COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 19.09.2024 N= 20041

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 7003

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA
JJEHAJIMAOMUI-TJI, S mr, KancyJsl.

JJEHAJIMAOMUA-TJI, 10 mr, kancyisl.

JJEHAJIMAOMUI-TJI, 15 mr, Kancysmisl.

JJEHAJIMAOMUA-TJI, 25 mr, kancyJisl.

2. KAYECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTByroliee BEUIECTBO: JICHAIUAOMU.

JIEHAJIMJAOMMUA-TJI, 5 Mr, KancyJisl

Kaxxnast kancymna Coaep uT 5 Mr JICHATUI0OMHIA.
BcnoMorarenpHbie BeleCTBa, HAJMYME KOTOPBIX HAJI0 YYUTHIBATH B COCTABE JIGKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

JIEHAJIMAOMMUA-TJI, 10 Mr, Kancyisl

Kaxxnas kancyna conepxut 10 Mr ieHamugoMuaa.
BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3a, KpacuTellb COMHeUHbIN 3aKkaT skentbiil (E110) (cm. paznen 4.4).

JIEHAJIMAOMMUA-TJI, 15 mMr, Kancyisl

Kaxxnas karncyna conepkut 15 Mr ieHanmuagoMuaa.
BcrnomoratensHble BelecTBa, HaJIMYWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4).

JIEHAJIMAOMMUA-TJI, 25 Mr, Kancyisl

Kaxxnas karcyna conepuT 25 Mr JICHaTUOMHIA.
BcnomoratenbHble BelecTBa, HAaJIMYWe KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

[TonHbIN TIEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBENICH B pasnene 6.1.
3. JEKAPCTBEHHASI ®OPMA
Kancynbl.

Kancynvr 5 me: TBepaple xenaTHHOBBIE Karcysbl Ne 3 ¢ KopmycoMm 0enoro 1Bera U KpbIIIKOH
CUHETO LIBETA.

Karncyssl copepxaT mopoIok oT 0€10ro 10 CBETJIO-KEJITOro LBETa.

Kancyner 10 me: TBepaple xenaTuHOBbIe Karcynasl Ne 1 ¢ koprycom 0enoro 1Bera u KpbIIKOi
HKEJTOro I[BeTa.

Kancynsl copeprxaTt mopoIok oT 6e10ro 10 CBETJIO-KENITOro LBETA.

Kancynvr 15 me: TBepable xenaTHHOBBIE Karcyibl Ne 1 ¢ KOprmycoM U KpbILIKOIl Oenoro 1sera.
Kancyssl copeprkaTt mopoIok oT 6e10ro 10 CBETJIO-KEJITOro LBETA.
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 19.09.2024 N= 20041
Kancynot 25 m2: TBepable KeIaTUHOBEIE Karcypisl Ne 0 £l @H%Mﬁd“l&%ﬂﬁ%ﬁ 6Er0To - -mieTa

Karncynbl copeprkaTt mopoIok oT 6€10ro 10 CBETJIO-KENTOro LBETA.
4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHusl K NPUMEHEHHUIO

ITpenapat nokasas Jyisi IPUMEHEHUS Y B3pOCIBIX cTapuie 18 ner.
e MHuoxecTBeHHas mueaoma (MM):

— B KOMOHMHaIuu ¢ 00pTe30MUOOM U JIEKCaMETa30HOM JUIs JIeUEHHUS B3POCIBIX MAIUEHTOB C
paHee He JieueHHOo MM;

— JUIsl TOJJEP/KUBAIOLIETO JIEUEHUS B MOHOTEPANIMU B3POCIbIX MALMEHTOB C BIEPBbHIE
JUAarHOCTHPOBAHHOM MHOKeCTBEHHON wmuenomoii (BJIMM) mocine TpaHCILUIaHTallu|
ayTOJIOTUYHBIX TEMOMOATUYECKUX CTBOJIOBBIX KJIETOK;

— JUIA JIeYeHHs] B COCTaBe KOMOMHHMPOBAHHOW TEparMu B3pOCIBIX IMAIMEHTOB C paHee He
neyeHHOM MM, KOTOpbIM HE IOKa3aHa TPAHCIUIAHTALUS T€MOMO3TUYECKHX CTBOJIOBBIX
KJIETOK;

— B KOMOMHAIMM C JIEKCaMETa30HOM JJIs JIEYEHUS B3pOCIBIX HalMeHToB ¢ MM, koTopble
MOJIy4aJId 110 MEHbLIEH Mepe OJHY JIMHUIO TEPAIUH.

e Muenoauciuiactudeckue curapombl (MJC):

— JUIs JICUEHUS B3POCIBIX MALMEHTOB C TpaHC()Y3MOHHO-3aBUCUMON aHEeMUEH, pa3BHUBILIEHCS
Ha (one MJIC HU3KOH WM MPOMEKYTOUHOM-1 TPYIIBI PHUCKA, ACCOLMUPOBAHHBIX C
[UTOTCHETUUECKUM HApPYIICHHEM B BHJIE JCJCUU S5 B MPUCYTCTBUU WA B OTCYTCTBHUE
JPYrUX [MUTOT€HETUYECKUX HApYIICHUH.

e Jlumdoma u3 Ki1eTok MaHTHITHO# 30HEI (MKJI):
— JUTsl ISYSHUS B3POCIBIX MAMEHTOB ¢ peuuauBupyromeit win pedpakrepHoir MKJIL
o ®domukysspHas sumdoma (OJI) wiu auMdoma 13 KIETOK MapruHaibHOM 30HbI (JIM3):

— B KoMOuHamuu c¢ putykcumabom (antu-CD20 aHTHTENOM) Ui JI€4YeHHUsS B3POCIbIX

NanueHToB ¢ panee jedyeHHou PJI nu JIM3.

4.2. Pexxum 103MpoBaHus U c1IOCO0 NPUMEHEHU s

Jledyenue eHaNMI0MUI0M HEOOXOJMMO IPOBOAMTD 1101 HAOJIOIEHUEM Bpada-XUMHUOTEpaIeBTa.

Jlg Bcex moKa3aHUil, yKa3aHHbBIX HUXKE:

® U3MEHEHHUE JI03bl JIOJDKHO NMPOU3BOJUTHCS HA OCHOBAHMM KIMHUYECKUX U J1aOOPaTOPHBIX
JMaHHBIX (cM. pasaen 4.4);

® U3MEHEHHUE JI03bl B XO/€ JICYCHHUS WJIU €ro BO30OHOBJIEHUS CIEIyeT IPOU3BOIAUTH IPU
pPa3sBUTHU TPOMOOLIUTONIEHUH, HEUTporieHUH 3-i U 4-i CTEeNeHu TSHKECTU WU JIPYTUX BHJIOB
TOKCUYHOCTH 3- M 4-i CTENEHU TSHKECTH, CBA3b KOTOPBIX C MPUMEHEHUEM JIEHAIUIOMH/IA
HEJb35 UCKIIFOUNTB;

e B ciIy4yae HEUTPONEHHUHU CIEAYEeT PAaCCMOTPETh BO3MOKHOCTh Ha3HAUEHUs MallMeHTy (hakropa
pocra;

® ©CJIM C MOMEHTA ITPOIYIIEHHOr0 IPUEMa 04epeAHOM 03Bl Ipernapara npouuio Mesee 12 yacos,
NAlUMEHT MOXET MPUHATH OTy MPOIMYIIEHHYI [03y; €clu mpouuio Oojee 12 dyacos,
NPOMYIIEHHYIO 103y MpUHUMAaTh He cieayeT. Cienyromas 703a J0JDKHA ObITh MPUHATA HA
CIICMYIOIINN JIEHb B 0OBIYHOE BPEMSI.

[TIpemapar JIEHAJIMJOMMU/I-TJI npenHasHayeH TOJAbBKO JyUIsi mpuema BHYTpb. s

OCYILECTBIICHUS MPHUBEICHHBIX PEKUMOB J03UPOBAHMS HEOOXOAMMO MPUMEHSTH Ipernapar B
COOTBETCTBYIOIIUX 103UpoBKax (5 mr, 10 mr, 15 mr, 25 mr).
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PexxuM 103upoBaHus

B/IMM

Jlenanuoomuod 6 kombunayuu ¢ _O0opme3omuboM U _0eKcamemasoHoM OJisl_NeYeHUsl 63DOC/IbIX
nayuenmos ¢ pamee ne aevennou MM

Hauanvhan mepanus: 1eHaIUOOMUO 8 KOMOUHAYUU C ODOPMEZOMUOOM U OEKCAMEMAZOHOM
He cnemyer HauyuHATh TEpalvio JICHAIHIOMHJIOM B KOMOHMHAIMKM C OOpTE30MHOOM U
JIeKCaMETa30HOM, eci abconmoTHoe umcio HenTpoduno (AUH) <1,0x10%m w/uma umcio
TPOMOOIIUTOB <50 10°%/m.

Pexomenoyemasn 0oza

PexoMenyeMast HauanbHast 1032 JICHAIHIOMIJIa COCTABIISIET 25 MT OJIUH pa3 B ICHb BHYTPb JIHOO0:
1) ¢ 1-ro mo 14-ii geHp Kaxaoro 21-1HEBHOTO IUKIA JICUYCHHS UIU

2) ¢ 1-ro mo 21-i1 neHpb KaxAaoro 28-aHEBHOIO IIUKJIA JICUCHHSL.

BopTe30oMHO IOKEH NPUMEHATHCS B BHAE MOAKOXKHON wmubekimu (1,3 Mr/mM? miomanu
MOBEPXHOCTH TeJa) 2 pas3a B Heaento B 1, 4, 8 u 11-i1 nHu kaxaoro 21- unu 28-1HEBHOTO IUKIIA.
Pexomenayemas 103a qekcaMeTa3oHa COCTABIISIET:

1) 20 mr oxuH pa3 B aeHb BHYTpb B auu 1,2, 4,5, 8,9, 11 u 12 umu

2) 40 Mr oauH pa3 B IcHb BHYTPbH ¢ 1-10 10 4-ii 1 ¢ 9-ro0 10 12-# 1eHb KaXI0r0 MUKJIA.
Pexomennyercs 10 8 OBTOPHBIX 2 1-7HEBHBIX UM 6 TOBTOPHBIX 28-AHEBHBIX LUKJIOB (24 Heaenu
Ha4YaJIbHOW Teparuu).

Pexomenoyvemotit  pexcum  0ozupoeanus Ooaa  npenapama JIEHAJTHJIOMHI-T/I ¢
KOMOUHQUUU C OOPME30MUOOM U 0eKCAMEMAZOHOM

JeHnb (21-1HeBHOTO HUKJIA)

Jlo 8 mukJI0B 15—

112 (3 |4 |5]|6 |7 |8 |9 (10 |11 |12 |13 |14 21

JIEHAJIUJIOMUJI-TJI

(25 M]") [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ]
Boprezomu6 (1,3 mr/m?) . . o o
Jexcamerason (20 mr) o | o o | o o | o o | o

15810

JleHnb (28-1HeBHOTO MUKJIA

Jlo 6 wiicion 112131456 7]8]9]10[11]12[13[14[15]16|17]18]19]20[21] 2228
HEHAHHHOMHI{'TH [ ) [ ) [ ) [ ] [ ] [ ] [ BN ) [ ] [ ] [ ] [ ) [ ) [ ) [ ) [ ) [ ) [ ) [ [ ] [ ]
(25 mr)
Boprezomu6 (1,3 mr/m?) . . . .
Jexcamerason (40 mr) oleo|eo|e o|ejo e

Henpepvienaa mepanus y nayueHmos, KOmMOPbIM NOKA3AHA  MPAHCHIAAHMAWUA
aymoniocuuHvIX 2emonoImuyeckux cmeonoswvix kiemok (TI'CK)

VY manuenToB, kotopbiM noka3zana TI'CK, MoOmmm3aius reMaToIOTHIeCKIX CTBOJIOBBIX KIIETOK
JIOJI’KHA TTPOUCXOAUTH B MIEPBBIE 4 IIUKIIa HAYAJIbHON Teparnuu.

Henpepvienaa mepanusa y nayueHmos, KOmMoOpvlM He NOKA3AHA MPAHCHAAHMAYUA:
JIeHATUOOMUO 8 KOMOUHAUUU C 0EKCAMEMA30HOM 00 RPOZPECCUPOBANHUA 3A00/1€6AHUS
[IponomxkaoT mpueMm JeHaIUIOMUAA 25 Mr OJUH pa3 B J€Hb BHYTpb ¢ l-ro mo 21-il neHs
MOBTOPHBIX 28-THEBHBIX IUKJIOB B KOMOWHAIMKM C JeKcaMeTa3oHOM. Pekomenmyemas go3a
JekcameTa3zoHa coctaisieT 40 Mr oaMH pa3 B IeHb BHYTpb B 1, 8, 15 u 22-i1 1HM MOBTOPHBIX
28-1HEBHBIX IUKIIOB.

[TarueHTHl MOTYT TIPOAOKATH TEPANUI0 O MPOTPEeCCUPOBaHUs 3a00JIEBaHUS WM TOSBICHHUS
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 19.09.2024 N= 20041

IPHU3HAKOB HEMPHEMIIEMOM TOKCHYHOCTH. (NOCNEOOBATENEHOCTE 0003)
Howazoeoe cnuscenue 003vt
Jlenanugomua?

Hauanbnas no3za 25 mr

Ho3a ypoBHs —1 20 mr

Jo3za ypoBHs —2 15 mr

Ho3a ypoBHs —3 10 mr

Ho3a ypoBus —4 5 wr

Jo3za ypoBHS —5 2,5 mr wm 5 Mr xaxeie 48 qacoB

2 CHIDKEHHE A03bI I BCEX MPETIapaToOB MOXKET OCYIIECTBIATHCA HE3aBUCUMO.

Tpomooyumonenusn

KosaunyecTBO TpOMOOIMTOB

Pexomenganuu

CHuszunoch 10 <30x10%n
BoccranoBmiochk 10 >50%10%1

[IprocTaHOBUTS JIEUCHHE JICHATHIOMHIOM
B0306HOBUTH NIeUeHNE IEHATUOMUAIOM B J103€
ypOBHsI —1 OJIUH pa3 B ICHb

Kaxnoe nocneaymoiiee cHikenue <30x10%/1
Boccranosuinock 10 >50x10%n

[TprOoCTaHOBUTH JICYCHHUE JICHATHIOMHIOM
B0300HOBUTH JIeUeHHE JIEHATHAOMHIOM B J103€
clemyromero 6oxee HU3KOro YPOBHS OJIMH pa3
B JI€Hb

Heimponenusn

AYH

Pexomenganun®

Crmsuinocs 10 <0,5%10%1 wim pedpunbHas
HelTponeHusa (JInxopazka ¢ TeMIeparypoil Teia
>38 °C; <1,0x10%m)

Boccranosuinocs 10 >1,0x10%n

[IprocTaHOBUTS JIEUCHHE JICHATHIOMHIOM U
KOHTPOJMPOBATh KOJIMYECTBO BCEX KIETOK KPOBU
HE pexe OJHOro pa3a B 7 qHEN

Bo3o6HOBUTH NIeUeHne B 103¢ YPOBHS —1 OJ1H pa3
B JICHb

Kasxoe nocneayromee camwkenue <0,5x10%n
win GedpunbHast HeUTPOTICHUS
Boccranosminocs 10 >1,0x10%n

[IpuocTaHOBUTE JICUCHHE JICHATUIOMHUIOM

B0306HOBUTH JIeUeHNE IEHATUIOMUIIOM B J103€
cienytoniero 6oiee HU3KOTO YPOBHS OJIMH Pa3
B JICHb

* Ha ycMoTpenue Bpava. Eciin HeliTporieHus SBISETCS €MHCTBEHHBIM IMPOSBICHHEM TOKCHYHOCTH IPH
JIIO00M J103€ JICHAJIMOMU/IA, MOYKHO J00aBUTh K Tepaluy IPaHyJIONUTAPHBIN KOJIOHUECTUMYIUPYIOIHIA
¢akrop (I'-KCD) u coxpaHuTh 103y JCHATUIOMUIA.

Tloooeparcusarowan mepanus aenaiudomuoom y nayueumos nocie 11 CK

[TonnepskuBatoias Tepanws JCHATUAOMUIOM MOXKET ObITh HadaTa MpU YCIOBUU MOTHOIEHHOTO
BOCCTAHOBJIEHUs reMaroJjiorndeckux mnokazareneil nmocine TI'CK y manueHToB, HE HMMEIOIIUX
TIPU3HAKOB TIPOTPECCHPOBAaHNA. JIeHATHIOMH He cleayeT HazHadath, ecmu AUH <1,0x10%n
VI/¥ITH 9HCII0 TpOMGOImTOB <75%10%/171.

Pekomendyemasn 0oza

PexoMmeHnnyeMas HavanpHas A03a JeHaIugoMuja coctaBisier 10 Mr oguH pa3 B J€Hb BHYTpb
HenpepbIBHO (¢ 1-ro mo 28-if JeHb MOBTOPHBIX 28-IHEBHBIX IMKJIOB) J0 MPOTPECCUPOBAHUS
3a00J1eBaHNs WU MOSIBJIICHUS [TPU3HAKOB HerepeHocuMocTu. [Tocie 3 uKiIoB noaaepxuBaromeit
Tepanuu JEHAIUJIOMHUAIOM 103y IpernapaTa MOKHO YBEIUYUTh A0 15 Mr OuH pa3 B A€Hb BHYTPb
IIPU XOPOLLIEH IEPEHOCUMOCTH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 19.09.2024 N= 20041

(NOCNEAQCBATENEHOCTE 0003)
Ilowazoeoe crnusicenue 003l
Hauvanbuas no3a (10 mr) IIpu noBbiennu 70361 (15 mr)?
Ho3za ypoBHs —1 5wMr 10 mr
Jo3za ypoBHs —2 5 mr (mam 1-21 kaxnapie 28 mHEH) 5wmr
Ho3a ypoBHs —3 Henpumenumo 5 Mr (qau 1-21 xaxapie 28 qHEH)
He npumensts q03s1 Hmke 5 Mr (man 1-21 kakmapie 28 mHel)

* [locne 3 MUKIIOB MOJIEPKUBAIOIIEH Tepanyy JICHATHIOMIIOM 03y Mperapara MOXXHO YBEITUYHTh IO
15 Mr ouH pa3 B IeHb BHYTPh IPU XOPOIIIEH EPEHOCUMOCTH.

Tpomooyumonenus
KosnyecTBO TPOMOOIIUTOB Pexomengaunu
Cuusunocsk 10 <30x10%n [IprocTaHOBUTE JICUCHHE JICHATHIOMHUIOM
Boccranosunock 10 >30x10%1 B0300HOBUTH JIeUCHUE JICHATUIOMUIIOM B J103€
ypoBHS —1 OIMH pa3 B IcHb
Kaxnoe nocnenyromee cHmwkenre <30x10%n [IpnocTaHOBUTH JI€UEHHE JCHATUIOMUIOM
Boccranosunock 10 >30x10%1 B0300HOBUTH JIeUCHUE JICHATUIOMUIIOM B J103¢
cienyomiero 6oyee HU3KOTO YPOBHS OJIMH Pa3
B JICHb
Heiumponenus
AYH Pexomenpanun®
Cuumsunocs 10 <0,5x10%n [IprocTaHOBUTE JIeYEHHE JIEHATHIOMHIOM
Boccranosmiiock 10 >0,5x10%n B0300HOBUTH JIeueHHE B J103€ YPOBHS —1 OJTUH
pa3 B JIcHb
Kaxnoe nocnenymoiee cukenue <0,5x10%n [IpuocTaHOBUTE JICUCHHE JICHATUIOMHUIOM
Boccranosuioch 10 >0,5x10%1 B0306HOBUTH JIeueHNE JICHATUAOMH/IOM B 103€
creyoriero 0ojiee HU3KOTO YPOBHS OJIMH Pa3
B JICHb

* Ha ycmoTpenue Bpada. Eciu HEHTpOIIEHUS SBIIAETCS €IMHCTBEHHBIM MPOSBICHUEM TOKCHUYHOCTH TPHU
M000H 103€ JICHATHIOMHIA, MOKHO 100aBUTh K Tepanuu ['-KC® u coxpaHuTh 103y JIeHAIUIOMU/IA.

Jlenanuoomud 6 KoMOUHAUUU C OEKCaAMEMma30HOM 00 NpPOSPECCUPOSaAHUs 3a001e6aHus Y
NAUUEHMO8, KOMOPbIM He NOKA3AHA MPAHCHIAHMAYU

He cnemyer HaummaTh Tepanmio jeHammpommiaoMm, ecim AUH <1,0x10%m w/mmm umcio
Tpom6ormToB <50%10%/1.

Pekomenodyemasn 0o3a

Pexomenayemasi HauanbHas 1032 JIEHAJTUIAOMHIA COCTABJISET 25 MI OJWH pa3 B JICHb BHYTPb
¢ l-ro mo 21-ii neHb MOBTOPHBIX 28-THEBHBIX IUKIOB. PekoMmeHmyemas 103a JeKcameTa3oHa
cocrasisieT 40 Mr ofuH pa3 B IeHb BHYTPh B 1, 8, 15 1 22-11 THM NOBTOPHBIX 28-AHEBHBIX LIUKJIIOB.
[TanieHTBl MOTYT MOPOAOJKATH TEpANUI0 JICHAIMJIOMUIOM U  JIEKCAMETa30HOM [0
MIPOTPECCUPOBAHMS 3a00JICBAHUS WIIH TTOSBIICHUSI PU3HAKOB HETIEPEHOCHMOCTH.

IlTowazoeoe cnusicernue 0o3ul

Jlenanugomua? Hdexcamera3zon®
HauaneHas go3a 25 mr 40 mr
Jlo3a ypoBHs —1 20 mr 20 mMr
Jlo3a ypoBHs —2 15 mr 12 mr
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 19.09.2024 N= 20041
Jlo3a ypoBHs —3 10 mr AT AVEA TENEg e 5 WL
Jlo3a ypoBHs —4 5wr 4 mr
/Jlo3a ypoBHs —5 2,5 mr Henpumenumo

2 CHIDKEHHE 03Bl I KaXKAO0TO MperapaTta MOXKET OCYHIECCTBIATLCA HE3aBUCUMO.

Tpomooyumonenus
KoaudecTBO TPOMOOIUTOB Pexomennaunu
Cuusmnocsk 10 <25x10%n [IpexpaTuTs JIedeHNE JICHATHAOMHIIOM JI0 KOHIIA

muKJa®

B0300HOBUTH JIeyeHHEe B MEHbBIIIEH 103€

(B crmemytomeM NUKIIE CHU3UTH 03y Ha OJIUH
YPOBEHB)

BoccranoBmiochk 10 >50%10%1

a

Ecin pozommmurupyromas toxcmaHocts (IJIT) pasBuBaercst ma >15-if neHp 1uWKiIa, JedeHHE
JICHAIUIOMUJIOM PEKOMEHYETCSl IIPUOCTAHOBUTD 110 KpailHEW Mepe Ha OCTaBLIMICS NEPUOJ TEKYIIEro
28-THEBHOTO LIUKJIA.

Heiumponenus

AYH

Pexomenpanun®

Ilepsoe cumkenue 10 <0,5x10%n
Boccranosunocs 10 >1,0x10%1 u
HEHTPOIEeHHs — €IMHCTBEHHOE MPOSBICHUE
TOKCHYHOCTH

IIprocTaHOBHTH JICUCHHE JICHATHIOMUIOM
B0300HOBUTE JIeUeHHE JIEHATUIOMHUIOM
B HAYaIIbHOM JI03€ OJIMH pa3 B JCHb

BoccTanosuiock 10 >0,5x10%n u
HaO0JIIOJIAIOTCS IPYTHUE, OTJAMYHBIC OT
HEUTpOIeHuu, BuApl remaronaoruueckoit JJIT

B0300HOBUTH JIeueHHE JIEHATTUIOMUIOM B J103€
ypoBHs —1 0MH pa3 B IeHb

Kaxxnoe nocnenyromiee cHikenue <0,5x 10%/n
Boccranosminock 10 >0,5%10%n

HpI/IOCTaHOBI/ITB JICYCHUC JICHATUAOMHUAOM
B0300HOBUTE JIeueHHE JICHAJIMJOMHAOM B JJO3€

clietyroniero 6oiee HU3KOro YpOoBHS J103bI OIUH
pa3 B CyTKH

* Ha ycmoTpenue Bpada. Ecmu HEHTpOIIEHUS SBIIAETCS €IMHCTBEHHBIM MPOSBICHUEM TOKCHUYHOCTH TPHU
MO00H 103€ JICHATHIOMH A, MOKHO 100aBUTh K Tepanuu [-KCD u coxpaHuTh 103y JIeHAIUIOMUIA.

Ecnu no3a nenanmmpomuga Obuta CHMKEHA B CBS3U ¢ remaTtosiorundeckort JIJIT, ona Moxer OBITh
NOBBIIIIEHA J0 cieayomeil 6onee BBICOKOH 103bl (BIUIOTH 10 HadaldbHOM J03bI) Ha (oHE
yinydimieHus:  QyHkuu  koctHoro wmosra  (orcyrctBue JJIT B TeueHMe MHHUMYM
2 mocnesioBatenbHbIX 1ukIoB: AUH >1,5%10%1 u uucno tpomGouuros >100x10%n B Hauame
HOBOTO ITUKJIA).

Jlenanuoomud 6  komOuHauuu ¢ MenpaiaHom U NPeoOHU30JIOHOM __ C __ NOCAeOVIOuell
noooepaicusarouell mepanueil 1eHAIU0OMUOOM y Nayuenmos, komopwvim ne nokasarna TI'CK

He momyckaeTcsh HauWHATH Tepamuio JeHamupomupoM, ecmun AUH <1,5x10%m w/mmm umcio
Tpom6ormTOB <75%10%/71.

Pekomenodyemasn 0o3a

Pexomenayemass HauanmpHas 103a JEHAIMIOMUIA cocTaBiser 10 Mr oguH pa3 B J€Hb BHYTPb
¢ 1-ro mo 21-i AeHb MOBTOPHBIX 28-THEBHBIX IHUKIOB (00IIEH YKMCICHHOCTBHIO J0 9 IHMKIOB),
mendanana — 0,18 MI/Kr u npeAHU30J10Ha — 2 MI/KT BHYTPb B 1—4-i JHU MOBTOPHBIX 28-THEBHBIX
nukiioB. [lanmeHTam, KOTOpBIE 3aBEpIIMIN 9 TONHBIX IMKIOB MM HE MOTYT TOJIy4aTh
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COOTBETCTBYET 3KCINEPTHOMY OTYETY
09 2024 Nz 20041

KOMOMHUPOBAHHYIO  TEpalMI0  M3-32  HE epeHocﬁMQE;ﬂ,EJ'%gﬁlggﬂéﬁ O 'M-E)ﬁélre'ﬁéhmo

neHanuaoMuoM: 10 Mr ouH pa3 B 1eHb BHYTPb € 1-ro 1o 21-il 1eHb MOBTOPHBIX 28-THEBHBIX
LIUKJIOB /10 IPOI'PECCUPOBAHUS 3a00JI€BaHUS.

TIlowazoeoe crnusicenue 0o3ul

JleHauaOMHUI Meadanan IIpennusosion
HauansHas no3a 10 mr? 0,18 mr/kr 2,0 Mr/kr
Ho3a ypoBHs —1 7,5 mr 0,14 mr/kr 1,0 Mr/xr
Jo3za ypoBHs —2 5 Mr 0,10 mr/kr 0,5 Mr/kr
Ho3a ypoBHs —3 2,5 mr Henpumenumo 0,25 mr/kr

* Ecniu HEUTPOTICHMSI SIBJISICTCS] €IMHCTBEHHBIM ITPOSIBIICHUEM TOKCUYHOCTH Ha (DOHE TIPUMEHEHUSI JIF000i
TI03b1, crrenyeT no6aButh K Tepanuu [-KCD n mpogomkuTs TedeHre JISHATHIOMHAIOM B TOH Ke JJ03€.

Tpomooyumonenusn
KoauyecTBo TpOMOOIIMTOB PexomeHnnanun
IlepBoe chmkenue 10 <25%10%mn [IprocTaHOBUTE JIeYEHHE JIEHATHIOMHIOM
Boccranosuiock 10 >25x10%n B0300HOBUTH JicueHHE JIEHATTMIOMUAIOM U

MeJdanaHoM B 103€ ypoBHS —1

JItst Kaskoro noceyromero camkenus <30x10%m | TIpuocTaHOBHUTE JIeYeHHE IEHATHIOMHIOM

BoccTanosmitocs 10 >30x10%n B0300HOBUTE JIeUeHHE JIEHATUIOMHIOM
B MEHbIIIEH 703€e (103¢ YPOBHS —2 WK —3) OIUH
pa3 B IeHb

Heimponenusn
AYH Pexomenpanuu®

ITepBoe cumxkenue 1o <0,5x10%1? [IprocTaHOBUTE JIEYEHHE JIEHATHIOMHIOM

Boccranosminock 10 >0,5x10%n u HEUTPOIICHHUS — B0300HOBUTE TeUeHUE JIEHATAIOMHUIOM

€IMHCTBEHHOE TIPOSIBICHIE TOKCHYHOCTH B HAYaJILHOM JI03€ OJIMH pa3 B JCHb

Boccranosuiochk 10 >0,5x10%1 u nabmonarorcs B0300HOBUTS JIeUeHNE JIEHATUIOMHIOM B 103€

npyrue remaronorudeckue JJIT, otnmuanbie oT ypoBHS —1 OMH pa3 B JIeHb

HEUTPONICHUU

Kaxoe nocneayromee camwkenue <0,5x10%7 [IprocTaHOBUTH JICUCHHE JTCHATHIOMHUIOM

Boccranosminock 10 >0,5%10%n Bo0300HOBUTE JIeUEHUE JIEHATUIOMHUIOM B J103€
cleyroIero 6oyee HU3KOTO YPOBHS OJTUH pa3
B JIEHb

? Ha ycmoTpenue Bpaua. Eciu HEWTponeHus sIBISETCS €IUHCTBEHHBIM IPOSIBJIEHUEM TOKCUYHOCTH IPHU
M000H 103€ JICHATUIOMHIA, MOKHO 100aBUTh K Tepanuu ['-KCD u coxpaHuTh 103y JIeHAIUIOMU/IA.

MM y nayuenmos, noayuusuiux Kaxk MUHUMYM OOHY TUHUIO Mepanuu
He nonyckaercs HauMHaTh Je4eHue JieHanuaomuaoM, ecinu AYH <1,0x 10%/71, W/uny KOJINYECTBO
TpoMOoITOB <75%10%1, MM, B 3aBHCHMOCTH OT CTENEHH MHQWIBTPAIIMH KOCTHOTO MO3Ta
T1a3MaTHYECKIMH KIeTKaMH, KOTHIecTBO TpoMGoruToB <30x10%/1.

Pexomenoyemas 0oza
Pexomenayemast HauanbHas 1032 JEHATUJAOMHU/IA COCTABIISIET 25 MT BHYTPb OAMH pa3 B A€Hb B 1—
21-i 1eHb TOBTOPHBIX 28-THEBHBIX ITHKJIOB.
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PexoMenyemas mo3a JeKcaMeTa30Ha COCTABIIS

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 19.09.2024 N= 20041

o1 40 Mr':gﬁ;h:ﬁ-—}l)ggg érb B 124549 5 905 17—

20-ii 1HM Kax0oro 28-1HEBHOTO ITUKJIA B IEpBbIe 4 LMK Tepanuy, a 3aTeM 1o 40 Mr oJuH pa3 B
JieHb B 1—4-1 JHU KaXXJ0T0 MOCISAYIOMEro 28-THEBHOTO ITUKJIA.
Bpauy cienyer TiiareasHO MOAOUPATH J03Y JAeKCaMeTa30Ha, IPUHUMAsI BO BHUIMAHHUE COCTOSTHUE

ImalueHTa u CTaauro 3a0051eBaHus.

Towazosoe cruoicenie 003vl

Havansnas nosza 25 mr
Ho3za ypoBHs —1 15 mr
Ho3a ypoBHs —2 10 mMr
Jo3za ypoBHs —3 5wMr
Tpomboyumonenus
KouimuecTBo TpoMOGOIINTOB Pexomennanun

Ilepsoe cumkenne <30x10%n
BoccranoBuiock 10 >30%x10%7

[IprocTaHOBUTH J€UCHHE JICHATHIOMUAOM
B0306HOBUTH JIeUeHHE JICHATUAOMUIOM B J103€
ypoBHS —1

Kasxnoe nocneayroniee camkenue <30x10%n
Boccranosunock 10 >30x10%1

[IprocTaHOBUTE JICUCHHE JICHATHIOMHIOM
B0300HOBUTH JieueHHE JICHATTMIOMUIOM B
MEHbIIIeH 103€e (7032 YPOBHS —2 WK —3) OJIUH
pa3 B IeHb

He npumensTe 40361 IpenapaTa HUXKE 5 M

B JICHb

Heiimponenus

AYH

Pexomenpanun®

ITepBoe camxenue 10 <0,5x10%n
Boccranosminock 10 >0,5x10%n u HEUTPOTIEHUS —
€IMHCTBEHHOE MPOSIBICHNE TOKCHYHOCTH

[IpuocTaHoBUTH JIEUEHUE JTEHAIHIOMUAOM
B0300HOBUTE JIeUEHNE JIEHATHIOMHUIOM
B HaYaJIbHOW J103€ OJIMH Pa3 B JICHb

Boccranosunock 10 >0,5x10%1 u ects apyrue

HEUTPOIICHUU

nposiBieHus remaronoruaeckoi [IJIT, ornmugaasie oT| ypoBHS —1 OfuH pa3 B ICHb

B0300HOBUTH JIeUEHHE JIEHATUIOMHUIOM B J103€

BoccTanoBuinocs 10 >0,5x10%n

Jlnst kaxoro nocnenyrontero camkenns <0,5x10%n| [IpuocTaHOBUTSH JIeYEHHE JIEHATMIOMHEIOM

B0300HOBUTE JIeUeHHE JIEHATHIOMUIOM

B MEHbIIIei J03¢ (103a ypoBHs —1, —2 wiu —3)
OJIMH pa3 B JICHb

He npumensTs 10361 Ipeniapata HUXE 5 Mr
OJIMH pa3 B JICHb

* Ha ycmoTpenue Bpaya. Ecnu HEeHTpoIeHus ABIAETCS €IMHCTBEHHBIM MPOSBICHUEM TOKCUYHOCTH MPHU
JII000H 103€ JICHAIHIOMHM/IA, MOKHO 100aBUTh K Tepanuu [-KCD u coxpaHuTh 103y JIeHAIHI0OMU/IA.

MJC

He momyckaeTcs HAUMHATH TEPANMIO JeHATHIoMIIoM, eciit AUH <0,5x10%/1 w/vmy KommdecTBo

TpoMGonuToB <25%10%/71.

Pexomenoyemas 0oza

Pexomenayemasi HauanbHas 1032 JEHAIMAOMHUJA cocTaBisieT 10 Mr BHYTph OAMH pa3 B JICHb
¢ 1-ro o 21-ii 1eHb NOBTOPHBIX 28-THEBHBIX IIUKIIOB.
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Towazosoe crudicenue 003wl

ot 19.09.2024 N= 20041

(MOCNEODBATENEHOCTE 0003)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Hauanpnas nosa

10 Mr ommH pa3 B A€Hb ¢ 1-r0 mo 21-it 1eHb KaKIble
28 nHei

Jo3a ypoBHs —1

5,0 Mr o7IuH pa3 B IeHb ¢ 1-ro mo 28-i1 1eHb KaxK/Ible
28 nHen

JHo3za ypoBHs —2

2,5 MT OJTMH pa3 B ACHB ¢ 1-T0 1o 28-if 1eHDb KaXKIble
28 nHei

Ho3a ypoBHs —3

2,5 Mr depes JieHb ¢ 1-ro 1o 28-i 1eHb KaXKIbIe
28 nueit

TDOM60uum01’l€H1/{fl

KoanyecTBo TpOMOOIINTOB

Pexomenpanuu

CHu3uoch 10 <25x%10%n
BoccTranoBuiock 10 >25%10%1 — <50x10%n
MUHUMYM JBaK/bI 32 IEPUOJ >7 THEH WiIu

[TpHOCTaHOBUTS JICUCHHE JICHATUIOMHUIOM
B0300HOBUTH JIeYeHHE JIEHATUAOMHAIOM B MEHBIIEN
no3e (103a ypoBHs —1, —2 wiu —3)

KOTJa YHCJI0 TPOMOOITUTOB
BOCCTaHaBIMBaeTCs 10 >50%10%1 B moboii
MTPOMEKYTOK BPEMEHH

Heuimponenus

AYH

Camsunoch 10 <0,5%10%n
Boccranosuinocs 10 >0,5x10%1

Pexomenpanuu

[TprnocTaHOBUTE JIeUEHHE JICHATNIOMHUIOM
B0300HOBUTH JIeYeHHE JIEHATUAOMHAIOM B MEHBIIEN
no3e (mo3a ypoBHs —1, —2 wnu —3)

HperameHue npuemda JAeHANUOOMUOA

JleueHne JTCHATUIOMHUIOM CIIEAYET MPEPBaTh Y T€X MAUEHTOB, Y KOTOPHIX B TeUeHHE 4 MeCsIIeB
1ocjIe Hayasa Teparnuy OTCYTCTBYET XOTs Obl HE3HAUUTEIbHAs )PUTPOHIHAS PEAKIIMS, Y KOTOPBIX
oTMeuaeTcst o MeHbled Mepe 50% cCHUKEeHHE NMOTPEOHOCTH B IreMOTpaHCY3UsX WU, MPH
OTCYTCTBUM reMOTpaHC(y3uid, HaOI01aeTcs yBeTuYeHUe reMornoouHa Ha 1 /.

MKIJT

Pexomenoyemas 0o3a
Pexomenayemast HauanbHas 1032 JEHAIHIOMHUJIA COCTABISIET 25 MI' BHYTPh OJHMH pa3 B JICHb
¢ 1-ro mo 21-it neHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB.

Towazosoe cruoicenue 003bl

Hauvanpnasg gosa 25 Mr OJIUH pa3 B AeHb ¢ 1-ro no 21-it geHs kaxaple 28 aHeu

Ho3a ypoBHs —1 20 Mr onH pa3 B A¢HB ¢ 1-r0 mo 21-i neHp Kaxapie 28 THEH

Jo3a ypoBHS —2 15 Mr ojuH pa3 B JicHb ¢ 1-r0 1o 21-i neHb Kaxapie 28 nHek

Jo3a ypoBHs —3 10 Mr oxuH pa3 B AeHb ¢ 1-r0 mo 21-it 1eHp Kaxaple 28 THEH

03a ypoBHSI —4 5 Mr oauH pa3 B A€Hb ¢ 1-ro mo 21-# geHs Kaxasle 28 qHei
yp p

Ho3a ypoBHS —5 2,5 Mr oJiuH pa3 B AeHb ¢ 1-ro no 21-it neHp kaxaple 28 nHen

5 Mr gepe3 fieHb ¢ 1-ro mo 21-i neHs Kaxasie 28 qHei

Crpanwnma 9 u3 57



TDOM50Mum0}’l€HMﬂ

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 19.09.2024 N2 20041

(NOCNEQCBATENEHOCTE 0003)

KoanuyecTBo TpOMOOIINTOB

Pexomenpanuu

Camzunoch 10 <50%10%n

Boccranosminochk 10 >60x10%1

IIprocTaHOBHTH JIeUCHHE JICHATHIOMUIOM H
KOHTPOJIUPOBATH KOJIIMYECTBO BCEX KIETOK KPOBU
HE peke OJHOro pa3a B 7 THEH

B0300HOBUTH JIeYeHHE JIEHATHIOMHUIOM B MEHBIIIEH
no3e (1o03a ypoBHs —1)

Kaxnoe nocnenyromee cHmkenure <50x10%n

Boccranosmiochk 10 >60%10%m1

IIprocTaHOBHTH JIeUCHHE JICHATHIOMUIOM H
KOHTPOJIMPOBATH KOJIMYECTBO BCEX KIIETOK KPOBH

HE peXe OHOrO0 pa3a B 7 AHEH

B0300HOBUTH JIeYeHHE JIECHATHAOMHUIOM B MEHBIIEH
no3e (mo3a ypoBHS —2, —3, —4 winn —5). He mpuMmeHsITH
JTO3BI Mpernapara HIKe YpOBHS —5

Heumponenus

KounuecTBo HeiiTpoduios

Pexomenganun

Cuusunocs 10 <1,0x10%1 no MeHbleii Mepe
B TeueHue 7 nHeu

unu

cHn3mock 10 <1,0x10%n B couetanuu ¢
JIUXOpaaKoi (Temnepatypa tena >38,5 °C)
unu

cHu3mIoCh 10 <0,5%10%/71

Boccranosuinocs 10 >1,0x10%1

HpI/IOCTaHOBI/ITb JICYCHUC JICHAIMAOMUJIOM U
KOHTPOJINPOBAThH KOJIMYECTBO BCEX KIETOK KPOBU
HE pexe OJHOro pa3a B 7 nHeH

B0300HOBUTE JIeueHUE JIEHATUAOMUIOM B MEHBIIIEH
no3e (mo3a ypoBHS —1)

Kasxoe nocneyroniee camkenue <1,0x10%n
110 MEHbIIEN MEPE B T€UeHUe 7 AHEN

unu

camkenne <1,0x10%n B cogeTanuu ¢
JIUXOpaKoi (TemmepaTypa tena >38,5 °C)
unu

cHmkenue 10 <0,5x10%n

BoccTanosuiocs 10 >1,0x10%n

HpI/IOCTaHOBI/ITL JICUCHUC JICHAJIUIOMHJI0OM

B0300HOBUTH JIeueHHE JIEHATTMIOMUIOM B MEHbBIIIEH
no3e (mo3a ypoBHs —2, —3, —4 nnu —5). He npuMeHsATh
JI03bI IIperapaTa HWKE YPOBHS —5

DJI unu JIM3

He nomyckaercs HaunHAThH JieueHue JieHamuaoMuaoM, ecau AYH <1,0x 10%/71 w/viTd KONUYECTBO
TPOMOOIIUTOB <50x10%1, ecnu TOIBKO ITO HE BBI3BAHO UHOUIbTPAIIMEl KOCTHOTO MO3Tra MpH
mumpome.

Pexomenoyemas 0oza

PexomennyeMas HavyanpHas 103a JeHATUAOMHUIA cocTaBisieT 20 Mr BHYTPh OJMH pa3 B JIeHb B 1—
21-ii 71cHb TIOBTOPHBIX 28-THEBHBIX IUKIOB (OOMICH YHCIEHHOCTBIO 1O 12 IHKIIOB).
PexoMmennyemas HauanbHas J03a pUTyKcuMaba coctaBisieT 375 Mr/M? UIOMIA K MOBEPXHOCTHU
TeJa BHYTPUBEHHO Kax1yto Henento B 1-m mukie (1, 8, 15 u 22-i auu) u B 1-i1 1eHb Kaxaoro
28-1HEBHOTO IIUKJIA I 2—5-T0 IIUKJIIOB.

Towazosoe crudicenue 003wl
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COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 19.09.2024 N2 20041
Hauvanbpuag gosa 20 MT oWl pa3 B I[CHI: c‘l‘ ro‘ﬂ 5'1“191 Eérlllr:) 'f'(éxcmlﬂe zlllHlem

Jo3a yposHs —1

15 Mr oxuH pa3 B A€Hb ¢ 1-r0 mo 21-it n1eHp Kaxapie 28 mHen

Jo3a ypoBHs —2

10 Mr ofiuH pa3 B AeHb ¢ 1-ro mo 21-it neHb kaxapie 28 nHe

Ho3a ypoBHs —3

5 Mr OJIMH pa3 B JeHb ¢ 1-To 1o 21-i neHp Kaxasie 28 qHei

Jl1s xoppekunu 1036l B CBSI3H C MIPOSBICHUSMU TOKCHYHOCTH BO BPEMsI COBMECTHOTI'O IIpUeEMa ¢
PUTYKCUMAa0OOM ClIeyeT OOpaTHTbCS K COOTBETCTBYIOLIEH HMHCTPYKIMHM IO MEAMLIHUHCKOMY

IMPUMEHCHUIO JICKAPCTBCHHOT'O IIpIiapara.

Tp0M60uum0neHuﬂ

KosnyecTBO TPOMOOIIUTOB

Pexomenganuu

CHu3moch 10 <50%10%n

BoccranoBmiochk 10 >50%10%1

[IpuocTanoBUTH JieUeHUE JCHATUAOMUIOM U
KOHTPOJIUPOBATH KOJIMYECTBO BCEX KIETOK KPOBU
HE peke OJHOTO pa3a B 7 qHen

B0300HOBUTH JIeYeHHE JIEHATHIOMHUIOM B MEHBIIEH
no3e (1o03a ypoBHs —1)

Kaxnoe nocnenyroliee CHIXXEHUE O
<50x10%n

BoccranoBuiiocs 110 >50%10%01

HpI/IOCTaHOBI/ITL JICUCHHUEC JICHAIULIOMHUIOM U
KOHTPOJUPOBATH KOJUYECTBO BCEX KIIETOK KPOBH
HE peke OJHOTO pa3a B 7 qHen

B0300HOBUTH JIeYeHHE JIEHATUAOMHAIOM B MEHBIIEN
no3e (no3a ypoBHs —2, —3). He npuMeHsTh 1036l
npenapara HUXe ypoBHS —3

Hetimponenus

AYH

Pexomenpanuu®

Crusunock 10 <1,0x10%1 o MeHbIuei Mepe B
TeueHune 7 qHen

unu

cHu3mIoch 10 <1,0x10°%1 B coueranuu ¢
JIUXOpaKoi (TemmepaTypa tena >38,5 °C)

unu

cHu3mIoch 110 <0,5x10%/1

Boccranosuinock 10 >1,0x10%n

IIprocTaHOBHUTH JieUCHUE JICHATHIOMUIOM U
KOHTPOJIMPOBATH KOJIMYECTBO BCEX KIETOK KPOBH
HE pexXe OJHOro pa3a B 7 IHEH

B0300HOBUTH JIeYEHHE JIEHATUAOMUIOM B MEHBIIEN
no3e (103a ypoBHs —1)

Kaxnoe nocnenyroee cumwkenue <1,0x10%n
110 MEHbIIEN MEPE B T€UeHUe 7 AHEN

unu

cumkenne <1,0x10%n B coueTanuu ¢
JTUXOopaaKoi (TemriepaTtypa tena >38,5 °C)
unu

cHmKeHue 10 <0,5x10%n

Boccranosuinocs 10 >1,0x10%n

IIprocTaHOBHUTH JieUCHUE JICHATHIOMUIOM U
KOHTPOJUPOBATH KOJUYIECTBO BCEX KIIETOK KPOBHU
HE pexXe OJHOro pa3a B 7 IHEH

B0300HOBUTH JIeueHHE JIEHATTMIOMUIOM B MEHbBIIEH
no3e (1o03a ypoBHs —2, —3). He npuMeHsTh 10361
rperapaTa HWKe ypoBHS —3

® Ha ycMmoTpenue Bpaya. Ecnu HeHTpoNeHHs SBIISETCS €IUHCTBEHHBIM IPOSBICHUEM TOKCHYHOCTH IPHU
Mo0O0H 103€ JICHATHIOMH/IA, cienyeT 1o00aBuTh [ -KCO.

MKJI, DJI unu JIM3
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COOTBETC TEn'_ET -'I'I'_EF'T_I-! MY OTUETY

Cunopom auzuca onyxoau (TLS)

Bce nanuenTs JOKHBI MOTy4YaTh npoduiaktudeckoe tedenue TLS (amtomypuHo, pacOypukasa
WM aHAJIOTU B COOTBETCTBUU C PEKOMEHIAIMSIMHA MEAUIIMHCKOTO YUPEKICHHS ) U 00€3BOKUBAHUS
(mepopajbHO) B TEUEHHE IEPBOM HeleNnM NEepBOro LUKJIA WIM B Te4eHue Oojiee AJIUTEIBbHOrO
NepuoJia, eciau 3TO KIMHWYECKH MokaszaHo. s monutopunra TLS HeoOXommmo mpoBOAWTH
pa3BepHYThIM OMOXMMMUYECKHI aHaIU3 KPOBU, HA3HAYAEMBIH €KEHEICIbHO B TEUCHHUE NEPBOIO
IIUKJIa ¥ B COOTBETCTBUU C KIIMHUUECKUMH MMOKA3aHUSIMH.

[Ipuem neHanmuaOMHUAAa MOXHO NPONOJKATH (C MOLAEpPKAHUEM JI03bl) Yy MALMEHTOB C
nabopatopubiM TLS wimm kmuanyeckum TLS 1-ii cTenenu mim Ha yCMOTpEHHE Bpada CHU3UTH
703y Ha OAMH YpPOBEHb U IPOAOIDKUTH IpHeM JeHanuaoMmuna. HeobGxoaumo obecrednTtsb
MHTCHCUBHYIO BHYTPUBEHHYIO THIPATAIMIO U COOTBETCTBYIOIIECE JICYCHHUE COTIACHO MECTHBIM
CTaHJapTaM OKa3aHUs MEIULMHCKOM IOMOLIH 10 KOPPEKIIMU HAapYIIEHUs OallaHca 3J1EKTPOJIUTOB.
JUis CHW)KEHUS YpPOBHSI TUIIEPYPUKEMHH MOXET TOTpeOOBaThCs Tepamnus pacOypuKas3oi.
['ocniuranu3anus naureHTa OyAeT OCyIECTBIATHCS 110 PEIIEHUI0 Bpaya.

VY manueHTtoB ¢ KIUHWYECKHMM TLS 2-4-if cremeHM HEOOXOAMMO NPHUOCTAHOBUTH MpPUEM
JICHAJIUIOMU/IA U IPOBOJUTH Pa3BEPHYThIM OMOXMMUYECKUN aHAIU3 KPOBU €KEHEIENbHO UIIH 110
KIMHUYECKHM  TOoKazaHusM. HeoOxoaumo oOecrnednTh HMHTEHCHBHYIO  BHYTPHUBEHHYIO
THJIpATalMl0 M COOTBETCTBYIOIIEE JICYEHUE COIJIACHO MECTHBIM CTaHAapTaM OKa3aHUs
MEAMIMHCKOW TIOMOIIM JO KOPpPEKUMH HapylleHus OanaHca »3JIeKTpoiauToB. Tepamus
pacOypHKa3oii 1 rocnuTanu3anus OyayT OCYIIECTBISThCA 110 peleHnto Bpada. [Ipu ymeHbleHun
crerienu TLS o 0 o pemeHuto Bpadya BO30OHOBIISIOT IPUEM JICHATUAOMH/IA B J103€ CIIETYIOMIETO
6oJiee HU3KOTO ypoBHS (CM. paszen 4.4).

Cunopom «8cnvluKuy onyxonu (CUHOpOM Mpan3umopHo20 ycyeyoieHus KIUHUYeCcKUx nposeieHull
onyxonu, TFR)

V¥ nanuenros ¢ TFR 1-ii unu 2-ii cteneHu pemeHye o npepbiBaHUuM JI€USHUs JICHATUI0MHUIOM W
YMEHBILIEHUHU €ro JI03bl OCTAE€TCA HAa yCMOTpeHue Bpada. Ilo ycMoTpeHuro Bpaya MOXKET ObITh
Ha3HAUCHa Tepamus HECTEPOUIHBIMUA MHPOTHBOBOCTIANUTENbHbIMA npenapatamu (HIIBII),
OrpaHMYEHHAass 1O  MPOJODKUTENBHOCTH  TEpanus  [NIIOKOKOPTUKOCTEPOUIaMU  W/WIH
HapKOTUYECKUMHU aHajbreTukamu. Y mnanueHtoB ¢ TFR 3-if wnm 4-ii creneHu Tepanuio
JICHAJIUIOMHJIOM CIIEIyET MPUOCTAaHOBUTH M HauaTh Tepanuto HIIBII rimrokokopTrkocTeponiaMu
U/WIIM HapKOTHYecKMMHU aHaibreTukamu. Korna BeipaxkenHocts TFR cuusutes no <1-it crenenu,
BO300HOBJISIIOT JICYEHHE JIEHAIUIOMHJIOM B J103€ TOTO K€ YPOBHS B TE€UEHHE OCTABIIEICS YacTH
nukia. CumnroMarudeckas tepanuss TFR mpoBogUTCs cOrylacHO pEKOMEHIALUSAM 10 JIEYEHHIO
TFR 1-it u 2-i1 crenienu (cM. paszzen 4.4).

Bce noxaszanus

ITpu pa3BuTHM y NManMeHTa APYTUX BUJOB TOKCHUYHOCTH 3-H MM 4-H CTENEHU TSKECTH, CBA3b
KOTOPBIX C IPUMEHEHNEM JICHAINIOMHU/IA HENb3s UCKIIFOUHTh, JICYEHHE JICHATMOMHUIOM CIIELYET
npuocTaHoBUTh. [1o perieHuto Bpaua jeyeHHE JICHATUAOMHUIOM MOXET ObITh BO3OOHOBIIEHO B
J103€ CIIEYIOIIEero 6ojiee HU3KOTo YPOBHS MPU CHUKEHUH BBIPA)KEHHOCTH TOKCUYHOCTH A0 <2-i
CTEIICHU.

Cremyer paccMOTpPETh BOIIPOC O MPUOCTAHOBKE WIM MPEKPALICHUH JICUECHHS JICHATUIOMHIOM B
Clly4ae pa3BUTHs KOXHOW chlM 2-i win 3-i creneHu. JleyeHne JEHaIUAOMUIOM CIENYET
MPEKPATUTH MIPH AHTHOHEBPOTHYECKOM OTeKe, aHa(UIaKTUUECKON peakluu, ChIU 4-i cTeneHw,
9KC(HOTNATUBHON MM OYJIIE3HOM CHINHM WK MIPH NOJ03peHNH Ha cMHApoM CtuBeHca—/[>)KOHCOHa,
TOKCHUYECKHI SMuiepMaibHbli HEKPOJIU3 WM JEKapCTBEHHYIO PEaKIMIO C J03UHOPUINEH U
cucreMHoit cumnromatukoil (DRESS-cunapom) u He BO300OHOBIATH MOCE MPEKPALICHUS ITHX
peaKkui.

Oco0ble TPVIIILI TAIUEHTOB
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THayuenmuwr nodwcunozo eospacma

PesynbpTarhl uccnenoBaHus (APMAaKOKMHETHKHM JICHAIMAOMHUAA Y MOXKWIBIX IalMeHTOB
npezcTaBieHbl B pa3zaene 5.2. Jlenanunomua HazHadanu nanueHTaMm ¢ MM B Bospacre 10 91 rona,
marueraTaMm ¢ MJIC — go 95 ner, a maumentam ¢ MKJI — no 88 ner.

[TockonbKy y MOXWIBIX HAIlMEHTOB BEPOSATHOCTh HAPYHICHHs (YHKIMM TMOYEK BBIIIE, I03Y
npernapara HyKHO I0JIOMpaTh OY€Hb OCTOPOXKHO, IIPU 3TOM BO BpeMsl JICUEHUS] PEKOMEHIYETCs
MOHHUTOPHPOBATH (QYHKIIHIO MTOYEK.

BJIMM: nayuenmul, Komopvim He NOKA3aHa Mmpancnianmayus

[Tepen HaznaueHueM sedenus naruentam ¢ BJIMM B Bo3pacte 75 JjieT u crapiie He0OX0IuMO
MPOBECTH TIaTenbHOe oOcienoBanue (cMm. pasgen 4.4). Jlns manmeHToB crapiie 75 e,
MOJTYYaAIOLIUX JICHAIUIOMH]T B KOMOMHAIIMH C JIEKCAMETAa30HOM, HayallbHas J103a JAeKcaMeTa30Ha
coctasisieT 20 Mr ofuH pa3 B AeHb B 1, 8, 15 u 22-i1 g Kaxa0ro 28-1HEBHOTO IIUKJIA JICUCHHUS.
W3meHeHne 1036l HE PEKOMEHIYyeTCs JUIsl MALMEHTOB CTapiie 75 JeT, KOTOpblE NMPUHUMAKOT
JICHAIUJOMHU/]T B COUETAaHUH C MeJ(palaHOM U TIPETHU30JIOHOM.

VY nauuenroB ¢ BJIMM B Bo3pacre 75 yier u crapiue, IMOJy4aBIIMX JICHAIUIOMHUL, CEPbE3HbBIC
He)xenaTesbHble JekapcTBeHHble peakuuu (HJIP) u HJIP, koTopele nmpuBenu K MpeKpaiieHuro
JI€YEHUS], OTMEYAIHUCH YalllE.

KoMmOuHupoBaHHas Teparnus JICHATMIOMHAOM XYK€ IMepeHocuiach mamueHtamu ¢ BJIMM
cTapiuie 75 neT mo CpaBHEHUIO C MOJIOABIMU ManueHTamu. [lanenTsl 6osee cTapiiero Bo3pacra
yarie rmpeKpamniaim MpueM mnpernaparta u3-3a HHIuBUyabHou HenepeHocumoctu (HJIP 3-it unu
4-ii crenienn u cepbe3nbie HJIP), yem manueHTs! B BO3pacte 10 75 Jier.

MM: nayuenmul, nonyuusuiue KaKk MUHUMYM OOHY JTUHUIO mMepanuu

[Tpouent mnanmenToB ¢ MM B Bo3pacte 65 Jjier U cTapiue, IOJY4aBIIHUX
JICHATMOMUI/ICKCAMETa30H WK TUIanedo/aekcaMeTa3on, Obul comocTaBuM. He oTmeueHo
pazmuunii B 3QPEKTUBHOCTH M OE30IMACHOCTH JICHATHIOMHUIA B 3aBUCUMOCTH OT BO3pacTa, XOTs
HEJb3s1 UCKIIIOYUTh OOJIBIIYI0 YYBCTBUTEIBHOCTH K Mpenapary MalueHTOB cTapliei BO3pacTHON

TPYIIIIBL.

MJC
Cpenu nanrentos ¢ MJIC, npuHUMAaBIINX JEHATUIOMU], HE OTMEYEHO Pa3InYUii B 0€301MaCHOCTH
1 3QPEKTUBHOCTH y MMALIUEHTOB B BO3pacTe 65 JIeT U cTaplilie ¥ NallMeHTOB MiIajie 65 Jer.

MKJI
V¥ nanueHToB B Bo3pacte 65 JIeT U cTapiue U nanueHtoB Miuaame 65 ner ¢ MKJI, npuHumaBmmx
JICHAJIMJIOMU]], HE OTMEUEHO pa3Inunii B 6€30MacHOCTU U 3PPEKTUBHOCTH.

DJI unu JIM3

VY nauuentoB ¢ OJI nim JIM3, npyuHUMAaBIINX JEHAIUIOMU] B KOMOMHAILIMU C PUTYKCUMaOOM,
obmas gacrora HJIP onqunaakoBa it maniieHTOB B Bo3pacTe 65 W cTapiie U MarieHTOB MIIAIIIIe
65 ner. He ormeueno pasnuuuii B 3(PPEKTUBHOCTH MEXAY IBYMsI BO3PACTHBIMU TpYIIaMU
MallHEeHTOB.

TIayuenmul ¢ Hapywenusmu GyHKyuu nodex

JlenanmuaoMua BBIIETSETCS THaBHBIM o0pa3oM modkamu. [lo Mepe HapacTaHus CTENEHH
HapyYIICHHUs] MOYCYHON (YHKIMU CHIDKACTCS TOJCPAHTHOCTh K Tepamuu (cM. pasmen 4.4).
PexoMeHyeTcsi ¢ OCTOPOXKHOCTBIO MOAOUPATH A03Y Mpenapara ¥ MOHHUTOPUPOBATH (DYHKIIHIO
TOYEK.

Jns manpentoB ¢ MM, MJIC, MKJI, ®JI unmu JIM3 u nodeyHol HEAOCTATOYHOCTBIO JICTKOM
CTEMNEHU TSHKECTH He TPeOyeTCs N3MEHEHHS J03bI JICHATHIOMHU/IA.
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PexoMenayroTcs cienyromniyie U3MeHeHHs! pexxuya L[03H155l3aHH—JIEB]HaE‘ajIE% rn® {OHCI ‘ee B

3aBUCHUMOCTH OT CTEIMEHU THKECTH HapylieHus] (QyHKIUU MOYeK (ISl MAUEHTOB C MOYEYHOM
HEJOCTAaTOYHOCTHIO CPEAHEH M TSKENOW CTENeHU TSHKECTH, a TakKe TePMHHAILHOM cragueit
nouyeunoir HemoctarouHoctu (TCIIH)). Hccnemoanus Il daser mpu TCIIH (kaupenc
kpearununa (KK) <30 miu/muH, TpeOyeT MpoBeAeHHs AUain3a) HE MPOBOINUIHCE.

MM

Cocrosinne pynkunu nouek (KK) HN3meHeHue 10361

IToyeunas HEJOCTATOYHOCTE cpeHeii creneny | 10 Mr omuH pas B 1eHb!
Tsoxectd (30 ma/mun < KK < 50 mn/mun)

IToueyHas HETOCTATOYHOCTH TSAKEIION CTENeHu | 7,5 MI' OJIMH pa3 B JIEHb WK 15 Mr dyepe3 AeHb
msokecTd (KK <30 mn/mun, He Tpebyercs
TMajn3)

TCIIH (KK <30 mn/muH, TpeOyeTcs nuanms3) 5 MT OIWH pa3 B JIcHb
B nenn nuanuza no3y npenapara Hy)KHO IPUHAMATh
1oCJie OKOHYAHHS CeaHca Juain3a

! Tosa npenapara MOeT ObITH MOBBINIEHA A0 15 MI' OJMH pa3 B J€Hb IOCIE 2 [MKJIOB TEPANUM IPU
OTCYTCTBHH OTBETa Ha TEPAIHIO, HO XOPOLIEH €€ MEPEHOCUMOCTH.

MJIC
Cocrosinne pynkuuu nouek (KK) HN3MeHeHue 10361
IToueunas HeIOCTaTOYHOCTH CPEAHEN HauanbHag nosa 5 MT' OJIMH pa3 B JIEHb
crenenu TsokectH (30 mur/muH < KK < (c 1-ro mo 21-i1 meHs BO BpeMs
50 My1/MUH) TTOBTOPHBIX 28-THEBHBIX ITUKJIOB)
o3a ypoBHs —1* 2,5 Mr OJIuH pa3 B ICHb
(c 1-ro mo 28-i1 neHp BO BpeMs
MTOBTOPHBIX 28-THEBHBIX ITHKJIOB)
Jo3a ypoBHs —2* 2,5 Mr uepe3 JeHb
(c 1-ro mo 28-i1 neHp BO BpeMs
MTOBTOPHBIX 28-THEBHBIX ITHKJIOB)
Tloyeunasg HETOCTATOYHOCTD TSKEIION HavanbHag no3a 2,5 MI OJIuH pa3 B I€Hb
crenenu TspkecTr (KK <30 mu/muH, (c 1-ro mo 21-i1 neHs Bo Bpems
He TpeOyeTcst Juajns3) MTOBTOPHBIX 28-THEBHBIX ITHKJIOB)
Jo3a ypoBHs —1* 2,5 Mr uepe3 JeHb
(c 1-ro mo 28-i1 meHs BO BpeMs
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)
Jo3a ypoBHs —2* 2,5 MTr J1Ba pasa B HEJIEIIO
(c 1-ro mo 28-i1 meHb BO BpeMs
MTOBTOPHBIX 28-THEBHBIX ITHKJIOB)
TCITH (KK <30 mi/muH, TpeOyeTcst Hauanbnas no3za 2,5 MT OJTiH pa3 B ICHb
TTAIIN3) (c 1-ro mo 21-i1 neHs BO Bpems
B nenw quanuza 103y npemnapara MTOBTOPHBIX 28-THEBHBIX ITHKJIOB)
HY>KHO IIPUHUMATh 0CJIE OKOHYaHUS Jo3a ypoBHs —1* 2,5 Mr 4yepe3 JeHb
ceaHca Auainsa (c 1-ro mo 28-i1 meHp BO BpeMsi
NOBTOPHBIX 28-THEBHBIX IUKJIOB)
Jo3a ypoBHs —2* 2,5 Mr 1Ba pasa B HEJIENIO0
(c 1-ro mo 28-i1 meHp BO BpeMsi
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

* BO3MOXHOCTH U3MEHEHUS J03bI B XOJI€ JICUCHUS WIIM €r0 BO30OHOBIIEHUS TIPU Pa3BUTHU HEHTPOIICHNUH,
TPOMOOITUTOTICHUH WM JPYTHX BUIAOB TOKCHYHOCTH 3-if M 4- CTETICHH TSDKECTH, CBS3b KOTOPBIX C
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NPYMEHEHUEM JICHAIMIOMHU/IA HEIlb3s UCKITIOUUTD, encrapieist shtmel - EATENBHOCTE 0003
MKJT
HN3meHeHue 103b1
Cocrosinne pynkunu nouek (KK) (¢ 1-ro mo 21-ii 1eHb BO BpeMsi MOBTOPHBIX
28-THEeBHBIX UKJIOB)
IToueyHas HEIOCTATOYHOCTH CPEAHEHN CTENEHU 10 Mr oauH pa3 B 1eHb
Tsoxectd (30 mi/mun < KK < 50 ma/mun)
[Toueynast HEOCTATOYHOCTD TSKEIION CTENICHH 7,5 Mr oJtuH pa3 B IeHb WK 15 Mr uepe3 IeHb
sokecTd (KK <30 mn/mun, He TpeOyeTcs nquanus)
TCIIH (KK <30 mn/mun, TpedyeTcs: nuanms) 5 MTr oaWH pa3 B JieHb. B neHs nuanmsa no3y
rpernapaTa Hy>KHO PUHUMATH TI0CJIC OKOHYAHUS
ceaHca Juanmu3a

! Jlo3a MokeT GBITH MOBBINIEHA 10 15 MI OJUH pa3 B JeHb IOCHE 2 LUKIOB TEPAlUH, €CIIU MAlUeHT He
OTBEUAET Ha JICUYSHHE U TIPH 3TOM Yy HETO He HaOJrogaeTcsl MPU3HAKOB HEMEPEHOCHMOCTH.

DJI unu JIM3
N3menenue 103bl
Cocrosinne pynkunu nouek (KK) (c 1-ro mo 21-ii 1eHb BO BpeMsi IOBTOPHBIX
28-THEeBHBIX MKJIOB)

[NoueuHast HEOCTATOYHOCTH CPEIHEH CTETIeHN 10 mMr ouH pa3 B aeHb 2

Tsoxectd (30 ma/mun < KK < 60 ma/muH)

[ToyeuHas HEAOCTATOYHOCTD TSKEION CTEIEHU HeT IOCTYIHBIX JaHHBIX®

msorecTr (KK <30 mn/mue, He Tpebyetcs nuamus)

TCIIH (KK <30 mur/mMuH, TpeOyeTcst quaims) HeT 0CTYIIHBIX JAHHBIX

! Jlo3a MokeT GBITH TIOBBILIEHA 0 15 MI' OIMH pa3 B JA€Hb MOCIIE 2 [UKIOB TEPAIIMH, €CJIM Y MAIEHTa HE
Ha0JIr01aI0Ch IPU3HAKOB HENEPEHOCHMOCTH.

2 Jlns TMalMEeHTOB, MOJIYYaloNUMX HadaubHylo 103y 10 Mr, B cilyyae CHUKEHHUS JO3bI JUIS JICUCHHS
HEUTPOIICHNU WM TPOMOOLUTONEHUN JU00 JPYTUX BUIOB TOKCUYHOCTH 3-# MM 4-if CTENCHU TSDKECTH,
COYTEHHOHN CBSI3aHHOH C JICHAIMJOMHUJIOM, HE IPUMEHATH 103bl NpenapaTa HIKE 5 MI uepe3 JIeHb WM
2,5 Mr oJiuH pa3 B JICHb.

3 MarmenTs! ¢ TCITH 6bUTH HCKITIOYEHBI U3 HCCIIEIOBAHMS.

Ilocne Havama JedeHHS JCHAIMAOMHUIOM IMOCICAYIOIICEC HM3MCHCHHUEC OO3bI Yy IMAIIMCHTOB C
HapymeHnuem (1)YHKI_II/II/I MNOYCK JOJI?KHO 68.31/IpOBaTBC$I Ha HHI[I/IBPII[Y&J'IBHOﬁ NEPEHOCUMOCTHU
JICYCHUS, KaK YKa3bIBaJIOCh paHCC.

THayuenmol ¢ napywenuem yHKkyuu neyenu

[TpumeHenue neHanuaoMuaa (GOpMaIbHO HE M3YYaidd y MALMEHTOB C HapylleHueM (yHKUIHU
NEYEeHH, I03TOMY PEKOMEHJAlMd OTHOCUTEIIbHO HW3MEHEHHUs J03bl y JaHHOM KaTeropuu
NAIUEHTOB OTCYTCTBYIOT.

CTH

bezomacHocTh u 3¢ hekTUBHOCTE NeHANIUIOMHU A Y AeTel B Bo3pacte oT 0 1o 18 neT Ha JaHHBII
MOMEHT HE yCTaHOBJEHHI. JlaHHBIE OTCYTCTBYIOT.

Crroco0 nmpuMeHeHus

BayTpb.
Kancynsl npenapara JIEHAJIMJIOMUW/I-TJI Henb3s OTKpBIBATh, pa3iaMbIBaTh WM Pa3KEBbIBATh,

HNX PEKOMCHAYCTCA NPUHUMATDL COIJIACHO CXEME TEpallv B OAHO U TO K€ BpEMA OO0 HUJIU ITOCJIC
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MpueMa IUIITH, POTJIaThIBas IETUKOM U 3aITiB BO,I[OI/I' NOCNEOOBATENBHOCTE

4.3. IlpoTUBONOKA3AHHS

e [ UNepuUyBCTBUTEIBHOCTh K JICHAIUJOMUAY MIM K JIOOOMY M3 BCIIOMOTATEIbHBIX BEILECTB,
IIEPEYUCIICHHBIX B pazzene 6.1.

e BepeMEeHHOCTh U TPYJHOE BCKapMIIMBAHUE.

e CoxpaHeHHBII PEenpOAYKTHUBHBIA MOTEHIMAN, 32 MCKIIOYEHHUEM CIy4aeB, KOT/Ia BO3MOXKHO
coOirofieHre BCeX HEOOXOAMMBIX ycioBuil IIporpaMMbl KOHTPOJIUPYEMOTO MEIUIIMHCKOTO
npumenenus npenapara JJEHAJIMTOMU/I-TII (cm. pa3nenst 4.4 u 4.6).

e HeBO3MOXXHOCTh WJIM HECIOCOOHOCTH COONIOAaTh HEOOXOIMMBIE MEphl KOHTpAICTIUH,
yKa3aHHbI€ B paznene 4.4.

4.4. OcoOble yKka3aHUs U MepPbI PETOCTOPOKHOCTU NPHU NMPUMEHEHU U
[Ipy Ha3HaYeHHWM JICHAIUAOMHUAA B KOMOWHAIIMM C JIPYTMMH JIEKQPCTBEHHBIMH MpernapaTamu
nepe] HayajJoM TEepalnuu CJIeAYyeT MpPEeABApPUTEIbHO O3HAKOMHUTBCS C COOTBETCTBYIOLIEH

PIHCTp}/KL[PIeﬁ 10 MEAULIUHCKOMY IIPUMCHCHHIO JICKAPCTBCHHOI'O IIpCIIapara.

IIpenynpexacHrue B OTHOIICHUH 66D€M€HHOCTI/I

JlenHanuaoMua — CTPYKTYpPHBIA aHAJIOT TanuaoMuja. M3BeCTHO, 4TO MpHeM OepeMEeHHBIMH
JKEHITUHAMU TaJIMJIOMHUA, 00JIaIaloIIer0 BhIPAKEHHBIM TEPATOTCHHBIM JCHCTBUEM, BBI3bIBACT
TSDKENbIE W YTPO’KaIolue >KU3HU BpPOXKIEHHBIE NedeKThl pa3BUTHUS Yy Iuiofa. JleHamumomun
BBI3BIBAII Y 00€3bsTH MTOPOKH PA3BHUTHUS, CXOTHBIC C OMMMCAHHBIMU paHee dPPeKTaMu TaauJaoMUIa
(cMm. paznenb1 4.6, 5.1 u 5.2). Ilpu npueme aeHanuaoMua BO Bpemsi 0epeMEHHOCTH PUCK PA3BUTHS
BPOXKICHHBIX JIS(hEKTOB Y IJI0J]a BEChMa BEPOSTCH.

HeykocHutenbHoe  coOmoneHue  Bcex  TpeOoBanuit  [IporpamMMbl  KOHTPOIUPYEMOTO
MeauiHckoro mnpumenenus npemapara JIEHAJIMJIOMUJ-TJI pacnpoctpaHsieTcss Ha Bcex
MALMEHTOK C COXPAHEHHBIM PENPOAYKTUBHBIM IOTEHLIHUAIOM, €CIH TOJBKO JIOCTOBEPHO HE
MOATBEPKICHO €ro OTCYTCTBHE, U HA MYXYHWH, MOJYYAIOIIMX JECHATUIOMUI U SBISIOLIMXCS
CEeKCyallbHBIM TapTHEPOM OEpeMEHHOH JKeHIUHBI WU KEHIIWHBI C COXpPaHEHHBIM
PENPOIYKTUBHBIM MTOTEHIIMATIOM.

Kpumepuu ons sxcenwun ¢ HecOXpaneHHbIM penpoOyKmMueHbIM NOMeHYUALIOM
JKeHnyHa-nanueHT WK JKEHIIMHA — CEKCYalbHBIN MapTHEP MykunHbl-nnanueHTa HE cunraercs
CIIOCOOHOM K JETOPOXKACHUIO MTPU HAJTMYUU XOTS ObI OJTHOTO U3 CIEAYIOUINX (DaKTOPOB:

e Bo3pacT >50 JieT U JUIMTEIBbHOCTh €CTECTBEHHOM ameHopeu >1 roja (ameHopesi BCIEICTBUE
IIPOTUBOPAKOBOM TEpanuM WU B IIEPUOJ TPYJHOTO BCKApMIIMBAHUS HE UCKIIIOYAET HATUYHE
JIETOPOAHOTO MOTEHIINANIA);

® DaHHSSI HEJOCTaTOUYHOCTh SUYHUKOB, MMOATBEPKACHHAS THHEKOJIOTOM;

® JIBYCTOPOHHSISI CAJIbIIMHIOO(OPIKTOMHUS UITU THUCTEPIKTOMUS B aHAMHE3E;

e rexHorun XY, cuHapoM TepHepa, areHe3us: MaTKH.

Koncynomuposanue

IIpuMeHeHHEe JICHAIUIOMHUAA Y OKEHIIUH C COXPAaHEHHBIM JETOPOJHBIM IOTECHIMAIOM

IIPOTHBOIIOKA3aHO B TE€X CIIydasiX, KOrJa He COOJIIOICHBI CICYIOINE YCIOBUS:

Kenmmna:

e J0JKHA IOHMMATh OXKuaaeMoe TeparoreHHoe aercreue npenapara JIEHAJTIMJIOMUWU/-TJT na
10/,
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® JI0JDKHA TMOHUMATh HEOOXOAWMOCTh HEIpep i Eﬁ)]&l)lébrﬁm&rk NIICITO,Z[OB

KOHTpAIeNIUN B T€UeHUEe 4 Helenb J0 Hayayla JICYeHHs, BO BpeMs JICUCHHS U B TEUCHHE
4 Hernenp 1ociie OKOHYaHHS JICYCHUS;

e JOJDKHA CJIEJOBaTh PEKOMEHJAIMU HCIONB30BaTh 3()()EKTHBHYIO KOHTPALEIIHIO JaXe B
CJlydae aMEHOPEH Y JKEHIIMHBI C COXPAHEHHBIM PENPOAYKTHBHBIM ITOTCHIIUAIOM;

® JI0JDKHA OBITH CITIOCOOHOM K COOIIOICHUIO BCeX MPaBMII A(PPEKTUBHON KOHTPALICTIIINH;

® JI0JDKHA 3HATh ¥ IOHUMATh BO3MOXKHBIE TIOCIIECTBHS OEPEMEHHOCTH, a TAK)Ke HEOOXOJMMOCTb
CPOYHOTO 00OpaIIeHus 3a KOHCYJIbTAIeH IPH MOJO3PEHUH Ha OEpEeMEHHOCTb;

e JI0JDKHA MOHUMATh HEOOXOIMMOCTh HEOTIIOKHOTO Havyasa JEYCHUS JICHAIUIOMHIOM Cpasy jKe
10CJIE TOJYYCHUSI OTPHUIIATENILHBIX PE3yIbTaTOB TeCTa Ha OEPEeMEHHOCTH;

® JI0JDKHA OCO3HABAaTh HEOOXOJMMOCTh MIPOBEICHUS TECTA U BBIMOIHATH TECT HA OEPEMEHHOCTD
KaXple 4 HeelH, 32 NCKIIUYEHHEM MMAIllMEeHTOK, KOTOPHIM BBINOJHEHA CTEPHIIN3AIMS ITyTEM
MIEPEBSI3KH MaTOYHBIX TPYO;

® JI0JDKHA TOATBEPAMTH, YTO MOHUMAET PUCK BO3MOXHBIX HEKEIATENbHBIX IMOCIEACTBUN H
HEO0XO0IMMOCTh MX MPEAYNPEKICHHUS B IEPUOJT JICUCHHUS JICHATUJOMUIOM.

Ilpumenenue y mysxrcuun

Jannple  u3yueHuss  (apMaKkOKMHETUKHA  JICHATMJIOMHAA Yy  MYXYHH-TOOPOBOJIBIEB

CBHJICTEIIBLCTBYIOT O TOM, YTO B XOJI€ JICUCHHUsI JICHAIUIOMHUJI MOKET CONEPKATHCSA B IPEIEIBHO

HU3KHX KOHLIEHTPALUIX B CEMEHHOM JKHMJIKOCTH NAIIMEHTOB U HE OIIpeeNsieTcs uepes 3 AHs 1mocie

npeKpaleHus] IPUMEHEHUS Iperapara y 3J0pOBBIX J100poBosibiieB (cM. pazaernsl 5.1 u 5.2).

B kauectBe Mephl MPeIOCTOPOKHOCTH, YUUTHIBAsI BO3MOKHOE CHUIKEHHE CKOPOCTU BBIBEICHUS

JICHAJIMJIOMUJIA Y OCOOBIX TPYII MAaLMEHTOB (Y NAllMEHTOB C HAPYIIEHUAMHU (QYHKIIUH [TOYEK), IS

BCEX MY)KUMH, IPUHUMAIOLINX JCHATUIOMU/, TOJKHBI OBITH COOJIIO/ICHBI CIEAYIONINE YCIOBHS:

MyxuuHa:

e JOJDKEH  IIOHMMaThb  BO3MOXHBIM  PUCK  TEpaTOr€HHOTO  JACHCTBUSA  Ipemnapara
JIEHAJIMAOMU/I-TJI mnpu cekcyadbHOM KOHTaKTe € OEpeMEHHON >KEHIIMHON WU
JKEHIIMHOMN C COXPaHEHHBIM PENPOIYKTUBHBIM TOTEHIINAIIOM;

® JIOJDKEH TOHMMaTh HEOOXOIMMOCTbh HCIOJb30BAaHUS IpE3epBaTUBOB (Jake TIOCIHe
NEPEHECEeHHOW Ba3dKTOMMHU) TPU CEKCyaJlbHOM KOHTAaKTe ¢ OepeMEHHOW JKEHIIMHOM WM
JKEHIIMHON C COXPAHEHHBIM PENpPOAYKTUBHBIM MOTEHIIMAIOM, HE UCIOJIb3YIOIIEH HaJeKHbIE
METO/Ibl KOHTPALIENIIIUH, B IEPHOJ JICUECHNUS U B TCUECHUE HE MEHEE 7 THEH M10CIIE IPUOCTAHOBKH
W/WJTY 3aBEPIICHUS JICUCHUS;

® JI0JKEH MOHUMATh, UTO, €CIIM €0 NapTHepIla 3a0epeMeHesna BO BpeMsI €ro JIeUEHUs U BCKOPe
nocje  MpEKpalleHus TEepalnuu  JICHAIMIOMMIOM, OH JIOJDKEH  HE3aMEUIMTEIbHO
npouH(popMUpOBaTh 00 3TOM CBOErO JEYallero Bpaya, a €ro MnapTHEpIIe PEeKOMEHIYyeTcs
0o0paTuThCs 3a 00CIeJOBAaHUEM U KOHCYJIbTallMEN K Bpauy-TepaToyiory.

Bpau, Ha3Hauarouuii jeyeHne JIEeHaIUIOMHUIOM JKEHIIMHAM C COXPaHEHHBIM PENpPOaAYKTUBHBIM

MOTEHLINAJIOM, JIOJKEH:

e yOemuTbcs B TOM, YTO TMAIMEHTKAa YJOBJIETBOPSET BceM YycloBHsM [Iporpammsl
KOHTPOJINPYEMOTro MeauuuHcKoro npumenenns npemnaparta JEHAJIMAOMMUW/I-TJI, Bkiarouas
MOJATBEPKJIEHUE TOTO, YTO OHA a/IEKBaTHO IIOHUMAET CUTYAIHIO;

® [IOJIy4YUTh COTJIaCH€ TMAIMeHTKH Ha o00s3aTeIbHOe COONIOJCHHE €0 BCeX YCIOBUH
BbIIIEyKa3aHHOU [TporpaMmsbl.

IIpasuna konmpayenyuu

JKeHIMHBI ¢ COXpaHEHHBIM PENPOJAYKTUBHBIM MOTEHIIMAIOM JOJIKHBI MCIOJIb30BaTh OJUH W3
() PEKTUBHBIX METOJIOB KOHTpAICTIIMK B TeYeHUE 4 HeAeNlb 10 Hadalia JICUCHHUS, BO BpPEMs
Tepanuu U B T€UeHUE 4 HeAeNlb MOCJie OKOHYAHMS TEepanuu JICHATMIOMHUIOM, JaKe€ BO BPEMs
MIePEPHIBOB B JICUCHUH, 32 UCKITFOYCHUEM MAIIMEHTOK, KOTOPHIE Ha MPOTSHKEHUH BCETO YKa3aHHOTO
CpOKa BO3JEPKUBAIOTCA OT CEKCYallbHBIX OTHOILIEHHUM, YTO €XKEMECSYHO TMOATBEPKAAETCS
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HE00X0/IMMO HANpaBUTh K Bpauy-TMHEKOJOTY JUIs 1M0a00pa W Hayalla MCIOJIb30BaHUSI TaKOTro

MeTo/a.

Crenyromue npuMepbl MOXKHO OTHECTH K AP PEKTHBHBIM METO1aM KOHTPALSTIIHN:

® 10JIKOXHbIE TOPMOHAJIbHBIE UMILIAHTBL;

e BHyTprMaTouHble cucteMbl (BMC), BbIIesIIOLINE JICBOHOPTECTPEIT;

e Jleno-npenapaThl MeIPOKCUIIPOreCTEPOHaA alleTaTa;

e [IepeBsi3Ka MaTOYHBIX TPYO;

® Ba3’KTOMUS MapTHepa (HNOATBEpPKIAeTCAd ABYMS OTPHULATENIbHBIMU aHAJIM3aMH CEMEHHOM
KUJIKOCTH);

® [IpPOrecTepOH-COAEpIKaIINE Ta0IEeTKH, HHTHOUPYIOIINE OBYIISLUIO (HalIpUMED, A€30TeCTPeN).

B cBs3M ¢ MOBBIIEHHBIM PUCKOM TD-0CHOXKHEHUH IpHeM KOMOMHHMPOBAHHBIX NEPOPAIbHBIX

KOHTpALIENITUBOB HE II0Ka3aH NanueHTkam ¢ MM, npuHMMaromuM JIEHATUAOMU] B COCTABE

KOMOWHHUPOBAHHOM Teparuu, U B MeHbIIEH ctenenn — manueHTkam ¢ MM, MJIC u MKJI, kotopsie

MOJy4al0T MOHOTEPAIHUIO JIeHATUAOMUAOM (cM. pasaen 4.5). s 3¢ dexTuBHOIM KOHTparenuuu

3THM MAIlMEHTKaM PEKOMEHIYeTCsl MCIOJb30BaTh OJUH W3 IMEPEUYMCICHHBIX BBIIIE METO/IO0B.

[ToBbieHHBIH pUCK pa3BuTUs TD coxpaHsercs B TeueHHe 4—6 Helenb I0Ce MPEeKpalleHUs

npreMa KOMOMHMPOBAHHBIX MPOTHUBO3aYaTOYHBIX CPEACTB. D(PPEKTUBHOCTH TOPMOHAIBHBIX

IPOTHBO3a4aTOYHBIX MPEMApaTOB MOXET ObITh CHIDKEHA NpPU OJHOBPEMEHHOM Ha3HAYCHUH

JekcameTa3ona (cm. pasaen 4.5).

[TanueHTKaM C HEHUTPOIIEHMEH, HCIONIB3YIOUIMM B KadyeCTBE IPOTHMBO3a4aTOYHOI'O CpPEICTBA

IOJIKO’KHBbIE TOPMOHAJIbHBIE UMIUIAHTHI Wi BMC, Bblaemnstomuye JeBoHOprecTpen, Heo0XoauMo

npopMIAKTUIECKA HAa3HAYaTh aHTUOMOTHKH B CBS3HM C TOBBIIICHHBIM PHCKOM HWHQEKIIMOHHBIX

OCJIOXKHEHHH B MOMEHT YCTaHOBKHM 3THX TEpaleBTUYECKUX CHCTEM, a TAK)KE IOBBIIICHHBIM

PUCKOM HEPETYJISIPHBIX KPOBSHUCTBIX BBIJICJIIEHUN U3 MOJOBBIX ITYTEH.

Hcnonb3oanue BMC, Beliensonmx Meib, Kak NpaBuio, HE PEKOMEHAYETCS B CBSI3U C BBICOKUM

PUCKOM pa3BUTUS MHQPEKLUMOHHBIX OCJIOXKHEHUM B MOMEHT HMIUIAHTAMHW W HOBBILIEHHON

KPOBOIIOTEPU BO BpEMsI MEHCTPYallMM, KOTOpask MOXKET YCHWJIUTh BBIPAKEHHOCTb HEUTPOIEHUU

WM TPOMOOLIUTONIEHUH Y TTallUEHTKH.

Tecm na bepemennocms

B cooTBeTCTBHM ¢ MECTHOM MPAKTHKOM TeCT Ha OEPEMEHHOCTh C UYBCTBUTEIBHOCTHIO HE MEHEE
25 MME/Mn1 noikeH BBITIOJNHSATHCS TOJI HAOMIOACHUEM MEIUIIMHCKOTO IMEepCOoHaa ISl BCEX
JKEHIIUH C COXPAHEHHBIM PENPOAYKTHBHBIM MOTEHIIMATIOM, BKJIIOUYAs U T€X, KTO MOJIHOCTHIO U
HETPEPHIBHO BO3JIEPKUBACTCS OT CEKCYaJIbHBIX OTHOIIEHUH. B maeane, Tect Ha OepeMEHHOCTD,
Ha3HA4Y€HHE JICUCHMS U BblJaya Ipenapara JOJKHbI IPOUCXOUTh B OJIMH U TOT K€ JA€Hb. Briaua
JICHAIIMAOMHU A JKCHIIMHAM C COXpaHeHHBIM pGHpO)IYKTI/IBHI)IM IIOTCHOHUAJIOM JI0JI’KHA
MPOUCXOAUTH B TEUEHHE 7 AHEH MOCe Ha3HAYEHUS Tepanuu.

/o nauana neuenus

Tect Ha OEpPEeMEHHOCTH BBIMOTHSAETCS MO/ HAOIIOACHHUEM MEIMIIMHCKOTO TIEpPCOHAala B JICHb
Ha3HAYEHMs JICUCHUS WK 3a 3 JIHS 10 BU3UTA K JieHallleMy Bpayy Moclieé TOTO, KaK MalueHTKa
ucrnosb3oBaia dp(HEKTUBHBIA METOJ] KOHTpAICTIIIUA B TeUeHUE He MeHee 4 Heaenb. Pesymbrar
TeCTa JOJHKEH MOJITBEPAUTH OTCYTCTBHE OEPEMEHHOCTH Y AITUEHTKH K MOMEHTY HaJalia Teparniu
JICHAJIAIOMHUJIOM.

HpOaOﬂcheHue U OKOHYaHUe jle4eHus

TecThl Ha 6epCMCHHOCTB JOJIKHBI BBIIIOJHATHCA IO Ha6J'IIOIIeHI/ICM MCIUIUHCKOTO MEpCoHAIa
KaK MUHUMYM KaX/IbIC 4 HEACIIN, BKIIIOYAasA KaK MUHUMYM 4 HEACTIN ITOCJIIC OKOHYaHUs JICUCHHA,
3a UCKITIOYCHUEM HOHTBCp)K)ICHHOfI CTCPUIIN3AIITUU MATOYHBIX pr6 TecThI BBIIOJIHAIOTCS B JACHb
Ha3HAYCHUS JICUCHUS WIIH 32 3 JHA 10 BU3WTA K JICHAIIEMY Bpaydy.

Crpanwnma 18 u3 57



COOTBETC TEn'_ET -'I'I'_EF'T_I-! MY OTUETY

JlOOIHUTENBHBIE MEPBI IPEIOCTOPOKHOCTH

[TanMeHTHI HE TOJKHBI IEpeaBaTh JICHAIMIOMU IpyruM uiam. Hencrnons30BaHHbIN Ipenapar
PEKOMEHIYETCS BO3BPAaTUTh B MEIHMLMHCKOE YYPEXKACHHE II0 OKOHYAHWUU JICUCHUS I
0€30MaCHOr0 YHUUTOXKEHHUSL.

[TauuenTy He pa3pemiaeTcst ObITh JOHOPOM KPOBH HJIM CIIEPMbI Ha MPOTSKEHUU BCEro Iepuojia
JICYCHUS JICHAIUIOMUIOM U B TEUEHUE HE MEHee 7 THEH I10CIE €r0 OKOHYAHUS.

MenunuHckue pabOTHUKHU U JIM1IA, OCYILIECTBISIONINE YXO/, JOJKHBI HCII0Ib30BATh OIHOPA30BbIE
nepYaTKy Mpu 0OpameHny ¢ OaHKON MM Kamncynnoil. bepeMeHHbIM KEeHIMHAM WK JKEeHIIUHAM,
KOTOPBIE [10103PEBAIOT, YTO OHU MOT'YT ObITh OEpEMEHHBI, HE CIIEyeT NIPUKAcaThCs K OaHKe MIIN
Karcylie.

O6anloume MaTrCpHrajbl, OrpaHMYCHHMA B HA3HAYCHHUH W BbIJa4YC ITpCIriaparTa

UroObl MOMOYB MalMeHTaM MPEJOTBPATUTh BO3JCHCTBUE JICHAIMIOMHUIA Ha TUIOJN, BIaeer
PETUCTPALIMOHHOTO YAOCTOBEPEHUS! MPEJOCTaBUT MEIUIIMHCKOMY TIepCOHAly o0O0ydJaromiue
MaTepuaibl, YTOObl 00OCHOBaTb IMPEAOCTEPEKEHUS] B  OTHOLIEHHMM TEPATOI€HHOCTH
JEHAIUJOMHU/Ia, PEKOMEHJO0BATh KOHTPALECIHLHIO Iepe]] HAauyajJoM Tepalud U Pa3bsCHUTh
HEO0OXOUMOCTh IPOBEACHUSI TECTOB Ha OepeMeHHOCTh. Bpau nomkeH mnpouHdopMHUpoBaTh
MAIMEHTOB MYXCKOTO U JKEHCKOTO IIojla O PHCKE pa3BUTUS TeparoreHHoro sddexra
JCHATUIOMHUA W CTPOTHX Mepax IO TNPEAyNpPEeKICHHIO OCPEeMEHHOCTH B COOTBETCTBHH C
[IporpamMmmoil KOHTPOJIMPYEMOr0 MEIULMHCKOTO npumMmeHenus npenapata JIEHAJIMOMMU/I-
TJI. Bpau nomxeH obecrneuuTh NalMeHTa 0O0ydarolleld OpoIIOpoil M KapTOYKOW IalueHTa,
a TaK)K€ MHBIMH SKBUBAJICHTHBIMU HMHCTPYKLIMSIMU B COOTBETCTBUHU C TOCYIAPCTBEHHON CUCTEMOM
KapT manueHToB. B uieane, Tect Ha OepeMEHHOCTh, HA3HAYCHHE JICUCHHUSI M BbIJlaua Tpernapara
JIOJDKHBI TIPOUCXOAWTh B OAMH W TOT XK€ JE€Hb. Bblgaua JieHanmuaoMuaa >KEHIIMHAM C
COXPAHEHHBIM PENPOAYKTUBHBIM MOTEHIIMAIOM JOJDKHA IPOUMCXOAUTh B TEUEHHE 7 JHEW IOocie
HazHaueHWs Tepanuu. JKEHIIMHaM ¢ COXpPaHEHHBIM pPENPOAYKTHBHBIM  IOTCHIIMAJIOM
JCHAJTIMIOMUJ MOXKET OBITh BBIJAH/BBIINMCAH MAaKCUMaJIbHO Ha CPOK Tepamuu 10 4 HeJelb B
COOTBETCTBUU C YTBEP)KJICHHBIMH ITOKA3aHUAMH U PEXUMOM J103UpoBaHus (cM. pazzaen 4.2), B TO
BpeMsl KaK JPyTUM MalueHTaM — Ha CPOK Tepanuu 10 12 Henenb.

I[DVTI/IG 0CO0KIE YKa3aHudg U NPpEAYNPEKACHUA ITPHU MPUMCHCHU N

Hughapxm muoxapoa

Nmerotest cooliieHnst o cinyvasx uHbpapkra muokapaa (M) y manueHTOB, MPHHUMAIOIINX
JCHAJIUIOMH]], B YACTHOCTH Yy JIHI, HUMEIIUX (AaKTOpbl pHCKa CEpIEeYHO-COCYIAMCTHIX
3a00NeBaHM W B TEYEHUE TEpBBIX 12 MecsAleB KOMOMHMPOBAHHOTO IPUMEHEHHS C
JieKcaMeTa30HoOM. B ciryuae Hanmuns pakTopoB pHCKa, BKIIOYas B EPBYIO Ouepe/ib TPOMOO3HI B
aHaMHe3e, HEOOXOJUMO KOHTPOJIMPOBATH COCTOSHUE MAIMEHTOB, a TaKXKe NpEeANPUHUMAThH
NIeCTBYS, HAINpaBJICHHBIE HAa BO3MOXKHOE CHIDKEHHE BIMSHUS (AKTOPOB pHCKA (KypeHHe,
apTepHabHasi TUIICPTEH3US, THIICPIIATTHIEMHS).

Benosnas u apmepuanvuasn TO

Y mammentToB ¢ MM kKoMOWHHUpOBaHHAas Tepamus JICHATUIOMHIOM H JIEKCaMETa30HOM
ACCOLIMMPOBANIaCh C TMOBBIMIEHHBIM PHUCKOM BEHO3HBIX T3 (IPEeHMyIIeCTBEHHO TPOMOO30B
r1yookux BeH u TD sieroyHoi apTepun). ITOT pUCK ObLI HUKE MPH JICYCHUU JICHAIUIOMUIOM B
KOMOHMHAINHU ¢ Mell(paTaHOM U TIPETHU30JIOHOM.

Momnotepanus aeHanugomuoM nauentoB ¢ MM, MJIC u MKIJI accoruupoBanachk ¢ MEHbIIUM
pUCKOM BeHO3HOU TD (IpeuMyIiecTBeHHO TPOMOO030B TIIyOOKUX BeH M TD NeroyHoi aprepun),
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paznaensl 4.5 u 4.8).

Y nanumentoB ¢ MM coudeTaHHOE€ INpUMEHEHHE JICHAIMJOMMIA W  JIeKCaMeTa3oHa
ACCOIIMHMPOBAJIOCH C TMOBBIIMIEHHBIM PUCKOM apTepHaibHbIX 1O (rmaBHBIM oOpazom MM u
UHCYJIbTa). DTOT PUCK ObUI HUXKE IPU JICYEHUH JICHAINIOMHUIOM B COYETAaHUM C Mel(alaHOM U
npeaHu30710HOM. Prick aprepuansabix TO Huxke y nanuentoB ¢ MM Ha (oHE MOHOTEpanuu, 4emM
Ha (poHEe KOMOMHUPOBAHHOM Tepanuu C JCHAIUIOMHIOM.

Takum 00pa3zom, HEOOXOAMMO HAONIOIATh 3a MALMEHTaMH, UMEOMMMH (pakTtopsl pucka T3,
BKJIIOYas U TpoMOO3bI B aHaMHe3e. CrieiyeT npearpuHuMaTh Mephl 110 BO3MOXKHOMY CHUXKEHUIO
BO3JCUCTBUS TakuX (AaKTOpPOB pHUCKA, KaKk KypeHHe, apTepuaibHas THIIEPTCH3HA,
runepaunuaeMus. IIporaoctudeckoe 3HaYeHHE TaKkKe MUMEIOT TD-OCIIOKHEHUS B aHaMHeE3e,
COIYTCTBYIOIAsl TEPANMsS IPUTPOIOITUHOM, 3aMECTUTEIbHAs] TOPMOHAIBHAs Tepanus. Takum
oOpa3oMm, mpenapaTsl, OOJIaJAlOIUE SPUTPONOITUYECKONM AKTUBHOCTBIO, a TaKXe Jpyrue
npenaparbl, KOTOpble MOTYT TMOBBIIIATH PHUCK  pa3BUTHS  TPOMOO30B  (Hampumep,
FOPMOHO3aMECTUTENbHAS TEPaIus), JOKHBI HA3HAYaThCsl C OCTOPOXKHOCTBIO ManueHTaMm ¢ MM,
IPUHUMAIOIIUM JICHAIMAOMU] BMECTE C JeKcameTa3oHOM. KoHIeHTpanusi reMorjioOnHa BbIIIe
120 r/n npeamnosaraeT npeKpamieHne Tepanun 3puTPOIO3THHOM.

Bpaun uw mDanueHThl JOJDKHBI  BHUMATEIBHO  OTCJIEKHMBAaTh KIMHUYECKHE CHMIITOMBI,
CBUJETENIbCTBYONME O BO3MOXHOM TDO. IlanmeHTsl AOMKHBI OBITH MPEIYNPEXKAECHBI O
HE00XO0IMMOCTH HEMEJIJIEHHOT'O OOpAaIleHHs K Bpady B CIy4ae MOSBICHUS TAKUX CUMITOMOB, KaK
OJIBIIIKA, 0OJIb B IPYIHOM KIIETKE, OTEK BEPXHEH MM HU)KHEH KOHEYHOCTH.

Pexomennyercs npodunakTuueckoe Ha3HAUCHHE MPOTHBOTPOMOOTHUYECKON Teparnuu, 0COOEHHO
HalnyveHTaM, MMEIOUIMM JONOJIHUTEIbHbIE (aKTOpbl pHcKa pa3BuUTUs TpomOo3a. Pemenue o
IPUMEHEHUHU IPOTUBOTPOMOOTHYECKON TEPANIUH CIIEYET IPUHUMATh [TOCJIE TUIATEIbHOM OLIEHKH
UH/IMBUYaJIbHBIX (PaKTOPOB PUCKA.

Ecnu y nanyenTa nosBUIMCh CUMITOMBI TO, HEOOXOAMMO NMPEKPATUTD JIEUEHUE JIEHATUIOMUIOM
Y Ha3HAYUTh CTaHJAPTHYIO aHTUKOAryJISHTHYIO Tepanuto. [lociie Toro kak cocrosiHAe NManueHTa
CTaOUIIM3UPYETCS HA AaHTUKOATYJISIHTHOM Tepanuu U cuMnToMbl TO OyayT yCTpaHEHbI, MOXKHO
BHOBb HauaTh JICYCHHME JICHAJTUJOMHJIOM B TOW >ke J03¢ Mpu OJaronpusTHOW OLEHKe
COOTHOLLIEHUS MoJib3a/puck. [lanmeHTy cieayeT MpOJOKUTh aHTUKOArYJISHTHYIO TEpaluio B
TEYEHUE BCEro JaJIbHEHIIETO JICUCHUS JIEHATUIOMUIOM.

JleroyHas runepTeH3us

VY manueHToB, MOJYyYaBIIMX JICHATUIOMHUI, COOOIIAIOCh O CIyYasX JIETOYHOW THIEPTEH3UH,
WHOTJIa CO CMEPTENbHBIM HCcXoaoM. [lanneHToB HeoOXxoaumo oOcieoBaTh Ha MPEAMET
MPU3HAKOB M CHMIITOMOB CEPACYHO-JIETOYHBIX 3a00JI€BaHMI 10 Hayala U BO BPEMs TEparuu
JICHATUJJOMHIOM.

HetiTporienss 1 TpOMOOIIUTOIIEHUS

TsokenpIMU  TO30JUMUTHUPYIOIUMH TOKCHYECKUMH  SIBIICHUSMH JICHAJTUJOMHIA  SBIISIOTCS
HEUTponeHUsI W TPOMOOIMTONEHUsl. Pa3BepHYTHI aHANU3 KpPOBH, BKJIIOYas OIpeAeTcHHe
KOJMYECTBA JIEHKOLIUTOB, (OPMYJIBI KPOBH, KOJUYECTBA TPOMOOIMTOB, TEMOTJIOOMHA,
reMaToKpuTa, HEOOXOAMMO BBIMOHSTH JI0 HaYala Teparnuu, KKyl HEJIEII0 B TEUSHUE IEPBBIX
8 Hemenb Tepanuy JICHATUIAOMHIOM W 3aT€M €XKEMECSYHO JUIsi MOHMTOPHHTA ITMTOIICHUM.
V nauuentoB ¢ MKJI MOHUTOPUHT cieayeT MPOBOAUTH KaXk/ble 2 HEJAENH BO BpeMs 3-T0 U 4-To
[IMKJIOB TEpaNHH, a 3aTeM — B Hadaje KaXJOro cieayromiero mukia. ['pa¢uk MOHUTOpWHTA
nanreHToB ¢ OJI umm JIM3 — exeHeenbHO B T€UEHUE NMEPBbIX 3 Henenb 1-To nukia (28 aHei),
KaXJble 2 HEACNH B TeUeHUE 2—4-r0 IUKIOB, 3aTEM — B HayaJle KaKJIOrO CIEAYIOUIEro IUKIIA.
MoskeT moTpeOoBaThCsl PEPhIBAHUE TEPATIMK U/WIIA CHIDKEHHE 70361 (CM. pasjen 4.2).
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[TateHTHl OMKHBI OBITH NMPOUH(GOPMHUPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIATh
JeqanieMy Bpady O JIF0OOM MOBBIILICHUN TEMIIEPaTyphI.

[TanenTaM ¥ BpadyaM PEKOMEHAYETCS OTCIIEKUBATh NPU3HAKA M CHUMIITOMBI KPOBOTEUCHHUS,
BKJIIOYasl TETEXUH M HOCOBBIE KPOBOTEUEHHs, OCOOEHHO B CiIydasX, KOTJa OJHOBPEMEHHO
IpUMEHSeMbIE JIEKAPCTBEHHBIE MPETapaThl CIIOCOOHBI MOBHIMIATH CKJIOHHOCTh K KPOBOTECUEHUSIM
(cMm. pasgen 4.8).

Crnenyer ¢ OCTOPOXHOCTHIO Ha3HauyaTh JICHATUAOMHI C JAPYTHMHU MHUENIOACTPECCUBHBIMU
npernapaTramy.

BJIMM: nayuenmsi, KOmMOpwviM NOKA3AHA MPAHCHIAHMAYUS, NOLYYA8UIUe JIeHATUOOMUO 8
KOMOUHayuu ¢ 60pme30mMubom u 0excamemasoHoMm

Heiitponenus 4-ii crenenu Tshxkectu Habmonanack y 2,8 u 28,7% ManueHToB B KIMHUYECKOM
uccnenoBannu (KM) PETHEMA GEM2012 u IFM 2009 coorBercTBeHHO. DebOpriibHas
HeliTponieHus 4-i1 crenenu Tsbkectd Habmonanack y 0 u 1,1% nanuentoB B8 KU PETHEMA
GEM2012 u IFM 2009 cootrBerctBeHHo. IlanuentoB creayer mnpouHGOPMHUPOBATH O
HEOOXOJUMOCTH CBOEBPEMEHHO c000MIaTh O (PeOPMIBHBIX SMU30[aX, MOXKET MOTPeOOBATHCS
NPUOCTAHOBKA TEPAIMU W/WJIM CHUYKEHHE J103bI (CM. pasnen 4.2).

TpombonuTonenus 3-it unu 4-i cTenenu TsHkecTH Habmoaanacs y 6,3 u 18,5% nanuentos B KU
PETHEMA GEM2012 u IFM 2009 coOoTBETCTBEHHO.

BJIMM: nayuenmut nocre TI'CK ¢ nocnedyroweti noodeparcusaroweis mepanueti 1eHAIUOOMUOOM
HJIP B xone KM CALGB 100104 Bxitouanu B ce0s1 ABJICHUS, 3a(pUKCHPOBAHHBIC ITOCIIC BBEICHHS
BbIcOKOI 10361 Menidanana u TT'CK (BAM/TI'CK), a Takske sIBICHHUS B IEPHOT TTOAICPIKUBAIOIICH
Tepanuu. Bropoill aHanmu3 BBIABUI SBJIEHMS, BO3HHKIIME II0CIIE Hayajla IOAJIEPKUBArOIIEH
tepanuu. B KU IFM 2005-02 6su1m 3adguxcupoBansl HJIP Tonbko 3a epro]1 moaep:KkuBaroien
Tepanum.

Heflitponienust 4-i1 creneHu TsKecTH HaAOI0Jaach C BBICOKOM YacTOTOM y MAlMEHTOB Ha
HOJ/ICP)KUBAIOIIEH Tepanuy JICHAJUJIOMHMJIOM IO CpaBHEHUIO ¢ rpynmoi miuane6o B 2 KU,
OLCHUBAOIINX NOJACPKUBAIONIYIO TEPANNI0 JICHATMAOMUAOM y nanueHTtoB ¢ BJIMM mnocne
TI'CK (32,1% mno cpaBHenuto ¢ 26,7% [16,1% mno cpaBHeHuto c 1,8% mnocine Hayana
noanepxuBatomeit tepanun| B KM CALGB 100104 u 16,4% B cpaBaenuu ¢ 0,7% B KU IFM
2005-02 cootBerctBeHHO). HJIP B BuAe HelTponeHuu, BO3HUKAIOIIMEe Ha (poHEe Tepamuu H
MPUBOJSIINE K MPEKPALICHHUIO pHUeMa JIEHAIUIOMU/1a, ObLITM OTMeYEHbI Y 2,2% nanuentos B K1
CALGB 100104 u y 2,4% nanuentoB B KM IFM 2005-02 cootBercTBeHHO. DebpuiibHas
HelTponeHus Oblila 3aperucTpupoBaHa ¢ TaKoi k€ 4acTOTOHM y NAIlMEeHTOB Ha MOACPKUBAIOLIEH
Tepanuy JEHATUIOMHJIOM IO CpaBHEHUIO ¢ rpynmnoii mianebdo B oboux KU (0,4% no cpaBHeHUIO
¢ 0,5% [0,4% mo cpasuenuto ¢ 0,5% mociie Havana noiepxuBaromiei Tepanuu] B8 KU CALGB
100104 u 0,3% no cpaBuenuto ¢ 0% B K1 IFM 2005-02 cootBercTBeHHO). [lanmenToB cienyet
npouH(OPMUPOBATh O HEOOXOJUMOCTH CBOEBPEMEHHO cOooOmaTh O (PeOPUIIBHBIX AMHU307aX,
MOJKET OTPeOOBATHCS MPUOCTAHOBKA TEPANUK U/MIIN CHIKEHUE 036 (CM. paszen 4.2).
TpombouuTonenus 3-i1 um 4-ii cTemeHW TSHKECTH OTMevalach dYalle Yy [MalueHTOB Ha
NOJ/ICP)KUBAIOIIEH TEpanuu JICHAIUAOMHUIOM IO CpaBHEHHIO ¢ Tpymmnoi miane6o B KU,
B KOTOPBIX OLIEHUBAJIACh MOJACPKUBAIONIAsl TEpanus JEHATUIOMUIOM y nanueHtoB ¢ BJIMM
nocie TI'CK (37,5% mno cpaBuenuto ¢ 30,3% [17,9% no cpaBHenuto ¢ 4,1% mnocie Haudana
noanepxuBatorieit Tepanuu]| B KU CALGB 100104 u 13,0% no cpaBuenuto ¢ 2,9% B KU IFM
2005-02 cootBercTBeHHO). [lameHTaM M BpayaM pPEKOMEHIYETCs OTCIEKHBATh NPU3HAKUA U
CHUMIITOMBI KPOBOTEUCHHSI, BKIIOUAsI MIETEXUN M HOCOBBIE KPOBOTEUEHHS, OCOOCHHO B CITyJasiX,
KOTJJa OJHOBPEMEHHO IpUMEHsSEMble JIEKApCTBEHHbIE Mpernaparbl CHOCOOHBI MOBBIMIATH
CKJIOHHOCTB K KpOBOTEUYEHUsIM (cM. pasen 4.8).
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KOMOUHayuu ¢ 6opme30MubOM U 0eKcamemazoHom

Yacrota pa3BuTusl HEHTponieHUH 4-i CTENEHH TSHKECTU Oblja HUXKE Y MAllMeHTOB, MOTYYaBIIUX
JieYeHUE JICHAIMIOMHIOM B KOMOWHammu ¢ Oopre3omuOoM u jaekcamerazonoM (RVd), mo
cpaBHEHHUIO ¢ rpymmnoii tedenus Rd (2,7% no cpasaenurto ¢ 5,9%) 8 KU SWOG S0777. Hactora
pa3BuTHs (peOpUIbHOI HeHTponeHnu 4-i CTeTeH! TshKecTH B rpymnmax jJedeHuss RVd u Rd 6buta
onunakoBoit (0% mo cpaBHenutro ¢ 0,4%). IlaumentoB cieayeT HTpPOUH(DOPMHUPOBATH O
HEOOXO/IMMOCTH CBOEBPEMEHHO COOOIIaTh O (eOpHIBHBIX 3MH30[aX, MOXET MOTPeOOBATHCS
IPHOCTaHOBKA TE€PAIUU M/HJIM CHUKEHHUE 0361 (cM. paszaen 4.2).

Yacrora pa3BUTHA TPOMOOIMUTONCHUN 3- WM 4-i CTENEHHW TsHKECTH ObUIa BBHINIE B TPYIIIE
nedenuss RVd no cpasuenuto ¢ rpynnoit Rd (17,2% no cpaBaenuto ¢ 9,4%).

BJIMM: nayuenmuvl, KomopblM He NOKA3AHA MPAHCHAAHMAYUA, NOIYHABUIUE NEeHATUOOMUO 8
KOMOUHAYUY C HUSKUMU O03AMU OeKCAMEMA30Ha

Helitponenuto 4-ii creneHu peke HAOMIOJANM Yy HAIlMEHTOB, IMOJIyYaBIIUX JICHAIHJIOMH B
KOMOHWHAIIUM C JICKCaMETa30HOM, YeM y MAIMEeHTOB B rpymne cpaBHeHus (8,5% B rpynmax Rd
[HenpepriBHOE JedueHue | u RdA18 [euenue B TeueHne 18 4-HenenbHBIX IIUKIIOB] IO CPAaBHEHUIO C
15% B rpymnmne MNanyeHToB, NMPUHUMABIIMX Meldanan/mpeaauzonon/tamunomun (MPT) (cm.
paznen 4.8). Dnuzonbl (eOpunbHOM HelTponeHun 4-H CTENEHU THKECTH BCTPEUAIHCh C
OJIMHAKOBOHM YacTOTOH B Tpymme JeHamumoMmuj/aekcamerason (0,6% B rpymmax ManueHToB,
HOJTy4YaBIIuX JeHanugaomu/ aekcamerazod Rd u Rd18, o cpasuenuto ¢ 0,7% B rpymnmne MPT)
(cMm. paznen 4.8).

TpombouuTonenus 3-it unu 4-i cTeneHN TSHKECTH HaO0Jaiach B MEHBIIEH CTETIEHH B rpyInax
Rd u Rd18, uem B rpymme cpaBHenus (8,1% mo cpaBaenuto ¢ 11,1% cooTBeTCTBEHHO).

BJIMM: nayuenmol, Komopvim He NOKA3aHa MpAaHcHIAHMAYus, NOayYarowue 1eHaruooMuo 6
KOMOUHAyuu ¢ Meagaianom u npeoHu30J10HOM

[Ipumenenue nenanuaomuaa ¢ mendananom u npeanusononom B KU y mamuentos ¢ BJIMM
COTPOBOXKAANOCH OoJiee BBHICOKOW 4acTOTOW HeWTporeHuu 4-ii creneHu Tspkectu (34,1% s
TPYIIBI Tepanuu MesdaraHoM, MPEAHU30JIOHOM U JICHATUJAOMUIOM M 3aT€M JICHATHJIOMUIOM
[MPR+R] u mendananom, npeaHH30J0HOM U JICHATHIOMHUIOM U 3aTeM Iuiaie6o [MPR+p] mo
cpaBaeHuo ¢ 7,8% B rpynne MPR+p) (cm. pasnmen 4.8). Dnu3onsl ¢heOpuiIbHON HEHTPOTICHUN
4-ii creneHu TshKkecTH Habmoaamuchk Hedacto (1,7% B rpynne MPR+R/MPR+p no cpaBHeHuto ¢
0,0% B Tpymme MendaraHa, MPEeTHU30JIOHA W TUIANE00 ¢ TMOCIEAYIOMEH MO IepKIUBAIOIICH
tepanuei mianedo [MPp+p]) (cMm. pazmen 4.8).

[Tpumenenrne KOMOMHAIIMY JICHATUIOMUA ¢ MeldaTaHOM U MPETHU30JI0HOM Y MalueHToB ¢ MM
COIIPOBOXKIANIOCh 0o0Jjiee BBICOKOM 4YacTOTOW TPOMOOIUTONEHMU 3-i M 4-H CTeNeHU TAKECTH
(40,4% B rpynmie MPR+R/MPR+p mo cpasuenuto ¢ 13,7% B rpynme MPp+p) (cm. paznen 4.8).

MM: nayuenmul, nonyuusuiue Kaxk MUHUMYM OOHY JTUHUIO MePaAnuu

Puck pa3BuTusi HeWTponeHun 4-i CTENEHW THKECTU Yy MalueHToB ¢ MM, monyduBHIMX Kak
MUHUMYM OJIHY JIMHUIO TEpalud, TPU OJHOBPEMEHHOM HA3HAUYCHWH JICHATUIOMHUAA U
JIeKcaMeTa30Ha 0YCHb BBICOK (5,1% B rpymnme MMaICHTOB, MOJTY4aBIINX
JEHATUJIOMHUI/ IeKcaMeTa30H, oOTHocuTeapbHOo 0,6% B Tpyle MalueHTOB, IMOJy4YaBIIUX
riane0o/nekcaMerasot). Onu3oasl  (GeOpuIbHOW HEUTpomeHuu 4-i  CTENeHU TSHKECTH
PETHCTPUPYIOTCS HEYaCTO (0,6% B rpyrmie MaIMeHTOB, MOJTYYaBIINX
JCHATMIOMHUI/IEKCaMeTa30H, OTHocuTenbHo 0% B rpynme TaIlMeHTOB, IOJYYaBIIUX
tame0o/mekcamerazon) (cm. pasnen 4.8). Beicokas yacToTa pa3BUTHS TPOMOOITUTOIICHUH 3-H U
4-ii cTemeHU TSKECTH OTMEYaeTcs y manueHToB ¢ MM mpu OJHOBPEMEHHOM Ha3HAYCHHH
neHanuaoMua u aexcamerasona (9,9 u 1,4% cooTBETCTBEHHO B TPYIIIE MAIUEHTOB, MOTYyYaBITUX
JICHATMIOMU/I/IEKCAMETa30H, OTHOCHUTENsHO 2,3 u 0% B Trpymme MalueHTOB, MOJTY4aBIIUX
mtare6o/nekcameTason) (cm. pasaen 4.8).

Crpanwnma 22 u3 57



COOTEBETCTEYET 3KI(

MJ[C
VY nanumentoB ¢ MJIC nedyeHHe JEHATMIOMUJIOM Yalle BBI3bIBAJIO PAa3BUTHE HEUTPONEHUU U
TPOMOOIMTONCHUH 3-i1 U 4-¥ CTENCHH TSHKECTH 110 CPaBHEHUIO ¢ iane6o (cM. pasaen 4.8).

MKJI
VY mamuentoB ¢ MKJI Heiitporienust 3- 1 4-i CTENEHU TSDKECTH pa3BHBANIach yaiie Ha ¢GoHe
JICUCHHMS JICHAJIMIOMU/IOM, YeM Y MMAlMEHTOB KOHTPOJIbHOM rpyrisl (cM. paszaen 4.8).

DJI unu JIM3

[IpumeHeHue JIeHaTMI0MI1a B KOMOMHAIMY ¢ puTyKcuMaboM y nmarueHToB ¢ @JI u JIM3 cBsazano
¢ 6oJ1ee BBICOKON YacTOTOM pa3BUTHS HEUTPONICHUH 3-1 MK 4-1i CTENeHH TSHXKECTHU 110 CPABHEHUIO
C TMalMeHTaMH, MOJyYyarlluMu Iulane0o/putykcumad. HeBbpicokas dYacToTa pa3BUTHS
(beOpuIbHON HEUTPOIICHUH U TPOMOOLIUTOTICHUH 3 -1 WK 4-1 CTENCHH TSHKECTH Ha0JIr01aIach Kak
B TPYIIIE JCHATUIOMHK I/ PUTYKCHMMA0, Tak U B rpyiie miamnedo (cM. pasaen 4.8).

3a001eBaHus IMUTOBUIHON JKEIE3bl

HmeroTcst cooOIieHus o ciaydasx TUIoTHpeo3a u runeptupeosa. [lepen Hauanom ieueHus cieayer
OIICHUTh COITYTCTBYIONINE 3a00JICBaHUS, CIIOCOOHBIC OKa3blBaTh BIUSHUEC Ha (DYHKIUIO
HIUTOBUTHOM jKkeJie3bl. PekoMeHnyeTcst IPOBOAUTD OLIEHKY (DYHKIIMU IIUTOBUIHOM Kele3bl epes
HAYaJIOM JICUCHUS U €€ PETYJISPHBIA KOHTPOJIh Ha (DOHE IMPUMEHEHUS Tperapara.

[lepudepuueckas HelponaTus

Mornekyna JeHaIUIOMHA CTPYKTYPHO CXOXKa € MOJIEKYJIOH TaluaoMHIa, KOTOPBI H3BECTCH
CBOEH CIIOCOOHOCTBIO BBI3bIBaTh TSDKENYHO Nepudepuueckyro Helpornatuio. TeM He MeHee, He
OTMEYEHO IMOBBIIICHHOW YaCTOTHI Pa3BUTHA Nepuepudeckoil HeliponaTuu npu edennn BJIMM
Ha (oHE JIeueHHs JCHAIMIOMMJIOM B KOMOMHAIIMM C JIEKCaMETAa30HOM WM MeldalaHOM U
NPEIHU30JI0HOM, WM TPU HA3HAYCHWH MOHOTEpAIHH JICHATUIOMHUIOM, WU MPH JIUTEIHHOM
NPUMEHEHNH JICHAINIOMU/IA.

[lpumeHeHne NeHATUIOMHIA B KOMOMHAIIMM C BHYTPMBEHHBIM BBEJIEHHEM OopTe3omuba u
JIeKCaMeTa30HOM y manueHToB ¢ MM cBszaHO ¢ Oosiee BBICOKOM 4YacTOTOW pa3BUTHUS
nepudepudeckoil Helipornatuu. Yactora pa3zButus nepudepruueckoil HelponaTiuu ObLIa HUXKE MTPU
IOJIKO’KHOM ITYTH BBesieHus 6opTe3omuda. bonee noapobnas nnpopmanus ykazasa B paszene 4.8
Y MHCTPYKIUH 110 MEIULIMHCKOMY ITPUMEHEHHIO OopTe3oMuba.

TFRuTLS

B cBsi3M C BBIpaXXEHHOW AHTHHEOIUIACTUYECKOW AKTUBHOCTBIO JIEHATUAOMHUIA BO3MOKHO
pasButue TLS. Ha ¢one neuenus nenamunomuom TLS u TFR nabmroganuch 4acTo y maiueHToB
C XPOHMYECKHM JIMM(OIUTAPHBIM JIEHKO30M M HEYAacTo y MalUeHTOB ¢ JuMpomoi. bouin
3aperucTpUPOBAHBI U JIETATIbHBIE UCXOAbI TLS BO BpeMs MpUMeHeHHsI JIeHAIn0Mu1a. Beicokomy
pucky passutus TLS m TFR ocoOeHHO mMoABEp:KEHBI MAIMEHTHI, WMEONINE OOJBITYIO
OITYXOJIEBYIO MacCy A0 Hayaua Tepanuu. Y TaKuxX NalUEeHTOB HYKHO OUYE€Hb OCTOPOKHO HAaYMHATh
TEpanuio JICHAJIUAOMUAOM. 32 3TUMHU MallMEHTaMHU JOJDKHO OBITh OPraHM30BaHO MOCTOSIHHOE
HaOJro1eHne, 0COOEHHO B T€UEHUE MEPBOro LUKJIA TEPAUK WK B MPOLECCE MOBBIIICHUS J03bI
npernapara; Takke Heo0X0IuMO MPUMEHEHHE 00IENPUHATHIX MpodunakTuueckux mep. Ha done
JIeYeHHsI JICHAJIMIOMHUIOM NalMeHToB ¢ MM B peakux ciaydasx cooOmianock o pa3BuTuu TLS,
y manmeHToB ¢ MJIC pa3sutue TLS He 3aperucTpupoBaHo.

MKJT
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YCTaHOBJIEHHBIM B XOJI€ JUArHOCTHKHU BBICOKMM MEXIYHApOAHBIM IPOTHOCTUYECKUM MHIEKCOM
(MIP]) uax MCXOAHO TeHEpalIn30BaHHON JuMbaaeHoNaTuel (Haaudne KaKk MHHHMYM OJHOTO
ouara JAvaMmeTrpoM =7 cM) MoryT umerb puck pasButus TFR. Cunapom TpaH3UTOpHOTrO
yCyryOJieHusT KJIMHUYECKUX TMPOSIBICHUN OIyXOJIM MOXKET MacKUpOBaTh MPOTPECCHpPOBaHHE
3aboneBanus. [lanmenTtam, y KOTOpbIx ObLT auarHoctupoBan TFR 1-if u 2-ii creneHu, Obun
Ha3HayeHbl TokokopTukocTepouasl, HIIBII w/mnm HapkoTMYeckue aHaIbIeTUKH  JUIS
kynupoBanusi cumntoMoB TFR. Pemenne o newennn TFR pmomxHO 06a3upoBarbesi Ha
MHIUBUAYAIHOM IOAXO0/I€ K OL[EHKE Pe3yJIbTaTOB KIIMHUYECKOro 00cie10BaHus MalueHTa (CM.
paznensl 4.2 u 4.8).

DJI unu JIM3

Pexomenayercss mocrossHHOe HaOmOAeHWEe W KOHTpodb 3a cumnroMamu TFR. Cunumpom
TPAH3UTOPHOTO YCYI'YOJICHHS KIMHUYECKHX TIPOSBICHUM OMYXOJIM MOXET MaCKHpPOBATh
nporpeccupoBanue 3aboneBanus. [larmentam, y KoTopbeix Obl1 quarHoctupoBad TFR 1-i u 2-i
CTeTeHH, ObUIM Ha3Ha4YeHBI TIroKoKopTHKocTepou s, HIIBII n/nnm HapkoTHYECKHE aHATBI €THKU
st kynupoBanusi cumntomoB TFR. Pemenne o nmedennn TFR pmomkHo 6a3upoBarbes Ha
WHIUBUIYaJIbHOM TOJXO/€ K OIIEHKE Pe3yJbTaTOB KIMHUYECKOTO 00CIeA0BaHMS MalkeHTa (CM.
pasznensl 4.2 u 4.8).

PexoMeHyeTcss TIIATENBHBIA KOHTPOJL M oleHka LS. HeoOxomumo mojnepkaHue ypOBHS
JKUJKOCTH B OpPraHW3Me IMalMEeHTOB, MpoduIakTHUecKoe jJedeHue LS, a Ttakke mpoBeleHue
€XKCHEJICIIPHOTO PAa3BEPHYTOr0 OMOXMMHYECKOTO aHAN3a KPOBH B TCUCHHUE TIEPBOTO ITUKJIA HITH
JOJIBIIE B COOTBETCTBHHU C KIIMHUYECKUMHU IMOKa3aHUAMHE (CM. pasaensl 4.2 u 4.8).

OnyxoaeBas Macca

MKIJT
JleHanuIOMH HE PEKOMEHIYETCSl MPUMEHSATh Y MAIlMEHTOB C OOJBIIONW MAacCOd OIMyXOJIH TpHU
HaJIU4MH AJIbTEPHATUBHBIX METOIOB JICUCHHUS.

Panusaa cumepmuocmo

B K1 MCL-002 BreIsiBIEHO 3aMeTHOE yBeJIMYeHHE paHHer (B TeueHue 20 Hemelb) CMEPTHOCTH.
[TateHTh! ¢ UCXOHO OOJBIION MACCOW OMYXOJIM OTHOCATCS K IPYIIE BBICOKOIO pUCKa paHHEH
CMEpTH: B TPYIIE JICHAIUIOMHUA PaHHSA CMEPTh Obula 3apeructpupoBana y 16 (20%) uz 81
NalueHTa, a B KOHTpOJIbHOM rpymme —y 2 (7%) u3 28 nauueHtoB. B Teuenue 52 Henenb nedyeHust
9TH TIOKA3aTeNn COCTaBMWIN cOOTBETCTBEHHO 40% (ymepiio 32 nmanuenTa u3 81) u 21% (ymepiio 6
MaIMEeHTOB U3 28).

HIIP

B KM MCL-002 Tepanus neHammmomuaoMm Obiia otmeneHa y 11 (14%) u3 81 mammenta c
OOJBIIION MACCOi OMyXOJIM BO BpeMsl 1-ro IMKIIa JICYCHHs, a B KOHTPOJIbHOH rpymmne — y 1 (4%)
nanueHTa U3 28. OCHOBHOM NPUYMHOM OTMEHBI JIEUEHUS y MAIMeHTOB ¢ OOJIbIION Maccoii
ONyXOJIM B TpyIIEe JICHATUIOMHUZA BO Bpems 1-ro nukia Owuto paszsutue HJIP y 7 (64%)
nanuenToB u3 11.

Taxum 06pa3oM, HaMEeHTHI C OOJIBIION MAaCCOM OIyXOJIH JTOJKHBI HAXOUTHCS O] TOCTOSTHHBIM
HaOmoieHueM Jutst KoaTpouts 3a HIIP (cm. pasnmen 4.8), Bkirrouas cumntomsl TFR. Pekomenmanum
10 U3MEHEHUIO J03bI ipenapaTa npu pa3sutun TFR npusenens! B pasaene 4.2. bonbinas macca
OITYXOJIM OIpenessieTcs] NPy HaJIWYuU y MalKdeHTa M0 MEHbLIeH Mepe OJTHOTO oyara paMepom
>5 cM B [uameTtpe 0o 3 oyaros >3 cM.

Annepruyeckrue peakuy U TSKEJIbIE KOKHBIE PEAKIIUN
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aHAQUITAKTUYECKYIO0 PEaKIHI0, W TSDKETBIX KOXKHBIX PEaKIuid, BKIOYas cuHapoM CTHUBEHCa—
JI>xoHCOHA, TOKCHYECKUM snuaepMaibHbli Hekpoiau3 u DRESS-cunapoM, y mnanueHTos,
NPUHUMAIIUX JIeHamuaoMu (M. pasaen 4.8). Jlewamuii Bpau A0KEH NMPOUH(DOPMHPOBATH
NalueHTa O CHMIITOMAax J3THUX peakUUil U IMOpPEeKOMEHJ0BAaTh HEMEIJICHHO OOpaTUThCS 3a
MEIUIIMHCKOM MOMOIIBIO B ciy4yae uX pa3Butus. [Ipu nosiBlieHMH aHTMOHEBPOTHUYECKOTO OTEKa,
aHapUIAKTUYECKONH peakiuu, SKC(HOIMATUBHBIX WU OYyJUIE3HBIX BBICHIIIAHUN Ha KOXE WIH
MOI03pEHUH Ha pa3BUTHE cuHIpoMa CTuBeHCa—/[»KOHCOHA, I TOKCUYECKOTO 3HUIEPMaIbLHOTO
Hekponuza, wiu DRESS-cunnpoma crnenyer HeMeMIEHHO —MpPEKpaTHUTh  MPUMEHEHHE
JICHATMIOMHUIA, JICYCHUE KOTOPBHIM HE CJEeIyeT BO30OHOBIISITh M TOCIE MCUE3HOBEHUS KOXKHBIX
nposienieHuil. HeoOxonuMocTh mepephiBa B JICYEHUHM WM OTMEHBI JICHAIMJIOMHJA CIEIyeT
paccMOTpPETh B Ciyyae MOSIBJICHHUS JIPYrUX BUIOB KOXKHBIX PEAKIMM B 3aBUCUMOCTH OT HX
BBIPQXXEHHOCTH. B CBsI3U € TE€M, UTO UMEIOTCS Hay4YHbIe MYOJIMKAIIMK O BO3MOXKHBIX IIEPEKPECTHBIX
peakuusax MEXIy JCHAIUIAOMUIOM U TaJIMJIOMMJIIOM, CIEAYET C OCO0OM TIIATEIbHOCTHIO
KOHTPOJIMPOBATh COCTOSIHHUE MAIIUEHTOB, Y KOTOPHIX B aHAMHE3€ €CTh YKa3aHUs Ha aJlJIepruuecKue
peakiuu B MEpUOA JICYCHUs TaduAoMuaoM. JIeHaIMIOMUJ HEeNb3s Ha3HayaTh IMAlUEeHTaM,
y KOTOPBIX B aHAMHE3€ UMEIOTCS YKa3aHUs Ha THKENbIE KOXKHbIE Peakui Ha (JOHE PUMEHEHHS
TaTUIOMH/IA.

Pazsutne NCPBUYHBIX 3JI0KAYCCTBCHHBIX OHVXOHef/'I IIDVFOﬁ JIOKaJIn3alnun

B KU ormeuena Oosiee BBICOKas YacTOTa BO3HUKHOBEHHUS IEPBHYHBIX 3JI0KAYECTBEHHBIX
onyxoneil apyroi nokanuzaunuu (IIOJJI) y mnamueHtoB, paHee NOJIy4aBIIUX JIEYEHUE
JCHAJIMJOMUIOM U JekcameTa3oHoM (3,98 na 100 uenoBeko-j€eT), 10 CPABHEHHUIO C KOHTPOJIbHON
rpynnoi (1,38 na 100 yenoBeko-net). HeunnBasusubie [TOJ] Briaroyanu 6a3aibHOKIETOUYHYIO
KapIMHOMY U IJIOCKOKJIETOYHBIN paKk Koku. bonbiias yacte nuBaszuBHbIX [1O/1J] oTHOCKIAaCh K
COJIUJIHBIM OITYXOJISIM.

B KU y naruenToB ¢ BJIMM, kotopeim He Obuta okazana TI'CK, moimyJaBmmx JICHATHIOMU/ B
KOMOMHAIMM ¢ MeJddalaHOM M IPEeIHU30JOHOM JI0 NpOrpeccupoBaHMs, HaOIH0AaI0Ch
yBenuueHue 3aboneBaeMoctu remartosorndeckumu [IOJIJI (ocTpblii MuenougHbIA JI€HKO3
(OMJI), MZIC) B 4,9 pasa (1,75 wa 100 yenoBeKko-JI€T) MO CPAaBHEHHUIO C TAIMCHTAMH,
MOJIy4aBIIMMU Mendanad B KoMOuHanuu ¢ npennuzoioHoMm (0,36 wa 100 yenoBeko-yer).
VBenuuenue 3aboneBaemoctH comuanbiMu IIOJJI B 2,12 pa3a oTMedanoch y MalUEHTOB,
NOoJIy4yaBUINX JIeHanuaAoMuA (9 ukiIoB) B KOMOMHAIMK ¢ MeldaaaHoM U npeaHu3oaoHoM (1,57
Ha 100 yenoBeko-jeT), 0 CPaBHEHUIO ¢ MeldalaHOM B KOMOMHaIMu ¢ npexHu3onoHoM (0,74 Ha
100 yenoBeko-JyeT).

Y nauueHTOB, MOMy4YaBUIMX JIGHAIWAOMHA B KOMOMHAIMM C JIEKCAaMETAa30HOM 10
IIpOrpeccupoBaHusl Wi B TeueHue 18 mecsies, 3aboneBaeMocTh remartosiornyeckumu [10/1J1
He yBenuuuBanack (0,16 Ha 100 genoBeko-ner) mo cpaBHeHuto ¢ npuemom MPT (0,79 na 100
YEJIOBEKO-JIET).

VBenuuenue 3aboneBaemoctu conuaubiMu [IO/1JI B 1,3 pa3a 3aperucTpupoBaHoO y MalUEHTOB,
MOJIyYaBUINX JICHATUIOMHJI B KOMOMHAIIUU C JIEKCAMETAa30HOM JIO MPOTPECCUPOBAHUS WIIU B
teuenue 18 mecsuen (1,58 Ha 100 yenoBeko-net), mo cpaBHeHuto ¢ nmpuemom MPT (1,19 Ha
100 genmoBeko-yeT).

VY mnamumentroB ¢ BJIMM, nony4aromux J€HAIUIOMUI B KOMOMHanuu ¢ Oopre3oMHOOM U
JIeKcaMeTa30HoM, JactoTa pa3Butus remartosiorunyeckux [IOJI cocrasmsa 0,00-0,16 wa 100
YeJI0BEKO-JIET, a yacToTa pa3Butus conuanbix [IOJI —0,21-1,04 na 100 yenoBeko-Jer.
[ToBbrmienHsIlt puck pa3BuTus remarosiormdeckux [IOJIJI Ha Qone mpuema neHanmmoMuaa
aKTyaJleH Takke U 1 nanveHtoB ¢ BJIMM nocie TpaHcIiaHTallMM CTBOJIOBBIX KJIETOK. XOTS
3TOT PUCK €Il HE MOJIHOCThIO 0XapaKTEPU30BaH, €ro HY)KHO UMETh B BUJY, IPUHUMAs! peLICHHE
o HazHaueHuu npenapara JIEHAJIMJIOMUW/I-TJI nanHo# rpymnne nanueHTos.
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(Bimouast auMmdomy XomkkuHa), coctaBmsia 1,31 Ha 100 uenoBeko-neT AN TPYIIIBI
nenamuaomua u 0,58 va 100 uenoBeko-yet Ay rpynmsl miane6o (1,02 za 100 yenoBeko-neT s
rpynnsl JeHanuaomuaa nociae TI'CK u 0,60 Ha 100 uenoBeko-neT i NAUEHTOB, KOTOPbIE HE
noydaym geHamaomun mociae TT'CK). Yacrora pa3sutus commnubix [T1O/]JI cocraBnsna 1,36 Ha
100 genoBeko-yet s rpynnsl JeHanuaomuaa u 1,05 va 100 yenoBeko-neT AJis MalUueHTOB U3
rpymisl wiane6o (1,26 va 100 yenoBeko-net ais rpynmsl JeHamaomuaa nocie TI'CK u 0,60 Ha
100 yenoBeko-JI€eT JJIsl MAIMEHTOB, KOTOpbIE HEe noy4danu jeHanuaomuy nocie TI'CK).

Puck pasButua remaronorudeckux I[IOJJI crmenyer yuuThiBaTh TNEped Ha3HAYCHHEM
JICHAIMIOMH/IA KaK B KOMOWHALIMY ¢ MeldananoMm, Tak u nocie npumeHenus BJIM/TT'CK. Bpauu
JTOJKHBl ~ BHHMATelIbHO  oOcjenoBaTh MHAIlMEHTOB C  HCIOJIb30BAHHEM  CTaHAApPTHBIX
JIMarHocTuueckux Meton0B s BeisiBnenus [1O/1JI kak nepen HauaaoMm Tepanuu, Tak U B TCUEHUE
Bcero nmepuona JiedyeHus. JledeHue creayeT MPOBOAUTH  COIVIACHO — OOLIEHPUHSATHIM
PEKOMEHIAIUSM.

IIporpeccupoBanue 1o OMJI ipu MJC ¢ HU3KAM M IIPOMEKYVTOYHBIM-1 pUCKOM

Kapuomun

Hcxonnsle  mepeMeHHbIE, BKJIHOYas  COBOKYINHOCTb  IUTOT€HETHMYECKHX  HApYLICHU,
PEIOTNPECIISIOT porpeccupoBanue 10 OMJI y manueHToB, 3aBUCUMBIX OT TeMOTpaHchy3uid u
JEMOHCTpHUPYIOLUX Aenenuio 5q. B xone komOuHupoBanHoro ananusza 2 KW nenanunomuna y
nanueHToB ¢ MJIC HU3KOro ¥ MpOMEXyTO4YHOro-1 pucka ObLIO OTMEUEHO, YTO MALUEHTHI CO
CJIOKHBIMU LIUTOIC€HETUYECKUMHU HApYLICHUSAMHU JEMOHCTPUPOBAIM CaMbli BBICOKMH 2-JIETHUI
KyMYJSTUBHBIM puck mporpeccupoBanuss no OMIIL (38,6%). Ilpornosupyemasi uacrota
nporpeccupoBanus 10 OMJI B TedeHne 2 JieT y NalMEHTOB C M30JIMPOBAHHOM aenenuei 5q
coctaBuia 13,8% mo cpaBaenuto ¢ 17,3% y nanueHToB ¢ Aesienuei Sq U OJJHUM JIONOJIHUTEITbHBIM
LIUTOT€HETUYECKUM HAapYLICHUEM.

COOTBETCTBEHHO, COOTHOIICHHE TIOJB3a/pUCK TEpalmuy JICHATWJIOMHIIOM TMAIUEHTOB C
muenogucuiactuueckum cuaapomom (MJIC) ¢ wmsonmmpoBanHO# genenmeit 5q (MIAC5q) B
COUYETaHUH C KOMIUIEKCOM LIUTOT€HETUUYECKUX HapyIIEHUH HEM3BECTHO.

Onyxonesotit npomeun P53 (TP53)

Mytauus TP53 Bo3nukaer y 20-25% mnamuentoB ¢ MIC5q ¢ HU3KMM PUCKOM U COTPsDKEHA C
BBICOKMM pHCKOM mporpeccupoBanus g0 OMIL Ilpu perpocnektuBHoM aHanuze KU
aeramunomua npu MJIC Huzkoro u mpomexkyrounoro-1 pucka (MDS-004) npornosupyemas
yactota mnporpeccupoBanus 10 OMJI B teuenue 2 net cocraBmsier 27,5% y TAlMEHTOB C
MOJIOKUTEIBHBIM  PE3yJIbTATOM HMMYHOTHCTOXHUMHYeCcKoro ucciemoBanus (MI'X-p53) (1%
YpPOBEHb OTCEYKH CHJIBHOTO SIEPHOTO OKpaIIuBaHUs c UCTIOJIb30BaHUEM
UMMYHOTHCTOXUMHYECKON OlLleHKH Oenka p53 B KauecTBE 3aMEHHUTENs] MYTallMOHHOTO CTaTyca
TP53) u 3,6% y nmanuentoB ¢ oTpurnareabHbiM pedynbratoM UT'X-p53 (p=0,0038) (cm. paznmen
4.8).

[IporpeccupoBanue 10 APYTUX 3I0KAYCCTBEHHEIX onyxoieit mpu MKJI

V¥ nanmentoB ¢ MKJI OMIJI B-kneTouyHsle ONyXoJu W HEMEIAHOMHBIN PaK KOXH SBISIOTCS
UACHTU(PUIIMPOBAHHBIMU PUCKAMH.

Pa3BuTHe nepBUYHBIX 3JI0KAYECTBEHHBIX ONMyxojen apyroi gokanusanuu npu PJI wum JIM3

B uccrnenoBanuu ¢ yyacTHeM MalMEHTOB ¢ penuauBupyromeit/pegpakrepnoit ®JI u JIM3 ne
OTMEYaJoch MOBbIIeHUsT pucka passutus [1OJl B rpymnme JeHaIMIOMHUI/PUTYKCHUMAO MO
CpaBHEHHIO ¢ rpymmoi miamnebo/purykcumabd. I'ematonoruueckue [TOJT (OMJI) Bo3uukin B
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100 venoBeko-1eT B TpyIIe MALMEHTOB, MOJydYaBIIMX IUianebo/purykcumad. Yacrora
BO3HHUKHOBEHUs reMatojiorndeckux u coiuanbix [1OJ1J] (3a uckitoyenrneM HeMellaHOMHOT'O paka
KoxH) cocrapmia 0,74 cnyyas Ha 100 4enoBeKo-JIeT B rpyImIe JeHATHIOMUuA/putykcumad u 1,97
ciaydast Ha 100 yenoBeko-JeT B TpyIe MalUueHTOB, MOTYYaBIIUX IUIane0o/puTykcumad, mpu
MeJuaHe JJIMTeNTbHOCTH nepuoja Habmoaenuit 29,8 mecsua (auana3on — ot 0,5 1o 51,3 Mecsia).
HemenanomHblli  pak KOXH ~ SIBISIETCS WIACHTHU(PUIMPOBAHHBIM PUCKOM U BKIIOYAET
TUIOCKOKJICTOYHBIN U 0a3aJIbHOKICTOYHBIN PaK KOXKH.

Bpauam cnenyer npoBoauth MoHuTOpuHr passutus [1OJI y mamuentos. Ilpu paccmorpenuun
BOIIPOCA O TEpaIUU JICHATUIOMHUIOM CIEAYET YYUTHIBATh KaK MOTCHIMAIbHBIC MMPEUMYILECTBA
JICHAJIUJIOMU 1A, TaK U pUCK Bo3HUKHOBeHUs [TO1JI.

Hapynienus co cTOpOHBI ISYCHU

[TeyeHOouHass HEAOCTATOYHOCTb, BKJIOYas cilydan C  ¢aTajdbHbBIM  HCXOJIOM, Oblia
3apEeTUCTPUPOBAHA Y TMAIMEHTOB, MOJYYaBIIMX JICHATUAOMHJ B paMKax KOMOMHHPOBAHHON
TEepanuu: OCTpas IE€UYEHOYHAs HEeI0CTaTOYHOCTh, TOKCHYECKUH TemaTuT, UHUTOJUTHUYECKUN
relaTuT, X0JIeCTaTUUECKHI MeaTUT U CMEIIAHHBIM [IUTOIUTHYECKUH/X0JIECTATUYECKUI IeIIaTHT.
MexaHu3Mbl TSKEION JIEKapCTBEHHOM TI'e€NaTOTOKCMYHOCTH OCTAOTCS HEM3BECTHBIMHU, XOTS B
HEKOTOPBIX CIIy4asx MpeablAylee BUPYCHOE 3a00JIeBaHUE TEYEHH, HCXOJHOE IMOBBIIICHHE
AKTUBHOCTH (DEpMEHTOB MEYECHU U, BOBMOXKHO, JIEYeHHE aHTHOMOTHUKAMHU MOTYT OBITh (haKTOpamu
pHUckKa.

Yacto peructpupoBaiuch (PYHKIHMOHAIBbHBIE OTKJIOHEHHUS IEYeHH, HO OOBIYHO OHU ObLIN
OCCCUMIITOMHBIMU U OOpaTUMBIMU IOCJE TpeKpamieHus Tepanuu. [locie BoccTaHOBIICHUS
MoKazaresieil /10 MCXOAHOTO YPOBHS Tepamui0 MOXXHO BO30OHOBHUTH B 0Oojiee HHM3KOH J03e€.
JleHanmuioMu1 BEIBOAUTCA MOYKaMU. BaKHO CKOppPEKTUPOBATh 03y Mpenapara y NalueHTOB ¢
MOYEYHON HEIO0CTATOYHOCThIO, YTOOBI M30€KaTh JTOCTHKCHHUS B IUTa3Me KPOBH KOHIICHTpPAIIHUH,
KOTOpBIE MOT'YT MOBBICUTh PUCK pa3BuTUs remartosiornyeckux HJIP wim rematoTOKCMYHOCTH.
PexoMeHnayeTcsi KOHTpOIUPOBATh (PYHKIIMIO MEYEHU, OCOOCHHO MPU HAIMYHH COITYTCTBYIOIIETO
BUPYCHOTO 3a00JI€BaHUs TEYEHW WM yKa3aHWs HAa HEro B aHaMHE3€e WM TMPU TPUMEHEHUH
JICHATMOMHU/Ia B KOMOUHAIIMY C MpenapaTaMy, BHI3bIBAIOIIUMU HapylIeHUue PYHKIINH MTEYCHH.

Nudekuusa ¢ HelTponeHuell win 6e3 TaKOBOU

[Tatmentsl ¢ MM nosBep>keHbl pa3BUTHIO MH(EKLNH, BKIIOYas MHEBMOHMIO. bojee BhICOKUi
ypoBeHb WHOUIMpPOBaHUS Habmomancs y mnanueHtoB ¢ BJIMM, koTopeiM He TmOKa3aHa
TpaHCIUIaHTalKs, Ha (OHE JIEYCHHUs JICHATUIOMUIOM B KOMOMHAIMY C JIEKCAaMETa30HOM, YeM Ha
¢one neuenus MPT, u y mnanmentoB ¢ BJIMM mnocie TI'CK, koTopbIM MpOBOIMIH
HOJ/IEP)KUBAIOILIYI0 TEparnuio JEHATUJIOMHUIIOM, B cpaBHeHMH C Mianebo. Mudexkuun >3-i
CTEIEHU TSKECTU Pa3BUBAINCH B YCIOBUAX HEUTPOIIEHUH MEHEE YEM Y OJHOU TPETH NALMEHTOB.
3a manueHTaMu ¢ M3BECTHBIMU (pakTopaMu pHcKa MHOUIUPOBAHHUS HEOOXOJMMO TIIATEIBHO
HaOmonaTe. BceM manmeHTaM peKOMEHIyeTCsl He3aMeUIUTEIbHO OOpaTUThCS K Bpady MpH
NEepBbIX NpH3HaKaxX MH(EKUUU (Hampumep, Kaiieib, JIMXOpajgka W T.JA.), YTO TO3BOJSET INpH
paHHEM JICYEHUH CHU3UTh CTENEHb TSKECTH.

Peaxmusayus eupycnou ungexyuu

Coo01m1anocsk o ciydasx BUPYCHOM peaKTUBAIIMH Y TTAIMEHTOB Ha (POHE TePATTHH JICHATHIOMHUIOM,
BKJTFOYAsl CEPhE3HBIC CIIydal peaKkTUBAIIMU BUpPYCa omosichiBaromero ymmas (Herpes zoster) umum
HBV.

B HEKOTOPBIX ClTydasx peaKTHBAIIMHM BUPYCHON HH(EKITUU HAOTOIAIICS JICTaTbHBIA UCXO/.

B psane cinydyaeB peakTuBaiysi BUpyca OMOSCHIBAIOIIETO KAk IPUBOJIHIIA K €T0 TUCCEMUHAITUN
U Pa3BUTHIO BHUPYCHOTO MEHWHTHTA WJU BHPYCHOTO TOPAXCHHS TJja3, KOTOpbIe TpeOOBaIH
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Ha3HAaYEHHs COOTBETCTBYIOLIEN TPOTUBOBUPYCHOW TEPAIUHU.

O peaktuBanuu HBV y nanueHToB, MOJIyYaBIIMX TEPANUIO JICHAJTHAOMHUAOM U IEPEHECIINX
panee renaTut B, cooOmanock peako. Y HEKOTOPHIX M3 3TUX MAIMEHTOB PEaKTHUBAILUS BUpPYyCa
IpuBeJa K Pa3BUTUIO OCTPOM IEYEHOYHOW HEJOCTATOYHOCTH, MPEKPAIIECHUIO TEpAnuu
JEHAJIMIOMHUJIOM W HA3HAYEHUIO NPOTUBOBHUPYCHBIX IpemnaparoB. Jlo Hadama JiedeHUs
JICHAJIMJIOMUJIOM BCEM IallMeHTaM CleqyeT mpoBecTd TecT Ha Hamuuue HBV. Ilpu monyuenun
MOJIOKHUTEIBHOTO Pe3yJIbTaTa PEKOMEHIyeTCsl KOHCYNIbTalus renaronora. Cienyer coOmonaTh
OCTOPOKHOCTb IPH JICUEHUH JICHATUAOMUIOM nanueHTtoB ¢ HBV B anamHuese, Bkitouas u Tex,
Yy KOTOpBIX Pe3yJIbTaThl T€CTAa HA aHTHUTeNA K sigepHoMy antureny HBV (HBc) nonoxurensHbie
IpU OTpULIATENIBHOM pe3yibTaTe Ha HBsAg. OTu nanueHTsl JOHKHBI HAXOOUTBCA O[T
MOCTOSTHHBIM HAOJIO/ICHUEM ISl CBOEBPEMEHHOTO BBISIBJICHUSI CAMITOMOB aKTUBAIIUHN UH(DEKITHH
HBYV Ha npoTs>keHuu BCero Kypca JeueHusl.

[Iporpeccupyromas MyabThhOKaIbHAs JeHikodHnedaronarus (ITMJI)

CooOmranocs o ciydaax pa3sutus [IMJI y nanueHTOB, MPUHUMABIINX JIEHATUIOMHU/, BKIIOYAs
ciydyau c JetaiabHbIM HcxonoM. CormacHo cooOmenusiM, [IMJI pasBuBamack B nepuoj OT
HECKOJIBKMX MECSLEB /10 HECKOJIBKUX JIET MOCJIE Hayalla JICYEHUs JICHATUAOMUI0M. B ocHOBHOM
€000111aJ7I0Ch O CiIyYasX y MalUeHTOB, OJyYaBUIMX COMYTCTBYIOIIEE JIEUEHUE IE€KCAMETa30HOM
WM paHee MPOLIEAIINX XUMUOTEPAHUIO IPYTUM MMMYHOJEIPECCUBHBIM IpenaparoM. Bpauam
ClenyeT peryjasipHO IPOBOJWUTH MEAMIMHCKMM OCMOTp maunueHtoB. llpu cocraBinenuun
muddepeHIManbHOr0  AMarHo3a y TMaldeHTOB C HOBBIMH WM IPOTPECCUPYIOIIMMHU
HEBPOJIOTMYECKUMH CHUMIITOMaMH, IIPU3HAKAMU KOTHUTMBHBIX M IOBEACHYECKUX HAPYIICHHUU
HEOOXOUMO YYUTHIBaTh BO3MOXKHOCTH pa3BuTus [IMJI. IlanueHToB ciaeayeT mpeaynpeauTb O
TOM, YTO UM CTOUT COOOIIUTH CBOMM OJIM3KUM M JIMIAM, YXaKUBAIOLUM 33 HUMH, O JICUECHUH,
MIOCKOJIbKY OHH MOT'YT 3aMETUTh CUMIITOMBI, O KOTOPBIX MMAalIUEHT HE 3HAET.

Juarnoctuka [IMJI qomkHa BKITIOYATh HEBPOJIOTHYECKOE 00CIIEIOBaHUE, IIPOBEICHIE MAarHUTHO-
PE30HAHCHON TOMOrpaduu roJOBHOTO MO3ra ¥ aHaJIM3 CIIMHHOMO3TOBON YKUIKOCTH HAa HAJIMYUE
JIHK Bupyca Jxona Kannunrema (Bupyca JC) c momouipr0 MeToja MOJMMEpPa3HOM IemHON
peakiuu (I1LP). B kauectBe anmprepHatuBbl [IL[P-uccnenoBanuio MoxkeT OBITH MpOBEIEHA
Ouoricusi rosloBHOro Mosra ais omnpeaeneHus Bupyca JC. Otpunarensusiii pesynprar II1[P-
uccnenoBanusi Ha Bupyc JC He wuckmouaer pazsutue I[IMJI. Heobxomumo obGecmneuuTh
JIOTIOTHUTEIbHOE HAOJI0ICHHUE 3a MAllUEHTOM U POBECTHU JOIMOJHUTENbHBIE UCCIIEI0BAHUS, €CITU
JIbTEPHATUBHBIN TUarHO3 HE MOXET ObITh YCTaHOBJIEH.

[Tpu Hanuunu nogo3penus Ha pazputue [IMJI nanpHeWmmiA npueM JeHATUIOMUIA TOJDKEH OBITh
IPUOCTAHOBIIEH JI0 TeX Mop, noka auarno3 [IMJI ve 6yzaer uckiodyeH. B ciyyae noaTBepxkaeHus
nuarnosa [IMJI npuem neHanuaoMuia J0JKeH ObITh OKOHYATEIIBHO MTPEKPAIICH.

[Mauumentsl ¢ BAMM

Bbornee BbICOKMI ypoBEeHb HEMEPEHOCUMOCTH KOMOMHUPOBAaHHOM Tepanuu JeHanugomuaom (HJIP
3-it nnm 4-i cTenenu TsHxkecTH, cepbe3nble HIIP, mpekpaliiienue nedeHus) oTMeyancs y NaiiueHToB
ctapuie 75 ner, ¢ Il ctaaueii cornmacuo MexayHapoaHoi cucteMe cragupoBanus (ISS), ¢ cymmoit
6amnoB mo mkane ECOG >2 unu KK <60 mn/mun. [lepen HazHadeHWeM JICHATHAOMHUIA B
KOMOHMHAIIUU C APYTUMU IIpernapaTaMyi HY»KHO TIIATEIbHO OI[EHUTh BO3MOXHYIO IEPEHOCUMOCTD
ATOH TepanmuM y MAlUEHTOB C yd4eToM uX Bozpacrta, Il cragum no ISS, ECOG >2 wmm KK
<60 mur/muH (cM. pa3aensl 4.2 u 4.8).

Karapakra
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KOMOMHAIIMM C JEKCaMETa30HOM, OCOOCHHO TpU JUIMTENbHON Tepanuu. PexomeHmyercs
PEryiasipHbIA KOHTPOJIb 3PEHHUS.

BcnoMorarenbpHEIC BEIECTBA

[Ipenapar JIEHAJIMJAOMUWUI-TJI conepxut nakrto3y. llanmentam ¢ peako BCTpedaromieuncs
HACJIC/ICTBEHHON HETEePEHOCUMOCTBIO TaJIaKTO3bl, Ne(UIIUTOM JIaKTa3bl JONapeil MM TIII0K030-
raJlakTO3HOM MalibabcopOuuen He clieAyeT MPUHUMATh 3TOT Mpenapar.

[Tpenapat B no3upoBke 10 MI coaepKUT KpacuTellb conHeuHbld 3aKaT xkentolid (E110). Kpacurens
coyiHeuHbI# 3akat xenThiid (E110) MoKeT BBI3BIBATh AJUICPTHUCCKUE PEAKIIHH.

4.5. B3aummopaeiictTBuMe ¢ JPYrHMHM JIEKAPCTBEHHBIMHM MpenaparaMi W JApyrue BHAbI
B3auMoOJeiCcTBUS

Opumponosmuueckue jeKapcmeeHnvle cpeocmsd, a TakkKe IPYTHe CPEICTBa, KOTOPHIE MOTYT
MOBBIIIATh PUCK TPOMOO3a, HampuMep, MpernapaThl IS T'OPMOHO3aMECTHUTEIBHOM TEparuu,
CJIeTyeT MPUMEHSITHh C OCTOPOKHOCTBIO y MAIMeHTOB ¢ MM, NpHHUMAIONUX JICHATUIAOMU] B
KOMOHUHAIIMHK C IeKcaMeTa30HoM (cM. paszenst 4.4 u 4.8).

IlepopanvHuvle konmpayenmugol

He mpoBoamioce wcClieOBaHWI JIEKAPCTBEHHOTO B3aWMOJICHCTBHS C  TEpOpPATbHBIMU
KOHTpallenTuBaMu. JleHanuaomMua He sBIAETCS UHAYKTOpoM QepMeHToB. B wuccienoBanuu
In Vitro Ha renaronuTax YeI0BeKa JICHATHIOMU/I B PA3IMYHBIX KOHIECHTPALUIX HE WHIYIIUPOBA
uzopepmentel CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Ilostomy Ha ¢oHe
MOHOTEpANUU JICHAUIUIOMHUIOM HE MPEIIoiIaracTcss WHIYKIMH, NPUBOISAMICH K CHIDKEHHUIO
¢ dexTUBHOCTH TMpenapaToB, B TOM YHCJIE TOPMOHAIBHBIX KOHTpauenTuBoB. OmHako
JIeKCaMeTa30H, SBISACH clabbiM/ymMepeHHbIM HMHIyKTOpoM Hu3odepmenta CYP3A4, BeposTHO,
BIMSET U Ha Jpyrue (epMeHThl, a Takxke TpaHcrmoprepbl. Henb3s HCKIOYUTH BO3MOKHOCTh
CHIKEeHUS 39 (PEeKTUBHOCTHU NEpOpaIbHBIX KOHTpAleNTUBOB Ha (hoHe Tepanuu. [loaToMy crnenyet
npeAnpUHUMATE 3PPEKTUBHBIE MEPBI MPETOXPAHEHHUS OT OepeMeHHOCTH (cM. pasjensl 4.4 u 4.6).

Bapgapun

He otrmedeno BimsiHMA neHamuaomuna B no3e 10 Mr, mpuHMMaeMOro MHOTOKPAaTHO, Ha
dapmakokuHeTHyeckue mnapaMeTpbl R- u S-BapdapuHa mpu €ro OJHOKPATHOM IpHEME.
OnHOBpEeMEHHOE OJHOKpaTHOE NMpUMEHEeHue BapdapwHa B 03¢ 25 MI' C JICHATUJIOMHIOM He
BJIMSUIO Ha (papMaKOKMHETHUKY mnocieqHero. OQHako HEM3BECTHO, UMEEeTCs JIM B3auMoJeiicTBUe
pY KIMHAYECKOM TPUMEHEHUH (COIYTCTBYIOIIAs Teparus ¢ JeKcaMeTa30HOM). JlekcameTa3oH
ABISIETCA  CIa0BbIM/yMEPEHHbIM HHAYKTOPOM (EPMEHTOB, M €ro BIUsSHHE Ha BaphapuH
HEM3BECTHO. PeKOMeHyeTcsi TIaTeNbHBIH KOHTPOJIHh KOHIEHTpamuu BapdapwHa BO BpeMs
Tepanuy JCHAIUIOMHJIOM.

Jueokcun

OnHOBpeMEHHOE Ha3HAYCHHE JeHaIuaAoMuaa B o3¢ 10 Mr/CyT yBenMUMBAJIO TUIa3MEHHYIO
skcno3unuio aurokcuna (0,5 mr ogHokparHo) Ha 14% ¢ 90% noBepurtensHbIM HHTEpBaioM (/111)
(0,52-28,2%). HeusBectHO, Oyaer ju 3TOT 3()(EKT MHBIM B KIMHUYECKOW cUTyanuu (Oosee
BBICOKHE J103bI JICHAJIHIOMUIA U COMYTCTBYIOILAs Tepanus aekcamerazoHoM). [ToaTromy Ha Gone
JIeYEHUs JICHATUAOMUIOM PEKOMEHIYEeTCS MOHUTOPUPOBATh KOHIIEHTPAIUIO TUTOKCHHA.

Cmamunul
Cy1iecTByeT MOBBINIEHHBIN PUCK pabIOMHOIN3a B CITy4yae COBMECTHOTO MPUMEHEHHSI CTATUHOB U
JEHATUJIOMHU/IA, YTO MOXKET OOBICHATHCS CYMMHPOBAHHMEM JICHCTBUS OSTHUX IMPENapaTosB.
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_NNEPTHOMY OTYETY

HEACIIN JICUCHUA.

Jlexcamema3son

OHOBpPEMEHHBIN OJTHOKPATHBIM WJIM MHOTOKPATHBIN MpUeM JekcaMmera3oHa (40 Mr oguH pa3 B
JICHb) HE OKa3bIBAET KIIMHUYECKU 3HAUNMOro 3P dexTa Ha (papMaKOKHMHETHKY JICHAIUOMUAA IPU
€ro MHOTOKPAaTHOM IpUEeMe B J103€ 25 MT OJIMH Pa3 B JICHb.

Bzaumooeticmeue ¢ uneubumopamu P-enuxonpomeuna (P-gp)

Jlenamumomuy in Vitro sieisieTcst cyoctpatom P-gp, HO He WHrHOuTOpoM P-gp. OmHOBpEeMEeHHOE
MHOTOKpPAaTHOE MPUMEHEHHE CUIIbHOTO MHrnouTopa P-gp xunumuna (600 mr 2 pas3a B 1eHb) WK
ymepeHHoro uHruburtopa P-gp/cyberpara Temcuponumyca (25 Mr) He OKa3bIBaJlO KIMHHYECKU
3HauuMoro 3¢ dexra Ha (apMaKOKHMHETHKY JeHamuaoMuaa (25 mr/cyt). dapMakOKMHETHKA
TEMCUPOIMMYCa HE U3MEHSUIACh IPH COBMECTHOM IMPUMEHEHUU C JICHATHIOMHJIOM.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMS

YuuThiBasgs HAaTU4HE TEPATOTCHHOIO IMOTEHIMANA, NPUMCHCHHE JICHAIUIOMHIA JOJIKHO
OCYILECTBIISATBCSL B CTPOTOM COOTBETCTBHM ¢ [IporpamMmoi KOHTPOJIUPYEMOTO METUIIMHCKOTO
npumenenus npenapara JEHAJIMAOMU-TII (cm. pazaen 4.4), 3a UCKITIOYEHHEM TE€X CIy4YaeB,

Koraa OTCyYyTCTBUC PCHIPOAYKTHBHOT'O ITOTCHIMAJIA Y MAMUCHTKU HAAC)KHO IMOATBEPIKACHO.

JKeHIIUHEI ¢ IETOPOIHBIM HOTeHHI/IaJ'IOM/KOHTDaHeHHI/IH Y MY)XYHUH M XCHITWUH

XeHmuHam ¢ JE€TOPOJHBIM MOTEHIMAJIOM CIEAYET HCHOJIb30BaTh 3(P(GEKTUBHBIE METO/IbI
KoHTpanenuuu. Eciu manmeHTka 3a0epeMeHena, NMpUMEHEHHE JICHATHIOMHUIA JTOJDKHO OBITh
IPEKpaIleHo, MAUeHTKy He0OX0IMMO HAINPaBUTh HAa KOHCYJIbTALUMIO K Bpady-TepaToiory Jis
OCMOTpa M KIMHUYECKUX pEeKOMeHJanuil. B ciiyuae OepeMEHHOCTH >KEHLIUHBI, SBIISIOIIEHCS
CEKCyaJIbHBIM IapTHEPOM IMAlMEHTa, MOJIyYaOLEro JICHAIMIOMHJ, €€ TaKK€ HalpaBisAoT K
Bpauy-TepaTojory Ui OCMOTpa U KIIMHUYECKUX PEKOMEHIallui.

JleHanmuaOMH CONEPKUTCS B CEMEHHOM KHUIKOCTH MALMEHTOB B IIEPUOJL JICUEHHSI B MIPENEIBHO
HU3KMX KOHIEHTpALUSAX W HE OIpeAeNsieTcsl y 3J0pOBBIX MYXYMH dYepe3 3 JHA mocie
IpeKpalleHus: IpUuMeHeHus npenapara (cM. paszzen 5.2). B kauectBe Mepbl MPeJOCTOPOKHOCTH,
YUUTBIBasi BO3MOKHOE CHUYKEHHE CKOPOCTH BBIBEICHHUS Mpenapara y NaueHTOB 0COObIX TPYIIIL,
HarnpuMmep, NMpU HApPYLIEHHH (DYHKIUM MOYEK, BCE MYKUMHBI, MPUHUMAIOIINE JIEHAIUIOMUT,
JIOJIKHBI [T0JIB30BAThCA MPEe3epBaTUBAMH B TEUEHHE BCETO Kypca JIeUeHus, BO BpeMsl IiepephiBa B
JIEYEHUN W B TEUYEHUE OJHOW HEAENW IIOCNIEe NPEKpALICHMs JIEUYEHUS B TOM Ciydae, €Cld
CEKCyaJIbHbIM MapTHep — OepeMeHHas KEHIMHA WM JKEHIIMHA C JIETOPOJHBIM MOTEHIIMAJIOM,
HE MCIOJb3YI0Iasl KOHTPALEILHUIO.

bepemeHHOCTD

JleHanuaOMHU — CTPYKTYPHBIN aHAJIOT TaIUI0MHUAA, KOTOPBIH ABISAETCS U3BECTHBIM TEPATOT€HOM.
W3BecTHO, 4YTO mNpueM TaluaOMHJa OEpeMEHHBIMU JKEHIIMHAMU BbI3bIBA€T TSDKENbIE U
YKU3HEYTPOXKAIOLINE BPOXKICHHBIE HAPYIIEHUS Y IUIO/A.

HccnenoBanue BIMAHUS JIEHAIMJIOMHIA Ha SMOpHOQETaIbHOE pa3BUTHE NPOBOAMIOCH HA
00e3bsiHaX, KOTOPBIM BBOAWIM Ipenapar B jno3ax oT 0,5 mo 4 wmr/kr/cyt. Pesynbrarsl 3TOTrO
MCCJIEIOBaHMSI TOKA3aJIH, YTO JIEHAIWIOMHU/T BbI3bIBAJ Pa3BUTHE BHEIIHUX A€(PEKTOB, B TOM YHUCIIE
3apalleHUe aHaJbHOTO OTBEPCTHsI M HAapYyLIECHHWE Pa3BUTUS BEPXHUX U HWKHUX KOHEUHOCTEN
(M30THYTHIE, YKOPOUEHHBIE, 1e(POPMUPOBAHHBIE, HEJOPA3BUTHIE U/UIIM YACTHYHO OTCYTCTBYIOLIUE
KOHEYHOCTH, OJIMTOJAKTHIIMS W/WIM MHOTONAIOCTh) y JETEHbINIeH caMOK 00e3bsiH, KOTOpbIe
MoJIyyald Ipenapatr BO Bpemsi OepeMeHHOcTU. Takke y €JUHUYHBIX IJI0JI0B HaOJI0JaNoCh
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MOBPEXJACHNE BHYTPEHHUX OPraHoB (M3MEHEHHE 1Bera) Qi;aéigﬁel(;érd_ %%’é%ﬂq}&fx 015 ax,

HeOoJIbIIIas OeclBETHASI Macca BhIIIE ATPUOBEHTPUKYIISIPHOTO KJIAllaHA, YMEHBIIICHHBIH KEeTIHBIN
my3bIpb, ehopMupoBaHHas Auadparma).

DKCHepUMEHTAIBHBIE WCCIEIOBAaHUs JICHATUIAOMUIA HAa 00€3bsHAX IOKa3alld pPe3yabTaThl,
CXOJIHBIC C ONTMCAHHBIMU paHee IS TATUIOMU/IA.

BcenenctBue oxxugaeMoro teparoreHHOro 3¢ddekra seHaInaoMuaa ero NprueM NpoTHBONOKA3aH
BO Bpemst OepemeHHOCTH (CM. pasaen 4.3).

JlakTamus

HCI/ISBGCTHO, IOCTYNACT JIK JICHATUAOMU/ B I'PYJAHOEC MOJIOKO. B cBsA3m ¢ 3THM B nepuona JICUCHUA
JICHAIMAOMHJIOM I'pyJHOC BCKAPMIIMBAHUC OOJIZKHO OBITh MMPCKpaIiCHoO.

DdepTUabHOCTD

Pe3ynbTarel ucciieoBaHUS PENPOIYKTHBHOW (DYHKIMH, KOTOPOE TPOBOIMIM HA KpbICaX,
C IpUMEHEHUEM JICHAIUIOMHUA B 103ax 10 500 mMr/kr (3Tu 10361 TpubausuTensHo B 200-500 pas
IIpEBBILIANIN TEPANeBTUUECKUE J103bl JJIs uenoBeka, 25 u 10 Mr cOOTBETCTBEHHO B IepecueTe Ha
IUIOIA/Ib TIOBEPXHOCTH Tela) HE MPOJEMOHCTPHUPOBAIM HapyIIeHUH (GEpTUIBLHOCTH WU
TOKCUYHOCTH JJIsI OpTraHu3Ma POIUTEIICH.

4.7. BiausiHMe Ha CIOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpeACTBAMH M padoraTrb
¢ MeXaHU3MaMH

JleHanuIOMH]] OKa3bIBaeT HE3HAUMTENIBHOE WIM YMEPEHHOE BO3/AEHCTBHE HAa CIIOCOOHOCTH
YIPaBJIATh TPAHCIIOPTHBIMU CPEACTBAMU U pabOTaTh C MOTEHIUAIBHO OMACHBIMU MEXaHU3MaMU.
Bo Bpems jeueHMs JIEHATUAOMHIOM OTMEUYAIUCh CJIa0OCTh, TOJIOBOKPYKEHUE, COHJIMBOCTb,
BEPTUIO U HEYETKOCTb 3peHUs. B CBS3U ¢ 3TUM cieayeT nposBIIsATh 0COOYI0 OCTOPOKHOCTD MpHU
yIIpaBJIEHUHN TPAHCIIOPTHBIMH CPEJCTBAMU U paboTe ¢ MEXaHU3MaMHU.

4.8. HexxenaTesibHbIEC peaKIUU

Pesrome mpoduis 6e3onacHOCTH

BJIIMM: nayuenmsi, KOmMoOpbviM NOKA3aHA MPAHCNAAHMAYUS, NOIYHABUIUE TEeHATUOOMUO 8
KOMOUHayuu ¢ 6opme3omMudOoM u 0eKcamemazoHom

B 2 KU1 npu npueme ieHanTuAOMUIa B KOMOMHAIIMKA ¢ OOPTE30MUOOM U JEKCAaMETa30HOM yallle
(>5%) nabmronanuce cieayromue cepbesunie HIIP:

e nHeBMOHUS (5,9%).

Crnenyroumme HJIP peructpupoBanuchk uamie y MalUeHTOB, MPUHUMABIIUX JEHAIUIOMHI B
KOMOWHAIIUU C TTOJKOKHBIM BBEICHHEM O0pPTE30MU0a M IeKCaMETa30HOM:

e nepudepuueckas Heriponarus (35,2%);

e meitponenus (31,9%);

e TpombouuTonenus (25,3%).

Cnenyromme HJIP perucrtpupoBanvch 4aiie y MNAaMEHTOB, NMPUHUMABIINX JICHATWIOMHU]l B
KOMOHMHAIINY C BHYTPUBEHHBIM BBeJIeHHEM O0pTe30MH0a U IEKCAMETa30HOM:

e nepudepuueckas Heiiponatus (54,8%);

o umdonenus (52,2%).

BIIMM: nayuenmst nocie TI' CK ¢ nocnedyrowetl noodepacusaioweli mepanuetl 1eHaiuooMuoom
Crnenyromnue cepbe3nbie HJIP Habmomanuce garmie (>5%) Ha doHe moanepKUBarOIIe Tepanuu
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(NOCNEQCBATENEHOCTE 0003)

JICHATMIOMHUJIOM TIO CPaBHEHHIO C TuTae6o:

e nHeBMoHus (10,6%);

¢ uHpEKIHOHHBIC 3a00neBanus JierkuX (9,4%).

B 2 KU cnenyromme HJIP peructpupoBaivch yamie y naideHToB, IPUHUMABIINX JICHATHIOMU]L
B paMKax IMOJJICPKUBAOIIEH TepaIiu, 0 CPaBHEHHUIO ¢ TUIane0o:
e Heltponenus (60,8—71,9%);

TpoMOonmronenus (23,5-61,6%);

oponxur (47,4%);

nuapes (38,9—46,4%);

Hazopapunarut (34,8%);

MblIleuHbie cygoporu (33,4%);

o Jneiikonenus (18,8-31,7%);

e acrenus (29,7%);

Kamensb (27,3%);

MH(pEKINY BEpXHUX JIbIXaTeNbHBIX IyTel (26,8%);

colnb (25,0%);

ractposHTepHur (22,5%);

nuxopanka (20,5%);

MOBBIIIEHHAsT yromisieMocTs (17,9%);

anemus (13,8%).

BJIMM: nayuenmovi, KomopbiM He NOKA3AHA MPAHCHAAHMAYUS, NOLYYABUIUE JIeHATUOOMUO 8
KOMOUHayuu ¢ 6opme3omudom u 0excamemasoHom

Crnenyronue cepbe3nbie HJIP wabmonmanwchr wame (>5%) mpu mpueMe JICHATUAOMHUIA B
KOMOUWHAIIMK C BHYTPUBEHHBIM BBEICHHEM OOpTE30MHOA U JIEKCAMETa30HOM, YeM MpU MpHEeMe
JICHAJIMIOMK/Ia B KOMOMHAITMH C IEKCAMETa30HOM:

e cHmwkeHue aprepuanbroro aasaeHus (AJl) (6,5%);

e uH(eKINOoHHbIE 3a00eBanus erkux (5,7%);

e o0Oe3BoxuBanue (5,0%).

Cnenyrormmue HJIP Berpewanucp yamie Ha ¢GoHE TpHeMa JICHATMIOMHUAA B KOMOWHAIUU C
0opTe30MHOOM W JIeKCaMETa30HOM, YeM Ha (OHE TpueMa JICHAIHIOMHIA B KOMOWHAIIMH C
JICKCaMETa30HOM:

® TIOBBINICHHAS yTOMIIsIeMOCTh (73,7%);

nepudepudeckas Heiponarus (71,8%);

TpoMOonuTonenus (57,6%);

3anop (56,1%);

runokansimeMus (50,0%).

BJIMM: nayuenmul, Komopulm He NOKA3AHA MPAHCNIAHMAYUs, NOLYYAeuiUe JeHATUOOMUO 8
KOMOUHAUUU C HUBKUMU 003AMU OEeKCAMEMA30Hd

Cepresnbimu HJIP, Habmromaembimu yate (>5%) npu mpreMe JeHaTuaoMuAa B KOMOMHAIIMH C
HU3KOW J1030M JeKcameTa3zoHa Npu HempepblBHOM JiedeHuH (Rd) wnm neuenun B TeueHue 18
4-nenenpHbIX 1UKIOB (RA18), uem Ha QoHe mpuema Mendanana, MPeTHU30IOHA U TATUIOMHUIA,
ObLIHU:

e mHeBMoHHS (9,8%);

e [I0YEYHAas HEJIOCTATOYHOCTH (BKIIIOYast OcTpyro) (6,3%).

N3 HIJIP na ¢one nmpuema Rd mnu Rd18 uame, uem Ha ¢one Mendanana, mpeaHU3070HA U
TATUIOMHKIA, HAOTIOJaIUCh:

o nmapes (45,5%);

® TIOBBIIICHHAS yTOMIIsIEMOCTh (32,8%);
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e Gon b crme (32.0%): (NOCNELOBATENEHOCTb 0003)

e acrenus (28,2%);

e Oecconnuna (27,6%);

e cpinb (24,3%);

e cHwkeHue amnmeruta (23,1%);
e xamens (22,7%);

e juxopazaka (21,4%);

e MblnIeuHbie cynoporu (20,5%).

BJIMM: nayuenmovi, KomopbiM He NOKA3AHA MPAHCHAAHMAYUS, NOLYYABUIUE JIeHATUOOMUO 8
KOMOUHAyuu ¢ Meagaianom u npeoHu30J10HOM

Cepnesnbimu HJIP, 6onee wacto (>5%) HabnrogaeMpIMu 1ipy ipueMe Meldanana, mpeIHu30I0Ha
U JISHATHIOMH/IA C TTOCIICYIONIEH MoaiepKuBarolei Tepanueit seHaatuaomMuiom (MPR+R) wn
npu npuemMe Mmendanana, TPeJHU30JI0HA U JICHATHIOMHIA C MMOCICIYIOMEH MOIepKUBAOIIEH
tepanued 1iane6o (MPR+p), wem npu npueme wmendanana, NnpeaHU30JI0HA M IIAnEdo0 ¢
MOCIICAYIOICH Mo Iep )KUBaroNIeH Tepanueii iamne6o (MPp+p), Obutn:

e (eOpunbHas HelTporenus (6,0%);

e anemus (5,3%).

N3 HJIP yvame nabmomanuck npu npueme MPR+R u MPR+p, uem npu npueme MPp-+p:
HeiTponenus (83,3%);

anemus (70,7%);

tpoMbouurtonenus (70,0%);

nerikonenus (38,8%);

3arop (34,0%);

muapes (33,3%);

chitib (28,9%);

nuxopanka (27,0%);

nepugepudeckne orexu (25,0%);

kamens (24,0%);

cHkeHue amnreruta (23,7%);

actenus (22,0%).

MM: nayuenmoi, nonyuusuiue KaKk MUHUMYM OOHY TUHUIO MePaAnuu

K ceppesnsim HJIP, 3apeructpupoBanusiM Ha (hoHE TPUMEHEHUS JICHATUAOMU A/ IeKCAMETa30Ha,
yarie, 4eM Ha (oHe rianedo/eKkcaMeTa3oHa, OTHOCUIINCH:!

e BeHosHas TO (Tpom003 riybokux BeH, T jeroyHoit apTepun);

e HEUTpONeHUs 4-11 CTENEHU TSKECTH.

Cnenyronue HJIP y mammentoB ¢ MM Berpeuanuch yamie Ha (GoHe mpuema JICHAIUIOMUIA U
JIeKcaMeTa30Ha, 4eM Ha (hoHe mpreMa mianedo u 1eKcaMeTa3oHa:

MOBBIIIEHHAs] yTOMIIsIEMOCTb (43,9%);

HerTponenus (42,2%);

3aropsl (40,5%);

muapes (38,5%);

MBbIIevHbIe cynoporu (33,4%);

anemus (31,4%);

TpoMbouurtonenus (21,5%);

ceimb (21,2%).

MJC
bonpmmmucTBO HJIP, Kak mnpaBmiio, pa3BUBaIUCh B TEYEHHE IEPBbIX 16 Henenp JedeHUs
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JIEHAJIMOMUIOM.

Cepbesnbie HJIP Brtouanu:

e BeHO3HYIO TD (TpomM003 riry0oKuX BeH, T JleroyHoi apTepun);

e HeWrTpomeHuto 3-i WM 4- CTENEHM TsOKeCTH, (EOPWIbHYI0O HEUTPONEHUIO U
TPOMOOIUTONICHHIO 3-¥ WK 4-i CTETICHU TSAKECTH.

HJIP, nan6onee yacTo Habt01aBIINECS MIPH JICYCHUH JICHATUOMUIOM, OBLIH CIEAYIOUIIMHU:

e wHeitftponenus (76,8%);

e TpombouuTonenus (46,4%);

o nuapes (34,8%);

e 3amop (19,6%);

tomHoTa (19,6%);

3y (25,4%);

coimb (18,1%);

MOBBIIICHHAs yromisieMocTs (18,1%);

MbIIeuHbie cynoporu (16,7%).

MKIJI

Cepnesnbie HJIP, kotopble HaOmoJanuch dYaile BCEro B TPYIIE JICHATHIOMHUAA, OBLIU
MIPEICTABJICHBI:

e HeiTponenueii (3,6%);

e TD serounoii aprepuu (3,6%);

e nuapeeii (3,6%).

Crnenyronue HJIP pa3BuBanuch yarie B rpymie JICHATUIOMHUIA:

o wueittponenwus (50,9%);

o anemus (28,7%);

o nmapes (22,8%);

e noBbIIIEHHAs yroMisieMocTs (21,0%);

o 3amop (17,4%);

e nuxopazaka (16,8%);

e ChINb (BKIIOYAs ayuiepruueckuii gepMatut) (16,2%).

[TariueHTHI ¢ UCXOHO OOJBIIION MAaCCOM OMYyXOJIM OTHOCSTCS K TPYIIE BHICOKOTO pUCKa paHHEH
CMEPTH.

DJI unu JIM3

Crnenyroue cepbe3nsle HJIP nHabmiomanuch yarie B Tpymnie JEHAIWIOMMJ/PUTYKCHUMAO MO
CpaBHEHMIO C TPYIION ru1anedo/puTykcumad:

e (eOpunbHas HeliTponenus (2,8%);

e TD nerounoit aprepuu (2,3%).

Cnenyromue HJIP pa3zBuBanuchk yarie B TpyIne JICHATUIOMHUI/PUTYKCUMA0 MO CPAaBHEHHIO C
rpymnmnoi mianedo/purykcumad (kak MUHUMYM Ha 2% yaille B OJHOM Ipyrire, 4eM B Ipyroii):
Helitponienus (58%);

muapes (31,3%);

neitkonenust (28,4%);

3arop (26,1%);

NOBBILIEHHAs] yToMisieMocTh (21,6%);

nuxopazaka (21,0%).

TabanuHoe pE3IOME HEXKENATCIIHLHBIX PEaKITUN

Yactora HJIP, mpuBeAeHHBIX HMKE, OMPEAEISUIACh COOTBETCTBEHHO CIEAYIOUIEH Tpajalliu:
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HO <1/1000); ouensb peako (<1/10 000); yactora Hen3BecTHA (Ha OCHOBAHUHM UMECIOIIUXCS TAHHBIX
OLIEHUTHh HEBO3MOYKHO).

HJIP ObuiM BKITIOYEHBI B COOTBETCTBYIOIIYIO KaTEropuio B Tabiuie 1 coraacHO MaKCUMallbHOU
YaCTOTE BCTPEUAEMOCTH B OJTHOM U3 OCHOBHBIX K.

Ceomnast Tabimuia HJIP Ha ¢one MoHoTepanuu neHamuaomMuaoM mnpu MM (cm. tabm. 1)
MOJTrOTOBJICHA IO JTAHHBIM, MOJY4YeHHBIM B xoz¢e npoenenuss KU y nmanuentos ¢ BIMM nocie
TI'CK, nonyyaBIIMX  [OAJAEP/KUBAIOLIYI0  TEpaluio0  JeHaIWAoMuaoM. JlanHble  He
KOPPEKTUPOBAIKCH ISl OTPAXKEHU S OOJIBIICH MTPOIOJDKATEILHOCTH JICUCHHS JICHATHIOMUIOM (10

MIPOTPECCUPOBAHUSI) B CPABHEHUU C TPYIION mane6o B ocHoBHBIX KW MM.

Taomuma 1. HIJIP,

3apeructpupoBanibie B KM y mnanmentoB ¢ MM,

MO/JICPKUBAIOIIIYIO TEPAIUIO JICHATUIOMHIOM

MOJTY4YaBIINX

CHucTeMHO-OPraHHbIH
KJaacc/IIpeamoyrureinb
HBI TEPMUH

Bce HexenaTeabHble peakuuu/
YacroTta

He:xenareabnble peakuuu 3-i u 4-i
creneHn TsokecTn/Yacrora

H(eknny 1 nHBa3uu

Ouens uacmo

[TneBMOHMA" ?, MH(EKIMH BEPXHUX
NBIXATENbHBIX MyTel, HHYEKIUHU ¢
Heiitponenueii, 6pouxut’, rpumm’,
racTPOSHTEPUT’, CHHYCHT,
Ha30(apUHTUT, PUHUT

Yacmo

Nndexuun’, uapexnmu
MOUYEBBIBOAAIIMX ITyTel” *, nHdeKun
HIDKHMX JIBIXAaTeIbHBIX My TEH,
MH}EKIMOHHBIE 3a00JI€BAHNS JIETKUX'

Ouenwv yacmo

[TneBMOHMA" ?, MH(EKIMH C
HEUTPOIICHUEN

Yacmo

Cencuc®, 6akrepuemus,
MH(pEKIMOHHBIE 3a00/1eBaHMUS JIETKHX',
OaxTepuanbHble MHYEKIMH HIKHUX
NbIXaTebHBIX MyTeH, OpouxuT’, rpum’,
racTPOSHTEPHUT’, OMOSICHIBAIOIIMIA
nmaii’, nagexuun’

JloOpokadecTBEHHbIE,
3110KaYeCTBEHHBIC U
HEYTOUHEHHbBIC
HOBOOOPa30BaHUS
(BKJTFOYAsT KHCTHI 1
[TOJIHITHI )

Yacmo
MJIC "

Hapyuienus co cTopoHsl
KpOBH U TMM(paTHIeCKON
CHCTEMBI

Ouensv uacmo

Heiitponenus’ °, hpebpubHas
Heitrponienus”™ °, TpomGonuTonenus’
°, anemus, nelikonenus’, MM oONEHUs

Ouenv uacmo

Heiitponenns’ °, hpeGpunbHas
Heitrponenus’ °, rpomGonuToneHus’
anemus, eiKkonenus’, TuMQponeHus
Yacmo

[ManuroneHus’

Hapymenus
MeTa0o0IM3Ma 1 MUTaHUS

Ouenwv yacmo
[ unoxanuemMus

Yacmo
["unoxanuemusi, 00€3BOKHBAaHHE

Hapymenus co cTopoHbI
HEPBHON CHCTEMBI

Ouenwv yacmo

[TapecTe3uu

Yacmo

[lepudepuueckas HeliponaTus®

Yacmo
I"osoBHAs 00JIb

Hapymienns co cTOpOHBI
COCY/IOB

Ouens yacmo
TD nerounoit aprepuun®

Yacmo

Tpom603 riy6okux e ¢

Hapy1iienust co cTOpOHBI
NIbIXaTEeIbHON CUCTEMBI,
OpraHoB I'PYIHOHN KIETKU
1 CPENOCTEHUS

Ouenwv yuacmo
Karrenb
Yacmo

0
Oppimika’, HACMOPK

Yacmo
Opnprmrka’
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 19.09.2024 N= 20041
(MpCIEOOBATENBHOTTE U003]

CHCTeMHO-0praHHbI|

Bce HexeaTeNbHbIE peakuuu/ HesxkenaTenbHble peakuuu 3-i u 4-i
kJjaacc/IIpennoyruresinb

N Yacrora creneHu TskecTn/Yacrora
HbIil TEPMHUH

Kenynouno-kumeunsie |Quens yacmo Yacmo

HapyLIECHUS [uapesi, 3amop, 0016 B )KUBOTE, Jnapesi, ppoTa, TOITHOTA
TOIIHOTA
Yacmo
PBoTa, 00JL B 3MIMTaCTpHUH

Hapymennst co ctopossl |Quers uacmo Yacmo

[EYECHU U OTKJIOHEHUS OT HOPMBI 3HAUEHUI OTKIIOHEHUS! OT HOPMBI 3HAYECHU I

JKETYSBBIBOIAINNX MyTEH[ToKa3aTenel ()yHKIIMOHAIBHBIX P00 Moka3aTeliel (yHKIIMOHATBHBIX MPO0
[eYeHU [EeYCHU

Hapymennst co ctopossl |{Quers uacmo Yacmo

KOKU U TIOJTKOKHBIX ChlIIlb, CYyXOCTh KOXHU ChlIIlb, KOXKHBIN 3y

TKaHel

Hapymienus co ctopons! |[Ouens yacmo

MBILLIEYHOM, CKENIETHON U|MBIIIEUHbIE CYAOPOTH
COeIUHUTENLHOU TKaHU |Yacmo

Muanrusi, KOCTHO-MbIIIedHasi 00JIb

OO61ue HapymeHuss 1 |Quens yacmo Yacmo
PCAKIIUH B MECTE [loBBILIICHHAS YTOMIISIEMOCTD, [ToBbIIICHHAS YTOMIISIEMOCTh, ACTCHHS
BBEICHUS ACTCHHMS, JIMXOPaJKa

¢ Cepbesnble Hexenarensuble peakiyu B KM y manmentos ¢ BJIMM nocne TT'CK.

* OTHOCHUTCSI TOJIBKO K cepbe3HbiM HJIP.

" Cm. moapaszaen «Onucanue otaeabHbix HIIPy.

& O6oOmatommii  TepmuH «[IHEBMOHMS» BKIIIOYAET CIEAYIOIIUE MPEAIOYTUTEIbHBIC TEPMUHBIL:
OpOHXOITHEBMOHHS; JI0JicBasi THEBMOHMS; TTHEBMOHMS, BbI3BaHHAs Pneumocystis jirovecii; mHeBMoHMS;
nHeBMOHMs, Bhi3BanHas Klebsiella, wmu Legionella, wam Mycoplasma, wm Pneumococci, wmm
Streptococci; BupycHasi THEBMOHWUsI, 3a00JI€BaHKE JICTKUX, THEBMOHHUT.

® O606maromuii TepMuH «Cencrc» BKIIKOYAET CIIELYIONIUE IPEINOYTHTENBHBIE TEPMUHBL: OaKTepHAJIbHBINA
CEIICHC, CEICHC, BEI3BaHHbIM Pheumococci umu Staphylococci, centryeckuii moxk.

¢ O6o6maromuii TepmuH «llepudepudeckas HelpomaTws» BKIOYAET CIENYIOIIHE MPEINOYTHTEIbHbIE
TepMUHBL: epudepuyeckas Heliponarus, nepudeprdeckas CeHCOpHasl HeWponaTusi, MOJTUHEeHPonaTusl.

4 O606maromuii TepmMuH « TpoM603 rTy6OKHX BEH» BKIIOUAET CJIEAYIONIME MPEATIOYTUTELHBIE TEPMHUHEL:
TpOM0O03 IITyOOKHX BEeH, TpoM0O03, TPOMOO3 BEH.

Coanas tabmuna HJIP nns xomMOumHMpOBaHHON Tepanuu JeHaauIoMuaoM npu MM (tabi. 2)
MIOATOTOBJIEHA IO JAHHBIM, IOJYyYEHHBIM B Xone mnpoeneHns KW y nanuentoB ¢ MM,
MOJY4YaBIINX KOMOMHHPOBAHHYIO TEPANUIO JICHATHIOMUIOM. /[aHHbBIE HE KOPPEKTHUPOBAIUCH IS
OTpakeHUsI OOJIbILIEN NMPOJOJIKUTENBHOCTH JIEUEHHS JIEHATUAOMUIOM (10 IPOTPECCUPOBaHUS) B
CpaBHEHMH C TpynnamMu cpaBHeHUs B ocHOBHBIX K1 MM (cwm. pasznen 5.1).

Tadauuna 2. HJIP, ormeuaBmuecss B KW y nmanuentoB ¢ MM, nonyyaBIIMX JEHAIUIOMUT B

KOMOWHaIMu ¢ OopTe30MHOOM W JEKCaMETa30HOM, JIEKCaMETa30HOM JnOo MmendanaHoM u
MPETHU30JI0HOM
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PCREOOBATENBHOCTE 0003)

ITo06ounbIe LS N 67§ e— CTCIICHI
riaacc/Ilpeqmoururesnn
. (cymmapno)/Hactora TskecTn/Yacrora
HbIIl TEPMUH
Nudexnuu u uaBazun  |Ouers wacmo Yacmo

[TaeBMonus” °, nHpEKIMH BEpXHUX

NBIXATENbHBIX MyTei’,
OakTepHaIbHbIC, BAPYCHBIC U
rpruOKOBbIe MH(PEKINH (BKIIOUAs
ONMopTyHHCTHYECKHE)®,
Ha30(apuHruT, GapuHIuT, GPOHXHT’,
PUHUT

Yacmo

Cencuc® ®°, nndexmonHbIe
3a60s1€BaHus JIETKUX ", HHPEKIUH
MOYEBBIBOASAIIMX MyTei”’, curycut’

[TneBMonus” ®°, GakTepuanbHee,
BUPYCHBIE U TPUOKOBBIC WHEKIINN
(BKJIIOYAst ONIMOPTYHUCTHYECKHUE)',
BOCTIAJIEHUE MOJKOKHOM KIeT4aTKu’,
cencuc® *°, uHpeKIMOHHBIE 3a00/1CBaHUS
nerkux’’, Gponxut’, HHPEKIHHN
NBIXATENbHBIX MyTei", nHpeKnun
MOUEBBIBOIAIIMX MyTei*,
MH)EKIMOHHBINA SHTEPOKOTHT

JloOpokadecTBEeHHBIE,
3110Ka4eCTBEHHBIC U
HCYTOYHEHHBIC
HOBOOOpPa30BaHUs
(BKJIFOYAst KHCTHI 1
TTOJTHITHI )

\Heuacmo
baszanbHOKIEeTOUHas KapuuHoma' ©,
[JIOCKOKJIETOYHBIN pak Kok "

Yacmo

OMJI°, MJIC®, IIOCKOKIIETOUHBIH paK
Kkoxu™ &

\Heuacmo

Octpbiii T-KIeTOUHbIH TeiK03’,
GasanpHOKIeTOuHas Kapuunoma' ®, TLS

Hapyuienus co CTOpoHbI
KpOBH 1 THM(paTHIecKOn
CHCTEMBI

Ouenb yacmo
Heittponenus
TPOMOOLIUTOIIEHSI , aHeMHA’,
reMopparuyecKie HapyueHus
NeHKOTEeH s, TUMQPOTICHHUS
Yacmo

DeOpunbHas Helirponenus’™ ©,
MAHIUTONCHHS®

\Heuacmo

I'emoin3, ayTonMMyHHas
FEMOJINTUYECKAS aHEMUS,
FEMOJINTAYECKAS AaHEMHUS

A, 0, 00
)
A, 0, 00

Ouenv yacmo

Helitponenust , TPOMOOIIUTONICHUS
0% anemus’, nelikonenus, mumQoneHus
Yacmo

DebpunbHas Heiirpornenus’™ °,
MaHIUTONEHU, FeMOJIUTHYECKAs
aHeMus

\Heuacmo

['unepkoaryJsiiys, KOaryJonaTHs

A, 0, 00

Hapyuienus co cTopoHsl
MMMYHHOU CHCTEMBI

\Heuacmo
Peaknuu rurepuyBCTBUTEIHHOCTH"

OHOKPUHHBIE Yacmo

HapyLICHUs ['unorupeos

Hapymenus Ouenwv vacmo Yacmo

MeTaboan3Ma U muTaHus [unokamuemus’ %, runeprimkemus, |[[unokamuemus’ %, runeprimkemus,

TUIIOTTIMKEMUSI, FI/IHOK&HBHI/ICMI/IHO,

runonarpuemus’, 06e3soxupanue’’,
cHIKeHue anmnetuta’, CHIKeHNe
Macchl Tena

Yacmo

[ MoMarHueMus, TUIEPyPUKEMHUS,
runepkanbuueMus’

IUIOKAIBIUEMHUS’, caxapHblil 1uadet’,
runogocdareMusi, THIIOHATPHEMHS,
rUIIEpypPUKEMHS, TIOIArpa,
00e3B0xkKBaHNe", CHUKEHIE
anmeruta®, CHUKEHHE Macchl Tela

[Icuxnueckue
HapylIeHUA

Ouenb yacmo
Jlenpeccusi, 6eccoHHUIIA
\Heuacmo

[ToTepst mubMIO

Yacmo
Jlermpeccus, 6ecconrmITa

Hapy1iienust co cTOpOHBI
HEPBHOM CHCTEMBI

Ouenwv uacmo
[Nepudepuyeckas Heripomnarus®,
apecTe3uu, roJ0BOKpYy)eHue®,
TpeMop, U3BpallleHUe BKYyCa, T0JI0BHAs
00Ib

Ouenb wacmo
[Nepudepuueckas Heiiponarus’
Yacmo

Uncynst’, ronosokpyxenne®,
0O6MOpok™’, HeBpanrus

0
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CucTeMHO-OpraHHbI|
riaacc/Ilpeqmoururesnn
HbI TEPMHH

ITo6ouHbIE peaki
(cymmapHo)/YactoTa

1570/ o——

DCNEOOBATENBHOCTE 00

Ts:kecTn/Yacrora

Yacmo
ATakcus, HapyIlleHHe PaBHOBECHS,
00MOpok®, HeBpaIrus, qU3eCTE3Us

\Heuacmo

BHyTpuuepenHoe KpOBOU3IHUIHUE",
TPaH3UTOPHAS MIIEMHUYECKas aTaka,
MILEMHUS TOJIOBHOI'O MO3ra

Hapymienus co croposs! [Ouens yacmo Yacmo

opraHa 3peHUs KarapakTa, HEe4eTKOCTh 3puTeNIbHOTO [KaTapakra
BOCTIPHSTHUS \Heuacmo
Yacmo Crnenota
CHUKEHHE OCTPOTHI 3pEHUS

Hapyuienust co croponsl (Yacmo

opraHa ciiyXxa u ['myxota (BKIIIOYast TyTOyXOCTh ), IITyM

naObupuHTA B yIIax

Hapywenus co ctoponsl |Yacmo Yacmo

cepJa dubpumnsms npeacepauin’ %, Octpeiit UM °, pubpumsmus
Opaaukapaust npencepanii® ®°, 3acroiinas cepaeunas
\Heuacmo HEJI0CTATOYHOCTR , TAXUKAPIHUSL,

Aputmus, yanuHenue uareppaia QT,
TpereTaHue mpeacepIni,
PKEJTYI0YKOBAast SKCTPACUCTOIHS

cepaeuHas HeJ0CTaTOUHOCTE” %,

uiiemMus MuoKapaa®

Hapyuenus co cTopoHsl
COCYJIOB

Ouens yacmo

TD-napymenns”, MPeUMyIIECTBEHHO
TPOMOO03 ITyOOKHX BeH U TD
nerounoit aprepun’ %, cHmKeHHE
A HOO

Yacmo

[Tosbrmenre AJl, 9KXUMO3bI"

Ouenv uacmo

TD-HapyieHus”, IPEUMYIIECTBEHHO
TpoM003 rTy0OKHX BeH U TD JlerouHoi
aprepun’ * %, camxenne AJ1%,
roBbiieHue A/l

Yacmo

Backynut

\Heuacmo

Wiemust, nepudeprueckas UIeMus,
TpOMO03 BHYTPUYEPEITHOTO BEHO3ZHOTO
CHUHycCa

Hapyuienus co cTopoHsl
NIbIXaTE€JIbHOU CUCTEMBI,
OpraHoB I'PYIHOMN KIETKU

Ouenwv yacmo
Onpiika® %, HocoBoe KpoBoTEUeHHME",
Kalenb

Yacmo
PecnpaTtopHbIi UCTpECC-CUHRAPOM’,
onpimka® %, meBpurHueckas 60715 B

1 CPEIOCTCHUS Yacmo rpynHoii kietke®, runokcus®
Jlucdonus

Kenynouno-kumieunsie [Ouensb yacmo Yacmo

HapyLIECHUS Jnapes® ©°, 3anop’, 6omb B xkuBoTe™, PKemynouno-kunieuHoe KpOBOTEYEHUE"

TomHOTa, pBoTa®’, MUcnencus,
CYXOCTb BO PTY, CTOMATUT

Yacmo

DKeTy104HO-KHIIEYHOE KPOBOTEUEHHE
(BKITIOYAst pEKTAIBHOE,
reMOpPPOUIAILHOE, THHIHBAIEHOE
KPOBOTEUEHHE M KPOBOTEUEHHE TIPH
nentuyeckoit a3se)" . nucdarus
\Heuacmo

Ko, Tudaut

* % HEMPOXOAMMOCTH TOHKOTO

kumeunnka®, muapes®®, zanop®, 6oib B
kuBote’’, Tommnora, ppora®’

Hapy1iienust co cTOpOHBI
[EYCHU U
SKETYEBBIBOSALINX MTyTEH

Ouenv yacmo
[loBblIeHHE YPOBHS
anaHnHaMuHOTpaHchepassl (AJIT),

Yacmo
Xonecras’, renaToToKCUYHOCTb,
renaToLesUIIONAPHOE MoBpeskIeHue’,
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CucTeMHO-OpraHHbI|
riaacc/Ilpeqmoururesnn
HbI TEPMHH

AL
ITo6o4yHbIEe peakimiE————|
(cymmapHo)/YactoTa

DCNEOOBATENBHOCTE 00

Ts:kecTn/Yacrora

[OBBIILICHIE YPOBHS
acrapraramuHoTpancdepasbl (ACT)
Yacmo

["enaTole/LTIONAPHOE MOBpeXkaeHue™’,
OTKJIOHEHHS OT HOPMBI 3HAUCHUI
Mmokaszaresiel GyHKIHOHATBHBIX P00
nedenu’, runepOuIMpyOUHEMHES
\Heuacmo

[leyeHOUHAs] HEIOCTATOYHOCTD

nossilieHne ypoBHst AJIT, oTkimoHeHus
OT HOPMBI 3HaUEHUI MoKazaTesnen
(pyHKLMOHAIBHBIX P06 nedeHu’
\Heuacmo

[TeyeHOUYHAsT HEAOCTATOYHOCTD"

Hapy1ienust co CTOpOHBI
KOKU U TIOJIKOKHBIX
TKaHEW

Ouenb yacmo

Chinb®, KOXKHBIN 3y/1

Yacmo

KpanueHHIla, THIEPTUAPO3, CYXOCTh
KOJKH, THIIEPIUTMEHTALINS KOXKH,
bK3eMa, SpUTeMa

\Heuacmo

JlexapcTBEHHAs1 KO>KHAsI CBIMb C
PO3MHOGMMIINEH U CHCTEMHON
cumnromatukoii® (DRESS-
CHH/IPOM), HapYIIEHHE I[BETA KOKH,
peakimn HOTOCEHCHOMIN3AIINN

Yacmo

Cpimp’

\Heuacmo
DRESS-cunapom®

Hapy1ieHust co CTOpOHBI
MBIIIICYHOM, CKEIIETHOU 1
COEJTMHUTEIIbHON TKaHU

Ouenwv uacmo

MeEleyHas ¢j1ab0CThb, MEIIIEYHBIE
cynoporu, 601b B KocTx’, 601Ib U
MTUCKOM(OPT CO CTOPOHBI KOCTHO-
MBITIICYHON M COSTMHUTCILHON TKaH!
(Bxirowas 6onb B ciune” °°), 6osb B
KOHEYHOCTSIX, MUAJITHS, apTparus’
Yacmo

[IpunyxaHue cycTaBoB

Yacmo

Mpermeunas ciaadocts?, 60mb B KocTsax’,
00JIb ¥ TUCKOM(OPT CO CTOPOHBI
KOCTHO-MBIIIICYHON U COeTUHUTEIbHOMN
TKaHu (BKirouas 601k B crimue’ %)
\Heuacmo

[TpunyxaHue cycTaBoB

Hapymenns co cTOpoHBI
[MOYCK U
MOUYEBBIBOSIINX ITyTeH

Ouenwv uacmo

[loyeuynas HETOCTATOUYHOCTD
(Bximrouas octpyo)” %

Yacmo

[emarypus’”, 3a7epyKKa MOYH,
Hellep)KaHhe MOYr

\Heuacmo

[IproOpereHHsit cuaapOM DaHKOHN

\Heuacmo
TyOynapHBI MOYEUHBIH HEKPO3

Hapymenus co cTopoHbI
PENpPOLYKTUBHON
CUCTEMBI 1 MOJIOYHBIX
pKee3

Yacmo
JpeKTWIbHAS TUCYHKIHS
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riaacc/Ilpeqmoururesnn
HbI TEPMHH

AL
ITo6o4yHbIEe peakimiE————|
(cymmapHo)/YactoTa

PCIEOOBATENBHOCTE 0003)

vy

vIiviiaonvi

Ts:kecTn/Yacrora

OO11re HapyIICHUS |
PEaKIMK B MECTe
BBEICHHS

Ouensv uacmo

[ToBEIIEHHAs yTOMIAEMOCTR %,
0TeKH (BKIIOYas IepuQepryecKue),
nuxopanka® ®°, actenus,
IPUIITIONOIOOHBIN CHHAPOM (BKIIFOYAS
NMXOPaJIKy, Kalleldb, MHAITHIO,
KOCTHO-MBILIEYHYIO 00JIb, TOIOBHYIO
00J1b 1 03HO0)

Yacmo

Bonb B rpyaHoii kinetke” ®°, neraprus

Ouensv uacmo

[ToBbIIIEHHAs yTOMIAEMOCTB *

Yacmo

[Tepudepuueckue oteku, muxopaaka’ «,
acTeHus

JlaGopaTopHbIe 1
WHCTPYMEHTAIbHBIC
TaHHBIC

Ouenb yacmo

IloBhlillIeHHE YPOBHS 1IETOYHON
(docdaraszsl B KpoBU

Yacmo

[ToBbIIICHEC KOHIICHTPAIINA
C-peakTHBHOTO OejKa

'TpaBMbl, HHTOKCUKAI[UU
1 OCJIOKHEHUS MTPOLEAYDP

Yacmo

[Tanenue, ymmo"

% HJIP, ormeuennble Kak cepbesubie B KM y manuentoB ¢ BJIMM, nonydaBmimx JIE€HAIMIOMHUI B
KOMOHMHAIINU ¢ OOPTE30MHOOM U IEKCaMETa30HOM.
" Cm. moapaszaen «Onucanue otaeabHbix HIIPy.

® HJIP, oTmeueHHBIE Kak cepbe3nble B KW y manmentos ¢ MM, nonydaBIyX JIEHATHI0OMU]] B KOMOUHALMH
C IeKcaMeTa30HOM JIH0O0 ¢ MendaraHOM U MPETHU30I0HOM.

* OTHOCHUTCS TOJIBKO K cepbe3HbiM HIIP.

* TImockokIeTOYHBI pak Koku oTMmedancs B xoie KW y mammentoB ¢ MM, paHee J€YeHHBIX
JICHAJIMIOMHUIOM/IEKCAaMETa30HOM, B CPABHEHUH C KOHTPOJIBHOM IPYIIION.

** TI1OCKOKIICTOUHBIA pak Koxu Obul 3apeructpupoBad B KU y manumentos ¢ B/JIMM, momyuaBimx
JICHAJIMJOMUJI/IEKCAMETa30H, B CPABHEHUH C KOHTPOJIBHOM TPYIIION.

Copansle Ta0auisl HJIP Ha pone MmoHOTepanuu neHanuagoMuioM (Tadi. 3 u 4) moAroTOBIEHBI IO
JaHHBIM, TOJIyYEHHBIM B Xoze mnposeneHus ocHoBHbIX KM y manmentoB ¢ MJIC u MK,
MOJIy4aBUIMX MOHOTEPAMUIO JIEHAIUIOMHUOM.

Tab6auna 3. HJIP, 3apeructpuposannsie 8 KU y marmenTtos ¢ MJIC, monydaBIux JeHATHIOMUII"

CHuCTeMHO-OpPTaHHBbIH
kiaacc/Ilpeqnmoururesnn
HbIl TEPMHUH

WNHubexknny 1 MHBa3uH

HexenareabHble peakuuu 3-i u 4-i
creneHu Ts:kectn/Yacrora

Bce Hexkes1aTeIbHbIE
peakuun/Yacrora

Ouenv wacmo

[TneBMOHUSA"

Yacmo

baktepuanbHbie, BAPYCHBIE U
rprOKOBBIE MHPEKITUH (BKITIOYas
onmnopryHucTHIeckue)’, GPOHXHT
Ouens vacmo

Tpombouuronenus’™ °, HeWTponeHus '

Ouenv wacmo

bakTepuanbHble, BUPYCHBIE U
rpruOKOBbIe MH(EKIINYU (BKITFOUast
ONMOPTYHHUCTHYECKHUE)'

Ouenwv uacmo
TpomGouuronenus’™ °, HeHTponenus”

Hapy1iienust co cTOpOHBI

KpOBU 1 JTUM(paTHIECKON 0

CHUCTEMBI °, neiikonenus neiikoneHus

Yacmo

DeGpuibHas Heiitponenus”™ ©
DHJOKPUHHBIE Ouenv yvacmo
HapyLICHUS ['unorupeos
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CHCTeMHO-0praHHbI|

COOTBETCTBY ET SKCNEPTHOMY OTYETY
ot 19.09 hl 24 Nz 20041
(MpCHEOOBATENEBHOCTE U ,I_I;'l

Bce HexenaTenbhbre—| i1
riaacc/Ilpeqmoururesnn
. peakunu/Yacrora creneHu TsskecTn/Yacrora
HBI TEPMUH
Hapymienus Ouens yacmo Yacmo

MeTab0IM3Ma U TUTAHUS

CHIKEHHE allleTUTa

Yacmo

[leperpy3ska xene3oM, CHIDKCHHE
MaccChl Tella

FI/IHepFHI/IKeMI/IﬂO, CHMO)KCHHUC alllICTHUTAa

IIcuxuueckue
HapyLIEHUs

Yacmo

3MeHenne HacTpoeHus” ~

Hapy1ienust co CTOpOHBI
HEPBHOM CHCTEMBI

Ouenv yacmo

["010BOKpYXEHHE, TOIOBHAs 0OIh
Yacmo

ITapecte3nn

Hapy1ienust co CTOpOHBI
cepaa

Yacmo

Octpbiit UM °, hpubprmisims
npencepamii’, cepaedunast
HE0CTATOYHOCTH”

Hapyenus co cTopoHsl
COCYZIOB

Yacmo
IloBeimenne AJl, remaToma

Yacmo

Benosnbsie TD-ocnoxHEHNS,
MPEUMYIIECTBEHHO TPOMOO03 TITyOOKHX
Ben u TD serounoii aprepun’ ©

Hapy1ieHust co CTOpOHBI
NTbIXaTeIFHOM CUCTEMEI,
OpPraHoOB I'PYyJHON KIETKHU
U CPEeIOCTEHUS

Ouenwv yacmo
HocoBoe kpoBoTeueHue”

YKenyio4HO-KUIIeYHbIC
HapYIICHUS

Ouenwv uacmo

Juapes’®, 60JIb B )KMBOTE (BKIIFOYAs
PIUTacTpaibHy0 0071acTh), TOIHOTA,
[pBOTA, 3a110p

Yacmo

CyXOCTbh BO PTY, JUCIICTICHS

Yacmo
Juapes®, TomHoTa, 3yOHas 60JIb

Hapyiienus co cTOpOHbI
[eYeHU U
PKETTIEBBIBOIAIINX ITyTEH

Yacmo

OTKJIOHEHUS OT HOPMBI 3HAUEHUI
rmokaszaresiel PyHKIMOHATBHBIX IPOO
[e4eHu

Yacmo

OTKJIOHEHUS OT HOPMBI 3HAUEHU I
nokazareneil QyHKIHOHATBHBIX P00
NEEEE

Hapyenust co ctopossl |Quens yacmo Yacmo
KO>XHU U IOJKOKHBIX ChITIb, CYXOCTh KOXH, 3y ChIIib, 3y
TKaHeil

Hapyuenust co ctoponsl |OQuens yacmo Yacmo

MBIIIIEYHOM, CKEIIETHOU 1
COEIUHUTEILHOU TKAaHU

MBl111€UHbIE CYLOPOTH, KOCTHO-
MbIIIeYHast 00J1b (BKIItOUYas 00Jb B
criie’ 1 60JIb B KOHEYHOCTSIX),
ApTPaITHSL, MUAITHS

Boub B crimae’

HapyuieHus co cTOpOHbI
[MOYCK U
MOYEBBIBOISIINX ITyTEH

Yacmo
[MoueyHast HEMOCTATOYHOCTE’
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 19.09.2024 N= 2004

(MpCIEOOBATENBHOTTE U003]

CHCTeMHO-0praHHbI|

Bce Hexenarenblisie——HexkemaTeabHblie PeakHim 3-i 4~

riaacc/Ilpeqmoururesnn
. peakunu/Yacrora creneHu TsskecTn/Yacrora
HBI TEPMUH
OO0mue HapymeHus ' |Ouers uacmo Yacmo
pEaKIuu B MECTE [ToBBIIICHHAS] YTOMIISIEMOCTb, Jluxopaska
BBEIICHUS nepudepruieckne OTEeKH,

TPHUMIIOIOAO0HBIA CHHIPOM (BKITIOUAsT
ITUXOPAJIKY, Kallelb, (hapUHTHT,
MUAITHIO, KOCTHO-MBIIIIEYHYIO 00JIb,
TOJIOBHYIO OO0JIB)

TpaBMbl, HHTOKCUKAITUH Yacmo
1 OCJIOKHEHMSI IPOLIEAYP [lanenue

" Cm. mogpasaen «Onrcanue otaeasHbX HITPy.

® HJIP, 3aperncTpupoBaHHbIE Kak cepbesHble B xoae KU MJIC.

~ VMI3aMeHeHne HacTpoeHHs OBLTO 3apeTUCTPUPOBaHO Kak dacTas cepbesras HIIP B xome KU 1 dhazsr MJIC;

OHO He ObLI0 oT™MeueHO Kak HIIP 3-if unu 4-i CTeNeHn TsHKECTH.

AnTopuT™M TSI BKITIOYSHHS B KPATKYHO XapaKTEePHCTHKY JekapcTBeHHoro cpeactBa (SmPC): sce HJIP,

coOpannble ¢ momomkio anroputMa KU 111 ¢a3sl, BKIFOYEHBI B KPaTKYIO XapaKTePUCTUKY JIEKapCTBEHHBIX

cpenctB EBpomeiickoro coroza (EU SmPC). [IpoBonunacek nonoaHuTENbHAS IpoBepKa 4acToThl 3Tux HJIP,

cobpanHbIX ¢ moMomipio anroputma KU 1l ¢asel, u, eciu wactora HJIP 8 KU |1 ¢a3er Obita BhIlIE, UeM B

KU 11 dazb1, senenne 6010 BritoueHo B EU SmPC c¢ toit wactoroif, kotopast ormedeHa B KU 11 daszsr.

# Anroputm, npumensiembit ais MJIC:

e MJIC B KU Il ¢a3pr (nBoitHas cremnasi MOMyISIIHSA IS ONEHKH O€30MacHOCTH, pa3iuve MeEXIy
neHanuaoMuaoM 5/10 Mr u mane6o Mo NMepBOHAYANTEHOMY PEKHUMY TO3MPOBAaHHS, OTMEUYEHHOE KaK
MHUHHUMYM Y 2 NAIMEHTOB)

o Bce HJIP, peructpupyemsie B Xoze JIedeHUs Y >5% NalyueHTOB, MOJyYaBIIUX JCHAINAOMHI, U KaK
MUHHMYM C 2% pasHHUIEH B JOJISIX MEXIY JCHATHIOMHIIOM U 1Jianedo.

o Bce HJIP, BosHukaromue B Xonae JeYeHHs, 3-i M 4-ii cTemeHu TsokecTH y 1% NammueHTos,
MOJTY4aBLINX JICHATHIOMUA, U KaK MUHUMYM ¢ 1% pasHuuel B IOJSX MEXAY JCHATUIOMUIOM U
rutane6o.

o Bce HJIP, Bo3aukatomue B xoj¢€ jedeHus y 1% mamueHToB, MOMydaBIInX JECHATHIOMUI, U Kak
MHUHUMYM C 1% pa3HHuLEeH B JOJISIX MEXYy JCHATHIOMHUIOM U 1anedo.

e MJC B KU Il pa3st
o Bce HJIP, Bo3HHKatOIIME B X0/€ JeUeHUs Y >5% MalMeHTOB, MOIyYaBIINX JEHATHIOMHUI.
o Bce HJIP, BosHukatome B Xone JIeYeHHs, 3-i U 4-ii cTeneHu TsokecTH y 1% NammueHTos,
NOJTY4aBLINX JICHATHIOMUI.
o Bce cepresnnie HJIP, Bo3HuKaromue B xoze jgeueHus y 1% manueHToB, MoIy4aBUInX JIEHAIUIOMUI.

Taoauua 4. HJIP, ormeuennsie B KU y nmanuentoB ¢ MKJI, mony4aBimmx jieHaIua0Mu

CHuCTeMHO-OpPTaHHbIH . .
Bce HexeaTe/ibHbIE He:xenarenabnble peakiuuu 3-i u 4-i
kJjacc/IIpenmoyruresnb
o peaxkunn/Yacrora creneHu TsskecTn/Yacrora
HbIii TEPMUH
WNudexnmn n naBaszun  [Ouensb yacmo Yacmo
bakrepuanbHbie, BUPYCHBIE U baktepuanbHbie, BUPYCHBIE U
rpuOKOBbIe MH(EKINH (BKIIOYas rpuOKOBbIC MH(EKINH (BKIIOYAs
ONMOpTyHHUCTHYECKHE)®, onmnoprynucTuieckue)’, NHeBMOHMUS
Ha30()apUHIHT, THEBMOHUS®
Yacmo
Cunycut
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CHCTeMHO-0praHHbI|

COOTBETCTBY ET SKCNEPTHOMY OTYETY
ot 19.09 hl 24 Nz 20041
(MpCHEOOBATENEBHOCTE U ,I_I;'l

Bce HexenaTenbhbre—| i1

riaacc/Ilpeqmoururesnn

. peakuuu/Yacrora cTeneHu Tsikectn/Yacrora

HbIii TEPMUH

J1oOpoKaYeCTBEHHBIE, Yacmo Yacmo
3710Ka4eCTBEHHbIE U TFR TFR, mI0cKOKIeTOuHBIH pak Koxu ™,
HEYTOYHEHHBIE 0a3albHOKIIECTOYHAs KapuuHoma " ¢
HOBOOOpPa30BaHUS
(BKJTFOYAsT KMCTHI U
TTOJTHITHI )

Hapy1ienust co CTOpOHBI
KpOBU U JTUM(paTHIeCKON
CHCTEMBI

Ouenwv uacmo

TpomboruTonenus”, HeHTporeHHs
neitkonenus’, anemus’

Yacmo

MdebpunpHas HeiiTponenus ™ ©

Ouenv wacmo

® ITpom6ouuronenus”, Helitpornenus’™ ¢

anemus®

Yacmo
DebpunpHas HelTponenus’™
neiikonenus’

Hapyuienust
MeTa00IN3Ma U IUTaHUSI

Ouenwv uacmo
CHIDKEHHE allleTUTa, CHIDKEHIE
MAacCCHI TeJ1a, THITOKATHEMHUS

Yacmo
O6e3B0KuBaHKE’, THIIOHATPUEMHS,
IMIOKAIbLIUEMHS

Yacmo

O6e3BoxuBaHuE’
[Icuxmueckue Yacmo
HapyLIECHUS becconnunna

Hapyuenus co cTopoHsl
HEPBHOM CHCTEMBI

Yacmo
JlrcreB3us, roJI0BHAsT OOJIb,
nepudepudeckas HelponaTus

Yacmo
[lepudepuueckas ceHCOpHas
HEHPOIATHsL, JIETaprus

Hapyenus co cTopoHsl

Yacmo

oprasa ciiyxa u Bepturo

nabupuHTa

HapyiieHus co CTOpOHbI Yacmo

cepaua Octpeiit UM, cepneunas
HEJI0CTAaTOYHOCTh

Hapywmenust co ctoponsl |Yacmo Yacmo

COCyJIOB

Cuwmxenne AJI°

Tpom603 riy6okux Ben’, TD nerounoit

aprepun’ °, chmkenne AJl°
Hapyenust co ctopossl |Quens yacmo Yacmo
ITBIXAaTEIbHON CHUCTEMBI, |(Ompimka’ Oprka’
OpraHOB I'PYIHOM KJIETKH
1 CpEJIOCTEHUS
Kenynouno-kumeunsie |Quens yacmo Yacmo

HapyLIEHUs

Jnapes®, Tommnora’, ppora’, 3amop
Yacmo
Boib B xkuBOTE"

Iuapes®, 6011b B sxuBOTE’, 3a110p

Hapymenus co cropons! (Ouens yacmo Yacmo
KOYKU U TIOJKOXHBIX ChIinb (BKITIOUAS aJUIEPTUYECKU CoIlib
TKaHel epMartuT), 3y

Yacmo

HouHast IOTIMBOCTH, CyXOCTh KOXKH
Hapyenust co ctopossl |OQuens yacmo Yacmo

MBIIIIEYHOMN, CKEIICTHOU 1
COEIVHUTEILHOU TKAaHU

MEITIIeYHEIE CYA0pOTH, OOJIh B CITMHE
Yacmo
ApTpairusi, 00JIb B KOHEUHOCTSIX,

BoJ1b B CIIMHE, MBIILIEYHAs c1a00CTh’,
apTpairus, 00Jb B KOHEYHOCTSIX

MBbIIIeYHast ¢i1abocTh’
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 19.09.2024 N 20041

(MpCEOOBATENEHOC TS U003]

CHCTeMHO-0praHHbI|

Bce HexkesaTeIbEbIe—— it it

riaacc/Ilpeqmoururesnn

WL TepMHR peakuuu/Yacrora cTeneHu Tsikectn/Yacrora
Hapyrienus co cTOpOHBI Yacmo
MOYEK U [Toueunas HeJOCTATOYHOCTE’
MOYEBBIBOJISIINX MyTEH
OO0mue HapymieHUs U1 |Ouers uacmo Yacmo
peaKIuu B MECTE [ToBBIIICHHAS] YTOMIISIEMOCTb, JIuxopanka®, acrenus®, HoBbIICHHAS
BBC/ICHUS acTenus’, nepu)epuueckue OTeKH,  [yTOMIIIEMOCTh

[PUIIONOA00HBIN CUHIPOM (BKITIOYAs
nuxopaaky’, Kamens)

Yacmo

O3H00

" Cm. mogpasaen «Onrcanne oTaeasHbIX HITPy.

® HJIP, 3aperncTpupoBaHHbIE Kak cepbesnble B xoae KU MKJL.
AnroputM, npumensemsiit a1 MKIJL:

o Kontpomupyemoe KU 11 dazer MKIJI

o Bce HJIP, Bo3nukaromue B xo/€ JeUeHUs y >5% MaIMeHTOoB, MOIYYaBIINX JEHATHUIOMUI, U KaK
MUHUMYM ¢ 2% pasHULIEH B JOJISIX MEXIY I'PYNIOH JeHATUAOMUAA U TPYIIION KOHTPOJIS.

o Bce HJIP, BosHukatome B Xojae JedeHUs, 3-i u 4-ii crenmeHW ToKecTH y >1% manueHToB,
MOJyYaBIIMX JICHAIMJIOMHI, M Kak MHUHUMYM c 1% pasHuie B JOJAX MEXAYy TIpYIIOH
JICHAJIUIOMUJA U TPYIIIION KOHTPOJISL.

o Bce HJIP, BozHuKatomie B xone jedeHus y >1% mnamueHToB, MOyYaBIOINX JCHATHIOMUI, U KakK
MHUHUMYM C 1% pasHHuLEeH B JOISIX MEXAY IPYNIION JIGHATMAOMUIA U TPYIIION KOHTPOJISL.

e lccrnenoBanue B ogHoi rpymnme KU 1l ¢a3er y manmenTos ¢ MKJI

o Bce HJIP, Bo3HuKaromue B Xo/1€ JeueHus y >5% MNarueHTos.

o Bce HJIP, Bo3HHKaromume B X0/€ JedeHus, 3-1i U 4-if cTeneH: THKECTH y 2 1 OoJiee MalueHTOoB.

o Bce cepresnsie HJIP, Bo3HuKaromue B xo/e JeueHus y 2 u 0osee nanueHToB.

Coanas tabimuna HJIP ans komMOuHupoBaHHOM Tepanuu jeHanuaomuaoMm npu OJI u JIM3
(Tab:1. 5) MOArOTOBIIEHA MO JAHHBIM, MOJYYEHHBIM B X0j1¢ npoBeaeHus ochoBHbix K (NHL-007
u NHL-008) y maumentoB ¢ ®PJI wim JIM3, nmonmydaBHIMX KOMOMHUPOBaHHYIO TEpaNUIo
JIEHAIUIOMUJIOM C PUTYKCUMAOOM.

Ta6auna 5. HJIP, ormeuennsie B KU y nanmenTos ¢ @JI unu JIM3, nonyyaBmmx JeHATUIOMHU
B KOMOMHAIIUU C PUTYKCUMaOOM

CHuCTeMHO-OpPTaHHBbIH

ITo60o4HbIE peakuun ITo6ouHble peakuuu 3—4-ii cTeneHu
kiaacc/Ilpeqnmoururesnn
. (cymmapno)/Hactora TskecTH/YacroTa
HBIH TePMUH
Nudexnmu u naBazun  |Ouens yacmo Yacmo
MHeKMy BepXHUX AbIXaTeNnbHbIX  [[IHeBMoHu:A®, cencuc’, GpoHXMUT,
myTen racTpOIHTEPUT, MH(EKIIUU
Yacmo MOYEBBIBOJIAIINX ITyTEN

[THeBMOHUSA®, TPUIII, GPOHXUT,
CUHYCHT, WH(OEKITUN MOUEBBIBOISIIINX

rnyTei
JloOpokauectBeHHble, |OQuens yacmo Yacmo
37I0KaUECTBEHHBIE U TFR” bas3albHOKIETOYHas KapuuHoma ' ©
HEYTOYHEHHBIE Yacmo
HOBOOOPA30BaHMsI [1710CKOKIICTOYHBIH paK KOXH™ *
(BKJTIOYAst KUCTHI U
MTOJTUTIBI)

Crpanuna 44 u3 57



COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 19.09.2024 Nz 20041

HapymieHus co cTopoHsI |Quens yacmo (MBS ubl o bliig 1 ENBAUCTE T003]
KpoBY 1 IMMpaTideckoii|Heitrponenus™ °, anemus’®, Heiitponenus’ °
CUCTCMBI TpombouuTonenus” °, neiikonenus |Yacmo

Yacmo Anemus’, Tpombonuronenus’ °,

JTumdonennss (pebpuibHag HelTponeHus’,

neiikonenus , MUMQONEHUs

Hapyienust Ouens yacmo Yacmo

MeTab0IM3Ma U ITUTAHUS

CHIDKCHUE allleTHTa, TUIIOKAIUEMHUS
Yacmo

O6e3B0kuBaHKe’, THIIEPKATBIUEMHS’,
CHIDKCHHUE aleTHTa, THITOKATHEMHS,

06e3BoKHuBaHKUE’ runodocdaremMusi, THIEPYPUKEMHUS
[lcuxuueckue Yacmo
HapYIICHUS enpeccusi, 6eccoHHUITa
Hapymenus co cropons! |OQuens yacmo Yacmo
HEPBHOM CHCTEMBI ["o10BHAsT 601b, TOJTOBOKPYKEHHE OOMOpOK
Yacmo
[epudepnueckas Heliponarus,
M3BpallleHHE BKyca
HapyiieHus co CTOpOHbI Yacmo
cepaua DubpuLIsiIMs npeacepanii’
Hapywenus co ctoponsl |Yacmo Yacmo

COCyIOB

Camxenne AJT°

TD nerounoii aprepun’ °, chmkenue AJl

Hapyuienust co ctopoHsl |Ouers uacmo Yacmo

MbIXaTeIbHOM cUCTEeMBI, |Onblnka’, Kamesnnb Onpimka’

OpraHoB IpyJHON KIETKU|Yacmo

1 CPEIOCTEHUS Bosb B poTOrioTke

KenynouHo-kuieunsie |Ouers uacmo Yacmo

HapyIICHHS boub B xuBOTE’, IMApes, 3armop, Bounb B xuBoTE’, TMapes, 3amop,
TOLIHOTA, PBOTA CTOMATHUT

Yacmo
bonb B BepxHEU yacTu KHUBOTA,
IMCIIETICUS], CTOMATHUT, CYXOCTh BO PTY|

Hapyuienus co cTopoHsl
KOXKU U TIOJTKOKHBIX
TKaHeil

Ouenb wacmo

ChInb", KOXKHBIN 3y/1

Yacmo

CyXOCTh KOXH, HOYHAs TOTJIIMBOCTb,
bpurema

Yacmo
ChIItb ", KOKHBIN 3y/1

Hapyuienus co cTopoHsl
MBIIIIEYHOMN, CKEIIETHOU 1
COEJIMHUTENIbHON TKaHU

Ouenb wacmo

MBIIICYHBIE CyI0POTH, 00JIb B CIIMHE,
ApTpaTHs

Yacmo

boJib B KOHEUHOCTAX, MAAITHS, 00JIEb
B IlIe€

Yacmo
Bosb B KOHEYHOCTSX, OOJIb B LIee

HapyuieHus co cTOpOHbI
[MOYCK U
MOYEBBIBOISIUX ITyTEH

Yacmo
Octpas moueyHas HEJI0CTATOYHOCTH’

OOm1re HapyLIIeHUs U
PEaKIK B MECcTe
BBE/ICHHS

Ovuenwv yacmo
JIuxopaaka’®, moBbIIIEHHAS
YTOMJISIEMOCTb, ACTCHHS,
reprudepruIecKre OTeKH
Yacmo

03100

Yacmo
[ToBbIIEHHAS] YTOMIIIEMOCTD, aCTCHUS
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 19.09.2024 N= 20041

JlabopaTopHsie 1 Yacmo
WHCTPYMEHTAIbHBIC

JTaHHBIC

I OBATENEHOCTE 0003

CHIDKEHHE MAacChI TeJia

IToBermenne ypoBas AJIT

" Cm. moapaszaen «Onucanue otaeabHbix HIIP».

AnroputM, npumensiemsrit s OJI u JIM3:
e Kontpomupyemoe KU III a3t

o HJIP 8 KM NHL-007 — Bce HJIP, Bo3HHKatomue B X0/€ JIeUeHHs y >5% MaIMeHToB, NOTyJaBIINX
JeHATUOMU/pUTYKCcUMad, U ¢ He MeHee ueM Ha 2,0% Oompmeir gactotoit (%) B rpymme
JICHAJIMOMU/IA TI0 CPABHEHHUIO C KOHTPOJIBHOW TPYNIIOi (MOMYJIISIIKs ATl OLICHKH 0€30T1aCHOCTH).

o HIJIP 3-4-i1 crenenn tsoxectr B KM NHL-007 — Bce HJIP 3—4-ii cTeneHu TSHKECTH, BOSHUKAIOIINE B
xofe edeHus: He MeHee yeM y 1,0% manneHToB, NOoMydaBIIMX JIEHAINAOMHY/PUTYKCUMAO, U ¢ He
Mmenee ueM Ha 1,0% Oobplieil 4acTOTOW B TpyINIe JEHATUAOMHIA 110 CPABHEHUIO C KOHTPOJIBHOU
TpyHIo# (TTOMyYJIISIHS U OIIEHKH 0€30TIaCHOCTH).

o Cepnesnsie HJIP B K1 NHL-007 — Bce cepre3nsie HJIP, Bo3HuKatomue B X0/€ JeUeHUsI HE MEHee
yeM y 1,0% manmeHToB, MONy4YaBIIUX JICHANWAOMHI/pUTYKcHMabd, U ¢ He MeHee deM Ha 1,0%
OoJblIel YaCTOTOHM B TPYIIIE JICHAIUAOMHU/PUTYKCUMA0 IO CPaBHEHUIO ¢ KOHTPOJILHOH TpyInon

(Totrysitust 171s ONeHKH 0€30TIaCHOCTH).

e lccrnenoBanue B omuoi rpymme KU I dha3pl y manueHToB ¢ HHIOIEHTHON HEXOMKKIHHCKON TUM(POMOi

o HUccnenoBanue B oxnou rpymme KU Il da3el y manueHToB ¢ MHIOJCHTHONH HEXOIKKHHCKOM
mumdpomoii HJIP 8 KM NHL-008 — Bce HJIP, Bo3HuKaroMIME B X0/1€ JIeUeHHS y >5,0% MaIMeHToB.

o HIJIP 3—4-i1 ctenenu tsoxecty B KM NHL-008 — Bce HJIP 3—4-ii cTeneHu TAKECTH, BO3HUKAIOIIYE B

xofie edenus y >1,0%.

o Cepbesnsie HJIP B K1 NHL-008 — Bce cepresnsie HJIP, Bo3HuKatoIIME B X01¢ jedeHus y >1,0%

[MAlMEHTOB.

® HJIP, oTMeueHHbBIE KaK cepresnble B xoae KU y manuentos ¢ @JI u JIM3.

* OTHOCHTCS TOJIBKO K cepbe3ubiM HIIP.

* O6ob6marommii TepMuH «CHINB) BKIIOYAET CIEAYIONINE MPEAINOYTHTEIbHBIE TEPMUHEL: CHIIb,

MaKyJIomaIryJji€3Has Chblllb, KpallMBHUIIA.

**  OOoOmwaromuil TepMHUH «JIefikoneHus» BKIIOYAET CIEAYIOUIMe MPEeIIOYTUTEIbHbIE TEPMHHBL

JICMKOIICHUS M CHIDKCHHE YKClIa HeﬁKOL{HTOB.

**%  OooOmarommid TepMuH «JIMMGoOTeHUs» BKIIOYAET CIEAYIONINE MPEANOYTHTENLHBIE TEPMHHBL

JUMQOTICHUS U CHUKCHHUE YHCIIa TUM(OIIUTOB.

Ceoonas mabauya HP, ommeuenHvlx 80 8pemMs NOCMPe2UcmpayuoHH020 NPUMEHEHUS
B nononnenue k BbiueykazaHHbiM HJIP, BwisiBaeHHBIM B Xxoae ocHOBHBIX KW, Ha ocHOBe
00bEeTMHEHHBIX TTOCTPETUCTPAIMOHHBIX JTJAHHBIX TIOJrOTOBJICHA cBOHas Tabmuiia HIIP (Tab:. 6).

Tadauna 6. HJIP, 3apeructpupoBaHHbIE B TMOCTPETUCTPAIMOHHOM TIEpUOJAEC Yy TMAIlUEHTOB,

MOJIy4aBIINX JICHAJITUAOMU

CucTeMHO-OPraHHbI|
KJjacce/IIpeamouTuTEILHBI
H TepMUH

Bce Hexke1aTeIbHbIE
peakuun/Yacrora

HesxenateabHble peakuum 3-ii u 4-i
creneHu TsikecT/Yacrora

Mudexmm 1 nHBa3UN \Heuzgecmno

BupycHbie nHGEKINUU (BKITIOUas
OIOSCHIBAIOIINN JIHIIAN 1
CaKTHBAIMIO BUpYyca rematura B)

\Heuzsecmno

BupycHbie nHGEKIHN (BKITIOYas
OTOSICHIBAIOIIMM JIUIIAM U PEeaKTUBALIUIO
BHpYyca renaturta B)

JloOpoKayecTBEHHBIE,
3JI0Ka4E€CTBEHHBIE U
HEYTOUYHEHHBIE
HOBOOOpPa30BaHUS
(BKJTIOYAst KCTHI U TIOJTUTIBI)

\IPeoxo
TLS
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MMMYHHOU CHCTEMBI

AnadunakTHUecKas peakuus
\Heuzeecmno

OTTOpKEHUE TPaHCILIAaHTATA
[MapeHXUMATO3HBIX OPTaHOB

COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 19.09.2024 N 20041
Hapymienust co ctoponsl  |[Heuzsecmuo (MOCHEOOBATENBAUCTE 00U3)
kpoBH 1 tuMparndeckorr  [[IpuobOpereHHas reModrIns
CHUCTEMBI
Hapymienus co ctopoHsl  |Pedko \Peoko

AnadunakTHyeckas peakiys

OHOKPUHHBIE HAPYIICHUS

Yacmo

CpeZOCTeHUS

I'uneprupeos
Hapymienust co croponsl  |Heuacmo \IPedxo
TBIXaTEIIFHON CHCTEMBI, Jlerounas runepTeH3ust Jlerounast runepTeH3Us
OPTraHOB I'PYAHOM KIETKU U \Heuszsecmno

MuTepcTuiinaibHbli THEBMOHUT

YKeny104HO-KUIlIeYHbIE
HapYIICHUS

\Heuzgsecmno

[Tankpeartut, nepdoparus XKKT
(BKITIOUAst TPOOOIEHHE TPBIKH,
rmepOpaIuio KUIIICYHUKA B TOJICTOH
KULIKK)

Hapyenus co cTopoHsl
[EYEHU U
PKETYEBBIBOSIINX ITyTEH

\Heuzsecmno

OcTpas meueHoIHast
HEJJ0CTaTOYHOCTD , TOKCHUYECKUIA
renaTur , IUTONUTUYECKUIL
remnaTuT , X0JIecTaTu4ecKHit
renaTut , CMEIIaHHBII
[UTOJUTUYECKHI/X0IECTATHYECKH
it remaTutT

\Heuzgecmno
OcTpas neyeHouHasi HeJOCTaTOYHOCTD ,
TOKCHYECKHIA TeraTuT

Hapyiienus co CTOpoHBI
KOKH U TMOJIKOXKHBIX TKaHEH

\Heuacmo

IAHTHOHEBPOTUYECKUI OTEK

\IPedxo

Cunapom Ctusenca—/[xoHcona’,
TOKCHUUYECKHUM UAEPMAIIbHBIN
HEKPOJIN3

\Heuzgecmno
JIeMKOMTOKIIACTUUECKUI BACKYJIUT,
DRESS-cunnpom”

" Cwm. noapasaen «Onucanue otaeabHbix HIIPy.

Omnucanye OTACIbHBIX HEXKEIATSAbHBIX PEaKIIUMA

TepamoeeHﬂocmb

HeHaJII/IJIOMI/IJI ABJIACTCA CTPYKTYPHBIM aHAJIOI'OM TaJluaoOMHUAa — AKTHBHOI'O BCIICCTBA,
06J1az[aromero TCPAaTOrCHHBIM 3(1)(1)6KTOM N BBI3BIBAIOLICTO TAXKCIIBIC JKU3HCYI'POKAOMIUC
AHOMAJIMM pa3BUTHA Yy UYCJIOBCKA. .HeHaJ'II/IJIOMI/I)I UHAYOUpOBAI Yy 00€e3bIH TMOSIBJICHUE
BPOKIACHHBIX aHOMaHHﬁ, CXO0XHUX C TCMHU, YTO OIIMCAHBbI AJIA TaIUAOMHIa (CM. pasaci 46) Eciu
JICHAIMAOMHA/J] MOCTYyNIa€T B OPraHu3M BO BPEMA 6epeMeHHOCTI/I, MOKHO HOPOTHO3UPOBATH €ro

TepaToOTreHHbIN 2P PeKT.

Hetimponenusi u mpomboyumonenus

BJIMM: nayuenmeul,

KOmopbiM _nokKasard mpdaHcniarmayusd, noJjiydasuiue JACHATUOOMUO 8

KomoOunayuu ¢ bopmezomubom u 0ekcamemasonom

Hetitponienus 4-ii cteneHu TspkecTn HaOmoganach y 2,8 u 28,7% mNanueHToB B UCCIECTOBAHUAX
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COOTBETCTEBYET 3KCNEFPTHOMY OTYETY
ot 13.09.2024 N= 20041
S0 3

PETHEMA GEM2012 u IFM 2009 cootsercipenno. DEEpHibias Henrporets 4%t cretenn

TshkecTn HaOmonanace y 0 u 1,1% nanuentoB B uccnenoBanusx PETHEMA GEM2012 u IFM
2009 coOTBETCTBEHHO.

Tpomboruronenus 3-i unu 4-i cTeneHu Tspkectu Habmromanack y 6,3 u 18,5% mnanueHToB B
ucciaeqoBanusgx PETHEMA GEM2012 u IFM 2009 cooTBETCTBEHHO.

BIAMM: nayuenmoi nocie TI'CK ¢ nocnedyroweti noddeparcusarouieli mepanuetl 1eHaiuoomuoom
[TonnepskuBaromias tepanus jeHanuaomuaoM nocie TI'CK yamie conpoBoxaanach pa3BUTHEM
HelTponeHnu 4-i cTereHu THKECTH, 4eM B rpynie mianedo (32,1% B cpaBuenuu ¢ 26,7% [16,1%
B cpaBHeHuu ¢ 1,8% nocne Hauana noanepxkubatoineit tepanun| B xoge KM CALGB 100104 u
16,4% B cpaBHenuu ¢ 0,7% B KU IFM 2005-02 cootBeTcTBeHHO). Y 2,2% mnanuentoB B KU
CALGB 100104 u 2,4% mnanuentoB B KW IFM 2005-02 cOOTBETCTBEHHO 3aperucTpUpOBaHA
HEUTpONEHMs, KOTOpas MpuBeia K MPeKpalleHUuI0 Tepanuu JeHanugomuaoMm. debpunbHas
HelTponeHuss 4-ii CTEeNeHW TSDKECTM pa3BHUBajachb CO CXOKEH 4YacTOTOM B TIpymie
MOJICP>KUBAIOLIEH Tepanuy JeHaTUA0OMUI0M U rpymrne mianedo B ooonx KU (0,4% B cpaBHeHUn
¢ 0,5% [0,4% B cpaBaennu ¢ 0,5% mocie Hagana noxnepkuBatomeii Tepanuu]| 8 KU CALGB
100104 u 0,3% B cpaBaenuu ¢ 0% B KU1 IFM 2005-02 cOOTBETCTBEHHO).

[MognepxuBaromast Ttepanust JeHanmuaomuaoM tmocne TI'CK wamie BbI3bIBaJIa pa3BUTHE
TpoMOouuToneHnu 3-ii u 4-i creneHu TspkecTd, yeM miaanedo (37,5% B cpaBuenuu ¢ 30,3%
[17,9% B cpaBHeHuu c 4,1% mnocne Havana nojaepxusatonieil Tepanuu] B xone K CALGB
100104 u 13,0% B cpaBHenuu ¢ 2,9% B K1 IFM 2005-02 cOOTBETCTBEHHO).

BIMM: nayuenmbvl, KomopulM He NOKA3AHA MPAHCNIAHMAYUs, NOLYYAeuiue JeHaIudoMud 8
KOMOUHayuu ¢ Oopme30MubOM U QeKcamemaszoHoMm

B uccnenosanuu SWOG S0777 ueittponienust 4-ii cTeneHu TsbkecTy HaOmoaanach B rpymmne RVd
pexe, ueM B rpymme cpaBHeHus Rd (2,7% B cpaBHenun ¢ 5,9%). B rpynnax RVd u Rd 6bina
3aperucTpUpOBaHa AHAJOTUYHAS 4YacTOTa Pa3BUTHS (GeOpuiIbHON HelTporneHuu 4-ii cTeneHu
TsxecTd (0% B cpaBHeHuu ¢ 0,4%).

TpomOouuTonenus 3-i unu 4-if cTeneHu TsHkecTu Habmojanack B rpynne RVd uame, yem B
rpynne cpaBHeHust Rd (17,2% B cpaBHenuu ¢ 9,4%).

BJIMM: nayuenmul, komopulm He NOKA3aHa MpAHCHIAHMAYUs, NONYYAeuiUe JeHATUOOMUO 8
KOMOUHAyuu ¢ 0eKcamemazoHom

[Ipu mpumMeHeHMH KOMOWHAIMH JICHAIUJIOMHUIA C JEKCaMETa30HOM Yy mamueHToB ¢ B/IMM
OTMEUAJIOCh YMEHBIIIEHUE YaCTOTH BOSHUKHOBEHUS HEUTPONIEHUH 4-11 crenenu TskecTH (8,5% B
rpynne Rd (wenpepsiBHOe nedenue) u Rd18 (sieduenne B Teuenue 18 4-HenenbHBIX LIUKIOB) B
cpaBHeHun ¢ 15% B rpynne MPT). ®ebpunbHas HelTponeHuss 4-if CTENEHU TSHKECTH
Habmoaanack Heyacto (0,6% B rpynne Rd u Rd18 B cpaBuenuu ¢ 0,7% B rpynmne MPT).

[Tpy mpuMeHeHNH KOMOWHAIMU JICHATUAOMHUAA C JeKcaMeTa3oHoM Yy mainueHTtoB ¢ BJIMM
OTMEUAJIOCh YMEHBIIEHHE YacTOThl BO3HUKHOBEHMSI TpoMOouUTONEeHUM 3- U 4- cTeneHu
TsokectH (8,1% B rpynne Rd u Rd18 B cpaBrenuu ¢ 11,1% B rpynme MPT).

BJIMM: nayuenmoi, KOmopbiM He NOKA3AHA MPAHCHAAHMAYUS, NOAYYAGUIUE JIeHANUOOMUO 8
KoMOUHayuu ¢ meaghananom u npeoHu3010HoM

[IpuMeHeHue NeHATUIOMHUAA B KOMOMHAIMK ¢ Meli(aTaHOM M MPETHU30JOHOM Y MalleHTOB C
BJIMM comnpoBoxaanock 00yiee BEICOKOW 4aCTOTON BO3HUKHOBEHHSI HEUTPOTICHUH 4-i CTETICHH
TsxectH (34,1% B rpynne MPR+R/MPR+p) no cpaBaenuto ¢ rpymnmnoit MPp+p (7,8%). Dnu3osl
bebpunbHON HelTponeHun 4-i cTeneHu TsokecTw HaOmomanuck dvame (1,7% B rpymme
MPR+R/MPR-+p no cpaBuenuto ¢ 0% B rpynmne MPp+p).

[TpuMeHeHne TeHATHIOMHUIA B KOMOWHAIMH ¢ MelI(haTaHOM M MPETHU30JIOHOM Y TTallueHTOB C
BJ/IMM comnpoBoKAanoch NOBBIIIIEHHON YacTOTONH BOSHUKHOBEHUS TPOMOOIUTONCHUH 3-U U 4-if
crenern TsoxectH (40,4% B rpynme MPR+R/MPR+p) o cpaBrenuto ¢ rpymmoit MPp+p (13,7%).
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MM: nayuenmoi, nonyuusuiue KaKk MUHUMYM OOHY JUHUIO MePanuu

[IpumeneHre KOMOMHALMM JICHAIWIOMUIA C JIEKCAMETa30HOM Yy mamueHtoB ¢ MM
COIPOBOKAAIOCH IIOBBIIEHUEM YaCTOThI Pa3BUTHUS HEUTponeHuH 4-i crenenu Tsxecty (y 5,1%
NAI[MEHTOB, MPUHUMABIIUX JICHAIUJOMHII C JEeKcaMeTa3oHOM, Mo cpaBHeHutro ¢ 0,6% vy
NaIMEeHTOB, MPUHUMABIIMX KOMOWHAIMIO JeKCaMeTa30Ha U miane6o). PedpuibHast HEUTPONeHUs
4-if cTemeHW TSHKECTH Yy TMAlMeHTOB, TNPUHUMABIIMX KOMOWHAIUIO JICHATHIOMHUAA C
JeKcaMeTa30HoM, oTMedaiack Hedacto — 0,6% (y manumeHTOB, MPUHMMABIIMX KOMOWHAIUIO
JeKcaMeTa3oHa u miare6o, — 0%).

[IpumeneHre KOMOWHAIMK JICHAIUIOMHIA C JIeKCaMeTa3oHOM Ipu MM  compoBOXIANIOCH
MOBBILIICHHUEM BEPOATHOCTH Pa3BUTHUS TpoMOoMToneHnu 3-ii u 4-if crenenu Tsoxectu (9,9 u 1,4%
COOTBETCTBEHHO Yy MAllMEHTOB, IPUHUMABIINX JIEHAIUJOMU]] C JEKCAMETa30HOM, OTHOCUTEIBHO
2,3 1 0% y manueHToB, MPUHUMABIINX KOMOWHAIIUIO IEKCaMeTa30Ha U I1aneoo).

Hayuenmor ¢ MJIC

V¥ nanuenroB ¢ M/IC, nosyyaBIux Tepanuio JIEHAIUIOMHIOM, Yallle pPa3BUBaJIach HEUTPOIIEHUS
3-ii u 4-i1 crenenu Tspkectu (74,6% y MAlMEHTOB, MOJYYABIIUX JICHATHIOMUI, 110 CPABHEHHIO C
14,9% y nanmenToB, noiay4asmux miane6o, B KU 11 ¢a3zer). Cnydan ¢peOpunpHON HEUTpOTIEHHN
3-1i 1 4-11 cTeneHy TSHKECTH OTMEUEHBI Y 2,2% MalueHTOB B IPYIINE TEPANUH JICHATHIOMHUIOM 10
cpapaeHnio ¢ 0% y mammeHTOB B rpymnme 1uiane6o. [lpuMeHeHWe IeHAIMIOMHIA Yalle
COTPOBOXKAAETCS Pa3BUTHEM TpoMOouuTONneHuu 3-ii u 4-it crenenu Tsokectu (y 37% nanueHToB,
MOJIYYaBIIMX JICHATHAOMU, 10 cpaBHeHUIo ¢ 1,5% mamuenToB, nmoiaydaBmux mianedo, B KU

Il dhazwr).

Hayuenmuvr ¢ MKJI

V¥ naunuentoB ¢ MKJI yame pa3BuBanace HedTponeHus 3-il u 4-it crenenu Tsoxkectu (y 43,7%
MAIMEHTOB, MOJYYaBUINX JICHAIUJOMHUI, IO cpaBHEHHIO ¢ 33,7% manueHTOB B KOHTPOJIbHOMN
rpymre B KU Il gassr). Cnydan pedpunbHOi HeliTponieHnn 3-i ¥ 4-i CTETIEHU TSKECTH OTMEYCHBI
y 6,0% nanueHToB, NOJy4YaBIINX JEHAIHIOMU/, 0 CPAaBHEHUIO € 2,4% MallMeHTOB KOHTPOIbHOU

TPYIIIIBL.

Hayuenmor ¢ DJI unu JIM3

[TpumeHeHue neHanuIOMHUIa B KOMOMHAIMK ¢ puTtykcuMadom npu DJI wim JIM3 cBsizaHo ¢ 6oee
BBICOKOM 4acTOTOM pa3BUTHUS HeiTponenuu 3-il unm 4-it crenenu Tspkectu (50% y manueHToB,
HOJYYaBIIUX JICHAIUJIOMUA/pUTYKCUMAO0, 1o cpaBHeHuUio ¢ 12,8% y manueHToB, MOIyYaBIIMX
mane6o/putykcumad). Bee cinyuaun Helitponienuu 3-i uin 4-i CTETIEHH TSHKECTH ObLUTH 00OpaTHUMBI
IpU NPEpPHIBAHUU TEPANUH, CHWKEHHM 03bl W/MIU MOJACPKUBAIOLIEM JIeYeHUH (akTopaMu
pocta. Kpome Toro, Hewacto HaOmromanach (edpunbHas HeutporneHus (2,8% y MaluveHToB,
NOJYYaBIIUX JICHATUAOMH/PUTYKCUMa0, Mo cpaBHeHuto ¢ 0,6% y HalMeHToB, MOJIyYaBIIMX
mane6o/puTykcuma).

[TpumeHenue neHanuIOMua B KoMOuHanuu ¢ purykcumadbom mpu ®JI u JIM3 Takxke cBsi3aHo ¢
Oosee BBICOKOM yacToTOM TpomOomuroneHuu 3- wnm 4-i1 crenenu (2,3% y DaIMeHTOB,
MOJYYaBIIUX JICHATUJAOMH/PUTYKCUMA0, MO cpaBHeHUIo ¢ 1,1% y mamueHToB, MOJydYaBIIMX
mane6o/puTykcuma).

Benosnaa T

[lpumeHeHnne KOMOMHALIMK JIEHAIWAOMHA C JeKCAMETa30HOM Yy mauueHToB ¢ MM
COTPOBOKAAIOCH MOBBIIIEHHBIM PUCKOM pa3BUTHUSL TpoMmOo3a IIyOOKUX BeH M TD neroyHoi
apTepuu, B TO BpeMs KaKk B KOMOMHAIIUK ¢ MeI(aTaHOM U IPEAHU30JI0HOM, a TAKXKE Y IMallUEHTOB
¢ MM, M/IC u MKIJI na ¢hoHe MOHOTEpaNuH JICHATUIOMHUIOM 3TOT PUCK OBLT HIDKE (CM. pasjaen
4.5). OnHOBpeMEHHOE Ha3HAYeHHE HPUTPONOITHMUECKUX CPEJACTB MM HaJIM4ue TpoMOo3a
IyOOKHX BEH B aHAMHE3€ TaKXe MOTYT YBEJIWYUTh PUCK TI-OCIOXKHEHHH y JaHHOM IpymImbl
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MMAIllEHTOB.

Hngpapxm muoxapoa
Y manueHToB, MPUHUMABIIUX JICHATHIOMUJI, OTMEYAINCh CIIy4an BO3HUKHOBeHUS 1M, ocobeHHO
NPY HAJIMYUW U3BECTHBIX (PaKTOPOB PUCKA.

I'emoppacuueckue ocnodicHenus

I'emopparnueckue  OCJIIOKHEHUsS  YKa3aHbl B  COOTBETCTBUM C  CHUCTEMHO-OPIaHHOM
KJaccu(uKanuef, a UMEHHO: HapylIeHHs CO CTOPOHBl KPOBH M JUM(ATUYECKOH CHUCTEMBI;
HapyIIEHHUs CO CTOPOHBI HEPBHOM CHUCTEMBI (BHYTPUUEPEIIHOE KPOBOU3IIMSHUE); CO CTOPOHBI
JIbIXaTEIbHOM CUCTEMBI, OPraHOB I'PYJHON KJIETKU M CPEJOCTEHHs (HOCOBOE KPOBOTEUEHHE); CO
ctoponbl JKKT (ruHruBanbHOE, reMOpPpOUAAIBbHOE, PEKTAIBHOE KPOBOTEUEHUE); CO CTOPOHBI
IIOYEK M MOYEBBIBOJAIIMX IyTe (remarypus); TpaBMbl, HHTOKCHKALMM M OCJIOXHEHUS
MaHUNYISA0UH (yInr0) U €O CTOPOHBI COCYAOB (IKXMUMO3BI).

Annepeuueckue peaxyuu u madiceivie KOJICHblE PeaKyuu

HmeroTes cooO11eHNs 0 pa3BUTHH AJUIEPTUYECKUX peaKluil, BKIK0Yas aHTHOHEBPOTUYECKUHN OTEK,
aHa(QUIAKTUYECKYIO0 PEaKLMI0, M TSKENbIX KOXKHBIX peakiui, Bkitoudas cuHapoM CTHBEHCca—
JI>KOHCOHA, TOKCHMYECKMM snuiepMaibHblii Hekpoau3 u DRESS-cunzapoM, npu npumeHeHuH
JeHamuIoMuaa. B nmTeparype coo0maeTcss O BO3MOXKHOM IMEPEKPECTHON peakIuu MEeXITy
JCHAIMJOMUIOM U TAIMIOMUIOM. JIeHaImaoMu 1 He ciaenyeT Ha3HavaTh NalueHTaM, B aHaMHE3e
y KOTOPBIX OTMEYAIUCH TsDKeIbIe (DOPMBI CHINHU TPH MIpUeMe TaauaoMuaa (cM. pasaen 4.4).

llepsuunvle 3n10xkauecmseentbvie ONYXoau Opy20u 10KAIU3AYUU

HoBrle 310KauecTBeHHBIE HOBOOOpa3oBaHus, oTMedaBinuecs B KW y manueHTOB ¢ MHenoMon
nocJjie MpUMEHEHHsI KOMOMHALMY JIEHAINJOMU/IA C IEKCaMETa30HOM 110 CPAaBHEHUIO C KOHTPOJIEM,
MPEJICTaBIISsUIA cO00M ITaBHBIM 00pa3oM 0a3aabHOKJIETOUHBII WU TNIOCKOKJIETOYHBIN pak KOXKH.

OMJI

MM

Cnyyau OMIJI nabmomanuce B KM BJ/IMM y nanueHTOB, HOdy4YaBIIMX JICHAJIUJOMU] B
KoMOuHanuu ¢ MendananoMm win cpasy ke mocie BIAM/TI'CK (cm. pasmen 4.4). OMIJI He
Haomogancs B KW y manuentoB ¢ B/JIMM, nmonyudaBmiux JeHaIUAOMH]I B KOMOMHAIIMHU C
JIeKCAaMETa30HOM, IIpU CPaBHEHUH C TaJIMJIOMUIOM B KOMOMHAIMU C MendalaHoM H
MPETHU30JI0HOM.

MJIC

HcxonHble mepeMeHHbIe, BKIIOYas CI0XKHBIE LIUTOI€HETHYeCKue aHoManuu u TPS53-myranuu,
acCOIMUPOBAIIUCH ¢ mporpeccupoBanueM 10 OMIJI y manuentoB ¢ MJIC5q 1 3aBUCUMOCTBIO OT
remorpancysuii (cMm. pasgmen 4.4). Ilpeackadyemast [ABYXJIETHSII COBOKYIHAsh dacToTa
nporpeccupoBanus 10 OMJI cocrasmna 13,8% y manuentoB ¢ MIC5q mo cpaBuenuro ¢ 17,3% y
nanrenToB ¢ MJIC5q 1 oJHOM TONMOJIHUTENBHON LUTOreHeTH4Yecko aHomanueit u 38,6% — y
MAIMEHTOB CO CIIOXKHBIM KapuoTunoM. B xone perpocnektuBHoro ananmsza KU nenanmnaomuga
npu neuenun MJIC npenckaszyemasi ABYXJIETHsI yacToTa nporpeccupoBanus 10 OMJI cocraBuia
27,5% y mnauueHToB C MOJOXUTEeNbHbIM pesyiabTatoM WI'X-pS53 u 3,6% y namueHtoB c
orpuniatenbHbiM pesynbratom UT'X-p53 (p=0,00380). Cpenu manueHTOB € MOJOKUTEITHHBIM
pesynpratom MI'X-p53 wactora mporpeccupoBanus a0 OMIJI Oblna HMKE y TE€X MAIlUEHTOB,
KOTOpBIE JIOCTUTJIN HE3aBUCUMOCTH OT reMoTpancdysuii (11,1%), mo cpaBHEeHHIO C MallMEHTaMU
6e3 Takoro oteera (34,8%).

Hapywenus co cmoponvl neuenu
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 19.09.2024 N 20041

B [OCTPErMCTPALMOHHOM IIEPHOE 3aPEerHCTPHpPOBaHb! "l«l%éﬂ%%&@“&é%%éhﬁ I C'&[%bHH

Me4YeHu (YacToTa HEW3BECTHA): OCTpas IEeYeHOYHAas HEIOCTaTOYHOCTh M Xxoyiectad (o0a
NOTEHLUAIbHO (haTalbHbIE), TOKCUYECKUN TemaTHT, UUTOJUTHYECKUN TeraTuT, CMENIaHHbIN
LUTOJUTUYECKUNA/X0JIECTATUYECKAI MeaTHT.

Paboomuonus
Bbutn oT™MEUEHBI peaKue ciydan pabaoMHUOIN3a, B HEKOTOPBIX U3 HUX JICHAIHIOMU/I IPUMEHSIIN
COBMECTHO CO CTATUHAMU.

3abonesanus wumo8uUOHOU Jicenesvl
Co001anoch 0 ciaydasx BO3SHUKHOBEHHS THIIOTHPEO3a U TUIEpTHpeo3a (cM. paszaen 4.4).

TFR u TLS

B xone K11 MCL-002 npumepno y 10% nanueHToB, MOJyYaBIIUX JICUCHUE JICHAIUIOMUIIOM,
pazBwics cunapom TFR mo cpaBHenuto ¢ 0% B rpymnmne KOHTpousis. BosbIIMHCTBO ciydyaeB
BO3HHKJIO BO BpeMs 1-TO IMKJIa TEparuyi; BCE OHU PACICHUBAJNCH KaK CBA3aHHBIC C TEPAITUEH,
1 OOJIBIIIMHCTBO citydaeB Obu1o 1-i wiin 2-i creneHu TsokecTd. [laleHTsl ¢ yCTaHOBJICHHBIM B
xolle JuarHocTukud BbIcOkUM MIPI mnm wmcxomHo reHepanu3oBaHHOW JHMQaneHomaTHen
(HanMuue KaKk MUHUMYM OJIHOI'O odara JMaMeTpoM >7 cM) MOTyT UMeTh puck pa3putus TFR.
B KM MCL-002 TLS 3apeructpupoBaH y OJHOTO HAallMEHTa B KKJOW M3 ABYX TPYII JICUCHHUS.
B nononuurensnom KM MCL-001 npumepno y 10% mnaumentoB passwics TFR; Bce oHu
pacLEHUBAINCh KaK CBSI3aHHbIE C Tepanued, U Bce Obuid 1- umm 2-i CTENEHU TSKECTH.
BonapmmHCTBO ci1yyaeB pa3BuBaiiock BO Bpems 1-ro nukina tepanuu. B KU MCL-001 He oTmMeueHo
ciy4daeB pazutusi TLS (cMm. paznen 4.4).

B uccnegoBanuu NHL-007 pazsutue TFR Obuio 3apeructpupoano y 19/176 (10,8%) narueHToB
B Tpymme JeHamugoMun/putykeumad wu oy 1/180 (0,6%) manmeHTOoB B rpymie
iane6o/putykcumad. bonpinas yacts cnyuaeB TFR (18 u3 19) Obuia 3apeructpupoBana B TpyIimne
JICHATUIOMUJ/PUTYKCUMA0 ¥ BO3HHMKIJIA B TEUCHHE MEPBBIX JIBYX LUKIOB JieueHus. TFR 3-ii
CTETEHU TSHKECTH HaOJI0JANCs y OJHOTO MalMeHTa TPYIIbl JICHATUAOMU/PUTYKCUMA0 U He
HaOJrO1aJICst HU y OJTHOTO TMalueHTa Tpynmsl mianedo/putykcumad. B uccnenoanmu NHL-008
TFR nabmopancs y 9/222 (4,1%) nauueHToB; (3aperucTpupoBansl 4 ciaydas 1-if cTeneHu TshkecTH
U 5 ciydaeB 2-# cTeneHH TSXKECTH ); OIMH 3aperuCTPUPOBAHHBIN CiTydail ObIJI COUTEH CEPHbE3HBIM.
B wuccnenoanun NHL-007 TLS Bo3nuk y 2 manuedtoB (1,1%) w3 rpynmnsl
JICHATUJIOMUJI/PUTYKCUMA0 U HE HAOMIOAAJICS HU Yy OJHOTO u3 mamueHToB ¢ DJI, momydaBmmx
iane6o/puTykcuMab; HU y OJTHOTO NaiienTa He 3apeructpuponanbl HJIP 3-if wn 4-it crenenu.
B nccnenoBannun NHL-008 TLS Bo3nuk y omnoro manuenta (0,5%). Oto ennncrBennas HJIP
6bu1a neHTHGUIMpoBaHa Kak cepbe3Has HJIP 3-if crenenu tsxectu. B uccnenoannu NHL-007
HU OJIMH W3 TAIMEHTOB HE MPEKPATHJI TEPAINHUI0 JICHATHIOMHUIOM/PUTYKCUMAOOM TI0 TPUYNHE
Bo3HUKHOBeHuUs1 TFR u TLS.

3abonesanus JKKT
[Tepdopamus XKKT 6su1a 3apeructpupoBana Ha GoHe TpuMeHeHUs JeHamaomuaa. [lepdoparus
KKT moxeT NpuBOAUTH K CENTUYECKUM OCIOKHEHUSIM U JIETAIbHOMY UCXOAY.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 MOA03peBaEMBbIX HEXENaTeNbHBIX PEAKIUAX TI0CIe PEerucTpaliu
JIEKapCTBEHHOTI'0 Tpernapara ¢ 1eabi0 00ecnedeHrs HeNPepbIBHOIO MOHUTOPUHIA COOTHOILIEHUS
«T0JIb3a—PUCK» JICKApCTBEHHOTO Tpenapata. MeIuIMHCKUM paOOTHUKAM pPEKOMEHIyeTCs
coo0maTe O JIIOOBIX MOJO3PEBACMBIX HEKENATENBHBIX PEAKIMIX JICKapCTBEHHOIO Ipernapara
yepe3 HALMOHAJIBHBIE CUCTEMbI COOOIEHUS O HEXKENATEeNbHBIX PEaKIUsIX ToCyIapCcTB — YJICHOB
EBpazniickoro 53KOHOMHUYECKOr0 COr3a.
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Poccuiickasa @exepanus

DdenepanbHas ciryx0a 1o Haa30py B cdepe 3ApaBOOXpaHCHUs
109012, r. Mocksa, CraBsiHCKasl IIIoMIaab, 1. 4, ctp. 1
Tenedon: +7 (800) 550-99-03

OnekxrpoHHas outa: pharm@roszdravnadzor.gov.ru
https://www.roszdravnadzor.gov.ru

Pecny6siuka Kazaxcran

PI'TI na [IXB «HaunoHanbHBIA LEHTP 3KCIEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIMIMHCKUX
u3nenuit» Komurera MeguIMHCKOro #  (apManeBTUYecKOoro KOHTpoJjs MuUHHUCTepCTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

010005, r. Acrana, paition baiikonsip, yia. A.Mimanosa, 13 (BLl «Hypcaymet 2»)

Tenedon: +7 (7172) 235 135

DnekTpoHHas rnovta: farm@dari.kz

https://www.ndda.kz

Pecny6suka besnapych

MunucrepcTBo 31paBooxpanenusi Pecnyonuku benapycs, PYII «llenTp skcriepTu3 u UCIbITAaHUN
B 3/IpaBOOXPAHECHUI

220037, Pecnybonuka benapyce, . Munck, nep. ToBapuieckuii, 2a

Tenedon: +375-17-242-00-29

OnexTpoHHas noyra: repl@rceth.by

4.9. llepeno3upoBka

CHUMIOTOMBI

B nccnenoBanusx mo onpeaeneHuio Auana3oHa /103 4acTh MallueHTOB Motyvana 1036l 10 150 mr,
a B MCCIIEIOBAaHUAX BO3JCUCTBUS OAHOKpaTHOU 103bl — A0 400 mr mpemapata. Tokcuueckue
MPOSIBIICHUS, TUMUTHPOBABIIINE BEJIMUYHUHY O3Bl B 3TUX HCCIEAOBAaHUAX, OBLIIH UCKIIFOUUTEIBHO
reMaTOJIOTHYECKAMU.

Jleuenne

CrenuanpHOTO TUIaHa JACHCTBUU MPU MEPETO3UPOBKE JICHATHWIOMHUA B HACTOAIIEE BPEMsI HE
BbIpaboTaHo. B cimyuae mepeno3upoBKH PEKOMEHIYEeTCsS CUMIITOMATHYeCKas MOAAeP>KUBAOIIAs
Tepanmusi.

5. PAPMAKOJIOI'NYECKHUE CBOUCTBA

5.1. ®apmakoaMHaAMHYeCcKHe CBOIicTBA

dapMakoTepareBTHYECKas TPYIIa: HMMYHOJICITPECCAHTHI; IPYTrUe HMMYHOICTTPECCAHTHI
Kox ATX: LO4AX04

Mexanuszm geiicTBus

JleHanMIOMHUJ CBA3BIBACTCS HEMOCPEACTBEHHO C IEpeOIOHOM, KOMIIOHEHTOM (EepMEHTHOIO
komiuiekca KyunH-RING E3  yOukBuTHHIMra3el, KOTOpBIA BKiIouaer Oenok-1 (DDBL),
CBSI3BIBAIOIMICS C TMOBPEXJIEHHON ne3okcuprOonyknenHoBoit kucioroi (JAHK), xymmmn 4
(CUL4) u perymarop kymwmHOB 1 (Rocl). B remMomosTH4eckux KIETKax CBSI3BIBAHHE
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JICHATMIOMHUJIA C 1IePEOIIOHOM MOOWMIIM3YET CY CTpaTHBI:Ig Bemkn 6168 lﬁﬁkﬂbs', gﬁhgﬁ)';']:-fﬁem

(dakTOopamMu TPAHCKPHUIIIIUH B TUM(OHUTHBIX KIETKaX, YTO MIPUBOIUT K UX YOMKBUTUHHPOBAHUIO U
nocienyomeMy  pacnagy — u 00yCIIOBIMBAET psMble LIUTOTOKCUYECKUI u
UMMYHOMOYIUpYyIomuid 3¢ dexTel. B yacTHOCTH, IeHATUAOMII HHTHOUPYET MpoiauQepanuo u
YCUJIMBAET aroNTO3 ONPEAETICHHBIX 3J0Ka4eCTBEHHBIX TIE€MOIIOITUYECKUX KIIETOK (BKIIHOYas
kietku MM, knetku @JI U KIETKM € JelIeUUSIMH XPOMOCOMBI 5), YCHIMBAET MMMYHUTET,
ornocpenoBaHHbIl T-KieTkaMu U KieTkaMu — ectecTBeHHbIMU kuiuiepamu (EK), u yBenuunBaer
ynucio EK, T-xnerok u EK T-xnerok. Ilpu MJIC5q nenanuaomua u30uparenbHO WHTHOHPYET
[aTOJIOTMYECKUH KJIOH, YCUJIMBAs alloNTO3 KIETOK C M30JIMPOBAHHOM Jienenueit 5q.

KomOuHanus jneHanuoMua ¥ PUTyKCHMMada yBETMYMBACT AHTHTEIO03aBUCHUMYIO KJIETOYHYIO
UTOTOKCUYHOCTb U IPSAMOM aroITo3 3J10KaueCTBEHHbIX Ki1eToK DJI.

MexanusM  J€HCTBHS ~ JICHAIWAOMHUAA  TakKe  BKIIOYAeT  AHTUAHTUOTEHHBIE U
IIPO3PUTPOINIOITHYECKHE CBOMCTBA. JIeHann oMy MHTMOUPYET aHTMOTeHe3, OJIOKUPYS MUTPALIUIO
U aAre3uio SHAOTENHATBHBIX KJIETOK, a Takke OO0pa3oBaHME MHKPOCOCYAOB, MOBBIIIACT
npoaykuuo ¢eransHoro remoriioonsa CD34" CTBOJOBBIMH I'€MOIOITHYECKAUMHU KIETKAMU |
UHTUOMPYET MPOAYKIHUIO TPOBOCIATUTEIBHBIX IIMTOKUHOB (Hampumep, (akropa HeKkposa
omyxonu anbpa (PHO-a) u untepneiikuna 6 (11J1-6)) monouuramu.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Db dexTuBHOCTH M Oe30macHOCTh NeHamuaomMuna oputn u3ydensl B 6 KU 1T ¢assr mpu BAMM,
B 2 KU III ¢a3sr npu peunauBupytomieit pegpaxkrepuoit MM, B oqnom KU III dhassl u B ogHOM
KU 1II dazer mpu MJIC, B omnom KU 11 daszsr mpu MKIJI, B oqrom KU 111 ¢a3er u onnom KU 111Ib
da3zb1 mpu OJI u JIM3.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

JleHanMIOMUJ UMEET B CBOCH CTPYKTYpe aCUMMETPUYECKHH aToOM yriiepoja, MO3TOMY MOXKET
CyLIECTBOBaThb B BHUJE JIBYX ONTHYECKH aKTUBHBIX ¢opMm: S (-) m R (+). Jlenanumomun
IpeJCcTaBiIsieT co0OM paleMHuecKylo cMech. JleHanumomMuJ OOBIYHO JIydllle PacTBOpSETCS B
OpraHMYECKHUX pPACTBOPUTENSAX, HO HMeeT Hawilyduyio pactBopumocts B 0,1H Oydepnom
pacTBOpE COJISIHOM KHCIIOTHI.

AOGcopbuus

[Tocie mnpuema BHYTPh HaTOLIAK 3J0POBBIMH JOOPOBOJBIIAMU JIEHATUAOMH OBICTPO
BCAChIBAETCS; MPH 3TOM MaKCHMallbHasi KOHIEHTpamus Hocturaercs depes 0,5-2 waca mocie
OJTHOKPAaTHOTO TMpHeMa. Y TMalUeHTOB, a TaKXe 3J0pPOBbIX J0OPOBOJIBLIEB MaKCHMAalbHas
KoHIeHTpanusi (Cmax) U TUIOMIAJb TOJ KpUBOHM «koHIeHTpauus—Bpems» (AUC) BospacTaror
NPONOPLHMOHATIBHO YBEIMUYEHHIO J03bl. [IOBTOpHBIE mpHeMBbl Ipenapara He HPUBOJAAT K €ro
KyMYJISIIAU (HaKOIUIEHHIO). B TI1a3Me KpoBH OTHOCHTENbHBIC DKCIIO3UITNH S- U R-5HaHTHOMEpOB
JICHAJIUJIOMU/IA COCTABIISAIOT NMpUMeEpHO 56 u 44% coorBercTBeHHO. [IprMeHeHue npenapara c
NUIIEH C BBICOKUM COJIEPKAHHEM JXHPOB M BBICOKUM COJICPKAHWEM YTIIEBOJOB Y 3IOPOBBIX
JOOPOBOJIBIIEB TOHM)KAET CTETIEHb BCACBIBAHMS, UTO MPUBOJIUT K yMeHbleHnto AUC npumepHO
Ha 20%, a Cmax B u1a3me kpoBu — Ha 50%. Onnako B ocHoBHBIX KU nmpenapara npu neuennu MM
u MJIC, B KOTOpBIX OBLIM yCTAHOBJECHBI 3(P(HEKTUBHOCTh M O€30MaCHOCTh JICHAIMIOMUJA,
MaIMeHTHI MPHHUMAIN TIPeTapaT He3aBUCHMO OT MpHeMa MUIIK. TakuM 00pa3oMm, JICHATHIOMH/T
MOYKHO IPUHUMATh HE3aBUCUMO OT IPHEMa THIIH.

Pe3ynpTaThl MOMyISAIMOHHOTO aHANMN3a (hapMaKOKHHETHYECKHX JTaHHBIX MTOKAa3aJId, 9TO CKOPOCTh

BCAChIBaHMsI JICHAIMOMHU/A T10CJIE IIPUEMa BHYTPh aHajornyHa y nanueHtoB ¢ MM, MJIC un
MKIJL
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Pacnopenenenue

In vitro ces3sBanume [*C]-nenanuaomuna ¢ GenKaMm mia3Mbl KPOBH OBUTIO HH3KHM H B CPETHEM
coctaBisio 23 u 29% y nanuenToB ¢ MM u 310pOoBBIX JOOPOBOJIBLIEB COOTBETCTBEHHO.
JlenanuaoMua pUCyTCTBYET B ceMeHHOM kuIKocTH (<0,01% OT 103b1) OCTIE TPpUEMa €ro B 103€
25 Mr/cyT, HO He ONpeNeNsieTCss B CEMEHHOM KHUJIKOCTH 37J0POBBIX TOOPOBOJIBIEB CIYCTS 3 JTHS
HOCJIe MPEeKpallieHus prueMa npenapata (cM. paszaen 4.4).

BI/IOTDaHC(bODMaHI/IH W 3JIMMHUHAIA

PesynbraThl uccienoBaHuid MeTtabosm3Ma N VItro ykasblBarOT, 4TO H30(PEPMEHTHI CHCTEMBI
muToxpoma P450 He NpUHUMAIOT y4acTUsi B META00IM3ME JICHATUAOMH/IA Y YEJIOBEKa, MO3TOMY
MeTaboNMMYecKue  JIGKApCTBEHHbIE  B3aUMOJCHCTBUSL IPU  COBMECTHOM  IPUMEHEHUU
JCHAJIUIOMHUA W TIPerapaTroB, MHTHOMPYIOIIUX H30(EpMEHTHl CHUCTeMBl muToXpoma P450,
MaJlOBEpOSITHBL.  Pe3ysnbraThl  HCceoBaHMi  IN VItF0  JIEMOHCTPHPYIOT — OTCYTCTBHUE
MHruOupyrouero aecreus jneHamuaomuaa Ha uzopepmentel CYP1A2, CYP2C9, CYP2CI9,
CYP2D6, CYP2E1, CYP3A unun UGT1A1. Takum 06pa3om, MaJOBEPOSATHO, UYTO JICHATHIOMHU/T
Oyner cmocoOCTBOBaTh  Pa3BUTHIO  JIIOOBIX  KJIMHUYECKHM 3HAUYMMBIX  JIEKApPCTBEHHBIX
B3aMMOJICHCTBHI MPU OJJHOBPEMEHHOM HAa3HAYEHHUH C CyOCTpaTaMu 3THX U30(EPMEHTOB.

[To naHHBIM HCCIIEAOBaHUE IN  VILro, JeHaMuIOMUA HE SBISEeTCs CcyOcTparom Oelnka
PE3UCTEHTHOCTH paka MoylouHoW kene3pl 4yenoBeka (BCRP), mnepenocumkoB Oenka
MHO’KeCTBEeHHOM JiekapcTBeHHOU ycTouuBoctd (MRP) MRP1, MRP2 unu MRP3, nepeHocunkon
oprannueckux aHuoHoB (OAT) OATI1 u OAT3, monunentuga — NEPEeHOCUMKA OPraHMYECKHUX
anuoHoB 1B1 (OATPI1BI1), nepenocunkoB oprannueckux katuoHoB (OCT) OCT1 u OCT2, 6enka
9KCTpY3uM JeKapcTBeHHbIX IMpernapaToB U TokcMHOB (MATE) MATEl u opurmHambHbIX
nepeHocurnkoB opranndeckux karnoHoB (OCTN) OCTN1 u OCTN2.

HWccnenosanus in Vitro mokasaiu, 4To JICHATHIOMHUI HE OKa3bIBAeT HHTHOUPYIOIIETO IEHCTBUS Ha
SKCTIOpPTUpYIOIIy0 moMmity cosiei skemunbix kuciaor (BSEP), BCRP, MRP2, OATI, OAT3,
OATPIBI, OATPIB3 nmu OCT2.

Bonpimas yacTe neHaMMAOMHUIA BBIBOJUTCSA MOYKaMH. BKiian MOYEYHOW SKCKpEluu B OOIIUN
KJIMPEHC Yy MAIMeHTOB C HOpMaJbHOM (yHKIMeN mouek coctaBisaia 90%, a 4% neHamupomuia
BBIBOJINJIOCH KUILIEYHUKOM.

JleHanMIOMHJ TMpPAaKTUYECKH HE MeTaOoIu3upyeTrcs B OpraHu3Me, Tak Kak 82% ero 03bl
BbIJIETISIETCS TOUYKAMU B HEM3MEHEHHOM BuJie. [ npokcunenanugomMu 1 N-areTusa-IeHanuI0MHL
coctaBiAoT 4,59 u 1,83% 0T 3KCKpeTHpOBaHHON 103bI COOTBETCTBEHHO. [loueunslil kinupeHc
JICHAJIMJIOMU/IA TIPEBBIIAET CKOPOCTh TJIOMEPYISPHON (QHIbTpalMM, TaKUM 00pa3oM, IMpoliiecc
BBIBEJICHHSI IMEET B HEKOTOPOH CTEeNEeHU U akTUBHBIN xapakTep. [Ipu npueme B no3ax 5-25 mr/cyt
Nepuo/ MOJYyBBIBEIEHUS MpenapaTa COCTaBIIAET MIPUMEPHO 3 yaca y 3J0POBBIX JOOPOBOJIBIIEB U
oT 3 110 5 yacoB y nanuentos ¢ MM, M/IC nu MKIJIL.

JIniia moKMI0r0 BO3pacTa

Crermaneubix KW 1 onieHkH (papMakOKMHETHUKH JICHATUIOMUIA Y TOXKHIIBIX MAI[UEHTOB HE
pOBOAMIIOCH. [1OMy/SIIMOHHBIN aHanu3, B KOTOPBIM ObLIM BKIIOYEHB! (papMaKOKHMHETUYECKUE
JlaHHBIE TAIIMEHTOB B Bo3pacTe OT 39 no 85 neT, He BBIABWI BIMSHHUSA BO3pacTa Ha KIUPEHC
JeHaNUAOMUAa (IKCHO3UIMS B IUIa3Me). YUHUTHIBas IMOBBIIIEHHYIO BEPOATHOCTh HapyLIEHUS
(GYHKIMU TIOYEeK B MOXKMUIIOM BO3pacTe, CIeqyeT COOJ0AaTh OCTOPOKHOCTh MPU MOA00pe 035
npernapata M OCYLIECTBJISATH TIIATENbHBI KOHTPOJb (DYHKUIMU IMOYEeK Ha (OHE MpOBEIEHUs
Tepanuu.

IToyeyHas HEJOCTATOYHOCTh
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BBI3BAHHON HE3JI0KAYECTBEHHBIMU MPHYMHAMHU. B ATOM HCClIenoBaHUM IS ONCHKH (DYHKIIUU
MOYEK MCIOJb30BaIu ABa MeToaa: uaMmepenue nouyeynoro KK B reuenune 24 yacos u pacuetr KK
no ¢gopmyne Kokpodra—Ionta. PeynpraTsl mokazaay mponopUUOHATIbHOE CHIKEHHE OO0IIero
KIUpeHca Mpenapara mo mepe CHibKeHus (QyHkuuu mnoyek (<50 mu/mMuH), B pe3yibTaTe
npuBoauBiiee K nosbieHnto AUC. 3nauenuss AUC noBblanuch npumMepHo B 2,5, 4 u S pa3 y
MalMEHTOB C MOYEYHOM HETOCTATOYHOCTHIO CpeHeld M Tsokenon creneHu Tsxectd u TCITH
COOTBETCTBEHHO IO CPABHEHUIO C TPYIIIOi, 00BEAUHSAIONICH MAIMEHTOB C HOPMAaJIbHOHN (QyHKIHEH
MOYEK U TMAalMEeHTOB C IOYEYHOW HEIOCTAaTOYHOCTHIO JIETKOM cTemeHu TshkecTd. l[lepuon
MOJIYBBIBEJICHUS JICHATMOMHUAA TOBBILIAICS mpuMepHo ¢ 3,5 wyaca (y HalMEeHTOB C
KK >50 mur/muH) no 6onee 9 yacoB (y mamueHToB ¢ KK <50 mn/mun). Ilpu sTom modeunas
HEJOCTAaTOYHOCTh HE BIMsIa Ha a0COPOIUIO JICHATUAOMUIA PU TIpreMe BHYTPh. 3HaYeHUS Cmax
HE Pa3MYaliuCh Yy 3JI0POBBIX JOOPOBOJIBLIEB U MAIMEHTOB C MOYEYHOM HEIOCTATOYHOCTHIO.
ITpumepno 30% mnpenapata BBIBOAWJIOCH U3 OpraHM3Ma B X0/€ 4-4acOBOI0O ceaHca AMAIU3a.
PekoMenpanuu mo M3MEHEHHUIO J103bl Mpernapara y MalHeHTOB ¢ MOYeYHOW HEJO0CTaTOUYHOCThIO
MIpHUBEJICHKI B pasneine 4.2.

IIeueHOoUHAs HEAOCTATOYHOCTD

[MonynauuoHHbI  aHamu3 (apMaKOKMHETHYECKUX JIAHHBIX TAIMEHTOB C IEYEHOYHOU
HEJOCTAaTOYHOCTHIO JIETKOH cTenenu TsbkecTu (n=16, oOuuii 6unupyous B 1-1,5 pasza npesbliaer
BepxHioto rpanuily HopMbl (BI'H) unmu ACT >BI'H) nokasan oTcyTcTBHE BIUSHHS TE€UYEHOYHOU
HEJOCTATOYHOCTH JIETKOM CTENEHH TSYKECTH Ha KIIMPEHC JICHAIUIOMH/IA (SKCIIO3ULIUIO B TUIa3Me).
JIaHHBIX B OTHOIICHHHM TMAIMEHTOB C TMEYCHOYHON HEIOCTATOYHOCTBIO CpPEIHEH M TSIKEIOU
CTETCHH TSHKECTH HE MOJIyYEHO.

JIpyrue BHYTpSHHUE d)aKTODBI

[TormynsuoHHBI aHaMU3 (PapMaKOKMHETUUECKUX JAHHBIX IMOKa3al OTCYTCTBHE KIMHUYECKU
3HAUMMOTro BIUsSHUS Macchl Tena (33—135 kr), mosa, pacsl U BUJa OHKOINE€MaTOJIOTHYECKOIO
3aboneBanusg (MM, M/IC unu MKJI) Ha kiaupeHc neHanuJoMua y B3pOCIbIX MalUEHTOB.

6. DPAPMALEBTHYECKHUE CBOUCTBA

6.1. IlepeyeHp BCIOMOraTeJIbHBIX BEIIECTB

BcnoMorarenbHEIE BEIIECTBA

JlakTo3a

[emrono3a Mmukpokpuctainyeckas Tum 102
Kpockapmennosa narpus

Maruus creapat

Kpemuus nuokcua KoJsIOUIHbIN

CocraB Karcyi

Kancynvr 5 me
Kopmnyc: tutana nuokcua (E171), xenatun; kppliika: kpacutenb uHaurokapmut (E132), tutana
muokcua (E171), xxenatus.

Kancynor 10 me
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_NNEPTHOMY OTYETY

tutana auokcua (E171), kpacutens conneunblit 3akat xenthiid (E110), sxenatus.

Kancynot 15 me
Kopnyc: turana nuokcun (E171), s)xkenatun; kpbimka: Tutana guokcun (E171), sxenatum.

Kancynotr 25 me
Kopnyc: Turana quokcun (E171), )xenatun; kpbiiika: Tutada auokeus (E171), sxenatu.

6.2. HecoBmecTUMOCTD

Henpumenumo.

6.3. Cpok rognocTu (CpOK XpaHeHusl)

2 rona.

6.4. OcoOble MepbI NPEeIOCTOPOKHOCTH MPH XPAHEHU U

XpaHuTb 1pu Temieparype He Boiie 25 °C.

6.5. XapakTep 1 cofep:kaHue NePBUYHOH YIAKOBKH

[To 21 karncyie B 0aHKY MOJMMEPHYIO (U3 MOJUITUIICHA BRICOKOW IIOTHOCTH) JUIsI JICKAPCTBEHHBIX
CPEACTB, YKYNOPEHHYIO HAaBMHUMBAEMOH KpBIIIKONH IOJUMEPHONH (U3 MOJUIPONUIICHA) C
BJIArOIOTIIOTUTEIEM U KOHTPOJIEM IIEPBOTO BCKPBITHSI.

Ha GaHky Hak/IeuBalOT 3TUKETKY M3 OyMmMaru 3TUKETOYHOW WJIM NMUCYEH WM CaMOKJIEAIIYOCS
ITHKETKY.

Kaxnyro 6aHKy BMECTe ¢ JIMCTKOM-BKJIAIbIILIEM ITOMENIAIOT B MAYKy U3 KapTOHA KOPOOOUHOTO.
6.6. Oco0ble Mepbl NPEJOCTOPOKHOCTH TPH  YHHYTOKCHHHM  HCIOJIB30BAHHOIO
JIeKAPpCTBEHHOr0  Tpenapara WJH  OTXOJA0B, MOJYYEeHHBIX TOCJe NpPUMEeHeHHUs

JIEKAPCTBEHHOI0 NMpenapara, i Ipyrue MaHUNYJISIUH ¢ IPenapaToM

Becw ocraBmmiics HeKapCTBeHHLIﬁ npenapar U OTxoAbl CJICAYCT YHUUTOXUTL B COOTBETCTBUU C
YCTAaHOBJICHHBIMH HAIUOHAJIBHBIM 3aKOHOAATCIILCTBOM Tpe60BaHI/I$[MI/I.

CHGHI/I&J’IBHBIG MEPHI MPEAOCTOPOKHOCTH ITPH YTHIIM3AIIUN U 06DaHIGHI/II/I C IpénaparomM

He cnenyet oTKpbIBaTh WM pa3AaBiIMBaTh Karcyibl. ECIM MOPOIIOK JIeHaIMA0MHK/ 1A TIOTa1aeT Ha
KOXY, CJIEelyeT HEMEIJIEHHO TUIATEJIbHO MPOMBITh KOXKY BOJOM ¢ MbUIOM. Eciu nenanumomupg
MomaaaeT Ha CIU3UCThIC 000T0YKH, UX HEOOXOIUMO TIIATEIIBHO MTPOMBITH BOJIOM.

MeaunuHckue pabOTHUKU W JIUIA, OCYIIECTBISIONINE YXOJ 3a MallMeHTOM, OJDKHBI HOCHUTH
OJTHOPA30BbIE TIEPUYATKH TPH OOpalIeHHH C OAHKOW WM KarcyJioi. 3aTeM mepyaTKh CIeayeT
OCTOPOXXHO CHSITh, YTOOBI HE JONMYCTUTh KOHTaKTa C KOXKEH, MOMECTUTh B TE€PMETHYHBIH
MOJIMATUJICHOBBIN MMAaKeT W YTHJIM3UPOBATh B COOTBETCTBHH C MECTHBIMHU TpeboBanusiMu. [locie
ATOTO PYKU CIIEAYeT TINATEIbHO BBIMBITH BOJIOM C MBUIOM. bepeMEHHBIM JKEHIIWHAM WJIU
JKEHIITUHAM, KOTOPBIE TI0JI03PEBAIOT, YTO OHU MOTYT OBITh O€pEMEHHBI, HE CIIeIYEeT MPUKACAThCS
K OaHKe WU Karcyre.

Hewncnonp30BaHHBIN TIpenapaT pEeKOMEHIIYETCSl BO3BPATHTh B MEIUIIMHCKOE YUYPEKICHHE I10
OKOHYAHUU JIeYeHHs] [UIsi O€30MacHOr0 YHHYTOXKEHUS B COOTBETCTBHHM C MECTHBIMH
TpeOOBAHUSIMHU.
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7. IEPAKATEJb PETUCTPAIIMOHHOTO|Y TOCTOBEPEH¥EH | E/1EHUCTE 0003

Poccuiickas @enepanus

00O «TexHon0THUS JIEKAPCTBY

141400, MockoBckas 00i1., T. XUMKH, yia. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

®dakc: +7 (495) 225-62-65

Onekrponnas moura: info@drugsformulation.ru

7.1. Hpe):[CTaBI/ITe.TIL AepiraTeist PErMCTPAIMOHHOI0 YIOCTOBEPECHUS

[IpereH3un norpedUTENEN HANPABIATH 110 AAPECY:

Poccuiickasa ®egepanus

00O «TexHosorus JeKapcTB»

141400, MockoBckast 001, r. XuMmkH, yii. Pabouas, 1. 2a, ctp. 31, mom. 21
Tenedon: +7 (495) 225-62-00

®akc: +7 (495) 225-62-65

Onekrponnas moura: info@drugsformulation.ru

HpeacraBureabcTBo OO0 «Texnosiorus gexkapcrs» B Pecnydunke Kazaxcran

TOO «P-®apm Kazaxcran»

Pecny6nuka Kazaxcran, ropog Anmatel, bocranmpikckuii paiion, Ilpocnekt Anb-Dapabu,
nom 17/1, (II®L «Hypn-Tay» 610k 5b) v.1 Nel8, mourossrit uagexc 050059

Tenedon: +7 (727) 325-01-00 (4024)

dakc: +7 (727) 325-02-00, +7 (727) 325-03-00

OnekrponHas noura: safety KZ@rpharm.ru

IpeacraBureabcrBo QOO «Texnosorus gexkapcrs» B Pecnybduauke besapycs
220035, Pecniybnuka benapycs, . MuHck, yi. Tumupsizesa, 1. 72, od. 1210
Tenedon: +375 (017) 336-00-81

OnekrponHas noura: safety BY @rpharm.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
JITT-Ne(003572)-(PT-RU)

9. TATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHNS PETHMCTPAIIVH,
INEPEPETUCTPALINN)

JlaTa niepBoi perucTpanuu:
10. JATA IEPECMOTPA TEKCTA
OObmas xapakrepucThka JjekapcTBeHHoro mnpemnapara JIEHAJIMJIOMU/I-TJI noctymHa Ha

uH(GOPMAIIMOHHOM TopTane EBpasuilckoro 3KOHOMHYECKOTO cOro3a B HH(DOPMAIMOHHO-
KOMMYHUKaIMOHHOM cetn MuTepHer: http://eec.eaeunion.org/.
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