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TepMuUHBI U onIpeaeJeHus

Ananu3 myranuii rena BCR-ABL — onpenenenne Toueunbix myTanuii rena BCR-ABL metomom
CEKBEHHUPOBAHH.

BorkuBaemocTs 0e3 nmporpeccupoBanus 6oJiesHu (BBII) — mHTepBanm BpeMeHU OT Havaia
JedeHus (UM 1aThl PaHIOMU3AIMK B KIIMHUYECKUX UCCIIEI0BAaHUAX ) 10 1aThl IPOIPECCUPOBAHUS
0O0JIC3HU WJIM CMEPTHU OOJIBLHOTO OT JIF0OOH PUYUHEI.

I'emaToJiorn4eckasi pesMCTEeHTHOCTb — OTCYTCTBHE HJIM IOTEPS FEMATOJIOIMYECKOTI0 OTBETA.
I'emaTosiornyeckasi TOKCHYHOCTb — CHIDKCHHE YPOBHS TIeMOriioOMHa, HEUTPONEeHUs
U TPOMOOLIUTOIIEHUSI.

I'emaToJsiOrn4ecKnii OTBET, HHUTOrCHETHYECKHMIl OTBeT, MOJICKYJSIDHBbIA OTBET — BUIbI
OTBETOB Ha TepalMio, XapaKTepu3yrwole OO0beM OIYXOJEBOI'O KIOHA U OmIpesesiemMble
COOTBETCTBEHHO Ha OCHOBAaHUU PE3YJIbTATOB KIIMHUYECKOIO aHAIN3a KPOBU, IUTOTEHETUUECKOTO
Y MOJIEKYJIIPHO-T€HETUUECKOT 0 UCCIIEA0BaHUN.

I'pynna pucka — xapakTepuCTHKa, OLIEHUBAaeMas TOJIbKO HA MOMEHT AMAarHOCTUKH 3a00JI€BaHMUs,
JI0 Hayajla Tepaluy Ha OCHOBAaHUM IPOTHOCTHMYECKH 3HAYMMBIX XapaKTEPUCTHK y INALUEHTOB C
xpoHnyeckoi ¢azoii (XD) XMJL

JlonoJIHUTeIbHBIE XPOMOCOMHBbIE a0eppaluM — JONOJHUTENIbHbIE AHOMAIUM KapHUOTHIIA,
BBISIBJISIEMbIE IIPU CTAHAAPTHOM LUTOT€HETUUECKOM HCCIIEI0BAaHUU.

Nurudurop THPO3MHKHMHA3 — IIpernapar, oONajaroIluii MHTUOUPYIOUIeH aKTHBHOCTBIO
B oTHOLIeHHH BCR-ABL (THpo3uHKHHA3BI), TPUMEHsIeMbIi pu Teparmuud XMJL.

NHruéuTop THPO3MHKNHA3 NEPBOIo MOKOJIeHUs — IIpernapar UMaTUHUO (MMaTHHKUOA Me3HIIaT),
BIIEpPBBIE Pa3pabOTaHHBIN U1 1eeHanpaBaeHHoN Tepanun XMJL.

HNHrudnropsl THPO3UHKHUHA3 BTOPOI'0 U TPEThero NOKOoJIeHU — penaparsl ¢ 60j1ee aKTHBHBIM
[0 CpaBHEHHMIO C MMAaTUHUOOM BO3/IEMCTBUEM Ha OIYXOJEBBIM KIIOH, pa3paboTaHHBbIE IS
nenaeHanpasieHHoN Tepanun XMJTL.

HUccaenoBanue meroaom FISH — uccienoBanre KOCTHOTO MO3Ta WU KJIETOK KPOBU METOIOM
¢yopecuenTHoit rudpuanzanuu in Situ (FISH) ¢ oOpaboTkoii HarmpaBIeHHBIMH MOJIEKYJISIPHO-
TE€HETUYECKUMHU 30HAAMH.

MexnyHapoanasi mkana (International Scale, 1S) — mikama crangapTuzanuu onpeaeaeHUs
KoJIm4ecTBeHHOTO ypoBHs 3kcnpeccun BCR-ABL, xotopast ucmonb3yercst sl IpeACcTaBICHUs
pe3yJIbTATOB MOJIEKYJIIPHO-TEHETUYECKOTO UCCIIeI0BaHUA C YUeTOM (hakTopa KOHBEPCHHU.
MouJiekyJisipHasi pe3HCTEHTHOCTb — OTCYTCTBHE WJIM ITOTEPS MOJIEKYJISIPHOTO OTBETA.
MousekyJisipHo-TeHeTHYecKoe HucciaenoBanne ypoBHss BCR-ABL — u3mepenue skcmpeccun

rera BCR-ABL meronom konmmuectBerHoi [TL[P B peansHOM BpeMeHU.



HenepenocumMocTh Tepanuu — HAJIMYME HEKEIATENbHBIX SBICHUNM TEpaluy, KOTOPBIE JETA0T
HEBO3MOKHBIM €€ ITPOBE/IEHUE B PEKOMEHOBAHHOM PEXKUME.

Heynaya Tepanmumu — COBOKYNHOCTb XapakTEpUCTHMK orBeta Ha Tepanuio UTK
(reMaToJIOrH4ecKOro, HUTOT€HETHYECKOr0, MOJIEKYJSIPHO-TEHETHYECKOro), MpeArnoarawoias,
YTO JanbHeHIee IPOAOKEHNE JIeUeHUsI UMaTUHUOOM HeceT OOMbIINN PUCK MTPOrPEeCcCUPOBaHUS
3a00JI€BaHUs U CMEPTH NaluenTa, Hexenu nepexo Ha UTK BToporo nokosenus.

O0umas BpkuBaeMocTh (OB) — nHTEpBaN BpeMeHU OT Havajia JICUeHHs! 10 CMEpTH O0JILHOTO OT
000 MPUUYMHBI (MJIM OKOHYAHUS KIIMHUYECKOTO UCCIICIOBAHMUS).

OnTtuMaibHBIA OTBET — COBOKYIHOCTh XapakTepuCTHK oTBera Ha Tepanuto HWTK
(reMaToJIOTU4eCcKOro, ILUTOT€HETUYECKOI0, MOJEKYJIIPHO-TEHETUUECKOI0), IMpU KOTOPOM
IPOJODKEHUE Tepanuu HMAaTUHUOOM HE YBEJIWYMBAET PUCK IPOrPECCHUpOBaHUS 00JIE3HU
Y CMEPTH MalMEeHTA.

IlepBas, BTOpasi, cienyomas JUHUS TePANUHA — OYEPEAHOCTh IPUMEHEHUS TEPANIEBTUUECKUX
IIOAXO/0B B IPOLECCE JICUCHHUS.

IIpenynpe:xkaenue —  COBOKYIHOCTb  XapakTepUCTHK oTBera Ha  Tepanuo HWTK
(reMaToJIOTHYeCKOro, LUTOTEHETUYECKOr0, MOJICKYJISIPHO-T€HETUYECKOr0), yKasbIBarolas Ha
HEOOXOJUMOCTh TIIATEILHOTO MOHUTOPHMHTa W TOTOBHOCTh K CMEHE JIEYCHHS] C YYETOM
OMOJIOTUYECKHX MPU3HAKOB 00JIee arpecCUBHOTO TEUEHUS 3a00JICBaHMS.

IIpuBep:keHHOCTH Tepanuu — COOJI0/IEHUE MALIMEHTOM PEKOMEHIalluii CIIeLIMATUCTA.
CenexruBHocTh aeiictBuss UTK — HanpaBineHHOCTh MO OTHOIIEHUIO K OITyXOJIEBOMY KIIOHY,
OTHOCHUTEJIBHO HEOOJIBIIIOE YHCIIO TOOOYHBIX MUILIEHEH HEIEJIEeBOI0 BO3AEHCTBHSL.

CranaaptHoe nutoreHernuyeckoe uccijenopanue (CLIU) — nuroreHeTHYECKOE UCCIIEIOBAHNE
KOCTHOTO Mo3ra ¢ nuddepeHInaibsHOi OKpacKoii u orieHkoi metogom G-banding.

®a3a XpOHMYECKOI0 MHEI0/1eHK03a — XapaKTepUCTHKa, ompeneisaomas craguto XMII u
IPOTHO3; OlLleHUBaeTcsi B Jie0roTe 3a00ieBaHusl, MPU €ro NMPOrpecCUPOBAHUU WM U3MEHEHUU
JICYCHMUS.

dunanenbduiickas xpomocoma (Ph-xpomocoma) — aHoManbHasE XpOMOCOMa, BCTPEYAIOIIASCS]
y 6onpHbIX ¢ XMJI u oOpasyromasicss BCleICTBHE MNepeHoca 4yacTh 9 XpomMocoMbl Ha 22
XpPOMOCOMY.

HI/ITOFCHCTI/I‘ICCKaH PE3UCTEHTHOCTDb — OTCYTCTBUEC HUJIN IOTCPA HUTOTCHETUYCCKOT'O OTBCTA.



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

3a00J1eBaHUI MJIH COCTOSIHUH)

1.1. Onpenejenue 3a00JeBaAHNSA WJIH COCTOAHNSA (ITPYHNbI 3200J1€eBAHMIT UM COCTOSTHUI)

XpoHuueckuil MuenouAHbI  Jeiiko3 (XMJI) — 3TO KIOHAJBHOE OIyXOJIEBOE
MUeNonpoiardepaTuBHOE HOBOOOpa3oBaHUE, 00YCIOBIEHHOE 3JI0KaUE€CTBEHHBIM ITEPEPOKICHUEM
CTBOJIOBBIX T'€MOIIO3THYECKUX KIETOK M XapaKTepu3ylolleecs YCUJICHHEM Mpoiaudepanuu
TPaHyJIOUTAPHOTO POCTKAa 0e3 moTepu CcHocoOHOCTH K AuQdEepeHLUpPOBKe, TUIEpILia3zuen
MUENOUIHON TKaHW, MHUEIOUJHON MeTarula3ueil KpOBETBOPHBIX OPIraHOB, aCCOLMHPOBAHHOE
C XpOMOCOMHOM aHoManued — TpaHciokamued t(9;22)(q34;qll), B pe3ynbTate KOTOpPOH

oOpa3yercs xumepHbIii onkoren BCR-ABL.

1.2. DTHoJOTHS M _TATOreHe3 3a00JIeBAHHA HWJIM _COCTOSIHHS (Ipynnbl 3200J1€BAHMI MM

COCTOSTHM )

Otnonorus 3aboseBaHus He ycraHoBieHa. OOCyXkIaeTcs pojib pa3nyHbIX (PAKTOpOB —
MOHU3HPYIOLIETO U3IIy4eHUs, MHPEKIHM, TOKCUHOB, O/IHAKO YETKOM B3aMMOCBSI3U MEX/ly HUMH U
BO3HMKHOBEeHHEM XMJI He BBIABIICHO.

[Tatorenernueckn XMJI mpezncraBisier co0oil KIIOHATBHBIN MHETIONPONU(epaTuBHBINA
IPOLIECC, pa3BUBAIOIIMICA B pe3yJibTaTe 3JI0KAYECTBEHHOW TpaHchopMaluu B paHHHUX
TreMOIIO3TUYECKUX CTBOJIOBBIX KJIeTKaxX. Bo3HukHOBeHMe TpaHciokauuu t(9;22)(q34;ql1) —
TaK Ha3blBaeMol «dunanenbduiickoii xpomocoms» (Ph-XpoMocOMbI) — M COOTBETCTBEHHO
xumepHoro onkoreHa BCR-ABL nexar B ocHoBe maroreHesza 3aboieBaHus. [IpoaykT rena
BCR-ABL mnpezacraBisier co0Oi THPO3MHKHMHA3y C aHOMAJIbHO MOBBIIIEHHOW aKTHUBHOCTHIO,
PETYIUPYIOILYI0 CUTHAJIBI, OTBETCTBEHHBIE 3 KJIIETOYHBIN pPOCT, aKTUBALIUIO, U (HEPEHIIUPOBKY,
anres3uto u anonto3 [1]. B 3aBUCHMOCTH OT JIOKalIM3allMd TOYKH Pa3pbiBa MOTYT BBISBISTHCS
cBbilie 16 pasHpix BapuaHtoB TpaHckpunta BCR-ABL ¢ paznuyHOl MOJIEKYJISIpHON Maccoi.
Haubonee pacnpoctpaneHHbM (10 95 %) sBnsercs Tpanckpunt p210, Gonee peAKUMU SBISIOTCS
p190 u p230.

AHOManbpHas TUPO3MHKHWHA3HAsI aKTUBHOCTh aHOMalibHOTO Oenka BCR-ABL onpenensier
HE TOJIBKO MOBBIIIEHHOE Pa3MHOXEHHUE KIIETOK, HO M MX IPEUMYILIECTBA Il POCTa, HE3aBUCUMOTO
OT CHUTHAJIOB, OJIOKMPOBAHUE amoNTo3a KaK MeXaHW3Ma KIETOYHOIO CaMOYHHUTOXECHHMS,
B PE3YJIbTAaTE YETO OIYXOJEBOE KPOBETBOPEHME MOJYYAET MPEMMYLIECTBO MEPEA HOPMAIbHBIM
U TIOCTETIEHHO BhITecHsET ero. [lo Mepe HapacTaHus oObeMa OIMyXOJEeBOMH MacChl IMPOSBISAETCS

KIMHHUYECKass CUMIITOMAaTHKa, CBA3aHHaA C FHH@pHJ’I&?;PIGﬁ MI/IGJ’IOI/IHHOI\/’I TKaHH, B }IaHBHefImeM



[0 Mepe Pa3BUTUSI FEHETUYECKON HECTaOMIIBHOCTH MOSBISIOTCS HOBBIE CYOKJIOHBI, pa3BUBAETCS

mporpeccupoBanue 3adoneBanus 10 ¢a3bl O1acTHOM Tpanchopmaruu — BK XMJL

1.3. DnuaemMuo010rus 3a00J€eBAHUA WM COCTOSIHUSA (IPYIIILI 3a00J1eBAHUI MJIN COCTOSIHHI)

Xponuveckuid MuenouAHbl Jeiiko3 (XMJI) — pemxoe 3aboneBanue. [lo maHHBIM
MOMYJIAIUOHHOTO HCclefioBaHusl B 6 permonax Poccuiickoit denepaiuy, HOpMUPOBaHHAs Ha
cragmapTHyro mnomnyismuio BO3  3aboneBaemocth coctaBisser 0,7 na 100 000 B3pocioro
Hacenenus [2]. MenuaHa Bo3pacTta y B3pOCibIX MmarueHToB coctasisietr 50 ner (ot 18 no 82), nuk
3a00JIeBaEMOCTH TMPUXOAUTCS Ha Bo3pacT 50-59 ner, ogHako 3HAYUTENBHOW SIBISETCA A0S
MOJIO/IBIX MMAIIMEHTOB B Bo3pacTe /10 40 jet — 10 33%. 3a0oseBaHne MOKET OBITh BBISIBIICHO B JTIOOOM
Bo3pacte. B 2016 r. Bo BcepoccuiickoM peructpe OONBHBIX XPOHUYECKHM MHEIOJICHKO30M
comepxanach uHpopMmarmsi o 7609 mammentax ¢ XMJI, mpu sTtom 3a0oneBaHuEe OBLIO
JTMArHOCTUPOBAHO B XpoHMYECKol daze y 6560 (93,8%) mamuenrtos, B ¢aze akceneparmu y 380

(5,5%) 60mbHBIX 1 B (hase OmactHOro Kpusa — B 47 (0,7%) ciyuaes [3].

1.4. Oco0eHHOCTH KOIUPOBAHUS 3200J1eBAHNS WJIH COCTOSHUA (rpynnbl 32001eBaHUNA HIH

COCTOSAHUI) 10 MeXAVHAPOIHONH CTATHCTHYECKON KJaccudukanuu 00Je3Held u mpoodJieM,

CBA3AHHBIX CO 310POBLEM

C92.1 — xponnueckuii Mmuenon bl jeiiko3 [CML], BCR/ABL-nonoxutenbHbIit

o ®unanensuiickas xpomocoma (Ph-) monoxxurtensHas
o 1(9;22)(g34;q11)

e C OJacCTHBIM KPHU30M.

1.5. Knaccndukanus 3a060/1eBaHUsI MJIM COCTOSIHUSA (TPYNIbI 32001¢BAHNIA MM COCTOSIHUI)

Ilo ¢pazam 3ab60n1e6anun
B teuenun XMJI Bwimensor 3 (asbl, OTpa)karollue CTENeHb MPOrPEeCCUPOBAHMS
3aboseBaHus. 3a00eBaHNE MOXKET ObITh AMATHOCTUPOBAHO HA JIFOOOM JTare.

e Xponuueckas ¢asza (X®) sBnsercs HavanbHOM cragueil XMJI u nuarHoctupyercs
y 6onbinmuHCTBa (10 94 %) BHEpBbIe BbIsABICHHBIX manueHToB [1,4]. duarnoz X®
yCTaHaBJIMBAIOT IpU OTCYTCTBUM ITpu3HakoB PA n bK.

e @a3a akceaepauuu (PA) omnpenensercs y 3-5 % nepBuuHbIX nanueHToB ¢ XMJI
u siBisieTcss  Oojiee  NPOJBUHYTHIM IO cpaBHEeHMIO ¢ X® sTanom pa3BUTHS
natonoruyeckoro nmnpouecca npu XMJL. DA  MoKeT TakkKe pPa3sBUTbCA IpPU

MPOrPECCHPOBAHUH 3a00JICBAHHS.



e baacrubiii kpu3 (BK) sBisercs nambonee arpeccuBHoi craawerr XMJL. [lebroT
O6onesun ¢ BK sBusercs HeOMarompuSATHBIM — MPOTHOCTUYECKUM  MPU3HAKOM
u Habmopmaercs y 1-2 % mnamuentoB ¢ XMJL. Mennana npoAoKUTENbHOCTH JKU3HU
npu BK XMJI cocraBnsier 6-12 mecsues [1,4].
Ouenka ¢a3sl BBITOIHIETCS B 1e0I0Te 3a001€BaHNs, TIPH IIPOTPECCUPOBAHUY 3a00ICBaHUS
U npu u3MeHeHMH Tepanuu. JuddepeHumansHo-auarHocTudeckue kpurepuu a3z XMJI
IIpUBENEHBI B Ta0. 1.

Ta6auna 1. @a3sr XMJI no knaccuduxanmu ELN

daza XMJI Kanaccupukauus ELN
XpoHudeckas OtcyrerBue npusHakoB @A nnu BK
Akcenepanun™* e 15-29 % GnacTHBIX KJIETOK B mepudepruueckoil KpOBU W/UIH KOCTHOM
MO3Te;

e cymMa GyracToB 1 ipoMuesionutos >30 % (mpu 3tom 6actoB <30 %);
e KOIMYECTBO 06a30(miI0B B KpoBH >20 %;
e mepcucTupyromas TpombonuTonenus <100 x 10%m, He cBa3anHas
C Tepanuei;
e Hekotopsie [IXA* B Ph+ kileTkax, pa3BUBIINECS IPU TEPAITHH

bracTHbIl Kpu3** | e Hanmuuue B nepupepuyeckoil KpOBU MM B KOCTHOM Mo3re >30 %
OJIaCTHBIX KJIETOK
e TOSBJIECHUE SKCTPaMEIY UIIPHBIX HHPHIBTPATOB OJIACTHBIX KIETOK

*yacTo BCTpevaroluecs aHoMalnuMu («major route») — Tpucomuss mo xpomocomam 8, 19;
yaBoeHue Ph-xpomocomsbl +der(22)t(9;22)(q34;q11); uzoxpomocoma 17 iso(17) (i(17)(ql0).
[TporHocTnyecku HEOIArONPUATHBIMU SBISIOTCS Takoke —7/del7q u nepecTpoiiku 3 XpoMOCOMB]

(q26.2), a Takke OTCYTCTBUE Y -XpOMOCOMBI —Y , KOMIUIEKCHBIE abeppaliuu, Bkiatouatonie 2 JIXA
1 6onee [5]

**DA nnu BK ycraHaBIuBalOT NPU HATMYUM XOTs ObI OTHOTO KPUTEPHSI

Ilo epynne pucka ona X® XMJI
I'pynna pucka XMJI paccuuThiBaeTcs Ha OCHOBAaHMM MPOTHOCTHUYECKH 3HAYMMBIX
KIIMHUKO-T€MAaTOJIOTUYECKIX XapaKTEpPUCTUK M OLIEHMBAeTCAd Yy ManueHToB ¢ X® Ha MOMEHT
JTUArHOCTHKY 3a00JI€BaHUs, 10 HaYalla Teparnu;
I'pynna pucka no J.E. Sokal (mporHo3upyer BeposiTHOCTH 00111eli BKHBaeMocTH) [6]
® HU3KUH PUCK;
® TIPOMEXKYTOUYHBIN PUCK;

® BBICOKMH PHUCK.
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I'pynna pucka EUTOS (mporuo3upyet BepositHocTh gocTHkenus IO k 18 mecsanam

Tepanun) [7,8]
® HU3KUH PUCK;
® BBICOKMH PUCK.

I'pynna pucka ELTS (mporHosupyer BeposiTHOCTH 00meil BbIKHBAaeMOCTH,
BbIKHBAeMOCTH 0e3 TMpOrpecCHpOBAaHHMSI M BepPOSTHOCTH JOCTHKEHHMSA TJIy0OKOro
MOJIEKYJISIpHOTO 0TBeTa) [9]

®  HU3KHUH PUCK,
® [IPOMEKYTOUYHBIHI PUCK,
® BBICOKMH PHUCK.
COBOKYIHOCTh KPUTEPHEB, XapaKTEPU3YIOMUX TPyIIbl pucka no cucremam J.E. Sokal,

EUTOS u ELTS npeacrasnena B Tabi. 2.

Taoauua 2. Onpenenenue rpymn pucka XMJI mo J.E. Sokal, EUTOS u ELTS

IIpusnak Kputepuu J.E. Sokal | Kpurepuu EUTOS Kpurepuu ELTS

Bo3spacr, rombt 0,0116 x (Bo3pacT — 0,0025 % (Bo3pact/10)3
43,4)

Cenesenka 0,0345 x  (paszmep | 4 X (pa3mep [ 0,0615 x  (pasmep

(cM u3-TI07 CeNIe3eHKH, CM H3-TIOJI | CENIE3€HKH, CM M3-TIOJT | CETIE3EHKH, CM HU3-TI0]]

pedepHoii 1yTH) pebepHo#t nyru — 7,51) | peGepHO# 1yTH) pedepHoii 1yTH)

TpombGouTHI 0,188 X [((aucno 04104 x  (yucno

(x 10%m) Tpom6GoruToB X 10%/1) TpomGoruToB X 10%/m)
/700)?—0,563] /1000795

bracter 0,0887 x (% OmactoB — 0,1052 x (% GnactoB)

(xkoctHOrO MO3ra) | 2,10)

D031HOPHUIIBI
(nepud. KpoBb)

bazodue 7 x 6azo¢usl
(nepud. KpoBb)

NHupekc DKCHOHEHTa CyMMBI Cymma Cymma?
OTHOCHUTEJIBHOTO

pucka

I'pynnul pucka

Huzkas <0,8 <87 <1,5680
[IpomexxyTounas 0,8-1,2 - >1,5680, Ho <2,2185
Bricoxkas >1,2 >87 >2.,218

* ABTOMaTHYECKHH MTOICYET JOCTYIIEH Ha caiirax: http:/bloodref.com/myeloid/cml/sokal-hasford
u http://www.leukemia-net.org/content/leukemias/cml/elts_score/index_eng.html
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12,72 B crenenu (0,0116 x (Bo3pact — 43,4) + 0,0345 x (pazMep ceIe3eHKH, CM H3-10]] peOepHOii
ayru — 7,51) + 0,188 x [((amcno TpomGomuTos % 10%1)/700)%-0,563] + 0,0887 x (% 6nactos — 2,10))

20,0025 x (Bospact/10)3 + 0,0615 x (pa3mep cene3eHKH, cM U3-Toa pedeproit ayru) + 0,1052 X
(% 6nactoB) + 0,4104 x (uncno TpombouuTos x 10%/1)/10007%°

1.6. Kiimaudeckass KapTHHA 3200J€BaHNA WJIH COCTOAHMNA (rpvnnbl 3a00JeBaHUIT WJIH

COCTOSIHUI

Knunnyeckas kaptuna npu XMJI B GONbIIMHCTBE CIIy4aeB MOKET XapaKTEpHU30BaThCA
0ecCUMIITOMHBIM TEUYEHHUEM; HAYaJbHBIM Mepuoj 00yie3HH y OOJBIIMHCTBA MAIIUEHTOB MOXKET
MpOTEeKaTh B TeUeHHWE psja jer. Hepeako mpusHaku 3a0ojieBaHUS HA MOMEHT YCTaHOBIICHUS
JMarHo3a MpeJICTaBICHbl TOJbKO U3MEHEHUSIMUA B O0IIIEM aHajIu3€ KpOBU (CaMBbIMHU YaCThIMU U3
KOTOPBIX SIBIISAIOTCA  JIEHKOIIUTO3, MHENOLMTAPHBIA CIOBUT, 0a30(uiIbHO-303uHO(HIbHAS
accouuanusi) U CIUIGHOMETaluel, KOTOpble MOTYT OOHapy>KHMBaTbCi TMPU TMPOBEACHUU

npoHUIAKTHIECKOT0 OCMOTpa WM OOpaIlleHHH K Bpady Mo MOBOIY APYroi naTonoruu [4].

2. IMarHoCTUKA 3200J1eBaHUS WIN COCTOSIHHUS (TPyNIbI 3200/1eBAaHN WK
COCTOSIHUII), MEIMIIMHCKNE MOKA3AHUSA U MPOTUBONOKA3aAHUS K IPUMEHEHHU IO

ME€TOA0B JTMATHOCTHKH

MHnozue pexomenoogaHuvie Memoovl OUACHOCMUKU 3A00/1e8aHUS U CEA3AHHLIX C HUM
COCMOSHULL UMEIOM 02PAHUYEHHYI0 00KA3amelbHyo 0a3y (8 coomeemcmeul ¢ WKAIamy OYyeHKu
YT u YYP) no npuyune omcymcmeus noC8aWeHHbIX UM KIUHUYeCKUX uccieoosanuti. Heesupas
HA 3MO, OHU ABIAIOMCA HEOOXOOUMBIMU JJeMeHmamu 00C1e008anusi nayuenma Ous
YCmaHognieHus OuacHo3a U 6vl60pa MAaKmuKu JeyeHus, maxk Kaxk Oonee 3¢gexmusHvle U
00Ka3aHHble Memoobl 8 HACMosuiee 8peMs He pa3padomaHul.

Juaenoz XMJI moocem Ovbimb OKOHUAMENbHO YCMAHOBLEH MOJIbKO NPU  GbliGIeHUU
cneyughuueckotl 01 0aHHO20 3a001e6aHUs 2eHemu4ecKol anomanuu. xumeprozo cena BCR-ABL,

BO3HUKAWe2o 6 pesyibmame mpaHcilokayuu 9u?22 XPOMOCOM.

2.1. ’Kaao0LI M aHaAMHeE3

e PexoMenayercssi BCEM IMallMEHTaM C NOJO3PEHHEM WIM C YCTaHOBIEHHbIM XMJI
POBOIUTH COOp aHAMHE3a )KU3HHU | Kano0 1 Bepudukaimu auarqosa [10]
YpoBeHnb yOenuTeJbHOCTH pexkomeHaanmuii — C  (YpoBeHb J10CTOBEPHOCTH
JI0KA3aTeJIbCTB — D).

Kommenmapuii: npu coope scanod u anammesa Heob6xo0UmMo OYeHUmby:
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1. Cunopom onyxonesoii unmoxcuxayuu (ciabocmos, CHUdMCEHUe annemuma, nomeps. Maccol
meina, ROMaU8oCms, cyogebpuivhas memnepamypa).

2. Cunopom onyxonegoul npoaugepayuu (601b U 4y8cmeo msicecmu 8 noopebepvix npu
2enamo- u CNIeHOMe2anuu).

3. Anemuueckuii curHOpom (obwas ciabocmov, O00bIWKA, CHUJICEHUe MOAePAHMHOCIU

K husuuecko Hazpyske, 61e0HOCIb KOJCU U CIUSUCMBIX, MAXUKAPOUSL).

TpombomuuecKkue 0CL0HCHEH U NPU SCUNEPMPOMOOYUMO3e.

T'emoppacuueckuii cunopom, 00ycioeieHHbLL MPOMOOYUMOneHuell.

Hesponocuueckyio cumnmomamuxy, 8 ocobennocmu npu oebrome donezuu ¢ @A unu bK.

Conymcmeyrowue 3ab01e6aHusl.

Conymcmsyrowyro mepanuio.

© © N o 0 &

Hanuyue cubnruneos (015 oyenxu sozmoxcnocmeti no gvinoanenuio annoTl CK).
Obwee cocmosinue nayueHma OOJIHCHO OYEHUBAMBCSL NO OOHOU U3 CHeYUATUIUPOBAHHBIX
wixan oyenku — BO3/ECOG wiu Kapnosckoeo (cm. npunoxcenus I'l u I'2 0annwix pexomenoayutl).
Knunuueckaa cumnmomamuxa npu XMJI ne sensemcsa cneyughuueckou, noseieHue
VKA3AHHBIX CUHOPOMOS Hauboiee XapakmepHo 05t npoosunymulx gasz 3aboneeanus (PA u bK). V
oonvuurncmea nayuenmos 6 X@ canodvl u KIUHUYECKAs CUMRIMOMAMUKA OMCYmMcmeyom aubo
ABNAIOMCA Hecneyuguueckumu, U NPU3HaKy 3a001e6anus Ha MOMEHM YCMAHOBIEeHUS OUACHO3A
Mocym Ovimb npedcmasiienvl Jullb USMEHEHUAMU 6 o0wemM auanuze Kposu (1euKoyumos,
Muenoyumapuslli - cosue,  06a30QUIbHO-303UHOPUIbHAA  accoyuayus) Npu  NposedeHuU
NPOUIAKMULECKO20 OCMOMPA UIU 00paujeHul K 8payy no nosoody opyeou namoaozuu. C yuemom
moeo, umo JnexkapcmeenHas mepanus npu XMJI naznauaemcs Ha OaumenvHulil CPOK, NpU ee
8b100pe  YUUMbIBAEMC . CHeKmp CONYMCMEYloulell Nnamoniocuu, a maKice BO3MONCHOCHb

MENCIIEKAPCNMBEHHbIX 83aUMOo0eticmeuil.

2.2. PuzukajabHoe 00cae10BAHHE

e Pexomenayercss BceM mnanueHTtaM ¢ nopo3peHneM Ha XMJI winM yCTaHOBIIEHHBIM
auarHozoM XMJI ans Bepudukanmu auarfHosa npu  (U3MKaIbHOM 0O0CIEI0BAaHUM
nposoauth [10]:

1. OcMOTp KO M BUJMIMBIX CIIM3UCTBIX 000JIOUEK.
2. TManenanuro nepudeprueckux TMMEGOyY30B.
3. OmnpeneneHne pa3MepoB IEYEHU U CEJE3€HKH (MEPKYTOPHO U MaJbIIaTOPHO,

B CAaHTHMETpax W3-1oJ Kpasi peOepHOM AyTH).

YpoBeHb y0enuTeJbHOCTH pekomeHaanmuii — C  (YpoBeHb J0CTOBEPHOCTH

A0KA3aTeJbCTB — 5).
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2.3. JIabopaTopHbIe JTHATHOCTHYECKHE HCCIeT10BAHUS

e PexoMeHnayercsi BceM MalMeHTaM Ipu ycraHoBieHuu XMJI mnpoBoauth oO0mumi
(KIMHUYECKUI) aHaU3 KPOBU (Pa3BepHYTHIN) C MOJCUETOM JICHKOUUTAPHOU (HOPMYJIBI

U OIpeJICIICHHEM YPOBHS TPOMOOIMTOB JUisi Beprdukamuu auarnosa [10,11].

YpoBenb yOeauTeJbHOCTH pexkoMenaanmuii — C  (ypoBeHb [10CTOBEPHOCTH
JA0KA3aTeJbCTB — 5).

e Pexomenayercs BceM MaipieHTaM npu ycTanoBieHud XMJI npoBoanTs OMOXUMUYECKUI
aHaJM3 KPOBH OOIIETEparieBTUYECKUNA: o0Iui OMIMpyOrH, aclapTarTaMiuHOTpaHcdepasa,
alaHUHAMUHOTpaHc(epas3a, JaKTaTACTUAPOTeHa3a, MoOueBas KUCIOTa, MOYCBUHA,
KpeaTHHWH, o0mmii Oenok, anpOymuH, mienouHas Qocdarasza, 3IEKTPOIUTH (Kaui,
HaTpuii, Kanpuui, Gocdop, mMarHuii), amuiasza, JIMIasa, rIFOKo3a, OOIIMH XOJECTEPHH,
JIMITONPOTEUHBI BBICOKOW M HU3KOMW IJIOTHOCTH ISl OIICHKH (D)YHKIIMH OPTaHOB U CHCTEM
Ha MOMEHT YCTAaHOBJIGHHS JWAarHo3a © JalbHEHWIIero KOHTPOJS BO3MOXKHOM

ouoxummveckoi Tokcuunoctu Tepanuu UTK [10].

YpoBens yoeauteabHocTH pekoMenaanuii — C (ypoBeHb 10CTOBEPHOCTH /10KA3aTEIbCTB —
5).

e PexoMenayercs BceM ManyeHTam npu yctaHoBiaeHMU XMJI IpoBOAUTH IUTOIOTMYECKOE

UCCJIEIOBaHNE Ma3Ka KOCTHOTO MO3ra (I0JICYET MUEIOTPAMMBI) JIJIsl ONIPEICTICHHS CTAIHH

3abonesanus [1,10,11].

YpoBens yOeaurteqbHOCTH pexkoMenaauuii — C (ypoBeHb J10CTOBEPHOCTH
JI0KA3aTeJILCTB — D).

e Pexkomenayercs BceM nanueHTam npu ycraHosieHun XMJI, a Takxke pu MOHUTOPUHTIE
3pGEeKTUBHOCTH  Tepanmuu  uHruburopamu  THpo3uHkuHaz (UTK)  npoBoauth
IIUTOr€HEeTHYECKOe  HccienoBaHue  (KapuoTum) KoctHoro Mosra (CHH) s
NOATBEpXKJeHUsT Hanumuus TpaHcinokauuu  t(9;22)(q34;q11) (Ph-xpomocomsr). [lpu
HenHopmatuBaoctr CLIU (HET MUTO30B, HEYJOBJIETBOPUTEIHLHOE KAYECTBO MaTEpHaIa)
MOKa3aHO MOJIEKyJIsipHO-LuToreHeTnyeckoe wuccnenoBanue (FISH-meromom) s

BhIsIBIIeHHs xuMepHoro rena BCR-ABL [1,12,13].

YpoBenb yOeautejsbHOCTH pekoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH
I0KA3aTeJIbCTB — 4).

e PexoMenayercsi BceM ManueHTaM npu ycraHoineHuun XMJI mist Bepudukanuy 1uar1osa,
a TakkKe MPU MOHHUTOPHHTE 3()()EKTHBHOCTH TEpanmuu WHTHOUTOpAMU THUPO3HHKHHA3
(UTK) mpoBoauts onpenenenue 3xcnpeccun MPHK BCR-ABL p210 (konmudecTBeHHOE)

metogom IILP-PB. B cinyuae Heompenenenus skcnpeccun BCR-ABL p210 meromom
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[IIIP-PB cnenyeT BBIMOJIHUTH KAyE€CTBEHHOE OMNPEACIICHUE AaTUMUYHBIX THUIIOB
tpanckpuntoB BCR-ABL p230 wu pl190. Ilocne yToyHEHHs Tuna TpPAaHCKPUIITA

HEOOXOMMO BBITIOJHUTH €r0 KOJIMYECTBEHHOE onpeaenenue meroaom [11[P-PB [13-17].

YpoBeHb yOeauTeJIbLHOCTH pekoMenaauuid — B (ypoBeHb [10CTOBEPHOCTH
A0KA3aTeJbCTB — 3).

PexomeHnayercs rpoBeieHUE MaleHTaM B a3e akcenepanuu uim oactaom kpuze XMJL
JUTSL OTIPE/ICTICHHS] ONITUMATbHONW TAaKTHKHU TEPANUU JOMOJHUTEIBHBIX HCCIEIOBAHUHN 10
nokasanusim [1,10,11]:

Omnpenenenne HLA-aHTUTeHOB mNpU HAIWMYUM CUOJMHTOB JIMOO MOJEKYJISPHO-
reHeThuyeckoe uccienoBanue ructocoBmectumoctu (HLA) Bbicokoro paspeiieHus: npu
MIOMOIIM CEKBEHHPOBAHMSI I TI0JJ00pa HEPOJACTBEHHOI'O JIOHOPAa KOCTHOTO MO3ra IpH
OTCYTCTBUH CHOJIMHTOB.

[{uToxuMu4eckoe ucciaeI0BaHUE MUKPOIIpenapara KOCTHOTO MO3Ta: MUETIONEePOKCH1a3a,
munuabl, PAS-peakuus, anbda-nadrunicrepasza npu 6mactosze 6onee 30 %.
NMMmyHO(DEHOTHIIMPOBAHHE T'E€MOIMOATHUYECKUX KJIETOK-MPEAICCTBEHHUI] B KOCTHOM
Mmo3re rpu 61acrose 6omee 30 %.

[TaTonoroanaroMuyeckoe HCCIEOBaHUE OHOINCHUIHOTO (OMEpalMOHHOTO) MaTepuana
KOCTHOTO MO3ra (TpernaHoOHOICHs) ¢ OINpeeleHHeM KIETOYHOCTH U cTerneHu Gpuodposa

IIpU HUTOIICHUU.

YpoBenb yoOeauteibHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH
JI0KA3aTeJIbCTB — D).

Kommenmapuu: npu @A u 5K XMJI, y nayuenmog c nebaazconpusamuvimu haxmopamu

npocHO3a HeobX00uMo bezomaazamenvHo peuams 6onpoc o noucke HLA-coemecmumozo donopa

u evinoanenuu amnoTI'CK. Lumoxumuueckoe u ummyHogeHomunuyeckoe ucciedo8ansl

onacmuulx Kiemox npu oaacmuom Kpuse XMJI mpebyromcs Ons onpeoenenusi JTUHEUHOU

HanpaejlerHocmu OACMHBIX KIemOK U 6bl60pa ONMUMAILHOU CXeMbl xumuomepanesmuieckoco

8030eticmaus. I ucmonocuueckoe ucciedosanue KOCMHO20 M032d He0OX00UMO 0/ OnpedeleHuUs

npuvduHsbl pazeumusl yumonexnuu u 6bl60pa ONMUMATIbHOU MAKMUKU ee Koppexkyuu.

2.4. UHCTPYMEHTAJbLHAA TUATHOCTHKA

Pexomenayercst mpoBOIUTE BCEM MallMEHTaM MpH moao3peHnu Ha XMJI yiapTpazBykoBoe
uccienoBanue (Y3U) cene3eHku ¢ MeIbl0 OMPEEICHHs €€ pa3MEPOB JIJIsl OIICHKHA 00beMa

OITyXO0JIEBOM Macchl M cTagupoBanus mpoiecca [10].
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YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb [10CTOBEPHOCTH

J0KA3aTeJbCTB — 5).

2.5. UHasi AMATHOCTHKA

e PexoMeHayHOTCS KOHCYJbTAIlMM CIEHUAIMCTOB MO MOKa3aHUsAM (Bpaua-KapauoJora,
Bpaua-3HJI0KPUHOJIOTa, Bpaua-TUHEKoJora U p.), Uit AuddepeHunanbHol JUarHOCTUKU

3a00JIeBaHUs U MPH JcucHUH naruenToB ¢ XMJI s Beibopa peskuma tepamuu [10].

YpoBeHb y0enuTejlbHOCTH pexkoMeHaanmuii — C (YpoBeHb J10CTOBEPHOCTH
J0KA3aTeJbCTB — 5).
Kommenmapuit: ocoboe sHumarnue ciredyem yoeiums OYeHKe KAPOUOBACKYIAPHBIX

DUCKOS.

3. Jleuenne, BKJIIOYASI MeTUKAMEHTO3HYI0 M HEMEIUKAMEHTO3HYIO Tepanum,
AMeTOTEPaNnuIo, 00e300,1UBaHNe, MeIUIUHCKHE MOKA3AHUS

H NMPOTHUBONOKA3aHUA K IPUMECHCHHUIO METO10B JICHCHHUSA

Oobuwgue npunyunsl 1e4eHus

Lens coBpemenHnoit Tepanmuu XMJI — MakcumanbHOE ToaaBieHue Ph-monoxxurensHOro
OITyXOJIEBOTO KJIOHA, MPEAYyNPEeXKIeHNUE Pa3BUTHS PE3UCTCHTHOCTH M OOECTeUeHUE JAITUTEINbHON
BBDKMBAEMOCTH TIPU XOPOIIIeM KadecTBe ku3HU. OCHOBHBIM CPEACTBOM TEpAIUU U CTaHAAPTOM
JICYCHHUS] B HACTOSIIEE BpPEMs SBJISICTCS MpUMEHEeHHe HHTuOuTOpoB THpo3uHKWHA3Bl (UTK).
JlanHple mpemapaThl MMEIOT MEXaHW3M TapreTHOro (IleJeHamnpaBlIeHHOT0) BO3JCHCTBUS Ha
BCR-ABL-nonoxurensHbie OMyX0JIeBbIe KJIETKH U IOJDKHBI HA3HAYATHCS BCEM MaI[eHTaM MOoCe
noaTBepxkaeHus auarHoza XMJL. Mexanausm geiictBuss UTK  oOycnmoBien  Onokamoi
AT®-cBs3piBatoniero kapmana Monekyiasl BCR-ABL, uro mumaer Oenok BCR-ABL
TUPO3MHKUHA3HOW  aKTUBHOCTH, JAIOUIEH  OMyXOJEeBBIM  KIETKaM  mpoiudepaTHBHOE
MIPEUMYILECTBO.

CobnroeHne TMPUHITMIIA HETIPEPHIBHOTO W TOCTOSTHHOTO BO3JIEHCTBHS HA OIYXOJICBBII
KJIOH sBIeTcs OCHOBOM sddextuBHOocTH neueHus. IlepepbiBel B mpueme MTK wmoryr
CIocoOCTBOBaTh CHIDKEHUIO A()()EKTHBHOCTH TEpanmuu M MPOTPECCHPOBAHHIO 3a00JIEBaHUS.
PerynsipHblii KOHTPOJIb PE3YNHTATOB TEPANIUU C MOMOIIBIO [IUTOTEHETUYECKUX U MOJIEKYJISIPHO-
T€HETUYECKUX METOJI0B, CBOEBPEMEHHAsI OIIEHKA OTBETA U MEPEKIIOYEHHUE Ha CIEAYIOIIYIO JTUHUIO

TEpAIIMU SABJIAOTCA OCHOBOIIOJAratOmyMM JJIA MPEAYTIPEKACHUS Pa3BUTUA PE3UCTCHTHOCTU IIPU
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XMJI. AnnoreHHass TpaHCIUTAHTAIMS TEMOIOATHYECKUX CTBONOBBIX KieToK (amtoTI' CK)
paccMmarpuBaetcs i nauueHtoB XMJI X® ¢ Heynadell Tepanuu | uiau nocienyromux JUHAN
NTK, a Taxoke B mpoaBUHYTHIX (azax XMJIL.

Tepanus UTK nokazana B HENPEepbIBHOM PEKUME — €XKEIHEBHO, IJIUTEIBHO, IOCTOSHHO.
HavanbHas 103a X HE 3aBUCHUT OT I10J1a, MAacCChl T€Jla, pOCcTa, pacel nauueHta. [Ipuem npenaparos
MOKHO HA4MHATH MpU JII0O0M uncie jerkountos. Bozmoxunocts otmensl UTK y nanuenTos co
ctabmibHbIM Ty0okM MO onmcana B pazzene 6.

CHuxeHue 1036l U MEePEephIBbl JOMYCTUMBI TOJIBKO MPU PAa3BUTUU MHTEPMUTTUPYIOLIUX
ABJICHUM TOKCUYHOCTH 3—4 CTENEeHM U TMOCTOSHHOM HEreMaTOJIOTMYEeCKOM TOKCHUYHOCTH
2 crenern. [lpu moctossHHOM Bo3neiicTBur MTK mpoucxomsaT pemayKius OIMyXOJIEBOTO KIIOHA
¥ BOCCTAaHOBJICHHE HOPMAIIbHOTO TEMOII033a, CHIDKACTCS PHUCK TPOTpeccHU 3a00JeBaHMA,
YBEJIMYMBAETCS BBKMBAEMOCTh MALMEHTOB. J[OCTHKEHNE MOJHOTO LIUTOI€HETHYECKOTO OTBETA
(IIIIO) u OGombmoro wmojekynsipHoro orBeta (BMO) — 3To0 mporHocTHyeckue NPU3HAKU
JUINTEIbHON BBDKMBAEMOCTH 0€3 IPOrpecCUPOBAHUS ITPH YCIOBUU OCTOSSHHOW TEPAIUU.

Kpurepun omnpeneneHuss IeMaToJIOrMYECKOTO IIUTONEHETHUYECKOTO, MOJIEKYJISIPHOIO

oretoB npu Tepanuu UTK y manuentos ¢ XMJI npeacrapnens! B TabI. 3.

Ta6umma 3. Kpurepuu s reMaToJIOrMYECKOr0, [IATONE€HETHYECKOTO M MOJIEKYJIIPHOTO
orseros [1,10,11].

Bup orBera Omnpenesienue
I'emaTosioruyeckui
(KJIMHU KO-
reMaToJI0rH4ecKmii)
[Tonneriit (IIIO) JTeiikomuTsr Menee 10 x 109/

bazogunsl Mmenee 5 %

B remorpamMmMe HeT MUEIIOIIUTOB, TPOMHEIIOLUTOB, MHETI00JIACTOB
TpomGormTsl MeHee 450 x 10%/n

Cene3eHKa HE NAJIbIIUPYETCS

I{uToreHeTHYECKMIit

[Tonnsrit (ITLIO) Ph-xpomocoma B MeTadasax He onpezensiercst (Ph* 0 %)
UacTiunerii (U110)?2 Ph-xpomocoma B 1-35 % mertadas (Ph* 1-35 %)
Masrit (MLO) Ph-xpomocoma B 36-65 % wmertadas (Ph* 36-65 %)

Munumansubii (MuallO)Ph-xpomocoma B 66-95 % meradas (Ph* 66-95 %)

OtcyrctBue (aet L[O) Ph-xpomocoma B Gosee 95 % meradasz (Ph* >95 %)
3

MoJiekyasipHbIT

Cootnomenne BCR-ABL/ABL <0,1 % u >0,01 % no mexmxyHapoaHou

EMO (MO3,0) kaie (IS)
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Coornomenne BCR-ABL/ABL<0,01 u >0,0032 % 1o

MO 4,0 mexaynapoanoi mikane (IS) uinu HeonpenensieMblil ypoBEeHb
BCR-ABL npu xommuaectse ABL >1000

Coornomenne BCR-ABL/ABL<0,0032 % u >0,001% 1o
["my6oxuit MO MO 4,5 MmexnyHapoaHoi mkaie (IS) nnu HeonpeensieMblil ypoBeHb
BCR-ABL npu xommuecte ABL >32 000

Cootrnomenne BCR-ABL/ABL<0,001 % mo mMexyHapoIHOM
MO 5,0 jmkane (IS) niau Heonpenensiemsiii ypoeab BCR-ABL mipu
komaectse ABL >10 000

lB clIydac cClir C]_H/I HeI/IH(l)OpMaTI/IBHO, OMPEACICHUEC IIOJHOIO0 HUTOTCHETUYCCKOIO OTBCTA

MOJKeT OBITh OCHOBaHO Ha pe3ynbTaTax FISH (ananmmn3 ne menee 200 simep) mpu 3TOM KOJTUIECTBO KIIETOK,
HECYIUX XMMEPHBIN T'eH, He JTOJDKHO MpeBbImath 1 %

2YacTUYHBIHA IIUTOT€HETHYECKUI OTBET M MOJHBIA MTOr€HETHYECKUH OTBET BXOIAT B MOHSTHE
Gonbmioit uTorenetnyeckuii orset (G110 — Ph* 0-35 %)

3]st OLEHKM PE3YJITATOB MOJIEKYJISPHO-TEHETHUECKOTO HMCCIEN0BAHUS 110 MEXKTyHAPOIHOM
mkane (IS) HeoOxoauM mepecdeT MOMyUYeHHBIX JaHHBIX ¢ MpuMeHeHneM (akTtopa KoHBepcuu. C menbio
WCKITIOYCHUS] BHYTpUIIa0OpaTopHO BapuabensHocTH n3MeHenue ypoBHs BCR-ABL menee uem Ha 1 Ig
(B 10 pa3 oT mpeapIIyIIero 3HaueHus) Hy>KIaeTcs B MOJTBEPKICHUN IPHU TOBTOPHOM aHAIM3€

3.1. JlekapcTBeHHOE JieueHHne

3.1.1. llpenapatsl s Tepanuun XMJI n pesxxum 103MpoBaHus

B Poccuiickoit @epeparuu s jgeuenuss XMJI B HacTosinee BpeMsi 3aperucTpUpPOBaAHbI
UTK mneporo mnoxonenus (MTK1) wumaruan6** u WUTK2 wHuwiotuuO**, naszatuHuO**,
603yTuHNO. [lepBbie Tpu mpenapara NMPUMEHSIOT Kak B 1, TaK U BO BTOPOM M MOCIEAYIOIIUX
JUHUAX JIedeHus], 003yTHHHO — BO 2 JTUHUH JICUEHUS U MOCJe HeyJaud JIByX JIMHUW Teparui.
Bri6op UTK BeImonHs€TCS ¢ y4eTOM COMYTCTBYIOIIEH MaTOIOTUH, MYTallMOHHOTO cTaTyca, (ha3bl

XMJL

3.1.2. llepsast iunus tepanuu UTK nannentos ¢ XMJI
e Pexomenayercss Bcem mnamueHtaM B X®, DA wucnonap3oBaHME HMaTHHUOA** Kak

npenapara 1 suaun i repanuu XMJI B pesxnMe MOHOTEpanuu U BceM nanuentaM B bK

Kak npenapata | JMHUM B peXHME MOHOTEpanud W B KOMOWHAIMKU C JAPYTUMH

XHMHOTEpaIeBTUUECKIMU Tipenapatamu [18-24].

YpoBenb y0enuTeJbHOCTH pexkoMeHgamuii — A (YpoBeHb JOCTOBEPHOCTH

J0Ka3aTeabeTB — 1).

Kommenmapuu: umamunu6** — HTK nepsoco nokonenusi ¢ CeneKmugHOCMbIO
6 omnowenuu BCR-ABL mupo3unxunassi, makxce cnocoben uneudouposams c-KIT, PDGFR-
KUHa3Hyro akmusHocmo. Ilpu npumenenuu umamunuba™* 6 1 aunuu mepanuu odwas

svlocusaemocms K 11 200am cocmasnsiem 83 %, eviorcusaemocmo 6e3 npozpeccuposarus 00 PA
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u bK — 92%, wacmoma npoepeccuposanus 6one3nu k 11 2ooam mepanuu He npegviuiaem 7%.
Tonnwuit yumoeenemuuecxuii (I11L]O) oocmueaemes y 83 % nayuenmos [19].

YV 6onvuwuncmea nayueHmos COXpAHAIOMCA Xopouiee Kauiecmeo HCUHU U MpPyoo-
CHOCOOHOCM.

Joza umamunuba** cocmasnsiem 400 me 6 cymxu 0ns X@ u 600 me 6 cymxu o1 PA u bK
[19-23]. IIpenapam pexomendosano npunumams 80 epems eovl, 3aNUEAs NOJHLIM CMAKAHOM
6000l Jlo3vl npenapama 6 3agucumocmu om ¢azvt XMJI ykasanvl 6 maoin. 4.

Crudicerue 003bl He0OX00UMO NPOBOOUMb NPU PAZBUMUU ABNEHUN MOKCUYHOCTIU.

Tabauua 4. J1o3s1 umatnaOa™* nipu nevernn XMJI

Jo3a XD DA u BK
CraproBas 1032 400 mr/cyT 600 mr/cyT
[ToBbrenue 10361 (+1) 600 mr/cyT 800 mr /cyT
[ToBbIieHue 103561 (+2) 800 mr/cyT —
CHikeHue 10361 (—1) 300 mr/cyT 400 mr/cyT

e Pexomennyercsi Bcem mamuentaM B X® u DA ucnonb3oBaHHE HUIOTHHHOA™* Kak

npernapara nepBoit auHuit s repanun XMJI B pexxume MoHoTepanuu [25].

YpoBenb yOenuTeJbHOCTH pexkoMeHgamuii — A (YpoBeHb JOCTOBEPHOCTH

JI0KA3aTeIbCTB — 2).

Kommenmapuu: nunomunud** — mownulii, evicoxocenekmughnwiil uneubumop BCR-ABL-
mupo3unkunazvl. Mmeem donvuiee cpoOCmeo K Hell N0 CPABHEHUI0 ¢ UMAMUHUOOM**, akmuseH 6
omuoweHuu mymanmuvix Gpopm BCR-ABL. Buinycxaemcs 6 eude xancyn no 150 u 200 me.
B 1 aunuu mepanuu noxazan nayuenmam ¢ X@ XMJI 6 nauanvnou 0oze 600 me/cym u 6 0oze
800 me/cym ¢ @A [25]. Hezasucumo om ¢pazvr XMJI npuem ocywecmensemes 2 paza 6 cymxu
6 pasHvix 003ax (300 me uru 400 me) ¢ unmepeanom npumepro 12 uacos. Pekomenoosan npuem
npenapama cmpozo HAmowax, maxk Kak Nuwa 3HA4umenbHo yeeauyusaem OUOOOCMYNHOCHb
npenapama (0o 80 %), umo @edem K y@eludeHuro KOHYeHmpayuu HUIomuHuba** ¢ niasme.
Ipunumams npenapam cnedyem He panee uyem uepes 2 uaca nocie eobl;, Nocie npuemd
HUIOMUHUOA™* nuwy credyem npunumamo He pauee yem yepes 1 uac. Kancynrvl neooxooumo
3anueams 00OCMAMOYHbIM KOIUYECHEOM 800bl.

Ilpu pazsumuu moxcuyeckux sgieHuti 003a HUIOmMuHuba** moocem Ovims cHudCEHA 00
300 me 2 paza 6 cymxu unu 400 me 1 pas 6 cymxu (mabn. 5). Iosviuenue 0ozt ¢ 600 oo 800 me
MOodHCcem npueooums K YVIyyuleHuro yumozeHemuueckozo omeema unu MO, oonaxo OaHmbvie

pe3yibmamosl nOIy4eHvl Ha HebONbULOM YUCTe nayuenmoe C MAnou ONUMENbHOCMbIO Ha6modenuﬂ,
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nO2MoMY Hem 00CMAMOYHbIX OCHOBAHULL PEKOMEHO08aMmb NOGbluieHUe 003bl HULOMUHUOA™* ™ npu

Pe3UCmMeHmHOCmU K CMAan0apmuol 003e npenapama.

e Pexomennyercss Bcem manueHtam B X® u DA wucmnonp3oBaHuWe Aa3zaTHHHOA** Kak
rpernapara nepBou JuHui 1 repanuu XMJI B pexxriMe MOHOTEpAIU U BCEM MTaLIUEHTAM

B bK kak npemnapara nepBoii TUHHI B PeKUME MOHOTEPAIMU U B KOMOMHAIUH C APYTUMH

XMMHOTEPAIeBTUIECKUMU Tpernaparamu [26—28].

YpoBeHb y0eAUTEJHLHOCTH peKoMeHaaumii — A (ypoBeHb JOCTOBEPHOCTHU

JI0Ka3aTebCTB — 2).

Kommenmapuu: oazamunud™* — muocoyenesoul npenapam, 83aumMoOeiucmseyroujull co
MHOUMU MUPOZUHKUHAZHLIMU U HEMUPOSUHKUHAZHLIMU Oerkamu. OH uneubupyem ciedyiowjue
muposzunkunazvl: BCR-ABL u cemeticmea Src (SRC, LCK, YES, FYN), c-KIT, EPHA2, PDGFRp,
PDGFRa. Cnocoben in vitro uneubuposams pocm KIeMOYHbIX JUHULL C 2unepIikKcnpeccuell
BCR-ABL, akmusayueti aniomepHamuHblx OHKO2EHHbIX Nymell, GKII0UAOWUX KUHA3bL CeMelicmed
SRC (LYN, HCK). Iloxazana 603MOJCHOCMb npenapama NpOHUKAMb 4Yepe3 2eMamodHye-
Ganuueckuii bapwvep.

Pexomenoyemas doza oazamunuba™* onsn X@ cocmasnsiem 100 me/cym, a ons @A u bBK —
140 me/cym [26-28]. Ilpu senenusx moxcuunocmu 0o3za oazamunuba** nayuenmam ¢ X@
Modicem Obimb cHudicena 0o 80 me I pas 6, nayuenmam ¢ @A u bK 0o 100 me 1 paz 6 cymku, npu
HOBMOPHBIX INU300ax moxkcuunocmu — 00 80 me/cym (maba. 5). Hannvix 06 s¢pghexmusnocmu
nogvluleHuss 003l dazamunuoba™* oo 140 me/cym npu pezucmenmuocmu K CMaAHOAPMHOU 003e
Hem. Bceéazu ¢ omum 6 KIUHUYECKOU NpaKmuke yeeiuueHue O003bl npenapama npu
HeodoCmamoyHoll d¢hghekmusHocmu e2o CmaHOapmuol 003vl HeyerecooopasHo.

Ilpumenenue UTK?2 (Hunomunu6**, oazamunu6**) ¢ I aunuu neueHus no cpagHeHur
c umamunubom™**  docmoeeprHo  Oonee  IPEHEKMUBHO NO  CHUNCEHUND  BEPOSIMHOCHU
npoepeccuposarnus XMJI u 6onee vicoxoii uacmome docmudcenusi 21yookoz2o MO 6 bonee pannue
cpoxu. Ilpumenenue nunomunudba™* 6 nepsoti aunuu 6 oose 600 me/cym nozeonuno yepes 1 200
mepanuu docmuye BMO y 77 % nayuenmos no cpaguenuro ¢ docmudxcenuem BMO y 60 %
nayuenmos, noayyasuux 400 me/cym umamunuba**. K 5 co0am mepanuu enyooxuii MO4,5
docmucnym y 54 % nayuenmog 6 cpynne Hunomunuba** 600 me/cym 6 cpasuenuu c¢ 31 %
nayuenmos 6 epynne umamunuba** [25]. Cpaenenue oazamunuda** ¢ ooze 100 me/cym
¢ umamunubom™** ¢ 0oze 400 me/cym 6 1 aunuu maxaice NOKA3AL0 NPEUMYULECTNEO 8 OOCHUICEHUU
BMO « 1 200y neuenus:y 76 % nayuenmos, noayuaguiux oasamunud **, npomus 64 % nayuenmos
Ha mepanuu umamunubom** [26].

Hunomunu6** u oasamunu6™* obecneuusaiom 6onee 8blcOKYI0 4acmomy 00CMUNICEHUs.

MO4 u MO4,5 no cpasnenuio ¢ umamunubom™**, umo modxcem ygeruuums 4UCIO NAYUEHMOS,
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20MOBbIX 8 NEPCREeKmuse K KOHMpoaupyemomy Haoarooenuro bez mepanuu. K 5 2cooam mepanuu
enyooxuti MO4,5 oocmuenym y 42% nayuenmos 6 epynne oasamunuba™* ¢ cpasnenuu ¢ 33 %
nayuenmos 6 epynne umamunuba** [25,26]. Ilpu omom eo3modcHocmb  pazeumus
HeOIa2oNPUSAMHBIX COOLIMULL (Hanpumep, OKKA03UU nepugepuieckux cocyoos npu npumeHeHuu
HULOMUHUOA™™, pazsumue NiespaibHO20 6bINOMA NPU OAUMELbHOU Mepanuu 0a3amuHubom™*)
mpebyem oyeHKu coomseemcmeylowux Gakmopos pucka y nayuenmos [26,29-31]. Ilpoghure
MOKCUYHOCMU uMamunuba** saenaemcs naubonee 6e30naACHbIM, A ONbLIM NPUMeHeHUus 8 1 nuHuu
Jnevenuss — Haubonee oaumenvhvimM 6 cpasHenuu c opyeumu HUTK. Taxoce smo Haubonee
0ocmynuwlil Ha ce200HAwWHUL Oenb npenapam. OOHAKO, 8ePOSIMHOCIb ObICIMPO2O OOCMUICEHUS
BMO u enybokoco MO npu newenuu umamunubom™* no cpasunenuio ¢ UTK2 nuoice [25,26].
Hmamunub** moorcem 6v1mos onmumanoHol mepanuel 01 NAYUEHMO8 C HU3KOU 2PYNNOU PUCKA,

O01bHbIX cmapute 60 rtem u/unu nayuenmoe Cc conymcmeyrowumu 3a60]l€€aHu}lMl/l,

oecparuyusarowumu Hasnaverue UTK2.

3.1.3. Bropas u caeayromue sunun Tepanuu UTK nanuentoB ¢ XMJI

e Pexomennyercs Bcem manueHtaM B X® u @A wucnonb3oBanne UTK2 (HunotuHnO**,
na3aTUHUO™*, 003yTHHUO) KaK MpenaparoB 2 U MOCISAYIOMUX JTUHUH i1 Tepanuu XMJI
B peXUMe MOHOTEpanuu M BceM manueHtaMm B bK kak mpemapatoB 2 ¥ mocIeayONIuxX
JUHUN B peXHUME MOHOTEpalvd, a Takke B KOMOWMHAIMKM C JAPYTUMHU
XUMHOTEPANEeBTUYECKUMU MpenapaTaMu (J1s1 HWIOTUHUOa™**, nasatuHnOa** HazHaueHue

npu BK BHe 3apeructprpoBaHHbIxX nokasanuii) [18,32-37].

YpoBenb yOeauTeJbHOCTH pexoMeHAanuii — B (ypoBeHb [10CcTOBEpHOCTH

JI0KA3aTeJILCTB — 2).

Kommenmapuu: npumenenue UTK2 6o 2 aunuu mepanuu XMJI s¢hghexkmusno xax npu
HenepeHoCUMOCmU, MAK U NPU pe3ucmeHmHocmu K umamunuoy**,. 'V 59 % nayuenmos 6 X XMJI
npu npuMeHeHuu HUTOMUHUOa™* 6o 2 nunuu leyenus y nayueHmos ¢ pe3ucmenmHoCmouio uiu
HenepeHocumMocmoio umamunuba™** ovin oocmuenym bBILO, npu smom y 45 % nayuenmog
naontooancs IO [34]. Bo 2 aunuu mepanuu Hunomunu6** nasnauaemcs 6 0ose 800 me/cym 6
XO® u @A [34]. llpumenenue oazamunuba™* 6o 2 nunuu mepanuu y nayuenmos ¢ X0 XMJI npu
HenepeHoCUMOCMU UL Pe3UCMEHMHOCMU K umMamunuoy** nozeonunro oooumvcas BMO y 55 %
nayuenmog npu Henepenocumocmu u 'y 43% — npu pesucmenmuocmu [32). Ucnonvsosanue
oazamunuba** ¢ @A nozsonuno docmuus BL]O y 33 % u I11]O y 24 % 6oavneix [27]. [pumenenue

amoeo npenapama npu BK nozeonuno nonyuume BI[O vy 25% nayuenmos ¢ muenouonvim bBK u
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50 % nayuenmos c aumgpouonvim BK 6 meuenue 24 mecsayes, ooHako smu omeemvl He ObLIU
onumensuvimu [35]. Pexomendyemasn d0osa oazsamunuba™* 6o 2 u nociredyrowux auHusx 0 XD
cocmasnsiem 100 me/cym, a ons @A u BK 140 me/cym [26].

bosymunub — uneubumop rxunasvt BCR-ABL, a maxoice kunaz cemeticmea SRC, 6 mom
yucne SRC, LYN u HCK. Ilpenapam obradaem MunumMaibHOU UHSUOUPYIOWel aKmMueHOCMbio 8
omuowenuu peyenmopoé PDGFR. Cmanoapmuas 0oza— 500 me 6 cymxu. B cayuae
HeHCeNamenbHbIX A6LeHUll, NPENnIMCmEYIOWUX NPoOOINCeHUI) Mepanuu 8 CmaHoapmuou 0o3e,
003a modicem Ovimb cHudxcena 00 400 u 300 me 1 paz 6 cymxku (mabn. 5). Hem oannvix 06
aghghexmuenocmu nosviueruss 003bl 603yMuUHUOA NPU HedhdekmusHocmu CMmandapmHol 003bl
npenapama. B ceazu ¢ smum 6 KiuHuueckol npakmuke yeenuueHue 003bl Npenapama npu
HeOdoCmamoyHoU dhheKkmusHoCmuU e20 CMaHOApmMHOU 003bl HeyerecooopasHo.

bosymunub makorce oxkazancs agpgpexmusnvim y nayueHmos ¢ pesucmenmuocmoio (n=200)
unu Henepenocumocmvio (n=388) npeowecmsyroweti mepanuu umamunubom™**. Ilpu meduane
Habnooenus >24 mec. Kymynamuenas yacmoma oocmudicenusi [1I'O, BLJO u I1[JO cocmasuna
77 %, 57 % u 46 % coomeemcmeenno, MO u eny6oxuii MO 6winu nonyuenst y 35 % u 28 % [37].
bosymunub maxoice nokasan s¢hgpexmusnocms y nayuenmos ¢ weyoauen mepanuu He mMoabKo
umamunuoom™*, no u UTK?2 (0azamunud**, nuromunu6**). I11'O, I11]O u EMO oocmuenu 62/86
(72%), 16/72 (22%) u 20/78 (25 %) nayuenmos coomeemcmeeHHo nocie mepanuu
umamunuoom™* u oazamunudbom™*. Omu oce noxazamenu oviu 3apecucmpuposanst y 20/26
(77 %), 5/24 (21 %) u 1/19 (5 %) nayuenmos, panee nonyuaguiux umamurnud ** u HuTOMuUHUO™*
[33]. Taxum obpazom, neborvwias Oonss nayuenmos ¢ npeouecmsylowei Heyoayel mepanuu
osymsa UTK na ¢ghone npuema 603ymunuba moena docmueamv He moavko IO, no u bonee

2Jzy601<ux (uumozeﬂemuquKux u MOJleKy]lﬂprlX) omeemaoe.
3.1.4. Ilpuauunsl B16opa UTK npu cmene Tepanun

o Pexomenayercs BoiOop UTK ¢ yuerom comyTcTByIOLIEH MAaTOIOTUH JUI IPEA0TBPAILCHUS
HEXeJIaTeNbHBIX SBJICHUN MpH Tepanuu y nanuentos ¢ XMJI [10,11,38].
YpoBenb yOeauTeabHOCTH pexkoMenaanmuii — C (ypoBeHb [0CTOBEPHOCTH
J0KA3aTeJbCTB — 5).
Kommenmapun: C  yuemom npogura  moxcuunocmu HUTK  npumensiom ¢

OCMOPOACHOCIBIO NPU HEKOMOPBIX NEPEUUCTEHHBIX HUNCE 3A00Ne8AHUSX U COCMOSHUSIX.
Hunomunuo™*
» [lankpeamum 6 amamne3’e — 8 peOKUX CIAYYAsAX OMMeUeHO 000cCmpeHue

nankpeamuma, mMoacem HAOI00AMbCsl NOBbILUCHUE YPOBHA aMulassl, 1Uundasol
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* CaxapHvlti ouabem — Ha ¢hoHe mepanuu HUTOMUHUOOM™ ™ 803MONCHO NosGIeHUe
eunepeiuKemuu

*  Amepocknepomuyeckoe nopajicenue cocyoos, KapoOuo8acKyIsApHvle uemMudecKue
CcOObLIMUS, OKKIIOZUOHHAS O0JIe3Hb Nepugeputeckux apmepuil — NPoOeMOoHCMPUPOBAHA
NOBLIUEHHASL BEPOSIMHOCMb  UX PA36UMUSL Y NAYUEHMO8 C Yice UMEeIoWUMUCS
Gaxkmopamu pucka pazeumus cepoeuHo-coCyOucmulx 3a001e8aHull N0 CPABHEHUI C
umerowetics 6 obwei nonyasiyuu [39].

Hazamunuo™*

*  XpoHuueckue cepoeuno-cocyoucmoie 3a0071€8aHUs, XPOHUYECKUEe 0OCMPYKMUEHbIE
3a001e6aHUsl 1€2KUX, OPOHXUANbHAS ACMA, NHe6MOHUs, Mpasma 2cpyoHOU KIemKu,
AYMOUMMYHHbIE HAPYWIeHUs. — (AaKmopwel, 6GauAwWuUe HA YACMOMY pA36UMus
naespanvuvix sbitnomos [26,29,30,40]

* Xponuueckue 3a6onesanuss JKKT ¢ @vblcokum puckom passumusi KposomeyeHull,
NOCMOSHHBIU NPUeM AHMUASPe2anHmos — 0a3amunud ** ooiadaem anmuazpe2aHmusim
agppexmom [41].

bo3zymunuo

* msoicenoe napyuerue yukyuu nevenu u novex [42].

Bce UTK cnedyem npumensmv ¢ OCMOPOHNCHOCMBIO ) NAYUEHMO8 C YOJIUHEHHbIM
unmepsarom QT, a makdce ¢ KIUHUYECKU BbIPANCEHHOU CEPOeUHOl HedOCMAamoYHOCMbIO,
oucynkyueii 1eeo2o  dcenyoouxka, apummuamu. Cnedyem uzbezamv 00HOBPEMEHHO20
npumenenus UTK kak ¢ unoykmopamu, max u uneuoumopamu uzogpepmenma CYP3A, a maxoice
¢ npenapamamu, yonunsiowumu unmepsan QT [43].

e Pexomenayercs Boi6op UTK npu tepanvu XMJI ¢ yuetoM MyTanuii THpO3MHKHHA3HOTO

nomena reaa BCR-ABL [44-50].

YpoBenb y0eAUTEJHLHOCTH peKoMeHIauuii — A (YpoOBeHb J0CTOBEPHOCTH

10Ka3aTeJILCTB — 1).

Kommenmapuu: mymayuu BCR-ABL onpedensitom 4y8cmeumenbHOCMs JetKO3HbIX
K1emok K 8030eticmeuto onpeoenennoco UTK. Ha momenm ouacnocmuku MymayuoHHbll CMmamyc
yenecoobpasno onpedenasms npu oedorome XMJI ¢ ®A u BK. Takowce uanuuue mymayuii
mupo3unkunazno2o oomena BCR-ABL neobxooumo ucciedosamov npu Heyoawe mepanuu u nepeo
cmenou UTK.

Mymayuu, komopbie onpedensaiowjue HU3KYI0 yyecmeumenvrocmos Kk UTK:

o K oazamunuby** — F317V/L/I/C, T3154, V299L, Q252H. Ilpu ewviasieHuu
VKA3AHHBIX Mymayutl npeonouymumenvHee mepanus wuiomunubom™*. [lpu nanuuuu

mymayuu F317V/L/I/C, T3154, Q252H 603mocHa maxice mepanus 603ymuHuUO0M.
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* K Hunomunuby** — Y253H, E255K/V, F359V/C/I. Ilpu eviaenienuu OaHHbIX
mMymayuii npeonoumumeinvHee mepanusi oazamunudoom**. Ilpu unanuuuu mymayuii
Y253H, F359V/C/I s03mooicna maxoice mepanusi 603ymMuHuOOM.

» K 6o3ymunuby — E255K/V (npeonoumumenvhee mepanus oazamurubom™*),
V299L  (npeonoumumenvnee mepanus Huromunubom™*), G250E  (803mM02iCcHO
HazHavenue Huromunuoa** u oazamunuba™*).

Tepanus ecemu nepeuucnennvimu UTK (umamunu6™**, nuromunu6**, oazamunud**,

b603ymunu6) neapgpexmuena npu nanuuuu mymayuu T3151 [50,51]. Ilpu eviserenuu oanmot

mymayuu pexomenoyiomess nouck HLA-uoenmuunoeo oomopa, evinoanenue annoll CK aubo

BKIIOUEHUe MAK020 nayueHma 6 Kiunuueckue ucciedosanusi [52-54). Ilpu nesoszmodcrnocmu

annoTI'CK 6 kauecmee anbmepHamuerHoco jeuenuss Ha3Ha4armces uopoxkcukapoamuo** (maon.

9), Kypcwvl manvix 003 Hyumapabuna** (10 me/m* nooxoscno 2 pasza 6 denv 6 meuenue 21 Ous),

KYpCbl ROTUXUMUOMEPAnUY, UHMeEPHEPOHOMePanusl.

Ta6auna 5. Jlo3sr HUIoTHHUOA™ *, MazatuHOa** 1 603yTHHHOA

Jo3a Huaoruano™* Jazatunuo™> bo3yrnnuo
npemnapara
1-s1 TuHUS 2-s1 TUHASA 1l u2muanu |1 1 2 nuaUN 2 ¥ mocieayoIme
repanuu X  [repanuu repanuu X  [repanuu IMTMHUW TEpaNuu
XD u PA @A u bK XD, PA u bBK
CraptoBas (600 mr B cyr (800 mr B cyr |100 mMr 140 mr 500 mr x 1 pa3 B cyT
no3a (300 mMr (400 mr x 1 pasBcyr [x1pa3Bcyr
X 2 pa3a B cyT) [X 2 pa3a B CyT)
CHmxkenue 400 mr 600 mr B cyt |80 mMr 100 mr x 400 mr x 1 pa3 B cyT|
no3el (—1) x 1 pazBcyr (300 Mr x 1 pasBcyr |l pa3BcyT
X 2 pa3a B CyT)
CHMKeHue |— 400 mr 50 mr 80 mr 300 mr x 1 pa3 B cyT
10361 (—2) x 1 pasBcyr [x1pazBcyr [x1pa3scyr

3.1.5. IlmarHocTuka Ha JdTamne Je4eHUus: (MOHUTOPUHI pe3yabraToB Tepanuu UTK

y nanueHToB ¢ XMJI)

L4 PeKOMeHIlyeTCH pCPYHHpHBIﬁ MOHUTOPHUHI TEMATOJIOTHYCCKUX, MHNUTOICHCTUYCCKUX

Y MOJICKYJISIPHO-TEHETUUECKHX U JAPYIMX TIOKa3aTeleld y TalueHTa I OLECHKH
s dexTuBHOCTH U iepeHocumocTH Tepanun UTK [11-13,15,55,56].

YpoBenb yOeaureabHocTH pexkomengamuii — C  (YpoBeHb JOCTOBEPHOCTH
JI0Ka3aTebCTB — 4).

I(wmneumapuﬁ: ons CGO@@peMeHHOZZ OYEHKU pe3yibmamoe mepanuu U 603MOINCHBIX

HedcenamenbHbIX A61eHUll mepanuu HeoOX00UMO PESVIIAAPHO 6bINOJIHAMb MOHUMOPUHS KIUHUKO=
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nabopamopHulx noxkazamernei (maon. 6). Ilpunumas 6o enumanue HeobXo0UMOCmb OUMENbHO20

npuema npenapamos, yenecooopasna pezyiapHas Oeceoa ¢ NAYUEHMOM C UYelblo KOHMPOI

npueepsIICeHHocmu mepanuu.

Ta6auma 6. Yactora TMHAMUYECKOTO OOCIenoBaHMs ManueHToB ¢ XMJI, momydaromux

HUTK

HccaenoBanme

Ilepnoan4HOCTHL MOHMTOPUHTIA

KnnHuyeckuit aHanus KpoBU

Kaxnasie 15 gueit 1o noctmxenus u noarsepxaenus [0,
nanee — Kak MUHUMYM KaK]ible 3 Mecslla UiIv Yaiie
10 MEpe HEOOXOTUMOCTH

CTaHapTHOE LIUTOT€HETUYECKOE
MCCIIC/IOBAaHHE KOCTHOTO MO3Ta
(CLIA — ue menee 20 meTadas)
(mpu HeBOo3MOXKHOCTH — FISH)

Ha 3-M 1 6-M Mecsauax repanuu

Ha 12-m mecsue Tepanuu (npu goctmxenun [1O
Ha 3-M Mecsilie U MOATBEP)KICHUN Ha 6-M Mecsile —
MO>KET HE BBIIIOJIHATHCS)

[Tpu Heynaye neyeHus (MEpBUYHAS WM BTOPUYHAS
[PE3UCTEHTHOCTD), IPY BO3SHUKHOBEHUH HEOOBSICHUMOMN
[ TOTICHUN

[Tpy Hanuuuu JIXA (B 1e0r0Te WM B XOJI€ TEPAITHH )
B Ph-mionoxxutenbHbiXx U Ph-oTpHiiaTebHBIX KIIETKAX
[iesiecoo0pa3eH 00J1ee YacThIld ITUTOTCHETHYCSCKHI
MOHHTOPHHT

[Tpu ypoBae BCR-ABL menee 1 % metonom
KoandecTBeHHOM TP muToreHeTndeckoe ucciaea0BaHuE
Helenecooopa3zHo

Konuuectsennas [IL{P B peanbHOM
BpEMEHH (M3MEpPEHUE YPOBHS
BCR-ABL c ykazanuem KoiauyecTBa
KOMHUI KOHTPOJIbHOTO TeHa ABL)

Kaxapie 3 MecsIia 10 JOCTHXKEHUS U TIOITBEPKICHUS
bMO, 3ateM Kaxkabie 6 MecsieB*

Ulabopamopus 001%CHa umems axmop KoHeepcuu OJisl
npedcmasieHus pe3yabmamos no MeiCOyHApPOOHOU WKae
IS (%). IIpu omcymemeuu ¢pakmopa xongepcuu
YenecoobpasHo GbINOIHEHUE UCCTE008AHUS

6 00HOU U motl dice 1abopamopuu

MyTtannonusiii anan3 BCR-ABL

[Ipu HEeynaye Tepanuu NepBOU JIUHUU, IIPU IIEPEX0JIe
Ha apyrue UTK nnu npyrue Buasl Tepanuu

bruoxumMuyeckui aHau3 KpoBH

Kaxnabie 15 quelt B Teuenue 1-ro Mecsa Tepanuu;

1 pa3 B Mecs11 B TeUEHHUE MEPBBIX 3-X MECALIEB TEPAIIUH;
manee 1 pa3 B 3 Mecsina 10 12-Tu MecsIeB Tepanuu;
nocie 12-tu mecsueB — 1 pa3 B 6 mecsiieB

[Tpy HEOOXOIMMOCTH MOHUTOPHHIa TOKCUYHOCTH
MokaszaH 0oJjiee 4acThlif KOHTPOJIb
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OKI Y manueHToB ¢ pakTopamMu pucka, cepIeuHO-
COCYIUCTBIMH 3a00JI€BaHUSIMU PEKOMEH/I0BaH
MOHMTOPHHT 110 KIIMHUYECKUM [TOKa3aHUAM

[Ipu nepexoxae Ha apyrue UTK: nepen HayaioM HOBOTO
WTK u uepe3 Henemo npuema Hosoro UTK

Pentrenorpadus/daooporpadus |1 pa3 B ToA UM MO KIMHUYECKUM [TOKa3aHUAM
OPraHoB I'PYAHOMN MOJIOCTH

*Bo3MokeH Ooree 4JacThIid KOHTPOJIb JId OLCHKHU CTaOUILHOCTH FHy6OKOI‘O MOJICKYJIApHOI'O
OTBETAa NEpea BKIOYCHUCM B UCCIICIOBAHUS 10 Ha6J'IIOI[CHI/IIO 0e3 TCparuuun

3.1.6. TakTHKAa BeJeHHs B 3aBUCHMOCTH OT Pe3yJIbTATOB Tepanuu

e Pexomenayercsi manueHTaM ¢ HeyJauded Tepamuu UMaTHHHOOM™* mepexon Ha MTK2

(HumoTuHUO**, nazaTuHUO**, 603yTHHUO) [27,32-34,36,37].

YpoBeHb Yy0eAUTEJHLHOCTH peKoMeHIauuii — A (YpoBeHb JI0CTOBEPHOCTH

JI0KA3aTeJIbCTB — 2).

Kommenmapuii: 5¢hcpexm mepanuu 1 aunuu modtcem 6vimo pacyener Kak OnMuMAaibHbil,
HeyOoaya mepanuu, npedynpexcoerue (maoi. 7).

Ilpu neyoaue mepanuu umamurnubom™* 6 I nunuu noxaszan nepexoo na UTK2 ¢ yuemom
nepeHocCuMocmu U MymayuonHo2o cmamyca. B ycioeusx oecpanuuennozo oocmyna UTK2 npu
HeyOaye mepanuu uMamurubom™* 6 I nunuu Heobxooumo Oe30miazamenbHO NOBLICUMDb 003V
umamunuba** 0o 600-800 me ¢ yuemom nepeHoCUMOCmU, 8 Kauecmee SPeMeHHOU Mepbl 00
nepesooa na UTK2. V nayuenmos c evicoxou epynnoii pucka no J.E. Sokal (mabn. 2), JIXA
6 Ph-nonooicumenvnvix xnemxax (kxomopole s61s10mcsi npocHOCMUYECKU HebIa20NnPUsmHbLMU
gpaxmopamu) npeonoumumenvree cmena UTK, uem nosviuwenue 00361 umamunuba**,

Ipu neyoaue mepanuu UTK2 6 1 aunuu neyenuss noKazana cmena npenapama Ha opyeou
HUTK2; 6 unmepecax nayueHmos paccmompems 6aApUaHmvl 3KCNEPUMEHMATbHO2O JIeYEeHUsl 8
PAMKAX KIUHUYECKUX UCCTe008AHU, NOKA3AHO 8binoaHums HLA-munuposanue cubaiunzoe npu ux
Hanuuuu. Dpgpexmusnocmv yeenuvenus 0ozvt UTK2 6 1 nunuu neoocmamouno 0OKA3aHa
U NO3MOMY Heyenecooopasta.

Ilpu onmumanvrom omeeme npoododicarom nedenue mem dxce npenapamom UTK.

Ilpu  omcymcmeuu  ONMUMANLHOZO ~ OMBEMA  PEKOMEHOO8AHO  NpOBepUmb
NPUBEPHCEHHOCTNb NAYUEHMA K MePanuu U B03MOJICHOE JIeKAPCMBEHHOe 63auMooelicmsue,
ebinonHumo anaiuz Ha mymayuu BCR-ABL.

Ilpu  koncmamayuu npedynpedcoeHus Ha mepanuu umamuHuoom™* u HTK2
YenecoobpasHo NPoOOINCUMb NPUeM Npenapama 8 npexchell 0o3e, 8bINOIHAMb O0Jlee Yacmblil

MOHRUMOPUHZ, obecneuums 20MOSBHOCMb K CMEHE mepanuu 6 ciydae KoHcmamayuu Heydalm.
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Taoauna 7. Kpurepun orsera Ha Tepanuto U TK B nepBoii IMHUY JICUECHHS Y MMAIUEHTOB

B XD u A

Cpoxk Tepanun

OnTuMaabHblii OTBET

IIpexynpexnenue

Heynaua tepanun

BCR-ABL <0,1 %

Ha momeHT Bricokuii puck:
muarHosa «(3HAYMMBIC» aHOMAITUU
B Ph+ kneTkax
3 Mecsia [TOJIHBIN Ph+ 36-95 % (MLIO) Her I1I'O
reMaToJIOrMYeCKUn
otset (I1T'O) BCR-ABL >10 % Ph+ >95 %
Ph+ <35 % (UL1O)
BCR-ABL <10 %
6 MecsIeB Ph+ 1-35% (YLIO) Ph+ >35% (menee ULLO)
Ph+ 0 % (ITLIO)
BCR-ABL 1%-10% BCR-ABL >10 %
BCR-ABL <1 %
12 mecsuen Ph+ 0 % (ITL1O) Ph+ 0% (ITLIO) Ph+ >0% (menee I1110)

BCR-ABL 0,1-1%

BCR-ABL >1 %

(BMO)
B nmanpueiimem |BCR-ABL <0,1 % JIXA B Ph— xirerkax [Torepsa I11"O
1 B r000¢ Bpems |(BMO) ninun MeHee (7 wim 7q-)
[Toreps ITLHO
[Torepst BMO*

Mytamnu BCR-ABL

XA B Ph+ kiietkax

*nonrBepkeHHas moteps BMO: ypoenr BCR-ABL >0,1% B aByx u Oonee

NOCJIeI0BATENNbHBIX aHaIu3aX, B 0AHOM U3 KoTopbix BCR-ABL >1 %

3.1.7. Taxkrtuka BE€ACHUA IIPH KOHCTATAaUU MNPEAYIPECKICHUA MO0 JTAHHBIM

MOJIEKYJ/ISIPHOTO aHAJIM3a HA 3 MecsLaxX Tepanuu

e Pexomennyercs usmenenue tepanuu npu yposie BCR-ABL >10% k 3 mecsinam neueHus

(cmena UTK) [57-59].

YpoBeHb

yOequTeIbHOCTH peKOMeHAamui — A

0KA3aTEJbCTB — 2).

(ypoBeHb

JIOCTOBEPHOCTH

K'ommeumapuﬁ: O0O0HOU U3 CNOpPHbIX U HEOOHO3HAYHBIX I’ZOSL!I/!UIZ A6JAlemcst 60npoc panHezco

nepexnouenus Ha opyeou UTK npu yposne BCR-ABL >10% k 3 mecayam mepanuu UTK. Yposenw

BCR-ABL >10% sensemcs npocHocmuuecku Heb1a2onpusmuuviM O 00uell 8blHCU8AemMocmil,

svlocugaemocmu Oe3 npoepeccuu, 0aa noayuenus 2nyooxoeo MO npu npumenenuu a106020 u3
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yrazannvix UTK (gpaxmop pucka neyoauu mepanuu). QuesuoHo, 4mo nPOOOIdNCEeHUE TleUeHUsl,
KOmopoe ne A61Aemcs dQPGekmunvim, yseruuugaem puck npoepeccuu 3aoonesanus. Oonaxo 6
PpasHvle 2006l MENCOYHAPOOHbLE IKCHEPMbL 8bIPAOOMANU PA3HbIE KOHYENYUU USMEHEeHUs mepanuu
Ha cpoke 3 mecaya (pekomenoayuu npogeccuonarvuwvix cooowecms ESMO 2012, ELN 2013,
NCCN 2013) [5, 67, 68]. Dmo csazano ¢ omcymemeuem paHooMu3upoOBaAHHbIX UCCAe008AHULL NO
CPABHEHUIO USMEHEHUsL CXeMbl JledeHusi Ha 2mom cpoke npu yposne BCR-ABL >10 %.

Ha ob6cyscoenuu Paboueii epynnvl  paspabomxu KIUHUYECKUX DPEeKOMeHOAyull no
ouaznocmuxe u aeveruro XMJI 0ocmueHym KOHCEHCYC 0 MOM, 4mo panHee usMeHeHue mepanuu
B03MOJCHO OCYWECMBIsIMb HAYUHASL C 3-20 MecAya JedeHus Nnpu BblAGNIeHUU YPOBHs
BCR-ABL >10 %. [{ns noomeepicoenuss Heyoauu Ha 3mMomM CpOKe JeyeHus NOKA3AHO OYeHUMb
pe3yabmamsl U Yumo2eHemu4ecko2o, U MONEKYIAPHO-2eHEMUYECKO20 Memo0a 00OHOBPEMEHHO, C
mem 4mooOvl noOmMeepoOUms 3HaA4UmMenbHulll 00vem onyxonegou maccol (Ph >35 % u BCR-ABL
>10 % kax ¢akmopvl pucka Heyoauu mepanuu HMTK), makowce onpasdanHvl NOSMOpHbLIE
J1abopamopHule mecmyl (YumozeHemuuecKue, MOJeKyIapHo-2eHemudecKue) 01 NOOMeEepHCOeHUs

BbLISGIIEHHBIX U3MEHEHULL.

3.1.8. Tepanus npu Heyaa4ye BTOPOH M NOCJIeAy0OUIell JMHIH JeYeHUs!

e Pexomenayercs nsmenenue aeuenus npu XMJI npu Heygaude 2 u Oosiee TUHUI Tepanuu

XMUJI (nepexon Ha apyroit UTK, ammoTI'CK) [33,60,61].

YpoBenb yoOeauteibHocTH pexkoMenaanmuii — C (ypoBeHb [10CTOBEPHOCTH

JI0KA3aTeJbCTB — 2).

Kommenmapuii: coznacno omeuecmseHHbIM DEKOMEHOAYUAM, d MAKdice e8pONnetcKuUM
pekomenoayusm no npumerenuro mepanuu UTK2 6o eémopoii nunuu, npu omcymcmeuu 1110
Kk 3 mecayam u no menvuteni mepe MI]O x 6 mecayam mepanuu HUTK2 xoncmamupyemcs
pe3ucmenmuHocms K eyenuio (maoa. 8) Bozmosxxcnocmu mepanuu npu Heyoade 2 u 6o/ee JuHull
mepanuu UTK oepanuuensvi. Omcymcmeue pezepéa HOPpMAIbHO20 KPOBEMBOPEHUS, OUmeNlbHble
yumonenuu Oenarom mpyoOHO BbINOTHUMBIM OaumenbHoe npumenenue HUTK 6 nocmosnnom
pedxxcume U 6 NOAHBLIX 003aX, 4mo CHudcaem 3¢pgekmusHocms neveHus. B kauecmee
mepanesmudeckux onyuul paccmampusaiomcs nepesoo Ha opyeou HTK2, amnoTI CK. Ilpu
NONYYEHUU KIUHUKO-2eMAMOL02UYECKOl PEMUCCUU, a MAKHCe 8 CyYae OOCMUNICEHUU PedyKYuu
JIeUKO3HO20 KIOHA (KTUHUKO-2eMAmONI02UYecK020 Omeema, yumozeHemuyecko2o omseema) npu 3
Jaunuu mepanuu onpoc o svinoanenuu annoll CK neobxooumo pewiams nezameonumenvHo. Ilpu
omcymcmeuu ¢hgekma u npocpeccuu 3abonesanus co coepicusarowell Yeivio NoKA3aHo

npUMeHeHUue YUMoCmamuyeckux cpeocms, cuopoxkcukapoamuoa **.
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Tabauua 8. Kpurepuun orseta Ha UTK B kadecTBe BTOpOIt M O0JI€€ IMHUM TEpATTUN

IIpoaosxu- XapakTepucTUKa 0TBETA
TeJIbHOCTh
JIeueHust LleneBoil ypoBeHb [Ipenocrepexenue Heynaua
HUTK2 OTBETa
/1o neuenus reMaToJIornyecKas
[PE3UCTEHTHOCTD
K UIMaTHHHOY ™™
[ TOTEHETHYECKAas
[PE3UCTEHTHOCTb
k UTK | nuaun
BBICOKMI PUCK
3 mecsua BCR-ABL <10 % BCR-ABL >10 % OtcyrcrBue 1IN0
/i Ph+ <65 %  /mmm Ph+ 65-95%  jum Ph+ >95 %
(MLIO) (MunllO) i HoBble MyTanuu BCR-ABL
6 MecsIeB BCR-ABL <10 % Ph+ 36-65 % (MLIO) [BCR-ABL >10 %
u/vu Ph+ <35 % u/wi Ph+ >65 %
(HLIO) 1/VJTA HOBBIE MYTaIllH
BCR-ABL
12 mecsitieB BCR-ABL <1 % BCR-ABL 1-10 % BCR-ABL >10 %
/i Ph+ 0 % u/wmu Ph+ 1-35 % u/wi Ph+ >35 %
[111O) (HLIO) V/VJTH HOBBIC MYy TAIIHH
BCR-ABL
B mro0oe BCR-ABL <0,1 %  |IXA B Ph—xnerkax:  moteps [1I'O wmu moteps 11O
nocneaytomee  (BMO) —7 v 7q—
BpeMsi i BCR-ABL >0,1 % |[moarBepskacHHAs TOTEPS

bMO*

nosisnenue myrtanuii BCR-ABL

JIXA B Ph+ knerkax

*noareepxxkaeHHas notepst BMO: yposens BCR-ABL >0,1 % B n1Byx u 6oee nocieaoBaTenbHbIX

aHanm3ax, B oqHOM 3 kotopbix BCR-ABL >1 %

3.1.9. lluTopeAyKTHBHASL M HIMTOCTATHYECKAS Tepanus

L4 PeKOMeHIlyeTCﬂ OUTOPCAYKTHUBHAA TCparud A YMCHBIICHUA onyxoneBoﬁ MacCChbI

B ne0rote

3a00JIeBaHUs,

HUTOPCAYKTUBHAA

N IOUTOCTATHYCCKasd

Tepanuy  Tpu

PE3UCTEHTHOCTH K HECKOJIBKAM JUHUAM Tepannu U TK, HEeBO3MOXHOCTH Ipyroi Tepanuu,

¢ nmaJyuMaTHBHOM 1enbio [10,11,62-66].

YpoBeHb

y0eauTeJbHOCTH

A0KA3aTEJbCTB — 3).

PeKOMeHIauun —
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Kommenmapuu: B X© XMJI npumenenue xumuonpenapamos nposoOUMCs 6 pelcume
MOHOXUMUOMEPANUU, KOMOPAsl HAZHAYAEMCsl 8 CIeOYIOUWUX CVUAAX!

1) 013 ymenvuieHuss Maccovl OnyxXoau Ha nepuoo 06C1ed08anus 00 NOLYYEHUsL Pe3VIbMAamo8
YUmozeHemu4ecko20 UCCcie008aHUus Uil MOJEeKVIAPHO-2eHeMU4ecKko20 UCCIe008aHUus U 0
NO00EPAHCAHUSA 2eMAMONIOSUYECKO20 OmEema,

2) Koeoa npogedeHue Opyeol mMepanuu HeBO3MONCHO: Pe3UCMEHMHOCIb  U/ulu
nenepernocumocmv UTK.

Haubonee wacmo ucnonvsyromes credyrowue npenapamol. cuopoxcuxapoamud** e oosze
1040 me/xke/cym 6 3asucumocmu om  nokazameneu —aumaiuza Kposu (maon. 9),
6-mepxanmonypun**, #yumapabun**. Jla npodunakmuxu 0Cn0dNCHEHUl, CBA3AHHLIX C
CUHOPOMOM JNUUCA ONYXOAU 6 Nepuod YumopeoyKyuu, 00s13amelbHbiM SAGNAemcs: 88e0eHUe
adexeamnozo obvema dcuokocmu (00 2-2,5 1/M? noseepxmocmu mena npu Omcymcmeui
cepOeunoll Heoocmamounocmu), anionypurona™* ¢ dose 300—600 me/cym. B cryuae npuznaxos
Jeikocmasa (HapyweHus MUKpOYUPKYIAYuY: dHyearonamus, CHUMCeHUe 3peHus, NnodeyHas
HeOd0CMamoyHOCMb) ¢ CUMIIMOMAMUYECKOU yelblo nokasau netikapepes. Ilayuenmam ¢ @A u BK
MOodicem npo8OOUMbCS NOIUXUMUOMEPANUS NO CXeMAM Je4eHUsl OCIPbIX JeliK0308 8 3a8UCUMOCTNU

om ¢penomuna 6nacmos, ¢ sxmouenuem UTK [62—66].

Ta6auna 9. Jloza ruapokcukapbamMuga™* B 3aBUCUMOCTH OT YPOBHSI JICHKOITUTOB

KounyecTBO J1€MKOLUTOB B KPOBU Jo3a rugpoxkcuxkapéamMmuga
>100 x 10%n 50 MI/KT eXeIHEBHO (T03UPOBKa BHE
BapernCTPUPOBAHHBIX MOKA3AHMI)

40-100 x 10%x 40 MT/KT eKeTHEBHO

20—40 x 10%n 30 MI/KT eXeTHEeBHO

10-20 x10%/n 20 MT/KT €KeHEBHO

10-5 x 10%n 10 MT/KT ©KeTHEBHO

<3 x 10%n **BpEeMEHHO OTMEHSIeTCs

*TIpuem ruppokcukapbaMuaa** KoKEeH ObITh PErYISIPHBIM, TaK KaK MPUH OTMEHE Iperapara
YPOBEHb JIEWKOIMTOB BHOBH OBICTPO yBenuumBaeTcs. KOHTpOJh KOMWYECTBAa JEHKOLWUTOB W JIPYTHX
nokazareyiel reMorpaMMbl (reMOrIoOuH + TpOMOOIHTHL + (opMyIia KpOBH) HEOOXOIUMO OCYIICCTBIISATH
€KEHEJIENBHO.

3.1.10. Tepanusi unTeppeponom anbpa

e Pexomenayercsi Tepanus npenapatamu uHTepdepona ampda** 2a wim 2b (Md-a) B
JO3UPOBKAX B COOTBETCTBUUM C HWHCTPYKUUEH IO MEIULUHCKOMY TNPUMEHEHHUIO

JIEKapCTBEHHOI'0 Tpernapara MalUeHTaM: B Iepuo]l OepeMEeHHOCTH, MpPH BBISIBICHUU
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myTtanuu T3 151 u HeBo3MoxHOCTH BhInoJiHeHUS aiuio TT'CK, npu HemepeHOCMMOCTH BCEX

noctrymnubix UTK. [10,11,67].

YpoBenb yOeauteabHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

A0KA3aTeJIbCTB — 4).

Kommenmapuu: mepanus npenapamamu UD-a** nposooumces 6 ocobwix cuyuasx, koeoa
mepanus UTK ne nokazana. IIpumenenue UD-0** go3moocHo 6 nepuod depemennocmu, npu
sviagnenuu  mymayuu 13151 u wnesozmosxcnocmu evinoanenus anno-TI'CK. Hauborvwas
aghghexmuenocms npenapamos UdD-o** ommeuaemcs npu nasnavenuu 6 X0 XMJI, npu @A u K

aghpexmuenocmov mepanuu UdD-0** ne dokazana.

3.2. Unoe Jeuenune

3.2.1. Iloxa3zanus K asnoredsoit TT'CK npu XMJI
e Pexomennyerca amtorenHas TI'CK mpu neymaue tepanuu 2-x quauid UTK unu npu

Hanuuuu mytarmn T3 151 s nedenns XMJI [53,54,68-72].

YpoBenb yoOeauteabHocTH pexkoMenaanuii — C (ypoBeHb [10CTOBEPHOCTH

JI0Ka3aTeJIbCTB — 4).

Kommenmapuu: maxmuka 6edenus NaAyueHmos 6 CAYHaAsX pPe3UCHEeHMHOCU Ul
Henepenocumocmu mepanuu UTK [1-3 aunuii 0ondcua 6vims 00CyscoeHa UHOUBUOYATbHO C
yuemom pakmopos pucka npoepeccuposanusi XMJI, nepenocumocmu UTK u ¢pakmopos pucka
annoTI'CK.

B X® XMJI oo mepanuu HTK ob6cysxncoenue HLA-munuposanus yenecoobpaszmo
Y nayuenmos u3 2Spynnvl npeoynpexicoeHus ¢ 6blCOKOU 2pynnoi pucka npoepeccuu XMJI
(svisenenue knunudecku snadumvix [IXA 6 Ph-nonoscumenvuvix Kiemkax) npu yciosuu HU3K02o
PUCKA MPAHCHAAHMAYUOHHBIX OCIAONCHEHUN U HAIUYUU POOCMBEHHO20 OoHopa (mabdin.9).
Tlokasanuem K  NpoBeOeHUI0  ANIO2EHHOU — MPAHCHIAHMAYUU — KOCMHO20 — MO32d  UIU
2eMONOIMUYECKUX CMBON0BLIX Klemok nepughepuueckoti kposu (arnoTl'CK) y nayuenmos ¢ XD
XMUJI siensiemes neyoaua mepanuu UTK emopoeco noxonenus, svisisnenue mymayuu T3151[52,53].
B cnyuae nanuuua HLA coemecmumoco cubaumnea, y Mmonoowvix (6 sozpacme 0o 40 nem) nayuenmos
¢ XMJI X® u Huzkum mpauncnianmayuOHHbLM PUCKOM Yeneco00pa3sHa KOHCYIbMAayusi NAyueHmos
8 Cneyuanu3upo8annvix yenmpax, evinoauaowux ainoTl CK, ons 3axnrouenus o 603MOACHOCIU
annoTI' CK.

Iayuenmam ¢ BK XMJI pexomenoosarno npogedenue annoTl' CK om poocmeennozo aubo
HEpPOOCMBeHH020 OOHOPa cpasy nocie docmudicerust mopoi X@ na ¢pone UTK u/unu covemanus
UTK ¢ xumuomepanueii [13,74].

Daxmopul pucka npu ainoTKM obwecmea EBMT [75,76]:
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e xponuueckas ¢aza — () bannos,
¢asa axcenepayuu — 1 o6ann,
oracmuulil Kpusz — 2 6ania
e gospacm menee 20 nem — () 6annos,
20—40 nem — 1 6ann,
oonee 40 nem — 2 6anna
® gpems om nocmanosku ouacnosa 0o ainoTKM menee 1 2cooa — 0 bannos,
bonee 1 200a — 1 6ann
o HLA-uoenmuunwvii cubnunz — 0 6annos,
opyaue 0oHopuvl — 1 6ann
® 1apa «OOHOP-JICCHWUHA — peyunuenm-myxcuuna» — 1 oann,

0711 Opyeux couemanuti «0oHop—peyunuenmy — ) 6bannos.
3.2.2. ConpoBoauTebHAs Tepanus

[Ipy BO3HUKHOBEHWUH OCTPOTO WJIH XPOHHUYECKOTO OOJIEBOrO0 CHHIPOMA MAaIUCHTY
MIPOBOAMTCS 00€300IMBAIOIIAs TEPaIisl COTIACHO CYIIECTBYIOIIMM POTOKOJIaM 00e300IuBaHus
[77,78], B ToM uymciie MO MOKa3aHUSAM — C MPUMEHECHHEM HAPKOTHUYCCKHX W ICHXOTPOITHBIX
JICKApCTBCHHBIX TIpEMNapaToB, C YYETOM BO3MOXHBIX IPOTHBOIOKA3aHH, CBSI3aHHBIX C
HHTOHCHI/ICﬁ, HWHBIMH KIIMHUYCCKUMHU CUTYyalUsIMU.

[Ipy pa3BUTHM LUTONEHUYECKUX WIM TPOMOOreMopparnyeckKux CHHJIPOMOB B XOJ€
npoBeneHun Tepanuu WTK wnam apyrumMu  mpoTHBOONMYXONEBBIMH MpemapaTaMH  MOKET
BO3HUKHYTh HEOOXOAMMOCTh B 3aMECTHTENBbHBIX TeMOTPaHC(HY3UIX KOMIIOHEHTOB KPOBH.

CHGI[YCT Y4€CTh, UTO Yy MalUCHTa MOT'YT OBITH HCCTAaHJAPTHBIC MPOABIICHUA 6OJ'I€3HI/I,
a TAK)XKE COYCTaHUC KOHerTHOI;'I 0oJIe3HH C APYruMu TMaToJOTrusAMHU, 4YTO MOKET IOUKTOBATDH
jedanieMy Bpauy H3MEHEHHs B ajropuTMe BBIOOpA ONTUMATbHOW TAKTUKUA JAMATHOCTHUKH

" JICUCHUA.

4. MequuuHcKas peaduianTanus, MeAUINHCKHAE MMOKA3AHUS
U NIPOTHBONOKA3aHMS K IPUMEHEHHUI0 MeTO10B PeaduInTalNu

e Pexomenayercsa BceM mamueHtam ¢ XMJI  ncuxosormdeckas W COUHMAJIbHAs
peaOuIuTalMs C LENbI0 BOCCTAHOBJICHMS TICUXOJIOIMYECKOTO COCTOSHUS U COLMAIbHOMN
anmanrtaruu [10].

YpoBenb y0enutTejlbHOCTH pexkoMmenaanmuii — C (YpoBeHb J10CTOBEPHOCTH
JI0KA3aTeJIbCTB — 5).

Kommenmapuu: Paboma no peabunumayuu 001Ax#CHA NPOBOOUMbCSL HA HECKOIbKUX YDOBGHSAX:
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Hnousuoyanvnass — paboma epaua-zemamonocza ¢ nayueHmamu ¢ pa3viacHeHuem
ocobenHocmeu meyeHusi 3a00.71e8aHuUs, NEPCNEKMUE NOIHO20 B0CCMAHOGNEHUS 6
NOBCEOHEBHOU  HCUZHU, COXPAHEHUS NPOOOIANCUMENbHOCU  JHCUSHU CPABHUMO20 C
nonynayueu,  603MONCHOCMU  COXPAHEHUs  pPenpoOVKMUBHOU  (YHKyuu,  npu
HeobX00UMoCmu KOHCYIbMAamuHas. NOMOWb NCUxomepanesma u/uiu epaia-ncuxuampa,
HAa3HaAyeHue HeoOX0OUMOU JIeKApCMBEHHOU Mmepanuu U HeMeOUKAMEHMO3HbIX Memoo08
8030eticmausl.

Cemetinas — npedocmasieHue ¢ paspeuieHus nayueHmos ¢ poOCmMEeHHUKAMU U OIUZKUM
JTHO0SAM UHGpOpMAYULU O COCMOAHUU 300P0BbS, PA3bACHEHUE HEeOOX0OUMOCMU MOPAIbHOU
NO00EPIUCKU NAYUEHMO8 C YeNbl0 NOGLIULEHUS. NPUBEPIHCEHHOCTNU NeHUeHUIO0 U VCKOPEHUs.
80CCMAHOBNIEHUSL 300P0Bb;

I'pynnosas/nonynayuonnas — obpasoeanue u odyuenue nayueHmos 6 pamxax «Lllkon
bonvnbix XMJD» ¢ npedocmasnenuem Hogetiuiell UHGOpmMayuyu o Mexanusmax pa3eumius,
docmudiceHusx 6 ouazHocmuxe u aedenuu XMJI, memooax Koppekyuu HedxiceramenbHbIx
A6NeHUl mepanuu, O0OMeH ONblIMOM U B63AUMONOMOWbL MeHCOy NAYUeHmAamu no
npogeccuonanvHol U COYUANbHOU  peabunumayuu, oOwjeHuro ¢  opeaHamu
30pABOOXpaHeHUs U COYUATbHOU 3AUUMDbL.

Hecomnennvim oocmudiceHuem 6 oeie NCUXOI02UYeCKOU U COYUANbHOU peadurumayuu
nayuenmos ¢ XMJI ¢ P® sensemcsa wupoxoe cOmpyoHUuecmeo mexcoy epavamu-
eemamonozamu u obwecmeeHHou opeanuzayuei nayuenmos XMJI. Pesynomamom
0aHHO020 COMPYOHUYECMBA ABIAEMCA Op2aHu3ayus u pe2yiapHoe nposedenue «lllkon
bononvix XMJI» npakxmuuecku 60 6cex pe2uoHax Cmpamvl C NpugiedeHuem 6eodyujux
CReYUanIUCmoB-2emMamono2os.

Pexomenayercsi CaHATOPHO-KypOPTHOE JIEYEHHWE B CAHATOPUAX OOImIero mnpoduis
narreHTaM ¢ ONTHMAaIbHBIM YpOBHEM oTBeTa Ha Tepanuio XMJI [10].

YpoBenb y0enuteibHOCTH pexkoMeHaanmuii — C (YpoBeHb J10CTOBEPHOCTH
JI0KA3aTeJIbCTB — 5).

Kommenmapuu: Tpaouyuonnvie npeocmagnenuss o0 HAIUYUU NPOMUBONOKAZAHUL

K 11000MYy U0y husuomepaneemuiecko2o u canamopHo-Kypopmuo2o iedenus nayuenmos ¢ XMJ1

6 9noxy 0o enedpenuss UTK 6 nacmoswee epemsa noosepearomcs nepecmompy. Ooujenpunamoix

peKOMeHdauuﬁ 6 HacmoAwee epemi He cyujecmeyem, OOHaKO, npu Haiuvyuu y nayuermoe

enyookux yposuei omseema (I1L]O, BMO) credyem donycmumo neuenue maxux nayueHmos 8

MECNIHbIX CAHAMOpUAxX C UCNOJIb306AHUEM gbu3u0mepaneemultea<ux Memooo8 JIOKAIbHO20

6030eticmaus. BozmooicHblMU nposoyupyiowumu paxmopamu yxyoueHuss meyeHus 3a001e6anus

Moeym Ovimb  yrvmpaghuonemogoe oobayueHue (UHCONAYUS), MemoOobl NeKMPOMASHUMHO20
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6030€eliCMEUS. ﬂOnOJZHumefleblMu npomueoOnoOKAa3aHusiAMU Mo2cym A6IAAMbCA  NPOAGTIEHUA

nobounvix s¢hghexmos mepanuu UTK.

5. HpO(l)l/IJIaKTI/IKa U NUCITAHCEPHOE HaﬁmoneHne, MEAUINHNHCKHC IIOKA3aHUA

H NMPOTHBONOKAa3aHUA K IPUMECHCHUIO METO/10B HpO(l)I/IJIaKTI/IKI/I

B cBsI3M ¢ HEBO3MOXKHOCTBIO B HACTOSIILIEE BPEMS BBIIEIUTH 3THOJIOIMUYECKHE (PAKTOPHI
3a0oeBaHusl pa3pab0OTKa KOHKPETHBIX PEKOMEHAAIMI 10 IMepBHYHON mnpoduiaaktuke XMJI
B HACTOsIIEe BPEMsI HEBO3MOJKHA.

[Tocne BwIsiBICHUA 3a007€BaHUS HanOOIee BXHBIMHU (aKTOpaMU COXPaHEHUS >KU3HU U
3JI0pOBbsl MALIUEHTOB SBJIAIOTCA KaK MOXKHO Oosee Oblctpoe Havano tepanuu MTK u ctporas
IPUBEP/KEHHOCTH MALMEHTA K BBINOJIHEHUIO PEKOMEHIAUN 10 JIEYCHUIO U MOHUTOPUHTY OTBETA
Ha Tepanuto [10,11].

CoBpeMeHHOE  MEIMKaMEHTO3HO€  JieueHWe  mauueHtoB ¢ XMJI  saBisercs
BbICOKO3()(h)EKTUBHBIM Yy MO/IABIISAIOIIEr0 OOJIBIIMHCTBA MallMeHTOB. MMeronuecs pekoMeH1aluu
0 KOHTpoyt0 HexenaTenbHbIX siBieHUd NMTK u BO3MOXKHOCTH aJbTEpPHATHUBHOIO BbIOOpa
IpenapaToB TIO3BOJIIET TPAKTUYECKHA MOJHOCTHIO COXPAaHUTHh (PHU3MUECKOE COCTOSIHHE U
MIOBCEHEBHBIN YPOBEHb aKTUBHOCTH.

e Pexomennyercs BceMm namuentam ¢ XMJI mpodunaktuka (GOHOBBIX HPEAONyX0JIEeBbIX
3a00JIEBaHUN U COCTOSIHMM, NIPUBEPKEHHOCTh 37J0POBOMY 00pa3y >KM3HH, UCKIIOUEHUE
XPOHMYECKMX MHTOKCUKAIUI, OrpaHUYeHNE KOHTAKTa ¢ BPEIHBIMU MTPOU3BOICTBEHHBIMU
(pakTOpamu, ydacTue B MEpONpUATHsX Aucnancepusanuu [10,11].

YpoBenb yOeaurteqbHOCTH pexkoMenaauuii — C (ypoBeHb J10CTOBEPHOCTH

JI0Ka3aTeJbCTB — 5).

e Pexomenayercsa Bcem maunueHtam ¢ XMJI aucnancepHoe HaOmioleHUE 7Sl OLEHKH
3P PEKTUBHOCTH TepAMM, KOHTPOJIS TOOOYHBIX JEMCTBUI U JIEKapCTBEHHON TOKCUYHOCTH
[10,11].

YpoBenb yOeauTebHOCTH pexkoMeHaauuii — C (ypoBeHb J0CTOBEpPHOCTH

JI0KA3aTeJbCTB — 5).

Kommenmapuu: JJucnanceprnoe nabarooenue npogooumcs 8pavom-2emMamono2om, a npu

€20 Omcymcmeuu 8paioM-OHKOIO020M UNU mepanesmom. [Junamuyeckoe Hab0O0eHue

HeobX00uMo npogooums He pexce 1 paza 6 mpumecmp HA NPOMANICEHUU NEPEO2O 200a

mepanuu u He pedce 1 paza 6 noiyzooue 8 nociedyroujem nepuooe mepanuu.
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6. Opranusanus oka3aHusi MeIUIUHCKOH MOMOIIH

MeauuuHckass IOMOIIb, 32 HCKIIOUYEHHEM MEIUIIMHCKON TIOMOIIM B paMKax
KJIIMHUYECKOW anpoOaInuu, B COOTBETCTBUU C (enepaibHbIM 3akoHOM oT 21.11.2011 N 323-®3
(pen. ot 25.05.2019) «O06 ocHOBax OXpaHbI 3M0pOBBsI rpaxkaaH B Poccuiickoit denepanum
OpraHMU3yeTCs U OKa3bIBAETCSA:

1) B COOTBETCTBHH C MOJOXEHHUEM 00 OpraHU3alUK OKa3aHHUsI MEAUIIHHCKOM MOMOIIH T10
BUJAM  MEIUIMHCKON TIOMOIIM, KOTOpPO€ YTBEPXKIAeTCs  YMOJIHOMOYEHHBIM
dbenepantbHBIM OPTaHOM HCIIOTHUTEIHLHON BIACTH,

2) B COOTBETCTBMHM C TIOPSIKOM OKa3aHHsS IOMOIIM MO MPO(UII0 «TreMaTOJIOTHS,
00s13aTeNbHBIM ISl UCTIONHEHUs1 Ha Tepputopuu Poccuiickoit denepauuu BceMu
MEAUIIMHCKUMH OpPraHUu3alusIMu;

3) Ha OCHOBE HACTOSINUX KIMHHYECKUX PEKOMEH/IAIIHIA;

4) ¢ y4eroM CTaHIAAPTOB MEIUIIMHCKON IMOMOIIH, YTBEPKICHHBIX YIOJIHOMOYCHHBIM
benepanbHBIM OPraHOM UCTIOTHUTEIHHOM BIACTH.

[Tpu BeIsiBIIeHUU y 60bHOr0 XMJI Mt TOI03pEHUH HAa HETO Bpayl-TepareBThl, Bpauu-
TEpareBThl YYacTKOBBIC, Bpa4yl OOIIEH NpPaKTHKH (CEMEHHBIC BpayM), BpadU-CICIUAIHCTHI,
CpeIHUEe MEAWIIMHCKUE PA0OTHUKH B YCTAHOBJICHHOM TIOPSIKE HANPAaBISAIOT OOJIBHOTO Ha
KOHCYJIbTAIlMI0 B IIEHTP amMOyJIaTOpPHON IeMaToJIOrMYecKOi/OHKOJIOTHYECKOW MOMOUIM MO0 B
NEPBUYHBI  TeMaTONOTUYECKUH  KaOWHET, TEepBUYHOE TIeMaTOJOTUYECKOe  OTAeNIeHUE
MEAWIIMHCKOW OpraHM3alMK JUIS OKa3aHWs €My MEepBUYHOM CHEIHaU3UPOBAHHOW MEIUKO-
CaHUTAPHOU MOMOILIH.

Bpau-remarosnor aMOys1aTOpHOTO WM CTallMOHAPHOT'O 3BE€HA FeMaTOoJIOrMueCKON TTOMOIIN
OpraHHU3yeT BBHITIOJHEHHE JUATHOCTHUYECKUX HCCIEAOBaHUN, HEOOXOAMMBIX JUIsl YCTAaHOBICHUS
JUarHo3a, BKII0Yask paclpOCTPaHEHHOCTh U CTaIUIO 3a00JIeBaHMUS.

B ciyyae HEBO3MOXXHOCTH TPOBEACHUS TUArHOCTUYECKHX MCCICOBAHUN TMAIIMEHT
HaIpaBJISETCS JICUAIUM BPauoOM B MEIUIIMHCKYIO OPTaHU3aIUI0, OKa3bIBAIOIIYI0 MEIUIIMHCKYIO
MOMOIIb OOJNBHBIM C TeMaTOJOTHYECKHUMH 3a00JCBaHUSIMHU JJIs YCTAHOBJICHUS JTUAarHo3a u
OKa3aHUs CHEIUATM3UPOBAHHON, B TOM YHCIIE BBICOKOTEXHOJIOTUYHON, METUIIMHCKOMN TTOMOIIIH.

[Tpu BesiBIeHNMU XMJI mimn og03peHN Ha HETO B X0J1€ OKa3aHUs CKOPOH MEIUIIMHCKOMN
MOMOIIH OOJBHOTO MEPEBOAAT WM HAMpPABISIOT B MEIUIIMHCKHAE OPTaHHU3AIlMU, OKa3bIBAIOIINE
MEAWIIMHCKYIO MOMOIIL OOJNBHBIM C TeéMaTOJOTUYECKUMU 3a00JICBAHUSIMH, JJIS OINpEACTICHUS
TaKTUKH BEACHUS ¥ HEOOXOJAMMOCTH TIPUMEHEHHUs JOMOJIHHUTENHHO JPYTUX METOIOB

CIICHHUAIIM3UPOBAHHOI'O IIPOTUBOOITYXOJICBOTO JICUCHUS.
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CrennanusupoBaHHasi, B TOM YHCJIE€ BBICOKOTEXHOJOTMYHAS, MEIUIMHCKAs IOMOILb
OKa3bIBAa€TCSl BpayaMU-TEMATOJOTaMHd B  MEIUMIMHCKUX OpraHu3alysaX, OKa3bIBaOIIMX
MEAMIIMHCKYI0 MOMOIIb 001pHBIM XMJI, UMEIONNX JTHIICH3UI0, HEOOXOANMYI0 MaTepHaIbHO-
TEXHUYECKYI0 0a3y, CepTU(UIIMPOBAHHBIX CIELIUATNCTOB, B CTAIMOHAPHBIX YCIOBUAX U YCIOBUAIX
JHEBHOT'O CTallMOHapa W BKIOYaeT B ce0id NpoQUIAKTUKY, JUarHOCTUKY, JI€UeHHE
reMaToJIOTHYECKUX 3a00JeBaHUl, TpeOyIOIUX HCIONb30BAHUS  CIEHUATBHBIX  METOJIOB
U CIIOKHBIX YHUKAJIBbHBIX MEAULIMHCKUX TEXHOJOTHH, a TAK)KE MEIUIIMHCKYIO peaOMIUTAIHIO.

B meaumuHCcKol opraHu3aiuu, 0Ka3bIBaOIICH MEAUITMHCKYO TTOMOITL 00JbHBIM XMJI,
TAaKTUKa MEIUIIMHCKOTO OOC/IEeOBAaHUS M JIEYEHMs YCTaHABIMBACTCA BpavyaMHU-IeMaToJOoraMu
C IIPUBJICYEHUEM IPU HEOOXOJMMOCTH APYTUX Bpadel-CHElUaINCTOB, IPU HEOOXOAUMOCTH —
C IPOBEACHUEM KOHCWIMyMa. PelieHune KoHcuimyma Bpaded oQOpMIISETCS NPOTOKOJIOM,
MOJIUCHIBACTCS YYaCTHUKAMU KOHCHUJIMYMa Bpayeil U BHOCUTCS B MEIMLIMHCKYIO JOKYMEHTALUIO
00JBHOTO.

[lokasanusd K TOCHUTAIM3ALMKA B KPYIVIOCYTOYHBIM WM JHEBHOM CTallMOHAp
MEAMIMHCKOW  OpraHM3alliM, OKa3blBalOUIed  CHeUaJM3UpOBaHHY0, B TOM  4YHCIE
BBICOKOTEXHOJIOTHYHYIO, MEJAULIMHCKYIO MOMOILb 10 MPOMUII0 «TE€MATOJIOTUS OINpPEeIaoTCs
BpPayOM-T€MaTOJIOrOM/KOHCUIIMYMOM Bpadell C MpUBICUYEHUEM IpU HEOOXOAMMOCTH ApPYTUX
Bpa4ei-CleuancCTOB.

IMoxa3zaHust 11 NJIAHOBOM rOCIMTATU3AIUM:

1) mpoBeneHue IUIAHOBBIX TpaHC(Y3U KOMIIOHEHTOB KpOBH IpU aHEMUH,
TPOMOOIIMTONEHUH 3 CTENIEHH;

2) koppekuuss no0o4yHBIX d3(dexToB Tepanuu XMJI, BKkIOYas Tepanuio
MHTUOMTOpaMU TUPO3UHKHHA3, IUTOCTaTUYECKUMH NperapaTaMu;

3) HeoO0X0AMMOCTb NMPOBEJEHUS 00CIeI0OBaHUS B YCIOBUAX CTAIlMOHAPA C LIENbIO
BbIOOpa ONTUMAIbHOM TAKTUKU BEICHUS MAIlUCHTA,;

4) mpoBeleHUE TUIAHOBOW Tepanmuu WHIHOWTOpAaMU THPO3WHKHMHA3, LUTO-
CTaTUYECKON TEpaIlMy y NAlMEeHTOB C KOMIUIEKCHOW COMYTCTBYIOIIEH MaTOJIOTHEHN,
TpeOyroleil HabM0IeHNs B YCIOBUSAX CTallMOHApA.

IHoxka3zaHus AJ1s IKCTPEHHOM IOCIUTAIU3ALUN:

1) npoBesieHre CPOUHBIX TPaHC(y3Hii KOMIIOHEHTOB KPOBHU ITPU TPOMOOIMTOIICHUH,
COIPOBOXKJAIOIIEHCS TEMOPPAarHyecKUM CUHAPOMOM, aHEMUHU 4 CTETEeHU;

2) ocCTpO BO3HHKIIWE COCTOSHUS, BKJIIOYash HWHQEKIHMOHHBIE OCIO0XHEHUS
Y TOKCUYHOCTb Tepanuu 3—4 CTeneHu I0cCiie NPOBEIACHHBIX KYpCOB TEpaluu
UTOCTaTUYECKUMH MpenapaTaMi WM HUHTHOUTOpaMH TUPO3UHKUHA3;

3) KOppEeKIHsl )KU3HEYTPOKAIOIINX COCTOSTHH.
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IHoka3zaHus K BBIIHUCKE MANMEHTA U3 CTALIMOHApA:
1) KynupoBaHHUE OCTPBIX, KUIHEYTPOKAIOIIMX U WMHBIX COCTOSIHUUM, MPUBEALINX
K TOCITUTAIN3AlNY;
2) BO3MOXHOCTb POAOJKEHUS JIeUeHUSI B aMOyJIaTOPHBIX YCIOBUSX;
3) oTka3 0OJILHOTO UJIM €r0 3aKOHHOTO MPEACTABUTENS OT CIICHUATU3UPOBAHHOM,
BTOM YHCJE BBICOKOTEXHOJOTUYHOM, MEIULIMUHCKOM TIOMOIIM B  YCJIOBHSX
KPYIJIOCYyTOYHOTO WJIM JHEBHOTO CTalMOHApa, YCTAHOBJIEHHOW KOHCHUINYMOM
MEAMIIMHCKOW OpraHu3alliy, OKa3bIBAIOIIeH METUIIMHCKYI0 MOMOIIb MO MPOQUITIO
«reMaToJIOTUS» TPHU YCIOBHUHM OTCYTCTBHSI OCIOKHEHHUH OCHOBHOTO 3a00JieBaHUS
W/WM JICYCHUS, TPEOYIOIUX METUKAMEHTO3HOW KOPPEKIMH W/WIH MEIUITMHCKUX
BMEIIIATEILCTB B CTAIIMOHAPHBIX YCIIOBUSX;
4) B citydasix HECOONIOACHHS MAlIMEHTOM IPEIIUCAHUI WU IPABUII BHYTPEHHETO
pacropsiika Jie4eOHO-POPIIAKTUUECKOTO YUPEKACHUS, €CIH 3TO HE YTrPOXKAEeT
JKU3HH MAIMEHTA U 3JJOPOBBIO OKPYKAIOIIUX;
5) HEOOXOAMMOCTH IEePEBO/Ia OOIHHOTO B IPYTYIO MEIUITMHCKYIO OPTraHU3aIHIO TI0
COOTBETCTBYIOIIEMY MPOUITIO OKa3aHUS MEIUIIUHCKON TOMOIIIH.
3aKIoueHue o 1eIeco00pa3sHOCTH MepeBoaa O0OIBHOTO B MPO(GUIBHYIO MEIULUHCKYIO
OpraHU3aIMI0 OCYIIECTBIISIETCS MOCJE MPEABAPUTEIHHON KOHCYJIBTAIMK IO MPEA0CTABICHHBIM
MEIUIIMHCKUM  JIOKYMEHTaM W/WJW TPEIBAPUTEITHLHOTO OCMOTpa OOJIBHOTO  BpavyaMu-

CHenualInucTaMi MeIUIIMHCKOM OopraHu3anry, B KOTOPYIO INIaHUPYETCA IICPEBOM.

7. lonosnuTeabHast uH(popManus (B TOM unciie GakTopbl, BIAUSIOINE

Ha McX0/ 3a00/1eBaHMS UJIU COCTOSIHUS)
TakTuKa BeleHUA MalUEHTA IPU PA3BUTHHU HeKelaTeIbHbIX siBjeHnil Tepanun UTK

AnTunelikemuueckuii 3pQexT sBuasercs 0e3ycloBHBIM NpuoputreroM tepanuu XMIJL.
Opnako a7 COXpaHEHHWs] NPHUHIMIIA MAaKCUMaJbHOTO U IOCTOSHHOTO BO3IEHCTBHUS Ha
OIyXOJIEBBIH KJIOH BaKHO CBECTH K MUHHUMYMY HeXeJareibHble 3(p(eKTbl Tepanuu, yuuThIBas
HEOOXOAMMOCTh UTUTENBHOTO Npuema npenaparos [10,11].

bonbmmHcTBO  HexenarenbHBIX  3(dekroB Tepanuu UWUTK  sBastorcs  xoporio
KOHTPOJIMPYEMbIMH, HHU3KOH cCTerneHu TOKCHMYHOCTU. OTHajeHHble pe3ybTaTbhl MPUMEHEHUs
uMaTuHUOa** B TeueHue Oosee 15 jeT He BBISIBUIN JOMOJHUTEIbHBIX MM JKU3HEYTPOXKAIOLINX
sBneHui TokcuuHocTH. [Ipumenenne UTK2 nmeer MenbImii cpok HaOIIOeHUS, JTAHHbBIE O HOBBIX
HE)KeJaTeJIbHbIX SBJICHUSIX MMPOJIOJKAIOT HAKAIUIUBATHCS UB HACTOSIIEE BPEMSL.

Tokcuunocts Tepanuu Ha (¢oHe mnpumenenus WTK wmoxHo pasgenuTs Ha
reMaToJIOrMYECKYI0 U HE FeMaToa0rn4eckyto. CTeneHp BIPa)KEHHOCTH HEXKEIATEIbHBIX SIBJICHUM
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OLIEHUBAIOT B COOTBETCTBHH ¢ kpuTepusimu Tokcuunoct CTCAE ver 5.0 [79]. Hekotopsie B IbI
tokcuuHoctd UTK npencrasnens! B npuiioxxennu I'1.

I'emaToJioru4eckasi TOKCHYHOCTD

K remaronornyeckoii TOKCHYHOCTM OTHOCHTCS CHH)KEHUE YPOBHS TI'€MOIVIOOMHA,
HEUTpoIeHust U TPOMOOLIUTOIIEHHSL.

Amnemust 11000i cterienu Bo Beex ¢azax XMJI He siBisieTcsl moKa3aHHEM K MPEPHIBAHUIO
tepanun UTK. [lokazaHo nomosHUTENbHOE 00CIIEAOBAaHUE MALMEHTA IS UCKIIOYEHUS APYTUX
IPUYMH aHEMUH, C YY€TOM KIMHUYECKOH cuTyanuu. IIpy KIMHUYECKH 3HaYMMBIX IPOSBICHUAX
AHEeMHUYECKOI'0 CHHIPOMA IIOKa3aHbl 3aMECTHTEIbHbIC TPAHC(QY3UH SPUTPOLMTAPHOM Macchl
(B3BecH). LlenecooOpa3HOCTh HA3HAUEHHUSI MPETIAPATOB SPUTPOIIOITHUHA SBIsIETC criopHOU. [Tpu
HEUTporeHHuH u TpomboruToneHuu 1-2 crenenu B moo6ou daze XMJI cumwxkenus no3st UTK
U niepepbiBOB B JiedyeHHH He TpeOyerca. B XD XMJI npu 3-4 creneHu HEHTpONEHUM W/WIU
TPOMOOIIMTONEHNH IoKa3aHa BpeMeHHas oTMeHa MTK ¢ koHTpoieMm KIMHHYECKOro aHalu3a
KpOBH 0/iuH pa3 B Henenmo [10,11].

[Tocre BoccranoBiieHus abconoTHOrO umcna HertpoduinoB (AYH) mo ypomHs OGonee
1,0 x 10%1, TpombomuToB Gotee SO x 10%/1 Bo3o6HOBUTH Tepanuio UTK) [10,11].

®  eCIIU MepepHIB B JICUEHUHN COCTAaBUT MeHee 2 HeJlellb, JIeUeHUEe BO30OHOBIISETCS B IPEKHEH

7103€e, IIpU nepepbiBe Oosee 2 HeJellb — B CHIPKEHHOM Ha OJMH YpOBEHb J103€ (cM. Tabu. 4

u Tadu. 5 — no3el UTK);

e eciu no3a UTK panee Obuta cHUXKEHa, IPU CTa0MIIBHBIX ITOKA3aTENAX FTeMOrpaMMBbI uepes

1 Mecsin Lenecoobpa3zHo BO3BpallleHHE K CTAaHJAPTHON J03UPOBKE;

® IIpU JUIMTEIBHBIX HEUTPONEHMSIX BO3MOXKHO  KPAaTKOBPEMEHHOE  IPUMEHEHHUE

IPaHyJIOUTAPHOTO KojJoHuecTumyupytouiero ¢akropa (I'-KC®): ¢unrpactum B 103e

S MKI/KI/CYyT MOAKOXHO, Mpu oTcyTcTBUM 3(ddexta ot BBeneHus [-KCD neobxomuma

penykuua no3pl wiam cmeHa WTK, npuHuMas BO BHUMaHuE pe3yibTaThl OLICHKH

JeK03HOro KJIoHa — ypoBeHb BCR-ABL,;

® [pU JUIMTENBHBIX IOBTOPHBIX IIMTONEHHUSX HEOOXOAMMO MPOBECTH OOCIIEI0BaHUE

(MuenorpamMma, THCTOJIOTHYECKOE UCCIIEJOBAHNE KOCTHOTO MO3Ta) € HEJIbI0 HCKITIOUEHHS

nporpeccupoBaHus 3a00JeBaHMs, pa3BUTHs (PUOPO3a KOCTHOTO MO3Ta.

B ®A u BK XMJI gaxke npu Hanu4uu HEUTPOIEHUHU U TpoMmOouuTorneHun 3—4 creneHen
C LIENIBI0 MHAYKIMM peMHuccun B TeueHue nepBelx 4 Henenb Tepanuss WTK He nomxHa
npepbiBaThes. [Ipu TpomOonuroneHnu 3-4 cTeneHH, reMOpparndeckoM CHHAPOME IOKa3aHbl

TpaHc@y3uu TpPOMOOIMTAPHOTO KOHIEHTpaTa. Eciam Muenocynpeccus: COXpaHsSeTcs Iociie
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1 mecsana Tepanuu, MOKa3aHO BBINOJIHEHUE CTEPHAIBHOM ITyHKIHMU C MOJCYETOM MHEIOTrPAMMBI
JUTSL UCKJTFOUEHHSI ITporpeccupoBanus 3adosieanus [10,11].

[Tpu ymcne OIacTHBIX KIETOK MeHee 5 % M CHI)KEHUHM KJIETOYHOCTH KOCTHOTO MO3Tra
CJIeIyeT MPOJIOJIKUTE NEPEPBIB B Tepanuu. KOHTPOJIb KIMHUYECKOTO aHalIn3a KPOBU NPOBOJIUTH
He pexe 1 pasa B Henemo. Bo300HOBUTE Tepamnuto nocie BoccranosieHuss AYH 1o yposus 6oiee
0,5 x 10%1 u TpomGormTos 6onee 50 x 10%1. TIpy MOBTOPHOM BO3HUKHOBEHHH MHEJIOCYIIPECCHH
no3a UTK nomxkHa ObITh cHUKeHA. [Ipu AUTENbHBIX W/WIIHM MOBTOPHBIX 3MU304aX HEUTPONECHUN
U OTCYTCTBMM Ojacro3a B nepupepuyeckod KpOBHM U KOCTHOM MO3re BO3MOKHO IPUMEHEHHE
[-KC® [80];

[Ipn nHanmuuum Gonee 5 % OIACTOB M TUNEPKIETOYHOM KOCTHOM MO3I€ JOKEH OBITh
o0cy>xJieH BOmpoc 00 uM3MeHeHuW TakTHKu Tepanuu. [lpu nepexmtouenun ¢ onnoro UTK Ha
JPYroi CyHIeCTBYET BEPOSTHOCTb Pa3BUTHUS IEPEKPECTHON ITeéMaTOJIOTNYECKON TOKCUYHOCTH, TaK
KaK pa3BUTHE TOPIUIHBIX LUTONEHUH y nmanueHToB XMJI, no-suaumoMy, B OoJibllell CTENEHU
CBSI3aHO HE CTOJIBKO ¢ OCOOeHHOCTAMHU JeiicTBusa koHKpeTHoro MTK, ckoibko co CHHMXKEHHEM
pPE3epBOB HOPMAJIBHOIO KPOBETBOPEHHs. DTO OCOOEHHO SPKO MpPOSBISETCS Yy IMalUEHTOB
¢ npoaABUHYTHIMHU (pazamu XMJI, a Takke y MaUEHTOB C PE3UCTEHTHOCTHIO K 1—2 JIMHUM Tepanuu
NTK. IIpu NOBTOPHBIX LUTONEHUSAX 3—4 CTENEHH, KOTOpbIE 3aTPYyAHSAIOT MIPOBEACHUE Teparnuu
NTK B HenpeppIBHOM peXHUME M, COOTBETCTBEHHO, CIIOCOOCTBYIOT CHIDKEHHIO 3(pPeKTHBHOCTH
JiedeHus, IoKa3zaHo 00cy kJieHue Borpoca o BbinosHeHuu amio T CK.

Heremarosnornueckasi TOKCH4YHOCTH

[TomuMo remaronorndyeckoi TokcuaHocTy Tepanusg M TK MOXKeT OCIOKHATBCS U APYTUMHU
no0oYHBIMU 3¢ (eKTamMM, CBSI3aHHBIMH JIMIIb C OTHOCUTENIbHOM cenekTuBHOCThIO UTK m
BO3MOXKHOCTBIO BIIMSHUSI HA IIMPOKHM CHEKTP TUPO3MHKUHA3, PETYIUPYIOIIMX pa3iuyHble
IpOIIeCChl JKU3HEAEATENbHOCTH oOpraHusma. Hawmbosnee wyacTbiMM TOOOYHBIMH 3PderTamu
neuenuss UTK saBisroTcs TomHOTa, pBOTA, AMApEs, 3aJ€PKKA )KUIKOCTH C Pa3BUTHEM OTEKOB,
KOXHasl ChIIb, 3y/1, C1a00CTh, HAPYILIEHUs CHa, 00JIU B MBILIIaX U cycTaBax. OcoOeHHOE 3HAaUeHKE
JaHHbIE TOOOYHBIE SBJICHUS MPUOOPETAIOT B CBA3M C HEOOXOAMMOCTBHIO MOCTOSHHOTO MpHeMa
npenaparoB UTK. Jlaxke HeOoinbmias BBIPaXXEHHOCTh TMOCTOSHHO CYIIECTBYIOIMIUX TMOOOYHBIX
3¢ (}HEeKTOB MOXKET NMPUBOAUTH K CHIDKEHUIO MPUBEP)KEHHOCTH K JICUEHUIO (KOMILJIAEHTHOCTH) —
IpoMycKaM MpuemMa Ju00 CHM)KEHHUIO J03bl IMpernapara MallueHTaMM, YTO BeleT K CHUKEHHUIO
sbdexktuBHOCTH Tepanuu. [Ipodunn HEreMaTrolOTMYECKOM TOKCHUYHOCTH HWMaTHHHOA**,
HWIOTHHUOa™*, nazaTuHnOa™** u 603yTHHNOA OTIMYAIOTCS.

IIpy BO3HMKHOBEHHWH HETEMAaTOJIOTMYECKON TOKCMYHOCTH cienyeT auddepeHunpoBaTh

no6ounsie dhdexTsr Tepanuu UTK oT BO3MOXHBIX KIMHAYECKUX TMPOSBICHUN COMYTCTBYOIINX
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3aboneBanuii. llenecooOpa3HO MOMONHHUTENbHOE OOCIEAOBAaHHWE MAIlMEHTa IS HUCKITIOYCHUS
npyrod martonmoruu. [ MHHMMH3AIMHM SBICHUH TOKCHMYHOCTH TpeOyeTcs ajeKBaTHas
CUMIITOMATUYECKas Teparus.

OO01mast TaKTUKA BEJCHUS MAIIMEHTOB MPHU PA3IMYHBIX MPOSIBICHUSX HETEMATOJIOTHIECKON
tokcrnyHocTH Ha (one UTK npencrasiena B tabn. 10. Cinenyer noauyepkHyTh, UTO MEPEPHIBHI B
JICYEHUU U CHIDKEHUE JO03bl JONMYCTUMBI MPU JIMTENbHBIX W/UIU TOBTOPHBIX SMU304aX
TOKCUYHOCTH 2 CTENEeHU M NpU OJHOKpATHOW TokcuuyHocTu 3-4 creneHu. HemepenocumocTthb
tepanun UTK BO3MOXHO KOHCTAaTUPOBAaTh MpHU JIUTEIbHOM (Oosiee 2—3 Mec.) COXpaHCHHH
SBJICHUI TOKCUYHOCTH 2 CTEIICHU IPU YCIOBUU aJICKBAaTHOU CONPOBOAUTENILHON TEPAIUH, a TAKKE
MIPU TOBTOPHBIX SIBIICHUAX TOKCHMYHOCTH 3—4 creneHu. HemepeHOCHMMOCTh Tepamnuu SIBISETCA
nokasaHueM K nepeBoay Ha npyroi UTK, Tak kak nmpoduiib HereMaTonorudeckoil TOKCUIHOCTH

y IpenapaToB pa3Hblii, U MEPEKPECTHAs HEIIEPEHOCUMOCTh MuHMMabHas [10,11].

Ta6aunna 10. OOuas TakTHKa Tepanuu nNpu HeremaTtojaorudeckoi Tokcuunoct UTK

CreneHb TOKCHYHOCTH TakTnka Tepanuun
Crenens | [IepepbIBOB B JIEUCHUM U CHUXKEHHUS J03bl HE TpedyeTcs
CreneHs 2:
— JUIATEIIbHOCTD <7JHEHN [lepepbIBOB B JIEUEHNUU U CHUYKEHUS J03bI HE TpeOyeTcs
| UTHTeNbHOCTD >7 Hel [ IpeanoYTUTEIbHO OTMEHUTD JIEYEHHUE; TIOCIIE Pa3peLICHUS
VLTI 1P [IOBTOPHBIX TOKCUYHOCTH MEHee 2 CTEeNeHU BO30OHOBUTH JICUEHHE

BO3HUKHOBEHHUSAX TOKCUYHOCTHU
[Ipu nepepriBe MeHee 28 qHEN BO30OHOBUTD J€UEeHUE

B IIpexHEN 103e, Oonee 28 qHEN — CHIKEHUE JJ03bI
Ha OJTUH YPOBEHb

Ecnu HeT HapacTaHUs TOKCUYHOCTH Ha hoHE
CHIDKEHHOM JT03EI B TeueHue 1 Mecsa,
[1e71eco00pa3eH BO3BPAT K CTAHJIAPTHOM J103€

Crenens 3 miu 4 OTMEHUTH JIEYEHUE; TTOCIIE YMEHBIIEHUSI TOKCUYHOCTH
<2 crelneHn BO30OHOBUTH JIEUEHNE B CHIKEHHOMN

Ha OJINH YPOBEHbB J103€

[Ipu 1IUTETPHOCTH TOKCUYHOCTHU OoJiee 28 mHEl, MOBTOPHBIX
DIIN30/1aX TOrO YK€ BUJ1a TOKCUYHOCTH ITI0KA3aH IIEPEBOJL
Ha JPYTYIO TEPAINIo

CrnenyeT OTMETWUTbH, YTO MPEBBIINIEHWE HEKOTOPBIX IMapaMeTpoB (TaKUX KaK ypOBEHb
xojecreprHa) opmanbHo onpeznensemMbix B npenenax [-II crenenu no kpurepusm CTCAE, npu

TCpannun HHJIOTUHHOOM™** Tpe6yeT 0co00ro BHUMAaHUS H KOppCKIUn, ¢ yuCTOM MMOBBIIIEHHOMN
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BEPOATHOCTH PA3BUTUSI UIIEMUYECKUX COCYAMCTHIX COOBITHI MpU MPUMEHEHUHU TOTO Mpernapara
[31,39]. [IneBpanbHbIC BHIMOTHI MPH TEPAUK Aa3aTUHUOOM™**, HECMOTPSI Ha ONPEICIIEMYIO 110
CTCAE Hu3KYyI0 CTeNneHb TOKCHYHOCTH, HE BCErJa IO3BOJSIOT IPOJOJIKUTH TEPAIUIO
B MIOCTOSIHHOM PEeXHME M3-3a PelUAUBUpYOIIero xapakrepa [26,29]. duapest 1-2 crenenu mo
CTCAE npu Tepanuu 603yTHHHOOM MOKET 3HAYUTEIIHHO YXY/AIIAaTh KA4€CTBO KU3HU MAlIUCHTOB,
OJTHAKO XOPOIIO IMOAJACTCS KOPPEKIHUU CO CHHIKEHHEM CTENEeHHM BBIPAKEHHOCTH W YacCTOTHI
pa3BuTHs B Xo7e JieueHus [33].

TakTuka Tepanuu NMpu OTIEIbHBIX BUAAX HEreMaTOJIOIMYECKON TOKCHYHOCTH TpedyeT
OTJIEIbHOT'O PACCMOTPEHUS.

HauooJiee yacTble siBJIEHHS] HEreMaToOJOIrMYeCKOil TOKCHYHOCTH

T'unepxonecmepunemusn u puck uieMu4ecKux cocyoucmuix coovtmuii

Hapymenne wMerabonu3ma IUNOUAOB W TUIEpXOJeCTepuHEeMHUss oTMedeHsl y 22 %
MAIMEHTOB MPU NPUMEHEHUU HUJIOTHHUOA™™, Toraa Kak Mpu MPpUMEHEHUH UMaTUHUO0A™** TOBKO
y 3 %; 3TO HEXKENATEeNIbHOE ABJIEHUE MOXKET ObITh 3apPErMCTPUPOBAHO YKE uepe3 3 Mecslla IpueMa
HUWIOTUHUOA™* 1 OBLIIO ACCOIIMUPOBAHO C BOBHUKHOBEHUEM UIIEMUUECKUX COCYIUCTBIX COOBITUH,
B YAaCTHOCTH OKKJIro3uell mnepudepudeckux aprepuit [31,39]. YposeHs xonecrepuHa Oosee
240 mr/nn (6,2 MMOJIB/JT) TIPU3HAH TIOKAa3aTejIeM BBICOKOTO pHCKAa. B cooTBeTcTBHH
C PYKOBOJICTBOM AMEpUKAHCKOW accolualuu KIMHUYecKUX d3HJIoKpuHoioroB (AACE)
THIIEPXOJIECTEPHHEMHUST TAKXKE SBISETCS OMHUM W3 (DaKTOPOB, BKIIOYEHHBIX B KAy PHUCKa
cMmepTH oT cocymucThix coosituit SCORE [81].

I'unepxonecrepuHeMusi MOXeT OBbITb CHM)KEHAa MPU KOMIUIEKCHOM IPUMEHEHUHU
HEMETUKAaMEHTO3HBIX METOJIOB: JMeTa, (M3WyecKas Harpyska, a TaKKe YCIEIIHO MOIIaeTCs
MeIMKaMEHTO3HOH KOPPEKIINH PH MPUMEHEHHH PA3IMYHBIX THITOIUITHIEMHUYECKUX TIPEnapaTos,
K mnpumepy, uHruOuropoB I'MI-KoA penykrassi (cratuHOB). CrienoBaTenbHO, ICHCTBUS,
HalpaBJIeHHbIE HA CHU)KEHUE YPOBHS XOJIECTEPHHA, SIBIIOTCS 1eJ1eCO00pa3HbIMU JUIsl CHUKEHUS
PHUCKa COCYIUCTBIX UILIEMUYECKUX cOObITUH y nmannenToB ¢ XMJIL. LleneBsie ypoBHM X0ecTeprHa
u ero areporensbix (ppaxmuii (JIITHIT) monpoOHo ocBemiensl B Poccuiickux pekoMeHIaIusaX 1mo
JIMarHOCTUKE U KOPPEKIMH HapyIIeHUH JTUIHUIHOTO 0OMEeHa C IeNbI0 MPO(UIAKTHKH U JIeUSHUs
arepockiiepo3a [82]. Pemenue o mpoBeNeHMM THIOJIMITUAEMHYECKON Tepamnuu JJOJKHO
MIPOBOIUTHCS TTOCIIE KOHCYJIBTAIIUH KapAHOJIOTa.

Ouenka pucka HIIEMHYECKUX COCYAUCTBIX COOBITHI

C6op anamHe3a M (U3MKAJIBHBIM OLIEHKAa IOMOTaloT BBIBUTH MOAUDUIIUpPYEMbIE
(moparommuecs: KOPpeKLUun) U HeMOoJUupHUIUpyeMble (TOCTOSIHHbBIE) (aKTOPBl pHCKa pa3BUTHS
CepACYHO-COCYTUCTBIX OCIOXHEHHH Yy KaXIOro KOHKPETHOTO IanueHTa. BaxkHo coOpath

UHGOPMALIHIO TI0 CIIEAYIONIMM MapaMeTpaM: BO3PacCT, POCT, BEC, KypeHHe, HHAEKC MacChl Teja,
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YPOBEHb CHCTOJMYECKOTO apTEePHATBHOTO JaBieHUs, oOmiero xonecrepuna, JIITHII, JITIBII,
HaJIMYME CaxapHOro aumabera ¢ TMOPaKECHHEM OpPraHOB-MHILICHEW, MPUCYTCTBHE B CEMEHHOM
AHAMHE3€ CIIy4aeB CEMEMHOW TUCIUMUAEMUH.

O6bekTOoM 0c000Tr0 BHUMAHHUS SIBSIOTCS MAIIUEHTHI C YK€ COCTOSBUIMMHUCS COCYAUCTHIMU
coOblTusiMH:  umemuueckoil  Gonesnpto  cepaua (MBC), arepockiepo3oM  MO3TOBBIX,
nepupepuyecKux apTepril U aopThl, @ TAKXKE MAIMEHTHI C CaXxapHBbIM IUA0ETOM U MOpPaKEHUEM
OpraHoB-MullleHeH. Bce OHM OTHOCATCA K KaTeropud OYEHb BBICOKOTO PHUCKA CMEPTH OT
CEpJICYHO-COCYAUCTHIX COOBITHI, U HMEHHO y 3TOI KaTeropuu MalueHTOB HEOOXOAMMO TOCTUYh
LIEJIEBBIX YPOBHEH XOJIecTeprHa, a TaKKe MaKCHUMaJlbHO BO3JIEHCTBOBaTh HA MOAU(DHUIIMPYEMbIE
(dakTopbl pHUCKA CEPAEUHO—COCYIUCTBIX COOBITUN, KOTOPBIMU SIBIISIOTCS: apTepuUaIbHas
TUIEPTOHMSI, CaxapHblil auabeT, KypeHue, Hu3Kas (uU3NYecKas aKTUBHOCTb, OYKUPEHHUE.
Hemonudunupyembimu pakTopamMu pa3BUTHS UIIEMUYECKUX COOBITUHN SBISIOTCS MYXKCKOM MO,
BO3PACT, OTSTOLCHHbIN CeMEeHHbIN aHaMHE3 10 ceplIeUHO-COCYAUCTHIM 3aboeBanusM (CC3).

VY nanueHToB, HE UMEIIUX KIMHUYEeCKuX nposisaeHuit MBbC, mokasana oreHka pucka
paszButusa CC3 u arepockieposa ¢ 1eNIbio MPOo(UIaKTUKU UX pa3BUTHUs. [IepBbIM ATanioM sBIISIETCS
onenka 10-mernero pucka cmeptu ot CC3 no mkane SCORE y nanuentoB crapuie 40 ner,
B COOTBETCTBHH C YTBEP)KACHHBIMU pekoMeHaanusamu [81,82]. B mikamy BKIIOYEHBI CIICAYIOIINE
[OKa3aTelIu: BO3pPACT, I0JI, KypeHHME, CHUCTOJIMYECKOE apTEepUaJIbHOE [aBJIEHHE, YpPOBEHb
XoJiecTepuHa. B 3aBHCHMOCTH OT MOJIyYEHHOTO pe3yJibTaTa IMallueHTa OTHOCAT K KaTeropuu
COOTBETCTBYIOILIETO PUCKA: HU3KUM, YMEPEHHBIN, BBICOKUH, OUEHb BBICOKUH.

JUia pacuera pucka pas3Butuss CC3 momydensHsii npu oueHke SCORE mapamerp
(BEepOsITHOCTD pa3BUTHS B %) YMHOXKAIOT Ha COOTBETCTBYIOIUN KOAPGUIMEHT (X 4 ISl dKEHIIINH,
X 3 A1 My>K4YMH); a IpU HAJIMYUU caXxapHOro Auadera MpUMEHSI0T KOAQ(GUIUMEHT X 5 y JKEHIIIMH,
X 3 y My>KUuH.

Jlia pacuera OTHOCUTENBHOTO pucka pazsutus CC3 y MOJIOABIX MAllMEHTOB B BO3pAacTe
menee 40 uner mnpemycmorpeHa otaenbHas 1mkata SCORE, B koTopoil yuuThIBaeTcs
CUCTOJIMYECKOE JIaBJIEHUE, KypEeHUE, YPOBEHb X0JeCTEpHHA.

JIOTIOJTHUTENBHO B HACTOSAIIEE BpEeMs PEKOMEHIOBAaHO Yy4duThBaTh yposeHb JIIIBII,
SBIISIOIIMICS OJIaronpusATHBIM (PaKTOPOM, 3AIIUIIAIONIUM OT Pa3BUTHI aTEPOCKIIEPO3a.

B 3aBucumoctn oT ycraHoBieHHOM kareropun pucka SCORE onpenensercs
WHAMBHUAyalbHAs TepaneBTHUecKas TAaKTHKa, BKIIOYAlonias KOMIUIEKC Mep, BO3JAEHCTBYIOIINUX
MoUHUIMPYeMBbIe (PAKTOPBI pUCKA, B TOM YUCIIE C TOMOILBIO TUIOIUITUAEMUYECKUX MTPENapaToB.
Jl1g manueHToB, OTHOCAIMXCS KaXA0W KaTErOpUM PUCKA YCTAHOBIJIEH CBOW II€I€BOH YPOBEHb

XOJIECTEpPHHA, B COOTBETCTBUH ¢ pekoMeHpanusmu [81,82].
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[Ipu mpoBenaeHUM Tepanmuyu HIWIOTHHUOOM™** 110 KM3HEHHBIM IMMOKAa3aHUSM JIOJDKHA OBITh
o0ecrieyeHa COOTBETCTBYIOIIAsi KOPPEKIHUs HeOmaronpusaTHbIX (akropoB pucka. llpum
HEOOXOMMOCTH TIOKa3aHO MOCTOSHHOE HaOJIoeHue Bpadeli-CrenuanucToB (KapauoJor,
SHIOKPUHOJIOT), KOTOpbIE YCTAaHABIMBAIOT OKOHYATENbHBII 00beM 00ciefoBaHUS U
JOTIOTHUTEJIbHBIE METO/bl OLEHKU B KaKJOM KOHKPETHOM CIy4yae: ONpelesieHHe JIOJIbLKEYHO-
IUIEYEBOTO  HMHJEKCA, BBIIBICHHUE  AaTEPOCKICPOTHYECKUX  ONIAIIEK TNpU  IYIIEKCHOM
aHruockaHupoBaHuy, BeinoiaHenue KT u mp.

B ciyuae Beicokoro pucka pazsutus CC3 mpeamnoyTuTenbHeR Tepanus UMaTHHUOOM**,
nasaTHHHOOM**, 603yTHHHOOM [39].

IIneBpajbHbIii BHINOT U HAKOIUIEHHE KUAKOCTH B CEPO3HBIX MOJIOCTAX (HauboJiee
4YacTo — IUIeBPaJIbHas M0J10CTh, peKe — epuKapIHaibHas, OpIoLIHAs)

JlanHOe HEeXenaTeabHOe SBJICHHE CHEU(UYHO Ui Tepanuu AazaTHHHOOM™**, wyare
BCTpeUaeTcsl MpuU MPUMEHEHUH 103kl 140 Mr B CyTKHM IO CpaBHEHHIO C Oojiee HU3KUMHU
03UpOBKaMH. BeposiTHOCTh pa3BuTusi coctaBisieT oT 14 % mo 25 % 1o JaHHBIM Pa3IMYHBIX
uccienoBanuii [29]. TTareHThl JOKHBI OBITH MPEIYIPEKICHBI O TOM, YTO B CIy4ae MOSBICHHS
Yy HUX CUMIITOMOB TIEBPAJIILHOTO BBIMOTA (OABIIIKA, KallleJh, TAXUKAP/IUs), HEOOXOAUM CPOUHBIN
OCMOTp Bpaya U JOMOJHHUTENbHAS JUArHOCTHKA: MEPKYTOPHOE OMpeeNieHUE TPaHUI] JIETKHX,
AyCKyJbTAIMs JIETKUX, PEHTTEHOJIOIMYECKOe HCCIIEOBAaHHE OpPraHOB TPyIHOW Kietkw, Y3U
TUIEBPAITBHBIX TIOJIOCTEH C IENTBIO OI[EHKH 00'beMa TUIEBPaJIbHOTO BEITIOTA. [laHHOE HeXeNnaTeTbHOe
SBJICHME MOXXET Pa3BUTHbCS B pasIMYHbIE OTIAJIEHHbIE CPOKM Tepanmuu (uepe3 2,5-5,5 ner
JIeYeHHs1), B TOM YHCJIE y MAIMEHTOB C paHee XOpOoIlel MepeHOCHMMOCThIO AazaTuHHOa** [29].
OO0BeM BBITIOTA MOXXKET OBITH OLEHEH MO PEHTTEHOJOTHYECKUM KpPUTEPUSM W TIO JIaHHBIM
YIIBTPa3BYKOBOW JMArHOCTHKH B 3aBUCHMOCTH OT 3aHMMAaeMOro o0beMa IUIEBPAIbHOM MOJIOCTH

(Tabm. 11).

Taoauna 11. Knaccudukanus creneHeil niaeBpajbHOrO BhINOTA

Crenenb | Kiaumnuyeckue CMUMNTOMBI U PUMeHsieMast O0BbeM KHAKOCTH
Tepanus B IIeBPAJIbLHON M0J10CTH
OTCyTCTBYET _
1 AcumnTomMatnyeckuil 1 He TpeOyromuii nedenus [<10% oObema miieBpanbHON
[10JIOCTH
2 KiinHu4ecku BhIpakeHHBIH, TpeOyonHii 11-25% o6bema rieBpaIbHOM

MPUMEHEHHSI MOYETOHHBIX CPEJICTB WM HE OoJiee [0I0CTH
IIBYX TUICBPAIBHBIX MYHKIUH
3 KnmmHIYeCcK BRIpaXSHHBIH, TPEOYONIHiA 26-50% o0Bema TuIeBpaTbHOM
MHTISIMHA KUCIIOpOAa, 0oJiee IBYX IUIEBPATbHBIX [[IOJIOCTH

[YHKIUIA W/HTH yCTAaHOBJICHHSI TUIEBPAIBHOTO
peHaxa, MIeBpoje3a
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4 Y rpoKaroIuii ;kM3HH, COMTPOBOKIAIOLINICS 51-75% oObema miaeBpanbHOM
HapyIIeHHEM FeMOJUHAMUKY WA TPEOYIOIMKA  [IOJIOCTH

MICKYCCTBEHHOM BEHTHJISIIIUU JIETKHX
Hanuuue cuMnToMoB 1 00beM HaKOIIJIEHHOM >KUIKOCTH 4acTO MOTYT He coBManaTh. J{is

orpezeneHus iedeOHOI TaKTUKK OoJIbIliee 3HaYCHHE UMEET HaJuure KIMHUYECKUX CUMIITOMOB U
CTETIeHb BBIPAKEHHOCTH JBIXaTEIbHON HEAOCTATOUHOCTH.

TakTuka Tepanuu IUIEBPAJIbHOTO BBHINOTA, BBI3BAHHOIO NPHUMEHEHHWEM Ja3aTHHUOa™*,
CIIeyIOIas:

e TIEpEPHIB B T€pAIHH, B JAIbHENUIIIEM BO3MOKHO BO30OHOBIICHHUE ITpHeMa pernapara

B CHIDKCHHOM 03¢,

e Ha3HauYeHHE AUYpPeTHKOB (pypocemun** 10-20 mr/cyt, Topacemun 5—10 Mr/cyT)

C KOHTPOJIEM  YpOBHA  DJIEKTPOJUTOB  KPOBM  W/UIM  KOPOTKOTO  Kypca

TIIIOKOKOPTUKOCTEPOHUI0B (#rpenuuzonon** mo 0,5-1,0 Mr/kr B TeueHue 5—7 cyr);

e TIpU HEOOXOJMMOCTH — WHTAJSIIIMNA KACIOPO/Ia;
e TIPH TSDKENBIX (POpPMax IIIEBPATBHOTO BHINOTA (3—4 cTerneHu, HabII0Jarouecs y

4% mnarueHToB) ¢ JIbIXaTtedbHON HemoctaTouHocThio II-III cTemeneit — TopakoreHTes ¢

9BaKyaluei >KuaKoCTH.

[IpoBenenue TUIEBpabHON MYHKIMH TMMOKA3aHO IMPH YIPOXKAIOMIMX KU3HHU COCTOSHHSIX
(cMemieHue cpetocTeHNs, BEIpaKEHHAs OJBIIIKA B TOKOE) WIIH C IMarHOCTHYECKOH IIeITBI0, KOT/1a
MPUYMHA TJIEBPAIILHOTO BBIIOTA HESCHA.

Cam mno cebe (axkT MOSABICHUS IUIEBPAIILHOTO BBINOTAa HE yXyAwaeTr mnporHos. [lpu
ONTUMAIILHOM OTBETE€ Ha TEPaIHi0 BO3MOXHO CHHU3WTH 03y Mpemapara. Ecimu ke oTBeT Ha
JIeYEHHUE HEJIOCTATOYHBIH, II0KAa3aH NepeBo/l NanueHTa Ha anbrepHatuBHbld TK. YautsiBas, uyto
TUIEBPabHBIA BBIMOT HEPEAKO HOCUT PEHUAMBHPYIONIMA XapakTep, B TaKUX CIydasx
nenecooOpaseH nepesoa Ha jpyroit UTK.

Jlerounasi aprepuajbHas runeprensus (JIAI)

Kpaiine peakxoe (0,45 % caydaeB), HO NpU ITOM TSDKEIOE OCIOXHEHHE, KOTOpOe
BCTpEYaeTcsl MpHU NMPUMEHEHUH Aa3aThuHuOa**. Ha MOMEHT yCTaHOBIIEHHs 3TOTO JHarHosa y
OOJIBIIMHCTBA MMAIMEHTOB OTMEYAJIMCh 3HAUMTENbHBbIC HApYIIEHUS T'€MOJMHAMMKH, a TaKKe
cepAeyHasi HeJJOCTAaTOYHOCTh, TPeOOBaBINasi HAOIIOICHHS B OTACJICHUN WHTCHCUBHOW TEpaIHH.
Menunana cpoka passutus JIAI cocraBnset 34 mec. (8—48 mec.) Tepanuu gazaruaudoom** [30,40].
Mo3KeT BBISBIATHCS KaK y HAIlMEHTOB C TIEBPAJIbHBIM BBITIOTOM (68 % citydaeB), Tak U 0e3 Hero.
Oppiika ¥ OOMOPOKM  SIBISAIOTCA BEAYIIMMHM B KIMHUYECKOW KapTHUHE, TaKKe MOTYT
NPUCYTCTBOBATH CI1A00CTh, YTOMIISIEMOCTh, OOJIH B 00JIACTH CEeP/IIa, HE KYMHPYIOIIUECS TPUEMOM

oprannueckux HUTpaToB. Ha OKI' MOryT BBIABIATHCS NMpPHU3HAKU THNEPTPOPUU U MEPETPY3KU
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MpaBbIX OTHAENOB cepana JuarHoctuueckue MeTroAsl il nonarBepxkaeHus  JIATL:
TpaHCTOpaKaJibHas dXOKapauorpadus, KaTeTepru3anus IpaBbIX OTAEIOB CepALa.

Y CTaHOBIIEHO, YTO JAHHOE SIBIICHUE MOXET ObITh 0OpaTUMO MPH OTMEHE Ja3aTHHUOa™*.
[Tpu paszButum JIAI' mokazaHO mpekpalieHue Tepanuu Ja3aTUHUOOM™* M Ha3HayeHue Jpyrux
NTK.

ITneBMOHHMT

SBnsiercs KpaifHe peIKUM OCIIOKHEHHEM, TpeOyromuM audhepeHInaIb-Horo Iuar{osa.
B GonbmmHCTBE Cily4aeB OnKMCaH MpU NPUMEHEHUN UMAaTUHHOA**, a Takke Jalle BCTpedaeTcs B
cTpaHax A3WH; MOKET ObITH 0OpPaTUMBIM HIIH HEOOpaTuMbiM [82-84].

[Tpu npumenennn nazatuauOa** Bo 2 muanm B 103e 70 Mr 2 pa3a B ieHb y 17 % nanueHToB
ONMCAaHbl W3MEHEHHUS JIETOYHOW NapeHXHUMBbI, 110 TUIIy «MaTOBOTO CTEKJa» JHUOO YyTONILEHUE
cenTaibHbIX Neperoponok. Lenecoobpasen nepesos Ha apyrue UTK.

Tommnora

Pa3BuTtHe TOmHOTHI HamOojee XapakTEepHO NpPU MPUMEHEHHMM WMMATUHUOA™™ wiu
603ytrHNOa. HunmotuHnO** u nazatmHUO** BBI3BIBAIOT TOIMHOTY penako. Ilpu TomHoTe ciemyer
UCKJIIOUUTh IPUEM MMATHUHUOAa™* HATOIAK, PeKOMEH/J0BaTh INPUHUMATh IMpernapar ¢ IpUueMoM
IUILM, 3a0UBaTh OOJIBIIMM KOIMYecTBOM BoJbl. [locnennuit mpueM nmatuHn6a™* noimkeH ObITh
HE I03/IHee 4YeM 3a 2 4Yaca JI0 CHa, OCOOCHHO y MAaIMeHTOB ¢ 330¢arutoM B aHamHese. Ecmu
TOKCUYHOCTb, HECMOTPSI Ha BCE MPEANPUHATHIE MEpPONPUATHS, COCTaBISIET >2 CTEIEHH,
1esiecoo0pa3Ho Ha3HAYeHUE aHTUAIMETHYECKUX MIPENapaToB: METOKJIONpaMUI**, oHJaHCETPOH™ ¥,
apyrue. OnHaKo ciueayeT Y4MThIBaTb, YTO IPOTHUBOPBOTHBIE CPEJICTBA MOTYT YJUIMHATH
unTepBas QT. AnTammas! cHkaroT 3¢ dexrnBrocts UTK.

3agepiKKa JKUIKOCTH € pa3BUTHEM 0TEKOB

Crnenyer orpaHuuuTh NMPHEM COJIM B palMOHE, YMEHBIIMTh O0BEM YNOTpeOIsieMoi
KHUJIKOCTH. B Oonee TsKenbIX clyyasX Ha3HA4yalOT JUYPETHKH, TMpenaparbl MOoAOUparoT
WHAUBUIYaAJIbHO.

Mpele4yHble Cra3Mbl

CumnToMm, XapakTepHBIM I JiedeHuss UMaTuHuOOM™*. Yaiie BcTpedaeTcst B Hayaje
TEpanuu, HO MOXKET ObITh M OYEeHb JIUTENbHbIM. Cra3mbl (Yale MKPOHOMHBIX MBIIII, MBI
CTOIbI) BO3HMKAIOT, KaK MpPaBUJIO, B HOYHOE BpeMms, mnocie (usnueckod Harpys3ku. J[ms ux
yCTpaHEHUs HEOOXOJMMO BOCIOJHEHHE JePHUIUMTa MUHEPaJIoB (Kalnuil, KaiabIUil, MarHui,
doctop). Ilpu BbIpaXKEHHBIX MPOSBICHUSX TOKCMUHOCTH (3—4 cTemeHH) BO3MOXKEH MEpephIB
npuema UTK (3—5 nHeil), KOTOpBI 4acTO yMEHBIIAET KIMHUYECKHUE MPOSBICHUS, BPEMEHHOE
CHI)KEHHE JI03blI IIpernapara Ha | ypoBeHb.

BoJin B KocTAX M cycTaBax
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OOBIYHO BO3HHMKAIOT B Hayasie JICYCHHS, 4acTOTa MX yMEHBIIAeTcs dyepe3 1-2 mecsia
tepanuu. KpatkoBpemenHsbiii (Ha 3—5 nHeil) mepepbiB B IpHUeMe Ipernapara U KOPOTKUH Kypc
HECTEPOUIHBIX IPOTUBOBOCHAIMTEIBHBIX M IPOTUBOPEBMATUYECKUX IPENApaToB MOTYT
KyIUPOBAaTh 3TH SBJICHUSI.

KoxHble BbIChIIaHUA

OOBIYHO KYTIUPYIOTCS MPU HA3HAYCHU N aHTUTUCTAMUHHBIX TIPENapaToB, XJIOpUIa KaTbIUs
W/WIM TpU MECTHOM 00paboTKe KOPTUKOCTEPOUIHBIMH Ma3zsiMu. Ilpu Oosee BbIpakeHHOM
JIepMaTUTe BO3HHKAeT HeoOxonumocTh mpepwiBath mnpuem WTK u HazHauaTh cuUCTEMHBIE
KOPTUKOCTEPOUIBI B J03€ 1 MI/KI per 0S C IMOCTENEeHHOW peaykiued 10o3bl 10 20 Mr/aeHs.
VY manueHToB ¢ OonpImmM KoimdecTBoM 0OazoduioB (>30 %) B KpOBU NMPUYMHON MOSBICHHS
YPTUKAPHBIX BBICHITIAHUA MOXKET OBITh BBICBOOOXICHHE TMCTaMUHOMOJOOHBIX CYOCTAHIIMNA U3
0a30(MIBHBIX TPaHyl, MO MEpe CHIDKEHHUS KOJIHYecTBa 0a30(MIOB HWHTEHCHUBHOCTH CHIITHU
YMEHbIIIAeTCsl.

YMepeHHbIE KOKHBIC BRICHITIAHUS TP TEPATH HUJIOTUHHOOM™** — yacToe HeXxelaTeIbHOe
SIBJICHHE, KOTOPOE HE COMPOBOXKIACTCS 3yIOM, TUCKOM(OPTOM U PEIKO TPEOYET KOPPEKIINH JT03bI
npernapara.

KpoBoTeuenusi 1 KpoBOM3IUSIHUS

Haunbonee wacto HaOIMrOmalOTCS KPOBOTEUEHHUS — M3 IKEITYJOYHO-KUIIEYHOTO TPAKTa
(y 4 % namueHToB), pexe — KpPOBOM3IIUSHHS B TOJOBHOW MO3T (TsDKenble — MeHee yeM y 1 %
naueHToB). Habmoarorest mpenMyIiecTBeHHO MPH JISYeHHH Aa3aTuHuOom™ *. Kak mpasuino, oHu
BO3HUKAIOT MPHU BBIPAKEHHONW TPOMOOIUTONEHHH. B OONBIIMHCTBE ClIy4aeB, ¢ KPOBOTEUECHUEM
yAaeTcsl CIPaBUTHCS C MOMOIIBIO IPUOCTAHOBKH MpHeMa IpernapaTa U NpuMeHeHus Tpanchy3uit
KOMIIOHEHTOB KPOBH, B IIEPBYIO O4YepeIb TPOMOOKOHIIEHTpaTa.

[Ipu tepanmuu umatuHHOOM™* B 11 % cimyyaeB MOTYT OTMEYaThCS KPOBOH3JIHSHHS B
CKJIEpY, KaK MPaBUjI0, MPOXOASIIHNE ITOCIE KOPOTKOIrO MepephiBa B JICUEHUN WU CHUKEHUS J03.

JAuapes

Kynupyercst nueToit ¢ UCKIIIOUeHUEM MPOAYKTOB, YCHIIMBAIOIIUX MOTOPUKY KUIIEUHUKA,
HA3HAUYCHUEM CHMIITOMATHYECKUX MPOTHUBOIUAPEHHBIX TpenapaToB (KUIIEYHbIC aOCOPOCHTHI,
gonepamun**). Ilpu tepanun O003yTHHHMOOM d3(PPEKTHUBHO KyHHpyeTcss NpUMEHEHHEM
JornepaMuia™*.

I'emaToTOKCMYHOCTH

[ToBbIIEHNE YPOBHS «II€UEHOYHBIX» TPAHCAMUHA3 MOKET HACTYIUTh B Pa3IN4YHbIE CPOKHU
neyerust UTK. B HEKOTOpBIX cayyasx OMMCaHO TSKEI0€ MOBPEXKICHHUE EUYEHU TPU MPUMEHEHUH
uMatruHnOa*™* W mapameramona**, a taike mpu BuUpycHOM Temarute B. IloaTomy moxaszano

HCKIIIOYUTh HaJIW4YUC BUPYCHOI'0 TIf€ratuTta, OTMCHUTH IIOTCHIHHAJIBHBIC TIC€IaTOTOKCUHBI
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(anmkorosb, KOHCEPBBI, JEKApPCTBEHHBIE Mpenaparbl C TenaTOTOKCHUYHBIM JeiicTBUEeM). Takxke
OPUMEHSIOT TenaToONPOTEKTOPHl (aJeMETHOHUH™*, ypCO/IE30KCHXO0JIEeBasi KUCIOTHI**) BHYTpb,
B TSDKEJIBIX CIIydasX — BHYTPMBEHHO B COYETAHMM C MEPONPUATHUSAMH Je3MHTOKCUKaruu. [lpu
COXpaHSIIOIIeNcS TeNmaTOTOKCUYHOCTH 2 CTENEeHU Iocie €€ paspelleHus 103y Ipernapara
1eJecO000pa3HO BPEMEHHO CHHU3UTh. llpu MOBTOPHOM pa3BUTHM TMEYEHOYHOM TOKCUYHOCTHU
HEOOXOIMMO TpOBECTH OoJyiee TINATENBHOE HCCiIeAOBaHUEe (YHKIMU I[I€YEHHU; I[OKa3aHO
oOcyxJeHue Bompoca o nepexojge Ha tepanuto apyrumu WUTK, ¢ yderom otcyTcTBUs
MEPEKPECTHOM renaToTOKCUYHOCTH.

YBeanueHue Macchbl TeJa

HeGomnpiroe yBenndaeHne Beca MOKET OBITh 00YCIIOBICHO 3a/IePKKOU JKUKOCTH, B YaCTH
CJIy4aeB — yIIydlIeHHEM O0OIIero caMOvIyBCTBHSI Ha (DOHE pEerpecCHy CUMIITOMOB HHTOKCHUKALIUH U
HOpManu3anuu amnmnetuta. [lanueHToOB ¢ M30BITOUHBIM BECOM HEOOXOAMMO MpPEeryNpexaaTh
0 BO3MOXHOCTH ero yBenuuenus mnpu npueme MTK u pexomenmoBaTh orpaHudeHue
YIOTpPeOJICHHS COJIM, HU3KOKAJOPHIHYIO TUETY U yBEITUYECHUE YPOBHS (PH3HMUECKUX HATrPY30K.

Yanunenue untepBasa QTcF

Bce UTK sBnsitoTes mpenaparamMu, CIOCOOHBIMU YJUIMHATD JUIUTEIbHOCTh HHTepBaia QT.
[Ipu 3HauntensHoM ymmmHenun QT (6omee 480 wMc) cymecTByeT pHCK pa3BUTHUS
KU3HEYTPOKAIOMIEH apUTMHUU — TaXWUKapIuHu MO TUIy «mupy>1T». [Ipu ouenke muTepBama QT
cieayeT o0s3aTeNIbHO UCIIOJIB30BaTh CKOppeKkTHpoBaHHbIE (¢ yueTroM UCC) 3HaueHus1, Hapumep,
QTcF (QT, xoppurupoBanHsiii o mMerony Ppeneprka (Frederic)). Cnyuan ynmunenus QTcF
BCTpEYalOTCsl KpaiiHe peako — MeHee 4eM y 1 % mnamueHTtoB. IlanmeHTsl ¢ M3HAYaIbHBIM
ynmuaenueM QTCF, a Taxke ¢ COmyTCTBYIOMIEH KapAHaIbHON MaTOJIOTHEH TOJDKHBI OCTaBAThCA
B 30HE BHUMAaHHS ¢ TOUKH 3peHHs] MOHUTOpUHTa n3MeHnennit Ha JKI'. Jlo nauana nedennss UTK
clleflyeT MO BO3MOXHOCTH HCKIIOUUTH (DAaKTOpBI, TAKXKe BIMSIONIME HA YAJMHEHUS JTaHHOTO
WHTEpBaJia. B 4aCTHOCTH, TOJKHBI OBITH HOPMAIM30BAHbl YPOBHU KalUsl U Mar"usi; Ipy mpuemMe
IpenapaToB, Takke yAmuHsomux QT 1Mo moBoy COMyTCTBYIOUIMX 3a00JI€BaHMA, TOJIKHA OBITh
paccMOTpeHa BO3MOXKHOCTh 3aMeHbl mociieHuX. Cleayer MOMHHATh O CyIIECTBOBAaHUH
BpoxieHHOTO yanuHenus QT, uto TpebyeTr 0co00ro BHUMaHUA K TAKUM MAlUEHTaM MIPH JICYCHUN

NTK. Aaroputm BelieHHs NanuenToB ¢ yuimHenneM QTcCF npusenen B Tadm. 12.

Ta6auna 12. TakTrKa BeJCHUS MMAIUSHTOB NpH yuMHeHnH nHTepBana QTCF Ha done

tepanun UTK

Yiaannenue

QTcF TaxkTuka Tepanuun
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— BpeMeHHO npekpatuth npueM UTK

— onpenenuTh conepkanne K u Mg™ B ceiBopoTke kposu. [Ipu nedunure
BOCITOJIHUTH MX YPOBEHb JI0 HOPMBL.

— IIPOAHAIIM3UPOBATH IPUHUMAEMBbIE NIALIUEHTOM COIYTCTBYIOILUE IIpenaparhl
W UCKIIFOYHUTD CPEJCTBA, YIMHsoMEe nHTepBain QT

— eciii uHTEepBa)l QTCF ocTaercsa >480 Mc, moBTOpsiTh IKI' 110 KIMHUYECKUM
MoKa3aHusAM, Kak MUHUMYM | pa3 B cyTku, noka QTcF ne 6yner <480 mc

— tepanusi UTK moxxeTr ObITh BO30OHOBIICHA B TOH K€ J103€, €CIIM IPUYHHA
yBenudyeHus: QT ycranosieHa u ycrpaneHa, 1 QTCF B Teduenue 2 Heenb

>480 Mc BO3BpaTHIICA 110 3HaueHus1 <450 Mc 1 HaxoauTcs B npesenax 20 MC OT 3HaYEHUS
Ha MCXOJHOM YPOBHE

— SCJIM ITPY TTOBTOPHOM ompeneneHur 3HaueHne QTCF BBIXOAMT 3a IIpeiessl
20 MC OT 3HaYE€HMs Ha UCXOJHOM YpOBHE WK OKa3bIBaeTcst Mexay 450
n <480 mc, no3a UTK momxHa ObITh CHUXEHA Ha | ypoBeHb

— npu Bo300HOBeHUHU JeueHuss U TK B Tol e uim yMeHbLIEHHOU J103€ 1ociie
BPEMEHHOTO IIPEKpalleHus JieueHus 1o npuuuHe yBenundyenus QTcF no >480 mc,
HeoOxoaumo npoectu DKI Ha 2-H, 3-i u Ha 8-if IeHb MOCIe BO30OHOBICHUS
nIeueHus

— B cllydae noBTopHoro yBenudeHust QTCF mo >480 mc npekpaTuTh npuem
npenapara, TpeOyeTcsi CMeHa Teparnuu

I'uneponaupyounemus

Haunbonee wuactoe saboparopHOoe OTKJIIOHEHHE, BCTpevarolieecss IMpu JIEYEHUU
HUJIOTHHUOOM™** (69 % — mro0o0it cremenun, 7 % — 3-4 cremenu). J[aHHOE SBICHHE CBSI3aHO
C HapyIICHWEM KOHBIOTAllMM HENpsSMOro OMIupyOWHA, IO3TOMY TMOBBIIIEHHE IPOUCXOIUT
IPEUMYIIECTBEHHO 3a CUeT ATOH (hpakmmu. Yarie BcTpedaeTcs y ManueHToB ¢ NoIuMoppu3mMom
npomotopHoit obmactu rena UGTI1Al (denotunsr (TA)7/(TA)7; (TA)7/(TA)6 u np.)),
XapaKTepHBIM I JOOpOKadyeCTBeHHbIX runepOmnupyonnemuii (JKunbbepa, Potopa, [aOuna-
JlxorcoHa). Ecii reMonn3 NCKITIoueH, aKTUBHOCTh aMHJIa3bl U JINTIA3bl HE TTOBBINICHA, a CTETICHb
OmnnpyOuHeMHUH cocTaBisieT 1-2, neyeHne HWIOTHHHOOM™®* cienyeT MpOoAOKUTh B MpPEKHEN
no3e. [lo MHeHHIO GOJBIIMHCTBA MCCIIEOBATENEH, AK€ TOKCUYHOCTh 3 CTENEHU HE SBISEeTCS
MOBOJIOM K MPEKPALICHUIO TepallK U CHUKEHHUIO 103bl. [1pu anurensHOl runepounpyOuHeMun
1enecooOpa3Ho Ha3HAuEHHE MPETapaToB IS JICUSHHs 3a00JI€BaHUA KEITTHOTO Ty3BIPSI.

BeccuMnToOMHOE MOBBIIIEHUH AMUJIA3BI M/WJIH JIHNA3bI

MoryT yacTto HaOmoaTbcs IMPH JIEYEHUH HUIOTHHHOOM™*. SIBIeHHs MaHKpeaTuta

(aGIlOMI/IHaJ'IBHBIC CUMIITOMBI B COYCTAaHHH C HaGOpaTOpHBIMI/I I/I3MCHCHI/I$IMI/I) HaGJ’IIOJIaJII/ICB
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MeHee yeM y 1 % maumentoB Bo |l daze xamHmueckux uccnenoanuil. Ilpu 1-2 crenenu
BBIPQKEHHOCTH JIAaHHBIX SIBJICHUH HEOOXOAMMO HaONIOJeHHEe B JAWHAMHKE (IIOBTOpPHBIC
OMOXMMHMYECKHE TECThl, OILIEHKa KJIMHUYeCKoW Kaptuubl). Ilpu pasButum 3—4 creneHu
TOKCUYHOCTH  CJIElyeT MpeKkpaTuTh Tepamuto, mnposectu KT  OpromHoil  mojoctu
C KOHTPaCTUPOBAHUEM JIJII UCKJIFOYEHUS MAaTOJIOTHMHU MOJKETYI0YHON JKEJEe3bl; IIPU BbISBICHUU
IIPU3HAKOB IaHKpeaTuta — ero JjedeHue. IIpu HopmanbHOM KT-kapTuHE mocie yMeHbIIEHUs
CHUMIITOMOB 110 <] cTerneHu cienyeT BO30OHOBUTH JIEUEHNE HIIIOTHHUOOM™** B CHM)KEHHOM J103€
(400 mr/cyT). IIpy MOBTOPHOM OECCUMITTOMHOM TOBBIIICHUH aMUJIa3bl U JIMMA3bI 10 3-4 cTeneHn
JieyeHre HIIOTUHHOOM** MOXeT ObITh OTMEHEHO WJIM IPOAOHKEHO MO PELICHUIO Bpaya.

I'mnepriukemus

Taxoke BcTpedaeTcs TOJIBKO MPH JIeUeHUH HUWIOTUHUOOM™ ™. [Tpu m000i#i cTernenu JaHHOTO
noOOYHOTO  SABIICHUS KOPPEKIUS JOKHA HAYMHATBCS Cpa3dy TMpU €ro BBIABICHUU
(runornukemuyeckas nuera). [Ipu oTcyTCTBHM HOpMAaNU3allUK YPOBHS TIFOKO3bI HA (DOHE TUETHI
[O0Ka3aHa KOHCYJIbTAlUsI SHAOKPUHOJIOTA JJIsl UCKIIIOYEHHSI CaxapHOTo auadeTa.

I'mnogocparemus

Berpeuaercs npu tepanuu Bcemu MTK, xak npaBuio, KIMHUYECKH HE3HaUYMMa (HU3Kas
CTeNeHb, OBICTpass HOpMaNu3alys). PEKOMEHIOBaHbI JUEeTa C YBEIMUEHUEM B pallMOHE 0OraThixX
dochopoM MOJIOYHBIX M PHIOHBIX MPOIYKTOB, COKPALICHHEM TJIOKO3bI, Ha3HAau€HHE BHYTPh
npenaparoB, cojepxkaniux Gocdarsl (BUTAMUHBI, TUIIEBLIC T00aBKH).

I'nnokanbuueMust

PexoMeHi0BaHa ueTa ¢ BKIHOYEHHEM IPOAYKTOB C MOBBIIIEHHBIM COAEPKaHUEM KaJlbLIUs
(MOJIOUHBIE TIPOMYKTHI), YMEHBIIEHHE TMOTpedsieHuss yrieBonoB. Ilpu HeobxoammocT —
Ha3Ha4yeHHE MPenapaToB KalblHs BHYTpPb.

I'mmomarnuemMusi, THIOKAJIHEMHS

VY4uuTeiBasg ONacHOCTh yAJuMHEeHHs uHTepBana QT mpu geguuuTe 3TUX DIEKTPOJIUTOB,
TpeOyeTcsl KOppeKlMsl B BHUJAE Ha3HAUCHHUs KOMOMHHMPOBAHHBIX IPENapaToB Kajusl U MarHus
(xanus acriaparvHaT + MarHusi acnaparuHat™**) BHyTpb; IpHU U30JUPOBAHHOM THIIOMarHueMuu —
npenaparbl MarHusi — MarHusi BHyTpb.

JlekapcTBeHnHble B3aumoneiicteus npu tepanuu UTK

Metabomu3m Bcex UTK ocymiecTBisieTcss NpeUMyIIECTBEHHO B TMEUEHU C ydacTHEM
dbepMeHTOB, OTHOCAITUXCS K cucTeme rutoxpoma P450; B ocnoBHOM depe3 CYP3 A4, B menbIeit
CTETIeHU - ApyruMH ero u3odopmamu, takumu, kak CYP1A2, CYP2D6, CYP2C9 [43].

OnHOBpEMEHHBIN NPUEM NPENapaToB, aKTUBUPYIOLIUX WM MOAABISAIOMIMX AKTUBHOCTh
nuroxpoma P450, MoxeT npuBOAMTH K H3MEHEHHIO KoHueHTpauuu kak MWTK, tak mn

MIPUHUMACMOT'0O COBMECCTHO JICKAPCTBA, YTO CJICAYCT YUYHUTHIBATH B KIIMHAYECKON IIpaKTHUKE. B
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ciay4dae, eciau nanueHt ¢ XMJI npuHUMaeT 0JHOBPEMEHHO HECKOJIBKO MpernapaToB B KayeCTBE
COITYTCTBYIOIIICH Tepamuu, U Mpu 3ToM HabmrogaeTcs Hed(pPEKTUBHOCTD JICUCHHS JINOO TsDKeTas
TOKCUYHOCTh TEpAIlMU, MOKHO 3all0I03pUTh HAJIWYME JIEKAPCTBEHHBIX B3aUMOAECHCTBUIA,
Binusomux Ha ypoBeHb MTK B kpoBu. Iloatomy ¢ 1enpio mMakcuManbHOH 3((EKTHBHOCTH
Tepalnyuy IpA BOSHUKHOBEHUH WM YTSDKEICHUM TOKCUYHOCTH, Ba)KHO MCKIIIOUUTD WIIU CBECTHU K
MUHUMYMY OJIHOBPEMEHHBI IIpUEM IIPENapaToB, AaKTHUBUPYIOUIMX WM MOJABJISIOLIMX
aKTUBHOCTb IuTOXpoMa P450, ornaBaTh IpeallodyTeHUE aHajloraM C JApYyTUMU IyTAMU
MeTabonu3ma.

[Ipu ogHOBpEMEHHOM MpUEME MpenapaToB, MOBhIMAOIKUX akTUBHOCTE CYP3A4 p450,
MOKeT HaOmoaTbecsi CHWKeHue KoHueHtpauuu WTK B mina3mMe KpoBH, YTO YMEHbBIIAET
apdextuBHocTh MTK. CoorBercrBenno, wunrubutopsl ¢epmenra CYP3A4 p450 wmoryr
IPUBOJIUTH K MOBbIMIEHUIO KoHLeHTpauuu WTK B mmasme, yTo BbIpa)kaeTcsl KJIMHUYECKU B
YCUJIEHUU TPOSIBJICHUM TOKCUYHOCTH TEPAIIHH.

IIpy Hanuuuu BBIPAKEHHOM TOKCUYHOCTH WJIM HENOCTATOYHOM OTBETE HA JICYCHHE C
LENbI0 MCKIIOYEHHsS BO3MOXKHBIX MEXKJICKAPCTBEHHBIX B3aUMOJCHCTBUH IIPU  IpUEMeE
JIEKapCTBEHHbIX IpenapaToB IO MOBOAY COMYTCTBYIOUIMX 3a0oyieBaHUIl LienecooOpa3Ho
onpenenenue konueHtpauuu UTK B ma3me (CbIBOPOTKE) KPOBH.

I'peiindpyToBbIii COK TakXke SBISETCS MOIIHBIM HHTMOMTOPOM JaHHOTO (epMeHTa,
M03TOMY MAIUEHTOB CJIEAYET NPEAYNPEIUTh O HEOOXOJUMOCTH U30eraTh ero ynoTpeoneHus.

Kpowme Toro, kak ormeueno Beiie, UTK norennuansno MoryT yummasaTh naTepsan QT. B
CBS3M C DTMM HE PEKOMEHJOBAHO MX NPHUMEHEHHE OJHOBPEMEHHO C JPYI'MMH Ipenaparam,
BIMSIOIMMH Ha yanuHeHue uHTepBasa QT. KpaTkuii nepedeHp mnpemaparoB, CIOCOOHBIX
BBI3BIBATH yuIMHEHHE nHTepBasia QT, mpencrasieH B mpuiioxeHuu ['1.

BepemeHHOCTh IPU XPOHNYECKOM MHeJI0JIeHKO3e

C nmamueHTaMu  JETOPOJHOIO  BO3pacTa PEKOMEHJ0BAaHO OOCYIUTh  BOINPOCHI
IUTaHUPOBAHMSI CEMbH ITPU MOJIPOOHOI Oecene.

OtuoscrBo npu XMJI

3apeructpupoBaHHble K npumeHeHutro npu XMJI mpemapatsr UTK He wnmeror
TE€HOTOKCUYECKOTr0 AEMCTBUs. B HEKOTOPBIX cilydasx ONMMCAaHbl U3MEHEHHS CIIEpMOTpamMMBbl IpU
Tepanuy UMaTUHUOOM™**, O7IHaKO CHIDKEHHS (PEpTHIBHOCTH HE OTMEUEHO. YBEIMUYEHHs YucIia
BPOXKICHHBIX aHOMAJIHi y JeTei mapTHepi, noixy4dasimux Tepanuio UTK, ve ormedeno [85,86].

[IpepriBanne npuema UTK y myxunn ¢ XMJI ans 3auatus He Tpebyercd. B ciydae ecnu
OepeMEeHHOCTh He HACTyMaeT, MIOKa3aHo J0OOCIeJOBaHUE C LEJIbIO TOUCKA U3BECTHBIX (PaKTOPOB,
HNPUBOAALINX K OECIUIONUIO.

bepemennocTs y :xkeHmuH ¢ XMJI
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[To pesynbraraM JOKIMHUYECKUX HccienoBanuid, y Bcex MTK, kpome HunornHmbOa™*,
OTMEYEHA BO3MOXKHOCTh pa3BUTHS BPOXKACHHBIX aHOMalui 1ioga. Hambompmmii puck
npumenenns UTK nabmronaercs B | TpumecTpe B iepruo; OCHOBHOTO opraHorenesa (6—12 nenens
OepeMEeHHOCTH), IS 1a3aTHHHOA** PHCK CyIIECTBYET Ha JII0OOM cpoke Oepementoctu [86,87].
ITpu 3TOM B MHCTpYKLUAX 10 puMeHeHHIo Bcex MTK umeroTcs mpoTuBoIokaszaHus Ui IpueMa
BO Bpems OepemenHoctu. C apyroit ctoponsl, orMmeHa UTK Ha mepuon OEpeMEHHOCTH MOXKET
NPUBECTH K YBEJIMYCHUIO 00BhEMa OITyXO0JIEBOTO KJIOHA M pa3BUTHIO penuanBa XMJL.

IlnanupoBanue 0epeMeHHOCTH

[TnanupoBanue OepemenHoctd U otmMeHa WMTK nHaumbosiee Ge3omacHsl MpU COXpaHEHHH
riryobokoro MO (MO4,5) B Teuenue 2 jieT. YUUThIBasA, YTO OEPEMEHHOCTh MOXET HE HACTYIHTh
cpady, ormena WTK st 3avarus sBisercss mpeameroMm mguckyccmu. B 50-70 % cmydaes
OepeMeHHOCTh auarHoctupyetcs: Ha (one Tepanuu UTK [88], mpu ormene UTK cpasy mocie
HOJTBEPXKIEHUS] OEPEeMEHHOCTH OTMEUYAeTCs €€ HOPMAJbHOE TEYEHUE M POXKACHUE 30POBBIX
nereid. B cBsi3u ¢ aTiM nomyctumo 3adarue Ha pone reparmu MTK ¢ nemennennoit ormenoii MUTK
cpa3zy mociie moATBEepKIeHUs OepeMeHHOCTH Ha paHHUX cpokax (XI'Y, Y3-uccnenoBanue).

Brnots 10 15 Henenu 6epeMeHHOCTH (J10 yCTaHOBIEHHSI FeMaTo-IJIalleHTapHOro 6aprepa),
pekoMeHi0oBaHO HaOmoneHue 6e3 Tepanuun WTK. B cBA3M ¢ noKa3aHHBIM OrpaHUYEHHBIM
nponnkHoBeHneM WTK #umarnan6a** w #HunmoruHMOa**, BO3MOXKHO paccMaTpuBaTh WX
npumenenue Bo ll-111 Tpumectpe GepeMeHHOCTH ITPHU HATMYKK TIOKa3aHUI B TOM K€ PEXKUME, YTO
U y HeOepeMeHHbIX maieHTok [88,89]. dazatnunu6** u modsie apyrue UTK mpotuBonokasaHsl
Ha J1I000M CpOKe OEpPEMEHHOCTH.

ATnbTEepHAaTUBHON Teparnuel Bo BpeMs OEpEMEHHOCTH MOXKET ObITh puMeHeHue #1d-o**
B no3e 3—6 ME exennesHo [90]. auubiii moaxox HambOosiee 3pdekTuBeH mpu HEOONBIIOH
onyxoyieBoil macce. C LUTOPEIyKTMBHOHN IIeNbl0 MpH YypoBHE JjelkonuToB Oosnee 100 ToIC.
BO3MOXKHO IIpUMEHeHue Neiikadepesa (cumntToMaTiHueckuit 3dexr).

Benenune GepeMeHHOCTH IPH OTCYTCTBHHU CTa0MJIBHOIO rirydooxkoro MO

I'my6okuit MO cpokom menee 2 et 1 BMO moryT ObITh TpHEMIIEMBIMH KITMHUYECKHUMHU
cUTyallMsiMU JUIsl HaOxdroneHust O6e3 Tepanuu JMOO NpUMEHeHUs uHTepdepoHa anbda. [lpu
orcyrctBud BMO niepepsiBel B Tepanuu UTK siBisieTcss porHoCcTHYECKH HEOIaronpusaTHRIM IS
nocneayouero oreeta Ha Tepanuto. [Ipu norepe MO2 u pocte yposHsi BCR-ABL >1 % Bo Bpems
OEpEeMEHHOCTH TIeJIeCO00pPa3HO PACCMOTPETh MPUMEHEHHE #UMaTUHUOA™™* unn #HUnoTuHnOa™*
nocie 15 Henens 0epEMEHHOCTH B TOM K€ PEXKHME, YTO U 'y HeOepeMeHHbIX nanueHTok [88,89].

XMUI, BbIsIBJICHHBI BIIepBbI¢ BO BpeMsl 0epeMeHHOCTH

[Ipu nuarnoctupoBannu XMJI B | Tpumectpe O6epeMeHHOCTH HEOOXOAUMO OOCYIUTH

C HaI_[I/IeHTKOI\/'I MNPpEPLIBAHUC HIJIM COXPAHCHUC 6epeMeHHOCTI/I C Y4€TOM €€ HMHAWBUAYAJIBHBIX
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ocoOeHHOCTeH (BO3pacT, COIMAIbHBIE OCOOCHHOCTH, COIYTCTBYIOIIME COCTOSHUA) W (ha3bl
3aboneBanud. [Ipu XD XMJI Bo3moxkHo coxpaHenue Oepemennoctu. [Ipu @A u BK XMJI
MOKa3aHo IpepbiBanue. Ha paHHUX cpokax OEpeMEHHOCTH BO3MOXKHO HaOII0eHe O6e3 Tepanuu
win tepanus #UD-o** B moze 3-6 ME exenuesno [90], mociae 15 Hemenu OepeMEHHOCTH
PEKOMEHIOBAaHO HAYaTh TEPANMIO #UMATHHUOOM™** B TOM Ke PEKHUME, YTO U 'y HeOepEeMEHHBIX
nanueHtok [88,89]. [Ipu BeisiBnenuun XMJI Bo II-11l TpumecTpe OepeMeHHOCTH PEKOMEHI0BaHO
COXpaHEeHHE OEPEeMEHHOCTH W MPOBEICHUE TEPAUU #UMATHHHOOM™** B TOM K€ peXKHUME, YTO U Y
HeOepeMeHHBIX manueHToK. [Ipu BeisBiennn XMJI B |1l TpumMecTpe, OTHOCHTENEHO HEOOIBIIIOM
JEUKOLNTO3€ U 0KUJIAEMOMY CPOKY POJOB B Te€Ue€HHE 1—2 Mecs1eB, BO3MOKHO OTIIOKHUTh HAYaJI0
Tepanuu 10 poaoB. [Ipu TpoMOO1IMTO3E BO3MOKHO Ha3HAUCHHE aHTHATPETAHTOB.

Poabl n kopmiieHue

Cpoku 1 croco0 poopaspelieHns BHIOMPAIOT ¢ yUYEeTOM aKylIepCKUX Moka3zaHuil. Ecnu
JIOCTaTOYHBIM KOHTPOJIb KIMHWYECKUX mposineHud XMJI coxpaHsiercs, MNOKa3aHUM K
MPOBEJICHUIO poJopa3penieHust panbplie cpoka HeT. Ilpu mporpeccupoBannu XMIJI cnemgyer
pEeUIuTh BOMPOC O AOCPOUHOM pojaopaspenieHuu. Bozoonosnenue repanuu UTK nmocie pogos mpu
otrcyTcTBUM wiu norepe BMO pexkomenyercs 6e30TiaraTrensHo.

UTK mnpoHukaroT B TpyaHOE MOJOKO. YcTaHoBieHO, uTto no3bl MTK wumarunuba u
HUJIOTUHHOA™*, KOTOpbIE MOXXET MOJYYUTh PEOCHOK IPH TPYAHOM KOPMJIEHUH, 3HAYUTEIHHO
HIDKe TepaneBTrdeckux [91], onHako addektsr Bo3aeicTBus gaxe manbix 103 UTK nHa nereit
MIEPBOTO ro/ia >KU3HU HeM3BECTHBI. [Ipr HE0OXO0MMOCTH MPOBEIEHUS TEPAITHH CPa3y MOCIIe POJIOB
PEKOMEHIOBAHO MOJIABIIATH JTAKTALIMIO.

Ecnu x MmomeHTy pomoB coxpansercs riayOokuii MO, BO3MOXKHO MpOJJICHHE TEepephiBa B
TEepanuu U TPYyJAHOE BCKAPMIIMBAHHME MPH MOJICKYJIIPHOM MOHUTOpHUHTE 1 pa3 B 4—6 Henenb u
TOTOBHOCTHU MAIUEHTKH 3aBEPIIUTH KOpMIIEHHE MPH Bo3oOHOBIeHNHU Tepanuu NUTK.

Bo3moxnocts ormennl Tepanun UTK y nmanmeHToB ¢ riiy0OKMM MOJICKYJISIPHBIM
0TBETOM

HccnenoBanusi OTHOCUTENHHO BO3MOKHOCTH COXPAHEHHUS MOJIEKYISIPHOM PEMHCCHH TTOCIIE
ormenbl Tepanuu MTK mokassiBator, uro okono 40-60 % OGonpabix XMJI, ¢ HOCTUTHYTBIM
cTabunpHbeIM TIIy00oKuM MO, MoryT GezonacHo npekpatuTh Tepanuio MTK 6e3 Bo3HHKHOBeHUS
permauBa. [Ipu BOBHUKHOBEHUY MOJICKYJISIPHOTO PEIUANBA, CBOEBPEMEHHBIN BO3BpAT K TEPAITUU
NTK mo3BossieT BHOBB JOCTHYB TIy00koro MO y 1moAaBIsioIero OoabIIMHCTBA MAllMeHTOB [92—
94]. MonekysipHBIM PEUUAMBOM TIOCJIEC MPEKpAIeHUs TEeparnud CUUTACTCS OJHOKPATHOE
NOBBIIIIEHHEe OTHOcUTeNnbHOW 3kcmpeccun BCR-ABL 6Gonee 0,1 % mo IS (moreps BMO).

OcHoBbIBasiCh Ha HaKOIIEHHOW MHpopMaiuu o pemuccuu 0e3 jeuenust (PBJI), B coBpeMeHHBIX
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PEKOMEHIalUAX TpeIaracTcsi K3MEHUTh TaKTUKY BeaeHHs TeX 00ibHbIX XMJI, y KoTopbIX ObLI

nojiy4eH ctabuibHbIA riryookuit MO Ha ¢one anurensHo# Tepanuu UTK.

HeoOxonuMmble kpuTepuu M ycJI0BUS s HaOaoAeHusi nanueHTtoB ¢ XMUJI

B MoJieKyJIsipHOH pemuccun 0e3 Tepanuu UTK B yc/10BUSIX KIMHUYECKON MPAKTHKM:

Bo3spacrt crapuie 18 ner

Hamnuune xporudeckoit ¢gazer XMJI

JmurensHocth Tepanuun UTK ot 3 ner

Hanuuue B anamHe3e mnoaTBepKAeHHOro KoaudecTBeHHbIM I[IIP Tunmynoro
tpanckpunra p210 (b3a2/b2a2).

CrabuibHbli T1yOOKMi MoneKysspHblid oTBeT (He MeHee MO4; BCR-ABL <0,01 %
no IS) Ha mpOTSHKEHUM KaKk MUHMUMYM 2 JIeT, IPU 3TOM 3a TOX JO OTMEHBHI,
MOATBEPK/ICHHBIM KaKk MMHMMYM B 3 aHalM3aX, B TOM 4HCJIE O0s3aTENIbHO B
naboparopuu, CTaHIApTU3UPOBAaHHOW MO IS ¢ 4YyBCTBUTENBHOCTHIO HE MEHEe
MO4,5.

Bo3MoxHOCTh ITpOBEIEHUS MOJIEKYJISIPHOTO MOHUTOPUHIA IIOCHE MPEKpalleHus
Tepanuu B JIAOOpaTOpPHUM, CTAHIAPTU3UPOBAHHOW MO IS (4yBCTBUTEIBHOCTH HE
Menee MO4,5), ¢ KpaTHOCTBIO €XKEMECIYHO B TIEPBbIE 6 MecsIeB HAOIIOACHUS,
KaKIple 2 Mecsilla B epuoj oT 6 MecsleB 0 roja U Janee Kaxable 3 Mecsia B
nepuon nocie roaa ormensl UTK.

Hanuuue BO3MOXHOCTHM BO30OHOBJIEHHUS TEpalnuyd B TEUEHHE Mecslla B CIyyae
MOJIEKYJISIPHOTO peuuansa (onHokpaTtHast noteps bMO/ BCR-ABL >0,1% mo IS,
He TpeOyeT MOBTOPHOI'O aHaIM3a Ui MOATBEPKIACHUS) IOCIIE OTMEHBI Tepanuu U
MPOJOJKEHHUSI  MOJIEKYJIIPDHOTO MOHMTOPHMHIA Kaxable TpH Mecsua 1o

BOCCTAaHOBJICHHUA I‘J'Iy6OKOI"O MO nociie BO300OHOBJICHHUS JICUCHMUSI.

Haomonenns nmanuentoB ¢ XMJI B moustekyaspaoii pemuccun 6e3 tepanun UTK

B YCJIIOBUSAX KJIUHHYECKOH NMPAKTHKHA HE NTOKa3aHo:

[Tanmentam monoxe 18 et

ITammmentam ¢ DA nnu BK B anamuese

[Ipu o61ielt AMUTENBHOCTH TEpanuu MeHee 3 JieT

ITpu oOmmelt amutensHOCTH riTyOokoro MO Menee 2 net

OtcyTrcTBUE OATBEP)KAEHHOTO KonruecTBeHHBIM [II[P TunmuHoro Tpanckpunra

p210 (b3a2/b2a2) nnu HaNMUUUe aTUMAYHBIX TpaHCKpUNTOB p190 (ela2) wmm p230
(c3a2).
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e OrcyTcTBHE BO3MOXHOCTH MPOBEICHHS PETYISPHOTO MOJIEKYJIIPHOTO
MOHUTOPUHTA IT0CJIe MPEKPAIIEHUs Tepanuy B 1a00paTopuH,
CTaHIapTU3UPOBaHHOM 110 IS (uyBcTBUTENBHOCTH HE MeHEee MO4,5).

@dakTopbl COXpPaHEHHS PEMHCCHH W CeJIEKIHs MNAIMEHTOB /sl TNpeKpauleHus
Tepanun UTK

braronpusitHbie (QakTOphl, CBUIETEILCTBYIONINE O BO3MOXKHOCTH nojnepxanusi PBJI B
HACTOSIIIIEE BPEMS SIBISIIOTCS MPEIMETOM st oOCyxaeHus. B OosbIIMHCTBE HCCel0BaHUN
MOKa3aHo, 4To OoJiee JTUTENbHBINA CPOK JieueHus W/uiu rirybokoro MO accoruupoBaH ¢ 0oJbIIen
BeposiTHOCTBIO Toaepxkanust PBJI [92,94]. TIpoTuBopeurBbie JaHHBIE TOJyYEHBI B OTHOLICHHH
TakuX (aKTOpOB, KaK: PE3UCTEHTHOCTh K mpenmectByromeid Tepanuun MTK, Bbicokas rpymmna
pucka mo Sokal, Bo3pact, rimyObuHa MolekyisipHoro otBeta mepex otrmenor MTK, a takxke
nokosienne UTK B nepBoii siunun Tepanuu [92,94-97]. [lpucyrcTBre TeX Wik HHBIX (AKTOPOB B
HACTOsIIee BPEMsl pacCMaTpPHBAETCS KaK OTHOCUTEIbHOE IMPOTHUBOIOKa3aHHe K mombiTke PBJIL.
Crnenyer nzberatb 0000IIEHNSI IPOTHOCTUYECKON IIEHHOCTH KaKOT0-IH00 OJHOTO (hakTopa U B
Ka)XJIOM CJIy4ae OILICHUBATh PUCK M IIOJIb3Y MPEKPAIICHHUS TEPAlIUH Y KOHKPETHOTO MAaeHTa 10

COBOKYITHOCTHU BCEX NJAaHHBIX.
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Kpurtepun oueHKu KayecTBa MeIUIIUHCKONH MTOMOIIH

Kputepuu xauectBa

YpoBeHb
yoenuresib-
HOCTH PeKo-
MeHIAnui

YpoBenb
JA0CTOBEPHO-
CTH J10Ka3a-

TeJbCTB

BBIMTOTHEHO MTOATBEPIKICHUE TUAarHO3a CTaHapTHBIM
LIUTOM€HETHYECKUM MCCIIEA0BAaHUEM KOCTHOIO MO3ra U/HIIn
ncciaeqoBanueM KoctHoro mosra meronoM FISH ms
BbIsIBIICHHS XMepHoro reHa BCR-ABL

C

4

BpInoJIHEHO NOATBEPKACHUE JUAarH03a TaHHBIMU
MOJIEKYJIIPHO-TEHETHYECKOTO UCCIIEIOBAHUS C
ornpenenenueM tuna tTpanckpunra BCR-ABL

[TpoBeneHa TapreTHas Teparus HHTHOUTOpaMu
TUPO3UHKUHA3 -1 TUHUMU

[TpoBeneHa oreHka Y3 HEKTUBHOCTH TePAITUF HHTHOUTOPaMU
TUPO3UHKUHA3 10¥ JIMHUU METOAOM CTaHAaPTHOTO
[IUTOr€HETHYECKOTO UCCIIEOBAHMSI KOCTHOTO MO3Ta W/WIIH
MOJICKYJISIPHO-TEHETHYECKOT'0 UCCIICIOBAHMUSI C
KOJINYECTBEHHBIM ONPECIICHHEM OTHOCUTEIILHON
bkcnpeccun Tpanckpunta BCR-ABL Ha cpoke 3, 6, 12
MECSIIIEB TEPANNK U Yepe3 Kakple 6 MecsIeB MOocie roa
Tepanuu COrJacHO CXeMe MOHUTOPUHTa 3(PPEKTUBHOCTH

| nuHUM Tepanuu

[IpoBenena cmeHa Tepanuu 1 TuHUM (MHrMOUTOpaMuU
TUPO3MHKMHA3) Ha Mpenaparhl 2 JIMHUM [IPU BbISIBICHUU
HEeyJlauM Teparuy Ha JI000M CPOKE JIEUEHUS COIIaCHO CXeMe
MOHUTOPHHTa 3()(HEKTUBHOCTH U KPUTEPHEB OTBETA, HA
tepanuto UTK 1-i nunun

[IpoBenena oreHka >p(HEeKTUBHOCTH TePANUA UHTUOUTOPAMHU
TUPO3MHKMHA3 2-11 TMHUN METO/I0M CTaH/IapTHOTO
[IUTOr€HETHYECKOTO UCCIIEIOBAaHHUS KOCTHOTO MO3Ta W/WIIN
MOJIEKYJISIPHO-T€HETUYECKOTO UCCIIEIOBAaHUS

C KOJIMYECTBEHHBIM OTIPE/ICIICHUEM OTHOCHTEIHHOM
prcnpeccun Tpanckpunta BCR-ABL na cpoke 3, 6, 12
MECSIIIEB TEPANTK U Yepe3 Kaxkbple 6 MecsIeB mocie roja
TEparuy COTIaCHO CXeMe MOHUTOPUHTA 3 (HEKTUBHOCTH

2 JIMHUY TEparuu

[IpoBenena cMeHa Tepanuu 2-i TUHUM UHTHOUTOpaMHU
TUPO3MHKUHA3 Ha Mpenapatsl 3-i TUHUM NP BBISIBICHUN
HEeyJau Tepanuu Ha JI000M CpPOKE JICUEHHUS COTJIACHO CXEMe
MOHHUTOPHHTA 3P PEKTUBHOCTU U KPUTEPUEB OTBETA HA
tepanuio MTK 2-i1 nuaum tepanun

BBINOIHEHO MOJIEKYISAPHO-TEHETUYECKOE UCCIIEJOBAaHUE
ToueuHbIX MyTanuii TeHa BCR-ABL B ciryuae BBIsSIBICHUS
HeyJauu Tepanuu 1 win 2 JIMHUM Ha JII00OM CPOKE JICUEeHUS
COTJIACHO CXE€ME€ MOHUTOPUHTA 3()PPEKTUBHOCTU U KPUTEPUEB
orBeTa Ha Tepanuio UTK
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puaoxkenue Al. CocTaB padoyeii rpynnsl o pa3padorke U nNepecMoTpy
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rematosioruu ®PI'bY « HMUL remaronorun» Munsapasa Poccun, unen MPN&MPNr-EuroNet.

3. Aab-Pagm  JIwooBbr CarrapoBHa, K.M.H., C.H.C. Hay4YHO-KOHCYJbTaTUBHOTO
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remaTosiorudeckoro odmiectsa (HI'O).

5. TonenkoB Anarosuiit KoncrantunoBuy, 1.M.H., Ipod., 3aB. OT/IeTICHUEM KIMHHYECKOU
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14. CynapuxoB Anapeii BopucoBuy, 1.6.H., 3aB. 1abopaTopreil MOJIEKYJIIPHON OHKOJIOTUU
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15. Typkuna AmnnHa [I'puropbeBHa, I.M.H., 1pod., 3aB. HAYYHO-KOHCYJIHTATHBHBIM
OTJIEJICHNEM XUMHUOTepanuu muenonponudepatuBHbix 3aboneBanuit ObI'Y I'HIl Munsapasa
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accoruupoBaHHbix ¢ HUM 3aboneBanuii, IJACRLRD World Committee, unen EBpomneiickoit
UCCJIEIOBATENbCKOM TIpynnbl IO M3YyYEHUIO XpoHuyeckoro wmuenoneiiko3a (EICML),
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16. Iayp I'puropuii AHaTOJILEBHY, JI.M.H., 3aB. JJAOOPATOPUEH MOJICKYJIIPHON OHOJIOTHH,
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6onmpauIa N 1», T. ExatepuHOypr, Bpau KIMHHYECKOU JlabopaTtopHoi nuarHoctuku ['AY3 CO
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17. ®omunbix Muxana CepreeBu4, k.M.H., HC. DI'BY «Poccuiickuii HayuyHo-
UCCJIEIOBATENILCKUN WHCTUTYT TeMaToliorud U TpaHcdys3uonorun DenepalibHOTO MEAUKO-
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18. YeanimeBa Exarepuna FOpbeBHA, K.M.H., C.H.C. HAYYHO-KOHCYJIbTATHBHOTO OT/ICTICHUS
XUMUOTEpanuu  MuesonpoaudepatuBHbix 3aboneBanuii. ®I'BY «HMMUIL remaTomorumy»
MunzapaBa Poccun, wien HanroHansHOTO remMaToiornueckoro oomectsa, ELN.

19. lllyBaes Bacuamii AuHatoabeBu4, K.M.H., c.H.C. ®I'BY «Poccuiickuii HaydHO-
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OMOJIOTMYECKOT0 areHTCTBaY, WieH HallnoHaasHOTro reMaToI0THYecKoro 001ecTBa.

20. IIyxoB OuJier AJieKCaHAPOBHY, K.M.H., H.C. HAYYHO-KOHCYJIHTAaTHBHOTO OTAEICHUS
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Munzapasa Poccun, unen HarmmonanbsHoro rematonorudeckoro odmiectsa, wieH EHA, ELN.

byok o opranu3anuy MeAUIUHCKOH OMOILIM:

1. TeBopksin Turpan I'armkoBu4, 3amecturens aupexkropa HUWU KOP ®I'BY «HMMUIL]
onkonoruu uMm. H.H. BioxuHay, riaBHEBINA CIEIHAINCT-OHKOJIOT MOCKOBCKOM 00JIaCTH.

2. HWBanoB Cepreii AHaToabeBHY, 1.M.H., 1pod. PAH, nupexrop MPHI] um. A.®. [{p10a —
¢wmana ®I'BY «HMUL pagnonorun» Munzapasa Poccun.

3. HeBoabckux AJekceil AJiekceeBHY, J.M.H., 3aMECTUTENIb JIUPEKTOpa IO JedyeOHOU
pabore MPHI] um. A.®. [{p16a — punuana ®I'BY «HMUI] paguonorum» Munszapasa Poccun.

4. Xaiinoa Kanna BiaagumMupoBHa, K.M.H., 3aMECTUTEIb JUPEKTOPA IO OpraHU3aIMOHHO-
meroauyeckor pabore MPHI[ um. A.®. Lpidba — ¢umuana ®I'BY «HMUL] paaunonorum»

Munsgpasa Poccun.

KondukT HHTEpecoB: OTCYTCTBYET y BCEX WIEHOB paboyeil rpymibl.
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IMpunoxenue A2. MeTo0s10rusi pa3padoTKu KIMHUYECKUX PEKOMeH Al

IeseBasi ayAnTOpUsi KIMHUYECKHX PEKOMEHAALMIA: CIICLIUATUCThI, UMEIOIINE BhICIIEE
MEIUIUHCKOE 00pa30BaHKE MO CIEAYIOUINMM CIEIUATbHOCTSIM:
1.  Bpauu-remarosoru.
2 Bpauu-onkosnoru.
3 Bpauu-tepaneBThl.
4.  Bpauu — akyIIepbl-TUHEKOJIOTH.
) Bpauu o01meit nmpakTHKy.
6 Bpauu — knuHnYeckue hapMakoiory.
7. CryneHTbl MEAULMHCKUX BY30B, ODAMHATOPHI U ACIIUPAHTBHI.

B naHHBIX KIMHUYECKHMX DPEKOMEHJAIMSIX BCE CBEIEHUS PaHXKUPOBAHBI 110 YPOBHIO
JIOCTOBEPHOCTH (J0KA3aTEJIbHOCTH) B 3aBUCUMOCTH OT KOJIMYECTBA U KayeCcTBA UCCIIEIOBaHUN MO
JTAaHHOU TIpo0dIIeMe.

Metoabl, HCIIO/Ib30BaHHbIE [JIs1 cOOpa/ce/IeKIIUM J0KA3aTeIbCTB:

- [IOMCK B JIEKTPOHHBIX 0a3aX JaHHBIX;

- aHaJIM3 COBPEMEHHBIX HayuHBIX pa3paboTOK Mo npobiieme paka nuieBojga B PO u 3a
pyOexoM;

- 000011eHNEe MPAKTUYECKOTO OMbITa POCCUMCKUX U 3apyOEKHBIX CIIELUATUCTOB.

Jnsa ouenku ypoBHs YVYP m V]/IJI mo KaxaoMmy Te3UCY-pEKOMEHIALMH BBIIOJIHEH
OTJENbHBIA CHUCTEMAaTHYECKU 0030p Joka3areiabcTB A((PEKTUBHOCTH W/WaM 0€30MacHOCTH
MEAMIMHCKOTO BMEIIATENbCTBA, BKIIOYAIOIINH CIIeIyIOIIIE dTaIbl:

1. OnmnpeneneHue KpuTepueB TOUCKAa M O0TOOpa mNyOnIMKaMid O KIMHUYECKUX
uccnenoBanuax (KWM) sddextuBHOCTH M/MaM 6e30MaCHOCTH MEIUIIMHCKOIO BMEIIATEIbCTBA,
ONMCAHHOTO B T€3UCE-PEKOMEHIALINH.

2. Cucremarnueckuii mouck u ot1Oop mnyOmukamuii o KW B coorBerctBUM C
OIPECIICHHBIMUA PaHEE KPUTEPUIMH.

3. Onpenenenne Y/l u YYP Ha ocHOBaHMM pe3y/bTaTOB CUCTEMATUYECKOTO MOUCKA U
otbopa myomukanmii o KI.

Metoabl, MCII0/Ib30BAHHbIE JIS1 KA4eCTBAa U CHJIbI I0KA3aTeIbCTB:

e KoHcencyc skcnieproB
e Ounenka Y11 u YYP npoBoauTcsi Ha OCHOBAHUM €IMHBIX ILIKaJI, IPEACTABICHHBIX

B (Tabu. I11-3).

Tadauma II1. Illxkana omenku ypoBHer YJIJI ans MeETOHOB JAMArHOCTUKH

(IMarHOCTUYECKUX BMEUIATEIHCTB)
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YA Pacungposka

1 Cucrematnieckrie 0030pbl UCCIIEIOBAaHUI ¢ KOHTPOJIEM peepEHCHBIM METO0M
WIN CHCTEMAaTHYeCKHi 0030p paHJOMU3UPOBAHHBIX KIIMHHYECKUX UCCIIETIOBAaHUN
C IPUMEHEHUEM MeTa-aHaIn3a

2 OT,I[CJ'IBHBIC HCCIICO0BAaHUA C KOHTPOJIEM pe(bepeHCHBIM METOJO0M HJIK OTACIBHBIC
PaHAOMU3UPOBAHHBIC KIIMHUYCCKUC UCCIIECA0OBAHNA U CUCTEMATHUYCCKUE 0630pBI
I/ICCJ'IC,I[OBaHI/Iﬁ JIF000Tr0 I[PI3aI>iHa, 34 UCKIIFOYCHUEM paHIOMU3UPOBAHHBIX
KIMHHUYECCKUX HCCHeﬂOBaHHﬁ, C IPUMCHCHHUEM METa-aHalln3a

3 HccnenoBanus 6e3 MOCIeA0BaTENbHOIO KOHTPOJIS peepeHCHBIM METOIOM MU
UCCIIEI0BaHMs ¢ pe()epEHCHBIM METOJIOM, HE SBIISIOLUIMMCS HE3aBUCHUMbIM

OT UCCIIElyeMOI0 METO0/1a UJIM HEPaHJOMU3UPOBAaHHbIE CPABHUTEIIbHbIE
UCCIIEIOBaHMsI, B TOM YHCJI€ KOTOPTHBIE UCCIIEJOBAHUS

4 HeCpaBHI/ITeHBHHe HCCJIICAOBAHUS, OIIMCAHUEC KIIMHUYCCKOTO ClIy4ast

5 Nmeertcs nuiib 000CHOBaHUE MEXaHU3Ma JAEUCTBUSI UM MHEHHUE SKCIIEPTOB

Ta6aunma I12. Illkama onenku ypoBHed YJIJI misi MeTom0B NpOQUIAKTHKY, JICUCHHS

1 peabunuranuu (MpoPHIaKTHIECKUX, JICYCOHBIX, peaOUITUTAIIMOHHBIX BMEIIATEIHCTB)

YA Pacuugposka

1 | Cucremaruueckuii 0630p PKU ¢ npumenenneM meTta-aHanmnsa

2 | Otnensubie PKU u cucrematnueckue 0030psl MCCleI0BaHMM T1000T0 TU3aiiHa,
3a uckiouenueM PKU, ¢ npumenennem merta-aHanusa

3 HepaH,[[OMI/BI/IpOBaHHLIC CPaBHHUTCIIBHBIC UCCIICAOBAHUs, B T.4. KOTOPTHBIC
HUCCICIO0BaHUsA

4 HeCpaBHI/ITCJ'ILHBIC HCCIICAO0BAaHHUA, OITMCAHNUEC KIIMHUYCCKOTO CiIy4das UJIu CCprUU
CJIy4dacB, UCCIICAOBaHUA ((CJ'Iy‘IaI\/'I*KOHTPOHL»

5 Nwmeetcs nums 000CHOBaHNE MEXaHU3Ma JIEUCTBHS BMEIIATEIbCTBA (JIOKJIMHUYECKIE
WCCIIETOBAHMS ) UM MHEHHE YKCIIEPTOB

Ta6auna I13. [lkana oueHku ypoBHed VYVYP 118 MeToloB NpoQUIaKTHKH,
JTUArHOCTHKH, JICYCHUsI W peadunutanuu (MpoPUIaKTHIECKUX, TUATHOCTHYECKUX, JICUEOHBIX,

peaOuINTallMOHHBIX BMEIIATEIbCTB)
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YYP Pacimiugposka

A CunpHast pekoMeHaIws (Bce paccMaTpuBaeMble KpUTepun d3PHEKTUBHOCTH
(MCXOBI) SBISIOTCS] BAXXHBIMH, BCE MICCIICIOBAHUS UMEIOT BRICOKOE

WIH YAOBIETBOPUTEIHHOE METOI0JIOTMUECKOE KAY€CTBO, HX BBIBOIBI

110 UHTEPECYIOIIUM HUCXOJIaM SIBIISTFOTCS] COTIIACOBAHHBIMH )

B YcnoBHas pekoMeHalus (He Bce paccMaTpuBaeMble KpUTepuu 3PGEeKTUBHOCTH
(McX0/1bl) ABISAIOTCS BaXXHBIMU, HE BCE UCCIIEIOBAHUS UMEIOT BBICOKOE UIIU
YAOBJIETBOPUTEIILHOE METOA0IOTMUECKOE KAUeCTBO M/UIIM UX BBIBOJBI IO
MHTEPECYIOIIMM UCX01aM HE SBJIIOTCS COTJIACOBAHHBIMHU )

C Cnabast pexomeHaius (OTCYTCTBHE JI0KA3aTEIbCTB HAAJICIKAIIETO KaueCTBa,
BCE paccMaTpuBaeMble KpUTEpUU d3PHEKTUBHOCTH (MCXObI) HE SBIISIOTCS
Ba)KHBIMH, BCE HCCJICIOBAHNS HMEIOT HU3KOE METOJIOJIOTHYSCKOE Ka4eCTBO
Y WX BBIBOJIBI IO UHTEPECYIOIIUM UCXO0JIaM HE SIBJIIFOTCSI COTJIACOBAaHHBIMHU )

HNupukaropsl 100pokavyecTBeHHOM KiIuHU4YecKkoil mpakTuku (Good Practice Points —
GPPs):

JloOpokauecTBeHHas] TMPAKTHKa PEKOMEHIAMK OCHOBBIBACTCS HAa KBATU(GUKAMH U
KJIIMHUYECKOM OIIBITE ABTOPCKOT'0 KOJIUIEKTHBA.

Metoabl, HMCHO/JAb30BaHHbIC 1A (OPMYJIHPOBAHHS PEKOMEHJALMI: KOHCEHCYC
JKCIIEPTOB.

JKOHOMHUYECKHH AaHAJM3: aHalu3 CTOMMOCTM HE IPOBOAMICS, MyOJIMKAlMU 110
(hapMaKOIKOHOMUKE HE aHATU3UPOBAIHCH.

MeToa BaJuaAM3alUU PEKOMEH AU :

e Baemnss skcnepTHas OllEHKA
e BHyTpeHHsA dKCIIepTHAs OLICHKA

Onucanue MeTO1a BAIMANU3ALMN PEKOMEHIALMM:

Hacrosmue pekoMeHJanuu B IpeIBapUTEIbHON BEPCUN PELICH3UPOBAaHbl HE3aBUCUMBIMU
DKCIEPTAMH, KOTOpPHIE IOMPOCHIM IPOKOMMEHTHPOBAaTh IPEXKJIE BCEro, HACKOJIBKO
WHTEpIPETALMS J0KA3aTEIbCTB, JIEKAIUX B OCHOBE PEKOMEHIallhi, TOCTYITHA JJIsl IOHUMaHUS.

[TosrydeHbl KOMMEHTApUU CO CTOPOHBI Bpayeil-IEeTCKUX OHKOJIOTOB MEPBHUYHOTO 3BEHA
B OTHOLIEHUH JJOXOJIYMBOCTHU U3JIOKEHUS PEKOMEHAINI U UX OLEHKH BaKHOCTU PEKOMEH AU
Kak paboyero MHCTPYMEHTA IMOBCETHEBHON MPAKTUKH.

KomMeHnTapuy, mnodydeHHbIE OT O3KCHEpPTOB, TIIATEIbHO CHCTEMATU3UPOBAIHCH
U 00CY’)KJalnch TpejacenarTesneM M wieHamMu pabouedd rpymnmbl. Kakaplii myHKT o6cyxaancs
Y BHOCUMBIE B pE3yJIbTaT€ ATOIO0 M3MEHEHUs B PEKOMEHJAIMU perucTpupoBaiuch. Ecnm xe
WU3MEHEHHUs] HE BHOCUJINCh, TO PETUCTPUPOBAINCH IPUUMHBI OTKA3a OT BHECEHUSI N3MEHEHUH.

KoHcynpTanmm u 3KCnepTHas OLEHKA: MPOEKT PEKOMEHJAUMN pPELEH3UPOBaH TAKXKE

HE3aBUCUMBIMH OJOKCIIEpTaMH, KOTOPBIX MOIPOCHIN MPOKOMMCECHTHUPOBATh MPCKIAEC BCETO
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JOXOIYMBOCTb M TOYHOCTh MHTEPIpPETAllMU JOKa3aTeJbHOM 0a3bl, Jiexamieid B OCHOBE
PEKOMEHJALIHA.

Jns  OKOHYATENbHOW PENAKIMM M KOHTPOJS KAadyecTBa PEKOMEHJAMU TOBTOPHO
MPOAHAIM3UPOBAHbl WIEHaMU pa0oueill TPYMIbI, KOTOPbIEe MPUILUIM K 3aKJIIOUEHUIO, YTO BCE
3aMe4yaHus ¥ KOMMEHTapUU SKCIIEPTOB MPUHATH BO BHUMAHHE, PUCK CHCTEMaTHYECKUX OIIUOOK

npu pa3paboTKe peKOMEHAALNH CBEICH K MUHUMYMY.

Iopsiiok 00HOBIEeHNS KINHUYECKHX PEeKOMEHIaluii

MexaHu3sM  OOHOBJICGHHSI ~ KIMHUYECKHMX  PEKOMEHJIAlUU{  MIpelycMaTpuBaeT  HX
CHUCTEMAaTUYECKYIO aKTyaJIU3aluI0 — He pexke 4eM | pa3 B 3 roja, a TakKe MpH MOSBICHUH HOBBIX
JAHHBIX C TIO3UIMU JIOKA3aTeJIbHOM MEIUIIMHBI TI0 BOIPOCAM JTUArHOCTUKH, JICUCHHS,
OpOPUIAKTUKM W peabWIUTallud KOHKPETHBIX 3a00JeBaHMM, HAJIUYUU OOOCHOBAHHBIX
JIOTIOTHEeHU/3aMeuanuil K panee yreepkaeHHbIM KP, HO He yaie 1 pa3a B 6 Mecs1ies.

Pemenne 06 oOHoBneHnn npunuMaeT M3 PD Ha ocHOBE npeI0KEeHH, TPEICTaBICHHbBIX
METUIIMHCKUMU HEKOMMEPYECKUMH MPOodecCHOHATBHBIMEU opranu3anusimMu. ChopMupOBaHHbBIE
NPEIOKEHUST  JIOJDKHBI  YUUTHIBATH  PE3YJIbTATHl  KOMIUIEKCHOM OLIGHKH JIEKAPCTBEHHBIX

nperapaTroB, MCAUIUHCKUX HSHGHHﬁ, a TaK’KC pC3yJIbTAThL KJIIMHUYECKOU anp06au1/n/1.
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Ipunoxenue A3. CipaBouHble MATEPHAJIbI, BKJIKYAsA COOTBETCTBHUE
MOKA3aHUI K NPUMEHEHUI0 U MPOTUBONOKA3AHNA, CIIOCO00OB NMPUMEHEeHUS
U 103 JIEKAPCTBEHHBIX MPENapaToB, MHCTPYKUHMH MO MPUMEHEHUI0

JIEKApPCTBEHHOT0 Mpenapara

JlaHHBIE KIIMHUYECKUE PEKOMEHJAIIMK Pa3padOTaHbl C YYETOM CIEAYIOMINX HOPMAaTUBHO-
MIPABOBBIX TOKYMEHTOB:
1. IIpuka3z MunszapaBa Poccun ot 10 ampens 2017 r. N 203 v «O0 yTBepX ACHUN
KPUTEPUEB OLICHKU KA4€CTBA MEAUIIMHCKOW TOMOLIM.
2.  Ilpuka3z MunzapaBa Poccun ot 15 HOs0ps 2012 1. N 930H «O6 yTBepkIeHHH
[Topsinka oxazaHus MEAUIIMHCKOW MTOMOIIHM HACEICHUIO 10 MPOPUITIO «Te€MATONOTHSI.
AKTyanbHble MHCTPYKIMH K JIEKaPCTBEHHBIM IpenaparaM, YINOMHHAE€MbIM B JaHHBIX

KJIMHUYECKUX PEKOMEHIAIMSAX, MOXKHO HaiTH Ha caiite http://grls.rosminzdrav.ru.
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IIpunoxenue b. Anropurmsl JeiicTBUIl Bpadya
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IMpuioxenue B. Uudopmanus 11 naumeHra

'nmy0okoyBaXkaeMsblii ... !

VY Bac BbIsiBIeHO 3a00iieBaHME — XpOHWYECKUH wmuenoneikos. Ilpu passutnn XMJI
BO3HMKAET KJIOH JICMKO3HBIX KJIETOK, KOTOPBIN BBITECHSET KJIETKH HOPMAJIBHOIO KPOBETBOPEHUS
B KOCTHOM Mo3re. JIeliko3Hble KJIETKM coJepXaT MapKep JTOro 3abojeBaHus —
bunagenbduiickyro xpomocomy (Ph+) w/mnmu tpanckpunt BCR-ABL. JlanHple Mapkepbl
BBISBIIIFOTCS. IIPUM  LIUTOT€HETUYECKOM HCCIIENOBAHUMM KOCTHOTO MO3ra WIH MOJEKYJISPHO-
TeHETUYECKOM HCCIeIoBaHNK Tnepudepudeckoii kpoBu. XMJlI Hepenko BBIABISETCS MpU
CllyyallHOM aHaju3€ KpOBU, U KJIMHUYECKHE CHMITOMBI 3a00JIeBaHUSI Ha MOMEHT €ro
JTMarHOCTUKU MOTYT OTCYTCTBOBaTh. OJHAKO B Cllyyae OTCYTCTBHUS CIEHU(PUYECKOro JECUCHUS
Hen30eXHO MPOUCXOANUT IOCTENIEHHAs Iporpeccusi 3a001eBaHMsl.

Jns nedenuss nanueHToB ¢ XMJI NPUMEHSIOT COBPEMEHHYIO LEJICHAIPABICHHYIO
Tepanul — Impenaparel HHruoutopsl TtHUpo3uHkuHaz (MTK), uyro mo3Bomser 100UTHCA
3HAYUTEIBHOTO YMEHbIICHHUS 4YHClIa JIEHKO3HBIX KIETOK M Ompeaesser OJaronpusTHbIN
JOJTOBPEMEHHBIN TporHo3 3aboneBanus. B Hactosimee Bpems B Poccwmiickoii ®deneparyn
JOCTYITHBI HHTHOUTOPBI TUPO3WHKKHA3 | 1 2 mokosenus. Beibop npenapara it Bamero neuenns
Tepanuu OCYIECTBISIETCS C yUeTOM (pa3bl 3a00sieBaHMsl, COMTYTCTBYIOLIEH NAaTOIOTMH U TOOOYHBIX
s dexToB kaxxgoro UTK, B cOOTBETCTBHUHU ¢ COBPEMEHHBIMH PEKOMEH TAIMAMU 110 Tepanuu XMJL.
B GonpmmHcTBe cimyyaeB XMJI BoisiBiisieTcst B XxpoHundeckoit ¢aze (X®D), u neyeHue npoBoguTCs
amOynaropHo. OIHaKO IPU HAJIUMYKU TOKa3aHUI MOXKET OCYILIECTBIATHCS FOCIUTATU3ALMS.

OcHoBHOM npuHLUN Tepanuu XMJI — HHAYKIUS OTBeTa Ha JIeUeHUeE U NMOJaBJIeHNe KJIOHA
nelikeMuyecknx Ph+ KIIeTOK ¢ 1eNbl0 CHUXKEHMs pHUCKa Mporpeccuu 3aboseBaHus. Pe3ynbTarel
TOJIbKO OOLIEro aHajlu3a KPOBH IOCIE JOCTHXKEHUS IMOJIHOW I'eMaTOJIOIMYecKO peMHCCUU He
ABIIAIOTCS JOCTaTOYHO HWHGOPMATUBHBIMMU JJI OLIEHKM OTBeTa Ha Tepanuio. OCHOBHBIMU
METOJaMH OLEHKM oObeMa JIEHKO3HOrO KJOHAa M IapamMeTpaMH, XapaKTepU3YyIOIHUMU
3ppeKTUBHOCTh Tepanmuu npu  XMJL, SBISIOTCS IUTOT€HETHYECKHE U MOJEKYJSpHO-
TEHETUYECKUE METObI UCCIIEA0BAHUS

KiroueBsiv ipu XMJI siBiisieTcst CBOEBpEeMEHHOE TIEpPEKITIOUeHUE Ha Oosiee 2P (heKTUBHBIE
npenaparsl Ipy HEyade TEpanuu NEPBOM JIMHUM U CBOEBPEMEHHOE PELIEHUE BOIPOCA BOIPOC
O BBINOJIHEHUH AJIJIOTEHHOM TPAHCIIAaHTAllMU KPOBETBOPHBIX KIIETOK KOCTHOIO Mo3ra. [[jis Toro
4TOOBI ONPEEIINTh OKA3aHUS K IPOJIOJIKEHUIO JICUSHHSI HJTH K CMEHE Teparuu, OTBET Ha JICYeHHE
npu XMJI onpenenstor, Kak ONTUMaJIbHBIN, HEy1ada Win npeaynpexaenue. Ha kaxaom cpoke

HAOJI0/IEHUs CYLIECTBYIOT CBOM KPUTEPUH JJISl ITUX OINpPEEICHHM.
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OntumanbHbBIM OTBETOM Ha JieueHue npu XMJI cuutaror: CHU>KEHUE YPOBHS TPAHCKPHUIITA
BCR-ABL <10 % uepe3 3 mecsima, <1 % uepe3 6 mecsue u <0,1 % depe3 12 MecsIieB gedeHus,
a TaKk)Ke YaCTUYHBINA nuToreHernyeckuit oteet (Ph+ <35 %) uepes 3 mecsna Tepanuu u MoJHBINA
nurorenernueckuii oreet (I1LIO) k 6 mecsanam Tepanuu. ONTUMaIBHBIA OTBET NMPHU XOpOIIEH
MEPEHOCUMOCTH JICYEHHS, CBHJIETEIIBCTBYET O OJAronpusTHOM MPOrHO3E U JJIUTEIbHOMN
BBDKMBAGMOCTH 0e€3 mporpeccupoBanus. [lpm onTUManbHOM OTBETE U JUIMTEIHHOU
BBEDKHBAEMOCTH 0€3 MPOrpecCUpOBaHuUs, TEpaIus OYIET MPOI0JDKEHA B TIPEKHEM PEXKHUME.

Heynaya Ttepanuu mpenmosiaraeT MOBBIIICHHBIH PUCK MpOrpeccud 3a0olieBaHUs U
ABIIIETCS. OCHOBOW JJIsi OOCY>KJEHHSI BOIIPOCa O I1IeJIeCO00pa3HOCTH M3MeHeHus Tepanuu. [Ipu
HEeyJlaye Tepalmuud B TIEPBYIO OYepeh HEOOXOIMMO OIICHHTH MPUBEPKCHHOCTh MAIMCHTA K
JICYCHUIO, T.€. PETYJSIPHOCTh Mpuema mnpenapara. KpurepusMu Heymauum Tepanuu SBISIFOTCS:
ypoBenb BCR-ABL >10%, Ph+ >95% u oTcyTCTBHE réMaTOJIOrM4ecKOro OTBeTa yepes 3 Mecsua;
BCR-ABL >10%, Ph+ >35% uepe3 6 mecsue; BCR-ABL >1%, Ph+ >0% 4yepe3 12 mecsiies.
dakropamu prcKa HeyIa4un Ha 3 Mecsia Tepamnui sBisiercs: ypoenb BCR-ABL> 10%, Ph+ >65%.
Ecnu HemocTaTouyHBIM OTBET HE CBsA3aH C HapyUICHHEM IMpueMa mpernapara OyAayT MPOBOIUTCS
ananu3 mytanuii rena BCR-ABL. [Ipu Tepanuu umMatuHnO0oM OyAET BBINOJIHEHO MEPEKII0UYEeHNE
Ha UTK2 nu6o nossienue no3pl uMatunnba. Beidbop UTK npu uszmenenun nedenus Oyner
OCYILECTBIISITCSL C YYETOM COIMYTCTBYIOIIEH NAaTONOTHUH, MOOOYHBIX A(PQPEKTOB M aHAIM3a
myTtanuii BCR-ABL.

K xareropuu mnpegynpexaceHusi OTHOCATCS MPOMEXYTOUYHbIE 3HAayeHUsi OTBETOB. [Ipu
HAIUYUU HEOJaronmpuaTHeIX (AKTOPOB M BBICOKOW TPYNIBl PHCKA, UISI STOM KaTeropuu
MAlMEHTOB PACCMATPUBAIOT yBEIUYeHUE 1036l nin 3ameny UTK.

Takum oOpa3om, sddekTuBHOCT, Tepanuu y Bac mnnaHupyeTcss OLEHUBaTh 4epes
3, 6 u 12 mecsueB ot Havyana geueHuss U'TK. B aTu cpoku 3ariaHupoBaHO BHIMOTHEHHUE MTyHKITUU
KOCTHOTO MO3ra, IUTOT€HETUYECKOE W MOJIEKYJIIpHO-TeHeTHUecKoe uccienopanue. llocine
noctmkerus: [1I{O mo pe3ynbpratam ITUTOTEHETUYECKOTO HCCIeoBaHUs (P OTCYTCTBUHU
Ph-1m010kMTENBHBIX KIETOK) OTBET Ha JIeYeHHE OYJET OICHWBATHCS TOJBKO MOJIEKYJISIPHO-
TeHEeTUYECKUM METOJOM, TaK Kak OH MMeeT OOJBIIYH YYBCTBUTEIBHOCTh. ByneT perynspHo
OCYIIECTBIISATHCS 3a00p mepudeprueckoil KpOBH M ONpeAeNieHHe OTHOCHUTEIBHOW JKCHPEeCCUU
BCR-ABL, a myHKIIUST KOCTHOTO MO3ra OyJIET BBITIOJTHATHCS TOJBKO B OCOOBIX KIIMHUYCCKUX
CUTYaIUsX TI0 PEIICHHUIO Balllero Bpaya.

Ha xaxxmom Bu3uTe K Bpauy NpeayCMOTPEHO OLIeHUBaTh nepeHocuMocTs Tepanuu UTK,
Mo pesyiabTaTaMm Oeceapl C TAIMEHTOM, (U3UKATBHOTO OCMOTpAa W OIEHKU KJIMHUKO-

1a00paTOPHBIX MTApaMETPOB: OOIIETO aHaTN3a KPOBU, OMOXUMHUYECKOTO aHaIM3a KpoBH. B ciydae
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BO3HHUKHOBEHHUS TOKCUYHOCTHU OYAYT JaHbl JOTIOJTHUTEIbHbIE PEKOMEHIAINH, C YIETOM CTeNeHel
TOKCHUYHOCTH U €€ JITTUTEIHHOCTHU.

B mactosmee Bpemss XMJI oTHocuTcs K TeM 3a00JeBaHUSM, KOTOPBIE XOPOIIO
KOHTpoJpytoTcs ¢ nomotbio Tepanuu UTK. Tlonydenune rioyOokoi pemuccuu 3abos1eBaHus —
TaK Ha3bIBAEMOT0 TTyOOKOT0 MOJIEKYJSIPHOIO OTBETA, MPU KOTOPOM ypoBeHb 3kcnpeccuu BCR-
ABL He onpexensiercs, MOXET ObITh KOHCTATUPOBAHO MOCJIE HECKOJIBKHX JeT Tepanuu. OgHaKo
JaXe MpU TIIyOOKOM MOJEKYJSIPHOM OTBETE, MO COBPEMEHHBIM PEKOMEHIANMSIM, MOKa3aHO
npogomkenue jedeHuss UTK B MOCTOSHHOM pexume, Tak Kak Jake MHUHUMAaJIbHBIA 00BEM
OIIyXO0JIEBOT'O KJIOHA MOXET CTaTh UICTOYHUKOM PELUIUBA IIPU OTMEHE JICYEHUSI.

BaxxHo oTmeTuTh, UYTO YyCIeX JIEYeHHsT BO MHOTroM OyjaeT 3aBuceTh OT Bareit
MPUBEPKEHHOCTH TEpalUU — T.€. CIEAOBAHUS PEKOMEHIAIMAM CHEIUAINCTa U MOCTOSHHOMY
pHeMy IPernapaToB ¢ y4eTOM TOTO, UTO JiedeHHe OyAeT MPOBOAUTHCS HA MPOTXKEHUU PsJia JIeT.
Y4uThIBasS ONTUMUCTHYHBIE PE3yJbTaThl JJIUTEIBHON BBDKMBAEMOCTH ManueHTOB (12-nmeTHsis
obmass  BbDKMBaeMOCTh 70 85 %), CyliecTByeT pealibHas  MEepCleKTUBa  oOmen
MIPOJIOJDKUTEIBHOCTH KM3HHU, COTIOCTABUMON ¢ TAKOBOW B OOBIYHOM MOIMYJISIUH.

B ciyuae pa3Butus pe3sucTeHTHOCTH 3a00JI€BaHMsI, HEUYBCTBUTEIBHOCTH K POBOJIUMOMY
JICYCHUIO, HEMEPEHOCUMOCTH JIeueHUus, OyAyT NPUHATHI BCE MEpHI MO BHIOOPY AajbHEilien
onTuManbHOM TakTHKe Bammero Begenus. Habmonaromue Bac Bpauu Bcernia rotoBsl okazaTh Bam

KOHCYJIbTaTUBHYIO U JIeU€OHO-IUarHOCTUUECKYIO TOJITIEPHKKY .

PexoMeHIAIIMM TP OCTI0KHEHMSIX XUMHOTEPAIINN — CBA3ATHCS € BD&‘IOM'OHKOJ’IOFOM!

1) Ipu noBbIeHnH TemnepaTypsl Teaa 38 °C u BbIwe:

e Hauatsp IpueMm AHTUOUOTHKOB 110 PEKOMCHAAIIMH Bpadya-OHKOJIOTra

2) llpu cromarure:
o Jluera — MEXaHUYECKOE, TEPMUYECKOE IaKEHHE;
e UYacroe mojockaHHMe MOIOCTH pra (KaKAbIH 4ac) — pomamika, Kopa ayoOa, mandei,

CMa3bIBaTh POT 00JEMUXOBBIM (IIEPCUKOBBIM) MACIIOM;

e OOpabaTeIBaTh MOJIOCTH PTA MO PEKOMEHIAIIMY Bpaya-OHKOJIOTA .

3) llpu nnapee:
e Jlvera — WCKIIOYUTH KHUPHOE, OCTPOE, KOIYEHOE, CJIaJKOe, MOJIOYHOE, KIIETYaTKy.
Mo>KHO HEXKUPHOE MSICO, MyYHOE, KUCIIOMOJIOYHOE, pUCOBBINA 0TBap. OOUIEHOE MMUTHE;

° HpI/IHI/IMaTI) OpenapaThl 110 pEKOMCHAAIIMHN Bpadya-OHKOJIoTa.

4) Ilpu TomHoOTE:

. HpI/IHI/IMaTB OopenapaTthl 10 pCKOMCHAAIIMHY Bpada-OHKOJIora
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IIpunoxenune I'l. lkana oueHKH TAKECTH COCTOSTHUS NMALMEHTA M0 BEPCHH

BO3/ECOG

HasBanue Ha PYCCKOM A3bIKE: Ixaima OICHKHU TSXKECTHU COCTOSAHUA IMalOHWCHTa IO BEPCHUU
BO3/ECOG.

OpurunaipHoe HasBanue. The Eastern Cooperative Oncology Group/World Health
Organization Performance Status (ECOG/WHO PS).

HUcrounnk (oduimanbHBIA CalT pa3padOTUYMKOB, MyOJHMKAIMA C Baaujaruei):

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 J Clin Oncol 1982;5(6):649-55 [98].

Tumn: mkana oleHKH.

Hasnauenue: omnmcartb YPOBCHb (byHKI_II/IOHI/IpOBaHI/ISI manueHTa € TOYKHM 3pPCHUA CIro
CIIOCOOHOCTH 3a00THTHCS O cebe, MOBCEAHEBHONW AaKTUBHOCTH M (DM3MYECKUX CIIOCOOHOCTEH
(xompba, paboTa u T.1.).

Coneprxanue (11abJ10H):

Bbauan Onucanue

0 [TarueHT MOMHOCTBIO AKTUBEH, CIIOCOOEH BBIMOIHATH BCE IEHCTBUS, KaK U
1o 3a6oneBanus (90—-100 % mno mkane Kaprosckoro)
[TarueHT HECTIOCOOEH BBIMOIHSTD TSKEIYI0 paOOTY, HO MOKET BBINOIHSATD

1 JIETKYIO WU CUISTUYIO (HampuMep, JIETKYI0 JIOMAITHIOK WU KaHIESIPCKY IO
paboty, 70-80 % no mxane KapHoBckoro)
[TatiuenT neuntcst amMmOyIaTOPHO, CIIOCOOEH K CaMOOOCITyKUBAaHUIO, HO HE

2 MO>KET BBITIOJIHATH padoTy. bonee 50 % Bpemenu 601pcTBOBaHMS TPOBOIUT
AKTHUBHO — B BEpPTUKAIbHOM TonokeHuu (50—60 % mo mkane KapHoBCKoro)
[TaruenT cnocoOeH muIIb K OrpaHMYEHHOMY CaMOOOCTY’KHBAaHHUIO,

3 MPOBOJIUT B Kpeciie uinu moctenu 6osee 50 % BpemMeHH OOAPCTBOBAHMS
(30—40 % 1o mkane Kaprosckoro)

A WNHBanmum, coBepiieHHO HE CIOCOOEH K CamMOOOCITY)KHMBAaHHIO, MPUKOBAH
K kpecity wim nocrenu (10-20 % no mkane KapHoBckoro)

5 CmepTh

Kittou (uHTEpHIpeTanus): NpuBeeH B caMoil IIKare.
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Hpuaoxenue I'2. lIkana KapHoBckoro

HasBanue Ha pycckowm s3bike: [llkana KapHosckoro.

Opurunaneaoe HazBanue: Karnofsky Performance Status.

Hctounuk (opuumanbHblid cCaiT pa3pabOTUNKOB, IyOIMKAIHS ¢ BAIUAALINCH):

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].

Tur: mKana OUEHKH.

Ha3nauenue: omnmcaTh ypoBeHb (DYHKIMOHHUPOBAHHMS NAlMEHTa C TOYKH 3PEHHS €ro
CIIOCOOHOCTH 3a00TUTHCS O cede, MOBCEAHEBHOW AaKTUBHOCTH M (PU3UYECKHX CIOCOOHOCTEH
(xonwba, pabora u T.1.).

Copnepxanue (11a0JI0H):

IlIkana Kapnoeckozo

100 — CocrosiHre HOpMaJIbHOE, KaJI00 HET

90 — Cnocoben k HOpMHJ'IBHOﬁ ACATCIIBHOCTH, HMCIOTCA HC3HAUYUTCIIBHBIC CUMIITOMBI

WJIU TIPU3HAKK 3a00JI€BaHUS

80 — HOpMaJ'IBHaH AKTUBHOCTB C YCUJIIMCM, UMCHOTCS HEC3HAYUTCIIbHBIC CUMIITOMBI HJIN

IMPU3HAKH 3a00JIeBaHUS

70 — O6cyx)uBaeT cedsi CaMOCTOSTENFHO, HE CITOCOOCH K HOPMAJIbHOM e TENbHOCTH

WJIM aKTUBHOM paboTe

60 — Hy»xaetcs nepuoin4ecky B IOMOIIH, HO CIOCOOEH caM YJIOBJIETBOPSTh
00IBIIYI0 YacTh CBOUX MOTpeOHOCTEH

50 — Hyxnaetcs B 3HaUUTEIBHOM MOMOIIN M MEJUIIMHCKOM OOCTYKHBaHUU

40 — VHBanmu, Hy>KJ1aeTCs B CIICIIHATHLHOM MTOMOIIH, B T.4. MEAUIIMHCKON
30 — Tsxenast UHBATHIHOCTb, TOKa3aHa TOCMUTAIN3AIINS, OJTHAKO CMEPTh

HCMMOCPCACTBCHHO HC YI'POXKACT

20 — Tsoxenstii 0onbHON. Heo0X0MMMBI TOCIUTAIN3AINS M AKTUBHOE JICUEHHUE

10 — Ymupatomimii

0 — CmepTh

Kittou (uHTEpHIpeTanus): NpuBeeH B caMoil 1IKare.
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Ipuiaoxenue I'3. Ciucok npenaparos, y KOTOPbIX BO3MOKHO

MeJIeKapcTBeHHOe B3aumoaeiicreue ¢ UTK
Haubonee 3HauMMble MEXKJICKapCTBEHHBIC B3aMMOJCHCTBUS BO3MOXHBI Mexay WTK
u npenaparamu, yanuasiomumu uHTepBasn QT (Tabn. I14), a takke mpemaparamu, KOTOpBIE

SIBISIIOTCSI cyOcTpaTamu utoxpoma p450 (tada. I15) [43].

Taoauna I'3.1. Criucok npenapaToB WM TPYIIN OpenapaToB, yIJIUHSIIOMIMX UHTEPBAJ

QT
I'pynna npenapartosn Ha3Banusi npenapaToB Wi rpyni NpenapaTos
AHTHAPUTMHYCCKHIE Amuomapon™*, Coranon**
[IpoTMBOANIMIIENTHYECKHE denutonH**
R Amutpuntuina**, [uramonpam, Umunpamua™*,

[Tapoxcetun™*, Ceprpanuu™*

[IpotuBoainepruueckue cpencrsa |[lupenruapamun™*, Jloparagun™*

[nypeTuku Nunanamug**

briokatopsl KanblMeBbIX KaHaoB [Hudeaumua™**

[IpoTMBOMUKPOOHBIE Makponuabsl, DTOPXUHOIOHBI

[IpoTuBOOIIyXON€EBBIE Melibsika Tpuokcua, Tamokcugen™*
Xnopnpomaszun™*, Knozanus, Aponepugon™**

AHTUIICUXOTHYECKHE prib ’ » Aponeprn ’

["anonepunon™*, Pucnepunon™*

["opmonsI 3aanel gonu runodusa (OkTpeoTun™™
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Ta6auna I'3.2. Cincok Hanbosee BaXHBIX MHTHOMTOPOB WIIM HHIYKTOPOB IuTOoXpoma P450

Crumyasatopsl CYP3A4/5,
CHUKAKOIHE KOHIIEHTPALMIO
NTK

Nuaruouropsl CYP3A4/5, nosbiarommue
koHnenTpanuo UTK B niiazme

["pelindpyToBBIi COK

B nJ1a3me
AMHOAPOH™*
IAHacTpO30I*™

[ JTIFOKOKOPTUKOUIBI M3oHuazun**
A3UTPOMUIITH**

['puzeodynbBUH M TpakoHasoi
Kiaputpomurma™*

JlexcameTazon™™ KeTtokonazoun
Knorpumazon

Denuronn™* MeTtpoHUAa30T**
[{uknocropua™™*

Kap6amazenuu™* MUKOHA30J1
JlaHazon

Oxckap6azenuu™* Hopdnokcanun
JlekcameTazon™*

[Tporecrepon™* Omenpazon™™
/lnnTrazem

PudalbyTun™** OKCHKOHA30]1
Jlucynshupam

Pudamnunyx [TapokceTnn™*
DPUTPOMUIIH

CynbhaauMuuH XUHUH
OTUHUIACTPAINOI

DennndyTa3oH CepTungon™*
DyokceTHH™**

DenobapOuTan™* CepTpamun™*
D1yBOKCAMUH

ITOCYKCUMH ™™ Bepanamumn™*
['ecTonen
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IMpunoxenue I'4. Kpurepuu rokcuunoctu NCI CTCAE

Ha3panue Ha pycckoMm sizbike: Kputepuu Tokcnynocty HalmonanbHOro MHCTUTYTA paka

OpurunaabHoe nasanue (ecam ecthb): National Cancer Institute Common Toxicity
Criteria

HUcrounuk (opuumaibHbIid caidT pa3spadoTYUKOB, NMYyOJHKANUA ¢ Bajauaamnue):
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm

Tun: mkana oleHKH

Ha3nauenmne: Kpurepuu tokcuarnoctu NClI CTCAE v5.0 momoraiot onpeieianTs CTeTIeHb
TOKCHYHOCTH HECKCIIATCIBbHOI'0 ABJICHHA, C LECJIbIO OIPCACICHHUA TAKTUKHW BCIACHUS. B Ta6JII/IHe
['4.1 npeacTaBneHbl KPUTEPUH T€MATOIOTUYECKOM M HEreMaTOJIOTHYeCKOM TOKCUYHOCTH, KOTOpast
MOkeT Habmoatees rnpu tepanuu UTK.

OueHOYHBIH MHCTPYMEHT, COJep:kaHue, KI0Y (MHTepnperanus): cM. Tadmn. ['4.1

Ta6auuna I'4.1. Kpurepuu tokcunanoctu NCI CTCAE v5.0 (u36pannoe)

Heoxcena- Cmenenu moxkcuunocmu

menbvHoe

Aenenue 1 2 3 4

T'EMATOJIOTMYECKA A TOKCUYHOCTD
Kusneyrpo-
JKAIOIINe
Femo- HIH*—100/n | 100 - 80 r/n 80 — 65 r/x OCTIOKHCHI,
rJII00MH HeoOXoauma
HEOTJIOKHAS
Tepamnus
Jeiikormrer | HTH — 3,0 X 0%/ 3,0-2.0x10%x 2,0-1,0x10%x <1,0 x 10%n
g;ﬁfo HIH-15x0% | 15-1,0x10%1 | 1,0-05x10%r | <05 x 10%x
Tpombo- | HIH - 75,0 - 50,0 X 101 | 50,0 — 25,0 x10%x1 | <25,0 x 10%/x
LIUTHI 75,0 X 10°/n
HI'H — HmxHsIs rpaHuia HOpMBbI
JJABOPATOPHBIE OTKJIOHEHHW A

[emounass | BIH* — B B
bocharasa | 2,5 x BTH 25-5,0xBI'H | 5,0-20,0x BI'H >20,0 x BI'H
bumupyoun | BFTH-1,5xBI'H | 1,5-3,0xBI'H | 3,0-10,0x BlTH >10,0 x BI'H
ACT BIH-3,0xBI'H| 3,0-50xBI'H | 5,0-20,0x BI'H >20.,0 x BI'H
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Heorcena- Cmenenu mokcuunocmu
menvnoe
Aenenue 1 2 3 4
AJIT BIH-3,0xBI'H| 3,0-50xBI'H | 50-20,0x BI'H >20,0 x BI'H
Jlumasa BIH-15xBI'H | 15-2,0xBI'H 2,0-5,0x BI'H >5,0 x BI'H
YpoBeHn YpoBeHn 13,9 - 27,8 >27.8 MMOIB/L,
[Munep- TJIFOKO3BI TJIFOKO3EI MMOJIB/JI, i
TIIUKEMUS Haromiak BI'H — HaToIIaK 8,9 — HEOo0XoMa KISHEYTPOAKAIO
M€ OCJIOKHEHUS
8,9 MMOIB/1T 13,9 MmMoab/n rOCHUTAIN3AIS

*BI'H — BepxHsisi rpaHULIa HOPMBI

OTEKU (ITEPUDGEPUYECKUE)

OTtexu auia

JlokanuzoBaHHbIE
OTEKH JuIia

YMepeHHble
OTEKH JIUIIa,
OrpaHU4YHUBaIO-
IIH€ TOBCEIHEB-
HYIO aKTUBHOCTb

Tsxenple OTeKH,
OTpaHUYNBAIO-
I1E TTOBCEIHCB-
HYIO aKTUBHOCTh
U CIIOCOOHOCTH
K CaM0O00CITyXKH1-
BAHUIO

3ameTrHOE
CrIIaKUBaHUE
aHATOMUYECKUX
o0pa3oBaHHii, Tsoxenble OTEKH,
OTEeYHOCTDb UIIN 3aroJIHEHNE OTpaHUYNBAIO-
Orexi CrilaKUBaHHUE KO’KHBIX CKJIAJIOK, | IIHE ITOBCEIHEB-
aHATOMUYECKUX 3aMeTHOE HYIO aKTUBHOCTh -
TYJIOBHIIIA o
o0Opa3oBaHMii pu HCKa)KeHNE U CIIOCOOHOCTH
MECTHOM OCMOTpPE | aHATOMHUYECKHX K CaMOO00CITyKu-
KOHTYPOB, BaHUIO
OTpaHUYCHUE
MMOBCETHEBHOM
aKTUBHOCTH
10-30 % pa3zuuna
B OKPY>KHOCTSIX
KOHEUHOCTEH
’ >30 % pa3uHuia
0 3aMEeTHOE Criia-
5-10 % pa3uuna B OKPYKHOCTSIX
’KUBaHHWE aHATO- .
B OKPY>KHOCTSIX KOHEYHOCTEH
. MHUYECKHX 00pa-
KOHEUHOCTEH, N Tsxenble OTEKH,
OTekn 30BaHMH, 3a1101-
OTEYHOCTH HMIIH OTrpaHUYNBaIO-
KOHEYHO- HEHHE KOKHBIX —
N CrilaKUBaHUE II1€ MOBCEIHEB-
cTei CKJIaJIOK, 3aMeT-
aHATOMUYECKUX HYIO aKTUBHOCTh

oOpa3oBaHHii pu
MECTHOM OCMOTpE

HOE UCKa)KCHHE
aHAaTOMHUUYECKHX
KOHTYpOB, Orpa-
HUYEHHE TTOBCE-
JTHEBHOW aKTHB-
HOCTH

U CIIOCOOHOCTh
K CaM0OO0OCITy X H-
BaHUIO
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Hescena-
menovnoe
AeeHue

Cmenenu mokcuuHocmu

2

3

TOKCUYHOCTDB CO CTOPOHBI XXEJIY JOYHO-KMIIIEYHOI'O TPAKTA

IToTrepst annerura

CHuxeHue
npuema nuum 6e3
3HAYMMOI'0 CHHU-
JKEHHMSI MaCChl

HenocraTounoe
notpedienue
KaJIOpUIA WIIN

IHIIH, HE00XO-

TomrHoTa 0e3 u3MeHeHHs JTUMOCTb 30H0- —
. Tena, Aerujpara-
OOBIYHOM TUETHI BOT'O ITUTAHHS,
[[UU WK HEIOCTa-
MapeHTepaIbHOTO
TOYHOCTH IHUTA-
MUTAHUS WA
HUS
TOCIUTAIU3AINH
>6 3M130/10B
(c uHTEpBAJIOM HE
MeHee 5 MUHYT)
B TCUCHUE JKuzneyrpoxa-
1-2 sm3ona (¢ 3-5 »mm30/108B (¢ yrp
24 gacos, FOILIME OCJIOK-
WHTEPBAJIOM HE WHTEPBAJIOM HE
PBota HE00X0UMOCTh HEHUSs, He00Xo0-
MEHee 5 MUHYT) B | MEHEE 5 MUHYT) B
30H]I0BOTO JTMMa HEOTJIOXK-
TeueHue 24 yacoB | TeueHue 24 yacos
MUTaHMS, Has Tepanus
MapeHTEPATLHOTO
MUTaHUS WA
TOCITUTATH3AIAH
VYuamenue ctyna
7 u 6onee pa3 Kuzneyrposxa-
VYyamenue ctyjia | YdalleHue cTynia B JICHb; FOIIIME OCIIOK-
Huapes MeHee 4 pa3 1o 4-6 pa3z B HeJIepKaHHe HEHUSs1, He0OXo0-
B JICHB; JIETKOE JICHB; CTyJa; JTMMa HEOTJIOXK-
HE00XOIUMOCTh Has Tepanus
TOCITUTAJIH3AIINH,
[Iepcuctupyro-
ITepuoanueckue P py
e CUMITTOMBI
W peAKue 3amopsl
C peryJsipHbIM
MIPOSIBJICHUS; C HEOOXOIMMO-
eNKOe HCIIOJIb30BaHNEM CTEIO DYIHOM
P [Ipenaparos, Py Kusneyrpoxa-
MIPUMCHCHHE IBaKyaIuy,
WU3MCHSFOIIINX OLIUE OCIIOXK-
MpemnapaTos, OTpPaHUYUBAIO-
3amop KOHCHUCTEHIIHIO HEHUSs1, He0OX0-
WU3MECHSFOIIAX ITME TOBCEIHEB-
CTyJIa UJIN JMMa HEOTJIOXK-
KOHCHUCTEHIIHIO HYIO aKTUBHOCTD
CITaOUTENbHBIX, Hasi Tepanus
CTyJIa UJIN U CITIOCOOHOCTH
KITU3MBI;
CITaOUTENbHBIX, K caMOOOCITyKH-
OTpaHHYCHUE
KIJTU3MBI; - BaHHUIO
MTOBCETHEBHOM
W3MEHEHUE JHEThI
AKTUBHOCTH
YmepenHnas 60iib,
CHUMIITOMOB HET Kusneyrposxa-
HE BIIHSIOIIAS Bripakennas
WITH OLIUE OCIIOXK-
Ha notpebieHue | 00Ib, BIUAIOLIASL
Cromarur HEBBIPAKCHHBIE; HEHUSs1, He0OX0-
MU, HE00- Ha noTpebaeHue
BMEIIATEIILCTBO JTMMa HEOTJIOXK-

He TpedyeTcs

XOIUMO U3Me-
HEHHUE JUEThI

MHIIH Yepe3 poT

Hasd TCparus
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Heocena- Cmenenu moxkcuunocmu
menpHoe
sAeeHue 1 2 3 4
BOJIb
Bripaxxennas
00JIb, OrpaHUYH-
YmMepennast 001b, - OTP
Aptpanrus Baloll1e TOBCe-
HesnauutenbHas | orpaHu4MBaroIias
(601m B JTHEBHYIO aKTHB-
001 IIOBCE/IHEBHYO
CycTaBax) HOCTh ¥ CIIOCO0-
AKTUBHOCTH
HOCTB K CaMo-
00CITy)KHBaHUIO
Bripaxxennas
00J1b, OrpaHu-
YmepenHas 607b, YHBAIOIast
Bbonb B HesnauuTenbHas | OrpaHUYHMBAIONIAS | TIOBCETHEBHYIO
KOCTSIX 001b MTOBCETHEBHYIO aKTUBHOCTD
AKTUBHOCTH U CIIOCOOHOCTH
K CaMOO0OCITy KH-
BaHUIO
Brrpaxennas
00J1b, OrpaHu-
YmepenHas 60716 YHBAIOIast
Muanrus p ’ Hl
HesnauuTenbHas | OrpaHUYHMBAIONIAS | TIOBCETHEBHYIO
(MbIIICYHAs
Soitb) 001b MTOBCE/THEBHYIO aKTUBHOCTD
AKTUBHOCTH 1 CITIOCOOHOCTH
K CaMOOOCITy KH-
BaHHUIO
Beipaxennas
00J1b, OrpaHu-
YmepeHHas 6071b, YHBAIOIIAs
l'onoBHast HesnauuTenbHas | OrpaHUYHMBAIONIAS | TIOBCETHEBHYIO
6011B 0011b MTOBCETHEBHYIO AKTUBHOCTD
AKTUBHOCTH 1 CITIOCOOHOCTH
K CaMOOOCITy KHU-
BaHHUIO
KOHCTUTYIHMUOHAJIBHAA TOKCUYHOCTD
Cnabocth
HE TIPOXOIHUT
Cnabocthb poxol
MocJie OT/bIXa,
HE TIPOXOIUT
Cnabocthb OTpaHUYMBAET
MTOCJIe OT/IBIXA,
Cnabocth MPOXOIUT MOCIIE MTOBCETHEBHYIO
OTpaHUYHBACT
OTJIbIXa aAKTUBHOCTH
MTOBCE/THEBHYIO
U CIIOCOOHOCTD
AKTUBHOCTH
K CaMOOOCITyXKH-
BaHUIO
>40,0 °C >40,0 °C
MIPOJIOTIKHUTEIb- MPOJOHKUTEIh-
Juxopazka | 38,0-39,0 °C 39,0-40,0 °C o NG
HOCTBIO MEHEE HOCTbIO OoJee
24 yacoB 24 yacoB
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Heocena- Cmenenu moxkcuuHocmu
menbHOe
AeneHue 1 2 3 4
YBenunue- o o o
5-10 % ot 10-20 % ot >20% ot
HHUE MAacChl . . . -
Tena HCXOJIHOM MacChl | MCXOJHOM MacChl | MCXOIHOM MacChl
>20% ot
o 10-20 % ot -
5-10 % ot . HCXOHOM MAacCHI,
. HCXOJIHOM MaccChl,
[Toteps HCXOJIHOM MacChl, HEO0OXOIUMO
HeobxoauMma -
MacChl T€JIa | BMEMIATEILCTBO 30H]I0BOE WJIH
HYTPUIMOHHAS
He TpedyeTcs MapeHTepaibHOE
MOJIePIKKA
MTATAHNUE
KAPINOBACKYJISIPHASI TOKCUYHOCTD
AprtepuanbHas
THICPTEH3US
| crerienn
(cucronnueckoe AptepuanbHast
AJl 140-159 mm. TUTIEPTEH3US
pT. CT. WJIN Il crenenu
JINACTOJIMYECKOE | (CHCTOJIMYECKOE A3 HEVIDOSKALO
AJ190-99 mm pr. | AJl 60ee 160 Mm yrp
IIUE OCIIOKHEHUS
CT.); HEOOXO0IUMO PT. CT. UK
(3710KaYeCTBEH-
lunepren- MEIUKaMEHTO3- JIUACTOJINYECKOC
[Iperuneprensus o Hasl TUTICPTEH3HUSI,
3UA Hoe Bo3zaciicTtBue; | ALl 6omee 100 mm
(cucronnyeckoe CIHTHBHDYIO T or): MpPEeXoAAIIue WIn
AJl 120-139 mm p Py pT. €T.); TTOCTOSTHHBIN
1iee uiu HE00X0MMO N
PT. CT. WK HEBPOJIOTHICCKUI
MTOCTOSIHHOE MEJIUKaMEHTO3HO
JINACTOJIMYECKOE . nepuurT,
(6onee 24 4); € BO3/ICHCTBHUE;
AJl 80—89 mm TUTIEPTOHHUYEC-
CUMIITOMAaTHYEC- HEe00XO0IUMO "
pT. CT.) . KHUH KpH3),
KHUH TI0JTbeM 0oJiee 0JTHOTO
HeoOxoauma
JTUACTOIMYECKOTO | JICKapCTBEHHOTO
HEOTJIOKHAs
JABJICHUS CBBIIIIE npernapara
Teparnus
20 MM pT. CT. WIH uiu Oosee
oonee 140/90 mm WHTSHCUBHAS
pT. CT., €cIiu Teparnus 4eM
paHee ObLIO paHee

B IIpezierax
HOPMBI; TpeOyeT
MOHOTEpAIHU

JEPMATOJIOITMYECKAS TOKCUYHOCTD / KOXHBIE [TOKPOBBI
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Hescena-

Cmenenu mokcuuHocmu

menvnoe
Aenenue 1 2 3
IToTepst BostOC IToTepst BostOC
1o 50 % ot ooiee 50 % ot
HOPMAJIBHOTO HOPMAJIBHOTO
KOJIMYECTBA KOJINYECTBA,
HE3aMETHOE 3aMETHOE IS
Ha PacCTOSIHUH OKPYKAIOIIUX
Anonenus P ’ Py ’ -
BO3MOKHO HEOOXOIUM
CKPBITh [IUHBOH WA
C IIOMOIIILIO0 MapHK, CBsI3aHHAsS
MIPUYECKH, C IICUXOCOLAAIE-
IMHHOHA WIH HBIM JICKOM-
napuKa dhopTom
IToxpriBaeT 60sce
[ToxpeiBaeT 30 % moBepx-
10-30 % moBepx- HOCTH Tejaa
Menee 10 % p
HOCTH TEJIa U CBS- | U CBSI3aHO C 3y-
MTOBEPXHOCTHU .
CyxocTb 3aHO C IPUTEMOM JIOM, OT'PaHH-
Tela, He CBSI3aHO
KOXH . WJIU 3Y7I0M, YHUBaET MMOBCE-
C DPUTEMOU WU
Sy I0M OTPaHUYNBACT JTHEBHYIO aKTHB-
y MTOBCETHEBHYIO HOCTb U CIIOCO0-
aKTUBHOCTH HOCTB K CaMo-
00CITy)KMBaHUIO
NHuTeHcuBHBII o
N naTencuBHLIN
WJTH Pa3IIuTON N
HpeXosIHii 3y1 W Pa3TUTON
P YA MMOCTOSTHHBIN
CJIeJTBI PacUecoB
OTpaHUYUBACT
. (OTeK, CHIIb,
CnalbIit nin CHOCOOHOCTD
N CCaINHEL,
JIOKAJIM30BaHHBII K CaMOOOCITyKH-
3yn TuxeHudukanms),
3y1, HeoOxoauma BaHWIO WJIH COH,
HeobxoauMma
MECTHasl Tepanus HEOOXOINMBI
CUCTEMHAS
MIPHEM KOPTHKO-
Teparnus,
CTEpOUI0B WIIH
OTpaHHYMBACT
UMMYHOCYTIpec-
MTOBCE/THEBHYIO
CUBHas Tepanus
aKTUBHOCTH
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Cmenenu mokcuuHocmu

Heocena-
menbHOe
sAe1eHue 1 2 3
[IaTHUCTEIC MK
Tarysae3HbIe [ToxpriBaeT 60sce
[TaTHUCTBIEC MK o
BBICBIIIAHUS, 30% nosepx-
namnyJie3HbIe
MTOKPBIBAIOIIINE HOCTH Tejia
BBICHITTAHMS, o
10-30 % moBepx- C HAIMYUEM
MTOKPBIBAIOIINE
0 HOCTH Tella CHMIITOMOB WJIU
[TsaTHUCTO- meree 10 %
C HAIMIUEM 0e3 CHMIITOMOB,
namnyJie3Has MOBEPXHOCTHU
CHMIITOMOB WJIN OTpaHUYNBAIO-
CBIIb Tella ¢ HaJIMYUeM

CHMIITOMOB UJIU
0e3 CHMIITOMOB
(3yn, ®KEeHHeE,

HAIPSHKEHHOCTD)

0€3 CUMIITOMOB

(3yn, *KEeHHeE,
HaIpPsHKEHHOCTD ),

OTpaHHYNBaIO-
II1€ [TOBCEHEB-
HYIO aKTUBHOCTb

II1E MIOBCEIHEB-
HYIO aKTUBHOCTh
U CIIOCOOHOCTH
K CaMOO0OCITy KH-
BaHUIO
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