COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFO TIPEITAPATA “005)

V JlaHHbIi JeKapCTBEHHbIH NMpenapar NoAJe;KUT AONOJHUTEJILHOMY MOHUTOPHUHIY. JTO
MO3BOJIUT OBICTPO BBISIBUTH HOBYI MH(pOpMAaNuI0 1o Oe3onacHoctd. Mbl o0pamaemcsi K
padoTHUKAM CHCTEeMbI 3IPABOOXPAHEHHS C MPOCH0OIi C000MIATH 0 JIIOOBIX MO103PeBaEMbIX
HeXKeJIaTeJIbHbIX PeaKkuunsXx.

HOpﬂ)IOK 600611161-11451 0 HEKEJIATCJIbHBIX PEAKIUAX IPEACTABJIICH B pa3aejie 4.8

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IPEITAPATA
Jlenamunomun-AMEJIAPT, 2,5 mr, kancymsl
Jlenanunomua-AMEJIAPT, 5 mr, karicyisl
Jlenanunomun-AMEJIAPT, 7,5 mr, kancynbl
Jlenamunomun-AMEJIAPT, 10 mr, kancyJibl
Jlenanunomua-AMEJIAPT, 15 wmr, kancysst
Jlenanunomua-AMEJIAPT, 20 mr, kancyssl
Jlenamunomun-AMEJIAPT, 25 mr, kancyJibl

2. KAUECTBEHHBIM 1 KOJJMYECTBEHHBIA COCTAB
JelicTByrolee BEUIECTBO: JICHAIHIOMHU/]T

JlegamunomMua-AMEJIAPT, 2.5 Mr, KacyJibl

Kaxxgas xamncymna coaepkut 2,5 Mr JIeHaIUI0OMH1a
BcnomorarenbHnie BCIICCTBA, HAJIMYUC KOTOPBIX HAJO0 YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npemnapara: jakto3a (cMm. paszzaen 4.4.).

JlegamunoMua-AMEJIAPT, 5 Mr, Karicyibl

Kaxxgas xamncymna coaepKuT 5 Mr JeHaTuI0MUIa.
BcnomorarenbHnie BCIICCTBA, HAJIMUYMUC KOTOPBIX HAJA0 YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npemnapara: jakto3a (cMm. paszzaen 4.4.).

JlegamunomMmuar-AMEJIAPT, 7.5 Mr, KancyJibl

Kaxxnas kancyna conepkut 7,5 Mr JeHaIua0MHU/Ia.
BcmiomorarensHBIE BCIICCTBA, HAJIMYUEC KOTOPBIX HAJO0 YUYUTBIBATH B COCTABC JICKAPCTBCHHOI'O
npemnapara: jaktosa (cm. pazzaen 4.4.).

JlegamnnomMuar-AMEJIAPT, 10 mMr, KancyJisl

Kaxxnas kancyna conepxut 10 Mr ieHaIuaoMHuaA.
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BcnomorarenbHbie BelecTBa, HATMYUE KOTOPHIX Ha,uo':gllll;lf;b-llgi;f;E'%Egglﬁyg&gﬁc%g&:ﬁoro

npemnapara: jakrosa (cMm. pazzen 4.4.).

Jlesamuonomuar-AMEJIAPT, 15 mr, KancyJisl

Kaxnas kancyna cogepxut 15 mMr ieHaIMaoMujaa.
BcnomorarenbHbie BelecTBa, HAJIMYKME KOTOPHIX HAJI0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npemnapara: jakrosa (cMm. pazzen 4.4.).

Jlesamnnomuar-AMEJIAPT, 20 mr, KancyJisl

Kaxnas kancyna cogepxut 20 Mr JIeHAUIHIOMUA.
BcmomorarenbHble BelecTBa, HAIMYKME KOTOPHIX HAJI0 YYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npemnapara: jakrosa (cMm. pazzen 4.4.).

Jlesamnnomua-AMEJIAPT, 25 Mr, KancyJisl

Kaxnas kancyna conepur 25 Mr JIeHaTUIOMUA.
BcrnomorarenbHble BEIIeCTBa, HATMYUE KOTOPBHIX HAIO YYHUTHIBATH B COCTaBE JIGKAPCTBEHHOTO
npernapara: Jakto3a (cM. paszaen 4.4.).

[TonHbIN TEpevYeHb BCIOMOTATEIBHBIX BEILIECTB NMPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kamncysr.

Jlesamunomua-AMEJIAPT, 2.5 mr, KacyJisl

Henpo3spaunbie TBepAbIe *KeNaTUHOBBIE Kancynabl Ne 4 MUIMHIApUUECKON (OPMBI, COCTOAIINE U3
KOpITyca U KPBILIEUYKH OENOro WU MOYTH OENoro I[BeTa; COACPNKUMOE KarcCya — MOPOIIOK OT
IIOYTH O€JI0ro 10 OJIETHO-KEITOTO IIBETA.

Jlesamnnomuar-AMEJIAPT, 5 Mr, Karcyisl

Henpospaunbie TBepAbIE KeNaTUHOBBIE KAnCynbl Ne 2 MUuIMHIpHUECKON (POpMBI, COCTOSIIIHE U3
KOpITyca U KPBIIIEUYKH OENOr0 WU MOYTH OENoro I[BeTa; COACPNKUMOE Karcya — MOPOIIOK OT
IIOYTH O€JI0ro 10 OJIETHO-KEITOTO IIBETA.

Jlesamnnomuar-AMEJIAPT, 7.5 mr, KancyJisl

Hemnpo3paunsie TBepble KeTaTUHOBBIE Karcylbl Ne 2 NUINHAPUIECKONH (GOPMBI, COCTOSIIUE U3
KOpITyca U KPBILIIEYKH OEJIOTO WM MOYTH OENoro IBETa; COJACPKUMOE KarCcyl — MOPOIIOK OT
IIOYTH O€eJI0ro 10 OJIETHO-KEITOTO IIBETA.

Jlesamunomua-AMEJIAPT, 10 mr, Kancyiisl

Henpo3paqHHe TBCPABIC KCIIATHUHOBBIC KAIICYJIbI Ne O HHHHHHPHQCCKOﬁ (I)OpMLI, COCTOAIIUEC U3
KOopmmyCa U KPbIIICYKH 0€JIOro WIIM IOYTH OeI0ro OBCTa; COACPKUMOC KarlCyJ — HOPOHIOK OT

IIOYTH O€eJIoro 10 OJIETHO-KEITOTO IIBETA.
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JlegamnnoMuar-AMEJIAPT, 15 Mr, KancyJisl

Henpo3spaunsle TBep/bIe KeIaTHHOBBIE Karncynbl Ne 0 UIUHAPHYECKONH (POPMBI, COCTOSIINE U3
KOpITyca M KPBIIMICYKH OENoro WM MOYTH Oenoro IBeTa; COAEPKUMOE KarcCyil — HOPOLIOK OT
o4TH 6es1oro A0 OJeIHO-KEITOro IBETA.

JlegamnnoMua-AMEJIAPT, 20 MI, KancyJinl

Henpo3spaunsie TBep/bIe KeIaTHHOBBIE Karncynbl Ne 0 muIuHApHYECKOH (POPMBI, COCTOSIINE U3
KOpITyca M KPBIIICYKH OENoro WM MOYTH OeNoro IBeTa; COAEPKUMOE Karcyll — HOPOLIOK OT
oYTH 0es1oro A0 OJIeHO-XKEITOro 1BETa.

JlegamnnoMua-AMEJIAPT, 25 MI, KamcyJinl

Henpo3spaunsie TBep/bIe KelaTHHOBBIE Karncynbl Ne 0 muIuHApHYECKONW (POPMBI, COCTOSIINE U3
KOpIIyca M KpBIIICUYKN OEJI0ro MM MOYTH OesIoro IBeTa; COAEPKUMOE Karcyl — MOPOIIOK OT

Io4TH 0eoro A0 OJ1eIHO-KEITOTO I[BETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHusl K IPUMEHEHHUIO

MHOXeCTBEHHAs MHEJIOMA

B xomOuHauu ¢ 6opre3o0MuOOM U JIEKCAMETa30HOM JIJIS JISYCHUST B3POCIIBIX MMAIIMCHTOB C paHee
HE JICYSHHON MHOKECTBEHHOIN MHUEIOMOM.

[ns  mopaep:KUBaOUIEro JI€YEHUs B MOHOTEpANMU B3POCIBIX MAIMEHTOB C BIEPBBIE
JarHOCTUPOBAHHOM MHOXECTBEHHOM MHEJIIOMOM II0CJ€ TPaHCIUIAHTALMK  ayTOJOTMYHBIX
T€MOIIOATUYECKUX CTBOJOBEIX KJIETOK.

st neveHus B cocTaBe KOMOMHUPOBAHHOM T€pany B3POCIBIX MAlMEHTOB C paHee He JICUEHHON
MHOKECTBEHHOW MHMEJIOMOM, KOTOPBIM HE€ T[IOKa3aHa TPAHCIUIAHTALMS Te€MOMO3THYECKHUX
CTBOJIOBBIX KJIETOK.

B xomMOuHanmu c aexcaMeTa3oHOM JJisi JIEYEHHsI B3POCIBIX MAIleHTOB C MHOKECTBEHHOM
MHEJIOMOW, KOTOPBIE MTOTYYHUJIIU, IO MEHBIIIEH MEpE, OJIHY JTUHHUIO TEPAIIHH.

MHCJ’IO}IHCHJ’I&CTI/I‘IGCKI/IC CHHAPOMBI

Jlnist iedeHust B3pOCHbIX MAllMEHTOB € TpaHC(y3MOHHO-3aBUCUMON aHeMHEH, pa3BUBLICHCS Ha
(doHE MMENTOAMCIIIIACTUYECKUX CHHAPOMOB HHU3KOM MM MPOMEXKYTOYHOM-1 rpynmbl pucka,
ACCOLIMHMPOBAHHBIX C IUTOTEHETUUECKUM HapYyIIEHHUEM B BUJE J€JEeUUN 5q B IPUCYTCTBUU WU B
OTCYTCTBHUH JIPYTMX HUTOT€HETUYECKUX HAPYILICHUH.

Jlumdoma U3 KIeToK MAaHTUIHOM 30HBI

Jlis nedeHust B3pOCHBIX MAIMEHTOB C PElMIUBUpYIOMEH Wian pedpaxTepHON TUMPOMON U3

KJIETOK MAHTUWHOMW 30HBI.



o1 02.10.2023 N2 159246
DonnukynspHas suMboma uin TuMGomMa U3 KIETOK Maﬁ%atnlﬁt% i 1EHOCTL 0008)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

B xom6unanuu ¢ purykcumadbom (antu-CD20 anTHTENOM) 1715 JIEYSHUS B3POCIBIX HMAUEHTOB C

paHee JedeHHOHN QOUTUKYISIpHOHN TuMdOMO niu TUMGOMON U3 KIIETOK MAPTHHAILHOU 30HBI.

4.2. Pe:kuM 103UPOBAHUS M CITOCO0 NMPUMEHEHUs
Jleuenue mpenaparom Jlenanmumomun-AMEJIAPT HeoOXoauMoO MpPOBOAUTE O] HAOIOJACHUEM
Bpaya-XUMHOTEpaIeBTa.

PexxuM 1o3upoBaHus

Jlns1 Bcex moka3aHMid, yKa3aHHBIX HUXKE:

. N3menenue 10361 JOHKHO MPOU3BOJIUTHCS HA OCHOBAHUM KIMHUYECKUX U JIA0OPATOPHBIX
JaHHBIX (cM. 4.4.).

. H3meHeHre 03Bl B XOJI€ JICUEHUSI UM €r0 BO3OOHOBIEHUS CIEIyeT MPOU3BOAUTH MPHU
pa3BUTUU TPOMOOLIMTONEHUU, HEHTpomeHMH 3 U 4 CTENeHU TSHKECTH WM JPYTMX BHJIOB
TOKCUYHOCTHU 3 U 4 CTENEeHU TSHKECTU, CBSI3b KOTOPBIX C MPUMEHEHUEM JICHATUAOMU/IA HEJb3s
UCKIIIOUUTb.

. B cnywae HeiiTponeHuu cieqyeT pacCMOTPETh BO3MOXKHOCTh Ha3HAUEHUsS MAIUEHTY
¢dakTopa pocra.

. Ecnn ¢ MOMeHTa NpomyIieHHOro IpUeMa O4YepeHOM J03bl Ipernapara MpoLulo MEHee
12 4, ManMeHT MOXKET MPHHATH 3Ty TPOIYIIEHHYIO /103y, a eciu mpomnuio Oonee 12 4 -
MPOMYIIEHHYI0 103y MpUHUMaTh He cieayeT. Crenyromias 1o3a T0DKHA OBITh NMPUHSATA HA
CIEYIOIINN JI€Hb, B 0OBIYHOE BPEMS.

Bnepsvie ouacnocmuposannas muosxcecmseennas mueroma (BJIMM)

Jlenanuoomuo 68 Kombunayuu ¢ O6opme30MuboM U _0eKcamemdasoHoM Osl JieYeHus. 63pOCiblx

nauenmoses ¢ parnee He JACYECHHOU MHONCECMEEHHOU MUECTOMOLL

Hauanvnas mepanus: NeHaINA0MU B KOMOUHAIMK ¢ OOPTE30MUOOM M JIeKCAaMETa30HOM

He cnenyer HaumHaTh Tepanuio JEHAIMIOMUIOM B KOMOWHANMU ¢ OOpTe30MHOOM U
JIeKCaMeTa30HOM, eclii abcomoTHoe umcno Heirpoduao (AUH) < 1,0 x 10%n w/mmn uucio
TpombormToB< 50 X 10%/171.

Pexomenoyemas dosa

Pexomenayemass HayanpHas /1032 JICHATUJAOMHJIA COCTABISACT 25 MI OJWH pa3 B JCHb BHYTPb,
mnoo:

1) ¢ 1 mo 14 nenp kaxaoro 21-aHEBHOTO MUKIIA JICUCHUS, MU

2) ¢ 1mo 21 geHs kaxaoro 28-THEBHOTO IIUKJIA JICUCHUS.
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BopTe30MHO JOKEH HPUMEHATHCS B BHIE nonxoxéggﬁ:*ﬂgs%ktﬁfﬁn%ﬂg'%ﬁg&a ‘omam

IIOBEPXHOCTH TeJa) ABa pa3a B Hexento B 1,4, 8 u 11 quu xaxzaoro 21- win 28-1HEBHOrO LUKIIA.
Pexomenyemas no3a 1ekcaMeTa3oHa COCTaBIISIET:

1) 20 mr oguH pa3 B IeHb BHYTPh B 1uu 1,2,4,5, 8,9, 11 u 12 win

2) 40 mr oauH pa3 B IeHb BHYTPh ¢ 1 M0 4 1 ¢ 9 1o 12 1eHb KaKA0T0 IHMKIIA.

Pexomennyercs 10 8 OBTOpHBIX 2 1-7HEBHBIX UM 6 TOBTOPHBIX 28-AHEBHBIX LIUKJIOB (24 Heaenu
Ha4yaJIbHOW Tepamnumn).

Pexomenoyemviii pesrcum dosuposanus ons npenapama Jlenanuoomuo-AME/APT ¢ kombunayuu

¢ bopme3zomubom u dexcamemasoHom

o 8 nukiioB Henb (21-gHeBHOTO 1IUKIIA)

112|13|4|5|6|7(|8|9]|10|11 12|13 | 14 |15-21

JenamunoMua-AMEIIAPT | e [ e | e[| o] ||| ]| . . R .
(25 mr)

Bopre3omu6b . . . .
(1,3 mr/m?)

JexcameTra3oH o | . o | e o | e . .
(20 mr)

WITH

Jlens (28-aHEBHOTO 1IUKIIA)

112|3(4|5|6(7|8(9(10|11(12(13|14|15({16|17|18(19|20|21|22

Jlo 6 mukIoB

28

Jenamugomun-| e | e [s|ee|e|o|o]e| e[ e[ oo e]e[e|e]e]]-
AMEJIAPT
(25 mr)
boprezomu6b | ¢ . . .
(1,3 mr/m?)

JlekcaMeTa3oH | * | * || * o o | o] o
(40 mr)

Henpepvignas mepanus y nayueHmos, KOmopulM HOKA3GHA MPAHCNIAHMAYUS AYMOTIO2UYHBIX
ecemonoamuyeckux cmeonosulx kiemok (TI'CK)

VY manuenTtoB, kotopbiM nokazana TI'CK, moOunmm3anusi reMaToI0ori4ecKiX CTBOJIOBBIX KIIETOK
JIOJI’KHA TTPOUCXOAUTH B MIEPBBIE 4 1IUKIIa HAYAJIbHON Teparnuu.

Henpepuvienas mepanus y nayuenmos, KOmopvim He NOKA3AHA MPAHCHIAAHMAYUSA. TeHATUOOMUO 8

KOMOUHAYUU C OeKCaAMemMa3oHoM 00 NPOcpeccuposanus 3a001e6aHUs
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pa3 B Jidi Biytps ©'1 110 21 fiékin, dokIophen

28-THEBHBIX IMKJIOB B KOMOWHAIIMU C JIEKCAMETa30HOM. PexomeHmyemas 103a JeKcaMmeTa3oHa

cocrapiusieT 40 Mr oJiuH pa3 B IeHb BHYTph B 1, 8, 15 1 22 1HU NOBTOPHBIX 28-THEBHBIX LIUKJIOB.

HaHI/IeHTBI MOI'yT OpOoAOJIKATh TCpalUMo A0 IPOIrpeCCUPOBaHHUA 3a00JeBaHUs WU IOSIBJICHUS

IMPHU3HAKOB HCHpHCMHeMOﬁ TOKCHUYHOCTH.

Towazoeoe crudcenue 003wl

Jlenaangomua?
Hauvanruas nosa 25 Mr
Jlo3a ypoBHusi -1 20 mr
Jlo3a ypoBHS -2 15 mr
Jlo3a ypoBHs -3 10 mr
Jlo3a ypoBHs -4 SMmr
Jlo3a ypoBHs -5 2,5 mr unmm 5 Mr kaxaeie 48 4

2 CHIOKCHHE JO03bI JId BCEX NPCHAPATOB MOXKCT OCYHICCTBIIATHCS HE3aBUCHUMO.

Tpomboyumonenus

KoJsnyecTBO TPOMOOUUTOB

Pexomenpanuu

Cumsmiock 10 < 30 x 10%/1

BoccranoBmiocs 10 > 50 x 10°%/1

HpI/IOCTaHOBI/ITb JICYCHHUC JICHAJIMJOMHUA0OM

Bo300HOBUTEIIEUEHHE JIEHAIIMIOMHUIOM B J03€
ypoBHS -1 0JIMH pa3 B I€Hb

Kaxnoe nocienyroiiee CHUKEHHE
<30x 10%n

BoccranoBuiaock 10 > 50 x 10°%/1

HpI/IOCTaHOBI/ITb JICYCHHUC JICHAJIMJOMHUA0OM

B0300HOBUTH JieueHHE JIEHATUAOMUIOM B J103€
cienyolero 6ojaee HU3KOTO YpOBHS OJMH pa3 B
JI€Hb

Heiimponenus

AYH

Pexomenpannn?

Cruzuioch 10 < 0,5 x 10%/71 win
bebpuipHas HeUTporeHus (JINXopajaka ¢
Temmnepatypoii Tena > 38 °C; < 1 x 10%n)

Boccranosmmocs 10 > 1 x 10%/n

HpI/IOCTaHOBI/ITI) JICHCHUEC JICHAJIUIOMUIAOM U
KOHTPOJIHMPOBATh KOIUYECTBO BCEX KIIETOK KPOBU
He pexxe | paza B 7 nHei

Bo300HOBUTE NIeUeHME B 03¢ YPOBHS -1 0/IMH pa3
B JIEHb

Kaxnoe nocnenyroiee CHUKCHHAE
< 0,5 x 10%1 umu pebpunpHas
HEUTPOICHUSA

Boccranosunock 10 > 1 x 10%/1

HpI/IOCTaHOBI/ITL JICYCHUC JICHAJIMJOMHUAOM

B0300HOBUTE lle4eHHE JIEHATHIOMHIOM B J103€
cienyroliero 6o1ee HU3KOrO YPOBHS OJIMH pa3 B
JIEHb

 Ha ycmoTpenue Bpaua, €ClI HEHTPOTIEHHS ABJIAETCS eIMHCTBEHHBIM MPOSABIEHHEM TOKCHIHOCTH MPH JII060# 103€e
JICHAJMJIOMUA, MOXKHO T00aBUTHh K TEpalHMM T'PaHyJIOLUUTApHBIN KomoHMecTHMynupytomuil dakrop (I'-KCD) n

COXPAaHUTH A03Y JICHATINIOMUAA

HOOOQDD:‘CUGCUOWCI}Z mepanus ACHATUOOMUOOM Y nAUUeHmoe nocjie mpaHcnjidHmayuu
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hemox (IERJIEDOBATENEHOCTE 0006)

aymoJyiocu4HblX 2emMOono3mudecKux cmeojiosslx K

[TopnepsxuBaromias Tepanus JCHATUAOMHIIOM MOXeT ObITh HayaTa MpH YCIOBUHU MOJHOLEHHOTO
BOCCTAHOBJIEHMsI remarosorudeckux nokaszatened nocie TI'CK y nanueHToOB, HE HMMEIOLIUX
NPU3HAKOB mporpeccupoBanus. JleHanupomuna He crnexyer HasHadath, ecau  AYH
< 1,0 x 10%/n w/munu uncio TpoMOOIIUTOB < 75 X 10%/1.

Pexomenoyemasn 0oza

Pexomennyemas HauanpHas 103a JeHanuaoMuja coctasiser 10 Mr oguH pa3 B J€Hb BHYTPb
HerpepblBHO (¢ 1 mo 28 1eHb TOBTOPHBIX 28-THEBHBIX IMKJIOB) JO IPOTPECCHPOBAHUS
3a00JIeBaHUs WM TOABIIEHUS PU3HAKOB HenepeHocuMocTH. [locie 3 uKII0B moiaepKuBaroeit
Tepanuu JEHAIUIOMHJIOM 103y Mpenapara MO>KHO YBEJIMYUTH 10 15 MI oJuH pa3 B A€Hb BHYTpPb
IIPU XOpoIlIed NEPEHOCUMOCTH.

Towazosoe cruoicenue 003v1

[Ipu noBbiuienun 1o3sl (15 mr)*
10 mr

Havanphas no3a (10 mr)

5 mr
5 mr (muu 1-21 kaxapie 28 aHeil) 5 mr

He npumennmo 5 mr (muu 1-21 kaxasie 28 qHEi)
He mpumensaTs 10361 HIbke 5 Mr (U 1-21 kaxasie 28 nHei)

2 [locne 3 UKNOB NOJAEPKUBAOIIEH Tepanyiy JCHAIUJOMUIOM A03Yy Npenapara MOXKHO YBEJIHUUTh A0 15 Mr onuH
pa3 B IEHb BHYTPb NIPU XOPOILIEH MePEeHOCUMOCTH

Tpomboyumonenus

Jlo3a ypoBHs -1
Jlo3a ypoBHs -2
Jlo3a ypoBHS -3

KoJsnyecTBO TPOMOOIUTOB PexoMmenpanun

Cumsmiock 10 < 30 x 10%/1

Boccranosmiocs 10 > 30 x 10°%/1

HpI/IOCTaHOBI/ITI) JICYCHHUC JICHAJIMJOMHA0M

B0300HOBUTEL JIeueHHE JICHATUIOMHUIOM B
J103€ YpOBHs -1 OJIMH pa3 B I€Hb

BoccranoBuiock 10 > 30 x 10°%/1

Kaxioe nocienyroniee camkenne < 30 x 10%n

HpI/IOCTaHOBI/ITL JICYCHUC JICHAJIMJOMHUAO0OM

B0300HOBUTE IIeueHHE JICHAJIMAOMHUJIOM B
A03¢€ CIICAYIOUICTO 0oJlee HHU3KOTO YPOBHHA
OJIMH pa3 B JICHb

Heiimponenus

AYH

Pexomenganun?

Cruzuioch 10 < 0,5 x 1091

Boccranosmiocs 10 > 0,5 x 10%/71

HpI/IOCTaHOBI/ITI) JICYCHUC JICHAJIUJOMHUIOM

Bo306HOBUTS JIeueHue B 103€ ypOBHS -1
OJIMH Pa3 B JIEHb

Boccranosmiocs 10 > 0,5 x 10%/71

Kaxnoe nocnenyromee camxenue < 0,5 x 10%

HpI/IOCTaHOBI/ITL JICYCHUC JICHAJIUJOMHUIOM

Bo0300HOBHTE JlIeyeHHe JIE€HATUIOMHUIOM B
J03€ cleayroniero 0ojiee HU3KOTO YpPOBHS
OJIH pa3 B JICHb

? Ha ycMoTpeHue Bpaya, eClii HEHTpONeH s ABISETCSA eMHCTBEHHBIM MPOSBICHAEM TOKCHYHOCTH MPH M060i 103¢e
JICHAIMIOMU/Ia, MOXKHO J00aBUTh K TEpanuy TpaHyJOLUTapHBIN KonoHuectumymupyroumid ¢akrop (I'-KCD) u

COXPaHUTH A03Y JICHAJTIUAOMHU A
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Jlenanuoomuo 8 KOM6MHaLﬂ/l1/l C__0eKCcamemazsoHoM 00 npocpeccuposarusi 3a001e6aHUs. y

nayuernos, Komopvim He noKa3aHa mpaHcniarnmauusd

He cneayer naumHarhs Tepanuio JieHanmmaomuaom, ecaiu AUH < 1,0 x 10%n w/wmu gmcio
TpoMboIUTOB < 50 X 10%1.

Pexomenoyemasn 0oza

Pexomenyemas HauanbHasl 1032 JIEHAIMIOMH/Ia COCTABIIAET 25 MI' OJJUH pa3 B JIeHb BHYTpb C |
1o 21 JieHb MOBTOPHBIX 28-THEBHBIX IUKJIOB. PekomMeHyemast 103a AeKcaMeTa3oHa COCTaBIIsET
40 Mr oauH pa3 B JeHb BHYTPh B 1, 8, 15 1 22 nHM NOBTOPHBIX 28-THEBHBIX IUKIOB. [lanieHThI
MOTYT TPOJOJDKATh TEpanuio JICHATHIOMUIOM M JIEKCAMETa30HOM JI0 MPOrpecCHUpPOBAHUS
3a00JI€BaHUs WM TIOSIBJICHUS IIPU3HAKOB HENMEPEHOCUMOCTH.

Towazosoe cruoicenue 003v1

Jlenaangomug? Jlexcamerazon?
Havanshnas nosa 25 mr 40 mr
Jlo3a ypoBHs -1 20 Mr 20 Mr
Jlo3a ypoBHS -2 15 mr 12 mr
Jlo3a ypoBHs -3 10 mr 8 Mr
Jlo3a ypoBHs -4 5 Mr 4 mr
Jlo3a ypoBHs -5 2,5 mr He npumennmo

a CHukeHHne J03bI JId KaXXA0T0 mperapara MOXET OCYIIECTBIIATECA HE3aBUCUMO

Tpomboyumonenus
KosmuecTBo TpOMOGOIINTOB PexomMennanuu
Crusmnock 10 < 25 x 10%/n [IpexpaTuTe JNeyeHUE JECHATHIAOMUIIOM O
KOHIIA ITMKIa®
Boccranosmiiock 10 > 50 x 10%/n Bo300HOBUTE JieueHHEe B MEHbIIEH m03¢ (B
CIEMYIONIEM IIMKJICE CHU3HWTH 03y Ha OJIUH
YPOBEHbB)

8 Ecnu pgozomumurtupyromas TokcuarocTs (JJIT) pasBuBaercs Ha > 15 HeHb LUKIIA, JICUEHHE JCHATHIOMUIOM
PEKOMEHTyeTCsI MPUOCTAHOBUTH, 110 KpaifHel Mepe, Ha OCTAaBUINIICS MEPUOJT TEKYIETo 28-THEBHOTO ITUKIIA

Heumponenus
AYH Pexomenganun?
[lepBoe cHmxenue a0 < 0,5 x 10%/n IIprocTaHOBUTH JIEUEHUE JICHAINIOMHIOM
BoccranoBuinoch 10 > 1 x 10%1 u B0300HOBUTL JIeUEHHE JEHAIUJIOMUIOM B

HCﬁTpOHCHPIﬂ - CAMHCTBCHHOC IIPOSBJIICHUC HayaJbHOM J03€ OQUH Ppa3 B ICHb
TOKCHUYHOCTH

Boccranosmnock 1o > 0,5 x 10°/m u Bo0300HOBUTE JIeYEHNE JIEHATUIOMHUIOM B 103€
HAOIOIAI0TCS APYTUE, OTIIMYHBIE OT YpOBHS -1 0/1IUH pa3 B I€Hb

HEHUTPONEHUH, BUABI FEMATOJIOTMYECKOU

JUIT

Kaxnoe nocnenyroiiee CHUKEHHE [TprocTaHOBUTH JIEUEHHE JICHATHIOMHUIOM
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<0.5 x 101 O CHEQCEaTENSROT T 00U5)
B0306HOBUTH JieUeHUE TICHATUIOMHUIOM B JI03€

Boccranosuiock 10 > 0,5 x 1091 cieayromero 6ojiee HU3KOro ypoBHS OJIMH pa3 B
JIEHb

 Ha ycMoTpenue Bpada, eclii HEHTPONeHHS ABIAETCS €MHCTBEHHBIM TPOSBICHHEM TOKCHYHOCTH TIPH JIF06OH 03¢
JICHAJMIOMUJIa, MOXXHO NOOABHUTH K TEepalHMH TPaHYJIOMUTAPHBIN KonoHuectTumymupyromuii dakrop (I'-KCO) u
COXPaHHTh J03Y JICHATHIOMHIA

Ecnu no3a nenanumomuia Obl1a CHIDKEHA B CBsi3u ¢ remarosiorudeckoit JJIT, ona MoxeT ObITh
MOBBILICHA /0 CJenyromiei, Oojiee BBHICOKOW J103bl (BIUIOTH A0 HayalbHON J03bl) Ha (oHE
yinydimieHuss  QyHkiuu  koctHoro wmosra (orcyrctBue JIJIT B TedyeHme MuUHUMYM 2
nocienoBarenbHbIX mukioB: AUH > 1,5 x 10%n u uncno tpombonuros > 100 x 10%1 B Hauane
HOBOTO IMKJIA).

Jlenanuoomuo 6  komOuHauuu ¢ MeapaiaHom U HNPEOHU3OJOHOM _ C  nocaedyruieu

nOdd@DDfCM(?GlOW@IZ mepanueﬁ JAEeHANUOOMUOOM Y nayuermoes, KoOmopbsim He NoKa3arnda TI'CK

He nomyckaercst HaumHaTh Tepanuio neHanugomugom, ecid AUH < 1,5 x 10%n w/umm gucno
TpomGonuToB < 75 x 10%/1.

Pexomenoyemasn 0oza

Pexomenyemast HauanbHas J103a JieHanuaoMuaa cocraniser 10 Mr ouH pa3 B A€Hb BHYTpPb C |
1o 21 1eHb MOBTOPHBIX 28-THEBHBIX IIUKJIOB (00IIEH YUCICHHOCTHIO A0 9 IUKIIOB), a MesdanaHa
- 0,18 Mr/kr U mpeAHHU30I0Ha - 2 MI/KT BHYTPh B 1-4 THM MOBTOPHBIX 28-THEBHBIX IHKIIOB.
[TanenTam, KOTOpPBIE 3aBEPUIMIIN 9 MOTHBIX IIMKJIOB WIIM HE MOT'YT OJTy4aTh KOMOMHHPOBAHHYIO
TEPANUIO U3-3a HEMIEPEHOCHMOCTH, Ha3HA4Yal0T MOHOTEpANuIo JeHanuaomuaom: 10 Mr ogus pas
B J€Hb BHYTpb ¢ 1 mo 21 neHb MNOBTOPHBIX 28-AHEBHBIX LHMKIOB JI0 MPOTPECCUPOBAHMS
3a00J1€BaHHU.

Towazosoe cruoicenue 003v1

JleHajauaomua Meandanan IIpeann3o/10H
HauanpHas mo3a 10 mr? 0,18 mr/xr 2 MI/KT
Jlo3a ypoBHs -1 7,5 mr 0,14 Mr/kr 1 mr/xr
Jlo3a ypoBHS -2 5wMr 0,10 mr/xr 0,5 Mr/kr
Jlo3a ypoBHs -3 2,5 Mr He npumenumo 0,25 Mr/kr

2 Ecnu HEeUTponeHUs! SBISETCS €IMHCTBEHHBIM TPOSBICHHEM TOKCHYHOCTH Ha ()OHE NpPHUMEHEHUs JII000H I103bI,
cienyet no6aButh K Tepanuu [-KC® 1 mpogoInKUTh JeYeHHE JICHATMIOMHUIIOM, B TOH ke 03¢

Tpomboyumonenus
KosmuecTBo TPpOMOOIINTOB PexoMenganuu
ITepBoe cHmxeHuUE 110 < 25 X 10%n [IprocTaHOBUTH JIEUEHHE JIEHATHIOMHUIOM
BoccranoBmiock 10 > 25 x 10%/7 Bo300HOBHTE JleyeHHE JICHATUIOMHIOM H
MelagaHoM B J103€ ypoBHS -1
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JI71st Ka)K0ro moCIeayIoIero CHUKEHUS IlpHoCTAHOBHTS TeUEHE TeH AT TOMUAOM ~ -
<30x 10%x
Bo300OHOBHUTH  JIcUCHHWE JICHAIMIOMHUIOM B
Boccranosunock 10 > 30 x 10%/n MEHBIIIEH 103€ (7103€ YPOBHS -2 WK -3) OJIUH pa3
B JICHb
Hetimponenus
AYH PexoMennanuu

Iepsoe camkenue 10 < 0,5 x 10%/71° [IprocTaHOBUTH JIEUEHUE JIEHATUIOMUAOM
Boccranosuinoch 10 > 0,5 x 10%/1 u Bo300HOBHUTE  JIeUueHHE  JIEHATUIOMHIOM B
HEUTPOTICHUS - €IMHCTBEHHOE HaYaJIbHOW J103€ OJIMH pa3 B JICHb
MPOSIBIICHUE TOKCHYHOCTH
Boccranosunock 1o > 0,5 x 10°n u Bo0300HOBUTE J€UueHHE JIEHATUIOMHUIOM B 103€
HAOJI0TAI0TCS ApyTHe ypoBHS -1 olMH pa3 B IeHb
remarojorudeckue JJIT, ornuunsie oT
HEUTPOTICHUU
Kaxxgoe nocnenyromiee CHU>KEHUE [IprocTaHOBUTH JICUCHUE JICHATHIOMHUIOM
<0,5x 10%n

Bo0300HOBHTH JI€UCHHE JICHAIMIOMUIOM B J03€
Boccranosuiock 10 > 0,5 x 1091 ciexytomero 0ojiee HU3KOTO YPOBHS OJUH Pa3 B

JIEHb

a %) )

Ha ycmotpenue Bpada, ecimi HEHTPOTICHHS SIBIICTCS €IMHCTBEHHBIM MPOSIBICHHEM TOKCHYHOCTH IIPH JIF000 103¢
JICHAJMIOMAA, MOKHO NOOABUTH K TEpalMH TPaHYJIOUUTApHBIN KonoHHecTuMynupykommid dakrop (I-KCD) u
COXPaHUTH A03Y JIEHAIUJOMHIA

Mnooicecmeennas muenoma (MM) y nayuenmos, noayuusuiux Kak MUHUMYM 0OH) TUHUIO MEPAnuu
He nomyckaercst HaunHaTh JieueHue JieHanuaomuaoMm, eciiu AYH < 1,0 x 10%/11 w/nnu KOJIM4ecTBo
TpoMOOIUTOB < 75 X 10%/1 wian, B 3aBHCHMOCTH OT CTEIICHH UHOUIBTPAIIUU KOCTHOTO MO3Ta
M1a3MaTHYEeCKUMHU KIIETKaMH, KOIMYECTBO TPOMOOUTOB < 30 X 10%/m.

Pexomenoyemas 0oza

Pexomenayemast HauanbHast 1032 JICHATUOMEIA COCTABIsIET 25 MT' BHYTPb OJMH pa3 B JIeHb B |-
21 neHb MOBTOPHBIX 28-THEBHBIX IIUKIIOB.

Pexomenayemas no3a gekcamerasona cocrapiseT 40 Mr ofuH pa3 B ieHb B 1-4, 9-12 u 17-20 nuu
KaXJ10TO 28-THEBHOTO 1IMKJIA B MEPBbIE 4 1UKJIa Tepanuu, a 3ateM 1o 40 Mr oJuH pa3 B ICHb B |-
4 THY Ka)XJ0T0 MOCIEeAYIONMEero 28-1HEBHOTO IIUKJIA.

Bpauy crnenyer TiiareasHO MOAOUPATH J03Y JA€KCaMeTa30Ha, MPUHUMAsi BO BHUIMAHHE COCTOSTHUE
ManyeHTa U CTaguIo 3a00JIEBaHus.

Towazoeoe crudicenue 003bi

Hauvanraas nosa 25 Mr

Jlo3a ypoBHs -1 15 mr

Jlo3a ypoBHS -2 10 mr

Jlo3a ypoBHs -3 S w™mr
Tpomboyumonenus

10



COOTBETCTBYET 2KCNEPTHOMY OTYETY

or 02.10.2023 N= 19246

KoJsmyecTBO TPOMOOIIUTOB

B AT

Iepsoe cumxenue < 30 x 10%/1

Boccranosumimoch > 30 x 10°%/1

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIUAOMUIOM

B0300HOBHTE JiIeYeHHE JIEHAIUIOMUIOM B
7103€ ypOBHS -1

Kasxoe nocnenyromee camkenne < 30 x 109/

Boccranosuinoch > 30 x 10°%/1

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIIMJOMHUI0OM

B0300HOBUTH JIeUEHHE JICHAIUIOMHIOM B
MEHbIIIeH J103€ (1032 YPOBHS -2 WU -3) OJMH
pa3 B IcHb

He npuMeHsTH 10361 IpenapaTa HUKE 5 Mr B
JICHb

Hevumponenus

AHY

Pexomenganun?

Iepsoe camxkenne < 0,5 x 1091

Boccranosunocs > 0,5 x 10%01 u neiitponenus
- €IMHCTBEHHOE MPOSIBIIEHHE TOKCUYHOCTH

HpI/IOCTaHOBI/ITb JICYCHHUC JICHAJIMJOMHUA0OM

B0300HOBUTE JicUEHUE JICHAITMIOMUAIOM B
HAYaJbHOM J103€ OJIMH pa3 B JCHb

BoccranoBunochk > 0,5 x 10%1 u ecth Ipyrue
nposiBiaeHus remaronaorunyeckon JIT,
OTJIMYHBIC OT HEUTPOIICHUH

B0300HOBHTh JieUeHUE JICHAIMIOMHUIOM B
J103€ YpOBHS -1 OJIMH pa3 B JIeHb

JI71st KaXK10T0 TIOCIIEAYIOIIETO CHIYKCHUS
<0,5x 10%x

Boccranosmiocs > 0,5 x 10%/1

[TprocTaHOBUTS JIeUEHHE JICHATUAOMHIOM
B0300HOBUTE JIeUeHUE JICHATTUIOMHIOM
B MCHBIIEH J103¢ (032 ypoBHS -1, -2 wiu-3)

OJIMH pa3 B JICHb

He NPUMCHATH NO3bI IIPCIIapaTa HUKE 5 mr

OJIMH pa3 B ICHb

a ~ o
Ha ycmotpenue Bpada, eciv HEWTPOIICHHS SBIISCTCS €IMHCTBEHHBIM IIPOSIBICHHEM TOKCHYHOCTH ITPH JII000i1 03¢
JICHAJMIOMAA, MOKHO NOOABUTH K TEpalMH TPaHYJIOUUTApHBIN KoloHHecTuMmynmpyommid dakrop (I-KCD) u

COXPaHUTH A03Y JICHAJTIUAOMHU A

Muenooucnracmuuecxue cunopomst (MC)

He nomyckaercss HaumHaTh Tepanuio JeHamuaomuaom, eciu AUH < 0,5 x 10%n u /umm

KOJTMYECTBO TPOMOOIHUTOB < 25 x 10%/71.

Pexomenoyemas 0o3a

PCKOMCHI[yeMaSI HaydaJlbHasa J03a JCHaIuaAoOMKuJa COCTaBJIACT 10 mr BHYTPb OAWH pa3 B ICHb C 1

1o 21 1eHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB.

Towazoeoe crudicenue 003bl

Hauvanraas nosa

10 mr oguH pa3 B AeHb ¢ 1 o 21 neHp kaxapie 28 qHen

Jlo3a ypoBHs -1

5,0 Mr oguH pa3 B ieHb ¢ | o 28 aeHp kaxasie 28 qHEn

Jlo3a ypoBHS -2

2,5 Mr oJiiH pa3 B JieHb ¢ | no 28 nenb kaxple 28 nHe

Jlo3a ypoBHs -3

2,5 mr yepes neHb ¢ 1 mo 28 aeHp kaxabie 28 qHen

Tpomboyumonenus

11
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Cuusmiock 10 < 25 x 1091

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMUIOM

BoccranoBuiochk 10 > 25 x 10°%/1
<50 x 10%n MHUHUMYM JBA]IbI 3a MIEPUO]T

Bo0300HOBHUTE Jl€UeHHE JIEHATUIOMHUIOM B
MeHbIIeH 103¢ (103a ypoBHs -1, -2 uiu -3).

> 7 JOHEW WIM KOTJa YUCIIO TPOMOOIIMTOB
BOCCTaHaBIMBaeTcst 10 > 50 x 10%/1 B io6oii
IPOMEKYTOK BPEMECHH

Heumponenus

AYH
Causminoch 10 < 0,5 x 10%/1

PexoMenpanuu
HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJINIOMUAOM

Ilpexpawenue npuema nenaioomuoa

Jleyenue JieHaMUIOMUAOM CIEAYET NMPEPBaATh Y TEX MAIIMEHTOB, Y KOTOPHIX B TeUeHHE 4 MeCALICB
MocJie Hayalla Teparuu OTCYTCTBYET XOTsl Obl HE3HAUUTENbHAS SPUTPOUTHAS PEAKIUs, Y KOTOPBIX
oTMeuaeTcs, Mo MeHslie mepe, 50 % CHHKeHHEe MOTPEOHOCTH B TeMOTpaHC(Y3USIX, UITH, TPU

OTCYTCTBUH reMOTpaHC(y3Hid, HAOIMI0aeTCs yBeTUYEeHUE reMorinoonHa Ha 1 /.

Jlumehoma uz knemox manmuiinoti 3o0nvt (MKJI)

Pexomenoyemas 0oza

Pexomenyemas HauanbHasl 1032 JIEHAIUIOMH/Ia COCTABIIAET 25 MI' BHYTPb OJIMH pa3 B JIEHb C |
1o 21 1eHb MOBTOPHBIX 28-THEBHBIX ITUKJIOB.

Towazosoe cruoicene 003vl

Havanbuag nosa 25 Mr oiuH pa3 B JieHb ¢ 1 mo 21 nenb kaxpie 28 nHeu

Ho3a ypoBHs -1 20 Mr onuH pa3 B ieHb ¢ 1 mo 21 nenb kaxpie 28 nHeu

Jlo3a ypoBHs -2 15 Mr oz pa3 B 1ieHb ¢ 1 mo 21 nenb kaxpie 28 nHe

Jlo3a ypoBHs -3 10 Mr onuH pa3 B nieHb ¢ 1 mo 21 nenb kaxpie 28 nHe

Ho3a ypoBHs -4 5 Mr ozivH pa3 B JieHb ¢ 1 mo 21 nenb kaxpie 28 aHe

Jo3a ypoBHs -5 2,5 Mr oziuH pa3 B JieHb ¢ 1 mo 21 nenp kaxplie 28 nHei

5 mr uepes zieHb ¢ 1 o 21 neHp kaxable 28 qHen

Tpomboyumonenus
KosmuecTBO TPOMOOIINTOB PexoMmenganun
Cramsmnock 10 < 50 x 1091 [IpuocTaHoBUTH JIeYeHUE JICHATMIOMHUIOM u

KOHTPOJIMPOBATh KOJMYECTBO BCEX KIETOK KPOBU HE
pexe 1 pa3a B 7 nuei
BoccranoBmiock 10 > 60 x 10%/7 B0300HOBUTEL JleUeHHE JIECHATUIOMUIOM B MEHBIIEH
n03e (103a ypoBHs -1)
HpI/IOCTaHOBI/ITI) JICUCHUC JICHAJINJOMHUI0OM nu
KOHTPOJIMPOBATh KOJMYECTBO BCEX KIETOK KPOBU HE
pexe 1 pa3a B 7 nHei

Kaxnoe mocnenyromniee CHUKEHHE
<50x 10%n

Boccranomiock 10 > 60 x 10%/7 B0300HOBUTEL JIeUeHHE JIEHATUIOMUIOM B MEHBIIEH
no3e (mo3a ypoBHs -2, -3, -4 unu -5). He npumeHsThH

12




COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 02.10.2023 Nz 19246
I-HI—I.-\-—||——|IJ—\.|- "l-l_l_ll.lllf"h - IH:I—IIE-I
JI03BI TIpEnapaTa Hiske ypopaa -5 = = T HEHE

Heumponenus
KoJunyecTBo HeiiTpoduion Pexomenganun
Cummwiock 10 < 1 x 10°%1 mo MenbIei [IproCTaHOBUTH JI€YEHUE JIEHATUAOMUIOM U
Mepe B TeUeHue 7 nHel KOHTPOJIMPOBATh KOJIMUYECTBO BCEX KJIETOK KPOBU
unu He pexe 1 pa3a B 7 nHel

Cuamsmiock 10 < 1 x 10%1 B coyeTanuu ¢
Jauxopakou (Temmeparypa tena > 38,5 °C)
unu

Cuuszuioch 10 < 0,5 x 10%/x

BoccranoBmiocs 10 > 1 x 1091 B0300HOBHUTHL JIeUeHHE JICHAIMJIOMMIOM B
MEHBIICH 03¢ (103a ypoBHS -1)

Kaxnoe mocnenyromee camwkenne < 1 x | [IpHOCTaHOBUTH JIeUEHUE JICHATAIOMHJIOM

10%1 mo MenbIIei Mepe B TCUCHHE 7 qHEH
unu

cumkenne < 1 x 10%n1 B coueranuu c
TUXOpaaKol (Temmeparypa tena > 38,5 °C)
unu

camwkenue 10 < 0,5 x 10%/n

B0300HOBUTH  JiIeYeHHE JICHATUJIOMHUIOM B
Boccranosumnock 10 > 1 x 10%/x MEHBIIIeH J103¢ (103a ypoBHS -2, -3, -4 wim -5). He
IPUMEHSATH JI03bI IIperapara Huxe ypoBHs -5

Donnuxynapras aumgpoma (DJI) uru rumgpoma usz Kiemoxk mapeunanvhou 30usl (JIM3)

He nomyckaercst HaunHaTh JieueHue JieHanuaomuaom, eciim AYH < 1,0 x 10°%/31 v/WITH KOJTMYECTBO
TpomGonuToB < 50 X 10971, eciu TONBKO TO HE BBI3BAHO MHGUIBTpAIMEH KOCTHOTO MO3Ta TIPH
aumdome.

Pexomenoyemas 0oza

Pexomenayemast HauanmbHast 103a JICHATUAOMEIA cocTaBisieT 20 M BHYTpPb OJWH pa3 B JIeHb B |-
21 neHb MOBTOPHBIX 28-THEBHBIX IIUKIJIOB (00111el YncIeHHOCTRIO 10 12 ko). Pekomenayemas
HayaTbHAs 7033 PUTYKCHMaba CoCTaBseT 375 Mr/M? MIIoIaay TOBEPXHOCTH TeNa BHYTPUBEHHO
(8/B) kaxxayto Henemto B 1 mukie (1, 8, 15 u 22 quu) u B 1 1eHpb kaxaoro 28-1HEBHOTO IUKIA JIS
2-5 ITUKJIOB.

Tlowazoeoe cuudicenue 003wl

Hauansnas nosa 20 mr onuH pa3 B AeHb ¢ 1 o 21 neHp kaxable 28 qHeil
Jlo3a ypoBHs -1 15 mr onuH pa3 B ieHb ¢ | no 21 nenp kaxaplie 28 nHei
Jlo3a ypoBHs -2 10 mr oguH pa3 B AeHb ¢ 1 o 21 neHp kaxapie 28 qHen
Jlo3a ypoBHs -3 5 Mr oauH pa3 B eHb ¢ 1 o 21 neHb kaxapie 28 qHen

I[J'IH KOppCKOUH OO03bI B PE3YJIbTATC TOKCUYHOCTU C pI/ITy'KCI/IMa60M CIIeaycCT 06paTI/ITLC$I K

COOTBCTCTByIOHIeﬁ HHCTPYKIUHU 11O MCIUITHMHCKOMY ITPUMEHCHUTO JICKAPCTBECHHOTI'O ITpEIIapara.
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(NOCNEOCBATENEHOCTE 0008)

Tpomboyumonenus
KoJsm4yecTBo TpOMOOIINTOB PexoMenpanuu
Cuusunoch 10 < 50 x 10%n [IpnocTaHOBUTH  JI€UEHHE JICHAIUIAOMUIOM U

KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIIETOK KPOBH
He pexe 1 pa3a B 7 nHei

<50 x 10%n

BoccranoBuiock 10 > 50 x 10°%/1

BoccranoBmiocs 10 > 50 x 10°%/1 Bo300HOBHTE  JledeHHE  JIEHAIMIOMHIOM B
MEHbIIEH 103¢ (103a ypoBHS -1)
Kaxxnoe nmocieayromniee CHIKEHUE [IppocTaHOBUTH  JICUCHUE JICHAIUIOMHUIOM U

KOHTPOJIUPOBATh KOJUYECTBO BCEX KJIETOK KPOBHU
He pexe 1 pa3a B 7 nHei

Bo3o6HoBUTE
MEHBIIIeH 03¢ (1032 ypoBHS -2, -3). He nmpuMeHsTh
JI03bI TpernapaTa HUKe YpOBHs -3

JICHYCHUC JCHAJIIMAOMUIOM B

Hetimponenus

AYH

Pexomenpannn?

Crmsmnock 10 < 1 x 10%1 o MensIIeii Mepe
B TeueHue 7 nHen

unu

Crmsunoch 10 < 1 x 10%1 B coueranuu ¢
TUXOpaaKou (Temrieparypa tena > 38,5 °C)
unu

Cruzuoch 10 < 0,5 x 10%/n

HpI/IOCTaHOBI/ITI) JICHCHHUEC JICHAJIMAOMUIAOM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK
KpoBU He pexe 1 paza B 7 nHei

Boccranosuiock 10 > 1 x 1091

B0300HOBUTH JieUeHHE JICHATHIOMHIOM B
MEHbIIeH J103¢e (J103a ypoBHs -1)

Kaxnoe mnocnenyromee cHumxeHne < 1 x
10%1 o MeHbIIel Mepe B Tedenue 7 JHeil
unu

9
camkenne < 1 x 10°n B coderaHuu c
JIUXopajaKo# (Temneparypa Tena > 38,5 °C)
unu
cHmkenne 10 < 0,5 x 10%1

IIproCTaHOBUTH JIEUEHHE IICHATUAOMHUIOM U
KOHTPOJINPOBATh KOJIMYECTBO BCEX KIETOK
KpoBH He pexe | pasa B 7 qHei

Boccranosmmocs 10 > 1 x 10%/1

Bo300HOBUTH JleueHHE JICHAIMIOMHUIOM B
MeHbIe go3e (moza ypoBHs -2, -3). He
MIPUMEHSITH JIO3BI ITperapaTa HIKe YPOBHS -3

a ) v
Ha YCMOTpECHHUE Bpada, €CJIM HCUTPOIICHUA ABJICTCA CAUMHCTBECHHBIM MPOABJICHUCM TOKCUYHOCTU NPH TII000H

JI03€ JeHAIUAOMU/a, ciuenyet 106aButh [-KCO

Jlumgpoma uz memox manmuuinotu 3oust (MKJI), ponnuxynapras numgpoma (DJI) unu aumgpoma u3z

MemoK MapeuHaibHol 30Hul (JIM3)

Cunopom auzuca onyxoau (TLS)

Bce manueHTsI 10KHBI TOTy4YaTh poduiaakTuieckoe Jeuenue TLS (amnomypunon, pacOypukasza

HJIM aHaJIOTU B COOTBETCTBUU C pPCKOMCHAAUAMHA MCIUITUHCKOT O yqpexcz[eHm{) 1 00€3BOKUBAHUS

(mepopanbHO) B T€YEHHE MEPBOW HEAENTU MEPBOTO LMKIA WIM B TeUeHUE Oosiee AIUTEIbHOIO

nepuoja, €ciay 3TO KIMHMYECKH mokaszaHo. i monuTopuHra TLS HeoOXoAuMO MPOBOIUTH
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
0102102023 Ne 19246
PA3BEPHYTHIH GHOXHMUUECKHH aHATH3 KPOBH, HasHauabMblii GRCHOTGbAO B Tetehid HepBoro

LIMKJIA U B COOTBETCTBUU C KIIMHUYECKUMU IIOKa3aHUSIMHU.

[Ipuem neHanuaOMHMIa MOXKHO HPOAOIKATh (C MOJAEpkKAHMEM [03bl) y IALUEHTOB C
nabopatopHbiM TLS unu kmuanyeckum TLS 1 cTenenu, wim Ha ycMOTpEHUE Bpada CHUZHUTH 103y
Ha OJINH YPOBEHb U MPOJOJIKUTH ITPUEM JieHanuaomuaa. Heo6xoaumo o6ecrieyuTh HHTEHCUBHYIO
BHYTPUBEHHYIO THApATallMl0 U COOTBETCTBYIOLIEE JIEUEHUE B COOTBETCTBUM C MECTHBIMU
CTaHJApTaMH OKa3aHUS MEIUIMHCKOM TIOMOIIM /O KOPPEKIMH HapylleHus OayiaHca
JNEKTPONUTOB. [l CHUXKEHHsS] YpOBHSI TUIEPYPUKEMHUU MOXET MOTpeOOBaThCsA Tepanus
pacOypuka3oil. ['ocniutanuzanus naurenTa OyieT OCyIIeCTBISATHCS MO PEIICHUIO Bpaya.

Y nmnaunuentoB ¢ kiauHMYeckuM TLS 2-4 cremeHM HEOOXOOMMO NPHOCTAHOBUTH IPHEM
JICHAJIUIOMH/IA U TIPOBOJIUTH Pa3BEPHYTHI OMOXMMUYECKHNA aHATN3 KPOBU €KEHENEITBHO WIIH TI0
KIIMHUYECKUM  TokKa3zaHusM. HeoOxonuMo oOecnedyuTh HMHTEHCHBHYIO  BHYTPHUBEHHYIO
TUAPATAINIO M COOTBETCTBYIONIEE JICYCHHE B COOTBETCTBUM C MECTHBIMU CTaHAAPTaMH OKa3aHHs
MEAMIMHCKOW TIOMOIIM JO0 KOPpEeKUMH HapyleHus OajaHca dJIEKTpOJIUTOB. Tepamus
pacOypHKa3oil U rocnuTaau3anus Oy1yT OCYIIECTBIATHCA M0 pelieHnto Bpaya. [Ipu ymeHbiienun
crenenu TLS 1o 0 mo pemieHuto Bpaua BO30OHOBIIAIOT IPUEM JICHATHIOMH/IA B JI03€ CIIEIYIOIIETO
OoJiee HU3KOTO YpOBHS (CM. paszen 4.4.).

CuHOpOM _«ONnyxoneou  6CHblUKUY (CUHOPOM _MPAH3UMOPHO20 _VCY2YONeHUS  KIUHUYECKUX

nposgrenui onyxoau, TFR)

V nauuentoB ¢ TFR 1 unu 2 crenenu penieHue o nNpepbiBaHUU JIEUECHUS JICHATTUIOMHUIOM WITU
YMEHBILIEHUSI €r0 J03bl OCTaeTCsl Ha yCMOTpeHHe Bpaua. [lo ycMOTpeHHIo Bpaya MOKET OBITh
Ha3HayeHa Tepanus HEeCTePOUIHBIMU NpPOTHUBOBOCHANUTENbHBIMU TpenapaTamu (HIIBII),
OTpaHWYEHHAsT IO TMPOJODKUTEIIBHOCTH  Tepamusi  TIIIOKOKOPTUKOCTEPOUIAMH  W/WIH
HAapKOTUYECKUMH aHaibretukamu. Y mnanumeHtoB ¢ TFR 3 wumm 4 crenmenu Ttepamnuio
JICHAJIIOMUJIOM CJIEAYET IPUOCTAaHOBUTH U HauaTh Tepanuto HIIBII, rimrokokopTukocTeponiamMu
W/USTM HApKOTUYECKUMU aHanbreTukamu. Korma BeipakeHHocts TFR cHusurces 1o < 1 crenenwu,
BO30OHOBJISIIOT JICUEHHE JICHATUIOMHIOM B JI03€ TOTO € YPOBHS B TEUEHUE OCTABIIEHCS YaCTH
nukia. Cumnromaruueckas tepanusi TFR mpoBoauTcst cormacHo peKoMeHAAUsIM 0 JIEUEHUIO
TFR 1 u 2 crenenu (cM. pazzen 4.4.).

Bce nokazanus

[Ipu pa3BuTHH y manmeHTa Ipyrux BUJAOB TOKCUYHOCTHU 3 U 4 CTENEHH TSHXKECTH, CBSI3b KOTOPBIX C
NPUMEHEHUEM  JIEHAJTUJIOMUJA HENb3Sl HCKIIOUUTh, JICYEHUE JICHATUAOMHUIOM CIEIYET
MPUOCTAaHOBHTH. [0 pemieHno Bpaua JedYeHHe JIEHAIUIOMHIIOM MOKET ObITh BO3OOHOBIEHO B

J103€ CIIeYIONIETro, 00Iee HU3KOTO YPOBHS MPH CHWKEHUU BBIPAKEHHOCTH TOKCHYHOCTHU /10 < 2
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ot 02.10.2023 N= 13246
(NOCNEOCBATENEHOCTE 0008)

CTCIICHH.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Crnemyet paccMOTPETh BOMPOC O MPUOCTAHOBKE WIIM MPEKPAIICHUH JICUCHUS JICHAIUIOMUIOM B
Cily4ae pa3BUTHUS KOKHOU ChINU 2 WK 3 creneHu. Jiedenue JeHanua0MuI0M CIEayeT IPeKpaTUTh
[IPU AHTHOHEBPOTUYECKOM OTEKE, CHINMU 4 CTeNeHU, FIKC(HOIMAaTUBHON WK OYJUIE3HON CHINU, WIH
pu MoA03peHuH Ha cuHApoM CTuBeHca-/[KOHCOHA, TOKCHYECKHM SMUAepMAIbHBIN HEKPOJIU3
WIH JICKQPCTBEHHYIO KOXKHYIO PEAKIUIO, COMPOBOXKIAIONIYIOCS J03MHO(DUINECH U CHCTEMHBIMU
nposiBieHusiMu (DRESS-cunapom), 1 He BO30OHOBIISATH MOCIIE MPEKPALIEHUS TUX PEAKITHUI.

Oco0nlie I'pYHOIIbI TAMEHTOB

Ilayuenmul nodcunoco eospacma

Pesynbratel uccrnenoBaHus  (HapMAaKOKMHETHKH JICHAUIMAOMHUAA Y MOXWIBIX IallUeHTOB
npecTaBiIeHbl B pa3aene 5.2. Jlenanunomun HazHavanu manueHTam ¢ MM B Bospacre 10 91 rona,
maruedaTaMm ¢ MJIC - no 95 ner, a nauuentam ¢ MKJI - mo 88 ner.

[TockonbKy y MOXHIIBIX MAlMEHTOB BEPOSTHOCTh HapylleHus (DYHKUIMU IMOYEK BBILIE, 103y
npenapara Hy>)KHO MOJ0MpaTh OYEHb OCTOPOKHO, IIPU 3TOM BO BPEMsI JICUEHUSI PEKOMEHIYETCS
MOHHUTOPHPOBATH (YHKIIHIO MTOYEK.

Bnepsvie ouacnocmuposannas MHOCECMBEHHAS MUEIOMA. NAYUEHMbl, KOMOPLIM He NOKA3aHA
MPAHCNAAHMAYUsL

[lepen HaznaueHueM jedeHus namueHTam ¢ BJIMM B Bo3pacte 75 neT u crapiie HeoOXoIuMo
MPOBECTH TIATENbHOE oOcienoBanue (cM. pasnen 4.4.). Jlns manueHToB crapiie 75 JerT,
MOJIYYalOIUX JEHATUIOMU] B KOMOMHAIIMHY C IeKCAMeTa30HOM, HavajbHas J103a JleKcaMeTa3oHa
coctasisieT 20 Mr ouH pa3 B AeHb B 1, 8, 15 u 22 quu kaxaoro 28-1HEBHOTO IIUKJIA JICUCHHUS.
W3MeHeHne N103bl HE PEKOMEHJyeTcs AJis MAllMeHTOB cTapiie 75 JeT, KOTOpble NMPUHUMAIOT
JCHAJIMJOMHU]] B COYETAHUHU € MelI(paTaHOM U IPETHU3Z0IOHOM.

V¥ mauuentoB ¢ BJIMM B Bo3pacte 75 €T U cTaplile, MOIy4aBIIUX JIEHAIUIOMHUL, CEPbE3HbIE
HexxenarenbHble peakiuu (HP) u HP, koTtopele npuBeny Kk MpekparieHuo Je4eH s, 0TMEYaIUCh
yaie.

KoMmOuHupoBaHHas Tepamnus JICHATUIOMHAOM XYK€ TNepeHocuiach mamueHtamu ¢ BJIMM
cTapie 75 JeT 0 CPaBHEHUIO ¢ MOJIOBIMM ManueHTaMu. [lanrenTs! Gonee crapiiero Bo3pacra
yaie MpeKpalaiy MpueM Ipenapara u3-3a UHAMBHIYyaibHOH HenepeHocumoctu (HP 3 wim 4
cTenieHu U cepbe3nsle HP), uem nanuenTts B Bo3pacre 10 75 ner.

MHnooicecmeennas muenoma: nayuenmel, NOAYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu
ITpouenT mnanmeHToB ¢ MM B Bo3pacte 65 Jer U crapume, IOJy4aBIIUX
JICHAJIMJIOMUJI/IeKCaMeTa30H WM Iuiane0o/iekcamerasod, Obul comoctaBuM. He oTMeueHo

paznuuuii B 3QPEeKTUBHOCTU U 0€30MMaCHOCTH JICHATUIOMH/IA B 3aBUCUMOCTH OT BO3pacTa, XOTs
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

HEJIb3sI UCKIIIOUYUTH OOJIBIIYI0 YyBCTBUTEIBLHOCTH K npeﬁ%fvjﬁaﬂgéxﬁgg%ﬁﬁg Eo%&"? oM

TPYIIIBL.

Muenooucniacmuueckue cuHOpoOMbl

Cpenu nauuentoB ¢ MJIC, mpyHUMAaBIIUX JICHATHIOMU/, HE OTMEUYEHO Pa3IU4Yuii B 0€30MaCHOCTH
1 5QPEeKTUBHOCTH y MALIUEHTOB B BO3pacTe 65 JIeT U cTapilie ¥ MallMeHTOB MIIaie 65 Jer.
Jlumgoma u3 Kiemox MaHmMuHoOU 30Hbl

V¥ nauuentos ¢ MKJI, npuHMMaBImIMX JE€HAINJOMU, HE OTMEUEHO PA3INYUI B O€30M1aCHOCTH U
3¢ (pexTUBHOCTH y MAIMEHTOB B BO3pacTe 65 JIeT U cTaplle U MalrueHToB Miajie 65 ner.
DonnuKyIApHas iumpoma unu aumpoma uz Kiemox Map2uHaiIbHOU 30Hbl

VY nauuentoB ¢ @JI wim JIM3, npuHUMABIINX JICHATHIOMH] B KOMOMHAIIMU C PUTYKCUMaOOM,
o0IIasi 4yacToTa HEeKeNaTeIbHbIX JiekapcTBeHHbIX peakuuii (HP) oguHakoBa /sl manueHTOB B
BO3pacte 65 JeT U cTapliiie 110 CPaBHEHMIO C alUeHTaMu MaaAie 65 ser. He otmeueno paznuuuii
B 3G (EeKTUBHOCTH MEXIY JBYMsI BO3PACTHBIMU IPYIIIaMH MMallEeHTOB.

THayuenmoi ¢ HapyweHuasMU PYHKYULL NOYEK

JlenanuooMua BblAENAETCS, IVIaBHBIM o00pa3oM, moukamu. [lo Mepe HapacTraHusi CTENeHU
HapYIICHHs] TOYECYHOW (YHKIIMHA CHWXKACTCSA TOJEPAHTHOCTh K Tepamuu (cMm. pasgen 4.4.).
PekoMeHnayeTcsi ¢ 0CTOPOKHOCTBIO MOAOUPATH J03Y IMpernapaTta U MOHHUTOPUPOBATh (DYHKIIHIO
MOYEK.

Hnsa mammentoB ¢ MM, MJIC, MKJI, ®JI wnu JIM3 u moyedyHoi HEIOCTATOYHOCTHIO JIETKOM
CTETIEHU TSKECTU He TpeOyeTcst U3MEHEHUs! 103bl JICHAIUIOMUA.

PexoMenayroTcs cienyronie U3MEHEHHS peXuMa J03UPOBAaHUS B Hayalle TEPAIIUU U B XOJIE €€ B
3aBUCHUMOCTH OT CTEINEHU TSKECTH HapylleHHs (QyHKUMU MOYeK (ISl MAalUEeHTOB C MOYEYHOU
HEJIOCTaTOYHOCTBIO CPEIHEW W TSHKEJIOW CTENEHHM TSKECTH, a TAKKE TEPMUHAIBHOW CTaauen
novyeynoit Hemocrarounoctu (TCITH)). HccnemoBanust ¢daser III mpu TCIIH (xiupenc
kpearuanHa (KK) < 30 Mi1/MuH, TpeOyeT MpoBeICHUS HaIn3a) He TPOBONIUCH.

Mnooicecmeennas muenoma

Cocrosinne pynkuun noyexk KK HN3meHeHue 103b1
[loueuHas  HEIOCTATOYHOCTH  cpemHeil | 10 Mr oauH pas B AeHb!
CTENEHH THKECTU
(30 ma/mun < KK < 50 Ma/mMun)
[ToueyHnass  HEAOCTATOYHOCTH  TSKEJIOW | 7,5 MT OIMH pa3 B JIEHb WIH 15 Mr yepe3 1eHb
CTEICHH TSDHKECTU
(KK < 30 mn/munH He TpeOyeTcst auaims3)

TepMmuHanbHas cTaaus MOYEYHOW | 5 MI' OJlMH pa3 B JeHb. B neHp auanuza 103y
HepocratoyHoctu (TCITH) Ipernapara Hy>KHO IIPUHUMATh I10CJIE OKOHYAaHUS
(KK <30 mi/muH, Tpedyercst 1uanus3) ceaHca Juannsa

12103a IpernapaTta MOXeT OBITh MOBBIIIEHA 10 15 Mr ofuH pa3 B IeHb 1ociie 2 UKIIOB TePANH IPH OTCYTCTBUH OTBETA
Ha Teparuio, HO XOPOoIleH ee NepPeHOCUMOCTH
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ot 02.10.2023 N= 13246
(NOCNEOCBATENEHOCTE 0008)

Cocrosinne QyHKIUYU MOYEK
(KK)

N3menenue 10361

Iloueunas HEAOCTAaTOYHOCTb

HavansHas nosa

5 Mr OJIMH pa3 B JICHb

CPEIHEH CTENECHHU TKECTU (c 1 mo 21 neHp BO BpeMs MOBTOPHBIX
(30 m/mun < KK < 50 28-THEBHBIX IUKJIOB)
MJI/MUH) Jo3a ypoBHs -1* | 2,5 mMr ouH pa3 B AcHb
(c 1 mo 28 neHp BO BpeMs MOBTOPHBIX
28-THEBHBIX IUKJIOB)
Jo3a ypoBHs -2* | 2,5 mMr uepe3 ieHb
(c 1 mo 28 geHb BO BpeMsi MOBTOPHBIX
28-THEBHBIX IIUKIIOB)
TToyeunas HeOCTATOYHOCTH HavansHas nosa 2,5 MTI' OJIMH pa3 B JCHb
TSKEJION CTEIICHU TSKECTH (c 1 mo 21 neHp BO BpeMs MMOBTOPHBIX
(KK < 30 ma/muH, He 28-THEBHBIX IUKJIOB)
TpeOyeTcst Tuanm3) Jo3a ypoBHs -1* | 2,5 mr yepe3 neHb
(c 1 mo 28 neHbp BO BpeMs MOBTOPHBIX
28-THEBHBIX IUKJIOB)
Jo3a ypoBHs -2* | 2,5 Mr 1Ba pasza B HEZEIO
(c 1 mo 28 neHbp BO BpeMs MOBTOPHBIX
28-THEBHBIX IUKJIOB)
TepMmuHanbHas cTaaus Hauanphas noza | 2,5 Mr oJiuH pa3 B JIeHb
MOYEYHON HEJOCTATOYHOCTH (c 1 mo 21 geHb BO BpeMsi MOBTOPHBIX
(TCIIH) 28-THEeBHBIX IUKJIOB)
(KK < 30 mn/mun, TpeOyercs Jo3a ypoBHs -1* | 2,5 mr 4yepe3 neHb
JMalins) (c 1 mo 28 neHbp BO BpeMs MOBTOPHBIX
28-THEBHBIX IUKJIOB)
B gmenp  gmammsza  go3y | Jlosa ypoBHs -2* | 2,5 Mr [Ba pasa B HEJEIO
npenapara HyKHO NMPUHUMATh (c 1 mo 28 neHb BO BpeMsl OBTOPHBIX
IIOoCJIe OKOHYAHUA ceaHnca 28-IHEBHBIX IUKJIOB
JUaIn3a.

* Bo3MoxxHOCTH H3MEHECHUS JO3bI B XOJC JICUCHHA WU C€ro BO300HOBJICHUS npu pa3BUTHU HeﬁTpOHeHHH,
TpOM6OL[I/ITOHeHI/II/I Wi ApYrux BHUJOB TOKCUYHOCTHU 3 u 4 creneHu TAXKCCTHU, CBA3b KOTOPBIX C NPUMCHCHHUEM
JICHAJIMAOMHU A HEJIB3s UCKIIIOYNTD, IPEACTABJICHBI BBIIIC

Jlumoma uz kiemox MaHMUUHOU 30HbL

Cocrosinue pynkunu novek (KK)

HN3MeHeHuE 103bI

JTHEBHBIX ITUKJIOB)

(c 1 mo 21 neHb BO BpeMst MOBTOPHBIX 28-

CTCIICHHU TAXKCCTH

[Toueynast HEIOCTATOYHOCTh CPEIHEN

(30 ma/mun < KK < 50 mn/mun)

10 mr oguH pa3 B JICHb

CTCIICHU TSKECTU

IToyeuHass HEAOCTATOUYHOCTD TSKEIION

(KK < 30 mui/mMmuH He TpeOyeTcs: Tuaim3)

7,5 Mr 0IuH pa3 B I€Hb WK 15 Mr yepe3 JeHb

HepocratouHoctu (TCITH)

TepMuHabHAS CTAIUS TOYEUHOU

(KK <30 mn/muH, TpeOyeTcs 1uanims3)

npernapara
OKOHYAHUs CeaHca JUuajln3a.

HY>KHO

5 Mr oamH pa3 B JeHb. B neHp auanmsa 103y
MPUHUMATH

I10CJIC

1 I[oaa MOJKET OBITh MOBBIIIEHA a0 15 mr OJHWH pa3 B ACHb IOCJIC 2 IUKJIOB T€palunu, €CJIU MauCHT HEC OTBEYACT HA
JICUCHHUEC U TP OTOM Y HETO HE Ha6J'IIO}laIOTC$I MPU3HAKHU HECIEPECHOCUMOCTH.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

Dosnuxkyiasapras aumoma wiy Jum@poma u3 Kiepmokx Maz}gtlﬂldﬁglgd%"é&ﬁ:’b]-lzn EHOCTE 0006)

Cocrosinne pynknun novek (KK) N3menenue 10361

(c 1 mo 21 nenp BO BpeMsi MOBTOPHBIX 28-
JTHEBHBIX ITHKJIOB)

IToyeuHass HEIOCTATOYHOCTD CPENHEN 10 Mr oauH pas B JeHb

CTEIEHU TSKECTU

(30 ma/mun < KK < 60 mMa/MuH)

[Toueynast HEIOCTATOYHOCTD TSIKEIOMU Her noctynHbIx 1aHHBIX

CTEIEHU TSKECTU

(KK < 30 mur/mMmuH, He TpeOyeTcst 1uaus3)

TepMmuHanbHas cTaaus NOYECYHOU Her noctynHbIX 1aHHBIX

HepocratouHoctu (TCITH)

(KK < 30 mn/mMuH, Tpebyercst 1uanus3)

! JTo3a MOXKeT OBITH TTOBBIMICHA 70 15 MT OHH pa3 B ICHb 1ocJIe 2 UKIIOB TePAITH, €CIIH Y MAIlMeHTa He Ha0IItoJanoch

MMPU3HAKOB HCIICPCHOCUMOCTH.

2 I[J'ISI NManqrueHTOB, MOJYyYaromuX Ha4yaJlbHYIO 103y 10 MT, B CJIy4ac CHWIKCHUA OO3bI AJIA JICYHCHUA HeﬁTpOHeHPIPI nin

TpOM6OHI/ITOH€HI/II/I Wi Apyrux BHUAOB TOKCHUYHOCTHU 3 wm 4 cTerneHu TAXKECTHU, COUTCHHOH CBSI3aHHOHN ¢

JICHAJIMAOMUIOM, HE IPUMECHATD O3Bl IIpcriapaTa HUXKE 5 mr qepe3 ACHb NI 2,5 MI' OAYH pa3 B ACHb.

3 TlanmeHTHl C TIOYEYHOW HEIOCTATOYHOCTHIO TSDKENOW cremeHu Tsxectd win TCIIH ObUTH MCKIIOUEHBI W3
HCCJIEIOBaHMS.

3

3

[Tocne Hauana jedeHHs JICHAIMJOMUAOM IIOCIEAYIOIIEEe H3MEHEHUE J03bl Yy IALUEHTOB C
HapyIEeHUIMA (QYHKIIUM MOYEK JOJDKHO 0a3MpOBaTHCS HAa WHAMBHIYAIBHOH NEPEHOCUMOCTH
JIeYeHMs], KaK yKa3bIBaJOCh paHee.
Tayuenmoi ¢ napywienusamu hyHKyuu nevyeHu
[Tpumenenne nenamunomMuaa GoOpMabHO HE M3ydalld y MAIMEHTOB C HApYUICHHOH (yHKIHEH
NEYECHH, I03TOMY PEKOMEHJAlMd OTHOCUTEIIbHO HW3MEHEHHUs J03bl y JaHHOM KaTeropuu
NAIUEHTOB OTCYTCTBYIOT.

€TH
be3zonacHocTh 1 addexruBHOCT Npenapara Jlenanuaomua-AMEJIAPT y nerteit B Bo3pacte ot 0
1o 18 net Ha JaHHBII MOMEHT HE YCTaHOBJIEHbI. JJaHHbIE OTCYTCTBYIOT.

Crooco0 rmpuMeHeHus

BuyTps.

Jl1s ocyliecTBiIeHUsI TPUBEIEHHBIX PEKUMOB JI03UPOBAHUS HEOOXOIUMO MTPUMEHSITh IIpernapar B
COOTBETCTBYIOIINX JO3UPOBKax (Karcynsl 2,5 mr, 5 mr, 7,5 mr, 10 mr, 15 mr, 20 mr, 25 mr).
Kancynel npenapara Jlenanunomun-AMEJIAPT Henb3s OTKpbIBaTh, pas3iaMblBaTh HIIHU
Pa3’KeBbIBATH, UX PEKOMEHYETCS IPUHUMATh COIIACHO CXEME TE€pPAIluu B OJJHO U TO K€ BPEMS 10
WJIM TI0CIIE TIpYeMa MUILIH, TPOrIaThIBasi EJIUKOM U 3alliBasi BOJOM.

PexoMenayeTcst Ha)KUMaTh TOJIBKO HA OJIMH KOHEI[ KaICyJIbl IPU U3BJICUYEHUH ee 13 OiucTepa JUuis

TOT0, YTOOBI CHU3UTD PHUCK €€ JeopMalluu U MOBPEKICHUS.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246
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4.3. IlpoTUBONOKA3aAHHS

o ['MnepyyBCTBUTENPHOCT, K JIGHCTBYIONIEMY BEHIECTBY HIM K JIIoOOMy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, MEPEUNCICHHBIX B pa3jene 6.1.
o bepeMeHHOCTh 1 EpUOJT TPYAHOTO BCKAPMITHBAHUS.
o CoxpaHEHHBI! PETPOTYKTUBHBIN MOTCHIINAI, 33 HCKITIOYCHUEM CITy4aeB, KOT1a BO3MOXKHO
COOJIIOJIEHHE BCEX HEOOXOAMMBIX ycioBHi [IporpaMMbl KOHTPOJHMPYEMOTO MEIUIIMHCKOTO

npUMEHEeHHS JIeHauaoMuaa (M. pasaen 4.4. u 4.6.).

4.4,  OcoOble ykazaHusi H MepPbl MPEI0CTOPOKHOCTH NMPH NMPUMEHEHUH

I[Ipn Ha3HAYEeHUH JIEHAJHIOMHAA B KOMOMHAIMM C JAPYrHMH JIeKaApCTBEHHBIMH
npenapataMm, mnepel HA4YajiloM Tepanuu cJjeayeT MpPeABAPUTEILHO O3HAKOMHTBLCSH C
COOTBETCTBYWOIIIEHl WHCTPYKIHMEH MO0 MEIUIHUHCKOMY HNPUMEHEHHI0 JIEKAPCTBEHHOTO
npenapara.

IIpenynpexaecHus B OTHOIICHUHU 66DCM€HHOCTI/I

JlenanuaoMua - CTPYKTYpPHBIM aHanor Tanupomuaa. M3BecTHo, uTo mpueMm OepeMeHHBIMU
KEHIIMHAMHU TaluJoMuJa, 00Ja/aloliero BhIpa)KEHHbIM T€PaTOr€HHBIM JIEHCTBUEM, BBI3bIBAET
TSDKENBIE U YIPOXKAIOIINE JKU3HU BPOXKACHHBIE NePEeKThl pa3BUTHUS. JleHATuIOMU BBI3BIBAT Y
00e3bsIH OPOKH Pa3BUTHUs, CXOAHBIE C ONMMCAHHBIMU paHee dddekTamMu TanuaoMuaa (CM. pa3aen
5.3. u pazgen 4.6.). Ilpu npueme neHaIWIOMHJA BO BpeMsi OEpEMEHHOCTH PUCK Pa3BUTHS
BPOKJACHHBIX J1e()EKTOB BEChMa BEPOSTEH.

HeykocuurenbHoe  coOmtogeHne  Bcex  TpeboBaHuit  [IporpamMmbl  KOHTPOJIMPYEMOIo
MEAMIMHCKOTO TPUMEHEHHUS JICHAIUAOMHUAA PpacCIpOCTPaHAETCS Ha BCEX MAIUEHTOK C
COXPAHEHHBIM PENPOAYKTUBHBIM ITOTEHIIMAIIOM, €CJIM TOJIBKO JOCTOBEPHO HE MOATBEPKIAEHO €T0
OTCYTCTBHE.

Kpurepnn jj1s >KeHITUH ¢ HECOXPAHSHHBIM PENPOJIYKTHBHEIM NOTSHIIMAIOM

JKeHnyHa-nanmeHT WK KEHIIMHA, CEKCYaJIbHbIN NapTHEp MyKuMHbI-nTanuenTa, HE cunrarorcs
CIIOCOOHBIMU K JAETOPOXKICHUIO MTPU HATMYUU XOTS ObI OJJTHOTO U3 CIAEAYIOUINX (DaKTOPOB:

- Bo3pacT > 50 JeT W AJIUTEeNbHOCTh €CTeCTBEHHOM ameHopeu > 1 roma (ameHopes
BCJIE/ICTBHUE TIPOTUBOPAKOBOI T€paluy WM B NEPUOJ IPYJHOrO BCKAPMIIMBAHUS HE MCKIIOYACT
HaJIMYUs PENPOLYKTUBHOIO IMOTEHINAIIA)

- paHHsS HEIOCTATOYHOCTh SIMUHUKOB, TIOJITBEPKICHHAS THHEKOJIOTOM

- JBYCTOPOHHSISI CAIBIIMHTO0(OPIKTOMUS WIIM THCTEPIKTOMHUS B aHAMHE3e

- resorun XY, cunapom TepHepa, areHe3uss MaTKu

KoHcyneTupoBanue
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[IpuMeHeHne J€HATUAOMHIA Y JKCHIIUH C (OXD&HCI&Q&HMH'M%J%E%%?%OM

MIPOTUBOMOKA3aHO B TEX CIyYasX, KOT/la He COOIIOICHBI CIICIYIOIINE YCIOBUS:

JKeHI[UHA

- A0JIKHA MOHUMATh OKHaeMOe TepaTOreHHoe JeicTBue mpenapara Jlenanumomua-
AMEJIAPT na nuona

- A0JIKHA OHUMATH HEOOXOIMMOCTh HENMPEPBIBHOI0 MCIIONB30BaHUS 3(PPEKTUBHBIX
METOJIOB KOHTpAIEIIUU B TCUCHUE HE MeHee 4 Helelb IO Havyalla JICUeHUs, BO BpeMs JICUCHUS U
He MeHee 4 HeJleNb 110C/Ie OKOHYAHUS JICUYCHUS

- JIOJI’KHA CJIeI0BaTh PEKOMEHJAIINH UCII0JIb30BaTh 3(PPEKTUBHYIO KOHTPALICTILIHIO JaKe
B CJIy4ae aMEHOPEH y KEHIIUHBI ¢ COXPAHCHHBIM PEMPOAYKTHBHBIM OTEHIINATIOM

- OBITH CITOCOOHOM K COOJIOJICHUIO BCEX MPaBMII 3(PPEKTUBHON KOHTPAIETIITNH JOKHA
3HATh U MOHUMATh BO3MOXKHBIE TTOCIEACTBHSI OEPEMEHHOCTH, a TaK)Ke He0OXOTUMOCTh CPOYHOTO
oOpailieHus 3a KOHCYIbTAIeH MPHU MOJ03PEHNUU Ha OEPEMEHHOCTD

- JOJKHA TTOHMMATh HEOOXOAMMOCTh HEOTJIOXKHOTO HAadala JICUCHUS JICHATAIOMHJIOM
Cpazy XKe IMOCJIe MOJIYICHUS OTPUIIATSIIBHBIX PE3yJIbTATOB TeCTa HA OEPEMEHHOCTh

- JOJKHA OCO3HaBaTh HEOOXOIUMOCTb NPOBEJCHHS TECTa U BBINONHITH TECT Ha
OepeMEHHOCTh KaK MHUHUMYM Kaxjable 4 HeIenu 3a UCKIIOYEHHEM IAallMeHTOK, y KOTOPBIX
BBITIOJTHEHA CTEPHIIM3AIINS ITyTEM MIEPEBI3KH MaTOYHBIX TPYO

- JIOJIKHA TIOJITBEPIUTh, YTO IOHUMAET PUCK BO3MOXKHBIX HEXKEIATESITBHBIX TTOCIIEICTBHIMA
¥ HEOOXOAMMOCTh UX MPEIYNPEXKACHUS B IEPUOJ] ICUCHUS JICHAIUTOMHJIOM.

[IpuMeHEeHHE Y MY>KYUH

Jannsle  u3yuyeHuss  (apMaKOKMHETUKHM  JICHAIMJIOMHAA Yy  MYXYHMH-T0OpPOBOJIBIEB
CBUJIETEIBCTBYIOT O TOM, YTO B XOJI€ JICUEHHUSI JICHATUIOMU] MOXKET COJIEP’KAThCS B MPEAEIHHO
HU3KHUX KOHLIEHTPALMSIX B CEMEHHOM KUKOCTH IALIMEHTOB U HE OIIpEAEIAeTCs uepe3 3 AHs ocie
IpeKpalleHus IPUMEHEHHs Mperapara y 3J0pOBbIX J0OpoBoJIbLEB (cM. pa3zzen 5.2.). B kauecTBe
Mepbl  MPEIOCTOPOKHOCTH, YYUTHIBAS BO3MOXHOE CHHXKEHHE CKOPOCTH  BbIBEICHUS
JICHAJIMJIOMU/IA Y OCOOBIX TPYII MalMeHTOB (Y MAllMEHTOB C HAPYIIEHUIMHU QYHKIIMH MTOYEK), IS
BCEX MYXXYMH, IPUHUMAIOIINX JICHATUIOMHU, TOJKHBI OBITH COOJIOICHBI CIETYIOINE YCIOBHSL:
MYKYHUHA

- JOJKEH TIOHMMaThb BO3MOXHBIA PpUCK TEpaTOreHHOro JEWCTBUS Iperapara
Jlenamunomun-AMEJIAPT mnpu cekcyalbHOM KOHTAaKTE€ C OEpeMEHHOW KEHIIMHOW WIIN
KEHIIUHOMN C COXPaHEHHBIM PEIPOIYKTUBHBIM TOTEHIIMAIOM

- JIOJDKEH TOHMMAaTh HEOOXOJMMOCTh HCIOJIBb30BAaHUS IPE3epBaTHUBOB (Jlaxke MocIie

MEePEHECEHHON Ba3dKTOMHH) TPH CEKCYaIbHOM KOHTAKTE C OEpeMEHHOW >KCHIIMHOW WIIN
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KEHIIIMHOW C COXpPaHEHHBIM PEMpPOIYKTHBHBIM HOTeHﬁHé;&:aﬂ,Eggﬁér]—M%% :'H%);Q%c bIE

COOTBETCTBYET 2KCNEPTHOMY OTYETY

METO/Ibl KOHTPALICTIIIMK, B IEPHO/I JICUCHUS], U B TEUCHHUE HE MEHee 7 JAHEH mociie MPUOCTaHOBKU
W/WJIH 3aBEPIICHUS JICUCHHUS

- JIOJI’KeH MMOHUMAaTh, YTO, €CIIM €ro MmapTHepiia 3abepeMeHeNia BO BpeMs €ro JeueHus
WM BCKOpPE TOCIE IPEKPALEHUs TEPANUM JICHATUJOMUAOM, OH JIOJDKEH HE3aMeIJIUTEIbHO
nporuH(GOPMUPOBAaTH 00 3TOM CBOErO JIEYAIlIero Bpaya, a €ro MapTHEpIIE PEKOMEHIYeTCs
00paTuThCs 3a 00CIeJOBAHUEM U KOHCYJIbTAIlMEH K Bpayy-TepaToyIory.

Bpay, HasHavamMi JieYeHHe JICHAJMIAOMHIOM JKEeHIMHAM C COXPaHEHHbIM
PenpoayKTHBHBIM NOTEHIUAIOM, H0JIKEH

- yOequThCS B TOM, YTO IMAIIMEHTKA YIOBJIECTBOPsieT BceM ycioBusM IIporpammsl
KOHTPOJIMPYEMOT0 MeIMIUHCKOr0 MPUMEHEHHsl JeHAJTUA0OMMAA, BKIIIOYasi MOATBEPKICHUE
TOTO, YTO OHA a/ICKBATHO TOHUMAET CUTYALUIO

- MOJIYYUTh COTJIACHE MAllMeHTKH Ha 00s3aTeNbHOE COONIOICHHE €10 BCEX YCIIOBUU
BbIIIEYKa3aHHOU [TporpamMmsbl.

[IpaBuiia KOHTpaLEOLNN

JKeHIMHBI C COXPAHEHHBIM PENPOIYKTHUBHBIM MOTEHLHAIOM JOJDKHBI HCIOJIB30BaTh OAWH M3
3¢ (EeKTUBHBIX METOJIOB KOHTpALENIMHY B Te€UEHHE He MeHee 4 Helenb J0 Hauyaia JEeYeHHs], BO
BpeMs TEparuy ¥ B TCUCHHE HE MeHee 4 HeJellb Mocie OKOHYAHHS TEepaluH JICHATHIOMHIOM,
JIa’Ke BO BPEMSI TEPEPHIBOB B JICUCHHUH, 332 HCKIIOYCHHUEM MAIlMEHTOB, KOTOPbIE Ha MPOTSHKEHUU
BCEr0 YKa3aHHOTO CpPOKa BO3AEP)KHUBAIOTCS OT CEKCYaJbHBIX OTHOLICHWH, YTO €XKEMECSYHO
HNOATBEPXKIAeTCS JOKyMeHTanbHO. Ecnum manueHTtke He mnoao0paH >(QQeKTHBHBI MeTox
KOHTpALIENIUU, €€ HeoOXOJUMO HaNpaBUTh K Bpaudy-TMHEKOJIOTY JuIsi mojadopa W Hadaja
MCIIOJIb30BaHUs TAKOTO METOA.

Crenyromnue npuMepbl MOXHO OTHECTH K TOJAXOIAIIMM METO/1aM KOHTPALEIIUH:

- [ToaxoxHBIE TOPMOHATIBHBIE UMILTAHTHI

- BuyTtpumarounslie cucteMsl, Boiaemnstonue iesoHoprectpen (BMC)

- Jleno-npenaparsl MEIPOKCUIIPOT€CTEPOH alleTara

- [lepeBs3ka MaTOYHBIX TPYO

- Basskromust mapTHepa (IOATBEpXKAEHHAs ABYMS OTPHMILATEIbHBIMU aHAJIM3aMHU
CEMEHHOM KHUIKOCTH);

- [Iporecrepon-coaepskane TaOJETKH, WHTHOMPYIONIME OBYJSALHIO (HApUMED,
JI€30TeCTpen)

B cBs131 ¢ NOBBIIIEHHBIM PUCKOM TPOMOOIMOOINYECKUX OCIIOKHEHUH TpHeM KOMOMHUPOBAHHBIX

NEPOPAIBbHBIX KOHTPALCIITUBOB HE IMMOKA3aH IMAIIUCHTKaM C MM, IMPUHUMAKOIIHUM JICHAIUJIOMU/] B
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COCTaBe KOMOMHUPOBAHHOM TE€panuu, ¥ B MCHBIIICH CTen'-é-}I[L;[I ;Hgi;lg‘tﬁ'ﬁlﬁg W[:I\Iﬂél HH':T\;I-'KH,

COOTBETCTBYET 2KCNEPTHOMY OTYETY

KOTOpBIC TOJNYyYalOT MOHOTEpAnui JeHamuaoMmuaoMm (cm. pasmgen 4.5.). s sddextuBHON
KOHTpALEMIUX YTUM NallUeHTKaM PEKOMEH IyEeTCsl UCII0JIb30BaTh OJIUH U3 IEPEUUCICHHBIX BBIIIE
MeTo0B. [IOBBINIEHHBI PUCK pa3BuTHs TpombosmOoiuu (TD) coxpansercs B TeueHue 4-6
HEeleNb I0CJIe TMpeKpalleHus MpueMa KOMOMHHMPOBAHHBIX MPOTHBO3AYaTOUYHBIX CPEICTB.
O} PeKTUBHOCTh TOPMOHATBHBIX MPOTUBO3aYaTOYHBIX MPEIMAPATOB MOXKET OBITh CHHUXKEHA MPH
OJTHOBPEMECHHOM Ha3HAYCHUH JieKcaMeTa3oHa (cM. paszzaen 4.5.).

[TaruenTKaM ¢ HEUTPOINEHUEH, HCIOJIB3YIOUMM B KayecTBe IMPOTHBO3aYaTOUYHOIO CpEICTBa
MOJIKOXKHBIE TOPMOHAJIbHbIE MMIUIAHTHl HJIM BHYTPUMATOUYHBIE CHCTEMBI, BBIICISIONINE
JICBOHOPreCTped, HEOOXOAUMO MPOQPIIAKTHUECKA Ha3HAuyaTh AHTUOMOTUKA B CBSI3H C
MOBBINICHHBIM ~ PUCKOM  HMH(DEKIIMOHHBIX  OCJIOXHEHHWH B  MOMEHT YCTaHOBKH  JTHX
TEpaeBTUYECKUX CHUCTEM, a TaKXKe IMOBBIIMICHHBIM PUCKOM HEPETYISIPHBIX KPOBSIHUCTHIX
BBIJICJICHUI U3 TIOJIOBBIX ITyTEM.

Hcnonbp3oBaHne BHYTPUMATOYHBIX CUCTEM, BBIJEISIONINX ME/b, KaK IPaBUIIO, HE PEKOMEHTYETCsI
B CBSI3HM C BBICOKUM PHUCKOM Pa3BUTHS HH(DEKIIMOHHBIX OCIOKHEHUH B MOMCHT UMIUTAHTAIIUN H
MOBBIIICHHOW KPOBOMOTEPH BO BpeMsi MEHCTPYallUH, KOTOpas MOXKET YCHIIUTh BBIPAKEHHOCTb
HEUTPONECHUH UITH TPOMOOIIMTONECHUH Y MAIIUEHTKH.

Tect Ha 6epeMEHHOCTh

B cooTBeTcTBUM ¢ MECTHOM MPAKTUKON TeCT HA GEPEMEHHOCTh C YYBCTBUTEIBHOCTHIO HE MEHEE
25 MME/mMn1 nomkeH BBINOJIHATHCS MOJ HaOMIOJEHHMEM MEIMLMHCKOrO MepcoHana A BCeX
JKEHIUH C COXPAHCHHBIM PENPOAYKTUBHBIM ITOTCHIUAIOM, BKJIKYAA U T€X, KTO MOJHOCTBIO U
HENPEPHIBHO BO3AECPKHUBACTCS OT CEKCyalbHBIX OTHOLIEHUH. B naeane, rect Ha OepeMEHHOCTb,
Ha3HA4YCHHE JICYCHMS U BblJada Ipenapara JOJKHbI IPOMCXOAUTh B OJIUH U TOT K€ JeHb. Brinaua
JCHAIUAOMHUIA JKEHIIMHAM C COXPAaHEHHBIM PpENPOAYKTHBHBIM ITOTEHIUAIOM JOJKHA
IIPOUCXOAUTH B TCUCHHE 7 JHEH MOCIIE HAa3HAYEHUs TepaIuu.

Jlo nauana neuenus

Tect Ha OepeMEHHOCTb BBINOJHAETCS IO HaOJIOJIEHUEM MEIULMHCKOTO IepcoHaja B JCHb
Ha3HA4YEeHMs JICUYEHUS WM 3a 3 JHS 10 BU3UTA K JI€YalleMy Bpady IOCJE TOro, Kak HaleHTKa
UCrosb30Baia 3((HEeKTUBHBIM METOJ] KOHTpAlLECNIIUN B TeUeHHE He MeHee 4 Henenb. PesynbraT
TecTa JOJHKEH MOJITBEPAUTH OTCYTCTBHE OEPEMEHHOCTH Yy MAIIUEHTKU K MOMEHTY Hayalla Tepanuu
JICHAIUJIOMHJIOM.

IIpooonoicenue u okoHuaHue aeyenus

TecTel Ha O€PEMEHHOCTh JIOJIKHBI BBITOTHATHCS 1MOJ1 HAOII0A€HUEM MEAMIIMHCKOTO MepcoHaa

KaKk MUHUMYM KaX/IbIC 4 HEACIIN, BKIIIOYAasA KaK MUHUMYM 4 HEACIH ITOCJIIC OKOHYaHUs JICUCHHA,
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3a UCKJTFOYCHHUEM TOITBEPKACHHON CTEPHIIM3AIUN MaToﬂg;Mf%gggﬁﬁl&ggﬁI%;%- eHb

Ha3HAYCHMUs JICUEHUS WM 32 3 JTHA 10 BU3UTA K JIeHallleMy Bpayy.

I[OHOJIHI/ITCJIBHLIG MEPHI TPEAOCTOPOKHOCTH

[TanmeHTsl HE MOJDKHBI MepenaBaTh Hpenapar ApyruM JuiaMm. Hewcnonb3oBaHHBIA Ipenapar
PEKOMEHIYeTCs BO3BPATUTh B MEIUIMHCKOE YYPEXKICHHE 110 OKOHYAHUM JICYCHHS I
0€30MaCHOr0 YHUUTOXKEHHUSL.

HaLII/IeHTy HC pa3pcuiacTcsa OBITE JAOHOPOM KPOBHU HJIM CIICPMBI Ha HNPOTAKCHUUN BCCTO JICHCHUA
JCHAIMOMH/IOM HMJIHM B TEUEHUE HE MEHee 7 THEeH Mocie ero OKOHYaHMS.

MenuuuHckre paOOTHUKM M JIMIA, OCYLIECTBIISIONIME YXOJ, JODKHBI HOCHTH OJHOPA30BBIC
nepyaTku Ipu oOpameHuH ¢ OJIMCTEpOM WM Karcyloid. bepeMeHHBIM >KEHIIMHAM MU
JKCHIONMHAaM, KOTOPBIC ITOAO3PCBAIOT, YTO OHU MOT'YT OBITH 6epeMeHHI)I, HEC CIICAYCT IIPpUKACaThCs
K OJIMCTepy HITH KaIlCyIie.

O6anIOIHI/IC MaTCpHaJibl, OTPAHUYCHNA B HA3HAYCHHUH U BbIAA4YC ITPCIiapara

UroObl MOMOYB MalMeHTaM MPEJOTBPATUTh BO3JCHCTBUE JICHATMIOMHUIA Ha TUIOJN, BIaJeer
PETUCTPALMOHHOTO yJOCTOBEPEHHsI IPEAOCTaBUT METUIMHCKOMY II€PCOHATY OOydaromue
MaTepuaibl, 4YTOObI OOOCHOBaTh MpPEJOCTEPEKEHUS B  OTHOILIEHHMM  TEPaTOreHHOCTH
JeHAJIMJIOMU/A, PEKOMEHJOBATh KOHTpPALENIMI0 Iepell HayajJoM Tepalnuud U pa3bsCHUTh
HEOOXOMMOCTh TIPOBEJCHUS TECTOB Ha OEpeMEeHHOCTh. Bpau mommkeH mpoumH(OPMUPOBATH
NAlMEHTOB MYXCKOTO M JKEHCKOTO IIojla O PHCKE pa3BUTUS TepaToreHHoro s¢dexra
JeHAJIUJIOMHUJAa U CTPOIMX Mepax MO NPeayNpexIeHHIO OCpeMEHHOCTH B COOTBETCTBUHM C
ITporpaMMoil KOHTPOJIMPYEMOIO MEIMLHMHCKOIO MPUMEHEHMs JIEHAIWJOMHIA. Bpau nomkxeH
o0ecreunTh ManMeHTa oOydaromed OpoIIIopodl M KAapTOYKOM MNAlUeHTa, a TaKKe HHBIMU
HKBUBAJIEHTHBIMA HWHCTPYKIUSIMH B COOTBETCTBUM C TOCYAAPCTBEHHOM CHUCTEMOW KapT
nanueHToB. B uneane, Tect Ha 6epeMeHHOCTh, HA3HAYCHME JICUEHH M BblJaua IpenapaTa 10 KHbI
IIPOUCXOAUTh B OJMH M TOT K€ JI€Hb. Bpllaya JeHaIMIOMHJA JKEHIIMHAM C COXPaHEHHBIM
PenpOAYKTUBHBIM MOTEHIUAIOM JOJKHA IMPOUCXOAUTHh B T€UEHHE 7 JIHEH MOcje Ha3HaueHUus
Tepanuu. JKeHIMHAaM ¢ COXpPaHEHHBIM PENpPOIYKTUBHBIM MOTEHIIMAJIOM JIEHAIUJOMU]T MOKET
ObITh BBIJAH/BBIIUCAH MAaKCHUMaJIbHO Ha CPOK Tepanuu 10 4 He[edb B COOTBETCTBUH C
YTBEPKICHHBIMH TIOKa3aHUSIMHU M PEKHUMOM J03MpoBaHMs (cM. pasznen 4.2.), B TO BpeMs Kak
JpYrUM NAlMEeHTaM - Ha CPOK Teparnu 10 12 Hexensb.

Jpyrue ocoOble yka3zaHus U NpeaynpekIeHUs Ipyu TPUMEHEHUN

Unghapxm muoxapoa (UM)

HNmerotcs COO6H_ICHI/I${ 0 ClIydasax M Yy NanueHTOB, MIPUHUMABIINX JICHAIUAOMU, B HaCTHOCTH,

y JIWIl, UMEBIINUX (AKTOPBI PUCKA CEPACUYHO-COCYIUCTHIX 3a00JIEBaHUI U B TEYCHHUE MEPBHIX 12
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MECAIIEB KOMOMHUPOBAHHOTO MPUMEHEHHUSI C 1[eKcaMefﬂblﬁm1NE%”él%gg IE[‘EHPIQII;P ('Bﬁl'('ﬁ)'pOB

pHUCKa, BKJIIOYas, B MEPBYI oOdYepelb, TPOMOO3bl B aHamMHe3e, HEOOXOIUMO KOHTPOIHPOBATH
COCTOSIHHE IMIAllMEHTOB, a TAaKK€ MPEINPUHUMATh JEHUCTBUS, HAIPABICHHBIE HA BO3MOXHOE
CHI)KEHHME  BO3JEHCTBUS  (akTOpoB pucka (KypeHue, apTepuaibHas TUIEPTEH3US,
TUIEPIUITHIEMHUN ).

Benosnas u apmepuanvras mpomoosmoonuu

Y mnauumeHtoB ¢ MM KOMOMHHMpOBAaHHAs Tepamus JCHAIUIOMUAOM M JEKCaMETa30HOM
aCCOLIMMPOBANIaCh C TMOBBIIMIEHHBIM PUCKOM BEHO3HBIX 10O (IMpeuMyllecTBEHHO TPOMOO30B
r1yookux BeH u TD yieroyHoi apTepun). ITOT PUCK OBbLI HUXKE MPU JICUCHUU JICHATUIOMHUIIOM B
KOMOUWHAIMH ¢ MeJ(pallaHOM U PEIHU3Z0IOHOM.

Momnotepanus neHanmaomugom naueHtoB ¢ MM, MJIC u MKJI accounmnpoBanack ¢ MEHBIITUM
pUCKOM BeHO3HOU TD (IpenMyIiecTBeHHO TPOMOO030B IIyOOKUX BeH U TD JIeroyHoi apTepun),
4yeM IMIPUMEHEHHUE JICHATHIOMI/Ia y anueHToB ¢ MM B cocTaBe KOMOMHUPOBAHHOW Tepanuu (CM.
paszaen 4.8. u pazzien 4.5.).

Y npanumeHtoB ¢ MM coueTaHHOE INPUMEHEHHME JICHAIMAOMHIA M JeKcaMmeTa3oHa
aCCOLIMHMPOBANIOCh C TMOBBIIMIEHHBIM PHCKOM apTepHalbHbIX 1O (rmaBHbIM oOpazoM, UM u
MHCYJIbTA). DTOT PUCK ObUT HUKE MIPU JICUCHUH JICHAJTUIOMUIOM B COUYETAaHUU ¢ MeldaTaHOM U
npeHu3010HOM. Pruck aprepuanbubix TO Huke y nanueHToB ¢ MM Ha ¢poHe MOHOTEpanuu, 4em
Ha (hoHE KOMOMHUPOBAHHOW TEpaIUU C JICHATUIOMHUIOM.

TakuMm o0Opazom, HEOOXOAMMO HAONIOAATh 3a MAallMeHTaMU, UMEIIUMHU (akTopsl pucka T3,
BKIItOUasi U TpoMO03bI B aHaMHe3e. CrieayeT mpealpruHIMAaTh MEPhI IO BO3MOXXHOMY CHIXKEHUIO
BO3JICUCTBUS Takux (HaKTOpPOB pHUCKA Kak KypeHHe, apTepualibHas TUIEPTEH3HS,
runepyunuaemusi.  [I[porHocTuyeckoe 3HaYeHHWE TakKe HMMEIOT  TPOMOOIMOOIUYECKHE
OCJIO)KHEHUsI B aHAaMHeE3€, COIYTCTBYIOLIAS TEparus HSPUTPOMOITHUHOM, 3aMECTUTEIIbHAS
ropMoHanpHasi Tepamnus. Takum o0pa3oM, mpemnapaTthl, OO0JATAIONINE SPUTPOIOITHUECKOMN
aKTHUBHOCTBIO, a TAK)KE IPyTHe MPenapaThl, KOTOPbIE MOTYT MOBBIIIATH PUCK Pa3BUTHSI TPOMOO30B
(Hampumep, TOPMOHO3aMECTUTENbHAs Tepamus) AODKHBI Ha3HA4YaThCS C  OCTOPOXKHOCTHIO
nauveHtam ¢ MM, nmpUHUMAaOUUM JICHAIUIOMUJ BMECTE C JeKkcameTa3oHoM. KoHieHTpauus
remMoryioonHa Beimie 12 /a1 npeanonaraet mpeKpamieHne Tepaniu SPUTPOTIOITHHOM.

Bpaun w® manMeHThl OKHBI BHHMATEIbHO OTCIEKUBATh KIMHUYECKHE CHUMIITOMBI,
CBHUJICTEIILCTBYIONME O BO3MOXKHOM TO. IlamueHTsl MOMWKHBI OBITH TPEAYIPEKIESHBI O
HEO0OXOIMMOCTH HEMEAJIEHHOTO 00paIleHHs K Bpady B CTydae MOSBICHHS TAKMX CUMITOMOB KaK
OJIBIIIIKA, OOJb B TPYIHOM KIIETKE, OTEK BEpXHEH WU HIDKHEH KOHEUHOCTH.

Pexomenayercs npoduiakTiueckoe Ha3HAueHUE MPOTUBOTPOMOOTHUECKON Tepanuu, 0COOEHHO
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MaleHTaM, MMEIONIMM JIOMOJIHUTEIbHBIE (DagTOphI DLB%:HM%-T—H;QQH&;ETFéH'—"Te 0

IPUMEHEHHUHU TPOTUBOTPOMOOTHUYECKON TEPAIUH CIIEAYeT IPUHUMATD ITOCIIE TIIATEIbHOMN OLIEHKU
WHINBUIYAIbHBIX (DAKTOPOB PHCKA.

Ecnu y manyenTa nosBUIMCh CUMITOMBI 1D, HEOOXOAUMO MPEKPATUTh JI€UCHUE JICHATUIOMUIOM
Y Ha3HAYUTh CTAaHAAPTHYIO AaHTUKOATYJISTHTHYIO Tepanuio. [locie Toro, kak cocTosiHUEe NalueHTa
CTAaOUIIM3MPYETCS HAa aHTUKOATYJISHTHOM Tepaluu U CUMITOMBI TO OyayT ycTpaHEHbI, MOKHO
BHOBb HauaTh JICUYCHHE JICHAJTWJOMHJIOM B TOW >k 03¢ Mpu OJaronpusTHOW OIEHKE
COOTHOILIEHUS MoJib3a/puck. [lanueHTy cieayeT MpOJOJIKUTh AHTUKOATYISHTHYIO TEpanuio B
TE€YEHHE BCEro JalIbHEUIIEeTo JICUCHUS JICHATUIOMUIOM.

Jlecounas eunepmensusi

VY nauMeHTroB, MOJIy4aBIIMX JICHATUIOMHUJ, COOOINAJIOCh O CIIy4asX JIETOYHOW T'MIIEpTEH3UH,
MHOTJIa CO CMEPTENbHBIM UcXooM. [laneHToB cienyer o0cienoBaTh Ha MpeIMET MPU3HAKOB U
CUMITOMOB CEpJICYHO-JIETOYHBIX 3a00JI€BaHM 10 Hayasia U BO BPEMs Tepauu JICHATHIOMHUIOM.
Heiimponenus u mpomboyumonenus

TsokenbIMU  TO30JUMUTUPYIOIIMMH  TOKCUYECKUMH  SIBIICHUSMH JICHAJTUJOMHUAA  SIBISIFOTCS
HelTponeHUs: W TpoMmOoIUTONEeHUs. Pa3BepHYTHI aHanUM3 KpPOBHU, BKJIOYas OIpeecHHe
KOJIMYECTBA JICMKOIMTOB, (OpPMYJbl KpPOBH, KOJIMYECTBA TPOMOOLMTOB, TeMOINoOWHa,
reMaToKpuTa HeoOXOJUMO BBIIIOJIHATH /10 Havaja Tepanuu, KKyl HEJEeN0 B TEUCHUE IIEPBbIX
8 Helenb Tepanuu JICHAIUJIOMHUIOM M, 3aTE€M, €KEMECSYHO JJii MOHUTOPHHIa IUTONEHU. Y
narueHToB ¢ MKJI MOHUTOPHHT clieayeT MPOBOAUTH KaXKAble 2 HeJenu BO BpeMs 3 U 4 IIUKJIOB
Tepanuu, a 3aTeM - B Hauaje Kaxaoro cieayromero nukia. ['paguk MOHUTOpUHTa MAIUEHTOB C
OJI unu JIM3 - exeHeielbHO B Te€UeHUE TIEPBBIX 3 Heaenb | mukia (28 gHeit), kaxapie 2 Helenu
B Te€YCHHE 2-4 MUKIIOB, 3aT€M - B Hayaje KaXJA0ro CIEAYIOIEro nukia. MoxeT nmoTpedoBaThCs
npepbhIBaHUE TEPAIUU W/ CHIYKEHHE 0361 (cM. pasnern 4.2.).

B cnywyae pasBuTHs HEUTpOIEHUU IIeIeCOO0pa3HO Ha3zHAYeHHE MpernapaToB (akTopa pocTa.
[TarueHTsl TOKHBI OBITH TMPOMH(GOPMHUPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIIAThH
JedaniemMy Bpady o JJF000M MOBBIIIEHUH TEMIIEPATYPHI.

[TaruenTam ¥ BpayaM pPEeKOMEHAYETCS OTCIIEKMBATh MPU3HAKK M CHMITOMBI KPOBOTEUEHUS,
BKJIIOYAs TETeXMM M HOCOBbIE KPOBOTEUYEHHS, OCOOCHHO B CilydYasx, KOTJa OJHOBPEMEHHO
IPUMEHSIEMbIE JIEKapCTBEHHBIE TperapaThl CIOCOOHBI MOBBIIATh CKIIOHHOCTh K KPOBOTEUEHUSAM
(cm. pasnen 4.8. «['emopparuvdeckre OCIOKHEHUS).

Cnenyer ¢ OCTOpOXXKHOCTBIO Ha3HAuaTh JICHAIUAOMHUJ C JAPYTUMH MUENOAETPECCUBHBIMU

npernaparamm.
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MPAHCHAAHMAYUs,  NOyuaswUe JIeHAIUOoOMUo0 6 KoMOuHayuu ¢ 6bopme3zomubom u
0eKcamemaszoHoM

Hetitponienus 4 crenenu TsoxecTH Habmomanack y 2,8 % u 28,7 % manueHToB B KIMHUYECKOM
uccienoBannu (KM) PETHEMA GEM2012 u K1 IFM 2009, cootBerctBeHHO. DebpuinbHas
HelTporneHus 4 creneHu Tsokectu Hadbmoganack y 0,0 % u 1,1 % nauuentoB B KU PETHEMA
GEM2012 u IFM 2009, coorBerctBenHo. I[lamueHToB creayeT mnpouH(pOpPMHPOBATH O
HEOOXOIMMOCTH CBOEBPEMEHHO cOO0OIaTh O (eOPHUIIbHBIX 3MH30/1aX, MOXKET IMOTpeOOBaThCS
NPUOCTAHOBKA TEPAIMU W/WIA CHUXKEHHUE 103kl (cM. paszzen 4.2.).

TpomboruTonenus 3 win 4 cTeneHu TsHkecTu Habmoaanace y 6,3 % u 18,5 % nanuentos B KU
PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepsvie ouacnocmuposannas muodicecmeennas muenoma: nayuenmol nocie TICK ¢
nocieoyrouweli noodepaicusarouelt mepanueti 1eHaIU0OMUOOM

HP B xone KM CALGB 100104 Bxitouanu B ceOst siBeHUsI, 3aDUKCHPOBAHHBIC TIOCIIEC BBEIACHUS
BbIcOKO# 110361 Menanana u TT'CK (BAM/TT'CK), a Takke sIBJICHUS B IEPHO IO ICPKUBAIOIICH
Tepanuu. BTopoil aHanmu3 BBIABWI SIBJICHHS, BO3HUKIIUE IOCIE Hayala MOACPKUBAIOLICH
tepanuu. B KW IFM 2005-02 6sutn 3adukcupoBansl HPJI Tobpko 3a mepro moaiep kuBaromei
Tepanuu. B 0o0memM, HEUTporeHus 4 CTEIEeHU TSHKECTH HaOII0/1anach ¢ BBICOKOW YacTOTOM Y
MAalMEeHTOB Ha TOJIEP>KUBAIOIIEH Tepanuuy JIEHATUAOMHIOM 110 CPAaBHEHHIO C TPYIINOHN 1ianebo
B aAByx KW, oleHHMBarOmuUX MNOAAECPKUBAOIIYIO TEPANUIO JICHATUIOMHUAOM Yy MAIUEHTOB C
BJAMM, nocne TI'CK (32,1 % B cpaBuenuu ¢ 26,7 % [16,1 % B cpaBHenuu c 1,8 % mocne Hadana
noanepxuBatoteit Tepanuu]| B KU CALGB 100104 u 16,4 % B cpaBuenuu ¢ 0,7 % B KU IFM
2005-02, cootBercTBeHHO). HP B BHIEe HeHTponeHHH, BO3HUKAIOUINE HAa (OHE Tepanmuu H
MPUBOJIAIINE K MPEKPAIICHUIO PUEMa JICHATHA0OMUIA, ObLIA OTMEUeHHI y 2,2 % y TallleHTOB B
K CALGB 100104 u y 2,4 % mnanuentoB B K1 IFM 2005-02, coorBercTBeHHO. DebpunbHas
HelTponeHus Oblila 3aperucTpupoBaHa ¢ TaKoi k€ 4acTOTOM y NAllMEeHTOB Ha MOACpKUBAIOLIEH
Tepanuu JEHAIUIOMHUIOM 110 CpaBHEHUIO ¢ rpyrmo miamnedo B 06oux KU (0,4 % B cpaBHEHUHU ¢
0,5 % [0,4 % B cpaBaenuu c 0,5 % nocne Havana noaaepxuBawomiei tepanuu| B8 KU CALGB
100104 u 0,3 % B cpaBHenuu ¢ 0 % B KU IFM 2005-02, cooTBeTcTBeHHO). [laninenToB cienyer
npouH(OPMUPOBATh O HEOOXOJUMOCTH CBOEBPEMEHHO COOOIIaTh O (eOpHIIbHBIX SMU30AaX,
MOXET MOTPeOOBATHCS MPUOCTAHOBKA TEPAIIMU W/WJIA CHUKEHHUE J03bI (cM. pa3aern 4.2.).
Tpomborutonienus 3 wid 4 CTENEHW TSHKECTH OTMEYallach 4dalle y TMaldeHTOB Ha
MOIJIEPKUBAIOIIEH Tepanuy JeHATUIOMHUIOM IO CpaBHEHHIO ¢ Tpymmoi miaedo B KU1, kotopeie

OIICHUBAJIU TOICP)KUBAIOIIYIO0 TEPAMUIO JIeHaTUaoMua0M y narueHToB ¢ BJIMM mocne TI'CK
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(37,5 % B cpasenuu ¢ 30,3 % [17,9 % B cpastennu ¢ 4114 Hodhe Hahmation ek saoteii

COOTBETCTBYET 2KCNEPTHOMY OTYETY

tepanmuu] B KU CALGB 100104 u 13,0 % B cpaBaenuu ¢ 2,9 % B KU IFM 2005-02,
COOTBEeTCTBEHHO). [lalieHTaM U BpauaM pEeKOMEH]IYETCsl OTCIICKUBATh MPU3HAKU U CUMITTOMBI
KPOBOTEUEHHMsI, BKJIIOUasi METEXUUM U HOCOBBIE KPOBOTEUEHHS, OCOOCHHO B CIIy4asx, KoOria
OJIHOBPEMEHHO MPUMEHsEMbIE JIE€KApPCTBEHHbIE Mpenaparhl CIOCOOHBI MOBBIIATH CKIOHHOCTD K
KpoBoTeueHHsIM (cM. pasgen 4.8. «['eMopparndeckue OCI0KHECHUN).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUEIOMA. NAYUEHMbL, KOMOPLIM He NOKA3aHd
Mpaucniaumayus, noayyasuiue JAeHAIooMud 6 KOMOuHayuu C©  Oopme3omMubom u
oeKcamemaszoHoOM

YacTtota pa3BuTHs HEUTponeHUU 4 CTENEeHU TSHKECTU OblIa HUXKE Y MAlMEHTOB, MOJYy4aBIIUX
JICYCHUE JICHAIMIOMUIOM B KOMOWHamwmm ¢ OopresommbOoMm U jaekcamerazoHom (RVd), B
cpaBHeHMH ¢ Tpymnmoi geuenus Rd (2,7 % B cpaBuenuu ¢ 5,9 %) B KU SWOG S0777. Yactora
pa3Butus (HheOpunbHON HEHTponeHNH 4 CTeNeHu TshkecTdu B rpynmnax jedenus RVd u Rd Gwina
onuHakoBoit (0,0 % B cpaBuenun c¢ 0,4 %). IlaumenToB cienyer npouH(YOPMHUPOBATH O
HEOOXOMMOCTH CBOEBPEMEHHO COOOIIAaTh O (eOpPHIBHBIX AMH30[aX, MOXET MOTPeOOBATHCS
MPUOCTAHOBKA TEpaluyd W/WIM CHIDKeHHE 103kl (cM. pasgen 4.2.). Yacrora pa3BuTus
TpoMOouuTONeHNH 3 UK 4 CTENEeHU TsHKEeCTH ObLTa BhIlIe B rpyiie JedeHus RVd B cpaBHeHuu ¢
rpynmoi Rd (17,2 % B cpaBHenuu ¢ 9,4 %).

Bnepsvie ouacnocmuposannas muoscecmeennas Mueioma.; nayuenmeol, KOmopulM He NnoKazana
MPAHCRAAHMAYUSA, NOYHABULUE TEHATUOOMUO 8 KOMOUHAYUU C HUSKUMU 003AMU 0eKCaMema3oHa
Heiitponenuto 4 cTenenu TsHKECTH peske HaOIo1aly y MallieHTOB, MOMyYaBIINX JICHATHIOMU] B
KOMOWHAIIUM C JIEKCAMETa30HOM, YeM Yy TMAalMEeHTOB B rpymme cpaBHeHus (8,5 % B rpynmax Rd
[aenpepriBHOE seueHne] 1 Rd18 [euenue B TeueHue 18 4-HenenbHBIX IIUKIIOB] 1O CPAaBHEHUIO C
15 % B rpynne, npunumasiux MPT (cm. paznen 4.2.). Dnuzoas! GpedpuiabHO HeliTponeHuu 4
CTETNEHH TSHKECTH BCTPEUAIHNCh C OJJMHAKOBOI YacCTOTOW B TpyMIe JeHATUIOMHU/I/JEKCaMETa30H
(0,6 % B rpymnmax TalMEHTOB, TOJY4YaBIIMX JEeHaTIUAOMUA/nekcamerazoH Rd u Rd18, mo
cpasuenuio ¢ 0,7 % B rpymne MPT) (cm. pa3nen 4.8.).

TpomboruTonenus 3 win 4 CTENEHH TSHKECTH HAOI0amach B MEHbIIEH cTeneHu B rpynmnax Rd u
Rd18, yem B rpymme cpaBHenus (8,1 % B cpaBHenuu ¢ 11,1 %, COOTBETCTBEHHO).

Bnepsvie ouacnocmuposannas mMHodiCeCmM8eHHas MUeIoMA. NAYUEHMbl, KOMOPLIM He NOKA3aHa
MPAHCRAAHMAYUSA, NOTYHAIOuUe IeHATUOOMUO 8 COUeMAaHUU C MeLParaHom u npeoHU30JI0HOM
[Tpumenenue neHanuaomuaa ¢ mendaranoM u npenausonoHom B KU y mamumentoB ¢ BAMM
COTMPOBOXKAANOCH OOJiee BBHICOKOW 4YacTOTON HeWTporieHuu 4 creneHu Tsokectu (34,1 % s

rpynnsl Tepanuu MendanaHoM, MPEIHU30JI0HOM U JICHAJIMIOMHUAOM U 3aTeM JICHAJIUIOMUJIOM
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[MPR+R] u Mmendananom, npeIHU30JI0HOM U JIeHannnéglggojwﬁvp";ﬁ%nI ﬁﬂ%@g TMI;IH{QE o

cpaBaeHuIo ¢ 7,8 % B rpynne MPR+p) (cm. paznen 4.8.). Dnuzons! heOpuinbHON HEHTponieHnH 4
cTeneHn TshkecTH Habmogammck Hedacto (1,7 % B rpynne MPR+R/MPR+p mo cpaBHeHuIo C
0,0 % B rpymie MPp+p) (cM. pasznen 4.8.).

[TpumeHeHre KOMOUHALIMY JICHAIUOMH 1A C MeI(aaHOM U MPEAHU30JI0OHOM Y MalueHToB ¢ MM
COIIPOBOKIANIOCH 0oJiee BBICOKOW 4acToToi TpomOouuTonenuu 3 u 4 crenenu Tsokectu (40,4 %
B rpyninie MPR+R/MPR+p no cpaBrenuto ¢ 13,7 % B rpynne MPp+p) (cm. pasaen 4.8.).
MHoocecmseennas muenroma: nayueHmol, NOAYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu

Puck pa3Butusa HeWTponeHun 4 CTENEHU TSHKECTH y NMauueHToB ¢ MM, monyyuBIIMX Kak
MUHUMYM OJHY JIMHUIO Tepanuy, OpU OJHOBPEMEHHOM HA3HAUYECHUHU JICHATMAOMHUAA U
JeKcameTa3oHa  odyeHb  Bbicok (5,1 % B rpynme  MAalMEHTOB,  IOJIy4aBIIUX
JeHAUIOMU/IeKcaMeTa3oH, oTHocuTensHo 0,6 % mmanebo/mekcamerasoH).  DUH30bI
bebpunbHON HEUTponeHnn 4 CTENeHU TSHKECTH peructpupyrorcs Hewacto (0,6 % B rpymme
MAIMEHTOB, MOJYYaBIINX JICHATHIOMHUI/IEKCAMETa30H, OTHOCHTEIBHO IUIaIe00/1eKcaMeTasoH)
(cm. pazmen 4.8.). Beicokas yacToTa pa3BUTHS TPOMOOIMTONECHUH 3 W 4 CTEMEHU THKECTH
oTMeuaeTcss y mnanmueHToB ¢ MM 1npu OJHOBPEMEHHOM Ha3HAYCHUU JICHATUIOMHUIA H
nexkcametazoHa (9,9 % u 1,4 %, COOTBETCTBEHHO, B TpYIIEe MAUEHTOB, TOJIY4YaBIINX
JICHAJIMIOMHY/ IeKCaMeTa30H, OTHOCHTENBHO 2,3 % 1 0,0 % B rpymnme nanueHToB, MOIyYaBIInX
tare0o/nekcameTason) (cm. paszzaen 4.8.).

Muenooucniacmuueckue cuHOpoMbl

VY manuentoB ¢ M/IC nedeHue JeHATHIOMHUIOM 4Yallle BBI3BIBATIO PAa3BUTHE HEHUTPONEHUH U
TPOMOOIIMTONEHNH 3 U 4 CTENICHH TSHKECTH 110 CPABHEHUIO € 1iane6o (cMm. pasaen 4.8.).
Jlumehoma u3z Knemox MaHMuUiHOU 30HbL

VY nanuentoB ¢ MKJI HeliTpornienus 3 u 4 cTeneHu TsHKECTH pa3BUBaAIAch yallle Ha (JOHe JeueHus
JICHATUOMUIOM, YeM Y TAIIMEeHTOB KOHTPOJIBHOM Irpynimbl (cM. paszaen 4.8.).

DonnuKYIApHA TUMPOMA UTU TUMPOMA U3 KNEMOK MAPSUHATILHOU 30HbL

[TpumeHeHue TeHanuIoM11a B KOMOMHAIMY ¢ pUTyKcuMaooM y nanueHnTo ¢ OJI u JIM3 cBsizano
¢ OoJiee BHICOKOI 4acTOTOM pa3BUTUS HEHTpoOINeHNH 3 UM 4 CTENEeHU TSHKECTH MO0 CPABHEHMIO C
narueHTaMH, MoJIyJarouMu iane6o/putykcnmad. HeBbicokas yactora pa3Butus HheOpuibHoi
HEUTPONEHUH W TPOMOOIMTONEHUN 3 WM 4 CTENeHW THKECTH Haliojanach Kak B TpyIIIe
JICHAJIMIOMUI/pUTYKCUMA0, Tak U B rpyme/miamebo (cm. pasaen 4.8.).

3aboieBanus IIMTOBUJIHOMN JKEIE3hI

HNmerotcs COO6H_ICHI/I$I 0 CJIy4dadX TUIIOTUPEO3a U TUIICPTHUPCO3a. Hepeﬂ Ha4YaJIOM JICUCHUA CIICAYCT

OLICHUTh COIYTCTBYIOLIME 3a00JIeBaHUs, CIIOCOOHBIE OKa3blBaThb BIUSHUE Ha (DYHKIIHIO
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HAYaJIOM JICUCHUS U €€ PEryJISpHbIA KOHTPOJIb Ha (hOHE MPUMEHEHHUs IpenapaTa.

[lepudepuueckas HelponaTus

Monekyna neHanuaOMuga CTPYKTYPHO CXOKa C MOJIEKYJIOW TaauAoOMuUZA, KOTOPBIM W3BECTCH
CBOEH CIIOCOOHOCTBIO BBI3BIBATh TSDKEIYHO NepudepuuecKyro Heiponatuto. Tem He MeHee, He
OTMEYEHO IMOBBIIICHHONW YaCTOTHI Pa3BUTHA Nepuepudeckoil HeliponaTuu npu jedennn BJIMM
Ha (poHE JeUeHHs JCHAJTUIOMHIOM B KOMOMHAIMM C JIEKCAaMETa30HOM WINM Mel(palaHoM U
IIPEIHU30JIOHOM, WIN IIPU HA3HAYEHWU MOHOTEpANuH JCHAIUJOMHUIOM, WIN NPU IIUTEIBHOM
IIPUMEHEHNN JICHATUAOMUAA.

[IpumeHeHue JieHanUIOMHIa B KOMOMHAIMM C BHYTPUBEHHBIM BBEICHHEM OopTe3omMuOa U
JeKCaMeTa30HOM Yy mnanueHToB ¢ MM cBsizaHo ¢ 0oJsiee BBICOKOM 4YacTOTOW pa3BUTHS
nepugepuyeckoit Heifponatuu. Yacrora pa3BuThs nepudepudeckoil HeliponaTuu Obliaa HUXKE Ipu
IOJIKO’KHOM IyTH BBeJieHUs OopTe3oMuba. bosee moapoOHas mHpopmanus ykasaHa B paszeie
4.8. W WHCTPYKIMH 10 MEIWIUHCKOMY TPUMEHEHHUIO JICKQpCTBEHHOTO TNIpenapara s
6oprezomuoa.

CunapoM «sensiiikny ornyxonu (TFR) u cuanapom nusuca onyxomau (TLS)

B cBa3n ¢ BBIPAKEHHON aHTHHEOIUIACTUYECKOW AKTHUBHOCTBIO JICHAIMIOMHAA BO3MOYKHO
passutie TLS. Ha ¢one neuenns nenanunomunom TLS u TFR nabmroganuce 4acTo y manueHToOB
C XPOHMYECKUM JIMM(OIUTAPHBIM JIEWKO30M M HEYacTo y MalUeHTOB C JuM@omoil. Beuu
3aperucTpUpPOBaHbI U JeTanbHble UcXoabl TLS Bo BpeMs npuMeHeHus JeHanuaoMuaa. Beicokomy
pucky pa3Butuss TLS u TFR ocoOeHHO mnonBep)keHbl MAIMEHTHbI, HMMEIOUIHe OOJIBIIYIO
OITYXOJIEBYIO Maccy J0 Hauajia Tepanuu. Y TakuxX MalueHTOB HY’KHO OUY€Hb OCTOPOKHO HAUMHATh
TEpanuio JEHAIUJAOMUAOM. 3a 3TUMHU MalMEHTaMH JOJHKHO OBITh OpraHM30BaHO MOCTOSIHHOE
HaOJro1eHne, 0COOEHHO B T€UEHHUE MEPBOro LUKJIA TEPAalK WK B MPOLECCE MOBBIIEHUS J103bI
npemnapara, a Takke HeoOXOIUMO NMPHMEHEHHE OOLIENPUHATHIX NMpoguiakTndeckux mep. Ha
¢doHe nedeHus JEHATUAOMUIOM ManueHToB ¢ MM B peakux ciayyasx cooOIIagoch O pa3BUTHH
TLS, y manimentoB ¢ MJIC pa3zsutue TLS He 3apeructpupoBaHo.

Jlumgoma u3 Knemox MaHmMuHoOU 30Hbl

Pexkomenyercsi mocTossHHOE HaOOJeHHe W KOHTpojib 3a cumnromamu TFR. TlanmenTs! c
YCTaHOBJIEHHBIM B XOJI€ TUATHOCTHKHU BBICOKUM MEXIYHApOAHBIM MPOTHOCTUYECKUM MHJEKCOM
(MIPI) nnu ucxoaHo reHepaan3zoBaHHON uMdoageHonaTel (Haim4ue, Kak MUHUMYM, OJHOTO
oyara auameTpoM > 7 cM) Moryr umeTrh puck pasutus TFR. Cunapom TpaH3UTOpPHOTrO
yCcyryOjaeHus KIMHUYECKUX MPOSBICHUI OMyXOJdM MOXKET MAaCKHPOBaTh MPOrPEeCcCHpOBaHUE

3aboneBanus. [lanmentam, y koTophix Obul guarHoctupoBaH TFR 1 m 2 crenmenu, Oblm

30



COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

Ha3HAYeHBl TIIFOKOKOpTHKOocTeponmsr, HITBII H/HHWI%;M%M%%F&%E]HHH

kynupoBanusi cumntoMoB TFR. Pemenne o newennmn TFR pomkxHO 0asupoBaThcs Ha
WH/IMBUIYAIbHOM TIOXO0/IE K OLIEHKE PEe3yIbTaTOB KIMHUYECKOTO 00CIeI0BaHUS MalueHTa (CM.
paznen 4.2. u paznen 4.8.).

DonnuKyIApHas Iumpoma unu iumpoma uz Kiemox Map2uHaiIbHOU 30Hbl

Pexomennyercss moctosiHHOe HaOmoAeHWe W KOHTpoib 3a cumnroMamu TFR. Cungpom
TPAH3UTOPHOTO YCYryOJEHUS KIMHUYECKUX TPOSBICHUN OIYXOJIM MOXET MAaCKUPOBATh
nporpeccupoBanue 3aboneBanus. [larmenTtam, y kotopeix Obutl auarHoctupoBad TFR 1 um 2
CTerneHu, ObUIM Ha3HaueHbI TitokokopTrKocTepou s, HIIBIT n/unu HapkoTHUuecKre aHaabr€TUKH
s kynupoBanust cumntomoB TFR. Pemenne o neuenunm TFR nomkno 06asupoBarbcsi Ha
MHIMBUAYaJIbHOM IOX0/I€ K OLEHKE Pe3yJIbTaTOB KIIMHUYECKOr0 00CIeI0BaHUS MALUEHTa (CM.
pazznen 4.2. u paznen 4.8.). Pekomenyercs TiarenbHbli KOHTpoJb U onieHka TLS. Heobxonumo
NOJJEp)KaHUE YPOBHS JKUJIKOCTH B OpraHU3MeE MalMeHToB, NpodunakTudeckoe jJeuenue TLS, a
TaKXe MPOBEJCHUE €KEHEICTHHOTO PAa3BEPHYTOr0 OMOXMMHYECKOTO aHAIM3a KPOBH B TEUCHHUE
NEPBOrO IUKJIA WIK JI0JIbLIE B COOTBETCTBUM C KIIMHUYECKUMHU NOKa3aHUsMU (cM. pazaen 4.2. u
paznen 4.8.).

OnyxosaeBas Macca

Jlumgoma u3 Kiemoxk MaHmuiHo 30Hbl

JlenanuaoMu He peKOMEHAYETCSl MPUMEHSTh y MAalMEeHTOB ¢ OOJIBIION Maccoil OMyXOJu MpH
HaJIMYUU AJIbTEPHATUBHBIX METOJIOB JICUEHMUS.

Pannss cmepmnocms

B K1 MCL-002 B menom BBISBICHO 3aMETHOE yBEIMYECHHE paHHel (B TeueHue 20 Heesnb)
cMepTHOCTH. [lalleHThl ¢ UCXOJHO OOJBIION MAccol OMYXOJU OTHOCSITCSI K TPYIIIE BBICOKOTO
pHCcKa paHHEH cMepTu: B IpyIIe JICHAIMAOMU/IA paHH:s CMepTh OblIa 3aperucTpupoBaHa y 16 us
81 manuenTa (20 %), a B KOHTpOJIbHOU rpymnne - y 2 u3 28 nanueHTos (7 %). B Teuenue 52 Henenb
JICYCHUS ITH TTOKA3aTEeIM COCTaBUIIN, COOTBETCTBEHHO, 40 % (ymepio 32 mamuenta u3 81) u 21 %
(ymepio 6 manyieHToB u3 28).

Heocenamenvnule nexapcmeennvie peaxyuu (HP)

B KM MCL-002 Tepanus neHanuoMuoM Obuta otMeHeHa y 11 u3 81 manueHTOB ¢ O0JbIIoi
Mmaccoit oryxonu (14 %) Bo Bpemsl LIMKJIa JIEUEeHUs], @ B KOHTPOJIbHOM Irpymnmne - y 1 manuenTta us
28 (4 %). OcHOBHOM NMPUYMHON OTMEHBI JIEUEHHUs y MAIMEHTOB ¢ OOJBIION Maccol OMyXoJid B
rpymnre JieHaIuaoMua Bo Bpems 1 nukia 0o passurue HP y 7 nanuenTos u3 11 (64 %).
Taxum 06pa3oM, HaMeHTH! ¢ OOJBIION MAacCON OIMyXOJH JTOJIKHBI HAXOJUTHCS TOJ] ITOCTOSTHHBIM

HaOmroeHueM Jutst KoHTposs 3a HP (cm. pasnmen 4.8.), Bkimtouas cumntombl TFR. Pexomennarum
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110 U3MEHEHUIO J103bI Tpenapata npu pa3sutuu TFR HDI/IEQLIE_BIQI:]I @‘E%ﬁé‘i%ﬁ%‘d&% Ba;ﬂ&é}'?e Us

n J03bI». Bbonpmras macca OITYXOJIX OMPCACIIACTCA IPU HAJIUYNH Y ITaIUCHTA, 110 MEHBIIICH MCEpeE,
OJTHOTO OoYara pa3MepoMm > 5 cM B auamerpe aubo 3 oyaros > 3 cM.

Annepauveckue peakyuu u masiceivle KOJNCHblE peaKyuu

Hmerotcst coob1ieHus o ciayyasx ajuIepruyeckux peakluid, BKIoYasi aHTHOHEBPOTHUECKUH OTEK,
aHA(HUIAKTHYECKYIO PEaKIHI0, U TSDKEIBIX KOXKHBIX Peakuusx, BKIo4as cHHIpoM CTHBEHca-
JIKOHCOHA, TOKCHUYECKHM JSNUAEPMAIbHBIA HEKPOJIHU3 U JIEKAPCTBEHHYK PEAKLHIO C
s03uHOUIMer U cucteMHoi cumnTomatrkoi (DRESS-cunapoM) y manueHToB, MpUHUMAOIINX
neHanugoMun (cM. pazaen 4.8.). Jlewamuii Bpau oikeH NpouH(GOPMUPOBATH MAllMEHTa O
CHUMIITOMax 3THX PEAaKIHUA M TOPEKOMEHJIOBaTb HEMEMJICHHO OOpaTUTHCS 33 MEIUIIMHCKOMN
NOMOLIbI0 B cilydae uX pa3Butud. Ilpu 1oOsSBIEHMM aHTMOHEBPOTUYECKOTO OTEKa,
aHapUITAKTUYECKONH peakIuu, SK(QOIHMATUBHBIX WU OYIJIE3HBIX BBICHIMTAHUA Ha KOXKE WU
MOJ03PEHUH Ha pa3BuTHE cuHApoMa CTuBeHca-/[?)KOHCOHA, MJIM TOKCUYECKOTO 3IHUIEPMaIbHOTO
Hekponuza, win DRESS-cunnpoma crnenyer HeMEUIEHHO MPEKpaTUTh MPUMEHEHHE
JCHAJIMJOMU/IA, JIEYEHHE KOTOPBIM HE CJeyeT BO30OHOBIISITh U MOCJIE MCUE3HOBEHUS KOMKHBIX
nposieneHuil. Heo0XxoqumMocTh mepepbiBa UM OTMEHBI JICHAIMIOMHUIA CIEIyeT pacCMOTPETh B
Cly4yae MOSBJICHHS JIPYTUX BUAOB KOXKHBIX PEaKUHU B 3aBUCUMOCTH OT UX BBIPaKEHHOCTH. B
CBSI3M C TEM, YTO UMEIOTCS HayyHbIe MYOIMKAIIMN O BOSMOXHBIX IEPEKPECTHBIX PEAKIIUIX MEXKTY
JEHATMIOMUIOM U TAJIUJOMMJIOM, CJIEIyeT € OCOOOH TIIATEIbHOCTHIO KOHTPOJIMPOBATH
COCTOSIHME MaI[ME€HTOB, Y KOTOPHIX B aHAMHE3€ €CTh YKa3aHHUs Ha a/NIeprUuyecKue peaklud B
NepuoJ JEUYCHHUS TaluaoMuAoM. JleHanuaoMuJ Henb3s Ha3HayaTh MallMeHTaM, Y KOTOPBIX
MMEIOTCS B aHAMHE3€ YKa3aHUS Ha TSKeJble KO)KHbIE peakIK Ha (OHE TPUMEHEHUS] TATUOMU/IA.

HenepeHocHMOCTD JIAKTO3EI

B cocraB kancyn npenapara Jlenanunomua-AMEJIAPT Bxonut nakro3a. [lanuentam ¢ penkumu
3a00JIeBaHUSIMH — HETIEPEHOCUMOCTBIO TaJaKTO3bl, JePUIIUTOM JaKTa3bl Jlamnma uim CHHAPOMOM
TJTFOKO30-TaJIAKTO3HOM MaibabcopOLMK — HEe PEKOMEHyeTCs IPUMEHEHHE Mperapara.

Pazsutne NEPBUYHBIX 3JI0KAYCCTBCHHBIX onvxoneﬁ HDVFOﬁ JIOKaJIn3alnun

B KM ormeuena Oosiee BBICOKas YacTOTa BO3HUKHOBEHHUS IEPBHUYHBIX 3JI0KAYECTBEHHBIX
onyxoneit apyroi nokamuzaumu (IIOJIJI) y mnamueHToB, paHee MOJIyYaBIIUX JIEUCHUE
JICHAIMOMUIOM U JiekcaMmeTazoHoM (3,98 Ha 100 yenoBeko-JeT) o CpaBHEHUIO ¢ KOHTPOJIbHON
rpynnoii (1,38 na 100 yenoBeko-ner). HeunBaszuBubie I1OJIJI Brmouanu Oazamuomy U
IUIOCKOKJIETOYHBIA pak KoxH. bonbias gacts nHBa3suBHbBIX [IOJ1JI oTHOCMIachk K CONMIHBIM
OITYXOJISIM.

B KU y nanuentos ¢ B/IMM, kotopsim He Obuia noka3zana TI'CK, noigy4yaBmmx JeHaaIuao0Mud B
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KoMOHHawmH ¢ Mendananom H mpeasmsofonom 40" mporpecCiposhlii. Habiiditocs

yBesnmueHue 3aboneBaemoctu rematonorudeckumu [1O1JT (OMJI, M/IC) B 4,9 pasa (1,75 na 100
YeJIOBEKO-JIET) 10 CPaBHEHMIO C MAIMEHTaMH, MOJIYy4aBIIMMU MelanaH B KOMOWHAIMH C
npeaau3ononoM (0,36 Ha 100 yenmoBeko-ieT). YBenuueHue 3adboneBaemoctu conuaabiMu 11011
B 2,12 pa3a oTMedanoch y HalMeHTOB, MMOJIYy4YaBIIUX JeHATUAOMU (9 IUKIOB) B KOMOMHALIMHU C
mendananom u npenauszononom (1,57 na 100 gemoBeko-JeT) MO CpaBHEHUIO ¢ Mel(daTaHoM B
KoMOuHanuu ¢ npeaau3ononom (0,74 na 100 yenoBeko-ner).

Y DamnueHToB, MONYYaBUIMX JICHAIMJOMUJ B KOMOMHAIIMM C JEKCaMETa30HOM [0
MIPOTrPECCUPOBAHKS WK B TeueHHe 18 mecsies, 3a0oneBaemMocTs remartosiorndeckumu [1OJ1J1 He
yBenuunBaiack (0,16 na 100 yenoBeko-yer) no cpaBHeHuto ¢ npuemom MPT (0,79 ma 100
YEJIOBEKO-JIET).

VYBenuuenue 3aboneBaemoctu conuaasivu [TIO/JI B 1,3 pa3a 3apeructpupoBaHO y MAlMEHTOB,
MOJTyYaBUINX JICHATHIOMH]I B KOMOMHAIIUU C JIEKCAMETAa30HOM JI0 MPOTPECCUPOBAHUS WU B
teueHue 18 mecsues (1,58 na 100 yenoseko-ner) no cpaBaeruto ¢ npuemom MPT (1,19 na 100
YEJIOBEKO-JIET).

VY mnamuentoB ¢ BJIMM, nony4ammux JIEHATUIOMHA B KOMOHMHAIUKA C OOpTE30MHUOOM U
JIeKcaMeTa30HoM, 4acToTa pa3Butusa remarojorudeckux [IOJI cocrasnsna 0,00-0,16 na 100
YEIIOBEKO-JIET, a yacToTa pa3Butus conmuaabix [10/1J1- 0,21-1,04 va 100 yenoBeko-meT.
[ToBbimenHsli puck paszputus remartosornyeckux IIOJIJI Ha ¢one mpuema neHamuaoMuaa
aKTyaJeH Takxke W JUis nauueHToB ¢ BIMM nocinie TpaHCIUIaHTallMKM CTBOJIOBBIX KJIETOK. XOTS
3TOT PUCK €Il HE MTOJIHOCThIO 0XapaKTEPU30BaH, €r0 HY)KHO UMETh B BUJY, IPUHUMAs! PELICHHE
0 Ha3HAUEHUU JICHAIUIOMH/1a JAHHOM TPYIIE Nal[UeHTOB.

Yacrora rematonoruueckux [1OAJI, rmaBupiM 06pazom, OMJI, M/IC u B-kiierounbix aumdom
(Bimrouast numpoMmy XomxkkuHa) cocraBmsia 1,31 Ha 100 yenmoBeko-yleT AN TPYIHIBI
nenamuomuaa u 0,58 Ha 100 yenoBexo-ner it rpymnmsl mianedo (1,02 va 100 yenoBeko-neT as
rpynnsl eHanuaomuaa nociae TI'CK u 0,60 Ha 100 yenoBeko-neT i NAlMEHTOB, KOTOPbIE HE
nonyyanu geHanuaoMun nocie TT'CK). Yactora pazsutust conuaasix [IO/JI cocrapnsina 1,36 Ha
100 genoBeko-et aus rpynmnsl JeHanuaomua u 1,05 va 100 gyenoBeko-yeT Juist TpyIsI mianeto
(1,26 na 100 genoBeko-net ains rpymnisl JeHanugomuaa nocie TI'CK u 0,60 va 100 yenoBeko-yet
TSI TAIMEHTOB, KOTOphIe He moaydanu JeHamuaomua mocie TT'CK).

Puck pasButua remaronornueckux [IOJJI crmenyer yuuThiBaTh TNEeped Ha3HAYCHHEM
JIeHAIUIOMU/Ia KaK B KOMOMHAIMK ¢ MeJ(allaHOM, TaK U HEMOCPEICTBEHHO MOCIe NPUMEHEHUS
BJAM/TI'CK. Bpauu [n0/DKHBI BHHUMATEIBHO OOCIEAOBAaTh MAlMEHTOB C HCIOJIb30BAHUEM

CTaHAAPTHBIX JUATHOCTHYCCKUX METOJ0B IJI BBISABJICHUA HOHH Kak IepeJ HaYajloM TEparinu,
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PEKOMEHJALIHSIM.

IIporpeccuposanne 1o OMJI npu MJAC ¢ HU3KUM U OPOMEKYTOUYHBIM-1 pUCKOM

Kapuomun

HcxonHple  mepeMeHHble, BKJIKOYAas  COBOKYNHOCTh  LIMTON€HETUYECKUX  HapyLICHWH,
PeIONPEeIIOT mporpeccupoBanue 10 OMJI y manueHToB, 3aBUCUMBIX OT TeMOTpaHchy3uil u
JEMOHCTPHUPYIOIIHX JeNenuio 5q. B xone komOuHMpoBanHOTO ananu3a asyx KU nenanuaomuga
y nanueHToB ¢ MJIC HU3KOTO U MPOMEXKYTOYHOro-1 prcka ObLJIO OTMEUEHO, YTO MAIMEHTHI CO
CJIOKHBIMU ITUTOT€HETUYECKUMH HAPYIICHUSAMHU JEMOHCTPUPOBAIM CaMblii BBICOKUM 2-JIETHUN
KyMYJSATUBHBIM puck mnporpeccupoBanuss ao OMJII (38,6 %). IIpornosupyemasi uactoTra
nporpeccupoBanus 1o OMJI B TedueHue 2 JieT y MalMEHTOB C M30JMPOBAHHOW jenenued 5q
cocraBuna 13,8 % mno cpaBuenuto ¢ 17,3 % y mnaunueHToB C Jeneuueil 5q U OJHUM
JOTIOJIHUTEIBbHBIM LIUTOTEHETUYECKUM HAPYILICHUEM.

COOTBETCTBEHHO, COOTHOIIICHHUE TI0JIb3a/PUCK TEpaIHH JICHaTHIoMuIoM nanueatos ¢ MJICS5q B
COUYETaHUH C KOMIUJIEKCOM LIUTOT€HETUYECKUX HapyIIEHUH HEU3BECTHO.

Onyxonesviii npomeun, P53 (TP53)

Myramus TP53 Boznukaer y 20 — 25 % nauuentoB ¢ MJIC5q ¢ HU3KMM pUCKOM U CONpPsDKEHA C
BBICOKMM pHCKOM mporpeccupoBanus g0 OMIL Ilpu perpocnektuBHoM aHanuze KU
nenanuaomuga npu MJIC Huskoro u npomexxkyrodnoro-1 pucka (MDS-004) npornosupyemas
gactoTa nporpeccupoBanus 10 OMJI B tedenme 2 ner cocrasiser 27,5 % y NalMEeHTOB C
nojoxuTenbHbIM - pesynbratoM UI'X-p53 (1 % ypoBeHb OTCEYKHM CHIIBHOTO SA€PHOTO
OKpAIllMBaHUsl C HCIIOJIb30BAHHUEM HMMYHOTHCTOXMMHUYECKOM OIleHKHM Oenka p53 B KauecTBe
3aMEeHUTENS MyTallMoHHOro cratyca TP53) u 3,6 % y naneHToB ¢ OTpULIAaTENbHBIM PE3yJIbTaTOM
NUT'X-p53 (p = 0,0038) (cMm. pa3men 4.8.).

[IporpeccupoBadue 10 APYTUX 3II0KAYCCTBSHHBIX onyxoiei mpu MKJI

VY nanuentoB ¢ MKJI OMJI, B-kierouHble OIyXoyid U HEMEIAaHOMHBIM pak KOXKU SIBISIOTCS
UACHTU(PUIIUPOBAHHBIM PUCKOM.

Pa3BuTHe HepBUYHBIX 3JI0KAUYECTBEHHBIX OIIYX0JeH aApyroi nokagusanuu opu OJI mmm JIM3

B uccnenoBanum ¢ ydactueMm MAIMEHTOB ¢ penunuBupyromeit/pedpaxrepnoin @JI u JIM3 He
OTMEYaJIOCh MOBbIMeHUsa pucka paszsutus [IOJ] B rpynme neHanTuaOMUI/pUTYKCUMAO IO
CpaBHEHHIO C rpymmoi miamnedo/putykcumad. ['emaronornyeckue [10J1J1 OMIJI Bo3uukiu B 0,25
ciyyaeB Ha 100 uenoBeko-jeT B Tpymnne JieHanuaoMua/purykcumad u B 0,48 ciyuaeB Ha
100 venoBeko-1eT B TpylIe MAalMEHTOB, MOJyYaBIIMX IUianedo/putykcumad. Yacrora

BO3HUKHOBEHHUsI remMaTosiornueckux u conuaubix [TOJI (3a uckimoueHneM HeMeIaHOMHOTO paka
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ciydaeB Ha 100 yenoBeko- JIET B TPYIIE MAalMEHTOB, MOJYYaBIINX IUIale00/pUTYKCUMAa0, TpU
MeMaHe JUTUTEIBHOCTH Tieproaa HabmoneHuit 29,8 mecsnes (quama3oH - ot 0,5 mo 51,3 mecsa).
HemenaHoMHBIH pak KOXH  sABISeTCS MIACHTU(DUUIUPOBAHHBIM PUCKOM M BKJIHOYAET
IUIOCKOKJIETOYHBIN pak 1 0a3aJIbHOKJIETOYHBIN paK KOXKH.

Bpauam cinenyer npoBoaute MoHUTOpUHT pa3zButus 110Ul y nmauuentos. Ilpu paccMoTpenun
BOIIPOCA O TEPANUU JICHAIMIOMHUIOM CIIEyeT YYUThIBATh, KaK IIOTEHIMAJIbHbIE IPEUMYILIECTBA
JICHAJIUJIOMU 1A, TaK U pUCK Bo3HUKHOBeHUs [TO1JI.

Hapynienus co cTOpOHBI ISYCHU

[leueHOYHAst HEIOCTATOYHOCTh, BKJIOYAs CIy4al CO CMEPTEIbHBIM HCXOIO0M, OblIa
3aperucTpupoBaHa y IallMEHTOB, IOJIyYaBIIMX JICHAJIUAOMUJ B paMKaX KOMOWHHPOBAHHOM
TEepanuu: OCTpas IEYEHOYHAsT HEJOCTATOYHOCTb, TOKCHYECKUW TE€MaTUT, LUHUTOIUTUUYECKUN
renaTuT, X0JIeCTaTUYECKUI reraTUT U CMEUIaHHbINA TUTOIUTHYECKUN/XOJIECTaTUYECKUI TeTaTuT.
MexaHn3MBbl TSKEJION JIEKAPCTBEHHOW T'€aTOTOKCHMYHOCTH OCTAIOTCS HEU3BECTHBIMM, XOTs B
HEKOTOPBIX CIIydasX Mpelblaylliee BUPYCHOE 3a00JEBaHUE II€UYEHHU, MCXOAHOE MOBBILICHUE
AKTUBHOCTH (DEpMEHTOB MEYECHU U, BOBMOXKHO, JIEYCHHE aHTHOMOTHKAMHU MOTYT OBITH (hakKTOpamu
pHUCKa.

Yacto perucTpupoBaInCh (DYHKIIMOHAIBHBIE OTKJIOHEHHUS II€Y€HH, HO OOBIYHO OHHM ObLM
OeccUMIITOMHBIMU U 00paTHUMBIMU TOCNie TpekpaiieHus Tepanuu. Ilocine BoccraHOBIEHUSA
nokasaresel 0 UCXOJHOTO YPOBHs Teparuio MOKHO BO30OHOBUTH B OoJiee HU3KOU J03€.
JleHammuioMu BBIBOOUTCS MOYKaMU. BaKHO CKOPPEKTHPOBATH 03y Ipenapara y MalueHTOB C
MOYEYHON HEJOCTaTOYHOCTBIO, YTOOBI M30€XKaTh JOCTUKEHUS B IJIa3M€ KPOBU KOHIIEHTpaIui,
KOTOpBbIE MOTYT MOBBICUTH PUCK pPa3BUTHA remartosiorndyeckux HP wiam remaToTOKCHYHOCTH.
PexomeHyeTcst KOHTPOJIUPOBaTh (QYHKINIO TIEYeHH, 0COOEHHO MPU HAIUYHH COMYTCTBYIOLIETO
BUPYCHOTO 3a00JieBaHUsl MEYEHH WJIM YKa3aHWs Ha HEro B aHaMHe3e, WM NpU MPUMEHEHHUH
JIeHAIMOMUIa B KOMOMHAIIMY C MTpenapaTaMy, BbI3bIBAIOIUMU HapyllIeHuEe QYHKIIMY IT€YESHHU.

Nuadexms ¢ HeliTporieHueil wim 0e3 TaKOBOM

[Tatmentsl ¢ MM mnosaBep:KeHbI pa3BUTHIO MH(EKIMH, BKIItOYas THEBMOHHIO. bonee BbIcOKuit
ypoBeHb WHOUIMPOBaHUs HaOmonancs y mnanueHToB ¢ BJ/IMM, koTopblM He TmOKa3aHa
TpaHCIUIaHTAlMs, Ha (OHE JeueHus JeHATUIOMUOM B KOMOMHAILINY C IeKCaMeTa30HOM, YeM Ha
done neuenus MPT, um y mammentoB ¢ BJIMM mnocne TI'CK, KOTOpbIM TPOBOIUIIH
HOJ/IEP>KUBAIOIIYIO TEPAUIO JICHATMAOMUIOM B cpaBHEHUU ¢ mianebo. ek > 3 crenenu
TSOKECTH PA3BUBAINCH B YCIOBUSX HEHTPONEHUM MEHEE YEM y OJHOW TPETH MNAIMEHTOB. 3a

NalUeHTaMu € M3BECTHBIMU (haKTOpaMH pHCKa HH(DUIMPOBAHHUS HEOOXOJWMO TIIATEIHHO
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NEepBbIX NpU3HAKaX MH(EKUUU (Hampumep, Kamleidb, JUXOpaaKa U T. [I.), YTO TO3BOJIAET MPH
paHHEM JICUEHUH CHU3UTH CTEIIEHb TSYKECTH.

PeakTuBanusg BupycHol nHQEKIMu

Coo061manocs o ciry4asx BUPYCHON peakTUBALMK Y NAlIMEHTOB Ha (pOHE Tepanuu JeHaIUJOMUIOM,
BKJIIOUYAsl CEphE3HBIE ClIydal peakTHBAIMKM BHUpyca onosichbiBarolero aumas (Herpes zoster) niu
renatuta B (HBV).

B HekoTOpBIX ciydasx peakTUBAILMKM BUPYCHON MH(EKLINN HAOII0JaJIC JIETAIbHBIA UCXOI.

B psine citydaeB peakTuBanys BUPyCa ONMOSICHIBAIOIIETO JIHUIAsl IPUBOANIIA K €0 TUCCEMUHALIMH
U Pa3BUTUIO BUPYCHOI'O MEHUHIMTAa WM BHUPYCHOTO IOPAXEHMs Ija3, KOTOpble TpeOoBaiIu
BPEMEHHOM IPUOCTAaHOBKM TEPAIMH JICHAIMJOMHUAOM WIHA IIOJHOTO €€ IIPEKpalleHus, Hu
Ha3HA4YCHMs COOTBETCTBYIOLIEH IPOTUBOBUPYCHOM TEpanuu.

O peaktuBauMu BHpyca renatuta B y manuMeHTOB, MOMY4aBIIMX TEPANUIO JICHATUIAOMUAOM U
nepeHecmnx paHee rematuT B, cooOmanock peako. Y HEKOTOPHIX M3 ITHX IallMCHTOB
peakTuBanus BHpyca IpuUBela K PA3BUTHI0 OCTPOM II€YEHOYHOM HEAOCTaTOYHOCTH,
IIPEKPALICHUIO TEPANNU JICHAIMJOMMIOM M HA3HAYCHWIO IIPOTUBOBUPYCHBIX Ipenapatos. /o
Hayaja JEYEHUs JICHAIUIOMHUIOM BCEM MAllMEHTaM CIIeAyeT IIPOBECTU TECT HA HAJIM4YUE BHpYca
renatuta B. Ilpy Dnosy4eHMM MOJOKHUTEIBHOIO PE3YJIbTATa PEKOMEHIYETCS KOHCYJIBTALMS
rernarojora. Cienyer coOM0aTh OCTOPOKHOCTh MPH JIEYEHUU JICHAIUAOMHIOM HAallMEHTOB C
HBV B anamuese, BKIIIOYas U T€X, y KOTOPBIX PE3YJbTAThl TECTa HA AHTUTENA K SACPHOMY
antureny HBV (HBc) nonoxutensHble mpu oTpuuaresnbHoM pesyinbTate Ha HBsAg. Otu
NAlUEHTHl JOJDKHBI HAaXOAWTbCA IO/ TOCTOSIHHBIM HAaOJMIOJEHHEM JUIsi CBOEBPEMEHHOTO
BBISIBJICHUSI CHMIITOMOB akTuBanuu nHpexkunn HBV Ha npoTskeHnn Bcero Kypcea jgeueHusl.

IIporpeccupyroiias MVJ'IBTI/Id)OKaJ'IBHaH HeﬁKOBHHed)aHOHaTHH

Coo0b1manocs o ciryyasx pa3BUTHs IPOrPecCUpYIOLIe MyIbTH(POKAIBLHOHI JIEHKO3HIe(haTONnaTuH
(IIMJI) y manueHToB, IPUHUMABIIUX JICHAJIUIOMUJ, BKJIIOYAs CIydau C JIETAIbHBIM HCXOJOM.
Cornacno coobmenusim [IMJI pa3BuBanacek B mepuo/1 OT HECKOJIBKUX MECAIIEB JJO HECKOIBKHX JIET
1ocje Hayvaua JIeYeHMs JICHAIMIOMUIOM. B OCHOBHOM cooOmianock O Ciiydasx y MalueHTOB,
MOJIy4aBIIMX  CONYTCTBYIOIIEE JICUEHHE JEKCAMETa30HOM, WJIM paHee MPOLIEAIINX
XUMHOTEpANuio JPYrMM HMMYHOJEIPECCUBHBIM IpenaparoM. Bpauam creayer perymsipHoO
MIPOBOAMTH MEAUIIMHCKHUM OCMOTp nanueHToB. [Ipu coctaBinennn auddepeHnnaibHOro AuarHosa
y HAlIUEHTOB C HOBBIMM WJIN ITPOTPECCUPYIOLMMHI HEBPOJIOTUYECKUMU CUMIITOMAMH, TPU3HAKAMU
KOTHUTHBHBIX U MOBEACHYECKUX HAPYIICHUH, HEOOXOJMMO YUUTHIBATH BO3MOXXHOCTH Pa3BUTHS

[IMJI. TlanueHTOB cleayeT MpeaynpeauTb O TOM, YTO UM CTOUT COOOIIUTH CBOMM OJIM3KUM H
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KOTOPBIX MAIlMEHT HE 3HAET.

Huarnoctuka [IMJI nmomkHa BKJIIOYATH HEBPOJOTHYECKOE OOCIIEIOBAaHUE, IPOBEICHUE
MarHUTHO-PE30HAHCHON TOMOTpa(uy roJIOBHOTO MO3Ta ¥ aHaJIN3 CIMHHOMO3TOBOM KUIKOCTH Ha
namnure JJHK Bupyca [Ixona Kannunrema (Bupyca JC) ¢ moMomipio MeToAa MOoJuMepa3HOn
nenHoii peaknuu (ITIP). B kauectBe anprepHatuBbl [II[P-uccienoBannio MOXeT OBITH
poBeieHa OUOTICHS TOJIOBHOTO MO3Ta [yt onpeenenus supyca JC. OTpumnareabHblid pe3yabTaT
[TLP- uccnenoanus Ha Bupyc JC He mckmouaeT passutue [IMJI. Heobxoaumo obGecrieuntsb
JOTIOTHUTEIbHOE HAOII0ICHHE 3a MAlUEHTOM U IPOBECTHU JAOMOIHUTEIbHBIE HCCIIEI0BAHUS, €CITU
ATBTEPHATHUBHBIN JUATHO3 HE MOXKET OBITh YCTAHOBJICH.

[Tpu Hamwumy nogo3penus Ha pasputre [IMJI nanbHEUIM IpreM JCHATUIOMH/IA TIOJDKEH OBITh
MIPUOCTAHOBIIEH JI0 TeX MOp, moka auarHo3 [IMJI ue Oynet uckitoueH. B ciyuae moaTBepKaeHus
nuarnosa [IMJI npuem neHanuaoMu1a J10KeH ObITh OKOHYATENBHO MPEKPAaIleH.

[Mauumentsl ¢ BAMM

Bosee BbICOKHIA ypOBEHB HEIEPEHOCUMOCTH KOMOMHUPOBAHHOM Teparnuu JieHamaomuaom (HP 3
wiH 4 cTeNeHu TSHKECTH, cepbe3nble HP, mpekpaiiienue neueHus) orMevacs y naiueHTOB CTapiie
75 net, ¢ Il ctagueii cornmacHo MexayHapogHoi cucteme ctaauposanus (ISS), ¢ cymmoii 6anios
no mkaie ECOG > 2 wim KK < 60 mn/mun. [lepen Ha3HaueHneM JIeHAIUOMUAA B KOMOMHAITUH
C IPYTUMH TIpenapaTaMy HY>KHO TIIATEIBHO OIICHUTH BO3MOXKHYIO IEPEHOCUMOCTD ATOM Teparuu
y ManueHToB ¢ yueToM ux Bozpacta, Il craguu ISS, ECOG > 2 unu KK < 60 mn/muH (cM. pa3aen
4.2.u paznen 4.8.).

Karapakra

C Oosee BBICOKOM YaCcTOTOM KaTapakTa OTMEYallach y MAIMEHTOB, MOJyYaBIIUX JICHAJTUIOMHU]T B
KOMOHMHAIIUM C JEKCaMETa30HOM, OCOOCHHO TpU JUIUTENbHOW Tepanuu. PexomeHayercs

PEryspHBIA KOHTPOJIb 3PEHHUS.

4.5, B3auMopgeiicTBUe ¢ JAPYrMMH JIEKAPCTBEHHBIMH MpenaparaMu M Jpyrue BHAbI
B3auUMOAeliCTBUSA

OPUTPOIIOITHICCKUE JTCKAPCTBCHHBIC CPEACTBA

JlekapCTBEHHBIE CPENICTBA, TIOBBIMIAIOIINAE YPUTPOIIOI3, & TAKKE IPYTHE CPENICTBA, KOTOPHIE MOTYT
MOBBIINIATh PUCK TpomMOO03a, HAmpuUMep, Tpernaparbl I TOPMOHO3aMECTUTEIBHOW Teparuw,
ClelyeT MPUMEHSTh C OCTOPOKHOCTBIO y MAIMeHTOB ¢ MM, mpHUHUMAIONUX JCHATUAOMU] B
KOMOUMHAIIMH C JieKcameTa3oHoM (cM. pasnen 4.4. u pasnen 4.8.).

HCDODaIII)HI)Ie KOHTpPALICIITHBLI
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KOHTpalentuBamu. JICHaIMIOMH]] HEe SBISIETCS MHAYKTOpOM (epMeHToB. B uccnenoBanum in
VItro Ha renatolMTax YeJIoBeKa JICHAJTHJOMUJ B PAa3JIUYHBIX KOHIICHTPALMSAX HE WHIYIHPOBAI
nzodepmentet CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/5. Iloatomy Ha ¢oHe
MOHOTEpANUU JICHAUINJOMHUAOM HE NPEANoiaraeTcss HHIYKIMH, NPUBOIAIIEH K CHHIKEHHIO
3 PEKTUBHOCTH MPEMapaToB, B T. 4. TOPMOHAJIBHBIX KOHTpauenTuBOB. OHAKO JEeKCaMeTa30H,
ABISSICH ca0bIM/yMepeHHBIM HHIYyKTOpoM u3opepmenta CYP3A4, BeposTHO, BIMAET M Ha
apyrue (GepMeHThbl, a Takke TpaHcrnoprepbl. Henb3si HCKIOYHUTH BO3MOXKHOCTH CHIDKEHUS
3¢ (}EeKTUBHOCTH IEpOpabHbIX KOHTpaLEeNTUBOB Ha (oHe Ttepanuu. Ilostomy cuenyer
npeanpuHuMath 3 (eKTuBHBIE MEephl MpeJOXpaHeHus 0T OepeMeHHOCTH (cM. paszensl 4.4. u
4.6.).

Bapdapun

He ormedeHno BiusHuUS JeHanuaomuga B jo3e 10 Mr, NpUHMMaeMOro MHOTOKpPaTHO, Ha
(dapmakokuHeTHueckue mapameTpel R- u S-BappapuHa mnpu ero OJHOKpPaTHOM IIpUEME.
OnHOBpEeMEHHOE OJHOKpAaTHOE NMpUMEHEHHEe BapdapuHa B J03€ 25 MI C JICHAJIHIOMHIOM HE
BJIMSUIO Ha (papMaKOKMHETHKY mocieqHero. OHaKko, HEM3BECTHO, UMEETCS JIM B3aUMOJACHCTBUE
IpU KJIMHUYECKOM NPUMEHEHUH (COMYTCTBYIOLIAs Tepanus ¢ JieKcaMeTa3oHoM). [lekcameTa3oH
SBIISIETCS  CIIa0BIM/yMEPEHHBIM HWHAYKTOPOM (EPMEHTOB, M €ro BJIHSHHE Ha BapdapuH
HEM3BECTHO. PeKOMeHayeTcs TIIATeNbHBIH KOHTPOJb KOHIIGHTpanuu BapdaprHa BO BpeMs
Tepanuy JCHAIUTOMHIOM.

JINrokcuH

OpnHoBpeMEHHOE Ha3HayeHHe JieHanuaomuaa B o3¢ 10 Mr/cyr. yBeluuuBajio MJIa3MEHHYIO
skcno3unuio nqurokcuna (0,5 mr, onHokpatHo) Ha 14 % c noBepurenbHbIM MHTEpBaioM (/)
90 % [0,52 % - 28,2 %)]. HeusBectHO, Oynet i 3TOT 3¢ GEKT HHBIM B KIIMHUYECKOH CHTYaluu
(Oonee BBICOKHE /103bI JICHATUIOMH/IA U COMYTCTBYIOIIAs Tepanus JekcamerazoHoMm). [lostomy
Ha (OHE JICUEHUS JICHATUIOMHUIOM PEKOMEHIYETCS MOHUTOPUPOBATh KOHIIEHTPAIMIO JUTOKCHHA.
CratuHsl

Cy1iecTByeT MOBBIIIEHHBIA PUCK pabIOMHOJIN3A B CIIy4ae COBMECTHOTO IPUMEHEHHSI CTATHHOB U
JCHAIUJIOMUJA, YTO MOXET OOBSICHATHCS CYMMHMPOBAHHEM JIE€HCTBHS JTHX NpenapaToB.
Heobxomumo TiiaTenpbHOE KIMHUYECKOE M JabopaTopHOE HAOJI0JIeHHE, OCOOCHHO B TIEPBBIC
HEJIeJH JICYCHHUS.

JlexkcameTa3oH

OnHOBpEeMEHHBIN OHOKPATHBIA WJIM MHOTOKPAaTHBIA MpueM JekcamerazoHa (40 Mr ofuH pas B

JIeHb) HE OKa3bIBaeT KIIMHUYECKH 3HAUUMOro 3 dexTa Ha papMaKOKMHETHUKY JICHATUAOMUIA IPU
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1Bl
€ro MHOTOKPaTHOM IIpUEME B J103€ 25 MI OJWH a3 B zxeﬁ-ll:.l

Bsaumopneiictsue ¢ uaruburopamu P-rimukomnporenna (P-gp)

Jlenanmumomuy in Vitro sisisiercst cyocrpatom P-gp, Ho He mHrnouTopoB P-gp. OnHOBpeMeHHOE
MHOTI'OKpaTHOE NPUMEHEHHE CWIIbHOro uHruouropa P-gp, xunuauna (600 Mr nBa pasa B JIeHb),
WM yMEpeHHOro wuHruourtopa P-gp/cyOctpara, temcupoiaumyca (25 Mr), HE OKa3bIBaJIO
KIMHUYECKH 3HauyuMoro »>¢dexra Ha (apMaKOKMHETHKY JieHanuaomuaa (25 wr/aH).
dapMakOKHMHETUKAa TEMCHPOJMMYCa HE H3MEHsJIaCh IPU COBMECTHOM IPHUMEHEHHH C

JIEHAIMOMUIOM.

4.6. DepTHIBLHOCTH, 0EPEMEHHOCTD U JAKTALHSA

VYuuThiBass HaJIM4Ke TEPATOTCHHOrO IMOTEHIMajda MPUMEHEHUE JICHATMIOMHUAA JIOJKHO
OCYIIECTBIISITECS. B CTPOTOM COOTBETCTBUM C [IporpaMMoil KOHTpOIHPYEMOTro MEAMIIMHCKOTO
NpPUMEHEHHU JeHanuaoMuaa (cM. pazaen 4.4.), 3a UCKITIIOYEHHEM TeX CIIy4aeB, KOrJla OTCYTCTBHE
PEeNpPOAYKTUBHOTO MOTEHIIMAJIA Y TAIIMEHTKU HAJIEKHO MOATBEPKICHO.

)KGHHII/IHI)I C ACTOPOAHBIM ITOTCHIIMAJIOM (KOHTDaHGHHI/Iﬂ Y MY)XYHMH U )KCHIIII/IH)

JKeHIIMHaM ¢ COXpaHEHHBIM pPENPOAYKTUBHBIM IOTEHUUAIOM CJIEAYeT HCIOJIb30BaTh
¢ dexTuBHBIE MeTOABI KOHTpamenuuud. Eciaum mnamuentka 3a0epeMeHerna, MpUMEHEHUe
JEHATUAOMHUIA JOHKHO OBITH MpEKpalieHo, TMalMeHTKy HeoOXOJAMMO HampaBuUTh Ha
KOHCYJIbTAIIMIO K Bpauyy-TEPATOJIOTy I OCMOTpa W KIMHUYECKHUX peKoMmeHaauuil. B ciydae
OepeMEHHOCTH KEHILUHBI, SBISIONMIEHCS CEKCyalbHBIM MapTHEPOM MAalMEHTa, MOTy4arolero
JEHAIMIOMUJ, €€ TaKXKe HANpaBISAIOT K Bpady-TEPATOJIOry Uil OCMOTPAa M KIMHUYECKUX
PEKOMEH Taln .

HeHaJ'II/II[OMI/II[ COACPIKUTCA B CEeMEHHO KUAKOCTU MAIMCHTOB B MEPpUOA JICUCHUA B IIPECACIbHO
HU3KUX KOHUEHTpalUsX M HE OINpeAeNsercss Yy 3I0pOBBIX MYXYMH uepe3 3 AHS Tocie
MpeKpalieHus IpUMEHEHus mpemnapaTa (cM. pa3zaen 5.2.). B kauecTBe Mepbl IPeI0CTOPOKHOCTH,
YUUTBIBasi BO3MOXKHOE CHUKEHHE CKOPOCTH BBIBEJICHUS MpernapaTta y HaleHTOB 0COOBIX Py,
Harmpumep, MIpyu HaApyICHHUU (1)yHKIII/II/I IMO4YCK, BCC MYKUYHWHBI, IPUHHUMAIOONIUEC JICHAJIUIOMM]I,
JIOJ>KHBI TIOJIB30BAThCS MPE3EPBATUBAMU B TEUEHUE BCETO Kypca JICYEHHUsI, BO BPEMS IIEpEpPbIBA B
JICYCHUH U B T€UECHHE | HeNlenu Mocie NpeKpalleHus JIEUeHUs B TOM Cy4ae, eCiu CeKCyaabHbII
napTaep -— 6epeMeHHa$[ KCHINMHA WM JXCHIIMHA C COXPAaHCHHBIM PEIPOAYKTUBHBIM

MOTCHIUAJIOM, HEC UCITIOJIb3YyIOoIIad KOHTPALCIIIUIO.

bepemeHnHoCTL
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W3BecTHO, dYTO TpUEM TaIHIOMHAAa OCPEeMEHHBIMH JKCHIIMHAMH BBI3BIBACT TSKEIbIC
JKU3HEYTPOKAIOIINE BPOKICHHBIC HAPYIIIEHUS Y TUIOJA.

HccnenoBanue BIMSHUS JICHATUIOMHAA Ha 3MOpuodeTaqbHOe pa3BUTHE MPOBOIAWIOCH Ha
00e3bsHax, KOTOPBIM BBOAMWIM Tpermapar B jo3ax ot 0,5 mo 4 mr/kr/cyr. PesynabTaThl 3TOTO
WCCJICIOBAHMS TIOKA3aJIM, YTO JICHATHIOMUJ BBI3BIBAJ PAa3BUTUE BHEITHHX Je(EKTOB, B T. 4.
3apallleHue AHAJIBHOTO OTBEPCTUSI M HAPYIICHUE PA3BUTUSA BEPXHUX U HIDKHMX KOHEUYHOCTEH
(M30THYTBIC,  YKOpOYEHHBbIE,  Je()OpPMUPOBAHHBIC,  HEAOPA3BUThIE  W/WIUM  YaCTUYHO
OTCYTCTBYIOIIME KOHEYHOCTH, OJIMTOJAKTHIIMS W/WIM MHOTOIAJIOCTh) Yy JCTEHBIMICH CaMOK
00e3bsTH, KOTOpBIC MOJIyYaIy Mpenapar Bo BpeMs OepeMeHHOCTU. Takke y eMUHUYHBIX IIJI0/I0B
HaOJIOJAJIOCh TIOBPEXKJICHHE BHYTPEHHHUX OpPraHoOB (M3MEHEHHE IIBETA, KpacHbIE OdYaru B
pa3IMYHBIX OpraHax, HeOolblnas OeclBeTHas Macca BBIIIE aTPUOBEHTPUKYJISPHOIO KIalaHa,
YMEHbILIEHHBIH KEITYHBIN My3bIPh, NeopMHUpoBaHHas nuadparma).

DKCIepUMEHTAIbHbIE HCCIICOBAHUS JICHATUIOMHIAa Ha 00e3bsiHaX TIOKa3ajdu pPe3yJbTaThl,
CXOJIHBIE C ONMCAHHBIMU PaHee JJIsl TATHIOMU/IA.

BcenencTeue oxumaeMoro TeparoreHHoro 3ggekxra JeHaIHI0MUIa €ro IpreM MPOTHBOIIOKa3aH
BO BpeMst OepeMeHHOCTH. (cM. paszen 4.3.).

JlakTaims

HewusBecTHO, mocTynaeT v JICHATUIOMUJL B TPYAHOE MOJIOKO. B CBSI3U € 3TUM, B IEpUO/T JICUCHUS
JICHATMIOMUIOM TPYAHOE BCKapMIIMBaHUE JOKHO OBITH MPEKPAIICHO.

DepTUabHOCTD

PesynbTathl uccnenoBaHus PEeNpoOAYKTUBHOM (YHKLIMH, KOTOPOE MHPOBOJMIM HAa KpbICaxX C
MpUMEHEHUEM JICHAIUIOMUA B 103ax 10 500 Mr/kr (3TH 03Bl MPEBBIMIATN TPUOIU3UTEIHHO B
200-500 pa3 TepaneBTHUYECKHE O3B! A7 yesioBeka, 25 Mr 1 10 Mr, COOTBETCTBEHHO, B IiepecueTe
Ha IJIONIAJ b MOBEPXHOCTH TeJa), HE NMPOJEMOHCTPUPOBAIM HAPYIIEHUS (EpTHIBHOCTH WU

TOKCHUYHOCTH JI1 OpraHru3Ma pOI[PITGJ'ICfI.

4.7. BJusiHMe HA CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMH H padoTaTh ¢
MeXaHUu3MaMH

JleHanuIOMH] OKa3bIBaeT HE3HAUUTEIBHOE WJIM YMEPEHHOE BO3JEHCTBHE Ha CHOCOOHOCTh
YIPaBIsATh TPAHCIIOPTHBIMU CPEACTBAMU U pabOTaTh C MOTEHIMAIBHO OMACHBIMA MEXaHU3MAaMHU.
Bo Bpems jeueHHs JEHATUAOMHIOM OTMEYAIUCh CIA0OCTh, T'OJOBOKPY)KEHHE, COHJIMBOCTS,
BEPTUTO U HEUYETKOCTb 3pEHUs. B CBA3M C 3TUM cleyeT NposiBIATE OCOOYI0 OCTOPOXKHOCTD MPH

yIpaBjIeHUH TPAHCIOPTHBIMU CPEJCTBAMH U paboTe ¢ MEXaHU3MaMHU.
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4.8. HexenaTeabHble peakiuu

Pesrome npoduiist 6e3onacHocT

Bnepgvle O0uacHOCMupo8aHHas MHONCECMBEHHAS MUENOMA: NAYUeHMbl, KOMOPbIM NOKA3AHA
Mpaucniaumayus, Noayyasuiue JAeHAIooMud 6 KoMmOuHayuu ¢ oOopmezomubom u
O0excamemaszoHoM

B nByx kImHHYECKUX HccieqoBaHusX cepbesHbie HP, koTopsie Habronammck yame (> 5%) npu
preMe JICHATHIOMI/Ia B KOMOMHAIIUY ¢ 00OPTE30MUOOM U JIEKCAMETa30HOM, OBLITH CIICTYIOIIMMH:
- nHeBMoHUs (5,9 %)

Cnenyromue HP peructpupoBanuch duamie y MalMeHTOB, NMPUHUMABIIUX JICHAIAIOMUI B
KOMOHWHAIIMKM C TOJKOXXHBIM BBEJEHHEM Oopre3oMuba M JeKcameTa3oHoOM: mepudepudeckas
Heliponatus (35,2 %), neitrponierns (31,9 %), rpomboruTonienus (25,3 %).

Cnenyromue HP peructpupoBanuch uamie y MalMeHTOB, NPUHUMABIIUX JICHAIAIOMUI B
KOMOWHAIIMKM ¢ BHYTPUBEHHBIM BBEJCHHEM OOopTe3oMuOa M JIeKcaMeTa30HOM: mNepudepuyeckast
uewiponatus (54,8 %), mamdonenus (52,2 %).

Bnepgvie OuacnocmuposanHas MmHoxcecmeenHas muenoma: nayuenmol nocie TICK ¢
nocneoyrouweli noodepaicusaroujell mepanueti 1eHAIUOOMUOOM

Canenyromue cepbe3nbie HP Habmogamuce vamie (> 5%) Ha ¢GoHe MoIep KUBAIOIICH Teparuu
JIEHAJIMAOMUIOM, YEM I1J1a11e00:

- maeBMoHUs (10,6 %)

- nH(exonHkle 3aboneBanus nerkux (9,4 %)

B nByx KU cnenyromue HP perucrpupoBanuce yaiie y HaiieHTOB, IPUHUMABIINX JICHAIUTOMH/T
B paMKax [OJUICpP)KHBAOIICH Tepanmuu, ueMm Iuiainebo: Heiirponenus (60,8-71,9 %),
TpoMOonmronerus (23,5-61,6 %), oponxur (47,4 %), muapes (38,9-46,4 %), Ha3zopapUHTUT
(34,8 %), mbiieunsie cynoporu (33,4 %), neiikonenus (18,8-31,7 %), actenus (29,7 %), kamiesb
(27,3 %), uHpEKIUN BEepXHUX AbIXaTelIbHBIX MyTel (26,8 %), cwimb (25,0 %), racTpodHTEpUT
(22,5 %), nuxopanka (20,5 %), moBsimieHHass yromisieMocTs (17,9 %) u anemus (13,8 %).
Bnepevle ouacnocmuposannas MHOMCECMBEHHAS MUETIOMA: NAYUEHMbl, KOMOPbIM He NOKA3aHA
MPpAHCHIAHMAYUs,  NOayuasuiue JeHAIUuooOMuod 6 KoMmOuwayuu ¢ Oopme3omMubom u
0eKcamemasoHoM

Cnenyronue cepbe3nsie HP nabmomanuce dame (> 5%) mnpu mpueme JEHATHIOMHUIA B
KOMOHMHAIIUM C BHYTPHUBEHHBIM BBeJeHHEM OopTe3oMuba M JIeKCaMeTa30HOM, YeM MpH Mpueme
JICHATMIOMU/IA B KOMOMHAIIUY C IEKCAMETAa30HOM:

- CHWKCHHUE apTepuaibHOro aasieHus (6,5 %), uHdpekimonHslie 3adoneanus jerkux (5,7 %),

obe3oxkuBanue (5,0 %)
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O6opTre3oMHOOM U JIeKCaMeTa30HOM, 4YeM Ha (OHE NpueMa JCHAIHIOMHIA B KOMOWHAIIMH C
JICKCAaMETa30HOM: TMOBBIIIeHHass yromisiemocts (73,7 %), mnepudepuueckass HeipomnaTus
(71,8 %), TpombouuTonenus (57,6 %), 3amnop (56,1 %), runoxansuuemus (50,0 %).

Bnepsvie ouacnocmuposanuas MHOJNCECMBEHHAS MUEIOMA: NAYUEHMbL, KOMOPbIM He NOKA3AHA
MPAHCRAAHMAYUSA. NOTYHABULUE TEHATUOOMUO 8 KOMOUHAYUU C HUSKUMU 003aMU OeKCAMEMA30HA
Cepoesnbimu HP, Habmogaembivu varmie (> 5 %) npu npreMe JieHaTuA0MI1a B KOMOMHAIIUH C
HU3KOH /10300 JieKcaMeTa30Ha npu HenpepblBHOM JeueHnu (Rd) ninn neuenun B Teuenue 18 4-
HenenbHBIX UKIOB (RA18), yem Ha ¢one mpuema mendanana, NPeAHU30JI0HA U TAITHIOMHUIA
(MPT), Obu1u:

- maeBMoHUs (9,8 %)

- IOY€YHas HeIOCTAaTOYHOCThH (BKIIIOYas OcTpyio) (6,3 %)

13 HP na ¢one npuema Rd unm Rd18 game, yem Ha pone MPT nabmaroganuce: quapes (45,5 %),
NOBBIIICHHAsT yToMisieMocTh (32,8 %), 6onb B cimae (32,0 %), acrenus (28,2 %), 6ecconnuna
(27,6 %), coimib (24,3 %), camkenue anmeruta (23,1 %), kamens (22,7 %), muxopanka (21,4 %),
a TaKke MblieyHsie cyaoporu (20,5 %).

Bnepsvie ouacnocmupoanuas MHONCECMBEHHAS MUeIoMA: NAYUEHMbL. KOMOPLIM He NOKA3aHd
MPAHCHIAHMAYUL, NOJYYHABUIUE TeHATUOOMUO 8 COUEMANHUU C MeNPATaAHOM U NPEOHU30IOHOM
Cepbesnbimu HP, 6omee wacto (> 5 %) HabmomaemMbiMu 1ipy ripuemMe Mesdanana, mpeIHu30JI0Ha
U JICHAJTUJIOMUA ¢ MOCIeAyrolei noaaepxuBatoieii repanueii nenamuaomunom (MPR+R) mwiu
npu npueme MendanaHa, MpeJHU30J0HA U JICHAIUAOMUIA C MOCIEAYIONIeH MoIIepKUBAOLIEH
tepanueid 1ane6bo (MPR+p), uem npu npueme wmendanana, NnpeaHHU30J0HA U IUIALEdO C
nocJIeyIoNIel moaep kuBaroiei repanueit miarnedo (MPp+p), Obutn:

- (heOpunbHas HelTponenus (6,0 %)

- anemus (5,3 %)

N3 HP yame nabmomamuce npu npueme MPR+R wnu MPR+p, uem npu mpueme MPp+p:
ueitponenus (83,3 %), anemus (70,7 %), Tpomoborutonenus (70,0 %), netikonenus (38,8 %),
3amop (34,0 %), muapes (33,3 %), coinb (28,9 %), nuxopaaka (27,0 %), nepudepuueckue OTeKH
(25,0 %), kamens (24,0 %), camkenue anneruta (23,7 %) u actenus (22,0 %).
MHnooicecmeennas muenoma. nayuenmsl, NOAYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu

K cepresnbim HP, 3apeructpupoBanHbiM Ha (OHE MPUMEHEHHS JIEHAIHI0MU1a/IeKcaMeTa30Ha
yare, yeM Ha (oHe ranedo/qeKcaMeTa3oHa, OTHOCUIINCH:!

- BeHO3Hast TpoMOoaMOomust (T3) (TpomO03 riydokux BeH, TD jgerouHoi apTepun)

- HEUTpONeHUs 4 CTETIEHU TSKECTH.
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Cnenyrommue HP y manuentoB ¢ MM BcTpeudnnch qdiﬂ'e" hﬂ%ﬁh@ﬁﬁ%%ﬁ&ﬁﬂoﬁma U

JIeKcaMeTa30Ha, YeM Ha (oHe mpuema Ianedo M JeKcaMeTa30Ha: MOBBIIICHHAsS YTOMIISIEMOCTb
(43,9 %), ueitrpornienus (42,2 %), 3anopsr (40,5 %), nuapes (38,5 %), MbllieUHbIe CYIOPOTH
(33,4 %), anemus (31,4 %), pomOouuronenus (21,5 %) u coimb (21,2 %).
Muenooucniacmuueckue CuHOpoOMbI

bonsmmucTBo HP, kak mnpaBuio, pa3BUBalIMCh B TEUYEHHE IEpPBbIX 16 Hexenp JjeueHus
JICHAJIHIOMUIOM.

Cepnesnsie HP Britouanu:

- BeHo3HYI0 TD (TpoM003 riry0oKuXx BeH, T J1eroyHoi apTepun)

- HeliTporieHuto 3 wiu 4 CTENeHH TKECTH, (PeOPMIbHYI0O HEUTPONIEHHIO M TPOMOOLUTOIICHHIO
3 Uy 4 CTETICHH TSKECTH

HP, xotopsie Habmoanuch Haubosaee 4acTo Mpu JCYCHUHU JICHATHIOMHUIOM ObLIH CIIEAYIOIINE:
Heiitponenuss (76,8 %),  tpomOoumrtonenus (46,4 %), mmapes (34,8 %), 3amop
(19,6 %), Tomnora (19,6 %), 3ya (25,4 %), cemb (18,1 %), MOBBIIMIEHHAS YTOMJISIEMOCTH
(18,1 %) u mereunsie cypoporu (16,7 %).

Jlumehoma u3z Knemox MaHMuIiHOU 30HbL

Cepnesnbie HP, koTopbie Ha0t01a1KCh Yallle B TPYIIe JeHAIUIOMU/IA ObUIH MTPEICTaBICHbI:

- HerTponenueit (3,6 %)

- TD nerounoit aprepun (3,6 %)

- muapeeti (3,6 %)

Crnenyroume HP pasBuBanuch yaimie B rpynne JeHanuaomuaa: Heidtponenus (50,9 %), anemus
(28,7 %), nnapes (22,8 %), noBbiieHHast yromisieMocTs (21,0 %), 3amop (17,4 %), nuxopanka
(16,8 %) u ceinb (BKItOUas anneprudeckuil nepmarur) (16,2 %).

[TarueHTHI ¢ UCXOAHO OONBIION MACCOM OMYXOJIU OTHOCATCS K TPYIIE BHICOKOTO pUCKa paHHEH
CMEpTH.

DonnuKYIApHA TUMPOMA UTU TUMPOMA U3 KNEMOK MAPSUHATILHOU 30HbL

Cnenyrome cepbe3nble HP HaOmiomanuchk daie B Tpynne JIEHAIWJIOMHI/PUTYKCHUMAO IO
CPaBHEHHIO C TPYNION M1ane0o/puTykcumad:

- (heOpubHas HeliTponieHus (2,8 %)

- TD nerounoii aprepun (2,3 %)

Cnenyronmue HP pasBuBanmuck wamie B Tpynme JCHATMIOMUI/PUTYKCUMA0 TIO CPaBHEHHUIO C
rpynmnoi miamnedo/putykcumad (kak MUHUMYM, Ha 2 % 4aie B OJHOW rpymre, 4eM B IPYyrou):
Heiitponenus (58 %), muapes (31,3 %), neiikonenus (28,4 %), 3amop (26,1 %), moBbIIIeHHAS
yromisieMocTh (21,6 %) u muxopanka (21,0 %).
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ot 02.10.2023 N= 13246
(NOCNEOCBATENEHOCTE 0008)

TabnuyHOE pe3roMe HEXKENATEIbHBIX PDEAKIINI

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Yacrora HP, npuBeneHHBIX HUXKE, ONPEAEISUIACh COOTBETCTBEHHO CIEAYIOIIEH Ipaaliii: O4€Hb
gacro (> 1/10); wgacto(> 1/100, < 1/10); wmewactro (> 1/1000, < 1/100), penko
(= 1/10000, < 1/1000) u ouenp peako (< 1/10000), yacTora Hew3BecTHa (HE MOXKET OBITh
YCTaHOBJICHA 110 UMEIOIIUMCS JaHHBIM).

HP Obu1u BKIIIOUEHBI B COOTBETCTBYIOIIYIO KATETOPHUIO B TAOJIUIIE HUYKE COTTIACHO MaKCUMAJIbHOM
YaCTOTE BCTPEYAEMOCTH B OJHOM U3 OCHOBHBIX KU.

Ceoonas maoauya HP na ¢hone monomepanuu 1eHanudoMuooM npu MHONCECMEEHHOU MUeiome
Tabnuna 1 moaroTosiieHa MO JaHHBIM, MOJYYE€HHBIM B Xoje nposeneHus KU y narumeHToB ¢
BJIMM nocne TI'CK, nony4yaBummx mnojiep>KMBaONIYI0 TEPANUIo JeHAIUIOMUI0OM. JlaHHbIE He
KOPPEKTHPOBAIIMCH JIJIsl OTPAXKEHHS OOJIBIIECH MTPOJODKUTEILHOCTH JICYSHUS JICHATUIOMHIOM (110

MIPOrPECCUPOBAHUs1) B CPAaBHEHUU C Tpymoi miaarnedo B ocHoBHbIX KW MM.

Tabauya 1. HP, 3apecucmpuposannvie 6 KU y nayuenmos ¢ MM, nonyuaguiux nodoeparcusarouyio

mepanuro 1eHaAIUOOMUOOM

Kunace cucrembl opranon/ Bce Hekes1aTeIbHBIE He:xkenaTeabHble peakuuu
IpennoyrureNbHbBIN peaknun/Yacrora 3 u 4 crenenn
TEePMHH TxecTn/Yacrora
Hudexunu u uHBa3UN Ouenb yacmo Ouenb yacmo
[TaeBMOHMS ", nHpexun [TaeBMoOHUS ", uHpeKImu ¢

BEPXHUX JbIXaTEIbHBIX ITyTEH, | HEUTPONIEHUEN
uHbeku C HeWTpomneHueH, | Yacmo

6poHXxHT’, rpunm’, | Cencuc®®,  6Gakrepuemus,
racTpoaTepur’, CHUHYCHT, | HH(EKIUOHHBIE

Ha30(apuHTUT, PUHUT 3aboseBaHus nerkux’,
Yacmo OaxkTepuanbHble HMH(EKIUN
Nndexmmu’, MHQEKINH | HIDKHUX JIBIXaTeJbHBIX
MOYEBBIBOSIINAX nyteir®, | myreit, 6ponxut’, rpumnm’,
nH(peKun HIDKHUX | TaCTPOIHTEPUT,

IBIXaTEeIbHBIX MyTEN, | OMOSCHIBAIOIIUI nnmaﬁo,

nH(pEeKIHOHHBIE  3a00JIeBaHUSA I/IH(I)eKuI/H/I<>
0

JIETKUX
JloOpokavyecTBeHHbIE, Yacmo
3J10Ka4YecTBeHHbIE H MuenoaucmniacTH4ecKuii
HEYTOYHEHHbIE cuaapom””
HOBOOOpa30BaHUS
(BKJIIOYASI KHCTBI M
MOJINIIBI)
Hapyumenus co croponbl | Ouenb yuacmo Quenv vacmo
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Kuaacc cucrembl opranos/

TCEAE
Bce HexkeJlaTedbH N

M Hekd e peakithm

IIpeanoyruTeJbHbIN peakuuu/Yacrora 3 u 4 crenenu
TePMHUH TaxecTu/Yacrora
KPOBHM U Heitrponenns™®,  debpunbHas | Heiirponenns’,
JuMpaTudeckoi Heiirponenus’’, (hebOpunbpHas
CHCTEMBbI TpombGonuronenus’™’, amemus, | HeliTponenns’’,
neiikonenns’, TuMdoneHus TpombonuTonenus’™’,
aHeMusl, neiikonenus’,
TUMQOTICHUS
Yacmo
[Mannuronexns’
Hapymenust Quenb yacmo Yacmo
MeTa0ouM3Ma ¥ nuTanus | ['unoxkamuemus ['unokanuemus,
00e3BOKUBAHUE
Hapymenusi co croponsl | Quens yacmo Yacmo

HepBHOﬁ CHUCTEMBbI

[Tapecre3un

Yacmo

Iepudepuueckas HeifponaTus’

T'onoBHast 60116

Hapyumenust co CTOpoOHbI
COCy10B

Yacmo
v *
TD nerounoii apTepI/II/IO’

Yacmo

Tpom603 ray6oknx sen ¢

Hapymenus co croponbl | Quens yuacmo Yacmo
AbIXaTelbHOI cucTembl, | Kamens Opnpmxa’
OPTraHoOB IPY/AHOI Yacmo

KJIETKH M CPeI0CTeHNsl Opnpimika’, HaCMOpK
Keaynouno-kumeunnle | OQuenb yacmo Yacmo

HapyIIEeHHUs

Huapesi, 3anop, 6016 B )KUBOTE,
TOIITHOTA

Yacmo

PBora 6011b B aniuracTpuun

Huapes, ppoTa, TOILIHOTA

Hapyumenus co croponbl | Quens uacmo Yacmo

NeYeHu U OTkioHeHus oT HOpMBI | OTKJIOHEHUS OT  HOPMBI

JKeJIYeBbIBOISILIIUX 3Ha4YeHUN MoKa3aTtenel | 3HaueHui nokasarenen

nyrei (YHKIIMOHATIBHBIX MPO0 MeYeHn | QyHKIMOHAIBHBIX po6
NIEYEHU

Hapyumenus co croponbl | Ouenb uacmo Yacmo

KOKHM H MOJAKOKHBIX
TKaHel

Crpinb , CYXOCTb KOXKH

ChblInib, KOKHBIH 3y

Hapymenusi co CTOpOHBI
MBbIIIEYHOI, CKeJIeTHOM
U COeTUHHUTEIbHO
TKaHU

Ovyenv wacmo
Mel111e4HbIE CYyTOPOTH
Yacmo
Muanrus,
00JIb

KOCTHO-MBIIIICYHAs
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ot 02.10.2023 N= 13246

Bce HemeJLaTeJILH' ne - 'E ‘J'HE'ﬂ?éﬂfEﬂ‘ﬁlmle%gﬁHﬁ}m

Kuaacc cucrembl opranos/

IIpeanoyruTeJbHbIN peakuuu/Yacrora 3 u 4 crenenu
TePMHH TsokecT/Yacrora
O01mue HApYIEHUS U Quenv uacmo Yacmo
peakuus B MecTe IloBplieHHast ~ yTomisieMocTs, | [loBbimeHHas

BBE¢ACHUSA ACTCHUA, JIUXOpaJdKa YTOMIIIEMOCTDh, aCTCHUA
© CepbesHble HexenaTenbHble peakuud B KW y nauuentos ¢ BIMM nocne TTCK

* OTHOCHUTCA TOJBKO K cephe3HbM HP

" Cm. «Onucanue otaenbHeix HP»

® O000ImaroMHKil TEPMUH «ITHEBMOHUS» BKIIOYACT CICAYIOLIME NPENIOYTHTEIbHbIE TEPMUHBL: OPOHXOITHEBMOHHS;
JIoJieBasi THEBMOHMUSI;, THCBMOHHUS, BhI3BaHHAsE Pneumocystis jiroveci; MHEBMOHUS; ITHEBMOHUS, Be3BaHHast klebsiella
wm legionella nnn mycoplasma, wim pneumococci, uiu streptococci, BUpycHas ITHEBMOHHMS, 3a00JICBAHUE JIETKHX,
MTHEBMOHHUT.

b OGo6maromuii TEPMUH «CENCHC) BKJIIOYAET CiIEyIOIMe MPEeANOYTHTENbHbIE TEPMUHbI: GaKTepHaIbHbIH Cencuc,
CeTICHC, BBI3BaHHBINA pneumococci wi staphylococci, cenTuyecKuii Mok

¢ OboOmaromuii TepMHuH «reprdepryeckas HeHponaTHs» BKIIOYACT CICAYIOLIINE MPEIIOYTHTEIbHbIC TEPMHUHBL:
nepudeprieckas HeiiponaTus, nepupepuaeckas CCHCOpHask HeUponaTus, IIOJIMHEHPOIaTHs

4 O6o6maromuMii TEpMUH «TPOMOO3 TITyOOKHX BEH» BKIFOYAET CIEAYIONIME MPEANOYTUTEBHBIE TEPMUHBL: TPOMOO3
nIyOOKHUX BeH, TpoMO03, TpOMOO3 BEH

Csoonas mabauya HP 07151 KOMOUHUPOBAHHOU mepanuu IeHATUOOMUOOM NPU MHONCECMBEHHOLUL
mueinome

Tabnuna 2 moAroToBIeHa MO JaHHBIM, MOTYYEHHBIM B Xo/1e npoBeaeHus KU y nanuentos ¢ MM,
MOJIy4aBIINX KOM6I/IHI/Ip0BaHHy1'O TCPAInIO JICHAJINAOMUIOM. Z[aHHLIe HC KOPPCKTHPOBAJIHCH IJIA

OTpakeHUsI OOJbILIEH MPOJOIKUTENLHOCTH JICUEHUSI JICHATHIOMHUIOM (0 MPOTrpecCHPOBAHMUS) B

CPaBHEHUH C TpyIIamu cpaBHeHUs: B ocHOBHBIX K1 MM (cm. pasnen 5.1.).

Tabnuya 2. HP, ommeuaswuecs ¢ KU y nayuenmoe c¢ MM, noayuaswiux neHamuoomuo 6
KOMOUHayuu ¢ O6opme3oMubom u 0eKcamemazoHoM, OeKCamemda3oHoM Jubo mengaranom u

NnpPeoOHU30JI0HOM

Bce Hexes1aTeabHbBIE

Kuaacce cucrembl opranos/

He:xkenarenbHble peakuuu

IIpeanmoyruTeIbHBIN peaknun/Yacrora 3 u 4 crenenu
TePMHH Ts:kecTtu/Yacrora
Nudexuuu v uHBA3ZUM Ouenv yacmo Yacmo
[MaeBmonms ", nHpexmn [MaeBmonns®®,

BEPXHMX JIBIXAaTeNbHBIX IyTeit,
OakTepuaJbHbIE, BHUPYCHBIE W
rpuOKoOBbIe MHPEKIUHN (BKIHOYas
onmnopTyHucTHYecKHe)’,
Ha30(apuHTUT, bapuHruT,
OPOHXHUT’, pUHHT

OakTepHaibHbIe, BUPYCHBIC
U TpUOKOBBIE
(BKITIOYAs
onmnopTyHucTuyeckue)’
BOCIIaJICHNE MOJIKOXKHOM

KJIeT4aTku’, cercuc®?,

UHQEKINH
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Kuaacc cucrembl opranos/

ey
L ITE

Bce HemengTe.anHé

M Hekd a1 eiinbie peakithm

IIpeanmoyruTeJIbHbIN peakuuu/Yacrora 3 u 4 creneHu
TePMHUH TsxecTu/Yacrora
Yacmo MH(DEKIHMOHHBIE
Cencuc®®, MH(DEKIHOHHBIE | 3a00JeBaHUs nerkux®,
3a60seBanms Jierkux’’, nHpexnun 6p0HXI/IT°, HHDEKIn
MOUYEBBIBOIAIIUX nyteir®®, | npIxaTensHBIX myteir®,
cunycut’ MH(EKIINH MOYEBBIBOISITHX
nyreir®’,  uHQeKIMOHHDIIL
SHTEPOKOJIUT
JdoOpokayecTBeHHbIE, Heuacmo Yacmo
3JI0Ka4YeCTBEeHHbIE U Basamioma’™’, miockokaeTounslit | OcTpsIit MUEJIOUTHBIN
HeYyTOYHEHHbIe pak koxu™%" neiiko3’,
HOBOOOpa30BaHUS MHUEJIOIMCTUIATHYECKUM
(BKJII0Yasl KUCTHI U cuaapom’,
MOJIMIIBI) IIJIOCKOKJIETOYHBIN pak
Kook
Heuacmo
OcTtpsiii T-kyeTouHbIN
neitko3’, 6azamoma’™’,
CUHPOM JIU3HCA OITYXOJIH
Hapymenus co croponsl | Quens uacmo Quenb yacmo
KpPOBH H Heiirponenns’™%, Heitrponenus’*%,
JuMpaTudeckoi tpombormTonenns %, anemmns’, | rpombonmronenns’ %%,
CHCTEMBI reMopparuueckue HapymeHus’, | anemus’, JIEHKOTICHNUS,
JeKoneHusl, TMMQOIIECHUs TuMQOTneHUs
Yacmo Yacmo
debpunbHas neitrponenns’’, | deGpunbpHas
TIAHIUTOTEHNS" Heiirponenus’,
Heuacmo HaHI_II/ITOHeHI/I}IO,
I'emonus, ayTOMMMYHHasl | TEMOJIMTHYECKasi aHEMUS
reMOJINTUYECKAast anemus, | Heuacmo
reMOJINTUYECKAs] aHEMUS [Munepxoarymsius,
KOaryJonaTus
Hapyuenusi co cropousl | Heuacmo —
HMMYHHOMH CHCTEMBI Peaxknuu
TUIIEPYYBCTBUTENLHOCTH
JHIOKPHHHBIE Yacmo —
HapyILUIECHUA I'mnotupeos
Hapymenus Quenv yuacmo Yacmo
mMeraGoam3ma u nutanusa | Lumnoxkammemus’®?, Tunokamaemus
TUTICPTIIUKEMUS, THUIOTIUKEMHS], | THTIEPTIUKEMHUS,
TUnoKanbIuemMus’, TUHOKaNIbIueMus
runoHarpuemus’, caxapHbIi nuabet’,
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Kuaacc cucrembl opranos/

ey
L ITE

Bce HemengTe.anHé

M Hekd a1 eiinbie peakithm

IIpeanmoyruTeJIbHbIN peakuuu/Yacrora 3 u 4 creneHu
TePMHUH TszkecTH/Yacrora

o6e3BoxknBanme’”’, cHkeHue | runodocharemus,
anmeruta®, CHUKEHHE MAcChl | THIOHATpHEMHS',
Tena TUIIEpYpPUKEMUs, I0Aarpa,
Yacmo o6e3BokuBanne’’,
'umomarauemus, CHIDKEHHE armeruta®,
TUIIEPYPUKEMHUS, CHM)KEHHME MacCChl TeJla
TUIEPKAIBLAEMHUS

Icnxuyeckune Quenb yacmo Yacmo

HApYyLIeHUs Henpeccusi, 6eccoHHMIIA Jenpeccusi, GeccoHHMIIA

Heuacmo
[ToTepst mubuI0

Hapyuienusi co cTOpoHbI

Ouenv yacmo

Ouenv yacmo

HEPBHOM CHCTEMbI [epudepuueckas weiiponatus’’, | [Tepudepuueckas
napecTesuy, rojoBokpyxkenne’’, | Heiipomarua®,
TpeMop, Wu3BpallleHue BKyca, | HYacmo
roNoBHas 6OIb Uncymnst’,
Yacmo ronoBokpyxkenne’,
Arakcus, Hapymenue | 06Mopok’’, HeBpanrus
paBHOBECHS], o6mopox®, | Heuacmo
HEBpAJITHsl, IU3ECTE3US BayTpuuepennoe
KPOBOMBJIHAHHUE",
TpaH3UTOpHAs UILIEMUYEcKast
aTaka, WIIEMHUS TOJOBHOIO
Mo3ra
Hapymenne co croponbl | Quens uacmo Yacmo
opraHa 3peHust Karapaxkra, HeueTkocTh | KaTtapakra
3PUTENBHOTO BOCIIPUATHUS Heuacmo
Yacmo Cnenora
CHMKEHUE OCTPOTHI 3pEeHUs
Hapymenus co croponsl | Yacmo
cayxa M Ja0upuHTA I'myxota (BK/IIOYask TYroyxocTh),
IIyM B yIuax
Hapywmenns co croponsl | Yacmo Yacmo
cepauna Oubpumtsamus  npeacepauit’®, | OcTpslit uHGapKT MHOKapaa
Opaaukapaus M), bubpumIALINs
Heuacmo npencepanii®®,  3acroitras
ApuTMmus, YIJIMHEHUE WHTEpBaja | cepledHast
QT, Ttpeneranue mnpeacepanid, HeJIOCTaTO‘—IHOCTBO,
KEIJTyI0YKOBasi SKCTPACUCTONUS | TaXUKap/us, cepleydHas
HenocratouHocTs %,

HIICMHUA MI/IOI(Elp,Z[a<>
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Kuaacc cucrembl opranos/
[MpeanoururenbHbIN
TePMHUH

ey
L ITE

Bce HemengTe.anHé

M Hekd a1 eiinbie peakithm

peakuun/Yacrora

3 u 4 creneHu
Tskecru/Yacrora

Hapymenusi co CTOPOHBI

QOuenv yacmo

QOuenv yacmo

COCy/10B Tpombosmboanueckue TpomOosmboIUecKkne
Hapymenus", MPEUMYyLIECTBEHHO | HApyIIeHus ",
TpoM0O03 TIIyOOKHMX BeH W TD | MIpeuMyIIeCTBEHHO TpPoMOO03
JIECOYHOM aprepun™®®, | rmy6okux Bew u T
CHU)KCHHE apTEePUAILHOTO | JICTOYHOM aprepun’*%,
nasnenns (AJ] )% CHI)KCHUE A%,
Yacmo noBbIeHue AJl
[Mossimenne AJl, 5KkXuMo3b1" Yacmo
Backynut
Heuacmo
WNmemusi, nepudepuyeckas
UIIEMUs, TpoMO03
BHYTPHUYEPEITHOTO
BEHO3HOT'O CHHYCa
Hapymenus co croponbl | OQuens uacmo Yacmo
IbIXaTeNbHOI cucrembl, | Onprka®®, HocoBoe | PecnimparopHslii nuctpecc-
OpraHoB rpyaHoit KPOBOTEUEHHE", Kalllesb cuaapom’, onprmka’®,
KJIETKH M CPeI0CTeHH sl Yacmo ieBputudyeckas Ooib B
Huchonus rpyaHoii Kinetke®’,
runokcus®
Kenaynouno-kumeunsie | Ouensv uacmo Yacmo
HApYLICHUA Juapes®®, samop®, 6Goms B | XKemynouso-kumeuHoe
xuBote”, Tommora, psoTa®, | KpoBOTEueHHE Y,
TUCTIETICHs, CYXOCTh BO PTY, | HEIPOXOJUMOCTh  TOHKOTO
CTOMATHUT kumegnnka’’, nuapes®’,

Yacmo

Kenynouno-kuieqnoe
KPOBOTEYEHHE (BKITIOUAst
pEeKTalbHOE, T'€MOPPOHUIATILHOE,
TUHTUBAJIbHOE KPOBOTEYEHHE U
KPOBOTEUYEHHE NPU NENTHYECKOMN

a3pe) %

, Icdarus
Heuacmo

Konwur, Tudmur

3an0p°°, 0ol B )KI/IBOTGOO,

TOIIHOTA, pBOTa<><>

Hapyuenus co cTopoHbl
NeYeH U
JKeJTYeBbIBOSAIIMX
nyre

Quenb yacmo
[ToBbimeHue YPOBHS
aJlaHMHaMUHOTpaHchepassl
(AJIT), noBsilIeHHE

YpoBHs

acrapTaTaMHUHOTpaHC(epasbl

Yacmo

Xomnecras’,
rernaToTOKCUYHOCTb,
renaToLeIUTIJISIPHOE
noBpexieHne’’, moBkIIIeHNe
ypoBHst AJIT, OTKIIOHEHUsA
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Kuaacc cucrembl opranos/

ey
L ITE

Bce HemengTe.anHé

M Hekd a1 eiinbie peakithm

IIpeanmoyruTeJIbHbIN peakuuu/Yacrora 3 u 4 creneHu
TePMHH TskecTu/Yacrora

(ACT) oT HOPMBI 3HAYCHUU
Yacmo IoKasaTelen
['enarouemttonspHoe (G yHKIIMOHATBHBIX po6
nospexaenne’’, OTKIoHeHHs OT | medeHn’
HOpPMBI 3HAYEHHUM IIOKaszareneu | Heuacmo
dynkuonanpubIx npobd neuenu’, | [leuenounas
TUIEepOUINpyOHHEMUS HE0CTATOYHOCTD
Heuacmo
[TeueHOUHAs HEXOCTATOYHOCTH

Hapyenusi co croponsl | Quens uacmo Yacmo

KOKHM U MOJIKOKHBIX CLIHBOO, KOYKHBIH 3y Coinp®

TKaHel Yacmo Heuacmo
Kpanusauna, runepruapos, | Jlekapcrsennas KOJXHast
CyXOCTb KOXH, | Chlllb, COIPOBOXJAIOLIASICS
TUIEepIUTMEHTAlUs KOXH, | 203uHOPpUINEeH u
9K3EMa, IpUTEMa CUCTEMHBIMU
Heuacmo posBIeHUAME "
JlekapcTBeHHass KOXHAasl  ChlIIlb,
CONPOBOXKAAKOIIASCS
703MHO(UINEHT U CUCTEMHBIMHU
IposBIEHUAME ", HapylLieHue
1BETa KOXH, peakuuu
dboToceHcuOUIU3aIN

Hapyumenus co cropoust | Quens uacmo Yacmo

MbILIEYHOM, CKeJIeTHOM
M COeIUHHUTEJILHOH
TKAHU

MpgIimeyHas ¢1a00CTh, MBIIIEYHBIE
cynoporu, 601b B xoctsix’, Goub u
JTUCKOM(OPT CO CTOPOHBI KOCTHO-
MBIIICYHON U COCAMHHUTECIHLHOU
6onms B

TKaHU  (BKJIIOYast

crmuae’), 6071b B KOHEYHOCTSX,
MUAITHs, apTpanrus’
Yacmo

[Ipunyxanue cycTaBoB

MeimeuHas cnadocts’’, 60715
B kocTsx’, 00J1b u
TUCKOM(POPT CO CTOPOHBI
KOCTHO-MBIIIIEYHOM u

TKaHHU
0,00)

COCIMHUTEIILHON
(BkitO4ast 00JIb B CIIMHE
Heuacmo

[Ipunyxanue cycraBoB

Hapyuenus co cropoHbl
MO4YeK U
MO4Y€BBIBOAALIUX IyTel

QOuenv yacmo
Iloueunasa
(BKITIOYAst OCTPYIO

HEJIOCTaTOYHOCTD
)<>,<><>
Yacmo

Femarypus”, 3ajepKka MOYH,
HeJlep)KaHuEe MOYH
Heuacmo

[TpuobpereHHbIN CUHJIPOM

Heuacmo
TyOynsapHbIit
HEKpO3

HOYEYHBIN
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ot 02.10.2023 N= 13246

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Kuaacc cucrembl opranos/ Bce HeskeIRTeAbHDBIE ~ ~ | | HeKeTaTeNbHEle PeaR N
IIpeanmoyruTeJIbHbIN peakuuu/Yacrora 3 u 4 creneHu
TePMHH TskecTu/Yacrora
®aHKOHHU

Hapyuenue co croponsl | Yacmo
penpoayKTHBHOM OpekTuibHas TuchyHKIUSA
CHUCTEMbI M MOJIOYHBIX

Kese3
OO0umue paccrpoiictBam | Quens yacmo Quenv uacmo
HApYLIEHHUs U peakuuu [opbimennas yromasemocts’”, | IloBbimennas
B MecCTe BBeJIeHUsI OTEKHU (Bkmodas | yromasemocts
nepudepuueckue), muxopanka’’, | Yacmo
acTeHHs, rpurnmonono0Hsii | [lepudepuueckue OTEKH,
CHHIpPOM (BKJIIOYas JNUXOpajaKy, | muxopamxa®®’, acrenms
Kalleiab, MHAITHIO,  KOCTHO-
MBIIIEYHYIO  OO0JIb, TOJIOBHYIO
00716 1 03HO0)
Yacmo
Bons B rpymmoii  kmetke’,
JeTaprus
JlabGopaTropHbie u Quenb yacmo -
HHCTPYMEHTAJIbHbIE [ToBblIeHNE YPOBHS IIETOYHOMN
JTaHHbIE docdaraszsl B KpOBU
Yacmo

IToBbmrenue KOHICHTpAauu
C-peakTuBHOTO O€nKa

TpaBmsl, nHTOKCUKammu | Yacmo -

u ocJI0kHenust npouenyp | [lanenue, ymu6”
% HP, oTMeueHHbBIE KaKk «cepbes3abiey B KW y mammentoB ¢ BJIMM. momygaBmux JeHATHIOMUA B KOMOWHAIINH C

OopTezomMubOOM, U IeKCaMeTa30HOM

" Cm. «Onucanue otaeabHeix HPy

® HP, ormeueHHble Kak «cepbesHble» B KM y mamuentoB ¢ MM, MOJydYaBIIMX JICHATUIOMHUI B KOMOMHAIMH C
JieKcaMeTa30HOM JIN0O ¢ MendanaHoM, U IPETHU30JI0HOM

+ OTHOCHTCS TONBKO K cephe3HbIM HP

* TIMOCKOKJIETOYHBIM pak KoXu oTrMewancs B xoae KW y mammentoB ¢ MM, paHee J€YEHBIX
JICHAJIMIOMUAZIOM/IEKCaMeTa30HOM B CPaBHEHHUH C KOHTPOJIBHON TPYIIION

** [InockoKkIeTOYHBIH pak Kok Obul 3apeructpupoBaH B KW y mnamumentoB ¢ BJAMM, mnomywaBmmx

J'IGHEU'II/IHOMI/I,H/,HGKC&MGTEBOH B CpaBHCHHHU C KOHTpOJ'ILHOﬁ prHHOﬁ

Ceoonas mabauya HP na ¢hoone monomepanuu n1eHaiuoomuoom
Tabnuna 3 u Tabnuna 4 MOATOTOBIEHBI MO JAHHBIM, TIOyYEHHBIM B X0J1€ TTPOBEICHHUS OCHOBHBIX

KW y maunentos ¢ MJIC n MKJI, nomyyaBIImx MOHOTEPANHIO JIEHAINIOMHUIOM.
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Tabauya 3. HP, 3apecucmpuposannvie 6 KU y n

COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 02.10.2023 N= 13246

ayuenmbl O M el rnd i dodib*

Kunace cucrembl opranon/
[peanourureabHbIN
TePMHUH

Bce Heske1aTeIbHBIE
peakuun/Yacrora

HesxkenareabHble peakuuu
3 1 4 cTeneHu TsaKecTH/
Yacrora

Nupexuuun u uHBaA3UM

QOuenv yacmo
bakTepuanbHble, BAPYCHBIC U
rpuOKOBbIC HH(DEKITNH

Quenv yacmo

[MTaemonus’

Yacmo

(BKIrOUAs bakTepuanbHbie, BUPYCHBIE U
onmopTyHucTHueckue)’ rpuOKOBbIe HH(DEKINH
(BKITFOUAS
ONMOpPTYHHUCTHYECKHE) *,
OpOHXUT
Hapymenus co cropoubl | Ouenb yacmo Quenb yacmo
KPOBH H Tpom6onuronexns’™, Tpom6onuronenns’™,
JumM@paTudecKoi HelTponenus’’, nelikoneHus HeliTponernus’’, nelikoneHus
CUCTEMbI Yacmo
debpunpuas HeiiTponenus’’
JH/IOKPHUHHbIE Quenb uacmo
HapyumeHus ['unotupeos
Hapymenus Quenwv ywacmo Yacmo
MeTa00/m3Ma U nuTaHusl | CHKEHUeE aIeTuTa I'unepriankemus’, CHIKEHNE
Yacmo anreTuTa
ITeperpyska xene3om,
CHU)KEHHE MacChl Tella
Icuxuyeckne Yacmo
HApYUIEeHUsA 3MeHeHHe HACTPOCHHSA ™™

Hapyuenusi co ctopoHbl
HEPBHOM CHCTEMBbI

QOuenv yacmo
['onoBokpy>keHue, roJoBHas
0o0mb

Yacmo
[Tapecre3nn
Hapymenust co CTOpOHBbI Yacmo
cepaua Octpeiit UM, pubpunnsiums
npencepauii’, cepaeduHas
HE0CTaTOYHOCTE'
Hapyumenus co cropount | Yacmo Yacmo
COCy/10B [ToBermienne AJl, remaToma Benosznbie
TpoMO0IMOOTIUECKUE
OCJIOKHEHUS,
MPEUMYIIECTBEHHO  Tpom003
riy0okux BeH U TD sneroyHoi
aprepun’’
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

5 e =

HapyueHnus co cTopoHbI
AbIXaTeJIbHOM CHCTEMBI,
OPraHoB rpyIHO#
KJIETKH M CPE10CTEeHH S

QOuenv yacmo .

EQCBATERBROC TS 0008)

HocoBoe kpoBoTeuenue”

MBbIIIIEYHOM, CKeJTeTHOM
U COeTUHUTEIbHOM
TKaHHU

MpI1ieunbie Cyaoporu,

KOCTHO-  MBIIIeYHass  0OJb
(BKi09as 60716 B crune’ 1 60b
B KOHEYHOCTSX), apTpajrus,

MHUaJIrus

Keaynouno-kumeunnie | Ouenb uacmo Yacmo

HApYUIEeHUsA Juapes®, Gomp B KHBOTE Juapes®, TomHoTa, 3yOHas
(BKITFOUAS SMUTaCTPAIBHYIO | 60JIb
o0nacTh), TOIIHOTA, pBOTA,
3amnop
Yacmo
CyxocTb BO pTY, AUCIENCUS

Hapyuenusi co croponsl | Yacmo Yacmo

neYeHn u OTKJIOHEHUS oT HOpMBI | OTKJIOHEHHS oT HOPMBI

JKeJTYeBBIBOISIIIUX MyTel | 3HAaUCHUN roKasareyie | 3HaUeHU! MoKazareiei
(GyHKIIMOHATBHBIX npob | GyHKIIMOHATIBHBIX mpo0
MICYCHHU MeYCHU

Hapymenus co croponsl | Quens uacmo Yacmo

KOKH M TOAKOKHBIX ChlITlb, CYXOCTh KOXKH, 3Y/I Ceinb, 3y11

TKaHel

Hapymenus co croponsl | Quens uacmo Yacmo

Bous B crimue’

Hapyuenus co cropoHbl
MO4YeK U
MO4Y€BBIBOAALIUX IyTel

Yacmo

Iloueunas He].'[OCTaTO‘IHOCTIp<>

OO0mme HapymieHus U Quenv wacmo Yacmo
peaknuu B MecTe [ToBbImeHHass yTOMIISIEMOCTS, | JIuxopanka
BBeJIeHUS nepudeprudecKue OTEKH,
TPUITIONOI00HBIN CUHJIPOM
(BKJTIOYAsl TUXOPAJIKY, Kalllemb,
(bapuHTUT, MHAITHIO, KOCTHO-
MBIIIEYHYIO0 00JIb, TOIOBHYIO
001b)
TpaBMbl, HHTOKCHUKAIUA Yacmo
U OCJIO:KHEHHUSI MPOIeTypP [Magenne

" CMm. «Onucanue oraenbusix HP»

® HP, 3aperucTpupoBaHHbIe Kak «cepbesHbien B xone KU MJIC

~ V3MeHeHne HacTpoeHHs ObIIO 3aperucTpupoBaHo Kak yactoe cepbesHoe HP B xone KU ¢assr 111 MZIC; oHo He

0bU10 oTMedeHOo Kak HP 3 win 4 crenenu tsxecT
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

AJATOpUTM /7S BKITIOYECHUS B KPATKYIO XapaKTEPUCTHKY HeKapCTBe'ﬂQ;c-!)Eﬂgi‘ﬁﬂﬁ(%EB)t'kP; E:Ifr, -_éc%;gﬁi-lme c

nomonisio anroputMa KU dassr I11 BKIIOUEHBI B KPaTKYIO XapaKTepUCTUKY JIGKApCTBEHHBIX CpelcTB EBpornetickoro
coro3a (EU SmPC). [IpoBoaunack TOMONMHATENRHAS IPOBEPKa 4acTOTHI ATUX HP, cOOpaHHBIX ¢ TOMOIIBHIO aNTrOpUTMa
KU ¢azwr 11, u, ecmn wacrora HP B KU ¢azsr 11 6su1a Beime, uem B KU ¢assr 111, sBiaenue 6si10 BRimroueHo B EU
SmPC c Toit yactoTo#, kotopast ormeuena B KU 11 dazbr

# AnroputMm, npumensemslit aius MJIC:

MJIC B KU oa3zsr 111 (gBoitHas cienas nOmysisiust JUIsl OLIEHKH O€30IaCHOCTH, pa3iiyie MEX1y JICHAIUIOMUIOM
5/10 Mr u mane6o 1o IepBOHAYATHLHOMY PEXKUMY JTO3UPOBAHUS OTMEUYCHHOE KaK MHHUMYM Y 2 MAI[CHTOB):

e Bee HP, peructpupyemsie B xo/e de4eHUs y > 5 % MalMEHTOB, MOMYYaBIINX JICHATHIOMHU, U, KAK MUHUMYM, C 2
% pa3HHUIEeH B JOIAX MEXIY JICHATHUIOMHUIOM H ID1are60

¢ Bce HP, Bo3HMKaromue B xo/ie iedeHus, 3 1 4 CTEeNeHH TshKeCTH y | % manueHTOoB, MOTyYaBIINX JICHATHIOMHUL, U,
KaK MUHEMYM, ¢ 1 % pa3sHUIeH B TOJIAX MEXIY JICHATHIOMHUAOM U ITUIare0o

e Bce HP, Bo3zHuKaromue B xoje nedeHus y 1 % MmanueHToB, MOoNMy4aBIIuX JeHATUAOMU, U, KaK MUHUMYM, ¢ 1 %
Pa3HUIEH B TOJISIX MEXY JIEHATUJOMHIOM U T1a1e0o

M/IC B KU da3er 11

¢ Bce HP, Bo3HuKaromIMe B X0/1€ JIeYeHUs Y > 5 % ManueHTOB, MOJIy4aBIIUuX JeHATAIOMU/T

e Bce HP, Bo3HuKaromI1e B X0/1€ JIeUeHUs], 3 ¥ 4 CTENEHU TshKeCTH y 1 % NauueHToB, NOay4YaBIINX JIEHATUAOMUL

® Bce CCPBE3HBIC HP, BO3HUKAKOMIUEC B XOJC JICUCHUA Yy 1% NalrCeHTOB, MOJy4YaBIINX JICHAJTIUAOMHUL

Tabauya 4. HP, ommeuennvie 6 KU y nayuenmos ¢ MKJI, nonyuaguiux nenanudomuo

Kuaacc cucremsl opranos/ Bce HexkesaTe/IbHbIC He:xenaTenbHble peakuum
IpennoyrurenbHbIN peaknun/Yacrora 3 u 4 crenenn
TepMHH Ts:kecTu/Yacrora
Nudexunu u uHBA3UN Quenv yacmo Yacmo
Bakrepuanbuble, BUpycHBIe | bakTepuanbHble, BHPYCHBIE U
n rpubKoBble HHGpEKINH | rpHOKOBbIE UHPEKIUH (BKIIIOYas
(BKITIOYAs OMMOPTYHUCTHUECKUE) 0
ONMopTyHUCTHYECKHE)', TTHEBMOHHUA"
Ha30()apHHTUT, THEBMOHHUS
Yacmo
Cunycur
JoOpokayecTBeHHbIE, Hacmo Yacmo
3JI0KaYeCTBEHHbIE U Cunapom «BCIBIIKN) | CHHIPOM «BCHBIIIKHY OITYXOJIH,
HEeyTOYHEeHHbIE OITYXOJT! TIIIOCKOKJIETOYHBIH pak Koxkm'™,
HOBOOOpa30BaHUs 0a3aJbHOKIIETOYHAS
(BKJIIOYASI KHCTHI M kapuuaoma’™’
MOJIMIIBI)
Hapymenus co croponst | Quens yacmo Quenv yacmo
KpoBu U uMpaTuyeckoit | TpomGomuronenus’, TpomGouuTonenus”,
CHCTEMbI Heiirponenus’’, neiitponenns’’, anemus’
neiikonenus’, anemust’ Yacmo
Yacmo debpunpHas  Heifrponenus’™?,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 02.10.2023 N= 13246

Kuaacc cucrembl opranos/

T
Bce HexeaTedbHBI Y

e HeRElae minte peaiith

IIpeanoyrurebHbIN peakuuu/Yacrora 3 u 4 creneHu
TEePMHUH TskecTu/Yacrora

debdpunbHas neiikoneHus’
HeiTponenus’

Hapymenust Quenv yuacmo Yacmo

MeTadou3mMa u nutanusi | CHkeHue anmeruta, | O6e3BoxuBanue’,
CHIDKEHHE  MacChl Tela, | THIOHATPUEMMUS,
TUTIOKAJTUEMUS TUIIOKATIbIUEMUS
Yacmo
O6e3BoxuBanue’

Icuxuveckue Hapymenus | Yacmo
becconnura

Hapyumenust co cTopoHbI Yacmo Yacmo

HEPBHOI CHCTEeMBbI Jucres3us, ronoBHas 6omb, | [lepudepuueckas CEHCOpHast

nepudepudeckas HeWpomnarusi, JeTaprus
HeWponaTus

Hapyuienust co cTOpoHbI Yacmo

oprasa ciayxa u Bepturo

JadMpuHTA

Hapyuienust co cTOpoHbI Yacmo

cepana Octpeiit  IM™°,  cepneunas

HEJ0CTaTOYHOCTh
Hapymenust co CTOPOHbI Yacmo Yacmo

coCy/10B

Camxerne AJ[°

Tpom603 raybokux Ben’, TD

nerouHoit aprepun’®, cHuKEHHE
Al°

Hapymenus co croponsl | Quenb yacmo Yacmo

AbIXaTeJIbHOM CUCTEMBI, Onprmika’ Onprmika’

OPraHoOB IPYAHOM KJIETKH

U Cpe1oCTeHHus

KeaynoyHo-KuueyHbIe Quenv yacmo Yacmo

HApYLIeHUsA

Juapes®, Tomnora’, peora’,
3amop

Yacto

Bouxb B xuBote’

Juapes®, 60716 B xkuBOTE’, 3aM0p
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 02.10.2023 N= 13246

Kuaacc cucrembl opranos/

T
Bce HexeaTedbHBI Y

e fe R D Vel

IIpeanoyrurebHbIN peakuuu/Yacrora 3 u 4 creneHu
TEePMHUH TsxecTu/Yacrora
Hapyuenusi co croponsl | Quens uacmo Yacmo
KOKH U MOJAKOKHBIX ChInb (Bxirouast | Ceinb
TKaHel QIJIEPTUYECKUil JepMaTuT),
3ya
Yacmo
Hounas HOTJIUBOCTD,
CYXOCTb KOXKH
Hapyuienust co cTOpoHbI Quenwv wacmo Yacmo
MBIIIEYHOM, CKeJIeTHOM u | Mbleunsle cygopory, 6onb | bons B cnuHe,  MbliieyHast
COeTUHUTETbHON TKAHU B CIIUHE cnabocts’, aprpanrus, 6onb B
Yacmo KOHEYHOCTSAX
ApTtpainrus, 60116 B
KOHEUHOCTSIX,  MBIIICYHAS
cnabocts’
HapyumeHust co CTOPOHBI Yacmo
NMO4YeK U MOYeBbIBOISIIIIMX T[ToueuHast HEAOCTATOYHOCTH®
nyreu
OO0umue HapyieHus U QOuenv yacmo Yacmo
peakuuu B MecTe [ToBbiIeHHAs JInxopanxa’®, YTOMIISIEMOCTb,
BBe/leHH s yTOMJIAEMOCTb, ~ acTeHus’, | acTeHus’, MOBBIIICHHAS
nepudeprudecKue OTEKH, | YTOMJIIEMOCTD
TPUMITONOA00HBIN CHHAPOM
(BKITIOUAst THXOPAZIKY’,
Kallenb)
Hacmo
O3H00

" Cm. «Onucanue otaeabHeix HPy

® HP, 3aperucTpupoBaHHbIe Kak «cepbesHbiey B xoae KM MKJI

AnroputMm, npuMmenseMbli s MKIJL:

Kontpomupyemoe KU ¢a3zer II MKIT

¢ Bce HP, Bo3HuKaromue B Xoie JiedeHust y > 5 % ManueHToB, Nody4YaBIIuX JeHATUAOMU/, U, KAK MUHUMYM, C 2 %

pa3HUIEeH B AOJISAX MEXAY FPYIIOHN JeHAINIOMUA U TPYIIOil KOHTPOJIS

e Bce HP, Bo3HUKaroIIME B X0/I€ JIeUeHusI, 3 U 4 cTeneHu TsoKkecTH Y 1 % manueHToB, Moay4yaBIinX JICHATUI0OMUI, U,

KaK MUHUMYM, C 1 % pa3HUIIeH B AOJIAX MEXy TPYIIION JCHATHIOMUAA U TPYIIIOH KOHTPOJIS

e Bce HP, Bo3HuKkaromue B xo/e jgedeHus: y 1 % manueHToB, NOJy4aBLUIUX JICHATUIOMUA, U, KAK MUHUMYM, ¢ 1 %

pasHHLEH B JOJISIX MEXIY TPYIION JIEHATUAOMUIA U TPYIIIOH KOHTPOJIS

HUccnenosanue B onHoi rpynne KU ¢aszpr 11 y nanmentos ¢ MKIJI

¢ Bce HP, Bo3HUKaromye B xo/1e eueHus y > 5% mannueHToB

¢ Bce HP, Bo3HUKaroOIIME B X0/1€ JIeUEHUS, 3 U 4 CTETICHU TSHKECTH y 2 U 00Jiee TaIleHTOB

¢ Bce HP, Bo3HuKaromme B xo/1e JiedeHus y 2 1 6ojiee marueHToB
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 02.10.2023 N= 13246

Ceoonas mabauya HP onsa kombunuposanuou

mepanb wentddohiiobs Hpl Wohnbibipuoi

aumgpome u aumghome U3 Kiemox MapeuHaIbHOU 30Hbl

Tabnuua 5 moAroToBiIeHa MO IaHHBIM, MOJYYSHHBIM B XoJ1e npoBeaeHus ocHoBHBIX KM (NHL-

007 u NHL-008) y mamumenToB ¢ ®JI wnm JIM3, monyyaBmiux KOMOWHHUPOBAHHYIO TEpaIHio

JJICHAJIMAOMUJIOM C pI/ITYKCI/IMa6OM.

Tabauya 5. HP, ommeuennvie 8 KU y nayuenmos ¢ @JI unu JIM3, nonyuuswiux ieHaiuoomuo 6

KOMOUHAYUU C pUMYKCUMAOOM

Kunace cucrembl opranon/ Bce HexesraTe/ibHbIE HesxkenarenbHble peakuuu
IpeanourureabHbIH peakuun/Yacrora 3 u 4 crenenn
TEePMHH TsaxecTu/Yacrora
Nudexunu u vHBA3UN Quenwv wacmo Yacmo
Nudexmum BepxHuX | ITneBmonns’, cencuc’, 6poHxHT,
JIBIXaTEIbHBIX MyTeH racTPOIHETPHUT, WHPEKIUN
Yacmo MOUYEBBIBOJIAIIUX MTyTEH
[TueBMonus’, TpUII,
OpOHXWUT, CUHYCHT,
MH(EKIINHY MOYEBBIBOIAIIUX
yTen
JloOpokayecTBeHHbIE, YHacmo Yacmo
3J10Ka4YecTBeHHbIE U CunzpoM «Bcnblkny | bazanbHokIeTOUHAS
HEyTOYHEeHHbIe omyxonu” kapuuaoMa’™?
HOBOOOpa30BaHUS Yacmo
(BKJII04asi KHCTBI H [TmockoKIIeTOUHBIN pak
MOJIMTIBI) Koxu™*
Hapymienus co cropoust | Ouens uacmo Quenwv uacmo
kpoBu u iumpaTnyeckoii | Heiirponenns™’, anmemus®, | Heitrponenus’™?,
CHCTEMBbI TpombGormTonenus Yacmo
JIEHKOTICHUST Anemus’, Tp0M6OHI/ITOHeHI/I$IA’<>,
Yacmo bebpriibHas Heitrponenus’,
Jlum¢ponenns” neiikonenus , mumponeHus
Hapywenus Quenv yacmo Yacmo
MeTadonu3ma u nutanusi | CHxkeHue anmeruTa, | O6e3BoxuBanye’,
TUTIOKAJTUEMUS THIEPKANBIMEMAS’, CHIKEHHE
Yacmo anrmeTura, TUTIOKATUEMUSI,
O6e3BoxuBanue’ runopocdaremus,
TUTICPYPUKEMHSI,
Icuxnyeckune Hapymenus | Yacmo
Henpeccusi, 6eccoHHUIIA
Hapymienus co croponst | Ouensb uacmo Yacmo
HEPBHOIi CCTEeMBbI l'onosnas 6016, | OOMOpOK
TOJIOBOKPY’KEHHUE
Yacmo
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 02.10.2023 N= 13246

Kuaacc cucrembl opranos/

:
Bce HexeaTedbHBI

s
=

T EHeRElTe minte peariith

IIpeanoyrurebHbIN peakuuu/Yacrora 3 u 4 creneHu
TePMHH TszkecTH/Yacrora

[Tepudepuueckas
Heilponatusi, M3BpalleHUE
BKycCa

Hapyuenust co cTopoHbI Yacmo

cepaua OubpumsIIMs npeacepani

Hapymenusi co CTOPOHBI Yacmo Yacmo

COCYy/I0B Cumxenne AJl TD  nerounoii  aprepun’~,

cHmkeHue AJl

Hapyuienust co cToOpoHbI Ouenv wacmo Yacmo
JBIXaTeJbHOH CHCTEMBI, Onpika’, Karenp Onpimika’
OpraHoB rpyaHoii kiaerku | Yacro

U CpeocTeHus bosb B poTornorke
Keny1ouHo-Ku1IeYHbIE QOuenv yacmo Yacmo

HapyLIeHHs

Boap B xkmBoTe’

, nuapes’,
3arnop, TOIHOTa, pBOTA
Yacto
bone B BepxHel yacTu
JKUBOTA. Hucnencus,

CTOMATHT, CyXOCTb BO_PTYy

Boxb B sxuBote’, muapest, 3amop,
CTOMATHUT

Hapyuenus co cropoHbl
KOKH M MOJAKOKHBIX
TKaHel

Ovuenwv wacmo
ChIIb , KOKHBIH 3y1
Yacmo
CyxocTb HOYHAas

IMOTJIUBOCTDH, DPpUTEMA

KOXH,

Yacmo
ChlIIlb , KOXKHBIN 3y]1

Hapyumenus co cropoHbl
MBIIIEYHO’, CKEJIETHOH U
COeTUHUTEILHON TKAHU

Ovuenwv wacmo

Mpiie4HbIe Cy10poru, 60b
B CIIMHE, apTparus

Yacmo
bonb B KOHEYHOCTSX,

MHaNTHs, 00JIb B IIICE

Yacmo
Bone B KOHEUHOCTSX, OOJIb B I1Iee

Hapyumenust co cTOpOHBI
M0YeK U MOYEBbIBOASIIIMX
nyrei

Yacmo
Octpas noyeyHast

HEJ0CTATOYHOCTE’
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Kuaacc cucrembl opranos/ Bce HexkeaTeabHbIE - | | —HeReaaTe bHbIE peaKkiin
IIpeanoyrurebHbIN peakuuu/Yacrora 3 u 4 creneHu
TepMHH TskecTu/Yacrora
O01mme HApYLIEHUS U B Quenv uacmo Yacmo
MecTe BBeleHHs JIuxopanka®, noBbimenHas | [ToBbIIIEHHAS — YTOMIISIEMOCTb
yTOMIISIEMOCTb, ~ ACTCHMS, | ACTEHUS
nepupepuyeckre 0TeKu
Yacmo
O3H06
JlabopaTopHbie u Yacmo Yacmo
HHCTPYMEHTAJIbHbIE CHukeHne Maccel Tena ITosbienue ypoBus AJIT

JaHHbIe

" Cm. «Onucanue otnensHBIX HP»

AnroputM, npumensemsiit 1 OJI u JIM3:

Kontpomupyemoe KU ¢aszsr I11:

eHP B KM NHL-007 - Bce HP, BosHmkaromme B Xome JiedeHHS y > 5,0 % mMAmMeHTOB, MOIyYaBIINX
JICHATMIOMU/I/pPUTYKCUMa0, n ¢ He MeHee 4eM Ha 2,0 % Oosbiueit gacroroit (%) B rpymnie JeHAIHAOMHAA MO
CPaBHEHHIO C KOHTPOJIBHOM IPYMITION - (TIOMYJISAIHS U OLICHKH 0€30TaCHOCTH)

e HP 3-4 crenenu tsxkect B KU NHL-007 - Bce HP 3/4 crenenu TsKeCTH, BOSHMKAIOIIKE B XO€ JCUEHHUS HE MEHEe
gem y 1,0 % manuenToB, MoayJyaBlinX JCHAIUIOMUI/PUTYKCUMA0, U ¢ He MeHee 4eM Ha 1,0 % Oosblieii 4acToToi B
TPYIIIeE JICHATUAOMHEIA TI0 CPABHEHHUIO C KOHTPOJIBHOM IPYIIIOH - (TOMYJISIKS IS OICHKH 0€30MacHOCTH)

e Cepoesnsie HP B K1 NHL-007 - Bce cepre3nsie HP, BosHmkaromue B xozxe jedeHus He MeHee 4eM y 1,0 %
MAIMCHTOB, MMONYyYaBIINX JICHATNAOMUI/PUTYKCHMa0, u ¢ He MeHee dyeM Ha 1,0 % Ooplieil 9acToTol B TpyIme
JIeHATUIOMU/PUTYKCHMAO 110 CPABHEHMIO C KOHTPOJIBHOM YO - (IIOMyNSALMs IS OLEHKU 6e30I1aCHOCTH)
HUccnenosanme B oxHo# rpynne KU ¢aser [ y manneHTOB ¢ HHAONEHTHON HEXOMKKHHCKOM nMpomoit (mHXJT):

e HP B K NHL-008 - Bce HP, Bo3HuKarOMIIHE B X0€ JeueHus y > 5,0 % nanueHToB

o HP 3-4 crenenu msoxectr B KU NHL-008 - Bce HP 3-4 crenenu TshKeCTH, BOSHUKAOIIHE B Xo/1¢ jJeueHus y > 1,0 %
MAIMEeHTOB

o Cepresnsie HP B K1 NHL-008 - Bce cepre3nsic HP, Bo3HuKaronTie B Xoxe jedeHus y > 1,0% nmanueHToB

0 HP, ormeuennsie kak «cepbe3nbie» B KU y nanuentos ¢ ®JI u JIM3

+ OTHOCHTCS TOJBKO K cephe3HbIM HP

* O00O0MIAOIIII TEPMUH «CHITHY BKIFOYACT CICTYIONIUE MIPEIOYTHTEIFHBIC TEPMHUHBL: CHIITb, MAKYJIOIAITYIC3HAS
CBIITb, KPAITUBHHIIA

** O000IAIOMNNA TEPMUH «JICUKOICHUS» BKIFOYACT CICIYIONIUE MPEANOYTHTEIBHBIC TEPMUHBL: JCHKONCHHUS U
CHH)KEHHE YHCIIa JISHKOLUTOB

**% O000maromuil TepMHUH «JIMM(OTICHUSD) BKITIOYAET CIEAYIOIINE MTPEAIOYTHTEIbHBIE TEPMUHBL: TUM(OTICHUS

CHM>KCHHUEC Yuciia J'II/IM(I)OLH/ITOB

Cesoonast maéﬂm;a HP, OMMEUEHHBIX 60 6peMA nocmpecucmpayuoOHH0o20 NPUMEHEHUS

B nomonmnenue k BoelmeykazanHbiM HP, BeisiBneHHbIM B Xone ocHOBHBIX KU, Tabnuma 6
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el AOGHEAQBATENBHOCTE 0008)

Tabnuya 6. HP, 3apecucmpuposanuvie 6 NOCMPESUCHPAYUOHHOM Nnepuooe y NAyueHmos,

NOJYYABUIUX TEHATUOOMUO

Kuaacc cucrembl opranos/

Bce Hexes1aTeabHbBIE

HexenareabHble peakuumn

Bupycubie undexnumn
(BKJIIOYAs OMOSICHIBAIOIIIUI
JUIIAN U PeaKTUBALIUIO
BHUpYyca remnarura B)

IIpeanoyruTebHbIN peaxkuuu/Yacrora 3 u 4 creneHu
TepMHH TskecTu/Yacrora
Nudexnnu u HBa3uu Heuszsecmno Heuszsecmno

BupycHbie nHbekun (BKIrOYas
OMOSICHIBAIOIIMN JIUIIIAN U
pEaKTUBAIMIO BUpYCa TernaTuTa
B)

JloOpokayecTBeHHbIE,
3J10KAYeCTBEHHbIE U

Peoko
CuHapoM Jn3uca OmyXoiau

AbIXaTeJIbHOM CUCTEMBI,
OPraHoOB rPYAHOM KJIE€TKH
U CPEAOCTeHHA

Jlerounas THIICPTCH3UA

HEYTOYHEHHbIe
HOBOOOpa30BaHUS
(BKJIIOYASI KHCTHI M
MOJIMIIbI)
Hapymenns co croponst | Heussecmno
KpoBH U JuMpaTudeckoii | [Ipnobperennas
CHCTEMBI reMoQuIIus
Hapymenus co croponsl | Pedko Peoko
HMMYHHOI CCTEeMBbI Anadunaktuyeckas AHadunaktuyeckas peakiuus”
peakuusa”
Heuszgecmno
OtTopKeHue
TpaHCILJIaHTaTa
MapeHXUMaATO3HBIX OPTraHOB
JHIOKPHHHBbIE Yacmo
HapyILUIECHUA I'uneptupeos
Hapywmenns co croponsl | Heuacmo Heuacmo

Jlerounas runepreHsus
Heuszsecmno
NuTepcTuimanbHblii THEBMOHUT

Kenyno4Ho-KUILIEYHbIE
HapyLICHUA

Heuzeecmno

[Tankpearur, nepdoparnust KKT
(BKJTFOYAst MPOOOICHUE TPHIKH,
nepdopary KUIeyHuKa u
TOJICTOM KHIIKH)"
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Kuaacc cucrembl opranos/

:
Bce HexeaTedbHBI

[
1]

e fe R D Vel

IIpeanoyrurebHbIN peakuuu/Yacrora 3 u 4 creneHu
TepMHH TskecTu/Yacrora
Hapymenus co croponusl | Heussecmmo Heussecmno

nevYeHu u
JKeJTYeBbIBOIAIIMX My Tei

Ocrtpas neyeHovHast
HEI0CTaTOYHOCTB
TOKCHYECKHI renatur’,
LUTOJIUTUYECKUHN TenaTut’,
X0JlecTaTUYeCKHii renatut’,
CMeIIaHHBIN
LIUTOJIMTUYECKUI/
XoJlecTaTuuecKuil rematut’

OcTtpas neyeHouHas
HEJ0CTaTOYHOCTD |
TOKCHUYECKHl renaTut’

Hapymenusi co CTOPOHBI
KOKHU U MOAKOKHBIX
TKaHel

Heuacmo
AHTMOHEBPOTUYECKUN OTEK
Peoko

Cunnpom CtuBeHca-
JIxxoHCOHA", TOKCHYECKUI
SIUAEPMAIBHBIN HEKpOU3”
Heuszeecmuo
JIeKOIIMTOKIaCTHUECKUI
BaCKYJINT, JIEKApCTBEHHAs
KOJKHasl peaKIus,
COTIPOBOXAAFOIIASCS
703MHOGUINEH U ¥ CUCTEMHOM
CHUMIITOMATHKON"

" CMm. onucanue otaenbHeix HP

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKIII/Iﬁ

TepamozeHHocmb

JlenanugoMuya SIBISIETCS CTPYKTYPHBIM aHAJIOTOM TaJIHAOMHAAa - AKTUBHOI'O BCHIICCTBA,
06J1azla}omero TCPATOICHHBIM B(I)(beKTOM N BBI3BIBAIOLICTO TAXKEIIBIC KU3HCYI'POKAIOIIHNC
AHOMAJIMM Ppa3BUTHA Yy YCJIOBCKA. HeHaHI/II[OMI/I)I HHAYOUpOBAI Yy 00C3bsH IIOSBJICHHE
BPOXICHHBIX aHOMaHI/IfI, CXOXHUX C OIIMCAaHHBIMHU [JIs1 TaJIuaAOMHIA (CM. «HpI/IMeHeHI/Ie npu
6epeMCHHOCTI/I U B HICpUOLA TPyAHOTIO BCKapMJ'II/IBaHI/IH»). Eciu nenanupomupg IoCcTynacTt B
OpTraHu3M BO BpEMs 6epeMeHHOCTI/I, MOKHO IIPOTHO3UPOBATL €T0 TCPATOT" CHHBIN SCP(I)CKT.

Hetimponenusi u mpomboyumonenus

Bnepsvie duaeﬁocmupoeaHHaﬂ MHOMUCECMBEHHAA MuUueiomdd. nayuernivl, Konopvim nokasaHda

MPAHCHAAHMAUUSA,  noavYasuue  J1eHaiuooMuo 6  KomOuHauuu ¢ bopmezomubom  u

0eKcamemaszoHom
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Hetitponienus 4 creneHu TsHKecTH HaOmoaanack y 2,8 %m:ﬁé;mlﬁél:ﬁgﬁ%w%gﬁﬂHI—IITI/ISIX

PETHEMA GEM2012 u IFM 2009, coorBerctBeHHO. DebOpuinbHas HeWTporneHus: 4 cTeneHu
Tshxectn Habmonanack y 0,0 % u 1,1 % nanuenTtoB B uccnenoBanusx PETHEMA GEM2012 u
IFM 2009, cooTBETCTBEHHO.

TpomOoruTonieHus: 3 wim 4 cTeneHu TsHKeCTH Habmonmanack y 6,3 % u 18,5 % manueHToB B
nccnegosanusx PETHEMA GEM2012 u IFM 2009, coOTBETCTBEHHO.

Bnepsvie OMCZZHOCmMDO@aHHCZ}Z MHOUCECMBEHHAA _Mueioma. nayueHnivl nocnie TI'CK ¢

nocaeoywel nodoepicusarouielt. mepanueu 1eHaIudoMuUooM

[TonnepxxuBaromas Tepanud jeHaauaomuaom nociae TT'CK ygame conmpoBoxkaanach pa3BUTHEM
HeHTporneHnn 4 CTerneHu TSHKECTH, 4eM B rpymre mianebo (32,1 % B cpaBaenu ¢ 26,7 % [16,1 %
B cpaBHeHuH ¢ 1,8 % mocne Hauana noaaepxusaronieit tepanuu| B xoge KM CALGB 100104 u
16,4 % B cpaBaenuu ¢ 0,7 % B KU IFM 2005-02, coorBercTBeHHO). Y 2,2 % manuentoB B K1
CALGB 100104 u 2,4 % nanuentoB B KW IFM 2005-02, coOTBETCTBEHHO, 3aperuCTpUpOBaHa
HEUTpONEHUs, KOTOpasi NMpuUBEiIa K HNPEKpaLICHUIO Tepanuu JeHanuaoMujaoM. DedpuibHas
HEUTpOTCHUS 4 CTETICHH TSYKECTH Pa3BUBAJIACH CO CXOXKEH YaCTOTOM B TPYyIIE MO ACP>KUBAIOIICH
Tepanuu JeHAIUIOMHUIOM | rpymie miamnedo B oboux KU (0,4 % B cpaBuenuu ¢ 0,5 % [0,4 % B
cpaBHeHuu ¢ 0,5 % nocne Havyana nogaeps;xxupatrouieit tepanuu | B KM CALGB 100104 u 0,3 % B
cpasaenuu ¢ 0 % B KU1 IFM 2005-02, cOOTBETCTBEHHO).

[TonnepxxuBatomass tepanust JeHanuaomuaoM mnociae TI'CK wyame BbI3piBajla  pa3BUTHE
TpoMOouuToneHnu 3 wiu 4 cTeneHu TshkecTH, yeM mainebo (37,5 % B cpaBHenuu ¢ 30,3 %
[17,9 % B cpaBHenuu ¢ 4,1 % mocne Havana noanepxuBaronieil Tepanuu] B xone KM CALGB
100104 u 13,0 % B cpaBHenuu ¢ 2,9 % B K1 IFM 2005-02, cCOOTBETCTBEHHO).

Bnepsvie duaznocmupoeaHHa;l MHOMNCECMEBEHHRAA MUE/IOMA. NAYUEHNIbl, KOMOPbIM HE NOKA3aHA

MPAHCHAAGHMAUUSA,  NOAVYAGUWUE  JeHAAUOOMUO 8  KoMOuHauuu ¢ Oopmezomubom  u

oexcamemaszonom

B uccnenosannu SWOG S0777 neiitporienus creneHu 4 Tsxectd Habmoganacek B rpynne RVd
pexe, ueM B rpymnne cpaBHeHust Rd (2,7 % B cpaBHenuu ¢ 5,9 %). B rpynnax RVd u Rd Osina
3aperucTpUpOBaHa AHAJIOTWYHAs YacTOTa pa3BUTHS (GeOpHIbHOW HeTporeHMH 4 CTeneHu
tsoxectr (0,0 % B cpaBHenuu ¢ 0,4 %).

TpombouuTonenus 3 niu 4 creneHu TsbKecTH Habmoanack B rpymnre RVd vaie, yem B rpymme
cpasuenus Rd (17,2 % B cpaBaenuu ¢ 9,4 %).

Bnepsuvie C)UCZZHOCWIMDOGCIHHCZ}Z MHOMHCECMEEHHAA MUeloMa. nauuerHnivl, KOmopvim He noKasarna

mpaHncnjiaumayus, noayvasuiue JICHAUOOMUO 8 KOMOUHAYUU C QEKCAMEMAZ0HOM
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[Ipu mpumeHeHWHM KOMOWHAIMK JICHATUIOMHAA C neé@&éﬂ%&&ﬂr %EﬁgﬁgogjéjgﬁMM

OTMEYAJIOCh YMEHbIIIEHHE YacCTOThl BO3HUKHOBEHUSI HelTporieHuu 4 crenenu Tsxect (8,5 % B
rpynrne Rd (aernpepriBHOe sieuenne) u Rd18 (euenun B Teuenune 18 4-HenenbHBIX ITUKIOB) B
cpaBaenuu ¢ 15 % B rpynne MPT). ®ebpusbHast HeHTponeHus 4 CTeNeHU THXKECTH HabIi01a1ach
Heuvacro (0,6 % B rpynne Rd u Rd18 B cpaBuenuu c 0,7 % B rpynne MPT).

[Ipu nmpumeHeHMH KOMOMHALIMM JICHATMIOMHUAA C JEKCaMETa30HOM y mnanuenToB ¢ B/IMM
OTMEUAJIOCh YMEHBIIICHHE YaCTOThl BOSHUKHOBEHUS TPOMOOIIMTONIEHUH 3 U 4 CTENICHH TSKECTH
(8,1 % B rpynnie Rd u Rd18 B cpaBuenuu ¢ 11 % B rpynne MPT).

Bnepsvie OMGZHOCI’I’IMDO@(IHHCIﬂ MHOMNCECMBEHHAA MUESIOMA. NAUUEHNbl, KOMOPbIM HE NOKA3aHd

mpaHncnjiauimayus, noayvasuiue JCHAIUOOMUO 8 COYCMAHUU C Mejld)a]laHOM u nDeOHLBOJZOHOM

[IpumeHeHne TeHATUIOMHUAA B KOMOMHAIIMK ¢ Mell(haTlaHOM M MPETHU30JI0OHOM Y MAIMEHTOB C
BJMM conpoBoxaanock 00jee BHICOKOHW YacTOTONH BO3HUKHOBEHHUsS HEHTPOICHUU 4 CTEIEeHU
tsokectn (34,1 % B rpymne MPR+R/MPR+p) mno cpaBHenuto c rpynmoii MPp+p
(7,8 %). Dm3oap!1 (heOpUILHONM HEUTPOIIEHUH 4 CTETICHU TshKeCTH Habmonammck Jame (1,7 % B
rpynne MPR+R/MPR+p no cpaBaenuto ¢ 0,0 % B rpynme MPp+p).

[IpuMeHeHHe JIEHATMIOMHUIA B KOMOMHAIIMK ¢ MeJihaTaHOM M MPEIHU30JOHOM Y MAlUEHTOB C
BAMM conpoBOX1aI0Ch MOBBIIMIEHHOW YaCTOTONH BO3HUKHOBEHHUsS TPOMOOIUTONCHMU 3 U 4
crerienu TsokecTH (40,4 % B rpynne MPR+R/MPR+p) o cpaBuenuto ¢ rpymmoit MPp+p (13,7 %).

MHuoocecmeennasn muenoma: nayueHmol, NOAYYUSUIUE KAK MUHUMYM OaHV JUHUIO mepanuu

[lpumeHeHne KOMOMHALMK JIGHAIWAOMHUAA C JEKCaMETa30HOM Yy THauueHToB ¢ MM
COTPOBOXKAANIOCH MOBBIIIEHUEM YacTOThI pa3BUTHS HeTpornenuu 4 creneHu Tsokectd (y 5,1 %
MalMeHTOB, TMPUHUMABIINX JIEHATUAOMH]I C JIeKCaMeTa3oHOM, Mo cpaBHeHuro ¢ 0,6 % y
MalMEeHTOB, MPUHUMABIINX KOMOMHAIMIO IEKCaMeTa30Ha | 1j1aie6o0). @edpuibHas HEUTpONeHUs
4 cremeHW TSHKECTH Yy TAIMEHTOB, NPUHUMABIIUX KOMOHMHAIMIO JIEHAIMIOMHAA C
JeKcaMeTa30HoM, oTMedanach Hewacto - 0,6 % (y HalueHToB, MPUHUMABIIUX KOMOWHAIHIO
nekcamera3ona u miare6o - 0,0 %).

[Ipumenenne KOMOWHAIIMK JICHATMIOMHUAA C JAeKcaMeTazoHoM TIpu MM  compoBoxaaioch
MOBBIIIEHUEM BEPOSTHOCTH Pa3BUTUA TpoMmOouuToneHnu 3 u 4 crenenu Tsokectu (9,9 % u 1,4 %,
COOTBETCTBEHHO, Y NAIIMEHTOB, IPUHUMABIINX JICHATUJAOMH]I C IEKCAMETa30HOM, OTHOCUTEIBHO
2,3 % u 0,0 % y manueHToB, IPUHUMABIITUX KOMOWHAITMIO JeKCaMeTa30Ha U Tu1ame6o).

Hayuenmul ¢ MUETOOUCHIIACIUYECKUMU CMHODOMCIMI/!

V¥ nanuentos ¢ M/IC, nomyyaBIImMX TEpANUIO JEHAINJOMUIOM, Yallle pPa3BUBaIach HEUTPOIIEHUS
3 u 4 crenenu Tsxectu (74,6 % y NanUEHTOB, MOMYYaBIIUX JIEHAIUIOMUI, 110 CPABHEHUIO C

14,9 % y manuenTOB, momydaBmux miane6o, B KU ¢assr I1I). Cyuan ¢heOpuibHOM HEWTpOneHHN
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cpapaerno ¢ 0,0 % y manmenToB B rpymnme Iuiane6o. [IpuMeHeHUWe JIeHATHAOMHUAA dYalle
COIMPOBOXKAACTCS Pa3BUTHEM TpoMmOoruToneHnu 3 u 4 creneHu Tsokect (y 37 % manueHTos,
MOJTYYaBIIMX JICHATUIOMU, TI0 cpaBHeHHIO ¢ 1,5 % mamueHToB, nmoigydaBmmx rianebo, B K1

dassr I1I).

Hauuenmoi ¢ aumomon uz Kiemox MaHMUUHOU 30Hbl

VY mammentoB ¢ MKJI wame pasBuBanace HedTpornenus 3 u 4 crenenu Tsokectu (y 43,7 %
MalMEHTOB, MOJYYaBIIUX JIEHATUIOMU, IO CpaBHEHHUIO ¢ 33,7 % maueHToB B KOHTPOJbHOU
rpyme B KU daszsr 1I). Coyuan pebpuiabHoit HeliTporieHnn 3 U 4 CTETICHH TSHKECTH OTMEUCHBI Y
6,0 % manueHToB, MOJYYaBIINX JCHAIUIOMU], 10 CPaBHEHUIO C 2,4 % MalueHTOB KOHTPOJIHHO U
TPYIIIBL

HGMMEHmbl C (bO]ZJZMKVJZﬂDHOIZ ]ZMMd)OMOlZ unu ﬂuMd)OMOﬁ u3 Kienioxk MGDZMHaJleOZZ 30Hbl

[TpumeneHue neHanuIOMK1a B KoMOUHALUU ¢ puTykcumadom ripu @JI unu JIM3 cBsizano ¢ 6o1ee
BBICOKOM 4acTOTOW pa3BuTHs HeWTporeHuu 3 wiu 4 creneHu Tsoxectd (50 % y manueHTos,
MOJTYYaBIINX JICHATHIOMH]I/PUTYKCUMA0, B cpaBHeHHH ¢ 12,8 % y TMaIMeHToB, MOJydaBIINX
iane6o/putykcumad). Bee cmyuan HeliTponieHUu 3 win 4 CTENEHH TSHKECTH ObLITH 00paTUMBI TPH
IpepbIBAaHUM TEPANNU, CHUKEHUU JI03bl M/UIU MOAJIEPKUBAIOILEM JIEYeHUH (DakTopaMH pocTa.
Kpome Toro, HeuacTo Habmoaanace GpedpunbHast HelTponenus (2,8 % y NalreHToB, MOTyJaBIInX
JEHATUJAOMUJI/PUTYKCUMa0, 1o cpaBHeHnto ¢ 0,6 % y malueHToB, TMOMY4YaBIIUX
1ane6o/puTykcuman).

[TpumeHeHue neHanuIOMUIa B KOMOMHaIUU ¢ putykcumadbom npu DJI u JIM3 Taxke cBA3aHO C
0oJee BBICOKOH 4acTOTOM TpoMOouuroneHnu crenenu 3 win 4 (2,3 % y nanueHToB, MoJIy4yaBIInX
JEHATUJAOMUJI/PUTYKCUMA0, 10 cpaBHeHnto ¢ 1,1 % y mamueHToB, TMOMyYaBIIUX
1ane6o/puTykcuman).

Benosnas mpombosmbonus

[IpumeneHne KOMOMHAIMM JICHAJWJOMHJA C JIEKCAMETAa30HOM Yy THanueHtoB ¢ MM
COIPOBOKAAJIOCH MOBBIIIEHHBIM PUCKOM DPa3BUTHUS TpoMOo3a IiyOokux BeH U TO nerouHoit
apTepuu, B TO BpeMs KaKk B KOMOMHAIIUH ¢ Me(aaaHOM U IPEIHU30JI0HOM, a TAKXKE Y MaIlUEeHTOB
¢ MM, MJIC u MKJI Ha ¢doHe MOHOTEpanmuu JEHAIUIOMHUIOM 3TOT PUCK ObUI HIDKE (CM.
«B3anMozelicTBre ¢ IpYrMMH JIEKApCTBEHHBIMU IpenapaTamuy). OTHOBpEMEHHOE Ha3HaueHHE
SPUTPONOITHUECKUX CPEJICTB WM HAIW4YHEe TpomMOO3a IIyOOKHX BEH B aHAMHeE3€ TakKe MOTYT
YBEJIMUUTH pUCK TO OCII0O)KHEHNH y JaHHOU T'PYTIIbI NallMEHTOB.

Hngpapxm muoxapoa
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VY manueHToB, MPUHUMABIINX JICHATHJIOMHU/I, OT Meqa.m/IéD EM%@B‘%EQW%I&BQEQ@ :Il'IDI/I

HAJIMYUU U3BECTHBIX (DAaKTOPOB PHCKA.

I'emoppazuueckue ocnodicnenus

['eMopparnueckue  OCJIOKHEHMsI ~ yKa3aHbl B  COOTBETCTBUM C  CHUCTEMHO-OPraHHOMN
KJaccu(puKkaluei, a UMEHHO, HapyIIEHUs CO CTOPOHBI KPOBU M JIMM(PATUYECKOH CUCTEMBI,
HapyIIEHUs CO CTOPOHBl HEPBHON CUCTEMBI (BHYTPUYEPENIHOE KPOBOUBIUSHUE); CO CTOPOHBI
JBIXaTEJIbHOM CHCTEMBl, OPIaHOB T'PYJHOM KJIETKU U CPEAOCTEHHS (HOCOBOE KPOBOTEUEHHE); CO
croponsl JKKT (ruHruBaibHOE, reMOPpPOUJAIBHOE, PEKTABHOE KPOBOTEYEHUS); CO CTOPOHbI
IOYEK M MOYEBBIBOJAIIMX IyTeil (remarypus); TpaBMbl, HHTOKCHUKAllUM M OCJIOXXHEHUS
MaHUIYIA0UH (yIr0) U €O CTOPOHBI COCYAOB (IKXMUMO3BI).

AJZ]ZQDZHV@CKue peaxkuuu u mAsce/ible KOMCHble pedKyuu

HmeroTes cooO1IeH s 0 pa3BUTHH aJNIEPTUUECKUX peaKifii, BKII0Yast aHTHOHEBPOTHUYECKHH OTEK,
aHa(UIAKTUYECKYIO PEAKLHIO, U TKENBIX KOXHBIX peakuuil, Bkiarodas cuuapoM CTHBeHca-
JIKOHCOHA, TOKCHUYECKHM SNUAEPMAIbHBIA HEKPOJHU3 U JIEKAPCTBEHHYK PEAKLHI0 C
so3uHOpUIMEe W cucreMHo cumnromatukoi (DRESS-cunapom), mnpu npuMeHEHUH
JeHanuaoMuga. B mreparype coobmiaercs 0 BO3MOXKHOM INMEPEKPECTHOM peakiuu MExIy
JCHAIUIOMUJIOM U TaTMIOMUAOM. JleHanu oMy He clieyeT Ha3HavyaTh MallieHTaM, B aHaMHe3¢e
KOTOPBIX OTMEYAIHCh TSDKEJbIE (POPMBI CHINK NIPU IprueMe TanuaoMuaa (M. pasaen 4.4.).

Iepsuunvie 310KauecmeeHHble ONYX0aU 0py20ﬁ JoKajiusauuu

HoBrie 310kauecTBeHHBIE HOBOOOpa3zoBaHus, oTMeudaBmuecs B KW y manueHToB ¢ MuenomMoit
nocie MpUMEeHEeHHUsI KOMOWHAIIMY JICHATMIOMU/IA C IEKCaMETa30HOM 110 CPaBHEHUIO C KOHTPOJIEM,
MIPEACTABIISUIA COOOH, TJIaBHBIM 00pa3oM, 0a3aIbHOKJIETOYHBIN MIIH TUIOCKOKJIETOYHBIN PaK KOXKHU.
Ocmpuiii muenouoHwiii netikoz (OMJI)

Mnoorcecmeennas mueroma

Cnygyau OMIJI nabmomanuce B KM BJAMM y mnamnueHToB, MONy4YaBIIMX JICHATHIOMHI B
koMOuHaiuu ¢ Mmendananom uinu cpazy ke mocie BIAM/TI'CK (cm. pazgen 4.4.). OMII ne
Haomonancs B KM y maumenroB ¢ BJIMM, nonyuyaBmIMX JIEHAIMIOMHJI B KOMOMHAIMH C
JNEKCaMETa30HOM TIpH CpaBHEHHHM C TAJIUJOMHIOM B KOMOWHAIUU C MeldalraHoM W
MPEIHU30JIOHOM.

Muenoducniacmuyeckue CUHOpPOMbl

HcxonHble nepeMeHHbIe, BKIKOYAs CIOXKHBIE IIUTOreHeTH4Yeckne aHoManuu u TPS53 myranuw,
accounupoBanuch ¢ nporpeccupoBanuem 1o OMIJI y nanuentoB ¢ MJICS5q 1 3aBUCUMOCTBIO OT
reMoTpancy3uit (cM. pasgen 4.4.). Ilpeackasyemas JBYXJIETHSSI COBOKYIHas dYacToTa

nporpeccupoBanus 1o OMJI cocraBuna 13,8 % y nauuentoB ¢ MJIC5q no cpaBuenuto ¢ 17,3 %
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y nanuenToB ¢ M/IC5q u ogHON TONMOTHUTEILHOU umdi@i;'émia%w&%,%%; —'% -y

MIALEHTOB CO CJIIOKHBIM KapuoTUIOM. B Xxone perpocnexkruBHoro ananusa KU nenanmunomuna
npu neuenun MJIC, npeackazyemas IByXJIETHsIS yacToTa nporpeccupoBanus 10 OMIJI cocraBuia
27,5 % y nauumeHToB ¢ MONOXKUTENbHbIM pe3yibratoM UI'X-p53 um 3,6 % y nmanueHToB C
oTpunarenbHbiM pesyabtatom UI'X-p53 (p = 0,0038). YV mnanuMeHToB C MOJOKUTEIbLHBIM
pesynbTatom UI'X-p53, wacrora nporpeccupoBanus 10 OMJI Obla HUXE Cpeau TeX, KOTOpbIe
JOCTUTIIA HE3aBUCUMOCTH OT remorpanchysuii (11,1 %), mo cpaBHeHHIO C TanUeHTamMu 0e3
takoro otsera (34,8 %).

Hapywenus co cmoponvl neuenu

B noctperucrpaniioOHHOM NEPHUOJE 3apErMCTPUPOBAHBI CIEAYIOIINE HApPYLIEHUS CO CTOPOHBI
Ne4YeHU (YacToTa HEU3BECTHA): OCTpas IEeYEHOYHas HEIOCTaTOYHOCTh M XxoJjecTta3 (oba
HNOTEHIMAJIBHO (paTanbHble), TOKCUYECKMH TeNaTUT, LUTOJIMTUYECKHM TIenaTUT, CMeIIaHHBIN
LUTOJIUTUYECKUI/X0IeCTATUYECKUNA TeNaTHT.

Paboomuonus

bbbt oTMeueHsBI peaKue ciaydan padaoMHOIN3a, B HEKOTOPHIX M3 HUX JICHATNIOMHUT IPUMEHSITH
COBMECTHO CO CTaTUHAMH.

3abonesanus wumosUOHOI dicenesvl

Coo0masioch 0 ciy4asXx BO3HUKHOBEHHS THUIOTHpeo3a W rumeptupeoza (cm. pazgen 4.4.
«3abosieBaHus IIUTOBUIHON KEITE3BI»).

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

B xone K1 MCL-002 npumepno y 10 % mnanueHTOB, MONTYy4aBIINX JIEUEHUE JICHATUIOMUIOM,
pasBuics cungapoMm TFR mo cpaBuenuto ¢ 0 % B rpymnmne KOHTpousis. BONBIIMHCTBO citydaeB
BO3HHUKJIO BO BpeMs | IMKJa TepanuH; BCE OHM PacliCHUBAJIUCh KAaK CBSI3aHHBIE C Tepamnueu; u
OOJBIIMHCTBO ciy4yaeB OblIO 1 MM 2 cTeneHu TsoKecTd. IlanueHTsl ¢ yCTaHOBJIEHHBIM B XOJI€
JIMarHOCTUKU BBICOKUM MEXKIYHApOAHBIM NporHOocTHYecKuM uHaekcoM (MIPI) mnam ucxomHo
reHepain30BaHHON JuMdoaneHonaTuel (Haauuue, Kak MHUHUMYM, OJHOIO Ood4ara JUaMeTpoM
7 cm) moryT umeth puck pazsutust TFR. B KU MCL-002 TLS 3apeructpupoBas y 1 nanueHnra B
Kaka0i 13 AByx rpynmn jeuenus. B nonoaaurensnom KM MCL-001 npumepro y 10 % naunentos
pasBuiicst TFR; Bce oHM paciieHMBaINCh Kak CBSI3aHHBIE C Tepanueil; 1 Bce ObuM | min 2 crenenu
TSKECTU. BONBIIMHCTBO ciydaeB pa3BuBanoch BO Bpems | nukia tepanuu. B KM MCL-001 we
oTMeueHo ciryuaeB pasButus TLS (cum. pasmen 4.4.).

B uccnenosanuu NHL-007 pazsutue TFR 65110 3apeructpuponano y 19/176 (10,8 %) manmeHToB
B Tpymnne JeHaauaoMuj/putrykcumad u y 1/180 (0,6 %) maumeHToB B TpymIe

ianebo/putykcumad. bonbias yacts cinydaeB TFR (18 u3 19) 6bia 3apeructpupoBaHa B rpyrmne
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3 TsokecTH HAOMIOJANCS Yy OJHOTO TAIMeHTa W3 TPYIIbBI JICHATHIOMU/PUTYKCUMA0 U HE
HAOJIOIAJICSI HU Y OJIHOTO MAIlMeHTa rpynisl mianebo/putykcumad. B nccnenoBanuun NHL-008
TFR na6monancs y 9/222 (4,1 %) nanueHToB; (3aperucTpupoBansbl 4 ciyyas 1 cTeneHu TsSKecTH
U 5 ciy4yaeB - 2 CTENEHH TSDKECTH); OJJUH 3apETUCTPUPOBAHHBIN Cllydail ObLJI COYTEH CEPhE3HBIM.
B uccnegoBanun NHL-007 TLS Bo3nuk y aByx mnamueHtoB (1,1%) wu3  rpymmsl
JICHATMIOMHU/I/PUTYKCUMA0 M He HaOIoaics HU y OJHOro u3 mamueHToB ¢ DJI, momyyaBmmx
mane0o/puTyKcuMad; HM y OJHOTO TalueHTa He 3apeructpupoBanbl HP crenenu 3 wim 4. B
uccienpoBann NHL-008 TLS Bo3nuk y ognoro naruenta (0,5 %). 9to enuncrBennass HP Obuia
uaeHTuunupoBana kak cepbe3nas HP 3 crenenn tsoxectu. B uccnenoBannu NHL-007 vy oquH
U3 TAIUEHTOB HE TMPEKpaTHI TEeparuio JICHATUAOMUIOM/PUTYKCHMAOOM 110 TMPUYHHE
Bo3HUKHOBeHUsI TFR unu TLS.

3abonesanus JKKT

[Tepdopanms XKKT Obuta 3apeructpupoBana Ha GoHe mpuMeHeHus JieHanuaomuaa. [lepdopamus
KKT moxeT mpuBOAUTH K CENTUYECKUM OCIOKHEHHSAM U (haTaIbHOMY UCXO.TY.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIHUAX

BaxxHo cooOmaTh 0 TMOM03pEBAaCMBIX HEXKENATEIbHBIX pEaKIMAIX II0CIE PETrUCTpaIuu
JIEKApCTBEHHOIO Tpemnapara ¢ 1eiblo 00ecrneueHusi HepepbIBHOTO MOHUTOPUHTA COOTHOIIICHUS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO TNpemapara. MeauIMHCKAM pPabOTHUKAM PEKOMEHIYeTCs
co00IaTe O JIIOOBIX MOJ03PEBAEMBIX HEXKENATEeNbHBIX PEaKIMIX JIEKApCTBEHHOTO Mperapara
Yyepe3 HalMOHAIBHBIE CUCTEMBI COOOIEHUS O HEeXKENATEIbHBIX PEaKINIX TOCYJapCTB — YICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK03a.

Poccuiickas ®exepanus

Anpec: 109012, Mocksa, CnaBsiHCKas 1101ajib, 1. 4, ctp. |

®denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (Poc3npaBuaazop)

Tenedon: +7 (800) 550-99-03

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Cair B UH(GOPMAITMOHHO-TEIIEKOMMYHUKAITUOHHON ceTu «HTepueT:
www.roszdravnadzor.gov.ru

Pecnyb6suka benapych

220037, r. Musnck, ToBapuilieckuii mep., 2a

PecniyObnukanckoe yHuTapHoe mnpeanpusatue «lleHTp 9SKcmepTH3 W HCHOBITAaHUA B
3/IpaBOOXPAaHEHUN

Tenedon: +375-17-242-00-29
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DnexTponHas moura: rcpl@rceth.by

CaiiT B nH(OpMAIIMOHHO-TEJIEKOMMYHUKAMOHHOM ceTn «MHTepHeT»: http ://www.rceth.by
Pecny0simka Apmenust

0051, Epesan, ip. Komuraca 49/5

«Hayunprit L{leHTp sKCnepTU3bI JIEKAPCTB U MEAUIIMHCKUX TEXHOJIOTUNA UM. AKaJleMUKa

9. lNabpuensina» AO3T

Tenedon: +37410230896

DnekTpoHHas rmoyra: vigilance@pharm.am

Caiit B nH(bOpMallMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: www.pharm.am
Pecnybiuka Kazaxcran

010000, r. Acrana, paiion baiikonslp, yi. A. manosa, 13 (BL] «Hypcayner 2»)

PI'TI na IIXB «HaunonanbHbii L{eHTp sKCHEPTU3bI JIEKAPCTBEHHBIX CPEACTB U METUIMHCKHUX
U3EIUIN

Tenedon: +7 (7172) 23-51-35

Onexrponnas noyra: farm@dari.kz

Caiit B nH()OPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: Www.ndda.kz
Kbipreizckas Pecny0iiuka

JlemapraMeHT JIEKApCTBEHHBIX CPEACTB M MEIULUUHCKUX U3JAeauid 1npu MuHHcTepcTBe
Keipreisckoit Peciydnuku

Anpec: 720044, r. buiukek, yiu. 3-g Jlunus, 25

Temn.: +996 (312) 21-92-86

OnekTpoHHas nouta: inspection@pharm.kg

Caiit B mHQOpPMALIMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «MuTepHeT»: http://pharm.kg

4.9. Ilepeno3upoBka

CHMITOMBI

Tokcuueckue TMPOSBICHUS, JIMMHUTHPOBABIINE BEJIMYMHY JO3bI B HCCIEAOBAHUAX, OBLIN
HUCKJIIOUUTEIbHO IreMaTOJIOTHUYESCKUMH.

JleueHue

CrnenuaibHOrO IUIaHa AEHCTBUHM MPH NEPEAO3UPOBKE JICHAIUIOMHIA B HACTOSIEE BpEMs HE
BBIPa0OTaHO, HECMOTPS HAa TO, YTO B MCCJICIOBAHMSIX IO OMPEACICHUIO IHAara30Ha /103 4acTh
MalKMEeHTOB Moyyvaa 103kl 10 150 mr, a B uccien0BaHusIX BO3ACHCTBUSL OTHOKPATHOM 03Bl — J0
400 wmr mpenapara. B cayuae mepelo3MpOBKM  PEKOMEHIYETCS CHUMITOMaTH4ecKas

noaacpKuBaromass TCparus.
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5. PAPMAKOJIOTMYECKUE CBOHCTBA

5.1. ®dapmakoauHAMH4YeCKHEe CBOICTBA

dapmakoTeparneBTHUECcKas IpyIna: IMMYHOAEIIPECCAHTBI; IPYrHe UMMYHOIEIIPECCAHTHI.
Kon ATX: LO4AXO04.

Mexanuszm geiicTBus

JleHanMIOMU] CBA3BIBACTCS HEMOCPEACTBEHHO C LEPeOIIOHOM, KOMIIOHEHTOM (EpMEHTHOTO
komruiekca KymwimH-RING E3  yOukBuTHHIMrasel, KOTOphI Bkitodaer Oenok-1 (DDB1),
CBSI3BIBAIOIIMNCS C TOBPEXKICHHOW ae30KkcupuOonykienHoBol kuciaorod (JAHK), kymmmn 4
(CUL4) u perymarop kymwmmHoB 1 (Rocl). B remomosTHyeckux KieTKax CBsI3bIBAaHUE
JCHATMIOMHIA C TIepeOoHoM MoOmm3yeT cyocTparHbie O6enku Aiolos u Ikaros, sBisrommecs
dakTopaMu TPAHCKPUIILIUU B TUMGPOUIHBIX KIETKAX, YTO MPUBOAUT K UX YOMHKBUTUHUPOBAHUIO
W TocleAyloumieMy — pacmaaxy M o0yclaBiIMBaeT — MpSAMbIe  LUTOTOKCUYECKUH U
UMMYHOMOYJIUPYIOIINN 2P PEKTHI.

B gacTHOCTH, IeHATMAOMIT HHTHOUPYET MPOTU(EPaAIHIo U YCHINBAET alloNTO3 ONpPeIeIeHHBIX
37I0KQYE€CTBEHHBIX T'€MAaTOMOATUYECKUX KIETOK (BKJIIOYas KIETKH MHOXKECTBEHHOM MHEIOMBI
(MM), xnetku omnukynsapHoit aumbombl (PJI) u KIETKU € JeNenusMd XPOMOCOMBI 5),
YCUJIMBAE€T UMMYHHUTET, ONOCPEAOBAHHbIN T-KIeTKaMH U KJIETKaMHU-€CTECTBEHHBIMU KUILJIEpaMU
(EK), n yBemuuuBaer umcio EK, T-xnerok m EK T-knerok. Ilpu muenonucriacTUuecKoOM
cugapome (MJIC) c¢ wumzomupoBannoil neneuuert 5q (MIACS5q) neHanmumoMun H30HpPATEIBHO
UHTUOMpYeT NaTOJIOIMYECKH KJIOH, YCHIIMBas alloNTo3 KJIETOK C M30JIMPOBAHHOM Jenernuen 5q.
KoMmOunanus neHamuaoMuga U pUTyKCMMada yBEIMYMBAET AHTUTEN03aBHUCHUMYIO KJIETOUYHYIO
nutorokcndHocTh (A3KI) u npsMoii anonTo3 310kayecTBEHHbIX KiIeToK DJI.

Mexanusm  AeMCTBUS ~ JICHAIUWAOMMAA  TAaKXKE  BKJIKOYAeT  AHTUAHTHOTEHHBIE U
IPO3PUTPOINIOITHYECKHE CBOICTBA. JIEHAIMIOMU/] MHTUOMPYET aHTHOTeHe3, OJIOKUPYS MUTPALIUIO
U aAre3HI0 3HJOTENUANbHBIX KJIETOK, U 00pa3oBaHHE MHKPOCOCYAOB, MOBBIIIAET MPOAYKIIHIO
¢eranbHOrO remorinoduHa CD34+ cTBOJOBBIMH T€MONOATHYECKUMHU KJIETKaMHU, U UHTUOHpYET
MPOJYKIMIO TPOBOCHATUTENBHBIX IIUTOKUHOB (Hampumep, GakTopa HEKpo3a OMyXonH aibda
(®HO-a) u unrepneiikuna-6 (1JI-6)) MoHOIIUTAMH.

Knuanueckas 3¢ddekTHBHOCTE 1 0€30ITaCHOCTh

D¢ heKTUBHOCT, W 0€30MacHOCTh JICHATUIOMHUAA ObUIM HM3YyYEHBl B MIECTH KIMHUYECKHX
uccnenoBanusax (KW) ¢aszer 11 npu Brnepssie auarHoctupoBanHoit MM (BJIMM), B asyx KU
¢a3sr 111 npu perunuBupyromeit peppakrepuoit MM, B onnom KU ¢a3er 111 u B onnom KU hazbr

II mpu MJIC, B ognom KU da3el Il npu mumdome u3 knetok mantuitHoit 30061 (MKJI), B oqHOM
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KU ¢azsr I u oqgrom KU dazsr [1Ib npu @onJ[HKynﬂpﬁgf;'j;nm%@%W %&&36‘1\% gﬁémx

MapruHalibHOU 30HbI (JIM3).

52. ®apMakoKHHeTHYECKHE CBOWMCTBA

JlenanuaoMu UMeeT B CBOEH CTPYKTYpE aCMMMETPHUECKUN aTOM YIJIepoJia, MO3TOMY MOKET
CyIIECTBOBaTb B BHJE JABYX OINTHYECKHM akTUBHBIX ¢(opm: S(-) u R(+). Jlenanumomun
IpEeICTaBIsieT COOOW paleMHUYEcKyl0 cMech. JIeHanumoMuJ OOBIYHO JydIle pacTBOPSETCS B
OpPraHUYECKUX PACTBOPHUTENSAX, HO HMEeT Hawiydlyi pactBopumocts B 0,IN OydepHom
pacTBOpE COJISIHON KUCIOTHI.

AOGcopouus

[locne mnpuemMa BHYTPh HATOIIAK 30POBBIMH JOOPOBOJIBIIAMH  JICHATUIAOMHJ OBICTPO
BCACBIBAeTCA, MPH 3TOM MaKCHMalbHas KOHIIEHTpamus pocturaercs udepe3d 0,5-2 u mocrne
OJIHOKPATHOTO MpueMa. Y TMAalHeHTOB, a TaKXe 3JI0pPOBBIX J0OpPOBOJIBLEB MaKCHMAalbHAs
koHeHTpanusa (Cmax) ¥ IUIOWIAAL TOA KpUBOHM «koHIeHTpamus-Bpems» (AUC) Bo3zpacraroT
IPONOPLUOHAIBHO YBEJIMUYEHUIO 103bl. [IOBTOpHBIE Npuembl Ipenapara HE HPUBOISAT K €ro
KyMYJISIIUU (HaKOIJICHHIO). B ma3Me KpoBH OTHOCUTENBHBIE SKCIIO3UIIUU S- U R-3HaHTHOMEpPOB
JEHAIUJIOMHU/JIa COCTABISAIOT IpUMeEpPHO 56 % u 44 %, coorBeTcTBeHHO. [IpmMenenue npenapara
C MHULIEH C BBHICOKUM COJIEP’)KaHHUEM JKUPOB M BBICOKUM COJIEP)KAHUEM YIJIEBOJOB Yy 370POBBIX
J00pOBOJIBIIEB TOHUKAET CTENEHb BCAChIBAHUSA, YTO NMPUBOAUT K yMeHbleHHnI0 AUC npumepHo
Ha 20 %, a Cmax Ha 50 % B mma3me kpoBu. OgHako B ocHOBHBIX KU nmpenapata npu neuennn MM
u MJIC, B KOTOpbIX OBIIM YCTaHOBJIEHBI 3(PQPEKTUBHOCTb M 0€30HaCHOCTh JICHAJIMIOMM/]IA,
NAUEHTHl IPUHUMAJIM IpernapaT He3aBUCUMO OT MpueMa Nuiy. TakuM o0pa3oMm, JIEHaIHI0MH]L
MO’KHO MPUHUMATh BHE 3aBUCUMOCTHU OT IpUEMa MHIIH.

Pe3ynbpTaThl MOMyIALMOHHOTO aHAIN3a (PapMaKOKMHETUYECKHUX JIaHHBIX MTOKa3alli, YTO CKOPOCTh
BCACBhIBaHMsI JICHAIMIOMHUA I1OCIIE NPUEMa BHYTPb aHajoruyHa y nauueHroB ¢ MM, MJIC u
MKIJL

Pacnpenenenne

In vitro case (}C)-nemanumomuna ¢ Genrkamu MiuasMbel KPOBH OblLTa HU3KOH, M B CpeaHeM
coctaisiia 23 % u 29 % y nanueHToB ¢ MHOXKECTBEHHONH MHEJIOMOM U 310pPOBBIX JOOPOBOJIBLIEB,
COOTBETCTBEHHO.

Jlenamunomun npucyrcTByeT B ceMeHHOM kuakocT (< 0,01 % ot mo3b1) mocie mpuemMa ero B
no3e 25 Mr B CyTKH (MI/CYT), HO HE ONpeIensieTcs B CEMEHHOH XHJIKOCTH 3I0POBBIX
JOOPOBOJIBIIEB CITYCTs 3 JHS TOCIIE MPEKPaIeHUs IpreMa rpemnapara (cM. paszaen 4.8.).

BI/IOTDaHCd)ODMaHI/ISI " DJIMMUHAIIUA
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mutoxpoma P450 He IpUHUMAIOT y4acTHsl B MeTaboIM3Me JICHATHIOMH/IA Y YEJIOBEKa, TIOATOMY
METa0OJMYECKUE  JICKAPCTBCHHBIE  B3aWMOJCHCTBHA TPU  COBMECTHOM  IPUMEHEHUU
JeHATMIOMUA U TpernaparoB, MHTHOMPYIOMMX H30(epMEeHThl cUcTeMbl LuTOXpoMa P450,
MaJIOBEpOSITHBL.  Pe3ysibTaThl  WccienoBaHuid  iN VItFO  JIEMOHCTPHPYIOT — OTCYTCTBHE
UHTHOUpYIOMIEro AeicTBus JeHamuaomuaa Ha m3odepmentet CYPIA2, CYP2C9, CYP2CI19,
CYP2D6, CYP2E1, CYP3A umu UGTI1A1. Takum oOpa3om, MaJIOBEPOSATHO, YTO JICHATUIOMU/T
OyZner cmocoOCTBOBATh  PAa3BUTUIO  JIIOOBIX  KJIMHUYECKH 3HAYUMBIX  JIEKAPCTBEHHBIX
B3aMMOJICHCTBHI PU OJJHOBPEMEHHOM Ha3HAYEHHUH C CyOCTpaTaMu 3THX U30(EPMEHTOB.

[To paHHBIM wWCcaeqOBaHMU [N VILr0 JeHaTMAOMHI He SBISeTCS CyOcTpatoMm Oejka
PE3UCTEHTHOCTH paka MoyiouyHOM xkene3nl uenmoBeka (BCRP), mnepenocunkoB Oenka
MHO>KeCTBEHHO JiekapcTBeHHOM ycTounBoct (MRP) MRP1, MRP2 unu MRP3, nepenocunkos
oprannueckux aHuoHoB (OAT) OAT1 u OAT3, monumnentuaa-epeHOCYUKa OPraHUYECKUX
aanoHoB 1B1 (OATI1B1), nepenocunkoB oprannueckux katuoHoB (OCT) OCT1 u OCT2, 6enka
Oenka-nepenocunka cemeiictBa MATE (multidrug and toxin extrusion protein) MATEL, u
OpPUTHHAIILHBIX TIepeHocunkoB oprannueckux kaTuoHoB (OCTN) OCTNI1 u OCTN2.
HWccnenosanus in Vitro mokasaiiu, 4To JCHATUIOMHE/] HE OKa3bIBA€T HHTHOUPYIOIIETO ICHCTBHS Ha
AKCIIOPTUpYIONIYI0 moMity cosiei skemunbsix kuciotr (BSEP), BCRP, MRP2, OATI1, OAT3,
OATPI1B1, OATP1B3 u OCT2.

bonbmias yacte NeHaMMIOMHAA BBIBOAUTCA MOYKaMH. BKaa mo4euyHOW SKCKpelrHu B OOIIMiA
KJIMPEHC y MallMeHTOB C HOpMallbHOU (yHKIMeH mouek coctasist 90 %, a 4 % neHamunomuia
BBIBOJINJIOCH KMILIEYHUKOM.

JlenanuaoMu MpakTHUECKH HE METa0OoJIM3UpPYyeTCs B opraHu3Me, Tak kKak 82 % ero m03bl
BBIJICNISIETCSI TMOYKAMU B HEU3MEHEHHOM BHUJAE. [HMApOKCH-IeHaIuaoMua | N-aleTwii-
JeHanuaAoOMU cocTaBisaoT 4,59 % u 1,83 % OT 3KCKpeTUpOBaHHOW A03bl, COOTBETCTBEHHO.
[ToueuHslil KJIIMPEHC JICHATUAOMUAA IPEBBIIIAET CKOPOCTh TIIOMEPYISIPHON QHIIbTpallUU, TAKUM
00pa3oMm, IpoLecC BHIBEJCHHS UMEET, B HEKOTOPOW CTETIEHU, M aKTUBHBIN xapakrtep. [Ipu npueme
B 103ax (5-25 Mr/cyT) mepuo moyryBbIBEICHNUS MpeTapaTa COCTaBIsIeT IPUMEPHO 3 4 Y 37I0POBBIX
00poBOJIBIEB U OT 3 70 5 yacoB y narmentoB ¢ MM, MJIC u MKIJL

IToyeyHast HETOCTATOYHOCTD

q)apMaKOKI/IHeTI/IKa JICHAIMAOMHK A H3ydajlaCh y IMAIMCHTOB C MMOYCTHOM HEAOCTAaTOYHOCTHIO,
BBI3BAHHOM HE3JI0KAa4ECTBEHHBIMU IIpUYruHaMHU. B »ToMm mcciaenoBaHUM IJIS OLIGHKH (1)yHKI_II/II/I
IMMOYCK UCIIOJIB30BAIN JIBa MCTOAA: USMCPCHHUEC MMOUCYHOI'O KIIMPCHCA KPCaTUHHHA (KK) B TCUCHUC

24 4 u pacuer KK no ¢opmyne Kokpodra-I'onra. Pesynbrarsl mokaszanu npornopuuoHalIbHOE
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pesynbrate npuBoausiiee K nopbimeHno AUC. 3nauennst AUC noBslanych NpuMepHo B 2,5, 4
1 5 pa3 y NalMEHTOB C NMOYEHYHOW HEAOCTATOYHOCTBIO CPEAHEU U TSHKEJIOW CTENEHU TSXKECTH U
TepMUHAILHOMN cTaguei moyeunor HepocrtarouHocTd (TCITH), cOOTBETCTBEHHO, 1O CPaBHEHHIO
C TPYHIoH, OOBEAMHSIONIEH MAIMEHTOB C HOPMaJbHOW (YHKIHMEH TOYEeK M IaIMEHTOB C
MMOYEYHOM  HEJOCTATOYHOCTBIO  JIETKOM  CTENEeHW TsokecTu. llepron  moayBbIBEIECHUS
JICHATMIOMHU/IA TIOBBITIIAJCS IpuMepHo ¢ 3,5 u (y manuenToB ¢ KK > 50 mn/mun) mo 6onee 9 9 (y
nanuenToB ¢ KK < 50 mur/mun). [1pu 3TOM noveyHast HeZJoCTaTOYHOCTh HE BIWsJIa Ha abcopOImro
JICHAJIMOMU/IA TIPU TIpreMe BHYTpb. 3HaueHUs1 Cmax HE Pa3IMyaINCh Y 3J0POBBIX I00POBOJIBIEB
Y TAIMEHTOB C MOYeYHOM HemoctaTouHOCThIO. [Ipumepno 30 % mnpemnapaTta BBIBOJUIOCH W3
opraHu3ma B X0ji€ 4 - 4acoBOro ceaHca Auain3a. PekoMeHnganuy no u3MEHEHHUIO JT03bI Mpernapara
Jlenamunomun-AMEJIAPT y nauueHTOB ¢ MOYEYHON HETOCTATOYHOCTHIO IIPUBEJEHBI B pa3jieiie
4.2.

IIeueHoUHAs HEAOCTATOYHOCTDH

[TonynauuoHHbI  aHaMM3 (PapMAKOKMHETUYECKMX JAHHBIX I[IAIIMEHTOB C II€YEHOYHOU
HEJOCTAaTOYHOCTHIO JIETKOM cTenenu Tsukectd (N=16, o0uuii ounupyous B 1-1,5 pasza npesbliiaet
BepxHIoto rpanuity Hopmbsl (BI'H) unu ACT > BI'H) nokasan oTcyTcTBHE BAHSHUS EYEHOYHOM
HEJ0CTAaTOYHOCTH JIETKOM CTENEHU TAKECTHU Ha KIIMPEHC JEHATUAOMUA (IKCIO3ULUIO B I1JIa3Me).
JIaHHBIX B OTHOIICHWH TAIMEHTOB C TEYEHOYHON HEJOCTAaTOYHOCTHIO CpPEIHEH M TSIKEIOU
CTEIEHU TSKECTU HE MOJIYYEHO.

JInlia moKMI0r0 BO3pacTa

Crneunansabix KU g oneHkM (hapMakOKMHETHKHU JIEHAIUIOMU/IA Y MOXKWIbIX HAllMeHTOB HE
npoBOAWIIOCH. [1OMyISIIMOHHBIM aHanu3, B KOTOPBIA OBLIM BKIIOYEHBI (PapMaKOKMHETHYECKHE
JlaHHBIE TAIIMEHTOB B Bo3pacte OoT 39 no 85 ser, HE BBIABWII BIMSHHUS BO3pacTa Ha KIHMPEHC
JeHaIUIOMUa (IKCIO3UIMIO B IUIa3Me). YUUTHIBAs IMOBBILIEHHYIO BEPOSTHOCTh HApYIIEHUS
(GyHKIMI MOYeK B MOKUIIOM BO3pacTe, CIeAYyeT COONI0IaTh OCTOPOXKHOCTh MPH MOA00PE 03Bl
npenapara M OCYLIECTBIISITh TIIATENIbHBI KOHTPOJIb (DYHKIMU TNO4YeK Ha (OHE MNpPOBEACHUS
Tepanuu.

Jpyrue BHYTpEHHHUE d)aKTODLI

HOHYJ'ISII_[I/IOHHI)II\/'I aHaJInu3 (bapMaKOKI/IHeTI/IIIeCKI/IX JAaHHBIX ITOKa3aJl OTCYTCTBHUEC KIMHUYCCKH
3HaYUMOro BIUSHUS Macchl Tena (33-135 kr), mona, packl U BHUJa OHKOT€MAaTOJOTHYECKOTO

3aboneBanus (MM, M/IC unu MKJI) Ha kinupeHc TeHanuJ0MUAa y B3pOCIBIX.

5.3. JlaHHbBIE JOKJIHMHUYECKOI 0€30IaCHOCTH
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JICHAIMIOMHU/IA TIOCIIE BBEICHUSI BHYTPh cocTaBisuid > 2000 mr/kr/cyT. y rpeizyHoB. [loBTOpHOE
nepopaibHOE BBEJCHHE Ipernapara B 1o3ax 75, 150 u 300 mr/kr/cyT. Kpbicam B TeueHUE 26 HEJIENb
BBI3BIBAJIO 00paTHUMOE, CBSI3aHHOE C Tepanuel MOBBIIICHHEe MUHEPAIU3AIMH TOUYEYHON JIOXaHKH
pu BBEJIEHUM Bcex 3 103, Hambosee 3aMeTHOe y caMmok. J[o3a mpemapara, He IPUBOAAIIAS K
pa3BUTHIO HabIr01aeMbIX HexkenatenbHbIX 3¢ dexroB (NOAEL), cocrasisiia MmeHee 75 MI/Kr/cyr,
4TO MPUMEPHO B 25 pa3 BHIIIC 3HAUCHHS €KEAHEBHOM AKCIIO3WIUHM Yy YEIOBEKa, MCXOIS W3
sHaueHust AUC. TloBTopHOE mepopaibHOE BBEICHHE JICHATUIOMHUAA 00e3bsiHaM B J03aX 4 u 6
Mr/Kr/cyT. B Tedenue 20 Henenb MPHUBOAWIO K THOENM >KUBOTHBIX M PA3BUTHIO 3HAUMMOM
TOKCHYHOCTH (3aMETHas MOTEps Beca Teja, YMEHBIIEHHE YHCIa SPUTPOLHUTOB, JEHKOLUUTOB U
TPOMOOIINTOB, TE€MOpparud BO MHOTHX OpraHax, BOCHAJICHHE CIM3HCTOM 00OJOYKH
xenyaouHo-kumeynoro tpakta (JKKT), arpodust numdaruyeckoit cUCTEeMbI U KOCTHOTO MO3Ta).
[ToBTOpHOE MEepopanbHOE BBeACHHE 00e3bsiHaM JICHATUIOMHU/IA B 03aX 1 ¥ 2 MI/KT/CYT. B IEPHOJ
70 1 Troa mMpUBOAMIIO K Pa3BUTHIO OOPATUMBIX U3MEHEHUH KIIETOYHOTO COAEPKUMOTO KOCTHOTO
MO3ra, HE3HAYUTEIBHOMY YMEHBIICHHIO COOTHOLICHHS MHEIOUTHBIX/SPUTPOUIHBIX KIETOK
aTpouu BIIIOYKOBOH jkeie3bl. HesHaunTenpHOe CHIDKEHUE KOJMYEeCTBA JICUKOLIUTOB OTMEUEHO
[pY IPUMEHEHHUH JI03bI JICHATHUAOMUAA

1 Mr/Kr/CyT., KOTOpasi COOTBETCTBYET TAKOM K€ J103€ I YeloBeka, ucxos u3 cpasHennii AUC.
B nccnenoBanusx MyTareHHOCTH IN VItro (TecT OleHKH 00paTHBIX MyTallHii Ha OaKTEPHUsIX, aHAIIH3
XPOMOCOMHBIX abepparuii B tuM¢ponuTtax nepudepruueckoidl KpoBH 4eI0BEKa, TeHOTOKCUUECKUI
TECT Ha KJIETKaX MBIIIMHON JTUMQOMBI, HCCIel0BaHUE TpaHCPOPMALMU KIETOK 3MOpHOHA
CHPHMIICKOTO XOMsUKa) M IN VIVO (MHUKPOSIEPHBIA TECT Ha KPbHICAX) HE OTMEYCHO BIIMSHHUS
npenapara Ha T€HETMYECKOM HJIM XPOMOCOMHOM YpoBHe. lccnenoBaHus KaHIEPOT€HHOCTH
npemnapara He IPOBOIUIIH.

HccnenoBanusi TOKCHMYECKOTO BIMSAHHUS Ipernapara Ha pa3BUTHE SMOpPUOHA/IIIOAA paHee
MIPOBOIMIIMCH Ha KPOJIMKAxX. B 9THX Hccie[0BaHUAX KPOIMKaM BHYTPh BBOJIMIIH TIpenapaT B 103X
3, 10 u 20 mr/kr/cyt. Ilocne nmpumenenus npemnapata B go3ax 10 u 20 mr/kr/cyr orMmevanu
JI0303aBUCUMYIO areHe3MI0 CpelHel J0NM JIETKOTOo, a NMpH BBeAEGHUU a03bl 20 MI/KI/CyT -
CMEIEHHE MOoYeK. XOTs 3TU HeOJIaronpusTHbIE SBJICHUS HAOMIONANIUCh MPU MPUMEHEHUH 103,
TOKCHYHBIX UII OEpEMEHHBIX CAMOK, OHH MOTYT OBITh OOYCIIOBJIEHBI MPSIMBIM BO3JCHCTBHEM
npenapara. Ha ¢done nmpumenenus mpemnapata B no3ax 10 um 20 MI/Kr/cyT Takxe OTMEUYaIn

W3MEHEHMS CKeJleTa U MATKUX TKaHeH IIoja.

6. ®APMAIIEBTUUYECKHUE CBOWCTBA
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6.1. IlepeueHb BCcIIOMOraTeJbHbBIX BelleCTB

CoaepKuMoe Karcyibl

JlakTo3a

[enmros103a MUKPOKpUCTATITMYECKAS
Kpockapmenno3a Hatpust

Maruus creapar

0O00104YKa KAIICVIIBI

Turtana auokcun (E171)

Kematun

6.2. HecoBMecTUMOCTH

He npumenumo.

6.3. Cpok rognocTu

2 roja.

6.4. Oco0ble Mepbl MPEIOCTOPOKHOCTH MPU XPAHEHUH

ITpu Temneparype He Bbiie 25 °C.

6.5. XapakTep M coiep:kaHue NEPBUYHON YIIAKOBKH

[To 7 nnmm 21 xancyne B 0aHKY M3 MOJMITHIIEHA BBICOKOW IUIOTHOCTH C 3aBMHUYMBAIOIIMMUCS
KPBIIIKaMH W3 TIOJHIIPOMIIIEHA C OCYIIUTEIEM W 0€3 Hero, ¢ 3allUTON OT JIETel U KOHTPOJIEeM
INEPBOro BCKPLITUA UIIN oe3 3alIuThI OT I[CTCﬁ W KOHTPOJIA IIEPBOI'0 BCKPBITHUA.

ITo 1 Ganke BMecTe C JINCTKOM-BKJIAABIIEM ITOMCHIAOT B IMMAYKY U3 KAPTOHA.

6.6. Ocobble Mepbl NPEIOCTOPOKHOCTH TNPH YHHYTOKEHHM MCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WJM  OTX0JA0B, MNOJYYEeHHbIX MOCJde TNPUMEHEeHUs
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUMyJIS MU C MPenapaToMm.

He cnenyer oTkpbIBaTh MM pa3IaBiMBaTh Karncyiabl. Eciu mopomok JeHanuaoMu/1a nonajaeT Ha
KOXY, CJIEIyeT HeMEIJEHHO TIIATEIHHO MPOMBITH KOXKY BOJOW ¢ MbLIoM. Ecim neHammmomug
MOTMaeT Ha CIU3UCTHIE 000JI0YKH, UX HEOOXOIUMO TIIATEIILHO MTPOMBITH BOJIOM.

MeaunuHckue paOOTHUKH U JIMIA, OCYIIECTBISIONINE YXOJ, JOJKHBI HOCHUTH OJIHOPa3OBHIC
nepyaTky mpu oOpalieHuu ¢ OIMCTepOM HITM Karcyloil. 3aTeM MepyaTKu CIeayeT OCTOPOIKHO

CHSTD, yTOOBI HE JOIMMYCTHUTH KOHTAKTa C KO)Keﬁ, IIOMECTHUTH B FepMeTI/I‘-IHI)II\/'I MMOTUAITHIICHOBBIH
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MakeT U yTUIIM3UPOBATh B COOTBETCTBUHU C MECTHBIMHU Tpé@&&%g%&ﬁgg%ﬁoqﬁg CH'éﬁyeT

TIIATEIBHO BBIMBITH BOJAOW C MBUIOM. bepeMEHHBIM JKCHIIMHAM HWIIM JKEHIIMHAM, KOTOpPbIE
MOJI03PEBAIOT, YTO OHU MOTYT OBITh OCpEMEHHBI, HE CIEAYeT MpHUKAcaTbcid K ONUCTEpYy WIIH
Karcyie.

Heucnonp30BaHHBI IpenapaT pPEeKOMEHIYETCS BO3BPAaTUTh B MEIULUHCKOE YYPEXKICHUE IIO
OKOHYAHUU JIEYEHUs JUld O€30laCHOr0 YHUYTOXEHHS B COOTBETCTBUM C MECTHBIMHU

TpeOOBAHUSIMU.

7. JEPKXATEJIb PETUCTPALHUOHHOI'O YJOCTOBEPEHUS
Poccniickas @enepanvs

000 «<-AMEJJIAPT»

109316, r. MockBa, Boirorpaackuit mpocrekT, 1. 42, k. 24, atax 2, kom. 11.1.
Ten.: +7(495)-741-46-65

dakc: +7(495)-741-46-65

Anpec anekTponHoit moutsl: info@amedart.ru

7.1. IlpeacTaBuTEb AepKATEJIsI PETHCTPANHOHHOIO YI0CTOBEPEHHSI HA TEPPUTOPHH
Coro3a

[Iperen3un norpedbUTENEH HAOPABIATE 110 aIPECY:

Poccuiickas ®enepanus

000 «<AMEJIAPT»

109316, r. MockBa, Bonrorpaackuit mpocnekT, a. 42, k. 24, stax 2, koM. 11.1
Ten.: +7(495)-741-46-65

®akc: +7(495)-741-46-65

Anpec snexTpoHHO# ouTsl: info@amedart.ru

8. HOMEP PETUCTPALHIMOHHOI'O YAOCTOBEPEHUS

9. JIATA IEPBUYHOM PETUCTPAIIMHA (ITIOATBEPKJIEHUA PETUCTPAIIUN,
INEPEPETUCTPALINN)

Jlata nmepBoii peructpanuu:

10. JATA IEPECMOTPA TEKCTA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 02.10.2023 N2 15246
OO0mias xapakTepHUCTHKA JIEKAPCTBEHHOTO Ipelapara H%ﬁ%ﬁ%ﬁﬁc E&CQVHQA Ha

UHPOPMALIMOHHOM TmopTane EBpa3uiickoro »KOHOMHYECKOTO CO03a B HMH(OPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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