COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 27.03.2026 N 6343

(MOCNEODBATENBEHOCTS 0010)

OBIIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

V JlauHblid JI€KapCTBEHHBIN MpenapaT MOJJICKUT JOMOJHUTEIBHOMY MOHHUTOPUHTY. OTO
MO3BOJIUT OBICTPO BBISIBUTH HOBYIO HH(pOpMamuio 1o Oe3omacHOCTH. Mbl oOparaemcs K
pabOTHUKAaM CHCTEMBI 3JpPaBOOXPAaHEHUsI C TPOCHOO coo0marh O JHOOBIX T0JI03PEBAEMBIX
HCIKCJIATCIIbHBIX PCAaKIUAX. HOpHZ[OK COO6H_I€HI/I$I 0 HCXKCIIATCIIbHBIX PCAKIHAX IMPCACTABJICH B

paznene 4.8.

1. HAMMEHOBAHMUME JIEKAPCTBEHHOTI'O IIPEITAPATA
Mynmununa, 5 Mr, KarcyJibl

Mynmununaa, 10 mr, KancyJsl

Mynmunuaa, 15 mr, KancyJsl

Mynmununa, 25 mMr, KancyJibl

2. KAUECTBEHHBIN U1 KOJIUYECTBEHHBIN COCTAB
JelicTByroliee BENECTBO: JICHAIUIOMU

MynMuinnna, 5 Mr, Karcvyisl

Kaxnas xamcysia cOIepXKuT 5 MT JeHaaumoMu] (B BHIEC NMPEMHKCA [JICHATHIOMU (ITOBHIOH
MPEMUKC)]).

Mynmuanaa, 10 Mr, Kancyibl

Kaxnas xarcyna cogepxxkut 10 mr neHammmoMus (B BUIIE TIPEMHKCa [JIeHATUIOMUA (TTOBUIOH
MPEMUKC)]).

MynMmuanaa, 15 Mr, Kancyibl

Kaxnas xancyna conepxut 15 mr neHanugoMus (B BUAE IpeMHUKca [JIeHanuI0Mu/] (TOBUIOH
MPEMUKC)]).

Mynmuinnaa, 25 Mr, KarcyJibl

Kaxxnas xancymna conep uT 25 Mr JIeHanuIoMu/ (B BUIE IPEeMHUKca [JIeHanu oMU/ (TOBUIOH
MIPEMUKC)]).

BemecTBa, HanMuue KOTOPBIX HAJIO YYUTBHIBATH B COCTaBE JICKAPCTBEHHOI'O Ipenapara: HaTpui
(cm. paznen 4.4).

[TonHbIi epedeHs BCIIOMOTATENbHbBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancymsi.
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Mynmunnaa, S Mr, KancyJiibl

TBepnas sxemaTHHOBas Karicyna pasmepa 4 6emoro npera. ColepKUMOe Karcyibl — MOPOIIOK
0€eJI0ro Wiy mouTy 0eJIoro nBeTa.

Myiamumnnaa, 10 Mr, KancyJisl

TBepnast xenaTUHOBAs KarcyJjia pazMepa 2 ¢ KOPIYyCOM CBETJIO-KEJITOr0 IBETa, KPBIIICUYKOMN
CBETJIO-3eIeHOro 1BeTa. CoNlep:KUMOe KarCyJiIbl — MOPOIIOK OEJIOro WK MOYTH OeIoro 1BeTa.

Mynmuanna, 15 Mr, Kancyiabl

TBepnas >xkenaTHHOBAs Karcysia pa3mepa 1 ¢ KoprycoMm Oenoro IBeTa, KPBIIMIEUYKOW CBETJIO-
rosryooro mnBeta. CoepKUMOe Karcyibl — IMOPOIIOK O€JI0T0 WIIA MOYTH OeJIoro IBETa.

MynMmuianna, 25 Mr, Kancyibl

TBepaas >kenatuHoBas Karcyia pasmepa 0 Gemoro mera. ColaepKUMOE KarcyJsibl — HOPOIIOK
0eJIoro Wiy mo4uty OeJIoro nBera.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapatr MynMunuia noka3aH K IpUMEHEHHUIO Y B3POCIIBIX.

MHOXXeCTBEHHAsI MHUEI0OMA

B xomOuHaiuu ¢ 60pTe30MHUOOM M IeKCaMETa30HOM JIsl JICUCHUSI B3POCIIBIX TAIMEHTOB C paHee
HE JICUSHHON MHOXECTBEHHON MHUEIOMOM.

Jnsg  nmopaaepKUBaKOMIErO JIEYEHUsS B MOHOTEpPANMM  B3POCIBIX IMAIMEHTOB C BIEPBBIE
JNIMarHOCTUPOBAHHOM MHOXECTBEHHOM MMEJIOMOW TMOCJ€ TPAHCIUIAHTAMU AYyTOJOTHYHBIX
TeMOITO3THYECKHUX CTBOJIOBBIX KIIETOK.

Jlyist nedeHus B cocTaBe KOMOMHUPOBAHHOM Tepanuy B3POCIBIX MAIIMEHTOB C paHee He JICYSHHOU
MHOKECTBEHHOW MMEJIOMOM, KOTOPBIM HE T[OKa3aHa TPAHCIUIAHTALUSA TEMOIIOATUYECKUX
CTBOJIOBBIX KJICTOK.

B komOuHamum ¢ aexkcaMeTa3oHOM JUIsl JICYCHHUS B3POCIBIX TMAIMEHTOB C MHOXECTBEHHOU
MHEJIOMOM, KOTOPBIE MTOTYUYWJIIN, 10 MEHBUIEN MEpE, OJIHY JINHUIO TEPAIIUH.

MuenoaucnaacTUIeCKUe CUHIPOMBI

Jlnst ieueHus B3pOCIBIX MAMEHTOB ¢ TpaHC(Y3MOHHO-3aBUCUMOW aHEMHEH, pa3BUBIICHUCS HA
dboHE MHENOJUCIUIACTUYECKUX CHUHAPOMOB HHU3KOM WM MPOMEXKYTOYHOW-1 Tpymmbl pHUCKa,
ACCOUMHUPOBAHHBIX C HUTOTCHCTUUCCKHUM HAPYIICHUECM B BUIC ACICIIUN Sq B IpUCYTCTBUU HUJIU B
OTCYTCTBUC APYTUX HUTOTCHCTUICCKUX HapymeHI/II\/'I.

JIumdoma u3 KIeTOK MaHTUIHOMN 30HEI

Jnst medeHus: B3POCHBIX TAIMEHTOB C PElUIWBUPYIONIEH Wi pedpakTepHO TuMpoMon u3
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KJIETOK MAaHTHUIHON 30HBI.

DonnukyaspHas JII/IMd)OMa HJIN JII/IMd)OMa M3 KJICTOK MApPTUHAJILHON 30HEI

B xombOunanuu ¢ putykcumabdbom (antu-CD20 aHTUTENOM) JIJIS JI€UEHUST B3POCIIBIX MAIIMEHTOB C
paHee jedeHHON (POUTHKYISIpHON TMMPOMON 1 TUMGOMOM M3 KIETOK MapTHHAIBHON 30HHI.
4.2. Pe:kum 103MPOBAHUA U CIOCO0 MPUMEHEHM I

Jleuenue mpemapatoM MynMunuaa HEOOXOAMMO TPOBOAWUTH TMOJ HAOIIOACHHEM Bpada-
XUMHUOTEpPAINeBTa.

Jnst Bcex nmokazaHui, yKa3aHHBIX HUXKE:

- H3meneHue 1036l TOMKHO MPOU3BOJIUTHCS HA OCHOBAaHUM KIMHUYECKUX U JIAOOPATOPHBIX
JAHHBIX (cM. pazzaen 4.4.).

+ H3MeHeHue 03Bl B XOJI€ JICUYCHUS WM €r0 BO30OHOBJICHMS CIEAYET NMPOU3BOAMUTH IPH
Pa3BUTUU TPOMOOLMTONIEHUH, HEUTPOTIEHUH 3 U 4 CTENEeHU TAKECTH WM JAPYTUX BUAOB
TOKCUYHOCTH 3 U 4 CTENEeHH TSAKECTH, CBSI3b KOTOPHIX C MPUMEHEHHUEM JICHAIUIOMHIA
HEJIb3s1 UCKITIOYUTh.

+ B ciyyae HeWTpomeHUHU CclieqyeT PacCMOTPETh BO3MOXKHOCTh HA3HAUEHHUS MALUECHTY
dakTopa pocra.

« Ecnm ¢ MOMeHTa mponmyIeHHOro MpuemMa 04epeaHOoM 036l Mpenapara mpoluio MmeHee 12
Y, MAIMEHT MOXKET NMPHUHATH 3Ty MPONYLICHHYIO /03y, a €clii mpouwio 6omnee 12 u —
MPOMYIIEHHYIO 103y IPUHUMATH He cienyer. Chnemyromias 103a T0JKHA ObITh IPUHATA HA
CIIEYIOIINNA IEHb, B 0OBIYHOE BPEMSI.

PexxuM 103upoBaHus

Bnepsvie ouacnocmuposannas mHosxcecmeenuas mueiroma (BJMM)

Jlenanuoomuo 6 xombunayuu ¢ 60pme3oMubOM U O0eKCamemasoHoM O/ Je4eHUs 63POCIblX
NAYUEeHMo8 ¢ panee He J1eYeHHOU MHONCECMBEHHOU MUETOMOU

Hauanvnas mepanus: nenanuoomuo 6 komounayuu ¢ 6opme3omMudOoM u 0eKcamemazoHom

He cnemyer HauMHaTh Tepamuio JICHATUAOMUAOM B KOMOMHAaNMU C OOpTE30MUOOM U
JleKcaMeTa30HoM, eciiu abcomoTHoe umcio Heiftpodunos (AUH) <1,0 x 101 w/unu yucno
TpoMbonuToB <50 x 10%/1.

Pexomenoyemas 0o3a

PGKOMGHI[yeMa}I Ha4daJIbHasl J03a JICHAJIMAOMHA COCTABJIISACT 25 MI' OAUH pa3 B JICHb BHYpr,
moo:
1) c 1 no 14 nens kaxa0ro 21-1HEBHOTO ITUKJIIA JICUCHHS, HITN

2) c 1 mo 21 genb kaxmoro 28-THEBHOTO IUKIIA JICYCHUSI.
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Bopre3omMu0 MOKEH NPUMEHSATHCS B BUAC MOJKOXKHOM HWHBEKIMU (1,3 MI/M~ IUIOIIaau
MOBEPXHOCTH TeJa) Ba pa3a B Henento B 1, 4, 8 u 11 quu kaxaoro 21- unu 28-1HEBHOTO LIUKIIA.
Pexomengyemast no3a nekcameTa3oHa COCTaBIISIET:

1) 20 mr onuH pa3 B IeHb BHYTph B 10U 1, 2,4, 5, 8,9, 11 u 12 wnn

2) 40 mr onuH pa3 B IeHb BHYTPb ¢ 1 Mo 4 1 ¢ 9 mo 12 neHpb KaXk10ro 1UKIIA.

Pexomenyercs 10 8 MOBTOPHBIX 2 1-AHEBHBIX WK 6 TOBTOPHBIX 28-THEBHBIX IIUKJIOB (24 Henenu
HA4aJIbHOM Tepanuu).

Pexomenoyemviil pesrcum 003uposarus O AEHAAUOOMUOA 8 KOMOUHAUUU ¢ bopme3omubom u

oexcamemaszoHom

Jlenb (21-aHEBHOTO 1IUKIIA)

o 8 nukiioB
1[2(3(4(5(6|7|8[9[10|11 |12 |13|14 | 15-21

HeHaﬂHHOMHH (25 Ml") L] L] L] L] L] L] L] L] L] L] L] L] L] L]
Boprezomu6 (1,3 mr/m?) . . . .
JHexcamertazon (20 mr) o | o | o | o | -
17001

Jlenb (28-1HEBHOTO 1IUKIIA)
o 6 nukIioB

1(2(3(4(5(6|7(8]9|10[11[12|13|14[15|16|17[18|1920|21 [22-28

HeHaﬂHHOMHH L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] L]
(25 mr)
bopTezomu6 . . . .
(1,3 mMr/m?)
Hexcamerason | | | .|, N
(40 mr)

Henpepvignas mepanus y nayuenmos, KOmMopvblM NOKA3AHA MPAHCNAAHMAYUSL AYMON02UUHBIX
eemonoamuyeckux cmeonosvix kiemox (TI'CK)

VY nanuenToB, kotopbiM nokazaHa TI'CK, MmoOuim3anus reMaToIOTHYeCKIUX CTBOJIOBBIX KIIETOK
JIOJIKHA ITPOMCXOAUTH B NIEPBBIE 4 IIUKIIa HAYAJIBHOW TE€pPAIUU.

Henpepviénas mepanus y nayuenmos, KOmopvbim He NOKA3aHa MPAHCHIAHMAYUA: IeHATUOOMUO 8
KOMOUHAYUU ¢ 0eKcamemazoHoM 00 NPocpeccuposanis 3a001e6anusl

[IponomxaroT mpueMm JIeHaIUAOMHUAA 25 MI OJJUH Pa3 B JIeHb BHYTpb C | 10 21 1eHb MOBTOPHBIX
28-1HEBHBIX ITUKJIOB B KOMOMHAIIMHM C JeKcaMeTa3oHOM. PexomeHyemasi 103a JekcameTa3oHa
coctasiisgeT 40 Mr oMH pa3 B IeHb BHYTPb B 1, 8, 15 1 22 qHM NMOBTOPHBIX 28-THEBHBIX IIUKJIOB.
[TarmeHTh MOTYT MPOJOJKATH TEPAIHIO JO MPOTPECCHPOBAHUS 3a00JEBAHUS WM TOSIBICHUS
MPU3HAKOB HEMPUEMIIEMON TOKCUYHOCTH.

Howazosoe cruoicerue 003vl




-
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Jlenamumomug?
HavannHas nosa 25 mMr
Ho3a ypoBHs -1 20 mr
Ho3a ypoBHs -2 15 mr
Ho3a ypoBHs -3 10 mr
Ho3a ypoBHs -4 S wmr
Jlo3a ypoBHS -5 2,5 Mr umu 5 mr kaxsle 48 g

a

CHuKeHne J03bI I BCEX IMPEIapaToB MOXKET OCYHICCTBIATLECA HE3aBUCUMO

# Jlna obecreueHrs YKa3aHHOTO PEXHMMa [O3MPOBaHUA (2,5 Mr) Ipu HEOOXOAMMOCTH IIPUMEHEHUS
JeHAIUAOMUAA B J03€ 2,5 MI' cleAyeT Ha3HauaTb JIEKapCTBEHHBIC MpernapaThl JCHANUIOMUAA IPYTUX
MIPOU3BOAMTEICH B JICKAPCTBEHHOMN (hOpME «KAICYJIbl 2,5 M.

Tpoxwéouumonenuﬂ

KonnyecTBo TpOMOOIIMNTOB

Pexomennanuu

Cuusmiock 10 <30 x 10%/n

HpI/IOCTaHOBI/ITB JICYCHHUC JICHAJIMJOMHUIOM

Boccranosmimock 10 >50 x 10%/1

B0300HOBUTE JIeUeHUE JIEHATUIOMUAIOM B
J103€ YPOBHS -1 01H pa3 B JIeHb

Kasknoe nocienyrommee caukenne <30 x 10%/n

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMUIOM

Boccranosmiock 10 >50 x 10%/1

B0300HOBUTE JIeUeHUE JIEHATHIOMUIOM B
n03e creayromero 6o1ee HU3KOTO YPOBHS
OJIUH pa3 B JICHb

Heumponenus

AYH (abconroTHOE YHCIIO HEUTPODUIIOB)

Pexomenmanun®

Crmsunocs 10 <0,5 x 10°/n umm ¢pebpunpHas
HeUTponeHus (JIMXopajaka ¢ TEMIIepaTypou Tena
>38 °C; <1 x 10%/m)

[IprocTaHOBUTH JIeUEHHE JICHAIUIOMHIOM
U KOHTPOJUPOBATHL KOJIMYCECTBO BCCX
KJIETOK KpOBH HeE pexe 1 paza B 7 nHeu

Boccranosmmock 10 >1 x 10%/1

Bo300HOBHTH JieueHHE B J03€ ypOBHA -1
OJIUH pa3 B JIEHb

Kaxmoe mocnenyromee camkenne <0,5 x 10%/n
i GheOpriIbHAsT HEUTPOTIEHUS

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMUIOM

BoccranoBuioch 10 >1 x 10°/1

B0300HOBHTE JIeueHNE TEHATUIOMUAIOM B
7103€ CIeAyIoEero 6ojaee HU3KOTO YPOBHS
OJIVH pa3 B JICHb

a

Ha ycMmoTpenue Bpada, eciii HEUTPOIIEHUS SIBIAETCS €IUHCTBEHHBIM IPOSBICHNEM TOKCUYHOCTH MPH

10001 103€ NeHATHIOMUAA, MOKHO J00aBUTh K Tepanuu rpaHyIOMUTapHBIN KOJOHUECTUMYIUPYIOMINH

(hakrop (I'-KC®D) u coxpaHUTh 103y JICHAIUIOMUAA

Iloooeporcusarowas mepanus  1eHATUOOMUOOM y  NAYUEHMO8 NOCIe MPAHCHAAHMAYUU

Aymos02udHbLX 2emonodmudeckux cmeonogvix kiemoxk (T1'CK)

HOI[,Z[Gp)KI/IBaIOH_Ia}I TCpanusd JICHAIUAOMUIAOM MOKCT OLITH HaJaTa IMpU yCJIOBUH IMOJHOLICHHOTO

BOCCTAHOBJIEHUs remaroJiorndeckux mnokaszatened mocie TI'CK y manueHToB, HE MMEIOIIUX
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NPU3HAKOB MPOrpeccHpoBaHus. JIeHaTMIOMH HE clielyeT Ha3HayaTh, €CIU a0COIIOTHOE YHCIIO
neitrpodunos (AUH) <1,0 x 10°/1 u/umu uucio TpomGonutos <75 x 10°/m.

Pexomenodyemas 003a

Pekomenayemass HauanpHas J03a JeHanuaoMuaa coctapiser 10 Mr oguH pa3 B JIeHb BHYTPb
HerpepblBHO (¢ 1 mo 28 1eHb TOBTOPHBIX 28-THEBHBIX IMKJIOB) M0 MPOTPECCHPOBAHUS
3a00JIeBaHNs WK TOSIBJICHUS PU3HAKOB HemepeHOoCUMOcCTH. [locne 3 nukIioB moaaepKkuBaromei
TEpanuy JEHAIUIOMHIOM 103y Ipernapara MOXKHO YBEIMUYUTh 10 15 Mr oJlMH pa3 B IeHb BHYTpPb
MIPU XOPOLIEH MEPEHOCUMOCTH.

Howazosoe crudicernue 003bl

Hauanbnas no3a (10 mr) [Ipu noBeiennu 10361 (15 mr)?

Ho3a ypoBHs -1 5 mr 10 mr

Jo3a ypoBHs -2 | 5 mr (muu 1-21 xaxzasie 28 qHert) | S mr

Jo3a ypoBus -3 | He npumenumo 5 mr (qam 1-21 xaxnapie 28 qHEi)

He mpumensaTts 1o3b1 HUKe 5 Mr (mau 1-21 kaxasie 28 qHei)

? Tocie 3 UUKIIOB MOIIEPKUBAIOLIEH TEPAIMU JICHAIMIOMUIOM 103y IIPernapara MOXKHO YBEIHYHUTH 10
15 Mr ozivH pa3 B A€Hb BHYTPh IIPU XOPOIIEH MEPEHOCUMOCTHU

Tpomboyumonenus
KonuaectBo TpoMOOIIMTOB Pexomennmanmuu
Cuusminock 10 <30 x 10%/n [IprocTaHOBUTH JIEUEHHE JICHATHIOMHUIOM
Boccranosmiocs 10 >30 x 10/ B0300HOBHATE JIeUEHHE JICHATUIOMUIOM B

J103€ YPOBHS -1 01MH pa3 B JIeHb

Kaxnoe nocnenyromiee cHuxenne <30 x 10%/n [IprocTaHOBUTH JIEUEHHE JICHATHIOMHUIOM

Boccranosmmock 10 >30 x 10%/1 Bo0300HOBUTE JIEYEHUE JICHANUIOMHUIOM B
703¢ ClIeAyrolero 0ojiee HU3KOTO YPOBHS
OUH pa3 B ICHb

Heumponenus

AYH Pexomenmanun®
Caumzmiock 10 <0,5 x 10%/x1 [IprocTaHOBUTH JIEUEHHE JICHATHIOMHUIOM
Boccranosmiocs 10 >0,5 x 10%/n Bo300HOBUTH JIeueHUE B 103€ YPOBHS -1 ouH
pa3 B JI€Hb

Kaxnoe nocnenyroniee cHuxenue <0,5 X 10/ [IprocTaHOBUTH JIEUEHHE JICHATHIOMHUIOM

Boccranosuioch 10 >0,5 x 10%/x1 B0300HOBUTL JIeUeHHE JICHATHIOMHIOM B
703¢ ClleAyrolero 0ojiee HU3KOTO YPOBHS
OUH pa3 B ICHb

? Ha ycMoTpeHue Bpaua, €Clid HEHTPOIICHHS SBISCTCS SIMHCTBEHHBIM MPOSBICHHEM TOKCHYHOCTH TPH
0001 103€ JICHATNIOMHU/IA, MOKHO JT0OaBUTH K TEPAIHH I'PaHyJIOMUTAPHBIN KOJOHHECTUMYINPYIOIIHI
¢daxrop (I'-KCD) u coxpaHuTh 103y JCHANAIOMHUIA



COOTBETCTBYET SKCTNEPTHOMY OTHETY

oT 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

Jlenanuoomuod 6 KomOUHayuu ¢ O0eKcamema’oHoOM OO0 NPOPecCUpoB8anus 3a001e8aHUsA Y
nayueHmos, KomopviM He NOKA3aHa MPAHCNAAHMAYUs

He cnexyer HaumHaTh Tepamuio JeHamupomupoM, ecnu AUH <1,0 x 10°/nm w/uma dmcrio
TpoMbonuToB <50 x 10%/1.

Pexomenodyemas 0o3a

Pexomenayemast HayasibHas 032 JICHAINIOMHU/IA COCTABISET 25 MI OJIMH pa3 B JIEHb BHYTPb C 1 110
2] neHp MOBTOPHBIX 28-IHEBHBIX IIMKJIOB. PexomeHayemas no3a JeKCaMeTa30Ha COCTABIISET
40 mr oauH pa3 B AeHb BHYTPh B 1, 8, 15 1 22 1HU MOBTOPHBIX 28-THEBHBIX UKIOB. [TareHTh
MOTYT TPOJIOJDKATh TEpanmuio JICHATUAOMHUIOM M JIEKCAaMETa30HOM JI0 MPOTPECCHPOBAHUS
3200JIeBaHUS UITH TTOSBIICHUS TIPU3HAKOB HETIEPEHOCUMOCTH.

Towazcosoe crudicenue 003wl

Jlemamnoomug® JlekcameTra3on?
Hauanbnas noza 25 mr 40 mr
Jo3a ypoBHs -1 20 mr 20 mr
Ho3a ypoBHs -2 15 mr 12 mr
Jo3a ypoBHs -3 10 mr 8 Mr
Ho3a ypoBHs -4 S wmr 4 mr
Jlo3a ypoBHS -5 2,5 mr* He npumeHNMO

® CHImKeHHeE JI03bI TS KKIOTO MPernapaTa MOKET OCYIIECTBIISATHCS HE3aBUCUMO

# Jlns obecredyeHns yKa3aHHOTO PEXMMa IO3MPOBAHMS (2,5 Mr) NPH HEOOXOMMMOCTH IIPHMEHCHHS
JIeHAJIMJOMHUIA B J103€ 2,5 Mr cliefyeT Ha3HayaTb JIGKapCTBEHHBIE IperapaThl JICHATUIOMUAA APYTHX
NPOU3BOAMTENEH B JIEKAPCTBEHHON (OpPME «KAIICYIIBI 2,5 MI».

Tpomboyumonenus
KonuaectBo TpoMOOIIMTOB Pexomennauu
CHu3MIOCH 10 <25 % 10%/n [IpekpaTuTh JiedeHWE JICHATUIOMHUIIOM IO
KOHIIa uKiIa®
BoccTanoBuiaoch 10 >50 x 10/ Bo300HOBUTE JleueHHE B MEHBIIEH 1103€
(B ceayromeM IUKIE CHU3UTH J03y Ha OJUH
YPOBEHB)

8 Ecmu posonmumutHpyromas TokcuuHocTh (JJIT) passuBaeTcs Ha >15 [eHb LUKIA, JICYEHHE

JICHATUAOMUIOM PEKOMEHIyeTCS MTPHOCTAHOBUTH, MO0 KpalHEeH Mepe, Ha OCTABIIUICS MEPHO]] TEKYIIETO
28-IHEBHOTO LIMKJIA

Heumponenus

AYH PexoMmennamuu

ITepBoe camxenue 1o <0,5 x 10/ [IprocTaHOBUTH JIEUEHUE JICHATUIOMHI0OM

BoccranoBmwimocs g0 >1 % 10°%n  u | Bo30OHOBUTH JiUECHHE JICHATHIOMUIOM B
HEUTPOTICHUS — €IMHCTBEHHOE MPOSIBJICHNWE | HAYAIBHOU J103€ OJWH pa3 B JICHb
TOKCUYHOCTH
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BoccranoBmiocs o >0,5 x 10°/m u | Bo30OHOBHUTH JIcYeHUE JTEHAITHIOMHUIOM B JI03€

HaOMIOJAI0TC  JApyTrHe, OTJIWYHBIE OT | ypOBHS -1 OJIMH pa3 B JIeHb

HEUTPOIICHUH, BHUJABl T'€MATOJIOTUYECKOU

JUIT

Kaxmoe nocJienyoiee cHmkeHue | [IpnocTaHOBUTH JieueHUE JICHAIUIOMUIOM

<0,5 x 10°/n

BoccranoBmiiocs 10 >0,5 x 10%/n B0300HOBHTH JIeUCHHE JICHAIUIOMHUIOM B J103€
cienyromero 0ojiee HU3KOTO YPOBHS OJIMH pa3 B
JICHb

a Ha YCMOTpCHUC Bpayda, €CIIu HeﬁTpOHeHI/IH ABJIACTCA CAUHCTBCHHBIM MPOSBJICHUCM TOKCUYHOCTHU

npy 1000 03¢ JICHATMIOMHIA, MOXKHO  100aBHTh K  TEpalmMH  TPaHyJIOLUTAPHBIN
kosionnectumynupytouuii ¢paxtop (I'-KCD) u coxpaHuts 103y JeHATUAOMHIA

Ecan no3a nemanumpomuga Oblia CHUXKEHA B cBs3M ¢ reMarojorudeckon JJIT, ona MmoxeT OBITH
MOBBIIIICHA /0 CJenyIomeii, Ooiee BBICOKOW J03bl (BIUIOTH 10 HAYadbHOW J03bI) Ha (OHE

ynyumieHuss  (QyHKIMH —~ KOocTHoro wmosra (orcyrerBue JUJIT B TedeHne MHHUMYM

2 mocneoBaTenbHBIX mukiIoB: AUH >1,5 x 10°/1 u uucno TpomMbonuToB >100 X 10%/n B Hauane
HOBOT'O ITUKJIA).
Jlenanuoomuo 6 kombOuHayuu ¢ MeiharaHom U  NPEOHU3OIOHOM C  Nociedyroulel
nooodepoicugarowell mepanueti 1eHaIUoOMUOOM y nayueHmos, komopuvim e nokaszana TI'CK

He nomyckaercs HauMHaTh Tepanuio JeHamuaomugaoM, ecau AYH <1,5 x 10°/71 w/wmu gmcio
TpomGonuToB <75 x 10%/1.

Pexomenodyemas 003a

PexoMennyemas HavyanbHas 103a JeHanuaomMuaa coctapiger 10 mr 1 pa3 B 1eHb BHYTph ¢ 1 110
21 neHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB (00IIEH YHCICHHOCTHIO 10 9 IUMKIIOB), a Mendaiana —
0,18 MI/Kr U mpegHu30J0HA — 2 MI/KT BHYTpPb B 1—4 JHM MOBTOPHBIX 28-IHEBHBIX IIMKIIOB.
[TarmenTam, KOTOPBIE 3aBEPIIUIHN 9 MOIHBIX ITUKJIOB WJIH HE MOTYT MOJIy4aTh KOMOMHUPOBAHHYIO
TEpanuio U3-3a HETEPEHOCUMOCTH, Ha3HAYAl0T MOHOTEPAITUIO JieHauaoMuoM: 10 Mr oguH pas
B JIEHb BHYTpb C | mo 21 AeHb MOBTOPHBIX 28-THEBHBIX IIMKJIOB /IO MPOrPECCUPOBAHUS
3a00JIeBaHUs.

Towazcosoe crudicenue 003wl

JlemanumomMun Mendanan [Ipenuusonon
HauanbHas mo3a 10 mr? 0,18 Mr/kr 2 Mr/Kr
Jlo3a ypoBHs -1 7,5 mr# 0,14 mr/kr 1 Mr/kr
Jlo3a ypoBHs -2 5 wmr 0,10 mr/kr 0,5 mr/kr
Jlo3a ypoBHs -3 2,5 mr# He npumennmo 0,25 Mr/kr

3 Ecin HeﬁTpOHeHPI}I SABIACTCA CAUMHCTBCHHLIM IPOABJICHHUCM TOKCUYHOCTU Ha (bOHe MPUMCHCHUS I000H

JTO3bI, cleayeT 100aBuTh kK Tepanuu [ -KCD u mpoaoInbKUTE JIeUeHNE JICHATHIOMHUIOM B TOH JKe J03¢

# s obecredenus YKa3aHHOTO peXuUMa I03MpoBaHus (2,5 Mr wnmm 7,5 Mr) mpu HEoOXOAMMOCTH
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MPUMEHEHUS JCHANUIOMUAA B 03¢ 2,5 Mr uimu 7,

e

oT 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

MI' CICAYCT Ha3dHA4YaTh JICKAPCTBCHHLIC IMPLCIIapaThl

JIEHATUIOMHUIA IPYTUX TIPOU3BOAUTEIICH B JICKAPCTBEHHOHN (PopMe «KATICYJIBI 2,5 MT WITH 7,5 M.

TDOM60uumOI’l€HM}Z

KonuuecTBo TpOMOOIITOB

PexoMmennamuu

Iepsoe cumxenue 10 <25 x 10%/1

HpI/IOCTaHOBI/ITB JCYCHHUC JICHAJIMJOMHUAOM

Boccranosmiock 10 >25 x 10%/n

Bo0300HOBUTL JlIeUeHHE JICHAIMAOMHUIOM U
MesdaaaHOM B 103€ YPOBHS -1

Jns Kaxaoro Mmociueayrolero CHHXKEHUS
<30 x 10°/n

HpI/IOCTaHOBI/ITB JCYCHHUC JICHAJIMJOMHUIOM

Boccranosmmock 10 >30 x 10%/1

Bo0300HOBUTL J€UEHUE JEHATUIOMUIOM B
MEHbIIIeH 03¢ (J103€ ypOBHsI -2 WM -3) OJIMH pa3
B I€Hb

Heumponenus

AYH

Pexomenmganun®

IlepBoe camkenue 1o <0,5 x 10°/n?

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMUIOM

BoccranoBmwiocs o >0,5 x 10%/nm wu
HeﬁTpOHeHHH — CAUHCTBCHHOC HpO;IBJIeHI/Ie
TOKCHYIHOCTH

Bo300HOBHTE JIeyeHHE JE€HAIUIOMHIOM B
Ha4yaJbHOW J103€ OJIMH pa3 B J€Hb

BoccranoBunoce 10 >0,5 x 10°%n m
HAOJIIOMAl0TCS IPYTHe T'eMaTOJIOIHYCCKHE

B0300HOBUTH JeueHUE JICHAMIOMHUIOM B J03€
YpOBHS -1 01MH pa3 B I€Hb

JUIT, otninuHbIE OT HEUTPOIICHUHU

Ka)KI[OG CHMXXCHUC HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMUIOM

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

nocjenyouee

B0300HOBUTH JeueHUE JICHAMIOMHUIOM B J03€
cienyrolero 0osiee HU3KOTO YpOBHS OJMH pa3 B
NI€Hb

a Ha ycmorpenne Bpaua, ecim HEUTPOIIEHUS SBISETCS eINHCTBEHHBIM MPOSBICHHEM TOKCHUIHOCTH

npu 00O  103¢  JICHAIWIOMHIA, MOXHO  J00aBUTh K  TEpalmWH  TPaHYJIOIUTAPHBINA
konoruectTuMyupytontuit pakrop (I'-KC®D) u coxpaHuTs 103y JCHATHIOMUAA

Mnooicecmeennasn muenoma (MM) y nayuenmos, nOayuuSUUX KAk MUHUMYM OOHY JTUHUIO MePAnuu
He nonyckaercsi HaunHaTh JieueHHe JIeHauaoMuaom, eciu AUH <1,0 x 10°/71 W/WIH KOJTMYECTBO
TpomGonuToB <75 X 10°/m unM, B 3aBUCHMOCTH OT CTeNeHH MH(UILTPAIUM KOCTHOTO MO3ra
T1a3MaTHYECKHMHU KJIETKaMH, KOMYeCTBO TpoMOormToB <30 x 10%/m.

Pexomenoyemas 0o3a

Pexomenayemast HauanpbHas 032 JICHAIMIOMHUA COCTABISIET 25 MI BHYTPb OJWH pa3 B JEHb
B 1-21 neHb NOBTOPHBIX 28-THEBHBIX LIUKJIOB.

Pexomennyemas no3a nexcamerazoHa coctasiser 40 mr onuH pas B 1eHb B 1-4, 9-12 u 17-20
JTHA KaXXJ0T0 28-THEBHOIO LIMKJIA B MEpBhIC 4 IUKJIA TEpanuu, a 3ateM 1o 40 Mr ouH pa3 B I€Hb

B 1—4 IHM KaXXJI0T0 MOCJIEAYIOMIETro 28-THEBHOTO LIUKJIA.
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oT 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Bpauy cienyer TmaTensHO moa0oUparTh 03y AeKcaMeTa30Ha, IPUHUMAsi BO BHUMAHUE COCTOSIHUE

nmanyucHTa u CTaauro 3a00JIeBaHUs.

Towazcosoe crudicenue 003wl

HavannHas nosa 25 Mr
Ho3a ypoBHs -1 15 mr
Jo3a ypoBHs -2 10 mr
Ho3a ypoBHs -3 5 wmr

TDOM60uumOI’l€HM}Z

KonnyectBo TpOMOOIIMTOB

Pexomennanuu

Iepsoe camxenue <30 x 10°/1

HpI/IOCTaHOBI/ITB JCYCHHUC JICHAJIMJOMHUIAOM

Boccranosmiocs >30 x 10%/1

Bo0300HOBHTH JieUeHHE JICHATHIOMHUIOM B J103€
ypoBHA -1

Kaxnoe nocnenyroiee CHUKECHHAE
<30 x 10°/n

HpI/IOCTaHOBI/ITB JCYCHHUC JICHAJIMJOMHUIAOM

Boccranosmiocs >30 x 10%/1

Bo0300HOBUTL JI€UEHUE JIEHATUIOMHUIOM B
MEHbIIIeH 703¢€ (/1032 ypOBHS -2 WK -3) OJHH pa3
B I€Hb

He npuMeHsTh 10361 mpenapaTa HUKE S MT' B IEHb

Heumponenus

HGfITpOHeHPIﬂ — €AUHCTBCHHOC ITPOSBJICHUC
TOKCHUYHOCTH

AYH Pexomenmarimn®
ITepBoe camxenune <0,5 X 10/ [IprocTaHOBUTH JIEUEHUE JICHATUIOMHI0M
BoccranoBuimocr  >0,5 % 10°/1  u | Bo30OHOBUTH JICUCHHE JICHATUIOMUIOM B

HayaJbHOMU J103€ OJIUH pa3 B JIC€Hb

Boccranosunocs >0,5 x 10°/1 u ecth apyrue
nposiBiiecHUss  remarosiornyeckonr  JUIT,
OTJINYHBIE OT HEUTPOIIEHUH

B0306HOBUTS JieueHHE JICHATUAOMUIOM B J103€
ypOBHS -1 OIMH pa3 B I€Hb

JInst KaX7aoro TOCIEAYIONIEr0 CHUKEHUS
<0,5 x 10%/n

HpI/IOCTaHOBI/ITI) JICYCHHUC JICHAJIMJOMHAOM

Boccranosmiocs >0,5 x 10/

B0300HOBUTE JIeUeHHE JICHAIUAOMHUIOM B
MeHbIIENH 103€ (n03a ypoBHA -1,-2 nnm -3) onuH
pa3 B ICHb
He npumensaTs 10361 IpenapaTa HUXKe S MI OJIUH
pa3 B ICHb

a

mpu  JTI000M  m03¢  JICHATHIOMUIA,

Ha YCMOTpPCHUC Bpayda, €CIu HeﬁTpOHCHI/IH ABJIACTCA CAUHCTBCHHBIM MPOSBJICHUCM TOKCUYHOCTHU
MO>KHO

no0aBUTh K  Tepalmud  T'PaHYJIOIUTAPHBIN

konoruectTuMyupytontuit pakrop (I'-KC®D) u coxpaHuTs 103y JCHATHIOMUAA

Muenooucniacmuuecxue cunopomsi (MC)

He nomyckaercss HaUMHATH TEPATHMIO JeHATHAOMUIOM, ecit AUH <0,5 x 10°/1 u/uny Konu4ecTBo

TpoMbonuTOB <25 X 10%/71.
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Pexomenodyemas 003a

COOTBETCTBYET SKCTNEPTHOMY OTHETY

ot 27.03.2026 N 6343

(NOCNEQCBATENEHOCTE 0010)

PGKOMGHI[yeMa}I HaydajJlbHas J03a JICHAIMAOMHAA COCTaBJIACT 10 mr BHYTpPb OJWH pPa3 B JCHb

¢ 1 mo 21 neHb NOBTOPHBIX 28-THEBHBIX IIUKIIOB.

Howazosoe crudicernue 003bl

Hauannuasg noza

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

Ho3a ypoBHs -1

5,0 Mr oauH pa3 B eHb ¢ | mo 28 aeHb Kaxabie 28 nHer

Jlo3a ypoBHs -2

2,5 mr* omuH pas B jieHb ¢ 1 110 28 neHb kaxapie 28 aHei

Jo3a ypoBHs -3

2,5 mr” uepes nensb ¢ 1 mo 28 genn Kaxaple 28 qHel

# Jlns obecredyeHns yKa3aHHOTO PEXMMa IO3MPOBAHMS (2,5 Mr) NPH HEOOXOMMMOCTH IIPHMEHCHHS
JCHATUAOMUIA B J103€¢ 2,5 MT CIeAyeT Ha3HAayaTh JICKAPCTBEHHBIC IPEMaparhl JICHAIHIOMHUIA IPYTHX
MIPOU3BOAMTENICH B JICKAPCTBEHHOM (hOpME «KAICYJIbI 2,5 M.

TpOMéouumoneHuﬂ

KonuyectBo TpOMOOIIMTOB

Pexomennanuu

CHuU3MIOCH 10 <25 % 10%/n

HpI/IOCTaHOBI/ITI) JICYCHHUC JICHAJIMJOMHAOM

BoccranoBuiocsk 10

>25 x 10%/1 — <50 x 10°/n1 MuEIMYM
JBAXIbl 3a Tepuoi =>7 JNHEH WU KOorja
YHUCJIO0 TPOMOOITUTOB BOCCTAHABIINBACTCS

m0 >50 x 10°1 B mo6oii HmpoMesKyTOK
BpEMEHU

Bo0300HOBUTE J€UeHHE JIEHATUIOMHUIOM B
MeHbIIer 03¢ (103a ypoBHS -1,-2 unu -3).

Heumponenus

AYH

Pexomennanuu

Cumsmnocs 10 <0,5 x 10%/1

HpI/IOCTaHOBI/ITB JCYCHHUC JICHAIMJOMHUAOM

Boccranosuiocs 10 >0,5 x 10%/x

Bo0300HOBUTE J€UeHHE JIEHATUIOMHUIOM B
MeHbIIel 1o03¢e (103a ypoBHS -1,-2 nunu -3)

Ilpekpawenue npuema JICHAIUOOMUOA

JleueHnue JICHAJIMAOMUJIOM CJICAYCT NPCPBATH Y TCX MALUCHTOB, Y KOTOPLIX B TCUCHUC 4 MCCALICB

1ocJie Hayalla Teparuu OTCYTCTBYET XOTs Obl He3HAUUTEIbHAs SPUTPOUIHAS PEAKIINSI, Y KOTOPBIX

oTMeuaeTcs, Mo MeHblied mepe, 50% cHUXKEeHHEe MOTPEOHOCTH B TeMOTpaHChy3UsIX, WIH, TpU

OTCYTCTBUH reMoTpaHcdy3uii, HaOnrogaeTcs yBelIuyeHue remMorioouHa Ha 1 /.

Jlumgpoma u3 xnemox manmuiinou 3ouvt (MKJI)

Pexomenoyemas 0o3a

Pexomenayemast HauanpHas 032 JICHAIMIOMHUA COCTABISIET 25 MI BHYTPb OJWH pa3 B J€Hb

¢ 1 mo 21 neHb MOBTOPHBIX 28-THEBHBIX IIUKIIOB.

Towazcosoe crudicenue 003wl

HavannHas nosa

25 Mr oJIvH pa3 B JeHb ¢ 1 110 21 neHb kaxable 28 nHeu

11
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oT 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

Jlo3a ypoBHs -1

COOTBETCTBYET ZKCNEPTHOMY OTUETY

20 Mr onuH pa3 B ieHb ¢ 1 mo 21 nenp kaxabie 28 aHei

Ho3a ypoBHs -2

15 mr oguH pa3 B AeHb ¢ 1 o 21 neHpb kaxapie 28 qHen

Jo3a ypoBHs -3

10 Mr oniuH pa3 B JieHb ¢ 1 mo 21 nenb kaxabie 28 aHei

Ho3a ypoBHs -4

5 Mr oauH pa3 B ieHb ¢ 1 mo 21 nenp kaxabie 28 gHei

Ho3a ypoBHs -5

2,5 mr* onuH pa3 B 1enb ¢ 1 1o 21 neHs kaxkapie 28 nHel
5 mr yepe3 neHb ¢ 1 o 21 nenp kaxable 28 qHel

# Jlns obecredyeHns yKa3aHHOTO PEXMMa JO3MPOBaHMS (2,5 MI) NPH HEOOXOMMMOCTH IIPHMEHCHHS
JIeHAJIMJOMHUIA B J103€ 2,5 Mr cliefyeT Ha3HayaTb JIGKapCTBEHHBIE IpenapaThl JICHATUIOMUAA APYTHX
NPOM3BOAUTENEH B JIEKAPCTBEHHON (OpPME «KAaIICYIBI 2,5 MI».

Tpomboyumonenus
KonuaectBo TpoMOOIIMTOB Pexomennmanmuu
Cuusminock 10 <50 x 10%/n [IprocTaHOBUTH  JICUEHHE  JICHATUIOMHUIIOM H

KOHTPOJIUPOBAThH KOJIMYECTBO BCEX KIETOK KPOBH HE
pexe 1 pa3a B 7 nHeit

Boccranosmiuock 10 >60 x 10%/1

BO306HOBI/ITB JICUCHHUC JICHAJIMAOMUIOM B MEHBIIIEH
no3e (mo3a ypoBHs -1)

Kaxnoe mnocnenyromee
<50 x 10°/n

CHHI)XCHHC

[IpyocTaHOBUTH  JIUEHHE  JICHAJUAOMHUIOM U
KOHTPOJIUPOBATH KOJIMYECTBO BCEX KIETOK KPOBH HE
pexe 1 pa3za B 7 nHei

Boccranosmiock 10 >60 x 10%/1

B0300HOBHTH JIeUeHNE JICHATUAOMHIOM B MEHbIICH
no3e (mo3a ypoBHs -2, -3, -4 unu -5)
He mpuMeHsATh 10351 Ipenapara HUXKE YPOBHA -5

Heumponenus

AYH

Pexomennmanuu

Cumsmochk 10 <1 x 10%/71 mo MeHbIeH
Mepe B TEUCHHUE 7 THEN

unu

Crmsunocs 10 <1 x 10°/1 B coueraHuu
c JTUXOPATKON (Temmneparypa
tena >38,5 °C)

unu

Cumsmnocs 10 <0,5 x 10%/1

[IpyocTaHOBUTH  JIEYEHHE JICHAIUJIOMHIOM U
KOHTPOJIUPOBATH KOJIMYECTBO BCEX KIIETOK KPOBU HE
pexe 1 pa3za B 7 nHeit

Boccranosmmock 10 >1 x 10%/1

BO306HOBI/ITB JICUCHUEC JICHAJIUAOMUI0OM B MEHBIIEH
no3e (mo3a ypoBHs -1)

Kaxmoe mociedyiomiee  CHHKEHUE
<1 x 10°/1 mo MeHbIIEl Mepe B TeUEHHE
7 nHen

unu

9
camkenne <l x 10°/m B coderaHuu c
JTUXOPaATKON (Temmneparypa Tena
>38,5°C)
unu

cumxenue 10 <0,5 x 10°/n

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMUIOM

12




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 27.03.2026 Nz 6343
(MOCNEOQCBATENEHOCTL 0010)
AYH Pexomenmanyu
Boccranosunocs 10 >1 x 10°/n B0306HOBUTE JIeueHHE IEHATUJOMUIOM B MEHBIIIEH

no3e (1o3a ypoBHs -2, -3, -4 unu -5).
He npumenars 10361 npenapaTta HAXKE YPOBHSA -5

Qonnuxynapras aumpoma (DJI) unu rumgoma usz kiemox mapeunaivrou 3ousl (JIM3)

He nonyckaercst HauMHAThH JieueHHe JIeHaTuaoMuaoM, eciiu AUH <1,0 x 10°%/71 /WM KOJTMYECTBO
TpombonuToB <50 x 10°/11, ecam TONABKO 3TO He BBI3BAHO MH(UIBTPAIME KOCTHOTO MO3ra MpH
aumpome.

Pexomenodyemas 003a

PexoMeHnnyemas HavaabHas 103a JeHaIuaoMuaa coctapiisieT 20 Mr BHYTpb OJIMH pa3 B JIEHb B 1—
21 neHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB (0OIIEH YUCIEHHOCTRIO 10 12 1ukioB). PekoMenmyemas
HayaIbHAS 1033 PUTYKCHMaba cocTaBiseT 375 Mr/m? IIOIay IIOBEPXHOCTH Tela BHYTPUBEHHO
(8/B) kaxmyto Henmento B 1 ke (1, 8, 15 1 22 nuu) u B 1 neHb Kak10T0 28-THEBHOTO IUKIIA IS
2—5 IIUKIIOB.

Towazosoe cruoicerue 003vl

Hauanbnas nosa 20 mMr onvH pa3 B AeHb ¢ | 1o 21 neHp kaxasle 28 nHeil
Ho3a ypoBHs -1 15 mr oguH pa3 B AeHb ¢ 1 o 21 neHpb kaxapie 28 qHen
Ho3a ypoBHs -2 10 mMr oguH pa3 B AeHb ¢ 1 mo 21 neHp kaxapie 28 qHen
Jo3a ypoBHs -3 5 Mr ouH pa3 B ieHb ¢ 1 mo 21 nenp kaxabie 28 gHei

Jlis KOppeKIMH [103bl B pe3ysibTaTe TOKCHYHOCTH C PUTYKCHUMaOOM cJenyeT OOpaTUThCs K

COOTBGTCTBYIOH_IGI\/'I HHCTPYKIHHU 110 MCIUITUHCKOMY NPUMCHCHHIO JICKAPCTBCHHOI'O IIpCriapara.

Tpomboyumonenus
KonuaectBo TpoMOOIIMTOB PexoMenmaruu

Cuusminock 10 <50 x 10%/n [IproCcTaHOBUTH  JICUEHUE JICHATUIOMHUIOM U
KOHTPOJHPOBATH KOJIMYECTBO BCEX KIETOK KPOBU HE
pexe 1 pa3za B 7 nHeit

BoccranoBmiiocs 10 >50 x 10%/n B0300HOBHTH JIeUCHUE JICHATUAOMUIOM B MEHbBIIICH
no3e (103a ypoBHs -1)

Kaxxnmoe nmocneayrorniee CHIKEHUE [IppocTaHOBUTH  JIYCHUE JICHATUAOMHIIOM H

<50 x 10°/n KOHTPOJIMPOBATh KOJIMUECTBO BCEX KJIIETOK KPOBU HE
pexe 1 pa3za B 7 nHei

BoccranoBmiiocs 10 >50 x 107/ B0300HOBHTH JIeUCHUE JICHATUAOMUOM B MEHbBIIICH
no3e (mo3za ypoBHs -2, -3). He mpumeHSATH 03B
npernapara HUXe ypoBHs -3

13



COOTBETCTBYET SKCTNEPTHOMY OTHETY

oT 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

Heumponenus

AYH Pexomenmarimn®
Cummwiocs 10 <1 x 10°/1 mo menbreit [IprOCTaHOBUTH JIEUCHUE JICHATUIOMUIOM U
Mepe B TeUCHHE 7 qHEH KOHTPOJIMPOBATh KOJIMYECTBO BCEX KJIETOK KPOBH
unu He pexe 1 pa3a B 7 nHel

Cumsmiock 10 <1 x 10%/1 B coyeranuu ¢
IMXopajaKol (temneparypa rena > 38,5 °C)
unu

Cumsmnocs 10 <0,5 x 10%/1

BoccranoBuioch 10 >1 x 10°/1 Bo300HOBUTE  JIeYEeHME  JIEHAIMIOMHIOM B
MEHBIIIeH 03¢ (1032 YpoBHS -1)

Kaxnoe MOCJIEyIoNIEee cHmkeHue | [[pyoctaHOBUTh  JieyeHUE JICHAIMIOMUIOM U

<1 x 10%/1 mo MeHbIneil Mepe B TeueHne 7 | KOHTPOIMPOBATh KOJUYECTBO BCEX KJIETOK KPOBH

JHEU He pexe 1 pa3a B 7 nHei

unu

cumxenne <l x 10°/1 B coueraHunm c
IMXOpajaKol (Temreparypa tena > 38,5°C)
unu

cumxenue 10 <0,5 x 10°/n

Boccranormiocs 10 >1 x 10%/n Bo0300HOBATE  JIeUeHHE  JIEHAIUIOMUIOM B
MEHbIIIeH 103€ (1032 ypoBHS -2, -3). He mpumeHATh
JI03bI MperapaTa Huxe YpoBHs -3

? Ha ycMmoTpeHne Bpaya, €Ciid HEHTPOIIEHHS SBISETCS €AUHCTBCHHBIM MPOSIBICHUEM TOKCHYHOCTH TPH
M000H 103€ JICHATHIOMHIA, cienyeT qooasuth [-KCD

Jlumgpoma uz knemox manmuiinou 3ousl (MKJI), gponnuxynapras numgpoma (DJI) unu aumgpoma
U3 K1emok mapeuHaniorol 30nul (JIM3)

Cunopom auzuca onyxoau (TLS)

Bce manmeHThI 10KHBI TOy4daTh podunaktudeckoe neuenue TLS (ammomypunomn, pacOypukasa
WJTH QHAJIOTH B COOTBETCTBHUH C PEKOMEHAAMSIMHA METUIIMHCKOTO YUPEXKICHHUs) U 00€3BOKUBAHUS
(mepopaibHO) B TeUEHHUE MEPBOIl HENENU MEPBOro LHUKIA WIK B TeueHue Oosiee AIUTEIHHOTO
Mepuoia, €Cli 3TO KIMHUYECKH moka3aHo. [[mst monutopunra TLS HeoOXxoaummo MpoOBOIUTH
pa3BepHyTHIII OMOXUMHUYECKUI aHAU3 KPOBH, Ha3HAYAaEMbIH €XKEHEACIbHO B TEUCHHE MEPBOTO
IIMKJIA U B COOTBETCTBUHU C KIIMHUYECKUMH MTOKA3aHUSIMHU.

[Ipuem neHanuaoMHIa MOXKHO NPOAOKATH (C TOIAEpXKAHHUEM JI03bl) y MAIMEHTOB C
nabopatopubM TLS nm knmuanueckum TLS 1 crenenu, uim Ha yCMOTPEHHE Bpada CHU3UTh 103y
Ha OJIMH YPOBEHb U MPOJIOJDKUTH MPUEM JeHamuaoMuaa. Heo0xoammo o0ecneunTh HHTEHCUBHYIO
BHYTPUBEHHYIO THJpATalldi0 U COOTBETCTBYIOIIEE JICUEHHE B COOTBETCTBUU C MECTHBIMU
CTaHJapTaMH OKa3aHUs MEIUIIMHCKOM TOMOIIM JI0 KOppEeKLIHWH HapylleHus OayaHca

INEKTPONUTOB. JIIs1 CHUKEHHSI ypOBHS THUIIEPYPHUKEMHH MOXET MOTpeOOoBaThCs Tepanus
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pacOypukazoil. ['ocniuranu3amus nanuenTa OyJeT OCYIIECTBIATLCS MO PEIICHUIO Bpaya.

VY namuentoB ¢ kimHHYeckuM TLS 2-4 cremeHu HE0OXOAMMO NPUOCTAHOBUTH IPHEM
JICHATMIOMHUIA ¥ TIPOBOJIUTE PA3BEPHYTHIM OMOXUMHYECKHIA aHATN3 KPOBH €KEHEACTHHO HITH TI0
KIMHUYECKUM  ToKa3zaHusM. Heobxonumo obOecredyuTh HHTEHCHUBHYIO  BHYTPHUBEHHYIO
TUApaTAINIo ¥ COOTBETCTBYIOIIEE JIEYEHHE B COOTBETCTBHH C MECTHBIMH CTaHJapTaMU OKa3aHUs
MEAWIIMHCKOW TIOMOIM 1O KOPPEKIMH HapylleHus OanaHca »3JEeKTPOIUTOB. Tepamus
pacOypuKa3oil ¥ rocnuTanu3anus OyayT OCYIIECTBIATHCS TI0 PEIICHUO Bpada. [Ipyu yMeHbIIeHUH
crenenu TLS mo 0 o permeHuto Bpaya BO30OHOBIISIOT IPUEM JICHATHIOMHUIA B 103€ CIICTYIONIETO
0oJiee HU3KOTO ypOBHSA (CM. pazzen 4.4.).

CMHODOM CONYXONeB0U _BCHLIUKUY (CMHODOM MpAaH3UumopHozco VCVZV6JZ€HM}Z KJIUHUYEeCKUxX

nposeneruu onyxoau, TFR)

V nanuentoB ¢ TFR 1 wnim 2 cTeneHu pelieHre o MpepblBaHUU JICUEHUS JICHATUAOMUIOM WJIN
YMEHBIIIEHUS €ro J03bl OCTA€TCS Ha yCMOTpeHue Bpada. [lo ycMoTpeHuro Bpada MOXKET OBITh
Ha3HaueHa Tepanus HECTEPOUIHBIMU IPOTHUBOBOCHANUTENbHBIMU npenapatamu (HIIBII),
OTpaHWYEHHAsT MO0  MPOJOJDKUTEIBHOCTH  Tepamus  TIIOKOKOPTHKOCTEPOUJAMHU  H/WH
HApKOTUYECKMMHU aHajdbreTukamu. Y mnanueHtoB ¢ TFR 3 winm 4 creneHu Tepamnuio
JICHAJIUIOMUJIOM CJIEAYET MPUOCTAHOBUTH K HauaTh Tepanuio HIIBII, rimrokokopTukocteponsammu
W/WIM HapKOTHYeCKUMHU aHanbreTukamu. Korna seipakenHocth TFR cHusmutest o <1 cremnenu,
BO300HOBJISIOT JICYCHUE JICHATHIOMHIOM B JI03€ TOTO K€ YPOBHS B TEUCHHE OCTABIICHCS 4aCcTH
nukia. Cumnromarndeckast tepanusd TFR mpoBoauTcs corinacHO peKOMEHIALUSIM IO JICYEHUIO

TFR 1 u 2 crenienn (cM. pasnen 4.4.).

Bce nokazanusa

[Tpu pa3BuTHH y TAllMEHTa APYTUX BUOB TOKCUYHOCTH 3 U 4 CTENEHU TAKECTH, CBA3b KOTOPHIX C
IPUMEHEHUEM JICHAJIWJOMHUJA HENb3s HUCKIIOYUTh, JIEUCHHE JICHAJTUJOMUIIOM CIEAyeT
MPUOCTAaHOBHTH. [0 pemnieHno Bpada JIeYCHHE JICHATHIOMHUIOM MOXKET OBITh BO3OOHOBIECHO B
03¢ Clenyromero, Oosee HHU3KOTO YpPOBHS, MPH CHIKCHUU BBIPAKEHHOCTH TOKCHYHOCTHU
0 < 2 CTEIECHHU.

CrnenyeTr paccMOTpETh BONPOC O MPUOCTAHOBKE WIIM MPEKPALEHUH JICUCHUS JCHATUIOMUIOM B
CJIy4ae pa3BUTHUS KOKHOMU ChINHK 2 WK 3 cTeneHu. JIeueHure JICeHaTuJOMUI0M CIIETyEeT MPEKPATUTh
OpH  AaHTHOHEBPOTUYECKOM  OTEKe, AaHA(PUIAKTHUYECKOW peakluu, Cbhimu 4  CTeleHH,
9KC(OJIMATUBHON MITH OYJUIE3HOM CHITH, WM TP TIOI03peHnH Ha cuHApoM CtuBeHca-/[xoHcoHa

(SJS) wmmu Tokcuueckwit smmaepManbHbiii Hekponn3 (TEN), mnm JekapCTBEHHYIO KOXHYIO
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peaKIrIo, COMPOBOXKIAIONIYIOCS 303HMHOGMINEH 1 cucTeMHbIME TposiBieHusiMu (DRESS) u He
BO300HOBIIATH MOCIIE MPEKPALICHUS ITUX PEAKIIHA.

Oco0ble rpyInbl NALKUEHTOB

Jluya noosicunozo eéozpacma

Pesynbratel unccienoBaHus (apMaKOKMHETHKHM JICHAUIMIOMHUAA Y TOXWIBIX MallMEHTOB
IpeJcTaBlIeHbl B pa3zaene 5.2. JlenanuaoMu Ha3Havdanu naurestam ¢ MM B Bozpacre 1o 91 roaa,
naruentam ¢ MJIC — no 95 ner, a mauuentam ¢ MKJI — no 88 nert. IlockonbKy y MOXKHIIBIX
NAlMEHTOB BEPOATHOCTh HapyIIEHUs (DyHKIMH MTOYEK BhIIIE, 103y MIpenapara HyKHO Noa0upaTh
OUYCHb OCTOPOXKHO, IIPU ATOM BO BpPEMs JIEYEHUS PEKOMEH]IyEeTCS MOHUTOPHUPOBATH (PYHKLHUIO
IIOYEK.

Bnepesvie duacnocmuposanmas MHONCECMBEHHAS, MUCIOMA. NAUUEHMb], KOMOPbIM He NoKA3aHd

mpaHcnjianmayui

[Tepen HaznaueHueM jedenus nanuentam ¢ BJIMM B Bo3pacte 75 net u crapiie HeoOX0auMO
MPOBECTH TIIATENbHOE oOcnenoBanue (cMm. pazgen 4.4.). Jlns manueHToB crapiie 75 Jer,
MOJTYYaroIUX JICHATUIOMH]T B KOMOMHAIIMY C IEKCAaMETa30HOM, HayallbHas /1032 JeKcaMeTa3oHa
coctaniisgieT 20 Mr oivH pa3 B IeHb B 1, 8, 15 1 22 qHU Kaxa0r0 28-1HEBHOIO LIUKJIA JICYEHUS.
W3meHeHne 1036l HE PEKOMEHIYETCs Il MAlMeHTOB cTapuie 75 JeT, KOTOpble NPUHUMAIOT
JICHAJIUIOMU]] B COUYETAHUU C MeJI(aTaHOM H MPETHUZ0IOHOM.

VY manuentoB ¢ BIMM B Bo3pacte 75 ner U crapuie, MOJy4aBIIMX JICHAIUIOMUJ, CEPbE3HBIC
HexenarenbHble JiekapcTBeHHbIe peaknuu (HJIP) u HJIP, koTopsie mpuBenu K mpeKparieHUIo
JICYEHUS], OTMEYAIUCH YalllE.

KomOunupoBaHHas Tepamusi JICHAIMIOMHUIOM XYK€ MepeHocuiach mnanuentamMmu c¢ BJIMM
cTapie 75 JeT 0 CPaBHEHUIO C MOJIOABIMH nanueHTamu. [laruenTs 6omee crapiiero Bo3pacra
yarmie Nnpekpamaiy MpyueM Ipenapara u3-3a HHANBUAyaTbHONH HenepeHocumoctu (HJIP 3 wmm
4 crenienu u cepbe3nbie HJIP), yem nmarmenTs B Bo3pacte 10 75 jer.

MHuoorcecmseennas muenoma: nayueHmyl, NOAYYUBUIUE KAK MUHUMYM ode JUHUIO mepanuu

[IpouenTr mnammentoB ¢ MM B Bo3pactre 65 ner u  crapumie, MOJIy4YaBLIMX
JICHATUIOMHMI/IeKcaMeTa30H WM Iuiane0o/mexcamera3oH, OblI comoctaBuM. He oTMeueHo
paznmuuuii B 3GEKTUBHOCTH U O€30MaCHOCTH JICHAIMIOMHU/IA B 3aBUCUMOCTH OT BO3pacTa, XOTs
HEJb3s UCKIIIOUUTE OOJIBIITYI0 YyBCTBUTEIBHOCTE K MpermapaTy MalueHTOB CTapiieil BO3pacTHOU
TPYIIIBL

Muenooucnaacmuyeckue cuHOpoMbl

Cpenu nmanmerToB ¢ MJIC, mpuHUMAaBIINX JIEHATUIOMHU/I, HE OTMEUEHO Pa3IUIHi B 0€301MaCHOCTH
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CEPTHOMY OTUETY

1 3(p(peKTUBHOCTH Y MAIIMEHTOB B BO3pacTe 65 JIeT U cTaplie U MalueHTOB MiIajame 65 Jer.

Jlumdoma uz kiemox MaHMUUHOU 30HbL

VY namuentoB ¢ MKJI, npuHUMAaBIINX JICHATUIOMU, HE OTMEUYEHO PAa3IU4uil B OE30MAaCHOCTH U
3(PEKTUBHOCTH Yy TTAIMEHTOB B BO3pACTe 65 JIET U cTapIle U MaueHTOB MiIaie 65 Jer.

DornukyaapHas szwd)oma uau JZMM(bOMa U3 KIEeMOK MAPSUHAIbHOU 30Hbl

VY nauuentoB ¢ ®JI unu JIM3, npuHUMaBIIMX JIEHATUAOMH B KOMOWHAIIMK C PUTYKCHMaOOM,
obmas yactora HJIP oxnHakoBa Ui manyeHTOB B Bo3pacTe 65 JieT U craplie Mo CpaBHEHHIO C
nandeHtamu Miaame 65 jer. He ormeueHo paznuuumii B 3(G(EKTUBHOCTH MEXIY IBYMS
BO3PACTHBIMU I'PyIIIaMHU [TALIUEHTOB.

Tayuenmsi ¢ noueunou HedOCMamouHOCmMuio

JleHanuIOMHUJ BBIIENAETCS, TIaBHBIM oOpa3oM, moukamu. [lo Mepe HapacTaHus CTENEHH
HapyIICHUs TMOYEYHOW (YHKIIMHM CHIDKACTCS TOJEPAHTHOCTh K Tepanmuu (cMm. pasumen 4.4.).
PekoMeHnayercsi ¢ OCTOPOXKHOCTBIO MOAOMpaTh 03y IpernapaTa U MOHUTOPUPOBATH (HYHKIIUIO
novek. J{nsg marmentoB ¢ MM, MJIC, MKJI, ®JI unu JIM3 1 moyeyHOl HEIOCTaTOYHOCTHIO
JIETKOM CTENEeHHU TSHKECTH He TpeOyeTcs K3MEHEHUS 1035l JICHATHIOMUIA.

PekomeHnayroTCs clieqyronme M3MEHEHHs peKuMa JO3UPOBaHUs B HA4YaJle TEPANMHU U B XOJIE €€
B 3aBHCHUMOCTH OT CTETECHU TSKECTH HapyLIeHHUS (YHKIMH MOYeK (ISl MalMeHTOB C MOYEeYHOU
HEJOCTAaTOYHOCTHIO CpeHEH U TsKenou crenenu TshkectH, a Takxke TCITH). UccnenoBanus dass
I mpu TCITH (KK <30 ma/muH, TpeOyeT NpoBEACHUS AUaIN3a) He IPOBOANIIHCE.

Mnooscecmeennas muenoma

HN3menenue 10361
(c 1 mo 21 neHp BO BpeMsi MOBTOPHBIX
28-THEBHBIX ITHKJIOB)

Cocrosinue pynkiuu nouek (KK)

IToueunass HEITOCTATOYHOCTDH
CTEIIEHU TSHKECTH
(30 mur/mua< KK <50 mur/muH)

cpenneit | 10 mr oguH pa3 B AeHB™*

Iloyeunas HeIOCTATOYHOCTH TSKEIION
CTEIIEHH TIKECTU
(KK <30 mn/muH, HE TpeOyeTcs quaus)

7,5 mr” opuH pas B 1eHb
unu 15 mr yepes neHb

TepMuHabHAsA CTaIUS TOYEUHOU
HepocratouHoctu (TCITH)
(KK <30 mn/mMuH, TpeOyeTcst quanu3)

5 Mr oauH pa3 B JeHb. B neHp nuanmsza ao3y
npenapaTa Hy)KHO HpI/IHI/IMaTB IIOCJIC OKOHYAHUS
ceaHca Juann3a

* Jlo3a mpemapara MOKET OBITH TOBBIIIEHA 0 15 Mr OIMH pa3 B JCHb MOCTE 2 IUKIOB TEPAIMU TIPU
OTCYTCTBHUHU OTBETA Ha TEPAIUIO, HO XOPOIICH ee EPEHOCUMOCTH

# Jlns obGecrieueHus yKa3saHHOrO PEXHMA JO3MPOBaHMs (7,5 MTr) TPH HEOOXOIMMOCTH MPHMEHEHHS
JeHAIUAOMUAA B A03€ 7,5 MI cieAyeT Ha3HaudaTb JICKapCTBEHHBIC MperapaThl JCHATUIOMUAA NPYTUX
MIPOU3BOAMTEICH B JICKAPCTBEHHON (hopMe «KAICYJIbl 7,5 M

Muenooucnaacmuueckue cuHOpoMbl
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Cocrosaue ¢pynkiuu nodek (KK) H3menenue no3b1
IToueunas HenoCTaTOYHOCTEL | HavanpHasg nosa SMr omuMH pa3 B  JI€Hb
cpenHen CTEIICHU TSKECTH (c 1 mo 21 neHp BO Bpems
(30 mn/mun< KK <50 mur/mun) MMOBTOPHBIX 28-THEBHBIX ITUKJIOB)

Jlo3a ypoBHsa -1* | 25mr* omum pas B JeHb
(c 1 mo 28 nenp BO Bpems
MMOBTOPHBIX 28-THEBHBIX ITUKJIOB)

Jlo3a ypoBHs -2* | 2,5 mr gepes NeHb
(c 1 mo 28 nenp BO Bpems
MMOBTOPHBIX 28-THEBHBIX ITUKJIOB)

[Toueunas HeNoCTaTouHOCTh | Hauanbnas moza | 2,5mr*  omue  pa3 B J€Hb
TSHKEJION CTEIEHU TSDKECTH (c 1 mo 21 nmeHp BO Bpems
(KK <30 wmn/muH, He Tpebdyercs ITOBTOPHBIX 28-THEBHBIX LIUKJIOB)
AuaI3) Jlo3a ypoBHs -1* | 2,5 mr# uepes JIEHD

(c 1 mo 28 neHp BO Bpems
ITOBTOPHBIX 28-THEBHBIX LIUKJIOB)

Jlo3za yposHst -2* | 2,5Mr* n1Ba pasa B HENENO
(c 1 mo 28 neHp BO Bpems
ITOBTOPHBIX 28-THEBHBIX IIUKJIOB)

TepmunanbHasg cragus mnoyeyHod | HavanbHas nosa 25vr*  ogue  pas B JeHb

HEI0CTAaTOYHOCTHU (TCIIH) (c 1 mo 21 penp BO Bpems
(KK <30 mn/muH, TpeOyeTcst Auanmu3) MMOBTOPHBIX 28-THEBHBIX ITUKJIOB)
Jlo3a ypoBHs -1* | 2,5 mr uepes NeHb
B newp amanmza po3y npenapara (c 1 mo 28 gneH» BO BpeMs
HY>XHO [TPUHHUMATD IMOCJIC OKOHYAaHUA IMOBTOPHBIX 28-HH€BHBIX I_II/IKHOB)

ceaHca JIualns3a.
A Jlosa yposusi -2* | 2,5Mr"* ngBa pazsa B Hememo

(c 1 mo 28 pgeHr BO BpeMms
ITOBTOPHBIX 28-THEBHBIX IIUKJIOB)

* BO3MOHOCTH U3MEHEHUSI 03I B XOJI€ JICYSHHS WIIK €T0 BO30OHOBJICHHUS IPH Pa3BUTHH HEHTPOIICHUH,
TPOMOOLIUTONICHUHM WJIM JAPYI'MX BHUJOB TOKCHUYHOCTH 3 M 4 CTENEHU TSKECTH, CBSI3b KOTOPBIX C
MPUMEHEHUEM JICHATUAOMHU/A HENb3$5 UCKIIIOUUTD, IIPEICTaBICHBI BHIIIE

# Jlns obecreueHMs YKa3aHHOTO pPeXMMA JO03UPOBaHMA (2,5 Mr) TIpM HEOOXOAUMOCTH MPUMEHEHHS
JIeHAJIMJOMHU/A B J103€ 2,5 MI ciiefyeT Ha3HayaTb JIEKapCTBEHHbIE IIperapaTsl JICHATUIOMUIA APYTUX
NPOHU3BOAMTENEH B JIEKAPCTBEHHON (OpPME «KAIICYIBI 2,5 MI».

Jlumdoma uz kiemox MaHMUUHOU 30HbL

Cocrosaue ¢pynkiuu nodek (KK) H3menenue n03b1
(c 1 mo 21 nenp BO BpeMsi MTOBTOPHBIX
28-THEBHBIX ITUKJIOB)

IToyeunas HEJI0OCTaTOYHOCTh cpeaneit | 10 Mr oauH pa3 B JeHp™
crenienn Tsokectn (30 mu/mua < KK <50
MJT/MVH)

IToueunas HEIOCTAaTOYHOCTE TSDKEIOH | 7,5 Mr” onguH pa3 B IeHb Uin 15 Mr uepes IeHb
crenean Tspkecth (KK <30 wmn/muH, He
TpedyeTcs Tuains)

TepMuHanbHas cragus MMOYEYHOM | 5 MI' OUH pa3 B JIcHb. B N1eHb auanuza 103y
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HenocratoyHoct (TCITH) (KK <30 mu/muH, | mpemapara  HYKHO  NPUHUMAaTh  TOCIE
TpedyeTcs auaius) OKOHYAHMS CeaHca Juain3a.

* Jl03a MOKET OBITH TOBBIIIEHA 10 15 MI' OJMH pa3 B J€Hb MOCJE 2 [UKIOB TEPAIMHU, €CIH MALUEHT HE
OTBEYAET Ha JICYEHHE, HO HE IEMOHCTPHUPYET MPU3HAKOB HEMEPEHOCHMOCTH

# Jlns obecreucHus YKa3aHHOTO pexuMa o3upoBaHus (7,5 Mr) mpu HEOOXOIUMOCTH MPHUMEHEHUS
JeHATUAOMHUAA B 03¢ 7,5 MT clelyeT Ha3HayaTh JIEKAPCTBEHHBIE IIpEraparhl JICHATHJOMUA IPYTHX
MIPOU3BOAMTEICH B JICKAPCTBEHHON (hOpMeE «KAICYJIbl 7,5 M

DonnuKyIapHas ]ZuMCbOMa uau JZMMCbOMCZ U3 K1emMOK MAPSUHAIbHOL 30Hbl

Cocrosinue pynkiuu nouek (KK) N3menenune 103sl
(c 1 mo 21 neHb BO BpeMsi MOBTOPHBIX
28-THEBHBIX ITHKJIOB)

[loueynas  HEJOCTATOUHOCTh  cpeHeit|10 Mr omuH pa3s B AeHs '

CTCTICHH TSIKECTH
(30 mn/mun< KK <60 mur/muH)

Iloueunas HEeJO0CTaTOYHOCTh TSDKEJIOW | S MI' OJJUH pa3 B JACHb
CTENEHHU TSHKECTH
(KK <30 mn/muH, HE TpeOyeTcs quaus)

TepMuHanbHas craaus MOYEYHOM | 5 MI' OZIUH pa3 B AcHb. B AeHp Auanusa 103y
Henocrarounoctu (TCITH) mpenapara  HYXXKHO  NPUHUMATh  TOCTIE
(KK <30 ma/mun, TpedyeTcs quaimn3) OKOHYAHUS CeaHca Juainsa.

! Jlo3a MOkeT OBITH MOBHINICHA 10 15 MT OIMH pa3 B JeHB MOCHe 2 MIUKJIOB TEPAIH, €U Y MalieHTa He
HAOJTI0JAJIOCH PU3HAKOB HETIEPEHOCUMOCTH

2 Jns manueHTOB, MOJYyYalOlUMX HadanbHyro Ao03y 10 Mr, B ciydae CHUKEHUS AO3BI JUIS JICUCHUS
HEHTPONCHUN WM TPOMOOLIMTONICHUN HIIM APYTUX BUIOB TOKCHYHOCTH 3 WM 4 CTEHCHH TSKECTH,
COUTCHHOM CBSI3aHHOM C JICHAMJOMHIOM, HE MPUMEHSTH 03Bl MperapaTa HUXKE 5 MI 4epe3 JIeHb WU
2,5 MI OJIUH pa3 B ACHb

[Tocne Hauana nedyeHUs JICHATMJOMUIIOM IIOCIEAYIOIee W3MEHEHHE J03bl Y MalMeHTOB C
HapyHIeHUsIMH (YHKIUU TOYEK JOJKHO Oa3HpoBaThCS HAa HHAWBHUIYaIbHON MEPEHOCUMOCTU
JICYCHUS], KaK YKa3bIBaJIOCh paHee.
Iayuenmoi ¢ neueHOYHOU HEOOCMAMOYHOCBIO
DapMaKOKMHETUKY JICHAIUIOMH/Ia HE U3YYalld Y MAlMEeHTOB C HApyIIEHHOHN (yHKIUEH MeYeHu,
MO3TOMY HE TMPEACTaBISAETCS BO3MOXXHBIM IMPEACTaBUTh PEKOMEHJAIMU OTHOCUTEIHHO
HU3MCHCHUA N0O3bI Y 9TOM KaTCropruu marucHTOB.

CTU
be3onacHocTh ¥ 3G HEKTHBHOCTH JICHATMIOMHUA Y JETEH B Bo3pacTe 10 18 JIeT He yCTaHOBJICHBI.
JlaHHBIE OTCYTCTBYIOT.

Cnooco0 nnpuMeHeHus

BnyTps.
Jlnis ocyecTBiIeHHs IPUBEICHHBIX PEKUMOB JO3UPOBAHUS HEOOXOJUMO MPUMEHATh IpenapaT B

COOTBETCTBYIOIIUX JO3UPOBKAX.
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Kancyner npemapara MynMmuinga Henb3s OTKPBIBaTh, pPa3jiaMblBaTh WM Pa3KEBbIBATb, HX
PEKOMEH1yeTCsl IPUHUMATDH COTJIaCHO CXE€ME TepPAIMK B OJHO U TO K€ BpEeMsI 10 WJIU MOCJIe TpremMa
MWL, TPOTJIAThIBAs LIETMKOM U 3alluBas BOJOM.

Nudopmarnus mo paboTe ¢ MUTOTOKCHYECKUMU TIperapaTaMu MpuBeieHa B pasene 6.6.

4.3. [IpoTuBONOKA3aHUS

['umep4ayBCTBUTENBHOCT K JICHATUIOMHUIY WJIM K JIOOOMY M3 BCIIOMOTATENBHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

bepemeHHOCTD U MIEpUO TPYIHOTO BCKapMIIBAHHUS.

CoxpaHeHHBI PENpOAYKTUBHBIA MOTEHLHMAN, 3a HCKIOYEHHEM CIy4daeB, KOIJa BO3MOXKHO
coOnroficHre BCeX HEOOXOMUMBIX YycioBuid [IporpaMMbl KOHTPOIHPYEMOTO MEIUIIMHCKOTO
NPUMEHEHUS JeHamuaoMuaa (cM. paznensl 4.4. u 4.6.).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

[Tpu Ha3HaueHUHU JEHAIUIOMHUIA B KOMOMHAIMM C JPYTUMH JIEKApPCTBEHHBIMH Ipenaparamu,
nepes HayajJoM TepaluH cielyeT MPeaBapUTEIbHO 03HAKOMHUTHCS C COOTBETCTBYIOLIEH 0OmIen
XapaKTePUCTUKON JICKAPCTBEHHOTO Tpernapara / HHCTPYKIUEH M0 METUIIMHCKOMY TPUMEHEHUIO
JIEKapCTBEHHOT'0 Ipernapara.

[IpenynpexaeHns B OTHOIICHUH 6CDGMCHHOCTI/I

JleHanmuaoMug — CTPYKTYpPHBIM aHanor Ttamuaomuaa. M3BectHo, 4To mpueM OepeMEeHHBIMU

KEHIIMHAMU TaTUJOMHU/A, 00JIaIaf0IIero BhIPaXKECHHBIM TEPATOTEHHBIM JCHCTBHEM, BBHI3BIBACT

TSDKENIbIE U YTPOJKAIOLIUE JKU3HHM BPOKICHHBbIC Ae(PEeKThl pa3BUTHUS. JleHanuaomus BbI3bIBAl

y 00€3bsIH TIOPOKH pa3BUTHA, CXOJHBIE C OINHUCAHHBIMH paHee AddexTaMu TaaTugoMHIa

(cM. pazgensl 5.1. u 4.6.). Ilpu nmpueme JeHaIHIOMUA BO BpeMsi OEpEeMEHHOCTH PUCK Pa3BUTHUS

BPOXKIACHHBIX JIe()EKTOB BEChbMa BEPOSTEH.

HeykocuurtensHoe coOmoeHre Bcex TpeboBaHuit Mep Mo mpeaynpekaeHuI0 OepeMEHHOCTH

pachpocTpaHseTcsl Ha BCEX MAI[MEHTOK C COXPAaHEHHBIM PENpPOAYKTHBHBIM MOTEHIIMAJIOM, €CIIH

TOJIBKO JJOCTOBEPHO HE MOATBEPKJIEHO €r0 OTCYTCTBUE.

Kpumepuu ons scenuyun ¢ necoxpaneHnvim penpooyKmueHvIM NOMeHYUALOM

JKeHnmHa-nmanueHT WK KEHIIMHA, CEKCYAJIbHBIN MapTHEp MyXunHbI-nanuenta, HE cunratorcs

CIIOCOOHBIMU K JETOPOXKACHUIO MPU HATMYUU XOTS OBl OJTHOTO U3 CIEAYIOMUX (PaKTOPOB:

— Bo3pact >50 5eT W ATUTENBHOCTh €CTECTBEHHOM ameHopen >1 roga (ameHopes

BCJIE/ICTBUE TNPOTUBOPAKOBOM TEpanmuu WM B MEPUOJ TPYJHOTO BCKAPMIIMBAHMS HE
UCKJTIOYAET HAJIMYUs PEPOTYKTUBHOTO TOTEHITAIIA);

— PaHHAgA HECAOCTATOYHOCTH AMYHUKOB, MTOATBCPIKACHHAA TMHCKOJIOIOM;
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— JIBYCTOPOHHSS CAIBITIMHTOO()OPIKTOMUS HIIM TUCTEPIKTOMUS B aHAMHE3E;
— reHotun XY, cuHapoM TepHepa, areHe3usi MaTKU.
Koucynomuposanue
[IpumeHeHre NeHATMIOMUIA y JKEHIIMH C COXPAHEHHBIM PENpPOAYKTUBHBIM MOTEHIUAIOM
IPOTHBOIIOKA3aHO B TE€X CIIy4asix, KOTJa He COOJIIOICHBI CIICAYIOINE YCIOBUS:
JKEHINMHA

— JI0JKHA MOHMMATh 05KHUJaeMOe TEpaTOreHHOe JEHCTBUE JIEHAINIOMI/IA Ha IO,

— JOJKHAa TOHMMATh HEOOXOJAMMOCTh HEMPEPBIBHOTO UCHONB30BaHUS A((HEKTHBHBIX
METO0B KOHTpAaLENIMKA B TeUEHHE He MeHee 4 Helenb J0 Havaja JICYCHHUS, BO BpeMs
JedyeHusl U He MeHee 4 HeJlelb Mociie OKOHYaHUS JICUCHHUS,

— JOJDKHA CIIeZoBaTh PEKOMEHIAINK UCIIOIb30BaTh (D (PEKTUBHYIO KOHTPALIECTILIUIO JIaXKe B
Clly4ae aMEHOpEH Yy KEHIIHUHBI C COXPAaHEHHBIM PENPOIYyKTUBHBIM MTOTEHIINATIOM;

— OBITh CIOCOOHOM K COOJIOICHUIO BCeX MpaBWil A3 (HEKTUBHON KOHTPAIIEIIIUH;

— JOJKHAa 3HaTh M TIOHMMAaTh BO3MOXKHBIE TIOCJIEICTBUS OEpPEMEHHOCTH, a TaKXke
HEOOXOJUMOCTh CPOYHOrO oOpallleHuss 3a KOHCYJbTallel MpH TMOJO3PEHHUH Ha
OEpEeMEHHOCTD;

—  JIOJDKHA MOHMMATh HEOOXOIMMOCTh HEOTJIOKHOTO Havasia JISUCHHU s JICHATIHIOMUIOM Cpasy
e TOCIIe MOJIyYeHHs OTPULIATENbHBIX PE3YJIbTaTOB TeCTa Ha OEPEMEHHOCTD;

— JIOJDKHa OCO3HaBaTh HEOOXOIMMOCTh MPOBEACHUS TecTa W BBINOJHATH TECT Ha
OepeMEeHHOCTh KaXK/ble KaK MUHUMYM 4 HeJeNn 32 UCKIIOYEHHEM MallueHTOK, Y KOTOPBIX
BBITIOJTHEHA CTEPHIIM3AIINS ITyTEM MEePEBSI3KU MATOYHBIX TPYO;

— JIOJDKHA MOATBEPIUTH, YTO MMOHMMAET PUCK BO3MOXKHBIX HEXKEJIATEIbHBIX TOCIEACTBHIA U
HE00XO0IMMOCTh MX MPEAYNPEKIACHUS B IEPUO/L JICUCHUS JICHATUIOMUIIOM.

Ilpumenenue y mysrcuun

Jannsle  u3yueHuss  (QapMaKOKMHETUKH  JICHATUIAOMHUIA Yy  MYXKUHMH-JI0OPOBOJIBLIEB
CBUJIETEIBCTBYIOT O TOM, YTO B XOJI€ JICUEHUS JICHATHIOMH MOKET COAECPKAThCS B MPENIEIbHO
HU3KHUX KOHLIEHTPAIUAX B CEMEHHOM JKUIKOCTH MAIIMEHTOB U HE OIpeieNaeTcs yepe3 3 JHs 1ocie
IpeKpalleHus IPUMEHEHH Mpenapara y 310pOBbIX J0OpOBOJbIEB (CM. pa3aen 5.2.). B kauectse
MEpbl  MPEIOCTOPOKHOCTH, YYHUTHIBas BO3MOXKHOE CHI)KEHHE CKOPOCTH  BBIBEJICHUS
JICHATMIOMHU/IA Y OCOOBIX TPYII MAaMeHTOB (y MAllUEHTOB C HAPYIICHUSAMHU (QYHKIIMH TTOYEK), TS
BCEX MY)KUMH, TPUHUMAIOIIUX JICHATUIOMU], TOJKHBI OBITH COOTFOICHBI CIIEAYIONIUE YCIOBHUS:
MY>KYrHA

— JOJDKCH IIOHUMAaThb BO3MOKHBIH PUCK TCPATOICHHOI'O ,I[CI\/'ICTBI/IH JCHaIWAOMHUAA IIpHU
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CEKCyallbHOM KOHTAaKTe C OEpeMEHHOW >KCHIIUHOW WM KEHIIUHOM C COXPaHEHHBIM
PENpOYKTUBHBIM IIOTEHIIUAIIOM;

— JIOJDKCH TIOHMMaTh HEOOXOJMMOCTh MCIIOJB30BaHMS IPE3EPBATUBOB (JaXke TOCIie
NEPEHECEHHOW Ba39KTOMUM) NIPU CEKCyalIbHOM KOHTAKTe ¢ OepeMEHHON JKEHIIUHON HITH
KEHIIMHON C COXPAaHEHHBIM pPENPOAYKTUBHBIM IOTEHIHAIOM, HE HCIHOJIB3YIOIEH
HAJIC)KHBIE METOJbI KOHTPALEIIUH, B IIEPUOJ JICYCHUA, U B TCUYCHUEC HE MeHee 7 JHEH
10CJI€ MPUOCTAHOBKYU M/WJIH 3aBEPILCHUS JICUCHUS;

— JIOJDKEH MOHUMATh, YTO, €CIIM €ro mapTHepIa 3adepeMeHena Bo BpeMsl ero JeueHHs Win
BCKOpE IOCJIE NMPEKPALIECHUs TEPANUU JICHATUIOMUIOM, OH JOJDKEH HE3aMEUIMTEIIBHO
nporH(GOPMUPOBATH 00 TOM CBOETO JICUAIIEro Bpaya, a €ro napTHepIle peKOMEHIYEeTCs
00paTuThCs 3a 00CIEOBAHNEM U KOHCYJIbTALlMEH K Bpauy-TepaTojory.

Bpau, Ha3zHauaronuil JIe4eHUE JICHAIMJOMHIOM JKEHIIMHAM C COXPAaHEHHBIM PENPOAYKTHBHBIM
MIOTEHIUAJIOM, JOJKEH

— y0emuTbcs B TOM, 4YTO TAlMEHTKA YJOBJIETBOPSET BCEM YCIOBUSM Mep 10
NPEayIPEeKACHUI0 OEPEMEHHOCTH, BKIIIOYas MOATBEPKICHUE TOTO, YTO OHA aJeKBAaTHO
IIOHUMAET CUTYAaLHIO;

— TMOJIy4UTh COIJIaCHE MALMEHTKH Ha 00s3aTeIbHOE COOMIOJIEHHE €10 BCEX YCIOBHUMH
BBIILICYKA3aHHBIX Mep 1o npeaynpexaIeHHI0 OepeMEeHHOCTH.

IIpasuna konmpayenyuu

JKeHnMHBI ¢ COXpaHEHHBIM PENPOMYKTUBHBIM IOTEHIMAIOM JOJDKHBI UCIOJIb30BaTh OIWH U3
3 PEKTUBHBIX METOJOB KOHTpPALCNIIMK B T€UCHUE HE MeHee 4 HeAenb J0 Hauyaua JEeUeHHs, BO
BpEMsI TEpaAIlUU U B TEUEHUE HE MEHee 4 HENENb M0CJIE€ OKOHYaHMs TEpaluu JEHATUIOMUIOM,
Jla)ke BO BpEMs IIEPEPBIBOB B JICUCHUH, 3a HUCKIIFOUEHUEM ITALIMEHTOB, KOTOPBIE HA MPOTSHKEHUN
BCEr0 YKa3aHHOI'O CpPOKa BO3AEP)KHBAIOTCS OT CEKCYaJIbHBIX OTHOLIECHUH, YTO €KEMECSYHO
NOATBEPXKIACTCS JOKyMeHTanbHO. Ecnum manumeHTke He mnomoOpaH 3¢ (EeKTUBHBIA METon
KOHTpAIICTIIUN, €€ HEO0OXOAMMO HampaBUTh K Bpady-TMHEKOJOTY JUIsi moabopa W Hauaia
MCIIOJIb30BAaHUs TAKOTO METOAA.

Crnenyromue npuMepsl MOKHO OTHECTH K IOAXOAAIIUM METOAAM KOHTPALCTILINN:

- HO,Z[KO)KHBIG TOPMOHAJIbHBIC UMIIJIAHTHI;

BraytpuMarounsie cucteMsl, Beiemstomue geBonoprectpen (BMC);

Jlemo-tipenaparbl MEAPOKCHIIPOTECTEPOH alleTaTa;

[TepeBs3ka MaTOYHBIX TPYO;

Bazskromus mapTHCpa (HO,Z[TBep)KI[eHHaH ABYMsI  OTpULATCIBbHBIMH  aHAJIM3aMH
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CEMEHHOM KUIKOCTH);
— IlIporectepon-copepxamue TaOJIETKH, WHTHOUPYIONIUME OBYIALUIO  (HAMpUMED,
JI€30TeCTpen).

B cBs131 ¢ IOBBIIIIEHHBIM PUCKOM TPOMOOIMOOIMYECKUX OCIIOKHEHUN TIPpreM KOMOUMHUPOBAHHBIX
NepopabHbIX KOHTPALENTUBOB HE MMOKa3aH NanueHTkaMm ¢ MM, npuHUMAIONINM JIEHAIUIOMU]T B
COCTaBe KOMOMHUPOBAHHOM TEpariu, U B MEHbIIEH cTenenn — manueaTkam ¢ MM, MJIC u MKJI,
KOTOpBIC TMOJIy4al0T MOHOTEpANHI0 JeHATUAOMHIOM (cM. paszmen 4.5.). Ius sddexTuBHOU
KOHTpALEMIUX STUM NallMeHTKaM PEKOMEH]1yeTCsl UCII0JIb30BaTh OJIUH U3 NMEPEUUCIICHHBIX BBIIIE
MeToJ10B. [loBbIeHHBIA pUCK pa3BuTus TO coxpaHsercs B TeyeHue 4—6 Hemenp mocie
MpeKpaleHns npueMa KOMOMHUPOBAHHBIX MPOTHBO3aYaTOYHBIX CPECTB.
O} PeKTUBHOCTh TOPMOHATIBHBIX MPOTUBO3aYaTOYHBIX MPENAPATOB MOXKET OBITh CHIDKEHA TPU
OJIHOBPEMEHHOM Ha3HAYCHUHU JIeKcaMeTa3oHa (CM. pasnen 4.5.).
[TanmeHTKaM € HEUTPONEHUEH, HUCMHOJIB3YIOIMIMM B KayeCTBE MPOTHUBO3a4aTOYHOTO CPEACTBA
MOJIKOXKHBIE TOPMOHAJIbHbIE HUMIUIAHTHl WJIM BHYTPUMATOYHBIE CHUCTEMBI, BBIICINAIONINE
JIEBOHOPTECTPENl, HEOOXOAUMO TPO(PHIAKTHYECKH Ha3HA4YaTh AHTHOMOTUKH B  CBS3H
C TIOBBIIIICHHBIM ~ PUCKOM HWH(MEKIMOHHBIX OCIO)KHCHH B MOMEHT YCTaHOBKH OTHX
TEpaneBTUYECKUX CHUCTEM, a TaKXKE IOBBIIICHHBIM PHUCKOM HEPETrYyJISpPHBIX KPOBSIHHUCTBIX
BBIJICJIEHUM U3 MOJOBBIX MYyTEH.
Hcnonp30BaHre BHYTPUMATOYHBIX CUCTEM, BBIJIEISIONINX Me/lb, KaK MPaBUJI0, HE PEKOMEHYeTCs
B CBSI3HM C BBICOKUM PHCKOM Pa3BUTHUSI MHPEKIIMOHHBIX OCIIO)KHEHUH B MOMEHT MMILIAHTAIUH U
MOBBIIIEHHOW KPOBOIOTEPU BO BpeMs MEHCTpyalluu, KOTOpask MOXET YCUJIUTh BbIPA)KEHHOCTh
HEUTPONECHUH WU TPOMOOIIUTONEHUH Y TAIIUEHTKH.
Tecm na bepemennocms
B cooTBeTcTBUM ¢ MECTHOH MPAKTUKOI TecT Ha OEPEMEHHOCTh C YYBCTBUTEIBLHOCTHIO HE MEHEe
25 MME/Mn1 1O0mKEeH BBIOMHATHCS TOJ HAOMIOACHHEM METUITMHCKOTO IEepCOHaa IS BCEeX
JKEHIIUH C COXPaHEHHBIM PENpOAYKTHBHBIM MOTEHIIMAIOM, BKJIIOYasi U TeX, KTO MOJHOCTHIO U
HENPEPHIBHO BO3EPKUBACTCS OT CEKCYaJbHBIX OTHOILEHUH. B uneane, Tect Ha 6epeMEeHHOCTb,
Ha3HA4YCHHE JICYCHHS U BblJjaua Mpenapara JOJKHbBI MPOUCXOUTh B OJIMH U TOT )K€ JIeHb. Bbigaua
JEHAIUJOMHUJIA JKEHIIMHAM C COXPAHEHHBIM PENpPOAYKTUBHBIM TMOTEHIMAIOM JIOJKHA
MPOUCXOIUTH B T€UEHHE 7 IHEN Mociie Ha3HAUYEHUs TEPAIUU.
o nauana neuenust
Tect Ha OEPEeMEHHOCTH BBITIOJHACTCS TOJ HAOTIOACHHEM MEIWIIMHCKOTO TEpCcOoHalla B JIEHb

Ha3HAYeHHUs JICUCHUS MJIN 3a 3 AHA OO0 BU3UTA K JICHAIICMY Bpady IIOCJIC TOI'O0, KaK MalMCHTKA
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UCToNIb30Bata 3PGEKTUBHBIN METOJ KOHTpPAILICTIIIMU B TeueHUEe He MeHee 4 Henmenb. Pe3ynprar
TECTa JI0JDKEH MOATBEPAUTH OTCYTCTBHE OEPEMEHHOCTH y MAIIMEHTKH K MOMEHTY Hadalla TeparmH.
Ilpooonoicenue u okonuanue neveHus

TecTsl Ha OEPEMEHHOCTD JTOJDKHBI BBITIOJHATHCS 0/ HAOTIOICHUEM MEIMIIMHCKOTO MepcoHaia
KaX/Ible KaK MUHUMYM 4 Helelid, BKJII0Yasd Kak MUHUMYM 4 HeZIelId NOCJIe OKOHYAHUS JICUCHHS,
32 UCKIIFOUEHUEM MOATBEPKACHHON CTePIIIN3aMU MATOYHBIX TPYO. TecThl BEIOTHSIOTCS B ICHD
Ha3HAYCHMs JICUEHUS WM 32 3 JTHS 10 BU3UTA K JIeyalleMy Bpauy.

JlomoTHUTENIBHBIE MEPBI IPEIOCTOPOKHOCTH

[TaneHTHl HE TOJKHBI epeaBaTh nmpenapatr Mynmunuaa ApyruM aunaMm. Hencrnosib30BaHHBIN
npenapaT peKOMeHI[yeTCH BO3BpaTI/ITb B MCIUIIMHCKOC yqpex(z[eHHe II0 OKOHYAaHUHU JICUCHUSA IJIA
0€3011aCHOT0 YHUUTOKEHHS.

[TaniueHTy He pazpemaercs ObITh TOHOPOM KPOBH WIJIM CIIEPMBI Ha MPOTSIKEHUU BCETO JICUCHUS
(BKJIFOYAsI TIEPEPHIBBI B JICUEHWHU) JICHAIUIOMUJOM M B TEUCHHE HE MEHee 7 JHEH Tociie ero
OKOHYaHUuA.

MG,Z[I/II_II/IHCKI/IG pa6OTHI/IKI/I n Jna, OCyH_IGCTBJBIIOH_II/Ie yXO,Z[, JOJI)KHbI HOCHUTH 0;[H0pa3031>1€
MepYaTKu P oOpalieHnu ¢ 0aHKOW WK KarcyjaaMu. bepeMeHHbIM KEeHIITMHAM WJIH JKCHIIIMHAM,
KOTOpBIE MTOA03PEBAIOT, YTO OHU MOTYT OBITH OEPEMEHHBI, HE CIIEAyeT MPUKAcaThCs K OaHKe WITH
KarcyJsam.

O6vqa10mne MaTCpHuaJibl, OTPAHUYCHHUA B HA3HAYCHHUHN W BbIAA4YC IIpCIiapaTa

YroObl MOMOYL MallMeHTaM MPEeAOTBPATHTh BO3/CHCTBHE JEHATUAOMHUIA Ha IUJIOJ, BIafeler
PErUCTPAIlIOHHOTO YJOCTOBEPEHUS TMPEAOCTAaBUT MEAMLIHUHCKOMY TEpCOHANy o0ydaromnue
MaTepuanbl, YTOOBI OOOCHOBaTh TPEJOCTEPESIKEHHUS B  OTHOIICHUHM TEPATOTEHHOCTU
JEHAIUJAOMHU/IA, PEKOMEHJOBATh KOHTPALEMIIMIO TEpe]l HayaJloM TEepanuu U Pa3bICHUTH
HEOOXOAMMOCTh TPOBEJCHUS TECTOB Ha OepeMeHHOCTh. Bpau momkeH mnpouHGOpPMHPOBATH
MAlMEHTOB MYXXCKOTO U JKEHCKOrO II0JIa O pHUCKE pa3BUTHUsS TepaToreHHoro J3¢dekra
JICHATMIOMHUJIA ¥ CTPOTUX Mepax Mo MpeaynpexIeHUI0 OepeMEHHOCTH B COOTBETCTBHH ¢ Mepamu
0 TpeaynpexJIeHuo OepeMeHHOCcTH. Bpau nomkeH obOecneunTh MalMeHTa oOydaromien
Opolopoil M KapTOYKOM NalueHTa, a TakKe WHBIMU SKBUBAJICHTHBIMH HHCTPYKIHUSIMU B
COOTBETCTBUH C TOCYJAPCTBEHHON CHCTEMOM KapT MalMeHTOB. B naeane tect Ha 66peMEHHOCTb,
Ha3HA4YCHHE JICUCHUS U BbljIaya Mpernapara I0JDKHBI TPOUCXOIUTh B OJIMH | TOT K€ JeHb. Bbigaua
JEHAIUJOMHUJIA JKEHIIMHAM C COXPAaHEHHBIM PENpPOAYKTUBHBIM TMOTEHIHAIOM JIOJKHA
MPOUCXOIUTh HE MO3AHEE 7 AHEH Mociie Ha3HayeHusl Tepanuu. JKeHIIMHAM C COXpPaHEHHBIM

PENPOAYKTUBHBIM IMOTCHUOHUAJIOM JICHATIUAOMUIA MOXKET OBITE BI)I,I[aH/BBIHI/IcaH MakKCHUMaJIBHO Ha
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CPOK 110 4 HEZIEIb B COOTBETCTBUU C YTBEPXKACHHBIMHU IOKA3aHUSIMU U PEKUMOM JO3UPOBAHUS
(cM. pa3zgen 4.2), B TO BpeMsi Kak IpyT'MM NallMeHTaM — Ha CPOK Tepanuu a0 12 Hexemb.

Hpyrue 0co0BIe YKa3aHud U NPCAYIIPCKACHUA ITPU IPUMCHCHHUN

Hngpapxm muoxapoa

NmeroTcst coobmiennss o ciydasx uHpapkra mMuokapaa (M) y manueHTOB, MPUHUMABIIHX
JCHATMJOMHUl, B YACTHOCTH, Yy JHUIl, HMMEBIIUX (AKTOPBl PHCKA CEPACYHO-COCYAUCTHIX
3a00/IeBaHUd W B TEYEHHE TMEPBBIX 12 MecseB KOMOMHHPOBAHHOTO MPUMEHEHUS C
nexcameTazoHoM. B ciydyae Hanmmuus (akTopoB pucKa, BKIIOYAs, B IEPBYIO 0Yepeb, TPOMOO3BI
B aHaMHe3e, HEOOXOJMMO KOHTPOJMPOBATH COCTOSIHHE MAI[MEHTOB, a TaKXe NpeaNpUHUMATH
NEHCTBUS, HAMPaBJICHHBIE Ha BO3MOXKHOE CHIDKEHHUE BO3JAEUCTBUSA (DAKTOPOB pHCKa (KypeHHE,
apTepualbHas TUMIEPTEH3Us, TUIIEPIIUIIUIEMUN ).

Benosnas u apmepuanvnas mpombosmooruu (T3)

Y mamuentoB ¢ MM KOMOWHHMpOBaHHas Tepamus JCHAIMIOMUIOM U JE€KCAMETa30HOM
ACCOILIMMPOBANIaCh C TOBBIIMICHHBIM PHCKOM BEHO3HBIX 1D (NMPEUMYIIECTBEHHO TPOoMO030B
rIyOOKHX BeH u TD JierouHoii aprepun). ITOT pUCK ObLT HIKE TIPH JICYCHUH JICHATHIOMHJIOM B
KOMOWHAINK ¢ Me(aJaHOM U MPETHU30JI0HOM.

Momnotepanus aeHanugomuoM nanuento ¢ MM, MJIC u MKIJI acconuupoBanach ¢ MEHBIIUM
puckoM BeHo3HOW TO (mpenMyIiecTBEHHO TPOoMO030B INTyOOKHX BeH M T JeroyHoi apTepun),
YeM IpUMEHEHHE JICHATUIOMHIA Y MalueHToB ¢ MM B cocTaBe KOMOMHUPOBAHHOM Teparuu (CM.
pasznensi 4.8. 1 4.5.).

Y namumentoB ¢ MM coderaHHOe NOPUMEHEHHE JICHAIUMAOMHUJA U JeKcaMeTa3oHa
aCCOIIMMPOBAJIOCH C TOBBIIICHHBIM PHCKOM apTepuaibHbIX 13D (rmaBHbIM oOpasom, UM u
WHCYJIBTA). TOT PUCK OBLI HUXKE MIPH JICUCHUU JICHATUIOMUJIOM B COYCTAHHH C MeI(alaHOM U
MPEAHU30JI0HOM. Puck aprepuanbabix TO HUXKE y maniueHToB ¢ MM Ha ¢hoHE MOHOTEpanuu, 4yeM
Ha (hoHE KOMOMHUPOBAHHOW TEpAIUU C JICHATHIOMHUIIOM.

TakxuMm 06pazom, HEOOXOMMO HAOTIOAATH 32 MAITUEHTAMHU, UMEIOIIUMU (DaKTOpHI pucka T3, B ToM
yuclie ¥ TpoMOOo3bl B aHaMHe3e. CienyeT MmpeanpruHUMaTh MEPHI M0 BO3MOXXHOMY CHIDKEHUIO
BO3JCHCTBUS TakuxX (aKTOPOB pHCKAa Kak KypeHHe, apTepuaibHas TUIEPTEH3US,
runepiaunuaeMus. [IporHocTuueckoe 3HAYEHHE TakXKe HMEIOT  TpoMOOIMOOIHUYEcKHe
OCJIO)KHEHUSI B aHaMHe3€, COMYTCTBYIOLIAsh Tepamusi SPUTPONOITHHOM, 3aMECTUTEIbHAs
ropMOHanbpHas Tepanus. TakuM oOpa3om, mpenaparbl, O00JaJarIue 3PUTPONOITUICCKON
AKTHBHOCTBIO, a TAKXKE IpyTHUE MpenapaThl, KOTOPbIE MOTYT MOBBIIIATH PUCK PA3BUTHS TPOMOO30B

(HampuMmep, TOPMOHO3aMECTUTENbHAsl Tepamus), JODKHBI Ha3HAuaThCS C OCTOPOKHOCTHIO
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nagueHTaMm ¢ MM, npUHMMaOIKM JIEHAJIUAOMUJ BMECTE C JleKcaMeTa3oHOM. KoHueHTpanus
reMorjo0uHa Beime 12 r/a71 npennonaraeT NpekparieHne Tepanuy 3pUTPOIIO3ITHHOM.

Bpaun u mnanueHThHl [JOJKHBI BHUMATEIBHO OTCIIEKUBAaTh KJIMHUYECKHE CHMIITOMBI,
CBUJICTEIILCTBYIONMME O BO3MOKHOW TD. IlamueHTbl AOMKHBI OBITH TMPEAYNPEKIACHBI O
HE00XO0IMMOCTH HEMEAJICHHOTO O0OpallleHus K Bpady B Cilydae MOSABJICHUS TAKUX CUMIITOMOB KaK
OJIBIIKA, OOJIb B TPYAHOM KIIETKE, OTEK BEpXHEH UM HUKHEH KOHEYHOCTH.

Pexomenyercss mpouiakTHIECKOe Ha3HAYEHUE MPOTUBOTPOMOOTHYECKOM Teparuu, 0COOCHHO
NalyveHTaM, MMEIOUIMM JIOTOJIHUTENbHbIE (AKTOphl pHCKa pa3BUTUS TpomOo3a. PemeHue o
IPUMEHEHUU TPOTUBOTPOMOOTHUECKON Tepanuu ciaeyeT IPUHUMATh 0Cie TIATEIbHON OLIEHKU
UH/IMBUYaIbHBIX (PaKTOPOB PUCKA.

Ecnu y nanuenTa nosiBUJIMCh CUMITOMBI T3, He00X0AUMO MPEKPATHUTD JICUCHUE JICHATHIOMUAIOM
Y Ha3HAYUTh CTAaHJAPTHYI aHTHKOAryJIIHTHYIO Tepanuto. [lociie Toro, kKak cocTosHUE NalueHTa
CTaOWIIN3UPYETCsl Ha aHTUKOATyJISHTHOW Tepanuu, ¥ cuMOTOMbl TD OyAyT yCTpaHEHbI, MOKHO
BHOBb HauaTh JICUYCHHE JICHATUAOMHUIOM B TOM K€ 03¢ IpH ONaronpusiTHON OlLIEHKE
COOTHOILIEHUS TOJb3a/puck. IlamuenTty cienyer MpoJOKUTh aHTUKOAryJSHTHYIO TEparuio B
TE€YEHHE BCEro JAJIbHEHIIETO JICYCHUS JICHAUIOMHUIOM.

Jlecounas eunepmensusi

VY nanueHToB, MOJMYYaBIIUX JICHAIUJOMHUI, COOOIIATIOCh O Cly4asx JIETOYHOM THIIEPTEH3UH,
MHOTI'/Ia CO CMEPTENbHBIM Ucxoa0M. IlanneHToB cienyer obcaenoBaTh Ha MPeAMET MPU3HAKOB U
CHUMIITOMOB CEpAECYHO-JIETOYHBIX 3a00JI€BaHU 10 Ha4ala U BO BpeMs TEpaluy JCHAINIOMHIOM.
Heiimponenus u mpomboyumonenus

TsoKenpIMM  TO30JIMMUTUPYIOIIMMU  TOKCUYECKMMHM  SIBJIEHUSAMM JICHAINJOMUJA SIBISIOTCA
HEUTpOIeHUs] M TPOMOOIMTONEHUs. Pa3BepHyTbhIf aHanmuW3 KpOBH, BKIOYAs OMpEACICHHE
KOJINYECTBA JIEHKOLMTOB, (OPMYJbl KpOBH, KOJMYECTBA TPOMOOLUTOB, TeMOIJIo0UHa,
reMaToOKpUTa He0OXOAUMO BBINOJIHATH 10 HAYaTa Tepaluy, KaKIyl0 HEJIEN0 B TEUEHUE NTEPBBIX 8
HEZeNb TEpanuu JICHAIMIOMHMIOM M, 3aT€M, €XKEMECSYHO s MOHUTOPUHIA LUTONEHUH.
V¥ nanuentoB ¢ MKJI MOHUTOpPUHT cieayeT NpOBOAUTH KaXKble 2 HENENIN BO BpeMs 3 U 4 LIUKJIOB
Tepanuy, a 3aTeM — Mepel] HadyaJoM KaXJIOro CleAyloIlero nukia. I'paguk MOHUTOpHMHIA
nanenToB ¢ OJI wmm JIM3 — exxeHenenpbHO B TEUYCHHE MEPBBIX 3 Hemenb | mukia (28 mHel),
KaXKJIble 2 HeJIeH B TeueHue 2—4 [IUKJIOB, 3aTeM — B HadaJle Ka)KJ0ro ClIeAyomero uukia. Moxer
noTpe0OoBaThCS MPEPhIBAHUE TEPAIMK /WA CHIXKEHHE 10361 (CM. paszzen 4.2.).

B cinyuae pasBuUTHS HEWTpPONEHMH, LI€1€COO0pa3HO Ha3HAuYEHHUE IpenapaToB (akTopa pocTa.

[TaniueHTHl AOMKHBI OBITH MPOMH(OPMHPOBAHBI O HEOOXOIUMOCTH CBOEBPEMEHHO COOOIIATH
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JedanieMy Bpady o JJF0OOM MOBBIIICHHH TEMIIEPATYPHI.

[TaurenTam U BpayaM PEKOMEHIYETCS OTCICKHBATh MPU3HAKU M CHUMITOMBI KPOBOTEUEHMS,
BKIIIOYasi TIETEXUU U HOCOBBIC KPOBOTEUYCHHS, OCOOCHHO B CIy4asX, KOTJa OIHOBPEMEHHO
IPUMEHSIEMbIE JIeKapCTBEHHBIE MTpenapaThl CIIOCOOHBI MOBBIIIATH CKJIOHHOCTh K KPOBOTEUEHUSIM
(cm. paznen 4.8.).

Cnenyer ¢ OCTOPOXXHOCTBbIO Ha3HayaTh JICHAIMIOMHUJ C JIPYTUMH MUEIO0JICTIPECCUBHBIMU
npenaparamu.

Bnepsvie ouacHocmupo8anHas MHON*CECMBEHHAA MUENOMA: NAYUEHMbl, KOMOPbIM HOKA3AHA
MPAHCHIaHmMayus, Noayyasuiue JeHAIuooMud 6 KoMoOuHayuu ¢ oopme3omudoom u
oeKcamemaszoHom

HeiiTponienus 4 crenenu Tsokectu HaOmoaanach y 2,8 % u 28,7 % namuentoB B KU PETHEMA
GEM2012 u IFM 2009, coorBercTBeHHO. DebpuibHas HEUTpPOTNEHUS 4 CTENEeHH THKECTH
Haomogamace 'y 0,0 % u 1,1 % mammentoB B8 KM PETHEMA GEM2012 u IFM 2009,
COOTBETCTBEHHO. [lammeHToB crieayeT mpoMH(POPMHUPOBATH O HEOOXOAMMOCTH CBOEBPEMEHHO
coobmare 0 (HheOpMIIBbHBIX SMH30[aX, MOXET MOTPeOOBAaThCS MPUOCTAHOBKA TEparnuu W/WIn
CHIWDKEHHE JI03bI (CM. pazzen 4.2.).

TpomOoruTonieHust 3 uiu 4 CTENEHH TSKECTH Habmoganace y 6,3 % u 18,5 % manuentoB B KU
PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepegvlie ouacnocmuposannas mHodMcecmeeHnas Muenoma: nayuenmvl nocie TICK ¢
nocieoyrouwell noodepaicusarowetl mepanueti 1eHaIudOMUOOM

HJIP B xone KM CALGB 100104 Bxtouanu B ce0s siBIeHUS, 3aUKCUPOBAHHBIE ITOCTIE BBEIACHUS
BbIcOKO# 10361 Mendanana u TT'CK (BJIM/TT'CK), a Takxe sSBJICHHS B IEPUO/T ITOAICPKUBAIOIIIEH
Tepanuu. BTopoil aHanu3 BBIIBUJ SIBJIICHUS, BO3HUKILIKE IIOCJIE Haydajla MOAAECPKUBAIOIICH
tepanuu. B KU IFM 2005-02 6sutn 3aduxcupoBansl HPJI Tonbko 3a epro1 moaaepKuBaroiei
Tepanuu.

B o0uiem, HelTporieHus 4 cTeneHH TsHKecTH HaOII01a1ach ¢ BHICOKON YaCcTOTOW y MAallMeHTOB Ha
NOJICP)KUBAIOLICH Tepanuu JICHAJHIOMHUIOM 10 CpaBHEHHIO ¢ Ipymmoil manedo B nByx KU,
OIICHUBAIOIINX MOJJICPKUBAIOIIYIO TEPANUIO JICHATUAOMUIOM y nanueHToB ¢ BJIMM, nocne
TICK (32,1 % B cpaBHenun c¢ 26,7 % [16,1 % B cpaBHenun c¢ 1,8 % mocne Hayama
noanepxuBatoieit tepanuu]| B KU CALGB 100104 u 16,4 % B cpaBuenuu ¢ 0,7 % B KU [FM
2005-02, coorBerctBeHHo). HJIP B Buae HeHTporeHHH, BO3HHMKAIOIIME HA (OHE TEparuu U
MPUBOJAIINE K MPEKPAILIEHUIO TpUeMa JeHATUI0MUIa, ObUTH OTMEUeHbl y 2,2 % y MalueHToB B

KN CALGB 100104 u y 2.4 % nauuentoB B KU IFM 2005-02, cootBeTcTBeHHO. DebOpriibHas
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HeHTporeHus ObljIa 3aperucTpupoBaHa ¢ TAKOH JK€ YaCTOTOM y MAIMEeHTOB Ha MOJ/IePKUBAIOIICH
TEpanuy JEHAINIOMHIOM IO CpaBHEHHIO ¢ rpymnmoif ruranedo B oboux KU (0,4 % B cpaBHEHHU C
0,5 % [0,4 % B cpaBaenuu ¢ 0,5 % nocne Hayana nogaepxkuBatonieii Tepanuu| B KU CALGB
100104 u 0,3 % B cpaBuenuu ¢ 0 % B KU1 I[FM 2005-02, coorBeTcTBeHHO). [laruenToB cnegyer
pOorH(POPMHUPOBATE O HEOOXOAMMOCTH CBOEBPEMEHHO COo00maTh O (eOPHIBHBIX AMHU307aX,
MOXET MOTPeOoBaThCsl MPUOCTAHOBKA TEPANTUU U/UJIM CHIDKEHHUE JT03bI (cM. paszen 4.2.).
Tpomborutonenuss 3 uinu 4 CTEMEHW OTMEYalach Yalle y MalUeHTOB Ha MOJJEP>KUBAOIIEH
Tepanuy JICHAJTUIOMUJIIOM II0 CpaBHEHHMIO ¢ rpymmod rmiane6o B KU, kotopwie oneHuBam
MOJICPKUBAIOIIYIO0 Tepanuio JieHanuaomuaoM y mamueHToB ¢ BIMM nocne TI'CK (37,5 %
B cpaBHeHuu ¢ 30,3 % [17,9 % B cpaBHenuu ¢ 4,1 % nocie Havana MoAAepKUBAIOIICH TepanuHu |
B K11 CALGB 100104 u 13,0 % B cpaBuenuu c 2,9 % B KU1 IFM 2005-02, cOOTBETCTBEHHO).
[TaruenTam W BpauaM pPEKOMEHIYETCS OTCIEKHUBATHh MPHU3HAKW M CHUMIITOMBI KPOBOTEUEHHS,
BKJIOYasi TMETEXUU U HOCOBBIE KPOBOTEUEHHS, OCOOCHHO B Cily4asX, KOTJa OIHOBPEMEHHO
MPUMEHSIEMBIE JICKAPCTBEHHBIE TIPemapaThl CIIOCOOHBI TIOBBIIIATH CKJIOHHOCTHh K KPOBOTEUCHUSIM
(cM. pazzen 4.8.).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELIOMA. NAYUEHMNbL, KOMOPLIM He NOKA3AHA
MPAHCRAAHMAayus, Noayyaguiue JNeHamuoomMud 6 KoMmoOuHayuu ¢ Oopmesomubom u
oexcamemaszoHom

UYactoTta pa3BUTHS HEHUTPONEHUM 4 CTENEHU TSHKECTH ObUTa HUKE y TMAlMEHTOB, MOJYYaBIIUX
JICYCHUE JICHAIMIOMHUIIOM B KOoMOMHanuu c Oopre3ommboM u jaekcamerazoHoMm (RVd), B
cpaBHeHuH ¢ rpynnoi nedenus Rd (2,7 % B cpaBHenuu ¢ 5,9 %) 8 KU SWOG S0777. Uacrora
pa3BuTHs GpeOpUIbHON HEHTponeHuu 4 cTeneHu TsokecTd B rpymnmnax jedenus RVd u Rd Obuta
onunakoBoit (0,0 % B cpaBHenuu c¢ 0,4 %). IlanmeHToB cienyer NpoUH(DOPMHPOBATH O
HEOOXOAMMOCTH CBOEBPEMEHHO €000maTh 0 (eOPHIbHBIX 3MU307aX, MOXKET MOTPeOOBATHCS
MPUOCTAHOBKA TEPAIMK W/WJIM CHIDKEHUE 0361 (CM. pa3aen 4.2.).

YacroTa pa3BUTHS TPOMOOLUTONICHUH 3 WU 4 CTETICHU TSHKECTH ObLa BBIIIE B TPYIINE JICYCHUS
RVd B cpaBaenuu ¢ rpynmnoii Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELIOMA. NAYUEHMbL, KOMOPLIM He NOKA3AHA
MPAHCRAAHMAYUSA, NOTYUABULIUE TIeHATUOOMUO 8 KOMOUHAYUU C HUSKUMU 003aMU OeKCAMEMAa30Ha
HeiiTponienuto 4 cTeneHn TSHKECTH peke HAOMI0aId y AIMEHTOB, MOTYYaBIINX JICHATHIOMU/I B
KOMOMHAIMM C JIEKCaMeTa30HOM, YeM Yy MAIMeHTOB B rpymne cpaBHeHus (8,5 % B rpynmax Rd
[menpepriBHOE JeueHue | u RA18 [neuenue B Teuenne 18 4-HenenbHBIX UKIOB] 1O CPABHEHHIO C

15 % B rpynne, npunuMaBiux MPT (cMm. paznen 4.8.). Onuzonasl hedpunbHOM HEHTponeHUH 4
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CTETICHH TSHKECTH BCTPEYATUCH C OJMHAKOBOW YaCcTOTON B TPYIIIE JICHATHIOMU/ IeKCAaMETa30H
(0,6 % B rpymmax MNalUEHTOB, MOJydYaBIIUX JeHamuaoMua/aekcamerason Rd u Rd18, mo
cpaBHeHuto ¢ 0,7 % B rpynne MPT) (cm. paznen 4.8.).

TpomOoruTonieHus 3 K 4 CTETNICHH TSHKECTH HAOII0aIach B MEHBIIICH cTereHu B rpynmnax Rd u
Rd18, uem B rpynne cpaBuenus (8,1 % B cpaBuenuu ¢ 11,1 %, cOOTBETCTBEHHO).

Bnepsvie duacnocmuposannas MHOMCECMBEHHAS MUELOMA. NAYUEHMbL, KOMOPLIM He NOKA3AHA
MPAHCNIAHMAY U, NOTYYAIOUUE TEHATUOOMUO 8 COYEMAHUU C MENPANAHOM U NPEOHUZOLOHOM
[Ipumenenue nenanmuaomuaa ¢ mendaranoMm u npeaauszoionoMm B KU y mamuentoB ¢ BJIMM
COTPOBOXKAAIOCH 0oJiee BBHICOKOW 4YacTOTON HeWTpomnenuu 4 crenenu tspkectu (34,1 % npns
TpYNIbl Tepanuu MeldaraHoM, MPEAHH30JI0OHOM H JCHATUAOMUIOM U 3aT€M JICHATUIOMHUIOM
[MPR+R] u Mendananom, mpeJHU30JI0HOM M JICHATHIOMHUIOM U 3arteM rmiarnebo [MPR+p] no
cpaBHeHuo ¢ 7,8 % B rpynne MPR+p) (cMm. paznen 4.8.). Onuzoas! ¢pedpunbHOM HeHTponeHun 4
cTerneHu TshkecTH Habmoganuch Hedacto (1,7 % B rpynne MPR+R/MPR+p no cpaBHenuio ¢
0,0 % B rpynne MPp+p) (cm. paznen 4.8.).

[Ipumenenre kKoMOMHAINMY JICHATUAOMHE 1A ¢ Mel(araHOM U ITPETHU30JIOHOM y TanueHToB ¢ MM
COTIPOBOXKAAIIOCH O0Jiee BBICOKOM YacToToi TpombouuTonenuu 3 u 4 crenenu tsokectu (40,4 % B
rpynne MPR+R/MPR+p no cpaBaenuto ¢ 13,7 % B rpynne MPp+p) (cMm. pazzaen 4.8.).
MHnoowcecmeennasn muenoma. nayueHmsl, HOLYYUSUIUE KAK MUHUMYM OOHY JUHUIO Mepanuu

Puck pasButus HeHTponeHUM 4 CTENEHU TSKECTH y NauueHToB ¢ MM, mogydmBIIMX Kak
MUHUMYM OJHY JIMHUIO TEpanuH, I[P OJHOBPEMEHHOM Ha3HAYCHUM JICHAIUJIOMHIA U
neKkcameTazoHa  oueHb  Bbicok (5,1 % B rpymme  MAnmUEeHTOB,  IOJy4YaBLIMX
JICHAIMIOMUJ/IeKcaMeTa3oH, oTHocutenbHo 0,6 % B rpynme MNaluMeHTOB, MOJYYaBIIUX
iane0o/nekcamerason).  Onuzonsl  (GeOpunbHON  HelTpomeHnmn 4 CTENEHU  TSHKECTH
pETUCTPUPYIOTCS HEYacTo (0,6 % B rpymnmne MallMEHTOB, MIOJIy4aBIINX
JeHanuaoMu/aeKcameTazod, otHocutenbHo 0,0 % B rpymnme MNanueHTOB, MOJYYaBIIMX
riane0o/nekcamerason) (cMm. pazgen 4.8.). Bricokas yacToTra pa3BUTHS TPOMOOLMTOICHUU
3 u 4 cTeneHu THKECTU OTMEYAeTCs y mauueHtoB ¢ MM mpu OJHOBpEMEHHOM Ha3HAYEHUU
neHanuaoMuna U jnekcamerazoHa (9,9 % um 1,4 %, COOTBETCTBEHHO, B TPYIIE IAIMEHTOB,
MOJTYYaBIIUX JICHATHIOMHU/I/ IEKCaMeTa30H, oTHOCUTENbHO 2,3 % u 0,0 % B rpymnme mamnueHToB,
MoJTydaBIuX Iarnedo/aexcamerason) (cm. pazaen 4.8.).

Muenooucniacmuyeckue cuHOpoMbl

VYV nauuwentoB ¢ MJIC nedeHue JIEHATMAOMHUIOM 4Yallle BbI3BIBAJIO PA3BUTHE HEUTPONEHUU M

TpoMOOIIUTONIEHNH 3 ¥ 4 CTENIEHU TSKECTHU IO CPAaBHEHHIO ¢ Tutare6o (cm. pazaen 4.8.).
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Jlumgoma u3 Kiemox MaHmMuHoU 30Hbl

VY nanuentoB ¢ MKJI nelitponienus 3 u 4 cTeneHu TSHKECTH pa3BUBANIach yalle Ha (poHe JeueHHs
JICHATUOMUIOM, YeM Y TIAIIHEHTOB KOHTPOJILHOM rpymiisl (CM. pasaen 4.8.).

DonnuKynapHas aumpoma unu aumpoma uz Kiemox MapuHaiIbHOL 30Hbl

[IpumeneHue IeHaTMI0MHUAa B KOMOMHAIIUY C pUTYKCuMabom y nanueHToB ¢ OJI u JIM3 cBsizano
¢ OoJsiee BHICOKOHM 4acTOTOM pa3BUTHSI HEUTPONIEHUU 3 MM 4 CTENEHH TSHKECTH IO CPAaBHEHUIO C
nalyreHTaMH, MoJyJyaroIuMH 1ianedo/putykcumad. HeBbicokast yactoTta pa3Butus peOpriibHON
HEUTPONEHUH W TPOMOOIMTONEHUU 3 WM 4 CTENeHU TsDKeCTH HaOrofanach Kak B TpyIIne
JICHATMIOMHUI/PUTYKCUMA0, TaK W B rpyrie/mianedo (cM. pasaen 4.8.).

3abonesanus wumosuUOHOU dceesvl

NmeroTcst cooOrienus o ciryyasix THIOTUpeo3a U runeptupeosa. Ilepen HauaaoM JeueHus cleayeT
OLICHUTh COIYTCTBYIOIIME 3a00JIeBaHMsI, CIOCOOHBIE OKa3blBaTh BIMAHHE Ha (YHKIHUIO
HIUTOBUTHOM jkeJe3bl. PekoMeHayeTcst MpoBOIUTH OLIEHKY (QYHKIIUHU IIUTOBUIHOM JKeJe3bl Mepet
HAYaJIOM JICUCHHUS U €€ PETYJSIPHBIN KOHTPOJb Ha (POHE MpUMEHEHUs Ipernapara.
Iepughepuueckan netiponamus

Monekyna neHanuaoOMUIa CTPYKTYPHO CXOXKa C MOJIEKYJIOW TaauJOMMIA, KOTOPBIA HW3BECTEH
CBOEH CTMOCOOHOCTHIO BBI3BIBATH TSKENIYIO TepuUpEepUIeCKylo Helpormatuio. TeM He MeHee, He
OTMEYEHO IMOBBIIIEHHOW YaCTOThI pa3BUTHs Nepudepryueckoil Helponatun mpu geueHnu B/IMM
Ha (OHE JICUYCHUS JCHATUIOMUIOM B KOMOWHAIIMU C JIEKCAMETa30HOM WU MeldamaHoM U
MPEAHU30JIOHOM, WM IPU HAa3HAYEHUM MOHOTEPANMM JICHATUAOMUIIOM, WM IPHU JJIUTEIBHOM
IIPUMEHEHNH JICHAINIOMUA.

[Ipumenenne neHanTuAOMUAA B KOMOWHAIIMM C BHYTPUBEHHBIM BBEJCHHEM Oopre3oMuba u
JIEKCAaMETa30HOM y TalueHToB ¢ MM cBsizaHo C 0Oosee BBICOKOM 4YacTOTON pa3BUTHS
nepudepudeckoit HeliponaTuu. YacToTa pa3BuTHs NepudeprudecKoil HeWponaTiu ObliIa HIKE TPU
MOJKOXHOM MYTH BBeJeHUs OopTtezomuba. bonee monpoOHas mHbopmalis ykasaHa B pasjelie
4.8. nu B OXJIII/MHCTpYKLIMH 110 MEAUIIMHCKOMY IPUMEHEHHUIO U1 6opTe3oMuoa.

Cunopom «ecnviuxuy onyxoau (TFR) u cunopom ausuca onyxonu (TLS)

B cBA3M C BBIpAKEHHOM AHTHHEOIUIACTUYECKOM AKTUBHOCTBIO JICHAIMIOMHUJA BO3MOXKHO
passutue TLS. Ha done neuenus nenanmugomuaom TLS u TFR HaGmroqanuce yacto y manueHTOB
C XPOHHUYECKUM JHUMQOIUTAPHBIM JIEHKO30M M HEYACTO Y MAIMEeHTOB C JuMdomoil. boum
3apeTUCTPUPOBAHBI U JIeTallbHbIe UCX0bl TLS BO Bpemsi npuMeHeHus JieHanuaoMuaa. Beicokomy
pucky pasutusi TLS m TFR ocoOeHHO moOIBEpKEHBI TMAIMEHTHI, HMEIONNE OOJBIIYI0

OITyXOJIEBYIO MacCy JI0 Hayaja Tepamnuu. Y TaKuX MMallMeHTOB HYKHO OYEHb OCTOPOKHO HAUMHATH
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TEpanuio JCHATUIOMUIOM. 32 3THMU MalUCHTaMHU JOJDKHO OBITh OPraHHW30BAaHO IMOCTOSIHHOE
HaOJroieHne, 0cOOEHHO B TEUEHHUE MEPBOT0 IIMKJIA TEPANUU UM B MPOLIECCE MOBBIMICHUS J103bI
npernapara, a Takke HeoO0XOIMMO NPUMEHEHHE OOIIENpPUHATHIX HpoduiakTHueckux mep. Ha
¢oHe JeyeHns TCHATUIOMHIIOM ManueHToB ¢ MM B peakux ciaydasx coOOIMIanoch O Pa3BUTHH
TLS, y naumentoB ¢ M/IC pa3sutue TLS He 3apeructpupoBaHo.

Jlumdoma U3 KI1eToKk MAaHTUIHOM 30HBI

PexoMeHayercss MOCTOSSHHOE HaOmoeHue W KOHTpoib 3a cumnromamu TFR. IlamueHTsl ¢
YCTAaHOBJIEHHBIM B XOJI€ IMATHOCTUKHA BBICOKUM MEXIYHAPOIHBIM MPOrHOCTUYECKUM HHJIEKCOM
(MIPI) mim ncxolHO TeHepaTn30BaHHON JMMQoaaeHonaTiel (HaInurue, Kak MUHUMYM, OJTHOTO
oyara JAuaMeTpoM =7 cM) MoryrT umerb puck paszButus TFR. CuHapoM TpaH3UTOPHOIO
yCYryONeHHus] KIMHUYECKUX TPOSIBICHUN OIMYXOJIHM MOXKET MacKHPOBaTh IMPOrPEeCcCHPOBAHUE
3a0oneBanus. [lamuenTtam, y kKoTtopeix Obul mumarHoctupoBan TFR 1 w 2 crenenu, Obutn
Ha3Ha4eHbl TIOKOKopTukocTepounbl, HIIBII w/unm HapKkOTHYECKHWE aHANBIETUKH IS
kynupoBanusi cumntomoB TFR. Pemenne o neuenun TFR nmomkHo 0asupoBaThCsi Ha
WHAUBUIYATHHOM MOAXO/E K OLEHKE Pe3yJIbTaTOB KIMHHYECKOTO 00CIeAOBaHUS MAIleHTa (CM.
pasznensi 4.2. u 4.8.).

DonnukynapHas aumpoma unu aumpoma uz Kiemox MapeuHaibHOU 30Hbl

Pexkomennyercss mocTosHHOEe HaOmoaeHMEe W KOHTpoib 3a cumnromamu TFR. Cunapom
TPAH3UTOPHOTO YCYTyONeHHs] KIMHUYECKUX TMPOSBICHUN OIMYyXOMH MOXKET MacCKHUPOBAaTh
nporpeccupoBanue 3aboneBanus. I[lanmmeHtam, y KOTOpeiX Obl1 auarHoctupoBan TFR 1 u
2 crerieHW, OBLTM Ha3HA4YeHBl TiItOKokopTukoctepouasl, HIIBII w/umm  HapkoTuyeckue
aHaJIbIeTUKU Ui KynupoBaHus cumnroMoB TFR. Pemenue o nedennn TFR  nomknO
0a3upoBaThCs HA WHIUBUIYaTbHOM TOAXOJE K OILEHKE pPe3yJdbTaToB KIMHUYECKOTO
obcnenoBaHus manuenTa (cM. pazaensl 4.2. u 4.8.).

Pexomenmyercs TiaTenbHBIA KOHTPOJb M orneHka TLS. Heobxommmo mopmepxkaHue ypOBHS
XKUJKOCTH B OpPraHuU3Me MallMeHTOB, MpodruiakTudeckoe neuenne TLS, a Takxke mpoBeneHUE
€XKEHEJISIbHOTO Pa3BEPHYTOr0 OMOXMMHYECKOTO aHallM3a KPOBH B TEUCHHE MEPBOTO IMKIIA WIIN
JIOJIBIIIC B COOTBETCTBUH C KIIMHUYECKUMH TIOKa3aHUAMU (CM. paszuensl 4.2. u 4.8.).

Onyxonesas macca

Jlumgoma u3 Kiemox MaHmMuHoU 30Hbl

JleHanmuaoMu HE PEKOMEHIYETCSl MPUMEHSTh Yy MalMeHTOB ¢ OOJIBIION Maccod OMyXOJId MpU
HaJIU4HMH AIbTEPHATUBHBIX METOJIOB JICUCHHUS.

Pannss CMePnIHOoCmb
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B K1 MCL-002 B menoM BBISBICHO 3aMETHOE yBelWYeHUE paHHed (B TeueHue 20 Hemelnb)
cMepTHOCTH. [laneHTsl ¢ UCXO0MHO OOJBIION MAacCON OIYyXOJIM OTHOCATCS K TPYIIE BHICOKOTO
pHUCKa paHHEW CMEpTH: B TPYIIINE JICHATUAOMUIA PaHHIS CMEPTh Oblila 3aperucTpupoBana y 16 us3
81 maruenta (20 %), a B KOHTpoOJIbHOM rpymme —y 2 u3 28 nanuentos (7 %). B Teuenue 52 Henensb
JICUEHUs 3TU MOKA3aTeIH COCTABUIIN, COOTBETCTBEHHO, 40 % (ymep:no 32 mauuenta u3 81) u 21 %
(ymepio 6 mauueHToB u3 28).

Hesicenamenvnuie nexapcmeennvie peaxyuu (HJIP)

B KN MCL-002 teparnust 1eHanmuagoMuaoM Obuta oTMeHeHa y 11 u3 81 manueHToB ¢ O0mbIIon
maccoi ormyxoiu (14 %) Bo Bpems 1 1ukiia jJedeHus, a B KOHTPOJIbHOU rpymne —y 1 nmaruenra u3
28 (4 %). OcHOBHOM MPUYMHONW OTMEHBI JICUCHHUSI Y MAIIMEHTOB ¢ OOJIBIION Maccoi OIyXoJiu B
rpymnme jJeHaauaoMuaa Bo Bpems 1 nukia Obuto pazsutue HJIP y 7 maumentoB u3 11 (64 %).
Takum o0pa3om, MalyeHThl ¢ OOJIBIION MacCOM OIMyXOJIH JTO0JKHBI HAXOIUTHCS MO TOCTOSTHHBIM
HaOmoaeHueM 11st koutpouist 3a HJIP (cm. pa3nen 4.8.), Bkimtodas cumntombl TFR. Pexomennarum
110 U3MEHEHUIO 103bl Ipenapara npu pazsutuu TFR npusenens! B paznene 4.2. bonpmas mMacca
OITYXOJIM ONPENENAeTCs IPU HAIMYUM y MAalMeHTa, 10 MEHbIIEH Mepe, OJHOTO oyara pasmepom
> 5 cM B AuameTpe au0o 3 oyaroB >3 cM.

Annepeuueckue peakyuu u maxcenvle KOJICHble peaKyuu

NmeroTcst cooO1IeH st 0 ciyyasx aJljlepruyeckKiX peakluii, BKII0Yasi aHTHOHEBPOTHUECKUI OTeK,
aHAQUITAKTUYECKYIO0 PEAKIUIO, U TSHKENBIX KOXKHBIX pPEeaklusx, BKIoYas cuHapoM CTHBEHCA-
JIXKOHCOHA, TOKCHMYECKHH HNUIACPMAJIbHBIA HEKPOJIM3 U JICKAPCTBEHHYID PEaKIHUI0 C
s03uHOuUIMen u cucteMHou cumnromatukord (DRESS-cunnpom) y manueHToB, MpUHUMAIOITUX
neHanuaoMun (cM. pazaen 4.8.).

Jleyamuii Bpay JOJDKEH NPOMH(MOPMHUPOBATH MAIMEHTAa O CHMIITOMAaxX 3TUX peakuuil u
MOPEKOMEHI0BAaTh HEMEIJICHHO OOpaTUTHCS 3a MEAMIIMHCKOW MTOMOIIBIO B CIIy4yae UX Pa3BUTHA.
[Ipu mosiBNIEHUM AHTMOHEBPOTHUYECKOIO OTEKa, aHa(pUIAKTUYECKOW peakuuu, 3K(OIUAaTUBHBIX
Wi OyJUIe3HBIX BBICHINTAHWA Ha KOXE WM TMOAO3PEHUU Ha pasButue cuHapoma CTHBEHCa-
JIKOHCOHA, WM TOKCHYECKOTO 3MUAEpMalibHOro Hekpoisusa, win DRESS-cunapoma cnemyer
HEME/UIEHHO MPEKPATUTh NPUMEHEHUE JCHAIWIOMUJA, JIEYEHHE KOTOPBIM HE CIEeayeT
BO300HOBJIATh M MOCJE MCUE3HOBEHUS KOXKHBIX MposiBieHuid. HeoOxoaumocTh nepepbiBa WK
OTMEHBI JICHATUJOMHUJIA CJIEAYeT PACCMOTPETh B CiIy4yae MOSIBICHUS APYTMX BHUJIOB KOXKHBIX
peakiuii B 3aBUCUMOCTH OT HX BBIPAKEHHOCTH. B CBSI3W € TEM, 4TO UMEIOTCS HayudHbIE
myOJIMKaUU O BO3MOXKHBIX MEPEKPECTHBIX PEAKIUAX MEXIY JECHAIUJOMUIOM U TaTUIOMUIOM,

clenyeT ¢ 0oco0OM TIIATENhbHOCThIO KOHTPOJIHPOBATh COCTOSIHHUE MAIlEHTOB, Y KOTOPHIX B
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aHaMHe3€ eCTh YKa3aHWs Ha aJUIePTHUYeCKUe pEeaklUd B TMEPHOJ JICUCHHUS TaTUIOMHUIOM.
JlenanmuaoMu HENb3s Ha3HAYATh MAIMEHTaM, Y KOTOPHIX MMEIOTCS B aHAMHE3€ YKa3aHHs Ha
TSDKEIIbIE KOKHBIE PEakiiuy Ha JOHE MPUMEHEHUS TAIUJOMHU/IA.

Pazeumue nepsuunvix 3n10xkauecmeenuvix onyxonei opyeou aoxanuzayuu (I1OHJI)

B KW ormeuena Oosiee BBICOKas 4YacTOTa BO3HMKHOBEHHS MEPBUYHBIX 3JI0KaUE€CTBEHHBIX
OITyXOJIeH PYyroi JOKaIW3aluy y MalMeHTOB, paHee MOIYYaBIINX JICYCHHE JICHATUIOMUIOM U
nekcamerazoHoM (3,98 na 100 uenoBeko-j1€T) MO0 CpaBHEHHUIO ¢ KOHTPOJIBbHOU Tpymmoi (1,38 Ha
100 ugenmomeko-ner). Hennrazuabie [1OJIJ] Brimrowanmu GazaqnoMy W IUIOCKOKJIETOYHBIA pak
Koxu. bonbmast yacte nHBa3uBHBIX [1O/1JI oTHOCHIIACH K COTMIHBIM OITYXOJISIM.

B KU y naniuentoB ¢ BIIMM, xoTopsiM He Ob1a mokazana TI'CK, moydaBmux n1eHaIUIOMA]T B
KOMOMHAIMM ¢ MendalaHoM | TMPEAHU30JI0OHOM JO0 MPOTPEeCCUPOBaHUs, HAOIIOJAIOCH
yBenudyeHue 3aboneBaemMoctu rematosormueckumu [IOJJI (OMJI, MJIC) B 4,9 paza
(1,75 ma 100 yenoBEKO-JIET) MO CPaBHEHUIO C TMAIMEHTAMH, MOJyYaBIIMMHU MeldanaHn B
koMOuHaimu ¢ npenuuzononoMm (0,36 ma 100 uyenoBeko-neT). YBenuueHHe 3a00J€BAEMOCTH
comuaasiMu [TO/1JI B 2,12 pa3za oTMedanoch y MaueHTOB, MOMYYaBITNX JICHATHIOMHI (9 ITUKIIOB)
B KoMOWHanuu ¢ mendaranoM u npeaanszoiaoHoM (1,57 na 100 gyenoBeko-JIeT) MO0 CPaBHEHUIO C
MerndaraHoM B KoMOUHaIuu ¢ mpeaan3ooHoM (0,74 Ha 100 yemoBeko-yeT).

Y nmanueHTOB, TMONYYaBIIMX JICHATHIOMHJ B KOMOWHAIMM C JEKCAMETa30HOM 10
MPOTPEeCCUpPOBaHUs WK B TeueHUe 18 mecsies, 3ab6oneBaemMocTs remaronornueckumu [1O1J] ve
yBenuuuBaitack (0,16 wa 100 wuyenoBeko-ler), Mo cpaBHeHHWIO ¢ npuemom MPT
(0,79 na 100 yemoBeko-J€eT).

YBenuuenue 3aboneBaemoctu conuaubivMu [1IOJIJI B 1,3 pasza 3aperucTpupoBaHO y MalUEHTOB,
MOJTyYaBIIUX JICHATUAOMHU] B KOMOMHAIIMHM C JIEKCAMETAa30HOM 10 MPOTPECCUPOBAHUS WU
B TeueHue 18 wmecsueB (1,58 wa 100 yenoBeko-yier) mo cpaBHeHHIO ¢ npuemom MPT
(1,19 na 100 yemoBeko-y€eT).

VY mnanumentoB ¢ BJIMM, mnonyuarommx JIEHATUIOMHI B KOMOMHAIMH ¢ OOpTE30MUOOM H
JIeKcaMeTa30HoM, yacTota pa3BuTus remaronorudeckux [IOIJI cocrasmsuia 0,00-0,16 wa 100
YEeJI0BEKO-JIET, a yacTtoTa pa3Butus coauaubix [1OJI —0,21-1,04 na 100 yenoBeko-merT.
[ToBbiieHHBI pHUCK pa3BuTHs Temarojormueckux [IOJJI Ha Qone mpuema neHaTMAOMHIIA
aKTyaJIeH Takke U s nanueHTtoB ¢ BIMM nocne TpaHCIUIaHTalMy CTBOJIOBBIX KIIETOK. XOTS
ATOT PUCK EIlIe HE MOJTHOCTHIO 0XapaKTEepPH30BaH, €r0 HYKHO UMETh B BUAY, IPUHUMAs PEIICHUE
0 Ha3HAUEHUU JICHATHIOMH/Ia JAaHHOU TPYIIIe MalueHTOB.

Yacrora rematonorunueckux [1OJJI, rmaBasiM o6pazom, OMJII, M/IC u B-knerounsix sumdom
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(Bimrouast numdpomy XomkkuHa) cocraBmsia 1,31 Ha 100 yenmoBeko-leT Uil TPYIIIBI
nenamunomuaa u 0,58 Ha 100 uenoBeko-ner ans rpynmnsl ianedo (1,02 za 100 yenoBexo-net st
rpynnsl geHanuaomuaa nociae TI'CK u 0,60 Ha 100 yenoBeko-i€eT 1 NAllMEHTOB, KOTOPHIE HE
noyvyaym JeHanmuaoMu mocae TT'CK). Yacrora pazsutust comuanabix [IOJ1J] cocraBnsna 1,36 Ha
100 genoBeko-yeT yist rpymnmbl ieHanuaomuaa u 1,05 va 100 genmoBeko-j1eT 11 TPYMIbI Iiarnedo
(1,26 na 100 uenoBexo-net ans rpynmnsl JeHanuomuaa nocie TT'CK u 0,60 na 100 yenoseko-yner
JUTs1 TAIMEHTOB, KOTOphIE He noxydanu Jienanuaomua nocie TT'CK).

Puck paszButus remaronorndeckux I[IOJIJI crnemyer yuuThIBaTh Tiepell Ha3HAYECHUEM
JeHATMOMHUIA KaK B KOMOMHAIINU C Meli(paTaHOM, TaK U HETIOCPEICTBEHHO TOCTe MPUMEHEHHUS
BIM/TT'CK. Bpauu momKkHBI BHUMATEIbHO OOCIEIOBaTh MAlMEHTOB C HCIIOJIb30BaHHUEM
CTaHJAPTHBIX TUATHOCTHYECKUX MeToA0B s BhisiBiaeHUs [IO/1JI kak mepen HavaioM Teparuu,
TaK 1 B TEYEHHE BCETO Mepro/ia jeueHus. Jleuenue ciaenyet NpoBOJAUTh COrNIaCHO OOMIETIPUHSATHIM
PEKOMEHIALIHSIM.

IIpoepeccuposanue 0o OMJI npu MJ[C ¢ nuzkum u npomexrcymounsvim-1 puckom

Kapuomun

HcxonHble  mepeMeHHble, BKJIOYas  COBOKYIIHOCTb  IMTOT€HETHUYECKHX  HApYIICHHI,
npeaonpeAesioT nporpeccupoanue 10 OMJI y manueHToB, 3aBUCUMBIX OT TeMoTpaHnchy3uit u
JEMOHCTPHUPYIOIINX Jenelnto 5q. B xone komOuHupoBanHOTO aHanm3a 1Byx KU nenanmmomuma
y narueHToB ¢ MJIC HU3KOTrO M MPOMEKYTOYHOr0-1 prcKa OBIJIO OTMEYEHO, YTO MAIUEHTHI CO
CJIO’)KHBIMU IIUTOT€HETUYECKUMH HAPYIICHUSIMH JIEMOHCTPUPOBAIM CaMbI BBICOKUUN 2-JIETHHUI
KyMYJSTUBHBIM puck mporpeccupoBanuss 1o OMIJI (38,6 %). IlporHozupyemas uacTtoTa
nporpeccupoBanus 1o OMJI B TedyeHue 2 JieT y MallMEHTOB C M30JMPOBAHHOW Jenenued 5q
cocraBuna 13,8 % mno cpaBHenuto ¢ 17,3 % y mnaumeHTOB C neneuMed 5q U OJHUM
JOTIOJTHUTEIbHBIM [IUTOT€HETUYECKUM HAPYIICHUEM.

CoOOTBETCTBEHHO, COOTHOIIICHHUE TI0JIb3a/PUCK Tepalnuu JeHaaoMuaoM namuentoB ¢ MJIIC5q B
COUYETaHUH C KOMIUJIEKCOM LIUTOT€HETUYECKUX HapyIIEHUH HEU3BECTHO.

Onyxoneeswiti npomeun P53 (TP53)

Myramus TP53 Boznukaer y 20-25 % nauuentoB ¢ M/IC5q ¢ HU3KMM PUCKOM U CONPSDKEHA €
BBICOKMM pHUCKOM TmiporpeccupoBanus a0 OMIJIL Tlpu perpocnektuBHOM aHanuze KU
nenamunomuaa npu MJIC Huzkoro u npomexyrtoyHoro-1 pucka (MDS-004) mporaosupyemas
yacTota mnporpeccupoBanusi 10 OMJI B teuenue 2 ner cocrtaBisier 27,5 % y HalUEHTOB C
nosiokuTenbHbIM  pesynbraroMm UI'X-p53 (1 % ypoBeHb OTCEYKHM CHIIBHOTO SIEPHOTO

OKpAIllMBaHUs C MCIOJb30BAaHHEM HWMMYHOTHCTOXMMHUYECKON OLleHKH Oenka p53 B KauecTBe
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3aMEHUTENS MyTalMoHHOro cratyca TP53) u 3,6 % y manueHToB ¢ OTpULIATEIbHBIM PE3YJIbTaTOM
NI'X-p53 (p =0.0038) (cm. pazaen 4.8.).

Ipoepeccuposarnue 0o Opyaux 3noxavecmeernvix onyxoneu npu MKJI

VYV nauuentoB ¢ MKJI OMJI B-kieTouHble ONMyXO0JIM M HEMETAHOMHBIM pak KOXKH SIBIISIIOTCS
UACHTU(PUIIUPOBAHHBIM PUCKOM.

Paszsumue nepsuynvix 310Ka4ecmeennvix onyxoaeu opy2ou aokarusayuu npu PJI1 unu JIM3

B uccnenoBanuu ¢ ydyactheM MalMeHTOB ¢ penuauBupylomieit/pedpakrepaoit @JI u JIM3 He
OTMEYaJIOCh TOBBIMIeHUs pucka passutus [IOJJJI B rpynme JeHaTUaOMUA/pUTYKCUMAO IO
cpaBHEHHUIO ¢ Tpymmoi mianedo/purykcumad. ['ematomornueckue [TOJIJI OMJI Bo3HukiIM B
0,25 cmyudaeB Ha 100 yenoBeko-jieT B rpymnme JeHanuaoMua/purykcumad u B 0,48 ciaydaeB Ha
100 denoBeko-IeT B TpyMNIe MalMEHTOB, TMOJydYaBMIMX MIanedo/purykcumad. Yacrora
BO3HUKHOBEHMsI reMaTtosiorndeckux u conuaubix [TOJI (3a nckimroyeHrneM HeMEJIaHOMHOTO PaKa
koxu) coctaBuna 0,74 cmydast Ha 100 yemoBeko-JeT B TpyIIe JICHATUIOMI/pUuTykcumad u 1,97
ciydaeB Ha 100 4emoBeKo-JeT B TpyNIe MalMeHTOB, MOMyYaBIINX IUTane0o/puTykcumad, mpu
MeJraHe NIUTEeLHOCTH eproia Habmoaenui 29,8 mecsies (nuanazos — ot 0,5 1o 51,3 mecsa).
HemenaHnomMHbIi  pak KOXH  SBISETCS UJICHTUGUIUPOBAHHBIM PHUCKOM M  BKJIIOYAET
TIJIOCKOKJIETOYHBIN paKk ¥ 0a3aIbHOKJICTOYHBIN paK KOXKH.

Bpauam cnenyer npoBoaute MoHUTOpHHT paszutusa IO/ y mauuentos. Ilpu paccMoTpenun
BOIIPOCA O TEpaIuU JICHATUJOMUAOM CIIEyeT YUYUTHIBATh KaK MOTEHIMAIbHBIE MPEUMYIIECTBA
JICHAJIUIOMU 1A, TaK U pUCK Bo3HUKHOBeHUs [1O1JI.

Hapywenus co cmoponvl neuenu

[TeyeHoyHast HEQOCTATOYHOCTh, BKIIOYAs CIIy4ald CO CMEPTEIbHBIM HCXOAOM, ObLIa
3apEruCTPUPOBAaHA Yy TAIMEHTOB, IMOJIYYaBIIUX JICHATUAOMHU] B paMKaX KOMOMHHPOBAHHOU
Tepanuu: OCTpas TMEeYEeHOYHAas HEJOCTaTOYHOCTb, TOKCUYECKHUH TemaTuT, LUTOIUTHYECKUN
renaTuT, X0JeCTaTUYECKUH TelaTUT U CMEIIaHHbIA IUTOJMTHYECKHI/X0IeCTaTHUeCKUM renaThT.
MexaHu3MBbl TSKEIOW JIEKAPCTBEHHOM TI'e€NaTOTOKCHUYHOCTH OCTalOTCSl HEU3BECTHBIMHU, XOTS B
HEKOTOPBIX CIIyYasiX Mpeablayliee BHPYCHOE 3a00JieBaHUE IEYCHH, HCXOJHOE TOBHIIICHUE
AKTUBHOCTH (D)EPMEHTOB MEUEHHU U, BO3MOXKHO, JICUEHNE aHTUOMOTHKAMHU MOTYT OBITh (hakKTOopaMu
pucka.

Yacto peructpupoBaUCh (YHKIIMOHATBHBIC OTKIOHEHHS TIC€UYEHH, HO OOBIYHO OHH OBUIH
0eCCUMIITOMHBIMA M OOpaTUMBIMU TIOCJIE€ TpEKpalieHus Ttepanuu. llocie BOCCTaHOBIICHUS
MoKa3aTresiel 0 HCXOHOTO YPOBHS TEPAINI0 MOKHO BO30OHOBUTH B O0Jiee HU3KOM J03€.

JleHanuaoMu BBIBOJUTCS NMOYKaMU. BaKHO CKOppEKTHpOBaTh A03Y Mpernapara y MalueHTOB C
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MOYEYHOW HEAOCTATOYHOCTHIO, YTOOBI M30€XaTh JOCTH)KEHHUS B IIa3ME KPOBH KOHILIEHTPAIUH,
KOTOpBIE MOTYT MOBBICUTH PUCK pa3BUTHUA remarosnorudeckux HJIP wim renaroToKkCHYHOCTH.
PexomeHtyeTcsi KOHTPOIMPOBATh (PYHKIUIO MEYEHU, OCOOCHHO MPH HAJIMYKUU COMYTCTBYIOLIETO
BUPYCHOTO 3a00JieBaHUs MEUYEHU WJIM YKa3aHUS Ha HEro B aHaMHe3e, WIW NMPU MPUMEHEHUU
JIeHAIMOMHU/Ia B KOMOWHAIINY C TIpenapaTaMy, BbI3bIBAIOIIMMU HapylleHne QyHKIUU [IeUeHU.
Unghexyus c netimponenueti unu 6e3 maxogou

[Manentsl ¢ MM moaBepKeHb! pa3BUTHIO WH(EKIUHA, BKIIOYas MHEBMOHHUIO. bojee BhICOKHIA
ypOBEeHb WHOUIMPOBaHUS HaOmomancs y mnanueHToB ¢ BJIMM, KoToppIM HE TMOKa3aHa
TpaHCIUIaHTAlMsl, Ha (JOHE JICUCHHUS JIEHAIUIOMHIOM B KOMOMHAIIMH C JEKCAaMETa30HOM, YeM Ha
done neuenuss MPT, u y mamumentoB ¢ BJIMM mnocne TI'CK, KOTOpsIM TpOBOAMIN
NOJICP’KUBAIOLIYIO TEPAIUIO JICHATMIOMHIOM B CpaBHEHUH ¢ Tutane6o. Mudexun >3 crenenu
TSYKECTH Pa3BUBAJIUCh B YCIOBHUSAX HEHUTPOIIEHMM MEHEE YeM Yy OJHOM TpEeTH NalUeHTOB.
3a manueHTaMu C W3BECTHBIMU (DaKTOpaMU pHCKa HHQPUIMPOBAHUS HEOOXOAMMO TIIATEIHHO
HaOmronate. Beem mammeHTaM peKOMEHIYeTCsl He3aMeIIMTEIbHO OOpaTUThCS K Bpady Mpu
MEPBBIX MPU3HAKAX MHPEKINHU (HapUMep, Kallelb, JINXOPaJKa | TaK Jaliee), YTO MO3BOJISET Mpr
paHHEM JICYEHUU CHU3UTDH CTEIIEHb TSHKECTH.

Peaxmusayus eupycnou ungexyuu

Coob1manocs o ciay4asx BUpYCHON peakTUBAIIMH Y AIIUEHTOB Ha ()OHE TepaIiH JICHATUIOMHJIOM,
BKJII0YAsl Cephe3HbIC CIIy4Yan peakTHBALMU BUpYCa OMOsCHIBAIONIETro uiias (Herpes zoster) unu
renatuta B (HBV).

B HekoTOpBIX cilydasx peakTUBallMM BUPYCHON HH(EKIUU HAOII0AalICs JIeTalbHbIA UCXO/.

B psane cinydyaeB peakTuBanys BUpyca ONOSCHIBAIOLIETO JIMIIAs IPUBOJWIA K €r0 JUCCEMUHALUN
U Pa3BUTHIO BUPYCHOTO MEHHHIUTA WM BUPYCHOTO TMOPAXEHHS TIJa3, KOTOpbIE TpeboBaiu
BPEMEHHOM IPUOCTAHOBKHU TEPANHUM JICHAIWJIOMUIOM WIM IIOJHOIO €€ NpeKpalleHus, Hu
Ha3HAYEHUsI COOTBETCTBYIOIIEH MTPOTUBOBUPYCHOU TEPANHH.

O peakTuBanMM BHpyca renartuta B y nanueHToB, MOJy4YaBUIMX TEPAIUIO JEHATUIOMUIOM U
nepeHeclnx paHee rematuT B, cooOmamock peako. Y HEKOTOPbIX M3 3THUX MalUEHTOB
peakTuBanus BHUpyca IpUBEIAa K Pa3BUTUIO OCTPOM IEUYEHOYHOW HEIOCTATOYHOCTH,
NPEKPALICHUIO TEPANMM JICHAIMIOMUIOM W HA3HAYEHUIO MPOTHUBOBUPYCHBIX IPENapaTosB.
Jlo Hayana jile4eHHs] JEHATWIOMUJIOM BCEM MAIlMEHTAaM CJEIYyeT IPOBECTU TECT Ha HaJIU4ue
Bupyca renaruta B (HBV). Ilpu momyueHHH MONOXUTEIBHOTO pe3yibTaTa PEeKOMEHIYeTCs
KOHCYJbTaIus remnartosiora. Cienyer cobo1aTh OCTOPOKHOCTh MPU JICUEHUU JICHATHIOMUIOM

naiueHToB ¢ HBV B anamHese, BKJIIO4as U TeX, Y KOTOPBIX pe3yJbTaThl TECTa HAa aHTUTENA K
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snepHoMy antureny HBV (HBc) nonoxxurtenbHble npu oTpunareabHoOM pesyiabTaTe Ha HBsSAg.
OTH TAIMeHTHl JTOJDKHBI HAXOAWTHCS IMOJ MOCTOSHHBIM HAOIIOJEHUEM ISl CBOEBPEMEHHOTO
BBISIBJICHHSI CHMITTOMOB akTuBanuu ek HBV Ha mpoTskeHnn Bcero Kypca JIeUeHUs.
IIpoepeccupyrowjaa mynemugokanvHas netikosHyeparonamus

Co001anock 0 cirydasix pa3BUTHS IPOTPECCUPYIONICH MYIbTH(OKATBHON JeiKodHIIe(haronaTum
(ITMJI) y marnueHToB, MPUHUMABIINX JICHATUIOMU, BKIIOUAsl CIy4Yau C JICTATBHBIM HCXOJOM.
CornacHo coobmenusm [IMJI pa3BuBanach B epro]] OT HECKOIBLKUX MECSIIEB 10 HECKOJIBKUX JIET
nocjie Hayaja JICYEHHS JICHATUAOMUIOM. B OCHOBHOM c000IIanoch O ciayyasX y MalueHTOB,
MOJIy4aBUIMX  CONYTCTBYIOIEE JIEYEHUE JEKCAMETa30HOM, WJIM pPaHee MIPOLIEAIINX
XUMHUOTEPANUIO JPYTMM HMMYHOAECIPECCUBHBIM IpenapaTtoM. Bpauam ciienyer perymisipHoO
MPOBOANTH MEAUIIMHCKUI OCMOTp nanueHToB. [Ipu cocraBnennn nuddepeHnnantsHOro [uarnosa
y MalMEHTOB C HOBBIMH WJIM IPOTPECCUPYIOIINMH HEBPOJIOTUUECKMMHU CUMIITOMAaMH, IIPU3HAKAMHU
KOTHUTHUBHBIX U MOBEACHUYECKUX HApyIIEHUH, HEOOXOAUMO yUHUTHIBATh BO3MOYKHOCTb Pa3BUTHUS
[IMJI. TTanMeHTOB clienyeT MpeayNpeauTb O TOM, YTO UM CTOUT COOOIIUTH CBOMM OJIM3KUM U
JTULAM, YXaKHUBAIOIUMH 32 HUMHU, O JICUEHUHU, TOCKOJIbKY OHM MOTYT 3aMETUTh CHUMIITOMBI, O
KOTOPBIX MAaIlUEHT HE 3HAET.

Huarnoctuka [IMJI nomkHa BKIIFOYAaTh HEBPOJIOTHYECKOE 00CIe0BaHUE, TPOBEACHIE MarHUTHO-
pEe30HaHCHOU TOMOTpaduu TOJIOBHOTO MO3Ta U aHATU3 CIIMHHOMO3TOBOM KHUIKOCTH HA HAJIUYHE
JIHK Bupyca J[xona Kannunrema (Bupyca JC) ¢ moMOIIpI0 METOAA MOJIMMEPA3HON LENHOU
peakmuu (IILIP). B kauectBe amprepHatuBbl [II[P-ucciemoBannio MokeT OBITH TPOBEACHA
Ouoricusi TOJOBHOTO Mo3ra mis ompeneneHust Bupyca JC. OtpumarensHbiii pesynabtar [TLP-
uccienoBanusi Ha Bupyc JC He wuckmouaer paszutue [IMJI. Heobxomumo oOecnednTsb
JOTIOTHUTEIFHOE HAOI0ICHHE 32 MAIMEHTOM U MIPOBECTH JOTIOTHUTEIHHBIC UCCIIEAOBAHNUS, €CITU
aIbTepHATUBHBIN JUArH03 HE MOXKET ObITh YCTAHOBJIEH.

[Tpu Haymunu mogo3penust Ha pazputue [IMJI nanpHelMi TpueM JeHaTUAOMHIA JOJKEH OBITh
MIPUOCTAHOBIIEH JIO TE€X MOp, moka auarHo3 [IMJI He Oyner uckirodeH. B ciydyae moaTBepkIeHus
muarnosa [IMJI nmpuem neHanmuaoMu/a J0KeH ObITh OKOHYATEITFHO MPEKPAIleH.

Hayuenmor ¢ BJ[IMM

Bonee BrICOKHMIT ypOBEHb HETIEPEHOCUMOCTH KOMOMHUPOBAHHON Tepanuu JieHanuaomuaom (HIIP
3 unu 4 crenenu TskecTH, cepbesHblie HJIP, nmpekpanienne nedeHns) oTMevancsl y MalueHTOB
crapuue 75 ner c Il cragueid, corinacHo MexayHapoaHOU cucteme craaupoBanus (ISS), c cymmoit
6aoB mo mkae ECOG >2 wimm KK <60 mu/mun. Tlepen HazHaueHuWeM JEeHAIMAOMHIIA B

KOMOHMHAIMK C JPYTHUMH MIpenapaTaMi Hy>KHO THIATEbHO OLEHUTh BO3MOKHYIO IEPEHOCUMOCTh
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ATOU Tepamnuy y MaIleHTOB ¢ Y4eToM X Bo3pacTta, III craguu ISS. ECOG >2 wnu KK <60 mi/mMun
(cMm. pazmensr 4.2. 1 4.8.).

Kamapaxma

C Gornee BBICOKOI 4acTOTOM KaTapakTa OTMEYalach y MallMeHTOB, MMOJYYaBIINX JCHATUAOMU]] B
KOMOMHAIlUM C JeKCaMeTa30HOM, OCOOEHHO NpH JUIMTENbHOM Tepanuu. Pexkomenayercs
PEryJISIpHBII KOHTPOJIb 3PEHUS.

BcrnoMorarenbHBIE BEIIECTBA

JlaHHBII JIEeKapCTBEHHBIM TIpemapar CcoIepXUuT MeHee 1 MMmonb (23 Mr) Hatpus Ha 25 Mr
Ipenapara, TO €CTh [0 CYTH «HE COAEPKUT HATPUS».

4.5. B3amMmopeiicTBMe ¢ JIPYrHMH JIEKAPCTBEHHBIMH INpenaparamMM M JApyrue BHIbI
B3aMMOJEHCTBHUA

OPUTPONOITUYECKUE JICKAPCTBEHHBIE CPEACTBA, a TAaKXKe JApPYrue CpelicTBA, KOTOpPHIE MOTYT

MOBBIIIIATh PUCK TPOMOO3a, HampuUMep, MpermapaThl IS TOPMOHO3aMECTHUTEILHON TeparuH,
ClIelyeT MPUMEHSTh C OCTOPOXKHOCTBIO y MAalMeHTOB ¢ MM, MpUHUMAIOIINUX JICHATHIOMU] B
KOMOHMHAIINH C IEKCAMETa30HOM (CM. pasnensl 4.4., 4.8.).

IIepopabHBIC KOHTPAICITUBEI

He mpoBoamnuck HcclaeOBaHUS JIEKAPCTBEHHOIO  B3aUMOJCHCTBHA C  NEpOpPalbHBIMU
KOHTparentTuBamu. JIeHaIua0MuUa He ABISETCA UHIYKTOPOM (PepMEHTOB CUCTEMBI IUTOXpoma. B
UCCIIEIOBAaHMSIX i1 Vitro Ha TenaTolTax 4eJOBeKa JICHAINIOMUA B Pa3IMYHBIX KOHIIEHTPALIUIX
He uaaynuposai uzodpepmentsl CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. [TosTomy
Ha (OHE MOHOTEpanuu JICHATUJAOMHUIOM HE IPEANOoJaraeTcss HHIYKIHUM, NPUBOIALICH K
CHIDKEHHIO 3 (EKTUBHOCTH IPENapaToB, B TOM YHUCIIE, TOPMOHAIBHBIX KOHTpaLenTHBOB. OHAKO
JIeKCaMeTa30H, SBJSSICH ciaaObM/yMepeHHBIM HHIyKTOpoM u3odepmenta CYP3A4, BeposrHo,
BIMSET Ha JApyrue (epMeHThl, a TakKe TpaHcrnopTepsl. Hemb3s HCKIIOYHUTH BO3MOXKHOCTh
CHIKEHMS 3()(hEKTUBHOCTH NMEPOPATILHBIX KOHTPALENTUBOB Ha (hoHe Tepanuu. [Toatomy cienyer
npeanpuHUMaTh 3P QPEeKTUBHBIE MEpPhI MPEJOXpaHEHHUsI OT OepeMeHHOCTH (cM. paszaensl 4.6. u
4.4.).

Bapdapun

He ormedenHo BnusiHME JeHaIuAoMuAa B 103¢ 10 Mr, HTpPUHUMAEMOro OJHOKPATHO, Ha
dapmakokuHeTnyeckue mapameTpbl R- u  S-BapdapuHa mpu €ro OJHOKPATHOM IpHEME.
OnHOBpEMEHHOE OJIHOKpaTHOE MpHMEHEHHe BapdapuHa B J103€ 25 Mr ¢ JICHAJUIOMHIOM HE
BJIMSUIO Ha (DapMaKOKHMHETHKY mocienHero. OJHaKo HEU3BECTHO, MMEETCS JIM B3aUMOJIEHCTBHE

P KIMHAYECKOM NMPUMEHEHHH (COMYTCTBYIOIIAs Tepanus ¢ JeKkcaMeTa3oHoM). JlekcameTa3oH
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SABISICTCS  CIa0BIM/yYMEPEHHBIM HMHIYKTOPOM (DEpMEHTOB, W €ro BIHUsSHUE Ha BapdapuH
HEM3BECTHO. PekoMeHnyercsi TIIATeNbHBIH KOHTPOJb KOHIEHTpAlMHu BapdapruHa BO BpeMs
TEpanuy JICHATUIOMHJIOM.

Jurokcun

OpnHoBpeMEHHOE Ha3HaueHHWe JIeHaauaomMuaa B a03e 10 MI/aeHb yBeIMYMBANO IUIA3MEHHYIO
skcno3uiuio aurokcuHa (0,5 Mmr ogHokpatHo) Ha 14 % c moBepurenbHbIM HHTEpBaIoM 90 %
(0,52 %—28,2 %). HeusBectHO, OyAeT u 3TOT 3(Pp(PeKT MHBIM B KIMHUYECKON cuTyaruu (6onee
BBICOKHE JI03bI JICHAIMIOMH/Ia U COMMYTCTBYIOIIAsl Tepanus Aekcamera3oHoMm). [loaromy Ha one
JIeUYEHUs JICHATUAOMUIOM PEKOMEHIyeTCS MOHUTOPHUPOBATh KOHIIEHTPALMIO AUTOKCHHA.
Cratunbl

Cy1ecTByeT MOBBIIICHHBIA PUCK pabIOMHOJIN3A B CIy4ae COBMECTHOTO IPUMEHEHUS CTATHHOB U
JCHATMIOMUA, YTO MOXET OOBICHATHCS CYMMHPOBAHMEM JEHCTBUSI AITHX IpenapaTosB.
Heobxoaumo TiiaTenpbHOE KIMHUYECKOE M JIA0OpaTOpHOE HAOJIIOJCHHE, OCOOEHHO B IEPBHIC
HEJIe/H JICYCHHUS.

JlekcameTa3oH

OnHOBpPEMEHHBIN OTHOKPATHBIM WJIM MHOTOKPATHBIM TMpueM aekcameTrazoHa (40 Mr/cyTku) He
OKa3bIBaeT KIMHUYECKU 3HAYMMOro 3¢¢ekra Ha (PapMaKOKMHETHKY JICHATHIOMHUAA MpPHU €ro
MHOTOKpPaTHOM IIpHEME B J103€ 25 MI/CyTKH.

Bsaumoneticteue ¢ uarnbutropamu P-rimmkonporeuna (P-gp)

Jlenamunomun in vitro sBisiercst cyocrparom P-gp, Ho He ero mHrHOMTOpOM. OTHOBpPEMEHHOE
MHOTOKpPAaTHOE IMTPUMEHEHNE CUIILHOTO HHruOuTOpa P-gp xunnanna (600 mr 2 pa3a B CyTKH) WX
ymepenHoro P-gp mHTrHOMTOpa/cyOCcTpaTa Temcupoiumyca (25 Mr) He OKas3bIBalIO KIMHHYECKU
3HaUUMOTO 3¢ dekra Ha (HapMaKOKMHETUKY JIeHanuaomuaa (25 mr/cytku). dapMakOKHHETHKA
TEMCUPOJIMMYCa HE U3MEHSIaCh IPU COBMECTHOM MPUMEHEHUH C JICHATHIOMHUIOM.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

VYuuThiBass HaJMYME TEPATOrCHHOrO MOTEHIUaNa, NPUMEHEHUE JICHATUIOMHAA JOJKHO
OCYIIECTBIISITHCS B CTPOTOM COOTBETCTBHM C MepaMu 1Mo MpeaynpekIeHHI0 OEpeMEHHOCTH (CM.
paznen 4.4.), 3a UCKIIIOYEHUEM TeX CIy4yaeB, KOTJa OTCyTCTBHE PEMPOIYKTUBHOTO MOTEHIMAIA Y
MAIUEHTKU HAaJIEXKHO MOATBEPHKICHO.

JKeHIIMHEI C IETOPOIHBIM ITOTEHIAAIOM (KOHTPALIEIINA Y MYKYAH U JKEHIIAH )

)KeHH_II/IHaM C COXpPAaHCHHBIM PCIPOAYKTUBHBIM IMOTCHIUAIOM CICAYCT HCIOJb30BATH
s dexTuBHBIE METOABI KOHTpameniuu. FEcnu maruentka 3abepeMeHena, NPUMEHEHHE

JEHATUJAOMUIA JOHKHO OBITh TPEKpalieHo, TMalMeHTKy HEeOOXOJUMO HaNpaBHTh Ha
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KOHCYJBTAIIMIO K BPauyy-TEPATOJIOTY JUISI OCMOTpPa M KIMHUYECKUX peKoMeHaanwii. B ciydae
OCpeMEHHOCTH KCHINUHBI, SBISIONMICHCS CEKCyallbHBIM MAapTHEPOM MAIMEeHTa, MOTyYaloIero
JCHAUOMHU, €€ TAaKXKe HAMpaBISAIOT K BPady-TEPaTONIOTy JUIsi OCMOTpa U KIMHUYECKUX
pEKOMEH TN,

JleHanmuaOMU COACPKUTCS B CEMEHHON KHUAKOCTU MAIlMEHTOB B MEPUOJI JICUCHUSI B MPeNEIbHO
HU3KUX KOHIEHTPAIMSAX M HE OMNPEAeNseTCS Yy 3I0POBBIX MYXYHH dYepe3 3 JHSA [Ooclie
MpeKpalieHus: MpuMeHeHus npenapara (cM. paszen 5.2.). B kauecTBe Mepbl IPe10CTOPOKHOCTH,
YUUTHIBAsi BOBMOXKHOE CHHYKEHUE CKOPOCTH BBIBEJCHMSI IIperapara y MalueHTOB 0COOBIX TPy,
HampuMep, MpH HapylmeHUH (YHKIUU [OYEK, BCE MYXYMHBI, TPUHUMAIOIINE JICHAIHIOMHUI,
JIOJIKHBI MTOJI30BAThCS MPE3epPBATUBAMU B TEUCHHE BCETO Kypca JICYCHHsI, BO BpeMsl IepEphIBa B
JICYCHUU U B TeUeHHUE | Helenu mocie MpeKpaIieHus JISYCHHsI B TOM ClTydae, €CIIH CeKCyalbHBIN
napTHep — OepeMeHHas »JKEHIIMHAa WM JKCHIIMHA C COXPAaHEHHBIM PENpOAYKTHUBHBIM
MOTEHLIMAJIOM, HE UCIIONb3YIOIas KOHTPALIEIIHIO.

bepeMmeHHOCTD

JleHamuaOMUJ — CTPYKTYPHBIA aHAJIOT TaTHIOMHUIA, KOTOPBIH SBISETCS U3BECTHBIM TEPATOTEHOM.
W3BecTHO, 4YTO npUeM TaduaoMuAa OEpeMEHHBIMH JKEHIIMHAMHU BBI3BIBACT  TSKENbIE
YKU3HEYTPOKAIOLIUE BPOXKICHHBIE HAPYIICHUS Y ITI0/1A.

UccnenoBanue BIUSHUS JICHATMIOMHAA Ha ASMOpUOQETANbHOE pa3BUTHE MPOBOJUIOCH HaA
00e3bsiHaX, KOTOPBIM BBOAWIM TpemapaT B no3ax oT 0,5 mo 4 mr/kr/cyt. Pesymbrarhl 3TOTO
UCCJIEIOBaHMSI TTOKA3aJIM, YTO JIEHAJIMJOMHU/T BHI3BIBAJI pa3BUTHE BHEIIHUX 1€(DEKTOB, B TOM YHCIIE,
3apallleHie aHaJIbHOIO OTBEPCTHUS M HapyllIeHHWE Pa3BUTUS BEPXHUX U HIKHUX KOHEUHOCTEH
(M30THYTHIE, YKOPOUCHHBIE, 1e()OpMUPOBAHHBIC, HEJJOPA3BUTHIC U/WIIK YACTHYHO OTCYTCTBYIOIIUE
KOHEYHOCTH, OJIMTOJAKTHIIHS W/WIM MHOTONAIOCTh) y JCTEHBIMEH caMOK 00e3bsH, KOTOpBIC
MoJIyyaiad TMpenapar BO BpeMsi OepeMeHHOCTH. Takke y €IUHUYHBIX IUIOJ0B HabI0/1a10ch
MOBPEXJACHNE BHYTPEHHUX OPraHoB (M3MEHEHHE I[BETa, KPACHBIE OYard B Pa3IMYHBIX OpraHax,
HeOoJbIIIas OeCIBETHASI Macca BhIIIE aTPUOBEHTPUKYJIISIPHOTO KJIallaHa, YMEHBIIICHHBIHN KETYHBINA
my3bIph, TeOpMUpOBaHHAs Tuadparma). DKCIepUMEHTAIbHBIE UCCIICIOBAaHUS JICHAIUIOMH/IA Ha
00e3bsiHaxX MoKa3ail CXOJIHbIE C ONMIMCAHHBIMU paHee [Tl TaJua0Muaa

BcenenctBue oxuaaeMoro TepaToreHHOro 3 gexra JeHalIuJ0MU/Ia, €ro MpUueM MPOTUBOINOKA3aH
BO BpeMst OepeMeHHOCTH (cM. pasnen 4.3.).

JlakTanus

HewuspectHo, mocTynaeT jau JeHAIUIOMHU]T B TPYJHOE MOJIOKO. B CBSI3U € 3TUM, B IEPUO/] JICUECHUS

JICHATMIOMHUJIOM TPYAHOE BCKapMIIMBaHUE JOHKHO OBITH MpeKpatieHo (cM. pazaen 4.3.).
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DdepTUabHOCTD

PesynbraThl HMcciaenoBaHus PENPOAYKTUBHOW (YHKIMH, KOTOPOE MPOBOIMIM Ha KpBICaxX C
MPUMEHEHHUEM JICHATHIOMIUAA B 103ax 10 500 Mr/Kr (3TU 03I MPEBBIIAIN TPUOITU3UTEIHHO B
200-500 pa3 TepaneBTUYECKUE JO3bI AJIsI UeT0BeKa, 25 Mr u 10 Mr, COOTBETCTBEHHO, B IEpPECUETE
Ha IUIOIIAJb MOBEPXHOCTH Teljla), HE MPOJEMOHCTPUPOBAIM HapyLIEeHUS (EpTUILHOCTU WIH
TOKCUYHOCTH JII OpraHru3Ma pO,Z[HTGJIGfI.

4.7. Bausinne HA CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMHM M padoTath ¢
MeXaHHU3MaMH

JleHanmuaoMu OKa3bIBaeT HE3HAYUTENIbHOE WM YMEPEHHOE BO3JEHCTBHME Ha CIIOCOOHOCTH
YHOpaBJATb TPAaHCIOPTHBIMU CPECACTBAMU U paGOTaTB C NOTCHIUAJIBHO OIIaCHBIMH MCXaHU3MaMMH.
Bo BpeMs JICUCHUA JICHAIUAOMUIAOM OTMCYAINCh C.Ha6OCTI>, TOJIOBOKPYKCHHUEC, COHJIIMBOCTD,
BEPTUIO U HEYETKOCTb 3peHUsl. B CBsI3U ¢ 3TUM clieyeT MposBIATh 0COOYI0 OCTOPOKHOCTH MpHU
yIpaBlIeHUU TPAHCHOPTHBIMU CPEJCTBAMH U pabOTEe C MEXaHU3MaMHU.

4.8. He:xkenaTesibHbIE peaKIUU

Pesrome npoduiis 0esonacHocTu

Bnepesvie ouacnocmuposannas muodNCecmeeHHas Mueiomd: NAyueHmvl, KOMOpblM NOKA3AHA
MPAuCnIaumayus, Noayyasuiue JeHAIuooMud 6 KoMoOuHayuu ¢  oopme3omudbom u
oexcamemaszoHom
B nByx xnmHMYECKHX HccaenoBaHusx cepbe3nsie HIIP, koTopeie Habmoanuck vaiie (>5 %) npu
npueMe JIEHATNJI0MH/1a B KOMOWHAIMH C 00pTE30MHOOM U ICKCaMETa30HOM, ObLIH CJICTYOITUMU:
- nHeBMoHH (5,9 %).
Crnenyromue HJIP peructpupoBanuce daiie y MalMEHTOB, NMPUHUMABIIMX JICHATHIOMHUI B
KOMOWHAIIMM C TIOJKOXKHBIM BBEJICHHEM OOpTe3oMuOa W JeKcaMeTa3oHOM: Nepudepudeckas
Heiiponatus (35,2 %), neittponenus (31,9 %), tpombonuTonenus (25,3 %).
Crnenyromue HJIP peructpupoBanuck daiie y MalMEHTOB, NMPUHUMABIIMX JICHATHIOMHUI B
KOMOMHAIMM ¢ BHYTPUBEHHBIM BBEJICHHEM OOpTE30MHOa M JAEKCaMETa30HOM: Mepudepuieckas
Heiiponatus (54,8 %), numdonenus (52,2 %).
Bnepesvie  Oouacnocmuposannas  mHodcecmeenunas —muenoma: nayuenmor nocie TICK
¢ nocneoyroueti noodepaicusaioweli mepanuet 1eHaIudOMUOOM
Cepresnbie HJIP, kotopeie HaOmomanuck yamie (>5 %) Ha (oHe mopaepKuBaromiei Tepamnuu
JICHATMIOMHUJIOM, YeM I1J1a1e0o, ObUTH CISTYIOIMIUMH:
- nHeBmoHnuu (10,6 %)

- uH}peKuuoHHble 3a0601eBanus Jerkux (9,4 %)
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B nByx kimmHudeckux uccienoBanusx HJIP, koTopeie perucTpupoBaIuCh 4Yalle y IMalUeHTOB,
NPUHUMABIINX JICHATHIOMHJ B paMKax MOJJICPKUBAIONIEH Tepanuu, deM Iiamne6o, Obuin
cnenyrommme: HerTponerus (60,8—71,9 %), tpombouuronenus (23,5-61,6 %), 6pouxut (47,4 %),
muapes (38,9-46,4 %), nazodapunrut (34,8 %), mbimeunsie cynoporu (33,4 %), nelikonenus
(18,8-31,7 %), actenus (29,7 %), xamens (27,3 %), uHbeKkuUU BEpXHUX ABIXATEIbHBIX MyTel
(26,8 %), cemb (25,0 %), ractposnTeput (22,5 %), muxopaaka (20,5 %), MOBBIIICHHAS
yromiisieMocts (17,9 %) u anemus (13,8 %).
Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELIOMA. NAYUEHMNbL, KOMOPLIM He NOKA3AHA
MPAuCnIaumayus, Noayyasuiue JeHAIuooMud 6 KoMoOuHayuu ¢  oopme3omudbom u
oexcamemaszoHom
Crnenyromue cepresnbie HJIP nabmiopmamuch wame (=5 %) mpu npueme JEeHATHIOMHA B
KOMOHMHAIIUKM C BHYTPUBEHHBIM BBEJIEHHEM OOpTe30MHOa U JAEKCAaMETa30HOM, YeM IpH IpHUeMe
JICHAJIMOMUIA B KOMOUHAIIUY C IEKCaMETa30HOM:

- CHIDKEHHE apTepuanbHoro nasieHus (6,5 %), umHpeKunoHHbIE 3a00eBaHMs JIETKUX

(5,7 %), o6e3BoxuBanue (5,0 %).

Cnenyronmue HJIP Bcrpewanucep wamie Ha ¢oHE TIpHeMa JICHATUIOMHAA B KOMOWHAIUU C
60opTe3oMHOOM U JIeKCaMEeTa30HOM, 4YeM Ha (OHEe IpHueMa JICHATUJAOMHIA B KOMOHMHAIUHU C
JEKCaMEeTa30HOM: TIOBBIIIICHHAs yTOMIIIeMOCTh (73,7 %), nepudepudeckas neiiponatus (71,8 %),
TpoMbouurtonenus (57,6 %), 3anop (56,1 %), runokansuuemus (50,0 %).
Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELIOMA. NAYUEHMbL, KOMOPLIM He NOKA3AHA
MPAHCNIAHMAY U, NOTYYABULUE JTEHATUOOMUO 8 KOMOUHAYUU C HUSKUMU 003AMU OeKCAMEema3oHa
Cepresnbimu HJIP, nabmogaembiMu gamme (> 5 %) npu npueme JeHAIUIOMHIA B KOMOMHAIINN
C HU3KOM N1030M JeKcaMeTa3oHa mpu HemnpepbiBHOM JedeHHH (Rd) wunmm nedenunm B TeueHue
BoceMHaIaTh 4-x HeAenpbHBIX ITUKIOB (RA18), uem Ha hone mpuema mendanana, mpeIHU30I0HA
u Tanmuaomuna (MPT), Obutu:

- nHeBMoHuA (9,8 %)

- ToYeyHas HeJAOCTaTOYHOCTh, B TOM uHcie ocTpas (6,3 %).
N3 HJIP Ha ¢one HU3KUX 103 AeKkcaMmeTa3oHa yaie, yeM Ha ¢one MPT naGmroganuce: nuapes
(45,5 %), noBeiienHas yromisiemMocts (32,8 %), 6omu B cnimHe (32,0 %), actenus (28,2 %),
oecconnuna (27,6 %), ceinb (24,3 %), camkenue anneruta (23,1 %), kamens (22,7 %), nuxopaaka
(21,4 %), a Takxke mbliieunsle cygoporu (20,5 %).
Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELOMA. NAYUEHMNbL, KOMOPLIM He NOKA3AHA

mpancniaumayusl noaydasuue JAeHANUOOMUO 8 COYEeMAHUU C Meﬂ(j)aﬂaHOM u I’lpeaHl/IS‘OﬂOHOM
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CINEPTHOMY OTUETY

Cepbesnbimu HIIP, Gonee yacTo (> 5%) HabmogaeMbIMU TP ITpreMe Mendanana, npeIHU30JI0Ha
U JICHATUIOMU/IA C TOCIEAYIOIIeH MoaIepKkuBaroiei tepanueit teranuaomugom (MPR+R) wm
npu npuemMe MendanaHa, TPeTHU30JI0HA U JICHATHIOMHUIA C MOCIEAYIOIEeH MoIepKUBaroIIen
tepanuer mane6o (MPR+p), wem mpu mpueme wmendanana, NmpeaHU30JI0HA W IUIANE00 C
MOCJIeTyIONIEH o Iep KuBatolel Tepanueit miaredo (MPp+p), Obutn:

- (ebpunbuas Heirponenus (6,0 %)

- anemus (5,3 %).
N3 HJIP yame nHabmoganmuch npu npueme MPR+R wim MPR+p, wem npu npueme MPp+p:
Heiitponenus (83,3 %), anemus (70,7 %), tpombonutonenus (70,0 %), neiikonenus (38,8 %),
3amop (34,0 %), muapes (33,3 %), cbmb (28,9 %), nuxopanka (27,0 %), nepudepuueckue
otek (25,0 %), xammens (24,0 %), camxenue anmeruta (23,7 %) u acterns (22,0 %).
MHnoocecmseennas muenoma: nayueHmol, NOIYUUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu
K cepbe3nbim HJIP, 3apeructpupoBanHbIM Ha (hOHE MPUMEHEHHUS JICHATUIOMHI 13/ IeKCaMeTa30Ha
yaine, 4eM Ha QoHe 1ianedo/1eKkcaMmera3oHa, OTHOCHITUCK:

- BeHo3Has TpoM603MOomus (T3) (TpomO03 riybokux BeH, TD nerouHoit aprepun)

- HeuTponeHus 4 CTETNEHU TAKECTH
Cnenyronue HJIP y mammenToB ¢ MM BeTpevanuch vaimie Ha (GoHE mpueMa JICHAIUIOMUIA 1
JeKcaMeTa3oHa, YeM Ha (hoHe mpueMa Tuianedo U JIeKcaMeTa3oHa: MOBBIIICHHAS YTOMIISIEMOCTh
(43,9 %), neittponierns (42,2 %), 3anopst (40,5 %), nuapes (38,5 %), MbIIIEYHBIE CYAOPOTH
(33,4 %), anemus (31,4 %), rpomOorutonenus (21,5 %) u ceinb (21,2 %).
Muenooucniacmuueckue CuHOpPOMbI
bonsmmucTBo HJIP, kak mnpaBuio, pa3BUBAJUCh B TEUEHUE NEPBBIX 16 Heaenp JedeHus
JICHATUIOMHJIOM.
Cepnesnsie HJIP Bxrouanu:

- BeHo3Hyw TO (TpoM0603 riryO0oKux BeH, T JIerOUHON apTepuH )

- HeWrpomeHutro 3 wunum 4 CTENEHU TsHKECTH, (eOpPWIbHYI0 HEUTPONCHHIO U

TPOMOOIIMTONIECHUIO 3 WK 4 CTETICHU TSKECTH.

HJIP, koTopble HabmoAaMMCh HanboJee YacTo MPU JICUESHUH JICHATUIOMHIOM OBbLTU CIIEAYIOIIHE:
HelTponenus (76,8 %), TpombouuTonenus (46,4 %), nuapes (34,8 %), 3anop (19,6 %), TomrHoTa
(19,6 %), 3yn (25,4 %), cemb (18,1 %), noseierHast yromusiemocts (18,1 %) u Mblednble
cynoporu (16,7 %).
Jlumehoma u3z Knemox MaHMuIiHOU 30HbL

Cepnbesnbie HJIP, koTophie HaOMI0JaIMCh Yalle B TPYIINE JCHATHIOMHU/Ia OBLITN TIPEICTABIICHBI:
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- Heutponenueil (3,6 %)

- TD nerounoit aprepuu (3,6 %)

- nmapeeit (3,6 %)
Cnenyromue HJIP pa3BuBanuch yainie B rpymne JeHanuaomuaa: veirponenus (50,9 %), anemus
(28,7 %), nnapes (22,8 %), noBeiieHHas yromiseMocts (21,0 %), 3anop (17,4 %), nuxopaaka
(16,8 %) u ceinb (BKItOUas aeprudeckuii nepmarur) (16,2 %).
[TarmeHTh ¢ UCXOAHO OOJIBIION MAcCON OMYXOJU OTHOCATCS K TPYIITE BRICOKOTO pHUCKa paHHEU
CMEPTH.
DonnukynapHasn aumpoma unu aumpoma u3z Kiemox MapuHaibHOL 30Hbl
Crnenyromue cepse3usie HJIP nHabmioganuce damie B rpynne JCHATUIOMHI/PUTYKCUMAO IO
CpaBHEHHIO C TPYMIION Mu1anedo/puTykcuma:

- (¢ebpunbHas Hertpornenus (2,8 %)

- TO nerounoit aprepuu (2,3 %)
Crnenyromue HJIP pa3BuBanuch uaiie B Ipymie JCHATUIOMUI/PUTYKCUMA0 1O CPaBHEHUIO C
rpynmnoil miane6o/purykcumad (Kkak MUHUMYM, Ha 2 % yaiie B OJHOHM TpyIIe, 4eM B JIpyroi):
Heiitponenus (58 %), muapes (31,3 %), neiikonenus (28,4 %), 3anop (26,1 %), noBbIIeHHAs
yromisiemocts (21,6 %) u nuxopanka (21,0 %).

TabauyHoe PEe3IOME HEXKENATEIbHBIX DEAKIIUN

Yacrora HJIP, nmpuBeneHHBIX HMXKE, ONpPEAEIsIaCh COOTBETCTBEHHO CIICAYIOLIEH TIpaJalyu:
o4deHpb yacto (> 1/10);

gacto (> 1/100, vHo <1/10);

Hevacto (> 1/1 000, Ho <1/100);

peako (> 1/10 000, vo <1/1 000);

odeHb peako (<1/10 000);

4acTOTa HEU3BECTHA (HA OCHOBAHUHU MMEIOLIUXCS ITaHHBIX OLICHUTh HEBO3MOKHO).

HJIP Obmu BKIIIOYEHBI B COOTBETCTBYIOLIYIO KAaTETOpPHIO B TaONMIle HUXKE, COIJIACHO
MaKCHMaJIbHOW YacTOTE€ BCTPEYAEMOCTH B OJHOM W3 OCHOBHBIX KJIMHHUYECKUX MCCIEAOBaHUMN
(K1).

Ceoonas mabauya HJIP na ghone monomepanuu 1eHanud OMuOOM npu MHONCECMBEHHOU MUeiomMe
Tabmuua 1 moaroroBiieHa MO JaHHBIM, MOJXYYEHHBIM B xoje nposereHus KU y mamueHToB ¢
BJAIMM nocne TI'CK, nosy4aBmux MoaIepKUBAOILYI0 TEPANUIO JIEHAIUIOMHUIOM. JlaHHbIE HE
KOPPEKTHPOBATIUCH JUIsl OTPa)KCHUsl OOJbIIeH MPOJOKUTENBHOCTU JICUCHHs JICHATUIOMUIOM

(mo mporpeccupoBaHms) B CpaBHEHUU C TPYMIoH mianedo B ocHoBHBIX KW MM.
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3apeructpupoBanubie B KM y mnanuentoB ¢ MM,

MO/IEPKUBAIOIIYIO TEPANUIO JIEHATUAOMUIOM

IoJIydyaBIINX

Kracc cucremsl
OpraHoB /
[IpennoyrurenbHbIA
TEPMUH

Bce HexenaTenbHbIe peakiuu /
YacroTa

Hexenarenbusie peakuuu 3 u 4
crenenu Tsoxectd / Yacrora

Nudexnun u naBazuu

Quenv yuacmo

[TueBMoHHs &2, nHpeKun
BEPXHHUX JIBIXaTCIbHBIX My TEH,
WH(]EKIUY ¢ HEUTPOTICHHUEH,
6ponxut’, rpum’,
racTPOdHTEPHUT’, CHHYCHT,
Ha30(papUHTUT, PUHUT

Yacmo

I/IH(beKI_II/II/IO, UHpEKIUN
MOUEBHIBOIAIINX TTyTeit
UHQPCKIMHM HUKHUX JIBIXaTEIbHBIX
nmyTel, HHPEKIIMOHHbBIE
3200JIeBaHUS JETKHX

Quenb yacmo
[TueBMonus &2
HEUTPOIICHUEN
Yacmo
Cencuc *°, Gaxrepuemus,
WH(EKIIHOHHBIE 3a00JIEBaHMS
nerkux °, GakTepuaibHbIe
WH(EKIIUNA HUKHUAX
JBIXATETbHBIX MyTeil, GpoHXuT’,
rpunmn’, racTposHTEpHT’,
OMNOSCHIBAIONIUN nnmaﬁo,

I/IH(beKuI/H/I<>

, TH(eKun ¢

JloObpokayecTBEHHEIE,
3]I0Ka4€CTBCHHBIE U
HEYTOYHCHHBIC
HOBOOOpa30BaHUs
(BKJIFOYASI KUCTHI U
MTOJIMIIBI)

Yacmo

MuenoaucmiiacTnueckuit
*

cunapom®

Hapymenus co
CTOpPOHBI KPOBH U

Quenv yacmo
Heiitponenus " °, GpebpunpHas

Quenv uacmo
Heiirponenus ™ °, pebpunpuas

nuMdaTHIecKoit HeliTponenns ", Heiitponenus ",
CHCTEMBI TpomGoIMTOneHs *°, aHeMus, TpoMbouuTonenus - °, anemus,
neiikonenus’, TuMQoneHus nelikonenus’, TuMQoneHus
Yacmo
[MautuTonenus’
Hapymenus Quenv yacmo Yacmo
MeTaboNIu3Ma u unoxanueMus [unokanueMus, IeruapaTays
IUTaHKs

Hapymenus co
CTOPOHBI HEPBHOU
CHUCTCMbI

Quenv yuacmo

[Tapecre3un

Yacmo

[Tepudepuyeckas HeriponaTus®

Yacmo
T'osoBHAs 00

Hapymenus co
CTOPOHBI COCYI0B

Yacmo

TpoMO0IMOOIHS TETOYHOM
*

aprepun

Yacmo

Tpom603 ry6okux Ben % ¢

Hapymenus co
CTOPOHBI
IBIXaTeIbHOU
CHUCTEMBI, OPTaHOB
IPYAHOM KJIETKU U

Ouenvb yacmo
Kamens

Yacmo

Oppimika °, HacMopk

Yacmo
Opprmika ©
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Kracc cucremsl
OpraHoB /
[IpennoyrurenbHbIA
TEPMUH

Bce HexenaTenbHbIe peakiuu /
YacroTa

Hexenarenbusie peakuuu 3 u 4
crenenu Tsoxectd / Yacrora

CpeOCTeHHUS

Hapymenus co
CTOPOHBI JKEITYJOYHO-
KMILIEYHOI'O TPAKTa

Quenv yacmo

Huapes, 3amop, 60J1b B )KUBOTE,
TOIIHOTA

Yacmo

PBota, 60116 B snMracTpun

Yacmo
Huapes, pBoTa, TOITHOTA

Hapymenus co
CTOPOHBI IICYEHU U
JKEITYEBBIBOISAIIUX
nyTeu

Quenv yuacmo

OTKJIOHEHUS OT HOPMbI 3HAUCHUH
nokasarenei (pyHKIIMOHAIBHBIX
po0 neYeHu

Yacmo

OTKJIOHEHUS OT HOPMBI
3HAYEHUU IMOKa3aTeNnen
(YHKIIMOHATBHBIX MPOO MeUeHn

Hapymenus co
CTOPOHBI KOXHU U
MOKOKHBIX TKAaHEHU

Ouenv wacmo
Cblnib, CyXOCTb KOXKHU

Yacmo
CblIlb, KOXKHBIH 3y

Hapymenus co
CTOPOHBI MBILLICYHOH,
KOCTHOU 1
COCTUHUTEILHON
TKaHHU

Ouenv yacmo

MplieyHbIe Cy10POTH
Yacmo

Muanrus, KOCTHO-MBIIICUHast
001b

OO01u1ye HapyIIeHUs 1
peakIuu B MecTe
BBCIICHUS

Quenwv yacmo
[ToBeIIEHHAS YTOMIIIEMOCTb,
ACTCHMSI, TUXOPAIKA

Yacmo
[ToBbllIEHHAs yTOMIISIEMOCTb,
aCTEHU

¢ Cepresnble Hexenarenbable peakuuu B KIT y manmentos ¢ BJIMM nocie TTCK
* OTHOCUTCSI TOJIBKO K CEPhE3HBIM HEXKEIIATSIIbHBIM PEaKIUIM

® Cm. «Onucanue otnensusix HIIPy»

2 0000 TEPMUH «ITHEBMOHHMH» BKIIIOYACT CJACAYIOIIME MpeanouTuTeabHbie TepMmubbl (I1T):
OpOHXOITHEBMOHMUS; JI0JICBasi THEBMOHHUS; ITHEBMOHHMS, BBI3BaHHAas Pneumocystis jiroveci, TTHEBMOHUSI,
MTHEBMOHUS, BbI3BaHHas klebsiella vinu legionella, imu mycoplasma, v pneumococci, Wi streptococci;
BHpYCHAasl THEBMOHMUSI; 3a00JI€BaHNE JIETKUX; [THEBMOHUT

* O00OLIAIOIIHI TEPMUH «CEIICHUCY BKIIIOYACT CIICAYIONIUE IIPEAMOUYTHUTEIbHbIC TEPMHUHBI: OaKTepHaIbHBIN
CETICHC, CETICHC, BRI3BAHHBIN pneumococci wiu staphylococci, cenTuaecKkuii MoK

¢ OboOmIaroNMii TepMUH «Hepudepudeckas HeHpomnaTHs» BKIIOYAET CICAYIONIHE MPEeANOYTHTEIbLHBIC
TepMUHBL: iepudepudeckas Heliponatus, nepudepudeckas CCHCOpHAs HeHpOTaThs, MOIMHEHpOoaTus

4 O606marIMii TEpMUH «TPOMOO3 ITyOOKHMX BEH» BKIIHOYAET CIEAYIONINE IPEANOYTUTEILHBIE TEPMUHBL:
TpOM0O03 IITyOOKHX BEeH, TpoM003, TpOMO03 BEeH

Csoonas mabauya HJIP 015 koMOUHUPOBAHHOU mepanuu JeHATUOOMUOOM NPU MHOHNCECINEEHHOU

Muenome
Tabnuua 2 moAroToBieHa MO JaHHBIM, ITOJIy4YeHHBIM B Xoe nposeneHus KM y mauuentos ¢ MM,
NOJYYaBIIMX KOMOMHUPOBAHHYIO TEPAIUIO JICHATUIOMHUIOM. JJaHHBIE HE KOPPEKTUPOBAIUCH IS

OTpakeHUsI OOJbILEH MPOJOIIKUTENBHOCTH JICUEHHS JICHATUAOMUIOM (10 MPOTPECCUPOBaHUS) B
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CpaBHEHHUU C TpyniamMu cpaBHeHUs B ocHOBHBIX KW MM (cwm. paszzen 5.1).

Tabmuna 2. HJIP, ormeuaBmuecs B KM y mamuentoB ¢ MM, mony4aBmivx JCHATUIOMUT B
KOMOWHAIMu ¢ OOpTe30MHOOM W JEKCaMETa30HOM, JEKCaMETa30HOM MO0 MendaraHoM u
PEAHU30JIOHOM

CucTeMHO-OpraHHbIi Kiacc / [To6ouHbIC peaku [ToGounbIe peakiuu
[IpennodTuTenbHbIN TEPMUH (cymmapno) / Yactora 3—4 crenenu TsKecTu /
Yacrorta
Wndexuun u nHBa3uu Quenv wacmo Yacmo
ITueBmonus & %, uHDEKIn [MaeBmonus®®,
BEPXHUX JBIXATENbHBIX | OaKTepuanbHble, BUPYCHBIC
myTeii °, OakTepualbHBIC, | © TPUOKOBBIE  HH(EKIIUH
BUPYCHBIE UM  TpUOKOBBIE | (BKIIOUAs
nHpeKIun (BKTIOUAs | ommopTyHHCcTHUECKHE)’,
ONMOpPTYHHCTHYECKHE) ©, BOCIIAJIEHUE MOJIKOXKHOM
Ha30QapUHTHT,  (ApHHTUT, | KIeT4aTKn’, cencuc®,
6porxuT’, pUHAT WH(EKIIMOHHBIC
Yacmo 3a60JICBaHUS serkux’’,
Cencuc®”,  undexuuonnsie | Gponxut’, UHEKIUH
3a00JieBaHUA nerkux”’, | mpIXaTembHEIX myTeit®?,
WHOEKINH MOYEBBIBOISIINX | HHPEKIIUU MOYECBBIBOISIINX
nyteii®, curycnt’ myTeir®, UH(]EKITMOHHBIHA
SHTEPOKOJIUT
JloOpokauecTBEHHBIE, Heuacmo Yacmo
3JIOKaueCTBECHHEIE u | Bazamoma™?, Octperit MHUEJIOUTHBIN
HEYTOYHEHHBIE IIJIOCKOKJIETOYHBIN pak | neiikos?,
HOBOOOpa3oBanus (BKimodas | Koxu * & MUEJIOANCIIACTUYECKUMA
KHUCTBI U TIOJIUTIBI) cunapom’,
IJIOCKOKJIETOYHBIN paK KOKHU
A, ¥
Heuacmo
OcTtpsiii T-xJI€TOYHBIN
neikos °, 6azamroma 9,
CHUHJPOM JIM3HCA OITYXOJIH
Hapymenuss co  croponsl | Quens uacmo Quenv yacmo
kpoBu U numdaruueckoii | Heitrponenus "%, Heitrponenus %%,
CHCTEMBI tpombormTonenus %, tpombGormTonernus %,
aHeMus’, reMopparuueckue | aHemus’, TEHKOTEeHNUS,
HapyLIeHUs , neikonenus, | TuMGOoneHus
TUMQOTICHHS Yacmo
Yacmo ®eOpunbHAs HEUTPOIEHHS *,
debpunpHas  Heifrponenus ¥, | maHuuTonenus’,
NAHIUTONEHHS" reMOJIUTHYECKAas aHeMUs
Heuacmo Heuacmo
I'emonus, ayTOMMMYHHas | ['unepkoaryssmus,
TeMOJIUTHYECKAs aHEMMUS, | KOaryJIonaTHus
reMOJIUTHYECKask aHEMUS
Hapymenuss co  croponsl | Heuacmo
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CucreMHO-OpraHHbIi Kiace /
[IpennoyTuTenbHbIA TEPMUH

[ToGounsble peakuuu
(cymmapho) / Hactota

[ToGouHbIe peakuu
3—4 creneHu THKECTH /

Yacrorta
MMMYHHOUN CUCTEMBI Peakiiumn
TUNEepPYyBCTBUTEILHOCTH
OHAOKPUHHbBIC HAPYLICHUS Yacmo
['unotupeos
Hapymenus-merabonusma u | Quens uacmo Yacmo
MMUTAHNS Iunokamemus >, [unokamuemus®®,
TUTEPTIINKEMUS, TUTEPTITUKEMHSI,
TUITOTJIMKEMMSI, THIOKANBIINEMHA’, CaXapHBIi
TUNOKATIBIHEMUSL, nuaber’, runmodocharemus,
TUIIOHATpUEMHS’, THIOHATpUEMHS,
obe3BoxkuBanue’’, CHUKEHHE | TUTIEpyPUKEMHS, nojarpa,
ammeruta’’, cHkeHne Maccel|00e3BokuBanue’’, CHIDKCHHE
Tela armeruta’’, CHIDKEHNE MacCh
Yacmo Tena
I'unomaruuemus,
TUTIEPYPUKEMUS,
TUTIEPKAIbIUEMHS

[Tcuxuyeckue HapyLICHUS

Ovuenv wacmo
Jlenpeccusi, 0eCCOHHHUIIA
Heuacmo

[Totepst mubum0

Yacmo
Henpeccusi, 6eccoHHHIIA

Hapymenuss co  croponsl | Quens uacmo Quenv yacmo
HEPBHOMN CHUCTEMBI [epudepuyeckas [epudepuueckas
Heliporarus™’,  mapecresum, | HeliporaTus
ronosokpyxenue”’,  tpemop, | Yacmo
M3BpallleHne BKyca, ronosHas|Mucymst’,
6011b ronoBokpyxkenue”’,
Yacmo o6Mopox”?, HEBpaITus
Arakcus, HapyueHue | Heuacmo
paBHOBECHS, o6Mopox®, | BHyTpruepenHoe
HEBPAJITHUs, TU3ECTE3USI KPOBOM3/USHHUE ,
TpPaH3UTOpHAs HILEMUYECKast
aTaka, WIIEMHUS TOJIOBHOTO
Mo3ra
Hapymenuss co  ctoponsl | Quens yacmo Yacmo
opraHa 3peHus Karapakra, HeueTkocTh | KaTapakra
3pUTETBHOTO BOCIIPUATHUS Heuacmo
Yacmo Crnenora
CHuKeHne OCTPOTHI 3pEeHUs
Hapymenuss co  crtoponsl | Yacmo
opraHa ciryxa v JJaOupuHTa I'myxora (BKITFOUAS
TYTOYXOCTh), IIIyM B yIIIax
Hapymenuss co  croponsl | Yacmo Yacmo
cepAaua
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CucreMHO-OpraHHbIi Kiace /
[IpennoyTuTenbHbIA TEPMUH

[ToGounsble peakuuu
(cymmapho) / Hactota

[ToGouHbIe peakuu
3—4 creneHu THKECTH /

Yacrora
®dubpumnsms npencepanii®’, | OcTpslii MHOAPKT MHOKapaa
Opanukapaus UM)™°, bubpmnIsIns
Heuacmo npencepuii®®,  3acroiiHas
Aputmus, YAJTHHEHUE | cCepAcUHast
uaTepBana  QT, TpereraHue |HEIOCTATOYHOCTE',
Mpencepauid,  JKeIyJ0YKOBas | TAXUKaAPIHS, cepacuHast
3KCTPACHCTONHSA HemocTaTogHOCTh Y, HIreMust
muokapaa’
Hapymenuss co  croponsl | Quens uacmo Quenv yacmo
COCY/IOB Tpombosmbonmueckue TpombosmMboIUecKme
HapyIIeHus , HapyILIeHus ,
MPEUMYIIECTBEHHO  TPOMOO3 | IPEUMYIIEeCTBEHHO TpomMO03
rIyOokux BeH W TD nerouHoi | rimy0okux BeH u TO jeroyHoi
aprepun %, camkenue | aprepun %, CHIDKEHUE
apTepHATBLHOTO nasnerns | AJI%, noesimenne AJ]
(AJD* YHacmo
Yacmo Backynut
[ossimenue AJl, sxxumossl | Hewacmo
Nmemus, mnepudepuyueckas
UIIeMUS, TpOMOO03
BHYTPHYEPEITHOTO BEHO3HOTO
CHHYyCa
Hapymenuss co  croponsl | Quens uacmo Yacmo
JIbIXaTEIbHON cuctemsl, | Oxpimka®®, HOcoBoOe | PeciupaTopHblii  1ucTpecc-
OpPraHOB TPYHHOH KIETKH M |KPOBOTEUEHHE , KAllellb cuHIpoM’, opimka®®,
CpeAOCTEeHUS Yacmo IIeBpUTHYEeCKass  0olb B
JTuchonus Tpy/HO# kierke®,
runoxcus®
Hapymenuss co  ctoponsl | Quens uacmo Yacmo
KEITyI09YHO-KUIIEYHOTO Jnapes®®, zamop®, 6omp B|XKemymouHo-KuIIeUHOE
TpaKTa xuBote”, TommoTa, peora’’,|KkpoBoTeuenue Y,
IWCIICTICHSI, CYXOCTh BO PTY,|HEPOXOJUMOCTh  TOHKOTO
CTOMATHUT kuimeunnka’’, nuapes”,
Yacmo 3anop’, Gomb B skmBoTe”,
Kenynouno-kuiieqHoe TormHoTa, peota®’
KPOBOTEUYCHHE (BKITFOUAS
peKTanbHOe,
reMOpPPOUAATIBHOE,
THHTUBAJILHOE KPOBOTEUYCHUE U
KpPOBOTECUCHHE npu
MENTUYECKON a3Be) %,
nucarus

49




COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 27.03.2026 N 6343

(MOCNEOOBATENBHOCTE 00

10)

CucreMHO-OpraHHbIi Kiace /
[IpennoyTuTenbHbIA TEPMUH

[ToGounsble peakuuu
(cymmapho) / Hactota

[ToGouHbIe peakuu
3—4 creneHu THKECTH /

Yacrora

Heuacmo
Konut, Tudaur

Hapymenuss co  croponsl | Quens uacmo Yacmo

MeYeHU W KemueBbIBosAmUX |[loBbimeHue yposast | Xonecraz’,

nyTen aJlaHMHaMUHOTpaHchepassl renaToTOKCUYHOCTD,
(AJIT), mnoBbllIEHHE YPOBHS | FENATOIECILTIOIIPHOE
acrapTaTaMUHOTpaHc(hepassl | moBpexaeHne’’, MOBHIIICHHE
(ACT) ypoBHs AJIT, oTkioHEHUS OT
Yacmo HOPMBI 3HAYEHU
I'enarouenntonspHoe IIOKa3aTesIen
noBpexaeHne’”,  oTKIOHeHNUs | PyHKIMOHATBHBIX npo6
oT HOPMBI 3Ha4YeHuit | neueHn’
IoKa3aTesneu Heuacmo
(bYHKIHMOHATIBHBIX po6 | [leuenounas
neueHu’, HEI0CTATOYHOCTD
runepOnIMpyOnHEeMus
Heuacmo
[Teuenounas
HEIOCTATOYHOCTD

Hapymenuss co  croponsl | Quens uacmo Yacmo

KOXH U IIOAKOXKHBIX TKaHel Coip?”’, KOKHBII 3y1 Coimp?’
Yacmo Heuacmo
Kpanusnauna, TUIIEPTUpO3, | JIekapcTBeHHAs KOJKHast
CyXOCTh KOXH, | CBIlIb,  COMPOBOXKIAIOINASCS
TUIEePIUTMEHTALNS KOXH, | 903UHOpUIIHEH u
JK3€eMa, IpUTeMa CUCTEMHBIMHU
Heuacmo nposBaeHuaME "’
JlekapcTBeHHas1 KOXHasl ChIIlb,
COIPOBOXKAAIOIASACS
703uHO(HUINEN U CHUCTEMHBIMU
nposiBiIeHuAMH"’, HapyIIeHHe
1BeTa KOXKH, peaxiuu
(dhoToceHcHOMIM3aIIN

Hapymenuss co  croponsl | Quens uacmo Yacmo

MBIIICYHOMH, KOCTHOM u | Mpleunas c1a60CTh, | Mblmeunas ciabocts®, 6oib

COEIMHUTEIIbHON TKaHU MBIILIEYHbIE CYAOPOTH, 00Jb B|B KocTAx’, 6071B u
kocTsax’, Gomb U muckoMdopT | AMCKOMPOPT €O  CTOPOHBI
co CTOPOHBI KOCTHO- | KOCTHO-MBIIIEYHOM u
MBILIEYHON U COECAUHUTEIIBHOM | COEIMHUTEIBHON TKaHU
TKaHu  (BKIIOWas 6onb B |(BKIIouas 60ib B criHe™)
crmae®®’), 00J1b B| Heuacmo
KOHEYHOCTSIX, muanrus, | [Ipunyxanue cycraBos
aptpanrus’
Yacmo

[Ipumnyxanue cycraBoB
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CucreMHO-OpraHHbIi Kiace /
[IpennoyTuTenbHbIA TEPMUH

[ToGounsble peakuuu
(cymmapho) / Hactota

[ToGouHbIe peakuu
3—4 creneHu THKECTH /
Yacrora

Hapymenus
MOYeK U
nyTeu

CO  CTOPOHEI
MOYEBBLIBOJAIIINX

Ovuenv wacmo

IToueuynas HETOCTATOYHOCTH
(BKTIOUast ocTpyo)> %

Yacmo

TemaTypus , 3ajepXKa MOYH,
HeJepKAHUE MOYH
Heuacmo
[TpuobpereHHbIN
danKoHN

CUHJIPOM

Heuacmo
TyOynsipHbIi
HEKpOo3

HOYECYHBIN

Hapymenuss co  cTOpoHBI
PENpPONLYKTUBHON CHUCTEMBI U
MOJIOYHBIX KEJE3

Yacmo
DOpeKTHIbHAS TUCPYHKITUS

HHCTPYMCHTAJIBHBIC JaHHBIC

OO6mue HapyILIEHUs u | Ouenv yacmo Quenv wacmo

PEaKIu B MECTE BBEACHUS [ToBpIIeHHAs [ToBbIIeHHAS
yTomsieMocTs >, otek | yromnsemocts
(Bxmouass  mepudepudeckue), | Yacmo
nuxopaaxa®®, acrenus, | [lepudepuyeckue OTEKH,
IPUNNONONO0HBIH  cuHmpoM | muxopanka®®’, actenus
(BKJIIOYAsl IMXOpaJKy, Kallelb,
MUAIITHIO, KOCTHO-MBIIICYHYIO
60J1b, TOJIOBHYIO 00JIb U 03HOO)
Yacmo
Bone B rpymHOit Kierke’ ",
JeTaprus

JlaGopaTopHsble u |OQuenvb yacmo

[ToBbiIeHNE YPOBHSA
LIEJTOYHOU

(docdarassl B KpoBH

Yacmo

[loBbI1IEHME  KOHIEHTPALIMHU

C-peakTuBHOTO OenKa

TpaBMBbI, MHTOKCUKAIIUK U
OCJIO’KHEHUS IPOLIEAYD

Yacmo
[Manenue, ymu6"

% HIJIP, ormeucHHbIC Kak «cepresnbie» B KU y nanuentoB ¢ B/JIMM, nony4aBmiux JICHAIMIOMU] B
KOMOWHAIIUU C OOPTE30MHOOM U IEKCAMETAa30HOM

A Cwm. «Omnucanue otaenbHbix HITP»
® HJIP, oTMeueHHBble Kak «cepbe3npie» B KII y marmentoB ¢ MM, TONy4aBIIMX JICHAIMIOMH] B
KOMOWHAILINY € AeKCaMETa30HOM J00 ¢ MeI(aaaHOM U MPEIHNU30I0HOM

* OTHOCHTCS TOIBKO K cephe3HbiM HITP
* IInOCKOKIETOUHBIH pak KOXM oTMmeuaiics B xome KII y mammentoB ¢ MM, paHee IeueHBIX
JICHATHIOMHUJIOM/IEKCAMETa30HOM B CPAaBHEHUU C KOHTPOJILHOW TPYMIIOi

** TINOCKOKJICTOUHBINH paKk Koxu Obl1 3apeructpupoBad B KIT y marmentoB ¢ BJIMM, momydaBimx
JICHAJIMOMU/I/IEKCAMETa30H B CPABHEHHH C KOHTPOJILHOM IpymInoi
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Cesoouas ma6ﬂuua HIJIP na CbOHe MOHoOmepanuu JICHAIUOOMUOOM

Tabmmua 3 u Tabnuua 4 MoAroTOBIIEHBI 11O TAHHBIM, TOJTYYSHHBIM B X0J1€ TPOBECHHUS OCHOBHBIX

KW y nanuenros ¢ M/IC n MKJI, nony4aBmunx MOHOTEpAIIUIO JIEHATUIOMUIOM.

Ta6nuua 3. HJIP, 3apeructpuposannsie B KU y manuenTos ¢ MJIC, mojy4aBInmix JeHaTAIOMHUT

Kiacc cucreMbl opraHos
/ TlpeanodTuTebHbII
TEPMHH

Bce HexxenaTenbHbIe peakiuu /
YacroTa

HexenarenbHble peakuuu
3 u 4 crenenu TsoKeCTH /
Yacrora

Nudexnuu u naBa3un

Quenb yacmo

BakrepuanpHbie, BAPYCHBIC U
rpruOKOBBIC MHPEKINH (BKITIOYas
OMIMOPTYHUCTHICCKHE
nHdeknnn) °

Quenv yacmo

[THeBMOHMS®

Yacmo

BakrepuanpHbie, BUPYCHBIC U
rprOKOBBIC HH(EKITNH
(BKITIOUAst
onmopryHucTHUecKue) )
OpOHXUT

Hapymenus co ctopoHbl

Quenwv yacmo

Quenwv yacmo

KPOBHU 1 Tpom6ormTonennus - °. Tpom6GoruTonenus - ©,
auMpaTnaeckoi HelTponenus - °, nelikoneHus HelTponenus - °, nelikoneHus
CHUCTEMBI Yacmo
®ebpuiibHas Helirponenus *©

OHAOKPUHHBIE Quenb yacmo
HapyLICHUS I'mnotupeos
Hapymenus Quenv yacmo Yacmo
MeTabonmu3ma v nutanus | CHIDKEHUE anTeTHTa Cuneprivkemus °, CHUKEHHE

Yacmo anmeTuTa

[Ieperpy3ka xene3oM, CHUKEHUE

Macchl Tena
[Icnxuyeckue Yacmo
HapyILIEHUS W3MeHeHHe HAaCTpoeHHus ™

Hapymenust co cTopoHbl
HEPBHOU CUCTEMBI

Ouenb wacmo
l'onoBokpy:xeHue, rojioBHas
001b

Yacmo
[Tapecre3un
Hapy1ienus co cTOpoHBI Yacmo
cepaua OcTpslif UHPAPKT MUOKApIA
(M), pubpunnsuus
npencepauii’, cepaednas
HEJI0CTaTOYHOCTE’
Hapymenus co croponst | Yacmo Yacmo
COCYJIOB [oBbllIeHNE apTEpHATEHOTO Benoznbie
nasnenus (AJl), remaToma TPOMOOIMOOINYECKHE
OCIIO’KHEHUS,

MIPEUMYIIIECTBEHHO TPOMOO03
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Kiacc cucreMbl opraHos
/ TlpeanodTuTebHbII
TEPMHH

Bce HexenaTenbHbIe peakiuu /
YacroTa

HexenarenbHble peakuuu
3 u 4 crenenu TsoKeCTH /
Yacrora

TyOOKHX BEH U
TPOMOOIMOOIHS JIETOYHOM
aprepun

Hapymenus co ctopoHbl
JIbIXaTEJIbHON CUCTEMBI,
OpraHOB I'PyAHOU
KJIETKH U CPEJOCTEHUS

Quenv yuacmo
HocoBoe KpoBoTeueHne

Hapymenust co ctoponbl
KCJIIY JOYHO-KHUIICYHOT'O
TpakTa

Quenv uacmo

Juapes®, 601Ib B )KUBOTE
(BKJIFOYAST STTUTACTPATBHYIO
00JacTh), TOIUTHOTA, PBOTA, 3aI0P
Yacmo

CyxocTb BO PTY, JUCIIETICUS

Yacmo
Juapes®, Tomnora, 3yOHas
6071B

Hapymenust co ctoponbl
IICYCHU U

Yacmo
OTKJIOHEHHUS OT HOPMbI 3HAUEHH I

Yacmo
OTKIIOHEHUS OT HOPMBI

JKEITYEBBIBOISIIINX nokazaTesie PyHKIIMOHAIBHBIX | 3HAYCHUH MOKa3aTesIel

myTen npo6 nedyeHu (YHKIHMOHATIBHBIX TPOO NEUECHU
Hapymenust co cropons! | Quens uacmo Yacmo

KOKH U TIOJIKOKHBIX ChlIib, CyXOCTb KOXKH, 3y ChlIib, 3y

TKaHen

Hapymenust co cropons! | Quens uacmo Yacmo

MBIIIIEUYHOHN, CKEeIETHOMI
U COCIMHHUTEIILHOU
TKaHU

Mpl11e4HbIE CYyI0POTH, KOCTHO-
MBIIIIEYHAsT 00JTb (B TOM YHCIIE
6omu B criuue’ u 6o B
KOHEYHOCTH ), apTpaJIrus,
MUANTUs

Bosb B cimae’

Hapymenust co ctoponbl
MOYeK U
MOYEBBIBOJISIIUX MTyTEH

Yacmo

[MoueyHast HETOCTATOYHOCTH'

OO0mue HapylIeHUs U Quenv uacmo Yacmo
peaxkuuu B MecTe [ToBbIlIEHHAS] YTOMJIIEMOCTb, JIuxopanka
BBEJICHUS nepugepudeckre OTeKH,

TPUIIIONO00HBIN CHHIPOM

(BKITIOUAs TUXOPATKY, Kalleb,

(bapUHTUT, MUAITHIO, CKEJIETHO-

MBIIIEYHBIE 00JTH, TOJIOBHYIO

00J1b)
TpaBMbl, THTOKCUKALIUX Yacmo
U OCJIOKHEHUS ITagenue

npoue/yp

" CM. «Onmcanue otaensasx HITPy

° HJIP, 3apeTUCTPUPOBAHHBIEC KaK «cepbe3Hnie» B xoae KM MJIC

~ M3mMeHeHue HacCTpOeHHUs OBLIO 3apeTUCTPUPOBAHO Kak yacToe cepbezHoe HJIP B xoxe KU dazer 11 M/IC;
oHo He 06110 oT™MeueHo kak HJIP 3 nnm 4 crenenu TsokecTH
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ANTOpUTM Ul BKIIIOYEHHUS B KPaTKYyIO0 XapaKTEpUCTUKY JieKapcTBeHHOro cpeactsa (SmPC): Bce HJIP,
coOpanHble ¢ omorbio anropurmMa KU daser 111, BkirodeHbI B KPaTKYIO XapaKTePUCTHKY JICKaPCTBEHHBIX
cpeacts EBponeiickoro cotoza (EU SmPC). IlpoBoannace qonoiaHuTensHast mpoBepka 4actoTsl 3Tux HIIP,
cobpanHbIx ¢ nomombto anroputma KU ¢aser 11, u, ecnu yacrora HJIP 8 KU ¢assr II Obi1a Belle, yeM B
KU ¢a3si 111, senenue 6su10 BritoueHo B EU SmPC ¢ Toii yactoroii, kotopas otMeueHa B KU 11 dassr

# Anroputm, mpumensemslii s MJIC:
MJIC B KM ¢azsr I (1BoiiHAsA cnemnas momyisiiuys Ui OLEHKH 0€30IacHOCTH, Pa3Indynue MExXTy
aeHanuaoMuoM 5/10 Mr u muane6o Mo nepBOHAYAIBHOMY PEXHUMY JO3UPOBAaHUS OTMEUEHHOE
KaK MUHUMYM Y 2 MalEHTOB):
- Bce HIJIP, perucrpupyembie B Xoie JeueHUs Yy =>5 % mNalUeHTOB, MOJYyYaBIIMX
JEHAIMJOMHUI, U, KaK MUHUMYM, C 2 % pasHULEel B JOJAX MEXAY JICHAIHIOMHUIOM U

manedo

«  Bce HJIP, Bo3HuKaronme B Xoj€e JieueHus, 3 U 4 creneHu TsokecTd y 1 % manueHTos,
MOJy4YaBUIUX JICHATUJOMH, W, KaK MHUHUMYM, C 1% pasHuLed B JOJSIX MEXKIY
JIEHAJIUAOMMIOM H IU1ane0o

«  Bce HJIP, Bo3HuKaromue B Xoe JieueHus y 1 % nmauueHToB, MoTy4yaBIINX JCHATUIOMU,
1, KaK MUHUMYM, C 1 % pa3HHIIeH B TOIAX MEXTY JICHATHIOMHUIOM U IIaIe0o

MJIC B KU ¢a3er 11

«  Bce HJIP, Bo3HUKatO1IKE B XO/1€ JICUCHHS Y >5 % MaIMeHTOB, MOJy4YaBIINX JICHATHIOMU]
«  Bce HJIP, Bo3HuKaromue B xoje jeueHus, 3 u 4 creneHu Tsokectd y 1 % manueHTos,

MOJTYYaBIITUX JICHATUOMH/T
- Bce cepoesnsie HJIP, Bo3Hukaromue B xoie jedeHus y 1 % nanueHToB, MOJy4YaBIINX

JIEHAJIMIOMHU T

Tabmuna 4. HJIP, ormeuennsie B KU y manmentoB ¢ MKJI, monyyaBmmx JeHaTuAOMU]]

Knacc cucremsl
OpraHoB/
[IpennoyrurenbHbIA
TEPMUH

Bce HexxenarenbHbIe
peakmuu/Yacrora

Hexenarenbusie peakuuu 3 u 4
crenenu Tsokectr/Yacrora

Nudexnun u naBazuu

Quenv yacmo

bakTepuanbHble, BUPYCHBIE U
rpuOKOBbIe HH(MEKIUH (BKITIOYAs
OIMOPTYHUCTHYECKUE
unbexiun) °, HasohapuHTHT,
ITHEBMOHUS

Yacmo

bakrepuanbHble, BUPYCHBIE U
rpuOKOBbIe HH(MEKIUH (BKIIOYAs
ONIIOPTYHUCTUUYECKHE

UH(DEKIIN) ° mHeBMOHUS®

TTOJTHITBI)

Hacmo

Cunycur
HoBooOpa3oBanus Yacmo Yacmo
nobpokadecTBeHHbIe, | CHHIPOM «BCHBILIKW» OMyXond | CHHAPOM «BCIHBIILKKWY» OIYXOJH,
3JI0Ka4E€CTBEHHBIE U TJIOCKOKJIETOUHBIH pak Koxku *©,
HEYTOYHEHHBbIE 0a3aJbHOKIIETOYHAS
(BKJIIOYAst KUCTHI U KapruHoma -

Hapymenus co
CTOPOHBI KPOBU H
auMpaTnaeckoi
CHCTEMBI

Ouenv yacmo
TpomGomuToneHus ,
Helitponenus - °, neiixonenus’,
aHeMHUs

Yacmo

Quenv yacmo
TpomGomuToneHus ,
HelTponenus * °, anemus
Yacmo

®ebpuibHas Heiftponenus *©,

O
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Kiacc cucremsl

Bce HexenarenbHbIE

Hexenarenbusie peakuuu 3 u 4

OpraHoB/ peakmuu/Yacrora creneHu TshxecTu/Yacrora
[IpennoyrurenbHbIA
TEPMUH
debpunbHas HeiiTpornenus netikonenus’®
Hapymenus Quenv yacmo Yacmo
MeTabonu3ma u CHUKEHHME aleTHTa, CHIkeHne | Jleruaparanus’, THIIOHATPHEMHUS,
MUTaHUS MAacchl TeJla, TUITOKATUEMHUS TUIOKAJIbLIEMUS
Yacmo
Herunpartanus
[lcnxuueckue Yacmo
HapyLICHUS becconnuna
Hapymenus co Yacmo Yacmo

CTOPOHBI HEPBHOU
CHUCTEMBI

JlucreB3usi, roioBHas 00Jb,
nepudepudeckas HeupomnaTus

[Mepudepuueckas ceHCOpHas
HeWponarus, JeTaprus

Hapymenus co Yacmo
CTOPOHBI OpraHa Bepturo
ciyxa v JabupHuHTa
Hapymenus co Yacmo
v A O
CTOPOHBI cep/ilia Octpeiit UM ¥, cepneunas
HEJ0CTaTOYHOCTh
Hapymenus co Yacmo Yacmo

CTOPOHBI COCYI0B

Cumxenne AJT°

Tpom603 TiryGokux Ben’,

TPOMOOIMOOIIHS JIETOYHOM

aprepun * °, camxenne AJ[°
Hapymenus co Quenv yacmo Yacmo
CTOPOHBI Opprmka’ Opnprmka’
NBIXaTeIbHON
CHUCTEMBI,-OPTaHOB
TPYIHOU KJIETKH U
CpenoCcTeHus
Hapymenus co Ouenb wacmo Yacmo

CTOPOHBI JKEIy J0YHO-
KMILIEYHOI'O TPAKTa

Huapes®, romnora’, ppora’,

3anop
Yacmo
Bosb B xkuBoTe’

O

Huapes®, 6o1b B xuBOTE, 3a110p

Hapymenus co
CTOPOHBI KOXHU U
MOJKOKHBIX TKAaHEHU

Quenv uacmo

Cpinb (BKJIIOYAs! aJUIEPTUUECKUN
JePMaTHT), 3T

Yacmo

HouHnast noTIMBOCTb, CyXOCTh
KOXU

Yacmo
ChIIb
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Kiacc cucreMbl Bce HexenarenbHbIe Hexenarenbusie peakuuu 3 u 4
OpraHoB/ peakmuu/Yacrora creneHu TshxecTu/Yacrora
[IpennoyrurenbHbIA
TEPMUH
Hapymenus co Quenv yacmo Yacmo
CTOPOHBI MBIIIIEYHOM, | MBIIIeUHbIE CYyI0pOTH, 00JIb B bosnb B cinHe, MblllieuHast
KOCTHOW 1 CIIMHE crnabocTr’, apTpanrus, 60b B
COEIMHUTEIIBHON Yacmo KOHEYHOCTSIX
TKaHU Aptpanrus, 6011b B
KOHEYHOCTSIX, MBIIIICYHAS
cnabocTh
Hapymenus co Yacmo
CTOPOHBI MOYEK U [Toyeunas HEXOCTATOYHOCTE’
MOUYEBBIBOISAIINX
nyTeu
O6mume Hapymenus u | Quensv uacmo Yacmo
peaKiuu B MecTe [ToBbIIeHHAs! yTOMIISIEMOCTb, Jluxopanka®, acrenus’®,
BBEJICHUS actenus’, nepudepuueckue MOBBILICHHAS] YTOMJIIEMOCTD
OTEKH, TPUIIIIONOJOOHBIA
CHHIPOM (BKIIFOYAs TUXOPaIKy’,
KallleJb)
Yacmo
O3H00

% A
Cwm. «Onucanue otaensHeix HIIP»
® HIIP, 3aperucTpUpPOBaHHBIE Kak «cepbe3Hble» B xoae KM MKJI

Aunroput™, npuMmeHsieMbid 111 MKJT:
KonTpompyemoe KU ¢dazsr I MKJT
«  Bce HJIP, Bo3HuKaonMe B X0€ Je€4eHUs y >S5 % MaiueHToB, NOJIy4YaBIIUX JICHATUIOMUI,
1, KaK MUHUMYM, C 2 % pa3HuULel B JOJIAX MEXKIY JCHAIUIOMUOM U IPYIIIONH KOHTPOJIS.
«  Bce HJIP, Bo3HuKawonme B Xo/¢ jedeHus, 3 u 4 creneHu Tsbkectd y >1 % nanueHTos,
MOJIy4YaBUIUX JICHATUAOMU/, U, KAK MUHUMYM, ¢ 1% pa3Huuei B 101X MEXIAy TpymHIoi
JICHAJIUIOMHIA ¥ TPYIITIONH KOHTPOJIS.
«  Bce HJIP, Bo3HuKaromue B xo/e jieueHus y >1 % nauueHToB, NOJy4aBIINX JICHATUIOMUI,
1, KaK MUHUMYM, ¢ | % pasHuuen B IOJSIX MEXIY TPYNION JIEHATUAOMHUIA U TPYIIION
KOHTPOJISL.
UccnenoBanue B onnoit rpynmne KU ¢assl 11 y mamuenToB ¢ MKJI
«  Bce HJIP, Bo3HuKaromue B X0/€ jeueHus y >5 % nanueHToB
«  Bce HJIP, Bo3HuKaromue B Xojae JedeHUsT 3 U 4 CTENEeHW TSHKECTH y 2 U Oosee
MaIICHTOB
«  Bce HJIP, Bo3HHKarOmuMeE B X0/1€ JI€YCHUS Y 2 U O0JIee MarueHTOB

Ceoonas mabauya HJIP ons xkombunuposannou mepanuu J1eHaauooMuooM npu_GOoruKyIspHou

JZMMCbOMe u JZMMGbOMe U3 K1emoxK MapeUHaibHOl 30Hbl

Tabmuia 5 moAroTOBIEHA MO JAaHHBIM, MTOJTYYEHHBIM B X011€ TipoBeaeHus ocHOBHBIX KW (NHL-

007 u NHL-008) y mamuenToB ¢ ®JI unu JIM3, momydaBmmx KOMOWHHUPOBAHHYIO TEPAITHIO
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JICHATUIOMUIOM C PUTYKCUMAOOM.

Tabmuna 5. HJIP, ormeuennsie B KU y manuentos ¢ @JI wnn JIM3, mony4aBmux JICHATHIOMU] B
KOMOHWHAIIUK ¢ PUTYKCUMAOOM

CucTeMHO-OpraHHbIi [ToGounsble peakuuu [ToGounsle peakuuu 3—4
Kyacc/ (cymmapno)/Yacrota creneHu Tsoxectu/Yacrora
[IpennoururenbHbI
TEPMUH

Wndexuun u uaBazun | Quensb yacmo Yacmo
Nubexunn BepxuuX | [THeBMoHns’, cencuc’, GpOHXHT,
JBIXaTEeNbHBIX MyTen racTPOIHTEPHUT, uHpEKIUN
Yacmo MOYEBBIBOJISIIMNX ITyTEH
[MueBmonus’, rpumm, OpOHXHT,
CHUHYCHT, nHpeKIun
MOUYEBBIBOIAIINX MyTEH

JloOpokauecTBeHHBIC, | QueHb uacmo Yacmo

3moKkauecTBeHHble M| CHHIPOM «BCHBILKU» OfMyXond | basanbHokieTouHas

HEYTOYHCHHBIE Yacmo kapruHOMa

HOBOOOpa30BaHMs T110CKOKIETOUHBIH paK KOXKH *F

(BkIOYasT KUCTBI U

TTOJTHITBI)

Hapymienus co | Quensb yacmo Quenb uacmo

ctopoHsl  kpoBu  u|Heiitponenus anemus’, | Helirponenus »°

auMpaTnaeckoi TPOMOOIUTOHEHHS *, Yacmo

CHCTEMBI JTeHKONeHHST Anemus®, TpombonuTonenus *,
Yacmo ¢bebpunbHas Heiirponenus’,
Jumponenns NeHKONeHns , TMMQOTICHHUS

Hapymenus Quenv uacmo Yacmo

MeTaboar3Ma u | CHIDKEHHE armeruTa, | O6e3BoxuBanue’,

MUTAHUS TUTIOKAJIUEMUST TUIEPKANBIUEMHUS’, CHIDKEHHE
Yacmo armeTuTa, THITOKAJIAEMHUS,
O6e3BoxuBanue’ runogocharemus,

THIIEPYPUKEMUS

[lcnxuueckue Yacmo

HapyIICHUS Hemnpeccusi, 0eccoHHUIIA

Hapymenus co | Quensb uacmo Yacmo

CTOPOHBI HepBHOI | ['omoBHas 6011k, TOTOBOKpYkeHUE | OOMOPOK

CHCTEMBI Yacmo

[Mepudepuueckas  Helponarus,
U3BpaIleHe BKyca

Hapymenus co Yacmo

CTOPOHBI cep/ilia OubpuIIAIUS npez[cepm/Iﬁ<>

Hapymenus co|Yacmo Quenwv wacmo

CTOPOHBI COCYJIOB Cuamxenne Al TO  nerounoit aprepun *,
cHmxenue AJl

Hapymenus co | Quenv uacmo Yacmo

CTOPOHBI JIbIXaTEIbHON O,I[I)IH_IKaO, Kalllelb Ompimmka’
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[ToGounsble peakuuu

[To6ounble peakumu 3—4

Kyacc/ (cymmapno)/Yacrota creneHu TshxecTu/Yacrora
[IpennoururenbHbI
TEPMUH
CHUCTEMBI, opraHoB | Yacmo
TPpyIHOM  KJIETKH U |boab B poTorioTke
CpPEeNOCTEHUs
Hapymenus co | Quenv uacmo Yacmo
CTOpOHBI Kemyno4HO- |Boms B sxmBoTe’, nmapes, 3amop,|Boms B xuBoTe’, Mapes, 3amop,
KHIIIEYHOTO TPaKTa TOIIHOTA, PBOTA CTOMATHUT
Yacmo
bone B BepxHEW 4acTu KHUBOTA,
JUCIIETICHSI, CTOMATHUT, CYXOCTh BO
pry
Hapymenus co | Quensb uacmo Yacmo
CTOpoHbl KoM U |CBITb , KOXKHBIH 3y]1 ChInb, KOKHBIH 3y
MOJKOKHBIX TKAaHEHU Yacmo
CyxocTb KOXH, HOYHAas
MOTJINBOCTb, 3pUTEMA
Hapymenus co | Quenv uacmo Yacmo
CTOPOHBI  MBIIIICYHOH, | MBIlIIeUHbIe CyZopoTH, ©007b B|bonh B KOHEYHOCTSX, OOJb B
KOCTHOH U | CIIUHE, apTpairus niee
COCIMHUTEILHON TKaHU | Yacmo
bonbs B KOHEYHOCTAX, MUAITHUS,
607b B 1IEE
Hapymenus co Yacmo
CTOPOHBI ~ TOYEK U Octpas MOYeyHast
MOYEBBIBOJISALIUX HEJI0CTaTOUYHOCTE'
nyTeu
O6mue HapymeHus u|Quens yuacmo Yacmo
peakmu B Mecte | Jluxopamka’, noBbllIeHHAs | [IoBBIIIEHHAass  yTOMJIIEMOCTb,
BBEJICHUS YTOMIISIEMOCTb, acTEeHUsl, | ACTCHUS
nepudepruIecKrue OTeKU
Yacmo
O3H00
JlaGopaTopHbie u| Yacmo Yacmo
UHCTPYMEHTAJIbHBIE CHuxeHue mMacchl Tena IToBeiienue ypous AJIT
JTAHHBIE
" Cm. «Ormmcanne otnensreix HIIPy
° HIJIP, oT™MeueHHbIe Kak «cepbe3anie» B KU y marmuentos ¢ OJI u JIM3
* OTHOCHUTCS TOJBKO K cepbe3HbiM HIIP
* O000LIAIOMIMIA TEPMUH  «CHIIb» BKIIOYACT CIEAYIONIME IPEANOYTUTEIBHBIE TEPMUHBL:  ChIIb,

MaKyJIoTanyJje3Has Chlllb, KpanuBHULA
** O0o0marommii TEPMHUH <JICHKONMCHHs» BKIIOYACT CJIEAYIOIME MPEIIOYTHTEIbHbIE TEPMHUHBI:
JIEHKONEHNS ¥ CHIKEHHE YHCTIa JISHKOIIUTOB
*E% OGoOmAmKi TEPMUH  «TMM(OIICHHS» BKJIIOYACT CICAYIONINE MPEANOYTHTEIbHbIE TEPMUHBL:
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J'II/IM(l)OHCHI/IH U CHMKCHHC YHCia J'II/IM(i)OI_II/ITOB

AnroputMm, npuMmensaeMslit 111 OJI u JIM3:
Kontpompyemoe KU da3zsr I11:

e HJIP B K NHL-007 — Bce HJIP, Bo3HuKaronme B xojAe JieueHus y >5,0 % mainueHTos,
NOJTYYaBIIUX JICHAJIMIOMU/PUTYKCUMa0, U ¢ He MeHee yeM Ha 2,0 % Ooibliel 4acToToi
( %) B rpymnme JeHaIUIOMH/Ia IO CPAaBHEHHUIO C KOHTPOJIBHOU rpynnon — (MOMyYJISIUS s
OIICHKU 0€3011aCHOCTH)

e HIJIP 3-4 crenenu Tskectn B KM NHL-007 — Bce HJIP 3/4 cremeHM TsKECTH,
BO3HUKAIOIIME B XOn€ JedyeHus He meHee dem y 1,0 % nanmeHToB, MOJy4aBIIMX
JICHAIUIOMUJ/pUTYKCUMa0, 1 ¢ He MeHee yeM Ha 1,0 % Oonblieil yacToToil B rpymnme
JeHATMIOMUA TI0O CPaBHEHUIO C KOHTPOJIBHOM Tpynmod — (MOMyJSLus A OLCHKU
0€30MMacHOCTH)

e Cepoesnsle HJIP B K1 NHL-007 — Bce cepbe3nbie HJIP, Bo3HMKaromuye B X0/1€ JI€UEHUs
He MeHee ueM y 1,0 % nmanueHToB, MoMy4aBUINX JICHATUAOMUA/PUTYKCUMAO, U ¢ HE MEHee
yeM Ha 1,0 % OospIielt 4acTOTOM B TPYIIIE JCHATHIOMU/PUTYKCUMA0 TIO CPABHEHHUIO C
KOHTPOJIbHOM TPyNIOi — (OMyYJISAINS JIJIsl OIICHKH O€30TaCHOCTH )

UccnenoBanue B oxHoit rpynmne KU ¢aser 1l y manueHToB ¢ MHIOJIEHTHON HEXOKKHHCKON
mumpomoint (mHXII):

e HJIP B K1 NHL-008 — Bce HJIP, Bo3HuKaromue B xoae jJeueHus y >5,0 % nauueHTon

e HIJIP 3-4 crenenn tsmxectm B KM NHL-008 — Bce HJIP 3-4 cremeHM TSKECTH,
BO3HUKaIOIIKE B Xo1€ JeueHus y >1,0 % nmanueHTos

e Cepnesnnie HJIP B KM NHL-008 — Bce cepbe3nbie HJIP, Bo3HMKarOnME B X0/1€ JICUEHUS Y
>1,0 % manueHToB

Cesoonast ma6ﬂuua HIJIP, ommeuennvlx 60 8pems HOCMpe2UCmpayuoHHo20 NPUMEHEHUS.

B nomonnenne x BoimieykazanHbiM HJIP, BbisiBaeHHBIM B xome ocHOBHbIX KU, Tabmuma 6

IoATO0TOBJICHA HA OCHOBEC OG’bGI[I/IHeHHBIX MOCTPCTUCTPATUOHHBIX JaHHBIX.

Tabmuua 6. HJIP, 3apeructpupoBaHHBIE B MOCTPETHCTPALIMOHHOM IEPHOJAE Y NaIMEHTOB,
IIOJTy4aBIIUX JICHAIUIOMHU/L

Kiacc cucreMsr Bce HexenarenbHble peakiuu / HexenatenbHbie peakuuu
OpraHoB Yacrota 3 u 4 crenenu Tspxectu / YacroTa
[IpennoyrurenbHbIA
TEpMHUH
Nudexnun v naBasuu | Heuzgecmno Heuzeecmuo

Bupycubie nndexkunn (Bkaovas | BupycHsle nHbexnun (BKIroYas
ONOSICHLIBAIOIIUN JIMIIan U | OMOSACHIBAIOIINI JIAIai u

pCeaKTHBALMIO BHUpPYyCa TeMaTuTa | PEaKTUBAIIUU BUpYyCa
B) rernarura B)

JloOpokauecTBEHHBIE, Peoxo

37I0KaYeCTBEHHBIC CuHApOM JNH3HCca OITyXOJU

HCYTOYHCHHBIC

HOBOOOpa30BaHMS

(BKJTFOYAst KUCTHI U

TTOJTHITBI)
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Kracc cucremsl
OpraHoB
[IpennoyrurenbHbIA
TEPMUH

Bce HexenarenbHble peakiuu /
YacroTa

HexenarenbHble peakuuu
3 u 4 crenenu tsxectr / Yacrora

Hapymenus co
CTOPOHBI KPOBU H
auMpaTnaeckoi
CHCTEMBI

Heuzgecmno
[Tpunobperennas remopuus

Hapymenus co
CTOPOHBI UMMYHHOMH
CHUCTCMbI

Peodko

AHnadunaktuyeckas peakmusa’
Heuzgecmno

OTTOpXKEHUE TPAHCIIaHTaTa
NapeHXUMAaTO3HBIX OPTraHOB

Peoko
AHadwmrakTudeckas peakuus”

DOHJIOKpUHHBIE Yacmo

HapyuIEeHUS ['mneptupeos

Hapymenus co Heuacmo Peoko

CTOPOHBI Jlerounast runepTeH3us Jlerounas runepTeH3us
NBIXaTeIbHON Heuzsecmuo

CHUCTEMBI, OPTaHOB
TPYIHOU KJIETKH U
CPEOCTEHHUS

HNHTepcTUraIbHBIN THEBMOHUT

Hapymenus co
CTOPOHBI JKEIIY T0YHO-
KHILIEYHOTO TPaKTa

Heuszeecmno

[MTankpeatut, neppoparust KKT
(BKITIOYAst MPOOOIEHNE TPBIKH,
nepdoparuy KUIeYHuKa 1
TOJCTOM KUIIKH)

Hapymenus co
CTOPOHBI IICYEHU U
JKEITYEBBIBOISAIIUX
nyTeu

Heuzeecmno

Ocrtpas neyeHo4Has
HEIOCTATOYHOCTD , TOKCUUECKUIL
TeNaTuT , IUTONUTHIECKUH
TeNaTHUT , XOJIEeCTATUUECKUil
TeaTHT , CMEIIaHHbBIH
LUTOJUTHYECKO/XOIECTaTUUECKU
if rematut

Heuszeecmno

Octpas neyeHouHas
HEJIOCTATOYHOCTD , TOKCHYECKU
remaTuT

Hapymenus co
CTOPOHBI KOXKHU U
MOKOKHBIX TKAaHEHU

Heuacmo
AHTMOHEBPOTHUYECKUN OTEK
Peoko

Cunzpom CTuBeHca-JIKOHCOHA
TOKCUYECKUH AMUICPMATIbHBIN
HEKpOIM3

Heuszsecmno
JIeMKOIMTOKIaCTUYCCKUH
BACKYJIUT, JICKaPCTBEHHAS
peakius ¢ 203uHOpUIHEH U
CHCTEMHOM CHMIITOMATHKON

" Cm. «Ommcanne otnenbasrx HIIPy»
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(nocn
Onucaunue ornenpHbrx HIIP
Tepamoeennocmo
JleHamuaoMu SBISETCS CTPYKTYPHBIM aHAJIOTOM TadUJAOMHUIA — AaKTUBHOTO BEIIECTBA,

obyagaromero TepaToreHHbBIM 3(G(EKTOM H  BBI3BIBAIOIIETO TSKENBIC KU3HEYTPOXKAIOIINE
AHOMAQJIMM pa3BUTUA Yy 4YejoBeKka. JIeHaMmoMua WHAYIHUPOBAT Yy O0O€3bsSH TOSBICHUE
BPOXKICHHBIX AHOMAJIMA, CXOXHUX C ONMHCAHHBIMU Mg Tanuaomuaa (cMm. pasnmen 4.6). Ecnu
JCHATMOMHU]] TIOCTYIIaeT B OPTaHU3M BO BpeMsi OEpPEMEHHOCTH, MOKHO MPOTHO3UPOBATH €r0
TepaTOreHHbIN 2P DHEKT.

Heiimponenus u mpomboyumonenus

Bnepesvie ouacnocmuposannas MHONCECMBEHHAS MUCIOMA. NAYUEHMbL, KOMOPbIM _NOKA3AHA

mpancniarmauus, noAVHASUIUE _ JICHATUOOMUO 8 KOM6uHauuu C 60Dm€30Mu60M u

oexcamemaszoHom

Hetitponienus 4 crenenu TsbkecTy HaOmoganachk y 2,8 % u 28,7 % nanueHToB B UCCIIEIOBAaHUSIX
PETHEMA GEM2012 u IFM 2009, coorBercTBeHHO. DeOpriibHasi HEUTpOneHus 4 CTereHH
Tsoxectn Habmonanacek y 0,0 % u 1,1 % manuentoB B uccnenoBanusx PETHEMA GEM2012 u
IFM 2009, cooTBETCTBEHHO.

TpomOoruTonieHust 3 wim 4 CTeNeHu TsHKecTH Habmomanack y 6,3 % u 18,5 % mnanueHToB B
nccnegosanusx PETHEMA GEM2012 u IFM 2009, coOTBETCTBEHHO.

Bnepsuvie OMGZHOCmuDOGCZHHCZ}l MHOdcecmeenHas _muenoma. nayueumvl _nocie  TITCK ¢

nocaeoywel nodoepicusarowient mepanuei 1eHaiu0oMuUooMm

[Tonnepxxuaromas Tepanus jeHanuaomuaoM nociie TI'CK yamie conpoBokianack pa3BUTHEM
HelTporiennn 4 cremnenu, yeM B rpynne miane6o (32,1 % B cpaBuHenun ¢ 26,7 % [16,1 %
B cpaBHeHMH ¢ 1,8 % mocie Havana noxnepskusaromeit tepanuu]| B xone KM CALGB 100104 n
16,4 % B cpaBaenuu ¢ 0,7 % B KM IFM 2005-02, cootBeTcTBeHHO). Y 2,2 % maruentoB B KU
CALGB 100104 u 2,4 % nauuentoB B KW IFM 2005-02T, cOOTBETCTBEHHO, 3apErUCTPUPOBAHA
HEUTpONIEHNS, KOTOpasl MpuBela K MPEKpalleHUI0 Tepamnuu JieHamuaomMuaoM. debOpuiibHas
HEUTpONeHUs 4 CTETIEHH TSAXKECTU Pa3BUBAJIACH CO CXOXKEW YaCTOTOM B IPYIINE MOAIEPKUBAIOILIEH
Tepanuu JeHaauaoMuaoM U rpymnmne mianedo B oboux KU (0,4 % B cpaBuenuu ¢ 0,5 % [0,4 %
B cpaBHeHuH ¢ 0,5 % nocne Havana noanepxkusaromen repanun| B KU CALGB 100104 u 0,3 %
B cpaBHeHHH ¢ 0 % B KU IFM 2005-02, COOTBETCTBEHHO).

[Mognepxupatomass Tepanus jgeHanmunomuaom mnociae TI'CK wyamie BbI3bIBala pa3BUTHE
TpoMOouuToneHnu 3 uian 4 creneHu TsokecTH, yem ruianebo (37,5 % B cpaBhHenuu c 30,3 %

[17,9 % B cpaBHeHuu ¢ 4,1 % nocne Havana noaaep;xkuBatomieil Tepanuu]| B xoae KM CALGB
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100104 u 13,0 % B cpaBaenuu ¢ 2.9 % B KU IFM 2005-02, COOTBETCTBEHHO).

Bnepesvie duacnocmuposanmas MHONCECMBEHHAS, MUCIOMA. NAUUEHMbL, KOMOPbIM He NoKA3aHd

mpancniarmauus, noAYHASUIUE _ JICHATUOOMUO 8 KOM6uHauuu C 60Dm€30Mu60M u

oexcamemaszoHom

B uccnenoBannu SWOG S0777 HelitponieHus crenenu 4 TsokecTy Habmronanack B rpymmne RVd
pexe, uem B rpymnme cpaBHeHus Rd (2,7 % B cpaBaenuu ¢ 5,9 %). B rpynnax RVd u Rd 6pu1a
3aperuCcTPUPOBaHa AHAIOTMYHAS YacTOTa pa3BUTHS (GeOpUIbHONH HEHTpomneHnHn 4 CTEIeHU
Tsoxectd (0,0 % B cpaBHenuu ¢ 0,4 %).

TpomOoruTonieHus 3 win 4 CTENeHU TSHKECTH HaOmoaanack B rpynmne RVd gamie, uem B rpymie
cpaBaenust Rd (17,2 % B cpaBaennu ¢ 9,4 %).

Bnepesvie duacnocmuposanmas MHONCECMBEHHAS, MUCIOMA. NAUUEHMb], KOMOPbIM He NoKA3aHd

mpaHcnjiaHmayus, noaydasuiue AEHAAUOOMUO 8 KOMOUHAUUU C 0EKCAMEMA30HOM

[Ipn mpuMeHeHWH KOMOWHAIMHU JICHAIMIOMHUIA C JEKCaMeTa30HOM Yy mamnueHToB ¢ BJIMM
OTMEUAJIOCh YMEHBIIEHHE 4acTOThl BOBHUKHOBEHUS HelTponieHuH 4 crenenu Tsokectu (8,5 % B
rpynne Rd (uenpepsiBHoe neuenue) u Rd 18 (neuenun B Teuenue 18 4-HenenbHBIX IIMKIOB) B
cpaBHeHud ¢ 15 % B rpymnne MPT). ®ebGpunpHas HeliTponieHns 4 cTeneHu TshkecTr Habojanach
Heuvacto (0,6 % B rpynne Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynne MPT).

[Ipn npuMeHeHUU KOMOWHAIMU JEHAIUIOMHUIA C JEKCAMETa30HOM Yy manueHToB ¢ BJAMM
OTMEUAJIOCh YMEHBIIICHHE YacTOThl BOZHUKHOBEHHUS TPOMOOIMTONICHUN 3 U 4 CTEICHH TSKECTU
(8,1 % B rpynmne Rd u Rd18 B cpaBuenuu ¢ 11 % B rpynne MPT).

Bnepsvie ()uaenocmupoeannaﬂ MHOMHCECMBEHHAA MUETIOMA. NAYUEHMbl, KONOPbIM He NOoOKA3aHA

mpancniarmayusd, nojaydasuiue JNCHAIUOOMUO 68 COUCMAHUU C Mejld)a]laHOM U NPEOHUZONOHOM

[IpumeHeHne neHAIUIOMHIA B KOMOMHAIMK ¢ MeTI(paTaHOM U MPEIHU30JIOHOM Y TAIMEHTOB C
BJIMM comnpoBokaanochk 0ojiee BHICOKOH YacTOTON BO3HUKHOBEHUS HEUTPONCHHH 4 CTENEHU
Tsoxectd (34,1 % B rpynne MPR+R/MPR+p) o cpaBaenuto ¢ rpynmnoit MPp+p (7,8 %). Onuzozst
bebpunpHON HeWTporeHuu 4 cTemeHu TsbkecTH Habmogamuch damie (1,7 % B rpymme
MPR-+R/MPR+p no cpaBaenuto ¢ 0,0 % B rpymnme MPp-+p).

[IpumeHeHue neHaTUIOMUIA B KOMOMHAIIMK ¢ Me(alaHOM U IMPEIHU30JIOHOM Y MAIMEHTOB C
BJIMM conpoBoXAaJIoCh TOBBIIIEHHONW YacTOTOW BO3HUKHOBEHHs TpomOouuToneHud 3 u 4
crenean Tsokectu (40,4 % B rpynne MPR+R/MPR+p) mo cpaBHenuto ¢ rpynmoit MPp+p
(13,7 %).

Mnooicecmeennas muenoma: nayUeHmbsl, NOAVYUBUIUE KAK MUHUMYM OOHV JUHUIO mepanuu

[Ipumenenne KOMOWHAIIMU JICHAIMIOMHUIA C JEKCaMETa30HOM Yy MmamueHToB ¢ MM
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COIIPOBO’KIANIOCH MOBBIIIEHUEM YacTOTHI pa3BUTHS HeWTporneHuu 4 creneHu Tsxectu (y 5,1 %
NalMEeHTOB, NPUHUMABUIUX JICHATUAOMHUJI C JIeKcaMeTa3oHOM, 1o cpaBHeHuo ¢ 0,6 %
y MAallMeHTOB, MPHHUMABIINX KOMOHWHAIIMIO JeKcameTazoHa U 1anebo). deOpuibHas
HEUTpOTeHHS 4 CTENEeHU THKECTH y MAIMEHTOB, MPUHUMABIINX KOMOWHAIIUIO JICHATUIOMHIA C
JeKcaMeTa30HOM, oTMmedanack Hedacto — 0,6 % (y ManueHTOB, MPUHUMABIIMX KOMOWHAITHIO
nekcamera3oHa u miame6o — 0.0 %).

[IpumeHeHne KOMOWHANMK JIEHATHIOMHIA C JeKcameTa3oHoM npu MM  compoBOXIanoch
MOBBILICHHEM BEPOSITHOCTH pa3BUTHS TpomOouuTonenuu 3 u 4 crenenu Tsoxect (9,9 % u 1,4 %,
COOTBETCTBEHHO, Y MAIIMCHTOB, MPHHUMABIIUX JICHATUIOMH] C JEKCAMETa30HOM, OTHOCUTEIIBHO
2,3 % u 0,0 % y manueHToB, MPUHUMABIINX KOMOMHAIIMIO IeKCaMeTa30Ha U 11anedo).

Hayuenmui ¢ Muerooucniacmu4ecKumu CMHODOMGMM

¥V nmanuentoB ¢ MJIC, mony4yaBmmx Tepanuio JEHAIUIOMHIOM, Yallle Pa3BUBAIACH HEUTPOTICHUS
3 u 4 crenenu tsxectu (74,6 % y MalMeHTOB, MOMyYaBUIUX JICHAJTUAOMUI, IO CPAaBHEHUIO C
14,9 % y nanmenToB, noxy4asmux miamedo, B KU ¢dazel I11). Caydan ¢pedpunibHOM HEWTpOneHUN
3 1 4 cTeneHu TSHKECTU OTMEYEHB! y 2,2 % NanueHTOoB B TPYIIE TEPAlUyU JIEHAIUIOMHUIOM, 110
cpaBaenuo ¢ 0,0 % y maumentoB B rpymme miane6o. [lpumeHeHue neHanugomMuaa yaiie
COTIPOBOXKAAETCA pa3BUTHEM TpombOouuTonenuu 3 u 4 crenenu tsokectd (y 37 % mamueHToB,
NOJYYaBIIUX JICHATUIOMH, IO cpaBHEHUIO ¢ 1,5 % manmeHTOB, moiy4aBmux riamnebo, B KA1
dassr 11I).

Hayueumol ¢ aumpomon u3 Kiemox MaHmuinou 30Hbl

VY naunuentoB ¢ MKJI wame passuBanace Heiltporienus 3 u 4 crenenu Tsxectu (y 43,7 %
NAalKMEeHTOB, MOMYYaBIIUX JICHATUIOMU, 1O cpaBHEeHHIO ¢ 33,7 % MalMeHTOB B KOHTPOJIbHOU
rpynne B KU ¢assr I). Cnyyan ¢ebpunbHO# HeliTporieHuu 3 U 4 CTENEHU TSHKECTH OTMEUEHBI
y 6,0 % nmanueHToB, MOTy4YaBIINX JEHATUIOMU/, [0 CPaBHEHUIO € 2,4 % MAIMEHTOB KOHTPOJIbHOMN
TPYIIIBL

Hayuenmui ¢ d)O]Z]ZuKWZ}ZDHOI:Z JZMMGbOMOI:Z ujau JZMM(Z)OMOIJ U3 K1emoK MAPSUHAIbHOU 30Hbl

[Ipumenenue neHanuaoMua B KoMOuHanuu ¢ purykcumadom npu OJI unu JIM3 cBsizano ¢ Oonee
BBICOKOM 4acTOTOW pa3BUTHs HeWTporneHuu 3 wnu 4 creneHu Tspkectd (50 % y mamueHToB,
MOJTyYaBIIUX JICHAIUJIOMUJI/PUTYKCUMA0, B cpaBHeHUH ¢ 12,8 % y MalMeHTOB, MOIyYaBIIMX
iane6o/putykcumad). Bee ciryuan HeliTpornieHnu 3 wiu 4 CTENEeHH TSHKECTH ObLITH 00OpaTHUMBI TPU
IpepbIBAaHUM TEPANUU, CHIKEHUH JI03bl W/WIIM TOJ/ICPKUBAIOIIEM JICUeHUHN (paKkTOpaMu pocTa.
Kpowme toro, Heuacto Habmonanack peOpuinbHas HelTponenus (2,8 % y nalueHToB, MOTy4YaBIINX

JeHATUIOMU/pUTYKCUMad, 1o cpaBHeHuto ¢ 0,6 % y DanueHToB, MOJy4YaBUINX
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riane6o/puTykcuman).

[Ipumenenue neHanuaoMuIa B KomOuHauu ¢ purykcumadom npu @JI u JIM3 takke cBs3aHO
0oJiee BHICOKOH YacTOTOM TpoMOoIToneHnu crenenu 3 uin 4 (2,3 % y nanueHToB, NoJy4yaBIInuX
JeHATUIOMU/pUTYKCUMad, 1o cpaBHeHuto ¢ 1,1% y manuMeHTtoB, MOJydYaBUIMX
mane6o/putTykcumad).

Benosnas mpombosmbonus

[Ipumenenne KoMOMHAIMM JICHAIMAOMHUIA C JIEKCAaMETa30HOM Yy ManueHtoB ¢ MM
COIIPOBOKIANIOCH TOBBILIEHHBIM PUCKOM Pa3BUTUS TpomOo3a IiyOoKuX BeH W TO jerouHoi
apTepuu, B TO BpeMs Kak B KOMOMHALMH ¢ MeI(alaHOM U IPEJHU30JIOHOM, a TAKXKE Y MAllUEHTOB
¢ MM, MJIC u MKIJI Ha ¢oHe MOHOTEpanuu JEHATUIOMHUIOM TOT PUCK OBUT HUXKE (CM. pazjiel
4.5.). OgHOBpeMEHHOE Ha3HAUEHHE OHPUTPONOITUYECKHX CPEICTB MM Hanu4due TpomOo3a
NIyOOKHMX BEH B aHAMHE3€ TaK)K€ MOTYT YBEIWYUTh PUCK 1D OCIOXHEHWUW Yy MAHHOW TPYIIIBI
HalMEHTOB.

Hugpapxm muoxapoa

VY nmanueHToB, MPUHUMABIINX JICHATUIOMHI, OTMEYAIHCh ciy4yan pa3Butus M, ocobeHHO mpu
HaJINYMU U3BECTHBIX (DAKTOPOB PHCKA.

I'emoppazuueckue ocnodcnenus

I'emopparnueckue  OCIOXHEHMS  yKa3aHbl B  COOTBETCTBUM C  CHCTEMHO-OpraHHOMU
KjIaccuuKkanueif, a UMEHHO, HapyIIEHHs CO CTOPOHBI KPOBH M JHUM(ATUYECKOH CHCTEMBI;
HapyLIEHUs] CO CTOPOHBI HEPBHOW CUCTEMBI (BHYTPUYEPENHOE KPOBOM3IIUSHUE); CO CTOPOHBI
JIBIXATEIbHOM CUCTEMBI, OPraHOB I'PYJIHON KJIETKH U CPEelOCTEHUs! (HOCOBOE KPOBOTEUEHHUE); CO
ctoponbl JKKT (ruHruBanbHOE, reMOppOMIAIBHOE, PEKTAIBHOE KPOBOTEUEHMS); CO CTOPOHBI
IOYEK M MOYEBBIBOJAIIMX IMyTed (TemMarypus); CO CTOPOHBI COCYNOB (PKXMMO3bI); TPaBMBI,
WHTOKCHUKAITUU U OCJIOKHEHUS MAaHUITYJISAIUH (YIIuo).

Annepeuueckue peakyuu u msaicenvle KOJICHble peaKyuu

NmeroTcst cooO1IeHus 0 pa3BUTHH AJUIEPTUYECKUX PEAKLIUi, BKIIIOUasi aHTMOHEBPOTUYECKUI OTEK,
aHa(UIAKTUYECKYIO PEAKIMIO, M TSDKENBIX KOXKHBIX peakuui, BKio4as cuHIpoM CTHBeHca-
JIKOHCOHA, TOKCHUYECKHM HSHUAEPMAIbHBIA HEKPOJHS M JICKAPCTBEHHYIO PEAKIUI0 C
so3uHOmMerr u cucremMHor cumnrTomatukor (DRESS-curapom), mnpu mnpumeHeHun
JeHanuIoMuaa. B amreparype coolImaeTcss 0 BO3MOXKHOM IEPEKPECTHOM peakiuu MEXITy
JEHAIMOMUIOM U TAIUIOMUIOM. JIeHamnjoMu1 He ciaeyeT Ha3HadaTh NalueHTaM, B aHaMHE3e
KOTOPBIX OTMEUAIHUCh TsKENbIe (POPMBI CHITTU TIPH MpUEMe TaaugoMuaa (cM. pazzaen 4.4.).

Ilepsuunvie 3n10kauecmaeenubie ONYX0IU OPYy20U TOKANUIAYUU
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Hosrle 31mokadecTBeHHbIE HOBOOOpa3oBaHus, oTMeuaBmuecs B KM y manueHToB ¢ MHETOMOM
10CJIe MPUMEHEHUS! KOMOWHAIMH JICHATUAOMH/IA C IEKCAaMETAa30HOM 110 CPAaBHEHHIO C KOHTPOJIEM,
IpeCTaBIsUIN cO00IA, IIaBHBIM 00pa3oM, 0a3aIbHOKIETOUHBIN UITH TNTIOCKOKJIETOUHBIH paK KOXKH.
Ocmpwiii muenoudnsiiil aetixo3 (OMJI)

Mnoocecmeennas muenoma

Cnyuau OMIJI nabmomamuce B KM BJ/IMM y mnanueHTOB, MOJTY4YaBIIMX JICHATUIOMHUI B
KoMOuHaimu ¢ mendanasoM uian cpasy xe nocie BJAM/TI'CK (cm. pazgen 4.4.). OMII ne
HaOmonancs B KU y maruentos ¢ BJIMM, nonmy4aBimmx JICHATHIOMHI B KOMOMHAITUN C HU3KUMU
JI03aMH JICKCaMeTa30Ha TPH CPaBHEHWHM C TaJIUJAOMHJIOM B KOMOWHAIMH ¢ MeldaraHoM U
MPETHU30JIOHOM.

Muenooucnracmuyeckue CquDOMbl

Ncxonnbpie mepeMeHHbIe, BKIIIOYAsi CIOKHBIE IUTOI€HETUYECKMEe aHoMainu W TP53 mytanuw,
acCOUMPOBAIKCH C nmporpeccupoBanuem 10 OMJI y marmentoB ¢ MJICS5q u 3aBUCMMOCTBIO OT
remoTpancy3uir (cM. pasgen 4.4.). llpeackasyemass JBYXJIETHSSI COBOKYITHAash 4YacToTa
nporpeccupoBanus 10 OMJI cocraBuna 13,8 % y nanuentos ¢ M/IC5q no cpaBuenuto ¢ 17,3 %
y nanueHtoB ¢ MJIC5q v 01HOM AOMOJHUTEIPHON IUTON€HETUYECKON aHoManuei, u 38,6 % —y
MalMEHTOB CO CIOXHBIM KapuoTurnoM. B xoxe perpocnektuBHoro ananusa KW nenanupomuga
npu neueHun MJIC, npenckasyemas IByXJIETHsS yacToTa nporpeccuposanus 10 OMJI cocraBuna
27,5 % y DanUeHTOB C MOJOXKUTENbHbIM pe3yiapratoM MI'X-p53 u 3,6 % y nanueHtoB c
oTpunarenbHbiM  pesynbratoM HI'X-p53 (p=0,0038). VYV mnamueHToB C MOJOKHUTEIbHBIM
pesyasrarom UI'X-p53, wactora nporpeccupoBanus 10 OMJI Obuta HUKE cpeln TE€X, KOTOpPhIE
JOCTUTIIM He3aBHCUMOCTU OT remotpaHceysuit (11,1 %), mo cpaBHeHHIO ¢ MalMeHTaMHu 0e3
Takoro oteerta (34,8 %).

Hapywenus co cmoponul neuenu

B mocTpeructpailnOHHOM IEPUOAE 3apETMCTPUPOBAHBI CIEAYIOIINE HApYLIEHHsS CO CTOPOHBI
Me4YeHu (YacToTa HEW3BECTHA): OCTpas IEeYeHOYHAash HEJIOCTAaTOYHOCTh M Xxoyiecta3d (o0a
MOTECHIUATBHO (haTaNbHBIC), TOKCUYECKUN TEMaTUT, HUTOIUTUYCCKUA TemaTuT, CMEIIaHHBINA
[UTOIUTHYECKUI/X0JIECTATUYECKUNA TEaTHT.

Paboomuonus

Beuti oT™MEdeHBI pefkue ciydan paboMHONIN3a, B HEKOTOPBIX U3 HUX JICHATHIOMUJI IPUMEHSIIN
COBMECTHO CO CTaTUHAMH.

3abonesanus wumoBUOHOU Jicenesvl

Coo0manock o ciaydasx BOSHUKHOBEHHUS TUTIOTUPE03a U TUTIEPTHpeo3a (cM. pazaen 4.4.).

65



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

Cunopom «ecnviuxuy onyxoau (TFR) u cunopom ausuca onyxonu (TLS)

B xone KM MCL-002 npumepno y 10 % mauueHTOB, IOJy4YaBIIUX JIEYEHHUE JIEHAIUJOMUIOM,
pasBuiics cu"apoM TFR mo cpaBuenuto ¢ 0,0 % B rpymnne KOHTpoJsid. BoapIIMHCTBO cilydaes
BO3HMKJIO BO BpeMs | LMKIa Tepanuy; BCE OHM PACLEHHUBAINCH KaK CBSI3aHHBIE C TEpaluen;
1 OOJBIIMHCTBO city4aeB ObUI0 1 unu 2 crenenu TspkecTu. [lalleHThl ¢ yCTaHOBIEHHBIM B X0/1€
JUArHOCTUKU BBICOKMM MEXIyHapOAHBIM IporHoctuyeckuM uuiaexkcom (MIPI) mnm mcxomgHo
TeHEepaTM30BaHHON JMM(poaneHonaTHed (HaIuyue, Kak MUHHUMYM, OJHOTO OdYara JUaMeTpoM
> 7 cm) moryTt umeTh puck pazputus TFR. B KM MCL-002 TLS 3apeructpupoBan y 1 mamnuenta
B KaxJIou u3 AByx rpymnm jedeHus. B nonomuurensHoM KM MCL-001 mpumepno y 10 %
nanuenToB pa3Buiicst TFR; Bce oHM paciieHuBanuch Kak CBsI3aHHBIE € Teparnueil; u Bce Obutn 1 mm
2 CcTeNeHU TSHKECTU. bBOJNBIIMHCTBO Ciy4yaeB pa3BUBAIOCH BO BpeMs | ILMKIAa TEpanuu.
B KN MCL-001 ne ormeueno cimyuaes pazputust TLS (cm. paznen 4.4.).

B uccnenoannu NHL-007 pa3sutue TFR Obuto 3apeructpuponano y 19/176 (10,8 %) nanueHToB
B Tpymnmne JeHamupomun/purykcumadb u y 1/180 (0,6 %) mamueHToB B rpymme
iane6o/putykcumad. bospinas gacts cirydaeB TFR (18 u3 19) 6bi1a 3apeructpupoBana B rpymre
JICHAIMOMUJI/PUTYKCHMa0 U BO3HUKJIA B TE€UCHHE MEPBbIX IBYX HUKIOB JeueHusa. TFR crenenun
3 TskecTH HaOMIONANCS y OJHOrO MAlMEHTa W3 TPYNIbl JEHATUAOMUI/PUTYKCUMAOd U He
HaOJI01aJICsl HU y OJHOTO MalueHTa Tpynnsl mianedo/purykcumad. B uccnenoannu NHL-008
TFR nabmonancs y 9/222 (4,1 %) nanuenToB; (3aperucTpupoBaHbl 4 cirydasi 1 CTeNeHu TsHKeCTH
U 5 ciydaeB — 2 CTENEHU TSKECTH); OJIMH 3apETUCTPUPOBAHHBIN CTydail ObLJI COUTEH CEPhE3HBIM.
B wuccnepoBanuun NHL-007 TLS Bo3wuk y aByx mnauuentoB (1,1 %) wu3 rpynmsl
JICHAJTUIOMUJ/PUTYKCUMA0 M He HaOMI0JaCcs HU Yy OJHOro u3 nauueHToB ¢ @JI, momyyaBmumx
ianebo/puTykcuMad; HU y OJHOTO mnaiueHta He 3apeructpupoBanbl HJIP crenenu 3 umm 4.
B nccnenoanun NHL-008 TLS Bo3nuk y omnoro manueTta (0,5 %). O1o enuncrsenHas HJIP
Obu1a uaeHTHuIMpoBaHa kak cepbesHas HJIP 3 crenenn tsokectu. B uccnenoBannu NHL-007
HU OJIMH U3 MAlMEHTOB HE MPEKPATUI TEPaIHIO JICHAUIUIOMUIOM/PUTYKCUMAOOM IO NpPUYHHE
Bo3HUKHOBeHUsI TFR umu TLS.

3ab6onesanus JKKT

[Tepdopanms XKXKT Osu1a 3apeructpupoBana Ha GoHe mpuMeHeHus JeHamaomuaa. [lepdoparus
KKT mMoxkeT npuBOAUTH K CENTHUECKUM OCJIOKHEHUSAM U (aTaTbHOMY UCXOJY.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

BaxxHo coo01ath 0 mo/103peBaeMbIX HEXKeNaTEIbHBIX PEAKIUAX MOCIe PEruCTpaluy Ipenapara ¢

18(SA10:Y10) obecneyeHus HCIIPEPBIBHOT'O MOHHUTOpPHHTIa COOTHOIICHUA «II0JIB3a-pUCK»
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JICKapCTBEHHOTO TIpernapara. MeIuIMHCKUM pa0OTHUKAM PEKOMEHIyeTCsl COOOIaTh O JIFOOBIX
MOJI03PEBACMBIX HEXKENATENbHBIX PEaKLUAX JEKApCTBEHHOTO Ipernapara uepe3 Hal[MOHAJIbHBIC
CHCTEMBI COOOIICHHS O HEXKeJaTelIbHbIX pEaKUusAX ToCyIapcTB-wieHOB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas @enepanus

®denepanbHas ciry:k0a 1o Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, r. Mocksa, CraBstHCKast miiomiaib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas rmovra: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKALIMOHHOM ceT «HTepHET»:
https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CumMnTOMBI

B uccnenoBanusix 1o onpenenceHuo AMana3oHa 103 4acTh MMallMEeHTOB Moiydaia 1036l 10 150 mr,
a B MCCIENOBAaHUAX BO3JEHCTBUSA OAHOKpaTHOW 103bl — 10 400 mr mpenaparta. Tokcuueckue
MPOSIBIICHUS, TUMUTHPOBABIINE BETUUYUHY J103bl B ATHX HCCIEAOBAHUAX, ObLUTH HCKIIOUUTEIHHO
reMaToJI0rM4eCKUMH.

JleueHue

CrieruanpHOrO IUIaHA JEWCTBUH TpU MEPEO3UPOBKE JICHATUAOMUIA B HACTOSIIEE BpeMs HE
BbIpaboTaHo. B cimyyae mepeno3upoBKH PEKOMEHIYETCsl CUMIITOMaTHYecKas MOAep>KUBatOIast

Tepanus.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

®dapMakoTepaneBTUYECcKas rpynna: IMMYHO/IETIPECCAHTHI; IPYTUe UMMYHOIETTPECCAHTHI
Kon ATX: LO4AX04

Mexannsm geiicTBus

JleHanmuaOMHUJ CBSI3BIBACTCSl HEMOCPEJCTBEHHO C ILIEPEOIOHOM, KOMIIOHEHTOM (HDEPMEHTHOIO
koMmruiekca KyJUTMH-RING E3  yOukBuTHHIMraszpl, KOTOpwli BriItouaeT Oemok-1 (DDBI),
CBSI3BIBAIOIIMICS C TOBPEKIACHHOW ae30KcupuOoHykiIenHoBoi kucnotod ([AHK), kymmn 4
(CUL4) u perynstop kymwmHoB | (Rocl). B remomosTudeckmx KIETKax CBS3bIBAHUE
JICHATUIOMHUIA ¢ 1IepeOIoHOM MOoOMIHM3yeT cyocTtpaTHbie O6enku Aiolos u Ikaros, siBasttomuecs

(dakTopaMu TPAaHCKPUIIUHU B TUM(OUIHBIX KIETKAX, YTO MPUBOAUT K UX YOUKBUTUHUPOBAHUIO U
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HOCIIEAYIOLIEMY pacnany U o0ycIaBIuBaeT psIMbIe [IUTOTOKCUYIECKUI u
UMMYHOMOYJIUPYIOUIUNA 3PPEKTHI.

B vacTHOCTH, IeHANTUAOMIT HHTHOUPYET MpOoaudepaIiio U YCHIUBACT allonTo3 OMpeaeIeHHBIX
37I0KQYE€CTBEHHBIX TI'€MAaTONO3TUYECKUX KIIETOK (BKJIIOYAsl KJIETKHM MHOYXECTBEHHON MHETIOMBI
(MM), knerku Qommukymsipaord JuMdombl (DPJI) w1 KIETKH C ASNEHUSIMH XPOMOCOMBI 5,
YCHUIIMBaeT UMMYHUTET, OMOCPEOBAHHBIN T-KIeTKaMH U KJIETKAMH-ECTECTBEHHBIMU KIIIJIEpaMU
(EK), u yBemnumBaer umcno EK, T-xkmerok m EK T-xmerok. Ilpm mmenoaucriacTH4eckom
cuaapome (MIC) c wum3omupoBannou aenenuenn 5q (MIACS5q) nenanmmomMug m30UpaTEIbHO
WHTUOMPYET MaTOJOTUYECKUNA KIIOH, YCHJIMBAs arioNTo3 KJIETOK C M30JUPOBAHHOM JeNenuei 5q.
KoMOuHarms neHanmuaoMuaa U pUTYKCMMa0a YBETUYHMBACT AHTHUTEIO03aBUCUMYIO KJIETOYHYIO
uToToKCHIHOCTH (A3KII) 1 mpsiMoii amonTo3 310KkavyecTBeHHBIX KiieToK DJI.

Mexanu3m  nedCTBUS  JICHANUWAOMHUJA  TaKKe  BKIIOYAaeT  AHTHUAHTUOTEHHBIE U
MIPOIPUTPOIIOITUYECKHE CBOMCTBA. JIeHaMuA0MU1 HHTUOUPYET aHTUOTEHE3, OJIOKUPYSI MUTPALIUIO
U aAre3uio SHIOTEIUAIBHBIX KIETOK M 00pa3oBaHHE MHMKPOCOCYIOB, MOBBIIIAET MPOAYKIHUIO
¢eranpHOro remornoduna CD34+ cTBOJIOBBIMH I€MOMOITHYECKUMHU KIIETKAMH, U WHTHOHpYET
NPOAYKIMIO MPOBOCHIAJIUTENbHBIX IIUTOKUHOB (Hampumep, ¢pakTropa HEKpo3a OMyXoiHu aib(a
(®HO-a) u unTepneiikuna-6 (MJI-6)) MoHOIUTaMH.

Knunuyeckas s¢pgpexmusnocmo u 6ezonacnocmo

O} dexTuBHOCTF U 0E30MACHOCTh JICHATUIOMHIA OBUTM H3Y4YeHBl B IIECTH KIMHHUYECKHX
uccienoBanusax (KW) ¢aser 11 mpu Bneperie auarnoctupoBannoit MM (BJIMM), B nByx KU
dassl I mpu penmauBupytromeii peppakreproit MM, B omrom KU dazer 111 u B omrom KU dazer 11
npu M/IC, B onnom KU ¢a3er 11 npu numdome u3 kinerok Mmantuiinoit 3061 (MKJI), B onnom K1
¢azer III u omnom KU dassr IIIb npu domnukynspaoit mumpome (OJI) u numdome KieTox
MapruHAIBHOU 30HHI (JIM3).

5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

JlenanuaoMuI UMEET B CBOECH CTPYKTypE aCUMMETPHUUYECKHM aTOM YIJIEpOAa, II09TOMY MOXKET
CYIIECTBOBaTh B BHUJAC JBYX ONTHYECKH akTuBHBIX (opm: S(-) u R(+). Jlenanumommn
IpescTaBiIsieT coOoM paleMuyeckyro cmech. JleHanmuaomu OOBIUHO JIydllle pacTBOPSETCS B
OPTraHWYECKUX PACTBOPHUTEISIX, HO HMMEET Hawiayuilyr pactBopumocth B 0.IN OydepHoMm
pacTBOpE COJISTHOM KHCIIOTHI.

AOGcopouus

[locne mnpuema BHYTPh HATOIIAK 37O0POBBIMH JOOpPOBOJBLAMHU JICHATHAOMHUA OBICTPO

BCACBIBACTCS, MPU HTOM MaKCHMallbHas KOHUEHTpauusi gocturaerca uepe3 0,5-2 4 mocine
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OIHOKPATHOTO TpueMa. Y TAaIMeHTOB, a TakKe 370pPOBBIX TOOPOBOJIBIICB MaKCHMAallbHAs
koHIeHTpalusl (Cmax) M TUIOMIAAL MO KpUBOM «KoHIEHTpamnus-BpemMs» (AUC) Bo3pacraror
MPONMOPIUOHAIBHO YBEIUYEHHUIO 103bl. [IOBTOpHBIE MpueMbl mpemnapara HE MPUBOASAT K €ro
KyMyJISILMU (HaKoIIeHUI0). B mina3Me KpoBU OTHOCHUTENBHBIE SKCIO3UIMH S- U R-3HaHTHOMEPOB
JIEHAIUJIOMHUJIa COCTABISIOT TpuMepHO 56 % u 44 %, cootBeTcTBeHHO. [IprMeHenne npenapara
C MHUILEH C BBICOKMM COJACPKAHUEM >KHPOB M BBICOKMM COJCPKAHUEM YTIEBOAOB y 3J0POBBIX
TO0OPOBOJBIICB TTOHIKAET CTENICHh BCACBIBAHMSI, YTO TPUBOIUT K yMeHbIeHnio AUC npuMepHO
Ha 20 %, a Cmax Ha 50 % B m1a3me kpoBu. OgHako B ocHOBHbIX KU npenapara npu sieuennn MM
nu MJIC, B KOTOpBIX ObUTH yCTaHOBJIECHBI 3(P(HEKTUBHOCT, M 0O€30MAaCHOCThH JICHAIUIOMH/A,
MAIUEHTHI IPUHUMAIU TIpermapaT He3aBUCUMO OT TMpreMa muiy. Takum o0pa3oMm, JISHATHTOMHT
MO>KHO MMPUHUMATh BHE 3aBUCUMOCTHU OT IIpHeMa MUIIIH.

Pe3ynbpTarsl momynsauroOHHOTO aHAINU3a (papMaKOKMHETUYECKUX JaHHBIX MMOKa3ali, 4YTO CKOPOCTh
BCACBIBAaHUS JICHAUIMJAOMHAA MOCIE MpUeMa BHYTPh aHajJorM4Ha y namueHtoB ¢ MM, MJIC u
MKIJL

Pacnpenenenue

In vitro cBa3p (M*C)-neHanumomuza ¢ GeIKaMH TIA3Mbl KPOBH OblIa HU3KOH, M B CpPEIHEM
coctaBisuia 23 % u 29 % y naruenToB ¢ MM 1 310pOBBIX JOOPOBOJIBIIEB, COOTBETCTBEHHO.
JleHanMIOMUJ IPUCYTCTBYET B ceMeHHOM sxukocTH (<0,01 % oT 10361) TOCIIE MpHeMa ero B 03¢
25 Mr B CyTKH (MI/CyT), HO HE ONPEACISAETCS B CEMEHHOW YKHJIKOCTH 3JIOPOBBIX TOOPOBOIBIEB
CIyCTs 3 THS MOCIIE MPeKpalieHus mpuemMa npemnapara (cMm. pazzaen 4.4.).

Buorpancdhopmarims

PesynbpraThl nccienoBaHuil MeTabonm3Ma in Vifro YKa3bIBAIOT, YTO HU30(DEPMEHTHI CHCTEMBI
utoxpoMa P450 He mpUHUMAIOT y4acTusi B METa0OIU3Me JICHATHIOMH/IA Y YeIOBEKa, TIOITOMY
MeTaboNIMYecKue  JIGKapCTBEHHbIE  B3aUMOJICHCTBUS  MpPU  COBMECTHOM  IPUMEHEHUU
JEHATUJAOMHUIA U TIPEMapaToB, WHTHOMPYIOMHUX H30(PepMEHTHl cucTeMbl muToxpoma P450,
MaJoOBEpOSATHBI.  Pe3ynbTaThl  HUCCNENOBaHUM in  Vitro  JIEMOHCTPUPYIOT  OTCYTCTBHUE
UHTUOMpYyIomero aeicTBus JeHanuaomuaa Ha u3zodepmentsl CYP1A2, CYP2C9, CYP2CI19,
CYP2D6, CYP2E1, CYP3A wmun UGT1A1. Takum 06pa3om, MaJoOBEPOATHO, YTO JICHATHIOMHM/T
Oyner crmocoOCTBOBAaTh  Pa3BUTHIO  JIIOOBIX  KIMHUYECKHM 3HAUYMMBIX  JIEKAPCTBEHHBIX
B3aMMOJICHCTBHI PU OJJTHOBPEMEHHOM Ha3HAUEHUU C CyOcTpaTaMu STUX N30(hepMEHTOB.

[lo naHHBIM UCCIENOBAaHWMA in  Vitro JEHAIWAOMUJA HE ABIsSETCa cyoOcTparoMm Oenka
PE3UCTEHTHOCTH paka MoyiouHOM xkeme3wl uenmoBeka (BCRP), mepenocumkoB Oenka

MHOECTBEHHOU JiekapcTBeHHOU ycroitunBocTr (MRP) MRP1, MRP2 unn MRP3, nepenocunkos
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oprannueckux aHuoHoB (OAT) OAT1 m OAT3, nonunentuaa-iepeHOCUYNKAa OPraHMYECKHX
annonoB 1B1 (OATPI1BI1), neperocunkoB opranndeckux katroHoB (OCT) OCT1 u OCT2, Genka
IKCTPY3MM JeKapcTBeHHbIX npenapatoB M TOKCcMHOB (MATE) MATE] u opuruHaabHbIX
nepeHocunkoB opranndeckux kaTnoHoB (OCTN) OCTN1 u OCTN2.

WccnenoBanus in vitro nokasaiu, 4TO JIEHAIUIOMU/]T HE OKa3bIBa€T MHTUOUPYIOIETo AeHCTBHS Ha
SKCTIOPTUpYIOIIYI0 nomity coneit skemunbix kuciotr (BSEP), BCRP, MRP2, OATI1, OATS3,
OATPI1B1, OATP1B3 u OCT2.

JlenanuaoMu TpakTHUECKH HE MeTabonu3upyeTcss B opraHu3Mme, Tak kKak 82 % ero no3bl
BBIICIIIETCS IOYKAMHY B HEU3MEHEHHOM BUJIE.

DJIMMUHAIMS

Bonpiias yacTh JIeHaTUAOMUAA BBIBOAUTCS TMOYKaMU. BKiIajg MmodeyHOW SKCKpelUud B OOIIHN
KIIMPEHC y MAlMeHTOB ¢ HOpManbHOU (yHKIuMel nouyek coctaisi 90 %, a 4 % neHanugomuaa
BBIBOJWJIOCH KHIIIEUHUKOM.

I'mapokcu-nenanuaomun u  N-anertwi-neHanuaomu] cocrasisioT 4,59 % wu 1,83 % or
DKCKPETUPOBAHHOM [103bl, COOTBETCTBEHHO. I[lOYEYHBIN KIMPEHC JICHAIMAOMHUIA IPEBBILIAECT
CKOPOCTh TJIOMEPYJISIpHOM (MIbTpAllMM, TaKUM oOpa3oM, MpoIlecC BBIBEIECHUS HMEET, B
HEKOTOPOW CTETEeHHW, W aKTUBHBIA xapakrtep. [lpm mpueme B mozax 5-25 mr/cyT mepuon
MOJTYBBIBEJICHUS TIpemapaTa COCTaBIsET IPUMEPHO 3 9 Y 3J0POBBIX TOOPOBOJBIEB U OT 3 10 5 4
y narmentoB ¢ MM, MJIC u MKIJL.

JINIta MoKMUJIOro Bo3pacTa

Crermaneabix KW 1715t onieHKkH (apMaKkOKWHETHKH JICHATMAOMEIA Y TTOKWIIBIX TAallMEHTOB HE
npoBOAWIOCH. TlOMyNsSIIMOHHBINA aHaNK3, B KOTOPBIA ObUIM BKJIIOYEHBI (hapMaKOKMHETUYECKHE
JAaHHBIC TTAaTUCHTOB B BO3PACTC OT 39 a0 85 JICT, HC BLIABUJI BJIUAHUA BO3PACTa HA KIIMPCHC
JeHaTuIOMHIa (IKCIIO3UIUIO B IIa3Me). YUHTHIBAas MOBBIIICHHYIO BEPOSTHOCTh HApPyIICHHUS
GyHKIMA TIOYeK B MOXKHIIOM BO3pacTe, CIeAyeT COONIoAaTh OCTOPOKHOCT MPHU MOAOOPE 03B
npenapara M OCYIIECTBJISATH TIIATENbHBIH KOHTPOJIb (YHKIMM TOYeK Ha (hOHE MPOBEIACHHUS
Tepamuy.

IToueunast He1OCTATOYHOCTD

dapMakOKMHETHKA JICHAJIMIOMMIA M3ydanach y MAIMEHTOB C MOYEYHOW HEJ0CTAaTOYHOCTHIO,
BBI3BAaHHOH HE3JIOKAYEeCTBEHHBIMM MPHYMHAMU. B 3TOM HccienoBaHMU Ui OLEHKU (DYHKIHU
MOYEK HMCIIOJIb30BANIM JBa METOA: U3MEpEeHne nmoyeyHoro kiupeHca kpearunuHa (KK) B reuenue
24 4 u pacuer KK no ¢opmyne Kokpodra-I'onta. PesynpTaThl mokazaim mpomoprimoHaIbHOE

CHIDKEHHE O0IIero KIMpeHca Ipernapara 1mo Mepe CHwkeHus GyHKIuu nodek (<50 mi/MuH), B

70



COOTBETCTEYET _E_I‘i' CMNEPTHOMY OTYETY

oT 27.03.2026 N2 6343

(NOCNEQCBATENEHOCTE 0010)

pe3ynbrare npusoausiiee K nossimeHno AUC. 3nauenus AUC nosslmanuce IpuMepHo B 2,5, 4
U 5 pa3 y NalMEHTOB € MOYEYHON HEJOCTATOYHOCTBIO CPENHEN U TSKEJIOM CTEIEHU TSKECTH U
TePMHUHAILHOU cTanueit moyeuHoit HepoctarouHoctu (TCITH), cooTBETCTBEHHO, O CPaBHEHUIO
C TPYIIIOH, 00bETUHSIONICH MAIMEHTOB C HOPMATbHOU (YHKIIMEH MOYEK ¥ TAIUEHTOB C IOYECYHON
HEJOCTATOYHOCTBIO JIETKOM CTemeHu TskecTu. lleprox mosyBbIBEIEHHS JICHATMIOMUAA
noBbInancs npumepHo ¢ 3,5 1 (y mauuentoB ¢ KK >50 mu/mun) 1o 6onee 9 u (y narmenton ¢ KK
<50 mn/mun). Ilpu 3TOM TOYeYHAss HEAOCTATOYHOCTh HE BIUsJIa HAa aOCOPOIUIO JICHATHAOMUAA
npu npueme BHYTpb. 3HaueHUSI Cax HE pa3INyaInch Y 310pOBbIX JOOPOBOJIBIEB U MAI[UEHTOB C
MO4YEeYHON HenocTatoyHoCThI0. [IpumepHo 30 % nmpenaparta BBIBOAUIOCH U3 OpraHu3Ma B xoze 4
4acoBOr0 ceaHca auanu3a. PexomeHJanuu 1o M3MEHEHHUIO J103bl Iperapara y MalMeHTOB C
MOYEYHON HEAOCTaTOYHOCThIO IPUBEACHBI B paznene 4.2.

IIeueHOYHAS HEAOCTATOYHOCTD

[TommynsiuoHHbli  aHanu3  (apMaKOKMHETHYECKHX JaHHBIX IallMEHTOB C IE€YEHOYHOMU
HEJOCTAaTOYHOCThIO JIETKOW crerneHn Tsokectn (N=16, obmuii Owmpyoun B 1-1,5 pasa
npesbliaeT BepxHiow rpanuiy HopMbl (BI'H) umn ACT > BI'H) noka3an oTCyTCTBUE BIUSHUS
MEYCHOYHON HEJOCTAaTOYHOCTH JIETKOM CTEMeHH TSKECTH Ha KIUPEHC JIeHAIUIOMHIA
(9Kcmo3unMIo B miia3Me). JJaHHBIX B OTHOIIEHUHU MAIIEHTOB C MEUYEHOYHOM HEJ0CTaTOUYHOCTHIO
CpPEIHEN U TSHKEJIOW CTENEHU TSXKECTU HE MOJYYEHO.

JIpyrue BHYTpEHHHE d)aKTODI:I

[TommynsoHHbIM aHamu3 (apMaKOKMHETHUYECKUX JAHHBIX TOKa3al OTCYTCTBHE KIMHMYECKU
3HAYUMOTO BIUsHUS Macchl Tena (33—135 kr), mosa, packl U BHUJIa OHKOT€MAaTOJIOTHYECKOTO
3aboneBanus (MM, M/IC unu MKJI) Ha kiupeHc TeHanuI0Mua y B3pOCIBIX MAallUEHTOB.

5.3. lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH

[To pesynbraTaM HCCIEIOBAaHUS OCTPOM TOKCHMYHOCTH MUHUMANbHbBIE JIE€TalbHBIE O3Bl
JICHATMIOMHU/IA TIOCIIe BBEIEHUS BHYTPh cocTaBisin >2000 mr/kr/cyT y rpeizyHoB. [IoBTOpHOE
nepopagbHOe BBEJEHUE Mpenapata B go3ax 75, 150 u 300 mr/kr/cyT KpbicaMm B TeueHUE 26 HeeIb
BBI3BIBAJIO 00paTUMOE, CBSI3aHHOE C Tepanueil MOBBIIICHINE MUHEPATU3AlUN TTOYSUHON JTOXaHKU
IpU BBEJEHUHU Bcex 3 103, Haubojee 3aMeTHOE y caMok. [lo3a mpemapaTta, HEe MPUBOASIIAS K
pa3BUTHIO HaOMIOaeMbIX HexenaTeabHbIX dddexToB (NOAEL), cocraBisna MmeHee 75 MI/Kr/cyT,
YTO MPUMEPHO B 25 pa3 BbIlIE 3HAYEHUS E€XKEIHEBHOM SKCIO3UIMU Yy YENOBEKA, UCXOJs U3
3HaueHuss AUC. [loBTopHOE TIepopanbHOE BBEACHHE JICHAIUIOMHIA 00€3bsHAM B J03axX 4 u
6 mr/kr/cyt B TeueHue 20 Hemedb MPUBOJAWIO K THOENTH >KUBOTHBIX M Pa3BUTHIO 3HAUYUMOU

TOKCUYHOCTH (3aMETHas IMOTeps Beca Tejla, YMEHbIIEHUE YUCIIa SPUTPOLUTOB, JIEHKOIUTOB U
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TPOMOOIIMTOB, TEMOPPArui BO MHOTUX OpraHax, BOCIAJICHUE CIM3UCTOM 000JI0UKH eIy JOUHO-
kumeyHoro tpakta (JKKT), arpodus numbaTtnyeckoir cucteMbl U KOCTHOro Mo3ra). IloBropHoe
nepopaibHOE BBEICHUE 00€3bsHAM JICHAIUIOMUAA B A03ax | u 2 Mr/Kr/cyT B nepuoA a0 1 roxa
IPUBOAMIIO K PAa3BUTHIO OOpaTHMBIX M3MEHEHUH KJIETOYHOIO COJIEPKUMOIO KOCTHOTO MO3ra,
HE3HAUUTEJIbHOMY YMEHBIICHUIO COOTHOLIEHUS! MUEIOUIHBIX/3PUTPOUIHBIX KIETOK U aTpopuu
BHJIOYKOBOM JKele3bl. He3HaunTenpbHOE CHMKEHHE KOJIMYECTBA JIEMKOLMTOB OTMEYEHO IIpU
NPUMEHEHUH 03Bl JICHATHJIOMUIA | MI/KI/CyT, KOTOpasi COOTBETCTBYET TaKOM e /03 JUis
yesoBeKka, ucxos u3 cpasuenniit AUC.

B nccnenoBanusix MyTareHHOCTH in Vitro (TECT OLIEHKH OOpaTHBIX MyTalluii Ha OaKTepusiX, aHAIIU3
XPOMOCOMHBIX abepparnuii B muMdonuTax nepudepruieckoil KpoBr 4eaoBeKa, FTeHOTOKCHYECKHH
TECT Ha KJIETKAaX MBIIIUHONW JIMM(POMBI, HCCIeOBaHHE TpaHChOpMaMK KIETOK 3MOpHOHA
CHUPHUICKOr0 XOMSAYKAa) U in Vivo (MHUKPOSJIEpPHBIH TECT Ha KpbIcaX) HE OTMEUYEHO BIMSHUSA
npenapata Ha TEHETHMYECKOM MM XPOMOCOMHOM YypoBHe. McciemoBaHHs KaHIEpPOT€HHOCTH
npernapara He IPOBOIHIIH.

HccnenoBanusi TOKCHMYECKOTO BIMSHMA IIpenapaTa Ha pa3BUTHE SMOpPHOHA/IUIONA paHee
IIPOBOJWINCH HA KPOJIMKax. B 3TuX vccneqoBaHusAX KpoiavKaM BHYTPb BBOJMIIM ITpENapar B 103aX
3, 10 u 20 mr/kr/cyt. [locne mpumeHeHus: mpenapata B go3ax 10 u 20 Mr/kr/cyt oTmedanu
JI0303aBUCUMYIO areHE3MI0 CpelHeil 10JIM JIETKOro, a Mpu BBeJACHHUU H03bI 20 MI/KI/CyT —
CMEIICHHE MOoYeK. XOTs 3TU HEOJIaronpusTHBIC SBJICHUA HAONIOJAINCH MPHU MPUMEHEHUH 1103,
TOKCUYHBIX JUIsl OEpEMEHHBIX CaMOK, OHH MOTYT OBbITb OOYyCIIOBJIEHBI IPSMBIM BO3AECHCTBUEM
npenapara. Ha ¢done nmpumenenus mpemapata B mo3ax 10 m 20 MI/KI/CyT Takke OTMEHaId

W3MEHEHHS CKeJIeTa ¥ MITKUX TKaHEH j1oaa.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

Hemnmono3a mukpokpucrammuieckas (Avicel PH-200 LM)
ManHuTONn

Kpockapmenno3a Hatpus

Marnus creapat

Bcnomoeamenvuvie geujecmsea Kancynvl 01 003UPOSKU 5 Me:
Turtana guokcun (E171)

Bona

Kenatun
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Bcnomoeamenvuvie geujecmaa kancynvl 0as 003uposku 10 me:

Turana quokcun (E171)

Bona

Nunuroxapmux (E132)

Kpacurens xene3a oxcup sxentoiit (E172)

Kenatun

Bcnomoeamenvuvie geujecmsea kancynvl 0as 003uposku 15 me:

Turtana guokcun (E171)

Bona

Nunuroxkapmun (E132)

Kenatun

Bcnomozamenvhvle ewjecmsa kancynvl 015 003Uposku 25 me:

Turtana guokcun (E171)

Bona

Kenatun

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

3 rona.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHUU

XpaHuTh Nipu Temneparype He Boiie 25 °C.

6.5. XapakTep u coaepkaHue YIaKOBKH

[To 21 xamcynme B OaHKy M3 MOJMATHICHA BBICOKON IJIOTHOCTH C BHHTOBOH TOPJIOBUHOM,
YKYHOPEHHYIO0 IJIACTUKOBOM KPBIIIKOM € (yHKIMEW 3aluThl OT BCKPBITUS JETbMH H C
BKJIasbIIeM. B OaHKy MOMEIIaoT MaKeT ¢ BIaronorjiaTuTeaeM (CHIINKarelb).

Ha 6aHKy HakJIeMBaIOT STUKETKY CAMOKJIIESTITYIOCS.

1 GaHKy BMECTE C JINCTKOM-BKJIQIBIIIIEM [TOMEMIAIOT B MMAYKy U3 KapTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YTWIM3AIMH  HCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WM OTX0A0B, TMOJYYEHHbIX [OcjJe MpPUMEHEeHUs:
JIEKAPCTBEHHOT0 Mpenapara, u Apyrue MaHUMyJsIUU ¢ PenapaToM

He cnenyer oTkpbiBaTh WM pa3fgaBivBaTh Kamcylibl. Eciv mopomok JieHanuaoMuaa nomnaia Ha
KOXY, CleAyeT TIIATebHO MPOMBITH KOXY BOAOM c MbUioM. Ecnu nenanumomuna moman Ha

CIIM3UCTHIE 000JIOYKH, UX HEOOXOIUMO TIIATEIHHO MPOMBITH BOJION. MeIUIIMHCKHE paOOTHUKH 1
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Jiana, OCYHMICCTBIIAOMIMC YXOH, AOJDKHBI HOCHUTH OJHOPA30BLIC IMICPYATKU IPU O6paH_I€HI/II/I C

KarcyJjaMu. 3aTeM MepyaTKy CIeIyeT OCTOPOKHO CHATh, YTOOBI HE JIOMYCTUTh KOHTAKTa C KOXKEH,

IIOMCCTUTHL B I‘epMeTI/I‘-IHBII\/'I MMOJUATUJICHOBRIN ITIaKeT H YTUIA3UPOBATL B COOTBCTCTBUH C

MeCTHBIMU TpeboBanusiMu. [lociie 3Toro pyku ciaenyet THaTeabHO MPOMBITh BOJION ¢ MBLIOM.

BepeMeHHI)IM KCHIIMHAM MJIM JKCHIIWMHAM, KOTOPBIC ITOAO3pPEBAOT, YTO OHHU MOIYT OBITE

OepeMEeHHBI, He CIIeIyeT MPUKacaThCs K KarcyJaMm.

Hewncnonp3oBanHbll INpenapar peKOMEHAYETCS BO3BPAaTUTb B MEIMIMHCKOE YUPEXKICHHUE I10

OKOHYaHHMH JICUCHUA OJId 0e30macHoro YHUYTOXKCHHUA B COOTBCTCTBMM C MCCTHBIMU

TpeOOBAHUSIMU.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanus

AO «BEPOOAPM»

115088, r. Mockga, 2-it FOxuonopToBsIil poe3n, a. 18, ctp. 9, atax 2.
Tenedon: +7 (495) 797-57-37

Qaxc: +7 (495) 792-53-28

DneKkTpoHHas rmoyvra: info@veropharm.ru

7.1. IlpeacTaBuTENb AEPsKATESI PETHCTPALMOHHOIO YI0CTOBEPEeHHA
[Iperen3uu notpedbuTeneil HaNMPaBIATH 1O aJIPECy:

Poccuiickas @enepanus

AO «BEPOOAPM»

115088, r. Mockga, 2-it FOxuonopToBsIil poe3, a. 18, ctp. 9, atax 2.
Tenedon: +7 (495) 797-57-37

Qaxc: +7 (495) 792-53-28

DneKkTpoHHas rmoyvra: info@veropharm.ru

8. HOMEP (HOMEPA) PETUCTPALIIMOHHOT'O YJIOCTOBEPEHMSI
JITI-Ne(002090)-(PT-RU)

9. KATEI'OPUS OTIIYCKA JIEKAPCTBEHHOI'O IIPEITAPATA

JlexapcTBEeHHBIH MpenapaT OTHOCUTCS K KaTErOpUU OTITYCKa MO pelenTy
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OO0mrast XapaKTEepUCTHKA JICKaPCTBEHHOTO Mpenapata MyaMuiIuaa AOCTyIHA B €IMHOM PEecTpe
3aperuCTPUPOBAaHHBIX JIEKAPCTBEHHBIX CpelcTB EBpa3miickoro 3KOHOMHUYECKOTO CO03a U Ha
ounmansHOM caiite YIOJIHOMOYEHHOI'O oprasa (3xcnepTHOM OpraHU3aIiH)

https://Ik.regmed.ru/Register/EAEU_SmPC.
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