COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.01.2025 N= 1974

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOFOITPEMAPATFAS 1003

V JlanHblid JIEKapCTBEHHBIM Mpenapar MOJUIKUT JOMOJHUTEILHOMY MOHUTOPHHTY. ITO
MO3BOJIUT OBICTPO BBISIBUTH HOBYIO WH(OpPMAaNUIO 1Mo Oe3omacHOCTH. Mbl oOpamaemcst K
pabOTHUKAM CHCTEMBI 3IPaBOOXPAHEHUSI C MPOCHOOW COOOMATh O JIOOBIX IMOJI03PEBAEMBIX
HEKENaTebHBIX peakiusx. [Topsaok cooOIeHus: 0 HeeIaTeIbHbIX PEeaKIUsIX MPEICTaBICH B
paznene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEIIAPATA
Jlanorekc, 2,5 Mr, Kancysibl

Jlannorekc, 5 Mr, KancyJibl

Jlannorekc, 7,5 Mr, KancyJibl

Jlannorekc, 10 Mr, Kancybl

Jlannotekc, 15 mr, kancyssl

Jlannorekc, 20 Mr, KancyJbl

Jlannotexc, 25 Mr, KancyJsl

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
[elicTByrol1ee BELIECTBO: JIEHAINIOMU]

Jlannorekc, 2.5 Mr, Kancynibl

Kaxxnas xancymna cogepKut 2,5 Mr JIeHaJInJOMU/1a.

BcenomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HAJ0 YUYUTHIBaTh B COCTABE JIEKAPCTBEHHOIO
npenapara: 1akto3a (cm. pazuen 4.4.).

Jlannorekc, S Mr, KancyJibl

Kaxxas kancysa conepKuT 5 Mr JICHAIMOMUAA.

BcnomorarenbHble BelllecTBa, HAIMYME KOTOPBIX HAJ0 YUYUTHIBaTh B COCTABE JIEKAPCTBEHHOTO
npenapara: 1aktosa (cm. pazuen 4.4.).

Jlannorekc, 7,5 Mr, KancyJibl

Kaxxnas kancyia conepkut 7,5 MI JIeHaIuA0MHUIA.

BcnomorarenbHble BElIeCTBa, HAIMYME KOTOPBIX HAJ0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: 1akto3a (cMm. pasuen 4.4.).

Jlannorekc, 10 Mr, KancyJsl

Kaxnas xancyna cogepxut 10 Mr ieHanuiomMuaa.

BcnomorarenbHble BElIeCTBa, HAIMYME KOTOPBIX HAJ0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenaparta: 1akro3a (cMm. paszaen 4.4.).

Jlannorekc, 15 mr, kancyJsist

Kaxxnas kancyna conepkut 15 Mr neHaauaoMua.

BcenomoratenbHble BellecTBa, HaJMUMe KOTOPBIX HAJ0 YUYUTHIBATh B COCTaBE JIEKapPCTBEHHOT O
npenapara: 1akro3a (cMm. paszaen 4.4.).

Jlanporekc, 20 Mr, KancyJsl

Kaxxnas kancyna conepxut 20 Mr TeHaIuA0MHU/IA.

BcnomoratenbHbIe BellecTBa, HaJIMUWe KOTOPBIX HAJ0 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: lakto3a (cM. pazaen 4.4.).

Jlannortekc, 25 mr, KancyJibl

Kaxxnas kancyna couepXuT 25 Mr JIeHaIuA0MHU/Ia.

BcenomoraTenbHble BeliecTBa, HATMYUE KOTOPBIX HA/I0 YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: lakto3a (cM. pazaen 4.4.).

[TonHbIM IEpeYeHb BCIIOMOTaTENbHBIX BENIECTB CM. B paznene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Karncyunbl.
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Jlannorekc, 2,5 Mr, KancyJibl (MOCNEOOBATENEHOCTE 0003)

CMEPTHOMY OTYETY

Kancyner TBepapie xenmatuHoBbie Ne 4. Kopmyc Oemoro mBera, KpbllieYKa CHHE-3€JIEHOTO
ugera. Ha xancyne yepHpiMu uepHuiiaMu HaHeceHO «LINL» u «2.5». Conepxxumoe Karncyin —
MOPOILIOK OEJI0ro UK MOYTH OEJIOro, WK KEITOBATOrO IIBETA.

JlannoTekc, 5 Mr, KancyJibl

Kancynsl TBepasie xenmatuHoBble Ne 2. Kopmyc u kpelmeuka Oenoro nsera. Ha kamcyie
yepHbIMH YepHIIaMu HaHeceHO «LINLy» u «5». Comepikumoe KarcyJ1 — HOPOIIOK 0eI0ro Win
1OYTH OeJIoro, MIIK JKEJITOBATOTO LIBETA.

Jlanporekc, 7,5 mr, Kancyssl

Kancyner TBepabie xenatuHOBBIe No 2. Koprryc Genoro mBeTa, Kpbllieuka >keJaToro npera. Ha
KaricyJie uepHbIMU yepHuiIamMu HaHeceHO «LINL» u «7.5». Conepkumoe Karicysl — HOpOoLIoK
0enoro uiM noyTH 0enoro, WK KeJITOBaTOro I[BETA.

Jlannorekc, 10 mMr, KancyJel

Karncynbl tBepabie xenatuHoBbele Ne 0. Kopriyc enroro 1pera, Kpbllliedka CHHE-3€JI€HOI0
usera. Ha kancyne yepusiMu yepHuiiamu HaHeceHO «LINL» n «10». Conepkumoe kancyn —
MOPOIIOK OEJIOr0 WIIM TOYTH OEJI0T0, HITH JKEJITOBATOTO [IBETA.

Jlanjorekc, 15 Mr, Kancymbl

Kancyns! TBepabie xenatiuHoBble Ne 0. Kopryc 6enoro mBera, kpbliedka roiayooro nsera. Ha
KaricyJsie YepHbIMU yepHuiamMu HaneceHo «LINLy» u «15». ConepxrmMoe Karcyia — HOpoILIoK
6es10ro WK No4TH O€I0ro, UM KEJITOBATOrO 1IBETA.

Jlannorekc, 20 Mr, KancyJsl

Karncynbr TBepapie sxenatuHoBele Ne 0. Koprmyc romy0oro npera, Kpblllieuka CUHE-3€JIEHOTO
usera. Ha xancyne yepasiMu yepHuiamu HaHeceHO «LINL» n «20». Conepkumoe kancyn —
MOPOIIOK OEJIOr0 WIIM TOYTH OEJI0T0, HITH JKEJITOBATOTO [IBETA.

Jlannotekc, 25 Mr, KancyJsibl

Kamncyner tBepabie xenatuHoBbie Ne 0. Kopryc u kpeimeuka Oenoro npera. Ha kamcyne
yepHbIMH YepHuIaMu HaHeceHO «LINL» u «25». Conep:kumoe Karcyn — HOpOIIOK OEJIOro HWin
MOYTH OEJI0T0, UM KEITOBATOTO I[BETA.

4. KINMHUYECKUE JAHHBIE

4.1. IToxka3aHusi K NPUMEHEHUIO

[Ipenapat JlangoTekc mokas3aH K IPUMEHEHUIO Y B3pOCIbIX B Bo3pacTe cTapiue 18 jer.
MHoecTBEHHas: MUEJIOMa

B komOuHammu ¢ 60pTe30MHOOM U JIEKCAMETAa30HOM JUIsl JICUEHHUS B3POCIHBIX MAIIMEHTOB C
paHee He JIEYEHHON MHOXECTBEHHON MHEIIOMOM.

Jns moanepKUBAIOIIEr0 JIEUEHHUS B MOHOTEPANMHM y B3POCIBIX MMAlMEHTOB C BIEPBbIE
JTUAarHOCTUPOBAHHON MHOXXECTBEHHOM MHEIOMOW TMOCe TPAHCIUIAHTAIIMHM ayTOJOTUYHBIX
reMOMNO3TUYECKUX CTBOJIOBBIX KJIETOK.

s nedenust B cocTaBe KOMOMHMPOBAHHOM TEpaMU Yy B3POCHBIX MAIlMEHTOB C paHee He
JICYEHHOW MHOXXECTBEHHOM MHUEIOMOM, KOTOPhIM HE T[OKa3aHa TpaHCIUIAHTALMS
TE€MOTIOITUYECKHUX CTBOJIOBBIX KJIETOK.

B xomOuHanuu ¢ aexcaMeTa3oHOM ISl JICYSHHs] B3POCIBIX MAIMEHTOB C MHOXKECTBEHHOM
MUEJIOMOM, KOTOPBIE MOTYUNIIH, 10 MEHbILIEH Mepe, OHY JIMHUIO TEPAITHH.
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MuenoaucIIacTHYECKHe CUHIPOMBI (MOCNEOOBATENEHOCTE 0003)

CMEPTHOMY OTYETY

Jlnst medenust B3pOCIbIX MAIMEHTOB ¢ TPaHC(HY3NOHHO-3aBUCHMON aHEMUEH, pa3BHUBIIICHCS Ha
(dhoHE MHETOIUCIUIACTUYCCKUX CHHIPOMOB HHU3KOH WM MPOMEXYTOYHOH-1 Tpymnmsl pucka,
ACCOLIMMPOBAHHBIX C IUTOT€HETHUECKUM HapyIICHUEM B BHUJIE IeJeIMH 5q B IPUCYTCTBUU UITU
B OTCYTCTBUH JAPYTUX LUTOT€HETUYECKUX HAPYIICHUM.

Jlumdoma U3 KIeTOK MAHTUNHOMN 30HBI
Jnst nedeHust B3pOCHBIX MAMEHTOB C PEIHMANBUPYIOMECH Wi pedpakTepHOr TuMPOMOn H3
KJIETOK MAaHTHUIHON 30HEI.

QouukynspHas auMdboma Ui JumMbomMa U3 KIETOK MaPTUHATBHON 30HBI

B xomOunanmu ¢ putykcumadom (aHTu-CD20 aHTUTENOM) ISl ISYSHHS B3POCIIBIX MMAIlIEHTOB
¢ paHee jeueHHOU (DomuKyIsipHOM TUMGPOMON Wil TUMGPOMON U3 KIETOK MaprUHAIBHON
30HBI.

4.2. Pe:kuM 103UPOBaHNS M CIOCO0 NPUMeEHEeHUs!
Jleuenne mnpenaparoM Jlannorekc HEOOXOIUMO MPOBOAUTH IOA HaONIOJEHHEM Bpaya-
XMUMHOTEPAIEBTA.

PexxuM no3upoBanus

Jl1s1 Bcex mOKa3aHMi, yKa3aHHBIX HUXKE:

e l3meHeHue M03bI IOJDKHO MPOU3BOAMTHCS HA OCHOBAaHUHW KIMHUYECKHX U J1aOOPaTOPHBIX
naHHBIX (cM. pasnen 4.4.).

e li3MeHeHue A03bI B XOJ€ JICUECHHUS WJIM €0 BO30OHOBIEHHUS CIIEAYeT MPOU3BOIUTH MPH
pPa3BUTUU TPOMOOLIMTONIEHUHU, HEUTPONIEHUU 3 M 4 CTENEeHU TSKECTH WU JPYTUX BHUIOB
TOKCUYHOCTH 3 U 4 CTENEHU TAKECTH, CBSI3b KOTOPHIX C MPUMEHEHHEM JICHAJIUIOMUIA
HEJIb3S UCKJIIOUUT.

e B cnyuae HeHTponeHMM CIEAyeT pPACcCMOTPETh BO3MOXHOCTh HA3HAYEHHS MAI[UEHTY
¢dakTopa pocra.

e Ecau c MOMEHTa MpomyIeHHOro IprueMa ouepeIHON 03bI MpernapaTa mporuio MmeHee 12 4,
MAI[MEHT MOXET MPUHATH STy MNPOMYUICHHYI0 103y, a eclu mpouuio Oonee 1249 —
MIPOIYIIEHHYIO 103y NMPUHUMATh He cieayeT. Crenyromnas 103a J0DKHA ObITh PUHSTA Ha
CIEeYIOIINN IEHb, B OOBIYHOE BPEMSI.

Bnepsvie ouacnocmuposannasn mHoxcecmseenuas mueioma (BAMM)

Jlenanuoomuod 6 xombunayuu ¢ bopme3omMubom U _0eKCamemasOHoM Oasl AeYeHUs 83POCAbLX

Nayuenmos c pamee He 1e4eHHOU MHONCeCMBEHHOU MUESIOMOU

Hauanvnas mepanus: neHaaIuIOMUA]] B KOMOMHAIIMK ¢ 60PTE30MHOOM U IEKCAMETa30HOM.

He cnegyer HaumHaTh Tepamuio JEHAIHIAOMUIOM B KOMOMHAIUM C OOpPTE30MUOOM U

JIEKCAMETA30HOM, ecii abcomoTHoe yncio Heirpoduno (AUH) < 1,0 x 10%n u/unm uncio

TpomGoruToB < 50 x 10%11.

Pexomenoyemasn 0oza

Pexomenayemast HauaapHas 1032 JICHAIUIOMUA COCTABISET 25 MI OJIMH pa3 B JICHb BHYTPb,

1n6o:

1) ¢ 1 o 14 genp xaxxaoro 21-aHEBHOTO IIUKJIA JICUCHUS, WITH

2) ¢ 1 mo 21 aeHw kaxkaoro 28-1HEBHOTO ITUKJIA JICUCHUSI.

bopTezomub momkeH TPUMEHSATHCA B BHUAC MOAKOXHOW WHBEeKIMu (1,3 Mr/M2 TUTOmAN

MMOBEPXHOCTH TeJa) Ba pa3a B Henento B 1,4, 8 u 11 nuu kaxaoro 21- unu 28-1HEBHOTO IIUKJIA.

Pexomennyemas 103a JeKkcaMeTa3oHa COCTABIISCT:

1) 20 Mr oauH pa3 B IeHb BHYTpb B AHM 1,2, 4,5, 8,9, 11 u 12 win

2) 40 Mr oauH pa3 B 1eHb BHYTpb ¢ 1 0 4 1 ¢ 9 o 12 1eHp KaXXa0ro nuKJia.

Pexomenayercs 10 8 MOBTOpHBIX 21-AHEBHBIX WM 6 MOBTOPHBIX 28-IHEBHBIX IUKIOB (24

He/IeTN HavaJIbHOU Teparun).
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Pexomenoyemvuii  pesicum 0osuposanus 01 npenap&;lz'd_t'::ﬁ%gﬁiéikEEgbw-égﬁkig;&gg le

bopme3oMuboM U 0eKcamemazoHoM

Jensb (21-gHEBHOTO TTUKIIA)
Ho 8 nmkios 1 ]2 [3 [4]5]06 |7 [8]9|10[11]12[13]14]15-21
Jlanmorekc . . . . . . . . . o . . . R
(25 mr)
Bopte3omutb . . . .
(1,3 mr/m?)
JlexcameTa3oH o | o o | o . . o | o
(20 mr)
WIH

Jensb (28-aHEBHOTO IIUKJIIA)

22
Jlo 6 nukioB

28

HaHJ_'[OTeKC ) ) ) . . . . . . . . . . . . . . . . . .
(25 mr)

Boprezomud
(1,3 mMr/m?) . . . .

Jlexcamera-
30H (40 MF) . ° o o o o o o

Henpepvignas mepanus y nayuenmos, KOmopvim noKa3ana mpanchiaumayus aymoio2udHslx
ecemonoamuyeckux cmeonosuvlx kiemok (T CK)

VYV mnammentoB, kotopeiM mnokazaHa TI'CK, moOuimzanusi reMaToNOrH4ecKUX CTBOJIOBBIX
KJIETOK JIOJDKHA MPOUCXOUTH B TIEpBbIe 4 IIUKJIa HAYaIbHON Teparui.

Henpepvignas mepanus y nayuenmos, KOMOPbIM He NOKA3AHA MPAHCNIAHMAYUIL:
JIEHANUOOMUO 8 KOMOUHAYUU C QeKCAMEMA3Z0HOM 00 NPOCPeCcCUpoO8aHuUs 3a001e6aHUSL
[TpogomkaroT mpreM JIeHaIUI0MH1a 25 MT OAMH pa3 B IeHb BHYTpPb € 1 110 21 1eHb MOBTOPHBIX
28-IHEBHBIX ITUKIIOB B KOMOMHAIINHU C IeKcaMeTa30HOM. PekoMenayemas 103a JekcaMmeTa3oHa
coctapisieT 40 Mr oJIuH pa3 B I€Hb BHYTpPb B 1, 8, 15 11 22 1HM NOBTOPHBIX 28-AHEBHBIX IIUKJIOB.
[TarueHTH MOTYT TIPOIOJKATH TEPAITHIO J0 MPOTrPECCUPOBAHUS 3a00ICBAHUS WIIH TTOSBIICHHS
MPU3HAKOB HEMPUEMIIEMOI TOKCUYHOCTH.

Towazosoe crudcenue 003bi

Jlenaangomug?
HauanbHas no3a 25 Mr
Jlo3a ypoBHs -1 20 mr
Jlo3a ypoBHS -2 15 mMr
Jlo3a ypoBHS -3 10 mT
Jlo3a ypoBHs -4 S Mr
Jlo3a ypoBHs -5 2,5 Mr nim 5 mr kaxapie 48 4

2 CHmkenne AO03bI AJId BCEX NPEIapaToB MOKET OCYHICCTBIATHCA HE3aBUCUMO
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Tpomboyumonenus (NOCNEOCBATENEHOCTE 0003)
KosanuyecTBo TpOMOOUINTOB PexoMenganuu

Cuusminock 10 < 30 x 10%n

Boccranosmioch 10 > 50 x 109/n

HpI/IOCTaHOBI/ITB JCYCHUC JICHAJIMJOMHUA0OM

Bo0300HOBUTE JIeUeHHE TEHATUIOMUIOM B
J103¢ YPOBHS -1 OMH pa3 B JCHb

Kaxnoe nocnenyroluee CHUKEHUE
< 30 x 10%n

BoccTraroBuioch 10 > 50 x 10%/n

HpI/IOCTaHOBI/ITB JCYCHUC JICHAJIIUJOMHUA0OM

B0300HOBHUTH JIeYeHHE JIEHATUIOMUAOM B
703€ CleqyIomero 0ojee HU3KOIO YpPOBHS
OJIVIH a3 B JICHb

Heitimponenus

AYH

Pexomenganuun?

Cuusmnoch 10 < 0,5 x 10%/n wnn
(beOprpHas HEUTPOTIeHUs (JIMXOpaaKa ¢
TemmepaTypoii Tena > 38 °C; < 1 x 10%m)

BoccranoBmiioch 10 > 1 x 1091

[IprocTaHOBUTH JIeUEHUE JICHATUAOMUIOM U
KOHTPOJIUPOBATH KOJIMYECTBO BCEX KIIETOK
KpPOBH HE PEXE OJIHOTO pas3a B 7 AHEH

Bo306HOBUTH J1€ueHuE B 103€ ypoBHS -1
OJIUH Pa3 B JIEHb

Kaxxnoe nocnenytomee CHKEHUE

HpI/IOCTaHOBI/ITB JCYCHUC JICHAJIMAOMHUIOM

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

< 0,5 x 10%n umu pedpribHas
HEUTPOIEHUS

BoccranoBmioch 10 > 1 x 1091 B0300HOBUTE JIeueHHE JICHATHMIOMHUIOM B
J103€ CJICAYIONIETo 00Jiee HU3KOTO YPOBHS

OJHWH pa3 B ICHb

a Ha YCMOTPEHHUE Bpava, €CJIn HeﬁTpOHeHHH ABJIACTCSA €AWMHCTBCHHBIM IIPOSABJICHUEM TOKCUYHOCTHU IIPHU
000# J103¢ JICHATUIOMHUIA, MOXKHO TO0ABUTh K TEpPANUU T'PAHYJIOMUTAPHBIA KOJOHHECTHMYJIUP YOI
taxrop (I'-KC®D) u coxpaHuTh 103y JCHATHAOMHAIA

Iloodeporcusarowas mepanus _1eHATUOOMUOOM Y NAUUEHMO8 NOCNe MPAHCHIAHMAUUU
AymoNI02UYHBIX 2eMOnoImuyeckux cmeonogvix knemox (T1'CK)

[TonnepxuBatomias Tepanusi JIEHAIUJIOMHMIOM MOXET ObITh HayaTa IMpH  yCIOBUHU
MOJHOLICHHOTO BOCCTaHOBJIEHUs remMaroyornueckux nokasareneil nocie TI'CK y nmanneHTos,
HE UMEIOLINX PU3HAKOB IporpeccupoBanusl. JleHanugomMun He ciaenyeT HazHavath, eciin AUH
< 1,0 x 10%n u/umm yncao TpomGouuToB < 75 x 10%/11.

Pexomenodyemasn dosa

Pexomenyemast HayanbHast 71032 JIeHAIMAOMUAa cocTaBisieT 10 Mr ofuH pa3 B JieHb BHYTpb
HenpepblBHO (¢ 1 mo 28 1eHb NOBTOPHBIX 28-AHEBHBIX IMKJIOB) O MPOTrPECCHpPOBAHUS
3a0o07eBaHMs WM  TIOSIBICHUS TPU3HAKOB HemepeHocuMoctu. Ilocime 3 nukios
MOJIJICPKUBAIOLIEH Tepanuy JIEHAIUIOMHIOM 03y IpernapaTta MOKHO YBEJIUYUTh 10 15 Mr
OJIMH Pa3 B JIEHb BHYTPb IIPU XOPOLIEH MEPEHOCUMOCTH.

Ilowazoeoe crudicenue 003vl

Hauanpnas no3a (10 mr) [Tpu noBeimenuu 10361 (15 Mr)?
Jo3a ypoBus -1 | 5 mr 10 mr

5 mr (mam 1-21 kaxpie 28 5 ur
Jlo3a ypoBHS -2 | THEH)
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Jlo3a ypoBHs -3 | He mpumennmo | 'SH'&;'r:cﬂﬁ-p;Li—;%-T-E%?}fﬂi@—ié'}%éb‘d:' 3]

He npumensats 103b1 Hke 5 mr (nuu 1-21 kaxapie 28 nHei)
“Tlocne 3 NMKIIOB OANEPKUBAOIIEH TEPATHH JICHAIMOMHJIOM /103y TperapaTa MOKHO YBEIUYUTH 10
15 Mr oauH pa3 B IcHb BHYTPb IPU XOPOIIIEH MepeHOCUMOCTH

Tpomboyumonenus

KosanyecTtBo TpOoMOOIMTOB

PexoMenganuu

CHmsminoch o < 30 x 10%n

BoccTranoBuioch 10 > 30 x 109%/n

HpI/IOCTaHOBI/ITB JICUCHUEC JICHAJIMJOMHAO0M

B0300HOBHTS JIeUCHUE JICHATUIOMHJIOM B
03¢ ypOBHS -1 OJIMH pa3 B IeHb

Kaxxnoe nocnenyrormiee CHUKCHIE
<30 x 10%n

BoccranoBmiocsk 10 > 30 x 10%n

HpI/IOCTaHOBI/ITB JICUYCHUEC JICHAJIMJOMHA0OM

Bo300OHOBUTE JeuUcHME JICHAJIMAOMUJIOM B

A03¢C CJICAYoUICTO 0osiee HU3KOIO YPOBH:
OOHWH pa3 B ICHb

Heiimponenus
AYH Pexomenpanun?
Causminoch 1o < 0,5 x 109/n [TprocTaHOBHTH JICUCHUE JICHATHIOMHUIOM

BoccranoBunocs 10 > 0,5 x 10%n B0300HOBHTE JieueHue B 103€ YpOBHS -1

OJIMH pa3 B JICHb

Kaxnoe nocienyroiiee CHUKEHHE [IprocTaHOBUTH JI€UEHUE JICHAIUIOMHUIOM

<0,5x10%n

B0300HOBUTE JleueHHE JICHATUIOMMJIOM B
J103€ CIeNyIoIero 0onee HU3KOrO ypOBHS
OJIMH Pa3 B JICHb

Boccranosuiock 10 > 0,5 x 10%n

“ Ha ycMmoTpeHme Bpada, ecid HEUTPOITICHHS SBISACTCS CIWHCTBEHHBIM MPOSIBICHHEM TOKCHYHOCTH IIPH
m000i 103€ JICHATMIOMUA, MOKHO MOOABHTH K TEPANUH TPaHYIOMUTAPHBIA KOJIOHHECTHMYIUPYIOITHIA
takrop (I'-KCD) u coxpaHuth 103y JeHATHAOMHUIA

Jlenanuoomud 6 KoMOUHayuu ¢ 0eKcamema’oHoM 00 Npocpeccuposanus 3a001e6anus_y
NAayuernmos, KOmopviM He NoOKaA3aHa MpanChIAHmAayus

He cnemyer HaumHaTh Tepamuio neHaaupomupoM, ecan AUH < 1,0 x 10%n w/umm uucno
TpomGoruToB < 50 x 10%11.

Pexomenoyemasn 0oza

Pexomenyemast HadabHast 7032 JICHATHIOMHJIA COCTABIISET 25 MT OJIMH pa3 B JICHb BHYTPh C
1 mo 21 neHb NOBTOpPHBIX 28-AHEBHBIX IUKIOB. PekomeHayemas a03a JeKcaMmeTa3oHa
coctasiseT 40 Mr ouH pa3 B IeHb BHYTpb B 1, 8, 15 1 22 1HM MOBTOPHBIX 28-THEBHBIX LIUKJIOB.
[TarueHTBI MOTYT TMPOJO/DKATH TEpPAmuio JICHAIUJOMHIOM U  JeKCaMeTa30HOM JI0
MIPOTPECCUPOBAHUS 3a00JICBAHUS WIIH TTOSIBIICHUS TPU3HAKOB HETICPEHOCUMOCTH.

Towazoeoe crudicenue 003bi

Jlenaanaomua? JlekcameTra3on?
Havanbuag nosa 25 Mr 40 mr
Jlo3a ypoBHs -1 20 mr 20 mr



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 29.01.2025 N= 1974

Jlo3a ypoBHS -2 15 mMr 'ﬂ':":'-iigi;ﬁ-' BATENBHOCTE U003
03a ypoBHIA -3 10 mr 8 Mr

Jo3a yp
03a ypoBHI -4 5 Mmr 4 mr

Ho3a yp

Jlo3a ypoBHS -5 2,5 mr He npumennmo

“ CHMKEHUE JI03bI ISl KAKIOTO Tpenapara MOKET OCYIIECTBIISITHCS HE3aBUCUMO

Tpomboyumonenus
KosnuyecTB0o TPOMOOIINTOB Pexomenpanum
Cuusmnocs 10 < 25 x 10%n [Ipekpatuth JeYeHUE JICHATUIOMUIOM IO
KOHIIa [UKIa?
BoccTraroBuioch 10 > 50 x 10%/n Bo300HOBUTE JIeUeHHE B MEHBIICH 03¢ (B
CIIEIYIOIIEM IUKIIE CHU3UTH 103y Ha OJUH
YPOBEHb)

2 Ecmu pozonuMutupytomas TokcuuHocTh (IJIT) pasBuBaercs Ha > 15 JeHp IUKIA, JIeUEHUE
JIEHATUIOMHIOM PEKOMEHIYETCS NMPUOCTAaHOBUTH, 110 KpallHEW Mepe, Ha OCTaBIIUICS MEPUOJ TEKYIIEro
28-1HEBHOTO MKIIA

Heiimponenus
AYH Pexomenganun?
IlepBoe cumkenue 10 < 0,5 x 10%/n [IprocTaHOBUTH JieUEHUE JICHATUIOMHUIOM
BoccTranoBuioch 10 > 1 x 10%m1 u Bo0300HOBUTE JIcUeHNE JIEHATUIOMHUIOM B

HEUTPOIICHMSI— €INHCTBEHHOE ITPOSIBIICHUE | HAYAJIBHOW J103€ OJIMH pa3 B JICHb
TOKCUYHOCTH

BoccranoBuioch 10 > 0,5 x 10%n u Bo0300HOBUTE J€UeHHE IEHAIMIOMUIOM B
HAOJIIOIAI0TCS APYTHE, OTIIHYHBIC OT J103¢ YPOBHS -1 oMH pa3 B JICHb
HEHTPOIICHUH, BU/IbI FEMATOJIOIHUECKOM

JUIT

Kaxxnoe mocienyroriee CHUXKEHHE [IprocTaHOBHUTH JIeUEeHUE JTCHATUAOMUIOM
< 0,5 x 10%n

BoccranoBuiock a0 > 0,5 x 1097 Bo0300HOBUTEL JIeueHHE JIEHATUIOMHUIOM B

03¢ cienyromero 0oyiee HU3KOTO YPOBHS
OJIMH pa3 B JIEHb

“ Ha ycMoTpeHwme Bpaya, eciii HeUTPOIICHHS SBISIETCS €IUHCTBEHHBIM IPOSIBICHUEM TOKCHIHOCTH TIPU
0001 03¢ TeHATUIOMIA, MOXKHO JOOABUTH K TEPAIlNU TPaHYIOIUTAPHBINA KOJTOHHECTUMYITHPYIOMINI
takrop (I'-KCD) u coxpaHuth 103y JeHATHAOMHUIA

Ecnu no3a nenanmmmommuia Oblita CHIDKEHA B CBsI3H ¢ TeMaroiorudeckoit JIJIT, ora MoxkeT ObITh
MOBBIIIIEHA 10 CIEAyIomIel, 0oee BBICOKOW 03Bl (BIUIOTH /10 HadadbHOW M03bI) Ha (oHe
yiydmeHuss  QyHKmuH KOCTHOro wmosra (orcyrctBue JIJIT B TeuyeHWe MHHUMYM
2 nocnenoBarenbHbix mukaoB: AUH > 1,5 x 10%n u umcno tpomGormTo > 100 x 10%1 B
Havajie HOBOTO IUKJIA).

Jlenanuoomud 6 KombOuHayuu ¢ MerharaHom U npeoHU30I0HOM C _nociedyiouel
nooddeparcusaroweli mepanueti 1eHaIudoMuooM y nayuenmos, komopvim ne noxazana TI'CK
He momyckaeTcss HaUMHAThH Tepamnuio neHamuaomuaoM, ecimd AUH < 1,5 x 10%1 u/umy umcio
TpoMGouToB < 75 x 10%11.

Pexomenoyemasn 0oza

Pexomenyemast HadampHast 7032 JISHAUTHIOMHIA cocTaBisieT 10 Mr ovH pa3 B JCHb BHYTPb C
1 mo 21 neHs MOBTOPHBIX 28-IHEBHBIX ITMKJIOB (00IIEH YMCICHHOCTHIO 10 9 IMKIIOB), a
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.01.2025 N= 1974

menganana — 0,18 mr/kr u npegHU30710Ha — 2 MIYKT BHyT‘ﬂEI']_SI iﬁﬂ&@mg@ﬂhﬁgﬁtﬁﬁ&ﬁﬁfx

nukiIoB. IlarmentaM, KOTOpbIE 3aBepmWiIM 9 MOJHBIX IUKIOB WJIM HE MOTYT TOJydYaTh
KOMOMHUPOBAaHHYIO  TEpaNHMI0 M3-32 HEMEPEHOCMMOCTH, Ha3HA4Yal0T MOHOTEPAIHUIO
neHanuaoMuioM: 10 Mr oguH pa3 B JeHb BHYTPh C 1 1o 21 J1eHb MOBTOPHBIX 28-THEBHBIX
IUKJIOB JIO MPOTPECCUpPOBaHUs 3a00JI€BaHUSI.

Towazoeoe crudcenue 003wl

Jlenaaugomuna Mesdanan IIpenHu30/10H
HauanpHas mo3a 10mr? 0,18 Mr/kr 2 Mr/Kr
Jlo3a ypoBHs -1 7,5 mr 0,14 mr/kr 1 mMr/kr
Jlo3a ypoBHS -2 5 mr 0,10 mr/kr 0,5 mr/kr
Jlo3a ypoBHs -3 2,5 Mr He npumenumo 0,25 mr/kr

“ Ecnu HeUTpOTICHUS SABJISACTCS SAWHCTBEHHBIM MPOSBICHUEM TOKCHYHOCTH Ha (hOHE MPUMEHEHUs TH000M
JI03BI, clieayeT 100aBuTh K Tepanuu [-KCD u mpogonKuTh JeueHue JCHATMIOMHIOM B TOH e J03¢€

Tpomboyumonenuist
KoJsm4yecTBO TPOMOOUNTOB
I[TepBoe camxkenue 1o < 25 x 10%n

PexoMenpanuu
[IprocTaHOBUTH JICUCHUE JICHATHIOMHUIOM

B0300HOBHTS JIeUCHHUE JICHATUAOMHUIOM U
MendanaHoMm B 03¢ YpoBHS -1

BoccTanoBuioch 10 > 25 x 109/n

JA1s Ka>KI0ro MOCIIEAYIOIIEro CHIDKEHHUS
<30 x 10%n

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIMAOMHUJIOM

Bo306HOBUTE JleueHHE JIEHATUIOMUIOM B
MEHbIIIEH 103€ (103€ ypOBHS -2 WM -3) OJIMH
pa3 B JICHb

BoccTranoBuioch 10 > 30 x 109/n

Heiimponenus
AYH Pexomenganun?
ITepBoe camxkenue 10 < 0,5 x 10%/n? [IprocTaHOBUTH JieUEHUE JICHATUIOMHUIOM

B0300HOBUTE JIeUeHNE JTEHATUIOMAIOM B
HAYAJIbHOM J103€ OJIUH pa3 B JICHb

BoccranoBuiiock 10 > 0,5 x 10%9n1 u
HEHTPOTICHHSI — €IMHCTBEHHOE MTPOSIBIICHUE
TOKCHYHOCTH

BoccranoBuiocs g0 >05%10%1  u | Bo30OHOBHUTH lleUeHHE JICHAJIHIOMHUIOM B
HAOJIIOJTAIOTCSL  JPyTHe TeMaTOJIOTHYECKHe | 03¢ YPOBHS -1 OJMH pa3 B JIeHb

JUIT, oTiindHbIE OT HEUTPOIICHUH
Kaxnoe MOCIIEAYIOIIEE

< 0,5 x 10%n

BoccTtanosuioch 10 > 0,5 x 10%/n

CHMIXXCHUEC HpI/IOCTaHOBI/ITI) JCYCHUC JICHAJIMJOMHI0M

Bo0300HOBUTEL JIeueHHE JIEHATUIOMHUIOM B
J03e cienyromiero 0oyee HU3KOrO YPOBHS
OJIMH pa3 B JIEHb

¢ Ha ycMOTpeHue Bpada, €Clii HEUTPOIEHHs ABISETCS €IMHCTBEHHBIM MPOSIBIEHUEM TOKCHUYHOCTH MPHU
Mo00H J103€ JICHATMIOMH/IA, MOKHO J00ABHTh K TEPaNWU TPAHYJIOMUTAPHBIA KOJOHHECTUMYJIHPYIOIINT
taxrop (I'-KC®D) u coxpaHuTh 103y JTCHATHAOMHAIA

Mnooicecmsennas muenoma (MM) y nayuenmos, noayuueuux KaKk MUHUMYM OOHY JTUHUIO
mepanuu

He pmomyckaeTcs HauMHaTh JedeHue neHaaupomuaom, ecmu AUYH < 1,0 x 10%1 w/mm
KOIIMYECTBO TPOMOOIMTOB < 75 % 10%1 mim, B 3aBUCUMOCTH OT CTENEHH HMH(UILTPAlUn
KOCTHOI'O MO3ra IIa3MaTHYECKMMH KJIETKAMM, KOJIU4ecTBO TpoMbonuTos < 30 x 10%/.
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Pexomenoyemas 0oza

ot 29.071.2025 N= 1974

(MOCNEODBATENEHOCTE 0003)

Pexomennyemast HadanbHas /1032 JEHATHIOMHUIA COCTABIISIET 25 MTI BHYTPh OJIMH pa3 B JICHb B

1-21 neHb NOBTOPHBIX 28-THEBHBIX IIUKIIOB.

Pexomenmyemas o3a nekcamera3ona cocrapisger 40 Mr onauH pas B AeHb B 1-4, 9—12 u 17-20
JTHU Ka)KJ0ro 28-IHEBHOIO IIMKJIa B TIEpBbIC 4 IUKIIAa Tepanuu, a 3ateM 1no 40 Mr oJlMH pa3 B
JIeHb B 1—4 THU Ka)J0ro Mnocjaeayonero 28-1HeBHOro 1UKIa.

Bpauy cnegyer TmiatenbHO mnoa0OupaTh 103y JE€KcaMeTa3oHa, MPUHMMAash BO BHHMaHUE

COCTOsIHHC ITallMCHTa U CTaAHUIO 3a0051eBaHUs.
Towazosoe cruoicenie 003vl

HauvansHasa nosa 25 Mr

Jlo3a ypoBHs -1 15 mr

Jlo3a ypoBHS -2 10 mMr

Jlo3a ypoBHS -3 5 mr
Tpomboyumonenust

KoJsin4yecTBO TPOMOOUUTOB PexoMennanuu

I[Tepsoe camxkenne < 30 x 10%/n

BoccranoBuioch > 30 x 109/n

HpI/IOCTaHOBI/ITL JICYCHHUC JICHAJINOMUJIOM

B0306HOBUTS JIeueHUE JICHATHIOMHIIOM B
J103€ ypoBHSA -1

Kaxxnoe nocienytoriee CHUKEHHE
<30 x 10%n

BoccranoBmiock > 30 x 109/

HpI/IOCTaHOBI/ITL JICYCHHUC JICHAJINOMUJIOM

B0300HOBUTE JIeueHHE JIEHANTHAOMHIOM B
MEHBIIIeH 03¢ (1032 YPOBHSA -2 UK -3) OJJUH
pa3 B JICHb

He nmpumensTh 103bI Ipenapara HIKe 5 MT B
JICHb

Heitimponenus

AHY

Pexomenganuun?

ITepBoe cumxenue < 0,5 x 10%/n

BoccTanosuiocs > 0,5 x 10%n u
HEUTPOTICHHUSI— EJMHCTBEHHOE IPOSIBICHUC
TOKCUYHOCTH

HpI/IOCTaHOBI/ITB JCUYCHUC JICHAIIMJOMHUIA0OM

B0300HOBUTE JIeUeHNE JTEHATUIOMAIOM B
HAYAJIbHOM J103€ OJIUH pa3 B JICHb

BoccranoBmwioch >0,5%x10%1 u  ecth
JpyTH€ TPOSIBIEHHS TIeMaTOJOTM4eCKOn
JUIT, oTiindHbIE OT HEUTPOIIEHUU

B0300HOBUTE JIeUeHHEe TEHATUIOMHUIOM B
J103€ YpOBHA -1 OJIMH pa3 B I€Hb

Jns KaXAoro TMOCHEIyIOMIeT0 CHUXEHUS
<0,5 % 10%n
Boccranosuioch > 0,5 x 10%/n

HpI/IOCTaHOBI/ITB JCUYCHUC JICHAIIMJOMHUIA0OM

B0300HOBHTS JieueHHE JICHATHIOMHUIOM B
MeHbIIIeH 103¢€ (103a ypoBHS -1,-2 win -3)
OJIMH a3 B JICHb

He npuMeHnaATh 10361 npenapata HUXKE S Mr
OJIMH pa3 B JICHb

¢ Ha ycMOTpeHHe Bpadya, €ClId HEUTPOTICHHS SBISETCS €AMHCTBEHHBIM MPOSIBICHUEM TOKCHUYHOCTH ITPHU
000 J103€ JICHATMIOMUIA, MOXKHO TOOABHTH K TEPANUH T'PAHYIOMUTAPHBIA KOJOHHECTHMYIIUPYFOITHIA

takrop (I'-KCD) u coxpaHuTth 103y JeHATUAOMHUIA

COOTBETCTBYET 3KCNEPTHOMY OTUYETY




COOTEBETCTBYET 2KI
ot 29.01.2025 N= 1974

Muenooucniacmuueckue cunopomot (M/[C) (NOCNEAOBATENBLHOCTL 0003)

CMNEPTHOMY OTUETY

He nmomyckaercss HauMHATh Tepanuio neHamuaomuaom, ecou AUYH < 0,5 x 10%n1 w/mmm
KOJIMYECTBO TpoMOoImTOB < 25 X 10%1.

Pexomenoyemas 0oza

Pexomenayemast HayasibHast 1032 JieHATUAOMKIa cocTaisieT 10 Mr BHYTph OJMH pa3 B JE€Hb C
1 mo 21 geHb NOBTOPHBIX 28-THEBHBIX LIUKJIOB.

Towazosoe cruoicenie 003vl

Hauanpnas nosa 10 mr onuH pa3 B aeHb ¢ 1 o 21 neHb kaxaple 28
JHEN

Ho3a ypoBHs -1 5,0 Mr oxuH pa3 B AeHb ¢ 1 110 28 geHb Kaxabie 28
JHEN

Jlo3a ypoBHS -2 2,5 Mr ojiuH pa3 B JieHb ¢ | o 28 geHp Kaxapie 28
JHEN

Jo3a ypoBHs -3 2,5 Mr uepes JieHb ¢ 1 mo 28 neHp kaxapie 28 nHei

Tpomboyumonenus
KoJsinyecTBO TPOMOOIUTOB
CHuszminoch 110 < 25 x 1097

Pexomenpanun
[IprocTaHOBUTH JIeUEHUE JICHAIUIOMUIOM

B0300HOBUTE JIeUeHUE JIEHATUAOMUIOM B
MeHbIIeH J103¢€ (103a ypoBHs -1,-2 wim -3).

BoccrarnoBuiocs bi o) > 25 x 10%n
< 50 x 10%n MMHEMYM JBa/Ibl 3a IIEPHOJL
> 7 ImHEH WK KOTJia YMCjI0 TPOMOOIUTOB

BoccTaHaBimBaercs 1o >50x10%1 B
000 MPOMEKYTOK BPEMEHHU
Heitimponenus
AYH PexoMenganuu

Cuusminock 10 < 0,5 x 1097

BoccranoBmiack 0 > 0,5 x 109/

HpI/IOCTaHOBI/ITB JCYCHUC JICHAJIMJOMHA0M

Bo300HOBUTE cucHHE JCHAJIUJOMUIOM B

MeHbIIIeH 03¢ (j103a ypoBHs -1, -2 wiu -3)

IIpexpawenue npuema nenanrudomuoa

JleueHne JEHATUAOMUIOM CIIEAYET MpPEpBaTh y TeX MAIMEHTOB, Y KOTOPHIX B TeueHue 4
MeCsI1IEB M1OCIIe Hayajla Tepanuy OTCYTCTBYET XOTsl Obl HE3HAUMTENbHAs SPUTPOUIHAS PEAKIINS,
y KOTOpbIX OTMeuaeTcsi, 1o MeHbliel wmepe, 50 % cHWKeHue MnoTpedHOCTH B
reMOTpaHC(y3usiX, WM, MPH OTCYTCTBUHM TeMOTpaHC(Y3uld, HaOII0JaeTcss yBeIHueHHE
remoryioonHa Ha 1 r/m.

Jlumehoma uz knemoxk manmutinoti 3o0nvl (MKJI)

Pexomenoyemas 0oza

Pexomenayemas HayanpHas 1032 JTEHAIUOMH/IA COCTABISET 25 MT BHYTPb OJIMH pa3 B JIEHb C
1 mo 21 neHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB.

Towazoeoe crudicernue 003bi

HauanpHas go3a

25 Mr oziuH pa3 B JieHb ¢ | mo 21 nenp kaxplie 28 nHe

Jlo3a ypoBHs -1 20 mr oguH pa3 B AeHb ¢ 1 o 21 neHp kaxasie 28 qHEH

Jlo3a ypoBHs -2 15 mr oguH pa3 B AeHb ¢ 1 o 21 geHp kaxasie 28 qHEH

Jlo3a ypoBHs -3 10 mr oguH pa3 B AeHb ¢ 1 o 21 neHp kaxapie 28 qHen

Jo3a ypoBHs -4 5 Mr oauH pa3 B AeHb ¢ 1 o 21 geHp kaxasie 28 qHen

Jlo3a ypoBHs -5 2,5 Mr oJuH pa3 B JeHb ¢ | no 21 gens kaxasle 28 nHen

5 mr uepes aensb ¢ 1 mo 21 genp kaxapie 28 qHen
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

-~ EL T
1

o1 29.01.2025 Nz 15974
Tpomboyumonenus (NOCNEQCBATENEHOCTE 0003)
KosanuyecTBo TpOMOOIINTOB PexoMenganuu

CHusminock 10 < 50 x 10%n

BoccTaroBuioch 10 > 60 x 10%/n

HpI/IOCTaHOBI/ITb JICYCHUC JICHAJIMAOMUI0OM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIIETOK
KPOBHU HE PEXKE OAHOrO pasa B 7 THEU

B0300HOBHUTh JicueHHE JICHAIUIAOMHIOM B
MeHbIIeH 103¢e (103a ypoBHs -1)

Kaxnoe nocnenyroluee CHUKEHUE
<50 x 10%n

Boccranosmiioch 10 > 60 x 109/n

HpI/IOCTaHOBI/ITb JICYCHUC JICHAJIMAOMUI0OM U
KOHTPOJIMPOBATh KOJIUYECTBO BCEX KIIETOK
KpPOBHU HE PEXKE OAHOIrO pasa B 7 THEU

B0300HOBHTE JleueHUE JICHATHIOMHUIOM B
MEHbIIIeH 03¢ (1103a ypoBHS -2, -3, -4 uiu
-5). He npuMeHsATh 103bl IpenapaTa HUXKE
YpPOBHS -5

Heitimponenus

KoJsnyecTBo HeiliTpoduiion

PexoMmenganuu

CHm3unocsk 10 < 1 x 10%1 no MensbIeit
Mepe B TeucHue 7 aHeil

unu

Cuusminock 10 < 1 x 10°%/1 B couetanuu ¢
Jauxopaakoi (Temmeparypa teaa > 38,5 °C)
unu

Cuusminock 10 < 0,5 x 1097

HpI/IOCTaHOBI/ITB JICUCHUEC JICHAJIMAOMUI0OM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIIETOK
KPOBH HE PEXE OAHOrO pasa B 7 THEU

BoccTranoBuioch 10 > 1 x 10%n

B0300HOBUTE JIeUCHHE JICHATHIOMHIOM B
MeHbIIeH J103e (J103a ypoBHS -1)

Kaxxnoe mocieayroriee CHUKEHHE

< 1 x 10%n no MeHbIIEH Mepe B TeUEHHUE

7 nuei

unu

cHmkenue < 1 x 10%1 B coueranuu ¢
Jauxopaakoi (Temmeparypa teaa > 38,5 °C)
unu

camkenwne 10 < 0,5 x 109/

BoccranoBmioch 10 > 1 x 10%n

HpI/IOCTaHOBI/ITB JCUYCHUC JICHAIIMJOMHUIA0OM

Bo306HOBUTE JleueHHE JIEHATUIOMUIOM B
MeHblIlel 1o3e (103a ypoBHS -2, -3, -4 wiun
-5). He npuMeHsATh 103bl IpenapaTa HHUXKE
YPOBHS -5

Qonnuxynapras aumgpoma (DJI) unu rumgpoma usz kiemox mapeunanvrou 30uvl (JIM3)
He nomyckaercs HauMHATh JiedeHne JeHamaomuaom, ecia AUH < 1,0 x 10%n w/unm
KOMMYECTBO TpoMOomToB < 50 x 10%1, ecim TONBKO 5TO HE BBI3BAHO HHPUIIBTPALHME

KOCTHOT'O MO3Ta mpu JIuM(poMe.
Pexomenoyemas dosa

Pexomenayemasi HauasibHas 103a JICHATUAOMKIA cocTaBiisieT 20 MI BHYTpPh OJIMH pa3 B J€Hb B
1-21 nenb MOBTOPHBIX 28-THEBHBIX IUKIOB (OOIEH YHCIEHHOCTHIO A0 12 IHKIIOB).
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PexoMenyemas HadanmbHas 1032 pUTYKCHUMada
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cocTaBmhbt-375 wr/wiE filGririti HoBep Xt

TeJa BHYTPUBEHHO (B/B) Kaxayro Hemento B 1 mukie (1,8, 15 u 22 quu) u B 1 aeHB Kaxa0ro

28-11HEBHOTO LMKJIA 1A 2—5 [UKJIIOB.
Towazosoe chuscenue 003wl

Havanbuag nosa

20 mr ouH pa3 B eHb ¢ 1 1o 21 neHpb kaxapie 28 qHen

Jlo3a ypoBHs -1

15 mr oguH pa3 B AeHb ¢ 1 o 21 nenp kaxapie 28 qHein

Jlo3a ypoBHS -2

10 mr oguH pa3 B AeHb ¢ 1 o 21 nenpb kaxasie 28 qHen

Jlo3a ypoBHs -3

5 Mr oguH pa3 B AeHb ¢ 1 o 21 nenb kaxasie 28 qHei

Jis KoppeKuuu 036l B pe3yIbTaTe TOKCUYHOCTH C PUTYKCUMA0OM clieyeT o0paTuThes K
COOTBETCTBYIOIIEH HHCTPYKIIMH 110 MEIUIIUHCKOMY TPUMEHEHUIO JIEKAPCTBEHHOTO

npernapara.
Tpomboyumonenus

KosanuecTBo TpOoMGOLMTOB

PexoMenganuu

Cuusminock 10 < 50 x 10%n

Boccranosmiock 10 > 50 x 109/n

HpI/IOCTaHOBI/ITb JICYCHHUC JICHAIIMAOMHUIOM U
KOHTPOJIMPOBATh KOJUYECTBO BCEX KIIETOK
KPOBH HE PEXe OAHOrO pasa B 7 THEU

B0300HOBHTE JIeUCHHE JICHATHIOMHJIOM B
MeHbIIIeH 03¢ (1032 ypoBH -1)

Kaxxnoe nocnenyroriee CHUKEHHIE
<50 x 10%n

BoccTranoBuioch 10 > 50 x 109/n

[IprocTaHOBUTH JIeUEHHE JICHATUAOMUIOM U
KOHTPOJIMPOBATh KOJHMYECTBO BCEX KIIETOK
KpPOBH HE PEXe OJIHOTO pas3a B 7 AHEU

B0300HOBHThL JI€UEHHE JICHAIUIOMHIOM B
MeHbIIeH 1o03¢ (mo3a ypoBHs -2, -3). He
MPUMEHSTH JI03bI [Tpenapara HUxe YpOoBHsI -3

Heumponenus

AYH

Pexomenpanun?

CHusunock 10 < 1 x 10%1 no MenbIeit
Mepe B TCUCHHUE 7 THEHN

unu

Camsunock 10 < 1 x 10%/11 B coueTanu ¢
Jauxopaskol (Temneparypa Tena > 38,5 °C)
unu

Causunock 10 < 0,5 x 10%/n

IIproCcTaHOBUTH JIEUEHUE JICHAIUAOMUIOM U
KOHTPOJIMPOBAaTh KOJIMYECTBO BCEX KIIETOK
KpPOBU HE PEKE OJHOIO pas3a B 7 THEU

BoccTranoBuioch 10 > 1 x 10%n

B0300HOBHTS JIeueHNE JICHATHIOMHUIOM B
MEHBIIIeH J103e (J103a ypoBHS -1)

Kaxxnoe mocieayroriee CHUKEHHE

< 1 x 10%1 no MeHbInei Mepe B TedeHHe 7
nHeln

unu

cHmkenue < 1 x 1091 B coueranuu ¢
Jauxopaakoi (Temmeparypa teaa > 38,5 °C)
unu

camkenwne 10 < 0,5 x 109/

IIproCcTaHOBUTH JIeUEHUE JICHATUAOMUIOM U
KOHTPOJIMPOBAaTh KOJIMYECTBO BCEX KIIETOK
KpPOBU HE PEKE OJHOIO0 pas3a B 7 JHEH

BoccranoBmiioch 1o > 1 x 10%n

B0300HOBHTh JIeUCHHE JICHAIUIOMHUIOM B
MeHbIeH o3¢ (mo3a ypoBHs -2, -3). He
PUMEHSTH JI03bI TpernapaTa HUKe YPOBHS -3
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COOTBETCTBYET 3K

ot 29.071.2025 N= 1974

2 Ha ycMoTpeHue Bpaya, eClid HEUTPONIEHHS SIBISETCS HHHCTBehgﬂ;\&:ﬂ%gﬁ;f;eﬁmﬂa%lZL';;ﬂ';c-'Fﬁ'ﬁ:f) 03)

CMEPTHOMY OTYETY

mo00H J103e IeHAnA0MuUIa, ciieayeT nooasuth [-KCOD

Jumgpoma u3z knemox manmuiinoti 30nvl (MKJI), ponnuxynapras aumgpoma (@J1) uru numegoma
U3 K1emok mMapeuHanibroll 301ul (JIM3)

Cunopom nuzuca onyxonu (TLS)

Bce mammeHTHl MOMKHBI MONydaTh mnpoduiaktudeckoe Jedenue TLS (ammomypuHod,
pacOypuKa3a UM aHAJIOTH B COOTBETCTBUU C PEKOMEHAAMSIMH MEIUIIMHCKOTO YUPEXKICHNUS)
1 00€3BOKMBaHUA (IIEpOpaJIbHO) B TEUEHUE NEPBOM HENENM NEPBOIrO LMKIA WU B TEUCHHE
0ojee AMUTENBHOTO MEpPHOJa, €CIM 3TO KIMHUYECKU MokazaHo. Jlns monutopunra TLS
HEOOXOJUMO TPOBOJUTH PA3BEPHYTHIM OMOXUMHUYECKHI aHAU3 KpPOBH, Ha3HAYACMBIN
€XKEHEENIbHO B TEYEHUE NIEPBOr0 IIUKJIA U B COOTBETCTBUM ¢ KIMHUYECKUMH ITOKA3aHUSAMH.
[Ipuem neHamuaOMUAAa MOXKHO IPOJOJKATh (C IMOAJNEP)KAHWEM JO03bl) y MALUMEHTOB C
nabopatopubiM TLS wim knmuanyeckum TLS 1 crenenu, wim Ha yCMOTpPEHUE Bpada CHU3HTH
703y Ha OJMH ypPOBEHb M MPOAOIDKHTH HpUeM JeHamuaomuaa. Heobxomumo obecriednTh
MHTEHCHUBHYIO BHYTPUBEHHYIO THJIPATAllMI0 U COOTBETCTBYIOLIEE JICUEHUE B COOTBETCTBUU C
MECTHBIMU CTaHJApTaMH OKa3aHUs METULIMHCKOM MOMOILHU J10 KOPPEKIIMU HapyLIeHUsl OanaHca
AMEKTPONUTOB. [[7s1 CHMIKEHHS YPOBHS THIEPYPUKEMHH MOXKET MOTPeOOBaThCS Teparmus
pacOypukazoil. ['ocnintanusanus nauyreHTa OyAeT OCyIIECTBISATHCS IO PEILICHUIO Bpaya.

VY nanuenTtoB ¢ kiauHMYeckuM TLS 2-4 cremeHn HEOOXOAMMO MPHOCTAHOBHUTH MPUEM
JICHAJIMJOMU/IA U IPOBOJIUTh Pa3BEPHYThIM OMOXMMUYECKUIN aHAJIN3 KPOBU €XKEHENEIbHO WU
M0 KJIMHUYECKUM IMoKazaHusaM. HeoOxomumo oOecneunTh WHTEHCHBHYIO BHYTPHUBEHHYIO
TUApaTallil0 M COOTBETCTBYIOLIEE JIEYEHHE B COOTBETCTBUM C MECTHBIMH CTaHJIapTaMu
OKa3aHUs MEIULMHCKOM MOMOIIH 10 KOPPEKLUU HapyIIeHus Oananca 31eKTpoiauToB. Tepanus
pacOypukazoif W rocmuTaigu3alus OyAyT OCYIIECTBISATHCS MO pemieHuto Bpava. [lpu
ymeHbleHuu creneHu TLS 1o 0 no perieHnto Bpaua BO30OHOBJISAIOT IIPUEM JICHATIUIOMUA B
J103€ CIEIYIoNIero 0ojee HU3KOro ypoBHs (cM. pasmen 4.4.).

Cunopom «Onyxoneeou 6CHbIUKUY (CUHOPOM MPAH3UMOPHO20 VCY2VONeHUS KIUHUYECKUX
nposenenuti onyxoau, TFR)

V¥ nanuentoB ¢ TFR 1 unu 2 crenenu pemieHue o NpepbiBaHUM JICUEHUS JICHAIUOMUIOM WU
YMEHBUIEHHUS €ro JJ03bl OCTAaeTCs Ha ycMoTpeHue Bpaua. [lo ycMoTpeHuio Bpaua MOKeT ObITh
Ha3Ha4yeHa Tepanusi HECTEPOUIHBIMU IPOTUBOBOCTANUTENbHBIMU mpenapatamu (HIIBII),
OrpaHMYEHHas 0 MPOAODKUTEIBHOCTH Tepamnus TIIIOKOKOPTUKOCTEPOUAAMU  W/WIIH
HAapKOTUYECKUMHU aHayibretTukamu. Y mnauveHtoB ¢ TFR 3 wim 4 creneHu Tepanuio
JIEHAJIIOMHJIOM clenyer MIPUOCTAHOBUTH 51 Ha4aThb TEpaIuo HIIBII,
[JIFOKOKOPTUKOCTEPOUIAaMU W/WIJIM HApKOTUYECKUMU aHajbreTukamu. Korjga BeIpaKeHHOCTb
TFR cHu3utcs 10 <1 creneHu, BO3OOHOBISIOT JIEYEHUE JICHATMIAOMHUIOM B JI03€ TOTO K€
YpOBHS B T€UEeHHE OcTaBuIelcs yacTu nukina. CumntoMarudeckas tepanus TFR npoBogutcs
corjiacHo pekomenaaiusm 1o yiedeHnio TFR 1 u 2 crenenu (cm. pazmen 4.4.).

Bce noxazanus

[Ipu pa3BuTHM y NanMeHTa Ipyrux BUJIOB TOKCUYHOCTH 3 U 4 CTETIEHU TSHKECTH, CBA3b KOTOPHIX
C TMPUMEHEHUEM JICHAJIUJAOMHUIA HEJb3sl HMCKIIOYUTh, JICUEHHE JICHATUIOMHUIOM CIEAYyeT
MPUOCTaHOBHTH. [l0 peniennio Bpaya jedeHne JeHATHI0OMUIOM MOXKET ObITh BO3OOHOBJICHO B
JI03€ CIIEAYIOIIEro, 0ojiee HU3KOTO YPOBHS MPHU CHIKEHUH BBIPAXKEHHOCTH TOKCUYHOCTH JI0 <
2 CTENeHM!.

Crnenyer paccMOTPEThH BOIIPOC O MPUOCTAHOBKE MM MPEKPAIICHUH JIE€UECHHS JICHAINIOMUIOM
B Clly4a€ pa3BUTHS KOKHOW CBHIM 2 WJIM 3 CTENeHH. JleueHne NeHaTUIOMHUIOM CIEqyeT
MPEKPATUTh IPU AHTHOHEBPOTUYECKOM OTEKE, aHA(PUIAKTHUECKON peakiluu, ChIlu 4 CTeneHH,
9KCHOIMATUBHOW WM  OyJUIE3HOW  CBHIMK, WM TpPUA TOJO3PEHHH HA  CHHAPOM
CruBeHnca — J[>KOHCOHA, TOKCHUYECKHUU HNUACPMAJIbHBIA HEKPOJIU3 WM JIEKAPCTBEHHYIO
peakuuioo ¢ 303uHOGMIMEed U cucteMHod cumnromatukol (DRESS-cunnpom), u He
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BO300HOBJISATH TIOCJIE MIPEKPAICHHS STHX PEAKIHA. (NOCNEOCQBATENEHOCTL 0003)

CMEPTHOMY OTYETY

Oco0ble Irpynnbl NalMEeHTOB

Tlayuenmul nodicunoco 6ospacma

PesynbTatel uccnenoBaHus (PapMaKOKMHETUKH JICHATHIOMHUAA Yy TIOXKWIBIX TAIlMEHTOB
MIPEICTaBICHBI B pasneie 5.2. JleHanmumomu Ha3Havanu narueHTam ¢ MM B Bo3pacte a0 91
rona, naupentam ¢ MJIC — no 95 ner, a maunentam ¢ MKJI — no 88 ner.

[TockonbKy y MOXKHJIBIX HAIlIEHTOB BEPOSTHOCTh HAapylIeHUs (YHKIMH MOYEK BHIIIE, 103y
npenapara Hy>KHO OJI0UpaTh OYEHb OCTOPOKHO, TIPU 3TOM BO BPEMSI JICUECHHUSI PEKOMEHTYETCS
MOHHUTOPUPOBATH (PYHKIIMIO MTOYEK.

Bnepsvie ouacnocmuposanuas MHOJCeCMBeHHAs MUenomMa: nayuenmsl, KOMmopbvlm He NOKA3aHa
MPAHCNAAHMAYUSL

[Tepen HazHayeHHeM JeueHus naruentaM ¢ BJIMM B Bo3pacte 75 jet u crapiie HeoOXo1uMo
MIPOBECTH TIIATEIbHOE oOcienoBaHue (cM. pazmen 4.4.). Jlis manudeHToB cTapiie 75 JerT,
MONyYaIoONUX JICHATWJAOMHUA B KOMOWHAIMU C JIGKCAMETAa30HOM, HadajbHas J03a
JlekcaMeTa3oHa coctapisier 20 Mr oauH pa3 B JieHb B 1, 8, 15 u 22 nHu kax10ro 28-1HEBHOIO
[MKJIA JICYCHHUSI.

W3meHeHue 103bl HE PEKOMEHIYETCs JUIsl MAlMEHTOB cTapiie 75 JeT, KOTOpble MPUHUMAIOT
JICHATUIOMHU/] B COYCTAHUHU C Mell(haTaHOM U TIPETHU30IOHOM.

VY nauuenros ¢ BIMM B Bo3pacte 75 JieT U crapiie, Mojay4dyaBlInX JEHAIUI0MUI, CEPbE3HbIE
HexxenatenbHble peakuuu (HP) u HP, xortopble mnpuBenun K NpeKpalieHUIO JeYeHUS,
OTMEYAJIUCh Yalle.

KoMOuHupoBaHHas Teparnus JCHAIUIOMUIOM XyXe IMepeHocwiach nanueHtamu ¢ BJIMM
cTapiue 75 JeT no cpaBHEHHUIO ¢ MOJIOABIMU ManueHTamu. [lanrenTsl Ooee ctapiiero Bo3pacta
yarie npeKpaliaiy MpueM rnpenapara u3-3a HHAUBUAyanbHOoN HenepeHocumoctu (HP 3 wm 4
creneHu u cepbe3nbie HP), yem marueHTs! B Bo3pacte 10 75 Jer.

MHooicecmseennas muenroma: nayueHmol, NOAYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu
[Ipouent mnaumentoB ¢ MM B Bo3pacte 65 Jner u crapuie, MOJXy4YaBLIUX
JICHAITMIOMHU/I/ICKCAMETa30H WM IU1anedo/aekcamera3on, Obul comoctaBuM. He oTmedeHo
paznuuuii B 3QPeKTUBHOCTH 1 0€30MaCHOCTH JICHATMIOMHU/IA B 3aBUCIMOCTH OT BO3pPacTa, XOTs
HEb3S HWCKIIOYUTH OOJBIIYI0O YYBCTBUTEIBHOCTh K TIpEMapary IMAalMeHTOB CTapIien
BO3pPACTHOM T'PyMIIbL.

Muenooucniacmuueckue cuHOpombl

Cpemun mnaumentoB ¢ MJIC, NmpuHUMAaBIIMX JEHAIMIOMHUJ, HE OTMEUYEHO pa3IHuuid B
0e3omacHOCTH U 3(PPEKTUBHOCTH y MAIMEHTOB B BO3pacTe 65 JIET M CTaplie M MalleHTOB
Mmiazie 65 ner.

Jlumghoma u3 Knemox MaHmuHoU 30Hbl

VY narnuentoB ¢ MKJI, mpuHUMaBIINX JIEHATHIOMHJI, HE OTMEUYEHO pa3inuuii B 0€30MacHOCTH
U 3QPEKTUBHOCTH y MAIMEHTOB B BO3pacTe 65 JeT U cTaplie U NauueHToB Miajaue 65 Jer.
DonnuKyIApHA TUMPOMA UTU TUMPOMA U3 KNEMOK MAP2UHATLHOU 30HbL

VY nanuentoB ¢ ®JI unm JIM3, npuHUMAaBIIMX JEHAIUIOMHU]] B KOMOMHAITUU C pUTYKCUMA0OOM,
o011as yacToTa HexkenareabHbIX peakiuil (HP) oguHakoBa ans manueHToB B Bo3pacte 65 net
M CTaplie MO CPaBHEHHWIO C TMalMeHTamMu wutaame 65 mer. He oTmedeHo pasnuuuii B
3¢ (HEeKTUBHOCTH MEXKIY JBYMsI BO3PACTHBIMU I'PYIIIAMH MMAlMEHTOB.

Tayuenmoi ¢ Hapywenuem hyHKkyuu novex

JleHanuaoMu BBIIENSIETCS, TJIABHBIM 00pa3oM, moukamu. [lo mMepe HapacTaHUsl CTENEeHU
HApyYIICHHs MOYEYHON (YHKIMH CHIDKACTCS TOJIEPAHTHOCTh K Tepamuu (cM. paszaen 4.4.).
PexoMeHyeTcst ¢ OCTOPOKHOCTBIO MOAOUPATH 103y Mpenapara i MOHUTOPUPOBATH (QYHKITHIO
MTOYEK.

Js nampentoB ¢ MM, MJIC, MKJI, ®JI nim JIM3 1 moYedyHOoM HeIOCTaTOYHOCTBIO JIETKOM
CTENEHH TSHKECTU He TpeOyeTCs] M3BMEHEHHS J103bl JICHATHIOMHU/IA.

PexomenayroTcs ciieqyroniue U3MEHEHUs pekuMa JO3UPOBaHUs B HaUajie Tepanuu U B X0JI€ €€
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B 3aBUCUMOCTH OT CTCIICHU TAKCCTU HAPYIICHUS

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

e A A mte e
o1 29.01.2025 N2 1974

| pyniuii Hoddie (i d i cktos e odbdroti

HEJIOCTaTOYHOCTBHIO CPEIHEN U TSAKEIOM CTEMEHM TSHKECTH, & TAKKE TEPMUHAIBHOWU CTaueH
noueynoit HemocratouHoctu (TCIIH)). MccnemoBanust ¢aser I mpu TCIIH (xmmpenc
kpeatunuHa (KK) < 30 mi/MuH, TpeOyeT NpoBeIeHUs Thain3a) He TPOBOIUIHCE.

Mnooscecmeennas muenoma

Cocrosinne pynkuuu novek (KK)

H3MeHeHME 103bI

[Toueynass HEIOCTATOYHOCTH CPEIHEN
CTEMEeHH TKECTH
(30 ma/mun < KK < 50 mi1/mMuH)

10 Mr oauH pa3 B eHb?

[Toueunas HETOCTATOUYHOCTD TSKEIION
CTEIIEHU TIKECTU
(KK < 30 mu/muH, He TpeOyeTcst 1uanm3)

7,5 MI OZIUH pa3 B A€Hb Wi 15 mr uepes
JIeHb

TepMuHanbHasg cTaaus MOYCUHOM
HegocrarouHoctu (TCITH)
(KK < 30 ma/muH, TpeOyeTcs Auaim3)

5 Mr oiMH pa3 B JicHb. B ieHb auanusa go3y
npenapata  HYXXHO MpPUHUMATh  IOCIIE
OKOHYAHUS ceaHca Jruajn3a

1Jlosa mpemapata MoxeT OBITh TOBBIMICHA A0 15 MI OXWH pa3 B ACHB IOC/IE 2 LHMKIOB TEPAMMH MPH
OTCYTCTBHHU OTBETA Ha TEPAIHIO, HO XOPOIIIECH ee IePEeHOCHMOCTH

Muenooducnaacmuueckue cCUuHOpOMbl

CpEe/IHEl CTeTCHH TSHKECTH
(30 mu/mun < KK < 50 mi1/muH)

Cocrosinne pyHKIHMHU MOYEK N3menenne 10361
(KK)
Iloyeunas HexTOCTATOYHOCTD Hauganbnas nosa S Mr OJMH pa3 B A€Hb

(c 1 mo 21 neHp BO BpeMs
MMOBTOPHBIX 28-THEBHBIX
IIUKJIOB)

Jo3a ypoBus -1* | 2,5 Mr ojiuH pa3 B IeHb

(c 1 mo 28 neHb BO BpeMs
MTOBTOPHBIX 28-THEBHBIX
IIUKJIOB)

Jlo3a ypoBHs -2* | 2,5 MT yepe3 JIeHb

(c 1 mo 28 neHb BO BpeMs
MTOBTOPHBIX 28-THEBHBIX
IIUKJIOB)

TSKEJION CTETEeHU TAKECTU
(KK < 30 mn/muH, HE TpeOyeTcs
TTUAJTA3)

Tloyeunas HeTOCTATOYHOCTD Hauanbnas nosa 2,5 Mr OJIiH pa3 B JIeHb

(c 1 mo 21 neHb BO BpeMms
MOBTOPHBIX 28-THEBHBIX
IIUKJIOB)

Jo3a ypoBHs -1* | 2,5 mr uepe3 eHb

(c 1 mo 28 neHp BO BpeMst
MOBTOPHBIX 28-THEBHBIX
IIUKJIOB)

Jo3a ypoBHs -2* 2,5 Mr /1Ba pa3a B HEZEIIO

(c 1 mo 28 neHb BO BpeMs
MOBTOPHBIX 28-THEBHBIX
IIUKJIOB)
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3.5 ﬁﬁlbz’?ﬁ'*ﬁ:al? BHEETE 0003

TepmuHanbHas CTaIUs MOYECYHOU HauansHas 103a "

Henocrarounoctu (TCITH) (c 1 mo 21 nenb Bo BpeMs

(KK < 30 ma/muH, TpeOyeTcst MMOBTOPHBIX 28-THEBHBIX

JUAJIN3) LIUKJIOB)

B nmenp jmuanusa nosy mpenapata | Jloza ypoHs -1* | 2,5 mr uepes neHb

HYKHO IIPUHUMATH mnocie (c 1 mo 28 neHp BO BpeMs

OKOHYaHUS ceaHca Auau3a. MOBTOPHBIX 28-THEBHBIX
IIUKJIOB)

Jlo3a ypoBHS -2* | 2,5 MT J1Ba pa3a B HEIICITIO

(c 1 mo 28 neHp BO BpeMs
MOBTOPHBIX 28-THEBHBIX

IIUKJIOB)

* BO3MOKHOCTH U3MEHEHUS J03bI B XO04€ JICUCHUA HUIIU €TI0 BO300HOBJIEHUS Ipru pa3sBUTUU HeﬁTpOHeHI/IH,
TpOM6OHI/ITOHeHI/II/I WK APYTUX BUAOB TOKCUYHOCTHU 3 u 4 crenenu TSAXKECTH, CBA3b KOTOPLIX C IPUMCHCHUEM
JICHAJIMAOMU 1A HEJIB35 UCKIIOUYNUTD, ITPCACTABJICHBI BBIIIE

Jlumpoma u3 Kiemox MaHmuiHoU 30Hbl
Cocrosinne pynknun nouek (KK) N3MmeHenue 1036l

(c 1 mo 21 neHp BO BpeMsi IMOBTOPHBIX
28- THEBHBIX ITUKJIOB)

IToyeuHass HEIOCTATOYHOCTD CPENHEN 10 Mr omuH pa3 B jeHb!

CTEMEeHH TIKECTH

(30 ma/mun < KK < 50 mi1/mMuH)
[Toueuynast HEOCTATOYHOCTD TSKEIIOM 7,5 Mr oJiuH pa3 B IeHb UM 15 Mr yepes 1eHb
CTCTICHH TSDKECTH

(KK < 30 ma/mun, He TpeOyeTcst Auanus)

TepMuHanbHas CTaUs TOYEYHON 5 Mr onuH pa3 B IeHb. B 1eHb nuanusza 103y
HenoctatogHoct (TCIIH) rmpenapara  HY)XHO  IIPUHUMAaTb  IIOCIIE
(KK < 30 mn/mun, TpeGyercs nquanus) OKOHYAHMS CeaHca JMaini3a.

1Jlo3a MOKeT OBITH MOBBILIEHA 0 15 MT OMH pa3 B I€Hb MOCIE 2 IUKIIOB TEPAIUH, €CIIM MALUEHT HE
OTBEUaeT Ha JICYCHHUE U TIPH ATOM Y HETO He HaOII0Iat0TCsl MPU3HAKY HETIEPEHOCUMOCTH

DonnuKyIApHas iumpoma unu aumdoma uz Kiemox MapeuHaibHoU 30Hbl

Cocrosinne pynknun nouek (KK) HN3meHenue 10361
(c 1 mo 21 geHb BO BpeMst MOBTOPHBIX
28- THEBHBIX IUKIIOB)
[ToyeuHast HEIOCTATOUYHOCTh CPEIHEN 10 Mr omuH pa3 B f1eHb?
CTENEHU TSAKECTH
(30 ma/mun < KK < 60 mi1/MuH)
IToueunas HeTOCTATOYHOCTD TSKEIION S5 MT OJIVH pa3 B JICHb
CTENEHU TAKECTH
(KK < 30 mu/muH, He TpeOyeTcst Auain3)

TepmuHanbHast CTa U TOYEUHOM S MT' OJIUH pa3 B ieHb. B nenp quanuza 103y
HenoctatouHoctu (TCITH) rpenapara Hy»KHO IIPUHUMATh I10CTIEe
(KK < 30 ma/muH, TpeOyercst Auanu3) OKOHYAHUS CeaHca qualinza

1}1033 MOXET OBITh TIOBBIIIEHA JI0 15 MI OIMH pa3 B JIeHb MOCIIE 2 IHUKIOB TEPAIUU, €CJIA Y MallueHTa He
HAOJTI01AJTOCh TPU3HAKOB HEMTEPEHOCUMOCTH

zllns{ MAalMEHTOB, TMOJYYAOIIUX HadanbHyl0 A03y 10 Mr, B ciiydyae CHIKEHHS 03Bl ISl JICUCHHS
HEUTPONEHWH WJIM TPOMOOIMTONICHUN WIIM JPYTUX BUJOB TOKCHYHOCTH 3 WM 4 CTENEHU TSHKECTH,
COYTEHHOU CBSI3aHHOM C JICHAIMOMH/IOM, HE IPUMEHSTH JIO3BI TIPETapaTa HUKe 5 MT uepe3 JIeHb Win 2,5 MrT
OJIVH pa3 B JIcHb
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CMEPTHOMY OTYETY

HapyLIeHUAMH (QYHKIUU MOYEK TOJKHO 0a3upoBaThCsA Ha MHIUBUAYATbHON MEPEHOCHUMOCTH
JIEYEHUs1, KaK yKa3blBaJIOCh paHee.

THayuenmoi ¢ HapywieHuem QYHKyuU neveHu

[Tpumenenune eHanuaoMuaa GopMallbHO HE M3YyYalld y AIUEHTOB C HAPYIICHHOW QyHKIMeH
MIEYEHH, IO3TOMY PEKOMEHJALIUU OTHOCUTENIBHO U3MEHEHUS JJO03bl Y JAHHOW KaTerOpuu
MAalUEeHTOB OTCYTCTBYIOT.

eTH
besomacHocth u 3pdexTuBHOCTD MpemnapaTa JlanmoTeke y aereid B Bo3pacte oT 0 1o 18 jer Ha
JTAHHBI MOMEHT HE YCTaHOBJICHBI. JlaHHBIE OTCYTCTBYIOT.

Cnocob nmpumeHeHust

BuyTpb.

Jnst  ocyliecTBICHHS] TMPUBEACHHBIX PEXUMOB JO3UPOBAHHS HEOOXOJUMO MPUMEHSTh
mpenapar B COOTBETCTBYIOIIMX JO3MpPOBKax (karcynsl 2,5 mr, 5 wr, 7,5 mr, 10 mr, 15 mr,
20 mr, 25 mr).

Kamncynsl npenapara JlangoTekc Heb3s OTKpPBIBATh, paziaMbIBaTh WJIM Pa3KEBBIBATh, UX
PEKOMEHIyeTCsl MPUHUMATH COTJIACHO CXEME TEeparuH B OJIHO U TO K€ BpeMs JI0 WJIM TOCIe
IpueMa IUIITH, MPOTJIaThIBas IETMKOM U 3aliBasi BOJIOM.

Pexomenayercs Ha)kMMaTh TOJIBKO HA OAMH KOHEIl KAICyJIbl IIPU U3BJICUCHHUH €€ U3 OiucTepa
JUISL TOTO, YTOOBI CHU3HUTH PUCK €€ JehopMaIlii U TTOBPEIKICHUS.

WNudopmanus mo padboTe ¢ MUTOTOKCUYSCKUMU TIpenapaTaMu IpuBeieHa B pasjede 6.6.

4.3. IIpoTHUBONOKA3AHHS

- ['unep4yBCTBUTENBHOCTD K JICHATUIOMHY WIH K TFOOOMY M3 BCIIOMOTAaTEIbHBIX BELIECTB,
NEePEYUCIIEHHBIX B pa3zene 6.1.

- bBepemeHHOCTB M IEpHOA IPYJHOTO BCKAPMIIMBAHHUS.

- CoxpaHeHHBII PeNpOAYKTUBHBIN MTOTEHIINAN, 332 UCKIIOYEHHEM CITydaeB, KOT/1a BO3MOXKHO
co0JIt0/IeHNEe BceX HEOOXOIMMBIX yCIIOBHM [IporpaMMbl KOHTPOIMPYEMOTO MEIUIIUHCKOTO
NpUMEHEHHS JIeHamuIoMua (cM. pasnen 4.4. u 4.6.).

- HeB03MOXXHOCTh, WJIM HECHIOCOOHOCTh COOMIOATh HEOOXOAMMBIE MEpbl KOHTpALEMIINY,
yKa3aHHBIE B pazzene 4.4.

4.4. Ocobble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NMPHU NPUMEHEeHHUH

C 0CTOPOKHOCTBIO

VY nanuenTtoB ¢ BJIMM B Bo3pacte 75 net u crapiie (cM. pasaen 4.2.).

VY panMeHToB € MOYEYHOW W/WIM MEYEHOYHOM HEeNOCTaTOYHOCThIO (cM. pasznen 4.2. u
pasaen 5.1.).

VY nmanueHToB, uMerIUX (PaKTOpBl pUCKa TPoMOOIMOONINH, BKIItOYass TpoMOO3 B aHaAMHE3e
(pu JIe4eHUH JICHAIUOMUIOM B KOMOMHAIIMY C IEKCAMETAa30HOM).

IIpy cOBMECTHOM NpPUMEHEHHH CO CTaTMHAMM; C MHUENOACIPECCUBHBIMM IIpenapaTaMu; C
npenaparaMy, IOBBIIIAIONIMMU  CKJIIOHHOCTb K  KPOBOTEUYEHHMsIM; C Ipenaparami,
NOBBINIAIONIMMUA ~ PUCK  TpOoMOO30B, a MMEHHO, C I[penapartamu, o00JaJalolMU
3PUTPONOITHYECKON aKTUBHOCTHIO, U TOPMOHO3AMECTUTENIBHON Tepanuen y nanueHTos ¢ MM,
NPUHUMAIOIIMX JICHAJIUIOMHUJ B KOMOMHAIMM C JeKcaMeTa3oHoM (cM. pazzgen 4.5. u
pasnen 4.8.).

V nauuentoB ¢ MKJI ¢ BbICOKOI OITyX0J1€BOI Maccoil.

VYV namuentoB ¢ rematutoM B (HBV) B anamuese, BkiIo4asi MaliueHTOB C MOJIOKUTEITHHBIM
pe3yibTaToM Ha aHTUTena K sjepHoMmy antureHy HBV (antu-HBc) u orpunarensHbIM
pe3yJbTaTOM Ha MOBEpXHOCTHBIN aHTUTeH Bupyca HBV (HBsAg).

[Tpy Ha3HAaYeHUU JICHATHIOMUA B KOMOMHALIMYU C IPYTUMU JIEKApPCTBEHHBIMU MpernapaTamu,
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_NNEPTHOMY OTYETY

XapaKTePUCTHKOM JiekapcTBeHHOTro nipenaparta (OXJII), uiau nHCTpyKIMEH 10 METUITMHCKOMY
npumenenuto (MMII).

[IpenynpexaeHus B OTHOIIEHUH OEPEMEHHOCTH

JlenanuaoMua — CTPYKTYpHBIA aHajior TanuioMuia. M3BecTHO, 4TO mpuem OepeMeHHBIMU
KCHITMHAMU TAJTHIOMHU/IA, 00J1aat0IeT0 BRIPaKEHHBIM TEPATOTCHHBIM JCHCTBUEM, BHI3BIBACT
TSDKEIIbIE M YTPOXKAIOIIKE KU3HU BPOKIEHHbBIE Je(eKThl pa3BUTH. JIeHAINOMHUT BBI3bIBAI Y
00e3bsiH MOPOKM PA3BUTHS, CXOTHBIE C ONMUCAHHBIMH paHee 3ddexkramu Tamumomuna (CM.
pazmen 5.3. m pazgen 4.6.). Ilpu npueme neHaaMAOMHIA BO BpeMs OEPEMEHHOCTH PHUCK
Pa3BUTHS BPOXKICHHBIX IEEKTOB BEChbMa BEPOSATEH.

HeykocHurenbHoe coOmtogeHne Bcex TpeOoBaHuii [IporpaMMbl  KOHTPOIUPYEMOTO
MEAMIIMHCKOrO0 IPUMEHEHUs npenapara JIaHqoTeKke pacpocTpaHsIeTcs Ha BCEX MALMEHTOK C
COXPAHEHHBIM PENPOAYKTUBHBIM IMOTEHIIMAIOM, €CJIM TOJIbKO TOCTOBEPHO HE MOATBEPKIIEHO
€ro OTCYTCTBHE.

Kputepuu a1 AKEeHIUH ¢ HECOXPAaHEHHBIM PENPOIYKTHUBHBIM OTEHIIMAIOM

KeHmmHa-NaMeHT WM JKEHIMHA, CEeKCyalbHbI mNapTHep MyXuuHbl-nanuenta, HE

CUMTAIOTCS CIOCOOHBIMU K JIETOPOKICHHUIO MPU HAJIWYUHM XOTS Obl OJHOIO U3 CIENYIOIIUX

(bakTOpOB:

- Bo3pact > 50 JIeT u UIMTENBHOCTh €CTECTBEHHOW aMeHoper > | rofa (aMeHopest BCIIEICTBHE
IPOTUBOPAKOBOW T€PANUU WIH B IEPUOJ] IPYIHOTO BCKaPMJIMBAHUS HE HCKIIIOUAET HAJIMYUS
PEenpOAYKTUBHOIO OTEHIIMAJIA)

- paHHsS HEAOCTATOYHOCTh IMUHUKOB, OJTBEPKICHHAsI THHEKOJIOTOM

- JIBYCTOPOHHSISI CAJIBIIMHIOO(OPIKTOMMSI UJIU TUCTEPIKTOMUS B aHAMHE3E

- rtenHotun XY, cuHapoM TepHepa, areHe3ust MaTK!

KoHcynbTHpOBaHue

[IpuMeHeHre JeHAIUIOMUIA Y KEHIIUH C COXPAHEHHBIM DPEHNpPOAYKTHUBHBIM MOTEHIMAJIOM

MPOTHBOIIOKA3aHO B TEX CIIyYasx, KOTJa He COOIIIO/ICHBI CIIEIYIOIINE YCIOBHS:

JKEHIIMHA

- J0JIKHA MOHUMATh OXKHIaeMOe TepaTOTeHHOE JeiicTBUE mpenapara JIaHI0TeKC Ha MJI0J

- JI0J’KHAa TOHMMATh HEOOXOJUMOCTh HeNpPepbIBHOIO HCIOJIb30BaHUS 3(P(EKTUBHBIX
METO/IOB KOHTpPAIICTIIIUN B T€UCHHWE HEe MeHee 4 Helenb M0 Hadvaja JICUeHHs, BO BpeMs
JeyeHHs U He MeHee 4 Hezlenb 10cie OKOHYaHUS JIeUeHHsI

- JIOJDKHA CIIEIOBATh PEKOMEHJAIMH HCIIONB30BaTh YPPEKTHBHYIO KOHTPAIEIIINIO JaXe B
Cllydyae aMEHOPEH Y JKEHILMHBI C COXPAHEHHBIM PENPOTYKTUBHBIM NOTEHIIMAIOM

- OBITh CIOCOOHOM K COOJIIO/IEHUIO BCEX MPaBUi 3(PPEKTUBHON KOHTpALIETILIUN

- JIOJDKHAa 3HaTh M TIOHMMAaTh BO3MOXHBIE TIIOCIEACTBUS OEPEMEHHOCTH, a TaKke
HEOOXOJMMOCTh CPOYHOrO OOpalleHusi 3a KOHCYJbTallUed TMpH IOAO03PEHUH Ha
OepeMeHHOCTh

- JIOJDKHA MIOHMMAaTh HEOOXOIUMOCTh HEOTIIOKHOTO Havalla JICUCHHUs JICHAJIHIOMUAIIOM Cpasy
e TTOCTIE TTOJTyYeHHsI OTPUIIATEIBHBIX PE3yJIbTATOB TeCTa HA OEPEMEHHOCTh

- JIOJDKHa OCO3HaBaTh HEOOXOJMMOCTb TPOBEJCHHUS TECTa M BBINOJHATH TECT Ha
0epeMEeHHOCTh KaK MUHUMYM KaK[Iple 4 HE/IeNH 3a MCKIIOYCHHUEM MAIleHTOK, Y KOTOPHIX
BBINOJIHEHA CTEPUIIM3ALIUS IIyTEM MEPEBA3KH MaTOYHBIX TPYO

- JIOJDKHA TIOATBEPIUTH, YTO TMOHUMAET PHCK BO3MOXKHBIX HEXKEIATEIbHBIX MOCIEICTBUI U
HEOOXOIMMOCTh MX MPENYNPEXICHHUS B IEPUOT JICUSHUS JIEHAIUIOMHUJIOM.

[IpuMeHeHne Yy MYKUYUH
JlanHple  u3ydeHus  (papMaKOKMHETHKH  JICHANTUAOMHUIA Y  MYKYUH-IOOPOBOIBIEB
CBHUETENBCTBYIOT O TOM, YTO B XOJI€ JICUEHUS JICHATUOMHU MOKET COAEPKATHCA B IPEACIIHBHO
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CMEPTHOMY OTYETY

MOCJIE MPEKpaIeHus MPUMEHEHHsI TIperapara y 310pOBbIX T00pOBOIBIIEB (CM. pa3zaen 5.2.). B

KaueCTBC MCPBI MPCAOCTOPONKHOCTHU, YUHUTHIBAA BO3MOXKXHOC CHHUKCHHUEC CKOPOCTU BBIBCACHHA

JICHAIMIOMHU/IA Y OCOOBIX IPYII HNAlleHTOB (Y MalMeHTOB ¢ HApYIIEHUSIMU QYHKIUU MTOYEK),

4JId BCEX MYIKUYMH, NPUHUMAIOMHWX JICHAJIUAOMUI, HOJIKHBI 6BITB CO6JIIO,HCHBI ClIeayromuc

YCIIOBUSI:

MYKUYHHA

- JIOJDKEH MOHMMAaTh BO3MOXHBIA PUCK TEPAaTOr€HHOro JeUCTBUA npenapara Jlannoreke npu
CEKCyalIbHOM KOHTAaKTe C OEpEeMEHHON >KEHINWHOW WM JKEHIIUHOW C COXpaHEHHBIM
PENpPOAYKTUBHBIM MOTEHIIHAIOM

- JOJDKEH TMOHUMAaTh HEOOXOAMMOCTh HWCIIOJNIB30BAHMS TIPE3EPBATUBOB (Jake IOCIHE
MEPEHECEHHONW Ba3dKTOMUU) MPHU CEKCYallbHOM KOHTAKTe ¢ OEpEeMEHHOM MKEHIIMHOW WIH
JKEHIIMHOM C COXPAaHEHHBIM pEHNPOAYKTUBHBIM IIOTEHLMAJIOM, HE HCIOJIb3YIOLIEH
HaJeKHbIE METO/[bl KOHTpALICNIIIUH, B IEPUO/I JICUEHUS, U B TEUCHHE HE MeHee 7 JHei mocie
MMPUOCTAaHOBKU I/I/I/IJII/I 3aBCPUICHUSA JICUCHUA

- JIOJDKEH MOHHMMAaTh, YTO, €CIIM €ro mapTHepina 3a0epeMeHena BO BpeMs ero JICUCHUs TN
BCKOpE IMOCJ€ MNPEKPALIECHUs TEparuu JICHAJTUIOMUJIOM, OH JOJHKEH HEe3aMEeIMTENIbHO
nporH(pOPMUPOBATH 00 3TOM CBOETO JICUAIIEro Bpadya, a €ro MapTHEpIIe PEKOMEHIYETCS
o0paTuThes 3a 00CIeI0BaHUEM U KOHCYJIbTAIMEH K Bpauy-TepaToiory.

Bpay, HasHayawIMii JleYeHHE JICHAJIUAOMMIAOM JKEHIIMHAM C COXPaHEHHbIM

PenpoaAyYKTHBHBIM MOTEHIIHAJIOM, H0JIZKeH

- yOeauTbcsi B TOM, 4YTO TAIMEHTKA YJIOBJICTBOPSICT BceM YycioBusM IIporpamMmbi
KOHTPOJIMPYEMOI0 MeJIMUMHCKOro0 NpUMeHeHHs mnpenapara Jlanaoreke, BKirodas
MOATBEPKIAECHUE TOrO, YTO OHA aJICKBATHO ITOHUMAET CUTYalUIO0

- TONY4YUTh COrJIAaCHME TMAalMeHTKH Ha o0s3aTenbHOEe COOJIOACHHE €0 BCEX YCIOBHIA
BbIILIEyKa3aHHOU [IporpaMmabil.

[TpaBuiia KOHTpaIEOIIUU

JKeHIMHBI ¢ COXpaHEHHBIM PENPOTYKTUBHBIM OTEHIIMAIOM JOJKHBI HCIOJIb30BaTh OJIUH U3

3 PEKTUBHBIX METOI0B KOHTpALENIIUU B TeUEHHE HE MeHee 4 Heleslb 10 Havaja JIeYeHus, BO

BpEMs Tepaluu U B TE€UEHHUE HE MeHee 4 HeJlellb 110CJIe OKOHYAaHUS Teparyy JIEHAIUIOMHJIOM,

JlakKe BO BpeMs IIEPEPHIBOB B JICUEHUH, 3a UCKIIOYEHUEM NAIIUEHTOB, KOTOPBIE HA MPOTSKEHUU

BCEro yKa3aHHOIO CpOKa BO3JEP)KHUBAIOTCS OT CEKCYaJbHBIX OTHOILIEHUI, YTO €XKEMECSIUYHO

HOATBEPKIAeTCd JOKyMEeHTaldbHO. Ecnm mammentke He monoOpaH 3(h@EeKTHBHBIH METO[

KOHTpaLENIUU, €€ HEeoOXOAUMO HalpaBUTh K Bpaudy-TMUHEKOJIOTY Jjs MoAdopa M Hayaa

WCIIOJIb30BaHUs TAKOTO METOAA.

Crnenyrolue npuMepbl MOXKHO OTHECTHU K MOAXOIALIMM METO/1aM KOHTPALIECTIUU:

- IloakoxHbIE TOPMOHATIBHBIE UMILIAHTHI

- Bnyrpumarounsie cucteMsl, Beiaemstomue aeBoHoprectpen (BMC)

- Jleno-npenaparbl MEIPOKCUIIPOTECTEPOH aleraTa

- IlepeBsa3ka MaTOYHBIX TPYO

- BasskTomus mapTHepa (MOATBEpXKACHHAS IBYMS OTPUIATENbHBIMH aHAU3aMU CEMEHHOU
JKUJIKOCTH);

- IlIporectepon-comepkamue  TaONETKH, HWHTHOMpYIONIHME  OBYJIANMIO  (Hampumep,
JI€30TeCTpe)

B cBA3M ¢ TIOBBIIIEHHBIM PUCKOM TPOMOO3MOOIMYECKUX  OCIOKHEHUH  IpuemM

KOMOMHHMPOBAHHBIX TEPOPATHHBIX KOHTPAIENITUBOB HE IMIOKa3aH MalueHTkaM ¢ MM,

MPUHUMAIOIINM JIEHAIUIOMH/]I B COCTaBE KOMOMHUPOBAaHHOW Tepanuy, U B MEHbIIIEH CTETIEHU—

narrenTkam ¢ MM, MJIC u MKIJI, koTopble moiay4aroT MOHOTEpAIHIO JEHATUIOMUAOM (CM.

pasmen 4.5.). Jns >bdexTuBHON KOHTpalENIUA OSTUM MAIMEHTKAaM PEKOMEHIYeTCs

UCIIOJIb30BaTh OJUH M3 IEPEUYUCICHHBIX BbINIE METOMOB. [IOBBIIIEHHBIN PHUCK pPa3BUTHS

TpombodIMOonuu (TD) coxpansiercss B TeueHHe 4—6 HeAeNnb IMOCie MpEeKpalleHus IMpuemMa
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CMEPTHOMY OTYETY

MPOTHBO3a4aTOYHBIX IPEMApaToOB MOXKET OBITh CHWKCHA TPU OJHOBPEMEHHOM Ha3HAYCHUHU
nexkcamera3oHna (cM. pazaen 4.5.). [lanuenTkam ¢ HEHTPOINEHUEH, UCTIONB3YIOIIUM B KAUeCTBE
POTHBO3a4aTOYHOI'0 CPEACTBA MOIKOKHBIC TOPMOHAIHHBIE UMIUIAHTHI HJTH BHYTPUMATOYHBIC
CHUCTEMBI, BBIJCISIONINE JICBOHOPTECTPEN, HEOOXOAMMO MPOPHUIAKTUYECKH Ha3HAYaTh
AHTHOMOTHUKU B CBSI3U C TIOBBINICHHBIM PUCKOM WH(EKIIMOHHBIX OCJIOKHEHHH B MOMEHT
YCTAaHOBKHU 3TUX TCPANCBTUYCCKHUX CHUCTCM, a4 TAKIKC IOBBINICHHBIM PUCKOM HCPCTYJISAPHBIX
KPOBSIHUCTBIX BBIJICTICHUH U3 MOJIOBBIX ITyTEH.

Hcmions3oBanue BHYTPUMATOYHBIX CHUCTCM, BBIACIAIONIUX MCAb, KaK IIPaBUJIO, HE
PEKOMEHJIYETCS B CBSI3HM C BBICOKMM PUCKOM Pa3BUTHsI HH(PEKIIMOHHBIX OCIOKHEHHH B MOMEHT
MMILIAHTALMU U ITOBBIIEHHOW KPOBOIIOTEPU BO BPEMsI MEHCTPYALlUU, KOTOPAsi MOXKET YCUIUTh
BBIPA)KEHHOCTh HEUTPOIICHUH HITH TPOMOOIIUTOTICHUHN Y TIAIIUEHTKH.

Tect Ha GepeMEeHHOCTh

B cooTBeTcTBHM ¢ MECTHOM MTPAKTUKOM TECT HA OEPEMEHHOCTh C YyBCTBUTEIBLHOCTHIO HE MEHEE
25 MME/Mi1 1o/KeH BBINOJHATHCSA MOJA HAOMIOAEHHEM MEIUIMHCKOrO MepcoHala JUlsl BCeX
JKEHIIUH C COXPaHEHHBIM PENPOAYKTUBHBIM IIOTCHIIMAIOM, BKJKYAasl U TE€X, KTO MOJHOCTBIO
U HENPEpPBIBHO BO3JEPKUBAECTCA OT CEKCyaJlbHbIX OTHOUIEHMH. B wumpaeanme, Tect Ha
OepeMeHHOCTh, Ha3HAUEHUE JIEUEHUS U BblJaua Mpernapara J0JAKHbI IPOUCXOUTh B OJJUH U TOT
e JIeHb. Bpl1aya JieHanuioM11a )KEHIMHAM ¢ COXPAaHEHHBIM PENPOyKTUBHBIM IIOTEHIIMAJIOM
JIOJKHA ITPOUCXOANTH B TEUCHHUE 7 JHEH MOCIIE HAa3HAYEHUs TEPaluU.

Jlo nauana neuenus

Tect Ha OepeMEHHOCTh BBHIMOJIHSACTCS IO/ HAOIOICHUEM MEIUIIMHCKOTO MEpCOHaa B JIEHb
HA3HA4YCHMsI JICYCHMs] WK 3a 3 JHS J0 BU3MTA K JIEHAllleMy Bpady IIOCJIE TOro, KaK NalueHTKa
UCTIONb30Bata () (HhEeKTUBHBINA METO/I KOHTPAIICTIIUY B TeUCHUE HE MeHee 4 Hezenb. Pesynbrar
TecTa JIOJDKEH MOATBEPAUTh OTCYTCTBHE OCPEMEHHOCTH Y MAalMEeHTKM K MOMEHTY Hauaia
Tepanuu JCHAIHIOMUIOM.

IIpooondicenue u okoHuanue neyenus

TecTsl Ha 6€PEMEHHOCTH JOJDKHBI BHITIOIHATHCS O] HAOIIOJCHHEM MEAUIIMHCKOTO TIepCOHAalIa
KaK MUHUMYM Ka)X/ible 4 HEJIENN, BKJIF0Yasi KaK MUHUMYM 4 HEJIENH TI0CJI€ OKOHYAHMS JICUEHMS,
3a MCKJIFOYEHUEM MOJTBEPKIECHHONW CTEPUIIM3allMU MAaTOUHBIX TpyO. TecThl BHIMOIHSIOTCS B
JICHb Ha3HAYEHUS JICUEHUS WIN 3a 3 THA 10 BU3HTA K JIEUAlleMy Bpaudy.

JlonoIHUTENbHbBIE MEPhI PEIOCTOPOKHOCTH

[TaneHTHI HE JOJDKHBI IepeAaBaTh Ipenapar ApyruM aunaM. Hercnonb30BaHHBIN ITpenapar
pPEKOMEH/IyeTCs BO3BPAaTUTh B MEAMLMHCKOE YUPEXKACHHE IO OKOHYAHHM JICUEHHs s
0€30MacHOr0 YHUUYTOXKECHHUSI.

[TanenTy He pa3permaeTcst ObITh JOHOPOM KPOBH MUJIHM CIIEPMBI HAa IPOTSKEHUU BCETO JICUSHUS
JICHAJINIOMHJIOM MJIM B T€UEHHE He MeHee 7 THEeH Mociie ero OKOHYaHuUsI.

MenunuHckre pabOTHUKM M JIMIA, OCYUIECTBISIOIINE YXOJl, JOKHBI HOCUTh OJJHOPA30BbIE
nepyaTKd Tpu OOpalleHuu ¢ OJUCTepoM WM Karcynod. bepeMeHHBIM >KEHIUHAM WU
KEHIIMHAM, KOTOpbIE€ IIOJI03PEBAIOT, YTO OHM MOTYT OBbITh OEpeMEHHBI, HE CIeryeT
IPUKAcaThCs K OJIMCTEpy MM KarcyJie.

OOyyatoniyie MaTepualibl, OTpaHMYEHUS] B HA3HAYEHUHU U BblJlaye Mpenapara

YroObl MOMOYB MAIMEHTaM MPEeJOTBPATUTh BO3JEHCTBHE JCHATUIOMUIA HA IO, BIaJesel
PETUCTPALIMOHHOTO YJOCTOBEPEHUS NPEJOCTaBUT MEIUIIMHCKOMY IE€pPCOHAIy OO0yyaroniue
MaTepuaibl, YTOObI O00OCHOBaTh NPEAOCTEPEIKEHUS] B  OTHOIIEHUH TEPAaTOr€HHOCTU
JCHATUOMUIA, PEKOMEH/I0BaTh KOHTpALCNIMIO TEpel HayajloM TEeparnuu U Ppa3bsiCHUTH
HEOOXOJIMMOCTh TPOBEJCHUS TECTOB Ha OepeMeHHOCTh. Bpau momkeH mpoumH(pOpPMHUPOBATH
MAlMEHTOB MY)KCKOTO W KEHCKOro II0Jla O PHUCKE pa3BUTUS TepaToreHHoro 3gddexra
JCHAJIMJIOMUJA U CTPOTHX MEpax MO MPEeaynpexIeHUI0O OEpeMEHHOCTH B COOTBETCTBHUHU C
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CMEPTHOMY OTYETY

JIOJDKEH O0ECIEYUTh MalreHTa oOydJaromiel Opomropold M KapTOYKOW IMalMeHTa, a TakXKe
WHBIMH SKBHBAJICHTHBIMUA WHCTPYKIIUSMHU B COOTBETCTBUH C TOCY/IapCTBEHHON CUCTEMOM KapT
nanueHToB. B upaeane, Tect Ha OepeMEHHOCTh, Ha3HAUEHUE JICUEHHUS M BblJaya IpernapaTa
JOJDKHBI TIPOMCXOAWTh B OAWH M TOT K€ JICHb. BbIgaua JIeHATWJAOMHUAA >KEHIIMHAM C
COXPaHEHHBIM PENPOTyKTUBHBIM OTEHIIUATIOM JIOJKHA IPOUCXOAUTD B TeUEHUE 7 THEH mocie
Ha3Ha4YeHWs] Tepanuu. JKEHIIMHAM C COXPAaHEHHBIM PEMPOIYKTUBHBIM TOTEHIIHAIOM
JICHAJIUJOMU]T MOKET OBITh BBIJAH/BBIIIMCAH MaKCUMaJIbHO HA CPOK Tepamuu 10 4 Helenb B
COOTBETCTBUU C YTBEPKJACHHBIMH IMOKa3aHUSIMH U PEKUMOM J103UpOBaHud (cM. pazzaen 4.2.), B
TO BpeMs KaK JIPYTUM MallMeHTaM — Ha CPOK Tepanuu 10 12 Hexens.

Jpyrue ocoOble yKka3aHus U NPeyNpeKACHNs IPU IPUMEHEHUU

Hnepapxm muoxapoa (UM)

Nmerotca cooOmienuss o ciayyasx VMM y nmanmeHToB, NPUHHMMABIIMX JICHAJIMJIOMHUI, B
YaCTHOCTH, Y JIUII, IMEBIINX (DAaKTOPBI PUCKA CEPJICUHO-COCYAUCTHIX 3a00JI€BAHNN U B TCUCHHE
nepBbIX 12 MecsleB KOMOMHUPOBAaHHOTO IIPUMEHEHUS C IeKcaMeTa30HoM. B cityuae Hanmmuuns
(GakTOpoB pHCKa, BKJIIOYas, B IEPBYIO oOuepellb, TPoMOO3bl B aHaMHE3€, HEOOXOIMMO
KOHTPOJIMPOBATh COCTOSHUE MAI[MEHTOB, a TAKXKe MPEeIIPUHUMATh JACHCTBHS, HalpaBIeHHbIE
Ha BO3MOXXHOE CHW)KCHHE BO3ACUCTBUS (DAKTOpOB pHcKa (KypeHue, aprepuaibHas
TUIEPTEH3Us, TUIIEPIUIIUIEMHUN).

Benosnas u apmepuanvuas mpomoosmoonuu

VY nanueHtoB ¢ MM KOMOMHHMpOBaHHas Tepamnus JICHATUAOMHIOM M JIEKCaMETa30HOM
acCOLIMMPOBAJIaCh C IOBBIIIEHHBIM PUCKOM BEHO3HBIX TO (mpeumylnecTBEHHO TpomMO030B
riryOokux BeH U TO nerouHoit aprepun). ITOT pUCK ObUT HIDKE MPH JICUEHUH JICHATIUIOMUIOM
B KOMOWHaIMuU ¢ MendanaHoM U MPETHH30IOHOM.

Momnotepanus neHanuaomugom mamueHtoB ¢ MM, MJIC u MKIJI accomuupoBanach ¢
MEHBIITUM PUCKOM BeHO3HOU T3 (TIpenMyIiecTBEHHO TPOMOO030B IITyOOKHX BeH 1 T serounoi
apTepuu), 4eM IpUMEHEeHUe JIeHAIMA0OMI1a y auneHToB ¢ MM B cocTaBe KOMOMHUPOBAaHHON
tepanuu (cM. paszen 4.8. u paszgen 4.5.). YV nauuentoB ¢ MM codyeraHHOe NpUMEHEHUE
JICHAJIMJOMHU/IA U JIEKCAMETa30Ha aCCOLMMPOBAIIOCH C MOBBIIIEHHBIM PUCKOM apTEpHAJIbHBIX
T3 (rnaBHbIM 00pazom, UM u uncynbTa). OTOT pUCK ObLIT HUKE MPU JICYEHUH JIEHATUIOMHJIOM
B COYETAaHUM ¢ Mel(pantaHOM U MPEIHU30JI0HOM. Puck aprepuanbhbeix TO HUXKE y NAIMEHTOB €
MM Ha poHe MOHOTEpanuu, yeM Ha poHe KOMOMHUPOBAHHOMN Tepanuu ¢ JEHATUAOMUIIOM.
Taxum o0pa3oM, He0OXOAMMO HAOIIOJATh 3a MALMEHTaMH, UMEIOIIUMU (aKTopbl pucka T3,
BKJIIOYass M TpoMOo3bl B aHamHe3e. CreayeT NpeAnpuHUMATh MEphl MO BO3MOXKHOMY
CHIDKEHMIO BO3JIEHCTBHS TakMX (PaKTOPOB pUCKA KaK KypeHHe, apTepuaibHas IMIIEpPTEH3us,
runepiaunuaeMus. lIporHocTuueckoe 3HaYeHHE TakXke HMMEIT TpoMOoaMOoInyecKkue
OCJIO)KHEHUS B aHAMHE3€, COIYTCTBYIOIAs TEpanus SPUTPOIIOITUHOM, 3aMECTUTEIIbHAS
ropMoHanbpHas Tepanus. Takum oOpa3om, mpemnaparbl, 00JaJarolIue PUTPONIOITUYECKOMN
AKTUBHOCTBIO, a TaKXe JpYrue Ipenaparsl, KOTOPbIE MOTYT IMOBBIIIATh PUCK Pa3BUTHUSA
TpoMOO30B (HampuMep, TOPMOHO3AMECTUTENbHAsI Tepamnusi) JODKHBI Ha3HA4YaThCsl C
OCTOPO>KHOCTBIO ManeHTaM ¢ MM, NpUHUMAarOIKM JIEHAIUIOMH] BMECTE C JEKCAMETa30HOM.
Konnenrpanuss remornobuHa Bblme 12 /11 mpeanojaraeT MpeKpalieHue Tepanuu
SPUTPOIIOITUHOM.

Bpaun u mDamueHThl JOMKHBI BHHUMATEIBHO OTCJIEKMBATh KIMHUYECKHE CHUMIITOMBI,
CBUJICTENLCTBYIONME O BO3MOKHOW TD. IlanmumeHTsl AOMKHBI OBITH HPEAYHNPEXKIEHBI O
HEOOXOJMMOCTH HEMEUIEHHOTO 0OpalleHus K Bpauy B cllydae MOSBIEHUS TaKMX CUMIITOMOB
KaK OJIbIIlIKa, 00JIb B TPYAHOM KIIETKE, OTEK BEpXHEH MM HUKHEH KOHEUHOCTH.
Pekomenayercss mnpoduiiakTUYECKOe Ha3HAYe€HHUE MPOTUBOTPOMOOTHYECKOW  Tepamnuw,
0COOEHHO TalMeHTaM, MMEIOLINM JONOJHHUTENbHbIE (PAaKTOPhl PUCKAa pPa3BUTUS TPOMOO3a.
Pemenue o mpuUMeHEHHWH NPOTHUBOTPOMOOTHYECKOM Tepamuu cieqyeT MPUHUMATh Mocie
TIIATENIbHOW OLIEHKU MHIMBUAYAIBHBIX (PAKTOPOB PUCKA.
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CMEPTHOMY OTYETY

JICHAJMOMUIOM U Ha3HAUYMUTh CTAHAAPTHYIO aHTHKOAryJsHTHYIO Tepanuto. [locie Toro, kak
COCTOSIHHE MAalMeHTa CTA0WIM3HPYETCS HAa AHTHKOATYJISHTHOW TEparmud M CUMITOMBI 1O
OyaoyT ycTpaHEHbl, MOKHO BHOBb HayaTh JICUYCHHE JICHAJIUIOMHUJOM B TOH K€ J03€ MpH
ONaronpusTHON OIEHKE COOTHOLICHUs TMoib3a/puck. IlamumenTty crienyer NpoaOHKUTh
AHTUKOATyJISHTHYIO TEPANUIO B TEUEHUE BCETO JaJbHEHIIEro JeueHus JIeHaIn JOMUIOM.
Jlecounas eunepmensus

VY manueHToB, NOJy4YaBUIMX JICHATUIOMUT, COOOIIANIOCH O CIy4asX JIETOYHON THIIePTeH3UH,
MHOTI'ZIa CO CMepTeNbHBIM Ucxo1oM. [larmenToB cienyer oOcnenoBaTh Ha IPEAMET IPU3HAKOB
U CHUMIITOMOB CEpJEYHO-JIETOYHBIX 3a0oleBaHMii J0 Hayala M BO BpeMs Teparuu
JICHAJIUJIOMUJIOM.

Hetimponenusi u mpomboyumonenus

TsxenbIMU  JO30JMMUTUPYIOIIUMU TOKCUYECKUMHU SIBIICHUSMH JICHAIMJIOMUJA SIBISIIOTCSA
HeliTporieHust U TpomOouuToneHus. Pa3BepHyTbI aHanM3 KpPOBH, BKJIIOYAsl OINpeaescHhe
KOJIMYECTBA JIGHKOIMTOB, (OPMYIJIBI KpPOBH, KOJWYECTBA TPOMOOLUTOB, TI'eMOTJIO0OHHA,
reMaToKpuTa HEoOXOAMMO BBINOJHATH IO Hayajla Tepalud, KaXAYI0 HEIENI0 B TeueHue
NEepBbIX & HEAENnb TEepaluu JICHAJIUJAOMUAOM U, 3aT€M, €XKEMECSYHO s MOHUTOpPUHIA
nutorieHud. Y marnueHtoB ¢ MKJI MOHUTOpUHT cienyeT MPOBOAUTH KaKIble 2 HEIeNu BO
BpeMs 3 u 4 IMKIIOB Tepamyy, a 3aTeM — B Hayalie KaXXAOTo CieAyromero mukia. ['papuk
MoHHuTOpUHTa nanueHToB ¢ OJI unu JIM3 — exxeHeziensHO B TeUeHUE NEPBBIX 3 Heleb | LuKIa
(28 nHei), kaxxaple 2 HEENU B TeUeHHUE 2—4 IIUKJIOB, 3aT€M — B Hayajle KaKJ0ro CIEAyIOLIEro
uKiIa. MoXkeT moTpedoBaThCs MpephIBAHNE TEPAITUHU H/UITH CHIDKCHUE 0361 (CM. pasaen 4.2.).
B cimyuae pasBuTusi HEHTpOIEHHH 1I€JIecO00pa3HO Ha3HAYEHHE IMpernapaTroB (hakropa pocTa.
[TarueHTH! AOKHBI OBITH IPOUH(DOPMHUPOBAHBI O HEOOXOUMOCTH CBOEBPEMEHHO COOOIIATH
JedanieMy Bpady o J000M MOBBILIEHUH TEMIIEPATYPHI.

[TaruenTam 1 Bpayam peKOMEHAYETCSl OTCICKHUBATh MPU3HAKH M CUMIITOMBI KPOBOTEUYCHHSI,
BKJIIOYAsi METEXWU M HOCOBBIE KPOBOTEUEHHS, OCOOCHHO B CIllydasiX, KOTJa OZHOBPEMEHHO
NpUMEHSEMbIE JIEKAPCTBEHHbIE Mpenaparbl CIOCOOHBI  MOBBIIATH  CKJIOHHOCTH K
KpOBOTEUEHUSIM (cM. pazjen 4.8. «'emopparnueckue OCIoKHEHUSD).

Cnenyer ¢ OCTOPOKHOCTBbIO Ha3HayaTh JICHAIMAOMHUJ C APYTMMH MHUEIOETPECCUBHBIMU
npernapaTamH.

Bnepsvie ouacnocmupoannas MHOMNCECMBEHHAs. MUENIOMA: NAYUEHMbl, KOMOPLIM NOKA3aHA
MPAHCHAAHmMayus, Noayydeuiue JNeHaluoomMud 6 KomMOuHayuu ¢ Oopme3omMubom u
oeKcamemaszoHoOM

Heiitponienus 4 crenenu TsxecTH Habmonanacek y 2,8 % u 28,7 % nanueHToB B KIMHUYECKOM
uccnenosannu (KW) PETHEMA GEM2012 u KU IFM 2009, cootBetcTBenHo. DebpunbHas
HelTpornenus 4 creneHu Tspkectu Haomoganack y 0,0 % u 1,1 % narmmentos B KU PETHEMA
GEM2012 u IFM 2009, cootBercTBeHHO. IlanmeHTOB ciemyer MpouH()OPMHPOBATH O
HEOOXOJMMOCTH CBOEBPEMEHHO cO00IIATh 0 (heOPMIBHBIX AMU30aX, MOXKET MOTPEeOOBATHCA
NPUOCTAHOBKA TepaNuu W/WINA CHUKEHHE 036l (M. paszen 4.2.).

TpomOormuTonenus 3 unu 4 creneHu TsHKeCTH Habmonanack y 6,3 % u 18,5 % marueHToB B
KN PETHEMA GEMZ2012 u IFM 2009, coOTBETCTBEHHO.

Bnepsvie ouacnocmupoeannas mHodxcecmeeHnas muenoma: nayuenmol nocie TICK c
nocneoyroueli noodepaicusarouelt mepanueti 1eHaiudOMUOOM

HP B xone K CALGB 100104 Bxitouanu B cebs siBjeHUs], 3a(UKCUPOBAHHBIE TIOCTIE BBEICHHUS
BbicokoM g03bl Mendamana u TICK (BAM/TT'CK), a Ttakxke sBICHHS B TEPHOL
MOJJIEPKUBAIOIIEH Tepanuy. BTopol aHain3 BBISBWI SIBJICHUS, BO3HHMKIIME IIOCJIE Hayaia
nojaepxkuBatoniert repanun. B KU IFM 2005-02 6b111 3adukcupoBansl HP Tonbko 3a nepuon
MOAAEPKUBAIOIIEH TEPATIH.

B ob6mem, HeliTporienust 4 CTENeHH TSHKECTH HaOII0aiach ¢ BRHICOKOW 9acTOTON y MAIllMEeHTOB
Ha TOJ/Iep KUBAIOIIEH Tepanuy JEeHATUIOMUOM [0 CPAaBHEHUIO C TPYIION miuanedo B ABYX
KW, oneHnBaromux MOAACpKUBAONIYIO TEPANUIO JICHATUAOMHUAOM Yy nanueHToB ¢ BJIMM,
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nocite TICK (32,1% B cpasrennu ¢ 26,7 % [16,1 % '8 /ePabirctiir ¢ 'E8 190 e e HalkhHa

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

noaaepsxuBatoniert tepanuu| B KU CALGB 100104 u 16,4% B cpaBuenuu ¢ 0,7 % B K1 I[FM
2005-02, coorBercTBeHHO). HP B BHIe HeWTpomeHWH, BOSHHMKAIOIIUE HAa (OHE Tepanuu U
MPUBOJISIINE K MPEKPAIICHHUIO [TpHeMa JICHAIMIOMU/IA, ObLIIM OTMEYEHBI y 2,2 % y HmalleHToB
B K1 CAEGB 100104 ny 2,4 % nanuentos B KU IFM 2005-02, cootBeTcTBeHHO. DeOpriabHAs
HeiiTporieHust ObUTa 3aperucTpUpoBaHa C TaKOM e YacTOTOM y MAalMeHTOB Ha
MOJIZICPXKUBAIOIIEH Tepanuy JISHAIUIOMHU/IOM 10 CPABHEHUIO C TPYIIO miarnedo B 06oux KN
(0,4 % B cpaBuenuu ¢ 0,5 % [0,4 % B cpaBHenuu ¢ 0,5 % mocie Hayaga MOAACPKUBAIOICH
teparuu| B KU CALGB 100104 u 0,3% B cpaBuenun ¢ 0% B KU IFM 2005-02,
cOOTBeTCTBEHHO). [lannenToB cieayer npornHGOpMUPOBATE O HEOOXOJUMOCTH CBOEBPEMEHHO
coolmate 0 (eOpUIBHBIX SMU30aX, MOXKET MOTPeOOBaTHCS MPUOCTAHOBKA TEPANUM W/WIN
CHIDKEHHE 10361 (CM. paszaen 4.2.).

TpomOomuTonenuss 3 wunu 4 CTENEHU TSHKECTH OTMeuajach 4Yalle y NalUMeHTOB Ha
MOJIJICPKUBAIOLIEH Tepanuu JIEHAIMIOMHIOM 1O CpaBHeHHMIO ¢ rpynmnoi rmiane6o B KU,
KOTOPBIE OLEHUBAIMU MOAAEPKUBAIOLIYIO0 TEPANUIO JIEHATUAOMUIOM y nanueHTo ¢ BJIMM
nociie TI'CK (37,5 % B cpaBuenun ¢ 30,3 % [17,9 % B cpaBuenuu ¢ 4,1 % mnocie Havasa
noanepxkuBatomen tepanuu| B KU CALGB 100104 u 13,0% B cpaBuenuu ¢ 2,9 % B KU [FM
2005-02, coorBercTBeHHO). [lamenTam u BpauaM peKOMEHIYETCs OTCICKUBATh MPU3HAKU U
CHUMIITOMBI KPOBOTCUCHH S, BKJTFOUASI IETEXUH M HOCOBBIC KPOBOTECUCHHS, OCOOCHHO B CITydasXx,
KOIJla OJHOBPEMEHHO TMpUMEHSEMbIe JICKAPCTBEHHbIE Mpenaparbl CIOCOOHBI MOBBINIATH
CKJIOHHOCTb K KpoBOTeueHUsM (cM. pazzaen 4.8. «['eMopparuueckue oCcI0KHEHU»).

Bnepsvie ouacnocmuposannas MHOJMCeCMEeHHAs MUeIOMA: NAyUeHmbl, KOMOPbIM He NOKA3aHd
MPAHCNIAHMAayus, NOAYYaAsUiUe JNeHATUOOMUO 6 KOMOUHayuu ¢ Oopme3omMubom u
0eKcamemaszoHoM

YacToTa pa3BUTUSI HEUTPONICHUH 4 CTETICHH TSDKECTH ObLiIa HIDKE Y TAIUEHTOB, IMOTYYaBIIAX
JICYCHHUE JICHATMIOMHUIOM B KOMOMHAIMU ¢ Oopre3omuOOoM u nekcamerazoHoMm (RVd), B
cpaBHeHuu ¢ rpynmnoi geuenus Rd (2,7 % B cpaBaennu ¢ 5,9 %) 8 KU SWOG S0777. Yacrora
pa3Butus (HeOpuIbHON HEUTponeHnH 4 cTeneHu TshKecTH B rpymnmnax nedenus RVd u Rd 6sina
onuHakoBoil (0,0 % B cpaBHenuu c 0,4 %). IlanueHToB ciegyer npouHPOPMHUPOBATH O
HEOOXOJIMMOCTH CBOEBPEMEHHO coo0aTh 0 GeOpUIbHBIX MH30/aX, MOXKET MOTPeOOBATHCA
NPUOCTAHOBKA TEPANUU W/ CHUKEHHE 1036l (cM. pasznen 4.2.).

YacroTta pa3BUTHs TPOMOOIIUTONIEHUH 3 WK 4 CTETNIEHH TSHKECTH Oblila BBIIIE B TPYIITIE JICUSHUS
RVd B cpaBHenuu ¢ rpynmoii Rd (17,2 % B cpaBHeHuu ¢ 9,4 %).

Bnepsvie ouacnocmupoeannas MHOMCeCm8eHHAsl MUeIoMA: NAyueHmsol, KOmopulM He NOKA3aHA
MPAHCHAAHMAYUs, NoAydasuiue JNeHaIuoomMud 6 KOMOUHayuu ¢ HUSKUMU  003aMU
oexcamemasonda

Heiitporiennto 4 crTemeHW TSDKECTH peke HAOMIOAAaNM Yy TAIHWeHTOB, IOJTyYaBIINX
JICHATUJOMHU]T B KOMOWHAIIMHM C JEKCAMETa30HOM, YeM y TMAIMEHTOB B TPYINEe CpPaBHEHUS
(8,5 % B rpynmax Rd [HenpepsiBHOe teucHue] U Rd 18 [neuenue B Teuenue 18 4-HemenbHbIX
IIUKJIOB] 1o cpaBHeHuUto ¢ 15 % B rpynmne, npuauMasmx MPT (cm. paznen 4.2.). Snuzons!
(beOpuIbHON HEUTPONIEHUH 4 CTETIEHU TAKECTHU BCTPEUAIUCH C OAMHAKOBON YaCTOTON B IpyIIIe

JIeHaJIMJIOMHU]Y/ IeKCaMeTa30H (0,6 % B rpymnmax NAlMEHTOB, MOJIy4aBIIUX
neHamuaomu/nekcamera3zod Rd u Rd 18, mo cpasaenwuto ¢ 0,7 % B rpynne MPT) (cm. paznen
4.8.).

TpombonuTonenus 3 win 4 cTeneHu TSKeCTH Hab0anach B MEHbIIEH CTENEHU B IpYyIax
Rd u Rdl 8, uem B rpynmne cpaBuenus (8,1 % B cpaBaenuu ¢ 11,1 %, cooTBETCTBEHHO).

Bnepevle ouacnocmupoeannas MHONICECMBEHHASL MUETIOMA: NAYUEHMbl, KOMOPbIM He NOKA3aHA
MPAHCHIAHMAYUL, NOTYHAIOWUE IeHATUOOMUO 8 COUEMAHUU C MENDATAHOM U NPEOHUZONOHOM
[TpumeHeHue neHanuaoMuaa ¢ Mendananom u npenauzonoHom B KU y manuentos ¢ BJIMM
COTMPOBOXKAANOCH 00Jiee BHICOKON 4acTOTOW Hewtpormenuu 4 creneHu Tsokectu (34,1 % ans
IpyNIbl TEpanuu MenQaiaHoM, PETHU30I0HOM U JIEHATHIOMHIOM U 3aTeM JIEHAIUIOMHIOM
[MPR+R] u mendananom, mpeaHH30I0HOM U JICHATHIOMHUIOM U 3aTeM Iuianebo [MPR+p] o
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4 creneHu TsKecTH Habmonanuch Heyacto (1,7 % B rpynne MPR+R/MPR+p no cpaBHenuro ¢
0,0 % B rpynmie MPp+p) (cMm. paszaen 4.8.).

[IpumeHeHrne KOMOMHALIMY JIEHATHIOMHIA ¢ MeI(aTaHOM U MPETHU30JIOHOM y MAIMEHTOB C
MM cormpoBoxaanoch 6oyiee BEICOKOH 4acTOTOM TpOMOOIMTONEHUH 3 U 4 CTENEHU THKECTH
(40,4 % B rpynine MPR+R/MPR+p o cpaBHenuto ¢ 13,7 % B rpynmne MPp+p) (cm. pasaen
4.8.).

MHnoorcecmseennas mueroma: nayueHmol, NOIYUUSUIUE KAK MUHUMYM OOHY JTUHUIO MePanuu
Puck pas3Butus HeWTporeHun 4 CTENEHU TSHKECTH Yy NAUeHToB ¢ MM, MOiIy4yuMBIIMX Kak
MUHUMYM OJIHYy JHMHHIO TEpalnuu, MpU OJHOBPEMEHHOM HA3HAYCHUU JICHAJIHIOMHUAA U
JneKkcaMeTa3oHa  o4eHb  BbIcoK (5,1 % B rpymme  DamMeHTOB, — MOJIyYaBLIMX
JCHAUIOMUJI/IeKcaMeTa3oH, oTHocuTenbHo 0,6 % B Tpymme MalueHTOB, MOTyYaBIIMX
rane0o/nekcaMerasot).  Onu3onbl  GeOpuiIbHONH HEHUTponeHuH 4 CTEMCHH TSHKECTH
PErUCTPUPYIOTCS HEYacTo (0,6 % B rpymre MAIMEHTOB, MOJTy4YaBIIUX
JICHAIUIOMU]/ IeKcaMeTa3oH, orHocuTenbHo 0,0 % B Trpynme NamueHTOB, MOJTYYaBIIUX
manedo/mekcameTason) (cM. paszaen 4.8.). Beicokast yactoTa pa3BUTHS TPOMOOITUTOIICHUH 3 1
4 CcTerneHu TSAKECTH OTMEYaeTcss y MauueHToB ¢ MM mpu OJHOBpEMEHHOM Ha3HauYE€HUU
neHanuaoMuaa U nexkcameraszona (9,9 % u 1,4 %, coOTBETCTBEHHO, B TpyIIE MAIMEHTOB,
MOJTyYaBINUX JICHATHIOMHIJI/ IEKCaMeTa30H, OTHOCHTENBHO 2,3 % 1 0,0 % B rpyIme naiueHToB,
HOJTy4YaBIInX IUiare0o/nekcamerason) (cM. pasaen 4.8.).

Muenooucnracmuueckue cuHOpombl

VY nanuentoB ¢ M/IC nedyeHue neHANIUIOMHIOM Yallle BHI3BIBAJIO Pa3BUTHE HEUTPOIICHUH U
TPOMOOIUTONEHNH 3 U 4 CTENEeHH TSHKECTH 110 CPABHEHHIO ¢ Tuianedo (cM. pasaen 4.8.).
Jlumgoma u3 Kiemoxk MaHmuiiHo 30Hbl

VYV nammentoB ¢ MKIJI ueiitporienust 3 u 4 cTeneHu THKECTH pa3BUBajach damie Ha (oHe
JICYCHUS JICHAJTMIOMHIOM, YeM Yy MAI[MEHTOB KOHTPOJBHOW Trpymmbl (cM. pasmen 4.8.).
DonnuKyIApHas IumMpoma unu iumpoma uz Kiemox Map2uHaiIbHOU 30Hbl

[IpumeHeHue JeHATUAOMUAA B KOMOMHALIMU C pUTykcuMmaboMm y manueHtoB ¢ OJI u JIM3
CBA3aHO ¢ 0oJiee BBICOKOW YAaCTOTOM pa3BUTHS HEHUTpomeHUH 3 Uiu 4 CTENEHU TSHKECTH IO
CpPaBHEHHMIO C TMAalMEHTaMH, MOJy4arolmMMH 1anedo/purykcumad. HeBbicokas wacTtoTa
pa3BuTusi (PeOpUIBLHON HEUTPONIEHUMH W TPOMOOIUTONEHUH 3 Wik 4 CTEIeHH TIKECTH
HaOroanach Kak B TpyIIe JICHATWAOMUI/PUTYKCUMA0, Tak W B rpynne/miaanedo (cM.
pasnen 4.8.).

3aboJieBaHMs IUTOBUIHON JKEJIE3I

Hmerorcst coolbIIeHns O Ciydasix THUIOTUpeo3a u runeptupeosa. [lepen Hayanom jedeHHs
CIeyeT OIICHUTh COIyTCTBYIOIIME 3a00JICBaHUS, CIIOCOOHBIC OKa3bIBaTh BIMSHUE Ha
(GYHKIUIO IIMTOBUIHOM kemne3bl. PekoMeHayeTcs: MpoBOAUTH OIEHKY (QYHKIIUN IUTOBUIHON
JKeJIe3pl Tepe/l HadajaoM JICUCHHS W ©€ PEeryJSpHBIH KOHTpOJb Ha ()OHE TPHUMEHEHUS
mpernapara.

[Tepudepuyeckas Heifponatus

Monexkyna neHanuJOMUAA CTPYKTYPHO CXOXka C MOJEKYJION TalIuJOMUAA, KOTOPBII N3BECTEH
CBOEH CIIOCOOHOCTBIO BBI3BIBATH TSDKEINYIO TIepudepruuecKyto HelipornaTtuio. Tem He MeHee, He
OTMEUYEHO TIOBBIIIEHHON YacTOThl pa3BUTHUs Nepudepuueckoil HeWpomaTuu MpH JeUYEHUU
B/IMM Ha ¢QoHe JedeHUs JEHAJUIOMHMIOM B KOMOMHAIMKM C JEKCAMETa30HOM WU
MendaraHoM U MPEAHU30I0HOM, WIH MPU Ha3HAYEHWHU MOHOTEPANHU JICHAIUOMUIOM, WU
IIPY JUIUTEIBHOM ITPUMEHEHNN JICHATUAOMUA.

[IpumeHeHne JeHanmuAOMUa B KOMOMHALMU C BHYTPUBEHHBIM BBeleHHEM Oopre3oMuba u
JIeKCaMETa30HOM y TMalueHToB ¢ MM cBA3aHO c Ooyiee BBICOKOW YacTOTOH pa3BUTHSA
nepudepuyeckoi Heliponatuu. Yactora pa3Butus nepudepuyeckoil Heliponatun Oblia HUXKE
py TOAKOXHOM IyTH BBeZleHHs OoprezomuOa. bonee moapoOHas nHpopmanus yka3aHa B
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6opTezomuoda.

Cunnpom «Benbimkuy onyxonu (TFR) u cunapom ausuca onyxonu (TLS)

B cBsa3M ¢ BBIpaXEHHOM AHTHHEOIUIACTUYECKOW AKTMBHOCTBIO JICHAIMIOMHUIA BO3MOKHO
passutue TLS. Ha ¢one nedyenus nenammmomugom TLS m TFR wnaGmoganmuch vacto y
MAIMEHTOB C XPOHUYECKUM JIMM(OLUTAPHBIM JIGHKO30M M HEUACTO Y MAIUEHTOB C TUM(POMOI.
beun 3apernctpupoBaHsl U JeTanbHble ucxoasl TLS Bo Bpems npuMeHEHMs JeHAINIOMUA.
Bricokomy pucky passutusi TLS m TFR oco0eHHO mNOABEp)KEHBI MAIlMEHTHI, MMEIOIINE
OOJIBLIYIO OIyXOJEBYIO Maccy [0 Hayaja Tepanuu. Y TakMX MAlMEeHTOB HYXXHO OUY€Hb
OCTOPO’)KHO HAYMHATh TEpalMI0 JICHAIMJIOMHUIOM. 3a 3TUMHU IalUEHTaMH [OJDKHO ObITh
OpPraHU30BaHO MOCTOSTHHOE HAOII0/IeHHEe, 0COOEHHO B TEUEHHE MIEPBOIo MKJIA Tepanuy Wid B
IpoIlecce MOBBIMICHNUS JI03bI MpernapaTa, a TakkKe He00X0AUMO NMPUMEHEHHE OOLIeTPHHSTHIX
npoduiaktuyeckux Mep. Ha Qone neuenus neHamupomMuaoM nanueHToB ¢ MM B peakux
ciaydasix coobOmanock o passutuu TLS, y mammentoB ¢ MJIC paseutue TLS He
3apEruCTPUPOBAHO.

Jlumehoma u3z Knemox MaHMuIiHOU 30HbL

Pexomenayercs mocrosiHHOe HabmiofeHne U KOHTposib 3a cumntomamu TFR. IlamueHtsr ¢
YCTAaHOBJEHHBIM B XOJ€ JHArHOCTUKH BBICOKMM MEXIYHAPOIHBIM IPOrHOCTUYECKUM
ungaekcoM (MIPI) mnm ucxomHo reHepanu3oBaHHOW JMMQoaaeHONAaTHEH (HAIWYUE, Kak
MUHUMYM, OJHOI'O oyara JUamMeTpoM => / cM) MOTryT uMmeTh puck passutus TFR. Cungpom
TPAH3UTOPHOI'O YCYI'yOJIEHUs] KIMHMYECKUX TIPOSBICHUH OMYXOJIM MOXET MacKUpOBaTh
nporpeccupoBanue 3aboneBanus. [lanuentam, y kotopeix O0but quarHoctupoBan TFR 1 u 2
CTereHu, ObIM Ha3HaueHbl IIOKOKopTukocTtepouasl, HIIBII w/unm HapkoTtuueckue
aHajnpreTMKU i KynupoBanHus cumntomoB TFR. Pemenune o sewenunm TFR  nomxHO
0a3MpoBaThCsd HAa MHIUMBUAYAJIBHOM IIOAXOJE K OIEHKE pEe3yJbTaTOB KIMHUYECKOI'O
oOcnenoBanus naueHTa (cM. pazzen 4.2. u paznen 4.8.).

DOoNNUKYIAPHAS TUMPOMA UNU TUMPOMA U3 KIEMOK MAPSUHATLHOU 30Hbl

Pexomennyercs mocrostHHOe HaOMOAeHHE UM KOHTpoib 3a cumnromamu TFR. Cungpom
TPAH3UTOPHOTO YCYI'yOJIEHUs] KIMHUYECKUX TMPOSBICHUNH OMYXOJIM MOXET MacKHUpOBaTh
nporpeccupoBanue 3a0osieBanus. [lanmenTtam, y kotopsix Obl1 auarHoctupoadn TFR 1 u 2
CTereHu, ObIM Ha3zHaueHbl IIOKoKopTukoctepouasl, HIIBII w/unm HapkoTuueckue
aHajnpreTMKU i KynupoBaHuss cumntomoB TFR. Pemenune o sewenunm TFR  nomxHO
0a3MpoBaThCs HAa MHIUBUAYAJIBHOM TOAXOJAE K OIEHKE pe3yibTaTOB KIMHMYECKOTO
oOcnemoBanus narueHTa (cM. paznuen 4.2. u pasznen 4.8.).

Pexomenayetcs TiiatenbHbIM KOHTpoib U onieHka TLS. Heo6xonumo nojaep:kanue ypoBHS
KUJKOCTH B OpraHM3Me NalMeHToB, npoduiiaktuyeckoe jgeuenue TLS, a Takxke npoBeneHue
€KEHE/IebHOTO Pa3BEepPHYTOro OMOXMMUYECKOI0 aHalW3a KPOBU B TEUEHME MEPBOrO IMKIIA
WK JTOJIBIIE B COOTBETCTBUH C KIIMHMYECKUMU MTOKa3aHUsIMH (cM. pasznen 4.2. u pasnen 4.8.).

OnyxoJjieBasg Macca

Jlumehoma u3z Knemox MaHMuiHOU 30HbL

JlenanuaoMu1 He peKOMEHIyeTCsl IPUMEHSITh y TTAIMEHTOB ¢ OOJIBIIION MAacCOM OIyXOJu MpHU
HaJM4YUH AJIbTEPHATUBHBIX METOJOB JICUCHUS.

Pannss cuepmnocmo

B KN MCL-002 B 1eoM BBISIBIICHO 3aMETHOE yBeJHueHUEe paHHel (B TeueHue 20 Heenb)
cMepTHOCTH. [TaliMeHThl ¢ HICXOAHO OOJBIITON MacCOU OMYXOJIA OTHOCSITCSI K TPYIITIE BEICOKOTO
pHUCKa paHHEW CMEpTH: B TPYIIE JEHAIUIOMHU/IA PAHHSSI CMEPTh OblIa 3apEerUCTPUPOBAHA Y
16 u3 81 naruenta (20 %), a B KOHTPOJIbHOI rpyrie —y 2 u3 28 nanueHToB (7 %). B Teuenue
52 Henenb JIeYeHHsI ITH TIOKa3aTeNld COCTaBUIIU, COOTBETCTBEHHO, 40 % (ymepro 32 manueHTa
u3 81) u 21 % (ymepio 6 marueHToB U3 28).

Heoicenamenvnvie peaxyuu
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CMEPTHOMY OTYETY

Mmaccoii omyxonu (14 %) Bo Bpems 1 1iuKJia JedeHus, a B KOHTPOJIBbHOM rpyIe —y 1 manuenTa
u3 28 (4%). OcHOBHOI TPUUNHOM OTMEHBI JIEUEHHUS Y NTALIUEHTOB € OOJIBILION MacCOil OIyX0au
B TpYIIIIE JICHATUIOMHK 1A BO BpeMs | 1ukia 0bu10 passutue HP y 7 manuentos u3 11 (64 %).
Takum 00pazoM, MamUeHThl C OONBIION Maccoi OMyXONHM JOJDKHBI HAaXOJUTHCA IOJ
MTOCTOSTHHBIM HaOIr0ZIcHuEM 111 KoHTpoJist 3a HP (cm. pasnen 4.8.), Bkimtouas cumntombl TFR.
PexoMenaamuu no n3MeHeHuIo 1036l Ipenapara npu pa3sutuu TFR npusenens! B pasaene 4.2.
Bbonbinas macca omyxomiu onpezensercs Ipyu HAIMYUY Y MallieHTa, 0 MEHbIIeH Mepe, 0JTHOTO
ouara pasMepoM > 5 cM B quamerpe 6o 3 ogaros > 3 cM.

AJIIEpruyecKre peakiiiy U TAXKEIble KOKHBIE PeaKIuu

Hmerorcst coobiieHust o ciay4asx ajuIepruyecKux peakiui, BKIIYas aHTHOHEBPOTUYECKUI
OTEK, aHA(QWIAKTHYECKYIO PEAKIHI0, M TSHKEIBIX KOXKHBIX PEAKIUAX, BKIIOYAS CHHIPOM
CruBeHnca — J[»KoHCOHA, TOKCUYECKHH MUIepPMalbHBIA HEKPOJIU3 U JIEKAPCTBEHHYIO PEAKIIHIO
¢ oosuHowimed u cuctemHod cumnromatukoid (DRESS-cumapom) y marmeHTos,
MPUHUMAIOIIKX JIeHATUIOMU (cM. pasnen 4.8.). Jleyamuii Bpau 10JKeH NPOUHPOPMUPOBATH
MalydeHTa O CHUMIITOMAax 3THX pEeaklMi M MOPEKOMEHJ0BAaTh HEMEIJIEHHO OOpaTUThCS 3a
MEAMIIMHCKOW TOMOIIBIO B CiIy4ae WX pa3BUTHs. [Ipu MOSBICHHH aHTMOHEBPOTUYECKOTO
OTeKa, aHa(PUIAKTUICCKON PEeakIuy, SK(POIUATUBHBIX WIH OyJUIC3HBIX BBICHITIAHUN HA KOXKE
WIM TON03pE€HMU Ha pa3BuTue cuHapoMa CrtuBeHca — [DKOHCOHA, WJIM TOKCHUYECKOTO
anuAepManbHOro Hekponusza, win DRESS-cuHapoma cnenyer HeMemsIeHHO NIpPEKpaTUTh
NpPUMEHEHUE JICHATHIOMUJAA, JIEYCHHE KOTOPHIM HE CJEeAyeT BO30OHOBIATH U TMOCIE
MCUYE3HOBEHUSI KOXKHBIX TposiBiieHn. HeobxoanmocTh nepepriBa Wik OTMEHBI JICHAIUIOMHUAA
CJIeIyeT PACCMOTPETh B CIydae MOSIBICHUS JPYTUX BUIOB KOKHBIX pEaKIUi B 3aBUCUMOCTH OT
WX BBIPAKEHHOCTH. B CBsI3U C TeM, 4TO MMEIOTCA HAay4YHbIE MYyOJIMKAUU O BO3MOXHBIX
MEPEKPECTHBIX PEAKIUAX MEXKIY JIEHATHIOMHUAOM U TaIHIOMHJIOM, CIEAyeT ¢ 0co0oii
THIATEIBHOCTHIO KOHTPOJIMPOBATH COCTOSHUE TMAIMEHTOB, y KOTOPHIX B aHaMHE3€ €CTh
YKa3aHUs Ha aJJIEPTrU4ecKie PeakIiy B IEPHOJ] JIeUeHUs Taaua0MUA0M. JIeHamuaoMu 1 Helb3s
Ha3HA4aTh MAlMEHTaM, Y KOTOPHIX HMMEIOTCS B aHAMHE3€ YKa3aHHUS Ha TSKEJIbIe KOXKHBIC
peakiuu Ha (poHe MpUMEHEHHS TaTuA0OMUIA.

Pa3BuTHe NEPBUYHBIX 3JI0KaYECTBEHHBIX OMYXOJIEH JAPYrol JOKaIN3alnun

B KM ormeuena Oosiee BbICOKAasi 4acTOTa BO3SHUKHOBEHMSI TIEPBUYHBIX 3JI0KAaYECTBEHHBIX
ornyxoneil napyroit nokammzanuu (ITOJJI) y mnamueHToB, paHee NOMy4aBIIMX JEYEHUE
JeHANIUIOMUIOM U jAekcamera3oHoMm (3,98 nHa 100 yenoBeko-l€T) MO CPaBHEHUIO C
KoHTponbHOU Tpymmoit (1,38 na 100 uenoeko-ier). HewnBaszuBubie [IOJIJI Brmrouamu
0a3ammoMy U IJIOCKOKJIETOUHBIN pak Koxku. bonbiras yacte naBazuBHbIX [10/]J] oTHOCHIIACH
K COJINHBIM OITYXOJISIM.

B KW y nanuentos ¢ BJIMM, kotopbim He Obuta nokazana TI'CK, nony4aBImux JeHaIu10MU
B KOMOMHanuu ¢ MendasaHoM M HPEAHU30JI0HOM JI0 MPOrpecCHUpOBaHHMs, HAOIIOAANOCH
yBenudeHue 3aboneBaemoctu remaronornueckumu [TOAJI (OMJL, MJIC) B 4,9 pa3a (1,75 na
100 genoBeko-J1€T) MO CPAaBHEHUIO C MAlMEHTAMH, MMOJTYYaBIIUMU Men(anaH B KOMOWHAITUH C
npenau3onionom (0,36 Ha 100 yenoBeko-yieT). YBenudeHHe 3a00JIEBAEMOCTH COJMIHBIMHU
[MOAJI B 2,12 pa3a oTMeuanoch y MAIMEHTOB, MOJyYaBIIUX JeHATUAOMUJ (9 IMKIOB) B
KoMOWHanumu ¢ MendananoM u npenau3oionom (1,57 va 100 genmoBeko-yeT) 1Mo CpaBHEHHUIO C
MmenaraHoM B KOMOUHAIMHK ¢ peiHn300HoM (0,74 Ha 100 yenoBeko-ier).

Y mnmauuMeHToB, NONYYaBIIMX JICHAJIMIOMHJ B KOMOMHAIMM C JI€KCAMETa30HOM JI0
porpeccupoBaHus UK B TeueHue 18 mecsues, 3a0oneBaeMocts remMatoiornueckumu [1O/1J1
He yBenmmuuBanach (0,16 Ha 100 uwenoBeko-yier) mo cpaBHeHuto ¢ mpuemom MPT (0,79 na
100 genoBeko-Jer).

VYBenuuenue 3aboneBaemoctu conuaubivMu [TIOJ] B 1,3 pa3a 3apeructpupoBaHo y Hal[MEHTOB,
MOJTYYaBIIUX JEHATUIOMU B KOMOWHAIIMM C JIEKCAMETa30HOM J0 MPOrPEeCcCUPOBAHUS WU B
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teueHue 18 mecsien (1,58 na 100 yenoBeko-1¢T) 1Mo cﬂéﬁﬁé&ﬁé'@’ %ﬁlIMPfTIJI@' Ha

100 yenmoBeko-y€eT).

VY mamuentoB ¢ B/IMM, nonyyaromux JIEHAIWAOMHUA B KOMOWMHAIMU ¢ OOpTE30MUOOM WU
JIEKCaMeTa30HOM, yacToTa pa3BuTusi remarojorundeckux I[TOJJI cocrasmsia 0,00-0,16 Ha
100 genoBeko-Jet, a yactora pa3BuTus comuaubix [TIOJI — 0,21-1,04 ra 100 genoBeko-yer.
[ToBbimienHbIi puck pasButHs remaronorudeckux ITOJI na done mpuema neHanmuaIOMHUAA
aKTyaJIeH TaKXke U [yl nauueHToB ¢ BIMM nocne TpaHcIiaHTanuu CTBOJIOBBIX KJIETOK. XOTs
9TOT PHUCK €llle HEe IOJHOCThI0 OXapaKTepHU30BaH, €ro HYKHO HMETh B BHJY, NMpPUHUMAs
pelIeHre 0 Ha3HaYeHUH nperapara JIaHaoTeke TaHHOM Tpynie NarueHToB.

Yactora remaronorndeckux [1O1J1, rmaBubiM 06pazom, OMJI, M/IC u B-kieTodnbix mumdom
(Bxmouast muMdomy XomkkuHa) coctaBmsuia 1,31 ma 100 dyenmoBeko-ieT Ui TPYIIIBI
neHamuaomuna u 0,58 va 100 yenoBeko-net st rpynmsl mwianedo (1,02 va 100 yenoBeko-yer
st rpynnsl geHanuaomuaa nociie TI'CK u 0,60 na 100 yenoBeko-ier g NAUEHTOB,
KoTopbie He nonydanu JeHanuaomua mociae TI'CK). Yacrora passutus comuaabix [TOJI
coctaBisuia 1,36 na 100 uenoBeko-yer g rpynisl geHanuaomuaa u 1,05 va 100 yenoseko-
neT i rpynisl miane6o (1,26 na 100 yenoBeko-neT 1 rpymnmbl JieHanuaomuaa mociie TT'CK
u 0,60 Ha 100 yenoBeko-JeT sl MAIMEHTOB, KOTOPBIC HE MOJYYalIH JICHATUIOMHU] TOCIE
TI'CK).

Puck pa3Butus remaronormyeckux [IOJJI crnemyer yuuThIBaTH TIEepea Ha3HAYCHHUEM
JeHANUIOMUAa Kak B KOMOMHAmuu ¢ MendalaHoM, TaKk U HEMOCPEACTBEHHO TIOCIe
npumenenns BJ/IM/TI'CK. Bpauum nomKHBI BHHMATEIBHO 00CIEIOBAaTh MAIMEHTOB C
MCIIOJIb30BAaHUEM CTaHJIAPTHBIX JUArHOCTUYECKUX MeTo10B Aiis BeisiBienus [1O/1JI kak nepen
HayaJoM Tepaluy, TaK U B TEUCHHE BCErO Iepuoja JiedueHus. JleueHue ciaenyer mpoBOIUTH
COTJIACHO OOMICTIPUHATHIM PEKOMEHIAIUSIM.

IIporpeccupoanue 10 OMJI npu M/IC ¢ HU3KHUM U IPOMEKYTOUHBIM-1 pUCKOM

Kapuomun

HcxonHble NEpEMEHHBbIE, BKJIIOYas COBOKYNHOCTb LUTOICHETUYECKUX  HApYLIECHUH,
npeaonpeensoT nporpeccupoBanne 10 OMJI y manmeHToB, 3aBUCUMBIX OT TeMOTpaHC(y3uid
U JIeMOHCTpHpYMOUMX Jenenuto 5q. B xome komOuHupoBaHHoro anamuza aByx KU
neHanuaoMuaa y nanueHtoB ¢ M/IC Hu3Koro u npomMexxyTouHoro-1 pucka OblJI0 OTMEUYEHO,
YTO MALMEHTH] CO CIOXKHBIMUA LIUTOI€HETUYECKUMHU HApPYIIEHUSIMU JEMOHCTPUPOBAIN CaMbIi
BBICOKMI 2-JICTHMW KyMYJISITHBHBIH pHCK mporpeccupoBanust jgo OMIL (38,6 %).
ITporao3upyemast yactota nporpeccupoanus A0 OMJI B TedeHue 2 JIeT y NalUEHTOB C
M30JIMpOBaHHON nenerueit 5q cocraBmwia 13,8 % mo cpaBHenuto ¢ 17,3 % y manmueHToB C
Jenenuen 5q U OAHUM JOTIOJHUTEIbHBIM IUTOTEHETHYECKUM HaPYIICHUEM.

COOTBETCTBEHHO, COOTHOIIICHHE TOJIh3a/PUCK TepaIUU JeHATUIOMUI0M manueHToB ¢ MJIC5q
B COYETaHUM C KOMIUIEKCOM IUTON€HETUUECKUX HAPYILIEHUI HEU3BECTHO.

Onyxoneguviii npomeun P53 (TP53)

Mytanust TP53 Boznukaet y 20—25 % nanuentos ¢ MJIC5q ¢ HU3KMM PHCKOM M COTIPsDKEHA C
BBICOKMM pucCKOM TmporpeccupoBanus 10 OMIJL Ilpu perpocnexktuBHoM aHanuze KU
nenamuomuaa npu MJZIC Huzkoro u npomexxyrounoro-1 pucka (MDS-004) nporaoszupyemast
yacToTa nporpeccupoanusi 1o OMJI B Teuenue 2 ner cocrtasisier 27,5 % y MalMeHTOB ¢
nosoxkutenbHbIM - pesynbratom UI'X-p53 (1 % ypoBeHb OTCEUKM CHIBHOIO SIAEPHOTO
OKpAILIMBaHUS C UCIMOJb30BAaHHEM MMMYHOIMCTOXMMHMUYECKOM olleHKHu Oenka p53 B kKauecTBe
3aMEeHUTeNsT MyTaluoHHoro craryca TP53) u 3,6 % y DanuMeHTOB € OTpHUIATEbHBIM
pesyabratom UI'X-p53 (p = 0,0038) (cm. paszmen 4.8.).

IIporpeccupoBaHue 10 APYTUX 3JI0KAYECTBEHHBIX onyxoaed npu MKJI
¥V maunentoB ¢ MKJI OMJI, B-kieTouHble OnmyXojau U HEMEIAHOMHBIN paK KOXKHU SIBISIOTCS
UACHTU(DUIIMPOBAHHBIM PHUCKOM.
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B nccnenoBanum ¢ yuactieM NaIrMeHTOB ¢ penuauBupyomei/pedpaxrepaor @JI u JIM3 ne
O0TMEYaJoch NoBbImeHus pucka passutus [1OJI B rpynmne JeHaTUAOMHI/PUTYKCUMA0 IO
CpaBHEHHUIO C Tpynmoi mianedo/purykcumad. ['emaronoruueckue [10/JI OMJI Bo3HuKIM B
0,25 cimydaeB Ha 100 yenmoBeko-JIeT B rpymie JeHaIuIoMua/putykcumad u B 0,48 cioydyaeB Ha
100 uenoBeko-jeT B TpyIIe NAMEHTOB, MONy4yaBHIMX Ianedo/purykcumad. Yacrora
BO3HUKHOBEHHUs remarojorndeckux u comuanbix [TOIJI (3a uckiIrodeHneM HEMEIaHOMHOTO
paka koxu) coctaBuiaa 0,74 cmysaee Ha 100 dYenmoBeko-IeT B TpYIIE
neHanuaoMu/purykcumad u 1,97 ciaydgaes Ha 100 uemoBeko-jeT B TpymIe MalUeHTOB,
MOJyyaBIIUX IUIANebo/puUTykcuMad, Mpu MeQuaHe ATUTeNbHOCTU Iepuoja HalOIoIeHU
29,8 mecsaueB (auanazon — ot 0,5 mo 51,3 mecsina). HemenaHoMHBIN pak KOXKHU SIBIISIETCS
UACHTU(DUIMPOBAHHBIM PUCKOM M BKIIIOYAET IUIOCKOKJIETOYHBINH paK U 0a3ajbHOKJIETOUHBIH
paK KOXHU.

Bpauam cnenyer npoBoauts MoHuTOpUHT pazsutus [IO/1JI y manuenTtos. [Ipu paccmorpennn
BOIIPOCA O T€pPaANUU JICHATUJOMHIOM CJIEIyEeT YUYUTHIBATh KaK MOTEHI[MATbHBIC TPEUMYILIECTBA
JICHAJIMJIOMU/1A, TaK U pUCK Bo3HUKHOBeHUs [TOJ1JI.

Hapy1ienus co CTOpOHBI IeYeHU

[TeyeHOUHAsT HEIOCTATOYHOCTh, BKIIOYAsi CIIy9al CO CMEPTEIbHBIM HCXOJOM, ObLiIa
3aperucTpUpOBaHa y MAIMEHTOB, MOJIYYABIIUX JIEHAIUJOMU]I B paMKaX KOMOHMHMPOBaHHOMN
TEpaNuu: OCTpas MEYCHOYHAS] HEIOCTATOYHOCTh, TOKCUYCCKUU TEMaTHT, IMUTOJUTHYCCKUI
TemaTuT, XOJIECTATUUYECKHM TemaTuT M CMEIIaHHBIA IMUTOJUTUYECKUI/X0TeCTaTUYeCKUil
renatur.  MexaHu3Mbl — TSDKEJIOM  JIEKAPCTBEHHOM  IEMAaTOTOKCUYHOCTH  OCTAKOTCS
HEU3BECTHBIMH, XOTS B HEKOTOPBIX CIydasx MpeAblAyllee BUPYyCHOE 3a00jeBaHUE MEYEHH,
UCXOJHOE TOBBINICHUE AaKTHBHOCTH (EPMEHTOB TICYCHM M, BO3MOXKHO, JICUCHHUE
AHTUOMOTHKAMU MOTYT ObITh ()aKTOpaMU PHCKa.

YacTto perucTpupoBainch (PYHKIIMOHAIBHBIC OTKJIOHEHHUS TEYCHH, HO OOBIYHO OHH ObLIN
0ecCUMNTOMHBIMA U OOpaTUMBIMH TIOCJE TpeKpaiieHusi Tepanuu. [locrne BoCCTaHOBICHHS
MoKa3aTeliell 10 UCXOAHOTO YPOBHS TEPAITUI0 MOKHO BO3OOHOBHTH B 0oJiee HU3KOM J103€.
JlenanuaoMuJ BBIBOAUTCSA TOYKaMU. BaxkHO CKOPPEKTHPOBATH 103y MperapaTa y MarueHTOB ¢
MOYEYHOH HEJIOCTATOYHOCTHIO, UTOOBI M30€KATh JOCTHKCHHUS B TUIA3ME KPOBH KOHIICHTPAIIUH,
KOTOpBIE MOTYT MOBBICUTh PUCK Pa3BUTHUs reMartoiorndyeckux HP umm remaroTokcuyHOCTH.
PekoMeHayercss  KOHTPOJIMPOBaTh  (DYHKIMIO  TICUYEHW, OCOOCHHO TIpH  HAJIWIUHU
COIYTCTBYIOIIIETO BUPYCHOTO 3a00NIeBaHUs MEYCHH WU yKa3aHUsS HAa HErO B aHaMHe3e, WU
MIpH IPUMEHCHHUH JICHAJTUAOMHUIAa B KOMOWHAITUH ¢ TIperapaTaMu, BEI3BIBAIOIMMH HAPYIICHUE
(GYHKLINU TEYESHH.

Wudexims ¢ HeTponeHuen mim 6e3 TakoBoi

[TarmenTsl ¢ MM nojiBep>keHbl pa3BUTHIO MH(EKIIN, BKJIOYas MHEBMOHUIO. bosiee BbIcOKuit
ypoBeHb HMH(UUUpOBaHMUS HabOmromancs y mnauumeHToB ¢ BJIMM, KOTOpbIM HE MOKa3aHa
TpaHCIUIaHTAlMsl, Ha (POHE JICUEHHUS JICHATHIOMHUIOM B KOMOMHAIIMY C JIEKCAMETa30HOM, YeEM
Ha QoHe nedenus MPT, u y maumentoB ¢ BJIMM mnocne TI'CK, xoTopelM HpoOBOIMIN
NOJICPKUBAIOLIYIO TEparnuio JEHAJIWJOMUIOM B CpaBHeHUH c Iutanebo. MuHpexnuun

> 3 CTCNEHM TSHKECTH Pa3BUBAJIMCh B YCJIOBUAX HCﬁTpOHCHHH MCHCC 4YCM Yy OJHOM TpETU

MAIMEHTOB. 3a MAallMeHTaMHU C U3BECTHBIMH (pakTOpamMu pHrcka MH(PUIIMPOBAHUS HEOOXOIUMO
TIIATENIbHO HabronaTh. BeeM manueHTaM pexkoMeHAyeTcs He3aMeUIUTENIbHO O0paTUThCS K
Bpauy NpU MEpBBIX NpU3HAKaX HMHGOEKIUH (HampuMep, Kalleib, JIMXopaaka H T. 1I.), 4YTO
IIO3BOJISIET IIPU PAHHEM JICYEHUU CHU3UTH CTEIEHb TSKECTH.

PeaktuBanus BupycHoil nHGEKIUU
Coo0manoch O ciaydasx BHPYCHOM pEaKTUBAIMM Yy TAIMEHTOB Ha (OHE Tepanuu
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(Herpes zoster) nnu reratuta B (HBV).

B HeKoTOpBIX cilyyasix peakTUBAIIMN BUPYCHOW MH(EKIIMK HAOII0AAICS JICTaIbHBINA HCXO/.

B pspge ciydaeB peakTuBalMs BUpPYCa OMNOSICBIBAIOUIETO JIMIIAs MPUBOAMIA K €ro
JUCCEMHUHALIMY U PA3BUTHIO BUPYCHOTO MEHUHIUTA WM BUPYCHOIO IIOPa)KEHUS TJ1a3, KOTOPbIE
TpeOoBalM BpPEMEHHOW MPHUOCTAHOBKM TEpamuH JICHAIWJOMUIOM WM TOJHOTO €€
IIPEKPALIEHMS], U HA3HAYEHMsI COOTBETCTBYIOLIEH MPOTUBOBUPYCHOM Tepamnuu.

O peakTuBauuu BUpyca remnatuta B y manueHToB, MOTy4aBIIUX TEPANUIO JCHATUIOMUIOM U
nepeHeclnx paHee rematut B, cooOmanocs peako. Y HEKOTOPBIX W3 3TUX IMalMEHTOB
peakTuBalusl BHpyca IIpUBelIa K Ppa3BUTUIO OCTPOM IEUYEHOYHOM HEAOCTaTOYHOCTH,
IPEKPALCHUIO TEPANMHU JIEHAIUIOMUAOM U Ha3HAUYEHUIO IIPOTUBOBUPYCHBIX IIpenapaTos. Jlo
HayaJla JISYeHUs JICHAJUJOMHIOM BCEM MTALIUEHTaM CJIEyEeT IPOBECTH TECT HA HAJIMUKME BUpYyCa
renarura B. [lpu monydeHUM MONOXKHUTEIBHOIO PE3yJIbTaTa PEKOMEHIYETCsS KOHCYJbTalus
rernaronora. Cienyer cobo1aTh OCTOPOKHOCTh MIPH JICUCHUU JICHAIUIOMUJIOM TAIlUeHTOB C
HBV B aHamHe3e, BKIIO4ast U T€X, y KOTOPBIX PE3YyJIbTAThl TECTA HA AHTUTENA K SACPHOMY
antureHy HBV (HBc) monoxurensHbie pH oTpuLiaTeIbHOM pe3ynbrate Ha HBsAg. DOtn
MAIMEHTHl JOJDKHBI HAXOAWTHCS TOJ] TOCTOSHHBIM HAOJIOJAEHUEM ISl CBOEBPEMEHHOTO
BBISIBJICHUSI CUMIITOMOB akTuBanuu nHekuun HBV Ha npoTsbkeHuu Beero Kypcea jgeueHusl.

[Iporpeccupytomias MyabTH(OKaIbHA JeiKkodHIIehatonaTHs

Coo0manoch 0 ciydasx pa3BUTHUSA IIPOrPECCUPYIOLIEH MYJIbTH()OKATHHOM
neiikosnuedanonatuu (IIMJI) y naneHToB, NpUHUMABIINX JICHATHIOMHUI, BKIIOYAsl CIIydau C
netanbHbIM UcxogoM. CormacHo coobmenusm [IMJI pazBuBanace B mepruoa OT HECKOJIBKUX
MECALIEB 1O HECKOJBbKHUX JIET IMOCJI€ Hayajla JIeYeHUs JIeHaIuJoMHuaIoM. B  ocHOBHOM
co0o0manoch O choydasX |y TAalWeHTOB, TOJYYaBIIMX COIYTCTBYIOIIEE JICYCHHE
JIEKCAMETa30HOM, WJIM paHee MPOLIEAIINX XUMHUOTEPAINI0 IPYTUM HMMYHOIECIPECCUBHBIM
npenaparoM. Bpauam ciemyer peryiasipHO MpOBOAUTH MEAUIIMHCKUIM OCMOTp marueHToB. [Ipu
coctaBieHMM  auddepeHInansHoro  AWarHo3a |y — MaldeHTOB € HOBBIMU WU
MPOTrPECCUPYIOIIMMH  HEBPOJOTUUYECKUMHU CHMIITOMAaMHM, TMpPU3HAKAMH KOTHUTHBHBIX W
MOBEIEHYECKUX HApyIIeHUH, HEOOXOAMMO YUYUTHIBATH BO3MOXKHOCTH paszutus [IMJL
[TanieHTOB cleayeT MpeaynpeanTh O TOM, YTO UM CTOUT COOOIIUTHh CBOMM OJTU3KUM U JIMIIAM,
YXQ)KUBAIOLIMMU 32 HUMH, O JICYEHUH, IOCKOJIbKY OHH MOT'YT 3aMETUTh CUMIITOMBI, O KOTOPBIX
MALMEHT HE 3HAET.

Huarnoctuka [IMJI ngomkHa BKJIIOYATh HEBPOJIOTUYECKOE OOCIENOBaHUE, MPOBEICHUE
MarHMTHO-PE30HAHCHOW TOMOTpa(uu TOJIOBHOI'O MO3Ta U aHAJIN3 CTUHHOMO3TOBOH KHIKOCTH
na Haimmuue JIHK Bupyca /I)xona Kanaunrema (Bupyca JC) ¢ moMoIipto MeToia NoJMMepa3Hoi
nennoit peaknuu (I1LP). B kauectBe anprepuatuBsl [IIP-uccienoBannio MoXeT OBITh
nmpoBeJieHa OHWOICHs TOJOBHOTO Mo3ra i ompeneneHus Bupyca JC. OtpunartenbHbIN
pesyabtat IILP-uccnenoBanus Ha Bupyc JC He uckmrovaer passutue [IMJI. Heobxommmo
o0ecreunTh JOMOJHUTENbHOEe HAaOMI0JeHHe 3a MAalMeHTOM M TPOBECTH JOMOJHUTENbHBIE
WCCJIEIOBAHMS, €CJIA aJbTEPHATUBHBIN TUAarHO3 HE MOXKET ObITh YCTAHOBJICH.

IIpn Hanmuum noxpo3penus Ha paszputue [IMJI nanpHeWmnil mpueM JeHaATUAOMUAA TOJKEH
OBITh IIPUOCTAHOBJIEH 10 TeX mop, moka auarHo3 IIMJI ne Oynmer uckmodyen. B cimyuae
nonTBepxkaeHuss nuaroza [IMJI mpueMm neHanumomMuaa AODKEH OBITh OKOHYATENBHO
MPEKpAIlCH.

IMarments! ¢ BJIMM

Bonee BbICOKMIT YpOBEHb HEMEPEHOCHUMOCTH KOMOWHHMPOBAHHOW TEpalHH JICHATHIOMHUIOM
(HP 3 wmm 4 cremenm TspkecTH, cepbe3nble HP, mpekpaimienue jedeHus) oTMmedancs y
nanueHToB crapuie 75 jert, ¢ I ctaguent cornacHO MeXIyHapOIHOW CUCTEME CTaJUPOBAHUS
(ISS), ¢ cymmoii 6amroB mo mkane ECOG > 2 nmu KK < 60 mu/mun. Tlepen HazHaueHuEM
JCHAUIOMUa B KOMOWHAIIMM C JPYTHMMH TpernapataMd HYKHO TIIATENbHO OLEHUTh
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ISS, ECOG > 2 niu KK < 60 ma/mun (cMm. paszaen 4.2. u pasaen 4.8.).

Karapakra
C Gosee BBICOKOW 4acTOTOM KaTapakTa OTMEYaiach y MAalMEHTOB, MOyYaBIINX JICHATUIOMU

B KOMOMHALIMU C JEKCAaMETa30HOM, OCOOCHHO NpU JJIUTENbHOM Tepamuu. Pexomenmyercs
pEryJIApHbBIA KOHTPOJIb 3PEHUS.

BcrmoMorarennbHBIE BEIIECTBA

[Ipenapar copepxxut nakTo3y. IlanueHTam ¢ peako BCTPEYAIOIICHCS HACIEACTBEHHOMN
HETMEPEHOCHUMOCTBIO TaJaKTO3bl, NEPHUIIMTOM JIAKTa3bl JIOMAPEH WM TIIFOKO30-TaTaKTO3HON
MajibabcopOIelt He ciielyeT MPUHUMATh 3TOT Iperapar

4.5. B3aumopneiicTBue ¢ JAPYrHMH JI€eKAPCTBEHHbIMH MpenaparaMu M JApyrue BH/bI
B3aNMOJAEeHCTBUSA

DPUTPONOITUUECKHE IEKAPCTBEHHBIE CPEACTBA

JlexapcTBEHHBIE CPENCTBA, MOBBIIAIONINE IPUTPOIIOI3, a TAKXKE JAPYTUE CPEICTBA, KOTOPHIE
MOTYT MOBBIIIATH PUCK TPOMOO3a, HAMpPHUMEpP, Mpemaparhl Uisi TOPMOHO3aMECTHTEIbHOM
Tepamnuu, CJeIyeT NPUMEHSITh C OCTOPOKHOCTHIO Yy MalueHToB ¢ MM, mpuHUMAaOMUX
JICHAJIMIOMHK/] B KOMOMHAIIMH C JeKcaMeTa3oHoM (cM. paszensl 4.4, u 4.8.).

IlepopasibHble KOHTPALENTUBBI

He mnpoBonunock wuccienoBaHusi JEKapCTBEHHOTO B3aUMOJEHCTBUS C  IE€POPaJIbHBIMU
KOHTpauentiuBamu. JIeHaIuI0Mu He SIBISIeTCS HHIYKTOpoM (epMeHToB. B nccnenoBanuu in
VItro Ha remaTolMTax YeNIOBEeKa JCHAIUJIOMHU/ B PA3IMYHBIX KOHIICHTPAIMAX HE MHIYIIUPOBAI
uzodpepmentel CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Iloatomy Ha ¢(oHe
MOHOTEpAINUU JICHAIMJOMUJIOM HE MPEANONaraeTcsi MHAYKIHUU, MPUBOJALIEH K CHUKEHHIO
3¢ (eKTUBHOCTH MIPENapaToB, B T. 4. FOPMOHAJIbHBIX KOHTpalenTUBOB. OHAKO 1eKCaMEeTa30H,
SBIISISICH CITa0BbIM/yMepeHHbIM HHAYKTOpoM u3odepmenta CYP3A4, BeposTHO, BIUSET U HA
npyrue (epMeHThl, a Takke TpaHcropTepbl. Hemb3st UCKIIOUUTH BO3MOXKHOCTb CHUKEHUS
3¢ (EeKTUBHOCTH TNEepopabHBIX KOHTpAUENTHUBOB Ha QoHe Tepanuu. [lostomy cruenyer

npeAnpuHUMaTh 3G (EeKTUBHBIE MEPbl IPEAOXpaHEeHUs1 OT OepeMEeHHOCTH (CM. paszensl 4.4. u
4.6.).

Bapgapun

He ormedeHo BiusHUA JieHaIuaomMuaa B o3¢ 10 Mr, NmpuHUMAaeMoOro MHOTOKpPaTHO, Ha
dapmakokuHeTHuecKkue mnapamerpsl R- um S-BapdapuHa mnpu €ro OJHOKPATHOM IpUEME.
OnHOBpeMEHHOEe OJHOKpAaTHOE MpUMEHEHHEe Bap(apuHa B Jj03€ 25 MTI ¢ JICHAIUIOMHUIOM HE
BJIUSUIO Ha (DapMaKOKMHETHKY HocienHero. OqHako, HEU3BECTHO, UMEETCSI JIU B3aUMOJIEHCTBUE
Opd  KIMHUYECKOM IPUMEHEHMH (CONMYTCTBYIOLIash Tepamus ¢ JeKCaMETa30HOM).
JlexcameTa3oH sBisieTcs ciaaObIM/yMEpEeHHBIM HHIYKTOPOM (DEPMEHTOB, U €ro BIMSHHE Ha
Bap(apuH HeM3BECTHO. PekoMeH1yeTcsl TIIaTeNbHbII KOHTPOJIb KOHIIEHTpaluK BapdapHuHa BO
BpEMsl Tepanuu JIEHAIUIOMUJIOM.

ZlI/IFOKCI/IH

OnHOBpeMEHHOE Ha3HaueHHE JeHaIuJIoMuaa B o3¢ 10 MI/CyT yBeIMUMBAIO IUIa3MEHHYIO
sKcno3unuio nurokcuna (0,5 Mr, oqHokpatHO) Ha 14 % ¢ noBepuTenbHbBIM HHTEpBasioM (1)
90 % [0,52 % — 28,2 %]. HeusBecTHO, OyAeT 11 3TOT () (HEKT WHBIM B KIIMHHUYECKOI CUTyalluu
(6oee BBICOKHE JTO3bI JICHAIMJIOMHU/IA U COITYTCTBYIOIIAs Tepamnus AekcaMmeTrasonom). [Tortomy
Ha (oHEe JIeUeHUs JICHAJIMIOMHUIOM PEKOMEHJYeTCs MOHUTOPHPOBATH KOHIIEHTPALUIO
JTUTOKCHHA.

30



COOTBETCTBYET 3K

ot 29.071.2025 N= 1974
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CymiecTByeT TOBBIIICHHBI PUCK pabJOMHONN3a B CiIydyae COBMECTHOTO TMPUMEHEHHUS
CTaTUHOB M JICHAJIWAOMHIAA, YTO MOXCET 06'[)5ICHSITBC$I CYMMHUPOBAHHUEM [[eﬁCTBHSI ITUX
npernaparoB. HeoOXoaumo TInaTedbHOE KIMHMYECKOE U J1abOpaTopHOE HaOIIOICHHE,
0COOCHHO B TIEPBHIC HEJICIH JICUCHUSI.

ﬂ CKCaMETa30H

OHOBpPEMEHHBIN OHOKPATHBIN MJIM MHOTOKPATHBIN MpreM JekcaMmera3ona (40 Mr ouH pa3 B
JICHb) HE OKa3bIBACT KIMHUYECKH 3HAYMMOTro 3¢ dexTa Ha (papMaKOKMHETHKY JICHAJIHIOMUIA
IIPU €0 MHOTOKPATHOM MpreMe B J103€ 25 MI OIMH pa3 B JCHb.

BzaumoseiictBue ¢ unruburopamu P-riamkonporenna (P-gp)

Jlenanmumomuz N Vitro siensiercst cyoctparoM P-gp, Ho He nHrnouTopoB P-gp. OmHOBpeMeHHOE
MHOTOKPaTHOE MPUMEHEHHE CUIIbHOr0 HHruouTopa P-gp, xunuauna (600 Mr 1Ba pas3a B JIeHb),
WIA yMEpeHHOro uHruourtopa P-gp/cybcrpara, Temcuponmumyca (25 Mr), He OKa3bIBaJIO
KIIMHUYECKH 3HauumMmoro »ddexrta Ha (PapMaKOKWHETUKY JeHamuaomuaa (25 mr/mH).
®apMaKOKMHETUKA TEMCHUPOJIMMYCa HE HU3MEHsJIach IPH COBMECTHOM IPUMEHEHMH C
JICHAJIUJIOMUJIOM.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

YuuTbiBas HAJIWYUE TEPATOTCHHOTO IIOTCHIMAIA TPUMEHCHHE JICHATHJIOMUAA JOKHO
OCYILECTBIISATHCS B CTPOrOM COOTBETCTBUH ¢ [IporpamMmoii KOHTPOIHPYEMOro MEIUITTHCKOTO
npuUMeHeHus JeHanmuaomuaa (cMm. paszgen 4.4.), 3a UCKIIOUEHHEM TeX CIIydaeB, Korja
OTCYTCTBHUE PENPOTYKTUBHOTO IMOTCHIHAJIA Y TTAIIMEHTKH HAJISKHO MOTBEPHKICHO.

JKeHINMHEI ¢ IETOPOAHBIM IOTEHIIMAIOM (KOHTPALIEIIMSI Y MY)KUMH U JKEHIIMH)

)KGHHII/IHaM C COXpaHeHHI)IM pGHpOILYKTI/IBHI)IM IIOTCHIINAJIOM CJICI[yeT HUCIIOJIB30BAaThH
3¢ deKTUBHBIC METOJBI KOHTpaleniuu. Eciu manueHTka 3a0epeMeHena, NPUMEHCHHE
JICHAMIOMHUIA JIOJDKHO OBITh TPEKPAIICHO, MAIMEHTKY HEOOXOJMMO HAIpaBHTh Ha
KOHCYJIbTALIMIO K BPauyy-TEPATOJIOTY Il OCMOTpa U KJIMHUYECKUX pPEeKOMeHIanui. B cioydae
OepeMEeHHOCTH KEHILUHBI, SBISIOLICHCS CEeKCyaJbHbIM MAPTHEPOM MALMEHTA, MOIYYaIoLIero
JICHAJIMJIOMHUJI, €€ TaKXE HAIpPaBIIIOT K Bpady-TEPaTOJOry I OCMOTpa U KIMHUYECKHUX
PEKOMEHTalHi.

JleHanmuoMuL CONEPKUTCSA B CEMEHHOM KUIAKOCTH MALIMEHTOB B IIEPUOJ JICYEHUSI B IIPEAEIBHO
HHU3KNX KOHIIGHTpaHI/ISIX U HE OHpCI[GJ'IS[eTCSI y 3ILOpOBI)IX MYXX4YUH ‘IGPGS 3 JOHS II0CJIC
MpeKpaleHusl TpUMEHeHus mpenapara (cM. pasgen 5.2.). B kauectBe  Mepbl
HpGHOCTOpO)KHOCTI/I, yLII/ITI)IBaS[ BO3MOXHOC CHHXCHHUC CKOpOCTI/I BBIBCACHUA npenapaTa y
MAIMEHTOB OCOOBIX TPYII, HalpUMep, MPU HapylmIeHUU (YHKIMH IOYEK, BCE MYKUHHBI,
HpI/IHI/IMaIOHII/IG JEHAJIMAOMMU L, JOJI’KHBI ITOJIB30BAaThHCA HpGSGpBaTI/IBaMI/I B TCUCHHC BCCTO
Kypca JIeYeHHUs, BO BpeMsl NepephIBa B JICUEHUU U B T€UEHHE | HEAENH MOCie MPEeKpalleHus
JICYCHHS B TOM CITy4ae, €CJIM CEKCyalIbHbIN MapTHEp — OepeMeHHas KEHIIMHA WIH JKEeHIIWHA C
COXPAHEHHBIM PEIPOAYKTUBHBIM ITOTEHIUAIOM, HE HUCIIOJIb3YIOIIAsl KOHTPALIETILIUIO.

bepemenHocTh
JlenamuaoMum — CTPYKTYPHBIM aHAJIOT TaJdWJAOMHUJIA, KOTOPBIM SBISIETCS HM3BECTHBIM

TepatoreHoM. M3BecTHO, YTO TpHUEeM TamuAOMHUAa OEpEMEHHBIMU JKEHIIMHAMHU BBI3BIBAET
TSKEIIBIE JKU3HEYTPOKAIOIINE BPOKACHHBIE HAPYIIEHUA Y TT0AA.

HccnenoBanve BIUSHUS JIEHAIMIOMHIA Ha SMOpUOQETanbHOe pa3BUTHE MPOBOIWIOCH HA
00e3bsiHax, KOTOPBIM BBOAMJIM Tipemnapat B go3ax ot 0,5 mo 4 mr/kr/cyt. Pe3yabTaThl 3TOTO
WCCJIEIOBAHMS TIOKA3aJIM, YTO JICHATUAOMU] BHI3bIBANl Pa3BUTHE BHEIIHUX Ae(EKTOB, B T. U.
3apalleHue aHAJIbHOTO OTBEPCTHUSI U HAPYIIEHUE PAa3BUTHS BEPXHUX U HMIKHUX KOHEUHOCTEH
(M30THYTHIE, YKOpPOUYEHHBIE, JeQOPMHUPOBAHHBIC, HENOPa3BUTHIE W/WIM  YaCTUYHO

31



COOTBETCTEBYET 2K
ot 29.01.2025 N= 1974

OTCYTCTBYIOIINE KOHEYHOCTH, OJHUTOJAKTHIINS| U/ 1IN Mﬂ&éﬁ&%‘)‘yE&h‘é—iﬁﬂfeﬁ -J:aln'/r(')k

CMEPTHOMY OTYETY

00€e3bsTH, KOTOpBIE ITOJTyJally Ipenapar Bo BpeMs OepeMeHHOCTH. Takxke y eAMHUYHBIX TI0Z0B
HaOJII01a7I0Ch TOBPEXKICHUE BHYTPEHHUX OPraHoB (M3MEHEHHE LBETa, KpacHbIE O4yaru B
pa3IMYHBIX OpraHax, HeOoJbIIas OecIBeTHAsI Macca BBIIE aTPUOBEHTPHKYIIIPHOTO KiallaHa,
YMEHBUICHHBIN KETUHBINA My3bIpb, AehopMUpoBaHHast quadparma).

OKCHepruMEeHTaJIbHBIE HCCIEAOBAHUS JICHAIMIAOMHA Ha O0E3bsHAX MOKa3ald pe3yJbTaThl,
CXOJIHBIE C OMMCAHHBIMU paHee I TATUAOMUIA.

BenenctBue  okmpaemMoro  TepaTOreHHOro  sddekra  JCHAIMAOMHIA €ro  IPHEM
IPOTHUBOIIOKA3aH BO BpeMsi OepeMeHHOCTH. (cM. pasaern 4.3.).

JlakTanms
HewnsBecTHO, mocTynaeT ju JICHATUIOMH B TPYJHOE MOJIOKO. B CBsi3M ¢ 3TUM, B mepuon
JICYCHUS JICHAJIUJIOMHUOM IPYJTHOE BCKAPMIIUBAHUE JTOJKHO OBITH MIPEKPAIICHO.

DepTUIHHOCTD

Pe3ynbraThl mcciaenoBaHus PENpOAyKTUBHOM (PYHKIIMH, KOTOPOE MPOBOAMIM Ha KpbICax C
MPUMEHEHUEM JICHAIMIOMHIA B 103aX 0 500 MI/Kr (3TH 036l IPEBHIIIATN TPHUOIU3UTEIIEHO
B 200-500 pa3 tepamneBTHYECKHE /03Bl Ui 4yenoBeka, 25 Mr u 10 Mr, COOTBETCTBEHHO, B
repecuere Ha IUIOMIAJb IOBEPXHOCTH Tela), HE MPOJECMOHCTPUPOBAIN HAPYIICHUS
(GepTIPHOCTH UM TOKCUYHOCTH JIJISl OPraHU3Ma POJIUTEIICH.

4.7. BiausiHMe HA cNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHU CPeACTBAMM U padoTaTh €
MeXaHHU3MaMH

JleHanMIOMHUJ, OKa3bIBA€T HE3HAUMUTEIBHOE WM YMEPEHHOE BIMSHHE Ha CIIOCOOHOCThH
YOPaBIATh TPAHCIOPTHBIMM CpPEACTBAMM M paboTaTh C IOTEHLMAJIBHO OINACHBIMU
MexaHu3MaMu. Bo Bpems JieueHus JIeHaIMA0MUI0M OTMEYAIIUCh cl1ab0CThb, TOJIOBOKPYKEHHUE,
COHJIUBOCTb, BEPTUIO M HEUYETKOCTb 3pEHHUsA. B CBSI3M C 3TUM cCleayeT MpOsABIATH OCOOYIO
OCTOPOXKHOCTH NPH YIPABICHUU TPAHCIIOPTHBIMH CPECTBAMU U pabOTe ¢ MEXaHU3MaMH.

4.8. HexenaTejibHbIE peaKINU

Pestome npoduist 6ezonacHOCTH

Bnepsvie ouacnocmupoannas MHOMNCECMBEHHAs. MUENIOMA: NAYUEHMbl, KOMOPLIM NOKA3aHA
MPAHCHAAHmMayus, Noayydeuiue JNeHaluoomMud 6 KomMOuHayuu ¢ Oopme3omMubom u
oeKcamemaszoHoOM

B 1ByX KIMHHUYECKHX HCCIIEAOBaHUSAX cepbe3tblie HP, koroprie Habmromanmucey vamie (> 5 %)
Ipu TpUeMe JICHATUJAOMUIa B KOMOMHAaIMHU ¢ OOpTEe30MHUOOM U JeKCaMeTa30HOM, OBLIU
CIIEAYIOIINMU:

- nHeBMoHus (5,9 %)

Crnenyrontue HP peructpupoBaiuch dYaiie y MalWeHTOB, MPUHUMABIINX JICHATUIOMHUI B
KOMOHMHAIIMM C MOAKOKHBIM BBEIEHHEM OopTe3oMuba M JeKcameTra3oHOM: nepudepuueckas
Heliponatus (35,2 %), neitrponienus (31,9 %), tpombouuTonenus (25,3 %).

Crnenyroumue HP peructpupoBanuchk 4yaiie y MalydeHTOB, MPUHUMABIINX JEHATUAOMUI B
KOMOMHAIIUY C BHYTPUBEHHBIM BBEIEHHEM OOpTE30MHU0a U IEKCAMETAa30HOM: Iepudeprudeckas
Heiiponatust (54,8 %), numdbonenus (52,2 %).

Bnepegvie ouacnocmupoeannas mHodcecmeennas muenoma: nayuenmol nocie TICK c¢
nocneoyrouel noddepaicusaroujelt mepanueti 1eHaIUoOMUOOM

Crnenyromnue cepbe3nsie HP Habmonamice game (> 5 %) Ha GoHe moanepKuBaroIIei Tepanuu
JICHATUIOMUIOM, YeM Ianedo:

- nHeBmonus (10,6 %)

- wuH(pekuroHHkIe 3a00aeBanus erkux (9,4 %)

B mByx KW cnenyromme HP perucrpupoBanmchs dyame y NDanUeHTOB, NTPUHUMABIINX
JCHAUJIOMHUJ, B paMKaxX NOJACPKHUBAIONICH Tepanuy, YeM Iane0o: HeHTponeHus

32




COOTEBETCTBYET 2KI

ot 29.01.2025 N= 1974

(60,8-71,9 %), TpomGommTonenus (23,5-61,6 %), GporiHT (47494} Hhapes (8.9 46,404,

CMNEPTHOMY OTUETY

Hazodpapuurut (34,8 %), mpieunsie cygoporu (33,4 %), nefikonenus (18,8-31,7 %), actenus

(29,7 %), xamens (27,3 %), uHEKIuU BEpXHUX AbIXaTeIbHBIX myTeit (26,8 %), chimb (25,0 %),

ractposuteput (22,5 %), nuxopanka (20,5 %), noBbimieHHas ytomisiemocts (17,9 %) u

anemus (13,8 %).

Bnepgvle ouacnocmupo8antas MHONCECMBEHHASL MUETOMA: NAYUEHMbl, KOMOPbIM He NOKA3aHA

MPAHCNIAHMAayus, NOaYYaAsUUe JNeHATUOOMUO 6 KOoMOUHayuu ¢ Oopme3omMubom u

oeKcamemasoHoM

Crnenyrouue cepbe3nbie HP wabmomamuch dame (=5 %) npu mpueme JICHATHIOMHUAA B

KOMOWHAIIMH C BHYTPHUBEHHBIM BBEJICHUEM O0OpTE30MU0Oa U IEKCAMETAa30HOM, YeM IIPU TpHEMe

JICHAJIMIOMU/IAa B KOMOWHAIIMH C IEKCAaMETa30HOM:

- CHIDKCHHE apTepHajbHOro aaBicHus (6,5 %), nndekiunonubie 3a0oneBanus jgerkux (5,7 %),
obe3BoxkuBanue (5,0 %)

Crnenyromue HP BcTpewanuch uame Ha (OHE NMpueMa JICHAIMIOMHUIA B KOMOWHAIMU C

O6opTe3oMHOOM M JieKCaMeTa30HOM, 4eM Ha (OoHE MpHueMma JCHAJIHIOMHIA B KOMOMHALIUHU C

JIEKCaMETa30HOM: TOBBbIIIEHHAs YyromisieMocTb (73,7 %), mnepudepudeckas HeWporaTus

(71,8 %), rpomboumTonenus (57,6 %), 3amop (56,1 %), runokansimemus (50,0 %).

Bnepgvle ouacnocmupoantas MHONCECMBEHHASL MUETOMA: NAYUEHMbL, KOMOPbIM He NOKA3aHA

MPAHCHIAHMAYUsL, NOAYYAGUUE NEeHATUOOMUO 6 KOMOUHAYUU C  HUSKUMU — 003aMU

oexcamemasonda

Cepoesapimu HP, HabmogaembivMu gate (> 5 %) npu npueme JeHaInI0MiAIa B KOMOMHALINY C

HU3KOH J1030# JlekcameTa3oHa mpu HenpepbiBHOM JieueHuH (Rd) wim nedyenun B TeueHue 18

4-nenenbHbIX 1UKIOB (Rd 18), yem Ha pone mpuema mMendanana, mpeHU30I0HA U TATUAOMHIA

(MPT), ObuIH:

- mHeBMoHus (9,8 %)

- [OYeyHast HeIOCTATOYHOCTh (BKIIIOUast ocTpyio) (6,3 %)

13 HP Ha ¢one npuema Rd win Rd18 yarie, uem Ha porne MPT Habmoganmucs: auapes (45,5 %),

NOBBIIEHHAs yToMJsieMocTsh (32,8 %), 6onb B criune (32,0 %), actenus (28,2 %), Oecconnuiia

(27,6 %), cemb (24,3 %), cumwxenne ammeruta (23,1 %), xamens (22,7 %), nuxopaaka

(21,4 %), a Taxke Mblednblie cyaoporu (20,5 %).

Bnepevle ouaznocmupoantas MHOJICeCMBEEHHASL MUETOMA: NAYUEHMbL, KOMOPbIM He NOKA3AHA

MPAHCHIAHMAYUS, NOJYYHABUIUE TeHATUOOMUO 8 COUeMANHUU C MeNPATAHOM U NPEOHU30IOHOM

CepbesubiMu  HP, Oonee uacto (=5 %) HaOmomaeMbIMu Tpu  IpueMme Mendaiana,

NPEeIHU30JIOHA M JICHATWAOMHUZA C TOCTENyIoIled MOAAep)KUBAIOIIEH  Tepamueit

neranugoMugoM (MPR+R) nnu npu npueme mendanana, npeJHU30JI0HA U JICHATUAOMUAA C

noclneayrolIei nmoaaepkuparomei repanueii mianedo (MPR+p), uem npu npueme mendanana,

MIPEIHU30JI0HA U TUIanebo ¢ Mocienyronel noaaepxxuBaromiei Tepamnuent miare6o (MPp+p),

ObLTH:

- (eOpunbHas HeliTponeHus (6,0 %)

- amnemus (5,3 %)

N3 HP uvame nabmogamucey npu npueme MPR+R unu MPR+p, uem nipu npueme MPp+p:

Heitporienus (83,3 %), anemus (70,7 %), tpomborturonenus (70,0 %), neiikonenus (38,8 %),

3amop (34,0 %), mmapes (33,3 %), cemb (28,9 %), nmuxopaaka (27,0 %), nepudepuyueckue

oreku (25,0 %), xamens (24,0 %), cHmwkenne anmneruta (23,7%) u actenus (22,0 %).

MHnooicecmeennasn mueroma: nayueHmsl, NOIYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu

K cepresnbim HP, 3apeructpupoBanHbIM Ha JOHE IPUMEHEHHUS JICHATHIOMI/1a/IeKCaMeTa30Ha

yare, ueM Ha (oHe 1iaredo/qekcameTa3oHa, OTHOCHIIHCH:

- BeHo3Has TpoM6osMbonus (TI) (Tpomb03 r1yO6oKux BeH, TD nerouyHoi apTepun)

- HEUTpOIEHMs 4 CTENEHU TAKECTU

Crnenyroune HP y mammentoB ¢ MM BeTpedanuch yamie Ha (hoHe mpuema JICHAIHIOMHIIA U

JIeKcaMeTa30Ha, 4eM Ha (oHe IpreMa I1anedo 1 JeKcaMeTa30Ha: TIOBBIIIEHHAs yTOMIISIEMOCTh

(43,9 %), uelitporienus (42,2 %), 3anopsl (40,5 %), nuapes (38,5 %), MbIIICUHBIC CYIOPOTH
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COOTEBETCTBYET 2KI

ot 29.01.2025 N= 1974

(33,4 %), anemus (31,4 %), rpomGonuTonenus (21,5 %)':H 'EE;H-LE@E@%BEHEH': CTb 0003)

CMNEPTHOMY OTUETY

Muenooucnaacmuyeckue cuHOpOMbl

bonbmmacTBo HP, kak mnpaBuio, pa3BUBaJICh B TEUEHHE MEPBBIX 16 HEAenb JeUeHUs
JICHAJIUJIOMUJIOM.

Cepbesnbie HP Brittouanu:

- BeHO3HyI T3 (Tpom0603 riybokux BeH, T JIerouHoi apTepun)

- HeWTporneHuto 3 win 4 CTENEeHH TSHKECTH,

- (beOpunbHYIO HEHTPOIICHUIO

- TPOMOOITUTOINECHUIO 3 WK 4 CTENICHH TSHKECTH

HP, xortopeie HaOmomanuch Haumboiee 4YacTo MpH JICUEHUU JICHAIUJOMHJIOM OBLIN
caenyromue: Herponenust (76,8 %), tpomoouutonenus (46,4 %), nuapes (34,8 %), 3amnop
(19,6%), tommora (19,6 %), 3ya (25,4 %), ceinb (18,1 %), MOBBINICHHAS YTOMJIIEMOCTb
(18,1 %) u mbieunsie cypoporu (16,7 %).

Jlumgoma u3 Kiemox MaHmMuHoU 30Hbl

Cepbesnbie HP, koTopbie Habm0AamKMCh Yalle B rpymie JICHAIUAOMUAA ObUIN TPE/ICTaBICHBI:

- HelTponenueii (3,6 %)

- TD nerounoii aprepuu (3,6 %)

- nuapeeii (3,6 %)

Cnenytronue HP pasBuBanuce vaiie B rpynie jJeHanugomuaa: nerrporenus (50,9 %), anemust
(28,7 %), nuapes (22,8 %), noBeimieHHas yromisiemoctsb (21,0 %), 3amop (17,4 %), muxopaaka
(16,8 %) u cwinb (BKIIrOUAs ayuieprudeckuii nepmarut) (16,2 %).

[TarueHTHI ¢ UCXOHO OONBIION MAacCOM OMYXOJIU OTHOCSITCS K TPYIINE BBICOKOTO pUCKA paHHEH
CMEpTH.

DONTUKYIAPHAA TUMPOMA UTU TUMPOMA U3 KIEMOK MAPSUHATLHOU 30HbL

Crnenyromue cepbesnbie HP Habmomanmuch damie B Tpymie JCHAJIHIOMHJ/PUTYKCHMAO MO
CPaBHEHHIO C TPYNION IU1ane6o/puTykcumad:

- (eOpunbHas HeliTponenus (2,8 %)

- TD nerounoii aprepuu (2,3 %)

Crnenyrontne HP pa3BuBanuch 4aimie B Tpymie JICHATHIOMUA/PUTYKCUMAO TI0 CPABHEHUIO C
rpynnoi miaarnedo/putykcumad (kak MUHUMYM, Ha 2% dalie B OJHOU TpyIIIe, 4YeM B Ipyroi):
Hentponenus (58 %), auapes (31,3 %), neitkonenus (28,4 %), 3amop (26,1 %), noBeIIIeHHAS
yromisieMocts (21,6 %) u muxopazxka (21,0 %).

TabnuyHoe pe3toMe HeXKeNaTeNIbHBIX PeaKInii

HP mnpuBenensl B cooTBercTBUM C Kiaccuukanueil opraHoB u cucteM MedDRA wu
MIEPEYUCIIEHbl 110 4acToTe. YacTora BCTPEYAEMOCTH OIPEIEISAETCS B COOTBETCTBUU C
kiaccudukanueir BcemupHoii opraHu3anuu 3paBOOXpaHEHHUS CIEAYIOIMIMM 00pa3oM: OYeHb
gacTo (> 1/10); gacto (> 1/100, Ho < 1/10); Heuacto (> 1/1000, Ho < 1/100); penko (> 1/10000,
HO < 1/1000); ouenp penko (< 1/10000); yactoTra Heus3BecTHa (HA OCHOBAHUM HUMEIOIIMXCS
JTAHHBIX OLIEHUTh HEBO3MOXKHO).

HP Obuin BrIIIOYEHBI B COOTBETCTBYIOLIYIO KAaTEropuio B TaOJMUIE HIXKE COIJIACHO
MaKCHMaJIbHOW 4acTOTE BCTPEYaEMOCTH B OJHOM U3 OCHOBHBIX K.

Ceoonas mabruya HP na ¢one monomepanuu neHATUOOMUOOM NPU MHOHCECBEHHOTU
muenome

Tabnuna 1 moaroTroBseHa 1Mo JaHHBIM, MOITY4YEHHBIM B Xojie npoBeneHus KW y narueHTos c
BJAMM nocne TI'CK, nonayyaBmuX MOJAEPAKUBAOLLYIO TEPAUIO JICHATUIOMUIOM. [aHHbIE
HE KOPPEKTHPOBAIMCH [UIsl  OTpa)KeHWsl  OOJbIIed  MPOJOKUTEIBbHOCTH  JICYEHHS
JICHAJIMJIOMUJIOM (IO IPOTPECCUPOBAHUSA) B CPAaBHEHHH C IPyNIoi ruianedo B ocHoBHbIX KU
MM.

Tabnuya 1. HP, 3apecucmpupogsanuvie 6 KW y nayuenmos c¢ MM, noayuaswux
n000epIAHCUBAIOULYIO MEPANUIO TEHATUOOMUOOM
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 29.01.2025 N= 1974
Knace cucrem | Bee Hekenarenbubie: | HemenaTebHbre-pearimm 3
opraHos/ peakuun/Yacrora " 4 CTeneHu
[peanouyrurenbHbIN TaxecTn/Yacrora
TePMUH
Nudpexuuonnnie u | Ouenb uacmo Ouenb uacmo
napasutapHbie HHeBMOHI/IﬂO’a, I/IH(I)CKLII/II/I BEPXHHUX HHeBMOHI/IHO’a, I/IH(I)GKHI/II/I C
3260 1eBAHMS IBIXaTeNbHBIX TyTe, HHQEKIUH C | HeUTpOoNeHUeH
Heiirponenuei, O6ponxut’, Tpunn’, | Yacmo
racTpPOdHTEPUT’, cunycurt, | Cencuc®, GaKTepreMus,
Ha30()apUHTHUT, PUHUT HH(EKIIMOHHBIC 3a00JIeBaHUs
Yacmo nerkux’, OakTepHanbHbIC
Undexmu®, MHDEKITUH | THOEKITHH HIDKHUX
MOYEBBIBOAAIIMX IMyTeil”", MH(EKIMH | IbIXaTenbHBIX MyTel, GpoHXHUT’,
HIDKHUX JIBIXaTeNbHBIX nyteii, | rpunmn’, racTposHTEpUT’,
MH(EKIMOHHBIE 3a00JI€BaHNS JIETKUX® | OMOSCHIBAIOMIUI mumaii’,
uHpeKmn’
JlodpoxkayecTBeHHbI | Hacmo
e, 3I0KAaYeCTBEHHbIe | MHEIOIMCIUIACTHYECK I CHEPOM
U HEYTOYHEHHbIe
HOBOOOpa30BaHUS
(BKJIIOYAST KHUCTHI M
MOJIMIIbI)
Hapymenust co | Quenv uacmo Quenb uacmo
cropoHbl KpoBm u | Heiirpomenus™?, ¢dedpunbnas | Helitponenus™®,  peOpunbHas
umpaTHeCKoil Heitrponenus™’, TpombonmTonenus™’, | HedTponeHus™,
CHCTeMBI aHeMmusl, neikoneHus’, MuMQpOTeH s TpoMOonmTOoneHus™’,  aHeMus,
netikonenus’, TMMQponeHus
Yacmo
IMaunuroneHus’
Hapymenust co | Ouenv uacmo Hacmo
CTOPOHBI obomena | [ umoxkanuemus l'unokanuemus, 00€3BOKUBaHUE
BelleCTB U NMUTAHUSA
Hapymenusi co | Ouenv yvacmo Yacmo
CTOPOHBLI  HEpPBHOIA [TapecTe3un INonoBHast 60JIb
CHCTeMBI Hacmo
INepudepuueckas Hefiponarus®
Hapywmenus co | Hacmo Yacmo
CTOPOHBI COCYI0B TD nerounoii aprepun®’ Tpom603 riryGokux Ben” %4
Hapymenus co QOuenwv ywacmo Yacmo
CTOPOHBI Kamens Oppimika’
AbIXaTeJabHOM Hacmo

CHCTEMBI, OPraHOB
TPYAHOM KJIETKH U
CpeoCTeHus!

Oppimka’, HacMOpK
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 29.01.2025 N2 1974
HI_I.-, MEL1l IBL LELIRHT ] I,- TE L3
Kunacc cucteM | Bee HemeHaTenﬂﬁme' ”i'l'ém‘EhaLI'Ehlﬁ:ﬂre-ﬂeﬁﬂunﬂ' 3
opraHos/ peakuun/Yacrora " 4 CTeneHu
[peanouyrurenbHbIN TaxecTn/Yacrora
TePMUH
Hapymenust co | Quenb uacmo Hacmo
CTOPOHBI Hwnapes, 3amop, ©Oomp B KWBOTE, | Jlnapes, ppora, TOITHOTA
KeJTYT0UHO- TOIIHOTA
KHIIEYHOTo TpaKTa | 240
OKKT) PBora, 60116 B AmIUTacTpUN
Hapywmenus co | Ouenb uacmo Hacmo
CTOPOHBI meuyeHH u | OTKIOHCHMS OT HOPMbI 3HaueHUi | OTKIOHEHMS OT HOPMBI 3HAYCHNIT
JKeTUEBBIBOISIIHX nmokazatenell (YYHKIIMOHAIBHBIX TPOO | MoKaszareiei (yHKIHOHAIBHBIX
nyTeii TTeYCHU po0 medeHu
Hapywmenus co | Ouenb uacmo Hacmo
CTOPOHBI KOkH u | CBhlllb, CYXOCTb KOXKH ChblInb, KOXKHBIH 3y
MOJAKOKHBIX TKaAHEH
Hapyuenust co | Ouensb uacmo
CTOPOHBI KOCTHO- | MBILICUHbIE CyJOPOTH
MBbILIEYHOMH u | dacmo
COeTHHUTEIbHOI Muanrusi, KOCTHO-MBIIIEYHAs 60JIb
TKaHU
Oo1mmue QOuensv yacmo Yacmo
paccrpoiicTBa u | 1IoBBIIIEHHAs yTOMIIIEMOCTD, acTeHHUs, | I1oBbIIeHHAs YTOMIIIEMOCTb,
HApYILIeHHs] B MecTe | THXOpajika aCTCHUS
BBeJICHUSA

® Cepbesnble Hexenarenbubie peakuuy B KN y nanuentos ¢ BJIMM nocie TTCK

“ OTHOCHTCS TONBKO K cephe3HbiM HP

A CM. «Onucanue otaenbHbix HPy»

2 O6001aroNIMi TEPMUH «ITHEBMOHUN» BKJIIOYAET CIEAYIOIUE IPEANOYTUTEIbHbIE TEPMUHBI
(IIT): OponHxonmHEeBMOHMsI; J0j€Basi IHEBMOHMs; ITHEBMOHHS, BbI3BaHHas Pneumocystis
jiroveci; MHEeBMOHUS; THEBMOHMS, BbI3BaHHas klebsiella nnm legionella nin mycoplasma, win
pneumococci, Wi streptococci, BUPyCHasi THEBMOHHS, 3a00JIEBaHKE JIETKUX, THEBMOHUT.

b OGoOmaromMii TEPMUH «CETICHC» BKIIFOYAET CJIEAYIONIUE TPEANOYTHTENBHBIE TEPMUHBL:
OakTepuaIbHBIA CENCHC, CENCHUC, BBI3BAHHBIN pneumococci uiu staphylococci, centuueckuii
LI0K

¢ OO6oOmaromuii  TepMHUH «mepudepuyueckas HEUpomaTus» BKIIOYAET  CICAYIOIINE
NpEeANoYTUTENbHBIE TEPMUHBL: TNepudepudeckas HelponaTus, nepudepuueckas ceHCOpHas
HEHPOIaTHsl, MOJTUHENPOIATHS

4 O600maroIKii TEPMUH «TPOMO03 ITyOOKUX BEH)» BKIIFOUAET CJIEAYIONIUE IPEANOUTHTENBHBIE
TEPMHHBI: TPOMOO3 INIyOOKHUX BEH, TpPOMO03, TPOMOO3 BEH

Ceoonass  mabauya HP 0na  komMOUHMUposamHou  mepanuu  JAeHATUOOMUOOM — NpU
MHOIHCECMBEHHOU MUETIOME

Tabmuia 2 moAroToBIeHa MO JaHHBIM, TTOJYYeHHBIM B xoje poBenenus KU y mamueHToB ¢
MM, nony4yaBmIMX KOMOMHHUPOBAaHHYK Tepamuio JieHaauaomuaoM. JlaHHble He
KOppeKTI/IpOBaJ'H/ICI) JJISL OTpa)KeHI/IH 60.]'[])1]1@17[ HpO)IO.]'DKI/ITeJ'H)HOCTI/I JICUCHUS JICHAJINIOMHUIOM
(1o mporpeccHupoBaHus) B CpaBHEHHH C TpyIMIaMu CpaBHEHHs B OoCHOBHbIX KM MM (cm.
paszmen 5.1.).

Tabnuya 2. HP, ommeuaswuecs 6 KU y nayuenmos ¢ MM, noayuasuiux neHaiuoomuo 6
KOMOUHAYUU C OeKCaMema3oHoM IUbo ¢ Menpharanom u npeoHUu3010HOM
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-

ot 29.0 21974

Cucremno-oprannpiii | [lodounbie  peakuup (cyMMﬁf)‘HobF*J-Hgﬁ'éilEHngeakﬂn

KJace/ Yacrora cTeneHu Tfl)l(eCTI/I/qaCTOTa

IIpennouyTuTeIbLHBINM

TEePMHUH

Nndexunonnbie u | Ouensv yacmo Yacmo

napasuTapHbie [Muesmonna®®,  undexumn  Bepxumx | [THeBMOHMA*Y

3a60J1eBaHUs JBIXaTENbHBIX MyTeil’, GakTepualbHble, | GaKTepUaNbHbIE, BUPYCHBIE H
BUPYCHBIE W TpHOKOBBbIE HMHQPEKIUH | TPHOKOBEHIE nH}EKIuu
(BKITIOUAST ormmoprynucTuueckue)’, | (BKIrogas
Ha30(papuHruT, (GapUHTUT, OPOHXMT’, | ONIOPTYHHCTUYECKHUE)®,
PUHHUT BOCIAJICHHE TIOIKOXKHOM
Yacmo KiaerdaTku’, cerricuc®®,
Cencuc®™”, undexunonnsie 3a60neBaHus | MHPEKIHUOHHBIE 3a00IEBaHMs
Jlf:rKI/Ix<><> MHQEKIMH MOYEBBIBOAAIMX | Herkux®’, 6ponxut’, uudeKmu
nyTeii’ ,CI/IHyCI/ITO JBIXATETbHBIX myTeii®’

MHQEKIMKE  MOYEBBIBOISIINX
myTeii® MH(EKIIMOHHBIN
SHTEPOKOJIUT

JodpokadecTBeHHble, | Heuacmo Yacmo

3J0Ka4decTBeHHble M | basammoma™®, mockokieTounbii  pak | OcTpslii MHUEJIOUTHBII

HEyYTOYHEHHbIE KoxuO* neiiko3’,

HOB00OPA30BaAHUS MHUENOAUCIUIACTHYECKH I

(BKJIIOYAsT KHCTBI H cuHAPOM’, TUIOCKOKJIETOYHBIN

TOJIMIIBI) pak KoxuO**

Heuacmo

Octpsiid T-KIeTOYHBIH
neiiko3”, 6azamoma™’,
CHHJIPOM JIM3UCA OyXOJIH

Hapymenus co | Quensv uacmo Ouenb uacmo

croponbl kposu u | Heiirponenus™*%, Heiitponennsa™*%,

aumparnyeckoi tpomGonuronenus™ %, anemus’, | tpomGonuronenus %,

CHCTEMBI reMOPParuyecKye Hapyuienus”, | anemus’, JIEWKOTIEH S,
nelKonenus, TuMQOreH s muMdoreHus
Yacmo Yacmo
DebpuibHas neiirponenus™’, | ®ebpunbHas HeiTponenus’,
MaHIUTONCHUS® MAHIATOTICHHS',

Heuacmo TEMOJINTUYECKAs] AHEMUSI
Cemonus, ayroummyHHas | Heuacmo
TEMOJIUTHYECKAs anemus, | [unepkoarynsipms,
IEMOJIMTUYECKAs AHEMHSI KOaryJjonarHs

Hapymenns co | Heuacmo -

CTOPOHBI HMMMYHHOI# | Peakuuu runepyyBCTBUTENBHOCTH

CHCTEMbI

Hapymenns co | Yacmo -

CTOPOHBI I'unorupeos

JH/IOKPUHHOM

CHCTEMbI

Hapymenus co | Ouenb yacmo Yacmo

CTOPOHBI oomena | ['mnokanmmemuns®®, runepriaukemus, | [unoxamuemus®®,

BEIECTB H MUTAHUS TUIIOTJIMKEMHUS, TUMOKAILIUEMHS’, | TUTIEPTIIMKEMHS],
runonarpuemus’, o6e3BoxkuBanue’, | runokanbuuemMus’, CcaxapHbIi
cHmwkenue anmeruta’, cHwkenne maccel | auabet’,  rumodocdaremus,
Tena rUunoHarpuemus’,

Yacmo TUIEPyPUKEMHUSI, nojarpa,
[unoMaruuemus, runepypukemus, | 06e3BokuBanue”, CHUKEHHE
TUNEpKAIbIHEMUs anmetnta”, CHKEHME MacChl
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-
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Cucremno-oprannpiii | [lodounbie  peakuup (cyMMﬁ-}')'HobF*J-Hgﬁ'éilﬁﬁg Hi peakﬂn
KJacc/ Yacrorta CTeNeHH TS[)KCCTI/I/qaCTOTa
IIpennouyTuTeIbLHBINM
TepMUH
Tena
Hapymiennsi neuxuku | Quens yuacmo Yacmo

Henpeccusi, GeccoHHuIa
Heuacmo
[ToTepst mnbuI0

Jenpeccusi, 6eccoHHUIIA

Hapymenus co | Ouens wacmo Ouenb wacmo
CTOPOHBI nepBHoii | [lepudepuyeckas netiponatua®, | INepudepuueckas
CHCTEMBI napecTesuu, ronoBokpyxenue’’, Tpemop, | Heiiponarusa®
M3BpAIllEHUE BKYCa, TOJIOBHAs OOJb Yacmo
Yacmo Uucynpst’, ronosokpyxenue’
ATakcus,  HapylleHME  paBHOBecHs, | 0OMoOpok®’, HeBpanTHs
06MOpok™, HEBpaNTHs, TU3eCTE3Us Heuacmo
BuyTtpuuepennoe
KpOBOUBIHUSHIE",
TPAH3UTOPHAS MIIEMUYECKAs
araka, WIIEMUS TOJOBHOTO
Mo3ra
Hapymenus co | Quensv uacmo Yacmo
CTOPOHBI oprana | Karapakra, He4yeTkocTh 3purenbHoro | Karapakra
3peHust BOCIIPUSTHS Heuacmo
Yacmo Crnenora
CHIDKEHHE OCTPOTHI 3pCHUS
Hapymenus co | Yacmo -
CTOPOHBI oprana | [myxora (B T. 4. TyrOyX0OCTh), IIyM B yIIax
cJIyXa ¥ JaOUPHHTHBIE
HApYUIEHHUs
Hapymenus co | Yacmo Yacmo
CTOPOHBI cepana OUOpHIIAIHSA npeacepauin®®, | Octpbiii  MHbApPKT MHOKapaa
Opaaukapaus (UMM, bubprIIIHS
Heuacmo npexacepauin®* 3acToiHAs
Apurmusi, ymiuHenne wuntepsaia QT, | cepaedynas HETOCTATOYHOCTS,
TpENETAaHNE TPEICEPIHH, KETYJOUKOBas | TaXUKAPIHUS, cepieuHas
5KCTPACUCTONIHS HepoctatouHocTh ", umemus
muokapaa’
Hapymenus co | Ouenwv uacmo Quenw uacmo
CTOPOHBI COCY/IOB TpombosMOoIMYeCcKHEe Hapyuienus” | TpomOoaMOomuueckue
(mpeumyIiecTBEHHO TpoMO03 TIIYOOKHX | HapyHIeHHS"
BeH u TD serounoii aprepun)™*%, | (mpeMmyIuecTBEHHO TPOMGO3
CHIDKEHWE  apTEpMATbHOrO  JaBJeHUs | riyOoKux BeH u TD Jerounoi
(A% aprepun)™*%, CHUKEHHE
Yacmo AJ1%, nobienne AJ]
[ToBermenne A/l, 3xxumo3p1" Yacmo
Backynur
Heuacmo
Niemus, niepudepuaeckas
HIIEMUSI, TpoMO03
BHYTPUYEPENTHOIO BEHO3HOTO
cHHycCa
Hapymenus co | Quenwv uacmo Yacmo
CTOPOHBI Opnpmmka®®,  HocoBoe kpoBoTeueHue”, | PecupatopHelii  amcTpecc-
AbIXaTeJbHOi Kariesib cunapom’, onpirka®®,
CHCTEMBI, opranos | Yacmo IeBpHYECcKas 60J1b B TPYIHON
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COOTEBETC TE.

YET SKCTEPTHC

-

ot 29.0 21974
Cucremno-oprannpiii | [lodounbie  peakuup (cyMMﬁf)‘HobF*J-Hgﬁ'éilEHngeakﬂn
KJacc/ Yacrora CTeneHu Tfl)l(eCTI/I/qaCTOTa
IIpennouyTuTeIbLHBINM
TEPMHH
rpyanoii  kiaerku u | Jucdounus kierke®’, rumokcus®
CpeaoCTeHusI
Hapymenust co | Ouenb uacmo Yacmo
croponbl JKKT Huapes®®, zanmop’, 6o B sxmsore”, | XKenynouHo-kuiedyHoe
TomHoTa, pBoTa’’, MUCHencus, CyXocTh Bo | KpoBoreuenue %,
pTy, CTOMaTHT HEMPOXOUMOCTh TOHKOT'O
Yacmo kumeqnnka® nuapes®
XKenynouno-kumieunoe  kpoBoredenue | 3anop’, 6Gomb B xuBOTE™
(BKJIIOYAs PEKTabHOE, TEMOPPOUIATBHOE, | TOIHOTA, poTa®
THHTHBAJIbHOE KPOBOTCUYCHHUE u
KPOBOTEUEHHUE PH MENTHYECKOH s13B€)™,
nucharus
Heuacmo
Konut, Tudaut
Hapymenust co | Ouenb uacmo Yacmo
croponnl mneyeHun u | [loBeimenue ypoBHs | Xonecras’,
JKeJT4eBbIBOIAINX aJlaHMHAMUHOTpaHchepassl (AJIT), | TemaToTOKCUYHOCTD,
nyTeii MOBBIIICHHE YPOBHS | TeMaTOLEIUTIONIIPHOS
acnapratamuaorpancdepassl (ACT) nospexaeHne’”’,  IOBBINIEHUE
Yacmo ypoBHst AJIT, oTKIIOHEHUS OT
[enmarouewnonsapaoe  HoBpexacHue”, | HopMbI 3HAYEHHI
OTKJIOHEHHSS ~OT  HOPMBI  3HAYCHHUH | (PYHKIIMOHAIBHBIX npo6
(QyHKIMOHANBHBIX  IIPOO neuenn’, | neuenu’
THIIEpOUIINpYyOnHEMUST Heuacmo
Heuacmo [Teuenounas
IleyeHOUYHAsA HEAOCTATOYHOCTH” HEJOCTATOYHOCTH”
Hapymenus co | Ouenv yacmo Yacmo
cropounl  koxku M | Coib®, KOKHBIN 3y1 Coimp®
MOAKOKHBIX TKaHel Yacmo Heuacmo
KpanuBHuIla, THIEPrUApPO3, CyXocTh | JIekapCTBEHHash KOXHas ChIIb
KOKH, TUIICPIIUTMEHTAIINS KOXH, 9K3eMa, | ¢ D03UHO(DMINEH 1 CHCTEMHOM
spuTEMa CHMIITOMAaTUKOH ™’
Heuacmo
JlekapcTBeHHass ~ KOKHask  Chlllb €
303uHOGUITHEH u CUCTEMHOM
CHMOTOMAaTUKON", HapylleHue LBeTa
KOJKH, peakiuu (hOTOCCHCHOMITU3AIINH
Hapymenust co | Ouenb uacmo Yacmo
CTOPOHBI KOCTHO- | Mplmieynass  cinabocth,  Mblmieunsle | Mpimeunas cnabocts’’, 6omb B
MBIIIEYHO u | cymoporu, 6onb B KocTax’, Gonb m | kocTax’, Gonmb M aUCKOMpOPT
COeTHHUTEIbHOM JUCKOM(MOPT €O CTOPOHBI  KOCTHO- | CO CTOPOHBI KOCTHO-
TKaHU MBIIIEYHOH W COEJNUHUTEIbHOM TKAHW | MBIINICYHON U COSIANMHUTEIILHOM
(Bkmouas Gonp B crnuue™™), Gonp B | TkaHu  (BKmouyas Oomb B
KOHEYHOCTSIX, MUAJITUsl, apTPAIrus’ crimne®)
Yacmo Heuacmo
[IpunyxaHue CycTaBoB [IpunyxaHue CycTaBoB
Hapymenns co | Ouenv uacmo Heuacmo
cropoHbl mouyek W | [loueynas wemoctatoynocTs (Bkimouas | TyOymapHbIi [I0YEYHBII
MOYEBBLIBOASALINX octpyo)*% HEKPO3
nyTeH Yacmo
I'emarypus”, 3a/IepKKa MOYH,

HeJIepKaHue MOUU
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COOTBETCTBYET 2KC : EPTHOMY OTUETY

-
1

ot 29.01.2025 N= 1974

Cucremno-oprannpiii | [lodounbie  peakuup (cyMH%AJbE*IHEGﬁEEHiE'H"p'(;al-cﬂlgh":'33—4

KJaacce/ Yacrora crenenu TsikecTu/Yacrora
IIpennouyTuTeIbLHBINM
TepMUH
Heuacmo
[TpuoOpeTennsnii cnHapoM DaHKOHN
Hapyumenns co | Yacmo -
CTOPOHBI MOJIOBBIX | DPEKTUIbHAS TUCOYHKIHS
OpPraHoB M MOJIOYHBIX
JKeJie3
Oo6mme paccrpoiictBa | OQuens uacmo Ouenv uacmo
U Hapymienusi B Mecte | [loBbiuennas  yromusemocts’ ", orexu | IloBbimeHHas
BBE/ICHHUS (BKITFOYASK nepudepuueckue), | yromnsemocts*,
muxopaaka®®’, acrenus, | Yacmo
rpunmnonofoOHelii  cuHapoM (Briouas | [lepudepuueckue OTeKH,

JIMXOpaJKy, Kaliejiib, MHAJITIUI0, KOCTHO- J'H/IXO];)EIIIKZ'],O’<><>

MBIIIEYHYI0 0OJb, TONOBHYIO OONb U

, ACTCHMS

03HO00)

Yacmo

Bouns B rpyanoii knetke™’, netaprus
JlaGopaTopHbIe u | Ouensv ywacmo -
HHCTPYMEHTAJbHbIE [ToBbiieHHE YPOBHS LIETIOYHOM
JAaHHBIE ¢docdarassl B KpoBU

Yacmo

[loBbIICHHE KOHLICHTpaIuu C-

pEaKTUBHOTO OeJKa
TpaBmbl, Yacmo -
MHTOKCUKALUH u | I[lagenue, ymmo”
OCJIOKHEHUs
npouenyp

% HP, ormeueHHble Kak «cepbe3nbie» B KU y manuentos ¢ BJMM, nonyuasimux
JICHaJIUJIOMU]] B KOMOMHAIIMK ¢ 60pTE30MUOOM U JIEKCaMETa30HOM

N CM. «Onucanue otaenbHeix HP»

°HP, oTMe4YeHHbIe KaK «cepre3nbie» B KU y nannentoB ¢ MM, nosiyyaBlIInX JEHAIUIOMU B
KOMOHWHAIIUU C JIEKCAMETa30HOM JIM00 ¢ MemdaaaHOM U MPETHU30JI0OHOM

+ OTHOCHTCA TOJIBKO K cepbe3HbiM HP

* I1nockokyieTouHbli pak Koxku orMmevasica B xoge KU y marmuentoB ¢ MM, panee nedeHbIX
JIeHAJIMIOMUIOM/JIEKCAaMETa30HOM B CPABHEHUH C KOHTPOJIBHOM IpyHIoi

** JlnockokneTouHbli pak Koxu Obul 3apeructpupoBaH B KU y manmentoB ¢ B/IMM,
NOJTYYaBIIUX JEHATUIOMUJ/IEKCaMETa30H B CPAaBHEHUHU C KOHTPOJIBHOM TpyHION

Ceoonas mabauya HP na ¢hone monomepanuu 1eHaiuooMuoom

Tabnuna 3 u Tabnuuma 4 MOATOTOBIEHBI O JAaHHBIM, IMOJIYYEHHBIM B XOJI€ IPOBEICHUS
ocHoBHbIX KM y manmentoB ¢ MJIC nu MKIJI, nosmy4aBmmx MOHOTEpAIUIO JIEHATUIOMHIOM.
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Tabnuya 3. HP, 3apecucmpuposannvie 6 KUy n

COOTBETCTBYET 3K I’_EF'TH

-

ot 29.0

mueHmégllc:']\;[ %ﬁyuggﬂjﬁﬁﬁéﬂgﬂﬂéomu

Kaace cucrembl | Bee HexesnaTelbHble | HekenaTenbHble peakuuu 3 u 4
opraHos/ peaxkuun/Yacrora creneHu TskecTn/Yacrora
IpennoyruTeabHbIH
TepPMHUH
Nudexunonnsie  u | Quens uacmo Quenb yacmo
napa3uTapHble Bakrepuanbhble,  BUpycHble W | IlneBMonms’
3a00/1eBaHUA rpuOKkoBeie MH(eKmu (BkIo4as | Yacmo
ONIMOPTYHHUCTHYECKHUE)" bakrepuanbHele, BUPYCHBIE H
rpuOKoBeie MH(EKIHU (BKIIOYAs
onmnopTyHucTHIeckue)’, GpOHXHT
Hapymenus co | Ouens wacmo Quenb yacmo
cToponbl KpoBu u | TpomGouuronenus™, TpomGouutonenus™’,
JaUM@paTHYEeCKOH HelTponenus™’, nefikonenus HeliTponenus”’, nefikonenus
CHCTEMBI Yacmo
debprnpHas HelTponenus™
Hapymenus co | Ouenb yacmo
CTOPOHBI I'unorupeos
JHAOKPUHHOM
CHCTEMBI
Hapymenus co | Ouenb yacmo Yacmo
CTOPOHBI oomeHa | CHIDKEHHE anmeTuTa [unepraukemus’, CHIKCHHE
BeulecTB U nutanust | Yacmo anmeTuTa
[leperpy3ka kene3oM, CHMXKEHUE
Macchl Tesa
Hapymenus Yacmo
NCUXUKH U3meHenne HacTpoeHus ™
Hapymenus co | Ouenb yacmo
CTOpOHbI  HepBHO# | ['0NOBOKpYX)eHuUe, TOTOBHAs OOJIb
CHCTEMBI Yacmo
[Tapecte3uu
Hapymenus co Yacmo
CTOPOHBI cepala Octpeiii UMM, pubpwmisius
npencepauii’, cepaedHas
HEJIOCTATOYHOCTH'
Hapymenus co | Yacmo Yacmo
CTOPOHBI COCY10B [oBeienne AJl, remaToma Benosnble TpoMOO3MOOIHUECKHE
OCJIO)KHEHUSI, TPEUMYIIECTBEHHO

TpomM0O03 TiyObokux BeH u TO
J1erounoi aprepun’™’

Hapymenus co | Ouenb yacmo
CTOPOHBI HocoBoe kpoBoteuenne”
NBIXATeJbLHOM
CHCTEMBbI, OpPraHoOB
TPYAHOIl KJIETKH U
Cpe1oCTeHHs
Hapymenus co | Ouenv uacmo Yacmo
croponsbl ZKKT Juapes®, Gonb B xuBoTe (BKiouas | Juapes®, Tomnora, 3yOHas 60i1b
AIUTACTPATHLHYO 001acTs),
TOILHOTA, PBOTA, 3a110p
Yacmo
CyXoCTh BO PTY, JUCTIETICHS
Hapymenus co | Yacmo Yacmo
cTopoHbl meveHn u | OTKIOHEHUS OT HOPMbI 3HayeHHWH | OTKIOHEHUS OT HOPMBI 3HAUYCHHM
JKeTUeBBIBOASIINX (GYHKIMOHAIBHBIX P00 TIEYeHN (YHKIIMOHANBHBIX MPOO MEUeHH
nyrei
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.01.2025 N= 1974

Kaace cucremsl | Bee HeKEIATETBHbIE '-‘H&@ﬂ&"éﬁﬁi%&ﬁfﬂﬂ 3'n'4
OpraHos/ peakuuu/Yacrora cTeneHHu TsxecTn/Yacrora
[peanoyTuTebLHBII
TePMUH
Hapymenus co | Ouens wacmo Yacmo
cTOpoHbl Ko0:xkH M | ChIlb, CyXOCTh KOXKH, 3y Crimib, 3y1
TOIKO’KHBIX TKaHel
Hapymenus co | Ouens yacmo Yacmo
CTOPOHBI KOCTHO- | Mblmeunsle  cymoporu, KocTHO- | Bonb B ciume’
MBIIIEYHOMH u | MbImiedHass 6omp (B T. 4. 0onmb B
COeIMHUTEIbHOI cnuue’ ¥ 0OMM B KOHEYHOCTSX),
TKaHH apTpajrusi, MUaITus
Hapymenus co Yacmo
CTOPOHBI TOYeK U [ToueyHast HENOCTATOYHOCTE’
MOY€eBBIBOISIIIINX
nyreit
O0mue QOuenv wacmo Yacmo
paccrpoiicTBa u | [loBbIieHHAs yTOMIISIEMOCTb, | JIuxopanka
HapylieHHsl B MecTe | nepudepudeckue OTeKH,
BBeJeHUS TPUIIIONOA0OHBIN CHHIPOM

(BKiIOYast — JTUXOpaAKy,  Kallelb,

(GapuHTUT,  MHAITHUIO,  KOCTHO-

MBIIIIEYHBIE 0OITH, TOJIOBHYIO 0OJIb)
TpaBmsl, Yacmo
HHTOKCHKALMS U [Tanenue
OCJIOKHEHU S
npouenyp

N Cm. «Onucanue otaenbHbix HPy»

® HP, 3aperncTpupoBaHHbIE KaK «cepbesHbien B xoxe KU MJIC

~ VI3mMeHeHne HacTpOeHUs OBLIO 3aperuCcTPUPOBAHO Kak yacToe cephesnoe HP B xone KU dassr

III M/IC; oHo He Ob110 oTMedeHO kak HP 3 mnu 4 ctenenu TsokecTH.

AnroputMm ans Bkiouenust B OXJIIL: Bce HP, cobpannbie ¢ nomomnisio anroputma KU dassr

111, Bxmtouensl B OXJIIT EBponeiickoro coroza (EC). [IpoBonunack 1ononHuTeIbHAS IPOBEPKA

yacToThl 3TUX HP, coOpannbix ¢ momomisto anroputma KU ¢assl 11, u, ecn vactora HP B KU1

¢a3el Il Obima Beiue, yem B KU dassr 11, ssnenune 6su10 BratoueHo B OXJIIT EC ¢ Toit

yacToTol, koTopast ormedueHa B KU II da3sl

# Anroputwm, npumensiemsiit ais MJIC:

M/IC B KU da3zsr [11 (aBoitHAs cienast MOMyJIsus A1 OLIEHKH O€30MaCHOCTH, Pa3IMure MEXITY

aeHanuoMuoM 5/10 Mr 1 nane6o no nepBoHavyaIbHOMY PEKUMY JO3UPOBAHUS OTMEUEHHOE

KaK MMHUMYM Y 2 MallUE€HTOB):

e Bce HP, peructpupyemsie B xoze geueHus y > 5 % MalueHToB, NOIyYaBIINX JIEHATUIOMHU],
U, KaK MUHUMYM, ¢ 2 % pa3HuLEel B 10JI9X MEXIY JEHAINJOMUJIOM U I1anebo

e Bce HP, Bo3Hukaromue B xozie jiedeHus, 3 u 4 creneHu Tsokectd y 1 % manueHTtos,
MOJIyYaBIIUX JICHAIUJIOMHUI, U, KaKk MHHUMYM, C 1 % pasHuneir B J0IAX MEKIY
JICHAJIMOMUIOM U Tu1anedo

e Bce HP, Bo3HuKkaromue B xoe gedeHus y 1 % manueHToB, NoaydaBIIUX JIEHATUAOMUI, U,
KaK MUHUMYM, C 1 % pa3HuIe B 70X MEXKITY JCHATUIOMHUIOM H TUIaIe0o

MJIC B KU a3 11

e Bce HP, Bo3aukaromue B xoze jiedeHus1 y > 5 % MareHToB, MOTyYaBIIuX JICHATAIOMHU]

e Bce HP, Bo3Hukaromue B xozie JjiedeHus, 3 u 4 creneHu Tsokectd y 1 % manueHros,
MOJTyYaBIINX JICHATUIOMU/]

e Bce cepresnbie HP, Bo3Hukaromme B xozxe jedeHus y | % DanueHToB, MOTy4YaBLIMX
JICHAJIUJIOMHU T
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Tabnuya 4. HP, ommeuennvie 6 KU y nayuenma

COOTBETCTEYET E'_I'iﬁ. CMNEPTHOMY OTYETY

Ar
A )

oT 23U

, ¢ AT AEARRS TR DR 0003

Knace cucrembl | Bee HexxesiaTelbHble | HexxesnareabHble peakuuu 3 u 4
opraHos/ peakumnu/Yacrora creneHu TskecTn/Yacrora
IpeanoyTuTebHbIH
TepMHUH
NHpexkunoHHbIe u | Ouenb yacmo Yacmo
napasuTapHbie BakrepuanbHeie, BHUpycHble U | bakrepuanbHble, BHpPYCHBIE |
3a00J1eBaHUs rpuOKOBBIe MHPEKINH (BKIIOYast | TpUOKOBBIE HWH(EKIUH (BKIFOYas
ONIOPTYHUCTHYECKHE)®, ONIOPTYHUCTHYECKHE)®,
Ha30()apUHIHT, THEBMOHMS’ HEBMOHUs®
Yacmo
Cunycur
Jlo0OpokayecTBeHHbIE, Yacmo Yacmo
3j0KkavyecTBeHHble W | CHHAPOM «BCHBIIKW» OMyXosnn | CHHIPOM «BCHBIIMIKH»  OIyXOJIH,
HeyTOYHEHHbIe IUIOCKOKJIETOYHBIA  paK  Koxku™’,
HOBOOOpa3oBaHMS 0a3aJpHOKIETOYHAs KapuuHoMa'™’
(BKJIIOYasT KHUCTBI U
TOJIMIIBI)
Hapymenus co | Quenb yacmo Ouenb yacmo
CTOpOHBI  KpoBH M | TpomOonuronenus”, TpomOGouTonenus”,
JuMPaTHIECKOIH neitrponienus™’,  nelikonenuns’, | nerponenus™’, anemus’
CUCTEMBI anemus’ Yacmo
Yacmo OebpunbHas Heifrponenus™’,
®eGpunbHas Helirponenus”™ nelikonenus’
Hapymenus co | Ouenb yacmo Yacmo
CTOPOHBI ooMena | CHWKeHME anmeTuTa, CHwkenne | O6e3BoxkuBanue’, THIIOHATPHEMHS,
BellleCTB U MUTAHMA MAacchl TeNa, THIOKAINEMHUS TUMOKAJIBIIUEMUS
Yacmo
O6e3BokuBanue’
Hapyumenuss ncuxuku Yacmo
becconnnna
Hapyumenus co | Hacmo Yacmo
CTOPOHBI HepBHOI#i | JlucreB3usi, rojoBHas  0Ooib, | [lepudepuueckas CEHCOpHas
CHCTEMBI nepudepudeckas HelWponarTusi HelponaTusl, JeTaprus
Hapymenus co | Yacmo
CTOPOHBI OpraHa ciayxa | Bepruro
" Ja0OUPUHTHBIE
HapyLUeHHUs!
Hapymenus co Yacmo
CTOPOHBI cepALa Octpsrit NUMA?, cepaeyHas
HEJI0CTaTOYHOCTh
Hapyumenus co | Hacmo Yacmo
CTOPOHBI COCY/I0B Cuwxkenne AJTY Tpom6o3 rnybokux Ben’, TD
JIErOuHOM  apTepun’™’, CHUKEHHE
Al
Hapymenus co | Ouenv yacmo Yacmo
CTOPOHBI AbIXaTeabHol | Onpimka’ Onpimika®
CUCTEMBI, OpraHoB
TPYAHOIH  KIETKH W
cpenocTeHus
Hapymenns co | Ouenv yacmo Yacmo
cropounl )KKT Juapes®, tommora’, psora’, | Jmapes’®, Gonb B xuBOTE?, 3aM0p
3arop
Yacro

Bounb B xuBote’
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COOTBETCTBYET 3K

ot 29.01.2025 N= 1974

Kace cucreMbl | Bee mmennem;nm'@"-ﬁeﬂ@ﬂ-ﬁ‘réﬁﬁgﬂe' 'iﬁ'z'm'uﬁﬁ' 394
opraHos/ peakunu/Yacrora creneHu TskecTn/Yacrora
IIpennouyTuTeIbLHBINM
TEPMHH
Hapyumenus co | Ouenv yuacmo Yacmo
cTopoHbl  Koxu M | Ceimb (Bimrouas aymuteprudeckuii | Celnb
MOIKOKHBIX TKaHeH JIepMAaTHUT), 3y

Yacmo

Hounass moTnmBOCTB, CyXOCTh

KOXH
Hapymenns co | Ouenv yuacmo Yacmo
CTOPOHBI KOCTHO- | Mpimeunsie cymoporu, Oomp B | bome B crnmHe,  MBIIIeYHast
MBIIIeYHOI M | CIIUHE cnabocTs’, aprpanrus, 6omb B
COeIMHUTEJIbHO Yacmo KOHEYHOCTSIX
TKaAHU Aptpanrusi, 60716 B KOHEUHOCTSIX,

MBIIIEYHast c1aboCcTh’
Hapymenus co Yacmo
CTOPOHBI  MOYEK W [Moyeunas HELOCTATOYHOCTE’
MOYEBBIBOAAIINX
nmyTei

Oo0mme paccrpoiicTBa n
HApYLIEeHHUs] B MecTe
BBe/ICHHS

Ouenv yacmo

IToBeImeHHas YTOMIIAEMOCTD,
acTenus’, nepudepruIecKue
OTEKH, TPHUIITOTIOA00HBII
CUHAPOM (BKJIIOYAs JIMXOPAIKy’,
Kallenp)

Yacmo

O3H00

Yacmo
Jluxopanxa®, acteHus’,
HOBBIILEHHAS YTOMIIIEMOCTh

~ CM. «Onncanue otaenbHeIXx HP Y
® HP, 3aperucTpupoBaHHbIE Kak «cepbe3nbie» B xoae KM MKJI
Aunroputm, npuMensiembiit 11t MKJI:
KonTtpomupyemoe KU ¢passr I MKJT
e Bce HP, Bo3Hukaronme B xoae jedeHus y > 5 % nauueHToB, MOIyYaBIIUX JIEHATUAOMHU/I,
U, KaKk MUHUMYM, ¢ 2% pa3HUIIEH B JOJSIX MEXKIY TPYIION JCHAIMIOMUIA U TPYNION

KOHTPOJIA

e Bce HP, Bo3nukatonue B xoje jedeHus, 3 u 4 CTeneHH TSxKEeCTH y > 1% mnanueHTos,
MIOJIyYaBIIUX JICHAIMIOMMI, U, KaK MUHUMYM, ¢ 1% pasHULEl B JOIAX MEXKIY TPYIION
JICHAJIUIOMHU/JIA ¥ TPYIIIION KOHTPOJIS

e Bce HP, BozHukaromue B xoze jiedeHus y > 1% nanueHToB, MOJIy4aBIInX JEHATUIOMUL, U,
Kak MUHMMYM, ¢ 1% pasHuneil B J0OdSX MEXAY TpyNIoM JIeHaJUAOMUIA U TPYMIOR

KOHTPOJIA

Uccnenosanue B ognoit rpynne KU ¢assr 11 y mannentos ¢ MKJI
e Bce HP, Bo3Hukaromue B xo/¢e JiedeHUs y > 5% NanueHToB
e Bce HP, Bo3nukaromniue B xoze jiedeHus1, 3 u 4 CTENEHN TSHKECTH Y 2 1 00Jiee MallMeHTOB
e Bce HP, BozHukaronue B xo/ie eueHus y 2 u 6osee mairueHToB
Ceoonasn mabauya HP 0ns KoMOUHUpo8anHo mepanuu 1eHaiuooMuoom npu GoituKyispHol
auMepome u aumpome u3 Kiemox MapeuHaibHOol 30Hbl
Tabmuma 5 moroToBIIeHA IO JAHHBIM, TIOTYICHHBIM B XO7€ MPOBEICHUS OCHOBHBIX KU
(NHL- 007 u NHL-008) y maniuentoB ¢ ®JI unu JIM3, nony4yaBimnx KOMOUHUPOBAHHYIO
TEpaIuIo JIEHAIUIOMHUIOM C PUTYKCUMaOOM.
Tabauya 5. HP, ommeuennvie 6 KU y nayuenmos ¢ @JI unu JIM3, noayuaswux renaiudomuo
8 KOMOUHAYUU C PUMYKCUMAOOM
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COOTBETCTBYET 3K I’_EF'TH

-

ot 29.0

= 1974

r AY OTUETY

CucTeMHO-OpraHHbIN

Ilo0ounbIe peaknun

THHoooHee bEal.kﬁﬁlu-g. o

Kkjaace/ (cymmapHo)/YactoTa cTeneHnu Tsikectu/Yacrora
IIpennouyTuTeILHBINM
TEePMHUH
Nndexunonnbie u QOuenv wacmo Yacmo
napasuTapHble Undexuun BepxHuX AbIXxateabHbix | [THeBMoHms®, cencuc’, GpOHXHT,
3a0o0JIeBaHUSA myTen racTPO’HTEPUT, HHPEKINU
Yacmo MOYEBBIBOJIAIIUX MTyTEH
[TneBMOHMSA’, TpHIII, GPOHXHUT,
CHUHYCHUT, HH(EKIHN
MOYEBBIBOJISIIUX MyTEH
JodpokauecTBeHHble, | OQuens yuacmo Yacmo
3JI0KaYeCTBEHHbIE U CHHAPOM «BCHBIIKI» OIIyXoun” bazanpHOKIETOUHAS
HEYTOYHEHHbIE Yacmo kapuuHoma’™®
HOBOOOpa3oBaHNs [110CKOKIIETOYHBIH paK KOXU™

(BKJII0YASI KUCTHI H
TOJIUIIbI)

Hapymenus co Ouenv uacmo Ouenb uacmo

CTOPOHBI KPOBH H Helitponennsa™’, anemust’, Heiirponenus™?

JuMpaTnyeckoit TpomboruTonenusa’’, Yacmo

CHCTEMBbI NeWKoneHus Anemus’, TpomGonuTonenus™’,
Yacmo ®eGpunbHas Heltponenus’,
Jumponenns™ JNIEHKONEHus , TUMQONEHns

Hapymenus co Ouenb uacmo Yacmo

CTOPOHBI o0MeHa CHmXeHHre aImeThuTa, O6e3BoxknBanme’,

BeleCTB U MUTAHUA | TUIOKATUEMHUS TUIEPKATBIHMEMHUS’, CHIKEHHE
Yacmo anmneTuTa, THIoKaTueMHus,
O6e3BoxkuBanue’ runodocdaremus,
TUNIEPYPUKEMHUS
Hapymenus neuxuxku | Yacmo
Henpeccusi, 6eccoHHuIa
Hapymenus co Quenv ywacmo Yacmo
CTOPOHBI HEPBHOM I'osioBHas 60J1b, TOJIOBOKPY>KEHHE O6Mopok
CHCTEMBI Yacmo
[epudepuueckas Hefiponarus,
M3BpallleHHE BKyca
Hapymenns co Yacmo
CTOPOHBI cepAla ®uOpuILIsIMS TpeIcep i’
Hapymenus co Yacmo Ouenv yacmo

CTOPOHBI COCY/I0B

Caunxenue AJl

TD nerounoit aprepun’™’,
cHkeHne A/l

Hapymenus co Ouenv uacmo Yacmo

CTOPOHBI Onpimika’, Kanresnnb Onpimka’

AbIXaTeJbHOMH Yacmo

CHCTEMbI, OPTaHOB Bons B porormorke

TPYAHOM KJIETKH U

cpeaocTeHust

Hapymenus co Ouenv uacmo Yacmo

croponbl KKT Boms B xwmBoTe’, mmapes, 3anop, | bomb B xkuBoTE’, IMapes, 3anop,

TOLIHOTA, PBOTA
Yacmo

Boner B BepxHell 4acTH KHUBOTA,
JUCIIEIICUS, CTOMATUT, CyXOCTb BO

pTY

CTOMATUT
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COOTBETCTEYET E_I‘i' CMNEPTHOMY OTYETY

ot 29.01.2025 N2 1974

CucremHuo-oprannbiii | [lo6ounbie peakunu T H 66 otmbre pedrimn-3=4° U]
Kkjaace/ (cymmapHo)/YacToTa cTeneHnu Tsikectu/Yacrora
IIpennouyTuTeILHBINM
TepMUH
Hapyumenus co Ouens yacmo Yacmo
CTOPOHBI KOKHU U ChInb, KOXKHBIA 3y.1 ChInb, KOXKHBIN 3y]1
MO/IKOKHBIX TKaHel Yacto

CyXxoCTb KOXH, HOUHas

HOTJINBOCTh, SpUTEMA

Ouens yacmo Yacmo
Hapymenus co Mplmie4nble Cyaoporu, 00Jb B Boib B kKoHEUHOCTSIX, OOIB B 11IE€E
CTOPOHBI KOCTHO- CIIMHE, apTpalrus
MBbIIIEYHOMH " Yacmo
COeMHUTEJbLHOM Bonb B KOHEYHOCTSIX, MUAJTH,
TKaHU 0oup B 1Iee
Hapymenus co Yacmo
CTOPOHBI MOYeK M Ocrtpast moyeyHast
MOY€eBBIBOISIIIINX HEI0CTATOYHOCTH’
nyrei
O6mmue paccrpoiictBa | Quens yacmo Yacmo
u Hapymienus B mecte | Jluxopaska’, oBbIICHHAS [loBhIlIIeHHAs YTOMIISIEMOCTb,
BBe/leHHSA YTOMJISIEMOCTb, aCTEHHUS, aCTeHMS

nepudepuveckre OTeKH

Yacmo

O3H00
JlabopaTopHble © Yacmo Yacmo
HHCTPYMEHTAJIbHbIE CHmXeHre Macchl Tena [ToBbiuenue ypous AJIT
JaHHbIE

~ CM. «Onncanue otaensHeIx HP Y

Anroput™, npumensieMbliit aiig OJI u JIM3:

Kontponupyemoe KU ¢azer 111:

- HP B KM NHL-007 — Bce HP, Bo3Hukatomme B xone jeueHus y > 5,0 % manueHTos,
MOJIYYaBIIUX JIEHATUJIOMUJI/PUTYKCUMAO, U ¢ He MeHee yeM Ha 2,0 % OombIeit yacToToi
(%) B Tpymme JeHaTuAOMUIA 110 CPABHEHUIO C KOHTPOJIBHON TPYNION — (TMOMyNSIUs ISt
OLIEHKHM 0€30I1aCHOCTH)

« HP 3-4 crenenn tsxectd B KM NHL-007 — Bce HP 3—4 cTeneHnu TS)KeCTH, BOSHUKAIOIIHE
B Xxone JyedeHuss He MeHee yemM y 1,0%  manMeHToB,  MONy4aBIIHX
JICHATUIOMUJ/pUTYKCUMad, U ¢ He MeHee yeM Ha 1,0 % Oomnblieil 4acToToit B Tpyre
JCHAMJOMUJA 10 CPAaBHEHUIO C KOHTPOJIBHOM Tpynmoil — (HmOomyssiuusi JUisl OUEHKHU
0e30MacHOCTH)

« Cepbesnsie HP B K NHL-007 — Bce cepresnbic HP, Bo3HUKarOMME B XO/C JICUCHUS HE
MmeHee yeM y 1,0 % manueHToB, MoTy4YaBIINX JICHATHIOMHI/PUTYKCUMA0, U C HE MEHEe YeM
Ha 1,0 % Oompleil 4acToTO B TPYINE JCHAIMIOMUI/PUTYKCUMAO IO CPaBHEHHUIO C
KOHTPOJILHOM TPYIION — (MOMYJISIIHS 715 OLEHKHU O€30MacHOCTH )

UccnenoBanue B oguoi rpynme KU daser Il y manueHTOB ¢ MHIO0IEHTHON HEXOMKKUHCKOM

mumpomoit (MHXJIT):

« HP 8 KM NHL-008 — Bce HP, Bo3Hukaromue B xoe jedeHus y > 5,0 % nanueHToB

« HP 3-4 crenenn tsoxectu B KM NHL-008 — Bce HP 34 creneHu TsKeCTH, BOZHHKAIOIINE
B Xoj1¢e Jieuenus y > 1,0 % marueHToB

+ Cepnesnsie HP 8 KM NHL-008 — Bce cepne3nsie HP, Bo3HuKaromye B xoje JeueHus y
> 1,0% mamnueHToB

® HP, ormeueHnHble Kak «cepbesnbie» B KU y nanmentos ¢ ®JI u JIM3

* OTHOCHTCS TOJNBKO K cephe3HbiM HP
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* O600IIAOIIMI TEPMHUH «CBITbY BKIIOYAET CIIE

COOTBETCTBYET 3KCNEPTHC

MY OTUETY
01.2025 N= 1974

ot 29.01.2025 w P

ryrommed Hpenfiburtes siaepitutre JoiL,

MakKyJjomnamyJj€3Has Cbillb, KpallMBHHUIIA

O6oO0maromuii  TepMHUH

«IEUKOIIEHUI» BKJIOYAET

TEPMHHBI: JICMKOIIEHUS 1 CHIDKCHHE YHCIa HeﬁKOHHTOB

*kk

TEPMHHBI: J'II/IM(l)OHeHI/IH U CHHXXCHHC YHClIa J'II/IM(bOHI/ITOB

CIENYIOIME IPEANOYTUTENIbHbIE

O6oOmaromuii  TepMUH  «WIMM(OMEHUS» BKIIOYACT CIEAYIOIIUE MPEAINOYTUTEIbHBIC

Ceoonas mabauya HP, ommeuenHvlx 60 8pems nOCmMpecucmpayuoHH020 NPUMEHEHUs
B nomonnenue k BbieykasanHbiM HP, BeisiBIeHHBIM B Xo1e ocHOBHbIX KW, Tabmuma 6
MOTOTOBJICHA HA OCHOBE O0BEMHEHHBIX IMOCTPETUCTPAITMOHHBIX JaHHBIX.

Tabnuya 6. HP, 3apecucmpuposanHbvle 8 NOCMPe2UCMPAYUOHHOM Hepuooe y HAYUeHmOos,
NOJYYABUIUX TEHATUOOMUO

Kaace cuctemsbl | Bee HexkenaTelbHble | HexenaTeanHble peakiun 3 u 4

OpraHos/ peakuun/Yacrora crenenu Tsikectu/Yacrora

IpennoyruTeabHbIH

TEePMHH

Hudexuuonnvie wu | Heussecmmuo Heuzsecmno

napasuTapHsbie Bupycuble  uwnpekuuun  (Bxmrouas | BupycHeie mH(pekuuu (BKIOYas

3a00/1eBaHUA ONOSCHIBAIOIINN uman U | OMOSCHIBAIOLINN JIUIIai u
peakTUBaIMIo BUpyca renaruta B) peaKTUBAIMIO BHUpYyca TemaTuTa

B)

JdoOpokayecTBEeHHBI Peoko

€, 3JI0KaYyeCTBEHHbIE CHHIpOM ITH3HCA OITYXOJIH

| HEYTOYHEHHBIE

HOBOOOpa30BaHUS

(BKJIIOYAST KHCTHI H
MOJIUIbI)

Hapymenus co | Heuzgecmmo

CTOpoHbI KpoBu u | [IpnoOpereHHas reMoQuIus

aumarunyeckoit

CHCTEMBI

Hapymennust co | Peodxo Peoko

CTOPOHBI MMMYHHOI
CHCTEMBbI

AHadunnakTadeckas peakuusa”
Heuzeecmno

AHadunakTueckas peaxkus”

OTtTOpxeHue TPAHCIUIAHTAHTA
MIaPEHXMUMATO3HbIX OPTaHOB
Hapymenus co | Yacmo
CTOPOHBI I'nnepTtupeos
H/IOKPHHHOM
CHCTEMBI
Hapymenus co | Heuacmo Heuacmo
CTOPOHBI Jlerounast runepTeH3UA Jlerounas runepTeH3us
AbIXaTeJbHOM Heuseecmno
CHCTEMBbI, OpPraHOB WHTepcTuianbHbIi THEBMOHUT
TPYAHOH KJIETKH H
CPed0CTeHHS
Hapymenus co Heuszeecmno
croponsl KKT [Mankpeatut, nepdopamus XKT

(BKirO4as TpoOOAEHHE TPBIKH,
nepdopanii  KUIIEYHUKA |
TOJICTOM KHIIIKH)"
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.01.2025 N= 1974

Kace cucrembl | Bee HexqenaTenbﬂlﬂe' '-'-Méﬂﬁfehﬁhﬁybe'aﬁlfhﬂ 34
OpraHos/ peaknuu/Yacrora cTeneHu TsixecTn/Yacrora
[peanoyTuTebLHBII
TePMHH
Hapymenus co | Heuzgecmno Heuszsecmmno
croponbl meyeHu u | Octpas nedeHoyHas | Octpas [IeYeHOYHAs
JKeJTYeBbIBOAS X HEJ0CTaTOYHOCTH", TOKCUYECKHH | HEIOCTATOUYHOCTH”, TOKCUYECKUI
nyrei renatut”, HUTOJUTHYECKUN renaTur”, | renaTur”

XOJIECTaTHICCKUH remaTtur”,

CMEIIaHHBIN

LIUTONUTHYECKUI/X0JecTaTUIeCKUI

renaTut”
Hapymenus co Heuacmo
CTOPOHBI KOXH H AHTHOHEBPOTHYECKUH OTEK
MOJAKOKHBIX TKaHeHl Peoxo

Cunnpom
CruBeHca — J[>xoHCOHA™,
TOKCHYECKMM  3IUIAEPMAIIbHBII

HEKponusz”

Heuzsecmno
JIeKOIIMTOKIIaCTUYECKUIA
BaCKYJIUT, JICKapCTBEHHAs
KO>KHAast peaxuus,
COTIPOBOKIAFOIIASICS
S03MHOWIMEH ¥ CHUCTEMHOM
CUMIITOMaTHKON"

N CwMm. ommrcanme oraeibHbIXx HP

Omnucanue OTACIbHBIX HEXEIATSAbHBIX PEAKIIUI

Tepamoeennocms

JleHamuaoMu SIBJISICTCS CTPYKTYPHBIM aHAJIOTOM TAJIMJOMHJIA — AKTHBHOTO BEIIECTBA,
o0Jaiamero TepaToreHHbIM 3(PQEKTOM U BBI3BIBAIOLIETO TSKENbBIE KU3HEYTPOKAIOUINE
AHOMAJIMU PA3BUTHS Yy 4YelioBeKa. JICHAMUAOMUI WHIYIHPOBAT Yy OOE3bSIH TOSBICHUE
BPOXKJCHHBIX aHOMAIHMI, CXOXKHMX C OMUCAHHBIMU s Tamuaomuaa (cm. pasnen 4.6.). Eciu
JICHAJTUIOMHU/T IOCTYTIAET B OPTaHW3M BO BpeMsl OEpEMEHHOCTH, MOXHO TIPOTHO3UPOBATH €ro
TepaTOreHHbIN 3P PeKT.

Hetimponenus u mpomboyumonenus

Bnepsvle duacnocmuposannas mnodicecmeennas mMueioma. nayuenmol, KOmopviM NoKA3aHd
MPAHCHAAHMAUUS, NOAVYABUUES  TeHATUOOMUO 6 KOMOunayuu ¢ __bopmezomubom _u
deKcamemaszoHom

Heiitponienust 4 crenenn TsokecTH HaOmioganaceh y 2,8 % wu 28,7 % mnamnueHToB B
uccnenoBanusix PETHEMA GEM2012 u IFM 2009, cootBercTBeHHO. DebGpuibHast
HelTpornenus 4 creneHu Tsokectu Hadmoganack y 0,0 % u 1,1 % narueHToB B UCCIIEOBAHUAX
PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

TpomOormuTonenus 3 unu 4 creneHu TsHKeCTH Habmonanack y 6,3 % u 18,5 % marueHToB B
ncciaenosanusx PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepsvie duacnocmuposannas mmnoscecmseennas muenoma.: nayuenmsl _nocie TICK ¢
nociedyrouel noddeparcusaroulell mepanuetl 1eHaiudoMudoMm

[TonnepxxuBaronias tepanus aeHanuaomuom nociie TI'CK yaiie conpoBokaaiack pa3BUTHEM
HelTponeHnH 4 cTeNeHM TsbKecTH, yeM B rpyme rianedo (32,1 % B cpaBHenuu c 26,7 %
[16,1 % B cpaBHenuu ¢ 1,8 % mocite Havana nojaepkuBaroieii Tepanun] B xoae K1 CALGB
100104 u 16,4% B cpaBuenuu ¢ 0,7 % B KU IFM 2005-02, cootBercTBeHHO). Y 2,2 %
nmamuenToB B KU CALGB 100104 u 2,4 % nanumentoB B KM IFM 2005-02, cooTBETCTBEHHO,
3apeTUCTPUpOBAHA  HEUTPOIICHUS, KOTOpas TpHBElla K  MPEKPAlICHHI0  Teparuu
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COOTBETCTEYET E_I‘iﬁ. CMNEPTHOMY OTYETY

ot 29.071.2025 N= 1974

aeHamunomMugoM. debpuibHas HelTporeHus 4 crerett! 'QQK-E%%&:E%E%% CebocXobelt

YaCTOTOW B TPYIIIE MOAJIEPKUBAOIIEH Tepanuy JICHATHIOMHUIOM U TpyMIe mianedo B 000ux
KU (0,4 % B cpaBrenuu ¢ 0,5 % [0,4 % B cpaBHenuu ¢ 0,5 % mocie Havyasa mo/iep KuBaroIici
teparuu| B KU CALGB 100104 u 0,3% B cpaBuenun ¢ 0% B KU IFM 2005-02,
COOTBETCTBEHHO).

[TopnepxxuBaronass tepanus JeHammaomuaoMm nocie TI'CK wyamie BbI3pIBajia pa3BUTHE
TpombonuTonennu 3 wim 4 creneHu Tsxectd, yeM rwianedo (37,5 % B cpaBuenun ¢ 30,3 %
[17,9 % B cpaBHenuu ¢ 4,1 % mocie Havana noaaepxkuBatonieii Tepanuu]| B xoae KM CALGB
100104 u 13,0 % B cpaBHenuu ¢ 2,9 % B K1 IFM 2005-02, cOOTBETCTBEHHO).

Bnepsvle duacnocmupoeannas MHOICeCm8enHas MUeioMa. NAyUeHmyl, KOMmopbiM He NOKA3aHa
MPAHCNAAHMAYUS, NOTYHABUIUE  TeHATUOOMUO 8 KOMOUHAUUU ¢ OOpme30Mubom _u
oeKcamemazoHom

B uccnenosannn SWOG S0777 neitrpornienus crenenu 4 tshxkectd Habmroaanack B rpynmne RVd
pexe, yeM B rpyire cpaBHeHus Rd (2,7 % B cpaBuenuu ¢ 5,9 %). B rpynnax RVd u Rd 6bu1a
3aperucTpUpOBaHa AHAJOTHMYHAS YacTOTa pa3BUTH (HeOpUITBHOW HEUTporeHuu 4 CTereHU
sokectu (0,0 % B cpaBaenuu ¢ 0,4 %).

TpomboruTonienns 3 win 4 CTENEHU TsSHKECTH HaOmroganack B rpymmne RVd gamie, dem B
rpymne cpaBuenus Rd (17,2 % B cpaBHenuu ¢ 9,4 %).

Bnepsvie duacnocmuposanuas MHodcecmeeHHAs MUeiomMa: nayuermsl, KOMmopsvlM He NOKA3axa
MPAHCAAAHMAYUSA, NOYYABUIUE TICHATUOOMUO 8 KOMOUHAUUU C 0eKCaAMema30HOM

[Ipu npumeHeHnr KOMOWHAIIMK JICHATHAOMHUA C JIEKCAMETa30HOM Yy marueHToB ¢ BJIMM
OTMEYAJIOCh YMEHbIIIEHUE YaCTOThl BOSHUKHOBEHUS HEUTpOIIeHUU 4 cTernenu TsokectH (8,5 %
B rpymnme Rd (nenpepriBHOe sieuenue) u Rd 18 (neuennn B Teuenue 18 4-HenenbHBIX IIUKIIOB)
B cpaBHeHuu ¢ 15% B rpynne MPT). ®eOpunbHas HeWTporieHus 4 CTENEHU TSHKECTH
Habmonanack HedacTo (0,6 % B rpynmne Rd u Rd 18 B cpaBaenuu ¢ 0,7 % B rpynme MPT).
[Tpu mpuMeHeHnH KOMOWHAIMU JIEHAIUIOMH/IA C JEKCaMEeTa30HOM Y manueHtoB ¢ B/IMM
OTMEYaJIOCh YMEHBIIIEHNE YaCTOTHl BOSHUKHOBEHHSI TPOMOOIIUTONIEHUH 3 U 4 CTETICHU TSHKECTH
(8,1 % B rpynme Rd u Rd 18 B cpaBuenuu ¢ 11,1 % B rpymme MPT).

Bnepsvie duacnocmuposannas MHodcecmeeHHAs MUeiomMa: nayuermsl, KOMmopsvlm He NOKA3axa
MPAHCAAAHMAYUA, NOYVHABUIUE TIeHATUOOMUO 8 COUeMAHUY C MeNPANaHOM U NPEOHU3OJIOHOM
[Ipumenenure neHAIMIOMHUIA B KOMOMHAIIMY C MellpaslaHOM U TIPETHU30JI0HOM Y TIAIIUEHTOB C
B/IMM comnpoBoxianock 6ojee BBICOKOM YaCTOTOM BOSHUKHOBEHHSI HEUTPOIIEHUH 4 CTENEHH
msokectu (34,1 % B rpynne MPR+R/MPR+p) mo cpaBrenuto ¢ rpymmnoii MPp+p (7,8 %).
Onuzos! hedpuabHON HEUTponeHnn 4 CTeneHn TshHKecTH Habmoaanuch vyaie (1,7% B rpymnmne
MPR+R/MPR+p no cpasuenuto ¢ 0,0 % B rpynne MPp+p).

[TpumeHeHure JeHaTua0MUAa B KOMOMHAIIMY ¢ MeN(aaaHOM U MPEAHU30IOHOM Y MAIUEHTOB C
BJIMM corpoBok/1a710Ch MOBBIIIEHHON YacTOTOM BO3HUKHOBEHHS TpoMOomuToneHun 3 u 4
crerienn TsokecT (40,4 % B rpynne MPR+R/MPR+p) no cpaBHenuto ¢ rpymmoii MPp+p
(13,7 %).

MHnoorcecmsennas muenroma: nayueHmol, NOAVYUBUIUE KAK MUHUMYM OOHY JUHUIO Mepanuu
[IpumeHnenne KOMOWHAIIMK JICHATUJIOMHIA C JIEKCAMETa30HOM Yy TMalueHtoB ¢ MM
COTPOBOXKAATIOCH MOBBIIIEHHUEM YacTOThI Pa3BUTHS HeUTponeHnH 4 creneHu Tshxectu (y 5,1 %
MAalMeHTOB, MPUHUMABIIMX JICHATUAOMH C JEKCaMeTa3oHOM, Mo cpaBHeHuio ¢ 0,6 % y
MAIMEHTOB, NPUHUMABIINX KOMOWHAIIMIO JeKcaMeTa3oHa u 1uiane6o). DedbpunbHas
HEUTpOTICHHs 4 CTENEHU TSHKECTH Y MAIMEHTOB, MPUHUMABIITNX KOMOMHAITUIO JICHATUIOMHI/IA
C JIeKcaMeTa30HoOM, oTMedanachk HedacTo — 0,6 % (y manueHToB, MPUHUMABITUX KOMOUHAITHIO
nekcameraszona u mare6o — 0,0 %).

[IpumeHeHrne KOMOWHAIIMK JIEHATHIOMHIA C JeKcaMeTa3oHoM mpu MM compoBOXAANOCh
MOBBILICHUEM BEPOATHOCTU Pa3BUTHs TpoMOouuToneHuu 3 u 4 crenenu Tspkectu (9,9 % u
1,4 %, COOTBETCTBEHHO, y MAI[MEHTOB, MPUHUMABIINX JIECHAIUIOMHU]] C JIEKCAMETA30HOM,
otHOCUTENHHO 2,3 % m 0,0 % y manueHToB, MPUHUMABIINX KOMOWHAITMIO JeKCaMeTa30Ha U
m1ane6o).
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COOTBETCTBYET 3K
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Hayuenmoi ¢ mueroducniacmuueckunu cundpopany V1 D=TELADBATENBHOCTE 0003)

CMEPTHOMY OTYETY

YV naumerntoB ¢ MJIC, mnonydaBmmMX Tepanuio JICHAUIMIAOMHAOM, 4Yalle pa3BHBajIach
HeiiTponienust 3 u 4 crenenu TsxecTH (74,6 % y NanueHToB, NOTyYaBIIUX JIEHAIUIOMU, 110
cpaBHenuto ¢ 14,9 % y mnamuenrtoB, nomyyaBmmux miaanedo, B KM ¢aszer III). Cayuan
¢deOpunpHON HEeHWTporneHnu 3 u 4 CTEeNeHH TSHKECTH OTMEYEHHI y 2,2 % MalueHTOoB B IpyIIe
Tepalnuu JCHAIUIOMUIOM, 1o cpaBHeHH0o ¢ 0,0% y mnamueHToB B TIpymnie Ianedo.
[IpuMeHeHre JEHATMIOMUA Yalle COMPOBOXKIACTCS pa3BUTHEM TpoMmOonuToneHud 3 u 4
crenieHu TsokecTH (y 37 % MalueHToB, MOJMydYaBIIUX JIGHATUIOMH, MO cpaBHEHHUIO ¢ 1,5 %
MAIMEHTOB, oayJyaBmux miamne6o, B KU ¢aser I1I).

Hayuenmoi ¢ 1um@omon u3z kKiemoxk MaHmutiHoU 30Hbl

V¥ mamuentoB ¢ MKIJI vame pa3suBanach Heitponenus 3 u 4 crenenu Tspkectu (y 43,7 %
MAlMEHTOB, MOIYYaBIIUX JIEHAIUIOMU/, IO CpaBHEHUIO C 33,7 % manueHToOB B KOHTPOJIbHOMN
rpynre B KU ¢aszsl ). Coydyan dhedpuinbHoii HeiiTporieHnn 3 U 4 CTENEHU TSHXKECTH OTMEUEHBI
y 6,0 % mnauMeHToB, MOJYYaBIIMX JICHAUIMJAOMMA, MO cpaBHEHUIO C 2,4 % MalMEeHTOB
KOHTPOJIBHOM T'PYIIIIBL.

Hayuenmoi ¢ gonnuxynapnoi aumgomou ui aum@omou u3 Kiemox MapeuHaibHOU 30HblL
[IpumeneHue neHanuaoMuaa B KoMouHauu ¢ purykcumadom npu ®JI unu JIM3 cBsizano ¢
0ojee BBICOKOM YacTOTOM pa3BuTus HeWTporieHuun 3 wunu 4 creneHu Tsokectu (50 % y
MAIMEeHTOB, MOTYYaBIINX JEHATHIOMUI/pUTYKCUMa0, B cpaBHeHHH ¢ 12,8% y manueHToB,
nojyd4aBIIuX Iutane0o/putykcumad). Bee ciyuan Heiftporienuu 3 miam 4 CTENEHU TSXKECTH
ObuUTH OOpaTUMBI TIPH TIPEPHIBAHUU TEPANUH, CHUKCHUH JO3bI W/HIIH TIOAJEPKHUBAIOIIEM
neuenuu (paxkropamu pocra. Kpome Toro, Hewacto Habmonanacs ¢pedpuiibHas HEUTPONeHUs
(2,8 % y mammeHTOB, TOJNYyYaBIIUX JICHATUIOMH]/PUTYKCUMA0, 10 cpaBHeHuto ¢ 0,6 % y
MAIMEHTOB, OJY4YaBUINX 1ae00/puTyKcumMan).

[Tpumenenue neHanmuaOMIIa B KOMOMHAIMY ¢ puTykcumabom nipu DJI u JIM3 Taxoke cBsizaHO
c Oonee BBICOKOH YacToTOW TpoMOouutomeHuu cterneHd 3 win 4 (2,3 % y manueHTos,
MOJTYYaBIINX JICHATUAOMHU/PUTYKCUMA0, 10 cpaBHeHuto ¢ 1,1 % y manueHToB, moTy4aBIInX
riane6o/putykcuman).

Benosnas mpombosmbonus

[IpumeHeHre KOMOMHAIMKM JIEHATUAOMHJIA C JEKCAMETa30HOM Yy ManueHtoB ¢ MM
COIPOBOXAAJIOCH MOBBIIIEHHBIM PUCKOM pa3BUTHUsI TpoMOo3a IiyOoKkux BeH U TD nerouHoi
apTepuu, B TO BpeMs Kak B KOMOMHaIMu ¢ Men(agaHOM U TNPEeIHU30JOHOM, a TaKXkKe Y
naruerToB ¢ MM, MJIC u MKJI na ¢pone MoHOTEpanuu JeHaINJOMUIOM 3TOT PUCK ObLIT HUXKE
(cM. paszzen 4.5.). OnHOBpeMEHHOE Ha3HAU€HHE SPUTPONOITHUECKUX CPEACTB MM Haludue
TpoM0OO03a IrIyOOKHX BEH B aHAMHE3€ TaK)K€ MOTYT YBEJIMYUTH pUCK T oclHoXKHEHUH y TaHHOU
IpyNIbI NAUEHTOB.

Hnghapxm muoxapoa

VY nmanueHToB, NPUHUMABLIMX JEHAIMIOMHUJ, OTMEUYAINCh ciiydan pa3BuTtus MM, ocobeHHO
IIPYU HAJMYMU U3BECTHBIX (PaKTOPOB pUCKA.

I'emoppacuueckue ocnoscHenus

['eMopparuueckue OCIOKHEHUS yKa3aHbl B COOTBETCTBUUM C CHCTEMHO-OPraHHOMN
KJaccuuKkanuei, a UIMEHHO, HapyIIEHUs] CO CTOPOHBI KPOBH U JUM(ATUYECKOH CHUCTEMBI;
HapyLIEHUs CO CTOPOHBI HEPBHOIN CHCTEMBI (BHYTPHUUYEPENTHOE KPOBOUBIIUSHUE); CO CTOPOHBI
JIBIXaTEIbHOM CUCTEMBI, OPTaHOB I'PYIHOM KIETKH U CPEIOCTeHHUsI (HOCOBOE KPOBOTEUEHHE);
co croponsl JKKT (ruHruBanbHOe, TeMOpPpOUIANbHOE, PEKTaJbHOE KPOBOTEUYEHHS); CO
CTOPOHBI TOYEK M MOYEBBIBOAIIMX MyTed (TemMaTypusi); TpaBMbl, WHTOKCHKAIMM U
OCJIO’)KHEHUSI MaHUMYJISAIUH (yIIn0) U CO CTOPOHBI COCYA0B (IKXMMO3BI).

Annepauueckue peakyuu u mssxicenvle KO*CHbLE peaKyuu

HmeroTcst cooOIIeHNs 0 pa3BUTHH AJUIEPTUUECKUX PEaKIMH, BKIIIOYash aHTMOHEBPOTHUECKHIM
OTEK, aHA(PUIAKTHUECKYI0 PEaKIMI0, M TSDKENbIX KOXKHBIX PpEeakIUil, BKIOYas CHHAPOM
CruBenca — J[P>KOHCOHA, TOKCUYECKHI MHIePMaIbHBIN HEKPOIU3 U JIEKAPCTBEHHYIO PEAKITUIO
¢ so3uHOopuIuel u cucreMHoi cumnromatukoid (DRESS-cunzapom), mpu mnpuMeHeHUH
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CMEPTHOMY OTYETY

JEHAIUIOMUJOM M TalnuaoMuioM. JleHamupomua He cieqyeT Ha3HayaTh MHalMeHTaM, B
aHaMHE3€ KOTOPBIX OTMEYAJHUCh TsDKENble ()OPMBI CHIMM NPU MPHEME TaTHIOMHUIA (CM.
pasnen 4.4.).

Ilepsuunvle 310kauecmeennble ONYXoau Opy2oll 1OKANU3AYUY

HoBele 310kauecTBeHHbIE HOBOOOpa3oBaHusl, oTMeyaBiuuecs B KM y nanueHToB ¢ Muenomoin
1ocje INPUMEHEHHs] KOMOMHAIMM JICHAIUAOMHUJA C JAEKCAaMETa30HOM I10 CpPaBHEHUIO C
KOHTPOJIEM, IpPEICTaBIsUIM  cOOOW, TIJaBHBIM 00pa3oM, 0a3ajlbHOKJIETOYHBIH WM
IIJIOCKOKJIETOYHBIN PaK KOXKH.

Ocmputii muenouonwiii netikos (OMJI)

Mnooicecmsennas muenroma

Cnyqan OMJI nabmoganuce B KM BJIMM y manueHToB, MOMyYaBIIUX JICHATUIOMH B
KoMOuHamu ¢ Mmendananom uinu cpady ke nocie BIAM/TI'CK (cm. paszmen 4.4.), OMJI He
Habmogancss B KW y nmanmentoB ¢ BJIMM, monydaBmux JIEHAIUIOMHI B KOMOWHAIIMH C
JIEKCAMETa30HOM MPU CPaBHEHUWH C TAIUWAOMHIOM B KOMOMHAIMM C MeldalaHOM U
IPEAHU30JI0HOM.

Muenooucnracmuyeckue cuHOpombl

HcxonHble epeMeHHble, BKIIIOUYas CI0XKHbIE LIMTOreHeTHueckue aHomanuu u TP53 myranuu,
acCOIMUPOBAIUCH ¢ TIporpeccupoBanueM 10 OMJI y nmauuentoB ¢ MJIC5q u 3aBUCUMOCTBIO
oT remorpaHchys3uil (cMm. pazgen 4.4.). Ilpeackaszyemass IBYXJIETHSSI COBOKYIHas 4acTora
nporpeccupoBanus 10 OMIJI cocraBuna 13,8 % y manuenroB ¢ MJIC5q 1o cpaBHEHHUIO ¢
17,3 % y mauuentoB ¢ MJIC5q 1 oHON AONOTHUTENBHON IUTOTEHETHUECKOW aHOMAJNeH, 1
38,6 % — y manumeHToB CO CIOXKHBIM KapHOTHIIOM. B xone perpocnektuBHOro anammsa KU
aeHanuoMuaa npu gedennn MJIC, npenckaszyemasi IByXJI€THSSL 4acTOTa MPOrPECCUPOBAHUS
10 OMJI cocraBuna 27,5 % y ManeHToB C MOJIOXKUTENbHBIM pe3ynbTatroM UT'X-p53 u 3,6 %
y TaUeHToB ¢ oTpunareiabHbiM pesynbratom UIX-p53 (p =0,0038). V mnamnueHtoB c
NOJIOKUTENbHBIM pe3yibTaToM MI'X-pS53, wactora nporpeccupoBanus 1o OMIJI Obuia Huxke
Cpeau TeX, KOTOpbIE JOCTUIIIN HE3aBUCUMOCTH OT remoTpancdysuii (11,1%), mo cpaBHeHHIO €
nanureHTamu 0e3 Takoro oreera (34,8%).

Hapywenus co cmoponsl neuenu

B nmocTpeructpaninoHHOM Nepuoje 3aperuCTPUPOBAHBI CIEAYIONNE HAPYILIEHUSI CO CTOPOHBI
NeyeHn (YacToTa HEU3BECTHA): OCTpasl IEeYeHOYHas HeIO0CTaTOYHOCTh M Xojectaz (o0a
NOTEHUIUAIbHO (aTajbHbIE), TOKCUYECKHI T'eNaTuT, HUTOJUTUUYECKUI T'elaTuT, CMEIIaHHbIN
LUTOJINTUYECKUI/X0IeCTATUYECKUNA TeNaTHT.

Paboomuonus

bbutn  oTMedeHbl penkue ciydan pabJOMHONM3a, B HEKOTOPHIX M3 HUX JICHAJTUJIOMHM]
MPUMEHSJIU COBMECTHO CO CTaTUHAMMU.

3abonesarnus wumoBuUOHOU Jicenesvl

CooOmanoch 0 ciay4asXx BO3HHUKHOBEHHMS TUIOTHpeo3a W runeptupeosa (cMm. «OcoObie
ykazaHus: 3a00eBaHUs IIUTOBHIHON HKETIE3bI»).

Cunopom «ecnviukuy onyxoau (TFR) u cunopom nuzuca onyxoau (TLS)

B xone KM MCL-002 npumepso y 10 % nanueHToB, NOIy4YaBIIMX JIEUEHUE JIEHATUIOMUIOM,
pasBuwics cuaapoM TFR mo cpaBHenuto ¢ 0 % B rpymme KOHTpossl. BolbIIMHCTBO ciiyyaeB
BO3HUKJIO BO BpeMs | IMKJIa Tepanuu; BCE OHU PacliCHUBAJIMCH KaK CBSI3aHHBIE C TEpalUel; U
0O0JIBIIMHCTBO cilydaeB OblI0 1 miu 2 cTenenu TskecTH. [laueHTsl ¢ yCTaHOBIEHHBIM B XOJI€
JIMarHOCTHKHU BBICOKUM MEXJIyHApPOIHBIM MpOrHocTuyeckuM uHaekcom (MIPI) umm ucxonno
reHepaan3oBaHHOM JuMpoaaeHonaTuel (Haliuyue, Kak MUHUMYM, OJTHOTO o4ara JIuaMeTpoM
> 7cm) Moryt umerh puck passutus TFR. B KW MCL-002 TLS 3apeructpupoBaH y
| mamuenTa B Kaa0i u3 AByX rpyni jJedeHus. B nonomantensnom K1 MCL-001 mpumepHO
y 10 % nanuenrtos pas3suics TFR; Bce oHU paclieHHBaIUCh KaK CBSI3aHHBIE C TEpAIIUEl; U BCE
Obui 1 WM 2 cTenmeHu TsHKEeCTH. BOJBIMMHCTBO CilydaeB pa3BUBAjIOCh BO BpeMs | mukia
teparuu. B KM MCL-001 He otmeueHo cirydaeB pazutust TLS (cM. pasnmen 4.4.).
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B uccnenosanuun NHL-007 passutne TFR @buio 3aﬂgﬁké‘&§1ﬂ&3§ﬁ(}_ %ﬂlibﬁ’%-r{'l(b,g"%)

NAlMEeHTOB B rpymnne jeHanuaoMug/purykcumad u y 1/180 (0,6 %) mamueHTOB B rpymme
riane6o/putykcumab. bombimast gacte ciiydaeB TFR (18 u3 19) Obuta 3aperucrpupoBaHa B
rpynie JeHaTuA0OMU/PUTYKCUMa0 U BOSHUKIIA B TEUEHUE MEPBBIX IBYX IIUKIOB jiedyeHus. TFR
CTETeHH 3 TsHKECTH HaOJIIoIaIcs y OHOTO MAIMEeHTa U3 TPYIIIIbI JICHAIHIOMU Y/ PUTYKCUMA0 1
HE Ha0JII01aJICsl HU Y OJJHOTO MallleHTa rpyIisl ianedo/putykcumad. B uccinenoanuu NHL-
008 TFR nabmonancs y 9/222 (4,1 %) nanuenTos; (3aperucTpupoBansl 4 ciydas 1 crenenu
TSOKECTHU U 5 CilydaeB — 2 CTENEHU TSKECTH); OJIMH 3aperuCcTPUPOBAaHHBIN CiIydail ObLT couTeH
CEPbE3HBIM.

B wuccnenosanuu NHL-007 TLS Bo3uuk y nByx mnanueHtoB (1,1 %) w3 rpynmsl
JICHAJIUIOMUJ/pUTYKCUMA0 U HE HaOIIOaICa HU Yy OHOTO U3 nanuenToB ¢ OJI, moaydyaBmmx
mane6o/puTykcuMad; HU y OJTHOTO MarueHTa He 3apeructpupoBanbl HP crenenu 3 winu 4. B
uccnenoBanu NHL-008 TLS Bo3nuk y omgnoro mamuenTta (0,5 %). Oto equncrsennas HP
Obu1a naeHTuuIMpoBaHa kak cepresnas HP 3 crenenu tspkectu. B nccnenoBanmu NHL-007
HU OJIMH U3 MAIMEHTOB HE MPEKPATHII TEPAIHIO JICHAIUIOMHUIOM/PUTYKCUMAOOM 110 IPUYHHE
Bo3HMKHOBeHUsA TFR nwnu TLS.

3abonesanus JKKT

[Tepdopanus XKKT Opima 3apeructpupoBaHa Ha (oHE NpUMEHEHHs JIEHAIWJOMUIA.
[Tepdopanus JKKT moxeT npuBOIUTH K CENTHUECKUM OCJIOKHEHUSAM U (PaTaIIbHOMY UCXOY.

Coo0111eH1E 0 TT0/1I03PEBAEMBIX HEKEIATEIbHBIX PEaKIIHIX

Baxxno coo0mare 0 mOA03PEBAEMBIX HEXKENATENbHBIX PEAKIUIX IOCIe PEerucTpanuu
JIEKapCTBEHHOI'0  Ipenapara ¢ LEIbl0  O00CECIEYEeHHs] HEMPEpPhIBHOTO MOHHUTOPUHTA
COOTHOIIEHUS <«I10JIb3a — PUCK» JIEKapCTBEHHOTo Mpenapara. MenuuuHCKUM paboTHHKAM
peKoMeHayeTcss  coolmaTh O JIFOOBIX  IMOJI03PEBAEMBIX  HEKEIATEIBHBIX — PEAKITHSIX
JICKapCTBEHHOTO Tperapara 4yepe3 HallMOHAIBHBIE CUCTEMBbI COOOIIEHUS O HEXKeJaTeIbHBIX
peaKuUsIX rOCy1apCTB — WICHOB EBPa3HiicCKOro SKOHOMHYECKOTO COK03a.

Poccuiickas ®@eoepayus

denepanbHas ciyx0a 1o Ha30py B chepe 3apaBooxpanens (Poc3apaBHaazop)
Anpec: 109012, r. Mocksa, CiiaBsiHCKast Iiomaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnexTponHas nmoura: pharm@roszdravnadzor.gov.ru

CaiiT B HH(OpPMAIIMOHHO-TEIEKOMMYHUKALMOHHON ceTn «MHTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMIITOMBI

Tokcuueckue MPOSIBICHUS, TUMHUTHPOBABIINE BEIWYMHY J03bl B HCCIEIOBAHMSIX, OBLIU
HACKJIIOUUTEIIFHO T€MATOJIOTHUECKUMMU.

Jleuenue

CrnenuanbHOro IJjaHa JEHCTBUN MPHU MEPEN03UPOBKE JIECHAINIOMHU/IA B HACTOSIIIEE BPEMSI HE
BBIPabOTaHO, HECMOTPSI HAa TO, YTO B MCCJICIOBAHUAX 1O OMPEACICHUIO JUana3oHa /103 4acTh
MalMEHTOB Moyyvana 1036l 10 150 Mr, a B UCClIeIOBaHUAX BO3/IEUCTBHS OJTHOKPATHOM J103bI —
no 400 Mmr mpenapata. B ciiywae mnepeno3MpoBKM PEKOMEHAYETCS CHMITOMaTHYecKas
MOJ1JIEP KUBAIOIIAs] TEpATIUS.

5. DPAPMAKOJIOTHYECKHE CBOMCTBA

5.1. dapmakoaMHAMHYeCKHe CBOICTBA

dapMakoTepaneBTHUECKAs TPYIIA: UMMYHOAEIPECCAHTBI;, IPYTHE UMMYHOIEITPECCAHTHI.
Koxn ATX: L04AX04
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MexaHu3M IeHCTBHS (MOCNEOOBATENEHOCTE 0003)

CMEPTHOMY OTYETY

JlenanuaoMup CBSI3bIBACTCS HEMOCPEACTBEHHO C IIEpe0IOHOM, KOMIIOHEHTOM (hepMEHTHOTO
komruiekca KyJnH-RING E3 yOukBuTHHIMIa3bl, KOTOpbIi Bkitodaer Oenok-1 (DDB1L),
CBSI3BIBAIOIINNACS C TOBPEXKICHHON Ae30KcupuOonykienHoBor kucioror ([HK), xymmun 4
(CUL4) u perymstop kymmnoB 1 (Rocl). B remomostudeckux KIE€TKaxX CBS3bIBAHUC
JICHAIMIOMHU/IA C IIepeOIoHoM MoOun3yeT cyocTpaTHbie O0enku Aiolos u Ikaros, siBistontuecs
dakTopaMu  TPAHCKpUIIMU B  JUMQPOHIHBIX  KJIETKaX, 4YTO TPUBOAMT K  UX
yOUHKBUTUHUPOBAHUIO U  TOCJIENyIOIIeMY pacrmagy U 0oOyclaBIMBaeT  IpsSIMbIe
[IUTOTOKCUYECKUI 1 UMMYHOMOIYJIUPYIOIIUN 3((HEKTHI.

B wyacTHOCTH, JE€HANMUAOMHUJ HMHTUOMpPYET Mpoiudepalndo W YCHUIMBAeT  arolTo3
OMPENEICHHBIX  3JIOKAYECTBEHHBIX  TIE€MATOMOdTUYECKUX  KJIETOK  (BKJOYas  KIETKH
MHOXECTBEHHOH Muenombl (MM), knetku ¢ommukymsipaon aumdomser (DJI) um ket c
JEJIEUUsAMA  XPOMOCOMBI 5), YCWIMBA€T HMMMYHUTET, OMNOCPENOBaHHBIM T-KieTkamu H
kieTkamu-ectecTBeHHbIMU Kuiuiepamu (EK), u yBenmumBaet uucno EK, T-kimeroxk u EK T-
kierok. [lpu muenoaucmnactuueckom cunjapome (MJC) ¢ uzonupoBaHHOM Aeneuuen S5q
(MJIC5q) nenamumomua W30MpaTEIbHO WHTHOMPYET NATOJOTHYECKHH KIIOH, YCHUJIUBAs
aronTo3 KJICTOK C M30JUPOBAaHHOM Aenernuei 5q. KomOuHams reHanuIoMuaa u puTykcumaoa
YBEJIMYUBAET AHTUTEI03aBUCUMYIO KJIETOUHYIO IUTOTOKcHUHOCTh (A3KL) 1 mpsimoii anornto3
3JI0Ka4€CTBEHHBIX KJIETOK DJI.

Mexanu3m  JEHCTBUS  JIEHANIMJOMHJA  TaKKe  BKJIIOYAeT  AHTUAHTHOTCHHBIE |
IPOAPUTPOIIOITUYECKUE CBOMCTBA. JIeHanuaoMuj MHrUOMpYEeT aHTHOIeHe3, OJOKUpYs
MUTPAILUIO U aJre3UI0 SHAOTEIUAIBHBIX KIETOK M 00pa30BaHUE MUKPOCOCYIOB, MOBBIIIAET
npoAyKIuio GeranbHoro remorioouHa CD34+ cTBOIOBBIME IeMOITO3THYECKUMU KIICTKAMU, U
UHTHOUPYET MPOIYKIUIO MPOBOCIATUTENBHBIX IMTOKMHOB (Hampumep, (akTopa HEKposa
orryxonu anbga (PHO-a) u untepneiikuna-6 (UJI-6)) MmoHOIIMTAMHU.

Knnnnueckast 3 peKTUBHOCTD U 6€300aCHOCTb

O¢pdexTuBHOCTE UM 6€30MACHOCTH JICHATUAOMMA ObUIM H3y4Y€Hbl B IIECTH KIMHUYECKHX
uccnenoanusax (K1) ¢asser 111 npu Bnepseie auarnoctupoannoit MM (BIAMM), B neyx KU1
¢a3el 111 npu penuauBupyromeit peppakrepoit MM, B onnom KU ¢a3er 111 u B omHom KU
¢azb! 11 npu MJIC, B onnom KU ¢a3el 11 npu numpome u3 knerok mantuitnoi 30us1 (MKIJI), B
oxHoM KU dassr 111 1 ognom KU daszer I mpu Gonmukynsaproit tumdpome (DJI) u mumdpome
KJIETOK MapruHaibHOU 30HbI (JIM3).

5.2. ®apMaKOKHHeTHYECKHE CBOMCTBA

JleHanuIOMUJ UIMEET B CBOEH CTPYKTYpE aCUMMETPUYECKUN aTOM yIiIepoja, MO3TOMY MOXKET
CyILIECTBOBaTh B BHJE JBYX ONTHYECKH akTUBHBIX (opm: S(-) m R(+). Jlenanumommn
npeacTaBisieT co0oil pareMuyeckyto cMech. JIeHanuaoMua OOBIYHO JIydllle pacTBOPSETCS B
OpPraHMYECKUX PACTBOPHUTENSAX, HO MMEET Hamilydilyi pactBopuMocTth B 0.1N OydepHom
pacTBOpE CONSHOM KHCIIOTHI.

AOcopbuus
[Tocie mpuemMa BHYTph HATOMIAK 30POBBIMH JIOOPOBOJIBIIAMH JICHATHJIOMH OBICTPO

BCACBhIBAeTCS; MPH STOM MaKCHMajbHasi KOHIIEHTpamus ngocturaerca depe3 0,5-2 4 mocrne
OJTHOKPATHOTO TpueMa. Y TMaIMeHTOB, a TakKe 3JI0POBBIX JOOPOBOJIBIIEB MaKCHUMaJbHas
koHIeHTparus (Cmax) ¥ TUIOIIAIb TIOJ KpUBOH «KOHIeHTparus — BpeMs» (AUC) Bo3pacTaior
MIPOTIOPIIMOHAIBHO YBETWYEHHUIO J103bl. [IOBTOpHBIE MpueMBbI Mpenapara He MPUBOAT K €ro
KyMyJISIUM  (HakoIUIeHWI0). B 1ma3Me KpoBM OTHOCHUTENbHBIE OJKCIO3UIMH S- U R-
SHAHTHOMEPOB JICHATUIOMHIA COCTaBISAIOT mpumepHo 56 % u 44 %, COOTBETCTBEHHO.
[IpumeHeHue npenapara ¢ NUIIEH C BBICOKUM COAEPKAHUEM KUPOB U BICOKUM COZAEPKAHUEM
VIJIEBOJIOB Y 3/IOPOBBIX JTOOPOBOJIBIIEB TMOHM)XAET CTEIEHb BCACBIBAHUSA, YTO MPHUBOJHUT K
ymenbieHnto AUC npumepno Ha 20 %, a Cmax Ha 50 % B ma3me kpoBu. OJIHAKO B OCHOBHBIX
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KU npenapata npu nedennn MM 1 MJIC, B kdropbix GLi-y¢ ranobenbi sdPelrisHocrs

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

0e30I1acHOCTh JICHAIMJOMUA, MallMeHThl NPUHUMAIU IpernaparT HE3aBUCUMO OT IpHema
Uiy, Takum 00pa3om, JIeHAIUAOMUI MOKHO TPUHUMATh BHE 3aBUCUMOCTH OT ITPHEMa MUTIIH.
Pe3ynpTaThl MNONYJSILIMOHHOTO aHaiu3a (PApMaKOKMHETHMUECKUX [JaHHBIX IIOKa3ald, 4YTO
CKOPOCTb BCAChIBaHUS JIEHAJINIOMU/1A IIOCIIE IPUEeMa BHYTPb aHAJOTM4HA y NAMEHTOB ¢ MM,
MJIC u MKJIL.

Pacnpenenenue

In vitro ceasp (Y*C)-nenanuaomuna ¢ GelkaMy MIa3Mbl KPOBU ObLIA HU3KOM, U B CPEIHEM,
coctaBimsia 23 % wm 29 % y DanmMeHTOB C MHOXECTBEHHOH MHEIOMON M 3JI0POBBIX
JI0OpPOBOJIBIIEB, COOTBETCTBEHHO.

Jlenanuaomu npucytcTByeT B ceMeHHou xkuakoctu (< 0,01 % ot g03b1) mocie npuema ero B
n03¢ 25 Mr B CyTKH (MI/CYT), HO HE ONPEICNISICTCS B CEMEHHOW KHUIKOCTH 3J0POBBIX
J0OPOBOJIBIIEB CIYCTs 3 JIHS TOCIIEe MPEKPaICHUs preMa npemnaparta (cMm. pasnen 4.4.).

buotpanchopmanus u 3IuMuHaIIS

PesynbraThl MccienoBaHui MeTabonmmu3Ma IN VItro ykasbIBarT, YTO M30(EPMEHTHI CUCTEMBI
nutoxpoma P450 He mpuHUMAalOT ydactus B MeTabonu3Me JICHAIMJOMHJIA Y 4eJIOBeKa,
[I03TOMY METa0OJMYECKUE JIEKAPCTBEHHbIE B3aUMOJECHCTBHUS MPU COBMECTHOM IPUMEHEHUU
JICHATMJOMHUJA U TIpernapaToB, UHTHOUPYIOMUX U30(EpPMEHThI CUCTeMBbI HuToxpoma P450,
MaJIOBEPOSITHBL.  Pe3ynbTaThl  MCCIENOBAaHUE  INVILFO  IEMOHCTPUPYIOT — OTCYTCTBHE
UHTHOUpYIoLIero aeiicTeus geHanuaomuaa Ha uzopepmentol CYP1A2, CYP2C9, CYP2C19,
CYP2D6, CYP2E1, CYP3A wumu UGTIAl. Takum o0Opa3oM, MajJOBEpPOATHO, YTO
JCHAMUIOMUJ OyJeT CIOCOOCTBOBATH PAa3BUTHUIO  JIIOOBIX  KIMHUYECKH  3HAYUMBIX
JICKApCTBEHHBIX B3aUMOJICHCTBUI NPH OJHOBPEMEHHOM HA3HAYEHUH C CyOCTpaTaMu 3THX
130()EepMEHTOB.

[To nmaHHBIM HccIeqOBaHUE IN VIrO JeHamuaOMHI HE SBIIETCS CyOCTpatoM Oerka
PE3UCTEHTHOCTH paka MonouHoi kene3bl uenoBeka (BCRP), mnepenocunkoB Oemnka
MHOKECTBEHHOW JjiekapcTBeHHOM ycroiuuBoctu (MRP): MRP1, MRP2 wumu MRP3,
nepeHocunkoB opranndeckux aHuoHoB (OAT) OATI1 u OAT3, monumnentuaa-nepeHoCYNKa
oprannueckux aHuoHoB 1B1 (OATP1B1), nepeHocunkoB oprannyeckux katuoHoB (OCT)
OCT1 u OCT2, 6enka-nepenocuunka cemeiictea MATE (multidrug and toxin extrusion protein),
MATE], u opuruHaibHbIX NepeHOocuuKoB opraHumdeckux kaTuoHoB (OCTN), OCTNI u
OCTN2. HccnenoBanust in VItro mokasanu, 4To JICHATUAOMHU HE OKa3bIBACT HHIUOUPYIOIIETO
JEHCTBUS Ha AKCHOPTHpYIOIIYI0 mommy cojeil xkemunslx kucinor (BSEP), BCRP, MRP2,
OATI1, OAT3, OATPIBI, OATPIB3 nmu OCT2.

Bonpiras yacte neHaNMAOMUA BEIBOAUTCS MOYKaMU. BKiaa modyeuHoi 3KCKpeluuu B 0Omuid
KJIMPEHC y NallMeHTOB C HOpMaJIbHOU GyHKIuMel mouek coctasisii 90 %, a 4 % neHanuoMua
BBIBOJINJIOCH KUILIEYHHUKOM.

JleHanuIOMHUJ MPaKTUUYECKH HE MeTabonu3upyeTcs B opraHu3Mme, Tak Kak 82 % ero Jo3bl
BbIIETISIETCSl TOYKaMU B HEU3MEHEHHOM BHJE. [uapokcu-ineHanmuaoMuj U N-aneTu-
JeHaNUuAOMU cocTaBisAT 4,59 % u 1,83 % OT 3KCKpeTMpOBaHHOM /103bl, COOTBETCTBEHHO.
[ToueuyHblli KIMpPEHC JEHATUAOMHUJA MPEBBILIAET CKOPOCTh IJIOMEPYJSIpHOW (UIbTpaIUHy,
TaKUM 00pa3oM, MPOLECC BBHIBEACHUS UMEET, B HEKOTOPOW CTENEHHU, M aKTUBHBIM XapakTep.
[Tpu mpueme B 103ax (525 Mr/cyT) MepHO MOTYBBIBEACHHUS MPETIapaTa COCTABISAET IPUMEPHO
3 4y 3710pOBBIX 10OpOBOJIBIEB U OT 3 710 5 4y nmanmentoB ¢ MM, MJIC u MKJL.

IToueyHast HEIOCTATOUYHOCTD

dapMaKOKHHETUKA JEHATUAOMUA U3ydalach Y MallMeHTOB C MOYEYHON HEJO0CTaTOUYHOCTHIO,
BBI3BaHHOH HE3JI0Ka4eCTBEHHBIMU NIPUYMHAMU. B 3TOM HMccaeqoBaHuU Ui OLIEHKH (DYHKITUH
MOYEK HCIOJIb30BaJM JIBa METOJla: M3MepeHHue rnodeyHoro kimpeHca kpeatuHuHa (KK) B
teuenne 244 u pacuer KK mo d¢opmyne Kokpodra —I'onra. Pesynprarhl mokasamu
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NPOMOPLUOHATIBHOE CHI)KEHUE OO0IIero Kiuperca Hpeﬂ%ﬁjﬁgﬁgp%T%%fﬁiﬂT@yﬁxﬁﬁh

CMEPTHOMY OTYETY

nouek (<50 mu/muH), B pesyabrare npuBonuiiee kK moBwimeHnto AUC. 3nauenuss AUC
HOBBILIAIINCH IPUMEPHO B 2,5, 4 1 5 pa3 y NaMEHTOB C IOYEYHOIN HEJOCTATOUHOCTBIO CpEeIHEN
U TSDKEIIOM CTETICHM TSOKECTH M TEPMUHAIIBHOM cTaauei moueunoit Henoctatounoct (TCITH),
COOTBETCTBEHHO, 0 CPABHEHHWIO C TPYIIOW, OOBETUHSIONICH MAIMEHTOB C HOPMAaJIbHOMN
GbyHKIMEH MoYeK M MAUEHTOB C MOYEYHOM HEJOCTAaTOYHOCTHIO JIETKOW CTEIEeHU TSAKECTH.
[lepron monyBbIBEAECHUS JIEHAIWIOMMJA NOBBIIAJICA HNPUMEPHO ¢ 3,5 u (y HAMEHTOB C
KK > 50 mu/mun) 1o 6onee 9 u (y mammentoB ¢ KK < 50 ma/mun). Ilpu 3TOM modednas
HEJIOCTaTOYHOCTh HE BIHsUIA Ha aOCOPOIUIO JICHAIMAOMUIA TP TIpUeMe BHYTpPb. 3HAYCHUS
Cmax HE pa3iMyaliuch Yy 3J0pOBBIX JOOPOBOJIBLIEB M MAIlMEHTOB C IOYEYHOU
HenocTaToYHOCThIO. [ IpuMepHo 30% npenapaTta BEIBOJMIOCH U3 OpraHU3Ma B X0/1€ 4-4acOBOT0
ceaHca quanu3a. PekomeHaanuy mo u3MeHEeHHIO 103kl npenapaTta JlanaoTeke y maieHToB ¢
MOYEYHOM HEJOCTATOYHOCTBHIO MPUBENICHHI B paszjene 4.2.

IleyeHo4YHAs HEIOCTATOYHOCTh

[TomynsiuoHHBIM  aHaMM3 (PapMaKOKMHETUYECKUX TaHHBIX MAlUEHTOB C IEUYEHOYHOM
HEOCTAaTOYHOCTBIO JIeTKoW creneHu Tspkectd (N = 16, obmmii Owmmpyoun B 1-1,5 pasa
npeBblliaeT BepxHiolo rpanuily Hopmbl (BI'H), umn ACT > BI'H) nmokaszan oTcyTcTBHE
BIIMSIHUSL IEYEHOYHOM HEAOCTaTOYHOCTH JIETKOW CTENEHHU TSKECTH Ha KIIMPEHC JICHAINIOMUAA
(9KCTO3ULINIO B I1a3Me). JIaHHBIX B OTHOLIEHUH MAIIUEHTOB C IEYEHOYHOI HE0CTATOYHOCTHIO
CPEIHEN U TSKEIION CTEIIEHM TSXKECTH HE ITOIYYEHO.

JInma moKuaoro Bo3pacra

Crneuunansabix KU 11 oueHku GpapMakOKMHETUKH JICHAIUIOMH/IA Y TIOKUJIBIX MTAlIUEHTOB HE
pOBOIMIIOCE. [1OMyISIIMOHHBIN aHaIu3, B KOTOPHIH OBLIN BKIIOYEHBI (hapMaKOKHHETUIECKHE
JIaHHbIC MAIMEHTOB B Bo3pacTe OT 39 no 85 yer, He BBIABUI BIUSHHUS BO3pacTa Ha KIUPEHC
JCHAIUAOMUA (SKCIIO3ULMIO B I1a3Me). YUUTHIBAs MOBBIIIEHHYIO BEPOSTHOCTh HAPYLICHUS
GbyHKIHMI TOYeK B MOXKUIIOM BO3pacTe, CieayeT COOI0aaTh OCTOPOKHOCTD IPU MOI00PE A03bI
npenapara U OCYHIECTBIISTH TIIATENbHBIA KOHTPOJIb (PYHKIUHU MOYEK Ha (OHE MPOBEACHUS
TeparuH.

Jpyrue BHyTpeHHHE (HaKTOPbI

HOHYJ'ISIIII/IOHHI)II\/JI aHaJIu3 q)apMaKOKI/IHeTI/I‘ICCKI/IX JAaHHBIX IMOKa3ajJl OTCYTCTBUC KIMHUYCCKU
3HaYMMOro BiMsAHUSA Macchl Tena (33—135 kr), mona, pacsl ¥ BUAa OHKOIE€MAaTOJIOTHYECKOro
3a0oneBanusg (MM, MJIC unu MKJI) Ha knmupeHe JeHanuaoMua y B3pOCiblX NalleHTOB.

5.3. lanHble TOKJIUHUYECKOH 0€30MaCHOCTH

[To pesynpraTam HCCIEAOBaHUA OCTPOW TOKCHYHOCTH MHHHMAJbHBIE JIETAIbHBIE JI03bI
JCHAJIMIOMUA TIocie BBeACHUS BHYTpb cocTaBmsu > 2000 Mr/kr/cyT y TpBI3yHOB.
[ToBTOpHOE MepopanbHOE BBeAeHME Npenapara B go3ax 75, 150 u 300 mr/kr/cyT kpeicaM B
TedeHue 26 Helenb  BBI3BIBAJIO  00paTHMOE, CBSI3aHHOE C  Tepamueil  IMOBBIILIEHUE
MUHepaJIn3alii MOYeYHOH JOXaHKU NP BBEIEHUH BCceX 3 103, Haubojee 3aMeTHOE Y CaMOK.
Ho3a mpemaparta, He MPUBOMASIIIAST K PAa3BUTHIO HAONIOAAEMBIX HEXENIATeNbHBIX 3(P(HEKTOB
(NOAEL), cocraBnsuiia MeHee 75 MI/KI/CyT, 4TO NpUMEpPHO B 25 pa3 BbIlIe 3HAYCHUS
€XKEJTHEBHOM AKCIO3ULIMM y YelioBeka, ucxoasa u3 3HaueHus AUC. [loBropHoe nepopalibHOE
BBEJICHUE JICHATUIOMHIAa 00e3bsiHaM B 103aX 4 u 6 Mr/Kr/cyT B TeueHue 20 Heaeab NPUBOAMIO
K ru0eny >KMBOTHBIX M DPAa3BUTHIO 3HAYMMOM TOKCUYHOCTH (3aMETHas IMOTepsi Beca TeJa,
YMEHBIICHWE YHUCJa 3PUTPOLIUTOB, JIEHKOIMTOB U TPOMOOLUTOB, T€MOPPAarud BO MHOTHX
OpraHax, BOCHaJIeHUE CIU3UCTON 000510UKH ey nouHo-kumeyHoro tpakra (JKKT), atpodust
IMM(ATHIECKON CUCTEMBI U KOCTHOT0O Mo3ra). [ToBTOpHOE nepopaibHOe BBEIeHUE 00€3bsiHaM
JeHAMUAOMUIa B J03ax | W 2 MI/KT/cyT B mepuoj 10 | roma TPUBOIWIO K Pa3BUTHIO
O00paTUMBIX H3MEHEHHUH KJIETOYHOIO COAEP)KUMOr0 KOCTHOTO MO3ra, HE3HAUUTEIbHOMY
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)Kene3pl. HesHaunTenpbHOE CHIKEHHE KOJIMYECTBA JIEHKOLMTOB OTMEUEHO NPH NMPHUMEHEHUU
JI03bI JICHaTUAOMHA | MI/KI/CyT, KOTOpas COOTBETCTBYET TaKOW e J03€ JJIs 4elloBeKa,
ucxons u3 cpasuenuit AUC.

B wuccrnenoBaHusx MyTareHHOCTH IN VItro (TecT OLIGHKH OOpaTHBIX MyTallMii Ha OaKTepusX,
aHaJIM3 XPOMOCOMHBIX aleppauuii B JuMmdonurax mnepudepuyeckoil KpoBH 4YeJoBeKa,
TeHOTOKCUYECKUI TECT Ha KJETKaxX MBIIIWHOW JTUM(OMBI, HCCIeOBaHHE TpaHCHOpMaLUU
KJIETOK SMOpUOHA CHPHUIICKOrO XOMsiuKa) M N VIVO (MHKpOSICPHBII TECT Ha KpbICax) HE
OTMEUYEHO BJIMSIHUSA MpernapaTa Ha TeHETHUECKOM WJIM XPOMOCOMHOM ypoBHE. MccienoBanus
KaHIIEPOT€HHOCTH TIperapaTa He MPOBOANIIH.

HccnenoBanust TOKCHUYECKOTO BJIMSHUS Npenapara Ha pa3BUTHE SMOpHOHA/IIJIONA paHee
NPOBOAWIINCH HA KPONHMKax. B 3THX mcciaeqoBaHUAX KpOJIMKAaM BHYTPh BBOAWJIM Ipemapar B
nozax 3, 10 m 20 mr/kr/cyt. Ilocne mpumenenus npenapata B go3zax 10 m 20 mr/kr/cyt
OTMeYalld [JJ0303aBHCUMYIO arcHE3WI0 CpPEAHEH IOoNM JIeTKOro, a TpH BBEACHHH JI03BI
20 Mr/kr/cyT — cMeleHne modek. XOTs 3TH HeOIaronpHusTHbIC sIBICHHUS HAOII0AaINCh MpU
NPUMEHEHHN 7103, TOKCHUYHBIX JUIS OCpEeMEHHBIX CaMOK, OHH MOTYT OBITh OOYCIIOBIICHEI
npsMbIM BO3elicTBHeM mpenapata. Ha ¢one npumeHenuss mpemapara B npo3ax 10 u
20 MI/Kr/CyT TaKk)Ke OTMEYali U3MEHEHUS CKeleTa U MIATKUX TKaHel rona.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepeyenb BcnoMoOraTeibHBIX BelIECTB
CozepKrUMoe KarcyJibl

JlakTo3a

[emmrono3a mukpokpuctaumueckas (MKIL] 301)
Kpockapmennosa Harpust

Marnus creapart

Kancyna TBepaas KeaaTHHOBAs
Jlanoomexc, 2,5 me, kancynvi
Kopnyc:

Kematun

Turana quokcun (E 171)
Kpovrweuxa:

Kematun

Turana nuokeunn (E 171)
Kenesa oxcun sxentoiii (E 172)
Numurokapmun (E 132)

Jlanoomexc, 5 me, kancynvl; Jlanoomexc, 25 me, kancynvl
Kopnyc:

Kematun

Turana quokcun (E 171)

Kpovrweuxa:

Kematun

Turana nuokcun (E 171)

Jlanoomexc, 1,5 me, kancynvi
Kopnyc:

Kematun

Turana quokcun (E 171)

Kpovrweuxa:
Kematuu
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Turana muoxenn (E 171) (NMOCNEOOBATENEHOCTE 0003)

XKenesa oxcun sxenrsriii (E 172)

Jlanoomexc, 10 me, kancynoi
Kopnyc:

Kenatun

Turana quokcun (E 171)
XKenesa oxcun sxenroiii (E 172)
Kpvuueuka:

Kenatun

Turana quokcun (E 171)
XKenesa oxcun sxenrsiii (E 172)
Wunurokapmun (E 132)

Jlanoomexc, 15 me, kancynvl
Kopnyc:

Kenatun

Turana quokcun (E 171)
Kpvuueuka:

Kematun

Turana quokcun (E 171)
Nuauroxkapmun (E 132)

Jlanoomexc, 20 me, kancynvi
Kopnyc:

Kenatun

Turana nuokcun (E 171)
Nuguroxapmun (E 132)
Kpvuueuxa:

Kenatun

Turana nuokeunn (E 171)
Kenesa oxcun sxentoiit (E 172)
Wunurokapmus (E 132)

Yepnuna (0151 6cex 003Uposok):

lennak (E 904) (24-27 %)

Kenesza oxcun uepnsiit (E 172), (24-28 %)
[Mpormunenrnukons (E 1520) (3—7 %)

Ammuaka pactBop KoHIeHTpupoBanHbii (E 527) (1-2 %)
Kamus runpokcun (E 525) (0,05-1 %)

Otanon (E 1510)* (23-26 %)

2-iportanon* (1-3 %)

Bbyranon* (1-3 %)

Bona ounmennas™® (15-18 %)

* He comepkarcs B IEKapCTBEHHOM IIperiapare, yIaIsitoTCsl BO BpEMS BBICHIXaHUS YEPHUIL.

6.2. HecoBMecTHMOCTDH
He npumennmo.

6.3. CpoK rolHOCTH (CPOK XpaHeHUs )
2 rona.
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6.4. OcoObie Mepbl NPETOCTOPOKHOCTH TPH X

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

He xpanuts npu Temneparype Boie 25 °C.

6.5. XapakTep u cofep:KaHHe MEPBUYHOI YIAKOBKH

[To 7 xamcyn moMemarT B KOHTYPHYIO SYCHKOBYIO YIAaKOBKY M3 (DOJIBI'M aIIOMHUHUEBON
TPEXCIOWHON (IOTMBUHUIXJIOPU/ATFOMUHHII/OpUEHTUPOBAHHBIN OJIHAMUL).

ITo 3 KOHTYpHBIE TYEUKOBBIE YIIAKOBKH BMECTE C JIMCTKOM-BKJIAJIBILLIEM [TIOMEILAIOT B IAUKY U3
KapTOHaA.

6.6. OcoOble Mepbl TIPEAOCTOPOKHOCTH NPH YHUYTOKEHUH HMCIOJIH30BAHHOIO
JIEKAPCTBEHHOI0 Tpenapara MJIM OTXO0JA0B, MOJYYEHHBIX MOcCjde NPUMEHEHHSs
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUIYJISIHUY ¢ MPenapaTom

He crnenyer oTkpbIBaTh WK pa3aaBiIUBaTh KarcyJibl. ECM MOpOIIOK JICHATUAOME/IA MTONACT
Ha KOXYy, CJIEAyeT HEMEJICHHO TIINATeIbHO IPOMBITh KOXY BOJOH C MbUIOM. Eciu
JICHAJIMIOMHU/T TIOTIAJICT Ha CJM3UCThIC 000I0UKH, KX HEOOXOAUMO TIIATEIHHO IIPOMBITH BOIOHM.
MeauuuHckre pabOTHUKK M JIMIA, OCYIIECTBISIONINE YXOJ, JO/DKHBI HOCHTh OJHOPA30BbIC
HepyUaTKH MpHU 00paIleHUH ¢ OIUCTEPOM MM KarCyJIoi. 3aTeM MepUaTKH CICAYeT OCTOPOKHO
CHSITh, YTOOBI HE JIOMYCTUTh KOHTAKTA C KOXKEH, TOMECTHTh B TePMETUYHBII MOJTUITUICHOBBIN
MaKeT ¥ YTHJIU3UPOBaTh B COOTBETCTBHHM C MECTHBIMH TpeOoBaHMsMHU. Ilocie 3Toro pyku
CJIElyeT THIATEIbHO BBIMBITH BOJOH C MbLIOM. BepeMEHHBIM KEHIIMHAM WM JKECHIIUHAM,
KOTOPBIC TIO03PEBAIOT, YTO OHK MOT'YT OBITh OEPEMEHHBI, HE CIICAYET IMPUKACATHCS K OJIUCTEPY
WK KarcyJie.

Hewucnonb30BaHHbIN TpenapaT peKOMEHIYETCS BO3BPATHTh B MEAMIIMHCKOE YUPSKICHUE IO
OKOHYAHHWU JICUYEHHs Uil Oe30MacHOr0 YHHUYTOXKCHHS B COOTBETCTBHH C MECTHBIMH
TpeOOBaHUSMHU.

7. AEP/KATEJIb PETUCTPAIIMOHHOTI'O YOCTOBEPEHU S
Poccuiickas ®@eoepayus

AO «Pacdapmar

399540, JIunerkas 0611., paifon TepOyHckuid, c. TepOyHsl, yi. JlopoxkHas, 1. 6A
Ten.: +7 (47474) 2-16-72

OnektponHas mouta: rafarma@rafarma.ru

7.1. IlpeacraBuTe/Ib AepKATENS PETHCTPALMOHHOIO YA0CTOBEPEHUA
[IpereH3uu noTpeduTeNeH HANPaBIAATh 110 aJAPECY:

Poccuiickas ®@eoepayus

AO «Padapmay

399540, JIunenkas 0611., paiton TepOyHckuid, c. TepOyHsbl, yi. JlopoxkHas, 1. 6A
Ten.: +7 (47474) 2-16-72

OnektponHas mouta: pharmacovigilance@sotex.ru

8. HOMEP PETUCTPAIIMOHHOT'O YIOCTOBEPEHHS
JITI-Ne(001135)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPAIIMU (IIOATBEPXKJIEHUA PETUCTPAILIUU,
HEPEPEINCTPALINN)
[ata nepBuuHoOi peructpanuu: 15 aBrycra 2022 r.

10. IATA IEPECMOTPA TEKCTA
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(MOCNEODBATENEHOCTE 0003)

OO6mast  XapakTEepUCTHKA  JIEKAPCTBEHHOTo  mpemapata JIaHZOTEKC  JOCTyIHA  Ha
uH(GOPMAIIMOHHOM TOpTasie EBpasMiicKOro 3KOHOMHYECKOIO CO03a B HH()OPMAIHOHHO-
KOMMYHHUKAIIMOHHON cetn «HTepHEeT https://eec.eaeunion.org/
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