GOMBHEM W3 TPYNNEl BRICOKOTD PHCKA, ONTMMAansHo — nocne
BOCCTAHOBNEHWA NOKAIATENESH KOArYNOTPaMME! W Nepudepuueckon kposn (N5)

* Wy DyHKUMIO KOCTHOTO MOIMA NOCAE MHAYKLUMOHHOM KypCa Buinonksor Ha 35-40 aeHs nepepwisa, Janee — nepeq kakgsim
KYPEOM KOHCONMOAUMK, MOHWTOPMHT XMMEpHero TpaHckpunTa PML/RARa npoBaaAT No KOCTHOMY MOIFY NOGNE Kawgoro
KYPCa MHAYKLMWKOHCONMOAYMA, 3aTeM 1 pas B TPW MecALa

+  Mopgepxusatowan Tepanus: 6MP 50 mrim” exegresno + ATRA 45 mriw?lg x15 oMH pas B TpW MECRUA, B TeueHue
ABYX MET oT MOMEHTA OKOHYAHWA KOHCoONWAALKMW

NupyRuys:

o ATRA** 45 Mr/M?, eXxe[HEBHO, ITOCJIe ebl (B 2 IpUeMa) B TeueHye MUHUMYM 30 IHeit.
o #Wpmapy6ummu** 12 mr/m> 1 pas B meHb, BO 2, 4, 6, 8-if OHM OT Hauana mpuema ATRA*
KOpOTKast NHQY3UsL.

Kouconmupauus (1-i Kypc)

£

o #Vpapy6uumu** 5 mr/m? 1 pas B meHb KopoTkas uHby3us, 1-4-i1 neHs.

Konconupanys (2-1 kypc) (AIDA)

o #MwurokcaHTpoH** 10 Mr/mM? 1 pa3 B leHb KOPOTKast MHQY3Ms, 1-5-if 1eHb.
o #ATRA** 45 mMr/m? eXxefHeBHO, rocyIe e/l (B 2 pueMa), 1-15-if JeHs.

Konconupanus (2 xkypc) (mAIDA)

o MuTokcaHTpoH** 10 Mr/mM> 1 pa3 B ieHb KOpOTKast MHQY3Ms1, 1-3-if JeHb.
o Imrapabun** 200 mr/m2 Kpyraocyrounas uadysus, 1-7-i feHb.
o #ATRA** 45 Mr/mM? exxeJHeBHO, TIOC/Ie ebl (B 2 pyeMa), 1-15-if eHb.

KoHconupaums (3-i Kypc)

o #Wpapyounmu** 12 Mr/m? 1 pa3 B ieHb KOpOTKasi MHOY3M, 1 TeHs.
o #ATRA** 45 Mr/M% e5keIHEBHO, TIOC/IE eIIbl (B 2 mpuema), 1-15-i geHb.

IlopnepskuBaroIas Tepanusi

e MepkanTonypua** 50 mr/m?> 1 pa3 B [eHb, IIOCTOSHHO B TedeHMe 2 JIeT OT MOMEHTa
3aBepIIeHNs] KOHCOMMUTALN.

o #MeToTpekcaT** 15 mr/mM?> 1 pas B Helemo B/B B TedeHue 2 JIeT OT MOMEHTa 3aBepIIeHMs
KOHCOMUAALUMN.

o #ATRA** 45 Mr/M% exkeHeBHO, ITOCTE ebl (B 2 mpuema), 1-15-it meHb KaXkIOro 3-ro Mecsiia B
TeueHMe 2 IeT OT MOMEeHTa 3aBeplileHMs] KOHCOMUAAILUA.

Cxema sneueHusi OILI mo mporpamme 7 + 3

NMporpamma nHAyKuMn/ Mpenapartbl
KOHco/IMaauum




7 + 3 (1) + ATRA** LunTtapabun** 100 Mr/m< B/B 2 pasa B CyTkn B 1-7-11 AeHb

o [layHopy6uumH** 60 mMr/mM2 B/B 1 pa3 B AeHb B 1-3-i1 AeHb
nnm

e MWUTOKCAHTPOH** 10 Mr/M2 B/B 1 pa3 B AeHb B 1-3-ii AeHb
nnn

o naapybuumH** 12 mr/m2 B/B 1 pas3 B AeHb B 1-3-i AeHb

ATRA** 45 Mr/m2 exxeaHeBHO, nocne eabl (B 2 npueMa), A0 AOCTKeHNs TP

7 + 3 (2) + ATRA** LnTapabuH** 200 Mr/m2 B/B KPYrnoCyTOuHO, B 1-7-i1 AeHb

o [layHopy6uumH** 60 Mr/mM2 B/B 1 pa3 B AeHb B 3-5-it AeHb
unu

o MUTOKCAHTPOH** 10 Mr/m2 B/B 1 pa3 B AeHb B 3-5-i1 AeHb
mnn

o upapybuumH** 12 mr/m2 8/8 1 pas B AeHb B 3-5-i1 AeHb

ATRA** 45 Mr/m2 exxeaHeBHO, nocne eabl (B 2 npueMa), A0 AOCTVXeHNs TP

Cxema nedyeHust OIII mo mporpamme ATO + ATRA** [57]

‘ KoHconupaauua |

Heperm 1-4 9-12 17-20 25-28

ATO [ N B O B

00O 00 00 O

Hegenn 1-2  5-6 9-10 13-14 17-18 21-22 25-26
ATO 0,15 mr/kr/geHsb IV 2 yaca + ATRA 45 mr/m(2)/geHs PO
exenHeeHo Ao CR makcumym 60 aHel,
3atem
ATO 0,15 mr/kr/geHb IV 2 yaca 5 gHeid B Hegeno 4-HegenbHble Kypcbl
¢ 4-HegenbHbIMKM NepepbiBamn 4 Kypca
+ ATRA 45 mr/m(2)/peHe PO 2-HegenbHble Kypchl AnanTuposaHo 3 Lo-Coco F.
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Jlo31poBKa, CrIocod MpuMeHeHUs, HeJkellaTe/IbHble siBneHnss ATRA** [4]

Ilo3a ATRA** cocTaBisieT 45 Mr/M2 B JleHb BHYTDb, 1032 MOKET Pa3zieIaThes Ha 2 pyeMa — yTPOM

n

BeuepoM II0C/Ie efnbl (KenaTelbHO C OIpelelieHHbIM colepkaHueM XupoB). [Ipemapar

TIPMHUMAETCS eKeTHeBHO 10 mocTyokeHus [P (MyuuumyM 30 nHeit, HO He Gosee 90 mHe).

Ha cdone teparnmu ATRA** BO3MOKHO pa3BUTHE CIEIYIOUINX TOO0UHBIX 3P HEKTOB:

1.

TOJIOBHAsA 60J'Ib, COHJIMBOCTH, MOIYT OIIpeAejsITbCsd MEHMHIea/IbHble 3HaKN (pI/II‘I/I,E[HOCTb
3aTbIJIOUHbBIX MbIIIL, CMHOIPOM KepHI/II‘a), HNUCTArm;

2. TOLIHOTA, pBOTAa (pa3BUTHE MAaHKPEATUTA);

O 1 O\ Ul W

. TeMIIepaTypa, KOTopasi MOXKeT ObITh KakK cy6debpuabHOIL, Tak U nmogHumartbes o 40 °C. Ipu

ormeHe ATRA** TemmepaTrypa HOpMalu3yeTcs B cpefHeM uepe3 24 4. B HEKOTOPBIX CIIydasix,
KOrma eCcThb TPYAHOCTM B OuddepeHInasbHOi AMArHOCTUKE MPUPOIbI JIMXOPAAKUA —
nHbeKIMOoHHas Wix Ha (QoHe mpuema pPeTMHOUIOB, BO3MOXKHA oTMeHa ATRA™* Ha 1-2 mHs.
®e6GpusbHasK TMXOPaKa Jallle BCero COMPOBOKAAETCS CMMIITOMAaTUKOM ATRA-cuHApOMa;

. KOSKHBII 3Y[I, CYyXOCTh KO U CIM3UCTBIX;

. 6011 B KOCTSIX;

. OTEKMU;

. crierduueckye MHQMIbTPATHI (KaK JIeKeMMIbI) B KOKe, Ha [JIa3HOM JHE;

. IOsIBJIEHME LIMTO3a B CIIMHHOMO3TOBO XXMUIKOCTU (Hp]/[ NCXOAHOM €€ HOpMaJ/IbHOM COCTaBe);
9.

IIOBBIIIIE€HME YPOBHS TPAHCAMIMMHA3.

ITo6ounbie 3ddexTri, pasBuBLIMecs Ha (oHe MpUMeHeHMs TPeTUMHOMHA™*, MOTyT IoTpe6oBaTh
M3MEHEeHMs Tepanuu. Hampumep, Mpy TSDKEIbIX TOJMOBHBIX GOJMSIX, GOMSIX B KOCTSIX, KOTOpbIe He
KyMUPYIOTCS aHAJbreTMKaM¥, MOXKHO BBOIMTb HeGOJNbIIINE MO3bI JeKcaMeTasoHa** (24 MT), HO
ITUTEIIbHOCTD €r0 Ha3HAYeHUs TOJDKHA ObITh KOPOTKOW (MaKCUMMAJIbHO 7 [THET), TPU COXpaHEeHUU
TOJIOBHBIX 60/1e/i MOKHO YMEHBIINUTD 1 103y ATRA** o 25 mr/m2.




ITpu COXpaHSIIOUIMXCS TOJMOBHBIX OOJNSIX (TIOCAEe MCKIIOUEHMSI MX aHEeMMUUYECKOi TPUPOIbl MU B
cBsI3U ¢ BBemeHMeM ATRA**) memecoobpasHo BeIMOMHKUTH: 1) KT-uccaemoBaHue MM MarHUTHO-
PEe30HAHCHYIO TOMOIr'paduI0 TOMIOBbI (C 1e/IbI0 BBISBAEHNSI KPOBOMSIMUSIHMSA); 2) CIIMHHOMO3IOBYIO
ITYHKLWIO rnocje aJleKBaTHOM TpaHCc(y3M0IOTNUeCcKOit TOITOTOBKY (mepenvBaHue
TPOMOOKOHILIEHTpAaTa) C LeJIbI0 MCKIIOUeHMST HeliposeiikeMun, WHEGEKIMOHHOTO IIpoliecca
(BUPYCHBIt MEHMHTO2HIePanmnT, KpUIITOKOKKO3 U Ip.).

CyXOCTb KOXXM M CIM3UCTBIX JieyaT CUMIITOMaTU4YeCKMMMU CpencTBaMy (YBJIKHSIIOWIUIA KpeM,
IOJIOCKAaHMS), KOXKHBIM 3yf, — Iperaparamy Ajsi jedyeHus 3yga (BK/IOYAsi aHTUTMCTaMMUHHbIE
TperapaTthbl ¥ aHEeCTETUKMN), TIPU TSIKEJIbIX MPOSIBIEHUSIX KOXKHOTO 3y/a — HeOONbIIMMU A03aMU
(10-15 mr mpegHM30/I0HA™*) TTTIOKOKOPTUKOUIOB (OUE€Hb pefKasi CUTyalus).

[loBbIlIEHNe AKTMBHOCTM TPAHCAMMHA3, M3MEHEHMS B aHaiM3ax MouM (32 MCKII0YeHUEeM
3HAUUTENIbHOI TIPOTEeMHYpUM — >1 T/11) He TPeOYIoT, KpoMe MOCTOSTHHOTO KOHTPOJIST, KAKOTO-TMO0
TeparneBTUYECKOTO BO3[eiCTBYUSI. BHOBb BO3HUMKILAS 3HAUMUTETbHAS MPOTEUHYPUS MOXKET ObITh

sesk

nposiBjieHueM JIC Mau oueHb peAKuM Mo60uHbIM 3derrom. IC KymupylOT JeKcaMeTa30HOM™**
ey ecTh M30MMPOBAaHHAS TIPOTEMHYPHS — MOKHO YMEHbIINTb 103y ATRA** 10 25 mr/m?.

CremyeT OTMETUTb, UTO [MIIEPKOATYISILMOHHBIA CUMHAPOM, pasBuBaromuiics npu OIUI, moxer
CTYKUTh OCHOBOW IS Pa3BUTHS JIETOYHOTO acrepruiie3a, 0COOEHHO B YCIOBUSIX JITUTEIbHOTO
TpUMEHEeHUsI TI0 TOBOAY (eOpUIbHOM JMXOPAAKMU IIMPOKOTO CIEeKTpa aHTUOAKTepUaTbHbIX

CpeNCcTB ¥ Ha3HaUYeHMs AekcaMeTa3oHa™™ mpu momospeHnuu Ha JIC.

@ebpubHAs TMXOpaaKa Oe3 BhISIBIEHHOTO ovyara MHGEeKIu (BBITIOIHSIETCS TIIATeIbHbIN MOUCK
MHQEKIMOHHOTO ovara - KaTeTep, MaparpoKTUT, MHOWIbTPAT TOJOBbIX TyO, TaiiMOPWUT;
OCYLLIeCTBIISIETCSI HEOOHOKPATHBIV peHTreHonorndeckuit (KT) KOHTPOJIb JIETOYHOV TKaHM, ITOCEBBI
KpPOBMU U3 BEHBI U KaTeTepa, KOHTPOJIb YPOBHS TA/IAKTOMaHHaHa B KPOBM U T. [i.) IIPU OTCYTCTBUU
IPYTUX TTOOOYHBIX SIBJIEHUIT MOXKET OBITh TIEPBBIM MpU3HaKoM pa3Butus JIC.

Taxoke HepeaKo MPY MepeTMBaHUY 3HAUNTENbHBIX 00beMOB KUAKOCTU y TIAI[MEHTOB Pa3BUBAETCS
reperpysKa 1o MajoMy KpyTy KpoBoOOpaIeHus (0TeK JeTKNX), UTO MOXKeT UMUTUPOBATh KaPTUHY
IC, mo3ToMy HEOOXOIMM KeCTKMIT KOHTPOJIb ANype3a, CTUMY/IMPOBaHNe TUype3a, BBeIeHle B/B
HUTPATOB, Ka/IMiiCOePeTaIX JUyPEeTUKOB, KAPIMOTOHUKOB.

B cBa31 ¢ TeMm, uTO pa3BepHyThI [IC SBASETCS XXU3HEYTPOXKAIOMIMM COCTOSIHMEM, IIPY Malefmmx
npusHakax IOC (1) ¢debpuiabHas amxopamka 06e3 TMPMU3HAKOB MHOEKUUM, 2) IbIXaTeslbHas
HEeIOCTAaTOYHOCTh +\- KpOBOXapKaHbe, 3) mpubaBKa B Macce Teina (OTeKM +5 Kr), 4)
PEHTreHOJIOrnYecKasi KapTuHa ¢ MHGUIbTPATaMU, IOXOXKAasl Ha JIETOYHBIN JUCTPecc-CUHAPOM, 5)
IUVIeBPAJIbHBIMA WM  T[epUKapIMalbHbI  BBIIOT, 6) TUIIOTEH3MS, 7) OCTpast II0YevyHasl
HeJI0CTaTOYHOCTh) — HeMe/JIeHHO Ha3HaJaeTcs JeKcameTasoH** 10 mr/m? 2 pasa B JieHb [0
KynupoBaHus mpusHakoB JIC ¥ € [OOCTaTOYHO OBICTPOIi OTMEHOI BIIOCIEACTBMM (O6IIast
MTPOJOJIKUTEILHOCTh BBEIEHMS TeKcaMeTa3oHa™™ — ONnTuMMaabHO 7 IHE, BCJIENCTBME BBICOKOTO
pucka pas3BuUTUS UMHQGEKIMOHHBIX OCJIOKHEHM, O0CO6EeHHO TpUOKOBBIX). Takoi MO;XOo[
HaCTOSITEIbHO PEKOMEHJIyeTCs, HeCMOTpPSI Ha TOT (akKT, YTO HU ONMH U3 BBIILIEYITOMSHYTBIX
MPU3HAKOB ¥ CUMIITOMOB He SIBJISIETCSI TTATOTHOMOHMYHBIM, M OHUM CaMu IO cebe MOTyT ObITh
CBSI3aHBI C COMYTCTBYIOIIMMM COMATUYECKMMM MMPOOIeMaMy, TAKMMU Kak OaKTepueMusi, Cercuc,
rpubKOBble MHGpEKIUM WIM 3aCTOMHAs cepAevyHasi He[OCTAaTOYHOCTb. [Ipu  Hammaum
MHGEKIVOHHOTO TpOoIiecca, 3acTOHON CepHmevyHoil HemocTaTouyHOCTM muarHo3 JIC  He
YCTAHABIMBAIOT, HO JaXe B 9TUX CUTYyalMsIX Ha3HAUueHMe JekcameTaszoHa** ompaspmaHo. YacTora
HasHAueHMsl JeKcaMeTa3oHa** BO BCeX WCCIEJOBAHMSIX HUKOI[A He COBIAJAET C YacTOTON
passutus [IC.

PasButust cuHapoMa auddepeHInpoBKy OITyX0eBBIX KJIETOK MOKHO OKMIATh Kak B ITePBbIe THU
nmpueMa ATRA** Tak u Moc/ie 3aBepIlieHMs BBeIEHNS IIPOTUMBOOITYX0IEBbIX IIperapaToB Ha (GoHe
npoospkanierocs: mpuema ATRA** Ha BbIXOfie U3 arpaHy/IOIMTO3a, Jaske TTPU HUBKUX Hudpax
JIEVIKOUMTOB (Hampumep, <2 x 109/11). Yacrora guarHoctuky [1C 3aBUCUT OT IIPOTpaMMbl JIeYeHUST U
KpUTepUeB TUArHOCTUKM, Bapbupys oT 2 1o 50 %, Ha mporpamme AIDA cocrasiisist 25 %.

Boigenstor [IC: cpemHeii TsskecTy — 2/3 cuMmToMa (B cpemHeM y 50 % MalMeHTOB) U TSDKENbI — 4 U
6ojee cMMITTOMOB (B cpenHeM y 50 %). Takke oTmeuator panHuii IC (1o 7 mHeli, IpUMEpPHO Y
54 %) u mosmuuit (8-14-it meub — 5 %, 15-30-ii geHb — 36 %, 31-46-it neHb = 5 %), KOTOpbIE
OT/IMYAIOTCS T10 MPOIEHTY JIETAJIbHOCTU: 36 U 9 % COOTBETCTBEHHO.



Ilpu Ttskenmom [JIC (MCKyCCTBeHHAsT BEHTUJISILMS JIETKUX, OCTpasi TMOYeyHash HeZOCTAaTOYHOCTD)
ATRA** momKHA OTMEHSITHCS, €e TpKeM BO300HOBJISIETCS TMOCIe KyMMPOBAHUS IbIXATEeNbHOI,
TeYEeHOYHO U IMOYEeYHO HeJJOCTATOUHOCTY (MOKHO B TTOJIOBMHHOI 103€).

BpemenHoe TmpekparieHne Teparmy ATRA** mokasaHO JMIIb B C/Tydyae DPa3sBUTUSI CEPbE3HBIX
MposiBJIeHnii cuHapoMa auddeperiupoBkyu OIUI (eciu y IamyeHTa pa3sBMBAETCSI ITOYEUHAS
HEJJOCTATOUYHOCTh WM Tpebylouuii TepeBofa B OTHe/NeHNEe WHTEHCUBHON Teparmu
pecnmpaTopHbIi IUCTpecc-CMHAPOM). Bo Bcex apyrux ciaydasx tepanus ATRA** momkHa ObITh
NIPOJOJDKEHa.

Ewmm Ha doHe HasHaueHMs AeKcameTa3oHa™* U Mpomo/bKeHHOTOo mpremMa ATRA** peructpupyercst
nporpeccust IC mim otcyTcTBMe 3d@deKTa Ha BBemeHMEe mekcamerasoHa™*, To ATRA** cmemyer
OTMEeHUTb. EC/IM 1mocsie 3TOro OTBeT Ha BBelleHNe JeKcaMeTa30Ha™ ™ MmoyyeH, cieqyeT MpoIoJIKUTh
Teparuio 10 TOJHOIO MICUe3HOBEHMS CMMIITOMOB, & 3aT€M BO300HOBUTh ATRA™*,
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IIpunoxxenne B. UHGopmanius a1 mauMeHTOB

V3meHeHusi B 2 XpOMOCOMax IPUBOAST K 3ab0/eBaHMIO, KOTOPOe Ha3bIBAETCSI OCTPBIi
npomMuenonuTapHslii meriko3 (OII). [Toutn Bo Becex cayvasx OINI mpomcxXoouT TpaHCIOKaLus, T. €.
repeMelleHye 4acTy OOHOIM XPOMOCOMBI Ha IPYryio. DTO XpoMocombl 15 u 17. B atom ciryuae
obpa3syeTcs MOJIOMKa B XpoMocoMe 15, KoTopast o6pasyeT pa3pbiB B 00/IaCTU PaCIONOXKEHHOTO Ha
Heli reHa PML (reH NMpOMMeIOLUTAPHON JIeifikeMuM), U MOJIOMKa B XpoMocoMe 17, B pe3ynbTaTe
KOTOPOJ1 06pasyeTcst pa3pbiB B 06;1acTu reHa RARA (asiba-TeH pelenTopa peTMHOEBO KUCIOTHI).
B pesysbTaTe repeMeleHus YacTeit XpOMOCOM 00pa3yeTcst CAUSIHME STUX TeHOB U (opMupyeTcst
TaK Ha3bIBae€Mblii CJIMBHOW reH PML. Dmom anomanvHblli 2eH Kooupyem o006pazosarue npomeutd,
Komopelli ocmaxasnugaem co3pesaHue npedulecmeeHHUK08 3pesvlX MUesoUoHblX KIemoK Kpoeu U
KOCMHO20 MO032a HA NPOMENCYMouHoll cmaduu npomuenroyuma. Ima mpauvciokayus umeem
o6o3HaueHue t (15; 17).

VnenTtudukaiys xapakTepHO TpaHCIOKAIMK Kak MmyckoBoro MexaHmsma OITJI u pa3BuTHeE Tak
Ha3bIBaeMOoI1 1leieHanpaBeHHO (TapreTHO) Tepanuy IIPUBeIN K TOMY, YTO IIPAKTUUECKU Y BCeX
MMal/eHTOB, KOTOPHIM HauyajbHOE JIeueHMe MOKeT ObITh peayn30BaHO B IIOJHOM OObeMme,
BO3MOXXHO JOCTVDKEHME TaK Ha3bIBaeMOIi TTOJIHOM PeMUCCUM, T. €. UICUe3HOBEHMSI BCeX CUMITTOMOB
JIelikeMU ¥ BOCCTAHOBJIEHMSI HOPMaJIbHOTO KPOBETBOpeHMs. B pesynbTaTe liesieHanpaBieHHO’
Tepanuu JieiikeMuuecKkue OJlacTHbIe KJIETKM MOTYT CO3PeThb ¥ B JaJIbHEHIeM UCTOIIUThL CBOW
MTOTEHIMa/l HEKOHTPOIMPYEMOTO pOCTa M IMOTMOHYTh. TeM He MeHee Ha 3TON CTaguM BCe ellle
CYyIIIeCTBYeT OCTAaTOUHAsI MOMYJISIINS JielikeMU4eCKuX KJIeTOK, TI03TOMY, eC/i OCTAaHOBUTD JieueHe
Ha 3TOM 3Talrle, 3a00/JieBaHMEe paHO MM II03THO OO0SI3aTeIbHO PelVAMBUPYET, UYTO CHelaeT
u3JeueHue MoUYTH HeBO3MOKHbBIM. Cieyiolyie BaKHble KOMITOHEHTHI JieueHust OTTJT qo/KHbI ObITh
TaKkke 00s3aTebHO peajn30BaHbl: KOHCOMMUIMPYIOIIee ¥ TOAAEepKUBaoliee JiedyeHue.
[TocnemoBaTe/ibHOE BBIMIOTHEHME BCeX KOMIIOHEHTOB JieueHMsl TIPUBEJIO K TOMY, UTO cerofHs 9 u3
10 maiMeHTOB MMEIOT peajbHyI0 BO3MOXHOCTb JOCTMUYb BEPOSTHOCTY IPOKUTH 63 MpU3HAKOB
6oesuu 6osee 5-7 yietT. JIOCTVOKEHUS] B Pa3BUTUM OGMOIOTMYECKUX TEXHOJIOTUI IIPUBEIN K TOMY,
YTO Temepb 1eJbl0 [OEeTeKUUM OCTATOUYHON TMOMyASUuyM JieiKeMUUeCKUX KIEeTOK SIBJISIETCS
pacrio3HaBaHye 1 MaTOMOTMYECKON KIeTKY mpuban3uTenbHo Ha 10—100 ThIC. HOPMaJIbHBIX — 3TO
CTaJI0 BO3MOXHBIM C TTIOMOIIIbIO TEXHOJIOT UM TOMMePa3HO-1IeHOM peakiy. B HacTosIIee BpeMst
TaK Ha3biBaeMas MoJiekynsipHas pemuccusi OINJI gBisieTcs 1enbio jiedeHus mnauyeHToB ¢ OITJIL
Hapsny ¢ mocTikeHMeM MOJIEKYASIPHOM peMuccuu (MM MOJIEKYISIPHOTO «OTBETa») BaXXHbIM
KOMITOHEHTOM HaOJIOIeHNsT 3a OOMbHBIM SIBJISIETCS TAKKe PEryaspHOe MCCIemoBaHMe KOCTHOIO
MO3Ta METOAOM ITOJIMMeEpPAas3HO-ILIeNHOM peakiuy B MOCAeIYIOIMe 3Tarbl — MOJIEKY/ISPHBIi
MOHUTOPUHT MUHUMAJIbHOI OCTaTOUHOI (pe3uayanbHOii) 60Ie3HN.

B apceHasne coBpeMeHHOII MeqUIIMHbBI eCTb BCe MpernapaTsl s 3dhderruBHOro nmederus: OITI.

HeorbemneMbIM KOMIIOHEHTOM JIedeHUs ITaliMeHTOB C BIIEpPBble OMarHOCTMpoBaHHbIM OINJI
SIBJISIETCST TAKOKe COTIPOBOMUTENbHAS TpaHCPY3MOHHAS Tepanusi KOMIIOHeHTaMM TOHOPCKO¥ KPOBH,
TIpeXJe BCero CBeske3aMOPOKeHHOV TIa3MOii M KOHIIEHTPATOM TPOMOOIIMTOB. DT KOMITOHEHTbI
HeoOXOIVMMBI TIPEKIe BCEro B JIEUeHMM TaK HasbiBaemoi Koarynomatuu OITT — coCTOSTHUS, TpU
KOTOPOM MPOMUCXOIST HapyIIeHMsS] CBEPThIBAEMOCTY KPOBM, B KOTOPBIX MMeEEeTCSI MOBBIIIEHHbIN
PUCK KPOBOU3USIHUI B COYETAHUM C BO3MOKHOCTBIO TAK)Ke ¥ TPOMOOTHUECKIX OCTOKHEHMIA.

B 3akioueHue wiemyeT ckasaTb, 4To, xoTs OIIJl 4yacTo paccMaTpuBaeTcsi B paMKax TaK
Ha3bIBa€MbIX MMUEJIOUAHBIX JIeMIKO30B, OH JIEUUTCS 110 HECKOJIbKO MHBIM MPUHLIUIIAM, UeM Apyrue
MHUeNIouIHbIe JeiiKo3bl. TpaHCIIaHTalMs KOCTHOTO MoO3ra peako pacCcMaTpuBaeTcs Kak
KOMIIOHEHT JiedeHUsI Tal[ieHTOB C BiepBbie BbisiBiieHHbIM OITJI. B TO >ke BpeMs TpaHCILIaHTaIMsT
KOCTHOT'O MO3Ta MOKET OBbITh BasKHBIM KOMITOHEHTOM JieueHus penuanBoB OITJI.
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