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COOTBETC TEn ET -'I' C _EF'_T.H_ MY OTHETY

V¥ JlaHHBII JeKapCTBEHHBIN MpernapaT MOIJICKUT TOTOTHUTEILHOMY MOHUTOPUHTY. JTO TO3BOJIUT
OBICTPO BBISIBUTH HOBYIO HHGpOpMaIuio mo Oe3omacHOCTH. Mbl oOpamaemMcsi K CIeHaInucTam
CUCTEMBI 3JPaBOOXPAHEHHS C MPOCHOO coo0ImaTh O JIFOOBIX MOJ03PEBAEMBIX HEXKeIaTeIbHBIX
peaknusax. [Topsaok cooOIeHus 0 HeXKeIaTeIbHBIX PEAKIUAX PEICTaBIIeH B pasnene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Jlenanmunomua, 5 Mr, KancyJibl.
Jlenamupomun, 10 Mr, Kancyisl.
Jlenanmunomua, 15 Mr, KancyJel.

Jlenanupomun, 25 Mr, KamncyJibl.

2. KAUECTBEHHBIN ¥ KOJIMYECTBEHHBII COCTAB

JlelicTByroliee BEMIECTBO: JIEHAIUIOMHU T

JleHaTUIOMUI, 5 MT, KaIICVJIIBI

Kaxnas xancymna conepxut 5 mr neHanuaomuaa (B Buae Gopmer-H1).

BemecTBa, Hann4ne KOTOPBIX HaJ0 YYUTHIBATh B COCTABE JIGKAPCTBEHHOTO Mpemnapara: JakTo3a (CM.
paznen 4.4.).

Jlegannoomua, 10 Mr, KancyJisl

Kaxnas xancyna compepxut 10 mr tenanugomuaa (B Buae Gpopmei-H1).

BemecTBa, Hanmu4Me KOTOPBHIX HAJO YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOrO Mpemapara: JIaKTo3a,
kpacurensb coHeunblit 3akaT FCF (E 110) («comueunsrit 3akat sxentoiii» (E 110)) (cm. pazaen 4.4.).

Jlemanuoomu, 15 Mr, KamncyJabl

Kaxxnas kancyna comepxut 15 mr nenanuaomuaa (B Buae Gpopmei-H1).

BemecTBa, Hamn4KMe KOTOPBHIX HA/I0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO MpemapaTa; IakTo3a (CM.
pasznen 4.4.).

JleHanuaoMuI, 25 Mr, KarcyJibl

Kaxxnas kancyna comepxut 25 Mr ieHanuaomuaa (B Buae Gopmer-H1).

BemecTBa, HamM4Me KOTOPHIX HA/IO YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO MpemapaTa; IakTo3a (CM.
paznen 4.4.).

[TonHblii MepeyeHs BCIIOMOTaTEIbHbIX BEILIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynbt

JleHaTUIOMUI, 5 MT, KaIICVJIIBI

TBep/pie )KeTaTHHOBBIC HETIPO3PAYHBIC KaICyIbl (pa3mep 2) 6enoro BeTa, ¢ MApKUPOBKOM YEPHOTO
uBeta: «H» Ha kpbleuke u «L2» Ha KopItyce.

Conepxumoe Karcyibl — IOPOIIOK OT CEpOBATO-0€5I0ro 0 OJIETHO-KENTOro I[BETA.
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(NOCNEAOBATENBHOCTS 0002

Jlegannoomua, 10 Mr, KancyJisl

Y OTYETY

TBepapie sxenaTuHOBBIE Karcynbl (pasmep (), Hempo3pauHas KpBIIIEYKa OpPAaHKEBOTO I[BETA C
MapkupoBkoil «H» depHOro mBeTa, HEMPO3padHbI KOpImyc Oeloro I1BeTra ¢ MapKUpoBKOH «L4»
YEpHOTO LIBETA.

CopepKrMOe KarcyJibl — OPOIIOK OT CEPOBATO-0EIIOTO JI0 OJICTHO-)KEITOTO I[BETA.

Jlemanuoomu, 15 Mr, KamncyJabl

TBepable jkenaTHHOBbIE Kancyssl (pa3mep 0), Henpo3padHas Kpblilleuka KpaCHO-KOPHUYHEBOTO 1BETA
C MapKupoBKoil «H» uepHOro mpera, HEMPO3pauHbI KOPITyC OEI0ro IBeTa ¢ MapKUpPOBKOU «L5»
YEpHOTO LIBETA.

Conepxumoe Karcyibl — IOPOIIOK OT CEpOBATO-0€5I0ro 10 OJIETHO-KENTOrO I[BETA.

JleHaTuaOMUI, 25 MTI, KallCYJIbI

TBep/pie )KeTaTHHOBBIC HETIPO3payHbIe Karcybl (pa3mep 0) 6enoro 1BeTa, ¢ MApKUPOBKOI YEPHOTO
uBeta: «H» Ha kpbleuke u «L7» Ha KopItyce.

Conepxumoe Karcyibl — IOPOIIOK OT CEpOBATO-0€NI0ro 10 OJIETHO-KENTOro I[BETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToxazaHusl K IPUMEHEHHUIO

MHoXXeCTBEHHA MUETIOMA

B xomOuHaruu ¢ 60pTe30MUOOM U JIEKCaMeTa30HOM JIJIS JICYSHHS B3POCIBIX MAIMEHTOB C paHee He
JIEYEHHOW MHOKECTBEHHOW MHUEIIOMOM.

ﬂ.]'[f[ MOAACPKUBAIOIICTO  JICUCHUA B  MOHOTEpAIIMK  B3POCIIBIX IMAIMECHTOB C  BIICPBLIC
HHaFHOCTHpOBaHHOﬁ MHO>KECTBEHHOM MMEJIOMOM  IIOCie TPAHCIIAHTAllUK ~ AYTOJIOTUYHBIX
TEMOIIO3THYCCKHUX CTBOJIOBBIX KJICTOK.

Jliia nedyeHus B cocTaBe KOMOMHUPOBAHHOM Tepamuu B3pPOCIbIX MAalMEHTOB C paHee He JIEUYEHHOU
MHOECTBEHHON MUETIOMOM, KOTOPBIM HE MOKa3aHa TPaHCIUIAaHTAI[Usl TEMOMOATUYECKUX CTBOJIOBBIX
KJIETOK.

B xomOuHaIuu ¢ 1ekcaMeTa30HOM JIJIs JICUEHUS B3POCIIBIX MAIIMEHTOB C MHOYKECTBEHHON MUEIIOMOM,
KOTOpBIE MOJIY4UITU, 10 MEHbILIEH Mepe, OJHY JTUHUIO Teparuu.

MuenoaucnaacTUIeCKIE CHHAPOMBI

Jnst ieyeHus B3pOCIBIX MAMEHTOB ¢ TPaHC(Y3MOHHO-3aBUCUMON aHeMHUeH, pa3BUBIIeHcs Ha (oHe
MUENOAUCIUIACTUYECKMX ~ CHHAPOMOB  HHU3KOM WM  NPOMEXKYTOYHOW-1  Tpymmbel  pHCKa,
aCCOLIMMPOBAHHBIX ¢ LIUTOICHETUYECKUM HAPYLICHUEM B BUJIE ACJIECHUHU 5 B IIPUCYTCTBUU HIIU B
OTCYTCTBHE JPYIMX HUTONCHETHYECKUX HAPYILICHUH.

Jlumdoma U3 K1eToK MaHTUIHOM 30HBI

Jly1st medenust B3pOCIBIX MAIMEHTOB C PEIUANBUPYIONICH Wi pedpakTepHOr TUMEPOMON U3 KIETOK
MAaHTUHHOW 30HBI.

DoJuMKyIIpHas J'II/IMd)OMa NI J'II/IMd)OMa M3 KJIETOK MapTHHAILHOM 30HEI

B koMOunHanmu ¢ putykcumabom (aHTH-CD20 aHTHTENnOM) ISl JI€UYEHHUS B3POCIBIX MAIMEHTOB C
paHee JieueHHON (DOTUTUKYIApHOH JTMMGPOMO WK TUMGPOMON M3 KJIETOK MapTUHAIBHON 30HHEI.

4.2. Pe:xkxum 103MpPOBaHUA U CIIOCOO MPUMEHEeHM I

2
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XUMHOTCPAIICBTA.

PexxuM o3upoBaHus

Jlist Bcex NMOKa3aHUM, yKa3aHHBIX HUXKE:

e l3MeHEeHHE J03bl JOJDKHO MPOU3BOIUTHCS HA OCHOBAHWU KIMHUYECKHX M JTaOOPAaTOPHBIX
JAHHBIX (cM. pazzaen 4.4.).

e l3MeHeHHME 103bI B XOJ€ JICUCHHUS WM €r0 BO30OHOBICHUS CIEAYET MPOU3BOAWTH MPH
pa3BUTHH TPOMOOITUTONICHUH, HEUTPONICHHH 3 W 4 CTENEeHH TSHKECTH WM JAPYTHX BUIOB
TOKCUYHOCTH 3 U 4 CTENEHH TSKECTH, CBSI3b KOTOPBIX C TPUMEHEHHUEM JICHATUIOMH 14 HETTb3S
UCKITFOUHUTh.

e B ciyuae HEHTPOIIEHUH CIIEAYET PACCMOTPETh BO3MOKHOCTh Ha3HAUCHHSI TAIIMEHTY (haKTopa
pocra.

e Ecmu c MOMeHTa pONyIIEHHOTO IpUeMa O4epeHON I03bI MpemapaTa nponuio MeHee 12 4,
NAlMeHT MOXXET MPHHATH 3Ty MPONYNICHHYIO 103y, a €ciu mnpounwio Oomee 1249 —
MPOMYIIEHHYIO 03y MPUHUMATh He crieayer. Ciemyromias 103a JOHKHA OBITH MPUHATA HA
CIICAYIOUINHA JICHb, B OOBIYHOE BPEMSI.

Bnepevie ouacnocmuposannas muoscecmeennas muenoma (BJIMM)

Jlenanuoomud 6 xomOuHauuu ¢ 06opme3omMubomM U 0eKCamMemdasoHoM O JeYeHUs 83DOCbIX
Nayuenmos ¢ panee He Je4eHHOU MHOMCeCMBEHHOU MUEIOMOU

*»  Hauanvnas mepanus: 1eHATUOOMUO 8 KOMOUHAYUU C OOPMEZOMUOOM U OEKCAMEMAZOHOM

He crmegyer HauumHATh Tepamuio JICHATHUAOMHUAOM B KOMOWHANuu C OopTe3oMHOOM W
JIeKCaMeTa30HOM, eclM abCcomoTHoe uucio Heiitpodunos (AUH) <1,0 x 10%/n w/mmu uucino
TpomGonuToB <50 x 10%/1.

= Pexomenoyemas 003a

PexoMenyeMas HauanbHasi 1032 JCHATMIOMHU/IA COCTABIISIET 25 MT OIMH pa3 B ACHb BHYTPb, TH00:
1) ¢ 1 nmo 14 genn kaxxaoro 21-gHEBHOTO ITUKJIA JICUCHUS, UITH

2) ¢ 1 mo 21 neHp Kaxa0r0 28-AHEBHOTO IIUKJIA JICUCHHUSI.

BopTezoMub nomkeH NpuMEeHSITHCS B BUE TTOJAKOKHON HHBEKINH (1,3 MT/M? TUTOTIATH MMOBEPXHOCTHU
Tena) ABa pa3a B Henento B 1, 4, 8 u 11 quu kaxkaoro 21- unu 28-gHeBHOrO HKkia. Pekomenayemas
1034 JIeKCaMeTa30Ha COCTaBIISAET:

1) 20 Mr oJivH pa3 B JIeHb BHYTpb B 10U 1, 2,4, 5, 8,9, 11 u 12, win
2) 40 mMr oJIMH pa3 B IcHb BHYTPh € 1 Mo 4 1 ¢ 9 o 12 geHpb Kaxa0ro nuKIia.

Pexomenayercst 10 8 MOBTOPHBIX 21-1HEBHBIX WM 6 TTOBTOPHBIX 28-IHEBHBIX LUKJIOB (24 Henenu
Ha4yaJIbHOM Teparun).

= PexomeHnOyembvili pedxcum 003uposanus Ois npenapama Jlewanuoomuo 6 Kombumayuu c
bopme3oMubom u deKcamema’zoHom

Jenb (21-gHeBHOTO 1IUKIIA)
o 8 nukiios 1L {2 (3|14 |5]6 |7 |89 |1011[12]13]| 14 |15-
21
HeHa_]'H/IHOMI/IH (25 MF) . . . . ] . . . . . . . . .
Boprezomu6 (1,3 mr/m?) . . . .
JekcamerasoH (20 mr) o | - o | o | . o | e
unu
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Joo6buuknoB |12 |34 |5][6|7 8|9 |10[11]12|13(14]15{16(17|18[19(20(21|22
28

Jlenamuoomun | . . . . . . . . . . . . . . . . . . . .

(25 mr)

Bopre3omub . . . .

(1,3 Mr/m?)

JlexcameTazoH | * | ¢ | ¢ | *® S N N

(40 mr)

= Henpepuvisnas mepanus y nayueHmos, KomopulM NOKA3aHa MPAHCHAAHMAYUS AYMOTOSUYHBIX
ecemonoamuyeckux cmeonosuvlx kiemok (T CK)

VY mnanuenToB, KoTopsiM mokazana TI'CK, moOunm3aius reMaTolorud4ecKuX CTBOJOBBIX KJIETOK
JOJKHA TPOUCXOANTH B MEPBBIC 4 IIUKIIA HAYAJIBHOW TE€panuu.

»  Henpepvisnas mepanus y NayueHmos, KOmopvbimM He NOKA3aHa MPAHCNIAHMAYUSL: TeHATUOOMUO
8 KOMOUHAYUU C 0eKCaAMemMa30HOM 00 NPO2PeCCUpPO8anusi 3a001e6aHuUs

[IpogomxaroT mpueM JIEHAIUIOMHUAA 25 MI' OIUH pa3 B JA€Hb BHYTPb ¢ | 1o 21 AeHb MOBTOPHBIX
28- THEBHBIX IIMKJIOB B KOMOMHAIMM C JeKcaMeTa3oHOM. PekomeHayeMmas [o03a JeKcaMeTa3oHa
cocrasiseT 40 Mr oJiuH pa3 B IeHb BHYTPh B 1, 8, 15 1 22 1HM NOBTOPHBIX 28-IHEBHBIX LIMKIIOB.

[TarueHTHl MOTYT MNPOAOIDKATH TEPANMIO 10 MPOrpecCHpOBaHUS 3a00J€BaHMS WM MOSBICHUS

IIPU3HAKOB HENIPUEMIIEMON TOKCUYHOCTH.

- Towazosoe cruoicernue 003bl

Jlenamumomug?
HauvanrHas nosa 25 Mr
Jlo3a ypoBH# -1 20 mr
Jlo3a ypoBHs -2 15 mr
Jlo3a ypoBHs -3 10 mr
Jlo3a ypoBHs -4 Swmr
Jlo3a ypoBHS -5 2,5 MI WJIA 5 Mr Kaxkjpie 48 4

2 CHIKEHHUE JIO3bI IJIS BCeX mpemapaToB MOXKET OCYHICCTBIIATHECA HE3AaBUCHUMO.

»  Tpomboyumonenus

KoJsin4yecTBO TPOMOOUMTOB

Pexomennanuu

Cumsunock 10 < 30 x 107/
BoccranoBuioch 10 > 50 x 10%/.

[IprocTaHOBUTH JIEUEHHE JIEHATUAOMUIOM.
B0300HOBUTE JIeU€HHE JICHAINIOMUAOM B J103€
ypoBHs -1 OZIMH pa3 B JIEHB.

Kaxnoe
<30 x 10%/.
BoccranoBuiocs 10 > 50 x 10%/.

MOCIIeAYOIIIee

CHHMIXCHHEC

HpI/IOCTaHOBI/ITI) JICYCHHUC JICHAJIMJOMHIOM.

B0300HOBUTEL J€UeHUE JIEHAITUIOMHUIOM B 103€
clenyromiero 06oee HU3KOTO ypOBHS OJHMH pa3 B
JI€Hb.

=  Heumponenus

AYH

Pexomenpanun?

Cumsunack 70 < 0,5 x 10°/n1 wim pebpunpHas
HeHTponeHus (JINXopajaka c TEMIepaTypoil Tena
>38°C; <1 x 10%/n).

Boccranosunack 10 > 1 x 10%/m.

[IproCcTaHOBUTH JIEYEHHE JICHATHIOMHUAOM U
KOHTPOJIMPOBATh KOJMYECTBO BCEX KJIETOK
KPOBH HE PEXe OJHOTO pa3a B 7 THEM.
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ypoBHS -1 01MH pa3 B JICHb.

Kasxnoe nocnenyromee cumxenne < 0,5 x 10%/n | [IppocTaHOBUTH NIeUeHHe JeHATNJOMUIOM.
nunu GheOprIbHasE HEUTPOTICHUS.
Boccranosunachk > 1 x 10%/m. B0300HOBHTH JIeUeHHE JICHATHIOMHIIOM B J103€
cleayroliero 6o1ee HU3KOro YpOBHsI OJIMH pa3 B
JICHb.

4 Ha ycMOTpeHHe Bpada, €cii HEHTPOIICHHS SABJIACTCS SAMHCTBEHHBIM TNPOSBICHHEM TOKCHYHOCTH TPH TIO0OH 03¢

JICHAJMIOMHA, MOXXHO JOOAaBHTh K TEpamuy TPaHyJOUUTAPHBINA KoJoHWecTuMynupytomuii ¢akrop ([-KCD) n
COXPaHUTb 703y JICHATHIOMHU/IA.

Toooepacusaiowas _mepanusi  AeHATUOOMUOOM VY NAUUEHMOE __Nocle  MpAHCHAAHmMayuu
AYMOJ02UYHBIX 2emMonodmuyeckux cmeonoswvix kiemox (1T1T'CK)

[MonnepskuBaromiasi Tepanus JISHATHIOMHIIOM MOXET OBITh HadaTa MpH YCIOBHUU IOJHOIIEHHOTO
BOCCTAHOBJIEHUsI reMarojiorndeckux mnokazarene nocie TI'CK y manweHToB, HE HMEIOIMIMX
IIPU3HAKOB POrpeccupoBanys. JIeHaATHIOMU He cliefyeT HazHayaTh, ecimt AUH <1,0 x 10°/1 u/umn
YHCII0 TPOMOOIMTOB < 75 % 10°/m.

= Pexomenoyemas 0o3a

PGKOMGH,Z[yeMaH HaydaJIbHas 1034 JICHaAJInJO0OMHIAAa COCTaBJIACT 10 mr OIWH pa3 B ACHbL BHYTPb
HernpepbiBHO (¢ 1 1o 28 AeHb TOBTOPHBIX 28-THEBHBIX ITUKIIOB) 10 TPOTPECCHUPOBAHMS 3a00JICBAHMS
WU TOSIBJICHUS TPHU3HAKOB HemepeHocuMocTu. llocrme 3 1UMKIOB moaaep:KUBAIOLIEH Tepanuu
JICHAJIMJJOMUJIOM 103y IperapaTa MOKHO YBEJIMYHUTH A0 15 Mr 0JIMH pa3 B IGHb BHYTPH [IPH XOPOLIEH
IIEPEHOCUMOCTH.

- Towazosoe cruoicernue 003bl

Havaabnas go3za (10 mr) IIpu noBbimieHnu 10361 (15 mr)?
Jo3a ypoBHs -1 5 mr 10 mr
Jlo3a ypoBHS -2 5 mr (mam 1-21 kaxnapie 28 aHeit) |S mr
Jlo3a ypoBHs -3 He nmpumenumo 5 mr (mam 1-21 kaxnapie 28 nHEi)
He npumensaTts 10361 Hke 5 mr (mau 1-21 kaxapie 28 nHei)

2 TIocne 3 IMKJIOB MO IEPKUBAOMICH TePAITHH ISHATHAOMUIOM J03Y IPeNapaTa MOKHO YBETHUIUTH A0 15 MT oJMH pa3
B JICHb BHYTpPb IIPU XOPOIIEil MepeHOCHMOCTH.

»  Tpomboyumonenus

KoJsin4ecTBO TPOMOOUMTOB Pexomennanuu

Cumsunock 10 < 30 x 10%/m. [IpuocTaHOBUTH Ji€UeHUE JIECHATHIOMUJIOM.

BoccranoBmiock 10 > 30 x 10%/m. B0300HOBUTE JIeUEHNE JIEHATUIOMHUIOM B J103€
ypoBHs -1 OZIMH pa3 B JIEHb.

Kaxxnmoe MOCJIETYIOIIEe camxkenue | [I[prnocTaHOBUTH JICUCHHE JICHATHIOMHUIOM.

<30 x 10%/n.

BoccranoBuiock 10 > 30 x 10%/m. B0300HOBUTE JIeUEeHNE JIEHATUIOMHUIOM B J103€
cleayroniero 601ee HU3KOro YPOBHSI OJIMH pas B
JICHb.

=  Heumponenus

AUYH Pexomenpanmuua

Causmiock 10 < 0,5 x 10%/m. [IprocTaHOBUTH  JIEYEHUE  JICHATUJIOMUJIOM.

Boccranosuinocs > 0,5 x 10%/m. Bo0300HOBHUTL JeuyeHHE JIEHATUIOMHIOM B
HayaJbHOMU J103€ | pa3 B AEHb.

Kaxnoe nocnenyrorniee CHIXEHUE [IpuocTaHOBUTH JI€UeHHE JIECHATHIOMHUJIOM.

<0,5 x 10%/x.
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Boccranosuiocs > 0,5 x 10%/1. Bo 06HOBH'H,'ﬁéqé'ﬁﬂé':féﬁéﬁﬁb%ﬂh}okfﬁjﬂé%'

cremyromero 6oJjiee HU3KOro ypoBHsI OJIMH pa3 B
JICHb.
# Ha ycMoTpeHue Bpaua, eClii HEWTPONIEHHUs ABJIAETCA €IMHCTBEHHBIM TIPOSBICHMEM TOKCHYHOCTH MpH JI060MH 103e

JICHAJHUIOMAA, MOKHO MOOAaBHTh K TEpalrd TPaHYJIOIMTApHBIA KonoHuecTuMmyupytoumid dakrop (I'-KCD) u
COXPaHHUTD J03Y JICHATHIOMHIA

Jlenanuoomuo 8 KOMOUHAYUU C 0eKCAMEMA30HOM 00 NPOZPECCUPO8aArUsl 3a001e6a UL Y NAUUCHINOS,
KOMOPbIM He NOKA3aHA MPAHCHAAHMAYUS

He cnenmyer HaumHaTh Tepanuio JeHamaomuaom, ecin AYH < 1,0 x 10°n1 w/wmu  uwmcio
TpomGonuToB < 50 x 10%/1.

= Pexomenoyemas 003a

PexoMeHyeMasi HauasibHasl 1032 JIEHAIMIOMH/Ia COCTABIISAET 25 MI' OJIMH pa3 B IEHb BHYTpPh ¢ | 10
21 neHb MOBTOPHBIX 28-THEBHBIX HUKIOB. PekomMenayemas go3a aekcamerazoHa cocranisier 40 mr
OJIMH pa3 B A€Hb BHYTPb B 1, 8, 15 u 22 nHM noBTOpHBIX 28-1IHEBHBIX LUKIIOB. IlanueHTs MOryT
IIPOAOIIKATh TEPANMIO JIEHAINOMUAOM U JEKCaMETa30HOM JI0 POTPECCUPOBAHUS 3a00JI€BaHUS WIN
MOSIBJICHUSI IPU3HAKOB HENIEPEHOCUMOCTH.

- Towazosoe cruoicernue 003bl

Jlenaangomua? JlekcaMeTa3oHa
HavannHas nosa 25 Mr 40 mr
Jo3a ypoBHs -1 20 mr 20 mr
Jo3a ypoBHs -2 15 mr 12 mr
Jlo3a ypoBHs -3 10 mr 8 mr
Jlo3a ypoBHs -4 S5 mr 4 mr
Ho3a ypoBHs -5 2,5 mMr He npumenumo

a CHIDKEHHUE 03B IS KaXKI0TO npenapara MOXET OCYINECTBIIATECA HE3AaBUCHUMO

»  Tpomboyumonenus

KoJsin4ecTBO TPOMOOUMTOB Pexomenganun
CHusunock 10 < 25 x 10%/1. IIpexpaTuTh Ne4eHNE JEHAINIOMUIOM 10 KOHIA
BoccranoBuiocs 10 > 50 x 10%/. [HKITa®,

Bo300HOBUTh JledeHHE B MeHbIIeH m03¢ (B
CIIEIYIOIIeM IIMKJIC CHHU3UTh J03y Ha OJUH
YPOBEHB).

4 Ecnmu mosonmMuTHpyomas TokcmdaHocTs (JJIT) pasBuBaeTcs Ha > 15 HeHb IHKNA, JEUCHHE JEHATHIOMUIOM
PEKOMEHAyeTCS IPUOCTaHOBHTE, ITO0 KpaifHel Mepe, Ha OCTAaBIIUICS MEPHO.T TEKYIIero 28-THEBHOTO MUKJIA.

=  Heumponenus

AUYH Pexomenpanuua

[TepBoe camxenue no <0,5 x 10%m. [IprocTaHOBUTH  JIEYEHUE  JICHATUJIOMHUJIOM.
BoccranoBuioch bi o) >1x10%n u | Bo300OHOBUTE JIeUeHHE IEHATUIOMHUIOM B JO3€
HEUTPOTICHUS — €IMHCTBEHHOE MIPOSIBJIICHUE | YPOBHSA -1 OJIMH pa3 B JICHb.

TOKCUYHOCTH.

BoccTanoBmiiocn bie} >0,5 x 10°/n 71 | Bo300OHOBUTE TeUeHNE JIEHAIMIOMUAIOM B J03€
HaOJIIOMAr0TCst Jpyrue, OTJINYHBIE OT | ypoBHs -1 OAMH pa3 B JACHb.

HEUTponeHuu, Buibl remaronornueckon JJJIT

Kaxmoe MocCJeyIolee camxenue | [IpuocTaHOBUTH J€UeHHE JICHATUIOMUJIOM.
<0,5 x 10%/n.

Boccranosuinoch 10 > 0,5 x 10%/m.




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 23.10.2025 N= 26580

Bo 06H0BH'RI%é;é%:ﬁéﬁmﬁb%ﬁgz':l:old:'lsljﬁgs%

cremyromero 6oJjiee HU3KOro ypoBHsI OJIMH pa3 B
JICHb.
# Ha ycMoTpeHue Bpaua, eClii HEWTPONIEHHUs ABJIAETCA €IMHCTBEHHBIM TIPOSBICHMEM TOKCHYHOCTH MpH JI060MH 103e

JICHAJHUIOMAA, MOKHO MOOAaBHTh K TEpalrd TPaHYJIOIMTApHBIA KonoHuecTuMmyupytoumid dakrop (I'-KCD) u
COXPaHHUTD J03Y JICHATHIOMHIA

Ecnu no3a nenammmomuma OblTa CHMDKEHA B CBS3M ¢ remaroiiorudeckoi JIJIT, oHa mMoxkeT OBITH
MOBBIIIIEHA JI0 CIIeTyIoIeH, O0osiee BBICOKOM 035! (BIUIOTH A0 Ha4aJIbHOM J103b1) Ha ()OHE YIIydIIeHHUS
¢byuknun koctHoro mosra (orcyrctBue JJIT B TeueHrne MUHMMYM 2 MOCIEIOBATEIBHBIX ITUKIIOB:
AYH > 1,5 x 10°/n 1 uucno TpomM6onuTos > 100 x 10°/1 B Havase HOBOTrO LUKIA).

Jlenanuoomuod 8 KomMOuHauuy ¢ Meadairanom U nPeoOHU30I0HOM C HOCAeOVIouel Nnoodepacusarouelt
mepanueu 1eHAAuOOMUOoM y nayuenmos, komopvim e nokazana TI'CK

He nonmyckaercs HaumHath Tepanuio jeHanugomuaom, ecin AYH < 1,5 x 10°/1 w/wmm gucio
TpomGonuToB < 75 X 10%/1.

= Pexomenoyemas 003a

PexoMeHnyeMas HauasibHast 1032 JICHATHIOMH 1A cocTaBiseT 10 Mr ouH pa3 B JIeHb BHYTPh C | 10
21 neHb MOBTOPHBIX 28-THEBHBIX HUKIOB (0OIIEH YHUCIEHHOCTHIO 0 9 NMKIOB), a MendanaHa -
0,18 MIr/Kr W TpeaHU30J0HA — 2 MI/KI BHYTpPb B 1-4 1THU NOBTOPHBIX 28-THEBHBIX LUKJIOB.
[TarmenTam, KOTOpbIe 3aBEPIIMIMA 9 MOTHBIX LUKIOB WJIM HE MOTYT IMOJIy4aTh KOMOMHUPOBAHHYIO
TEpanuio 13-3a HEMEPEHOCHMOCTH, Ha3HAYAIOT MOHOTEpANUio JeHanuaoMuaoM: 10 Mr oguH pas B
JIeHb BHYTPh C 1 110 21 1€Hh MOBTOPHBIX 28-THEBHBIX IUKJIOB JI0 TPOTrPECCHPOBAaHUSI 3a00JICBaHHS.

- Towazosoe crudicenue 003bl

Jlenaaugomuna Meadaaan IIpenHu3010H
HauanpHas nosa 10 mr? 0,18 mr/kr 2 MI/KT
Jlo3a ypoBHs -1 7,5 mr 0,14 mr/kr 1 mr/kr
Jlo3a ypoBHs -2 5 mr 0,10 mr/kr 0,5 mr/kr
Jlo3a ypoBHs -3 2,5 Mr He npumennmo 0,25 mr/kr

@ Ecitu HeHTpOTIEHN SABISETCS ¢AMHCTBEHHBIM MPOSBICHIEM TOKCHIHOCTH Ha (hOHE IPHMEHEHHS JIF060H J03HI CIIEAyeT
no6aButh Kk Tepanuu [-KC®D u mpo1oInKuTh IedeHHe JTSHAIUIOMHIOM B TOH e J103€.

»  Tpomboyumonenus

KoJsin4yecTBO TPOMOOUMTOB Pexomennanuu

[lepBoe camxenue go < 25 x 10°/m. [IprocTaHOBUTH  JIEYEHHE JICHAIMIOMHUIOM.

BoccranoBuiocs 10 > 25 x 10%/m. Bo300HOBUTE JieUeHHE JIEHATUIOMHUIOM U
MendanaHoM B 103€ YPOBHS -1.

JIJ1st KaXa0ro MOCTAEAYIOIIETO CHIKCHUS [IprocTaHOBUTH JICUECHUE JICHATUIOMHUIOM.

<30 x 10%/7. Bo0300HOBHUTL JeuyeHHE JIEHATUIOMHIOM B

BoccranoBmiock 10 > 30 x 10%/m. MEHbIIIeH 03¢ (103¢ ypOoBHS -2 WM -3) OJIWH
pa3 B JICHb.

=  Heumponenus

AUYH Pexomenpanun?

[TepBoe camxenue a0 < 0,5 10%/2. [IpuocTaHOBUTH JieUE€HUE JICHATUIOMHUIOM.
BoccranoBmiiocs bie} >0,5 x 10°/n 1 | Bo300OHOBUTEL JieUeHHWE JICHAIUAOMHIOM B
HeﬁTpOHeHHH — CIHUHCTBCHHOC HpO}IBHeHI/Ie HaanbHOﬁ 03€ OOUH pa3 B ACHB.
TOKCHUYHOCTH.

Boccranosuinoch hi (o) > 0,5 x 10%/x1 1 | Bo30OHOBHUTS JIeUeHHE JICHATUIOMUIOM B J103€
HaOmonarotes aApyrue remarojgornueckue JIJIT, | ypoBHs -1 onuH pa3 B I€Hb.
OTJIMYHBIE OT HEUTPOIICHUH.




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 23.10.2025 N= 26580

Kaxnoe nocnenyroniee CHIXKEHUE Ip MOCTAHOBNTE TEUCHNUE 1CHANHA TOMIJIOM. -~

<0,5 x 10%/7.

Boccranosuiock 10 > 0,5 x 10%/1. B0300HOBHTH JIcUCHHE JICHATUIOMUIOM B J103€
CIIeYFOIIero 00JIee HU3KOTO YPOBHSI OJIMH pa3 B
JICHb.

? Ha ycMoTpeHue Bpaua, eClii HEWTPONIEHHUs ABJIAETCA €IMHCTBEHHBIM TIPOSBICHMEM TOKCHYHOCTH MpPH JI060H 103e
JICHAJHUIOMAA, MOKHO MOOAaBHTH K TEpalnd TPaHYJIOIHMTApHBIA KonoHuecTUMyupytoumii ¢akrop (I'-KCD) u
COXPaHHUTb J03Y JICHAIHIOMHU/IA.

Mmuoowcecmeennas muenoma (MM) v nayuenmos, noavyusuiux KaKk MUHUMYM OOHY JUHUIO mepanuu

He nomyckaercs HaunHaTh JieueHue jJeHanuaomuaom, ecanu AYH < 1,0 x 10%/1 w/unu KoIM4ecTBo
TpoMbGoImTOB < 75 X 10°/1 MmM, B 3aBHCHMMOCTH OT CTENeHH HHQUIBTPAIMH KOCTHOTO MO3ra
IJ1a3MaTUYECKUMHU KJIETKaMH, KOJIMYECTBO TpoMOormToB < 30 x 10%/1.

= Pexomenoyemas 003a

Pexomenayemasi HayanbHas /1032 JICHAIMJOMHAA COCTABIISIET 25 MI' BHYTPb OJIMH pa3 B JCHb B
1-21 neHb MOBTOPHBIX 28-THEBHBIX IIUKJIOB.

Pexomenayemast 1o3a aexcamerasona coctaisieT 40 Mr oguH pa3 B eHb B 1-4, 9-12 u 17-20 gau
KaX70ro 28-AHEBHOrO IMKJA B MEpBbIe 4 IMKJIa Tepanuu, a 3arem no 40 Mr oauH pa3 B J€Hb B
1-4 gHM KaXXI0T0 NOCHEAYIOMEero 28-1HEBHOTO IIUKJIA.

Bpauy cnenyer TmarenbHO moaoupaTh 03y JIeKcaMeTa3oHa, IPUHKUMas BO BHUMAaHHE COCTOSIHHE
MarUeHTa U CTaJUI0 3a00ICBaHMSI.

- Towazosoe cruoicernue 003bl

Hauanbnas noza 25 mr
Jlo3a ypoBHs -1 15 mr
Jo3a ypoBHs -2 10 mr
Jo3a ypoBHs -3 5 wmr

»  Tpomboyumonenus

KoJsim4ecTBO TPOMOOUMTOB Pexomennanuu

[TepBoe cHmxenue 1o < 30 x 10%/7. [IprocTaHOBUTH  JIEYEHUE  JICHATUJIOMUJIOM.

BoccranoBuinoch 10 > 30 x 10%/1. B0300HOBHTE JIeUeHNE IEHAINAOMUIOM B J03€
ypoBHs -1.

Kasxnoe nocnenyromee cumxenne < 30 x 10°/1. | [IpHocTaHOBUTH JleUeHHe JeHATNJOMUIOM.

BoccranoBmiock 10 > 30 x 10%/m. Bo300HOBUTE JI€eUeHHE JEHAIUIOMHIOM B
MeHblIIeH 103€ (103€ ypoBHS -2 WM -3) OJUH
pa3 B JICHb.
He npumensaTs n03bl Npenapara HUXKE 5 MI' B
JICHb.

=  Heumponenus

AUYH Pexomenpanun?

[lepBoe camxenue < 0,5 x 10%/m. [IpuocTaHOBUTH JieUE€HUE JICHATUJOMHUIOM.
Boccranosminocs > 0,5 x 10%/n u HeWTponieHus: | Bo30OHOBUTh JieueHHE JICHATUIOMHIAOM B
— €IMHCTBEHHOE MPOSIBJICHNE TOKCUYHOCTH. Ha4yaJIbHOM J103€ OJIMH pa3 B JICHb.
Boccranosminock > 0,5 x 10°/1 u ectb npyrue | Bo30OHOBHTH JI€UCHHE JICHAIUIOMHUIIOM B J103€
MPOSIBIICHUS reMaToJOTHYECKON JUIT, | ypoBHs -1 oauH pa3 B ACHb.

OTJIMYHBIE OT HEUTPOTICHUH.

JIist KaxA0ro MOCAEAYIOMIET0 CHUKEHUS [IpuocTaHOBUTH J€U€HUE JIECHATHIOMUJIOM.
<0,5 % 10°/n




COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 23.10.2025 N= 26580

Boccranosmiocs 10 > 0,5 x 10%/n Bo 06HOBH'HI"'ﬁé&éﬁh:é:"“'ﬁ&éﬁﬂﬁgﬁhﬂdli\r Ug

MEHbIIIeH 103€ (1032 YpoBHS -1, -2 win -3) oauH
pa3 B JI€Hb.

He npumeHsaTs 103bl Npenapara HUXKE S5 Mr
OJIMH Pa3 B JCHb.

4 Ha ycMOTpeHne Bpada, €cii HEHTPOIICHHS SABJIACTCS SAMHCTBEHHBIM TNPOSBICHHEM TOKCHYHOCTH TPH OO0 03¢

JICHAJHUIOMAA, MOKHO MOOABUTH K TEpalndd TPaHyJIOIHMTApHBIA KonoHuecTuMmympytoumid ¢akrop (I'-KCD) u
COXPaHHUTD J03Y JICHATHIOMHIQ

Muenooucnracmuueckue cunopomst (M/[C)

He nomyckaercs HauMHAThH TEpaNuio jeHanmuaomMuaoM, ecina AUH <0,5 x 10°/n u/unm KonmuecTso
TpoMboIuTOB < 25 X 10%/71.

= Pexomenoyemas 0o3a

PexoMenayemasi HaualibHas 1032 JICHAUTHAOMKAA cocTaBiisgeT 10 Mr BHyTph OJIMH pa3 B JIeHb € | 10
21 neHb MOBTOPHBIX 28-THEBHBIX IIUKIIOB.

- Towazosoe cruoicernue 003bl

HauvanrHas nosa 10 mMr oguH pa3 B AeHb ¢ 1 o 21 neHb kaxapie 28 qHel
Jlo3a ypoBHs -1 5,0 mr oxuH pa3 B AeHb ¢ 1 1o 28 geHp Kaxaple 28 nHei
Jlo3a ypoBH# -2 2,5 Mr ofiuH pa3 B AeHb ¢ | mo 28 neHpb Kaxaple 28 qHen
Jlo3a ypoBHs -3 2,5 mr uepes aeHb ¢ 1 mo 28 nenb Kaxaple 28 aHei

»  TpomboyumoneHus

KoanyecTBo TpOMOOUINTOB Pexomenpanmun

Cuusmitock 10 < 25 x 10%/71. [IproCTaHOBUTH  JIEYEHUE JICHAIUIOMHIOM.
BoccranoBuioch 70 > 25 x 10%/1 - < 50 x 10°/1 | Bo306GHOBUTh JICUCHHE JICHATHIOMHIOM B
MUHUMYM JBXIbl 3a TEPHOJ > 7 MHEW WM | MEHBIIEH /03¢ (103a ypoBHS -1, -2 win -3).
Koraga 4uciio TpOM6OI_[I/ITOB BOCCTAHABJIMBACTCs
g0 >50x10°m B m06OH  TIPOMEXYTOK
BPEMEHHU.

=  Heumponenus

AUYH Pexomenganun

Cuusunock 10 < 0,5 x 10%/1. IIpyocTaHOBUTH JIEUEHUE  JICHATIUIOMHUJIOM.

Boccranosuinocs 10 > 0,5 x 10%/1. Bo0300HOBUTE JIeYeHHE JICHAIHIOMHIOM B
MEHBIIIeH 103¢e (1032 ypoBHs -1, -2 umu -3).

= [Ipexpawenue npuema 1eHaIUooMuoda

Jleyenue JICHAIMIOMHUAOM CIICAYCT NPCPBATH Yy TCX IMALIMCHTOB, Y KOTOPLIX B TCUCHUC 4 MCCALIEB
Mocjie Havaja Tepariu OTCYTCTBYET XOTs Obl HE3HAUUTENbHAsI SPUTPOUIHAS PEaKIsl, Y KOTOPBIX
oTMevaeTcs, o MeHbleld mepe, 50 % cHIKeHHe MOTPeOHOCTH B TeMOTpaHC(Y3UAX, WIH, TPU
OTCYTCTBHH reMOTpaHc(y3uid, HAOIIOAaeTCs YBeIMUeHEe reMorjioouna Ha 1 r/m.

Jlumghoma u3 xnemox manmuiinou 3ouvt (MKJI)
= Pexomenoyemas 003a

Pexomenayemast HayasibHas 103a JICHATUAOMHUJIA COCTABISIET 25 MI' BHYTPb OJIMH pa3 B JIeHb ¢ 1 1o
21 neHb MOBTOPHBIX 28-AHEBHBIX IIUKJIOB.

- Towazosoe crudicernue 003bl

HauvanrHas nosa 25 Mr oauH pa3 B AeHb ¢ 1 o 21 neHb Kaxaple 28 qHel
Jlo3a ypoBHs -1 20 Mr oniuH pa3 B JieHb ¢ | mo 21 nenb kaxple 28 nHei

9



COOTBETC TE. J ET SKCTT EF'TH MY OTUETY

IIT 23 'lh.._'_|.’_: Mz 26580
Jlo3a ypoBHs -2 15 mr oauH pas Blaesb ¢ | SRR R e Héﬂ" Go02]
Jlo3a ypoBHs -3 10 mr oguH pa3 B AeHb ¢ 1 o 21 neHb kaxapie 28 nHel
Jlo3a ypoBHs -4 5 Mr ozuH pa3 B JieHb ¢ 1 mo 21 neHp kaxable 28 qHei
Jo3a ypoBHS -5 2,5 Mr oguH pa3 B AeHb ¢ 1 mo 21 neHpb kaxapie 28 qHen
5 mr uepes zieHb ¢ 1 o 21 nenpb kaxable 28 gHei

»  TpomboyumoneHus

KoanuyecTtBo TpOMOOIINTOB Pexomenpanun

Cumsminock 10 <50 x 10%/m. [IpuocTaHOBUTH JNleUEHHE JEHAIUIOMUIOM U
KOHTPOJIMPOBATh KOJHMYECTBO BCEX KJIETOK
KPOBU HE PEXKE OJHOrO pas3a B 7 JHEH.

Boccranosmiocs 10 >60 x 10%/71. Bo300HOBUTE JI€eUeHHE JEHAIMIOMHIOM B
MeHblIeH 03¢e (103a ypoBHs -1).

Kaxxnmoe MOCJIETYIOIIEe camxkenue | [I[puocTaHOBUTH JIeUEHUE JICHATUJAOMHUIIOM H

<50 x 10°/n. KOHTPOJIMPOBAaTh KOJIMYECTBO BCEX KIIETOK
KPOBH HE PEXKE OJTHOTO pa3a B 7 JTHEM.

Boccranosuiock 10 >60 x 10%/1. B0300HOBHUThL JIeUECHHE JICHAIUIOMUIOM B

MeHbIIeH 103¢e (103a ypoBHA -2, -3, -4 win -5).
He nmnpumenars 1036l 1pemapara HHXKE

YPOBHA - 5.
=  Heumponenus
KounyecTBo HeliTpoduioB Pexomenganumn
Cumunock 10 <l x 10°/1 mo MenbIeit Mepe B|IIpuOCTaHOBUTH Ji€YEHHE JICHAUIMJAOMHUAOM U
TeyeHue 7 mHeH KOHTPOJIMPOBATH KOJMYECTBO BCEX KIIETOK KPOBH
unu He pexe 1 pa3a B 7 nHeN.
Cummwiocs 10 <l x10°/1 B coueranuu c
TMXOpaKoH (Temmneparypa Tena >38,5 °C)
unu
Causunock 10 <0,5 x 10%/1.
Boccranosmiocs 10 >1 x 107/ Bo300HOBUTE JeUueHHE JIEHAIWAOMHIOM B

MeHblIeH o03¢e (1032 ypoBHS -1).

Kaxnoe nocnenyromee cHmxenue <l x 10°/71 mo [IproCTaHOBUTH JIEUEHUE JICHAIUIOMHIOM.
MEHBIIIEH Mepe B TeUeHUE 7 JHEU

unu

cumwkenne <l x 10°nm B coueraHMH ¢
nuxopaakou (Temmneparypa Tena >38,5 °C)

unu

cHkenue 10 <0,5 x 10/

BoccranoBmiocs 10 >1 x 10%/n Bo300HOBUTL JleueHHE JICHATUJIOMHIOM B
MeHbIIIeH 03¢ (103a ypoBHS -2, -3, -4 unu -5).
He npuMeHsTh 10361 IpenapaTa HiKe YPOBHS -5.

Donnuxynapras aumgpoma (DJI) uru rumgpoma u3z Kiemoxk mapeuraibrou 30usl (JIM3)

He nomyckaercst HaunHath jedeHue JieHamuaomuaom, eciu AYH <1,0 x 10°/71 w/Mnu KOJHYECTBO
TpomGonuToB <50 x 10°/1, ecnu TONBKO 3TO He BHI3BAHO MH(HILTpAlMEll KOCTHOrO MO3ra IIpH
nuMdome.

= Pexomenoyemas 0o3a

PexoMennyemasi HaualibHas /103a JE€HAIUI0OMUIa cocTaBisieT 20 Mr BHYTph OJMH pa3 B JeHb B 1-21
JICHb TIOBTOPHBIX 28-IHEBHBIX HUKIOB (00IIe YncIeHHOCThI0 10 12 1mukioB). PexomeHnmyemas
HauanpHas 7032 PUTYKCHMaba cocTaBiseT 375 Mr/mM> TJIOMAAM MOBEPXHOCTH Teja BHYTPUBEHHO

10



ot 23.10.2025 N= 26580

(8/B) kaxnayro Henento B 1 mukie (1, 8, 15 u 22 gaun)u B 1 /:[e'lli_Ll:}c;&Eé;rg %8%;6:1]&3{; I%r-Jl‘I:'ﬂ

2 - 5 AKIIOB.

- Towazosoe cruoicernue 003bl

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HavannHas nosa

20 mMr oguH pa3 B AeHb ¢ 1 o 21 neHb kaxapie 28 qHe

Jlo3a ypoBHs -1

15 Mr oaun pa3 B 1eHb ¢ 1 mo 21 nenp kaxple 28 nHei

Jlo3a ypoBHs -2

10 Mr oauH pa3 B eHb ¢ | mo 21 nenp kaxple 28 nHei

J1o3a ypoBHS -3

S MTr oJuH pa3 B AeHb ¢ 1 o 21 neHb kaxapie 28 qHei

Jlis KOppeKIuu 103kl B pe3yibTaTe TOKCUYHOCTH C PUTYKCMMAaOOM CleqyeT OOpaTUThCS K
COOTBETCTBYIOILEN HHCTPYKLUHU 10 MEAULIMHCKOMY IPUMEHEHUIO JIEKapCTBEHHOT'O Mpernapara.

=  TpomboyumoneHus

KosanyecTtBo TpoMG0OIMTOB

Pexomenpanuu

ITepBoe crmkenue 10 <50 x 10°/m.

Boccranosmiock 10 >50 x 10%/71.

[IproCcTaHOBUTH JIEYEHHE JICHATHIOMHUAOM U
KOHTPOJIMPOBATh KOJIHYECTBO BCEX KIIETOK
KPOBH HE PEXe OJHOTO pa3a B 7 THEM.
Bo0300HOBUTL JleueHHE JIEHAIMAOMHUIOM B
MEHbIIIeH 03¢ (J103a ypoBHS -1).

Kaxnoe nocnenyroiee CHUKCHHAE
<50 x 10%/n.

BoccranoBmiock 10 > 50 x 10%/m.

[IprnocTaHOBUTH JIEUEHHE JIEHATMIOMHUAOM U
KOHTPOJIMPOBATh KOJHYECTBO BCEX KIETOK
KpOBH HE pexe OJHOro pasa B 7/ IHEH.
B0300HOBUTE Jl€UEHHME JIEHATMJOMUIOM B
MeHblIed no03e (mo3a ypoBHs -2, -3). He
IPUMEHSTh JJO3bI penapaTa HUKe YPOBHS -3.

=  Heumponenus

AYH

Pexomenpanun?

Cummwiocsk 10 <1 x 10°/1 mo MeubInei Mepe B
TeueHue 7 qHer

unu

Camsunoch 10 <l x 10°/1 B coueranunm c
nuxopaakon (Temneparypa tena > 38,5 °C)

unu

Causmiock 10 <0,5 x 10%/m.

[IproCcTaHOBUTH JIEYEHHE JICHATHIOMHUAOM U
KOHTPOJIMPOBATh KOJMYECTBO BCEX KJIETOK
KPOBH HE PEXe OJHOTO pa3a B 7 THEH.

Boccranosmiocs >1 x 10%/1.

Bo0300HOBUTL JleueHHE JIEHAIMAOMHUIOM B
MEHbIIIeH 03¢ (J103a ypoBHS -1).

Kaxnoe mocnenyiomee cHmkenue <1 x 10%/n
10 MEHbBIIEH Mepe B TCUCHUE 7 THEN

unu

camwkenne <l x 10°/m B coueraHmm ¢
JTMXOpaaKoH (TemmnepaTypa Tena > 38,5 °C)

unu

cumxenue 10 <0,5 x 10°/n

Boccranosmiocs 1o >1 x 10%/71.

[IprnocTaHOBUTH JIEUEHHE JIEHATMIOMHUAOM U
KOHTPOJIMPOBATh KOJMYECTBO BCEX KIETOK
KPOBHU HE PEXKE OJHOrO pas3a B 7 JHEH.

B0300HOBHUTH JICYCHHE JICHATHJOMHUIOM B
MeHblIed no03e (mo3a ypoBHs -2, -3). He
PUMEHSTH JI03bI pernapara HIKe YPOBHS -3.

a Ha YCMOTpCHUEC Bpada, C€CIIn HeﬁTpOHeHPIH SABJIACTCA €AWMHCTBCHHLIM HNPOABJICHUEM TOKCUYHOCTU IPpHU 000 J103¢€

JeHanmIoMua, ceayer nobasuts [-KCO.

Jlumgpoma uz knemox manmutinou 3ouvl (MKJI), ponnuxynapras aumgpoma (®@JI) uru numgpoma uz

KemoK Map2uHaibHou 301ul (JIM3)



COOTBETCTBYET 3KCMEPTHO
ot 23.10.2025 N= 26530

(NOCNEAOBATENBHOCTS 0002

Cunopom auzuca onyxoau (TLS)

Y OTYETY

Bce marueHTsl JOKHBI MONy4aTh npoduiakrudeckoe neduenue TLS (ammonmypuHon, pacOyprkasa
WM aHAJIOTH B COOTBETCTBUU C PEKOMEHJAIUSMU MEIULUHCKOTO YUPEXKIACHHS) U 00€3BOKUBAHMUS
(mepopanbHO) B TeUEHWE NEPBOM HEAENU TEPBOTO IUKIA WIM B TEYCHHE OoJiee JITUTEIHHOTO
Mepuo/a, €Ciau 3TO KIMHMYECKH moka3zaHo. Jlns Monutopuara TLS HeoOXoaumMo MpOBOAWTH
pa3BepHYTHI OMOXMMUYECKHI aHATU3 KPOBU, HAa3HAYaeMBbId €KEHEAEIbHO B TEUYCHHE IIEPBOTO
LMKJIA U B COOTBETCTBUHU C KIIMHUYECKMMU MOKA3aHUSIMU.

[Tpuem neHanTuAOMHUA MOKHO TPOJIOJIKATE (C TIOJACPKAHUEM JI03b1) Y MAIIMEHTOB C J1a00paTOPHBIM
TLS wnm xiuandeckum TLS 1 crenenu, nuiam Ha yCMOTpEHHUE Bpaya CHU3UTh 03y Ha OJUH YPOBEHb
U TPOJIOJDKUTH TMpHEM JeHamuaoMuaa. Heo0xoqumo o0ecreunTs MHTEHCHBHYIO BHYTPHBEHHYIO
TUpaTalfio U COOTBETCTBYIOIIEE JE€UEHHUE B COOTBETCTBUU C MECTHBIMHU CTaHAApTaMHU OKa3aHUS
MEIULUHCKON TTOMOIIM 10 KOPPEKIHUU HapyIIeHUs OajaHca IEeKTPOIUTOB. J{Jsi CHIDKEHHS YPOBHS
TUIEpYypPUKEMHH MOXKET MOTpedoBaThes Tepanus pacoypukaszoil. ['ocnutanuzanus namuenra Oyaer
OCYLIECTBIISTHCA 110 PEIICHHUIO Bpaya.

VY narnuenToB ¢ kiuHudeckuM TLS 2-4 crernenn HeoOX0UMO MPUOCTAHOBUTH MPUEM JICHATUIOMHUIA
U TPOBOJHTH PAa3BEPHYTHIH OMOXMMHUYECKHH aHATU3 KPOBU €XKEHEAETHHO WM MO KIMHUYECKHM
nmokazanusM. HeoOxomummo  oOecreunTh WHTEHCHBHYIO BHYTPMBEHHYIO THIpATAlMi0 |
COOTBGTCTBYIOH.IGG JICHCHUEC B COOTBCTCTBUHU C MCCTHBIMHU CTaHI[apTaMI/I OKa3aHUus MGI[HHHHCKOﬁ
MOMOIIIM 70 KOPPEKIMH HapylieHus OajaHca »dJIEKTpOJMTOB. Tepamus pacOypukazo u
roCHHTaIN3aus OyIyT OCYLIECTBIATHCA MO pereHuo Bpaya. [Ipu ymensinenun crenenn TLS 10 0
10 PEHICHUIO Bpada BO30OHOBIAIOT MPHUEM JICHATUIOMHIA B J103€ CICIYIONIEro 0ojiee HU3KOTO
ypoBHA (cM. pa3nen 4.4.).

CunOpom  «ONyxonesoll 8CHbIWKUY  (CUHODOM  MPAH3UMOPHO20  VCY2YONeHUs  KAUHUYECKUX
nposenenui onyxoau, TFR)

VYV mamuentoB ¢ TFR 1 unam 2 creneHu pemieHue o NMpEephIBAHUM JICUCHHS JICHATUIOMHUIIOM WIIU
YMEHBIICHHUS €ro J03bl OCTaeTcs Ha ycMOTpeHue Bpaua. [lo ycMoTpeHHIo Bpadya MOXKET OBITh
Ha3Ha4YeHa Tepamusi HECTEPOUIAHBIMH MPOTUBOBOCHIANUTEIbHBIMU mpemnapatamu  (HIIBII),
OTpaHMYEHHAs 1O  MPOJOJDKUTENBHOCTH  TEpamus  TIIFOKOKOPTUKOCTEPOHMIAMH  H/WIN
HApKOTUYECKUMU aHaJIbreTukaMmu. Y nanueHToB ¢ TFR 3 unu 4 ctenenu Tepanuio JICHATHIOMHUI0OM
ClleAyeT TPHOCTAaHOBUTh M Havarh Tepanuio HIIBII, riokokopTHKOCTEpOUIaMHu  W/WIH
HapKoTHYeCKMMHU aHanbretukamu. Korma BeipaxkeHHOCTs TFR cHusuTcas mo <1 cremneHy,
BO300OHOBIISIIOT JICYCHHE JICHATUIOMUIOM B JI03€ TOTO € YPOBHS B TCUCHHE OCTABIICHCS YacTH
nukia. Cumnromarnueckas tepanus TFR mpoBoauTcs corimacHo pekomeHaanusaM 1o jedeHuto TFR
1 u 2 crenenu (cm. pazaen 4.4.).

Bce noxazanus

IIpu pa3BuTHN y nanyeHTa APYTrux BUJIOB TOKCUYHOCTH 3 U 4 CTENEHM TSKECTH, CBSI3b KOTOPBIX C
IIPUMEHEHUEM  JICHAIMJIOMMIA HEIb3d MCKIIOYHTH, JICYCHHE JICHAIMJOMMIOM  CIELYyeT
npuocTaHoBHTh. [1o pemeHnio Bpaya JiedeHrE JCHATHIOMUIOM MOKET ObITh BO30OHOBIICHO B J03€
CIIEAYIOLIEro, 00Jiee HU3KOTO YPOBHSI IIPU CHM>KEHUH BBIPAXKEHHOCTU TOKCUYHOCTHU 10 < 2 CTEIECHH.

CnenyeT paccMOTpPETh BOIIPOC O INPHUOCTAHOBKE WIJIM MPEKPAIICHWU JICYEHHs JICHAIWJIOMHIOM B
Clly4dae pa3BUTHS KOXKHOM ChIMU 2 uiu 3 creneHu. JleyeHue neHaauaoMuI0M ClIeAyeT MpeKpaTUTh
MIPY QaHTUOHEBPOTUYECKOM OTEKE, aHAPMIAKTUYECKON PEeaKInu, ChIK 4 CTENeHH, SKCHOTUATUBHOM
Uy OyJUUIC3HOM CBIMKM, WX TIPU Toao3peHuu Ha cuHapoMm CrtuBeHca-/[PKOHCOHA, TOKCHYECKHI
SMHUIEPMATbHBI HEKPOIM3 WM JICKApPCTBEHHYIO PEAKUUI0 C J03MHOQWIMEH M CHUCTEeMHHOU
cumnromatukord (DRESS-cunapom), 1 He BO30OHOBIIATH MOCIE MPEKPAIISHUS STUX PEAKITUH.

Oco0ble rpynibl MalueHTOB

J]uua noosicus10co so3pacma

12



COOTBETCTBYET 3KCNEPTHO

ot 23.10.2025 N2 26580

Pesynbrarel  umccnenoBanus  (apMaKOKHHETHKH neHanHz'[glvlﬂlzfﬂ';lE%"" Eﬁom&"" I"li-lgu_iﬂrle"Hl'll‘U'B

Y OTYETY

npeacrasieHsl B pasaene «DapmakokuHeTHka». JleHamupoMua Ha3zHayaud nanuedHram ¢ MM B
Bo3pacte A0 91 roga, nauuentam ¢ MJIC — no 95 ner, a nanquentam ¢ MKJI — o 88 ner. [Tockonbky
Yy TIOKWJIBIX MMAIIMEHTOB BEPOSTHOCTh HAPYIIEHUS (YHKIMU MOYEK BBIIIE, 03y Mpenapara HY>KHO
noa0upaTh OYEHb OCTOPOKHO, MPU ATOM BO BpeMs JICUEHUS PEKOMEHIYETCS MOHHUTOPUPOBATH
(GYHKIHIO TTOYEK.

Bnepebze ()uaenocmupoeannaﬂ MHOIHCECMBERHAA MUeioma. nayueHnvl, KomopviM HE noKa3aHda
mpancniaumayus

[lepen HazHauenueMm JedeHus nanueHTam ¢ BJIMM B Bo3pacte 75 neT u crapiie HeoOXOIUMO
MPOBECTH TIIaTeNbHOE oOcnenoBanue (cMm. pasgen 4.4.). [lng mamuentoB crapme 75 Jer,
MOJTYYaIONUX JICHATUIOMH B KOMOMHAIIMU C JIEKCaMETAa30HOM, HadajlbHas 71032 JeKcaMeTa3oHa
cocrasisier 20 Mr oauH pa3 B AeHb B 1, 8, 15 u 22 nuu kaxaoro 28-1HEBHOTO IIUKJIA JICUCHHUS.

W3meneHue 1036l HE pEKOMEHAyeTCs IS MAlMEeHTOB cTapiie 75 JeT, KOTOpble MPUHHUMAIOT
JICHAJIUIOMH]T B COUYETAHHUH C MeI(alaHOM U MIPETHU30JI0HOM.

VYV nanumentoB ¢ BJIMM B Bo3pacte 75 jieT u crapiie, MOJY4YaBIIMX JICHAJIUIOMUI, CEPbE3HBIC
HexxenarenbHble peakuuu (HP) u HP, xoropeie mpuBenu K mpeKpalieHuro JeUeHHs, OTMEYaInCh
qarue.

KomOuHupoBaHHas Tepanus JCHAIUIOMUIOM XyXkKe MepeHocusachk nanuentamu ¢ BJIMM crapiie
75 ner mo CpaBHEHHMIO C MOJIOABIMH TanueHTamu. [lanmeHTsl Oosee crapiiero Bo3pacTa darie
MpEeKpaIad IpueM mpenapara u3-3a UHIuBUAyanpbHou HerepeHocuMmoctr (HP 3 wnm 4 crenenu u
cepbe3nbie HP), uem mamueHTs! B Bo3pacte 10 75 Jier.

MHnooicecmeennas muenoma: nayuernmaol, notydusuiue KaKk MURUMYm OC)Hy JURUIO mepanuu

[TponienT mareHTOB ¢ MM B BO3pacte 65 JieT 1 cTapiie, moJy4aBIIkX JCHAIHIOMU// IEKCaMeTa30H
Wi 1ane0o/nekcamerasoH, Obul comoctaBuM. He oTrMedeno paznnumii B 3((HEKTUBHOCTH U
0€30MacHOCTH JICHAIMJIOMHUIAa B 3aBUCHUMOCTH OT BO3pAcCTa, XOTS HEIb3S MCKIIOYUTH OONBIIYIO
YYBCTBUTEIBHOCTH K IIpenapary MalueHTOB CTapIllie BO3PAaCTHOW IPYIIIHIL.

Muenooucniacmuueckue CuHOpOMbL

Cpenu nanuentoB ¢ M/IC, npuHUMAaBIINX JICHATUAOMUI, HE OTMEUEHO Pa3NIn4ui B 0€3011aCHOCTH U
3¢ PEeKTUBHOCTH y TAITMEHTOB B BO3pacTe 65 JIET U cTapllie U MalueHTOB MIajiie 65 Jer.

Jlumghoma u3 Kiemox MaHMuiHOU 30Hbl

VY mamuentoB ¢ MKJI, npuHUMaBIIMX JICHATUIOMH, HE OTMEUYCHO Pa3IM4Mi B O€30MaCHOCTH
3¢ (HEeKTHBHOCTH Y MAIMEHTOB B BO3pacTe 65 JIeT U cTaplile U MalMeHToB Miiaame 65 neT.

DonnuKyIapHasn IumMpoma unu iumpoma u3z Kiemox Map2uHaiIbHOU 30Hbl

VY nanuenTtos ¢ OJI unu JIM3, npruHUMAaBIINX JICHATUAOMH/I B KOMOMHALIMY C PUTYKCUMa0OM, 00111ast
yactota HP onuHakoBa juisi maliueHTOB B BO3pacTe 65 JIET U cTapilie 0 CPAaBHEHUIO C MAallUEHTaMU
mtagie 65 ner. He otmeueHo pasnuunii B 3 PEeKTUBHOCTH MEXy IBYMsI BO3PACTHBIMH IPyIIIaMU
MAIMEHTOB.

IlanueHThl ¢ TOYEYHOH HETOCTATOYHOCTLIO

JlenanuomMu [ BbLIENSIETCS, TIIaBHBIM 00pa3oM, noukamu. [1o Mepe HapacTaHUs CTENIEHU HapyLLICHHSI
MOYEUHOW (DYHKIIMHM CHWXKAETCs TOJIEPAHTHOCTh K Tepamuu (cM. pasznen 4.4.). Pexomenmyetcs c
OCTOPOXHOCTBIO MOAOUPATH 103y IIpenapara ¥ MOHUTOPUPOBATH (DYHKIIHIO MTOYEK.

Jns maruentoB ¢ MM, MJIC, MKIJI, ®JI unu JIM3 1 moueyHoi HEJOCTaTOYHOCTHIO JIETKON CTENEHU
TSDKECTU HE TpeOyeTCst U3MEHEHUS JT03bI JICHATUIOMHU/IA.
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TEBETCTEYET ZKCNEPTHOMY OTYETY

3aBUCHMOCTH OT CTEIECHHM TSDKECTH HapylieHUs (QYHKIUUA TOYeK (Ui MAlMeHTOB C IMOYCYHOM
HEJIOCTAaTOYHOCTBIO CPEIHEH M TsDKeIou crenenn TsokectH, a takxke TCITH). MccnenoBanus ¢azbr
I mpu TCITH (KK < 30 mi/muH, TpeOyeT MpoBeACHUS IUaIN3a) HE TPOBOIUINCE.

Mmuoorcecmeennas muenoma

Cocrosinne pynknun novek (KK)

N3MeHnenue n103bl

IloyeuHnast HEOCTATOYHOCTL CPEAHEN CTEICHU
Tsokectd (30 mi/muH < KK <50 mur/muH)

10 Mr osiuH pa3 B J€Hb

Iloyeunas HEIOCTATOYHOCTH TSDKEIIOM CTEIECHU
msokectn (KK <30 wmu/muH, He Tpebyercs
JTAaJIn3)

7,5 Mr oivH pa3 B I€Hb WM 15 Mr uepe3 1eHb

TepMuHanbHas cTagus IOYEYHOU
HepocratouHoctu (TCITH)

(KK <30 mu/mMuH, TpeOyeTcs 1uanus)

5 Mr oauH pa3 B JieHb. B neHp auanuza 103y
npenapara HY>KHO IIPUHUMATh I1OCJIE
OKOHYAHHUS ceaHca Jhann3a

*
I[o3a npenapara MOXET OBITH MOBBIIIICHA a0 15 Mr OJIMH pa3 B ACHLb IOCJIC 2 IUKIIOB TEeparuru npru OTCYTCTBUU OTBCTA

Ha TEpaIuIo, HO XOpOLIeH ee NePeHOCUMOCTH.

Muenooucniacmuueckue CuHOpOMbL

Cocrosinne pynkuun nouex (KK)

HN3MeHeHne 10361

HavannHas nosa

5 Mr oauH pa3 B AeHb (¢ 1 mo 21 aeHs BO
BpEMsI IOBTOPHBIX 28-THEBHBIX IIUKJIOB)

IToyeunas HEIO0CTAaTOYHOCTE
cpeaHen CTEIICHU TSDKECTH
(30 mr/mun < KK < 50 mMi/MuH)

Jlo3a yposas -1

2,5 mMr oauH pa3 B AeHb (¢ 1 mo 28 neHp
BO BpeMs IOBTOPHBIX 28-IHEBHBIX
ITUKJIOB)

Jlo3a ypoBHs -2

2,5 mr gepe3 aeHb (¢ 1 mo 28 nmeHb BO
BpEMsI IOBTOPHBIX 28-THEBHBIX IIUKJIOB)

Hauannaasg noza

2,5 mr oguH pa3 B AeHb (¢ 1 mo 21 neHp
BO BpeMs IOBTOPHBIX 28-IHEBHBIX
ITUKJIOB)

Jlo3a yposas -1

2,5 mr uepe3 neHb (¢ 1 mo 28 neHp BO
BpeMsI TOBTOPHBIX 28-THEBHBIX ITUKJIOB)

IToyeunas HEIO0CTAaTOYHOCTE
TsDKEIIoN CTEIICHU TSKECTU
(KK <30 mn/mMun, He Tpebyercs
JAajmn3)

Jlo3a yposas -2

2,5 mr naBa paza B Henenmo (¢ 1 mo 28
JICHb BO BPEMsS MOBTOPHBIX 28-THEBHBIX
IUKJIOB)

TepMuHanbHasg cTagus MOYEHHOM
Henocrarounoct  (TCIIH) (KK

Hauannaasg noza

2,5 mr oguH pa3 B AeHb (¢ 1 mo 21 neHp
BO BpeMs IOBTOPHBIX 28-IHEBHBIX
ITUKJIOB)

< 30 mu/mMuH, TpeOyeTCs TUATU3)

Jlo3a yposas -1"

2,5 mr yepe3 neHb (¢ 1 mo 28 neHp BO
BpEeMsI TOBTOPHBIX 28-THEBHBIX ITUKJIOB)

B nens mmanmza no3y mnpenapara
HYKHO NPUHUMATh IOCJIE
OKOHYAHUS ceaHca Jhann3a

Jlo3a yposas -2

2,5 mr naBa paza B Henenmo (¢ 1 mo 28
JICHb BO BPEMS MOBTOPHBIX 28-THEBHBIX
IUKJIOB)

*

BosmoxkHocTH M3MEHEHUs J03bl B XOA€ JICYUCHUA MK €TI0 BO300HOBIICHHS npu pa3BUTHUU HeﬁTpOHeHHH,
TpOM6OI_II/ITOHCHI/II/I WIN ApYyTrux BHUAOB TOKCHYHOCTH 3 u 4 creneHu TAXKECTH, CBA3b KOTOPBIX C IMPUMEHCHUEM
JICHAIMAOMHU 1A HEJIB3A UCKIIFOYNTD, IIPEACTABIICHBI BBIMIC.

Jlumghoma u3 Kiemox MaHMuiHoOU 30Hbl

Cocrosinne pynkuun nouek (KK)

N3Menenue n103bl
(c 1 mo 21 peHp BO BpemMsi NOBTOPHBIX
28-THEeBHBIX IUKJIOB)
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[Toueynass HEJOCTATOYHOCTh CPEIHEN CTENEHU

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Tsokectr (30 mi/mMun < KK < 50 mur/muH) 10" M OTHA s B TIeRE

[Toueynass HEIOCTATOYHOCTD TSIKEJIOW CTENEHU
msokectn (KK <30 mu/mun, He Tpebyercs | 7,5 Mr oauH pa3 B ICHb WK 15 Mr yepe3 JIeHb
JIAaJn3)

TepMunanbHas cTagus MOYEYHOH | 5 MI' OJIUH pa3 B JeHb. B 1eHb nuanuza no3y
negocratouHoctu (TCIIH) (KK <30 mur/muH, | ipemapaTa  HYXXHO  NPUHHMATh  TOCIE
TpeOyeTcst Tuajus) OKOHYAHMS CeaHca JUaJIN3a.

*
I[o:-;a MOKET OBITH MOBBIIICHA a0 15 mMr OAHH pa3 B JACHb MOCJIC 2 HUKJIOB TEpalinuv, €CJIu NallUCHT HE OTBCYACT Ha
JICUCHUC, HO HE ICMOHCTPUPYCT MPU3HAKOB HETICPEHOCUMOCTH.

DonnuKyIapHasn IumMpoma unu iumpoma u3z Kiemox mMap2uHaiIbHOU 30Hbl

Cocrosinne pynkuun nouek (KK) HN3MeHeHue 10361
(c 1 mo 21 ngeHb BO BpeMs NOBTOPHBIX
28-1HEeBHBIX IMKJIOB)
[Toueynas HemOCTATOYHOCTH cpenHeit creneHu | 10 Mr oguH pas B JeHb "
TSKECTH
(30 mur/mun < KK < 60 Mi1/MuH)
[Toueynass HEIOCTATOYHOCTD TSKENOW creneHu | HeT JoCTynmHbIX TaHHBIX
TSKECTH
(KK < 30 mn/muH, He TpeOyeTcs qualus)
TepMunanbHas cTamgus noyeyHoi | HeT mocTynHbIX JaHHBIX
Henocrarounoctu (TCITH)
(KK < 30 ma/muH, TpeOyeTcst quanu3)
! JTo3a MOKeT OBITh TIOBBIIIEHA 70 15 M OIMH pa3 B J€Hb I0cJe 2 [UKIOB Tepallky, €ClIi y TallHeHTa He HaOIoaanoch
IIPU3HAKOB HETIECPEHOCUMOCTH.
2 Jlnsl MaLMeHTOB, TOJTYYaroIKX Ha4aJdbHYyIo 703y 10 MT, B ciilydae CHWKCHHsI 03I JJIs JICYCHUS HEUTPOIICHUH WJIH
TPOMOOITUTOTICHUH WA IPYTUX BUAOB TOKCHYHOCTH 3 WM 4 CTENECHH TSKECTH, Pa3BUTHE KOTOPOH ObLIa CBs3aHa C
MIPUEMOM JICHATTMIOMUIA, He IPUMEHSTH J03bI TIperapara HWKe 5 MT depe3 JIeHb WK 2,5 MT OJIWH pa3 B JICHb.

3 TlamMeHTBI C TOYEYHOH HEZOCTATOYHOCTHIO Tskemoi crermeHn Tsokectd win TCIIH OB HCKITIOUEHBI W3
HCCIIEOBAHMS.

2

3

3

Ilocme Hayaya JI€4EHHs JICHAIMAOMHUAOM IIOCIEAYIOIIEE M3MEHEHHME N03bl y TAlMEHTOB C
HapyIIeHUSIMH (YHKLIMU TOYEK JODKHO Oa3upoBaThCsl HA HMHIMBUAYAIBHOM NEPEHOCHMOCTH
JICUYEHUs, KaK yKa3bIBaJIOCh PaHee.

[TanueHTHl ¢ HAPVIIEHUAMHA QVHKIHUN HeYEHU

[Ipumenenue neHamuaoMuaa (GopMaabHO HE M3yYald y TAIMEHTOB C HapyImIeHHOW (yHKIMEH
MEYCHU, ITO3TOMY PCKOMCHAAIINU OTHOCHUTCIBLHO U3MCHCHHUA 03Bl Y I[aHHOﬁ KaTCropmuu nmarfuCHTOB
OTCYTCTBYIOT.

CTHU

Jlenanuaomua HEe peKOMEHTyeTCs JIJIsl MPUMEHEHHS Y JIeTel B Bo3pacTe 70 18 jieT mo cooOpakeHUsIM
0€30I1aCHOCTH.

Croco0 mpuMeHeHus

BnyTps.

Jlyis ocyliecTBICHHUS] MPUBEACHHBIX PEKUMOB JO3UPOBAHUS HEOOXOAMMO NMPUMEHSATH Mpernapar B
COOTBETCTBYIOIIMX JO3UPOBKaX (B T. 4. 2,5 mr, 7,5 mr, 20 mr).

Kancynsr mpenapata JleHanuaomMua HeNb3s OTKpbIBaTh, pa3jiaMbIBaThb WM Pa3KEBbIBaTh, HX
PEKOMEHIyeTCsl IPUHUMATD COTJIACHO CXEME TE€paluu B OJJHO U TO K€ BpeMsl 0 WJIK MOCJe npruemMa
MUY, TPOTJIaThIBasl LIETUKOM U 3aliBasi BOJIOM.
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TOT0, 4YTOOBI CHU3UTH PUCK €€ AeopMaIiui U NOBPEKICHHUS.

Mephsl IPea0CTOPOKHOCTH, IPUHUMAEMEBIE ITepe] IpUMEHEHHMEM IIpenapaTa U Ipy padoTe ¢ HUM

WNudopmanus no pabore ¢ IUTOTOKCHYECKUMH IperapaTaMy MpUBeaeHa B pasjaene 6.6.

4.3. IIpoTuBONOKA3AHUSA

['unepyyBCTBUTENFHOCT K JICHAIMJOMUAY WM K JIOO0OMY U3 BCIOMOTaTEeIbHBIX BEIIECTB,
MEepPEUYNCIICHHBIX B pazjeine 6.1.

bepemeHHOCTB U TIEpHOA IPyAHOTO BCKapMIIMBaHUsI (CM. paznen 4.6.).

CoxpaHEHHBI PENpPOAYKTHUBHBIA IOTCHIMAN, 3a HCKIIOUYCHHEM CIydaeB, KOTJa BO3MOXHO
coONOIcHHe BCeX HEOOXOOUMBIX yciaoBUi [IporpaMmbl  KOHTPOJIHMPYEMOIO MEIUIIMHCKOTO
npuMeHeHus npemnapata Jlenanmumomuy (cM. pasaenst 4.4. u 4.6.).

HeB03MOKHOCTD MIIM HECTIOCOOHOCTH COOMIOAAaTh HEOOXOJMMBIE MEPhl KOHTpAIETIUHU (CM. pa3Jel
4.4.).

Hetckuii Bo3pact a0 18 net (mo coodpakeHusiM 6€30MacHOCTH).
4.4. OcoOble ykazaHusi U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHU U

C 0CTOPOKHOCTBIO

. V nanuentoB ¢ BJIMM B Bo3pacte 75 net u crapiie (cM. pazaenst 4.2., 4.4.).
. Y nanueHToB ¢ MOYeYHOH W/WITK TIEUeHOYHON HeIOCTaTOYHOCThIO (CM. pazaenst 4.2., 5.1.).
. VY manueHToB, UMEONIMX (PaKTOphl pUCKa TPOMOOIMOOIINA, BKIIOUYass TPOMOO3 B aHAMHE3E

(TIpu JIeYSHUH JICHATHIOMHIOM B KOMOWHAITUY C IeKcaMeTa30HoM) (cM. pazzaen 4.4.).

. IIpy COBMECTHOM NPUMEHEHUU CO CTaTUHAMH; C MHEIOJCTPECCUBHBIMU IpENapaTamMmu; C
npenaparamy, MOBBIIIAIOIIMMHA CKJIOHHOCTh K KPOBOTEUEHUSIM; C IpernapaTamMu, MOBBIIIAIOIMIUMHI
puCK TpoMOO30B, a UMEHHO, C MpernapaTamMu, 00JIaIalOIIMMH SPUTPOIIOITHIECKON aKTUBHOCTHIO, U
TOPMOHO3aMECTUTEIBLHOM Tepanuer y mnauueHToB ¢ MM, npuHHMAarOmMX JIEHATUIOMUI B
KOMOWHAIIMHK C JIeKcaMeTa30HoM (cM. pasaensl 4.4., 4.5., 4.8.).

. Y narnmentoB ¢ MKJI ¢ BbICOKO#i omyxoneBoi Maccoi (cM. pazzaen 4.4.).

. VYV nmanuentoB ¢ renatutom B (HBV) B anamHese, BKiIro4Yas MareHTOB C MOJIOKUTEITHHBIM
pe3ysIbTaTOM Ha aHTHUTENA K siaepHoMy aHTureny HBV (antu-HBc) n oTpuniatensHbIM pe3ynbTaTom
Ha MOBepXHOCTHHIN aHTUTeH BUpyca HBV (HBsAg) (cm. paznen 4.4.).

. VY NanueHToB C HACIEICTBEHHOW HEMEPEHOCUMOCTBHIO JAKTO3bI, Ne(DUIIUTOM JaKTa3bl WU
HapyIICHHBIM BCAaCHIBAHUEM TJFOKO3BI-TATaKTO3bl, TaK KaK Karcylbl mpernapara JleHamumomun
CoJiepIKaT JIakTo3y (cM. pazzaen 4.4.).

Oco0sle yKa3zaHus

IIpu Ha3HAYeHUH JIEHATUAOMUAA B KOMOMHALMH ¢ APYTMMH JIEKAPCTBEHHBIMM NpenapaTamMu,
nepel Ha4yajaoM TepaluM CcJeAyeT NpeIBapUTEJbHO O3HAKOMHTBLCA C COOTBETCTBYHOLIEH
HHCTPYKIHeEH 10 MeIUIIHHCKOMY IIPUMEHEHHI0 JIEKAPCTBEHHOI'0 Mpernapara.

IIpeoynpesicoenus 6 omnoutenHuu bepemeHHocmu

JlenanuaomMun — CTPYKTYpPHBIM aHaimor TanmuaomMuaa. HM3BecTHO, 4TO TIpueM OepeMEHHBIMHU
KEHIIMHAMU TaJUI0MHIA, OOJaJarollero BBIPAKEHHBIM TEpPAaTOTeHHBIM JIEHCTBHEM, BBI3BIBACT
TSDKENIbIE M YIPOXKAIOUIME >KU3HU BPOXKICHHBIE Ae(EKTHl pa3BUTHA. JIeHanMIOMHI BBI3BIBAT Y
00€3bsiH MOPOKHU Pa3BUTHUSA, CXOJHBIE C OMMCAHHBIMU paHee d(dexkramu TanuaoMuaa (CM. pasaessl
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ne(eKToB BecbMa BEPOSITEH.

HeyxocuurenbHoe cobmoaenue Bcex TpeboBanuii [IporpaMMbl KOHTPOJIMPYEMOTO MEAUIIMHCKOTO
IIPUMEHEHMsI penapara JIeHanuaoMu paclpocTpaHseTcss Ha BCEX IMAlUEHTOK C COXPaHEHHBIM
pEnpOTyKTUBHBIM ITOTEHLIUATIOM, €CIIU TOJIBKO IOCTOBEPHO HE MOATBEPKIEHO €r0 OTCYTCTBHUE.

Kpumepuu ons sorceniyun ¢ HecoxpaneHnvim penpoOyKmueHulM HOMEHYUALOM

JKeHuMHa-NalMeHT WINM JKEHIIMHA, CEKCyallbHbI NapTHEp MyK4uuHbl-nanueHta, HE cuurarorcs
CIIOCOOHBIMU K JIETOPOXKIECHHUIO MPU HAJTUYUH XOTS Obl OTHOTO U3 CIEAYIOIMX (GaKTOPOB:

BO3pacT > 50 JIeT ¥ ATUTENBHOCTh €CTECTBEHHOM ameHoped > 1 roga (ameHopesi BCIEICTBHE
MIPOTUBOPAKOBOM TEpanmuy WIM B MEPUOJ TPYIHOIO BCKAPMIIMBAHUS HE HCKIIOYAET HaIU4Ms
PENPOAYKTUBHOIO IOTEHIIUANA);

paHHsS HETOCTAaTOYHOCTh SIMYHUKOB, TOITBEPKACHHAS THHEKOIOTOM;
JIBYCTOPOHHSISI CAJIbITUHTOO(OPIKTOMUS UM THCTEPIKTOMHUS B aHAMHE3E;
reHotun XY, cuaapom TepHepa, areHe3usi MaTKHU.

Kouncynomuposanue

HpI/IMGHeHI/IG JCHAJIMAOMHAA Yy JKCHIIUH C COXpPAaHCHHBIM PCHPOAYKTUBHBIM MNOTCHIHUAJIOM
IMPOTHUBOIIOKA3aHO B TEX ClIydasX, KOrja HE CO6J'II-OI[€HBI CICOYIOIIUE YCIIOBHA:

HCCHU{UHA

— J0JIKHA MOHMMATh 0’KU/IaeMOE TepaTOreHHOE AeiicTBUE penapaTa JIeHa oMU Ha IJ104;

— J0JLKHAa MOHMMATh HEOO0XOIMMOCTh HeNpPepPbIBHOIO HCIONb30BaHUA 3()(EeKTUBHBIX
METOOB KOHTPAIICTIIINU B TEUCHUE HE MEHee 4 HeJIeNTb /10 Havajia JICYCHHUsI, BO BPEMs JICUCHHS
U He MeHee 4 Heslelb 10cie OKOHYAHUS JICUCHUS;

— JIOJDKHA CJIeI0BaTh PEKOMEHAALMU HCHOJIb30BaTh 3()(EKTUBHYIO KOHTPALEHINIO JaXe B
Cllydae aMEHOPEH y JKEHIIUHBI C COXPAHEHHBIM PEIPOAYKTUBHBIM TIOTEHIINAIOM;

— OBITH CIOCOOHOM K COOMIOICHUIO BCeX MpaBuil 3(HEKTUBHON KOHTpAIICTIIUH;

— JIOJDKHAa 3HaTh W TIOHUMATh BO3MOXHBIC IIOCIEACTBUS OEpPEeMEHHOCTH, a TaKKe
HEOOXOMMOCTh CPOYHOTO oOOpalleHus 3a KOHCyJIbTallMed TMpH TOJO3PEHHH Ha
OCpEeMEHHOCTb;

— JIOJDKHA TTOHMMaTh HEOOXOIMMOCTh HEOTJIOKHOTO Hayalla JICYCHHS JICHAJTHIOMHUIOM CPasy
e TOCTIe MOTyYeHHsI OTPUIATEIIbHBIX PE3YJIbTaTOB TECTa HA OEPEMEHHOCTb;

— JIOJDKHA OCO3HABaTh HEOOXOAMMOCTh TIPOBEICHUS TECTA U BBITOIHATH TECT HA OEPEMEHHOCTh
KaX/1ple 4 HeJIeNu 33 UCKITIOYEHNEM MAIlMeHTOK, Y KOTOPBIX BBIITOJHEHA CTEPUIIU3ALIHS ITyTEM
MEPEBS3KH MaTOYHBIX TPYO;

— JIOJDKHA TIOJATBEPAMTH, YTO MOHUMAET PUCK BO3MOXKHBIX HEKEJIATEIBHBIX TOCICACTBUN U
HEO0XO0IUMOCTh UX MPEAYNPEKICHHUS B IEPUO/ JICUCHHUS JICHATUIOMUIOM.

Ipumenenue y mysrcuun

JlarHbIe M3y4YeHHUS (PapMaKOKWHETHKH JICHATHIOMH/IA Y MY>KYHUH-TOOPOBOJIBIIEB CBHJICTEIHCTBYIOT
O TOM, 4TO B XO0A€ JICUCHUA JICHAJIUAOMU MOXET CO,Z[ep)KaTBCH B HpeI[eJIBHO HU3KHUX KOHI.[GHTpaI_II/I}IX
B CEMEHHOM )KHMJIKOCTH MAIUCHTOB M HE ONPEICIACTCS Yepe3 3 JHS MoCiIe MPEKPAICHUS TPUMEHECHHS
mperapaTa y 3l0pOBBIX JOOpOBOJBIEB (cM. pazmen 5.2.). B kaduecTBe Mepbl MPEAOCTOPOKHOCTH,
YYHUTHIBAs BO3MOXKHOE CHIDKEHUE CKOPOCTH BBIBEACHHS JICHATHIOMHJIA Y OCOOBIX TPYIIIT MAIUECHTOB
(Y mauueHToB ¢ HapyIEeHUAMHU (QYHKIMU TOYEK), A1l BCEX MYXKUWH, IPUHUMAIOIINX JICHAIUIOMU,
JTOJDKHBI OBITH COOJTIO/ICHBI CIICTYIONINE YCIIOBHUS:

MYHCUHUHA
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IIPU CEKCyaJbHOM KOHTaKTe C OepeMEHHON KEHIIMHON WM JKEHIIWHOW C COXpaHEHHBIM
PENpPOAYKTHBHBIM IIOTEHIIUAIIOM;

— JIOJDKEH IIOHMMaTh HEOOXOJUMOCTh HCIOJIb30BAaHUS IPE3epBaTUBOB (Haxe Iocie
NIEPEHECEHHOM Ba3dKTOMHH) MPH CEKCyalbHOM KOHTAKTE ¢ OCpEeMEHHOM >KEHIIMHOW WM
KCHILIUHOM C COXPAHEHHBIM PENPOAYKTUBHBIM IOTEHIUATIOM, HE HCIIOJIB3YIOLIEH HAIEKHBIE
METOABl KOHTPALCNIUK, B IEPHUOJ JICYCHHsS, U B TEYCHUE HE MeHee 7 JHEeH Iocie
IIPUOCTAHOBKY W/WJIM 3aBEPILEHUS JICUECHUS;

— JIOJDKEH MOHHMMATh, YTO, €CJIM €ro HapTHeplla 3a0epeMeHeNna BO BpeMs €ro JICUYEHUs MU
BCKOpE IIOCJIE IPEKPALEHUs Tepaluu JICHAIMIOMUIOM, OH JOJDKEH HE3aMEIIUTEIbHO
IPOMH(POPMHUPOBATE 00 ITOM CBOErO JIEUAIllero Bpaya, a €ro MmapTHEpLIe PeKOMEHAyeTcs
00paTUThCS 3a 00CIeJOBAHUEM U KOHCYJIbTAIMEH K Bpauy-TepaToyiory.

Bpau, nasnauarowuii neuenue npenapamom Jlemanuoomuo dHceHWUHAM C COXPAHEHHBHIM
PenpooyKmueHvIM ROMEHUUATIOM, OOTIHCEH:

— y0emuTbcs B TOM, 4YTO TMAIMEHTKAa YJOBIETBOpsieT BceM ycioBusM IIporpammsi
KOHTPOJIMPYeMOro MeJIMIMHCKOr0 pMMeHeHus1 npenaparom JleHanuaomMuj, BKIOYas
MOATBCPIKACHUC TOI'0, YTO OHA AACKBATHO MMOHUMACT CUTYALUIO,

— TIONY4YUTh COTJAcHe TAIMEHTKH Ha 00s3aTeNbHOe COONIOACHHE €0 BCEX YCIOBUM
BbIlLIEyKa3aHHOU [IporpamMmei.

IIpasuna konmpayenyuu

JKeHIMHBI ¢ COXPaHEHHBIM PENPOIYKTUBHBIM IOTCHIMAJIOM JIOJDKHBI HCIOJIL30BaTh OJWH W3
3¢ (HEeKTHBHBIX METOIOB KOHTPAIICIIIIUHN B TEUCHHE HE MeHee 4 HeJlellb 0 Havaja JICYeHHUs, BO BpeMs
Tepanv U B TCUCHUE HE MEHee 4 HeJeNb IO0CIe OKOHYAHUS Teparuy JICHATHJIOMHUIOM, JTaXe BO
BpeMsl TIEPEpPHIBOB B JICUCHUHU, 32 HCKJIIOYCHHEM IIallMEHTOB, KOTOPHIE HA MPOTSIKEHUU BCETO
YKa3aHHOTO CpOKa BO3JCP)KUBAIOTCSI OT CEKCYAIbHBIX OTHONICHHH, 4YTO  EXEMECSYHO
MOATBEPIKIACTCS JOKyMeHTanbHO. Ecnmu mnamueHTke HE 10a00paH 3(PQEeKTUBHBIT METO
KOHTpAIICTIINK, €€ HeoOXOJUMO HaNpaBUTh K Bpady-THHEKOJOTY Ui MMoadopa W Hadaia
HCIIOIB30BaHUI TaKOTO METOA.

Crnenyronye npuMepbl MOKHO OTHECTH K TTOJAXOSIIINM METOIaM KOHTPAIEITINHN

— TOJKOXXHBIE TOPMOHAIILHBIC HMITJIAHTHI,

— BHYTpPUMAaTOYHBIE CUCTEMBI, BBIEIsIIONTHE ieBoHOprecTpen (BMC);

— JIeTo-TipenapaTbl MeJPOKCUIIPOTECTEPOH aleraTa;

— TepeBs3Ka MaTOYHBIX TPYO;

— Ba3dKTOMHs mnapTHepa (MOATBEp)KICHHAs JABYMs OTPHUIATEIbHBIMHU aHAJIM3aMH CEMEHHOU
YKUJIKOCTH);

— IPOTeCTepOH-COJIepKAIIUE TAOIETKH, MHTHOUPYIOIIIE OBYJIALUIO (HAIIpUMED, 1€30TeCTPe).

B cBsi3M C TOBBIIIICHHBIM PHCKOM TPOMOOIMOOIMYECKUX OCIOKHEHUH MpHEeM KOMOMHHUPOBAHHBIX
MepopalibHbIX KOHTPAIIENTUBOB HE MOKa3aH NanueHTkamM ¢ MM, mpuHHMalouM JeHATUIOMU] B
cocTaBe KOMOMHHUPOBAHHOHW Tepamuu, U B MEHbIIeH cTenenn — nanueaTkam ¢ MM, MJIC u MKJI,
KOTOpBIC TIONYYarOT MOHOTEpAnuio JIeHamuaoMuaoM (cm. pasmen 4.5.). s sddexruBHOM
KOHTpALENIUUA 3TUM MalUeHTKaM PEKOMEH]IYEeTCsl MCIOJb30BaTh OJAWH W3 MEPEUUCICHHBIX BHIIIE
MeTo10B. [loBbIIEHHBIN pUCK pa3BUTUs T coxpaHseTcs B TeueHue 4—6 HeJenb Mocie NpeKpamieHus
nprueMa KOMOWHHPOBAaHHBIX TMPOTHBO3a4aTOYHBIX CpPEACTB. DP(HEKTUBHOCTH TOPMOHAIBHBIX
MIPOTUBO3aYaTOYHBIX MPENapaToB MOXKET OBbIThb CHM)KEHAa IMpU OJHOBPEMEHHOM Ha3HAYEHHUH
nekcaMmeTa3ona (cM. pasaen 4.5.).

[TarmeHTKaM ¢ HEWTPONEHHEH, MCHOJIB3YIOIMIMM B KayeCTBE IMPOTUBO3a4YaTOYHOTO CpPEACTBA
IIOAKOXKHBIC TrOpMOHAJIBHBIC HUMIIJIaHTHI niim BHYTPHUMATOYHBIC CHUCTCMBI, BBIJCIIAOIINC
JIEBOHOPrecTpesl, He0OX0AUMO NMPOPHIAKTUUECKH Ha3HAYaTh aHTUOMOTUKY B CBSI3U C MOBBIIIEHHBIM
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MIOBBIIICHHBIM PUCKOM HEPETYJISIPHBIX KPOBSHUCTBIX BBIICICHUN U3 ITOJIOBBIX IIyTEH.

Hcnons30BaHKre BHYTPUMATOYHBIX CUCTEM, BBIJCISIOIINX ME/b, KAK TPaBUIIO, HE PEKOMEHIYETCS B
CBSI3U C BBICOKMM DPHUCKOM pa3BUTHS MH(EKLIMOHHBIX OCIOXHEHHUH B MOMEHT HMMIUIAHTAIUH WU
MOBBIIIEHHOW KPOBOMOTEPH BO BPEMsI MEHCTPYAllMH, KOTOpPas MOYKET YCHIIUTh BBIPAXKEHHOCTh
HEHTPONIEHNH WM TPOMOOIIMTONIEHUH Y TTAllUEHTKH.

Tecm na bepemennocms

B cooTBeTcTBMM C MECTHOW NMPaKTHKOW TECT Ha OEPEeMEHHOCTh C YYBCTBUTEIBHOCTBIO HE MEHEE
25 MME/mi1 1omKeH BBITOTHATHCS 10 HAOII0IEHHEeM MEUITMHCKOTO IMepCOoHaa JUIsl BCEX KEHIIMH
C COXpaHEHHBIM PENpPOAYKTUBHBIM IMOTEHLIUAIOM, BKJIIOYAsi U T€X, KTO MOJHOCTbIO U HEMPEPHIBHO
BO3JICPKUBACTCA OT CEKCYalbHBIX OTHOIICHWH. B mmeane TecT Ha OEpeMEHHOCTb, Ha3HAUCHHUE
JIeYeHUS U BblJjaua Ipenapara JOJKHbI MPOUCXOAUTh B OJUH U TOT ke JIeHb. Bblgaua neHanuaomuaa
YKECHILIIMHAM C COXPAHEHHBIM PENPOAYKTUBHBIM MOTEHIIMAIOM JOJKHA MPOUCXOAUTH HE Mo3AHee 7
JTHEHM TOCIie Ha3HAUYECHUS TePaInH.

Jlo nauana neuenus

Tect Ha OepeMEHHOCTh BBINOJHIETCA MOJ HAOMIONEHHEM MEAMIMHCKOTO IEpcoHaja B JIeHb
Ha3HA4YEHMS JICUCHHs WIM 3a 3 JHA 10 BHU3UTA K Jie4allleMy Bpady MOCJ€ TOro, KaKk MalueHTKa
UCTOJb30Baja 3 (HEKTUBHBINA METO/I KOHTPAIICTILIUY B TeUEHUE HEe MeHee 4 Henenb. Pe3ynbrar Tecra
JOJKeH TMOATBEPAUTh OTCYTCTBHE OEpEeMEHHOCTH y MAallMeHTKH K MOMEHTY Hayala Teparuu
JEHAJIUJJOMUIOM.

Hpodozzofceﬂue U OKOHYdAHUE jledeHUA

Tectel Ha OepeMEHHOCTh JOJKHBI BBITIONHATHCSA TOJ HAONIOACHHEM MEIMIIMHCKOTO TMepcoHaa
KaXKple 4 Heenu, BKIIIoUas Kak MUHUMYM 4 HelIenH Mociie OKOHYaHUs JICYeHHUs, 32 UCKITIOUYCHHEM
MOATBEPIKICHHOM CTepUITH3AIIN MAaTOYHBIX TPYO. TECThI BRIMOMHSAIOTCS B ICHh HA3HAYCHUS JICUCHHUS
WM 32 3 IHS 10 BU3UTA K JieyalleMy Bpady.

ﬂonOﬂHumerbele Mmepbol npedocmopoafCHocmu

[TarueHnThl HE MOJDKHBI TepenaBaTh MpemapaT IpyruM JunaM. Hewcnonb3oBaHHBINA Mpenapar
PEKOMEHIYETCSI BO3BPATUTH B MEAUIIMHCKOE YUPEXKICHUE TI0 OKOHUAHUH JICUCHHUS JIJIs1 6€3011aCHOTO
YHUUTOXKEHHUS.

[TanmenTy He paspemiaeTcs OBITH JTOHOPOM KPOBH MJIM CIIEPMbI HAa NPOTSDKEHHH BCETO JICUCHUS
JICHAJIMJOMH/IOM MJIM B TCUECHUE HE MEHee 7 JHEH IOCIIe €ro OKOHYaHUs.

06)/1!61}016[%6 mamepuaibl, OCpaHUYeHUsl 6 HA3ZHAYEeHUU U gvloaue npenapama

YroObl MOMOYb MALMEHTaM IPEJOTBPATUTh BO3ACUCTBHE JICHANUAOMMJA Ha IUIOJ, BIAJENell
PETUCTPAIIMOHHOTO  YAOCTOBEPEHHUSI IPEJOCTAaBUT MEAULMHCKOMY TMEpCOHaTy oOydaromue
MaTepHalbl, 4TOObl 0OOCHOBATH MPEAOCTEPEKEHHS B OTHOLIEHUH TEPaTOr€HHOCTH JICHATMIOMU/IA,
PEKOMEHJOBaTh KOHTPALEHIMIO TIepe]l HaudaloM Tepalmud U Pa3bACHUTh HEOOXOAMMOCTb
IIPOBE/IEHUS TECTOB Ha OepeMeHHOCTh. Bpau noymkeH nponH()OpMUpoBaTh MALIUEHTOB MY’KCKOIO U
’KEHCKOTO I0JIa O PUCKE Pa3BUTHs TEPAaTOreHHOro 3(PQeKTa JIeHATUAOMHIIA U CTPOTHX Mepax IO
HOpEeNyNpeKACHNI0 OEepeMEHHOCTM B COOTBETCTBUM ¢  [Iporpammoil  KOHTPOIHMPYEMOIo
MEIULMHCKOTO TpHUMEHEHHUs mpenapaTta JleHamumomuna. Bpau nomkeH oOecneyuTh MalueHTa
o0yyarolei OpoUIropoil 1 KapTOYKOM MAIMeHTa, a TAKKe MHBIMU SKBUBAJICHTHBIMUA MHCTPYKIMAMU
B COOTBETCTBHMHU C TOCYJAPCTBEHHOI CHCTEMOI KapT MalnueHToB. B uaeane TecT Ha OEpEeMEHHOCTb,
Ha3HA4YECHME JICUCHUS U BblAada Ipenapara JOJDKHBI IPOUCXOJUTh B ONMH U TOT ke JeHb. Brinaua
JICHAJIUAOMMU/IA KEHIIUHAM C COXPAHEHHBIM PEIPOLYKTUBHBIM ITIOTEHIIMATIOM JOJIKHA IIPOUCXOUTD
B TEUCHHE 7 NHEW IOCJIe Ha3HAdeHUs Tepanuu. JKeHIIMHAM C COXPaHEHHBIM pPENpOTyKTHBHBIM
MOTEHINAJIOM JICHAJIMAOMHUI MOXET ObITh BBIJaH/BBIMCAH MaKCHUMAaJbHO Ha CPOK Tepamuu 1o 4
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4.2.), B TO BpeMs Kak JIpyruM MallMeHTaM - Ha CPOK Tepanuu 10 12 Henens.
pyaue ocobvie ykazanus u npedynpexicoenus npu npuUMeHeHuu

HUndapxm muokapoa

Nmerotes cooOuienus o ciaydasx MM y nmanueHToB, IPUHUMABIIMX JICHATUIOMUL, B YACTHOCTH, Y
JIMI, UMEBIIUX (DAKTOphI pHCKa CEPIEYHO-COCYIAMCTHIX 3a00JIeBaHUN M B TEUYEHUE TNEPBBIX 12
Mecs11eB KOMOMHUPOBAHHOI'O IIPUMEHEHUS C IeKcaMeTa30HoM. B ciyyae Hannuust pakTopoB pucka,
BKJIIOYasi, B MEPBYIO0 ouyepesb, TPOMOO3bl B aHAMHE3€, HEOOXOAUMO KOHTPOJIUPOBATH COCTOSTHHE
MAIMEHTOB, a TAaKXE NPECANPUHUMATH JEHCTBUSA, HAIIPABJICHHBIC HAa BO3MOXKHOE CHIDKCHHE
BO3CUCTBUS (PaKTOPOB pUCKa (KypeHUe, apTepraibHasi TUIIEPTEH3Hs, TUIIEPIUITHIEMHIH ).

Benosnas u apmepuanvuas mp0M609M60ﬂuu

Y namuentoB ¢ MM KOMOMHUpOBaHHas Tepamnusi JICHAIMJOMUAOM U JIEKCAaMETa30HOM
accOLMMPOBAJIACh C MOBBILIEHHBIM PUCKOM BEHO3HBIX TO (IIpeUMyILIECTBEHHO TPOMOO30B INTyOOKUX
BeH U TD nerounoii aprepun). ITOT PUCK OBLI HIKE TPH JICUCHUH JICHAIUJOMUIOM B KOMOUHAINH
¢ MendaraHoM U TIPETHNU30JIOHOM.

Mouorepanus neHanuaomuaoM nanueHtoB ¢ MM, MJIC nu MKIJI accounnpoBanace ¢ MEHBIIUM
pUCKOM BeHO3HOU T (MpenMyIecTBEHHO TPOMOO030B TITyOOKHX BeH U T JIETOYHOM apTepun), 4eM
NpPUMEHEHHE JICHAIMJIOMHUA y ManueHToB ¢ MM B cocTtaBe KOMOMHHMPOBAHHOW Tepamuu (CM.
pasnensi 4.5., 4.8.).

VY nauuentoB ¢ MM coyeTaHHOE MPUMEHEHUE JICHAIMIOMUIA U IEKCAaMETa30Ha aCCOLUUPOBAIIOCH C
MOBBIIICHHBIM PUCKOM apTepuaibHbiX TO (rnaBHBIM 0o0pa3zoMmM, UM u wHCYyNbTa). DTOT PUCK OBLI
HUKE TPU JICYCHUH JICHAIMJOMHIIOM B COYETaHWU C MeldaTaHOM U TPETHU30JIOHOM. Puck
aprepuanbHbix TOD Hmwke y mnanmueHtoB ¢ MM Ha ¢doHe MoHOTepanuu, 4Yem Ha ¢oHe
KOMOMHHPOBAHHOMW TEPAIUU C JICHATHIOMHJIOM.

Takum oOpa3oMm, HEOOXOAWMO HAONIOAATh 3a MAIMEHTaMH, HUMEIMUMHU (akTopbl pucka T,
BKJIIOYast ¥ TpoMOO3bl B aHamHe3e. CieayeT mpeanpuHUMaTh Mephbl 0 BO3MOXKHOMY CHUKECHHUIO
BO3JICHCTBUS TaKMX (PaKTOPOB PUCKA KaK KypeHHUe, apTepruaibHas TUICPTECH3HS, THITCPIIATTAICMHSL.
[IporHocTudeckoe 3HAYEHHE TakKe HMEIOT TPOMOOIMOOIMYECKHUE OCIOXKHEHHS B aHaMHeE3se,
COITYTCTBYIOIAs TEpamusi SPUTPOINOITHHOM, 3aMECTHTEIbHAs TOPMOHAJbHAs Tepamus. Takum
o0Opa3om, mpernaparsl, 001a1al0IHe SPUTPOTIOITHUECKON aKTHBHOCTHIO, a TAKXKE IPYTUE MIPENapaThl,
KOTOphIE MOTYT IIOBBIIIATH PHUCK PA3BUTHSA TPOMOO30B (HAmpHMep, TOPMOHO3aMECTUTEIIbHAS
TepaHI/IH) JOJIP)KHBI Ha3HA4YaThLCA C OCTOpO)KHOCTBIO IMalIfMCHTaM C MM, HpI/IHI/IMaIOH_II/IM JICHAJINIOMU
BMeCTe ¢ JiekcaMeTazoHoM. KoHIeHTparus reMoriioOnHa BhIire 12 /11 mpemonaraeT IpeKpanicHue
Teparuu SPUTPOTIOITHHOM.

Bpaun w mnmanmueHThl JOJDKHBI  BHUMATEIbHO  OTCIEXKHBAaTh  KIMHUYECKHE  CHMIITOMBI,
CBUACTENLCTBYIOIME O BOo3MOxkHOW T3. IlanMeHTsl JOMKHBI OBITh MPEAYNPEKACHBI O
HE0OXOIMMOCTH HEMEJUICHHOTO OOpallleHus K Bpauy B Clydyae MOSIBICHUS TaKMX CHUMIITOMOB Kak
OJIbIIIKA, OOJIb B IPYIHON KIIETKE, OTEK BEPXHEH MM HU)KHEH KOHEYHOCTH.

Pexomenayercs mpoduiakTHYecKoe Ha3zHAYE€HHWE MPOTUBOTPOMOOTHYECKOM Tepanuu, OCOOEHHO
NalreHTaM, WMEIOIIUM JIOTIOJIHUTENbHbIE (DaKTOphl pHUCKAa pa3BUTHA TpomOo3a. Pemenue o
MPUMEHEHHH MPOTUBOTPOMOOTHUYECKOW TEPAINUU CIIEAYET MPUHUMATH MOCJE TIATeIbHONH OIEHKU
WH/IMBUIYaTbHBIX (PAaKTOPOB PHCKA.

Ecnu y nanuenTa nosBUInCh CUMITOMBI T, HE0OOXOIUMO MPEKPATUTD JICUCHHUE JICHAIUOMUIOM U
Ha3HAUYUTh CTAHJIAPTHYIO AHTUKOAryJIAHTHYIO Tepanuio. [lociae Toro, kak COCTOSHHE MalMeHTa
CTaOWIN3UPYETCS HAa aHTUKOAryJITHTHOM Tepanuu, 1 cUMOTOMbI TO OyayT ycTpaHeHbl, MO)KHO BHOBb
HAyaTh JICYCHHE JICHATUJAOMHUIOM B TOW K€ /03¢ MPHU OJArOMPUSTHOW OILEHKE COOTHOIICHHS
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

;[aanef/'Imero JICYCHHA JICHAJTUAOMUJOM.

Jlecounasn cunepmensus

VY nanueHToB, NOTyJYaBIINX JICHATHAOMU], COOOIIAIOCH O CIIyYasx JISTOYHOW TUIEPTEH3UH, HHOTAA
CO cMepTeIbHBIM HcxoAoM. [TanneHToB ciaeayer obcieoBaTh Ha MpeIMET MTPU3HAKOB M CHMIITOMOB
CepJCYHO-JIETOYHBIX 3a00JICBaHMI 10 HAYaIa U BO BpEMs TEPAIlUU JICHATUIOMUIIOM.

Heumponenus u mpomboyumonerus

TsokenbIMA — TO30JIMMUTHPYIOIIUMH ~ TOKCHYECKUMHU  SIBIICHUSIMU  JICHAJTUIOMHAA  SIBIISIIOTCA
HEUTpoTieHUsT W TpomOoruToneHus. Pa3BepHyThIi aHaIW3 KPOBHU, BKIIOYAsl OIMpEICICHUE
KOJIMYECTBA JICHKOIMTOB, (DOPMYIIBI KPOBH, KOJIUYECTBA TPOMOOIIUTOB, T€MOTIIO0MHA, TeMAaTOKPHUTA
He00X0IMMO BBIMOJIHATH 0 Hayaia Tepanuu, KaKIyio HeJeo B TeUeHHE TIEPBhIX 8 HEIeb Teparnuu
JEHATUAOMUIOM M, 3aTE€M, €XKEMECAYHO i MOHUTOPHHIAa nutoneHuid. Y mnanueHtoB ¢ MKIJI
MOHUTOPHHT CIEAYET MPOBOAUTH KaKbIe 2 HEEIU BO BpeMs 3 ¥ 4 IUKIIOB T€panuu, a 3aTeM — Iepes
HAYajoM KaXJoro cienymoomero mukina. I'papuk monutopunra mnamuentoB ¢ @JI wmm JIM3 -
eXKEHEICbHO B TEYCHHE MEPBBIX 3 Hemenb | nukiia (28 mHei), kaxabsie 2 Helelau B TeueHue 2-4
[MKIIOB, 3aT€M - B Hadaje KaXJOro CIEIYIOIIero HuKiIa. MoxkeT moTpedoBaThCs IpPEpHIBAHHE
Tepanuu W/Wiu CHUKEHHUE 10361 (CM. pazaen 4.2.).

B cnydae pa3BuTHsS HEUTpPONEHHM IIeJIeCOO0pa3HO Ha3HAYCHHME NpenapartoB ¢akTopa pocTa.
[TanmeHTHl AOMKHBI OBITH MPOMHGOPMHUPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIIATh
JeyalieMy Bpaudy O JI00OM MOBBIIICHHH TEMIIEPATypHI.

[TarieHTaM W BpayaM pPEKOMEHIYETCS OTCICKUBATh NPU3HAKA W CHUMIITOMBI KpPOBOTEUCHHUS,
BKJIOYasi TETEXWH W HOCOBBIE KPOBOTEUYECHHS, OCOOECHHO B CIydasx, KOTJa OJHOBPEMEHHO
MPUMEHSIEMBIE JIEKAPCTBEHHBIE MPETapaThl CIIOCOOHBI MOBBIIIATH CKIIOHHOCTh K KPOBOTEYECHUSIM (CM.
paznen 4.8.).

Crnenyer ¢ OCTOPOXKHOCTBIO Ha3HadyaTh JICHAIMJOMHUJ C JAPYTUMH MUENOAEIPECCUBHBIMU
npernaparamu.

Bnepesvie ()uaZHocmupoeaHHa}z MHOMUCECMBEHHAA MUeioma. nauueHmsl, KOmopbiM noKa3aHa
mparncnjianmayus, nojaydasuiue JICHAUOOMUO 8 KOM6MHGHMM C 60Dm€3OMM6OM U 0eKcamemasOHoM

Hetitponienust 4 crenenu tspkectn HaOmoganack y 2,8 % u 28,7 % mamuentoB B8 KU PETHEMA
GEM2012 u IFM 2009, coorBercTBeHHO. DeOpmiibHas HEUTponeHHs 4 CTENEHH TKECTH
Habmogamach y 0,0% wu 1,1 % mnmammentoB B KU PETHEMA GEM2012 u IFM 2009,
COOTBETCTBEHHO. llamuieHTOB cienyer MpouH(DOPMUPOBATH O HEOOXOAMMOCTH CBOEBPEMEHHO
coobmare 0 (eOPUIBHBIX D3MHU307aX, MOXET MOTPeOOBaTHCA TNPUOCTAHOBKA TEpANUU H/WIH
CHIDKEHHE 70356l (cM. pazaen 4.2.).

TpomOoruronenus: 3 win 4 CTeNeHW TsHKECTH HaOmomanack y 6,3 % u 18,5 % mnamuentoB B KU
PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepesuvie ouaznocmuposannas muodcecmeennas mueioma: nayuermol nocie TI CK ¢ nocieoyrowei
noooeparcusarouell mepanuel 1eHaiuooOMuoom

HP B xone KU CALGB 100104 Bxmrouanu B ceOsi sBJIeHHS, 3a)UKCUPOBAHHBIC TTOCJIC BBEICHHS
Bbicokoi 10361 Mendanana u TI'CK (BJIM/TI'CK), a Takxe sIBICHHS B TIEPUO]I TTOACPKUBAIOIICH
Tepanuu. BTopoii aHanu3 BeISIBUI SIBIICHUS, BO3HUKILIKE MTOCIIE Havajia NOoAAepKUBAIOLIeH Tepanuu.
B KU IFM 2005-02 6sut1 3apukcupoBansl HP Tonbko 3a mepro/ moaaepKUBaoeii Tepanuu.

B o6mewm, HeiTporienus 4 creneHM HaOIOatach C BBICOKOM YacTOTOM Yy IMMAalMEHTOB Ha
MOJICP>KUBAIOLICH Tepanuy JICHAIUJOMUIOM II0 CPaBHEHUIO C Tpymmoi rmanedo B aByx KU,
OIIEHUBAIOIIMX MOJAEP>KUBAIOILYIO TEPAIUIO JICHATUAOMUIOM Yy naneHToB ¢ BJIMM, nocie TI'CK
(32,1 % B cpaBuenuu c 26,7 % [16,1 % B cpaBHenuu c 1,8 % mnociie Havyalla MOAIEPKUBAIOILIEH
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repammu] B KU CALGB 100104 n 164 % B ¢pasnentd ¢ 07945 | RUPTEM | 200507,

cooTrBeTcTBeHHO). HP B BHuzme HelTponeHuH, BO3HHMKaOIUE Ha (OHE Tepanmuu U NMPUBOIAIINE K
MpEeKpalleHUIO TpUeMa JICHaIA0MuUAa, Obuid oTMeueHsl y 2,2 % y mauuentoB B KU CALGB 100104
uy 2,4 % nauentoB B KU IFM 2005-02, coorBercTtBeHHO. PeOpuiibHast HEHTpoIeHHUs! Oblia
3aperucTpUpoBaHa € TAKOM K€ 4YacTOTOM Yy TAIMEHTOB Ha MOAJACPKUBAIOIICH Tepanuu
JICHAJMIOMUJIOM IO CcpaBHeHHMIO ¢ rpynmnoi rranebo (0,4 % B cpaBHenuu ¢ 0,5 % [0,4 % B
cpaBHeHuu ¢ 0,5 % nocne Havana noanepxusaromend repanuu] B KU CALGB 100104 u 0,3 % B
cpaBaenuu ¢ 0 % B KU IFM 2005-02, cootBeTcTBeHHO). [1anineHTOB cieayeT nponH(pOPMUPOBATE O
HEOOXOIMMOCTH CBOEBPEMEHHO c000marh 0 (eOpHIBbHBIX 3MH30/aX, MOXET MOTpeOOBaThCS
MIPUOCTAHOBKA TE€PANUU W/UIIM CHUYKEHUE JT03bI (cM. pasaen 4.2.).

TpomOoruToneHus 3 uin 4 CTENEHN OTMEYAIACh Yallle y MalMeHTOB Ha MOICPKUBAIOIICH TP
JIEHAJIUIOMHJIOM TI0 CPaBHEHHMIO ¢ Tpymiioi miamne6o B KU, koTopbie o1leHNBAIN TOIACPKUBAIOTYIO
Tepanuio JeHanuaomuaoMm y nauveHtoB ¢ BJIMM mnocne TI'CK (37,5 % B cpaBuenuu ¢ 30,3 %
[17,9 % B cpaBHeHuu ¢ 4,1 % nocne Hauana nogaepxusatoniei Tepanuu| 8 KU CALGB 100104 u
13,0% B cpaBuenuu ¢ 2,9 % B KU IFM 2005-02, coorBercTBeHHO). [lanmentamMm u Bpauam
PEKOMEHTyEeTCSl OTCIICKUBATH MPU3HAKK M CUMIITOMBI KPOBOTEUEHUSI, BKIIIOUAsI IETEXUH U HOCOBBIE
KpOBOTEUYEHHS, OCOOCHHO B CIlydasiX, KOIJla OJHOBPEMEHHO MpHUMEHsSeMble JIeKapCTBEHHBIE
IpernapaThl CHOCOOHBI MOBHIIATH CKIIOHHOCTh K KPOBOTEUCHHSIM (cM. pasnen 4.8.).

Bnepesvie ()uaenocmupoeannaﬂ MHOMNCECMBEHHAA Mueioma. nadyueHmsl, KOmopviM He NnoKasaHda
mparncnjiaanmayus, nojaydasuiue JICHAUOOMUO 8 KOM6MHGHMM C 60Dm€30MM60M U 0eKcamemasOHoM

YacTora pa3BUTHS HEUTpPONEHWH 4 CTENEHH TSHKECTH Oblla HIDKE Y MAIMEeHTOB, MOJYYaBIIUX
JieyeHue JCHAIUIOMUIOM B KOMOUHAIK ¢ 6opTezomMuOoM u aekcameTazonoMm (RVd), B cpaBHeHnH
c rpynmnoii neyenust Rd (2,7 % B cpaBaenuu ¢ 5,9 %) B8 KU SWOG S0777. Yactora pa3BuTHUs
(bebpunbHON HEHTponeHNH 4 CTENeHu TskecTu B rpynnax jedeHuss RVd u Rd Ovima oguHakoBoi
(0,0% B cpaBuenuu c¢ 0.4 %). IlaumeHtoB cieayeT NpoUH(DOPMHPOBATH O HEOOXOIUMOCTHU
CBOEBPEMEHHO cO000IaTh 0 (heOPMIIBHBIX AMHU30/1aX, MOKET OTPeOOBATHCS IPUOCTAHOBKA TEPAIUU
W/WJIM CHUYKEHHUE J03bI (CM. pazzaen 4.2.).

YacToTa pa3BUTHs TPOMOOLIUTOIIEHUH 3 WK 4 CTETIEHH TSHKECTH ObLIa BhIIIE B Tpyrie JeueHust RVd
B cpaBHeHuH ¢ rpynnoi Rd (17,2 % B cpaBHenuu ¢ 9,4 %).

Bnepsvie duacnocmuposannas mHoNCeCmMEeHHAs. MUIOMA. NAYUEHMbl, KOMOPbIM_He NoKA3aHd
mpaHcnjianmayus, nojaydasuiue JACHATUOOMUO 8 K0M6unauuu C HUBKUMU 003AMU 0eKCAMEMA30Ha

HefiTponienuto 4 creneHu TSHKECTU peke HAOMIONANH Y MAIMEHTOB, MOJyYaBIIUX JEHAIUOMHUT B
KOMOMHAIIMKM C JeKCaMeTa30HOM, 4YeM Y MalueHTOB B rpymnme cpaBHenus (8,5 % B rpymmax Rd
[HenmpepriBHOE JieueHue] U Rd 18 [1eueHune B Tedenne 18 4-HeAenbHBIX IUKIOB]| MO CPABHEHUIO C
15 % B rpynne, npunumasmux MPT (cMm. pazzen 4.8.). Dnuzonsl hebpunpHOi HeWTponeHuu 4
CTETICHH TSHKECTH BCTPEYANUCh C OJMHAKOBOM YaCTOTOH B TPYIIE JICHATHIOMUJ/IEKCAMETa30H
(0,6 % B rpymnmax naueHTOB, MOJy4YaBIINX JieHanu1oMua/ nekcamerazon Rd u Rd18, mo cpaBHenuto
¢ 0,7 % B rpynne MPT) (cm. pa3nen 4.8.).

TpomOoruTonenus: 3 uau 4 CTENEHU TSHKECTH HAOJI01aIach B MEHBIIEH cTerneHu B rpynmax Rd u
Rd18, yem B rpymnme cpaBHenus (8,1 % B cpaBHeHuu ¢ 11,1 %, COOTBETCTBEHHO).

Bnepesvie ()udZHOCWlUPO@GHHGﬂ MHOMNCECMBEHHAA Mueioma. nadyueHmsl, KOmopviM He NnoKasaHda
mparncnjianmayus, nojaydarouiue JICHAUOOMUO 8 COYCMAHUL C MeJZd)CZJZCZHOM U NPEOHUZONOHOM

[Ipumenenune neHanmumomuga ¢ MendananoMm u npeaauzoigoHoMm B KU y mamumentoB ¢ BAMM
COITPOBOKAATIOCH 00JIee BHICOKOM YacToTON HelTponeHnn 4 creneHu Tsokectu (34,1 % it rpynms
Tepanuu MesdaaaHoM, MPETHU30JI0HOM U JICHATHJIOMHUIOM U 3aTeM JeHanuaoMuaoMm [MPR+R] u
MendaraHoM, MPEeJHU30JI0HOM U JICHAIUIAOMHUAOM U 3areM Imane6o [MPR+p] mo cpaBuenuio ¢
7,8 % B rpynne MPR+p) (cm. paznen 4.8.). Onuzoas! peOpriibHON HEHTpOoneHNH 4 CTETIEHH TSHKECTH
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Habmonanch Heyacto (1,7 % B rpynne MPR+R/MPR+p o c'tgh{{e';nlgl‘c—)lg %"OT‘%JEI:IIEJ\HHE M’t’ﬁ#‘ﬂ)

(cm. paznen 4.8.).

[TpuMeHeHre KOMOWHAIMK JICHATHIOMHUIA ¢ MeliallaHOM U TPEIHNU30JIOHOM Yy TanueHToB ¢ MM
COIPOBOXAANIOCH 00Jiee BBICOKOM 4acToTO TpomOomuToneHuu 3 u 4 crenenu Tspkectu (40,4 % B
rpynne MPR+R/MPR+p no cpaBaenuto ¢ 13,7 % B rpynne MPp+p) (cMm. paznen 4.8.).

Muooicecmeennas mueroma. nayueHmol, NOAVYUSUIUE KAK MUHUMYM OOHY JUHUIO Mepanuu

Puck pa3Butus HEUTpONeHUHU 4 CTENEHU TAKECTU Y NAMEHTOB ¢ MM, MOIyYHBIIMX KAK MUHUMYM
OJIHY JIMHUIO TEPANUHU, IPU OJHOBPEMEHHOM HA3HAYEHMHM JICHAINJOMUJA U JIEKCAMETAa30HA OYEHb
BBICOK (5,1 % B rpyIine marueHToB, MOJIyYaBIINX JICHATHUIOMUI/ IeKCaMeTa30H, OTHOCUTENNBHO 0,6 %
B IpyIIie NAllMEeHTOB, MOJyYaBIIMX I1a1e00/qeKkcaMeTa3on). Dnu3oas! pedpuinbHoil Helitponiennn 4
CTETIEHU TSKECTH peructpupyrorcs Hewacro (0,6 % B rpynme MNalMeHTOB, MOJY4YaBIIMX
JeHATUIOMUJ/IeKcaMeTa3oH, oTHocutenbHo 0,0 % B rpymnme ManuMeHTOB, MOJYYaBIIUX
mianedo/nekcamerazon) (cM. pazzaen 4.8.). Boicokas gactora pa3Butusi TpoMOonuroneHuu 3 u 4
CTETICHH TSHKECTH OTMEYaeTcsl y nanreHToB ¢ MM npu oqHOBPEMEHHOM Ha3HAUYCHUH JICHAIHIOMH/1A
n nekcamerazoHa (9,9% wu 1,4%, COOTBETCTBEHHO, B TPYIIE TMAlMEHTOB, IOJyYaBIINX
JICHAJIMIOMUI/ICKCaMeTa30H, OTHOcUTenbHO 2,3 % u 0,0 % B rpynme HamueHTOB, IMOJyYaBUX
mane6o/nekcameTasoH) (cM. pasnen 4.8.).

Muenoducniacmuyeckue cCunOpoMbl

VYV mnamuentoB ¢ MJIC neyeHue JEHAIMIOMMAOM Yallle BBI3BIBAJIO PA3BUTUE HEHUTPONEHUU U
TPOMOOIMTONIEHUH 3 ¥ 4 CTETICHU TSKECTH 0 CPAaBHEHUIO ¢ Tuianedo (cm. paszaen 4.8.).

Jlumboma uz kiemox MaHmMuiHoU 30Hbl

VY maunuentoB ¢ MKIJI wefitponienuss 3 u 4 crenmeHu pa3BUBaiach daile Ha (OHE JICUCHUs
JICHAJTUAOMHJIOM, Y€M Y TIAIIMEHTOB KOHTPOJBHOM TPyHIbI (CM. pazzen 4.8.).

Donukynapuas JZMMGbOMCZ ujau JZMMGbOMa U3 KNemoxK MapeUHaIbHOl 30Hbl

[IpuMeHeHne neHanua0MH1a B KOMOMHAIINK ¢ pUTyKcuMaboM y nanueHToB ¢ OJI u JIM3 cBs3ano ¢
Oosiee BBICOKOW YacTOTOM pPa3BUTHs HEHTporeHUH 3 Wid 4 CTENEHH TSHKECTH MO CPABHEHUIO C
MalUeHTaMH, TIOJNyYaronMMu 1uianedo/purykcumad. HeBbicokass yactoTa pa3BuTHsl (eOpUITLHOM
HEUTPONEHNN M TPOMOOLUTONCHHH 3 WU 4 CTENEeHH TSDKECTH Ha0MIonanach Kak B TPYIIe
JIEHATUAOMHMI/pUTYKCUMA0, TaK U B TpyIIIe mianedo/purykcumad (cM. pasaen 4.8.).

3abonesanus wumMosUOHOU Jcenesol

Nmerotes coobieHust o ciyyasx TMIOTHpeo3a U runeprupeosa. [lepen Havanom yedeHus ciemyer
OILICHUTH COIYTCTBYIOIIUE 32a00JI€BaHUs, CIOCOOHBIE OKA3bIBATh BIHUSIHUE Ha (DYHKIIMIO IIIUTOBUIHON
xene3bl. PekoMeHIyeTcs MpOBOAMTH OLIEHKY (YHKIIMHM HIMTOBUIHOW >KeNe3bl Iepesi HadajaoM
JICYCHUS U €€ PETyJSIPHBIN KOHTPOIb Ha JOHE MPUMEHEHUs IperapaTa.

Hepugepuueckas neliponamus

Mounekyiia 1eHanua0MHIa CTPYKTYPHO CX0%kKa ¢ MOJIEKYJION TaIMAOMUA, KOTOPBIA U3BECTEH CBOEH
CITOCOOHOCTBIO BBI3BIBATH TSDHKEIYIO Tepr(EepUIecKyro HeponaTuio. TeM He MEHee HE OTMEUYEHO
MOBBIIICHHOW YaCTOTHI pa3BUTHs Niepudeprudeckoii HeliponaTin Ha POHE TUTETEHOTO IPUMEHEHHUS
neHanuaomuna npu JyedeHun BJIMM Ha QoHe seueHUs JICHATUIOMHAOM B KOMOWHAIIMHM C
JIEKCAaMETa30HOM WM Mel(daraHoM U TMPEAHU30JI0OHOM, WU TPU Ha3HAYAaHUU MOHOTEpAIHH
JICHAJIUIOMHJIOM, WU MPU JJIMTETLHOM MPUMEHECHHUH JICHATUAOMUIA.

[IpuMmeHeHHE IEHAMUIOMHIa B KOMOWHAIIMM C BHYTPHUBEHHBIM BBEJCHHEM OopTe3oMuba u
JIEKCAaMETa30HOM Yy TMmamueHToB ¢ MM cBs3aHo c 0Oojiee BBICOKOHW YacTOTOHM pa3BUTHS
nepugepuyeckoi HeliponaTuu. YactoTa pa3BuTHA nepudepuyeckoi HelponaTHu OblIa HUXKE TpU
MMOAKOKHOM TTyTH BBeJCHHS OopTe3omubda. bonee moapodHas nandpopmanus ykazana B pazzene 4.8.
Y MHCTPYKIIUU TI0 MEAUIIMHCKOMY TIPUMEHEHUIO JIEKapCTBEHHOTO Mpernapara s oopre3omuoda.
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Cunopom «ecnviuukuy onyxoau (TFR) u cunopom ausuca onyxo'.mi:l(%i@)‘]': BATEINEHOCTL 0002)

B cBsA3U ¢ BBIpaX)XEHHOW aHTHHEOIUIACTUYECKOW AKTUBHOCTBHIO JICHAIMAOMUAA BO3MOKHO Pa3BUTHE
TLS. Ha done neuenus neHammmomugoM TLS m TFR waGmromamuch 9acTo y TAIMEHTOB C
XPOHUYECKHM JHUM(OIMTAPHBIM JIHKO30M M HEYacTO Yy NaIlMeHToB ¢ JuMpomoit. beum
3aperucTPUPOBaHbI U JeTalbHble UcX0oapl TLS Bo Bpemsi nmpuMeHeHHs JeHaauaomMuaa. Beicokomy
pucky pa3Butus TLS u TFR ocobeHHO 1moaBep:KeHBI MaUEHThI, UMEIOIIHE OOJIBIIYIO OITyXOJIEBYIO
Maccy 0 Hayaua Tepanuu. Y TaKWX IMalMEeHTOB HY)KHO OYEHb OCTOPOXKHO HAYMHATh TEPAINHIO
JICHAJTMIOMHUJIOM. 3a 3TUMH MAIlMEHTaMH JIOJDKHO OBITh OPraHW30BAaHO MOCTOSHHOE HaOIIOAEHUE,
0COOEHHO B TE€UEHHUE MEPBOro UKJIA TEPANNU WU B IPOLIECCE MOBBIIIEHHUS JO3bI Ipenapara, a Takxe
HEOOXOMMO TMpHUMEHEHHE OOMICTIPUHATHIX mnpodunakTuueckux wmep. Ha ¢one nedenus
JICHAJTUAOMHJIOM TTAIMeHTOB ¢ MM B pefKkux cirydasx coo01anoch o pa3Butun TLS, y manueHToB ¢
MJIC pa3Butue TLS He 3apeructpupoBaHo.

Jlumpoma uz k1emox MaHmMuiHoU 30Hbl

PekoMenayercss mocrosisHHOe HaOmogeHHe W KOHTposib 3a cumntomamu TFR. TlammweHts ¢
YCTAHOBJIEHHBIM B XOJ€ JMAarHOCTUKH BBICOKMM MEKIyHAapOJHBIM MPOTHOCTUYECKUM HHIEKCOM
(MIP]) wim ucxomHO TEeHepalM30BaHHOW JmMdoaaeHonaTHe (HamTu4ne, Kak MUHUMYM, OJHOTO
odara JuaMeTpoMm > 7 cM) MOTYT UMeTh puck pa3BuTus TFR. CuaapoM TpaH3UTOPHOTO yCyTyOJIeHUS
KIIMHUYECKUX TMPOSIBIICHUN OIMyXOJMH MOXET MAaCKUpPOBAaTh IPOTPECCUPOBAHKE 3a00JICBaHMUS.
[Tanimentam, y KoTopeix Obul muarHocTupoBan TFR 1 um 2 cremenwm, ObUIM Ha3HAYCHBI
rimokokoptukoctepouabl, HIIBIT u/unu HapkoTHYeCKHe aHANBIeTUKH TSl KyTTMPOBAHUS CUMITTOMOB
TFR. Pemenne o neuenun TFR momkHO Ga3zupoBaThCs HAa WHAMBUIYyAIBHOM IMOAXOJAE K OIICHKE
PE3yJIbTaTOB KIMHUYECKOTO 00CIIeIOBaHMsI ManueHTa (cM. pazaenst 4.2. u 4.8.).

Doanukynapuas JluMd)OMa uiu Jlu/l/ld)OMa U3 K1eMOoK MAp2UHAIbHOU 30Hbl

Pexomenayercss moctossHHOe HaOmoneHHe W KoHTponb 3a cumnromamu TFR. Cunapom
TPAH3UTOPHOTO yCyTryOJeHHs KIMHMYECKMX TPOSIBICHUH OIyXOJIM MOXET MacKUpOBaTh
nporpeccupoBanue 3abosneBanus. [lanuentam, y kotopbix 0b11 quarHoctiupoa TFR 1 u 2 creneny,
ObLTM Ha3HauUeHBI TIOKOKOpTHKOCTepouasl, HIIBII w/unm HapkoTHYEeCKHME aHANBICTUKH IS
kynupoBanuss cumnToMoB TFR. Pemenune o mnedenun TFR pomxHO OGasupoBaTbes Ha
WHAUBUYalIbHOM IOAXOJE K OLIEHKE Pe3yJbTaTOB KIMHUYECKOTO OOC/IeAOBaHMs MaLUEHTa (CM.
paznensl 4.2. n 4.8.).

Pexomenayercs TmarenbHbI KOHTpoib W oreHka TLS. HeoOxomumo mnommep:kaHue ypoOBHS
KHUJKOCTH B OpraHu3Me MalHMeHTOB, npodumaktuyeckoe yeueHue TLS, a taxke mnpoBencHHE
€XKCHEICIbHOTO Pa3BEPHYTOr0 OMOXMMHYECKOTO aHajdu3a KPOBH B TEUEHHE IMEPBOTO IHMKJIA WIH
JI0JIbIIIE B COOTBETCTBUU C KIIMHUYECKUMHU MOKa3aHUsIMU (cM. paznensl 4.2. u 4.8.).

Onyxonesas macca

»  Jlumghoma uz Kiemox MaHMutiHOU 30Hbl

JlenanuaoMus He pEeKOMEHAYETCSl MPUMEHSATh Y MAIMEHTOB € OOJBIION Maccoil OmyXoiu MpH
HAJTMYUHU ATbTEPHATUBHBIX METOJIOB JICUCHUSI.

- Pannss CMEePNHOCMb

B K1 MCL-002 B menoMm BBISIBIEHO 3aMETHOE yBelIM4eHHEe paHHEd (B TedeHue 20 Henenb)
cMepTHOCTH. [[allMeHThI ¢ HCXO0JHO OOIBIIIOI MAaCCOM OMyXOJIH OTHOCSTCS K IPYTIe BEICOKOIO pUCKa
paHHEH CMepTH: B TPYIIIE JICHATWAOMHUAA PaHHAS CMepTh Obula 3aperucTpupoBaHa y 16 uz 81
nanuenTa (20 %), a B KOHTpoabHOU rpynne - y 2 u3 28 mauueHTtoB (7 %). B Teuenue 52 nenens
JIEYEHUS ITH MOKa3aTeIu COCTaBUIIU, COOTBETCTBEHHO, 40 % (ymepinio 32 maruenta u3 81) u 21 %
(ymep:o 6 marueHToB u3 28).

»  Heoxcenamenvhule peaxyuu (HP)
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B K1 MCL-002 tepanus JieHaTuI0MUI0M Obli1a OTMEHEHA Y 1 1@1‘3_" élmg&ﬁgg&%ﬁlf&ngff'M%é‘éﬁ

orryxonu (14 %) Bo Bpems | nukia jiedeHus1, a B KOHTPOJIbHOM rpynme - y 1 naruenta u3 28 (4 %).
OCHOBHOW TIPUYMHOM OTMEHBI JICUCHHS y TAIMEHTOB C OOJIBIIION MAacCOHW OMyXOJH B TPYIIIE
JeHanuIoMuaa Bo BpeMs | rukia 6su10 pazsutue HP y 7 manuentoB u3 11 (64 %).

TakuM 00pa3oM, MaUeHTsl ¢ OOJIBIION Maccoil OMyXOJiau AOKHBI HAXOAUTHCS TOJ MOCTOSHHBIM
HaOmoneHueM st KouTpoiis 3a HP (cm. pasnen 4.8.), Bximrouas cumntombl TFR. Pexomennaruu o
W3MEHEHUIO 03kl mpenaparta npu pa3Butuu TFR mpuBenensl B paszaene 4.2. bonbmias macca
OMYXOJIU ONpEeeNsAeTCA MPU HAIMYUU y TMaIlMeHTa, M0 MEHbIIEH Mepe, OJJHOTO ouara pa3MepoM
> 5 cMm B auameTpe J1u6o 3 ouaroB > 3 cM.

Annepeuveckue peaxyuu 1 maxcenble KONCHble peaxyuu

HwmeroTcs cooOmIeHnsT 0 CIy4asx alIeprHuecKuX peaklui, BKI0Yas aHTHOHEBPOTHUECKUH OTEK,
aHA(DUIAKTHUYECKYIO PEaKLHI0, M TSDKENbIX KOXKHBIX pPeakLusAX, BKIrodas cuHapoMm CTuBeHca-
JIKOHCOHA, TOKCHUECKUH AMUASPMANIbHBIA HEKPOJIU3 U JICKAPCTBEHHYIO PEAKIIMIO C 203UHO(UIHEH
u cucteMHoi cumnromatukoi (DRESS-cuaapom) y manueHToB, IpUHUMAIONTUX JICHATUAOMH (CM.
pazznen 4.8.). Jledamuii Bpau J0KeH TPOMH(POPMUPOBATH MAlMEHTa O CUMIITOMAX 3TUX PEaKUuil 1
IIOPEKOMEHI0BAaTh HEMEIIEHHO 00PATUTHCS 32 MEAMLIMHCKOM IIOMOIIBIO B cilyyae ux pazsurtus. [Ipu
MOSIBICHUM AHTMOHEBPOTHYECKOTO0 OTEKa, aHA(WIAKTUYECKON peakIUH, 3KC(OIMATUBHBIX WU
OyJIe3HBIX BBICBIIIAHMM Ha KOXe€ WMJIM MOJO03PEHMM Ha pa3BUTHE cuHApoMma CtuBeHca-[»KOHCOHa,
WIM TOKCHYECKOTO SIuAepManbHOro Hekponmsa, win DRESS-cunnpoma cienyer HemeniaeHHO
IPEKPaTUTh NPUMEHEHUE JICHATUAOMI/IA, JICUEHUE KOTOPBIM HE ClIeAyeT BO30OHOBIATH U IOCIHE
MCYE3HOBEHHSI KOXKHBIX MposiBIeHUH. HeoO0XoauMocTh mepepbpiBa MM OTMEHBI JICHAIWOMUAA
CJIELyeT pacCMOTPETh B CIy4ac MOSBICHUS APYTHX BUIOB KOJKHBIX PEAaKIMH B 3aBUCUMOCTH OT MX
BBIPRXEHHOCTH. B CBSA3M C TeM, YTO UMEIOTCS Hay4HbIe MyOJIUKAIUN O BO3MOXKHBIX MEPEKPECTHBIX
pEeaKIMIX MEXIy JICHAIMJOMUAOM U TaJIUJIOMUIOM, CIEAyeT ¢ O0CO0OH THIATEIbHOCTHIO
KOHTPOJIMPOBATh COCTOSIHUE MALIMEHTOB, Y KOTOPBIX B aHAMHE3€ €CTh YKAa3aHUs HA aJUIEPTHYECKUE
peaKuuu B IEPUOJ JICYCHHS TATUIOMUAOM. JICHaIuaOMuU HeNb3sl Ha3HAYaTh TallMeHTaM, Y KOTOPBIX
MMEIOTCS B aHAMHE3€ yKa3aHHsI Ha TsDKEJble KOKHbIE PeaklMy Ha (poHe MpUMEHEHHs! TaTuI0MUIA.

Paszsumue nepeuynbix 310KA4eCmMeeHHbix onyxoaei opy2ou sokaruzayuu (IL1O1J1)

B KU ormeuena Gonee Bbicokas yactora Bo3HukHOBeHUs [1O/1J] y manneHToB, paHee moixyyaBIInx
JIeYeHUE JICHAMUIOMUAOM U JekcamerazoHoMm (3,98 na 100 uenoBeko-JeT) MO CPaBHEHUIO C
KoHTposbHOU Tpynmoii (1,38 na 100 yenoseko-ner). Hemnsasusueie [1O/1J] Bximtouanu 6azanuomy u
MJIOCKOKJIETOUHBI pak KoxKu. bonbmias yacte uHBazuBHBIX [IOJJI oTHOcHUIAachk K COJIUIHBIM
OITYXOJISIM.

B KW y nanuentoB ¢ BJIMM, xoTopsiM He Obuta mokazana TI'CK, moiydaBmux JeHAIUIOMH] B
KOMOMHAIMK ¢ Men(agaHoM U MPEeIHU30JI0HOM 0 MPOTPECCHPOBAHUS, HAOIIOJAOCh YBEIHUCHHE
3aboneBaemocTu remarosornueckumu [TOJI (OMJI, MZIC) B 4,9 paza (1,75 na 100 yenoBeko-jeT)
10 CPAaBHEHUIO C MAIMEHTaMU, TOJTy4YaBIIMMH MeJdanaH B KOMOMHAIMH ¢ penHu3oionom (0,36 Ha
100 genoBeko-net). YBenuueHue 3aboneBaemoctu commaabivu [TIOJIJI B 2,12 paza ormeuanoch y
MAlMEeHTOB, TONYy4YaBIMX JeHamuaoMua (9 UUKIOB) B KOMOWMHAIMU C MendasaHoM H
npeanu3ononoM (1,57 wa 100 yenoBeko-JeT) MO CpaBHEHUIO ¢ MesdagaHOM B KOMOHWHAITUU C
npenHn3oiaoHoM (0,74 nva 100 uenoBeko-yer).

VY nanueHToB, Moy4YaBIIuX JICHATUIOMII B KOMOWHAIIUY C IEKCAMETAa30HOM JI0 TIPOTPECCUPOBAHUS
win B TeueHue 18 mecsiies, 3aboneBaemocts rematonorudeckumu [1OJI ve yBennunBanace (0,16
Ha 100 yemoBeko-ieT) o cpaBHeHuto ¢ mpuemoM MPT (0,79 na 100 uenoBeko-ner).

VBennuenue 3aboneBaemoctu comuaabiMu [IOJJI B 1,3 pa3a 3aperucTpupoBaHO y MAIEHTOB,
MOJTyYaBIIUX JICHAIUAOMU/ B KOMOUHAIIMHU C IEKCAMETa30HOM J10 IPOTPECCUPOBAHMS WU B TEUCHHE
18 mecsues (1,58 Ha 100 yenoBeko-neT) o cpaBHeHuto ¢ npuemoM MPT (1,19 na 100 yenoseko-
JIET).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

JIEKCaMETa30HOM, 4YacTtoTa pa3Butus rematonorunueckux I[TOJI cocraBisina 0,00-0,16 wa 100
YeJI0BEKO-JIET, @ yacToTa pa3Butus coauaubix [1OJJI - 0,21-1,04 na 100 yenoBeko-Jer.

[ToBbimieHHBIN puck pa3BuTHs rematoiornyeckux [1OJ] Ha pone mpuema neHanuIOMuUIa aKTyaleH
Takxke 1 s naureHToB ¢ BJIMM nocne TpaHCnaaHTalu CTBOJIOBBIX KJIETOK. XOTs 3TOT PUCK €IIe
HE TOJIHOCTBIO OXAapaKTepU30BaH, €r0 HY>KHO MMETh B BUAY, IPUHUMAs PEIICHHWE O Ha3HAUCHUU
npemnapara JIeHammaoMua JTaHHOM TPyIINe NalyueHTOB.

Yacrora remaronornueckux [TOJI, rmaBasiM obpazom, OMJI, MJIC u B-kierounsix mumdpom
(Brimrouas mumpomy XomkkuHa) coctasisiia 1,31 Ha 100 yenoBeko-JIeT JUTsl TPYIIITBI JICHATUIOMHUIA
u 0,58 na 100 uenomeko-ner mus rpynmsl mianedo (1,02 na 100 yemoBeko-yneT AN TPYIIIBI
neHamuaomuaa nociie TT'CK u 0,60 na 100 yenoBeko-yeT s MAMEHTOB, KOTOPHIE HE MOTyYalIn
nenamuaomun nocine TI'CK). Yacrora passutus conuansix I[TOJJI cocrtaBnsiia 1,36 ma 100
YEJIOBEKO-JIET JUIsl Tpymiibl JeHammaomuaa u 1,05 ma 100 yenmoBeko-neT it rpynimsl mwiame6o (1,26
Ha 100 yenoseko-yer qis rpymimsl JdeHanuaomuaa nocie TI'CK u 0,60 na 100 yenoBeko-ner ist
MalMEeHTOB, KOTOPBIe He Tosrydayn JeHanuaomus nocie TI'CK).

Puck pazsutus remaronornueckux [1OJIJ] cnexyer yuutsiBath nepesl Ha3HAUCHUEM JICHAIUIOMUA
KaK B KOMOMHAIMK ¢ Meli(aTaHoM, TaK 1 HerocpeacTBeHHo nociie npumereHus: BIM/TI'CK. Bpaun
JOJKHBI BHUIMATEIILHO 00CIIeIOBATh MAIUEHTOB C UCIOJIb30BAHUEM CTaHAPTHBIX TUarHOCTUIECKUX
MetonioB Juist BeisiBieHus [1OJ1JI kak mepen Hayajaom Tepanmuy, TaK U B TEUEHHE BCEro MEpHOa
nedenus. JleueHue cieayeT MpOBOAUTE COTIIACHO OOIICTTPUHATHIM PEKOMEHIAIUSM.

[pozcpeccuposarnue 0o OMJI npu MJIC ¢ nuskum u npomexrcymouynvim-1 puckom

=  Kapuomun

Ncxonnble nepeMeHHbIe, BKIII0Yasi COBOKYITHOCTh IUTOT€HETUUECKUX HAPYIICHUH, TPeIONPEeACIIIOT
nporpeccupoBanue 10 OMJI y manueHToB, 3aBUCUMBIX OT TeMOTPaHCPy3Ui U JEMOHCTPUPYIONTUX
nenenuio 5q. B xone komOuHUpoBaHHOTO aHanu3a AByx KU nenanupomuaa y mamuentoB ¢ MJIC
HU3KOTO M TMPOMEXYTOYHOro-1 pucka OBUIO OTMEUEHO, YTO MAlUEHThl CO CJIOKHBIMU
LIUTOT€HETUYECKUMH HapyILICHUSIMH JEMOHCTPUPOBAIIN CaMbIil BBICOKUMN 2-JIE€THUH KyMYJISTUBHBIN
puck nporpeccupoBanus 10 OMIJI (38,6 %). [Iporaosupyemas yactora nporpeccupoanus 1o OMJI
B TEUEHHUE 2 JIET Y MallMEHTOB C M30JIMPOBaHHOM nenenueit 5q cocraBuia 13,8 % mo cpaBHEHMIO C
17,3 % y manueHToB ¢ nenenneit Sq U OJHUM JIOMOJTHUTEIbHBIM [IUTOT€HETUYECKUM HAPYIIICHUEM.

CoOOTBETCTBEHHO, COOTHOILIEHHUE I0JIb3a/PUCK Tepanuu JeHanuaoMuaoM nanueHtoB ¢ MJIC5q B
COYETAHUH C KOMIUIEKCOM UTOT€HETUYECKUX HAPyILIEHUH HEU3BECTHO.

*  Onyxonesviti npomeur P53 (TP53)

Mytanus TP53 BozHukaet y 20 - 25 % nmauuentoB ¢ MJIC5q ¢ HU3KUM pUCKOM U COIPSIKEHA C
BBICOKMM pUCKOM Iporpeccuposanus 10 OMJIL. IIpu perpocnextuBHom ananuze KU nenanunomuna
nmpu MJIC Huszkoro u mnpomexytouHoro-1 pucka (MDS-004) mnporHo3mpyemass YacToTa
nporpeccupoBanus 10 OMJI B teuenue 2 net coctaBisieT 27,5 % y NalUeHTOB C MOJI0KUTEIbHBIM
pesynbratom  UI'X-p53 (1 % ypoBeHb OTCEUKHM CHIIBHOTO SIIEPHOTO OKpAlIMBaHHUS C
UCIOJIb30BAHUEM HMMMYHOTHCTOXMMHUYECKOW OILEHKH Oenka p53 B KadecTBe 3aMEHUTEINS
MyTauuoHHoro craryca TP53) u 3,6 % y maumeHToB ¢ oTpuiarenbHbiM pesynbrarom WMI'X-p53
(p=0,0038) (cMm. pa3nen 4.8.).

[pozcpeccuposarnue 0o Opyaux 3noxavecmeernvix onyxoneu npu MKJI

V¥ nanuentoB ¢ MKJI OMJI, B-KJI€TOUHBIX OMYXOJM W HEMEIAHOMHBIA paKk KOXHU SBISIOTCA
UACHTU(DUIUPOBAHHBIM PUCKOM.

Paszsumue nepeuunbix 310ka4ecmeeHuvix onyxoiei opy2ou sokanuzayuu npu OJI unu JIM3
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OTMEYaloCh NOBbILEHUs pucka passutus [IOJJI B rpymnme jneHanuaoOMuI/pUTyKCHUMad 110
CpaBHEHHIO ¢ rpymmoi mianedo/purykcumad. ['emaronorudeckue [1OIJI OMIJI Boznukau B 0,25
ciyuaeB Ha 100 yenmoBeko-yieT B rpymnne JeHanugoMua/putykcumad u B 0,48 ciydaeB na 100
YeJI0OBEKO-JIET B TPYIIE MalUeHTOB, MOTyYaBIIUX IUanedo/putykcumad. YacTora BOZHUKHOBEHUS
rematosiornueckux u conuansix [IOJJI (3a uckioueHreM HeMEITaHOMHOTO paka KOXH) COCTaBuiIa
0,74 cnyuyaeB Ha 100 yemoBeko-jeT B Tpynne JeHaauaoMua/putykcumad u 1,97 cmydaes Ha 100
YeNOBEKO-JIET B TpPYIINE MAlHEeHTOB, MOJNYyYaBIINX IUIAle00/pUTyKCMMald, TpU MeauaHe
JUTMTEIBHOCTH Tiepuoja Habmonenuit 29,8 mecsmeB (nuama3on - ot 0,5 mo 51,3 wmecsma).
HemenaHoMHBI  pak  KOXH  SBISETCS  UIACHTHQUIMPOBAHHBIM PUCKOM H  BKJIIOYACT
TIJIOCKOKJIETOYHBIN paK ¥ 0a3aIbHOKIECTOYHBIN paK KOXKH.

Bpauam crnenyer npoBoauTh MoHuTOpuHr passutusa IIOJJI y nanmentos. Ilpu paccmorpenuu
BOIIPOCA O TEPAINUU JICHATUAOMHUIOM CIELYeT YYHUThIBaTh KaK MOTCHLUAIbHBIC IPEHMYILECTBA
JIEHATUAOMU/IA, TaK U pUCK Bo3HUKHOBeHUs [1O1JI.

Hapywenus co cmoponsl neuenu

[leueHOouHasT HENOCTATOYHOCTh, BKJIOYAs CIy4aW CO CMEPTEIbHBIM HCXOJIOM, Oblia
3aperucTPUpPOBaHA y MAIIMEHTOB, TOJYYaBIINX JICHATHIOMU B paMKaX KOMOMHUPOBAHHOMN TEPAITHHU:
OoCTpasi TE€YEHOYHAs HEIOCTaTOYHOCTh, TOKCHYECKHH TEeMaTUT, IUTOJUTUYECKUN TEeNaTur,
XOJIECTaTUYECKUM TelaTUT M CMEIIAHHBIH LUTOIUTHKO/X0JECTaTUUECKUI remaTuT. MeXaHHu3MBbI
TSHKEJION JIEKApCTBEHHOM TeNaTOTOKCUYHOCTH OCTAIOTCS HEM3BECTHBIMU, XOTSI B HEKOTOPBIX CITydasx
MpenblayIiee BUPYCHOE 3a00lieBaHUE TIEUEHHU, HMCXOJHOE TOBBIIICHHE AKTUBHOCTH (DEPMEHTOB
TIEYEHU U, BO3MOXHO, JICYCHHE aHTHOMOTUKAMHU MOTYT OBITh (DaKTOpaMH pUCKa.

YacTto perucTpupoBaiuCh (PYHKUMOHAIbHbIE OTKJIOHEHHS ME€UYE€HH, HO OOBIYHO OHHM OBLIH
O0ecCUMIITOMHBIMU W OOpaTMMbIMU TOCNie TpeKpaiieHus Tepanuu. [locie BoccTaHOBIEHUS
nokKaszaTesiei 0 UCXOIHOTO YPOBHS TEPANUIO0 MOXKHO BO30OHOBUTH B 00Jiee HU3KOI J103€.

JlenanmpoMu BBIBOAMTCA NOYKaMU. BakHO CKOPPEKTHpPOBaTh O3y Ipenapara y MHalUeHTOB C
MOYEUHOW HEIOCTaTOYHOCTBIO, YTOOBI M30€XaThb MOCTIKEHHS B IUIa3Me€ KPOBU KOHIIEHTPAIUH,
KOTOpBIE MOTYT IIOBBICUTH PHUCK pa3BUTHS remaronormdeckux HP wmiam renmaroTokcMYHOCTH.
PexomeHyeTcsi KOHTPOIUPOBaTh (YHKIMIO MEYEHH, OCOOCHHO MPH HAJTUYUU COIYTCTBYIOIIETO
BUPYCHOTO 3a0o0JieBaHMs TEYCHM WM yKa3aHMs Ha HEro B aHaMHe3e, WIM NpPU HTPUMEHEHHUHU
JICHAJIMIOMH/IA B KOMOMHAIIMY C TIpenapaTaMy, BbI3BIBAIOIIMMU HapyleHHe (PyHKIIUN TICUCHH.

Undexuus ¢ neumponernuen uiu 6e3 maxosou

[MarmenTst ¢ MM moBEp:KEHBI Pa3BUTHIO WH(EKIMIA, BKIIOYas MHEBMOHHIO. boyiee BBICOKHIA
ypoBeHb HHGUIIMPOBaHUS HaOmogancs y manueHToB ¢ BJIMM, koTopelM HeE IOKa3aHa
TpaHCIUIAaHTAIMs, HA (POHE JICUYCHUs JICHATHIOMHUIOM B KOMOWHAIIMH C JIEKCAMETa30HOM, YeM Ha
¢bone neuenmss MPT, um y mamumentoB ¢ BJIMM mnocne TI'CK, KOTOpeIM mpOBOAMIH
MOJICP>KUBAIOIIYIO TEPAIHI0 JICHAIUIOMHIIOM B cpaBHeHHH C riane6o. Mudekmuu > 3 creneHu
TSOKECTH Pa3BUBAINCh B YCJIOBHUSAX HEUTPONEHUM MEHEE 4Ye€M y OJHOM TpEeTH MNalueHTOB. 3a
MarMeHTaMl C W3BECTHBIMH (haKTopamMu pHCcKa HHPUIHMPOBAHWS HEOOXOIUMO TIIATEIHHO
Habmonate. BeceM mannenTaM pekoMeHayeTcsl He3aMeUINTEIbHO 00paTUTHCS K Bpady MpH MEepBbIX
npu3Hakax nHOEKIuH (HampuMep, Kanelb, TUX0paika u T. I.), 4TO MO3BOJISIET IPU PAHHEM JICUCHUH
CHU3HTH CTENEHb TAKECTH.

Peaxmusayus supycuoti MHQbQKL{MM

Coo0mmanoch o cirydasix BUPYCHON peaKTHBAIlMU y TAIIMEHTOB Ha (JOHE Teparuu JICHATUIOMHIIOM,
BKJIIOYAsl CEPbE3HBIE ClIyyal pEeakTHBALIMM BHpyca omoschkiBarouero yumas (Herpes zoster) mnm
renatuta B (HBV).

B HeKOTOpBIX cityyasx peakTUBAIlUM BUPYCHOW MH(EKIMH HAaOII0AaICs JeTalbHbII UCXO/.
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Pa3BUTHIO BUPYCHOTO MEHUHTHTA MM BUPYCHOTO TIOPAXKEHUS TJ1a3, KOTOpbIE TPeOOBaIN BPEMEHHOM
IIPUOCTAHOBKM TEpalMM JICHAIUAOMUIOM WIA TIOJHOIO €€ NPEKPAlleHUsl, W Ha3HA4YCHHUS
COOTBETCTBYIOILIECH IPOTUBOBUPYCHOM TEpAIIUU.

O peakTuBaluu BHpyca renatuta B y ManuveHTOB, MOJy4YaBIIMX TEPANUIO JICHATMIOMHUAOM H
NepeHeCIInX paHee renaTut B, coobmanock peako. Y HEKOTOPBIX M3 3TUX MAIUCHTOB PEeaKTUBAIHS
BHpyCa IpUBEJIAa K Pa3BUTUIO OCTPOM IEYEHOYHOW HENOCTATOYHOCTH, MPEKPALICHUIO TEpauU
JEHAINJOMHUJIOM M HAa3HAUYEHUIO IPOTUBOBUPYCHBIX IpemnapaToB. Jlo Hauama JedeHHs
JICHAJIUAOMHJIOM BCEM IAlIMEHTaM CJeayeT NMPOBECTHU TECT HAa Hanuuyue BUpyca renatuta B. [Ipu
IIOJIyYEHUHU TIOJIOKHUTEIBHOTO pE3yJibTaTa PEKOMEHIyeTcs KOHCyJbTalMs remarosiora. Criemyer
cOOJII0AaTh OCTOPOXKHOCTD MPH JICYCHUH JIEHATUIOMUIOM nanueHToB ¢ HBV B anamuese, Bkitouas
U TeX, y KOTOPBIX pe3yJbTaThl TecTa Ha aHTuTena K sjaepHomy antureny HBV (HBc)
MOJIOKUTEIBHBIE IPU OTPULIATEILHOM pe3yibTaTe Ha HBSAg. DTu manueHTsl J0KHBI HAXOAUThCA
MOJl TIOCTOSHHBIM HAOJIIOJICHHEM JJISi CBOCBPEMEHHOTO BBISBICHHUS CHUMIITOMOB aKTHBAIMU
nHpexnun HBV Ha mpoTskeHnn Bcero Kypcea JIeUeHUsI.

Ilpozepeccupyrowas MWmeuquKa]ZbHaﬂ ﬂeﬁkoaHued)aﬂonamuﬂ

Coo0manoch 0 Ciry4asx pa3BUTHS MPOTPECCUPYIONICH MYyJIbTH(POKATHHOW JICHKOIHIIE(hATOMaTHH
(IIMJI) y manueHToB, MPUHUMABUIMX JICHAJTUAOMHUJI, BKIIOYAs CIy4au C JIETAIbHBIM HCXOIOM.
Cornacuao coob6menusim [IMJI pazBuBanach B mepuo OT HECKOJIBKUX MECSIIEB O HECKOIbKHUX JIET
II0CJIE Hayajla JCYCHUA JICHAJIUAOMHUIOM. B ocnosHOM COOGH.IEUIOCI: 0 ClIydadx y IHaluCHTOB,
MOJIy4aBIIUX COMYTCTBYIOIIEE JICUCHUE AEKCAaMETa30HOM, WM paHee MPOIIeIIINX XUMHOTEPAIHIO
JPYTUM HMMYHOJEIIPECCUBHBIM IIpenapaToM. Bpauam ciieryeT peryisipHO IPOBOAUTL MEIULIMHCKUI
ocMOTp nanueHToB. [Ipu cocraBinenuu nuddepeHuanbHOro JMarto3a y naluueHTOB ¢ HOBBIMH WIIN
MporpeCcCupyromumnu HCBPOJIOTHYCCKUMUA CUMIITOMaMHU, IMpU3HAKaMH1 KOT'HUTHUBHBIX n
MOBEJICHYCCKUX HAPYIICHHUH, HEOOXOIUMO YYUTHIBAaTh BO3MOKHOCTEH pazButus [IMJI. IlamuenTos
CJICAYCT NpCAYyIpPCaAUTbL O TOM, YTO UM CTOUT COO6H_II/ITB CBOUM 6JII/I3KI/IM " JuaM, yXaKuBaromnuMn
3a HUMH, O JICUEHUH, IOCKOJIbKY OHM MOTYT 3aMETUTh CUMIITOMbI, O KOTOPBIX MAIlEHT HE 3HAET.

Huarnoctuka [IMJI momkHa BKIIIOYaTh HEBPOJOTHYECKOE 00CIe0BaHME, TPOBEICHIUE MAarHUTHO-
pe30HaHCHON ToMorpaduu TOJIOBHOTO MO3Ta U aHajlu3 CIIMHHOMO3TOBOW UAKOCTH Ha HAJIUYHe
JUHK Bupyca Jl>xona Kanannrema (Bupyca JC) ¢ momMonipo MeToia HoJIMMEpa3HoOi LEMHON peakiuu
(ITIIP). B kauvectBe anbTepHaTuBbl [II[P-mccnenmoBannio MoXeT OBITH TPOBEICHA OHOIICHS
rOJI0OBHOTO Mo3ra Juis onpeaeneHus supyca JC. Orpunarensuelil pezynsrar [TIP-uccnenopanus na
Bupyc JC He uckmouaeT pazputue [IMJI. Heobxoammo oGecnednTs TOTOJHUTEIFHOE HAOMIOACHUE
3a MalKMEHTOM M IMPOBECTU JOINOJHUTEIbHBIE MCCIIEJOBAHMS, €CIM AJbTEPHATUBHBIN AMArHO3 HE
MOJKET OBITh YCTAHOBJIEH.

[Tpu Hamuunu mono3penus Ha pa3sutue [IMJI nanpHEWIIMN preM JEHATHIOMUIA JOJKCH OBITH
MIPUOCTAHOBJICH JI0 TeX Mop, nmoka auarHo3 [IMJI He Oyzaet uckimoueH. B cimydae moaTBepkaeHus
nuarno3a [IMJI mprem neHanmuaoMu/a T0KEH ObBITh OKOHYATENFHO MPEKPAIleH.

Hayuenmot ¢ BIIMM

Bosiee BbICOKHIT ypOBEHb HEMEPEHOCHMOCTH KOMOMHHUPOBAHHOHM Tepanuu JieHanuaomuaom (HP 3
unu 4 crerneHu, cepbe3nbie HP, nmpekpaienue neueHus) oTMevaicsl y alueHToB cTapiie 75 JeT, C
III cranueit cornmacHo MexXayHapoaHOU cucteme cragupoBanus (ISS), ¢ cymmoii OanioB mo mikanie
ECOG > 2 umu KK < 60 mu/muH. Tlepen HazHaueHHEM JICHATUIOMH/Ia B KOMOMHAIIUN C APYTHMH
IpernapaTamMy Hy’HO TIIATEIbHO OLEHUTHh BO3MOXKHYIO IIEPEHOCUMOCTh 3TOM TEPAIluy y MallUEHTOB
¢ yuetom ux Bo3pacta, III craguu ISS, ECOG > 2 unu KK < 60 mn/mun (cMm. pazaen 4.2. u 4.8.).

Kamapaxma

28



ot 23.10.2025 N° 26580

. . (o B HOCTE 0002
C OoJiee BBICOKOHM YacTOTOM KaTapakTa OTMEYaslach|y HaHI/IeETOB:-Illl:'d;lIV‘?E'IBM I'ﬂ_elHanEz[' MU B

COOTBETCTBYET ZKCNEPTHOMY OTUETY

KOMOMHAIMH C JeKCAMETa30HOM, 0OCOOECHHO MPH ATUTEIBHON Tepanuu. PekoMeHayeTcst peryisipHbIid
KOHTpPOJIb 3pEHHUS.

BcrnioMorarennbHEBIC BEIIECTBA

Jlakmoza (8ce 0o3upoesku)

JIaHHBINM JIEKapCTBEHHBIN Mpenapar He CIeAyeT NPUHUMATh MAalMEHTaM C PEAKO BCTPEUYAOIIECHCs
HACJIEICTBEHHOW HENEPEHOCUMOCTBIO TaJIaKTO3bl, JIAKTa3HOW HEAOCTAaTOYHOCTBIO HIIM TJIHOKO30-
raJlakTO3HON MallbaOCOpOIIHEH.

Azokpacumenu (moavko 05 0o3uposku 10 me)
Kpacutens conmuneunsiit 3akat FCF (E 110) («comueunstit 3akat xentoiit» (E 110)) MoxeT BbI3bIBATH

aJJIepru4ecKre peakiuu.

4.5. BzaumogeiictTBue ¢ JPYrHMH JIeKADCTBEHHBIMH IIpeniapaTamMM W Jpyrue BH/AbI
B3aMMOJAEHCTBHUSA

3DI/ITDOH03TI/I‘IGCKH€ JICKAaPCTBCHHLBIC CPEACTBA

DpUTPOIIOITHUECKUE JICKAPCTBEHHBIE CPEJCTBA, a TaKKe JPYrHe CpPEIACTBa, KOTOPHIE MOTYT
MOBBIIIATH PUCK TPOMOO03a, HaIIpUMeEp, IPenapaThl 1l TOPMOHO3aMECTUTENBHON Teparnuu, ciaenyeT
MPUMEHSTH C OCTOPOKHOCTBIO Y TAMeHTOB ¢ MM, MPHHUMAIOIINX JICHATHAOMHI B KOMOMHAITUH C
nexcameTa3zoHoM (cMm. paszaen 4.4. u 4.8.).

IlepopanpHble KOHTPAICHTUBEI

He npoBoauioch HccneaoBaHHs — JIEKAPCTBEHHOIO — B3aUMOJEHCTBUS € NEPOPATBHBIMU
KOHTpalenTuBamMu. JIeHamuaoMua He siBIseTcsl HHAYKTOpoM (pepMeHTOB. B nccienoBanuu in vitro
Ha TeNaToIMTax 4YeliOBeKa JICHATWJAOMHJ B pPA3IUYHBIX KOHLIEHTPAIUSAX HE WHIYLHPOBAI
mzopepmentsl CYPIA2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Ilostomy Ha ¢oHe
MOHOTEpANMM JICHAIUJOMUJIOM HE IMIpearoyiaracTcd WHIAYKIUW, TPUBOIALIEH K CHM)KEHHIO
3G (GEKTUBHOCTH MpPENapaToB, B T. Y. TOPMOHAIBHBIX KOHTpaunenTHBOB. OJHAKO IEKCaMeTa3OH,
ABIISISICH CIIA0BIM/YMEpEeHHBIM HHIYKTOpoM n3odepmenta CYP3 A4, BeposiTHO, BAMSIET U HA JApyrue
(bepMeHTHI, a Takke TpaHcnopTepsl. Henb3st HCKII0UNTh BO3MOKHOCTh CHUXKEHHUA 3(PPeKTHBHOCTH
NepopabHBIX KOHTPALENITUBOB Ha oHe Tepanun. [loaTomy cienyer npeanpuHuMars 3¢ HeKTUBHbIC
MepHI IPeI0OXpaHeHUs OT OepeMeHHOCTH (CM. pasjensl 4.4. u 4.6.).

Bapdapun

He ormedeno BnusiHUS JeHamaomuaa B Ao03e 10 Mr, OpUHHUMAeMOro MHOTOKPAaTHO, Ha
dapmakokuHeTHYeckre mapaMeTpel R- u  S-BapdapuHa npu e€ro OJHOKPAaTHOM IIpUEME.
OnHOBpEMEHHOE OJTHOKpAaTHOE MPUMEHEHNE Bap(aprHa B 103€ 25 MI' ¢ JICHAJTMIOMUIOM HE BIIHSIIO
Ha (apMaKkOKMHETHKY mocienHero. OIHAKO, HEU3BECTHO, MMEETCS JHM B3aUMOJCHCTBUE NpHU
KJIMHUYECKOM ITPUMEHEHUH (COIyTCTBYIONIAs TEPAIHS C IeKCaMeTa30HOM). JlekcaMeTa30H SBIIeTCs
clIaObIM/YMEPEHHBIM HHAYKTOPOM (EpMEHTOB, M €ro BIHMSHHE Ha BappapuH HEU3BECTHO.
Pexomenmyercst TIIaTeNbHBIH KOHTPOJb KOHIGHTpAlMy BaphapuHa BO BpeMs TEpamuu
JICHAJIMIOMUIOM.

2 lI/IFOKCI/IH

OnHOBpeMEHHOE Ha3Ha4yeHUE JieHanuaAoMHuAa B 1o3e 10 Mr/cyT yBenMYMBAlO IUIA3MEHHYIO
skcno3unuio nurokcuna (0,5 mr, ogHokpaTHO) Ha 14 % c goBeputenbHbIM nHTEpBasioM (M) 90 %
[0,52 %—28,2 %)]. HeusBectHo, Oyaer au 3TOT 3PPEKT MHBIM B KIMHUYECKOH cuTyanuu (Ooiee
BBICOKHE J103bl JICHAJIMJIOMHUJA U COMYTCTBYIOIIas Tepanus aekcamera3oHoM). Ilostomy Ha ¢one
JIeUEHHsI JICHATUIOMHIOM PEKOMEH/IyEeTCsl MOHUTOPHPOBATH KOHLIEHTPALIUIO TUTOKCHHA.

29



COOTEBETCTEYET 3KI(
ot 23.10.2025 N= 26580

(NOCMEAOBATENBHOCTS 0002)

CraTtuibl

CymiecTByeT MOBBIIICHHBIM PUCK PabJOMHOIN3A B CIy4yae COBMECTHOTO NMPUMEHEHUS! CTaTUHOB U
JCHAINAOMHIA, YTO MOXKET OOBACHATHCS CYMMHPOBAHHEM JEHCTBUS OSTHX IPENapaToB.
Heo6xonumo TiaTensHoe KITMHUYECKOE U JabopaTopHoe HabIr0ieHue, 0COOEHHO B TIEpBBIC HEJENIN
JICYCHUSI.

ﬂeKcaMeTamH

OHOBpEeMEHHBIN OTHOKPATHBIN HIJIM MHOTOKPATHBIN ITpueM JiekcameTazoHa (40 Mr oJiuH pa3 B JICHb)
HE OKa3bIBaeT KIMHMYECKH 3HAYMMOro 3¢ddexra Ha (papMaKOKMHETHKY JCHATUAOMHIA MPU €ro
MHOTOKPAaTHOM MPHUEME B J103€ 25 MI' OIUH pa3 B JICHb.

BsaumoneiictBue ¢ uarnburopamu P-rimmkonporensa (P-gp)

Jlenamuaomun in vitro siasiercs cyocrparom P-gp, HO He mHrubutopom P-gp. OmHOBpeMeHHOE
MHOT'OKpaTHOE PUMEHEHUE CHIIbHOTo nHruouTopa P-gp, xunuauna (600 Mr aBa pasa B JeHb), WIN
yMepeHHoro uHTHOUTOpa P-gp/cybcTpaTa, Temcuponumyca (25 Mr), He OKa3bIBJIO KIMHUYECKU
3HaYMMOro d3(Qdexkra Ha ¢PapMaKOKUHETHUKY JeHanmuaoMuaa (25 mr/aens). dapMakoKWHETHKA
TEMCUPOJINMYCa HE U3MEHSUIACh TPU COBMECTHOM MPUMEHEHUU C JICHATHIOMHIOM.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMSA

VYyutbiBas HalMM4yuMe TEPATOTEHHOro TMOTEHIMajla MPUMEHEHHE JICHAJUAOMHUAA  JIOJKHO
OCYLIECTBJIATECA B CTPOrOM COOTBETCTBUM C IIporpamMmoil KOHTPOJIUPYEMOIO0 MEAUIUHCKOIO
npuMeHeHus mpernapata JleHamumomun (cMm. pazgen 4.4.), 3a UCKIIOYEHUEM TeX CIIydyaeB, Korja
OTCYTCTBUC PCHPOAYKTHBHOI'O IMOTCHIMAJIA Y MAIIMCHTKHU HAACKHO MOATBCPIKACHO.

JKeHIIUHEI ¢ JIETOPOIHBIM ITOTSHITUAIOM (KOHTDaHCHHI/IH JJIA MYKYMH U )KGHHII/IH)

JKenmunHam ¢ coxpaHeHHBIM PENpPOTyKTUBHBIM IMOTEHIIMAIOM CJIEAYET UCIOIb30BaTh Y PEKTUBHbIC
MeToJ1bl KoHTpauenuuu. Eciu nanuentka 3abepeMeHnena, npuMeHeHUe JeHATUIOMUA JOJIKHO ObITh
MPEKpaIleHo, MAIMEeHTKy HEeOOXOAMMO HANpaBHTh HA KOHCYJBTAlMIO K Bpady-TEpaTOJIOTy IS
OCMOTpa U KJIMHHMYECKUX peKoMeHanuil. B ciyyae OepeMEHHOCTH >KEHILIUHBI, SBISIOIIEHCS
CEKCYaJIbHBIM ITAPTHEPOM NALMEHTA, [TOJIY4AIOIIEro JEHAINIOMHU/I, €€ TAKXKE HAIPABJISIOT K Bpady-
TEpaTOJIOTY ISl OCMOTpPA M KIIMHUYECKUX PEKOMEHIALINM.

JleHannaoMHuT CONEPIKUTCS B CEMEHHOM JKUIKOCTU IMAlMEHTOB B IEPUOJ JIEUYEHUS B INPEAEIHHO
HU3KHUX KOHLEHTPALMIX U HE ONpeAeIseTcs y 30pOBbIX MY>KUMH uepe3 3 Hs Mocie NPeKpalieHus
IIpUMEHEHMs TIpemnapaTta (cM. pasgen 5.2.). B kadecTBe Mepbl NMPENOCTOPOKHOCTH, YUUTHIBAS
BO3MOKHOE CHI)KEHUE CKOPOCTH BBIBEICHHUS ITpeNapara y MalueHTOB 0COObIX Py, HAIpUMeEp, IpU
HapyleHNH (PYHKIUH [TOYEK, BCE MY>KUMHBI, TPHHUMAIOIINE JICHATUIOMU, JOKHBI MTOJIB30BaThCs
Ipe3epBaTUBAMU B TEUEHHUE BCErO Kypca JICYEeHHUs, BO BpeMs IepepbiBa B JICYEHUU M B Te€4eHue 1
HE/IEeIH TI0CHIe MPEKPALICHUs JICYEHUSI B TOM CIIydae, €Clid CEKCyaJbHBIH mapTHep — OepeMeHHas
KEHIIMHA WIN JKEHIIMHA C COXPAaHEHHBIM DPENPOAYKTHBHBIM IHOTEHIMAJIOM, HE HCIOJIb3YIOIas
KOHTpALETLIHIO.

bepemeHHOCTH

JleHanuaoMua — CTPYKTYPHBIM aHAJIOr TAIMAOMUAA, KOTOPBIN SBIISICTCS U3BECTHBIM TEPATOICHOM.
M3BecTHO, YTO mpHeM TaauaoMHuaa OEpeMEHHBIMH JKCHIIMHAMU  BBI3BIBACT  TSXKEIbIE
KU3HEYT'POKAIOIIKE BPOKICHHBIC HAPYILIECHU Y TUIOJA.

HccnenoBanne BAMSHUS JICHAIWIOMHAA Ha SMOpHOQETanbHOE pPa3BUTHE IPOBOJMIOCH HA
o0e3psiHaX, KOTOPHIM BBOAWIM mpemapar B jgo3ax or 0,5 mo 4 mr/kr/cyTr. PesynpraTtsl 3TOTrO
UCCIICIOBAaHMSI TIOKA3aJlM, YTO JICHAJMJOMHJ BBI3BIBAI pa3BUTHE BHEIIHUX Je(eKToB, B T. 4.
3apalleHue aHaJbHOTO OTBEPCTHS W HApyIICHWE pa3BUTHS BEPXHUX M HIDKHUX KOHEYHOCTEU
(M30THYTHIE, YKOPOUYCHHBIC, 1e(OPMUPOBAHHBIC, HEJJOPA3BUTHIC W/MIIM YaCTUYHO OTCYTCTBYIOIIHE
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MOJIyyalld Ipernapar BO BpeMs OepeMEeHHOCTH. Takke Yy EIUHHYHBIX IUIOJOB HAOII0aoch
MOBPEX/ICHHE BHYTPEHHHX OPraHOB (M3MCHEHHWE IBETa, KPAcHBIC OYard B Pa3JIMYHBIX OpraHax,
HeOoublIast OECIBETHAs Macca BbIIIE aTPUOBEHTPHUKYJISIPHOTO KIaraHa, YMEHBIICHHBIN KEeTIHBINA
y3bIpb, NeopmMupoBaHHas auadparma).

DKcrepuMeHTAIIbHEBIE HCCIIEI0BAHMS JICHATUAOMUA Ha 00€3bsHAX MMOKA3alId PEe3yIbTaThl, CXOIHBIE
C OMMCAHHBIMH paHee I TATUIOMHUIA.

BcenenctBue oxugaemMoro TeparoreHHoro dddexra reHanIuaoMuIa ero IprueM MPOTUBONIOKAa3aH BO
BpeMst OepeMeHHOCTH, (CM. pa3aen 4.3.).

JlakTaius

HCI/IBBGCTHO, MOCTYNacT JIM JICHAIMAOMU/] B I'PyAHOC MOJIOKO. B cBsa3m ¢ OTUM, B IICPUOJ JICUCHUA
JICHAIMIOMHUIOM I'pyAHOC BCKApMJIMBAHUC OOJIZKHO OBITH MMpCKpamcCHo.

DepTUILHOCTD

PesynbpTatel HccienoBaHUS PENPOAYKTHBHOW (DYHKIIMH, KOTOpPOE MPOBOJWIM Ha KphICax C
MPUMEHEHHEM JICHAMIOMHUIa B J03ax J0 S00 Mr/kr (3TH 103kl MPEBBIMATH MPUOIU3UTEIHLHO B
200-500 pa3 TeparneBTHYECKHUE 10361 1JIsl yeaoBeKa, 25 Mr u 10 Mr, COOTBETCTBEHHO, B IEpecyYeTe Ha
IUIONIAb TOBEPXHOCTH TeJla), HE MPOJCMOHCTPUPOBAIN HAPyHICHUS (QEPTUIBHOCTH WM
TOKCUYHOCTH JIJISl OPTaHHU3Ma POJTUTEICH.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBLIMH CpeACcTBAaMM M PpadoTaTh C
MeXaHN3MaMu

JleHanuomMuJ OKa3blBaeT HE3HAYMTEIbHOE WM YMEPEHHOE BO3JEHCTBUE HAa CIIOCOOHOCTH
YIPaBJIATh TPAHCIIOPTHBIMU CPEACTBAMH U Pa0OTATh C MOTEHIMATBHO ONACHBIMUA MeXaHH3MaMH. Bo
BpeMs JICUEHUS JICHATUIOMHUIOM OTMEUYAIUCh C1a00CTh, TOJIOBOKPYKEHHE, COHIIMBOCTh, BEPTUTO U
HEYETKOCTb 3peHus. B cBs3M ¢ 3TUM cileyeT MposBIATh 0COOYI0 OCTOPOKHOCTD MPU YIPABICHUU
TPAHCHOPTHBIMH CPEJICTBAMU U pabOTe ¢ MEXaHU3MaMHU.

4.8. He:xxennaTesbHbIE peakIuu

Pesrome mpoduiist 6e3onacHOCTH

Bnepevie OuacnocmuposanHas MHOJNCECMBEHHA MUELIOMA. NAYUEHMbl, KOMOPbIM HOKA3AHA
MPAHCNAAHMAYUSL, NOJYYABUIUE JIeHATUOOMUO 8 KOMOUHAYUU C OOPME3OMUOOM U OeKCAMEMAZ0HOM

B 1Byx KIMHMYECKHX HCCenoBaHUSX cephesnbie HP, koTopeie Habmoganucey yame (> 5 %) npu
npueMe JICHAIUIOMHUIa B KOMOWHAIIUK ¢ O0pTE30MHOOM U ACKCAMETa30HOM, OBLIIN CIICIYIOIIUMH:

- mHeBMOHUA (5,9 %).

Crnenyromme HP permcrpupoBanuch dyamie y MalMEHTOB, NPUHUMABIIUX JICHATHIOMHIl B
KOMOMHAIIMK C TOJKOXHBIM BBEJIEeHHEM OopTe3omuba M JeKcaMeTa3oHOM: mepudepudeckast
Herponatus (35,2 %), neiitponenus (31,9 %), tpomboumTonenus (25,3 %).

Cnenyroumue HP perucrtpupoBanuch daiie y TalMeHTOB, NPUHUMABIINAX JICHATUAOMHU] B
KOMOWHAIIMK C BHYTPUBEHHBIM BBEJECHHEM OOpTe30MHOa M JCKCaMeTa30HOM: mepudepuueckas
uerponarus (54,8 %), mamdonenus (52,2 %).

Bnepevie ouacnocmuposannas mnoscecmeennas muenoma. nayuenmol nocie TI' CK ¢ nocneoyroweti
noooepaicusaroujeli mepanueti 1eHaruooOMuUooMm

Crnenyroue cepbesnble HP naGmiomanuce yame (=5 %) Ha QoHe mojaep:KUBaroIlei Tepanuu
JIEHATUIOMHIOM, YeM ILIaIie0o:
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- naesMonus (10,6 %);

- nH(peKrnoHHbIe 3a00neBanus gerkux (9,4 %).

B nByx KU cnenyromue HP peructpupoBanuce yamie y naliieHTOB, IPUHUMABIINX JICHATUIOMU/T B
pamMKax TOJJCpXKUBAIOLICH Tepamuu, dYeMm Iutanebo, ObUTM  CIEMyIONIMe: HEUTPOICHUS
(60,8 — 71,9 %), tpomOonutonenus (23,5 —61,6 %), 6pouxur (47,4 %), nuapes (38,9 — 46,4 %),
Hazopapuarut (34,8 %), mermeunsie cygoporu (33,4 %), neiikonenus (18,8 —31,7 %), acreHus
(29,7 %), xamens (27,3 %), uHbeKkUUU BEpXHHUX AbIXaTENbHBIX MyTel (26,8 %), ceimb (25,0 %),
ractposnteputr (22,5 %), muxopaaka (20,5 %), mnoBeimeHHas yrtomusieMocTs (17,9 %) wu
anemus (13,8 %).

Bnepevie ouacnocmuposannas MHOMCECMBEHHAST MUEIOMA. NAYUEHMbl, KOMOPbIM He HOKA3aHA
MPAHCNAAHMAYUSL, NOJYYABUUE JIEHATUOOMUO 8 KOMOUHAYUU C OOPME3OMUOOM U OeKCAMEMAZ0HOM

Crnenyrouue cepbe3nbie HP HaOmonamics gamie (> 5 %) npu npueme JeHATUI0MUAIA B KOMOMHAIINN
C BHYTPUBECHHBIM BBEICHHEM OOpPTE30MHOA M ACKCAMETAa30HOM, YeM IPH MpHEeMe JICHAIHIOMHIA B
KOMOMHAIINH C JEeKCAMETa30HOM:

- CHIDKEHUE apTepHalibHOTO naBieHus (6,5 %);
- nH(peKInoHHbIe 3a0051eBanus Jerkux (5,7 %);
- oGe3BoxuBanue (5,0 %).

Cnenyroutue HP BcTpewanmuce dame Ha (oHE MpHema JIEHAIMIOMHUIA B KOMOHWHAIIMHA C
O0opTe3oMHOOM W JIeKCaMeTa30HOM, 4eM Ha (oHE TpHeMa JICHATHJAOMHUIA B KOMOWHAIUU C
JICKCAaMETa30HOM: TOBBIIIeHHAss yromisieMocTh (73,7 %), nepudepudeckas neriponarus (71,8 %),
tpoMOouuronenus (57,6 %), 3amop (56,1 %), runoxansuuemus (50,0 %).

Bnepeble Ouaznocmupoeannaﬂ MHOJNCECMBERHAA Muejioma. nayueHmsl, KomopviM HE NnoKa3aHda
mpancniaumayusl, nojgydasuiue JAeHATUOOMUO 8 K0M6unauuu C HUBKUMU 003AMU OeKcamema3ona

CepnesnbiMu HP, HabmogaempiMu gamie (> 5 %) mpu mpueme JeHATUIOMHIa B KOMOWHAIIUU C
HU3KOW J030M JekcameTa3oHa Tpu HempepbiBHOM JiedeHnu (Rd) wnm neuenun B Teuenue 18 4-
HeznenbHbIX IUKI0B (RA18), ueM Ha pone npuema mendanana, npegausonona u tamugomuaa (MPT),
ObLIH:

- mHeBMoHU (9,8 %);
- MoYeyHasi HEJOCTaTOUYHOCTH (B T. 4. ocTpas) (6,3 %).

N3 HP na ¢one HM3KMX 1103 AekcaMmeTa3oHa yaile, yeM Ha ¢one MPT wnabmiomamuch: nuapes
(45,5 %), noBbimienHass yromssiemocts (32,8 %), Oombp B crnmue (32,0 %), actenust (28,2 %),
6ecconnuna (27,6 %), ceinb (24,3 %), camkenue anneruta (23,1 %), kamens (22,7 %), nuxopaaka
(21,4 %), a Takxe mbleunsle cyaoporu (20,5 %).

Bnepeble ()MCZZHOCI’I’lMpO@aHHCZ}l MHO2UHCECMBEHHAA MUe/loMa.: nayueHmsl, nojiydasuiue NeHATUOOMUO 8
couemaHuu ¢ Meﬂd)aﬂaHOM u npe()HMS’OJZOHOM

CepbesabiMu HP, Gonee gacto (> 5 %) HabmojaeMbIMH IpU IipreMe Mendarnana, mpeIHU30JI0Ha U
JIEHATMAOMH/JIA C TIOCTEAYIOIICH ToaIepKuBaroliei Tepanueit enanuaomuaom (MPR+R) unu npu
npueme Mendarnana, npeIHU30JI0HA U JICHAIUJOMHUIA C TIOCIEAYIONIEeH NoAep KUBaloLIel Tepanuen
mnane6o (MPR+p), uem mpu mpueme mendanaHa, MpeIHU30JI0HA M TUTale00 C TOCIEAYIOIICH
nojepKuBarotei Tepanueit mianedo (MPp+p), Obutu:

- ¢bebpunbHas HeliTponenus (6,0 %);
- anemus (5,3 %).

N3 HP wame nabmomamuce npu npueme MPR+R wumu MPR+p, wem npu npueme MPp+p:
Hertponenus (83,3 %), anemus (70,7 %), rpombonmronienus (70,0 %), neitkonenwus (38,8 %), 3amop
(34,0 %), nuapes (33,3 %), coinb (28,9 %), muxopanka (27,0 %), nepudepuueckue oreku (25,0 %),
karmrens (24,0 %), camwkenue anmeruta (23,7 %) u acrenus (22,0 %).
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K cepresnbim HP, 3apeructpupoBaHHBIM Ha (OHE NMPUMEHEHHUS JCHATUIOMHUIA/AeKCaMeTa30Ha
yaiie, yeM Ha ¢oHe Turanedo/mekcameTa3oHa, OTHOCHIIUCK:

- BeHO3Has TpoMOoaMbomust (TI) (Tpom603 riybokux BeH, T eroyHoit apTepun);
- HEUTpOTEHUS 4 CTETICHU TAKECTH.

Crnenyromue HP y manmentoB MM Berpewanuch yame Ha (oHe mpueMa JICHAIWIOMUAA WU
JleKcaMeTa30Ha, yeM Ha (oHe mpuema Iuianedo M JeKcaMeTa3OHa: MOBBIIMIEHHAs YTOMIISIEMOCTb
(43,9 %), wneitrponienust (42,2 %), 3amopsr (40,5 %), muapest (38,5 %), MBIIICUHBIE CYI0pPOTH
(33,4 %), anemus (31,4 %), rpomOonuronenus (21,5 %) u ceimb (21,2 %).

Muenooucnracmuueckue cunopombl

bonpmmucTBO HP, kak mnpaBwio, pa3BUBaIMCh B TEUEHHE TMEPBBIX 16 Hemenp Je4eHus
JICHAJIMAOMUAOM.

Cepbesnbie HP Bkitouanu:

- BeHO3HYI0 TO (Tpom603 riy6okux BeH, TO nerounoii aprepun);
- HEUTPOTICHUIO 3 UK 4 CTENEHHU TSHKECTH, GeOPUIIbHYIO HEUTPOTICHUIO U TPOMOOIIMTOIICHHIO 3
Ui 4 CTENEeHU TKECTH.

HP, xotopbie HabOmOAamMch HaubOoJiee YacTO NPHU JICYCHHUU JICHATHIOMHUIOM OBLTH CIIEAYIOIINE:
Heitponenus (76,8 %), rpomboumronenus (46,4 %), nuapes (34,8 %), 3amop (19,6 %), TomHOTA
(19,6 %), 3yn (25,4 %), ceinb (18,1 %), moBeimeHHass ytomisiemocts (18,1 %) u MbliedHble
cynoporu (16,7 %).

Jlumgoma usz kremox MaHMuIiHoOU 30HbL
Cepnesnbie HP, koTopbie HaOMI01aMKCh Yallle B TPYyTIe JISHAIUIOMH 1A ObUTH MTPEICTABICHBI:

- HenTponenueit (3,6 %);
- T3 nerounoii aprepuu (3,6 %);
- nuapeeit (3,6 %).

Crnenyroumme HP pasBuBanmch waimie B rpymme jeHamuaoMuaa: HedtponeHus (50,9 %), anemus
(28,7 %), nmapes (22,8 %), nosbimieHHas ytomisiemocth (21,0 %), 3amop (17,4 %), nuxopaaka
(16,8 %) u chinb (BKITtOUast ayueprudeckuit nepmarur) (16,2 %).

[TaiMeHTHI C UCXOAHO OOJBIION MAacCOW OIMYXOJIM OTHOCSTCS K TPYMIE BBICOKOTO PHCKa paHHEH
CMEPTH.

DonnuKyIapHasn iumpoma unu iumpoma u3z Kiemox Map2uHaiIbHOU 30Hbl

Crnenyromue cepbe3nble HP HaOmoganuce wame B Tpymne JICHATUAOMHUA/PUTYKCUMAO 110
CpPaBHEHUIO C TPYIION TIanedo/puTykcumad:

- ¢bebpunbnas HelTponenus (2,8 %);
- T3 nerounoii aprepuu (2,3 %).

Crnenyroue HP pa3zBuBanuce yaiie B rpynie JEHATHIOMUI/PUTYKCHMA0 IO CPABHEHHIO C TPYIIION
rane0o/putykcumad (kak MUHUMYM, Ha 2 % vallie B OJJHOM rpyIine, 4eMm B APYyroil): HeUTponeHus
(58 %), mmapes (31,3 %), neiikonenust (28,4 %), 3amop (26,1 %), MOBBIIIEHHAsS YTOMIISIEMOCTh
(21,6 %) u muxopaaka (21,0 %).

TabauyHOE pe3rOME HEXKENATENbHBIX PEAKIIAMT

Yacrora HP, npuBeneHHbIX HUXKE, ONMpEAessiach COOTBETCTBEHHO CIEAYIOUIEH TpaJalluu: O4eHb
yacmo (> 1/10); uacmo (= 1/100, < 1/10); reyacmo (> 1/1000, < 1/100); peoxo (= 1/10000, < 1/1000)
u ouensb peoxo (< 1/10000); uacmoma neuzsecmna (Ha OCHOBAaHWW MMEIOIIMXCS JTAHHBIX OIICHUTH
HEBO3MOYKHO).
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B TaGHAITE HlipkECOrTcHE MakchHali ot

HP Obuti BKITIOUEHBI B COOTBETCTBYIOIIYIO KaTE€Top

9acTOTE BCTPEYAEMOCTH B OJJTHOM U3 OCHOBHBIX KU.
Ceoonasn mabauya HP na ¢hone monomepanuu 1eHanudoMu0om npu MHONCECMEEHHOU MUeEIOMe

Tabnuua 1 moarorosiieHa 1Mo JaHHBIM, OJXY4YEeHHBIM B XoJie nposeaennus KW y mauuentos ¢ B/IMM
nocne TI'CK, mnomyydaBmIMX NOAACPKUBAIONIYIO TEpaNMI0 JICHAUTMAOMHUAOM. JlaHHBIE He
KOPPEKTHPOBAIUCH JJIs1 OTPaXKEHUs OOJIbIIEH MPOJOJKUTEIBHOCTH JICUCHUS JICHATUIOMUIOM (10
MIPOTPECCUPOBAHMS) B CPAaBHEHUH C TPyNIION miane6o B ocHoBHBIX KW MM.

o Tabnuya 1. HP, 3apeeucmpuposannvie 6 KH y nayuenmos c¢ MM, nonyuasuiux

NO00ePIAHCUBAIOWLYIO MEPANUIO TEHATUOOMUOOM

Knacc  cucmemwvr  opeanoe/
Ilpeonoumumenvuplit mepmun

Bce nescenamenshoie peaxyuu/
Yacmoma

Hescenamenvusie peakuyuu 3 u 4
cmenenu maxcecmu/ Hacmoma

Hngpexyuu u uneazuu ouenb yacmo: THEBMOHMA™®, | ovenb ~ uacmo:  THEBMOHHS™,
uHpEKIUN BEPXHUX | HH(MEKIHNU C HEUTPOICHHUEH;
JbIXaTeIbHBIX IMyTeil, nHpekuun | vacmo: cerncuc’™®, GakTepuemus,
c Heiitponenueii, OpoHxut’, | MH(EKIMOHHEBIE 3a00ICBaHUS
rpunmn’, ractposHTepHuT’, | nerkux’, 6akrepuanbHbie HHPEKIUK
CHHYCHT, Ha30(DapUHTUT, PUHUT; | HIKHUX  JIBIXaTeNbHBIX  IYyTeH,
yacmo: nndekimu’, uHPeKMU | OpoHXHUT’, rpunm’, racTpOSHTEPUT,
MOYEBBIBOISIIINX nyteii®”, | omosceIBarommii numait’,
UHpEKIUN HIKHUX | nHpeKImn’
JIBIXATETbHBIX My TeH,
WH(pEKIMOHHbIE  3a00JIeBaHUS
nerkux’

Jobpoxauecmeennule, yacmo: MUEIOIUCTUTACTUICCKHM | -

370KAUeCmeeHHble u | cungpom®”

HeymoyHeHHble

HOB00OPA308aAHUS (6xniouas

KUCMbL U NOAUNDBL)

Hapywenus co cmoponsl kposu | ouenv uacmo: Heiitponienus *, | ouens — uacmo:  Helitponenus =,

U AUMBamuuecko cucmemol debpmbHas  meiTponenus *, | hebpribHas Heiirponenns ¢,
TpoMbonuTonenus °,  aHemus, | TpoMOOIUTONIEHUS *, aHEeMHSI,
nelikonenus’, nuMQoneHus nelikonenus’, TUMQONEHHS;

Yacmo: AHIUTONEHHUS
Hapywenuss memabonusma u | oueHb 4acmo: TUTIOKATHEMHUS yacmo: THIIOKATHEMHUS,
nUmManus 00€3BOKHBAHNE

HCENYOOUHO-KULUEYHO20
mpaxma (KKT)

00JIb B JKMBOTE, TOLIHOTA;
uacmo: pBOTa, oomp B
SIUTACTPHUU

Hapywenusa co CMOPOHYL | OUeHb HacmOo: TIAPECTE3NH; yacmo: TOIOBHAsA 00JIb
HepeHOU cucmembl yacmo: niepudepraeckas
HeWponatus®
Hapywenus co cmoponwt | uacmo:TD nerounoit aprepun®’ | wacmo: TpoM603 ray6okux Ben 4
€ocy008
Hapywenus co CIMOPOHbL | OUYEeHb 4aACmOo: KaIlIeThb; yacmo: oxpika’
ObiXamenbHol cucmempl, | uacmo: opINIKa’, HACMOPK
opeanos 2pyoOHOU KIemKu U
cpedocmenus
Hapywenus co CMOpPOHbI | OYeHb uYacmo: Juapes, 3arop, | Yacmo: Iuapesi, pBoTa, TOIIHOTA

Hapywenus co cmopoHul neuenu
u
JHcenuesvblBo0UUX nymetl

OYeHb yacmo: OTKIIOHEHHUS OT
HOPMBI 3HAYCHUN MOKa3zarenen
(YHKIMOHANBHBIX MPOO MEUeHH

yacmo: OTKIOHEHUS OT HOPMBI
3HaUEHUI MoKazarenen
(YHKIMOHANBHBIX MPOO MEUeHH

Hapywenus co cmoponwst koocu
U NOOKOJICHBIX MKAHEU

O4YeHb 4acmo: Cblllb, CYXOCTb
KON

yacmo: ChIIlb, KO>KHBIN 3y
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Knacc  cucmemvr  opeanoe/ | Bce nescenamenvhuié peakuuﬁﬂn #éwﬁdﬁiétﬁbﬁuhﬁ' 3w
Ilpeonoumumenvnuiit mepmun | Yacmoma cmenenu maxcecmu/ Yacmoma
Hapywenus co CMOpPOHbL | OYeHb ~ Yacmo:  MBIIICYHBIE | -
MbIUEYHOU, KocmHou U | CYyIopory;
COeOUHUMENbHOU MKAHU yacmo: MUANTHS, CKEJIETHO-

MEIIIIeYHast 00JTh
Obwue HapyuieHus u peakyuu 6 | O4eHb  yacmo: TIOBBIIICHHAS | YACHO: MTOBBIIIICHHAS
Mecme @gedenus YTOMIIIEMOCTb, aCTCHUS, | YTOMIIIEMOCTh, aCTCHUS

TUXOpajKa

® Cepbesnnle HexenaresnbHble peakinn B KW y nanmentos ¢ BJIIMM nocne TT'CK.

* OTHOCHUTCS TOJILKO K CEPhE3HBIM HEKENATENbHbIM PEAKIIUAM.

" Cm. «Omucanve oTaensHbX HPy.

2 O000MArOIINA TEPMHUH «ITHEBMOHUSD) BKIIIOYAET CIEIyIONIHE MpearnodTuTenbHbie TepMUHBI (I1T): 6poHXOMTHEBMOHWS,
JToJieBasi THEBMOHIS;, THEBMOHHS, BEI3BAaHHAS Prieumocystis jiroveci; THEBMOHUS; THEBMOHWUS, BBI3BaHHAS klebsiella nnm
legionella wmu mycoplasma, Wi pneumococci, WA streptococci, BUPYCHash THEBMOHHA, 3a00JE€BAHUE JIETKHX,
ITHEBMOHHUT.

> 0606ImamKil TEPMUH «CETICUC» BKIIHOYAET CJIEAYIONINE TIPEANOYTHTEILHBIE TEPMHHBL: OaKTEPUAJbHBIA CETICHC,
Celicuc, BBI3BAHHBIN pneumococci Wi staphylococci, cenTudeckni IIoK.

¢ OOoOmarouuii TepMUH «repudepryeckas HeHponaTHs» BKIIOYACT CICAYIOIIME IPEANOYTHTENIbHbIE TEPMHUHbI:
nepudepudeckas Heifponarus, neprudepryeckas CeHCOpHasi HeHponaTHs, MOJMHEHPOTIaTHSI.

4 O6obmammii TEPMUH «TPOMOO3 TJTyOOKMX BEH» BKIIOYAET CIIEAYIONIUE MPEANOYTHTENLHBIE TEPMUHBL TPOMOO3
riy0oKuX BeH, TpoM003, TPOMOO3 BEH.

Ceoonas mabauya HP Onsn xomOunuposamHoti mepanuu 1eHATUOOMUOOM NPU MHONCECMBEHHOU
muenome

Tabmuima 2 moAroToBIeHA MO JaHHBIM, MTOTYYeHHBIM B xo1¢e mpoBeneHuss KU y manuenToB ¢ MM,
MOJTyYaBIIUX KOMOWMHHPOBAHHYIO TEPAIUIO JICHATHIOMHUAOM. [[aHHBIE HE KOPPEKTUPOBAIKCH IS
OTpakeHUs OOJBINCH MPOJODKUTEILHOCTH JICUCHHS JICHAIMIOMUIOM (10 MPOTPECCUPOBAHUS) B
CpaBHEHHH C Tpynmnamu cpaBHeHUs B oCHOBHBIX K1 MM (cwm. paszzen 5.1.).

o Tabnuya 2. HP, ommeyaswuecs ¢ KU y nayuenmos ¢ MM, nonyyaswux neHaiudomuo 6
KOMOUHayuu ¢ 60pme30MubOM U 0eKCamemazoHoM, 0eKCAMema3oHoM Iubo menganranom u
NPeoOHU30J1I0HOM

Cucmemno-opzannvii  knacc/ | Ilobounvie peaxyuu | Ilobounvie peaxkyuu 3-4
IlpeonoumumenvHulit mepmun (cymmapno)/ cmenenu maxcecmu/Yacmoma
Yacmoma
Hnpexyuu u uneasuu ouenv uyacmo: 1HeBMOHMA™Y, | vacmo: nHeBMOHUA",
uHOEKIHH BEPXHUX | OaKTepualbHbIe, BHPYCHBIC |
JTBIXaTeITHHBIX nyteii’, | rpubkoBble HHQEKIMH (BKIIOYAs
OaKkTepualbHble, BHPYCHBIE M | ONINOPTYyHHCTHYECKHE)®,
rpuOKoBbic WH(EKIMK (BKIIOYAs | BOCHAICHHUE MOJTKOYKHOH
ONMOPTYHUCTHYECKUE), KJIeT4aTKu’, cencuc®®,
Ha30(apuHTHT, ¢dapunrut, | HQEKUNOHHBIE 3a00seBaHus
OpOHXHT’; pHHHUT; nerkux®, Gponxut’, MH EKIMHU
yacmo: cenicuc®®, | mpIXaTeTbHBIX myTei®,
UHDEKIIHOHHBIC 3aboneBanust | HHPEKIIMU MOYEBBIBOISIIHX
nerkux®’, uHdekmu | myTei®’, MH(EKIMOHHBIN
MOYEBBIBOISAIINX myTeii”, | sHTEpOKOIUT
cunycut’
Jobpoxauecmeennuie, Heuacmo: 6azanuoma™, | vacmo: OCTPBIH  MMEJIOWIHBINA
3710KauecmeeHnbvle u | MIOCKOKJIETOUHBIH pak koxku **" | neiiko3’, MuenoaucIIacTHIeCKuii
HeymouHeHHble HOB00OPA308AHUS CHHAPOM’, IIOCKOKIIETOYHBIN PaK
(6KMI0UAS KUCTbL U NOTUNDL) xoxu "
Heuacmo: ocTpeii T-KIeTOUHBIN
neiiko3’, Gasammoma™, cuHApOM
JIM3KCA OMYXOJIH
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e e ety 4t e
Cucmemno-opzannulii knacc/ | Ilobounvie peam'qb't'l""ﬂgﬂd'l'ﬁﬁt?' — 'ﬁ&z‘kﬁuh L
IlpeonoumumenvHulit mepmun (cymmapmno)/ cmenenu maxcecmu/Yacmoma
Yacmoma
Hapywenus co cmoponwl kpoeu u | ouenv uacmo: ueiitponenus >%, | ouenv uacmo: ueiirponenns %,
JuUMpamuyeckoll cucmemvl tpomGonuronenus %, anmemus’, | pomOormTonenus >, anemus’®,
reMOpparMuecKue HapyLIEHHs , | JIEWKOIEHUs, TUM(ONECHNS;
neikoneHus, TMMQoneHus; uacmo: (hebpunbHast
uacmo: (ebpuibHas | Heiitponenus , MaHIUTONECHUS',
HelTponenus °, MAHIUTONEHKS; | TEMOIMTHYECKAs AHEMHS;
Heuacmo: TeEMOIN3, | Heuacmo: TUINEPKOATrYJISIHS,
ayTOMMMYHHAasi T€MOJIUTUYECKas | KOAaryJIomaTHs
AHEMHS, TEMOJINTUYECKAS AHEMUSI
Hapywenus co cmoponbl | Hewacmo: peakuuu | -
UMMYHHOU CUCTEeMbL TUNEPYYBCTBUTEILHOCTH
OHOOKpUHHbIE HAPYUECHUS 4acmo: THIIOTHPEOD3 -
Hapywenus co cmopouwt | ouenv uacmo: runokamuemus, | vacmo: runokanemus’,
Memabonuzma u numanus TUNEPTIIMKEMHES, TUIOTJIMKEMHS, | TUTIEPTIMKEMHS,
TUNOKaabIueMus’, TUNoKaabIueMus’, caxapHblIii
runoHarpuemus’, nuabet’, runodocdaremus,
06e3BoxnBaHne”, CHIDKEHHE | THIIOHATPUEMHS',
aNIeTUTa, CHIKEHUE MACChI TENA; | TUIEPyPUKEMHUS, nojarpa,
yacmo: runomarsiemus, | 06e3pokusanue’’, CHIKCHHE
THIIEPYPUKEMUS, armeTnTa®®, CHIKEHHME MacChl
TUnepKaIbIUEMHs Tena
Tcuxuueckue paccmpotiicmea ouenb  wacmo:  JENPEecCHs, | yacmo: Jenpeccus, 6eCCOHHUIA
OECCOHHMIIA;
Hewacmo: noTeps TMOUI0
Hapywenus co cmoponvt Hepenoti | 04eHb 4YacTo: mnepudepudeckas | ouens uacmo: nepudepudecKas
cucmembl netiponatus®, napectesuu, | Heiiponarusa®;
rOJIOBOKpYsKeHHe ", Tpemop, | uacmo: UHCYIBT’,
W3BpalllcHHE BKyca, TOJIOBHas | TOJIOBOKpyxkeHHe”,  0OMOpOK;
0015, HEBPAJITHS,
yacmo: aTakcus, HapyLIEHHE | Heuacmo: BHYTPUYEPEITHOE
paBHOBeCHS, 00Mopok®’, | kpoBoM3IMSAHME , TpPAH3UTOPHAS
HEBPAITHS, TU3ECTE3US WIIEMUYECKAs aTaka, HIIEMUs
rOJI0BHOIO MO3ra
Hapywenus co cmoponst opaana | ouens uacmo: KaTapakTa, | 4acmo: KaTapakTa;
3penus HEYETKOCTh 3PUTENBHOTO | Heuacmo: CIEnoTa
BOCIPHUSITHS;
yacmo:  CHWKEHUE  OCTPOTHI
3peHust
Hapywenus co cmoponwt opeana | uacmo:  tiyxora (B T.4. | -
cayxa u 1abupunma TYrOyXOCTb), HIyM B yIIax
Hapywenus co cmoponsl cepoya | uacmo: GbubpuIAnUs | uacmo: OCTpBIit uH]apKT
npencepaun’’, Gpagukapaus; muokapaa (UM)™°, pubpumiams
Hewacmo: apuTMHMs, yuIuMHeHwe | mpeacepauu’®’, 3acTolHas
unteppana QT,  TpemeraHue | cepieyHas  HEIOCTAaTOYHOCTS,
TIpEICEP IHi, JKEITyIOUKOBasl | TAXMKap/IMs, cepiedHas
SKCTPACHCTOJIHUS HemocTaToYHOCTE ™,  mmemmus
Muokapaa’
Hapywenus co cmoponsl cocyoos | ouenn uacmo: | ouenv yacmo:
TpoMOOIMOOTUIECKIE TpoMOOIMOOTUIECKIE

HapyIIEHUs , TPEUMYILECTBEHHO
TpoM003 TIHyOOKMX BeH u TO
nero4noii aprepun %;

HapyIIEHUs , TPEUMYILECTBEHHO
TpoM003 TIyOOKMX BeH u TO
Jnero4noii aprepuu %

Yacmo: BaCKyJIUT
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Cucmemno-opzannulii knacc/ | Ilobounvie peam'qb't'l""ﬂgﬂd'l'ﬁﬁt?' — 'ﬁ&z‘kﬁuh L
IlpeonoumumenvHulit mepmun (cymmapmno)/ cmenenu maxcecmu/Yacmoma
Yacmoma
uacmo: cumkenue’ | neuacmo: WIIeMUS,
aprepuanbHoro nasnenus (AJ1)%, | nepudepuueckas ULIEMUS,
noBbimenue AJl, SKXUMO3bI TpoMO03 BHYTPUUYEPEITHOTO
BEHO3HOT'O CHHYCa
Hapywenusa co CMOpOHbl | OUeHb uacmo: ompimka®®, | vacmo: pecnupaToOpHBIT

ObIXamenbHOU cucmemsl, OpeaHo8
2PYOHOU KIemKU U CPed0CmeHUs

HOCOBOE KPOBOTEUECHHUE , KAILIEITh,
yacmo: nucoHus

aucrpecc-cuaapom’, oxprmka’®’,

TJIeBpUTHYecKas 60b B IPyIHOM
xinetke®, runoxcus™

Hapywenus co cmoponul | ouenv wacmo: auapes™®, zanop’, | vacmo:  KelyJI0YHO-KHMILIEYHOE
Jrceny0ouno-Kuueuno2o mpakma | 6onb B xuBoTe”’, ToOmHOTa, | KpoBOoTeueHue Y,
pBota®, nucnencus; HEIPOXOJAUMOCTh TOHKOTO
yacmo:  KelylouHO-KHMIIeuHoe | kumednnka®, muapes®, 3amop’,
KPOBOTEUECHHUE (Bkmouas | 6ons B xmBOTE”’, TOmHOTA,
pEeKTalbHOE, TeMOoppouaanbHoe, | pora®
TMHTUBAIbHOE KPOBOTEUECHHE U
KPOBOTEUEHHE MPH MENTHYECKOM
a3se) %, nucgarus;
Heuacmo: KOJUT, TU(GIUT
Hapywenus co cmoponsl newenu | ouens ~ uacmo:  TOBBIUEHHUE | uacmo: xomnecras’,
U JICeNUeBbI00AUUX Nymell YPOBHSI alaHHHAMUHOTpadepasbl | renaToTOKCHIHOCTD,
(AJIT), ToOBBIIIEHHE YPOBHS | TEHATOLECIUTIOJISIPHOE
acrmapTraTaMMHOTpaHc(epasbl nospesxaeHne’, TIOBBILICHUE
(ACT); ypoBHs AJIT, OTKIOHEHHS OT
uacmo: rENaToNEUTIONAPHOE | HOPMBI  3HAYEHMI IIOKas3aTeneit
nospexkaeHne’’, OTKIOHEHHS OT | (YHKIHOHAIBHBIX P00 meueHu’;
HOPMBI 3HAUYCHUM TMOKa3zarenel | Heuacmo: MEYCHOYHAas
(YHKIMOHAIBHEIX MPO0 nedeHn’, | HeI0CTaTOYHOCTE
THUIEPOMITNPYOMHEMUS;
Hewacmo: TIeYeHOYHAs
HEI0CTATOYHOCTD |
Hapywenus co cmopomnwl Kojicu u | ouenb 4acmo: ChIIbH, KOXHBIN | uacmo: cbimb’;
NOOKOJICHBIX MKAHEL 3y Hewacmo: NeKapCTBEHHAs KOKHAs
uacmo: KPamMBHULA, | CBIIb ¢  203uMHO(UIMEH M
TUNEPTHAPO3, CYXOCTh  KOXKH, | CHCTEMHOM CHMIITOMATHKONH
TUNEPIUTMEHTALHS KOXKH,

9K3EMa, IpUTEMA;
Heuacmo: TeKapCTBEHHAS KOXHAas

CBIIb C  D203uHOpWINEH W
CUCTEMHON  CHUMNOTOMATUKOMWH,
HapYIICHUE [IBETa KOXH, PEaKIIUN
(hoToceHCHOMIH3AIIH
Hapywenus co CMOpPOHbL | OUeHb yacmo: MBIIIEYHAs | Yacmo: MbIIedHas cnabocTs’,
MbIUEYHOU, KoCcmHOU u | cmabocTh, MBIIEYHBIE CYI0pOTH, | 6onb B KocTax’, Oomb W
COeOUHUMETIbHOU MKAHU 6onms B KocTax’, Gomb U | qucKoMpoOpT co CTOPOHBI
nackoMdopT co CTOPOHBI | MBIILICYHOMH, CKEJIETHOM u
MBIIICYHOM, CKEJIETHOM U | COCAUHUTENBHON TKaHU
COEIMHUTENBHOM TKanu | (BKIIOYas 60nb B crimue’);
(Bximouas 6071p B crimae®™), 6onb | Hewacmo: IPUITyXaHUE CyCTaBOB
B KOHEYHOCTSIX, MUAJITHs,
aprpanrus’;

yacmo: IpUIyXaHue CycTaBoOB
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Cucmemno-opzannulii knacc/ | Ilobounvie peam'qb't'l""ﬂgﬂd'l'ﬁﬁt?' — 'ﬁ&z‘kﬁuh L
IlpeonoumumenvHulit mepmun (cymmapmno)/ cmenenu maxcecmu/Yacmoma
Yacmoma
Hapywenus co cmoponst nouex u | ouenw yacmo: MOYEYHAS | Heyacmo: TyOYISpHBIN TOYeUHBIN
MOUesblBOOAUUX nymell HEJI0CTaTOYHOCTh (BKITIOUAs | HEKPO3
OCTPYIO;
yacmo: TeMa, 3ajJiepkKKa MOYH,
HeJlep)KaHUe MOYH,
Heyacmo: MIPUOOPETEHHBIIN
cuHJipoM PaHKOHU
Hapywenusa co CMOPOHbL | Yacmo:. SPEKTHIIbHAS | -
penpooyKmusHol — cucmemsvl U | TACHYHKITHS
MOJIOUHbIX Jicene3
Obwue napywenus u peakyuu 6 | OYeHb  yYacmo:.  TIOBBIINICHHAS | OYeHb  4ACMO:  TIOBBIIICHHAS
Mecme 86edeHus yToMisieMocTs >, oTeku | yromasgemocts%;
(BKITFOUAS nepudepuueckue), | vacmo: nepudepruuecKue OTEKH,
muxopaaka®®, actenus, | muxopanka®®’, acrenus
TPHUIIITOOA00HBIT CUHJIPOM

(BKIIFOYAsT JIUXOPAJKY, Kalllelb,
MHAIITUIO, CKEJIETHO-MBIIICYHYIO
00J1b, TOJIOBHYIO 00JIb U 03HOO);
yacmo:  Oomb B TPYIOHOH
xierke™”, neraprus

Jlabopamopnvie
UHCIMPpYMeHmanvbhble OanHble

O4YeHb  uacmo:  TIOBBIIICHHE
YPOBHSA ILENOYHON (ocdarasbl B
KPOBHU;

yacmo: TOBbIIIeHHE ypoBHA C-
pEaKTHBHOTO OelKa

Tp(l@]l/lbl, UHMOKcuxkayuu u

OCJIOCHEHUsL nPoYeoyp

yacmo: nafeHue, yumo

% HP, ormeuennsle Kak «cepbesnbie» B KM y namuentos ¢ BJIMM, mony4aBimivx JEHAIMIOMU B KOMOMHALMH C

00pTEe30MHOOM U JIEKCAMETa30HOM.
" Cm. «Ommcanne oTnensHeIX HPy.

® HP, ormeueHHble Kak «cepbesHsie» B KM y marmentoB ¢ MM, monydaBIINX JEeHANTUIOMHA B KOMOMHAIIMH C
JIeKcaMeTa30HOM JTU00 ¢ MendaaaHoM U TIPS THNU30JIOHOM.

* OTHOCHTCS TOJBKO K cepbe3nsiM HP.
TI1OCKOKIIETOUHBIM ~ paK  KOXH

OTMCHAJICA B

xoge KN vy

J'IeHaJ'II/IHOMI/I}.'[OM/HeKcaMeTa?)OHOM B CpaBHCHUH C KOHTpOJ'H;HOﬁ prHl'IOﬁ.

[TnockokneTounslii  pak Koxku Obul  3apeructpupoBan B KU y mammenroB ¢ BJIMM,

JIeHaJ'II/I,HOMI/ILl/LleKC&MeTa?)OH B CpaBHCHHUU C KOHTpOJ'II:HOﬁ I‘pyHHOfI.

Ceoonas mabauya HP na ¢hone monomepanuu 1eHanudomuoom

NNarmyeHToB C

MM, paHee JneYEHBIX

MoJydaBIIUuX

Tabmuua 3 u TaGnauua 4 MOArOTOBIEHBI IO AAHHBIM, MOJIyYEHHBIM B XOJI€ MPOBEACHUSI OCHOBHBIX
KW y nanmentoB ¢ MJIC u MKIJI, nony4aBmmx MOHOTEpANHUIO JIEHATUIOMUIOM.

o Tabnuya 3. HP, 3apecucmpuposanuvie 6 KW y nayuenmos c MJIC, nonyuasuwiux
nenanoomuo”
Kaacc  cucrembl  opranos/ | Bece HexenarenbHble peaknnu/ | He:xkenarenbHble peaknum 3 u 4

IIpennoyTuTe bHBIA TEPMUH

Yacrorta

cTeneHu Tazkectn/Yacrora

Hngpexyuu u uneazuu ouenb uacmo: OaKTepUANbHBIE, | OUeHb YaACMO: THEBMOHUS';
BUPYCHBIC " TpUOKOBBIE | wacmo: OakTepHanbHBIC,
UHEKIUN (BKuTIOYAs | BUpYCHBIE u rpuOKOBBIC
onnopryHucTHueckue)’ uHGEKIUN (BKITIOUAS
ONIOpTYHHUCTHYECKHUE)®, GPOHXHUT
Hapywenus co cmoponvi kpogu u | oueHs yacmo: | oueHs uacmo:
IumMpamuyeckou cucmembl TpomboLuTOnEHus **, TpombouuTOnEHus **,

Heiirponenns , neHKoneHus

Helirponenus ', IEHKOIEHUS;
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CHM)KCHHUEC MaCChl TCJIa

e e f ey e mm
Knace cucrembl  opranoB/ | Bce HexesaTenbHble pealcu'ﬂﬁ'/""ﬂ&éhﬁ?ﬂbﬁﬂﬁ'ﬂ%ﬁkﬁﬁﬁ'@ nd
IIpeanoYTUTEIbHBIH TEPMHUH YacToTa creneHu Tsikectu/Yactora
yacmo: (hebpubHas
HelTponenus
ODHOOKpUHHbLE HAPYUWEHUS OYeHb Yacmo: TUIIOTUPEO3 -
Hapywenus co CMOPOHbBL | OUeHb 4acmo: CHIDKCHHE | uacmo: TUIIEPIIIMKEMHUS’,
Mmemaboausma u NUMAaHUsL arreTuTa; CHIDKCHHE alllleTUTA
yacmo: TEPerpy3Ka  KelIe30M,

Tcuxuueckue paccmpoticmaa

Yacmo: M3MEHEHHUE HACTPOEHUS ™

Hapywenus co cmoponsi HepsHoll
cucmembl

OYeHb 4acmo: TOJOBOKPYKCHHE,
TOJIOBHAs 0OJIb;
yacmo: NapecTe3uu

2PYOHOU KIemKU U CPedOCmeHUs.

Hapywenus co cmoponst cepoya | - 4acmo: OCTpBIN M"™°,
¢$bubpumAIus npenacepanii’,
cep/ieuHas HeJOCTaTOYHOCTD’

Hapywenus co cmoponwl cocyoos | wacmo: TIOBBIIIICHNE AN, | wacmo: BEHO3HBIE

reMaroma TpoMOOIMOOTUIECKIE
OCJIO)KHEHUSI, TIPEUMYILECTBEHHO
TpoM003 TIyOOKMX BeH u TO
JIEr04HOi aprepun
Hapywenus co CMOpPOHbL | OUeHb yacmo: HOCOBOE | -
ObIXAMENbHOU CUCMEMDbL, OP2AHOE | KPOBOTEYEHUE

Hapywenus co CMOpOHbI

ouenv wacmo: nmapes’, 6onb B

yacmo:  puapes’,  TOLIHOTA,

COEOUHUMENIbHOU MKAHU

Oonb (BKIIOYas Gomb B cromHe’ M
00JIb B KOHEYHOCTSIX ), apTPAIITHS,
MUAJTHS

2HCENYOOUHO-KUUEUHO20 MPaKma | KUBOTE (BrirOUas | 3yOHas 00b
AMUTACTPATHHYIO 001acTh),
TOIITHOTA, PBOTA, 3a110D;
yacmo:  CyXocThb ~ BO  PTY,
JUCTICTICHS
Hapywenus co cmoponuvl neuenu | uacmo: OTKIOHEHUSI OT HOPMBI | ¥acmo: OTKIOHEHHS OT HOPMBI
U JiCenuesblBO0AWUX nymell 3HAYEHUN rokazareljie | 3HaueHU rokaszaresnen
(YHKIHMOHANBHBIX MPO0 neueHn | QyHKIMOHATBHBIX TPOO MeYeH!
Hapywenus co cmoponvt kodicu 1 | ouenvb  4acmo: CHIIlb, CYXOCThb | ¥ACMO: ChIMlb, 3y]
NOOKOJCHbIX MKaHell KOXH, 3V
Hapywenus co CMOPOHBL | OUeHb yacmo: MBIIIEYHBIE | Yacmo: 601k B ciuHe’
MbIUEYHOU, KOCMHOU U | CyAOpOTH, CKEJIEeTHO-MBIIIEUHas

Hapywenus co cmoponut nouex u
MOUesblBO0sIyUX nymell

yacmo:
HEI0CTATOYHOCTE’

IMo4YCYHasn

Obwue napywenus u peakyuu 8
Mecme 66e0eHUs

O4YeHb  yacmo:  TIOBBIIICHHAS
YTOMJIIEMOCTb, Nepu(epuIecKue
OTeKH, TPUIIIONOA0OHBIN
CHHAPOM (BKJIIOYAs JIMXOPAJIKY,
Kamenb, (GapuHTUT, MHAITHIO,
CKEJIETHO-MBIILICYHYIO 0ob,
TOJIOBHYIO 00JIb)

yacmo: Juxopajaka

Tpasmwi, UHMOKCUKAYUSL u
OCJIOJCHEHUsL NPOYeodyp

yacmo: nnaaCHuc

" Cm. «Ommcanne oTnensHeIX HPy.

° HP, 3aperucTpupoBaHHbIE KaK «cepbe3nsie» B xoae KM MJIC.
~ VI3ameHeHne HacCTpOoeHHS OBLIO 3aperucTpUpoBaHO Kak dactas cepbe3Has HP B xoxe KU ¢azsr 11 M/IC; oHo He ObLTO
ormedeHo kak HP 3 mnm 4 crenenn tsoxecTu.
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ANTOpPUTM ISl BKIIIOUEHHS B KPaTKYIO XapaKTEPHCTHKY JIeKaf CTBeHHorén%;cqéqgigP%EEﬂgi:'ﬁQ I::A_GBE{;II;HI;{; e

nomouipto anroputMa KU ¢assr 111, BkIroYeHbl B KpaTKylo XapaKTepHCTHKY JIEKapCTBEHHBIX cpeAcTB EBponelickoro
coto3a (EU SmPC). IIpoBonuiiack jomnoHUTENBHAS IPOBEpKa yacToThl 3THX HP, coOpaHHBIX ¢ MOMOIIbIO AJIrTOpUTMA
KU ¢as3er 11, u, eciu wacrora HP B KU (haser 11 Obwna Beite, yem B KU (a3 111, siaenue Obuto Britoueno 8 EU SmPC
¢ Toii yacToToii, kotopast ormeueHa B KU 11 ¢assr.
# Anropurtm, npuMensemblit aius MJIC:
e MJIC B KU a3l 111 (nBoitHas ciemasi mONYJIAINS I OIICHKH 0€30MacHOCTH, Pa3Inyue MEXIY JCHATWIOMHUIOM
5/10 Mr u TIaie6o 1o NepBOHAYATLHOMY PEKHUMY JIO3UPOBAHMS, OTMEUEHHOE KAK MUHIMYM Y 2 TAIIMEHTOB):
- Bce HP, peructpupyemsie Bxoze edeHus y > 5 % MarueHToB, MOTyYaBIIuX JEHATHIOMUA, H, KaK MUHIMYM, C 2 %
pasHHUIEH B TOJIAX MEXIY JICHATAIOMHUIOM 1 Tutare0o.
- Bce HP, Bo3HUKatomue B X0/1€ JIe4eHNs, 3 U 4 CTENEeHN TSDKECTH y 1 % MaruenToB, MoMyJaBIInX JCHATHIOMU, U,
KaK MUHUMYM, ¢ 1 % pa3HUIeH B HOJISIX MEKITY JICHATUIOMHIOM U I1Iane0o.
- Bce HP, Bo3nukaromue B xone ynedeHust y 1 % maiueHToB, MOMyYaBIIUX JICHATHIOMU, U, KAK MUHUMYM, ¢ 1 %
pasHUIIECH B TOJIAX MEXKY JICHATAIOMHUIOM U TU1are0o.
 MJC B KU ¢assr 11
- Bce HP, Bo3Hukaromue B xoje JiedeHus y > 5 % nanueHToB, NOJy4aBUINX JCHATUIOMUI.
- Bce HP, Bo3Hukaromue B xoje ieuenus, 3 u 4 creneHu Tsbkectu y 1 % maluueHToB, MOoTyYaBIIuX JIEHATHIOMHUI.
Bce cepbe3Hble HP, Bo3HUKatomue B xo€ jgeueHus y 1 % mnaiyeHToB, MOTy4aBIInX JIEHATHIOMHU]I.

o Tabnuya 4. HP, ommeuennvie 8 KU y nayuenmos ¢ MKJI, nonyuasuiux n1enaiudomuo
Kmacec cucrembr  opranos/ | Bce HexenatenbHble peaknnn/ | HexenatenbHble peakuuu 3 1
IpeanouTUTELHDbII TEPMUH Yacrora 4 crenenn TskecT/Yacrora
Hugpexyuu u unsazuu oueHb uyacmo: OaKTepHANbHBIC, | Yacmo: OakTepHanbHbIC,

BUPYCHBIC u rpUOKOBBIC | BUPYCHBIC u IpUOKOBBIC
nHeKIn (Brmrouast | MHGEKINH (BKITFOUAS
ONMoOpTyHUCTHYECKHUE), ONMOpTyHUCTHYECKHUE),
Ha30(apUHIUT, THEBMOHHS’; IHEBMOHHUS®
4acmo: CHHYCHT
Jlobpoxauecmesennvie, yacmo: CHHIPOM «BCUBIINIKH» | YACWO: CHHJPOM  «BCIIBIIIKHY
310KAYECmBeHHble u | OmyXxoyu OITyXOJIH, INTOCKOKIIETOYHBIN PaKk
HeymouHeHHble KOKH 0a3aTbHOKIICTOYHAS
HOB00OPA308aAHUS (éxmoyas kapuuaoma
KUCHbL U NOAUNDBL)
Hapywenus co cmoponwt kposu u | ouens yacmo: | oueHs yacmo:
AumM@amuueckoli cucmemsl TPOMOOIUTONIEHHUS TPOMOOIUTONEHH)S
Heiitponenus °,  neiikonenus’, | Helitponenus °, anemus’;
anemus’; uacmo: (hebpuabHas
yacmo: (pebpwibHas | Heiitponenus , neiikonenus’
Helirponenus
Hapywenuss  memaboruzma u | ouens yacmo: CHIDKCHHE | Yacmo: 06e3B0KHMBaHKE’,
numanus ammeTHTa, CHIKEHUE MAacChl | THIIOHATPHEMUS,
TeJNa, TUMOKATUEMUS THITOKATBIIHEMUS
yacmo: 06e3B0KMBAHKE"
Tcuxuueckue paccmpoticmsa 4yacTo: OECCOHHUIIA -
Hapywenus co CMOpOHbL | yacmo: JHMCTEB3US, TOJIOBHAS | 4ACMO: nepudepudeckas
HEPBHOlL cucmembl 00, nepudepudeckas | CeHCOpHast HelponarTus,
HeUponatus JIeTaprus
Hapywenusi co cmoponvt opeana | uacmo: BEpTUTO -
cyxXa u 1abupunma
Hapywenus co cmoponut cepoya | - yacmo: OCTpBIT UM™,
cepeyHasl HeIOCTATOYHOCTb
Hapywenus co cmoponwl cocyoos | uacmo: camxenue AJI° yacmo: TpoM003 TITyOOKHX BeH’,
J3C) JIETO4YHOMN aprepun -,
cumkenne AJl°
Hapywenus co cmoponbl | ouenb uacmo: ojpiika’ yacmo: onpimka’
OdvixamenvHoll cucmemul,
opeanos  2pyOHOU  KIemKu U
cpedocmeniist

40




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 23.10.2025 N2 26580
O HEAOBS T EREROC T 0G0
Knace cucremnl opranos/ | Bce HexenaTeabHbIE peaxuﬁh'/'" 'H%ﬂﬁeﬁﬂﬂﬁ%emhﬁn RN
IIpeanoYTUTEIbHBIH TEPMHUH YacrToTa 4 cteneHu Tsikectn/Yacrora
Hapywenus co CMOPOHbL | OYEeHD uacmo: nmapes®, | uacmo: nuapes’, 601b B KUBOTE,
Jcenyoouno-Kuueuno2o mpakma | Tommnota’, peora’, 3amop; 3amnop

yacmo: 6071b B xkuBOTE’
Hapywenus co cmopoubvl Kodcu u | o4enb wacmo: chilib (BKIIOYAss | yacmo: Chillb
NOOKOMCHBIX MKAHEl aJJIeprUYeCcKUil IEPMATUT), 3y/;
yacmo: HOUHAS TOTIUBOCTD,
CYXOCTb KOKH

Hapywenus co CMOpPOHLL | OYeHb  yacmo:  MBIIICYHbIE | yacmo: 00Nk B CIHHE,
MblUled o, KocmHou u | cymoporu, 0Ok B CIIVHE; MBIIICYHAS cnabocth’,
COCOUHUMENbHOU MKAHU ygcmo: apTpairus, Oolb B | apTpairus, 00JIb B KOHEUHOCTSIX
KOHEYHOCTSIX, MBIIICYHAS
cna6ocTh’
Hapywenusi co cmoponwl nouex u | - yacmo: MoYeYHAs
MOUesblBO0UUX nymell HEJI0CTATOYHOCTH®
Obwue napywenus u peakyuu 6 | odenb — yacmo: TOBBILEHHAs | wacmo: muxopanka’, actenus’,
Mecme 86edenus YTOMJISIEMOCT, acTenus’, | MOBBILIEHHAS YTOMISEMOCTh
nepudepuieckue OTEKH,
TPUMITONOT00HBIN CHUHJIPOM

(BKJIIOYAs TMXOPAAKY’, Kales);
4acmo: 03H00

" CM. «Omucanue oTaensHpix HPy.
® HP, 3aperucTpupoBaHHbIe Kak «cepbe3nbiey Bxoge KM MKIJIL.
Anroputwm, npumensieMslit aius MKJI:
¢ Kourpomupyemoe KU ¢daszsr 11 MKJT
- Bce HP, Bo3HuKkaromue B xoze JiedueHus y > 5 % mauumeHToB, NOJYYaBUIMX JEHAIUIOMU, U, KAK MUHUMYM, C 2%
pa3HuLEed B A0JSIX MEXAY TPYIIION JIEHATUIOMU/IA U TPYTIIION KOHTPOJISL.
- Bce HP, Bo3HmKaromie B xo/1e 1e4eHus, 3 1 4 CTEeH! TSHKECTH y > 1 % ManueHToB, MOMyYaBIIuX JCHATHIOMU,
1, KaK MUHUMYM, ¢ | % pa3HHIEeH B JOISIX MEXKAY TPYNIOH JICHATNIOMHAIA U TPYIIIONH KOHTPOJIS.
- Bce HP, Bo3HmKatomIie B Xoze JedeHus y > | % ManueHToB, MoyYaBIInX JICHATHAOMHU, U, KaKk MUHUMYM, ¢ 1%
pa3HULEH B AOJSAX MEXAY TPYIIIOHN JIEHATUIOMKIA U TPYNIION KOHTPOJIA.
e HUccaenosanne B ognoii rpynne KM dassr 11 y nanmenTos ¢ MKJI
- Bce HP, Bo3HuKaromue B Xo/1e JICUeHMsI Y > 5 % MmarueHToB.
- Bce HP, Bo3HuKaromue B X0/ie JieueHus.. 3 U 4 CTENCHH TSHKECTH Y 2 U 60Jiee MallueHTOB.
- Bce HP, Bo3HuKaromue B XoJie JieueHust y 2 1 00Jiee MallueHTOB.

Ceoonas mabauya HP 0ns komOuHupoannou mepanuu J1eHAIUOOMUOOM NPpU  DHONTUKYIAPHOU
aumM@ome u rumghome u3 Kiemox MapeUHaIbHOU 30HbL

Tabmuima 5 moATrOTOBIJICHA MO TaHHBIM, IMOJYYEHHBIM B X0/¢e npoBeaeHuss ocHoBHBIX KM (NHL-007
u NHL-008) y mnaumentoB ¢ @JI wmm JIM3, nomyyaBmux KOMOWHUPOBAHHYIO TEPAIUIO
JICHATUAOMHJIOM C PUTYKCUMAOOM.

o Tabnuya 5. HP, ommeuennvie 6 KU y nayuenmog ¢ @JI unu JIM3, nonyuasuiux nenaiudomuo
8 KOMOUHAYUU C PUMYKCUMADOOM

CHcTeMHO-0praHHbIiH IMo6ounbIe peakumuu HexenatenbHble  peakuuu

kJyacce/Ilpexnoyrnre/bHBIA (cymmapno)/ YactoTta 3 1 4 cTeneHn TAKeCTH/

TEPMHH YacrtoTa

Hngpexyuu u uneasuu ouenb wacmo: iHPEKIMN BEPXHUX | uacmo: THeBMOHUs, cercuc’,
JIBIXaTeIIbHBIX Iy TEH; OpOHXHT, racTPOdHTEPHT,
4acTo:  NHEBMOHHMSA’,  TPHII, | HHPEKIUH

OpOHXHUT, CHHYCHUT, WH(EKINH | MOYEBBIBOISIIINX ITyTEH
MOUYEBBIBOSIIINX MyTeH

Jlobpoxauecmeennvie, ouens Yacmo: CHHIPOM | Y4ACmoO: 0a3aJIbHOKJICTOYHAS
3710KAYeCmeeHHble U | «BCHBILIKK» OIYXOJIH ; kapuHoMa

HeYMOUYHEeHHble HOB00OPA306aHUs | Yacmo: TUIOCKOKIIETOYHBIH pak

(8KIIOYAsL KUCTNDLL U NOJIUNDL) KOXH *F
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CHcTeMHO-OpraHHBIN
kiaacce/IIpexnoyTuTe bLHbII
TEPMUH

ITo6ouHbBIE peaKm'lh' -

CTRARRATRTAH OGP

(cymmapHo)/ YacToTa

3 u 4 cTenenu TKecTH/
YacToTa

Hapywenus co cmoponvl Kpoeu u | ouens uacmo: HeWTponenus °, | ouens yacmo: veiitponenus ;
JuUMpamuyeckoll cucmemvl anemus’,  TpomOoumToneHusd *°, | wacmo: aHemus’,
JEHKONeHus ; TpomGonuTonenus’, GpeOpunbHas
yacmo: mamonenus” HelTponenus’,  JelKoneHus
mumdonenus
Hapywenuss  memabonuzma  u | ouenw 4acmo: CHIDKCHHUE | Yacmo: 006e3B0KHMBaHKE,
numanust anrmeTuTa, THIIOKATHEMUS; TUnepKanbIueMus’,  CHHKCHHE
yacmo: 06e3B0KUBaHUE’ anrmeTuTa, THITOKATHEMUS,
runodochaTeMus,
THIIEPYPUKEMUSI
Icuxuuecxue paccmpoticmsa yacmo: aenpeccusi, 0eCCOHHUIA | -
Hapywenus co cmoponwl nepgnotl | ouenvy uyacmo: TOJOBHas 00k, | wacmo: 0OMOPOK
cucmembl TOJIOBOKPYIKCHHUE;
yacmo: niepudepraeckas
He#pomnaTHs, U3BpaICHHE BKyCa
Hapywenus co cmoponwt cepoya | - uacmo: (uOprIISIIIS
npencepauit’
Hapywenus co cmoponwst cocyoos | uacmo: canxenue AJl ouenv yacmo: TD nerovyHoun

aprepun *°, camkenne AJI°

Hapywenus co CMOPOHbL
ObIXamenbHOU cucmembl, OpeaHo8
2PYOHOU KIemKU U CPed0CmeHUs.

O4€eHb 4acmao: OI[BIIHKEIO, Kalclib,

yacmo: 0016 B POTOITIOTKE

yacmo: ompika’

Hapywenusa co CMOopoHbl
HCEYOOUHO-KUUEUHO20 MPAKINA

ouenv yacmo: 601b B KHMBOTE’,
Juapesi, 3amop, TOIHOTa, PBOTA;

yacmo: 00Nb B BEpPXHEH YacTH
J)KMBOTA, JWCICIICHS, CTOMATHT,
CYXOCTb BO PTY

yacmo: 6oL B KUBOTE’, Mapes,
3arop, CTOMaTUT

Hapywenusi co cmoponwt koxcu u
NOOKOMCHBIX MKAHEl

OUYeHb Yacmo. CI:IHL*, KO)I(HbIﬁ
3y,

yacmo:. CYXOCTB KOXH, HOYHas1
IIOTJIMBOCTH, 3pI/ITCMa

Yacmo: ChIIb , KOKHBIN 3y

acTeHusi, mepuhepuIecKre OTEKH;
yacmo: 03H00

Hapywenus co CMOpPOHbL | OUEHb yacmo: MBIIIIEYHEIE | yacmo: ©00Ib B KOHEYHOCTSX,
MbIUEYHOT, KOCMHOU u | cymoporn, Oomp B  cmmHE, | OOJb B Iiee
COeOUHUMENIbHOU MKAHU apTpasrus;

yagcmo: 00Ab B KOHEYHOCTSX,

MHAIITH, 0OJIb B IIIEE
Hapywenus co cmoponul novek u | - uacmo: ocTpas MmoYyeuHast
MOYEBbIBOOSIUUX ymell HEJOCTATOYHOCTD'
Obwue Hapyuienus u peakyuu 6 | 04eHv 4acmo: nmuxopanka’, | uacmo: MTOBBIIIICHHAS
mecme 66e0eHUs. ITOBEIIIICHHAS YTOMJISIEMOCTbD, | YTOMJISIEMOCTh, aCTCHHS

Jlabopamopnvie u
UHCIMPYMEeHmMANbHble OalHble

yacmo:. CHHXKCHHUE MACCHI TCJIa

yacmo: oBblllieHne ypoBHA AJIT

" Cm. «Ommcanne oTnensHeIX HPy.

Anroput™m, npuMenseMblit s ©JI u JIM3.

«  Konrpomupyemoe KU1 ¢dassr 111

- HP, 8 KM NHL-007 — Bce HP, Bo3nukatromue B Xxone JjedeHuss y =>5,0% mMalueHTOB, MOJy4aBIINX
JICHATTMIOMHJI/pUTYKCHMA0, ¥ ¢ He MeHee yeM Ha 2,0 % Oounbmieit wactoroi (%) B TpyIIe JCHATHIOMUIA IO
CPaBHEHUIO ¢ KOHTPOJIBHOM IPyMIOi - (OIS U OLICHKH 0€30I1aCHOCTH).

- HP 3-4 ctenenu tsoxectu B KM NHL-007 — Bce HP 3/4 crenenu TshKecTH, BO3HUKAIOIINE B XO/I€ JICUEHUSA HE MEHee
yeM y 1,0 % manueHToB, NOTy4YaBIIUX JICHATHIOMH/pUTYKCHUMa0, u ¢ He MeHee 4eM Ha 1,0 % Oonplieli yacroron
B TPYIIIE JICHATUIOMHU/IA [T0 CPABHEHHUIO C KOHTPOJIBHOM IPYIIOH - (MIOMyJISIKs sl OI[CHKH O€30MaCHOCTH).
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- Cepbesnsie HP B KM NHL-007 — Bce cepbe3nsie HP, BD3HHKamIﬁELl:1I3:;cJ§"J{';£;I%ﬁIEQki ';Ib[:q-Eﬁ ';J:l';b-'%

MAIMEeHTOB, MOJYYaBIIUX JCHATHIOMUI/PUTYKCUMA0, 1 ¢ He MeHee yeM Ha 1,0 % OoJblel 4acToTOW B rpyrie
JICHATTMIOMHI/PUTYKCUMAO 1O CPABHEHUIO C KOHTPOJIBHOM IPpyNIoil — (MOMyJISus s OICHKH OE30MIaCHOCTH).
* Uccnenosanue B oxuou rpynne KU dasel 111 y nanueHToB ¢ MHAOJICHTHOW HEXO/DKKHHCKOH nuMdomoit (mHXJT):
- HP 8 K1 NHL-008 — Bce HP, Bo3HuKaromUE B X0A€ NeueHus y > 5,0 % nmanueHToB.
- HP 3-4 crenenu tsoxectn B8 KM NHL-008 - Bce HP 3-4 crenenu TsxecTn, BOZHUKarOMue B Xoxae tedeHus y >1,0 %
TIAIIEHTOB.
- Cepresnsie HP B K1 NHL-008 — Bce cepbesnsie HP, BozHUKatomue B xo/e gedeHus y > 1,0 % manueHTos.

®HP, oTMeuenHsle Kak «cepbe3nsie» B KU y marmentos ¢ ®JI u JIM3.

* OTHOCHTCS TOJBKO K cepbe3nsiM HP.

* O6001aKOIIHI TEPMUH «ChIITbY BKIIOYAET CJleAyIONIUE IIPeNOYTHTENbHbIE TEPMUHBI: Chlllb, MAKYJIONAIYJIE3HAS ChIIb,
KpanuBHUIA.

**O6006marom il TEPMHUH «IeHKONEHH BKIIOYAET ClIeIyIOIIHE IPEANOYTUTENbHbIE TEPMUHEL: ICHKONCHHS M CHIKEHHE
YHClia JEUKOLUTOB.

** O606maromuil TepMUH «IMMQpONECHHUD» BKIIOYACT CIEAYIONHE IIPEIIOYTHTEILHbIE TEPMHMHBL: TUMQONEHHUS U
CHIDKEHHE YHCIia TUM(OIUTOB.

Cesoonas maéﬂuua HP, OMMEUEHHbIX 60 6peMA nocmpezcucmpayuoOHH0o20 NPUMEHEHUA

B npomonnenue k BbimeykazaHHbIM HP, BeissBneHHBIM B Xoae ocHOBHbIX KW, Tabnuma 6
MOATOTOBJICHA HA OCHOBE 00BETMHEHHBIX MOCTPETHUCTPAIIMOHHBIX TAHHBIX.

o Tabnuya 6. HP, 3apecucmpupoganuvie 8 NOCMpe2UCMpayuoHHOM nepuooe y NAyueHmos,
NOYUABUIUX TIEHATTUOOMUO

Kaacc  cucremnl  opranos/ | Bee HexkesgaTeabHble | HexkenatenabHsie peaknnu 3 u 4
IlpennouTuTeNabHbI TEPMUH peakuuu/Yacrora creneHu TsizkecTn/Yacrora
Hugpexyuu u uneazuu Heu36ecmHo: BHUPYCHBIE | HEU38eCMHO: BHPYCHBIC
UHPEKIIH (Bimoyast | mHMEKIUU (BKiMIOUAst
OTOSACHIBAIOIIUN JUIIai U | OMNOSICHIBAIOLIUH JUIIai u
peaKTHUBAIUIO BUpYyCa | peaKTHBAINH BHpYycCa
renatuTa B) renatuTa B)
Jlobpoxauecmeennvie, - peoKo: CUHIIPOM JIN3KCA OITyXOJH
370Ka4ecmeeHHble u
HeymouHeHHble
H08000paA306anUs (6xmouas
KUCMbL U NOAUNDBL)
Hapywenus co cmopoHul Kposu u | Heuz8ecmHo: npuoOpeTeHHas | -
AUMPamu4ecxkol cucmemol reMoQuIHs
Hapywenusa co CMOPOHYL | peoxo: aHaUIAKTUYECKas | peodKo: aHa(UIaKTHYeCKas
UMMYHHOU CUCTHEMbL peakuus peakuus
HEU3BECTHO: OTTOpIKEHHE
TpaHCILIaHTaTa COJIUTHOTO
oprana
OHOOKpUHHblE HAPYWEHUS 4acmo: THIIEPTHPEO3 -
Hapywenus co CMOpOHbL | Heuacmo: JeTOYHas TUIIEPTEH3US | Heuacmo: JIeTOYHas
OdvixamenvHoll cucmemul, TUIEPTCH3US;
opeanos  2pyOHOU  KIemKu U Heu36eCmHO: MHTCPCTHIIUATBHBII
cpedocmenus ITHEBMOHHT
Hapywenus co CMOpoHbL | - Heu38ecmHo: MaHKPeaTuT,
HCEYOOUHO-KUUEUHO20 MPAKINA nepdoparms  XKKT  (Bkrouas
npoboaeHue TPBIKH,
nmephopalid  KUIICYHHKA |
TOJICTOM KUIIKH)
Hapywenus co cmoponwvt neuenu | Heuszgecmuo: oCTpas IIEUCHOYHAS | HEU36eCMHO: OCTpasi IeUeHOYHAs
U JHCenesbl8o0AWUX nymell HEI0CTATOYHOCTh , TOKCHYECKHUHM | HEJIOCTATOYHOCTh , TOKCHYECKHUIA
renaTur , [IATOJIUTHYECKUHA | TeMaTuT
renaTur XOJIECTATUICCKUIMA
renaTur , CMEIIaHHBIN
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Knace  cucrembl  opranos/ | Bee HexeaaTebHbie |-HERe AT eabHbe pearnan 04
TpeanoyTuTe bLHBIH TepMuH | peakuun/YactoTa cTenenH TsikecTH/YacToTa

LUTOJIUTUYECKUHN /
XO0JIECTATUYECKUI TelaTUT
Hapywenus co cmoponwl xoocu u | - Heyacmo: aHTUOHEBPOTHYCCKUI
NOOKOJCHBIX MKAHEl OTEK;

peoko:  cuHupom  CTuBeHCa-
JI>KOHCOHa ', TOKCUYECKUI
SIUAEPMANLHBIA HEKPOJIN3
HeU38eCmHo:
JICMKOITUTOKIIACTUYCCKHI
BaCKYJIUT, JIeKapCTBEHHAS
peakmus ¢ DO3WHOPUINEH |
CHCTEMHOI CUMIITOMATHKOMN

" Cum. «Ommcanne oTaeIbHBIX HP.

OnucaHue OTACIBHBIX HEXKEIATCIbHBIX PCAKIIMH

Tepamozennocmb

JlenanumoMua SBISETCS CTPYKTYPHBIM aHAJIOTOM TalMJIOMHUJAa — AaKTHUBHOTO BEIIECTBA,
00J1a/1a10IIIero TepaTOreHHBIM Y((GEKTOM U BBI3BIBAIOIIETO TSHKENbIC )KU3HEYTPOKAIONIIE aHOMAIHN
pa3BUTH y 4enoBeka. JIeHanuIoMu MHIyIUPOBaI y 00€3bsiH MOSBICHHE BPOXKACHHBIX aHOMAIIUH,
CXOXHX C ONMMCAHHBIMU U TanuaomMuna (cM. pasgen 4.6.). Ecnm neHanmaoMuna mocTymaer B
OpraHu3M BO BpeMs OEpEMEHHOCTH, MOXHO IPOTHO3UPOBATH €0 TEPATOTCHHBIHN 3P (eKT.

Hevimponenus u mpomboyumonenus

Bnepevie ouaznocmuposanuas  MHOMCECMBEHHAS MUEIoMA: NAUUEHMbl, KOMOPbIM _NOKA3AHA
MPAHCHAAHMAYUUS, ROAVHASUUE JTEHATUOOMUO 8 KOMOUHAYUU ¢ Obopme30MUbOM U 0eKCAMemAa30HOM

Hefitponienus 4 crenenu TspkecTd HaOmomanack y 2,8 % u 28,7 % MaIMeHTOB B UCCIIEIOBAHUIX
PETHEMA GEM2012 u IFM 2009, coorBercTtBeHHO. DebpuiabHas HEHUTpONeHHs 4 CTEIeHU
TsprecTn HaOmoanacek y 0,0 % u 1,1 % nanuenTos B uccnenoBanusx PETHEMA GEM2012 u [FM
2009, cOOTBETCTBECHHO.

Tpomborutonenus 3 winu 4 creneHW TspkecTd Habmogamack y 6,3 % u 18,5 % manueHToB B
ncciaenosanngsx PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepesvie ouaznocmuposannas muoxcecmeennas mueaoma.: nayuenmol nocae TI'CK ¢ nocieoyoweni
noodeparcusarouel mepanuel 1eHaIudoOMuooMm

ITonnepxxuparomas tepanus JeHaauaomuaoM nociae TI'CK wame compoBokaanach pa3BUTHEM
HelTponeHun 4 creneHu, yeM B rpymnne mutane6o (32,1 % B cpaBHenun ¢ 26,7 % [16,1 % B
cpaBHeHuH ¢ 1,8 % nmocie Hayana nognepxkuBaroniei tepanuu| B xoge KM CALGB 100104 1 16,4 %
B cpaBHeHuu ¢ 0,7 % B KU IFM 2005-02, coorBercTtBeHHO). Y 2,2 % mauuentoB B KU CALGB
100104 u 2,4 % nanuentoB B K1 IFM 2005-02, cOOTBETCTBEHHO, 3apETUCTPUPOBAHA HEUTPOIICHHUS,
KOTOpasi mpuBeNa K MPEeKpaIeHUI0 Tepanuu JeHamugoMu1oM. OeOpriibHas HeUTporneHus 4 CTeeHH
TSPKECTH Pa3BUBATIACH CO CXO0KEW YaCTOTOM B IpyIIe NOAAEPKUBAIOIIEH TePANuu JIEHATUAOMHIOM
u rpymne miamnedo B obounx KU (0,4 % B cpaBuenun ¢ 0,5 % [0,4 % B cpaBaenuu c 0,5 % mnocne
Hauana noaaepxuatoiend Tepanuu] B KM CALGB 100104 u 0,3 % B cpaBuennu ¢ 0 % B K1 [FM
2005-02, cOOTBETCTBEHHO).

[TonnepxuBaromas Ttepanusa JeHamuaomuaom mnocie TI'CK wame BbI3bIBana pa3BUTHE
TpoMOOIMTONIEHUH 3 WK 4 CTENEeHU TshKecTH, ueM 1utanebo (37,5 % B cpasuenuu ¢ 30,3 % [17,9 %
B cpaBHeHuU ¢ 4,1 % nocne Havana noaaepskuparomieil tepanuu] B xoge KM CALGB 100104 u
13,0 % B cpaBuenuu ¢ 2,9 % B KU IFM 2005-02, cOOTBETCTBEHHO).
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mparncnjianmayus, nojaydasuiue JICHAIUOOMUO 8 KOM6uHauuu C 60Dm€30Mu60M U 0eKcamemasOHoM

B uccnenoanun SWOG S0777 uelitponieHus: creneHu 4 TshkecTu Habmomanack B rpynne RVd
pexe, ueM B rpymme cpaBHeHus Rd (2,7 % B cpaBuenuu ¢ 5,9 %). B rpynmax RVd u Rd 6wina
3aperucTpupoBaHa aHAJIOTMYHAs YacTOTa pa3BUTUS (eOpMIIbHON HEUTpONeHUH 4 CTETEHU TAKECTH
(0,0 % B cpaBuenuu c¢ 0,4 %).

TpomOoruronenust 3 unu 4 creneHu TsoKecTH Habmonmanack B rpynne RVd game, yem B rpynme
cpaBuenust Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepesvie ()uaenocmupoeannaﬂ MHOMNCECMBEHHAA Mueioma. nadyueHmsl, KOmopviM He NnoKasaHda
mparncnjianmayus, nojaydasuiue JICHAUOOMUO 8 KOM6MHGHMM C 0excamemasoHom

[Ipy npumeHeHWM KOMOWHAIIMU JICHATUIAOMHIA C JIeKCaMeTa30HOM Yy TmanueHtoB ¢ BJAMM
O0TMEYAJIOCh YMEHBIIIEHUE YacTOThl BOSHHKHOBEHHsI HeWTpormeHuu 4 creneHu Tspkectu (8,5 % B
rpynme Rd (wenpepsiBHOe sieuenue) u Rd18 (ieuenun B Tedenume 18 4-HenmenbHBIX ITUKIOB) B
cpaBHeHnu ¢ 15 % B rpynne MPT). debpuibhas HelTponenus 4 creneHn HaOIroanach HEYACTO
(0,6 % B rpynne Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynne MPT).

[Ipn mpuMeHeHMH KOMOWHAIMK JICHATHIOMHA C JEKCAaMETa30HOM Yy mMmanueHtoB ¢ BJIMM
OTMEUYAJIOCh YMEHBIIIEHNUE YaCTOThl BO3SHUKHOBEHHS TPOMOOIMTOTNICHUU 3 W 4 CTENEHU THKECTH
(8,1 % B rpynne Rd u Rd18 B cpaBuenuu ¢ 11,1 % B rpynne MPT).

Bnepesvie ()uaznocmupoeannaﬂ MHOMNCECMBEHHAA Mueioma. nadyueHmsl, KOmopvimM He NnoKdad3aHda
mparncnjianmayus, nojaydasuiue JICHAUOOMUO 8 COYCNAHUU C Me]lqba]laHOM u nDeaHMS’OJZOHOM

[IpumeneHue JeHaNUIOMHIa B KOMOMHAIMKM C MendanaHOM U MPEIHU30JI0HOM Yy MAIMEHTOB C
B/IMM compoBoxgaioch 0ojiee BBICOKONW YacTOTOM BO3HMKHOBEHHSI HEUTpONEHHMH 4 CTENeHU
(34,1 % B rpynne MPR+R/MPR+p) mno cpaBaenuto c¢ rpymnmnoii MPp+p (7,8 %). DOnuzozas
(debpunbpHON HeWTponiennu 4 creneHu HaOmoxanuch vame (1,7 % B rpynme MPR+R/MPR+p mo
cpaBuenuio ¢ 0,0 % B rpynne MPp-+p).

[IpuMmeHeHHE JIeHATHIOMHIa B KOMOMHAIMK C MendalaHOM U MPEIHU30JI0HOM y TAIMEHTOB C
BJIMM comnpoB0k1a710Ch TMOBBIIIIEHHOM YaCTOTOW BOZBHUKHOBEHHUS TPOMOOIIMTOIICHUH 3 U 4 CTETICHU
sokectH (40,4 % B rpynnie MPR+R/MPR+p) no cpaBaenuro ¢ rpynmoit MPp+p (13,7 %).

Mnoorcecmseennas muenoma: nayuermol, NOAVYUSUIUE KAK MUHUMYM 0()HV JUHUIO mepanuu

[TpuMmeHeHre KOMOMHAIINY JICHATHIOMHU/IA C IEKCAMETa30HOM y MarueHToB ¢ MM COIpOBOXKAaI0Ch
MOBBIIICHUEM YacTOThl pa3BUTHUA HeWTporneHun 4 creneHu Tsokectd (y 5,1 % mnamueHToB,
MPUHUMABIIUX JICHAIMJOMHUJl C JIeKcaMeTa3oHOM, Mo cpaBHeHuo ¢ 0,6 % y mnamueHTos,
MIPUHUMABIINX KOMOWHAIIUIO JEKCaMeTa3oHa U Iiane6o). dedpuiibHass HEUTponeHus 4 CTENeHU
TSOKECTH y TAIIMEHTOB, MPUHUMABIINX KOMOMHAIIUIO JICHATUIOMHUIA C IEKCAaMETa30HOM, OTMEUanach
Hevyacto — 0,6 % (y manueHToB, MPUHUMABIINX KOMOWHAIIMIO IeKcaMeTa3oHa u marebo — 0,0 %).

[IpumeneHne KOMOWMHAIIMK JIEHAIMJIOMHIA C JIeKcaMeTa3oHoM Tnipu MM  compoBOXaaIoch
MOBBIIIEHUEM BEPOSITHOCTU Pa3BUTHsS TpoMmOoruToneHuu 3 u 4 crenenu tsoxectd (9,9 % u 1,4 %,
COOTBETCTBEHHO, Yy MAallMEHTOB, NMPUHUMABIINX JEHATUIAOMHU]l C JIEKCAMETa30HOM, OTHOCUTEIBHO
2,3 % u 0,0 % y manueHToB, TPUHUMABIINX KOMOMHAITMIO JIEKCaMeTa30Ha U Tu1aneoo).

Hayuenmul ¢ MUETOOUCHIACTIUYECKUMU CUHOpOMAaMU

VY nanuentoB ¢ MJIC, nony4daBmux Tepanuo JEHAIUIOMHIOM, Yallle pPa3BUBAIACH HEUTponeHus 3
u 4 crenenu Tsokectu (74,6 % y MalMeHTOB, MOIYYaBIIUX JIEHATUIOMHUI, IO cpaBHEHHIO ¢ 14,9 % y
ManueHToB, moiydaBmux mane6o, B KU ¢azer 1II). Cnyuan ¢ebpunpnoit HeliTponieHnu 3 u 4
CTETICHH TSHKECTH OTMEUCHHI y 2,2 % MalueHTOB B TPYIINE TePaiy JICHATUIOMUIOM, 10 CPABHEHHIO
¢ 0,0 % y marmuenToB B rpymme tiarne6o. [IpuMmeneHune neHaaIuaOMHIa Yalle COMPOBOXKIACTCS
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JIEHAIMIOMHU/I, TIO CPaBHEHHUIO ¢ 1,5 % manuenToB, nomyyasimux 1iamne6o, B KU dazsr I11).

Hayuenmol ¢ aum@omon u3 Kiemox MaHmuiHoU 30Hbl

V¥ nanuenTtos ¢ MKJI yainie pazBuBasiack HeliTponeHus 3 u 4 crenenu tskecty (y 43,7 % nanueHTos,
MOJTy4aBIIUX JEHATUAOMU], IO cpaBHEeHHIO ¢ 33,7 % manueHToB B KOHTpoabHOM rpymnme B KU ¢a3b
II). Cnyuyaun ¢hebpunbHOI HeliTporieHuu 3 U 4 CTENeHHM TSHKECTH OTMedeHbl y 6,0 % manueHTos,
MOJTy4aBLIUX JIEHAJTUIOMM/IL, IT0 CPAaBHEHUIO € 2,4 % MalMeHTOB KOHTPOJIBHOW IPYIIIIHI.

Hayuenmul ¢ GbOJZJZMKVJZ}lDHOIZ JluMd)OMOIz ujau JZMMGbOMOI:Z U3 K1emoK MApeUHAIbHOU 30Hbl

[Ipumenenue neHanmIoMuaa B KomOnHanuu ¢ putykcumadom npu OJI wnm JIM3 cBs3ano ¢ 6omee
BBICOKOM 4YacTOTOW pa3BuTusi HedTpormeHuu 3 win 4 creneHu Tsokectd (50 % y HaIMeHTOB,
MOJIyYaBIIUX JIEHATUIOMU/pUTYKCcUMa0, B cpaBHeHHMH c 12,8 % y malMeHTOB, MOJIy4aBIIUX
iane6o/purykcumad). Bee cnyyan HeiTporieHun 3 WM 4 CTETIEHU TSHKECTH OBbUTM OOpaTHMBI IIPU
IPEPBIBAHUM TEPalluM, CHWKEHUM J03bl W/WIM NOJAEP)KUBAIOLIEM JIEYEHUH (aKTOpaMH pPOCTa.
Kpowme toro, Heuacto Habmonanacs pedpuinbHas HerTponenus (2,8 % y manueHToB, NOJyYaBIIuX
JEHAIMJOMUJI/pUTYKCUMa0, 1o  cpaBHeHnto ¢ 0,6 % y  ManUeHTOB,  MOJIyYaBIIUX
ane6o/puTykcuman).

[Ipumenenue neHamuaoMuAa B KoMOMHaIMK ¢ putykcumadbom npu OJI u JIM3 Takke CBSI3aHO C
OoJiee BHICOKOM 4acTOTON TpoMOoUuUTONEHHH cTerneHu 3 uiH 4 (2,3 % y manueHToB, MOTy4aBIINX
JEHAIMJOMUJI/pUTYKCUMa0, 1o  cpaBHeHuto ¢ 1,1 % y  manueHToOB,  MOJIyYaBIIUX
ane6o/puTykcuman).

Benosnas mpombosmbonus

[TpuMmeHeHne KOMOMHAIINY JICHATHIOMHU/IA C IEKCAMETa30HOM y MarueHToB ¢ MM COIMpOBOXKAaI0Ch
MOBBIIEHHBIM PUCKOM pa3BUTHsI TpoMO03a ri1y0okux BeH U TO jerounoil aprepun, B TO BpeMsl Kak
B KOMOMHaIMU ¢ MendaaaHoM U IPEeAHU30JI0HOM, a Takke y nauueHToB ¢ MM, MJIC u MKIJI na
(hoHE MOHOTEpaNuH JCHATUIOMHUIOM ITOT PHUCK Obul HIKE (cM. paszen 4.5.). OgHOBpeMEHHOE
Ha3HAYEHHUE IPUTPONOITUICCKUX CPEJICTB WIH HATUIHE TPOMOO3a ITyOOKUX BEH B aHAMHE3€ TaKKe
MOTYT YBEIUYUTh PUCK T OCI0KHEHUI Y TaHHOW IPYNIIbl NAalMEHTOB.

Hugpapxm muokapoa

VY nanueHToB, MPUHUMABLINX JEHATUIOMUJ, OTMEUYaIuch ciydau pa3Butus MM, ocobGeHHO mpu
HAJTMYUU U3BECTHBIX (DaKTOPOB PHCKA.

Fexwoppazuqecxue OCJIOJCHEHUA

I'emopparnueckue OCIOXKHEHHS YKa3aHbl B COOTBETCTBUU C CUCTEMHO-OpTaHHOW KilaccuuKarmei,
a UMEHHO, HAapYIIEHUSI CO CTOPOHBI KPOBH U JUM(PATHUECKON CHUCTEMbI; HAPYIIEHUSI CO CTOPOHBI
HEPBHOM cucTeMBI (BHYTpUUYEPEITHOE KPOBOM3IIUSHUE); CO CTOPOHBI JABIXaTEIbHOM CHCTEMbI, OPraHOB
TPYAHON KJIETKH U CpPeJoCTeHHUs (HOCOBOE KPOBOTEUEHHE); >KEITYyJOYHO-KHUILECYHbIE HapyIICHUS
(TMHTHBAJIBHOE, TEMOPPOUIAIBHOE, PEKTAThHOE KPOBOTEYEHHUS); CO CTOPOHBI TOYEK U
MOYEBBIBOJSAIINX MyTeH (TreMaTypusi); TPaBMbl, HHTOKCUKAIIMHA W OCIIOKHEHHS MporeAayp (ymmuo) u
CO CTOPOHBI COCYZIOB (3KXHMO3BI).

Aﬂﬂepzuqecmte PeAKyuU u miditceiible KOMNCHble peaKyuu

HmeroTcs cooOLieHns 0 pa3BUTHH AUICPIHUECKUX PEaKLUi, BKIIOYash aHTMOHEBPOTHYECKUI OTEK,
aHA(DUIAKTHYECKYI0 DPEAaKLHUI0 M TSDKENbIX KOXKHBIX peaklui, BkIo4as cuHApoM CTuBeHca-
JIKOHCOHA, TOKCHUECKUH AMUAePMaNIbHBIA HEKPOJIU3 U JIEKAPCTBEHHYIO PEAKIIMIO C 203UHO(UIHEH
u cucteMuoi cumnromatukoi (DRESS-cunapom), npu npumeHeHnu TeHanuaomMuaa. B muteparype
cooOmraercss 0 BO3MOXKHON MMEPEKPECTHOM peakuud MEXIY JCHATUIOMHIOM M TaJHIOMHIIOM.
JlenanmpomMu He ciaenyeT Ha3HAdaTh MALMEHTaM, B aHAMHE3€ KOTOPBIX OTMEYAINCH TSKEIIbIC
(bopMBI CBHIIIM MIPH MTPHEME TaTUAOMHIA (CM. pa3aen 4.4.).
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Ilepsuunvle 310kauecmeeHHble ONYXOIU OPY20U NOKATUIAUUU

COOTBETCTBYET ZKCNEPTHOMY OTUETY

HoBrle 3110KauecTBEHHbIE HOBOOOpa3oBaHus, oTMeuasiuecs B KU y manueHToB ¢ Muenomoi nocie
NPUMEHEHHsT KOMOWHAIMM JICHAIMAOMHIA C JEKCaMETa30HOM II0 CPaBHEHUIO C KOHTPOJIEM,
MPEJCTABISUIN COOOH, ITaBHBIM 00pa30M, 0a3aIbHOKIETOUHBIA MIIN TNIOCKOKIICTOUHBIH paK KOXKH.

Ocmpuwiii muenoudnwiii netikoz (OMJI)

Muoorcecmesennas muenoma

Crygan OMJI Ha6moganvcs B KM BJIMM y narnueHToB, MOTy4YaBIIuX JCHAIUIOMU] B KOMOWHAITUA
¢ mendananom unu cpasy ke nocie BJIM/TT'CK (cm. pasnen 4.4.). OMJI e nabmonancs B KU y
nanueHToB ¢ BJIMM, nonmy4aBmmx JeHaTUAOMUT B KOMOMHAITMHN JEKCAMETa30HOM TIPU CPAaBHCHUH
C TATUAOMHUJIOM B KOMOMHAIMH ¢ MeNI(aTaHOM U TPETHU30TIOHOM.

Muenooducnaacmuyeckue CUHOpPOMbl

Hcxonuble mepeMeHHbIe, BKIIIOYAsl CIOXKHBIE IUTOT€HEeTHYecKre aHomanuu u TP53 mytanum,
acCOMHUPOBAINCH ¢ TporpeccupoBanueM 10 OMJI y nmanuentoB ¢ MJIC5q u 3aBUCUMOCTBIO OT
remorpancysmii  (cm. pasgen 4.4.). Ilpenackasyemass JBYXJIETHSIE COBOKYIHAsi YacTOTa
nporpeccupoBanus 10 OMJI cocraBuiia 13,8 % y manuentoB ¢ MJIC5q no cpaBrenuto ¢ 17,3 % y
nauueHtoB ¢ MJIC5q 1 oHON JOMOJHUTEIBHOM IIUTOT€HETUYECKOM aHoMmanuel, u 38,6 % — y
MaMEHTOB CO CIIOKHBIM KapuoTUNOM. B xone perpocnektuBHoro ananusza KU nenannnomuna npu
neuennn M/IC, npexncka3yemas IByxJIeTHss yacToTa nnporpeccuposanust 10 OMJI cocrasuna 27,5 %
y HNAlMEHTOB C MOJOKUTENbHBIM pe3ysbTaroM UI'X-pS53 u 3,6 % y manmeHToB ¢ OTpULATEIbHBIM
pesyabtarom UI'X-p53 (p=0,0038). ¥ mamueHToB C MONOXUTENbHBIM pe3yiabTarom MI'X-p53,
yactoTa nporpeccupoBanus 10 OMJI 6bu1a HUXKE cpeau TeX, KOTOPbIE TOCTUTIIN HE3aBUCUMOCTHU OT
remotpancdysuii (11,1 %), mo cpaBHeHuto ¢ naueHTamu 6e3 Takoro orsera (34,8 %).

Hapywenus co cmoponul neuenu

B nocTperucrpanimoHHOM EpHO/Ie 3apEruCTPUPOBAHBI CIIEIYIONINE HAPYIIEHUSI CO CTOPOHBI IEUEHU
(dacToTa HEM3BECTHA): OCTpas TEYCHOYHAs HEAOCTAaTOYHOCTh W XoJsiecTa3 (00a MOTEHIMAIBHO
(baTanbHbIE), TOKCHYECKUMN renaTur, LUTOJIMTUYECKUM renaTur, CMEIIIaHHBIN
UATOIATAYECKUN/X0JIECTATUYECKHUH TeaTuT.

Paboomuonuz

beimn oTMedeHbl pEAKUC Cllydaun pa6I[OMI/IOJ'II/IBa, B HCKOTOPBIX M3 HHUX JICHATUIAOMUI IMMPUMCEHAIN
COBMCCTHO CO CTaTHHaMH.

3abonesanus wumosuoHoll Jicenesvl
Coobmanocs 0 ciay4asx BOSHUKHOBEHHS TUIIOTHPEO3a U TUIIEpTUpeo3a (M. pa3zaen 4.4.).
Cunopom «ecnviukuy onyxoau (TFR) u cunopom auzuca onyxoau (TLS)

B xone K11 MCL-002 npumepno y 10 % mnanueHTOB, MOJy4YaBUIMX JIEYEHHE JICHATUAOMUIIOM,
pa3Buiics cuaapoMm TFR o cpaBrenuto ¢ 0 % B rpynme KOHTpOs. BoJbIIMHCTBO Ciy4aeB BO3HUKIIO
BO BpeMs | IIMKIJIa Tepanuu; BCe OHU PACIICHUBAIMCH KaK CBSI3aHHbBIE C Teparueil; u OONBIIMHCTBO
ciydyaeB Obuto 1 unmm 2 crenmeHW TskecTH. [lallMeHTHI ¢ yCTaHOBIEHHBIM B XOJI€ JUArHOCTHKU
BBICOKMM MEXIyHapOAHBIM IPOrHOCTHUECKUM MHAEeKcoM (MIPI) mnm ucxoaHo reHepann3oBaHHON
numboaneHonaTuel (HaIuyue, Kak MUHAUMYM, OJHOTO o4ara JAMaMeTpoM >7 CM) MOTYT UMETh PUCK
pazsutuga TFR. B KM MCL-002 TLS 3apeructpupoBan y 1 manueHTa B KaXJI0il U3 ABYX Ipymil
neuyenus. B nononaurensaom KM MCL-001 npumepro y 10 % nanuentos pa3suwica TFR; Bce onn
pacleHUBAINCH KaK CBA3aHHBIC C Tepanueil; u Bce ObUTH | win 2 cTeneHu TshkecTu. bonbumHCTBO
ciy4daeB pa3BuBasioch Bo BpeMms | mukia tepanun. B K1 MCL-001 He oTMedeHo citydaeB pa3BUTHSA
TLS (cm. paznen 4.4.).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

rpynne neHamuaomun/purykcumad u 'y 1/180 (0,6 %) manueHToB B rpymme mianedo/purykcumMad.
bonpmass wacte cmywaee TFR (18 w3 19) Osima 3apeructpupoBaHa B TpyMIe
JICHAIUJOMHU/I/PUTYKCUMA0 U BO3HUKIIA B TEUCHHE TIEPBHIX ABYX HUKIOB JiedeHus. TFR cremenn 3
TSDKECTH HAOJI0IAJICS y OJTHOTO MAIMEeHTa U3 TPYIIIBI JICHATUIOMUI/pUTYKCUMa0 1 He HaOro1amcst
HU y OJIHOTO ManueHTa rpynmnsl mianebdo/purykcumad. B uccnenosannn NHL-008 TFR nabmonancs
y 9/222 (4.1 %) nanueHTOB; (3apeructTpupoBaHbl 4 ciiydas | cTenmeHH TsSHKECTH U 5 ciydaeB - 2
CTETICHH TSKECTH); OJIMH 3apPETUCTPUPOBAHHBIN ClTydail OBUT COUTEH Cephe3HBIM. B mccnenoBanuu
NHL-007 TLS Bo3nuk y aByx mnamueHToB (1,1 %) u3 rpymnmsl JieHanuIOMUA/puTykcumMad u He
HaOmonacs Hu y oxHoro u3 nanueHtoB ¢ ®JI, momyyaBmmx rurane0o/puTykcumMad; HA y OJJHOTO
nanueHTa He 3apeructpupoBanbl HP crenenu 3 unu 4. B uccnenosanuu NHL-008 TLS Bo3HuK y
oxHoro nanuenta (0,5 %). Oto enuncrBennas HP Opina maentudunuponana kak cepbesnas HP 3
creneHn Tsbkectu. B uccnenoBanun NHL-007 HU onMH M3 MAIMEHTOB HE MPEKPATUI TEPAINHIO
JIEHAIUIOMUIOM/pUTYKCUMaboM 1o nipuurHe Bo3HUKHOBeHUS TFR wm TLS.

3abonesanus JKKT

ITepdoparus XKXKT Obuta 3apeructpupoBana Ha (oHE NMpUMEHEHUs JeHanuaomuzaa. [lepdopanus
KKT moxeT mpuBOAUTH K CENTUYECKUM OCIOKHEHUSIM U (haTaTbHOMY UCXOITY.

COO6H.I€HI/IG 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKIINAX

BaxHo cooOmare 0 mogo3peBaeMbIX HEKENATEIBHBIX PEAKIUAX IMOCIE PErHCTPaluy Ipenapara ¢
[[eTbI0 00ECTICUCeHUs HEMPEPHIBHOTO MOHUTOPHHTA COOTHOIIEHUS «II0JIb3a-PUCK» JIEKAPCTBEHHOTO
npenapara. MEIUIMHCKUM paOOTHUKAM PEKOMEHIYETCS COOOIIaTh O JIFOOBIX IOI03PEBAEMBIX
HEXKENATEbHBIX PEeaKIMIX JEKaPCTBEHHOTO MpernapaTta 4yepe3 HalMOHATbHBIE CUCTEMBI COOOIICHUS
0 HEXKEJATENBHBIX PEaKIUIX TOCYIapCTB-WICHOB EBpa3suiickoro 3KOHOMHYECKOTO COI03a.

Poccuiickas ®@edepayus

denepanpHas cayx0a o Haa30py B cepe 3apaBooxpaHeHus Poccuiickoit @enepanuu
Anpec: 109012, r. MockBa, CnaBsiHckas miiomanis, 1. 4, ctp. 1.

Ten.: +7 (800) 550-99-03

OnexrponHas noura: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIIMOHHO-TEIICKOMMYHHKAIIMOHHOM ceTH «THTepHeT»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI

Toxcuueckue IMPOSABJICHUA, JHUMHUTHUPOBABHIUMEC BCIWYMHY JO03bI B 3THUX MCCICIOBAHUAX, ObLIU
HUCKIIOYUTCIIBHO I'€MAaTOJIOTUYCCKUMMU.

JleyeHune

CrennanbHOro IUIaHa AEWCTBUH IPU NEPENO3UPOBKE JICHAIUIAOMHUJA B HACTOSIIEE BpPEMs HeE
BbIpa0OTaHO, HECMOTPS Ha TO, YTO B HCCIIEJOBAHMUSIX MO OMPEIEICHUIO Uana3oHa /103 4YacThb
ManMCHTOB MOJy4Yaja J03bl OO0 150 MI', a B UCCIICOJOBaAHUAX B03,Z[€I>'ICTBI/I$I OI[HOKpaTHOﬁ J03bI — 10
400 Mmr  mpemapata. B ciyyae  mepelo3MpOBKM  PEKOMEHIYETCS  CUMITOMaTH4YecKas
IMOAAEPKUBAIOIIAs] TEPATIUSL.

5. PAPMAKOJIOTMTYECKHUE CBOMCTBA
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(NOCNELOBATENBHOCTE 0002)

5.1. ®apmakoguHAMHYECKHE CBOICTBA

®apmakoTepaneBTUYECKas rpyIa: UMMYHOAEIIPECCAHTBL; IPYTUe UMMYHOAEIIPECCAHTHI.
Ko ATX: LO4AX04

MexaHn3M OelCTBUSA

JlenanuooMu CBS3BIBAETCS HEMOCPEACTBEHHO C IEpEOSOHOM, KOMIOHEHTOM (EpPMEHTHOTO
kommuiekca KyJUIMH-RING  E3  yOukBUTHMHIMTa3wl, KOTOpbli Bkirouaer Oenok-1 (DDBI),
CBSI3BIBAIOIIUIACS C TIOBPEKIACHHON Ae30KkcupuOonykienHoBoi kucinoroit (JIHK), kymmun 4 (CUL4)
u perynastop KyanuHoB 1 (Rocl). B reMomnosTmdeckux KIETKax CBS3bIBAaHHME JICHAIUIAOMHUIA C
nepedsionoM MobOmimzyeTr cyocTpatHele Oenku  Aiolos u Ikaros, sBastomuecs ¢akTopamu
TPAHCKPUMNIMU B JIUM(POUIHBIX KJIETKaX, 4YTO TNPUBOAUT K HX YOWHKBUTUHHUPOBAHUIO H
MOCIIeAYIONIEMY pacraxy U 00yclIaBIuBaeT MPsSMble HUTOTOKCUYECKUH U UMMYHOMOAYIHPYIOIIHIA
3¢ PEKTHI

B uactHOCTH, JeHanuAOMUI MHTUOMpPYET Hpoiudepanuio U yCHIMBAET amoNTOo3 OIMpelelIeHHbIX
3JI0KaY€CTBEHHBIX T€MaTOMOATHIECKIX KIETOK (BKITIOYAs KIETKH MHOKECTBEHHOU MueiaoMbl (MM),
kieTku (pommmkysipHoit muMdombr (DPJI) M KIETKH ¢ JIETECHUSAMH XPOMOCOMBI 5), yCHJIMBAET
UMMYHHTET, ONOCPENOBaHHBIM T-kileTkaMu © KIeTKamu-ecrecTBeHHbIMH Kuiuiepamu (EK), u
yBenunuuBaeT unciio EK, T-knetok u EK T-knerok. [Ipun muenonucmnactuaeckom cuaapome (MJIC)
c wusonupoBaHHOM gnenemwet 5q (MJCS5q) nenamumomun —u30UpaTeNbHO  MHTHOHMpYET
MaTOJIOTHYECKUN KJIOH, YCHJIMBAs aromnTo3 KJIETOK ¢ M30JMpOBaHHOW nenernued 5q. KomOunamms
JEHAIMJIOMHJIA U PUTYKCHMaba yBEIMYMBAET aHTUTEIO3aBUCHUMYIO KJIETOYHYIO ITUTOTOKCHYHOCTD
(A3KLI) u mpstMOif armonTo3 3JI0Ka4eCTBEHHBIX KIeTOK DJI.

MexaHu3M eHCTBUS JIEHAINIOMH/IA TAKXKE BKIIOYAE€T aHTUAHTMOTEHHBIE U IIPO3PUTPOIIOITHUECKHE
cBoiicTBa. JleHamuaoMuJ UHTUOUpYeT aHTUMOreHe3, OJIOKUPYS MUTpPALUI0 U aJare3uro
SHJIOTEIHAIBHBIX KJIETOK M 00pa30oBaHHME MHUKPOCOCYAOB, IMOBBIIMIAECT MPOIYKIMIO (HEeTaTbHOTO
remoriaobuna CD34+ CTBOJOBBIMH T€MOMOITUYECKHUMH KJICTKaMH, M HMHTHOUPYET MIPOTYKIIHUIO
MPOBOCIIANIUTENBHBIX LUTOKUHOB (Hampumep, QakTopa Hekpo3a omyxonu ainbda (PHO-a) u
uHTepneiikuna-6 (MJI-6)) moHommTamu.

Kimmanueckas 3dbdhekTUBHOCTE ¥ 0€30I1aCHOCTD

OddekTUBHOCT, W 0€30MacHOCTh JICHATUIOMHAA OBUIM HW3Y4YeHBI B IIECTH KJIMHHYECKHUX
uccnenoBanusix (KW) ¢asst 11 npu Briepseie nuarnoctupoanHoii MM (B/IMM), B nByx KU dasst
III mpu permauBupyromieii pedpakrepuoit MM, B omnom KU dassr 111 u B omrom KU dazser I mpu
MJIC, B ognom KU da3er Il npu mumdpome u3 kinerok mantuitoit 3ou61 (MKJI), B onnom KU dass
III 1 omrOM KU hazsr I1Ib ipu dhomnmukynsapuoit iumdome (DJI) u mumdome KI1eTOK MapruHaaIbHON
30HbI (JIM3).

5.2. ®apmMakoOKHHEeTHYECKHE CBOMCTBA

JlenanuaoMua UMeeT B CBOEH CTPYKType ACUMMETPUYECKUH aToOM yIJIepoJa, MO3TOMY MOXKET
CYIIIECTBOBATh B BUJIE JBYX ONTHYECKH aKTHUBHBIX GopM: S(-) u R(+). JleHamumomua npencraBiser
co0Oi paleMuuecKyro cmech. JleHanuaoMuj OOBIYHO JIydllle PpacTBOPSIETCS B OPraHUYECKHX
pacTBOPUTENSIX, HO MMEET Hawirydinyr pactBopumocth B 0,IN OydepHomM pacTBOpe CONSIHON
KHCIIOTBHI.

AGcopOrus

ITocae npuceMa BHYTPb HATOIAK 3J0POBLIMU ,Z[O6pOBO.HBI_IaMI/I JICHAJIINAOMU 6I>ICTpO BCaChIBacTCs,
IIpU 3TOM MaKCUMallbHas KOHIIEHTpalus nocturaercs yepe3 0,5-2 4 mociie 0 JHOKPATHOTO MpHeMa.
VY manueHToB, a TaKXke 30POBBIX TOOPOBOIBIEB MaKCUMalIbHAss KOHIEHTPAIUS (Cmax) ¥ TJIOMIAIb
oA KpuBo# «koHIeHTpanus-Bpems» (AUC) Bo3pacTaioT MpONnoOpIHUOHATBHO YBEIUUYEHHIO JT03BI.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

OTHOCHUTEJIBbHBIE 3KCIIO3ULIMH S- U R-3HaHTMOMEPOB JIEHAIMIOMHUIA COCTABIISIFOT TpUMeEpHO 56 % un
44 %, cootBeTcTBEeHHO. [IprMeHeHME mpenapaTa ¢ MUIIEH C BBICOKMM COJEPKAHHEM JKUPOB M
BBICOKUM COJIEP’KaHHEM YTJIEBOJIOB Y 3/J0POBBIX I0OPOBOJIBIEB TOHUKAET CTENICHb BCACHIBAHHSL, UTO
npuBoauT K ymeHbmieHnt0o AUC npumepHo Ha 20 %, a Cmax Ha 50 % B mutasme kpoBu. OJHAKO B
ocHoBHbIXx KW mpenapatra npu nedenun MM u MJIC, B KOTOpHIX OBLIM YCTaHOBIICHBI
3¢ (HeKTUBHOCTh M 0€30MAaCHOCTh JICHAIUOMHU/IA, MMAMEHTHl IPUHUMAJH MpenapaT He3aBUCUMO OT
npueMa nuimu. Takum oOpa3oM, JEHATUIOMH] MOKHO HMPUHUMATh BHE 3aBUCHUMOCTH OT NpHEMa
MALLH.

PeByHBTaTBI MOMyJIsINUOHHOTO aHain3a (bapMaKOKI/IHeTI/I‘IeCKI/IX JaHHBIX ITOKAa3aJIk, YTO CKOPOCTb
BCAaChIBaHMS JICHATUIOMUA TTOCIIE TPUEMa BHYTPh aHajornyHa y narueHtoB ¢ MM, MJIC u MKJL.

Pacnpenenenue

In vitro cesa3p (1*C)-nenanumomusa ¢ 6enkaMu mIa3Mbl KpOBU ObIIa HU3KOM, U B CPEHEM COCTABIISIA
23 % u 29 % y nauueHToB ¢ MM H 310pOBBIX JOOPOBOJIBIIEB, COOTBETCTBEHHO.

Jlenanuaomu npucyTcTByeT B ceMeHHOM kuakoctu (< 0,01 % oT 103b1) mocie npuemMa ero B J03€
25 Mr B CyTKH (Mr/CyT), HO HE ONpPEAENSAETCS B CEMEHHOW JKHUIKOCTH 370POBBIX JTOOPOBOIIBLIICB
cnycTs 3 JHS TOCIe MpeKpalieHus mpuemMa npenapara (cMm. pazzaen 4.4.).

Buorpanchopmariust

PesynbpTaTel uccrnenoBaHMii MeTaboiM3Ma in Vitro yKas3bIBalOT, YTO H30(EPMEHTHl CHCTEMBI
nurtoxpoMa P450 He MpUHUMAIOT ydacTUsi B METa0OIM3ME JICHATUAOMHUIA Y YEIOBEKa, MOITOMY
MeTaboIMuecKre JIeKapCTBEHHbIE B3aUMO/ICHCTBUS P COBMECTHOM NMPUMEHEHHUH JICHAIMOMU/IA U
MpernapaToB, WHTHOUPYIOMUX HM30PEPMEHTHI CHUCTEeMBl mHUTOXpoma P450, MaloBepOsSTHBI.
Pe3ynbTaThl ucciaenoBaHUl in Vitro IEMOHCTPUPYIOT OTCYTCTBHE HMHTHOMPYIOIIETO JAEWCTBUA
neHanmugomuna Ha nzopepmentel CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A unnm
UGT1A1. Takum 06pazom, MaJOBEPOATHO, YTO JICHATUIOMHUJ OyJEeT CIOCOOCTBOBATH PA3BUTHIO
TMOOBIX KIIMHUYECKU 3HAUUMBIX JIEKAPCTBEHHBIX B3aMMOICHCTBHM IPHU OJTHOBPEMEHHOM Ha3HAYCHHUH
¢ cyOcTpaTamu 3THUX U30()EPMEHTOB.

[To maHHBIM UCCIENOBaHUI in Vifro JEHATUAOMU] HE SBJsETCS cyOcTpaToM Oeska pe3sUCTEeHTHOCTH
paka Moo4HOH >kene3sl uenoeka (BCRP), mepeHocunkoB Oeska MHOKECTBEHHOM JIeKapCTBEHHOM
ycroitunBoct (MRP) MRP1, MRP2 unu MRP3, nepenocunkoB oprannyeckux aHuoHoB (OAT)
OATl u OAT3, nonunenTuaa-nepeHocurka opraHudeckux anuoHoB 1Bl (OATPI1BI),
nepeHocunkoB opranndeckux katnoHoB (OCT) OCTI1 u OCT2, 6enka 3KCTpy3Ur JICKapCTBEHHBIX
npenapaToB U TOKCUHOB (MATE) MATE!] u opurnHanbHbIX IEPEHOCYMKOB OPraHUUECKHUX KATHOHOB
(OCTN) OCTNI1 u OCTN2.

HccnenoBanus in vitro moKasaiH, 4TO JEHAIMIOMU HE OKa3bIBaeT MHTMOUPYIOLIETO JeHCTBUS Ha
KCTIOPTUpPYIONIYI0 ToMIy coneit skemunbix kuciaor (BSEP), BCRP, MRP2, OATI, OATS3,
OATPI1BI1, OATPIB3 u OCT2.

OIMMUHAIMS

Bonbinas yacTh JieHaIuI0MUIa BBIBOAUTCS TOYKaMu. BKita moueyHoi SKCKpeIuy B 00N KIIMPEHC
y MaIMeHTOB ¢ HOpMaIbHOW (yHKIHEH modek coctaBisia 90 %, a 4 % eHanmuaoMuaa BEIBOAMIOCH
KHUIIEUHUKOM.

JlenanuooMu NpakTUYECKH HE METa0OJIM3UpYyeTcss B OpraHusme, Tak Kak 82 % ero mo3bl
BBIJICIISICTCS IOYKAMU B HEU3MEHEHHOM BHJIE. [ MapoKCcu-neHanuagoMua U N-alueTuii- JIEHATUIOMHK T
coctaBisitoT 4,59 % u 1,83 % OT 3KCKpEeTUPOBAHHOM [103bl, COOTBETCTBEHHO. [loUedHbIl KIMpPEHC
JICHAJMIOMHUIA TPEBBIIIAET CKOPOCTh TJIOMEPYJSIPHOW (QHUIBTpAIlMH, TaKUM 00pa3oM, IMpPOLECC
BBIBEJICHUS UMEET, B HEKOTOPOU CTETICHH, M aKTUBHBIN xapakTtep. [Ipu mpueme B go3ax 5-25 Mr/cyT
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5 u y nauuentoB ¢ MM, MJIC u MKIJIL.

Oco0Oble T'PYIITBI TAITUEHTOB

Ileuenounas neoocmamournocmes

dapMaKkOKMHETHKA JICHATHIOMHUAA H3ydanach y MAalleHTOB C IMOYEYHOH HEeAOCTaTOYHOCTHIO,
BBI3BAaHHOH HE3JI0KAYECTBEHHBIMU MTPHUMHAMU. B 3TOM ucClie[oBaHUH TSI OIEHKU (DYHKIIUU TTOYEK
WCIIOIB30BaJIM JIBa METO/a: U3MepeHue rnodeynoro kinupenca kpearuHuHa (KK) B Teuenue 24 4 u
pacuer KK no ¢opmyne Kokpodra-I'onta. Pe3ynaprarsl mokaszaau mponopLUOHATIBHOE CHIDKEHHUE
o0Iero KiIMpeHca mperapara mo Mepe CHKeHHs GyHKuuu modek (< 50 mu/MuH), B pe3ynbTare
npuBoauBiiee Kk nosbimeHuto AUC. 3nauenuss AUC noBblmanuch npumepHo B 2,5, 4 u 5 paz y
MAIMEHTOB € MOYEYHON HEAOCTATOUHOCTHIO CPETHEN U TSHKEJIOW CTENEHU TSKECTH U TEPMUHAIBHOU
cragueii moueynoit HenocratoyHoctu (TCIIH), cooTBETCTBEHHO, NO CPaBHEHUIO C TPYIIIONH,
OOBEIUHAIONICH TAIMEHTOB C HOPMAJbHOW (YHKIHMEH TIOYEeK W TMAIlMEHTOB C TOYEYHOU
HEJIOCTAaTOYHOCTBIO JIETKOM CTENEeHU TsKecTu. [lepro moryBbIBEICHUS JICHAIUIOMUIA TTOBBILIAJICS
npumepHo ¢ 3,5 41 (y manuerToB ¢ KK > 50 mi/mun) 1o 6omnee 9 4 (y mamuentoB ¢ KK < 50 mn/Mun).
[Ipu sTOM TOUYEYHAss HEJOCTATOYHOCTh HE BIMsJIAa Ha abCOPOIMIO JICHATUAOMHUIA TPH MpUEME
BHYTpb. 3HaueHus: Cmax He pa3Inyalliuch y 3J0POBBIX TOOPOBOJIBIEB U MAIMEHTOB C MOYEYHOM
HegocraTouHOCThO. [IpumepHo 30 % mnpenapara BBIBOOWJIOCH M3 OpraHM3Ma B XOj€ 4-4acoBOIO
ceaHca Juanu3a. PekoMeHJalMu MO M3MEHEHMIO J103bl IpernapaTa y MalMeHTOB C IOYEeYHOU
HEJIOCTaTOYHOCTBIO MIPUBEJEHBI B pazjene 4.2.

Ileyenounas neoocmamounocmos

[TonmynsaumoHHpld  aHamM3  (ApMAKOKMHETUYECKMX  JAaHHBIX  MAlMEHTOB C  IEYEHOYHOU
HEJIOCTAaTOYHOCTHIO JIETKOU cTeneHu TsokecTH (N=16, oommit Ounupyoun B 1-1,5 paza mpeBblaeT
BepxHoto rpanuily HopMbl (BI'H) wmun ACT > BI'H) mokasan oTCyTCTBUE BIUSHHUS ITEUYEHOYHOM
HEJO0CTaTOYHOCTHU JIETKOW CTENEeHH TSHKECTU Ha KIMPEHC JIeHATUIoMHIA (IKCIO3UIHMIO B IJIa3Me).
JIaHHBIX B OTHOLIEHUH MAMEHTOB C MEYEHOUYHOW HEJOCTATOYHOCTBIO CPEAHEN U TSAKEIION CTENEHU
TSPKECTH HE MOTYUYEHO.

ﬂuua nooaHCUs10c0 so3pacma

Cnenunanpabix KW ans oneHku (apMakOKWHETHUKH JICHATUIOMHUAA Yy TOXHUIIBIX TAllMEHTOB HE
NpOBOIMIOCH. [lONMyNsSMOHHBIN aHaW3, B KOTOPHIM OBUIM BKJIIOYEHBI (apMaKOKMHETUYECKHE
JJAaHHbIC TAIMEHTOB B Bo3pacTe OoT 39 no 85 ner, He BBISIBWI BIMSHUS BO3pacTa Ha KIHPEHC
JeHATUIOMHUA (IKCIIO3UIUIO B IUIa3Me). YUYUTHIBAS IOBBIIICHHYIO BEPOSTHOCTh HapyIICHHS
(GYHKIMA TTOYEK B TMOXKHIJIOM BO3pacTe, CIEAyeT COONIoAaTh OCTOPOKHOCTH MPH TMOAO0PE 03B
npernapara 1 OCyIECTBIATh THIATEIbHBIN KOHTPOJIb (PYHKIMH MOYEeK Ha (POHE MPOBEICHHS TEPATIHH.

pyaue snympennue gpaxmopwi

[TonmynsuuoHHbIl aHanu3 (papMaKOKMHETHYECKMX JaHHBIX IOKa3al OTCYTCTBHE KIMHUYECKH
3HAYUMOTO BIHUSHUS Maccel Tena (33-135kr), moma, packl W BUIA OHKOTEMATOJIOTUYECKOTO
3aboneBanus (MM, MJIC niaun MKJI) Ha KIMpeHC JeHaTMA0MU/Ia Y B3POCIIBIX MAIlIEHTOB.

5.3. JlaHHble JOKIMHUYECKO 0e30MacHOCTH

[lo pesynpraTaM HCCIEIOBAaHUS OCTPOH TOKCHUYHOCTH MHMHHUMAJbHBIE JIETAIbHBIE JIO3BI
JIEHAIMJIOMHJIA TIOCIIe BBEJEHUSI BHYTph cocTaBisuid > 2000 mr/kr/cyT y rpeizyHoB. [loBTOpHOE
nepopajgbHOE BBeACHUE mpernapata B 103ax 75, 150 u 300 Mr/kr/cyT KppicaM B Te€UECHHE 26 HEICNb
BBI3BIBAJIO 0OpAaTUMOE, CBS3aHHOE C TepaINKei MOBBIICHIHE MUHEPATU3AlUY TOYEYHOHN JIOXaHKH TIPH
BBEJICHUU BcexX 3 7103, HauboJsee 3aMeTHOE Y caMoK. J[03a mpenapara, He IPUBOASIIAS K PA3BUTHIO
HaOmonaeMeix HexenarenbHbIX d(hdextoB (NOAEL), cocraBmsia MeHee 75 MI/KI/CYT, YTO
MPUMEPHO B 25 pa3 BbIIlI€ 3HAUCHUS €KETHEBHOM AKCHO3UIMH y YEJIOBEKa, UCXOMAS M3 3HAYCHUS
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tedenue 20 HeJeNb MPUBOIMIIO K THOEIH )KUBOTHBIX M PA3BUTHIO 3HAUMMON TOKCUYHOCTH (3aMeTHas
1oTepsl Beca Tela, yMEHbUIEHHUE YKciia S3pUTPOLIUTOB, JEMKOLUTOB U TPOMOOILIUTOB, TEMOPPArHH BO
MHOTHX OpraHax, Bocnasienue ciusuctoi obosnouku XKKT, atpodus numpaTrueckoid cucTeMbl U
KOCTHOTO Mo3ra). [loBTOpHOE mepopaibHOE BBEAEHHE 00€3bsiHaM JICHAIWJOMHUAA B no3ax | u
2 Mr/kr/cyT B mepuoa a0 | roma mpuUBOAWIO K PA3BUTHIO OOpATUMBIX W3MEHEHHH KJIETOYHOTO
COJEPKUMOTO KOCTHOTO MO3Ta, HE3HAUUTEIbHOMY YMEHBIIECHUIO COOTHOIIIEHUS
MUEIIOUTHBIX/3PUTPOUIHBIX KIETOK U aTpo(uu BHIIOUKOBOW keJe3bl. HesHaunTenpHOe CHUKEHHE
KOJINYECTBA JICHKOLIUTOB OTMEYEHO IPU NMPUMEHEHUH [03bl JeHaIuaoMuaa 1 Mr/kr/cyT, koropas
COOTBETCTBYET TAKOM K€ J103€ AJIA YeloBeka, ucxos u3 cpasuennit AUC.

B uccnenoBaHusx MyTareHHOCTH in Vitro (TeCT OLEHKH OOpaTHBIX MyTallil Ha OaKTepHsIX, aHAIN3
XPOMOCOMHBIX a0eppanuii B JuM@ornurax nepudepruyeckoidl KPOBH 4YesIOBEKa, T€HOTOKCUUYECKHI
TECT Ha KJIETKax MbIIIUHONW JUM(OMBI, HCCIEIOBaHUE TpaHCPOpPMALUK KIETOK 3MOpHOHA
CHPHUICKOTO XOMSIUKA) | in Vivo (MEKDPOSIIEPHBIH TECT Ha KPhICaX) HE OTMEUYCHO BIUSTHHUS IIperapara
Ha TEHETUYECKOM MJIM XPOMOCOMHOM YypoBHe. McciemoBaHusi KaHIEPOTEHHOCTHM Iperapara He
MIPOBOTAIIH.

HccnenoBanusi TOKCHYECKOTO BIMSHHUSA IIperapara Ha pa3BUTHE SMOpUOHA/IUIOAA paHee
MIPOBOAMIIMCH HAa KPOJMKAX. B 3THX Mcce0BaHUAX KPOJIMKaM BHYTPb BBOAMIIU Mpenapar B 103ax 3,
10 u 20 mr/kr/cyt. Ilocne npumenenust mpemapara B mo3zax 10 um 20 mr/kr/cyt orMeuanu
710303aBUCUMYIO areHe3UI0 CPeHEN J0IH JIETKOT0, a IPU BBEJCHUU 710361 20 MI/KI/CYT - CMEICHHE
nouek. XOTs 3TU HeOJaronpusTHbIC SABJICHUS HAOIIOAATUCh IPU MPUMEHEHUH 1103, TOKCUYHBIX IS
OepeMEeHHBIX CaMOK, OHM MOTYT ObITh OOYCIIOBJICHBI MPSMBIM BO3/eHCTBHEM mpemnaparta. Ha ¢gone
npuMeHeHust ipenapara B go3ax 10 u 20 Mr/Kr/cyT Takke oTMedalid U3MEHEHHUsI CKeJleTa U MATKUX
TKaHEW Ioja.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcmoMoOraTe/ibHbIX BelIECTB

ConepKUMO€ KarcCyJbl:

JlakTo3a

[emnrono3a Mukpokpucraumueckas (tum 112)
Kpockapmennosa Hatpust

Maruus creapat

000J104YKa KAICYJIBL:

Jlenanuoomuo, 5 me, kancynvl:
Kenatun

Bonma ounniennas

Turana quokcun (E 171)
Yepuuna yepHpie™®
Jlenanuoomuo, 10 me, kancynol.
Kenatun

Bonma ounniennas

Turana quokcun (E 171)
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Kpacurens «comueunsrii 3akar xentsiii» (E 110)
Yepuuna yepHpie™®

Jlenanuoomuo, 15 me, kancynol.

Kenmatnn

Bonma ounniennas

Turana quokcun (E 171)

Kpacurens xene3a oxcun kpacHsiii (E 172)
Yepuuna yepHpie™®

Jlenanuoomuo, 25 me, kancynol.

Kenatnn

Bonma ounniennas

Turana quokcun (E 171)

Uepnwuia yepHpie™

*Yepnuna yepHule:

IIenmak

OTaHon

N3onponanoin

Byranon

IIponniieHrnuKonb

AMMHaK BOTHEIN

Kpacutens xenesa okcup uepusiii (E 172)
Kanus rugpoxcun

Bona ouuniiienHast

6.2. HecoBmecTHMOCTDH

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

2 roja.
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(NMOCNEOOBATENEHOCTE 0002)

6.4. OcoObie Mepbl MPEIOCTOPOKHOCTH NPU XPAaHEHUU

XpaHuTh Npu TEMIIepaType He Bbiie 25 °C.

6.5. XapakTep u coaepkaHue YNIaKOBKH

ITpu npousBoacTee, hacoBke U ynakoBke Ha «Xerepo Jlabce Jlumureny

ITo 10 xancyn B 6mmuctep uz [I1BX-Amomuanii-OITA/Amomunanii ¢ mokpeituem TCJL.
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ITo 21, 28 nmu 100 kamcyn Bo ¢iakoHe M3 TOJUDTHICHA '&%6@&%?&@EH%VE5%H%§I

TUTACTUKOBOM KPBILIKON € 3aLIUTOH OT CIIy4aifHOTO OTKPBIBaHMS 1eThbMH. Kaxkaplil (hi1akoH COnepKUT
KOHTEHHEp C CUITUKATeJeM.

[To 6 6mucTepoB wiu 1o 1 GrakoHy BMECTE ¢ MHCTPYKIMEH IO TPUMEHEHHUIO B MMaYKy KapTOHHYIO.
IIpu ymakoBke Ha OO0 «MAKHNU3-ODAPMAY

ITo 1, 2 nnu 3 Gauctepa, uinu 1o 1 daakoHy BMECTe C HHCTPYKIIMEH MO MPUMEHEHHUIO B MAYKy W3
KapTOHA.

6.6 OcoOble Mepbl NMPETOCTOPOKHOCTH NMPH YTHIM3ANMUN HUCIOJb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WJjiM OTXO0J0B, MOJYYEHHBIX MOCJe NMPUMEHEHHUs] JEeKAPCTBEHHOr0 Mmpemnapara, u
Apyrue MaHMIYJISIIMHU € IpenapaToM

MepEl IPeaoCcTOPOKHOCTH, HPUHUMAaEMEbIe IIEpe]l IpUMEHEHHEM IIpenapara v Ipu DaGOTG C HUM

He crnenmyer oTkpbIBaTh WM pa3aBiuBaTh Karcyibl. ECiM MOpOIIOK JIeHATUAOMHIA TIOMaAeT Ha
KOXY, CIEQyeT HEMEIJEHHO TIIATEIbHO MPOMBITH KOXY BOAOW ¢ MbuIOM. Eciu jeHanumoMun
MOMNazeT Ha CIM3UCThIC 000J0UKH, KX HEOOXOAMMO THIATEIHHO MPOMBITH BOJIOMH.

MenunuHcke pabOTHUKKM M JHUIA, OCYIICCTBISIONIME YXOJ, TOJKHBI HOCHUTH OJHOPA30BHIC
MepyaTKy Ipy 00paleHUH ¢ OIMCTEPOM MIIH KaIlCyJoi. 3aTeM nmepyaTku cielyeT OCTOPOKHO CHSTD,
9TOOBI HE JOMYCTUTh KOHTAaKTa C KOXEH, MOMECTHTh B T€PMETHUYHBIN MOJMITHUICHOBBIA MAKeT H
YTHIM3UPOBATh B COOTBETCTBHH C MECTHBIMU TpeOoBaHusAMU. [lociie 3Toro pyku ciielyer TUIaTeabHo
BBIMBITh BOJIOM C MBLUIOM. bepeMeHHbIM KEHIIMHAM WM >KEHIIUHAM, KOTOPBIE MMOJ03PEBAIOT, UTO
OHU MOTYT OBbITh O€PEMEHHBI, HE CIIEIyeT MPUKACcaThCsl K OJIUCTEpy WU KarcyJe.

YTuauzanus

Heucnonp3oBaHHbIM MpenapaT peKOMEHAYeTCS BO3BpPaTHUTh B MEIUIMHCKOE YYpEeXKIECHUE IO
OKOHYAHUM JICYCHHUS JIsI 0€30IIaCHOTO YHHUTOKEHHUSI B COOTBETCTBUH C MECTHBIMH TPEOOBAHUSMU.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMU S

Nunus
Xerepo Jladc Jlumuten

«Xetrepo Kopmopeiit», 7-2-A2, Wunactpuan Ocreiitc, Canar Harap, Xaiinapabax — 500018,
Tenanrana, Uagus

Tenedon: +91-40-23704923/24/25

On. mouta: contact@hetero.com
7.1. IIpeacTaBUTENb AePKATE/IsI PETHCTPALMOHHOIO YI0CTOBEPEHUS

IIperen3uu nmorpedbuTeeil HAIPABISATH 110 aIPECY:

Poccuiickas ®@edepayus

MOCKOBCKOE MpeICTaBUTENHCTBO KoMmaHuU «Xetepo Jladbc Jlumurteny (Munus)
109029, r. MockBa, ABTOMOOWJIBHBIN Mpoe3, A. 6, cTp. 5.

Ten./pakc: +7 (495) 981-00-88

On. mouta: DrugSafety-Russia@hetero.com
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8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'Q YAOCTOBEPE S | =/ 1EHOCTE 0002)

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOT O ITPEITAPATA

JlekapcTBeHHBIN Mpenapar OTHOCUTCS K KaTETOPUH OTITYCKa 10 PELenTy.

OOm1ast XapakTepUCTUKA JIEKAPCTBEHHOTO Mpernapara JIeHaauIoMu JOCTYITHA B €IUHOM PeecTpe
3apErHCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEACTB EBpa3zmiickoro SKOHOMHYECKOTO COK03a M Ha
ouIaILHOM caire YIIOJTHOMOYEHHOTO opraHa (3KCmiepTHOM OpTaHU3AIIHH )
(http://Ik.regmed.ru/Register/EAEU_SmPC).
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