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OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPERAPATA 7002

1Y OTUETY

1. HAMMEHOBAHHUE JIEKAPCTBEHHOI'O IPEITAPATA
Jlenamunomun, 2,5 Mr, KamncyJsibl

JlenanuaoMun, 5 Mr, KarncyJsl

Jlenanuaomun, 7,5 Mr, KancyJibl

Jlenamunomun, 10 mr, Kancyssl

Jlenamunomun, 15 Mr, kamncybl

Jlenamunomun, 20 Mr, KarncyIibl

Jlenanmunomu, 25 Mr, Kancyssl

2. KAYECTBEHHBIN U KOJJUYECTBEHHBIN COCTAB
[elicTByrollee BEIECTBO: JIEHAINIOMU/T

Jlenamunomun, 2,5 Mr, KancyJisl

Kaxnas xamncymna cogepur 2,5 Mr JIieHaTuI0MH1a.

JleHamaoMu, S MI', KaCyJbl

Kaxxgas xarncymna coaepKuT 5 Mr JeHaTUJOMU/IA.

Jlenanuoomum, 7.5 Mr, KamcyJibl

Kaxxnas xancyna conepkut 7,5 Mr JIeHaJIUJOMU/IA.

Jlemanmnnomug, 10 Mr, KancyJsl

Kaxxnas xancyna cogepxut 10 Mr neHanuiomMuaa.

Jleramnnomua, 15 Mmr, Karcyisl

Kaxxnas kancyna conepxut 15 Mr nenanugomuaa.

Jlemanmnnomuy, 20 Mr, KancyJsl

Kaxxgas xancyna cogepxut 20 Mr JieHaIuI0MHIA.

JleHamuoomMua, 25 Mr, KallCyJiIbl

Kaxxnas karcyna conepuT 25 MT JICHaTUOMHIA.

ITomupIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B pa3Ciic 6.1.

3.  JEKAPCTBEHHAS ®OPMA

Kancynsr.

TBep/pie KEeTATUHOBBIE KAICYyJIbl, KOPITYC M KpBIIIEYKa HEMPO3pavHbie, OT OEIOro WM MOYTH
0enoro /10 6e0ro ¢ )KENTOBATHIM OTTEHKOM IIBETA.

ConepkuMoe Karcys — MopomKooOpa3Has Macca (IOMyCcKaeTcsl €€ YIUIOTHEHHE) OT O0eoro Wiv

IIOYTH O€JI0ro 10 OEJIOro C KEITOBATHEIM OTTEHKOM I[BETA.
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4.  KJUHWYECKHWE JAHHBIE (MOCNEACBATENBEHOCTE

4.1. Tloxka3aHusi K NPUMEHEHHIO

MHuoxecTBeHHas MU€EIOMa

B xomOuHaiuu ¢ 60pTe30MHOOM M IEKCaMETa30HOM JIsl JICUCHHsI B3POCIIBIX MAIMEHTOB C paHee
HE JICUCHHON MHOKECTBEHHON MUEIIOMOM.

Jns  mojaaepKMBarOMIero JIeYEHUsT B MOHOTEpPANUU  B3pPOCHBIX IMAIMEHTOB C  BIEPBBIC
JUAarHOCTUPOBAHHOM MHOXKECTBEHHOM MMEJIIOMON MOcCie TPaHCIUIAHTALUU ayTOJOTUYHBIX
TeMOIIOATUYECKUX CTBOJIOBBIX KJIETOK.

Jlns1 iedeHns B cOcTaBe KOMOMHUPOBAHHOM TepaIliy B3POCIBIX MAIIMEHTOB C paHee HEe JICYSHHOMN
MHOKECTBEHHON MHEJIOMOM, KOTOPhIM HE I[I0Ka3aHa TPAHCIUIAHTALUS T'€MOMOITUYECKUX
CTBOJIOBBIX KJIETOK.

B koMmOumHamum ¢ JeKcaMeTa3oHOM JUIsl JICYCHHUsS B3POCIBIX TMAIMEHTOB C MHOXECTBEHHOU
MUEJIOMOM, KOTOPBIE MOIYYUIIH, [10 MEHbILIEH Mepe, OJJHY JTUHHUIO Teparuu.

MI/ICJIOZ[I/ICHJIaCTI/I‘IeCKI/IC CHMHAPOMBI

Jlns nedeHus B3pOCIHBIX MALMEHTOB C TpaHC(Y3MOHHO-3aBUCUMOM aHEMHEW, pa3BUBILEICS Ha
(oHE MMENOIUCIIIACTUYECKUX CHHAPOMOB HM3KOW WJIM NPOMEXYTOYHOM-1 TIpymmbl pucKa,
aCCOLMMPOBAHHBIX C IUTOT€HETUYECKUM HAPYIIEHUEM B BUJE JEICLUH 50 B IPUCYTCTBUM WU B
OTCYTCTBHE JIPYTMX LIUTOT€HETUYECKUX HAPYIICHUN.

Jlumdoma U3 KI1eToKk MAaHTUIHOM 30HBI

Jis nedeHus: B3pOCTBIX MALMEHTOB C PEUUIUBUpPYIOLIEH uiu pedpakTepHoit nmumbomMoi u3
KJIETOK MaHTHUIHOMN 30HBI.

Dok yngapuasg auMdoma win TuMdboMa U3 KIETOK MAPTHHAIBHON 30HEI

B xombOunanuu ¢ purykcumadom (antu-CD20 aHTUTENOM) JIUIs JI€UEHUS B3POCIIbIX MAllMEHTOB C
paHee JiedeHHOH (HOITUKYISIpHON JTUM(POMON UK TUM(POMON U3 KIETOK MAPTUHAIBHON 30HBI.
4.2. PexuM 103MPOBAHMSA U CNIOCOO NMPHUMEHEHHUSs

Jledyenue eHaNMI0MUI0OM HEOOXOJMMO IPOBOAMTD 101 HAOJIOIEHUEM Bpaya-XUMUOTEpaeBTa.
Jlns Bcex moka3aHuil, yKa3aHHbBIX HUXKE:

e lI3mMeHeHMe 103bI 1OJKHO MPOU3BOIUTHCS HA OCHOBAaHUH KJIMHUYECKUX U JIAOOPATOPHBIX
JaHHBIX (cM. paszzen 4.4.).

e lI3meHeHHe 103bI B XO/€ JICYEHHS] WIM €r0 BO30OHOBJIEHMSI CIEAYET NMPOU3BOAUTH MPHU
pa3BUTHUU TPOMOOIUTOINEHUH, HEUTPOIIEHUH 3 U 4 CcTeNeHu TSHKECTU WM APYTUX BHUJIIOB
TOKCUYHOCTH 3 M 4 CTENEHM TSHKECTHU, CBA3b KOTOPBIX C MPUMEHEHUEM JICHATUAOMUAA
HEJb35 UCKIHOYUTD.

e B ciayyae HEHTpONEHUHM CIENYET PACCMOTPETH BO3MOYKHOCTH HA3HAYCHMs MALMEHTY

¢dakTopa pocra.
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e Ecau ¢ MOMEHTa POMYILIEHHOTO IpueMa Oqepg}_lli;lc:):i;’r_lgcgg ﬁlﬁg%lﬁjfg:ﬁpgﬂﬂo“ﬁéﬂee

12 gacoB, manmueHT MOXET NPUHSATH 3Ty MPOMYIIEHHYIO 03y, a €CiIM Ipouuio Oosee
12 yacoB — npomnyIeHHyo 103y IpUHUMAaTh He cienyer. Ciaeayromas 103a JoJKHa ObITh
NPUHATA HA CIEAYIOMINHN IeHb, B OOBIYHOE BPEMSL.

PexxuM 1o3upoBaHus

Bnepsvie ouacnocmuposanuas mroscecmseennas mueroma (BJIMM)

JleHanmunoMu B KOMOMHAIIMM ¢ O00pPTE30MUOOM M JIEKCAMETA30HOM JUIS JIEYEHHS B3POCHBIX

HAllMEHTOB C pPaHee HE JEUYEHHON MHOKECTBEHHON MUEIOMOM

Hauanvnas mepanus: nenanuoomuo 6 komounayuu ¢ 6opme3omubom u 0eKcamemazoHom

He cnenyer HauumHaTh TEpanui0 JICHAIUIOMHAOM B KOMOWHAmuu ¢ OopTe3omMuOOM U
JIEKCaMEeTa30HOM, ecli abcomoTHoe uucno Heirpoduaos (AUH) < 1,0 x 10%n n/mmu gmcno
TpomGormToB < 50 % 10%/71.

Pexomenoyemasn 0oza

Pexomenayemasi HauanbHasi 1032 JCHAIWJOMUJIA COCTABISET 25 MI' OJMH pa3 B JECHb BHYTPB,
1m6o:

1) ¢ 1 mo 14 nenp kaxaoro 21-1HEBHOTO LIUKIIA JICUCHUS, WIIH

2) c 1 no 21 neHb kax0ro 28-1HEBHOTO IIUKJIA JICUEHUS.

BopTe3oMu6 NOMKEH NPUMEHAThCS B BHAE MOAKOXKHOW wmmbekmuu (1,3 mr/m? moomanu
MMOBEPXHOCTH Teja) /1Ba pa3a B Heneto B 1, 4, 8 u 11 mHu kakmoro 21- uinu 28-1HEBHOTO ITUKIIA.

Pexomengyemast 103a nekcameTa3oHa COCTABIISIET:

1) 20 mMr onuH pa3 B ieHb BHYTph B aHU 1, 2,4, 5, 8,9, 11 u 12 unmn

2) 40 Mr oaMH pa3 B JIeHb BHYTpb ¢ 1 Mo 4 1 ¢ 9 mo 12 neHp KaXkaoro mUKIIa.

Pexomenayercs 10 8 MOBTOpHBIX 21-THEBHBIX WM 6 MOBTOPHBIX 28-THEBHBIX IMKJIOB (24
HeJIeNu HavyaJlbHOW Teparun).

Pexomenoyemvuii  pesicum 0ozuposanusi ona npenapama Jlenaruoomuo 6 KomOuHayuu c

bopme3oMuboMm u 0eKcamemazoHoM

Jlo 8 nukios Jens (21-mHEBHOTO IIUKIIA)
1 2 3 4 5 6 7 8 9 |10 | 11 | 12 | 13 | 14 | 15-
21
JlenanuaoMus . . . . . . . . . . . . . .
(25 mr)
Bopte3omutd . . . .
(1,3 mr/m?)
JlekcameTa3oH . . . . . . . .
(20 mr)
1580
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Jlo 6 nuKIOB Tlent] (28-meBHOrG- thimdy £ | £ 1EH UL T 5 U0UZ]
112(3(4|5/6|78(9|10(11|12|13|14|15|16|17(18|19|20|21|22-

28

HeHaﬂHHOMHH L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]

(25 mr)

Boprezomub | . . .
(1,3 mr/m?)

JlekcameTazoH| * | * | ¢ | * o o | o | o
(40 Mr)

Henpepvignas mepanus y nayuenmos, KOmopviM NOKA3AHA MPAHCHAAHMAYUS AYMOTI0SUYHBIX
cemonoamuyeckux cmeonosvix kiemox (IT1T'CK)

VY nanuentoB, kotopbiM nokazana TI'CK, MmoOuimm3anusi reMaTonori4ecKiuX CTBOJIOBBIX KIIETOK
JIOJKHA TPOMCXOIUTH B TIEpBbIC 4 1IMKJIa HAYaJIbHOM Teparuu.

Henpepvignas mepanus y nayuenmosg, Komopvim He NOKA3aAHA MPAHCNIAHMAYUSL: IeHATUOOMUO
8 KOMOUHAYUU C OeKCaMemaszoHoM 00 NPOSPeccupos8anus 3a001e6anus

[TponomkaroT npueM JIeHaIUI0OMK1a 25 MI' OJMH pa3 B JIeHb BHYTPh ¢ 1 110 21 neHb MOBTOPHBIX
28-HEeBHBIX IMKJIOB B KOMOMHAIIMM C JeKcaMeTa30HOM. PekoMeHayemas 103a JeKcameTa3oHa
cocrasisieT 40 Mr ouH pa3 B A€Hb BHYTPb B 1, 8, 15 1 22 1HU NOBTOPHBIX 28-AHEBHBIX LIUKJIOB.
[TarueHTHl MOTYT TIPOJOJDKATH TEPANHIO IO MPOTPECCUPOBAHMS 3a00JICBAHMS MITU TIOSBIICHUS
MIPU3HAKOB HEMPUEMIIEMON TOKCUYHOCTH.

Towazosoe cruoicene 003vl

Jlenaangomug?
Hauanpnas no3a 25 mr
Ho3a ypoBHs -1 20 mr
Jo3a ypoBHs -2 15 mr
Jo3a ypoBHs -3 10 mr
Ho3a ypoBHs -4 Swmr
Jo3a ypoBHs -5 2,5 Mr wim 5 mr kaxasie 48 4

@ CHuotcenue 003ul OISl 8cex npenapamoe moaucem oCyuecmejisimvCi He3asucCumo.

Tpomboyumonenust

KoanuyectBo TpoMOOIIUTOB PexoMmenganuu

Cruzmiock 10 < 30 x 10%/1 [IpuocTaHOBUTH JIeUECHUE JIEHAIHIOMUIOM

Boccranosuiock 10 > 50 x 10%/x B0300HOBHTE JIeueHNE JIEHATTUIOMHUIOM B
J103€ YpOBHS -1 0/IMH pa3 B JI€Hb

Kaxnoe nocnenyroniee CHUKEHUE [IprocTaHOBUTH JIEUEHHE JIEHATHIOMHUIOM

<30 x 10%n

Boccranosmiock 1o > 50 x 10%/x B0300HOBHTE JIeueHNE JIEHATTNIOMUIOM B
J103€ CIeAYIoNIEro 00ee HU3KOro YpOBHS
OJIMH Pa3 B JICHb




Heumponenus
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(NOCNEQCBATENEHOCTE 0002)

LSS N

AYH

Pexomenganuu?

Causunock 10 < 0,5 x 10%1 unu hedpunbHas
HelTporeHus (JIMXOpajaKa ¢ TeMIIepaTypoi
Tema > 38 °C; < 1 x 10%n)

[IpuocTaHOBUTH JieuEeHUE JTCHAIUIOMUIIOM U
KOHTPOJIMPOBATH KOJMYECTBO BCEX KIIETOK
KpOBH HE peXe OJHOTO pa3a B 7 IHEH

Boccranosmioch 10 > 1 x 10%/x Bo300HOBHTH JIeueHUE B 03¢ YPOBHS -1 oquH

pas3 B I€Hb

Kaxnoe nocienyroiiee CHUKEHUE [IproCTaHOBUTH JIEUEHHE JICHAIUAOMHUIOM
< 0,5 x 10%n unu peOpuibHas HeHTPOIeH s
Boccranosunock 10 > 1 x 10%n B0300HOBHTH JicUueHUE JICHATHIOMHJIOM B
7103€ CIIEAYIONIETo 00jiee HU3KOTO YPOBHS

OJIVH pa3 B JICHb

“ Ha ycmompenue epaua, eciu HeumponeHus A6IAemcsi eOUHCMEEHHbIM NPOSAGIeHUeM MOKCUYHOCIU npu 1000l
0o3e JIeHATUOOMUOd, MONCHO 000a8UMb K Mepanuu paHyiloyumapHslil  KOJOHUeCMUMYIUPYIouuil  (axkmop
(I-KC®) u coxparnums 003y 1eHAIUOOMUOA.

IlopnepxkuBaromiasl — Tepanus  JICHAIWAOMHJOM VY  MalMEHTOB  IOCIE  TpaHCHJIAHTALMHU

ayTOJOTMYHBIX reMonodTHuecKuX cTBOJIOBEIX Ki1eToK (TT'CK)

[MopnepsxuBaromias Tepanus JICHATUAOMHUIOM MOXeT ObITh HayaTa MpH yCIOBUU MOJTHOLEHHOTO
BOCCTAHOBJICHHsI remarojoruueckux mnokazateneid nmocine TI'CK y manueHTOB, HE HMEIOIIHUX
TIPU3HAKOB TIPOrpeccHpoBanys. JleHannaoMus He cleayeT HasHadaTh, eciu AUH < 1,0 x 10%x
¥/YITH 9HCII0 TpOoMGOImTOB < 75 % 10%/71.

Pexomenoyemasn 0oza

Pexomenayemas HauanbpHas 71032 JIeHanuaAoMuAa coctaBiser 10 Mr oauH pa3 B J€Hb BHYTDPb
HenpepeiBHO (¢ 1 mo 28 neHb MNOBTOPHBIX 28-AHEBHBIX ILHKIOB) 10 MPOTPECCHPOBAHUS
3a00/IeBaHNs WU TOSIBIIEHUS  TpU3HAaKoB  HemepeHocumoctu. Ilocme 3 nwmkioB
NOJIEPKUBAIOLIEH Tepanuy JICHAIUIOMHUIOM 103y Mpenapara MOKHO YBEJIUYUTh 10 15 Mr oiuH
pa3 B JIeHb BHYTPb IPU XOPOLIEH NEPEHOCUMOCTH.

Towazoeoe cruoicenue 003vl

Hauvanbnas no3a (10 mr) IIpu noBbienun 103ul (15 mr)?

Jlo3a ypoBHs -1 S wmr 10 mr

Jlo3a ypoBHS -2 5 mr (qau 1-21 xaxapie 28 nHei) Sw™r

Jlo3a ypoBHs -3 He npumenumo 5 mr (gau 1-21 xaxapie 28 nHei)

He npumensarts 10361 HIKE 5 Mr (HU 1-21 Kaxasie 28 nHei)

@ [locne 3 yuknog noodepaicusaiowelt mepanuu 1eHAIUOOMUOOM 003y Npenapama ModFICHO ygeauyugams 00 15 me
00UH pa3 8 OeHb GHYMPb NPU XOPOULel NePeHOCUMOCTIU.

Tpomboyumonenus

KounyecTBO TPOMOOUIUTOB Pexomenpanuu

Camsmitock 10 < 30 x 10%/x
BoccranoBmiock 10 > 30 x 10%/n

[IpuocTaHOBUTH JieUE€HUE JTEHAIUIOMUIOM
B0300HOBUTE JieueHUE JICHATHIOMHIIOM B
J103€ YpOBHS -1 0JIuH pa3 B J1€Hb




g
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LAY

LSS N

Kaxmoe noCJICAYIOICC CHUKCHUC

TproltHHoBHrEreeHie HeHATMAGMIGION

<30 x 10%x
BoccranoBmiochk 10 > 30 x 10%/n

Bo0300HOBUTE IeUeHUE JIEHATUIOMUIOM B
J103€ CJICAYIONIEro 00JIee HU3KOTO YPOBHSI
OJIUH pa3 B JIcHb

Heumponenus

AYH

Pexomenganuu?

Causminock 10 < 0,5 x 10%n
Boccranosmiocs 10 > 0,5 X 10%/n

HpI/IOCTaHOBI/ITB JICHCHHUC JICHAJINAOMUIOM
Bo0300HOBUTE 1eUeHUE JIEHATUIOMUIOM B
J103€ YPOBHS -1 OJI1H pa3 B IcHb

Kaxxnoe nocnenyromniee CHUKEHUE
<0,5 % 10%n
BoccranoBunock 10 > 0,5 x 10%n

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIMJOMHUIOM

Bo300HOBHTE JIeUeHHE JICHAJIMAOMUJIOM B
03¢ CICAYIOUIETO 0oJiee HU3KOIO YPOBHA

OIVH pa3 B ICHb

“ Ha ycmompenue epaua, eciu HeUmponenusi seisiemcsi eOUHCMEEHHbIM NPOSIGICHUEeM MOKCUYHOCIU NpU 0001
003¢ JEHAUOOMUOA, MOJICHO 000asumb K MEpanuu paHyjloyumapHslil  KOJOHUeCMUMYIUPYIOWUL Paxkmop

(I-KC®) u coxpanumsv 003y 1eHanuoomMuod.

JleHanugoMug B KOMOHMHAIIUK _C ACKCAMCTAa30HOM J1O0 IIPOIrpCCCHPOBAHUA 3a00JIEBAHUS Yy

NanrucHTOB, KOTOPHIM HC IMTOKA3daHa TPAHCILJIAHTAalIug

He crnemyeT HauuHaTh Tepanmio jeHamumomuaoM, ecmu AUH < 1,0 x 10%m w/mmu gwmcno

TpoMGonuTOB < 50 X 10%1.

Pexomenoyemasn 0oza

PCKOMGHI[yeMaSI Ha4daJlbHaA J03a JCHAIuAOMHAa COCTABIIACT 25 mr OIWH pa3 B ACHb BHYTPb C

1 mo 21 pgeHp TOBTOpPHBIX 28-ITHEBHBIX IUKIOB. PexkoMeHayemass jJ03a JeKcaMeTa3oHa

cocrasiusieT 40 Mr ofuH pa3 B I€Hb BHYTpb B 1, 8§,

[TanmenThI MOI'yT MpOAOJDKATbL  TEpalluro

15 1 22 nHU TOBTOPHBIX 28-THEBHBIX ITHUKJIOB.

JICHAIMAOMUIOM KM ACKCAMCTA30HOM 11O

nporpecCupoBaHus 3a00JIeBaHUS WIIHM TMOSIBJICHHS IMPU3HAKOB HCICPCHOCHUMOCTH.

Towazoeoe crudicernue 003bi

Jlenanuapomua® Jexkcamera3on®
Hauansnas gosa 25 mr 40 mr
Jlo3a ypoBHs -1 20 mr 20 mr
Jlo3a ypoBHS -2 15 mr 12 mMr
Jlo3a ypoBHs -3 10 mr 8 Mr
Jlo3a ypoBHs -4 S5 mr 4 mr
Jlo3a ypoBHs -5 2,5mr He nmpumenumo

@ CHudrcenue 003l 0Jisl KAicO020 npenapama moacem oCyuecmeyisinmbCia He3asucCumo.

Tpomboyumonenus

KosauyecTtBo TpoMGOIINTOB

PexoMenpanuu

Cumsmock 10 < 25 x 10%/n

[IpexpaTuTh JeueHue JICHATHIOMHUIOM JI0
KOHIIa uKiIa?
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BoccranoBmiock 10 > 50 x 10%/n BosoolsiriiGlkdtid & MEttrlen E[(';%e':k%-'

CIIETYIOIIEeM IIUKIIE CHIU3UTH 103y Ha OJINH
YPOBEHB)

@ Ecau 0ozonumumupyrowas moxcuynocmo ([JIT) pazeusaemca na > 15 OeHv yukia, fedenue 1eHATUOOMUOOM
PEKOMEHOYEemCsi NPUOCMAHOBUMb, RO KpAUHell Mepe, Ha OCMASUULICL nepuod mexkyuje2o 28-0Hegno2o yukia.

Heumponenus

AYH Pexomenganun?

Iepsoe camxenue 10 < 0,5 x 10%/1 [IprocTaHOBUTH JIEUEHUE JIEHATUIOMUIOM

Boccranosmiock 10 > 1 x 10%1 u B0300HOBUTE 1eUueHNE JIEHATUIOMHUIOM B

HEUTPOIIEHUS — €IMHCTBEHHOE MPOSIBJICHUE Ha4yaJbHOM JI03€ OJIMH pa3 B JICHb

TOKCHUYHOCTH

Boccranosuinock 10 > 0,5 x 10%n u Bo300HOBHTE JI€UEeHHE ICHAINIOMUIOM B

HaOII0AI0TCS IPYTUE, OTIUYHBIC OT 7103€ YpOBHS -1 OJIMH pa3 B IeHb

HEUTPONEHUH, BUABI remaTtosiorndeckon JJJIT

Kaxxnoe nocnenyromniee CHUKEHUE [IprocTaHOBUTH JICUCHUE JICHATHIOMHUIOM

<0,5 x 10%x

Boccranosuinock 10 > 0,5 x 10%/1 Bo0300HOBHTE JI€UeHHE ISHAIMIOMUIOM B
J103€ CIIEAYIONEro 00Jiee HU3KOTO YPOBHS
OJIMH pa3 B JICHb

¢ Ha ycmompeHue 6paua, eciu HelmponeHus sS6usaemcs eOUHCMEeHHbIM NPOAGIeHUEM MOKCUYHOCU npu 1000l
0o3e JIeHAnUOOMUOd, MOJNCHO 000a8UmMb K Mepanuu 2paHyloyumapHslil KOJOHUeCMUMYAUPYIouuil  (axkmop
(I-KC®) u coxpanums 003y 1eHanudomuodq.

Ecnu no3a nenanmumomuaa Oblia CHHMOKEHA B CBsi3M ¢ reMarosiorudeckoit JIJIT, ona moxxer ObITh
MOBBIIICHA 0 CIEAyIole, 0ojiee BBICOKOW J03bI (BIUIOTH JO HAdadbHOM 103bI) Ha (poHe
yinydmeHuss  QyHKuM  KoctHoro wmo3ra  (orcyrctBue JIJIT B TeueHWe MUHUMYM
2 mocneaoBaTenbHBIX IHKIOB: AUH > 1,5 X 10%1 v umcio TpoMOOIIUTOB > 100 X 10°/11 B Hauase
HOBOTO ITUKJIA).

JleHamuooMua B KOMOMHAIMM ¢ MedadalaHoM W IPEIHU30JIOHOM € HOCHEAVIOIIEH

HOJIIEPKUBAIOIIIEN Tepanuel JIEHATHIOMHIAOM V HallMeHTOB, KOTOphIM He nmokaszana TT'CK

He jmomyckaeTcss HAUMHATH TEpanuio NeHamuaoMuaoM, ecmm AUH < 1,5 x 10%n n/umm gmcno
TpoM6ormToB < 75 X 10%/171.

Pexomenoyemasn 0oza

Pexomennyemas HavanbHas J103a JeHaIuAOMUAa coctaisieT 10 Mr oaMH pa3 B JI€eHb BHYTPb C
1 mo 21 neHb TOBTOPHBIX 28-THEBHBIX HUKIOB (OOIIEH YHCIEHHOCTHIO 0 9 MLHMKIOB), a
mendanana — 0,18 Mr/kr u npegHNU30I0Ha — 2 MI/KT BHYTpb B 1-4 THU MOBTOPHBIX 28-THEBHBIX
uukioB. IlanMeHTtaMm, KOTOpbIE 3aBEpUIMIM 9 MOMHBIX IUKIOB WIM HE MOTYT MOJy4aTh
KOMOMHHPOBaHHYI0  TEpamui0  M3-3a  HEMEPEeHOCHMMOCTH, HAa3HA4Yal0T  MOHOTEpaIuio
neHamuaoMuaoM: 10 Mr oauH pa3 B J€Hb BHYTPb ¢ | 1o 21 1eHb MOBTOPHBIX 28-THEBHBIX

IIUKJIOB JI0 IPOIPECCUPOBAHUS 3a00JI€BaHUS.



Towazoeoe crudicernue 003bi

COOTBETCTBYET 3KCMEPTHC

oT 25.01

HOMY OTHETY

2024 N= 1260

(NOCNEQCBATENEHOCTE 0002)

Jlenasmmaomun Meandganan IIpennun3soJion
HauanpHas nosa 10 mr? 0,18 mr/kr 2 MI/KT
Jlo3a ypoBHs -1 7,5 Mr 0,14 mr/xr 1 Mr/kr
Jlo3a ypoBHS -2 5 wMr 0,10 mr/xr 0,5 Mr/kr
Jlo3a ypoBHs -3 2,5 mMr He npumenumo 0,25 mr/kr

@ Eciu HelmponeHus. s16/15emcsi eOUHCMEEHHbIM NPOSIGLeHUeM MOKCUYHOCIU HA (POHe npumeHeHusi 1000t 003bl,
cnedyem dobasume k mepanuu I-KCD u npodondicums ieyenue 1eHaruooMuoom 6 moil dce 003e

Tpomboyumonenus

Kosnn4yecTBo TpoMbonnTOB

PexoMenganuu

[TepBoe camxenue g0 < 25 x 10%n
BoccranoBmiochk 10 > 25 x 109/

[IprocTaHOBUTH JICUCHHE JICHATUIOMHUIOM
B0300HOBHTE JIeUCHHE JICHATUIOMUIOM U
MendamaHoM B 03¢ YpOBHS -1

JIJ1s1 KayK/10TO TIOCTIEYIOIIETr0 CHIKEHHUS
<30 x 10%x
BoccranoBmiocs 10 > 30 x 10%/n

HpI/IOCTaHOBI/ITB JICYCHHUC JICHAJIMJOMUI0OM

Bo0300HOBUTE 1eUeHnE JIEHATUIOMUIOM B
MEHbIIIeH 03¢ (03¢ YPOBHS -2 Ui -3) OJUH
pa3 B JICHb

Hetimponenus

AYH

Pexomenganuu?

Iepsoe camxenue 10 < 0,5 x 10%/71°
BoccranoBuinock 10 > 0,5 x 10%/n u
HEUTPOIICHHUS — €IMHCTBEHHOE MPOSIBJICHHE
TOKCUYHOCTH

HpI/IOCTaHOBI/ITB JICHCHHUC JICHAJINAOMHUIOM
Bo0300HOBUTE JIeUeHIE JIEHATUIOMHUIOM B
HaYaJIbHOM J103€ OJIUH pa3 B JCHb

BoccranoBmiiock 10 > 0,5 x 10%1 u
HaOII0AI0TCS IPYTUe TeMaTOIOTUUECKHE
JUIT, oTiindHbIE OT HEUTPOTIEHUHU

B0306HOBUTSE JIeueHNE JICHATHIOMHIIOM B
1103€ YpOBHSA -1 0JIMH pa3 B IeHb

Kaxnoe nocienyromiee CHUKEHUE
<0,5 x 10%n
BoccranoBunock 10 > 0,5 x 10%/n

HpI/IOCTaHOBI/ITI) JICYCHUC JICHAJIUJOMHUIOM

B0300HOBUTH JIeUueHHE JICHAJIMAOMUI0OM B
A03¢ CICAYIOUICTO 0oJiee HUZKOTO YPOBHHA
OIWH pa3 B ICHb

¢ Ha ycmompenue 8paua, eciu HelmponeHus sA6isaemcsa eOUHCmMEeHHbIM NPOAGIEHUEM MOKCUYHOCU npu 110001l
0o3e JIeHATUOOMUOd, MOJICHO 000a8UmMb K MEpanuu 2PaHyIloYumapHslil KOJOHUeCUMYAUPYIOuuUll  (akmop

(I-KC®) u coxparnums 003y 1eHATUOOMUOA.

MM y nayuenmos, noayuusuiux, Kax MUHUMYM, OOHY JUHUIO mepanuu

He nomyckaercss HaumHaTh JedeHue jeHanumomuaom, ecnmum AUH < 1,0 X 10%n w/unm

KOJIMYECTBO TpoMbormToB < 75 x 10%1 wam, B 3aBHCHMOCTH OT CTEHeHM HHGUILTPAIHH

KOCTHOI'O MO3ra 1ja3sMaTu4CcCKUMH KJIICTKaMH, KOJIHYCCTBO TpOMGOI_II/ITOB <30 x 109/J1.

Pexomenoyemasn 0oza

PexomenmyeMass HadanmbHas 1032 JICHATMIOMHAA COCTABIsACT 25 MI' BHYTPh OJIMH pa3 B JICHb B



1-21 neHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB.

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

= 5
1 ]

ot 25.01.2024 N= 1260

(NOCNEQCBATENEHOCTE 0002)

Pexomennyemast no3a naekcamerasoHa cocraBisger 40 mr oauH pa3 B neHb B 1-4, 9-12 u

17-20 muu kaxxaoro 28-THEBHOTO IUKIIA B TIEPBEIC 4 IIUKIIA Tepanuy, a 3aTeM 1mo 40 Mr oauH pas

B JIeHb B 1-4 THU Ka)KJI0TO MOCIEAYIOMEro 28-THEBHOTO HUKJIA.

Bpaqy CICAYyCT THIATCIIBHO HO,I[6I/IpaTB A03y JAC€KCaMe€Ta3OHa, IIPpHHHMAasA BO BHHMAHHC

COCTOSAHHC ITAaIMCHTA U CTaAUTO 3a00JICBaHHUS.

Towazoeoe crudcenue 003wl

Hauvanruas nosa 25 Mr

Jlo3a ypoBHs -1 15 mr

Jlo3a ypoBHSs -2 10 mr

Jlo3a ypoBHs -3 5 Mmr
Tpomboyumonenus

KoauvecTBo TpOMOOIIMTOB PexomeHnaanumn

Iepsoe camxenue < 30 x 1091
Boccranopuiiocs > 30 x 10%n

[IprocTaHOBUTH JICUCHUE JICHATHIOMHUIOM
Bo0300HOBUTE 1€UeHNE JIEHATUIOMUIOM B
no3e ypoBHs -1

Kax1oe mociieyroniee CHIKEHHE
<30 x 10%n
BoccranoBmiocs 10 > 30 x 10%/n

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMHUIOM

Bo0300HOBUTE 1eUeHNE JIEHATUIOMUIOM B
MEHbIIIeH 03¢ (1032 YPOBHS -2 UIH -3) OJUH

pa3 B JICHb
He npuMeHnATh 10361 IpenapaTa HUXe S5 MI' B
JI€Hb
Heumponenus
AYH Pexomenpanmun?

TepBoe camkenue < 0,5 x 10%/n
Boccranosmiocs > 0,5 x 10%1 u
HEHUTPOMNEHUS — AMHCTBEHHOE MPOSBICHHE
TOKCHYHOCTH

[IprocTaHOBUTH JIeUEHUE JTEHAIUIOMUIOM
B0300HOBHTE JIeueHE JIEHATUIOMHUIOM B
HavyalbHOM J103€ OJMH pa3 B JIEHb

Boccranosunock > 0,5 x 10%1 u ecth mpyrue
nposiBiaeHus remaronornyeckon JIJIT,
OTJIMYHBIE OT HEUTPOTICHUN

B0300HOBHTE JIeueHHE JICHATHUIOMHUIOM B
1103€ YpOBHSA -1 0JIMH pa3 B IeHb

JIJ1st KaXKI0TO TOCTISIYFOIIEr0 CHUXCHHUS
<0,5x 10%mn
Boccranosuinock > 0,5 x 10%/n

HpI/IOCTaHOBI/ITB JICYCHUC JICHAIIUJOMHUIOM

B0300HOBHTS JIeueHHE JIEHATUAOMHUIOM B
MeHbIIeH 103¢e (103a ypoBHs -1, -2 win -3)
OJIVH pa3 B JICHb

He nmpumeHnsaATh 10361 penapaTa HUXE S Mr
OJIMH pa3 B JICHb

“ Ha ycmompenue 8paua, eciu HelumponeHusl A61semcs eOUHCMEEHHbIM NPOSGIeHUeM MOKCUYHOCIU npu 0O0l
003e  JIeHATUOOMUOA, MOJCHO 000a8UMb K mMepanuu cpaHyioyumapHulll KOJOHUCCHMUMYAUPYIOWUL Gakmop

(I-KC®) u coxpanums 003y 1eHATUOOMUOA.




COOTBETCTBYET 3KCTEPTHOMY OTUETY
e ‘.J_‘ ]:':':'

~e
ot 25.01 Y,
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(NOCNEQCBATENEHOCTE 0002)

Muenooucnaacmuueckue cunopomul (MJIC)

He pomyckaeTcs HauMHATh Tepamuio JeHanmuaomuaoM, eciu AUH < 0,5 x 10%n w/um
KOJMYECTBO TPOMOOIUTOB < 25 X 10%/11.

Pexomenoyemasn 0oza

PekoMenayemasi HauanpHas 703a JIEHAIHIOMUAA cocTaBiseT 10 Mr BHYTph OJMH pa3 B JIEHb C
1 mo 21 neHb MOBTOPHBIX 28-THEBHBIX IIUKJIOB.

Towazoeoe cuudcenue 003wl

Hauvanruas nosa 10 mr oguH pa3 B aeHb ¢ 1 o 21 neHp Kaxapie 28 qHei

Jlo3a ypoBHs -1 5,0 Mr oauH pa3 B eHb ¢ | mo 28 aeHb kaxabie 28 nHer

Jlo3a ypoBHS -2 2,5 Mr oiuH pa3 B AeHb ¢ 1 110 28 neHp Kaxaple 28 nHei

Jlo3a ypoBHs -3

2,5 mr yepe3 aeHb ¢ 1 no 28 neHp kaxaple 28 qHel

Tpomboyumonenus

KounyecTBO TPOMOOUUTOB

Pexomenpanun

CHuzmiIoch 10 < 25 x 10%n
BoccranoBmioch 10 > 25 x 109/ —
<50 % 10%n MUHHMMYM JBaXK/bl 3a EPUOJ]

[IprocTaHOBUTH JICUCHUE JICHATHIOMHUIOM
B0300HOBHTE JIeueHHE JIECHATUIOMHUIOM B
MeHbIIeH 103¢ (103a ypoBHS -1, -2 uiu -3)

> 7 nIHEH WK KOI'JIa YHCI0 TPOMOOLUTOB
BOCCTaHaBmBaercs 10 > 50 x 10%/1 B imo6oit

IMPOMCIKYTOK BPCMCHU

Heiimponenus
AYH
Crmmoch 10 < 0,5 x 10%/n

PexoMmenganuu

[IprocTaHOBUTH JICUCHHE JICHATHIOMHUIOM
B0300HOBHTE JIeueHNE JIEHATUIOMHUIOM B
MeHblIIIel 03¢ (103a ypoBHs -1, -2 win -3)

BoccranoBunock 10 > 0,5 x 10%/n

IIpexpawenue npuema nenanrudomuoa

JledeHue neHaINIOMUAOM CIEYET NIPEPBATh Y TEX MAUEHTOB, Y KOTOPHIX B T€UEHHE 4 MECSIIEB
1ocjae Hayajla Tepanmuu OTCYTCTBYET XOTs Obl HE3HAuuTeNlbHas SPUTPOUIHAS peakuus, Y
KOTOPBIX OTMeYaeTcsi, o MeHbIel mepe, 50 % cHIkeHUe MOTpeOHOCTH B reMoTpaHcdy3usx,
WJIM [IPH OTCYTCTBUU TeMOoTpaHc(hy3uil Habto1aeTcs yBearueHue reMoraoOrsa Ha 1 /.

Jlumcpoma u3z knemox maumuiinou 3onvl (MKJI)

Pexomenodyemasn dosa
Pexomenayemast HauanbHas 03a JICHAIMOMUAA COCTABIAET 25 MI BHYTPb OJIMH pa3 B JE€Hb C
1 mo 21 geHb NOBTOPHBIX 28-THEBHBIX LIUKJIOB.

Towazoeoe crudicenue 003bi

Hauansnas nosa 25 Mr oavH pa3 B AeHb ¢ | 1o 21 neHp kaxable 28 nHen

Jlo3a ypoBHs -1 20 Mr onuH pa3 B JieHb ¢ 1 mo 21 neHp kaxple 28 nHei

Jlo3a ypoBHS -2

15 Mr onuH pa3 B JieHb ¢ | mo 21 nenb kaxple 28 nHei
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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N= 1260

Jlo3a ypoBHs -3

10 mr oz pa3 B ABHS-C 111021 ik, kercbic 28 HHE

Jlo3a ypoBHs -4

5 Mr ozivH pa3 B JieHb ¢ 1 mo 21 neHb kaxabie 28 qHei

Jlo3a ypoBHS -5

2,5 Mr oJiiH pa3 B JieHb ¢ | mo 21 nenp kaxple 28 nHei
5 mr uepes nesb ¢ 1 mo 21 aeHp kaxasie 28 el

Tpomboyumonenus

KosnnyecTBo TpoMOonnTOB

PexoMenganuu

Cumsunock 10 < 50 x 10%/n

Boccranosmiochk 10 > 60 x 10%/1

[IpuocTaHOBUTS JieUeHUE JICHAIHIOMUIOM U
KOHTPOJINPOBATH KOJUYECTBO BCEX KIETOK
KpOBH HE peXe OJHOT0 pa3a B 7 IHEH
B0306HOBUTSH JieueHHUE JICHATHIOMHIIOM B
MeHbIIEH 103¢ (103a ypoBHS -1)

Kaxnoe nocnenyroiiee CHUKEHHUE
<50 x 10%n

BoccranoBmiocs 10 > 60 x 10%/1

HpI/IOCTaHOBI/ITB JICHCHHUC JICHAJIMAOMUIOM U
KOHTPOJIHPOBATH KOJMIECTBO BCEX KIIETOK
KpOBH HE peXXe OJJHOTO pas3a B 7 THEH
Bo300HOBUTH JIeUeHUE JICHATTUOMHUIOM B
MeHbIIeH 103¢ (103a ypoBHS -2, -3, -4 win -5)
He npumMeHaTh 10361 IpenapaTa HUXKE YPOBHS
-5

Heiimponenus

KouunyecTBo HeliTpoduioB

Pexomenpanun

Cruszmiochk 10 < 1 x 10%1 o MeHbieit Mepe
B TeueHue 7 qHen

unu

Cumsmioch 10 < 1 x 10%1 B coueranuu ¢
nuxopankou (Temmneparypa Tena > 38,5 °C)
unu

Crmsmiocs 10 < 0,5 x 10%/1

[IprocTaHOBUTH JIeUEHHE JICHATUAOMHUIOM U
KOHTPOJIUPOBATh KOJIUYECTBO BCEX KIIETOK
KpOBH HE peXe OJJHOTO pas3a B 7 THEH

Boccranosmioch 10 > 1 x 10%/x

B0300HOBUTE JicueHUE JICHATUIOMUAIOM B
MEHbIIIeH 03¢ (03¢ ypoBHS -1)

Kasxoe mocnenyromee cHikerne < 1 x 10%/n
10 MEHBLIEH MEpPE B TEUCHHUE 7 THEU

unu

camkenne < 1 x 101 B cogeranuu ¢
JIMXopajakol (Temnepatypa tena > 38,5 °C)
unu

cHmxenne 10 < 0,5 x 10%/n

HpI/IOCTaHOBI/ITI) JICYCHUC JICHAJIUJOMHUIOM

Boccranosmiaoch 10 > 1 x 10%/1

B0300HOBUTE JI€UEHHUE JCHAITUAOMHUIOM B
MeHbIIEH 103¢ (103a ypoBHS -2, -3, -4 win -5)
He nmpuMeHATH 10361 IpenapaTa HUXKe YpOBHS
-5
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Dosnuxyaapras aumeoma (DJI) wiu aumdoma

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

o1 25.071.2024 N=

AL
[ ¥ 5. (SRS,

i3 icnemok il imitnbrion Soike (GiM3) 1002)

He nomyckaercs HauumHaTh JiedeHwe jeHamuaomuaom, ecnu AYUH < 1,0 X 10%n w/wmu

KonMuecTBo TpoMoormToB < 50 x 10%/1, ecriu TOIBKO 3TO He BHI3BAHO MH(HIBTpAIUEl KOCTHOTO

Mo3ra npu JumMdome.

Pexomenoyemasn 0oza

Pexomenyemasi HauaspHas 1032 JeHaMUaoMuAa cocraisger 20 Mr BHYTph OJMH pa3 B JICHb B

1-21 neHb TOBTOPHBIX 28-THEBHBIX IUKIOB (OOIIEH YHCIEHHOCTHIO 10 12 THKIIOB).

PexomennyeMass HadaypbHas J103a pUTyKCMMaba cocTasisieT 375 MI/M? TUTOIIAH MTOBEPXHOCTHU

TeJa BHYTPHBEHHO (B/B) Kaxayro Hemento B 1 mukie (1, 8, 15 u 22 qau) U B 1 JeHB KaXKI0TO

28-1HEBHOIO LIUKJIA Ui 2-5 [UKIIOB.

Towazoeoe cuudcenue 003wl

Hauanrnas no3a

20 Mr ozH pa3 B JieHb ¢ 1 mo 21 neHb kaxapie 28 nHeH

Jo3a ypoBHs -1

15 mr oguH pa3 B aeHb ¢ 1 o 21 neHp Kaxapie 28 qHei

Jlo3a ypoBHS -2

10 mr onuH pa3 B aeHb ¢ 1 mo 21 nenp kaxapie 28 nHel

Jlo3a ypoBHs -3

S Mr OJIMH pa3 B JIeHb ¢ 1 1o 21 neHp kaxabie 28 qHei

Jlis Koppekuu 1036l B pe3yJibTaTe€ TOKCHMYHOCTU C PUTYKCUMAOOM cieayeT oOpaTHThCS K

COOTBeTCTBYIOILIeﬁ HHCTPYKIUU 10O MCAUITHUHCKOMY IIPUMCEHCHUTIO JICKAPCTBCHHOI'O IIpeIIapara.

Tpomboyumonenus

KonuuyecTBo TpomGonnTOB

PexoMmenganuu

Crusmiock 10 < 50 x 10%/n

Boccranosmiochk 10 > 50 x 109/

ITpHOCTaHOBHTS JICUCHHE JICHATHIOMHUIOM U
KOHTPOJINPOBATh KOJMUYECTBO BCEX KJIETOK
KPOBH HE PEXe OJHOrO pasa B 7 JTHEH
B0300HOBHTS JICUCHHE JICHATUIOMUJIOM B
MeHbIIeH 103¢ (103a ypoBHS -1)

Kaxnoe nocienyroiiee CHUKEHUE
<50 x 10%n

Boccranosmiochk 10 > 50 x 10%/1

[IprocTaHOBHTH JIEYCHHE JICHATUAOMHUIOM U
KOHTPOJIUPOBATh KOJIMYECTBO BCEX KIIETOK
KpOBH HE peXe OJJTHOTO pas3a B 7 THEH
B0300HOBUTS JIeUeHHE JIEHATUAOMHUIOM B
MeHbIIIel 03¢ (103a ypoBHs -2, -3). He
MPUMEHSATH 03Bl IIpenapaTa HUKe YpOBHS -3

Heiimponenus

AYH

Pexomenpannn?

Crmsunock 10 < 1 x 10%1 mo MeHpIneii mepe
B TeUECHHE 7 THEHN

unu

Camsuiock 10 < 1 x 10%/1 B coueTanum ¢
nuxopaakou (Temmneparypa Tena > 38,5 °C)
unu

Crmmiock 10 < 0,5 x 10%/n

[IprocTaHOBUTH JIEUEHNE JICHATUIOMUAOM U
KOHTPOJIMPOBATH KOJMYECTBO BCEX KIIETOK
KpOBH HE peXe OJJHOTO pas3a B 7 THEH

12




COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 2501 2024 N2 1

At Percol ikl OB A TEEHOC T5 0002

Boccranormiocs > 1 x 10%/n B0300HOBHTE JIeueHNE JIEHATTNIOMHUIOM B
MeHbIIeH 103¢ (103¢ ypoBHS -1)

Kaxnoe nocnenyromiee cHuxkenue < 1 x 10%n [IprocTaHOBUTH JICUEHHE JICHATUIOMHUIOM
110 MEHBIIIEH Mepe B TeUCHUE 7 THEH
unu

9
camxkenne < 1 x 107/1 B coueranuu ¢
nuxopankoi (temmeparypa tena > 38,5 °C)
unu
cHmwkenne 10 < 0,5 x 10%n

Boccranosmioch 10 > 1 x 10%/x Bo0300HOBUTE 1eUueHyE JIEHATUIOMHUIOM B
MeHbIIel 103¢ (103a ypoBHs -2, -3). He
MIPUMEHSATH JIO3bI IIPerapaTa HUXKe YPOBHS -5

“ Ha ycmompenue @paua, eciu HelimponeHus: s6lsemcs eOUHCMEEHHbIM NPOsiGIeHIueM MOKCUYHOCIU npu 0001
dose nenanudomuoa, credyem dobasume I'-KCD.

Jlumoma uz kiemok maumuunou sousvt (MKJI), hornuxyrapuas aumpoma (DJ1) unu aumpoma

U3 KIEeMOK MAp2UHAIbHoU 30061 (JIM3)

Cunopom nuzuca onyxonu (TLS)

Bce manmeHTHl ODKHBI TONMYy4aTh NpodHIaKTHUecKoe JiedeHune TLS (ammomypunodm,
pacOypHKa3a WM aHAJIOTH B COOTBETCTBUU C PEKOMEHAALUAMHU MEIUIIMHCKOTO YUPEKACHUs) U
00e3B0’KMBaHUS (IEpOpPAIbHO) B TEUEHUE MEPBOM HeAeIM NepBOro LUKIA WM B TeueHue Oosee
JUTMTEIIFHOTO TIEPHOAA, €CIIM ATO KIMHUYECKH ToKa3aHo. [[ns monuropunra TLS meob6xomnmo
IPOBOJUTH PA3BEPHYTHI OMOXMMHUYECKHH aHAM3 KPOBH, HAa3HAYAEMBIH €XEHEICIbHO B
TEYEHHUE MEPBOro IIMKJIA U B COOTBETCTBUHU C KIMHUUYECKUMHU MTOKA3aHUSIMH.

[Tpuem neHanmuaOMHAAa MOXHO NPOAOIKATh (C MOAJAEpKAHUEM JI03bl) Y TAlUEHTOB C
nabopatopHbM TLS nnn kmaIgeckuM TLS 1 cTenenn wim Ha ycMOTpeHHE Bpaya CHU3UTH 103y
HAa OJUH YPOBEHb M TMpPOJOJDKUTH TMpueM JeHanuaomuaa. Heobxomumo oOecnedntsb
UHTEHCUBHYIO BHYTPUBEHHYIO THApATALMI0O U COOTBETCTBYIOIIEE JIEYEHHE B COOTBETCTBUHU C
MECTHBIMU CTaHJApTaMM OKa3aHHUs MEIMIIMHCKOM MOMOINM /10 KOPPEKLUHU HapylleHus OanaHca
DIIEKTPOUTOB. JI7Is1 CHIWKEHUS YpPOBHS THIIEPYPUKEMHH MOXKET MOTPeOOBATHCS Teparus
pacOypukazoil. ['ocnintanusanus nauyreHTa Oy1eT OCyIIECTBISATHCS MO PEIIEHUIO Bpaya.

VY mnaunueHToB ¢ KIMHMYECKMM TLS 2-4 cremeHM HEOOXOIMMO NPUOCTAaHOBUTH IPUEM
JICHAJIUJIOMU/IA U TPOBOJUTH Pa3BEPHYTHIM OMOXMMHUYECKHI aHAIN3 KPOBH €XKEHEAETbHO HIIH IO
KIMHUYECKHUM  TIOKazaHusiM. HeoOxomumo  00ecreuuTh HWHTEHCHBHYIO  BHYTPHUBEHHYIO
TUApATAINIo ¥ COOTBETCTBYIOIIEE JIEUEHHE B COOTBETCTBUM C MECTHBIMH CTaHJapTaMU OKa3aHUS
MEIUIUHCKOW TOMOLIM J0 KOPpPeKUMH HapylmeHus OajnaHca 3JeKTposiuToB. Tepamus
pacOypuka3zoif M rocmuTaimM3anus OyayT OCYLIECTBIATHCS IO peleHuto Bpava. I[lpu

yMeHbIIIeHnH creneHu LS mo 0 mo pemieHuio Bpada BO30OHOBJISIOT MPHUEM JICHATUAOMHUIA B

13



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 25.071.2024 N= 1260

L
o UUUZ)

J03€ CIEAYIOMIEro 00J1ee HU3KOTO YPOBHS (CM. Pasien 4(OCNEAOBATENEHOCTE 0002)

Cunopom «onyxonesou 6CHbLUKUY (CUHOPOM MPAH3UMOPHO20 YCYeYONeHus KIUHUYECKUX
nposenenuii onyxonu, TFR)

VY nanuentoB ¢ TFR 1 unu 2 crenenu perieHue o NMpepbIBaHUU JICUCHHS JICHAIUIOMHIOM HIIU
YMEHBILIEHUSI ero J03bl OCTaeTCsl Ha ycMoTpeHue Bpaya. [lo ycMoTpeHuio Bpadya MOXKET ObITh
Ha3HayeHa Tepanus HECTEPOUHBIMU IIPOTUBOBOCHAIUTENbHBIMU Ipenapatamu (HIIBII),
OTpaHWYEHHAsT 10  MPOJOJDKUTEIILHOCTH  TEpamusi  TIOKOKOPTHKOCTEPOUIAMH  H/WIIN
HApKOTUYECKUMHU aHajbreTukamu. Y mamueHtoB ¢ TFR 3 wmm 4 cremenu Tepamnuio
JIEHATUTOMHUIOM ciemyer MPHUOCTAHOBUTH u HayaThb TEepaIuio HIIBII,
TIIFOKOKOPTUKOCTEPOUIaMU W/WIIM HAPKOTHYECKUMHU aHaimbreTukamu. Korjga BBIPaKEHHOCTH
TFR cumsutcs 10 < 1 cremeHu, BO30OHOBIISIIOT JICUCHHME JICHATMIAOMHUIOM B JI03€ TOrO JKE
YPOBHSI B TEUEHHE OCTaBIIeHcs 4acTu nukiaa. CumnToMatuyeckas tepanus [FR mpoBoaurtcs
COI'JIACHO PeKOMEHIAIMsM 110 jJeucHuio TFR 1 u 2 crenenu (cMm. pasaen 4.4.).

Bce noxazanus

[Ipu pa3BuTHH y HalMEHTa APYTHX BUIOB TOKCHYHOCTH 3 U 4 CTETIEHH TSDKECTH, CBSA3b KOTOPBIX
C TpUMEHEHUEM JICHAIMJIOMHIA HeNb3sd UCKIIOYHTh, JICUCHUE JICHATHIOMHUAOM CIIeAyeT
NpUOCTaHOBUTH. [lo perieHuo Bpada Jie4eHHE JICHATHIOMHUIOM MOET ObITh BO3OOHOBIIECHO B
JI03€ CIIEAYIOIIEro, 0ojiee HU3KOTO YPOBHS NPU CHUIKCHHUHU BBIPAKEHHOCTH TOKCHYHOCTH [0
< 2 cremneHu.

CrnenyeT paccMOTPETh BOIPOC O MPUOCTAHOBKE WJIM MPEKPALCHUH JICYCHUS JICHATUIOMUIOM B
cllyyae pa3BUTUS KOXXHOM cCbIM 2 MM 3 creneHd. JleyeHue JEHATUIAOMHIIOM ClEIyeT
NPEKPaTHTh MPH aHTHOHEBPOTHUYECKOM OTEKe, aHa()MIAKTHYECKOW PEaKIfH, ChIHN 4 CTEleHH,
9KCc(ONMAaTUBHON WM OyIJIe3HOHM ChIIM WIM TNpU MOAO3peHMH Ha cuHapoM CTHBeHca-
JIKOHCOHA, TOKCHYECKMH AMNMACPMANbHBIM HEKPOJIW3 WIM JIEKApPCTBEHHYIO PEAKIMI0 C
s03uHOGMIHEH U cucTeMHOM cumnroMmatikoi (DRESS-cuumpom) W He BO30OHOBIATH TOCIE
IIPEKPALICHUS ITUX PEAKIIHiA.

Oco0ble TPVIIILI TAIMEHTOB

HCZMMEHmbl NnOoaAHCUI020 603pacma

Pesynbratel uccienoBaHus (PapMaKOKMHETUKH JICHATHAOMHUAA Y TOXWIBIX TMallMeHTOB
npeacTaBiieHbl B pazaene «DapmakokuHeTnkay. JleHanuaoMua Ha3Hayanu nanueHtram ¢ MM B
Bo3pacte A0 91 rona, manuentam ¢ MJIC — no 95 ner, a manmentam ¢ MKJI — no 88 ner.

[TockonbKy y TMOXKHIBIX MAlMEHTOB BEPOSTHOCTh HAPYIICHUS (PYHKIIMHU TMOYEK BBIIIE, 103y
mpernapaTra Hy>KHO TOJOMpaTh OYEHb OCTOPOKHO, MPU 3TOM BO BpPEMS JICUCHHS] PEKOMEHIYETCS

MOHHUTOPHUPOBATH (PYHKIIMIO MOYEK.
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T1OC B HOCTS 0002
Bnepsvie ()uaznocmupoeaﬂﬂaﬂ MHOINCECMBEHH Mueﬂo'ymrr n-&ltg,t;' l;T%é-tm];té 'ﬁvkaéana

MPAHCNAAHMAYUS
[lepen nazHadenueM nedeHus namueHTam ¢ BJIMM B Bo3pacte 75 et u crapiine HEOOXOAUMO
MPOBECTH TIIATeIbHOE oOciemoBanue (cM. pasnen 4.4.). Jlisg manweHToB crapiie 75 JierT,
MOJTYYAIOLUX JICHATUIOMH]T B KOMOUHAIIMY C JeKCaMEeTa30HOM, HaualabHasl 1032 JIeKcaMeTa30Ha
coctasisieT 20 Mr ofuH pa3 B AeHb B 1, 8, 15 u 22 auu xaxaoro 28-1HEBHOTO ITUKJIA JICUCHUS.
N3MeHeHue n03b1 HE PEKOMEHAYETCS JJIS MALMEHTOB CTapiie 75 JET, KOTOPbIE NMPUHUMAKOT
JICHAJIMOMHU/]] B COYETAHUU C Meli(paTaHOM U IPETHU3Z0IOHOM.

V¥ nanuentoB ¢ BIMM B Bo3pacte 75 JieT u crapiiie, NOJy4aBIIUX JICHAIUJAOMU], CEPhE3HbIE
He)xenaTelbHble JekapcTBeHHble peakuuu (HJIP) u HJIP, kotopble mpuBenn K NpeKpalieHUIo
JICYEHUSI, OTMEYAIIUCH YallIE.

KoMmOunupoBaHHas Tepamnus JEHAIMJOMUIOM XYK€ IepeHocuiach mnamnueHtamu ¢ BJIMM
cTapuie 75 neT mo CpaBHEHHIO ¢ MOJOJbIMU ManueHTamu. [lanuenTs! Oosiee crapiiero Bo3pacra
yaiie Mnpekpamaig npyueM Ipernapara u3-3a MHAUBUAyanbHON HenepeHocumoctu (HJIP 3 winm
4 crenenu u cepreznbie HJIP), uem nauuentsl B Bo3pacte 10 75 neT.

MHooicecmeennas muenroma: nayueHmol, NOAYUUSUIUE KAK MUHUMYM OOH)Y TUHUIO Mepanuu
[Ipouent mnamuenToB ¢ MM B Bo3pacte 65 JeTr U crapue, MNOJy4YaBIIUX
JICHAJIMIOMHJI/IEKCaMeTa30H WM Tuianebo/nekcamerasoH, Obul comocTaBuM. He oTmeueHO
pazmuunii B 3pPeKTUBHOCTH B OE30MMACHOCTH JICHATHIOMUIA B 3aBUCUMOCTH OT BO3pPacTa, XOTs
HEJb35 UCKIIIOUUTH OOJBIIYIO0 UyBCTBUTEIBHOCTh K IIpENapary MalueHTOB CTapiiel BO3pacTHON
TPYIIIIBIL.

Muenooucniacmuueckue cCuHOpOMbl

Cpenn mnamuentoB ¢ MJIC, mnpuHUMaBmIUX JICHATUIOMHJ, HE OTMEUEHO pa3Iuuuii B
Oe3omacHoCTH U 3G (HEKTUBHOCTH Yy MAIMEHTOB B BO3pacTe 65 JieT M crapiie M MalleHTOB
miaame 65 ner.

Jlumehoma u3z Knemox MaHMuIiHOU 30HbL

VY namuentoB ¢ MKJI, npyuHUMaBIINX JIEHATUIOMH, HE OTMEUEHO Pa3Iu4hil B O€30MaCHOCTH U
3¢ (HEeKTUBHOCTH Y MAIIMEHTOB B BO3pacTe 65 JIeT U cTapllie U MallMeHTOB MiajIie 65 JerT.
DonnuKyIApHas IumMpoma unu aumpoma uz Kiemox MapeuHaibHol 30Hbl

VY nanuentoB ¢ @JI wiau JIM3, npuHUMaBIINX JIEHAIWJOMU]T B KOMOMHALIUK C PUTYKCUMAOOM,
obmas gactora HJIP onnHakoBa A mManueHTOB B BO3pacTe 65 JIET U cTapiie 1Mo CpaBHEHUIO C
narueHTamu mitagimie 65 ser. He oTmeueHo paznuuuii B 9)(PEKTUBHOCTH MEXAY ABYMs
BO3pPACTHBIMU TpyNIaMy NAlMEHTOB.

Hayuenmul ¢ Hapywenuem d)kauuu nouyex

JlenanuaoMu BBIIETSETCA TIAaBHBIM o0pa3oMm mouykamu. [lo Mepe HapacTaHusi CTETCHH
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HapyIICHUS MOYEYHOM (PYHKIMH CHUXKAETCA

ronepartiiobrs . repatin Hol Pasntif4.4.).

Pexomenmyercst ¢ 0CTOPOKHOCTBIO MOI0HPATH

IIOYCK.

JI03y Tpernapara ¥ MOHUTOPHPOBATH (PYHKIIUIO

Jns manpento ¢ MM, MJIC, MKJI, ®JI nm JIM3 u moyedyHoM HEAOCTaTOUYHOCTHIO JIETKOM

CTCIICHU TAXCCTHU HE Tpe6yeTc;1 HN3MCEHCHHA NO3bI JICHAINAOMHAA.

PGKOMeHI[y}OTCSI CIICAYIOIHNEC U3MCHCHHA PC)KUMaAa JO3UPOBAHUA B HA4YaJIC TCPAIIMU U B XOIC €C B

3aBHCUMOCTH OT CTETEHU TSHKECTH HapylleHUs (yHKIUH MOoYyeK (Ui MalUeHTOB C MOYEYHOH

HEAOCTATOYHOCTBIO cpez[Heﬁ U TSHKEJION CTENCHU TAXKCCTH, a TAKXKC TepMHHaHBHOﬁ CTa,I[I/ICI;'I

noucunoi Hepocratounoctu (TCITH)). UccnenoBanus dassl 11 npu TCITH (KK < 30 mu/muH,

TpeOyeT MPOBEIEHNUS AUATIN3a) HE IPOBOUIINCH.

Mnooicecmeennas muenoma

Cocrosinne ¢pynkuun nouek (KK)

HN3MeHeHHe 103bI

[Toyeynast HEOCTATOYHOCTD CPEHEH CTETICHH
TSDKECTH
(30 mi/mun < KK < 50 min/mun)

10 mMr oguH pa3 B JICHB

[Toueunas HEIOCTATOUHOCTD TAKEION
CTCTICHH TSDKECTH
(KK < 30 ma/muH, He TpeOyeTcst AUanu3)

7,5 Mr OJlMH pa3 B I€Hb
iy 15 mr uepes neHb

TepmuHanbHast cTaus OYCUYHON
negocratounoctu (TCITH)
(KK < 30 ma/mun, TpeOyetcs quanus)

5 Mr oauH pa3 B JicHb. B neHb nuanusza 103y
npernapaTa Hy>KHO IPUHUMATh TTOCTIe
OKOHYAHUS ceaHca Jhaan3a

! Toza npenapama mosicem 6vimo nosviuena 0o 15 Mz 00un pas 6 Oenv nocie 2 yukios mepanuu npu omcymcmeu

omeema Ha mepanuro, HO XOPOWEZZ ee nepeHocumocmu.

Muenooucniacmuueckue cCuHOpOMbl

Cocrosinne pynkuun nouek (KK)

HN3MeHeHne 10361

IToueynast HEIOCTaTOYHOCTH
CpeIHEN CTENEHU TAKECTH
(30 ma/mun < KK < 50 Ma/mun)

Hauansnas noza

5 MI OJMH pa3 B I€Hb
(c 1 mo 21 neHb BO BpeMsl MOBTOPHBIX
28-THEBHBIX ITUKIIOB)

Jo3a ypoBHs -1*

2,5 Mr OJIiH pa3 B JIeHb
(c 1 mo 28 neHpb BO BpeMsl MOBTOPHBIX
28-THEBHBIX IUKJIOB)

Jlo3a ypoBHs -2*

2,5 mr 4yepe3 JeHb
(c 1 mo 28 neHb BO BpeMst MOBTOPHBIX
28-THEBHBIX ITUKIIOB)

Tloyeunas HeTOCTATOYHOCTD
TSDKEIOM CTEMEHU THKECTH
(KK < 30 ma/muH, HE TpeOyeTcst

Havanruasa nosa

2,5 MTI" OJIMH pa3 B JA€Hb
(c 1 mo 21 neHb BO BpeMsl MOBTOPHBIX
28-THEBHBIX ITUKJIOB)

JAajm3)

Jlo3a ypoBHs -1*

2,5 Mr depes JIeHb
(c 1 mo 28 neHpb BO BpeMsl TIOBTOPHBIX
28-THEBHBIX IUKJIOB)

Jlo3a ypoBHs -2*

2,5 Mr J1Ba pa3a B HEJIEIIIO
(c 1 mo 28 neHb BO BpeMsl MOBTOPHBIX
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Cocrosinne pynxunn nouex (KK) | Usmenefime goshy - - [=H00r ENEADETE T0TZ]
28-THEBHBIX IUKJIOB)
TepMuHanbHas CTaaAus IOYECYHOU Havanphas no3a | 2,5 Mr ogus pa3s B eHs (¢ 1 o 21
Henoctatrounoct (TCITH) JICHb BO BpeMsl OBTOPHBIX 28-
(KK < 30 ma/muH, TpeOyeTcs JTHEBHBIX ITUKJIOB)
TTUAITA3) Jlo3a ypoBHs -1* | 2,5 mr uepes neHb (¢ 1 mo 28 neHb Bo
B nenw nuanuza no3y npenapara BpeMsi MIOBTOPHBIX 28-THEBHBIX
HY’KHO IIPUHUMATh 10CJIE LIUKJIOB)
OKOHYaHUs CeaHca 1Uuain3a. Jlo3a ypoBHs -2* | 2,5 Mr 1Ba pa3a B Hezaenro (¢ 1 mo 28
JIeHb BO BpeMs IIOBTOPHBIX 28-
JTHEBHBIX I[UKJIOB)

*  BozmooicHocmu  usmenenusi 003bl 8 X00e JNeYeHust Ui €20 60300HOGIeHUs NPU PA36UMUU HeumponeHuu,
mpomboyumonenuy Uiy Opyeux 6u008 moxcuunocmu 3 u 4 cmenenu msicecmu, 6536 KOMOPLHIX ¢ NPUMEHEHUEM
JIeHATUOOMUOA HEeNb3s UCKTIOUUMb, NPEOCMABLeHbl BbliLe.

Jlumgoma u3 Knemoxk MaHmuiHo 30Hbl

Cocrosinne ¢pynkuun nouek (KK) HN3MeHeHue 103b1
(c 1 mo 21 nenb BO BpeMsi MOBTOPHBIX 28-
JTHEBHBIX ITUKJIOB)

IToyeynas HETOCTATOUYHOCTh cpenHeil creren | 10 MT oJiMH pa3 B JeHbB

spkectd (30 mi/mMun < KK < 50 mur/muH)

[Toueunas HEIOCTATOUHOCTD TAKEION 7,5 M OIUH pa3 B ACHb
crenenu Tsoxectu (KK < 30 mn/mun, He iy 15 mr uepes neHb
TpeOyeTcst Tuanm3)

TepMuHaiibHas CTaIUs IOYECHHOM S Mr oguH pa3 B AeHb. B 1eHb auanuza no3y
negocratouHoctu (TCITH) (KK < 30 min/MuH, | mpemapaTa Hy»KHO IPUHUMATh TOCTIE
TpedyeTcst [uanus) OKOHYAHUS CeaHca Jualnsa

! Hoza npenapama moicem 6oime nosviwena 0o 15 mz 00urn pas 6 Oenv nocie 2 Yyukios mepanuu, eciu Nayuerm He
omeeuaem Ha Aeuenue u npu SMoM y He2o He HAOM0O0AIOMCs NPUSHAKY HeNnepeHoCUMOCHU.

DonnuKyIupHas aumpoma unu IUM@Poma u3 Kiemoxk MapeuHaibHou 30Hbl

Cocrosinne pynkuun nouek (KK) HN3meHeHue 103b1
(c 1 mo 21 nensb BO BpeMsi MOBTOPHBIX 28-
JTHEBHBIX ITUKJIOB)

[Toyeunast HeIOCTATOUYHOCTH CcpenHeit crenenn | 10 Mr oauH pa3 B nenp?

TSKECTH
(30 ma/mun < KK <60 mi/mMun)

IloyeuHass HEIOCTATOUYHOCTD TSKEIION 5 Mr oauH pa3 B ICHb

CTCIICHU TAXKECCTU
(KK < 30 mn/muH, HE TpeOyeTcs Tuaim3)

TepMuHanbHas CTaIASI MTOYEYHOU 5 Mr oauH pa3 B AeHb. B neHb auanuza no3y
negocratouHoctu (TCITH) rpenapara Hy»HO IPUHUMATh I10CTE
(KK < 30 ma/muH, Tpebyercs Auanu3) OKOHYaHMS CeaHca Aualin3a

! loza npenapama moocem 6vimo nosviuena 0o 15 mz o0un paz 6 denv nocne 2 yukioé mepanuu, eciu y nayueHma
He HAONI0OANOCH NPUZHAKOE HENePeHOCUMOCU

2 [Ina nayuenmos, noayuaiowux Havansbiyio 0oy 10 me, 6 ciyuae chudicenus 003vl Oisl e4eHus Helmponenuy un
mpomoboyumoneHuy U Opy2ux 6ud08 MOKCuyHocmu 3 unu 4 cmenewu msocecmu, COYEMAHHO CEA3AHHLIX C
JEHATUOOMUOOM, He NPUMEHAMDb 003bl NPpenapama Hudice 5 me uepes 0elb uau 2,5 me 00uH pas 6 0eHs
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MY OTUETY

HapyIIeHUsSMH (YHKIIUU TOYEK JODKHO 0a3MpoBaThCsl HA WHIUBUIYATHHOW MEPEHOCHMOCTH
JICYECHMS KaK YKa3bIBaJIOCh paHee.

Hayuenmut ¢ Hapywenuem d)VHKuuu nevyeru

[Ipumenenue neHanuaomMuaa GopMaibHO HE U3ydaldd y MAIlMEeHTOB C HapylIeHHON (yHKuuen
MEYEHHU, MOATOMY PEKOMEHJAlMU OTHOCUTEIBHO HM3MEHEHHS J03bl y JaHHOM KaTeropuu
MalUEeHTOB OTCYTCTBYIOT.

eTH
bezonacHocth u 3 dexTuBHOCTD NMpenapata JleHamuaomua y nereid B Bo3pacte oT 0 qo 18 mer
Ha JaHHBIM MOMEHT HE YCTaHOBJICHBI. J[aHHBIE OTCYTCTBYIOT.

Cnooco0 npuMeHeHus

Bnytps.

Jl1st ocyliecTBIIeHUS TPUBEACHHBIX PEKUMOB JI03UPOBAHMSI HEOOXOIMMO MPUMEHSTH Mpenapar B
COOTBETCTBYIOIIMX JO3UPOBKaAxX (Karcynsl 2,5 mr, 5 mr, 7,5 mr, 10 mr, 15 mr, 20 mr, 25 mr).
Karcyner mpenaparta JleHanumomMua Hellb3s OTKPBIBATh, pas3liaMbIBaTh WM Pa3KEBBIBATH, HX
PEKOMEHIyeTCsl IPUHUMATh COTJIACHO CXEME TEepalmuu B OJHO U TO K€ BpEMs 0 WIH IOCIe
MpUeMa IUIIH, IPOTJIAThIBAs IETMKOM U 3aIliBasi BOJIOM.

PexoMeHyeTcss HOKUMATh TOJIBKO HA OJUH KOHEI[ KalCyJbl MPH U3BJICUYCHUH €€ U3 OnmucTepa

JUTSL TOTO, YTOOBI CHU3HTD PHUCK €€ Ie(hOpMaIliy U IIOBPEKICHUS.

Mepwvi npedocmoposdicHocmu, npurumaemvle neped NPUMeHeHueM npenapama uiu npu pabome c

HUM

Wudopmanus mo padboTe ¢ MUTOTOKCHYSCKUMU TIperiapaTaMu IIpUBeIeHa B pasjene 6.6.

4.3. TlpoTuBomoKa3aHHsA

e [UnepuYyBCTBUTEIHHOCTh K JICHAIUIOMHY WM K JTIOOOMY M3 BCIIOMOTATEIILHBIX BEIIECTB,
NePEYUCIICHHBIX B pazzene 6.1.

e bBepeMeHHOCTH U TIEPHOJ TPYAHOTO BCKAPMITHBAHWSI.

e CoXpaHEHHBII PENPOIYKTUBHBIM MOTEHIUAI, 32 UCKIIOYEHHEM CIy4aeB, KOT/Ia BO3MOMKHO
coOJTIOZICHHE BCEX HEOOXOMMMBIX YCIOBHH [IporpaMMbl KOHTPOJIUPYEMOTO MEIUIIMHCKOTO
NpUMEHEHHS JIeHaTuIoMua (cM. paszaenst 4.4, u 4.6.).

e HeBO3MOXXHOCTh WJIM HECTIOCOOHOCTH COOJIIOAATh HEOOXOAUMBIE MEPhI KOHTPAIICTIIIUH (CM.
paznen 4.4.).

e Jlerckuii Bo3pact a0 18 neT (mo cooOpakeHusIM O€30TaCHOCTH).

4.4. Ocobble yka3aHHSl M MePbl MPEI0CTOPOKHOCTH NPH MPUMEHEHUH

I[Ipu Ha3HAYEHMH JIEHAJTUAOMHIA B KOMOMHAIIMM C JPYTUMH JIeKAPCTBEHHBIMH

npemnaparamMm Inepea HavyajioM Tepanuu CcCIEAyeT NpeaBAPUTCIBHO O3HAKOMHUTLBCH C
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npenapara.

HDCI[VHDe)KI[eHI/ISI B OTHOIIICHHUH 6CD€MCHHOCTI/I

JleHanMIOMHJ — CTPYKTYPHBIH aHAJIOr Tainuaomuia. V3BecTHO, 4TO mpueM OepeMEHHBIMU
KCHIUHAMHU TaJHIOMH[A, 00JIAJAlOIIEr0 BHIPaKCHHBIM TEPATOrCHHBIM JICHCTBHEM, BBI3BIBACT
TSDKEJIBIE U YIPOXKAIOIINE JKU3HU BPOKICHHBIC Ne(EKThl pa3BUTHA. JICHATUIOMHU BBI3BIBAT Y
00e3bsiH MOPOKH DPAa3BUTHS, CXOJIHBIC C ONUCAHHBIMH paHee dpdeKTaMu TaruaoMuiaa (CM.
paznensl 4.6. u 5.3.). Ilpu npueme neHanuaOoMHIa BO BpeMs OCPEMEHHOCTH PHUCK pPa3BUTHSA
BPOXKJICHHBIX IEPEKTOB BEChMa BEPOSITCH.

HeykocuurenbHoe  coOmroneHue  Bcex  TpeOoBanmii  [IporpamMmbl  KOHTPOJIHMPYEMOTO
MEAWIIMHCKOTO TIPUMEHEHHUS JICHATUAOMHUIA PACHPOCTPAHSECTCS HAa BCEX MAlMEHTOK C
COXPaHEHHBIM PEMPOTYKTHBHBIM IMOTCHIIUAIOM, €CJIU TOJIBKO JOCTOBEPHO HE MOJTBEPHKICHO €ro
OTCYTCTBHE.

KDI/ITCDI/II/I JJIA XKCHINWMH C HECOXPAHCHHBIM PCIIPOAYKTUBHBIM ITOTCHIIMAJIOM

JKeHIMHa-TaleHT WIK JKEHIIMHA, CEKCyAIbHBIM IapTHEP My X4uHbI-manueHTa, HE cuurarorces
CHOCOOHBIMH K JIETOPOXKIEHUIO MPH HATUYUH XOTs ObI OTHOTO U3 CIEAYIOUIMX (PaKTOPOB:

— Bo3pact > 50 JeT ¥ AIUTETbHOCTh ECTECTBEHHOW aMeHopeu > | rosa (aMmeHopest BCIIECTBUE
IIPOTUBOPAKOBOM TEPAIIUU WM B IIEPUOJ IPYAHOIO BCKApMJIMBAHUS HE UCKIIIOYACT HAJIMYKE
PENpOIyKTUBHOIO MOTEHIMATIA)

— PaHHAS HEJOCTATOYHOCTb IMYHUKOB, IOATBEPKACHHAs THHEKOJIOTOM

— JIBYCTOPOHHSS CaJIbIIMHI00()OPIKTOMHUS I TUCTEPIKTOMUS B aHAMHE3€

— renotun XY, cunapom TepHepa, areHe3us MaTKu

KoHcyneTupoBanue

[IpuMeHeHHEe JEHATMIOMHUAA Y SKEHIIMH C COXPAaHEHHBIM PENpOAYKTHBHBIM MOTEHIMAIOM

IPOTUBOIIOKA3aHO B TE€X CIIy4asix, KOTJa He COOJIIOICHBI CIICAYIONIHE YCIOBHSL:

JKEHIIMHA

— J0JIKHA MOHMMATh OXKU/IaeMOE TePaTOreHHOE JCHCTBHE JICHATHIOMUIA HA M0/

— J0JKHA NOHMMATh HEOOXOIMMOCTh HeNPepPbIBHOIO UCMOIb30BaHUS 3P (PEKTUBHBIX
MCTOJJOB KOHTpalCHIuKh B TCUCHUC HE MCHEC 4 HCACIb 10 Haydajla JICUCHUSA, BO BPEMA
JIe4yeHHsI U He MeHee 4 HeZlelb 10Ciie OKOHYAHUS JICUeHUS

— JIOJDKHA CJIeOBAaTh PEKOMEHIAIMH HCIONB30BaTh d(M()EKTHBHYIO KOHTPAILCIIUIO JaKe B
CJlyyae aMEHOPEH Y JKEHIIUHBI C COXPAaHEHHBIM PENPOAYKTUBHBIM MOTEHIINATIOM

— OBbITh CIOCOOHOM K COOJIOIEHNIO BCEX MPaBUil 3PPEKTUBHON KOHTpalenuu

— JOJDKHAa 3HaTb MW IIOHHMAThb BO3MOXHBIC IIOCJIICACTBHS 6epeMeHHOCTI/I, a TaKxXe

HCO6XOI[I/IMOCTB CPOYHOIO 06paH_[eHI/I}I 3a KOHCYHBTaI_[Pleﬁ npu noAO3pCHHUH Ha
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(NOCNEQCBATENEHOCTE 0002)

OEpEeMEHHOCTD

— JI0JDKHA NMOHMMaTh HEOOXOJMMOCTh HEOTJIOXKHOIO Hauyasa JIEYCHMs JICHATUIOMHIIOM Cpasy
e TI0CJIe TOJTyYEeHUS OTPULIATENIbHBIX PE3yIbTaTOB TECTA HA OEPEMEHHOCTD

— JI0OJDKHa OCO3HaBaThb HEOOXOAMMOCTb IPOBEJIEHHs TeCTa W BBIIOJHATH TECT Ha
OepeMEeHHOCTh KaK MMUHHUMYM KaXKIble 4 HEJENu 3a MCKIIOUYEHHUEM IallMEeHTOK, Y KOTOPBIX
BBINOJIHEHA CTEPUIIM3ALINS IIyTEM MEPEBIA3KH MAaTOUYHBIX TPYO

— JI0JDKHA INOATBEPAUTH, YTO IIOHMMAET PUCK BO3MOKHBIX HEXKEJIATEIbHBIX MOCIEACTBUU U
HEO0OXOUMOCTb UX MPEAYIPEKACHUS B IEPUO]T JICUEHUS JIEHAIUIOMHJIOM.

[IpuMeHeHne Y MY>KYUH

Jannsle  u3yueHuss  (QapMakOKMHETUKH  JICHATUAOMHUZA Yy  MY>KUYHMH-IOOPOBOJIBLIEB

CBUJIETEJIBCTBYIOT O TOM, YTO B XOJE JICUCHHS JICHAIMJAOMU MOKET COAEPKAThCS B MPEIEIBHO

HU3KUX KOHIIEHTPAIUSAX B CEMEHHOW JKMJIKOCTU IMAIMEHTOB M HE OMpEeNessieTcs yepe3 3 JaHs

nociie MpeKpalieHus: MPUMEHEeHHsI Tperapara y 3J10pOBbIX 100poBoOJbIEB (cM. pazmen 5.2.). B

KaueCcTBE MEphbl MPEJOCTOPOKHOCTU, YUYUTHIBAS BO3MOYKHOE CHM)KEHHE CKOPOCTH BBIBEACHUS

JCHATMIOMHIA Y OCOOBIX TPYIIT MAIMEHTOB (y MAIMEHTOB C HAPYIICHUSMH (YHKIIHMH TMOYEK),

JUISL BCEX MY’)KUMH, MPUHUMAIOIMUX JICHATUJIOMHUII, JODKHBI OBITH COONIOJEHBI CIEAYIOIINE

YCIIOBHSL:

MY:KYHHA

— JIOJDKEH IIOHMMaTh BO3MOXHBIM PpHUCK TEPAaTOr€HHOrO0 JEWCTBHS JICHATUAOMHAA MpHU
CEeKCyaJIbHOM KOHTaKTe ¢ OEpeMEHHOH >KEHIIMHOW WJIM >KEHIIUHOM C COXpaHEHHBIM
PENPOAYKTUBHBIM MTOTEHIIMATIOM

— JOJKEeH TOHUMaTh HEOOXOIMMOCTh HCIONIB30BaHUSI MPE3EPBATHBOB (axe TMoOcCIe
MEPEHECEHHON Ba3’KTOMHUH) TMPHU CEKCyaTbHOM KOHTAKTE ¢ OEpeMEHHOMN >KEHITMHON WIH
JKEHILIMHOM C COXPAHEHHBIM PENPOIYKTUBHBIM IIOTEHIMAJIOM, HE UCIIOJB3YIOLIEN HAIC)KHbBIC
METOJbl KOHTpAaLENIUK, B IEPUOJ JIEUCHHS M B TEUYCHUE HE MEHee 7 JHEW mocie
MIPUOCTAHOBKH W/WJTU 3aBEPIICHUS JICUCHUS

— JOJKEeH TOHHMMAaTh, YTO, €CIIM €ro MapTHeplna 3abepeMeHeNa BO BpeMsl €ro JICUeHUs WU
BCKOpE IIOCJIE€ MPEKPALIECHUs TEpPalUH JICHAIUJAOMHUJOM, OH JIOJDKEH HE3aMEMJIUTEIIBHO
npouH(pOpMUPOBaTh 00 ATOM CBOETO JIEHAIEro Bpaya, a €ro mapTHepIle PeKOMEHIyeTcs
oOpaTuThcs 32 00CIeJOBaHUEM U KOHCYIIbTAIME! K Bpauy-TepaToJory.

Bpau, HazHavaomui JeueHrne JeHATUIOMUAOM KSHIIIMHAM C COXPAaHEHHBIM PENPOAYKTHBHBIM

ONOTCHIIMAJIOM, JOJI?KEH

- Y6CIlI/ITLC$I B TOM, 4YTO MMallUCHTKA YJOBJICTBOPACT BCCM YCIIOBUAM HpOFpaMMbl
KOHTPOJJIMPYEMOTI'0 MEAUIINMHCKOI'0 NPUMEHCHU A JCHAJIMJA0MHU A, BKJIrO4as

MOATBCPKIACHUC TOI'O, YTO OHA AACKBATHO IMOHUMACT CUTYyaI[HUIO
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BbIIIEYKa3aHHOU [IporpamMmbi.

IIpaBuiia KOHTpALlEOINHU

KeHIMHBI ¢ COXpaHEHHBIM PENPOAYKTUBHBIM IOTEHIMAIOM JIOJKHBI HMCIOJIb30BAaTh OJMH U3

3¢ (EeKTUBHBIX METOJI0B KOHTPALENIMMY B TE€UEHHE HE MEHee 4 Helenb 10 Hayaja JICYeHUs, BO

BpEMs TEpalluU U B TEUEHUE HE MeHee 4 HENeNb M0CIe OKOHYAHMs Tepaluu JICHAIUIOMUIOM,

Jla)ke BO BpeMs IIEPEPBIBOB B JICUEHUH, 3@ UCKIIIOUEHUEM IIALIUEHTOB, KOTOPbIE HA MPOTSHKEHUN

BCEr0 YKa3aHHOI'O CpPOKa BO3JEP)KUBAIOTCS OT CEKCYaJbHBIX OTHOILIEHUI, YTO EXEMECSIUYHO

HNOATBEpXKAAeTCd JOKyMeHTanbHO. Ecinm mnaumeHTke He noaoOpaH 3¢Q(QEeKTUBHBIA METOJ

KOHTpalleNui, €€ HeoOXOAMMO HANpaBUTh K Bpady-TMHEKOJIOTY s moibopa M Hauana

UCII0JIb30BaHUsl TAKOTO METOAA.

Crnenyromye npuMepbl MOKHO OTHECTH K MTOAXOAALINM METOAaM KOHTpPALEILUU:

— IlonkoxHble TOPMOHATbHBIE UMIUIAHTHI

— Buyrpumatounslie cucteMsl, Beiienstonue geBonoprecrpen (BMC)

— Jleno-npenaparbl MEAPOKCUIIPOTECTEPOH aleTaTa

— TlepeBsizka MaTOYHBIX TPYO

— BasskroMus nmaprtHepa (IOATBEp)KIEHHAs ABYMs OTPHUIATEIbHBIMU aHAJIM3aMU CEMEHHOMU
JKUJIKOCTH )

— Ilporecrepon-conepkamue  TaOJETKH,  HMHTHOUPYIOIIME  OBYJSIIUIO  (Hampumep,
JI€30TeCTped)

B cBA3M C TMOBBILIEHHBIM  PUCKOM  TPOMOOSMOONMYECKMX  OCJIOXKHEHHH  IpHeM

KOMOMHHMPOBAHHBIX IEpPOpPAIbHBIX KOHTPALIENITHBOB HE IIOKa3aH MHalMeHTkam ¢ MM,

NPUHUMAIOIMM JIEHAIMJIOMH]T B COCTaBE KOMOMHUPOBAHHOM TEeparnu, U B MEHbIIEH CTENeHN —

nanrentkam ¢ MM, M/IC u MKJI, koTopble mosyyaroT MOHOTEPANHUIO JICHATUAOMHUIIOM (CM.

pazgen 4.5.). Jnsa 5>QQPexTHMBHON KOHTpaUeNuuud STUM MAIHEHTKAaM PEKOMEHAYeTCs

UCIIOJIb30BaTh OJIMH M3 MNEPEYUCIICHHBIX BbIlle MeToA0B. [loBbImIeHHBIM puck pasButus TO

coxpaHsieTcs B TedeHHe 4-6 HeAenb I0cCie MNpPEeKpalleHus IpueMa KOMOMHUPOBAHHBIX

OPOTHBO3a4aTOYHBIX  CPeICTB.  ODPPEKTUBHOCTb  TOPMOHAIBHBIX  NPOTHBO3a4YaTOYHBIX

[penapaToB MOXeT ObIThb CHM)KEHa IpU OJHOBPEMEHHOM HA3HAUYEHUH JEeKCaMeTa3oHa (CM.

paznen 4.5.).

[TanmeHTKaM ¢ HEUTPONEHUEH, HUCMHOJIB3YIOIIMM B KayeCTBE MPOTUBO3a4YaTOYHOTO CPEACTBA

MOJIKOXKHBIE TOPMOHAJIBHBIE HMMIUIAHTBl WJIM BHYTPUMATOYHBIE CHUCTEMBI, BBIIEIAIONINE

JIEBOHOPTeCTpeNl, HEOOXOAUMO NPOPHIAKTHYECKM Ha3HayaTh AaHTUOMOTHKH B CBSA3M C

MOBBIUICHHBIM ~ PUCKOM  HMH(EKIUOHHBIX OCJIOKHEHHMI B MOMEHT YCTAHOBKHM 3THUX

TEPANICBTUICCKUX CHUCTEM, a TaAKXKXC IIOBBIIICHHBIM PUCKOM HEPCTYISAPHBIX KPOBAHHUCTBIX
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BBIJICJIEHUI U3 MOJOBBIX MMyTEH.

Hcnonbs30BaHue BHYTPUMATOYHBIX CHUCTCM, BBIACIAOMHUX MCIAb, KakK IIpaBUJIO, HC
PCKOMCHAYCTCA B CBA3U C BBICOKMM PHCKOM PAa3BHUTHUA I/IH(beKI_[I/IOHHHX OCJIOKHEHUM B MOMEHT
UMIIJIaHTAllUH U MMOBBIIEHHOMN KPOBOIIOTEPU BO BPEMA MCHCTpYyallUHU, KOTOpass MOXET YCHIIUTH
BBIPAXKCHHOCTH HeﬁTpOHCHI/II/I NI TpOM6OHI/ITOHeHI/II/I Y IaOUCHTKH.

Tect Ha GepeMEHHOCTh

B cooTBeTCTBHM C MECTHOM MPAKTUKOM TECT Ha OEPEMEHHOCTb C YYBCTBUTEIBHOCTHIO HE MEHEE
25 MME/mMi1 nomkeH BBINONHATBCS 107 HAOIIOAEHUEM MEAMLIMHCKOrO IEepcoHana A BCeX
JKEHILMH C COXPAaHEHHBIM PENPONYKTUBHBIM ITOTCHIIMAIOM, BKJIKOYAA U T€X, KTO IOJHOCTBIO U
HETPEPHIBHO BO3JIEP’KUBACTCS OT CEKCYAJIbHBIX OTHOIICHWH. B maeane, Tect Ha GepeMEHHOCTb,
Ha3HAYCHME JICYCHUS W BbIJAuYa IIpernapara JOJDKHBI IIPOMCXOAWTh B OJUH U TOT K€ JICHb.
Brinaua neHannaoMua JKEHUOIMHAM C COXPAaHEHHBIM PENPOIYKTHUBHBIM IOTEHLIMAIOM AOJDKHA
IIPOUCXOIUTH B TEUEHHE 7 JIHEW NOCIIE HA3HAUYEHUS TEPAIINH.

Mo navana reyenus

Tect Ha 6epeMeHHOCTL BBIIIOJIHACTCA II0[ Ha6JIIOI[eHI/IeM MCIUIIMHCKOIr'0 IepcoHala B ACHb
Ha3HAYeHUs JICUCHHUS HJIU 3a 3 AHA OO BU3UTA K JICHAlIEMYy Bpady IIOCJIC TOI'O, KaK IMAallMCHTKA
HCIIOJIb30Bajia 3(1)(1)6KTI/IBHLII‘/'I MCTOJ KOHTpalCIluu B TCUCHUEC HC MCHEC 4 HCACIIb. Pe3y.HBTaT
T€CTa HOJDKCH IMOATBCPAUTH OTCYTCTBHUC 6€peM€HHOCTI/I Y MNAanUMCHTKM K MOMCHTY Haydalla
TCpaIiuu JICHAJIUAOMUIOM.

HDOOOJZcheHue U OKOH4YAHUE J1e4erHUsA

TecTsl Ha 6epCMCHHOCTL JOJIDKHBI BBIIIOJTHATHCA IO/ Ha6J'IIOI[eHI/IeM MCIUIMHCKOI'O MICPCOHAIa
KaKk MUHUMYM KaXJbIC 4 HCACIIH, BKIIIOYasaA KaKk MUHUMYM 4 HEACIN IMOCJIIC OKOHYaHUS JICYUCHHA,
3a HCKJIIIOYCHHEM HOI[TBep)KI[CHHOI\/JI CTCpHUIIN3allu MATOYHBIX pr6 TecThl BEBITONHSIOTCS B
JACHb HAa3HAYCHUA JICUCHUA UIIN 3a 3 AHA 10 BU3UTA K JICHAILICMY Bpaydy.

JlOOIHUTEIBHBIE MEPBI IPEIOCTOPOKHOCTH

[TarueHTsl HE JOJDKHBI M€pelaBaTh JEHATUAOMUJ ApyruM JunaMm. Hewucrnonb3oBaHHBIN
npenapaTr peKOMEHIYyeTCsl BO3BpaTUTh B MEAUIIMHCKOE YUPEXKIEHUE N0 OKOHYaHUH JICUCHUS JJIs
0€301aCHOr0 YHHUUTOXKECHHS.

[TaumenTy He pasperiaercst ObITh JOHOPOM KPOBU MJIM CHEPMBI Ha MPOTSHKEHUU BCETO JICUEHUS
JeHATMOMUIOM (BKJItOYasi TepephIBbl B JIEYEHHHM) U B TeUE€HUE HE MeHee 7 JHell mocie ero
OKOHYAHUSI.

MenuuuHckue pabOTHUKM U JIMIA, OCYIIECTBIIAIONIUE YXOJ, JOJDKHBI HOCUTH OJHOPA30BBIE
nepyaTku Mpu oOpamieHMH ¢ OJMCTepoM WM Kamncylnoil. bepeMeHHBIM KEHIIMHAM WIN
JKEHIIIMHAM, KOTOpbI€ TI0JJ03PEBAIOT, UTO OHU MOTYT OBITh O€pPEMEHHBI, HE CIEIYET MPUKAcaThCs

K OMcTepy WM Karcyiie.
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UroObl MOMOYBL MAIMEHTaM MPEAOTBPATHTh BO3JCHCTBHE JCHATUAOMHUIA Ha IUIOJ, BIAIeIell
PETUCTPAIIMOHHOTO YAOCTOBEPEHHUSI NPEAOCTABUT MEAULMHCKOMY IEpcoHaly oOyuaromme
MaTepuaibl, YTOOBl OOOCHOBaTh IMPEIOCTEPEKEHHS B  OTHOIICHUH TEPAaTOTCHHOCTU
JICHAJMIOMH/IA, PEKOMCHIOBATh KOHTPAIENIHUIO TIepel Ha4YaJloM TEpalud W Pa3bICHUTH
HEOOXOUMOCTh TIPOBEJCHHS TECTOB Ha OepeMEHHOCTh. Bpau momkeH mpouH(POPMHUPOBATH
MAIUEHTOB MYXCKOTO W JKEHCKOTO II0JIa O PHCKE pa3BUTUs TepaToreHHoro sddexra
JCHAJTMIIOMHUA U CTPOTMX Mepax MO NPEAYNPEKICHHI0 OCPEMEHHOCTH B COOTBETCTBHH C
[TporpamMMoil KOHTPOJMPYEMOTO MEJUIMHCKOTO MPHMEHEHHs JIeHaTuaIoMuaa. Bpad momkeH
obOecrieunTh TalMEeHTa OOydJaromeld OpoIIropod M KapTOYKOW IMAlMeHTa, a TaKXKe WHBIMU
OKBUBAJIICHTHBIMA WHCTPYKIIUSIMH B COOTBETCTBHH C TOCYJapCTBEHHON CHCTEMOW KapT
nainueHToB. B wuaeane, Tect Ha OepeMEHHOCTb, HAa3HAYCHHME JICUCHHMS M BbljJaya Iperapara
JIOJDKHBI TIPOMCXOJIUTh B OJMH W TOT K€ JCHb. Bblnava JCHaIMIOMHIA J>KEHIIUHAM C
COXPAHECHHBIM PEIPOyKTUBHBIM ITOTSHIIMAIOM JIOJDKHA IPOUCXONTH HE MO3Hee 7 JHEH mocie
Ha3HA4YCHWS Tepanuu. JKEHIIMHAM C COXPAaHEHHBIM PEMPOIYKTUBHBIM  IOTEHIIUAIOM
JICHAJMIOMH]] MOXET OBbITh BBIJIaH/BBINMCAH MAaKCHMMAaJdbHO HA CPOK TEpanuu 10 4 Helenlb B
COOTBETCTBUH C YTBEPXICHHBIMU TMOKa3aHUSIMH M PEKHUMOM J03UpoBaHus (cM. pazzmen 4.2.), B
TO BpeMsl KaK PyTUM MalleHTaM — Ha CPOK Tepanuu 10 12 Henelns.

[pyrue ocoOble yKa3zaHus U MPeAyNPEeKISHUS IPU TPUMECHCHUN

Undapxm muoxapoa (UM)

Nmerotcst coobienus o ciayyasx MM y manMeHToB, NpUHUMAIOLINX JEHATUAOMU], B YACTHOCTH,
y JIMI, UMEIOIIUX (PAKTOphl pHCKa CeplIeYHO-COCYAMCTHIX 3a00JIeBaHUI M B TEU€HHE IMEPBBIX
12 mecsiieB KOMOMHUPOBAHHOTO IPUMEHEHUS ¢ JleKcaMeTa30HoM. B ciydae Hannuus (akropos
pHUCKa, BKJIIOYasi, B MEpPBYI0 OYepelb, TPOMOO3bl B aHaMHE3€, HEOOXOAMMO KOHTPOJIUPOBATH
COCTOSTHUE MAlMEHTOB, a TaKXe MpeANpUHUMATh JCHCTBHS, HANpaBJIEHHbIE Ha BO3MOXKHOE
CHIDKEHHE  BO3ACUCTBUS  (pakTopoB  pucka (KypeHHe, apTepualibHas  THUIEPTEH3UA,
TUIEPIIUITHIEMUH).

Benosnas u apmepuanvras mp0M609M60/zuu

Y nanuentoB ¢ MM KOMOMHHMpOBaHHas Tepanusi JEHATUAOMUIOM U JEKCaMEeTa30HOM
aCCOIIMMPOBATAcCh C TOBBIIIEHHBIM PHUCKOM BEHO3HBIX T (IpenMyLIeCTBEHHO TpPOMOO030B
rIyO0oKuX BeH u TD JleroyHoii apTepun). ITOT pUCK ObLT HIKE TIPH JICYCHUH JICHATHIOMHUIOM B
KOMOWHAIMH ¢ Me(daaaHOM U MPETHU30JI0OHOM.

Momnotepanus neHanuaomuoM nanuento ¢ MM, MJIC u MKIJI acconnnpoBaiiach ¢ MEHBIIUM
prckoM BeHo3HOU TD (mpeumMyiiecTBeHHO TpoMO030B IiTy0OKHX BeH U TD jierouHoil aprepun),

YCM NPUMCHCHUC JICHAIIMAOMU/JIA Y 3TUX MTAITUCHTOB B COCTABC KOM6HHHp0BaHHOﬁ TCpalurunu (CM.
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Y nanueHtoB ¢ MM  couderaHHOE INPUMEHEHUE JICHAIMAOMHAA U JIEKCaMeTa30Ha
ACCOIIMHMPOBAJIOCH C TOBBIMICHHBIM PHUCKOM apTepuainbHbix 1O (rmaBHbeIM oOpasom, UM u
MHCYJIbTA). DTOT PUCK ObLI HUIKE MPH JICYEHUH JICHATMIOMMIOM B COUETAHUU C Me(pallaHOM U
MPEAHU30JIOHOM. Puck aprepuanbHbix TO Hmke y manueHToB ¢ MM Ha (oHe MOHOTepamnuu,
yeM Ha (poHe KOMOMHUPOBAHHOM TEPANUU C JICHAIHIOMHIOM.

TakuM 00pa3zom, HEOOXOAMMO HAOIIOAATh 3a TMAIMEHTaMU, UMEIOMUMHU (akTopel pucka 10O,
BKJIIOYas U TpOMOO3bI B aHaMHe3e. CiieiyeT npealpuHuMaTh Mephbl 110 BO3MOXKHOMY CHM)KEHUIO
BO3JCHUCTBUS  Takux (AKTOpPOB pHUCKA KaK KypeHHe, apTepualibHas TUIEpPTEeH3Ms,
runepaunuaeMus. lIporHocTudeckoe 3HauEHHE TAaKKEe HUMEIOT  TPOMOOIMOOIMYECKHe
OCJIO)KHEHUSI B aHaMHE3€, COIYTCTBYIOLIAs TEpalus OHPUTPOIIOITUHOM, 3aMECTUTEIbHAsS
ropMoHajipHas Tepanus. TakuMm oOpazoMm, npenaparbl, OOJaJarollde 3SPUTPONOITHUECKON
AaKTUBHOCTBIO, @ TaKXe JApyrue Ipenaparsl, KOTOPbIE MOIYT IOBBIIIATE PHUCK pPa3BUTHUSA
TpoMOO30B  (HampuMmep, TOPMOHO3AMECTUTENbHAsE Tepamusi) JODKHBI — HA3HAYaThCS ¢
OCTOPOKHOCTBIO IManueHTam ¢ MM, NpUHUMAIOLUM JICHAJIUA0OMU BMECTE C JEKCaMETa30HOM.
Konuenrtpanuss remornobuHa Beiie 12 ©/m1  mpexanojiaraeT —MpekpalleHue  Tepanuu
3PUTPONOITUHOM.

Bpaun u© nDanueHThl JIOJDKHBI BHUMATEJIBHO OTCJIEKUBATh KIMHUYECKUE CHUMITOMBI,
CBUJICTENILCTBYIONME O BO3MOXHOH TD. IlanMeHTsl AOKHBI OBITH TMPEXyNPEKICHB O
HE00XO0IMMOCTH HEMEAJICHHOI'O O0OpaIlleHus K Bpady B Clly4yae MOSIBIECHUS TAKMX CUMIITOMOB Kak
OJIBIIIKA, 0OJIb B IPYIHOM KIIETKE, OTEK BEpXHEl WM HUKHENH KOHEYHOCTH.

Pexomennyercs nmpodunakTuyeckoe Ha3HaYeHUE MPOTUBOTPOMOOTUYECKON Tepamuu, 0COOEHHO
NanueHTaM, MMEIOIIUM JIOTIOJHUTENbHbIE (aKTOphl pHUCKa pa3BUTHS TpoMmOo3a. PemieHue o
Ha3HauYEHUH MPOTUBOTPOMOOTHUYECKON Tepanuy CieayeT NIPUHUMATh MOCIe TIIATEIbHOM OLIEHKH
WH/IMBUYaJIbHBIX (PaKTOPOB PUCKA.

Ecin y mnanueHTa TOSBWINMCH CHUMITOMBI 1D, HEOOXOAMMO NPEKpaTUTh JI€UEHUE
JCHATIMOMUIOM M HA3HAYUTh CTaHJAPTHYIO aHTUKOAryJIsHTHYI0 Tepanuto. Ilocie Toro, kak
COCTOSIHUE TMAIMEeHTa CTaOUIM3UPYETCsl HA aHTHUKOATYJISIHTHOM Tepanuu U CUMIITOMBI TO OyayT
yCTpaHEHbl, MO’KHO BHOBb HauaTh JIEUEHHUE JICHATUAOMHUIOM B TOH )K€ J103€ MPH OaronpusTHON
OLICHKE COOTHOILIEHUS TmoJb3a/puck. [lanueHTy cieayeT MNpOJOIKUTh AHTHKOATYISHTHYIO
Tepanuio B TEYEHHE BCETO JalIbHEHUIIEro nepruoia JeueHus JIEHaIHI0MUIO0M.

Jlecounas cunepmen3us

Yy ManueHTOB, MOJYYaBIIUX JICHAJIUAOMHUI, COO6H_IaJ'IOCL 0 ClIy4dasax JIETOYHOM THUIICPTCH3UU,
HHOTrJJa CO CMEPTEIBbHBIM HUCXOO0M. ITanmmenTOB (1 (S18%~48 O6C.]'IG)IOBaTI) Ha OpeaAMET MPHU3HAKOB U

CHUMIITOMOB CEPACYHO-JICTOUYHBIX 3a00/IeBaHUI J10 Ha4YaJia 1 BO BpEM: TCpalinuu JICHAIUAOMUIAOM.
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Heumponenus u mpomboyumonernus

TsxenbIMU  TO30JUMUTUPYIOIIUMH  TOKCUYECKMMH  SIBIICHUSMH  JICHAIUJIOMUJA SIBIISIOTCS
HEUTpOreHUsT W TpoMOOIMTONEHus. Pa3BepHyThI aHalnW3 KpPOBH, BKIIOYAs OIpEACICHUE
KOJIMYECTBA JICMKOLMTOB, (HOpMYJIbl KpPOBH, KOJIMYECTBA TPOMOOLIMTOB, TIeMOTJIO0NHA,
reMaToKpuTa HeoOXOUMO BBINOJIHATH /10 Havyalla Teparnuu, KXyl Helelo B TEUeHHE MEePBBIX
8 Helenb Tepaluu JECHAIWJOMMJIOM U 3aT€M €KEMECAYHO JJIi MOHUTOPUHIA IUTOIIEHUU. Y
nanueHToB ¢ MKJI MOHUTOPHHT cieayeT NpOBOAUTH KaXable 2 HEAEIU BO BpeMs 3 U 4 1IUKJIIOB
Tepanuu, a 3aTeM — B Havajie KaXIoro cieayromero uukia. ['paguk MOHUTOpUHTA MAIIIEHTOB C
®JI wm JIM3 — exeHenenpbHO B TEYCHHE MEpBBIX 3 Hemenb | mukia (28 gHE#), Kaxaple
2 Hejenu B Te4eHUE 2-4 IUKIIOB, 3aT€M — B Hadaje KaKJIOro cieayrouero nukia. Moxker
noTpe0OoBaThCs MPEPhIBAHUE TEPAIIMK W/UIIN CHIXKCHUE 103bI (CM. pasnen 4.2.).

B cnywae pa3BuTHS HEUTpONEHHHU Ienecoo0pa3HO Ha3HAueHHUE MpernaparoB (akropa pocra.
[TarueHTHl AOKHBI OBITH TPOMH(GOPMHUPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIIAThH
JedanieMy Bpady o JJF00OM MOBBILIEHUH TEMIIEPATypBhI.

[TanuenTam © BpauaM pPEKOMEHAYETCS OTCIIEKMBATh IPU3HAKU U CUMITOMBI KPOBOTEUEHUS,
BKJIIOYasi TMETEXUU U HOCOBBIE KPOBOTEUEHHS, OCOOEHHO B CIIy4asX, KOTJa OJHOBPEMEHHO
MPUMEHSIEMbIE JIEKapPCTBEHHbIE MTPenapaThl CIIOCOOHBI MOBBIIIATh CKJIOHHOCTh K KPOBOTEUEHUSIM
(cMm. pasaen 4.8.).

Cnenyer ¢ OCTOpPOXKHOCTBIO Ha3HAuaTh JICHAIMJOMUJ C JPYTUMU MHENIOAETPECCUBHBIMU
npenaparamu.

BrepBble 1HarHOCTUpPOBAHHAs MHO)KECTBEHHAs MHEIOMAa: NalMeHThl, KOTOPBLIM MHOKa3aHa

TpaHCILJIaHTaIuA, IIOJIy4aBIIKUEC JICHAJIUAOMU /T B KOM6I/IHaHI/II/I C 60DT€30MI/I6OM n

ACKCaMETa30HOM

Heiitponenus 4 crenenu Tsoxkectu Habmonanack y 2,8 % u 28,7 % mauuentos 8 KU PETHEMA
GEM2012 u IFM 2009, cootBercTBeHHO. DebOpuibHas HeWTponeHHs 4 CTENeHH TSKECTH
Habmonamace y 0,0 % u 1,1 % mnamuenroB 8 KU PETHEMA GEM2012 u IFM 2009,
cooTBeTCTBEHHO. [lanneHToB cieayeT nMpouMHMOPMHUPOBATH O HEOOXOAMMOCTH CBOEBPEMEHHO
coobmate 0 (heOpMIIBbHBIX SMHM30/]aX, MOXET MOTPeOOBaThCS MPUOCTAHOBKA TEpanuu W/WIN
CHIXEHHeE 71036l (cM. pazaen 4.2.).

TpomOoruTonieHus 3 unu 4 creneHu TsokecTu Habmomanacek y 6,3 % u 18,5 % mammentoB B KU
PETHEMA GEM2012 u IFM 2009, coOOoTBETCTBEHHO.

BrepBele  AMArHOCTUPOBAHHAS MHOKECTBEHHAs muenoma: mnamveHThl  mocine  TI'CK ¢

MOCHSAYIONIEH MOAASPKUBAIOIICH Tepannuei JeHAInIOMHUIOM

HJIP B xome KM CALGB 100104 pxmrowamu B ceOs sBICHHS, 3a(UKCHPOBAHHBIC ITOCIIC

BBeneHHs BbicOkOM n03bl Mendamana u TI'CK (BIAM/TI'CK), a Takxke SBIEHUS B TEPHOJ
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nognepxxuBatonier repanuu. B KU IFM 2005-02 61 3adukcuposans HJIP Tonbko 3a nepuoa
IIO/ICPKUBAIOILECH TEPAIUU.

B o0uem, HeliTponieHus 4 CTeneHn TSKECTH Ha0II01aIach C BHICOKOM YaCTOTOM y MAallMeHTOB Ha
MOJCPKUBAIOIIEH Tepanuu JICHATUIOMHUIOM [0 CPaBHEHUIO ¢ rpymnmnoii mianebo B nByx KU,
OLECHUBAOIIMNX MOJICPKUBAIOLIYIO TEPANUIO JICHAUTUIOMHUAOM Yy nauueHtoB ¢ BAMM, nocine
TICK (32,1 % B cpaBuHenuu ¢ 26,7 % [16,1 % B cpaBHenuu c¢ 1,8 % mocie Hauana
noanepxuBatorieii repanur] B KM CALGB 100104 u 16,4 % B cpaBuenuun ¢ 0,7 % B KU
IFM 2005-02, cootBercTtBerHo). HJIP B Buje HeliTporieHUHU, BOSHUKAIOIINE Ha (POHE Tepanuu u
IPUBOSLINE K IPEKPALIECHUIO IPUEMa JEHAIUAOMUAA, ObUIM OTMEUEHBl Yy 2,2 % ManueHToB B
KN CALGB 100104 u y 2,4 % nauuentoB B KU IFM 2005-02, cootBeTcTBeHHO. DeOpuibHast
HelTponeHus Oblila 3aperucTpUpOBaHa ¢ TaKOH ke YaCTOTON y MallMeHTOB Ha MOAEP>KUBAIOIIEH
Tepanuu JICHAIUIOMHUIOM 0 CPaBHEHUIO ¢ rpymnmnoii mianedo B oboux KU (0,4 % B cpaBHeHUH
¢ 0,5 % [04 % B cpaBHenuu ¢ 0,5 % mocine Hauyanma mnojjepkuBaromieli Tepanuu| B KU
CALGB 100104 u 0,3 % B cpaBaenuu ¢ 0 % B KU IFM 2005-02, cootBeTcTBeHHO). [TanneHToB
cienyer MpouHGOPMUPOBATH O HEOOXOAMMOCTH CBOEBPEMEHHO Co00maTh 0 (eOpHIbHBIX
SMU30/aX, MOXKET MOTPeOOBaThCS MPUOCTAHOBKA TEPANUU W/WIHM CHIDKEHHE JI03bI (CM. paszen
4.2)).

TpomOomuronieHuss 3 wiau 4 CTENEHW TSHKECTH OTMEYallach dYalle Yy TalMeHTOB Ha
NOJIJEP)KUBAIOIIEH Tepanuu JEHAIUIOMHIOM IO CpaBHEeHHIO c rpymmoi mnanedo B KU,
KOTOpBIE OIIEHUBAIM TMOJICPKUBAIONIYI0 TEPaNUi0 JEHATUIOMUIOM y manueHtoB ¢ B/IMM
nocie TI'CK (37,5 % B cpaBuenun ¢ 30,3 % [17,9 % B cpaBHenuu ¢ 4,1 % mocine Hadana
noanepxkuBatomeit Tepammu]| B8 KU CALGB 100104 u 13,0 % B cpaBHenun ¢ 2,9 % B KU
IFM 2005-02, cootBeTcTBeHHO). [lanenTam u BpauaM peKOMEHIYeTCsl OTCIECKUBATh MPU3HAKU
¥ CUMIITOMBI KPOBOTEUEHHUSI, BKIIFOUAs ETEXUH U HOCOBBIE KPOBOTEUECHHSI, OCOOEHHO B CIIy4YasX,
KOTJ]a OJHOBPEMEHHO TNPUMEHsSIEMbIe JICKApCTBEHHBIE IIperaparhl CIOCOOHBI IMOBBIIIATH
CKJIOHHOCTh K KpOBOTEUYECHHM (CM. paznen 4.8.).

BrepBble aHarHOCTUPOBAaHHAs MHOXKECTBEHHAs MHEJIOMAa: NaIMEeHThl, KOTOPhIM HE IMOKa3aHa

TpaHCILJIaHTAII1A, OoJydaBmiye  JICHAJIUMAOMHUA B KOMOMHAIIUH C 6ODTC3OMI/I60M )41

ACKCaAaMETa30HOM

YacTtoTa pa3BUTHS HEHTpPOIIEHUH 4 CTEIEeHW THKECTH OblIa HWXKE y TAIMEHTOB, TOTYYaBIIHX
JICUCHHWE JICHATHIOMHIOM B KOMOMHamuu ¢ Oopre3omuOoM u nekcamerazoHom (RVd), B
cpaBHeHuM ¢ rpynmnoii neuenus Rd (2,7 % B cpaBHenuu ¢ 5,9 %) 8 KU SWOG S0777. Uactora
pa3BuTHs (HeOpUIIbHOM HEHTpONeHNH 4 CTeNeHH TsHKeCTH B rpymmax jedenuss RVd u Rd Obuia

onunakoBoit (0,0 % B cpaBHenuu c 0,4 %). [laumenToB crnegyer npouHGOPMHUPOBATH O
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IPUOCTAHOBKA TEPANUHU U/UJIM CHIDKEHHUE 03Bl (CM. paszen 4.2.).
Yacrora pa3BUTHS TPOMOOLMTONCHUH 3 WM 4 CTETIEHH TSHKECTH Oblia BBILIE B TPYIIIE JICUCHHS
RVd B cpaBuenuu ¢ rpymmnoit Rd (17,2 % B cpaBaenuu ¢ 9,4 %).

BrepBele a1uarHocTHpOBaHHAs MHOKECTBEHHAs MMEJIOMa: NAIMEHTHI, KOTOPBIM HE IOKazaHa

TpaHCIUIaHTaNuA, IOJY4YaBIIMEC JCHAJINMIOMU B KOM6I/IHaI_[I/II/I C HU3KHMMH A03aMH1 ACKCAMCTa30Ha

Heiitporienuio 4 creneHu peke HAOMIOAANM Yy NAlMEHTOB, MOJYYaBIIUX JICHATUJAOMHI B
KOMOMHAIMK JIEKCaMETa30HOM, YeM y MalMeHTOB B rpymme cpaBHenus (8,5 % B rpymmax Rd
[aenpepriBHOE teuenne] u RA18 [neuenue B Teuenue 18 4-HeaenbHBIX UKIOB] IO CPABHEHHUIO C
15 % B rpymme, npuaumabmux MPT) (cM. pazaen 4.8.). Dnu3onsl heOpuabHON HEUTPOIICHUU
4 CTEIIEHU  TSDKECTHU BCTPEYAIIUCH c OJIMHAKOBOU 4aCTOTOH B Ipymmne
JICHATUIOMU/I/IEKCaMETa30H (0,6 % B rpymmax MAIUEHTOB, MOJTy4aBIIUX
nenanuaomu/nexcamerazon Rd u Rd18, mo cpasuenuio ¢ 0,7 % B rpynne MPT) (cM. pasgen
4.8.).

TpomboruroneHus 3 Wi 4 cTENeHU TSHKECTH HaOJrojanack B MEHBINEH cTerneHu B rpynnax Rd
u Rd18, uem B rpymme cpaBuenus (8,1 % B cpaBuenuu ¢ 11,1 %, COOTBETCTBEHHO).

BrnepBele IMarHOCTUPOBAHHAs MHOKECTBEHHAs MHUEIOMa: NMalMEHThI, KOTOPhIM HE ITOKa3aHa

TpaHCIUIaHTaNWA, IMOJYYaronmunue JCHAIUAOMU/ B COYCTAHHUU C Meﬂd)aJIaHOM 1 OpECAHNU30JI0HOM

[Tpumenenne neHanmuaomuaa ¢ mendananoMm u npenauzononom B KW y manuentos ¢ BJIMM
COIIPOBOKIAIOCH 00Jiee BBICOKOM 4YacTOTOM HeWTponeHuu 4 cremenu Tsokectu (34,1 % s
Tpynmnbl Tepanuu MendaraHoM, MPEAHU30JI0HOM M JICHATUAOMHUIOM M 3aTeM JICHATHJAOMUIOM
[MPR+R] u mendananom, nmpeaHU30JI0HOM U JICHATUIOMHUAOM M 3ateM Iwianedo [MPR+p] mo
cpaBuenwuio ¢ 7,8 % B rpynne MPR+p) (cm. pasaen 4.8.). Dnu3oasl GeOpuIbHON HEHTPOTICHUH
4 crenenu TspKecTH Habmronanuck Hevacto (1,7 % B rpynmne MPR+R/MPR+p 1o cpaBHeHHO ¢
0,0 % B rpymmie MPp+p) (cM. pasznen 4.8.).

[IpumeHeHne KOMOWHAIMK JICHATHIOMHUIA ¢ MendaraHoM M TPETHU30JIOHOM Yy TAIMEHTOB C
MM comnpoBoxaanoch 0ojiee BBICOKOH 4acTOTOM TpoMOOUUTONEHUU 3 U 4 CTENEHU TAKECTH
(40,4 % B rpynme MPR+R/MPR+p mio cpaBuenuto ¢ 13,7 % B rpynme MPp+p) (cm. pazaen 4.8.).

MHOXECTBEHHAs MUEJIOMa: HAaIlMeHTH], MOJIYYMBIINE KaK MUHUMYM OJHY JIMHUIO TEPAIUKN

Puck paszBuTus HeWTpomeHuUM 4 CTENEHM TSHKECTH y NanueHToB ¢ MM, MonyyuBIIMX Kak
MUHUMYM OJHY JMHHUIO TEpanuy, HpPU OJHOBPEMEHHOM HAa3HAUYEHUHU JICHANUIAOMHUIA U
JeKcaMeTa3oHa  o4eHb  BbICOK (5,1 % B rpymme  MAaUeHTOB,  MOJYYaBIIUX
JIeHAJIUIOMUJY/IeKcaMeTa30H, oTHocutenbHo 0,6 % B Tpynme NalueHTOB, MOJYYaBIIUX
miarnebo/nekcameTazon).  Onu3oAsl  GeOpuSIbHOW  HEWTpomeHWH 4  CTENeHW  THKECTH

PETUCTPUPYIOTCA HEYacTo (0,6 % B rpymnme MaIMEHTOB, MOJTYyYaBIINX
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rtane0o/nekcamerason) (cMm. pazgen 4.8.). Bricokas yacToTa pa3BUTHS TPOMOOIMTONCHUU
3 u 4 creneHu TSHKECTU OTMEYAeTcsl y nauueHToB ¢ MM npu OZHOBPEMEHHOM Ha3HAYEHUU
naeHamuaomuaa u aekcamerazona (9,9 % u 1,4 %, COOTBETCTBEHHO, B TPYIIIE MAI[HCHTOB,
MOJTYYaBIIUX JICHATUIOMU// IeKcaMeTa3oH, oTHocuTeabHo 2,3 % u 0,0 % B rpymme nanueHToB,
MOJIy4aBIIUX IUTanedo/nekcameTason) (cM. paszaen 4.8.).

MI/ICJIOZ[I/ICHJIaCTI/I‘-IeCKI/IC CHMHAPOMBI

VY nauupentoB ¢ MJIC JsiedeHune JICHATMAOMHUAOM 4Yalle BBI3BIBAIO PA3BUTHUE HEUTPONECHUU U
TPOMOOIIMTONEHNH 3 U 4 CTENICHH TSKECTH 110 CpaBHEHHIO ¢ muarebo (cm. pasmen 4.8.).

Jlumdoma U3 KI1eToKk MaHTUIHOM 30HBI

V¥ nauuentoB ¢ MKJI melitponienus 3 u 4 cTeneHH TSHKECTH Pa3BUBAJIACH Yallle HA (JOHE JICUCHHS
JICHAJIMIOMH/IOM, YeM Yy TAl[HEHTOB KOHTPOJIBHOMU rpymibl (cM. pasnen 4.8.).

DonnukynsapHas J'II/IMd)OMa 50054 J'II/IMd)OMa M3 KJIETOK MaprUHAIILHON 30HEI

[IpumeHenne neHaNMMIOMHUAA B KOMOMHAIMK C pUTyKCcMMaboM y maruentoB ¢ @JI u JIM3
CBsi3aHO C OoJyiee BBICOKOW YAaCTOTOW Pa3BUTHS HEUTPONEHHWU 3 WM 4 CTENEHH TSDKECTH I10
CpPaBHEHHMIO C TMalMEHTaMH, MOJydalomMMy Iutanebo/purykcumad. HeBbicokas dactora
pa3BuTHs (GeOpPHIbHOW HEUTPONEHHH U TPOMOOLUUTONEHMH 3 MM 4 CTENeHH TSHKECTH
HaOJIfo1aTachk Kak B TPYIE JICHAIUOMHU/PUTYKCUMA0, Tak M B TpyIie/mianedo (cMm. pasmen
4.8.)

3abonesanus wUmMosUOHOU Jicenesnl

Hmerorcss cooOmieHuss o ciay4asx THUIOTHUpeo3a W TumepTupeo3a. [lepen HadaaoMm JedeHUsS
CJIeyeT OLICHUTH COIYTCTBYIOIIHE 3a00JIeBaHUsI, CIIOCOOHBIE OKA3bIBaTh BIUSHUE HA (YHKIIUIO
IIUTOBUAHONU Kene3bl. PexomeHayeTcs MPOBOAUTH ONEHKY (YHKIHMH MIUTOBUIHOW >KEIE3bl
nepe] HauajaoM JICUEHUS U €€ PeryNIIpHBIA KOHTPOJIb Ha (hOHE MPUMEHEHHS Mpenapara.

Hepud)epuqecmlﬂ Heﬁponamu}l

Mouekyna neHaIMIOMHIAa CTPYKTYPHO CXO0Ka C MOJIEKYJIOM TaJlMJOMHJIA, KOTOPBIA HU3BECTEH
CBOEH CIOCOOHOCTBIO BBI3BIBATH TSDKETIYIO Nepudeprudeckyro HeliponaTHio. TeM He MeHee, He
OTMEYEHO MOBBIIIEHHON YacTOThI pa3BUTHs Nepudeprueckoit Heiiponatuu mnpu geuyennu B/IMM
Ha (oHE JieueHUs JECHAIUIOMMJIOM B KOMOMHAIIMM C JEKCaMETAa30HOM MM MeldalaHOM U
MIPEAHU30JIOHOM, WM IPU HAa3HAYEHWH MOHOTEPANHM JICHAIWJIOMHUJIOM, WU MPH UIUTEIBHOM
IIPUMEHEHNN JICHAIUIOMUA.

[IpumeHeHue neHamuaOMHIA B KOMOMHAIMM C BHYTPUMBEHHBIM BBeJeHHEM Oopre3omuba u
JIeKCaMeTa30HOM y TalueHToB ¢ MM cBsizaHoO c 0Oojee BBICOKOM 4YacTOTON pa3BUTHA
nepudepudeckoil Helipornatuu. Yactora pa3BuTHs nepudepudeckoidl HeHpomaTuu ObUIa HUXKE

MpU TOAKOXHOM TYTH BBeleHUs OopTtezomuba. bonee moapoOHas mHpOpManms ykazaHa B
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o6opTe3omuoO.

Cunopom «ecnviwixuy onyxoau (TFR) u cunopom auzuca onyxoau (TLS)

B cBs3u ¢ BBIpaXCHHON AaHTUHEOIUIACTHYECKOW AaKTHBHOCTBIO JICHAJIHIOMHIA BO3MOXKHO
passutue TLS. Ha ¢done nedenus nenamupomugom TLS m TFR nHabGmomamuce yacto y
MAIUEHTOB C XPOHUUYECKUM JTUMQOLIUTAPHBIM JIHKO30M U HEYACTO Y MAIMEHTOB C JTUM(POMOM.
Beutn 3aperucTpupoBaHbl U JieTa’dbHbIe MCX0abl TLS BO Bpemsi mpuMeHEHUs JIEHAIUIOMHUTA.
Bricokomy pucky pasButus TLS um TFR oco0eHHO mOABEp)KEHBI MAIMEHTHI, HMEIOIINE
OOJIBIITYI0 OIyXOJIEBYKD MacCy JIO Hayaja Tepanud. Y TaKuX ITallMeHTOB HY)XHO OYeHb
OCTOPO’KHO HAYWHATh TEPANUI0 JICHATHIOMHIOM. 3a STUMHU MalMEeHTAaMU JOJDKHO OBITh
OpPTaHW30BAHO MMOCTOSIHHOE HAOJI0JIeHHE, 0COOCHHO B TEYCHHE MEPBOTO IUKJIA TepAlluu WIH B
nporiecce MOBBIMICHUS JT03bl Iperapara, a TakkKe HEOOXOAUMO TMPUMEHEHHE OOLICTIPUHSITHIX
npodmiaktuueckux mep. Ha doHe nedeHus JieHAIMAOMUAOM TanueHToB ¢ MM B penkux
crydasx cooOmanoch o pasputum LS, y mnammentoB ¢ MJIC pasButue TLS He
3apErUCTPUPOBAHO.

Jlumdoma U3 KIeToOK MaHTUIHOMN 30HBI

Pexomenayercss moctosiHHOe HabOmogeHHe M KOHTposib 3a cumnToMamu TFR. Tlammentsr c
YCTaHOBJICHHBIM B XOJI€ TMarHOCTUKN BBICOKMM MEKYHAPOIHBIM IIPOTHOCTUYECKUM HMHJIEKCOM
(MIP]) nnm ucxoHO TeHEpaIM30BaHHON TUMQOaaeHonaTuel (Haanane, Kak MUHAMYM, OJTHOTO
ouara guamMeTpoM > 7/ cM) MOryr uMeTh puck pasutus TFR. CuHIpoM TpaH3UTOPHOTO
yCcyryOjaeHus. KIMHUYECKUX MpPOSBIECHUI OMyXOJIM MOXXET MAacKMpOBaTh IMPOrPECCHpPOBaHUE
3aboneBanus. [lanmentam, y koTopbix Obul muarHoctupoBan TFR 1 m 2 cremenu, Obuin
Ha3HaueHbl TIOKOKopTukocTtepounbl, HIIBII w/unm HapkoTHYeCKHME aHANBIETUKH IS
kynupoBanusi cumnromoB TFR. Pemenne o nedenun TFR nomkHo 0OasupoBaThest Ha
UH/IMBUYaJIbHOM TOJXO0JI€ K OLIEHKE pe3yJIbTaTOB KIMHUUYECKOTO 00CIeI0BaHUs MallkeHTa (CM.
pasznensi 4.2. u 4.8.).

Dok yngapuasg auMdoma win TuMdboMa U3 KIETOK MAPTHHAIBHON 30HEI

PexomeHnayeTcst mocTosiHHOE HaOmoAeHue U KoHTpoib 3a cumnromamu TFR. Cunnpom
TPAH3UTOPHOTO YCYryOJIEHUS KIMHUYECKHUX MPOSBICHUH OMYXOJIM MOXET MAacKHpOBaTh
nporpeccupoBanue 3aboneBanud. [lannentaMm, y kKoTopeix Obll nuarHoctupoBaH TFR 1 u 2
CTeleHH, ObulM Ha3zHaueHbl IIoKokopTukocTepouabl, HIIBII w/unnm  HapkoTuuyeckue
aHaJbreTUKU Ui KynupoBaHus cuMmnroMoB TFR. Pemenue o sedennn TFR  nomksHO
0a3upoBaThbcs Ha MHIAMBHIYaJIbHOM IIOJXOJE€ K OLEHKE pe3ylbTaTOB KIMHUYECKOTO
obcnenoBanus nanuenTa (cM. pazaensl 4.2. u 4.8.).

Pexomenmyercss TmiatenbHBIA KOHTPOJb M oreHka TLS. Heobxoammo mopnepxkaHue ypOBHS
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€XKEHEJICIPHOTO Pa3BEPHYTOr0 OMOXMMHUYECKOTO aHaTN3a KPOBH B TEUEHUE MEPBOTO ITUKIIA WU
JIOJIbIIIE B COOTBETCTBUU C KIIMHUYECKUMHU MOKa3aHUsIMU (cM. pasnensl 4.2. u 4.8.)

Onyxonesas macca

JIlumdomMa U3 KIeTOK MAaHTUIHOMN 30HEI

JleHanuIOMHUJ HE PEKOMEHAYETCS NMPUMEHATh Y MAIEHTOB C OOJBIION MAacCOW OMyXOJH HpU
HaJIMYUU AJIbTEPHATUBHBIX METOJIOB JICUCHHUSI.

Pannsas cunepmnocmo

B KM MCL-002 B menom BBISBICHO 3aMETHOE yBeIMYeHHE paHHel (B Teuenue 20 Hemenb)
cMepTHOCTH. [lanueHThl ¢ NCX0HO OOJIBLION MacCOil OIyXO0JIM OTHOCATCS K IPYIIE BBICOKOTO
pHcKa paHHEH CMepTH: B TPYIIE JICHAIUJOMUAA PAaHHIS CMEPTh ObUIa 3aperucTpUpOBaHa y
16 u3 81 manuenta (20 %), a B KOHTpOJIbHOM rpynne — y 2 u3 28 naiuentoB (7 %). B Teuenue
52 Hezenp JeUeHUs 3TU MOKA3aTeNl COCTaBIIIN, COOTBETCTBEHHO, 40 % (ymepiio 32 nmanueHnra u3
81) u 21 % (ymep:o 6 nmanueHnToB u3 28).

Heowcenamenvnvie nexapcmeennvie peaxyuu (HJIP)

B K1 MCL-002 Tepanus neHanugoMuoM Obuia oTMeHeHa y 11 u3 81 manueHToB ¢ GObIION
maccoi onyxonu (14 %) Bo Bpems | nukia nedeHusi, a B KOHTPOJIbHOM rpynne — y 1 manueHnra
u3 28 (4 %). OcHOBHOW TPUYMHOI OTMEHBI JICUCHHS Y TIALIMSHTOB ¢ OOJIBILIONW MACCOM OIMYXOJIH B
rpyIme JeHaiuaoMuaa Bo Bpems 1 mukia 6suto passurue HJIP y 7 nanmentos u3 11 (64 %).
TakuMm 00pa3om, MalueHThl ¢ OOJIBIION MAaCCON OMMYXOJH JIOJKHBI HAXOUTHCS MO TOCTOSTHHBIM
HaOmoneHueM s kKoHTpons 3a HIIP (cm. pasmen 4.8.), Brmrowas cumnTombl TFR.
Pexomenaum o u3MeHeHHIo 1036l Ipenapara npu pa3Butun TFR npusenens! B pasaene 4.2.
Bbonbiias mMacca onyxoisu onpeaensiercs Npyu HAIWNYUHU Y TallMeHTa, 10 MEHbIIeH Mepe, OJIHOTO
ouara pa3MepoM > 5 cM B AuamMeTpe Jin6o 3 oyaros > 3 cM.

AJZ]ZeDZMIlQCKZ/le peaxKuyuu u miasHceivle KOHCHble peaKkyuu

HmeroTcst coob11ieHus 0 ciayyasx aJuIepruuecKux peakliui, BKIIoYasi aHTHOHEBPOTHUECKHM OTEK,
aHAQUIAKTUYECKYIO0 PEAKIHUIO, U TSHKENBbIX KOXKHBIX peaklusax, BKIo4ass cuHapoM CTHBEHca-
JIKOHCOHA, TOKCUYECKHM OIUIAEPMAIBbHBIA HEKPOJIM3 U JIEKaPCTBEHHYIO pEaKLUI ¢
s03uHOUINeH U cucteMHoi cumnroMatikoi (DRESS-cunapom) y nmanmeHToB, NpuHIMAIONUX
neHamuaoMun (cMm. pazgen 4.8.). Jledamuii Bpad AOMKEH NPOMH(DOPMHUPOBATH MAIMEHTA O
CUMITOMAax STUX pPEaKIHH U TMOPEeKOMEHJOBaThb HEMEAJIEHHO OOpaTUThCA 3a MEIULUHCKON
IOMOIIBID B ciaydae HUX pas3Burusd. lIpy mMosABIEHUMM aAHTMOHEBPOTUYECKOTO  OTEKA,
aHa(UIAKTHYECKOW peakiuH, SKC(OIMATUBHBIX MM OYJUIE3HBIX BBICHIIAHMA HAa KOXE WU
MOJI03pEHUH Ha pa3BuTHe cuHApoMa CtuBeHca-/[>KOHCOHA, WM TOKCHYECKOTO SMUAEPMaTbHOTIO

Hekponuza, win DRESS-cunnpoma crienyer HeEMEIIEHHO MPEKpaTUTh NPUMEHEHHE
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nposiBieHuii. Heo6XoquMocTh nepepbiBa WIM OTMEHBI JICHATUAOMUIA CIEeyeT pacCMOTPETh B
ClIy4ae MOSBIICHUS IPYTrUX BUIOB KOJKHBIX PEAaKLMM B 3aBUCUMOCTH OT MX BBIPAKEHHOCTU. B
CBSI3U C TEM, YTO HMEIOTCS HayyHble MyOJMKALMM O BO3MOXKHBIX MEPEKPECTHBIX PEAKIMAX
MEXY JEHAIUJOMUIOM U TAIMIOMHUIOM, CIelyeT ¢ 0COOOH TIIATEIbHOCTBIO KOHTPOJIMPOBATH
COCTOSIHME IALMEHTOB, Y KOTOPBIX B aHAMHE3€ €CTh YKAa3aHUs HA AJUICPIUYECKHE PEaKlUu B
NEPUOJ JICYECHUS TAJIUIOMHUAOM. JIeHanuaoMua Henb3sl Ha3HayaThb IAUUEHTaM, y KOTOPBIX
UMEIOTCd B AaHaMHe3€ YyKa3aHMsA Ha TsDKEIble KOXKHbIE peakluu Ha (oHe IpUMEHEHHUs
TaIUuJOMUIA.

Pazsumue nepsuunblx 310Ka4eCmMEeHHblX Ol’lVXOJlte ODVZOIZ JoKajiuzauuu

B KU ormeuena Oosiee BBICOKAas YacTOTa BO3HHKHOBCHHS TEPBUYHBIX 3JI0KAUYECTBEHHBIX
omyxonei apyroit moxkammzaruu ([IOJJI) y mnauueHToB, paHee MOJNy4YaBIIUX JEUCHUE
JICHATMJIOMHUJIOM U JiekcameTazoHoM (3,98 Ha 100 denmoBeKo-JIeT) Mo CPaBHEHHUIO ¢ KOHTPOJIBHOM
rpynnoi (1,38 na 100 uyenoBeko-ner). Heunsaszusubie IIOJIJI Bxitouanu Oazamuomy u
MJIOCKOKJIETOUHBIN pak Koxu. bomnbmas yacts mHBa3uBHBIX [IOJIJI oTHOCHIIaCh K COJIMIIHBIM
OIYXOJISIM.

B KU y nanmuentos ¢ BJIMM, xotopsiM He Obuta nokazana TI'CK, momyyaBImmx JeHaIUIOMU B
KOMOMHAIMK C MendataHoM ¢ TPEIHU30JIOHOM JIO MPOTPECCHUPOBaAHUs, HAOIIOJAIOCH
yBenuueHue 3adoneBaemoctu rematosornueckumu [NOAJI (OMJI, MJIC) B 4,9 pa3za (1,75 Ha
100 yenmoBeko-J€T) MO CPAaBHEHUIO C MAIMEHTAaMH, MOJTY4YaBIIMMU MeldarnaH B KOMOMHAIIMHN C
npenuuzononom (0,36 Ha 100 yenoBeko-yer). YBenuueHue 3adboiaeBaemoctu conuaabiMu [TOJT
B 2,12 paza orMedanoch y HalMeHTOB, MOITYYaBIIUX JeHATUAOMU] (9 IUKIOB) B KOMOMHAIIMM C
Mendananom u npeaausoiaorHoM (1,57 rma 100 yeroBeko-J€T) MO CpaBHEHUIO ¢ MesdaiaHOM B
koMOuHanmu ¢ npeaau3ononoM (0,74 va 100 yenoBeko-neT).

Y nmanueHTOB, TMOJNYYaBIIMX JIGHATMIOMHA B KOMOWHAIMM C JIEKCAMETa30HOM IO
IIPOrpeccCUpOBaHus WK B TeueHHe 18 Mmecsies, 3a0oneBaemMocTs rematonorndeckumu 11011 ne
yBenuunBanack (0,16 na 100 uenoBeko-ier) mo cpaBHeHuto ¢ npuemoM MPT (0,79 nHa
100 yenoBeko-jeT).

YBenuuenue 3aboneBaemoctu comuauabivMu [TIO/IJI B 1,3 pasa 3apeructpupoBaHo y MalMeHTOB,
MOJTYYaBIINX JICHATUIOMHU]] B KOMOWHAIIMK C JEKCAMETAa30HOM JI0 MPOTPECCHPOBAHUS WA B
teyenue 18 mecsuen (1,58 na 100 uenoseko-ier) mo cpaBHeHuto ¢ npuemom MPT (1,19 Ha
100 yenoBeko-jeT).

Y mnamuwentoB ¢ BJIMM, nony4arommux JICHATHIAOMHA B KOMOMHAIMU C OOpTE30MHOOM U
JeKcaMeTa3oHoM, dactoTa pa3Butus remaronorudeckux I[IOJI cocraBmsnma 0,00-0,16 nHa

100 genmoBeko-yeT, a yactoTa pazputus comuaabix [10J1J1 — 0,21-1,04 ma 100 genoBeko-JeT.
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[ToBBILIEHHBIM PUCK PA3BUTHUSI T€MATOJOTHUYEEKUX Hdﬂﬁ:gg*&%}g‘é‘%éﬁ:he&ﬂnﬁﬁbﬂnna

aKTyaJeH Takxke W 1 nauueHtos ¢ B/IMM nociie TpaHCIUIaHTaluy CTBOJIOBBIX KJIETOK. XOTs
ATOT PUCK €Il HE MOJHOCThIO 0XapaKTepPU30BaH, €ro HY>)KHO UMETh B BUAY, IPUHUMAs pEIlICHUE
0 Ha3HAYCHUH JICHAIMIOMHUIA TaHHOW TPy MaIieHTOB.

Yacrora rematonoruueckux [1OJ1JI, rmaBasiM 0o6pazom, OMJI, M/IC u B-kneTtodnsix sumdpom
(Bxmouast auMmdomy Xospkkuna), coctaBmsia 1,31 wa 100 denoBeko-leT Uis TPYIIIBI
nenanugomuaa u 0,58 Ha 100 yenmoseko-net mius rpynmsl wiane6o (1,02 #a 100 yenoBeko-ier
st rpynibl eHanuaomuaa nocie TI'CK u 0,6 na 100 yenoBeko-neT il NalMeHTOB, KOTOPhIE
He nonydanm JieHamuaomua nocie TI'CK). Yactora pasButus commanbix [TOAJI cocraBmsna
1,36 na 100 yenoBeko-neT ans rpynnsl JeHanuaomuaa u 1,05 na 100 uenoBexo-neT 11 TpyIIbl
miane6o (1,26 ma 100 yenoBeko-yer mnsa rpynnsl jgeHanuaomuna nociae TI'CK u 0,6 Ha
100 yenoBeko-JeT A NAIMEHTOB, KOTOpbIe He moixydanu jgeHanuaomu nocie TI'CK).

Puck pasButus remaronmornyeckux IIOJIJI cnenyer yuuThIBaTH TMepell Ha3HAuYCHUEM
JICHATMIOMH/IA KaK B KOMOWHAIMA ¢ MelipalaHOM, TaK U HETIOCPEICTBEHHO TOCIIC IPUMEHEHUS
BAM/TI'CK. Bpauum m0omKHBI BHHUMATEIBHO OOCIEIOBATh IMAlMEHTOB C HCIIOJIb30BAaHHEM
CTaHJAPTHBIX TUAarHOCTHYECKUX MeToA0B I BeisBieHus [1OJ1J] kak mepen HavaaoMm Tepamnuu,
TaKk W B TEUEHUE BCero mnepuona JedeHus. JledeHuwe crenyer MPOBOAUTH COTJIACHO
OOIIETIPUHATHIM PEKOMEHAAIUSIM.

IIpozepeccuposarnue 0o OMJI npu MJIIC ¢ Huzkum u npomercymoynvim-1 puckom

Kapuotun

HcxonHele  mepeMeHHbIE, BKJIKOYas  COBOKYNHOCTb  LIUTOT€HETUYECKMX  HapyILEHUH,
npeAoNpeAesioT nporpeccupoanue 10 OMJI y manueHToB, 3aBUCUMBIX OT TeMoTpaHchy3uil u
JeMOHCTpUpYIoUX aenenuto 5q. B xone komOuHnpoBanHoro ananu3a 1syx KU nenanmaomuia
y nanueHToB ¢ MJIC HU3KOro M mpoMeKyTouHoro-1 pucka ObIJI0O OTMEYEHO, YTO MAIUEHTHI CO
CJIOKHBIMU ITUTOT€HETUYECKUMH HAPYIICHUSIMHU JAEMOHCTPUPOBAIM CaMblii BBICOKUM 2-JIETHUM
KyMYJSTUBHBIM puck mnporpeccupoBanuss 10 OMJI (38,6 %). IlporHosupyemas yactota
nporpeccupoBanus 1o OMJI B TedueHue 2 JieT y MallMEHTOB C W30JIMPOBAHHOM jenenued 5q
cocraBuna 13,8 % mno cpaBHenuto ¢ 17,3 % y mnaumeHToB C naenenued 50 U OJHUM
JIOTIOJTHUTEIbHBIM IUTOTEHETUUECKUM HaPYIICHUEM.

CoOOTBETCTBEHHO, COOTHOIIIEHUE TI0JIb3a/PUCK Teparuu JIeHaATuaoMuaoM naruentoB ¢ MJIC5q B
COUYETaHUH C KOMIUIEKCOM LUTOT€HEeTUYECKUX HapyIIeHUH HEM3BECTHO.

Onyxonebli nporeud P53 (TP53)

Myrtauusa TP53 Bo3zHukaer y 20-25 % nanuentoB ¢ MICS5( ¢ HU3KMM PUCKOM U CONpPSIKEHA C
BBICOKMM pHCKOM mporpeccupoBanus 1o OMIJL. Ilpu perpocnexktuBHoM aHanuze KU

nenanuaomuaa npu MJIC Huzkoro u npomexxkyrognoro-1 pucka (MDS-004) nporuosupyemas
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nosokuTenbHbIM  pesynbrarom UI'X-pS3 (1 % ypoBeHb OTCEUKHM CHIJIBHOTO SJIEPHOIO
OKpAIlIMBaHUSl C HCIIOJb30BaHUEM HMMYHOTHCTOXMMHYECKOW OleHKH Oenka p53 B KadecTBe
3aMeHuTeNsl MyTanuoHHoro cratyca TP53) u 3,6 % y mHalMeHToB C OTpULIATEIbHBIM
pesynbTaTom UI'X-p53 (p = 0,0038) (cm. pazaen 4.8.).

IIpoepeccuposanue 0o Opyaux 3noxavecmeennvix onyxoaeu npu MKJI

V¥ nanuentoB ¢ MKJI OMJI, B-kierouHble ONyXOJIM U HEMEIAHOMHBIM paKk KOXKHU SIBISIOTCA
UEHTU(PHUIUPOBAHHBIM PUCKOM.

Paszsumue nepsuynblx 310KauecmeenHbix onyxoael opy2ou sokaiuzauuu npu @J1 unu JIM3

B uccnenoBanuu ¢ y4actueMm MAaIMEHTOB ¢ peuuauBupytomei/pedpaxreproit @JI u JIM3 He
OTMEYaJoCh MOBBINIeHUA pucka paszsutus [IOJ] B rpynme neHanIuaOMUA/pUTYKCUMal 10
CpaBHEHMIO ¢ Tpymmoil mianedo/purykcumad. ['ematonornyeckue [1OJI OMJI Bo3HUKIU B
0,25 cmyuaeB Ha 100 yenoBeko-yieT B Ipymie JeHanuaoMua/putykcumad u B 0,48 cinydyaeB Ha
100 dgemoBeko-JieT B TpyMIE MAlMEHTOB, IOJyYaBIIUX IUianedo/purykcumad. Yacrora
BO3HUKHOBEHHUsI remarosnorudeckux u comuanbix [IOJJI (3a uckiItOueHHEM HEMETaHOMHOTO
paka koxu) cocraBuia 0,74 cnydas Ha 100 yenoBeko-JeT B TPYIIE JCHATUAOMUA/PUTYKCUMA0
ul,97 cnyuyae Ha 100 yenoBeko-JeT B rpyIie NalMeHTOB, MOIYYaBIIMX IUIale00/puTyKcuman,
pu MeIuaHe JUIMTEIBHOCTH Tiepruoaa HaOmoaeHui 29,8 mecsnes (auanazon — ot 0,5 mo 51,3
Mmecsa). HemenaHOMHBIM pak KOXH SIBISIETCS MACHTH(QHIMPOBAHHBIM PUCKOM M BKIIIOYAET
IUTOCKOKJIETOYHBIHN pak 1 0a3ajIbHOKJIETOYHBIN paK KOXKH.

Bpauam cnenyer npoBoaute MoHUTOpHHT passutusa [1OJIJI y nauuenrtos. IIpu paccMoTpenun
BOIIPOCa O TEpaluH JICHAJIUJAOMUAOM CIEAYEeT YYUTHIBATH KaK MOTEHIMAIbHbIE MPEUMYILIECTBA
JIEHATUJIOMHU/IA, TaK U pUCK Bo3HUKHOBeHMs [TO1JI.

HapymeHuﬂ CO CNIOPOHbL ne4YeHu

[TeueHOYHass HEIOCTATOYHOCTb, BKJIOYasg CIy4yal CO CMEPTEIbHBIM HCXOAOM, OblIa
3aperucTpupoBaHa y MAlMEHTOB, IMOJIyY4aBIIUX JEHATUIAOMHUJ B paMKaX KOMOMHHpPOBaHHOMN
TEepanuu: OCTpas IIEYEHOYHAas HEJOCTATOYHOCTb, TOKCHYECKMM TIENaTUT, LUTOJIUTUYECKHUN
refaTuT, X0JIeCTaTHUECKUI renaTuT U CMEIIaHHBINA IUTONUTHYECKUI/X0IeCTaTUYECKUNA T'eTaTHT.
MexaHu3Mbl TSKEIION JIEKAPCTBEHHOW T'€ATOTOKCHUYHOCTH OCTAIOTCS HEU3BECTHBIMM, XOTS B
HEKOTOPBIX CIIy4asX IMpelblayllee BUPYCHOE 3a00JieBaHHUE IE€YEHH, HMCXOJIHOE IOBBIIICHNE
AKTUBHOCTH (EPMEHTOB TIE€UEHU U, BO3MOXKHO, JIEYEHHE AaHTUOMOTHKAMH MOTYT OBbITh
dakTopamu pucka.

Yacto perucTpupoBaINCh (YHKIIMOHAIBHBIE OTKJIOHEHUS MEYEeHH, HO OOBIYHO OHHM ObUIH
OeccUMIITOMHBIMU U 0OpaTUMBIMU IIOCNIe MpeKpamieHus: Tepanuu. [locne BoccTaHOBIIEHUS

HoKa3aresel 10 MICXOJHOTO YPOBHS Teparuio MOKHO BO30OHOBUTE B O0Jiee HU3KOH J03€.
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MOYEYHOW HEAOCTATOUYHOCTHIO, YTOOBI M30eXKaTh JOCTH)KEHUS B IUIa3Me KPOBH KOHLIEHTpALUil,
KOTOPbIE MOTYT IIOBBICUTh PUCK pa3BuTUsA remarosiorndeckux HJIP nim renatoTokCM4HOCTH.
PexoMenayercsi KOHTpOIUpPOBaTh QYHKIUIO MEUYEHU, OCOOEHHO MPU HAIUYUU COMYTCTBYIOIIETO
BUPYCHOTO 3a00JIeBaHUS TEUYEHU WM YKa3aHHUs Ha HEro B aHaMHEe3€ WIM NpU MPUMEHEHUH
JICHAJIUIOMU/Ia B KOMOMHAIMH C TIpenapaTaMu, BHI3BIBAIOIIMMH HapyIIeHUE (PYHKIIUH [TEYECHH.

HUnpexyus ¢ neumponenueli uiu 6e3 maxkoeou

[TarimenTel ¢ MM mOABEP>KEHBI Pa3BUTHIO MH(EKIINUN, BKIIIOYAs IMTHEBMOHHIO. boyiee BBHICOKUI
ypoBeHb HUHGUUUpPOBaHUA HaOmogancs y nauueHtoB ¢ BJIMM, koTopslM He MOKa3aHa
TpaHCIUIAaHTAIMsI, Ha JOHE JICUCHUS JICHAIMOMH/IOM B KOMOWHAIIMH C IEKCAMETAa30HOM, YeM Ha
done neuenuss MPT, u y mammentoB ¢ BJIMM mocie TI'CK, KOTOpBIM MPOBOIWIH
MOIJIEP>KUBAIOIIYIO TEPANUIO JICHAIMIOMUIOM B CpaBHEeHUU ¢ 1utane6o. MHdekuu > 3 creneHu
TSYKECTU PA3BUBAINUCH B YCIOBHUSAX HEUTPONEHMHM MEHEE YeM Yy OJHOM TPEeTH MALMEeHTOB. 3a
MalUeHTaMH C WM3BECTHBIMH (DaKTOpaMH pHCKa HHPHUIMPOBAHUS HEOOXOJWMO THIATEIHLHO
HaOmomaTh. BeceM mammeHTaM pEeKOMEHIYEeTCsl He3aMEeUIUTEIhHO OOpaTUThCS K Bpady MpH
NEePBBIX TMpHU3HAKaX HWHGMEKInH (Hampumep, Kaiielb, JTUXOopajaka U T.J.), YTO TO3BOJSET MPHU
paHHEM JICUEHUH CHU3UTh CTENEHb TSKECTH.

Peaxmusayus eupycnou ungexyuu

CooOmasioch 0 chnydasXx BUPYCHOW peEaKkTUBAllMM Yy TMANHCHTOB Ha (OHE Tepanuu
JEHAIUJAOMHUJIOM, BKIIOYAsl CEPbE3HbIE CIydyad PEaKTHBALMK BUPYCa OMNOSICHIBAIOILETO JIMILAS
(Herpes zoster) wiu renatuta B (HBV).

B HEKOTOpBIX cydasx peakTUBALMKM BUPYCHON MHGEKITNU HAOII01aJICs JTeTAIbHBIA UCXO/I.

B psize ciiyqaeB peakTuBaius BUpyca OMOSICHIBAIOIIETO JIMIIAs MPUBOIMIA K €0 JUCCEMUHAIIUN
U Pa3BUTUIO BUPYCHOTO MEHUHTHTA WIIM BHPYCHOTO TMOPaKEHUs TIJia3, KOTOpbe TpeOoBalu
BPEMEHHOM NPHOCTAHOBKM TEpalUU JICHAIMJIOMUIOM WM TIOJHOIO €€ MPEKpalleHUus u
Ha3HAYEHHS COOTBETCTBYIOIIEH MPOTUBOBUPYCHOM TEpAMUHU.

O peakTuBaMK BUpyca renatuTa B y manveHTOB, MOMYYaBIIUX TEPAIUIO JICHATUIOMHUIOM U
MEepeHecnX paHee rematuT B, coobmanock peako. Y HEKOTOPHIX M3 JITHX TMAllMeHTOB
peakTUBalusi BHpyca IpUBela K Pa3BUTHI0 OCTPOM MEYEHOUYHOM HEJOCTATOYHOCTH,
MPEKPAICHUIO TePaluy JICHATUIOMHUAOM M Ha3HAYCHHWIO MPOTHBOBHUPYCHBIX MpemnapatoB. J[o
HavaJia JICUCHUsI JICHATHJIOMHUIOM BCEM IMAIMEHTaM CIeyeT MPOBECTH TECT Ha HAJIMYUE BUPYCa
renatuta B. Ilpu mosiydeHHMM NOJIOKHUTEIBHOIO pe3yibTaTa PEKOMEHAYETCS KOHCYIbTalus
renaronora. Crneayer coONr0aTh OCTOPOKHOCTh MPHU JICYSHUH JICHAIMIOMUIOM MAaIlMEHTOB C
HBV B anamHuese, BKIO4Yas U TeX, Y KOTOPBIX pe3yJbTaThl TECTa HA aHTHUTENA K SACPHOMY

antureny HBV (HBC) monoxutenbHble NMpU OTpHIIATEIbHOM pe3yiabrate Ha HBSAQ. Otm
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BBIIBJICHHUA CUMIITOMOB aKTHBallun I/IH(l)eKI_[I/II/I HBV na MMPOTAKCHUU BCCT'O KypcCa JICUCHUA.

Ilpozepeccupyrowas MVJmeud)OKCUZbHCZ}l ﬂeﬁkoaHueqbaﬂonamuﬂ

CooOmranocs 0 ciay4asx pa3BUTUS Mporpeccupyroieil MynbTuhoKaIbHO! JeikosHIedaronaTuu
(ITMJT) y nanueHToB, MPUHUMABIIUX JICHATHIOMUI, BKJIIOYAs CIIy4dan C JIETATbHBIM HCXOIOM.
CornacHo coo6menusm, [IMJI pa3BuBaniach B EpHOJI OT HECKOJIBKUX MECSIEB 0 HECKOIBKHX
JIeT mocyie Havyaja JISYeHHUs JICHATUIOMUIOM. B OCHOBHOM cOOOIIANOCH O CIIydasix y HalMeHTOB,
MOJIy4aBUIMX  CONYTCTBYIOIIEE JIEYEHUE JIEKCAMETAa30HOM WM  paHee  IPOLUEAIINX
XUMHUOTEPANUIO JIPYTUM HMMYHOJENPECCUBHBIM IpenapaToM. Bpauam cienyer perysiasipHo
OPOBOIUTh MEAMLIMHCKUN oOcMOTp mnamnueHntoB. llpu cocrtaBnenun auddepeHnaIbLHOro
JIMarHo3a y ManueHTOB ¢ HOBBIMM WJIH IPOTPECCUPYIOIIMMHU HEBPOJOTHUYECKUMU CUMIITOMAaMHU,
NpU3HAKAMU KOTHUTUBHBIX M TIOBEIEHYECKUX HAPYIICHUN, HEOOXOAMMO YYHUTHIBATH
BO3MOKHOCTh pazButus [IMJI. IlanumeHnToB crnenyer mnpenynpeiutb O TOM, YTO UM CTOUT
COOOIUTh CBOMM OJM3KUM U JIMIAM, YXaXUBAIOLIUMHU 32 HUMH, O JICYEHUH, ITOCKOJIbKY OHH
MOTYT 3aMETUTh CUMIITOMBI, O KOTOPBIX ITALIUEHT HE 3HAET.

Huarnoctuka [IMJI pmomkna BKIIOYATh HEBPOJIOTHYECKOE OOCIEAOBaHUE, MPOBEACHHE
MarHUTHO-PE30HAHCHOW TOMOTpaduu TrOJIOBHOTO MO3Ta M aHajH3 CIMHHOMO3TOBOM KHAKOCTHU
Ha Hanmuue JJHK Bupyca xona Kannunrema (Bupyca JC) ¢ moMOIIbI0 METO/Ia TIOTUMEPa3HON
nennoit peakuu (I1L[P). B kaudectBe anprepHatuBbl [IL[P-uccienoBanuio MoOXeT OBITH
poBeJieHa OUOTICHS TOJIOBHOTO Mo3ra Juist onpenesieHus supyca JC. OTpulaTenbHblid pe3ynbTaT
[TL[P-uccnenoanust Ha Bupyc JC He uckmoyaer pazsutue [IMJI. Heobxomumo obecriednTsb
JIOTIOJTHUTEIbHOE HAOJIO/IEHNE 3a MAallMeHTOM M TPOBECTH JOINOJHUTENIbHbIE HCCIEA0BAHUS,
€CJIM abTEPHATUBHBIN JUArH03 HE MOXKET ObITh YCTAHOBJICH.

IIpn nanmuuuu nono3peHus Ha passurue IIMJI panpHeHIIMN IpUEM JICHATUAOMHUAA JOJDKEH
ObITh NPHOCTAHOBIEH JO TeX Mop, moka auarHo3 IIMJI He Oyzmer uckimoueH. B ciydae
noareBepkaeHuss guartHoza [IMJI mpuem nenanmuaoMuja JOMDKEH OBITh OKOHYATEIBHO
IIPEKpAILICH.

[layuenmol ¢ BJIMM

bonee BbICOKHI YpPOBEHb HEMEPEHOCMMOCTH KOMOWHUPOBAHHOM TeEpanuu JEHATHIOMHUIOM
(HJIP 3 unu 4 crenenu, cepre3nbie HJIP, mpekparienue jiedeHus) oTMeYalcsi y MalUEHTOB
crapure 75 net, ¢ III cragumeir cormacHo MexayHapoaHoW cucteme craaupoBanus (ISS), ¢
cymmoit OamnoB mo mkane ECOG > 2 wmm KK < 60 mn/mun. Ilepen HasHaueHuem
JCHATUIOMUA B KOMOWHAIIMM C JAPYTUMHU TpenaparaMd HYXHO TIIATEIbHO OIICHHUTh
MEPEHOCUMOCTh 3TOH TEparnuH y TOXWIBIX MAIMeHTOB ¢ ydeTtoM Bo3pacta, III cragmm ISS,

ECOG > 2 wiu KK < 60 ma/mun (cm. pazaen 4.2. u 4.8.).
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y WULLZ)

Kamapaxma

C Oosee BBICOKOI 4aCTOTOW KaTapakTa OTMeYaslach y HMalMEHTOB, IMOJIYYaBIINX JCHAIUIOMU B
KOMOWHAIIMM C JCKCAaMETa30HOM, OCOOCHHO TpU JUIUTEIHHOW Tepamuu. PexkomeHmyeTcs
PEryiasipHbIA KOHTPOJIb 3PEHHUS.

4.5. B3aumoneiicTBHe ¢ JAPYrMMH JIEKADCTBEHHbIMHU IpenapaTaMM M JApyrue BH/bI
B3auMOJelCTBUS

DPUTPONOITUYECKUE JIEKAPCTBEHHBIE CPEJICTBA, a TAKXKE JAPYTU€ CPEJICTBA, KOTOPHIE MOTYT
MOBBIIATh PUCK TpoMOO3a, HampuMep, Mpenaparbl A TOPMOHO3aMECTUTEIbHOW Teparuu,
cienyeT IPUMEHSATh C OCTOPOKHOCTBIO Y MAlMEeHTOB ¢ MM, NpUHHMAIOMIMX JEHAIUIOMUJ B
KOMOHWHAIIUU € IeKcaMeTa30HoM (cM. paziensl 4.4. u 4.8.).

HCDODaJIBHBIe KOHTPALCIITHBLI

He mpoBoamioch uHCCieOBaHUS —JICKAPCTBEHHOIO B3aUMOACHUCTBUS €  MEpPOpabHBIMU
KOHTpalenTuBaMu. JICHATUIOMUI He sBIsIeTCS MHAYKTOPOM (epMeHTOB. B mccnenoBanuu in
VItro Ha remaronmTax 4ejIoBeKa JICHAJTHIOMUJ B PAa3JIMYHBIX KOHICHTPAIMAX HE WHIYLUPOBAT
uzodepmentet CYPLA2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Tlostomy Ha QoHe
MOHOTEpANuy JICHAIUJOMHUAOM HE IMpeanosaraeTcs WHAYKIUHM, HOPUBOAALICH K CHU)KEHUIO
3¢ (EeKTUBHOCTH IpPENnapaToB, B T.4. FTOPMOHAJIBHBIX KOHTpaunentuBoB. OHAKO, JE€KCaMEeTa30H,
SABISSICH  caObIM/yMepeHHBIM HHIyKTOpoM m3ohepmenta CYP3A4, BeposTHO, BIHMSIET W Ha
npyrue (QepMeHThl, a TaKKe TpaHCHOpTepbl. Henp3s UCKIIOYUTH BO3MOXKHOCTH CHIIKCHHS
3¢ (}EeKTUBHOCTH MEpPOpaJbHbIX KOHTpalenTUBOB Ha QoHe Tepanuu. [lostomy cuenyer
npeanpuHUMaTh 3(pQEeKTUBHBIE MEpbl MPEJOXpaHeHHUsI OT OepeMeHHOCTH (cM. paszensl 4.4. u
4.6.).

Bapdapun

He ormeueHo BiMsAHUs JeHanupomujga B Jo3e 10 Mr, NpUHMMaeMOro MHOTOKPAaTHO, Ha
bapmakokuHeTndeckue mnapaMeTpbl R- u S-BapdapuHa mpu €ro OJHOKPATHOM IpHEME.
OnHOBpEeMEHHOE OJHOKpaTHOE NMpUMEHEHHe BapdapuHa B J103€ 25 MI C JICHAJTUIOMHIIOM HE
BIHSUIO Ha (papMakOKMHETHKY mocienHero. OHako, HEN3BECTHO, IMEETCSI JIM B3aMMO/ICHCTBHE
pU KJIMHUYECKOM MPUMEHEHUH (COMyTCTBYIOIAs Tepamnus ¢ JAeKcaMeTa3oHOM). JlekcameTa3oH
ABIseTCA  caa0bIM/yMEpEeHHBIM HHAYKTOPOM (EpMEHTOB M €ro BIMsHUE Ha BaphapuH
HEM3BECTHO. PeKOMEHIyeTcsl TIaTeNbHBIH KOHTPOJh KOHIEHTpamuud BapdapwHa BO Bpems
TEpanuy JICHATNTOMHIOM.

JINroxcun

OnHOBpeMEHHOE Ha3HAuYeHHUE JIeHaIuaoMuaa B go03e 10 Mr/cyr yBelW4HMBajioO IJIa3MEHHYIO
skcno3unuio nurokcuna (0,5 mr, onHokpaTtHo) Ha 14 % c noBeputenbHbIM HHTEpBaioM (/1)

90 % [0,52 %-28,2 %]. HeusBectHo, OynmeT U 3TOT 3PPEKT UHBIM B KIMHHUUECKON CHUTYaI[HH
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Ha (oHE JIeYCHMS JICHATUJOMHIOM PEKOMEHIYeTCS MOHHUTOPHUPOBATh KOHIICHTPALIUIO
JUTOKCHHA.

Cratunel

Cy1ecTByeT MOBBILICHHBIH PUCK Pa0JIOMHOIN3A B CIy4yae COBMECTHOI'O NPUMEHEHUSI CTAaTUHOB
U JICHAUIWJOMHU/A, YTO MOXKET OOBICHATHCA CYMMHUPOBAaHHEM JCHCTBUS STHX IpenapaToB.
Heo6xoquMo TmiatenbHOe KIMHUYECKOE U J1a0opaTopHOE HaOINIOJeHUE, OCOOEHHO B IIEPBbIE
HEJIENH JICYCHHUS.

[lexcamerazoH

OnHoBpeMEHHBIN OJIHOKPATHBII U MHOT'OKPAaTHBIN [pUeM JleKcaMeTa3oHa
(40 Mr onuH pa3 B JIeHb) HE OKa3bIBACT KIIMHUYECKU 3HAYMMOTO 3 deKTa Ha papMaKOKUHETUKY
JICHAJIUJIOMU/IA TIPH €0 MHOTOKPATHOM IIpUEME B J103€ 25 MTI' OJIUH pa3 B JICHb.

BzanmoeiicTBre ¢ I/IHFI/I6HTODaMI/I P-rnukonporenHa (P-qp)

Jlenanmumomus in Vitro siisiercst cyoctparom P-gp, HO He uHruburopom P-gp. OnHOBpeMeHHOE
MHOTOKpaTHOE IPUMEHEHUE CHIIbHOrO mHruourtopa P-gp, xunuauna (600 Mr nBa pasa B JI€Hb)
WM yMepeHHoro wuHruoutopa P-gp/cyOctpara, Temcuponmmyca (25 wr), He OKa3bIBajo
KIIMHUYECKH 3HauuMoro »sddexra Ha (apMakOKMHETHKY JeHanmuaoMunaa (25 Mr/AeHsb).
dapMakOKMHETHKAa TEMCHPOJIMMYCa HE M3MEHsJIaCh MpPU COBMECTHOM TIPUMEHEHUH C
JICHATIMIOMHIOM.

4.6. @DepTHWIBHOCTH, 0ePEMEHHOCTh U JAKTALUS

YuuTeiBasg HaJdM4yhe TEpPaTOreHHOro MOTEHIMajga, MPUMEHEHUE JICHATIWAOMHUAA JOJKHO
OCYIIECTBIISITECSL B CTPOTOM COOTBETCTBHM ¢ [IporpamMmoii KOHTPOJIMPYEMOTO METUIIMHCKOTO
NPUMEHEHHU JeHaIuAoMuaa (cM. paszaen 4.4.), 3a HCKIIIOUEHUEM TeX CIIy4aeB, KOI/1a OTCYTCTBUE
PENpOIyKTUBHOTO MOTEHIMANIA Y MALMEHTKH HAJEeKHO MOATBEPXKIEHO.

JKeHIMHEBI ¢ COXpaHEHHBIM PEeNpPOAYKTHUBHBLIM HOTGHHI/IaJ'IOM/KOHTDaHeHHI/IH JJIA MYKYMH H

JKCHIIINH

JKeHnmmHaM C  COXpaHEHHBIM PENPOAYKTHBHBIM IMOTEHIMAJIOM CJIEAYEeT HCIO0JIb30BaTh
s dekTuBHBIE MeTOAbI KOHTpauenuuu. Ecnu mnamueHtka 3a0epeMeHena, MpUMEHEHHe
JeHATUOMUA JOJDKHO OBITh MpEeKpamleHo, MAaIlMeHTKy HEeoOXOAMMO HampaBUTh Ha
KOHCYJIbTAIIMIO K Bpauyy-TEpaTOJIOTry I OCMOTpa M KIMHMYECKHUX peKomeHaauuil. B ciydae
OEpEeMEHHOCTH J>KCHIIUHBI, SBJISIOMIEHCS CEKCYaJIbHBIM IMAPTHEPOM TAIlUEHTA, TOJYyYaroIIero
JEHAIMIOMUJI, €€ TaKXe HANpaBIsAIOT K Bpady-TEPaTOJOry Ui OCMOTpa M KIMHHUYECKUX
PEKOMEHJALIH.

JleHanmuoMu1 COOEPKUTCA B CEMEHHOW KUJIKOCTH MAIMEHTOB B MEPUOJ JICUCHHS B MIPEAECITBHO

HU3KHUX KOHOCHTpalUAX W HE OHNPCACIACTCA Yy 3A0POBBIX MYXKYHWH 4YEPE3 3 JHA II0CJIC
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YUUTHIBasI BOBMOKHOE CHIKEHUE CKOPOCTH BBIBEICHUS Mpernapara y MarueHTOB 0COOBIX TPYIIIL,
HanpUMep, MPH HApyHICHHH (YHKIUH IMOYEK, BCE MY)KUWHBI, TPUHUMAIONIUE JICHATUIOMU/I,
JIOJIKHBI IT0JI30BAThCA MPE3epBaTUBAMU B TEUEHHUE BCETO Kypca JICUEHHUs], BO BpeMs IepephiBa B
JICYCHUH U B T€UCHHE | Helenu 1nocie NpeKpamieHus JeYeHHsl B TOM Clly4dae, €Clii CEeKCyallbHbIN
naptTHep — OepeMeHHas S>KeHIIMHA WIM SJKCHIIMHA C COXPAHEHHBIM PENpOIyKTUBHBIM
IIOTEHIUAJIOM, HE UCITOJIb3YIOLIasi KOHTPALCIILUIO.

bepeMeHHOCTB

JleHammuoMu — CTPYKTYPHBIM aHAJOr TadUuAOMHUIA, KOTOPBIA SIBJISIETCA HW3BECTHBIM
TepaToreHoM. U3BecTHO, 4YTO NHpHUEM TAIUIOMUIA OEPEMEHHBIMH JKEHIIMHAMU BBI3BIBAET
TSDKEJIBIE KU3HEYTPOKAIOIINE BPOKIACHHBIEC HAPYILICHUS Y TUI0/1A.

HccnenoBanue BIMSHUS JICHAIMIOMHUZA Ha SMOpHOQeTasbHOe pa3BUTHE IMPOBOAMIOCH Ha
o0e3bsiHaxX, KOTOPhIM BBOAWIMU IpemapaT B no3ax oT 0,5 no 4 mr/kr/cyT. Pe3dynbraTel 3TOTO
WCCJICIOBAHMsI TOKA3alld, YTO JICHAJIWIOMM]I BbI3bIBAJl PAa3BUTUE BHEIIHUX Ae(EKTOB, B T.4.
3apallleHue aHAJIbHOTO OTBEPCTHS M HAPYIIEHHWE PAa3BUTHUS BEPXHUX U HIDKHMX KOHEYHOCTEH
(M30THYTHIC,  YKOpPOYEHHBIC, Je(OPMUPOBAHHBIC,  HEIOPA3BUTBIC  W/WIM  YaCTHYHO
OTCYTCTBYIOIIME KOHEYHOCTH, OJMTOJAKTUIUS W/WIM MHOTONAIOCTh) Y JETEHBINIEH CaMOK
00e3bs1H, KOTOpbIE MOJIy4aau Mpenapar Bo BpeMs OepeMeHHOCTH. Takke Yy €IMHUYHBIX TUIOI0B
HaOJIIOJAJIOCh TIOBPEXKICHUE BHYTPEHHHX OPraHoB (M3MEHEHUE I[BE€TA, KpacHbIE Oyard B
pa3IUYHBIX OpraHax, HeOousbmas OecIBETHAs Macca BBHINIC aTPUOBCHTPUKYIISIPHOTO KIalaHa,
YMEHBIIEHHBIHN KEeTYHBINA MMy3bIph, NepopMupoBaHHas quadparma).

DKCTepUMEHTANbHBIE HCCIEIOBaHUs JICHATUAOMUIA Ha 00€3bsHAX TMOKa3ald pPe3yIbTaThl,
CXOJIHBIE C ONMCAHHBIMU PaHee sl TATUI0MHU/IA.

Bceneactsue oxunaeMoro tepaTtoreHHOro 3¢ ¢ekra JeHaaIuaoMuAa ero NpueM MpoTHBONOKa3aH
BO BpeMsi OepeMeHHOCTH (cM. paszzen 4.3.).

JlakTanus

HewusBecTHO, mocTynaer v JEHAIUMIOMUI B TPYIAHOE MOJOKO. B CBA3M C 3TUM B Iepuof
JICYCHUS JICHATUIOMUIOM TPYJHOE BCKAPMIIUBAHHE JIOJDKHO OBITH MPEKPAIEHO.

DdepTUabHOCTD

PesynbraThl HMCCIEIOBaHUS PEMPOAYKTHBHONW (QYHKIIUH, KOTOPOE MPOBOAMWIM Ha KpbICax C
NPUMEHEHHUEM JICHATUIOMHIA B 103aX 70 500 Mr/Kr (3TH 103bI MPEBBIIATH TPUOIU3UTEILHO B
200-500 pa3 TtepameBTHUECKHE IO3BI IS YelioBeka, 25 mr m 10 MI, COOTBETCTBEHHO, B
mepecueTe Ha IUIOMAAb IMOBEPXHOCTH Tela), He MPOAEMOHCTPUPOBAIN  HAPYIICHUS

(I)epTI/IJ'ILHOCTI/I HJIM TOKCUYIHOCTU IJId OpraHu3mMa pOI[HTCJ'ICfI.
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MeXaHU3MaMH
JleHanuIOMHUJ OKa3bIBaeT HE3HAUMTEIHHOE WJIM YMEPEHHOE BO3JCHCTBHE Ha CIIOCOOHOCTB
YIPaBJIATh TPAHCIIOPTHBIMU CPEJICTBAMHU U PadOTATh C MOTCHIIUAILHO OMTACHBIMU MEXaHU3MaMH.
Bo Bpems jeueHHs JICHATUIAOMHIOM OTMEUAIUCh CJIa00CTh, TOJIOBOKPYKCHUE, COHJIHBOCTD,
BEPTUTO U HEYETKOCTH 3peHUs. B CBA3M C 3TUM cieayeT mposBIATE 0OCO0YI0 OCTOPOKHOCTH MPU
yIpaBJIE€HUHU TPAHCIIOPTHBIMU CPEJCTBAMH U pabOTE C MEXaHU3MaMHU.

4.8. HexenarejibHble peaKIul

Pesrome nmpoduisg 6esonacHOCTH

Bnepsvie OuCZZHOCmMDOGClHHa}l MHOMNCECMEBECHHRAA MuUeaoma. nayueHmvl, KOmopblM noKa3aHa

mpaHcnjiaHmayu, noJjysasuiue JICHAIUOOMUO 8 KOM6L£HCZI/{I/£I/£ c 60Dm€3OMM6OM u

oexcamemaszonom

B aByx xnmHHueckux uccienoBaHusix cepbe3nbie HJIP, koTopeie Habmoganuch vaie (> 5%)
Ipu TpHEME JICHATWJIOMHUAA B KOMOMHAIIMA C OOpPTE30MHOOM H JeKCaMeTa30HOM, ObLIH
CIEAYIOLIMM:

— nreBmonus (5,9%).

Cnenyronme HIJIP peructpupoBanuch yamie y HAUUMEHTOB, NPUHUMAaBUIMX JICHATUAOMHI B
KOMOWHAIIMKA C TOJKOXXHBIM BBEJICHHEM OOopTe3oMuba W JCKCaMEeTa30HOM: mepudepudeckas
Heiiponarus (35,2 %), neitrponenus (31,9 %), rpombouunTonenus (25,3 %).

Cnenyronmme HIJIP peructpupoBanuch yamie y HAUMEHTOB, NPUHUMAaBUIMX JICHATUAOMHI B
KOMOHMHAIIMM ¢ BHYTPUBEHHBIM BBeJeHHEM OopTe3oMuba M JeKcamMeTa3oHOM: mepudepudeckas
Heiiponarus (54,8 %), mumdornenus (52,2 %).

Bnepsvie ()MGZHOCmul?OBaHHa}Z MHOMNCECMEBEHHRAA MuUejioma. nauueHmsl nocie TICK ¢

nocaeoywel nodoepicusarouiel. mepanuen JIeHaIudoMuooM

Crnenyrouue cepbe3nbie HJIP nabmonanuce yare (> 5 %) Ha (hoHe moaaepKuBaroliei Tepanuu
JIEHAJIMAOMUIOM, YEM I11a1e00:

— mHeBmonus (10,6 %)

— wuH(eKInoHHbIe 3a0oneBanus nerkux (9,4 %)

B nByx KW cnenyromme HJIP peructpupoBanuce danie y HalMEHTOB, NPUHUMAaBLIMX
JeHATMIOMUJ B paMKaxX TMOJJEp)KHUBAIOIIed Tepamuu, uYeM Iuianedo: HeWTporeHus
(60,8-71,9 %), TpombornuTonenus (23,5-61,6 %), opouxur (47,4 %), nuapes (38,9-46,4 %),
Hazopapuarut (34,8 %), meimeunsie cynoporu (33,4 %), neiikonenus (18,8-31,7 %), acrenus
(29,7 %), xamens (27,3 %), HHPEKIIUN BEpXHUX IbIXaTENbHBIX myTel (26,8 %), coimb (25,0 %),
racTposHTepuT (22,5 %), muxopanka (20,5 %), nossimeHHas yromasieMocTs (17,9 %) u anemus

(13,8 %).
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MPAHCHAAHMAYUSL,  NOJYHABWUe  JIeHAAUOOMUO 8  Kombunauuu ¢ bopmesomubom  u

oexcamemazoHom

Cnenyronue cepbesnple HJIP waGmomamuch dame (> 5 %) npu npueme JICHATWIOMHUIA B
KOMOHMHAIIMM C BHYTPUBEHHBIM BBeJIeHHEM OOopTe3omMuOa M JeKCaMEeTa30HOM, YeM IpH IpuemMe
JICHATMIOMHU/IA B KOMOUHAITUY C IEKCAMETa30HOM:

— CHHWXCHHE apTepuasbHOro naBieHus (6,5 %), uH(DEKIHOHHBIC 3a00JIEBAHUS JIETKUX

(5,7 %), obe3BoxuBanwue (5,0 %)

Cnenyronmue HJIP BeTpewanuceb wame Ha ¢oHE IpHeMa JICHAIWIOMHUIA B KOMOWHAIUU C
OopTe3oMHOOM M JeKCaMeTa30HOM, 4YeM Ha (oHE MpHeMa JCHAIUIOMHIA B KOMOWHAIIUU C
JIeKCAaMETa30HOM: TMOBBIIIEHHAs yromisiemocTs (73,7 %), mepudepuyeckas HeWponaTHs
(71,8 %), tpomboruTonienus (57,6 %), 3amop (56,1 %), runokanbimemus (50,0 %).

Bl’leDGble OMCIZHOCI’HMDO@GHHQ}Z MHOHCECMEEHHAA MUeioma. nayueHmsl, KOmopbviM He noKasdHa

mpaHcnjiaHmayu, noJjysasuiue AeHAAUOOMUO 6 K0M6uHauuu C HU3KUMu dozamu

oeKkcamemasoxa

Cepbe3nbivu HJIP, HaOmonaempivu yaie (> 5 %) npu npuemMe JICHATMAOMUIa B KOMOMHAITUH C
HHU3KOW [030# JeKcaMeTa3oHa TpH HempepbiBHOM JieueHur (Rd) wiau jiedeHWH B TedYeHHUE
18 4-wenmenpubix 1mukiioB (RA18), wem Ha ¢oHe mnpuema MendanaHa, NPEJAHU30JIOHA WU
tanunomuaa (MPT), Obuin:

— nHeBMonus (9,8 %)

— MoYeyHas HeIOCTaTOYHOCTD (BKIt0Yast octpyio) (6,3 %)

N3 HJIP na ¢one mpuema Rd wim Rd18 wamie, yem Ha ¢pone MPT, mabGmronmanuce: muapes
(45,5 %), nossitenHast yromisiemocts (32,8 %), 6onp B cnimue (32,0 %), actenus (28,2 %),
Oecconnuna (27,6 %), ceimb (24,3 %), cHmwkenue ammetuta (23,1 %), xamens (22,7 %),
nuxopazaka (21,4 %), a Takke Mmpitednsie cynpoporu (20,5 %).

Bnepsuvie éuaeHocmupoeaHHaﬂ MHOMNCECMEEHHAA mueioma. nayuernivl, noJjydasuiue

JICHAAUOOMUO 8 COYeMAHUU C MeldalaHOM U NPEOHUZ0IOHOM

Cepbe3nbiMu HJIP, OGonee wacto (= 5 %) HaOmromaeMbIMH Tpu npueme Mendanana,
NPEIHU30JI0Ha U JICHATUOMUA C TOCIEAYIOUIeH MoIep >KUBAIOIIEeH Tepanuei JeHaaIu10MUI0M
(MPR+R) wiu npu mnpueme MmendanaHa, MPEIHU30JIOHA U JICHATHIOMHIA C TOCIEIYIOMeH
nojepKuBarotien tepanueit mianedo (MPR+p), vem npu npueme Mmendanana, mpeTHU30I0HA U
ianedo ¢ mocneayroel moaepkuBaroieii tepanueit wiamne6o (MPp+p), 6putn:

— (¢ebpunbHas HenTporenus (6,0 %)

— an”emus (5,3 %)

N3 HJIP yame nHabmoganuck npu npueme MPR+R umun MPR+p, wem npu npueme MPp+p:
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ueiirponenus (83,3 %), anemus (70,7 %), TpO]/I6OHI/ITd:III_EI:III:/;ﬂ_Ié‘a,6E')%)TEH%%E&EI;I '638',8' %),

3amop (34,0 %), muapes (33,3 %), coinb (28,9 %), muxopaaka (27,0 %), nepudepuueckue OTeKu
(25,0 %), kamens (24,0 %), cuuxenue anmnerura (23,7 %) u acrenus (22,0 %).

Mnuoorcecmeennan muenoma: nayuermol, NOAYYUSUIUEC KAK MUHUMYM OOHV JUHUIO mepanuu

K cepnesnbim HJIP, 3apeructpupoBanHbiM Ha (hOHE MPUMEHEHUS JICHATNI0MH1a/ IeKcaMeTa30Ha
qaiie, yeM Ha oHe 1urane0o/1ekcaMera3oHa, OTHOCUIIUCH:

— BeHo3Has TpoM00aMbomus (T3) (Tpom603 rmybokux BeH, T JIerouHoi apTepun)

— HeUTponeHus 4 CTENEHU TIKECTH

Crnenyroumue HJIP y manmentoB ¢ MM BcTpedanuch yamie Ha GoHE mpuema JICHATUAOMUIA U
JIeKcaMeTa30Ha, YeM Ha (oHe Ipuema Iianedo M JeKcaMeTa30Ha: MOBBIIIEHHAsT YTOMIIIEMOCTh
(43,9 %), neittponienus (42,2 %), 3anopst (40,5 %), nuapes (38,5 %), MblIlICUHbIE CYIOPOTH
(33,4 %), anemus (31,4 %), pombouutonenus (21,5 %) u coinb (21,2 %).

Muenooducnaacmuueckue cCUuHOpOMbl

bonbmimacTBo HJIP, kak mnpaBuio, pa3BUBaIUCh B TEUYEHHE IMEPBbIX 16 Henenb JeueHus

JICHATUIOMUIOM.

Cepbesnbie HJIP Bxmrouanu:

— BeHo3HYI0 TD (TpomM0603 riny6okux BeH, T serouHoii aprepun)

— HeWTponeHuto 3 win 4 CTENeH! TSHKECTH, (eOPMIbHYI0 HEHTPOTIEHUIO 1 TPOMOOIIUTOTICHUIO
3 unu 4 cTeneHu TSHKECTH

HJIP, xoropble HaOmoganuch Hauboliee YACTO TMPHU JICYCHHH JICHAIWJOMHUAOM, ObLIN

cienyromue: Heutpornenus (76,8 %), tpombouuronenus (46,4 %), nuapes (34,8 %), 3amop

(19,6 %), Tommnora (19,6 %), 3yn (25,4 %), ceib (18,1 %), MOBBILIEHHAs YTOMJIIEMOCTb

(18,1 %) u mprimeunsie cygoporu (16,7 %).

Jlumoma uz kiemox MaHMUUHOU 30HbL

Cepbesnbie HJIP, koTopbie HaOMIOgaIMCh Yallle B TPYIIE JICHATUIOMUIA, ObUIH MPECTaBICHBI:
— Heitponenueii (3,6 %)

— TD nerounoit aprepuu (3,6 %)

— nauapeeii (3,6 %)

Crnenyroue HJIP pasBuBanuce yaiie B rpyiie JeHanugomuaa: Heitponenus (50,9 %), anemus
(28,7 %), nmapes (22,8 %), nmoBeiieHHass yromisieMocTs (21,0 %), 3amop (17,4 %), nuxopanka
(16,8 %) u ceinb (BKItOUas ayeprudeckuii nepmarur) (16,2 %).

[TarueHTHI ¢ KCXOAHO OONBIION MAaCCOM OIMYXOJH OTHOCSTCS K TPYIIIE BHICOKOTO PUCKA paHHEH
CMEPTH.

Donnukyaapuas JluMd)OMCI uau Jlu/l/ld)OMa U3 K1eMOK MAP2UHAIbHOU 30Hbl

Cnenyronue cepbesaplie HJIP waGmropganuch dvamie B TpyIme JEHATUIOMHEI/PUTYKCUMAO IO
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CpPaBHEHUIO C TPYIIION TIaredo/puTyKcumMa:

—  (¢eOpunbHas HelTponenus (2,8 %)

—  TD nerounoi aprepuu (2,3 %)

Cnenyromue HJIP pasBuBanmuch uaimie B Tpymie JICHAIAIOMUI/PUTYKCUMAO 10 CPABHEHHIO C
rpynnoi miaanedo/purykcumad (kak MUHUMYM, Ha 2% yaille B OJHOW IpymIe, 4eM B JIpYyroi):
Hertponenus (58 %), nuapes (31,3 %), neiikonenus (28,4 %), 3anop (26,1 %), noBbIlIEHHAS
yromisiemocts (21,6 %) u nmuxopazaka (21,0 %).

TabauyHOoe pe3roMe HEXKENaTeIbHbIX DEAKIINI

Yactora HJIP, mpuBeAeHHBIX HUXKE, OMPEAENsIaCh COOTBETCTBEHHO CIEAYIONIEH TIpajalluu:
oueHb yacto (> 1/10), gacto (> 1/100, < 1/10), negacro (> 1/1000, < 1/100), penko (> 1/10000,
< 1/1000) u ouens peaxo (< 1/10000), yactoTa HensBecTHA (HE MOXKET OBITH YCTaHOBJIEHA IO
UMEIOLTUMCS IaHHBIM).

HJIP Obumu BKJIIOYEHBI B COOTBETCTBYIOIIYIO KAaTErOpHi0 B TalJiMlle HIKE COIJIAaCHO
MAaKCHMaJIbHOM 4aCTOTE BCTPEYAEMOCTH B OJTHOM M3 OCHOBHBIX K.

Cseoonass mabauya HJIP na ¢one monomepanuu JneHATUOOMUOOM HPU MHOICECMBEHHOLL
Mmuenome

Tabnuna 1 moAaroToBneHa Mo JaHHBIM, MOJNYYE€HHBIM B Xoje nposenenuss KU y marueHToB ¢
BJIMM mnocne TI'CK, nomy4yaBmmx mojaepKUBAIONIYI0 TEPANUIO JCHAIUIOMUIOM. JlaHHbBIE HE
KOPPEKTUPOBAIUCH JUISI OTPAKEHUST OOJBIICH MPOIOJDKUTEIBHOCTH JICUYCHUS JICHATHIOMHUIOM
(o mporpeccupoBaHusi) B CpaBHEHHH € Tpynnoi miane6o B ocHoBHbIX K1 MM.

Tabmuua 1. HIJIP, 3apeructpupoBannbie B KW y mnammentoB ¢ MM,
MOJICPKUBAIOIIYIO TEPAIUIO JICHATUIOMUIOM

CucreMHO-OpraHHbIi
kiaace/
IpeanoyruTeNbHBII
TePMMH

MMOJIy4aBIIHUX

Bce HexesnaTeabHble peakuun/Yactora | HexesnaTeabHble peakuuu 3 u 4

crenenu Tskectu/Yacrora

Nudexunu v vHBA3UN

Ouenv yacmo

[MueBMOHMs ', MH(EKIIMN BEPXHUX
JIBIXATENbHBIX MyTei, MHYEKINH C
HeliTponenyel, 6poHxut?, rpum’,
racTPOSHTEPHT., CHHYCHT,
Ha30(apUHTUT, PUHUT

Yacmo

Nupexunn’, HHPEKIMH MOYEBBIBOISIIMX
nyTeiil?, MHPEKIUN HUKHUX
IBIXATENBHBIX ITyTeH, HH()EKIMOHHBIE
3a60J1€BaHUs JIETKUX

Ovyenwv yacmo

IneBMoHMA ?, HHPEKIUN C
HEUTponeHuen

Yacmo

Cencuc*?, 6akrepuemus, UH(EKIHOHHbIE
3aboneBanus 1erkux’, GakTepuanbHble
MH(EKIMI HUKHUX JIbIXAaTENbHbIX ITyTei,
OpoHXUT!, rpunm?, racTposHTEpUT?,
onoschIBalOmuiA numaitt, nadexruu’

JloOpokayecTBeHHbIE,
3J10KaYeCcTBEHHbIE U
HeyTOYHEHHbIEe
HOB0OOpa3oBaHMs
(BKJII0YAs1 KHCTHI U
NOJIMIIbI)

Yacmo
MuenouCINIaCTHYECKHI CHHAPOM ™2

Hapymenus co
CTOPOHBI KPOBH U
JaumdaTnyecKoi

Ouenv yacmo
Heiitponenus®3, peGpunbHas

HelTponenus®® 3

, TpoMbonuTOneHusA S,

Ouenv yacmo
Heiitponenns®?, peGpunbHas

HeliTponenus 3

, TpoMbonuTonenus S,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 25.01.2024 N= 1260

CHCTEMBI aHemus, neikonenust, mmornerus || |- |-ahenis HEHKkOHCHI I THM o HeH# |
Yacmo
IManuuronenus®

Hapymenus Ouenv uacmo Yacmo
MeTadoIu3Ma H IN'mmoxanuemus I'mnokanuemns, 00€3BOXKUBaAHIE
NUTAHUS
Hapywmenus co Ouenv uacmo Yacmo
CTOPOHBI HEPBHOI IMapecTesun T'onoBHast 6016
CHCTEMBI Yacmo

Iepudepuyeckas HeriponaTus®
Hapymenus co Yacmo Yacmo
CTOPOHBI COCY/I0B TD nerounoii aprepuu’? Tpom603 ray6okux et
Hapymenus co Ouenv uacmo Yacmo
CTOpPOHBI AbIXaTeabHoll | Kamens Onpimikal
CHCTEMBbI, OPraHOB Yacmo
TPYAHOI KIeTKH U Onpiikal, HacMopK
cpeaocTeHust
Keaynouno- QOuenv wacmo Yacmo
KUIIIeYHble Hapymienusi | [[uapes, 3amop, 60ss B xuBOTE, TomHOTa | JlMapes, pBoTa, TOIIHOTa

Yacmo

PBota, 60116 B SnMracTpun
Hapywmenus co Ouenv yacmo Yacmo
CTOPOHBI MeYeHH U OTKIIOHEHHS OT HOPMBI 3HAYEHHUI OTKIIOHEHUS OT HOPMBI 3HAUCHU I
JKeJTYeBbIBOISIIHX nokazaTesnel pyHKIMOHAIBHBIX TIPO0 NoKazaTenel QyHKIIMOHAIBHBIX P00
nyreit [I€YEHU MIEYECHU
Hapymenus co Ouenv uacmo Yacmo
CTOPOHBI KOKH M CblInb, CyXOCTh KOXKHU ChlInb, KOXKHBIHN 3y]
MOJKOKHBIX TKaHel
Hapymenus co Ouenv uacmo
CTOPOHBbI MbILIECYHOI, MBple4Hble Cya0poru
CKEJICTHOM H Yacmo
COEeIUHHUTEIbLHOM Mmuanrus, KOCTHO-MbIIIeYHast 00/Ib
TKaHHU
OO0mue HapylIeHUS] U Ouenv yacmo Yacmo
peakuuu B MecTe IoBbIIEHHAs yTOMIIIEMOCTD, ACTEHUS, [NoBbImIeHHAs yTOMIIIEMOCTD, ACTCHUS
BBE/ICHHSI JIMXOpajKa

1Cepvesnvie neacenamenvuvle peaxyuu ¢ KU y nayuenmos ¢ BMM nocne TI'CK

2 Omuocumcs moavko k cepvesuvim HIIP

8 Cm. «Onucanue omoenvuvix HJIPy

& Obobwarowuti mepmMuH «NHESMOHUSLY 8KIOYdem Cledyrujue npeonoymumebHble MepMUnbl. OPOHXONHEBMOHU,
00J1e8as NHeGMOHUSL, NHe6MOHUSL, dblzéanHas PNeumocystis jirovecii; nuesmonus,; nnesmonus, evizéannas Klebsiella,
unu legionella, wiu mycoplasma, wru pneumococci, wiu StreptococCi, supycras nueemonus, 3abonesanue ne2Kux,
NHEeBMOHUM

b Obobwarowuii mepmun «cencucy ernouaem credyioujue npeonoumumensvisle mepmMuHblL: 6aKmepuanbHblii cencuc,
cencuc, evizgannbil pneumococci uau staphylococci, cenmuueckuii wox.

¢ Obobwarowuti mepmun «nepugheputieckas HelUponamusy KYAenm credyujue npeonoymumenbHole MmepMuHblL:
nepughepuyeckas Hellponamus, nepughepuvecKas CeHCOPHAs HelPoOnamus, NOTUHEeUPOnamusl.

4 Obobwarowuii mepmun «mpombo3 21Y60KUX GeHy EKIOYAem CRedylowue NpeonounumenbHble MepMUHbL:
mpomoO03 21yboKux 6eH, mpom6o3, mpomoo3 eH.

Ceoonas  mabauya HJIP  Ona  kombOunmuposannou  mepanuu  JAEHATUOOMUOOM — NpU
MHOHCECMBEHHOU MUeoMe

Tabnuna 2 MOATOTOBIIEHA O JAHHBIM, TOJYYE€HHBIM B Xoje mpoBeaeHus KU y mamueHToB C
MM, nmonyyaBIIMX  KOMOMHMPOBAHHYIO  TEpaluio0  JEHAIUIOMHIOM. JlaHHBIE  He
KOPPEKTHPOBAIIUCH JUIsI OTPAXKEHUsI OOJbLICH MPOJODKUTENBHOCTH JICYEHUS JICHATIHIOMUIOM
(1o mporpeccupoBaHMsl) B CPABHEHHUHU C TPYIIaMu cpaBHEHUs B ocHOBHbIX K1 MM.

Ta6muma 2. HJIP, ormevaBmmecs B KM y manmertoB ¢ MM, monydaBmmx JICHATUIOMHU B
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KOMOWHaIMu ¢ OOpTe30MHOOM W JEKCaMeTa:

MNpECaAHNU30JIOHOM

COOTBETCTBYET 3KCNEPTHO

ot 25.01.2024 N2 126(0

oHom, jickdanitraioiom SinB6 Mehdiaiom u

CucreMHO-OpraHHbIi
kiaace/
IpeanoyTuTeabLHBINH
TePMHH

Bce HexesnaTeabHble peakuun/YacTora

He:xenaTtenbHble peakuuu 3 u 4
crenenu Tskecrn/Yacrora

Nndexkunu 1 HHBa3HHU

Ouenv yacmo

[MueBmonus, nudexmm BepXHUX
JBIXaTENBHBIX MyTeit®, GakTepHabHBIE,
BHMPYCHBIE M TPUOKOBBIE MH(EKIUH
(BKIIOYAs ONIOPTYHHUCTHYECKHE)®,
Ha30()apUHIUT, PApUHTUT, GPOHXUTS,
pvHAT

Yacmo

Cencuc®®, uapexunoHHbIE 3260/1€BaHKs
nerkux’, MHPEKIMH MOYEBBIBOIALINX
nyTeii!, cunycur®

Yacmo

ITneBMonuA™3, GaKTepUaNbHBIE,
BUPYCHBIE ¥ IPUOKOBBIE HH(EKIMH
(BKJIIOYAs ONIOPTYHHCTHYECKHE)®,
BOCTIAJIEHUE TMOJIKOKHOM KIETYATKA,
cencuc'®, vHpEKLMOHHbIE 3a00IeBaHUs
nerkux?!, 6ponxut®, uHdeKIUn
JIBIXaTeNbHBIX TyTel!, nHdeKImn
MOYEBBIBOIANINX MyTeii?,
MH(EKIMOHHBINA SHTEPOKOIHT

JoOpokayecTBeHHbIE,
3JI0KAaYeCTBEHHbIE
HEYTOYHEHHBIE
HOB0OOpa3oBaHMs
(BKJIIOYASI KHCTHI H
MOJIUIBI)

Heuacmo
Bazanuoma??, MI0CKOKJIETOUHBIN paK
Koxu> >

Yacmo

OcTpalit MUETOMAHEIH Neiiko3®,
MueNoAUCIIacTHYECK i cunapom?®,
TIOCKOKJIETOUHBIH pak Koxku?>P
Hevacmo

Octpelil T-kneTOYHBINA neiKo3?,
6aszanuoma®®, CHHAPOM JIU3KCA OMYXO0JIH

Hapywmenus co
CTOPOHBI KPOBH H
JuMpaTnyecKon
CHCTeMBbI

Ouenwv ywacmo

Heiitponenus™?3, tpombouuTonenus™ 3,
aHeMus®, reMopparuueckue HapyleHus?,
JEHKOIEHHs, TUM(OIIECHHUS

Yacmo

DeOpuiibHas HeliTponeHus®s,
MAHIUTONICHUS®

Heuacmo

I'emonus, ayrouMMyHHast
TeMOJIUTHYECKAs aHEMHUS,
TeMOJIUTHYECKAsT aHEMHS

Ouenv uacmo

Heiitponenus™?3, tpombouuronenus™ 2,
aHemus®, nefikonenus, MMQOTeHUs
Yacmo

DeOpriIbHas HEWTpOIEHHA?S,
NaHIMTONEHHS®, TEMOJIMTHYECKAS
aHeMus

Heuacmo

I'nnepkoarysiiys, KoaryjaonaTus

Hapywmenus co
CTOPOHbI HMMMYHHOM
CHCTEeMBbI

Heuacmo

Peaxun I“I/Il'Iep‘IyBCTBI/ITe.]'II)HOCTI/I2

JHIOKPHHHbIE Yacmo

HApYLIeHHUs! ['HIoTHPEO3

Hapymenus Ouenv yacmo Yacmo

MeTa00/IM3Ma U IunoxanueMus™3, runepriauKeMus, Tunokanuemus’S, runepriukemus,

NUTAHUS TUIIOTIUKEMUSL, THIIOKAIBIIUEMHUS, TUNOKAJIbIUEMUSS, caxapHblii 1uabet”,
TUIOHATPUEMHS, 00E3B0KUBAHME?, runodocaTeMusi, THIIOHATPUEMHS®,
CHIKEHHE alIeTUTa’, CHUYKEHHE MacChl | THIIEPYPHKEMHUS, I0arpa,
Tena 00e3BOXKMBaHUE', CHI)KEHNUE anmeTural,
Yacmo CHIKEHHE MAacChl Tesa
[UnoMarHueMusl, THIIEPyPUKEMHS,
THIepKaIbIHeMus

IMcuxunyeckue Ouenv yacmo Yacmo

HApYUIEHUs Henpeccusi, 6eccOHHULIA Henpeccusi, GeCCOHHUIIA

Heyacmo
[ToTepst ambuI0

Hapymenus co
CTOPOHBI HEPBHOI
CHCTEMBI

Ouenv yacmo

[epudepuueckas Heliponatus?,
NapecTe3uy, rONOBOKpykeHuel, Tpemop,
M3BpallieHHe BKyca, TOJIOBHAs 60JIb
Yacmo

ArTakcusl, HapylIeHHe paBHOBECHS,
00MOpPOK?, HEBPANT M, U3ECTE3U

Ouenv wacmo

Iepudepudeckas HeliponaTus’

Yacmo

NHCynbT3, rofoBoKpyxkenuel, 06Mopok?,
HEBPAJITHS

Heuacmo

BHyTpHuepenHoe KpOBOM3IUAHNE,
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COOTBETCTBYET 3KCNEPTHO

ot 25.01 2024 N= 12

DM GpHa NN HrGerar A Ak |

HUIICMUA TOJIOBHOI'O MO3Ta

Hapyuenus co Ouens yacmo Yacmo

CTOPOHBI OpPraHa KatapakTta, HEUETKOCTh 3pUTEIBHOTO Kartapakra

3peHus BOCHPUSTHS Heuacmo
Yacmo Cnenora
CHM)XEHHE OCTPOTHI 3pCHHUS

Hapymenus co Yacmo

CTOpPOHBI OpraHa ciayxa | [uryxoTa (BKIJIIOYast TyroyXxocTh), IIyM B

U JadupuHTA ymax

Hapymenus co Yacmo Yacmo

CTOPOHBI Cepana DubpuIIALMS TIpeacepanit?, Ocrpeiit uapapkT muokapaa (MM)?3,
Opanukapaus (pubpunsumus npeacepauniil?, sacroiinas
Heuacmo cepJieuHas HeJ0CTaTOUHOCTES,

Aputmus, yiuimHenue nnrepsana QT,
TpeneTaHue MPEeACePIHid, eIy J0UKOBas
9KCTPACHUCTOIHSI

TaxukKapaus, cepacyHasd

HEJ0CTATOYHOCTBS, MIlleMus MUOKapaas

Hapywmenus co
CTOPOHBI COCYI0B

Ouenv yacmo
Tpom603MO0IHYECKHE HAPYILEHHUS?,
NPEUMYILIECTBEHHO TPOMOO3 TITyOOKUX
Bed u TD nerounHoii aprepuu’?3,
CHIYKEHUE apTepHaIbHOTO ABICHHS
(AT

Yacmo

[Tossimenue AJl, 5KXHMO3bI?

Ouens yacmo
Tpom603MO0IHUECKHE HAPYIIEHHS?,
NPEHMYIIECTBEHHO TPOMO03 IITyOOKUX
Bed 1 T nerounoii aprepun’?3,
cumxenue AJlY, mossimenue AJl
Yacmo

Backynut

Heuacmo

Wemusi, nepudepryeckas HIeMus,
TpOMOO03 BHYTPHYEPETTHOTO BEHO3HOTO
cHHYycCa

Hapywmenus co

Ouenwv ywacmo

Yacmo

CTOpPOHBI AbIXaTeabHoil | Onpinkal?, HoCOBOE KpoBOTEUEHNE?, PecrupaTopHBlii AUCTpecc-CHHAPOMS,
CHCTEMbI, OPTraHoB Kanresnb oppiika®®, mieBpuTHyeckas 601k B
IPYAHOI KJIETKH H Yacmo rpyzaHoii knetke!, runokcus®
cpeaocTeHust Juchonus
Kenynouno- Ouenv uacmo Yacmo
Kkumeunble Hapymenus | Juapes®®, zanop®, 60ib B xuBoOTE?, JKenynouHo-KumeyHoe

TOLIHOTA, pBOTa, MUCHencus, cyxocTh BO | kpoBoTeueHue >3, HEIIPOXOAUMOCTD

PTY, CTOMaTUT
Yacmo

JKemymouHo-KumIeIHOE KPOBOTEUCHUE
(BKJTFOUAs peKTabHOE,
TeMOPpOHJATFHOE, THHTHBAIFHOE
KPOBOTECUCHHE U KPOBOTCUCHHE MIPU
HenTuYecKoi a3se)l?, mucharus
Heuacmo

Komut, Tudaut

TOHKOT0 KulleyHuKa', nuapes?, samop?,
6o B xuBoTe!, TommHoTa, ppora’

Hapymenus co
CTOPOHBI NIEYCHHU U
sKeJTYeBbIBOASAIUX
nyrei

Ouenv uacmo

IloBbIlIEHUE YPOBHS
anannHamuHoTpaHchepassi(AJIT),
TIOBBIIICHHE YPOBHS
acnaptaramuHoTpancdepassi(ACT)
Yacmo

[enaTonesuIoISpHOE TTOBPEKIEHHEL,
OTKJIOHEHUsI OT HOPMBI 3HAYECHUH
nokasaTesnell pyHKIMOHAIBHBIX P00
nedeHu’, runepOouInpyouHeMus
Heuacmo

TTeyeHOUHAs HEJOCTATOYHOCTH?

Yacmo

Xomnecras®, reIaTOTOKCHYHOCTb,
renaToUEeLIIONISAPHOE NOBPEXIEHHE?,
noBelieHue ypoBHs AJIT, oTkinoHeHus
OT HOPMBI 3HAUEHUH NOKa3aTesnen
(YHKIMOHAIBHBIX IIPO6 HeueHu®
Heuacmo

TTeyeHOUHAs HENOCTATOUHOCTH?

Hapywmenus co
CTOPOHBbI KOKM M
NO/IKOKHBIX TKaHel

Ouenv wacmo
1 v
ChITlb, KOXKHBIN 3y]1
Yacmo
KpanuBHu1a, THIIEPruapo3, CyXoCTh

Yacmo

Chimp!

Heuacmo

JlekapcTBeHHast KOXKHas ChINb C
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COOTBETCTEYET 3KCNEPTHO

ot 25.01.2024 N= 1260

KOXH, THICpIUrMeHTaus IIO)KI/I, 3K3él\llill,—l

3O i o tenmbie 10U ]

spuTEMa
Heuacmo

JlekapcTBeHHAsI KOKHAS CBHITb C
DO3MHO(DUIINEH U CHCTEMHON
CHMIITOMATHKOIi®, HapyIIEHHE [BETA
KOXKH, peakiuu (OTOCCHCHOMIH3ANN

CHMIITOMATHKON

Hapyuienus co
CTOPOHBbI MbILIIEYHOI,
CKeJIETHOM U
COeTMHHUTEILHOM
TKaHH

Ouenv yacmo

MpinreuHast c1abocTh, MBILIICYHBIC
CyIOpOTH, 6OJb B KOCTAXS, 60Jb U
JCKOM(OPT CO CTOPOHBI KOCTHO-
MBIIICYHON U COCANHUTEIbHOM TKaHH
(Bxmouas 6ok B cninne’?), 6oib B
KOHEYHOCTSIX, MUAIITHSI, apTPAITUSL
Yacmo

[Ipunyxanue cycTaBoB

2

Yacmo

MpelnedHas ciabocTs, 6011b B KOCTIXS,
00JIb ¥ TUCKOM(OPT CO CTOPOHBI KOCTHO-
MBIILICYHON U COCMHUTEIBHOH TKAHU
(BKmIOUas 6ok B crinne™ )

Hevacmo

IIpunyxanue cycraBoB

Hapywmenus co
CTOPOHBI OYeK U
MOYeBbIBOASIIHNX
nyrei

Ouenv wacmo

[TodeyHas HEIOCTATOYHOCTH (BKITIOUAS
octpyo)*?

Yacmo

TCeMaTypust?, 3a1epKKa MOUH,
HeJlepKaHNe MOYH

Heuacmo

ITpuoOperennslii cuaapoM PaHKOHU

Heuacmo
TyOynspHBIil TOYEUHBIH HEKPO3

Hapymenus co
CTOPOHBI
pPenpoiyKTHBHOM
CHCTEMBI U MOJIOYHBIX
JKeJ1e3

Yacmo
OpeKTuIIbHAsL AUCOYHKIMS

OO0mue HApyLIeHUS U
peaKuHM B MecTe
BBe/ICHUsI

Ouenv uacmo

[MoBbIIIEHHAS YTOMIIEMOCTB
(BriTrOUas epudepuuecKue),
nuxopaakal®, acTeHus, rpuUNIoONoI06HbI
CHHJIPOM (BKJIIOYAs JIMXOPAIKY, Kallelb,
MHAJITHIO, KOCTHO-MBIIICYHYIO 00JIb,
TOJIOBHYIO 00JIb M 03HO0)

Yacmo

Boub B rpyiHOH KieTKe, netaprus

3, oTexu

Ouenv uacmo

IOBBIIEHHASY TOMIIAEMOCTE "
Yacmo

Iepudepudeckue oTeky, Tuxopaaxals,
acTeHUs

3

JlaGopaTopHble

Ouenv wacmo

HHCTPYMEHTAJILHbIE [ToBbiIeHUE YPOBHS LIENIOYHOMN
JaHHbIE docdarassl B KpoBH
Yacmo
[ToBpIIeHNE KOHIICHTPAITUHI
C-peakTHBHOTO OejKa
TpaBmsl, Yacmo
HHTOKCHKAIIMU 1 [Manenue, ymuo?
OCJIOKHEHUS
MaHUNYJISI U

Y HJIP, ommeuennvie kax «cepvesnviey 6 KU y nayuenmos ¢ BIIMM, nonyuasuiux neHanoomud 6 KomMOuHayuu c
bopme3omMuboM u dexcamemazoHom
2 Cm. «Onucanue omoenvnvix HIIPy.

3 HJIP, ommeuennvie xax «cepvesmuvie» 6 KU y nayuenmoe ¢ MM, nonyuaswiux neHanuoomud 6 KOMOUHAYUU C
0eKcamemaszoHom 1ubo ¢ Menparanom u NpeoHU30JI0HOM.

4 Omuocumes monvko k cepvesuvim HJIP.

@ [Inockoxnemounviti pax Kodcu ommeuanci 6 xode KU 'y
JIEHATUOOMUOOM/OEKCAMEMAZOHOM 68 CPABHEHUU C KOHMPOTLHOU SPYRNO.
b [Tnockoxnemounviii pax Kodcu 6vi1  3apeaucmpuposan 6 KH 'y nayuewmos c¢ BIMM, nonyuasuiux
JIEHANUOOMUO/OeKCaMEeMA30H 8 CPAGHEHUU ¢ KOHMPOAbHOU SPYNNOIL.

nayuenmos ¢ MM, panee neuenvix

Csoonasn mabauya HJIP na ¢hone monomepanuu neHaiuoomuoom

Ta6m/1ua 3 u Ta6J'II/II_[a 4 NOATOTOBJICHBI IO HJAHHBIM, IIOJIYYCHHBIM B XOJI€ IPOBCIACHUA
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ocHoBHBIX KU y martuentoB ¢ MJIC u MKJIL, in

Tabmuua 3. HIJIP,
JNeHaTIoMuT”

COOTBETCTBYET 3K
apurtiX MonbTepaf reiihoMi oM~

1Y OTUETY

3apeructpupoBaniele B KW y mnamuentoB ¢ MJIC,

MOJIy4aBIINX

CucreMHO-OpraHHbIi
kjaace/
IpeanoyTuTeaALHBIH
TePMHH

Bce HexesnaTeabHble peakuun/Yactora

He:xenaTtenabHble peakuuu 3 u 4
crenenu Tskecru/Yacrora

Nndexunu 1 HHBa3UU

Ouenv wacmo

bakrepuanbHbie, BAPYCHBIC U TPUOKOBEIC
HHQEKIMH (BKIT0Yast
OMNIOPTYHUCTHYECKHE)?

Ouenv yacmo

IneBMOHMS?

Yacmo

BakrepuanbHble, BUpYCHBIE U TPHOKOBBIC
HHpEKINH (BKITI0Yas
ONINOPTYHUCTHYECKHE)?, GPOHXHUT

Hapywmenus co
CTOPOHBI KPOBH H

Ouenv wacmo
Tpom6Gouuronenus®?, Helitponenus 2,

Ouenv yacmo
Tpom6ouuronenus™?, HeliTponenus 2,

JuMpaTnyecKon JEUKONEHHS JEUKONEeHUs
CHCTEMBI Yacmo
DeOpuibHAs HEWTponeHus

JHIOKPHHHBIE Ouenwv ywacmo
HapylmeHus I'unoTtupeos
Hapymenus Ouenv uacmo Yacmo
MeTaboIu3Ma 1 CHIUXeHue aImneTura TunepriankeMus?, CHUKEHHE armeTuTa
NUTAHUA Yacmo

Ileperpy3ka kene3oM, CHIDKEHHE MacChl

Tena
IIcuxunyeckue Yacmo
HapYULIeHHsI W3MeHeHue HacTpoeHus S

Hapywmenus co
CTOPOHBbI HEPBHOM
CHCTeMBbI

Ouenwv ywacmo
l'onoBokpyskeHme, rooBHAS O0Ib
Yacmo

CTOPOHLI COCY/10B

[Tapecre3un
Hapymenus co Yacmo
CTOPOHBI CepAla Octpwiit UMY2, pubpuisims
Npecepanii, cepieuHas
HEJI0CTATOYHOCTD?
Hapymenus co Yacmo Yacmo

[ToBeimenue AJl, remaToma

Benoznbie TpoMb0IMO0OTHUECKHE
OCJI0KHEHHS, IPEUMYILIECTBEHHO
TpoM003 TIIy0oKuX BeH 1 TD snerouHoii
aprepun’?

Hapymenus co
CTOPOHBI AbIXATEJIbHOMI
CHCTEMBI, OPraHOB
TPYAHOI KJIETKH U
cpeaocTeHust

Ouenv wacmo
HocoBoe kpoBoTeueHue!

Keaynouno-
KHIIIeYHbIe HAPYIIeHHs

Ouenv yacmo

Huapes?, 6011 B JKMBOTE (BKJIIOUAS
SMUTaCTPATEHYIO 00JaCTh), TONTHOTA,
pBOTA, 3a1op

Yacmo

CyXOCTb BO PTY, JUCIICTICUS

Yacmo
Juapes?, TolHoTa, 3y6Has 60Ib

Hapywmenus co
CTOPOHBI NIEYECHHU U

Yacmo
OTKIIOHEHUST OT HOPMBI 3HAYCHHIA

Yacmo
OTKJIOHEHUSI OT HOPMBI 3HAYCHUH

CTOPOHBI MbIIIEYHOI,
CKeJICTHOM U

JKeJTYeBbIBOASIINX nokasaresel GyHKIHOHAIBHBIX IPO0 rokasaresel (yHKIHOHAIBHBIX P00
nyrei NIEYEHU TIEYEHHU

Hapywmenus co Ouenv uacmo Yacmo

CTOPOHBI KOKHU U CblInb, CyXOCTb KOXH, 3y Chins, 3y1

MOJKOKHBIX TKaHel

Hapymenus co Ouenv yacmo Yacmo

MeImeyHble CyA0pOTd, KOCTHO-
MBIIIEeYHas 001 (BKJIIOYast 6OJIb B CIIMHE?

Boub B crinne?
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COOTBETCTBYET 3KCNEPTHO

ot 25.01 2024 N= 12

COEeTMHHTEILHOM
TKaHHU

1 60JIb B KOHEYHOCTSIX), apTpajirus, i

_NEOOBATENBHOCTE 0002)

-
1

MUAJITus

Hapyuenus co
CTOPOHBI MOYEK U

Yacmo

IMovedHas HETOCTATOYHOCTH?

0CJIO:KHEHUSI MPoLeayp

MOYeBbIBOASIIHNX
nyrei
OO0mue HapylIeHUS U Ouenv uacmo Yacmo
peakuuu B MecTe IoBbIIEHHAA YyTOMIISIEMOCTB, JInxopanka
BBe/ICHHSI nepudepraeckue 0TeKH,

TPUIIIONONO0HBIH CHHAPOM (BKIIIOYAs

JIMXOPaJKY, Kalenb, GapuHrur,

MHAJITHIO, KOCTHO-MBIIICYHYIO 0O0JIB,

TOJIOBHYIO 00JIB)
TpaBmbl, Yacmo
WHTOKCHKAIINHU U ITanenue

L Cm. «Onucanue omoenvmvix HIIP

2 HJIP, 3apezucmpuposanusle Kax «cepvesuviey 6 xo0e KU MJIC

3 Uzmenenue nacmpoenus 6bi10 3apecucmpupoéano xax uacmoe cepvesnoe HIIP 6 xo0e KU ¢pazor |1l MIC; ono ne

ovL10 ommeueno kak HJIP 3 unu 4 cmenenu mascecmu

Aneopumm 0551 6KIIOYEHUSL 8 KPAMKYIO Xapakmepucmuky nekapcmeentoco cpeocmea (SMPC): ece HIIP, coopantbie

¢ nomowpto aneopumma KU ¢azvr |, exnrouenvt 6 xpamkyio xapakmepucmuky J1eKApCMEEHHbIX CPeocme

Esponeiickoeo cowsza (EU SmMPC). IIposodunace donoanumenvras nposepka wacmomsi smux HJIP, cobpanubix ¢

nomowvio aneopumma KU ¢pazer 11, u, ecnu vacmoma HJIP ¢ KU ¢hasvt | 6vina eviute, uem ¢ KU gaser |11, senenue

ovL10 exniouero ¢ EU SmMPC ¢ mou wacmomoti, komopas ommeuena ¢ KU |l ¢ghaszor.

4 Anzopumm, npumensiemviii ons MJ[C:

MJIC 6 KU ¢paszer Wl (Osotinas cienas nonyasyus onsi oyenku 6e30NACHOCMU, PA3IUdUe Mexcoy JeHaAruooMUooM

5/10 me u nnaye6o no nepeoHaAUAILHOMY PENHCUMY O03UPOBAHUS, OMMEUEHHOE, KAK MUHUMYM, ¥ 2 Nayuenmos):

—  gce HJIP, pecucmpupyemvie 6 xo0e newenus y > 5 % nayuenmos, noayuasuiux 1eHatmoomMuo, U, KaK MUHUMYM,
¢ 2 % pasnuyeti 8 001X MedAHCOY NeHATUOOMUOOM U NAAYEOO;

— eéce HJIP, eosnuxarowue 8 xoode neuenus, 3 u 4 cmenenu msocecmu y 1 % nayuenmos, nonyuasuiux
JeHanU0oMuUo, u, Kaxk Munumym, ¢ 1 % pasnuyeti 8 001X MeAHCOY TeHANUOOMUOOM U NaaYedo;

— 6ce HJIP, gosnukarowue 6 xooe nevenus y 1 % nayuenmos, nonyuaguiux ieHaiuoomuo, u, Kaxk munumym, ¢ 1 %
pasHuyell 8 00AX MeHCOY JIeHATUOOMUOOM U NIaAYebo.

MJIC ¢ KU ¢aswr 1l

6ce HJIP, eosnuxatowue 6 xooe nevenusay > 5 % nayuenmos, noay4asuiux 1eHaiuoomuo,
—  6ce HIJIP, sosnukaowue 6 xode neuenus, 3 u 4 cmenenu msaxcecmu y 1 % nayuenmos, nomyuasuiux

JNeHATUOOMUO;

—  ce cepvesnvie HJIP, so3nuxatowue 6 xooe nevenusay 1 % nayuenmos, nonyuaguiux 1eHamuoomuo.

Tabmuna 4. HJIP, ormeuennsie B KU y mannentoB ¢ MKJI, monyyaBmux jgeHamuaoMug

CucreMHO-OpPraHHbIH
Kiace/
IpeanoyruTeabHbII
TePMHH

Bce HexxkesnaTenbHble peakuun/Yacrora

Hexenareabnsble peakuuu 3 u 4
creneHu TskecTn/Yacrora

Nudexunu v vHBA3UN

Ouenv yacmo

bakrepuanbHble, BUPYCHBIC X TPHOKOBBIE
nHOEKIH (BKII0Yast
ONINOPTYHUCTHYECKHE)?, Ha30(DapUHIHT,

l'IHeBMOHI/ISI2

Yacmo
BakrepnanbHble, BUpYCHBIE M TPHOKOBBIE
uHbeKIK (BKIIOYas

OINOPTYHUCTHYECKHE)?, THEBMOHMS?

(BKJII0YAs1 KHCTHI U
NOJIMIIbI)

Yacmo

Cunycut
JloOpokayecTBeHHBbIE, Yacmo Yacmo
3J10Ka4YeCTBEHHbIE H CHHAPOM «BCIBILIKUY OIyXOJIH CuHAPOM «BCHBIIIKKY OITyXOJIH,
HEYTOYHEHHbIE IUTOCKOKJIETOYHBIN pak koxu'?,
HOB0OOOpa30BaHUSA GazaIbHOKIETOUHAs KapiuHomal?

Hapymenus co
CTOPOHBI KPOBH U
aumdaTnyeckoi
CHCTEMBbI

Ouenv yacmo

TpomGouuronenus?, Helitponenust?,
TeHKONEeHNAZ, aHEMUST

Yacmo

Ovyenwv yacmo

TpombGonuTonenusa ™2, HeWTponeHus ™2,
AHEMHSI2

Yacmo
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COOTBETCTBYET 3KCNEPTHO

ot 25.01.2024 N2 126(0

®ebpuibHas HelTponenus 2 e

SR RS2 0002)

JICUKOIICHUA

CTOPOHBI HEPBHOI
CHCTEMBI

Jucres3usi, rogoBHas 00Jb,
nepudepruieckas HelponaTus

Hapymenus Ouens yacmo Yacmo
MeTadoau3Ma U CHM)XEHHE alllieTHTa, CHIKEHHE MacChl O0e3B0KHMBAHHE?, TUIIOHATPHEMHUS,
NUTAHUS TeNa, THIOKaJIHEeMUs THITOKAJTbIIHEMHUS
Yacmo
006e3B0KHUBAHHE?
Hcuxnyeckue Yacmo
HapyuIeHusl Bbecconnuna
Hapyumenus co Yacmo Yacmo

[epudepuyeckas ceHcopHast
Hellponatusi, JeTaprus

CTOPOHBI COCYA0B

Cumxenne AJl?

Hapymenus co Yacmo

CTOPOHBI OpraHa cayxa | Bepruro

U Ja0UpHHTA

Hapymenus co Yacmo

CTOPOHBI cepala Octpsiit UM, cepreunas
HE0CTaTOYHOCTb

Hapymenus co Yacmo Yacmo

Tpom603 riy6okux Ben?, T nerodHoi

1.2

KHII€YHbIC HAPYIICHUSA

Huapes?, TomHoTaZ, ppoTa’, 3amop
Yacmo
Boib B xUBOTE?

aprepun™?, cumkenne AJl?
Hapywmenus co Ouenv yacmo Yacmo
CTOPOHBI AbIXaTeabHOH | Oypinka’ Onpinika
CHCTeMbl, OPraHOB
TPYAHOI KJIETKH U
cpefocTeHust
Kenynouno- Ouenv uacmo Yacmo

Juapes?, 601Ib B )KUBOTEZ, 3a110p

CTOPOHBbI MbILIIEYHOI,
CKeJIETHOH 1
COCAMHHUTEILHOM
TKaHU

MeImeyHsle CyI0pord, 00Jb B CITHHE
Yacmo

Aprtpainrus, 60I1b B KOHEYHOCTSIX,
MBIIIETHAS CIIA00CTH?

Hapymenus co Ouenv uacmo Yacmo
CTOPOHBI KOKH M Chinb (BKITIOUAs aJUIePTU4eCcKUit Ceinb
NMOJKOKHBIX TKaHeM JIEpMaTHT), 3y1

Yacmo

Hounas moTanBOCTh, CYXOCTh KOXH
Hapywmenus co Ouenv yacmo Yacmo

Bonb B crivHE, MBIIIEYHAs CIa00CTh?,
apTpanrusi, 00Jb B KOHEYHOCTSIX

Hapywmenus co
CTOPOHBI MOYEK U
MOYeBBIBOASIHX
nyrei

Yacmo
[MoyeyHas HEIOCTATOUHOCTD2

OO0mue HApyLIEHUS U
PeaKIuM B MecTe
BBE/ICHHSI

Ouenv wacmo

[ToBBIIIEHHAS YTOMIIIEMOCTh, ACTEHM?,
nepudepryeckue oTeKH,
TPUIIONON00HBIN CHHAPOM (BKITIOYAs
JUXOPaaKy?, KallleJb)

Yacmo

O3H00

Yacmo
Jluxopaxa?, acTeHus?, MoBbIIIEHHAS
YTOMIIIEMOCTb

Y Cm. «Onucanue omoenvhvix HIIP.
2 HJIP, 3apezucmpuposannvle kax «cepvestviey 6 xooe KU JIMK.
Aneopumm, npumensiemutii 015 JIMK:
Koumpoaupyemoe KU ¢aszvr 1l JIMK:
—  6ce HJIP, gosnukarowjue 6 xooe neuenua y > 5 % nayuenmos, noayyasuiux 1eHaiuooMuo, u, Kaxk MUHUMYM,
¢ 2 % pasnuyeii 8 001X Mexncdy epynnou IeHATUOOMUOA U SPYRNOL KOHMPOLS,
— 6ce HJIP, sosnukarowue 6 xooe neuenus, 3 u 4 cmenenu msxcecmu y > 1 % nayuenmos, noayuaguiux
AeHanuoomuo, u, kax munumym, ¢ 1 % pasuuyeii 6 001X MmedHcoy epynnou AeHAIUOoMUda u cpynnou

KOHMpPOJA,

—  ece HJIP, gosnukaroujue ¢ xooe nevenus y > 1 % nayuenmos, noryyasuiux 1eHaiuooMuo, u, KaKk MUHUMYM,
¢ 1 % pasnuyeti 6 005X MedHcOy SpYnnoul IeHATUOOMUOA U SPYRNOU KOHMPOJIA.

49




Hccredosanue 6 oonoii epynne KU ¢aszvt 1l y nayuenmos

COOTEBETCTBYET ZKCNEPTHI

oT 25.07.2024 N= 1

. vk (NOCNEQOBATENBLHOCTE 0002)

MY OTY

ETY

—  6ce HJIP, so3nuxarowue 8 xooe nevenus y > 5 % nayuenmos,
—  6ce HJIP, so3nuxarowue 8 xooe nevenus, 3 u 4 cmenenu maxcecmu y 2 u 601ee nayuesmos,

—  6ce HJIP, so3nuxarowue 8 xooe neuenus y 2 u 6o1ee nayueHmos.

Ceoonas mabauya HIIP ona komounuposanuou mepanuu 1eHAIUOOMUOOM NPpU QONTUKYIAPHOU

aumgpome u aumghome u3 K1emox MapeuHaIbHOU 30Hbl

Tabnuna 5 noaroToBieHa 1Mo TaHHBIM, OTYYEHHBIM B X0€ mpoBeaeHust ocHoBHbIX K (NHL-007 u

NHL-008) y naruentos ¢ ®JI wiu JIM3, nosydyaBmmx KOMOMHUPOBAHHYIO TEPAITUIO

JICHAJUIOMHUIIOM C PUTYKCHMaOOM.

Tabmuma 5. HJIP, ormedennbie B KU y maruenToB ¢ @JI unu JIM3, momy4yaBImiux JICHATUIOMHU]T B

KOMOWHAIINU C pUTYKCUMaOOM

CucreMHO-OpraHHbIi
Kiaacce/
IpeanoyrurebHbII
TePMHH

Bce HexesnaTeabHble peakuun/YacTora

He:xenaTtenabHble peakuuu 3 u 4
cTeneHH TskecTu/Yacrora

Nndexkunu 1 HHBa3UU

Ouenv uacmo

Wudexuyn BepXHUX IbIXaTENbHbIX ITyTei
Yacmo

[THEBMOHMS?, TPHUIITI, GPOHXHT, CHHYCHT,
MH(EKIUH MOYEBBIBOSIINX TyTeH

Yacmo

IneBMOoHMS?, cencuc?, GPOHXHUT,
racTpOSHTEPUT, HHPEKIUN
MOUYCBBIBOIAIIMX MyTEH

JoOpokayecTBeHHbIE,
3JI0KaYeCTBEHHbIE U
HEYTOYHEHHbIE
HOB0OOpa3oBaHMs
(BKJIIOYASA KHCTHI U
MOJIUIbI)

Ouenv wacmo
CHHIPOM «BCIIBINIKAY OITyXOJIn®
Yacmo

I110CKOKIETOUHBIH pak Koxku 3

Yacmo

BasanbHOKIETOYHas KapLuuHomat?

Hapywmenus co

Ouenwv ywacmo

Ovyenwv yacmo

CTOPOHBI COCYA0B

Camxkenne AJ]

CTOPOHBI KPOBH H Heiirponenus™2, anemust?, Heiitponenus'?
JUM(pATHYECKOH TpomboLuToneHus 2, neiikonenus” Yacmo
CHCTEMBI Yacmo Anemus?, TPOMGOUUTONIEHUS 2,
Jumponenns™ (eOpunbHas HeHTPONEHHUS?,
nelikonenus”, numdonenus”
Hapymenus Ouenv uacmo Yacmo
MeTaboIu3Ma 1 CHIMXEHHUe aleTuTa, THIOKaINeMHS O06e3B0KHMBAHHUE?, THIIEPKATILIIUEMHSZ,
NUTAHUS Yacmo CHIDKEHHE alleTUTa, THIOKATHEeMus,
006e3B0KUBAHHE? runodochaTeMus, THIEPYPUKEMHAS
Hcnxuueckne Yacmo
HApPYIIEHHsI [Henpeccusi, 6ecconHmIa
Hapywmenus co Ouenv yacmo Yacmo
CTOPOHBbI HEPBHOM I'onoBHast 60J1b, TOIOBOKPYKEHHE Ob6Mopox
CHCTEMBI Yacmo
[epudeprdeckas HeiponaTus,
M3BpalleHue BKyca
Hapywenus co Yacmo
CTOPOHBI CepAna DuUOPUILIALHMS TTPEICEprii?
Hapywmenus co Yacmo Yacmo

TD nerounoii aprepuu’?, cumxenue AJ]

KHIICYHbIC HAPYLICHUSA

Bonb B )UBOTE?, IUapes, 3a1op,
TOIIHOTA, PBOTA

Hapywmenus co Ouenv uacmo Yacmo
CTOPOHBI AbIXaTedbHOH | Onbllka’, Kalesnb Onpinika
CHCTEMbI, OPTaHOB Yacmo

TPYAHOI KJIETKH U Bosb B poTOTIoTKE

cpeaocTeHus!

Keaynouno- Ouenwv ywacmo Yacmo

Boub B )kMBOTE?, TUapes, 3amop,
CTOMATHT
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_NEOOBATENBHOCTE 0002)

L

Yacmo e
Boss B BepxHel yacTu )XUBOTA,
JUICIIETICHS], CTOMATHT, CYXOCTb BO PTY
Hapywmenus co Ouenv uacmo Yacmo
CTOPOHBI KOKU U ChITb", KOKHBI 3y1 ChInb", KOJKHBII 3y1
MOJKOKHBIX TKaHe Yacmo
CyXOCTb KOKH, HOUHAsI HOTJIUBOCTb,
pUTEMA
Hapywmenus co Ouenv uacmo Yacmo
CTOPOHBI MBIIIEYHOI, MpeleyHsle CyI0pory, 60k B CIIMHE, Bous B koHEUHOCTSIX, OONB B 11IEE
CKeJIeTHOM U apTpanrus
COCIMHUTEIbHOMH Yacmo
TKaHHU bosb B KOHEUHOCTSIX, MHAJITHsL, 0OJIb B
niee
Hapymenus co Yacmo
CTOPOHBI NOYEK U OcTpast moueuHas HeJI0CTATOYHOCTh?
MOYEBBIBOAALIHX
nyrei
OO0wmue HapylIeHUs] ¥ Ouenv uacmo Yacmo
peakuuu B MecTe JluxopaakaZ, MOBBIIEHHAS [oBbIIeHHAs yTOMIIIEMOCTD, ACTCHUS
BBe/ICHUsI YTOMIIIEMOCTbD, ACTCHUS,
nepudeprIeckne 0TeKu
Yacmo
O3H00
JlaGopaTopHble n Yacmo Yacmo
HHCTPYMEHTAJIbHbIE CHIMXeHHe MacChl Tea [osimenue yposuas AJIT
JaHHbIE

L Cm. «Onucanue omoenvnovix HIIP»
Aneopumm, npumensemviii 013 DJI u JIM3:
Koumponupyemoe KU ®a3zvl 111:

e HJIP ¢ KU NHL-007 — sce HJIP, sosnukaiowue 6 xooe neuenusi y > 5,0 % nayuenmos, nonyuasuiux
JeHARUOOMUO/pumyKcumao, u ¢ ve menee yem Ha 2,0% bonvutei uacmomotl (%) 6 epynne 1eHaIuOOMuda no
CPABHEHUIO ¢ KOHMPOAbHOU pynnol — (ROnyaayus 0 OyenKu be3onacHocmu)

o  HJIP 3-4 cmenenu maxcecmu ¢ KU NHL-007 — 6ce HJIP 3/4 cmenenu msocecmu, 803HUKaiowjue 8 xooe
neuenust e menee uemy 1,0 % nayuenmos, noayasuux 1eHaruooMud/pumykcumad, u ¢ ve menee yem Ha 1,0
% 6oabutell Hacmomou 6 2pynne JeHAIUOOMUOd NO CPABHEHUIO ¢ KOHMPOIbHOU SPYNROU — (nonyisayus OJis
oyenku bezonacrHocmiu)

o Cepobesnvie H/IP 6 K NHL-007 — gce cepvesnvie HIIP, gosnukaowue 8 xooe neuerus ne menee uem y 1,0 %
nayueHmos, NoAY4A8UIUX TeHATUOOMUO/pumykcumad, u ¢ He menee uem Ha 1,0 % 6orvwen wacmomotil 6
epynne JIeHAIUOOMUO/PUMYKCUMAO NO CPABHEHUN) C KOHMPOIbHOU 2PYRNOU — (NORyAAyus 01 OYeHKU
besonacnocmu)

Hccneoosanue 6 oonoti epynne KU ¢hasvl 111 y nayuenmos ¢ unooienmuol Hexo0HuCKUHCKou aumgpomou (uHXJI):

e  HJIP 6 K NHL-008 — 6ce HJIP, 6osnuxaiowue 6 xooe aeuenus y > 5,0 % nayuenmos

o  HJIP 3-4 cmenenu mscecmu ¢ K NHL-008 — sce HJ/IP 3-4 cmenenu msowcecmu, 603HUKAIOWUE 8 X0O€
aevenusn y > 1,0% nayuenmos

o Cepovesnvie HJ/IP ¢ K NHL-008 — 6ce cepvesnvie HIIP, sosnukaiouue 6 xooe neuenus y > 1,0 % nayuenmos

2 HJIP, ommeuenuvle kax «cepvesuviey 6 KU y nayuenmoe ¢ ®JI u JIM3

8 Omuocumces monvko x cepvesuvim HIIP

" Obobwaiowuii mepmun «Colnby 6KII0YAEN CIEOVIOWUE NPEONOYMUMeNbHble MEPMUHBL: Cbllb, MAKYIONANYIE3HAS
Cbinb, KpAnusHUYd

" Obobwaiowuii mepmun «1elikonenusy 6KI0YAen ciedyiowue npeonoymumenbible mepMubl. 1eliKonenus u
CHUDICEHUE YUCA TeUKOYUMO8

™ 0606waowuii mepmun «IUMponenuay eKuouaem cledyioujue RPeonoYmumensHble MepMUnbL: TUMQOnenus u
CHUDICEHUe YUCIA TUMPOYUMO8

Ceoonas mabauya HJIP, ommeyeHHbIX 80 8pemMsi NOCMPe2UCMPAYUOHHO20 NPUMEHEHUS
B nmomonnenwe k BeimieykazaHHbIM HJIP, BeIsBIIeHHBIM B Xojae ocHOBHBIX KU, Tabmuma 6
MOATOTOBJICHA HA OCHOBE OOBEMHEHHBIX MTOCTPETUCTPAIIMOHHBIX JAHHBIX.

Tabmuua 6. HJIP, 3apeructpupoBaHHBIE B MOCTPETHCTPALIMOHHOM IEPHOZAE Y NalUeHTOB,
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(NOCNEQCBATENEHOCTE 0002)

CucTeMHO-OpraHHbIN
kjaace/
IpeanoyTuTeaALHBIH
TEPMUH

Bce HexesaTesbHbIe peaknun/YacTora

Hexenarenabnble peakuuu 3 u 4
creneHu Tskectn/Yacrora

Nndexkunu 1 HHBa3UU

Heuszsecmmno

Bupychubie nadexunn (BKItogas
ONOSACHIBAIOUINI JTUIIAN U peaKTUBALUIO
BHpYyca rematura B)

Heuszeecmmuo

BupycHsie nHbeKINT (BKITIOYas
OTMOSCHIBAIOIINM JUILIAK U peaKTUBALHIO
BHpYyca renatuta B)

JoOpokauyecTBeHHbIE,
3JI0KaYeCTBeHHbIE H
HeyYTOYHEeHHbIe
HOBOOOpa3oBaHMs
(BKJII0YAs1 KHCTHI
MOJIMIIbI)

Peoxo
CuHAPOM JIH3HCA OIYXOJH

Hapymenus co
CTOPOHBI KPOBH H
JauMpaTndeckoi
CHCTEMBI

Heuzeecmno
[Tpnobperennas remopuins

Hapymenus co
CTOPOHbI HMMYHHOM
CHCTEMBI

Peoxo

AHapWIaKTHIECKas PEaKIus
Heuszeecmno

OTTOpXKCHHE TPaHCIDIAHTATA
MapeHXUMATO3HBIX OPTaHOB

Peoxo
AHapuIaKTHYECKast PEAKIH

TPYAHOI KIeTKH U
cpenocTeHus

JHIOKPHHHbIE Yacmo

HapYULIeHHsI I'uneprupeos

Hapywmenus co Heuacmo Heuacmo

CTOPOHBI AbIXaTeAbHON | Jleroynas rumepreHsus JlerouHast rHnepTEH3Us
CHCTEeMBbI, OPraHOB Heusgecmno

MuTtepcTuninanbHblii THEBMOHUT

Keaynouno-
KHIIeYHbIe HAPYIIeHUS

Heuzgecmno

[Mankpearur, nepdopauns JKKT
(BKiMIOUas MPOOOJCHNE TPBIKH,
nepdopanuy KMIIeYHUKa 1 TOJICTON
KUIIKHN)*

Hapywmenus co
CTOPOHBI MeYeHH U
JKeTYeBbIBOISIIINX
nyrei

Heuszeecmno

OcTpas me4eHovHas HeI0CTaTOYHOCTE?,
TOKCHYECKHH TeIaTUTY, TUTOTUTHIECKHH
remnatur’, XonecTaTuueckuil renaTur?,
CMEIIaHHBIA
LIUTOJIMTUYECKUI/X0JIECTATUUECKUIA
renaruT!

Heuzsecmno
OcTpas ne4eH0YHas HEA0CTaTOYHOCTE?,
TOKCHUYECKHUH TeraTHT:

Hapymenus co
CTOPOHBI KOKHM M
NO/IKOKHBIX TKaHel

Hevacmo

AHTHOHEBPOTHYECKHUI OTEK

Peoko

Cunnpom Crusenca-J[»oHcoHa,
TOKCHYECKHH DIHJIEPMAIbHBIA HEKPOJIU3!
Heuzsecmno

JleiikolMTOKIACTUYECKUN BACKYJINT,
JICKapCTBEHHAS PeaKIus ¢ 203UHO(HIIEH
W CUCTEMHOHCHMIITOMATHKOM®

1 Cm. «Onucanue omoenvuvix HJIP.

Onucanue oraensabix HIIP

Tepamoeennocmob

HeHaJII/IJIOMI/IJI ABJIACTCA CTPYKTYPHBIM aHAJIOTOM TallWJOMHJa — AaKTHUBHOI'O BCIICCTBA,

obyamaromero TepaToreHHbIM A(G(EKTOM H  BBI3BIBAIOIIETO TSKEIBIC KU3HEYTPOKAIOIINE
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BPOXKJICHHBIX AHOMAJIMM, CXOXHUX C ONUCAHHBIMHU s Taiauaomunaa (cM. pazgen 4.6.). Ecnu
JICHAIMJIOMHU/]] TIOCTYIIA€T B OPTaHU3M BO BpeMsi OEPEMEHHOCTH, MOKHO TPOTHO3UPOBATH €TI0
TepaTOreHHbIN 2P DEKT.

Heumponenus u mpomboyumonernus

BHGDBBIG AWarHoCTUpOBaHHAsid MHOXCCTBCHHAA MHCIIOMA:. TAalMCHTHI, KOTOPBLIM ITOKa3aHa

TpaHCILJIaHTaIuAd, OoJydaBmine  JICHAJIUMAOMM/JL B KOM6I/IHaLII/II/I C 60DTC3OMI/I60M n

AJCKCAMCTAa30HOM

Hetitponienus 4 crenenu TshxecTu Habmoganach y 2,8 % u 28,7 % nanueHToB B UCCIICIOBAHUSIX
PETHEMA GEM2012 u IFM 2009, coorBercTBeHHO. DeOpuiibHas HEUTpOINEeHUsT 4 CTEIeHU
Tshxectn Habmonanack y 0,0 % u 1,1 % manuentoB B uccnenoBanusx PETHEMA GEM2012 u
IFM 2009, cooTBETCTBEHHO.

Tpombonutonenus 3 wnu 4 creneHu TsbkecTu HabOmromanack y 6,3 % u 18,5 % manueHToB B
nccnegosanusx PETHEMA GEM2012 u IFM 2009, cooTBETCTBESHHO.

Boepsele  nmarHocTupoBaHHAsi MHOMKECTBEHHas MuenoMa: mnanueHTol  mocie TI'CK ¢

MOCHSAYIONIEH MOAACPKMBAIOIICH Tepanruel JICHATHIOMHUIOM

[Tonnep>xuBatomas Tepanus jeHaauaomuaom nocie TI'CK yarie compoBoxaanach pa3BUTHEM
HelTponeHuu 4 CTENeHu TsKeCTH, uyeM B rpymmne mianedo (32,1 % B cpaBHeHuu c 26,7 %
[16,1 % B cpaBHenuu c¢ 1,8 % mocie Hauana mnojanepkuBaromiert tepanuu| B xome KU
CALGB 100104 u 16,4 % B cpaBuenuu ¢ 0,7 % B K1 IFM 2005-02, cooTBercTtBeHHO). Y 2,2 %
manenTos B KM CALGB 100104 u 2,4 % namuenTos B KM IFM 2005-02T, cooTBeTCTBEHHO,
3aperucTpupoBaHa HEUTPOIEHUs, KOTOpasi MPUBENA K MPEKPAIIECHUIO TePANUU JIEHAIUIOMHIOM.
®eOpuibHasi HEUTponeHus: 4 CTENeHW TSHDKECTU pa3BHUBAJAch CO CXOXKEW 4YacTOTOM B rpymrme
MOJJEP)KUBAIOIIEH Tepanuu JeHaTuAOMUAOM W Tpymme mianebo B oboux KU (0.4 % B
cpaBHeHuu ¢ 0,5 % [0,4 % B cpaBHenuu ¢ 0,5 % mnociie Havyalla MOANEPKUBAIOIIECH Tepanuu| B
KN CALGB 100104 u 0,3 % B cpaBHenuu ¢ 0 % B K1 IFM 2005-02, cooTBeTCTBEHHO).
[MognepxuBaromast Ttepanusi JieHamugomuaoM tmiocne TI'CK wame BbI3bIBaJIa pa3BUTHE
TpoMOouuToneHnu 3 wiu 4 creneHu TshkecTH, yeM Tuianebo (37,5 % B cpaBHenun ¢ 30,3 %
[17,9 % B cpaBHenuu ¢ 4,1 % mnocne Havana nojaepkuBaroniei tepanun]| B xone K1 CALGB
100104 u 13,0 % B cpaBaeHnu ¢ 2,9 % B KU IFM 2005-02, cOOTBETCTBEHHO).

BHGDBBIG JUArHoCTUpPOBAHHAA MHOXXCCTBCHHAsA MHUEJIOMA. MAIlMCHTHI, KOTOPBIM HE IIOKa3aHa

TpaHCILJIaHTAITWA, OoJydaBmiue  JICHAJIMAOMHUA B KOMOUHALIMHU C 6ODTC3OMI/I60M u

ACKCaAMETAa30HOM

B uccnenoBannu SWOG S0777 uelitponieHust 4 CTETEHN TsHDKECTH Habmonanack B rpymnme RVd

pexe, ueM B rpymnme cpaBHeHus Rd (2,7 % B cpaBHenuu ¢ 5,9 %). B rpynnax RVd u Rd 6buta
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tsxectd (0,0 % B cpaBHenuu ¢ 0,4 %).
TpomOouuTonenus 3 uiam 4 CTeneHu TsHKECTH Habmoganack B rpynne RVd game, uem B rpymme
cpaBHenus Rd (17,2 % B cpaBHenuu ¢ 9,4 %).

BrepBele auarHocTHpOBaHHAs MHOKECTBSHHAs MHEJIOMA: IAIMEHTHI, KOTOPHIM HE IMOKa3aHa

TpaHCIUIaHTaNuA, IOJY4YaBIIMEC JCHAJINMIOMU B KOM6I/IH3,L[I/II/I C ACKCAaMCTa30HOM

[Ipu nmpumeHeHnH KOMOMHAIMM JICHAJIUIOMHUAA C JACKCaMETa30HOM Yy mnamueHtoB ¢ BJIMM
OTMEYAJIOCh YMEHBIIICHHE YacTOThl BOSHUKHOBEHUSI HelTpornienuu 4 ctenenu Tsxectu (8,5 % B
rpynre Rd (wenpepsiBHOe jeueHue) u RA18 (eucHue B TeucHue 18 4-HemenbHBIX MUKIOB) B
cpaBuennn ¢ 15 % B rpynne MPT). ®ebOpuibHas HeHTponeHHss 4 CTENEHU TSHKECTH
HaOmonanack Heyacto (0,6 % B rpynme Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynne MPT).

[Ipu npumMeHeHNH KOMOWHAIMU JICHANUAOMHUIA C JIeKCaMeTa30HOM Yy manueHtoB ¢ BJIMM
OTMEYAJIOCh YMEHBIIICHHE YacTOThl BOBHUKHOBEHUSI TPOMOOIIUTONIEHUH 3 U 4 CTENEeHU TSHKECTU
(8,1 % B rpynmie Rd u Rd18 B cpaBuenuu ¢ 11,1 % B rpynne MPT).

BHGDBI)IG JUArHoCTUpPOBAHHAA MHOXXCCTBCHHAsA MHUCIOMA. MAallMCHTBLI, KOTOPBIM HC IIOKa3aHa

TpaHCILJIaHTAausA, I0Jy4aBIIUC JCHAJIMAOMUK/ B COYCTAHNU C MCJ'Id)aJ'IaHOM U ITPpCAHN30JI0HOM

[IpumeHneHue JeHATUAOMUA B KOMOMHALIUY C Mel(alaHOM U MPEAHU30IOHOM Y MAIlMEHTOB C
BJIMM conpoBok1ainock 0oyiee BHICOKON YaCTOTOW BO3HWKHOBEHHUS HEUTPOIICHWU 4 CTEICHU
msokectn (34,1 % B rpynne MPR+R/MPR+p)no cpaBaenuto ¢ rpynmnoit MPptp (7,8 %).
Onuzosl GhedpubHON HelTporniennu 4 CTeNeHH TsHKeCTH HaOmonanuch vaie (1,7 % B rpymnme
MPR+R/MPR+p 1o cpaBrenuio ¢ 0,0 % B rpyrnmne MPp+p).

[IpumeHeHue JeHanuaOMuUa B KOMOMHALIMK ¢ Mel(alaHOM U MPEAHU30J0HOM Y MAlMEHTOB C
BJIMM conpoBOXKIaioCh MOBBIMIEHHOW YacTOTON BO3HUKHOBEHHS TpombOouurtoneHuud 3 u 4
crenenn Tsokectu (40,4 % B rpynmne MPR+R/MPR+p mo cpaBHenuto ¢ rpymmoii MPp+p
(13,7 %)).

MHokecTBEHHAs] MHUEIOMa: NanureHTHI, ITOJIYVIYUBIINC KAK MUHUMYM OJHY JIMHUIO TECpaIllnuun

[IpumeHeHre KOMOMHAIMM JICHAJIWJOMHUIA C JIEKCAMETAa30HOM Yy TnamueHtoB ¢ MM
COTIPOBOKAANIOCH MOBHIIIEHHEM YacTOThl Pa3BUTHS HeTpornenuu 4 crenenu Tsokectu (y 5,1 %
MAIMEHTOB, MPUHUMABIIUX JICHAJTUAOMHUI C JeKcaMmeTa3oHoM, mo cpaBHeHHio ¢ 0,6 % vy
MalMeHTOB, TPUHUMABIINX KOMOWHAIMIO JeKcamMeTa3oHa © 1uianebo). debOpunbpHas
HEUTpOTIeHNS 4 CTEICHU TSHKECTH y TAIUEHTOB, TPHHUMABIINX KOMOWHAIIMIO JICHATHIOMH/IA C
JeKcaMeTa3oHoM, oTMmeuanach Hedacto — 0,6 % (y manMeHToB, TPUHUMABIIUX KOMOWHAIUIO
nekcamera3ona u miare6o — 0,0 %).

[Ipumenenne KOMOWHAIIMK JICHAIUIOMHUAA C JAeKcaMeTasoHoM Tpu MM  compoBoxaaioch

MOBBIIIEHUEM BEpPOSITHOCTU pa3BUTHS TpomOomurtonenuu 3 u 4 crenenu Tsokectd (9,9 % u
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otHocutenbHo 2,3 % u 0,0 % y manueHTOB, IPUHUMABIIUX KOMOMHAIMIO JEKCaMeTa30Ha U
mane6o).

IlanmyeHTHl ¢ MUEIOAUCIIACTHICCKUMHI CUHIPOMAaMU

VY nanuentoB ¢ M/IC, nonmy4aBInX TEpanuio JEHAIUIOMUIOM, Yalle pa3BUBAIACh HEUTPOIIEHUS
3 u 4 crenenu tspxkectu (74,6 % y MalMeHTOB, MOJYYaBIIMX JCHAIUIOMU/, 110 CPABHEHUIO C
14,9 % vy mnanuenTtoB, nony4aBmmx miane6o, B KW ¢azer Ill). Crnydan ¢edpunbaoit
HEUTponeHUH 3 U 4 CTENEeHU TSHKECTH OTMEYeHbl Yy 2,2 % MauueHTOB B IpylIe Tepanuu
aeHanuaoMuaoM, no cpaBHeHuto ¢ 0,0 % y mamuenTtoB B rpymnne miane6o. [Ipumenenue
JICHAIUIOMHU/IA Yallle COMPOBOXKIAETCS PA3BUTUEM TPOMOOIIMTONCHUH 3 U 4 CTENEHU TsKecTH (Y
37 % mauueHToB, MOJYYaBIIMX JIEHAIUJOMHU, IO cpaBHEHUIO ¢ 1,5 % nanueHToB, M0JIy4aBIInuX
mwiate6o, B KA dassr 11).

[TarueHTs! ¢ TUMGOMON U3 KJIETOK MAaHTUHHON 30HBI

Y naumenroB ¢ MKIJI wyame pas3BuBanach HelTponeHuss 3 u 4 creneHu TsxkectH (Y
43,7 % mnanueHToB, MOJYYaBIIMX JICHATUIOMH, MO cpaBHeHuro ¢ 33,7 % mnaiueHToB B
koHTposnbHOU Tpymmne B KU ¢aser ). Cinyuan ¢eOpunbHoit Heiitponienun 3 u 4 creneHu
TSKECTU OTMeueHbl y 6,0 % manueHToB, MOJy4YaBIIMX JICHATUIAOMU, MO cpaBHEHUIO ¢ 2,4 %
MAalMEeHTOB KOHTPOJIbHON TPYTIIIBL.

[ManuenTtsl ¢ GOJTUKYISPHONU JTUMMBOMON Wik AuM(PpOMON U3 KJIETOK MAPTUHAIBHOU 30HBI

[Ipumenenue neHanuaoMuaa B KomOuHauuu ¢ purykcumadbom mpu @JI wnu JIM3 cBsizaHo ¢
Oosee BBICOKOM uacTOTOW pa3BUTHA HeWTpormeHuu 3 umm 4 crenenu Tspkectw (50 % y
MAalMEeHTOB, TMOJYYaBIINX JIEHATUIOMU/PUTYKCUMA0, B cpaBHeHuu ¢ 12,8 % y manueHTos,
MoJTy4yaBIIMX Tutaiedo/putykcumad). Bee cinyuan Heittponienuun 3 uam 4 CTENEHU TSKECTH ObLTH
o0paTuMBbl MpPU MpPEepbIBAHUM TEPaNnU, CHUKEHHUU J03bl W/MIM TOAJCPKHUBAIOIIEM JIEYEHUU
¢bakxTopamu pocra.

Kpome Toro, neuwacto HaOmonanach QeOpunbHas HeWTponeHus (2,8 % y manueHToB,
MOJIYYaBIINX JICHATUAOMUJ/PUTYKCUMA0, 1o cpaBHeHHIO ¢ 0,6 % y ManMeHTOB, MOJYyYaBIINX
1ane6o/puTykcuman).

[TpumeHnenue neHanuIoOMuaa B KoMOuHanuu ¢ purykcumadboMm npu OJI u JIM3 takxe cBs3aHo ¢
Oosnee BBICOKOM YacTOTOM TpomOouuToneHuu creneHu 3 wimm 4 (2,3 % y DanueHTos,
MOJIyYaBUINX JICHATUIOMUJ/PUTYKCUMa0, 1o cpaBHeHuio ¢ 1,1 % y manmueHTOB, MOJy4YaBIIMX
iane6o/puTykcuman).

Benosnas mpombosmbonus

[Ipumenenne KOMOWHAIIMK JICHAIMIOMHUIA C JEKCaMETa30HOM Yy TMamueHToB ¢ MM

COTPOBOKAAJIOCH MOBBIIIEHHBIM PUCKOM pa3BUTHUSL TpoMmOo3a IIyOOKHX BeH M TD neroyHoi
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narenToB ¢ MM, MJIC u MKJI Ha ¢poHe MOHOTEepanuu JICHATUAOMHUIOM 3TOT PUCK OBLIT HIDKE
(cm. pazpen 4.5.). OgHOBpEeMEHHOE Ha3HAYEHUE SPUTPOINOITHUECKUX CPEJCTB WM HAJTUYUE
TpoMO03a NIyOOKUX BEH B aHAMHE3€ TaKKe€ MOT'YT YBEJIWYHUTh PUCK TD OCIOKHEHUMH y HaHHOU
IPYIIBI NAUEHTOB.

Hnapxm muokapoa

VY manueHToB, MPUHUMABIINX JICHAJIHIOMH, OTMEUAINCH cay4au pa3Butus M, ocoGeHHO mpu
HAJINYUU U3BECTHBIX (PAKTOPOB PHCKA.

Temoppacuueckue ocnodicnenus

['emopparnueckue  OCIIO)KHEHHSI  YKa3aHbl B COOTBETCTBUM C  CHCTEMHO-OpTaHHOU
KJaccu(UKalreld, a UMEHHO: HAPYIIEHUS CO CTOPOHBI KPOBH M JIMM(ATUYECKON CHCTEMBI;
HApPYIICHHUS CO CTOPOHBI HEPBHOW CHUCTEMbI (BHYTPHUYEPEITHOC KPOBOMBIIUSHHUE); CO CTOPOHBI
JIBIXaTEIbHON CHCTEMBI, OPIaHOB T'PYIHOW KJIETKH M CPEIOCTCHHUs (HOCOBOE KPOBOTEYCHUE);
KEIYJOYHO-KUIIICYHbIE ~ HapymieHUus:  (TMHTHBAJIBHOE, TIeMOPPOUIAIBHOE,  PEKTaIbHOE
KPOBOTEUCHHMSI); CO CTOPOHBI IOYEK M MOUYEBBIBOIAIIMX TMyTeH (remMarypuisi); TPaBMBIL,
MHTOKCHKAIIUHU U OCIIOKHEHHUS Mpoueayp (ymud) U coO CTOPOHBI COCYIOB (3KXUMO3BI).

AJZ]ZeDZull€CKl/l€ peaxKuuu u miasceivbleé KOJICHble peaKkyuu

Hmerorcss cooOlieHuss 0 pa3BUTUM AJIEPTUYECKUX PEaKLUil, BKJIOYas aHMOHEBPOTUYECKUI
OTeK, aHA(QWIAKTUYECCKYI0 PEaKIMI0, ¥ TSHKEIBIX KOXKHBIX PEAKIHW, BKIOYAs CHHIPOM
CruseHca-/[>KOHCOHA, TOKCUYECKUI SMUAEPMAIBHBIM HEKPOJIU3 U JIEKAPCTBEHHYIO PEAKLUIO C
so3uHOpuIMel U cucteMHoil cumnromatukoil (DRESS-cungpom), mnpu mnpumeHeHuH
JeHanuIoMua. B nmreparype cooOmaercs O BO3MOXKHOM IEPEKPECTHOM PEAKLMU MEXITY
JCHAIMIOMHAIOM U TAIMIOMHUIOM. JICHAIMOMHU HE CIeNyeT Ha3HAYaTh allMeHTaM, B aHAMHE3e
KOTOPBIX OTMEUAIHCh TsDKENbIe (GOPMBI CBIIH TPH IpueMe TanuaomMua (cM. paszaen 4.4).

Hepewmble 310KA4YeCmeEe€erHHnble onyxoiu ()DVZOZZ JAoKaiusayuu

Hogeie 3mokauecTBeHHbIE HOBOOOpa3oBaHus, oTMevaBiuecs B KM y manueHToB ¢ Muenomoun
nocjae MNPUMEHEHUs KOMOMHAIMM JICHAIMJIOMHIA C JeKCaMEeTa30HOM [0 CPaBHEHUIO C
KOHTpOJIEM,  TpPEeJICTaBIsIM  cOo00#, TaBHBIM  00pa3oM, 0a3albHOKJIETOYHBIA WK
IIJIOCKOKJIETOYHBIN PaK KOXKH.

Ocmpuiil muenouonwil aeukos (OMJI)

MHOXKecTBEHHAsT MUEJIOMa

Cnyuyau OMIJI nabmromanuce B KW B/IMM y mnanueHTOB, MONYYaBIIMX JCHATUAOMUI B
KoMOuHaimu ¢ MmendanaHoM uin cpasy sxe nocie BJAM/TI'CK (cm. pasgen 4.4.). OMII ne
Haomogancs B KW y manmuwentoB ¢ B/IMM, monydaBmux JeHaTUAOMHI B KOMOWHAIMHU C

JACKCAMCTa30HOM IIpU CpaBHCHHMU C TaJluAOMHIOM B KOM6I/IHaHI/II/I C MeJ'I(baIIaHOM n
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y WULLZ)

MuenoaucnaacTUIeCKUe CUHIPOMBI

HcxonHble nepeMeHHbIe, BKIIOYAs CIOXHBbIE LIUTOreHeTHYecKue anomanuu u TPS53 myranuw,
aCCOLMMPOBAIKCH ¢ nporpeccupoBanuem 10 OMJI y naurentoB ¢ MJIC5Q u 3aBUCUMOCTBIO OT
remoTtpancy3uii (cm. pazgen 4.4.). Ilpenckazyemas JBYXJICTHSS COBOKYIHash 4YacTOTa
nporpeccupoBanus 10 OMJI cocraBuna 13,8 % y nanuentos ¢ MJIC5q no cpaBaenuto ¢ 17,3 %
y mnamueHtoB ¢ MJCS50 u oxHOM JONMOJHUTENBHOM IIMTOTEHETUYECKON aHOMalueH, u
38,6 % — y mammMeHTOB CO CIOXHBIM KapuoTunoM. B xonme perpocnextuBHOro anamusa KU
nenanuaomua npu geuennu MJIC npenckaszyemas ABYXJIETHSS 4acTOTa MPOTPECCUPOBAHUS J0
OMJI cocraBuia 27,5 % y HauueHTOB C MOJOXKUTENbHBIM pe3yapratoM MI'X-p53 m 3,6 % y
NAIUEHTOB € oOTpuuarteabHbiM pesynbrarom UWI'X-p53 (p = 0,0038). ¥V mnamueHTtoB
NoJIOKUTENbHBIM pe3ynbraToM WMI'X-p53 wactora mporpeccupoBanus n1o OMJI Oblna Huke
cpeau TeX, KOTOpbIe JOCTUTIIM He3aBUCUMOCTH OT reMotpancdysuit (11,1 %) mo cpaBHeHHIO C
nanueHTamu 6e3 Takoro oteeta (34,8 %).

Hapywernus co cmoponst neuenu

B nmocTtpeructpaiimoOHHOM TNEPUOAE 3APETUCTPUPOBAHBI CIEAYIOIIUE HAPYLWIEHUS CO CTOPOHBI
nmeyeHu (YacTtoTa HEW3BECTHA): OCTpas IIEYEHOYHAs HEJAOCTaTOYHOCTh M xoJsiecta3 (o0a
MOTCHIIMAIBHO (PaTabHBIE), TOKCHUYECKHH TIeNaTUT, IUTOJUTUYECKHA T'eIaTUT, CMEIIaHHBIN
HUTOJIUTUYECKHUIA/X0JIECTATUYECKUI T€NIaTUT.

Paboomuonus

Brimn oTMeueHb! penikue cirydan padIoMHoIn3a, B HEKOTOPBIX U3 HUX JICHATUIOMHU/I IPUMEHSIIN
COBMECTHO CO CTaTUHAMM.

3abonesanus wUmMosUOHOU Jicenesnl

Co0011an0ch 0 cirydasix BOSHUKHOBEHUSI THITIOTUPE03a U FHIepTupeosa (cM. paznen 4.4.).

Cunopom «ecnviwxuy onyxoau (TFR) u cunopom auzuca onyxoau (TLS)

B xone KU MCL-002 npumepHo y 10 % manueHTOB, NOJy4YaBIIUX JICUEHUE JICHATUIOMHIOM,
pasBwiics cuHapoM TFR mo cpaBHenuto ¢ 0 % B rpymnme KOHTpOJs. BOJBIIMHCTBO ciydaeB
BO3HHUKJIO BO BpeMs | IMKJa Tepanuy; BCE OHU PACIEHMBAJIUCH KAaK CBS3aHHBIE C Tepamuel; u
00JBIMIMHCTBO cilydaeB Obuto 1 muim 2 creneHu TskecTU. [lalueHThl ¢ yCTaHOBJIEHHBIM B XOJI€
JTMarHOCTUKU BBICOKUM MEXIYHApOAHBIM MporHoctuueckuM uuaekcoMm (MIPI) wmu ucxomno
reHepaTM30BaHHOM JuM(oaneHonaTeld (HaJIu4yue, Kak MHHMMYM, OJHOIO Oudara JuamMeTpoM
> 7 cM) MoryT umeTh puck pazsutus TFR. B K1 MCL-002 TLS 3apeructpupoBas y 1 manueHTa
B KaXI0W W3 nBYX rpynn jedeHus. B momomautensHoM KM MCL-001 mpumepno y 10 %
nanueHToB pa3Buics TFR; Bce OHM paclieHMBaJIMCh KakK CBSI3aHHBIE C Tepanueil; u Bce ObuIH

1 mau 2 creneHH TAKECTH. BOIBIIMHCTBO CJIY4acB pa3sBUBAJIOCH BO BPEMs 1 [UKJIa TCpalunu. B
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K1 MCL-001 ne oTMedeHO cirydaes pazsutus | LS (CM.':EIAQi;e?Im;)'E;-TEHI:'H":: CTb 0002)

B wuccnenosanun NHL-007 passutue TFR Owuio 3apeructpupoano y 19/176 (10,8 %)
MAIMEHTOB B rpynne JeHamuaoMua/purykcumad u y 1/180 (0,6 %) manmeHToB B Tpymime
miane6o/putykcumad. bonpiras gacte cinydaeB TFR (18 w3 19) Owina 3apeructpupoBaHa B
rpynne JeHAIUJOMU/PUTYKCHUMad U BO3HUKJIA B TEYCHHE MEPBBIX JBYX LUKIOB jeueHus. TFR
3 cTemeHu TSHKECTH HAOMIOJAJICS y OJHOTO MAllMeHTa W3 TPYIIBI JCHATUIOMHU/PUTYKCUMA0 |
He HAOMIONAICS HU Yy OJHOTO MalMeHTa TPYIIbl Iuianedo/putykcumad. B uccrnenoBanuu
NHL-008 TFR wnabmonmancs y 9/222 (4,1 %) mnauueHToB; (3aperucTpupoBaHbl 4 ciiydas
1 cTeneHu TSHKECTH M S ciiydaeB — 2 CTETICHH TSKECTH); OJIMH 3apEeTUCTPUPOBAHHBIN CIydal ObLT
couteH cepbe3HbIM. B uccnenoBanun NHL-007 TLS Bo3nuk y aByx nauuentoB (1,1 %) u3
TPYMNIBl JICHATUAOMUI/PUTYKCUMA0 W He HaOIromaics HU y OXHOro M3 maunueHToB ¢ DJI,
MOJyYaBIINX IUIae00/puTykcumMad; HU y OJIHOTO MalMeHTa He 3apeructpupoBanbl HIIP
crenean 3 win 4. B uccnegopanuu NHL-008 TLS Bo3nuk y ognoro mamnuenta (0,5 %). 910
enunctBenHas HJIP Oputa mpentuduuupoBana kak cepbe3Has HJIP 3 cremenm Tspxectn. B
uccnenoBaunn  NHL-007 ©HM  ommH W3  TMAaNMEHTOB  HE  MPEKPATWII  TEPaIUio
JCHATUOMUIOM/pUTYKCUMaboM o mpuunHe Bo3HuKHOBeHUs: TFR wnu TLS.

3abonesanus JKKT

[Mepdopammst  XKKT Oputa 3apeructpupoBaHa Ha (OHE TNPUMEHEHUS JICHAJIHIOMHUJA.
[Mepdopammst )KKT MoxeT mpUBOANUTE K CENITUIECKAM OCIOXHEHUSM U (aTaTbHOMY UCXOJY.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxxHo coobmiaTe 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PEeaKIUIX MOCNe PerucTpaluu npenapara
C Ienbl0 00ecTeueHus] HEMPEepPhIBHOTO MOHUTOPHUHTA COOTHOIICHMS «II0JIb3a — PHUCK»
JIEKapCTBEHHOTO TIpenapara. MeauIMHCKIM pabOTHUKAM PEKOMEHIAYETCsl cOOOMaTh O JHOOBIX
MOI03PEBAEMBIX HEXKENATENbHbIX PEaKIUAX JIEKApCTBEHHOrO Mpernapara 4epe3 HallMOHAJIbHbIE
CHUCTEMBl COOOIIEHHsT O HEXKeJIaTeNbHbIX pPEeaKIUsIX TOoCyAapcTB - uIeHoB EBpasuiickoro
SKOHOMHYECKOTO COI03a.

Poccuiickas @enepanus.

®DenepanbHas ciryx0a Mo Haa30py B cepe 31paBoOXpaHEHUsI.

Anpec: 109012, r. Mocksa, CnaBstHCKas Iiiomansp, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»:

https://roszdravnadzor.gov.ru/
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4.9. Tlepeno3upoBka

CHMIITOMBI

Tokcudeckue MPOSIBICHUS, JTUMUTHPOBABIINE BEIMYMHY JO3BI B 3TUX HCCICIOBAHMIX, OBLIU
HCKJIIOYUTENHHO IeMaTOJIOTHYECKHUMH.

JleueHue

CrenuanbHOro IUiaHa JACHCTBUU MpU MEPEO3UPOBKE JICHATMIOMHUAA B HACTOAILEE BPEMs HE
BBIPa0OTaHO, HECMOTPS Ha TO, YTO B UCCJIEIOBAHMSIX IO OINPEJCICHUIO AUana3oHa 103 4acTh
MAalMEeHTOB Mojyvana 1036l 70 150 Mr, a B ucciae0BaHUsAX BO3IACHCTBUS OJHOKPATHOU JTO3bI —
no 400 wmr mnpemapata. B cioydae mepemo3MpOBKH  PEKOMEHAYETCS CHUMIITOMATHYECKas

nmoaacp KuBaromas Tepamus.

5.  ®APMAKOJIOT'MYECKHUE CBOVMCTBA

5.1. ®apmakoguHaMHYecKHe CBOiicTBa

dapmakoTeparneBTHUECKas TPyIa: HMMYHO/ICTIPECCAHTBI; IPYTHEe UMMYHOICTIPECCAHTHI.
Kox ATX: LO4AX04

Mexanusm ageiicTBus

JleHanmuaOMUJ CBSI3BIBAETCS HEMOCPEICTBEHHO C IIEpEOIIOHOM, KOMIIOHEHTOM (DepMEHTHOIO
komiuiekca KyutnH-RING E3  yOukBUTHHIWTA3bl, KOTOpbIA Bkiodaer Oemok-1 (DDBL),
CBS3BIBAIOLIMICSA C MOBPEXACHHOM ne30KkcupuOonykiienHoBoi kucioroil (AHK), xymnun 4
(CUL4) wu perymarop kxymmuHOoB | (RocCl). B remomosTWyeckux KIETKaxX CBSI3BIBAHUE
JEHATUIOMHUIA ¢ 1iepedsioHoM MoOmmM3yeT cyocTpaTHbeie Oenku Aiolos u Ikaros, siBasitomuecs
(akTOpamMy TPAHCKPHUILUHU B TUM(POUIHBIX KJIETKAX, YTO MPUBOIUT K UX YOMHKBUTHHUPOBAHUIO
U [OocleAylolieMy — pacmagy M oOyciaBiMBaeT — MpsIMble  LUTOTOKCHYECKHMH U
UMMYHOMOYJIUPYIOIUN 3P (HEKTHI.

B wactHOCTH, TeHanMIOMUA UHTUOUPYET NPOIU(EPALIHIO U YCUIUBAET alloNTO3 OMPEIEICHHbIX
3JI0KQUECTBEHHBIX T'€MaTONOITHUECKUX KJIETOK (BKJIIOYasl KJIETKM MHOXXECTBEHHON MMEIOMBI
(MM), xnerku dommukyasipHoil aumdomsl (PJI) U KIETKH € JeNenusiMH XpOMOCOMBI 5),
YCUJIMBAE€T UMMYHHUTET, OMOCPEIOBAHHBIA T-KIIETKaMH M KJIETKaMU-ECTECTBEHHBIMU KUJIJIEpaMH
(EK), n yBemuuuBaer umcio EK, T-xnerok u EK T-knerok. Ilpu muenonucniacTUyecKoM
cugapome (MJIC) c¢ wumzomupoBannoil nenenuert 5Sq (MIACS5q) neHamumomuz M30MpaTETHHO
UHTUOMpYeT MaTOJIOIMYECKH KIIOH, YCHIIMBAs alloNTO3 KJIETOK C U30JUPOBAHHOM Aenenueit 5q.
KomOuHanms neHanuaoMuaa ¥ PUTYKCMMa0a YBEIWYHBACT AHTUTEIIO3aBUCHMYIO KIIETOYHYIO
nutorokcndHocTh (A3KI) u npsmMoii anonTo3 310kayecTBEHHbIX Ki1eToK DJI.

MexanuzM ~ JeHCTBHS ~ JIGHAIMJAOMHUAA  TAaKKE  BKJIIOYACT  AHTHMAHTMOTEHHbIE U

MMPOSPUTPONOITUICCKHUC cBoiicTBa. JleHanmumoMmum I/IHTI/I6I/IpyeT AHT'HOI'CHE3, 6J'IOKI/Ipy5{
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npoaykuuio ¢eranbHoro remoriioonna CD34+ CTBOJOBBIMH T€MOMOATHYECKUMH KIETKAMU U
WHTHOUPYET MPOMYKIMIO MPOBOCHAIMUTENBHBIX IIMTOKUHOB (Hampumep, (aktopa HeEKpo3a
onyxoyim anbha (PHO-0) u uaTepnerikuna-6 (MJI-6)) MoHOIIUTAMH.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

O} dexkTUBHOCT U 0€30MACHOCTh JICHATUIOMHIA OBUTM H3YYCHBI B IIECTH KIMHHUYECKHX
uccnenoBanusax (KW) ¢aser 11 npu Bnepseie auarnoctupoBannoir MM (BIAMM), B asyx KU
dassl 11 mpu penmauBupyromeit peppakrepaoit MM, B oqaom KU daser 111 u B omrnom KU dazer
IT mpu MJIC, B omnom KU dazer 11 mpu mumdome u3 kinetok MmantuitHoi 30ub1 (MKJI), B ogHOM
KU ¢a3zer 11 u ognom KU dassr b npu dpomnukynsproit mumdpome (DJI) u tumdome KieTok
MapruHanbHOU 30HbI (JIM3).

5.2. dapMakoKHHeTHYEeCKHE CBOHMCTBA

JleHanuIOMUJ UMEET B CBOCH CTPYKTYpe aCUMMETPUYECKHH aToOM yriiepoja, MO3TOMY MOXKET
CyIIECTBOBaTh B BHJE JABYX OINTHYECKH akKTUBHBIX (opm: S(-) um R(+). Jlenanmmpomun
NPEICTaBIsIeT COOOW palEeMHYECKy0 cMech. JIeHanumomMua OOBIYHO JTydIle PacTBOPSETCS B
OpPraHMYECKUX PAcTBOPHUTEISIX, HO HMeeT Hawilyulryro pactBopumocts B 0,1N OydepHom
pacTBOpe COJIIHOM KMCIIOTHI.

AOGcopouus

[locne mnpuema BHYTPh HATOIIAK 3J0POBBIMU J1OOpPOBOJBLAMHU JIEHAIUJIOMHJL OBICTPO
BCAchIBAeTCs; IPU 3TOM MaKCHMajbHas KOHLEHTpauus pocturaerca dvepe3d 0,5-2 u mocie
OJTHOKPAaTHOTO TIpHeMa. Y TMalUeHTOB, a TakKXe 3J0POBbIX J0OPOBOJBIEB MaKCHMallbHas
koHIeHTpanusa (Cmax) ¥ TUIOMIAAL TOJA KpUBOM «KOHIEHTparus-BpeMs» (AUC) BospacTaior
IPONMOPLUOHAILHO YBEIMUEHUIO 103bl. [IOBTOpHBIE NpueMbl IpenapaTa HE HNPHUBOIAT K €ro
KyMYJISILIMU (HaKOIUIEHHIO). B mi1a3Me KpoBM OTHOCUTENbHBIE SKCIIO3UIMH S- 1 R-3HaHTHOMEPOB
JEHAIMOMHUJIA COCTABIAIOT pUMeEpHO 56 % u 44 %, coorBeTcTBeHHO. [IpriMeHeHne npenapara
C MHUIIEH C BBICOKUM COJIEP)KAHUEM >KUPOB U BBICOKHUM COJAEpKAHHEM YIJIEBOJOB y 3/I0POBBIX
JOOPOBOJIBIIEB TIOHM)KAET CTETIEHb BCACHIBAHMSI, UTO MPUBOIUT K yMeHbIeHnt0o AUC npumepHO
Ha 20 %, a Cmax Ha 50 % B muazme kpoBu. OnHako B ocHOBHBIX KM mpenapara npu neueHun
MM u M/IC, B KOTOpBIX OBIIM yCTaHOBIIEHBI 3PPEKTUBHOCTh U 0E€30MaCHOCTD JICHAIUOMU/A,
MalUEeHTHl IPUHUMAJIU MpernapaT He3aBUCUMO OT mpueMa nuuiy. Takum o0pa3oMm, JIeHAIUIOMHU/T
MOYKHO IPUHUMATh BHE 3aBHCHUMOCTH OT TpHUeMa MUTIIH.

PesynbraThl TOMYMSIUMOHHOTO aHaIW3a (apMaKOKMHETHMUYECKUX JaHHBIX IOKa3ald, YTO
CKOpPOCTh BCAaChIBaHMs JICHAJIHIOMH/A MOCIIE MPUEMa BHYTPh aHAJOTMYHA Yy MalMeHToB ¢ MM,

MJIC 1 MKJL
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Pacnopenenenue

In vitro ceass (Y*C)-nemamuaomuia ¢ Gelkamu ImasMbl KpOBM ObLIa HM3KOM M B CpeaHEM
cocrapimsia 23 % wu 29 % y NaluMEeHTOB € MHOXECTBEHHOM MHMEIOMOM M 3JI0pOBBIX
T0OPOBOJIBIIEB, COOTBETCTBEHHO.

Jlenanuoomua npucyrcTByeT B cemMeHHOM x)uakoctu (< 0,01 % ot mo3sl) mocne mpruemMa ero B
no3e 25 Mr B CyTKH (Mr/CyT), HO HE OIpEIENseTcs B CEMEHHOW J>XUAKOCTH 3I0POBBIX
JOOPOBOJIBIICB CITYCTS 3 JHS MOCJIC MIPEKpaIleHus mpruema npemnapara (cMm. pazaen 4.4).

BI/IOTDaHC(bODMaHI/IH

PesynbraThl uccienoBaHuii Metabosu3ma iN VItro ykas3bBarOT, 4TO H30(EPMEHTHI CHCTEMBI
uToxpoma P450 He NpUHUMAIOT y4acTUsl B META00IM3ME JICHATTUIOMH/IA Y YEJI0BEKa, IIOATOMY
METa0OJMUECKUE  JICKAPCTBEHHbIE  B3aWMOJICHCTBHS IPU  COBMECTHOM  IPUMEHEHUU
JICHAMJOMUIA U TIPErapaToB, WHTHOUPYIOMIUX H30(PEpPMEHTHI cucTeMbl HuToxpoma P450,
MaJlOBEpOSITHBL.  Pe3ynbTaThl  HCCeAoBaHMN N VItr0  JIEMOHCTPHPYIOT — OTCYTCTBHUE
WHTUOUpYIolero aeucTBus JeHamuaomuaa Ha uzodepmentsr CYP1A2, CYP2C9, CYP2CI9,
CYP2D6, CYP2EL, CYP3A umu UGT1Al. Takum oOpa3om, MaJIOBEPOSTHO, YTO JICHAHIOMH/T
OyZner crmocoOCTBOBAaTh  PAa3BUTHIO  JIIOOBIX  KIMHUYECKH 3HAUYMMBIX  JIEKQpPCTBEHHBIX
B3aMMOJICHCTBHI MPU OJJHOBPEMEHHOM Ha3HAYEHUH C CyOCcTpaTaMu 3TUX U30(hepMEHTOB.

[To pmaHHBIM WCChaemOBaHMU N VILr0 JIeHATWAOMHUA HE sBIsSETCS cyOcTpaTtoM Oeika
PE3UCTEHTHOCTH paka MoJjouyHoM kene3pl uenoBeka (BCRP), mnepenocunkoB Oenka
MHOKECTBEHHOW JsekapcTBeHHOU ycroitunBoctd (MRP): MRPI, MRP2 wmn MRP3,
nepeHocunkoB oprannyeckux aHuoHOB (OAT) OATI u OAT3, monumentuia-nepeHOCYUKa
oprannueckux aHuoHoB 1Bl (OATPI1BI), nmepeHocunkoB opraHuueckux katuoHoB (OCT)
OCT1 u OCT2, 6enka 3KCTpy3UH JieKapcTBEHHBIX npenapatoB U TokcMHOB (MATE) MATEI] u
OpPUTHHAILHBIX TIepeHocunkoB opranndeckux kaTuoHoB (OCTN) OCTN1 u OCTN?2.
HWccnenosanus in VIitro mokasaid, 4To JICHATHIOMH/ HEe OKa3bIBAET MHTHOHUPYIOIIETO JeHCTBUS
Ha PKCTIOPTUPYIONIYIO ToMmITy cojier skemunbix kuciot (BSEP), BCRP, MRP2, OAT1, OATS,
OATP1B1, OATP1B3 um OCT2.

DJIMMUHALNS

bonbmias yacth NeHAMMIOMHAA BBIBOAUTCA MOYKAaMHU. BKIag MOYEUHOHN IKCKpEruu B OOIIuit
KIIMPEHC y NallMeHTOB ¢ HopMaJbHOU (yHKIuel novyek coctaBisi 90 %, a 4 % nenanugomuaa
BBIBOJIUJIOCH KUIIEYHUKOM.

JleHanMIOMUJ TPAKTHYECKH HE MeTaboIu3MpyeTcs B OpraHu3Me, Tak Kak 82 % ero 03bl
BBIJICNIIETCSI TOYKAaMU B HEHU3MEHEHHOM BujJe. [uiapokcu-ineHanuaomMuy U N-anetui-
neHamuaoOMu cocTaBistioT 4,59 % u 1,83 % OT 3KCKpeTHUpPOBAHHOM 103bI, COOTBETCTBEHHO.

[ToueuHblil KJIIMPEHC JIEHATUAOMUA IPEBBIIIAET CKOPOCTh TTIOMEPYJISPHON QHIIbTpallK, TAKUM
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B J103ax 5-25 Mr/cyT mepuo]| NOJTyBbIBECHHS MpenapaTa COCTaBIseT MPUMEPHO 3 4 y 3I0POBBIX
T00poBOIBIIEB ¥ OT 3 10 5 9 y manrentoB ¢ MM, MJIC u MKJL

JInIia moKMI0Tro BO3pacTa

Cneunansubix KU s onieHku GpapMakOKMHETUKU JICHATUAOMUAA Y MOKUJIBIX IMallMEHTOB HE
npoBOIMWIOCH. TlOMy IsIIMOHHBIN aHAIN3, B KOTOPBHIA OBLTH BKJIIOYEHBI (PAPMaKOKHMHETHYECKHE
JaHHbIE NAIIMEHTOB B Bo3pacte OoT 39 no 85 jeT, He BBISIBWII BIUSHUS BO3pacTa Ha KIMPEHC
JeHATUIOMUA (SKCIIO3UIMIO B IUIa3Me). YUUTHIBasl MOBBIILICHHYIO BEPOSTHOCTh HAapyIICHUS
GbyHKIMI MOYeK B MOXKUIIOM BO3pAacCTe, CIEAYyeT COOMI0AAaTh OCTOPOKHOCTD MPHU MOA00PE 103bI
npenapara M OCYIIECTBJIATH TIIATEIBbHBIA KOHTPOJIb (PYHKIMH TMOYEK Ha (OHE HpPOBEICHUS
TEpaIuH.

IlouyeuyHas HETOCTATOYHOCTh

dapMaKOKMHETHKA JICHATUAOMUIA W3ydajach y MAlMEHTOB C MOYEYHOW HEIOCTATOYHOCTHIO,
BBI3BAaHHOUN HE3JI0KAYECTBCHHBIMU MPHYMHAMHU. B 3TOM HCCIeIOBaHUM IS OINCHKU (DYHKIIUU
MOYEK MCIIOJIL30BAJIH J[BA METOJIA: M3MEpeHHe nodeyHoro kiupeHca kpeatnauHa (KK) B Teuenue
24 4 u pacuer KK no dopmyne Kokpodra-I'onta. Pe3ynbpTarsl nmokasanu mponopiroHaibHOE
CHI)KEHHME OOIIero KIUpeHCa JICHAIUJIOMHAA T[0 Mepe CHWXKEHHS (YHKIUU [OYeK
(< 50 ma/muH), B pe3yabTate npuBoauBiiee K nossieHnio AUC. 3nauennss AUC MoOBBIIIANTHCH
npuMepHO B 2,5, 4 1 5 pa3 y NalMeHTOB C MOYEYHON HEJOCTaTOYHOCTBIO CPEAHEN U TSKEIOoU
CTENICHH TSHKECTH M TEPMUHAJIBHOW craaueit modeunoir HemocrarouHoctu (TCITH),
COOTBETCTBEHHO, MO CPABHEHUIO C TPYMIOH, OOBEIUHAIONIEH NAIeHTOB C HOPMAalIbHOMN
(GyHKIMEW TOYeK W MAlMeHTOB C TMOYEYHOM HEMOCTATOYHOCTBIO JIETKOW CTETCHH TSKECTHU.
[Tepuon monyBBIBENCHHS JICHATMIOMUAA TOBBIMAICS puMepHo ¢ 3,5 4 (y mamuentoB ¢ KK
> 50 mu/mun) go Gomee 9 u (y mammeHtoB ¢ KK < 50 mu/mun). Ilpu sToM mnoyeunas
HEJOCTAaTOYHOCTh HE BiMsIa Ha a0COpOIUIo JIeHANTUAOMU A TPU TIprueMe BHYTPh. 3HaueHUS Cmax
HE pa3UYaloTCs y 3/J0pPOBbIX JOOPOBOJIBLIEB M MAIlMEHTOB C IMOYEYHOM HEIOCTATOYHOCTBIO.
[TpumepHo 30 % JeHanu10MH1a BEIBOJNUIIOCH U3 OPraHU3Ma B X0J1€ 4-4acoBOIr0 ceaHca JAUaIn3a.
Pekomenmanuum 10 UW3MEHEHUIO J103bl JICHAIWJAOMHJA Y TMAalHEHTOB C  IOYEUYHOH
HEJOCTATOYHOCTHIO TPUBEAECHBI B paznene 4.2.

IIeueHOUHAS HEAOCTATOYHOCTDH

[TomynsiuyoHHbIM  aHanu3 (apMaKOKMHETHMUECKUX JIAHHBIX [alUEHTOB C [EYEHOYHOMH
HE/IOCTaTOYHOCTBhIO JIerKo creneHu Tsokectu (N=16, obmwuit Ounupyoun B 1-1,5 pasa
npesblinaeT BepxHiow rpanuily Hopmsl (BI'H), unu ACT > BI'H) nokasan oTcyTcTBUE BIUSHUS
MIEYEHOYHON HENIOCTAaTOYHOCTH JIETKOM CTENEHW TSHKECTH Ha KIUMPEHC JICHAIWIOMUJA

(3KCHO3I/IHI/IIO B HJ'IaSMC). HaHHI)IX B OTHOIICHWHU ITAIITUCHTOB C IICYCHOIHOU HEAOCTATOYHOCTBIO
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Jpyrue BHYTpeHHUE (HDAaKTOPBI

[MomynsuoHHbId aHAM3 (HapMAKOKMHETHUECKUX JAHHBIX IOKa3al OTCYTCTBHE KIMHHYECKU
3HAYUMOTO BIUsHHS Macchl Tema (33-135 kr), momna, packl U BUJA OHKOTE€MATOJIOTHYECKOTO
3aboneBanus (MM, MJIC niu MKJI) Ha KiupeHe JeHATHIOMUIA y B3POCIBIX MMAIIUEHTOB.

5.3. JloKkJIMHHUYeCKHe TaHHbIe 110 0e30I1aCHOCTH

[To pesynpTaTaM HCCIENOBAHUS OCTPOM TOKCHUYHOCTM MHUHHUMAJbHBIE JIETAJIbHBIE J103bI
JICHAIMIOMHU/JIA TIOCTIe BBEIICHUS BHYTPh cocTaBiisid > 2000 mr/kr/cyt y rpei3yHoB. [ToBTOpHOE
nepopajgbHOEe BBEACHHE mperapata B jo3ax 75, 150 m 300 mr/kr/cyt KpeicamM B TEUYeHHUE
26 Hexenb BBI3BIBAJIO OOpaTHMMOE, CBSI3aHHOE C Tepamnuell MOBBIIIEHWE MUHEpAIU3aluu
MOYEYHOM JJOXaHKU IIPY BBEACHUU BCexX 3 703, Hanbosee 3aMeTHoe y caMokK. Jlo3a mpenapaTta, He
OpUBOIAIIAS K Pa3BUTHIO Habmogaembix HexkenarenbHbIX 3¢dexktoB (NOAEL), cocraBnsana
MeHee 75 MI/KI/CyT, 4TO MPUMEPHO B 25 pa3 BbIlIe 3HAYCHHS €KEAHEBHOW JKCIO3UIMH Y
yenoBeka, ucxoas u3 3HadeHuss AUC. IloBropHoe mnepopanbHOE BBEICHHUE JICHAIUJIOMHIA
o0e3psiHaM B 1103ax 4 M 6 Mr/kr/cyt B TedeHue 20 Henenb MPUBOIWIO K THOENTH KUBOTHBIX U
pPa3BUTHIO 3HAYUMOW TOKCHYHOCTH (3aMeTHas TMOTeps Beca Teja, YyMEHbIIEHUE 4YHUCIa
SPUTPOLIUTOB, JEHKOIMTOB U TPOMOOIMTOB, T€MOpparud BO MHOTHUX OpraHax, BOCHAJICHHE
CIM3UCTOM 000504KkM xkenypodHo-kumeyHoro Ttpakta (OKKT), arpodus numdaruyeckoit
CUCTEMBI U KOCTHOro mo3sra). [loBropHoe nepopaibHOe BBEACHHE 00€3bsiHaM JICHAJIMJOMUJIA B
no3ax 1 u 2 mr/kr/cyt B mepuoa A0 | rojga mpuBOAMIO K Pa3BUTHIO OOpPATHMBIX M3MEHEHUMN
KJIETOYHOTO COJEPKUMOT0 KOCTHOTO MO3Ta, HE3HAYUTEIIBHOMY YMEHBUICHHIO COOTHOILIEHUS
MUEIOUIHBIX/SPUTPOUAHBIX KJIETOK U aTpoduu BUIOYKOBOM kene3pl. HesnauutenbHOe
CHI)KEHHME KOJIMYECTBA JIEHKOLMTOB OTMEYEHO TMpU TMPUMEHEHUH [103bl JICHAIWJOMHUJA
1 MI/Kr/cyT, KOTOpasi COOTBETCTBYET TaKOH K€ J103€ JUIs uesloBeKa, ucxoas u3 cpasuenuit AUC.
B wuccrnenoBaHusAX MyTareHHOCTH iN VItro (TecT OIEHKHM OOpaTHBIX MyTalldii Ha OaKkTepusx,
aHAIN3 XPOMOCOMHBIX abeppauuii B JauM@onuTax nepupepruueckoil KpoOBU UYeNOBEKa,
FeHOTOKCUYECKHII TECT Ha KIETKAaX MBIIIMHON JIUMQOMBI, HUCCIIeOBaHHE TpaHchOopMaluu
KJIETOK SMOpHOHA CHUPHUIICKOTO XOMsS4Ka) W IN VIVO (MHKpOs/ICpHBI TeCcT Ha KpbicaX) He
OTMEUEHO BIMSHUS JICHAIMJIOMHMJA Ha T€HETMYECKOM WJIM XPOMOCOMHOM  YPOBHE.
HccnenoBanus KaHIIEPOT€HHOCTH JICHAIMJOMUIA HE TPOBOIMIIH.

HccnenoBanusi TOKCHMYECKOTO BIMSIHMS JIEHAIMIOMMIA Ha pa3BUTHE SMOpHOHA/IUIONA paHee
MPOBOAMIIMCEH HA KPONMKax. B 3THUX Hcclen0BaHUAX KPOJIUKaM BHYTPb BBOJUIIH JICHATUIOMU B
no3ax 3, 10 u 20 mr/kr/cyt. Ilocne mpumeHeHus neHanuaomuaa B po3ax 10 u 20 mr/kr/cyt
OTMEUAJIM JI0303aBUCHMYIO areHe3Wl0 CpelHed oM JIeTKOro, a IpU BBEIEHUH 03l

20 mr/kr/cyT — cMelleHue Mmovyek. XOTs 3T HeOIaronpusTHbIE SBICHUS HaONIOAATUCH TPU
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MPUMEHEHUU J103, TOKCUYHBIX 7151 O€peMEHHBIN CaMOK, 'A]-III:II;VIEEY;I%%TT‘J %%gﬁﬂgﬁhrlﬂgﬂ:l\l/[HM

BO3eHcTBIEeM NeHanuaomuaa. Ha gone npumenenus nenanunomuaa B 1o3ax 10 u 20 mr/kr/cyt

TaKK€ OTMEUAIH U3MEHEHMS CKEJIeTa U MATKHUX TKaHeH mioaa.

6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeJIbHBIX BelleCTB

CoaepKuMoe Karcyibl

ManHuuton

[emtrono3a Mmukpokpuctandeckas (tur 112)
Harpus kpockapmesiosa

Marnus creapat

O06oa04Ka KariCyJibl

Twurana nuokcun

Kenatun

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rognocTu (CpoK XpaHeHHUs)

4 ropa.

6.4. Oco0ble Mepbl MPEeI0CTOPOKHOCTH NPH XPAHEHUHU

XpaHUTh B 3alLUIIEHHOM OT CBETa MecTe, pHu TemnepaType He Bbiie 25 °C.

6.5. XapakTep M cojiep:kaHue NePBUYHON YIAKOBKH

I[To 7 umu 10 kancyn B KOHTYPHYIO S4YEHKOBYIO YIAKOBKY U3 (OJIbIrM TPEXCIOWHOMN

OPA/AVTIBX 1 Goabru antoMUHUEBOM MeYaTHOMN JIAKMPOBAaHHOM.

ITo 1, 2, 3, 4 unn 6 KOHTYPHBIX SYEUKOBBIX YIIAKOBOK BMECTE C MHCTPYKIUEHN M0 MEAUIIMHCKOMY

IPUMEHEHHIO TOMENIAI0T B aUKy U3 KapTOHA KOPOOOYHOTO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH  YHUUYTOKEHHHM  HMCHOJH30BAHHOIO
JIEKAPCTBEHHOI'0 TMpenapara HWJIM OTXO0A0B, IOJYYEHHBIX I0cjde TPHMEHEeHHSA
JICKapPCTBEHHOI'0 NpPenapara u Apyrue MaHUIYJISIUH C PenapaToM

He cnenyer oTKpbIBaTh MM pa3faBIMBaTh Karcyibl. ECiiM MOPOIIOK JIEHAIMIOMH/IA ITONAIeT Ha

KOXY, CJelyeT HEMEAJEHHO TIIATeIbHO MPOMBITh KOXY BOJOW ¢ MbUIoM. Ecnu neHanumomMun

MOTIaJIaeT Ha CIU3UCThIE 000JIOUKH, UX HEOOXOAUMO TIATEIBHO MPOMBITH BOJIOM.

MenuuuHckue pabOTHUKM U JIMIA, OCYIIECTBIIAIONIUE YXOJ, JOJDKHBI HOCUTH OJHOPA30BBIE

nepyaTku MpU OOpPAIEHUU ¢ OIUCTEPOM WIIM Karcylo. 3aTeM MepyaTKu CIEAYeT OCTOPOXKHO

CHSITh, YTOOBI HE JOMYCTUTh KOHTaKTa C KOXEH, MOMECTUTh B T€PMETHYHBIN MOJUITUIICHOBBIN

MakKeT M YTUIU3HUPOBATH B COOTBETCTBHUHU C MECTHBIMU Tpe60BaHI/ISIMI/I. ITocne »torO pPyKu
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CeMyeT TIIATEIbHO BBIMBITH BOJOW C MBUIGM. Bepéﬂéﬁﬁﬂﬁ%ﬂ;@gﬁ%&T%é}i&ﬁﬁaM,

KOTOpbIE MIOJJ03PEBAIOT, YTO OHU MOTYT OBITH O€peMEHHBI, HE CIIeyeT MPHUKacaThCs K OIMCTepy
WIN KarcyJie.

Hewncnonb30BaHHBI TpenapaT peKOMEHIyeTcs BO3BPAaTHTh B MEAUIIMHCKOE YUPESKICHHUE 10
OKOHYaHHMM JICYCHHS Uil OE30MacHOrO YHHYTOKEHHS B COOTBETCTBUM C MECTHBIMH

TpeOOBAHUSIMU.

7.  JEPXATEJIb PETUCTPAHMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanus

000 «<HAHO®APMA JEBEJIOIIMEHT»

420095, Pecrrybnuka Tarapcran, . Kazans, yin. Boccranus, 102s.
Tenedon: +7 (843) 212-54-99

OnekrponHas modra: info@nano-pharma.ru

7.1. IlpencraBuTe/ib AepiKaTesisi perucTPAallMOHHOIO Y/10CTOBEPEeHHs

[Iperen3un norpeduTENeH HAIPABIATE 110 aIPECY:

000 «M3Bapuno dapmar, Poccus

108817, r. Mocksa, nocenenrie BuykoBckoe, BHykoBckoe mocce 5-it kM, gomoBnaaeHue 1, cp. 1.
Tenedon: +7 (495) 232-56-55;

dakc: +7 (495) 232-56-54.

OnekrponHas nmoura: info@izvarino-pharma.ru

8.  HOMEP PETUHCTPAIHMOHHOI'O YIOCTOBEPEHUSA

9. JIATA NIEPBUYHOM PETMCTPAIIUMM (ITIOATBEPXKJIEHUS PETUCTPALIMH,
INEPEPETUCTPALINN)

[aTa nepBoii perucTpanuu:

10. JATA NEPECMOTPA TEKCTA

OOmast  XapakTepuUCTHKa JICKapCTBEHHOro mpemnapara JleHanuaoMuJ — AOCTyIHAa  Ha
uH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMAalMOHHO-

KOMMYHUKAIIMOHHOM ceTn «/HTepHeT» https://eec.eaeunion.org/
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