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KiaioueBsbie CJioBa



CIIMCoOK CoKpalleHun

a/uoTI'CK - TpaHcmaHTaluMsl aJJIOTEeHHBIX T'eMOIO3TUYECKUX
CTBOJIOBBIX KJIETOK

AYH - abcomoTHOe YnCcIo HeATpoduioB

BK — 6;acTHbIN Kpu3

BMO - 6071b111071 MOJIeKY/ISIPHBIN OTBET

BI'H — BepxHS$is rpaHuiia HOPMBI

BO3 - BcemupHas opraHusaims 3apaBoOXpaHeHUs
[MMO - m1yGOKMIT MOJIEKY/ISIPHBIN OTBET

['-KC® - rpanyaouMTapHbIi KOJTOHUECTUMYIUPYIOUNii pakTop
I'CK - remoriosaTuyeckue CTBOJIOBbIE KIE€TKU

XA — moIoaHUTe/IbHbIE XPOMOCOMHBIE abeppalyn

WNTK — MHrMOUTOPBI TUPO3UHKMHA3

WUTK1 - MHrMOUTOPBI TUPO3UHKIMHA3 IIEPBOTr0 IOKOJIEHUS
NUTK2 — MHIMOUTOPBI TUPO3UHKMHA3 BTOPOTO ITOKOJIEHUS
N®-0 — untepdepoH-anbda

KC® - ko/MoHMeCTUMYIUPYIONINit HhakTop

KT - xoMIibloTepHasi ToMmorpadust

JIAT' - ierouHas apTepuasibHas rUIepTeH3us

JITTHIT — numornpoTerHbl HU3KOM IVIOTHOCTU

JIBITH — numonpoTenHbl BLICOKOM MJIOTHOCTU

MO - MOneKyIsIpHbI OTBET

MuHIIO — MMHMMAaJIbHBIN LIUTOT€HETUYECKUI OTBET

MPHK - matpmuunas PHK



MIIO - manbIil HUTOT€HeTUYeCKMii OTBET
HI'H — HYOKHSS rpaHuila HOPMBbI

OT-TILIP - TmonuMmepa3Has IielHasl peakuus ¢ O0OpaTHOI
TPaHCKPUIILMEeNn

IMI'O — mOJIHBIM reMaTOJIOTUYEeCKUI OTBET

[1I1O — 11O/HBIN LIUTOTeHeTUYEeCKNI OTBEeT

[TIP — monumepa3Has LielrHast peaKkius

ITIP-PB - xonnuecrBeHHas [1LIP B pea/ibHOM BpeMeHU
PBJI — pemuccust 6e3 jeueHust

CLIN - craHmapTHOE LIMTOreHeTM4YeCKoe 1UCC/iemToBaHue
CC3 - cepmeuHO-CcOCYaMUCTbIe 3a00eBaHMS

TKM - TpaHcmiaHTanus KOCTHOTO MO3ra

V3U - ynbTpa3ByKoOBOe UCCIeOBaHMe

VVYP - ypoBeHb yOeauUTeIbHOCTM peKOMeHgaluii

YO — ypOBeHb NOCTOBEPHOCTHU SOKA3aTeIbCTB

@A - da3za akcenepanumn

XT'Y — XOpMOHUYECKUIT TOHAAOTPOIINH Ye/ioBeKa

XMJT — XpoHMUYeCKUI MUETTOUIHbIN JIEKO3

X® - xpoHndeckas dasa

IO — uuTOreHeTU4YeCKui1 OTBET

UIIO — 9yaCTUYHBINM UUTOr€HEeTUUYECKUI OTBET

OKT' - snexkTpokapauorpadusi/snekTpokapaorpaMmma
Ara-C - uurapabus

BCR-ABL - XuviMepHbIl T'eH, pe3y/JbTaT TPAHWIOKALUU MexXny 9 u 22
XPOMOCOMaMU

BCR-ABL - 6e/10K C MOBBIIIEHHOV TUPO3MHKMHA3HOM aKTUBHOCTHIO,
nponyKT reHa BCR-ABL



EBMT - EBpomneiickoe 001IeCTBO IO TpaHCIIaHTAL[MM KOCTHOT'O MO3ra
(European Group for Blood and Marrow Transplantation)

ELN - EBpomneriickas opraHusanus Io JeuyeHuto jeiiko3oB (European
Leukemia Net)

ESMO - EBporieiickoe 0011eCcTBO MeaUIMHCKOM oHkonorum (European
Society for Medical Oncology)

FISH - dnyopecuenTHas rubpuausanus in situ (Fluorescence in situ
hybridization)

HLA - riaBHBIN KOMILJIEKC aHTUT€HOB I'MCTOCOBMecTUMOCT (Human
Leukocyte Antigens)

IS - MexnyHapomHas I1IKajla KOJMYECTBEHHONM OLEHKM YPOBHS
xumepHoro TpaHckpunta BCR-ABL (International Scale)

NCCN - HamuuonanbHasi oHKojormueckast cetb CIIIA (National
Comprehensive Cancer Network)

NCI CTCAE - mkasa TOKCMYHOCTM HalMOHaJIbHOTO MHCTUTYTA paka
CIIA (Kputepumu oO6Iieit TepMUHOJIOTUM HeXelaTelbHbIX SIBJIEHMI)
(National Cancer Institute Common Terminology Criteria for Adverse
Events)

Ph - ¢unagenbduiickast Xxpomocoma
+ o
Ph - knmetku, comepkaiiye GuaaaenbpuiicKyo XpOMOCOMY

PhOTp, Ph~ - «kiuerku, He comepxkamye duiamenbGuitckyo
XPOMOCOMY

RUSSCO - Poccuiickoe 06111eCTBO KIMHMUECKO oHkomoruu (Russian
society of clinical oncology)

SCORE - mikasia oileHKM pucka (aTaqbHOTO CepIeuHO-COCYICTOro
3a6oneBanus (Systematic COronary Risk Evaluation)

— KM3HEHHO HeoOXoAyMble ¥ BayKHeNIIMe JeKapCTBeHHbIe
TpernapaTsl



TepMMUHBI U onIpeae/IeHUs

Anamm3 myrtanuii reHa BCR-ABL - ornpefeneHne TOYEUHBIX
myTauuii reHa BCR-ABL meTogoM CeKBEHMPOBAHMS.

BbokuMBaeMocTb 0e3 mporpeccupoBaHusi O6ose3nu (BBII) -
MHTEepBaJl BpeMeHM OT Hauaja JieyeHus (WIM OAThl paHLOMMU3alUuU B
KIMHUYECKUX MCCAeNOBAaHMSIX) IO IaThl IIpOrpeccupoBaHusl 60e3Hn
MU CMEePTU 6OJIBHOTO OT JII0007 TPUUMHBI.

Il'emaTonornueckas PE3NCTEHTHOCTb — OTCYTCTBUE WMJ/IN IIOTEPSA
remMaTo/JIOTM4YeCKOro OTBeTa.

TemaTonornyeckasi TOKCMYHOCTb —  CHIDKEHME  YPOBHS
reMoIIo0MHAa, HEMTPOIeHMS M TPOMOOIIMTOIIEHMSI.

l'emaTonornueckuii OTBET, IUTOreHeTUYeCKUM OTBET,
MOJIEKY/IIPDHBIA OTBeT — BUIObI OTBETOB Ha Tepaluio,
XapakTepusyiomyue o0beM OITyXOJIEBOTO KJIOHA U OIpeeisieMble
COOTBETCTBEHHO HAa OCHOBAHUM Pe3yJbTAaTOB KJIMHMYECKOI'O aHa/IM3a
KpOBH, LIUTOreHeTUYEeCKOr0 "u MOJIEKYJISIPHO-T€HETUUYEeCKOTO
MCC/IeOBaHMIA.

I'pymma pucka — xapakTepucTuka, OlleHuBaemas TOJIbKO Ha MOMEHT
OMArHOCTUKM 3abosieBaHMs, 0 Hauvajga TepanuyM Ha OCHOBaHUM
IIPOTHOCTUYECKM 3HAUMMBIX XapaKTEePUCTUK VY MALMEHTOB C
XpoHunueckoit asoit (XD) XMIJI.

JTomomHuUTe/IbHBbIEe XPOMOCOMHBIE abeppanyy — JOIOJTHUTEIbHbIe
aHOMaJIUM KapuOTUIIA, BBISIBJIIEMbIe pu CTaHIAPTHOM
LIUTOTreHeTUUEeCKOM MCC/IelOBaHUN.

VHruouTop  THUPO3UMHKMHA3 - rpenapar, 00s1aaronmit
MHTUOMpPYIOLIe aKTUBHOCTBIO B OTHOIIIEHUU BCR-ABL
(TUPO3MHKMHA3GI), IPUMEHSIeMbIii ITpu Tepanum XMJI.

VIHrMOUTOp THUPO3MHKMHA3 IIE€PBOro IIOKOJEHMSI — IIperapar
UMaTuHUO (MMaTMHMOA Me3usaaT), BIlepBble pa3pabOTaHHBINA s
LieJieHarpaB/ieHHo Tepanuu XMJI.

VIHrMOUTOPHI TUPO3UHKMHA3 BTOPOrO ¥ TPEThEero MOKOJIeHU —
nperapatrbl ¢ 0Oojsiee aKTUBHBIM IO CpaBHEHMIO C MMaTUMHUOOM
BO3JIEVICTBMEM Ha OMNYXOJIeBblii KJIOH, pa3paboTaHHbIe [IJIS



1eJieHanpaB/ieHHOM Tepannunu XMJI.

HUccnepoBanne merogom FISH — vcciiemoBaHe KOCTHOTO MO3ra Uin
KJIETOK KpOBM MeToAoM (IyopeclieHTHOI rubpuamusaummu in situ
(FISH) ¢ 06pab0oTKOit HalpaBJeHHbIMIM MOJIEKYISIPHO-TeHEeTUUeCKUMU
30HIaMMU.

MexxkagyHaponHass mKaia (International Scale, IS) - mKana
CTaHZApTU3ALUM OTIpeLie/ieHsI KOJIMUYECTBEHHOTO YPOBHS SKCIIPeCcCum
BCR-ABL, koTOpast MCHONb3yeTCs Jisl IpencTaBjeHus pe3y/bTaTOB
MOJIEKY/ISIPHO-TeHeTUYECKOr0 MCCIefoBaHusI ¢ ydyeToM (axkropa
KOHBEPCUN.

MosekyasipHasi PpPe3sUCTeHTHOCTb — OTCYTCTBME WM IIOTeps
MOJIEKY/ISIPHOTO OTBeTA.

MoekyasipHO-TeHeTu4Yeckoe ucciaegoBanme ypoBHsi BCR-ABL -
usMepenne skcnpeccuu reHa BCR-ABL MeTOnoOM KOJIMYECTBEHHOM
[TILIP B pealbHOM BpeMeHMN.

HemepeHOCMMOCTh Tepanuy — HaJIM4Me HeKeJaTeTbHbIX SIBJIEHU
Tepanuy, KOTOpble [e/lal0T HEBO3MOXHBIM ee IIpOBefeHue B
PEKOMEHIOBAaHHOM peXIMe.

Heypaya Tepanmm - COBOKYIIHOCTh XapaKTepPUCTUK OTBeTa Ha
Teparmnio UTK (reMaTOJIOrMYECKOTO, IIMTOr€HEeTUYEeCKOTO,
MOJIEKYJISIPHO-TEHETUUYECKOT0), MpeArosararwlinas, 4To AajbHeilllee
MIPONO/DKEHNEe  JIeUeHMSI MMaTUMHMOOM HeceT OOJNbIIMII  PUCK
IIpOrpeccupoBaHMsI 3a00jeBaHMSI UM CMePTM MalMeHTa, HeXean
nepexon Ha UTK BTOpOro rnokoseHus.

O6omas BbDKMBaeMocTh (OB) - uHTepBas BpeMeHM OT Hauvaja
JleyeHUs1 10 CMepTU OOJNIbHOTO OT Jt000i MPUUMHBI (/I OKOHUAHMUS
KJIMTHUYECKOT'O MCC/IefOBaHMs).

OnTuMa/JibHbIM OTBET — COBOKYIIHOCTb XapaKTePUCTUK OTBeTa Ha
Tepanunio UTK (reMaTOJIOrMYECKOTO, IIMTOreHeTUYeCKOro,
MOJIEKYJISIPHO-TEHETUUYECKOTO0), TIPU KOTOPOM IIPOJO/DKEHNEe Teparumn
MMaTUHMOOM HE YBEeJIMUMBAET PUCK MPOrpPecCcUpoBaHUSI OOIe3HU
¥ CMepTU MallMeHTa.

IlepBasi, BTOpas, cieayiouias JUHMUSA TepamuM — O4YepegHOCTb
MIPMMEeHEeHMS TepaneBTUUYeCKMX IIOIX0I0B B IIpollecce JieueHusl.



IIpenynipesxaeHue — COBOKYIIHOCTh XapaKTepPUCTUK OTBeTa Ha
Teparnmio NUTK (reMaTOJIOTMYECKOTO, LIUTOT€HEeTUYECKOTO,
MOJIEKYJ/IIPHO-T€HETMUYECKOI0), YKa3bIBAlOIIAss Ha HEOOXOOMMOCTb
TIATEJIbHOTO MOHUTOPUHIA U TOTOBHOCTDb K CMEHe JIeUeHMS C yUYeTOM
O0Monmornyeckux  IPU3HAKOB  0Oojiee  arpecCMBHOTO  TeYeHUS
3a60/1eBaHMsI.

I[IpuBep;keHHOCTh  Tepanuu - cobmoaeHne HalyeHTOM
peKoMeHaluii CrielanancTa.

CenexkTuBHOCTD geicTBuss UTK — HarnpaB/ieHHOCTb 110 OTHOIIEHUIO
K OITyX0JIEBOMY KJIOHY, OTHOCUTEIbHO HEeOOJIbllloe UMCI0 MOOOYHBIX
MMILIEHEN Helle/IeBOTrO BO34eCTBUS.

CrangapTHOe NIIUTOreHeTuM4yeckoe wucciegosanue (CLU) -
LIMTOreHeTUYeCcKoe Ucc/ieqoBaHMe KOCTHOTO Mo3ra C
nuddepeHIIMaNIbHOM OKpPacKoii 1 olieHKoi MeTonoM G-banding.

daza XpOHMYECKOro MMedojieiko3a —  XapaKTepUCTHUKa,
omnpenensionias craauio XMJI M IpOrHo3; OlleHUBaeTcsl B JebioTe
3a60y1eBaHMSsI, IIPU €T0 IIPOrpecCUpPOBAHNUM UM M3MEeHEeHUN JIeUeHMS].

dunanenbduiickass xpomocoma (Ph-xpomocoma) - aHoMabHas
XpoMOCOMa, BCTpeuaromasicsi y 6oabHbIx ¢ XMJI 1 ob6pasyiomiasics
BUJIELCTBYE TIEpPEeHO0Ca YaCTU 9 XpOMOCOMBI Ha 22 XpOMOCOMY.

HI/ITOI'EHETI/I‘IECKHH PE3UCTCHTHOCTDb — OTCYTCTBUE WM II0TEPS
OUTOreHeTn4YeCKOro OoTBeTa.



1. KpaTrkasa mHopmMmanus

1.1. OmnpeneneHue 3a00JieBaHUS WU _COCTOSIHUS _ (TPYIIbI

3200JIeBAHUI UM COCTOSTHUIA)

XpoHMYeCKuin mMueaouaHbin Jeiko3d (XMJI) - 3To KIOHaJIbHOe
OITyXO0JIeBOe MuesnornponudepaTuBHoe HOBOOOpa3oBaHIe,
00yC/IOBJIEHHOE  3JIOKAUeCTBEHHBIM IepepoXKIeHMeM CTBOJOBBIX
reMOIIO3TUYECKMX KJIETOK M XapakTepusymwlleecs yCUIeHUeM
nponudepany TpaHyJIOLMUTAPHOTO POCTKA 6€3 MoTepyu CII0COOHOCTU
K 1aubdepeHIMpOBKe, TuUllepruiasueili  MUEIOMOHON  TKaHMU,
MUEeJIOUIHOM MeTaruiasuen KPOBETBOPHBIX OpraHoB,
aCCOLIMMPOBAHHOE C XPOMOCOMHOJM aHOMa/IMeil — TpaHCIOKaluen
t(9;22)(q34;q11), B pe3yabTaTe KOTOpPOiII 0OpasyeTcss XMMepHbIi
oHkoreH BCR-ABL.

1.2. J3Tuojsorusg M maToreHes 3a00JeBaHUSA WIM COCTOSHUS

OTuosiorusi 3aboseBaHMUsI He ycTaHOBjaeHa. OOCyKmaeTcs PoJb
pasanYHbIX (PaKTOPOB — MOHUBUPYIOIIET0 MU3TyueHUs:, MHPEeKIuii,
TOKCMHOB, OJHAKO YeTKOi B3aMMOCBSI3UM MEXIY HUMU U
BO3HMKHOBeHMeM XMJI He BbISIBJIEHO.

[Tatorenetnuecku XMJI  mpencraBisieT  CcO0O0¥M  KJIOHAJIbHBIN
MuenonpoandepaTMBHbBIM MPOIECC, Pa3BUBAIOIIMIACS B pe3yabTaTe
3JI0KaYeCTBeHHOI TpaHchopmaluM B PaHHUX TeMOIO3TUUYEeCKUX
CTBOJIOBBIX KJIeTKaX. BosHMKHOBeHMe TpaHwiokauuu t(9;22)(q34;q11)
- TaK Ha3bIBA€MOJ «(punagenbduitckoi XPOMOCOMbI»
(Ph-xpomocoMbl) — ¥ COOTBETCTBEHHO XMepHOTO OHKoreHa BCR-ABL
JexaT B OCHOBe MaToreHe3a 3abosneBanus. IIpomykt rena BCR-ABL
rpeficTaBaseT €000/ TUPO3MHKMHA3Y C aHOMAaJIbHO TOBBILIEHHO
aKTUBHOCTBIO, PEryjiMpymolIyl0 CUTHa/JIbl, OTBETCTBEHHbIe 34
KJIeTOUYHbII  poCcT, akTuBauuio, AubdepeHIIMPOBKY, aaresuto
u aronTos [1]. B 3aBuCcMOCTYM OT JIOK/IM3aLy TOYKM pa3pbiBa MOTYT
BBISIBJISITBCSL CBbIlIEe 16 pa3HbIX BapuaHTOB TpaHcKkpunta BCR-ABL c
pas3IMUYHOI MOJIEKY/ISIpHOI Maccoit. Hambonee pacmpocTpaHeHHBIM
(mo 95 %) sBnsercs TpaHckpunt p210, 6onee peakumMu BsIIOTCS p190
u p230.



AHoManbHasi TUPO3MHKMHA3HAS aKTMBHOCTb aHOMAJbHOrO Oejka
BCR-ABL omnpezenseT He TOJIBKO MOBBIIIIEHHOE Pa3MHOKeHMEe KJIEeTOK,
HO ¥ MX MpeuMmyllecTBa IJisi pOCTa, HE3aBUCUMOIO OT CUTHAJIOB,
6JIOKMpOBaHMe arorTosa Kak MexaHu3ma KJI€TOYHOTO
CaMOYHUUTOXEHMS, B pe3y/ibTaTe UYero OIyXojieBoe KPOBETBOpPEHMeE
[oJy4aeT TMPEeuMYIIeCTBO Iiepel HOPMAaJbHBIM U ITOCTEIIEHHO
BbITECHSIET ero. Ilo Mepe HapacTaHusi 00beMa OIYXOJIEBOM MAacCChI
MPOSBJISIETCS.  KAMHMYECKas  CUMIITOMAaTUKa, CBSI3aHHAs1  C
rurepriasvein  MmMeJoOMOHOM TKaHM; B JaJibHeNIeM II0 Mepe
pasBUTUSI TEHETUMUECKON HeCTaOWIbHOCTM TIOSIBJISIIOTCSI HOBBIE
CyOKJIOHBI, pasBMBAETCS IIporpeccupoBaHye 3aboneBaHMs OO0 (a3l
6mactHoi TpaHchopmaliuu — BK XMJI.

1.3. SuuaemMmonorusi 3a00J€BaHUS WM _COCTOSSHUS (TPYIIIbI
3a00JIeBaHUI MV COCTOSTHUIN)

XpOoHMUECKUii MUEeTOUIHBINA eiiko3 (XMJI) — penkoe 3abojeBaHMe.
[lo paHHBIM IOMYISILMOHHOIO MCCIeOOBaHMSI B 6 permMoHax
Poccuiickoin  @epepaliyy, HOPMMPOBAHHAasg Ha CTaHOAPTHYIO
nonynsuuio BO3 3aboneBaemocth coctaBiaser 0,7 Ha 100 000
B3pOCIOro HaceneHusd [2]. MenuaHa Bo3pacTa y B3pOUIbIX MAlMEeHTOB
coctasjset 50 et (ot 18 mo 82), muk 3a601€Ba€MOCTY MIPUXOIUTCS Ha
Bo3pact 50-59 jieT, ofHAKO 3HAUUTE/IbHON SIBISETCST AOJSI MOJIOIbIX
ManyeHToB B Bo3pacTte no 40 et — mo 33%. 3aboneBaHue MOXKeT ObITh
BBISIBJIEHO B J1I060M Bo3pacTte. B 2016 r. Bo Bcepoccuiickom perucrpe
O0JIbHBIX XPOHUYECKMM MMEJI0NeiKo30M cofepskasach MHDopMalus
o 7609 maumentax c¢ XMJI, mpum 3TOM 3aboysieBaHMe ObLIO
IMarHOCTUPOBAHO B XpoHMUeckoii (ase y 6560 (93,8%) nmalieHTOB, B
dase akcenepauun y 380 (5,5%) 60nbHBIX U B (pa3e 61aCTHOTO Kpu3a —
B 47 (0,7%) cny4yaes [3].

1.4. OCO6GeHHOCTM KOAMPOBAHUS 3a00J€BaAHUSA WM COCTOSTHUS

CTATUCTUYECKOV _ Kaaccuduranuy _ Oole3He M IpoosieM,

CBA3AHHBIX CO 3T0POBHEM

C92.1 - xpoumueckuin muenomupHsin Jenkos [CML], BCR/ABL-
II0JIOXKUTE/IbHbIN

o dunanmenbduiickas xpomocoma (Ph-) rosoxkurenbHas
e 1t(9;22)(q34;q11)
e C 6/IaCTHBIM KPM30M.

1.5. Knaccuduranus 3a00J€eBaHUSA WINW _COCTOSSHUS (TPYHIIbI
3200JIeBAHUI UM COCTOSTHUIA)




ITo ¢pa3zam 3a601esanus

B Teuenunm XMJI BbiAensgioT 3 @dasbl, OTpaskaioliyie CTeIeHb
rporpeccupoBaHmst  3aboyieBaHMsI. 3abojieBaHMe MOXKET  ObIThb
IMarHOCTMPOBAHO Ha JII0O0OM JTare.

e Xpoumnueckas ¢dasa (X®) saBasercs HavyaabHOM cragueirnt XMJI u
IMarHOCTUPYeTCs Y 60/MbIIMHCTBA (H0 94 %) BriepBbie BbISIBIEHHBIX
nauyeHToB [1,4]. JuarHo3 X@ ycTraHaBAMBAIOT IIPU OTCYTCTBUM
ripu3HakoB @A u bK.

e daza akcenepanum (PA) ompepensercss y 3-5 % IepBUUYHBIX
naiueHToB ¢ XMJI u sgBisieTcst 60ee MPOABUHYTHIM 10 CPAaBHEHUIO
¢ X® 3Tanom pasBUTUS I1AaTOJIOrMUYeCKOro mnpoiecca rmpu XMJI. @A
MOKET TaKKe pa3BUTbCSI IIPY IIPOrpPeccupoBaHmUM 3a601eBaHMSI.

e Baactusbiii kpu3s (BK) sBiseTcs Hanbomee arpecCUBHO cTamyeit
XMJI. [ebimor O6onesuu ¢ BK saBasgercs Heb61aronpusTHbIM
MIPOTHOCTMYECKUM IIPU3HAKOM U HabjomaeTcs y 1-2 % mauymeHTOB
¢ XMJ/I. MenmaHa mnOpoOo/DKUTENbHOCTH XM3HM npu bK XMIJI
cocrasiser 6—12 mecsues [1,4].

Ouenka ¢a3bpl BBHINOMHIETCS B JebioTe 3aboneBaHus, IIpPU
MporpeccupoBaHuy 3aboseBaHMsI M TIpU M3MEHEHUM Teparuun.
OuddepenumanbHO-aAarHocTuyeckue  Kputepun  daz  XMJI
TIpuBeAeHbI B Ta0. 1.

Tao6muua 1. ®aser XMJI 1o knaccuduranyy ELN

®aszsa XMJ1 Knaccudumkauusa ELN
XpoHuyeckas OTtcyTtcTBue npusHakos ®A nnn BK
Akcenepaunmn**

e 15-29 % 6nacTHbIX KNeTok B nepudepuyeckorn KpoBu W/MAN KOCTHOM
Mosre;

e cyMmMma 6nactoB n npomumenoumtoB =30 % (npw aTom 6nactoB <30 %);

e Konm4yecTtBo 6azodpunoB B Kposu =20 %;

e Mepcuctmpytowas TpomboumToneHms <100 x 109/11, He cBs3aHHas
C Tepanuein;

e HekoTopble AXA* B Ph+ kneTkax, pa3BuBLUMECS NpWU Tepanuu

BnacTHbiit o o
KpUa** e HanuMuue B nepudepuyeckorn KpoBM WAM B KOCTHOM Mosre =30 %

61acTHbIX KNeToK

o MOSIBIEHME 3KCTPaAMEeAyAPHbIX MHDOWUIBTPATOB 61ACTHBIX KIETOK

*yacTo BCcTpevatowmecss aHomanum («major route») — TpMcomMms nNo xpomocomam 8, 19;

yaBoeHne Ph-xpomocombl +der(22)t(9;22)(g34;911); wu3oxpomocoma 17 iso(17) (i(17)(ql0).
MporHocTMueckn HebnaronpusTHBIMKU SIBASIIOTCS Takxke —7/del7q v nepecTpolikm 3 XpOMOCOMbI
(g26.2), a Takxke oTcyTCcTBME Y-XPOMOCOMBI —Y, KOMMNIEKCHblIe abeppaumnmn, Bkatoyatowme 2 XA n
6onee [5]

**OA nnu bK yctaHaBiMBalT NpuU HanMunm xoTs 6bl 0AHOI0 KpUTEpUsN




ITo zpynne pucka ona X® XMJT

I'pynina pucka XMJI  pacCuMTbBIBAETCS Ha OCHOBaHUM
IIPOTHOCTUYECKN 3HAYMMBIX KJIVMHUKO-TE€MaTOJIOTUYEeCKUX
XapaKTEePUCTUK U OLIEHUBAETCS Y IalueHTOB ¢ X® Ha MOMEHT
IMarHoCTUKY 3a00eBaHys, 0 Havaia Teparnn;

I'pynma pucka mo J.E. Sokal (mporHosupyeT BepOSITHOCTb OOIIEi
BbDKMBAaeMOCTH) [6]

® HU3KUI PUCK;
® [IPOMEXYTOUYHBIIN PUCK;
® BBICOKUI PUCK.

I'pynna pucka EUTOS (mporHosupyeT BepOsSITHOCTb JOCTVIKEeHUS
IO k 18 mecsauam Tepanumn) [7,8]

® HU3KUI PUCK;
® BbICOKMI PUCK.

I'pynmma pwucka ELTS (IIporHo3mpyeTr BepoOSITHOCTb OOmIei
BbDKMBA€MOCTHM, BBDKMBAE€MOCTM 0€e3 IIPOrpeccCMpoBaHMSI WU
BE€POSITHOCTHU JOCTVKEHUSI TITyOOKOTO MOJIEKY/ISIDHOTO OTBETA)

[9]

® HU3KUIT PUCK,
® [IPOMEXYTOUYHBII PUCK,
® BBICOKUI PUCK.

COBOKYITHOCTh KPUTEPHMEB, XapaKTEPU3YIOMMX TPYIIIbI PUCKA 10
cuctemam J.E. Sokal, EUTOS u ELTS nipencraBieHa B Ta6:. 2.

Tao6muma 2. Onpenenenne rpynn pucka XMJI o J.E. Sokal, EUTOS n
ELTS

MpusHak Kputepun J.E. Sokal Kputepun EUTOS Kputepum ELTS
BospacT, roasl 0,0116 x (Bo3pact - 0,0025 3 X
43,4) (BOBpaCT/lo)
CeneseHka 0,0345 x (pasmep 4 X (pa3mep 0,0615 x (pasmep
(cm n3-nog, ceneseHkn, CM U3-noj ceneseHkn, CM u3- ceneseHku, CM U3-
pebepHoli ayrun) pebepHoi gyrn - 7,51) noa pebepHon ayrn) noa pebepHon ayrn)
TpombounTbl (X 109/ 0,188 X [((ucno 0,4104 x  (umucgo
n) TpoMbouuToB x 107/n) P 0M60Lw|'6)§ x 107/
/700) - 0,563] n) /1000
bnactbl 0,0887 x (% 6nactoB 0,1052 X (%
(kocTHOro Mo3ra) -2,10) 6nactoB)




D03nHODUNbI

(nepud. KpoBb)

Bazodunbl 7 x 6a3odunbl

(nepud. KpoBb)

NHaekc DKCMNOoHeHTa CYMMbll CyMma Cmea2

OTHOCUTENIbHOrO

pucka

Fpynnbl pucka

Huzkas <0,8 <87 <1,5680

MpoMexyTo4vHas 0,8-1,2 - >1,5680, HO

<2,2185

Bbicokasi >1,2 >87 >2,218
*ABTOMATHUYECKUI IoacyeT IOCTYIIeH Ha camTax:
http://bloodref.com/myeloid/cml/sokal-hasford "

http://www.leukemia-
net.org/content/leukemias/cml/elts_score/index _eng.html

12,72 B crenenu (0,0116 x (Bospact - 43,4) + 0,0345 x (pa3mep

cejie3eHKM, CM u3-mon, pebepHoit ayru — 7,51) + 0,188 x [((umcmno
TpoMGOIITOB * 10°/7)/700)%-0,563] + 0,0887 * (% Gnactos — 2,10))

20,0025 x (1303paCT/1O)3 + 0,0615 x (pasmep cejae3eHKM, CM U3-TIO,

pebepuHoit myru) + 0,1052 x (% OmactroB) + 0,4104 x (umcio
rpomGowuTos x 10°/1)/1000~ >

1.6. Kiaunuuveckasi KapTuuHa 3a00/1€BaHUS WM COCTOSHUS

Knuunueckass kaptuHa npu XMJI B OGONBIIMHCTBE CIydyaeB MOXET
XapaKTepu30BaTbCsl 6€CCUMIITOMHBIM TeueHreM; HadaabHbIii ITepuof,
6oj1e3HM y OONBUIMHCTBA IMALIMEHTOB MOKET IIPOTEeKaTbh B TeUueHMe
psiza net. Hepenko rnmpu3Haky 3a60/1eBaHMs HA MOMEHT YCTaHOBJIEHUST
oyuar{Ho3a TpefcTaB/ieHbl TOJAbKO M3MeHEeHUSIMM B OOIeM aHaju3e
KPOBM (CaMbIMM YaCTbIMM M3 KOTOPBIX SIBJSIOTCS JIEKOLIUTO3,
MMEeJIOLUTAPHBIN COBUT, 0a30(PMIbHO-303MHO(PMUIbHAS ACCOIMALIVS)
M  CIUIeHOMEerajiMeil, KOTOpble MOTYT OOHapyXUBAaTbCSI TIpU
MpoBeleHUM MPOOUIaKTUIECKOTO OCMOTpa WK oOpallleHUy K Bpauy
I10 IIOBOAY APYroi IaTonoruu [4j.



2. IuarHocTuka

MHozue pexomeHO08aHHble Memodsl JuAzHOCMUKU 3a060/1e8aHusl U
CBA3AMMBIX C HUM COCMOSIHUTI UMEM 02PAHUUYEHHYI0 D0KA3AMelbHYI0
6a3y (8 coomsemcmauu ¢ wkanamu oueuku Y11 u YYP) no npuuuHe
omcymcmeust  NOCBAUWIEHHbIX UM  KJAUHUYECKUX  UCCNe008aHUII.
Hee3upass Ha 3mo, OHU S8A0MCS HE0OX00UMbIMU eMEHMamu
obcnedosarus nayueHma 0N YCMAHO8JIeHUs OuazHo3a u evlbopa
Makmuku JieueHusi, maxk Kak 0osee 3pdexmusHvie U 00KA3AHHbIE
Memoosl 8 HACMosee 8peMs He pa3padbomatsi.

Huazno3 XMJI moxcem 6bimb OKOHUAMENbHO YCMAHO0BEeH MOJIbKO Npu
8bisi8/IeHUU cneuuguueckoli 015 daHH020 3a00/1e8aHUS 2eHEMUUECKOT
aHomanuu: xumepHozo 2eHa BCR-ABL, eo3Hukaiwowez2o 8 pesyibsmame
mpaxcaokayuu 9 u 22 xpomocom.

2.1. )Kai1o6sI M aHaMHe3

e PekoOMeHAyeTCSA BCeM TMalMeHTaM C II0JO3pPEHNEM WINM C
ycTaHOBJIeHHBIM XMJI mpoBoauTh cOOp aHaMHe3a SKU3HU U Kaa00
s Bepubukanuu ayuardosa [10]

VpoBeHb YyOegUTENbHOCTM pekoMmeHzamuit - C (ypoBeHb
IOCTOBEPHOCTU J0Ka3aTeJbCTB — 5).

Kommenmapuii: npu c6ope wanob u aHamue3da HeoOX00UMO
OYEeHUMb:

1. Cundpom  onyxoneeoti  uHmokcukauyuu (cnabocmo,  CHUMCEHUE
annemuma, nomeps Maccyl meaa, NOMaAUBOCMb, CyOpebpuibHas
memnepamypa).

2. Cundpom onyxonesoti nponugepayuu (6016 U Uy8cmeo msxecmu 8
nodpebepwvsx npu 2enamo- u CnjaeHome2aiuul).

3. AHemuueckuii cuHopom (obwias cnabocms, O00bIWKA, CHUMCEHUE
moniepaHmHocmu K ¢u3uueckoii Hazpyske, 07e0HOCMb KOMU U
CIU3UCMBIX, Maxukapous).

4. Tpombomuueckue 0CJI0X¥CHEHUs Npu 2unepmpomooyumo3se.

5. I'emoppazuueckuii cuHOpom, 00YC10871eHHbLL mpombouumoneHueti.

6. Heepo/ioeuueckyro cumnmomamuxy, 68 0coOeHHocmu npu debrome
6one3xu ¢ @A unu bK.

7. Conymcmeyiouiue 3a6071e8aHUSL.

8. Conymcmeywoulyrw mepanuio.



9. Hanuuue cubauHzo8 (0151 OUeHKU B03MOMCHOCMEL NO B8bINOJHEHUIO
annoTI'CK).

Obwee cocmosiHue nayueHma OOJNHHO OUEHUBAMbCS NO 00HOU U3
cneuuanu3uposaHHsix wkan oyeHku — BO3/ECOG uau KapHo8cko020
(cm. npunoxcerus I'l u I'2 daHHbIx pekomeHIayuii).

Knunuueckas  cumnmomamuxka npu  XMJI  He  seasemcs
cneyuguueckoti, nosigneHue YKA3AHHbIX CUHOPOMO8  Haubosee
xapakmepHo 0ns npodsuHymoeix ¢a3 3abonesavus (PA u BK). V
OonbwiuHcmea nauueHmos 68 X@ wanobvl U KJAUHUYECKAs
cumnmomamuka omcymcmaeyiom Jubo s6a310mcs Hecheuuguueckumu,
U NpU3HAKU 3a601e8aHUsl HA MOMEHM YCMAHOBIEHUS OUAZHO3A MO2Ym
Obimb npedcmasieHsl Ul USMEHEHUIMU 8 00weM aHaiuse Kposu
(netikoyumos, muenoyumapHulii cosuz, 6a3o@punbHoO-303UHOPUIbHAS
accoyuauusi) npu npogedeHuu npogpurakmuueckozo ocmompa uau
obpauwieHuu K gpauy no nogody dpyzoii namosnozuu. C yuemom mozo,
umo JiekapcmeeHHass mepanus npu XMJI Ha3Hauaemcss Ha
OnumenvHslli  CpOK, Npu ee 8bl0Ope yuumvleaemcss Ccnekmp
conymcmaywoujell namoJo2uu, a makae 803MOMCHOCMD
MeHCNIeKapCmeeHHbIX 83aumodeticmauti.

2.2. dusukajIbHOE 00CcIeJOBaHe

e PeromMmeHayeTcsi BceM MallMeHTamM C momo3peHueM Ha XMJI nian
YCTAHOBJIeHHBIM auarHosom XMJI nns Bepudukaium AmarHosa
nipu pu3uKaIbHOM 006C/IeoBaHMM TPOBOAUTD [10]:

1. OCMOTp KOXM ¥ BUAMMBIX CJIM3UCTBIX 000IOUEK.

2. IManpnanuio nepudepndeckux IMmM@oy3aoB.

3. OnpepnerieHe pa3MepoB Ie€UeHU U Cejie3eHKU (MIepKYyTOPHO U
MaJIbIIATOPHO, B CAHTUMETpAX U3-T0[ Kpast pebepHOit ayTn).

VpoBeHb yOeauTenbHOCTM pekoMeHzmanuii - C (ypoBeHb
IOCTOBEPHOCTM JOKa3aTeJlbCTB — 5).

2.3. HaﬁopaToprle AUATHOCTUIECKUE NCCITIEN0BAHUA

e PekoMeHayeTCcA BCeM IalyeHTamM IIpu ycTaHoBaeHuu XMJI
MIPOBOAUTH OOIINIA (KIMHUUECKIMIT) aHa/IM3 KPOBU (Pa3BEPHYTLIN) C
MOACYEeTOM JIeHKOIIMTApHOV (GOpMY/bl U OmpeneeHeM YPOBHS
TPpOMOOLIMTOB 1IJisI Bepudukaiumu auartosa [10,11].

VpoBeHb yOeauTeNbHOCTM pekoMeHzanuii - C (ypoBeHb
IOCTOBEPHOCTU JOKAa3aTeJlbCTB — 5).



e PexomeHpayeTcst BCceM mMmauyeHTaM Ipu ycTraHoBIeHunM XMIJI

IIPOBOIVTH OMOXVMIUYUECKUIA aHaIus3 KPOBU
ob1IeTepATIeBTUYECKUIA: [e]8)i107471 OMIUPYyOUH,
acrapTraTaMuHoOTpaHcdepasa, ajaHMHaAMMHOTpaHcdepasa,

JIaKTaTAeruaporeHasa, MoJyeBasi KMCI0Ta, MOYEBMHA, KPeaTUHMH,
o0mmii OeyloKk, anbOymMmH, IienodHasi ¢docdarasza, 7eKTPOIUTHI
(kanuit, HaTpuii, Kanbluii, docdop, marHmii), ammuaasa, auIasa,
IJTI0KO03a, OOLMIi XOmecTepyH, TUIONPOTENHbI BbICOKOM M HU3KO
TIJIOTHOCTU JJis1 OLleHKM (PYHKIUMM OpPraHOB M CUCTEM Ha MOMEHT
YCTQHOBJIEHMSI [MarHo3a ¥ Ja/IbHENMIlero KOHTPOJISI BO3MOXKHOM
O6MoxuMmuIeckoit TokcuuHocty Tepanuu UTK [10].

VpoBeHb YyOeguTeNIbHOCTM pekomeHzauuit - C (ypoBeHb
IOCTOBEPHOCTU J0Ka3aTeIbCTB — 5).

e PekoMmeHayeTcss BCeM IalyeHTaM IIpu YycraHoBiaeHuu XMJI
IIPOBOIUTL LIUTONIOTMYECKOe UCUIef0BaHye Ma3ka KOCTHOIO Mo3ra
(rofcyeT MUenoTpaMMbl) NIl oTmipefeieHus] CTaauu 3aboneBaHus
[1,10,11].

VpoBeHb YyOegUTENbHOCTM pekomeHzamuit - C (ypoBeHb
IOCTOBEPHOCTU JO0Ka3aTelbCTB — 5).

e PexomeHayeTcsi BceM IMalMeHTamM IIpu ycraHoBaeHunm XMJI, a
TaKKe pu MOHUTOPUHTE 3D deRTUBHOCTU Tepanuu
MHIMOUTOpaMU TUPO3MHKIMHA3 (UTK) IIPOBOOUTD
IIUTOTeHeTUYEeCKOe McwIeqoBaHme (KapmMoOTUIl) KOCTHOrO MO3ra
(CLIY) png  mioATBepsKOeHMSI Haauumsa TpaHoaokauuu  t(9;22)
(q34;q11) (Ph-xpomocomsi). ITpu HenmHdbopmatuBHocTu CILU (HeT
MUTO30B, HEYAOBJIETBOPUTEIbHOE KaueCTBO MaTepuasia) IMoKa3aHo
MOJIEKY/ISIDHO-LIUTOTeHeTuUeckoe uccinenosanue (FISH-meromom)
IU1s1 BbIsiBJIeHUs xumepHoro rena BCR-ABL [1,12,13].

VpoBeHb yOeauTenbHOCTM pekoMeHmanuii - C (ypoBeHb
JOCTOBEPHOCTHU 0KA3aTe/lAbCTB — 4).

e PexomeHpayeTcst BceM MalyeHTaM Mpu ycrtaHoBiaeHun XMJI nis
BepudMKauuMy  AMardHosa, a TakKkKe IIpM  MOHUTOPUHTIE
3 deKTUBHOCTU Tepanuu MHTHMOuTOopamu TuposmHkmuHas (MUTK)
npoBoauTh ornpenenenne skcapeccun MPHK BCR-ABL  p210
(konmmuectBeHHOe) Metomom IILIP-PB. B ciydae HeompemeneHus
skcnpeccun BCR-ABL p210 metomom IILIP-PB ciiemyeT BBINOJHUTD
KayeCTBEHHOe OoIpenejeHre aTUIIMUYHBbIX TUIIOB TPAaHCKPUIITOB
BCR-ABL p230 mn pl190. Ilocsie yTOYHeHMS TUNA TPAHCKPUIITA



HEO6XO,IU/IMO BBIIIOJIHUTb €ro KOJIMYECTBEHHOE OIIpeaejieHne
meTtozmom IT1IP-PB [13-17].

VpoBeHb YOEOUTENIBHOCTM peKoMeHzanuit - B (ypoBeHb
JOCTOBEPHOCTHU N0Ka3aTe/lIbCTB — 3).

e PekoMeHAyeTCsA IpoBefeHMe TalMeHTaM B (¢ase akcejepaium
Ui 6mactHoM Kpusze XMJI 1S omnpeneneHus: ONTUMAaIbHOM
TaKTUKU  Tepanuu  OONOJHUTENbHBIX  UCCIENOBAaHMI IO
rnoxkasanusam [1,10,11]:

1. Onpenenenne HLA-aHTUT€HOB MOpM HaJIUYMUKM CUOIMUHTOB J1MOO
MOJIEKYJISIDHO-TeHeTUYEeCKOe MCCaefOBaHMe TMUCTOCOBMECTUMOCTU
(HLA) BBICOKOTO pa3pelleHus IPU MOMOIIY CeKBEHUPOBAHUS IJI
rmog6opa HePOACTBEHHOIO IOHOPA KOCTHOTO MO3Ta IMPY OTCYTCTBUU
CUOIMHTIOB.

2. lluToxumuuyeckoe uccaefoBaHMe MUKpoIpenapara KOCTHOI'O
Mo3ra: Muejonepokcuaasa, aunuabl, PAS-peakuus, anbda-
HadTmIsCcTepasa npu 6yacrose 6osee 30 %.

3. UMMyHO(QeHOTUIIMPOBaHME reMOI03TUYECKUX KJIeTOK-
TIpeAlIecTBeHHNI B KOCTHOM Mo3Te npu 6;acto3e 6onee 30 %.

4. IlaTosioroaHaTOMMUYECKoe uccliefoBaHMe OMOIICUITHOTO
(omepalMoHHOT0) MaTepuaaa KOCTHOTO Mo3ra (TpernaHo0MorcHs) ¢
orpeeseHreM KJIE€TOUYHOCTH U cTerieHu (pmbpo3a npu HUTOIEHUMN.

VpoBeHb YyOegUTENbHOCTM perkoMeHzamuit - C (ypoBeHb
IOCTOBEPHOCTU JOKAa3aTeJbCTB — 5).

Kommenmapuu: npu @A u bK XMJI, y nayueHmos ¢
HeO1a20NpUSMHbIMU ¢akmopamu npozHo3a Heob6xo0umo
be3omyazamenvHo pewams 80npoc 0 houcke HLA-cosmecmumozo
doHopa U  8blNOJIHEHUU anoTICK.  Humoxumuueckoe U
UMMYHO(eHomunuueckoe uUcCciedosaruss ONACMHbIX KAemoK npu
onacmvom kpuse XMJI mpebyiomcs 0Ons onpedeneHust JuUHeliHOt
HanpasjieHHoCmu OACMHbIX KJIeMOK U 8b100pa ONMUMAJIbHOLL CXeMbl
XUMUOMmMepanesmu4eckozo go3sdeticmausl. Tucmonozuueckoe
uccnedosaHue KOCMHO20 Mo32a Heo0xo0umo 011 onpeoeeHus
NPUYUHBl pa3eumusi UUMoneHuu U 8bl60pa onMuUManbHOU Makmuku
ee KoppeKkyuu.

2.4. UucTpyMeHTa/JAbHaA AUarHoCTUKa

e PeromMeHAayeTCsl IIPOBOAUTDH BCEM IMAL[ME€HTAM ITPU MOLO3PEeHMM Ha
XMJT ynbrpasBykoBoe wuccienoBaHue (Y3U) cene3eHKM C 1eblO



ompeeneHus ee pa3MepoB [IJisI OLleHKM 06beMa OITyX0JeBOil MacChl
U cTagvipoBaHus npoiuecca [10].

VpoBeHb yOeauTEeNbHOCTH pekomeHaauuit - C (YpoBeHb
OOCTOBEPHOCTHU AOKA3aTEIbCTB — 5).

2.5. VlHas nuarHocTmuka

PeKOMEHAYIOTCSI KOHCYJIbTalMM CIIELMAJIUCTOB IO ITOKa3aHMUSIM
(Bpaua-kKapauoiaora, Bpada-3HOOKPUHOJIOTA, Bpauya-TMHEKOJIora
n ap.), ojst nuddepeHaNIbHOM AMarHOCTUKY 3a00IeBaHMs U ITPU
neyeHuu nauyeHToB ¢ XMJI g5 Bbi6bopa pexxuma Tepanum [10].

VpoBeHb yoeauTenbHOCTM pekoMeHmanuii - C (YypoBeHBb
IOCTOBEPHOCTM 10KA3aTeJlbCTB — 5).

Kommenmapuii: ocoboe eHumaHue cnedyem yoenums OUeHKe
KapouosackysAPHbIX PUCKOB.



3. Jleuenue

Oo0wue npuHyUNsl JieyeHus

Llenb coBpeMeHHOM Tepanuu XMJI — MakCMMaJibHO€e IIOAABJIEHUE
Ph-o/moXnUTeNnbHOTO  OMYyXOJ€BOrO0  KJIOHA, MpeayIpexaeHue
pasBUTUSI  PE3UCTEHTHOCTM U obeclleueHue  IJAUTEIbHOMN
BbDKMBAEMOCTM TIpM XOpoIlleM KadecTBe >XU3HU. OCHOBHBIM
CpenCTBOM Tepanuu U CTAaHAAPTOM JieYeHUs B HACTOsIee Bpems
SIBJISIETCSI TIpUMeHeHMe UHTUOUTOPOB TUposuHKkuHasbl (UTK).
IlaHHbBIE rpernaparbl VMEKT MeXaHM3M TapreTHOIO
(ueneHanpaBaeHHOro) BosaelicTBus Ha BCR-ABL-1monoxkuTenbHbIe
OITyXOJIeBble KJI€TKM M [OOJ/DKHbI Ha3HA4yaTbCsl BCEM IMalMeHTaM
rocje noarsepxaeHus auarHosa XMJI. Mexauusm peicteuss UTK
obycioByieH 6mokamoii AT®-cBSI3bIBAIOIIEr0 KapMaHa MOJIEKY/IbI
BCR-ABL, uto umaer ©6emok BCR-ABL THPO3MHKMHA3HOM
aKTUBHOCTHU, [alollleii OITyXOJeBbIM KjeTKaM mnpoindepaTuBHOE
MIPEeUMYIIECTBO.

Cob6niofeHre  MOPUHLMIA  HENPEPbIBHOTO U MOCTOSTHHOTO
BO3LEMCTBMS HA  ONYXOJEeBbIid KJIOH  SB/ISETCS  OCHOBOW
spdexkTuBHOCTM JieueHus. [lepepniBbl B mnpueme WMTK moryt
CIIOCOOCTBOBAaTb  CHIWOKEHMIO  3(PdEeKTMBHOCTM  Tepanmuu U
MporpeccMpoBaHMI0  3abosieBaHMsI.  PeryisipHblii  KOHTpPOJIb
pe3y/JbTaTOB Tepanuyu C ITIOMOIIbID [UTOreHETUYeCKUX U
MOJIEKYJISIDHO-TEHETUUECKMX METOI0B, CBOEBPEMEHHAasl OIlleHKa
OTBeTa M I[epeKk/iloueHre Ha CIeAYUyI0 JIMHUI Tepanuu
SIBJISIIOTCSI OCHOBOITOJIATAOIIMMM [IJIS1 TIPeNyIIPeKIeHNsI Pa3BUTUS
pe3ucrteHTHOCTM Iipu XMJI. AJuloreHHass TpaHCIUIAHTALMS
reMOIO3TUYECKUX CTBOJIOBBIX KJIeTOK (amnmoTT'CK)
paccMmaTtpuBaeTcs s nanueHToB XMJI X® ¢ Heygaueli Tepanuu 1
win nocnenyiomux auauii UTK, a Takke B NpOABMHYTHIX (asax
XMJL.

Tepanust UTK nokasaHa B HeIIPepbIBHOM peXUMe — eXKeIHEBHO,
IUINUTeIbHO, IOCTOSIHHO. HavanbHasa mo3a MX He 3aBUCUT OT I10J1a,
MaccChbl Teja, pocCTa, pachl namueHTta. [Ipyem mpernapaToB MOXKHO
HauYMHATh MPM JIIOOOM uMc/ie JIeiKOIIUMTOB. BO3MOXKXHOCTh OTMEHbBI
WUTK y maiyeHTOB CO CTabwibHBIM IMy6okMM MO omucaHa B
pasneie 6.



CHMKeHMe [03bl U MepepbiBbl JONMYCTUMBI TOJIBKO MPU PAa3BUTUU
MHTEPMUTTUPYIOIIUX SBJI€HUI TOKCUUYHOCTU 3—4 CTeleHu u
TIOCTOSIHHOM HEeremaToJIOrM4eCKOM TOKCUYHOCTU 2 crerneHu. [Ipu
UTK penyKums
OITyXOJIEBOT'O KJIOHA ¥ BOCCTAaHOBJIEHME HOPMaJIbHOT'O IeMOII033a,
CHIKAETCS PUCK TMPOrpeccuun
MaLeHTOB.

ITIOCTOAHHOM BOB,E[@VICTBI/II/I IIPONUCXOOAT

3a060/1eBaHMsl, YBeIUUYMBAETCS

BbIKMBAEMOCTh HocTtuxkeHne TI0JIHOTO
uutoreHetudeckoro orseta (IIL[O) ¥ GOMBLUIOrO MOJEKYJISIPHOTO
orBeta (BMO) — 3TO MpPOrHOCTMYECKMEe TIPU3HAKU IJIUTEIbHON
BBDKMBAEMOCTM 0e3 IMporpeccupoBaHmsI MIPU YCIAOBUM TTOCTOSTHHOM

Tepanmu.

Kputepun ormpeneneHusi remaToJOTMYEeCKOr0 LIUTOreHETUYECKOro,
MOJIeKYyJ/ISIpHOTO OoTBeTOB Ipu Tepanuu MTK y maumentoB ¢ XMJI
npeJicTaBaeHbI B TA0OI. 3.

Taonuia 3.
LIMTOr€HeTUYeCKOT0 U MOJIEKYJISIPHOTO OoTBeTOB [1,10,11].

Kpurepun s reMaToJIOTMYeCcKoro,

Bupg oTBeTa OnpepeneHue

FeMaTonornueckmi
(kAMHUKoO-
remMaToJiorm4eckummn)

Nenkountbl MeHee 10 x 109/n

Bazodunbl meHee 5 %

B remorpamme Het MMENOLMTQS, MPOMUENIOLMTOB, Muenobnacrtos
TpomboumnTbl MeHee 450 x 107/n

CeneseHka He nanbnumpyeTtcs

MonHbid (MNFO)

uuToreHeTuquKuﬁl

MNonubid (NUO) Ph-xpomocoma B MeTadazax He onpeaensieTcs (Ph+ 0 %)

YacTuuHbIN (HLI,O)2 Ph-xpomocoma B 1-35 % mMmeTadas (Ph+ 1-35 %)

Manbin (MLIO)

Ph-xpomocoma B 36-65 % mMeTadas (Ph+ 36-65 %)

MuHumanbHbii (MuHLO)

Ph-xpomocoma B 66-95 % MeTadas (Ph+ 66-95 %)

OTtcyTtcTtBue (Het LO)

Ph-xpomocoma B 6onee 95 % meTtadas (Ph+ >95 %)

Monekymlpublifl3

BMO (MO3,0)

Fny6okuii MO

CooTHoweHne BCR-ABL/ABL <0,1 % wn >0,01 %

MexayHapoaHou wkane (IS)

MO 4,0 CooTHoweHne BCR-ABL/ABL<0,01 n >0,0032 % r
MexayHapogHon wkane (IS) wnn HeonpeaensieMb
ypoBeHb BCR-ABL npu konunyectse ABL 21000

MO 4,5 CooTHoweHne BCR-ABL/ABL<0,0032 % wn >0,001% r
MexayHapoagHoi wkane (IS) wnn HeonpeaensieMb
ypoBeHb BCR-ABL npwu konuyectse ABL =32 000

MO 5,0 CooTHOwWwEeHne BCR-ABL/ABL<0,001 %
MexayHapogHon wkane (IS) wnu HeonpegensieMb
ypoBeHb BCR-ABL npu konnyectse ABL =10 000




'B cryyae ecan CIYM HemHpOpMaTHBHO, OIpeneaeHNe IOJTHOTO
IIMTOreHeTUUECKOTO OTBETA MOXKET ObITh OCHOBAHO Ha pe3yJbTaTax
FISH (ananu3 He meHee 200 simep) Ipy 3TOM KOJIMYECTBO KIIETOK,
HeCyIIMX XMMePHbIVi reH, He TOJDKHO MpeBbIaTh 1 %

ZIJaCTI/IqHMIZ LIUTOT€HEeTUUYEeCKUN OTBeT "u IIOJTHBIN

LIMTOT€HeTMUYEeCKMIT OTBET BXOOAT B  IIOHATME  OOJIBIION
. +

uutoreHetnuyeckuii orset (BLIO — Ph 0-35 %)

3,[[]151 OLl€HKU pPEe3y/IbTaTOB MOJIEKY/ISIPHO-TEHETUYECKOI'o

MCCaemoBaHMsl 10 MexayHapomHoit 1mkane (IS) Heobxomum
repecyeT IIOAYyYeHHBIX [aHHbIX C IIpuMeHeHMeM ¢daKkTopa
KoHBepcuu. C  1edbl0  MCKIIOUEHMS  BHYTPMIabOpaTOpPHOI
BapuabenrbHOCTM n3MeHeHne ypoBHSI BCR-ABL menee yem Ha 1 Ig
(8 10 pas or nOpenpioyllero 3HauYeHMUs)) HYXKIAETCs B
MMOATBEPXKAEHMM IPU [IOBTOPHOM aHa/IM3e

3.1. JlekapCcTBeHHOe JiIeueHue

3.1.1. Ilpenapatsl aa4 Tepanvu XMJI u pexxum
A03UPOBAHUSA

B Poccuiickoin ®@enepatum ajis gedenuss XMJI B HacTosiiee BpeMs
3apeructpupoBanbl UTK nepBoro nokonennst (MTK1) mmatuHm6**
n UTK2 uHunotuHM6**, masatuHm6**, 603yTuHMO. IlepBbie Tpu
rpernapara NpuMeHsIOT Kak B 1, TakK ¥ BO BTOPOI U MOCIENYIOIINX
JUHUSIX JieueHUsl, 003yTMHMO — BO 2 JIMHUU JIedeHUS U I10cje
Heymauy OBYX JMHUI Tepanuiu. Beioop UTK BBITIOTHSIETCS C YUETOM
COITYTCTBYIOILEI MAaTOJIOTUM, MyTallMOHHOTO cTaTyca, dasbl XMJI.

3.1.2. IlepBas aunusa Tepanun UTK nanmuenTos ¢ XMJI

e PekomeHnpayetcsi Bcem mauyeHTamM B X®, DA UCIIOIb30BaHUE
uMmaTuHMOa™* Kak mpernapara 1 MMM ajast Tepanuu XMJT B
pexxuMe MOHOTeparnuu u Bcem rmnanmeHTaM B bK kak mperapara 1
JUHUM B pEeXMME MOHOTepanuyu M B KOMOMHALUM C JOPYIUMU
XUMMOTeparneBTUYeCKUMM rpernaparamu [18-24].

VpoBeHb YOeaAUTETbHOCTUM peKoMeHzanmiti - A (YypoBeHb
IOCTOBEPHOCTHU OKa3aTe/lbCTB — 1).

Kommenmapuu: umamuuu6™* - HWTK nepsozo nokoneHuss ¢
ceiekKmugHocmoio 8 omHouweHuu BCR-ABL mupo3uHKUHA3sl, makice
cnocobeH uHzubuposams c-KIT, PDGFR-kuHa3Hyw akmusHocme. Ilpu
npumMeHeHuu umamuHuba** 6 1 JuHUU mepanuu  obuias



gvrcusaemocms Kk 11 zodam cocmasnsem 83 %, ewiyncusaemocms 6e3
npozpeccuposarus do @A u BK — 92%, uacmoma npozpeccuposaHus
oonesHu k 11 2odam mepanuu He npesviwiaem 7%. IlonHbItl
uumoezenemuueckuti (IILIO) docmuzaemcs y 83 % nauuenmos [19].

V GonvluuHcmea nayueHmos CoXpaHsaiomcs xopoulee Kauecneo #usHu
u mpydo-cnoco6HOCMb.

Hoza umamuHruba™* cocmasasiem 400 mz 8 cymku ons X® u 600 mz 6
cymku 01 @A u BK [19-23]. [Ipenapam peKomMeHO08aAHO NPUHUMAMb
80 8pemsl edbl, 3anusdsi NOJIHbIM CMAKAHOM 800bl. [[03bl npenapama 8
3asucumocmu om ¢paszwvt XMJI ykazarwl 8 maoi. 4.

CHuxceHue 003bl HE0OX00UMO hpoeodums npu pazsumuu s8JeHull
MOKCUUHOCMU.

Ta6mmua 4. Jlo3s1 uMaTuHMOa™* mpu meuenmy XMJI

Aosza X0 ®A n BK
CrapToBas no3sa 400 mr/cyT 600 mr/cyTt
MNoBbiweHne ao3bl (+1) 600 mr/cyTt 800 mr /cyT
MoBbiweHne ao3bl (+2) 800 mr/cyTt -
CHuxeHune ao3sbl (-1) 300 mr/cyT 400 mr/cyT

PexomeHnpayercss BceM mnanyeHTaM B X® u DA UCIOIb30BaHMUE

HWIOTUMHMOA™* KaK mpenapara repBoii JuHui ajis trepanuu XMJI B
pexxumMe MOHOTepanuu [25].

VpoBeHb YOEOUTEIbHOCTHM pEeKOMeHaanuii - A (ypoBeHb
IOCTOBEPHOCTU J0KA3aTe/bCTB — 2).

Kommenmapuu: Hunomuvu6™* — MOWHbIL, B8bICOKOCENEKMUBHDBITI
uneubumop BCR-ABL-mupo3uHkuHa3ssl. Fimeem 6onvuiee cpodcmeo K
Hell Nno cpasHeHUrw ¢ UMAMuUHUOOM™, axkmueeH 6 OMmMHOUleHUU
mymaumuoix popm BCR-ABL. Bvinyckaemcs 6 sude kancyn no 150 u
200 me. B 1 nuHuu mepanuu nokaszad nayueimam ¢ X@ XMJI 8
HauanvHoli doze 600 me/cym u 6 dose 800 me/cym 6 @A [25].
He3zasucumo om ¢aswst XMJI npuem ocywecmensemcs 2 pasa 8 Cymku
8 pasHuvix do3ax (300 mez unu 400 m2) ¢ uHmepsanom npumepHo 12
uacos. PexomeHdosaH npuem npenapama cmpoz0 HAmMowaxk, maxk Kax
nuwa 3HauumesnvHo yseauuusaem O6u000CmynHocms npenapama (00
80 %), umo eedem K yeequueHuUr0 KOHYeHmMpauuu HUaomuHuba™** e
nnasme. IlpuHumamos npenapam ciedyem He paHee uem uepe3 2 uaca



nocsne edvl; nocae npuema HUJA0muHuba™* nuwy ciedyem npuHuMame
He paHee uem uepe3 1 uac. Kancynsl Heobxodumo 3anueamo
d0CcmamouHsIM KOUUECTNEOM 8000l

IIpu pa3zsumuu mokcuueckux s8jeHuti 0o3a HUIOMuUHUOA™*™* Mmoxcem
Obimb cHuxceHa 0o 300 me 2 pasa 6 cymku uau 400 me 1 pa3 é cymku
(mabn. 5). IosviweHue o3t ¢ 600 do 800 mz moxem npusodums K
yAyuleHuo yumozeHemuueckozo omeema unu MO, o0Hako OaHHble
pe3yibmamosl NOJyueHsl HA HEOOJIbUUOM HUCe NAUUEHMO08 C Manoli
OnumenvHoCmoio  HabwdeHus, Nno3momy Hem  JOCMAMOUHBIX
OCHOBAHULl peKoMeHO08amb NOoBbllleHUe 003bl HUAOMUHUOA™™ npu
pe3ucmeHmHocmu K cmaxoapmtoti do3e npenapama.

PekomeHnayetcst BceM manyeHtaM B X® u DA ucnonb3oBaHUe
Ja3aTMHMOa™* Kak Ipenapara nepBoit JMHUM g repanuu XMJI B
pexxume MOHOTepanuu M BceM manueHTaM B BK Kak rmperapara
IIepBOil JIMHUII B peXMMe MOHOTepanuMu M B KOMOMHALMU C
IPYTMMU XMMUOTEeparieBTuUYeCKMMu rnperaparamu [26—28].

VpoBeHb YOeOUTEIbHOCTHM pEeKOMeHaanuit - A (YypoBeHb
IOCTOBEPHOCTU JOKA3aTeNbCTB — 2).

Kommenmapuu: OJazamuHu6** —  MHOz20uenegoli npenapam,
g3aumodelicmeylouuti  co0  MHO2UMU  MUPO3UHKUHA3HBIMU U
Hemupo3uHKUHasHsimMu 6enkamu. OH uHeubupyem caedywujue
mupo3uHkuHa3sl: BCR-ABL u cemeticmea Src (SRC, LCK, YES, FYN),
c-KIT, EPHA2, PDGFRpB, PDGFRa. CnocobeH in Vitro uHzubuposamso
pocm KJiemouHuslX JUHUll ¢ 2unepakcnpeccueti BCR-ABL, akmusauueti
AIbMepPHAMUBHbIX ~ OHKO2EHHbIX  nymell, 6KIuanwux KuHAa3bl
cemeticmea SRC (LYN, HCK). IloxaszaHa 603MOXHOCMb hpenapama
NPOHUKAMb uepe3 zemamosrye-gpanuueckuti 6apvep.

Pexomendyemas do3za dazamuuuba™* ons X® cocmasnsem 100 mz/
cym, a 0ns @A u BK - 140 me/cym [26-28]. IIpu seneHusix
mokcuuHocmu 0do3a dazamuHuba™* nayuenmam 8 XD moxcem Oblmb
cHuxceHa do 80 mez 1 pa3 8, nauuenmam 8 @A u BK do 100 mz 1 pas3
8 Cymku, npu no8mopHuiX anuzodax mokcuuHocmu — do 80 mz/cym
(mabn. 5). [aHHvix 00 3pgexkmusHocmu nosviuieHus 003bl
dazamuHuba™* do 140 mez/cym npu pe3ucmeHmHoOCMu K CMaHoapmHoii
do3e Hem. B c8s3u ¢ amum 8 KAUHUUeCcKoll npakmuke ygeauueHue 003bl
npenapama  npu  HedocmamouHoli  3(pgexmusHocmu  ez20
cmaHdapmHoli 0036l HelenecoodpasHo.



IMpumenernue UTK2 (HunomuHub**, dazamunubd™*) ¢ 1 auHuuU neyeHus
Nno CPasHeHurw ¢ umamuHubom™* docmosepro 6onee 3phekmusHo no
CHUMCEHUI0 8eposimHocmu npozpeccuposaruss XMJI u 6oJiee 8bICOKOl
uacmome docmuxceHus 2n1y6okozo0 MO 6 0osiee paHHue CpoKL.
IIpumenerue HunomuHuba™* e nepeoii auHuu 8 doze 600 mez/cym
no3seoauno uepes 1 200 mepanuu docmuuvs BMO y 77 % nauueHmos no
cpasHeHuio ¢ docmuxceHuem BMO y 60 % nauueHmos, noayuyasuiux
400 mz/cym umamunuba™* K 5 200am mepanuu znyookuti MO4,5
docmueHym y 54 % nayuenmos 8 epynne HunomuHuba** 600 mez/cym &
cpasHeHuu ¢ 31 % nayuenmos 8 epynne umamuHuba** [25].
CpasHeHue dazamuHuba™* e dosze 100 mz/cym ¢ umamuHubom™* e
doze 400 mz/cym 6 1 nuUHUU MAkKx3#e NoKasaio npeumyulecmeo 8
docmuxceHuu BMO «k 1 200y neueHus: y 76 % nauueHmos, noayuasuiux

daszamuHnu6**, npomue 64 % nayuenmos Ha mepanuu uUMamuHuoom **
[26].

Hunomuuu6™* u dazamuHu6** obecneuusaiom 00yee BbICOKYIO
uacmomy docmuxceHuss MO4 u MO4,5 no cpasHeHuw ¢
UMAMUHUGOM ™™, umo Moxcem ygeauuums Yucjao NAUUeHmos, 20moswvix
8 nepcnekmuee K KOHmpoaupyemomy HabawdeHuio 6e3 mepanuu. K 5
2od0am mepanuu 2nyookuii MO4,5 docmuznym y 42% nauueHmos 8
epynne odazamuHuba™* e cpasHeHuu ¢ 33 % nauueHmos 8 zpynne
umamuHuba** [25,26]. Ilpu 3momM B03MOMCHOCMb paA36UMUS]
Hebnazonpusimuslx coOblMutli (Hanpumep, OKKJIO3UU nepugepuueckux
cocydos npu npumMeHeHuu HujoOMuHuba™* passumue niespanbHO20
gpinoma npu OnumenvHoli mepanuu dazamuHubom™*) mpebyem
OyeHKU coomeemcmeyloujux pakmopos pucka y nayueHmos [26,29-
31]. IIpogunv mokcuuHocmu umamuHuba™* sensemcs Haubosiee
0e30nacHviM, a onvlm NpuMeHeHust 8 1 JuHUU JieueHust — Haubojee
onumenvHsiM 8 cpasHeHuu c¢ dpyeumu HTK. Takxice smo Haubo.ee
docmynHulii Ha ce200HAWH ULl deHb npenapam. OOHAKO, 8epPOSIMHOCMb
O6vicmpozo docmusxeduss BMO u enybokoeo MO npu JneueHuu
umamuHubom** no cpasueruio ¢ UTK2 Huxce [25,26]. UmamuHub**
Moxcem 0blmb ONMUMAIbHOU mepanueli 01 nayueHmos ¢ HU3KoU
epynnoti pucka, 0OonbHbIX cmapuie 60 Jjem u/uiu nayueHmos ¢
conymcmeylouumu 3a001e8aHUSIMU, 02PAHUUUBAIWUMU HA3HAYEHUE
HUTK2.

3.1.3. Bropas u aieaymomue auaun tepanuu UTK naumeHTOB
¢ XMJI

PekomeHnayercss BceM nauyeHtaM B XO® u DA ucnonb3oBaHUe
WUTK2 (HmnotuHn6**, gasatmHmM6**, 603yTMHMO) KaK IpernapaToB 2
U ToUIenyriux JuHuin maa  tepanuu  XMJI B pexume



MOHOTepanuu u Bcem TmaiueHTaM B BK Kak mpemapatoB 2 u
NMoCAenyumux JUHUA B peXume MOHOTepanuy, a Takke B
KOMOMHAIIUMY C OPYTUMM XMMMUOTepaIreBTUYeCKMMI IpernapaTaMu
(mns HwIOTMHMOA™*, masaTMHMO6a** HasHaueHue mpu BK BHe
3aperucTpMUpoBaHHbIX ITOKaszaHui) [18,32-37].

VpoBeHb YOeOUTENBHOCTM PpeKoMeHZamuii - B (ypoBeHb
IOCTOBEPHOCTM JOKA3aTeJIbCTB — 2).

Kommenumapuu: npumenenue HTK2 6o 2 auvuu mepanuu XMJT
a(ppekxmusHo Kak npu  HenepeHocumMocmu, mak U npu
pe3ucmeHmHocmu K umamuHuby** vV 59 % nayuenmos 8 X® XMJT
npu NpuMeHeHuu HUJI0MuHuUba™* 80 2 1uHuU JieueHus: y auueHmos ¢
pPe3UCMEeHMHOCMbI0 U HeNnepeHOCUMOCMb0  UMamuHudba™*  6win
docmuzHym BI]O, npu amom y 45 % nauuenmos HabOawodancsa I1LIO
[34]. Bo 2 auHuu mepanuu HunomuHuo6 ** Haznauaemcs 6 dosze 800 me/
cym 6 X® u @A [34]. IIpumeHeHue dazamuHuba™* 60 2 JUHUU
mepanuu y nayueHmos 6 X® XMJI npu HenepeHOcumMocmu uiu
pe3ucmeHmHocmu K umamuHuoy** nozsonuno dooumscs BMO y 55 %
nayueHmos npu HenepeHocumocmu u 'y 43% — npu pesucmeHmuocmu
[32]. Hcnoas3osarue dazamunuba™* 6 @A nozeonuno docmuus BIIO y
33 % u IO y 24 % 6oabHbIX [27]. [IpumeHeHue 3mozo0 npenapama
npu BK no3eonuno nonyuums BI[O y 25% nayueHmos ¢ MueaoudHviM
BK u 50 % nayuenmos ¢ num@oudrnsim BK 8 meuerue 24 mecaues,
00HAaKO 3mu omeemol He Oblnu onumesnvHsimu [35]. Pekomendyemas
do3a dazamuHuba** 80 2 u nocnedyrwuwjux auHusx ona X® cocmasnsem
100 m2/cym, a ons @A u BK 140 mz/cym [26].

bosymunu6 - uHeubumop kuHadsl BCR-ABL, a makxe KuHa3s
cemeticmea SRC, 8 mom uucne SRC, LYN u HCK. IIpenapam obnadaem
MUHUMANBHOU  UHeubupylowell aKkmueHOCMbl 8  OMHOWEHUU
peuenmopos PDGFR. CmandapmHas do3a — 500 m2 6 cymku. B ciyuae
HexXcenamenvHolX  S18JIEHULl,  NPensmcmeywuux  NpPoo0JIHEHUK)
mepanuu 8 cmaHoapmuoti do3e, do3a moxcem Ovims cHuxceHa do 400 u
300 m2 1 pas 6 cymku (mabn. 5). Hem daHHbix 00 3¢hpekmusHocmu
nossiuieHuss  0o3vl ~ 603ymuHuba  npu  HeappekmusHocmu
cmaHdapmuoti 003bl npenapama. B ces3u ¢ amum 8 KAUHUYECKOU
npakmuxe yeeiuueHue 003bl hpenapama npu Hed0CMAmMouHoU
a¢ppexmusrocmu e2o cmardapmHoti 003bl HeleaecoobpasHo.

bo3ymuHub maxxe okasancs 3pgekmusHslM Yy nayueHmos ¢
pesucmenmHocmoio  (n=200) uau HenepeHocumocmvio (n=88)
npeduwecmsyiouleli  mepanuu  umamuHubom**  Ilpu  meduaHe
HaobniodeHus >24 mec. kKymyasmueHas uacmoma docmuxcerus IO,



BIIO u III]O cocmasuna 77 %, 57 % u 46 % coomsemcmaerntHo, BMO u
enybokuti MO 6vt1u nonyueHst y 35 % u 28 % [37]. bosymuHub makxce
nokasan 3gpgekmusHocms y nauueHmos ¢ Heyoaueli mepanuu He
monvko umamuHubom**, Ho u UTK2 (dazamunub™*, HunomuHub™*).
IO, IIIO u BMO docmuznu 62/86 (72%), 16/72 (22 %) u 20/78
(25 %) nauueHmos coomeemcmeeHHO Nocjie mepanuu UMamuHubom **
u dazamuHubom ** dmu xe nokazamenu ObLIU 3ape2UCMPUPOBAHDL Y
20/26 (77 %), 5/24 (21 %) u 1/19 (5 %) nauuenmos, paHee
noyuaswux umamuHu6™* u Huromunu6™* [33]. Takum o6paszom,
Hebonbuias 0011 nayueHmos ¢ npeduiecmeyrouwjeli Heydaueti mepanuu
dsymss UTK Ha ¢poHe npuema 6o3ymuHuba mozna docmuzame He
monvko IIIO, HO u Oonee 21y0OKUX (UUMO2eHEMUUYECKUx U

MOJIEKYJISIPHBLX) 0MBEMmO8.
3.1.4. IIpunnuns! Bbioopa UTK npu cmeHe Tepanum

Pekomenayercst Bbi60p TK ¢ yueTomM COMyTCTBYIOIIEN MTATOJIOTUN
IJIsT TIpefOTBpallleHMsl HeXXelaTelbHbIX SIBJIeHUN IMpU Tepanuu y
nauyenTos ¢ XMJI [10,11,38].

VpoBeHb YyOegUTENbHOCTM pekomeHzamuit - C (ypoBeHb
IOCTOBEPHOCTU J0Ka3aTeJbCTB — 5).

Kommeumapuii: C yuemom npoguns mokcuuHocmu HUTK
NPUMEHSIOM C O0CMOPOIHOCMBI0 NPU HEKOMOPbIX NepPeUuCIeHHbIX
Huce 3a001e8aHUSIX U COCMOSIHUSIX.

Hunomunuo6**

ITaHkpeamum 6 aHamHe3e — 8 peoKUx Cyuasx ommeueHo 060cmpeHue
naikpeamuma, mMoxcem Haba00amucsi No8blUleHUE YPOBHS AMUNA3bL,
Junas3sol

CaxapHulii duabem — Ha (poHe mepanuu HUIOMUHUOOM ** 803MOMCHO
nosieieHue sunepziaukemuu

Amepockniepomuueckoe nopaycerue cocydos, KapouoeacKyaspHble
uwiemuueckue cobvimusi, OKKIH3UOHHAA 0071€e3Hb hepugepuieckux
apmeputi — npodemMoHCMPUpPOBAHA NOBLILEHHAS. 8EPOSIMHOCMb UX
paseumus y nayueHmos C yie UMenuwumucs Gakmopamu pucka
passeumus cepdeuHo-cocyoucmoix 3a00/1e8aHuli Nno CpPasHeHurw C
umeroujetics 8 ooweti nonyaayuu [39].

JlasamuHu6**

XpoHuueckue cepdeuHo-cocyoucmsle 3ab0se8aHus, XPOHUUECKUE
00cmpykmueHvle 3a00/1€8aHUs  JlezKUuX, OpOHXUANbHAS —acmma,



NHEBMOHUS, MPasma 2pyoHoU Kaemku, aymouMMyHHble HapyuleHus —
(akmopul, enusWUe HA YACMOmMy pa3eumus naespanbHslx 8bIN0MO08
[26,29,30,40]

XpoHuueckue 3abonesarvus XKT ¢ 8bicOKUM pUCKOM pa3eumus
KpogomeueHull, =~ NOCMOSIHHbIIL ~ npuem  dHmudazpezammos  —
dazamuHu0** o6nadaem aHmuazpe2aHmusim 3¢ppekmom [41].

Bbo3ymunu6
msiycenioe HapyuieHue yHKyuu neueHu u nouek [42].

Bce UTK cnedyem npumeHsims C OCMOPOHCHOCMbIO Y NAUUEHMO08 C
yonuHeHHbiM uHmepsanom QT, a makxie ¢ KAUHUUECKU B8blPAHEHHOL
cepdeuroii HedocmamouHoCmvio, OuC(yHKUUell J1e8020 XHcelyoouKa,
apummusamu. Cnedyem usbezamev o0Ho8pemeHH020 npumeHeHust UTK
Kak ¢ uHdykmopamu, makx u uHeubumopamu usogpepmenma CYP3A, a
maxkxce ¢ npenapamamu, yonunstowumu unmepsan QT [43].

Pekomenayercst Boioop WMTK mnpu Tepanum XMJI ¢ ydyeTom
MYyTalii TUPO3MHKMHA3HOTro foMeHa reHa BCR-ABL [44-50].

VpoBeHb YOEeOUTEIBHOCTM peKoMeHJauuii - A (YpoBeHb
JOCTOBEPHOCTU JOKa3aTeJlbCTB — 1).

Kommenmapuu: mymayuu BCR-ABL onpedensiom
uy8cmeumenbHoCms  JIeliKO3HblX  KJemoK K  8030elicmauio
onpedenentozo HTK. Ha momeHm OuazHOCMUKU MYMAUUOHHbBIT
cmamyc yenecoobpasrHo onpedensmes npu debrome XMJI 8 @A u BK.
Taxxe Haauuue mymayuti mupo3uHKuHasHozo domeHa BCR-ABL
Heobxodumo uccredosams npu Heydaue mepanuu u neped CMeHOU
HUTK.

Mymayuu, komopbsle onpedensitowjue HU3KYH UY8CMBUMENbHOCMb K
UTK:

K oOdazamunuby*™* - F317V/L/I/C, T315A, V299L, Q252H. Ilpu
8bls16JIEHUU YKA3AHMHBbIX Mymauuti npeonoumumenvHee mepanus
HunomuHubom** Ilpu Hanuuuu mymauuti F317V/L/I/C, T315A,
Q252H 803MmoxcHa makxe mepanus 603ymuHuOoM.

K Hunomunuby™* — Y253H, E255K/V, F359V/C/I. IIpu ewsia8neHulU
JaHHblXx Mymauutli npednoumumenvHee mepanus d0a3amuHudbom**
IIpu wHanuuuu mymauuti Y253H, F359V/C/I 803mMoxcHa makice
mepanus 603yMuHuUbGoOM.

K 6o03ymunuby - E255K/V  (npednoumumenvHee mepanus
dazamuHubom **), V299L (npednoumumernvHee mepanus



HU10MmuHuoom**), G250E (603MOMCHO HA3HAYEHUE HUIOMUHUOA™™ u
dazamuHuba**).

Tepanus ecemu nepeuucaeHHoimu UTK (umamunu6™*, HunomuHuo **
dazamuHu6™**, 603ymuHub) Heda(pexmusHa npu Haaudyuu mymayuu
T3151 [50,51]. Ilpu eslseneHuU OaHHOU mymauuu peKoMeHOYHmcs
nouck HLA-udenmuuHozo OdoHopa, evinonHeHue annoTICK nubo
8KJIIOUEHUE MAK020 nayueHma 6 KauHuueckue ucciedosavus [52—-54].
Ilpu Heso3moxucHocmu annoTICK 6 kauecmee aibmepHamueH020
JleueHusl Ha3Hauawmcs 2udpokcukapbamud™* (mabn. 9), Kypcol Manvix
003 #yumapabuna™* (10 mz/m~ nodkoxHo 2 pa3a 8 deHb 8 meueHue 21
OHs1), KypCbl nosiuxumuomepanuu, unmepgpepoHomepanusl.

Tao6numa 5. JIo3bl HUWIOTMHMOA™*, masaTuHMbOa™* 1 603yTHHNOA

Ao3a HunotnHun6* * Aa3aTtnHun6* * Bo3yTuHn6
npenapara
1-9  nuHuSa 2-9  NWHUSA 1 " 2 11 2 nnHuUn 2
Tepanum X® | Tepanuu NHUN Tepanuu nocneaytwoume
XO n A Tepanuu OA n BK NMHUKM  Tepanv
X® X®, ®A n BK
CrapToBas 600 Mr B 800 wmMr B 100 mr 140 mr 500 mMr x 1 pas
[03a cyT (300 Mr cyT (400 mr x 1 pa3 B x 1 pa3s B cyT
X 2 pasa B X 2 pasa B cyT cyT
cyT) cyT)
CHMxXeHune 400 mr 600 Mr B 80 mr 100 mr x 400 Mr x 1 pas
no3bl (-1) x 1 pa3s B cyT (300 mr x 1 pa3 B 1 pas B cyT cyT
cyT X 2 pa3sa B cyT
cyT)
CHuxeHune - 400 mr 50 mr 80 mr 300 mMr x 1 pas
[o3bl (-2) X 1 pa3 B X 1 pa3 B x 1 pa3s B cyT
cyT cyT cyT

3.1.5. IluarHOCTMUKA Ha 3Tamne JedyeHus (MOHUTOPUHT
pe3yabTaToB Tepanuu UTK y nanmenToB ¢ XMJI)

hd PeKOMeH,Z[yeTC}I pEFyHHprIIZ MOHUTOPUHI TeMaTOJIOINYEeCKUX,

LIUTOT€HETUYECKUX U MOJIEKYJISIDHO-TEHeTUUECKUX U JIPYyIuX
rokKasaTejieii y TauueHTa Mjs1 OLeHKM 3(P@eKTUBHOCTU U
nepeHocumocty Tepanuu UTK [11-13,15,55,56].

VpoBeHb YyOegUTENbHOCTHM peKkomeHgauuit - C (ypoBeHb
IOCTOBEPHOCTU JOKA3aTeNIbCTB — 4).

Kommenmapuii: ons ceoespemMeHHOll OyeHKU pe3y/ibmamos mepanuu
U BO3MOMCHBIX HexXcenamesibHblx s87€HUll mepanuu Heo6X00uMo
pezyisipHO  BbINOJIHSIMbL  MOHUMOPUHZ  KJAUHUKO-  J1A00paAmopHbsIX
nokaszameneti (mabn. 6). IlpuHumas 80 BHUMAHUE HeoOX00UMOCMb
OUMeNbH020 npuema npenapamos, UyenecooopasHa pezyasipHas
beceda ¢ nayueHmom C Yyenvlo KOHMpOoJsl NPUBEPHEHHOCMU Mmepanuu.

Ta6auua 6. YacToTa JMHAMMUYECKOT0 00C/ieloBaHMs MallieHTOB C
XMJI, nonyuaromux UTK



NUccnepoBaHue

NMeprMoaNYHOCTb MOHUTOPUHIa

KNMHWYECKNIA aHanm3 KpoBM

Kaxxable 15 aHel [0 AOCTMXXEHUSI U MOATBEPXAEH)
Mro, panee - Kak MWUHUMYM Kaxzable 3 Mecaua wus
yaie

no mepe HeobxoanMoCTH

CraHpapTHoe
nccnegoBaHue KoctHoro mosra (CUU
- He MeHee 20 meTadas)

(npn HeBO3MOXHOCTK — FISH)

LUNTOreHeTn4yeckoe

Ha 3-M n 6-M Mecsuax Tepanum

Ha 12-m mecsue Tepanun (npu goctmxeHnn MNLO

Ha 3-M Mecsue W NoATBEPXAEHUM Ha 6-M Mecsue -
MOXET He BbINO/IHATLCS)

Npu Heynaye neyeHuns (NepBuMYHAS WAN BTOPUYHE
pe3MCTEHTHOCTb), MPU BO3HMKHOBEHUW HEOHBACHUMC
uMTONEHUU

Mpn Hanuumn OXA (B pebiote wnam B xone Tepanui
B Ph-nonoxutenbHbix 1 Ph-oTpuuaTenbHbIX KIeTKe

uenecoobpaseH 6onee YacTblii ULMUTOreHeTUYeCKy
MOHUTOPUHI

Mpn ypoBHe BCR-ABL m™meHee 1 % m™eToAC
KOJTMYECTBEHHOM nupP LUMTOreHeTn4yeckKkc

nccneaoBaHue Heu,enec006pa3Ho

KonuuyecteeHHasa [UP B peanbHOM
BpeMeHu (n3mepeHue YPOBHS
BCR-ABL ¢ ykasaHueM KoO/nyecTsBa
KOMUMA KOHTPONbHOro reHa ABL)

Kaxnaple 3 Mecaua A0 AOCTMXEHUS U NMOATBEPXKAEHV
BMO, 3aTtem kaxable 6 Mmecsues*

Jlabopatopusi A4O0/KHAa MMETb (AKTOp KOHBEPCUUN AJ
rnpeacTaB/ieHnss  pe3ysibTaToB N0  MeXAYHapOAHC
wkane IS (%). lpn oTcyTCTBUM (haKTOpa KOHBEPCH
LenecoobpasHo BbIMOJIHEHNE UCC/IEA0BaHMNS

B 04HOM U1 ToV Xe nabopaTtopmum

MyTaumnoHHbI aHanu3 BCR-ABL

Mpwn Heynaye Tepanumn NepBOW IMHUK, NPU Nepexoae
Ha apyrue UTK nnn gpyrmne suabl Tepanmu

BunoxmMmnyecknn aHanmns KpoBU

Kaxpble 15 gHen B TeyeHne 1-ro mecsua tepanuu;

1 pa3 B Mecsly B TeyeHue nepBbiX 3-X MecsLe
Tepanuu;

Aanee 1 pas B 3 Mecaua Ao 12-Tu MecsiueB Tepanuu;
nocne 12-tn Mecsues — 1 pa3 B 6 Mecsues

Mpn HEO6XOAMMOCTY MOHUTOPUHIA TOKCUYHOCTHU
nokasaH 6osee 4acTbli KOHTPOJIb

3KIr

Y nauweHToB C dakTopaMuM pucka, CepaeyH!(
COCYANCTbIMU 3aboneBaHnaMn peKOMeHA0BE
MOHUTOPUHI MO KJIMHWUYECKMUM MOKa3aHUAM
Mpn nepexoge Ha apyrne UTK: nepen HavyanoMm HOBOI
NUTK n yepes Hepento npuema HoBoro NTK

PeHTreHorpadws/dpntooporpacus
OpraHoB rpyaHoM NosocTm

1 pa3 B roa vnan nNo KIAMHUYECKUM MOKa3aHUAM

*Bo3mMoykeH 6oyiee 4acCThIi
r1yOoKOro

MOJIEKY/IAPHOTO

KOHTPOJIb OJI5I OLEHKU CTaOMIbHOCTY

OTBeTa BK/IIOUEeHNeM B

nepen

MCCIeIOBaHMsI 110 HAOMIogeHIo 6e3 Teparmi.

3.1.6. TakTUKaA BeeHUS B 3aBUCUMOCTHU OT Pe3yJIbTaTOB

Tepanumn

PekoMmeHayeTcs IalyieHTaM ¢ Heymauei Tepanmy MMaTUHMO0M™*

nepexon, Ha WTK2 (HUIOTMHUOG™*,

[27,32-34,36,37].

VpoBeHb YOeAUTEJIbHOCTM PEKOMEHOaIuii -

Ja3aTUHUO**, 603yTUHMO)

A (YpoBeHBb

JOCTOBEPHOCTHU JO0KAa3aTeJIbCTB — 2)

Kommenmapuii: a¢pcpexm mepanuu 1 auHuu moxcem 6bimb pacyeHeH
KaK onmumavHolii, Heyoaua mepanuu, npedynpexcderue (maobn. 7).

IIpu Heydaue mepanuu umamuHubom™* @ 1 auHuUU nokasam nepexod
Ha UTK2 ¢ yuemom nepeHocuMocmu u MymauyuoHHo2o0 cmamyca. B
ycnosusix ozpaHudeHHozo docmyna HTK2 npu Heydaue mepanuu
umamuHudom** @ 1 auHuu Heobxodumo 6e30maazamenbHO N0BbICUMb



do3y umamuHuba** do 600-800 mz ¢ yuemom nepeHocumMocmu, 8
Kauecmee 8pemeHHoU Mepsl 00 nepesoda Ha UTK2. YV nayueHmos ¢
gbicokoll epynnoli pucka no J.E. Sokal (mabn. 2), XA
8 Ph-nonoxumenvHbix KJiemkax (komopeule A8J11I0MCA
npozHoCmu4ecKu HebnazonpusimHsiMu (pakmopamu,)
npednoumumensvee  cmeHa HTK, uem  nogsiuieHue  003bl
umamuHuba**,

IIpu Heydaue mepanuu UTKZ2 6 1 auHuu JieueHusi noKa3aHa CMeHda
npenapama Ha opyzoui UTK2; 6 unmepecax nayueHmos paccmompemas
8ApUAHMbl IKCNEPUMEHMAIbLHO20 JIeUeHUsI 8 PAMKAX KAUHUUEeCKUX
uccnedo8aHuti, NOKasaHo 8vinoHUmMes HLA-munuposaHue cubauHzo8
npu ux Hanuuuu. SpgexkmusHocmep ygenuueHus 0o3vt UTK2 6 1 auHuu
HedocmamouHo dOKA3aHa U N03IMOoMY HelelecooopasHa.

IIpu onmumanvHoM omeeme nNpPoOOJHAM JIeUeHUe MmemM e
npenapamom UTK.

Hpu omcymcmeuu onmuma’iibHo2o omeema pGKOMeHaOG(lHO
nposepums npueepieHHOCMs nauueHma K mepanuu U 603MOMCHOE
JIEKAPCMBEHHOE 63awvzoaeﬁcm6ue, 6bINOJIHUMb AHAJIU3 HA Mymauuu
BCR-ABL.

IIpu xoHcmamauuu npedynpexcdeHus HaA mepanuu UMamuHu6Gom** u
UTK2 uenecoobpasHo npodonxcums npuem npenapama 6 npexcHell
do3e, @bINOJNHAMbL 0oJsiee uacmelli MOHUMOPUHZ, o0becneuums
20MOBHOCMb K CMEHe mepanuu 8 cryuae KOHcmamayuu Heyoauu.

Tao6muua 7. Kpurepun orBera Ha Tepanuio UTK B mepBoit uHumn
nedyeHus y nauyeHToB B X u OA

Cpok Tepanuu OnNTUMaJibHbIN MpepynpexaexHune Heypaua tepanumn
oTBeT

Ha MOMEHT Bbicokui pUCK:

AnarHosa «3Ha4yMMble» aHOManuu

B Ph+ knetkax

3 Mecsiua NOSHbIN Ph+ 36-95 % (MUO) Het MO
reMaToNIorMyeckumn BCR-ABL 210 % Ph+ >95 %
oteeT (MrO)

Ph+ <35 % (4L0)
BCR-ABL <10 %

6 Mecsaues Ph+ 0 % (MNUO) Ph+ 1-35% (4L0) Ph+ >35% (MeHe
BCR-ABL <1 % BCR-ABL 1%-10% L (1[0)]
BCR-ABL =210 %

12 Mecsiues Ph+ 0 % (MLO) Ph+ 0% (MLO) Ph+ >0% (MeHe
BCR-ABL  <0,1 % | BCR-ABL0,1-1% nuo)
(BMO) BCR-ABL =1 %




B pnanbHelwem BCR-ABL  <0,1 % OXA B Ph- knetkax Motepsa MNro

n B noboe (BMO) nnn meHee (=7 van 79-) Motepsa NUO

Bpems MoTtepsa BMO*
MyTtauun BCR-ABL
OXA B Ph+ kneTtkax

*noarBepxkaeHHas rmorepsi BMO: yposenb BCR-ABL >0,1 % B AByX u
Oosee TocCaemOBaTebHBIX aHa/IM3aX, B OOHOM M3 KOTOpbix BCR-
ABL>1%

3.1.7. TakTHUKa BeaeHUs IIPU KOHCTATaAllUU
npenynpexxaeHus 10 JaHHbIM MOJIeKYJASPHOro aHaausa
Ha 3 MecAnax Tepanumn

PekomeHpayeTcsi n3MmeHeHue teparnuu npu yposHe BCR-ABL >10%
K 3 Mecsitam edyeHus (cmeHa UTK) [57-59].

VpoBeHb YOeAUTENBHOCTM peKoMeHJauuii - A (YpoBeHb
IOCTOBEPHOCTM JOKA3aTeJIbCTB — 2).

Kommenmapuii: 00HOUI U3 CNOPHbIX U HEOOHO3HAUHBIX NO3ULUL
a8J151emcsl 60NpoC paHHezo nepexawyeHus: Ha opyzoti UTK npu yposHe
BCR-ABL >10% k 3 mecsiuam mepanuu UTK. Yposetb BCR-ABL >10%
A6715€MC1  NpOZHOCMUYeCcKU  HebnazonpusimHelM — Ons  obuwell
8blHCUBAEMOCU, BblXcUBaeMocmu 0e3 npozpeccuu, O NOJYUYeHUs
2/1y60k020 MO npu npumeHeHuu 1106020 u3 ykasavvolx UTK (hakmop
pucka Heydauu mepanuu). OuesuoHo, UmMo NpooosixeHue JieUeHus.,
Komopoe He s18/1s1emcs 3 hekmusHbsiM, ygeauuusaem puck npozpeccuu
3abonesarusi. OOHAKO 8 pasHvle 200bl MeHOYHAPOOHble IKCnepmol
gvipabomanu pasHvle KOHUENnUuu U3MeHeHUs mepanuu Ha cpoke 3
Mecsaua (pekomendauyuu npogeccuoHanvHuix coobujecms ESMO 2012,
ELN 2013, NCCN 2013) [5, 67, 68]. 9mo ces3aHo ¢ omcymcmeuem
PAHOOMU3UPOBAHHBIX UCCNeJ08AHULI NO CPABHEHUID U3MEHEHUS CXeMbl
JleueHusi Ha amom cpoke npu yposHe BCR-ABL >10 %.

Ha o6cyxodeHuu Paboueli zpynnsl pa3pabomku  KJAUHUUECKUX
pekomeHoayuii no OJuazHocmuke u JedeHuro XMJI docmuzHym
KOHCEHCYC 0 mMOM, 4mo paHHee U3MeHeHUe mepanuu B603MOMCHO
ocywecmensime HAuuHasi ¢ 3-20 mecaya JieueHuss npu 6ulseJeHUU
yposHsa BCR-ABL >10 %. /Ina nodmeepxcdeHus Heyoauu HA 3MOM
cpoke JieueHus NOKA3aHo oyeHumo pe3ysismamel
U YumozeHemuueckozo, U MOJIEKYNSIPHO-2eHEMUUEeCcKo20 Memooa
00HO8peMeHHO, ¢ meM umoObsl Nodmeepoums 3HauumenvHslli 00sem
onyxosnesoti maccot (Ph >35 % u BCR-ABL >10 % xax ¢pakmopsl pucka
Heydauu mepanuu HTK); maxxe onpasdaHHsl NO8MOpPHbIE
nabopamopHsle  mecmsl  (YumozeHemuueckue,  MONEKYISAPHO-
2eHemuueckue) ot nodmeepicoeHusl 8bISI8JIEHHbIX U3MEHEHUIL.



3.1.8. Tepanus npu Heyaavye BTOPO U NOCaAeAyIOUIen
JIVIHUU JIeYeHUs

e PekomeHnpayeTtcsl n3MmeHeHue jedyeHus rnpu XMJI ripu Heynaue 2 u

6omee nuuuii Tepanuu XMJI (epexon Ha napyroit UTK, annoTI'CK)
[33,60,61].

VpoBeHb YOEOUTETbHOCTM pEKOMEeHIanuin -
JOCTOBEPHOCTU JOKAa3aTeJIbCTB — 2).

C (ypoBeHb

Kommenmapuii: coenacHo omeuecmeeHHuvIM peKoOMeHOayusim, da
makxe esponetickum pekomeHoauusM Nno NpuMeHeHuilo mepanuu
HUTK2 o emopoti auHuu, npu omcymcmeuu III'O k 3 mecayam u no
MmeHbuleti mepe MLIO k 6 mecayam mepanuu UTK2 koHcmamupyemcs
pe3ucmeHmHoCmMy K jieueHuto (maba. 8) Bo3morcHocmu mepanuu npu
Heydaue 2 u 6onee auHuti mepanuu UTK ozpavuuensl. Omcymcmaeue
pe3epsa HOPMAbHO20 KpoB8emeopeHusl, OnumesbHble UUMONEeHUU
denarom mpyoHO BbINOJHUMBIM OumenbHoe npumeHeHue HTK 6
NOCMOSIHHOM ~ pexume U 8 NoJHbIX 003aX,
a(ppekxmusHocmep JseueHuss. B kauecmee mepanesmuueckux onyuti
paccmampusaiomcsi nepesod Ha Opyeoii UTKZ2, annoTICK. Ilpu
NoJIy4eHuu KAUHUKO-2eMamoJio2u4eckoll pemuccuu, a makxie 6 cayuae
pedykuuu (KMUHUKO-
2emMamoJio2u4ecKko2o0 omeema, yumoz2eHemuueckozo omeema) npu 3
JUHUU mepanuu 8onpoc 0 e8wvinonHeHuu annoTICK Heob6xod0umo
pewams He3ameonumenvHo. Ilpu omcymcmeuu 3ppekma u
npoepeccuu 3aboneseauusi co coepxcusarowjeli Ueavbld NOKA3AHO
npumeHeHue yumocmamuueckux cpedcms, 2udpoxkcukapbamuda™*,

Uumo CHux3caem

docmuxceHuu J1ELIKO3H020 KJ/IOHA

Tao6numa 8. Kputepun orBeta Ha ITK B kKauecTBe BTOpOIi U Oosee
JIVHUU Teparumn

Mpoposxn-
TeNbHOCTb
neyeHus
UTK2

XapakTepucTtuka oTBeTa

LleneBoit ypoBeHb
oTBeTa

lpenoctepexeHne Heypaua

[o neveHuns remaTonornyeckas
pPe3MCTEHTHOCTb

K UMaTUHNBY**
umMTOoreHeTnyeckas
pe3MCTEHTHOCTb

K UTK 1 nuHunm

BbICOKWUIA pUCK

n/mwnn Ph+ <35 %
(4uo)

3 mecsua BCR-ABL <10 % BCR-ABL >10 % OTtcyTtcTtBue Mro

n/mwnn Ph+ <65 % n/mwnn Ph+ 65-95 % nnn Ph+ >95 %

(MUo) (MunnLO) Mnn Hosble MyTauun BCR-AB
6 MecsaueB BCR-ABL <10 % Ph+ 36-65 % (MLO) BCR-ABL >10 %

n/mnn Ph+ >65 %
M/VNN HOBblE MyTaumun
BCR-ABL




12 mMecsaues BCR-ABL <1 % BCR-ABL 1-10 % w/ BCR-ABL >10 %
n/vnm Ph+ 0 % mnm Ph+ 1-35 % n/mnn Ph+ >35 %

nuo) (4U0) WU/VNN HOBble MyTauuun
BCR-ABL
B ntoboe BCR-ABL =<0,1 % OXA B Ph- knetkax: noteps MO nnu noteps MLUC
nocneaymollee (BMO) -7 vnu 7q- noATBepXAeHHas noTef
BpeMsi mwnn BCR-ABL >0,1 % BMO*

nosieneHve mytaumin BCR-AB
OXA B Ph+ knetkax

*nmoarBepxkaeHHas rmorepss bBMO: ypoBenb BCR-ABL >0,1 % B nByx
1 6osiee MocC/Iem0OBaTeNbHbIX aHA/MM3aX, B OMHOM 13 KOTOpbix BCR-
ABL >1 %.

3.1.9. lluTopeayKTUBHASA U HUTOCTATUYECKAA Tepanus

PekomMmeHAayeTCsI LUTOPENYKTUBHASA Tepanus [Jis YMeHbIIeHUS
OITyXOJIEBOJ Macchl B Je0OroTe 3a00/ieBaHMSI, IIMTOPEIYKTUBHAS U
LIUTOCTaTUYECKAsl Tepanuu IIPpU Pe3UCTEHTHOCTU K HECKOJIbKUM
quHuIM  Tepanuu UWTK, HEBO3MOXHOCTU [JOpyrom Tepanuu, C
najananaTuBHoOM uenbto [10,11,62-66].

VpoBeHb YyOeOUTETbHOCTM peKoMeHIanuii - B (ypoBeHb
JOCTOBEPHOCTH JOKa3aTeabCTB — 3).

Kommenumapuu: B X® XMJI npumeHeHue Xxumuonpenapamose
nposooumcst 8 pexcume MoOHoXuMuUomepanuu, Komopas HaHavyaemcs
8 C1e0YIOWIUX CIYyUasix:

1) Ona ymeHbuieHust maccol onyxonu Ha nepuod ob6ciedosaHus 00
NoJNlyueHUs: pe3yibmamos UUMmoz2eHemu4eckozo uccanedosaHust uju
MOJIEKYNISIPHO-2EHEMUUECK020 UCCNIe008aHUSL U 0711 N0o00epHcaHus
2emMamosio2u4eckozo omeema;

2) Ko2zda  nposedeHue  Opyzoli  mepanuu  HEBO3MOMCHO:
pe3ucmeHmHocms u/uiu HenepeHocumocms UTK.

Haubonee  uacmo  ucnons3ylomcs  caedywuwjue  npenapamol:
2udpoxcuxkapbamud** 8 doze 10-40 mez/xke/cym 6 3asucumocmu om
nokaszameneti auvanusa Kposu (mabn. 9), 6-mepkanmonypuH**,
#uumapabuu**  /Ina npounakmuxku OCH0MHEeHUl, CBA3aHHbIX C
CUHOPOMOM JIU3UCA ONYXOJIU 8 nepuod yumopedyKuuu, 003amenibHbiM
ae1s.emcsl 88edeHue adekeamuozo obsema xuokocmu (0o 2-2,5 JI/MZ
nosepxHocmu mena npu omcymcmauu cepdeunoli
HedocmamouHocmu), annonypuvona** e doze 300-600 mez/cym. B
cyuae nNpu3Hakos Jelikocmasa (HapyweHust MUKpOUUPKYASAYUL:
SHUeanonamus, CHux3ceHue 3peHusl, noueuHass HedoCMamoyHOCMb) C
cuMnmomamuueckoll yenvio nokasau aetikagepes. Ilauuenmam 8 @A



u BK moxcem npOGOalebCﬂ noauxumuomepanus no cxemam JieueHus

ocmpealx Jleliko308 6 3asucumocmu om d)eHomuna 6ﬂacm06,

gxoueHuem UTK [62-66].

c

Ta6mmmua 9. Jlosa ruapokcukapbammuma™™ B 3aBUCUMOCTM OT

YPOBHS JIEMKOLIUTOB

KonuuecrBo 1IeMKOLUTOB B KPOBU

Aosa ruppokcukap6amuaa

>100 x 109/11

50 wMr/kr exegHeBHO (Zo3MpoBKa
3aperncTpupoBaHHbIX MOKasaHuin)

BF

40-100 x 109/n

40 Mr/Kkr exegHeBHO

20-40 x 109/n

30 Mr/kr exxenHeBHO

10-20 x10%9/n

20 Mr/kr exxenHeBHO

10-5 x 109/n

10 Mr/Kr exenHEBHO

<3x10%/n

>kBL’)EMEHHO OTMEHAETCA

*TIpueM rumpokrcukapbammuma™* moykeH ObITh PEryJISIPHbIM, TakK
KakK IMpU OTMeHe IiperniapaTa YpOBeHb JIeiKOLIMTOB BHOBb OBICTPO
yBennuuBaeTcs. KOHTpoO/b KOIMuYecTBa JIEMKOLUTOB UM IOPYTUX
rokasaresieifi reMorpamMMbl (FeMOIJIOOMH + TpPOMOOLIMTHI +
dbopmyna KpoB1) HEOOXOAMMO OCYIIECTBIISITh €XKeHeHelbHO.

PeromeHayeTcs Tepanus mpenapataMu nHTepdepoHa anbda** 2a
unn 2b (M®d-0) B 03MpoBKax B COOTBETCTBUM C MHCTPYKIMEN 110
MeOUIIMHCKOMY  IIPUMMEHEHMI0  JIeKAapCTBEHHOIO  IIperapara
naiyeHTaM: B Ilepuoj 6epeMeHHOCTH, ITPY BBISIBJIEHUM MyTalumn
T3151 wu amnoTI'CK, rmpu

HernepeHocumocTu Bcex pocrynHbeix UTK. [10,11,67].

HEeBO3MOXHOCTU BBITIOJTHEHU S

VpoBeHb yOeauTeabHOCTM pekoMeHzanuii - C (ypoBeHb
JOCTOBEPHOCTU JOKAa3aTelbCTB — 4).

Kommenmapuu: mepanuss npenapamamu H®-o™** nposodumcs 6
0cobbix cnyuasx, koeda mepanust UTK He noka3aHa. IIpumeHeHue U®-
a™™ 803MOMHO 8 nepuod bepemeHHOCMU, NPU BblS8JEHUU Mymayuu
T3151 u HesoamoxcHocmu 8vinonHeHuss aano-TI'CK. Haubonsuias
a(ppekxmusrocms npenapamos Ud-o** ommeuaemcs npu HasHaueHuu
8 X® XMJI, npu ®A u BK appexmusHocms mepanuu HUD-o** He
dokasawa.

3.2. UHOE J1eueHue

3.2.1. ITokazanus K aanoreHHon TI'CK npu XMJI



e Pekomenayercsa auioreHHas TI'CK npu Heypade Tepanuu 2-X
nuauit UTK wiu nipu Hanuuuy myTtauyuy T3151 gast neuenust XMJI
[53,54,68-72].

VpoBeHb yOeauTeNbHOCTM pekoMeHzanuii - C (ypoBeHb
JOCTOBEPHOCTHU 0Ka3aTe/ldbCTB — 4).

Kommenmapuu: makmuka 6edeHuss nayueHmos 8 Cayuasix
pe3ucmeHmHocmu unu HenepeHocumocmu mepanuu UTK 1-3 nuHuti
doscHa 6bimpb 006CyHcdeHa uHOUBUJYAIbHO C YUemom (pakmopos pucka
npozpeccuposarus XMJI, nepeHocumocmu UTK u ¢pakmopos pucka
annoTI'CK.

B X® XMJI do mepanuu HTK o6cy#deHue HLA-munuposaHus
uenecoobpasHo y nayueHmos u3 zpynnol npedynpexcdeHus C 8blCOKOU
2pynnotl pucka npozpeccuu XMJI (8vis68/1eHuUe KAUHUUECKU 3HAUUMDbLX
XA 8 Ph-nonoxumenvHsix KJAemKax) npu yc108Uul HU3K020 PUcCKa
MPAHCNIAHMAYUOHHBIX  OCIOMCHEHUU U  HAAUMUU POOCMBEHHO020
doHopa (mab6n.9). Iloka3avuem K NpoBedeHUur  aal102eHHOl
mpancniaimayuu  KOCMH020  M032d  UWIU  2eMON03muuecKux
CcmMeos108biX Kiemok nepugepuueckoti kposu (arnoTI'CK) y nayueHmos
8 X® XMJI aensemca Heyoaua mepanuu MTK emopozo noxoJeHus,
golseneHue mymayuu T3151 [52,53]. B cayuae Hanuuus HLA
cogmecmumozo cubauHea, y monodelx (8 6o3pacme do 40 nem)
nauyueimos ¢ XMJI X® u HU3KumM mMpaHCcnaiaHmMayuoOHHbIM PUCKOM
uenecoobpasHa KOHCyIbmauus NayueHmos 8 CNneuuanu3upo8aHHbIx
uenmpax,  8wvinoaHstowux  annoTICK, Ona  3aknioueHuss o
go3moxcHocmu annoTI'CK.

IHayuenmam 6 BK XMJI pekomerndosaHo npogederue anioTI'CK om
podcmeeHH020 JuO0  HepoOCmEeHHO20 OJoHOpa Cpasy nocie
docmuxceHust 8mopoii X® una ¢one UTK u/unu couemarnuss UTK c
xumuomepanuetl [73,74].

@axkmopet pucka npu anioTKM obwecmea EBMT [75,76]:
e xpoHuueckas ¢aza — 0 6annos,

¢aza akcenepauuu — 1 6asn,

o1acmHulli Kpu3 — 2 6asna
e go3pacm meHee 20 nem — 0 6a/108,

20-40 nem — 1 6ann,



oonee 40 nem — 2 6anna

gpems om nocmaHosku oduazvoda 0o annoTKM menee 1 200a — 0O
6annos,

6oziee 1 200a — 1 6ann

HLA-udenmuunulii cubaune — 0 6annos,

dpyeue doHopwl — 1 6ann

napa «0oHOp-MHeHWUHA — peyunueHm-myxcuuna» — 1 6ann,

0715 dpyaux couemaruti «doHop—peuunueHm» — 0 6annos.

3.2.2. ContpoBoaUTE/NbHAA TEpANUs

[Ip BO3HMKHOBEHMM OCTPOTO WMJIM XPOHUYECKOTO O0eBOro
CMHIpPOMAa TMAalMeHTy MPOBOAUTCS 00e3001MBaloNmIasi Teparms
COIJIACHO CYHIeCTBYIOIIMM MpOTOKo/MIaM obe3bonuBauusi [77,78], B
TOM YMCJIe II0 IIOKa3aHMSIM — C IpUMeHeHMeM HapKOTUYeCKUX
M TICUXOTPOITHBIX JIEKAPCTBEHHBIX IIpenaparoB, C Y4YEeTOM
BO3MOKHBIX IIPOTMBOIIOKA3aHMii, CBSI3aHHBIX C LIUTOIEHMe,
MHBIMM KIMHUYECKUMU CUTYaIIUSIMMA.

[Ipy pa3sBUTUM IIUTONEHUYECKUX WM TpoMOOremMopparmyeckux
CMHAPOMOB B xopge IipoBegeHuun tepanuu UTK wiu ppyrumun
IIPOTUBOOITYXOJIEBBIMM  IIpeliapaTtaMy  MOXXET  BO3HMKHYTb
HeoO6X0AMMOCTb B 3aMeCTUTEeIbHbIX reMoTpaHchy3UsIxX
KOMITOHEHTOB KPOBM.

CnemyeT y4decTb, UTO Yy ITallM€HTa MOTYT OBITh HeCTaHIapTHbIE
NposiBjieHus1 60e3HN, a Takke coueTaHMe KOHKPeTHOI 00e3HMU C
IPYTMMM MaTOJIOTUSIMM, YTO MOKET AMKTOBATh JiedallleMy Bpauy
M3MEHEeHUsI B aJrOpUTMe BbIOOpAa OITMMAJIIbHON TAKTUKU
IVATHOCTUKYU U JIEUeHUSI.



4. PeaOuauranmus

e Pexomenpayercss Bcem mnainueHtam ¢ XMJI mnicuxonormyeckass u
colMaybHas peadbmIMTans C 11eJIbIO BOCCTAHOBJIEHUS
TICUXOJIOTUYECKOTO COCTOSTHUS U coLManbHOM apgarnTauun [10].

VpoBeHb yOeauTenbHOCTM pekoMeHzanuii - C (ypoBeHb
IOCTOBEPHOCTM JOKa3aTeJIbCTB — 5).

Kommenumapuu: Paboma no peabunumayuu O0ONXHA Npo8ooumaucs
HA HECKOJIbKUX YPOBHSIX:

1. UndusudyansHas — paboma epaua-zemamosnoza ¢ nayueHmamu c
pa3ssiCHeHUeM o0cobeHHOocmell meueHus: 3a007e8aHusl, hepcnekmus
NOJIHO20 B80CCMAHOBJIEHUSI 8 NOBCEOHEBHOL MU3HU, COXPAHEHUS
npoodo/HUmMenbHOCMu  MU3HU ~ CPABHUMO20 €  honyaauuet,
803MOMCHOCMU  COXPAHEHUS!  PenpooyKmMueHoll  (yHKyuu; npu
Heobxo0umocmu KOHCYJIbIamugeHas NOMouwlb ncuxomepanesma u/uiu
gpaua-ncuxuampda, HasHaueHue  HeoOX00UMOU  JIeKapCmMBeHHOL
mepanuu u HemMeoOUKAMeHMO3HblXx Memodos 8o3deticmausl.

2. Cemelinas — npedocmasjeHue ¢ paspeuwleHus nauueHmos ¢
pOOCMBeHHUKamu U ONU3KUM JIH0IM UHGOpMayuu o0 COCMOSHUU
300po6bsi, passAacHeHUue Heo6X00UMOCMU MOPANbHOU NoJ0epHKuU
nayueHmos ¢ Uebl0 NOBbIUEHUS NPUBEPHEHHOCMU JIeYEeHUI U
YCKOpeHUsl B0CCMAHO08IeHUSI 300P08bSL;

3. Ipynnosas/nonynsauyuoHHas — o6paszosadue u obyueHue nayueHmos 8
pamkax <«Illkon 6oabHblx XMJI» ¢ npedocmaenieHuem Hoseliulell
uHopmayuu o mexaHusmax pazsumus, docmuxceHusx 8 dUazHoCmuKe
u JseueHuu XMJI, memoodax KOppeKuuu HexeaamenvHulx S6JeHUll
mepanuu, 06MeH ONbIMOM U 83AUMONOMOUIL MeXOY hauyueHmamu no
npogeccuoHanvHoli U CcoyuanvHoll peadbunumauuu, oOuwleHun ¢
opzaHamu 30pasooxpaHeHus U COUUAIbHOL 3aujumsoi.

4. HecomHeHHbIM doCmuXceHUem 8 0ejie NCUX0J102U4ecKoli U CouuanbHol
peabunrumauuu nauueimos ¢ XMJI 8 P® seasemcs wupokoe
compyoHuuecmeo Mexcdy 8pauamu-2emamaosiozamu U 00ujecmeeHHoll
opzaHu3auyueti nauuenmos  XMJI.  Pe3ynemamom  O0aHHO20
compyoHuuecmea $18J11emcsi 0p2aHu3auus u pezynspHoe npogedeHue
«Illkon 6GonvHvix XMJI» npakmuuecku 80 8CeX pe2uoHax CMpadsl C
npueJieueHuem 8edyujux cCneyuaiucmos-2emamaosiozos.

e PekOMeHAyeTCSA CaHATOPHO-KypOpPTHOe JjiedeHlMe B CaHATOPUSIX
ob11ero mpodus naiyeHTaM C ONTMMaJbHBIM YPOBHEM OTBeTa Ha



tepanuo XMJI [10].

VpoBeHb yoeauTenbHOCTM pekoMeHzmanuii - C (ypoBeHBb
IOCTOBEPHOCTM I0KA3aTeJlbCTB — 5).

Kommenmapuu: TpaduyuoHHble npedcmasneHuss o0 HAIU4uU
npomugonoxkasaHuti Kk Jawbomy e6udy @uauomepanesmuueckozo u
CaHamMopHO-KypoOpmHozo JieueHust nauueHmos ¢ XMJI 8 3noxy 00
gHedpeHuss UTK 8 Hacmosiuiee epemsi nodeepzaimcs nepecmompy.
Ob6wenpuHsamolx pekomeHdayuii 8 Hacmosiujee 8pems He cywjecmayem,
00HAKO, NpU HanUuuuu y nayueHmos 21ybokux yposHeti omeema (I1L[O,
BMO) cnedyem donycmumpo JieueHue maxkux nauueHmos 8 MeCmHbIX
caHamopusix ¢ UCh0Jb308aHueM usuomepanesmuueckux memodos
JIOKANbHO20  8030elicmeusi.  Bo3moxcHuiMu — nposoyupyrouumu
¢akmopamu  yxyouleHuss meueHuss 3abosiesaHuss moz2ym Obimb
yasmpacguosemosgoe obnyuerue (uHconsyus), Memoosl
271EKMPOMAZHUMHO20 8o30elicmausl. ZlonoHumenvHuIMuU
NpoOMuUBONOKA3AHUSIMU MO2ZYm S18J1MbCs.  NPOsIBIeHUS. NOOOUHbBIX
a¢ppexkmos mepanuu UTK.



5. IIpodpuaaxkruka

B cBA3M C HEBO3MOXHOCTBIO B HACTOsAlee BpeMsl BbILEIUThb
sTHoNornueckue GhakTopbl 3a060eBaHMs pa3paboTKa KOHKPETHBIX
pekoMeHalMii 1Mo nepBuYHOIi npodunaktuke XMJI B HacTosiiee
BpeMs HeBO3MOJKHA.

[Tocne BbisiB/IeHMSI 3aboyieBaHMsSI Haubosee BaskHbIMMU (paKTOpamu
COXpaHEHMS XMU3HU U 300POBbS TMALMEHTOB SIBISIIOTCS KaK MOXXHO
6omnee 6picTpoe Hauaso Tepanuu UTK u cTporasi mpuBepskeHHOCTD
MalyeHTa K BbINIOJHEHUI0 pPEKOMEeHZAlUii [0 JIeUeHUID U
MOHUTOPUHTIY OTBeTa Ha Tepanuio [10,11].

CoBpeMeHHOe MeVKaMeHTO3HOe JieueHue IanueHToB ¢ XMJI
SIBJISIETCST BBICOKOI(M(GEKTUBHBIM Y ITOIABJISIONIETO OOIbIIMHCTBA
rnanueHToB. MMerommecs  peKOMeHAaluM IO  KOHTPOJIIO
HexejaTe/bHbIX sIBJeHuit MTK M BO3MOXHOCTb a/IbTePHATUBHOI'O
BbIOOpa  IIpernapaToB  IIO3BOJISET MPAKTUUECKM  ITOJTHOCTHIO
COXpaHUTb (U3NYECKOe COCTOSSHME M IIOBCEIHEBHBI YpPOBEHb
aKTUBHOCTMU.

e PekomeHayeTcst BceM mnamueHTaM ¢ XMJI 1npodunakTuka
(OHOBBIX  IMPENONMyXOJeBbIX  3aboyieBaHMII M COCTOSIHUIA,
MPpUBEPXXEHHOCTh  30pOBOMY 00pa3y  KM3HU, MCKIIOUeHNe
XPOHMYECKUX MHTOKCUKALIVI, OTpPAaHMYEHNe KOHTAKTa C BpeIHbIMU
MPOU3BOJCTBEHHbIMM (haKTOpaMu, yuyacTve B MepONpUSITUSIX
mucriancepusanuuu [10,11].

VpoBeHb YyOeguTEeNbHOCTM pekomeHzamuit - C (ypoBeHb
IOCTOBEPHOCTU J0Ka3aTelbCTB — 5).

e Pekomenpayerca Bcem nauueHtam ¢ XMJI agucmaHcepHoe
HabOmomeHne ISt OHeHKM 3(DGEeKTMBHOCTM Tepamuy, KOHTPOJIS
MTOOOYHBIX AEMCTBUI 1 JIeKapCTBEHHO TokcuyHocTu [10,11].

VpoBeHb yoOeauTenbHOCTM pekoMeHmanuii - C (ypoBeHb
IOCTOBEPHOCTM I0KA3aTeJlbCTB — 5).

Kommenmapuu: /luchaucepHoe HabnwdeHue nposooumcs 8pauom-
2eMAIMoI020M, 4 NpU €20 OMCymcmeuu 8pavyoM-0HKO020M UJU
mepanesmom. JfuHamuueckoe HabnodeHue Heob6xo0uUMo nposooumbo
He pexce 1 paza 8 mpumecmp Ha NpomsxHceHuu nepgozo 200a mepanuu
u He pexce 1 pasa e nonyzodue 8 nocaedyouiem nepuode mepanuu.



Oprauusanus oKkasaHusI
MeOULIMHCKOM ITOMOIIIA

MepauiiMHcKas IIOMOIIb, 32 UCK/IIOUEeHMeM MeIUIMHCKOM ITOMOIIN
B paMKax KJIMHMYECKOi ampobanuu, B COOTBETCTBUM C
denepanbHbiIM 3akoHOM OT 21.11.2011 N 323-®3 (pen. oT
25.05.2019) «O6 ocHOBaxX OXpaHbI 3T0POBbS IpakaaH B Poccuitckoit
denepal» OPraHU3yeTCsT ¥ OKa3bIBAETCSI:

1.B COOTBETCTBMM C IIOJIOKEHMEM OO0 OpraHmsanuy OKa3aHUS
MEeOUIMHCKOM TIOMOIIM II0 BUAAM MEOMIIMHCKON ITOMOIIHN,
KOTOpOEe YTBEPXKIAeTcsl YIIOTHOMOUYEHHBIM (deiepaibHbIM OpPTaHOM
VICTIOJTHUTE/IbHOM BJIACTU;

2. B COOTBETCTBMM C IIOPSIIKOM OKa3aHMsI MOMOIIM II0 MHpoduiiio
«IeMaToIoTus», 00s13aTe/IbHbIM [JIs1 MCIIOJTHEHMSI Ha TepPUTOPUM
Poccuiickoi @enepaliiyiy BCeM MeOAULMHCKMMU OPraHMU3alusIMu;

3. Ha OCHOBE HACTOSIIIMX KIMHMYECKUX PeKOMEeHIaLlNii;

4. C y4yeTOM CTaHAAPTOB MEIUIIMHCKOM IIOMOILM, YTBEPKIEeHHbIX
YIIOTHOMOYeHHbIM  defepalibHbIM OpPraHOM MCHOJHUTEIbHO
BJIACTHU.

[Tpu BhisIBIeHMM Y 60/1bHOTO XMJI MM TOA03pEHMM Ha HETO Bpaum-
TepareBTbl, BpauM-TepamneBThl yYaCTKOBble, Bpauu oOOIIe
IIPAaKTUKM (CeMeiHble Bpauyu), Bpauu-CIIELUATIUCTbI, CpenHue
MeOUIIMHCKIE PaOOTHMUKM B YCTAaHOBJIEHHOM ITOpSIAKE HAIIPaBJISTIOT
OOMbHOTO  HAa  KOHCYJAbTALIMIO B  IHEHTp  aMOyJaTOpPHOI
reMaTOoJI0TMUeCKOi/OHKOJIOTMYeCKOl ITOMOIIM MO0 B IMEePBUUHBIN
reMaToJOTUYeCKMii  KabuHeT, IIepBUYHOE TIeMaTOJOrMYecKoe
OTHe/eHVe MEeOVILMHCKOM OpraHmM3auum MO OKa3aHusl eMy
TIePBUYHON CIIeUaIN3UPOBAHHON MeJUKO-CaHUTAPHO! ITOMOIIINA.

Bpau-remaTtosor amMOyJIaTOPHOTO WM CTALMOHApPHOTO 3BeHa
reMaToJIOTNUYeCKOi IIOMOIIN OpraHusyeT BBITIOJTHEHME
IVarHOCTUYeCKUX MCCIIeJOBaHMIA, HEeO0OXOVMBIX hif) 0
YCTAHOBJIEHMSI IMAarH03a, BKJII0Yasi pacIpOCTPAaHEHHOCTh U CTaAMIO
3aboieBaHMsI.

B cnyyae HeBO3MOXHOCTM TNPOBENEHUS  OUMATrHOCTUYECKUX
MUCCIENOBAaHUIT MAallMeHT HallpaBJsieTcs JedalyuM BpauyoM B
MEeOUUMHCKYI) OpraHmu3alyilo, OKa3bIBAILYI MeOUIVMHCKYIO
IIOMOIIIb OOJIbHBIM C TIeMAaTOJIOTMUEeCKMMM 3a0071eBaHUSIMM OIS
YCTaHOBJIEHMS AMAarHo3a U OKas3aHus CIIeUMaJu3MpPOBAHHO, B TOM
yyicJie BBICOKOTEXHOJIOTUYHOM, MeOUIIMHCKOM ITOMOIIIMN.



[Ipu BoIsBIeHVM XMJI MM nmomo3peHuy Ha Hero B XOo[e OKa3aHUS
CKOpOJ MeOMUMHCKOM IIOMOIIM OOJbHOrO IEepeBOIsIT WU
HaAIlpaB/JSIOT B MEOUIMHCKME OpraHm3aluy, OKa3bIBalollue
MEeIUIIMHCKYI0 TIOMOIIb OOJAbHBIM C  TIeMaToJOrMYeCKUMU
3aboneBaHMsSIMM, [OJII  OmpeneeHMUs] TaKTUKM BeIeHuss U
HeOOXOIVIMOCTM TIPUMMEHEHMS IOIIOTHUTENbHO IPYTUX METOIIOB
Crielaan3upoBaHHOTO MPOTUBOOITYX0JIEBOTO JIEUeHMSI.

CrnenuanuMsupoBaHHasi, B TOM 4MCIe BbICOKOTEXHOJOTMYHAS,
MeAUIIMHCKAsE TOMOIIb OKa3bIBAeTCS BpayaMM-remMaToJIoTaMy B
MEeOUIMHCKUX OpPraHM3aLMIX, OKa3bIBAOIIMX MEeIUIVHCKYIO
nomoIb 60/MbHBIM XMJI, MMeNUX JUIEH3UI0, HeoOXOAMMYI0
MaTepraIbHO-TEXHUUECKYIO 6a3sy, cepTUdULMPOBAHHBIX
CITEIIMAJICTOB, B CTAllMOHAPHBIX YCJIOBUSIX M YCJIIOBUSIX JTHEBHOTO
CTallMoHapa M BKIOUaeT B cebs MPOoPUIaKTUKY, AMArHOCTUKY,

JeyeHue reMaToJIOrNYeCKUX 3a60/1eBaHMIA, TpebyImux
MCIIOJIb30BAaHUSI CHelMalbHbIX METOMIOB M CJIOKHBIX YHUKAIbHBIX
MeIUIIMHCKUX TEeXHOJIOTUIA, a TaKXKe MeIUIVHCKYIO
peabuIMTaALINIO.

B MemguuuHCKON oOpraHmM3alyuyM, OKa3bIBAWOIIEN MeOUIIVHCKYIO
roMoIIb 60gbHbIM XMJI, TaKTMKa MeIUIIMHCKOIO 00C/IelOBaHUS U
JiedeHusI YCTaHAB/IMBAETCS BpayaMM-remMaTojioraMu
C TpuUBJIeUEeHMEM TIpUM  HEOOXOOMMOCTM OPYTUX  Bpadeil-
CIIeIMAICTOB, TMpPM  HEOOXOOMMOCTM — C  IIPOBeIEeHMEM
KOHCUInMyma. PelleHre KOHCMIMyma Bpadeii  odopmisgeTcs
IIPOTOKOJIOM, TMTOAIIMCBHIBAETCS YYACTHUKAMM KOHCUIMYMa Bpaden u
BHOCUTCSI B MEIVLIMHCKYIO JOKYMEHTAIINMIO O0JIbHOTO.

[TokazaHusg K rocrnutanausanuy B KPYIJIOCYTOUYHBIA WU JHEBHOM
CTalMoHap MeOUIIMHCKOMN OpraHm3alum, OKa3bIBaloILein
CrielMaan3upoBaHHYI0, B TOM YK€ BbICOKOTEXHOJIOTUYHYIO,
MeIUIIMHCKYIO IIOMOIIb 13(0 IPOPUIIO «reMaTOJIOTUSI»
OIpefessiloTCsI  BpayoOM-reMaToIOTOM/KOHCUMIMYMOM Bpauei ¢
TIpUBJIeYUeHNEM rnpu HEe0OXOIVIMOCTHU ApyTux Bpaueli-
CIelyaanucToB.

IToka3zaHusa A1 IJIAaHOBOM rOCIIUTAIV3aLI VN :

1) mpoBeneHMe TUIAHOBBIX TpPaHChy3Mii KOMIIOHEHTOB KPOBU MpHU
aHeMMM, TPOMOOIIUTOIIEHUM 3 CTeIIeHM;

2) Koppekius Mo6ouyHbIXx 3ddekToB Tepanuu XMJI, BKIHOUYas
Tepanuio MHTUMOUTOpPAaMM TUPO3UHKMHA3, IUTOCTATUUYECKUMU
Iperiapatamu;



3)  HeoOXOOMMOCTb IIpOBedeHMUsI 00CaeloBaHMUSI B YCUIOBUSIX
CTalMOHapa C ILIeJIbI0 BbIOOpPA ONTHMMAJIBHOM TAKTUKU BemeHMUs
MaleHTa;

4) ipoBeieHMe TVIAHOBOM Tepaluy MHIMOUTOPaMy TUPO3UMHKIMHA3S,
LIUTO-CTaTUUYECKO Tepanuu Yy TAlMEeHTOB C KOMILIEKCHOM
CONYTCTBYIOILEH ITATOOTHEN, TpeOyIoIeil HaOMIOgeHNS B YCIOBUSIX
cTaloHapa.

IIokasaHusa njisa BKCTpeHHOﬁ rociimraJan3dannm:

1) mpoBedeHMe CPOYHBIX TpaHCPY3Uii KOMIIOHEHTOB KPOBU IIpU
TPOMOOILIMTONIEHMM,  COIPOBOKIAIOIIENCS  remMopparmyeckum
CMHAPOMOM, aHEMUH 4 CTEIIeHM;

2) OCTpPO BO3HMKIIME COCTOSIHMSI, BK/IIOUasi MHQPEKIVMOHHbIE
OCJIOKHEHMSI ¥ TOKCMYHOCTh Tepanuu 3-4 CTeneHu I10cjie
MIPOBEJEeHHBIX KYPCOB TepaImy LUTOCTATUUECKMMM ITperapaTaMm
VIV MHTMOMTOPAMM TUPO3UHKMHAS;

3) KOpPEKLMS )KU3HEYTPOKAIOIINX COCTOSTHUIA.
IlokaszaHus K BBINMCKeE ITallMeHTa U3 CTalMoHapa:

1) KynmupoBaHMe OCTPbBIX, KM3HEYTPOKAIOIIMX U MHBIX COCTOSTHUIA,
MpUBEAUINX K TOCIUTATN3ALINN;

2) BO3MOXHOCTb TIPOMNO/DKEHMSI JieueHUsT B aMOYJIaTOPHBIX
YCIIOBUSIX;

3) oTKa3z OOJBHOTO WAM €ro 3aKOHHOTO IIpeICTaBUTENSI OT
CIIeLMaIM3UPOBAHHON, B TOM UMC/Ie BbICOKOTEXHOJIOTMUHOIA,
MEeIUIIMHCKOM MOMOIIM B YCIOBUSIX KPYIIOCYTOYHOTO  WJIU
JHEBHOTO cTalMoHapa, YCTaHOBJIEHHOM KOHCUJIMYMOM
MEeIUIIMHCKOM  OpraHmsaliMy, OKa3bIBaWoIIeil  MeIUIIMHCKYIO
TIOMOIIIb 10 TPOGUII0 «TeMaToJOrUsI» MPU YCIOBUM OTCYTCTBUSI
OCJIOXKHEHUI T OCHOBHOTO 3a00j1eBaHMST U/UJH JieueHUs, TPpeOyIonmux
MeIMKaMeHTO3HOI KOppeKLuUn U/ Un MeIUIIMHCKUX
BMeIIaTeIbCTB B CTAllMOHAPHBIX YCJIOBUSIX;

4) B oIyyasix HecoOmomeHMs MalMeHTOM MpeanucaHuii uian
IIpaBUJ BHYTPEHHEro pacIiopsaka jeueOHO-IpodUIaKTUUeCKOTo
YUpEXKIeHUS, eC/IM 3TO He YTPOXKAeT KM3HM IMallMeHTa U 340POBbI0

OKPYKaloUInx;



5) Heo6XooMMOCTb TepeBofia OOJIBHOTO B JIPYTyI0 MeOUIIMHCKYIO
OpraHmu3aluio IO COOTBETCTBYIOLIEMY Mpodua0 OKasaHUs
MeOULMHCKOM ITIOMOIIIN.

3aKkaoueHre O 1eJecoo6pa3sHOCTM  IlepeBoja OOJbHOTO B
PO UAbHYI0O MEAUILIMHCKYI0 OpraHu3aIuio OCYyIeCTBSIeTCS Iocye
TpeaBapUTeIbHOI KOHCYJIbTallUU I10 IpeaoCTaB/JIe€HHbIM
MeOUIIMHCKUM [TOKYMEHTaM U/WIu TIpeABapUTeIbHOTO OCMOTpa
00JIbHOTO BpadyaMM-CIelMaINMCTaMM MeIUIIMHCKOM OpraHmu3alum,
B KOTOPYIO IVIAHMPYETCS IepeBo/,.



6. lonmomHuTenbHasa mHopmanms,
BIMSIONIASI HA TeUEeHMEe U MCXO[
3a00/IeBaHUS

TakTuka BemeHMsI IalMeHTa IIPM Pa3sBUTUU HeXelaTeJIbHBIX
sasiaeHuin Tepanuu UTK

AnTuneiikemmueckuit adeKT sBasieTcss 6€3yCI0BHBIM IIPUOPUTETOM
tepanuu XMJI. OgHako OJj1s COXpaHeHUs MPUHLNUIIA MaKCUMMaJIbHOTO
M TIOCTOSTHHOTO BO3[EMCTBMUS Ha OMYXOJIEBbIM KJIOH BaXKHO CBECTU K
MMHUMYMY  HeXenaTe/lbHble  3¢@eKkTbl  Tepanuu, YUUTbIBAS
HeoOXOAMMOCTb AJIUTENIbHOTO IipueMa mpenapatos [10,11].

BonblIMHCTBO HexXenaTe/lbHbIX 3¢ @dekToB Tepanuu WTK sBasioTcs
XOpOLIO  KOHTPOAUPYEMbIMM, HU3ZKOM CTeleHU TOKCUYHOCTH.
OTnaneHHble pe3yabTaThl IIPUMEHEHMS MMaTHMHMOA™ B TeueHMe
6omee 15 et He BBISBWIN JOMOTHUTEIbHBIX WIN XKU3HEYTPOKAIOIINX
saBjaeHnin TORCMYHOCTU. [IpumeHeHne UTK2 mmeer MeHbUIUIA CPOK
HaOmofeHs, [JaHHble O HOBBIX HEXeJaTeJbHbIX SIBJIEHUSX
MIPOAO/IKAIOT HAKAIZIMBATHLCS UB HACTOSILee BpeMsl.

TokcuuHOCTDb Tepanuu Ha GoHe npuMeHeHMst U'TK MOXXHO pasaennTb
Ha TreMaTOJIOIMYeCKyld ¥ He reMmartonornyeckyrw. CrerneHb
BBIPKEHHOCTU HeXeJlaTe/IbHBIX SIBJIEHUI OLIeHUBAIOT B COOTBETCTBUN
¢ kputepusasmu TokcuyHoctu CTCAE ver 5.0 [79]. HekoTopbie BUbI
ToKCMYHOCTU UTK 1ipencrasieHsl B ipuioxkenun I'1.

I'emaTo/iormueckass TOKCMYHOCTb

K remartoyiormueckoil TOKCUUYHOCTM OTHOCHUTCSI CHIDKEHME YPOBHS
reMoIIO0MHA, HeMTPONeHMS M TPOMOOIIMTOIIEHMSI.

AHemust 0607t crerieHM BO Bcex (asax XMJI He sBisercs
rokasaHnmem K  mpepbiBaHuio  Tepamuum  WUTK.  IlokasaHo
IOIIOJIHUTEIbHOE 00C/IefoBaHMe IalyeHTa IJI UCK/IIOUeHs IPyTUX
IPpUYMH aHeMUM, C YYeTOM KIMHMYEeCKOM cutyauun. Ilpu
KIVMHUYECKNM 3HAUMMBIX IIPOSBIEHUSAX aHEMMUYECKOTO CHUHApPOMA
TOKa3aHbl 3aMeCTUTe/NbHble TpaHChy3UM SPUTPOLUTAPHON MacChl
(B3BECHU). Ilenecoo6pa3sHOCTh Ha3HauYeHUs rpernapaToB
SPUTPOIIOATMHA  SBJSETCS  CHOOpHON. Ilpu  HeNTporeHUuM U
TpomMOonuTOoneHun 1-2 creneHu B J1r060¥ daze XMJI cHIKeHMs J03bI
WUTK u mepepbiBOB B JjieueHMM He Tpebyercs. B XD XMJI npu 3-4



CTerleHM HeNUTPOIleHUuM W/WIM  TPOMOOLIMTONEHMM TIOKa3aHa
BpeMeHHas oTMeHa UTK ¢ KOHTposneM KIMHUYECKOTO aHa/IM3a KPOBU
onuH pa3 B Hepento [10,11].

[Tocne BoccTaHOB/IEHUST aGCOMIOTHOTO uKMcaa HelTpodmioB (AUH) mo
ypoBHs1 Oonee 1,0 x 109/11, TpombouToB Oosee 50 x 109/11
B0300HOBUTH Tepanuio UTK) [10,11].

* eUIM TIepepbIB B JIeUeHMM COCTAaBUT MeHee 2 Hellelb, JieueHue
BO300HOBJISIETCS B IIPEKHEN 103€e, IIpU IIepepbiBe Oosiee 2 HemleNlb —
B CHMKEHHOJ Ha OVH YPOBeHb J103€e (CM. Tabs. 4 u Tabm. 5 — o35l
UTK);

e ecim po3a MTK paHee Oblla CHMKEHa, IIpU  CTAOMIbHBIX
ToKasaTensix TreMorpamMMbl uepe3 1 MecsI) Iieecood6pasHO
BO3BpallleHMe K CTaHIapTHO J03POBKE;

® IIpM [JIUTENbHBIX HEMTPOIEHMSIX BO3MOXKHO KpaTKOBpeMeHHOoe
MpyMeHeHMe  TPaHYJIOIUTAPHOTO  KOJIOHUECTUMYIUPYIOIIETro
dakTopa (I'-KC®D): ¢uarpactum B Ao03e 5 MKI/KI/CYT TOAKONKHO,
npu otcyTctBuM 3ddekra ot BBemeHus I-KCO nHeobxomuma
penykuus mo3bl mau cmeHa WTK, mnpuHMmMas BO BHUMaHUue
pe3y/bTaThbl OLIEHKM JIeKO3HOI'0 KJI0Ha — YpoBeHb BCR-ABL;

® TIpU IJIUTE/bHBIX IIOBTOPHBIX LIUTOIIEHMSIX HEOOXOIMMO ITPOBECTU
obcinemoBaHue (MuesorpaMma, TUCTOJIOTMUECKOe MUCCieoBaHue
KOCTHOTO MO3ra) C I[eJbl0 MCKIIOUEeHUsSI IPOorpeccupoBaHMs
3a0o0ieBaHMsI, pa3BUTHUSI Gprbpo3a KOCTHOTO MO3Ta.

B ®A wm BK XM/ paxke 0Opu HAIMUUM HEUTPOIIEHUN U
TPOMOOIIMTOIIEHMM 3—4 CTeIleHell C IIe/IbI0 MHAYKUUU PEeMUCCUU B
TeyeHue mnepBbix 4 Hepesb Tepanusi UTK He pomkHa mpepbiBaThCS.
[Tp TpOoMOOLIMTOIIEHUM 3-4 CTeIleHM, reMopparn4eckoM CUHIPOME
IOoKa3aHbl TpaHCPy3uM TPOMOOLMTAPHOrO KOHIleHTpaTa. Ecau
MMeJIOCYIIpeccus CoXpaHsieTcsl Iociae 1 mecsiia Teparuu, IOKa3aHo
BBITIOJIHEHVME CTEPHAIbHOM ITYHKIUM C TTIOJICYETOM MUETOTrpaMMbl [IJ1s1
MCK/TIOUeHMs TporpeccupoBanmst 3aboneBanus [10,11].

[Tpu umcnae 6GIACTHBIX KIETOK MeHee 5 % ¥ CHYDKeHUM KIeTOYHOCTU
KOCTHOT'O MO3Ta cjIelyeT MPOAO/IKUTD repephiB B Tepanuy. KOHTposb
KJIMHMYECKOI0 aHa/1M3a KPOBM IMPOBOAUTh He pexke 1 pasa B HeIeo.
B0306HOBUTH Tepanuio nocyie Boccranopnenus AUH no ypoBHs 6oree
0,5 x 109/11 u TpombouutoB 6omee 50 x 107/n. Ilpu MOBTOPHOM
BO3HUKHOBeHMM Muenocympeccun no3a UTK gomskHa ObITh CHUKEHA.
[Ipy [OIUTENbHBIX M/WIM TIOBTOPHBIX SIMM307aX HENTPOIIEHUU U
OTCYTCTBUM OJiacTo3a B Iepudepuueckoii KpOBUM M KOCTHOM MO3Te

BO3MOXHO npumeHeHue I'-KCO [80];



[Tpyu Hanmuuuu 6osee 5 % 61aCTOB U TUTMIEPKIETOYHOM KOCTHOM MO3Te
IO/KeH ObITh OOCYKIeH BOIIPOC 00 M3MeHeHUM TaKTUKU Teparmu.
[Ipu mnepexknmoueHun ¢ opgHoro WTK Ha [Opyroi CyliecTByer
BEpPOSITHOCTh pa3BUTUS TepekpecTHOM reMaToJIOTM4YeCcKOoin
TOKCMYHOCTM, TaK KakK pas3sBUTUE TOPHUAHBIX LIUTONEHUNA Y
naiyeHToB XMJI, Mmo-BUAMMOMY, B OOJbllieii CTeIleHM CBSI3aHO He
CTOJIBKO C OCOOEHHOCTSIMM HeiicTBus KOHKpeTHOro MTK, ckombko co
CHIDKEeHMEM pe3epBOB HOPMAaJbHOTO KPOBETBOPeHMS. ITO OCOOEHHO
SIPKO TIPOSIBJISIETCS Y TMAlIMeHTOB C MpOABUMHYTHIMMU dazamu XMJI, a
TaKKe Yy MalMeHTOB C Pe3UCTEHTHOCThIO K 1-2 nuHuu tepanuu UTK.
[Tpy TOBTOPHBIX LIUTOIIEHUSX 3—4 CTeIleHU, KOTOpble 3aTPYIHSIOT
npoBenenue Tepanuu KWTK B HepepbiIBHOM  pexuMme WU,
COOTBETCTBEHHO,  CIIOCOOCTBYIOT  CHIDKEHMI0O 3G (EeKTUBHOCTU
JeyeHMs, MoKa3aHo 00CyKaeHMe Borpoca o BoimonHeHuu anoTICK.

Heremarosiornueckasi TOKCMYHOCTh

[TomrMo remartosornueckor TOKCMYHOCTU Tepanusi MTK Moxker
OCJIOXKHSITBCSI M JPYTUMMM TMOOOUYHBIMM 3bdeKTaMy, CBSI3aHHBIMU
JIMIIb C OTHOCUTENbHOM CeNeKTUBHOCTbI0O MTK ¥ BO3MOKHOCTBHIO
BIUSIHUSI HA INMPOKMUI CIEKTP TUPO3MHKMHA3, PETryIMpPYIOINX
pasinyHble IIPOILeCChl KM3HeMesITeTbHOCTM opraHmusma. Hamborsee
yacThIMM MOOOUYHBIMM ddderTamu jieueHuss UTK SBASIIOTCS TOITHOTA,
pBOTa, Ouapesi, 3aJep>kKKa KMUIKOCTU C Pa3BUTMEM OTEKOB, KOKHAS
CBIIb, 3y, C1a00CTh, HAPYIIEHMSI CHA, 00K B MBIIILIAX M CyCTaBaXx.
OcobeHHOe 3HaueHMe JaHHble MOOOYHbIE SIBJIeHUS MPUOOpeTaoT B
CBSI3M C HeOOXOIMMOCTBIO IOCTOSIHHOTO mpuemMa mpernapatoB MTK.
Iaxke HeOO/bIIass BBIPAKEHHOCTh ITIOCTOSIHHO  CYIIECTBYIOIIMX
1MoOouHbIx  3PEPEKTOB  MOKET  IPUBOAUTh K  CHUKEHUIO
MIPUBEPXXEHHOCTM K JiedeHMI0 (KOMIUIAeHTHOCTM) — IIPOITyCKaM
rpuema JMb0 CHIUKEHMIO T03bI IIperapara naiyueHTaMu, YTO BeJeT K
CHVDKEHUIO s dexTUBHOCTHU Teparun. [Tpodpunn
HEereMaToJIOTMUECKOJ TOKCMUYHOCTM MMATMHMOA™*, HmIoTMHMOa**,
nasaTuHMoOa™* 1 603yTMHMOA OTIMYAIOTCS.

[Ipy BO3HMKHOBEHMM HEreMaToJIOTMUEeCKOil TOKCHMYHOCTM CJIeayeT
ouddepennpoBatb 1obouHbie  3ddekTl  Tepanum KWTK ot
BO3MOKHbBIX KJIMHUYECKUX TIPOSIBJIEHUIA COIYTCTBYIOIINX
3aboneBanmii. llemecoob6pasHO OMONHUTEIbHOE 00caemoBaHMe
MalMeHTa Ijis UCKIIOUeHUs IpPyroi maTojaoruu. [Ijisi MUHUMMU3ALUN
SIBJIEHMII TOKCUYHOCTM TpebyeTcsl aJeKBaTHAsl CUMIITOMAaTUYeCKast
Teparms.



OO11ast TakTMKa BefdeHUS TMalMeHTOB MPY PasJUUYHbIX MPOSIBIEHUSIX
HereMaToJ0orMueckoii TokcuuHocTu Ha ¢oHe UTK mpencraBieHa B
tabn. 10. CrmemyeT IIOOYEPKHYTb, UTO IIE€PEPBIBBI B JIEUEHUM U
CHIMXKEeHME OO03bl IOITYCTUMMBI MPU [OJUTENbHBIX U/WUJIM TOBTOPHBIX
3MMU304aX TOKCUYHOCTU 2 CTEeIeHU U IPU OOHOKPATHON TOKCUYHOCTU
3-4 crenenu. HenepeHocumocts Tepanuu WTK  BO3MOXHO
KOHCTAaTUPOBATh MpPU JINTENbHOM (Oojee 2-3 MecC.) COXpaHEHUMU
SIBJIEHUI TOKCUYHOCTU 2 CTeNeHM T[pu YUIOBUM aJeKBaTHOM
CONIPOBOAUTENILHOM Teparnuyu, a TakKKe MPU TMOBTOPHBIX SIBJIEHUSX
TOKCUYHOCTU 3—4 cTeneHU. HermepeHOCMMOCTb Teparnuu SIBJISIETCS
rnokasaHueM K TIiepeBomy Ha gpyroit WTK, Tak Kak Mpoduib
HereMaToJIOTMYeCKOM TOKCUYHOCTM Yy IIperapaToB pasHbIi, U
repeKkpecTHasi HellepeHOCUMMOCTh MuHUManbHas [10,11].

Ta6muma 10. O6miasi TakTMKa TepanuyM IpU HeremaToJOorMuecKoi
TokcuyHoCcTU UTK

CreneHb TOKCUYHOCTH TakTuka Tepanum

CreneHb 1 MepepblBOB B IeYEHUM U CHUXKEHUS A03bl HE TpebyeTcs

CreneHb 2:

- ANINTENBbHOCTb <74Hen [MepepblBOB B Ie4EHUM U CHUXKEHUS A03bl He TpebyeTcs
MpeanoyTuTenbHO OTMEHUTb NIeYeHne; NoCNe paspeLlleHns

- AJIMTENbHOCTb >7 AHeNn TOKCMYHOCTM MeHee 2 cTeneHn BO306HOBUTL SleyeHune

WM NpU MOBTOPHbIX Mpwn nepepbiBe MeHee 28 AHel BO30O6HOBUTL neyeHne

BO3HMKHOBEHMSAX TOKCUYHOCTH B NMpexHewn nose, bonee 28 AHeN — CHMXEHNE 403bl

Ha OAMH YpOBEHb
Ecnu HeT HapacTaHusA TOKCUYHOCTM Ha oHe
CHUXXEHHOI A03bl B TeueHne 1 Mecaua,
uenecoobpaseH BO3BpaT K CTaHAapTHOM Jo3e

CreneHb 3 nau 4 OTMeHUTb NevyeHme; Nocne YMEHbLEeHUSs TOKCUYHOCTHU
<2 cTeneHun Bo306HOBUTb NIeYEHNE B CHUXKEHHOM

Ha OAMH ypOBEHb A03e

Mpn ANNTENBHOCTM TOKCUMYHOCTM Bonee 28 AHeN, NOBTOPHbIX
3aNM304ax TOro e BMAa TOKCMYHOCTM MNOoKasaH nepesoj

Ha Apyrylo Tepanuio

CrnenyeT OTMETUTD, UTO MPEBBIIIEHNE HEKOTOPBIX ITapaMeTpPOB (TaKUX
KakK ypoBeHb XojecTepuHa) hopMaabHO OIlpeaensieMbIX B Iipegesnax [-
IT crerienn 1mo Kputepusm CTCAE, mpu Tepanuyu HUJIOTUHUOOM™*
TpebyeT 0COO0r0 BHMMAHUSI U KOPPEKIMM, C YUeTOM ITOBBIIIEHHOI
BEPOSITHOCTM PAa3BUTUSI MIIEMMUUYECKUX COCYAMCTBIX COOBITUII TIpU
IIpMMeHeHUN 5TOro Imperiaparta [31,39]. IlneBpasibHbIe BBINOTHI MIPU
Tepanuu nasaTMHUOOM™*, HecMoTpss Ha ompenensemyio 1Mo CTCAE
HU3KYI0 CTelleHb TOKCUMYHOCTM, He BCerfa IO3BOJISIIOT MPOLOIKUTD
Tepanul B IIOCTOSHHOM peXuMe WU3-3a pPeluuAUBUPYIOIIEro
xapakrepa [26,29]. Ouapes 1-2 crenmenu no CTCAE mpu Teparnmm
003yTMHMOOM MOXET 3HAUMUTEIbHO VYXYAIIaTh KauyecTBO SKU3HU
MaleHTOB, OOHAKO XOPOIIO IOAAEeTCS KOPPEeKUUM CO CHMKEHUEM
CTeleHy BbIPa)KeHHOCTU M YaCTOThI Pa3BUTUS B XOe jeyeHus [33].

TakTMKa Tepanmyu IIPU OTHOEJbHBIX BUOAAX HEreMaToJOrMUecKoil
TOKCUYHOCTHU TpebyeT OTHeIbHOTO pacCMOTPEHMSI.



Hamn6oJ1ee yacThie ABJI€HMS HEreMaTo/JIOrMUeCKOii TOKCMYHOCTH
T'unepxonecmepuHemus u pucK uulemMuydecKux cocyoucmsix coowvimuiii

HapyiieHnne MeTabonusMa JIMIIMAOB U TUIlepXOJeCTepUHEMUS
OTMeueHbI Y 22 % MalMeHTOB Py IIpUMeHeHU HWIOTMHMO6a™*, Torma
Kak TMpu ITpUMeHeHUM MMaTuHuba** Tompko y 3  %; 9TO
Hexke/laTeJbHOe SIBJIeHMe MOKeT ObITh 3aperMCcCTPUpPOBaHO yKe uepes 3
Mecsila IpuemMa HMJIOTMHMOA** ¥  ObIJIO  aCCOIMMPOBAHO C
BO3HMKHOBEHMEM MUIIEMUYECKUX COCYOMUCTBIX COOBITUI, B UACTHOCTHU
OKKJII031elt nepudepnueckux aprepuii [31,39]. YpoBeHb xonecTepuHa
6onee 240 mr/mn (6,2 MMOJIb//I) TIPU3HAH IIOKa3aTejgeM BbICOKOTO
pucka. B cOOTBeTCTBUM C PYKOBOACTBOM AMeEPUKAHCKOM acCcolaumn
KIMHUYEeCKUX SHAO0KpUHONIOroB (AACE) rumepxosiecTepuHeMus TaKxkKe
SIBJISIETCSI OOHUM 13 (paKTOPOB, BKIIOUEHHBIX B IIKa/Iy PUCKa CMepPTHU
oT cocyaucTbix coobiTuii SCORE [81].

I'mmepxonecTepyHeMMSI MOXKET OBbITh CHVDKEHA IIPM KOMILIEKCHOM
MpUMeHeHNM HeMeIUMKaMeHTO3HbIX MeTOHOB: aueTa, duandeckas
Harpy3ka, a TakKKe VCIIeIHO IIOoAJaeTcd MeOUKaMeHTO3HOM
KOppPEeKUUU TIpU ITIPUMEHEHUM Pa3JIUUYHbIX TUIIOJIUIIUAEMUYECKUX
rpenapatoB, K Ipumepy, uHrM6utopoB I'MI-KoA penykrasbl
(ctatuHOB). CnemoBaTeNbHO, NEMCTBUS, HallpaBJeHHbIe HA CHUKeHMe
YPOBHSI XOJIeCTepMHA, SIBJISIIOTCS 11e/1eCO00pa3sHbIMM [IJIST CHUKEHUS
pUCKa COCYOMCTBIX MINEMUUYECKMUX COOBITMII y marueHToB ¢ XMJI.
[leneBble YPOBHM XOjieCTEpMHA U ero aTeporeHHbIX ¢paxiuit (JITTHIT)
TOJIPOOHO OCBeleHbl B Poccuiickux peKoMeHIalysIX 10 IMarHOCTUKe
M  KOPpeKUMM HapyIleHMil JIMIIMOHOTO OOMeHa C  IeJbio
NnpodWIakKTUKM U JieueHUsT aTepockiepo3a [82]. PeireHne o
MPOBeJeHUM TUTIOIUIINAEMUYECKO Tepanuyu OODKHO MPOBOAUTHCS
I0CJ/Ie KOHCYAbTallMM KapAuosora.

Ouenka PHUCKa NIIEMHUYECKUX COCYOAUCTDBIX COOBITUI

Coop aHamHe3a ¥ (U3MKAJIbHBINA OIEHKA IIOMOTralT BBISIBUTH
MoaubuLpyemMblie (mopgaronmecs KOpPPEeKIINN) "u
HeMonuduipyeMmble (IMMOCTOSIHHbIE) (aKTOpbl pPUCKA Pa3BUTUS
CepOevYHO-COCYAUCTBIX OCIOXKHEHMII Y KaKAOr0 KOHKPETHOTO
nmanyeHTa. BakHo cobparb MHQOpPMALMIO IO  CAETYIOUIMM
rapamMeTpam: BO3pacT, pPOCT, BeC, KypeHMe, MHAEKC MacChl Tea,
YpPOBEeHb CHUCTOJIMUYECKOTO apTepuaJibHOTO IaBjJeHMs, OOIlero
xojectepuna, JIITHII, JITIBII, HamuMume caxapHoro jgmuabera C
IOpakeHMeM OpraHoB-MUIEeHei, TIPUCYTCTBME B  CeMeiHOM
aHaMHe3e (JIydaeB CeMeiHON OUCTIUTINTEMUN.



O6bekTOM 0COO0Or0 BHMMAaHMS SBASIIOTCS TALIMEHTBI C  yKe
COCTOSIBIIMMMCSI COCYIMICTBIMM COOBITUSIMM : UILIeMIUUYeCKOi 001e3HbI0
cepaia (MBC), aTepock/iepo30oM MO3IrOBbIX, Hepudepudeckmnx
apTepuii M aopThl, a TaKKe IAIMEeHThl C CaxXapHbIM [I1abeTOM W
IOpa)keHMEeM OpraHOB-MMIleHeil. Bce OHM OTHOCATCS K KaTeropuu
OYe€Hb BBICOKOT'O PUCKA CMEPTH OT CEPHAEUYHO-COCYIMUCTBIX COOBITHI, U
MMEHHO Y 3TOJ KaTeropmy naueHTOB HeOOXOAMMO JOCTUYD IIeJIEBBIX
YPOBHEI XO0/lieCTepuHa, a TaKKe MaKCMMaJIbHO BO3[€iiCTBOBAaTh Ha
Monuduipyemble (pakTOPbI pMCKa CepIeuHO—COCYAMCTBIX COOBITHIA,
KOTOPBIMM SIBJISIIOTCSI: apTepuaabHas TUMIIePTOHMS, caXapHblil 1uaber,
KypeHue, HM3Kas dbusuueckas aKTMBHOCTD, OXXUpeHue.
HemomuduiimpyembpiMmu  pakTopaMu  pasBUTUS  UIIeMUYECKUX
COOBITHIA SIBJISTIOTCSI MY>KCKOJ1 I10J1, BO3PACT, OTSITOILIEHHBIV CeMeiHbIA
aHaMHe3 110 CepAeYHO-COCYaMUCThIM 3a00meBanmsim (CC3).

Y mauueHTOB, He WUMERIIUX KIMHUYEeCKUX Ipossiaenuin WUBC,
rokKasaHa oueHka pucka pasButusi CC3 m aTepockiepos3a C LeNbl0
NPOPUIAKTUKY UX pas3BUTHUS. [IepBbIM 3TarioM SBJISIETCS OLieHKa
10-netHero pucka cmeptu oT CC3 mo mkase SCORE y manymeHTOB
crapiue 40 jieT, B COOTBETCTBUM C YTBEPXKIEHHBIMM PEKOMEHIALMSIMM
[81,82]. B mikamy BKJIIOUEHbI Cleyolue rokasaTean: Bo3pacT, MoJl,
KypeHue, CUCTOJIMYECKOe apTepuajbHOEe [aBjeHue, YPOBEHb
xoJiecTepuHa. B 3aBMCHMMOCTM OT MOJYYE€HHOI'O pe3y/bTaTra IalyueHTa
OTHOCAT K KaTeropum COOTBETCTBYIOIIEIO pPUCKA: HUIKUIA,
YMEPEHHbIN, BBICOKMIT, OUeHb BbICOKMIA.

HOns pacuera pucka passutusg CC3 nonydyeHHbil 1pu oneHke SCORE
rnapaMetrp (BEpOSITHOCTb  Pas3BUTUS B %) YMHOXAKT Ha
COOTBETCTBYIOIIMI KO3pPuimeHT (X 4 a9 KeHIMH, X 3 s
MYXUMH); a I[Py HaJIMUMM caXapHOro [AuabeTa MPUMEHSIOT
KO3h@ULMEHT X 5 y )KeHIIMH, X 3 Y My>KUMH.

Inst pacuera OTHOCUTeNbHOro pucka passutusga CC3 y MOIOAbIX
MaleHTOB B Bo3pacTe MeHee 40 jeT IpeaycMOTpeHa OT[Oe/bHas
mkana SCORE, B KOTOpO/ yuyuUTHIBAETCS CUCTOJNIMUYECKOE [aBJIeHNe,
KypeHMe, YPOBEHb XOJIeCTepuHa.

[IOTIOIHUTENILHO B HACTOSILee BpeMs PEeKOMEeHIOBaHO YUYUTHIBATH
ypoBenb  JITIBII, sBasiiommiicss  61arompusiTHbIM — (haKTOpPOM,
3allMIIAOIIMM OT Pa3sBUTUS aTepOCKIepo3a.

B 3aBucMMOCTM OT YCTaHOBJIEHHOM Karteropum pucka SCORE
omnpepnensieTcsl  MHAMBUAyaJIbHAasl  TeparieBTMYeCcKass  TaKTMUKa,
BKJIIOYAlOIasi KOMIUIEKC Mep, BO3AEeiCTBYOIIMX MoaudbuiipyeMbie



dakTopbl puUcKka, B TOM YMCIe C ITOMOIIbIO TUMOAUIIUAEMUIECKUX
npenapatoB. [l IalMeHTOB, OTHOCSIIMXCS Ka)XOOM KaTeropmuun
pUCKa VYCTAaHOBJIEH CBOM 1leJIeBOM YpOBEHb XOJieCTepuHa, B
COOTBETCTBUMU C peKoMeHpauusamu [81,82].

[Ipy mpoBemeHMM Tepanuyu HWIOTMHMOOM™* II0 SKM3HEHHBIM
TTOKa3aHMSIM JIO/DKHA ObITh 0OecIieueHa COOTBETCTBYIONIASI KOPPEKIMS
HeO1aronpusITHbIX (GakToOpoB pucka. [Ipy He0OXOAMMOCTM TTOKa3aHO
TIOCTOSIHHOe ~ HaOJoJeHue  Bpaueii-CrenuaaucToB  (Kapauosior,
SHJIOKPUMHOJIOT), KOTOpPbIE€ YCTAHABJIMBAIOT OKOHYATEJbHBII 00beM
obcimemoBaHMSI UM OOIOJHUTE/NbHbIE METOAbl OLIEHKM B KaXXKAOM
KOHKpeTHOM (J/Iy4ae: oIpeneseHne JIOAbDKeUHO-IIeYeBOro MHAeKCa,
BBISIBJIEHME  aTepPOCK/IepPOTMUECKUX OjsIiek TMpu  AYIUIEKCHOM
aHIMOCKaHMpoBaHuM, BeintosHeHue KT u mip.

B crydae BbICOKOTO pricka pa3Butus CC3 npearnoyTuTe/ibHen Tepanms
MMaTMHUOOM™**, mazaTMHMO0M ™, 603yTUHMOOM [39].

IIneBpa/sbHBIN BBITIOT M HAKOIUIEHUE >XUAKOCTU B CEPO3HBIX
MOJIOCTAX (Haubojiee YacTo — IIeBpajbHasli MOJOCTb, pexe -
nepuKapauaIbHasi, OPIOIIHAS)

IlaHHOe HeXejlaTe/lbHOe SBJeHMe crheuuMuUUHO [AJjs Tepamnumn
oa3aTMHMOOM™*, yalle BCTpedaeTcsl IIpu IIpMMeHeHun 1036l 140 mr B
CYTKM TI0 CpaBHEHMIO C 6ojiee HU3KMMM AO3MPOBKaMU. BeposITHOCTD
pasBUTHUS coCTaBisieT OT 14 % mo 25 % 1o MAaHHBIM pa3IUYHbIX
uccienoBanmii [29]. TTaiMeHTbI JOKHbBI OBITH TIpeIyIIpeskAeHbl O TOM,
YTO B CJIyyae TMOSIBJI€HUS Y HUX CUMIITOMOB IJIEBPAJIbHOTO BbINIOTA
(omplliika, Kalleab, TaXUKapamus), He0OX0AMM CPOUHbBIVi OCMOTpP Bpaua
U OOTOJIHUTEIbHAS AMAarHOCTUKA: TIEPKYTOPHOE Onpene/ieHe rpaHul]
JIETKUX, ayCKyJbTAalMs JIETKUX, PEHTTEHOJIOTMYECKOe MCCIeSoBaHNue
OpPraHoB TpynHOM KiaeTkM, Y3U 1uieBpa/ibHbIX IIOJIOCTEN C 11eJIbI0
OlleHKM oObeMa IUIeBpaJbHOTO BbINOTA. JlaHHOE HeskeaaTelbHOe
sIBJIeHME MOXET Pa3BUTHCS B pa3jIMuHbIe OTAAJIEHHbIE CPOKM Teparinumn
(uepe3 2,5-5,5 jieT neueHus), B TOM uucjie y MNalMeHTOB C paHee
XOpoIleii IepeHOCMMOCTbI0 AasaTuHmb6a** [29]. O6beM BbINIOTa
MOKeT ObITb OIlleHeH IO PEeHTTreHOJIOTUUYECKMM KpUTepUsIM U II0
OAHHBIM  YJIbTPA3BYKOBOM OMAarHOCTMKM B  3aBUCUMMOCTU  OT
3aHMMaeMOro oobeMa IJIeBpabHOM moocTu (Tabim. 11).

Ta6mmua 11. Knaccudukanusi cTereHei njaeBpaabHOI0 BbIIOTA

CreneHb KnnHunyeckme cMMNTOMblI UM NpuMeHsieMas O6bem . )XnakocTtu
Tepanusa B NJieBpasibHOM NOJIOCTH

0 OTcyTcTBYET -




1 AcuMnTOMaTUYECKN N He Tpebyowmnit neveHns <10% ob6bema nneBpasbHOM
nosocTn

2 KnnHunyeckun Bblpa>eHHbIN, Tpebytowmm 11-25% obbema nnespanbHOM
NPUMEHEHNS MOYErOHHbIX CPeAcTB WM He nosocTn
6onee ABYX NneBpasnbHbIX MyHKLMUA

3 KnuHunyeckun BbIPaXXEHHbIMN, Tpebytowmnii 26-50% obbema nsieBpanbHOMN
MHranaumm Kncnopoaa, 6onee ABYX nosocTn

nneBpanbHbIX MYHKUWIA W/UAN  YCTAHOBJIEHUSA
naespanbHOro ApeHaxa, nnespojesa

4 Yrpoxawwmn  XU3HMU, COMpOBOXAAKLNNCA 51-75% ob6bema nnespanbHOM
HapylweHneM reMOAMHaMUKN unu Tpebytowmi nosocTn
WCKYCCTBEHHOW BEHTUNSLMUN NTErKMUX

Hanuunue CMMIOTOMOB U 00be€M HaKOIUIEHHOM JKMUIKOCTY YacTO MOTYT
He coBmagaTh. s omnpenmeneHus JjedyeOHOM TaKTUKM OoJIbIlIee
3HQUeHMe MMeeT HalMuye KIMHUYECKMX CUMIITOMOB M CTeIleHb
BBIPAKEHHOCTH JbIXaTeIbHOM HeJOCTATOUHOCTH.

TakTuka Tepallun IJ1€BPaJIbHOI'O BbITIOTAd, BbI3BAHHOI'O ITIPMMEHEHEM

nasaTuHuOa™*, cemyroias:

e IIepephiB B Tepamuy, B AajJbHeNIIeM BO3MOXXHO BO300HOBJIEHME
rpyeMa Ipenapara B CHU>KEHHOM J103€;

e HaszHaueHMe AuypeTUKoB (bypocemum™* 10-20 mr/cyT, TopacemMup,
5-10 Mr/cyT) ¢ KOHTpOJIEM YPOBHSI 3J€KTPOJIMTOB KPOBU U/WIN
KOPOTKOTO Kypca INIIOKOKOPTUKOCTEPOUIOB (#IpemHU30I0H™™ 110
0,5-1,0 Mr/Kr B TeueHue 5-7 cyT);

* IIpU HEOOXOOMMOCTH — MHTAJISIINM KUCTIOPO/Ia;

e IIpM TSDKeNbIX (opmax ILIeBpajJbHOrO BbIMOTa (3-4 CTeIleHMU,
HabOmomaiomecss 'y 4%  malMeHToB) € JIbIXaTeabHOM
HeIoCTaTOYHOCThIO II-III cTemeHel — TOpaKkoLeHTe3 C 3BaKyaluen
SKUAKOCTH.

[IpoBeneHMe IUIEBPAJIbHONM ITYHKLIMM IIOKA3aHO IIPU YTPOKAIOIIUX
SKM3HM COCTOSTHUSIX (CMelLlleHe CpefoCTeHMs, BbIpaskeHHas! OJbIIIKa B
[OKOe) WIM C [OUArHOCTUYECKOM 1iefblo, Korga IIpUMYMHA
IJIEBPAJIbHOTO BBITIOTA HESICHA.

CaMm 1o cebe (akT IOSIBJIEHMSI IJIEBPAJbHOIO BBITIOTA He yXyAIlIaeT
IMporHos. IIpu onTuMaJibHOM OTBETE HA Tepaliui BO3MOXHO CHU3UTD
oo3y mperapata. Ecim ke OTBeT Ha JieueHMe HeOOCTAaTOYHbIN,
TIOKa3aH IepeBoj, MalyeHTa Ha ajbrepHaTuBHbIN WUTK. YuuTbhiBas,
UTO T[JIEBPAJIbHBIA BBIIIOT HEPENKO HOCUT peluauBUPYIOLINIA
XapakTep, B TaKUX CIy4Yasx IejaecooopaseH repesop Ha apyroii UTK.

JlerouHas aprepuanbHasa runepreHsusa (JIAT)



Kpaiine pegkoe (0,45 % ciydaeB), HO IIpU 3TOM TSIKeJIO€ OC/IOKHEHMe,
KOTOpO€e BCTpeuaeTcsl Mpy IpuMeHeHuM AasaTuHuba**. Ha MomMeHT
YCTQHOBJIEHMSI ITOrO JMarHosa Yy OOJBIIMHCTBA ITallM€eHTOB
OTMeYajuCh 3HAUYUTE/JbHbIe HApPYIIEeHUS TeMOAMHAMMKM, a TaKxke
cepoevyHass ~ HeJOCTaTOYHOCTb, TpebOoBaBilasi  HAaOMIOAEHUSI B
OTHeNeHUM MHTEHCUBHOM Tepanuu. MenmaHa cpoka pasButus JIAT
cocraBisieT 34 mec. (8—-48 mec.) Teparnuu masaTuHuOGoM™** [30,40].
MoskeT BBISIBISITBCSI KaK Y MallMeHTOB C IVIeBPa/JIbHbIM BbIIIOTOM (68 %
cTydyaeB), Tak ¥ 6e3 Hero. OnpIlliKa ¥ 0OMOPOKM SIBJISIIOTCS BeOyIIVIMU
B KJIMHMYECKOJ KapTMHe, TaKKe MOTYT IIPUCYTCTBOBAaTb CIabOCTh,
YTOMJISIEMOCTbD, 00JIM B 00J1aCTH CepAlia, He KyIUPYIoIyecs IIpueMoM
opraHmyeckux HuUTpatoB. Ha ODKI' MOryT BbBIABAATBHCS IIPU3HAKU
runeprpopun U Ileperpy3kuM  MpaBbIX  OTHOEJOB  cephlia
Juar"Hoctmuyeckue MeTO/IbI IJIsI OO TBEPKOeHUS JIAT':
TpaHCTOpaKaJbHasi 2xokapauorpadus, KaTeTepusamusi IpaBbIX
OTIeN0B cepala.

YCTaHOBJIEHO, UTO [aHHOE SIBJIeHMEe MOXeT ObITb 00paTUMO IIpuU
oTMmeHe maszaTuHuoOa™*. IIpu passutum JIAI 1mokasaHo IIpekpalleHue
Teparuu Ja3aTuHM60oM™** u HasHaueHme apyrux UTK.

ITHeBMOHUT

SABnsieTcs KpaiiHe penKum OCJIO’KHEHMEM, TPeOyIOLIM
nuddepeHIIMaIbHOTO AMarHo3a. B 60abIIMHCTBE CIyyaeB OMMCaH IIpU
MIPMMEHEHMM MMaTMHMOA™*, a Takke uallle BCTpeJyaeTcs B CTpaHax
A3un; MOXeT 6bITh 06paTUMBIM Ui HeOOpaTUMbIM [82-84].

[Tpy nmpuMeHeHuu nasaTuHMba™* Bo 2 nMHUM B Ho3e 70 Mr 2 pasa B
oeHb y 17 % manyueHTOB ONMMCAHbl MU3MEHEeHMS JIeTOYHOM MapeHXUMBbI,
10 TUIIy <«MaTOBOTO CTeKJa» JMOO VTOJIIEeHMEe CeITaJbHbIX
reperopook. llenecoo6pasen nmepeBos Ha apyrue UTK.

TomuoTa

PasBuTMe TOIIHOTHI Hamubojgee XapakKTepHO IIpU IPUMEHEHUU
UMatTuHuoa** wmam 603yTuHMOa. HuAoTMHMO™* U maszaTMHUO™*
BbI3bIBAIOT TOLITHOTY peaKo. [Ipy TOMHOTe ciieiyeT UCKIIOUUTD IIpUeM
MMaTUHMOA™* HaATOIAK, PEeKOMEHIOBaThb IPUMHMMATh MpemnapaTr C
MIpUeMOM IUIIK, 3alIMBATh OOJBIIMM KOJMYECTBOM BOAbI. ITocmemHmit
IpueM MMaTUHMOa** mo/mkeH ObITh He TTO3IHee YeM 3a 2 yaca Jio CHa,
0COOEHHO Yy TallMeHTOB ¢ 2330darmToM B aHaMmHe3e. Ecin
TOKCMYHOCTb, HECMOTpPSI Ha BCe MpPEeNIPUHSITbIE MepOIPUSITHSI,
COCTaBJISIET >2 CTereHMu, 11eJiecoo6pa3Ho Ha3HaueHMe
AHTUAMETUUYECKUX IIpernapaToB: MeTOK/JIONpaMuI ™™, OHIOaHCETPOH™ ¥,



npyrue. OgHaKO CjielyeT YUUTbIBATh, UTO IIPOTUBOPBOTHBIE CPELCTBA
MOTYT YIJMHATL MHTepBal QT. AHTaUMIbl CHIKAIOT 3 (GEeKTUBHOCTD
NTK.

3a,uep>KKa JKNIKOCTU C pa3sBUTHEM OTEKOB

CrnemyeT OrpaHMYMTH IIPMEM COJIM B palliOHe, YMEHBIIUTh O00BbEM
yIIOTpebsseMoii KMAKOCTU. B Oosee TsKeNMbIx ciydasX Ha3HayaloT
IUYPEeTUKU, TIpernapaThl MoAOMUPa0T MHAVBUIYATbHO.

MbpbI1IeuHbIe CIIa3Mbl

CUMIITOM, XapaKTepHbIi [Jis JieueHMs1 MmaTuHMOOM™ ™. Yartre
BCTpeUaeTcs B Hadajge Tepanmyu, HO MOXKET OBbITb U OueHb
nanTebHbIM. CIia3mbl (Yallle MKPOHOXKHBIX MBIIIIL, MBbIIIL, CTOIIbI)
BO3HMKAIOT, KaK IIpaBU0, B HOUHOEe BpeMs, Iocie (uU3nNUecKoii
Harpy3ku. JIjas ux ycTpaHeHus] HeoOXO0auMO BOCIIOJHEHMe meduLmTa
MMUHepaaoB (Kaauii, Kanabluii, Mmaruuit, gocdop). I[Ipu BbipakeHHbIX
MPOSIBJIEHUSIX TOKCUYHOCTU (3—4 CTeleHM) BO3MOKEH IlepepbiB
npuema UTK (3-5 mHeii), KOTOPbI 4acTO yYMEHbIIAeT KIAMHUYECKME
MIPOSIBJIEHMSI, BpeMeHHOe CHMKeHMe A03bl ITpernapaTa Ha 1 ypoBeHb.

boiu B KOCTSIX U cycTaBax

OO6bIYHO BO3HMKAIOT B Hayaje JieueHUs, 4aCcTOTa UX YMEHbIIaeTcs
yepe3s 1-2 mecsia Tepanuu. KpaTkoBpeMeHHbII (Ha 3-5 mHei)
repepuiB B IpMeMe IMperapara M KOPOTKMUI KypC HeCTepOUIHbIX
IIPOTUBOBOCHAJIUTENbHBIX U TPOTUBOPEBMATUUYECKUX [IpenapaToB
MOTYT KYIIMPOBATb 3TU SIBJIEHUSI.

Ko>kHbIe BbICBIIIAaHUSA

OObIUHO  KYNMpPYIOTCS TIpUM  Ha3HAUeHUM  aHTUTUCTAaMMUHHBIX
MperapaToB, XJ0puia KaablMsl WM/MUAKM IIpU MeCTHOM 00paboTke
KOPTUKOCTEPOUAHBIMM Ma3siMu. [1pu 60j1ee BhIpaskeHHOM JIEPMaTUTE
BO3HMKAeT HeoOXOmMMOCTh IpepbiBaTh Ipuem WTK u Ha3HauaTh
CUCTEMHbIE KOPTUKOCTEPOUIBI B I03€ 1 MI/KI per 0S C IMOCTEeIeHHOM
penykiueii mo3bl g0 20 Mr/meHb. Y TMAIMEHTOB C OOJbIIMM
KojuuecTBoM 6a3oduiaoB (>30 %) B KpOBM HPUUMHON IMOSIBIEHUS
YPTUKAPHBIX BBICBITTAHUI1 MOXeT OBITh BbICBOOOXKIEeHME
TMCTaMMHOMIOMO0HBIX CyOCTaHIMiT U3 6a30(hMIbHBIX TPaHYJI, 10 Mepe
CHIDKEHMS ~ KojaudecTBa  0a30uI0B  MHTEHCUMBHOCTb  CBIINU
YMEHbIIIAeTCs.



VYMepeHHbIe KOKHbIE€ BBICHIITAHUSI MPU Tepanuyu HUJIOTUHUOOM™** —
yacToe HexejlaTeJlbHoe SIBJIeHNe, KOTOpoe He COIIPOBOXKAaeTCsI 3yLOM,
ncKoM@POPTOM ¥ peaKo TpedyeT KOPPEKLMM T03bI Ipernapara.

KpOBOTe‘IEHMSI M KpOBOU3JINSIHUSA

Hanbonee uacTo HAOGMIOOAIOTCS KPOBOTEUEHMS — M3 SKETYIOYHO-
KUILIEYHOro TpakTa (y 4 % IalVeHTOB), peke — KPOBOU3IUSHUS B
TOJIOBHOM MO3r (TsDKejible — MeHee yeM y 1 9% TmanueHTOB).
HabmogaoTcsi MpeuMyIleCTBeHHO TIpU JiedeHuM Aa3aTMHUOoOM™*,
Kak rpaBmuio, OHM BO3HMKAIOT ITPY BhIPAXKEHHOI TPOMOOILIMTOIIEHUN.
B GonbIIMHCTBE C/y4yaeB, C KPOBOTE€UEHMEM YAAETCSl CIPaBUTHCS C
IOMOIIbI0 TIPUOCTAHOBKM [puema Ipernapara U IIPUMEHEHUS
TpaHCy3uii  KOMIIOHEHTOB  KpOBM, B  II€pByl0  ouepelb
TPOMOOKOHIIEHTpATa.

[Ipu Tepanuu mMmatuHmMooM™* B 11 % ciayyaeB MOTYT OTMeuaTbCs
KPOBOM3/IMSIHUS B CKJIepy, KakK IIpaBWIO, MPOXOIdllye I[0cie
KOPOTKOTO IepepbiBa B JIEYeHUM UIIM CHUKEHUS 103.

Oduapes

KynupyeTcsi OMeTOil C MCKIIOUEHMEM IIPOAYKTOB, YCUIMBAIOIIVX
MOTOPUKY KUIIeUHMKA, Ha3HaueHMeM CUMIITOMAaTUYECKUX
MPOTUBOAMAPENHBIX  IIperapaToB  (KuIIeYyHble  abCOpOEHTHI,
nonepamup**). IIpu Tepanuu 603yTMHNO0M 3DGEKTUBHO KYyIIUPYeTCs
MIpMMeHeHMeM JionepamMmuaa™™,

lemaToOTOKCMYHOCTD

[ToBbIlIEHVE YPOBHS «II€UYEHOUYHBIX» TPAaHCAMMHA3 MOXET HACTYIIUTh
B pasiuuHbie Cpoku JieveHus UTK. B HEKOTOPBIX C/iyyasgxX OIMCAHO
TsDKeJIoe TOBpeXAeHre MeueHu IpU NpUMeHeHUM MMaTUHMOa™* u
napaieraMona®*, a TakKe MOpU BUPYCHOM rematuTe B. Ilostromy
[I0Ka3aHO WCKJIKUYUTb Haauuyue BUPYCHOTO TernaTuTa, OTMEHUTH
MOTeHIMAJIbHbIE rernaToOTOKCUHBI (a7IKOrosb, KOHCEPBHI,
JIeKapCTBeHHbIe MpernapaThl C TeraTOTOKCUUYHBIM AeiCTBUeM). Takke
IIPUMEHSIIOT rernaTonpOTEKTOPHI (ageMeTHMOHMH *¥,
YPCOZle30KCUX0eBasi KUCAOThI**) BHYTpPb, B TSDKENbIX CIydasx -
BHYTPUBEHHO B COUYETAHUUM C MEpOIPUATUIMU Oe3UHTOKCUKALIVN.
[Ipu coxpaHSOILENCs TenaTOTOKCMUYHOCTU 2 CTeIlleHM T[ocie ee
paspellieHMsI 03y Iperiapara lieJiecoo6pasHO BpeMeHHO CHU3UTb.
[Ipy MOBTOPHOM pPa3BUTUU MEUYEHOUHOV TOKCMUHOCTU HEOOXOAMMO



npoBecTu Oojee TIIATe/lbHOE McC/IenoBaHMe GYHKUIUM TeYeHu;
MOKa3aHO OOCyXIeHMe BOIpoca O Iepexofe Ha Tepanuio APYyTUMU
UTK, ¢ yueTOM OTCYTCTBUS II€PEKPECTHON IrenaTOTOKCUUYHOCTU.

VYBennueHue Macchl Tejaa

Hebomblioe yBenuueHue Beca MOXKET ObITb 00YCIOBIEHO 3a1epsKKOiA
KUIOKOCTU, B UaCTU CTy4aeB — yIydllleHMeM 0OIIero caMmouyBCTBUS Ha
dboHe perpeccuy CUMIITOMOB MHTOKCHMKAIIMM ¥ HOpMaaM3aluun
armeTtuta. [laMeHTOB ¢  M30BITOYHBIM BECOM  HEOOXOAMMO
IpenyIpexnaTb O BO3MOKHOCTU ero yBeamndyeHus rnpu npueme UTK u
pPEKOMEH/I0BATh orpaHUYeHMe yrnoTpebaeHust counu,
HU3KOKJIOPUITHYIO IMETy M YyBeJIMYeHMe YPOBHSA (GU3NIECKUX
HarpysoK.

VYonanHnenue unrepsaina QTcF

Bce UTK gBasgioTcss mperapaTtamMy, CIOCOOHBIMU  YIJIMHSITD
IUTeNbHOCTh MHTepBana Q7. Ilpu 3HaumtenbHoM ypjauHeHun QT
(6onee 480 McC) CylIeCcTBYeT PUCK PasBUTUSL SKMU3HEYTPOKAIOIIE
apUTMMU — TaxUKapAuUM MO TUMY «IIUpysT». [Ipu olleHKe MHTepBaja
QT cnemyeT o00s13aTeIbHO MCIIOAb30BaTh CKOPPEKTMPOBaHHBIE (C
yuetoM YCC) 3HaueHus, Hanpumep, QTcF (QT, KOppUTUPOBAHHBI I10
metony @pepepuka (Frederic)). Cnyuan  yaaumHenuss QTcF
BCTPEYAIOTCSl KpaliHe penko — MeHee yeM y 1 9% TmalueHTOB.
[TanmeHTBl € WM3HAvajdbHBIM yiMHeHuMeM QTcF, a Takke C
CONYTCTBYIOWIEN KapAMa/JIbHOM I1aTOJOTMEeN [OOJ/KHbI OCTaBaTbhCS
B 30He BHMMAaHMUS C TOUYKU 3peHUSI MOHUTOPUHTA u3MmeHeHuit Ha JKIT'.
Ho Hauvana neuenuss WUTK ciemyeT 1Mo BO3MOXKHOCTM MCKIIIOUUTH
dakTophl, TakKKe BAMUSIOIIME HA YIAJMHEHUS] TAHHOrO MHTepBaia. B
YaCTHOCTM, MO/DKHBI ObITh HOPMAaJIM30BaHbl YPOBHM KaJIUsI M MarHusl,
Ipy IpueMe IIpernaparoB, Takke YymIMHAKIMX QT 1Mo MOBO4Y
COMYTCTBYIOIIMX  3aboyieBaHMif, [O/DKHA OBITb  pacCMOTpeHa
BO3MOXHOCTb  3aMeHbl  mnociaegHux. CienyeT  MHOMHUTb O
CYILIeCTBOBAHUM BpOXKaeHHOro yuanHenust QT, uto TpebyeT 0co60r0
BHMMAaHMS K TakuMM mnauueHtam Mnpu jgedeHum WTK. Anroputm
BeleHMs TalMeHToB ¢ yaauHeHnueM QTcF npuBeneH B Tabi. 12.

Tabmuma 12. TakTuka BemeHMS TMALMEHTOB IIpU YIJMHEHUU
uHTepBana QTcF Ha ¢poHe
tepanuu UTK

yanvwHeHue TaKkTuka Tepanuu
QTcF




>480 mMc — BPEMEHHO NpeKkpaTuTb npmeM+VITK
- onpenenutb cogepxaHune K' un Mg
BOCMOJIHUTb UX YPOBEHb [0 HOPMBbI.

*+ B chiBopoTke kpoBu. Mpu aedbuunTe

- NpoaHanM3npoBaTb NPMHUMAeEMble NALMEHTOM CONYTCTBYIOLWME NpenapaThl
W UCKNOYUTb CPeacTBa, yanuHswwme nHtepesan QT

- ecnn wnHtepBan QTcF octaetca >480 mc, noBTtopaTb DKI NO KAMHUYECKUM
nokasaHusaM, Kak MMHUMYM 1 pa3 B cyTku, noka QTcF He 6yaeT <480 mc

- Tepanua WUTK MoxeT 6biITb BO306HOBNEHa B TOW >Xe [A03e, eCivM MNpuyuHa
yBennyeHns QT ycTaHOB/AeHa W YycCTpaHeHa, U QTcF B Te4yeHune 2 Henenb
BO3BpaTUICA A0 3HavyeHus <450 Mc n HaxoamTca B npegenax 20 MC OT 3HayeHus
Ha UCXOAHOM ypOBHe

- ecnv Npu NOBTOPHOM OrnpeaeneHnn 3HadeHne QTcF BbIXoAMT 3a npeaernbl

20 MC OT 3HayeHus Ha WCXOAHOM YpOBHE WAW oOKasbiBaetTca Mexay 450
n <480 Mc, po3a UTK gomxkHa 6bITb CHMXKEHa Ha 1 ypoBeHb

- npw BO306HOBAEHUM neveHns UTK B TON e WMAN yMEeHbLUeHHOW A0o3e nocine
BPEMEHHOr0 npeKpalleHns nedvyeHms no npuumHe yeenndyennsa QTcF no >480 mc,
Heobxoammo nposectn IKI Ha 2-1, 3-M 1 Ha 8-N AeHb nocne BO306HOBNEHUSA
neyeHus

- B C/ly4yae noBTOPHOro yeenuyeHus QTcF po >480 MC npekpatuTb MpuUeM
npenaparta, TpebyeTca cMeHa Tepanuu

TunepouMIMpyoMHeMust

Hamnbosnee yactoe jabopaTopHOe OTKJIOHEHMe, BCTpeuarolieecs: Ipu
JIeUeHUM HUJIOTMHMOOM™* (69 % - mioboii cremenu, 7 % — 3-4
crerneHy). [laHHOe sBjeHMe CBSI3aHO C HapylleHVeM KOHBIOraluu
HempsiMOoro  OmnuMpyOuHA, T[MO3TOMY TIOBbIIIEHME  ITPOUCXOOUT
MpeMMYyIecCTBEHHO 3a cueT 3Toil ¢pakiuu. Yaile BcTpedyaeTcs y
MaIIeHTOB C ITOJAMMOP(M3MOM NPOMOTOpPHOI obacTu reHa UGTIAI
(benotunbr (TA)7/(TA)7; (TA)7/(TA)6 wu gAp.)), XapakKTepHbIM IJis
no6poKaueCcTBeHHbIX TIunepouanpyouHemuii (Kuinbepa, Potopa,
Habuna-/I>koHcoHa). Ecyin reMosn3 MCK/II0UeH, aKTUBHOCTb aMMJIa3bl
M JIUTIa3bl He TTOBBIIIEHa, a CTelleHb OMIMpPyOuHeMMUM cocTaBseT 1-2,
JleueHMe HUJIOTUHMOOM™ ™ cemyeT IPOJOIKUTh B MpeskHei mose. I1o
MHEHMIO OOJIBIIMHCTBA MCC/IegoBaTeNieil, mgaxke TOKCUYHOCTh 3
CTEleHM He MBJSIeTCS TIIOBOAOM K TMIpeKpallleHUIo Tepanuu u
CHIDKEHMIO  T03bl. IIpu  [JIUTENbHON  IUIlepOMIMpyOMHEeMUN
1lejiecooOpa3HO Ha3HaueHMe MpernapaToB [JIs1 JieueHusl 3a00/ieBaHMi
>KeJTYHOTO MY3bIPS.

BeccuMnTOMHOE MOBBINIEHUM aMWIa3bl M/MIN JIUIIa3bI

MoryT yacTo HaOJIOAATHCS MIPH JIeYeHUM HUJIOTMHMOOM™*. SIBmeHuUs
naHkpeatuta (abgomMuHaAbHbIe CUMIITOMbI B COUETAaHUU C
nabopaTOpHBIMM M3MeHeHMsIMM) Habiawoganuch MeHee yeM y 1 %
nanueHToB Bo Il aze KIMHMYECKUX MUccieqoBanmit. ITpu 1-2 crenenn
BBIPAKEHHOCTM [JaHHBIX SIBJIEHUII HeoOXomuMo HabmiopeHue B
oyHaMyKe (IIOBTOpPHbIE OMOXMMMUECKIe TeCThl, OlleHKa KIMHUYEeCKO
KapTuHbl). Ilpu pasButum 3-4 CTeneHM TOKCUYHOCTU ClieayeT
MpeKkpaTuTh  Tepanuio, IMpoBectu KT  OpIOIIHOI  ITOJOCTU
C KOHTPACTUPOBAHUEM MJISI UCK/IIOUEHMS TTIaTOJOTUN TTOOKETYIOUHOM
’KeJie3bl; MPY BBbISBJIEHUM IIPU3HAKOB MAaHKpeaTUTa — ero jeyeHue.
[Tpu HopMmanbHOM KT-KapTuHe 1ocie yMeHbIIeHUs CUMIITOMOB A0 <1
CTelleHM cJjienyeT BO300OHOBUThH JIeUeHME HUJIOTMHMOOM™* B
cHUKeHHOM mo3e (400 mr/cyrt). IIpu moBTOpHOM OeCcCMMIITOMHOM



IIOBBIIEHNM aMuiasbl M JMUIIA3bl OO 3-4 CTeIlleHy JieueHue
HUJOTUHMOOM™* MOXKeT ObITb OTMEHEHO WM MPOAOIKEHO II0
pelIeHIo Bpayva.

I'mnepraukemus

Takke BCTpeudaeTCss TOJbKO IIpM JiIeUeHUM HWIOTMHMOOM™*, Ilpu
10607t CcTernmeHu AAHHOTO TMOOOYHOTO SIBJE€HMS KOPPeKUMsl OOJIKHA
HauMHATbCS Cpa3y MPU ero BbIIBAeHUM (TUIIOITIMKeMMUUecKas AueTa).
[Ipy OTCYTCTBMM HOpMaaM3alMy YPOBHS IJIOKO3bl HAa (OHE AMEeThbI
1oKa3aHa KOHCYAbTallMs SHIOKPUHOJIOTA 1151 CK/IIOUeHMSI CaXapHOTO
nuabera.

T'mnodocharemus

Bcrpeuvaercs npu tepanuu BceMu UTK, Kak npaBmio, KIMHUYECKU
He3HauyuMa (HU3Kas CTeIleHb, obICTpas HOpMaJIM3aLus).
PekoMeHIOBaHbl [AMeTa C YBeJIMYEHMEM B palioHe O0raThbix
dochopoM MOJIOUHBIX U PBIOHBIX IMPOAYKTOB, COKpalleHMeM
[JIIOKO3bl; Ha3HaueHMe BHYTPb MpenapaToB, coiaepskaimux ¢pocdaTbl
(BUTAMMHBI, TIUIIEBbIEe TOOABKM).

I'mnoxkanbpeMusi

PekoMeH0BaHa [yeTa C BKIIUYEHMEM IIPOIYKTOB C MOBBIIIEHHBIM
comepskaHMeM  KajabLus (MOJIOUYHBIE IIPOAYKTBI), yMEHbIIEHME
MOTpebsieHns yriaeBomoB. IIpyM HeoOXOoAMMOCTM - Ha3HaueHUe
IIperapaToB KaJabLs BHYTPb.

I'mnomaramemMusi, rMIIOKaJIUe MU

YUuTbIBasi OMAaCHOCTD yAAMHeHusT uHTepBaia QT npu ae@uiuTe 3TUX
9JIEKTPOJIUTOB, TpebyeTcsl KOppeKius B BuUIe Ha3HaAueHUs
KOMOMHMPOBAHHBIX  IperapaToB Kajiuss U  MarHusi  (Kaaus
acmaparmMHar + MarHusl acnaparmMtaT**) BHYTPb; IIPU U30JMPOBAHHOM
TUIIOMarHMeMuy — rpernaparsl Marius — Mariusi BHyTPb.

JlekapcTBeHHbIe B3auMmopaenicTsus rnpu tepanuu UTK

MeTta6onm3m Bcex UTK ocyliiecTB/sieTcs IpeMMyIleCTBEHHO B ITeUeHU
c yuacteM epMeHTOB, OTHOCSIIIMXCS K cucTeMe Iiutoxpoma P450; B
ocHOBHOM 4epe3 CYP3A4, B MeHbIleil CTeNeHU - IOPYTUMU €ro
nsodopmamu, Takumu, Kak CYP1A2, CYP2D6, CYP2CO [43].



OOHOBpeMEHHbIV  IIpUeM  IIperapaToB, aKTUBUPYKOIIUX  WUIU
TOJAB/ISIIONINX aKTUBHOCTh IMTOXpoma P450, mMoxkeT IpuBOAUTH K
M3MEHEeHNI KOHIeHTpauuu Kak WTK, Tak U IIpMHMMAEMOro
COBMECTHO JIeKapCTBa, 4YTO CJeyeT VYYUTbIBAaTh B KIMHUYECKON
npaktuke. B cayyae, ecinm nauueHT ¢ XMJI  mpuHMMaert
OLHOBPEMEHHO HEeCKOJIbKO IperapaToB B KaueCTBe COMYTCTBYIOLIEN
Tepanuu, 1 Ipu 3TOM HabsogaeTcss HeahGeKTUBHOCTD JieueHUsI 160
TSDKeMasi TOKCUMYHOCTh Tepamnmuy, MOXKHO 3allofo3puUTh Haaudue
JIEKapCTBEHHBIX B3aMMOIENCTBUM, BAUSIONMX Ha ypoBeHb MTK B
KpoBu. [To3TOMY C 11€/1bI0 MaKCUMMa/IbHOM 3((eKTUBHOCTU Tepanuu
P BO3HMKHOBEHUM WU YTSDKEJIEHUMM TOKCUYHOCTM, BaskKHO
UCK/IIOUUTb WJIM CBECTM K MUHUMYMY OAHOBPEMEHHBI MpueM
rperiapaToB, AaKTUBUPYIOIIMUX WAM TIOHABJSIOMINX AKTUBHOCTD
uutoxpoma P450, ormaBaTh MNpeaIiouTeHMe aHajoraM C JOPYrMMU
MyTSIMU MeTaboIM3Ma.

IIpy omHOBpeMEHHOM IIpMeMe  IIpellapaToB,  IIOBBIIIAKIINUX
aktuBHOCTb CYP3A4 p450, MokeT HaOMIOATHCS CHVDKEHMeE
KOHUeHTpauuu WTK B 1wiasme KpoBM, UYTO YyMeHbIlIaeT
spdekTBHOCTL WMTK. COOTBETCTBEHHO, MHIMOUTOPBHI epMeHTa
CYP3A4 p450 moryT NpUBOAUTH K MOBbIlIeHNIO KOHLleHTpaiuyu UTK B
Ila3Me, UYTO BbIpa’kaeTCsl KIMHUYECKUM B YCUJIEHUM IIPOSIBJIEHUM
TOKCUMYHOCTYU TepaIimn.

[Ipy HanMuMmM BBIPA)KEHHON TOKCUYHOCTU WM HeOOCTaTOYHOM
OTBETe Ha JieueHMe C 1eJbl0  UCKIIYEHUS  BO3MOKHBIX
MeX/IeKapCTBEHHbBIX B3aMMOENCTBUI MPpU MpueMe JieKapCTBEHHbIX
rperiapaToB To TIOBOLY COITYTCTBYIOLIUX 3a60/1eBaHMIA
1lesiecooOpa3HO  omnpefeneHue KoHueHTpauuu WTK B 1masme
(CBIBOPOTKE) KPOBM.

[peiindpyToOBBIii COK TaKkKe SBISIETCS MOIIHBIM MHIMOUTOPOM
maHHoOro (epmeHTa, MOITOMY MAIMEHTOB CIEAYET IMPEeAyIpeauTb O
HeoOXOoAMMOCTH 1306eraThb ero yrnorpebaeHus.

Kpome Toro, kak otrmeueHo Bbilie, MTK MmoTeHIMalbHO MOTIYT
yOoauHATh MHTepBan QT. B CBSI3M C 3TUM He pPEeKOMEHOBAaHO UX
IIpYMEeHeHMe OOHOBPEMEHHO C APYTMMM IIpernapaTtamMy, BAUSIOIINMMU
Ha yanuHeHue wuHTepBasia QT. KpaTkuii IepedeHb IIperaparos,
CIIOCOOHBIX BbBI3bIBATh yAJuHeHMe MHTepBasia QT, mpeacraB/ieH B
nipunoxxenuu I'1.

BepeMeHHOCTH IIPU XPOHMYECKOM MMeEJIONIEKo3e



C maimyeHTaMu OETOPOJHOrO0 BO3pacTa PEKOMEHAOBAHO OOCYIUTHh
BOIIPOCHI TIJIAaHMPOBAHMSI CeMbU IIpU ITOAPOOHOII Geceie.

OTtuoBcTBO ipu XMJI

3apeructpupoBaHHbie K npuMeHeHuto npu XMJI npemnapatsl UTK He
MMEIOT TeHOTOKCMYECKOro AeMCTBUS. B HEKOTOPBIX C/Iydasix OIMCaHbI
M3MEHEeHUsI CIlepMOrpaMMbl MpU Tepanuy MMaTUHUMOOM™**, OJHAaKO
CHIDKeHUS (QepTUIbHOCTM He OTMeueHO. VYBeJIMueHMus 4Yucia
BPOX[IEHHbIX aHOMAJIMiI1 Yy JeTei MapTHEepIl, MMOJIy4YaBIIUX Teparimnio
UTK, He oTmeueHoO [85,86].

[TpepbiBanne mnpuema UNTK y myxxkumH c¢ XMJI pasg savatus He
TpebyeTcsl. B cinyuae ecnu 6epeMeHHOCTb He HACTyIlaeT, MOKa3aHO
moobcaemoBaHMe C  IIeJIbI0  MOMCKA  M3BECTHBIX  (PAKTOPOB,
MIPUBOASIINX K OeCIIONNIO.

BbepemeHHOCTS y sKeHUIMH ¢ XMJI

[To pesynbraTam OOKIMHUYECKUX UccIemoBanuuii, y Bcex UTK, kpome
HWIOTMHMOA™*, OoTMedYeHa BO3MOXHOCTh pPa3BUTUS BPOXKIEHHBIX
aHomanuit  1oma. Hambonmbmmit  puck  npumeHenuss  UTK
HabsomaeTcst B I TpumecTpe B mepuof, OCHOBHOTO opraHoreHesa (6-—
12 Henmens 6epeMeHHOCTM), IJIs1 HasaTMHMOA™  pPUCK CyllecTByeT Ha
m060M cpoke GepeMeHHOCTU [86,87]. I[IpM 3TOM B MHCTPYKIIMSIX TIO
npuMeHeHun0 Bcex UTK nmeroTcst IpoTUBOIIOKa3aHus AJ1s Ipyuema Bo
Bpemsi 6epemeHHOcTU. C Apyroit ctopoHbl, otMeHa MTK Ha mepuof,
6epeMeHHOCT MOXXeT IPUBECTU K YBeIMUeHI0 06beMa OIMyX0IeBOoro
KJIOHa U pa3BuUTHUIO peruansa XMJIL.

IlnanupoBaHme 6epeMeHHOCTU

[TnanupoBaHue 6epeMeHHOCT U oTMeHa MTK Hanbonee 6e30macHbI
rpu coxpaHeHuu rimyookoro MO (MO4,5) B TeueHne 2 jeT. YUUTbIBas,
yTO OepeMeHHOCTb MOKeT He HaCTymuTh cpasdy, orMeHa WUTK ms
3ayaTusl SBJSeTCS MOpemmMeTrom Auckyccuu. B 50-70 % ciyuaeB
6epeMeHHOCTb AuarHoctupyetcs Ha ¢doHe Tepanuu UTK [88], mpu
ormMeHe WTK cpa3y mocie TMOATBEPXKIEHMS OepeMeHHOCTU
OTMEeYaeTCsl ee HOpMaJIbHOe TeueHue U pOoKIeHue 300pOBbIX eTeil. B
CBSI3W C O3TUM JONMyCcTMMO 3auatve Ha QoHe Tepanuu UTK c
HeMeIyieHHO oTmeHoin WTK cpasy T1iowie TIOATBEpPKOEHUS
6epeMeHHOCTY Ha paHHUX cpokax (XI'Y, V3-ucciegoBaHme).



Briote 1o 15 Hemenu OGepeMeHHOCTM (4O YCTAHOBJIEHUSI TeMaTo-
IJIalleHTapHOTO 6apbepa), peKOMEHJOBAHO HaboaeHe 6e3 Tepanmmu
WTK. B cBsI3M ¢ IOKa3aHHBIM OrPaHMYEHHBIM MMPOHMKHOBeHMeM MTK
#uMmaTuHMO6a™* u H#HWIOTMHMOA™™, BO3MOXHO pacCMaTpMBATh UX
npuMmeHeHue Bo II-III TpumecTpe O6epeMeHHOCTM IIPU HATUUUU
IIOKa3aHMii B TOM JXe pekume, UTO U y HebGepeMeHHbIX ITallMeHTOK
[88,89]. Mazatuuu6™* u mwobbie npyrme MTK mpoTmBoOIiokasaHbl Ha
J1I000M CpoKe 6epeMeHHOCTH.

ANbTepHATUBHOIN Tepamueii BO BpeMs 0epeMeHHOCTM MOXKeT ObITh
npuMmeHeHue #U®-o** B pmose 3-6 ME exemHeBHO [90]. [JaHHBIN
roaxoj Hanbosee s3pdheKTMBEH IIpU HeOObILOI omyxoieBoit Macce. C
IIUTOPENYKTUBHON 1Iebl0 TIPU YpPOBHE JeiKoiuToB 6omee 100 Thic.
BO3MOXKHO IIpMMeHeHMe Jiejikadepesa (cuMIToMaTuueckuit agp@exr).

BeneHne OepeMEeHHOCTM TIPU OTCYTCTBUM CTAaOMIBHOTO
rryookoro MO

[nmy6okuit MO cpokom MeHee 2 JjieT M BMO MoOryT ObITh
MIpUEeMIEMbIMU KIMHUYECKUMM CUTYaAlIMSIMM Ojis HabmomeHus: 6e3s
Tepanuu Moo IpuMeHeHUs MHTepdepoHa anbda. IIpu oTCyTCTBUM
BMO nepepbiBol B Tepanuu WTK 4gBasieTcss MNPOrHOCTUYECKU
HeOJIaronpusSITHBIM [IJIS1 TIOCTeIyIoONero OTBeTa Ha Tepamnuio. IIpu
rorepe MO2 u pocte ypoBHst BCR-ABL >1 % Bo BpeMsl 6epeMeHHOCTU
1IeJiecoo0pa3sHO  pacCMOTpPeTh IIPUMMeHeHue #umaTuHuba™*  wmmn
#HUIOTMHMOA™™ 110CIe 15 Hemenb 6epeMeHHOCTM B TOM K€ pexXuMe,
4yTO U 'y HebepeMeHHbIX NaluyueHTok [88,89].

XMJI, BbISIBJIEHHBII BIIEpBbI€ BO BpeMsi 6epeMeHHOCTU

[Ipu puar"HoctupoBanum XMJI B 1 TpumecTtpe O6epeMeHHOCTU
HeoOX0ooMMO OOCYIUTh C MAlMEeHTKON IpepbhIBaHMe UM COXpaHeHMe
O0epeMeHHOCTM C YYeTOM ee WHAMBUIAYAJbHbIX OCOOEHHOCTel
(Bo3pacT, colyaabHble 0COOEHHOCTH, COITyTCTBYIOIIME COCTOSIHUS) U
daspr  3a6omeBaHusi. Ilpy XO XMJI BO3MOKHO COXpaHeHMe
6epemenHoctu. Ilpu ®A u BK XMJI mokasaHo mnpepbiBaHue. Ha
paHHUX CpoKax 6epeMeHHOCTM BO3MOXKHO HabjioaeHne 6e3 Tepanun
unu tepanusi #U®-a** B gosze 3-6 ME exenmneBHo [90], mocie 15
Hemeny — GepeMEHHOCTM  pPeKOMEHAOBAaHO  HauvaTb  Tepanuio
#uMaTUHMOOM™** B TOM Xe pekXuMe, 4YTO U Yy HebepeMeHHbIX
nanueHToK [88,89]. Ilpm BeigBneHnn XMJI Bo II-III Tpumectpe
6epeMeHHOCTM pEeKOMEH[OBAaHO COXpaHeHMe OepeMeHHOCTU U
TpoBeieHNe Tepanuu #MUMaTUHMOOM™ B TOM ke pexume, UTO U Y
HebepeMeHHbIX TaiMeHTOK. [Tpu BoisiBneHun XMJI B III TpumecTtpe,



OTHOCUTEJIbHO HeOOIbIIIOM JIEJIKOILIMTO3€e U OKUIaeMOMY CPOKY POIIOB
B TeueHMe 1-2 MecsiieB, BOSMOXHO OTJIOKUTb Hauajo Teparmm Oo
ponoB. IIpu TpoMOOIIMTO3€e BO3MOKHO Ha3HAUeHNe aHTHarperaHToB.

Poapl n KOopMmJjieHue

Cpoku 1 crmocob pomopaspellieHusI BbIOMPAIOT C YIETOM aKyIIepCKUX
rokasauum. Eciv JoCcTaTOUHbBIN KOHTPOJIb KIMHUYECKUX ITPOSIBJIEHUN
XMJT coxpaHseTcs, IMOKa3aHUI K MPOBENEeHUI0 poAopaspelieHys
paHbllie cpoka Hert. [Ipu mporpeccupoBanuu XMJI cienyetr pemmnTtb
BOIIPOC O JOCPOYHOM pojopaspemieHn. Bo30OHOBIeHMEe Teparnmn
WUTK nocne pomoB npu OTCYyTCTBUM Mian rotepe bMO pekomMmeHayeTcs
6e30T/1araTeybHO.

WNTK mpoHMKAKT B I'PygHOE MOJIOKO. YCTAaHOBJIEHO, 4TO m03bl UTK
MMaTUHMOA ¥ HWIOTMHMOA™*, KOTOpble MOXEeT MOIYUYUTb pebeHOK Ipu
TPYAHOM KOpPMJIEHMM, 3HAUMUTEIbHO HUKe TepameBTuYeckux |[91],
onHako 3¢ dexTsl BO3meicTBUSI Oaxke Manbix m03 WTK Ha peteit
TIepBOTO0 ro/ia KM3HU Heu3BeCTHbI. [IpM He0OXOAMMOCTM ITPOBeIeHUS
Tepanum cpasy Mocjie poJgoB peKOMeHA0BAaHO MOAaB/ISITh JIaKTalLMIO.

EciM K MOMEHTY pOIOB coxpaHsieTcs miyookuii MO, BO3MOXKHO
MpOIJieHNe TepepbiBa B Tepanuyu U TPyLHOE BCKapMJIMBaHME IMPU
MOJIEKY/IIDHOM MOHMTOpMHIre 1 pa3 B 4-6 Hende/lib M TOTOBHOCTU
MalyeHTKM 3aBepIIMTh KOpPMJIEHME IPM BO300HOBJIEHUM Teparmu
NTK.

Bo3moskHOCTh oTMeHbI Tepanuu UTK y mauyueHTOB ¢ riTyOOKMM
MOJIEKYJISIPHBIM OTBETOM

WccnenoBanus OTHOCUTEIbHO BO3MOXHOCTU COXpaHeHUs
MOJIEKYJISIDHOM peMuccum mocjie orMmeHsl Tepanuu UTK nmokassiBalor,
yTo okosio 40-60 % O6onbHbIX XMJI, ¢ JTOCTUTHYTBIM CTaOMIbHBIM
rmy6okum MO, moryT Oe3oracHo IpekpaTtuth Tepanuio WUTK 6Ges
BO3HUKHOBEeHUST peuuauBa. I[Ipy BO3ZHMKHOBEHUM MOJIEKYISIPHOTO
peLanBa, CBOeBpeMeHHbI BO3BpaT K Tepanum HWTK mno3ssosser
BHOBb JOCTMYbL Iny6okoro MO y momaBisiioiiero OOJbIIMHCTBA
IMalMMeHTOB [92-94]. MonekynasapHbIM penuanBOM rnocsie
MpeKpalleHusi Tepanuyu CUMTAETCS OLHOKpPATHOEe IIOBbIIIeHUe
oTHocuTenbHO 3Kkcrpeccun BCR-ABL 6omnee 0,1 % mo IS (morepst
BMO). OcHOBBIBasIChb Ha HAKOIIJIEHHOM MHpOpMaLy 0 peMuccum 6es
neyenusi (PBJI), B COBpeMeHHBIX peKOMeHAaLMsIX IIpenjaraercs
M3MEHUTh TaKTUKy BemeHMs] Tex O00MbHbIX XMJI, y KOTOpPBIX ObLT
nosyyeH CTabuiibHbIM Tyookuit MO Ha (oHe AUTeNnbHON Tepanuu
UTK.



HeoOxoaymble KpUTEPUM U YUIOBUSA [JIsI HaOMIOAEHUS
nauyeHToB ¢ XMJI B MoJIeKy/IIpHOI pemuccum 6e3 Tepanuu TK
B YCJIOBMSIX KJIMHUYECKOM IMPAKTUKU:

Bospact crapuie 18 et

e Hannume xpoHndeckoii pazbi XMJI

e JInurenbHOCTb Tepanuu UTK ot 3 net

e Haimmume B aHaMHe3e IOATBEPXKIEHHOI'O KoJM4yeCcTBeHHbIM IILIP
TUIMUHOro Tpanckpumra p210 (b3a2/b2a2).

CTabWibHBIN TTyOOKUIE MOJIEKYASIPHBbIVi OTBeT (He MeHee MO4;
BCR-ABL <0,01 % 1o IS) Ha npoTs>keHUM KaK MUMHUMYM 2 JIeT, Ipu
3TOM 3a IO OO0 OTMEHbl, MOATBEePXIEeHHbI)I KaK MMHMMYM B 3
aHajaM3ax, B TOM 4uciae o0Osg3aTeJlbHO B  JlabopaTopuu,
CTaHAAPTU3UPOBAHHON 10 IS C UYBCTBUTENIBHOCTHIO He MeHee
MO4,5.

e BO3MOXHOCTb IPOBEAEHUS MOJIEKYJISIPHOTO MOHUTOPUHIA IIOCTIe
TpeKkpallleHus Tepanuy B jabopaTopuu, CTaHAAPTU3UPOBAHHO 10
IS (uyBcTBUTeNbHOCTH He MeHee MO4,5), Cc KpaTHOCTbIO
eXXeMeCsIUHO B TiepBble 6 MecsileB HabMoaeHns, KaxKable 2 Mecsiia
B Iepuop OT 6 MecsleB OO roja U Jajee Kaxkable 3 mecsla B
repuog rmocie roga ormeHsl UTK.

e Hanuume BO3MOKHOCTM BO30OHOBJIEHUSI Tepanuyu B TeuyeHUe

Mecslia B (Jiyyae MOJIEKY/ISIPHOTO peluauBa (OOHOKpaTHas oreps

BMO/ BCR-ABL >0,1% mo IS, He TpebyeT MOBTOPHOTO aHa/iM3a IJIs

TOATBEP)KAEHMSI) II0C/Ie OTMEHBbI Tepanuyu U TPOIAOIKEeHUS

MOJIEKY/JIIPHOTO  MOHUTOPMHIA Kaxkable Tpu Mecsua [0

BOCCTaHOBJIeHMS ITyookoro MO 1mocjie BO300HOB/IEHMS JIeUeHMsI.

HaoOnoaenus nanmueHToB ¢ XMJI B MOJIEKY/ISIPHOV peMuccum 6e3
Tepanuu UTK B yCI10BUSIX KIMHUUYECKONM MIPAKTUKM He IIOKa3aHo:

e Jlanmentam monoxe 18 neT

e [lanmeHntam ¢ @A mnu BK B aHaMHe3e

e [Ipu oO1Ieit AIUTEIbHOCTM Tepanuyu MeHee 3 jieT

e IIpu obmeit gaurenbHOCTU ITy60Koro MO MeHee 2 jieT

e OTCYyTCTBME MOATBEPXKAEHHOr0 KOJMYeCTBeHHBIM IILIP TUnmuHoro
TpaHckpumnita p210 (b3a2/b2a2) wiM HaauuMe aATUIMUUYHBIX
TpaHckpunToB pl190 (ela2) mnum p230 (c3a2).

e OTcyTCcTBUE BO3MOKHOCTU MIPOBeJeHMS pPerynasspHOro
MOJIEKYJISIDHOTO MOHUTOPUMHIA TIIOC/Ie IIpeKpallleHus Teparuu B
nabopaTopum, CTaHIAPTU3MPOBAHHOI 10 IS (UyBCTBUTEIBHOCTD He
MeHee MO4,5).



@DakTOpbl COXpPAaHEHUSI PEMUCCUU U CeJeKUMsl MalMeHTOB /IS
npekpamenus tepanuu UTK

BnarornpusTHeie (QaKTOpbl, CBUIETEIbCTBYIOII/E O BO3MOXHOCTU
noagepxkanus PBJI B HacTosliee BpeMs SBJSIOTCS MpeaMeTOM [Jisl
obcyxkmeHMsl. B OONMbIIMHCTBE MCC/IeAOBaHMIA MMOKa3aHO, 4TO Oojee
OJUTEIbHBINA CPOK JieueHus u/wiam mryookoro MO accoummupoBaH C
6oblIIei BEPOSITHOCTBIO MO SepsKaHUs PBJI [92,94].
[IpoTuBOpeuMBbie JaHHbIE ITOyYeHbl B OTHOLIEHUM TakKMUX (PaKTOpOB,
KaK: pes3suCTeHTHOCTb K IpenuiectByollein tepanuu MTK, BbicOKas
rpymma pucka mo Sokal, Bo3pacT, rimy6MHa MOJEKY/ISIPHOTO OTBeTa
nepen ormeHon UTK, a Takke mokonenue MTK B mepBoit AvHUMU
tepanuu  [92,94-97]. TlpucytcTBue TexX MUAM WHBIX (HAKTOPOB B
HacTosilee  BpeMs  pacCMaTpUBAETCd  KaK  OTHOCUTEIbHOeE
MpOoTHBOIIOKa3aHue K mornbiTKe PBJI. CiegyeT u36eraTb 006001eHNS
IIPOTHOCTMYECKOI II€HHOCTM KaKoro-jimbo opHoro ¢axkrtopa U B
KaXIOM CJIydyae OLIEHMBATh PUCK U IMOJIb3Y MpeKpallleHus Tepanun y
KOHKPETHOTO MallieHTa [0 COBOKYITHOCTU BCeX JaHHbIX.



Kpurepumn orieHKM KayecTBa

MeIUIIMTHCKOM IMOMOIIM

KpuTepuu kayecTBa

YpoBeHb
ybeaurenn-
HOCTM
peko-
MeHaauumn

YpoBeHb
AOCTOBEPHO-
CTU pAokasa-
TenbCcTB

BbinonHeHO noAaTBepXAeHMe AuarHo3a CTaHAapTHbIM
LUMTOreHeTUYECKMM NUCcnenoBaHMEM KOCTHOro mMo3ra u/
WM nccnefoBaHMEM KOCTHOro mosra metoaom FISH
0151 BbIABNEHNA XMMepHoro reHa BCR-ABL

C

BbiMosIHEHO  MNOATBEpPXAEHWE AuMarHo3a AaHHbIMU
MOJIEKY/IAPHO-TEHETUYECKOIO nccnenoBaHus C
onpeaeneHveM Tuna TpaHckpunta BCR-ABL

MposeaeHa  TapreTHas
TUPO3UHKNHA3 1-I NUHUK

Tepanus  UHrMé6uTOopamm

MpoBeneHa oueHkKa 3 PeKTUBHOCTHU Tepanuu
MHrMbuTOopamMmn TUPO3UHKMHA3 1OA JIMHUM METOAOM
CTaHAApTHOr0  UMTOreHeTUM4Yeckoro  uccneaoBaHus
KOCTHOro Mo3ra Wu/wam MOoneKynspHO-reHeTU4Yeckoro
nccnefoBaHUa € KOJIMYECTBEHHbLIM — OnpefeneHneM
OTHOCUTENBHOW 3Kcnpeccun TpaHckpunta BCR-ABL Ha
cpoke 3, 6, 12 mecsiueB Tepanunm n 4yepes Kaxable 6
MecsleB Mocne roja Tepanuu COrlacHO cXxeme
MOHUTOPUHIa 3¢ heKTUBHOCTH

1 NUHWUKU Tepanuun

MpoBeaeHa cMeHa Tepanun 1 AUHUKM (MHTMBUTOpPaMM
TUPO3MHKMHA3) Ha npenapatbl 2 JIMHUM  NpU
BbISIBIEHUWN Heyaauu Tepanuum Ha nwboM cpoke
neyeHus cornacHo cxeme MOHUTOpPUHIra
3(pheKTUBHOCTM M KpUTEepuUeB OTBETa, Ha Tepanuto
UTK 1-14 nnHUN

MNMpoBeaeHa oueHka 3 PeKTUBHOCTH Tepanuu
MHIMBUTOpPaMN TUPO3MHKUHA3 2- JINHUW MEeTOAOM
CTaHAApTHOro0  LMTOreHeTMYyeckoro  WuccnenoBaHus
KOCTHOFO MO3ra W/WUAuv MONEeKYyNsapHO-reHeTUu4ecKoro
ncecneaoBaHUa € KOJIMYECTBEHHbLIM - ONpefeneHneM
OTHOCUTENbHOM aKcnpeccmn TpaHckpunta BCR-ABL Ha
cpoke 3, 6, 12 MecsueB Tepanun M 4yepes Kaxable 6
MecsueB Mocne roga Tepanuu COMNacHO Cxeme
MOHUTOPUHra 3pdOEKTUBHOCTN 2 IMHUM Tepanuum

MNpoBegeHa cMeHa Tepanuu 2-N AMHUU MHITMBUTOpamMmn
TUPO3MHKMHA3 Ha npenapatbl 3-W  AWHUM  NpwU
BbIIBIEHWN Heydauu Tepanun Ha nwboMm cpoke
neyeHus cornacHo cxeme MOHUTOpPUHra
3 PEeKTUBHOCTM 1 KpuTepues oTeeTa Ha Tepanuio NTK
2- ANHUK Tepanuu

BbinonHeHo MOSIEKY A PHO-TeHeTUYecKoe
nccneaoBaHMe TO4YeuHbIX MyTauui reHa BCR-ABL B
c/lyyae BbISIBIEHMSI Heygaun Tepanun 1 unu 2 nnHumM
Ha nwboM Cpoke fledyeHUss  COrNacHO  cxeme
MOHUTOPUHra 3cOEKTUBHOCTM U KPpUTEPMEB OTBETA Ha
Tepanuio UTK
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IIpunokenmne A2. Metomosmorus
pa3spadOTKMU KIMHUUYECKUX
peKoOMeHaal i

IHeneBas ayauTropus KIMHUYECKUX peKoOMeHJalun:
CIIeLIMaJINCThI, MMEIOIIMe BBICIIee MeIUIIMHCKOe oOpa3oBaHMe II0
C/IeYIOLIM CIIeMaIbHOCTSIM

. Bpaun-remaronoru.
. Bpaun-onkonoru.
. Bpaun-TepamnesBThl.

1
2
3
4. Bpaun — aKkyliepbI-Tr’MHEKOIOT .
5. Bpauu o6111ei1 MpaKTUKN.

6. Bpaun — knuHu4eckue ¢hapMaKooru.
7

. CTy,HeHTbI MEINIMHCKUX BY30B, OPAMHATOPLI U aCIIMPAHTHI.

B [aHHBIX KIMHMYECKMX  pPEKOMEHIalMsIX BCe  CBeIeHUs
pamKMpPOBaHbI II0 YPOBHIO ITOCTOBEPHOCTM (IOKa3aTeIbHOCTU) B
3aBUCMMOCTY OT KOJIMYECTBA M KayecTBa MCC/IeOBAaHMIA 10 JaHHOIA
npobneme.

MeTozbl, MCII0JIb30BAaHHbIE /IS COOPa/CeTeKIIN I0KAa3aTeIbCTB:
- TIOVICK B 3JIEKTPOHHBIX 0a3axX JaHHbIX;

- aHaJAM3 COBPEMEHHBIX HAyYHBbIX pa3pabOTOK MO IIpobiieMe paka
nuieBona B PO u 3a pybexkom;

- 000011eHMEe ITPAKTUYECKOTO OIbITA POCCUIMCKUX U 3apyOEsKHBIX
CIIeLMaIVCTOB.

Inst oueHk ypoBHA YYP u VI M0 Kaxkaomy Te3ucCy-peKoMeHaalumn
BBITIOJIHEH OTOEeIbHBbIN CUCTEeMaTUUYeCKMii 0030p [A0Ka3aTeJIbCTB
3 PeKkTUBHOCTHU /WU 6e30MacHOCTH MeOULIMTHCKOT'O
BMellaTelbCTBA, BKIOYAKOIIVI C/IeayIole STallbl:

1. OmpeneneHue KpuUTepMeB IIOMCKa M OTOOpa MyOGAMKaALMiZ O
KiMHnyecknx  ucoiegoBanusax  (KW)  sddekTtuBHOCTM — M/Uan
6e30IacHOCTY MeAUIIMHCKOrO BMellaTeIbCTBa, ONMCAHHOTO B Te3uce-
peKOMeHIalN.

2. CucremaTuyeckuii Touck u orbop ny6omukauuit o KU B
COOTBETCTBMUM C OIIpeleJIeHHbIMM paHee KPUTEePUSIMMA.



3. Onpenenenve VYOI wu VYYP Ha OCHOBaHMM pe3ylbTaTOB
CUCTeMaTUUeCcKOro Ioucka 1 oToopa myonnkainit o K.

MeToapbl, HUCII0/Ib30BaHHbIE AJIsL KauyecTBa nu CJIbI
AOKa3aTe/IbCTB.

e KOHCeHCyC 3KCIIepToB
e Ouenka YOI n YVP npoBOAUTCSI HA OCHOBAHMM €OUHBIX IIKaJl,
TpeCcTaBJIeHHbIX B (Ta6s. I11-3).

Tao6muma II1. Illkama omeHku ypoBHeit VY [js MeTOIOB
OIMArHOCTUKM (AMarHOCTMYECKMX BMEIIaTe/IbCTB)

yaa PacwuundpoBka

1 CucteMaTmyeckme 0630pbl NCCcnenoBaHUii C KOHTPONEM pedepeHCHbIM METOAOM
WM cucTeMaTMyeckmin 0630p paHAOMU3MPOBAHHbLIX  KJIMHUYECKMX  UMCCneaoBaHWUi
C NPMMEHeHMeM MeTa-aHanmsa

2 OTaenbHble WCCNefoBaHUS C  KOHTponeM pedepeHCHbIM MeTOAOM UMM OTAENbHble
paHAOMM3MPOBAHHbIE  KIMHWYECKME UCCNefoBaHWs W cucTematuyeckne  0630pbl
uccneaoBaHui nboro ausaliHa, 3a UCK/IUYEeHWEeM paHAOMU3UPOBAaHHbLIX KIIMHUYECKUX
nccnenoBaHui, C NpUMEHEHMEM MeTa-aHanusa

3 WccnepoBaHna 6e3 nocnefgoBaTesibHOrO  KOHTPOAs  pedepeHCHbIM  MeToAOM UM
uccneaoBaHMss € pedepeHCHbIM  MeTOAOM, He  SABASKWWMMCS  HEe3aBUCUMbIM
OT UccnegyemMoro MetToga MM HepaHAOMU3MPOBAHHbIE CPABHUTENbHbIE UCCeAOBaHus, B
TOM YMC/Ie KOrOpPTHblE UCCNef0BaHNS

4 HecpaBHUTENbHbIE NCCNEAOBaHUSA, ONUCAHUE KJIMHUYECKOro Cily4vas

5 NmeeTcs nuwb 060CHOBaHWE MexaHM3Ma AEeNCTBUS UM MHEHMne SKCNepToB

Ta6muma II2. Illkama oueHku ypoBHeit VY 1[js MeTOIOB
NpodWIaKTUKM, JiedeHus U peadbunutanuym (IpoPuiIakTUUeCcKuX,
neye6GHbIX, peabMIMUTAIIMOHHBIX BMEIIaTe/bCTB)

yan Pacwudcdposka

1 CuctemaTtnyeckuii o63op PKWM ¢ npumeHeHnem MeTa-aHanusa

2 OtpenbHble PKW un  cuctematmdeckme 0630pbl  mMccnepoBaHui  nwboro  ausanHa,
3a ucknwdeHmnem PKW, ¢ npuMmeHeHMeM MeTa-aHanmsa

3 HepaHAOMU3NPOBaHHbIE CPABHUTENbHbIE UCCNIEA0BAHUS, B T.4. KOrOPTHbIE UCCIEA0BAHUS

4 HecpaBHWTENbHbIE UCCNIEA0BAHUS, OMMCAHUE KIMHUYECKOro Cly4Yast UM CEPUM CIyyaes,
NCCNeaoBaHUsl «CyyYan—KOHTPONb»

5 MmeeTca nuwb obocHOBaHMe MexaHu3Ma AEeWCTBUMS BMelwaTenbCTBa (LI,OKJ'IVIHMLIECKVIG
MCCJ'IELI,OBaHMFI) NN MHEHNE SKCNEPTOB

Ta6muma II3. Illkama oueHku ypoBHeir VYVYP g1 MeTOmoB
NMpOoPUIaKTUKY,  OUATHOCTUKM, JIeYeHUSI U peadbuamTaLum
(mpoduakTUUeCKuX, IMarHOCTUYECKUX, JIe4eOHbIX,
peadouIUTALMIOHHBIX BMEIIIaTe/IbCTB)

YYP Pacwudcdposka




A CunbHas pekoMeHgauus (BCe paccMaTpuBaeMble KpuTepum 3PPeKTUBHOCTHU
(ncxopbl)  SBASIIOTCS  BaXHbIMWM,  BCE  UCCNeAOBaHWS  UMEKT  BbICOKOE
WAW  yAOBNETBOPUTENIbHOE  METOAOJSIorMYeckoe  KaudecTso, UX  BbIBOAbI
Mo UHTEPECYOLUMM UCXOAaM SIBASIIOTCS COrlacoBaHHbIMU)

B YcnoBHas pekoMeHzauus (He Bce paccMaTpuBaeMble KpuTepun 3hbeKTUBHOCTU
(Mcxodbl) SBASAOTCA BaXHbIMW, He BCE WCC/EAOBaHWS MMEKT BbICOKOE WM
YOOBNETBOPUTENIbHOE  METOA0JIONMYECKOe KayecTBO W/WAM  UX  BbiBOAbI MO
MHTEPECYIOLUMM UCXOAaM He SIBASIIOTCS COrlacoBaHHbIMMU)

C Cnabas pekoMeHpgauusi (OTCYTCTBME AOKa3aTesbCTB Haasiexallero KayecrBa; BcCe
paccMaTpuBaeMble Kputepun 3h@eKTUBHOCTU (MCXOAbl) HE SABASOTCS BaXHbIMMU,
BCE UCCNefoBaHNUS UMEIOT HU3KOE MeTOoA00rM4Yeckoe KauecTBo

M UX BbIBOAbI MO MHTEPECYOWMM NCXO0AAM He SIBASIIOTCS COrlacoBaHHbIMU)

VHaMKAaTOpPbl AOOPOKAUECTBEHHOV K/IMHUYECKON IPaAKTUKU
(Good Practice Points — GPPs):

JlobpokauecTBeHHasT MpaKTMKa PEKOMEeHIAllMii OCHOBBIBAETCS Ha
KBanUUKaIUM U KIMHUUECKOM OIbITE aBTOPCKOT'O KOJIJIEKTUBA.

MeTonpbi, VICII0JIb30BaHHbIE IJIST dbopmynupoBaHusa
peKoOMeHalMii: KOHCeHCYC 9KCIIepPTOB.

JKOHOMMUECKMII aHa/M3: aHa/liM3 CTOMMOCTM He MIPOBOAMIICS,
IyouKauyy mo ¢papMakoIKOHOMMKE He aHa/IM3UPOBAINCh.

MeTon, Baauau3any peKOMeHJaluii:

e BHelIHss JKCIIepTHAas OLl€HKa
hd BHYTpeHHHH SKCITepTHa4d OILl€HKa

OnmcaHye MeToAa BaJIMAM3alM PeKOMeHJaImii:

Hacrosiiime peKOMeHOalunmn B Hpe,ILBapI/ITe)'IbHOfI BepCcumn
peneH3MpPOBaHbl HE3AaBUCUMMbIMM JKCIIEPpTaMM, KOTOpPbI€ IIOIIPOCUIN
IIPOKOMMEHTHMPOBATDL IIpeXde BCEro, HACKOJIbKO MHTepIIpeTannsd
JOKa3aTeJ/IbCTB, JeXalllnX B OCHOBE peKOMeH,ZLaLlI/IIZ, OJOCTVYITHa OJId
ITIOHMMaHM4I.

[TomyyeHbl KOMMEHTApUM CO CTOPOHBLI Bpayel-IeTCKUX OHKOJIOTOB
IIePBMYHOIO 3B€HA B OTHOIIEHMM HJOXOOUYMBOCTM  WU3JIOKEHUS
PEeKOMEeHIALMI U UX OLeHKM BaKHOCTM PeKOMeHJalMii Kak pabouyero
MHCTPYMEHTA IMOBCeAHEBHOM MPAKTUKMN.

KoMmMeHTapuu, MTOTy4YeHHbIe oT 9KCIIePTOB, TIIATeIbHO
CUCTEMATU3UPOBAINCh M OOCYXKHAMNUCh IIpeacedaTeieM M UYJeHaAMMU
paboueil rTpymnmbl. Kaxkmplii MOYHKT OOCYXEAACS ¥ BHOCKMBIE B
pe3yabTaTe 3TOr0 M3MEHEHMS] B PeKOMEHIAIlMM PermcTPUpPOBAIACH.
Ecin ke M3MeHeHUsI He BHOCWIMCh, TO PETMCTPUPOBATIMCH TPUUMHBI
OTKa3a OT BHECEHUS M3MEHEeHMIA.



KoHCcynbTammm ¥ 3KCIIepTHAas OLleHKA: TMPOEKT peKOMeHOalni
pelleH3MpPOBaH TakKXe He3aBUCUMBbIMMU  SKCIepTaMi, KOTOPBIX
MIONPOCUJIM TIPOKOMMEHTUPOBATh IpekKae BCero MIOXOAUMBOCTb U
TOYHOCTb MHTEpHpeTaluu AoKasaTeJlbHOM 0a3bl, Jiexalllelli B OCHOBE
peKoOMeHaluiA.

JIJIST OKOHYATENbHOM pemaKuyu M KOHTPOJISI KauecTBa peKOMeHIallun
MTOBTOPHO MpPOAHAJIM3UPOBAHbI WieHaMM paboueil IPyIIbl, KOTOpPbIe
MPUIIUTM K 3aK/IIOUeHMuIo, UYTO BCe 3aMedyaHMs M KOMMeHTapuu
9KCIIePTOB IPUHSITHI BO BHMMaHME, PUCK CUCTEMATUUYECKUX OIMIMOOK
IIpy pa3paboTKe peKoMeHIaluii cBeAeH K MUHUMYMY.

ITopssmOK 0OHOBJIEHUS KIVMHUYECKUX PeKOMEeHIalMii

MexaHu3M OOHOBJIEHUS KJIMHUYECKUX peKoMeHIaL i
rpenycMaTpMBaeT MX CUCTEMaTUYECKYI0 aKTyaJIM3alyi0 — He pexe
yem 1 pa3 B 3 roma, a TakKe IIpU IIOSIBJIEHMM HOBBIX JTaHHBIX C
MO3ULIMM [TOKA3aTeJIbHOM MeOUIMHBLI 10 BOIPOCaM IMArHOCTUKM,
JleueHus, IPOPUIAKTUKIA " peadbuIMTaALN KOHKPETHbIX
3a00jieBaHMIi, HaJIM4YMM OOOCHOBAHHBIX IOIIOJHEHMII/3aMeuaHmnii K
paHee yTBepkIeHHbIM KP, HO He yaiie 1 pa3a B 6 MecCs1€eB.

PemteHne 06 o6HOBAeHMM mnpuHMMaer M3 P® Ha ocHoOBe
TIpeIJIOKeH U, MpeICTaBJIeHHbIX MeAUIIMHCKUMY HEKOMMepUYeCKUMU
npodeccuoHaTbHbIMM OpraHu3aIusIMN. CdopmupoBaHHbIE
TIpeIoskKeHMsT AO/KHBI YUMTHIBATH Pe3Y/IbTaThl KOMILIEKCHOM OI@HKMU
JleKapCTBEeHHBbIX TIperapaToB, MeOUIIMHCKUX WU3Oeanuit, a TaKxke
pe3yabTaThl KIMHNYECKO arpobalin.



IIpunoxeuue A3. CBsI3aHHBIE
OOKYMEHTBI

IJaHHbIE KJIMHUYECKUE peKoOMeHOalunumn p8.3pa6OTaHbI C yueToMm
a1eayrmnx HOpMaTMBHO-IIPAaBOBbIX JOKYMEHTOB!

1. ITpukas MwuusgpaBa Poccum ot 10 ampens 2017 r. N 203 H «O06
VTBEPXKIEHUM KPUTEpPUEB OLeHKM KayecTBa MeOULMHCKOI
TTIOMOIIV».

2. IIpuka3 MwunsapaBa Poccun ot 15 HOs1I6pst 2012 r. N 930H «06
yTBepkaeHun Ilopsimika oOKa3aHUSI MEeOUIIMHCKONM  MOMOIIU
HaceJIeHUIO 110 MPOQUIIIO «FeMaTOIOTUS».

AKTyajibHble  MHCTPYKUMM K  JIeKApCTBEHHBIM  IIpelapaTam,
VIIOMMHAEMbIM B HAHHBIX KIMHUUYECKUX PEeKOMEeHIAIMSIX, MOXHO
HaliTu Ha caiiTe http://grls.rosminzdrav.ru.



IIpunokenue b. AIropmuTMsl
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ITpunoskenue B. Undopmanmsa nisa
IManyieHTOB

Cny6okoyBakaeMblii ... !

YV Bac BbIIBJI€HO 3abojieBaHMe — XPOHMYECKUI Muesnoneiikos. ITpu
pasButuu XMJI BO3HMKAeT KJIOH JIEMKO3HbIX KJIETOK, KOTOPBIN
BBITECHSIET KJIIETKM HOPMAa/JIbHOI'O KPOBETBOPEHUSI B KOCTHOM MO3re.
Jleliko3HbIE KJIETKM COmep>kaT MapKep 9TOro 3aboneBaHusT —
dunamenpduiickyto xpomocomy (Ph+) m/mnu tpanckpunt BCR-ABL.
IlaHHbIe  MapKepbl  BBISIBJISIOTCS  MPpU  LUTOr€HETUYECKOM
UCCIIeOBAHUM KOCTHOTO MO3Ta WM MOJIEeKYASIPHO-TeHeTUYeCKOM
ucciaenoBauuu nepudepuueckoit Kposu. XMJI HepenKo BbISIBISETCS
Ipy CJIy4yalHOM aHa/iu3e KpOBU, U KIMHUYECKUE CUMIITOMBI
3a060/1eBaHMsI Ha MOMEHT €ro AMarHOCTUMKY MOTYT OTCYTCTBOBATb.
OmHako B cy4yae OTCYTCTBUS CIiellMbuIecKoro jeueHus: Hen30esKkHO
TIPOUCXOINUT MOCTEIIeHHAs ITporpeccus 3a60eBaHMsI.

Ons  jmedyeHus mnauyeHToB ¢ XMJI mNpMMeHSIOT COBPEMEHHYIO
IleJIeHAIlpaBJIeHHYI0  Tepamuio —  [pemnapaTbl  MHTUMOUTOPBI
Tupo3uHkuHas (MTK), uTo I103BojsSeT OOUTHCS 3HAUUTETbHOTO
YMEHBIIIeHUST  4YMcjia  JIEMKO3HbIX  KJIeTOK UM OmpenesnseT
O/IarONIpUSITHBINA  JOJATOBPEMEHHBII IMpPOrHo3 3abojeBaHyus. B
HacTosiee BpeMst B Poccuiickoit @egepaliviv JOCTYITHBI MHTUOUTOPHI
TUPO3UHKMHA3 1 u 2 T1oKojeHusi. Boibop mpemnaparta mst Baiero
JIeUeHUs] Teparmy OCYIIEeCTB/sIETCS ¢ yueToM ¢a3bl 3aboeBaHMs,
COMYTCTBYIOIEN MMaToMOrMu U mobouHbix 3ddektoB Kaskgoro UTK, B
COOTBETCTBUM C COBPEMEHHBIMM peKOMeHIauusIMu 1o Tepanuu XMJI.
B 6onbimHCcTBe crydyaeB XMJI BbISIB/IsIeTCST B XpoHMUUecKoit ase (XD),
M JiedeHue TIpoBOAMTCS amoOynaTopHo. OmHAKO IIpPU HATUIUU
IOKa3aHMI MOXeT OCYIEeCTBJISITbCS TOCIIUTAIU3ALIS.

OcHoBHOI puHIMN Tepanuy XMJI — MHOYKUMS OTBeTa Ha JieueHue U
IoJaB/eHMe KJIOHa jelikeMmueckux Ph+ KaeTok ¢ 1ebl0 CHUKeHUS
pucka mporpeccuu 3abosieBaHMs. Pe3ynbTaTbl TOJBKO OOIIEro
aHa/iM3a KpPOBU TIOC/Ie MOOCTUKEHUS TIIOJIHOM TI'eMaTOJIOTMUYeCKOM
peMUCCUM He SIBJISIOTCS JOCTaTOYHO MH(MOPMATUBHBIMU IS OLI€EHKU
oTBeTta Ha Tepamuioo. OCHOBHBIMM METOHAMM OLIEHKM OObeMa
JIEIKO3HOTO  KJIOHAa M  IapamMeTpaMyu,  XapaKTepU3YIOIIVMU
s dexTuBHOCTh Tepanuu npu XMJI, IBASIOTCS LUTOTeHeTHUUeCcKue "
MOJIEKYJISIDHO-T€HETUYECKMEe METOIbI MCC/IeJOBaHMS



KintoueBsim mpu XMJI gBjisieTcsI CBOeBpeMeHHOe IlepeKIlueHNre Ha
6omee sddexTMBHBIE IpernapaThl IIPM Heymaue Tepamnuyu IIepBOit
JIMHUU U CBOEBPEMEHHOE pellleHle BOIpPOoCca BOIPOC O BBINIOJTHEHUNU
QJUIOTEHHOM TpaHCIUIAHTALMM KPOBETBOPHBIX KJIETOK KOCTHOTO
Mo3ra. s TOoro 4ToObl ONpeneanThb IMOKa3aHMs K IPOIOIKEeHUIO
JleUeHUST WIM K CMeHe Tepamnuu, OTBeT Ha JjeueHue npu XMJI
OIpenessioT, Kak OITUMAaJIbHbINI, Heyaaua Win npenynpexaeHne. Ha
KaXXZIOM CpOKe HaOJIoleHUsI CYIIeCTBYIOT CBOM KPUTEpUU MJIST ITUX
onpeeeHui.

OnTuMasbHbIM OTBETOM Ha JiedeHue npu XMJI cuMTalT: CHUKeHMe
ypoBHs TpaHckpurita BCR-ABL <10 % 4yepe3 3 mecsna, <1 % uepes 6
mecsaueB u <0,1 % 4depe3 12 mecsiieB JieueHMs, a TAK)Ke YaCTUUYHBIN
uuroreHetuueckuii orBet (Ph+ <35 %) uepes 3 mecsinia Tepanuu u
MOMHBINA uuTOoreHetTudeckuii orset (IIIO) K 6 MecsuaM Teparuu.
OnTMMasbHbBIiI OTBET TMpPU XOpPOIlleil IepeHOCUMMOCTU JieueHMs,
CBUIETEIbCTBYET O OJaromnpusITHOM IIPOTHO3€ ¥ IJIMTE/IbHOM
BbDKMBAeMOCTHU 6e3 rporpeccupoBanusi. [Ipy onTMasibHOM OTBETE U
OIUTeIbHOM BbDKMBAeMOCTM 6e3 IporpeccupoBaHms, Teparust OymeT
MIPOAO/IKEHA B ITPESKHEM PEKMME.

Heypaua Tepamum IMpenriosiaraeT ITOBBIIIEHHBIN PUCK IIPOrpeccun
3a060/ieBaHMSI UM SBJSETCSI OCHOBOV [JIs OOCYKIeHMs BOIlpoca O
11eJieco00pa3sHOCTM M3MeHeHMs1 Tepanuu. [Ipu Heymaue Tepanuu B
IIepPBYIO OUepenb HEOOXOAMMO OLIEHUTh IIPUBEPKEHHOCTD MaIMeHTa K
JIeYeHUI0, T.e. PEeryJsIpHOCTh Iipuema Iipernapara. Kpurepusmu
Heymauyu Tepamnuu SIBASIIOTCS: ypoBeHb BCR-ABL >10%, Ph+ >95% u
OTCYTCTBME TeMaTOJIOTMYeCKOTO OTBeTa 4yepe3 3 mecsna; BCR-ABL
>10%, Ph+ >35% uepes 6 mecsiieB; BCR-ABL >1%, Ph+ >0% uepe3 12
MecsieB. PakTopaMy pUcCKa HeyIauy Ha 3 Mecsiia Teparmu SIBJsieTCs
ypoBeHb BCR-ABL> 10%, Ph+ >65%. Eci HegoCTaTOUYHbBIN OTBET He
CBSI3aH C HapylIeHueM IpueMa IpernapaTa OyayT IIPOBOANUTCS aHAINU3
myTauuii reHa BCR-ABL. Tlpu Tepanuu UMaTUHMOOM OymeT
BBITIOJTHEHO TIlepekmodyeHue Ha MWTK2 nmbo IMOBbIIIeHME O03bl
umatuHnb6a. Bpibop UWTK mnpu u3MeHeHUM JieueHUs OymeT
OCYIIECTBJISITbCSI C YYE€TOM COITYTCTBYIOIIEH IaTOMOTUM, TOOOUHBIX
s dekToB 1 aHanmu3a myrtanuiit BCR-ABL.

K kareropmm mpenynpexaeHuss OTHOCSITCS  ITPOMEXKYTOUYHbIE
3HaUeHMs OTBeTOB. [Ipu HaAMuMy HeOJAronpUsITHbIX (PAKTOPOB U
BBICOKOM TpPYIIIIbI pUCKa, MOJaS OTOM KaTeropuy MNaluMeHTOB
paccMaTpPUBAIOT yBe/inyeHue no3sl nan 3ameny UTK.



Takum o60pa3oM, 3DGeKTMBHOCTL Tepanuu y Bac miaHupyeTcs
OLlIeHMBATb yepe3 3, 6 U 12 MmecsaueB ot Hauana jgeueHuss UTK. B satu
CPOKM 3aIlJIaHMPOBAHO BBINIOJIHEHME MYHKIMM KOCTHOTO MO3ra,
LIUTOTEHETUYECKOE UM MOJIEKY/ISIPDHO-TeHeTUUYeCKoe MuCCaeqoBaHue.
[Tocne poctmwkenns IO 1o pesyapTaTam UUTOTE€HETUUYECKOTO
uccaenoBaHus (Ipu OTCYTCTBUM Ph-1onoXuTenbHbIX KIE€TOK) OTBET
Ha jieueHue OyIeT OLeHMBATHCS TOJIBKO MOJIEKYISIPHO-TeHETUUECKIM
MeTOIOM, TakK KaK OH MMeeT OOJbIllyl0 UyBCTBUTE/NbHOCTb. bymer
peryasipHO  OCYILECTBJISThCSI 3a00p mepudepuyeckoit KpoBU U
onpeneneHne OTHOCUTeNbHOM 3Kcripeccun BCR-ABL, a NOyHKUMS
KOCTHOT'O MO3ra OyZeT BBIIOJHSITHCS TOIBKO B OCOOBIX KIMHUUECKUX
CUTYyaLMSIX 10 pellleHUI0 Balllero Bpayva.

Ha KaXgoM Bu3UTE K Bpauy IPegyCMOTPEHO OI€HMBATh
nmepeHocumoctb Teparmuu WTK, 1o pesyinbrataM Gecegbl C
MalyeHToM, (U3MKAJIbHOTO OCMOTpa M  OLIEHKM  KIMHUKO-
J1a60pPaTOPHBIX TapaMeTpOB: o6111ero aHammM3a KPOBH,
OMOXMMMYECKOTO aHalam3a KpoBU. B cioyyae BO3HUKHOBEHMUS
TOKCUMYHOCTM OYAyT [OaHbl OOIOJHUTEJIbHbIE PEeKOMEHIAINM, C
y4eTOM CTeNeHel TOKCMYHOCTU U ee IJINTeTbHOCTH.

B Hacrosimee BpeMsi XMJI OTHOCUTCSI K TeM 3a00/1eBaHMSIM, KOTOpPbIe
XOpOIIO KOHTpOAuUpyrTcss ¢ nomolnbio Tepanuu UTK. IlonyyeHue
rTy60KOM pemuccuu 3abojeBaHMS — TaK HA3bIBAeMOTrO IIYOOKOTO
MOJIEKYJISIDHOI'O OTBeTa, NPy KOTOPOM YpOBeHb 3KcIipeccun BCR-ABL
He oIlpenessieTcsl, MOXKET ObITh KOHCTAaTMPOBAHO IMOC/IE HECKOJbKUX
net Tepanuu. OgQHAKO Jaske MPU ITyODOKOM MOJIEKY/ISIPHOM OTBeTe, 110
COBpPEeMEHHBbIM pPeKOMEeHIAlMsIM, [IOKa3aHO IIPOJO/IKeHMe JieueHUS
WNTK B MOCTOSSHHOM peXuMe, TaK KaK Jajke MUHMMAaJIbHbI 00bem
OITyXO0JIEBOTO KJIOHA MOXET CTaTh MCTOYHMKOM peluauBa IIPU OTMEHeE
JIeueHus.

BakHO OTMeTUTb, UTO YyCIIeX JeueHMs] BO MHOTOM OyAeT 3aBUCETb OT
Bameii IIPUBEPKEHHOCTU Tepanmun - T.e. CemoBaHUS
peKOMeHIaLMsAM CIelMaanucTa U MOCTOSHHOMY IIpMeMy IpernapaTos C
YY4eTOM TOIO, UTO JieueHue OymeT IMMPOBOAUTHCS Ha MPOTDKEeHUM psiia
jJeT.  YuuThiBasg  OINTMMMUCTUYHBIE  pe3yJbTaTbl  OJUTEIbHOI
BBDKMBAEMOCTM TaiueHTOB (12-7eTHss1 oO6iasi BbDKMBAeMOCTh [0
85 %), CyLIeCTByeT peasibHas TepCrieKTuBa ob1eii
MIPOIO/IKUTENbHOCTY XMU3HM, COMOCTAaBMMOI C TAKOBOM B OOBIYHOM
TIOTTYJISILIVA.



B cry4dae pa3BUTUS PEe3UCTEHTHOCTU 3abojieBaHMsI,
HEUYBCTBUTEJILHOCTU K MPOBOAMMOMY JIEUEHUI0, HellepeHOCUMOCTU
JeueHusi, OymyT MPMUHSATBI BCe Mepbl IO BbIOOPY HajbHEHIIeN
OINTMMAJIBHOM TaKTuKe Barero BemeHusi. Habmomatomuye Bac Bpaun
BCerga TOTOBbI OKa3aTb BaM KOHCY/JIbTaTMBHYIO U JieueOHO-
IVMArHOCTUYECKYIO TOA e PXKKY.

PekoMeHAaLIMM OPU _OCIOKHEHUAX XMMMUOTEPANUU — CBSI3aThCS
C_BpavyoM-OHKOJIOTOM!

1) IIpu nnoBbILIeHUN TeMmIepaTypsl Tena 38 °C u BbIlIe:

e HauaTh nmpuem aHTMOMOTMKOB 10 PEKOMEHAAlIUK Bpadya-0OHKOJI0ra

2) IIpu cromaTure:

e JlveTta — MexaHUUYECKOe, TePMUYECKOe IaKEeHUE;

e YacTroe 1o/iocKaHue MOJOCTU pTa (KaskOblil yac) — pomallka, Kopa
nyba, mandgeii, cMa3biBaTh POT O0OJENMMXOBbIM (II€PCUKOBBIM)
MacJIOM;

e (O6pabaThiBaTh MOJOCTb PTa 10 PEKOMEHAALIMM Bpaya-0HKOJIOTa .
3) IIpu ouapee:

e JlMeta - WCKIIOUUTh SKMPHOE, OCTPOe, KOITUEHOe, CJIAIKOe,
MOJIOYHOE, K/IeTUaTKY.
MOXXHO HEKMpPHOEe MSICO, MYyYHOE, KUCIOMOJIOYHOE, PUCOBBIN
otBap. OOMIbHOE TIUTHE;

e [IpMHMMATh OpemnapaThl 0 PeKOMeHIAlUM Bpauya-0HKOJIOra.

4) IIpu TomIHOTE:

HpI/IHI/IMaTb IIpEeIrapaThl 110 PEKOMEH AN BPpa4Yad-OHKOJIOT'ad



IIpunoskenue I'.

IIpunoxenue I'l. llIkana OLeHKM TSXKECTU COCTOSTHUSA
naumeHTa mo sepcuu BO3/ECOG

HasBaHue Ha pycckom s3bike: IlIkasa OLIEHKM TSKECTU COCTOSIHUS
nauyuenTa 1o sepcun BO3/ECOG.

OpuruHanpHoe HasBaHme: The Eastern Cooperative Oncology
Group/World Health Organization Performance Status (ECOG/WHO
PS).

HcTtouHuk (obuLManabHbIii CcalT pa3pabdOTUMKOB, ITyOJMKAIUSI C
BaJIMOALIMEN): https://ecogacrin.org/resources/ecog-performance-
status;

Oken M.M., Creech R.H., Tormey D.C. et al. Toxicity and response
criteria of the Eastern Cooperative Oncology Group. Am | Clin Oncol
1982;5(6):649-55 [98].

Twurm: mKaaa OoLeHKMN.

Ha3zHaueHue: ommcaTh ypoBeHb (GYHKIIMOHMPOBAHMS IalleHTa C
TOYKM 3PEHMSI er0 CIIOCOOHOCTM 3a60TUTHCSI O cebe, TOBCEeTHEBHOI
aKTUBHOCTU U (U3MUECKUX CIIOCOOHOCTE (X0mbba, paboTa 1 T.1.).

ComepskaHue (11a0JIOH):

Bann onucaHue

0 MauneHT NONHOCTbI aKTUBEH, CNOCOBEH BbINOMHATL BCE AENCTBUS, KaK U
no 3abonesaHms (90-100 % no wkane KapHOBCKOro)

1 MauneHT HecrnocobeH BbIMOMHATE TSHXKeNy paboTy, HO MOXET BbINOJHATb
NErkyl Wan cuaadyro (HanpuMmep, JNEerkyr AOMalHOW MWW KaHUENSPCKYto
paboTty, 70-80 % no wkane KapHOBCKOro)

2 MauneHT neuynTcs ambynaTopHO, cNocobeH K CaMOOBCNYyXNBAHWUID, HO HE MOXET
BbINONHATL paboTy. bonee 50 % BpeMeHM 60APCTBOBAHUSA NPOBOAUT aKTUBHO —
B BEPTMKaNbHOM nonoxeHnn (50-60 % no wkane KapHOBCKOro)

3 MaumeHT cnocobeH nuWb K OrpaHMYeHHOMY CaMoO0b6CNyXMBaHWIO, MPOBOAUT
B Kpecne wunm noctenn 6onee 50 % BpemeHn 6oapcTteoBaHus (30-40 % no
wkane KapHoBCKOro)

4 MHBanua, COBEPLIEHHO He CcnocobeH K C€aMOO6CNyXMBaHWMIO, MNPUKOBAH
K kpecny wnu noctenn (10-20 % no wkane KapHOBCKOro)

5 CmepTb

Kitou (MHTepripeTaliys): IpUBegeH B CAaMOi1 IIKaJie.



IIpunoxxenne I'2. llIkana KapHoBckoro

HasBaHue Ha pycckom s3bike: llIkana KapHOBCKOTO.
OpurunanbHoe Ha3BaHue: Karnofsky Performance Status.

Hctounnk (opuiMaabHbI CaiT pa3pabOTUMKOB, MyOIMKAILINUS C
Ba/Iumanmein):

Karnofsky D.A., Burchenal J.H. The clinical evaluation of
chemotherapeutic agents in cancer. In: MacLeod C. (ed.). Evaluation
of chemotherapeutic agents. New York: Columbia University Press;
1949:191-205 [99].

Tumn: 1mKasa OeHKN.

Ha3zHaueHue: omucaTh ypoBeHb GYHKIMOHMPOBAHMUS IMallMeHTa C
TOUYKM 3PEHMSI ero CIIOCOOHOCTM 3a60TUTHCSI O cebe, TTOBCeIHEBHOIM
aKTMBHOCTU U (U3NUECKUX CITIOCOOHOCTe (Xxoabba, paboTra u T.[I.).

ComepskaHue (11a6j10H):

LWWikana KapHoBckoro

100 - CocTosiHMe HOopManbHOE, Xanob HeT
90 - CnocobeH K HOpManbHOW AesATeNbHOCTW, WUMEKTCS He3HauuTenbHble CUMNTOMbl WU
npusHakn 3aboneBaHus

80 - HopmanbHasi akTMBHOCTb C YCU/IMEM, MUMEIOTCS HE3HAUUTESIbHbIE CUMMTOMbI UM MPU3HAKK
3abonesaHus

70 - O6cyxunBaer cebss caMoCTosITeNIbHO, He CnocobeH K HOopManbHOW AEATENbHOCTU WU
aKTMBHOM paboTe

60 - Hyxgaetcs nepuoanyecky B MOMOLLM, HO cnocobeH caM yaoBneTBopATb 6O/blUy0 YacTb
cBOMX noTpebHocCTeMn
50 - HyxxgaeTcsl B 3HAUNTESTIbHOW MOMOLLM U MEANLMHCKOM 06CYy)XMBaHUK

40 - MHBanua, HyXaaeTcs B cneumanbHOM NOMOLWM, B T.4. MEAULIMHCKOM

30 - Tshbkenass MHBANMAHOCTb, MOKasaHa rocnuTaansaums, 04AHAKO CMepTb HEMoCpPeACTBEHHO He
yrpoxxaeTt

20 - Tsxenbin 60nbHON. HeobxoanMbl rocnnuTanmsaunsa n akTUMBHOE /leYeHne

10 - YMupawowmi

0 - CmepTb

Kitou (MHTepIipeTalus): IpuBeLeH B CaMOi IIKaJle.

IIpunoxxenne I'3. Cricok nmpemnapaTros, Y KOTOPbIX
BO3MOXHO MeXXJIeKapCTBEeHHOe B3aMOIeViCTBUeE C
UTK

Hamnbonee 3HaUMMbIe MeXXJjIeKapCTBeHHbIe B3aMMOZENCTBUS
BO3MOXHbI Mexay UTK m mpemapatamu, YOJUHSIIOINMMU MHTEpPBaJ
QT (rabn. II14), a Takke TMpemnapaTaMy, KOTOpble SIBJSIIOTCS
cyobcTpaTtamu utoxpoma p450 (taba. I15) [43].



Taoanua I'3.1.

yOoauHsSoux uarepsaa QT

CnMcok TIpermapaToB WM TPyIIl IIpernaparos,

Fpynna npenapatoB HassaHuAa npenapaTtoB wau rpynn npenaparos

AHTUMapUTMnYeckue AmMunopapoH**, Cotanon**

MpoTmBoO3NUNEnTUYEeCcKme DeHNTONH**

AHTUAENnpeccaHTbl AMUTPUNTUIINH**, Lutanonpam, NMunpamnu**,
MapokceTnH**, CepTpanuH**

lMpoTuBoannepruyeckne cpeacrsea OndeHrnapamny**, NlopataguH**

OnypeTtukn MHpoanamupg**

BnokaTopbl KanbUMeBbIX KaHaNoB Hudeannuu**

MpoTMBOMMKPOBHbIE Makponuabl, ®TOPXUHOIOHbI

MpoTuBOONyxoneBble Mblwbsaka Tpuokecna, TaMokcugeH**

AHTUNCUXOTUYECKUNE XnoprnpomasumH**, KnosanuH, Oponepunpon**,
Fanonepungon**, Pucnepmaon**

FopMOHbI 3aaHel agonu rmnodursa OkTpeoTna**

Ta6muma I'3.2. Cnucok Haubosee BaKHBIX MHTUMOUTOPOB WIN

MHIYKTOPOB 1IuToxpoma P450

Ctumynsatopbl CYP3A4/5, UHruébutopsl CYP3A4/5, noBbiwarowme
CHMKawouime KoHueHTpauuo UTK B nnasme
KOHUueHTpauuio UTK
B Nnja3sMme
NIOKOKOPTUKOMADI AMMopapoH** N30oHnasmg**
"pn3eodynbBMH AHacTpo3on** NTpakoHason
JexkcameTasoH** A3NTPOMULIUH** KeTokoHaszon
DeHUTONR** KnaputpoMuumH** MeTpoHugason**
KapbamasenuH** KnoTtpumason MunkoHaszon
OkckapbazenunH** Lnknocnopmu** HopdnokcaunH
MporectepoH** [aHazon Omenpason**
PugabytnH** [ekcameTazoH** OKCUMKOHa30/
PupamnumumH Ovntnasem MapokceTnn**
CynbdagmMmanH Oucynbdupam XVHUWH
deHnnbyTasoH SpPUTPOMULMH CepTtuHpon**
PeHobapbutan** STMHUN3CTpaanon CepTpanuH**
ITOoCyKCMMnNA** dnyokceTuH** Bepanamun**

®nyBOKCaMMH

fectoneH

MpenndpyToBbIAN COK

IIpunoxenue I'4. Kpurepum TOKCMYHOCTHU

HaszBaHue Ha PYCCKOM SA3bIKE: KpMTepI/II/I TOKCUYHOCTU

HannoHanbHOro MHCTUTYTA paKa

OpurnHajbHoe Ha3BaHMe (ecau ecthb): National Cancer Institute
Common Toxicity Criteria

VicTouHMK (0(UIIMAJIbHBINA CAaliT pa3spadOTYMKOB, MYOJIMKALMS C
Ba/InaaIMen):
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm



Tumn: 1mKajaa OleHKNU

Hasnauenme: Kpurepun tokcuuHoct NCI CTCAE v5.0 momoraior
ONnpenennTb CTeleHb TOKCUMYHOCTM HeXKe/laTe/lbHOro SBJIEHUS, C
ornpeneneHus Tabmuue I4.1
MIpefiCTaB/I€Hbl KPUTEPUM reMaToJIOTMUEeCKO M HereMaToJI0TM4eCKOoin

IeJIbIo TAaKTUKU BedeHusl. B

TOKCUMYHOCTM, KOTOpasi MOkeT HabmogaThest pu Tepanuu UTK.

O11eHOUYHBI MHCTPYMEHT, COeprKaHue, KU (MHTepIipeTanus):
cM. Tabm. I'4.1

Tao6muua I'4.1. Kpurepun Tokenmunoctyt NCI CTCAE v5.0 (m36panHoe)

He>xena- CTterneHn TOKCUMYHOCTH

TeJ/IbHoe

sABJiIeHune

1 2 3 4

FEMATOJ/IOMMYECKASI TOKCMYHOCTb

[emo- HIMH* - 100 r/n 100 - 80 r/n 80 - 65 r/n XusHeyrpo-

rnobuH xarouwme
OCNOXHEHUS,
HeobxoauMa
HEeOT/TIOXXHasA
Tepanus

Neiikountsl | HMH - 3,0x0%n | 3,0-2.0x10%n | 2,0-1,0x10%n | <1,0x 109/n

HelTpo- HFH-1,5x0%n | 1,5-1,0x10%n | 1,0-0,5%x10%n | <0,5x 10%/n

dunbl

Tpom60- HTH - 759 - 50,0 x | 50, - 250 | <25,0x10%n

UnThbI 75,0 x 107/n 107/n x107/n

HIH — HWXHAS rpaHnua HOpMbI

NNABOPATOPHbBIE OTK/TOHEHWNA
LLlenoyHas BrH* — 2,5-5,0xBrH 5,0 - 20,0 x BrH >20,0 x Brd
docdaTasa 2,5 x BrH
Bunnpy6uH BrH - 1,5 x Brd 1,5-3,0xBrH 3,0-10,0 x BrH >10,0 x Br'H
ACT Br'H - 3,0 x Brd 3,0-5,0xBrH 5,0 - 20,0 x BrH >20.,0 x Br'H
ANT Br'H - 3,0 x BrH 3,0-5,0xBrH 5,0 - 20,0 x BrH >20,0 x Br'H
Jlnnasa Br’H - 1,5 x BrH 1,5-2,0xBrH 2,0-5,0xBrH >5,0 x Br'H
Mnep- YpoBeHb YpoBeHb MMKO3bI 13,9 - 27,8 >27,8 wMmMmonb/n,
rnmKkemMms rNFOKO3bl HaTtowak 8,9 - MMONb/AN, XXU3HeYyrpoxato-
HaTowak BIrH - 13,9 mmonb/n Heobxoanma e OC/IOXKHEHUS
8,9 Mmonb/n rocnutanmsauyms
*BI'H — BEpXHSASA rpaHMLa HOpPMbI
OTEKW (NEPUNOEPUYECKUE)
OTeku nuua JlokanunsoBaHHbIE YMepeHHble oTekun Tskenole oTeKku, -
oTeKkn nuua nvua, orpaHuymBalo-
orpaHuumBato- wme rnoBceaHeB-
lwne noBceaHEeB- HYI aKTUBHOCTb U
HYO aKTUBHOCTb CNocobHOCTb
K caMoobcnyxu-
BaHWIO




Heixena-

CTeneHn TOKCUYHOCTH

Te/IbHOEe
fABJIeHne
1 2 3 4
OTeku OTe4yHOCTb MM 3ameTHoe Tsxkenoie oTeKkM, -
Tynosuwa criaxuvBaHue CcriaxuBaHue orpaHu4mBalo-
aHaToOMMYyeCcKnx aHaTOMMYyeCcKnx wue rnoscegHeB-
obpazoBaHuii obpazoBaHum, HY aKTUBHOCTb U
npwm MECTHOM 3anosiHeHne CNoCcobHOCTb
ocMoTpe KOXHbIX CKNaAoK, K CcaMoob6Cnyxu-
3ameTHoe BaHUIO
NUCKaxeHune
aHaToOMMYyeCcKunx
KOHTYpPOB,
orpaHuyeHve
rnoBceaHEBHOM
aKTUBHOCTHU
OTeku 5-10 % pa3Huua 10-30 % pa3sHuua >30 % pa3Huua -
KOHEYHO- B OKPYXHOCTSIX B OKPY>XHOCTSIX B OKPY>XHOCTSX
cTen KOHEeYHOCTEeN, KOHEYHOCTEN, KOHEYHOCTEN
OTEYHOCTb WK 3aMeTHoe  crna- Taxenble OTeKM,
criaxuvBaHue XMBaHMe aHaTo- orpaHu4mBalo-
aHaTOMMYeCcKnx Muyecknx obpa- lwne nosceaHeB-
obpazoBaHuii 30BaHui, 3anon- HYK aKTUBHOCTb
npwm MECTHOM HeHune KOXHbIX " CcnocobHOCTb
ocMoTpe CKNagok, 3ameT- K caMoobcnyxu-
HOE  WUCKaXeHue BaHWIO
aHaTOMMYecKunx
KOHTYpOB, oOrpa-
HM4YeHMe noBsce-
OHEBHOW  aKTuB-
HOCTWN
TOKCUYHOCTb CO CTOPOHDbI XXENYAOYHO-KULWEYHOIO TPAKTA
TowHoTa MoTeps annetuTta CHuxeHne HepocTtaTo4yHoe -
6e3 n3MeHeHus npvema nuwm 6es notpebnexne
06bIYHOM AneThI 3HAYMMOro  CHWU- Kanopui Nz
XKEHUSs Macchbl niwm, Heobxo-
Tena, perwaparta- OUMOCTb  30HA0-
uMn nnu Hepocra- BOIro nuTaHus,
TOYHOCTM  NUTa- napeHTepanbHOro
HUSA nuTaHms nnm
rocnuTanmMsaumm
PsoTa 1-2 3snm3oma (c 3-5 anu3omoB (cC >6 3M13040B XXunsHeyrpoxa-
WHTEpBasiOM He WHTEpBaIOM He (c nHTEpBanom He owme 0CNnoXx-
MeHee 5 MUHYT) MeHee 5 MUHYT) B MeHee 5 MuHyT) HeHusi, Heobxo-
B TeuyeHune 24 TeyeHue 24 yacos B TeyeHue AnMa HeoTNoX-
yacos 24 yacos, Hasa Tepanus
Heo6xoANUMOCTb
30HAOBOrO
nuTaHus,
napeHTepanbHOro
nUTaHms nnm
rocnuTanmMsaunm
Onapes YyauweHne cTyna YyaweHne cTyna YyaweHne cTyna XXunsHeyrpoxa-
MeHee 4 pa3 B no 4-6 pas B 7 wn 6onee pa3s owwue OCOX-
OeHb; nerkoe O€eHb; B O€eHb; HeHusi, Heobxo-
HeaepXXaHue AMMa  HeOT/I0X-
cTyna; Hasa Tepanus
Heo6xoANMOCTb
rocnuTanmMsaumu;
3anop Mepuognueckne MepcucTtupyto- 3anopsbl XXunsHeyrpoxa-
unm peakue wue CUMMTOMBbI C Heobxoaumo- owme 0CNnoXx-
NposiBIEHNS; [¢ perynspHbim CTbtO py4HOW HEeHUsi, Heobxo-
peakoe WCNOoJSIb30BaHMEM 3BaKyaumu, OVMA  HeOTOX-
npuMeHeHune npenapaTos, orpaHu4mBalo- Hasa Tepanus
npenapaTos, N3MEHSOLLNX ue noBceaHeB-
N3MEHSOLWNX KOHCUCTEHLMUIO HY aKTUBHOCTb U
KOHCUCTEHLMNIO cTyna nnu CNocobHOCTb
cTyna nnm cnabutenbHbIX, K caMoobcnyxu-
cnabuTenbHbIX, KNIU3Mbl; BaHUIO
KNIU3Mbl; orpaHuyeHue
N3MeHeHune noscegHeBHOMN
AVETbI AKTUBHOCTHU
CromaTtuT CUMNTOMOB  HeT YMepeHHaa 605b, BblpaxeHHas XXusHeyrpoxa-
nnm He BAMsOLWAN 6onb, BAMsOLWasn owme 0CNnox-
HeBbIpaXXeHHble; Ha noTpebneHne Ha noTpebneHne HeHusi, Heobxo-
BMeLIaTeNbCTBO nun, Heob- MWK Yepes poT AMMa@  HeOT/I0X-
He TpebyeTcs X0ANMO n3me- Hasa Tepanus

HEHWE ONETHI

BOJ1b




He>xena- CrernneHN TOKCMYHOCTH
Te/ibHoe
sB/IeHne
1 2 3 4
ApTpanrus He3sHauuTenbHas YMepeHHast 605b, BbipaxeHHas -
(60nun B 605b orpaHuvymBatoLas 60nb, oOrpaHuum-
cycTaBax) NOBCEAHEBHYIO Bawolmne nosce-
aKTMBHOCTHU OHEBHYIO  aKTuWB-
HOCTb M cnocob-
HOCTb K caMo-
obcnyxuBaHuto
Bonb B He3HauuTenbHas YMepeHHas 605b, BblpaxeHHas -
KOCTAX 60nb orpaHuuymBatoas 601b, orpaHu-
NOBCEAHEBHYIO ymBatowas
aKTMBHOCTHU NOBCEeAHEBHYIO
aKTUBHOCTb
" cnocobHoCTb
K caMoobcnyxu-
BaHWUIO
Mwanruns He3sHauuTenbHas YMepeHHaa 605b, BbipaxeHHasq -
(MbllweyHas 605b orpaHuymsatoas 60nb, orpaHu-
6onb) NOBCEAHEBHYHO ymBatoLwas
aKTMBHOCTHU NoBCEeAHEBHYIO
aKTUBHOCTb
n cnocobHoCTb
K camoobcnyxu-
BaHWIO
[onoBHas He3sHauuTenbHas YMepeHHast 605b, BbipaxeHHas -
60nb 60nb orpaHuymBatoLas 60nb, orpaHu-
NOBCEeAHEBHYIO ymBatowas
aKTUBHOCTb noBCeAHEBHYIO
aKTUBHOCTb
" cnocobHoCTb
K camoobcnyxu-
BaHWIO
KOHCTUTYUMOHANBbHAA TOKCUYHOCTb
CnabocTtb CnabocTb CnabocTtb CnabocTtb -
npoxoauT nocne He npoxoauT He npoxoauTt
oTAbIXa nocne OTAbIXa, nocne oTAbIXa,
orpaHuymMBaeTt orpaHuymsaeTr
NOBCEAHEBHYIO NOBCEeAHEBHYIO
aKTUMBHOCTb aKTUBHOCTb
" cnocobHoCTb
K caMoobcnyxu-
BaHWUIO
Juxopagka 38,0-39,0 °c 39,0-40,0 °C >40,0 Oc | >40,0 Oc
NpOAO/IKUTENb- NpoAO/IKUTENb-
HOCTbIO MeHee HoCTblO 6onee
24 yacos 24 yacos
YBenuye- 5-10 % oT 10-20 % oT >20% oT -
HMe Macchl WNCXOAHOW MaccChbl NCXOAHOW MaccChbl MCXOAHOWN Macchl
Tena
MoTteps 5-10 % oT 10-20 % oT >20% oT -
Macchbl Tena WMCXOAHOW Macchl, MCXOAHOW Macchl, WCXOAHOW Macchl,
BMeLlaTeNbCTBO Heobxoauma HeobxoanMo
He TpebyeTcs HYTPULIMOHHas 30HA0BOE nnu
noaaepxka napeHTepanbHoe
nuTaHue

KAPONOBACKYNAPHAA TOKCNYHOCTb




He>xena- CreneHn TOKCHYHOCTH
Te/ibHoe
sB/IeHne
1 2 3 4
fmnepTteH- [MpernnepTteH3uns ApTepuanbHas ApTepuanbHas XXunsHeyrpoxato-
3n4 (cucTonnueckoe rmnepTeH3uns rmnepTeH3us Lne OC0XHEHUS
A 120-139 MM I CTeneHun 11 CTEeneHn (3nokauyecTBeH-
pT. CT. nunm (cuctonuueckoe (cucronnueckoe Hasa rMnepTeH3us,
anacronunyeckoe A 140-159 wmmMm. Al 6onee 160 MM npexoadaiwiue wmnu
A 80-89 MM pT. CT. nnm pT. CT. nm MOCTOSIHHbIN
pT. CT.) Anacronumyeckoe Avacronuyeckoe HEBPONOrnYeckuni
A 90-99 MM pT. Al 6onee 100 MM anednunT,
CT.); Heobxoaumo pT. cT.); rmnepToHun4yec-
MeANKaMeHTO3- HeobxoaMMo KW Kpu3),
HOe BO34EeNCTBUE; MeANKaMEHTO3Hoe HeobxoamMa
peunamBupyto- BO34eNCTBUE; HEOTNOXHas
wee unm HeobxoanMo Tepanus
NOCTOSIHHOE 6onee O4HOro
(bonee 24 u); NeKapCTBEHHOr 0
cuMnToMaTmuyec- npenaparta nnm
KU noabem 6onee
ANacToNMYeCKOoro WHTEHCUBHas
AaBfieHUs CBblwe Tepanus yem
20 MM pT. CT. unmn paHee
6onee 140/90 MM
pT. cT., ecnu
paHee 6bino
B npeaenax
HOpMbI; TpebyeTt
MOHOTepanuu
OEPMATONOIMNMYECKASA TOKCUYHOCTD / KOXHbIE MOKPOBbI
Anoneuuns MoTeps Bonoc MoTteps BOJIOC - -
no 50 % ot 6onee 50 % ot
HOpManbHOro HOpManbHOro
KoJinyecTBa KoJinyecTsa,
He3aMeTHoe 3ameTHoe ans
Ha paccTosiHUK, OKpYXaloLnx,
BO3MOXHO Heobxoaum
CKpbITb LWMHBOH nnm
[¢ MOMOLLbIO napuvk, cBsisaHHas
npuyeckm, C ncuxocounans-
WWNHbOHA v HbIM LNCKOM-
napuka dopTOoM
CyxocTb MeHee 10 % MokpbiBaeT MokpbiBaeT 6onee -
KOXW NOBEPXHOCTU 10-30 % nosepx- 30 % nosepx-
Tena, He CBSA3aHo HOCTM Tena u cBsi- HOCTM Tena
C 3puUTEMOM WU 3aHO C 3puTeMon W CBS3aHO C 3Yy-
3yAOM nnm 3yAoM, A0M, orpaHu-
orpaHuMuymMBaeT ymBaeT nosce-
NOBCEAHEBHYIO OHEBHYIO  aKTMB-
aKTMBHOCTb HOCTb M cnocob-
HOCTb K caMo-
obcnyxumBaHuto
3ya Cnabbin nnun MNHTEHCUBHbIN MHTEHCUBHbIN -
NIOKANN30BaHHbIN nnm pasnuTomn nm pasnuTton
3ya, Heobxoamma npexoasiwni 3ya, MOCTOSAHHbIN
MeCTHas Tepanus cnenbl  pacyecos orpaHuumBaeTr
(oTek, CbliMb, CnocobHOCTb
CcafinHbl, K caMoobcnyxu-
nmxeHndukaums), BaHMIO WAN COH,
Heobxoanma Heob6xoAuMbI
CcUcTeMHas npueM KOPTUKO-
Tepanus, cTepovaoB nnm
orpaHuumBaeTt MMMYHOCYMnpec-
NOBCEAHEBHYHO CUBHas Tepanus
aKTUMBHOCTb
MaTHucTo- MaTHUCTBIE  MNK MaTHucTble wunn MokpbiBaeT 6onee -
nanynesHas nanynesHble nanynesHble 30% nosepx-
Cbifb BbICbINaHus, BbICbINaHUs, HOCTM Tena
nokpblBatoLme nokpblBatoLimne C Hanuunem
MeHee 10 % 10-30 % nosepx- CUMMTOMOB  W/n
NOBEPXHOCTU HOCTM Tena 6e3 cuMnTOMOB,
Tena c Hannyunem [¢ Hanuumem orpaHuumBato-
CMMNTOMOB MK CUMNTOMOB UK lwne noBceaHeB-
6e3 cuMMnTOMOB 6e3 CMMNTOMOB HYH aKTUBHOCTb 1
(3ya,  xokeHue, (3ya, HOKEHME, CNOCOB6HOCTb
HanNpsXeHHOCTb) HaMps»XeHHOCTb), K caMoobcnyxu-
orpaHuumBato- BaHWIO
lwme noBCeaHeB-

HYO aKTUBHOCTb







