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YcnewHoe neKkapCTBeHHOE NPOTUBOOMYXOeBOE NeveHre HapAAY C MaKCMManbHON
3¢ PeKTUBHOCTLIO HEPeAKO acCOLMMPOBAHO C Pa3BUTMEM OPraHHON, NpeX /e BCero noyey-
HOWM TOKCMYHOCTM, NOTEHLMpYtoLLeit No6o4Hble 3G deKTbl KCeHOOUOTUKOB, CO3AatoLel yrposy
ANA npojomkeHna 3GPeKTUBHON NPOTUBOONYXOAEBOW Tepanuu, yxyjluatolled KayecTBo
KWU3HU, a B pAje CNyvyaeB COKpaljatolleil eé Nnpogo/MKUTeNbHOCTb. MaToreHeTnyeckn oboc-
HOBaHHaA NpopunakTUKa HeGPOTOKCUYHOCTM, CBOEBPEMEHHOE e€ BbiiBNIEHNE U KOPpeKL WA
AAK0T BO3MOXHOCTb MPOAO/KEHNA NPOrPaMMbl MPOTUBOOMYXONEBOIO IRYEHUA U yAyYWatoT
nporHo3. 3GPeKTUBHOCTL MHOMUX NPOTMBOOMYXONEBbIX IEKAPCTBEHHbIX CPe/ACTB KOppeanpyeT
C UX A030M, yBeIMYeHNEe KOTOPOW NPaKTUYeCKN BCeraa Beg&T K yCUNeHUI0 HedppOoToKCHYe-
CKOro eiiCTBMA U ABNACTCA NPUYNHOW Pa3BUTUA OCTPOrO U XPOHUYECKOTO NOBpPeXAeHNs
noyek. CTeneHb NOBPeX/eHNA MOYEK 3aBUCUT OT 03bl MPenapaToB, MeX/1eKapCTBEHHOro
B3aMMO/AeNCTBUA (MPY NCMONBb30BAHUN KOMBUHUPOBAHHbIX PEXMMOB U CPeACTB COMPOBOAN-
Te/IbHOW Tepanuu), AAUTeNbHOCTH W YUCAA KYPCOB XMMUOTEPANK, @ TaKXKe OT UCXOAHOTO
$YHKLMOHaNbHOro cocToAHMA noyek. Onyxonesaa UHPUABTPALMA NOYEK CO CHKEHUEM
GYHKLMOHANbHBIX MOKa3aTenel MOXeT ABUTbCA Ha4YabHbIM KAMHNYECKUM 1 N1abopaTOpHbLIM
NpoABNEHMEM OMYX01eBOro 3a6o1eBaHNA U NPeACTaBAATbL 60NbLINE TPYAHOCTH A BbIGOPa
KAVHULMCTaMU ONTUMaNbHOMO aNropuTMa U TaKTUKU NeYeHUs.

OueHKa MCX0AHOT0 GYHKLMOHANBHOTO COCTOAHMA NoYeK obA3aTeIbHa A/1A MOUCKa U NoA-
Aepxanuna 6anaHca Mexzy 3G GeKTUBHOCTbLIO NPOTUBOOMNYX0/1E€BbIX 1€KAPCTBEHHbLIX CPeACTB
M OpPraHHON TOKCUYHOCTBIO, ONpejeNeHna MHTEHCUBHOCTU Ie4eHnA 1 Bbibopa B CiyyHae Heob-
XOAMMOCTM NeKapCTBEHHbIX CPeACTB C MEHbW UM HeGPOTOKCUYECKUM NOTEHLNANOM.

Ba)HOCTb KOHTPONA GYHKLMUM NOYEK B NPOLLECCe U MO OKOHYaHUMU NPOTUBOOMNYXONEBOIO
NeyveHus onpeaenseTca caeayowmmMm pakTamu:

1 SnvMuHauma 60NbWKMHCTBA NPOTUBOOMYXOAEBbIX MPenapaToB ONOCpeA0BaHa NoYKamu,
no3ToMy GapMaKOKMHeTMKA TaKUX IeKAaPCTBEHHbIX CPEACTB U, KaK C/IeACTBUE, UX CUCTEM-
Has TOKCUYHOCTb, HAaMPAMYHO 3aBUCUT OT GYHKL MU NOYeK.

2 HekoTopble 3/10Ka4eCTBEHHbIE HOBOO6PA30BaHUA UM OCNOKHEHNA UX 1e4eHNs, NapaHeo-
nAacTUYecKre CUHAPOMbI, IeKapCTBEHHbIE CPeACTBA, MPUMEHAEMbIe B ANarHOCTUYECKOM
npouecce, NPOTUBOOMYXO€BOIN NN COMPOBOAUTENbHOW T€Pannmn, MOTYT HEFaTUBHO
BAVATH Ha GYHKLMIO MOYeEK, Bbi3biBaf pa3HoO6pa3Hble HapyleHWs, B TOM YMCae OCTpoe
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noyeyHoe nospexaeHve (ONM) nau xporudeckyto 60ne3Hb nodek (XBIM). BocctaHosneHue
q)yHKLU/IVI no4yek un oéu.gaa BbXXVMBAaeMOCTb y OHKO/IOTMYeCKMX NaLNeHTOB C NepeHeCeHHbIM
B npouecce neveHna O HMXKe, 4eM B LLeIOM B MONYAALUN.

3. Y nauueHTOB, NepeHeCLINX B NpoLiecce NpoTnBoonyxonesoro sevenusa OIM, cyuwecTBeHHO
yBeAnymnBaeTca yactorta passutua XbI1, koTopas HepeAKO M OTHOCUTEIbHO BBICTPO MpoO-
rpeccupyeT 40 TePMUHANLHON CTaAUN.

HeppoToKCMYHOCTb NPOTUBOOMYXONEBbIX IeKAPCTBEHHbIX CPEACTB peannsyeTcs yalle BCero
Ha ypOBHe NMPOKCMMa/bHbIX, Pexe ANCTaNbHbIX KaHaNbLEB U KNYyHO4YKOB U MOpdONOTNYeCKn
npeAcTaB/eHa OCTPbIM KaHa/bLeBbiM HEKPO30M, pa3/INYHbIMU BapnaHTamMu Tybyaonatumu,
06CTPYKTUBHOW KpUCTanIMyeckoii HepponaTuneil. Hepegku BapraHTbl OCTPOro M XPOHUYECKOT O
MHTepPCTULManbHOro HedppuTa. [NOMepyApHbIe MOBPEXAEHNA Hallle BCEro npescTaBieHbl
TPOMBOTMYECKOWN MUKpPOAHTMONaTHel, MeMbpaHonpoiMdepaTUBHbLIM I/IOMepy0HePPUTOM,
$oKaNbHO-CerMeHTapHbIM FIOMEPYNOCK/ePO30M U MPOX.

1. KIACCUPUKALUNA

MpenapaTsl, 0651ajat0WMne HeGPOTOKCUYECKUM AeiCcTBMEM:

*  AnKunupyoume areHThl:
—  KOMM/IEKCHbIe COeAUHEHUSA NAaTUHbI (LMCNAaTVH, KapbonaaTuh);
- xnopaTunamuHsl (Luknodpochamug, upochamMua v 4p.);
-~ NpOW3BOAHbIE HUTPO3OMOYEBHMHbI (KAPMYCTUH, TOMYCTUH U A4P.).
+ AHTUMeTaboANThI:
—  aHTaroHMcTbl $ONMEBOI KUCOTLI (METOTpeKcaT);
- aHTaroHMCTbl MMPUMKUAMHA (LMTapabuH, reMunTabut);
—  MHrU6MTOPLI pUBOHYKNEO3NAPEeAYKTa3bI (TMAPOKCUMOYEBUHA).
+  [IpoTMBOONYXONEBbIE AHTUBUOTUKM:
—  aHTpauMK/WHBbI (4ayHOPY6ULMH, AOKCOPYBULMH);
- MnpoYne NpOTUBOOMYX0/eBbIe aHTUEMOTUKM (MUTOMULMH C).
* VHrubutopsl aHrnoreHesa:
- 6eBayusymab.
*  WuTtepdepoHsl
+  [lpoune: 3TONO3UA, UPUHOTEKAH, TOMOTEKAH.

anIMeHEHMe MNpOCTbIX K/laCCVIq)VIKaLl'MIZ OCHOBHbIX MPUYNH, BApPNAHTOB U BbIpaXeHHOCTU
HaPyLIJeHMlZ q)yHKLI,VIVI MO4YeK BO MHOINX CAy4anaX NO3BO/IAET OHKO/IOTY:

*  OCO3HaHHO MPOBOAWTbL MEPBUYHYIO ANATHOCTUKY M Koppekuuio ONIT;

+  onpe/AenATb PUCK AasbHelWero yxyalweHua GyHKLUM NOYeK;

*  OUEHUTb LenecoobpasHOCTb U3MEHEHNA CXeMbl MPOTUBOOMYXONEBOrO eYeHUs;

+  onpegenaTb HEO6XOAMMOCTb 1 CPOKM MPUBACYEHUA K AMArHOCTUYECKOMY MOUCKY U eYe-
HUIO MalMeHTa MHbIX CreyuanncTos (Hegponora, ypoaorau 1.m.);

*  MPaBWbHO NCMNO/b30BaTh M MHTEPMNPETMPOBaTb COBPEMEHHYIO TEPMUHONOT IO,
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B KAMHUYeCKOW MpaKTUKe PefKOo BO3HMKAET He06X0ANMOCTb onpeaeneHns CKO no kampeHcy
H/AOreHHOro KpeaTUHMHa U, TeM bosee, NO KANPEHCY IK30TreHHbIX BelecTB. B bonblinHcTBe
cny4yaes, B TOM yncae npu onpegeneHunu ctagum X6 vav KoppeKkuny f03bl NeKapCTBEHHbIX
npenapaTos, 4OCTAaTO4YHO pacyéTHoro onpegesnerus CKO. [pun 3ToM xenaTenbHO NONb30-
BaTbcA popmynamu CKD-EPI (20091, 2011 1), o6ecrneynBsaowyuMm Ny4iyto, 4eM TPagULUOHHO
npumensemasn popmyna Cockcroft — Gault, TO4HOCTb B WIMPOKOM Anana3oHe 3Ha4yeHnin CKO
M OTK/JIOHEHWA MacChl Te/1a NaLMeHTa OT HopMasibHOW. B oTainumne ot popmynsl Cockeroft — Gault,
dopmynbl CKD-EPl onpegensioT 3HaveHne CK® B pasmepHocTH (MA/MUH/1,73 M2), TO eCTb yxe
«NpUBEAEHHOE» K KHOPMa/lbHOM» N0WaAN NOBEPXHOCTHM Tena (Taba. 1).

Ta6auua 1. PekoMeHayemas GopMyna pacyéTa CKOPOCTH KNy604HKOBO ubTPaLUm
(CKD-EPI, 2009-11 rr.).

Mon | KpeaTuHuH KpoBu | PacuértHas CK® (CKD-EPI, 2009-11) (Mn/MuH./1,73 M?)

EBponeribl

MKeHwmHbI < 62 MKMOAIb/N 144x(0,993) BospacTx(kpeaTuHuH kposu/62) —0,328
262 MKMOAb/ N 144x(0,993) BospacTx (kpeaTuHuH kposu/62) —1,210

My»KUUHBI < 80 MKMO/Ib/ 1 141%(0,993) Bospactx(kpeaTuHuH kposu/80) —0,412
>80 MKMo/b/ A 141x(0,993) Bospactx (kpeaTuHuH kpoeu/80) 1,210

Asmatbl

YKeHLWwHbI < 62 MKMOAb/N 151%(0,993) Bospactx (kpeaTuHuH kposw/62) —0,328
=62 MKMO/Ib/ 1 151x(0,993) Bospacrx (kpeaTuHuH kposw/62) —1,210

My>UmnHbI < 80 MKMO/b/ N 149x(0,993) Bospactx (kpeatuHuH kposu/80) —0,412
=80 MKMONb/ N 149x%(0,993) BospacTx(kpeatuHuH kposu/80) 1,210

2. AMATHOCTUKA

2.1. XpoHuyeckan 6os1e3Hb NOYEK

XpoHuyeckas 60/1e3Hb NOYEK — CUHAPOM, XapaKTepPU3YIOLWMNINCA CTOMKUM yMeHbLIeHNEM
Macchbl /eNCTBYOLMX HEPPOHOB UM MX MOBPEXAeHWNEM U MPOABAAIOLNIACA U3MEHEHWeM coCTaBa
Moum, npoTenHypuei n/uam chmxenvnem CK® na npotaxernun 3 n 6onee mecaues. Kputeprem
anarnosa XBbI aBnaetca Haanyve N1060ro M3 caeyolnx MapképPoB MOBpeXAeHNA NOYekK:

*  HeobpaTVMble CTPYKTYPHble U3MEHEHUA, BbIAB/IEHHbIE METOAaMU MeANLMHCKOW BU3Ya-
AN3aunMm AU Npu MopPONOrnYecKoM NCCae0BaHNM NoYeYHoro buonTara;

*  BblpaXe€HHOE U3MeHeHWe COCTaBa MOYY UM MPOTENHYPUA, COXPaHAIOWMECA NPU MOBTOP-
HbIX UCCNe0BAHUAX B TeYEHWNe He MeHee 3 MecALLeB;

+  Croiikoe cHumxeHne CKO ao ypoBHA MeHee 60 MA/MUH/1,73 M2,

Craguwm XBI B 3aBUCMMOCTH OT BennymHbl CKO npesctasieHsl B Tab. 2.
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Tabauuya 2. CTagnm XpoHMUYecKo 601€3HUN MOYEK B 3aBUCUMOCTU OT BE/IMYMHBI CKOPOCTY
Kny604KoBOI GpunbTPaLUM.

CK®, Mn/mun/1,73 m? MoueBoi1 CUHAPOM UM N30/IMPOBaHHAA NPOTeUHYpUA Crapua XbMN
Bbiwe 90 EcTb 1

60-89 EcTb 2

45-59 He o6s3aTtesbHO 3a

30-44 He o6s3aTtenbHO 36

15-29 He o6s3aTtensHo 4

Huxe 15 He o6s3aTenbHO 5

2.2. OcTpoe noyeyHoe noBpexaeHue

OcTpoe noyeyHoe NOBpeXjeHne — CUHAPOM, NPOABAAOWMIACA CHUKeHneM CK®, pasHo-
o6pasHbIMK HapylleHUAMU QYHKLUA NOYeK N N3MeHeHNAMU roMeocTasa. [na 4narHoCcTukm
OMMM gocTaTo4YHO HANNYMNA OLHOTO U3 TPEX CNeAYOWNX KPUTEpPUEB:

*  MOBbIWEHWE KpeaTMHMHA KpOBM 60s1ee YeM Ha 26,5 MKMoab/n B TedyeHne 48 yacos;
+  MOBblWEHNEe KpeaTUHMHA KPOBU He MeHee, YeM B 1,5 pa3a B TeyeHue 7 gHel;
+  auypes Meree 0,5 Ma/Kr/4ac Ha npoTsxeHUKn 6 4acos (NpW YyCAOBUU HOPMOBOIEMUMU).

Kputepuu gnarHoctuku u ctagum OMIM npejctaBneHsl B TabA. 3.

Ta6nvn.|,a 3. KPMTePVIVI ANArHOCTUKU N CTaAnn OCTPOro No4Ye4yHOro noBpexaeHua.

Craausa MoBblWweHne YPOBHA KpeaTUHNHA CbIBOPOTKM KPOBU Anypes

1 B 1,5-1,9 pasa Bbile MCXOAHOrO B Te4eHMe Heaenn Menee 0,5 ma/kr/yac
VIV 60nee, 4eM Ha 26,5 MKMO/b/ A B TeueHune 48 Yacos B TeyeHune 6-12 yacos

2 B 2,0-2,9 pa3a Bbilue MCXOAHOTO B TeYeHMe HECKObKNX AHel MeHee 0,5 MA/Kr/vac

B TeueHue 6onee 12 yacos

3 B 3,0 pasa BblLLe CXOAHOTO B TeYeHMe HeCKoNbKMX aHert NN Menee 0,3 Ma/Kr/yac
6onee 354 MkMoNb/N B Te4YeHue CyTOK U Jo/blue
NN pacuétHas CK® meHee 35 Ma/MuH/1,73 M2

T [lpumeHumo 045 nayueHmos mnadwe 18 nem.

2.3. lnarHoCTMYeCKU aAropmuTM NpU NOA03peHUN
Ha neKapcTBeHHY0 HepponaTuio

HapyweHune GyHKLMM NOYEK Yy NaLMeHTOB, MOAY4aloWMX NPOTUBOONYX0AEBOE SeKap-
CTBEHHOE NleYyeHne, Kak NpaBno, ABNAAETCA MHOrOpaKTOPHbIM; B 60/IbIIMHCTBE CyYaeB noce
HEC/I0XHOro 06C1es0BaHUA YAAETCA YCTAHOBUTL (MTPEANONOKUTL) BeAYLW M MexaHnsm OMM.
OcTpoe noyeyHoe noepexgeHne Ha GpoHe IeKapCTBEHHOrO MPOTMBOOMYXO0/NE€BOrO NeYeHUs
MOXeT UMeTb NpepeHasbHblii, peHabHbIN U MOCTPeHaIbHbI MeXaHW3M, 4acTo NpeCcTaB/eHbl
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CMellaHHbIe BapuaHTLl. HenocpescTBeHHaA HePPOTOKCUYHOCTL MPOTMBOOMYXOIEBbIX Npena-
paToB CBA3aHa NPeNMYLeCTBEHHO C PeHa/IbHbIM YPOBHEM MOPaXKeHUA.

AnsBeiasneHna ONM Heo6X04NMBIMU 1 OCTATOUHBIMU ABAAIOTCA ONpe/eneHne ypoBHA
CbIBOPOTOYHOIO KpeaTUHWUHa U Anype3a; Ans AnarHocTuku XbI MoryT Takxe notpeboBaTbcs
aHanm3 moum (06Wmit aHasM3 C MUKPOCKOMMEN MOYEBOro 0CaZKa U OnpeAesieHne YpoBHA
CYTOYHO MPOTENHYPUN) U/UNM MHCTPYMEHTaNbHbIE UCCAEA0BAHUSA NOYeEK. /LN BbISBACHNA
NeKapCTBEHHO-UHAYLMPOBAHHBIX MOYEYHbIX MPUYUH HAPYLIEHWNIA BOAHO-31€KTPOANTHOrO
COCTaBa KPOBM TPEBYIOTCA AOMONHUTENbHbIE MCCEA0BAHMA KPOBM U MOYM (HAanpuMep, onpeje-
NleHNe 31eKTPONNUTOB, pH M OCMONAPHOCTH), KaK NPaBUAO — NOBTOPHbIe. OCHOBHbIE BAPUAHTbI
HedponaTwuii, Bbi3biBa€MbIX MPOTUBOOMYXO/1€BbIMU NpenapaTamMu, NpescTaB/ieHbl B Tab. 4.

Ta6auua 4. BapuaHTbl HedponaTwid, Bbi3biBaeMblX MPOTUBOOMYXO/1EBLIMU NpenapaTami,
COMpOBOX/AOLMECA OCTPHIM MOYEYHBIM MOBPEXAEHNEM, XPOHNYECKO 60/1e3HbIO MoYeK
W/IN BbIP@XKEHHbBIM M3MEHEHNEM BOJHO-3/1eKTPONUTHOrO BanaHca.

MpenMywecTseHHble
30HbI (N0Kanu3auus)
MopaXKeHNs NoYKu

BapuaHT HedpponaTum
(3abonesaHus unmn cuHapoma)

JlekapcTBeHHOE CPeACTBO

[nomepynonatum BonesHb MUHUMaNbHBIX U3MEHEHW N®H, bucdocdoHaTsbl
(namMmapoHar)
OuyaroBblit (GOKanbHBbIM, 04aroBbIM 1 cerMeHTap- N®H, 6ucdocdoHaTs
HbIIA) F10MepyN0CKEpO3 (naMuapoHar, 30n1e4poHar)
Ty6ynonHTep- OcCTpbIit TY6YNsIpHBIN (KaHa/bLEeBbIl) HEKPO3 Lincnnatuh, bucpocdoHatsl
cTULnanbHble (30neapoHar), ndocpamug,
HepponaTun MMaTUHUG, NeMeTpeKces
Ty6yN0MHTEPCTULMANbHBIN HePUT (neKapcTBeH- CopadeHu6, CyHUTUHMG
HbIM, OCTPBIN)
Ty6yNOMHTEPCTULMANBHBIN HEGPUT (neKapcTBeH- MeToTpekcat
HbIl, XPOHWUYECKMIA)
Ty6ynonatum DaHKOHW-MOAO6HbIN CUHAPOM (B OT/M4MeE OT Knac- | Licnnatuu, upocdamua,

CMYeCKoro HacneACTBeHHOro cMHApoMa CDaHKOHM)
peAKo CONpoBOXAAeTCA NOYeYHbIM KaHa/bLieBbIM
auMA030M MPOKCUManbHOro TVIﬂa)

5-a3aunTUAMH, UMaTUHKG,
neMeTpeKces

ConbTepatoljas noyka C pa3suTHeM TAKENON
rMnoHaTpremMmnm

LincnnaTtuh, 5-azaymtnamH

HedporeHHblii HecaxapHbii gnabeT

Ndocdammna v nemetpekces,

CWHAPOM Hea/ieKBaTHOM CeKpeLn aHTUANYpeTU-
4ecKoro ropMoHa

Linknodpocdammna, BuH-
KPUCTUH

HapyweHue peabcopbuynm MarHus ¢ passuTieM
BbIPaXKeHHO rMnoMarH1eMmm

Licnnatuk, LeTykcmas,
naHUTyMyMab

I'Iopa)KeHVle MeNKNX
KPOBEHOCHbIX COCY/0B
noyek

«CUHAPOM KanWANAPHON yTeUKM»

nn2

TpoME0THYeCKas MUKpPOaHT1onaTus (noyek)

BeBauu3ymab, UHrM6UTOpSI
TI/IPO3I/IHKVIH63bI, reMumuTa-
6UH, LMCnaaTvH, MUTOMULUH
C, NoH
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3. HE®GPOTOKCNYHOCTb HEKOTOPbIX
NEKAPCTBEHHbIX MPEMAPATOB U METOADbI
EE MPO®UNIAKTUKU U IEMEHUA

3.1. UncnaatuH

CoAEpPHKUT TAKENDIV METANN MAATUHY, KOTOPbIN 0613436 T CXOAHBIMU CBOMCTBAMU C BUPYHK-
LLMOHANbHBIMU anKUAUPYOWUMK cpeAcTBaMu. [poTMBOONyX0oneBOe AelicTBME NpenapaTa
obycnoBneHo n3bupartenbHbIM nogaeneHnem cuHtesa [JHK. AKTUBHbIe MeTaboaNTbI LUCNNATUHA
MOTYT MOBPeXAaTh MUTOXOHAPWM KNETOK, 6/10KMPOBATb KNETOUHbIV LIVK/, UHTMBUPOBATb aKTU-
BaLuio ATD, U3MeHATb KNETOYHbIV TPAHCMOPT U Ha KOHEYHOM 3Tare Bbi3biBaTb rnbesib KNETOK.
OcHoBHble MexaHM3Mbl OMMIM — oKkcngaTUBHOE NOBpeXAeHUe, 06YCNOBAEHHOE FTMAPONN3OM
MNOHOB X/10pMAa 1 06pasoBaHNeM FMMAPOKCUNbHBIX PaZMKaOB, MOBPEXAeHNEe MUKPOLMPKYAATOP-
HOro pyc/aa noyek M HeMOCPeACTBEHHbI aNOMTO3 KNETOK Yepe3 akTUBALMIO paZa CUTHA/IbHbIX
nyTei. HeppoToKCHYHOCTb UncnaaTuHa gososasucuma. OgqHopasoBoe BBeeHMe npenapaTa
B Ai03e MeHee 50 Mr/M? He BbI3bIBaeT MOYEYHYIO HEAOCTaTOYHOCTb, TOrAa Kak Npy CyMMapHou
KypcoBolt go3e 6osee 850 Mr pa3BuBaeTCA NoyeyHas HeJOCTAaTOYHOCTb BC/AeACTBME NOBpe-
HAEHUA KNYy6OYKOB M MPOKCUMa/IbHbIX OTAEN0B KaHanblieB. CUMNTOMbI Mopa)keHns K1y604KoB
noABAAOTCA Ha 3-5-21- AHM noc/ie BBegeHUA npenapaTa. PyHKLMA MOYeK BOCCTaHaB/IMBAGTCA
Ha 2-4-1 Hefene, B HEKOTOPbIX C1y4anx — Yepes HeCKO/IbKO MecALeB Nocae OTMeHbl Npenapara.

B TeyeHue nepBbix 4 MecALLeB MOHOTEpPanuu 1 Npu KOMbUHaLUK LMCNAaTMHA C 61e0MULK-
HOM M BUHKPUCTUHOM MOTYT Hab1t04aTbCA CUMNTOMbI FEMOIMTUKOYPEMUYECKOTO CUHAPOMA:
a3oTeMus, aHeMus, NoBbileHVe akTUBHOCTU JIAT  TpoMboLuTONneHUs. BO3MOXHbI 31€KTpo-
NINTHBIE HAPYLWEHNA: TMNOHAaTPUMEMUA, KOTOPan pa3BMBaeTCA B pe3y/abTaTe HeJ0CTaTOYHOM
CeKpeumm aHTUANYPeTMYeCKOro ropMoHa (Ba3onpeccmHa), noBblwatowero, nyTéM BCTpamsa-
HUA aKBaNOPMHOB-2 B anuKabHYy0 MeMOpaHy 3NUTeNnaNbHbIX KN€TOK ANCTaNbHbIX KAHAN0B
1 cobupatesnbHbIX TPy6OUeK, UX MPOHNLAEMOCTb A/18 BOAbl; CA€ACTBMEM 3TOrO ABAAETCA
pa3BuUTUE HecaxapHOW IIOKO3YpUK, rMnepMarHMinypum u napannenbHoe CHUKEHMEe KOHLeH-
TpaLuu MarHva B KpOBUW; TMMOKaAMEMUA U FTuNoKanbumeMuna. IHayumpoBaHHas 4UMCNaaTuHOM
rMNoOHaTpUeMna MOXeT MepCcMcTUpPoBaTh B TeyeHue 6 neT u bonee.

AnA npodUNaKTUKMN HePPOTOKCUYHOCTH LMCNAATHHA HEODXOAMMBI CAeAytoL e MePONpUATUA:

+  PasgenuTb CyMMapHYy 403y UMCNAATUHA Ha 5 AHelt, o6uwan g403a (3a 5 g4Hell) He 40/KHa
npesbiwaTh 120 Mr/m2.

+ ObecneynTb ruapaTtaumio B nepro/ BBejeHNs npenapaTa: rugpaTtauua 4oKHa 6biTb
HavaTta 3a 12-24 vyaca (npeAnoYTMTENbHO — 3@ 3 Yaca) A0 Ha4yana BBEAEHMA LWCIIATHHA
u3 pacyérta 0,5-1,5-2,0 n/M20,9% pacteopa NaCl; 06béM paccunTbiBae€TCA MHAUBUAYANBHO,
B 3aBMCMMOCTU OT BOJIEMUYECKOro CTaTyca U KapAMopecnupaTopHbix 0cobeHHOCTel
nayuneHTa.

+  [1poBOAUTb MOHUTOPUHT CYTOYHOrO ANYpe3a: MPU 3ajepKKe KMAKoCTH Bonee 1 anTpa
Ha3Ha4YUTb MAaHHUTON A0 BBeAEHMA LMcCnaaTuHa, npu 3ToM CK® gonxkHa cocTaBuTb
125 Mn/MuH. Mpy NnpUMeHeHUM LucnaaTrHa B 4o3e 6onee 60 Mr/M? BBegeHUe MaHHWUTONA
B f03e 8 /M2 0693aTeIbHO, ANYPE3 JO/IKEH COCTaBUTL He MeHee 250 MA1 3a 30 MUH.
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+  HasHauuTb HepponpoTekTopbl (aMUbOCTHH 1 THOdOChaT).

He cyuwecTByeT apPpeKTUBHbIX METOAOB SIe4eHNA NOBPEXAEHMNA NOYeK, BbI3BAHHOTO
UMCNNATUHOM, HO MPUMEHEHMEe CPe/CTB, 3alMLLaOLMX CTPYKTYPbl MOYEK OT TOKCUYECKOro
BO3/eiCTBMA Npenapara, N03B0O/AAET YMEHbWUTb PUCK ITOTO OCNONKHEHWUA. AHaNOru rnyTa-
TWOHa — aMUPOCTHH U TodochaT — YHUUTONKAIOT CBOO6OAHbIE PaAMKasbl U CBA3BIBAIOTCA
C LMCNAATUHOM, KPOMe TOro, aMUPOCTUH MHIMBMPYeT NPO-anonTo3 B KAeTKax KaHa/iblLeB
M TeM caMbIM 3alMLLaeT X OT NOBPeXAatolero 4eCTBUA LMCNAATUHA. YKa3aHHble npenapathl
He yMeHbLatT NPOTMBOOMYX0AEBOro AeNCTBUA UnCnaaThHa.

Mpenapatsl naaTuHbl 2 (kap6onaaTtuh) 1 3 (OKCaAUMNAATUH) NTOKONEHNI aCCOLMUPOBaHbI
CMeHble HepPOTOKCMYHOCTbIO 61aroAaps, rMaBHbIM 06pa3oM, OTCYTCTBUIO B UX MOIEKY1aX
MOHOB X/10pa.

3.2.TeMuynTabuH

Mpu neyeHUn reMunTabrHOM MOXKeT HabatoAaTbCA noBbiweHne A/, ANCOYHKLMA NeYeHn
nnoyek, paasmme FeMOI‘IVITVIHeCKOl‘/‘I aHeMuu, TpOMGOLLVITOI'IEHI/II/I n FeMOI‘IVITVIKpreMI/I‘-IeCKOFO
cuHapoMa B 2,5% cayyasx. [eMoAnanuns no3BoaseT CHA3UTb KOHLLEHTPaL Mo NpenapaTa B KpoBH,
1 B 60/IbWIMHCTBE Cy4aeB yAaéTCA BOCCTAaHOBUTb UK YAY4IINTb GYHKLMIO NOYeK, HO B 25%
CNny4vaeB OTMeYaeTCA NPOrpeccupoBaHme MOYeYHON HeO0CTaTOYHOCTM 40 TEPMUHANBHOMN
cTaguu. BBuay toro, 4to 40 89% TOKCMYHbBIX MeTaboNMTOB NpenapaTa BbIBOAUTCA NOYKaMMK,
AN OLEHKM GYHKLMOHANbHOTO COCTOAHMA MOYeK A0 HaYana AevyeHus LeaecoobpasHo onpe-
penenne CKO, B npouecce nevyeHns HeobxoamMa ruapaTaumna cbasnaHCMpOBaHHbIMU 31€KTPO-
NTHBIMK pacTBOpaMu U3 pacyéta 30-40 Ma/kr/cyT.

3.3. MeToTpekcar

HedppoToKcnyHOCTb MeTOTpeKcaTa 3aBUCHT OT 03bl MpenapaTa v CKOPOCTU 3ANMUHALUN.
Mpwv BBeAeHUN B 6onblunx 4o3ax (1 7/M2) B yCNOBUAX KUCAON peaKLUm MOYU NMPOUCXOANT
npeunnuTaLmna KpUCcTanioB MeTabosIMTOB BHYTPYW KaHaNbLeB, U Yepe3 1-2 HA pa3BUBaeTCA
KPUCTaNAVHAYUMPOBAaHHAA HEOANTYPUYECKAA M HENPOTENHYPUYECKAA NOYeYHas HeJoCTaTou-
HoCTb. [pn Hannumm y nauynenta mytauynm reHa SLCOTBT BoiBeJeHMe MeTOTpeKCaTa 3aepu-
BaeTCA. MI3BECTHO, YTO NPM BbICOKOI KOHLLEHTpaLum MeToTpekcaTa B kposu (1-121/M2) B 47 %
cnydaax CK® cHmxaeTcanoyTu B ABa pasa. [lpenapaT Bbi3biBa€T rMNOKaAMeMUYECKNI aLnA03
M TUMOKaNbLMYPUIO, @ TaKKe TOKCMYECKOe MOopaXKeHne nevyeHun, Mneaocynpeccuio. JKCTpa-
peHasbHble OC/I0KHEHNA MOTYT HabAloAaTbCA B TeYeHUe B CPeiHEM 7 iHel noc/e BBeAeHNA
mMeToTpeKcaTa. PaKTOpaMu PUCKa, BbI3bIBAOLMMM MOBbILWEHE METOTPEKCAT-0N0CPe/40BaHHOM
HePPOTOKCUYHOCTH, ABAAIOTCA NOXKMAON BO3PACT, MYMCKOW MO/, BbICOKME A403bl NpenapaTa,
napasnnenbHan Tepanna HEKOTOPLIMU aHTUOUOTUKAMU, MHTMEUTOPAMU MPOTOHHOW NOMMBI.
C LeNblo CHUXKEHMNA pCKa HePPOTOKCUYHOCTM MeTOTpeKcaTa peKoMeHayeTcA:

+ [lpoBoauUTb runeprugpataynio cbasaHCMpPOBaHHbIMU MO 3N1€KTPOJUTHOMY COCTaBY
M OCMONIAPHOCTYK pacTBopaMu B go3e 40-60 MAa/Kr/cyT n olwjenadymBaHne Mo4u BBe-
AeHVeM rugpokapboHaTa HaTpua (peakuma A0/KHA BbITh WEN0YHON B AeHb BBEAEHNA
v B nocaeaytowme 2-3 gHa). [lnsa 37oro 8/8 (KanenbHo) BBOAAT cMecb U3 40 Ma 4,2%
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pacTBopa HaTpua rugpokap6orata (NaHCO3) 1 400-800 M/ M30TOHUYECKOTO pacTBopa
NaCl HakaHyHe, B fieHb fledyeHna 1 B nocaegytowne 2-3 gHA. JleyeHne MeTOTpeKCaToM
B MOBbILIEHHbIX W BBICOKMX 403ax (2-15 r/M?2) coyeTaloT C yCUAeHHOW ruagpaTauueit (4o 2 1
KUAKOCTHW B CYTKM). [IPUBbIABAEHNM aLUMA03a HEOBXOANMO yCTpaHeHMe gepuLmuTa 0CHO-
BaHWIM rnapokapboHaTOM HaTpus U3 pacyéra (BE x Macca Tena)/2 =X Mn 5% pactsopa
NaHCO3 nog koHTponem KW CkpoByn (BE — OTKNOHEHWE KOHLEHTpauuu 6ydepHbx
OCHOBAaHWI OT HOPMa/IbHOr O YPOBHSA).

+ HasHaumTb «neTneBbie» ANypeTUKN.

+  [1pu Ha3HaYeHMM BbICOKUX 403 MeToTpekcaTa (2-15 r/M?) Heo6x0AUMO B/B BBeAeHUe
neiikoBopuHa (Kanbuma GonnHaTa, NPeACTaBAALLEro CO60M BOCCTaHOBEHHYO GOpMY
$0NeBO KNCNOThI M MO3BONAIOLWEr0 HOPMaN30BaTb HapyLeHHbI NpoLecc BUoCUHTe3a
AHK, PHK 1 6enkoB; 3alynTHOE AeNCTBME NPOABAETCA TO/NbKO B OTHOLWEHWU 3,0pPOBbIX
KneTokK) B go3e o1 100 go 1000 Mr/m2 kaxable 3 1 6 4 NoC/e BBEAEHUA METOTpPeKcaTa.

+  Ha3HayeHue KanbUMA ponnHaTa HeOOXOAMMO TaKKe MPU BbIABAEHUM BbICOKMX CbIBOPO-
TOYHBIX KOHLEHTPaL i MeToTpeKcaTa: NpY KOHLeHTpaL M MeToTpekcaTta > 0,2 MKMOAb/ 1
yepes 72 4aca u 0,05 MKMonb — Yepe3 96 4acoB Nocne ero BBeJeHNA Ha3HavYaeTca
Kanbumna GoanHaT BHyTpb, B/M uan B/B B Ao3e 15 Mr Kax<Able 6 4acoB 40 Tex Nop, Noka
KOHLIeHTpaL A MeToTpeKcaTa He CHU3UTCA A0 YpoBHA < 0,05 Mkmonb/A. Mpu coxpa-
HEHUU BbICOKMX CbIBOPOTOYHbIX KOHLEHTPaLui MeToTpekcaTa (=50 MKMoOAb/ 1 —ye-
pes 24 yaca, = 5 MKMO/b/ 1 — Yyepe3 48 4acOB) UM YBEWYEHUM COAEPIKAHUA KpeaTUHMHA
B nnasme Ha=100% B TeyeHne 24 yacoB NOC/e BBe/EHMNA MeTOTpeKcaTa Ha3HavyaeTCa
Kanbuuna ponuHat B go3e 150 Mr B/B yepes Kaxble 3 4aca 40 CHVKEHNA KOHLeHTpaLum
MeTOoTpeKcaTa A0 ypoBHA < 1 MKMOAb/ /1, 3aTeM — B/B, B A03e 15 Mr yepes Kaxable 3 4aca
A0 CHUXKEeHWA KOHLeHTpaLMa MeToTpeKcaTa B naa3Me 40 ypoBHA < 0,05 MkMoAb/ A

* MoHUTOpPUPOBaTb YPOBEHb KpEATUHMHA M KOHLEHTPALMIO METOTPEKCaTa B KPOBM B TedeHne
nepBbix 24—48 4y noc/e BBeeHWA, 4TO NO3BONAT CBOEBPEMEHHO OPraHn30BaTh HE06X0AUMble
SKCTPeHHbIe Mepbl, BK/OYAIOLLME Ha3HauYeHNe N1eiKOBOPUHA U TUMUAWHA B A03e 8 T/M?/CyT,,
1 MO3BOAAKOLLME 3HAYNTE/IBHO CHU3NUTb CUCTEMHYIO TOKCMYHOCTb M HEPPOTOKCUYHOCTD.

+ [lpy coxpaHeHMM BbICOKOW KOHLEHTpaLM MeToTpeKcaTa B KPOBW, BHE 3aBMCMMOCTH
OT YPOBHA a30TeMUN NOKa3aHO NpoBe/eHne BbICOKONOTOYHOrO reMoAnannsa uam remo
(ava) puabTpaLMu € pacyETOM NHANBUAYANBHOTO KAMPEHCA, B 3aBUCUMOCTU OT YPOBHs
CbIBOPOTOYHOIO MeTOTpeKcaTa. [1pu npoBejeHnN BbllieyKa3aHHON 3KCTPaKopnopasibHOM
reMOKOPPEKL MM YPOBEHb METOTpeKCaTa yMeHbllaeTcs B cpefHeM Ha 75% (B npegenax
0T 42 80 94%).

+ CTeneHb 3nMMUHaLMKM NpenapaTa yBeANYMBaeTCA NPU yBEANYEHUN MPOAO/MIKNTENBHOCTM
KaMgomn npoueaypbl reMo (4na) GuabTpaLMm 1 yBENYEHUN KPATHOCTM NPOLEAYP, BHe
3aBMCHMMOCTM OT YPOBHA a30TeMUN. [PV BOSMOXKHOCTU MHTEHCMBHOW 3KCTPAKOPMNopaib-
HOW ZleTOKCMKaL MM 03a MeTOTPeKcaTa MOXET He CHMXKaTbCA, B OCTasIbHbIX CAyYanx 403a
onpegenaeTca UHANBMAYaNbHO [py NpoBeAeHNM aKTUBHOWM rMpaTaLm 1 ollenaymBaHma
MOYM MHINbUpyeTCca obpasoBaHMe KpUCTANN0B, U TOKCMYHOCTb METOTPEKCaTa MOXeT 6biThb
ymeHblieHa Ha 15%. Beegenne «neTnesbix» ANYPeTUKOB M pacTBOpa X/N10pnAa HaTpua
MO3BOAT NOAAEPKMNBATb BbICOKUI YPOBEHb KNYO6OUYKOBOW GUNBTPALMM U HETOKCUYECKUIA
ypOoBeHb MeTOTpeKcaTa (MeHee 0,1 MMOAb/ n).
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3.4. lokcopy6uumH

ObnaaaeT 3HaYNTeNIbHON KAaPANOTOKCUYHOCTBIO, 0COBEHHO NpK CyMMapHo 4o3e 560 Mr/m2.
CHUXeHUe cepseyHoro Beibpoca NPpMBOANT K Pa3BUTUIO NPepeHanbHOM NOYeYHOW HegoCTa-
TOYHOCTM, KOTOPaA MOXeT NPOABUTHLCA B CPOKM OT 1 40 6 MeC. NOCNe NOCNeHEro BBeAeHNA
npenapaToB. AHTpaUuKAMHOBaA HepponaTua XxapaKkTepu3yeTcs paHHUMU NOBPEXAEHUAMU
KNYy6OUYKOB 1 OTCPOYEHHBIMU NMOBPEXAEHNAMYM KaHanbLeB. Kny6o4yKoBbie M 0CO6EHHO KaHab-
LeBble MU3MEeHEeHWA BO3HUKAIOT BCAeACTBME NOBPEXAEHUA MUTOXOHAPUNA, T. K. BbIABEGHO
CHMXeHne cooTHoweHnA umutoxpoma C v okcmgas nogTunos | u IV. MockonbKy npenapaTt
4acTUYHO (0K0/10 5-12% B TeYeHwue 5 AHel) BLIBOAUTCSA MOYKaMM B HEU3MEHEHHOM BUAE U B BUAE
MeTabo/MTOB, B Ka4ecTBe NPOPUAAKTUKN HeGpONaTUN, TOMUMO COBNIOAEHNA KYMYAATUBHOM
£,03bl U KAPAMONPOTEKTUBHOM Tepanuu, nokasaHa UHPy3noHHas tepanua 0,9% pacTsopom
NaCl B go3e 20-30 mMa/Kr/cyT. B TeueHue 5-7 gHel.

3.5. Mutomuuymnu C

MpU AOCTMKEHUN KYMYNATUBHOM ,03bl 40-60 Mr/M? 3a nepunoy neyeHns Ha 4-8-i Hegene
nocne BBeJEHNA NOCNeAHEN 03bl MpenapaTa MOXeT Pa3BUTbCA FeMOIMTUKOYPEMUYERCKII
CUHAPOM, UMeIoL NI He61aronpUATHLIA NPOrHO3. bOABLWMHCTBO 60bHbBIX C NOAOOHBIM
OC/IOXHEHNEM B Te4eHne 4 MecaLLeB yMUPAIOT OT MOYEYHOMN UM AbiXaTeIbHOW HeJ0CTaToN-
HOCTWU. Mepbl cneymanbHON NPOGUAAKTUKN HEU3BECTHbI; MPU Pa3BUTUMN TAKENON GOPMBI
reMONMTUKOYPEMUYECKOTro CUHAPOMa 6ONbHOIM A0/KEH HAX0AUTLCA Noy HabaogeHneM
Hedposiora, CTaluMOHap AO/MKEH pacnonaraTb BO3MOXHOCTbIO BbIMOSHEHNA 3aMeCTUTeIbHOM
noYeyHoW Tepanuu.

3.6. Ubochamug

ABNAETCA CTPYKTYPHbLIM aHanoroM yuknopocpammga. OcTpan n XpoHMYecKas noyeyHan
He/0CTaTOYHOCTb pa3BuBaeTca B 18-28% cayyanax npu nevenum npocpammgom. HeppoTok-
cnyHocTb npochammnaa npeAcTaBaeHa KaHabLieBbIM NOBPeX/AeHneM 1 06yC0BAEHa BbICOKOM
Kcnpeccuent LMToxpoma p450, oTBeTCTBEHHOr0 3a MeTabonnsm npochammza, B TOKCMYHbIE
cybcTpaThl, B 4aCTHOCTM, XN0paleTanbaerus. BosmoxHo passutre cuHapoma GaHKoHN.
MeTabonnt npocdammnaa akponenH okasbiBaeT NoBpexgatollee JeNCTBME Ha SNUTENNN
MOYeBbIBOAALMX NyTel 1 Bbi3bIBaeT pa3BUTUE reMopparuyeckoro uuctuta. Mpocpamug
noBpeX/AaeT NPOKCUMabHbIA OTAEN KaHa/blieB, BbI3bIBAET feNelnio MUTOXOH/APUAbHOM
AHK 1 nHrnbuposaHune okncanTenbHoro ¢ochopuavpoBaHus, 4To NPOABAACTCA BTOPUYHBIM
cvHApoMoM DaHKOHM (aMuUHoaumMaypusa, runodocdaTypus, rioKo3ypus 6e3 runepriamkeMuu,
HeaHWOHHbIN MeTaboNMYeCKMit aunao3). Y 601bWKNHCTBA 60/1bHbIX, NONYyYaBWKX nbochamug,
pa3BMBaeTCA yMepeHHas Tybynonatua, KoTopas nNposBaseTcsa npexoasiieit depmMeHTona-
TWei U BpeMeHHbIM NOBbIWEHNEM IKCKpeLun 6enka. BO3MOXHbI NOBPeXAeHUA ANCTabHbIX
OT/eN10B KaHa bLeB, NPUBOAALLNE K MOYe4HOMY AnabeTy. TOKCUYECKON KyMYNATUBHOM 0301
npenapata aBaseTcA 60-72 r/m?3a nepnog nevenns. PUCK HeGpoToKCUUYHOCTU npochammnsa
3Ha4YWUTe/IbHO BO3pacTaeT C BO3PaCTOM M MPU HaIUYMM CONYTCTBYOWLero 3a601eBaHMA NoYek.
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Mpu koMbUHauum ndocdamMmmnaa c aANoNypMHOAOM UAN CYyIbGUHMMPA3OHOM MOBbLIWALTCA
KOHLEHTpaLMa MO4YeBOW KNCAOTbI B KPOBU, YTO yBEANYMBALT PUCK HepponaTum U ycuamnsaeT
MUesoTOKCUYeCKOe AelicTBMe npenapaTa. lnsa npegoTBpalleHnsa HeppOTOKCMYHOCTH Npena-
paTa ¥ pa3BMTUA reMOPpParM4yeckoro LMCTnTa Heo6XoAnMO:

+  Beegenve dusnonormnyeckoro pactsopa u3 pacyérta 25-30 MA/Kr/cyT A0 BBeAeHUA
ndochamumaa.

+ B nepuog BBegeHus nbochammnga HeobXoANMMO Ha3HaYeHME MECHbI, ABAAIOLLENCA aHTU-
AOTOM aKkposienHa u MeTabonnTos okcasapochopuHos (unknopochamusa v npocd-
amuga). Paszosas 403a MeCHbl A4Nf B3pOCAbIX cocTasnseT 20% OT A403bl LUTOCTATUKA,
nepsoe BBe/JeHWe NpoBOAAT OAHOBPEMEHHO C MepBbIM BBeAeHMeM npocdpamnga, BTopoe
M TpeTbe — Yepe3 4 1 8 4acoB NOC/Ae NMepBOro BBeAeHUA. Y AeTeit pa3oBan 403a MeCHbI
cocTtasnfaeT 60% A03bl LUTOCTATUKA, BBEAEHME NpenapaTa NPOAO/KAIOT KaxAble 3 Yaca.
Mpu HenpepbiBHOM 24-4acoBoii UHY3UM npochammuga unm yuknopochammaa MecHy cne-
AyeT BBOAUTL B A03e 20% OT A03bl LMTOCTaTUKa B Havane uHdy3sum, 3atem — B gose 100%
OT A,03bl LMTOCTaTKKa B BUAe 24-4acoBOM MHPY3MM; MO OKOHYAHUM BBeAeHMA LUTOCTaTuKa
BBe/leHMe MeCHbl MpoAo/KaloT elwé 6-12 yacoB B TOW e Ao3e. B cayyae nprMeHeHuUs
oKca3adpocHopMHOB B O4eHb BbICOKMX A03aX, HaNnpuMep, nepej TpaHCNAaHTaLMen KOCTHOro
Mo3ra, 06Lasn 403a MeCHbl MOXeT 6bITb yBenyeHa 40 120-160% oT A03bl okcazadpocdopurHa.
AHann3 yTpeHHe MOYM Ha Hanyme KPOBM PEKOMEHAYETCA BbIMOHATD KaXAbIV AeHb.

+  [lpy NnoABAEHUN CUMNTOMOB TOKCMYECKOrO NMOPaXKeHUsA Noyek cneayeT nNpekpaTuUTh
BBe/leHMe npenapara.

3.7. Uuknodocdamug

MpenapaTt MOXeT BbI3bIBaTb reMOpparniyecknii LUCTUT, TMNoHaTpueMuio. NpUYnHON
TUNOHATPMEMU ABNACTCA HapyLieHMe SKCKPeL UM MoYKaMm BOAbl. MexaHn3M 3TOro ABAeHNs,
BepoATHEee BCEro, CBA3aH C HEMOCPeACTBEHHbBIM BAUAHMEM LnKAopoCchaMmnia Ha ANCTaNbHble
OTAeNbl KaHaNbLeB, a He C MOBbIWEHWEM YPOBHA aHTUANYPETUYECKOrOo ropMoHa. lMnoHaTpue-
MUA 06bIYHO Pa3BMBAETCA OCTPO U pa3pellaeTca Noc/ie npekpaleHns BBejeHUA npenapara,
npu6an3NTenbHO Yepes 24 4. [lns NpoduNaKTUKN 3TOTO OCTIOKHEHUA Nepej BBeJeHNEM
umknodochaMmga peKoMeHAyeTCA NPOBECTU NHY3MI0 GU3MONOTMYeCKOro pacTBopa U3 pac-
4éta 25-30 Ma/kr/cyT.

3.8. bucdocpoHarbl

MaMuApoHaT 1 30/1epOHOBAA KMCA0Ta MPUMEHAIOTCA B COCTaBe KOMBMHUPOBaHHOW Tepanuu
runepKanbLeMni, BbI3BaHHOM 3/10Ka4eCTBEHHOM ONyX0bto. [laMUAPOHAT MOXKET BbI3bIBaTb /I0Ka/1b-
HbIli CErMEeHTapHbIV CKNePO3 U CerMeHTapHbI FOMepy/I0CKAePO3, KNMHUYECKU NPOABAAIOWMUI
HeppOTUYECKMNM CUHAPOMOM U MOYEYHOU HeAOoCTaTOYHOCTbI. B 2-10% cnyyaeB passuBaeTcs
OCTPbI KaHa/IbLieBbIi HEKPO3. Y 9-15% nauneHToB, KOTOpbIe MOYYaaN 30/1€ 4ApOHOBYIO KUCOTY,
OTMEeYeHO pa3BuUTUe ANCHYHKLMM MOYEK C MOBbILIEHNEM YPOBHSA KpeaTuHMHa 1 passutmem OMMH.
Mpu HasHaveHUn buchocdhoHaToB 60/IBHBIM C PaCNPOCTPAHEHHbBIM OMYX0/IEBLIM NPOLLECCOM
nannocne gavtensHol Tepanvun HMBC Bo3pacTaeT pUCK nx HeppoToKeuuHocTw. Mpu B/B BBEACHUM
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6rcdpocdoHaTOB HEOOXOAMMO MOHUTOPUPOBAHUE GYHKLMM MOYeK. Mpu yxyalueHnn GyHKLUM
noyek sie4eHve npepbiBaeTcA. llocne BOCCTAaHOBAEHUA GYHKL MW MOYEK NPU MOBTOPHBIX KypCax
[,03y NpenapaToB caeAyeT CHU3UTbL Ha 10% WAu Ha3HauUTb NpenapaTt B MUHUMa/bHON fo3e.
He cnepyeT HasHavaTb 30/1€4pOHOBYIO KUCAOTY NPU KANPEHCe KpeaTnHUHa MeHee 30 MA/MUH.

3.9. beBayusymab

B ocHoBe MexaHW3Ma eCTBUA NIeKNT CeNIeKTUBHOE yrHeTeHne 61M010rM4ecKo aKTHB-
HocTu VEGF, KOTOpbIN cekpeTupyeTcsa NojoLuTamMm KNy60o4uKoB U perynmpyet Kayboukosyto
BaCKy/aApu3aumio, K1y6oukoBbili 6apbep n dpuabTpaymio. Mpu geduuymte VEGF nponcxoamt
JM3UC 3H/0TENNA FIOMepY, pa3BMBaeTCA aBaCKyAAapu3aLna, a npy n3bbITOYHOM ero cekpeuun
yCUAUBaETCA BaCKyaapu3aLuma U UHAYLMpyeTCca onyxonesas nponndepauyuna. besaunsymab
CHV)KaeT BaCKy/iApU3aLnio U TeM CaMbIM yrHeTaeT pocT onyxonu. [pu npuMeHeHUn npenapaTa
OTMEeYeHO yBe/IYeHne 4acToTbl MoBbieHNA A/l n npoTenHypun. OnucaHsl Cay4an pasBuTus
TPOMBOTNYECKON MUKPOAHTMOMATWUM U FOMEPYoNaTUNM C MUHUMaAbHBIMU U3MEHEHUAMMU,
KAVHWYeCKy npoaBaaowmnecs HeGpoTM4eCckMM CUHAPOMOM N OCTPOI MOYEYHON HeA0CTaTOY -
HOCTbt0. B 3TMx CAy4aaXx peKoMeHAYyeTCA NnpepBaTb MpOTUBOONYXO/1€BOE 1Ie4E€HNE U HA3HAYNTDb
KOMIM/IEKCHY0 Tepanuio, BKAIOYaIoLL Y0 BbICOKME 403bl IOKOKOPTUKOCTEpOUA0B (1-2 Mr/Kr/cyT),
BBEJEHME CBEKE3AMOPOKEHHON NNa3Mbl, nnasmMadepes v 4p.) No4 HabawgeHnem Hedponora.

3.10. KapMyCTUH, NOMYCTUH, CTPENTO30TOLMH U CEMYCTUH

MpeacTaBAAOT COBON MMPOPACTBOPUMBIE MPOU3BOJHbIE HUTPO3OMOUEBYHbI, IPUMEHAEMble
NPV OMYX0/IAX FOJIOBHOIO MO3ra. TOYHbIN MexaHV3M HePpPOTOKCMYHOCTM 3TUX MPenapaToB A0 KoHLa
He n3BecTeH. HeGpOTOKCMYHOCTb CeMYCTWNHA Peann3yeTca Npu AOCTUIKEHUIN CYMMapPHOW KypCoBOM
A03bl 1200 Mr/m2. NpUMeHeHe ceMyCTUHA B BBICOKMX 03aX NMPUBOAMUT K NpOrpeccupyoliemy
CHUXKEHMIO QYHKLMU NOYEK 1 BbIpaXKeHHOMN NOYeYHON HeAoCTaToYHOCTH Yepe3 3-5 ieT. Xapak-
TEPHLIM MOPPONOrUYECKUM NPU3HAKOM NOPaXKeHUA NOYEK ABNACTCA I/IOMePYNAPHbIV CKNepo3
B COYeTaHnmn ¢ pubposoM. Y 65-75% 60/1bHbIX, 4ANTENBHO MONYHABLNX CTPENTO30TOLMH, TaKKe
MOryT Habt0AaTbCA NPU3HAKN HEGPOTOKCUYHOCTW. MepBbIM MPU3HAKOM NOBPEXAeHUA NoYeK
4aCTO OKa3blBAeTCA NPOTEUHYPUA, 3aTeM MOABAAOTCA NPU3HAKM NOPaAXKEHNA MPOKCUMA/bHbIX
0TAeNoB KaHa bLieB: pochaTypus, IIOKO3YPUA, aMUHOALMAYPUA, YPUKO3YPUA M BuKapboHaTypus.
[p1 NnoABAEHWUM YKa3aHHbIX CUMNTOMOB C/e/yeT OTMEeHUTbL npenapat. CUMNTOMbI NOpaXeHUa
MoYeK MOryT COXPaHATLCA MPUMepPHO 2-3 HeA. Mepbl NpOPUNAKTUKM He pa3paboTaHsbl.

3.11. IngpokcMouyeBUHa

ABnAeTcA MOWHbBIM UHTMEMTOPOM cHTe3a JHK 1 BbIBOAMTCA rNaBHBIM 06pa3oM NoYKaMu.
B HekoTOpbIX MCCNeA0BaHUAX Ha GOHE NeYeHNA TMAPOKCYMOYEBNHON OTMeYeHO NoABAeHNE
NPOTENHYPUM, reMaTypun, NeKOLUTYPUM, yMEPEHHOE CHUXEHME KAupeHCca KpeaTUHUHa 6o
NoBbILIEHNE COAEPKaHNE MOYEBMHBI B KPOBU. ST ABNEHWA Pa3BMBAIOTCA Yallle NPY YBEANYEHUN
A03bl NpenapaTa Bbiwe 600 Mr/M2. Mpy NOABAEHUM CUMNTOMOB HEPPOTOKCUYHOCTH CaesyeT
YMEHbIWNTb 403y AU OTMEHUTL Npenapar.
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3.12. dnypapabuH

YacTo NpMBOAMUT K MOYEYHON ANCHYHKLUMM U MOYEYHON HEJOCTAaTOYHOCTU BCAGACTBUE
pa3BUTMA CUHAPOMaA IW3KCa ONYXOM, KOTOPBIN Yalle BCero Hab/lo4aeTca y reMaToNor nyeckmux
NayumeHToB € 60/IbLWION OMYX0/1eBOM MAacCoi (MaccMBHas AMMdageHonaTus, CnaeHoMeranus,
neikounTos >100,0 x 10° 1, ONyX0N€BOE MOPAKEHME MOYEK) U BBICOKON YYBCTBUTENBHOCTbIO
OMYXO/U K eKapCTBeHHOW Tepanuu. /labopaTOpHbIMU KPUTEPUAMKU CUHAPOMA IN3MCa OMNY-
X0/ ABNAOTCA rMNEpypUKEMUSA, runepkaavemus, runeppochareMmns u runokanbunemMums,
KNMHWYECKUMU — OCTpas noyeyHas HeJOCTaTOYHOCTb, CYJOPOXHbIVi CUHAPOM, HapylleHKe
pvTMa cepaLa BN/OTb 40 BHE3aMHOW CMepTy.

C uenbto NpodUAaKTUKM CUHAPOMA IN3MCa OMYXOAN He06X0AUMO:

+ ob6ecneynTb XOPOLINA BEHO3HbIN AOCTYN U MOCTOAHHbI KAPANOMOHUTOPUHT;

*  NpoBOAUTL rMApaTauuio B 06bEMe He MeHee 2 1/M?/CyTKM, 4TO MO3BONUT YBEANYUTD
AVypes3 1 BbiBeeHMe MOYeBOM KMCAOTbl U pochaToB; rmapataLmna JOMKHa HaUMHATLCA
3a 24-48 4acoB A0 Havyasa XMMMoTepanuu n NpogonxaTbca ewé 48—72 yacos nocne eé
3aBeplieHus;

*  Ha3Ha4YuUTb annonypuHon wav 6eHsbpomapoH B fgo3e 300 Mr/mM2/cyTku 3a 2-3 AgHA
Ao Havana XT n B nepuog XT,

*  NpW pasBUTUM OCTPOI NOYEYHON HeAOCTAaTOYHOCTH CNeAyeT HayaTb 3aMeCTUTE/bHY IO
MoYyeyHyto Tepanuio (reMoAmanmns) Kak MOXKHO CKopee.

Takum 06pa3OM, MHOTrune NpoTUBOONYXO/IEBble IEKAapCTBEHHbIE CpeACTBAa BbI3bIBAKOT
TOKCMYeCKoe MopaxeHue noyek, NpoABAAIOLLEeCA Pa3BUTMUEM NOYEYHOW HEA0CTaTOYHOCTH,
reMo/IMTUKO-yPeMNYEeCKOro CUHAPOMA, CUHAPOMa PaHKOHM, NoYeYHOro gnabeTa, 31eKTPONUT-
HbIX HapYWeHWI 1 CUHAPOMa IN3KCa ONyxon. MIcxofHO BOBAEYE€HHbIE B OMYXO0/1€BbI NpoLjecc
NoYKW Hanbonee yA3BUMbI A8 TOKCUMYECKOrO BO3/1€CTBUA IeKapCTBEHHbIX NpenapaToB.
Mpn XT 60/1bHBIX OHKONOTMYECKMMM 3ab0NeBaHNAMM, aCCOLUMMPOBAHHBIMU C MOPaXKEHNEM
MoYeK WM C NOYEYHOW HeJOCTaTOYHOCTbIO, He06X04MMa KOppeKL WA 403bl NpenapaTa B 3aBu-
CMMOCTW OT YPOBHSA KpeaTuHUHa B KpoBW (Ta6. 5). ECav 60/1bHOM HAXOAMTCS Ha reMojnanuse,
TO KOPPEKLMIO 03bl XMMUONpPenapaToB NPOBOAAT B 3aBUCUMOCTY OT X papMaKOKMHETUKN
1 OT MPOLLeHTa BbIBEAEHUSA NpenapaTa Yyepes MeMbpaHy gnanuszartopa (Taba. 6). ITu pekoMeH-
Aaunmn OCHOBaHbI Ha NPAMOI TOKCMYHOCTM NpenapaTa U CHYXKEeHWUN KAPEHCa KpeaTUHMHa.

Ta6auua 5. Koppekuus 403bl NpenapaToB B 3aBUCUMOCTM OT CKOPOCTH
Kny60uKoBOW GUNBTPALIUN.

JlekapcTBeHHOe CpeACTBO CKOpOCTb KNy604KOBOI pUAbTPaLUM, MA/MUH.

30-60 10-30 <10
breoMuymH 50% pac4éTHO 403blI OTMeHa OTMeHa
Kap6onnatuH PacuéT go3bl npenapata no popmyne Kansepta
Lucnnatun 50 OTMeHa OTMeHa
Lnknodpocdpamus Koppekuus 403bl Koppekuwsa ao3bl 50

He TpebyeTcs He TpebyeTcs
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JlekapcTBeHHOe CPeACTBO CKOpOCTb KNy604KOBOI GUALTPALUM, M/ MUH.

30-60 10-30 <10
LinTosunH-apabuHosa 50 OTMeHa OTMeHa
[lakap6a3suH 75 50 OtmeHa
STonosug, Koppekuwsa go3bl Koppekuua g03bl 50

He TpebyeTcs He TpebyeTca
dnypapabuH 75 50 OTMeHa
[MApOKCMMOYeBUHDBI FMAPOKCUKapboHaT | 75 75 50
Mocpammng 75 50 OTtmeHa
MendanaH 75 75 50
MeToTpekcaT 50 OTmeHa OTtmeHa
MutomMuLmH 75 50 OTMeHa
MenTocTaTUH 50 OTtmeHa OtmeHa
TonoTekaH 75 50 OTtmeHa

4. TAKTUKA NMPOTUBOOMYXOJIEBOIO
NEKAPCTBEHHOIO JIEHEHNA OHKOJIOITMYECKUX
BOJIbHbIX, HAXOAALWUNXCA

HA NPOrPAMMHOM rEMOZUA/IN3E

Y nayneHToB, CTpajalolnx TePMUHANIbHON XPOHNYECKON NOYEYHON He0CTaTOYHOCTbIO
(TXTTH) 1 HaXOAAWMXCA HA MPOrPaMMHOM reMOAMNaN3e, PUCK PAa3BUTUA 3/10KaYeCTBEHHbIX
OMyxoaeln pasfNyHbIX J0KaAU3aLNiA Bo3pacTaeT. JKCNO3MLMA NPOTUBOOMYXOIEBbIX IeKap-
CTBEHHBIX CPEACTB MOXeT 6biTb KaK MOBbILIEHa B CBA3M C YBE/NMYEHNEM BPEMEHU CUCTEM-
HOW 3KCNO3MLMK, NOBbLIWAA PUCK IKCTPapeHasbHON TOKCUYHOCTU, TaK U CHUXKEHA B CBA3M
C UHTEHCUBHOW 3/IMMMHaLMe NeKapCTBeHHbIX CPe/ACTB B npouecce reMoananmsa. Kanperc
KCEHO6MOTUKOB NPV NMPUMEHEHNN 3aMeCTUTENbHO NOYEYHO Tepannm onpejenseTca xapak-
TEPUCTUKaMM CaMOro IeKapCTBEHHOTO cpeAcTBa (MOseKyNsipHan Macca, CBA3bIBaHMe C 6enKamu
naasMbl, 06bEM pacnpejeneHns), xapakTepuCTUKaMu onepanum reMmogmannsa (pasmep nop
MeMBpaHbl 4nann3aTopa, CKOPOCTU MOTOKOB KPOBM U Anann3aTta 1 Npoy.), 0CO6eHHOCTAMM
naumeHTa (ypoBeHb CbIBOPOTOYHOIO anbbyMMHa, OCTaTouHAA GyHKUMA noyek). Hapaay
C BbllWecKasaHHbIM, TXITH He ABnAeTCA a6CONOTHLIM NPOTMBOMNOKa3aHMeM AA Ha3HaYeHUA
NpOTMBOOMNYX0AEBOM Tepanum.
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Ta6auua 6. PekoMeHAaLMM MO 1eKapCTBEHHOMY NMPOTUBOOMYXO/1EBOMY /IeHEeHMIO NaLeHTOB
C MOYEYHOW HeA0CTAaTOYHOCTbIO, HAXOAALLMXCA Ha reMoAnanuse.

HasHaueHue YposeHb

J1C B cBA3MN AOKasa-

creMoaua- Te/bHo-
JlekapcTBeHHOe CpeACTBO nnsoM PekomeHpyeMble f03bI ctm
5-¢pTopypauun Mocne I/, CraHgapTHas aosa C
Kaneyutabux Mocne I, HeT aaHHbIX -
Luncnaatuu Mocne T4 Peaykuma aosbl Ha 50-70% B
Kap6onnatuH Mocne A, Jo3a=AUC x (25=0) B

Meproa mexay BBeaeHvem /1ICu [ —
He 6onee 16 yacos

OkcanunnaTuH Mocne T4, Pepykuma gosa Ha 30% C

3Tono3una Jo/nocne TA Peaykuwna ao3sbl Ha 50% B

leMunTabuH 3a 6-12 vacos CraHgapTHaa go3a B
e i}

MeToTpekcat Mocne A Pepgykuwna go3bl Ha 75% C

Lnknodpocdpamug Mocne T4 Peaykuwma 4o3bl Ha 25% B

[/l — yepes 12 yacos nocne seegeHus L

[JloueTakcen Jo/nocne T4 65 Mr/m? C

VipuHoTekaH Mocne ] Peaykuusa go3bi: 50 Mr/M?/Hep -

Mochammng He pekomeHzgoBaH .

AHTUBMOTUKM (MUTOMMLMH, HeT gaHHbIX He pekoMeH/0BaHbI BbICOKME A03bl -

[AKTUHOMULMH)

AHTPaLMKAUHBI (AOKCO- Mocne T4 CraHgapTHaa go3a C

pyOULIMH, aNUpY6ULH,

AayHOPY6ULIMH)

BuHKaankanouabl (BUHKpu- [Jo/nocne T4, CraHaapTHas gosa —

CTUH, BUHB/IACTUH, BUHAE3WH)

BucdocpoHaTtsbl MamuapoHaT BBOAAT N0 30 Mr B TeyeHve
3 pHeit. C OCTOPOXKHOCTBIO NPUMEHATD
Y NaLMeHTOB, HaXOAALLMXCA Ha reMoananise

Cuenbto obecneyeHns oNTUMaAbHOrO YpoBHA 3G EKTUBHOCTH M 6€30MacHOCTM NeKap-
CTBEHHOTO MPOTUBOOMYXO/IEBOrO /IYEHUA OHKONOTUYECKUX 60abHbIX ¢ TXITH, B dpopMu-
poBaHWMM An3aliHa Tepanuu LesecoobpasHoO yyacTne KOMaHAbl OHKOOrOB, He$ppOsIOroB,
dapMakoTepaneBTOB U YYET UHAMBUAYAbHBIX OCOBEHHOCTE OHKONOTMYeCKOro npoLecca,
KoMop6ugHoro ¢poHa U KAMpeHca eKapCTBEHHbIX CPEACTB B NMpoLecce 3aMeCTUTENbHON
noyeyHow Tepanuu.

3/IOKAYECTBEHHbBIE ONYXO/N ToMm/vol. 13 N23s2 - 2023 MALIGNANT TUMOURS
Poccuiickoe 061ecTBO KNIMHUYECKOI OHKOMOT K Russian Society of Clinical Oncology



