COOTBETCTBYET 3KCINEPTHOMY OTYETY
o7 27.10.2025 N2 26826

(NOCNEQCBATENEHOCTE 0003)

OBHIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA
V' JlanubIii 1eKapCTBEHHBIH IPENApaT MOIEKUT JOTIOJTHATEIEHOMY MOHUTOPHHTY.
OTO MO3BOJUT OBICTPO BBIABUTH HOBYIO MH(pOpMaIMio 1o O6ezonmacHocTH. Mbl oOpaiaemcst K
pabOTHUKAM CHUCTEMbI 3APaBOOXPAHEHHS C MPOCHOOW COOOIATh O JIIOOBIX MOJ03PEBACMBIX
HE)KEJNATeNbHBIX peaknusax. [Iopsmok cooOmeHns 0 HeXeNaTeNbHbIX PeaKkIHsIX MPEICTaBICH B

pazaene 4.8.

1. HAUMEHOBAHHE JIEKAPCTBEHHOI'O IIPEITAPATA
Jlenanunomun-Ilpomomen, 2,5 mr, KancyJisl.
Jlenammunomuna-IIpomomen, 5 Mr, KancyJisl.
Jlenamunomun-IIpomomen, 7,5 mr, KarcyJsl.
Jlenamunomun-Ilpomomen, 10 mr, Karncynisl.
Jlenamunomun-IIpomomen, 15 Mr, Karncyisl.
Jlenamunomun-Ilpomomen, 20 Mr, Karcyibl.

Jlenamunomun-Ilpomomen, 25 Mr, Karncyisl.

2. KAUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JelicTBy1olee BENECTBO: JICHAIUAOMU.

Jlesamunomua-IIpomomen, 2.5 M, KariCviisl

Kaxxgas xarncymna coaepkut 2,5 Mr JeHaJIUJOMU/IA.
BcnomoraTenbHble BelecTBa, HaJIHMUWe KOTOPBIX HAJ0 YUUTHIBATh B COCTaBE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

Jlenamngomun-IlpomoMen, 5 Mr, Kancviisl

Kaxxgas xarncymna cogepKuT 5 Mr JeHaTUIOMUA.
BcnomoraTenbHble BelecTBa, HAaJIMYWe KOTOPBIX HAJO0 YUUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npenapara: jaktosa u a3opyous (E122) (cm. paznen 4.4).

Jlenamngomun-Ilpomomen, 7.5 mMr, Karcyabl

Kaxxgas xarncymna coaepkut 7,5 Mr JeHaJIUJOMU/IA.
BcmoMoratenbHble BeliecTBa, HATUYME KOTOPBIX HAO0 YYUTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npenapara: jaktosa u a3opyous (E122) (cm. pazuen 4.4).

Jlenamnpomun-Ilpomomen, 10 mMr, Karcyisl

Kaxxnas kancyna conepxkut 10 Mr IeHaTuoMHuaA.
BcnomoratenbHble BelllecTBa, HaJUYUE KOTOPBIX HAJ0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O

nmpenapara: J1laktosa (cM. pasnen 4.4).
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Jlemanunomua-IIpomomen, 15 Mr, Karcyisl

Kaxxnas kancyna conepkut 15 Mr ieHanmuaoMuaa.
BcrnomorarenbHbie BelIeCTBa, HAJMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasnen 4.4).

Jlenanmunomua-IIpomomen, 20 Mr, Karcyibsl

Kaxnas kancyna conepxkut 20 Mr JICHaTUIOMHIA.
BcrnomorarenpHbIe BEIECTBA, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: jlaktosa (cm. pasnen 4.4).

Jlenanunomua-Ilpomomen, 25 Mr, KarcyJibl

Kaxxnas karcysna conepkuT 25 MT JICHaTUI0MH/IA.
BcnomoratenbHble BeleCcTBa, HATUYHE KOTOPBIX HAI0 YYUTHIBATH B COCTABE JICKAPCTBEHHOTO

npenapara: Jlaktosa (cM. pasuen 4.4).
[TonHbIN TIepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.
3. IEKAPCTBEHHAS ®OPMA

Kancynsr.

Jleganunomua-IIpomomen, 2.5 MI, KalCyJIbl

TBepapie sxenatnHOBBIE Kamcyibsl Ne 4, kxopmyc Oenoro mBera, KpBINIKA CHHETO IIBETa
LHWIMHJPUYECKON (POPMBI ¢ TOTycPepuIecKUMU KOHIIAMH.

Jlenamnpomun-IlpomoMen, 5 Mr, Kancviibl

TBepable sxenatuHOBbIE Kamcynbl Ne 3, kopmyc Oenoro IBeTa, KpbllIKa Troiyooro Isera
WIMHAPUYECKON (POPMBI C MONTyCPepuIecKUMU KOHLIAMH.

Jlenamngomun-Ilpomomen, 7.5 mMr, Karcyabl

TBepaple xenaTMHOBbIE Karcyibl Ne 2, xopryc royiyooro IBera, KphllIka roiy0oro Iisera
WIMHAPUYECKON (POPMBI € oTychepruuecKuMU KOHIIAMH.

Jlenamugpomua-IIpomomen, 10 Mr, Kancymabl

TBepnple >xkenaTHHOBBIE Karcynbl Ne 2, Kopmyc CHHEro IIBeTa, KpbIINIKA CHHETO I[BETa
LHWIMHJPUYECKON (POPMBI ¢ TOTycPepuIecKUMU KOHIIAMH.

Jleganunomua-IIpomomen, 15 Mr, Karcyibsl

TBepabie xkenmaTMHOBBIE Karcynbl Ne 1, kopmyc Oenoro IBera, KpbIIIKa MKENTOro IBeTa
HWIMHJPUYECKON GOpMBI ¢ oTychepuuecKUMHI KOHIIAMH.

Jlenammnoomun-Ilpomomen, 20 Mr, Karcyibl

TBCpI[LIe JKCIIATUHOBBIC KallCYJIbL Ne 0, KOpmyC JKCJITOr0 HOBCTA, KPbIIIKA KEJITOr0 NIBCTA

WIMHAPUYECKON (POPMBI C OTyCHepruuIecKUMU KOHIIAMH.
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Jlenanunomua-Ilpomomen, 25 Mr, KarCvyibl

TBepaple >xenmatuHoOBbIE Kamcyisl Ne 0, kxopmyc Oenoro mBera, KpblllKa Oeloro IBera
HUIMHIIPUYECKON (POPMBI ¢ TOTycPepruyecKUMU KOHIIAMH.

Copgepxumoe Karcys — HOPOILIOK OT OeJIoro J0 CBETJIO-KeNATOoro 1Bera. Jlomyckaercs Haaudue
KOHIJIOMEpATOB (KOMOYKOB), JIETKO pacHaJarolIuXcsi MpH JITKOM HaJaBJIMBAaHUU CTEKJISHHOU

HaJIOYKOU.

4. KIMHUYECKHUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0
Jlenamunomua-IIpomomMen mokasaH K IPUMEHEHHUIO Y B3POCIIBIX.

MHuoxecTBeHHAs MUEIOMa

B xoMOuHaiuu ¢ 60pTe30MUOOM M ACKCAMETa30HOM JIJIS JICUCHHS B3POCIIBIX MAIMEHTOB C PaHEe
HE JICYCHHOH MHO>KECTBEHHONH MUEIIOMOH.

Jns  mopaepKMBarOmIero JIEYEHUsT B MOHOTEpAluu  B3pPOCHBIX IMAIIMEHTOB C  BIEPBBIC
JTUAarHOCTUPOBAHHONW MHOXXECTBEHHOM MHEJIOMON TOCie TpPaHCIUIAHTAlUU —ayTOJIOTHYHBIX
reMOIIOATUYECKUX CTBOJIOBBIX KJIETOK.

Jlns eyeHus B cocTaBe KOMOMHHUPOBAHHOM TEpaIlUK B3POCIIBIX MAIIMEHTOB C paHee HEe JICUSHHOM
MHOXECTBEHHON MHEJIOMOM, KOTOPHIM HE IIOKa3aHa TPAHCIUIAHTAIMS TE€MOIOITUYECKUX
CTBOJIOBBIX KJIETOK.

B xomOuHammu c aekcamMeTa3oHOM ISl JICUEHUS B3POCIBIX MAIMEHTOB C MHOXKECTBEHHOMU
MHUEJIOMOM, KOTOPBIE MOIYYHIIH, 10 MEHBLIEH MEpE, OJHY JTUHUIO TepPaAIUu.

MuenoaucniacTUueCKue CHHAPOMBI

Jns nedeHus B3pOCHBIX MAUMEHTOB C TpaHC(Y3MOHHO-3aBUCHMON aHEMHEH, pa3BUBILIEICS Ha
(doHE MHETOIUCIUIACTUYECKUX CHUHAPOMOB HH3KOM MM NPOMEXKYTOUHOW-1 Tpymmbl pucka,
aCCOLIMUPOBAHHBIX C IUTOTCHETUYECKUM HapYILIEHUEM B BUIE JCIELUH 50 B IPUCYTCTBUU WIIU B
OTCYTCTBHE IPYTUX HUTOT€HETUYECKUX HAPYILIECHUN.

JIumdoma n3 KJIETOK MAHTHHUHON 30HBI

s nedeHus B3pOCHBIX MALIMEHTOB C PELUIUBUpPYIOLIEH MU pedpakrepHOi JnuMdomMoil u3
KJIETOK MAaHTUWHOW 30HBI.

DonnukyaspHas .III/IMd)OMa WIn J'II/IMd)OMa M3 KJIETOK MapTrUHAILHON 30HEI

B xomOunanuu ¢ putykcumadom (antu-CD20 anTHTENOM) JI71s JI€UEHUS B3POCIbIX MAllHEeHTOB C

paHee JieueHHON (HOUTUKYIIIPHOHN JTUMQPOMON Uil JIMM(POMON U3 KIETOK MAapTUHAILHON 30HBI.
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4.2. Pexxum 103MpOBaHMs U C1IOCO0 NPUMEHEHUs!

Jleuenue npenaparom Jlenanmumomua-IIpomomen HE0OXOIUMO TPOBOAUTH IO HAOIIOIECHUEM

Bpayda-XMMHOTEPAIIEBTA.

Jl1s Bcex moka3aHuil, yka3aHHbBIX HUXKE:

e l3MeHeHHe J03bI JODKHO MPOU3BOIUTHCS HA OCHOBAHMHM KIMHUYECKHX M J1a0OPaTOPHBIX
JaHHBIX (cM. pasaen 4.4).

e l3MeHeHHe M03bI B XOJ€ JICYCHUS MM €r0 BO30OHOBJICHHUS CIEAyeT NPOM3BOIUTH NpPHU
pa3BUTHH TPOMOOIIUTONICHUH, HEUTpONeHUN 3 U 4 CTENEeHU TSHKECTH WU JPYTHX BUIOB
TOKCUYHOCTH 3 U 4 CTENEHU TAKECTH, CBSI3b KOTOPBIX C IPUMEHEHHUEM JIEHAIMIOMH1A HEJIb3s]
UCKJIIOUUTb.

e B cimyuae HEUTPOIIEHUU CIEAYET PACCMOTPETh BOZMOKHOCTh HA3HAYCHUS NAIIUEHTY (PaKTopa
pocra.

e Ecnu ¢ MOMeHTa MPOIYIIEHHOT0 MpHeMa OYepeIHOM A03bl penapara npouuio Menee 12 4,
MNAlMEHT MOKET MPHUHITH 3Ty IMPOIMYIICHHYI 103y, a €clii mpouuio Oonee 12 4 —
IPOMYLICHHYIO0 103y IpUHUMaTh He cienyer. Crenyromas 103a J0JDKHA ObITh NPUHATA Ha
CJIEYIOIINN IEHb B OOBIYHOE BPEMSI.

PexxuM J103upoBaHus

Bnepsvie ouacnocmuposannas mnoscecmseennas mueroma (BJAMM)

Jlenanuoomuo 6 KomOuHauyuu ¢ Oopme3omMubom U O0eKCamemazoOHoM Ol JeYeHU 83DOCAbIX

Nayuenmos Cc pamee He 1e4eHHOU MHONCECMBEHHOU MUCIOMOU

e HauanbHas Tepanus: JTEHAIHIOMH B KOMOMHAIIMK ¢ OOPTE30MUOOM U JEKCAMETa30HOM

He cnemyer HauumHaTh Tepamuio JEHATHMAOMUAOM B KOMOMHalUKM C OOpTE30MHOOM U
JIeKCaMeTa30HOM, ecii abCcomoTHOe vucao Heitpodunos (AUH) < 1,0 x 10%n w/umm umcio
Tpom6onuToB < 50 x 10%1.

e Pexomenayemas no3a

PexoMeHnyemass HadanmpbHas 71032 JICHATHIOMHJIA COCTaBIseT 25 MT OAWH pa3 B JIeHb BHYTPb,
moo:

1) c¢ 1 o 14 nenb kaxa0ro 21-aHEBHOIO IUKJIA JICUCHHS

1580071

2) ¢ 11021 nens kaxa0ro 28-THEBHOTO IMKJIA JICYCHHUS.

bopTezomMu® nomkeH NPUMEHATHCS B BHAEC NOAKOKHOW uHBEKIUU (1,3 MI/M? TUTOIIATH
MOBEPXHOCTH TeJa) 1Ba pa3a B Henento B 1, 4, 8 u 11 nHu kaxnaoro 21- unu 28-AHEBHOTO LIUKJIA.

PCKOMCHI[yCMaSI J03a JCKCaME€Ta30Ha COCTaBJIACT:
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1) 20 mr oauH pa3 B icHb BHYTpb B 10U 1,2,4,5,8,9, 11 u 12

W

2) 40 mr oauH pa3 B ieHb BHYTPb ¢ 1 10 4 11 ¢ 9 1o 12 1eHb KaK10ro IHKIIA.

Pexomenayercs 10 8 mOBTOpHBIX 2 1-THEBHBIX WU 6 TOBTOPHBIX 28-THEBHBIX IIUKIIOB (24 Henenu
Ha4yaJIbHOU Tepamnun).

PexoMeHyeMblil pexxum Jgo3upoBanHus s npenapara Jlenanunomua-IIpomomen B komOUHaIIMN

¢ 60pTE30MHUOOM M JIEKCAaMETa30HOM

enb (21-gHEBHOTO ITUKIIA)

flo 8 maxcnos 1/213/4lsl6/7]8/9]10 /111213141521
Tenanunomus (25 mr) e e e o olololoalele o o |o |
Boprezomu6 (1,3 mr/m?) . . . .
Jlekcameta3oH (20 mr) o | o | o | o |

nin

Jlensb (28-1HEBHOTO ITUKIIA)

Jlo 6 mmnos | 1| 2| 3] 4]5[6[7[8[9[10]11]12] 13 14] 15] 16] 17| 18] 19 20| 21] 22

28

HeHaHI/IHOMI/IH L] L] L] L] L] L] L] o L] o L] L] e L] L] e e L] L] L[] ]
(25 mr)

Bboprezomub | ¢ . . .
(1,3 mr/m?)

JlekcaMeTa3oH * | ¢ | ¢ | oo | o |
(40 mr)

e HenpepsiBHas Tepanus y NAUUEHTOB, KOTOPBIM MOKAa3aHa TPAHCIUIAHTALMS ayTOJIOTMYHBIX
reMono3THYeCKuX cTBOIOBBIX KiIeToK (TT'CK)

V mnanuenTtoB, kotopbiM nokazana TI'CK, MoOunu3anusi reMaToIOrH4eCKUX CTBOJIOBBIX KJIETOK
JIOJ>KHA TPOUCXOIUTH B TIEPBbIE 4 1IMKJIa HAYaJIbHOM TEpaIvu.

e  HenpepsiBHas Tepanus y NaMEHTOB, KOTOPBIM HE MOKa3aHa TPAHCIUIAHTALINS: JICHATUAOMU
B KOMOMHAIIMH C JIEKCAMETA30HOM JI0 TIPOTPECCHPOBAHUS 3a00JIEBaHMS

[IponomxkaroT npueM JieHanuaoMuAa 25 Mr OJJUH pa3 B JIeHb BHYTPb € 1 110 21 1eHb MOBTOPHBIX

28-HEeBHBIX IMKJIOB B KOMOMHAIIMH C JeKcaMeTa30HOM. PexkoMmeHayemas /103a JeKcaMmeTa3oHa

cocrasisieT 40 Mr ouH pa3 B A€Hb BHYTPb B 1, 8, 15 1 22 1HM MOBTOPHBIX 28-THEBHBIX LUKIIOB.

5
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[TareHTHI MOTYT MPOJOJDKATh TEPAINHUIO0 A0 MPOTrPECCHPOBAHUS 3a00JEBAHUS WM TOSBICHUS
IIPU3HAKOB HENIPUEMIIEMON TOKCHYHOCTH.

° ITomaroBoe cCHUKEHHE JO3bI

Jlenanmuapomua?
Hauanbnas nosa 25 mMr
Jlo3a ypoBHs -1 20 mr
Jlo3a ypoBHs -2 15 mr
Jlo3a ypoBHs -3 10 mr
Jlo3a ypoBHs -4 5wmr
Jlo3a ypoBHs -5 2,5 Mr Wiy 5 Mr kaxzplie 48 4

4 Cruoicenue 003vl OJisl 6Cex npenapamoe mMoaHcem ocywecmseisimsbcil He3a6Ucumo.

e  TpomOomuTONEeHHS

KoauuecTBo TpOMﬁOIII/ITOB Pexomenganuu

Cruzuoch 10 < 30 x 10%/x
BoccranoBuiaock 10 > 50 x 10%/xn

[IprocTaHOBUTH JICUCHUE JICHATHIOMHJIOM
B0300HOBHTE JieUeHUE JICHAIUIOMHUIOM B
J103€ YpOBHS -1 0JIMH pa3 B IeHb
[TproCTaHOBUTD JICUCHHE JICHATUIOMHUIOM
B0300HOBHUTE JICUCHHE JICHATUIOMUIOM B
JI03€ CJEIYIIIEero 0Ooyiee HU3KOTO YPOBHS
OJIMH Pa3 B JICHb

Kaxxnoe nocneayromiee cHmwkenne < 30 x 10%n
BoccranoBuioch 10 > 50 x 10%/x

e Helitponenus

AYH Pexomenganun?

Cuusuiocs 10 < 0,5 x 10%m unu pebpupHas
HEUTponeHus (JUX0opajKa ¢ TeMIepaTypoun
Tema > 38 °C; < 1 x 10%m)

Boccranosuiock 10 > 1 x 10%/n

IIprocTaHOBUTH JIEUEHHUE JICHAUIUIAOMUIOM H
KOHTPOJUPOBATh KOJMYECTBO BCEX KIIETOK
KPOBH HE PEXE OJHOTO pa3a B 7 JHEU
Bo300HOBUTH JieueHUE B J103€ YPOBHA -1 olUH
pa3 B I€Hb

Kaxxnoe mocneayroiee CHI>KEHUE
< 0,5 x 10%n unm pebpunbHas HEHTPOTIECHHS
Boccranosmiock 1o >1 x 10%/x

HpI/IOCTaHOBI/ITB JCYCHHUC JICHAIMJOMHUAOM

B03006HOBUTS JiIeueHHE JTCHATUAOMUIOM B J103€
cieayromiero 0ojiee HU3KOro YpOBHS OJIUH Pa3
B JICHb

4 Ha ycmompenue gpaua, eciu HelimponeHust a6Jiaemcs eOUHCMEEHHbIM NPOSBIEHUEM MOKCUYHOCIU Npu 110001 003e
JIEHAIUOOMUOA, MOICHO 006a8UMb K Mepanuu paHyioyumapHsli KojoHuecmumyaupyrowut gaxkmop (I'-KC®) u
COXpaHums 003y JEHATUOOMUOA.

HOO()el?DfCLlGaIOWCl}Z mepanu: JACHATUOOMUOOM Yy nayueHmoe nocine  mpdaHcnaiarmauuu

AVMOJI02UYHBIX 2emonodmuyeckux cmeonoeswlx kiemok (T1 CK)

[MonnepsxuBatomias Tepamnust JICHATHIOMHUIOM MOXET ObITh HayaTa IMpH yCIOBHHU ITOJHOIIEHHOTO
BOCCTaHOBJIEHUs TeMmaToiornyeckux mnokasareneil mocie TI'CK y manueHTOB, HE MMEIOLIMX
TIPU3HAKOB TIpOrpeccupoBanus. JleHamuaoMus| He cleyeT Ha3HauaTh, ecin AUH < 1,0 x 10%n

¥I/¥ITH 9HCII0 TpoMbommToB < 75 x 10%/71.
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e Pexomenayemas no3a

Pekomennyemas HauvanbHas 11032 JEHAIMAOMHUJA cocTaBisieT 10 Mr OOuMH pa3 B JI€Hb BHYTPb
HenpepplBHO (¢ 1 mo 28 neHb NOBTOPHBIX 28-AHEBHBIX LMKIOB) 1O IPOrPECCUPOBAHUS
3a00JI€BaHUs WU MOSIBIICHUS MPU3HAKOB HenepeHocuMocTu. [locie 3 HUKII0B MoAIepKUBAOIIEH
Tepanuu JEHAIUJIOMHUJIOM J03y Ipernapara MOXKHO YBEJIMYNTH 10 15 Mr ouH pa3 B A€Hb BHYTpPb
IIPU XOPOLLIEH NEPEHOCUMOCTH.

e [lomaroBoe CHHXEHUE 10361

Havanpnas no3a (10 mr) [Tpu noBeimennn 10361 (15 mr)?

Jo3aypoBus -1 | 5 mr 10 mr

Hoza ypoBHs -2 | 5 mr (nuu 1-21 kaxzple 28 qHei) | S5 mr

Ho3za ypoBus -3 | He mpumeHnMO S wmr (mau 1-21 kaxapie 28 nHei)

He npumensarts 10361 HIKE 5 Mr (mHU 1-21 xaxasie 28 nHei)
“[ocne 3 yuxnoe noddepacusarowjeli mepanuu J1eHaIuoOMUOOM 003y RPEnapama MONCHO yeeaudums 00 15 me ooun
pasz 6 0elb 6HYmpb Npu Xopouieti NePeHOCUMOCMU.

e  TpomOoruTONCHU

Kosau4vecTBO TpOMOOUUTOB PexoMenpanuu

Crusuoch 10 < 30 x 10%/x [IprocTaHOBUTH JICUCHUE JICHAIHIOMUIOM

BoccranoBuiioch 10 > 30 x 10%/x B0300HOBUTE JleUeHHE JICHAIMIOMHUIOM B
7103€ YpOBHS -1 OJIMH pa3 B JIcHb

Kaxnoe MOCIEAYIOIIEE cHikeHue | [[procTaHOBUTH JIEUEHHE JICHATHIOMHUIOM

<30 x 10%x

Boccranosuioch 10 > 30 x 10%/x B0300HOBHATE JleUeHNE JICHAIMIOMHUIOM B

A03¢C CIICAYHOUICTO 0oJiee HHU3KOIO YPOBHA
OIVH pa3 B ICHb

e Helitponenus

AYH Pexomenpamun?

Crusminock 1o < 0,5 x 10%n [IprocTaHOBUTH JIeUEHUE JTEHAIUIOMUOM

Boccranosmiocs 10 > 0,5 x 10%/ B0300HOBHTE JIeUeHHE B J103€ YPOBHS -1 0MH
pa3 B JICHb

Kaxnoe MOCIEqYIOIIEe cHKeHue |[IprocTaHOBUTH J€YEHUE JIEHATMIOMHUIOM

<0,5 x 10%n

Boccranosmiocs 10 > 0,5 x 10%/ B0300HOBUTE JIeUeHNE TEHAIUIOMHUIOM B J103€
cienyrolero 6oxee HU3KOTO YPOBHSI OJIMH pa3
B JI€Hb

4 Ha ycmompeHue 8paua, eciu Hetimponerust A6Aemcs eOUHCMEEHHbIM NPOAGIeHUeM MOKCUUHOCIU npu 110601 003e
JIEHANUOOMUOA, MOICHO 000A8UMb K MEPanuu SpanyioyumapHulii koionuecmumynupyrowui gaxkmop (I-KC®P) u
coxpanums 003y AeHATUOOMUOA.

Jlenanuoomuo 6 KOMOUHAUUU ¢ OeKCaAMemda30HOM 00 NpPocPeccupos8anus. 3a001e6aHusl vy

nayuernos, Komopvim He noKasaHa mpaHcnianmayus

He cnenyer HaumHaTh Tepanuio neHamumommiom, ecin AUH < 1,0 x 10%n w/umu umcio
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e Pexomenayemas no3a
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Pexomennyemas HayasbHas J103a JICHAJIUAOMUA COCTABISIET 25 MI' OJIMH pa3 B JIEHb BHYTPb C

1 mo 21 neHb NOBTOPHBIX 28-IHEBHBIX HUKIIOB. PekoMeHyeMas 103a JeKcaMeTa30Ha COCTABIISAET

40 Mr oJiMH pa3 B JIeHb BHYTPb B 1, 8, 15 1 22 1HU MOBTOPHBIX 28-AHEBHBIX HUKIOB. [lanueHTs

MOT'yT HpOJO0JIKATh TEpallUuio JICHAIMAOMUIAOM MW ACKCAMCTA30HOM [0 IIPOrpeCCUpPOBAHUSA

3a00J1eBaHUS UJIU ITOSBIICHUS IMPU3HAKOB HCTICPCHOCUMOCTH.

° ITomaroBoe cCHIKEHHE JO3bI

Jlenaannpomua? Jexcamerazon?®
Hauanbnas noza 25 mMr 40 mr
Jo3a ypoBHs -1 20 mr 20 mr
Jlo3a ypoBHs -2 15 mr 12 mMr
Jlo3a ypoBHs -3 10 mr 8 Mr
Ho3a ypoBns -4 S wmr 4 mr
Jlo3a ypoBHS -5 2,5 Mr He nmpumennmo

@ Crudrcenue 003l 0Jis1 KAHCO020 npenapama moancem oCyuwecmejisimvCia He3asuCumo.

e  TpomOomuTONCHHUS

KoJsmnvecTBO TPOMOOUIMTOB

Pexomenpanun

Cumsmiock 10 < 25 x 10%n

Boccranosmiocs 10 > 50 x 10%/1

IIpexparuts

10 KOHIa [uKJia?
Bo300HOBUTE JlIeueHHE B MEHBIIEH J103€
(B criemyromieM IMKJIE€ CHU3UTH J03y HA OJUH

JICYCHUC JICHAJIMAOMUJIOM

YPOBEHbB)

@ Eciu 0ozonumumupyrowas moxcuunocms ([JIT) passusaemcs na > 15 Odenv yukia, aeuenue AeHAIUOOMUOOM
PEKOMEHOYEemcs NPUOCMAHOBUMb, NO KpaliHell Mepe, Ha 0Casuuiics nepuod mexywezo 28-01eeHo20 yuria.

e Heltponenus

HGI\/JITpOHeHI/ISI — CIAWHCTBCHHOC IIPOABJICHHC
TOKCHYHOCTH

AYH Pexomenganuu?
Ilepoe crmkenme 10 < 05 x 10%n |IIpHOCTAHOBHTH JIEUEHHE JICHANHIOMUIOM
BoccranoBmwimoce g0 > 1 x 10%1 u |B0O30OHOBHTH Ji€UEHHE JICHATMIOMHIOM B

HavyaJbHOW J103€ O/IMH pa3 B JICHb

Boccranosmwioce g0 > 05 x 10%1 wm
HaOmonawTCss  Ipyrue, OTIWYHBIE  OT
HEUTpOINEeHNH, BUbI reMatonoruueckon JJIT

B0300HOBUTE JIeUeHHUE JIEHATUJOMUIOM B 103€
yYpoBHs -1 01MH pa3 B 1€Hb

Kaxmoe nocIeayolee CHIDKEHHE
<0,5 x 10%n
Boccranosmiocs 1o > 0,5 x 1091

HpI/IOCTaHOBI/ITL JCYCHHUC JICHAIMJOMHUA0OM

B0300HOBUTS JIeueHHE JICHATUIOMHUIOM B J103€
cienyrouiero 0oyee HU3KOro YpOBHS OIMH pa3

B JI€Hb

4 Ha ycmompeHue 8paua, eciu Hetlmponerus: A6Aemcs eOUHCIMEEHHbIM NPOSAGTIeHUEeM MOKCUYHOCIU NpU 10601 003e
JIEHANUOOMUOA, MOICHO 000A8UMb K MEPanuu SpanyioyumapHulii koionuecmumynupyrowui gaxkmop (I-KC®P) u

COXpaHums 003y JeHATUOOMUOA.
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Ecnu no3a nenanumomua Obuta CHIDKEHA B CBsi3u ¢ remarosiorudeckoit J1JIT, oHa MOXeT ObITh
MOBBIIIICHA /IO CJEMyIomIei, Ooyiee BBICOKOW J03bI (BIUIOTH 0 HadadbHOW J103bI) HAa (oHE
ynydmeHus:  (QyHKIUMA  KocTHoro Mosra (orcyrctBue JIJIT B TeyeHMe MHHUMYM
2 nocienoBareabHbIX muKiIoB: AUH > 1,5 x 10%1 u uncio Tpombo1uTOoB > 100 X 10%n B Hauase
HOBOTO IIMKJIA).

Jlenanoomuo 6  xombunauuu ¢ meahananom U NpeoHU30J0HOM ¢ nociaeoyvioueu

noooeparcusarowel mepanuell AeHAAUOOMUOOM v nauuermos, komopwvim He nokasana TI' CK

He nmomyckaercs HaumHaTh Tepamnuio jJeHaimuaomuaom, ecmm AYH < 1,5 x 10%n w/wnm wmcio
TpomGoruToB < 75 % 10%71.

e Pexomenayemas no3a

Pexomennyemas HayaibHas J103a JIeHaIuAoOMuAa coctasisier 10 Mr oiuH pa3 B JI€Hb BHYTPb C
1 mo 21 neHp MOBTOPHBIX 28-THEBHBIX IHMKIOB (OOIIEH YHCICHHOCTBIO 10 9 LHUKIOB), a
mendanana — 0,18 Mr/kr u npegHU30JI0Ha — 2 MI/KT BHYTPh B 1—4 JHHM MOBTOPHBIX 28-THEBHBIX
nukioB. [lanmeHTam, KOTOpble 3aBepIIMIM 9 MONHBIX IMKIOB WM HE MOTYT MOJIydYaTh
KOMOMHHMpPOBaHHYIO  TEpamui0  H3-32  HENEPEHOCHUMOCTH, Ha3HA4al0T  MOHOTEpAIUIO
neHanuaoMuoM: 10 Mr oauH pa3 B IeHb BHYTPb € | 110 21 1€Hb MOBTOPHBIX 28-1HEBHBIX LIUKJIOB

A0 IMPpOorpeCCUupOBaHUs 3a00/1eBaHuUs.

o ITomaroBoe CHMMKEHHUE JO3bI

Jlenaauaomun Meandanan IIpexnunsosion
HauanbHast mo3a 10 mr? 0,18 mr/kr 2 MI/KT
Jlo3a ypoBHs -1 7,5 mr 0,14 mr/xr 1 mr/kr
Jlo3a ypoBHS -2 S wmr 0,10 mr/kr 0,5 mr/kr
Jlo3a ypoBHS -3 2,5 mr He npumennmo 0,25 mr/kr

4 Eciu Helumponenus A615emcs. eOUHCEEHHbIM NPOSGLEHUEM MOKCUYHOCMU HA (oHe npumenenust 11000t 003bl,
cnedyem 0obasums k mepanuu I -KC® u npodondicumsv nevenue 1eHAIU0OMUOOM 8 moti dice 003e.

e  TpomOoruTONEeHHS

KoauuecTBoO TpOMﬁOIII/ITOB Pexomenganuu

IepBoe cHmkenue 10 < 25 x 10%1
Boccrarosuiock 10 > 25 x 10%n

[IpuocTaHOBUTH  JIeYEHHE  JICHAJTUJAOMHJIOM
Bo0300HOBUTL JIeUeHHE JECHATUJOMUIOM H
MesasaHoM B J103€ ypoBHs -1

JIJ1s KayI0T0 TIOCIIETYIOIIEr0 CHIYKECHHS
<30 x 10%n
Boccranosmiocs 10 > 30 x 10%/n

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIINJOMHUI0OM

Bo0300HOBATL JI€UeHHE JIEHATUIOMHUIOM B
MEHBIIeH J03€ (103€ YPOBHA -2 UM -3) OAHH
pa3 B JICHb
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e Helitponenus

AYH Pexomenganun?

[lepsoe cHmxenne 10 < 0,5 x 10%n®|I[IpHOCTAHOBUTH JIeYEHHE JICHATUIOMHIOM
BoccranoBwinoce jgo > 05 x 10%1 u|Bo30GHOBHTH JIeYEHHE JICHAIHIOMUIOM B
HEUTpONICHUSI — EAWHCTBCHHOE IIPOSBIICHIE | HA4aIbHOW 03¢ OJMH pa3 B JICHb
TOKCUYHOCTH
BoccranoBwinoce g0 > 05 x  10%1  u| Bo30GHOBHTH JieUeHHE JIEHATHIOMUIIOM B 103€
HAOMIOIAIOTCS  JPYTHE€  TIeMaToJOTHYecKHe | ypoBHS -1 OJMH pa3 B ICHb

JUIT, oTiM4HbIE OT HEUTPOIICHUH

Kaxmoe MOCIICAYIOIIee cHIKeHHE | [IpHOCTaHOBUTSD JICUECHUE JICHATHIOMHJIOM

< 0,5 x 10%n

Boccranosmiochk 10 > 0,5 x 10%/7 B0300HOBUTE JIeUeHNE JTEHATHIOMHUIOM B 103€
clIeayroIiero 06oiee HU3KOrO YPOBHSI OJIUH pa3
B JICHb

4 Ha ycmompeHue gpaua, eciiu HelimponeHust A6Jsemcst eOUHCMEEHHbIM NPOSGIEHUEM MOKCUYHOCTU npu 110601 003e
JIEHATUOOMUOA, MOICHO 006asUMb K mepanuu cpaHyioyumapHoli KojoHuecmumyrupyrowui gaxkmop (I'-KC®) u
COXpaHums 003y JEHATUOOMUOA.

Mnoocecmeennas muenoma (MM) y nayuenmos, noayuusuux Kak MUHUMYM OOHY TUHUIO MePAnUU
He nomyckaercs HaunHaTh JieueHue JieHamuaomMuaom, eciim AUH < 1,0 x 10%/11 /MK KOJTMYECTBO
TpoMmGormToB < 75 x 10%1 mim, B 3aBHCHMOCTH OT CTeNeHHM MH(MHILTPAIMH KOCTHOTO MO3ra
MJIa3MaTHYECKUMU KJIETKaMH, KOJIMYECTBO TPOMOOIUTOB < 30 X 10%.

Pexomenayemas HayanpHas J03a JICHAJIUAOMUAA COCTAaBIAET 25 MI BHYTPh OJMH pa3 B JICHb B
1-21 nenb NOBTOPHBIX 28-THEBHBIX IIUKIIOB.

e Pexomenayemas no3a

Pexomenmyemast mo3a gekcamera3ona cocrapiser 40 mMr oquH pa3 B neHb B 1-4, 9-12 u 17-20
JTHU Ka)KJ10T0 28-THEBHOI'O 1IMKJIa B IIEpBbIE 4 [IUKJIA Tepanuy, a 3areM 1o 40 Mr oauH pa3 B I€Hb
B 1-4 nHu Ka)xxa0r0 mocneayomero 28-1HeBHOTO IIUKJIA.

Bpauy crnenyer TmarenbHO MoaOUpaTh 103y JeKCaMeTa30Ha, IPUHUMAs BO BHUMaHUE COCTOSIHUE
ManyeHTa U CTaauIo 3a00JICBaHU.

e [lomaroBoe CHUXEHUE 1036l

Hauanbnas no3a 25 mr
Jo3a ypoBHs -1 15 mMr
Jlo3a ypoBHs -2 10 mr
Jlo3a ypoBHS -3 5wMr

e  TpomOoruToneHHs

Kosau4vecTBOo TpOMOOUUTOB Pexomenpanun
Iepsoe camxenne < 30 x 10%/1 [TproCTaHOBHUTH JICUCHUE JICHATHJIOMHUIOM
Boccranosumocsk > 30 x 10%/x B0300HOBUTE JIeyeHHE JEHAIUIOMUIOM B

J103€ ypoBHsI -1

10
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Kasxoe nocnenytomee camkenne < 30 x 10%/n
Boccranosmiock 10 > 30 x 10%/n

IIpuoCTaHOBUTH JIEYEHHUE JICHATUIAOMMIOM
B0300HOBUTE J€ueHHME JICHAIMJOMUIOM B
MeHbIIIeH 103€ (103a YpOBHS -2 WK -3) OJUH
pa3 B JICHb

He nmpumensaTs 10361 IpenapaTa HUXKE 5 MI B
JI€Hb

e Helitponenus

AYH

Pexomenganun?

IepBoe camxenne < 0,5 x 10%/1

BoccranoBumoce > 05 x  10%1 w
HEHTPONEHHUS — €IMHCTBEHHOE MPOSBICHUC
TOKCHUYHOCTH

[TprOCTaHOBHUTH JIEYEHHE JICHATUIOMHIOM
Bo0300HOBUTH JlcUEHHUE JIEHATUAOMHUJIOM B
HaYaJIbHOM /103€¢ OJUH pa3 B JIeHb

BoccranoBwioce o > 0,5 x 10%m u ects
apyrue nposisinenust remarosornaeckout JJIT,
OTJIMYHBIE OT HEHTPOIICHUH

Bo306HOBUTH JleUeHHE JICHAIWJOMUIIOM B
J103€ ypoBHs -1 0JIMH pa3 B IeHb

s Kaxaoro mocieayrouero
< 0,5 x 10%n
Boccranosmiocs > 0,5 x 10%/n

CHMKCHUA

HpI/IOCTaHOBI/ITI) JCYCHHUC JICHAJIMJOMHA0OM

B0300HOBHUTE JIeUCHHE JICHAIUJOMHIOM B
MEHbIIEH 103¢e (mo3a ypoBHS -1, -2 wiu -3)
OJIMH Pa3 B JICHb
He npumeHsTh 103bI Mperapara HUXKE S5 MT
OJIMH Pa3 B JICHb

4 Ha ycmompenue epaua, eciu HellmponeHust a6saemcs eOUHCMEEHHbIM NPOSABIEHUEM MOKCUYHOCMU Npu 110001 003e
JIEHATUOOMUOA, MOICHO 006asUMb K mepanuu 2paHyioyumapHoli KojoHuecmumyrupyrowui gaxkmop (I'-KC®) u

COXpaHums 003y JEHATUOOMUOA.

Muenooucnracmuuecxkue cunopomst (M/[C)

He omyckaeTcst HaUMHATH TEPAIUIo JeHanuaoMuaom, eciu AUH < 0,5 x 10%/71 u/unu konudecTso

TPOMOOLIUTOB < 25 X 10%x.

e Pexomenayemas no3a

Pexomenayemast HauanbpHas /1032 JICHATUAOMEIA cocTaBisger 10 Mr BHyTpb OJIMH pa3 B J€Hb C |

1o 21 JeHh MOBTOPHBIX 28-THEBHBIX IIUKJIOB.

L4 ITomaropoe CHH)KEHHE 10361

HauannHag no3a

10 Mr ouH pa3 B ieHb ¢ 1 o 21 neHb kaxapie
28 nueit

Jo3a ypoBHs -1

5,0 mr oauH pa3 B JaeHb ¢ | mo 28 neHb
Kakaple 28 mHel

Jlo3a ypoBHs -2

2,5 mMr oauH pa3 B JeHb ¢ | mo 28 neHb
Kakaple 28 mHen

Jlo3a ypoBHs -3

2,5 mr uepe3 neHb ¢ 1 mo 28 neHb Kaxable
28 nueit

11
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e TpomOouutoneHus

KosanyecTtBo TpoMGOLIMTOB

PexomMenganuu

Cumsmock 110 < 25 x 10%/1

BoccranoBuiiocs 10 > 25 x 10%m — < 50 x 10%n
MUHHMYM JBaXK/IbI 38 IEPHO > 7 THEH WK Korjaa
YHUCII0O TPOMOOIIMTOB BOCCTAHABIMBACTCS [0
> 50 x 10%1 B m060# MPOMEXYTOK BPEMEHH

[TproCTaHOBHTH JICYCHHE JICHATUIOMHUIOM
B0300HOBUTE JicueHUE JCHATUIOMUIOM B
MEHbIIEH 03¢ (103a ypoBHS -1, -2 nin -3)

e Helitponenus

AYH

PexoMmenganuu

Cuamsmitock < 0,5 x 10%/n
Boccranosuiocs > 0,5 x 1091

[IprOCTaHOBUTD JICYEHHE JICHATHIOMHIOM
B0300HOBUTH JIEUEHKE JICHAIUIOMUIOM B
MeHbIIeH 03¢ (103a ypoBHs -1, -2 wiu -3)

e [lIpekpaimieHue npuema JeHaIUIOMUIA

Jleuenue neHaAIUAOMUIOM CJICAYCT IPCPBATh Y TCX MAOUCHTOB, Y KOTOPBIX B TCUCHUC 4 MCCALICB

1ocjie HayaJla Tepaliuy OTCYTCTBYET XOTs Obl HE3HAUUTEIbHAS SPUTPOUIHAS PEAKLIMS, Y KOTOPBIX

OTMEYaeTcs, Mo MeHblIe Mepe, 50 % CHIKEeHHE MOTPEOHOCTH B TEMOTPAHCPY3USIX, HIIH, MPH

OTCYTCTBUH FGMOTpaHC(i)YBI/Iﬁ, Ha6J'IIO,I[aeTC$I YBCIIUUCHUC reMorjioonHa Ha 1 r/ JJI.

Jlumehoma uz knemox manmuiinoti 3o0nvt (MKJI)

e Pexomenayemas no3a

PGKOMGHI[yCMaSI HadaJlIbHasg 4034 JCHAIMAOMHAAa COCTaBJIACT 25 mr BHYTPb OAUH pa3 B ACHb C

1 mo 21 neHb NOBTOPHBIX 28-THEBHBIX ITUKIIOB.

e [lomaroBoe CHUXEHUE 1036l

Hauannuag no3a

25 Mr oaMH pa3 B AieHb ¢ | 1o 21 neHp kaxable 28 nHei

Jlo3a ypoBHs -1

20 mr onuH pa3 B zieHb ¢ 1 mo 21 neHp kaxaple 28 nHe

Jlo3a ypoBHs -2

15 mMr oguH pa3 B aeHb ¢ 1 o 21 geHb kaxasle 28 nHen

Jlo3a ypoBHs -3

10 Mr oguH pa3 B aeHb ¢ 1 1o 21 geHb kaxasie 28 nHen

Jo3a ypoBHs -4

5 Mr oziuH pa3 B JieHb ¢ 1 no 21 neHb kaxple 28 nHei

Jlo3a ypoBHS -5

2,5 Mr oJivH pa3 B JieHb ¢ | mo 21 nenp kaxaple 28 nHen
5 mr uepes nieHb ¢ 1 mo 21 nenp kaxapie 28 qHel

e  TpomOouuToneHus

KosnnyecTtBo TpoMO0OIMTOB

Pexomenpanun

Cumsminock 10 < 50 x 10%/n

Boccranosmiock 10 > 60 x 10%/xn

HpI/IOCTaHOBI/ITI) JICHCHUC JICHAJINJOMUI0OM n
KOHTPOJIUPOBATh KOJUYECTBO BCEX KIIETOK KPOBH HE pEXe
OJIHOTO pa3a B 7 IHEH

Bo0306HOBUTH JeueHUe JTEHAIMIOMHIOM B MEHBIIEH 103e
(mo3a ypoBHs -1)

Kaxnoe nocnenyrolee CHUXKEHUE
<50 x 10%n

Boccranosmiocs 10 > 60 x 10%/n

[IprocTanoBUTH JIeYEHNe JIEHAJIUIOMUJIOM u
KOHTPOJIUPOBATH KOJIMYCCTBO BCEX KIICTOK KPOBU HE PEIKE
OJIHOTO pa3a B 7 IHEU

12
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B0300HOBHTD JIeYeHHE JICHATUJIOMHUIOM B MEHBIICH 03¢
(mo3e ypoBHs -2, -3, -4 wiam -5). He mpumeHATH 103BI
IpenapaTa HUKe YPOBHsI -5

e Heiitponenus

Kosaun4yecTBo HeliTpodpuiion

Pexomennanuu

Cuusunocs 10 < 1 x 10%1 no menbIeii mepe B
TeueHue 7 qHeu
unu

HpI/IOCTaHOBI/ITB JICYCHHUC JICHAIMAOMHUAOM H
KOHTPOJIMPOBATh KOJMYECTBO BCEX KIIETOK
KPOBH HE PEXKE OJHOTO pa3a B 7 JHEU

Cumsmwiock o < 1 x 10%1 B coueranuu ¢
TUXOpaaKoi (Temmeparypa tena > 38,5 °C)
unu

Cumsmiock 10 < 0,5 x 10%/n

Boccranosuiocsk >1 x 10%/n

B0300HOBHUTH JieUeHHE JICHATUJIOMHUIOM B
MEHbIIIEH 103¢ (1032 YpoBHSI -1)
[TpruOCTaHOBHTH JICUCHHE JICHATHIOMHIOM

Kaxxnoe nocnenyromniee cHmkeHue < 1 x 10%n
110 MEHBUIEH MEpE B TeUeHUe 7 THEH

unu

cumxenne < 1 x 10%m B coueraHum c
IUXopaakoi (Temreparypa tena > 38,5 °C)
unu

camkenne 10 < 0,5 x 1091

BoccranoBmiiocs 10 > 1 x 10%/n

B0300HOBUTE JIeYeHHE JEHAJIUIOMUIOM B
MEHBIIEH 03¢ (103a ypoBHS -2, -3, -4 nin -5).
He npuMeHsTH 1036 Iperapara HUKe YPOBHS
-5

Donnuxkynapuas aumgoma (DJI) unu rumpoma uz kiemok mapeuHanrorol 301ul (JIM3)

He nomyckaercs HAUMHATB JedeHue TeHanuaoMunoM, ecim AUH < 1,0 x 10%n n/unn xommdecTso
Tpom6oruToB < 50 x 10%m, ecu TONBKO TO He BHI3BAHO MH(HUILTPAIMEH KOCTHOTO MO3ra MpH
mumpome.

e Pexomenayemas no3a

Pexomennyemas HavanbHas J03a JIeHaIuaAoMuAa coctaBiser 20 Mr BHYTph OJMH pa3 B JIEHb B
1-21 neHp NOBTOPHBIX 28-AHEBHBIX LUKIOB (0OOIIEH UMCIEHHOCThIO 10 12 1HKIOB).
PexoMeHlyeMas HaualbHas 103a PUTyKcHMaba cocTaBiseT 375 Mr/m? Momagu TOBEpXHOCTH
TeJla BHYTPUBEHHO (B/B) Kaxayto Henemo B 1 muxie (1, 8, 15 u 22 quu) u B 1 neHb Kakaoro
28-1HEBHOTO IUKJIA I 2—5 IIUKIIOB.

e JlomaroBoe cHHXXEHHE JO3bI

Hauansnas nosa 20 mr onuH pa3 B AeHb ¢ 1 o 21 neHp kaxable 28 qHeil

Jo3a ypoBHs -1 15 mr onuH pa3 B ieHb ¢ | mo 21 nenp kaxple 28 nHei

Jlo3a ypoBHs -2 10 Mr oxuH pa3 B eHb ¢ | mo 21 nenp kaxaplie 28 nHei

Jlo3a ypoBHs -3 5 Mr ouH pa3 B ieHb ¢ 1 o 21 neHp kaxabie 28 qHei

13
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Jis KoppeKIuu A03bI B Pe3yJbTaTe TOKCHYHOCTU C PUTYKCUMAOOM CleqyeT OOpaTHTbCs K

COOTBETCTBYIOLIEH MHCTPYKIMH 110 MEIULIUHCKOMY IIPUMEHEHHUIO JIEKaPCTBEHHOIO Iperapara.

e  TpomOoruTONCHHUS

KosaunvecTBO TpOMOOUUTOB

PexoMenpanuu

Cuamsmiock 10 < 50 x 10%7

Boccranormiocs 10 > 50 x 10%/n

[IprocTaHOBUTH  JICYCHHE JICHAIUJIOMHUIOM |
KOHTPOJIUPOBATH KOJIUYECTBO BCEX KJIETOK KPOBU HE
peke OHOTO paza B 7 AHEH

Bo300HOBUTS JIeUCHNUE JICHAIMAOMUIOM B MCHBIIICH
no3e (103a ypoBHs -1)

Kaxxnoe nmocneayrorniee CHIKCHUE
<50 x 10%x

BoccranoBuiochk 10 = 50 x 10%/x

[IppocTaHOBUTH  JICYCHHE  JICHAIMJIOMHIOM H
KOHTPOJIMPOBATH KOJMYECTBO BCEX KIETOK KPOBH HE
peke OJTHOTO pasa B 7 THeH
B0300HOBUTH JIeUeHHE JICHATUIOMUIOM B MEHBIIIEH
no3e (mo3a ypoBHs -2, -3). He mpumeHSTH H03bI
mpernapara HIKe YpOBHS -3

e Helitponenus

AYH

Pexomenganun?

Cruszmiock 10 < 1 x 10%1 mo menbIeit
Mepe B Te4eHHUe 7 JHEN

unu

Cummioch 10 < 1 x 10%1 B coueranun

[IprocTaHOBUTL  JICUCHHE JICHAIUJIOMHUIOM H
KOHTPOJIMPOBATH KOJIMYECTBO BCEX KIIETOK KPOBH HE
peXxe OJTHOTO pa3a B 7 IHEH

< 1 x 10%1 o MeHbIIel Mepe B TedeHHE

7 nHeHn

unu

cumxerne < 1 x 10%n B coueranun c
JTUXOPaIKON (Temmnepartypa Tena
> 38,5 °C)

wiu cuavkernne 10 < 0,5 x 10%/

C JMXopaikol (TemmepaTypa Tena

> 38,5 °C)

uiu

Cumsminock 10 < 0,5 x 10°%/1

BoccranoBmiocs 10 > 1 x 10%n B0300HOBUTS JICUEHHE JIEHAIUIOMHIOM B MEHBILEH
no3e (103a ypoBHs -1)

Kaxoe mocneayromiee cHWKeHHe | [I[pHOCTAaHOBUTH  JIeYEHHE JIEHAIUAOMHIOM |

KOHTPOJUPOBATH KOJTMYCCTBO BCEX KIICTOK KPOBU HE
pexe OHOTO pas3a B 7 IHEU

Boccranormiocs g0 >1 x 10%n

B0300HOBHUTE JIeUeHNE TEHATIMIOMHUIOM B MEHBIIIEHN
noze (mo3a ypoBHs -2, -3). He mpuMeHsTh H03bI
npernapara HIKe YPOBHS -3

“ Ha ycmompenue 8paua, eciu HellmponeHus A611emcs eOUHCMEeHHbIM NPOAGIeHUeM MOKCUYHOCIU Npu 0001 0o3e

aenanudomuoa, ciedyem oovasumo [-KCD.
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Jlumgpoma uz knemox manmuiinou 30uvl (MKJI), chonnuxyrapuas aumgpoma (@JI) uiu aumgpoma
U3 K1emokK mMapeuHaniorou 301l (JIM3)

Cunopom auzuca onyxoau (TLS)

Bce nanueHTs! 10DKHBI TONTydaTh poduiiaktuieckoe iedenue TLS (amnomypuHos, pacOypukasa
WJIM QHAJIOTU B COOTBETCTBUU C PEKOMEHAALMSIMH METULIMHCKOIO YUPEXKIEHHUS) U 00€3BOKUBAHUS
(mepopanbHO) B TEUEHHE NEPBOM HEJENIM NEPBOrO IMKJIAa UM B TeueHUe 0oJiee JIUTEIBHOIO
HepuoJia, eciu 3TO KIMHUYECKH Moka3aHo. s monutopunra TLS HeoOxonumo mpoBoAMTH
pa3BepHYTHIM OMOXUMHMUYECKUI aHaIM3 KPOBU, Ha3HAYaEMbIil €KEHEIeNbHO B TEUYEHUE IEPBOrO
LIMKJIA U B COOTBETCTBUU C KIIMHUYECKUMU IIOKa3aHUSIMHU.

[Ipuem neHanmuaoMHIa MOXXHO NPOAODKATH (C MOAAEPNKAHHEM JI03bl) Yy NAIUEHTOB C
nabopatopubiM TLS win knmuanveckuMm TLS 1 crenenu, uim Ha yCMOTpeHUE Bpaya CHUZUTH J103Y
Ha OJIMH YPOBEHb U IPOIOJIKUTH NpUeM JieHanaomuaa. Heo6xoauMo o0ecieunTb MHTEHCUBHYIO
BHYTPUBEHHYIO THPATAlMI0 U COOTBETCTBYIOIIEE JIEYEHHE B COOTBETCTBUM C MECTHBIMU
CTaHJApTaMH OKa3aHUs MEIUIMHCKOW TOMOINM JO0 KOPPEeKIHH HapylIeHus OajlaHca
JEKTPOJAUTOB. Il CHM)KEHUS YpPOBHS THIIEPYPUKEMHH MOXKET IOTpeOoBaThcs Tepanus
pacOypuka3zoil. 'ociutannzanus naumeHTa OyJeT OCyIEeCTBIATHCS 110 PEIICHUI0 Bpaya.

Y nauumenroB c¢ kinuHudeckum TLS 2-4 cremeHn HeoOXOOUMO NPUOCTAHOBUTH IPUEM
JCHAJIMJOMU/IA ¥ TIPOBOJUTH PA3BEPHYThI OMOXUMHYECKUN aHAIN3 KPOBH €KEHEAEIbHO WU 110
KIMHUYECKUM  ToKa3zaHusM. HeoOxonuMo obOecrieduTb HHTEHCHUBHYIO BHYTPHUBEHHYIO
TUApATALMI0 U COOTBETCTBYIOIEE JIEUEHUE B COOTBETCTBUM C MECTHBIMM CTaHJApTaMU OKa3aHUs
MEIMIUHCKOW TOMOLIM J0 KOPpPeKLUMH HapylleHus OanaHca 53JeKTponuToB. Tepanus
pacOypuKa3oil ¥ rocnuTaau3anus OyayT OCYLIECTBIATHCA MO pelIeHHo Bpaya. [Ipyu yMeHblIeHUH
creneru TLS no 0 mo pemennto Bpaya BO30OHOBIISIIOT IPUEM JICHATTUAOMHUA B 103€ CIIETYIOIIETO
6oJiee HU3KOTO ypoBHS (CM. pasaen 4.4).

CMHODOM ((OI’ZVXOJZQGOIZ BCNBLIUWKUY (CuHaDOM MpaH3unioproco VCV2V6]Z€HM}Z KIUHU4YeCcKux

nposerenui onvxoau (TFR))

VY nanuentoB ¢ TFR 1 unu 2 creneHu perieHue o MpepbIBaHUU JICUYEHUS JIEHAIUIOMUIOM WU
YMEHBIICHHUSI €r0 J103bl OCTAeTCs Ha yCMOTpeHue Bpaua. Ilo ycMoTpeHuio Bpaua MOXKeET OBbITh
Ha3HayeHa Tepanus HECTEPOUIHBIMH IPOTUBOBOCHANUTENbHBIME Ipenapatamu  (HIIBII),
OTpaHMYEHHAas MO0  MPOJOJDKUTENBHOCTH  Tepamus  TJIOKOKOPTHKOCTEPOMIAMH  W/HIN
HapKOTHYECKUMH aHajbreTrkamu. Y mamueHtoB ¢ TFR 3 wmm 4 cremenm Ttepammio
JICHAJIMJOMHUJIOM ClleyeT IPUOCTaHOBUTH U HayaTh Tepanuto HIIBII, rimrokokopTukocreponiamMu
W/WIIN HapKOTUYeCKUMU aHanbretukamu. Korna BeipaskeHHocTs TFR cHu3utcst no < 1 creneny,

BO300OHOBJISIIOT JIEUEHUE JICHAIMIAOMHIOM B JO3€ TOI'O K€ YPOBHA B TCUCHUC OCTaBIIICHCS YaCcTU
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nukia. CumnroMarudeckas Tepanus TFR mpoBoguTCst corylacHO peKOMEHAALUAM 110 JIEYEHUIO
TFR 1 u 2 crenenu (cm. pazaen 4.4).

Bce nokasanus

ITpu pa3BuTHH y NALIMEHTa APYTUX BUJIOB TOKCUYHOCTH 3 U 4 CTEIIEHU TSKECTH, CBA3b KOTOPBIX €
IPUMEHEHUEM JICHAJIUJAOMHUJA HENb3s HUCKIIOYUTh, JICYEHHE JICHAIUJOMUIOM CIEAyeT
npuocTaHoBUTh. [10 pemieHuio Bpaya JicueHUE JICHATUIOMUAOM MOKET OBITh BO30OHOBJICHO B
J103€ ClleAyIollero, 0ojiee HU3KOIO YpOBHS NPU CHUKEHMU BBIPAKEHHOCTH TOKCUYHOCTU JI0
<2 creneHu.

CrnenyeTr paccMOTpETh BOIIPOC O MPUOCTAHOBKE WJIM IPEKPALICHUH JIEUYEHUS JIEHATUAOMUIOM B
Cllydae pa3BUTHS KOXKHOMU ChINU 2 WK 3 CTeNeHU. JIeueHne IeHanu1I0MII0M CIe1yeT IPEKPATUTh
OpY  AHTMOHEBPOTHMYECKOM OTEKe, aHaQWIAKTUYECKOM peakuuu, cbimu 4  CTeleHw,
9KC(OIUATUBHOM WK OYJIE3HOM CHIIM, MU IIPU ITO103pEeHUH Ha cuHipoM CtuBeHca-/[)koHCOHa,
TOKCHYECKUH SMHUAEPMAaIbHBI HEKPOJIHM3 WM JICKAPCTBEHHYIO PEAKIHI0 C 303MHOMMIMEH |
cucreMHoi cumnromarukoil (DRESS-cunapom) n He BO30OHOBIIATH MOCIE MPEKPAIIEHHUs STUX
peaKIui.

Oco0bIe T'pYIHIIBI NAIIMCHTOB

Tlayuenmwl noswcunoeo 6ospacma

PesynbraTel wccnenoBaHus (APMAKOKWHETHKH JICHAIMJOMHIA Y TIOKWIBIX MAICHTOB
MPEJICTaBJICHBI B pazjene 5.2. Jlenanmuaomu g Ha3Havam nanueaTaM ¢ MM B Bo3pacte 10 91 ropa,
marueraTaM ¢ MJIC — go 95 ner, manmentam ¢ MKJI — go 88 mer.

[TockonbKy y MOXHIJIBIX MAallMEHTOB BEPOSTHOCTh HapyIIeHUS (YHKIUH TOYEK BHIIIE, J03Y
nperapara Hy>KHO TIOJIOMpPaTh OYeHb OCTOPOKHO, ITPH 3TOM BO BPEMS JICUCHHS PEKOMEHYeTCs
MOHHTOPHPOBATH (DYHKIIUIO ITOYECK.

Bnepeble aMCZZHOcmMDOGClHHCl}Z MHOHCECMBEHHAA MUETIOMA. nNAUUEHNbl, KOMOPbiM HE NOKA3AaHA

mparcniaumayus

[Tepen HaznaueHnueM sedenus nanuentam ¢ BJIMM B Bo3pacte 75 et u crapiie HE0OX0IUMO
MPOBECTH THIATENIbHOE oOcienoBanue (cM. pasmen 4.4). Jlns mamueHTOB crapiie 75 JerT,
MOJTyYaIoIUX JICHATHIOMH]T B KOMOUHAIIMY C JeKCaMETa30HOM, HadajabHas J03a JIeKcaMeTa3oHa
coctasisieT 20 Mr ofuH pa3 B AeHb B 1, 8, 15 u 22 guu xaxaoro 28-1HEBHOTO IIUKJIA JICUCHHUS.
WN3menenne m0o3pl HE PEKOMEHIYETCS NIl TMAIlMEHTOB CTapiie 75 JeT, KOTOpble MPUHUMAIOT
JICHATMIOMHU/T B COYETAHHUH C MeJI(palaHOM U TIPETHU30JIOHOM.

VYV naumentoB ¢ BJIMM B Bo3pacte 75 5eT u crapiie, NoJy4aBIIUX JICHAIUIOMU, CEPHE3HBIE
HexenarenbHbie peakiu (HP) u HP, koTopble mpuBein Kk MpeKpaiieHuIo JICUSHUs, OTMEUAINChH

yare.
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KoMmOuHupoBaHHas Teparus JICHAIMIOMUIOM XyXe MepeHocwiachk mnamueHtamu ¢ B/IMM
cTapie 75 JeT 0 CPaBHEHUIO C MOJIOABIMH NanueHTamu. [lanuentsl Oonee cTapiiero Bo3pacra
Jaiie npekpam@aiyd IpyueM Mpenapara u3-3a WHAUBUAyalbHOH HenepeHocumoctd (HP 3 wim
4 crenenu u cepbesnbic HP), yem mariieHTsI B Bo3pacTe 10 75 neT.

MHuooicecmeennasn muenoma: nayueHmol, NOAVYUSUIUE KAK MUHUMYM OOHV JUHRUIO mepanuu

[Tpouent maumeHToB ¢ MM B Bo3pacte 65 jer wu  crapuie, IOJy4aBIIUX
JICHAJIMJIOMUJI/IeKCaMeTa30H MM Iutanedo/aekcaMeTasoH, Obll comoctaBuM. He ormedeHo
pasnnuuii B 3¢(EeKTUBHOCTH U O€30MaCHOCTH JCHAIUIOMUA B 3aBUCUMOCTU OT BO3pACTa, XOTs
HEJb3sI UCKJIIOYUTDH OOJIBIIYIO YyBCTBUTEIBFHOCTh K Mpenapary MalieHToB CTapiieil BO3pacTHOU
TPYIIIBL.

Muenooucniacmuyeckue CuH()DOMbl

Cpenu nanuentos ¢ M/IC, npuHUMAaBIIUX JICHATUIOMHUL, HE OTMEUEHO pa3IMyuii B 6€3011aCHOCTH
1 3(ppekTHBHOCTH Y TAaMEHTOB B BO3pacTe 65 JIeT U cTaplle U MauueHToB Miaamuie 65 yer.

Jlumdoma uz kiemox MaHMUUHOU 30HbL

V¥ nmanuentoB ¢ MKIJI, mpuHUMaBIINX JTEHATUAOMUI, HE OTMEUEHO Pa3nyuii B 0€30MaCHOCTH U
3¢ pekTUBHOCTH y MAIMEHTOB B BO3pacTe 65 JIeT U cTaplie U MalueHToB Miaaie 65 neT.

DonnukyisapHas ]lLlMd)OMCl uau JluMd)OMa u3 Kiemok MaDZHHa]ZbHOLz 30Hbl

VY nanuentoB ¢ @JI niau JIM3, npuHUMaBIINX JIEHAIUIOMU]T B KOMOMHALIUUA C PUTYKCUMaOOM,
obmas yacrota HP omnHakoBa 11t maneHTOB B BO3pacTe 65 JIeT U CcTaple Mo CPAaBHEHUIO C
nanveHTamu wmijaame 65 ner. He orMedeHo paznuuuit B 3¢ (GEKTUBHOCTH MEXAY ABYMS
BO3PACTHBIMU I'PYIIIaMHU MTALIUEHTOB.

Tayuenmul ¢ napywenusamu hyHKyuu novex

JlenanuaoMua BblIENAETCS, TJaBHBIM oOpa3oM, mnoukamu. Ilo Mepe HapacTaHMsl CTEIEHH
HApYIICHUS] MOYEeYHONH (DYHKIMHM CHHXKACTCS TOJICPAHTHOCTh K Tepamuu (cM. pasgen 4.4).
PexomeHyeTcst ¢ OCTOPOKHOCTBIO MOJIOMpaTh A03y Ipernapara U MOHUTOPUPOBATH (PYHKIHUIO
IIOYEK.

Jnsa mammentoB ¢ MM, MJIC, MKIJI, ®JI unu JIM3 u mo4edHOW HEAOCTAaTOYHOCTHIO JICTKOMH
CTETIEHU TSHKECTU He TPeOyeTcsl U3MEHEHUS J103bl JICHAIUOMUIA.

PexomenayroTCs Cenyomue U3MEHEHNs peXUMa JO3UPOBAHUS B HaYaje TEPANNU U B XOJI€ €€ B
3aBHCUMOCTH OT CTENEHH TSKECTH HapyleHHs (pyHKIHMM MoyeK ([ MalueHTOB C MOYEeYHOU
HEJIOCTaTOYHOCTBIO CPEHEW M TSKEJIOW CTENEHH TSIKECTH, a TaKKe C TEPMUHAIBHOM cTaauen
novyeynoit HenocrarouHoctn (TCIIH). Wccnemoanms ¢aszer Il mpu TCIIH (xiampenca

kpearunuHa (KK) < 30 mi/mMuH, TpeOyeT npoBeieHus Tualin3a) He IPOBOMIIUCE.
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(NOCNEQCBATENEHOCTE 0003)

Cocrosinne pynkuun nouek (KK)

H3MeHeHME 03I

cmeneHu masxicecmu
(KK < 30 m/muH, HE TpeOyeTcs AHaIn3)

Ioueunas  nedocmamounocmv  cpeoweii | 10 MT OfMH pa3 B JIeHb

cmenenu maxcecmu

(30 mir/mun < KK < 50 mia/muH)

Iloueunass nedocmamounocms — msdxcenou | 7,5 Mr ouH pa3 B IeHb WIH 15 MT yepe3 J1eHb

TCIIH (mepmunanvuas cmaous no4eyHol
He0oCmamo4Hocmu)
(KK < 30 m/muH, TpeOyeTcs quaims)

5 Mr oauH pa3 B J€Hb. B 1eHp nuanusza qo3y
mpenapara  HYKHO  IPUHUMaTh  IIOCIHE
OKOHYAHMS CeaHca IHaJIn3a

1 Hoza npenapama mosicem 6oimv nosviuiena 0o 15 me 00un pas 6 denv nocie 2 yukioe mepanui npu OmMcymcmeu

omeema Ha mepanuro, HO )COpOW@ZZ ee nepeHocumocmu.

Muenooucniacmuyeckue CMH@DOM bl

Cocrosinne pynkunu novek (KK)

HN3meHeHnue 1035l

Toueunas HeO0oCmamo4HoCms
cpeoHeti cmeneHu majcecmu
(30 m/mun < KK < 50 Mi1/MuH)

HauanrHag no3a

5 Mr oJIvH pa3 B JIcHb
(c 1 mo 21 pneHb BO BpeMms
MTOBTOPHBIX 28-THEBHBIX IIUKJIOB)

Jlo3a ypoBHs -1*

2,5 Mr 0JIUH pa3 B JICHb
(c 1 mo 28 neHp BO BpeMms
MTOBTOPHBIX 28-THEBHBIX IIUKJIOB)

Jlo3a ypoBHs -2*

2,5 Mr uepes JIeHb
(c 1 mo 28 neHb BO BpeMms
MTOBTOPHBIX 28-THEBHBIX IIUKJIOB)

Ioueunas He0oCmamoyHoCmy
mAHCEN0U CMEeneHu mANcecmu
(KK < 30 mu/muH, He TpeOyertcs

Hauanrnaag no3a

2,5 Mr oiMH pa3 B JICHb
(c 1 mo 21 peHp BO Bpems
MTOBTOPHBIX 28-/THEBHBIX IIUKJIOB)

JTAajm3)

Jlo3a ypoBHs -1*

2,5 Mr yepe3 1eHb
(c 1 mo 28 neHb BO BpeMms
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

Jlo3a ypoBHs -2*

2,5 mr niBa pasa B Hezento (¢ 1 mo 28
JI€Hb BO BpEMs MOBTOPHBIX 28-
JTHEBHBIX ITUKJIOB)

TCIIH (mepmunanvhas cmaous
NOYEUHOU He)OCMAmMOYHOCMU)
(KK < 30 wa/mMuH, TpeOyercs

Hauanruas nosa

2,5 Mr o1MH pa3 B ICHb
(c 1 mo 21 peHp BO Bpems
MTOBTOPHBIX 28-THEBHBIX IIUKJIOB)

JAajm3)
B nens mmanmmza no3y mnpenapara
HYKHO IIPUHUMATh rnocie

Jlo3a ypoBHs -1*

2,5 mr yepe3 1eHb
(c 1 mo 28 neHb BO BpeMms
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

OKOHYaHUsA C€aHCa nuajan3a.

Jlo3a ypoBHs -2*

2,5 Mr J1Ba pa3a B HEJIEIIO
(c 1 mo 28 peHp BO Bpems
MTOBTOPHBIX 28-THEBHBIX ITKJIOB)

* BO3MOXMCHOCMU U3MEHeHUs. 003bl 8 X00e JNedeHUs UlU e20 80300HO8IeHUs npu paseumuu Hedmponeyuu,
mp0M6014umoneHuu umu ()pyzux 61006 moxcuurnocmu 3 u 4 cmenenu mssrcecmu, Ce:A3b KOmopwvlx ¢ npumMeHenHuem

JEHATUOOMUOA HeNb35l UCKTIOUUMb, NPEOCMABNIeHd 8bluLe.
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(nocneno Ei.-i.TEJ:I EHOCTE 0003)

Jlumdoma uz Kiemox MaHMUUHOU 30HbL

Cocrosinne pynknun nouyek (KK) HN3meHeHue 103b1
(c 1 mo 21 neHp BO BpeMs MOBTOPHBIX
28-THEBHBIX IHKJIOB)

Tloueunas HeooCmamoyHoCms cpeoneti| 10 Mr ouH pa3 B nenpt

cmenenu masjcecmu

(30 mur/mun < KK < 50 mMi1/mMuH)
Iloueunass  nedocmamounocms — msdicenol | 7,5 Mr OJIMH pa3 B JICHb
cmeneHu msaocecmu nmu 15 Mmr uepes neHp
(KK < 30 mn/muH, He TpeOyeTcst Auau3)

TCIIH (mepmunanvhas cmaous noveyHou| 5 MT OJIMH pa3 B JiIeHb. B neHp nuanuza no3y
HedoCmMamoyHoCmu) mperapara  HY)KHO  NPUHHMATh  MOCTE
(KK < 30 mi/muH, Tpebyercst 1uanus) OKOHYAHUS ceaHca Jualinza

! Hoza npenapama mosicem bo1imo noeviwiena 00 15 me 00un pas é denv nocie 2 yukios mepanuu, eciu NAYUeHm He
omeeuaem Ha 1edeHue u npu IMoM y He2o He HAbNI00aromcs NPUHAKU HeNnepeHoCUMOCHIU.

@OJZJZMKV/Z}IDHG}I Jlllel/ld)OMCl unu ﬂuMd)OMa U3 KneniokK MClDZMHGJZbHOlJ 30Hbl

Cocrosinne pynknun nouek (KK) N3meHeHue 10361
(c 1 mo 21 pgeHp BO BpeMsl MOBTOPHBIX
28-THEBHBIX ITUKJIOB)

[loueunas He0oCmamoyHoCms cpeoneti |10 Mr oUH pa3 B IeHb 12

cmeneHu masxcecmu
(30 mur/mun < KK < 60 Mi1/MuH)

Ioyeunas HedocmamouHocmy msdicenol |HeT moCTyImHBIX TaHHBIX
cmenenu maxcecmu
(KK <30 mi/muH, He TpeOyeTcs quanun3)

3

TCITH (mepmunanvnas cmaous noyeunoti |HeT TOCTYIHBIX JaHHBIX

HeOd0CmamoyHoCmi)

(KK < 30 mn/mun, TpeOyercs quanus)
Y Jlosa moscem Goimo nosviuena 0o 15 me o0un pas 6 demv nocie 2 yuxios mepanuu, eciu y NAYUEHMA He
HAbNI0OANOCh NPUSHAKOB HENePEeHOCUMOCTIU.

2 JIna nayuenmos, nonyuaiowux nayaibiyio 003y 10 me, 6 ciyuae cruxicenusi 003vl ONis NeUeHUs Helmponenuu ui
mpomboyumoneruy uny Opyeux 6udos moxcuuHocmu 3 uau 4 cmeneHu msicecmu, COUMEHHOU CEA3AHHOU C
JIeHATUOOMUOOM, He NPUMEHAMb 003bl Npenapama Huxice 5 me uepes 0enb unu 2,5 me 00un pas 6 OeHy.

8 [layuenmovt ¢ noueunoii nedocmamounocmoio magxcenou cmenenu mscecmu uiu TCITH Obliu uckmiouenst u3
uCcne008aHus.

Ilocne Hauana jedeHUs JICHAIMAOMHUAOM IOCIEIYIOIIEe W3MEHEHUE N103bl y IalUEHTOB C
HapyueHus MU (QYHKIUU MOYeK JTOJDKHO 0a3upoBaThCsl HA WMHAMBUAYAIbHON MEPEHOCUMOCTU
JIEYEHHUS KaK YKa3bIBaJIOCh paHee.

Iayuenmoi ¢ napyweHUAMU QYHKYULL nedeHu

[Ipumenenue neHamuaoMuaa GopMaIbHO HE M3ydYald y MAIMEHTOB C HapyIIEHHOW (yHKIMeH
MEYEeHHU, MO3TOMY PEKOMEHJAIMU OTHOCUTEIbHO W3MEHEHMsI J103bl y JaHHOW KaTeropuu

MAaIMEHTOB OTCYTCTBYIOT.
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et
BezonacHocts u 3 dexTuBHOCTh npenapara Jlenanunomuna-Ilpomomen y nereii B Bo3pacte ot 0
J0 18 net Ha TaHHBIM MOMEHT HE YCTAHOBJICHBI. [[aHHbIE OTCYTCTBYIOT.

Cnoco0 ImpuMeHeHus

BnyTps.

st ocymiecTBiIeHUs! TPUBEACHHBIX PEXKUMOB JI03UPOBAHUS HEOOXOIUMO MPUMEHSTH IIpernapar B
COOTBETCTBYIOIIUX JTO3UPOBKAX (Karcynisl 2,5 mr, 5 mr, 7,5 mr, 10 mr, 15 mr, 20 mr, 25 mr).
Kancynelt mnpenapata Jlenanmumomua-IIlpomoMen Hemnb3si OTKpbIBaTh, pa3jaMblBaTh HWIJIU
Pa3KeBBIBATh, UX PEKOMEH IyETCS IPUHUMATH COTJIACHO CXEME TEpPAIIUU B OJTHO U TO e BPEMsI J10
WJTU TIOCTIE TIPUEMa TTUIIH, POTJIATHIBAs IIETMKOM U 3aluBasi BOJIOU.

PexoMenyercst HA)KMMaTh TOJIBKO Ha OJIMH KOHEI] KalCyJibl IPU U3BJICUEHUH €€ U3 Oiucrepa Ass
TOTO, YTOOBI CHU3UTh PUCK €€ Ae(POPMAIIMH M IIOBPEKICHHUS.

Mepuol npedocmopodicHocmu, npuHumMaemvle neped NpuMeHeHuem nPenapama uiu npu pabome c
HUM

Hudopmarnius mo padboTe ¢ HUTOTOKCUYECKUMU TpenaparaMu IpuBeieHa B paszaene 6.6.

4.3. [IlpoTuBONOKA3aAHUS

e [ 'WmepuyBCTBUTENBHOCTh K JICHAIUJOMUAY MM K JTFOOOMY M3 BCIIOMOTATEIHLHBIX BELIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

e bBepemeHHOCTH M TEPHO/ TPYTHOTO BCKAPMITBAHHUS.

e CoxpaHEHHBIH PEMPOIYKTHBHBIN MOTEHIINAN, 32 MCKIIOYCHHEM CITy4aeB, KOTJa BO3MOKHO
coOuro/IeHre BCeX HEOOXOMMUMBIX ycinoBuil [IporpaMMbl KOHTPOJIHPYEMOTO METUIIHHCKOTO
npuMeHeHus npemnapata Jlenanugomua-Ilpomomen (cM. pasaenst 4.4 u 4.6).

e HeBo3MOXHOCTb MJM HECHOCOOHOCTh COOJIIOJATh HEOOXOAMMBbIE MEpbl KOHTpPALEHIIHH,

yKa3aHHBbIE B pazzene 4.4.

4.4. OcoOble yKka3aHusl M MepbI NPeJI0CTOPOKHOCTH NPH NPUMEHEHUH

[Ipr Ha3HaueHUM JIeHATUAOMHIA B KOMOMHAIMM C JPYTUMH JIEKAPCTBEHHBIMU MperapaTamH,
nepes HavajaoM TepanuM CleqyeT IpPEeABAPUTEIbHO O3HAKOMHUTBCA C COOTBETCTBYIOLIECH
WHCTPYKIUEN IO MEIUIIMHCKOMY NPUMEHEHHIO JIEKAPCTBEHHOTO ITpenapara.

[IpenynpexaceHns B OTHOLIEHUHI GCDGMCHHOCTI/I

HCHaJ'II/IIlOMI/II[ — CprKTypHLIﬁ aHaJIoOI' TajauaoMuaa. I/I3BCCTHO, 4TO HIpUeM 6epCMCHHBIMI/I
KCHIIIMHAMM TaJlnaoMHuaa, 06naglafou1ero BBIPAXXCHHBIM TCPATOTCHHBIM )IGf/iCTBHCM, BBI3bIBACT
TSAKEIIBIC U YIPOXAIOIIUE KU3HU BPOXKICHHBIC ,I[e(beKTI)I Pa3sBUTHA. HeHaJ'II/I)IOMI/I,H BBI3BIBAIT Y

00€e3bsH IMOPOKH PA3BUTHA, CXOAHBIC C OTIMCAHHBIMHA PAHEC S(I)(I)CKTaMI/I TaImaoMuaa (CM. pasaciibl
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4.6, 5.3). Ilpu mpueme JeHATUIOMHIA BO BpeMsi OEPEMEHHOCTH PUCK Pa3BHTHUS BPOXKICHHBIX
neeKTOB BECbMa BEPOSITEH.

HeykocuurenbHoe  coOmoneHue  Bcex  TpeOoBaHuii  [IporpamMmsl  KOHTPOJIMPYEMOIO
MEIUMIUHCKOro NpuMeHeHus npenapata Jlenanunomua-Ilpomomen pacrpocTtpaHsieTcs Ha Bcex
NAIMEHTOK C COXPAaHEHHBIM PENPOAYKTUBHBIM IOTEHIMATIOM, €CJIM TOJIBKO JOCTOBEPHO HE
MOJTBEPKICHO €ro OTCYTCTBHE.

Kpumepuu ons srcenwyun ¢ necoxpaneHnvim penpooyKmueHblM NOMeHYUaIoM
JKeHmumHa-NaMeHT WK JKEHILMHA, CEKCyallbHbIN NapTHep MyXuuHbI-TauuenTa, HE cunrarorcs
CIOCOOHBIMU K JIETOPOXKICHUIO TIPH HAJTMYUH XOTS ObI OTHOTO U3 CIEAYIOUINX (PaKTOPOB:

— BoO3pacT > 50 JeT U JUIMTEIbHOCTh €CTECTBEHHOM aMeHopeu > 1 rojia (aMmeHopest BCIeICTBUE
IPOTHBOPAKOBOM TEpPAIMU UIIH B IEPHUOJI TPYAHOTO BCKaPMIIMBAHUS HE HCKITIOYAET HATTMYHE
PEnpOAYKTUBHOIO ITOTEHIINANIA);

— paHHsAsA HEOCTaTOYHOCTh SUYHUKOB, IOATBEPKIACHHAS THHEKOJIOTOM;

— JBYCTOPOHHSISI CAJILITMHTOO(OPIKTOMHUSI MITH THCTEPIKTOMUS B aHAMHESE,

— re”orun XY, cunapoM TepHepa, areHe3Us] MaTKH.

Koncynemuposanue

[IpumeHeHne JEHATMIOMUAA Y KCHUIIMH C COXPAHEHHBIM PENPOIYKTUBHBIM ITOTEHIIHAIOM
IPOTHBOIIOKA3aHO B TE€X CIIy4asiX, KOIrJa He COOJIIO/ICHBI CIEAYIOIINE YCIOBU:

Kenwuna

— J0JDKHA TIOHAMATh OXKHJIaeMOE TePaTOreHHOe ICHCTBHE JICHATHIOMHUIA Ha TUIO,

— JOJDKHA TIOHMMaTh HEOOXOJUMOCTh HeNpPepbIBHOIO HCIOJIb30BaHUSA 3((HEKTUBHBIX
METO/I0B KOHTpAIleNIMU B T€UeHHE He MeHee 4 Helenb /10 Hayaja JICYeHUs, BO BpeMs
Je4yeHMsI U He MeHee 4 HeZleb 10Ciie OKOHYAHUS JICUEHUS,

— JIOJDKHA CJIEZIOBAaTh PEKOMEHIAIMU MCTONIB30BaTh d()()EKTUBHYIO KOHTPALCHIHIO JaXKe B
Cllydae aMEHOPEH Y JKEHIIWHBI C COXPAHEHHBIM PENPOAYKTUBHBIM TOTEHIIAAIOM,

— JI0JIKHA OBITh CIIOCOOHOW K COOJI0IEHUIO BeeX MpaBuil 3 (HEeKTUBHON KOHTpaLECNIUY;

— JOJDKHA 3HATh W TIOHMMAaTh BO3MOXKHBIE TMOCTEICTBUS OEpeMEHHOCTH, a TaKke
HEOOXOJIMMOCTh CPOYHOTO OOpallleHus 3a KOHCyJIbTalMed Npu IOAO3PEHHU Ha
OEpEeMEHHOCTb;

— JI0JDKHA TIOHUMATh He0OXOAMMOCTh HEOTIIOKHOTO Havaa JeueHHs JICHATHIOMHUIOM Cpa3y

K€ MOCJIC MOJIYUCHHUA OTPULIATCIIBHBIX PE3YJIBTATOB TECTA HA 6epeMeHHOCTB;
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— JOJDKHA OCO3HAaBaThb HEOOXOAWMOCTh TMPOBEACHUS TecTa U  BBINOJIHATH TECT Ha
OepeMEeHHOCTh Kax/ble 4 HeJenu 3a MCKIIOYEHHEM IALUEHTOK, Y KOTOPBIX BBINOJIHEHA
CTEpUIM3aLUs IIyTeM NIEPEBI3KU MAaTOYHBIX TPYO;

— HOJDKHA MOATBCPAUTH, YTO IMOHHUMACT PUCK BO3MOKHBIX HCKCIATCIbHBIX HOCJ'IGI[CTBI/If/'I u
H€O6XOZ[I/IMOCTL X IPCAYIPCIKACHHUA B ICPUOA JICUCHUA JICHAIUIOMHIOM.

Ilpumenenue y mysxcuun

Januple  u3ydyeHus  (PAapMAKOKMHETHKH  JICHAIMJOMHUAA Y  MYKYMH-JOOPOBOJIBIIECB
CBHUIACTCIILCTBYIOT O TOM, YTO B XOJC JICUCHUA JICHAIUAOMU MOXCET COACPIKATHCA B IPCACIBHO
HU3KHUX KOHLIEHTPAIMSIX B CEMEHHOM JKUIKOCTH MAIIMEHTOB M HE OIpeiesIeTcs uepe3 3 AHs mociie
IpeKpaleHus IPUMEHEHHUs Mperapara y 3I0pOoBBIX 100poBoIIbleB (cM. pa3aen 5.2). B kauectse
Mepbl  MPEIOCTOPOKHOCTH, YYUTHIBAS BO3MOXHOE CHIJKEHHE CKOPOCTH  BBIBEACHUS
JICHAIUJIOMUJIA Y 0COOBIX TPy NAlMEHTOB (y MAMEHTOB C HapyIIEHUAMH (QYHKIMU MOYEK), IS
BCCX MYJKYMH, IPUHUMAIOIIUX JICHATUAOMU, JOJIZKHBL OBLITH COGHIOZ[GHI)I CJICOAYIOUC YCIIOBUA:
Myorcuuna

— JIOJDKEH TIOHMMAaThb BO3MOXKHBI PHUCK TEpPaTOreHHOro MACWCTBUS JICHAIUIAOMMIA IPH
CEKCyaJlbHOM KOHTakTe C OepeMEHHOH >KEHIIMHOM MM >KEHIIMHOW C COXpaHEHHBIM
PENpOIYKTUBHBIM [TOTEHIIUATIOM;

— JOJDKEH TIOHMMAaTh HEOOXOAMMOCTh HCIIOJNB30BAaHHUS IPE3EPBATUBOB  (Jake IMOCTe
NEPEHECEHHON Ba3’KTOMHUM) MPHU CEKCYaTbHOM KOHTAaKTe ¢ OepeMeHHOMN XEeHIMHON WiIH
JKEHIIUHOM C COXPAaHEHHBIM pENPOAYKTHBHBIM IOTEHIHAIOM, HE MCIOJb3YIOLIEH
HAaACKHBIC METOAbI KOHTPALCIIIWHA, B IICPHUOT JICUCHUA U B TCUCHHUEC HC MCHECC 7 I[Hefl II0CJIE
NPUOCTAHOBKH WU/WJIM 3aBEPILEHUS JICUEHUS,

— JIOJDKEH MOHUMAaTh, 4TO, €CJIM ero MapTHeplua 3adepeMeHesa BO BpeMs €ro JEeUeHHs WU
BCKOpE TOCJIe NpEeKpalleHUs] Tepanuu JICHAIWIOMHUIOM, OH JOJDKEH He3aMeUINTENIbHO
nporH(GOPMUPOBATH 00 3TOM CBOETrO JICYaIlero Bpaya, a €ro napTHeplle peKOMEHIyeTCs
o0OpaTtuThcs 3a 00CIe0BAHNEM U KOHCYJIbTAlIUEN K Bpauy-TepaToJIory.

Bpau, nazuauarowuii neyenue 1eHAIUOOMUOOM HCEHUWUHAM C COXPAHEHHbIM PEenpoOyKMUBHLIM
NOMEHYUATIOM, OOJIHCEH

— yOeautbcss B TOM, 4YTO TMAalMEHTKa YJIOBIETBOpSET BceM ycioBuaM IIporpammbl
KOHTPOJHMPYEMOT0 MEAULMHCKOrO0 NpuUMeHeHus npenapata Jlenamupomua-IIpomomen,
BKJII0Yas MOJITBEPXKIEHUE TOTO, YTO OHA aJIeKBAaTHO MOHUMAET CUTYAIIUIO;

— TONYyYUTh COIJIaCHE TMAIMEeHTKH Ha 00s3aTeNbHOe COONIOAEHHE €10 BCEX YCIOBHH

BbIIeyKa3aHHOU [IporpaMMel.
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Ilpasuna xkonmpayenyuu
JKeHmMHBI ¢ COXpaHEHHBIM PEMPOMYKTUBHBIM MOTEHIIUAIIOM JIOJDKHBI HCIIOJIb30BAaTh OJHMH U3
3¢ (PeKTUBHBIX METOJ0B KOHTpALCNIMN B TEUCHHE HE MeHee 4 HeleNb N0 Hauyaua JICYeHHs], BO
BpeMsl Tepallii U B TeUEHUE HE MeHee 4 Helelb IMOocie OKOHYaHHS Tepanuu JCHATUIOMUIOM,
Jla’Ke BO BpEMsl IEPEPHIBOB B JICUEHUH, 32 UCKIIIOUEHHUEM IMAIIMEHTOB, KOTOPbIE HA MPOTSHXKEHUU
BCEr0 YKa3aHHOI'O CpPOKa BO3JEP)KMBAIOTCSI OT CEKCyaJbHbIX OTHOILEHUH, YTO €KEMECSIYHO
MOJATBEPXKIAeTCsl JOKyMeHTanbHO. Eciau mnanumentke He mnonoOpaH 3(@eKTHUBHBIN MeTo.
KOHTpALICMIIUU, €€ HeoOXOOuMO HAampaBUTh K Bpady-TUHEKOJOrYy s moadopa W Hayaia
UCII0JIb30BaHUsl TAKOTO METOAA.
Crenyronue npuMepbl MOKHO OTHECTH K MTOAXOSIINM METOIaM KOHTPAIEIIIHN

— TMOAKOKHBbIE TOPMOHAJIbHbIE UMILIAHTHI,

— BHYTPUMATOYHBIE CUCTEMBI, BhIEIsOMME JeBoHOprecTpen (BMC);

— Jleno-mpenapaTbl MEAPOKCUIIPOIECTEPOH alleTaTa;

— TepeBsizKa MaTOYHBIX TPYO;

— Ba3dKTOMHMsI MapTHepa (MOATBEPKAAETCA ABYMS OTPULIATEIbHBIMU aHAU3aMU CEMEHHOMU

JKUJIKOCTH);

— IIPOrecTepPOH-COIeprKaIie TabIETKH, MHTUOUPYIOIIUE OBYJIISAIUIO (HAIPUMEp, A€30TeCTpe).
B cBs31 ¢ MOBBIIIEHHBIM PUCKOM TPOMOOIMOOINYECKIX OCTIOKHEHUH MPUEM KOMOMHUPOBAHHBIX
nepopaIbHbIX KOHTPAIENITUBOB HE MOKa3aH NManueHTkaMm ¢ MM, mpuHUMAIOIUM JIEHATHIOMHU/]T B
COCTaBe KOMOMHUPOBAHHOM TEpANK, U B MEHbIIEH crenenn — nmanueHTkam ¢ MM, MJIC u MKJI,
KOTOpBIE TOJy4YaroT MOHOTepamnuio JeHanmuaomuaoMm (cM. pazgen 4.5). Jlns sddextuBHON
KOHTPALICTIIIUU TUM MAI[IeHTKaM PEKOMEHIYETCS UCIOIb30BaTh OJUH U3 MIEPEYUCICHHBIX BbIIIE
MeTo10B. [IOBBINICHHBIH PUCK pa3BuTHS TpoMOosMOomuu (TD) coxpansiercss B TeueHue 46
HEJIENb MOCTIe IPEKpaIIeHHs TprueMa KOMOMHUPOBAHHBIX MPOTUBO3a4aTOUYHBIX CPEJICTB.
O} PeKTUBHOCTh TOPMOHAIBHBIX MPOTHBO3aYaTOYHBIX MPENApaToOB MOXKET ObITh CHI)KEHA MpU
OJTHOBPEMECHHOM Ha3Ha4YeHHUHM JeKcameTa3oHa (cM. pasmen 4.5).
[TaruenTKkaM ¢ HEUTpOMEHHEW, HCIONB3YIOIIUM B KAayecTBE IMPOTHBO3aYaTOYHOTO CpPEICTBA
MOJIKOXKHBIC TOPMOHAJIBHBIC WMIUIAHTHI WJIM BHYTPUMATOYHBIC CHCTEMBI, BBIJCIISIOIINAC
JIEBOHOPTECTPEN, HEOOXOAUMO NPODUIAKTHYECKH Ha3HA4YaTh AaHTHUOWOTHKH B CBSA3U C
MOBBIIICHHBIM ~ PUCKOM  HH(EKIIMOHHBIX  OCJIOKHEHWH B MOMEHT YCTaHOBKH JTHX
TEpaneBTUYECKUX CHUCTEM, a Tak)Ke TIIOBBIIMIEHHBIM PHUCKOM HEPETYISIPHBIX KPOBSHUCTHIX

BBIJICJIEHUI U3 MMOJOBBIX MYTEH.
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Hcrnonbs30BaHne BHYTPUMATOYHBIX CUCTEM, BBIACIAIOIINX ME/lb, KAK IIPABUIIO, HE PEKOMEHYETCS
B CBSI3U C BBICOKMM PHCKOM pa3BUTHUSI MH(EKIMOHHBIX OCIIOKHEHHH B MOMEHT MUMILIAHTAIIUN U
NOBBIIICHHONW KPOBOIIOTEPH BO BpEMs MEHCTPYALMH, KOTOPAs MOJKET YCHUJIMTH BBIPAKCHHOCTH
HEUTPOIIeHNH WM TPOMOOLIUTOIIEHUH Y MAIIUEHTKH.

Tecm na b6epemennocms

B cooTBeTCTBUM C MECTHOM NMPAKTUKOM TeCT Ha OEPEMEHHOCTh C YyBCTBUTEIHHOCTHIO HE MEHEE
25 MME/mi1 nomkeH BBINONHATBCSA MOJA HAOMIOAEHHWEM MEAMLMHCKOrO HepcoHana i BCeX
JKEHIIMH C COXPAaHEHHBIM PENpPOAYKTHBHBIM IIOTCHIIMAIOM, BKJIIOYAs U T€X, KTO MOJIHOCTBIO H
HENPEPBIBHO BO3EPKUBAECTCS OT CEKCyalbHBIX OTHOLIEHUI. B upeane, Tect Ha GEpeMEHHOCTb,
Ha3HA4YCHME JICUCHMS U BblJja4a IIpernapara JJOJKHbBI IPOUCXOINUTh B OJIMH U TOT XK€ JIeHb. Beigada
JCHAINJOMUJA OJKCHIIMHAM C COXPAaHEHHBIM PpEHPOLYKTHUBHBIM IOTEHUUAIOM  JOJDKHA
IIPOUCXOIUTH B TEUEHHE 7 JIHEW NOCIIE HA3HAUYEHUS TEPAIINH.

Mo navana reyenus

Tect Ha 6epeMeHHOCTI) BBITIOJIHACTCA I10M H&6JIIOII€HI/IGM MCIUIUMHCKOr'o IepCoHalla B IACHb
Ha3HAYEHUs JICUYECHHUS WIH 3a 3 AHSA OO0 BHU3UTA K JICHAIEMY Bpady IIOCJIC TOT'O, KaK IMallUCHTKaA
HCIIOJAB30Balla 3(1)(1)6KTI/IBHLII‘/'I MCTOJ KOHTpalCIIIMU B TCUCHHUC HC MCHCC 4 HCICIIb. PSSyHBTaT
TECTa JOJIKCH NOATBEPANUTE OTCYTCTBUC 6epeMeHHOCTI/I Y NaOMCHTKHU K MOMCHTY Hadajla TCpaIrinu
JICHAJIMAOMUJIOM.

HDO@O]Z()!CQHHQ U OKOHYAaHUe J1e4eHUuA

TecTel Ha OEPEMEHHOCTh JOJKHBI BBIMOJIHATHCS MO/ HAOIIOJEHHEM MEIUIIMHCKOIO IepcoHaa
KaKk MMHUMYM Ka)K/Jble 4 HeJlesd, BKIII0Yas Kak MUHUMYM 4 HeJlely 1ociie OKOHYaHUs JIeUeHUs,
3a UCKIIIOYECHHUEM HO]ITBCp)K}IGHHOfI CTCPpHUIIN3allU MATOYHBIX pr6 TecTsl BRITTIOTHSIOTCS B JCHb
Ha3Ha4YeHUs JICYSHUSI UJIM 3a 3 JAHS 10 BU3UTA K JIeHalleMy Bpady.

ﬂOnOﬂHumeﬂbele Mepbl npedocmopoofCHocmu

[TauveHTHl HE AOJDKHBI MepefaBaTh Mpernapar IpyruM junaM. Hewcronb3oBaHHBIM mpemapar
PEKOMCHAYCTCA BO3BPATUTh B MCIUIHWHCKOC YUPCKIACHHUEC I10 OKOHYAHUHW JICHCHUSA [JIA
0€30MacHOr0 YHUUYTOXKEHHUS.

[TatmenTy He pasperiaercs ObITh JOHOPOM KPOBU MJIM CIIEPMBI Ha MPOTSIKEHUU BCETO JICUCHUS
JICHAJIUJIOMU/IOM U B T€UEHUE HE MeHee 7 JHEH MOocie ero OKOHYaHHMs.

Menuiuackie paOOTHUKH W JIMIIA, OCYIIECTBIISIFOIINE YXOJ, JODKHBI HOCHUTH OIHOPA30BBIC
MepYaTKu MpU OOpalieHuu ¢ OJUCTEpOM WM Kamcysiod. bepeMeHHBIM IKEHIUHAM WU
KEHIIMHAM, KOTOPbIE TI0JI03PEBAIOT, YTO OHU MOT'YT ObITh O€peMEeHHBI, He CIeyeT MPUKacaThCs

K OJIUCTepy WM KarcyJie.
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Obyyarowue mamepuanvl, 02paHU4eHUs 8 HA3HAYeHUU U 8bl0aye npenapama

UroObl MOMOYB MallMEHTaM IPEJOTBPATUTh BO3JCHCTBHE JICHATHIAOMHIA HA IUIOA, BIIAEIell
PETUCTPALIMOHHOTO YIOCTOBEPEHUSI MPEIOCTaBUT MEIULMHCKOMY IepcoHalny oOydaroue
MaTepuaibl, UYTOObBI OOOCHOBaTh MPEJOCTEPEKEHUS B  OTHOIICHWU TEPaTOTEHHOCTHU
JEHAIMOMUA, PEKOMEHI0BaTh KOHTpPALCTLIMIO IIEepe]l HayajioM TEepanuud U pPa3bsICHUTH
HEOOXOIMMOCTh TIPOBEJCHUS TECTOB Ha OEpeMEHHOCTb. Bpay noimkeH MnpouH(GOpPMHPOBATH
MAIUEHTOB MYXXCKOTO M JKEHCKOTO II0JIa O PpHUCKE pa3BUTHUsS TepaToreHHoro i3¢dekra
JCHAIMOMUJA M CTPOTHMX Mepax IO MpeaynpekIeHHI0 OepeMEHHOCTH B COOTBETCTBHM C
[IporpamMmoii KOHTPOJHUPYEMOIO MEIULIMHCKOIO TMPUMEHEHHUs TMpenapara JleHanuaomu-
[Tpomomen. Bpaud nomken odecrieunTh MmanrueHTa 00yJaromnieid OpoIropoi, KapTOuKOoi MarueHTa,
a TAK€ MHBIMH SKBUBAJIEHTHBIMU UHCTPYKLMSIMU B COOTBETCTBUH C TOCYAAPCTBEHHOM CUCTEMOM
KapT manueHToB. B uneane, Tect Ha OepeMEHHOCTh, Ha3HAUEHUE JICYCHUSI U BblJlaya Mpernapara
JOJDKHBI MPOUCXOJUTh B OJMH W TOT K€ JE€Hb. Bbllaya JieHAIMIOMMJAa >KEHIIMHAM C
COXPAHEHHBIM PENpPOAYKTHUBHBIM MOTEHIIMAIOM JI0JKHA IPOUCXOAUTh B T€UEHHUE 7 JHEH mocie
Ha3HaueHus Tepanuu. JKEHIIMHAM C COXPAaHEHHBIM PENPOAYKTUBHBIM IOTEHIHAIOM
JICHAIMOMUJT MOKET OBITh BBIJAH/BBIMMCAH MAaKCUMAJIbHO Ha CPOK Tepamuu a0 4 Heaenb B
COOTBETCTBUH C YTBEPKICHHBIMU MOKa3aHUSIMHU M PEKUMOM J03UpOBaHus (cM. paszaer 4.2), B TO
BpEMsI KaK JPyTrUM MalueHTaM — Ha CPOK Tepanuu a0 12 Henemb.

Jpyrue ocoOble yka3zaHus U NPeayNpexIeHUs OIpyu TPUMEHEHUN

Hnghapxm muoxapoa (UM)

Nmerotes coobiienus o ciaydasx MMM y nanueHToB, IPUHUMAIOIIMX JICHATUAOMUI, B YaCTHOCTH,
y JIMI, UMEBIIUX (PaKTOPHl PUCKA CEPJEYHO-COCYAMCTHIX 3a00J€BaHU M B TEUEHHE MEPBbIX
12 mecsiieB KOMOMHUPOBAHHOTO MTPUMEHEHHS C JIeKCaMeTa30HOM. B cirydae Hammuus pakTopos
pHcKa, BKJIIOYas, B IEpPBYIO Ouepelb, TpoMOO3bl B aHaMHE3€, HEOOXOJMMO KOHTPOJIUPOBATH
COCTOSIHME IIallMEHTOB, a TaKXKe IpEAIPUHUMATL JCWCTBUA, HAIPABICHHBIE HA BO3MOXKHOE
CHI)KEHHME  BO3JeHCTBUS  (aKTOpoB  pucka (KypeHHe, apTepualibHas  THIIEpTEH3US,
TUTICPJIUTTHIEMHH ).

Benosnas u apmepuanvhas mpomb6osmoouu

Y mnauueHtoB ¢ MM KOMOMHUpOBaHHas Tepamus JEHATUAOMHIOM U JEKCaMETa30HOM
aCCOIMUPOBAJIACH C MOBBIIICHHBIM PUCKOM BEHO3HBIX TpoMO03MOouit (TD) (mpeumyIecTBeHHO
TpoMO030B TIyOoKuX BeH M TD seroyHod aprepuu). DTOT PUCK OBLI HIKE MPH JIEYCHUH
JICHAJIUJIOMUJIOM B KOMOMHALIMU ¢ MeN(haTaHOM U PEIHU30I0HOM.

Monotepanus aeHanuaomuoM namuentos ¢ MM, M/JIC u MKIJI accounupoBaiach ¢ MEHBIINM

pPUCKOM BeHO3HOU TD (mpeumyiiecTBeHHO TpoM0O030B Iri1y0okux BeH U TO jerodHoil aprepun),
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4yeM IIPUMEHEHUE JICHaIuaAoMuAa y nauueHToB ¢ MM B cocTraBe KOMOMHUPOBAaHHOW Teparuu
(pazmesnt 4.5, 4.8).

Y  nanumentoB ¢ MM coudeTaHHOE INpPUMEHEHHE JICHAIMIAOMHIA U  JIeKcaMeTa3oHa
aCCOLIMMPOBAJIOCh C TOBBIIIEHHBIM PHUCKOM apTepHaibHbIX 1D (rmaBHBIM oOpaszoMm, M u
MHCYJIbTA). DTOT PUCK OBUT HIDKE MPU JICYSHUH JCHAIUOMUIOM B COYETAaHUH C MendaTaHoM U
NpeIHU307I0HOM. Prick aprepuanbabix T3 HIDKe y manueHToB ¢ MM Ha ¢oHE MOHOTEpanuy, YeM
Ha (poHE KOMOMHUPOBAHHOM Tepanuu C JCHAIUIOMUIOM.

Takum oOpa3zom, HeoOXoAMMO HaONIOAaTh 3a MAllMEHTaMM, UMEIOIIMMHU (GakTopsl pucka TO,
BKJItOUasi U TpoMO03bl B aHaMHe3e. ClieyeT NMpeArnpuHIMaTh MEPHI 10 BO3MOKHOMY CHUKEHHIO
BO3JCUCTBUS TakuX (AaKTOpOB pHCKA, KaK KypeHHe, apTepHajbHas TUIEPTCH3HS,
runepaunuaemMus. lIporHoctuueckoe 3Hau€HUE TAKKE HMEIT  TpoMO03IMOOIMYECKHUe
OCJIO)KHEHUsT B aHaMHe3e, COIYTCTBYIOIIAs TEpanus SPUTPOIOITHHOM, 3aMECTUTEIbHAsA
ropMOHasIbHAs Tepanus. TakuMm oO0pazoMm, mpenapaTsl, O0OJagaroIIie SPUTPOMOITHICCKON
AaKTUBHOCTBIO, @ TAK)KE JIPYTHUE MIpenapaThl, KOTOPbIE MOTYT OBBILIATh PUCK PA3BUTHS TPOMOO30B
(HampuMep, TOPMOHO3aMECTHTEIbHAs Tepamnus), AOJDKHBI HA3HAYaThCSl C OCTOPOKHOCTBIO
nagueHTaMm ¢ MM, npUHMMANOIIKM JICHAIUAOMUJ BMECTE C JeKkcaMmeTa3oHoM. KoHueHTpanus
reMorso0nHa Bhime 12 /a1 npearnonaraeT NpeKpanieHne TePanuu SPUTPOTIOITHHOM.

Bpaun w® nDanueHThl JOKHBI  BHMMATENBHO — OTCIEKMBATh KIMHUYECKHE CHMIITOMBI,
CBUJETENbCTBYIOIIME O BO3MOKHOM TO. IlamueHtsl AOKHBI OBITH MNPEAYNPEXKIECHBI O
HE00XO0IMMOCTH HEMEIJICHHOT0 00pallieHHs K Bpady B CIIydae MOSBJICHUS TAKUX CUMITOMOB, KaK
OJIBIIIKA, 0OJIb B IPY/AHOM KIIETKE, OTEK BEpXHEH WM HUKHEH KOHEUHOCTH.

Pexomennyercs mpodunakTuieckoe Ha3HaYeHHE NMPOTUBOTPOMOOTUYECKON Tepamnuu, 0OCOOEHHO
nanueHTaM, MMEIOIIUM JIOTIOJHUTENbHbIE (aKTOpbl pHUcKa pa3BUTUS TpoMOo3a. Pemienue o
NPUMEHEHUH TPOTUBOTPOMOOTHUECKON Tepanuu cielyeT IPUHUMATh [OCye TIATeIbHON OLIeHKH
WH/IMBUYaIbHBIX ()aKTOPOB PUCKA.

Ecnu y nanyienTa nosBuincy cuMntomsl T3, HE0OX0UMO PEKPATUTH JIEUEHHE JIEHATHI0MUI0M
Y Ha3Ha4YMUTh CTAHJAPTHYIO aHTHUKOATYJSIHTHYIO Tepanuto. [locie Toro, kak COCTOSIHUE NalueHTa
CTaOMIIM3UPYETCsl Ha aHTUKOATyJSTHTHOM Tepanuu U cUMOTOMBI 1D OyIayT ycTpaHEHBI, MOKHO
BHOBb HauaTh JICYCHHME JICHATUJAOMHJIOM B TOM ke 03¢ MpH OJaronpusTHON OlLeHKe
COOTHOIIEHUS MoJyib3a/puck. [lanMenTy cienyer NMpoJOJKUTh aHTUKOATyJISHTHYIO TEparnuio B

TCUYCHHUEC BCCTO J:[anLHeﬁmero nepuoaa JCHYCHUA JICHAIUAOMUIOM.
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Jlecounas eunepmensusi

VY manueHToB, MOMYYaBIIMX JICHAIUJOMHU, COOOMIAJIOCh O CIyd4asX JIETOYHOW THMIIEPTEH3UH,
MHOTJIa CO CMEpTENbHBIM HcxooM. [lamrenToB cneayer obcnen0BaTh Ha IPEeIMET IPU3HAKOB U
CUMITOMOB CEpJICUHO-JIETOYHBIX 3a00I€BaHMI 10 Hayalla ¥ BO BpeMsl TepaIluu JICHAIUIOMUIOM.
Heiimponenusi u mpomboyumonenus

TsoKenbIMH - TO30JMMHUTUPYIOIIMMU  TOKCHYECKUMH  SIBJICHUSIMH  JICHAJTUIOMHJIA  SIBJISTFOTCS
HEUTponeHus: M TpomOoruToneHus. Pa3BepHyThIli aHalW3 KPOBM, BKIIOYas ONpeJesieHue
KOJIMYECTBA JICHKOIMTOB, (OpMyJibl KpOBH, KOJIHYECTBA TPOMOOLMTOB, TI'€MOIVIOOMHA,
reMaToKpuTa, HeOOXOAMMO BBITIOIHSATH JI0 Hayajia TeParnu, KKyl HEAEI0 B TeUCHHE MEePBBIX
8 Helenb Tepaluu JICHAJIWJOMUJIOM U 3aT€M €XKEMECAYHO /I MOHUTOPUHIA LUTONEHUH. Y
narueHToB ¢ MKJI MOHUTOPUHT clieyeT MPOBOAUTH KaXKIble 2 HelleIn BO BpeMs 3 U 4 LUKIIOB
Tepanuu, a 3aTeM — B HavaJie KaKJoro cleayromiero nukia. ['paguk MOHUTOpUHTA TMAIIEHTOB C
@JI unu JIM3 — exxeHenenbHO B TEUEHUE MEPBBIX 3 HeAenb | nukia (28 nHeil), Kaxapie 2 Helenu
B TeueHHE 2—4 MUKIIOB, 3aT€M — B Hauaje KaXKJIO0To CIEIYIONIero nukia. Moxer morpedoBaThes
npephIBaHKEe TCPAIIMK W/UIIHA CHIDKCHHE 0361 (CM. paszaen 4.2).

B cnyuae pa3BuTHS HEUTpONEHHHU IelecooOpa3HO Ha3HAueHUE MpenaparoB (axTopa pocTa.
[TareHTH! TOMKHBI OBITH TPOMH()OPMHUPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIIATh
JeJalemMy Bpady O JI0OOM IMOBBIIICHUN TEMIIEPATYPHI.

[TarimenTamM W BpayaM pPEKOMEHIYETCS OTCIEKHWBATh NMPHU3HAKK W CHMIITOMBI KPOBOTCUCHHS,
BKJIIOYAs TETEXMH M HOCOBBIE KPOBOTEUEHUS, OCOOEHHO B CiIydasx, KOTJa OJIHOBPEMEHHO
IpUMEHsIeMbIe JIEKAPCTBEHHBIE Mpenaparbl COCOOHBI MOBBIIIATH CKIIOHHOCTh K KPOBOTEUEHHSIM
(cMm. pasnen 4.8).

Cnenyer ¢ OCTOpPOXKHOCTBIO Ha3HAuaTh JICHAJIWJOMUJ C JPYTMMH MHEO0/IEIPECCUBHBIMU
npenapaTami.

Bnepeble duaeHocmupoeaHHaﬂ MHOHCECMBEHHAA MUEIoMA. NAYUEerHnivl, KOmopvimM noKd3dHa

MPAHCHAAGHMAYUUSA,  NOAVYASWUEe  JACHAAUOOMUO 68  KombuHayuu ¢ bopmezomubom  u

oexcamemasoHom

HefiTponienus 4 crenenu Tshkectn HaOmoaanach y 2,8 % u 28,7 % ManueHTOB B KIMHUYECKUX
uccnenoBanusx (K1) PETHEMA GEM2012 u IFM 2009, cootBercTBeHHO. DeOpuibHas
HerTporneHus 4 creneHu Tspkectn HaOmoganack y 0,0 % u 1,1 % manuentoB B8 KU PETHEMA
GEM2012 u IFM 2009, coorBercTtBeHHo. IlammeHToB creayer mpouHGOPMHUPOBATH O
HEOOXOJIMMOCTH CBOEBPEMEHHO COO0O0IIaTh O (HeOPMIIBHBIX 3IH30/1aX, MOKET MOTPeOOBATHCA

NPUOCTaHOBKA TEPaIMU W/WJIM CHU)KEHHE 03Bl (CM. pasnen 4.2).
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
(NOCNENOBATENLHOCTS 0003)

TpomboruTonenus 3 uinu 4 CTeNeHU TsKecTH Habmoganack y 6,3 % u 18,5 % nanuentoB B KU
PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepevie  ouacnocmuposannas  muoxcecmeernas  mueaoma:  nauuenmol  nocie TICK ¢

nocaeoywel nodoepaicusarouiel. mepanuei 1eHaIudoMuooM

HP B xone KM CALGB 100104 Bxiitouanu B ce0st siBIeHUS, 3a(UKCHPOBAHHBIC ITOCIIC BBEICHUS
BbIcOKO# 10361 Mendanana u TI'CK (BJIM/TT'CK), a Takxe sSIBISHUS B IEPUOJ IO ISP KUBAIOIICH
Tepanuu. BTopoil aHamu3 BbISIBUI SIBJICHMS, BO3HHUKILIKE IOCIE Hauyana IOJJIepKUBAOIIEH
tepanuu. B KU1 IFM 2005-02 6bimu 3adpukcupoBanbl HP Tonbko 3a mepuo moaaepKuBaromieit
TEpaIuH.

B o0miem, HeWTporieHus 4 cTENeHH TsHKeCTH HaOIr01a1ach ¢ BBICOKOW YacTOTOHM y MAIlMeHTOB Ha
MOJJCP)KUBAIOIIEH Tepanuy JICHAIUJIOMHUIOM IO CPaBHEHHIO ¢ Tpymnmoil mianedo B apyx KU,
OILICHUBAIOIINX MOJACPKHUBAIOIIYI0 TEPANHIO JICHAIUIOMHIOM Yy manueHtoB ¢ BJIMM, mocne
TICK (32,1 % B cpaBHenuu ¢ 26,7 % [16,1 % B cpaBHenuu ¢ 1,8 % mocie Hadana
nonnepxkuBatoneit repanur| 8 KU CALGB 100104 u 16,4 % B cpaBaennn ¢ 0,7 % B KU I[FM
2005-02, cootBerctBeHHO). HP B BHme HeWTponeHuu, BO3HUKaroIMe Ha (OHE Tepanu u
MPUBOJIAIINE K MPEKPAILIEHUIO MpUeMa JICHATHA0MUAa, ObUIM OTMeueHbl y 2,2 % y manueHToB B
KN CALGB 100104 u y 2,4 % nauuentoB B KU IFM 2005-02, coorBeTrcTBeHHO. DeOpuiibHas
HelTponeHus Oblla 3aperucTpUpoBaHa ¢ TaKOH K€ 4aCTOTOW y MallMEeHTOB Ha MO/AJIEPKUBAIOILEN
Tepanuu JeHAIUIOMUIOM 10 cpaBHEHUIO ¢ rpymnmnoil mianedo B oboux KU (0,4 % B cpaBHEHUU C
0,5 % [0,4 % B cpaBHenuu ¢ 0,5 % mnocne Havana noaaepxuBaromieii tepanuu] B K CALGB
100104 u 0,3 % B cpaBuenuu ¢ 0 % B KU IFM 2005-02, coorBeTrcTBeHHO). [laninenToB ciemyer
npouH(OpMUPOBaTh O HEOOXOJUMOCTH CBOEBPEMEHHO €OO00IIAaTh O (heOpUIIBHBIX 3MH30/aX,
MOXET MOTPeOOBaThCS MPUOCTAHOBKA TEPAITMU H/WIIA CHUKEHHUE 103kl (cM. paszzen 4.2).
TpomOouuTonenuss 3 wim 4 CTENEHH THKECTH OTMeyanach 4Yalle y TMalUeHTOB Ha
NOJIEP>KUBAIOLIEH Tepanyy JICHAINIOMHUIOM 110 CPaBHEHUIO ¢ rpymnmnoii miane6o B KU, kotopsle
OIICHUBAJIU TMOJJCP>KUBAIOIIYIO TepaNuio JeHATUIoOMUA0M y naneHToB ¢ BJIMM nocne TT'CK
(37,5 % B cpaBaenuu ¢ 30,3 % [17,9 % B cpaBHenuu ¢ 4,1 % mociie Havaja MOACPIKUBAIOIIEH
tepanuu] B KM CALGB 100104 u 13,0 % B cpaBuenun c 2,9 % B KU IFM 2005-02,
COOTBETCTBEHHO). [lanmenTam U BpayaM pEeKOMEHIYETCsl OTCIIEKHMBATh MPU3HAKK M CHUMIITOMBI
KPOBOTEUEHHMsI, BKJIIOUasi METEXUHM U HOCOBbIE KPOBOTEUYEHMs, OCOOCHHO B Cilyyasx, Korja
OJIHOBPEMEHHO MPUMEHSEMbIE JIEKAPCTBEHHbIE MpenapaTbl ClIOCOOHBI MOBBINIATH CKJIOHHOCTh K

KpPOBOTEUEHHSM (cM. paznen 4.8).
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Bnepsvie OuCZZHOCmMDOGCZHHa}Z MHOMNCECMBEHHAA MUeioma. nayuernivl, Konopsvim He nokKasarnda

mpaHcnjiaHmayus, noJjiysasuiue JCHAIUOOMUO 8 KOM6MHGT4MM C 60pme30mu60m u

oexcamemaszoHom

YacTtoTa pa3BUTH HEHTPOIIEHUH 4 CTEIEHU THKECTH OblLIa HUXKE y MAICHTOB, MOJYYaBIIUX
JieYeHUE JICHAIMJOMHIIOM B KOMOWHAmuu c Ooprte3ommboMm u nekcamerazoHom (RVd), B
cpaBHeHMH c Tpynmoi nedenus Rd (2,7 % B cpaBuenuu ¢ 5,9 %) 8 KU SWOG S0777. Yactora
pa3BuTHus (HeOpUIBbHOM HEUTpOTICHUHU 4 CTENEeHM TsDKeCTH B Tpynmax JyieueHuss RVd u Rd Opuia
onuHakoBoit (0,0 % B cpaBHenuun ¢ 0,4 %). IlanmentoB crnenyer mnpouH(DOpPMUPOBATH O
HEOOXOIMMOCTH CBOEBPEMEHHO co00marh 0 (heOpMIIBHBIX 3MH30aX, MOXKET MOTPEOOBATHCS
NPUOCTAHOBKA TEPAIMU W/WJIM CHUYKEHHE J103bI (CM. pasnen 4.2).

YacToTa pa3BUTHS TPOMOOIIUTONICHUN 3 WK 4 CTETICHU TSDKECTH ObLIa BBIIIE B TPYIIIE JICUCHUS
RVd B cpaBuenuu ¢ rpymnmoii Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepsvie OLIGZHOCmuD06aHHCUZ MHOMNCECMEBEHHRAA MUE/IOMA. NAUUEHIMbL, KOMOPbIM HE NnoKa3daHda

mpaHcnjiaaumayus, noayvasuiue JACHAAUOOMUO 8 KOM6MH(114MM C HUBKUMU 003aMU OEKCAMEMA30HA

Heiitpornenuto 4 creneHu TsSHKECTH peke HabI0Jalu y MalMeHTOB, [0JyYaBIInuX JEHATUIOMHU]] B
KOMOUHAIMY C JIeKCaMETa30HOM, YeM y MalUeHTOB B rpymnne cpaBHenus (8,5 % B rpynnax Rd
[HenpepriBHOE JieueHue] u Rd18 [eueHue B Teuenue 18 4-HeneNbHBIX IUKIIOB] 0 CPABHEHHIO C
15 % B rpymnrme, npuHUMABIIKX MeldanaH, npearn3onon u Tamunaomua (MPT) (cm. pasaen 4.8).
Onu3061 HeOPUIILHON HEUTPOTIEHUH 4 CTETICHU TSKECTH BCTPEUATUCH C OMHAKOBON YacTOTOM B
rpynne JeHanuaoMup/nexcamerazon (0,6 % B rpynmax MalUeHTOB, IOJIyYaBIIMX
neHamuaomu/ nekcamera3od Rd u Rd18, o cpasuenuto ¢ 0,7 % B rpynne MPT) (cMm. paszaen 4.8).
TpomOouuTonenus 3 uin 4 CTETIEHH TSHKECTH HAOII0JalIach B MEHbBINEH cTeneHn B rpynmax Rd u
Rd18, uem B rpynmne cpaBuenus (8,1 % B cpaBHenuu ¢ 11,1 %, cooTBETCTBEHHO).

Bnepeble aMCZZHOcmMDOBClHHCl}Z MHOHCECMBEHHAA MUETIOMA. nNAUUEHNbl, KOMOPbiM HE NOKA3AaHA

mpanrcniasmayusi, noaydarouue ACHAAUOOMUO 8 COYCMAHUU C Me]l(;baﬂaHOM u I’lpeaHMSOJZOHOM

[Ipumenenue nenanuaomuaa ¢ mendananom u npegausononoMm B KU y mamuentos ¢ BJIMM
COIPOBOXKAAIOCH OoJiee BBICOKOM dacToTOW HeWTpomnenuu 4 crenenu Tspkectu (34,1 % s
Tpynmnbl Tepanuu MendaraHoM, MPEAHU30IOHOM U JICHATUAOMHUIOM M 3aTeM JICHAJTHIOMUIOM
[MPR+R] u Mendananom, mpeIHU30JI0HOM M JICHATHIOMHUIOM U 3ateM rmianedo [MPR+p] mo
cpaBaeHHIO ¢ 7,8 % B rpynne MPR+p) (cm. pasznmen 4.8). Dnuzonsl GpeOprIbHON HEHTPOTICHHN
4 crenenu TspkectH HabOmonanuck Hevacto (1,7 % B rpynme MPR+R/MPR+p no cpaBHeHuro ¢
0,0 % B rpynmie MPp+p) (cMm. pasnen 4.8).

[TprumeHeHre KOMOMHAIIMY JIEHATUIOMH/IA ¢ MeT(allaHOM U TIPETHU30JIOHOM Y arueHToB ¢ MM

COIPOBOXKIAIOCH 00JIee BBICOKOM 9acTOTOM TpoMOoIuTOIIeHn! 3 U 4 crenenu TsokectH (40,4 % B
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rpynmne MPR+R/MPR+p no cpasaenuto ¢ 13,7 % B rpynmne MPp+p) (cm. paznen 4.8).

MHuooicecmeennasn muenoma: nayueHmol, NOAYYUSUIUE KAK MUHUMYM OOHV JUHRUIO mepanuu

Puck pa3BuTusa HeWTponeHun 4 CTENEHU TIKECTH Yy MalueHTOB ¢ MM, moiaydMBHIMX Kak
MUHUMYM OJHY JIMHUIO TEpanuu, IPU OJHOBPEMEHHOM HAa3HAYCHUM JICHAIMJIOMHUAA U
JeKcaMeTa3oHa  o4eHb  BeIcok (5,1 % B rpynme  HanmMeHTOB,  IMOJIyYaBIIMX
JCHAIUIOMU]Y/ IeKcaMeTa3oH, oTHocuTenbHo 0,6 % B Tpynme NalMeHTOB, IOJyYaBIIMX
mianedo/nekcameTazon).  Onu3oabl  GeOpWIBHOH  HEWTponmeHWH 4  CTeNeHH  TSHKECTH
PETUCTPUPYIOTCS HEYacTo (0,6 % B rpymre MalUEeHTOB, MOJTy4aBIIUX
JeHaTUIOMU]/ iekcaMeTa3oH, oTHocutenbHo 0,0 % B Tpynme MNalMeHTOB, IOJyYaBIIMX
iane6o/nekcamerazon) (cm. pasmen 4.8). Bricokas dwacTtora pa3BUTHS TPOMOOLUTOIICHHU
3 u 4 creneHu TSHKECTH OTMEdYaeTcs y HarueHToB ¢ MM mpu OJHOBpPEMEHHOM Ha3HAYEHUU
neHanuaoMuga u aekcamerasona (9,9 % wu 1,4 %, cOOTBETCTBEHHO, B TpyMIE MAlUEHTOB,
MOJTyYaBIIUX JICHATUIOMUJ/ IeKcaMeTa3oH, otTHocuTenbHO 2,3 % u 0,0 % B rpyrie mamnueHTos,
MOJIYYaBIIUX IUTanedo/nekcameTa3on) (cm. paszaen 4.8).

Muenooucniacmuyeckue CMH@DOM bl

VY namuentoB ¢ MJIC siedeHue JeHaIMIOMUJOM 4Yallle BbI3bIBAJIO pPa3BUTHE HEUTPONEHUU U
TPOMOOIUTONECHUH 3 U 4 CTEIEeHU 10 CPAaBHEHUIO ¢ Tuiarebo (cM. paszzen 4.8).

Jlumdoma uz kiemox MaHMUUHOU 30HbL

VY nanuentoB ¢ MKIJI Helitponienuss 3 u 4 cTeneHM pa3BHBajach 4Yalle Ha (OHE JeueHus
JICHAJIMIOMHIOM, YeM Y TAI[MeHTOB KOHTPOJIBbHOM rpymibl (cM. pazaen 4.8).

@OJZJZMKVJZ}IDHCI}I ]Zl/lMd)OMa uniu ]ZMMd)OMa U3 KneniokK MaDZMHaﬂbHOﬁ 30Hbl

[TpumeHeHue TeHanu1I0M11a B KOMOMHAIMK ¢ puTyKcuMaboMm y nanuentoB ¢ OJI u JIM3 cBa3ano
¢ Ooiee BHICOKOH 4acTOTOM pa3BUTHSA HEHTPOIICHUU 3 WK 4 CTETIEHU TSHKECTH MO CPABHEHHIO C
narnyveHTaMu, MojyvyaroIuMy maredo/putykcumad. HeBbicokast yactoTta pa3Butus (eOpriibHON
HEUTPOINIEHNH M TPOMOOLMTONEHUU 3 MM 4 CTENeHW TSHKECTH HaOofanach Kak B IpyMIe
JICHAJIMIOMUI/PUTYKCUMA0, Tak U B rpyrre/miaiebo (cm. pasaen 4.8).

3abonesarnus wumoBUOHOU Jicenesvl

HmeroTces cooO1eHus o ciyvasix THIIOTHpeo3a U runeptupeosa. [lepen HauaaoM jJeueHus cieayer
OLIGHUTHh COMYTCTBYIOIIME 3a00JIeBaHUs, CIOCOOHBIE OKa3blBaTh BIUSHHE Ha (QYHKLHUIO
HIUTOBUTHOM jkeJe3bl. PekoMeHayeTcst MpOBOAUTH OLIEHKY (QYHKIIUH ITUTOBUTHON JKEJIe3bl Mepet
HAYaJIOM JICUECHHUS U €€ PeryJIsIpHbII KOHTPOJIb Ha (pOHE MpUMEHEHHUs Ipernapara.
Ilepughepuueckasn netiponamus

Mornekyna JeHaTUA0OMHIIa CTPYKTYPHO CXOXa C MOJIEKYJIOW TaluJAOMH/A, KOTOPBIA M3BECTEH

CBOEH CIOCOOHOCTBIO BBI3BIBATH TSKENYIO Nepudepuueckyro Helpornaruio. Tem He MeHee, He
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OTMEYEHO MOBBIIICHHOM YaCcTOTHI pa3BUTHs nepudeprueckoil Heliponatuu npu gedenun BJIMM
Ha (OHE JICUYCHHUS JICHATUIOMUIOM B KOMOWHAIIMU C JIEKCAMETAa30HOM WU MeldamaHoM u
MPEIHU30JI0HOM, WIM IPU HAa3HAYEHUH MOHOTEpAIUU JICHATHIOMHIOM, WIH MPHU JIUTEIHHOM
MPUMEHEHUH JICHATUAOMUIA.

[IpuMmeHeHne JIeHATHIOMHIa B KOMOWHAIMU C BHYTPUBEHHBIM BBEJCHHEM OopTe3oMuba u
JIeKCAaMETa30HOM y TalueHToB ¢ MM cBsizaHo C 0Ooiee BBICOKOH 4YacTOTOH pa3BUTHA
nepudepudeckoit Heliponatuu. YactoTa pa3BUTHs eprudepruIecKOil HelpornmaTiu ObliIa HUKE IPU
MOJIKOYKHOM ITyTH BBeneHUs 6opTezomuOa. bonee moapoOHas nHdopmanus ykasaHa B pasfeie
4.8 W UHCTPYKIMH TI0O MEIUIIMHCKOMY TPUMEHEHUIO JIEKQpCTBEHHOTO TMpemnapara s
6oprezomuoa.

Cunopom «ecnviuuxuy onyxoau (TFR) u cunopom auzuca onyxonu (TLS)

B cBs3u ¢ BBIpaXEHHON aHTUHEOIJIACTHMYECKON aKTUBHOCTHIO JICHAIUOMHJIA BO3MOXKHO
passutue TLS. Ha done nevenus nenamumaomuaoM 1LS u TFR HaGmromanick 4acTo y manueHToB
C XPOHHYECKHM JIMM(OIUTAPHBIM JICMKO30M M HEYaCTO Y IMAalHUeHTOB C JuMQOoMOH. bpum
3aperuCTPUPOBAHBI U JIETaTbHbIE UCXOAbI TLS Bo BpeMsi mprMeHEeHU JIeHaTua0MuAa. Beicokomy
pucky pa3Butuss TLS um TFR 0coO0eHHO mMOABEp>KEHBl NAIMEHTHI, HMEIOUIUE OOIBIIYIO
OMYXOJIEBYIO MaccCy JI0 Hadayia Tepanuu. Y TaKuX NalMeHTOB HY>KHO OY€Hb OCTOPOYKHO HAYWHATD
TEpANHI0 JICHATUIOMUIOM. 32 3THMH MAIMCHTaMHU JOJDKHO OBITh OPTaHW30BAHO IMOCTOSHHOE
HaOJII0ZIeHUE, OCOOCHHO B T€YCHHE MEPBOrO IMKJIA TEPANUU WM B MPOIIECCE MOBHIIICHUS JT03bI
mpemnapara, a Takke HeoOXOAMMO MPUMEHEHHE OOIMICTIPUHATHIX Mmpoduimaktudeckux mep. Ha
doHe nedeHus JeHATUAOMUIOM ManueHToB ¢ MM B peakux ciydasx cooOIIaloch O pa3BUTUU
TLS, y marimentoB ¢ MJIC pa3sutue TLS He 3apeructpupoBaHo.

Jlumoma uz Kiemox MaumMuUHOU 30Hbl

PexomeHayeTcst MOCTOsSIHHOE HaOMIOZieHHe M KOHTpoib 3a cumnromamu TFR. ITlanmeHTs! c
YCTaHOBJIEHHBIM B XOJI€ JUArHOCTUKU BBICOKMM MEXAYHAapPOJHBIM MPOTHOCTHYECKUM HMHAEKCOM
(MIPI) unu MCXOAHO TeHepaTU30BaHHOM uM(oaaeHonaTrel (Hanuyue, Kak MUHUMYM, OJHOTO
ouara JguameTpoM > [/ cM) MoryT umerb puck paszsutusg TFR. CuHapoMmM TpaH3UTOpHOTO
yCyryoneHHuss KIMHUYECKUX MPOSBICHUI OMyXOJIM MOXKET MAaCKHpOBaTh MPOTPECCHpOBAHUE
3a0oneBanud. Ilanmentam, y Kotopbix Obul aumarHoctupoBaH TFR 1 u 2 crenmenu, Obuin
Ha3HA4YeHbl TIIIOKOKOpTHKOcTepouabl, HIIBII w/mnmm HapkoTHueckwe aHAJIBTeTUKH IS
kynupoBanuss cumntomoB TFR. Pemenue o nedennn TFR nomknHo ©0a3upoBaThesi Ha
UH/IMBUYaJIbHOM TOJXO/€ K OIIGHKE Ppe3yJbTaToB KIMHUYECKOTO 00CIeN0OBaHUs IMalUeHTa

(cM. pazgaensi 4.2, 4.8).
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DonnukyiapHas JZMM(Z)OMCI ujau JZMMd)OMCl U3 Kjiemok ]l/laDZI/lHClJZbHOI/lv 30Hbl

Pexomennyercs mnocTosHHOE HaOMOIEeHHWE U KOHTpoib 3a cumnromamu TFR. Cungpom
TPAH3UTOPHOIO YCYryOleHus KJIMHUYECKUX MPOSBICHUN OIYXOJIM MOXKET MacKUpOBaTh
nporpeccupoBanue 3a0oneBanus. Ilanmentam, y koropelx Obul  auarHoctupoBaH TFR
1 u 2 crenenu, ObTM Ha3zHaueHbl TrimOKokopTtukoctepounsl, HIIBIT w/mnmm nHapkoTudeckue
aHaJIbreTUKU Ui KynupoBaHus cumnrtoMoB TFR. Pemenne o nedenun TFR  nmomxHO
0a3upoBaThCcs Ha MHIUBUAYaJbHOM IIOAXOJE K OLEHKE pe3yJbTaTOB KIMHUYECKOIO
obceoBanus manueHTa (M. pasaenst 4.2, 4.8).

Pexomennyercss TmarenbHbli KOHTpodb M omeHka TLS. HeoOGxoaumo momnepikaHue ypoBHS
KHUJIKOCTH B OpraHM3Me MaIlMeHTOB, mpoduiakrndeckoe yeuenne TLS, a Ttakke mpoBeneHue
€XKEHE/IeIbHOI0 Pa3BEPHYTOr0 OMOXMMHUYECKOIO aHAINW3a KPOBU B T€UEHUE MEPBOT0 LUKJIA WIN
JIOJIbIIE B COOTBETCTBHHU C KIIMHUYECKUMHU IMOKa3aHUusAMHE (cM. paszaensl 4.2, 4.8).

Onyxoneeas macca

Jlumdoma uz kiemox MaHMUUHOU 30HbL

Jlenanugomung He PEKOMCHAYCTCA NPUMCHATL Y IMALIUCHTOB C 0OIBIION Maccoi OIyXOoJia IIpu
HaJIMYUHU aJIbTCPHATUBHBIX MCTOA0B JICUCHHA.

Pannss cuepmnocmo

B K1 MCL-002 B menoM BBISBICHO 3aMETHOE yBelW4YeHUE paHHed (B TedeHue 20 Heelnb)
cMeptHOCTH. [laliueHThl ¢ NCXOJHO OOJIBLION MAaccoi OMyXOJIM OTHOCSTCS K IPYIIE BBICOKOTO
pHCKa paHHEeH cMepTu: B IpyIIe JIEHAIUJOMUAA PaHHAs CMepTh OblIa 3aperucTprpoBaHa y 16 u3
81 mamuentoB (20 %), a B KOHTpoJbHOM rpynne — y 2 u3 28 nanuentoB (7 %). B Teuenue
52 Henenb JIeYEHUsI 3TU TIOKA3aTeNId COCTaBUIIU, COOTBETCTBEHHO, 40 % (ymepio 32 manueHTa u3
81) u 21 % (ymepio 6 marieHToB u3 28).

Heoxcenamenvuvie peakuuu (HP)

B KM MCL-002 Tepanus neHaauaoMuaoM Obuta oTMeHeHa y 11 u3 81 manueHToB ¢ 0OJbIION
Mmaccoit ormyxonu (14 %) Bo Bpems 1 1ukIia JedeHus, a B KOHTPOJIbHOU rpymnne —y 1 nanueHTa u3
28 (4 %). OcHOBHOM MPUYNHONW OTMEHBI JICYCHUS Y MAIMEHTOB C OOJIBIIION MacCOW OIMyXOoJid B
rpyIme JeHaIMaoMuIa Bo BpeMs 1 nukia 6buto passutue HP y 7 manmentoB u3 11 (64 %).

Taxum 06pa3oM, NaMeHTH! C 0OJIBIIOI MacCOl OMyXO0JIU JOJKHBI HAXOIUTHCS MOJT HOCTOSHHBIM
HaOroIeHueM Tt KoHTpodst 3a HP (cm. pasnen 4.8), rimrovas cumntombel TFR. Pexomenpanum
10 M3MEHEHUIO 11036l Tipenapata npu pa3zsutin TFR npuBenens: B pazaene 4.2. bonbias macca
OITYXOJIM ONPENENIAETCS IPU HAIMYUM Y MTallMEHTa, IO MEHBIIEW Mepe, OJJHOIO o4ara pazMepoM

> 5 cM B quamerpe 0o 3 oyaros > 3 CM.
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Annepauyueckue peakyuu u msoicenvle KOJHCHble peaKyuu

HmeroTcst cooOIeHus 0 ciydasx aJuIepruuecKuX peakluii, BKIII0Uas aHTMOHEBPOTUYECKHI OTEK,
aHAQUIAKTHUYECKYI0 DPEaKIMI0, W TOKENbIX KOXHBIX pEakuusiX, BKIOYas CHHIPOM
CruBenca-/[>kOHCOHA, TOKCUYECKUN SMHIEPMATIbHBI HEKPOJIM3 U JIEKAPCTBEHHYIO PEaKIHIO C
s03uHOHUINEH 1 cucTeMHOl cumrntomatukoil (DRESS-cunapom) y manueHToB, IpUHUMAIOIIUX
neHamuaomuy (cMm. paszzpen 4.8). Jlewammii Bpay JODKEH NpOWH(GOPMHUPOBATH MHAIMEHTa O
CUMITOMAax STUX pPEaKIUil W MOPEeKOMEHJIOBaTh HEMEUICHHO OOpaTUTHCS 3a MEAUIIMHCKOU
NOMOUIbI0 B cCily4ae uX pa3BuTus. [Ipy mMOsSBIEHUHM AHTHOHEBPOTHYECKOIO OTEKa,
aHA(UIAKTUYECKOW peaKuH, SKCOIMATUBHBIX WM OYJIC3HBIX BBICHITAHUN Ha KOXE WIH
M0JI03pEHUH Ha pa3BuTHE cuHApoMa CtuBeHca-/[>KOHCOHA, WM TOKCUYECKOI0 3IUAEPMaIbHOIO
Hekponuza, win DRESS-cunmpoma cremyeT HeMemJeHHO MpPEKpPAaTUTh  MPUMEHEHHE
JICHAIMIOMU/IA, JICYEHHE KOTOPBIM HE CIEAYyeT BO3OOHOBISATH U IMOCIE MCYE3HOBEHHS KOXKHBIX
nposiBieHuil. HeoOxoaqumocTs nepepbiBa UM OTMEHBI JIEHAIUJIOMH/IA CIEAYET pacCMOTPETh B
cilydae TMOSIBIICHUS JPYTUX BUAOB KOXHBIX PEAKIUil B 3aBUCHMOCTH OT UX BBIpa)XKeHHOCTH. B
CBSI3H C TEM, YTO UMEIOTCSI Hay4HbIE MyOIUKAlMU O BO3MOKHBIX EPEKPECTHBIX PEAKIIUIX MEKITY
JCHATMOMUIOM U TalIUJIOMHIOM, CcIeAyeT C 0co00il TIIATENBHOCThIO KOHTPOJIUPOBATH
COCTOSIHWE TIalIMEHTOB, Y KOTOPHIX B aHAMHE3€ €CTh yKa3aHWs Ha aJUICPrHYECKHE PEaKIHd B
NEepUOJ JICYCHUS TaJUIOMHIOM. JIeHATMAOMHUI HENb3s Ha3HauaTh MAIEHTaM, y KOTOPBIX
UMEIOTCS B aHAMHE3€ yKa3aHUs Ha TsDKEJbIe KOJKHBIE Peaklny Ha (POHE MPHUMEHEHHSI TAJTIOMH/IA.
Pa3zsumue nepsuunvix 310kauvecmeenHblx onyxoaetl Opy2oil 10KaIu3ayuu

B KM ormeuena Oosee BBICOKAas 4YacTOTAa BO3HMKHOBEHMSI MEPBUYHBIX 3J10Ka4ECTBEHHBIX
omyxosier npyroit nokamuzammu (IIOJIJI) y manueHToB, paHee TMOTydYaBIIUX JIEUECHUE
JCHAIMOMUIOM U JiekcaMmeTa3oHoM (3,98 Ha 100 uenoBeko-j1€eT) Mo CpaBHEHUIO C KOHTPOJIbHOM
rpymnoit (1,38 nHa 100 uyenoseko-netr). Heunsasuuble IIOJ[JI Brutouanu O6azanuomy Hu
IUTOCKOKJIETOYHBIN pak Koku. bombiias wacte uHBa3uBHbIX [1OJIJI oTHOCMIIaCh K COJMIIHBIM
OITYXOJISIM.

B KU y nanuentos ¢ BIIMM, kotopsiM He Obu1a nokazana TI'CK, mosnydaBimmx geHalIn oMU B
KOMOMHAIMM ¢ MeJdalaHOM M TPEeIHU30JIOHOM [0 MPOrpecCHpOBaHUs, HaOII0IaNOCh
yBenuueHue 3aboneBaeMoctu Temartonorndeckumu I[IOJIJI (ocTphlif MHUETOUITHBIA JIEHKO3
(OMJI), MJIC) B 4,9 pa3a (1,75 nma 100 genoBeKO-7I€T) MO CPABHEHUIO C TMAIlMEHTAMH,
noyyJaBImmuMu Mendanad B KomMOuHanuu ¢ npenau3onoHoMm (0,36 wa 100 uemoBeko-JeT).
VBenuuenue 3aboneBaemoctd conuanbiMu [TOJIJI B 2,12 paza oTmeyanoch y MalMEeHTOB,

MOoJIy4yaBIINX JICHAJIMIOMHA[L (9 I_II/II(J'IOB) B KOM6I/IHaI_II/II/I C MeJ’I(paJ'IaHOM U MpECAHHU30JIOHOM
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(1,57 na 100 genoBeko-JeT) MO CpaBHEHUIO ¢ Mel(aTaHOM B KOMOWHAIIMK C MPEIHU30JIOHOM
(0,74 na 100 yenoBeko-neT).

Y DamnueHToB, IMOJyY4aBIIUX JICHAIUJOMHMJI B KOMOMHAIMM C JIGKCAMETAa30HOM JI0
MIPOTrPECCUPOBAHKS WK B TeueHHe 18 mecsues, 3a0omeBaemMocTh remMarosiorudeckumu [10J1J1 ve
yBenuuuBaiach (0,16 na 100 uyenoBeko-ier) mo cpaBHeHuto ¢ npuemom MPT (0,79 nHa
100 yenoBeko-ner).

YBenunuenue 3aboneBaemoctu cosmaabiMu [TIOJIJI B 1,3 pasa 3aperucTpupoBaHO y MAIMEHTOB,
MOJTyYaBIIUX JICHATUIOMHU B KOMOHMHAIIMM C JEKCAMETa30HOM JO MPOTrPECCUPOBAHMS WIH B
teueHue 18 mecsaues (1,58 Ha 100 uenoseko-ner) no cpaBHeHuto ¢ npuemom MPT (1,19 Ha
100 yenoBeko-er).

VY mnamuentoB ¢ BJAMM, nonyyaroumx J€HaIUAOMHUA B KOMOMHAIMK € OOpPTE30MHOOM U
JIeKCaMeTa30HOM, 4YacToTa pa3BuTusa remarojorudeckux IIOJJI cocrasmsna 0,00-0,16 Ha
100 genmoBeko-mneT, a yactota pazputus couaabix [IOJJI — 0,21-1,04 Ha 100 yenmoBeKo-JeT.
[ToBbimeHHbI puck paszButus remarosornyeckux ITOJJI Ha ¢onHe npuema neHamugOMUIA
aKkTyaJleH Takxke W Juid nanueHToB ¢ BIMM mnocne TpaHCIUTaHTalluu CTBOJIOBBIX KJIETOK. XOTs
3TOT PUCK elle He MOJHOCThI0 0XapaKTepPU30BaH, €r0 HY)KHO UMETh B BUAY, IPUHUMAs PEIICHUE
0 Ha3HAUEHUU JICHAIMIOMH/Ia JAHHOM TPYIIIE NAl[UEHTOB.

Yacrora remaronornyeckux [1OJJJI, rmaBasiM o6pazom, OMJL, M/IC u B-kierounsix mumdpom
(Bxurouass numpomy XomkkuHa), coctaBimsia 1,31 Ha 100 yenoBeko-yier sl TPYMIBI
neHamuomuaa u 0,58 Ha 100 uenoBeko-ner ans rpynmnsl miane6o (1,02 za 100 yenoBeko-neT ams
rpynnsl neHanmugomuaa nocine TT'CK u 0,6 va 100 yenmoBeko-yeT AJi MallMEHTOB, KOTOPHIE HE
nosydanu aeHanugomun nocie TI'CK). Yactora passutus conuaubix [IOJ1JI cocrasnsna 1,36 na
100 yenoBeko-neT 1y rpymnmsl JeHanuaoMuaa u 1,05 va 100 yenoBexo-neT Juist rpynsl mianedo
(1,26 Ha 100 yenoBeko-net ais rpyninsl JeHanuaomuaa nocie TI'CK u 0,6 Ha 100 yenoBeko-ier
JUIsl TALIMEHTOB, KOTOpBIe He nosrydany aeHanugoMun nocie TI'CK).

Puck pazButus remaronormueckux I[IOJI cnemyer yuuTBHIBaTH Tieped Ha3HAYCHHEM
JeHAIMOMHU/IAa KaK B KOMOMHALINK ¢ Meli(haJaHOM, TaK U HEMOCPEACTBEHHO MOCIE IPUMEHEHUs
BJAM/TI'CK. Bpaun [0KHBI BHUMATENbHO OOCIENOBaTh MAIMEHTOB C HCIIOJIB30BAHUEM
CTaHJAPTHBIX TUArHOCTHYECKUX MeToA0B JUis BhisiBieHUs [1O/JI kak nepen HayalioM Tepamnuw,
TaK ¥ B TEYEHHE BCEro Nepuo/ia JeueHus. Jleduenue cieayeT mpoBOAUTH COTIACHO OOUIETPUHSATHIM
PEKOMEH Il USIM.

IIpozpeccuposanue 0o OMJI npu MJ/[C ¢ nuskum u npomesxiscymounvim-1 puckom

Kapuomun

I/ICXO}IHBIC INEPEMECHHBIC, BKJIrO4ast COBOKYITHOCTb ITUTOTCHECTUYCECKUX HapymeHI/II\/’I,
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peIoNpeeNsaioT nporpeccupoBanue 10 OMJI y manueHToB, 3aBUCUMBIX OT TeéMOTpaHChy3uil U
JEMOHCTPHUPYIONIHNX Jenenuto 5J. B xoxae komOnHupoBanHoTO aHanm3a n1Byx KU nenanmmomua
y nmauueHToB ¢ MJIC HU3KOro U MPOMEXYTOUYHOTO-1 prcka ObLIO OTMEYEHO, YTO MAalUeHThI CO
CJIOKHBIMU ITUTOT€HETUYECKUMH HAPYLICHUSIMU JAEMOHCTPUPOBAIM CaMblii BBICOKUN 2-JIETHH
KyMYJISITUBHBIM puck nporpeccupoBanuss no OMIJI (38,6 %). Ilpornosupyemast uvacrora
nporpeccupoBanus 1o OMJI B TeueHue 2 JieT y MAllMEHTOB C W30JIMPOBAHHOW Jenenuen Sq
cocraBmna 13,8 % mo cpaBHeHuto ¢ 17,3 % y mamueHTOB C JAelienHed 50 W OJAHUM
JOTIOJIHUTEIbHBIM LIUTOTEHETUYECKUM HAPYIICHUEM.

CoOOTBETCTBEHHO, COOTHOIIICHHUE TI0JI3a/PUCK TEepamuy JeHamuaoMuaoM manuentos ¢ MJC5Q B
COYETaHUH C KOMIUIEKCOM LIUTOT€HETUUYECKUX HapyIIEHUH HEM3BECTHO.

Onyxonesviti npomeun P53 (TP53)

Myranusa TP53 Bo3nukaetr y 20-25 % mnanuentoB ¢ MJIC5Q ¢ HU3KUM PUCKOM M COTpPSIKEHA C
BBICOKMM pHUCKOM mporpeccupoBanus 1o OMIL. Ilpu perpocnexktuBHoM ananuze KU
nenanuaomuga npu MJIC Huskoro u npomexxyrouHoro-1 pucka (MDS-004) nporaosupyemast
yacroTa nporpeccupoBanus 10 OMJI B teuenue 2 ner cocrasuser 27,5 % y NaLUEHTOB ¢
nojoxutenbHbM - pesynbratoM UI'X-p53 (1 % ypoBeHb OTCEUKM CHUIIBHOTO SJEPHOTO
OKpAalllMBaHUsl C HCIIOJIb30BAHMEM HMMYHOTMCTOXMMHUYECKON OLEHKH Oeika p53 B KauecTBe
3aMEeHUTEN MyTalMoHHoro cratyca TP53) u 3,6 % y mauueHToB ¢ OTpULATENIbHBIM PE3YJIbTaTOM
NUT'X-p53 (p = 0,0038) (cMm. pazaen 4.8).

IIpoepeccuposanue 0o Opyaux 310kavecmeennvix onyxoneu npu MKJI

V¥ nanuentoB ¢ MKJI OMJI, B-kieTo4Hble OIMyXOiIM M HEMEJIAHOMHBIN PaK KOXKH SABIISIOTCS
UACHTU(PUIIMPOBAHHBIM PUCKOM.

Pazeumue nepsuunvix 3n10xauecmeaenuvix onyxonei opyeou aoxanuzayuu npu OJI uru JIM3

B uccnenoBanuu ¢ ydacTueM MNAlMEHTOB ¢ penuauBupytomei/pedpakreproin ®JI u JIM3 He
OTMeYaJoch MOoBbIIIeHHUs pucka pazputus [IO/J] B rpynme jneHanuaoMua/puTykcumad 1o
cpaBHEHHUIO ¢ Tpymmoi mianedo/purykcumad. ['ematomornueckue ITOJ[JI OMJI Bo3HuKIU B
0,25 cryuast Ha 100 yemoBeko-yeT B rpymrme JeHamuaoMun/purykcumad u B 0,48 ciaydas Ha
100 uenoBeko-1eT B TIpymne MNAlMEHTOB, NOJIyYaBIIUX IuIanedo/purykcumad. Yacrora
BO3HUKHOBEHUS remarosiorudeckux u conuaubix IIOJJI (3a nckiroueHueM HeMeTaHOMHOTO paka
koxH) coctaBmia 0,74 ciayuyas Ha 100 yenoBeko-JeT B TpyIie JEHAIWIOMU]/PUTYKCUMA0 U
1,97 cayvas Ha 100 yemoBeKo-JI€T B TPYyIIe NAIMEHTOB, TOTYYaBIINX TUIANe00/puTyKcuMad, mpu
MeAraHe JIMTENbHOCTH nepuoia HabmoaeHuit 29,8 Mecsna (auamnaszon — ot 0,5 1o 51,3 mecsna).
HemenaHoMHBIH pak KOXH  SIBISETCS WACHTU(GHUIMPOBAHHBIM PHCKOM U BKJIIOYAET

IUIOCKOKJIETOYHBIN pak v 0a3abHOKIIETOUHBIN paK KOXH.
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Bpauam cinenyer npoBoaute MoHuTOpHHI paszButus 110Ul y nanuentos. Ilpu paccmoTpenuu
BOIIPOCA O TEpaIlUH JICHAIMJIOMHUIOM CJIEAYET YUYUTHIBATh, KaK MOTEHIMAJIbHbBIC IPEUMYIECTBA
JICHAJIUJIOMU 1A, TaK U pUCK Bo3HUKHOBeHUs [TO1JI.

Hapywenus co cmoponwl neuenu

[leueHouHass HEAOCTATOYHOCTb, BKJIOYAs CIydyad CO CMEpPTENbHBIM MCXOJI0M, Oblia
3apEeTUCTPUPOBAHA Y MAIIMEHTOB, IMOJYYaBIIUX JICHATUIOMHJ B paMKax KOMOWHUPOBAHHOM
TE€panuu: OCTpas IEYECHOYHAs HEIOCTATOYHOCTh, TOKCHYECKHH TIenaTUT, LUUTOJIUTHYECKHUI
renaTuT, X0JeCTaTUYECKUH TeaTUT U CMEIIaHHbIA [IUTOJIUTUYECKUIT/X0IeCTaTUUECKHM renaTuT.
MexaHu3MBbl TSKEJION JIEKAPCTBEHHOM TI'e€MaTOTOKCUYHOCTH OCTAIOTCS HEU3BECTHBIMHU, XOTS B
HEKOTOPBIX CIydasx IMpeAblayllee BUPYCHOE 3a00JIeBaHHME II€YCHH, HCXOTHOE MOBBIIICHHUE
AKTUBHOCTH (DEpPMEHTOB MEYEHH U, BO3MOXKHO, JIEYCHIE aHTUOMOTUKAMU MOTYT OBITh (haKTOpaMu
pucka.

Yacto perucTpupoBaiuCh (PYHKIIMOHAIbHBIC OTKJIOHEHUSI TEYEHU, HO OOBIYHO OHU OBLIU
OCCCUMIITOMHBIMH W OOpaTUMBIMU TIOCTIE TMpeKpaiieHus Tepanuu. [locie BoccTaHOBIEHUS
MOKa3aTesel 0 UCXOJHOTO YPOBHS TEPaIri0 MOKHO BO30OHOBUTH B O0Jiee HU3KOM J03€.
JlenanuaoMu BBIBOOUTCS MOYKaMU. BaxkHO CKOppeKTHpOBaTh 103y Ipernapara y NalUueHTOB C
MOYEYHON HEJOCTATOYHOCTHIO, YTOOBI M30€KATh TOCTHIKEHUS B IUIa3ME KPOBH KOHIICHTPAIIHIA,
KOTOpbIE MOTYT IOBBICUTh PHUCK pa3BUTHs Temarojorndeckux HP wim rematoTokcMyHOCTH.
Pexomenayercst KOHTpOMPOBaTh (PYHKIMIO TIEYCHH, OCOOCHHO TIPH HAIMYUHU COIMYTCTBYIOIIETO
BUPYCHOTO 3a00NieBaHUs MEYEHH WM YyKa3aHHs Ha HEro B aHaMHe3€, WM MPU MPUMEHEHUU
JICHATMOMHU/Ia B KOMOUHAIIMY C TIpenapaTaMu, BbI3bIBAIOIIUMU HapyleHne GyHKIUH MeYeHH.
HUnghexyus c nelimponenueil unu 6e3 makosou

[Tariuentsl ¢ MM moBEp>KEHBI pa3BUTHIO MH(EKIIUN, BKIIIOYAs MHEBMOHHIO. boyiee BBHICOKUI
ypoBeHb WH(UIUpPOBaHUsA HaOmomancs y mnanueHToB ¢ BJIMM, koTopsiM He MOKa3zaHa
TpaHCIIaHTAIMsl, Ha JOHE JIeUeHUs JICHAIMOMUIOM B KOMOMHAIIMU C JIEKCAMETa30HOM, YeM Ha
done neuenus MPT, u y mnamuentoB ¢ BJIMM mnocne TI'CK, koTopsiM NpoBOAMIN
MO/IJIEPKUBAIOIIYIO TEPAITUIO JICHAIUIOMHUIOM B CpaBHEHUH ¢ 1uiane6o. Mudekuu > 3 crenenu
TSXKECTU PA3BUBAINUCH B YCIOBUSAX HEUTPONEHMHM MEHEE YEM Yy OJHOM TPEeTH MalMeHTOB. 3a
MalMeHTaMu C W3BECTHBIMH (DakTOopamMu pHCKa HHQPHUIMPOBAHUS HEOOXOAMMO TIIATEIHHO
HaOmoaTh. Bcem mammeHTaM peKOMEHIyeTCsl He3aMEUIMTENIBHO OOpaTHThCA K Bpady MpH
MEepBbIX MpHU3HAaKaX WH(EKIuu (Hampumep, Kamienb, JUXOpaaka M T.J.), YTO TO3BOJISET MpHU
paHHEM JICUEHUH CHU3UTh CTENEHb TSKECTH.

Peaxmuesayus eupycnou ungexyuu

Co001anocsk o ciryJyasx BUPYCHOM PEaKTUBAIMH y TTAIUEHTOB Ha (JOHE TEPAITHH JICHATATOMHUIIOM,
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BKJIFOUAsl CEPhE3HBIC CIy4au PeaKTHUBALMU BUpYca omnosickiBatoniero jumias (Herpes zoster) wim
rermatuta B (HBV).

B HekoTOpBIX Ccllydasx peakTUBAllMKU BUPYCHON MH(EKIUN HAOII0AANCS JIETATbHBINA UCXO/I.

B psne ciydyaeB peakTuBalys BUpyca ONOSICHIBAIOLIETO JUIIAs IPUBOAWIA K €r0 JUCCEMUHALUU
U Pa3BUTUIO BUPYCHOTO MEHHMHTHUTA WM BHPYCHOTO IMOPAXKEHUS TJa3, KOTOpPBIE TpeOoBaln
BPEMEHHOM NPHOCTAHOBKU TEpaluu JICHAIMIOMHUIOM WM TIOJHOTO €€ TMPEKpalleHUus u
Ha3HA4YEHHs COOTBETCTBYIOILIEH MPOTUBOBUPYCHOM TEPAIIUH.

O peakTuBanuu BUpyca renatuta B y manueHTOB, MOMY4YaBIIMX TEPANUIO JICHATMIOMHUAOM U
nepeHecnX paHee renatuT B, cooOmanock peako. Y HEKOTOPBIX U3 3THUX IMAlMEHTOB
peakTHBalMsg BHUpyca IMpUBEIa K Ppa3BUTHUIO OCTPOM TIEUEHOYHOW HEIOCTATOYHOCTH,
MPEKPAIICHUIO TEPAlUU JICHATMJOMUAOM M Ha3HAYCHHMIO NMPOTUBOBUPYCHBIX Mpenaparos. Jlo
HayaJla JICYeHHUs! JICHAINJIOMHUIOM BCEM IMALIMEHTaM CIEAYeT IPOBECTH TECT Ha HAIMYUE BUpPYyCa
renatuta B. [lpn monydeHUM NOJIOKHUTEIBHOTO pe3yJbTaTa PEKOMEHAYETCS KOHCYJIbTallUs
renarosnora. Cineayer coOroaTh OCTOPOXKHOCTh MPU JICYEHUH JICHAJIMJOMUJOM MAalUEHTOB C
HBV B anamHuese, BKiIIO4as M TeX, y KOTOPBIX Pe3yJbTaThl T€CTa HA aHTUTENA K SICPHOMY
antureny HBV (HBc) monoxutenbHble mpu oTpunarenbHoM pesyibTare Ha HBSAQ. Otu
MAlMEeHThl JOJDKHBI HAXOIUTHCA TOJI TOCTOSHHBIM HAONIOACHUEM JUIsi CBOEBPEMEHHOTO
BBISIBJICHUS] CUMIITOMOB akTuBanuu uHdexiuu HBV Ha npoTsskeHnn Bcero Kypca JedeHusl.
IIpoepeccupyrowas mynemughoxanvras netikosnyegaronamus (I1IMJI)

CooOmranock o ciydasx pazutusi [IMJI y manueHToB, MPUHUMABIINX JICHATHIOMUJ, BKIIIOUas
cly4au C JetanbHbiM HcxoaoM. CormacHo coobmeHusiM, [IMJI pa3BuBanmach B mepuoa OT
HECKOJIBKMX MECSIIEB JJO HECKOJIBKUX JIET MOCJIe Havaja JCUCHHs JICHATUIOMUI0M. B ocHOBHOM,
€000111aJ7I0Ch O CTyyasix y MalKueHTOB, MOJYYaBUIMX COMYTCTBYIOLIEE JEUEHUE JEKCaMETa30HOM,
WM paHee MPOLIECIUINX XUMHOTEPANU0 APYIrMM UMMYHOJAENPECCUBHBIM IpenaparoM. Bpauam
ClelyeT peryjisipHO MpPOBOJUTh MEAUUMHCKHM ocMOTp mamueHToB. Ilpum cocrtaBieHuun
nuddepeHaIbHOr0  AMarHo3a y TMAalMeHTOB C  HOBBIMH HJIM  IIPOTPECCHPYIONIUMHU
HEBPOJIOTHYECKUMU CHUMIITOMAaMH, MPU3HAKAMUA KOTHUTUBHBIX M TOBEIACHUYECKUX HAPYIICHUMH,
HEOOXOJIMMO YUYUTHIBaTh BO3MOKHOCTh pa3ButTusi [IMJL. IlarmeHTOB cienyeT mpeaynpeauTts O
TOM, YTO UM CTOHUT COOOIIMTH CBOMM OJIM3KUM U JIUIIAM, YXQ)KUBAIOIIUM 32 HUMH, O JICUCHHH,
MOCKOJIBKY OHM MOTYT 3aMETHUTh CUMIITOMBI, O KOTOPBIX MAIMEHT HE 3HACT.

Huarnoctuka [IMJI nomkHa BKIIFOYaTh HEBPOJIOTHYECKOE 00CIeJ0BaHUE, TPOBEACHIE MarHUTHO-
PE30HAHCHON ToMOrpaduu TOJIOBHOTO MO3ra U aHAIHN3 CIIMHHOMO3TOBOM KHUIKOCTH HA HATUYHE
JHK Bupyca [xona Kannunrema (Bupyca JC) ¢ moMOIIbI0 MeToJa MOJIMMEPA3HOM IEMHOM

peakumu (I11IP). B kawectBe ambrepuatuBsl [II[P-miccnenmoBannio MoxkeT OBITH TMPOBEIACHA
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OWoricus TOJIOBHOTO Mo3ra mius omnpexaencHuss Bupyca JC. OtpunarenpHbIi  pe3ynbTar
[TL[P-uccnenopanust Ha Bupyc JC He mckmouaer paszputue [IMJI. HeoOxomumo obecrieunth
JOTIOTHUTEIbHOE HAOII0ICHHE 3a MAallMEHTOM U MPOBECTH JOTOJHUTEIbHBIC HCCIEA0BAHNUS, €CIIU
aNbTepHATUBHBINA AHMArHO3 HE MOXKET OBITh YCTaHOBJICH.

[Tpu Hammumu noxo3penus Ha passutue [IMJI nanpHEWIN MprueM JICHATHIOMHUIA JOJHKCH OBITh
MPUOCTAHOBIIEH JIO TE€X TOp, moka auarHo3 [IMJI He Oynet uckiroueH. B cirydae moarBepkaeHus
nuarnosa [IMJI nmpuem neHanuoMu1a 10KEH ObITh OKOHYATENBHO MPEKPAaIleH.

Hayuenmor ¢ BIIMM

bonee BbICOKMIT YypOBEHb HENEPEHOCHUMOCTH KOMOWHHMPOBAHHOW Teparuu JICHAIHIOMUIOM
(HP 3 unu 4 crenenu, cepre3nbie HP, npekpaiiieHne jedeHus) oTMeqaics y MalueHTOB CTapiie
75 ner, c Il cramueit cormacHo MexayHapoaHoi cucteme craaupoBanus (I1SS), ¢ cymmoit 6amios
no mkaie ECOG > 2 wim KK < 60 mur/mun. Ilepen HazHaueHHnEM JeHATUAOMHKIa B KOMOMHAIIUN
C IPYTUMH TIpernapaTaMy HYy>KHO TIIATEIILHO OIICHUTHh BO3MOKHYIO TIEPEHOCHMOCTh 3TOH Teparuu
y manueHToB ¢ ydetoM Bo3pacta, Il cragum 1SS, ECOG > 2 wnm KK < 60 mi/MmuH (cM. pa3aens
4.2, 4.8).

Kamapaxma

C 0osee BBICOKOH 4acTOTOM KaTapakTa OTMEYANIaCh Y MAMEHTOB, MOMYYaBIINX JICHATHIOMUJI B
KOMOWHAIIMM C JEKCaMETa30HOM, OCOOCHHO TIpH JUIMTEIBHOW Tepamuu. PekoMeHmyercs
PETYISIPHBIN KOHTPOJIh 3PCHHSI.

BcnoMorarenbpHEIE BEIIECTBA

Jlakmosa

[Tpenapat Jlenanunomua-Ilpomomen cogepxut nakrosy. Ilamuentam ¢ peako BeTpedaromencs
HACJIEICTBEHHOW HEMEPEHOCUMOCTBIO TalNaKTO3bl, N1e(DUIIMTOM JIaKTa3bl JOMApe UIH TII0KO030-
raJlaKTO3HOM MaabaObCcopOIMelt He clieyeT MPUHUMATD STOT Mpernapar.

Azopyoun (E122)
[Ipenapar Jlenamunomun-ITpomomen (mo3upoBku S5 wmr, 7,5 Mr) coaepkut azopyoun (E122),

KOTOpHﬁ MOZKET BbI3bIBATH aJTICPTHIYCCKUC PCAKITUH.

4.5. BzaumopeiicTBHe ¢ JAPYIrHMH JICKADCTBEHHBIMH IMpenapataMu W Jpyrue BH/bI
B3aMMO/JAEHCTBUA
Opumponosmuyeckue 1eKapcmeenHble cpeocmea

OPUTPONOITUUECKHE JIEKAPCTBEHHBIE CPEACTBA, a TAaKXKe JApPYrue CpelCTBA, KOTOpPHIE MOTYT

IMMOBBIIIATH PUCK TpOMGOBa, Halpumep, mnpenaparbl OJIid TOpMOHO3aMCCTHTCHLHOﬁ TCparuuy,
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CJIeZlyeT MPHUMEHATh C OCTOPOXKHOCTBIO Yy MalMEHTOB ¢ MM, NpUHUMAIOUINX JICHATUAOMHI B
KOMOHWHAIIUU C IeKCaMeTa30HOM (cM. pazjensl 4.4 u 4.8).

Ilepopanvhvle koHmpayenmugul

He mnpoBoammnock wuccienoBaHne JIEKapCTBEHHOTO B3aUMOJACHCTBHS C  MEPOPATLHBIMU
KOHTpalentuBamu. JICHAIMIOMH]] HEe SBISIETCS MHAYKTOpOM (epMeHTOB. B mccnemoBanuu in
VItro Ha renaronMTax 4eJoBeKa JICHAJHIOMHUJ B PA3JIMYHBIX KOHICHTPAIMAX HE WHIYLHUPOBAI
uzodpepmertel CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Tlostomy Ha ¢oHe
MOHOTEpANHU JICHATHIOMHUIOM HE MPEAINOoaraeTcss MHAYKLIUH, NPUBOISIICH K CHHKECHHUIO
3 PEKTUBHOCTH MPENapaToB, B T.4. FTOPMOHAIBHBIX KOHTpauenTuBoB. OJHAKO JEKCaMETa30H,
ABISSICH ca0bIM/yMepeHHBIM HHIyKTOpoM m3odepmenta CYP3A4, BeposTHO, BIHMSET W Ha
apyrue (EepMeHTB, a TaKKe TpPaHCHOpTephl. Henb3s HMCKIIOYUTH BO3MOKHOCTH CHIDKCHUS
(G PEKTUBHOCTH NEPOPATBHBIX KOHTpAaLUENTHBOB Ha ¢oHe Tepanuu. [losTtomy cuemyer
npeAnpuHUMaTh 3 GEKTUBHBIC MEPbI KOHTparenimu (cM. paszneinst 4.4, 4.6).

Bapgapun

He ormedeno BimusHMS JeHaIMAOMHAa B jgo3¢ 10 Mr, MpHHMMAeMOro MHOTOKPAaTHO, Ha
(dapmakokuHeTHUeCKHe mapameTrpbl R- u S-BapdapuHa npu ero OZHOKPATHOM IIpHEME.
OnHOBpEeMEHHOE OJHOKpaTHOE NMpUMEHEHHe BapdapuHa B J103€ 25 MI C JICHAJTUIOMHIIOM HE
BIMSUIO Ha (hapMaKOKWHETHKY mocienHero. OIHako HEM3BECTHO, MMEETCS JIM B3aUMOJICHCTBHE
Py KIMHAYECKOM TPUMEHEHUH (COIYyTCTBYIOIIAsl Teparus ¢ AeKCaMeTa30HOM). JlekcameTa3oH
ABJIsIETCA ca0bIM/yMEPEHHBIM HHIYKTOPOM (DEPMEHTOB U €T0 BIUSHHIE Ha Bap(papuH HEU3BECTHO.
PexomeHayeTcst TIIATENbHBIA KOHTPOJIb KOHLEHTpAaluu BapdapuHa BO BpeMs Tepanuu
JICHATIHIOMHIOM.

Jlueoxcun

OnHOBpeMEHHOE Ha3zHAuyeHHUE JIeHANWJIoMuAa B go3e 10 Mr/cyT yBelIWYMBAlIO IJIa3MEHHYIO
skcno3unmio aurokcuna (0,5 mr, omHokpatHo) Ha 14 % c goBepurenbHbIM HHTEpBajoM ()
90 % [0,52 %-28,2 %]. HeussectHo, OyzaeT 11 3TOT 3P(HEKT MHBIM B KIMHUYECKOW CHTYallUH
(Oomnee BBICOKHE JT03BI JICHATUIOMHIIA U COITYTCTBYIOIIAS TEPAITUs JeKcameTa3oHoM). [ToaTromy Ha
¢oHe JieueHus JICHATUIOMHUIOM PEKOMEHAYETCSI MOHUTOPUPOBATh KOHIIEHTPALIMIO JUTOKCHUHA.
Cmamunol

Cy1ecTByeT MOBBIIICHHBINA PUCK pa0dIOMHOJINA3A B CIIy4ae COBMECTHOTO IIPUMEHEHUS CTATHHOB H
JCHATHIOMHA, YTO MOXET OOBICHATHCA CYMMHpPOBAaHHMEM JEUCTBHS OTHUX IPEMaparoB.
Heo0xoauMo TmIaTenpHOE KIMHUYECKOE U J1abopaTopHoe HaliroeHue, 0COOEHHO B IEpBbIE

HCACIN JICUCHUA.
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Jlexcamema3son

OpnHoBpeMEHHBIN OJIHOKPATHBIN WJIM MHOTOKPATHBIN NpueM nekcamerasoHa (40 Mr onuH pas B
JIEHb) HE OKa3bIBaeT KIIMHUYECKH 3HAUUMOTO0 3(pdekTa Ha (hapMaKOKMHETHKY JICHAIUIOMU/IA TIPU
€ro MHOTOKPAaTHOM IpUEMeE B J103€ 25 MT OJIMH Pa3 B JICHb.

Bzaumooeticmesue ¢ uneubumopamu P-enuxonpomeuna (P-gp)

Jlenanmumomuy in Vitro sisisiercst cyocrparom P-gp, Ho He nuHrnOuTopoB P-gp. OmHOBpeMEeHHOE
MHOTOKpaTHOE MPUMEHEHNE CUIIbHOTO MHrubuTopa P-gp xunuauna (600 mr 1Ba pasza B IeHb), HIIU
yMepeHHoro mHruourtopa P-gp/cybcTpata Temcuponumyca (25 Mr) He OKas3blBaJl0 KIMHHUYECKH
3HauuMoro 3¢ dekra Ha (hapmMakOKMHETUKY JeHamuaomuaa (25 mr/meHs). dapMakOKHHETHKA

TEMCHPOJIMMYCa HEC UBMCHAJIACH IIPU COBMECTHOM MMPUMCEHCHUHN C JICHAJIIUMJIOMHIOM.

4.6. DepTHIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

YuutbiBas HaaM4Me TEPATOreHHOIO TMOTEHIMala, MNPUMEHEHHUE JEeHAIUJOMUIA JOJKHO
OCYIICCTBIISITECSA B CTPOTOM COOTBETCTBUU C I[IporpamMmoii KOHTPOIHPYEMOTO MEIUIIUHCKOTO
npuMeHeHus npenapara Jlenamunomua-Ilpomomen (cMm. pazgen 4.4), 3a UCKIIOYECHUEM TeX
CllydaeB, KOIJla OTCYTCTBHE PENPOJYKTHBHOTO TMOTCHIMAJIAa Y TAIUCHTKH HAJICKHO
TIOJITBEPKICHO.

JKeHIMHBL ¢ COXPaHEHHBIM PENPOIYKTUBHBIM TMOTESHIIUAIOM (KOHTPALCTIIHNS JIJIi MYXYUH H

)KGH![!HH!

)KGHHII/IHaM C COXpaHCHHBIM PCIPOAYKTUBHBIM IMMOTCHIHAIOM CICAYCT HCIIOJb30BaTh

s dekTuBHBIE MeTOAbI KOHTpauenuuu. Ecnu mnammeHTka 3a0epeMeHena, MPUMEHEHUE
JeHATUIOMUA JOJKHO OBITh MpeKpalleHo, MAalMeHTKY HEeoO0XOAMMO HampaBUTh Ha
KOHCYJIBTallMI0 K Bpayy-TE€paTOJIOTy JUIi OCMOTPAa M KIMHUYECKMX pEeKOMeHJIauuni. B ciydae
6epeM€HHOCTI/I JKCHIIIUHBI, $IBJ'I$IIOH1€I\/'IC$[ CCKCYAJIbHBIM MMAapTHECPOM MALMCHTA, ITOJYYarolIicro
JEHAIMIOMUJI, €€ TaKXKe HANpaBIsAIOT K Bpady-TEPaTo]Ory il OCMOTpa U KIMHUYECKUX
PEKOMEHJALIH.

HeHaJ'II/II[OMI/II[ COJCPIKUTCA B CEMEHHOM KHUAKOCTU MAIMCHTOB B MCPUO/[ JICHCHHUA B MPCACIIBEHO
HU3KHX KOHOCHTpaALUUAX MW HC OHNpCACIdCTCAa Yy 3J0POBBIX MYXYHUH YCPE3 3 JHsS IIOCJIE
MpeKpalieHus IpUMeHeHHsI Tipenapata (cM. pazzaen 5.2). B kauecTBe Mepsl MpeoCTOPOKHOCTH,
YYUTHIBAs BOBMOXKHOE CHIKEHUE CKOPOCTH BBIBEICHHUS Tperapara y MaiueHTOB 0COOBIX TPy,
Harmpumep, Npyu HapyHICHUU CI)YHKHI/II/I IIOYCK, BCC MYXKXYHUHBI, MPUHUMAIOIIHUEC JICHAJIUIOMU]I,
JOJIKHBI ITOJIB30BAThCA IMPE3CPBATUBAMHU B TCUCHUC BCEI0 KypcCa JICUCHUA, BO BpEMs IEPCPLIBA B
JICYCHUH U B T€UECHHE | HeleNnu Mociae NpeKpamieHus JeYeHUsl B TOM Cllydae, €Clid CEKCyallbHbIN

napTaep — 6epeMeHHa;1 JKCHIIMMHA WKW JKCHINHMHA C COXpPAaHCHHBIM PCIIPOAYKTUBHBIM
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MOTEHIINAJIOM, HE HCIIONB3YIOIIasi KOHTPALICTIIIHIO.
bepemeHHOCTH

JleHaTMIOMHU]] — CTPYKTYPHBIN aHAJIOT TAIMIOMU/IA, KOTOPBIH SBIISIETCS U3BECTHBIM TEPATOTCHOM.
M3BecTHO, YTO TpHEM TalUAOMHIAa OCEPEeMEHHBIMU JKCHIIMHAMHU BBI3BIBACT  TSKEIIBIC
YKU3HEYTPOKAIONTNE BPOXKICHHBIC HAPYIICHUS Y TUIOJIA.

HccnenoBanue BIUSHUS JEHAIMIOMHIA Ha 3MOpuoderanpbHOEe pa3BUTHE NPOBOAMIOCH Ha
00e3bsiHaX, KOTOPBHIM BBOAWIM mpemapar B jgo3ax oT 0,5 mo 4 mr/kr/cyT. Pesynbrarel 3TOTO
UCCIIC/IOBAHMS TI0KA3aJlk, YTO JICHAIWJAOMHJ BBI3BIBAJ PAa3BUTHEC BHEIIHUX JEPEKTOB,
B T. 4. 3apallleHNe aHATLHOTO OTBEPCTHUS U HAPYIICHHUE PA3BUTHSI BEPXHUX M HIDKHUX KOHECUHOCTEH
(M30THYTHIE, YKOPOUCHHBIE, 1ePOPMUPOBAHHBIC, HEJIOPA3BUTHIC U/WITH YACTUYHO OTCYTCTBYIOIINE
KOHEYHOCTH, OJIMTOJIAKTHIIMS W/WJIM MHOTONAIOCTh) y JCTEHBINICH CaMOK 00€3bsiH, KOTOpbIC
NoJIy4yalid Tpenapar BO BpeMsl OepeMEHHOCTH. Takke y CeIUHHYHBIX IUIOJOB HAOI0IaIOCh
MOBPEKJACHUE BHYTPEHHUX OPraHoB (M3MECHEHHUE I[BETa, KPACHBIC OYard B Pa3JIMYHBIX OpraHax,
HeOOoJIbIIIast OSCIIBETHASI Macca BEIIIE aTPUOBEHTPUKYIISIPHOTO KJIallaHa, YMEHBIIICHHBIH KeITIHBIN
my3bIpb, AeopMupoBaHHas quadparma).

DKCIepUMEHTAIIbHBIC KCCIICOBAHUS JICHAIMIOMHUIA Ha O00€3bsIHAX T[OKa3ald pPe3yJIbTaThl,
CXOJIHBIC C ONTMCAaHHBIMU PAaHEE JJIs TATHIOMHIA.

Benencrue oxmmaeMoro tTepaToreHHOro 3¢ (Gekra JeHATUA0OMUIA ero MPUEM MPOTHBOIIOKA3aH
BO Bpemst bepemeHHOCTH (CM. pasaen 4.3).

JlakTanus

HewusBecTHo, MOCTyMaET M JICHATUAOMUJ B TPYJHOE MOJIOKO. B CBSI3U € 5TUM B MeprO/ JeUeHUs
JICHATUIOMHJIOM TPYAHOE BCKaPMIIMBAHUE JOKHO OBITH MPEKPAIICHO.

DdepTUabHOCTD

PesynbTaThl HMcCIeOBaHUS PENPOMYKTHBHON (DYHKIMHM, KOTOpOE MPOBOJIWIM Ha KpbICaX C
NPUMEHEHHEM JICHATUIOMHIA B 033X 70 500 Mr/Kr (3TH 103bI MPEBBINIATN MPUOIU3UTEIBHO B
200-500 pa3 TepamneBTHYECKHE TO3BI TS YeJIOBeKa, 25 Mr 1 10 MTI, COOTBETCTBEHHO, B ITepecueTe
Ha IJIOMIAb TOBEPXHOCTH Teja), HE MPOJEMOHCTPUPOBAIN HapylieHUs (HEPTUIBHOCTH WIIH

TOKCUYHOCTH IJId OpraHu3Ma pOHHTCHCﬁ.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMM CPeJACTBAMM M PadoTaTth ¢
MeXaHU3MaMHu

JleHanuIOMH] OKa3bIBa€T HE3HAUUTEIBHOE WIM YMEPEHHOE BO3AEHCTBHE HAa CIIOCOOHOCTH
yIPaBIATh TPAHCHOPTHBIMU CPEICTBAMU U PaOOTATh C MOTEHIUAIBLHO OMACHBIMUA MEXaHU3MaMHU.

Bo BpeMs JICUCHUA JICHAJIMAOMUIAOM OTMCYAINCh CJ'I3.6OCTL, TOJIOBOKPYKCHHUEC, COHJIMBOCTD,
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BEPTUTO U HEYETKOCTh 3pEHUs. B CBSI3M C 3TUM cieyeT MposBIsATh 0CO0YI0 OCTOPOXKHOCTH IPU

YIPaBJIE€HUHU TPAHCIIOPTHBIMU CPEJCTBAMH U pabOTE C MEXaHU3MaMHU.

4.8. HexkesiaTesIbHbIE peaKIHU

Pesrome mpoduiist 6e3onacHOCTH

Bnepeble OMCZZHOCmMpO@ClHHa}l MHOJHCECMBERHAA MuUueioma. nayueHmovl, KOmopbiM NOKA3AHA
mpaHcniasmayusl, nojydaeuiue JeHAIUOOMUO 8 KOM6MHCIT4MM C 60pm€30MM6OM u

oexcamemaszoHom

B 1ByX KIMHHUYECKUX UCCICIOBaHUSAX cepbe3Hoit HP, kotopas Habmonanack vaiie (> 5 %) npu
nprueMe JICHATUJIOMHIA B KOMOMHAIIMK C OOPTE30MUOOM M JIEKCAMETa30HOM, ObllIa ITHEBMOHHUS
(5,9 %).
Crnenyromue HP perucrpupoBaimch dYamie y TNaIlWCHTOB, NMPUHUMABIIHMX JICHAIHIOMHUI B
KOMOWHAIIMKA C TOJKOXKHBIM BBEJICHHEM OOpTe3omMuba W JeKCaMEeTa30HOM: Mepudepuaeckas
Heiiponarus (35,2 %), neitrponenus (31,9 %), rpombouuTonenus (25,3 %).
Cnenyromue HP perucrpupoBanmch damie y MalMEHTOB, NMPUHUMABIINX JICHAIHIOMHUI B
KOMOWHAIMK ¢ BHYTPHBEHHBIM BBEJCHHEM OOpTe30MHOa M JeKcaMeTa30HOM: nepudeprueckas
Heiiponarus (54,8 %), mumdornenus (52,2 %).
Bnepesvie  ouacnocmuposannas mHodcecmeennas muenoma: nayuenmvt nocie TICK ¢
nocieoyrouweil noodepaicusarouels mepanueti 1eHaIUoOMUOOM
Crnenytromue cepresnbie HP nHabmroganuce vamie (> 5 %) Ha doHe moanep:KuBaroIien Tepamnuu
JIEHAJIMAOMHIOM, YEM I1a1e00:

— mueBmonus (10,6 %)

— wuH(eKIOoHHbIE 3a00eBaHus JeTkux (9,4 %)
B nByx KU cnenyromme HP perucrpupoBanncs yaie y NaliieHTOB, IPUHUMABIINX JICHAIAIOMU]
B paMKax TOJJCpKUBAloIIell Teparmuu, dYeMm Iuianebo: Heitpormenus (60,8-71,9 %),
TpoMOouuronenus (23,5-61,6 %), Opouxut (47,4 %), nuapes (38,9-46,4 %), Ha30papUHTUT
(34,8 %), mbitieunsie cympoporu (33,4 %), neiikonenus (18,8-31,7 %), acrenus (29,7 %), kamiesb
(27,3 %), nHbeKkIMKE BEpXHUX IbIXaTeNbHBIX myTeit (26,8 %), cbimb (25,0 %), racTpo3HTEpUT
(22,5 %), muxopanka (20,5 %), moseimiernas yromusiemocts (17,9 %) u anemus (13,8 %).
Bnepevle ouaznocmuposannas MHOMCECMEEHHAA MUEIOMA: NAYUEHMbl, KOMOPbIM He NOKA3aHA
MPAHCHIAHMAYUs,  NOAyYasUiUe  JEHATUOOMUO 6  KOMOumayuu ¢  Oopme3omMubom U

oexcamemaszoHom
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Cnenytoume cepbe3nbie HP nHaOmoganuce uwame (> 5 %) npu npueMe JeHAIMIOMUIA B
KOMOWHAIIMYA ¢ BHYTPHBCHHBIM BBEJCHHEM OOpTe30MHOa M JACKCAMETa30HOM, YeM IMPHU IpHUeMe
JICHAJIMIOMH/IA B KOMOMHAIIMH C IEKCAMETa30HOM:

— CHIDKEHHE aprepuanbHOro naBiieHus (6,5 %), uHQpEKIUOHHBIC 3a00JIEBaHUS JIETKUX

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

Cnenyrommue HP Bcrpewanucy wame Ha (oHe mnpueMa JICHAIMIOMHIA B KOMOWHAIIUU C
OopTe3oMHOOM M JeKCaMeTa30HOM, 4YeM Ha (oHE MpueMa JCHAIWIOMHJA B KOMOWHAIIUU C
JIeKCaMeTa30HOM: TOBBIIICHHAs: yToMisieMocTh (73,7 %), nepudepuueckas Heiiponarus (71,8 %),
tpomborutonenus (57,6 %), 3anop (56,1 %), runokanbuuemus (50,0 %).
Bnepevle ouacnocmuposannas MHONCECMEEHHASL MUETIOMA: NAYUEHMbL, KOMOPbIM He NOKA3AHA
MPAHCHIAHMAYUSL, NOJYHABUUE IeHATUOOMUO 8 KOMOUHAYUU C HUBKUMU 003AMU OeKCAMEeMAa3ona
CepoesnbiMu HP, Habmonaembivu vamie (> 5 %) npu npueme JIeHaIuIoMUAa B KOMOMHAIIAHN C
HU3KOH /030# JeKcaMeTa3oHa MpHu HenpepbiBHOM JeueHnu (Rd) wim nedeHun B TedeHue
18 4-nenenpHbIx 1ukiI0B (RA18), yem Ha poHe mpuema mendaitana, mpeIHU30I0Ha U TATHIOMHU/IA,
ObLIH:

— nHeBmoHus (9,8 %)

— MOYeYHas HeJJOCTATOYHOCTD (BKIIIOUas ocTpyio) (6,3 %)
W3 HP na ¢pone npuema Rd wnm Rd18 game, yem Ha pone MPT nabiromanuce: auapes (45,5 %),
MOBBIIIEHHAs yTomisieMocTs (32,8 %), 6osb B criune (32,0 %), acrenus (28,2 %), 6ecconHuiia
(27,6 %), coimb (24,3 %), camxenune anneruta (23,1 %), kamens (22,7 %), muxopaaka (21,4 %),
a TaKKe MblleuHblie cypoporu (20,5 %).
Bnepesvle ouacnocmuposannas MHONCECMEEHHASL MUETIOMA: NAYUEHMbL, KOMOPbIM He NOKA3AHA

mpaHncniarmayusl, noaydasuiue AEHAAUOOMUO 8 COYECAHUU C Mefl(j)aflaHOM u npeaHHS’OJZOHOM

CepbesnbiMu HP, 6onee yacto (= 5 %) HabntogaeMbIME TIpH ITpHeMe MelndanaHa, NpeIHu30JI0Ha
U JICHATUJIOMHU/IA C TIOCIIEAYIONICH moaaepkuBaromiei repanueit enanmuaomuaom (MPR+R) wu
npu npueMe MendanaHa, MPeIHU30JI0Ha U JICHATHOMHUAA C MOCIeIyIOIIeH MO IepKUBArOIIei
tepanueil miane6o (MPR+p), uem mpu mnpueme Mendanana, OpeIHH30J0HA U IUIanedo c
nocleAyIolIel noaepKuBaroliei repanueii miamnedo (MPp+p), Obutn:

— (¢ebpusbHas Heiitponenus (6,0 %)

— anemus (5,3 %)
N3 HP yame wabmomamucek npu npueme MPR+R wnmu MPR+p, yem mpu nmpueme MPp+p:

ueirpornenus (83,3 %), anemust (70,7 %), TpomboruTonerus (70,0 %), nevikonenus (38,8 %),
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3amnop (34,0 %), muapes (33,3 %), coib (28,9 %), muxopanaka (27,0 %), nepudepuyeckue 0TeKU
(25,0 %), kamens (24,0 %), cumwkenue anneruta (23,7 %) u actenus (22,0 %).
Mnooicecmeennas muenoma: nayueHmsl, NOLYUUBUIUE KAK MUHUMYM OOHY TUHUIO MePanuu
K cepbesnbim HP, 3apeructpupoBanHHbM Ha (hOHE MpUMEHEHHs JICHATUIOMHIA/IeKCaMeTa30Ha
qaiie, 4eM Ha oHe 1uranedo/1ekcaMera3oHa, OTHOCUIIUCH:

— BeHosHas TO (Tpom003 riryObokux BeH, TD IeroyHoi aprepun)

— HeWTporeHus 4 CTENeHH TSHKECTH
Crnenyromue HP y manmenTtoB ¢ MM Berpeuanuch yamie Ha (hoHE mpuema JICHATHIOMHUAA U
JIeKcaMeTa30Ha, 4eM Ha (hoHe mpuema Ianedo U JeKcaMeTa3oHa: MOBBIIICHHAS YTOMISIEMOCTh
(43,9 %), neiitponerus (42,2 %), 3amopsr (40,5 %), muapes (38,5 %), MbIIICYHBIC CyIOPOTH
(33,4 %), anemus (31,4 %), rpombonutonenus (21,5 %) u coib (21,2 %).
Muenooucniacmuueckue cuHOpoMbl
bonpmmucTBo HP, kak mnpaBwio, pa3BUBAIMCh B TEYCHUE NEPBBIX 16 Hemenb JeYeHUs
JICHAJIMIOMHIOM.
Cepbesnbie HP Brittouanu:

— BeHo3HyIo TO (Tpom003 rimy0okux BeH, TO Jerounoil aprepun)

— HeHTporeHuto 3 uin 4 CTEIIEeHU TSDKECTH, (PeOPUITbHY IO HEUTPOTICHHIO K TPOMOOITUTOIICHHIO

3 unu 4 cTeneHu TSHKECTH

HP, xotopeie Habm02/1MCh HanOoee YacTo MPH JICYSHHUH JICHATHIOMHUIOM, ObUTH CIIEAYIOIINE:
HeiTponenus (76,8 %), tpomoonuronenus (46,4 %), nuapes (34,8 %), 3amop (19,6 %), TonrHoTa
(19,6 %), 3yxa (25,4 %), ceinb (18,1 %), noBeimieHHass yromisieMocTh (18,1 %) U MbleyHbIC
cynoporu (16,7 %).
Jlumgoma u3 Knemox MaHmuHoU 30Hbl
Cepbesnbie HP, koTopbie HaOMI01aIMCh Yallle B TPYIINe JeHATUA0OMK A, ObLITN TIPEICTaBIICHBI:

— mueirpornenueii (3,6 %)

— TD nerounoii aprepun (3,6 %)

— nuapeeii (3,6 %)
Crnenyromue HP pasBuBanuch yaiie B rpymnme JieHanuaomuaa: Heidtponenus (50,9 %), anemus
(28,7 %), nuapes (22,8 %), nossimieHHas yromasiemocTs (21,0 %), 3amop (17,4 %), nuxopaaka
(16,8 %) u cwinb (BKITFOUAs aliepruveckuii nepmarut) (16,2 %).
[TarueHTHI ¢ KCXOMHO OOMBIIION MAacCOM OIMyXOJIM OTHOCSTCS K TPYTIE BHICOKOTO pUCKa paHHEH

CMEpTH.
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(NOCNEOOBATENE HC‘I- T  0003)

MY OTYETY
'.

DONTUKYIAPHAA TUMPOMA UTU TUMPOMA U3 KTEMOK MAPSUHATLHOU 30HbL
Crnenyromue cepresusie HP HabOmromanmuch wamie B TPyIIE JICHATMAOMH/PUTYKCUMAO IO
CpPaBHEHUIO C TPYIION MIanedo/puTyKcumad:

bebpunbHas HeiiTporenus (2,8 %)

TD nerounoii aprepuu (2,3 %)
Cnenyromue HP pa3BuBanuch 4amie B TpyIIe JICHATUAOMUI/PUTYKCUMAO O CPaBHEHUIO C
rpynmnoii mianedo/putykcumad (kak MUHUMYM, Ha 2 % yaiie B OJHOH rpyIine, 4eM B ApPYyroil):
Hertponenus (58 %), nuapes (31,3 %), neiikonenus (28,4 %), 3anop (26,1 %), noBbIlIeHHAS
yromisieMocts (21,6 %) u nmuxopazaka (21,0 %).

Tabauunoe PE3IOME HEKENATCIILHBIX PEaKIINM

[lepeuncienHble HIKE HEXeNIATeNbHbIE pEeaKlUy yHIOPSA0YeHBI MO KJIaccaM CHCTEM OPraHOB C
UCIIOJIb30BAHUEM CIICIYIOIeH KiIacCH()UKAIIMK YacTOThl BCTPEYaeMOCTH: OYeHb vacto (> 1/10),
gacro (> 1/100, wo < 1/10), w=ewacro (= 1/1000, ©wo < 1/100), peako
(> 1/10000, HO < 1/1000), yacToTa Heu3BecTHA (Ha OCHOBAHMHM MMEIOLIMXCS JaHHBIX OLICHUTH
HEBO3MOJKHO).

HP 6bu11 BKITIOUEHBI B COOTBETCTBYIOILYIO KATETOPUIO B TAOIUIE HUYKE COTTIACHO MaKCUMaIbHON
4acTOTE BCTPEYAEMOCTH B OJJHOM U3 OCHOBHBIX KU.

Csoonas mabauya HP na ghone monomepanuu 1eHAIUOOMUOOM NPU MHOICECMBEHHOU MUEIOMe
Tabnuna 1 moAaroToBiieHa MO JaHHBIM, MOJMYyYEHHBIM B Xoje mpoBeneHus KW y manumeHTOB ¢
B/IMM nocne TT'CK, nosmydaBmmx noaepKUBAOILYI0 TEpaNtio JeHAINIOMUI0OM. J[aHHbIE He
KOPPEKTHPOBAIIMCH JIJIsl OTPAYKEHHSI OOJIBIIIEH MTPOJOKUTEIEHOCTH JICUSHHS JICHATUIOMHIOM (110
MIPOTPECCUPOBAHMS) B CPABHEHUH C TpyNmoi mane6o B ocHoBHbIX K1 MM.

Tabmuma 1. HP,

3apeructpupoBanHpie B KW y mammentoB ¢ MM, mnomyuaBmmx

MNOAACPIKUBAKOINYO TEpAHUIO JICHATNJOMUIOM

CucreMHO-OpraHHBIN Bce HexenaTenbHble HexenartenbHble peakuuu 3 1

uHeasuu

knacc/[IpennoyTurenbHbIH peakuuu/Yactora 4 crenenu TspxkectH/Yacrora
TEPMUH
Hngpexyuu u Ouenv wacmo Ouenwv wacmo

[TaeBMOHHS ", uHpexmn

BCPXHHUX AbIXATCIbHBIX

nmyTel, nHpekuun
0

C HeWTporneHuei, OpoHXUT’,

rpnnno, FaCTp03HTepI/IT0,
CUHYCHUT, Ha30(papuHTHUT,
PUHHUT
Yacmo

[MueBmonus®?, nndexuum ¢

HEUTPOIICHUEN

Yacmo

Cencuc®®, 6axrepuemus,
WH(EKIIUOHHBIE 3a00JIEBaHMS
nerkux’, 6akTepuanbHbIe
MH(EKIIUNA HIKHUAX
JIBIXaTENbHBIX ITyTeH,
6ponxut’, rpum’,
racTpodHTEpUT’,
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CucreMHO-OpraHHbIN

Bce HexenaTennHble

HexenartenbHble peakuuu 3 U

kiacc/[IpennodrutenbHbIN peaknuun/Yacrora 4 cremnenu Tsxkectu/Yacrora
TEPMUH

I/IH(beKL[I/II/IO, nHpeKn OTOSACHIBAOIINH JrIait’,
MOYEBBIBOIANINX MyTeit’, nadexun’
MH(EKINH HUKHUX
JIbIXaTeIbHBIX ITyTEH,
MH(DEKIMOHHBIC 3200JIeBaHUS
serkux’

Jlobpokauecmaennule, Yacmo

370KAYecmeennbvle U MuenoaucmiacTHIeCKUI

HEYMOYHEHHble cunpom®’

HOB000PA308aHUS (8KIOYAS
KUCMbl U NOIUNBL)

Hapywenus co cmoponul
KpOSU U TUMpamuieckorl

Ouenv uacmo
Heitrponenus *°, pebpunbHas

Ouenv uacmo
Heitrponenus *°, hebpunbHas

cucmemol HeﬁTponeHI/mA’o, HeﬁTpOHeHPI}IA’O,
TpoMOoIMTONeHHS *, TpoMOoIMTONeHHS *,
aHEeMUSsI, JICHKOICHUS aHEeMHsI, JISHKOICHUS
UM OTEHUS AUMQOTIEHUS
Yacmo
[Mauuuronenus’
Hapywenusa memabonuzma u | Ouenv wacmo Yacmo
numanus I'unokamuemus I'unokanuemus,
00e3BOKMBAaHHE
Hapywenus co cmoponvt Ouenv yacmo Yacmo

HEepBHOU CUCmeMbl [Tapecre3zun lNonmoBHas 60i1b
YHacmo
[lepudepuueckas
Hellponatus®

Hapywenus co cmoponul Yacmo Yacmo

cocy0o8

TD nerounoii aprepun’”

Tpom603 rry6okux Ben >4

Hapywenus co cmoponul

QOuens yacmo

Yacmo

ObIXameslbHOU CUCHEMbL, Kamrens Onprmika’
0p2aHo8 epyOHOLL KIIemKU U Yacmo

cpedocmenust Onprmika’, HAaCMOPK
JKenyoouno-kuweunvie Ouenv yacmo Yacmo

HapyuwieHus

Huapesi, 3amop, 60Jb B
KUBOTE, TOLTHOTA

Yacmo

PBora, 0011k B SnIUracTpuu

uapes, pBoTa, TOIIHOTA

Hapywenus co cmoponvl
neueHu U Hcenuesbl8o0AUUX
nymeu

Ouenb yacmo
OTKJIOHEHUSI OT HOPMBI
3HAUYCHUH MOKa3aTenei
(YHKIIMOHATBHBIX MTPOO
MeYCHU

Yacmo

OTKIIOHEHHUSI OT HOPMBI

3HA4YEHMI MoKa3aTenei

(YHKIIMOHATIBHBIX MTPOO
MIeYeHU

Hapywenus co cmoponvl
KOJHCU U NOOKONCHBIX MKAHel

QOuenv yacmo
Chlnib, CYXOCTh KOXKHU

Yacmo
ChlIb, KOXKHBIN 3Y]T

Hapywenus co cmoponvl

Ouenv uacmo
MBbl111e4HbIE CYIOPOTH
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

(nocneno Ei.-i.TEJ:I EHOCTE 0003)

CucreMHO-OpraHHbIN

Bce HexenaTennHble

HexenartenbHble peakuuu 3 U

COCOUHUMENIbHOU MKAHU

kiacc/[IpennodrutenbHbIN peaknuun/Yacrora 4 cremnenu Tsxkectu/Yacrora
TEPMUH
MbIUEYH O, CKelemHol U Yacmo

Muanrus, CKeJIeTHO-
MblIeYyHas 00JIb

Obwue napywenus u
peaxkyuu 8 mecme 868e0eHUsl

Ouenv yacmo
[ToBbIlIEHHAS YTOMIIIEMOCTb,
ACTCHHSI, JTMXOPAJIKa

Yacmo
[ToBblillIeHHAs! YTOMIISIEMOCTb,
acTeHUus

© Cepwesnvie nescenamensuvie peaxyuu 6 KU y nayuenmos ¢ BIMM nocne TI'CK

* Omuocumcs monvko k cepvesnvim HP

" Cm. «Onucanue omoenvhvix HP»

“ Obobwarowuii mepmun «NMHEBMOHUSAY GKIIOUAEM Cledylowue npeonoymumenbHbie MepMUuHbl: OPOHXONHEBMOHUS,
Oosesas nHeeMonUs, NHeeMonUs, évlzsannas Pneumocystis jirovecii; nnesmonus,; nneemonus, evizeannas Klebsiella
unu legionella, wru mycoplasma, uzu pneumococci, wiu Streptococci, supycuas nueemonus, 3abonesanue 1e2Kux,
NHEGMOHUM

b Obobwarowuii mepmun «cencucy exmouaem cledyrouue nPeonoUmumensHble MepMuHbl: 6aKmepuatbHylii Cencuc,
cencuc, svlzgannblli PNeumococci wiu staphylococci, cenmuueckuii wox

¢ Obobwarowull mepmun «nepugepuyeckas Heuponamusy Kouaem ciedylouue npeonoymumebHble MepMuHbl:
nepugepuyeckas Heliponamusi, nepupepuyeckas cencopHas Heuponamust, NOIUHEUPONamus

4 O606waiowuii mepmun «mpombo3 2ny6OKUX GeHy GKTIOUAEM CLe0VIOUjie NPEOROYMUMEeNnbHbIe MEPMUHLL: MPOMOO3
2nyboKUX 6eH, mpomb03, mpomoo3 6eH.

Csoonasa mabauya HP 011 KOMOUHUPOBAHHOU mepanuu 1eHAIUOOMUOOM NPU MHONCECMBEHHOU
muenome

Tabnuua 2 moAroToBIIEHA MO JaHHBIM, ITOJTy4YeHHBIM B Xo/1¢ nposeneHust KW y manuenTos ¢ MM,
HOJIyYaBIIMX KOMOMHUPOBAHHYIO TEPAIUIO JICHATUIOMHIOM. JJaHHBIE HE KOPPEKTUPOBAIUCH JIS
OTpakeHHsI OOJbIIeH MPOJOHKUTEIBHOCTH JICUSHHS JIEHATUAOMHJIOM (JI0 IPOTPECCUPOBAHNs) B
CPaBHEHHHU C TpyMIaMu cpaBHeHUs B ocHOBHbIX KM MM (cwm. paszen 5.1).

Tabmuma 2. HP, ormeuaBmmecs B KM y manumentoB ¢ MM, nonyuyaBmux JI€HAIMIOMUT B
KOMOMHaIMU ¢ OOpTE30MHOOM U JEKCAaMETa30HOM, JeKCaMeTa3oHOM JH0o MendasaHoM U

MNPpEAHNU30JIOHOM

CucreMHO-OpraHHbIH
kiacc/TIpenouYTuTeTbHbIIH
TEpPMHH

Bce HexenarenbpHble
peakuuun/Yacrora

HexenaTenbHble peakuuu 3 u
4 crenenu TspxkectH/Yacrora

Hugpexyuu u unsasuu

Quens uacmo
Muesmorus®*, nudexrmm
BEPXHUX JIbIXaTEeIbHBIX
myTeit’, GakTepHaTbHbIE,
BUPYCHBIE U TPUOKOBBIE
uH(peKkunu (BKIoYas
onmnopTyHucTHueckue)’,
Ha30(apUHTUT, PapUHTHT,
OPOHXUT, pUHHUT

Yacmo

Cencuc®®, MH(DEKIMOHHBIE
3a60JIeBaHHS JIETKHX ",

Yacmo

[MaeBmonms®",
OakTepuanbHbIe, BAPYCHBIC U
rpuOKOBbIE MH(DEKIINU
(BKITROUAs
onmopTyHHCTHYeCKHE)
BOCHAJIEHUE MOJKO0KHON
kinerdatku’, cencuc’,
H(pEKIMOHHBIC 3a00JIeBaHUS
nerkux”’, 6ponxut’,
WH(DEKINU JbIXaTeTbHBIX
nyTeir®’, nadexmun
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CucTreMHO-OpraHHbIi

Bce HexenarenbHble

HexenaTenbHble peakuuu 3 U

kiacc/IIpeanoyTHTeIbHbIH peaknun/Yacrora 4 cremnenu Tsxkectu/Yacrora
TEPMUH
MH(EKIINN MOYEBBIBOIAIIMX | MOYEBBIBOISIINX MMyTei™,
nyteit®, cunycut’ UH(EKIMOHHBIA SHTEPOKOIUT
Jlobpoxauecmeaennoie, Hevuacmo Yacmo
3j10KaAYecmeenHvle u Bazamoma ™, OcTpblif MUETTOUAHBIN
HeymOoYHeHHble MJIOCKOKJIETOUYHBIN paK neiiko3’,

H0B000PA308aHUSL (6KIOYAS
KUCMbl U NOJIUNbL)

AQ ¥
KOXH

MHEIIOUCIIIACTHYCCKUI
cuHIpoM®, TIITIOCKOKIIETOYHBIIT
pak xoxu "

Heuacmo

Octpeiit T-KII€TOYHBIN
neitko3®, Gazammoma
CHUHJIPOM JIU3HCA OMYXOJIH

Hapywenus co cmoponul

Ouenv yacmo

Ouenv yacmo

Kpo6u u tumpamuqeckoi Heiirponenns %, Heiirponenns %,

cucmemol tpomGonuTonenus %, tpomGonuTonenus -,
aHeMus’, TeMOpparuuecKue aHeMus’, efiKoTeHus,
HapyIIEHUs , TeHKONEeHNs, auMQoneHUs
TuMQOneHHS Yacmo
Yacmo debpubHas HefTporeHus
debpunpHas HeliTponenns *°, | maHuUTONEHMUS’,
TIAHIUTONEHUS" reMOJINTUYECKAs] aHEMUS
Heuacmo Heuacmo
I'emonu3, ayrouMmMyHHast ['unepkoarynsuus,
reMOJIMTUYECKAsI aHEMHS, KOaryJionaTus
reéMOJINTUYECKAs] aHEMUS

Hapywenus co cmoponul Heuacmo

UMMYHHOU CUCTeMbl Peakuun
TUIEPYYBCTBHTENEHOCTH

OHOOKpuHHbIE HApYULeHUS Yacmo
['unotupeos

Hapywenus memabonuzma u | Ouenv uacmo Yacmo

numaHus FI/IHOK@.JII/IGMI/I)IO’OO, FHHOK&HI/ICMI/IHO’OO,
TUTIEPTIIUKEMHUS, TUTIEPTIUKEMHS,
TUIIOTJIUKEMUS, THITOKAIBIMEMHs, CAaXapHbIil
THITOKAJTBIHEMHES maber’, runodocdaremMusi,
THIIOHATpHEMHS’, THIIOHATpHeMus’,
obe3BoknBanue’’, CHIKEHNE | THIIEpYypUKEMHs, TT0/arpa,
armetuta®®, cHIKeHHe Macchl | 0Oe3BokuBaHNe"’, CHIDKEHHE
Tena armeTnTta®, CHIKEHHE MacChl
Yacmo Tela
I'mmomaranemms,
TUTIEPYPUKEMUS,
rHIEpKaIbIUEMUs "

Icuxuueckue Hapywernus

Ouenv yacmo
Henpeccusi, 6eccoHHHIIA
Heuacmo

[ToTtepst mubuI0

Yacmo
Hemnpeccusi, 6ecconHuIa
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CucTreMHO-OpraHHbIi Bce HexenarenbHble HexenaTenbHble peakuuu 3 U
kiacc/IIpeanoyTHTeIbHbIH peaknun/Yacrora 4 cremnenu Tsxkectu/Yacrora
TEPMUH
Hapywenus co cmoponwi Quenwv yacmo QOuenwv yacmo
HEPBHOUL cCuCmeMmbl [Tepudepuyeckas [Mepudepuyeckas
Heliponatusa’, mapecresnu, Helponatus
ronoBokpyxenne’’, rpemop, | Yacmo
M3BpalleHne BKyca, TonosHas | Mucynst’,
60I1b ronoBokpysxenne”’,
Yacmo 06Mopok™’, HeBpanTus
ATakcus, HapylIeHHe Heuacmo
paBHOBecHs, 0OMOpoK”’, BuyTtpuuepennoe
HEBpAJITHUsl, TU3ECTEe3Us KPOBOM3JIHSHUE ,

TPaH3UTOPHAad HIHIEMHUYCCKasd
aTakKa, MIIEMHs I'OJIOBHOI'O

Mo3ra
Hapywenus co cmoponvl Ouenv wacmo Yacmo
opeaHa 3peHus Karapakra, He4eTKOCTh Karapaxra
3pUTEJIBHOTO BOCTIPUATHS Heuacmo
Yacmo Crnenora
CHMKEHUE OCTPOTHI 3peHuUst
Hapywenus co cmoponul Yacmo
opeaua cayxa u 1abupunma ['myxora (BkirO4ast
TYTOYXOCTb), IIIyM B YIIax
Hapywenus co cmoponul Yacmo Yacmo
cepoya Oubpunsus OcTpslit uHPApKT MUOKapIa
npencepauii®®, 6pamuxapmus | (MM)"™°, pubpumsamus
Hevacmo npeﬂcepzmﬁo’oo, 3acTOMHAs
Aputmus, yaJIMHEHUE cepaeyHas

HHTCpBAJIa QT, TPCIICTAaHUC HCI[OCTaTOLIHOCTLO,

MpeaCepAnH, KETyI0UYKOBasl | TaXUKapIUsl, CEpICUHAs

AKCTPACUCTONIHS HenocraTouHocTh %,
WImeMus MEOKapaa®
Hapywenus co cmoponvi Ouenwv wacmo Ouenwv uacmo
€ocy008 TpomOosmboIUecKue TpombosmboIMUecKre
HapyILIeHHs , HapyLIeHHs ,
MIPEUMYIIIECTBEHHO TPOMOO03 | MPEUMYLIECTBEHHO TPOMOO03
riy0okux BeH u TO ri1yOOKHUX
nerogHoit aprepun’ %, BeH u TD nerounoi
CHUYKEHUE apTepUATIbLHOTO aprepun %, cHIKeHME
nasnenns (AJ])% AJ1%, noesimrenne AJ]
Yacmo Yacmo
[osemmenne AJl, 5kxumMo3sl . | Backymnr
Heuacmo

Nmemust, nepudepryeckas
UIIeMHsI, TPOMO03
BHYTPHYEPEITHOTO BEHO3HOTO
CHHYCa
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CucTreMHO-OpraHHbIi
kiacc/IIpeanoyTHTeIbHbIH
TEPMUH

Bce nexenmarenbHbie
peaknun/Yacrora

HexenaTenbHble peakuuu 3 U
4 cremnenu Tsxkectu/Yacrora

Hapywenus co cmoponul
ObIXAMENbHOU CUCTEMDL,
Op2aH08 2pyOHOU KIemKU U
cpedocmeniist

Ouenwv uacmo
Onpimka®®, HocoBoe
KPOBOTEUEHHUE , KAIIENb
Yacmo

Yacmo

Pecnimparopusiii qucrpecc-
cuaapom’, omprmka®®,
TIeBpUTHYECKas O0JIb B

Huchonus rpyHO# K1eTke®’,
runokcus’
Kenyoouno-kuueurnie QOuenwv yacmo Yacmo
Hapyuenus Juapes®®, 3anop’, 60116 B Keny104HO-KHILIEUHOE
xusote’’, Tommora, pora®’, | kposoreuenne ",

JUCIENCHSI, CyXOCTb BO PTY,
CTOMAaTUT

Yacmo
Kenynouno-kuieynoe
KpOBOTEUYEHHE (BKJItOUAs
pEKTaNbHOE,
reMOPPOUIATIBHOE,
TMHTUBAJIbHOE KPOBOTEUCHHE
Y KPOBOTEUYEHHUE IIPU
nentudeckoit azse) ",
mucharus

Heuacmo

Konut, Tudmur

HCIMIPOXOAUMOCTb TOHKOT'O

KI/IIJ.I@‘IHI/IKaOQ, I[Hapeﬂ%,

3anop’, 60116 B xuBOTE™,

TOIIIHOTA, pBOTa.<><>

Hapywenus co cmoponul
neveHu U JHCenuesbl8o0AUUX
nymetu

Quens uacmo

IloBbIIEHNME YPOBHSA
aJlaHUHaAMHUHOTpaHchepassl
(AJIT), noBsilIEHHE YPOBHS
acrapTaTaMUHOTpaHC(epasbl

Yacmo

Xonecras’,
renaToTOKCHYHOCTb,
TenaToIEUTIONSIPHOE

HOBpC)I(I[eHI/IeOO, IMOBBIIICHHUEC

(ACT) ypoBHst AJIT, oTkIIOHEHUs OT
Yacmo HOPMBI 3HAYECHUU
I'enarouemnmtosisspHoe roKa3areyeun
noBpexaeHne’’, OTKIOHeHHs | (YHKIHOHATIBHBIX IPO6
OT HOPMBbI 3HAUEHUI neyenn’
roKasareJeu Heuacmo
(GYHKIIMOHATIBHBIX MPOO ITeuenounas
neuenn’, HEJI0CTATOYHOCTD
runeponnupyOnHemMus
Heuacmo
[TeueHouHas
HEJI0CTATOYHOCTD

Hapywenus co cmoponul Quenwv yacmo Yacmo

KodHct u nooKodcHvix mraneti | Coimb®’, KOKHBIN 3y Crimp®
Yacmo Heuacmo

KpanusHuna, runepruapos,
CyXOCTb KOXH,
TUIEPIIUTMEHTALNS KOXKH,
9K3eMa, IpUTeMa

JlekapcTBeHHas1 KOKHAs! ChIIb
¢ D03uHOGUINEN 1
CHCTEMHOM CHMITTOMATHKOMH
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R

CucTreMHO-OpraHHbIi
kiacc/IIpeanoyTHTeIbHbIH
TEPMUH

Bce nexenmarenbHbie
peaknun/Yacrora

HexenaTenbHble peakuuu 3 U
4 cremnenu Tsxkectu/Yacrora

Heuacmo

JlekapcTBeHHas1 KOKHas ChIIlb
¢ D03uHOGUINEN 1
CHCTEMHOM
CHMIITOMATHKOM®?,
HapYIICHHUE [[BETA KOXKH,
peaxkuuu
dboroceHcHOUIM3aIUN

Hapywenus co cmoponul
MBIUEYHOU, CKeIemHoU U
COeOUHUMENbHOU MKAHU

Ouenb yacmo

Mpelimeunas crabocThb,
MBIILIEYHBIE CYJOPOTH, OOJIb B
kocTsax’, 6011b 1 AUCKOMBOPT
CO CTOPOHBI KOCTHO-
MBIIICYHON U
COCIMHUTEIbHON TKaHU
(BKJTFOYAst 0OJTb B CITUHE
00JIb B KOHEUYHOCTSIX,
MHAITHs, apTpanrus’
YHacmo

IIpunyxanue cycTaBoB

<>,<><>)
)

Yacmo

Mbiteunas cnabocts®, 60ib
B KOCTsAX', 6GOJIb U
JUCKOM(DOPT CO CTOPOHBI
KOCTHO-MBIIIEYHOH H
COCAUHUTEILHON TKaHU
(BxJTtOYAst 0OJIb B CITMHE
Heuacmo

[TpumyxaHue cycTaBoB

<>,<><>)

Hapywenus co cmoponul
noYeK U MOUYEeEbl800AUJUX
nymeu

Ouenwv yacmo

IToyeuHast HEIOCTATOYHOCTH
(Bkimodas octpyio) %
Yacmo

Temarypus , 3a/epKKa MOUH,
HEeJIEp’)KaHUe MOYH

Heuacmo

[TproGpereHHbIi cuHIPOM
daHKOHU

Heuacmo
TyOysipHbIiA MOYSUHBIN
HEKpO3

Hapywenus co cmoponwl
pPenpooyKmueHol CUuCmembl
U MOJIOYHBIX JHcefle3

Yacmo
OpekTuibHas TucHyHKIUs

Obwue napywenus u
peaxyuu 8 mecme 66e0eHUs.

Ovuenwv yacmo

IToBeITIIEHHAS
YTOMIIIEMOCTD ", OTEKH
(BrITIOUAs niepudepuyIecKue),
onopa/:[Kao’OO, acTeHus,
TPUMTIONO00HBIN CUHAPOM
(BKJITFOYAIOIIUN JTHXOPAJIKY,
Kalllejb, MUAJITHIO, CKEJIETHO-
MBIIIEYHYIO 0OJTb, TOJIOBHYIO
00716 1 03HO0)

Yacmo

Boxs B TpyaHoit knetke %,
JeTaprus

0,00

Ovuenwv yuacmo
IToBeIIIEHHAS
yTOMJ15IeMOCTI><>’<><>

Yacmo
[Tepudepuyeckue oTeku,

mixopanka®®, acrenns
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

(nocneno Ei.-i.TEJ:I EHOCTE 0003)

CucTreMHO-OpraHHbIi Bce HexenarenbHble HexenaTenbHble peakuuu 3 U

kiacc/IIpeanoyTHTeIbHbIH peaknun/Yacrora 4 cremnenu Tsxkectu/Yacrora
TEPMUH
Jlabopamopnvie u Quenwv yacmo
UHCMPYMEHMAIbHblLe [ToBbIIEHHE YPOBHS
OauHbvle IeJIOYHOM ocdaTasbl B
KpOBU
Yacmo

IToBbmIIEHTE KOHIICHTpalun
C-peakTHBHOTO OeKa
Tpasmol, unmoxcuxayuu u Yacmo
OCJLOJICHEHUSL NPOYeOyp [agenue, ymuo
% HP, ommeuennvie xax «cepvesuviey 6 KU y nayuenmos ¢ BAMM, nonyuasuux 1enaiudomud 6 KoMOUHAyuU ¢
bopme30MubOM U 0eKcamemasoHoM
" Cm. «Onucanue omoenvhvix HP»
° HP, ommeuenuvie xax «cepvesuviey ¢ KU y nayuenmos ¢ MM, nonyuasuwux neHanuoomud 6 KOMOUHAYUU C
0eKCamemasoHom Iubo ¢ MerPpanraHom u nPeoHU30JI0HOM
* Omuocumest monvko k cepvesnvim HP
*  [Inockoknemounvlii.  pax Koxcu ommeyancs 6 xod0e KH 'y nayuenmoe ¢ MM, panee neyenvix
JEHATUOOMUOOM/OEKCAMEMAZOHOM 8 CPABHEHUU C KOHMPOJLHOU 2PYRNOL
**  [Inockokaiemounvlii pak kodicu Ovll  3apeeucmpuposan ¢ KU y nayuemwmos ¢ BAMM, nonyuaswux
nenanudomudloexcamemasomn 6 cpasHeHuu ¢ KOHMPOIbHOU 2PYRNOL

Ceoonasa mabauya HP na ¢pone monomepanuu 1eHanudomMuoom

Tabnuna 3 u Tabnuna 4 mOoAroTOBIEHBI IO JAHHBIM, ITOJIYYEHHBIM B XOJI€ MPOBEICHUS OCHOBHBIX

KW y naunenros ¢ M/IC u MKJI, nosy4aBimnx MOHOTEPANHIO JIEHATHIOMHUIOM.

Ta6nuna 3. HP, 3apernctpupoannsie B KU y mamuentos ¢ MJIC, monyyaBmmx JeHATHAOMU

CHcTeMHO-OpraHHbIN
knacc/IIpenqnodrurensHbIi

Bce nexenarenbHbie
peakuun/Yacrora

HexenartenbHble peakiuu
3 u 4 crenenn

TEPMHH Tspkectu/Yacrora
Ungexyuu u unsaszuu Ouenb yacmo Ouenb yacmo
BakTepuanbHble, BUpYcHble H | [THeBMOHMS'
rpuOKOBbIe HH(DEKINH Yacmo

(BKITFOUAS
onmopTyHucTHYecKue)®

baktepuanbHble, BAPYCHBIC U
rpuOKoOBBIC HH(PEKITUN
(BKITFOUAS
onmopTyHHCTHYECKHE)
OpOHXUT

Hapywenus co cmoponul
Kpo8u u 1umgamuyecxou
cucmemul

Ouenwv yuacmo

A
TpombonuTonenus L
HeHTpomenus ', IeHKOoTIeHNs

Ouenv yacmo

A0
TpombonuTonenus *,
HelTponenus *,
JICUKONIEHUS
Yacmo

DebpunpHas HeliTponenus

OHOOKpUHHbIE HapYULeHUs]

Ouenv yacmo
['unotupeos

Hapywenusa memabonuzma u
numaHus

Ouenv yacmo
CHIXEHUE almeTuTa

Yacmo
FI/IHepI‘HI/IKeMI/IHO, CHIDKEHHE
arreTuTa
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 27.10.2025 N2 26826
(NOCNEAQCBATENEHOCTE 0003)
CucTreMHO-OpraHHbIi Bce nexenarenbHble HexenarenbHble peakiuu
knacc/IIpenqnodrurensHbIi peaknun/Yacrora 3 u 4 crenesu
TEPMUH Tshxectu/YacroTa
Yacmo
[Teperpyska xene3om,
CHIKEHHE MAacChl Tella
Icuxuyeckue napywenus Yacmo
3MeHeHre HACTPOCHHS ™
Hapywenus co cmoponvl Ouenwv wacmo
HEepEHOU cucmembl I'onoBokpyxeHHE, FOJIOBHAA
6011
Yacmo
[Tapecre3un
Hapywenus co cmoponul Yacmo
cepoya Octpsrit UM™,
bubpuIALIHAS npeﬂcepzmﬁo,
cep/ieuHas HEJIOCTATOYHOCTR®
Hapywenus co cmoponul Yacmo Yacmo
€ocy008 [ToBbrenne AJl, rematoma Benoznsie
TPOMOOIMOOIUYECKHE
OCJIO’)KHEHUS,
MPEUMYIIECTBEHHO TPoMO03
riyOokux BeH u TO
nerovHoii aprepun
Hapywenus co cmoponvl Ouenwv uwacmo
ObIXAMENbHOU CUCTEMb, HocoBoe KpoBoTeueHHe
0p2aH08 epYOHOUL KIemKU U
cpedocmenist
Kenyoouno-xkuwieunvie Ouenwv uacmo Yacmo
HapyuieHus Juapes®, 60716 B KHBOTE Juapes®, TomHoTa, 3yOHAS
(BKJTIOUAS SMIUTACTPATBHYIO 6011B
007acTh), TOUTHOTA, PBOTA,
3arnop
Yacmo
Cyx0CTh BO PTY, TUCIICTICUS
Hapywenus co cmoponul Yacmo Yacmo
nevenu u xcenqegvlgoosuux | OTKIIOHEHHSI OT HOPMBI OTKJIOHEHHUS OT HOPMBI
nymeii 3HAYEHMI IOKa3areaen 3HAYEHMI IOKa3areaen
(GYHKIIMOHATIBHBIX MPOO (GYHKIIMOHAIBHBIX P00
NIEYECHU NICYECHU
Hapywenus co cmoponvl Ouenwv wacmo Yacmo
KoXCU U NoOKodcHblx mxanetl | Chlllb, CyXOCTh KOXKH, 3Y]I CeImib, 3y11
Hapywenus co cmoponvi Ouenwv wacmo Yacmo
MbIULEYHO, CKeemHOU U MBI1euHbIE CYyJOPOTH, Boxs B crimne’
COeOUHUMENbHOU MKAHU KOCTHO-MbIIIEuHasi 00Jb
(BKimodas 6016 B ciiuHe’ U
00JIb B KOHEYHOCTSIX),
apTpayrusi, MUAJITH
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COOTBETCTEYET 3KCNEPTHO

=

ot 27.10.2025 N= 26826

(NOCNEQCBATENEHOCTE 0003)

R

1Y OTUETY

CucTreMHO-OpraHHbIi Bce nexenarenbHble HexenarenbHble peakiuu
knacc/IIpenqnodrurensHbIi peaknun/Yacrora 3 u 4 crenesu
TEPMUH Tshxectu/YacroTa
Hapywenus co cmoponul Yacmo
NOYeK U MOUEBbIBOOSAUJUX I[ToueuHas HEAOCTATOYHOCTH®
nymeu
Obwue napyuenus u Ouenwv wacmo Yacmo
peaxkyuu 8 mecme 868e0eHUsl IloBbIIeHHAs yTOMIIsIEeMOCTh, | JInxopaaka
nepupepuyecKre OTeKH,
TPUIIONOA00HBIA CHHAPOM
(BKJTIOUAS TUXOPAIKY,
Kariemnb, PapuHTHT,
MHUAJTHIO, KOCTHO-
MBIIIEYHYIO 0OJIb, TOJIOBHYIO
6071p)
Tpasmwl, unmoxcuxkayuu u Yacmo
OCNIOCHEHUSL NPOYEeOyp [Tanenue

" Cm. «Onucanue omoenvivix HP»

® HP, 3apeaucmpuposannvie kax «cepvesuviey 6 xooe KU MJJC

™ Usmenenue nacmpoerus ObLIO 3apeucmpuposano kak yacmoe cepvesioe HP ¢ xooe KU ¢hazvl 111 M/IC; ono ne
ovL10 ommeyeno kak HP 3 unu 4 cmenenu msicecmu

Aneopumm 0151 6KIIOYEHUSL 8 KPAMKYIO XAPAKMePUCmuKy aexapcmeennozo cpeocmea (SmPC): ece HP, cobpannbie ¢
nomowvio aneopumma KU ¢hazvr I, 6xnouenvl 6 Kpamkyr Xapakmepucmuky JeKapCMEeHHbIX Cpeocme
Esponeiickozo corza (EU SmPC). Ilposodunace dononnumenvras nposepka uacmomvl smux HP, cobpanusix c
nomowvio anzopumma KU ¢azvr |, u, ecau wvacmoma HP ¢ KU ¢hasvt Il Ovina eviue, wem ¢ KU gaszvl 1, aerenue
ovL10 exnrouero 6 EU SMPC ¢ mou wacmomotl, komopas ommeuena ¢ KU II ghazvl

# Aneopumm, npumensiemoiii ons MJC:

MJIC 6 KU gpaset |1l (Osotinas crenas nonynsyus 0s oyeHku 6€30nacHocmu, pasiudue mexcoy nenaiuoomuoom 5/10

Me u niayebo no NEPEOHAHAILHOMY PENCUMY O03UPOBAHUSL, OMMEYEHHOE KAK MUHUMYM Y 2 NAyuenmos):
e Bce HP, pecucmpupyemsie 6 xo0e nevenus y > 5 % nayuenmos, noayyasuiux 1eHaiuoomuo, u, Kak MUHUMYM,
¢ 2 % pasnuyeii 8 008X MenCOy NeHATUOOMUOOM U naayebo
e Bce HP, so3uuxawowue 6 xooe neuenus, 3 u 4 cmenenu maxcecmu y 1 % nayuenmos, noayuasuiux
JNEHANUOOMUO, U, KAK MUHUMYM, ¢ 1 % pasnuyell 8 001X MencOy NeHATUOOMUOOM U NIAYedo
®  Bce HP, gosnukarowue 6 xooe neuenus y 1 % nayuenmos, noayuaguiux 1eHamuoomuo, u, KaKk MuHumym, c 1
% pasnuyeil 6 001X MeANCOY NeHATUOOMUOOM U Naayedo

MJIC ¢ KU pazovr 11

e  Bce HP, sosnuxarowue 8 xooe niewerusn y =5 % nayuenmos, nonyuaguiux 1eHaiuoomuo

e Bce HP, so3uuxamowue 6 xooe neuenus, 3 u 4 cmenenu maxcecmu y 1 % nayuenmos, nonyuaguiux

JNEeHAIUOOMUO

e Bce cepvesuvie HP, gosnuxaiowjue 6 xooe nevenuay 1 % nayuenmos, noayuasuiux ieHaiuoomuo

Tabnuna 4. HP, ormeuennsie B KU y marentoB ¢ MKJI, monyyaBmmx JeHaaIua0Mua

CucreMHO-OpraHHbIH

Bce HexenarenbHble

HexenarenbHble peakunu

uHeasuu

kiacc/[IpennoyTurenbHbIN peakruu/Yacrora 3 n 4 crenenun
TEPMHH Tshxectn/Yacrora
Hngpexyuu u Ouenwv wacmo Yacmo

bakrepuanbHble, BUPYCHBIE U
rpuOKOBBIE

uH(peKkunu (BKIoYas
onmnopTyHucTHueckue)’,
Ha30(DAPHHTUT, THEBMOHHSA®
Yacmo

Cunycur

bakrepuanbHbIe, BUPYCHBIE U
rpUOKOBbIE HHPEKITUH
(BKITIOYAst
onmnopTyHucTHueckue)’,
ITHEBMOHUS

54



COOTBETCTBYET 3KCTEPTHOMY OTH

(nocneno Ei.-i.TEJ:I EHOCTE 0003)

ETY

CucTreMHO-OpraHHbIi

Bce HexenarenbHble

HexenarenbHble peakiuu

knacc/[IpeanodrurensHbIi peaknun/Yacrora 3 u 4 crenesu
TEPMUH Tshxectu/YacroTa
Jlobpoxauecmeennsie, Yacmo Yacmo
37I0KQYecmeeHHbvle U CHUHAPOM «BCHBILLIKI CHUHIPOM «BCTIBILLIKH
HEYMOUHEHHbLEe OTYXOJIH OTIYXOJIH, TIFIOCKOKJIETOYHBII
HOB000PA308aHUsL (6KIOYAS pak xKoxu *,
KUCMbl U NOJIUNbL) 0a3aIbLHOKIIETOYHAS
KapuuHOMa
Hapywenus co cmoponwi QOuenwv yacmo QOuenwv yacmo
Kpo8uU U TumMpamuyecrou Tpom6GouuTONEH S , Tpom6GouuTONEeH s ,
cucmemol HefITpOHeHI/ISIA’O, HeﬁTpOHeHHﬂA’Q,
neiikonenus’, anemus’® aneMust’
Yacmo Yacmo

debpunpHas HeliTponenns

O

DeOpubHAsS HEHTPOIIEHHS
neiikonenus’

Hapywenusa memabonuzma u | Ouenv uacmo Yacmo

NUMAanusl CHMKEeHME anneTuTa, O6e3BoxuBanue’,
CHU)KEHHME MacCChl TUIIOHATPUEMHUS,
TeJa, TUIMOKATNEMHUS TUIOKAJIbIUEMUS
Yacmo
O6e3BoxuBanne’

Icuxuyeckue napywenus Yacmo
becconnuia

Hapywenus co cmoponul Yacmo Yacmo

HEepBHOlL cucmembl Jucressus, ronoBHas 00Jib, [Tepudepuyeckas ceHcopHast
nepudepuyeckas HelponaTus, JeTaprus
Helponarus

Hapywenus co cmoponul Yacmo

op2aHa cuyxa u 1abupunma Bepturo

Hapywenus co cmoponul Yacmo

cepoya Octpsrit UM™, cepreunas

HEJI0CTaTOYHOCTh
Hapywenus co cmoponul Yacmo Yacmo

cocy008

Cumxenne AJT°

Tpom603 riry6okux Ben’, T
JNerouHoit aprepun
cHmkenne AJ[°

Hapywenus co cmoponvl Ouenwv uacmo Yacmo
OblxameibHOU CUCHEMbI, Onpimika’ Onprmika’
0p2aH08 epYOHOUL KIemKU U

cpedocmenuist

Kenyoouno-kuueunvie Quenwv yacmo Yacmo

HapyuweHus

I[Hapeﬂo, tomHoTa’, pBOTaO,
3amnop

Yacmo

Bous B xuBote’

Juapes®, 6o1b B xuBoTE’,
3arop

Hapywenus co cmoponvl
KOJHCU U NOOKONCHBIX MKAHEl

Ouenwv wacmo
CorImib (BKITIOUAS
aJUIepru4ecKui
JIEPMATHT), 3y]11

Yacmo
CeImp
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CucTreMHO-OpraHHbIi

Bce HexenarenbHble

HexenarenbHble peakiuu

1Y OTUETY

knacc/[IpeanodrurensHbIi peaknun/Yacrora 3 u 4 crenesu
TEPMUH Tshxectu/YacroTa
Yacmo
Hounast notnmBocTh, CyXOCTh
KOXKHU
Hapywenus co cmoponul Ouenb yacmo Yacmo

MbIUEYHOU, CKEeIeMmHOU U MpeIieunblie cyoporu, 6oib | boib B crimHe, MblieyHas

COeOUHUMENbHOU MKAHU B CIIMHE cnabocts’, apTpanrus, 601b B
Yacmo KOHEYHOCTSIX
Aptpanrus, 601b B
KOHEYHOCTSX, MbILIIEYHAS
cnabocts’
Hapywenus co cmoponul Yacmo

NOYeK U MOUEBbIBOOAUJUX I[ToueyHas HEAOCTATOYHOCTH®
nymeii
Obwue napyuenus u

peakyuu e mecme 66e0ens

Ouenwv uwacmo

[ToBbIlIEHHAS YTOMIIIEMOCTb,
actenus’,

nepudeprudecKkue OTeKH,
TPUNIIONOO00HBIN CHHAPOM
(BKITFOUAS

THXOPAJKy’, KaIles)

Yacmo

03100

Yacmo
Hﬂxopanxao, acrenus’,
MOBBILICHHAS YTOMJISIEMOCTD

" Cm. «Onucanue omoenvivix HP»

® HP, sapezucmpuposannbie Kax «cepvesuviey 6 xooe KU MKJI
Aneopumm, npumensiemoiti onsn MKJI:

Koumponupyemoe KU ¢hazvr 1| MKJI

e Bce HP, so3nuxarowue 6 xooe nevenusny =5 % nayuenmos, noayyasuiux 1eHanuooMuo, u, Kak MUHUMYM, C
2 % pasnuyeii 6 005X MexHcOy epynnou IeHATUOOMUOA U SPYRNOU KOHMPOLA

e Bce HP, sosnuxarowue 6 xoode nevenusi, 3 u 4 cmenenu msaoxcecmu y = 1 % nayuenmos, nonyyasuiux
JEHATUOOMUO U, KaK MUHUMYM, ¢ 1 % pasnuyeii 8 0015x mexncoy epynnou 1eHaiuoomMuod u Spynnou Konmpois

e Bce HP, so3nuxarowue 6 xooe nevenuny = 1 % nayuenmos, nonyyasuux 1eHaiuoomuo, u, KaK MUHUMYM, C

1 % pasnuyeil 6 0oAx Med*COY 2PYNNOU NEHATUOOMUOA U SPYRNOLU KOHMPOJISL
Hccneoosanue 6 oonoti epynne KU ¢haswvl |l y nayuenmoes ¢ MKJT

e  Bce HP, sosnuxarowue 6 xooe neuenus y =5 % nayuenmos

e  Bce HP, 6osnuxarowue 8 xooe neuenus, 3 u 4 cmenenu mascecmu y 2 u 0ojiee nayueHmos
e Bce HP, so3Hukarowue 8 xooe neuenus y 2 u 60iee nayueHmos

Csoonas mabnuya HP ona komOuHupogannot mepanuu 1eHaru0oMuoOM npu @QOoantuKyiapHol
auMpome u aumpome u3 Kiemox MapeuHaIbHOU 30Hbl

Tabnmuma 5 TOArOTOBIEHA MO JaHHBIM, IMOJYYEHHBIM B XOJ€ TNPOBEACHHS OCHOBHBIX KU
(NHL-007 u NHL-008) y mattuerToB ¢ ®JI nnu JIM3, nonyyaBmmx KOMOMHUPOBAHHYIO TEPAITHIO

JJCHAJIMIOMUIOM C pI/ITYKCI/IMaGOM.
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Tabmuna 5. HP, ormeuennsie B KU y nanwentoB ¢ @JI wim JIM3, mony4yaBmux JeHATUAOMUT B

KOMOHMHAIINH C PUTYKCUMaOOM

CucreMHO-OpraHHbIN

HexenarenbHble peakiuu

Hexenarenbusle peakuuu 3-4

(8KI0UAsL KUCTbL U ROJIUNDBL)

kiacc/IIpeanoyTuTebHbIH (cymmapho)/Yacrota crerneHu Tsbkectu/Yacrora
TEPMHH

Hngpexyuu u QOuenwv yacmo Yacmo

uHBaA3UU Nudeknmn BepxHUX [MueBmonus’, cencuc’,
JbIXaTeNbHBIX MyTel OpOHXHUT, TaCTPOIHTEPUT,
Yacmo WH(EKIINHA MOYEBBIBOISIIINX
ITHeBMOHHMS, TPHIII, OPOHXUT, MyTei
CUHYCHUT, HHPEKITUU
MOUEBBIBOJSIIIIUX ITyTEH

Hobpoxauecmeennule, Ouenwv wacmo Yacmo

3710KauecmeeHHbvle U CHHIIPOM «BCTIBITITKI bazaipHOKIIETOUHAS

HeymouHeHHble ormyxoiau” kapruHoMa’

H08000PA308aHUS Yacmo

IT10CKOKIIETOYHBIN paKk
N
KOXH **

Hapywenus co Ouenwv wacmo Ouenwv wacmo
CMOPOHbL KPOBU U Heitrponenus *°, anemus’, Heiirponenus
aumgamuyeckoll cucmemsl TPOMOOIUTONIEHHS *, Yacmo
JIEHKOTIEHHUS Anemus®,
Yacmo TPOMOOIUTOHEHHS
Jlumdonenns (1)e6pI/mLHa$1 HeI/ITporIeHI/I;I<>
neiikonenus , uMdoneHus
Hapywenus memabonuzma u | Ouensv yuacmo Yacmo
nUMaHusl CHIKeHHe anrmeTuTa, O6e3BoxnBanme’,

O

cepoya

TUTMOKAIMEMUS TUIEePKAIBLUEMHUS , CHHKEHHE
Yacmo anrmeTuTa, THITOKAINEMHUS,
O6e3BokuBaHuE’ runogocharemus,
THIIEPYPUKEMHUS
Icuxuueckue napywenus Yacmo
Jlenpeccusi, 0ecCOHHHUIIA
Hapywenus co cmopoHnul Ouenwv uwacmo Yacmo
HEPBHOU cuUCmeMbl ['onosnast 601k, O6mopok
TOJIOBOKpPY>KEHHUE
Yacmo
[epudepuueckas Heliponarus,
W3BpalleHne BKyca
Hapywenus co cmoponul Yacmo

dubpunamus npencepanii’

Hapywenus co cmoponul
€ocy008

Yacmo
Caumxenne AJ]

Ouenv uacmo

o A D
TD nerounoii aprepuu
cHikeHue A/l
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ot 27.10.2025 N= 26826

(NOCNEQCBATENEHOCTE 0003)

CucTEeMHO-OpTraHHbII Hexenarenbnpie peakunn | HexenatenbHbie peakiuu 3-4

kiacc/IIpennoyTuTebHbIH (cymmapno)/Yacrora crenieHn Tsokectr/Yactora
TEPMHH
Hapywenus co Ouenv uacmo Yacmo
CMOPOHBL ObIXAMENLHOT O,Z[I)IH_IKaO, Kalllejab Onpimmka’
cucmembl, opeanos epyonou | Yacmo
KI1emKU U cpedoCcmeHnus Bonb B porornorke
Kenyoouro-kuuieynvie Ouenwv yacmo Yacmo

Bous B sxkuBote’, auapes,
3amop, CTOMaTuT

Bous B sxkuBote’, auapes,
3amop, TOLIHOTA, PBOTA
Yacmo

bosb B BepxHel yactu
JKMBOTA, IUCIICIICHS,
CTOMATHUT, CYXOCTb BO PTY
Ouenv yacmo

ChIIb , KOKHBIH 3yl
Yacmo

CyxocTb KOXH, HOUHAsI
MOTJIMBOCTh, SpUTEMA

HapyweHus

Yacmo
* v
ChlIIlb , KOXKHBIN 3y]1

Hapywenus co cmoponul
KOJICU U NOOKONCHBIX MKAHEU

Hapywenus co cmoponul Ouenwv wacmo Yacmo
MblUEUHOU, CKelemHol U Mpiiieunbie cyaoporu, 00b B | boiib B KOHEYHOCTSIX, 00 B
COeOUHUMENbHOU MKAHU CIIMHE, apTparus uiee
YHacmo
boab B KOHEYHOCTHX,
MUaIrus, 6076 B 11ee
Hapywenus co cmoponbl Yacmo
NOYeK U MOUEBbIBOOAUIUX Octpas noueyHas
nymeii HEJ0CTaTOYHOCTE'
Obwue napywenus u peakyuu | OueHv yacmo Yacmo
8 Mecme 86e0eHs. JInxopanka®, moBsImeHHAS [ToBbIlIIEHHAS YTOMIISIEMOCTb,
YTOMJISIEMOCTb, ACTCHHSI, aCTCHHS
nepudeprudecKkue OTeKu
Yacmo
O3H00
Jlabopamopnsie u Yacmo Yacmo

uncmpymenmanvhvle oanHvle | CHUKEHHE MacChl Tesa [ToBerenus yposus AJIT

" Cm. «Onucanue omoenvuvix HP»
Aneopumm, npumensiemoiti Ona DJI u JIM3:
Koumponupyemoe KU ¢pazer 111:

o HP ¢ KU NHL-007 — gce HP, sosnukarowue 6 xode neuenuss y = 5,0 % nayuenmos, nonyuasuiux
JEHATUOOMUO/PUMYKCUMAD, U ¢ He MeHee yem Ha 2 % bonvuteti yacmomoil (%) 6 epynne AeHarudomuoa
10 CPABHEHUIO ¢ KOHMPOAbHOU SPYNNOU — (NONYAsYUs 018 OYeHKu 6e30nacHocmu)

o HP 34 cmenenu maxcecmu ¢ K NHL-007 — 6ce HP 3—4 cmenenu msascecmu, 803HuKarouue 6 xooe
neuenust ne menee wem y 1,0 % nayuenmos, nonyuaguiux ienanudomMud/pumykcumab, u ¢ e MeHee yem
na 1,0 % 6orvwen yacmomoii 6 epynne 1eHATUOOMUOA NO CPAGHEHUIO C KOHMPOIbHOU ZPYRNOU —
(nonynayus Ons oyeHKu 6e30nacHocmu)
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o Cepovesnvie HP 6 KM NHL-007 — gce cepvesnvie HP, so3nuxarouue 8 xooe neuenus: He meree yem y 1,0
% nayueHmos, NOAYUAGUIUX JeHATUOOMUO/pumykcumad, u ¢ ne meree yem Ha 1,0 % 6onvwent uacmomoti
6 epynne JIeHaIuOOMUO/PUMYKCUMAD NO CPABHEHUIO C KOHMPOTbHOU 2PYNNOoU — (RONYIsiyust Ol OYEHKU

bezonacnocmu)

Hccneoosanue 6 oonoti epynne KU ¢hasor |1l y nayuenmos ¢ unoonenmmuoii nexoosickunckou aumgpomou (uHXJI):

e HP ¢ KM NHL-008 — sce HP, sosznukarouue 6 xooe nevenus y = 5,0 % nayuenmos

o  HP 34 cmenenu maxcecmu ¢ KH NHL-008 — 6ce HP 3—4 cmenenu mssicecmu, 03HuUKarouue 8 xooe

nevenusn y = 1,0 % nayuenmos

o  Cepowesnvie HP ¢ KU NHL-008 — 6ce cepvesnvie HP, 6o3nuxarowue 6 xooe neuenusi y = 1,0 % nayuenmos

° HP, ommeuennvie kax «cepvesuviey 6 KU y nayuenmos ¢ OJI u JIM3
* Omnocumest monvko x cepvesnvim HP
* 0606walowuil mepmun «Coinby 6KIIOUACT CIEOYIOWUE NPEOROYMUMETbHbIE MEPMUHBL: Cbllb, MAKYIONANYIE3HAS

CblNb, KpanusHuya

" Obobwaowuti mepmun «aetikonenusy eKuouaen ciedylouwue npeonoumumensible MepMunbl: NeUKONeHus u

CHUJCEHUEe Yacmomabl ﬂeﬁkouumoe

™ Obobwarowuii mepmun «UMponenuay éxiouaem credyiouue npeonoYmumenvible MmepmMuibl. UMponenus u

CHUJICEeHUe Yacmomabl ]lLLM(j)OL;MH’lOB

Cesoonas ma@mua HP, OMMEUYEHHbLX 60 6PEMA nocmpecucmpayuoOHH020 NPUMEHEHUA

B nomonnenune k BhImeykazaHHbIM HP, BeisiBiaeHHBIM B X0ae ocHOBHbIX KU, Tabnwma 6

oATO0TOBJICHA HA OCHOBEC OGT:GI[I/IHGHHI)IX MMOCTPErUCTPpAllOHHBIX JaHHBIX.

Tabmuna 6. HP, 3apeructpupoBaHHblE B MOCTPETMCTPAIIMIOHHOM IIEpUOJE Y TMAalUEHTOB,

MOoJIy4YaBIINX JICHAJIUAOMHU ]

CucreMHO-OpraHHbIi
kiacc/[IpennodruTenbHbIH
TEPMUH

Bce HexenarenbHble
peaknuun/Yacrora

HexenarenbHble peakuuu
3 u 4 crenesu
Tsokectr/Yacrora

Hugpexyuu u unsasuu

Yacmoma Heuzeecmua

Bupycuble nHpeKuu (BKI04ast

OIIOSACBIBAIOIINH JHUIIAN U

PCaKTUBALIUIO BUPYyCa IrenaTuta

B)

Yacmoma neussecmna
Bupycuble undexnumn
(BKJIIOUAs! ONOSICHIBAIOIINI
JUIIai ¥ peakTUBALUIO
BUpyca renaruta B)

Jlobpokauecmaennule,
310KaAYecmeenHvie u
HeymouHeHHble
HO8000pA308aHUs (BKIOYASL
KUCMbl U NOJIUNbL)

Peoxo
CuHapoM JH3Kca OMyX0au

Hapywenus co cmoponvi
Kpo8u U 1uMgpamuyeckou
cucmemul

Yacmoma nHeussecmna
[TpuobperenHas reMmopuIns

ObIXamenbHOl cucmemol,

Hapywenus co cmoponvt Peoxo Peoxo

UMMYHHOU cucmembl AHaduIaKTHIECKAS PEaKIHs AHadunaktuyeckas
Yacmoma neuzgecmna peaxius
OTTOpKE€HNE TpaHCIUIAHTATA
IaPEHXUMATO3HbIX OPraHOB

OHOOKpuHHbIEe HAPYULEHUS Yacmo
['uneptupeos

Hapywenus co cmoponul Heuacmo Peoko

Jleroynas r HUIICPTCH3UA

Jleroynas r HUIICPTCH3UA
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CucTteMHO-OpraHHbIi

Bce HexenarenbHble

HexenarenbHble peakiuu

knacc/[IpennodrurensHbIi peakmun/Yacrora 3 u 4 crenesu
TEPMUH Tshkecti/Yacrora
0p2an08 2pyOHOU KNemKU U Yacmoma neuszsecmua
cpedocmeHus WNHTepcTunmanbHbIin
ITHEBMOHUT

JKenyoouno-kuweunvie
HapyuieHus

Yacmoma neuzsecmna
[Tankpeatut, nepdoparus

1Y OTUETY

KKT (Britouas
poOoIeHUE TPHIXKH,
nepdopany KHIIeYHUKa
¥ TOJICTOM KHIIKH)
Hapywenus co cmopoHul Yacmoma neuzsecmua Yacmoma neuzsecmna
neveHu u scendesvigoosauwux | Octpas meueHouHas OcTtpas neyeHovyHas
nymetl HEJI0CTATOYHOCTh , TOKCHYECKHIl | HEe0CTATOYHOCTb |,
renaTut , HUTOMMTHYECKHIl TOKCHYECKHUH IenaTuT
TeraTuT , XOJIeCTaTHYeCKHil
renaTut , CMelIaHHbIH
UTOJINTAYECKUI/
XOIIeCTATUYECKH TenaTuT

Hapywenus co cmoponul Heuacmo
KOJMCU U NOOKOINCHBIX AHTMOHEBPOTHUYECKUI
mKaHet OTEK

Peoko

Cungpom CruBeHca-
JI’KOHCOHA , TOKCHYECKHI
ANUAEPMAIIbHBIN
HerOJ'II/I3A

Yacmoma Heuzsecmua
JIeMKOIMTOKIIACTUUECKHI
BACKYJIUT, JIEKAPCTBEHHAS
peaxius ¢ 203uHOGUIHEN
W CHCTEMHOM

oA
CUMIITOMAaTHKOU
" Cm. «Onucanue omoenbHbix Hedcenamensbublx peaKyutiy
Omnucanue OTACJIBbHBIX HEXKEIATCIbHBIX DeaKHI/Iﬁ
TepamoeeHHocmb
.HeHaJ'II/I,I[OMI/II[ ABJICTCA  CTPYKTYPHBIM aHAJIOTOM TaJlMAOMHJA — AaKTHUBHOI'O BCIICCTBA,

o0Jamaromero TepaToreHHbIM 3(G(EKTOM U BBI3BIBAIOIIETO TSKENIBIE KU3HEYTPOXKAIOIINE
AHOMAJIMM pPa3BUTHA Yy UYCIIOBCKA. .HeHaJ'II/IJIOMI/I)I UHAYOUpOBal Yy 00€e3bsIH IIOSIBJICHUE
BPOXKJICHHBIX aHOMAJIMiA, CXOXKUX C ONMUCAHHBIMH Ui TanmuaoMuaa (cMm. pasgen 4.6). Ecnum
JICHATMJOMHU]] TIOCTYaeT B OPTaHW3M BO BpeMsi OEpEeMEHHOCTH, MOKHO MPOTHO3UPOBATH €r0

TepaTOoreHHbIN 2P (DEKT.
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Hetimponenusi u mpomboyumonenus

Bnepsvie OuCZZHOCmMDOGCZHHCZ}Z MHOMNCECMBEHHAA MUEIoOMA. NAYUEHNbl, KOmOpbiM noKa3zaHa

MPAHCHAAHMAYUUSA,  NOAVYAGWUE  JCHAAUOOMUO 68  KomOuHayuu ¢ bopmezomubom  u

oexcamemaszonom

HetiTponienus 4 crenenu TshkecTu HaOmoaanach y 2,8 % u 28,7 % ManueHToB B UCCICIOBAHUSIX
PETHEMA GEM2012 u IFM 2009, coorBercTBeHHO. DeOpunbHas HeWTponeHus 4 cTeneHu
Tspkect HaOmoganack y 0,0 % u 1,1 % nanuenTtoB B uccnegopanusix PETHEMA GEM2012 u
IFM 2009, coOoTBETCTBEHHO.

Tpomborutonenus 3 wim 4 creneHu TshkecTH Habmromamack y 6,3 % u 18,5 % manueHTtoB B
nccnegosanusx PETHEMA GEM2012 u IFM 2009, coOoTBETCTBEHHO.

Bnepeble OMGZHOCI’I’ZMDOSCZHHG}Z MHOHCECMEEHHAA MUejiomd. nayuernivl  nocie TICK c

nocaeoywel nodoepacusarowienl mepanuei 1eHaIudoMuUooM

[TonnepxxuBaromias tepanust jeHaauaomuaoM nocie TI'CK yame conpoBoskianack pa3BUTHEM
HEUTporieHnn 4 CTETeHW TSHKECTH, YeM B rpymme 1wanebo (32,1 % B cpaBHenuu ¢ 26,7 %
[16,1 % B cpaBHenuu ¢ 1,8 % mocie Havanga moadep:kuBaromieii Tepanun] B xone KU CALGB
100104 u 16,4 % B cpaBuenuu ¢ 0,7 % B K1 IFM 2005-02, coorBeTcTBeHHO). Y 2,2 % MalMeHTOB
B KU CALGB 100104 u 24 % mnaumentoB B KM IFM 2005-02, cooTBETCTBEHHO,
3aperucTpupoBaHa HEUTPOIICHHS, KOTOPasi PUBENa K MPEKPAIIEHUIO TEPATTHH JICHATUIOMHUIOM.
®eOpunbHasi HEUTponeHns 4 CTeneHW TSHKECTH pa3BUBAJIach CO CXOXEM 4acTOTON B TpymIe
HOJ/IEP>KUBAIOLIEH Tepanuu JeHaIIoMUI0oM U rpymmne miarnedo B ooonx KU (0,4 % B cpaBHeHNH
¢ 0,5 % [0,4 % B cpaBrenuu ¢ 0,5 % nocne Havana noaaepxusatoniei tepamnun| 8 KU CALGB
100104 u 0,3 % B cpaBuenuu ¢ 0 % B KW IFM 2005-02, cOOTBETCTBEHHO).

[MognepxuBaromast Ttepanusi JieHamuaomuaoM tmiocne TI'CK 4amie BbI3bIBaJIa pa3BUTHE
TpoMOouuToneHnu 3 wiu 4 creneHu TshkecTH, yeM Tutanebo (37,5 % B cpaBuenuu ¢ 30,3 %
[17,9 % B cpaBHenuu ¢ 4,1 % mocne Havana moaaepkuBaromniei Tepanuu] B xoge KM CALGB
100104 u 13,0 % B cpaBaernu ¢ 2,9 % B KU IFM 2005-02, cOOTBETCTBEHHO).

Bnepsuvie ()uaznocmupoeaHHaﬂ MHOMNCECMBEHHAA MUeioMa. nayuernivl, KOnopvim He nokKasarnda

mpaHcnjianmayus, noJjiysasuiue JNCHAIUOOMUO 8 KOM6uHauuu C 60Dm€30MU60M u

0eKcamemaszoHom

B uccnegosanuu SWOG S0777 nelitpornienus 4 creneHu TsHkecTH Habmoganack B rpynmne RVd
pexe, yeM B rpynme cpaBHeHus Rd (2,7 % B cpaBuenuu ¢ 5,9 %). B rpynnax RVd u Rd 6pina
3aperucTpUpoBaHa aHaJOrMyHas 4YacToTa pa3BUTUs (eOpuiIbHOM HeWTponeHun 4 CTeneHH

tsoxectH (0,0 % B cpaBHenuu ¢ 0,4 %).
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TpomOouuTonenus 3 win 4 cTeneHu TsbKeCTH Habmoganack B rpymnmne RVd yaie, yem B rpymme
cpaBuenus Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepsvie OMGZHOCWZMDOGCZHHG}Z MHOMNCECMBEHHAA MUEIOMA. NAUUEHINbL, KOMOPbIM HE NOoKAa3aHda

MPAHCHAAHMAUUSA, NOAVYAGUIUE JeHATUOOMUO 8 KOMOUHAUUU C 0eKCAMEMAZOHOM

[Ipy mpuMeHEeHNM KOMOWHAIIMU JICHATUAOMHUAA C JeKcaMeTa3oHOM y manueHTtoB ¢ BJIMM
OTMEYAJIOCh YMEHBIIIEHHE YAaCTOThl BOSHUKHOBEHHUS HeUTponeHuu 4 creneHu TsokectH (8,5 % B
rpymnme Rd (HenpepsiBHOe sieuenue) u Rd18 (sieuenun B Teuenue 18 4-HeAeNbHBIX LUKIOB) B
cpaBaenuu ¢ 15 % B rpynne MPT). ®elGpuinibHas HeliTponieHus 4 cTeneHu TsSKecTu Habo1anach
Hevacto (0,6 % B rpynme Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynne MPT).

[Tpy mpuMeHEeHUH KOMOWHAIIMU JICHATUAOMHUAA C JIeKCaMeTa30HOM Yy manueHTtoB ¢ BJAMM
OTMEYAJIOCh YMEHBIICHHE YacTOThl BOZHUKHOBEHUSI TPOMOOIIUTONECHUHU 3 U 4 CTENEHU TSHKECTU
(8,1 % B rpynme Rd u Rd18 B cpaBuenuu ¢ 11,1 % B rpynmne MPT).

Bnepsvie OLIGZHOCmuDOBCZHHCUZ MHOMNCECMEBEHHRAA MUE/IOMA. NAUUEHIMbL, KOMOPbIM HE NnoKa3daHda

mpaHcnjiaumayus, noiyvasuiue ACHAAUOOMUO 8 COYCINAHUU C Mefld)aﬂaHOM u npeaHHSOJZOHOM

[IpumeHneHue JeHATUAOMUA B KOMOMHAIIMK ¢ Mel(alaHOM U MPETHU30JIOHOM y MAI[UEHTOB C
BJIMM conpoBoxaajiock 00jiee BBICOKOW YacTOTON BO3HUKHOBEHHS HEHUTpONeHWU 4 CTENeHU
TsoxectH (34,1 % B rpynne MPR-+R/MPR+p) no cpaBaenuto ¢ rpynmoit MPp+p (7,8 %). Dnm3onst
GeOpubHONM HEUTporeHUH 4 CTENeHW TshKecTH Habmogaimch dame (1,7 % B rpymme
MPR+R/MPR+p o cpaBaenuto ¢ 0,0 % B rpynme MPp-+p).

[IpumeHeHne JeHATUAOMUIA B KOMOMHAIIMK ¢ Mel(alaHOM U MPETHU30JIOHOM Y TAI[UEHTOB C
B/IMM conpoBOXIal0Ch MOBBIIIEHHON YacTOTOW BO3HUKHOBEHHUS TpoMmOouuToneHun 3 u 4
crenienn Tsokectu (40,4 % B rpynne MPR+R/MPR+p) mo cpaBuenuto c¢ rpymmoit MPp+p
(13,7 %).

Mmuoowcecmeennas muenoma: nayuenmsl, noayiueuiue KaKk MuHumym OOHV JUHUIO mepanuu

[lpumeHeHne KOMOWHAIMK JICHATHJOMHIA C JIeKCAMETa30HOM Yy TMaiueHToB ¢ MM
COIIPOBOKAAJIOCHE TMOBBIIICHHUEM YaCTOTbI Pa3BUTHUA HeflTpOHeHHPI 4 cTemeHn TIKECTH
(y 5,1 % nanueHTOB, IPUHUMABIINX JICHAJTUIOMUJ C IeKCaMeTa30HOM, 1o cpaBHeHuto ¢ 0,6 % y
NalMEeHTOB, IPHHUMABIINX KOMOMHAIIHMIO IeKCaMeTa30Ha U 1iare6o). dedpuibHas HEHTponeHus
4 cremeHM TSHKECTH Yy TMAIMEHTOB, NPUHUMABIIMX KOMOWHAIMIO JICHATHIOMHIA C
JIeKcaMeTa30HoM, oTMmedanack Hedacto — 0,6 % (y mamueHToB, MPUHUMABIIMX KOMOWHAITHIO
nekcameraszona u miare6o — 0,0 %).

[lpumeHeHne KOMOMHALMKM JICHAJHIOMHUAA C JeKcaMeTa3oHoM npu MM compoBOXAAIOCH

MOBBIIIEHUEM BEPOSITHOCTH Pa3BUTUA TpoMmOouuTonieHnu 3 u 4 crenenu tspkectH (9,9 % u 1,4 %,
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COOTBCTCTBCHHO, Y MALIUCHTOB, IPUHUMABIIUX JICHAJIMAOMU C JEKCAMETA30HOM, OTHOCUTCIILHO
2,3 % u 0,0 % y nmanueHToB, MPUHAUMABIINX KOMOWHAIUIO JeKCaMETa30Ha U Tu1aie0o).

Hayuenmui ¢ MUETOOUCHIIACHUYECKUMU cuH()pomaMu

V¥ nanuentoB ¢ M/IC, nosy4aBmux Tepanuo J€HAIUAOMUIOM, Yalle pPa3BUBAIACh HEUTPOIICHHS
3 u 4 crenenu tspkectu (74,6 % y MalMEHTOB, MOJTYYaBIIMX JICHATUAOMMI, IO CPABHEHUIO C
14,9 % y nauuenToB, nonydasimux miane6o, B KU ¢asst |1). Cnydan ¢peOpunpHOl HEWTpOneHUN
3 1 4 cTeneHu TAKECTU OTMEUEHBI Y 2,2 % MalMeHTOB B TPYyIE Tepanuu JeHATUIOMUIOM, IO
cpapaenuo ¢ 0,0 % y nmauuentoB B rpymnmne miane6o. [lpumenenue neHanugomuaa yaiie
COTMPOBOXKAACTCSA Pa3BUTHEM TpomOouuTorneHuu 3 u 4 crenenu Tspkectd (y 37 % manueHToB,
MOJTyYaBIIUX JICHATHIOMHEI, TT0 cpaBHeHUIO ¢ 1,5 % manuenToB, mony4aBmux Iiamne6o, B KU
daszsr 1),

Tayuenmol ¢ aum@omoun u3 Kiemoxk MaHmuiHoU 30Hbl

Y naunmentoB ¢ MKIJI wame pasBuBaiach HeilTponmeHuss 3 U 4 CTENEHH TSAKECTU
(y 43,7 % mnamueHTOB, MOJYYaBIIMX JICHAIUIOMUI, MO cpaBHeHUIO ¢ 33,7 % mnanueHToB B
koHTposbHOU rpymme B KU dasel Il). Cnyuau ¢pebpunbHoit HeliTponieHnu 3 U 4 CTENICHH TSKECTH
orMeueHsbl y 6,0 % manueHToB, MoMy4aBIIuX JEHATUIOMUI, IO cpaBHeHHIO ¢ 2,4 % manueHToB
KOHTPOJIBHOM T'PYIIIBL.

Hayuenmui ¢ d)O]l]luKV]ZﬂDHOIZ ]ZMMCbOMOLVl uau ]lZ/lMd)OMOZ/lV u3 Kjiemok Mal?2uHaJZbHOL7 30Hbl

[TpumeHeHue neHanuIoMu1a B KoMOnHauuu ¢ putykcumadom npu @JI wim JIM3 cBsizano ¢ Oosnee
BBICOKOM 4acTOTON pa3BuTUs HeiTporeHuu 3 wiu 4 creneHu Tsokectd (50 % y manueHTos,
NOJYYaBIIUX JICHAJTUIOMMJ/PUTYKCUMa0, B cpaBHeHHU ¢ 12,8 % y manuMeHToB, MOJy4yaBIIUX
mane6o/putykcumad). Bee cimyuan HelitponeHnu 3 uiv 4 CTETIEHH TSKECTH ObLUTH 00paTUMBI TIPU
IpephIBAaHUM TEPANIUH, CHWKEHUU J103bl W/WUIM MOJACPKHUBAIOLIEM JIEYeHUH (aKTOpaMU pocCTa.
Kpome Toro, HedacTo Habmoganach pedpuiibHas HeTponeHus (2,8 % y nanueHToB, MoJy4yaBIInX
JeHAIUJIOMU/pUTYKCUMab, 1o cpaBHeHutro ¢ 0,6 % y TMalMeHTOB, MOJyYaBIIUX
mane6o/puTykcuman).

[Tpumenenue neHanuaoMu1a B koMOuHanuu ¢ purykcumadbom npu ®JI u JIM3 Takxke cBg3aHO ¢
0oJiee BBICOKOM 4YacTOTOM TpoMOoIMTONeHn crenenu 3 uiu 4 (2,3 % y manueHToB, NoJy4yaBIInuX
JeHAIUIOMUJ/pUTYKCUMad, 1o cpaBHeHHMIO ¢ 1,1 % y mamueHToB, MOJy4aBIIUX IuIane6o/
puUTYKCHMa0).

Benosnas mpombosmbonus

[lpumeHenne KOMOMHALMK JIEHAIWAOMHAA C JIeKCAMETAa30HOM Yy MauuMeHToB ¢ MM
COIIPOBO’KIANIOCH TOBBIIIEHHBIM PUCKOM pa3BUTHS TpomOo3a riy0okux BeH W TD jerouHoi

apTepuu, B TO BPEMA KaK B KOM6I/IHaHI/II/I C Me.]'[(baIIaHOM U IMMPECAHNU30JIOHOM, a TAKXKE Y IMAIUCHTOB
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¢ MM, M/IC u MKIJI Ha (hoHE MOHOTEpAIU JCHATUAOMUIOM 3TOT PUCK OBLT HUXKE (CM. pa3zel
4.5). OnHOBpeMEHHOE HAa3HAYCHHME OHPUTPONMOITHYECKHX CpPEACTB WM Haluyhue TpoMOo3a
MIyOOKHX BEH B aHaMHE3€ TaKKe€ MOTYT YBEIUYHUTh PUCK T OCIOXKHEHWH y JaHHOM TpymIbl
MAIUEHTOB.

Hngpapxm muokapoa

VY manueHToB, MPUHUMABIINX JICHAJIHIOMHI, OTMEYAINCh ciaydan pa3Butusi UM, ocoGeHHO mpu
HAJIMYUU U3BECTHBIX (PaKTOPOB pUCKA.

I'emoppacuueckue ocnoscHenus

['emopparuueckue  OCJIO)KHEHHsS ~ yKa3aHbl B COOTBETCTBUM C  CHCTEMHO-OPraHHOM
KjIaccu(uKanue, a UMEHHO: HApyIIEHHs CO CTOPOHBI KPOBH M JUM(ATHYECKOH CHCTEMBI;
HApYILICHUs] CO CTOPOHBI HEPBHOW CHUCTEMBI (BHYTPHUEPEIHOE KPOBOHM3IHSIHHE); CO CTOPOHBI
JBIXaTEeNbHON CHCTEMBI, OPTraHOB TPYAHOMN KJIETKH U CPEeJOCTEeHUsl (HOCOBOE KPOBOTEUYECHHE); CO
croponbl JKKT (ruHruBasbHOE, reMOPpPOMAAIBHOE, PEKTAIHHOE KPOBOTEYECHHS); CO CTOPOHBI
MOYEK W MOYEBBIBOJAIIMX NyTeH (TeMaTypus); TpaBMbl, WHTOKCHUKAIMM W OCIIOKHEHHS
MaHUNYISAUHN (YIIH0) U CO CTOPOHBI COCYAOB (IKXHUMO3bI).

Annepauueckue peakyuu u msoicesble KOJHCHble peaKyuu

HmeroTces cooOIeHus 0 pa3BUTHH AJUIEPTUIECKUX PEeaKIUi, BKITFOUAsi aHTHOHEBPOTUIECKUHN OTEK,
aHA(HUIAKTHYECKYIO PEAKIMIO, M TSDKEIBIX KOXKHBIX peakuuid, BKIo4as cuHIpoM CTHBEHca-
JIKOHCOHA, TOKCHMYECKHH JNUJACPMAJbHbIA HEKPOIU3 M JICKAPCTBEHHYIO pEAKIHI0 C
so3uHOpuUIMe U cuctemHoil cumnromarukod (DRESS-cunmpom), mnpu npumeneHuu
JeHanuIoMuaa. B aureparype cooliaeTcss 0 BO3MOXKHOM IEPEKPEeCTHOH peakiuu MexIy
JCHAJIMOMUJIOM U TATUJIOMUIOM. JIeHanugomMu He clielyeT Ha3HavyaTh MalyueHTaM, B aHaMHE3e
KOTOPBIX OTMEUAIIUCH TSDKENbIe (POPMBI CBIMTU MPH TIpUeMe TanuaomMuaa (cM. pasaen 4.4).
Ilepsuunvle 310KauecmeeHtble ONYXOIU OPY2OlU TOKATUZAYUU

HoBble 31mokauecTBeHHblE HOBOOOpazoBaHMs, oTMeuaBiecs B KM y manueHToB ¢ MuenomMon
nocJjie MpUMEHEeHHsI KOMOWHALMY JIEHAIMIOMU/IA C IEKCaMETa30HOM 110 CPaBHEHUIO C KOHTPOJIEM,
MIPEACTABISLIA COOOH, TTaBHBIM 00pa3oM, 6a3aTbHOKIETOYHBIN UITH TIJIOCKOKJIETOUHBIN paK KOXKH.
Ocmpuiii muenouonwiii netixko3 (OMJI)

Mnunooicecmeennas muenroma

Cnyyau OMIJI nabmomanuce B KW BJIMM y nanueHToB, MOJIy4yaBHIMX JIEHAJTUIOMHU]I B
KoMOuHaIwu ¢ MendanaHom win cpasy xe nocie BJIM/TI'CK (cm. pasaen 4.4).

OMJI ne nabmoaancs B KU y manuentos ¢ BJIMM, nonyyaBimux JeHATHIOMU] B KOMOWHAITUT
C JEeKCaMeTa30HOM TMpU CpPaBHEHUU C TaJUJAOMUAOM B KOMOMHamMH C MendaraHoM U

IPETHU30JI0HOM.
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Muenooducnaacmuveckue cunopomol

Hcxonuble mepeMeHHbIe, BKIIIOYAsi CIOXKHBIE ITUTOreHEeTHYecKre anoManuu u TPS53 myrtanuwy,
aCcCOLUMMPOBAINCH C nporpeccupoBanrem 10 OMJI y mammentoB ¢ MIC5Q 1 3aBUCUMOCTBIO OT
remotpancy3uii  (cMm. pazmen 4.4). llpenckazyemas ABYXJIETHSII COBOKYIHAsh YacToTa
nporpeccupoBanus 10 OMJI cocrasuna 13,8 % y maruentoB ¢ MJIC5q o cpaBaenuto ¢ 17,3 %
y manueHToB ¢ MJIC5Q 1 oHOM JOMOTHUTEIHFHON ITUTOTEHETHYECKON aHomanmei, u 38,6 % —
y HaIEeHTOB CO CIOKHBIM KapruoTunoM. B xozxe perpocnexktuBHoro ananuza KU nenanunomuna
nipu sieuennu MJIC, npeackasyemas AByXJIETHSIA yacToTa nporpeccuponanus 10 OMJI coctaBuna
27,5 % y TmanueHToOB ¢ MOJIOKHTENbHBIM pe3ynbratom MI'X-p53 um 3,6 % y mamueHToB ¢
otpurniarenbHbiM pesyibratom UI'X-pS3 (p = 0,0038). ¥V mnamueHTOB ¢ MOJIOXKUTEIHHBIM
pesynbratom UI'X-p53, yacrora mporpeccupoBanus 1o OMJI Obuia HUXE cpelu TeX, KOTOpbIe
JOCTUTJIA HE3aBUCUMOCTH OT remotpancdysuii (11,1 %) mo cpaBHeHUIO ¢ naneHTaMu 0e3 TaKoro
orsera (34,8 %).

Hapywenus co cmoponvl neuenu

B moctperucrpaiiioHHOM TEPHOE 3aperHCTPUPOBAHBI CIEIYIONIME HAPYIICHUS CO CTOPOHBI
neyeHu (4acToTa HEW3BECTHA): OCTpas II€UYEHOYHAas HEAOCTaTOYHOCTb U XOJecTa3
(06a moTeHIMaIBHO (aTaIbHBIEC), TOKCHYECKAN TeNATHT, IIUTOJTUTHYECKUH TelaTuT, CMEIIaHHBIN
[UTOJIUTUYECKUIA/X0JIECTATUYECKUI TeIaTUT.

Paboomuonus

bbutn oTMeueHsI peikue ciiydan padJoMUO0IN3a, B HEKOTOPBIX U3 HUX JICHATHIOMU/I TPUMEHSIIN
COBMECTHO CO CTATHHAMH.

3abonesarnus wumoBUOHOU Jicenesvl

Co0011anoch 0 cirydasx BOSHUKHOBEHUS THIIOTUPE03a U THIepTupeosa (cM. paznen 4.4).
Cunopom «ecnviukuy onyxoau (TFR) u cunopom nusuca onyxonu (TLS)

B xone KU MCL-002 npumepHo y 10 % manueHTOB, NOTy4aBIIUX JICUCHUE JICHATUIOMHIOM,
paszBuwics cuHapoM TFR mo cpaBHenuto ¢ 0 % B rpymnmne KOHTpoJs. BonblIMHCTBO ciiydaeB
BO3HHUKJIO BO BpeMs | IMKJa Tepanuu; BCe OHM PaclEHUBAINCH KaK CBA3aHHbBIE C Tepamueil; u
OOJNBIIMHCTBO ciy4yaeB Ob1o 1 wiau 2 cTeneHu TspkecTH. [IallMeHThl ¢ yCTaHOBICHHBIM B XOJ1€
JTMaTHOCTHUKU BBICOKUM MEXKIYHApOJHBIM MporHoctuueckuM uHaekcom (MIPI) wmu ucxomno
reHepain30oBaHHON JuM(oaneHonaTue (Haau4yue, Kak MUHUMYM, OJHOIO oyara JhaMeTpoM
> 7 cm) MoryT uMeTh puck pazsutusi TFR. B K11 MCL-002 TLS 3apeructpupoBan y 1 mammenTa
B KaXJI0W u3 nByX rpynn jedenus. B nomomuutensHom KW MCL-001 mpumepno y 10 %

ManucHTOB pa3BUJICA TFR, BCC OHHU paCCHUBAJIMCH KaK CBA3aHHBIC C TepaHHCﬁ; 1 Bce ObLu 1 mam
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2 creneHu TAKECTH. BoNbIIMHCTBO ciayyaeB pa3BUBaIOCh BO Bpems 1 mukna tepanuu. B KU
MCL-001 ue ormeueHo ciaydae pa3sutus TLS (cm. paznen 4.4).

B nccnenoBanuu NHL-007 passutue TFR 6b110 3aperucrpuposano y 19/176 (10,8 %) marmeHToB
B rpynmne JeHammomun/purykcumad uw oy 1/180 (0,6 %) mamueHToB B - Tpymime
iane6o/putykcumad. bonpimas gacts ciryuaeB TFR (18 u3 19) Gbia 3apeructpupoBana B rpymre
JICHATMIOMHU/I/PUTYKCUMA0 U BOSHUKJIA B TCUCHHE TIEPBBIX ABYX HUKIIOB JedueHus. TFR 3 crenenn
TSOKECTH HAOJIOJaliCs y OJHOTO NaleHTa M3 TPYNIbl JCHATUAOMUA/PUTYKCUMAO U HE
HaOIOJAJICSI HA 'y OJAHOTO TMAalMEeHTa TPy manedo/putykcumad. B nccnenoBannun NHL-008
TFR na0monancs y 9/222 (4,1 %) mauueHToB; (3aperucTpupoBanbl 4 cirydasi 1 CTETIEHU TSKECTH
U 5 ciy4aeB — 2 CTEICHHU TSHKECTH); OJIMH 3apETUCTPUPOBAHHBIN CITydaid ObLII COYTCH CEPhE3HBIM.
B wuccnepoBanun NHL-007 TLS Bo3nuk y gaByx mnanuentoB (1,1 %) wu3 rpymnmsl
JICHATMOMUJI/PUTYKCUMA0 U He HaOJtoajcs HU y OJHOTO U3 manueHToB ¢ @JI, momydaBmux
ianedo/puTykcuMad; HU y OAHOTO HanueHTa He 3apeructpupoBansl HP crenenn 3 wmm 4. B
uccienopaanu NHL-008 TLS Bo3nuk y ognoro namuenta (0,5 %). Oto equncreennass HP Oblna
uneHTuurpoBana kak cepbesnas HP 3 crenenu tsoxectu. B uccnenoanun NHL-007 vy ogun
U3 TMAalUMEHTOB HE NPEKpaTWi TEepamnuio JICHATHIOMHIOM/PUTYKCUMAOOM MO MPHYHUHE
Bo3HUKHOBeHUst TFR wmm TLS.

3abonesanus KKT

[Tepdopanus XKXKT Obuta 3apeructpupoBana Ha GoHe mpuMeHeHus JeHanuaomuaa. [lepdopanus

KKT moxer IMPUBOAUTH K CCIITUUCCKHUM OCJIOKHCHUSAM U JICTAJIbHOMY HCXOAY.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo01math 0 1o103peBaeMbIX HEXXEIATeIbHbIX PEaKIUAX II0CIIEe PErUCTPalluy [Ipenapara ¢
LENIBI0 O0EClEeYeHUsT HENPEpPhIBHOIO MOHUTOPHHIA COOTHOUIEHHS «IOJb3a — PHCK»
JIEKapCTBEHHOTO Ipernapara. MeInIuHCKUM pabOTHUKAM PEKOMEHAYeTCs COOOIaTh O JIFOOBIX
MIO03PEBACMBIX HEXKENIATEIBHBIX PEAaKIUAX JIEKAPCTBEHHOI'O IIpelrapara 4epe3 HalMOHAJIbHbIE
CUCTEMBI COOOILEHUS O HEXKENaTeNbHbIX peakUsiX TrocydapcTB — ujeHOB EBpasuiickoro

9KOHOMHUYECKOI'o COro3a.

Poccniickas @enepanvs

®denepanbHas city:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEeHHUs
Anpec: 109012, r. MockBa, CiaBsiHCKasl TUIOIIaab, 1. 4, cTp. 1
Temedon: +7 800 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKALIMOHHOM ceTn «VIHTepHET»:
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www.roszdravnadzor.gov.ru

Pecniy6nuka Kazaxcran

PecnyOnukaHckoe rocyapCcTBEHHOE MpEANpUsITHE Ha IpaBe XO3SMCTBEHHOTO BeJEHUS
«Haunonanbupiii LleHTp 3KCHepTH3bl JIEKAPCTBEHHBIX CPEICTB M MEAUIMHCKUX M3
Komurera MeauuuHCKOT0 U (papMareBTUYECKOro KOHTPOJIsT MUHHCTEPCTBA 3APAaBOOXPAHEHUS
Pecniy6nuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A.lMmanoga, 13 (bLl «Hypcaymnet 2»)
Tenedon: +7 7172 235 135

OnexTponHas noyra: farm@dari.kz

CaiiT B nH(OpMAIIMOHHO-TEJIEKOMMYHHUKAIMOHHOM ceTH «HTepHEeT»: www.ndda.kz

Pecny6nuka benapychb

PecnnyOnukanckoe yHuTapHoe mnpeanpustue «LleHTp skcmeptu3 M UCOBITAaHMH B
3IpaBOOXPAHEHUI

Anpec: 220037, r. Munck, niep. ToBapuieckuii, 2a

Tenedon: +375 17 231 85 14

OnexkTpoHHas noyra: rceth@rceth.by

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHHUKAIMOHHOM ceTh «VHTepHEeT»: www.rceth.by

Pecniybnuka Apmenust

«Hay4Hblli 1LEHTp SKCIEpPTU3bl JIEKAPCTB W MEAUIMHCKUX TEXHOJOTUH UM. akKaJeMHKa
3. 'abpuensHa»

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5

Temedon: +374 60 83 00 73

OnekTpoHHas nouta: info@ampra.am

Caiit B I/IH(I)OpMaI_[I/IOHHO-TCHCKOMMYHHK&HHOHHOﬁ CCTHU «I/IHTepHeT»Z Www.pharm.am

Keipreizckas Pecrybnuka

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEIUMLMHCKUX u3JIenuil npu MuHuctepcrse
3npaBooxpaneHus: Keiproizckoii PecrryOmmku

Anpec: 720044, r. buiikek, yiu. 3-1 auHus, 25

Tenedon: 0800 800 26 26

OnektpoHHas nouta: dlsmi@pharm.kg

Caiit B nH(bOpMalIlMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «HTepHeT»: pharm.kg
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4.9. Ilepeno3npoBka

CuMITOMBI

Tokcuueckue MPOSIBICHUS, JUMUTHUPOBABIINE BEIMUYMHY J03bl B HCCIEIOBAaHUSAX, ObUIN
UCKJTIOYUTENbHO FeMaTOJI0TrMYeCKUMH.

Jleuenue

CrienranapHOTO TUIaHA JNEHCTBUI MPH NEPEIO3UPOBKE JICHATHIOMHJIOM B HACTOSIICe BpeMs HE
BbIpa0OTaHO HECMOTPS HAa TO, YTO B HCCJIENOBAHUSAX MO OMPEICNICHUIO JUarna3oHa 03 4acTh
MAIMEHTOB MoJTy4dasa 1036l 10 150 Mr, a B Mccle10BaHUsAX BO3ACUCTBUS OJHOKPATHOM J03bI — JI0
400 mr npemnapara.

B ciiydae nepeno3upoBku peKOMEHIyeTCsl CAMITOMATHYECKas TTOIIEP KU BAIOIIAsl TePaIus.

5. ®PAPMAKOJIOTTYECKHUE CBOVCTBA

5.1. @apmakoauHAMHUYeCKHe CBOHCTBA

dapMakoTepareBTUYECKas TPYIIa: HMMYHOICITPECCAHTRI, IPYTHE HMMYHOISITPECCAHTHI.
Koxn ATX: LO4AXO04.

MexaHu3M ASHCTBUS

JleHanMIOMHU] CBA3BIBACTCS HEMOCPEACTBEHHO C LEpe0JIOHOM, KOMIIOHEHTOM (PepMEHTHOTro
komiuiekca KyunH-RING E3  yOukBuTHMHIWra3el, KOTOpbId Bkiouaer Oenok-1 (DDB1),
CBS3BIBAIOIIMICS C MOBPEXKIACHHON Je30KcupuOoHykinenHoBoil kucinoroit (AHK), kymmun 4
(CUL4) u perymatop kymnuHoB 1 (Rocl). B remomosThueckux KJIETKax CBS3bIBAaHUE
JeHaIUJIOMUa ¢ LepeOiIoHoM MoOmin3yer cyOctpaTHble Oenku Aiolos u Ikaros, siBnsroniuecs
(bakTOopamMy TPAHCKPHUIILUH B TUM(OHUIHBIX KJIETKaX, YTO MPUBOIUT K UX YOUKBUTHUHUPOBAHUIO U
MOCIEAYIOLEMY pacnangy u o0yciaBnuBaeT npsiMble LUTOTOKCUYECKUI U
UMMYHOMOAYJIUPYIOMINNA 3P (HEKTHI.

B uwacTHOCTH, TeHATMIOMU HHTUOUPYET Npoau(epannio U yCUIUBAET alloNTo3 OMpeaeIeHHbIX
3JI0KAYECTBEHHBIX I'E€MaTONO3TUYECKUX KIIETOK (BKJIHOYas KJIETKM MHOXXECTBEHHOH MHEIOMBI
(MM), xnerku omnukynsipaoil numpomsl (DJI) m kIeTKU c JenenusMU XpoOMOCOMBI 5),
YCUJINBA€T UMMYHUTET, ONOCPEOBAHHBIN T-KJIETKaMU U KJIETKaMH-€CTECTBEHHBIMU KUJIEpaMH
(EK), u yBenmuuBaet uncno EK, T-kierok u EK T-knetok. [Tpu MJIC ¢ n3onupoBaHHOMU aenennein
59 MAC5q) nenanuaoMuj U30MpaTETbHO HMHIMOUpPYET MAaTOJOTHYECKUN KIIOH, YCHIIMBAs
armonTo3 KJIETOK ¢ M30JIMPOBAaHHOW aenenuei 5q. KomOuHaIms neHanuMaoMuia U puTyKCuMaoa
YBEJIMYUBAET AHTUTEI03aBUCUMYIO KJIeTOUHYI0 HUTOoTOKcHyHOCTh (A3KL[) u mpsimoii amomnrto3
3JIOKA4€CTBEHHBIX KIETOK DJI.

Mexanuszm JIehcTBUSA JICHAJInAoOMHJa TaKXC BKJIIOYacT AHTHUAHT'HOT'CHHBIC )51
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MIPOIPUTPOIIOITHUECKUE CBOKCTBA. JICHATUAOMUT MHTUOUPYET AaHTUOTEHE3, OJIOKUPYSI MUTPAITUIO
U are3Wi0 DHJIOTEINATIBHBIX KJIETOK, U 00pa3oBaHHWE MHUKPOCOCYJIOB, TMOBBIIIAET MPOTYKITUIO
deranpHOoro Temoriaobuna CD34+ CTBONOBBIMH T€MOITOATHYECKUMHU KJIETKAMU M HMHTHOUPYET
MPOAYKIMIO MPOBOCHIAIUTENbHBIX I[IUTOKMHOB (Hampumep, ¢akTropa HEKpo3a OMyXoiu aib(a
(®HO-0) u unrepneiikuna-6 (MJI-6)) monouutramu.

Kinnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Db dekTuBHOCTE M 0€30MACHOCTh JICHATHIOMHIA OBLUIM HW3YYEHBI B IIECTH KIMHHUYECKHX
uccaenoBanusax (KW) daser Il mpu BAMM, B nByx KU ¢aszer Il mpu penuauBupyromieit
pedpakreproit MM, B omnom KU dasel 1 u B omaom KU dazer || mpu MJIC, B oqaoM KU dassr
Il mpu MKJL, B oqnom KU daszst I u omaom KU dazer b mpu OJI u JIM3.

5.2. ®apMaKoOKHHeTHYECKHE CBOHCTBA

JleHanMIOMUJ UMEET B CBOCH CTPYKType aCUMMETPUYECKHH aToM yriepoja, MOITOMY MOXKET
CyLECTBOBaTb B BHUJAE JBYX ONTHYECKM aKTUBHbIX (Gopm: S(-) u R(+). Jlenanumommn
NpEICTaBsieT COOOW paleMHUYEcKyr0 cMech. JIeHamumoMuJ OOBIYHO JIydYIlle pacTBOPSIETCS B
OpPraHMYECKHUX pPACTBOPHUTENSAX, HO HMMeeT Hawinyuiyi pactBopumocts B 0,1 N OydepHom
pacTBOpe COJIIHOM KHCIIOTHI.

AbcopOrust

[locne mnpuema BHYTPh HATOIIAK 3J0POBBIMU JIOOPOBOJIBIIAMHU  JICHAIUJIOMUL OBICTPO
BCAChIBaeTCs, NMPU ITOM MaKCHUMajlbHasi KOHLEHTpauus nocturaercs depe3 0,5-2 uvaca mocie
OJTHOKPAaTHOTO TMpHeMa. Y TMalueHTOB, a TakXe 3/I0POBBIX J0OpPOBOJIBLIEB MaKCHUMaJbHas
koHeHTpanus (Cmax) W IUIOMAAL [OJ KPHBOW «KOHIEHTpauus-Bpems» (AUC) BozpactaroT
MPONOPLUOHAIBHO YBEIMUYEHUIO 103bl. [IOBTOpHBIE mpueMbl IMpenapaTa HE MPUBOJAT K €ro
KyMYJISIIMY (HAaKOTUICHHIO). B m1a3mMe KpoBH OTHOCUTENBHBIE SKCITO3UINN S- U R- SHaHTHOMEpOB
JEHAIMOMHU/IA COCTABIAIOT pUMepHO 56 % u 44 %, cooTBeTcTBEeHHO. [IpuMenenune npenapara
C MHUILIEH C BBICOKUM COJAEPKAHUEM >KHPOB U BBICOKMM COAEPKAHMEM YIJIEBOJOB y 3I0OPOBBIX
TOOPOBOJIBIIEB TIOHM)KAET CTETIEHb BCACBIBAHUS, UTO MPUBOIUT K yMeHbIIeHnto AUC npumepHO
Ha 20 %, a Cmax Ha 50 % B mu1a3me kpoBu. OHako B ocHoBHBIX KU npenapara npu neuennn MM
u MJIC, B KOTOpBIX ObUTM ycTaHOBIEHBI 3((EKTUBHOCTh M O€30MaCHOCTh JICHAIMJIOMHU/A,
HalMeHThl MPUHUMAIIN MIperapaT He3aBUCHUMO OT MpHeMa MUIir. Takum o0pa3zoMm, JIeHAIUIOMU
MO’KHO MPUHUMATh BHE 3aBUCUMOCTH OT MpHeMa MULIH.

Pe3ynbTaThl mOnmyIsMOHHOTO aHalIn3a (papMaKOKMHETHYECKUX JaHHBIX IMOKa3alli, YTO CKOPOCTh
BCAChIBaHMs JICHAIMIOMHUA TOCe MpueMa BHYTpb aHajloruyHa y namueHtoB ¢ MM, MJIC u

MKIJIL
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Pacnopenenenne

In vitro cass (Y*C)-nemanmpommma ¢ GenKkaMy IIa3Mbl KPOBH OblIa HU3KOH, U B CPEIHEM
coctaBisuia 23 % u 29 % y naruentoB ¢ MM 1 310poBBIX J0OPOBOJIBIIEB, COOTBETCTBEHHO.
Jlenanunomun npucyTtcTByeT B cemeHHOM xkuakoctu (< 0,01 % ot mo3bl) mocie mprema ero B
no3e 25 Mr B CyTKH (Mr/CyT), HO HE ONpEACNSeTCS B CEMEHHOW >KHJIKOCTH 3I0POBBIX
JO0OPOBOJIBIICB CIYCTS 3 JHS TOCIIE MPEKPAILCHUs TpreMa rpernapata (cM. paszaen 4.4).

BI/IOTDaHC(bODMaHI/IH

PesynbraThl uccienoBanuii Merabosu3ma in VItro ykaspIBaioT, 4TO H30(EPMEHTHI CHCTEMbI
utoxpoma P450 He mpuHUMAIOT y4acTHsl B MeTaOOIU3Me JICHAIUIOMUA Y YeJIOBEKa, II03TOMY
METa0OJMUECKUE  JICKAPCTBCHHBIE  B3aUMOJCHCTBUS TP  COBMECTHOM  IPUMEHEHHHU
JeHAUIOMUA M TPEenapaTroB, MHTUOMPYIOUIMX H30(EpPMEHTHl cucTeMbl mnutoxpoma P450,
MaJIOBEPOSITHBL.  Pe3ysibTaThl  HMCCIIEAOBAaHMA IN VILr0  JEMOHCTPUPYIOT — OTCYTCTBHE
UHTHOMpYIOMmEero neicteus JieHamuaomuaa Ha mzopepmerntet CYPLA2, CYP2C9, CYP2C19,
CYP2D6, CYP2EL, CYP3A wm UGT1Al. Takum 06pazom, MaJIOBEPOSTHO, YTO JICHAIAIOMH/T
Oyner cmocoOCTBOBAaTh  Pa3BUTHIO  JIIOOBIX  KJIMHUYECKH 3HAYUMBIX  JIEKAPCTBEHHBIX
B3aMMOJICHCTBHI MPU OJJHOBPEMEHHOM Ha3HAYEHHH ¢ CyOCcTpaTaMu 3THX U30(EPMEHTOB.

[To panHBIM wWccaemoBaHMU IN  VILFO JeHaIMIOMHUI HE sBIsSETCS cyOcTpaTtoM Oenka
PE3MCTECHTHOCTH paka MoJO4HOW skene3bl uenoBeka (BCRP), mnepeHocunkoB —Oelka
MHO)KECTBEHHOW JiekapcTBeHHO# yctoitumBoctn (MRP) MRP1, MRP2 wm MRP3,
nepeHocurkoB opranuyeckux aHuoHoB (OAT) OATI1 u OAT3, monumnentuaa-nepeHOCUYnKa
oprannueckux annoHoB 1B1 (OATP1B1), nepenocunkoB oprannueckux katnonos (OCT) OCT1
u OCT2, Oenka 3KCTpy3uM JIEKapCTBEHHBIX TmpemnapatoB u TokcuHoB (MATE) MATEL u
OpPHUTHHAIBHBIX MepeHocunkoB oprannyeckux katnoHoB (OCTN) OCTN1 u OCTN2.
UccnenoBanus in Vitro mokasainu, 4To JEHATHIOMH]] HE OKa3bIBaeT MHIMOUPYIOLIEro JIeHCTBUS
Ha SKCIOPTUPYIOIIYIO0 MOMITy cojieii kemunbix kuciaot (BSEP), BCRP, MRP2, OAT1, OATS3,
OATP1B1, OATP1B3 u OCT2.

OJIUMUHAINS

Bonbmast yacth JeHaIMIOMMIA BBIBOAUTCS MOYKaMU. BKiaa modedHoil SKCKpenuu B OOLIuii
KJIMPEHC y MallMeHTOB C HOpMalibHOU (pyHKIMeH noyek coctasist 90 %, a 4 % neHanunomuaa
BBIBOAMJIOCH KUTIIEYHHKOM.

JleHanMIOMH] TIPAKTHYECKH HE METa0ONM3UpPYETCS B OpPraHu3Me, Tak Kak 82 % ero mo3bl
BBIJICJIACTCSI TOYKaMH B HEM3MEHEHHOM BHJE. [uapokcu-neHamuaoMua u  N-aleTui-
JeHaMUAOMUT cocTaBisAloT 4,59 % u 1,83 % oT 3KCKpeTMpOBAaHHOM [103bI, COOTBETCTBEHHO.

[ToueuHbl KJIIMPEHC JICHATUIOMUAA TPEBBIIIAET CKOPOCTh IIIOMEPYIISIPHON (DUIBTpaLlUU, TAKUM
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00pa3oMm, IpOLECC BHIBEACHMS UMEET, B HEKOTOPOM CTEIIEHH, U aKkTUBHBIN xapakrtep. [Tpu npueme
B J103aX 5—25 Mr/CyT mepuoJ| MOJyBBIBEICHUS MIperapara COCTaBIIeT MIPUMEPHO 3 9 Y 3I0POBBIX
J0OpOBOJIBIIEB U OT 3 10 5 u y manreHToB ¢ MM, MJIC u MKJI.

IloyeyHas HEIOCTATOYHOCTh

dapMaKOKMHETHKA JICHAJTUIOMHIA U3ydallach y MAlUEHTOB C MOYEYHON HEIOCTAaTOYHOCTBIO,
BBI3BAaHHOUN HE3JIOKAYECTBCHHBIMU NpUYUHAMH. B 3TOM HCClenoBaHUU IS ONEHKU (DYHKIIUU
MOYEK MCIOJIb30BAIM JiBa MeToAa: usmepenue noyeyHoro KK B teuenue 24 4 u pacuer KK no
dbopmyne Koxpodra-I'onra. PesynabTaThl TOKazaqyd IPOMOPIHHOHAIBLHOE CHIDKCHHE OOIIero
KIMPEeHca Tpernapara Mo Mepe CHikeHUs QyHkmum modek (< 50 mur/MuH), B pe3yibTare
npuBoguBmee Kk mnoBeimeHuto AUC. 3nadenmss AUC mnoBblmanwch MOPUMEPHO B
2,5,4 1 5 pa3 y NallUEHTOB C TOYEYHON HEIOCTATOUYHOCTBIO CPEIHEN U TAXKEIIOM CTENEHU TSHKECTU
Y TepMUHAILHOU cTagaueit moueunoit HegocrarouHoctH (TCITH), cooTBEeTCTBEHHO, IO CPABHEHUO
C Tpynmnoi, oOBeIWHSIONIEH MAalMEHTOB C HOPMAIbHOW (YHKIMEH IOYeK W TAlUeHTOB C
MOYEYHOM  HEJOCTATOYHOCTBIO JIETKOM  CTeneHW TsbkecTu. llepuon  mosryBbIBEIEHUS
JICHATMOMHU/IA TTOBbIMAics nmpumepHo ¢ 3,5 4 (y nanuentoB ¢ KK > 50 mu/mun) no Gonee 9 u
(y manuentoB ¢ KK < 50 mu/mun). Ilpu sTOM modeyHass HEAOCTATOYHOCTh HE BIMsIA Ha
abcopOLHrIo JICHATHIOMH/IA TIPU TIpHEeMe BHYTPb. 3HAYeHUS Cmax HE pa3jiHyYalICh Y 3J0POBBIX
JIOOpOBOJIBIIEB M TMAIMEHTOB C IMOYEYHOH HemocraToyHocThio. [IpumepHo 30 % mpemapara
BBIBOJMJIOCH U3 OpraHU3Ma B X0JIe 4-4aCOBOTO CeaHca auain3a. PekoMeHIanum mno u3MeHEHHU0
JI03BI TIperapaTa y HalleHToB ¢ MOYeUHOM HeJOCTaTOYHOCThIO MPUBEICHBI B pazaene 4.2.

IIeuyeHOYHAs HEAOCTATOYHOCTh

[MomynsumonHblld  aHanmu3 (AapMAaKOKWHETHYECKHX JAHHBIX ITallMEHTOB C TEYCHOYHOU
HE/IOCTaTOYHOCThIO Jierkod cremeHn Tspkectd (N=16, oOmwuit Owmmpyomn B 1-1,5 pasa
npeBbIaeT BepxHiow rpanuiy Hopmsl (BI'H) unu ACT > BI'H) nokasan oTcyTcTBHE BIUSHHUS
NIEYEHOYHON HEIOCTaTOYHOCTH JIETKOM CTENEeHH TKECTH Ha KIMPEHC JIeHAIMJIOMHUIA
(9Kcro3uIyio B T1a3Me). J[aHHBIX B OTHOIICHHWH TTAIIMEHTOB C TIEYEHOYHON HEIOCTATOYHOCTHIO
CPEIHEU U TSKEIION CTENECHU TSKECTH HE MOJTYUYEHO.

JIniia moKMI0r0 BO3pacTa

Crneunanpabix KU s onieHku (hapMakOKWHETHKH JICHAIMIOMH/IA Y TOXKHIIBIX MMAllUEHTOB HE
MPOBOIUIIOCH. [IOMyISITMOHHBIA aHAMM3, B KOTOPBIM ObUIM BKITFOYCHBI (hapMaKOKMHETHYECKHE
JIaHHbIE MAIMEHTOB B Bo3pacTe OoT 39 n0 85 jeT, He BBISABWI BIUSHUSA BO3pacTa Ha KIMPEHC
JEHAMUAOMHUIA (IKCMO3ULIMIO B IUIa3Me). YUUTHIBAasl MOBBIIIEHHYIO BEPOSITHOCTh HAPYIICHHS
GYHKIUI MOYeK B MOKUIOM BO3pacTe, CIeIyeT cOOM0IaTh OCTOPOKHOCTh MPU MOA00pE JA03bI

mpenapata U OCYLIECTBIISITh TIIATENbHBIM KOHTPOJb (YHKIMH MOYeK Ha (OHE MPOBEIEHUS
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Tepanuu.

I[DVFI/IG 0co0bIe T'PYIIIIBI 1 COCTOAHUA

[TonmynsuuoHHbl aHanu3 (papMakKOKMHETUYECKMX TaHHBIX TOKa3al OTCYTCTBUE KIMHUYECKH
3HAYMMOT0 BIUSHUA Macchl Tena (33—135 kr), moma, packl U BUJa OHKOI'€MaTOJOTHYECKOTO

3abonesanus (MM, MZIC unu MKIJI) Ha KITUpeHC JeHaTI0MH/IA Y B3POCIIbIX HallMEeHTOB.

5.3. JlaHHbBIe TOKJIHHUYECKOH 0e30IaCHOCTH

[lo pesynpTaTam wuccieqOBaHHs OCTPOM TOKCHMYHOCTH MHMHHMMAJIbHBIE JI€TAJbHBIE O3Bl
JIEHAJTMAOMHM/IA TIOCTIe BBEJEHUS BHYTPh cocTaBisui > 2000 mMr/kr/cyT y rpei3yHOB. [loBTOpHOE
nepopaiibHOE BBEJICHUE MpemapaTa B 103ax 75, 150 u 300 mr/kr/cyT KpbpicaM B TedeHUE 26 HEIeNb
BBI3BIBAJIO 00OpaTHUMOE, CBSI3aHHOE C Tepanueil MOBBIICHHE MUHEPATH3AIUH TOYCTHON JTOXaHKU
IIpU BBEJEHUH Bcex 3 103, Hanbosiee 3aMeTHOE y camok. Jlo3a mpemapaTa, He mpUBOIAIIAS K
pa3BuUTHIO HaOM01aeMbIX HexenarebHbIX 3 dextoB (NOAEL), cocrarisiia MeHee 75 MI/Kr/cyT,
YTO TPUMEPHO B 25 pa3 BhIIIEC 3HAYEHUS €XKEIHEBHOM HIKCIIO3UIIMHM y YEJIOBEKa, MCXOJs M3
sHaueHusi AUC. TloBropHOe IMepopaibHOE BBEACHHE JICHATHAOMHUAA 00e3bsHAaM B J03aX
4 u 6 mr/kr/cyT B Teuenue 20 HeAenb TPUBOIWIO K THOENIH KUBOTHBIX U Pa3BUTHIO 3HAYMMOMN
TOKCUYHOCTH (3aMETHas MOTepsl MAacChl Tela, YMEHbBIIIEHNUE YUCIIA IPUTPOLIUTOB, JIEHUKOIIUTOB U
TPOMOOLIUTOB, TE€MOpparu BO MHOTHX oOpraHax, BocrnaieHue ciauszucton obomouku KKT,
aTpodus TUM(ATHIECKOW CHCTEMBI W KOCTHOTO Mo3ra). [IoBTOpHOE mepopalibHOE BBEICHUE
o0e3bsiHaM JIEHAIMIOMH/1a B 103aX 1 U 2 MI/KI/CyT B mepuoJl 10 1 roja NpuBOAUIO K Pa3BUTHUIO
0o0paTUMbBIX U3MEHEHUN KJIETOYHOTO COIEPKUMOTO KOCTHOTO MO3ra, HE3HAYUTEIHLHOMY
YMEHBIIIEHHUIO COOTHOIIECHUS MUEIOUIHBIX/SPUTPOUJIHBIX KIETOK U aTpoPuu BUIOYKOBOU
xene3bl. HesHauntenbHOe CHIDKEHHE KOJTMYECTBA JIGUKOIIMTOB OTMEYEHO TTPU MPUMEHEHHUH JI03BI
neHanuaoMHuIa 1 MI/KT/CyT, KOTOpasi COOTBETCTBYET TAaKOM e J03€ IS YelloBeKa, UCXOAS U3
cpaBHenuii AUC.

B uccnenoBanusx MyTareHHOCTH IN VIitrO (TeCT OIEHKH OOpaTUMbBIX MyTallMii Ha OaKTepHUsX,
aHaJIu3 XPOMOCOMHBIX abeppanuii B jauMdonurtax mnepupepuyecKoil KpoBH 4YeIIOBEKa,
T€HOTOKCHMYECKHUH TECT Ha KJIETKaX MBIIIMHON TUM(OMBI, Hccie0BaHue TpaHCHOPMAIIH KIIETOK
AMOPHOHA CUPUIICKOTO XOMSIUKa) | iN VIVO (MUKPOSIIEPHBIH TECT Y KPbIC) HE OTMEYCHO BIIUSHHUSI
npenapara Ha TE€HETHYECKOM WM XPOMOCOMHOM YypoBHeE. MccienoBaHusi KaHIIEPOT€HHOCTH
npernapaTa He IPOBOAMIIH.

HccnenoBanusi TOKCHYECKOTO BIUSHUS Tperapara Ha pa3BUTHE SMOpPHOHA/TIONA paHee
MIPOBOIUIIMCH HA KPOJIMKaX. B 3TUX HcclienoBaHUAX KPOJIMKaM BHYTPb BBOJAWIIM MPEMapar B 103aX

3, 10 u 20 wmr/kr/cyt. Ilocne npumenenus: npenapara B go3ax 10 m 20 Mr/kr/cyT oTmevanu

72



COOTBETCTBYET ZKCNEPTHOMY OTHETY

ot 27.10.2025 N= 26826

(NOCNEQCBATENEHOCTE 0003)

JI0303aBUCUMYIO areHEe3Wi0 CpeJHeW HOJM JIETKOTrO, a Npu BBeACHUHU 11036l 20 MI/KI/CyT —

CMCIICHHUEC ITOYCK. XoTd 3TH H€6HaFOHpI/ISITHBI€ SABJICHUA Ha6HIOI[aHI/ICB Ipu MpUMCHCHUU O03,

TOKCHUYHBIX AJIsA 6epeMeHHBIX CaMOK, OHU MOTYT OBITE O6YCJ'IOBJ'ICHI)I IMpAMbBIM BOS,[[CI;'ICTBPIGM

npenapara. Ha ¢one nmpumenenust mpenapara B go3ax 10 m 20 MI/Kr/cyT Takke OTMEYaIH

M3MEHEHHS CKeJeTa U MATKHX TKaHeH mioaa.

6. PAPMAILEBTUYECKHE CBOICTBA
6.1. Ilepeyenb BcnoMoraTeibHbIX BellleCTB
Jlenanmunomua-Ilpomomen, 2,5 Mr, KarncyJibl

CoaepKuMoe KarCyJbl

JlakTO3BI MOHOTHIPAT

Lemnrono3a MUKPOKPUCTAIINYECKAS
Kpockapmennosa narpus

Maruus creapar

KpeMuus auokcur KOJUTOUIHbBIN

Kancysa TBepaas keJaTHHOBAS

Kopnyc kancynul
Tutana auoxcun (E171)
Kenatun

Kpviwika kancynvl
Turtana auokcun (E171)
Wuauroxapmus (E132)

Kenatun

Jlenamunomua-IIpomomen, 5 Mr, KancyJibl

CozepKUMOe KallCyJibl

JlakT03BI MOHOTHAPAT

[emtr0m103a MUKPOKpPUCTATIINYECKAS
Kpockapmenno3za Hatpust

Marnus creapat

KpeMHust auokcu1 KoJsiou IHbI

Kamncyia TtBepasg sxkenaTuHoBas

Kopnyc xancynwi
Turtana auokcun (E171)

Kematun
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Kpvuuka kancynvi

Tutana auokcun (E171)
bpunnuanToBsrii roryooii (E133)
Azopyoun (E122)

Kenatun

Jlenamunomun-IIpomomen, 7,5 mr, Karcyssl

Coiep:KMMO¢E Karcyabl

JlakT03b1 MOHOTHAPAT

Henrono3a MUKpOKpUCTATIINYECKAS
Kpockapmenno3za Harpus

Marnus creapar

Kpemuust iMoKcuI KOJITOUAHBIN

Karicyna tBepias xeaaTHuHOBas

Kopnyc kancynot

Turtana auokcun (E171)
BbpunnuanToBsiit rony6oit (E133)
A3zopyOun (E122)

Kenatun

Kpviwika kancynvl

Turtana auokcun (E171)
BbpunnmanToBslit romy6oit (E133)
A3zopyOun (E122)

Kenatuun

Jlenanunomun-Ilpomomen, 10 mr, Kancyssl

CozepKUMOe KalCyJibl

JlakT03BI MOHOTHIpPAT

[{emtron03a MUKPOKPUCTAIIINYECKAS
Kpockapmennosa HaTpus

Marnus creapat

Kpemuust nTMOKCH KOJITTOWAHBIN

Kancyia TtBepasg sxenaTuHoBas

Kopnyc kancynu

Turana auokcun (E171)
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WNunuroxapmun (E132)
Kenatun

Kpviwuxa kancyne
Turtana auokcun (E171)
WNunuroxkapmun (E132)

Kenatun

Jlenanmunomun-Ilpomomen, 15 mr, KarcyJsbl

Coiep:KMMO¢e Karcyabl

JlakT03BI MOHOTHIPAT

[emnr0m103a MUKPOKpPUCTATIINYECKAS
Kpockapmennosa narpus

Marnus creapat

KpeMuus auokcur KOJUTOUIHbBIN

Karicyna tBepias xeaaTHuHOBas

Kopnyc kancynul

Turtana auokcun (E171)
Kenatun

Kpvuuka kancynvi

Turana quokcun (E171)
Kenesa okcu xentsiid (E172)

Kematun

Jlenamunomun-IIpomomen, 20 Mr, Karncyibl

ComepKuMoe KarCvyibl

JlakT03B1 MOHOTHIPAT

[emnron03a MUKPOKPUCTATIINYECKAS
Kpockapmennosza Harpus

Marnus creapar

Kpemnus auokcua KoJImouIHbIN

Kancyna TBepaas JkelIaTHHOBAS

Kopnyc xancynwi

Turana quokcun (E171)
Kenesa okcu xentsoiid (E172)
Kenatun
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Kpovuwka kancynv
Tutana auokcun (E171)
Kenesa okcu xentsiid (E172)

Kematun

Jlenanmupomun-Ilpomomen, 25 mr, Karncybl

CoaepKuMoe KarCVyJbl

JlakT03BI MOHOTHIPAT

[{emtron03a MUKPOKPUCTAITAYECKAS
Kpockapmenno3sa Harpus

Maruus creapar

Kpemuust 1MoKcu KOJITOUAHBIN

Kancysa TBepaas keJaTUHOBAS

Kopnyc kancynot
Tutana auoxcun (E171)
Kenatun

Kpviwxa kancynet
Tutana auoxcun (E171)

Kenatun

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

2 roza.

=

LA
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6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH NPH XPAHEHUH

XpaHuTh npy Temnepatype He Bbiie 25 °C. XpaHUTh B OpUTHHAIBHON YIIAaKOBKE (T1aUKe).

6.5. XapakTep U coaep:kaHHe NEPBUYHOI YIAKOBKH

ITo 7, 10 kamcyn B KOHTYpHYIO siueikoBYyr0 ymakoBky u3 mieHku OITA/AJI/TIBX wnu muieHkn

[BX/TIBAX/TIBX u ¢osbru alFOMUHUEBOM MTEUATHOM JIAKUPOBAHHOM.

ITo 21, 28, 30, 60 karncysn B 0aHKY U3 ITOJIUATUIICHA BBICOKOH IIJIOTHOCTH, YKYTIOPEHHYIO KPBIIIKOH

HaBUHYMBAEeMOMH U3 TOJIUITPOIUIICHA C KOHTPOJIEM IICPBOT'0 BCKPLITUSA CO BCTaBKOM U3 CHIIMKaress

Wi B 0aHKy TMOJMMEPHYIO M3 TOJMATUIEHA HU3KOTO JaBJICHUS, YKYNOPEHHYIO KPBILIKOM

HAaBUHYMBAEMOW W3 TOJIMATUJICHA HU3KOTO JABJICHHUS ¢ MEMOpaHOW Wiu B OaHKYy C OapbhepHOM
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TOPJIOBUHOM W3 MOJUATWIEHA HU3KOIO AABJICHUS, YKYIOPEHHYIO KpPBIIIKOW HATATMBACMOW W3
MOJIMATUIIEHA HU3KOTO JABJIEHMS M IOJUATHIEHA BBICOKOI'O JABJIEHMSI C KOHTPOJIEM IIEPBOTO
BCKPBITHS BMECTE C TAKETOM-OCYIIUTEIEM (CHIIMKAreb).

Jlomyckaercss cBOOOAHOE MPOCTPAHCTBO B  OaHKE 3allOJHATb BAaTOM  MEAMLIMHCKOH
TUTPOCKOITUYECKON.

Opnny Oanky umu 1, 2, 3, 4, 6 KOHTYPHBIX STYEUKOBBIX YITAKOBOK BMECTE C JIMCTKOM-BKJIQIBIIIEM

IIOMEINAIOT B ITAYKYy M3 KapTOHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TNPH YHUYTOKEHHMH HCIHOJb30BAHHOIO
JIEKAPCTBEHHOI0 MpenapaTa WM 0TX0/10B, MOJY4YEeHHBIX N0c/e NPUMeHeHUs npenapara, u
ApPyrue MaHUMYJISIMY C MIPenapaTomM

He cnenyer oTkphIBaTh WK pa3faBiuBaTh Kancyibl. EClii MOpoIIOK eHanuIoM11a MomnaieT Ha
KOXY, CIeIyeT HEMEAJIEHHO TIIATEIbHO MPOMBITH KOXKY BOJOM ¢ MbuioM. Ecnu neHanumomun
MOTIAJIET Ha CIIM3HUCTHIE 000JIOYKHU, NX HEOOXOAMMO THIATEIHHO MPOMBITH BOJIOM.

MGI[I/IIII/IHCKI/IG pa6OTHI/IKI/I H JiMha, OCyHCCTBIIAIOMMHE YXOH, AOJKHbBI HOCHTH OJHOPA30BbLIC
nepyaTKy Mnpu oOpaiieHud ¢ OJUCTepOM WIM KamCyJoi. 3aTeM HepyaTKd CIEAYET OCTOPOXKHO
CHSITh, UTOOBI HE JOIMYCTUTh KOHTAaKTa C KOXKE€H, MOMECTUTh B FEPMETUYHBIN MOIUITHICHOBBIN
MaKeT U YTUJIIN3UPOBATHL B COOTBETCTBUU C MCCTHBIMHA TpC6OBaHI/I$IMI/I. ITocne »toro PYKHU CIICAYET
TIIAaTCJIbHO BBIMBITH BOI{Oﬁ C MBIIOM. BepeMeHHI)IM KCHIIMHAM HWJIM KCHIIWHAM, KOTOPLIC
M0JI03PEBAIOT, YTO OHU MOTYT OBITH OepeMEeHHBI, HE CIIeJyeT MpuKacatbcsi K OnucTrepy Wiu
KarcyJe.

Hewncnonb30BaHHBII Npenapar peKOMEHAYETCS BO3BPaTUTh B MEIUIMHCKOE YUPEXKJICHHE IO
OKOHYaHHWH JICUCHUA.

Yrunuzanus

Beck octaBmmiics 1ekapCcTBEHHBIN IpenapaT U OTXO/bI CIelyeT YHUUTOXHUTh B COOTBETCTBUU C

YCTaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I5{MI/I.

7. AEPKATEJb PETUCTPAIHMOHHOI'O YIOCTOBEPEHUSA
Poccniickas @enepanvs

000 «IIPOMOMEJ PYC»

Anpec: 129090, r. MockBa, ipocriekT Mupa, 1om 13, ctpoenue 1, opuc 13
Tenedon: +7 (495) 640 25 28

DneKTpoHHas mouTa: reception@promomed.pro

77



COOTBETCTBYET 3KCINEFTHOMY OTHETY

(nocneno E?-iTEﬂ EHOCTE 0003)

7.1. Hpe)ICTaBI/ITe.]'[L ACPKATEIA PErHCTPANUOHHOIO YI0CTOBEPECHUA

[Iperen3un HOTDC6I/IT€HCI71 HaIpaBJIATh 110 aApECy:

Poccuiickas ®@enepanus u Pecniybianka ApMeHus

000 «ITPOMOMEJ PYC»

Anpec: Poccuiickas ®enepauus, 129090, r. Mocksa, npocriekt Mupa, nom 13, crpoenue 1,
oduc 13

Tenedon: 8 800 222 95 63; 8 800 777 86 04 (KpyrI0CyTOUHO)

OnekTponHas nmoyra: hot line@promomed.pro, armenia@drugsafety.ru

Keipreizckas Pecrybnuka

0cO0O «IACME 1»

Anpec: Koipreisckas Pecrrybnuka, 720040, r. bumikek, yn. Tokroryna, a. 108
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xkpyriocyTouno); + (996) 703 699 466

OnexrponHas noyra: hot line@promomed.pro, pv@dasmed.kg

Pecny6nuka benapych

000 «MEATEXITPOM»

Anpec: Pecniybnuka benapycs, 220118, r. Munck, yin. MamuHoctpoutenei, 1. 29, mom. 1
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (KpyriI0CyTOUHO);

+(375) 17 336 04 51, + (375) 17 336 04 20

OnektponHas noyra: hot line@promomed.pro, belarus@drugsafety.ru

Pecnybnuka Kazaxcran

TOO «Decalog» (IEKAJIOT)

Anpec: Pecriybnuka Kazaxcran, 050050, r. Anmatsl, yiu. ['mazyHoBa, 41A-4
Temedon: 8 800 222 95 63; 8 800 777 86 04 (xkpyriiocyrouno); +7 (701) 731- 52 18

OnekTpoHHas mouta: hot line@promomed.pro, decalog@list.ru
8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

9. IATA TEPBUYHOMN PETMCTPAIIMMA (IIOJATBEPXKJIEHHWSI PETMCTPAIIAMH,
NEPEPEI'MUCTPALIUN)

JlaTa niepBoii perucTpanuu:
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10. JATA HEPECMOTPA TEKCTA

OOmast xapakTepucTHKa JIeKapcTBeHHOro npenapara Jlemamumomua-IIpomomen nocrymHa Ha
uH(pOpMallMOHHOM TmopTaje EBpa3suilckoro SKOHOMHMYECKOTO CO03a B HMH(YOPMAIIMOHHO-

KOMMYHHUKAIIMOHHOM cetu «uTepHe http://eec.eaeunion.org/
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