COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 07.04.2026 N2 7113

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT O IPEAAPATA "

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Jlenanmunomua, 5 Mr, KancyJsl.
Jlenamupomun, 10 Mr, Kancyisl.
Jlenanmunomua, 15 Mr, Kancysmsl.

Jlenanuaomun, 25 Mr, KamncyJibl.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JelicTByroniee BEMIECTBO: JICHATUIOMHUI.

JleHaTUIOMUI, 5 M, KAIICYJIbI

Kaxpnas kancyna cOIepKuT 5 Mr JIeHaaIuI0MHU/1a.

BemectBa, HanMuue KOTOPBIX HAJ0 YYUTHIBATh B COCTaBe JIEKApPCTBEHHOIO Ipernapara: JIaKTo3a,
HATPHIA, KPACUTEIIb COJIHCUHBIH 3aKaT JKeNThIN (CM. paszaen 4.4).

Jlegannonomua, 10 Mr, KamcyJisl

Kaxnas xancyna cogepxut 10 Mr ieHanuaomMuaa.

BemectBa, Hanuuue KOTOPBIX HAJ0 YYUTHIBATh B COCTaBe JIEKApCTBEHHOIO Ipemnapara: JIaKTo3a,
HATPHIA, KPACUTEIIb COJIHCUHBIH 3aKaT JKeNThIN (CM. paszaen 4.4).

Jleganuoomua, 15 Mr, KamcyJisl

Kaxxnas xancyna cogepkut 15 Mr ieHanuaoMuaa.

BemecTBa, HamuuMe KOTOPBIX HAJAO0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOIO Iperapara: JakKTo3a,
HATpPUil, KPACUTEb COJHEYHBIH 3aKat >KeNThIi (cM. paszen 4.4).

JleHanuoomMu, 25 M, KarcyJibl

Kaxxnas xancymna cogepkuT 25 Mr JICHaTHI0MUAA.

BemecTBa, HamuuMe KOTOPBIX HAJA0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOIrO Iperapara: JaKTo3a,
HATpUil, KPACUTEb COJHEYHBIH 3aKat >KeNThIi (cM. paszen 4.4).

[TonHbI TepevYeHs BCIIOMOTATEIbHBIX BEIIECTB MPUBEIEH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancymsr.

JleHamuooMua, S MI, Karcvyibl

TBepable xenaTuHOBBIE Karcynbl Ne 2, Henpo3paunble. Kopmyc Oenoro mpera, Kpbllieyka KeiaToro
LBETA.

Jlenamuaomua, 10 mMr, Karcyisl

Teepasie xenatuHOBbIe Karcynbsl Ne 0, Hermpo3paunbie. Kopmyc 6enoro 1Bera, Kpblleyka *KeJIToro
IBETA.

Jleganuoomua, 15 Mr, KamncyJisl

TBepnble xenaTuHOBbIE Karcynbl Ne 0, Herpo3paunslie. Kopnyc 0enoro mpera, Kpblllieyka KeiaToro
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LBETA.

JlemanguooMua, 25 Mr, KarcCyJIbl

TBepuble sxenaTuHOBbIE Karcynbl Ne 0, Herpo3paunsie. Kopmyc 0enoro mBera, Kpbllieyka >KeiaToro
LBETA.

ConeprkaHue Karcyll JIr000H T03UPOBKHU: MOPOLIOK OT O€0ro 10 0en0ro ¢ KeJITOBaThIM OTTEHKOM
1Bera. Jlonmyckaercs ymioTHEHUE COIEPKUMOT0 KaICyJsbl B KOMKH.

4. KIMHUYECKHUE JAHHBIE

4.1. ITokazaHusl K NIPUMEHEHHUIO

[Ipenapat Jlenanumomua nokazan K IPUMEHEHUIO Y B3POCTIBIX.

MHoKecTBEHHAsI MHUEJIOMA

B xomOuHaImu ¢ 60pTe30MHOOM M JIEKCaMETa30HOM IS JICUCHUST B3POCIIbIX MAIIMCHTOB C PaHEE HE
JIEYEHHOM MHOXECTBEHHON MHEIOMOM.

HJ’IH MNOAACPIKHUBAIOIICTO  JICHCHUSA B  MOHOTCpAllMKM  B3POCJbLIX IMAOWMCHTOB C  BIICPBBLIC
HHaFHOCTHpOBaHHOﬁ MHO’>KECTBEHHOM MHCJIOMOM  IIOCIIC TPAaHCINIAHTAallMK ~ AYTOJIOTMYHBIX
TEMOIIO3THYCCKHUX CTBOJIOBBIX KJICTOK.

Jlyis ieYeHns B COCTaBe KOMOMHUPOBAHHOW Tepanvyl B3POCIBIX MAIMCHTOB C paHee HE JICUCHHON
MHOECTBEHHON MHUEJIOMOW, KOTOPBIM HE IMOKAa3aHa TPAHCIUIAHTALIMS T€MOIIOATUYECKUX CTBOJIOBBIX
KJIETOK.

B KOM6I/IHaI_II/II/I C JCKCAMCTA30HOM JJIA JICHCHU A B3POCIbIX ITAITUCHTOB C MHO>KECTBECHHOM MPICJIOMOP'I,
KOTOPBLIC ITOJYUYNIIN, I10 MCHBIIICH MCpPE, OAHY JIMHUIO TCPAIINU.

MuenoaucIacTUuYeCKUe CUHAPOMBI (MI[C)

Jliist TedeHns B3pOCIBIX MAMEHTOB ¢ TPaHC(PY3MOHHO-3aBUCUMON aHEeMHUeH, pa3BUBIIeHcs Ha (oHE
MJIC HM3KOM WM NPOMEXYTOYHOM-1 TpYyNIBI pUCKA, ACCOLUMUPOBAHHBIX C LIUTON€HETHYECKUM
HapylIeHHEM B BHUJE Jeleuuu 5q B NMPUCYTCTBUU WIM B OTCYTCTBHE JAPYTHX LUTOTCHETHYECKHUX
HapyLICHUN.

JIumdoma u3 kaerox ManTuiiHo# 308561 (MKJI)

JUist TedeHust B3pOCIbIX NAllMEHTOB ¢ peluIuBupyoei uiu peppaxkrepaoit MKIIL.

Domnukyisipaas auMboma (DJI) mwiu nuMmdboMa U3 KIIETOK MaprUHAIBHOH 30HEI (JIM3)

B xomOunanmu ¢ putykcumabom (antu-CD20 aHTHUTENnOM) JUIsl JI€UEHHUs B3POCIBIX MAIUEHTOB C
panee neuennor OJI wim JIM3.

4.2. Pe:xum 103MpOBaHus U c10CO0 MPUMeEHEHHUs!

Jleuenne  mpemapatom  JleHamugomua — HEOOXOAMMO — TMPOBOJUTH  TOJA  HAOMIOJCHUEM
Bpaya-XMMHOTEPAIEBTA.

Jlnst Bcex MOKa3aHUW, YKa3aHHBIX HUXKE:

e li3MeHeHue 1036l JOIKHO MTPOU3BOIUTHCS Ha OCHOBAaHUH KIIMHUYECKHX U JJa0OPAaTOPHBIX TAHHBIX
(cm. paznen 4.4).

e lI3MeHeHue J103bl B XO/I€ JICUEHUS HJIM €r0 BO30OHOBJICHHUS CIIeyeT MPOU3BOIUTH NPH PA3BUTHH
TPOMOOLIMTONIEHUH, HEUTPONEHUH 3 U 4 CTETIEHU TSHKECTU WM JPYTUX BUIOB TOKCUYHOCTH 3 U 4
CTEIIEHU TSAKECTH, CBA3b KOTOPBIX C IPUMEHEHUEM JICHAIMIOMU/IA HENb3s UCKIIFOYUTD.

e B cinyyae HEHTpPONEHUHU CIEAYET PacCMOTPETh BO3MOXKHOCTH Ha3HAUYEHHUs HAalMEHTY (akTopa

2



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 07.04.2026 N2 7113
pocra. (NOCNEQCBATENEHOCTE 0001)

e Eciu ¢ MOMEHTa MPOMYIIEHHOIO0 MPUEMa OYEpPEIHOW J03bl IMpernapara mpourio Meree 12 y,
MAUEHT MOXKET MPUHATH 3Ty MPOIMYIISHHYIO 03y, a €CJIU MPouUio 6ojee 12 4 — NpomyieHHyo
03y MpUHUMATh He cienyer. Crneayromias 103a A0KHA ObITh MPUHSTA HA CIEAYIOUIUN JIeHb, B
0OBIYHOE BpeMsI.

e Jlns OCyLIECTBICHUS NPUBEIECHHBIX PEKHMOB J03UPOBAHHS HEOOXOJUMO MPUMEHATH IPYyrue
3aperuCTPUPOBAHHBIC ITPEMApPAThI JICHATUIOMHIA B COOTBETCTBYIONIMX JO3UPOBKAX (B TOM YHCIIE
2,5 mr, 7,5 mr, 20 mr).

PexxuM o3upoBaHus

Bnepevie ouacnocmuposanuas mroscecmseennas mueroma (BJIMM)

Jlenanuoomuo 6 xombunauuu ¢ _Oopme3omubom U 0eKCcamemasoHom Oas JeYeHus 63POCablX
NAUUeHMos C panee He J1e4eHHOU MHONCECMBEHHO MUETOMOU

Hauanvrnas mepanus. AeHATUOOMUO 8 KOM6MHCIL;MM C 60pme30Mu60M U 0eKcamemaszoHoM

He cnenyer HayMHaTh TEpanui0 JICHATWJIOMHIOM B KOMOHWHAIMKM C OOpPTE30MHUOOM U
JIeKCaMeTa30HOM, ecii abconmoTHoe umciao HeiTpodumos (AUYH) <1,0 x 10%nm w/mmm umcio
TpoMOOIIUTOB <50 X 10%.

Pexomenoyvemas 0o3a

Pexomenayemas HauanbHas 1032 JCHATUAOMUA COCTABIISIET 25 MT OIMH pa3 B ACHb BHYTPb, JTH0O0:
1) ¢ 1 mo 14 nenp kaxoro 21-1HEBHOTO LUKIIA JICYCHUS, HIIHA
2) ¢ 1 mo 21 meHb Kaxaoro 28-THEBHOTO IMKJIA JICUCHUS.

Bopre3oMub momKeH MPUMEHSTHCS B BHJIE TOAKOKHON nHBEKINH (1,3 MI/M? TTOTIATH MMOBEPXHOCTHU
Tena) aBa pasa B Hepento B 1, 4, 8 u 11 nuu kaxkaoro 21- unu 28-nHeBHOTO 1uKiIa. Pexomenayemas
J103a JIeKcaMeTa30Ha COCTaBIISET:

1) 20 mr oauH pa3 B AeHb BHYTpb B 10U 1,2, 4,5, 8,9, 11 u 12 win
2) 40 mr oauH pa3 B AeHb BHYTpb ¢ 1 0 4 1 ¢ 9 o 12 1eHp KakJ0ro LUKIIA.

Pexomenayercst 10 8 MOBTOpHBIX 21-AHEBHBIX WM 6 MOBTOPHBIX 28-ITHEBHBIX IUKIOB (24 Hemenu
HavyaJIbHOM Tepamnun).

Pexomenoyemvll pedicum 003upOBaHUs O JNeHANUOOMUOd 8 KoMOuHayuu ¢ Oopmesomubom u

OeKcamemazonom

Jo 8 uukioB Jenb (21-1HEBHOTO 1TUKIIA)
1/2(3/4|5/6|7|8]|9|10 11|12 13|14 | 1521

Jlenanugomuz (25 Mr) PO IO IO P I O O R N

Boprezomu6 (1,3 mr/m?) . . . .
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1781171

o 6 mukioB | Jlens (28-nHEBHOTO MK
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(40 mr)




Henpepuvienas mepanus y nayuenmos, Komopwvim

ecemonoamuyeckux cmeonoguvix kiemok (TI'CK)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

v IManUEHTOB, KOTOPBIM IIOKa3aHa TFCK, MO6I/IJ'II/138,HI/I${ TeMaToOJIOTHYCCKUX CTBOJIOBBIX KIICTOK
AOJDKHA MPOUCXOJUTH B IICPBBIC 4 IIMKJIa HavyaJIbHOM TCparuru.

Henpepbzeﬂaﬂ mepanus 'y nayueHmaos, Komopvim He noKasana mpancnianmayusl.’ JAeHATUOOMUO 6
KOM6MHCZT/;MM C oexcamemaszoHom 00 npoecpeccuposaHus 3ab01e6aHUs

[IponoipkaroT npuem JeHaIUIoOMKUAa 25 MI OJMH pa3 B JIeHb BHYTPh ¢ 1 1o 21 1eHb MOBTOPHBIX
28-IHEBHBIX IMKJIOB B KOMOHWHAIIMHM C JEKCaMETa30HOM. PexomeHayemas 103a JeKcameTa3oHa
coctaBigetr 40 Mr oauH pa3 B IeHb BHYTPb B 1, 8, 15 1 22 aHU MOBTOPHBIX 28-THEBHBIX LIUKJIOB.
[TarueHTH MOTYT MPOJOJDKATh TEPANMIO 0 MPOTPECCHPOBAHUS 3a00JICBAaHHUS WM TIOSIBICHUS

IIPU3HAKOB HCHpHeMHCMOﬁ TOKCUYHOCTH.

Towazosoe crudicernue 003bl

Jlenaangomug?
HavanpHas no3a 25 mMr
Jlo3a ypoBHs -1 20 mr
Jlo3a ypoBHs -2 15 mr
Jlo3a ypoBHs -3 10 mr
Jlo3a ypoBHs -4 5 Mr
Jlo3a ypoBHS -5 2,5 Mr wim 5 mr kaxabie 48 4

2 CHIDKCHHE JAO03bI JIs1 BCEX NPCNAPATOB MOXKCT OCYHICCTBIIATHCSA HE3aBUCUMO.

TDOM6OZ4MI’I’ZOI’1€HM}1

KoJsimyecTBO TPOMOOIIMTOB

Pexomenpanun

Camsmiock 10 < 30 x 10%/1

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIUJOMHUIOM

Boccranosunock 1o > 50 x 10%/n

B0300HOBHTE JieYCHHE JICHATUJAOMHIOM B
1103€ ypOBHSA -1 0JIuH pa3 B I€Hb

Kasxoe nocnenyromee cHmkenne <30 x 10%/1

HpI/IOCTaHOBI/ITI) JICYCHUC JICHAJIUJJOMHUIOM

BoccranoBuioch 10 > 50 x 10%/n

Bo3o0OHOBUTE JIeueHUE JCHAJIUJOMUJIOM B
A03¢C CICAYROIICTO 0oJiee HHU3KOTO YPOBHA
OIVH pa3 B ICHb

Heumponenus

AYH

Pexomenpanmun?

Cumsmiock 10 < 0,5 x 10%n1 umn pebpupHas

HENUTponeHus (JIMX0opaKa ¢ TeMIepaTypon Tena
>38°C; <1x 10%m)

IIprocTaHOBUTHL JICYECHHUE JICHAIUAOMHUAOM H
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK
KpoBH He pexe | paza B 7 nHel

Boccranosmiiock 10 > 1 x 1091

B0300HOBHTSH JIeueHUE JTEHATUIOMUIOM B J103€
YpOBHS - | OJIMH pa3 B IeHb

Kaxnoe nocnenyroniee cHmxenue <0,5 x10%/7
win (peOpuibHast HEUTPOTIEHUS

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIINJOMHUIO0OM

Boccranosmiocs 10 > 1 x 10%1

B0300HOBUTS JIeueHHE JICHATUIOMHUIOM B 103€
cienyromero 6oj1ee HU3KOTO YPOBHS OAWH pa3
B JICHb

® Ha ycMoTpeHHe Bpada, €ClIi HEWTPOICHHS SBISAETCS €IMHCTBEHHBIM IPOSBICHHEM TOKCHYHOCTH IIPH JIIOOOW 1103€
JICHAJMIOMHIA, MOXXHO HO0AaBUTh K TEpamuH TPaHYJIOIUTAPHBIN KoJoHuecTumyiupyoonmii daktop (I-KCD) n

COXPaHHTH 03y JCHATUIOMHU/IA.
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Apiak
Tloooepoicusarowas mepanust 1eHAIUOOMUOOM Y HAYULHINOS nolzlfre

[MoxnepkuBaromasi Tepanus JISHATUIOMHIOM MOXET OBITh HauaTa MpPU YCIOBUHU MOJIHOIIEHHOTO
BOCCTAHOBJIEHUsI reMarojioruyeckux mnokazareneid mnociae TI'CK y manueHToB, HE HMMEIOIIMX
TIPU3HAKOB IIPOrpeccupoBanus. JleHanuaoMus He cileayeT HasHadaTh, ecian AUH <1,0 x 10%/n u/umm
YHUCJIO TPOMOOITUTOB <75 X 10%.

Pexomenoyvemas 0osa

PexomeHnnyemass HauasipHas 103a JieHaIWgoMuzaa cocrapiaser 10 Mr oaMH pa3 B JieHb BHYTPb
HenpepbIBHO (¢ 1 mo 28 1eHb TOBTOPHBIX 28-AHEBHBIX IIUKJIOB) A0 MPOTPECCUPOBAHUS 3a00ICBaHUS
WIA TOSBJICHUSA NPU3HAKOB HenepeHocumocTH. Ilocne 3 1ukiIoB mopjepKuBarolled Tepanuu
JIEHAJIMJJOMUJIOM 103y IIpernapaTa MOKHO YBEJIMYUTH J0 15 MI 0J1uH pa3 B I€Hb BHYTPb IIPU XOPOLIEH

IMCPCHOCHUMOCTHU.

Towazosoe crudicernue 003bl

Hauvanbnas no3a (10 mr)

IIpu noBbIeHnu 10361 (15 Mr)?

Jlo3a ypoBHs - 1 5wMmr

10 Mr

Jlo3a ypoBHS - 2

5 wmr (mau 1-21 xaxasie 28 nHei)

5 mMr

Jlo3a ypoBHs - 3

He nmpumennmo

5 mr (mam 1-21 xaxaeie 28 nHEi)

He npumensats 10o3b1 HUKE 5 Mr (quu 1-21 xaxasie 28 nHei)

Tlocne 3 UMKIIOB MOAEPKUBAIOIIEH Tepanuy JCHATUIOMUAOM 103y MperapaTa MOXKHO YBEJIUYUTH 10 15 Mr oauH pa3 B

JIEHb BHYTPb MPU XOPOIIEH NEPEHOCUMOCTH.

TDOM6OZ4MI’I’ZOI’1€HM}1

KosaunuyectBo TpomMGounTOB

PexoMmenganuu

Cumsminock 10 < 30 x 10%n

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIUJOMHUIOM

Boccranosminock 10 > 30 x 10%/n

B0300HOBHTE JIeUeHHE JICHATHIOMHUIOM B
7103€ YpOBHA -1 0JIMH pa3 B J1€Hb

Kasoe nocienyroniee camkenne <30 x 109/n

HpI/IOCTaHOBI/ITB JICYCHUC JICHAIIUJOMUI0OM

Boccranosminoch 10 > 30 x 10%/n

Bo3o0OHOBUTE JIeueHUE JCHAJIUJOMUJIOM B
A03¢C CICAYIOIICTO 0oJiee HHU3KOTO YPOBHA
OIVH pa3 B ICHb

Heumponenus

AYH

Pexomenganun?

Cruzuock 10 < 0,5 x 10%/7

HpI/IOCTaHOBI/ITI) JICYCHUC JICHAJIUJOMHUI0OM

Boccranosuinoch 10 > 0,5 x 10%/n

B0300HOBUTE JI€UeHHE JTCHATUIOMUIOM B 103€
ypOBHA -1 oJlMH pa3 B IeHb

Kasxnoe nocienytomee camkenne <0,5 x10%/1

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIUJOMHUIOM

Boccranosuinoch 10 > 0,5 x 10%/1

B0300HOBUTE JIeUeHNE JIEHATUIOMUIOM B JO3€
ClIeyroIero 0ojaee HU3KOTO YPOBHS OJIMH pa3
B JI€Hb

®Ha ycMOTpeHHe Bpada, eclIM HEHTPOICHHS SBISICTCS CIWHCTBEHHBIM IPOSIBICHHEM TOKCHYHOCTU TP JIIOOOH 03¢
JICHATTMIOMHIA, MOXHO 100aBuTh K Tepanuu [ -KC® u coxpaHuTs 103y JICHAIAIOMUIA.




Jlenanuoomuo 6 kombunayuu ¢ deKkcamemazoHom
KOMOPbIM He NOKA3AHA MPAHCHIAHMAYUs

el

OTBETCTBYET 3KCMEPTHOMY OTUETY
ot 07.04.2026 K= 7113

oopecIOEIERORATENHOCTE ¢

L

(10
€H‘Wl

00 ¥

J

He cnenmyer naumHath Tepanuio JjeHanugomugaoMm, ecau AYH <1,0 x 10%1 w/wnu ymcIno

TpomGonuToB <50 x 10%/1.

Pexomenovemas 0o3a

PCKOMeHﬂyCMaﬁ HaydaJIbHas J03a JCHaAJInJOMHKuaa

COCTaBJISET 25 MI' OJIUH pa3 B JIeHb BHYTpb C 1 1o

21 neHb MOBTOPHBIX 28-AHEBHBIX ITUKIOB. PekoMeH1yeMast J1o3a JekcaMeTazoHa cocTtapisiet 40 mr
OJIUH pa3 B JeHb BHYTPb B 1, 8, 15 u 22 nuu noBTOpHBIX 28-THEBHBIX HUKIOB. [lanimeHThl MOTYyT

IMpOoaAOJIKATh TECpaINIO JICHAINAOMUAOM U ICKCaM
IMOSABJICHUA MPHU3HAKOB HCICPCHOCHUMOCTHU.

Towazosoe cruoicernue 003bl

€Ta30HOM O ITIPOrpeCCUPOBAHUSA 3a00J1eBaHUs TN

Jlenaanngomua? Jexcamerazon?®
HauvannHas nosa 25 mr 40 mr
Jlo3a ypoBHs -1 20 mr 20 mr
Jlo3a ypoBHs -2 15 mr 12 mr
Jlo3a ypoBHs -3 10 mr 8 Mr
Jlo3a ypoBHs -4 S wmr 4 mr
Jlo3a ypoBHs -5 2,5 Mr He nmpumennmo

& CHmKeHue JO03bI JJId KaXKA0ro rmpenapara MOXET OCYIICCTBIIATLECA HE3aBUCUMO.

TDOM6OZ4MI’I’ZOI’1€HM}1

KosanuectBo TpoMGounToB

PexoMmenganuu

CHu3zmiock 10 < 25 x10°%/1

Boccranosmioch 10 > 50 x 10%/n

[IpekpaTtuTh JCYEHHE JICHATHJIOMHUIOM 10 KOHIIA
uKia?

Bo300HOBUTE
CIIETYIOIIEM IIUKIIe CHU3UTh 103y Ha OJINH YPOBEHB)

Je4eHue B MeHblned jgo3e (B

*Ecimn mo3omumutupytomas TokcnaHocth (JIT) pasBuBaercst Ha > 15 ngeHp NHKIA, JICUYCHHWE JICHATHIOMHUIOM
PEKOMEHAyeTCs IPUOCTAaHOBUTH, IO KpaifHEeH Mepe, Ha OCTABIIHMICS EpUO]] TEKYIIETO 28-THEBHOTO IIHAKJIA.

Heumponenus

AYH

Pexomenpannn?

[epsoe camxkenue 10 < 0,5 x 10%/n

HpI/IOCTaHOBI/ITI) JICYCHHUC JICHAJIMJOMHA0M

Boccranosuiock 10 > 1 x 1091 u HefiTponenus
— €/IMHCTBEHHOE MPOSABJIEHHE TOKCHYHOCTH

B0300HOBUTEL JICUCHHE JCHAJIUJOMUJIOM B
HadyaJbHOM 103€ OQUH pa3 B ICHb

BoccranoBmwiock g0 > 0,5 x 10%1 wm
HaOTI0AI0TCS JpyTHE, OTJINYHBIC oT
HEUTPOIIEHUH, BUJIbI TemaTosiornyeckout JJIT

B0300HOBUTH JIeueHHE JICHATUIOMHIOM B J03€
YPOBHS -1 OIMH pa3 B I€Hb

Kasxnoe nocienyromee cHmkenne <0,5 x 10%/m

HpI/IOCTaHOBI/ITL JCYCHHUC JICHAIMJOMHUA0OM

BoccrarnoBuiock 10 > 0,5 x 10%/1

B0300HOBUTH JIeUeHHE JICHAIUIOMHIOM B J103€
cleIyrolero 6o1ee HU3KOro YpOBHS OJTMH pa3 B
TIEHb

®Ha ycMmoTpeHHe Bpada, €clIM HEHTPOICHHS SBISICTCS €IWHCTBEHHBIM IPOSIBICHHEM TOKCHYHOCTH IIpH JIFO00H 103e
JICHATMIOMHA, MOXKHO 100aBuTH K Tepanuu [ -KC® u coxpaHuTs 103y JIeHATHIOMHU/IA.

Ecmu no3a nenammmomuma OblTa CHMDKEHA B CBS3M ¢ reMarojiormdeckor [[JIT, oHa mMoxker OBITh

MOBBIIIIEHA JI0 CIeTYIOIEeH, 60osiee BBICOKOM J103bI

(BIJIOTH 10 HAYAIBHOM /103b1) HA (POHE YIyUIIEHUS
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¢byakuun koctHOro Mosra (orcyrcrue JJIT B Tedenne MHH'I/H/II;/IA;I} 'Eﬁéﬁggﬁl%)lfk;[inl ﬁi;[llgf;'c;lﬁz

AYH >1,5 x 10%1 u uncino tpom6orutos >100 x 10%1 B Hauase HOBOTO IUKIA).

Jlenanuoomuo 6 komoOuHayuu ¢ MeaphaiaHom u npeoOHU30J10HOM C NOCaedYiowell No0depicusarouleli
mepanuetl 1eHATUOOMUOOM Y nayuenmos, komopwvim He nokasana TI CK

He nomyckaercss HaumHath Tepamnuio jJeHanuaomugaoM, ecau AYH <1,5 x 10%n w/vam 49ucio
TpomGonuToB <75 x 10%/1.

Pexomenovemas 0o3a

Pexomenayemas HadanbHas J103a JeHanuaoMuaa cocrasnsier 10 mr 1 pa3 B gensb BHyTph ¢ 1 mo 21
JICHb TIOBTOPHBIX 28-HEBHBIX IMKIJIOB (0OLIEH YMCICHHOCTHIO 1O 9 HUMKIOB), a MendanaHa —
0,18 Mmr/kr m mpemHU30J0HA — 2 MI/KT BHYTPh B 1—4 JHM NOBTOPHBIX 28-IHEBHBIX LUKJIOB.
[Tanmentam, KOTOpBIE 3aBEPIIMIIN 9 MOTHBIX IMKJIOB MM HE MOTYT MOJy4aTh KOMOMHUPOBAHHYIO
TEpaIuIo U3-3a HEMEPEHOCUMOCTH, Ha3HAYAl0T MOHOTEpANHIo JeHanuaoMuaom: 10 Mr oauH pas B
JeHb BHYTPb ¢ 1 10 21 1eHb MOBTOPHBIX 28-THEBHBIX IUKJIOB JI0 IPOTPECCHpOBaHUs 3a00IeBaHuUSI.

Howazosoe cruoicenue 003wl

Jlenaauaomua Meandganaun IIpeanun3zoJion
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/xr
Jlo3a ypoBHs -3 2,5 mr He npumennmo 0,25 mr/kr

*Eciy HEUTPOINCHHUS ABJISICTCS SAMHCTBEHHBIM MPOSIBJICHUEM TOKCHYHOCTH Ha (POHE TPUMECHEHUS JIFO00H 03B, CIICAYET
nmo6aBuTh K Tepanuu [-KC® u mpoaoKUTh IeYCHUE JICHATHIOMHIOM B TOH JKe J103€.

TDOM6OZ4MI’I’ZOI’1€HM}1

KoauuecTBoO TpOMﬁOIII/ITOB Pexomenganuu

[epsoe camxenue 10 < 25 x 1091 [ [prOCTaHOBUTH JIEUEHUE JICHAINIOMUAIOM

B0300HOBUTH JieueHUE JICHATHIOMHAOM U
MendaaaHoM B 103€ YpoBHs -1

BoccranoBmiiocs 10 > 25 x 1091

I[J'ISI KaxXaoro HOCJ‘IGJIyIOHIeFO CHUXCHUA HpI/IOCTaHOBI/ITb JICHCHUC JICHAJIUIOMUIOM
<30 x 10%x

B0300HOBUTH JieUeHHE JICHATUIAOMHUIOM B
MEHbIIIeH 103€ (03¢ YpOBHA -2 WIH -3) OJUH
pa3 B JIEHb

BoccranoBuiocs 10 > 30 x 10%/1

Heumponenus

AYH Pexomenpanun?

[lepBoe cHmxenue a0 < 0,5 x 10%/n® [[prOCTaHOBUTH JIEUEHUE JTEHAIUIOMUOM

Boccranosuinoch g0 > 0,5 x 10°/1 u|B0O30OHOBUTH JI€UCHUE JICHATHIOMUIOM B
HEUTPOTICHUSI — EIWHCTBEHHOE MPOSBJICHUE HAYATBHOM 103€ OJUH pa3 B JICHb
TOKCHYHOCTH

BoccranoBunoch g0 > 0,5 x 10%1  u|B0306HOBHTH jieueHHE JTEHATNIOMUIOM B J03€
HabOmoatoTes apyrue remaronorndyeckue JJIT, ypoBHs -1 oquH pa3 B 1eHb
OTJINYHBIE OT HEUTPOIICHUU

Kasxnoe nocnenytomiee camkenne < 0,5 x 10%1 [[IpuocTaHOBUTE JleueHne TeHATHIOMHIOM
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Boccranosmiocs 10 > 0,5 x 10%/1 B0306H0BUT JTetel e TIeHATAIOMUTIOM B 03¢ |

cleyrolero 6o1ee HU3KOro YpOBHsI OJIMH pa3 B
IEHb

“Ha YCMOTPEHUE Bpava, €CJIH HeﬁTpOHeHPIH SABJIACTCA CAUHCTBCHHBIM HNPOABJICHUEM TOKCUYHOCTHU IIPU 000 J103¢€
JICHaJIMaoMuaa, MOXHO I[OGaBI/ITL K TCpanunu I'-KCD u COXpaHUTDb A03Y JICHAJIMAOMUAA.

MM y nayuenmos, noayuusuiux Kaxk MUHUMYM OOHY JTUHUIO Mepanuu

He nomyckaercst HaunHaTh JieueHue JeHanuaoMuaom, eciu AUYH <1,0 x 10%/11 n/Mnu KoNMYecTBO
TpoMboIHTOB <75 % 10%m WuM, B 3aBHCHMOCTH OT CTEIEHH MHQUIBTPAMH KOCTHOTO MO3Ta
IJIa3MaTHYECKUMHU KIIETKAMH, KOJTHYeCTBO TpoMOormTos <30 x 10%/11.

Pexomenovemas 0o3a

Pexomenayemas HauasibHast 1032 JICHATMOMHUA COCTABISIET 25 MI' BHYTPh OJUH pa3 B JieHb B 1-21
JI€Hb TOBTOPHBIX 28-THEBHBIX IIUKJIOB.

Pexomennayemas no3a gexcamerazona cocrasisier 40 Mr oquH pas B eHb B 14, 9-12 u 17-20 nuu
Ka)kJI0T0 28-THEBHOTO ITMKJIA B TIEPBBIC 4 IMKJIa TepanuH, a 3ateM 1mo 40 Mr oJuH pa3 B JeHb B 14
JTHU KQKJI0TO TIOCIIEYIOIIET0 28-THEBHOTO [IUKIIA.

Bpauy cnenyer TmiateiabHO moaduparh 103y JeKcaMeTa3oHa, MPUHUMas BO BHUMAaHHUE COCTOSIHHE
HanureHTa U CTaanuio 3a00JIEBaHU.

Towazosoe cruoicernue 003bl

HauanpHas mo3a 25 Mr

Jlo3a ypoBHS -1 15 mr

Jlo3a ypoBHS -2 10 mr

Jlo3a ypoBHs -3 5wMr

Tpomboyumonenus
KosnuecTBO TPOMOOIMTOB Pexomenganun
[TepBoe cHmxenue < 30 x 10%/n [IprOCTaHOBUTSH JIEUEHHE JICHATUIOMUIOM
Boccranosuiocs > 30 x 10/ B0300HOBUTH JIcUCHUE JICHATUAOMHUIOM B JI03€
ypoBHs -1

Kasxnoe nocnenytommee camkerne < 30 x 10%1  [[IpuocTaHOBUTH IeUeHHe JIEHATHIOMHIIOM

Boccranosmiock 10 > 30 x 10%n Bo0300HOBUTL JleUeHHE JIEHAITUIOMHUIOM B
MeHbILelH 103€e (1032 YypOBHS -2 WM -3) OJUH
pa3 B JI€Hb

He nmpuMeHsATh 103bl MpenapaTra HUXE 5 MI B
NeHb

Heumponenus

AYH Pexomenganun?
[TepBoe camxenune < 0,5 x 10%n [[prOCTaHOBUTH JIEUEHHE JICHATHIOMHUIOM

Boccranosminock > 0,5 x 10%/n u HEeUTponeHus: — Bo300OHOBUTh JIeUCHUE JICHATHJIOMHIIOM B
€MHCTBEHHOE MPOSBICHUE TOKCUYHOCTH HayaJlbHOM J103€ OIMH pa3 B JIEHb
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Boccranosunocs > 0,5 x 10%1 u ects apyrue B0306HOBUTS JTEUCHHE TEHATANIOMIIOM B 103¢ °
[POSIBIICHUS reMaToJ0THYEeCKON JUIT, ypoBH# -1 onuH pa3 B IeHb

OTJINYHBIC OT HGﬁTpOHeHI/II/I

Jlus  KakIoro  IOCIEIYIOIIEro  CHIKEHHS [IpHOCTAaHOBUTH JICUECHHUE JICHATHIOMUIOM
<0,5x 10%n

Boccranosmiochk > 0,5 x 10%/1 B0300HOBUTE J€YeHHe JIEHATUIOMHUIOM B
MEHbIIIEH 103¢€ (1032 ypoBHS -1, -2 uiu -3) ouH
pa3 B JICHb

He npumensaTs 03Bl Ipenapara HUXKE 5 MI
OJIMH Pa3 B ICHb

“Ha ycMoOTpeHHe Bpada, €clIM HEHTPOICHHS SBIICTCS SIWHCTBEHHBIM IPOSIBICHHEM TOKCHYHOCTU TP JIIO00H m03e
JICHATHIOMHIA, MOXKHO 100aBuTH K Tepanmuu [-KC® u coxpaHuTs 103y JIeHATAIOMHU/IA.

MJcC

He nomyckaercs HAUMHATH Tepanmio JeHaTuaoMuaoM, ecau AUH <0,5 x 10%1 n/umn xonnuecTo
TPOMOOIIUTOB <25 X 10%.

Pexomenoyvemas 0o3a

PexoMenayemas HayalbHas 1032 JeHaTUAOMUIa cocTtapisieT 10 Mr BHYTpb OAMH pa3 B ACHb C | 10
21 neHb MOBTOPHBIX 28-THEBHBIX IIUKIIOB.

Towazosoe cruoicernue 003bl

HauanpHas nosa 10 mMr onuH pa3 B aeHb ¢ 1 o 21 neHp kaxable 28 nHei
Jlo3a ypoBHs -1 5,0 mr ouH pa3 B AeHb ¢ 1 o 28 1eHb Kaxabie 28 qHen
Jlo3a ypoBHs -2 2,5 MI" OJIMH pa3 B JieHb ¢ 1 110 28 neHb Kaxapie 28 qHei
Jlo3a ypoBHs -3 2,5 Mr uepes ieHb ¢ 1 mo 28 aeHb kaxabie 28 qHen
Tpomboyumonenus
KosmyecTBO TPOMOOINTOB Pexomenganuu

Cru3moch 10 < 25 x 10%/1 [[prOCTaHOBUTH JIEYEHUE JICHAINIOMUIOM
BoccranoBmiock 10 > 25 x 10%/1 — < 50 x 10%1 |Bo30GHOBUTH JicUeHHE JCHATHIOMHIOM B
MHHAMYM JB&KIbl 32 TEpHOA > 7 OHEW WIH |MeHbIe# n03e (mo3a yposHs -1, -2 win -3)
KOT/Ia YMCJIO TPOMOOIIMTOB BOCCTaHABIMBAETCSA

o > 50 x 10911 B 1060# IPOMEKYTOK BpeMEHH

Heumponenus

AYH PexoMmenganuu
Crusmiock 10 < 0,5 x 10%/1 [[proCTaHOBUTH JICUCHUE JICHATHIOMHUIOM
Boccrarosiiocs 10 > 0,5 x 10%/n B0300HOBUTEL JleYeHHE JICHATHIOMHIOM B
MEHBIIIEH 03¢ (103a ypoBHS -1,-2 wiu -3)

Ipexpawenue npuema nenanudomuoa

JleueHue JeHAIUIOMUIOM CIEyeT MPEpBaTh y TEX MALMEHTOB, Y KOTOPHIX B T€UEeHUE 4 MecCslEeB
1ocJie Havajga Tepanuy OTCYTCTBYET XOTsI Obl HE3HAUMTENbHASI SPUTPOUAHAS peaKus, y KOTOPhIX
oTMedaeTcs, Mo MeHblued Mepe, 50 % CHUXKEHHe MOTPEeOHOCTH B TeMOTpaHc(y3UsX, WM, MpPU
OTCYTCTBHM reMOTpaHCc(y3Hii, HabJt01aeTcsl yBeITUYeHHe reMoryioonna Ha 1 r/na.
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MKJT (NOCNEQCBATENEHOCTE 0001)

Pexomenoyvemas 0osa

PexomenayeMast HauasibHasl 103a JICHAIMIOMHUA COCTABIISET 25 MI BHYTPh OJIMH Pa3 B JIEHb C | 10
21 neHb MOBTOPHBIX 28-THEBHBIX IIUKIIOB.

Towazosoe cruoicernue 003bl

Hauanbnas no3sa 25 Mr oJiuH pa3 B JieHb ¢ 1 mo 21 nenb kaxple 28 nHei

Jlo3a ypoBHs -1 20 mMr ouH pa3 B JieHb ¢ 1 mo 21 nenb kaxple 28 nHei

Jlo3a ypoBHs -2 15 Mr oniuH pa3 B JieHb ¢ 1 mo 21 nenb kaxplie 28 nHe

Jlo3a ypoBHs -3 10 Mr onuH pa3 B aeHb ¢ | 1o 21 neHp kaxaple 28 nHel

Jlo3a ypoBHs -4 5 Mr oauH pa3 B AeHb ¢ | o 21 neHp kaxaple 28 nHel

Jlo3a ypoBHS -5 2,5 Mr 0JIMH pa3 B JeHb ¢ 1 o 21 neHpb kaxapie 28 nHei
5 mr uepe3 zieHb ¢ 1 o 21 nenp kaxabie 28 qHen

TDOM6OZ4MI’I’ZOI’I€HM}1
KoJsmyecTBO TPOMOOUIUTOB PexoMennanuu
Crusmnock 10 < 50 x 1091 [[ppocTaHOBUTH  JICUCHHE  JICHAIMJAOMUIOM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK KPOBH HE
pexe 1 pa3a B 7 nHeil.
BoccranoBuioch 10 > 60 x 10%/1 B0300HOBUTL JIeUeHHE JIEHAJIUAOMHUIOM B MEHBIIEH

no3e (103a ypoBHs -1).

Kaxnoe mnocnenyromee cHukeHHE [[[pUOCTaHOBUTH — JI€UEHUE  JICHATUJIOMUIOM U
< 50x 10%mn KOHTPOJIMPOBATh KOJMYECTBO BCEX KJIETOK KPOBU HE
pexe 1 pa3a B 7 nHeil.

BoccranoBmiock 10 > 60 x 10%/1 B0300HOBUTL JIeUeHHE JIEHAJIUAOMHUIOM B MEHBIIEH
no3e (103a ypoBHs -2, -3, -4 win -5).
He npuMeHsTh 1036l Ipenapara Huke YpoBHS -O.

Heumponenus

AYH Pexomenganun
Cumsmnocs 10 < 1 x 10%1 mo | IIpuocTaHOBUTE  JedyeHWEe  JCHATMIOMHAOM |
MEHBIIIeH Mepe B TeUeHHe 7 AHer KOHTPOJIMPOBATh KOJIWYECTBO BCEX KIETOK KPOBH HE
unu pexe 1 pa3za B 7 nHeil.
Cmmiocs g0 < 1 x 10%1 B
COYETaHUHU c JMXOpaIKON
(Tremnepatypa Tena > 38,5 °C)
unu
Crmsuiocs 10 < 0,5 x 1091
BoccranoBmiocs 10 > 1x10%/7 B0300HOBUTEL JIeUeHNE JIE€HATUIOMHUIOM B MEHBIIEH

no3e (103a ypoBHS -1).

Kaxnoe nocneayromiee camkerne < | [IppoctaHOBUTH JeUeHHE JICHATUIOMHUIOM.
1 x 10%n o MeHbIIel Mepe B
TeueHune 7 nHeH

unu

camxkenne < 1 x 10%1m B couetanuu ¢
JTUXOpaaKoH (Temmneparypa tena >
38,5 °C)
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(MOCAEQOBATENEROC T 000

uau

cumxkenue 10 < 0,5 x 10%/n

Boccranosunock 10 > 1 x 10%/n Bo0300HOBUTE JIeYEHUE JIEHAIUAOMHIOM B MEHBIIEH
no3se (j103a ypoBHs -2, -3, -4 wiu - 5).
He mpumeHsTh 10361 MpernapaTa HUXKE YPOBHS -S.

DJI unu JIM3

He nomyckaercst HaunHaTh JieueHue JeHanuaoMuaom, eciu AYH <1,0 x 10%/n w/mnu KoIM4YecTBO
tpoMbormToB <50 X 10%1, ecam TONBKO 3TO HE BHI3BAaHO MH(HMIBTpAIMEl KOCTHOrO MO3ra IpH
mumdome.

Pexomenovemas 003a

Pexomenayemas HauasibHas 1032 JIEHATUAOMUAA cocTaisieT 20 M BHYTpb OJUH pa3 B JieHb B 1-21
JICHb TOBTOPHBIX 28-ITHEBHBIX IUKIJIOB (OOIIEH YHMCIEHHOCTHIO 10 12 1ukiioB). Pekomenmyemas
HayalbHAs 71032 PUTYKCHMaba cocTapiseT 375 Mr/mM? IUIomany HOBEPXHOCTH Tela BHYTPUBEHHO
(8/B) kaxxayro Hepemto B 1 nukie (1, 8, 15 u 22 nuu) u B 1 geHp kaxaoro 28-AHEBHOIO IUKIA AJIs
2—5 IUKIIOB.

Towazosoe cruoicernue 003bl

Hauanbnas no3a 20 mMr onuH pa3 B ieHb ¢ 1 mo 21 nenp kaxpie 28 nHe
Jlo3a ypoBHs -1 15 mr oguH pa3 B AeHb ¢ 1 o 21 aeHb kaxasie 28 qHel
Jlo3a ypoBHs -2 10 mMr oguH pa3 B AeHb ¢ 1 o 21 aeHb kaxasie 28 qHel
Jlo3a ypoBHs -3 5 MT' OJIMH pa3 B JIeHb ¢ 1 1o 21 neHp Kaxaple 28 qHei

Jlnist KOppeKIuH J1103bl B pe3yjibTaTeé TOKCHUYHOCTH C PHUTYKCHMAaOOM cJenyeT oOpaTUThCs K
COOTBETCTBYIOLIEH HHCTPYKLUH 110 MEAULIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOTO IIpernapara.

Tpomboyumonenus
KoauuecTBo TPOMOOIIMTOB Pexomenganun
Cru3mioch 10 < 50 x 10/ [IpuocTaHoBUTH JIeyeHue JIEHAJIMOMHUIOM u
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK KPOBH HE
pexe 1 pa3a B 7 qHen.
BoccranoBmiiocs 10 > 50 x 10%/1 B0300HOBUTE JIcUYCHUE JEHATUAOMUIOM B MEHBIICH

no3e (103a ypoBHs -1).

Kaxnoe nocnenyromee camxkenne < | IIproctaHOBUTH JIEYEHHE JICHATAIOMHUIOM u

50 x 10%/n KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK KPOBH HE
pexe 1 pa3a B 7 qHen.
Boccranosminoch 10 > 50 x 10%/n B0300HOBUTL JeueHUE JIEHAIMIOMHUIOM B MEHBIIEH

no3e (103a ypoBHS -2, -3).

He npuMeHsTh 10361 IperapaTa HUXKe YPOBHS -3.

Heumponenus

AYH Pexomenganuu?
Cruzuock 10 < 1 x 10°%/1 mo MenbIei Mepe | [IprocTaHOBUTH JI€YeHUE JIEHATUIOMUIIOM |
B TCUCHHC 7 MHEH KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK KPOBU
unu He pexe | pa3za B 7 qHEH.
Cramsmwioch 10 < 1 x 10%n B coueranuu ¢
nuxopaakon (temmneparypa tena > 38,5 °C)
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. (HOCHAEQCEATENBROC T 00UT]
Camsminoch 10 < 0,5 x 10%n
BoccranoBuioch g0 > 1x10%/n B0300HOBUTL JIeYeHHE JCHAIUJIOMUJIOM B
MEHbIIEH 03¢ (103€ ypoBHS -1).
Kaxnoe MOCIEAYIOIIEE cHwkenue | [IppoctaHOBUTH JiIeUEHHE JICHATUIOMHIOM U
<1 x 10%mn mo MeHbIIel Mepe B TeUeHHE KOHTPOJIMPOBATH KOJIMYECTBO BCEX KIETOK KPOBU
7 nHe He pexe 1 pa3a B 7 nHeN.
unu
camxenne < 1 x 10%1 B couerammm c
nuxopaakon (temmeparypa tena > 38,5 °C)
unu
cumxenue 10 < 0,5 x 10%/n
Boccranosuinoch 10 > 1 x 10%n B0300HOBUTL  JIeYEHHE JECHAIUJIOMUJIOM B
MEHBIIEH 03¢ (103a ypoBHS -2, -3).
He npuMeHsTh 10361 penapara HukKe YpOBHS-3.

2 Ha ycMOTpeHHE Bpaya, €ClIM HEHTPOIICHHUS SBISACTCS CIUHCTBEHHBIM MPOSBICHUEM TOKCUYHOCTH IMPH JIFOOOH 03¢
JIeHANMUIOMHIA, clieayeT no6aButh [-KCO.

MKJI, JI unu JIM3

Cunopom nuzuca onyxoau (TLS)

Bce manueHTsl AOKHBI MONMy4aTh npodunaktuyeckoe jgeuenue TLS (ammomypunon, pacOypurkasa
WM aHaJOoTh B COOTBETCTBUUM C PEKOMEHAAIMSMU  MEAMIIMHCKOTO  YUYPEXKICHUS) U
00e3BOKMBaHUA(IIEPOPATILHO) B TEUCHHUE TIEPBOM HEACIM MEPBOro IUKIA WM B TeYeHHUE Ooliee
JUIATEIHHOTO TIEPUOJA, ©CIH 3TO KJIMHWYECKH MokazaHo. Jyis mounutopunraTLS HeoOxommmo
MIPOBOANTH PAa3BEPHYTHIH OMOXMMHUYECKUI aHAIW3 KPOBH, Ha3HAYAEMbI €KEHEJEIIbHO B TEUCHUE
IEPBOro UUKJIA U B COOTBETCTBUU C KIMHUYECKUMU MTOKa3aHUSIMH.

[Tpuem neHanuaOMUIa MOKHO MPOAOIBKATH (C MOJAeP>KaHUEM J03bl) Y MALMEHTOB C JIA0OpaTOPHBIM
TLS wnn kmuandyeckum TLS 1 cTrenenu, uiam Ha yCMOTpEHUE Bpadya CHU3UTH /103y Ha OJIUH YPOBEHB
U MPOJIOJDKUTH TMpHeM JeHanuaomMuaa. Heo0xoammo oOGecneunTs MHTEHCUBHYIO BHYTPHUBEHHYIO
TUJpaTAllAI0 U COOTBETCTBYIOIIEE JICYEHUE B COOTBETCTBUU C MECTHBIMH CTAHAAPTAMHU OKa3aHUs
MEIUIIMHCKOW MTOMOIIM IO KOPPEKIIUU HApYIIeHHs OallaHca ANIeKTPOIUTOB. [l CHUKEHHS yPOBHS
TUNIEPYPUKEMHUH MOXKET MOTPeOOBaThCs Tepanus pacOypukazoi. ['ocrutanu3anus nanuenta OyaeT
OCYILECTBIIATHCS IO PELICHUIO Bpaya.

VY naruenToB ¢ kmuHIYecKuM TLS 2—4 crenenn HeoOX0AMMO TPUOCTAHOBUTD MIPUEM JICHATMIOMHUIA
U TIPOBOAMTH Pa3BEPHYTHIM OMOXMMHUYECKUI aHANU3 KPOBU €XKEHEIENbHO WM MO KIMHUYECKUM
nokazanusM. HeoOxogumo oOecrneunTh WHTEHCHBHYIO BHYTPUBEHHYIO THApPATALUIO M|
COOTBETCTBYIOIIIEE JICUEHUE B COOTBETCTBUM C MECTHBIMU CTaHJIApPTaMHU OKa3aHUS MEIUIIMHCKON
MOMOIIM /0 KOPPEKIMH HapylieHus OanmaHca »dJIEKTpoJuTOB. Tepamus pacOypukazod u
rocruTanu3amus OyIyT OCYIIECTBIAThCS MO peleHuto Bpaya. [Ipu ymenbmienuu crenenu TLS o 0
M0 PEIICHUIO Bpaya BO30OHOBISIOT MPHEM JICHATHIAOMHUA B J03€ CIEAYIOIIEro 0ojiee HU3KOTrO
ypoBHS (cM. paznen 4.4).

CunOpom _ «ONYyxoneeoll  8CHbIWKUY  (CUHOPOM  MPAH3UMOPHO20 _ yCy2yOaeHus  KIUHUYEeCKUX
nposenenuu onyxoau, TFR)

VY manpentoB ¢ TFR | wim 2 creneHu pemieHWe O NPEPBIBAHUM JICYEHUS JEHAIMIOMUIOM WU
YMEHBIIIEHUSI €r0 JI03bl OCTAaeTCs Ha yCMOTpeHHe Bpada. [lo ycMOTpeHHIO Bpada MOKET OBITh
Ha3HayeHa Tepanus HECTEPOUAHBIMU MPOTUBOBOCHIATUTENbHBIMU npenaparamu  (HIIBII),
OTpaHMYEHHAas 1O  MPOJOJDKUTEIBHOCTH  TEpamus  TIIOKOKOPTHKOCTEPOUJAMHU  W/HUIU
HApPKOTUYECKUMU aHaJIbreTukamu. Y nanueHToB ¢ TFR 3 wim 4 crenenu Tepanuio JEHAIUIOMHUIOM
clieqyeT TPUOCTAaHOBUTh M HadaTh Tepamuio HIIBII, TIIOKOKOPTUKOCTEpOUAAMU  W/UITU
HapKOoTHYeCKMMHU aHanbretukamu. Korga BelpakeHHOCTh TFR cHusutcs no <1 creneHwu,
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o1 07.04_20
BO300HOBJIAIOT JICUEHHUE JICHAIMIOMUIOM B JI03€ TOIO JKE ybgﬁﬁxlE%;&mEE&liﬁxnfeﬁr&qua':é I

nukina. Cumnromarudeckas tepanust TFR nmpoBoauTes cornacHo pekoMeHaanusm mno jgedennto TFR
1 u 2 crenenu (cm. pazaen 4.4).

Bce noxazanus

[Ipu pa3BuTHHM y MalMEHTa APYTUX BUJOB TOKCUYHOCTH 3 U 4 CTENEHU TSHKECTH, CBSI3b KOTOPBIX C
MPUMEHEHUEM JICHAIUJOMHUJA HEIb3s HUCKIIOYHUTh, JICUCHHE JICHAIMIOMHUIOM  CIEAYeT
MpUOCTaHOBUTH. [10 pelrieHuto Bpaya JieyeHue JICHAINA0MUIOM MOXKET ObITh BO30OHOBIIEHO B J103€
ClIeyIoIIero, 60ee HU3KOro yPOBHS, IPU CHIYKEHUH BBIPAKEHHOCTH TOKCHYHOCTH 0 < 2 CTETICHHU.

CrnenyeTr paccMOTpeTh BOIPOC O MPUOCTAHOBKE HIIM MPEKPAIEHUU JICUYCHUs JICHATUIOMUIOM B
cllydae pa3BUTHS KOKHOM cplu 2 WK 3 cTeneHu. JleueHue JeHamua0MUI0M CIIEyeT IPEeKpaTUTh
IIPY aHTMOHEBPOTHUUECKOM OTeKe, aHa(pUIaKTUYECKOM peaklinu, ChIlU 4 CTEeNeHHU, FIKC(honaTuBHON
wii OyJUIe3HOM ChINM, WM Tpu Tojo3peHuu Ha cunapoMm CtuBeHca-/xoncona (SJS) wmm
TOKCHYeCKui sruaepManbHbii  Hekponu3 (TEN), wuimm JieKapCTBEHHYH KOXXKHYIO —PEaKIHIo,
COIPOBOXKIAMOIIYIOCS d03nHOIIMEH U cucteMHbiMu TiposiBicHusIME (DRESS) u He B0300HOBIATH
MOCIIe MPEKPaIIeHHs] 3TUX PEaKLUH.

Oco0ble rpynIbl MalueHTOB

J]uua nooJKcus1020 eo3pacma

P€3y.]H)TaTI)I Huccijea10BaHuAa q)apMaKOKI/IHeTI/IKI/I JCHaAIMAOMHa Yy ITOXKHUIJIBIX IIannueHTOB
npeacTaBieHbl B pazaene 5.2. Jlenanumpomu Ha3Havyanu namueHTaMm ¢ MM B Bospacte 10 91 rona,
nanueHTam ¢ MJIC — 1o 95 net, a natmentam ¢ MKJI — 1o 88 s1et. IIockobKy y OKUIIBIX TALUEHTOB
BEPOSITHOCTh HApylIeHUs (DYHKIMU IOYEK BBIIIE, J03y Npernapara HYKHO IOAOMpaTh OYEHb
OCTOPOYKHO, TIPH 3TOM BO BpEMsI JICUECHHUS] pEKOMEH/YyeTCsI MOHUTOPUPOBATh (DYHKITHIO TTOYEK.

Bn€D6b16 OMCZZHOCWIMDOSLZHHQ}Z MHOHCECIMBEEHHAA MUETOMA. NAUUEHIbL, KOMOPbIM HE NOKA3aAHA
mparncnaarnmayus

[lepen HazHaueHueMm JedeHus nanueHtam ¢ BJIMM B Bo3pacte 75 jer m crapiie HeoOXOAUMO
MPOBECTH TIIATeIbHOE oOcimenoBanue (cMm. pazaen 4.4). Jlig mnanumeHToOB crapuie 75 JIeT,
MOJTYYaIOIUX JICHATUIOMHU]] B KOMOWHAIIMU C JEKCaMETa30HOM, HadalbHasl J03a JIeKcaMeTa3oHa
coctapisieT 20 Mr ofuH pa3 B AeHb B 1, 8, 15 1 22 nHu kaxa0ro 28-1HEBHOTO IUKJIA JICUCHHUS.

H3meHeHne H03bI HE PCKOMCHAYCTCA JId IMMAIUCHTOB CTaplIc 75 JICT, KOTOPBIC HNPHUHUMAIOT
JICHAJIMAOMU/] B COYCTAaHUU C MGJ'I(baJ'IaHOM " IPCAHU30JIOHOM.

VY mauuentoB ¢ BIMM B Bo3pacte 75 JieT U crapile, MOJy4aBIIMX JICHAIUIOMUJ, CEPbE3HBIC
HexenaTesnbHble JekapcTBeHHble peakuuu (HJIP) u HJIP, koTopeie mpuBenu K HpeKkpalieHUro
JIYCHUs1, OTMEYAJIUCH Yallle.

KoMOuHMpoBaHHas Tepanus JEHAINJOMUIOM XyKe nepeHocuaach nauveHtamu ¢ B/IMM crapie
75 7eT mo CpaBHEHUIO C MOJIOJBIMU ManueHTaMu. IlamueHnTsl Oosiee cTapiiero Bo3pacTa yarie
MpeKpaniaiv MpueM mpenapara u3-3a HAuBuayansHoi Henepenocumoctu (HJIP 3 wnm 4 crenenu u
cepbesnbie HJIP), uem manueHTsl B Bo3pacte A0 75 ner.

Mnoorcecmseennas mueroma: nayueHmsl, NOAYYUBUIUE KAK MUHUMYM OOHV JUHUWO mepanuu

[Tponent nanuenToB ¢ MM B Bo3pacTe 65 JIeT U cTapiie, MoJy4yaBIInX JEHATHIOMU/ AeKCaMeTa30H
Wi 1anedo/nekcamerasol, Obul comoctaBuM. He oTmedeHo paznuuuil B 3(QQPEeKTUBHOCTH U
0€30MacHOCTH JICHAJTUIOMHJIa B 3aBUCHUMOCTH OT BO3PacTa, XOTA HEJb3s HUCKIIOYUTH OOJIBIIYIO
YyBCTBUTEIBHOCTH K IIPENapaTy NAaMEHTOB CTapIIeld BO3PACTHON I'PYIIIBL.

MJIC

Cpenu naruentoB ¢ M/[C, mpuHUMaBIINX JICHATUOMH/I, HE OTMEUEHO Pa3INIUid B 0€30MTaCHOCTH U
3¢ (HEeKTHBHOCTH Y AIIMEHTOB B BO3pacTe 65 JIeT U cTapllle U NalMeHTOB Myamie 65 JeT.
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MKJI

TEBETCTEYET ZKCNEPTHOMY OTYETY

VY mamuentoB ¢ MKJI, mpuHUMaBIIKMX JEHATUIOMUI, HE OTMEUYEHO PAa3NU4MUi B O€30MacHOCTH U
3¢ GEKTUBHOCTH y MALMEHTOB B Bo3pacTe 65 JIeT U cTaplilie U NalMeHToB Miaue 65 neT.

D vunu JIM3

VY nmanuenTos ¢ OJI wim JIM3, npuHUMAaBIINX JIEHATHIOMHU]T B KOMOWHAIIUY C pPUTYKCHMaOOM, 001Ias
yactota HJIP onunakoBa 17151 manMeHToB B Bo3pacTe 65 JeT U cTapuie 110 CPaBHEHUIO ¢ MallMeHTaMu
miazame 65 ietr. He ormedeHo paznmuunii B 3 (HEKTUBHOCTH MEKTY IBYMsI BO3PACTHBIMU T'PYITIaAMH
IMAI[CHTOB.

Tayuenmul ¢ Hapyuenusmu yHKyuu novex

Jlenanuoomu BIICIACTCS, TIIABHBIM 00pa3om, moukamu. [1o Mepe HapacTaHus CTENIEHU HAPYIICHUS
MMOYEYHON (PYHKIIMU CHIIKAETCS TOJEPAaHTHOCTh K Tepamuu (cMm. pasaen 4.4). Pekomenmyercs ¢
OCTOPOKHOCTBIO MOAOUPATH 103y Mperapara ¥ MOHUTOPUPOBATh PYHKIHIO TIoYeK. J1Jis manueHToB
¢ MM, MJIC, MKIJI, ®JI unu JIM3 u nmodyedHor HeI0CTaTOYHOCTHIO JIETKOM CTCICHHU TSHKECTH HE
TpeOyeTcst U3MEHEHHSI TO3bI JICHATUIOMHU/IA.

Pexomennyrorcs ciaeayrone M3MEHEHHS PEXMMa JTO3MPOBAaHMs B Hadalle TEPAllUM U B XOJIE €€ B
3aBHCUMOCTH OT CTENEHHM TSHKECTH HapyIIeHUs (YHKIHMHM TOYeK (Vi1 MAlMeHTOB C IOYEYHOU
HE/I0CTaTOYHOCTBIO Cpe/iHel U TshKenoil crenenu Tsokectd, a Takke TCIIH). MecnenoBanus ¢assl
I mpu TCITH (KK <30 miu/muH, TpeOyeT NpOBEACHUS AUaIN3a) He IPOBOINIHCE.

Mnoowcecmeernnas mueroma

Cocrosinne pynknun nouek (KK) HN3menenue 103l (¢ 1 mo 21 geHb BO

BpeMs NMOBTOPHBIX 28-THEBHbIX HUKJIOB)

[ loyeunas HedocmamouHoCcmob CpeoHell cmeneHu
msioicecmu (30 mur/muH < KK < 50 Mi1/MuH)

10 Mr osiuH pas B J€Hb

[loueunas HeOOCmMamoyHOCMb MANCENOU CIeneHU
msotcecmu
(KK < 30 mn/muH, He TpeOyeTcs 1uamus)

7,5 Mr ofuH pa3 B JeHb WK 15 mMr yepe3
eHb

TepMmuHanbHast cTaaus NOYEYHON HEJOCTATOYHOCTH
(TCIIH)
(KK < 30 mi/muH, TpeOyeTrcst 1uanus)

S Mr OZuH pa3 B JeHb. B neHp quanusa no3y
Mperapara Hy’KHO TPUHUMATh MOCTIe
OKOHYAHHUSA ceaHca Juaan3a

* Jlosa npenapara MOXeT ObITh MOBBIIIEHA 10 15 MT 01MH pas B
Ha Teparmio, HO XOpOoIIeH ee MepeHOCHMOCTH.

MAC

JACHB ITIOCJIC 2 HUKJIOB TE€PpAIlU P OTCYTCTBHUU OTBETA

Cocrosinue pynkunu nouek (KK)

HN3MeHeHue 103bI

[ToueuHas HEIOCTATOYHOCTh CPEIHEN
CTETIEHH TSKECTH
(30 ma/mun < KK < 50 Ma/mun)

Hauansaas nosa

S MI OJIMH pa3 B JICHb
(c 1 mo 21 neHb BO BpeMst MOBTOPHBIX
28-THEBHBIX ITUKIIOB)

03a ypoBHA -1* 2,5 MT OAUH pa3 B I€Hb

yp p
(c 1 mo 28 neHpb BO BpeMsl MOBTOPHBIX
28-THEBHBIX IUKJIOB)

Jlo3a ypoBHs -2* 2,5 MT 4yepe3 JeHb

(c 1 mo 28 neHpb BO BpeMsl MIOBTOPHBIX
28-THEBHBIX IUKJIOB)
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Tloyeunas HeIOCTATOYHOCTH Hauvanbuas noga__ 2.5 MEOMUIpas B qcs = - = T2 AT
TSDKEJIOW CTETIEHU TSKECTH (c 1 mo 21 neHp BO BpeMsi TOBTOPHBIX
(KK <30 ma/mun, HE TpeOyeTcst 28-THEBHBIX LIUKJIOB)

nanm3
! ) Jlo3a ypoBHs -1* 2,5 mr 4yepe3 neHb

(c 1 mo 28 neHp BO BpeMs TOBTOPHBIX
28-THEBHBIX LIUKIIOB)

Jlo3a ypoBHs -2* 2,5 MT J1Ba pasza B HEEIIO
(c 1 mo 28 neHp BO BpeMs TOBTOPHBIX
28-THEBHBIX LIUKIIOB)

TCIIH (KK <30 mn/muH, TpeOyercs [HavanpHas mo3a 2,5 Mr ojMH pa3 B JICHb
an3) (c 1 mo 21 neHb BO BpeMsl IOBTOPHBIX
28-THEBHBIX IUKJIOB)

B nenp nuanusa no3y npenapara
HY>KHO IIPUHUMATh 10CJIE OKOHYaHUs
ceaHca AUaJIn3a.

Jlo3a ypoBHs -1* 2,5 mr 4yepe3 neHb
(c 1 mo 28 neHp BO BpeMs IOBTOPHBIX
28-THEBHBIX ITUKJIOB)

Jlo3a ypoBHs -2* 2,5 MT J1Ba pasza B HECIIO
(c 1 mo 28 neHp BO BpeMs TOBTOPHBIX
28-THEBHBIX ITUKIIOB)

Bo3MoxxHOCTH HU3MEHEHUS JO3bI B XOAC JICUCHUA WU Cro BO300HOBJICHHUS Ipu  pa3sBUTUU HeﬁTpOHeHHH,
TpOM6OI_lI/ITOHeHI/II/I nin Apyrux BUAOB TOKCUYHOCTHU 3 u 4 creneHu TAXKCECTU, CBA3b KOTOPBIX C MNPHUMCHCHUEM
JICHaAJIMAoMHUa HEJIb34 UCKIIIOYNUTD, MPCACTABJICHBI BBILIC.

MKJT

Cocrosinne pynknun nouek (KK) HN3MeHeHue 103b1
(c 1 mo 21 neHp BO BpeMs TOBTOPHBIX
28-THEBHBIX [UKIIOB)

[Toueunass HEAOCTAaTOYHOCTh cpenHer crenenu|l0 Mr oauH pa3 B JeHb
TSDKECTH
(30 ma/mun < KK <50 mi/mun)

[ToueuHass HEAOCTATOUHOCTh TSKENOW CTENeHM|7,5 Mr OJMH pa3 B IeHb WK 15 Mr uepe3 1eHb
TSKECTH
(KK <30 ma/muH, He TpeOyeTcs quaiun3)

TepMuHabHAA craaus [IOYEYHONS MI' OJUH pa3 B JcHb. B NIeHb nuamusa 103y,
HepoctatouHoctu (TCITH) [penapara Hy>KHO IPUHUMATh ITOCJIE OKOHYaHUS
(KK <30 ma/muH, TpebyeTcs auanmn3) ceaHca Juanusa

* 210321 MOJKET OBITh ITOBBIIICHA a0 15 mMr OJUH pa3 B JICHb MOCJIE 2 IUKJIOB TEpanuun, €CJIu MaIMCHT HEC OTBEYACT Ha
JICUCHHUE, HO HE ICMOHCTPUPYCT MPU3HAKOB HETICPEHOCUMOCTH.

DJI wu JIM3

Cocrosinne pynknun nouek (KK) HN3meHeHue 103b1
(c 1 mo 21 neHpb BO BpeMsl TOBTOPHBIX
28-THEBHBIX IUKJIOB)

[Toueunas HeIOCTATOUHOCTH CcpeHel ctenenn |10 Mr oguH pas B )IeHbl’Z

TSKECTU
(30 ma/mun < KK < 60 mi/Mun)
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[loueuyHasa HEJOCTATOUYHOCTD TSKEJION CTEIIEHU
TSOKECTHU
(KK < 30 mn/muH, He TpeOyeTcs: Auanu3)

5 Mt oms pad B HeHs -~ -

OTBETCTEYET 3KCNEPTHOMY OTUETY

TepMuHaJIbHAS CTAIUS TOYEUHOU
HenocrarouHoctr (TCITH)
(KK <30 mn/muH, TpeOyeTcst Tuanu3)

S MTI OJIMH pa3 B JeHb. B 1eHb quanuza 103y
[perapara Hy)KHO IPUHUMATh MTOCTIe
OKOHYAHMUS ceaHca Juajin3a

! )]033 npemnapara MOXET OBLITH MOBBIIIICHA a0 15 mr OJVH pa3 B AC€Hb MOCJIC 2 HUKJIOB TE€parinu, €CJIn y nNalyueHTa HE
Ha6J'HOL[aJ'IOCI) IMMPU3HAKOB HETICPEHOCUMOCTH.

2 Jlns manMeHToB, MOJyYalomMX HadalbHylo 103y 10 Mr, B cilydae CHWXKEHHS O3Bl [T JIEUEHUsS HEHTPOTICHUM MU
TPOMOOILIMTONICHUN WM APYTHX BHAOB TOKCHYHOCTH 3 minM 4 CTENEHH TSDKECTH, COYTEHHOH CBSI3aHHOH C
JICHAIMIOMUIOM, HE TIPUMEHSITh 1036l Ipenapara HKe 5 MT 4epe3 JICHb WU 2,5 MT OJIMH pa3 B JCHb.

Ilocne Hauama neYeHHUS JCHATHUIOMUIOM nociacayromee HM3MCHCHHUC JO3bl Yy MAIIUCHTOB C
HapylmCHUsAMUA q)YHKHI/II/I IIOYCK JOJIDKHO 6aSI/IpOBaTBC$I Ha I/IH,Z[HBI/I,Z[Y&HBHOﬁ MNEPCHOCUMOCTH
JICYCHHS, KaK YKa3bIBaJIOCh PAHCC.

THayuenmol ¢ Hapyuwenusmu OyHKyutl neyeHu

@®apMaKOKMHETHKY JICHATHIOMHUA HE M3YyYald y MAIlMEHTOB C HAPYIICHHOW (yHKIWEH IMeYeHH,
[I03TOMY HE IIPEACTABIIACTCS BO3MOXHBIM IPEICTaBUTh PEKOMEHIALMHU OTHOCUTEIIBHO MU3MEHEHUs
JI03bl Y 3TOW KaTErOpPUU MaLlUEHTOB.

CTH

Jlenanmoomu 1 HE peKOMEHIYETCs JUTsl IPUMEHEHHUS y IeTel B Bo3pacTte 10 18 et o coodpakeHus M
0€30I1aCHOCTH.

Cooco0 nmpuMeHeHns

BnyTtps.

[Ipenapar JleHanuaomua npegHa3HA4eH TOJIBKO I IPUEMa BHYTPb.

Kchy.]'IBI npemnapara JlenanugomMua HeEIb3s OTKpPbIBATb, pa3jlaMbIBaTb WK PaA3KCBbIBATH, HX
PEKOMEHAYCTCA NPUHUMATDL COITIACHO CXEME TCPAIlMU B OAHO U TO KC BPEMA N0 WM IMOCJIC ITpHUEMa
IMUIIH, TPOTJIaThIBas HCJINKOM H 3allBad BOJOM.

PGKOMeHﬂyeTCﬂ HQOXUMATb TOJIbKO Ha OJWH KOHCI KaIllCyJIbl IIPHU U3BJICUCHUUN €€ U3 6J'II/ICTepa JUIA
TOTO, YTOOBI CHU3HTh pHUCK €€ IIC(I)OpMaI_II/II/I H TOBPCIKACHU .

Mepvwl npedocmopodichocmu, npuHumMaemvle neped npumMeHeHuemM npenapama iy npu pabome ¢ HUM

WNudopmanus no pabore ¢ IUTOTOKCUYECKUMH IIperiapaTaMy MpHUBeeHa B pasjede 6.6.
4.3. IIpoTuBoONOKa3aHUSA

TUTIEPIYBCTBUTEIHHOCTh K JICHATWJIOMHUAY WJIA K JIFOOOMY W3 BCIIOMOTATEIbHBIX BEIICCTB,
MepEYMCIICHHBIX B pazzene 6.1;

OepeMEeHHOCTh U TIEPUO/I TPYAHOTO BCKapMIIUBAHHUS,

COXPAHEHHBI PEMpPONYKTUBHBIM TOTEHIMAN, 32 HCKIIOUYEHUEM CIydaeB, KOrJa BO3MOXKHO
COONTIOZICHHE BCEX HEOOXOTUMBIX YCIIOBUH [IporpaMMbl KOHTPOJIUPYEMOTO MEIHIIMHCKOTO
MpUMEHEHUs JIeHanuaoMua (cM. pazaensl 4.4 u 4.6);

HEBO3MOXXHOCTh WJIM HECIOCOOHOCTh COONIOAAaTh HEOOXOJUMBIE MEphI
yKa3zaHHbI€ B pazjene 4.4;

JeTcKui Bo3pacT a0 18 net (1mo coodbpakeHusM 0€30MacHOCTH).

KOHTpaucImmnuu,
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4.4. OcoOble yKa3aHUsI B MePbI MPEI0CTOPOKHOCTH IPH np'm:l;e OBATENEHOCTE 0001)

C 0CTOPOKXHOCTBIO

VY nanuentoB ¢ B/IMM B Bo3pacte 75 net u crapiie (cMm. pazaensl 4.2 u 4.4).
VY NanueHToB ¢ MOYeYHOW W/UITU MIEYEHOYHOM HEeJJOCTATOYHOCTHIO (CM. pasnenst 5.1, 4.2).

VY manueHToB, UMEMUX (aKTOphl pUCKa TPOMOOIMOOIUH, BKIItOYas TpoMOO3 B aHaMmHe3e (TpH
JICUCHHUH JICHATMIOMUIOM B KOMOMHALINY C JIEKCAMETa30HOM).

[Ipy coBMECTHOM MPHUMEHEHHH CO CTaTUHAMM; C MHEIJIOJCIPECCUBHBIMUA IIpenapaTaMu; C
npenaparamu, MOBBIIIAIONIMMHA CKJIOHHOCTh K KPOBOTEUEHUSIM; C Ipenaparamu, MOBBIIIAIOIIUMHU
pUCK TpoMOO30B, a UMEHHO, C TIpenaparamMmu, 00J1aJaloIUMH dPUTPONOITHUESCKON aKTUBHOCTHIO, U
FOPMOHO3aMECTUTEIBHON TEpanuer y mnanueHtoB ¢ MM, npuHHMaromMX JEHAIWIOMUI B
KOMOWHAIIMHK C JIeKCaMeTa30HOM (CcM. paszziensl 4.8, 4.5).

¥V nauuentoB ¢ MKJI ¢ BBICOKO# OITyX0JIEBOM MaCCOM.

Y mnaunuentoB c¢ rematutoM B (HBV) B anamnese, BKiIOYas MalMEHTOB C IOJOXKUTEIbHBIM
pe3yJibTaTOM Ha aHTHUTENA K siaepHoMy anTureny HBV (antu-HBc) n orpuniatensHbIM pe3yibTaToM
Ha TIOBEPXHOCTHBIN aHTHreH Bupyca HBV (HBsAg).

VY NanueHToB ¢ HACJICCTBEHHOW HEMIEPEHOCUMOCTBIO JIAKTO3bI, IS(UIIMTOM JIAKTa3bl HIIN TJIFOK030-
rajJlakTo3HOM ManpabcopOuuel (Tak Kak TMpemapar COACPXKHUT JAKTO3y, CM. MOApa3en
«BcmomorarenbHbie BeliectBay pasjaena 4.4).

Oco0nie YKa3aHusA

[Ipu Ha3HAUEHUU JEHATUAOMUA B KOMOMHALIMY C APYTUMU JIEKaPCTBEHHBIMH IIperapaTaMu, nepes
HayajioM Tepaluu CJelyeT IpeJBapUTE]IbHO O3HAKOMHUTbCS C COOTBETCTBYIOIEH —oOrien
XapaKTePUCTHKON JIEKApCTBEHHOTO TMperapaTa/MHCTPYKIUEH 10 MEIMIMHCKOMY IMPHUMEHEHHUIO
JIEKapCTBEHHOIO IIpernapara.

IIpedynpesicoenus 6 omuoweHuu bepemeHHoCmu

JleHanunoMua — CTPYKTYpHBIH aHayior TanuaoMuaa. M3BecTHo, 4To mpueM OepeMEeHHBIMU
KEHIIMHAMU TaJIMJJOMHUJa, O0JIaJaroIlero BBIPAKEHHBIM TEPATOr€HHBIM JEWCTBUEM, BBI3BIBACT
TSOKENble M YIpoJKarolllMe >KM3HM BpOXJAEHHbIE AedeKThl pa3BuTHs. JleHanuaoMuj BBI3BIBAT Y
00€3bsIH MOPOKHU Pa3BUTHA, CXOJHbIE C ONMCAaHHBIMU paHee dpdeKTaMu TanuaoMuIa (CM. pa3aesibl
5.1 u 4.6). Ilpu npueme neHaIMIOMHIA BO BpeMsi OEPEMEHHOCTH PHUCK Pa3BUTHUS BPOXKICHHBIX
Ne(pEeKTOB BECbMa BEPOSITEH.

HeykocHurenbHoe  cobmiogeHue  Bcex  TpeboBanuii  [IporpamMmbl  KOHTPOJIMPYEMOro
MEIUIMHCKOI0 TNPUMEHEHHMs JIEHAJMIOMHAAQ pACIpOCTPAaHSAETCS Ha BCEX MALHUEHTOK C
COXPAHEHHBIM PENPOAYKTUBHBIM MOTEHIMAIOM, €CJIH TOJBKO JIOCTOBEPHO HE MOJTBEPKIACHO €ro
OTCYTCTBHE.

Kpumepuu ons HCEHWUH C HECOXPAHEHHbIM pel’lDO()VKI’I’ZMBHblM nomeryuaiom

JKeHIMHA-TTaMEeHT WM JKEHIIWHA, CEKCYaJbHBIM NapTHEp MykuuHbl-nanueHta, HE cumrarorcs
CIIOCOOHBIMU K JIETOPOXKICHHIO MPH HATUYHH XOTs ObI OJTHOTO U3 CIEAYIOMIHUX (PAKTOPOB:

e Bo3pacT >50 JeT M ATUTEIBHOCTh €CTECTBEHHON ameHopen >1 rojga (ameHopess BCIEICTBHUE
MIPOTUBOPAKOBOM TEPANMM WIM B MEPHUOJ] I'PYAHOTO BCKAPMIIMBAHUS HE HCKIIOYAET HAIWYMS
PENPOAYKTUBHOIO IIOTEHIINANA);

® paHH:AA HEJOCTATOYHOCTh IMYHUKOB, IIOATBEPKICHHAS THHEKOJIOTOM;

® JIBYCTOPOHHSS CAJIbIUHIOO(OPIKTOMUS HITU TUCTEPIKTOMHUSI B AaHAMHE3E;

e re”Horun XY, cuHapoMm TepHepa, areHe3ust MaTKH.
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(MOCNEOCBATENEHDCTE 0001)

Kouncynomuposanue

COOTBETCTBYET ZKCNEPTHOMY OTUETY

IIpuMeHeHHE JIEHAIUIOMHUAA Yy JKECHINMH C COXPAaHEHHBIM PENPOAYKTUBHBIM IIOTEHIAAIOM
IIPOTHBOIIOKA3aHO B TE€X CIIy4asix, KOIJa He COOJII0IEHB! CIEAYIOIINE YCIOBUA:

KCHIIIMHA

® J0JDKHA OHMMATh 0)KUIAEMOE TEPATOTeHHOE JISHCTBHE JICHAIHIOMH/Ia Ha IO,

® J0JDKHA IIOHMMATh HEOOXOJMMOCTH HEIPEPHIBHOTO HCIIOIBb30BaHUs I(P(PEKTHBHBIX METOJOB
KOHTpaucniuuu B TCUHCHUC HC MCHECC 4 HCACIIbL 4O HAa4YaJla JICYCHHA, BO BpEMs JICUHCHHA U HC MCHEC
4 Henesnp OCie OKOHYAHHS JICUCHHUS;

® JI0JDKHA CJICA0BATh PEKOMEHAAIMU UCIIOIb30BaTh 3Q(MEKTUBHYIO KOHTPALICIIIHIO IaXKe B Cllydae
AMCHOPCH Y KCHIIWHBI C COXPAaHCHHBIM PCIIPOAYKTUBHBIM IMOTCHIUAIOM;

e OBITh CLIOCOOHOM K COOJIOZICHUIO BCeX MPaBui 3((EeKTUBHON KOHTPALICTILIHH;

® JOJXKHA 3HaTh U IMOHHUMATh BO3MOKHBIC ITOCICACTBUA 6epeMeHHOCTI/I, a TaKX¢E HCO6XOIII/IMOCTB
CPOYHOTrO OOpallieHHsi 3a KOHCYJIbTallMeld INpPH HOJO3PECHUU Ha OCPEeMEHHOCTh; — JOJDKHA
HOHMMaTh HEOOXOIMMOCTh HEOTJIOKHOTO Hauaja JICYCHHUS JICHAIUJOMHUIOM Cpa3y e IOCie
HOJTYYCHUsI OTPULIATEIIBHBIX PE3YJIbTATOB TECTAa Ha OEPEMEHHOCTb;

® JI0JDKHA OCO3HABaTh HEOOXOIMMOCTH IPOBEJICHUS TECTa M BBINOJHITH TECT HA OEPEMEHHOCTh
KaXXZIbIC KaK MHHHUMYM 4 HCACIN 3a HCKIHOUYCHUCM IMAIIMCHTOK, Y KOTOPBLIX BBIIIOJHCHA
CTEPUITU3ALHS [TyTEM MEPEBSI3KH MAaTOYHBIX TPYO;

® J0JDKHA MOATBEPJHUTh, YTO IMOHMUMACT PHCK BO3MOXKHBIX HEXKEIATEIBHBIX IOCIEACTBUN U
HEOOXOIMMOCTh UX MPEAYIPEKICHUS B IEPHO] JICUCHUS JICHATHIOMHIIOM.

Ilpumenenue y mysicuun

Jlannble n3ydenus apMaKOKUHETHKH JICHATUIOMUIA Y MY>KYHMH-T00POBOIIBIIEB CBUIETEIbCTBYIOT
0 TOM, YTO B XO/I€ JICUCHHUS JICHAIUIOMHUJ] MOXKET COJEPKATHCS B IPEIETbHO HU3KUX KOHIICHTPALIMSIX
B CEMEHHOI )KMJIKOCTH MAI[MEHTOB U HE OIpeiensieTcs uepe3 3 AHs Mocie NpeKparieHus IpuMeHEeHUs
npernapara y 370pOBbIX T0OpPOBOJBIEB (cM. pazaen 5.2). B kadecTBe Mephl MPEeIOCTOPOKHOCTH,
YUHUTBIBasi BO3MOKHOE CHIXKEHHE CKOPOCTH BBIBEJICHUS JICHATMJIOMHUIA Y OCOOBIX TPYIIN MAIllUEHTOB
(Y marueHToB ¢ HapyIIeHUAMH (PYHKIHU MOYEK), Al BCEX MY)KUMH, IPUHUMAIOIIUX JICHAIUIOMHU/I,
JTOJKHBI OBITH COOJTIO/ICHBI CIICTYIONIUE YCIIOBHUS:

MYKUYHNHa

® JI0JDKEH IIOHUMATh BO3MOXKHBIM PUCK TEPAaTOr€HHOr0 ACHCTBUS JICHAINIOMH/IA TIPH CEKCYaTbHOM
KOHTAaKTe C OEpeMEHHOH J>KEHIIMHOM WM MKEHIIMHOH ¢ COXpPaHEHHBIM pENpPOAYKTUBHBIM
MTOTEHIHAJIOM;

® JIOJDKEH IMOHMMAaTh HEOOXOJMMOCTh MCTIOIB30BAHUS MIPE3EPBATHBOB (JIaXKe TOCIIE MEPEHECCHHOM
Ba39KTOMHMH) TPH CEKCYaJIbHOM KOHTaKTe C OEpeMEHHOM JKEHIIMHOW WM >KEHIIMHOM C
COXPaHEHHBIM PENPOAYKTUBHBIM TOTEHIIMAJIOM, HE WCIOJB3YIOIIEH HaaeKHbIE METObI
KOHTpALEeNLUH, B IEPUOJ] JICUEHHUS, U B TEUCHHE HE MeHee 7 JTHeH IMmocie MPUOCTaHOBKU W/HIIU
3aBepILICHHS JICUCHHS,

® JIOJDKEH IMOHMMATh, YTO, €CJIM €r0 MapTHepIIa 3a0epeMeHena BO BpeMsl €ro JICUSHHS HITH BCKOpe
rnocjae  NpeKpalieHus  Tepanuu  JICHAIMJIOMUIOM, OH  JIOJDKEH  He3aMeJJIUTEIbHO
MpOUH(POPMHUPOBATE 00 STOM CBOETrO JIEYANIETO Bpada, a €ro MapTHEpIIe pPEeKOMEHIyeTCs
00paTUThCS 3a 00CIIeJOBAHUEM U KOHCYIIbTAllMel K Bpayy-TepaTojory.

Bpau, HazHauvaromuii Jle4eHUE JICHAIMIOMUJOM >KECHIIMHAM C COXPAaHEHHBIM PENpPOIYKTHBHBIM
MIOTEHIUAJIOM, IOJKEH

e yOenuTbcs B TOM, UTO TMAIMEHTKAa YAOBJIETBOpseT BceM ycioBusiM IIporpammsi
KOHTPOJIMPYEMOI0 MEeIMUMHCKOr0 NPUMEHEHHs JICHAJUAOMMAA, BKIHOYAs MOATBEPKICHUE
TOT'0, 4YTO OHA aJIEKBATHO IIOHUMAET CUTYALUIO;

® [IOJIyYUTh COTJIACHE MALMEHTKH Ha 00s13aTeIbHOE COOIIIOIEHHE €10 BCEX YCIOBUM BhIIIEyKa3aHHON
IIporpammsil.
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Ipasuna koumpayenyuu

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JKeHIMHBI C COXpPAaHEHHBIM PENPOAYKTUBHBIM IOTEHIMAJIOM JOJDKHBI HCIIONb30BaTh OJUH U3
3¢ PEKTUBHBIX METOIOB KOHTpPAIIETIIIUU B TCUCHHE HE MeHee 4 Hellelb 10 Hadalla JICYCHHS, BO BpeMs
Tepanuu U B TECUCHHE HE MeHee 4 Helenb MOCie OKOHYaHUS Teparuu JICHATUIOMHIOM, JIaXKe BO
BpeMs TIEPEpPHIBOB B JICYCHHH, 32 HCKIIOUYECHHEM TAI[MEHTOB, KOTOPHIE HAa MPOTSHKEHUH BCETO
YKa3aHHOTO CpOKa BO3JIEPKUBAIOTCSI OT  CEKCYaJbHBIX OTHOIICHHWH, YTO EXEMECSYHO
MOATBEPXKIACTCA JOKyMeHTanbHO. Eciam mamuentke He mogobpaH 3¢G(EeKTUBHBIA METOA
KOHTpAIICTIIIUK, €€ HEOoOXOMUMO HAmpaBUTh K Bpady-THHEKOJOrY JUisi Moadopa M Hayaia
HCIIOIL30BaHUs TAKOTO METOA.

CHGILYIOH_II/IG MMPUMEPBI MOKHO OTHECTHU K NOAXOAAIIUM METOJaM KOHTPALCIIINN:

o [loakoXHBIE TOPMOHATHHBIC UMILIAHTHI,

e BHyTpuMaTO4HBIE CUCTEMBI, BhIIEA0MUE JeBoHOprecTpen (BMC);

e Jlemo-npenaparsl MEIPOKCUIIPOTECTEPOH alleTaTa;

e [lepeBs3ka MaTOYHBIX TPYO;

e BasskroMus mnapTHepa (MOATBEpPXkACHHAs JABYMS OTPHUIATEIbHBIMU aHaIU3aMU CEMEHHOMN
KUJIKOCTH);

e [IporecrepoH-coaepKamniue TadIeTKH, MHTHOUPYIONIUE OBYJISIIIHIO (HAIPUMED, 1€30TeCTPEN).

B cBs3M C MOBBILIEHHBIM PUCKOM TPOMOOIMOOIMYECKHX OCJIOKHEHUH MpHeM KOMOWHUPOBAHHBIX
[epOpaJIbHbIX KOHTPALIEITUBOB HE MOKa3aH NalueHTkaM ¢ MM, npuHuUMaronuM JIeHaIuI0Mu B
COCTaBe KOMOMHUPOBAHHOW TEPAIMK, U B MEHbIIIEH cTerneHu — manueHTkam ¢ MM, MJIC u MKJI,
KOTOpBIE TMOJMYy4Yar0T MOHOTEpANHio JeHaTuIoMuaoM (cM. pasgen 4.5). Jdns sddextuBHOU
KOHTPALICNILUU 3TUM IAlUEHTKaM PEKOMEHIYETCSI UCIOJIb30BaTh OAWH M3 IEPEUNCIICHHBIX BBIILIE
MeTo10B. [ loBbIIeHHBIN pHUCK pa3BUTU TO coxpaHsieTcs B TeUeHUEe 4—6 HeleNb MOocie NPeKpalleHus
npreMa KOMOMHUPOBAaHHBIX TPOTUBO3a4aTOUYHBIX CPE/ICTB.

D¢ (heKTHBHOCTE TOPMOHAIBHBIX MPOTHBO3aYaTOYHBIX IPENapaToB MOXKET OBITh CHIDKEHA TPU
OJTHOBPEMEHHOM Ha3HAuYEHUU JeKcameTa3oHa (cM. pazzen 4.5).

[TanneHTKaM C HEWTPONEHMEH, HCIONB3YIOIIMM B KadeCcTBE IPOTHBO3a4aTOYHOIO CpEICTBA
[IOAKOXKHBIE TOPMOHAJIbHBIE HWMILIAHTBI WU BHYTPUMAaTOYHBIE CHCTEMBI, BBIACISAIOIINE
JIEBOHOPTECTpPEII, HEOOXOAMMO MTPOPUITAKTUUECKH Ha3HAYATh aHTUOMOTHKHU B CBSI3U C MOBBIIIEHHBIM
PUCKOM MH(EKIMOHHBIX OCJIOKHEHUH B MOMEHT YCTaHOBKH 3THX TEPANIEBTUUECKUX CUCTEM, a TAKXKE
IMOBBIIICHHBIM PUCKOM HEPETYIAPHBIX KPOBAHUCTBIX BI)I)IGJ'IGHI/Iﬁ U3 II0JIOBBIX HYTGI\/'I.

Hcnonb3oBaHne BHYTPUMATOUHBIX CUCTEM, BBIACISIOLIUX ME/lb, KaK IIPABUIIO, HE PEKOMEHYETCS B
CBSI3U C BBICOKMM PHCKOM pa3BUTHSI WH(OEKIIMOHHBIX OCIIOKHEHHUH B MOMEHT WMIUIAHTAIlUUd W
MOBBIILIEHHOW KPOBOIIOTEPU BO BpPEMS MEHCTpPYyalMH, KOTOpas MOMKET YCHJIUTh BBIPAKEHHOCTH
HEUTPOTICHUH WJIM TPOMOOIIUTOTICHUH Y TTAIIUEHTKH.

Tecm Ha 6€D€M€HH06‘mb

B COOTBCTCTBUHU C MGCTHOI\/JI HpaKTHKOﬁ TECT Ha 6CpeM€HHOCTB C ‘-IYBCTBI/ITCJ'II)HOCTI)I-O HC MCHEC
25 MME/M1 noiKeH BBIONHATHCS 101 HAOMI0IeHHEeM MEAUIIMHCKOTO TIEpCOHAIa ISl BCEX YKSHIIUH
C COXpaHCHHBIM perOILYKTI/IBHBIM IIOTECHIIMAJIOM, BKJIIOYasd U TEX, KTO ITOJIHOCTHIO U HenpemeHo
BO3JIEP)KMBAETCS OT CEKCyaJbHBIX OTHOIIEHWH. B wmpaeane, Tect Ha OGepeMEHHOCTh, Ha3HAUYCHUE
JICUCHHUS U Bbla4da npenapaTa JOJI’KHBI HpOI/ICXOHI/ITB B OAWH U TOT XXC€ ACHb. Bbmaqa JICHAJINOMHU 1A
KEHIIMHAM C COXPAHEHHBIM PEMPOJYKTUBHBIM MOTEHIIMAIOM JOJKHA MPOUCXOAUTH B TEYCHHE 7
JTHEW MOocJie HA3HAYEHUS TEPAIUU.

Lo Hauana neuernus

Tect Ha OepeMEHHOCTh BBITIOJHSCTCS TOJ HAOMIOJCHHEM MEIUIIMHCKOTO TMepcoHana B JIeHb
Ha3HAYeHMs JICUEHUS WM 3a 3 JHSA 0 BU3UTa K JedallleMy Bpady IOCJ€ TOro, Kak MalMeHTKa
MCIIO0Bb30Baja 3G (HEeKTUBHBIN METOT KOHTpAIENIIMY B Te€UEHUE HE MeHee 4 Henenb. Pe3ynbpTaT Tecta
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HDO@OJZOfCEHLle U OKOHYAHUe jled4eruA

Tectbl Ha OGepeMEHHOCTb AOJDKHBI BBIMOJIHATHCA MOJ HAOMIOACHHEM MEAMIIMHCKOIO IepcoHala
KaXKJIble KaKk MUHUMYM 4 HeJelH, BKIII0Yasi KaKk MUHUMYM 4 HEeJeJH M0Clie OKOHYAHUS JICUCHHUs], 3a
UCKITIOYEHUEM TOATBEPKICHHON CcTepuiin3alud MaTOYHBIX TpyO. TecThl BBIMONHAIOTCS B J€Hb
Ha3HAYCHMs JICUCHUS WM 32 3 JIHS 10 BU3UTA K JIeyalleMy Bpauy.

Jlonoanumensvhovle mepol npe()ocmopoofmocmu

[TatmeHTHl HE NOJKHBI NepeaaBaTh npenapar Jlenanuaomua apyrum auuaM. Heucrnonb30BaHHbBIN
rpenapar peKOMEHyeTCsl BO3BPAaTUTh B MEAMIIMHCKOE YUYPEKIECHHUE IO OKOHYAHUU JICUEHUS IS
0€30MacHOTO YHHUYTOKCHHUS.

[TanenTy He pazpemaercs ObITh JTOHOPOM KpPOBHM WJIM CIEPMbl HA MPOTSXKEHUM BCEro JICUEHUS
(BKJIIOYasi MepepbIBbl B JICUEHUHU) JICHAIMJIOMHIOM M B TEUEHHME HE MEHee /7 JHEH Iocie €ero
OKOHYaHUS.

MeI[I/IIlI/IHCKI/Ie pa6OTHI/IKI/I U Jinga, OCYHCCTBJIAIOIIME YXOA, AOJKHBI HOCHUTH OJHOPA30BLIC
IepYaTKu IIpu O6paH_IeHI/II/I ¢ Oankoil wim KaricyJjiaMu. BepeMeHHHM KCHIIMHaAM HMJIM KCHIIIMHAaM,
KOTOPLIC IMOA03PCBAIOT, YTO OHU MOI'YT OBITH 6epeMeHHI)I, HC CICAYCT MPHUKACATHCA K OaHke WiIn
KarcyJaMm.

06}/'{51}01141/{8 mamepuaiibl, OZCpAHU4Y€eHUAl 6 HA3HAYEHUU U svloaye npenapama

UroObl MOMOYBL MAIMEHTaM MPEAOTBPATHTh BO3ACWCTBHUE JEHAIMIOMMIA HAa IUIOJ, BIAJEell
PETUCTPALIMOHHOTO  YIOCTOBEPEHUS] IPEAOCTAaBUT MEIUIMHCKOMY IIEpCcoHally oOydaroliue
MaTepuaibl, 4ToOObl 000CHOBATH MPEIOCTEPEKEHHSI B OTHOIICHUN TEPATOTEHHOCTH JICHATHIOMU/IA,
PEKOMEHJIOBAaTh KOHTPALICTIIIMIO TEepe]] Ha4dajloM Tepalnud U Pa3bICHUTh HEOOXOAUMOCTD
MIPOBEJICHUS] TECTOB Ha OepeMeHHOCTh. Bpau momxkeH mponH(OpMUpPOBaTh MAIIMEHTOB MY)KCKOTO U
KEHCKOTO TI0JIa O PUCKE PA3BHTUS TEPATOTEHHOTO 3P PeKTa JICHATHIOMHIA U CTPOTUX MEpax Ii0
MPEIyNpPEexJACHUI0 OEpeMEHHOCTH B COOTBETCTBMM ¢ IIporpamMmoii KOHTpPOJIMPYyeMOro
MeIMUMHCKOr0 MpuMeHeHusl JieHaauaoMuaa. Bpau nomkeH o0ecreuuTs MaiueHTa o0ydaroei
OpoIIIOpOl W KapTOYKOW TMAaIMeHTa, a Tak)Ke WHBIMH SKBUBAICHTHBIMH HWHCTPYKIHUSMHU B
COOTBETCTBUU C TOCYJAPCTBEHHOW CHUCTEMOW KapT marueHToB. B mieane Ttect Ha GEpeMEHHOCTb,
Ha3HAauYCHME JICYCHHUs U BblJaya IIperapara JOJDKHBI IPOMCXOAUTh B OJUH U TOT K€ JeHb. Brlnaua
JICHAJTUIOMH/IA )KEHIIUHAM C COXPAHEHHBIM PENPOIYKTUBHBIM MOTEHIIMAIOM JOJKHA TPOUCXOIUTh
He mo3aHee 7 AHEH mocie HazHayeHus: Tepanuu. JKeHIMHaM ¢ COXpaHEHHBIM PENnpOyKTUBHBIM
MOTEHIIMATIOM JICHAJIUIOMHU MOXKET OBITh BBIJIaH/BBIMMCAH MAaKCUMaJbHO HA CPOK J10 4 HeENenb B
COOTBETCTBUH C yTBEP)KJACHHBIMH TMOKa3aHUSMHU U PEKUMOM J03UpOBaHMs (cM. pazzien 4.2), B TO
BpeMs KaK JPYrUM NalieHTaM — Ha CPOK Tepanuu 70 12 Henemb.

pyaue ocobvie ykazanus u npedynpesicoenus npu npuMeHeHun

Undapxm muoxapoa

Nmerotcss cooOuienuss o cinyyasx HH(apkra Muokapaa (MM) y nanueHToB, MPUHUMABIINX
JICHAJIMJJIOMU/I, B YACTHOCTH, Y JIULI, UMEBLINX (PAKTOPBI PUCKA CEPJICYHO-COCYAUCTHIX 3a00IeBaHUM
U B TeUeHHE MepBbIX 12 MecsieB KOMOMHUPOBAHHOIO MPUMEHEHHUs C JIeKcaMeTa30HOM. B ciydae
Hanuuus (aKkTOpOB pHUCKaA, BKJIOYAs, B MEPBYI0 O4epelb, TPOMOO3bl B aHaMHE3€, HEOOXOIMMO
KOHTPOJIMPOBAaTh COCTOSIHME MAllMEHTOB, a TaKXe NPEJNPUHUMATH JIEHCTBUS, HalpaBICHHBIE Ha
BO3MOXXHO€ CHH)XEHHE BO3JEUCTBUA (PaKTOPOB pHcKa (KypeHHe, apTepualbHas THIepTEeH3HUs,
TUNEPIUIHIEMUN ).

Benosnas u apmepuanvnas mpombosmoboauu (1)

Y namuentoB ¢ MM KOMOMHUpOBaHHas TepanMs JICHAUIUAOMHUAOM U  JIeKCaMeTa30HOM
aCCOLMUPOBAJIACh C MOBBIUIEHHBIM PUCKOM BEHO3HBIX T (IIperMyIleCTBEHHO TPOMOO30B IITyOOKHX
BeH U TD nerouHoii aprepun). ITOT pUCK OBUT HUXKE MPH JICUEHUH JICHAIUOMUAOM B KOMOMHAIIMU
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¢ Men¢asaHoOM U IPETHUZ0IOHOM.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Mouotepanus neHanuaomuaoM naureHToB ¢ MM, MJIC u MKIJI acconuupoBanach ¢ MEHbIIUM
pUCKOM BeHO3HOM TD (IMpeuMyInecTBEeHHO TPOMOO30B IriIy0OKHUX BEeH U T JIero4HOM apTepuHn ), 4eM
NpUMEHEHHE JICHATWAOMHIA y TanmueHToB ¢ MM B cocraBe KOMOMHMPOBAHHOW Tepamnuu
(cm. paznensl 4.8 u 4.5).

VY nanuentoB ¢ MM codeTaHHOE IPUMEHEHHUE JICHAIMIOMUA U IEKCAaMETa30Ha aCCOLIMMPOBAIIOCH C
MOBBIIICHHBIM PUCKOM apTepuaibHbiX T (TmaBHBIM 00pa3zom, UM u mHCynbTa). ITOT PUCK OBLI
HUKE TPHU JICYCHUH JICHATMJOMHJIOM B COYETaHWU C MeldaraHoM W TMPETHU30JIOHOM. Puck
aprepuanbHbix TD Hmwke y mnamueHToB ¢ MM Ha ¢oHe MoHOTepanuu, 4YeM Ha (QoHe
KOMOMHHPOBAHHOW TEPAIUU C JICHATHIOMHJIOM.

Takum oOpazom, HE0OX0AMMO HAOIIOAATH 32 MAIMEHTAMU, UMEIOIUMHU (aKTOphl pucka 1D, B TOM
guciie U TpomMO03bl B aHamHe3e. ClieyeT NpeanpHHUMATh MEPhl MO0 BO3MOXXHOMY CHHKCHHIO
BO3JICUCTBUS TaKUX (PAKTOPOB PHCKA KaK KypeHHe, apTepHabHasi TUIICPTEH3HS, TUIIEPIIUTIAICMHUS.
[IporHocTudeckoe 3HAYCHHE Tak)Ke HMEIOT TPOMOOIMOOIMYECKUE OCIOXKHEHHS B aHaMHe3se,
COIYTCTBYIOIIASl TEpamusi SPUTPOMOITHHOM, 3aMECTUTEIbHasi TOpMOHajbHas Tepamus. Takum
o0Opa3om, mpernaparel, 001a1al0Ue YPUTPOIIOITHIECKON aKTUBHOCTBIO, & TAKXKE IPYTHE IPEraparhl,
KOTOphIE MOTYT TMOBBIIIATH PHUCK Pa3BUTHS TPOMOO30B (HampuMep, TOPMOHO3aMECTHTENbHAs
Tepamnus), JOJDKHBI Ha3HAYaTbCsl C OCTOPOKHOCTHIO TamueHtaM ¢ MM, npuHHMaroumm
JICHAJIUOMH/]T BMECTE ¢ IekcameTa3oHoM. KoHmeHTpatus remoriio0rHa Beie 12 /11 npeamnonaraet
MpEKpaIIeHUE TP SPUTPOIIOITHHOM.

Bpaun ¥ manueHThl  JOJDKHBI  BHUMATENbHO — OTCIIEKUBATh  KIMHUYECKHE  CHUMIITOMBI,
CBUJAETENbCTBYIOIIME O BO3MOkHOW T3J. IlanmeHTsl JOMKHBI OBITH MPEAYNPEXKAECHBI O
HE00XO0AMMOCTH HEMEUIEHHOTO oOpallleHHsI K Bpauy B ciydyae MOSBICHUS TaKUX CUMITOMOB Kak
OJIBIIIKA, OOJb B TPYIHON KJIETKE, OTEK BEPXHEH WM HIDKHEH KOHEYHOCTH.

Pexkomenayercsi mpoduiakTUuecKoe Ha3HauYeHUE MPOTUBOTPOMOOTHYECKOW Tepanuu, OCOOECHHO
MaIMeHTaM, WMEIOIIUM JIOTIONIHUTENbHBIE (DaKTOPBl pPUCKAa pa3BUTUS TpomOo3a. Pemenue o
MPUMEHEHUU MPOTUBOTPOMOOTHYECKON Tepanuu clieyeT MPUHUMATh MOCie TIIATEIbHON OICHKU
MHIUBUAYAJIBHBIX (DAKTOPOB PHUCKA.

Ecnu y nanuenTa nosBUINCh CUMITOMBI TO, HE00X0AUMO NMPEKPATUTH JICUEHUE JICHATUIOMHJIOM U
Ha3HAYUTh CTAaHAAPTHYIO AHTUKOAryJISIHTHYIO Tepamnuto. Ilocime Toro, xak cocTossHHME MalueHTa
CTaOMIIN3UPYETCS Ha AaHTUKOAT'YJISHTHOU TepaIuu, U CMMOTOMBI T OyyT ycTpaHeHbI, MOXXHO BHOBb
HayaTh JICYEHHE JICHAJIUIOMHUAOM B TOW JK€ J103€ MpH OJIArONpPHUITHOM OLEHKE COOTHOLIEHUS
nojb3a/puck. IlanueHTty cienyer NPOJODKUTh AHTUKOATYJISHTHYIO TEpaluil0 B TEUYEHUE BCEro
JaJIbHENIIETO JIEYEHUs JICHAIUJOMUIOM.

Jlecounas cunepmen3us

VY nainueHToB, MOJIy4aBIINX JIEHATUIOMHU/I, COOOIIANIOCH O CIIyJasX JIETOYHON THUIEPTeH3UH, HHOTIa
CO CMepTeNbHBIM UcXo oM. [laneHToB crneayer o0cine0BaTh Ha MPEeAMET MPU3HAKOB U CUMIITOMOB
CEPJIEYHO-JIETOYHBIX 3a00JI€BaHU /1O HaYajia U BO BPEMs TePaIUH JICHATUIOMHJIOM.

HelZH’ZDOI’leHM}Z u mDOM6OZ41/l7’I’lOl’l€HZ/l}Z

TsokensIMH  TO30TUMUTHPYIOIIUMHA ~ TOKCHYECKUMHU  SIBICHUSIMH  JICHAJTUJOMUIA  SIBIISIIOTCS
HEUTponeHUss W TpoMOOIHTONEHUs. Pa3BepHyThIi aHanmM3 KPOBH, BKIIOYas OMpeelieHue
KOJIMYECTBA JIEHKOIUTOB, (POPMYIIBI KPOBH, KOJIMYECTBA TPOMOOIIMUTOB, T€MOTJIOONHA, TEMAaTOKPHUTA
HE00X0IMMO BBITIOTHATH 0 HaUaTa Teparuu, Kaxaylo HeJIeIi0 B TEUeHUE MEPBLIX 8 HeleIb Teparniu
JICHATUIOMHJIOM H, 3aTe€M, €KEMECAYHO [JII MOHUTOpHUHTa mHuToneHuud. Y marueHtoB ¢ MKIJI
MOHUTOPHHT CIIEAYET NPOBOAUTH KaXK/Ible 2 HEJIEIH BO BpeMs 3 U 4 IUKIIOB TepaIuu, a 3aTeM — epe.
HayaJioM KaXJoro cieayrouero nukia. I'pagux monuropunra mauueHtoB ¢ ®JI umm JIM3 —
©XKEHEeJIEIbHO B T€YCHHE MEepBBIX 3 Hemenb | nukia (28 nHel), Kaxaple 2 HeAenu B TeueHue 2—4
[UKJIOB, 3aT€M — B Hadaje KaXKJO0ro CIEAYIOMero Hnukia. MokeT moTpeOoBaThCsS IMpEphIBAHHE

21



COOTBETCTBYET 3KI

oT /.04
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Tepanuu W/Uiu CHUKEHUE 10361 (CM. pazzaen 4.2).

B caywsae pa3BuTHS HEUTpONEHMH, IIeeCOOOpa3HO Ha3HAuEHHE IpernaparoB (akropa pocra.
[TarueHTHl JOKHBI OBITH MPOMH(POPMUPOBAHBI O HEOOXOIMMOCTH CBOEBPEMEHHO COOOINATh
JevaleMy Bpady o JI00OM MOBBIIICHUN TEMIIEPATYPHI.

[TarueHTaM W BpayaM PEKOMEHIYETCS OTCIIC)KUBATH IMPU3HAKH M CHUMITOMBI KPOBOTCYCHHS,
BKJIOYAsi TIETEXHMH W HOCOBBIE KPOBOTEUEHHUsS, OCOOCHHO B CIydYasX, KOrJa OJHOBPEMECHHO
MPUMEHSIEMbIE JICKapCTBEHHBIC Iperaparbl CIIOCOOHBI MOBBIMIATh CKIOHHOCTh K KPOBOTCUCHHUSIM
(cm. paznen 4.8).

Crenyer ¢ OCTOPOXKHOCTBIO HA3Ha4yaTh JICHAIMJOMUJ C JAPYTUMH MUENIOAEIPECCUBHBIMU
IpernapaTamH.

Bnepesvie 0M(IZHOCWZMDO8CIHHCIE MHOMNCECMBEHHAA MUueiomd. nayuernibl, KomopbviM noKa3daHa
mpaHncnjiaumayus, noiyvasuiue ACHAAUOOMUO 8 KOM6MHCZI4MM C 60Dm€30Mu60M U 0eKcamemasoHoM

Hetitponienust 4 crenenu Tspkectn Habmomanack y 2,8 % u 28,7 % mamuento B8 KU PETHEMA
GEM2012 u IFM 2009, coorBercTBeHHO. DeOpuibHas HEUTpoNeHUs 4 CTENEHH TKECTH
Haobmonanace y 0,0% wu 1,1 % namuentoB B KW PETHEMA GEM2012 u IFM 2009,
COOTBETCTBeHHO. llammeHTOB ciieqyeT NpouH(OPMUPOBATH O HEOOXOIWMOCTH CBOEBPEMEHHO
coobmareh 0 (eOPHIBHBIX 3MU307aX, MOXET IOTPeOOBaTHCS MPUOCTAHOBKA TEpAlUU W/WIH
CHUXEHUE J03bI (CM. pazzen 4.2).

Tpomborutonenus 3 unn 4 creneHu TskecTH Habmoganack y 6,3 % u 18,5 % mauuentoB B KU
PETHEMA GEM2012 u IFM 2009, coOOTBETCTBEHHO.

Bnepsvie ouaznocmuposannas muoscecmeennas mueroma: nauuenmol nocae TI'CK ¢ nocredyrowen
noodeparcugarowel mepanuell AeHAIudOMUOOM

HJIP B xone K1 CALGB 100104 Bxirovanu B ce0s siBIeHUS, 3a)UKCUPOBAHHBIC MOCTIE BBEICHUS
BbIcOokoH 10361 Mendaiana u TI'CK (BJIM/TT'CK), a Takke sIBJICHHS B TICPUO]T TIOICPKUBAIOIICH
Tepanuu. Bropoii aHanu3 BeISIBUII SBJICHUS, BO3HUKILIKE TTOCIIE Havaja MO AePKUBAIOIICH Teparui.
B KU IFM 2005-02 6butr 3adukcupoBanbl HPJI Tonbko 3a iepro 1 moaaepKuBaroIIei Tepanuu.

B oOmiem, HelTpornieHust 4 cTeneHu TsKecTH HabiroAanach ¢ BBICOKOW YacTOTOM y MAIlMeHTOB Ha
MOJJICPKUBAIOIIEH Tepanuy JIEHAIMJOMUJIOM [0 CpaBHEHHIO C¢ rpynmnoi mianebo B asyx KU,
OLICHMBAOIINX MTOIEP’KUBAIOIYI0 TEPAIIUIO JICHAIUAOMUAOM Yy nanuentos ¢ BJIMM, nocie TI'CK
(32,1 % B cpaBuenuu ¢ 26,7 % [16,1 % B cpaBHenuu ¢ 1,8 % mocie Hayana MOAACPKHUBAIOIICH
teparm] B KM CALGB 100104 u 16,4 % B cpaBuenuu c¢ 0,7 % B KW IFM 2005-02,
cooTBeTcTBeHHO). HJIP B Buae HeillTponeHnu, BOZHUKAIONIME Ha (OHE Tepanuu U NPUBOISAIINE K
MPEeKpaIEHUIO TPHeMa JICHATHA0OMUA, ObLTH OTMeueHb y 2,2 % y manuentoB B KU CALGB 100104
uy 2,4% mnauuentoB B KW IFM 2005-02, coorBercTBeHHO. DeOpusibHAsT HEUTpPOTICHUST ObLIa
3apETHCTPUpPOBAaHAa C TaKOM JK€ YacTOTOM Yy NAIMEHTOB Ha MOAJAEP)KUBAIOIIECH Tepanuu
JICHATMIOMHIOM TI0 CPaBHEHHMIO ¢ rpymoi miare6o B oooux KU (0,4 % B cpaBaenuu ¢ 0,5 % [0,4 %
B cpaBHeHuu ¢ 0,5 % nocie Havana nogaepxxkuatoneit Tepanun] B KU CALGB 100104 u 0,3 % B
cpaBHenuu ¢ 0 % B KU IFM 2005-02, cootBeTcTBeHHO). [lanineHToB ciaenyeT npouH(pOpMHpOBaThH O
HEOO0XOJMMOCTH CBOEBPEMEHHO c000ImaTh O (eOpUIbHBIX 3MHU304aX, MOXET HOTpPeOOBaTHCS
MIPUOCTAHOBKA TEPAITUH W/WUIH CHIDKEHHE JTO3bI (CM. pasnen 4.2).

TpomboruTonenus 3 wiu 4 CTeNeHn 0OTMEYalach Yalle y MalMeHTOB Ha MOIePKUBAOIIEH Tepanun
JICHAJIMJJOMUJIOM IO CpaBHEHMIO ¢ rpynnoif mianebdo B KU, koTopele olieHUBaIu MOAIEP)KUBAIOIILYIO
Tepanuio JNeHanmuaomuaoMm y nanueHToB ¢ BJIMM mnocne TI'CK (37,5 % B cpaBuenuu ¢ 30,3 %
[17,9 % B cpaBHenuu ¢ 4,1 % mocie Hayana nogaepskusaroriei repanuu] 8 KU CALGB 100104 u
13,0% B cpaBHenun ¢ 2,9 % B KU IFM 2005-02, coorBercTBeHHO). [lanmentam u Bpayam
PEKOMEHIyeTCs OTCIICKUBATH MPU3HAKU ¥ CHMIITOMBI KPOBOTEUESHHSI, BKITIOUAsI TIETEXUU ¥ HOCOBBIC
KPOBOTEUEHHsI, OCOOEHHO B CllyyasiX, KOI/Ia OJHOBPEMEHHO IpUMEHseMble JIEKapCTBEHHBIE
mpenaparsl CIOCOOHBI TTOBBIIATH CKIIOHHOCTH K KPOBOTEUECHUSIM (CM. pasnen 4.8).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

mparncnjianmayus, noiyvasuiue JCHAIUOOMUO 8 KOMOUHAYUU C 60Dm€3OMLl6OM U 0eKcamemasoHoM

YacTora pa3BUTUSI HEUTpPONCHHHM 4 CTENEHHM TSDKECTH ObLla HIDKE Y TAlMEHTOB, MOJTYYaBIIMX
JieyeHHe JCHAINIOMHUIOM B KOMOUHAIK ¢ 6oprezoMuOoM u gekcameTrazonom (RVd), B cpaBHeHNM
¢ rpymnmnoil neyenust Rd (2,7 % B cpaBuenuu ¢ 5,9 %) B8 KU SWOG S0777. Yactora pa3BuUTHS
(heOpunpHON HEUTpoNIeHNH 4 CTENeHU TshKecTH B Tpymmax JyiedeHus RVd u Rd Oputa onnaakoBoit
(0,0% B cpaBuennu c¢ 0,4 %). IlaieHTOB cieayeT NPOUHPOPMUPOBATH O HEOOXOIUMOCTH
CBOEBPEMEHHO cO00IaTh O (heOPMIIBHBIX 3MU30/1aX, MOKET MOTPEOOBATHCS MPUOCTAHOBKA TEPATTUH
W/WJIM CHUYKEHUE J03bI (CM. pazzen 4.2).

YacroTa pa3BUTHS TPOMOOIUTONICHHUH 3 WK 4 CTETIEHU TSHKECTH ObLya BhINIE B rpyIie jJedeHnus RVd
B cpaBHeHuu ¢ rpymmoii Rd (17,2 % B cpaBueHuu ¢ 9,4 %).

Bnepevie ouaznocmuposanuas MHOMCECMBEHHAS MUEIOMA: NAUUEHMbL, KOMOPbIM He NoKA3aHd
MPAHCHAGHMAYUUSA, NOAVYASUUE JTeHATUOOMUO 8 KOMOUHAUUU C HUSKUMU 003aMU OeKCAMemdas30Hd

Hefitponienuto 4 creneHu TSHKECTU peke HAOMIONANH Yy MAMEHTOB, TOMYYaBIINX JCHATUAOMUT B
KOMOHMHAIIMK C JIEKCAMETa30HOM, YeM y MAlMeHTOB B rpymmne cpaBHenus (8,5 % B rpymmax Rd
[menpepriBHOE JeueHue| u RA18 [neyenue B TeueHue 18 4-HenenbHBIX HUKIOB]| IO CPAaBHEHUIO C
15 % B rpynne, npunumaBmnx MPT (cMm. pazgen 4.8). Dnuzonsl ¢hebpunbHON HeWTponeHuu 4
CTCTICHH TSDKECTH BCTPEYATUCH C OJAMHAKOBOW YACTOTOM B TpYIIE JICHATHIOMHUJI/ IEKCaMeTa30H
(0,6 % B rpymmax manueHTOB, MOJYyYaBIIKX JeHANUAOME Y/ 1ekcameTa3on Rd u Rd18, mo cpaBHeHuI0
¢ 0,7 % B rpynnie MPT) (cm. paznen 4.8).

TpombouuTonenus 3 nin 4 cTerneHu TsHKECTH HAOJIoanach B MEHbILEH cTeneHu B rpynmax Rd u
Rd18, uem B rpynne cpaBHenus (8,1 % B cpaBHenuu ¢ 11,1 %, cOOTBETCTBEHHO).

Bnepsuvie Ouaenocmupoeaﬂﬂa}l MHOHCECIMBEEHHAA MUETOMA. NAUUEHNbL, KOMOPbIM HE NOKA34aHA
mpaHcnjiaanmayus, noayvarouiue ACHAAUOOMUO 8 COYCINAHUU C Meﬂd)aﬂaHOM u l’lpe()HMS’O]lOHOM

[Ipumenenue neHanuaomMuaa ¢ Meidamnanom u npennuszonoHom B KU y manmentoB ¢ B/IMM
COIIPOBOXAATIOCH 00JIee BHICOKOW YacToToM HeWTporneHuu 4 crenenu Tsoxectu (34,1 % nns rpynmnsl
Tepanuu MendanaHoM, MPEAHUIONOHOM U JICHATUIOMHIOM | 3aTteM JeHanugomuaoMm [MPR+R] u
MendamaHoOM, MPETHU30JIOHOM M JICHATUIOMHAOM U 3aTeMm Iutaiiebo [MPR+p] mo cpaBHeHuro c
7,8 % B rpynne MPR+p) (cm. pazaen 4.8). Dnuzoas! peOpuiibHON HEUTPOTIEHUH 4 CTETIEHU TSHKECTH
HaOmonamch Heuacto (1,7 % B rpymme MPR+R/MPR+p o cpaBaenuto ¢ 0,0 % B rpymme MPp+p)
(cm. paznen 4.8).

[IpuMeHneHne KOMOMHAIMY JICHATUIOMHIIA ¢ Meli(haTaHOM U TIPEIHU30JIOHOM Yy TalueHToB ¢ MM
COIPOBOXKAANIOCH 0oJiee BBICOKOM 4acToTOM TpoMmOoumToneHuu 3 u 4 crenenu tsokectu (40,4 % B
rpyntie MPR+R/MPR+p no cpaBuenuro ¢ 13,7 % B rpynne MPp+p) (cMm. paznen 4.8).

MHuooicecmeennas muenoma. nayuermaul, noaydueuwiue KaKk MuUHumym OaHV JAUHUIO mepanuu

Puck pa3BuTust HEMTponeHNU 4 CTENEHU TSXKECTH Y MaueHToB ¢ MM, mony4uBIIUX KaKk MUHUMYM
OJIHY JIMHUIO TEPAINNHU, IPU OJHOBPEMEHHOM HAa3HAYEHUHU JICHAJINJOMHUJA M JIEKCAMETa30Ha OYEHb
BBICOK (5,1 % B rpymme manueHToB, OTYYaBIINX JCHATHIOMH/ IeKcaMeTa30H, otHocuTenbHo 0,6 %
B IpyIIIe NallMEeHTOB, MOJyYaBIINX [1anebo/1eKkcaMeTa3on). nu30/bl (eOpuiIbHON HeWTponeHuu 4
CTENIEHU TsDKeCTU peructpupyrorcss Hedacto (0,6 % B rpynne MNalMEHTOB, IOIyYaBLIMX
JeHAJIUIOMUI/IeKcaMeTa3oH, oTHocutenbHo 0,0 % B rpynme ManueHToB, MOJTYYaBIIMX
manedo/nexkcameTtazon) (cMm. pasaen 4.8). Beicokas wacTora pa3BuTus TpoMOoruToneHuu 3 u 4
CTETEHHU TSDKECTU OTMEYAeTCs y nauneHToB ¢ MM npu oqHOBpEMEHHOM Ha3HAUYEHUH JIEHAIUIOMH /1A
n gexcamerazoHa (9,9 % wu 1,4 %, COOTBETCTBEHHO, B TpyMNIE MAlMEHTOB, MOJyYaBIINX
JICHAJIMIOMUJI/IeKCaMeTa30H, OTHOcuTenbHO 2,3 % u 0,0 % B rpymnme MnanueHToB, MOJYYaBIINX
mane6o/nekcameTason) (cM. pasnen 4.8).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

VY nauumenroB ¢ MJIC neuyeHue JIEHAIMIOMUJIOM Yallle BBI3BIBAJIO Pa3BUTHE HEUTPONEHUHM U
TpoMOOLMTONEHNH 3 U 4 CTENEHU TSHKECTH 110 CPpaBHEHUIO ¢ mianebo (cM. pasaen 4.8).

MKJT

VY nanuentoB ¢ MKJI neliTporiennst 3 1 4 CTENEHH TSHKECTH pa3BUBaAjiIach 4vaile Ha (OHE JICUCHUS
JEHAJIMJJOMUJIOM, YEM Y MAlIUEHTOB KOHTPOJIBHOM rpynnsl (cM. pasaen 4.8).

DJI wnu JIM3

[TpumeHeHue NeHaNuI0MUAa B KOMOWHAIMK ¢ puTyKcumabom y manueHToB ¢ OJI u JIM3 cBsizaHo ¢
0osiee BBICOKOM 4YacTOTOM pa3BUTUS HEUTpomeHUH 3 uiu 4 CTENeHU TSKECTU MO CPABHEHHIO C
MaIMeHTaMH, IMOJyJaroluMu Iutanedo/purykcumad. HeBbicokass yactora pa3BuTHs (eOpHiIbHON
HEUTPONEHUH U TPOMOOUUTONEHUH 3 WU 4 CTENEeHH TSHKECTH HaONoJanach Kak B TpYIIe
JICHAJTMJOMHU/I/PUTYKCUMA0, Tak U B rpymme/mianedo (cm. pasaen 4.8).

3abonesanus WUMOBUOHOU JiCele3bl

HmeroTcst cooOIeHnst 0 caydasx THIOTHpeo3a U rumneptupeosa. [lepen HayaaoM JieueHus cieayer
OLIEHUTb COITYTCTBYIOLIME 3a00JI€BaHUs, CTIOCOOHbIE OKa3bIBaTh BIUSHUE HA (DYHKIIMIO HIUTOBHIHON
xene3bl. PekoMeHayeTcs NpOBOAWUTH OLEHKY (PYHKUMH IIUTOBUAHOM JKeJle3bl Mepel] HadaloM
JICUEHMsI U ee PeryJIsipHbIM KOHTPOJIb Ha (JOHE IPUMEHEHHUs Ipenapara.

Hepud)epultecmm Heﬁponamuﬂ

Monekyia JeHanuI0MU1a CTPYKTYPHO CX0%a C MOJIEKYJION TaIuIOMUA, KOTOPBIM U3BECTEH CBOEH
CIIOCOOHOCTBIO BBI3BIBATh TSDKEIYIO MepudepuuecKkyro HeiiponaTuio. TeM He MeHee, HE OTMEYCHO
MTOBBIIICHHOW YacTOThI pa3BUTHS mepudepuueckoi Herponatuu npu jedueHnu B/IMM Ha ¢one
JICUYCHUS JICHATHIOMHUIOM B KOMOMHAIIUY C JICKCAMETAa30HOM WM MelihalaHOM M TIPETHU30JIOHOM,
WY TpU HA3HAYEHUHM MOHOTEpANUU JICHAIMJOMHUAOM, WIM MpU JJIUTEIBHOM MPUMEHEHUU
JICHATUAOMHU1A.

[IpuMeHeHrne JeHaIMIOMHUIA B KOMOWHAIIMM C BHYTPUBEHHBIM BBEICHHEM OOpTe30MuUOa U
JEKCaMETa30HOM y TanueHToB ¢ MM cBsi3aHO ¢ 0Ooiee BBICOKOW YaCTOTOW Pa3BUTHS
nepudepuyeckoil HeliponaTuu. YactoTa pa3BuTHs NepudepudecKorl HelponaTuu ObUla HUXKE MPU
MOJAKOKHOM ITyTH BBeJIeHUs OopTe3omubda. bonee monpoOuast unpopmanus ykasana B pazzene 4.8 u
B OXJIIT/MHCTPYKIINY IO MEIULIMHCKOMY MIPUMEHEHHIO JIJ1s1 OopTe3oMuoa.

Cunopom «ecnviuukuy onyxoau (ITFR) u cunopom ausuca onyxoau (TLS)

B cBs31 ¢ BBIpaKEHHON aHTUHEOIUIACTUYECKON aKTUBHOCTBIO JICHAIMIOMHUAA BO3MOKHO Pa3BUTHE
TLS. Ha ¢one neuenus nenamunomuaom TLS m TFR nHaOmoganuck 4acTo y MalMEHTOB C
XPOHUYECKMM JHUM(OIMUTAPHBIM JIEMKO30M M HEYacTo y NalMeHToB ¢ JuMpomoil. bbuin
3aperucTpUpoOBaHbl U JeTaabHble ucxoasl TLS Bo BpeMmsi mpuMeHeHus jJeHanuaoMuaa. Beicokomy
pucky pa3Butus TLS u TFR ocoGeHHO moiBepkeHbl NAllMEeHThl, HMEIOIHNE OOJIBIIYI0 OIYX0JIEBYIO
Maccy 0 Hayaja Tepanuu. Y TAaKUX IalHEeHTOB HYKHO OYEHb OCTOPOXKHO HAYMHATh TEPAIUIO
JICHAJTUIOMUJIOM. 3a 3TUMH NAallMEHTaMM JIOJDKHO OBITh OPraHM30BaHO MOCTOSIHHOE HAOI0/IeHHe,
0COOEHHO B TE€UEHHE MIEPBOr0 IIUKJIA TEPANUN UITU B IIPOIIECCE MOBBIIICHUS 03B penapara, a TakKe
HEOO0XOMMO MpPHUMEHEHHE OOIICNPUHATEIX mnpoduiaakTuyeckux wmep. Ha ¢one nedenus
JIEHATUAOMHJIOM TarmeHToB ¢ MM B peakux ciyqasx cooOmanoch o pa3Butuu TLS, y marueHToB ¢
MJIC pasButue TLS He 3apeructpupoaHo.

MKJT

PexomeHayeTcst MOCTOSIHHOE HAOMOJeHHEe M KOHTpoib 3a cumnromamu TFR. TlanumeHtsr c
YCTaHOBJIEHHBIM B XOJ€ JUAarHOCTHKH BBICOKMM MEXIYHAPOJHBIM IPOTHOCTHYECKUM HHJIEKCOM
(MIPI) wnu ucxomHO TeHepalu3oBaHHOW NuMdoaaeHonaTHel (Hajaudue, Kak MUHHUMYM, OJIHOTO
oyara AMaMeTpoM >7 ¢cM) MOTYT UuMeThb puck pa3zsutus TFR. CunApOM TpaH3UTOPHOTO yCyryOaeHus
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KIIMHUYECKHUX IPOSBICHUU OIIYXOJIU MOXKET MaC](I/IDOBaTBn HHO?E@%GEOE%HSB6EJTIGB3HIJ${.

[Tarmentam, y kortopeix Obun aumarHoctupoBan TFR 1 um 2 cremenu, ObulM Ha3HAYEHBI
riokokoptukocrepounabl, HIIBII n/nnu HapkoTHyeckue aHaJIbIreTUKU 17151 KyIHPOBAaHUS CUMIITOMOB
TFR. Pemenue o neuennn TFR nomxHO Ga3upoBaTbcs Ha WHAWBUIAYAJIBHOM MOJXO/E K OICHKE
Pe3yabTaTOB KIIMHUYECKOro 00cIe10BaHus naunueHTa (cM. pasneinsl 4.2 u 4.8).

DJI unu JIM3

Pexomenayercs mocTrosHHOE HaOMOACHUE W KOHTpoib 3a cumnrtomamu TFR. Cunapom
TPAH3UTOPHOTO  YCYryOJeHHS KIMHHYECKUX TIPOSBICHHUA OMyXOJIW MOXKET MAaCKHUPOBATh
nporpeccupoBanue 3aboeBanus. [larmentam, y koTopbix Obl1 tuarHoctrpoBad TFR 1 u 2 creneny,
ObuIM Ha3HA4YeHbl TIOKOKopTukocTepouabl, HIIBII w/miam HapkOTHUYECKHE aHANbIeTHUKU IS
kynupoBanus cumntoMoB TFR. Pemenne o gnedenuun TFR  mgomkHO 0asupoBartbes Ha
WHIVBUIYAIEHOM TOJIXOJE K OIEHKE Pe3ydbTaTOB KIMHHYECKOTO OOCIeIOBaHUS MalueHTa (CM.
paznensi 4.2 u 4.8).

Pexomenayercst TmatenbHbI KOHTpOdb M omnenka TLS. HeoOxomumo mnojaepikaHue ypoBHS
KHMJIKOCTH B OpraHu3Me MaIMeHTOB, NpoduiakTuueckoe JiedueHue TLS, a Taxke mpoBeneHUe
€KEHEJICIbHOTO Pa3BEPHYTOro OMOXMMHUYECKOTO aHajlu3a KPOBU B TEUEHHE IMEPBOTO IMKJIA WU
J0J1b11I€ B COOTBETCTBUU C KIIMHUYECKUMHU MOKa3aHUAMHU (CM. paszensl 4.2 u 4.8).

Onyxoneeas macca
MKII

JleHanuaoMul HE PEKOMEHAYETCSl NMPUMEHSATh Y NAIMEHTOB C OOJIBIION Maccoil omyxoju mpu
HaJIM4YUU AIbTEPHATUBHBIX METOIOB JICUCHHUS.

Pannss cmepmuocms

B KN MCL-002 B menoM BBISBIEHO 3aMETHOE yBelnuueHue panHeidl (B Teuenuwe 20 Hemelnb)
cMepTHOCTH. [1altueHThI ¢ MCXOAHO OONBIION MACCON OIMYXOJIM OTHOCSTCS K TPYIIIE BBICOKOTO PUCKA
paHHel cMepTH: B IpyIIle JICHAJUJAOMHJIA PaHHSs cMepTh Oblia 3apeructpupoBaHa y 16 uz 81
nanuenTa (20 %), a B KoHTpoJsibHOH rpynne — y 2 u3 28 nanueHtoB (7 %). B teuenue 52 Henenb
JIeUeHHsI ITH MOoKa3aTeIu COCTaBHIIM, COOTBETCTBEHHO, 40 % (ymepro 32 manuenta u3 81) u 21 %
(ymepiio 6 maruieHToB u3 28).

HJIP

B K1 MCL-002 tepanus ieHanuaoMuaoM Obl1a oTMeHeHa y 11 u3 81 manueHToB ¢ 60611101 Maccoit
onyxomn#u (14 %) Bo Bpemst | 1uKIa JIe4eHus, @ B KOHTPOJIBbHOH rpymme — y | nanuenta u3 28 (4 %).
OCHOBHOUW TIPUYMHOM OTMEHBI JICUCHMs] y TMAI[UEHTOB C OOJIBIION Maccoil OMyXoJid B TPYyIIe
JeHanuoMuaa Bo Bpems 1 nukia 6su10 pazsutue HJIP y 7 manmentoB u3 11 (64 %). Takum o6pazom,
MaUEeHTh! ¢ OOJIBIION MAacCOi OMYyXOIH AOKHBI HAXOJUTHCS MOJT MOCTOSSHHBIM HAO0JII0IEHUEM IS
koHTpoJs 3a HJIP (cm. pa3aen 4.8), Bkitouast cumnToMsl TFR. PekoMennaum 1no n3MeHeHHIO 1036l
npenapata npu pasButun TFR npusenens! B paznene 4.2. bonbiias macca onmyXxoiau onpeensercs
IIPU HAJMYUM y MAlMEeHTa, [0 MEHbIIEeH Mepe, OHOro odara pa3MepoMm > 5 ¢M B [uamerpe Jinbo 3
04aroBs >3 cM.

Annepeuneckue peaxyuy U msicenble KOJNCHble peaxyuu

Nmerorcs cooOuieHust o ciayyasx aljIepru4ecKuX peakivid, BKIIOYash aHTMOHEBPOTHUECKUN OTEK,
aHA(DUIAKTHUYECKYI0  pEaKIHUIo, M  TOHKEIbIX KOXHBIX  PEaKUusAX, BKIOYass CHHIPOM
CruBeHca-/[>KOHCOHA, TOKCHYECKUH HMUICPMaJIbHbIA HEKPOJIM3 U JIEKAPCTBEHHYIO PEAKIUI0 C
s03uHOGHUIMEH U cucteMHol cumnromarukoil (DRESS-cunznpom) y manneHTOB, MPUHUMAOLIMX
neHamuaoMun (cM. pazaen 4.8).

Jlevamuii Bpau JOKEH MNPOMHPOPMHPOBATH MALMEHTa O CHUMITOMAax »JTHUX peakuuil u
MOPEKOMEHI0BATh HEMEIJIEHHO O0PaTUTHCS 3a MEAUIIMHCKON ITOMOIIIBIO B cllydae ux pazButus. [lpu
MOSIBICHUM AHTHOHEBPOTHUYECKOTO OTeKa, aHa(pUIAKTHYECKOW peakiuH, SK()OIMATUBHBIX WIH
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COOTBETCTBYET :

OT U U 202 Iy

. (NOCNEOOBATE HOGIE Q001
OyJUIe3HBIX BBICHITIAHUM Ha KOXE WJIU MOJO3PCHHH Ha pasBml;lle' cn]m‘aom CmBE ca-ﬂm‘oncorlei,

WIM TOKCHYECKOTO SIUAEpMaIbHOrO Hekposnsa, uinu DRESS-cunnpoma cienyer HemenneHHO
[IPEKPaTUTh NPUMEHEHUE JICHAIUIOMMJIA, JEUCHHE KOTOPhIM HE CcielyeT BO30OHOBIATH M IOCHE
MCYE3HOBEHHS KOXKHBIX MposiBieHud. HeoOXommmocTh mepepbiBa WM OTMEHBI JICHATUIOMHIA
ClIeyeT pacCMOTPETh B CiIy4ac MOSIBICHUS APYTUX BUJIOB KOXKHBIX pE€aKLUl B 3aBUCUMOCTH OT UX
BBIPAXEHHOCTHU. B CBSA3M C TeM, 4TO UMEIOTCSA Hay4HbIE IYOJMKALUU O BO3MOXHBIX NEPEKPECTHBIX
pEeaKIMIX MEXIy JICHUIMIOMUAOM U TalIUJOMHUAOM, CIEAYeT C 0CO00H TIIATEeIbHOCTBIO
KOHTPOJIMPOBATh COCTOSIHHUE ITALIMEHTOB, Y KOTOPBIX B aHAMHE3€ €CTh YKa3aHUs Ha aJJICPTUYECKHE
peaKuuu B IEPUOJ JICUCHUS TAIUIOMUAOM. JIeHamuaoMu I HeNb3s Ha3Ha4aTh MalMeHTaM, Y KOTOPbIX
MMEIOTCS B aHAMHE3€ yKa3aHHsI Ha TsOKEIIbIe KOXKHBIE peakuy Ha (hOHEe MPUMEHEHHS TaIUAOMHIA.

Paszsumue nepeuynbix 310KA4eCcmeeHHblx onyxoiel opy2ou sokaruzauuu (I101J1)

B KU ormedeHa Ooiiee BHICOKAsi YaCTOTAa BOSHUKHOBEHHUS TICPBUYHBIX 3JI0KAYECTBEHHBIX OIMyXOJICeH
OpYrol JIOKalIW3alUM Y T[AalMeHTOB, paHee MOJy4YaBIIMX JIEUCHHE JICHAIMIOMUIOM H
nexcameTra3zoHoM (3,98 na 100 genoBeko-JeT) M0 CPaBHEHUIO C KOHTPOJIBbHOM rpymmoii (1,38 na 100
yenoBeko-iieT). HemnBasuBuble [1OJ[JI Brmroyanm 6a3anvioMy W IIOCKOKJIETOYHBIA pak KOXKH.
bonbas yacte nuBazuBHbIX [10/1J] oTHOCHIACH K COTUAHBIM OITYXOJISIM.

B KU y namuentoB ¢ BJIMM, xotopsiM He Obuta nmokazana TI'CK, nmomyyaBmux JeHATUAOMUT B
KOMOMHAIMH ¢ MeI(paTaHOM U TIPETHU30JIOHOM JIO MPOTPECCUPOBAHNSI, HAOIIOJAIOCH YBEITHUCHUE
3aboneBaemoctu rematonoruuyeckumu [1OJJI (OMJIL, MZIC) B 4,9 paza (1,75 na 100 yenoBexo-neT)
10 CPaBHEHUIO C MAIMEHTAaMH, MOTy4aBIIUMU MeJianaH B KoMOMHauu ¢ npeanusoiaonom (0,36 na
100 genoBeko-ier). YBenuueHnue 3adoneBaemoctu comuaubivu [1IOJJJI B 2,12 paza oTtmeuanock y
MAIMeHTOB, TMOJIYYaBIIMX JIeHAMAOMUA (9 1HMKIOB) B KOMOMHAmMM C MeiadaraHOM U
npenuuzononom (1,57 wa 100 yenoBeko-yieT) Mo cpaBHEHHUIO ¢ MeJdalaHOM B KOMOMHAIMH C
npeanu3ononom (0,74 na 100 yenoBeko-JeT).

VY manueHToB, MoJIy4aBIInuX JEHATUAOMU]] B KOMOUHAIMH C IEKCAMETAa30HOM JI0 TPOTPECCUPOBAHUS
Wi B TedeHue 18 wmecsnes, 3a0oneBaeMocth remartoiormdeckumu [1OJJI He yBenmumBamach
(0,16 Ha 100 yenoBeko-neT), Mo cpaBHeHUtO ¢ mpuemom MPT (0,79 na 100 yenoBeko-ner).

VYBenuuenue 3aboneBaemoctu conugHeiMu [1OJJI B 1,3 pa3a 3aperucTpupoBaHO y MAIMEHTOB,
MOJTyYaBIIUX JICHATUAOMU/I B KOMOUHAIIMH C IEKCAMETa30HOM JI0 IPOTPECCUPOBAHMS WM B TEUCHHE
18 mecsmes (1,58 na 100 yenoBeko-ner) nmo cpaBHeHuto ¢ npuemom MPT (1,19 na 100 uenoBeko-
JIET).

VY namuentoB ¢ BJIMM, mnonywarommx JeHaJIMIOMHJ B KOMOMHAIMM € OOpTE30MHOOM U
JeKcaMeTa30HOM, dacTtoTa pa3BuTus remaronorundeckux ITOJJI cocraBmsnma 0,00-0,16 ma 100
YeIIOBEKO-JIET, a YacToTa pa3Butus comuaabix [10J1J1 — 0,21-1,04 ma 100 genoBeko-JerT.

[ToBeimeHHBIN puck pa3BuTus rematonorudeckux [10/]JI Ha pone npuema neHanuaOMHUIA aKTyalleH
TaKxke u s nauueHToB ¢ BJIMM nocne TpaHCriaHTaluu CTBOJIOBBIX KJIETOK. XOTS 3TOT PUCK €IIIE
HE TOJHOCTBIO OXapaKTEPU30BaH, €r0 HY>KHO MUMETh B BUAY, IPUHHUMAs PELICHUE O Ha3HAUYECHUU
JICHAJTUIOMH/IA TAHHOM TPYyTIIE MAllMEHTOB.

Yacrora remaronornyeckux [TOJI, rmaBupiM ob6pazom, OMJL, MJIC u B-knetounsix numdom
(Brimrouas mumpomy XomkkuHa) coctaisuia 1,31 Ha 100 yenoBeko-JieT yisl TPYIIIHI JICHATUIOMHIA
u 0,58 na 100 uenomeko-ner s rpynnsl rwrane6o (1,02 na 100 yemoBexo-yneT A TPYIIIBI
nenamuaomuaa nocine TI'CK u 0,60 Ha 100 yenoBeko-yeT [uisi NalMEHTOB, KOTOPBIE HE MOIYyYaln
nenamunomun nocine TI'CK). Yacrora paszButust comuanbix IIOJIJI cocraBnsima 1,36 na 100
YeJI0BEKO-JIeT AJis rpynnsl JeHanuaomuaa u 1,05 na 100 yenosexo-neT ans rpynmnsl mianedo (1,26
Ha 100 yenoseko-ner qis rpynnsl geHanuaomuaa nociae TI'CK u 0,60 va 100 yenoBeko-ner st
MalUEeHTOB, KOTOphIe He noiayyanu jeHanuaomus nocie TI'CK).

Puck pa3zutus rematonornueckux [1O/JI cnenyeT yuuTsiBaTh nepe Ha3HaAYEHUEM JIEHAINIOMU1A
Kak B KOMOMHAIIUU ¢ Mel(anaHoM, Tak U HerocpeacTBeHHo nocie npumenenus BJAM/TI'CK. Bpauun
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MeroaoB s BeisiBiaeHus [IOJJI kak mepen HavyanoMm Tepanuu, Tak U B TEUEHUE BCErO MEpUOaa
nedeHus. JleueHue ciaeayer MPOBOIUTH COTJIACHO OOIIECIPUHATHIM PEKOMEHIAIHSM.

IIpoepeccuposanue 0o OMJI npu M/IC ¢ nuzkum u npomescymounsvim-1 puckom

Kapuomun

HcxoaHble nepeMEHHbIE, BKIII0Yasi COBOKYITHOCTb LIMTOI€HETUYECKUX HAPYIIEHUH, IPEAONPENEIAIOT
nporpeccupoBanue 10 OMJI y naneHToB, 3aBUCUMBIX OT FeMOTPaHCPY3H U TEMOHCTPUPYIOIINX
neneuuto 5q. B xone komOunupoBannoro ananuza n1syx KU nenanmunomuna y nanuentoB ¢ M/IC
HU3KOTO M MPOMEXKYTOUYHOTOo-1 pucka OBUIO OTMEUEHO, YTO MAIMEHTBhl CO CIOXHBIMU
LUTOT€HETUYECKUMH HApYyLIEHUSMHU JIEMOHCTPUPOBAIN CaMbIil BBICOKUIN 2-JT€THUNA KyMYJISITUBHBIN
puck nporpeccupoBanus 10 OMIJI (38,6 %). [Iporno3upyemas yactota nporpeccuponanus 1o OMJI
B T€UEHHE 2 JIET y MAlUEHTOB C U30JIMPOBAHHOM nenenuen 5q cocraBmia 13,8 % 1mo cpaBHEHHIO C
17,3 % y nanueHTOB ¢ Aenenueit 5q U OAHUM JOMOJIHUTEIbHBIM IIUTOT€HETUYECKUM HapyILICHUEM.

CoOTBETCTBEHHO, COOTHOILEHHUE I0JIb3a/PUCK TEpaNuu JIeHATUAOMUAOM nanueHToB ¢ MICS5q B
COUYETAaHUH C KOMIUIEKCOM IUTOT€HETUYECKUX HAPYIIEHUI HEU3BECTHO.

Onyxoneswiti npomeun P53 (TP53)

Myrtanusa TP53 Bosuukaer y 20-25 % mnauuentoB ¢ M/IC5q ¢ HU3KMM PHCKOM U COMpSIKEHA C
BBICOKMM pHUCKOM IporpeccupoBanus 10 OMJIL. IIpu perpocnextuBHom ananuze KU nenanunomuna
npu MJIC Hu3koro u mpomexyrouHoro-1 pucka (MDS-004) nporHosupyemas yacToTa
nporpeccupoBanus 10 OMJI B reuenue 2 net coctaBisieT 27,5 % y NalMeHTOB C MOJI0KUTEIbHBIM
pesynbratom  UI'X-p53 (1 % ypoBeHb OTCEYKH CHIBHOTO SIAEPHOTO OKpAlIMBAaHHUS C
UCTOJB30BAHUEM HMMMYHOTHCTOXMMHUYECKOW OIEHKH Oenka p53 B KadecTBE 3aMEHUTENS
MmyTtanuoHHoro ctaryca TP53) u 3,6 % y nauueHToB ¢ oTpuLaTelbHbIM pe3ynbratoM WUI'X-p53
(p = 0.0038) (cm. pazzaen 4.8).

[pozpeccuposarnue 00 Opyaux 3nokayecmeennvix onyxonen npu MKJI

V¥ mnauuentoB ¢ MKJI OMJI B-kneTouyHble OmyXoJid M HEMEJIAHOMHBIM paK KOXH SBISIOTCA
UACHTU(PUIMPOBAHHBIM PUCKOM.

Paszsumue nepeuunbix 310Ka4ecmeeHHblx onyxoiel opy2ou sokanuzayuu npu @J uwu JIM3

B uccrienoBaHumM ¢ ydacTHeM MaIlMEHTOB C penuauBupymomeit/peppakrepaon @JI u JIM3 He
OTMEYaJIoCh MOBBIIEHUS pucka pa3sutus [IOJJI B rpynne aeHaIUJOMUJ/PUTYKCUMAO IO
CpaBHEHHUIO ¢ Tpymmnoi miamnedo/purykcumad. ['ematonorndeckue [1OJI OMJII Bo3uuknu B 0,25
cimygaeB Ha 100 venmoBeko-yieT B rpymnme JeHanmuaoMua/putykcumad u B 0,48 ciyuaeB na 100
YeJIOBEKO-JIET B IPYyIIe MalMeHTOB, MMOJIyyaBIIKUX Miiane6o/purykcumad. HacTora BOZHUKHOBEHHUS
rematosiornueckux u conuanbix [TOJIJ] (3a uckirodueHrnemM HeMeTaHOMHOTO paka KOXH) COCTaBUIa
0,74 cnydaeB Ha 100 yenoBeko-eT B rpymie JeHATUAOMH/pUuTykcumad u 1,97 ciayqyae Ha 100
YeJI0OBEKO-JIET B TpyIIe MAalMeHTOB, NOJy4YaBUIMX IUIAe00/pUTYyKCUMad, NpU MeauaHe
JUINTEIBHOCTH Tieproja HabmogeHuit 29,8 wmecsueB (nuanmazoH — ot 0,5 mgo 51,3 mecsma).
HemenaHnomHbIi  pak  KOXM ~ SBISETCS  WACHTU(PUIMPOBAHHBIM  PHUCKOM U BKJIIOYAET
IUTOCKOKJIETOYHBIN pak M 0a3aJIbHOKJIETOYHBIN paK KOXKU.

Bpauam cnenyer npoBoaute MoHuTOpuHr passutus [IOIJI y manmentos. Ilpm paccmorpennn
BOIIPOCA O TEPAUH JICHAIUIOMHUAOM CIEAYeT YYHUTHIBATH KaK ITOTEHLUAJIbHBIE MPEUMYIIECTBA
JICHAJIUJIOMH 1A, TaK U pUCK BO3HUKHOBeHUs [TO1JI.

Hapywenus co cmoponvl neuenu

Ileuenounas HEAOCTATOYHOCTD, BKJIrO4as cirydan Cco CMCPTECIbHBIM HCXoa0oMm, Obu1a
3apCrucCTpupoOBaHa y NallUCHTOB, ITOJTYUYAaBIIUX JICHAIUAOMU/ B paMKax KOM6HHHpOBaHHOﬁ TCparu:
oCTpass IMNCUCHOYHasd HEAOCTATOYHOCTD, TOKCUYECKHUHU I'CIIaTUT, MUTOJIUTHYCCKUI I'CraTurT,
XOJIECTaTUUECKUIM I'elaTUT U CMEIIaHHbII HHTOHHTH‘ICCKHﬁ/ XOJIECTaTUYECKHUM IrenaTuT. MexaHu3Mbl
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COOTBETCTBYET 3KCMEPTHOMY OTY

OT U U L

. . (MOCHENQRATENRHOCTH 0ANT)
TSDKEJIOHN JICKAPCTBEHHOMN IeMaTOTOKCUYHOCTH OCTAIOTES HeH3B£THHI\|m‘,]x0T';1 B HCKOTOPBIX TIIVUASNX

npeapIaAymee BUPYCHOC 3a00JIeBaHUE NCYCHHU, HMCXOJHOC ITOBBINICHHEC AKTHBHOCTH (bepMeHTOB
IIEYCHU H, BO3MOXHO, JICUCHUC AHTUOMOTHKAMU MOT'YyT OBITh (baKTopaMI/I pHUCKa.

YacTto perucTpupoBaiCh (PYHKIMOHAIBHBIE OTKJIOHEHUS TI€YeHH, HO OOBIYHO OHH ObUIM
OecCUMIITOMHBIMU W OOpaTMMbIMU TOclie TpekpamieHus tepanuu. [locie BoccTaHOBIEHUS
noKaszartesiei 0 UICXOIHOTO YPOBHS TEPANUI0 MOKHO BO3OOHOBUTH B 00Jiee HU3KOIL J103€.

JlenanmpoMul BBIBOAUTCA IOYKaMU. BakHO CKOpPpEKTHpOBaTh 103y Ipenapara y MalueHTOB C
MOYEUHOW HEIOCTaTOYHOCTHIO, YTOOBI M30€XKaTh JOCTHKEHHS B IUIa3ME KPOBU KOHIEHTPAIMH,
KOTOpBbIE MOTYT IOBBICUTb PUCK pPa3BuTUs remartonornyeckux HJIP uminm renaToTOKCHYHOCTH.
PexomeHnayercst KOHTpOIUPOBaTh (YHKIHIO TEYCHH, OCOOCHHO MpPHU HAJMYUHU COIYTCTBYIOIIETO
BUPYCHOIO 3a00JieBaHMs IMEUEHM WM yKa3aHHMs HAa HEro B aHAMHe3e, WIM IPU IPUMEHEHUU
JICHAJIMIOMH/Ia B KOMOMHAIIUH C TIpenapaTaMiy, BbI3BIBAIOIIMMHI HapylIIeHHEe (PyHKIUN TICUCHH.

Undexuus ¢ nelimponenuen ui 6e3 maxkosou

[Tarmentel ¢ MM mOABEp>KEHBI Pa3BUTUIO MH(EKIMH, BKIOYas MHEBMOHHUIO. boiee BBICOKHI
ypoBeHb HH(pUUUpoBaHMUS Habmonancs y mnanueHtoB ¢ BJIMM, koTopeiM He moOKa3zaHa
TpaHCIUIaHTalMsl, Ha (OHE JeueHus JICHAIUJIOMHAOM B KOMOMHAIMM C JEKCaMETa30HOM, YeM Ha
¢one neuenus MPT, u y mnammentoB ¢ BJAMM mnocne TI'CK, KOTOpsIM HpOBOAMIN
MO/ICPKUBAOIIYIO0 TEPAIUIO JICHATTMIOMHUIOM B CpaBHeHHMH C 1wiane6o. Mudekunn >3 creneHu
TSYKECTU PA3BUBAJIMUCH B YCIOBUSX HEUTPOIIEHUU MEHEE YEM Y OJIHOM TPETU NALMEHTOB.

3a mamMeHTaMu C M3BECTHBIMU (DaKTOpaMH pHCKa HH(UIIMPOBAHHSA HEOOXOAMMO THIATEIHHO
HabmoaaTe. Beem nanueHTam pekoMeHyeTcsl He3aMeUIMTENbHO 00paTUThCs K Bpauy MpH HEPBbIX
npu3HaKkax uH(peKnuu (Hampumep, Kamesb, JUX0paJKa U Tak Jajiee), YTO MO3BOJSIET IPU paHHEM
JICYCHUU CHU3UTDH CTEIICHb TSIKECTH.

Peaxmuesauus eupycruon ungexuuu

Co001maoch 0 ciiydasix BUPYCHOUM peakTUBAIlMK y MAIMEHTOB Ha ()OHE TEPAIUU JICHAIHIOMHIIOM,
BKJIIOYAsl CEPbE3HBbIE ClIydaW PEaKTUBALMKM BUpYcCa omosichiBaromiero juias (Herpes zoster) mmm
renaruta B (HBV).

B HekoTOpBIX Cilydasx peakTUBallMM BUPYCHON MH(PEKIUN HAOII0AANCS JIeTalbHbINA UCXO/.

B psage cnydaeB peakTuBanus BUpPYyca ONOACBIBAIOLIECTO JIMIIASA IIPUBOJMIIA K €M0 JUCCEMHUHALINU U
Pa3BUTHIO BUPYCHOTO MEHMHTUTA UM BUPYCHOTO MOPaKEHUs TJ1a3, KOTOpble TPEOOBaIN BpEMEHHOM
[IPUOCTAHOBKU TEPANMM JICHAIUAOMUIOM WA IIOJHOIO €€ MPEKPAlleHHUs, U Ha3HAYCHUs
COOTBETCTBYIOIIEW POTUBOBUPYCHON TE€PAIUU.

O peakTHBalMM BUpyca remnatuta B y NManMeHTOB, MOJy4YaBUIMX TEPANMIO JICHATUIOMHUIOM U
nepeHecunx patee renatut B, coolmanoch peako. Y HEKOTOPBIX U3 3TUX MAallMEHTOB pEeaKTHBALIUS
BHUpyCa IpUBEla K Pa3BUTHIO OCTPOM IEYECHOUYHON HEIOCTATOYHOCTH, IPEKPALICHUIO TEPAIUU
JEHAIUJAOMMJIOM H HA3HAYEHUI0 NPOTMBOBHPYCHBIX IpenapartoB. Jlo Haydana JedeHHs
JICHAJIMIOMU/IOM BCEM MAIEHTaM CIIeAyeT MPOBECTH TeCcT Ha Hanuuue Bupyca renatuta B (HBV).
ITpy noay4eHnu MONOKUTENIBHOTO PE3YJIbTaTa PEKOMEHAYETCsl KOHCYIbTalus rernaronora. Cienyer
CO0JII0JaTh OCTOPOKHOCTh IIPHU JICYSHUH JICHANUJ0MU10M naiueHToB ¢ HBV B anamuese, Bkitovast
U TeX, y KOTOpPBIX pe3ylbTaThl TecTa Ha aHTuTena K sjaepHoMmy antureny HBV  (HBc)
II0JIOKUTEIIBHBIE IIPU OTPHULIATENLHOM pe3ynbTare Ha HBSAg. OTu manueHTs! JOIKHBI HAXOIUThCS
MO/l TOCTOSHHBIM HaOJIIOJIEHUEM JJIi CBOEBPEMEHHOTO BBISBICHUS CHUMIITOMOB aKTHBALUU
uHoexu HBV Ha npoTshkeHuu Bcero Kypca JeueHusl.

Ilpoepeccupyrowas MVJlbmud)OKaJlea}Z Jleﬂkoaﬁued)aﬂonamuﬂ

Coobmanoch 0 ciydasix pa3BUTHS MPOrpeccUpyroliell MyabTU(OKaNbHON JeiikosHIedanonaTun
(IIMJI) y manMeHToB, NMPUHUMABIINX JICHAJUJAOMUJ, BKIIOYas ClIydad C JIETAJIbHBIM HCXOAOM.
Cornacno coobmenusim [IMJI pazBuBanach B MEpUOI OT HECKOJIBKUX MECALEB 10 HECKOJIBKUX JIET
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[IOCJ€e Haydajga JEYEeHUs JIEHAIMIOMHUIOM. B ocHOBHOM cod%%&ﬂg%ﬁmkwlngﬁdelﬁgﬁ

[IOJIy4aBUINX COITYTCTBYIOLIEE JICUCHHUE JEKCAMETA30HOM, WM PaHee MPOLICAIINX XUMUOTEPAIIUIO
JPYTMM HMMYHOIEIIPECCUBHBIM ITpenapaToM. Bpauam crienyer peryisipHO IpOBOAUTH MEAULIUHCKHM
ocMOTp manueHToB. [lpu cocraBnennu qudepeHnaIbHOro AMarno3a y NaieHToB ¢ HOBBIMH HITH
IIPOrPECCUPYIOIIMMH  HEBPOJOTMYECKUMH  CUMITOMAMH, IPU3HAKAMHU  KOTHUTHUBHBIX WU
MOBEJICHUECKUX HApYIICHUH, HEOOXOJUMO yYUTHIBATh BO3MOXKHOCTH pa3Butus [IMJI. IlanueHtoB
ClIeAYeT MpeNyNpeanuTh O TOM, YTO UM CTOMT COOOLIUTH CBOMM OJIM3KHM U JIMLAM, YXa)KUBAIOLUMHU
3a HUMH, O JICYEHHH, ITI0CKOJIbKY OHM MOT'YT 3aMETUTh CUMIITOMBI, O KOTOPBIX ITALIUEHT HE 3HACT.

Huarnoctuka [IMJI nomxHa BKITIOYaTh HEBpOJOrHUeckoe oOciaeoBaHue, MPOBEACHUE MarHUTHO-
pPEe30HAHCHON TOMOrpaduu TOJOBHOTO MO3ra M aHAIM3 CIIMHHOMO3TOBOW >KHMJKOCTH Ha HAJINYHE
JIHK Bupyca JI)xona Kanaunrema (Bupyca JC) ¢ mOMOIIbI0 METO/1a TOJIMMEPA3HOU IIEITHOM peaKInu
(ITIIP). B xauectBe anbprepHaTuBbl [II[P-uccrnenoBannio MOXET OBITH MPOBEIEHA OWOIICHs
rOJIOBHOTO MO3ra i onpenesienus Bupyca JC. Orpunarenbusiii pe3ynbtaT [IIP-uccinenoBanus na
Bupyc JC He uckimouaet pazpurue [IMJI. Heobxoamumo o0ecrieuuTs TOMOIHUTENIBHOE HAOMI0ICHIE
3a MalMeHTOM U MPOBECTU AOIOJIHUTENIbHbIE HCCIEAOBAHUSA, €CIIM albTEPHATUBHBIN TUArHo3 He
MOJKET OBITh YCTAHOBJIEH.

[Tpu Hanmuuuu nogo3penus Ha pasButue [IMJI nanbHelmuil mpueM JeHATUIOMUIA AOKEH OBITh
MIPUOCTAHOBIICH JIO TeX Top, moka auaruo3 [IMJI ve Oyxer uckimoueH. B ciydae moarBepkiacHUs
nuarnos3a [IMJI nmpuem neHanuaoMuaa 10KEH ObITh OKOHYATEILHO MPEKPAIeH.

Hayuenumot ¢ BIIMM

Bbonee BbicOKUII YPOBEHb HEMEPEHOCUMOCTH KOMOMHUPOBAaHHOM Tepanuu jJeHanugomuaom (HJIP 3
WK 4 cTeneHu TshkecTu, cepbesnblie HJIP, mpekpalenue nedenus) orMevancs y NalueHToB cTapiie
75 net c Il cragueii, cornacHo MexayHapoaHOH cucteMe cragupoBanus (ISS), c cymmoit 6amioB mo
mkane ECOG >2 wm KK <60 mn/mus. Ilepen HazHaueHHWeM JICHAIMIOMHIA B KOMOWHAIIUU C
JPYTUMU IIpenaparaMy HYXKHO TIIATEJIbHO OLEHUTh BO3MOXKHYIO NEPEHOCHUMOCTb 3TOH TEpanuu y
MAIMEHTOB ¢ yueToM uX Bo3pacrta, III craguu ISS. ECOG >2 nnu KK <60 mu/mMun (cM. pa3aens 4.2

u 4.8).
Kamapaxma

C Oosiee BBICOKOI 4acTOTOM KaTapakTa oTMedanach y MAallMEHTOB, MOJIyYaBIIMX JICHAJTUIOMH]L B
KOMOMHAIIMU C IeKCaMeTa30HOM, 0COOEHHO IIPU JJIUTENIbHOM Tepanuu. PexkoMeHiyeTcs peryaspHbli
KOHTPOJIb 3pECHHUS.

BcnoMorarensHble BEIIECTBA

Jlaxmo3sa

[Ipenapar JleHanmuaomMuza COAECpPKUT JAaKTO3y. JlaHHBIA JIEKAPCTBEHHBIM INpernapar He CIEIyeT
IIPUHUMATD MMALIUEHTaM C PEAKO BCTPEYAIOIIEHCS HACIEACTBEHHON HENEPEHOCUMOCTBIO TalaKTO3blI,
JIAKTa3HOUM HEIOCTATOYHOCTHIO WIIM TIIFOKO30-TAIaAKTO3HON MalibabcopOIIneii.

Hampuu

JlaHHBIH JIeKapCTBEHHBIN TIpernapar coAep>KUT MeHee 1 MMoJth (23 Mr) HaTpus Ha OJIHY Karcyiy, TO
€CTb 110 CYTH, «HE COJCPKUT HATPUS».

Kpacumenw conneunwiii sakam srcenmolil

[Ipenapar JleHanmuaoMua COAEPKUT KPACUTENb COJHEYHBIM 3aKaT JKENThbId, KOTOPBIA MOXKET
BBI3BIBATh AJUIEPTUUECKHUE PEAKUHUHU. MOKET OKa3blBaTh OTPULIATEIBLHOE BIUSIHUE HA AKTUBHOCTH U
BHUMAaHUE JIETEN.
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4.5. B3aumojeiictBie ¢ JPYruMu JieKapcTBeHHBLIMHU '-ﬂ')‘éﬁ%"' EL'T%TEA-BVHE::' BIE

B3aNMOIeHCTBUA

OpHUTPOIIOITHYECKUE JICKAPCTBEHHBIC CPEJICTBA, a TaKKe JIPYrHe CpEeACTBa, KOTOPHIE MOTYT
MOBBIIIATH PUCK TPOMOO03a, HAPUMED, MIPEmapaThl IJisi TOPMOHO3aMECTUTEIFHON TepaIiuu, CIIeayeT
MPUMEHSTH C OCTOPOXKHOCTBIO Y MAMEHTOB ¢ MM, IPpUHUMAOIIUX JICHATHIOMH]] B KOMOWHAIINU C
JIeKCaMeTa30HOM (cM. pazfensl 4.4, 4.8).

IlepopanpHble KOHTPAICITUBEI

He nmpoBoamnmch WCCIenoBaHMS — JIGKAPCTBEHHOTO  B3aMMOJCHCTBHS € MEPOPabHBIMHU
KOHTpalenTuBamMu. JleHanmunomMu He sBJseTCs MHAYKTOPOM (PepMEHTOB CHCTEMBI LIUTOXpoMa. B
UCCcIIe0BaHMsIX IN VItro Ha remarolnmTax 4eJoBeKa JCHATUJIOMHU] B Pa3IMUHBIX KOHIICHTPALMIX HE
unaynuposai uzodpepmentel CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. TlosTomy Ha
¢oHEe MOHOTEpANUU JICHATUIOMHIOM HE IMPENNojaraeTcs MHIYKIHH, TPUBOIANICH K CHIKCHHIO
3(QGEeKTUBHOCTH MpenapaToB, B TOM YHCIE, TOPMOHAIBHBIX KOHTpauenTUBOB. OmHAKO
JIeKCaMeTa30H, SIBISACH ClIaObIM/yMepeHHbIM HHAYKTOpoM u3zodpepmenta CYP3A4, BeposiTHO,
BJIMSIET Ha JApyrue (PepMEeHThl, a TaKKe TpaHcnopTepbl. Henb3st HCKITI0UNTh BO3MOKHOCTh CHUKEHHUS
3G (GEKTUBHOCTH MNEPOPANBbHBIX KOHTpalUeNTHBOB Ha ¢oHe Ttepamuu. [lostomy criemyer
IpeanpuHUMAaTh 3PPEKTUBHBIE MEPbI IPEIOXPAHEHUS OT OepeMEHHOCTH (CM. pa3ziensl 4.6 u 4.4).

Bapdapun

He ormedeHo BimsHUE JeHaMaoMuaa B jgo3e 10 Mr, NpUHMMAEeMOro OJHOKPAaTHO, Ha
(dbapMakOKMHETHYECKHE TMapaMmeTpel R- u S-BapdapuHa mpu ero OJHOKPATHOM TIpHEME.
OpHOBpeMEHHOE OJIHOKpPATHOE MpUMEHeHue BapdapuHa B 103€ 25 MI ¢ ICHAIUJOMUIOM HE BIUSIIO
Ha (QapMakKOKHMHETHKY Tocieanero. OJHAKO HEW3BECTHO, WMEETCS JIM B3aWMOJCHCTBHE IIPH
KIIMHHYECKOM MPUMEHEHUH (CONYTCTBYIOMIAs TEPAIHs C JJIeKcaMeTa30HoM). JlekcameTa3oH sBJsieTCs
CJIa0BIM/YMEPEHHBIM  HHIYKTOPOM (EPMEHTOB, M €ro BIUSHUE HAa BaphapruH HEU3BECTHO.
PexomeHayeTcsi TIIATENBHBIA KOHTPOJb KOHIIGHTpaluk BapdaprHa BO BpeMsl Teparuu
JICHAJIMIOMHIOM.

EI/IFOKCI/IH

OnHOBpeMEHHOE Ha3HAUEHUE JIeHAMUaoMuAa B 03¢ 10 MI/neHp yBeIMYMBAIO IUIaA3MEHHYIO
skcno3unuio aurokcuna (0,5 mr omgHokpatHo) Ha 14 % c moBeputensHbIM HHTEpBaioM 90 %
(0,52 %-28,2 %). HeusBectHo, Oyaer jm 3TOT 3GPEKT WHBIM B KIMHHYECKOH cuTyanuu (Ooree
BBICOKHE JI03bI JICHAJIMJIOMUJA U COMYTCTBYIOIAsl Tepanus JiekcamerazoHoM). IlosTomy Ha ¢one
JICYEHUS JICHATUAOMUIOM PEKOMEHIyEeTCS MOHUTOPUPOBATh KOHIIEHTPALMIO IUTOKCHHA.

CraTuHbl

CYIHGCTByeT MHOBBIIIEHHBIN PHUCK pa61(0M1/10m/13a B CJIyda€ COBMECTHOI'O MPHUMCECHCHUS CTAaTUHOB U
JEHAIMIOMH/IA, YTO MOXKET OOBICHATHCA CYMMHpPOBAaHHEM JIEHCTBUS OTUX IMpemnapaToB.
Heo6xoaumo TiiarenbHoe KIMHUYECKOE U TabopaTopHOe HaOI0IeHHEe, 0COOEHHO B MEPBBIC HEACIIN
JICYEHUSI.

ﬂ CKCaMETa30H

OnHOBpEMEHHBII OJHOKPAaTHBIM WM MHOTOKpAaTHBIM mpuem naekcamerazoHa (40 Mmr/cyTku) He
OKa3bIBaeT KIMHUYECKH 3HAYMMOro s@dexra Ha (QapMaKOKMHETUKY JICHAIUIOMUIA MPH €ro
MHOT'OKPAaTHOM IpHEeMeE B 103€ 25 MI/CYTKH.

Bzaumogeiicteue ¢ narnouropamu P-rmukonporenna (P-gp)

Jlenanumomuy in Vitro ssasiercst cyoctpatom P-gp, HO He ero mHruOmropoM. OIHOBpPEMEHHOE
MHOTOKpaTHO€ IMPUMEHEHUE CHIIbHOrO mHruourtopa P-gp xununmua (600 Mr 2 pa3a B CyTKH) WU
ymepeHHoro P-gp uHrmburopa/cydcrpara Temcuponumyca (25 Mr) He OKa3blBAIO KIMHUYECKU
3HauyuMoro 3¢ @dexkra Ha (papMakOKMHETUKY JeHanmuaomuaa (25 wmr/cytku). dapMakoOKHHETHKA
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4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTD U JAKTALUSA

VYyuTbiBas HaNU4YME€ TEPATOTEHHOTO0 TMOTEHLHUaNa, MPUMEHEHUE JICHANUIAOMHUJA JOJIKHO
OCYUIIECTBJISATHCA B CTPOroM cooTBeTCTBUU ¢ IIporpamMmoii KOHTPOJHMPYEMOro MeIMUMHCKOIO
NpUMeHeHHus JieHaauaomMuaa (cm. pazzaen 4.4), 3a UCKIIIOUEHUEM TeX CIy4aeB, KOrJa OTCYTCTBUE
PENpPOIYKTUBHOTO MOTEHIIUANIA Y TAIIMEHTKU HAJIEKHO MOATBEPKICHO.

JKeHIMHBI ¢ COXPaHCHHBIM PEeHPOAYKTHBHBIM HOTGHHI/IaJIOM/KOHTDaHCHHI/IH I MYXYHMH H
KCHIIIMH

XeHmuHaMm ¢ COXpaHEHHBIM PENPOyKTUBHBIM OTEHIMAJIOM CJIE1yeT UCI0NIb30BaTh 3(h(hEeKTUBHBIE
MeTOABI KOHTpanenuuu. Eciu nanuenTtka 3adepeMenena, IpUMEeHEHUE JICHATHIOMUA JTOJKHO OBITh
[IPEKpAILEHO, NAlMEeHTKY HEOoOXOAMMO HAIIPaBUTh Ha KOHCYJbTALMIO K Bpaudy-TE€paToJory IJis
OCMOTpa M KJIMHHUYECKMX peKoMeHAalui. B ciiyyae OGEpeMEHHOCTH >KEHUIUHBI, SBISIOLIEHCS
CEKCYaJIbHBIM ITAPTHEPOM IALIMEHTA, MTOJIYYaOLIEro JCHAIMIOMHU/, €€ TAKXKE HAIIPABIISIIOT K Bpady-
TEPAToNIOry I OCMOTPA U KIIMHUYECKUX PEKOMEHIAINMN.

JlenanmaoMul CONEPKUTCA B CEMEHHOM JKUIKOCTH INAaLMEHTOB B IIEPUOJ JICUYEHUS B IIPEAEIBHO
HU3KUX KOHLUEHTPALUAX U HE ONPENEseTCs Y 3J0pPOBBIX MYKUMH uepe3 3 JIHs [0cIie MPEKpaLEeHU]
OpUMEHeHMs mpemnapara (cM. paszgen 5.2). B kauectBe Mepbl NMpPeaOCTOPOKHOCTH, YUUTHIBAs
BO3MO>KHOE CHUKEHHME CKOPOCTH BBIBEJICHUS IIpenapara y alieHTOB 0COObIX TPYIII, HAaIpUMEp, IIpU
HapyleHUH QyHKIMM [T0YEK, BCE MY>KUMHBI, IPUHUMAIOIINE JICHATUIOMUI, JOJKHBI TI0JIb30BATHCS
Ipe3epBaTUBaMM B TE€UEHHUE BCETO Kypca JIEUEHHs, BO BpeMs IlepephiBa B JICUEHUH U B TeueHue 1
HE/IeM T0Cie MPEeKpPalleHus JICYUEHUSI B TOM Cllydyae, €clid CeKCyalbHbIl mapTHep — OepeMeHHas
KEHIIMHA WIM JKCHIIMHA C COXPAaHEHHBIM PENPOAYKTHBHBIM IMOTEHIMAIOM, HE MCIOJb3YIOIIAs
KOHTPALIENILIUIO.

bepemeHHOCTD

.]ICHaJ'II/IIIOMI/II[ — Cpr1(TyprII71 aHaJIoOI' TaInJoOMH a4, KOTOpLIﬁ ABJISACTCS U3BCCTHBIM TCPATOT'CHOM.
I/I3B€CTHO, 4qTo HOpueM  TaJduJoMHuJa 6€peMeHHI)IMI/I KCHIIMHAMHM  BBI3BIBACT  TSXKCIIBIC
JKU3HCYTPOKAOIINEC BPOKACHHBIC HAPYIUICHUA Y IJI0AA.

HccnenoBanue BIMSHUS JICHAIMJAOMUAA Ha HSMOpHO(ETalIbHOE pa3BUTHE IPOBOAMIOCH Ha
o0e3bsiHaX, KOTOPbIM BBOAWIM Mpemapar B jgo3ax oT 0,5 g0 4 wmr/kr/cyr. PesynbraTsl 3TOro
UCCIIEIOBaHMS [TOKa3aJy, YTO JIEHAIUIOMHU/]T BbI3bIBAJ Pa3BUTHE BHEIIHUX JAEPEKTOB, B TOM YHUCIIE,
3apallleHHE aHAJIbHOTO OTBEPCTHS W HAPYIIEHUE Pa3BUTHS BEPXHUX M HI)KHHUX KOHEYHOCTEH
(M30THYTHIE, YKOPOUYEHHBIE, 1e(OPMUPOBAHHbIE, HEOPA3BUThHIE W/UIM YaCTUYHO OTCYTCTBYIOILIUE
KOHEYHOCTH, OJIMTOJAKTHIUS M/MIM MHOTONAJNOCTh) Y JAETEHbIIeH caMOK 00€3bsiH, KOTOpbIe
MoJIyyaM Ipernapar BO BpeMs OepeMeHHOCTH. Takke Yy €IMHUYHBIX IUIOJO0B HaOII0JaNIoCh
MOBPEX/JCHHE BHYTPEHHMX OpPraHOB (M3MEHEHHE 1IBeTa, KPAacHble OYaru B pPazIMYHBIX OpraHax,
HeOoJbIIas OeclBeTHAs Macca BBIIIE aTPUOBEHTPHUKYJSPHOIO KialaHa, YMEHBIICHHbIN KeTYHbIN
y3bIpb, IehopMHUpOBaHHAs nuadparma). DKCIIEPUMEHTAIbHBIE MCCIEI0BAHUS JICHATUIOMHIA Ha
o0e3bsiHaX MOKa3aJId CXOJHbIE C ONMCAHHBIMU paHee JJIs TAIUIOMU/IA.

BcenenctBue oxnaaeMoro TeparoreHHoOro 3 dexra JeHaTHIOMHIA, €0 IPUEM MMPOTHBOIOKA3aH BO
BpeMs OepeMeHHOCTH (CM. pasjen 4.3).

JlakTaius

HewuszBecTHo, mocTymaeT i JEHAIUIOMH]T B TPYJTHOE MOJIOKO. B CBSI3U ¢ 3THUM, B MEPHUO]T JI€UECHUS
JICHAJIMIOMH/IOM TPYJTHOE BCKApMIIMBAHUE JIOJIKHO OBITh MPEKpaIieHo (cM. paszaen 4.3).

DepTiIbHOCTE

Pe3ynbrathl uccnenoBaHUS PENpOAYKTUBHOM (DYHKIMH, KOTOpO€ MPOBOAMIM Ha KpbICaX C
MPUMEHEHUEM JieHaTuaoMua B go3ax 10 S00 mr/kr (3T A03bI NMPEBBIIATNA MPUOIU3UTENHHO B
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IUIOIIAJb TOBEPXHOCTH Tela), HE MPOAEMOHCTPHPOBAIN HApYIICHUs (EpPTUIBHOCTH WU
TOKCUYHOCTH JIJIs1 OPTraHU3Ma POJUTEIICH.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeACTBAMHM M padorarh ¢
MeXaHM3MaMH

JleHanuOMM], OKa3blBaeT HE3HAUUTEIbHOE WM YMEPEHHOE BO3JeiicTBUE Ha CIIOCOOHOCTD
YIPaBJIATh TPAHCIIOPTHBIMU CPEACTBAMH U pabOTaTh € MOTEHIMAIBHO ONIACHBIMU MeXaHu3MaMu. Bo
BpeMs JICUCHUS JICHAJIHIOMHUIOM OTMEUYAIIUCh CIa00CTh, TOJIOBOKPYKEHHE, COHIIUBOCTh, BEPTUTO U
HEYETKOCTb 3peHus. B cBsA3M ¢ 3TUM cienyeT NposBIATb 0COOYI0 OCTOPOXKHOCTb IIPU YIPABICHUU
TPaHCIIOPTHBIMU CPEACTBAMU U pabOTe ¢ MEXaHU3MaMH.

4.8. HexenaTelbHbIE peaKkuu

Pesrome mpoduiist 0e300acHOCTH

Bnepevie Ouacnocmuposannas MHOJCECMEEHNAA MUELIOMA: NAYUEHmbl, KOMOPbIM NOKA3AHA
MPAHCRIAHMAYUS, NOTYYABUUE NEHATUOOMUO 8 KOMOUHAYUY C DOPME30MUOOM U OeKCAMEMA30HOM

B nByx knmuunueckux uccnenoBanusx (K1) cepresusie HJIP, koTopbie Habmoamucs vaiie (>5 %)
Ipy TpUeMe JICHATHIOMHUAA B KOMOWHAIMU C OOpPTe30MHOOM H JIEKCaMETa30HOM, OBLIN
CIICAYIOIIMMU:

- mHeBMoHus (5,9 %).

Crnenytoumme HIJIP peructpupoBaivch 4yamie Yy MalMEHTOB, MPUHUMABIIUX JICHATHUAOMUA B
KOMOHMHAIIMK C TIOJKOXXHBIM BBEJCHHEM OopTe3oMuba M JeKCaMeTa30HOM: IMepudepudecKas
Heiiponarus (35,2 %), neiirponenus (31,9 %), pombonuTonenus (25,3 %).

Cnenyrommme HIJIP peructpupoBasiuch daimie y NalMEHTOB, NPUHUMABIIMX JICHAIMJIOMHU B
KOMOMHAIIMM C BHYTPUBEHHBIM BBEACHHEM OOpTe30oMHOa U JeKcaMeTa3oHOM: mepudepudeckas
Heiiponarus (54,8 %), mumdbonenus (52,2 %).

Bnepesvie ouacnocmuposannasn mnoscecmsennasn muenoma: nayuenmol nocie TI'CK ¢ nocnedyroweti
nooodepoicusarowell mepanueti 1eHaiudOMUOOM

Cepnesnbie HJIP, xotopeie HaOmronmanuch 4vame (=5 %) Ha (oHE HOIAepKHUBAIOIICH Tepanuu
JIEHAJTUAOMHMJIOM, YeM I11ane0o0, ObUIHA CIEAYIOIINMHU:

- maeBMonu (10,6 %)
- nH(EeKIMOHHbIE 3a001eBanus Jierkux (9,4 %)

B nByx KM HJIP, koTOpBIE PETUCTPUPOBAIINCH YAl Y MALIMEHTOB, IPUHUMABIIUX JICHATUIOMUL B
paMKax IMo/IIepKHBAFOIIEH Tepaniu, ueM Iuiaiedo, Obutn ciaeayromnue: Heirrpornenus (60,8—71,9 %),
TpoMmOoumronenus (23,5-61,6 %), Oponxur (47,4 %), nuapes (38,9-46,4 %), HazopapUHTUT
(34,8 %), mbrmeunsie cympoporu (33,4 %), neiikonenus (18,8-31,7 %), acrenus (29,7 %), kamiensb
(27,3 %), uHbeKknMH BEpXHHX IbIXaTedbHBIX myTedl (26,8 %), cwimb (25,0 %), racTpoIHTEPHUT
(22,5 %), muxopanxka (20,5 %), moBelmeHHas yromisiemocts (17,9 %) u anemus (13,8 %).

Bnepevie ouacnocmuposannas MHO*CECMEEHHAS MUENIOMA: NAYUEHMbl, KOMOPbIM He NOKA3AHd
MPAHCNAAHMAYUSL, NOSYYABUIUE IEHATUOOMUO 8 KOMOUHAYUU ¢ OOPMEZOMUOOM U OeKCAMEMA3Z0HOM

Crnenytome cepbe3snbie HJIP nHaOmonmanmuch bame (=5 %) mnpu mnpueme NeHAIUIOMHIA B
KOMOMHAIIMM C BHYTPHUBEHHBIM BBeJeHHEM OopTe3oMuba M JIeKCaMeTa30HOM, YeM IpU Mpueme
JICHAJIMIOMH/Ia B KOMOMHAIUH C IEKCAMETa30HOM:

- CHW)KEHHE apTepuayibHOro aasieHus (6,5 %), uHbekuoHHbIe 3a0oneBanus jerkux (5,7 %),
obe3BoxkuBanue (5,0 %).
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O0opTe3oMHOOM M JEKCaMeTa30HOM, YeM Ha (oHe mprema JIEeHATUIOMHIA B KOMOWHAIIUH C
JIeKCaMeTa30HOM: TMOBbIIICHHAss yromisieMocTts (73,7 %), nepudepudeckas ueitponarus (71,8 %),
tpomboruronenus (57,6 %), 3amop (56,1 %), runokansimemus (50,0 %).

Bnepebze duaenocmupoeanﬂaﬂ MHOIHCECMBEHHAA MUejioma. nayueHntvl, KonmopviM HE noKas3aHda
mpancniaermayusl, novxydasuiue AeHATUOOMUO 8 KOM6MHCZI4UU C HUBKUMU 003aMU 0eKCAMEMA30HA

Cepnesnbimu HJIP, nabnrogaembivMu vame (> 5 %) npu npueMe JeHATIUIOMUIA B KOMOWHAIIUU C
HU3KOW JI030M JeKcamMeTa3oHa mpu HemnpepblBHOM JjeueHuu (Rd) wim neuenun B TeueHUe
BOCEMHa/IIaTH 4-X HeAelbHBIX 1TUKIOB (RA18), uem Ha done mpuema Mendanana, mpeJHU30JI0HA U
tamuaomuaa (MPT), Obutm:

- maeBmonus (9,8 %)
- MOYeYHas HEIOCTATOYHOCTbh, B TOM 4unciie octpas (6,3 %).

N3 HJIP na doHe HM3KHMX 103 JIekcameTa3zoHa daie, 4yeM Ha (pone MPT naGmromanuce: auapes
(45,5 %), mosbieHHas yromisieMocts (32,8 %), Oonu B crnmue (32,0 %), actenus (28,2 %),
6ecconnuna (27,6 %), cwinb (24,3 %), cumxenue annerura (23,1 %), kamens (22,7 %), nuxopaaka
(21,4 %), a Taxke Mbiieunblie cyaoporu (20,5 %).

Bn€p6b16 Ouaeﬂocmupoeaﬂﬂa}l MHOIHCECMBEHHAA MUeEoMA. NAYUEHMbL, KOMOPbIM He NOKA3dHA
mpancniaumayusl nojiyvasuue JACHATUOOMUO 8 COYECNAHUU C Meﬂd)aﬂaHOM u I’lpe()HMS’O]lOHOM

Cepnesnubimu HIIP, Gomnee yacTo (> 5 %) Habmo1aeMbIMU ITpH IIpreMe Mendaliana, IpeAHU30JI0Ha U
JIEHAJIMJJOMU/JIA € MTOCIeAYIole noaaepkuBatoleit tepanueit aeHanuaoMuioMm (MPR+R) unu npu
npueme Medarana, peIHU30JI0HA U JICHAIUIOMU/IA C TIOCIICYIOIICH T0/ICPKUBAIOIICH Tepanuei
wrane6o (MPR+p), uem mpu mpueme mendanana, MperHU30JI0Ha U IDIaed0 C IMOCTIenyromei
MO/ICPXKUBAOIICH Tepanuel mianedo (MPp+p), Obutn:

- (heOpunbHas HeriTporeHus (6,0 %)
- anemus (5,3 %).

N3 HJIP uame nabmionanuce npu npueme MPR+R wnu MPR+p, wem npu mpueme MPp+p:
Hertponenus (83,3 %), anemus (70,7 %), rpomboruTonienus (70,0 %), neitkonenus (38,8 %), 3amop
(34,0 %), nuapes (33,3 %), coinb (28,9 %), muxopazka (27,0 %), nepudepuueckue otexu (25,0 %),
karrens (24,0 %), camkenue anmerura (23,7 %) u acrenus (22,0 %).

Mnoowcecmsennas muenoma: nayuernmsl, noaydueuiue KaKk MUHUMYM odny JUHUIO mepanuu

K cepnesnsiv HJIP, 3apeructpupoBaHHbIM Ha (oOHE NMPUMEHEHHUs JEHATUAOMUIA/IeKcaMeTa3oHa
yaiie, yeM Ha ¢oHe 1uianedo/nekcaMmeTa3ota, OTHOCHIIHCH:

- BeHO3Hast TpoMO0oaMOomus (T3) (TpomO03 rirybokux BeH, TD jerouyHoit apTepun)
- HEHUTpOTIeHUs 4 CTETICHH TSKECTH

Crnenyroume HJIP y manuentoB ¢ MM BeTpeuanuch yaimie Ha (oHE ImpueMa JICHAIWJOMUAA U
JieKcaMeTa30Ha, 4yeM Ha (oHe mpuema mianedo U JIeKcaMeTa3oHa: MOBBIIICHHAs yTOMIISIEMOCTh
(43,9 %), wueiitporienus (42,2 %), 3amopsl (40,5 %), muapes (38,5 %), MbIIIEYHbIE CYIOPOTH
(33,4 %), anemus (31,4 %), rpomoormronenus (21,5 %) u coinb (21,2 %).

MJC

bonpmmucTBO HJIP, Kak mnpaBmio, pa3BUBAIMCH B TEYEHUE IEPBBIX 16 Henenp JiedeHus
JICHATUAOMHUIOM.

Cepbesnbie HJIP Brimtouanu:

- BeHO3HYI0 TO (Tpom603 riny6okux BeH, TO jnerouHoi aprepun)
- HeUTponeHuto 3 win 4 CTeNeH! TKECTH, (eOpUIbHYIO0 HEHTPONEHUIO U TPOMOOLIUTONICHUIO 3 UITU
4 cTEeneH! TSKECTH.
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Heitponenus (76,8 %), rpomboumronenus (46,4 %), muapes (34,8 %), 3amop (19,6 %), TourHOTA
(19,6 %), 3yn (25,4 %), ceimb (18,1 %), moBeiieHHas yromusiemoctbh (18,1 %) u MbliieuHbIe
cynoporu (16,7 %).

MKIJI
Cepnesnbie HJIP, koTopbie HAOIIOAATMCH Yallle B TPYIIE JICHATHIOMUIA ObLITH MPECTABIICHBI:

- neiirpornienueii (3,6 %)

- TD nerounoii aprepun (3,6 %)

- nuapeetii (3,6 %)

Cnenyromue HJIP pa3zBuBanuce yaie B rpymne jeHanuaomuaa: Hedrpornenus (50,9 %), anemus

(28,7 %), muapes (22,8 %), mossiieHHas yromisemocts (21,0 %), 3amop (17,4 %), nuxopanaka
(16,8 %) u coinb (BKIIOUAs ayuieprudeckuii aepmarur) (16,2 %).

[TanmeHTHI ¢ UCXOAHO OOJIBIION MAacCOM OIyXOJHM OTHOCSTCSA K IPYIIIEe BBICOKOTO PHUCKAa paHHEN
CMEpTH.

DJI unu JIM3

Crnenyromme cepre3nbic HJIP wmaGmomanuch 4bame B TPyIIe JICHATUIAOMUI/PUTYKCUMAO 110
CPaBHEHHUIO C TPYNIOH IuIanebo/puTykcuman:

- (heOpunbHas HeWTponieHus (2,8 %)
- TD nerounoii aprepuw (2,3 %)

Cnenyromue HJIP pa3BuBaivMch Hamie B TPYIIE JICHATHIOMHUI/PUTYKCHMAO 1O CPaBHEHUIO C
rpynnoi rianedo/putykcumad (kak MUHMMYM, Ha 2 % daile B OJHOHN TpyIIie, 4eM B JIPYroi):
nertponenust (58 %), mmapes (31,3 %), neiikonenus (28,4 %), 3amop (26,1 %), moBbIIIECHHAS
yromisieMocThb (21,6 %) u nmuxopazka (21,0 %).

TabnuaHoe PE3IOME HEXKEIIATSIbHBIX PeaKIIHi

YacToTa He)enaTeIbHbIX PEaklnil MPUBEACHA B BUJIE CIACIYIONICH rpagainu:

ouenwv wacmo (= 1/10);

yacmo (> 1/100, 1o < 1/10);

newacmo (> 1/1000, vo < 1/100);

peoko (> 1/10000, o < 1/1000);

ouens peoro (< 1/10000);

yacmoma Heuszéecmua (Ha OCHOBAHUU UMEIOIIIUXCS TAHHBIX OIIEHUTh HEBO3MOXKHO).

HJIP Obun BKIIIOUEHBI B COOTBETCTBYIOIIYIO KATETOPHUIO B Ta0JIMIIE HIXKE, COTJIACHO MaKCUMAaJIbHON
4acTOTE BCTPEYAEMOCTH B OJHOM M3 0CHOBHBIX K.

Ceoonas mabauya HJIP na gpone monomepanuu 1eHaAIUOOMUOOM NPU MHOHNCECMBEHHOU MUENIOME

Tabnuua 1 moarorosieHa Mo JaHHBIM, MOTy4Ye€HHBIM B Xo/e npoBeaenus KU y nanuenros ¢ BAAMM
nocne TI'CK, mnomy4aBmIMX MOAJECPKUBAIOIIYI0 TEPANUIO JICHATUIOMUIIOM. JlaHHBIE HE
KOPPEKTHPOBAIUCH JJIsI OTPaKeHHs OOJbIIeH MPOAOKUTENBHOCTH JICUEHUS JICHAIHIOMUIOM
(mo mporpeccupoBaHusi) B CPABHEHHUH C TPYIION Tane6o B ocHoBHBIX K1 MM.

Tabmmpa 1. HJIP, 3aperncrpupoBannbie B KW y mnammentoB ¢ MM, noay4aBmmx
NO/1eP:KMBAIOIIYI0 TEPANHIO JICHAJIHI0MHUI0M

Kiace cucreMbl Bce HexkeaTeabHbIE HexenaTenbHble peakunu
opraHos/ peakuuu/Yacrora 3 u 4 creneHu
IIpeanoyruTeabHbIN TskecTn/Yacrora
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TePMHUH

S
1l

CCAEQOEA

Hnghexyuu u unsazuu

Ouenv yacmo

Quenv yacmo

[TaeBMoOHMs 2, UHpEKIUU [TaeBMOHMS ', uHpeKIu ¢
BEpXHHMX JIbIXaTEJIbHBIX MyTEH, | HEUTpOIIEHUEH
uHpeKMu ¢ HeWTponeHuew, | Yacmo
OPOHXHT?, rpunm?, | Cemcuc®®, OakTepuemMusi,
racTpOdHTEPHT., CHUHYCHUT, | ”HPEKIIMOHHBIE  3a00JIeBaHUs
Ha30(hapUHTUT, PUHUAT JIeTKHuX?, OakTepuaIbHBIC
Yacmo UHpEKIIH HUKHHAX
I/IH(beKuI/H/Il, MH(DEKIUY | TbIXaTeIbHBIX MyTeH, 6pOHXI/IT1,
MOUYEBBIBOISAIIUX nyteiil?, | rpunm?, racTpodHTEpHT?,
uHpexmn HIDKHUX | OTIOSICHIBAFOIIIHI numaiit,
JIBIXATEIIbHBIX nyTeH, | nHdeKImu’
nH(pEKIMOHHBIE  3a00JIeBaHUS
erknx’
Jlobpoxauecmeennuie, Yacmo -
37I0KQuecmeeHtvle U MJIC!?
HEYMOYHEeHHblEe
H0B8000PA308aHUS
(6xnouas KUCHbl u
noJUunNbl)
Hapywenus co cmoponwl | Ouenv uacmo Ouenwv wacmo
kposu u numpamuueckoii | Helitponerus™!,  ¢pebpunbnas | Heiitponenns®!,  pebpunbHas
cucmemol HeﬁTpOHeHI/IHB’l, HeﬁTponeHI/I;I3'1,
TpoMmboruTone N>,  aHemus, | TpoMGOIMTONEHNS Y,  aHeMus,
neiikonenus’, IuMdoneHns neiikonenus’, nuMQoneHns
Yacmo
MMannuTonenus®
Hapywenua memabonusma | Ouenv yacmo Yacmo
U nUMaHUsl lN'unokanuemust I'unokanuemus,
00€3B0OKMBAHNE
Hapywenus co cmoponwl | Ouenv uacmo Yacmo
HEepBHOU cucmembl [Tapecre3nn lNonmoBHas 60Jib
Yacmo
[Tepudepuyeckas HeriponaTus®
Hapywenus co cmoponwvl | Yacmo Yacmo
€ocy008 TD neroynoii aprepun’? Tpom603 Ty6oKnx Ben> -
Hapywenus co cmoponwl | Ouenv uacmo Yacmo
ovixamenvHou cucmemol, | Kamens Oeimikal
opearos epyoHotl kiemku u | Yacmo
cpedocmenust Oppimkal, HacMopK
Hapywenus co cmoponwvt | Ouenv yacmo Yacmo

HCeNYOOUHO-KUUUEYHO20
mpakma

Huapest, 3anop, 00jb B )KHUBOTE,
TOILIHOTA

Yacmo

PBota, 00J1b B SnIUTracTpuu

Huapes, ppoTa, TOILHOTA

Hapywenus co cmoponwi
neyeHu u
JHCenuesvbl8o0AUUX nymell

Ouenwv wacmo

OTKIIOHEHNUS oT HOPMBI
3HAYECHUU IIOKa3aTeen
(GYHKIIMOHAJIBHBIX MPOO NEUYEeHU

Yacmo
OTtkII0HEHNA oT HOPMBI
3HAYEeHUI oKazarejei

(YHKIIMOHATIBHBIX P00 MEeYeHH

Hapywenusa co cmoponbi
KOJMCU U NOOKOICHBIX

Ouenwv wacmo
Chlllb, CYXOCTh KOXKHU

Yacmo
Chllb, KOXKHBIN 3y
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MKaHet
Hapywenus co cmoponwi | Ouenv uacmo
MblueyHol, Kocmuot u | MbllIeuHble Cy10pOTH
COeOUHUMENbHOU MKAHU Yacmo

Mmuanrus, CKeJIeTHO-MBIIICUHas

00J1b
Obwue  napywenus  u | Ouensb vacmo Yacmo
peaxyuu 6 mecme | IloBblllIeHHAass ~ yTOMJISIEeMOCTb, | [loBBIIIEHHAs  yTOMIISIEMOCTb,
68e0eHs] aCTEHUs, IUXOpaaKa acTEeHUs

! Cepresnble Hesxenarensusle peakiyu 8 KU y nanuentos ¢ BJIMM nocie TI'CK.
2 OTHOCHUTCH TONBKO K CEPHE3HBIM HEKENATEIbHBIM PEAKIIHIM.
3 Cm. mogpasnen «Onucanue otaensabx HIIPy.

2 O600maromuii TEPMUH «ITHEBMOHI» BKIIIOYACT CIEAYIOMHUE npearnodTuTeapabie TepMuHbl (I1T): OpoHXOmMHEBMOHMS;
JI0JIeBas IIHEBMOHUS; IIHEBMOHMS, BbI3BaHHAass PNeumocystis jirovecii; maeBMoHuUs; MHEBMOHUS, Bei3BaHnHas Klebsiella
i Legionella, wm Mycoplasma, wmi Pneumococci, wim Streptococci, BupycHast IIHEBMOHHS, 3a00JIeBaHKE JICTKHX,
[THEBMOHHT.

® OGo6OmIAOIMI TEPMUH «CEINCHC» BKIIOYAET CIEAYIOIIHE HPeINOoYTHTENbHbIE TePMHUHBI: OaKTepUalbHbIA cencuc,
cercuc, BeI3BaHHBI Pneumococci mim Staphylococci, centnyeckuii mox.

¢ OOoOmaromuii TepMUH «repudepryeckas HEHpONaTHs» BKIIOYAET CICAYIOIINE IPEANOYTUTEIbHbIE TEPMUHBL:
nepudepudeckas Heiiponarus, nepudepudeckas cCeHCOpHasi HeHponaTHs, MOJIMHEHponaTus.

4 O606mamuil TepMUH «TpoMO03 TITYOOKHX BEH» BKIIOYAET CIEAyIOLIHe MPeANoYTHTENbHbIE TEPMUHbI: TPOMGO3
riy0OKuX BeH, TpoM003, TpOMOO3 BeH.

Csoonasa mabnuya HJIP ona xombunupoganHou mepanuu JeHAIUOOMUOOM NPU MHONCECMBEHHOU
Muenome

Tabnuiia 2 MOAroTOBJICHA TIO JaHHBIM, MOJIYYEHHBIM B Xoje nposeneHus KU y namuentoB ¢ MM,
MOJIYYaBITUX KOMOWHHPOBAHHYIO TEPANHUIO JICHATHIOMHIOM. JlaHHBIE HE KOPPEKTHUPOBAIHCH IS
OTpaKeHHsI OOJIBIICH MPOJOJDKUTEIHLHOCTH JICUCHHUS JICHATUIOMUIOM (10 MPOrPECCUPOBaHUs) B
CpaBHEHUU C TpynnamMu cpaBHeHust B ocHOBHBIX KW MM (cwm. paszzen 5.1).

Taboauna 2. HJIP, ormeuaBmmecss B KU y nanmenroB ¢ MM, nojiyyaBmnXx JIeHAJTUIAOMU] B
KOMOMHAIMHU ¢ OOpPTE30MHOOM M JEeKCAMETa30HOM, JeKCAMETA30HOM Ju00 Me(dajaHoM U
NPeIHU30JT0HOM

CucreMHO-OpraHHbIi Bce HexenaTenbHbIE He:xenarenbHble peakuun 3 u
KJace/ peaknun/Yacrora 4 crenenn TsikecTn/Yacrora
[MpennoururenbHbIN
TePMHUH
Hnpexyuu u uneasuu Ouenv yacmo Yacmo
[ueMonus’?, undexuuy | [TueBMonns’?, GakTepuanbHble,
BEPXHHX JIIXaTeIbHBIX MyTeit’, | BUpyCHbIE u TpUOKOBBIE
OaKkTepHagbHbIE, BHUPYCHBIE M | MH(EKIUU (BKIIOUAst
rprOKOBBIC MHOEKINHN | ONTOpTyHHCTHYecKHe)?,
(BKTIOUAst BOCIIAJICHNE HOJIKOKHOM
OTITIOPTYHHCTHYECKHE)!, KIETYaTKH', cencuc'?,
Ha30(apuHTUT, (bapuHruT, | ”HQEKIMOHHbIE  3a00JeBaHUsA
6ponxut!, pHHUT nerkux?, OpOHXHUT', HHMEKIHH
Yacmo JIbIXaTeTbHbIX myTeit?,
Cermcuct?, nH(pEKIMOHHBIE | HHDEKITUN MOYEBBIBOISIINX
3a0oseBaHus nerkux?, | myreii?, UHQEKIIMOHHBIN
WHQEKIIUH  MOYEBBIBOSIINX | JHTEPOKOIUT
nyteit?, cunycut!
Jlobpoxauecmesennvie, Heuacmo Yacmo
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3710KAYecmeeHHbvle U
HeymoyHeHHble
HO8000pA308aHUs (8KIIOYAS
KUCMbl U NOJIUNbL)

|
Bazamomal?, -

FOctpetit’ MueTonnHsir néitkos?,

IJIOCKOKJICTOYHBIN
Koxu -

pax

MJIC!, MIOCKOKIETOUHEIH paK
Koxu-*"
Heuacmo
Octpsiii T-k1€TOYHBIHI neiiko3?!,

6aszammomal®, cumapom nH3HCca
OITYXOJIH

Hapywenus co cmoponwvl | Ouens yacmo Ouenv yacmo

kposu u numgamuueckoii | Heitrponenus™>*, Heiirponenus ™24,

cucmemul TpoMGonuTOneHHA ">, TpombGonuTonenusa >4, anemus?,
aHemus’, reMopparu4eckue | JIeHKoneHus, TuMQOTICHUS
HapyIIeHUs", nevikonenus, | Yacmo
nuMponenus debpunpuas  Heifrponenus ™,
Yacmo AHIUTOEHHS.,
debpunpHas  Heifrponenus™, | reMonuTHyecKas aHeMus
TIAHIUTOIICHHS Heuacmo
Heuacmo INunepkoarynsuus,
I'emonus, ayTOMMMYHHAasl | KOaryJsaomnarus
TreMOJINTUYECKAs] aHEMUSI,
TeMOJIMTHYECKask aHEMUS

Hapywenus co cmoponwvl | Heuacmo

UMMYHHOU cucmembl Peakuuu
THIIEPYYBCTBUTEIHLHOCTH

DHOOKpUHHbLE HapYULeHUs. Yacmo
['unotupeos

Hapywenusa memabonuzma u | Ouensv uacmo Yacmo

nUMaHus I'imokanmmemus 2, I'umokamnemus 2,
TUIEePIIIUKEMUS, TUIEPTIINKEMHUS,
TUTIOTIIUKEMHS, TUIOKANbIUEeMAs.,  caXapHbIii
TUTOKATBIIEMHUS, nnaber, runopocdaremus,
TUIIOHATPUEMHS ., TUIIOHATPUEMHS .,
00e3BOKHMBaHNE?,  CHIDKGHHE | THIIEPyPUKEMHS, nojarpa,
anmeTnTa?, CHIKEHHE MAacChl | 00e3BOKMBAHNE?, CHUKEHUE
Tena anmeTuTa’, CHIKEHHE MAcChl
Yacmo Tena
I'unomarauemus,
TUTICPYPUKEMUS,
THIepPKATbIHEMHUS

Icuxuueckue napywenus Ouenwv wacmo Yacmo
Hemnpeccusi, 6ecCOHHMIIA Hemnpeccusi, 6eCCOHHHIIA
Heuacmo
[Torepst aubumo

Hapywenus co cmoponwvl | Ouensv uacmo Ouenwv wacmo

HEPBHOU CUCmeMbl Iepudepuyeckas Tepudepuueckas HelponaTHs>
HelponaTus?, napectesun, | Yacmo
TOJIOBOKpYXKEeHHE?, Tpemop, | UHCyneT!,  romoBokpyxkeHne?,
M3BpAIICHAE BKYCa, TOJOBHAs | OOMOPOK?, HEBPAITHs
601B Heuacmo
Yacmo Buayrpuuepennoe
ATtakcus, HapyIlIeHHe | KPOBOU3IUSAHUE?, TPaH3UTOPHAS
paBHOBeCHS, 0OMOpOK?, | MIIeMHUYecKas aTaka, HIIeMHS

HCBpaJIIus, JTU3CCTC3U

T'OJIOBHOTI'O MO3ra
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Hapywenus co cmoponwt | Ouens uacmo (MGl oEA TENSHOUC T G0UT)
op2aHa 3peHust Karapakra, HeueTkocTh | Karapakra
3pUTENBHOTO BOCIIPUSTHUS Heuacmo
Yacmo Crnenora
CHM)KEHHUE OCTPOTHI 3pEeHUs
Hapywenus co cmoponwl | Yacmo
opeana ciyxa u rabupunma | I'myxora (B T.4. TYroyxocTb),
IIyM B ylIax
Hapywenuss co cmoponwt | Yacmo Yacmo
cepoya ®ubpumsms  npeacepamit?, | OcTpelii MHGApKT MuoKapaal?,
Opanukapaus Gubpwisiua  npeacepauitt?,
Heuacmo 3acTOMHAs cepieyHas
Aputmus, YIUIMHEHHE | HEJO0CTaTOYHOCThY, TaxuKap/us,
untepBaina QT, Tpeneranue | cepieyuHas
Npefcepanii,  KelyJouKoBas | HeJOCTATOUHOCTE ',  HImemus
9KCTPACHUCTOJINS MHOKapza’
Hapywenus co cmoponwvl | Ouensv uacmo Ouenwv wacmo
€oCy008 TpomOGoaMboIHYECKHEe TpomOGoamMboIHYEeCKHEe
HapymeHus’, HapyIIEHNS ", IPEHMYIIECTBEHHO
MPEUMYIIECTBEHHO  TpoMm003 | TpoM003  TMIIyOOKMX BEH H
TITyOOKHX BEH U | TPoMO0IMOOIHS JIErOYHON
TPOMO0IMOOTHS nerounoii | aprepun’®*, cumxenne AJl%,
aprepun>*, CHUKEHME | MOBbIIeHUE A /]
apTepHalbHOTO naBnenus | Yacmo
(ALl Backymnut
YHacmo Heuacmo
oseimenne AJl, 5KXUMO351* HNmemus, nepudepudeckas
HIIEMUS, TpoM003
BHYTPUUEPEITHOTO  BEHO3HOTO
cUHyca
Hapywenus co cmoponwst | Ouensv uacmo Yacmo
Ovixamenvroii  cucmemvt, | Ompimkal?, HOocoBo€ | PecriuparopHbii JUcTpecc-
0p2aH06 2pyOHOll KlemKu u | KpoBOTeueHHe " Karemb cHHIpoMY, onprrkal?,
cpedocmenust Yacmo IIEBpUTHYECKast O0JIb B TPYAHOM
Huchonus KJIETKe?, THIIOKCHSI
Hapywenus co cmoponwst | Ouensv uacmo Yacmo
HCEYOOUHO-KUUEUHO20 3anop!, mmapes’?, Gome B | XKemymouHo-KHMIIEUHOE
mpakma KMBOTE?, TOIIHOTAa, pBOTa’, | kpoBoTeueHne >4,
JUCIIETICHSI, CYXOCTh BO PTY, | HEIPOXOJIUMOCTh TOHKOTO
CTOMATUT KWIEUHHUKa?, auapes’, 3amopl,
Yacmo 60lb B JKMBOTE’, TOIIHOTA,
Kenynouno-kuiieunoe pBoTa’
KPOBOTEYEHHUE (BKiTIOYAS
peKTaibHOe,
reMOPpPOUAATBLHOE,
TUHTHUBAJIbHOE KPOBOTEUYCHUE U
KPOBOTEUYCHHE pH
MeNTHIECKOH s3Be)>?,
nucdarus
Heuacmo
Komut, Tudaut
Hapywenus co cmoponwvl | Ouensv yuacmo Yacmo

38



ot 07.04.2026 Nz 7113

COOTBETCTBYET ZKCNEPTHOMY OTUETY

neuenu u xcendegbleoosawux | IloBpienue aKIHBHOCTH |-XolfeCtast, TertdroTokehanoeTs,
nymeu allaHMHaMUHOTpaHCchepasbl renaToLeTIIIPHOE
(AJIT), TIOBBILIEHHE | OBPEKICHHE?, MOBBILLICHHE
AKTUBHOCTH ypoBHs AJIT, oTkiioHEHus OT
acrapTaTaMHHOTpaHC(epasbl HOPMBI 3HAYEHUU IOKa3areaei
(ACT) (YHKIIMOHATBHBIX P06 meueHn’
Yacmo Heuacmo
['enaTouenntonspHoe I[leueHOYHAS HENOCTATOUHOCTH”

MOBPEK/ICHNE?, OTKIIOHEHHS OT
HOPMBbI 3HAYEHMI MOKa3zaTesnei
(GYHKIMOHATBHBIX poo
neuenu?,
rUnepOnIMpyOnHEMUS
Heuacmo

Ileuenounas
HEI0CTATOYHOCTH”

Hapywenus
KOX#CU u
mxaueu

cO CcMopoHbl
NOOKONCHbBIX

Ouenv yacmo
CBIHLZ, KOYKHBIH 3y]1
Yacmo
Kpanusnuna,
CYyXOCTh
TUTIIEPIIUTMCHTAITUS
9K3eMa, IpUTeMa
Heuacmo
JlekapcTBeHHas! KOKHAS ChIMb C
203uHOGUIMEH W CHUCTEMHOMN
CHMIITOMATHKOIZ, HapyIIeHHe
LBETa KOXH, peakmuu
(dhoToceHcnOUIU3aIUN

TUIIEPTU]IPO3,
KOXH,
KOXH,

Yacmo
ChInp2
Hevyacmo

HeKapCTBCHHaSI KOXXHas ChlIIlb,

COIIPOBOKTAFOTIASICS
s03uHOUIME U
CHMIITOMATHKO#?

CUCTEMHOM

Hapywenus co cmoponsi
MbIUEYHOU, KOCMHOU U
COCOUHUMENbHOU MKAHU

Ouenb yacmo

Mbimeynas ¢1a00CTh,
MBIILIEYHbIE CYAOPOTH, O0JIb B
kocTsixt, 6omb u TUCKOM(OPT

co CTOPOHBI KOCTHO-
MBIIIEYHON U COEIUHUTEIILHON
TKaHW (BKiIro4asgs Oonb B

CHI/IHel’z), 00JIb B KOHEYHOCTSX,
MHAaJITH, apranmﬂl
Yacmo

[Ipunyxanue cycTaBoB

Yacmo

Mbinreunas c1abocth?, GOIb B
xocTsax®, 6016 1 AHCKOM(OPT cO
CTOPOHBI KOCTHO-MBIIICYHOH |

COEMHUTEIIBHOMN
(BKyrO4as Gomb B crimHe!?)
Heuacmo

[Ipunyxanue cycTaBoB

TKaHHU

Hapywenus co cmoponbi

QOuenv yacmo

Heuacmo

NOYeK U MOYEBbIBOOAUIUX [Toyeunass  HemocTaTOYHOCTH | TyOYyNSIpHBIN MOYEUHBIA HEKPO3
nymetu (BKyIOYAs ocTpyro)t?

Yacmo

Iemarypus®, 3amepxkka Mmoun,

HeJIep)KaHNe MOYH

Heuacmo

[Ipro6pereHHbIi CUHIPOM

DaHKOHU
Hapywenuss co cmoponwr | Yacmo

PEnPOOYKMUBHOU CUCTNEMbl

OpekTuibHast JUC)YHKIIS
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U MOLOUHBIX JHCENE3 W et TP T T VO
Obwue  HapyuweHus u | Ouensb wacmo Ouenv yacmo
peaxkyuu 8 mecme [oBbIIeHHAS TToBBIIEHHAs YTOMIAEMOCTh "2
66e0eHUs YTOMIISIEMOCTB "2, oreku | Yacmo
(Bxmouass  mepudepudeckue), | [lepudepuueckue OTEKH,
mixopankal?, acTeHus, | MMxXopajakal?, acTenus

TPUIIIONONO0HBI  CHHAPOM
(BKIIIOYAsi TMXOPAJAKY, Kallelb,
MHUAJTHIO, KOCTHO-MBIIICYHYIO
00J1b, TOJIOBHYIO 00JIb U 03HO0)
Yacmo

bons B rpynHOH KieTKe?,
JeTaprus

Jlabopamopnvbie u | Quensb wacmo
UHCMPYMEHMATbHbIE [ToBbIIeHNE YPOBHS
Ooanmbvle IETOYHOM (ocdaTasbl B KPOBU
Yacmo

[ToBpiienne koHneHTpauu C-
pEaKTUBHOTO Oernka

Tpasmwl, unmoxcukayuu u YHacmo

OCJLOJHCHEHUSL NPOYedyp [anenne, ymuo6?
! HJIP, ormeuennble Kak «cepbesHbie» B KM y nauuenToB ¢ MM, MonydaBIIMX JICHANIMAOMHUI B KOMOWHALMH C
60opTe3oMuOOM OO0 ¢ MendaaaHOM U MPEIHU30IOHOM.

2 HJIP, oTMeueHHbIE Kak «cepbe3nble» B KW y nmauuentos ¢ BJIMM, nosy4aBumiux JeHaIHIOMH B KOMOUHALMM C
00pTE30MHOOM U JIEKCAMETa30HOM.

3 OTHOCHTCA TONBKO K cepbesHbiM HIIP.
4 Cm. «Ormmcanne otaeapHBIX HIIPy»

IInockoknerounslii pak koxu oTmevancs B xone KW y mnanuentoB ¢ MM, paHee JedeHbIX
JICHATINIOMHIOM/IEKCAMETa30HOM B CPaBHEHHH C KOHTPOJIFHOU TPYIION.

[ockokIIeTOYHBI pak KoXu ObuT  3apeructpupoBaH B KW y mamumentoB ¢ BJIMM, momy4aBmmx
JICHAIMIOMHU/I/ IEKCaMeTa30H B CPABHEHNH C KOHTPOJIBHON TPYTIIION.

Csoonas mabauya HJIP na ¢hone monomepanuu nenanudomuoom

Ta6muma 3 u Tabnuna 4 MOATOTOBJICHBI IO JIAHHBIM, MMOJYYEHHBIM B X0JI€ TTPOBEJICHUS OCHOBHBIX
KU y nauuentos ¢ MJIC u MKJI, nony4yaBmmx MOHOTEPANUIO JE€HAIUIOMHUOM.

Tadauuna 3. HJIP, 3aperucrpupoBannbie B KU y nammentoB ¢ MJC, moaydaBmmx
JeHaaugomMua’

Kaacc cucrembl opranos/ Bce HekesaTe/bHbBIC He:xenarenbHble peakuum 3
IpeanoyrurebHbIN peaknun/Yacrora U 4 cTreneHn
TePMHH TsokecTu/Yacrora
Hnghexyuu u uneazuu Ouenwv uacmo Ouenwv uacmo
BakTepuanbHble, BUpycHble U | [THeBMOHHS?
rpuOKOBbIE uHpexkuuu | Yacmo
(BKITIOUAst bakTepuanbHble, BUPYCHBIE U
ONNOPTYHUCTHYECKUE rpuOKOBbIE uHpeKkn
MHbEKIHH )2 (BKITIOYAs
ONIMOPTYHUCTHUECKHE
uHbeKIUN)?, GPOHXUT
Hapywenus  co  cmoponwl | Ouens uacmo Ouenv yacmo
kposu u  aumgamuuecxoii | TpombouuTonenust?, Tpom6ormronenns®?,
cucmembl HeliTponenus -2, neiikonenns | Heiitponenus 12, nefikonenus
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DeOpHTbHAS HEHTPOICHHSA

OHOOKpUHHbIE HAPYULeHUS

Ouenv yacmo
I'unotupeos

Hapywenus memabonuzma u | Ouens yacmo Yacmo

nuUmMaHus CHmXeHue anmnerura I'umeprivkeMus®, CHIDKEHHE
Yacmo arreTuTa
[Teperpyska KEJIC30M,
CHIKEHHE MacCChI TeJla

Ilcuxuueckue napyuwenus Yacmo

M3MeHeHHe HACTPOCHHA>

Hapywenus co  cmoponsi | Ouensv uacmo
HEPBHOUL CUCmeMbl ['onoBokpykeHue, TroJjoBHAas
001b
Yacmo
[TapecTe3un
Hapywenuss co  cmoponwi Yacmo
cepoya Octpsiit UMY2, pubpumnsums
npecepauiiz, cepaeuHas
HEJ0CTATOYHOCTE?
Hapywenus co  cmoponwr | Yacmo Yacmo
cocy0o8 [ToBbruienne AJl, rematoma Benozneie
TPOMOOIMOOINYECKHE
OCIIO’KHEHUS,
MIPEUMYIIECTBEHHO  TPOMOO03
ri1y0okux BeH U TD nerouHoi
aprepun’?
Hapywenus  co  cmoponsi | Ouensv uacmo
ovixamenvbHou cucmemsi, | HocoBoe kpoBoTeueHue’

o0p2anoé 2pyoHou Kiemku u
cpedocmenst

Hapywenus  co  cmoponwl | Ouens uacmo Yacmo
AHCENYOOUHO-KUUEUHO20 Jluapes?, Gonp B sxuBoTe | Juapes®, TOmIHOTa, 3ybHas
mpakma (BKJIOYAsl ~ 3MUracTpaibHylo | 00Jb
o0nacTh), TOIIHOTa, pPBOTA,
3arop
Yacmo
CyXxOoCTb BO PTY, AUCIIENCUS
Hapywenus co  cmoponwr | Yacmo Yacmo
neveHu U JHCendesbl8o0AUUX OtknoHeHHs  OT  HOpMbI | OTKIOHEHUS  OT  HOPMBI
nymeii 3HAYECHUU [IOKa3aTesIel | 3HAYEHUU IoKa3aTesien
(GYHKIIMOHATBHBIX po0 | GyHKIIMOHATIBHBIX po6
NIEYECHU NIEYECHH
Hapywenus co  cmoponst | Ouens uacmo Yacmo
KOJHCU U NOOKoXCcHblX mKkaneli | Chlllb, CYyXOCTh KOXH, 3y Cpinb, 3y1
Hapywenus co  cmoponst | Ouens uacmo Yacmo
MblULEeYHO, KocmHou  u | MblleuHble cymopord, | Bomb B crimne?

COCOUHUMETbHOU MKAHU

KOCTHO-MbIIIeYHast 6onb (B
T.4. 6omu B crimEe? U 60Ib B
KOHEYHOCTSIX), apTpairus,
MUAITHS

Hapywenuss  co  cmoponwl

Yacmo

41




COOTBETCTBYET ZKCNEPTHOMY OTUETY

e I -

o1 07.04_20

6 N2 7113

. =

T beiridi e raToulocTa”

nouex u
MOUEBbIBOOAUUX
nymetu
Obwue napywenus u peaxyuu | Ouenv yacmo Yacmo
8 Mecme 86€0eHs. [loBbIIeHHAsT yTOMJIAEMOCTbD, | JIuxopaaka
nepudepuyeckue OTEKH,
IpUNNONONO0HBIA  CHHIPOM
(BKJIIOYAst IUXOPAAKY, Kalllelb,
(bapuHTUT, MUAIITHIO, KOCTHO-
MBIILIEYHYIO 0O0JIb, TOJOBHYIO
00J1b)
Tpasmvul, unmoxcuxkayuu u Yacmo
0CN0JHCHEHUS NPOYedyp [Tanenue

ICwm. noapasmen «Onucanue otaeababix HIIP.

2HJIP, 3aperucTpupoBaHHBIE Kak «cephesHbie» B xone KU MJIC.

3M3smenenue HACTPOEHHs OBLIO 3apETMCTPUPOBAHO Kak yactoe cephesnoe HIIP B xone KU ¢assi 111 MJIC; oHo He 65110
otMedeHo kak HJIP 3 unu 4 creneHu TsHKECTH.

4Anropurtm, npumenseMblii 11 MJIC:

MJC B KU ¢azer 11 (gBoiiHas ciemass OIS IS OINCHKH OE30MACHOCTH, Pa3lInire MEXIY JICHATHIOMHUIOM
5/10 Mr 1 mane6o o NepBOHAYATFHOMY PEXUMY TO3UPOBAHMUS, OTMEUCHHOE, KaK MHHUMYM, Y 2 TIAIUCHTOB):

- Bce HJIP, peructpupyemsie B Xo/€ J€UeHUS Y > 5 % MalMeHTOB, MOIyYaBIINX JCHATNAOMHA, U, KAK MHHUMYM, C 2 %
pasHULEH B JOIIX MEXIY JCHATNIOMHIOM U IIaieoo;

- Bce HJIP, Bo3HuKaroue B Xo€ jeueHus, 3 U 4 creneHu TskecTd y 1 % mauueHToB, MoJydyaBIIUX JICHAIUAOMU, U,
KaKk MUHIMYM, ¢ 1 % pa3HUIeH B TOJIIX MEXITy JCHATHIOMUIOM H IUTareoo;

- Bce HJIP, Bo3HuKaronme B xoj¢e JieueHUs: y 1 % MaMeHTOB, MOJIYYaBIINX JCHAIMIOMUI, U, KaK MHHUMYM, ¢ 1 %
pasHUIICH B TOJIAX MEXK/Y JICHAIAIOMHUIOM U TU1arebo.

MJIC B KU da3zel 11:

- Bce HJIP, Bo3HMKarOIIME B XO/1€ JIeUueHUs y >5 % MaIeHToB, MOdy4YaBIINX JCHATUIOMUI,

- Bce HJIP, Bo3HMKalOITME B XO/I€ JIeUeHUs, 3 U 4 cTeneHu TshkecTn y 1 % manueHToB, NoMydaBIIUuX JEHATUIOMUI;

- Bce cepresnbie HJIP, Bo3Hukaromue B xoje jgeueHus y 1 % MarueHToB, MoJy4YaBIIuX JISHATUIOMUI.

Tadoauua 4. HJIP, otmeuennbie B KU y manuenToB ¢ MKJIL, nosry4aBmux JieHaJIua0Mmx

Kaacc cucrembl opranos/

Bce HexenareanHbIE

He:xenarenbHble peakuum 3

IpeanoyrurebHbIN peaknun/Yacrora U 4 cTreneHn
TePMHH TsizkecTH/YacTora
Hngpexyuu u unsasuu Ouens yacmo Yacmo
bakrepuanpHble, BUpycHble W | bakrepuanbHble, BUPYCHBIE U
IpUOKOBBIE UHQEKINH | TpUOKOBbIE UHpEKIUH
(BKITIOYAS (BKITIOUast
OMIOPTYHUCTUYECKHE OIIMOPTYHUCTUUYECKHE
nHbeKn)?, Ha30(hapUHTHT, | HHPEKINHN)%, THEBMOHHUS’
ITHEBMOHUS
Yacmo
Cunycur
Yacmo Yacmo
Hobpoxauecmesennvie, Cunapom «BCObIIKNY | CUHAPOM «BCIIBILIKNY
3710KauecmeeHHbvle u | omyxosu OITyXOJIM, TIIOCKOKJIETOUHBIN
HeymoyHeHHble pax Koxku'?,
HOB000pA308aHUsl  (BKAIOUAS 0a3aTbHOKIIETOUHAS
KUCMbl U NOJUNDL) kapiuHoMal?
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Hapywenuss co  cmoponwvl
Kposu U  Jaumgpamuyeckou
cucmemul

e
[LRL™

OIERERE L EEROCTE 0001

Ouenwv yvacmo
Tpom6onuToneHus’,
HeiiTponenus 2
aHeMUS

Yacmo

, JICHKOMEHHs,

TpoMGonUTONEHNS,

HeHTponenus?, aHeMus
Yacmo
®ebOpunbHast HEUTPONECHHS

2

12

debprbHAsS HeHTponeHua ™ | JIeHKoneHns
Hapywenus memabonusma u | Ouens yacmo Yacmo
numaHus CHmxenue anmeruTa, | O6e3BOXKHUBaHHE?,
CHIDKEHHME  MacChl  Tela, | TUIIOHATPUEMUS,
TUIOKATUEMUS TUIOKAJIbLUEMUS
Yacmo
O6e3B0XKIBaHIE”
Icuxuyeckue napywenus Yacmo
Becconnuna
Hapywenus co  cmoponwt | Yacmo Yacmo
HEepBHOLL cucmembl Hucres3usi, ronoBHas Oonb, | [lepudepuyeckas cencopnas

nepudepudeckas HelponaTus

HEWponaTus, JICTapIrus

Hapywenus co  cmoponwr | Yacmo
opeana cuyxa u 1aoupunma Bepturo
Hapywenuss co  cmoponwi YHacmo
cepoya OcTppiii UHpapKT
Muokapaat?, cepleyHas
HEJ0CTaTOYHOCTh
Hapywenus co  cmoponwr | Yacmo YHacmo
cocy0o8 Cumxenne AJl2 Tpom603 riy6okux Ben?, TD
JIErOYHOM apTepun’?,
cHmkenne AJl2
Hapywenus  co  cmoponsi | Ouensv uacmo Yacmo
ObIXamenbHou cucmemvl, | Onpimika Opimika?
0p2aHo8 2pyoOHOU KIemKu U
cpedocmenst
Hapywenus  co  cmoponsi | Ouensv uacmo Yacmo
HCeNYOOUYHO-KUUUEYHO20 Juapes®, TommHoTa’, pBoTa’, | Jlmapes?, Gomnp B KHBOTE?,
mpaxma 3arnop 3arop
Yacmo
BoJb B )KHBOTE?
Hapywenus co  cmoponwt | Ouenv uacmo Yacmo
KoJ#CU U NOOKod#CHbIX mKkanel | Chbllb (Bxirouas | Celnb
aepruyeckuii  JIepMartur),
3yQ
Yacmo
Hounasg noTimBOCTB, CYyXOCTh
KOXH
Hapywenus co  cmoponst | Ouens uacmo Yacmo
MbIUUEYHOT, KOCMHOU u | MeIeunsie cygoporu, 601b B | boas B criuHe, MbIIeyHas

COCOUHUMETbHOU MKAHU

CITMHC

Yacmo

ApTtpainrus, 00116 B
KOHEYHOCTSIX, MBIIIIEYHAs
c1ab0CTh?

c1aboCTh?, apTpanTHs, GONb B
KOHEYHOCTAX

Hapywenuss co  cmoponwl
NOYeK U MOYEBbIBOOAUUX

Yacmo
Tloyeunas HC}IOCT&TO'—IHOCTLZ
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nymeii TG CAEOUERTENERUC T UoUT]
Obwue napywenus u peaxyuu | Ouenv yacmo Yacmo
8 Mecme 66€0eHs. [ToBBINIEHHAs YTOMIIAEMOCTb, | Jluxopaka?, acTeHus?,

acteHus’, mnepudepHyecKue | MOBBIIIEHHAS YTOMISEMOCTb
OTEKH, IPUNTIONO00HBIN

CUHAPOM (BKITIOYAst

JIXOPajKy?, KaIieb)

Yacmo

O3H00

! Cm. mogpasgen «Onucanue oraensHbX HIIPy.

2 HJIP, 3aperncTpupOBaHHbIE KaK «cepbe3Hbie» B xoae KU MKIL

AnroputMm, npumensemMsiit aims MKJI:

Kontpomupyemoe KU dazsr II MKIT:

e Bce HJIP, Bo3HuKaromue B Xoze JieueHus y > 5 % manneHToB, NOIyYaBIINX JICHATAAOMU, U, KaK MUHIMYM, ¢ 2 %
pa3HULEH B HOJSIX MEXAY IPYNIION JEHAIUIOMUAA U IPYIIION KOHTPOJIS;

e Bce HJIP, Bo3HMKaromMe B X0/Ie JeUeHns, 3 U 4 cTeneHn TshkecTH y >1 % marueHToB, MoTy4aBIIdX JICHATHIOMHU],
U, KaK MUHUMYM, ¢ 1 % pa3Huuel B 109X MEXy TPYIIION JEHAIUIOMUAA U FPYIIION KOHTPOJIS;

e Bce HJIP, Bo3HuKaromue B Xoje jJeueHus y >1 % manueHToB, MOydYaBIInX JICHATUIOMUI, U, KAK MUHUMYM, ¢ 1 %
pa3HULEH B JOJIAX MEXIY IPYNION JEeHAIUIOMUIA U TPYIIION KOHTPOIS.

HUccnenosanue B oxHoit rpynmne KU daser 11 y maruentoB ¢ MKJI:

e Bce HJIP, Bo3HuKaromue B Xo/e JeueHus y > 5 % maiueHros;

e Bce HJIP, Bo3HuKaromue B X0/€ JeUeHus, 3 U 4 cTeNeHH THXKECTH Y 2 U OoJiee MalueHTOB;

¢ Bce HJIP, Bo3HuKaromIMe B X0/€ JIedeHus y 2 u 0oJiee MareHToB.

Csoonas mabauya HJIP 0ns kombunuposaunou mepanuu gernaiuoomuoom npu OJI u JIM3

Tabnuna 5 TOArOTOBIIEHA MO JAHHBIM, MOMYYEHHBIM B X0J1¢ poBeaeHus ocHoBHbIXx KW (NHL-007
n NHL-008) y mnauumentoB ¢ @DJI wimm JIM3, nomydaBmiux KOMOMHUPOBAHHYIO TEparuio
JICHAIUJIOMUJIOM C PUTYKCUMaOOM.

Tadauua 5. HJIP, otmeuennbie B KU y nanuenToB ¢ ®JI uinu JIM3, nosyyaBmmx JeHAJIUI0MU
B KOMOMHALMHU ¢ PUTYKCHMA00M

Kaacce cucrembl
opraHos/
[peanourureabHbIN
TEePMHUH

ITo6ounbIe peakuuu
(cymmapno)/Yacrora

IMo6ounbie peakuuu 3 u 4
creneHu TsxecTn/Yacrora

Hnghexyuu u unsazuu Ouenwv wacmo Yacmo
MHbeKns BepXHHUX IBIXATENBHBIX | [THEBMOHMS?, cericuc?, GPOHXHT,
nyTei racTPOIHTEPHUT, uHpEKIun
Yacmo MOYEBBIBOIAIINX MTyTEH
[THeBMOHMA?, TpUIN, OpPOHXMT,
CHUHYCHT, nHpeKun
MOYEBBIBOJIAIINX yTEH

Jlobpoxauecmeennuie, QOuenwv yacmo Yacmo

310KAYecmeeHHbvle U CHHIPOM «BCHBIIIKHY OIyXOJIH? bazanbHOKIETOUHAS

Heymo4HeHHble Yacmo KapIuHOMa 2

HO8000pa308aHUsA T110CKOKIIETOUHBIH paK KOKH "

(6xntouas  Kucmol U

nounbst)

Hapywenus co | Ouenv uacmo Ouenwv uacmo

cmoponvt  xkpoeu  u | Heitrponenus ™2, anemus®, | Heiitponenus'?
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uMpamuyeckou TpomGormToneHus -, neiikonenust I Yaepto- - =BT TE WU
cucmemul Yacmo Anemus?®, TpombonuTonenust?,

JIumdonenus” (bebpunbHas HeHTponeHus?,
nefiKoneHus, TMMQONeHns
Hapywenus QOuens uacmo Yacmo
Memabonuzma u | CHHMXKeHHe anmeruta, | O6e3B0OXKHIBaHNE?,
nUMaHus TUIIOKAJINEMUS THIEPKATbIUEMUSZ, CHUKEHHE
Yacmo anrmeTura, TUIOKATTUEMUS,
O6e3BoXKHUBaHHIE? runogocharemus,
TUIIePYPUKEMHUS
Icuxuueckue Yacmo
HapyuieHus Jenpeccusi, 0eccoHHu1Ia
Hapywenus co | Ouenv yacmo Yacmo
CMOPOHbL HepsHotl | 'onoBHas 60ib, roJoBoKpykeHue | O6Mopok
cucmemol Yacmo
[Tepudepuueckas Helpornarus,
U3BpallleHUE BKyca
Hapywenus co Yacmo
CMOpOHbL cepoya DOuOpUIIALIS TIpeCcepanii’
Hapywenus co | Yacmo QOuenwv wacmo
CMOPOHBL COCYO08 CHuxenne AJ] TD  nerounoit  aprepun’?,
camxkenue AJl
Hapywenus co | Ouenv yacmo Yacmo
CMOPOHbL ObIXAMENbHOU OI[LILHKaZ, Kalllejiab Opiiika?
cucmemvl, opeanos | Yacmo
epyoHou  knemku  u | Bollb B pOTOTJIOTKE
cpedocmenust
Hapywenus co | Ouenv yacmo Yacmo
cmoponvt  dcenydouno- | bons B kuBoTe?, mmapes, 3amop, | bonb B jkuBoTe?, AMapes, 3amop,
KUuleuHo2o mpakma TOILIHOTA, PBOTA CTOMAaTUT
Yacmo
boner B BepxHEH 4YACTH JKHUBOTA,
JUCIIETICHSI, CTOMAaTHUT, CyXOCTb BO
pTY
Hapywenus co | Ouenv wacmo Yacmo
cmopouvt  xoxcu  u | ChITIb*, KOXKHBIH 37 ChInb*, KOXKHBIH 3y71
NOOKOJICHbIX MKAHell Yacmo
CyxocTb KOXH, HOYHAsI
NOTIMBOCTb, IPUTEMA
Hapywenus co | Ouenv yacmo Yacmo
cmoponvl  mbluieunol, | Mpllieunsle  cypopord, Oonb B | boas B KoHewHOCTAX, 0oib B
KOCMHOLU u | CTIMHE, apTpaJTHs iee
coeounumenvHou mxkanu | Yacmo
bonb B KOHEUHOCTAX, MHUAITHUA,
60J1b B 111E€€
Hapywenus co Yacmo
CMOpPOHbL ~ NOYeK U Octpas oYeyHast
MOUEBbIBOOAWUX nymell HEJI0CTATOYHOCTE?
Obwue Hapywenua u | Ouenv uacmo Yacmo
peaxyuu 6  mecme | Jlmxopanxa?, noBbllieHHast | [loBbIIEHHAass  yTOMIISIEMOCT,
66e0eHUs] YTOMJISIEMOCTD, aCTEHHUs, | aCTEHUs

nepuepruIecKrue OTEKH
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Yaemo Ao AEOUEBSTENERULCTE |
O3H06
Jlabopamophvie u | Yacmo Yacmo
UHCMPYMEHMANbHbLe CHuKeHHE MaccChl Tella [ToBbiienne ypoBus AJIT
OaHHble

1Cm. «Onucanve otaensbix HIIP.
2 HJIP, otmMeueHHble Kak «cepbe3nbie» B KW y nauuentos ¢ ®JI u JIM3.
3 OtHoCHTCS TONBKO K cepbe3HbiM HIIP.

4 0600NIAIONINI TEPMUH «CBINb) BKJIIOYAET CIIETYIONIUE TIPEANIOYTHTENBHBIE TEPMHHBI: ChIITh, MAKyJIOTIAITYJIE3HAs! ChITIb,
KpanuBHHMIIA.

5 06061maroINil TEPMUH «IEHKOIEHHs» BKIIKOYAET CIeAYIOIME NPEeNOYTUTEIbHbIE TEPMUHbL: JTEHKONEHUS U CHUKEHUE
qHUCIIa JEUKOLUTOB.

*#% O0o0maromuil TepMUH «TUMQOIICHHU» BKIOYACT CICAYIOUINE IPEANOYTHTEIbHBIC TCPMHUHBL: JTHUM(OICHUS U
CHI)KCHHE YHcIia TUM(OLUTOB.

AnroputM, npumenseMslii aius GJI u JIM3:
Kontpomupyemoe KU dazsr I11:

e HJIP B KM NHL-007 — Bce HJIP, Bo3nmkatomume B xone JedeHus y >5,0% mnauueHToB, MOTy4YaBUIMX
JICHAMIOMUL/PUTYKCUMa0, 1 ¢ He MeHee yeM Ha 2,0 % Oonbmiel wactoToit (%) B rpynme JeHaaugoMHuua Io
CPaBHEHUIO C KOHTPOJIBHOW IPpyNIon — (TOMYJISIUs ISl OLIEHKH 0e30MacHOCTH).

e HIJIP 34 crenenn Tsxectd B KM NHL-007 — Bce HJIP 3/4 crenenm TsKeCTH, BOSHHKAIOIIHME B XOJ€E JIEYEHUS HE
MeHee yeM y 1,0 % manueHTOB, MOMyYaBIINX JICHATHAOMUI/PUTYKCHMa0, 1 ¢ He MeHee ueM Ha 1,0 % Oompireit
YacTOTOM B Trpymie JCHATHIOMHUIA [0 CPABHEHHIO C KOHTPOJBHOW TpyHmoi — (MOMmyJsiuusl Uil OLICHKH
0€30MMacHOCTH).

e Cepnesnsie HJIP B KU NHL-007 — Bce cepresnsie HJIP, BozHUKaromue B Xoje JieueHHs He MeHee deM y 1,0 %
MAI[MEHTOB, MOJIYYaBIINX JCHAIUIOMUA/PUTYKCHMA0, U ¢ He MeHee dyeM Ha 1,0 % Ooubledi 4yacToTO¥ B rpyIme
JICHAUIOMUL/PUTYKCUMAO 10 CPAaBHEHUIO C KOHTPOJIBHON rpynIol — (MOMyJIsiius JUisi OEHKH O0€301acHOCTH).

HUccnemosanue B oxHoit rpymie KU ¢assr 11 y manueHToB ¢ HHIONICHTHOM HEXOKKHHCKO# tumbomoit (nHXJT):
e HJIP B KM NHL-008 — Bce HJIP, Bo3Hukaromue B xo/e aeucHust y > 5,0 % maiueHTos.

o HIJIP 3-4 crenenu tspkectu B KM NHL-008 — Bce HJIP 3—4 creneHu TAXKeCTH, BO3HUKAIONIUE B XOJIC JICUCHUS Y >
1,0 % manueHTOB.

o Cepnesnsie HJIP B K1 NHL-008 — Bce cepresnsie HJIP, Bo3HuKaromue B xo/e nedeHus y > 1,0 % nanueHTOB.

Cesoonas ma6ﬂuua HIJIP, ommeueHHblx 80 8DemMsi NOCMPESUCMPAYUOHHO20 NPUMEHEHUS

B nomonnenuwe k BbimieykazanHbiM HIIP, BwisBneHHbIM B Xoie ocHOBHBIX KW, Tabmuma 6
MOATOTOBJICHA HA OCHOBE 00BEIMHEHHBIX MOCTPETUCTPAIIMOHHBIX JaHHBIX.

Taéanna 6. HJIP, 3aperncrpupoBaHHble B NMOCTPErHCTPAIMOHHOM IIepHOJE y NMALNMEHTOB,
MOJIYYaBIIMX JEHAJIUAOMH/

Kuacc cucremsbl Bce Hexkes1aTeIbHBIE IHo6ounbie peakunu 3 u 4
opraHos/ peakuun/Yacrora crenenu TsakecTu/Yacrora
IpeanoyrurebHbIN
TEePMHUH
Ungexyuu u unsazuu Heuszeecmno Heuszeecmno
Bupycusle wuHpekunn (Bkiaovas | BupycHble nHpekuun (BKIOUYas
OITOSICHIBAIOIITNI JIMIIai W | ONOSACBHIBAIONINM  JIMIIAM |
pEeaKTUBAIMIO BUpYca rernatuta B) | peakTuBanuio BHpyca remnaTuta
B)
JobpokauecmaenHule, Peoxo
37I0KQYecmeentbvle U CuHIpOM JIM3HCa OITyXOJIU
HEeYMOYHEeHHble
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(6xntouas  Kucmol U
noaunvl)
Hapywenus co | Heuzgsecmno
cmoponvt  kposu  u | llpuobpereHHas remous
aumpamuuecxoi
cucmemul
Hapywenus co | Peoxo Peoko
CMOpPOHbI ummynnotli | AHaQUIAKTHYECKAS PeaKIIUs AHadunaKTHIECKAs PEAKITHS
cucmemul Heuzsecmno
OtTopxeHue TpaHCIUUIaHTaHTa
MapeHXUMATO3HbIX OPTraHOB
OHookpunHbvle Yacmo
HapyuieHus ['unepTtupeos
Hapywenus co | Heuacmo Peoko
CMOpoHbL ObixamenbHoU | JlerouHasi runepTeH3us Jlerounas TUIEPTEH3US
cucmemvl, opeanos Heuzsecmno
2DYOHOU — KIemKu U HNutepcTunmanbHbiii
cpedocmenust MTHEBMOHHT
Hapywenus co Heuzsecmno
CMOPOHbL  JHCENYOOUHO- [MTankpeatut, nepdoparust KKT
KUWEYHO20 MPpaKma (BxiItOUass MmMpoOOJIeHUE TPBIKH,
nepopany  KUIIEYHUKA U
TOJNCTOM KUImKH)®
Hapywenus co | Heuzsecmno Heuzeecmno
cmoponvl  newenu  u | Octpas neueHounas | Ocrpas MEeYCHOYHAS
HCENUEBLIBOOSAUIUX HEJJOCTATOYHOCTH.,  TOKCHYECKHH | HEIOCTATOYHOCTH,
nymeu renatut’, LIUTONMUTUYECKHUH | TOKCHUECKHUIA renartuT
remaTuT., CMeEIIaHHBIN
[IUTOTUTHYECKUI/XOIeCTATUUECKUN
renaTuT
Hapywenus co Heuacmo
CMOpPOHbL ~ KOJMCU U AHTHOHEBPOTUUYECKUI OTEK
NOOKOMCHbIX MKAHeU Peoko
Cunnpom CruseHca-
Jlxonconal, TOKCHUYECKUI
AMUIEPMAITbHBIN HerOJ'II/I31
Heuzsecmno
JIeHKOMTOKIIACTUYECKHI
BaCKYJIHT, JIeKapCTBEHHAS

peakuuss c 203uHO(UIMEH U
CHCTEMHOM CHMITTOMATHKOM®

1 Cm. «Onucanue otnensHbix HIIPy.

Onuncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/Iﬁ

TepamozeHHocmb

JlenanmuaomMua  ABASETCA CTPYKTYPHBIM — AHAJIOIOM  TaJMIOMUJA

AKTUBHOI'O BC€HICCTBA,

o0J1aiaroIero TepaToreHHbIM 3(h(peKTOM U BBI3BIBAIOIIETO TSHKENbIE XKU3HEYTPOXKAIOIINE aHOMAITUU
pa3BuTHA y yenoBeka. JIeHamuaoMu HHAYIUPOBa Yy 00€3bsiH MOSIBICHNE BPOK/IEHHBIX aHOMAaIUH,
CXO0XMX C ONMCAHHBIMM I TanuaoMuja (cM. pasgen 4.6). Ecau yeHanuaomMuja MocTynaer B
OpraHu3M BO BpeMsi O€pEMEHHOCTH, MOYKHO MTPOTHO3UPOBATh €r0 TePaTOreHHbIN YPPEKT.
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Hevimponenus u mpomboyumonenus

Bnepevie ouaznocmuposannas MHOMCECMEEHHAS MUeioMd: NAUUeHmbvl, KOMOpbIM _NOKA3aHd
MPAHCHAAHMAYUUS, NOAVYASUUE JeHATUOOMUO 8 KOMOUHAyUU ¢ Dopme3oMubom u 0eKcamema3oHOM

Hefitponienus 4 crenenn Tspkectd HaOmonanach y 2,8 % u 28,7 % NanueHToB B UCCIIETOBAHUSX
PETHEMA GEM2012 u IFM 2009, coorBercTtBeHHO. {DebOpuibpHas HeEWTporneHus 4 CTENeHH
TsoxecTr HaOmoaanacek y 0,0 % u 1,1 % namuenTos B uccnenoBanusx PETHEMA GEM2012 u IFM
2009, cOOTBETCTBEHHO.

Tpomborutonienuss 3 unu 4 creneHW TsokecTd Habmomanack y 6,3 % u 18,5 % manueHToB B
ncciaenosanngsx PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepevie ouaznocmuposannas munoscecmeenmas mueaoma. nauuenmol nociae TI CK ¢ nocneoyviowen
noodeparcusarowel mepanuel 1eHAIU0OMUOOM

ITonnepxxuparomass tepanust JeHanuaomuaom nociae TI'CK wgame compoBokianiack pa3BUTHEM
HeliTponienun 4 cremenu, 4yeM B rpymme mianedo (32,1 % B cpaBHenuu ¢ 26,7 % [16,1 % B
cpaBHeHuu ¢ 1,8 % nocne Hagana noanepxkuparoeit repanuu]| B xone KM CALGB 100104 u 16,4 %
B cpaBHeHuu ¢ 0,7 % B KU1 IFM 2005-02, cootBerctBeHHO). Y 2,2 % manuentoB B KU CALGB
100104 u 2,4 % naunentos B K1 IFM 2005-02T, coOTBETCTBEHHO, 3aperucTpUpOBaHa HEUTPOIIEHMUS],
KOTOpasi mpuBesia K MPEeKpalieHUIo Tepanuu JeHanugoMuioM. @edpuiibHas HeTpornenus 4 CTeneHu
TSKECTH Pa3BUBANIACH CO CXOKEW 4aCTOTOM B IPYIIIE MOIAEPKUBAIOLIEH TEPAIUU JIEHAINIOMUAIOM
u rpymme mwianedo B o6oux KU (0,4 % B cpaBuenuu ¢ 0,5 % [0,4 % B cpaBuenuu ¢ 0,5 % mocie
Havana nojaaepxkuBatoieit tepanuu] B KU CALGB 100104 u 0,3 % B cpaBaenuu ¢ 0 % B KU [FM
2005-02, COOTBETCTBEHHO).

[MognepxuBaromast tepanust JeHamugomuaoM tmocie TI'CK  wame BbI3biBama pa3BUTHE
TPOMOOIUTONEHUH 3 WK 4 CTENICHHU TsHKeCTH, YeM rianedo (37,5 % B cpasuenuu ¢ 30,3 % [17,9 %
B cpaBHeHuu ¢ 4,1 % mocne Hawana nmoanepxkuBaromei Tepanuu| B xoge KM CALGB 100104 u
13,0 % B cpaBaenuu ¢ 2.9 % B KU IFM 2005-02, cOOTBETCTBEHHO).

Bnepevie ouaznocmupo8anuas MHOMCECMBEHHAS MUEIOMA: NAUUEHMbL, KOMOPbIM He NoKdA3aHd
MPAHCHAAHMAYUUS, NOAVYASUUE JeHATUOOMUO 8 KOMOUHAUUU ¢ Obopme30MUboM U 0eKCaMema3oOHOM

B uccnenosanun SWOG S0777 HelTponeHus creneHu 4 TsbkecTH HaOmionanach B rpymnmne RVd
pexe, ueM B rpymme cpaBHeHus Rd (2,7 % B cpaBuenuu ¢ 5,9 %). B rpynmax RVd u Rd 6si1a
3aperucTpupoBaHa aHAJIOIMYHAs YacToTa pa3BUTUSA (eOpUIbHON HEUTPONEHUH 4 CTENEHU TAKECTH
(0,0 % B cpaBuenuu ¢ 0,4 %).

TpombouuTonenus 3 wiu 4 creneHu TspkecTu Habmonanachk B rpynne RVd uame, yem B rpymnmne
cpaBuenus Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepeble OuaeﬁocmupoeaHHaﬂ MHOMNCECMBEHHAA Muejioma. nadyueHmsl, KOmopbviM HeE noKasdHa
mpaHncniaumayus, noaydasuiue AEHAAUOOMUO 8 KOMOUHAUUU C 0EKCAMEMA30HOM

[Ipn npumeHeHMM KOMOWHAIMHM JIEHATUAOMHA C JeKcamMeTa3oHOM Yy mnarueHtoB ¢ BJIMM
OTMEYAJIOCh YMEHBIIEHUE YacTOThl BOZHUKHOBEHMs HeWTporneHuu 4 creneHu Tsxectd (8,5 % B
rpynne Rd (HempepsiBHOe neueHue) u Rd 18 (nedenun B TeueHue 18 4-HenenpHBIX LUKIIOB) B
cpaBHeHnu ¢ 15 % B rpynne MPT). ®ebpuiibHas HeHTponeHus: 4 CTeNeHH TSHKECTH HaOo/anach
nHeyacto (0,6 % B rpynme Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynme MPT).

[Ipn mpuMmeHeHMH KOMOWHAIIMU JIEHAIMIOMHA C JEKCaMeTa30HOM Yy manueHtoB ¢ BJIMM
OTMEYaJIOCh YMEHBIIIEHHWE YaCTOTHl BO3HUKHOBEHHS TPOMOOIMTOTICHUH 3 W 4 CTEMEHU TKECTH
(8,1 % B rpynmie Rd u Rd18 B cpaBaenuu ¢ 11 % B rpynne MPT).

Bnepesvie OMCZZHOCWLMDOGCIHHCI}Z MHOMUCECMBEHHAA Muejioma. nadyueHmsl, KOmopviM He NnoKdsaHd
mparncnjianmauus, noiyvasuiue JNCHAIUOOMUO 8 COUEMAHUU C Mejld)a]laHOM u nDe@Hué’OﬂOHOM

[Ipumenenue neHanmuaOMHUAa B KOMOWHAIMKM ¢ MeadaraHOM W MPETHU30J0HOM Yy TAIMEHTOB C
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soxectd (34,1 % B rpynne MPR+R/MPR+p) no cpaBuenuto ¢ rpynmnoit MPp+p (7,8 %). Dnuzonsl
bebpunbHON HeWTporieHuu 4 cTeneHu TsbkecTH Habmomanuch damie (1,7 % B rpymme
MPR+R/MPR+p no cpaBuenuto ¢ 0,0 % B rpyme MPp+p).

[IpuMeHeHue neHaTMAOMHIA B KOMOMHAIMM C Mea(alaHOM U IMPEIHU30JO0HOM Yy IMAIUEHTOB C
B/IMM conpoB0:k/1aJ10Ch OBBIIIEHHON YaCTOTOW BOSHUKHOBEHHS TPOMOOIIUTONICHNUH 3 ¥ 4 CTETIEeHU
sokectn (40,4 % B rpynine MPR+R/MPR+p) o cpaBaenuto ¢ rpymmoit MPp+p (13,7 %).

MHnoorcecmseernnas mueroma: nayueHmsl, NOAYYUBUIUE KAK MUHUMYM OC)HV JUHUIO mepanuu

[TpuMeHeHre KOMOMHALINY JICHATHIOMH/IA C IEKCAMETa30HOM Y MalueHToB ¢ MM compoBOKIaIoch
MOBBIIICHUEM YacTOThl Pa3BUTHS HeWTporneHuu 4 crenenu Tsokectd (y 5,1 % mamueHToB,
NPUHUMABIINX JICHATUIOMHIl C JIeKCaMeTa30HOM, 1o cpaBHeHuio ¢ 0,6 % y NaIMeHTOB,
MPUHUMABIINX KOMOWHAIMIO JeKcameTa3oHa u I1uiane6o). debpunpHas HEHTporneHust 4 CTENEeHU
TSOKECTH Y TTAIIMEHTOB, TPUHUMABIIAX KOMOWHAIINIO JICHATUIOMHJIA C IEKCAMETAa30HOM, OTMeYanach
Hevacto — 0,6 % (y manueHToB, IpUHUMABIINX KOMOUHAIHMIO Jekcamera3oHa u mareco — 0,0 %).

[lpumenenne KOMOMHAIMM JICHAIMAOMHIA C JeKcaMeTa3oHoM Ipu MM  compoBOXIanoch
MOBBIIIEHUEM BEPOSTHOCTH pa3BUTHs TpomOormronenuu 3 u 4 crenenn Tsokectw (9,9 % u 1,4 %,
COOTBETCTBEHHO, y MAallMEHTOB, NPUHUMABIINX JEHAIUJAOMHUI C JAEKCAMETa30HOM, OTHOCHTEIILHO
2,3 % u 0,0 % y nanueHToB, IPUHUMABIINX KOMOWHAIMIO IEKCaMeTa30Ha U T1anedo).

Hayuenumor ¢ MJ[C

VY nammentoB ¢ M/IC, mony4aBmux Tepanuio JSHAIHUIOMHIOM, Yallle pa3BUBAJIaCh HEUTPONICHHUS 3
u 4 crenenu Tsokectu (74,6 % y manueHTOB, MOJIyYaBIIUX JICHAIUIOMHU/I, IO cpaBHEeHUIO ¢ 14,9 % y
nanueHToB, nonydasmux uianebo, B KU ¢assr 1II). Cnyyan ¢edpunbHOl HelTponenuu 3 u 4
CTEIEHH TSHKECTH OTMEYEHBI Y 2,2 % MalUeHTOoB B IPyIIe Tepanuu JCHAIUI0MHUIOM, 110 CPAaBHEHUIO
¢ 0,0 % y manmeHToB B Tpymme Tuiane6o. [IpuMeHeHHe JeHATUAOMHUIA Yalle COMPOBOXKIACTCS
pa3BuTHeM TpoMOouuToneHun 3 u 4 crenenu Tsxkectd (y 37 % mManueHTOB, MOJYYaBIIUX
JIEHAJIMJJOMU/L, IO cpaBHEHHUIO ¢ 1,5 % nanuenrtos, nonyyasmux 1uianebo, B KU1 dassi I11).

Hayuenmor ¢ MKJI

V¥ nanuenTtos ¢ MKJI yaine pazBuBaniack HeliTpornenus 3 u 4 crenenu tsoxectd (y 43,7 % nauueHTos,
MOJTyYaBIIUX JIEHAIUJOMU, 110 cpaBHEHUIO ¢ 33,7 % manueHToB B KOHTposIbHOM rpymme B KU ¢asb
II). Cnyuyan ¢hebGpunpHOil HelTponeHUH 3 U 4 CTENeHH TSKECTH oTMeueHbl y 6,0 % manueHToB,
MOJTyYaBIIUX JEHATUIOMU], IO CPABHEHUIO C 2,4 % MalueHTOB KOHTPOJIbHOW IPYIIIIHL.

Hayuenmor ¢ DJI unu JIM3

[TpumeHeHue neHanuaoMua B kKoMOuHanuu ¢ purykcumadom npu ®OJI unu JIM3 cBsizaHo ¢ 6onee
BBICOKOM 4acTOTOM pa3BuTus Heiltponenun 3 win 4 creneHu Tspkectd (50 % y manueHToB,
MOJTy4YaBIIUX JICHAJIUJIOMUJ/PUTYKCUMA0, B cpaBHeHUH C 12,8 % y MalMEHTOB, MOIYy4aBLIMX
mnane6o/putykcumad). Bee ciydan nedTponenun 3 uin 4 CTENEHHU TSHKECTU OBLITH 00paTUMBI MpU
NPEePBIBAaHUM TEPANUM, CHWKEHHM J03bl W/WINM TOJJEPKUBAIOIIEM JIEYEHUU (PaKTOpaMu pOCTa.
Kpome Toro, Hewacto Habmoaanacs pedpunibHas HeTponenus (2,8 % y MaluueHToB, MOJy4yaBIINX
JeHATUIOMU/pUTYKCcUMab, 1o  cpaBHeHuto ¢ 0,6 % y  D[AUEeHTOB,  MOJyYaBIIUX
mane6o/puTyKcuma).

[TpumeHenue neHanuIoOMHIa B KoMOUMHaMK ¢ puTykcumabom npu @JI u JIM3 Taxke cBA3aHO ¢
0oJsiee BBICOKON 4acTOTON TpomOoruTonenuu crenenu 3 wim 4 (2,3 % y naiueHToB, Nody4yaBIInX
JeHATUIOMU/pUTYKCUMab, 1o  cpaBHeHutro ¢ 1,1 % y  DamUeHToB,  MOJyYaBIIUX
mane6o/puTyKcuma).

Benosnas mpombosmbonus

[IpumeneHne KOMOWHAIINY JICHATUIOMHU/IA C IEKCAMETa30HOM Y ManueHToB ¢ MM conpoBok1anoch
MOBBIIIEHHBIM PUCKOM Pa3BUTHUs TPOMO03a TTyOOKHX BeH U TD JieroyHoii apTepuu, B TO BpeMs Kak
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

(oHEe MOHOTEpanuH JICHAUIUIOMHUAOM 3TOT PUCK ObLT HIDKE (cM. paszen 4.5). OgHOBpeMeHHOE
Ha3HA4YEHUE SPUTPOIOITHUECKUX CPEJCTB UM HATMYME TpOoMOO3a IITyOOKHMX BEH B aHAMHE3€ TaKxkKe
MOTYT YBEIMUYUTb pUCK TD OCII0KHEHUN y JaHHOW I'pyMNIIbl NallUEHTOB.

Hngapxm muoxapoa

VY nanueHToB, NPUHUMABUIMX JEHATUAOMU, OTMEYAIUCh cilydau pa3BuTus VM, ocobeHHo npu
HAJIMYMU U3BECTHBIX (DAKTOPOB PHCKA.

FeMOPPQZMUECKue OCJIOJMCHEHUA

I'eMopparuueckue ocia0kKHEHUS yKa3aHbl B COOTBETCTBUU C CUCTEMHO-OPraHHOM Kiaccu(uKauei,
a UIMEHHO, HapYIICHUSI CO CTOPOHBI KPOBU U JHM(ATHUECKON CHCTEMBI; HAPYIICHUS CO CTOPOHBI
HEpPBHOM cUCTEMBI (BHYTpUYEPEITHOE KPOBOU3IIUSHUE); CO CTOPOHBI IbIXaTEIbHONU CUCTEMBI, OPI'aHOB
IPYIHON KJIETKUM M cpefocTeHus: (HocoBoe KpoBoreueHue); co cropoHbl KKT (runruBanbpHOe,
reMOPPOUAATIbHOE, PEKTAJIbHOE KPOBOTEUEHHs); CO CTOPOHBI MOYEK M MOYEBBIBOIAIIMX IyTel
(remarypusi); CO CTOPOHBI COCYIOB (SKXMMO3bI); TpPaBMbl, WHTOKCHUKAIIUM U OCJIOXKHEHUS
MaHUNyIui (ymuo).

AﬂﬂepzuquKue PeAKyUU U MAICETIbLE KOJHCHbLE peaKyUuUu

HmeroTcs cooOLieHns 0 pa3BUTHM aJJIEPIrMYECKUX PeakLui, BKIIOYas aHTMOHEBPOTUYECKUN OTEK,
aHA(DUITAKTHYECKYI0 PEAaKIHUI0, M TSOKEIBIX KOXXHBIX peakiuii, Bkioyas cuuapoMm CTuBeHca-
JI>KOHCOHA, TOKCUUYECKUH 3MujiepMalIbHbI HEKPOIUS U JISKApCTBEHHYIO PEAKIMIO C 303UHO(UINEN
u cucreMHoll cumnromarukoit (DRESS-cunapom), npu npumenenun nesanuomuaa. B nureparype
cooO1IaeTcss 0 BO3MOXHOM MEPEKPECTHOM peakuuu MEXAy JICHAIMIOMHUIOM M TaJIUJIOMUJOM.
JlenanumomMu He cleayeT Ha3HAuaTh MAIMEHTaM, B aHAMHE3€ KOTOPBIX OTMEUYAIIUCh TSKEIbIe
(hOopMBI CHINIK TIPH MTpUEMe TanuaoMua (cMm. pasaen 4.4).

llepsuunvie 310kauecmeenubie ONYXoau Opy20U JOKATUIAYUU

HoBrle 310KaueCTBEHHEIC HOBOO6pa3OBaHI/I$I, otMmeuapmmecs B KU Yy IauEeHTOB C MMEJIOMOM MOCe
MMPUMCHCHUA KOM6I/IHaIII/II/I JCHaIMAOMHa C ACKCAMCTA30HOM II0 CpPAaBHCHHUIO C KOHTPOJIEM,
MMpeaACTaBJIAIN CO6OI>1, I'JIaBHBIM 06pa30M, 0a3aJIbHOKJICTOYHBIN HIIH TI0CKOKIICTOYHBIH PaK KOXH.

Ocmpuwiii muenoudnuwiii netikoz (OMJI)

Mnoowcecmeernnas muenoma

Cayyan OMJI nabmoganuce B K1 B/IMM y nanueHToB, noyy4aBIux JEHaIUI0MUA B KOMOUHAIIUN
¢ mendananom miu cpasy xe nocine BAM/TI'CK (cm. paznen 4.4). OMIJI ve Habmonancs B KU y
nanuenToB ¢ BJIMM, nonyyaBmvx JeHaIMA0MU]T B KOMOWHAIIMY C HU3KUMH J03aMU JIeKCaMeTa30Ha
MIPU CPaBHEHUH C TATHIOMHJIOM B KOMOWHAIIUU ¢ MeJ(alaHOM U MPETHU30JI0HOM.

MAC

HcxonHble mepeMeHHble, BKJIIOYas CJIOKHBIE LHUTOreHeTHdYeckue aHomaiuu u TPS53 myraumw,
acconuupoBanuck ¢ nporpeccupoBanueMm 10 OMIJI y mamuentoB ¢ MJIC5q ¥ 3aBUCUMOCTBIO OT
remoTpancysuii  (cm. pasmen 4.4). Ilpenckazyemass JBYXJIETHSII COBOKYITHAs 4acToTa
nporpeccupoBanus 10 OMJI cocraBuna 13,8 % y marmenToB ¢ MJIC5q no cpaBrenuto ¢ 17,3 % y
narueHToB ¢ MJIC5q U ofHOW JOMONHUTENBHON IUTOTEHETHYECKo aHoManuei, u 38,6 % — y
MAIMEHTOB CO CIIOKHBIM KapruoTurioM. B xoze perpocnekTuBHoro ananuza KU nenanuaomuma npu
neuenun MJIC, npencka3yemas IByXJIeTHsIs yacToTa nporpeccupoBanus 10 OMJI cocraBuna 27,5 %
y MalMEeHTOB C MOJOXKUTENbHBIM pe3ynbratoM UI'X-p53 u 3,6 % y nanueHToB ¢ oTpULATEbHBIM
pesynberatom MI'X-pS53 (p = 0,0038). V manueHTOB ¢ MOJOKHUTENBHBIM pe3ynbraroM NUI'X-p53,
gacToTa nporpeccupoBanus 70 OMJI Obi1a HUXKE Cpen T€X, KOTOPBIE TIOCTUTIIM HE3aBUCUMOCTH OT
remotpanchysuii (11,1 %), mo cpaBHEeHUIO ¢ naiueHTamu 0e3 Takoro oreeta (34,8 %).
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Hapywenus co cmoponwl neuenu

B nocrperucrpainiOHHOM MEPUOJIE 3aPErUCTPUPOBAHBI CIIENYIOIIUE HAPYILIEHUS CO CTOPOHBI IEYEHU
(uacToTa HEW3BECTHA): OCTpas MEYEHOYHas HEJOCTaTOYHOCTh U XoJsiecTa3 (00a MOTEHIUATbHO
(baTanbHbIE), TOKCUYECKUH renaTur, HUATOJUTUYECKUI TEIaTuT, CMEILIAHHBIN
UTOJUTUYECKHI/X0JIECTATHUECKUN TeMaTuT.

Paboomuonus

breimn oTMedeHbl pPEAKHE Cllydau pa6I[OMI/IOJ'II/ISa, B HCKOTOPBIX M3 HHUX JICHATUAOMMUI IMPUMCEHSIN
COBMCCTHO CO CTaTHHaMH.

3abonesanus wumouoHolL Jicenesvl
Coo0mianoch 0 ciiydasx BOSHUKHOBEHUS THIIOTHPEO03a U TUIIepTUpeo3a (cM. pasaen 4.4).
Cunopom «ecnviuukuy onyxoau (TFR) u cunopom auzuca onyxoau (TLS)

B xone K1 MCL-002 npumepno y 10 % nanueHToOB, NOJIy4aBIIMX JICUCHUE JICHAIUIOMUIOM,
pazBuwics cunapoM TFR mno cpaBrenuto ¢ 0,0 % B rpymnme KOHTpoids. BONbBIIMHCTBO cCirydaeB
BO3HUKJIO BO BpeMs | IIMKJa Tepanuu; BCE OHM PACICHMBAJINCh KaK CBA3aHHbBIE C Tepamueil; u
OOJBIIMHCTBO CilydaeB Obulo | win 2 cTemeHH TspKecTH. [lalMeHThl ¢ yCTaHOBJIEHHBIM B XOJI€
JMarHOCTUKU BBICOKMM MEXIYHApOJIHBIM NporHoctudyeckuMm uHaekcoM (MIPI) wmmm ucxomno
reHepann3oBaHHON TuMdoaeHonaTuen (Haluure, Kak MUHUMYM, OJTHOTO ouara AHaMeTpoM > 7 cM)
moryT umeTth puck pazsurus TFR. B K1 MCL-002 TLS 3apeructpupoBan y 1 nanuenTa B Kaxxiaon
u3 1Byx rpymnm jedenus. B nononnurensnom KM MCL-001 npumepno y 10 % nanuenToB pa3Buics
TFR; Bce oHM pacleHMBAIUCh KaK CBSI3aHHBIE C TEpaIueil; U Bce ObUIM | MIIM 2 CTETIEHU TSKECTH.
BonpmmHcTBO ciydaeB pa3zBuBaioch BO Bpems | nukia tepanun. B KM MCL-001 He ormeueHo
ciyqaeB pa3Butus TLS (cm. pasnen 4.4).

B uccnenosanun NHL-007 pa3zsutue TFR 6110 3apeructpuponano y 19/176 (10,8 %) nanueHTOB B
rpymre JeHanuaomua/purykcumad u 'y 1/180 (0,6 %) nmammenToB B rpymme 1uianedo/putykcumad.
bonpmas wacte cmywaee TFR (18 w3 19) Obuta 3apeructpupoBaHa B TpyIme
JICHAJMIOMHI/PUTYKCHUMA0 M BO3HUKJIA B TEUCHHE MEPBBIX ABYX IUKJIOB JieueHus. TFR crenenn 3
TSOKECTH HaOIIo1a1cs y OAHOTO MalMeHTa U3 IPYIIbI JeHATUIOMU/PUTYKCUMal U He HaOmo1ancs
HU Y OIHOTO MalMeHTa rpynmsl mianedo/putykcumad. B nccnenosanuun NHL-008 TFR nabmronancs
y 9/222 (4,1 %) nanueHToB; (3aperucTpupoBaHbl 4 ciaydas 1 cTeneHM TsDKECTH M 5 ciydaeB — 2
CTENIEHHU TSIKECTH); OJIMH 3apErUCTPUPOBAHHBIN Cllydail ObUT COUTEH cephe3HbIM. B nccnenoBanuu
NHL-007 TLS Bo3nuk y nByx nanueHtoB (1,1 %) u3 rpynmnsl JeHaIUIOMHJ/PUTYKCUMAO U HE
Habmoaicst HU y ogHoro u3 nanuentoB ¢ MJI, monmydyaBmmx ruianedo/puTykcumal; HU y OAHOTO
nanueHTa He 3apeructpuposanbsl HIIP crenenn 3 nnu 4. B uccnenosannn NHL-008 TLS Bo3HuK y
onHoro namuenta (0,5 %). Oro equncrsennas HJIP Obuta unentudunupoBana kak cepbesnas HJIP
3 crenenn tskectd. B nccnenoBanuun NHL-007 HM 0oIMH M3 NAlMEHTOB HE NMPEKPATHI TEPAIHIO
JIEHAJIMJOMUIOM/pUTYKCUMaOoM 1o puurHe Bo3HuKHOBeHUs TFR win TLS.

3abonesanus KKT

[Tepdopamus XKKT Obuta 3apeructpupoBana Ha (GoHe nmpuMeHeHUs JieHanuaomuaa. [lepdopanus
KKT mMoxeT mpUBOIUTH K CENITUYECKUM OCTIOKHEHUSIM U (PaTaTbHOMY HCXOY.

COO6HI€HI/IG 0 MOAO03PEBACMBIX HCXKECIIATCIIbHBIX PCAKITHAX

BaxHo coo0marb O TOJO3pEBAacMbIX HEXKENATeNbHBIX PEAKIUAX IMOCIe  PEerucTpanuu
JIEKapCTBEHHOI'0 TIperapara C LeJbl0 OO0ecreueHus: HEeNpPepbIBHOIO MOHUTOPHHIA COOTHOIIEHUS
«I0JIb3a — PUCK» JIEKAPCTBEHHOro Mpemnaparta. MeIWIUMHCKUM pabOTHUKaM PpPEKOMEHIYeTCs
coO0MIATh O JHOOBIX MMOI03PEBAEMBIX HEKENIATEIIBHBIX PEAKIMAX JEKAPCTBEHHOIO IpenapaTa 4epes
HallMOHAJIbHBIE CHCTEMBI COOOIEHHS O HEXENaTeNbHbIX pPEaKIUAX TOCYylIapcTB — WICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK3a.

Poccutickas @enepanus
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4.9. llepeno3upoBka

CHUMIITOMBI

B uccnenoBanusix mo onpeaeneHuIo Auana3oHa 103 4acTh NallMeHTOB Mojyyaia 1036l 10 150 mr, a B
HCCIICIOBAHUSAX BO3ACHUCTBHUS OAHOKpaTHOW 1036l — 10 400 wmr mnpenapara. Tokcuueckue
MIPOSIBIICHUS, JTUMHUTHPOBABIINE BEIWYMHY O3Bl B ATHX HCCICIOBAHUSAX, OBUIM HCKIIFOUUTEIHHO
reMaTOJIOTHYECKHIMU.

Jleuenue

CrnenyaibHOTO IIJIaHA ACHCTBUH NPH TEPEJO3UPOBKE JICHAIMIOMHUIA B HACTOAIIECEC BpeMs HE
BEIpaboTaHo. B cilydae mepemo3upoBKH PEKOMEHIYETCs CHMIITOMATHYECKas IMOICPKUBAOIIAS
Teparnus.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. @apmakoauHaMHYecKHe CBOiiCTBA

dapmMakoTepareBTUIECKas TPYIa; UMMYHOIETIPECCAHTRL, PYTHEe UMMYHOICTIPECCAHTHI.
Kon ATX: LO4AX04.

MexaHu3M AeicTBUS

JlenanuooMu CBS3BIBAETCS HEMOCPEICTBEHHO C 1epeOJIOHOM, KOMIIOHEHTOM (PepMEHTHOTrO
komiviekca KyumH-RING E3  yOukBuTHHIMrasbl, KOTOpbId Bkiodaer Oenok-1 (DDB1),
CBSI3BIBAIOIIUICS C IOBPEXKIEHHOM ne30kcupudbonykiennoBoit kucnotor (AHK), kynnun 4 (CULA4)
u perymsitop KymmmuHOB 1 (Rocl). B remomosTHueckux KJeTKax CBS3bIBAaHUE JICHATHIOMHUIA C
nepediaoHoM MoOmnmuzyer cyoctpatHeie Oenku Aiolos u lkaros, sBusromuecs dakTopamu
TPAHCKPHUIIIIMA B JIMM(OUIHBIX KJIETKaX, 4YTO TMPUBOJAT K UX YOWKBUTHHUPOBAHUIO H
nocjeyoneMy pacnany U o0ycliaBiauBaeT MpsiMble IUTOTOKCUYECKUH U UMMYHOMOTYIUPYIOIIUI
3G (DeKThI.

B wyactHOCTH, JeHANIUAOMHU MHTUOMpYET Nposn(epaluio U yCHIMBAET aronTo3 OIpeeeHHbIX
3JI0KQYE€CTBEHHBIX T€MATOMO3TUYECKUX KIIETOK (BKJIIOUasi KIIETKM MHOKECTBEHHOU MuenoMel (MM),
xietkn OJI u KiIeTku ¢ aenenusMu XpOMOCOMBI 5, YCUIIMBAET UMMYHHUTET, ONOCPENOBAHHBIA T-
KJIETKaMU U KieTkamu-ectecTBeHHbIMU Kusuiepamu (EK), n yBennuusaet uucno EK, T-knetok u EK
T-xnetok. [Ipu MJC c uzonupoBanHoit nenenuer 5q (MACS5q) nenamumomun u30HpaTenbHO
MHTHOMpYeT MaTOJIOrMYeCKUi KIJIOH, YCHJIMBas aloNTo3 KIETOK C M30JUPOBAaHHOM neneuued 5q.
KomOuHanmst neHanuaoMuJa W PUTYKCHMaba yBEITUYMBAET AHTUTENO03aBHCUMYIO KIETOUYHYIO
nutorokcnyHocTh (A3KI) u npsMoit anmonTo3 310kayecTBEHHbIX Ki1eToK DJI.

MexaHnu3M JeNCTBUS JICHAINIOMH/1Aa TAKXKE BKJIFOUYAET AHTUAHTMOTEHHBIE U IPOIPUTPOIIOITHUECKHE
cBoiicTBa. JleHanmuaoMuJ UHTUOUPYET AaHTUMOreHe3, OJIOKUPYS MUTpALUI0 U aJre3uro
SHJIOTEIHMAIBHBIX KJIETOK M 00pa30BaHWE MHUKPOCOCYAOB, IMOBBIIIAET MPOIYKIHIO (HEeTaTbHOrO
remornioonHa CD34+ CTBOJIOBBIMH TE€MOMOSTHYECKHUMH KIJIETKaMU, U HHTUOMpPYET NPOAYKIIHIO
MIPOBOCIIANIUTENBHBIX IIUTOKUHOB (Hampumep, (akropa Hekposa omyxonu aibdpa (PHO-a) u
untepneiikuna-6 (MJI-6)) monoruramu.
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Kimmanueckast 3bdheKTUBHOCTE M 0€30I1aCHOCTE

D¢ dexTuBHOCTH U 6€30MACHOCTD JIeHAIUAOMUAA ObuTH H3ydensl B mectu KU ¢assr I mpu BAMM,
B 1Byx KU ¢azwr 11l npu penmauupyromeii pedppakrepuoir MM, B ogaom KU ¢azsr 111 u B omHOM
KU ¢azst 11 mpu MIC, B omnom KU ¢a3er 11 mpu MKIJL, B oqrom KU dazsr 111 u onnom KU hazer
b ipu OJI u JIM3.

5.2. GapmMaKoKHUHeTHYeCKHUE CBOMCTBA

JlenanuaoMu UMeEET B CBOEH CTPYKTYpe aCUMMETPHYECKHI aToM yrjiepojia, MO3TOMY MOXET
CYIIECTBOBATh B BHUJIE JBYX ONTHYECKH aKTUBHBIX (hopm: S(-) u R(+). Jlenanumomua mpeacraBiser
co0oif paneMuyeckyro cmechb. JleHanuaomMua OOBIYHO JIydllle PACTBOPSIETCS B OpPraHMYECKHUX
pacTBOPUTEINSAX, HO MMEET Hauiaydmryio pactBopuMocTb B 0.1N OydepHOM pacTBOpe COJISTHOU
KHCIIOTBHI.

AOGcopOrms

ITocne npuema BHYTpb HaTOIIAK 3OPOBBIMH J0OPOBOJIBLIAMH JIEHATUIOMU]] OBICTPO BCACHIBAETCH,
IIpY 3TOM MaKCHMaJlbHasi KOHLEHTpalus focturaercs yepe3 0,5—2 4 mocse 0HOKpaTHOIO NpUema.
VY nmanueHroB, a TakXkKe 3/J0POBbIX 10OPOBOJIBLEB MakcuMalibHast KOHIEHTpALUs (Cmax) U IIIOLIA/1b
1ol KpuBoi «koHuUeHTpauusi-Bpems» (AUC) Bo3pacTaioT NpONOpPLUUOHAIBHO YBEIUYEHUIO J103bI.
IToBTOpHBIE ITPHEMBI NpenapaTa He NPUBOIAT K €ro Kymyisuuu (HakoruieHuto). B mnazme kpoBu
OTHOCHUTEJIbHBIE 3KCIO3ULIMH S- U R-3HaHTHOMEPOB JIEHAIMIOMH/Ia COCTABIISIFOT TpUMEpHO 56 % u
44 %, coorBeTcTBeHHO. [IpuMeHeHHe mpenapaTa ¢ HUILEH C BBICOKMM COZIEpKAHHUEM >XUPOB U
BBICOKHMM COJIEpP’KaHUEM YIJIEBOOB Y 37J0POBBIX JOOPOBOJIBLIEB TIOHUKAET CTENICHb BCACBIBAHUS, UYTO
npuBoauT K ymeHbuieHut0 AUC npumepHo Ha 20 %, a Cnax Ha 50 % B muiazme kpoBu. OJHAKO B
ocHoBHbIX KW mpemapata npu nedenun MM u MJIC, B KOTOpbIX OBUIM YCTaHOBIJIEHBI
3¢ GEeKTUBHOCTh U 0€30MaCHOCTh JICHATNI0MK/IA, NAMEHThl IPUHUMAJIN IpenapaT He3aBUCUMO OT
npuema nuiy. Takum o0pa3oMm, JEHATUAOMU MOKHO NPUHUMATh BHE 3aBUCUMOCTH OT IpHeMa
MIULIH.

PesynpTaThl MOMyNANMOHHOTO aHAM3a (apMaKOKHHETHYECKUX ITaHHBIX MMOKA3alH, YTO CKOPOCTH
BCAChIBaHMsI JIEHAIMIOMH/IA TIOCTIE IpUEMa BHYTPh aHajornyia y nauuestos ¢ MM, M/IC n MKJL

Pacnopenenenne

In vitro ces3b (14C)-nenanumomuna ¢ 6eakamMu m1a3Mbl KpOBHU ObLIa HU3KOM, U B CPETHEM COCTaBJIANIA
23 % n 29 % y manmeHToB ¢ MM U 310pOBBIX JTOOPOBOJIBIIEB, COOTBETCTBEHHO.

Jlenanuomu nmpucyTcTByeT B ceMeHHoM sxuakoctH (<0,01 % oT 103b1) mocie npreMa ero B J03e
25 Mr B CyTKH (MI/CYT), HO HE ONPEIENIAETCS B CEMEHHOM KHUAKOCTH 3/I0POBBIX TOOPOBOJIBIIEB CITYCTS
3 AHs mocie MpeKpauieHus npuema mnpenapara (cM. paszaen 4.4).

buorpaucdopmarus

Pesynbrathl uccienoBanuii Merabonm3ma in Vitr0 yka3elBaroT, 4YTO HU30(EPMEHTHI CHCTEMbI
nutoxpoMa P450 He mpuHHMAalOT yyacTHsl B METa0OJIM3MeE JICHAJIUIOMUA Y YEJIOBEKa, TO3TOMY
MeTa0O0JIMYECKUE JICKApCTBEHHbBIE B3aMMOACHCTBUS TPH COBMECTHOM NPUMEHEHUH JICHAIUIOMUIA U
MpenaparoB, HHTHUOMPYIOIIMX H30PEPMEHTBI CHCTeMBbl [HUTOXpoMa P450, wMaoBepOsITHHI.
PesynpraTel uWccnenoBaHuii iN VIO AEMOHCTPHPYIOT OTCYTCTBUE HHTHOMPYIOIIETO JCHCTBHS
nenamuaomuaa Ha uzodepmertsl CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A wu
UGT1ALl. Takum o0pa3oM, MaJoOBEpOSTHO, YTO JICHATUAOMHJ OyleT CIocoOCTBOBATh Pa3BUTHUIO
JOOBIX KIIMHUYECKU 3HAYUMBIX JIEKAPCTBEHHBIX B3aUMOAECHCTBHM IPU OJTHOBPEMEHHOM Ha3HAYEHUU
c cyOcTpaTamMu 3THX U30()epMEHTOB.

[To naHHBIM UCCIIEOBaHMIA IN VILro JeHANTUIOMHU] HE SBISIETCS CyOCTpaTOM OelKa pe3MCTEHTHOCTH
paka Moo4HOH >kene3sl yenoeka (BCRP), mepeHocunkoB Oenka MHOKECTBEHHOM JIEKapCTBEHHOM
ycroiunBoctd (MRP) MRP1, MRP2 wniu MRP3, nepenocunkoB oprannueckux aHuoHoB (OAT)
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nepenocunkoB opranndecknx KatuoHoB (OCT) OCT1 u OCT2, Genka 3KCTPy3UH JIEKaPCTBEHHBIX
npenapatoB ¥ TOKCUHOB (MATE) MATE] u opuruHaibHBIX TEPEHOCUUKOB OPTaHUYECKUX KATHOHOB
(OCTN) OCTNI1 u OCTN2.

HWccnenosanust in VItro mokasaii, 4To JICHATUIOMHU HE OKa3bIBAET MHIMOUPYIOIIETO ACHCTBHS HA
JKCopTupyromyo nomny coneit xemunbix kucinor (BSEP), BCRP, MRP2, OATI1, OAT3,
OATPI1B1, OATP1B3 u OCT2.

JleHanuoMua TNpakTHYECKH HE MeTabonm3upyeTcs B OpraHu3me, Tak Kak 82 % ero 1036l
BBIJICIISICTCS IOYKAMH B HEU3MEHEHHOM BHJIE.

ONMMUHALMS

Bonbias yacTe JeHann0MKIa BEIBOAUTCS ITOUYKaMu. Bkitax moyeyHoi SKCKpennu B OOIIHI KITMPEHC
y HallMEeHTOB ¢ HOPMaIbHOH (yHKuuel nmouek coctasisut 90 %, a 4 % JeHaIna0MuIa BHIBOIUIOCH
KHIICYHUKOM.

IMupapokcu-nenanuaomun u  N-anetwi-neHanuaoMus  cocrabisiior  4,59% wu 1,83 % ot
SKCKPETUPOBAHHOM J103bl, COOTBETCTBEHHO. IlloueuHblil KIHMpPEHC JIEHATUJOMHUAA MPEBBIIIAET
CKOPOCTb TJIOMEPYJSIPHON (DUIIbTpAIIK, TAKMM 00pa30M, TPOIIECC BHIBEJACHUS UMEET, B HEKOTOPOM
CTeTeHHU, W aKTUBHBIN Xxapaktep. [Ipm mpueme B go3ax 5-25 Mr/cyr mepuon MONYBBIBEICHUS
rpenapara coCTaBJIsIeT IPUMEPHO 3 U y 30OPOBBIX I0OPOBOJIBIEB U OT 3 710 5 4 y manueHToB ¢ MM,
MJC u MKIJL

Oco0ble rpynibl MalueHTOB

J]uua nooaKcus102co0 eozpacma

CHGHI/IZUII)HI)IX K1 JJIs1 OHCHKU (i)apMaKOKI/IHeTI/IKI/I JICHAIMAOMHKAA Y MNOXKWIBIX IHAIUCHTOB HC
MPOBOJMWIOCH. [lOMyJISIIIMOHHBIN aHAM3, B KOTOPBIM OBUIM BKJIFOUEHBI (PapMaKOKHMHETHYECKUE
AAaHHBIC ITAaUCHTOB B BO3pPacCTC OT 39 a0 85 JICT, HC BBIABUJI BJIMSAHHA BO3pacCTa Ha KIMPCHC
JeHATUIOMHIA (IKCIIO3UIMIO B IUIa3Me). YUYHUTHIBAS MOBBIIMICHHYIO BEPOSTHOCTh HapyIICHHUS
(GYHKIUH TOYEK B IMOXKHIIOM BO3pacTe, CICIyeT COONIOAATh OCTOPOKHOCTh NPH MOAOOPE O3B
npernapaTa v OCyIIEeCTBISATh TIIATENbHBIN KOHTPOJIh PYHKIIMH TOYEK HA OHE MPOBEICHUS TePaIHH.

Toueunas neoocmamoyunocme

dapMakOKMHETHKA JICHAIWJOMUAA M3ydajach Yy MAIMEHTOB C IOYEYHOH HEAOCTaTOYHOCTHIO,
BBI3BAaHHOHM HE3JIOKAYEeCTBEHHBIMH MTPUYMHAMHU. B 3TOM HcciieoBaHUM TSt OIICHKH (DYHKITHH TTOYEK
MCIOJIb30BAIM JIBA METOJIa: U3MepeHue noyeuyHoro kaupenca kpeatnHuHa (KK) B teuenue 24 4y u
pacuer KK no dopmyne Kokpodra-I'onra. Pe3ynbrarsl mokazanu mponopryaoHaIbHOE CHUKEHUE
of1Iero KiIMpeHca mpenapaTta Mo Mepe cHibkeHus QyHkiuu mouek (<50 mi/MMH), B pe3yabTare
npuBoauBiiee Kk nosbimeHnio AUC. 3nauenuss AUC noBbImanuch npuMepHo B 2,5, 4 u 5 paz y
MAIMEHTOB ¢ MOYEYHON HEJJOCTATOYHOCTBIO CPEAHEN U TSKENON CTENEeHH TSKECTH U TepMUHAIbHON
cranued nodeyHoi HenocratouHoctu (TCIIH), cooTBEeTCTBEHHO, MO CPAaBHEHHIO C TPYIIOH,
O0bEeIUHSAIOIIEH NalMeHTOB C HOpPMaJbHOM (yHKIMEH TMoYek M MAIUEeHTOB C IOYEeYHOH
HE/IOCTaTOYHOCTBIO JIETKOW CTENEeHH TsDKeCTH. [lepro momyBbIBEeICHNUS JICHATMOMU/1a TIOBBITIANICS
npuMepHo ¢ 3,5 4 (y nauuentos ¢ KK >50 mn/mun) no 6onee 9 4 (y nanuentos ¢ KK <50 mi/mun).
[Tpu >ToM moOYeyHas HEJAOCTATOYHOCTh HE BIMsIA Ha aOCOPOIMIO JICHATHIOMHUAA TPU TIpPHEME
BHYTpb. 3HaueHUs! Cmax HE Pa3IUYaUCh Y 30POBBIX TOOPOBOJBIEB M MALMEHTOB C MOYEYHOU
HegocTaToyHocThIO. [IpumepHo 30 % mpemapaTa BBIBOAMIIOCH W3 OpraHuM3Ma B Xoje 4 4acoBOro
ceaHca auanu3a. PekoMeHmanmuu Mo W3MEHEHMIO JO03bl Ipernapara y MalueHTOB C IMOYeYHOU
HE/I0CTaTOYHOCTHIO TIPUBE/ICHBI B pazene 4.2.

Ileuenounas nedocmamounocms

[lonynsuuoHHbIM  aHamu3  (PapMaKOKMHETHYECKMX  JaHHBIX TMAalMeHTOB C  MEYEHOYHOH
HE/I0CTaTOYHOCTBIO JIETKOM creneHu TspkecTH (N=16, oOmmii Ounnpyoun B 1-1,5 pa3za npessiiaer
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BepxHIo0 rpanuiy HopMel (BI'H) mmu ACT > BI'H) rokazall %Mﬁ%&mﬁ;{ Bireh GO ROt

HEAOCTATOYHOCTH JIETKOM CTEIIEHU TSHKECTH Ha KIIMPCHC JICHAJIMAOMHU A (3KCH03I/ILII/IIO B HJIaBMe).
,HaHHI)IX B OTHOILICHUHU ITAalTUCHTOB C II€YCHOYHOH HCJOCTAaTOYHOCTBIO CpCI[HCﬁ U TSHKEJION CTEIICHH
TAKCCTH HEC ITOJTYUYCHO.

pyeue enympennue gpaxmopul

[TomynsuoOHHBIA aHANMKU3 (HAPMAKOKMHETUYECKUX JIAHHBIX II0Ka3all OTCYTCTBUE KIMHUYECKU
3HAYMMOTro BJIMsSIHUS Macchl Tena (33—135 kr), mosia, packl W BHUJIAa OHKOT€MaTOJOTHYECKOTO
3aboneBanus (MM, MJIC i MKJI) Ha KITupeHe JICHATUAOMUA Y B3POCIBIX TMAI[CHTOB.

5.3 /lanHble JOKJIHHUYECKOH 0€30MaCHOCTH

Ilo pesynpTaTaM HUCCIEIOBAaHUS OCTPOM TOKCMYHOCTH MHUHUMAJbHbIE JIETAJbHBIE 03I
JIEHATUAOMH/IA TIOCTIe BBEIEHUS BHYTPh cocTaBisuim >2000 mr/kr/cyt y rpei3yHoB. IloBTOpHOE
nepopaibHOE BBeJeHUE mpenapata B go3ax 75, 150 u 300 Mr/kr/cyT kpbicam B TeueHue 26 Helenb
BBI3bIBAJIO OOpAaTUMOE, CBA3aHHOE C Tepanuel MOBBIIIEHHE MUHEPATU3alluU IOYSUHOM JJOXaHKU IpU
BBEJICHUU Bcex 3 1103, Hanboiee 3aMeTHOE y caMoK. Jlo3a mpemapaTa, He MPUBOJAIIAS K PA3BUTHIO
HaOmonaeMpix HexenarenbHbIX 3PdextoB (NOAEL), cocraBnsiia Menee 75 MI/KI/CyT, 4YTO
IIPUMEPHO B 25 pa3 BbIIlI€ 3HAUYEHUS €KEIHEBHOW SKCIO3MLIMU Yy YEJIOBEKA, UCXOM U3 3HAUCHUS
AUC. IloBTOpHOE mepopaibHOE BBEACHHE JICHATUAOMUAA 00e3bsiHaM B J03ax 4 u 6 MI/KI/CyT B
tederne 20 HeJeIb TPUBOIMIIO K THOCITH JKUBOTHBIX U PA3BUTHIO 3HAYMMON TOKCHYHOCTH (3aMETHAS
MoTepsl Beca Tejla, yMEHbIICHHE YHUCTIa IPUTPOLIUTOB, JIGHKOIIUTOB U TPOMOOIIMTOB, TEMOPPAruy BO
MHOTHX OpraHax, BOCIHAJEHHME CIIM3HCTON 000104YKH KenyfaouHo-kumeyHoro Tpakra (OKKT),
atpodusi nuMbaTHUYECKOH CHUCTEMBI M KOCTHOro Mmosra). lloBTopHoe mepopalibHOE BBeIEHUE
o0e3psHaM JICHATUIOMHIA B 103aX | ¥ 2 MI/KT/cyT B mepuoa 10 1 roma mpuBOAMIO K Pa3BUTHIO
o0paTUMbIX HM3MEHEHHH KJIETOYHOTO COJIEPKUMOIO KOCTHOTO MO3ra, HE3HAYUTEIbHOMY
YMEHBIICHUIO COOTHOIICHHS] MUEIIOUTHBIX/3PUTPOUIHBIX KIETOK U aTpO(UN BUIOYKOBOH KeNe3bl.
HesnauntenbHoe CHU)XXEHHE KOJIMYECTBA JIEHKOIMTOB OTMEUYEHO TMpPU TMPUMEHEHHH J03bI
neHamuaoMuaa | Mr/Kr/cyTt, KOTOpas COOTBETCTBYET TaKOW K€ J03€ JJIsl 4YellOBEeKa, MCXOJII U3
cpaBuenuit AUC.

B uccnenoBaHusaX MyTareHHOCTH IN Vitro (TecT OIeHKH OOpaTHBIX MyTallii Ha OaKTEepHsX, aHAITU3
XPOMOCOMHBIX a0eppauuii B TUMQOLUTAX Hepupepruueckoil KpoBU 4eIOBEKa, T€HOTOKCUYECKUH
TECT Ha KJETKaX MBIIIUHOW JUMQOMBI, HUCCIEIOBaHHE TpaHC(hOpMalUKd KJIETOK 3MOpHOHA
CHPUICKOT0 XOMSYKa) H iN VIVO (MUKPOSIICPHBIN TECT HA KPBICAX) HE OTMEUCHO BIMSHUS Mperapara
Ha TEHETHYECKOM WM XPOMOCOMHOM YypoBHE. VccnenoBaHus KaHIIEPOT€HHOCTH IHpernapara He
IIPOBOMIIN.

HccnenoBanusi TOKCHYECKOTO BIMSHHUS IIperapara Ha pa3BUTHE HMOpUOHA/IIIona paHee
MIPOBOJIUIINCH HA KPOJUKax. B 3THUX HcclienoBaHUAX KPOJIMKaM BHYTPh BBOAWIM IIpenapar B Ao3ax 3,
10 u 20 wmr/kr/cyt. Ilocne npumeneHus mnpemapata B go3ax 10 m 20 Mr/kr/cyt oTmedanu
710303aBUCUMYIO areHe3uI0 CpeIHeH 10U JIETKOTo, a PU BBEACHUU /1035l 20 MI/KI/CYT — CMEIlEeHHE
nouek. XOTs 3TU HeOJaronpusTHbIE SBJIEHUS HA0II0JaIUCh IPU PUMEHEHHUH J103, TOKCUYHBIX JIJIS
OepeMEeHHBIX caMOK, OHM MOTYT OBbITh 00YyCJIOBJIEHBI NPSMBIM Bo3JeiicTBUeM npenapata. Ha ¢one
MpuMeHeHus npenapara B go3ax 10 u 20 Mr/Kr/cyT Takke OTMeUaau U3MEHEHHUS CKeJleTa U MSTKUX
TKaHEW IIoja.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeueHb BcioMoraTeJbHbIX BeleCTB

JlakT03b1 MOHOTHApAT
[ennrono3a MUKpOKPUCTAIIIMUECKAS
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(MOCNEOCBATENEHDCTE 0001)

Kpockapmennosa Hatpust

Maruus creapar

CocTaB KopIyca Karcyibl:
Twurana qTuoxcug
Kenarun

CocTaB KPBIIIEUKH KAIICYIIbI
Kpacurenb XuHOJIMHOBBIN KEITHIN
Kpacurenb coiHeUHbIN 3aKaT KENThIN
Tutana Tuokcun

Kenarun

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CpoOK XpaHeHHs)

3 roxa.

6.4. OcoOble Mepbl NPEIOCTOPOKHOCTH MPH XPAHEHUH
XpaHuThb npu TemnepaType He Bbiie 25 °C.

6.5. XapakTep u coep:KaHue YIAKOBKHU

ITo 4,7, 10, 14 xancyn B KOHTYpHYIO STYEHKOBYIO YITaKOBKY W3 IUICHKHU ITOJMBUHIIXJIOPUAHOM, JTNOO
IUIEHKU TIOJIMBUHWIXJIOPUIHOM/TIOIMBUHIINACHXJIOPUAHON M (OJBIU aJIOMHUHMEBON IeuaTHON
JIAKUPOBAHHOM.

Wnu mo 4, 7, 10, 14 xancysn B KOHTYPHYIO SIMEHKOBYIO YIAKOBKY U3 MaTepHaia KOMOMHUPOBAHHOTO
Ha OCHOBE (hosibru (TPEXCIIONHBIA MaTepuaj, BKIIOYAIOMIMKA aTOMUHUEBYIO (OJIBIY, IJIEHKY W3
OPMEHTUPOBAHHOTO MOJMAMUJA, TOJUBUHWIXJIOPUAHYIO IUIEHKY) M (OJBIU  aJIOMHUHHEBOM
ME€YaTHOM JIJAKUPOBAHHOM.

1,2, 3,4, 7 win 10 KOHTYpHBIX SYEHKOBBIX YIAKOBOK BMECTE C MHCTPYKLHEH IO MEAUIIMHCKOMY
MIPUMEHEHHUIO (JIMCTOK-BKJIAJIBIII) TOMEIIAIOT B KAPTOHHYIO YIIaKOBKY (TIauKy).

6.6. Oco0ble MepbI MPEIOCTOPOKHOCTH NMPH YTHIM3ALUH MCIO0JIb30BAHHOIO JeKAPCTBEHHOI0
npenapara WM OTXO0J0B, NOJYYEHHBIX IOcC/e NMPUMEHEHHUs JIEeKApCTBEHHOI0 Mpenapara, u
Apyrue MAHUMYJISAILUHU € TPenapaTom

He cnenyer oTkpbIBaTh WM pa3gaBiIuBaTh Kamncyiabl. Eciu mopomiok jgeHannaoMuaa momnaaaeT Ha
KOXY, CIeAyeT HEMEUIEHHO TINATEIbHO MPOMBITH KOXY BOJIOM C¢ MbUIoM. Eciam neHanupomua
MOMaJaeT Ha CIU3UCThIE 000JI0UKH, KX HEOOXOAMMO THIATEIHHO MPOMBITH BOJIOMH.

MenuiuHckie paOOTHUKK W JIUIA, OCYHIECTBISIONIME YXOJ, JOJDKHBI HOCHUTH OJHOpPA3OBbIE
nepyaTKy Npu 00palieHUH ¢ OIMCTEPOM WM KaICyIoi. 3aTeM MepyaTku cielyeT OCTOPOKHO CHSITh,
4TOOBI HE JIOMYCTUTh KOHTAaKTa C KOXEW, TOMECTUTh B T€PMETUYHBIN MOJUAITUICHOBBIN MaKeT U
YTUJIM3UPOBATh B COOTBETCTBUU C MECTHBIMH TpeOoBaHUsAMU. [Tociie 3Toro pyku ciaenyeT TiareabHo
BBIMBITH BOJIOH C MBUIOM. bepeMeHHBIM KEHIIMHAM WM JKEHIIMHAM, KOTOpBIE MOJ03PEBAIOT, YTO
OHU MOTYT OBITh OEpEMEHHBI, HE CIIETyeT MPUKAcaThCsl K OJUCTEpy UIIU KamcyJle.

Becw octapmuiics HeKapCTBeHHLIﬁ npenapar U OTXOAbl CICAYCT YHUUYTOXUTH B COOTBCTCTBUU C
YCTAaHOBJICHHBIMHW  HAallMOHAJIBHBIM  3aKOHOAATCIbCTBOM Tpe60BaHI/I$[MI/I. Hewncnons30BaHHbBIM
npemnapar pCKOMCHAYCTCSA BEPHYTh B MCAUTTHMHCKOC YUPCIKIACHUC 110 OKOHYAHUUA JICUCHU .
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7. IEPJKATEJb PETUCTPALIMOHHOIO YIOCTOBEPE st~ 54 TEITEHOCTS 0001)

Poccus

000 «O30H Menukay

445043, Camapckas o6nactb, 1.0. Tonbsittu, TEP. O93 IIIIT, MI'CTP. 3-1, 35anue 11, ctpoenue 1,
KoM. 37.

7.1. llpencraBuTtenb aepkaTesisi pericCTPALMOHHOI0 YA0CTOBEPEeHHA

[Iperen3un norpeduTeNell HAMPaBIATh MO ATPECy:

Poccus

000 «O308»

445351, Camapckas 06171., 1.0. XKurynesck, r. XKurynesck, yi. [ mapocrponrenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBEHHBIN ITpenapaT OTHOCUTCS K KATETOPUM OTITYCKA 10 PELENTY.

O61ua;1 XApaKTCPUCTHKA JICKAPCTBCHHOI'O IIpCIiapara HeHaJ'II/I,I[OMI/I,I[ AOCTYIIHA B €AUHOM DPEECTPC
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3uiiCKOro 3KOHOMHUYECKOTO COK3a M Ha
oduIaILHOM caiite YIIOJTHOMOYEHHOTO oprasa (3KcriepTHOM OpraHU3AIIHH )
(https://Ik.regmed.ru/Reqgister/EAEU _SmPC).
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