COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUME JIJEKAPCTBEHHOTI' O ITPEITAPATA
Jlenanunomun - KPKA, 2,5 mr, xarncybl
Jlenanunomuy - KPKA, 5 mr, kancymsl
Jlenanumomuy - KPKA, 7,5 mr, kancynsl
Jlenanunomuy - KPKA, 10 Mr, xarncysisl
Jlenanumomuy - KPKA, 15 mr, kancyms
Jlenamunomun - KPKA, 20 mr, karncysbl

Jlenanumomuy - KPKA, 25 mr, karncysis

2. KAYECTBEHHBII U1 KOJIMYECTBEHHBIA COCTAB
JleiicTByrO111€€ BENIECTBO: JICHATUIOMMI.

Jlenamunomun - KPKA, 2.5 Mr, Karcymabl

Kaxxnas kancyna cogepxut 3,03 Mr JieHaaIua0MuIa THAPOXJIOPHUIa MOHOTUAPATA, SKBUBAJIEHTHO
2,5 Mr JIeHaTUI0OMHUIa, B BHJIE JICHAIM0oMH A cyOcTannu-cmecu (29,87 mr/r) — 83,77 mr.

Jlegamumomu - KPKA, 5 Mr, KancyJisl

Kaxnas xaricyna coaepxkut 6,05 Mr jjeHaIUA0MKIa THPOXIIOPH]Ia MOHOTHAPATA, SKBUBAJIIEHTHO
5 Mr neHaTMAOMUAA, B BUJIE JICHATHIOMH A cyOcTaHuu-cmecH (29,87 mr/r) — 167,55 mr.

Jlenammmnomuy - KPKA, 7.5 Mr, Kancymbl

Kaxxnas karncyna conepxut 9,08 Mr JieHaIuaoMuaa rTuApoxXJI0OpHIa MOHOTUAPATA, IKBUBAJIEHTHO
7,5 Mr neHaNMIOMU/Ia, B BUJIE JICHATUAOMHU A cyOcTaHmu-cmecH (35,35 mr/r) — 212,28 mr.

Jlenammumomu - KPKA, 10 Mr, Kamcyisl

Kaxnas xkancynma coxepxkutr 12,11 Mr neHanuaoMuja THAPOXJIOPUAA MOHOTHApATa,
SKBHBAJICHTHO 10 MT JIeHamuaOMHIa, B BHJE JeHAIMIOMHIA cyOcTtanmu-cmecu (35,35 mr/r) —

283,04 mr.

Jlenammumomu - KPKA, 15 Mr, Kancyisl

Kaxnas kancyna coxepxkutr 18,16 Mr seHanuaoMuja THAPOXJIOPUAA  MOHOTHApATa,
SKBUBAJICHTHO 15 MT JIeHamuaoMHIa, B BUJE JEHAIMIOMHIA cyOcTaHnu-cmecu (88,36 mr/r) —

169,82 mr.

Jlenammupnomu - KPKA, 20 Mr, Kancyiibl

Kaxnas kancyna coxepxutr 24,21 Mr JeHanuaoMuJa THAPOXJIOPUAA MOHOTHApATa,
SKBUBAJIEHTHO 20 MI' JICHATUIOMHU/IA, B BUJE JICHAIUIOMHIA cyOcTaHmu-cmecu (88,36 mr/r) —

226,43 mr.

Jlesammmmomuyr - KPKA, 25 Mr, Karcyibl
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Kaxnas kamncyna cogepxkutr 30,27 Mr JeHanuaoMujia THAPOXJIOPUAA MOHOTHMApATa,
SKBHUBAJICHTHO 25 MI' JICHAJHIOMHJIA, B BUJE JICHATUAOMHIA cyOcTaHnuu-cmecu (88,36 mMr/r) —

283,04 mr.

[TonHbIi IEpedeHh BCIIOMOTATEBHBIX BEIIECTB MpUBEACH B paseie 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Kancyner.

Jlenammmomun - KPKA, 2.5 M, Kalricyisl

TBepable kancynbl Ne 4, Kpblllieyka U KOPIYC Karcyibl 3ejieHoro 1usera. Ha kopmyce kancyJsl
YEpHBIMU YEPHUJIAMU HaHECeHa HaIMuCh «2.5». CoaepKuMoe Karicysl: MOPOIIOK OT Oenoro 1o
KENITO-0eJIOr0 Ui 10 KOPUYHEBO-0eIoro 1BeTa.

Jlemamnnomug - KPKA. 5 Mr, Karcyisl

TBepasie karmcynsl Ne 2, Kpblllieuka U KOPITyC KarcCylbl CHHEro IBeta. Ha xopmyce Kamcyibl
YEpHBIMU YEepHWJIAMH HaHEeceHa Haanmuch «5». Copepumoe Karcys: MOpOIIOK OT Oeoro 1o
KENTO-0EJI0TO WIIN 0 KOPHIHEBO-0EIIOTO IBETA.

Jlenammnomun - KPKA., 7.5 M, Karicyisl

TBepapie karcynbl Ne 1, Kpbllieuka M KOPIYC Kamcylbl KOpU4HEBOro IBera. Ha kopmyce
Karcyabl OeJbIMH YepHWIAMHU HaHeceHa Haamuch «7.5». ComepikuMoe Karcyi: MOPOILIOK OT
0eIoro /10 )KeNTo-0eI0ro UK 10 KOPUIHEBO-0€JI0T0 1IBETA.

Jlenammmomun - KPKA, 10 Mr, Kancyisl

Teepasie kancynsl Ne 0, Kpbllieuka KarcyJsibl 3€JI€HOTO 1IBETa, KOPIYC KarcCyjabl KOPUYHEBOI'O
usera. Ha xopmyce kamcynbl OenbiMu depHWiIaMu HaHeceHa Haamuch «10». Conepxkumoe
KaIlCyJI: IOPOIIOK OT OEsIoro A0 >KeJITO-0eI0ro Hilk 10 KOPHYHEBO-0€I0ro 1BETa.

Jlenammmomun - KPKA, 15 Mr, Kancyisl

TBepabie kancynsl Ne 2, Kpblllieyka Kamncyjbl KOPUYHEBOI'O LIBETA, KOPITYC KaICyjibl CHHErO
uera. Ha kopmyce kamcynbl YepHbIMH 4YepHWIaMu HaHeceHa Hajanuch «15». Couepxumoe
KarcyJ: MOPOIIOK OT OEJIOro 10 KEJITO-0eI0T0 HiTH 10 KOPHYHEBO-0€JI0ro 1BeTa.

Jlemamnnmomug - KPKA. 20 Mr, Kancyisl

Tsepabie kancyssl Ne 1, Kpblllieuka KarcCylibl 3€JICHOTO 1IBETa, KOPIYC KaICyJbl CHUHErO LIBETa.
Ha kopmyce kancynbl 4epHbIMH UY€pHMJIAMU HaHeceHa Haamuch «20». ComepkKuMoe Karcyll:
MTOPOIIOK OT 6EJI0T0 110 JKEATO-0eI0T0 TN 10 KOPUIHEBO-0€JI0T0 1BETa.

Jlenammnomun - KPKA, 25 Mr, Karcyisl

TBepapie karcynbl Ne O, Kpblllleuka M KOPIYC Karcylbl KOpUYHEBOro IBera. Ha kopmyce
Karcyabl OeNbIMA YEepHHJIAMU HaHECeHa HaAmuch «25». ComepikuMoe Karcyd: MOPOHIOK OT

0eIoTo /10 )KeNTo-0e7I0ro UK 10 KOPUIHEBO-0€JI0TO 1IBETA.
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4. KIMHUYECKUE JAHHBIE
4.1. IloxazaHusl K NPUMEHEHHUIO

MHOXECTBEHHAs. MUEIoMa

B xomOuHnanuu ¢ 60pTe3o0MrOOM U IEKCAMETa30HOM JJIs JICUCHHUS B3POCIBIX MAIIMEHTOB C paHee
He JICYUCHHON MHOKECTBEHHOM MHEIIOMOM.

Jng  1moanepKMBAOIIETO JIEYEHUS B MOHOTEpPANMM  B3POCIBIX IALMEHTOB C  BIIEPBBIE
JUAarHOCTUPOBAHHOM MHOXECTBEHHOM MHUEJIIOMOM I0CI€ TPAHCIUIAHTALMU  ayTOJOTHYHBIX
TeMOIIOATUUYECKUX CTBOJIOBEIX KJIETOK.

Jl11g nedenus B cocTaBe KOMOMHUPOBAHHOM Tepanuy B3pOCIBIX MAIEHTOB C paHee He IEYCHHON
MHO>KECTBEHHOM MHEJIOMOM, KOTOPBIM HE IIOKa3aHa TPaHCIUIAHTAlMs TIEeMOIO3TUYECKUX
CTBOJIOBBIX KJIETOK.

B koMOuHammm ¢ JekcamMeTa3oHOM Ui JICUEHHUS B3POCHBIX MAIMEHTOB C MHOXECTBEHHOMU
MHEJIOMOW, KOTOPBIE MOJTYYUIIU, II0 MEHBILIEN Mepe, OJHY JIUHUIO TEPaAIIUH.

MuenoaucniacTUYeCKue CUHAPOMBI

Jlnst JiedeHust B3pOCIHbIX MAllMEHTOB € TpaHC(y3MOHHO-3aBUCUMON aHeMHUEH, pa3BUBLICHCS Ha
(oHE MHUENOTUCINIACTUYECKUX CHHIPOMOB HHU3KOH WM HPOMEXYTOUHOW-1 Ipymmbl pHCKa,
aCCOLIMMPOBAHHBIX C IUTOTEHETUYECKUM HapYIICHUEM B BUJE I€IELUHN 5q B IPUCYTCTBUU UJIU B
OTCYTCTBHE IPYTUX LIUTON€HETUUECKUX HAPYILECHUH.

Jlumdoma U3 KI1eToK MAaHTUIHON 30HBI

Jlisg nedeHus: B3pOCIBIX MALMEHTOB C PEUMIUBUpPYIOUIEH uinu pedpaktepHoit numdbomoil u3
KJIETOK MAaHTUMHOMN 30HBI.

DonauKkyasipHas J'II/IMd)OMa nIn J'II/IM(bOMa W3 KJIETOK MapruHAJILHON 30HBI

B xom6unanuu ¢ putrykcumabom (antu-CD20 aHTUTENOM) Ul JI€YSHHS B3POCIBIX MAallMEHTOB
paHee JledeHHOH (HosHKynapHO#i TuMboMOoil niau TMM(POMON U3 KIETOK MaprUHAIBHOM 30HBI.
4.2. PeskxuM 103UPOBAHHUSA M CIOCO0 MPUMEHEHHS
Jleuenne npenapatoMm Jlenamumomun - KPKA HeoO6xomumo mpoBOAUTH MOA HaOIIOAEHUEM
Bpava-XMMHOTEPAIIEBTA.
JIng Bcex moka3aHui:
® U3MEHEHHUE JI03bl JOJDKHO MPOBOJUTHCS HAa OCHOBAHMU KIMHUYECKUX M JaOOpaTOPHBIX
JTaHHBIX (CM. pasnen 4.4.);
® U3MEHEHHE JI03bl B XOJ€ JICYEHUS WM €ro BO30OHOBIIEHHS CJlEQyeT MPOBOAUTH IPH
pa3BUTUH TPOMOOLIMTONEHUH, HEUTPOTIeHUH 3 U 4 CTENEeHU TSHKECTU WIN APYTHX BHJIOB
TOKCUYHOCTH 3 U 4 CTENEHU TSAKECTH, CBA3b KOTOPBIX C IPUMEHEHUEM JICHAIMIOMHIA

HCJIB35 UCKIIIOYUTD,
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e B Clyyae HEUTPONEHUHU CIEIYyeT PacCMOTPETh BO3MOXKHOCTh Ha3HAUYEHHUs MALUEHTY
dakTopa pocra;
e eClIM C MOMEHTa IMPOMYIIEHHOIO MpUeMa OYepEeIHOM 03Bl Mpenapara MpoluIo MEHee
12 yacoB, MalMEeHT MOXXET MPHUHATh 3Ty MNPOIMYIIEHHYIO 103y, a €clu mpouuio Oojee
12 9acoB — IpOMyIIEHHYIO 103y MPUHUMATH He cheayeT. Cremayronas 103a 10KHa ObITh
MPUHSATA HA CIAEAYIOUINI 1€Hb B OOBIYHOE BpEMSI.
[Ipenapar Jlenamumomug - KPKA npennasHadeH Toiabko s mnpuema  BHYTph. Jlms
OCYILECTBJICHUSI TIPUBEJCHHBIX PEKUMOB JO3MPOBAHUS HEOOXOAMMO MPUMEHSTH Ipernapar B
COOTBETCTBYIOIINX JTO3UPOBKAX.

Pexxum 03upoBaHus

Bnepevie ouaznocmuposannas muoxncecmeennas muenoma (BJAMM)

JleHanuaoMua B KOMOMHAIIUU C 60DT630MI/I6OM U ACKCAMCTAa30HOM JJIA JICYCHHA B3POCIIBIX

HAIMEHTOB C paHee He JIEYUEHHON MHOKECTBEHHOU MUEIOMOU

Hauanvnas mepanus: nenanudomud ¢ Komounayuu ¢ 6opme3omubom u 0eKcamemazonom

He cnemyer HauMHaTh Tepamuio JEHAIWAOMHUIOM B KOMOHMHAIMH ¢ OOpTE30MHOOM H
JleKCaMeTa30HOM, ecild aOComoTHOe 4ucio Heiirpodunos (AUH) < 1,0 x 10°/n u (umm) yucio
TpomGoruToB < 50 % 10%/11.

Pexomenoyemas 0osa

Pexomennyemast HauanbHas 1032 JEHAIUIOMUAA COCTABISET 25 MI OJIUH pa3 B A€Hb BHYTPb:

1. ¢ 1 mo 14 neun xaxgoro 21-1HEBHOrO IUKIIA JIEUEHUS
WA

2. c1mo 21 neHb Kaxa0ro 28-1HEBHOTO LIUKIIA JICYEHUSI.
Bopre30Mub J0JKEH NPUMEHATHCA B BUIE MOAKOXKHON (1/k) mabekuud (1,3 mr/m> miomanu
IIOBEPXHOCTH TeJla) /1Ba pa3a B Helento B 1,4, 8 n 11 nHu kaxnoro 21- win 28-1HEeBHOTO LIUKIIA.
Pexomenmyemas 103a qekcameTa3oHa COCTaBIISCT:

1. 20 Mr oauH pa3 B 1eHb BHYTpb B 1HU 1, 2,4,5,8,9, 11 u 12
WIH

2. 40 mr ouH pa3 B AeHb BHYTpb ¢ 1 Mo 4 1 ¢ 9 no 12 aeHb Kax10ro HUKJa.
Pexomennyercsi 10 8 MOBTOPHBIX 21-7HEBHBIX WM 6 MOBTOPHBIX 28-JTHEBHBIX IUKIOB
(24 Henenu HaYANBHON Tepanum).

Pexomernovemvlii_ pesrcum _003upo8anuss 1eHAIUOOMUIA 6 Kombunayuu ¢ bopmezomubom u

0eKCcamemazonom

Jenb (21-1HEBHOTO 1IUKIIA)

8
Hlo 8 waknon 12 13lals]e6l7]8]9l10]11]12]13]14] 15-21

-HCH&TIH,HOMHH (25 MF) o | o . . . o| o . . . . . . .
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Bopresomu6 (1,3 mMr/m?) . . . .

Hexcamerazon (20 mr)

nim

Jlens (28-1HEBHOrO IIUKIIA

Jo 6 IuKI0B .

1213 [4]5]67|8|9 | 10| 11| 12| 13| 14| 15| 16| 17| 18|19 202128

JlenanugoMu g
(25 mr)
Boprezomuc
(1,3 mr/m?)
JlexcameTazoH
(40 mr)
Henpepbisnas mepanusa y nayuenmos, KOMOpbvIM NOKA3AHA MPAHCHIAHMAYUSL AYMOJ02UYHBIX

2EMONOdmMuUYeCcKUxX cmeojloesblx Kieniok (TFCK)

V nanuenToB, koTopbiM nokazaHa TI'CK, MoOuiu3anusi reMaToIorHyeCKUX CTBOJIOBBIX KIIETOK
JIOJIKHA IIPOUCXOUTH B IIEPBBIC 4 IMKJIA HAYaJIbHON TEPaInu.

Henpepvisnas mepanusa y nayuenmos, KOmopvlm He noKa3ana mpancniaHmayus. JACHATUOOMUO

8 KOMOUHAYUU C 0eKCaMemasoHoM 00 NPOSPeccuposans 3a00ae6anus

[IponomxkaroT mpueM JeHanuaoMHAa 25 MT OJUH pa3 B JeHb BHYTpb ¢ | mo 21 neHs
IOBTOPHBIX 28-IHEBHBIX IMKJIOB B KOMOMHALMU C JIeKCaMeTa30HOM. PexoMeHnyemas 1o3a
JieKcaMeTa3oHa cocranisieT 40 Mr onuH pa3 B IeHb BHYTpb B 1, 8, 15 u 22 nHu noBTOpHBIX 28-
JHEBHBIX LUKIOB. IlanmeHTsl MOryT npoxo/DKaTh TEpamuio A0 POrpecCUpOBAHUS
3a00J1€BaHUs WJIHU MOSIBJICHUS IPU3HAKOB HENIEPEHOCUMOCTH.

Towazcoseoe cruudcenue 003wl

Jlenaaupomua®
Hauanbnas noza 25 mMr
Jo3a ypoBus -1 20 Mr
Jo3a ypoBHS -2 15 mr
Jo3za ypoBHs -3 10 mr
Ho3a ypoBns -4 5 mr
Jlo3a ypoBHs -5 2,5 Mr unu 5 Mr Kaxjasie 48 yacos

aCHI/I)KeHI/Ie AO03bI IJIA1 BCEX MPETIApaTOB MOXKET OCYIICCTBIIATHCA HE3aBUCUMO.

Tpomboyumonenus
KosnuecTBo TpOMOOLIMTOB PexoMeHnaanuu
Chmsminocs g0 <30 x 10%/n [IpuocraHoBUTH  JiIeYEHHE  JIEHATUIOMMIOM
BoccranoBuiioch 70 B0300HOBUTH JIeUeHUE JICHATHIOMHIOM B J103€
> 50 x 10%/n ypoBHS -1 OMH pa3 B JIeHb
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Kaxmoe MOCJIeTyIOTIee camxenue | [I[pnocTaHOBUTE JICUCHUE JTCHATAIOMHIOM

<30 x 10%/n

Boccranosminocs 1o > 50 x 10%/n B0300HOBUTE JIcUCHHE JICHAIMIOMHUIOM B 03¢
CIIeMyroniero 0oJjiee HU3KOTO YPOBHS OJIMH pa3 B
JICHb

Heiimponenus
AYH Pexomenganmun®

CHHU3HUIIOCH bi o) <0,5 % 10°/n unu | [IpruocTaHOBUTH JieueHHE JEHATUIOMHUIOM U

¢deOpunbHas HelTponeHus (IMXOpaJka C | KOHTPOJIHPOBATH KOJIHMYECTBO BCEX KIETOK

Temmnepatypoii Tena > 38 °C; < 1 x 10%/n) KpPOBHU HE pexe OJHOTO pasa B 7 IHEH

BoccranoBminoch 10 > 1 x 10%/n Bo0306HOBUTH NeueHe B 103€ YpOBHS -1 O11H
pa3 B JICHb

Kaxmoe TTOCIIe Ty OTIIee cHukeHue | [IpuocTaHOBUTH JIeUeHNE JICHATUOMHIOM

<0,5 % 10°/n 17001 bedpubHas

HEUTPOTIEHUS

Boccranosmioch 1o > 1 x 10%/n B03060HOBUTE J€YeHHE JIEHATUIOMHUIOM B
7103  Ccremyromero 0ojiee HHU3KOTO YPOBHS
OJIMH pa3 B JIeHb

? Ha ycMoTpeHue Bpaya, el HeHTpOIEeHH s SBIISETCS eIMHCTBEHHBIM MPOSBICHUEM TOKCHUHOCTH MpPH JIH06OH
J103€ JICHATUIOMUIA, MOXKHO TOOABHUTh K TEpallM TPaHYIONHUTAPHBIA KoloHuecTUMYyupytoumi dakrop (I'-
KC®) u coxpanuTth 103y JICHAIUIOMH/IA.

ToanepxkuBaronias Tepanus JeHaTuaoMuaom v nanueHTos mnocie TT'CK

[MonnepxuBarommas Tepanus JCHATHIOMHUIOM MOXET ObITh HauaTa MpH YCIOBUU MOJHOIEHHOTO
BOCCTAHOBJIEHUsI remarosniornyeckux nokaszateneidl mocie TI'CK y nanueHToB, HE MMEHOIIUX
TIPU3HAKOB IIPOrpeccupoBans. JIeHaIUIOMU/L He cileyeT Ha3HayaTh, ecain AUH < 1,0 x 10°/n u
(unum) uncio TpoMGonuToB < 75 X 10%/1.

Pexomenoyemas 0osza

Pexomennyemas HadanpHas a03a JeHanuaomMuaa cocrasiser 10 Mr oguH pa3 B JIeHb BHYTpb
HenpepblBHO (¢ |1 mo 28 meHb TMOBTOPHBIX 28-THEBHBIX IMKJIOB) IO TIPOTPECCHPOBAHUS
3a00/eBaHUsl WM  NOSBJIEHUS  NPU3HAKOB  HemepeHocumoctu.  [locnme 3 nukios
NOJJIEPKUBAIOLIEH Tepanuy JCHATUIOMUIOM 103y IIpernapaTa MOKHO YBEIUYHTH 10 15 Mr oauH
pa3 B IeHb BHYTpPb IIPU XOPOLIEH EPEHOCUMOCTH.

Towazoeoe crnudcernue 003wl

Havanbnas no3za (10 mr) [Tpu nossitieHnu 10361 (15 mr)?
Ho3a yposHst -1 5 mr 10 mr
Jlo3a ypoBHS -2 5 mr (mam 1-21 kaxnapie 28 mnHel) | 5 mr
Jlo3a ypoBHs -3 Henmpumennmo 5 mr (mam 1-21 kaxnapie 28 nHei)
He npumenste 10361 HUKE 5 Mr (auu 1-21 kaxabie 28 gHeil)

2 MMocne 3 MKIIOB NOIEPKUBAIOIIEH Tepaliy JeHATHAOMUIOM 103y NPenapaTa MOKHO YBEIUUYUTh 10 15 MT ofiuH
pa3 B IeHb BHYTPb IIPH XOpOLIEH NEPEHOCUMOCTH.
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KosanuecTBo TpOMOOLMTOB

Pexomenpanuu

CHm3mioch 10 < 30 x 10°/n
Boccranosmiiock 10 > 30 x 10%/n

[IpuocTaHoBUTH J€eUEHUE JTCHATUIOMHIOM
B0306HOBUTH JIeUeHNE JIEHATUJOMHU/IOM B J103€
ypoBHS -1 OJIMH pa3 B JICHb

Kaxoe nocieayromee caukenue < 30 x 10%/1
Boccranosuiock 10 > 30 x 10°/n

[TproCTaHOBUTH JICUCHUE JICHATUOMHUIIOM
B0300HOBUTH JIeUCHUE JICHATTHIOMH/IOM B J103€
crenyromero 0ojee HU3KOTO YPOBHS OJIMH pa3
B JICHb

Hetimponenus

AYH

PexomMenganun®

Causzuioch 10 < 0,5 x 10%/n
Boccranosmitocs 10 > 0,5 x 10%/n

[IprocTaHOBUTH JIEUEHUE JICHATUJOMUIOM
Bo03006HOBUTH NeueHue B 103€ ypoBHA -1 ofuH
pa3 B I€Hb

Kaxmoe
<0,5x10%n
Boccranosminocs 10 > 0,5 x 10%/n

nocJjaecayroniee CHMXXCHHC

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAJIMAOMHUIOM

B0306HOBUTH JIeUeHNE JICHATTUIOMUIOM B J103€
crenyromero 0ojgee HU3KOrO YpOBHS OJMH pa3
B JICHb

a Ha YCMOTpEHUE Bpada, €CJIn HCﬁTpOHCHHﬂ ABJIACTCA CAMHCTBCHHBIM IIPOSABJICHUEM TOKCUYHOCTH IIPU 000K J103€

JIEHAJTHIOMHUAA, MOXKHO A00aBUTh K Tepanuu [ -KC® u coxpaHuTs 103y JIeHATHUIOMHUA.

JlemaaugoMua B KOMOMHAIIMKM C JIEKCAMETA30HOM J0 IPOrpeccHpoBaHMsa 3a00JieBaHUI Y

OalMEHTOB, KOTOPHIM HE ITOKa3aHa TPaHCIIAHTAIIuA

He crneayer HauMHaTh Tepanuio jeHaauaomuaom, ecid AUH < 1,0 x 10°1 u (uwiu) gucio

TpoMGoIMTOB < 50 % 10°%/1.

Pexomenoyemas 0oza

Pexomennyemasi HavanpHas 103a JICHAIUIOMUIA COCTABISET 25 MI' OIMH pa3 B J€Hb BHYTPH C

I mo 21 meHb TOBTOPHBIX 28-THEBHBIX IIMKJIOB.

PGKOMCHI[yeMaﬂ J03a ACKCaMCTa30Ha

coctasinsgeT 40 Mr oiMH pa3 B JIeHb BHYTPh B 1, 8, 15 u 22 1HU NOBTOPHBIX 28-THEBHBIX LIUKJIOB.

HaLII/IeHTLI MOT'YT IpPOAOJKATh  TEpaluro

JCHAJIMAOMUIOM H  JC€KCaMETa3sOHOM  J10

IMporpeCCUpoBaHud 3a00JIeBaHUs W MTOSIBIIEHUS IMPU3HAKOB HCIICPECHOCHUMOCTH.

Tlowazoeoe crudcernue 003l

Jlenamuaomug® Jexcamera3zon®
HauanpHas no3a 25 mr 40 mr
Jloza ypoBHsi -1 20 mr 20 mr
Jlo3a ypoBHs -2 15 mMr 12 mr
Jlo3a ypoBHs -3 10 mr 8 mMr
Jlo3a ypoBHs -4 5 wMr 4 mMr
Jo3za ypoBHst -5 2,5 mr Henpumenumo

a CHIDKEeHHe J03BbI T Ka)KA0T'0 MpenapaTta MOKET OCYIIECTBIIATHCA HE3AaBUCHUMO.




Tpomboyumonenus

COOTBETCTBYET 3KCNEPTHOMY OTYETY

ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

KoJsimyecTBo TpoMOOINTOB

Pexomenganuu

CHM3WIOCH 10 < 25 x 10%/n

Boccranosmioch 10 > 50 x 10°/n

[IpekpatuTh JieYCHUE JICHATUIAOMHUAOM JIO
KOHIIA InKIIa®

Bo300HOBUTHL JicUeHHWE B MEHbIICH 03¢ (B
CIICIYIONIEM UK€ CHHU3HWTH JI03y Ha OJUH
YPOBEHB)

& Ecmn mosonuMuTHpytomas Tokcuuocts (JJIT) pasBuBaercs Ha > 15 neHp LMKINA, JI€YEHHE JIEHATMIOMHIOM

peKOMeHyeTcs IPHOCTaHOBUTh, 10 KpaiiHel Mepe, Ha OCTaBIIMIACS MePHOJ TeKYIIero 28-THEBHOT'O IUKIIA.

Hetimponenus

AYH PexomMenmanumn®
[TepBoe camxkenne no < 0,5 x 10°/n IIprocTaHOBUTH IEUYECHUE JTEHATUIOMHUIOM
BoccranoBuinoch 1o >1x 10%/n 1 | Bo300OHOBUTE JIeUeHHE JICHAIHIOMHIOM B
HEUTPOIIEHUsT — E€IUHCTBEHHOE IIPOSIBIICHUE | HAYaJIbHOW JJ03€ OJUH pa3 B JICHb
TOKCHYHOCTH
BoccranoBuinoch hi (o) >0,5x10°/n 1 | Bo300OHOBUTS JICUEHHUE JICHAINIOMHUIOM B J103€
HaOJIFOJaI0TCs Jpyrue, OTJIUYHEIC OT | ypoBHS -1 0JIMH pa3 B ACHb

HeWTponeHuu, Buibl remartosiorunueckon JJIT

Kaxnoe MOCJeAyIoIIee CHI)KEHHE
<0,5%10%n
BoccranoBuiocs 10 > 0,5 x 10%/1

HpI/IOCTaHOBI/ITL JICYCHUC JICHAJIIUJOMHNAOM

B0300HOBUTH JIeUCHUE JICHATUIOMUIOM B J103€
crenyromiero 0ojee HU3KOTO YPOBHS OJIMH a3
B JICHb

2 Ha YCMOTpEHHUE Bpaya, €CId HEHTPONEeHHUs SBJSIETCS] €AMHCTBEHHBIM MPOSIBICHHEM TOKCHYHOCTH HpH 000
JI03€ JICHATUAOMHUIA, MOXKHO 100aBUTh K Teparmuu [-KC® u coxpaHuTh 103y JCHAIUIOMHIA.

Ecnu no3a nenanumomuaa Obliia CHMKEHA B CBsI3U ¢ remarosorudeckoit JIJIT, oHa MOxeT ObITh
MOBBINIEHA JI0 CJEAyIOolIe, Oosee BBICOKOW /03bI (BIUIOTH /0 HAdalbHOM M03bI) Ha (oHE

koctHoro Mo3ra (orcyrctBue JIJIT B TedeHwe

GyHKITIN

2 mocneaoBartenbHbIX HuKI08: AUH > 1,5 x 10°/1 u uncno TpomGouuTos > 100 x 10°/n B Hauane

YIIyUILIEHHUS MUHUMYM

HOBOTO ITHKJIQ).

JleHanuaoMua B KOMOMHALIMK ¢ MeJ'I(baJ'IaHOM W TOpeIHU30JIOHOM ¢ TOCHeAyrouiei

HOJUIEPKUBAIOIIEN TEpaIMeN JIEHAINIOMIIOM YV MMAIMEHTOB, KOTOPLIM He mmokazana TT CK

He pomyckaeTcs HaYMHATH TEPanuio jeHanuaoMuaoM, ecmt AUH < 1,5 x 10%/1 u (unu) yucio
Tpom6GoruToB < 75 % 10%/1.

Pexomenoyemas 0oza

Pekomennyemass HadanpHas fJ03a JeHaauaomuja cocraBiser 10 Mr B neHb BHYTpb ¢ 1 1o
21 neHb MOBTOPHBIX 28-THEBHBIX UKIIOB (00IIEH YUCICHHOCTHIO 10 9 MUKIIOB), a MelndanaHa —
0,18 MI/kKr W mpegHU30J0Ha — 2 MI/KT BHYTPb B |—4 IHH TOBTOPHBIX 28-IHEBHBIX IMKIIOB.

HaHI/ICHTaM, KOTOPLIC 3aBCPIINIIN 9 TOMHEIX OUKJIOB nIn HC MOT'YyT I1oJIy4aThb

KOM6I/IHI/IpOBaHHYIO TCpalunro n3-3a HCIICPECHOCUMOCTU, Ha3Ha4aroT MOHOTEpANIO

neHanugomMusom: 10 Mr oluH paz B JieHb BHYTPb ¢ 1 mo 21 j1eHb MNOBTOPHBIX 28-IHEBHBIX

OUKIIOB A0 HNPOrpeCCUpOBaHUA 3a00JIEBaHUS.




Towazoseoe crudrcernue 003wl

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

JlenaaugomMun Meudasan IIpeaunzonon
HauvansHas no3a 10 mr? 0,18 Mr/kr 2 Mr/Kr
Ho3za ypoBHs -1 7,5 mMr 0,14 mr/kr 1 mr/kr
Jlo3a ypoBHS -2 5 Mr 0,10 mr/kr 0,5 Mr/kr
Jloza ypoBHs -3 2,5 Mr Henmpumennmo 0,25 Mr/kr

a Ecmu HeﬁTpOHeHPIﬂ ABJIACTCA €AUHCTBCHHBIM IPOABJICHUEM TOKCHYHOCTU Ha q)OHe TMIPUMEHCHUA mo0oit JO3BbI,

crnenyet 106aBuTh K Tepanuu [-KCD u npoaomKkuTh JeYCHUE JICHATHIOMHIOM B TOMH JKe 103¢€.

Tpomboyumonenus

KoanuyecTBO TpOMOOIIUTOB

PexoMenpanuu

Iepsoe cHmKeHue 10 < 25 x 10%/n
BoccranoBminoch 10 > 25 x 10%/n

[TprOCTaHOBUTH JICUCHUE JICHATUJOMHUIIOM
B0300HOBUTH JICUEHHE JICHAIMIOMHUIOM |
MendaaaHoM B 103€ YPOBHS -1

Jlist Ka)XJ10T0
camkenns < 30 x 10%/x
Boccranosmitock 10 > 30 x 10%/x

MNOCJICAYIOLICTO

HpI/IOCTaHOBI/ITB JICYCHUEC JICHAJIMOMHIOM

B0300HOBUTH JIe4eHHE JICHAIWAOMHIOM B
MEHbIIeH 03¢ (103 YpOBHS -2 WU -3) OJHH
pa3 B JIeHb

Hetimponenus

AYH

Pexomenmanun®

IepBoe camkenue a0 < 0,5 x 10%/m1®

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIUJOMHNAOM

Boccranosuioch 10 >0,5x10°/n " | Bo30OHOBUTE JleueHHE JIEHAIMOOMHIOM B
HEUTPOINEHUS — EIUHCTBEHHOE IMPOSIBICHHUE | HAYaJIbHOW JJO3€ OJUH pa3 B I€Hb
TOKCHUYHOCTHU

Boccranosuioch JI0 >0,5 x 10°/n u | Bo300HOBUTE JIEUEHNE JICHAIUIOMHUIOM B 03€
HAOJIFO/IAfOTCST  JApYyrde  IeMaTOJIOTHYECKHE | YPOBHS -1 OJUH pa3 B ICHb

JUIT, oTiinyHbIe OT HEUTPOIIEHUU

Kaxmoe nocjeayliee cHmkenue | [IpuocTaHOBUTH JieueHre JIEHATUIOMUIOM
<0,5 % 10%n

Boccranosmitocs 10 > 0,5 x 10°/n

B0300HOBUTH JIeUeHUE JICHATHIOMUIOM B J103€
cienymomero 0ojiee HU3KOro YpoBHsI OJIUH pa3
B JICHb

a Ha YCMOTPEHHUE Bpayda, €CIH HeﬁTpOHeHHﬂ ABJACTCA €AMHCTBCHHBIM IPOABJICHUEM TOKCHUYHOCTH IIPpH 000

J103¢ JICHATUIOMUIA, MOKHO 100aBUTh K Tepanuu [-KC® u coxpaHuTh 103y JCHATHIOMU/IA.

Mnuoswcecmeennan muenoma (MM) y nayuenmos, noayuuguiux Kaxk MUHUMYM OOHY JIUHUIO

mepanuu

He nomyckaeTcsi HauuHaTh JliedeHMe JeHaauaomuaoM, ecad AUH < 1,0 x 10°n u (umm)

KOIIMYECTBO TpoMbomuToB < 75 x 10°/m wmm,

B 3aBHCUMOCTH OT CTCIICHH I/IH(l)I/I.HBTpaLII/II/I

KOCTHOI'O MO3ra 1miadsMaTH4C¢CKNMH KIICTKaMH, KOJIN4YCCTBO TpOM6OI_II/ITOB <30 x 109/J'I.

Pexomenoyemas 0oza

Pexomennyemast HauanbHas 103a JICHAIUIOMUA COCTABISAET 25 MI BHYTPb OJIMH pa3 B ACHb B 1—

21 neHb NOBTOPHBIX 28-THEBHBIX IIUKIIOB.




COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 13.03.2025 N2 6790

(MOCNEOCBATENEHOCTE 0002)

Pexomenyemast no3a jexkcamerazoHa coctasisier 40 mr onaud pa3 B aeHb B 14, 9—12 u 17—
20 nHU Kaxaoro 28-IHEBHOTO IHMKJIa B NEpBbIEe 4 UKIIA Tepanuu, a 3areM 1o 40 Mr oJlMH pa3 B
JIeHb B 1—4 AHUM KaxXJI0TO MOCieaAyIolero 28-1HEBHOTO IUKIIA.

Bpauy cnemyer tmatensHO moAOWUpaTh 03y JEKCamMeTa3oHa, NPUHUMAas BO BHUMAaHHE
COCTOSIHUE TIAIIMUEHTa U CTauI0 3a00JIeBaHMUSI.

Towazoeoe crudcernue 003wl

HauanpHas no3a 25 Mr

Ho3za ypoBHs -1 15 mr

Jo3a ypoBHs -2 10 mr

Jlo3a ypoBHs -3 5 Mr

Tpomboyumonenus

KoauvecTBO TPOMOOIIUTOB Pexomenpanuu

IepBoe camxenne < 30 x 10°/n [IprocTaHOBHTH JIEUEHHE JIEHATTUAOMHUIOM

Boccranosuiock > 30 x 10%/1 B0300HOBUTH JICUEHUE JICHAIUJIOMHUIOM B
Jl03€ YpOBH -1

Kaxnoe MocIeayonee cHwkeHue | [IpnoctaHoBUTH JeueHNE JCHATUI0OMHUIOM

<30 x 10%/n

Boccranosuiock > 30 x 10%/1 B0300HOBUTEH JieueHHE JEHATUIOMUIIOM B
MEHBIIEH 103e (71032 YpOBHSA -2 WK -3) OJUH
pa3 B JIeHb
He npumensaTs 10361 IpenapaTa MeHbIIE 5 MT
B JI€Hb

Hetimponenus

AYH Pexomenanun’

Iepsoe cHmkenne < 0,5 x 10/ [IprocTaHOBUTH JIeUEHUE JICHAIUIOMUIOM

Boccranosuioch >0,5 x 10°/n u | Bo300HOBUTE J€UeHME JIEHAIUIOMHUIOM B

HEUTPOIIEHUS — EJAMHCTBEHHOE IIPOSBIECHUE | HAYAJIbHOM /103€ OJIMH pa3 B JI€Hb

TOKCUYHOCTH

Boccranosuinock > 0,5 x 10°/1 u ects npyrue | Bo3o6HOBUTH JleueHHE JEHANTHIOMUIOM B

MPOSIBIICHUS TeMaTOJIOTUIECKON JUIT, | no3e ypoBHs -1 oauH pa3 B JIeHb

OTJINYHBIE OT HEUTPOTIEHUH

s kaxaoro mocieayromero cHwkeHus | [IprocTaHOBUTSH JieueHUE JICHATUAOMUIOM

<0,5x10%n

Boccrarosmitocs > 0,5 x 10%/1 B0300HOBUTE JleUueHHE JIEHATHIOMHUIOM B
MeHblIeH no3e (no3a ypoBHS -1, -2 unum -3)
OJIMH pa3 B JIeHb
He mpumenars n03bl ipenapaTa MEHbIIE S5 MT
OJIMH pa3 B I€Hb

a Ha ycmomperue epada, eciu Heﬁmponeﬂuﬂ ABNAMCS €OUHCMEEHHBIM nposeienHuem moKkcudHocmu npu 10601
003e enanudomuoa, moicno 0obasums k mepanuu I -KC® u coxpanums 003y 1eHATUOOMUOIA.
Muenooucnnacmuueckue cunopomvt (M/IC)

He nomyckaercs HauMHATH Tepamuio NeHanupomuaom, ecmi AUYH <05 x 10°/n u  (unm)
KOIMYECTBO TPOMOOIHTOB < 25 % 10%/11.

Pexomenoyemas 0oza
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

Pexomennyemasi HadanmpHasi J03a JCHAIMIOMHIA cocTaBisieT 10 MT BHYTpPh OJIMH pa3 B JCHb
¢ 1 mo 21 neHb NOBTOPHBIX 28-THEBHBIX IIMKJIOB.

Towazoeoe crudcerue 003bl

HagansHas mo3a 10 mr oauH pa3 B feHb ¢ 1 1o 21 neHs kaxasie 28 aHen
Jo3a ypoBHs -1 5 Mr oJivH pa3 B AeHb ¢ |1 no 28 neHb kaxaple 28 aHen
Jlo3a ypoBHs -2 2,5 Mr oJuH pa3 B ieHb ¢ | no 28 neHp Kaxplie 28 nHei
Jo3a ypoBHs -3 2,5 mr uepes JieHb ¢ 1 no 28 neHs Kaxaple 28 qHei
Tpomboyumonenus

KoauyecTBo TpOMOOLIUTOB Pexomenpanuu
CHM3WIOCH 10 < 25 x 10°/n IIpuocTaHOBUTH JieueHHE JIEHATTUIOMUIOM
Boccranosuinoch bi (o) >25x10%n — | Bo30OHOBHUTE JeueHHE JIEHAIMIOMHUIOM B

<50 x 10°/n MUHUMYM JBaXIbl 3a IEPUOJ | MEHbIIEH a03€e (103a ypoBHS -1, -2 wiu -3)
>7 mHel WM KOrjJa 4YHCIO TpPOMOOLUTOB
BOccTaHaBuBaercs a0 > 50 x 10°/n B mroboii
MMPOMEXKYTOK BPEMEHH

Heiimponenus

AYH PexomMenpannun
Cauzmioch 10 < 0,5 x 10°/1 [IprocTraHoBHUTH JIeueHHE JICHATUIOMHUIOM
BoccranoBuiocs 10 > 0,5 x 10%/x1 B0300HOBUTE JleueHHWE JIEHAIUIOMHIOM B

MeHbIIeH 103€e (103a ypoBHS -1, -2 wiu -3)

Ilpexpawenue npuema nenarudomuoa

Jleyenuie neHanMIOMUIOM CIEAYET MPEPBATH Y TEX NALMEHTOB, Y KOTOPHIX B T€UEHUE 4 MeCSIIEB
1ocjie Hayaja Tepamuu OTCYTCTBYET XOTs Obl HE3HAUMTENbHAs SPUTPOUAHAS peakuus, y
KOTOPBIX OTMEYaeTcs, Mo MeHbInei mepe, 50 % cHmkeHne MoTpeOHOCTH B reMoTpaHchy3usx,
WIH, IPY OTCYTCTBUM reMoTpaHc(y3uii, Habro1aeTcs yBeJlndeHue reMoraoouna Ha 10 r/m.
Jumepoma uz knemok manmuiinoii 30nvr (MKJI)

Pexomenoyemas 0oza

Pexomenmyemasi HadanpHasi 1032 JICHAIMAOMHUAA COCTABISIET 25 MI BHYTPh OJUH pa3 B JCHb C
1 mo 21 geHb MOBTOPHBIX 28-THEBHBIX IIUKJIIOB.

Towazoeoe cuudcernue 003wl

HagansHas mo3a 25 Mr ojuH pas B JieHb ¢ 1 o 21 genb kaxapie 28 qHel
Jo3za ypoBHs -1 20 Mr oauH pa3 B ieHb ¢ | no 21 geHb kaxple 28 nHei
Jo3za ypoBHst -2 15 mr oauH pa3 B JeHb ¢ 1 no 21 nens kaxaplie 28 nHei
Jloza ypoBHs -3 10 mr oauH pa3 B JaeHb ¢ 1 no 21 geHs kaxasie 28 aHei
Jlo3a ypoBus -4 5 Mr o7uH pa3 B JieHb ¢ 1 1o 21 aeHs kaxapie 28 qHei
Ho3a ypoBHA -5 2,5 Mr ouH pa3 B JieHb ¢ 1 o 21 neHp kaxapie 28 qHei
5 Mr yepes eHb ¢ 1 o 21 nenp kaxasle 28 nHei

Tpomboyumonenus

KoauyecTBO TPOMOOLIUTOB | Pexomenganuu

11



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

KoanuecTso TpoMO0OLIUTOB

Pexomenganuu

CHmmIoch 10 < 50 % 10°/n

BoccTranoBminock 10 > 60 x 10%/x

HpI/IOCTaHOBI/ITI) JICUCHHUEC JICHAJIUAOMHUIAOM H
KOHTPOJIUPOBATh KOJHYECTBO BCEX KIIETOK
KPOBH HE PeXe OJHOTO pasa B 7 qHE
B0300HOBUTH JieUCHHE JICHATUIOMHUIOM B
MEHbIIeH 103€ (11032 YpoBHS -1)

Kaxnoe MoCJeAyIoIIee CHIDKEHHE
<50 x 10%n

BoccranoBmiioch 10 > 60 x 10°/n

ITprOCTaHOBUTH JIEYEHHE JICHATUIOMHIOM U
KOHTPOJIUPOBaTh KOJIMYECTBO BCEX KJIETOK
KpPOBH HE peXe OJITHOT0 pa3a B 7 AHEH
B0300HOBUTH JI€UCHHE JIEHATUIOMHUIOM B
MEHbIIEeH 103e (103a ypoBHA -2, -3, -4 wiH -
5). He npumensaTts n03bl mpenapaTa HHUXKE
YPOBHS -5

Hetimponenus

AYH

Pexomengannu

Camsmnock 10 < 1 x 10°/1 mo meHsIIeii mepe
B TEUECHUE 7 THEU

uiu

Cumswioch 10 <1 x10°/m B coueraHuu c
muxopankoit (temmeparypa Tema > 38,5 °C)
uiu

Canzmioch 10 < 0,5 x 10%/x1

[IprocTaHOBUTH JiIeUEHUE JICHATUIOMHIIOM U
KOHTPOJIMPOBATh KOJHMYECTBO BCEX KIETOK
KpPOBH HE pEK€ OAHOTO pa3a B 7 AHEMN

Boccranosmiiock 10 > 1 x 10°/n

B0300HOBUTEL JieueHHE JICHAIMIOMHIOM B
MeHblIeH 103€e (103a ypoBHS -1)

Kaxoe nocneayroiee cHmkenne < 1 x 10%/1
110 MEHBIIIEW Mepe B TeUCHHUE 7 THEH

uiu

Cumkenne <1x10°1 B coyerannu c
muxopankoit (temmepartypa Tema > 38,5 °C)
uiu

Camxenue 10 < 0,5 x 10%/n

Boccranosmnocs 10 > 1 x 10%/n

HpI/IOCTaHOBI/ITb JICYCHUC JICHAJIUAOMHUI0OM

B0300HOBUTH JleUeHHE JIEHATUIOMHUIOM B
MeHblIeH no03e (1o3a ypoBHs -2, -3, -4 wiun
-5). He npumeHsTh 1036l TpenapaTa HUKE
YpOBHA -5

Donnukynapuas aumgpoma (DJI) unu aumgpoma uz knemox mapzunanvroii 30ust (JIM3)

He nomyckaeTrcs HauMHATh JiedeHHe JeHamumoMupoM, eciu AUYH < 1,0 x 10°/n u (umm)

KOIIMYECTBO TpoMbomuToB < 50 X 10°/1, ecnu TONBKO 3TO HE BBI3BAHO MH(MILTpalUEit

KOCTHOI'O MO3ra Ipu JIuM¢pome.

Pexomenodyemas 0osza

PGKOMCH,Z[yeMaSI Ha4daJlbHadA A03a JCHAJINJOMHUIAAa COCTaBJIACT 20 Mr BHYTPb OAUH pa3 B AICHL B

1-21 neHp TOBTOPHBIX 28-THEBHBIX UHWKIOB (OOIIEH YHUCIECHHOCTBHIO 0 12 IUKIIOB).

PexoMeHn ryeMasi HayalbHasl 1032 PUTYKCUMaba cocTaBisieT 375 Mr/M? MIIOMaau IOBEPXHOCTH

12




ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

TeJa BHYTPUBEHHO (B/B) Kakmyro Henenmro B 1 nukie (1, 8, 15 u 22 nan) u B 1 1€Hb KaXKI0TO

28-THEBHOI'0 LIUKIIA IS 2—5 IUKIIOB.

Towaeosoe crudicenue 003wl

HauanrHaas nosa

20 Mr onuH pa3 B AeHb ¢ 1 1o 21 aeHp kaxable 28 aHel

Jlo3a ypoBHs -1

15 mr onuH pa3 B fesb ¢ 1 o 21 geHp kaxable 28 auei

Jlo3a ypoBHs -2

10 Mr oguH pa3 B ieHb ¢ 1 o 21 geHb Kaxple 28 qHei

Jo3a ypoBHs -3

5 Mr oauH pa3 B JieHb ¢ 1 1o 21 neHs kaxapie 28 qHen

Jlis Koppekuuu 103bl B pe3yjibTaTe TOKCHUYHOCTH C PUTYKCHMAOOM CIIEAyeT OOpaTHThCS K

COOTBGTCTBYIOIHCﬁ HWHCTPYKIHHU 110 MEAUITHUHCKOMY IIPUMCHCHHIO JICKAPCTBCHHOI'O IIpC€Iiapara.

Tpomboyumonenus

KoanuyecTBo TpoMG0INTOB

Pexomenpanuu

CHmmI0Ch 10 < 50 % 10%/1

BoccranoBmiiock 10 > 50 x 10%/n

HpI/IOCTaHOBI/ITB JISUCHHUEC IJICHAJIMJOMUIOM U
KOHTPOJIMPOBATH KOJIUYECTBO BCEX KIETOK KPOBU
HE pEe¥Ke OJTHOTO pa3a B 7 THEN

B0300HOBUTE  JleueHWE  JICHATUIAOMHIOM B
MeHbIIeH 103€e (103a ypoBHs -1)

Kaxnoe nocienyrouiee CHUKEHHE
<50 x 10%/n

BoccTranoBuiiock 10 > 50 x 10%/x

[IpuocTaHoBUTH JieUEHHE JICHATHIOMHUAOM U
KOHTPOJIUPOBATH KOJIMYECTBO BCEX KIETOK KPOBH|
HE pEeXe OIHOIO pas3a B 7 THEU

B0300HOBUTE  JleUeHHE  JICHAIUIOMHUAOM B
MeHbIIeH no3e (mo3a ypoBHsS -2, -3). Hel
MPUMEHSTH 1036l IIpenapaTa HIKe YpOBHS -3

Hevimponenus

AYH

Pexomenmanun®

Cummwioch g0 < 1 % 10°/n1 mo MeHbIeit
Mepe B TeueHue 7 JHen

HpI/IOCTaHOBI/ITB JICYCHHUEC JICHAIMIOMHAOM H
KOHTPOJIHUPOBATH KOJIMYCCTBO BCEX KIICTOK KPOBU

unu HE pEe¥Ke OJTHOTO pa3a B 7 AHEH

Cuusunock 10 < 1 x 10°/n1 B coueTanuu ¢

JTUXOPAKON (Temmepatypa Tena

> 38,5 °C) wu

Cuusuiocs 10 < 0,5 x 10°/n

Boccranosuiock 10 > 1 x 10°/n Bo300HOBUTH  JleueHHE  JICHATUIOMHUIIOM B
MEHBIIeH 103€ (1032 ypoBHS -1)

Kaxnoe nocjuenyroiee cHikeHue | [I[ppocTaHOBUTH JIeUeHHE JIEHAIUJOMHUIOM U

<1 x10°/1 no MeHbIIell Mepe B TeYEHHE | KOHTPOIMPOBATH KOIHYECTBO BCEX KIETOK KPOBH

7 nHe HE peXe OTHOro pa3a B 7 IHEH

umu

Cumxenne <1 x10°1 B coueTanuu c

JTUXOPATKOU (Temmieparypa Tena

>38,5°C)

unu

Cumxenue 10 < 0,5 x 10%/n
Boccranosmiock 10 > 1 x 10°/n

B0300HOBUTH  JieYeHHE JICHATUAOMHUIOM B
MeHbIlled 1no3e (mo3a ypoBHa -2, -3). He
NPUMEHSTH JI03bI IIPerapara HiKe ypoBHS -3

13
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JTEETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.03.2025 N2 6790

(NOCNEQOBATENLHOCTR 0
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a Ha YCMOTPEHHUE Bpaya, €CIIu HCﬁTpOHeHHﬂ ABIACTCA €AUHCTBCHHBIM IIPOABJICHUEM TOKCHUYHOCTH IIpH TH000i

J103€ JIeHAIMAoOMH I, cieayet 1o6aButh [-KCO.

Jumepoma u3z xknemox manmuiinou 3onvt (MKJI),
aumgoma u3 Kiemox mapunaivhoii 3onusl (JIM3)

Cunopom auszuca onyxonu (TLS)

donnuxkynapnaa numepoma (@OJI) unu

Bce manmenTs! 1oKHBI TONy4YaTh npoduiaktuaeckoe teuenue TLS (amnomypunon, pacOypukasa

HJIM aHAJIOTH B COOTBETCTBUH C PCKOMCHAAIUAMU MEAUITUHCKOI'O y‘IpC)KI[GHI/IH) 1 00€3BOKUBAHHS

(mepopanbHO) B TeUeHHE NEepBOW HENENIH MEepBOro IMKJIa WIM B TeUeHHE Oonee IUTENFHOTO

Mepuojia, €ciau 3TO KIMHWYeCKH Toka3zaHo. s moHutopunra TLS HeoOXoammo MpoOBOIUTH

paBBCpHYTBIﬁ OMOXMMHMYECKHI aHaIu3 KpOBH, Ha3HA4YaeMBbIN CXKCHCACIIbHO B TCYCHUE IIEPBOIO

OUKJIa U B COOTBETCTBHUH C KIIMHNYCCKHMHU ITOKa3aHUAM

u.

[Ipuem neHamuIOMHIA MOXHO MPOAODKATH (C MOAAEPKAHHWEM JO03bI) y TMAIUEHTOB C

naboparopubiM TLS wnu knmuanueckum TLS 1 crenenn

Ha OJIMH YPOBCHDb U IPOJOJIKUTH IMIPUCM JICHAJIUOMUAA.

, 1JIM HA YCMOTPCHUEC Bpada CHU3UTb 103y

HeoOxoaumo obecriednTs HHTEHCUBHYIO

B/B ruaparaiio U COOTBCTCTBYIOIICC JICHCHHUE B COOTBCTCTBUM C MECTHBIMU CTaHAapTaMH

OKa3aHMsI MEIULMHCKOW TOMOIIM JI0 KOPPEKUMH HapylleHus OanaHca 3JeKTpoiauToB. s

CHWKEHHUSI ypOBHSA THMIEPYPUKEMHUH  MOXKET

FOCHI/ITaHI/ISaHI/ISI nanueHTa 6y,£[€T OCYHICCTBJIATHCA 110

I10T;

peboBatbcsi  Tepamusi  pacOypHKazoi.

PCUICHUIO Bpaya.

VYV namuentoB c¢ winmHu4eckuM TLS 2-4 crenmeHn HeEOOXOJUMO IPHOCTAHOBUTH IpUEM

JICHAJTUIOMH/Ia ¥ TIPOBECTH Pa3BEPHYTHIN OMOXMMHUYECKUI aHAIN3 KPOBH €XKEHEJEIbHO WIH TI0

KIMHHUYCCKHMM IIOKa3aHUAM. HCOGXOI[I/IMO 00€eCIIeYnTh HUHTCHCUBHYIO B/B ruaparanyro u

COOTBCTCTBYIOICEC JICHCHUEC B COOTBCTCTBMM C HAWOHAJIbHBIMH CTaHJAdapTaMKW OKa3aHHuAd

MEIMIMHCKOM TMOMOIIM J0 KOPPEKIMH HapylIeHus OajlaHca AIIEKTPOJIHUTOB.

Tepanus

pacOypuKa3oi U rocUTaaIu3anus OyayT OCYIIECTBIATHCS [0 pelieHuo Bpaya. [Ipu ymeHbIeHuu

crenenu TLS o 0 mo pernennto Bpaya BO30OHOBIISIOT TIPUEM JICHATMIOMHIA B 103€ CIEAYIOIIETO

0oJsiee HU3KOTO ypoBHS (CM. pasnen 4.4.).

Cunopom  «8CnbllUKUY» — ONYXOAU  (CUHOPOM — MPAaH

nposienenuti onyxoau (TFR))

3UMOPHO20  yCYeYOnenus — KIUHUYeCKUX

Yy INanucHTOB C TFR 1 mim 2 creneHu PCUICHUC O MPCPBIBAHHUU JICUCHHA JICHAJIMIOMUIAOM HIIN

00 yMEHBIIIEHUH €T0 03bl OCTAETCS HAa YCMOTpeHHe Bpada. [1o ycMoTpeHHIo Bpaua MOXXET ObITh

Ha3HaueHa Tepanus HECTCPOMIHBIMH TPOTHUBOBOCTIANUTENbHBIMU Tipenapatamu  (HIIBIT),

OTpaHUYCHHAs] MO MPOJOJDKUTENBHOCTU Tepamnus rimokokoptukocteponnamMu (I'KC) u (mnnm)

HAapKOTUYCCKUMH aAHAJIBI'CTUKAMU. V nanmeHToB

¢ TFR 3 wiu 4 creneHu Tepamnuio

JCHATUIOMHUIOM cJelyeT mnpuocTaHoBUTh W Havarth Tepanuio HIIBII, TKC wu (umm)

HapkoThueckuMu aHanbrerukamu. Korga BeipakeHHOCTh TFR cHusutcs nmo <1 crenenw,
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ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

BO300HOBIIAIOT JICYCHHE JICHAIUIOMUIOM B JI03€ TOTO K€ YPOBHS B TE€UEHHE OCTABIICHCS YacTH
uukia. Cumnromatudeckas tepanus TFR mpoBOAUTCS COMTacHO peKOMEHAALUSM MO JEUEHHUIO
TFR 1 u 2 crenenu (cMm. pazaen 4.4.).

Bce nokazanus

[Ipu pa3zBuTHM y ManueHTa Ipyrux BUAOB TOKCUYHOCTH 3 U 4 CTENEHU TKECTH, CBSI3b KOTOPHIX
C TMPUMEHEHHEM JICHAIMJOMHUJA HeNb3s HCKIIOYUTh, JICUYCHHE JICHATUIOMHIOM CJeIyeT
MPUOCTAaHOBUTH. 1o perieHuto Bpaya JeueHHE JICHATHIOMUIOM MOXKET ObITh BO30OHOBJICHO B
7103€ CJeIyIolero, Oojiee HU3KOTO YPOBHS NPU CHWKEHHHM BBIPAXKEHHOCTH TOKCHUYHOCTH
70 < 2 CTENEHH.

Crnenyer paccMOTpPETh BOIPOC O MPUOCTAHOBKE WJIM MPEKPALICHUN JICYCHUS JCHATHIOMUIOM B
ClIy4ae pa3BUTHUS KOXKHOW chimM 2 wiaM 3 cTeneHd. JleyeHue JEHaNUIOMUAOM CIEIyeT
MpeKpaTUTh W HE  BO3OOHOBIIATH  TMOCIE  TMPEKpAIIeHHs  CICAYIOIMHUX  PEaKIIUid:
AQHTMOHEBPOTUYECKUI OTEK, aHa()UIAKTHYECKUE PEAKIUH, CHIb 4 cTeneHH, AKC(HOTUATUBHAS
unu  Oyie3Has Chillb, TNoj03peHHe Ha cuHApoM CruBeHca-/[)KOHCOHA, TOKCHUECKHI
SMHUAECPMANbHBIA  HEKPOJM3, JIEKAPCTBEHHAs  KOXKHAs  PEAKIHs,  COMPOBOXKIAIOLIASICS
s03uHOGMIHEN U cucteMHbIMU cumnitomamu (DRESS-cunapom).

Oco0ble rpymnmbl TalKEeHTOB

Tayuenmul nodcunozo éo3pacma

PesynbraTel ucciieioBanus GapMakKOKHHETUKHU JICHATHIOMHIA Y MTAIIMEHTOB MMOKUIIOT0 BO3pacTa
npejacTaBiieHbl B pazzaene 5.2. JleHanuaomMua Ha3HAyaldd HANUMEHTaM C MHOXECTBEHHOM
muenomorr (MM) B Bo3pacte nmo 91 ronma, manueHTam ¢ MHUEIOAMCIUIACTUYECKUM CHHAPOMOM
(MAC) — mo 95 ner, a narmenTam ¢ muMdomoii u3 kiaetok MmaHTuiiHoM 30061 (MKJI) — no 88 ner.
[TockonbKy y MAIMEHTOB MOXKHUIIOTO BO3pAacTa BEPOATHOCTh HApyIIeHUsS (DYHKIMH MOYEK BBIIIE,
703y TpemnapaTa HYKHO TMOAOUpPaTh OYEHb OCTOPOKHO, MPHU ATOM BO BpeMs JICUYCHHS
PEKOMEHIyeTCsl MOHUTOPHPOBATH (DYHKIIHIO MOYEK.

Bnepsuvie duamocmupoecmmm MHOMNCECMBEHHAA MUeroma. nayuermyvl, Konmopvim He nokasaHa

mpancnianmayus

[lepen Ha3HaueHuWeM JeueHHUs MAIMEHTaM C BIEpBble IuarHoctupoBanHoii MM (B/IMM) B
BO3pacTte 75 JeT u cTapiie HeoOX0JUMO TPOBECTH TIIATeNIbHOE 00caenoBaHue (cM. pasaen 4.4.).
Jlnis manmeHToB crapuie 75 JeT, Molydaronyx JeHaIUI0MHI B KOMOMHAIMY C IEeKCaMEeTa30HOM,
HauallbHasl 103a JieKkcaMeTa3oHa cocrapisieT 20 Mr ovH pa3 B eHb B 1, 8, 15 u 22 nau Kaxxa0ro
28-THEBHOTO IMKJIa JICYSHHUSI.

W3meHnenue 1103bl HE PEKOMEHIYETCS Ul HAIlMEeHTOB cTapiue 75 JeT, KOTOpble NMPUHUMAIOT

JICHAJIUMAOMU B COYCTAaHHH C Meﬂ(l)aHaHOM " NIPpCAHU30JIOHOM.

15



ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

VY nanuentoB ¢ BIMM B Bo3pacte 75 neT u crapiie, MoJydaBIINX JEHATUJIOMU, CEPhE3HbIC
HexenarensHble peakuuu (HP) u HP, xotopble npuBenu Kk npekpauieHuo Je4eHus, 0TMEYaINCh
yare.

KomOuHupoBaHHas Tepanus JICHATHIOMHUIOM XyXe IepeHocwiach mnamueHtramMu ¢ B/IMM
cTapiie 75 JIeT 10 CpaBHEHUIO ¢ MOJIOAbIMU nanueHtamu. [lanuentsl 6omee crapuiero Bo3pacra
yaime MpeKpamaid MpueM Mpenapara u3-3a MHIWBUAyalbHOW HemepeHocumoctu (HP 3 wmm
4 crenenu u cepbe3nbie HP), yem manmenTts B Bo3pacte 10 75 JeT.

Mnoowcecmsennan muenoma.: nayuermol, NOAVYUBUIUE KAK MUHUMYM OOHV JUHUIO mepanuu

IIpouent mnammentoB ¢ MM B Bozpacre 655eT M cTapumie, IOJIYy4aBIIUX
JIEHAIMAOMHUI/AEKCaMeTa30H MM IuIale0o/mexkcaMera3oH, ObUl cormocraBuM. He ormeueHo
pasnnuuii B 3pPEeKTUBHOCTH M 6E30MACHOCTH JICHAIMIOMU/IA B 3aBUCUMOCTH OT BO3pacTa, XOTs
HeNlb3sl HCKIIYMUTh OOJBIIYI0 YYBCTBUTEJIBHOCTh K IHpenapary y NallMeHTOB cTrapiiei
BO3PAacTHOM I'PYIIIIBL.

Muenooucniacmuueckue CuHODOMbl

Cpenn mnanmentoB ¢ MJIC, npuHMMAaBIIUX JICEHATWOMHUJ, HE OTMEUEHO pa3jIuduil B
Oe3omacHOCTH U 3(PPEKTHBHOCTH Yy TAIMEHTOB B BO3pacTe 65 JNeT W cTapiie W MalMeHTOB
Miazaue 65 ner.

Jlumpoma uz Kiemox MaHmulHoU 30Hbl

VY nanuentoB ¢ MKJI, npuHMMaBIINX JIEHAIUOMUA, HE OTMEUEHO Pa3JInyMii B 0€301MaCHOCTU U
3¢ GEeKTUBHOCTH Y MAIIMEHTOB B Bo3pacTe 65 JIeT U cTaplle U MalMeHTOB MiIajamie 65 Jer.

Donruxynapras JZuMGbOMa uiau JZMM(.‘bOMCl U3 K1emoK MapeunaibHoll 30Hbl

VY marmenToB ¢ OJI wim JIM3, npuHUMaBIIMX JCHATAIOMHI B KOMOMHAIIUKA C PUTYKCHMAaOOM,
oOmras yactora HP onnHakoBa Juisi manueHTOB B Bo3pacTe 65 JIeT U cTapuie Mo CPaBHEHUIO C
nanyeHTamMu  mtaname 65 yer. He ormedeno pazmuuuii B 3GGEKTHBHOCTH MEXKIY IBYMS
BO3pPACTHBIMM IpyIHIIaMH HallUe€HTOB.

Tayuenmul ¢ napywenuem @yHKyuu novex

JlenanumomMu BeIICISACTCS, TJIABHBIM 00pa3oM, IMovYkaMu. B CBs3M ¢ 3TUM, 110 Mepe HapacTaHUs
CTENeHW HapylIeHusl GYHKIIMM TOYEK CHIPKAETCS TOJIEPAHTHOCTh K Tepanuu (cM. pazaen 4.4.).
PexomenmyeTcst ¢ OCTOPOKHOCTBIO TIOJOMPATh A03Y MpernapaTa ¥ MOHUTOPUPOBATH (DYHKIIHIO
IOYEK.

Hnsa mammmerToB ¢ MM, MJIC, MKJI, ®JI unu JIM3 u moyedyHOM HEZOCTATOYHOCTBHIO JICTKOM
CTETICHU TSDKECTH He TpeOYeTCst U3MEHEHUS JI03bI JICHATUIOMU/IA.

PexomeHytoTCA Ciienylolue U3MEHEHUs PEeXKUMa J03UPOBAHUSI B Hayaje UM B XOJIe Tepaluu B
3aBHCHMOCTH OT CTENEHU TSHKECTH HapylmeHHs (QYHKIHMH MOYeK (JUIsl MAIMEHTOB C MOYESUHOM

HEJIOCTATOYHOCTBIO CPEJIHEN M TSXKENOM CTENEHU TSHKECTH, a TaKXKe ¢ TePMUHAIBHOU cTajuein
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

noueunoit HemoctatouHoctu (TCIIH)). MHccnemoBanusi ¢aswl [II mpu TCIIH (kmupenc

kpeatuauHa (KK) < 30 mi/muH, TpeOyeTcs npoBeeHHe quain3a) He TPOBOINIHCE.

Muoorcecmeennas muenioma

Cocrosinne pyuxiun novex (KK)

HN3meHeHne 1031

[ToyeuHass HENOCTATOYHOCTh cpeaHell cremeHu | 10 Mr oJMH pa3 B JIeHb'
TAKECCTHU

(30 mu/mun < KK < 50 mM/mMun)

[Toueunass HEMOCTAaTOYHOCTh TSDKENOW CTENMEHH | 7,5 MT OJMH pa3 B ICHb WU
TSKECTU 15 Mmr uepes neHb

(KK < 30 mui/muH, He TpeOyeTcs quann3)

TCIIH (KK < 30 mi/mMuH, TpeOyeTcs: 1ran3)

S MTI OJIMH pa3 B JieHb. B neHp auanmza
JI03y Tpemapara HYXHO MPUHUMATH
MOCJIE OKOHYAHHS CeaHca JTuaan3a

1
I[OSEI npemnapara MOXET OBIThH IOBBIIIICHA o 15 Mr oguu pa3 B ACHb IIOCJIC 2 IIUKIIOB TEpanuru 1pru OTCYTCTBUH

OTBE€Ta Ha T€paluro, HO XOpOLHCI;II €€ NEPCHOCUMOCTHU.

Muenooucniacmuueckue CUHaDOMbl

Cocrosinue pynkuun novek (KK)

HN3meneHnne a03bl

Iloueunas HegocTaTOYHOCTE | HavanmsHasg mo3a
CpeOHEN CTENEHH THKECTH

(30 mur/mun < KK < 50 mMa/mun)

5 MT OIWH pa3 B AEHb
(c 1 mo 21pnesp BO Bpewms
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

Jlo3a ypoBHs -1*

2,5 MTI" OIuH pa3 B JIeHb
(c 1 mo 28nmeHp BO BpeMms
MTOBTOPHBIX 28-THEBHBIX ITUKJIIOB)

Jlo3a ypoBHs -2*

2,5 Mr yepes JieHb
(c 1 mo 28geHp BO Bpems
MOBTOPHBIX 28-THEBHBIX UKJIIOB)

IToueunas HEAOCTaTOYHOCTh | HauanpHas m03a
TSKEIION CTETICHU TSHKSCTH

(KK <30 mu/mMmuH, He Tpebyercs

2,5 Mr OJIuH pa3 B JIeHb
(c 1 mo 21pgesr BO Bpems
MOBTOPHBIX 28-THEBHBIX IIMKJIOB)

JTAATA3) Jo3a ypoBHs -1*

2,5 Mr uepes JeHb
(c 1 mo 28neHp BO Bpewms
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

Jo3a ypoBHs -2*

2,5 Mr 11Ba pa3a B HEZEIO
(c 1 mo 28neHp BO Bpems
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

TCITH (KK < 30 mu/muH, Tpebyetcst | Haganbnas mo3a

2,5 MTr oMH pa3 B JIcHb
(c 1 mo 21 npgesp BO BpeMms
MTOBTOPHBIX 28-THEBHBIX ITUKIIOB)

JAaIn3)
B nmens nmanmuza o3y mpemapara
HYXXHO MPUHUMATh nociue | Jlo3a ypoBus -1*

OKOHYaHHUA CCaHCa Juaiu3a

2,5 Mr uyepes JieHb
(c 1 mo 28geHpr BO Bpems
MOBTOPHBIX 28-THEBHBIX IIUKJIIOB)

Jlo3a ypoBHs -2*

2,5 Mr J1Ba pa3a B HEJICIIIO
(c 1 mo 28geHp BO Bpems
MTOBTOPHBIX 28-THEBHBIX IUKJIIOB)

* BapI/IaHTI)I U3MCHCHHA JO03bI B XOAC JICUCHHUA WIIH €ro BO300HOBJIEHHS Ipu pasBUTHA HeﬁTpOHeHHPI,

TpOM6OHI/ITOHeHI/II/I Wi AJpYrux BUIOB TOKCHUYHOCTH 3 u 4 crencHU TSKCCTH, CBA3b KOTOPBIX C IPUMCHCHUCM

JICHAJIMAOMHK A HEJIb3s UCKIIIOYUTD, IIPEACTAaBJICHBI BBIIIIC.
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 13.03.2025 N2 6790

(MOCNEOCBATENEHOCTE 0002)

Jlumghoma uz kiemox MaHMUHOU 30HbL

Cocrosinue ¢pynkuuu nouek (KK) HN3menenue 10361
(c 1 mo 21 nens Bo Bpems
MTOBTOPHBIX 28-THEBHBIX ITUKJIIOB)

IloueyHass HEIOCTATOUYHOCTH CPEHEN CTEIEHU TSHKECTU 10 Mr oauH pas B JIeHb'

(30 ma/mun < KK < 50 Ma/muH)

IlouyeuHast HEAOCTATOUYHOCTD TSKEIIOU CTEIEHU TSKECTH 7,5 Mr oavH pa3 B JeHb WK 15 mr
(KK < 30 mur/muH, He TpeOyeTcs quanms3) 4yepes JIeHb

TCIIH (KK < 30 mu/mMuH, TpeOyeTcst Auaim3) 5 Mr ofuH pa3 B IcHb. B neHp

JAuajin3da 03y Iperapara Hy>KHO
IIPUHUMATD ITOCJIC OKOHYaHUSA
c€aHCa auajin3a

! Jloza MOXKET OBITH ITOBBIIIEHA J0 15 mr OJIMH pa3 B JICHb MOCJIC 2 LUKJIOB TEpAIu, €CJIU MalfUEHT HE OTBCYACT Ha

JICYCHHUC U TIPU OTOM Yy HETO HE Ha6JI}0I[aIOTC$I TIPU3HAKNA HECTICPECHOCUMOCTH.

Donnuxynsapuas JluMd)OMa uaiu ]lu/l/ld)OMa u3 Kiemok MClDZZ/lH(Z]leOZ:i 30Hbl

Cocrosinue ¢pynkuuu nouek (KK) HN3meHenne 10361
(c 1 mo 21 meHrb Bo Bpemst
MTOBTOPHBIX 28-THEBHBIX ITUKJIOB)

[Toyeunast HEAOCTATOUHOCTH CPEIHEN CTETIEHU TAKECTH 10 mr oxuH pa3 B geHs '

(30 m/mun < KK < 60 Ma/mun)

[loyeuHast HEAOCTATOUYHOCTD TSKETIOU CTENEHU TSHKECTH 5 Mr OJIMH pa3 B ICHb

(KK < 30 mur/muH, HE TpeOyeTcs Tuanms)

TCIIH (KK < 30 mu/MuH, TpeOyeTcst iuanu3) SMr omuH pa3 B J€Hb. B 1eHb

Jyanu3a 03y Ipenapara HYKHO
OPUHUMATh  IOCIE  OKOHYaHMs
ceaHca Auanmn3a

! Jloza MokeT OBITH MOBBIMIEHA M0 15 Mr omwH pa3 B JeHb mocie 2 IWKIOB TEPAINH, €CIH y TAaIeHTa He
HaOJII0JaI0Ch IPU3HAKOB HETIEPEHOCHMOCTH.
2 JInst MaLMeHTOB, 0Ty YAIONMX HaYalbHyHo 103y 10 M, B CIlydae CHIIKEHHS 10351 IS JICYCHHS HCHTPOTICHHH HIIH
TPOMOOLIUTONICHUN WM IPYTUX BUJOB TOKCUYHOCTU 3 WM 4 CTENEHH TsDKECTH, Pa3BUTHE KOTOPOM ObLia cBA3aHa C
IPHEMOM JICHATIHIOMHU/IA, He IIPUMEHATH JI03bI IIPerapara MEHbIIe 5 MI' 4epe3 JIeHb WU 2,5 M’ OJJUH pa3 B I€Hb.
Ilocne mavama JedeHUS JICHAIUAOMUAOM IMOCJICAYIOIIEEC HW3MEHCHUC O03bl Yy INMAaUMCHTOB C
HapylmeHuem (bYHKI_[I/II/I IIOYCK OOJIXKHO 68,3I/Ip0BaTBC5I Ha I/IH[[I/IBI/II[yaJ'ILHOI\/’I IMEPEHOCUMOCTHU
JICYCHUS, KaK YKa3bIBAJIOCh paHEC.
Tayuenmol ¢ napywenuem Qyukyuu nevenu
[Ipumenenune neHanuaoMuaa (GopMaabHO HE M3y4alld y HAIMEHTOB C HapyIIeHHeM (YHKIMU
INEYCHU, IIOOTOMY PEKOMCHIAIUMHU OTHOCHUTCIbHO HW3MCHCHHUA HOO3blI Y I[aHHOﬁ KaT€ropuu
MalKEeHTOB OTCYTCTBYET.

CTH
bezonacHocTh U 3¢ dexktuBHOCTS Npenapara Jlenanunomun - KPKA y nereit B Bozpacte ot 0 110

18 neT Ha JaHHBIM MOMEHT HE yCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Crocob npuMeHeHus

Buytps.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

Kancyner mnpenapara Jlenamumomuy - KPKA Henb3si OTKpbIBaTh, paszjiambiBaTh WIIU
pa3KeBbIBATh, UX PEKOMEHAYETCS] MPUHUMATh COTJIACHO CXEME TE€paluu B OJHO U TO K€ BPEeMs
A0 WUJIHU ITOCJIC MPpUCMa NHIIU, ITPOorjiaTbiBasa HEJIMKOM U 3aIllMBast BOlIOI>'I.

Mepbl IPeI0CTOPOKHOCTH, IPUHUMAEMbIC Neped NPpUMEHEHUEM Mpernapara Ui npu Da6OTC C

HHUM
Wndopmanus no padoTte ¢ MUTOTOKCHYECKUMU TpenapaTamMmu MpuBeieHa B paszene 6.6.
4.3. llpoTuBonoKka3anus

e ['MnepuyyBCTBUTEIBHOCTh K JICHATUAOMHAY U (MJIM) K JIOOOMY M3 BCIIOMOTaTeIbHBIX
BEILECTB, IEPEUNCIICHHBIX B pa3aeine 6.1.

e bepeMeHHOCTh U NEpHOJ IPYAHOr0 BCKapMiuBaHus (cM. paszzaen 4.6.).

e (CoxpaHEHHBIM pENPOAYKTUBHBIA TMOTEHIMAN, 3a MCKJIIOYEHUEM CJIy4aeB, Korja
BO3MOKHO COOJIO/ICHUE BCEX HEOOXOIUMBIX yCIOBHiA [IporpamMMbl KOHTPOJIUPYEMOTO
MEUITMHCKOTO TPUMEHEHHUS JeHaoMuaa (cM. pasnens 4.4., 4.6.).

e HeBO3MOXHOCTh MJIM HECTIOCOOHOCTH COOJIOAATh HEOOXOAMMBIC MEPhl KOHTPAIICTIIIHH,
yKazaHHbI€ B pazzene 4.4.

e Bospact g0 18 ner (3¢ dhekTHBHOCTD U 6€30IaCHOCTh HE YCTAaHOBJICHB).

4.4. Oco0Oble ykazaHusl 1 Mepbl NPeI0CTOPOKHOCTH NMPHU NPUMEHEHUH

C 0CTOPOKHOCTBIO

e VYV nmammentoB ¢ BJIMM B Bo3pacte 75 net u crapiie (cM. paszaenst 4.2., 4.4.).

e VY MalMeHTOB C MOYEYHOH U (MJIM) MEYCHOYHOW HEOCTATOYHOCTHIO (CM. paszaensl 4.2.,
5.1.).

e V mamueHToB, UMemux (akropbl pucka TpomOosMOomuu (T3), BkIo4Yas TpoMO03 B
aHamMHe3e (TIpU JICUEHUH JICHAJUJAOMHUIOM B KOMOHMHAIIMM C JEKCaMETa30HOM)
(cm. pasnen 4.4.).

e Ilpu OAHOBPEMEHHOM TMPUMEHEHHWH CO CTaTUHAMH, C MHUEJIOACTIPECCUBHBIMH
npernaparamu, C IpernapaTamMy, HOBBIIAIOIMMH CKIOHHOCTh K KPOBOTECUCHHSIM, C
npernaparaMy, TOBBINAIONIMMA PUCK TPOoMOO30B, a HMEHHO, C Tpenaparami,
00J1aIalOIIMMKH  SPUTPOIIOITUYECCKON  aKTHMBHOCTBIO, W  TOPMOHO3aMECTHUTEIbHOU
Tepanuel y manueHToB ¢ MM, NpUHUMAOMMX JICHAIWIOMHUJ B KOMOHWHALIMU C
JIeKcaMeTa3oHoM (cMm. pasaensl 4.4.,4.5., 4.8.).

e VY mammentoB ¢ MKJI ¢ BeICOKO# oImyXoseBoit Maccoit (cM. pazzaen 4.4.).

e V nmammentoB c¢ renmatutom B (HBV) B aHamHe3e, BkiIouas TMalUEHTOB C

MOJIO’KUTENIbHBIM pe3yIbTaTOM Ha aHTUTeNa K sigepHoMy antureny HBV (antu-HBc) n

19



COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 13.03.2025 N2 6790

(MOCNEOCBATENEHOCTE 0002)

OTpUIIATEIPHBIM PE3YyJIbTATOM Ha TOBEPXHOCTHHIM aHTHUreH BUpyca HBV (HBsAg)
(cm. paznen 4.4.).

Oco0ble yKa3zauus

Ilpy Ha3HAYeHMH JIeHAJTHAOMMIA B KOMOMHAIMM C [JAPYTHMH JIeKAPCTBEHHBIMHU
npenaparaMm Iepei HA4YaJloM Tepanuu cJjelyeT HpeIBapUTEJbHO O3HAKOMHMTbCH C
COOTBETCTBYKOIIEH HWHCTPYKIUEH 10 MEIUIUHCKOMY IPHMEHEHHMI0 JIeKaApCTBEHHOIO
npemnapara.

IIpedynpesicoenus 6 omnoutenuu bepemenHocmu

JleHanumoOMHUIl — CTPYKTYPHBIH aHanor TtamuaoMuia. V3BecTHO, 4TO mpueM OepeMEHHBIMH
KEHIMHAMH TaJUJOMUA, 00JIaZJafoIlero BhIPA)KEHHBIM TEPAaTOTCHHBIM JEHCTBHEM, BBI3bIBACT
TSDKENIbIE U YTPOXKAIOIINE JKU3HU BPOXKICHHBIE Ne(EKThl pa3BUTHsA. JIeHamMuaoMua BI3BIBAN Y
00e3bsiH NOPOKM DPa3BUTHSA, CXOJHBIE C ONHCAHHBIMU paHee 3¢ddexramu Tamumomuaa (CM.
pasgensr 4.6., 5.3.). [lpu mpueme neHamuaOMHIA BO BpeMsi OCPEMEHHOCTH PHUCK Pa3BUTHS
BPOKJICHHBIX JI€(EKTOB BECbMa BEPOSITEH.

HeykocuutenbHoe  cobOmomeHue  Bcex  TpeboBanuid  [IporpamMmbl  KOHTPOJIHPYEMOTO
MEJIUIMHCKOTO TMPUMEHEHHUs JICHAIHIOMHUAA PACIpOCTPAHSAETCSs HAa BCEX MAIMEHTOK C
COXpaHEHHBIM PENPOAYKTUBHBIM IIOTEHIUAIOM, ECJIH TOJIBKO JTOCTOBEPHO HE MOATBEPKIAEHO €r0
OTCYTCTBHUE.

Ilpumenenue y sceHuun ¢ HeCOXpaHeHHbIM penpoOyKMUEHbIM NOMEHYUATOM
KeHluHa-nmanMeHTKa WM JKEHUIMHA, SBIIAIOMIAACS CEKCyalbHbIM MMapTHEPOM MY>KUHHBI-
nanventa, HE cuuraercs cmocoOHOW K JETOPOXKACHUIO NMPH HATWYUH XOTS Obl OJTHOTO W3
cnenyronmx (GpakTopos:

e Bo3pacT >50 5er M AIUTENBHOCTh €CTECTBEHHOM aMmeHopen =>1roma (ameHopes
BCJIEACTBUE IPOTUBOPAKOBOM TEpAaNMM WIM B IEPUOJA TPYJHOTO BCKAapMJIMBAHMS HE
MCKJIIOYAET HAJIMYUS PENPOAYKTUBHOTO IOTEHLIMANA);

® paHHsIS HEIOCTATOYHOCTh SMYHUKOB, TTOJITBEPKACHHASI THHEKOJIOTOM;

® IBYCTOPOHHSIS CAJIbIIMHTOO(OPIKTOMHUS WIM THCTEPIKTOMUS B aHAMHE3E;

e reHotun XY, cuHapoM TepHepa, areHe3us: MaTKu.

Koncynemuposanue
[IpumeHeHue neHaIMIOMHIA Yy KEHIIMH C COXPAaHEHHBIM PENPOAYyKTUBHBIM MOTEHIIHAJIOM
MPOTHUBOIIOKA3aHO B TEX Cllydasx, KOTJa HE COONIOACHBI HUKENEPEUUCICHHBIE YCIOBHS.

JKenwuna donorcna:

® [IOHUMATh OXKHNAACMOC TCPATOICHHOC HeﬁCTBHe npcerapara .HeHaJ'II/I,ZLOMI/II[ - KPKA Ha

IO

20



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

® [OHUMaTh HEOOXOJWMOCTH HENMPEPBIBHOIO HCIOIb30BaHUS I(PPEKTUBHBIX METOJIOB
KOHTpALIENIUK B TeUEeHUE 4 HEZENb 10 Hadaja JEYEHHUs, BO BPEMS JICUEHUS U B TEUEHUE
4 Henenb MOCe OKOHYAHUS JICUEHUS;
e Clel0BaTh PEKOMEH/IALMU UCMOIb30BaTh 3(()EKTUBHYIO KOHTPALEHIHUIO JaXke B clyyae
AMEHOPEH y KEHIIMHBI C COXPAHEHHBIM PENPOAYKTUBHBIM TOTEHIIMAIIOM;
e OBITh CITIOCOOHO# K COOJTIOJICHHIO BCEX MpaBMIl AP EKTUBHOM KOHTPACTIIIHH;
e 3HAThb U IIOHUMAaTh BO3MOJKHBIE IOCJEICTBUS OEPEeMEHHOCTH, a TaKXe HEOOXOAMMOCTb
CPOYHOTO OOpaIIeHUs 32 KOHCYJIbTAIIUEH MTPH MOI03PEHUN Ha OEPEeMEHHOCTB;
e T[IOHMMaTh HEOOXOAMMOCTh HEOTJIO)KHOTO Hauayia JICUCHHs JICHAJHIOMUAOM Cpa3y ke
MOCTIE TTOTYYEHHS OTPULIATENIBHBIX PE3YJIbTATOB TECTa HA OEPEMEHHOCTD;
® 0CO3HaBaTh HEOOXOAMMOCTH IMPOBEIACHUS TECTa W BBHIMOJHATH TECT Ha OEPEMEHHOCTH
KaKIple 4 HEeNH 3a UCKIOYEHUEM IMAlUEHTOK, Y KOTOPBIX BBINOJHEHA CTEPUIA3ALUS
MyTeM MEPEBA3KH MaTOUHBIX TPYO;
® TOATBEPJUTH, UYTO TOHHMAET PHUCK BO3MOXXHBIX HEXKEJIATEeNbHBIX MOCJIEICTBUA U
HEOOXOAMMOCTb UX MPEAYINPEKICHHS B IEPUO/ JICUCHUS JICHATUIOMHUIOM.
Ipumenenue y mysrcuun
Janaple  u3ydeHHss — (apMaKOKMHETHKM  JIGHAIMJIOMHUZA Yy  MYKYUH-I0OpPOBOJBIIEB
CBUJETENBCTBYIOT O TOM, YTO B XOJI€ JICUEHUS JICHAIUOMHU]T MOKET COJIEPKATHCA B MPENEIbHO
HU3KUX KOHUEHTPALMAX B CEMEHHOW >KMJIKOCTU IALMEHTOB U HE OINpPEAENAThCA 4depe3 3 IaHs
MocJie MPEKpaIIeHUsl MPUMEHEHUS Mperapara y 3J0pOBBIX A0OpOBOJbIEB (cM. pa3aen 5.2.). B
KauecTBE MeEphl MPEIOCTOPOKHOCTH, YUUTHIBAST BO3MOXXHOE CHM)KEHHE CKOPOCTH BBIBEICHHS
JEHATMAOMUA Y OCOOBIX TPYIII NAIMeHTOB (Y MAIlMeHTOB C HApyIICHHEM (PYHKIIUH TTOYEK), IS
BCEX MY)KUMH, TPUHUMAIOIINX JICHATUAOMU/I, TOJKHBI OBITH COOIOACHBI HIKETIEPEUHCIICHHBIC
YCJIOBHSL.

Myorcuuna oonoicen:

® [IOHMMAaTh BO3MOXHBIA PUCK TepaTOreHHOTO JencTBus npenapara Jlenanuaomuna - KPKA
NP CEKCYaTbHOM KOHTAKTe ¢ OEPEeMEHHOW KEHIUHON HITH KEHIIUHONW C COXPaHEHHBIM
PCOPOAYKTHBHBIM IMOTCHIIMATIOM;

® [IOHUMaTh HEOOXOIMMOCTh MCIOJB30BAHMS MPE3EPBATUBOB (XK€ MOCIE MEPEHECEHHOM
Ba3’KTOMHH) TPU CEKCYaJIbHOM KOHTaKTe ¢ OepeMEHHOW >KCHIIUHOM WM >KEHIIUHOU C
COXPaHEHHBIM PENPOAYKTHBHBIM MOTEHLMAIOM, HE MCIOIB3YIOUIeH HalIekKHBIE METOIbI
KOHTpAIeMI1H, B IEPUO/I JICUCHHUS, U B TEUCHHUE HE MeHee 7 THEeH mociie MPUOCTaHOBKU U

(vnin) 3aBepIICHUS JICYCHUS;
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

® T[IOHUMAaTh, YTO, €CIIM TApTHepIIa 3a0epeMeHena BO BpPEMsl €ro JICUCHHUS WIH BCKOPE
nocjae TMpeKpalieHuss Tepanuu JICHAJIUJIOMHJIOM, OH JOJDKEH He3aMeIIUTEIbHO
npOUH(POPMHUPOBATE 00 ITOM CBOETO JICHAIIETO Bpaya, a €ro napTHepIIe peKOMEHIyeTCs
0o0paTuThCs 3a 00CIIeJOBaHUEM U KOHCYJIbTAllMEeH K Bpauy-TepaTosIory.

Bpau, nasnauarowuii neuenue neHanuOOMUOOM HCEHWUHAM C COXPAHEHHBIM PEnpoO0yKMUBHbIM
NOMEHYUALOM, OOJIHCEH.

e y0enuThCs B TOM, UYTO TMAlMEHTKa YJIOBIETBOpseT BceM ycioBusM I[IporpaMmmsbl
KOHTPOJHMPYEMOIr0  MEAUIMHCKOI0 TNPUMEHEHWsl  JICHAJIWJAOMHUIA,  BKJIIOYas
MOJTBEPKACHUE TOTO, YTO OHA AJICKBATHO MIOHUMAET CUTYAIHIO;

® T[IOJYYHUTh COIJIACHE TAIMEHTKH Ha 00s3aTeNbHOE COONIOIEHHE BCEX YCIIOBHM
BbIIIEYKa3aHHOH [IporpaMMel.

Ipasuna koumpayenyuu

XKeHumHbl ¢ COXpaHEeHHBIM PENPOAYKTUBHBIM MOTEHIIMAIOM JOJHKHBI MCIOJIB30BaTh OJUH W3
3¢ (EeKTUBHBIX METOJOB KOHTpAlCNIUK B TeYeHHE 4 HEAENb 0 Hayajia JICYCHHUs, BO BpeMs
TEpaNnuu U B TEYEHUE HE MEHee 4 HeJlenb 10ciie OKOHYaHMsI Tepaluy JEHAINI0OMHIOM, 1aXe BO
BpeMsl MEPEPHIBOB B JICUEHUH, 32 MCKIIOYCHHEM MAIUEHTOB, KOTOPbIE HAa MPOTSHKEHUH BCETO
YKa3aHHOTO CpOKa BO3JCPKHUBAKOTCS OT CEKCyaJbHBIX OTHOLICHWM, 4YTO €KEMECSIYHO
MOATBEpXKAAeTCS NOKyMeHTalbHO. Ecnm mamuentke He momo0paH 3(h(EeKTUBHBIM MeTox
KOHTpAlENINKU, €€ HeOoOXOAMMO HANpaBUTh K Bpady-TMHEKOJIOTY Mjs moadopa M Hadania
HCIIOJIb30BaHMsI TAKOTO METO/1A.

Crnenyromye npuMepbl MOXKHO OTHECTH K HOIXOJAIIMM METOAaM KOHTPaLEILUU:

® [0JIKO’KHBbIE TOPMOHAJIbHBIE UMIUTIAHTHI;

e BHyrpuMaTouHble cuctembl (BMC), Beinemnstone JIEBOHOPTECTPEIT;

e Jeno-npenaparbl MEAPOKCUIIPOrECTEPOH ALIETaTa;

e [epeBsizKa MaTOYHBIX TPYO;

e Ba3dKTOMHMA MapTHepa (MOATBEpXKAEHHAs ABYMS OTpULATEbHBIMU aHAJIN3aMH CEMEHHOM
JKUJIKOCTH);

® [IPOrecTepoH-COAEepKalie  TaOJEeTKH, WHTUOMPYIONIME  OBYJSALUIO  (Hampumep,
JIe30recTpen).

B cBiI3M ¢ TOBBILIEHHBIM  PUCKOM  TPOMOOSMOOJMYECKHX  OCJIOXKHEHHH  MpHEeM
KOMOMHHPOBAaHHBIX IEPOPAIbHBIX KOHTPAIEITUBOB HE IIOKa3aH ManueHTkam ¢ MM,
MPUHUMAIOLIUM JICHATHIOMHU B COCTaBe KOMOMHUPOBAHHON T€panuu, U B MEHbILEH CTEHEHH —
nanmentkam ¢ MM, MJIC u MKIJI, koTopbie MOIydar0T MOHOTEPANUIO JICHATHIOMUIOM (CM.

pazgen 4.5.). usa >PQPexTUBHOW KOHTpALCTIUU OTUM MAIUCHTKAM PEKOMEHIYeTCS
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

HCTIONIL30BaTh OJIMH W3 MEPEUYMCICHHBIX BbIllle MeToJi0B. [lOBbINIEHHBIH pUCK pa3Butus 1O
COXpaHsieTCsl B TeueHHe 4—0 Helenb IMocle TpeKpalleHus TNpuemMa KOMOWHHPOBAHHBIX
MNPpOTHBO3a4YaTOYHBIX CPEACTB.

D¢} HeKTHBHOCTH TOPMOHAIBHBIX MPOTUBO3aYaTOYHBIX MPENApaTOB MOXKET OBITh CHIKEHA MpPHU
OJIHOBPEMEHHOM Ha3HAYEHUU JeKcameTa3zoHa (cM. pazzaen 4.5.).

[TauenTkaM ¢ HEWTPOINIEHUEH, WCHOJB3YIONIMM B KayeCTBE MPOTHBO3aYaTOYHOI'O CPEICTBA
MO/IKOKHBIE TOPMOHAJIbHBIE UMIUTaHTHI Ui BMC, BbiAensioniye J1eBOHOPrecTpes, HE00X0UuMO
Npo(UITaKTHYECKN Ha3HA4YaTh aHTHOMOTUKU B CBSI3HM C IMOBBIIICHHBIM PUCKOM HMH(EKIIMOHHBIX
OCJIO)KHEHHII B MOMEHT YCTaHOBKM 3THX TEpaleBTHUECKUX CHUCTEM, a TaKKe€ MOBBIIIEHHBIM
PUCKOM HEPETYJSAPHBIX KPOBSIHUCTBIX BBIICICHUN U3 MOJOBBIX MYyTEH.

Ucnonb3oBanne BMC, Bbiensomux Meab, Kak NOPaBHIO, HE PEKOMEHIYETCS B CBSI3H C
BBICOKMM PHUCKOM pPAa3BUTHA I/IH(i)eKIlI/IOHHLIX OCJIOKHEHUM B MOMEHT HUMIIIaHTallUk U
MOBBIILIEHHON KPOBONOTEPU BO BPEMSI MEHCTPYaLUH, KOTOpask MOXET YCWJIHTh BBIPAKEHHOCTb
HEUTPONEHNHU I TPOMOOLIMTONIEHUHN Y NAI[UEHTKH.

Tecm na bepemenHocms

Tect Ha OEPEeMEHHOCTh C YyBCTBUTEIBHOCTHIO HE MeHee 25 MME/MiT 10JKEH BBITTOTHATHCS MO
HaAOJI0ZICHNEM MEIUIIMHCKOTO TIEPCOHAaNa JJIsl BCEX KEHIUH C COXPAaHEHHBIM PENPOAYKTHBHBIM
MOTEHLIMAJIOM, BKJIIOYash W TEX, KTO TMOJHOCTbIO M HENPEPbIBHO BO3JEPKUBAETCA OT
CCKCYAJIbHBIX orHomeHnii. Hanbonee onruMaabHbIM BApHUAHTOM SBJIACTCA MPOBCACHUEC TCCTA HA
OEepeMEeHHOCTh, Ha3HAUCHHWE JICYCHHS M BbIJaua Iperapara B OJWH W TOT XK€ JIeHb. Brimaua
JICHaAIMJoMHUJia IKCHINMHAM C COXpPAaHCHHBIM PCIIPOAYKTUBHBIM I[MOTCHIOHUAJIOM  JOJIKHA
MPOUCXOUTH HE MTO3AHEE 7 JTHEW MOCie Ha3HAYEHUS TEPAIUH.

lo Hauana neuenus

Tect Ha OEpPEeMEHHOCTH BBITIOJHICTCS II0J HAOJIOJCHUEM METUITMHCKOTO TIepCcoHalla B JICHD
Ha3HAUEHUs JICYSHHs] WIM 3a 3 HSA 10 BU3MTA K JIeYalleMy Bpauy MOCJE TOro, Kak MalueHTKa
ucrnosb3oBaa 3G(GEeKTUBHBIA METOJ] KOHTpAICNIINA B TeUueHUEe He MeHee 4 Henmenb. Pesymbrar
TecTa JOJDKEH TOJTBEPAWTh OTCYTCTBHE OCPEMEHHOCTH Y TAIMEHTKH K MOMEHTY Hadaja
Tepanuu JEHATHIOMHUIOM.

HDO@O]ID!C@HM@ U OKOHYAaHUe jle4eHrHu:

TecTbl Ha OEPEMEHHOCThH JOJKHBI BBITIOJIHATHCS MO HAOIIOJCHUEM MEAUIIMHCKOTO MepcoHalia
Kaxaple 4 Hejenu, BKIOYAas KaKk MUHUMYM 4 HEleNud TIOCiie OKOHYAaHUs JICUeHHs, 3a
UCKJTIOYCHUEM TOJTBEPKIACHHON CTEPUIIN3AlMU MATOYHBIX TPYO. TeCThl BBIMOTHSIOTCS B JICHD
Ha3HAYEHUS JICYEHU WY 3a 3 JIHS JI0 BUBUTA K JieyallleMy Bpauy.

ﬂOl’lO]lHumeﬂbele Mmepbl npe()ocmopoofCHocmu
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(MOCNEOCBATENEHOCTE 0002)

COOTBETCTBYET 3KCNEPTHOMY OTYETY

[TarmenTsl He MOJDKHBI MEpeaaBaTh IpenapaT APYruM junaMm. Hewcronb30BaHHBIN Ipemapar
PEKOMEH/IyeTCsl BEpHYTh B MEAULIMHCKOE YUPEKICHUE 110 OKOHYAHUU JICUEHUS [T O€30M1aCHOTO
YHUYTOKEHHS.

[TanenTy He paspemnaercst ObITh JOHOPOM KPOBH WM CIIEPMbI Ha MPOTSYKEHUU BCETO JICUEHHS
JICHAUAOMUIOM (BKIIIOYasi NEPEpbIBbl B JICYEHUWU) U B TEUYEHUE HE MeHee 7 JHEH Iocie ero
OKOHYaHUSI.

MenunuHckue pabOTHUKM M JIMIA, OCYIIECTBISIOIIME YXOM, JOJDKHBI HOCHUTH OJHOPAa30BbIC
nepyaTKd Mpu OOpalieHHH ¢ OJIMCTEepOM WM Karcylnoil. bepeMeHHBIM KEeHIMHAM WM
KEHIIMHAM, KOTOpBIE I0103PEBAIOT, YTO OHU MOTYT ObITH OEPEMEHHBI, HE CIEAYeT NMPUKAcaThCS
K OJMCTepy WK Karcylie.

Obyuarowue mamepuanvl, 02paHudenus 8 Ha3Ha4eHuU U gbloaye npenapama

UroObl MOMOYb MAIMEHTaM IPelOTBPAaTUTh BO3AECHCTBUE JEHATUIAOMHIA Ha IUIOJ, BIajesell
PETUCTPALIMOHHOTO  YJOCTOBEPEHHsI IPEJOCTaBUT MEIULIMHCKOMY II€pCOHaly oOydarolue
MaTepuaibl, YTOObl 00OOCHOBAaTH NPEJOCTEPEXKEHHs B  OTHOLIEHHUM TEpaTOT€HHOCTH
JCHATUIOMHU/Ia, PEKOMEHJ0BATh KOHTPAILCTIMIO Tepel HadaloM TEpalud W Pa3bsCHUTH
HEOOXOTUMOCTh TPOBEJCHUS TECTOB Ha OepeMeHHOCTh. Bpau momkeH mnponHGOPMHPOBATH
MAIMEHTOB MYXCKOTO M JKEHCKOrO II0JIa O PHUCKE pa3BUTUS TepaTroreHHoro »3¢ddexra
JICHAIMJOMHUIa M CTPOTMX Mepax MO MHpPeAyNpekACHUI0 OEpeMEHHOCTH B COOTBETCTBHU C
[Iporpammoii KOHTPOJIMPYEMOTO0 MEIUIIMHCKOI'O IMPUMEHEHUs JIeHaIuaoMuaa. Bpau nomxen
o0ecrieunTh TalMeHTa oOydyaromed OpOoIIIopoi W KapTOYKOM NalMeHTa, a TaKKe WHBIMU
SKBUBAJICHTHBIMM HHCTPYKLMSMH B COOTBETCTBUM C TOCYAAPCTBEHHOM CHCTEMOW KapT
nanueHToB. Hawmbornee onTuManbHBIM — BapHaHTOM  SBISETCS MPOBEJACHHME TecTa Ha
OepeMEHHOCTb, HAa3HAUEHHUE JIEYEHMs M BblJauya Ipernapara B OJUH U TOT K€ JIeHb. Bplgaua
JCHAMUAOMUAA OJKEHIIMHAM C COXPAaHEHHBIM PENpONYKTUBHBIM MMOTEHIHAIOM JOJDKHA
IIPOMCXOAUTh HE IO3/Hee 7 IHEeH mocie Ha3HaueHWs Tepanuu. JKeHIMHaM ¢ COXpaHEHHBIM
PENPOTYKTUBHBIM MMOTEHIIMAIOM JICHAIUJOMHUJ] MOXET OBbITh BBIJAH/BBIIMCAH MAaKCUMAJIbHO Ha
CPOK Tepanuu 10 4 Helelb B COOTBETCTBUM C YTBEPKACHHBIMHM IOKAa3aHUAMU U PEKUMOM
No3upoBaHMs (cM. paszen 4.2.), B TO BpeMs Kak JPyruM HalMeHTaM — Ha CPOK Tepamuu 0
12 Henens.

pyaue ocobuvie yxazanus u npedynpedicoenuss npu NPUMeHeHuy

Undapxm muokapoa (UM)

Nmerotcest coobuienus o ciydasx UM y nmanueHToB, MPUHUMABIINX JIEHATUIOMU/I, B YACTHOCTH,
y JIAL, UMEBMIMX (HAaKTOPbI PUCKA CEPIIEYHO-COCYIUCTHIX 3a00JIEBaHUII U B TEUEHHE MEPBBIX
12 mecsiieB KOMOMHUPOBAHHOTO MPUMEHEHHUS C AeKcaMeTa3oHOM. B ciydae Hanuuusi pakTopos

pHUCKa, BKJIIOYas, B MEPBYIO OYepenlb, TPOMOO3bl B aHAMHE3€, HEOOXOJAMMO KOHTPOJIHUPOBATH
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COOTBETCTBYET 3KCNEPTHOMY OTYETY

COCTOSIHME TaLMEHTOB, a TaKXe NpPEeANPUHUMATh JEWCTBHs, HANPABIEHHBIE Ha BO3MOXKHOE
CHWKEHHE BO3ACHCTBHS  (akTOpoB pucKa (KypeHHe, apTepuajbHas  THIEpTeH3HS,
TUIEPIIUITUACMHUS ).

Benosnas u apmepuanvras mp0M603M60ﬂuu

YV nauuentoB ¢ MM koMOuMHUpOBaHHas Tepamnus JCHATUAOMHIOM M JIEKCAMETa30HOM
accolLMMPOBAJIaCh C IOBBILIEHHBIM PHUCKOM Ppa3BUTHs BEHO3HbIX 1D (IpeuMyILIECTBEHHO
TpoMO030B TIIyOOKMX BeH M TD jerounoil aprepuu). ITOT PUCK OBIT HUXKE NPU JICUCHUH
JICHATUJIOMHUIOM B KOMOMHAIMY ¢ MeI(aTaHOM U MPEIHU30I0HOM.

Monotepanus neHanugoMuoM nauueHtoB ¢ MM, MJIC u MKJI accounnpoBanachk ¢ MEHbIINM
PUCKOM pPa3BUTHS BeHO3HOUN TD (mpeumymiecTBeHHO TPOMOO030B IITyOOKHX BeH U 1D JIero4HOM
apTepuM), 4eM MPUMEHEHHE JCHAINAOMHIA Y MauueHToB ¢ MM B cocTaBe KOMOMHUPOBaHHON
Tepamnuu (cM. paznensl 4.5., 4.8.).

Y mauuentoB ¢ MM coyeraHHOe IPUMEHEHHE JICHAIMAOMUZA U  JEKCaMETa3OHa
aCCOLMMPOBAJIOCh C IOBBILIEHHBIM PHUCKOM apTepHalbHbIX TO (mpeumymectBeHHo MM u
MHCYIIbTa). DTOT PUCK ObUI HUXKE MPH JIEUEHUH JIEHAINAOMUIOM B COUETAaHUU C Me(aTaHOM U
IpeaHn30I0HOM. Puck aprepuansibix TO Hmke y manueHToB ¢ MM Ha (oHe MOHOTepamuw,
4yeM Ha (poHe KOMOMHUPOBAHHOM TepaIny C JICHAJTUIOMHUIOM.

Takum o0Opazom, HeoOXonuMO HabOIIONATh 3a MAlMEHTaMM, UMEoUMMHU (akTopbl pucka TO,
BKJItOYasi TpoMO03bl B aHamHe3e. Cienyer MmpeanpuHUMaTh MEPbl 0 BO3MOXXHOMY CHUKEHHIO
BO3EHCTBUA TakuX (AKTOPOB pHCKa Kak KypeHHe, apTepHajbHas THIEpPTEH3Us,
runepiunuaeMus.  [IporHoctudeckoe 3Ha4YeHHE TaKKe HMMEIOT — TPoMOOIMOoIMYecKHe
OCIIOKHEHMsI B aHaMHeE3e, COMYTCTBYIOLIAs TEpalHs OSPUTPONOITUHOM, 3aMECTUTENIbHAsS
rOpMOHalbHasi Tepamus. Takum oOpa3oM, MpenapaTtsl, OONAMAIOUINE 3PUTPONOITUIECKOM
aKTUBHOCTBIO, a TaKXKe JpYrHe IpernapaTsl, KOTOPbIE MOTYT IIOBBIIATh PHCK pPa3BUTHSA
TpoMOO30B  (Hampumep, TOPMOHO3aMECTUTEIbHAs Tepanus) JOJDKHBI —Ha3HadaTbcsd C
OCTOPOKHOCTBIO ManueHTaM ¢ MM, npuHUMarOmKM JIeHATUIOMH BMECTE C JEKCAMETa30HOM.
Konuentpanusa remornobuna Bbeime 120 1/n1  mpexanonaraeT — MpeKpalleHHe — Teparuu
SPUTPONOITHHOM.

Bpaun ¥ DanueHThl JOJDKHBI  BHUMATEIbHO OTCIIEKHUBATh KIMHUYECKHE CHMIITOMBI,
CBUJCTEIbCTBYIOIIME O BO3MOXHOM TO. IlaumeHTs! JOKHBI OBITH NPEIYHNPEXKAECHBI O
HEOOXOIMMOCTH HEMEJICHHOT0 OOpaleHus K Bpady B Cllyyae MOSBICHUS TAKMX CUMITOMOB KaK
OJIBIIIIKA, OO0JIb B TPYTHOM KJIETKE, OTEK BEpXHEN WM HUKHEH KOHEYHOCTH.

Pexomennyercst mpoduiIakTHIeCKOe Ha3HAYCHHE MPOTUBOTPOMOOTHUECKON TEpariu, 0COOEHHO

nangueHTaM, HMCIOIIHUM JOIIOJHHTCIIbHBIC q)aKTopBI PHUCKa pPa3BUTUA TpOM603€1. Pemienue o
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IIPUMEHEHUN TPOTUBOTPOMOOTHYECKON Tepanmuu ciexyeT NPUHUMAaTh IIOCHE TIATEIbHOM
OLICHKU MHAMBUIYaJIbHBIX (PaKTOPOB PUCKA.

Ecnin y mnanuenta mnosBuiaMch cuMnToMbl T3, HE0O0XOAMMO MpEKpaTUTh JICUEHHE
JCHATUAOMUAOM U HA3HAYUTh CTAHAAPTHYIO aHTUKOAryJIsHTHYK Tepanuio. llociae Toro, kak
COCTOSIHME MAallMeHTa CTaOMIM3UPYETCsl Ha aHTUKOATYJISHTHOW Tepanuu U cuMnToMel TO OynyT
yCTpaHEHbl, MOXKHO BHOBb Ha4yaTh JICYEHUE JICHATUIOMHUIOM B TOH e J103€ IIpU OJIaronpusTHOM
OLIEHKE COOTHOLICHHUs «I10JIb3a — pUCK». IlaluenTty cnenyer nmpoaoIKUTh aHTUKOATYJISTHTHYIO
TEPAIUIO B TEUEHHE BCErO AAIBHEHUIIETO JICYCHUS JICHATHOMHUIOM.

Jlecounas eunepmensus

v MalreHTOB, IMOJYyYaBIIMWX JICHAJIWIAOMUI, COO6H.I2LHOC]':: 0 cCliy4dasax JIETOYHOH TUIICPTCH3U U,
HHOraa Co CMCPTCIIbHBIM HCXOJ0M. HaL[I/IeHTOB claenyer 06CJ'I€I[OBaTB Ha npeaAMCT IMPU3HAKOB U
CUMIITOMOB CCPACUYHO-JICTOYHBIX 3a00J1€eBaHuit J0 Ha4aJia 1 BO BpEMs TCPAIIUH JICHAIMAOMUIOM.

HeﬁmponeHuﬂ u mp0M60uumoneHuﬂ

TspkenapIMU  O30JIMMUTHPYIOIIMMH  TOKCHYECKUMH  SIBJICHUSIMM  JICHAIUJOMUJA  SIBJISIOTCS
HEUTPOTIEHUST W TPOMOOITMTONICHHS. Pa3BepHYTHI aHaNM3 KPOBH, BKIIOYAs OTPEICICHHE
KOJIMYECTBA JIEMKOLMTOB, (OpMyJbl KpPOBH, KOJMYECTBA TPOMOOLMUTOB, TIeMOIJ0O0MHa,
reMaToOKpHUTa, HE0OXOAUMO BBIMIOJHATH /10 HaYaJla TePaluy, KKyl HEJEI0 B TeUEHHUE IEPBHIX
8 Hellenb Tepanuu JICHAIMAOMUAOM M 3aT€M €KEMECSYHO JJIi MOHUTOPHHIA LIUTONEHUH. Y
nanueHToB ¢ MKJI MOHUTOpPHHT ciienyeT MpOBOAUTE KaxKble 2 HEAEIU BO BpeMs 3 U 4 LIUKIIOB
Teparnuu, a 3aTeM — B Hauaje KaxI0To CIeayonero nukia. [ paguk MOHUTOpHHTa TAIIMEHTOB C
@®JI u JIM3: exeHenensHO B TeUeHUE NepBbIX 3 Henmenb | mukia (28 gHeil), kaxaple 2 Heleau B
Te4eHrne 2—4 IHUKIIOB, 3aT€M — B Hayalle KaXJO0ro nukia. MoxeT moTpedoBaTbcs MpephIBaHHE
Tepanuu U (UJu) CHIXKEHUE 036l (M. pasaen 4.2.).

B cnydae pa3BuTuS HEUTpOIEHHH LeJIecoOo0pa3HO Ha3zHAuYeHHE IMpenapaToB (akTopa pocTa.
[TareHTs! NOJDKHBI OBITH MPOMH(DOPMUPOBAHBI O HEOOXOIMMOCTH CBOEBPEMEHHO COOOIIAThH
JieqamieMy Bpady o JII000M MOBBIIIEHUH TEMIIEPaTyphl.

[TaupeHTaM M BpauaM pPEKOMEHAYETCS OTCIIEKMBATH NMPU3HAKKM U CHUMIITOMBI KPOBOTEUEHHUS,
BKJIIOYAsl METEeXUU U HOCOBBIE KPOBOTEUYEHMS, OCOOEHHO B CIydYasx, KOIrja OJHOBPEMEHHO
IIPUMEHSIEMBIE JIEKApCTBEHHBIE MIPenapaThl CIIOCOOHbI MOBBIIIATh CKIOHHOCTh K KPOBOTEUEHUSIM
(cm. paznen 4.8.).

CnexgyeT ¢ OCTOPOKHOCTBIO Ha3zHayaTh JEHAIMJOMMI C JPYTMMH MHEIOAEHPECCUBHBIMU
IpenapaTaMu.

Bnepsvie OuaeﬂocmupoeaHHaﬂ MHOMNCECMBEHHAA MUEIoMA. NAyUeHnivl, KoOmopvimM NnokKasana

mparncnjianmayus, noJjiysasuiue JCHAAUOOMUO 8 KOM6UHGT4UU C 60Dme30MU60M u

0eKkcamemaszonom
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(MOCNEOCBATENEHOCTE 0002)

Heiitponenus 4 crenenu tsxectu Habmoanacs y 2,8 % u 28,7 % nanuentoB B KU PETHEMA
GEM2012 u IFM 2009 cootBerctBeHHO. DebOpuiibHasi HEHUTpPONEHUsT 4 CTENEHH TIKECTH
Haomomanace 'y 0,0% u 1,1 % mnammenroB B KW PETHEMA GEM2012 u IFM 2009
cOOTBeTCTBeHHO. llammenToB ciemyer mpouH(OPMUPOBATH O HEOOXOJUMOCTH CBOEBPEMEHHO
coo0mark 0 (GeOpUIbHBIX AMU30AaX, MOKET MOTPEOOBATHCS MPUOCTAHOBKA TEparvuu U (MJIH)
CHW)KEHHE JT03HI (cM. pazzaen 4.2.).

Tpombouutonenus: 3 unu 4 crenenu Tspkectu Habmoaanacek y 6,3 % u 18,5 % nauuentos B KU
PETHEMA GEM2012 u IFM 2009 coOoTBETCTBEHHO.

Bnepsvie 0UCIZHOCmUl70661HHa}Z MHOMNCECMBEHHAA _MUejiomd. NnAayueHnivl nocijie TICK ¢

nocaeodyiowel noooepicusarouiel mepanuel 1eHaiudomMuoom

HP B xome KM CALGB 100104 Brirouanun B ceOsi sBICHHUS, 3a(UKCHUPOBAHHBIC TIOCIC
npuMeHeHus: Bbicokoil no3bl Mendanana u TI'CK (BAM/TI'CK), a Takxke B mnepuon
MOACP/KUBAIOIIECH Tepanuu. BTOpol aHaIW3 BBIABWI PEaKIUH, BO3HHUKIIME IIOCJIE Hadala
noanepxkusatoniei Tepanuu. B KU IFM 2005-02 6sn 3adukcupoBansl HP Tonbko 3a nepuon
MOJICP>KUBAIOIIIECH TEPAIIUH.

Hefitponienust 4 creneHn TshDKECTH HAOMIOAANach C BBICOKOW YacTOTOH Y MAIMEHTOB Ha
MO/ IJIEP>)KUBAIOIICH Tepanuy JCHATUIOMHIOM TI0 CPaBHEHUIO C Tpymmoi 1uianedo B aByx KU,
OLICHMBAIOUIMX MMOAJIEP)KUBAIOIIYI0 TEPANUIO JEHAIUAOMHUAOM y nauueHtoB ¢ B/IMM, nocne
TI'CK (32,1 % B cpaBHenun c¢ 26,7% [16,1 % B cpaBHenun c¢ 1,8 % mocne Hayana
noanepxkusatonieii repanuu] B KU CALGB 100104 u 16,4 % B cpaBHenuun ¢ 0,7 % B KU
IFM 2005-02 cootserctBeHHO). HP B Buzje HelTponeHuu, Bo3HMKaromKe Ha (OHE Tepamnuu U
MPUBOJAIINE K MPEKPAIIEHUIO TPHEeMa JICHATUIOMUAA, ObLTH OTMEYEHHI y 2,2 % y MaleHToB B
KN CALGB 100104 u y 2,4 % namuentoB B KU IFM 2005-02 coorBetcTBeHHO. DebpuiibHast
HEUTpOIIeHNs OblIa 3apETUCTPUPOBAHA C TAKOH K€ YaCTOTOM Y MAIIMEHTOB Ha TIOIJICP>KUBAIOIICH
Tepanuu JICHATUIOMHUIOM IO CPaBHEHUIO ¢ Tpynnoi mianedo B o6oux KU (0,4 % B cpaBHEHHH
¢ 0,5% [0,4% B cpaBHenun c¢ 0,5 % mnocne Hauvana nojaepxusarowmend tepanuu| B KU
CALGB 100104 u 0,3 % B cpaBHenuu ¢ 0 % B KM IFM 2005-02 cooTBercTBeHHO). [TanuenToB
cienyer mpouH(DOPMHUPOBATH O HEOOXOIMMOCTH CBOEBPEMEHHO c0o00maTh 0 (GeOpHIbHBIX
AMHU30/1aX, MOXKET MOTPEOOBATHCS NMPUOCTAHOBKA TEpanuu U (WJIM) CHUYKEHUE JT03bI (CM. pa3nen
4.2)).

TpombommTonenuss 3 w4 CTENEHW TSHKECTH OTMEdalach damie y TaIlMeHTOB Ha
MO/JIEP)KUBAIOLIEH Tepanuu JCHATUIOMHUIIOM IO CpaBHeHHIO ¢ Tpynnod miane6o B KU,
KOTOpbIE OILIEHUBAJIU TMOJJICPKUBAIOIIYI0 TEPaNUio JIEHATUIOMUAOM Yy mainueHTtoB ¢ B/IMM
nocie TI'CK (37,5 % B cpaBuenuu c 30,3 % [17,9 % B cpaBHenuu c¢ 4,1 % mocne Havana

nogaepxkuBatomieid tepanuu] B KM CALGB 100104 u 13,0 % B cpaBHenun c 2,9 % B KU
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IFM 2005-02 cootBercTBeHHO). [lamenTam u BpadyaM peKOMEHIYETCS OTCIEKUBATH MPU3HAKH
Y CUMIITOMBI KDOBOTEUCHUSI, BKJIIOYAsl IETEXUU U HOCOBBIE KPOBOTEUYECHHS, 0COOCHHO B CITydasX,
Koraa OJHOBPEMCHHO IMPUMCHACMBIC JICKAPCTBCHHLIC MPCrapaThbl CIOCOOHBI  ITOBBINIATH
CKJIOHHOCTB K KpOBOTEUEHHUsM (CM. pasnen 4.8.).

Bnepsvie ()MCIZHOC'mMDOgaHHa}Z MHOMNCECMBEHHAA MUeEIomMad. nayuermyvl, Konmopvim He noKazaHa

MPAHCHAAHMAYUL,  NOJAYYASWUEe  JeHATUOOMUO 8  Kombumayuu ¢ bopmezomubom  u

deKkcamemaszonom

Yacrora pa3BUTHS HEUTpONEHHHM 4 CTENEHUM TSDKECTH ObUla HIKE y TAIMEeHTOB B TPYIIE,
MOJIy4yaromied JeHATUAOMUA B KoMOuHammu ¢ Oopre3oMuOoM u jaekcamerazoHom (RVd), B
CpPaBHEHUU C TPYIIOW, TMONMYJaAOIIeH JCHAIUIOMHUI B KOMOWHAIIMM C HU3KOW J1030M
nekcamerasoHa mpu HempepbiBHOM JeueHun (Rd), (2,7 % B cpaBuenmu c 5,9 %) B KU
SWOG S0777. YacroTta pa3Butus (peOpuIbHONH HEHTponeHuu 4 CTENEeHU TSKECTH B IpyIIax
nedyenuss RVd u Rd 6pma onmnakoBoii (0,0 % B cpaBaenun ¢ 0,4 %). [lanmeHToB criemyet
IpouH(GOPMUPOBAThL O HEOOXOAMMOCTH CBOEBPEMEHHO €O00IIaTh O (heOpUIbHBIX 3MU30/aX,
MOXXET IMOTPeOOBATHCS MPUOCTAHOBKA TEPANHUH 1 (WJIN) CHIYKCHHE JT03bI (CM. pasznen 4.2.).
YacToTa pa3BUTHS TPOMOOIMUTONEHNH 3 WK 4 CTETeHH TsDKECTU ObLIa BBIIIE B TPYIIIE JICUCHUS
RVd B cpaBuenuu ¢ rpynmnoii Rd (17,2 % B cpaBaenuu ¢ 9,4 %).

Bnepsvie duaeHocmupoeaHHaﬂ MHOMNCECMBEHHAA MUETOMA. NAYUEHIMDbL, KONMOpbIM HE NOoKa3aHa

mpaHncnjianmayu, noJjiydasuiue JACHATUOOMUO 6 KOM6Z/IHLZI4MM C  HU3Kumu dozamu

oekcamemasona

HefitponieHuto 4 cTeneHn TSHKECTH peke HAOJII0IaI y MAIMeHTOB, MOJYYaBIIMX JICHATHIOMUL
B KOMOMHAIINYU C JIEKCAaMETa30HOM, YeM Yy MAIMeHTOB B rpynne cpaBHenus (8,5 % B rpynmnax Rd
[menpepsiBHOE NeueHue]| u RA18 [nedyeHne B TeueHue 18 4-HeneNbHBIX IIUKIOB] MO0 CPABHEHUIO C
15 % B rpymme, npuHUMaBIIKX Mendanan, npexnn3onoH u tamugomun (MPT) (em. paznen 4.8.).
Onuzoapl GeOpUIbHON HEHTPONICHUU 4 CTETICHU TSHKECTU BCTPEYAIHCH C OJIMHAKOBOW YacCTOTOU
B rpymnmne JseHanuaomup/aekcamerazoH (0,6 % B rpymmax ManuMeHTOB, TMOJYy4YaBIIUX
neHanmuaomua/nekcamerazod Rd n Rd18, o cpaBaenuto ¢ 0,7 % B rpynme MPT) (cm. paznmen
4.8.).

TpomOonuronenus 3 wim 4 cTerneHu HaOMOgaIach B MEHbIIeH crereHu B rpynmnax Rd u Rd18,
yeM B rpynme cpaBHeHus (8,1 % npotus 11,1 % coOTBETCTBEHHO).

Bnepsvie ()MCIZHOCWluDOGGHHa}l MHOMNCECMBEHHAA MUeioma. nayuermyvl, Komopvim He nokasaHa

mparncnjianmayus, noaydaroumue JACHATUOOMUO 8 COYCTNAHUU C Meﬂd)a./laHOM u I’ZDeaHMSOJZOHOM

[Ipumenenue neHanmumomuaa ¢ MeidaranoM u npennuzoigonoM B KU y manmuentoB ¢ BIMM
COIIPOBOXKJIANOCH 00JIee BBICOKOW 4acTOoTOW HelTpomenun 4 crenenu Tsokectu (34,1 % s

IPYIIbI Tepanuu MengdanaHoM, IPEeJHU30JI0HOM U JICHATUAOMHUIOM U 3aTeM JICHAJIUIOMHJIOM
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[MPR+R] u mendananom, npeIHU30JI0HOM U JICHATHIOMHUAOM H 3aTeM Iuiarie6o [MPR+p] mo
cpaBHenuto ¢ 7,8 % B rpynne MPR+p) (cm. pazaen 4.8.). Dnu3oasl heOpunbHON HEHTpONICHUN
4 crenienn TspKecTH Habmoganuch Heuacto (1,7 % B rpynne MPR+R/MPR+p no cpaBHeHuto ¢
0,0 % B rpynme mendanana, MpeAHU30JIO0HA M IUIANE00 C TOCIEAYIONMEH MOIIePKUBAIOIICH
Tepanueit mianedo [MPp+p]) (cm. pazaen 4.8.).

[Ipumenenne KoMOWHAIMK JICHATUAOMHUAA ¢ Men(araHOM U TPEJHU30JI0HOM Y TMAIUEHTOB C
MM compoBoXkaanocs Oonee BBICOKOW 4acTOTOW TpoMOOUMTONEeHWH 3 U 4 CTENEHH THKECTH
(40,4 % B rpynnnie MPR+R/MPR+p no cpaBuenuto ¢ 13,7 % B rpynmne MPp+p) (cm. pa3aen 4.8.).

Mnooicecmsennasn mueroma. nauueHmol, NOAVYUBUIUE KAK MUHUMYM OC)HV JUHRUIO mepanuu

Puck pasButusi HeWrpomneHun 4 CTENEHW TSIXKECTH y MNainueHToB ¢ MM, MmomydyuBIIMX Kak
MUHUMYM OJIHy JIMHUIO TEpanuH, IMPH OJHOBPEMEHHOM HAa3HAUYEHUH JICHAIUIOMHUAA H
JeKkcameTra3oHa  odeHb  BbIcOK (5,1 % B rpymme  NHalMEHTOB,  IOJY4aBIIUX
JCHATUAOMUI/ IeKcaMeTa3oH, OTHocutenbHO 0,6 % B Tpynme NalMeHTOB, MOJYYaBIINX
mianedo/nekcaMerasot).  Onu3onabl  (GeOpuSIbHON  HEHUTpOoneHWu 4 CTENeHH  TSKECTH
PETUCTPUPOBAINCH HEYacTo (0,6 % B TpyIIIe MallEHTOB, MIOJTY4YaBIIAX
JeHaTUIOMUI/IeKcaMeTa3oH, oTHocutenbHo 0,0 % B Tpymnme ManMeHTOB, MOJTydYaBIINX
miarne6o/nexcamerason) (cm. pazmen 4.8.). Bricokas yacTora pa3BUTHS TPOMOOUIUTONICHUH 3 H
4 cTeneHN TSHKECTH OTMEYaeTcsi y ManueHToB ¢ MM mnpu OJHOBPEMEHHOM Ha3HAYCHHUH
neHanuaomuna u jaexkcamerazoHa (9,9 % wu 1,4 % cOOTBETCTBEHHO B TpyIIe MaIMEHTOB,
MOJTYYaBIINX JICHATUAOMHU/I/IEKCaMeTa30H, OTHOCUTENbHO 2,3 % u 0,0 % B TpyIie ManueHToB,
MOJTY4aBIIUX TUTane0o/nexcameTa3oH) (cM. pazaen 4.8.).

Muenooucniacmuueckue cuHopombl

VY namuentoB ¢ MJIC nevyeHue NEHATUIOMHIOM Yallle BBI3BIBAJIO Pa3BUTHUE HEHUTPOTICHUU H
TPOMOOIMTOIIEHNH 3 1 4 CTETIeHHU 110 CPaBHEHUIO ¢ Triare6o (cm. pasaen 4.8.).

Jlumpoma uz Kiemox MaHmulHoU 30Hbl

VYV mammentoB ¢ MKIJI wnelitponienuss 3 u 4 cTteneHW pa3BUBajiach damie Ha (poHE JedeHHS
JICHATMIOMHUIOM, YeM Y IMAIIMCHTOB KOHTPOJBHOM rpymisl (cM. pazzaen 4.8.).

Donruxynsapras /luM(bOMa uiu JZMM@OMCZ U3 K1emoK MapeuHaibHol 30Hbl

[IpumeHenue JeHANMUAOMUAA B KOMOHMHAIMU C pUTyKcuMabom y manueHtoB ¢ ®JI m JIM3
CBsI3aHO ¢ OoJiee BBICOKOW 4YAacTOTOM pPa3BUTHUs HEUTpONEHHM 3 WM 4 CTENEHU TSKECTU I10
CpPaBHEHHWIO C TANWEHTaMH, IOJIYJaromMMHu Tutanebo/putykcnmad. HeBbicokass yacTtorta
pazButus (HeOpHIIbHONM HEUTPONEHWH M TPOMOOLUTOMEHUH 3 WM 4 CTENEHU TIKECTH
HaOJIr0/1aNach Kak B TPYIIE JICHATUAOMHU/PUTYKCUMA0, Tak M B TpymIe Imanedo/purykcumad
(cm. paznen 4.8.).

3aboaesanus wumosUOHOU Jcenesnvl
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Hmerorcst coobmieHust 0 ciaydasx THUIOTHpeo3a M Tumeptupeosa. [lepen Hagdamom JedeHHS

CJICAYCT OLICHUTH COIYTCTBYIOLIUC 33.60J'IeBaHI/I$I, CIIOC

00HBIE OKa3bIBATh BIMSHUE Ha (byHKLII/IIO

IIUTOBUIHON JKene3bl. PexkoMeHmyeTcs MpOBOIUTH OLEHKY (YHKIMHM TIMTOBHIHON JKEJIe3bl

nepe] Ha4yauoM JISYCHHUS U €€ PEeTYJSIPHBINA KOHTPOJIb Ha (hOHE MPUMEHEHUs Ipenapara.

Hepucepuueckas neviponamusi

Mouekyna JIeHaTuAOMUIA CTPYKTYPHO CXO’Ka C MOJIEKYJION TaauaoMuia, KOTOPbIA H3BECTEH

CBOEH CITOCOOHOCTHIO BEI3BIBATH TAXKEIIYIO nepmbepnquKon HeﬁpOHaTI/IIO. Tem He MCHEC, HC

OTMCUCHO TIOBBIIICHHON YacTOTHI pasBuUTUA  1IEP

npepudeckoil Hedpornatiun Ha (oHE

JJIATCIIBHOTO  NPUMCHCHUA JICHAJIMAOMHUJA IpU JICHCHHUHU BI[MM Ha q)OHe JICYCHUA

JICHAJIMAOMUJIOM B KOM6I/IH3HI/II/I C JCKCaMCTa30HOM WU Meﬂ(i)aJIaHOM U IpEeaAHHU30JIOHOM HJIHU

Opu HA3HAYCHHUHW MOHOTCpAIIMH JICHAJIUWAOMHUIAOM,

JICHAJIMAOMU JAA.

Wi 1pu JJIUTCIBbHOM IIPHUMCHCHUHA

[Tpumenenune neHamuaOMUIa B KOMOMHAIIMY C B/B BBEJCHHEM 0OOpTE30MHOA U JEKCAMETa30HOM

y mnauueHToB ¢ MM cBsizaHo c Oosiee BBICOKOM

4acTOTOM pa3BUTHs NepupepuyecKon

Heliporatun. YactoTta pa3BuThs nepudepruiaeckor HelponaTuu ObljIa HUXKE TIPH TI/K BBEIACHHUH

6oprezomuba. bomnee monmpoOnas mHpoOpmaius ykazaHa B pasgene 4.8. M HMHCTPYKIHM IO

MEIMIUHCKOMY PUMEHEHHUIO JIEKapCTBEHHOTO IIpernapara st 6oprezomuoa.

Cunopom «ecnviuikuy onyxoau (ITFR) u cunopom ausuc

a onyxoau (TLS)

[Tockonpky neHamuaoMua 001a1aeT NPOTUBOOITYXO0JIEB

Ol aKTUBHOCTBIO, IIPU €0 IPUEME MOXKET

BO3HUKHYTbH cuHApoM nu3uca omyxonu (CJIO). Coobmanocs o ciyqasx pazsutust TLS u TFR, B

TOM 4HCJIe C JeTaabHbIM ucxonoM. [lanuents! ¢ puckom passutust TLS u TFR — 310 manuents! ¢

BBICOKOM OMNYyXOJIEBOM MAaccol MO0 JICYEHUS.

Cnenyer coOnrofaTh OCTOPOKHOCTH —IPH

Ha3HA4YCHHUHU JICHAJIWJOMHU A YKaSaHHOfI TpynIe rnmarueHTOB. OTtn anuEeHTBI JOJI?’KHBI HAXOOUTHCA

MO/ TIPUCTAILHBIM HAOJIOJICHHEM, OCOOCHHO BO BpE

IIOBBIICHHUH 0351, TAKXKC HCO6XOI[I/IMO

IPEAOCTOPOKHOCTH.

Jlumpoma uz Kiemox MaHmuliHOU 30Hbl

PexomenayeTcss mOCTOSHHOE HAOMIONEHHE U KOHTPO.

IIPUHUMATDb

Ms TIEPBOrO0 IUKJIA TEpanuu WU IpU

COOTBCTCTBYHOIIIHC MCEPbI

a1 3a cumrnromamu TFR. IlaumeHTnsl C

YCTAHOBJICHHBIM B XO04€ NUArHOCTUKH BBICOKUM MEXAYHAPOAHBIM ITPOrHOCTHYCCKUM HHACKCOM

(MIP]) mit MCXOAHO TeHepaIM30BaHHON JMMQoaaeHonaTuen (Haauyue, Kak MUHUMYM, OJHOTO

ouara Ja@aMeTpoM > 7 cM) MoryT uMeTh puck pa3BuTus TFR. CuHapom TpaH3UTOPHOTO

ycyryﬁneHH;I KIIMHUYCCKHUX HpOHBJ’IeHI/Iﬁ OIMyXOJIX MOXET MACKHUPOBATH IIPOrpeCCUPOBAHUC

3aboneBanus. [lanmmentam, y kotopwix Obul muarHoctupoBan TFR 1 wu 2 crenmenu, Obum

HazHaueHnbl ['KC, HIIBII u (nnu) HapKOTHYECKUE AHANBIETHKU JJIs1 KYNMUPOBAHUS CHUMIITOMOB
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TFR. Pemenne o neuennn TFR momkHO 6a3upoBaThCS HA WHAMBUAYAJIHLHOM IMOJIXOJIE K OIEHKE
PE3yABTATOB KIMHUYECKOTO 00ceIoBaHus nanuenTta (cM. pazaensl 4.2., 4.8.).

Donruxyrsapras /luM(bOMCZ uau ﬂuMd)OMa U3 K1emox MapeuHaibHol 30Hbl

Pexkomenayercss mocTtosiHHOEe HaOmOIeHHE W KOHTpoib 3a cumnTomMamu TFR. Cunapom
TPaH3UTOPHOTO YCYTryOJICHHS KIMHUYECKUX TMPOSBICHUN OIMYyXOJIM MOXKET MacKUpOBaTh
nporpeccupoBanue 3aboneBanus. IlarmmeHnTtam, y koTophix Obl1 nuarHoctupoBan TFR 1 u
2 crenenn, Obutn HazHayeHsl ['KC, HIIBII u (wiu) HapKOTHYECKHME aHAIBIETUKH JUIS
kynupoBanus cumntomoB TFR. Pemenume o medenmm TFR nmomwkHo OGasupoBatbes Ha
WHMBHTyaJIbHOM TIOJXOJIE€ K OIICHKE PE3yJIbTaTOB KIMHHUYECKOTO 00CIeIOBaHUS MalUeHTa (CM.
paznensi 4.2., 4.8.).

Pekomenayercs TmiaTenbHbIM KOHTpoib M oneHka TLS. HeoOxomumo moanepkaHue ypOBHS
KUJKOCTH B OpraHu3Me MalMeHTOB, MpoduiakTuiyeckoe yedyeHue TLS, a Taxke mpoBeneHHe
€KEHECIFHOTO PA3BEPHYTOTO OMOXMMHUYECKOTO aHAJIM3a KPOBU B TEUCHHE MEPBOTO IUKIIA WIIH
JIOJIbIIE B COOTBETCTBUU C KIMHUYECKUMH MOKa3aHUsAMU (cM. pa3zensl 4.2., 4.8.).

Onyxonesas macca

Jlumgpoma u3z kiemox MaHMUIHOU 30Hbl
JlenanupomMu HE PEeKOMEHIyeTCsS MPUMEHSTh y TMAUEHTOB C OOJBIION MAaccoi OMyXOJH TPH
HAJIMYUH aJTbTEPHATUBHBIX METOOB JICUCHHS.

Pannss cuepmunocms

B KN MCL-002 B menoM BBISBICHO 3aMETHOE yBeNMYeHHE paHHel (B TeueHue 20 Hememb)
cMepTHOcTH. [lanMeHThl ¢ UCXO0HO OOJIBIION Maccoil OIyXOJU OTHOCATCS K I'PYIIE BBICOKOIO
pHUCKa paHHEH CMEpTH: B TPYIIE JCHAINIOMH/IA PaHHSAS CMEPTh ObUIa 3aperucTpupoBaHa y 16
n3 81 maumenrta (20 %), a B KOHTpOJbHOU Trpynne — y 2 u3 28 nanueHToB (7 %). B Teuenue
52 Henenb JEYEHHS ATH MOKA3aTeIN COCTAaBMIA cOOTBeTCTBEHHO 40 % (ymep:ro 32 manueHTa u3
81) u 21 % (ymepiio 6 mauueHToB u3 28).

Heowcenamenvhvie peaxuuu

B K1 MCL-002 Tepanust JeHanuaoMuaoM Obuta oTMeHeHa y 11 u3 81 manueHToB ¢ 0ObIION
Maccoit onyxonu (14 %) Bo BpeMs NepBOro IMKJIA JICYEHUs, a B KOHTPOJBHOW Trpymme — y
1 manmenTa u3 28 (4 %). OCHOBHO MPUYNHONW OTMEHBI JICHATUAOMUAA Y TAIIHEHTOB C OOJIBIION
Maccoi OIyXOJIu B TPpYIIIe JeHAIUI0MU1a Bo BpeMs | nukia Obuto pazsutue HP y 7 manuenTos
u3 11 (64 %).

Taxum 06pazom, nanueHTs! ¢ 0OJIBIION MACCOM OIYXOJIH JTOJIKHBI HAXOIUTHCS MO TOCTOSHHBIM
HaOmoaerneM 11 KoHTpostst 3a HP (cm. pasnmen 4.8.), Bkimtodas cumnrombl TFR. Pexomenpammm

10 U3MEHEHMIO J103bl Ipenapata npu pazButun TFR npusenens! B pazaene 4.2. bonbiias macca
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OIyXOJIM OIpEAEsAeTCs IPU HAIWMYMM y MAalKdeHTa, IO MEHbIIEH Mmepe, | odara auameTpom

> 5 cm 1160 3 oyaros > 3 cM.

Annepeuueckue peaxyuis 4 msicenvle KOJNCHble PeaKyiii

HmeroTcst cooOIeHnst 0 cydasix alIepruuyecKuX peaKiiii, BKIIoYasi aHrHOHEBPOTUYECKHUI OTEK,

aHA(QUIAKTUYECKYI0 PEAKLMI0, U TSKEIbIX KOXKHBIX peakUusX, BKiItouyas cuHapoM CTuBeHca-

J>KOHCOHa, TOKCHUYECKUH DSHNHUACPMAIbHBIA HEKPO

so3uHOduIMel u cucteMHbMu cumnromamu (DRESS-

JU3 W JIEKAPCTBEHHYIO pEAKLHI0 C

CI/IHI[pOM), Yy NanMCHTOB, IMTPUHUMAKOIIHUX

neHamuaomuy (cMm. pasgen 4.8.). Jledammii Bpad MoJDKEeH MPOMHGOPMUPOBATH MAIlMEHTa O

CHUMIITOMAax 3THX peaKL[I/Iﬁ U TOPEKOMEHAO0BATH HEMCIAJICHHO O6paTHTBC$I 3a MGI[HL[HHCKOf/'I

MOMOIIBI0 B ciydyae ux passutusa. llpu mnos

aHa(bHHaKTHHGCKOﬁ p€aKuunu, Bch)OHHaTHBHLIX nin

BJICHUM AaHT'HOHCBPOTHUYCCKOI'0 OTCKa,

6YJ'IJ'I€3HLIX BBICBIIIAHUI Ha KOXE WU

MOA03PECHUHU HA PA3BHUTUC CUHApPOMA CTI/IBCHca—H)KOHCOHa HJIK TOKCUYCCKOI'0 snruepMaibHOT'O

Hekponnsza, win DRESS-cunapoma cnenyer H

E€MEJICHHO TPEKPAaTUTh I[PUMEHEHUE

JICHaJInJoMuJa, JJIEUYCHUEC KOTOPbIM HC CJICAYCT BO300HOBIIATH M ITOCJIE MCUE3HOBEHMS KOMKHBIX

nposiBneHnid. HeoOXxoaumMocTs nepeppiBa HIIM OTMEHBI JICHATHOMHUA CIEAYeT PacCMOTPETh B

CJIydac IMOABJICHUS APYIrUX BHUIOB KOXHBIX peaKHI/Iﬁ B 3aBHUCUMOCTH OT HUX BBIPAKCHHOCTH. B

CBiA3U C TEM, YTO HMMCIOTCA HAYYHBIC HY6J'II/IKaLII/II/I

O BO3MOXXHBIX MNEPEKPECTHBIX PCAKIUAX

MCXKAY JICHAIMAOMUAOM U TAIUAOMUIAOM, CICAYECT C ocoboit THIATCJIbHOCTbKO KOHTPOJIHUPOBATH

COCTOSIHMEC ITAIIMCHTOB, Y KOTOPBIX B aHAMHE3C €CThb

nepuoa JICUCHUA TaluIOMUIOM. .HCHB.J'II/II[OMI/II[ HEII

YKazaHusg Ha aJUICPIrU4CeCKUC peakKluu B

b34 Ha3HadYaTb HNalMCHTaM, Y KOTOPBIX

HUMCIOTCA B AHAMHC3C YKa3aHUSA Ha TsXKCIBIC KOKXHBIC PCAaKIMU Ha (1)0He IMPUMCHCHU

TaJIMIOMUIA.

Pazsumue nepsuunvix 310xa4ecmeeHHbIx Ol’lVXOﬂelj 0DV

2o nokanuzayuu (I10OJ1J1)

B KU ormeuena Ooisiee Bbicokas dyactora Bo3HukHOBeHHMs [IOJIJI y manumeHToB, panee

MOJIYYaBIIKUX JI€UCHUE JICHATUAOMUIOM M jAekcameTrazoHoM (3,98 na 100 yenmoBeko-yer) mo

CpaBHEHHIO ¢ KoHTposibHOU rpymmoit (1,38 Ha 100 gyemomeko-ner). Hemnsazusabie [1OJI

BKJIFOYAJIM 0a3aJlIiOMy M IUIOCKOKJICTOYHBIM PaK KokKW. bombmas dacte wHBa3uBHBIX [1OJ1

OTHOCHJIACh K COJIMAHBIM OITYXOJISIM.

B KU y manmentos ¢ B/JIMM, xoTopsiM He Obuta mokazana TI'CK, momydaBmmx jJeHaIHIOMU B

KOMOMHALMU ¢ Mea(panaHoM U IMPEIHU30J0HOM

70 TPOTPECCHpOBaHMSA, HAOIIOAATIOCH

yBenuaeHne 3aboneBaemoctu remaronorudeckumu [TOJI (OMIJI, M/IC) B 4,9 paza (1,75 Ha

100 yenoBeKo-JIET) MO CPAaBHEHHUIO C MAIMEHTAMHU, MOJ

y4yaBIIUMH MendanaH B KOMOWHAINUU ¢

npeaan3osionoMm (0,36 Ha 100 genoBeko-neT). YBenudeHue 3adoaeBaeMocT conuaabpiMu [TO1J1

B 2,12 pa3za oTMeuanoch y NalueHTOB, MOJIy4aBIIUX JeHAIUA0MUA (9 LMKIOB) B KOMOMHAIIMU C
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MendananoMm u npeaau3onoHoM (1,57 ra 100 deroBeKo-JeT) O CpaBHEHHUIO ¢ MendaraHoM B

KoMOuHanuu ¢ npeaau3ononom (0,74 na 100 yenoBeko

Yy ManyveHTOB, IOJYy4YaBIIUX JICHAJIHWIOMHJ B

MIPOrPEeCCUPOBAHUS WU B TeueHHe 18 mecsies, 3a0oie

-JIET).

KOMOMHAIIMA C [JEKCAaMETa30HOM O

BaeMOCTh remartojorudeckumu [10/1J1 He

yBenuuuBanack (0,16 nHa 100 yenoBeko-yieT) mo cpaBHeHuto ¢ npuemom MPT (0,79 nHa

100 genoBeko-JeT).

YBenuuenue 3a0oneBaeMocT conuanbiMu [TOJJI B 1

,3 pa3a 3aperucTpUPOBAHO Y MALMCHTOB,

MMoJIydaBIIUX JICHAJIWIAOMU B KOM6I/IHaLII/II/I C ACKCaAaMETa30HOM [0 MNPOIrpeCCUpOBAHUA WA B

teuenue 18 mecsuen (1,58 na 100 yenoBeko-neT) Mo

100 genoBeko-JeT).

cpaBHenuto ¢ npuemom MPT (1,19 Ha

VY mamuentoB ¢ BJ/IMM, mnony4arommx JeHAIHIOMHA B KOMOWHanuu ¢ Oopre3oMHOOM |

JIeKCaMeTa30HOM, yactoTra pa3Butus remaronorndeckux I[IOJJI cocraBmsma 0,00-0,16 Ha

100 yenoBeko-yet, a yactota pazsutus conuauabix [IOJJI — 0,21-1,04 ma 100 yenoBeko-mneT.

[loBbimenHblit puck pasputus remarosorndeckux I[IOJJI Ha ¢one mpuema neHanuaoMuAA

aKkTyalleH Takke u s nanueHToB ¢ BIMM mocnie TpaHCIaHTaluu CTBOJIOBBIX KJIETOK. XOTS

OTOT PUCK €HIC HC MOJHOCTBIO OXApPAKTCPU30BaAH, €TO HY?)KHO UMETh B BULYy, [IPpUHUMAS PCHICHUC

O Ha3HAYCHHUHU JICHAJIMIOMH A JTaHHOM TpynIie nmanueHT

OB.

Yacrora remaronorudeckux [TO/JI, rmaBasiM o6pazom, OMJI, MJIC u B-kietounbix aumpom

(Bxmrouass snmuMpomy XomKKMHA) cocTaBisiaa 1,3

1 na 100 gyemoBeko-yeT UIg TIPYyNIIbI

nenanuaomuaa u 0,58 Ha 100 yenoBexo-ner ans rpynmsl mwiane6o (1,02 ma 100 yenoBeko-net

i rpynnsl JieHanuomuaa nociae TI'CK u 0,60 va 10
He noydanu jgeHanmuaomua mnocie TI'CK). Yacrora

1,36 Ha 100 uenoBeko-neT s TPYNIIBI JICHATUAOMUIA

(0 yenoBeKO-JIET JJIs MAlMEeHTOB, KOTOPHIE
pazButus commaubix [TOJJI cocraBnsina

u 1,05 na 100 yenoBeKo-J€T AJIs TPYIIIbI

miane6o (1,26 wHa 100 gemoeko-ner mnst rpynnsl JdeHanmuaomuna mociae TI'CK u 0,60 Ha

100 yesnoBeKo-1€T U1l MALMEHTOB, KOTOpBIe He nonydanu aeHanuaoMuy nocie TI'CK). Yacrora

pazButus conuanbix [IOJI cocrapnsana 1,36 na 100 yenoBeko-JeT Jyisi TPYIIbI JICHATHIOMH/IA

u 1,05 nma 100 yenoBeko-ner ans rpymmsl mianebo (1,26 wa 100 yemoBeko-ji1eT Uit TPYIIIBI

nenanuaomuaa nocie TI'CK u 0,60 na 100 uenoBeko-ieT Juid MAalMEHTOB, KOTOpPbIE HE

nonxydanu jeHanuaomu nocie TI'CK).

Puck pasButus remarosorumueckux I1OJ1JI

CJICAYCT YUYHMTLIBATDH

nepes; Ha3Hau€HUEM

JICHAJIMJOMHK A KaK B KOM6I/IHaL[I/II/I C MCJ'I(i)aJ'IaHOM, TaK XU HEIMOCPCACTBCHHO IOCIIC NPUMCHCHUA

BJAM/TI'CK. Bpaunm [I0mKHBI BHUMATENbHO 00CIeE

JOBATh MAIlMCHTOB C HCIIOJIb30BAHUECM

CTaHJAPTHBIX JUArHOCTUYECKUX MeTos10B Juis BeisiBneHus [TOJIJ] kak mepen HayanoMm Tepanuu,

TaKk MW B TCYCHHUC BCCro I€puoJa JICHCHUA.

OOLIENPUHSTHIM PEKOMEHIALIHSM.

Jleuenue CJICAYyCT HNpPOBOAUTHL COIJIACHO
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Ipozcpeccuposarue 0o OMJI npu MJIC ¢ Huzkum u npomesncymoynbim-1 puckom

Kapuorun

Ucxonmupie  mepeMeHHBIE, BKJIOYas  COBOKYMHOCTh  ITUTOTEHETHYECKHX  HapyIICHHH,
MpeIONPeICTIOT mporpeccupoBanre 10 OMJI y manueHToB, 3aBUCUMBIX OT reMOTpaHchy3uii u
JEMOHCTPUPYIOIIUX Jenenuio 5q. B xone komOuHupoBanHoro ananusa n1eyx KU nenanumomuaa
y manueHToB ¢ MJIC HU3KOro ¥ mMpoMexyTouyHOro-1 pucka ObLI0O OTMEYEHO, YTO MAIEHTHI CO
CJIIOHBIMH LIUTOT€HETUYECKUMHU HAPYIICHUSIMU JIEMOHCTPUPOBAIN CaAMbI BBICOKUN 2-JETHHMA
KYMYJSTHBHBIH puck mnporpeccupoBanus 10 OMIL (38,6 %). IlpornHosmpyemass uacrora
nporpeccupoBanusa 10 OMJI B TeueHue 2 JIeT y MAaLMEHTOB C M30JIMPOBAHHOM aAenenuen 5q
cocrawia 13,8 % mno cpaBHenntro ¢ 17,3 % y nanumeHToB C Jenenuer 5q M OJHHUM
JOTIOTHUTENbHBIM [IUTON€HETHYECKUM HAPYLIEHUEM.

COOTBETCTBEHHO COOTHOIIIEHUE «I10JIh3a — PUCK» TEpaNuu JeHATUAOMUIOM manueHToB ¢ MJIC
¢ m3oiupoBaHHOU nenenmer 5q (MJIC5q) B codeTaHwm C KOMIUIEKCOM ITUTOTCHETHYECKHX
HapylUIeHUI HEU3BECTHO.

Omnyxounesiii iporenH P53 (TP53)

Myrauus TP53 Bo3nukaer y 20-25 % nanuentoB ¢ M/IC5q ¢ HUBKUM PUCKOM U COMPSKEHA C
BBICOKUM pucCKOM mnporpeccupoBanusi g0 OMIJL Ilpu perpocnexktuBHoM aHaimuze KU
nenanmuaomuaa npu MJIC Huzkoro u npomexxyroyHoro-1 pucka (MDS-004) nporao3supyemas
yactota nporpeccupoBanusi 10 OMIJI B Tteuenune 2 ner cocraBisier 27,5 % mNalMeHTOB C
noJIOKUTeNbHBIM ~ pesynbTatoM  MI'X-p53 (1% ypoBeHb OTCEYKM CHIBHOTO SAEPHOTO
OKpaIllUBaHMs C HWCIOJIb30BAaHHEM HMMMYHOTHCTOXMMHMYECKOM OLIEHKH Oenka p53 B KadecTBe
3aMeHuTeNss MyTaunoHHoro cratyca TP53) u 3,6% y manMeHToB C OTPHULATEIBHBIM
pesynbratroM UT'X-p53 (p = 0,0038) (cm. pazaen 4.8.).

Ipozcpeccuposanue 0o opyaux 3nokayecmeennvix onyxoaeu npu MKJI

OMIJI, B-kieTouHble OMYXOJM U HEMEITAHOMHBIH paK KOXKHU SIBIISIOTCS HICHTH()HUIIMPOBAHHBIM
puckom y nanueHToB ¢ MKJIL.

Pazeumue nepsuunvlx 310KA4€CmMEeHHbIX Onyxoell opy2ou nokamusayuu npu O vuau JIM3

B unccnenoBanuu ¢ ydyactuem MamueHToOB C peryauBupyouieit/peppaxkrepnoin @JI u JIM3 ne
OTMEYanoch MoBbIMIeHUsT pucka passutus [1OJJJI B rpymme JeHaAIUIOMUI/PUTYKCHUMAO 110
cpaBHEeHMIO ¢ rpynnoi mianedo/putykcumad. ['ematonornyeckue [NOAJI OMJI Bo3HuKanu B
0,25 cmygasix Ha 100 genoBeKo-JIeT B Tpymre JeHATHIOMIA/puTykcumad u B 0,48 cmydasx Ha
100 yenoBeko-1€T B TpyNIE MAlUMEHTOB, TNOJYYaBIIUX IUIane0o/putykcumad. Yacrora
BO3HUKHOBEHHs remarosiorndeckux u coiuaueix [1IOJJI (3a uckimtodeHneM HEMeTaHOMHOTO
paka koxwu) coctasmwia 0,74 cmyyae Ha 100 yenoBeKo-JeT B TPYIIE JCHATUIOMH/PUTYKCUMAO

u 1,97 cnyyaeB Ha 100 yenoBeko-JieT B rpynie NalUeHTOB, MOJIyYaBIIUX I11a1e00/puTykcumao,
34



ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

Npyu MeIWaHe IMTEIBHOCTH Tepuoaa HaOmomenun 29,8 mecsneB (muamazoH — ot 0,5 1o
51,3 mecsma). HemenmaHOMHBIN pak KO SBISIETCS UACHTU(GHUIIMPOBAHHBIM PUCKOM U BKIIIOYAET
IUTOCKOKJIETOUHBINA paK U 0a3aIbHOKJIETOUHBIN PaK KOXKH.

Bpauam cnenyer npoBoaute MoHuTOpuHr passutusa 110Ul y manumenTos. Ilpu paccmorpennn
BOIIpOCa O TCpaAIllMU JICHATIUAOMUAOM CJIICAYCT YUUTBIBATH KAaK IHOTCHIUAJIILHBIC MMPECUMYIICCTBA
JICHAITMJIOMUA, TaK U puck BosHukHoBeHus [TOJ[JI.

Hapyuwenus co cmopouwl nevenu

[leyeHo4yHass HEOOCTATOYHOCTh, BKIOYAs CIy4al CO CMEPTENbHBIM HCXOJIOM, Oblia
3apETUCTPUPOBAaHA Y TMAIMEHTOB, IMOJYYaBIIMX JICHAIUIOMHUJ B pPaMKax KOMOMHHPOBAHHOM
Tepanuy: OCTpas IEeYeHOYHas HeIO0CTaTOYHOCTh, TOKCHYECKHH TeMaTHUT, MUTOJIHTHYECKUH
TeraTuT, XOJECTATUIECKUI relaTUT U CMEIIAHHBIH HIUTOTUTHYECKUI/X0IeCTaTHUECKUN TeIaTHT.
MexaHu3Mbl TSKEION JICKapCTBeHHOﬁ T'CIIATOTOKCUYHOCTU OCTAaKOTCA HCU3BCCTHBIMH, XOTA B
HEKOTOPBIX CIy4asX MOpeIblaylee BUPYCHOE 3a00JeBaHHE I€YCHHM, WCXOAHOE IOBBIIICHHUE
CBIBOpOTOqH0ﬁ AKTUBHOCTHU (bepMCHTOB IICYCHU U, BO3MOXXHO, JICUCHUC AHTHUOMOTHUKAMU MOTYT
OBITH (haKTOpaMU pHCKa.

YacTto perucTpupoBaIUCh (PYHKIMOHAIBHBIC OTKIOHCHUS TI€YCHH, HO OOBIYHO OHU OBLIH
0eCCHMIITOMHBIMH H OOpaTUMBIMH TIIOCIIE TpEKpalleHus Tepanud. llociie BOCCTaHOBICHHUS
MoKa3aTeliei 10 HCXOTHOTO YPOBHS TEPANUI0 MOXXHO BO30OHOBHTH B 00JI€€ HU3KOH J103€.
JlenannioMua BBIBOJUTCS NOYKaMH. BaXHO CKOpPpEKTHpPOBaTh A03y IIpernapara y MalUeHTOB C
MMOYEYHON HEIOCTaTOUYHOCTHIO, YTOOBI M30€XKaTh JOCTH)KEHUS B IJIa3Me KPOBH KOHIIEHTPAIIHiA,
KOTOPBIC MOI'YT IHOBBICUTH PHCK pPa3BUTUA T'€MATOJIOTHYCCKHUX HP wmnm renaTOTOKCHMYHOCTH.
PexomeHyeTcsi KOHTPOIUPOBATh (PYHKIIMIO TIEYCHH, OCOOCHHO NPU HAIWYHU COIMYTCTBYIOIIETO
BUPYCHOTO 3a00JICBaHUsI MEYCHH WJIM YKa3aHWsS HAa HEro B aHaAMHE3€, WM TPU MPUMEHEHHUH
JICHATHOMU/Ia B KOMOWHAIIMY C MperapaTaMy, BBI3BIBAIONIMMH HapylnIeHHe (YHKIHH ITeYCHH.

Unexuusa ¢ neumponenueni uayu bes maxosoul

[Tarimentsl ¢ MM moaBepsKeHbI pa3BUTHIO MH(MEKITNH, BKIIOYas MHEBMOHUIO. boiiee BBICOKHIA
ypoBeHb HH(pHUIMpOBaHUS HaOmonancs y mnanueHToB ¢ BJIMM, KoTOopelM HE mOKa3aHa
TpaHCIUIaHTallysA, Ha q)OHC JICUCHUA JICHAJINIOMUIOM B KOM6I/IHaIII/II/I C JEKCaMCTa30HOM, YEM Ha
¢one neyenuss MPT, m y mamumentoB ¢ BJIMM mnocne TI'CK, KOTOpBIM HpPOBOIWIH
MO/JIEP>KUBAIOIIY IO TEPAMMIO JICHATMOMHIOM B CpaBHEHUU ¢ Tuianebo. Mudekuun > 3 crenenu
TSKECTU Pa3BUBAINCHh B YCJIOBHMSX HEUTPOIIEHMM MEHEE YEM Yy OJHOM TpPETH IMaluEHTOB. 3a
MAIUeHTaMHd C HW3BECTHBIMH (DaKTOpaMH pHUCKa HH(DUIMPOBAHUS HEOOXOIUMO TIIATEIHEHO
HaOmonatk. Bcem mammeHTaM peKOMEHAyeTcs He3aMeIJIUTEIbHO OOpaTHThCS K Bpady IpU
MEPBBIX MpHU3HAKaX MH(EKIHH (Harmpumep, Kamlelb, JIMXOPaaKa U T. [I.), YTO MO3BOJISIET IMPH

PaHHEM JICUCHUU CHU3UTDH CTCIICHDb TAYKCCTHU.
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Peaxmusauus eupycrou ungdexuyuu

Coobmianock 0 ciyyasx BHPYCHOW peakTHBallMM y MAalMEHTOB Ha (oHEe Tepanuu
JICHAIMIOMUJIOM, BKJIKOYasl CEPbE3HBIE ClIydyad PEaKTUBALMM BUPYCA OIOSCHIBAIOLIEIO JIMIIAs
(Herpes zoster) nnu Bupyca HBV.

B HekoTopbIX cilyyasix peakTHBAalLlMM BUPYCHON MH(peKkuuu Halmronancs JeTalnbHbll ucxoj. B
psne cily4yaeB peakTHUBALMs BUPYyCa OMOSICHIBAIOLIETO JUIIAs IPUBOIMIA K €r0 JUCCEMUHALMU U
PasBUTHIO BHPYCHOTO MEHHHTHTAa WM BUPYCHOTO TOPaXKEHHUS TIJla3, KOTOpble TpeOoBau
BPEMEHHOM IPUOCTAHOBKM TEpAaNMM JEHAIMIOMHIAOM WIA IIOJHOTO €€ NPEKpAIEHUus |
HAa3HAYEHUs COOTBETCTBYIOLIEH IIPOTUBOBUPYCHOU TE€paIUu.

O peaxktuBanuu Bupyca HBV y mnanueHToB, MOIy4yaBIIMX Teparuio JIEHATUIOMHUIOM U
IepeHeCINX paHee remaTuT B, coolmiamock penko. Y HEKOTOPBIX M3 OSTHX MAIMEHTOB
peakTHBalMs BUpyca IIpuUBEla K PA3BUTHIO OCTPOM IEYEHOYHOM HEIOCTATOYHOCTH,
MPEKPALICHUIO TEPANMM JICHAJTUAOMHUAOM M HA3HAYEHUIO IPOTHUBOBHPYCHBIX INpemnaparos. o
HayaJla JICUEHUs JICHAJIUJIOMUJOM BCEM NALMEHTaM ClelyeT IIPOBECTU TECT HA HAJIMYME BUpYCa
renatuta B. Ilpm nosydeHuMM NOJOKHUTEIBHOIO pE3yNbTaTa PEKOMEHIYETCS KOHCYJIbTalUs
rernarosiora. Crnenyer coOM0AaTh OCTOPOKHOCTD IIPH JIEUEHUM JIEHAIMIOMMJIOM MAlMEHTOB C
HBV B anamnese, BKkitodass M T€X, Y KOTOPBIX pe3ylbTaThl TECTa HA AHTUTENA K SICPHOMY
antureny HBV (HBc) nonoxutenbHble mpu oTpuuaTenbHOM pe3yiabTate Ha HBsAg. Otu
MAIUEeHTbl JIOJDKHBl HAXOAWUTHCS O] TOCTOSHHBIM HAOJIOJCHUEM [UIl CBOEBPEMEHHOTO
BBISIBJICHUSI CAMIITOMOB akTuBaiui nHdekunn HBV Ha npoTshkeHnn Bcero Kypcea JeueHusl.

Ipocpeccupyrowas myremudokanvras netuxkoduyedaronamus (IIMJI)

VY manueHToB, NPUHUMABIINX JICHAIHIOMHJI, COOOIIAIOCh O ciydasx passutus [IMJI, Bkimrouas
ciydyau ¢ JeTtanbHbIM HcxojgoM. CorsacHo cooOmienusM, [IMJI pa3BuBamack B mnepuoj OT
HECKOJIBKHX MECALEB 10 HECKOJIBKUX JIET NOCIE Havyajla JEYECHUs JICHATMAOMUIOM. B ocCHOBHOM
COO0OILIAJIOCH O CIy4asX y NAalMeHTOB, MOJIy4aBIIMX CONYTCTBYIOIIEE JICYEHNUE JIEKCAMETa30HOM
WM paHee NPOLIeAINX XUMHOTEPANIUIO APYTUM MMMYHOJEIPECCUBHBIM IpenaparoM. Bpauam
CIEIyeT PpEeryasipHO NPOBOAUTh MEIUUMHCKUNA OCMOTp mnamnueHtoB. llpu cocTtaBieHun
muddepeHmanbHOro  AMarHo3a y MalMeHTOB € HOBBIMH WM MPOTPECCUPYIOMUMHU
HEBPOJIOTUYECKUMH CUMITOMAMHM, IPU3HAKAMU KOTHUTHBHBIX M IMOBEICHYECKUX HapPYILICHHIA,
HEOOXOJMMO YYMUTHIBaTh BO3MOXHOCTh pa3Butus [IMJI. IlanuentoB cienyer npeaynpeauts o
TOM, YTO UM CTOUT COOOIIMTH CBOMM OJIM3KUM U JIUIAM, YXa)KUBAIOLIUMH 32 HUMH, O JICUCHUH,
MOCKOJIbKY OHU MOTYT 3aMETHTh CUMIITOMBI, O KOTOPBIX MAIIUEHT HE 3HAET.

Huarnoctuka [IMJI momkHa BKIIOYATh HEBPOJOTHYECKOE OOCIECOBAaHUE, TPOBEIACHHE
MarHUTHO-PE30HAHCHOW TOMOTrpaduu TOJIOBHOTO MO3ra W aHajdW3 CIIMHHOMO3TOBOH KHIKOCTH

Ha Hanumuune JIHK Bupyca I»xona Kannunrema (Bupyca JC) ¢ moMoIipo MeTo/1a OJIMMEPA3HOM
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nennoit peaknuu (I11IP). B xauectBe amprepratuBnl [II[P-mccrienoBannio MOXET OBITH

OpoBEACHA OHOTIICHS TOJTOBHOT'O MO3Ta AJI1 OIIpPCACIICHUA BUPYCa JC. OTpI/ILIaTeJ'ILHBII\/’I pe3yiabTart

[MIP-uccnenoBanus Ha Bupyc JC He uckmouaer pasutue [IMJI. Heobxoammo oGecnieunThb

JOIIOJITHUTCIIBHOC Ha6J'IIO,Z[CHI/IC 34 MaOMCHTOM H IIPOBCCTH MOOIOJHUTECIBHBIC HCCIICAOBAHMA,

€CJIn aJIbTCpHaTHBHbIﬁ JUAardo3 HE MOXKET OBITH YCTAHOBJICH.

IIpn wammumm nono3peHus Ha pazputue [IMJI mans

OBITH MNPUOCTAHOBJICH A0 TEX IOp, IIOKa IUarHo3

HEWIMN TMpHEM JIEHAWIOMHIA JOJDKEH

I[IMJI ne Oyner uckiroueH. B cmydae

MNOATBCPKACHUA AHarHo3a TIMJI npueM JICHAJIMAOMHAA JOJIKCH OBITb OKOHYATEJIHLHO

HpeKpalleH.

Hayuenmuvr ¢ BIIMM

Bonee BbICOKHII ypOBEHb HENEPEHOCHUMOCTH KOMOMHUPOBAHHOU Tepanuu JieHanuaomuaom (HP

3 unu 4 creneHu TskecTH, cepbe3nble HP, mpekpay

CHHUC HequI/ISI) OTMCHAJICA Y NTallUCHTOB

crapwe 75 ner, ¢ Ill cragueit cormacHo MexayHapoaHou cucteme cragupoBanus (ISS), c

CymMMoO#l  GaioB

JEHATHIOMHUA B KOMOWHAIMU C JPYTUMHU TIpen

nmo wmkate ECOG>2 wm KK <60 mn/MuH.

Ilepen Ha3zHaueHHEM

apaTaMMi HYXHO TIHATCJIbHO OILCHUTDH

BO3MO’KHYIO IIEPEHOCUMOCTb 3TOW TEpaluyu y MAallMeHTOB C yYeTOM uX Bo3pacTa, III ctagum ISS,

ECOG =2 ynu KK < 60 mn/mun (cm. pazzgenst 4.2., 4.8
Kamapaxma

).

C Oostee BBICOKOM 4acCTOTOM KaTapakTa OTMEYajach y MalMeHTOB, MMOJy4aBUIMX JICHATUAOMU B

KOMOHMHAIIMKU C JIeKCaMETa30HOM, OCOOCHHO TIpHU

PETYIAPHBINA KOHTPOJIb 3PEHUSL.

IIIATENIbHON Tepanuu. PekomeHmyeTcs

4.5. B3aumopneiictBuMe ¢ JAPYIrMMH JIEKAPCTBEHHBIMH IIpenapataMH M JApyrue BHAbI

B3aNMOAeHCTBUSA

OPUTPOIIOITHUCCKHUE JTCKAPCTBEHHBIC CPEICTBA

SpI/ITPOHOSTI/I‘IeCKI/Ie JICKApCTBCHHBIC CPEACTBA, a4 TAKXE APYruc CpeacTrBa, KOTOPBIC MOTYT

MOBBIIIATE PUCK TpoMOO3a, HANpPHUMEp, Ipernaparbl

CJIETyeT MPUMEHATh C OCTOPOKHOCTHIO Y MALIMEHTOB
KOMOHWHAIUU C IeKcaMeTa3oHoM (cM. paznensl 4.4., 4.8
[lepopanbHble KOHTPALIETITUBbI

He

MMPOBOJUJIIOCH  UCCIICAOBAaHUSA

JIeKapCTBEHHOTO

JUII TOPMOHO3AMECTUTEIBLHOW Tepamuu,

¢ MM, npuHHMAaONIMX JEHATUIOMHUI B

).

B3aMMOJECHCTBUS € IEPOpaJIbHBIMU

KOHTpalenTuBamMu. JICHaIuIOMHl HE SBISETCS MHAYKTOPOM (DEPMEHTOB CHCTEMBI LIMTOXPOMA.

B uccaenoBanuu in vitro Ha renaTOLMTaX YeIOBEKa JICHATIMAOMHU] B Pa3JIMYHbIX KOHOCHTPAIUIAX

He wuHaynupoBan wu3odpepmentet CYP1A2, CYP2B

6, CYP2C9, CYP2C19 u CYP3A4/s.

HOSTOMy Ha (bOHe MOHOTEpAIU JICHATIUAOMUAOM HC IMPCAIIOIaracTCsa MHAYKIUHU, HpI/IBOI[HIJ_[eﬁ

K CHIXEHMIO 3(()EeKTHUBHOCTH NpemnapaToB, B T. Y. TOPMOHAJIBHBIX KOHTpauenTuBoB. OJHAKO
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JIEKCaMETa30H, SBISACH CIIa0bIM/yMepeHHBIM HHIyKTOpoM u3odepmenta CYP3A4, BeposTHoO,
BIMSIET U Ha Jpyrue (pepMeHThl, a TaKKe TpaHCIOpTepbl. Hemb3si MCKIIOYUTh BO3MOXKHOCTH
CHIDKEHUS 3(PPEKTUBHOCTH MEPOPaNIbHBIX KOHTPALENITUBOB Ha (hoHe Tepanuu. [losTomy crnenyer
npeanpuHuMaTh 3 peKTUBHBIE MEPBI KOHTpaIeniuu (cM. pasaenst 4.4., 4.6.).

Bapdapun

He ormedeno BnusHus neHanuaomMuga B jgo3e 10 Mr, IMpUHUMAeMOro MHOTOKpPAaTHO, Ha
¢dapmakokuHeTHYeCKHe MapaMeTpsl R- u S-BapdapuHa mnpu e€ro OJHOKPATHOM IpHEME.
OnHOBpEMEHHOE OJHOKpATHOE TMpHMEHEHHE BapdapwHa B 03¢ 25 MT C JICHAIHIOMHIOM HE
BIMSJIO Ha (hapMaKOKMHETUKY rocienHero. OJHaKo HEH3BECTHO, UMEETCs JIM B3aUMOJCHCTBUE
MIPHU KJIMHUYECKOM MPUMEHEHUHU (COIyTCTBYIOLIAs Tepamus ¢ JeKcaMeTa3oHoM). JlekcameTra3zoH
SBIIIETCSL  CIIA0BIM/YMEPEHHBIM HHIYKTOPOM (DEPMEHTOB, W €ro BiIHsSHHE Ha BapdapuH
HEM3BECTHO. PexoMeHayeTcsl THIaTeNnbHBI KOHTPOJIb KOHIEHTpaluu BapdapuHa B TUIazme
KpPOBH BO BpPeMs TEPaUH JICHATUIOMHUIOM.

JIUrOKCUH

OnHOBpEeMEHHOE Ha3HAa4YeHHE JICHATHIOMH/A B 03¢ 10 MI B CyTKM YBETHYHMBAJIO IIA3MEHHYIO
skcno3unuio aurokcuna (0,5 mr ogHokpatHo) Ha 14 % c¢ noeputensHbiM MHTEpBajioM (/)
90 % [0,52 % — 28,2 %]. HeusBectHo, Oynet iu 3TOT 3(p(PeKT HHBIM B KIMHUYECKOH CUTyalluu
(Oonee BbICOKHME 03Bl JICHAJIMJOMHUIA U COMYTCTBYIONIAs Tepanus JekcaMmeTa3oHoM). [Tostomy
Ha (QoHE JIEYCHMS JICHATMIOMUAOM PEKOMEHAYETCS MOHHTOPHPOBATH  IUIA3MEHHYIO
KOHIICHTPAIIHIO TUTOKCHHA.

CratuHbI

CymiecTByeT MOBBIIEHHBIH PUCK pabIoOMHONIM3a B CIy4ae OJHOBPEMEHHOTO NPUMEHEHUS
CTaTUHOB M JICHAIUJAOMHIA, YTO MOXKET OOBSICHATHCS CyMMHUPOBaHHEM JEHCTBUHA ATUX
npenaparoB. HeoOxoaumMo TmaTenpbHOE KIMHAYECKOE M JJAOopaTOpHOE HAOIOICHHE, 0COOESHHO
B NIEPBbIC HEJICNIN JICUCHHS.

JlexcameTa3on

OMHOBpPEMEHHBIH OJHOKPATHBIA WM MHOTOKPATHBINA MpHeM Jekcamera3oHa (40 Mr oauH pa3 B
JIeHb) HE OKa3bIBaeT KIMHUYECKH 3HAYUMOro 3(dexTa Ha (apMaKOKHHETHKY JICHATUIOMHUA
IIPU €r0 MHOT'OKPATHOM IPHEME B J103€ 25 MI' OMH pa3 B JICHb.

Bsaumopeiicteue ¢ muarnonropamu P-rimukomnporenna (P-gp)

JlenanmumomMua B YCIOBUSX in vitro sBisercs cyocrpatom P-gp, HO He mHTHOMTOpOM P-gp.
OnHOBpPEMEHHOE MHOTOKPATHOE NMPUMEHEHHE MOIIHOro MHruburtopa P-gp xunuamna (600 mr
JBa paza B JIeHb) WIM yMepeHHoro umHruburopa P-gp/cyOctpara temcuponumyca (25 mr) He

OKa3bIBAJI0 KIMHUYECKH 3HAYMMOTO 3¢ ¢ekta Ha (apMaKOKHMHETUKY JieHanuaoMuaa (25 mMr B
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neHb). {dapMakoKMHETHKAa TEMCUPOJIMMYyca HE HW3MEHSAJach IIPH €ro OJAHOBPEMEHHOM
MIPUMEHEHUH C JIEHATHIOMUIOM.

4.6. ®epTUIBHOCTDb, 0€PEMEHHOCTD U JTAKTALMS

VYuuThiBass HaIMuuMe TEPATOT€HHOrO0 NOTEHLHANa, MPUMEHEHHE JEHATUAOMUIA JIOJKHO
OCYILIECTBIIATECSL B CTPOTOM COOTBETCTBUM C [Iporpammoil KOHTPOJIMPYEMOI'O MEIHULIMHCKOIO
MIPUMEHEHUS JIeHANUoMua (CM. pasaen 4.4.), 3a UCKITIOYEHNEM TeX CIy4aeB, KOTJa OTCYTCTBHE
PEnpOIYKTUBHOTO MOTEHIMANA Y MAIIMEHTKH HAJIEXKHO MOATBEPKICHO.

JKeHIUHBI C COXpAaHEHHBIM PENPOAYKTUBHBIM MOTEHIIMAIOM/KOHTPALCHIMS IS MYXYUH H
KEHIIH

XeHmuHaMm ¢ COXpaHEHHBIM PENPOAYKTHBHBIM MOTEHIHAIOM CIIEyeT HCIOIb30BaTh
¢ ¢deKTuBHBIE METOAbl KOHTpanenuuu. Eciu manumeHTKa 3a0epeMeHena, NpUMEHEHHE
JEHATUIOMHUAA JOJOKHO OBITh TpPEKpalieHo, TMalMeHTKy HeoOX0JUMO HampaBUTh Ha
KOHCYJIBTALIMIO K Bpady-TepaTOJIOTy Ui OCMOTpa M KIMHUYECKHUX peKoMeHaauuid. B ciydae
OEpEMEHHOCTH JKCHILMHBI, SIBISIFONICHCS CEKCyaJbHBIM MapTHEPOM IMAlMEHTa, MOJIy4aroIlero
JCHAUAOMUI, €€ TaKKe HaIlpaBIIOT K Bpady-TepaToOJOry Ui OCMOTPa M KIMHUYECKUX
pEKOMEHAAIUH.

JleHanMIOMH]T COAEPKHUTCA B CEMEHHOM KHUJIKOCTH MAI[EHTOB B MEPHOJ JICUEHHS B MPEICIBHO
HU3KHX KOHIEHTpAIMSIX M HE ONpEAeNseTCs Y 3I0POBBIX MYXYHMH uepe3 3 JHs Tocie
MpeKpanieHus MpUMEeHEeHHs pemnapata (cM. pasaen 5.2.). B kauecTBe Mepbl MpeI0CTOPOKHOCTH,
YUUTHIBasi BO3MOYKHOE CHMKEHHE CKOPOCTH BBIBEICHHS Mpernapara y MalueHTOB 0COObIX TPy,
HarpuMmep, NIpu HapyHIeHUH (PYHKIUM TOYEK, BCE MYXYHHBI, TPUHUMAIOIINE JICHATUIOMU/I,
JIOJDKHBI TI0JIB30BATHCS MPE3ePBATUBAMU B TEUEHHE BCETrO Kypca JICUSHHsI, BO BpEMsI TIEpephIBa B
JICYCHUH U B TeueHue | Helenu mocie MpeKpalleHus JICYeHUs] B TOM CITy4yae, €CJIM CeKCyallbHbIN
naptHep — OepeMeHHas IKCHIIMHA WM JKEHIIWHA C COXPAaHEHHBIM PENpOAYKTUBHBIM
MOTEHIIUAJIOM, HE UCTIONb3YIOIIasi KOHTPALEIIHIO.

bepeMeHHOCTD

JleHanunoMua — CTPYKTYpPHBIA aQHAJIOT TaJWIOMHIA, KOTOPBI SIBISIETCS H3BECTHBIM
TEPATOr€HOM. HSBCCTHO, 4TO MpUCM TaluJoMuaa 6epeMeHHBIMI/I KCHIIIMHAMHU BBI3BIBACT
TSDKEIIbIE JKU3HEYTPOJKAIOIINE BPOXKICHHBIE HAPYLICHHS Y TUIOAA.

UccnenoBanue BIUSHUS JICHATWAOMHUIA Ha 3MOpuOdETalbHOE pa3BUTHE IMPOBOJIMIOCH Ha
o0e3bsiHaX, KOTOPBIM BBOJWIH Tpemnapar B go3ax oT 0,5 Mr/kr/cyt no 4 mr/kr/cyt. Pe3ynabTaTs
ATOTO WCCIIEZIOBAHUS TIOKA3allM, YTO JICHAMOMHUJ] BBI3BIBAI Pa3BUTHE BHEUIHHX J1Ee()EKTOB, B
T. Y. 3apalleHue aHaJbHOTO OTBEPCTUS M HaApyLIEHHE pa3BUTUS BEPXHUX U HIDKHUX
KOHEYHOCTEH (M30THYThIE, YKOPOUYCHHBIE, 1e()OpMUPOBAHHBIC, HEJIOPA3BUTHIC U (MJIH) YaCTUYHO

OTCYTCTBYIOIIIME KOHEYHOCTH, OJUTOMAKTWIMS W (WJIM) MHOTOIAJIOCTb) y JCTECHBIIIEH CaMOK
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00e3bsH, KOTOpbIE MOJTydaly MpenapaT BO BpeMs OepeMEeHHOCTH. B HEKOTOpBIX cydasx Takxke
HAOIOAIOCh TMOBPEXJICHUE BHYTPEHHUX OpPraHoOB (M3MEHEHHE IIBETa, KpAacHbIE OYaru B
pa3IUYHBIX OpraHax, HeOouyblas OecIBETHAs Macca BBIINIE aTPUOBEHTPHUKYJISPHOTO KIalaHa,
YMEHbBIIIEHHBIN )KETTYHBIN My3bIpb, AeQOopMHUpOBaHHAs Aradparma).

DKCHepUMEHTAIbHbIE MCCIEAOBAHMS JICHATHAOMUIA Ha O0€3bsSHAX IMOKa3aJld pe3yJbTaThl,
CXOJIHBIE C ONMCAaHHBIMU paHee I TAIUIOMU/IA.

Bcenencteue oxumaeMoro teparoreHHoro g ¢ekra JSHATUAOMHUIA ero MPUeM MPOTUBOIIOKA3aH
BO BpeMsi OepeMeHHOCTH (cM. pazaen 4.3.).

JlakTanms

HewusBectHo, mocTymaeT JiM JEHAIMIOMHJ B TPyJIHOE MOJIOKO. B cBf3M ¢ 3TUM, B mnepuon
JICUYEHUS JICHATUIOMHUIOM TPYTHOE BCKapMIIMBAHUE JIOJKHO OBITh MPEKPALICHO.

DepTUILHOCTh

PesynbraTel uccienoBaHus PENPOAYKTUBHOM (PYHKIMHM, KOTOPOE NPOBOJWIA Ha KphICax C
MPUMEHEHUEM JiIeHaauaoMuaa B 1o3ax 10 500 Mr/kr (3TH 1036l MPEBBIMIATN MPUOIU3UTEIHLHO B
200-500 pa3 TepaneBTUYECKHE JO3bI AJI YeJI0BeKa, 25 Mr u 10 MI' COOTBETCTBEHHO B IepecueTe
Ha IUIOLAJb MOBEPXHOCTU Tesa), HE MPOJAEMOHCTPUPOBAIM HApPYIIEHUS (PEPTUIBHOCTH WIH
TOKCHUYHOCTH JJIsl OPTaHU3Ma POJIUTENEH.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeaCcTBAaMU M padoTath C
MeXaHu3MaMH

JleHanMIOMHU OKa3bIBACT HE3HAUMTEILHOE WM YMEPEHHOE BO3JCHCTBHE Ha CIIOCOOHOCTH
yIPaBJISITh TPAHCIIOPTHBIMU CPEACTBAMHU M MEXaHH3MaMH. BO Bpems JIeUCHHS JICHATHIOMHIOM
OTMEYaJIUCh CIIA00CTh, TOJIOBOKPYKEHHE, COHJIMBOCT, BEPTUTO U HEUETKOCTH 3peHusi. B cBsi3u ¢
9TUM CJIEJIyeT MPOSIBIATH 0COOYI0 OCTOPOKHOCTh MIPH YIIPABIECHUU TPAHCIIOPTHBIMU CPEJICTBAMU
1 paboTe ¢ MeXaHU3MaMH.

4.8. He:xkenareJbHbIE peakuuu

Pesrome npoduiist 6e3onacHocTH

Bnepesvie ouacnocmuposannas MHOMCECMEEHHAS MUENOMA: NAYUEeHMbl, KOMOPbIM NOKA3AHA
mMpaucnianmayus,  Noayyasuiue  JeHAIoOMUO 8 KOMOuHayuu ¢  Oopme3omMudoom u
0eKcamemaszonom

B nByx xnuHHuYeckux uccienoBaHusx cepbe3noit HP, xotopas nabmoaanace yamie (> 5 %) npu
pueMe JICHATUAOMHUIA B KOMOMHAIMK ¢ 00pTe30MHOOM M JIEKCAMETa30HOM, ObliIa ITHEBMOHHUS
(5,9 %).

Cnenyromue HP peructpupoBanuch damie y NalMEHTOB, NPUHUMABIIMX JICHATUIOMHUI B
KOMOHWHAITUH C II/K BBEJACHHEM OOpTe30MuOa M JeKCaMETa30HOM: Mepudepudeckas HeHpomaTus

(35,2 %), netitponienus (31,9 %), rpomboruTonenus (25,3 %).
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Crnenyromme HP peructpupoBanuch damie y NHalMEeHTOB, NPUHUMABIIMX JICHATUAOMHUI B
KOMOHMHAIIMU C B/B BBEJIECHUEM OOpTe30MUOa M JeKCaMeTa30HOM: nepudepudeckas HelponaTus
(54,8 %), numdonenus (52,2 %).
Bnepsvie ouacnocmuposannas muosxcecmeennas muenoma: nayuenmovl nocie TICK ¢
nocnedyroweti noodepaicusaroujeli mepanueti 1eHAIUOOMUOOM
Cepnesnsie HP, xotopeie Habmonanuck 4amie (=5 %) Ha ¢GoHE MOANCPKUBAIOIICH Teparnuu
JICHATUIOMUJIOM, YeM I11a1e00, ObUTH CIIECTYOIIUMU:

e mueBMmonus (10,6 %);

e uH(pEKIMOHHbIE 3a00eBanus erkux (9,4 %).
B nByx K1 HP, koTOpBIE PErHCTPUPOBAIUCH Yallle y NAUEHTOB, IPUHUMABIINX JICHAIUIOMU] B
paMKax TOJIepPKUBAIOIIEH Tepanuu, 4YeM y MNPUHAMABIIMX IUiane0o, ObUIM CleAyIOIIHe:
Hetponenus (60,8-71,9 %), tpombouurtonenus (23,5-61,6 %), Oponxur (47,4 %), nuapes
(38,9—46,4 %), nazopapunrut (34,8 %), meimeunsie cygoporu (33,4 %), neiikonenust (18,8-
31,7 %), acrenus (29,7 %), xamens (27,3 %), uWHGEKIMU BEPXHHUX JBIXATEIBHBIX MyTeH
(26,8 %), cwimb (25,0 %), ractposHTepur (22,5 %), nuxopagka (20,5 %), mMoBBIIIEHHAs
yromisieMocTs (17,9 %) u anemus (13,8 %).
Bnepevie ouaznocmuposannas MHONCECMBEHHASL MUENOMA. NAYUEHMbI, KOMOPbIM He NOKA3aHA
Mpaucnianmayus, Noayyasuue  JeHAIooMud 8 KoMOuHayuu ¢  Oopme3oMubom  u
0eKcamemaszoHom
Crnenyromue cepresnpie HP naGmonmamuce dame (=5 %) mpu npueme JeHATWAOMHUAA B
KOMOMHAIMM C B/B BBEACHHEM OOpTe30MHOa H JIEKCaMETa30HOM, YeM TMIpH MpHEME
JICHATUI0MH/1a B KOMOMHAIIMH C IEKCAMETa30HOM:

e cHWKeHHe apTepuanbHoro aaBienus (AJl) (6,5 %);

e uH(pEKIMOHHBIE 3a001eBanus Jerkux (5,7 %);

e o0e3BoxkuBanue (5,0 %).
Cnenyromme HP Bcerpewanucy uame Ha (oHE mnpueMa JCHATWAOMHAA B KOMOHMHALIUU C
00pTe30MHUOOM M JEKCaMeTa30HOM, YyeM Ha (OHE Mpuema JICHATUAOMUIAa B KOMOMHAIIMH C
JICKCAaMETa30HOM: TMOBBIIICHHAss yromusieMocTh (73,7 %), mnepudepudeckas HeHponaTHs
(71,8 %), TpombouuTonienus (57,6 %), 3anop (56,1 %), runokansiuemus (50,0 %).
Bnepsvie ouacnocmuposannas MHoMdCeCmeeHHaAs MUEIoOMA: NAyueHmol, KOMoOpbiM He NOKA3aHA
MpAncnianmayus,  noaydyaguiue  J1eHaAIuooMuo 6  KOMOUHaAyuu C  HU3KUMU  003aMu
oexcamemasona
CepbesnsiMu HP, naOmromaempiMu uamie (=5 %) npu nmpueme Rd mmu Rd18, wem Ha done

npuema MPT, Obun:
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e nHeBMoHUA (9,8 %);

® T0YeYHAas HEJOCTATOYHOCTH (B T. 4. ocTpas) (6,3 %).
W3 HP na ¢one npuema Rd nnu Rd18 gamme, yem na pone MPT nabmonanuce: auapes (45,5 %),
MOBBINIEHHAs yroMisieMocTs (32,8 %), 6onu B cniuHe (32,0 %), actenus (28,2 %), OeccoHHUIIa
(27,6 %), comb (24,3 %), camwkenune anmneruta (23,1 %), xamens (22,7 %), muxopaaka (21,4 %),
a TaKxke MblleuHbie cygoporu (20,5 %).
Bnepsvie ouacnocmuposannas MHOMICECMEEHHAA MUENIOMA: NAYUEHMbl, KOMOPbIM He NOKA3aHA
MPAHCNAAHMAYUSL, NOYHABUIUE TICHATUOOMUO 8 COYEMAHUU C MENPATAHOM U NPEOHU3OTOHOM
CepnesnsiMu HP, Oostee wacto (= 5 %) HabmomaeMbIMu IIpU IipueMe Melanana, IpeJHIU30JI0Ha
Y JICHATHJIOMHJIA C TIOCIIEIYIONIeH moanepKuBatomiei repanueit tenamugomuom (MPR+R) nnm
npu npueme MendaiaHa, NpeAHU30I0HA U JICHAIUOMUA C MOCIEIYIOMEeH Mo 1epKUBatoLIei
tepanueit mwanedo (MPR+p), yem npu npueme MPp+p, Obutu:

e (eOpunpHas Helitporienus (6,0 %);

e anemus (5,3 %).
N3 HP uame nabmonmanucek npu npueme MPR+R wim MPR+p, wem npu nmpueme MPp+p:
Heiitponienus (83,3 %), anemus (70,7 %), TpomboumTonenus (70,0 %), neiikonenus (38,8 %),
3amop (34,0 %), auapes (33,3 %), ceimb (28,9 %), muxopanka (27,0 %), nepudeprudeckue OTeKH
(25,0 %), xamens (24,0 %), camxenue annerura (23,7 %) u acrenus (22,0 %).
MHnoowcecmeennas muenoma: nayueHmol, NOAYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu
K cepresnsiM HP, 3apeructpupoBanHbIM Ha (OHE MPUMEHEHMs JIEHAIUOMU/a/1eKcaMeTa30Ha
gare, 4eM Ha (oHe Turamne0o/1ekcameTazoHa, OTHOCHITUCK:

e BeHosHas TO (TpoM0603 riry0okux BeH, TD Iero4Hoi aprepun);

e HEUTpomneHus 4 CTENEHU TAKECTH.
Crnenyromue HP y manmmentoB ¢ MM BcTpedanuch yamie Ha (oHE Ipuema JICHAIUAOMUAA U
JIeKCaMeTa30Ha, yeM Ha (OoHE mpHueMa Iuianedo u JeKcaMeTa3oHa: MOBBIIICHHAS YTOMIISIEMOCTh
(43,9 %), neiirponienus (42,2 %), 3anopst (40,5 %), muapes (38,5 %), MbIMIEUHBIE CYAOPOTH
(33,4 %), anemus (31,4 %), rpomOoruTonenus (21,5 %) u cbinb (21,2 %).
Muenooucniacmuueckue cuHOpOMbI
BonpmmacTBo HP, kak mnpaBwio, pa3BUBAIMCh B TEYCHUE TMEPBBHIX 16 Hemenb JeUeHHS
JICHATTUIOMHUJIOM.
Cepbesnbie HP Brrouanu:

e BeHO3HyI0 TO (Tpom003 riry6okux BeH, T JeroyHon apTepun);

e HelTporeHWto 3 WM 4 CTeNeHW  TsDKecTH, (HeOpHibHYI0  HEHTPOINICHUIO H

TPOMOOIIMTOINEHHUIO 3 WIH 4 CTETIEHU TAKECTH.
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HP, xotopsie HabOmroamich HanboJiee YacTo MpH JICYCHUH JICHATUIOMUIOM ObUIN CIIEAYIOIIUe:
Heritporienus (76,8 %), pombonuronenus (46,4 %), nuapes (34,8 %), 3amop (19,6 %), TomHoTa
(19,6 %), 3yn (25,4 %), cemb (18,1 %), moBbimienHas yromisgemocts (18,1 %) u MblieuHbIe
cynopor# (16,7 %).
Jlumghoma uz kremox MaHMuUUHOU 30HbL
Cepnesnbie HP, koTopeie HabM0qanuch yale B TpyIIe JIEHATHIOMUA, ObUTH MTPEICTABICHBI:

e HeuTponenueit (3,6 %);

e TD nerounoii aptepuu (3,6 %);

e nuapeeii (3,6 %).
Cnenyromue HP pasBuBanuce vaiie B rpynne JeHanuaoMmuaa: Hedtponenus (50,9 %), anemus
(28,7 %), nuapes (22,8 %), noeieHHas yromisieMocTs (21,0 %), 3amop (17,4 %), nuxopanka
(16,8 %) u cpinb (BKIItOUas ayuiepruueckuit nepmatur) (16,2 %).
[TanieHTHI ¢ UCXOIHO OOJIBIIION MACCOM OIMYyXOJH OTHOCSTCS K TPYIIE BBICOKOTO pUCKa paHHEH
CMEpTH.
DOonnuKyIAPHAS TUMPOMA UU TUMPOMA U3 KIEMOK MAPSUHATILHOU 30Hbl
Crnenyromue cepbe3nble HP HaOmromanuch wamie B rpynne JeHATWAOMUA/PUTYKCUMAO 10
CPaBHEHUIO C TPYIIOH Tanedo/puTykcuman:

e (ebOpmibHas HeiTponenus (2,8 %);

e TD nerounoii aprepuu (2,3%).
Cnenyromme HP pasBuBanuch yamie B Tpymnne JEHATHIOMUI/PUTYKCUMAO MO CPaBHEHHUIO C
rpymmnoil mianedo/purykcumad (kak MUHUMYM, Ha 2 % dale B OJHOM rpyme, 4YeM B JpyTroi):
Hedtponenus (58 %), nuapes (31,3 %), neiikonenus (28,4 %), 3anop (26,1 %), moBbIIeHHAS
yromisiemocTs (21,6 %) u muxopazaxka (21,0 %).

Tabnuanoe pPE3IOME HEXKEIATEIbHBIX PeaKITUM

YacToTra BCTpEYaeMOCTH OMpeEJeNieHa CIeAyIommM o0pa3oMm: oudeHb uacto (= 1/10), gacro
(ot > 1/100 mo < 1/10), mewacto (ot = 1/1000 mo < 1/100), penxo (ot = 1/10000 mo < 1/1000),
oueHb penko (< 1/10000), vacTtora HeusBecTHa (UCXOHIsS M3 MMEIOUIMXCS JaHHBIX, YACTOTY
BO3HUKHOBEHHSI OIPEIENIUTh HEBO3MOXKHO). HP crpynmnupoBaHb! B COOTBETCTBUU C MOPSIKOM Ha
OCHOBAaHHMH CUCTEMHO-0praHHbIX KiaccoB (COK).

HP Obutm  BKJIIOYEHBI B COOTBETCTBYIOIIYIO KaT€TOPUI0 B TaONMIle HUXKE COIJIACHO
MaKCHMAaJIbHOM YacTOTe BCTPEUAEMOCTH B OHOM M3 OCHOBHBIX KU.

Ceoonas mabauya HP na ¢hone monomepanuu 1eHanudoMuooM npu MHOXCECMBEHHOU MUeiome
Tabnuma 1 moaroroBieHa MO JaHHBIM, MOJYYEHHBIM B Xone mpoBeaenuss KW y mammeHTtoB c

B/IMM nocne TI'CK, nomy4aBimux noaaepKUBAOLIYI0 TEPANUIO JIEHATUIOMUIOM. JlaHHBIE HE
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KOPPEKTUPOBAIUCH Ul OTPA)XKEHUs OOJIbIIEH MPOJOHKUTEIBHOCTH JICUEHUS JICHATHIOMHIOM

(o mporpeccupoBaHusi) B CPABHEHUH C IPYIIIOH miamne6o B ocHoBHBIX K11 MM.

Taoimuma 1. HP, 3aperucrpupoBannbie B KU y mnammentoB ¢ MM, nojgy4yaBmux

NOAACPKUBAKINYI0 TEPAIIHIO JICHATUIOMUAOM

Kiaace cucremMbl Bce HP/YacTtoTa HP 3 n 4 crenenn
OpraHos/ TszkecTH/YacTora
IpeanmoyruTeNbHBII
TEPMHH

Nndexuun u nuBaznu

OueHb JacTo

[ueBMonua’®, MHGEKIHMH  BEPXHHX
IBIXaTeTbHBIX MyTeHW, WHPEKuuu ¢
Heiftponenueii, Oponxut’, Tpunm’,
racTpodHTEpHUT’, CHUHYCHT,
Ha30()apUHTUT, PUHUT

Yacro

I/IH(beKI_II/II/IO, WHEKITIH
MOYEBBIBOISIIMX MyTei ™, MH(pEKIuH
HWXKHUX JbIXaTEeNbHBIX myTeH,

I/IHCI)CKHI/IOHHI)IC 3a00J1€BaHHS J'Iel"I(I/IX<>

QOuenb yacTo

[THeBMOHHSA ™, UHQPEKITUH c
HEUTponeHueHn

Yacto

Cencuc®®, OakTepueMus,
WHQPEKITNOHHBIE 3a00I€BaHN
serknx’, OakTepHuaIbHbIC
UHOEKINH HWKHAX TBIXaTEITbHBIX
myTeH, 6poHxHT’, rpun’,
racTPOIHTEPUT’,  OMOSCHIBAFOLIMI

mumait’, nadexmun’

JdoOpokauyecTBEeHHbBIE,
3JI0KaYeCTBEeHHbIE M
HEYTOYHECHHbIC
HOB0OOOpa30oBaHUs

(BKJIIOYAS KHUCTBI U
TOJIMIIBI)

Yacto
o *
MuenoauciiacTUIECKH CI/IH,E[pOMO’

Hapymenus co | OueHsb yacTo OdeHb 4yacTo
cropoubl  KpoBH u | Heiitponenns *, debpunbHas | Heiitponenns (eOprnbHast
auMpaTHyecKoii Helitporenns ', TpoMOoUHUTONEHHs ¥, | HeHTpOHeHHs ™,
CHUCTEMBI aHeMHUs, IEHKOTEeHHs, TUMQOMEH s TpoMGonHTONEeH S aHeMmus,
neiikonenus’, TMMQONeHUs
Yacro
IManuronenus’
Hapymenus OueHb yacTo Yacro
MeTaboau3Ma u | [unoxamuemus I'mnokanuemus, 06e3BOKUBaHNE
NHUTAHUS
Hapymenus co | OdeHb yacTo Yacto
CTOPOHBI HepBHO# | [Tapecte3us I'onoBHas 6011
CHCTEMBbI Yacro
[epudepuueckas HerponaTusa®
Hapymenus co | Yacro Yacro
CTOPOHBI COCY/10B TD nerounoii aprepuu’* Tpom603 r1y60kux Ben 9
Hapymenus co | OueHp yacTo Yacto
CTOPOHBI Kamens Opprmika’
AbIXATEJBbHOMN Yacto
CHCTeMBI, opranos | Onpimka’, HaCMOpK
TPYAHOH KJIETKH H
cpeaocTeHUst
Kenynouno- OueHb yacTo Yacro
KHIIIeYHbIE Huapes, 3amop, ©Oomb B JkuBOTe, | [luapes, pBoTa, TOIIHOTA
HapyLIeHus TOILITHOTA
Yacto
PBota, 60716 B 3IIMTACTpHH
Hapymenus c0 | OueHb yacTo Yacro
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cToponbl mnevyeHu U | OTKIOHEHHS OT HOPMBI Tokaszarenei | OTKIOHeHUS oT HOPMBI
JKeTYeBBIBOISIIIUX (YHKIMOHATBHBIX P00 TIEYCHU nokasarenen (GYHKIIMOHATIBHBIX
nyrei po0 medeHu

Hapymenust co | O4eHb yacTo Yacro

CTOpPOHBI  KOKH M | CHIlb, CYXOCTh KOXH ChlITTb, KOXKHBIH 3y T

MOAKOKHBIX TKaHel

Hapymenus co | OdeHp yacTo -

CTOPOHBI MBIIIEYHOMH, | MbllIeUHbIE Cy1OpOrU

CKeJICTHOH u | Yacto

COeIUMHHNTEIbHOM Muanrus, CKeJIeTHO-MbIIIeYHas 00JIb

TKaHU

O0mue Hapymenusi M | O4eHb 9acToO Yacro

peakuuu B Mecre | [loBBIIEHHAs yTOMIIsIeMOCTh, acTeHus, | [loBbImeHHas YTOMJISIEMOCTb,
BBeJleHHS JUXO0paJKa ACTEHUS

0 Cepoesnbie HP B KU y manmenToB ¢ BIMM mocne TI'CK.

" OTHOCHTCS TOMBKO K cepbe3nbiM HP.

" Cm. «Onmcanne oTAeNbHBIX HPY.

? O6obmaIMil TEPMUH «ITHEBMOHHSA» BKJIIOYAET CIEAYIONIE NPEANOYTHTENbHbIE TEPMUHBL OGPOHXOMHEBMOHHS;
JI0JieBass TTHEBMOHMS;, ITHEBMOHHS, BbI3BaHHAs Pneumocystis jiroveci; NTHEBMOHHS; ITHEBMOHHs, BbI3BaHHASA

Klebsiella nmu Legionella, mmu Mycoplasma, mmu Pneumococci, umu Streptococci; BHUpycHass HTHEBMOHHS,
3a00JIeBaHME JIETKUX; ITHEBMOHHUT.

® O6o6wmarommii TEPMHUH «CEIICHC BKIFOYACT CJIEAYIOIIHE MPEIIOYTUTENIbHBIC TEPMUHBI: OaKTepUabHBIA CEICHC,
cericuc, BbI3BaHHBII Pneumococci miu Staphylococci, centudeckuii Mmok.

¢ O6o6maomuii TepMuH «Tepudeprueckas HelfpornaTHs) BKIIOYAET CIEAYIONIME MPEATOUYTUTENLHBIE TEPMHHBL:
nepudepudeckas Heliponartus, nepupepruueckas CEHCOpHas HeUPONaTHsl, MOJIUHEHPONATHSL.

4 O6o6warommii TEPMHUH «TPOMO03 IIyOOKNX BEH» BKIIIOYACT CICAYIOLINE MPEAIOUTUTENbHbBIE TEPMHUHBI: TPOMOO3
r1yOOKHX BEH, TpoM003, TpoMOO03 BEH.

Csoonas mabauya HP 015 KoMOUHUpOBAHHOU mepanuu 1eHaaudOMUOOM NPU MHONCECTEEHHOU
mueiome

TaGHI/IIIa 2 MNOATOTOBJICHA IO AAHHBIM, IMOJYUYCHHBIM B XOJ€ IMPOBCACHUA K1 Yy nanueHToOB C
MM,
KOPPCKTUPOBATIUCH JId OTPAKCHHUA OoIbIIEH IMPOAOJKUTCIIbHOCTU JICUCHUA JICHAJIUAOMUIOM

MoJriydyaBIInX KOM6I/IHI/Ip0BaHHyIO TCpaIunro JICHAJIMAOMHNOM. I[aHHI)IC HC

(o mporpeccupoBaHMsl) B CPaBHEHUHU C IpyNmaMu cpaBHeHUs B ocCHOBHBIX K1 MM (cm. pasnen
5.1.).
Ta6auna 2. HP, ormeuaBmuecss B KU y naumentoB ¢ MM, nmosiy4aBuiux JeHAJTUIOMU B

KOMOMHAIMHU ¢ 00pTE30MUOOM M JeKCAMETA30HOM, JeKCAMeTa30HOM Ju00 MepaaiaHoM U

NMPEAHU30JI0HOM

Bce HP/YacrtoTa HP 3 u 4 crenenn

TskecTu/Yacrora

COK/IIpeanouyrurenb
HBI TEPMUH
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Nudexuun u uHBa3uu

OueHb yacTo

[Muesmonna”™”, MHbEKINN BepXHUX
JIBIXATENbHBIX MyTeit’, GakTephabHbIe,
BUPYCHBIE 1 TPHOKOBBIE HHPEKIINU
(BKJIIOYAS ONIOPTYHUCTHYECKHE)',
Ha30(apUHrUT, GapUHTHT, GPOHXUT’,

PUHUT

Yacrto

Cerncuc™®, WH(pEKIMOHHBIE 3200JIeBaHMs
serkux’’, MHQEKITIH MOYEBBIBOISIIIUX

nyteir”, cunycnt’

Yacrto

[Muesmonns”®, GakTepuanpHeie,
BUPYCHBIE U TPHOKOBBIE
nH(EKInH (BKIroYast
OTMOPTyHUCTHYECKHE)',
BOCHAaJICHUE ITOAKOKHOM
kreryatku’, cencuc”®,
MH(EKIHOHHBIE 3a00JIeBaHUS
nerkux’’, 6porxut’, MHOEKIUN
JBIXaTENTbHBIX MyTeit"’,
HUH(PEKIUH MOUEBBIBOASAIIIX
nyTteir”, mabeKkHmOnHbIiT

SHTEPOKOJIUT
JloopokauecTBeHHble, | Heuacto Yacto
A v ~ ~ 3

310Ka4YecTBeHHbIe M | Ba3ammoma ™, MIIOCKOKIETOUHEIH pak OcTpblit MUETION THBII JTeHK03’,

A * o
HEYTOYHEHHbIE KOXKH MHEITIOIUCILIACTUIECKHH
HOB0O0Opa3oBaHUsI cHHAPOM®, IITOCKOK/IETOUHBIH

*

(BKIOYAs KHCTBI M
MOJIMIIbI)

A <> *
Pax KOXH "
Heuacto
Octpslii T-KI€TOUHbIi NeiKko3’,
A
6azamoma ', CHHAPOM JTH3HCa

OITyXOJIU

Hapymenus co | OueHb 4acTo OueHb 4acTo

CTOPOHBI KPOBH H Heiitponenns %, TpomGonuronenus >, | Heiirponenns >,

JUMpaTHYECKOH aHeMus'’, TeMOpparuueckue HapyImeHus , TpombommTonenus %, anemus’,

CHCTEMBI JedKOTIeH!s, TIMMQOTICHUS JIeWKOTIEHUsI, TNM(OTICHHUS
Yacto YacTto
debpunpHas HeHTponeHus ¥, ®deGpunpHas HelTporenns
NAHIUTONEHHS TNAHIUTONEHHS
Heuacto TFeMOJIUTUYECKAsl aHEMUS
I'emonus, ayrouMmmyHHast reMonuTHdeckas | Hewacto
aHEeMHUs1, TEMOJIUTUYECKAs] AaHEMHUS l'unepxoarymsiuus,

KOaryJonaTus

Hapymenus co | Heuacto -

CTOPOHBI MMMYHHOIi | Peakiuu runepuyBCTBUTEILHOCTH

CHCTEMBI

JHIOKPUHHbIE Yacto -

HapYLIeHus l'umotupeos

Hapymenus OueHb YacTo Yacro

MeTa00JIm3Ma n | Tunoxamuemus®®, TUIIEPTIIUKEMHS, Tunokamuemust ",

NUTAHUSA THTIOTTHKEMHSI, THTIOKATbIHEMHS THIIEPTINKEMHS,
runoHarpuemus’, 06e3BokuBaHue”’, TUIOKANBIHEMHUS , CAXapHBbIi
cHmkeHue anmeruta’’, CHIDKEHHE MacChl auaber’, runodocharemus,
Tena THTIOHATpUEMHs,

Yacro TUIIEPYPUKEMUS, IIOJarpa,

l'unomarauemusi, runepypuKemMus, o6e3BoxkuBanue’’, CHIDKEHHE

TUNEPKATBIUEMAS anmertuTa®, CHIDKEHHE Macchl
Tena

Ilcuxuyeckue OueHp 9acTo YacTto

HApYILICHUs Henpeccusi, OeccOHHUIIA Henpeccus, beccoHHUIA
Heuacto
[otepst mubumo

HapymeHus co | OdeHb yacTo OueHb yacTo

CTOPOHBI HepBHoii | [Tepudepuueckas neiipormarus™, [epudepuyeckas neitponatus’”’

CUCTEMBI TnapecTesuu, ToJI0BOKpykeHne' ', TpemMop, | Yacto

M3BpAaIlICHNUC BKYyCa, I'0JIOBHAA 0011b

Uncyns1’, ronoBokpyskenne”,
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Yacto
ATakcusi, HapyllIeHHe PaBHOBECHSI,
06Mop01<°°, HEBPAJITHS, TU3ECTE3US

o6mopok”, HeBpanTus

Heuacto

BnyTtpuuepennoe
KPOBOM3JIHSAHHE , TPAH3UTOPHAS
WIIEeMUYecKas aTaKa, UIIeMUs
rOJ0BHOTO MO3ra

Hapymenust co | OueHsb yacto Yacto

CTOPOHBI oprana | Karapakra, HEUeTKOCTb 3pUTEIBHOTO Karapaxra

3peHus BOCIIPUSATHSA Heuacto
Yacto Cnenora
CHIKEHHE OCTPOTHI 3peHHs

Hapymenus co | Yacro -

CTOPOHBI oprana | [myxora (BKiIIO4Yast TYTOyxocTh), IIyM B

cJayxa U JaO0upHMHTA yiax

Hapymenust co | Hacro Yacro

CTOPOHBI cepna ®ubpumsams npeacepamit”®, Octpslif HHPAPKT MUOKapa
Opamukapaus (UM)™°, pubpumasums
Heuacto npexacepauit”®, sacroitnas

Aputmus, yanuaenue uatepBana QT,
TpEeTIeTaHne TPEACCPINil, KETyTOIKOBAs

cepacyHasd HeI[OCTaTO‘{HOCTLO,

TaxuKapaus, cepacuHas
0,00

9KCTPACHUCTOIHS HEIOCTaTOYHOCTD ", HIIEMHUS
Muokapaa’
Hapymenus co | OueHsb yacto OueHb 4acTo
CTOPOHBI COCY/10B TpomGosMGOIUIECKUe HAPYIIEHNS , Tpombosmbonnyeckre

MIPEUMYIIECTBEHHO TPOMOO3 TTTyOOKHX BEH
u TD nerounoit aprepun %, cnmkenne
AI[OO

Yacro

IloBemmenue AJl, SKXUMO3BI

HapYIICHUS , TPEUMYIIECTBEHHO
TPOMO03 TIIyOOKHX BeH U TO
nerounoit aprepun %,
camkenne AJ1”, moBsimenue
Al

Yacro

Backynut

Heuacto

Hiemus, nepudepuueckas
HIIEMHUS, TPOMO03
BHYTPHYEPEITHOT'O BEHO3HOTO

CHHYyCa
Hapymenus co | Ouenv yacmo Yacmo
CTOPOHBI Onpimka”®, HOCOBOE KpOBOTEUEHHE , PecniupaTopHslii quctpecc-
AbIXaTeJabHOI Kamieb cuaapom’, omprmka’®,
CHCTEMBI, opranoB | Yacmo IUIeBpaJIbHAs 0OJb B TPYIHOM
rpyaHoii kierkun u | Juchonus knetke”, rumoxcus®
cpexocTeHus
Kenxynouno- OueHb 4acTo Yacto
KHIIIeYHbIe Juapes™®, 3anop’, 6016 B xuBOTE”, Kemynodano-kumreqnoe
HapyIIeHHs TOWIHOTA, pBOTA™, MCIIENCHS, CYXOCTh kposoreuenue %,
CIIM3UCTON OOOJIOYKH IOJIOCTH PTa, HEIPOXOIUMOCTH TOHKOTO
CTOMATHT xumeunnka’’, muapes”’, zamop’,
YacTto 60u1b B skuBOTE", TOIIHOTA,
KemynodHno-kumieIHOE KPOBOTEUCHUE peora®
(BKJIIOUAs! peKTAIbHOE, TEMOPPOHUIAIBHOE,
THHTUBAIEHOE KPOBOTCUCHHE U
KPOBOTEUEHHE MPH TenTuyeckoii a3se)
nucharus
Heuacrto
Komnut, Tudaut
Hapymenus co | OueHb yacTo Yacro
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Xomecras’, remaTOTOKCUYHOCT,

cTOpoHbI meveHUu U | [loBbllIeHUE CEIBOPOTOYHON AKTUBHOCTU

sKeTYeBhIBOASIIIUX anmanuHamuHOTpanchepassl (AJIT), renaToIEIUTIONIIPHOE

nyreii MOBBIICHUE CHIBOPOTOYHON aKTUBHOCTH noBpexkieHHe’’, TIOBBIIICHHE
ACT CBIBOPOTOYHOM aKTUBHOCTH
Yacro AJIT, OTKJIOHEHHE OT HOPMBI
IenmaTomemTIONApHOE TIOBPEKICHNUE rokasarenei (yHKIHOHATBHBIX
OTKJIOHEHHE OT HOPMBI TIOKa3aTesei 1po6 neuenu’
(YHKIHOHANBEHBIX TPO6 Teuenn’, Heuacto
THIIEpOUIHPYONHEMUS [leyeHOUHAs HEAOCTATOUHOCTD
Heuacto
IleueHOYHAs HEAOCTATOYHOCTD

Hapymenust co | Ouensb yacto Yacro

croponbl  koxku M | Ceimp™, KOXKHBIH 3y Coimp®

NOAKOKHBIX TKaHel Yacro Heuacto
Kpanueauna, runepruapos, CyxocTb JlexapcTBEHHAs1 KOXKHAS ChIIIb,
KOXKH, TUIIEPIIUTMEHTALIUS KOKH, 9K3EMa, | COIPOBOKAAOLIAsICS

apuTemMa
Heuacto

JlekapcTBeHHast KOXKHAS CHITIb,
COMPOBOJKAAIOIIASCS S03MHO(HINEH 1
CHCTEMHBIMH CHMIITOMAaMH ", HapylIeHue
[BeTa KOXH, PeaKIuu
(hoToceHCHOMTH3AIH

203UHOUINEN U CHCTEMHBIMU

CI/IM]'ITOMElMI/I<><>

Hapymenus co | Ouensb yacto Yacro
CTOPOHBI MBbIIIEYHOIH, | MBIIeYHast c1ab0CTh, MBIIIEYHBIE Meimeunas cna6octs”’, 60716 B
CKeJIeTHOM u | cyzoporu, 60716 B KocTax', 601b U kocTsx’, 6ONb U TUCKOMPOPT CO
COeIMHUTEIbHOI IHCKOM(OPT cO CTOPOHBI KOCTHO- CTOPOHBI KOCTHO-MBITIICYHOU U
TKaHU MBIIICYHON U COCTUHUTEIIBHOMN TKaH! COCIIMHUTEIILHON TKaHH
(BKTOUast 6o1p B criuae’ ), 6onb B (BKmOUast 6o1b B criuae’ )
KOHEYHOCTAX, MUANITHS, ApTPAITHS Heuacro
Yacrto IIpunyxanue cycraBoB
[IpunyxaHue cycTaBoB
Hapymenust co | OueHb yacto Heuacto
cTopoHbl movek u | [logeuHas HEZOCTATOUYHOCTH (BKITIOYAS TyOyssipHBIN TOYEYHBII HEKPO3
MOYeBBIBOISIIIMX octpyio)™
nyrem Yacto
TemaTypus , 3a/1epsKKa MOUH, HeJlepKaHHE
MOYH
Heuacto
ITpuoOperennslil cuapoM PaHKOHH
Hapymenus co | Hacto -
CTOPOHBI OpekTmibHast AUCHYHKIUSL
penpoayKTHUBHOI

CHCTEMbI U MOJIOYHBIX
KeJie3

OOmue HapyumieHust u
peaknum B MecTe
BBeJleHUSsI

OueHb 4acTo

IoBbImenHas yromaseMocts ™, oTexn
(BxITIOUas epupeprUIecKue),
maxopazaka”®, acTeHus, TpUMIONOI0OHKIIT
CHHJIPOM (BKJTFOYAIOIINH TUXOPAIKY,
Kallellb, MUAITUI0, KOCTHO-MBIIIEYHYIO
0011, TOJIOBHYIO 00JIb U 03HOO)

Yacro

Boub B rpynHoii ki1etke™”, netaprus

Ouenp 4acTo

IToBbIIEHHAsS YTOMJ'ISIeMOCTLO’
Yacto

[epudepuueckue oTekw,
nuxopam(ao‘oo, acTeHus

00

JlabGopaTopHble "
HHCTPYMEHTAJIbHbIE

OueHb 4acTo
[ToBrITIIeHNE YPOBHS MIETOYHON
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JaHHbIE ¢ocdarazsr B u1a3Me KpoBU
Yacro
[ToBbiienne koHnentpanuu C-
pPEaKTUBHOTO OeJIKa B Mia3Me KPOBH
TpaBmbl, Yacto -
HHTOKCUKAIUH n | [anenue, ymm6
0CJIOKHEHHU S
npoueayp

0
HP, orMeueHHbIe Kak «cepbe3nbie» B KU y manuenToB ¢ MM, moiydaBmuX JCHATUAOMHU]T B KOMOMHAIIMH C

JCKCaAaMETAa30HOM 1ubo ¢ MCJ'I(l)aJ'IaHOM 1 NpEeAHNU30JIO0HOM.

00
HP, ormeuennble kak «cepbesnbie» B KW y naunentoB ¢ BIMM, noiy4aBiux JeHAIMAOMH] B KOMOUHALIUH C

00pTe30MHUOOM H IEKCaMETa30HOM.

A
CwMm. «Oncanne otaebHbIX HPy.

+
OTHOCHUTCS TOJIBKO K cepbe3HbIM HP.

* (v
IlrockokteTouHbIH PaK KOXH OTMEHAJIICA B XOIC KU Y OanuceHTOB C MM, paHeC IIOJy4dYaBIINX TEPAIIUIO

J'ICHaJ'II/I,HOMI/I,ZlOM/,HeKcaMCTaSOHOM B CPAaBHCHHU C KOHTpOJ'ILHOﬁ I’pyHHOfI.

k3

IInockokneTouHbli pak Koxu Obul 3apeructpupoBad B KW y mamumentoB ¢ BJAMM, mnomyyaBmux

JCHATNAOMU/ IeKCAMETa30H B CPABHEHNH C KOHTPOJIBHON TPYyMIIOii.

Ceoouasa mabauya HP na chone monomepanuu 1enaiuoomuoom

Tabmuma 3 u Tabnuma 4 MOATOTOBIEHBI IO JaHHBIM, ITOJIYYCHHBIM B XOJE IPOBEICHHUS

ocHoBHbIX KW y nmanmenTo ¢ M/IC u MKIJI, nonyyaBimux MOHOTEPAIUIO JIEHATHIOMUIOM.

Tabonmuua 3. HP, 3aperucrpupoBannbie B KW y namumenroB ¢ MJ/IC, mousyyaBmmx

JeHaauaoMux’

Kuaacce cucrembl Bce HP/Yacrora HP 3 u 4 crenenn
OpraHos/ TsxecT/Yacrora
IMpeanoyTuTeabHBII

TePMHUH

HNudexuun u nHBa3zuu

OueHb yacTo

baktepuanbHble, BUPYCHBIE U
rpuOKoBbIe HWH(EKIUU (BKIIOYAs
OITIOPTYHUCTHYECKHE HH(EKIHH)’

OueHb yacTo
0

ITneBMOHUSA

Yacro

BbakrepuanbHble, BUPYCHEIC u
rpuOKoOBbIe HH(EKINH (BKJIIOYAS

ONIOPTYHUCTHYECKHE HH(EKIHN)®,
OpOHXHT

HapymeHun co | OdeHb yacTo OueHpb yacTo
cropoubl  KkpoBu  u | TpomGormronenus *, Tpombormronenus *,
JaumaTuyeckoi Heiitponenns ', neliKkoneHus Heifrponenns ', nefikoneHus
CHCTEMbI Yacto
debpuibHas HefiTponenus

OHIOKPUHHBIE OueHb yacTo -
HapyleHus I'unotupeos
Hapymenus OueHb 9acTo Yacto
MeTado1u3Ma u | CHIXKeHHe anmneTuTa I'uneprinkemus’, CHUXEHHE
NUTAHUSA Yacto anmeTuTa

Ileperpy3ka kene3oM, CHUXEHHE

Macchl Tea
Ilcuxuyeckne - Yacto
HApYUIeHUs W3MeHeHHe HACTPOCHHS
Hapymenus co | OdeHb yacTo -
CTOPOHBI HepBHoIi | ['00BOKpY>KeHne, ToJIoBHAs 00JIb
CHCTeMBbI Yacto
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[TapecTesun

Hapymenus co | — Yacto

CTOPOHBI cepamna Ocrpblii UM™, huOprLISITIS
npezcepmii’, cepaeyHast
HEJI0CTATOYHOCTD

Hapymenus co | Hacro Yacro

CTOPOHBI COCY/IOB IToBbruienue AJl, remaroma BeHnosnble  TpomM0O03MOOIMYECKHE
OCIIOXKHEHHS, MIPEUMYILECTBEHHO
TpoM003 TiayOOKMX BeH u T

JlerodHoit aprepuu

Hapymenus co
CTOPOHBI AbIXaTEJIbHOM
CHCTEMDbI, OpraHoB

QOueHb YacTo
HocoBoe kpoBoTreuenue

TPYAHOIl  KJIeTKH U
cpeocTeHust
Kenynouno- Ouenb 4acTo Yacto
KHIIEeYHbIe Jlnapes®, 6omb B xkuBoTe (BKmowas | JImapes’, TonmHoTa, 3y6Has 6071b
HApYyIlIeHUs SIUTacTPaIbHYIO 0071aCTh),
TOLLIHOTA, PBOTA, 3a110p
Yacto
CyxocTh  CcOM3WCTOH  00O0JOYKH
MOJIOCTH PTa, AUCHETICUs
Hapymenus co | YHacto Yacro
croponnl medeHu U | OTKIOHEHUS OT HOPMBI MoKa3arenei | OTKIOHEHUs OT HOPMBI IToKa3aTenei
JKeJTYeBbIBOASIINX (HyHKIIMOHATBHBIX TIPOO TIEUEHU (hYHKIIMOHATILHBIX TIPOO MEYCHH
nmyrei
Hapymenus co | OueHsb yacto Yacro
cTopoHbl  Ko:xkum U | Chllb, CyXOCTb KOXH, 3y Celinb, 3yA
NOJAKOKHBIX TKaHeil
Hapymenus co | OueHsb yacto Yacro
CTOPOHBI MBINIEYHOli, | MBIIIEUHEIE  CyIOpOTH, KOCTHO- | Bomb B crimme’
CKeJIETHOM W | MBIIeyHas Ooib (BKJIIOYas OOJb B
COeTMHUTETbHOMT cnuae” u Gonb B KOHEYHOCTSIX),
TKaAHU apTpairus, MUAITHS
Hapyumenus co | — Yacto
CTOPOHBI  TOYeK | I[ToyeyHas He[0CTATOUHOCTE'
MOYeBbIBOAAINX
myTei
OOmue nHapymeHuss u | O4eHb 4acTo Yacro
peakuun B Mecre | [loBpinieHHas YTOMIIIEMOCTS, | JIuxopaaka
BBeJleHUs nepudepudeckre OTeKH,
TPUIIIONOI00HBIH CHHJPOM
(BiIO9as  JIMXOpajKy,  Kallelb,
(GapuHrUT,  MHaITHIO,  KOCTHO-
MBIIICYHYIO 00JIb, TOJIOBHYIO OO0JIb)
TpaBmbl, - Yacmo
HHTOKCHUKAIINU U Taoenue

0CJIOKHEHHS MPOUEAYP

A
CwM. noxpaszen «Onucanue otaenbHbix HPy.

0 HP, 3aperucrpupoBanHbie kak «cepbe3nbie» B xonae KU MJIC.

~ VI3MeHeHHe HACTPOEHHs ObLIO 3aperMCTPUPOBAHO Kak dacroe cepbesHoe HP B xome KU daszsr I MJIC; oHO He
6bu10 oT™MeueHo kak HP 3 unu 4 crenenu TsKecTH.

ANTOPUTM IS BKITFOUCHUS B OOIIYI0 XapaKTepHCTHKY JiekapcTBeHHoro cpenactBa (SmPC): Bce HP, cobpannsie ¢
nomomieio  anroputMa KW - dassrn 111, B SmPC Espomneiickoro cot3a (EU). IIpoBoaunacek
JIOIIOJIHUTENbHAS IPOBepKa 9acToThl 3Tux HP, cobpanubix ¢ nomomsto anropurma KU daser 11, u, ecnu wacrora HP

BKJIFOYCHBI
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B KU ¢azer I 66m1a Bemre, uem B KU daser 111, sBrerne Opumo Brimodeno B EU SmPC ¢ Toif gacToToif, KoTopas
ormeuena B KU 11 ¢asbl.

# AJroput™m, npuMensieMbrii aius MJIC

MJIC 8 KU dassl 111 (1BoiiHas ciielnas IMONyJISLps JUIsl OLEHKHA 0€30I1aCHOCTH, Pa3IMurie MEXY JEHATHIOMHIOM

5/10 Mr 1 miane6o No NepBOHAYAIILHOMY PEXKUMY JO3UPOBAHUS, OTMEUEHHOE KAaK MUHUMYM V 2 MAIMEHTOB):

e Bce HP, peructpupyemsie B xoje JieueHUs y > 5 % ManMeHTOB, TMONMYyYaBIIAX JICHATMIOMUA, U Kak
MHUHUMYM C 2 % pasHHIEH B JOISIX MEXIy JICHATHIOMHIOM M TUIaIe0o;

e Bce HP, Bosnukaromme B xoje JjeuyeHus, 3 u 4 creneHu TspkecTd y | % NalueHTOB, MOMy4aBLIMX
JICHATUIOMUJT, ¥ KaK MUHUMYM ¢ | % pasHHIeH B JOIIX MEXILy JICHATHAOMUAOM H IU1aneoo;

e Bce HP, Bo3Hukaromue B xoze yiedenust y 1 % manneHTOB, MOTy4YaBIIMX JICHATUIOMHI, U KAK MUHUMYM C
1 % pa3HHUIIEeH B AOJIAX MEXKIY JIEHATHIOMUAOM U I1aneto.

MJC B KA ¢asel 11:
e Bce HP, Bo3HuKaromue B xo/1e JiedeHHs y > 5% NarfeHToB, [oJIy4aBIInX JCHAINI0OMUI;

e Bce HP, Bo3HuKaromue B Xojae jedeHus, 3 u 4 creneHH TsbkecTd y 1 % MalMeHTOB, MOIy4YaBIINX
JICHATUIOMHUT;
e Bce cepbe3Hble HP, Bo3HuKarowue B xoze jieueHust y 1 % NanueHToB, M0JyYaBIIuX JIEHATUIOMU.

Taoanua 4. HP, ormeyennbie B KU y nanuentos ¢ MKJL, moryyaBmmx JieHAJIHIOMMU

Kuace cucrembl Bce HP/ YacTtora HP 3 u 4 crenenn tsxecTu/Yacrora
opraHos/
IIpeanoyrurenbHbII
TePMHH
Nupexnun ¥ | OueHb 4acTo Yacto
HHBA3UHU BbakrepuanbHbie, BUPYCHBIE H BakrepuanbHbie, BUPYCHBIC U
rpuOKOBbIe HH(EKITNH (BKIIFOYAs rpuOKOBbIe HHPEKITUHU (BKITFOYAS
ONTIOPTYHHUCTHYECKHE HH(pEKINHN), | ONMOPTYHHCTHUYECKHE
Ha30(apUHTHUT, THEBMOHHUS vHpeknun)’, MTHEBMOHMS®
Yacto
Cunycur
Hogoo6pa3oBanus Yacto Yacto
no0pokadecTBeHHbIe, | CUHAPOM «BCIIBIILKIDY OITyXOJIH CHHAPOM «BCIIBIIIKIY OITYXOJIH,
3J10Ka4YecTBeHHbIE U IIOCKOKJIETOUHBIH paK KOXKH *,
HEYTOYHEeHHbIe 6a3aIbHOKIETOYHAsS KapIHHOMa
(BKJIIOYAA KHCTHI H
MOJIMIIBI)
Hapymenus co | OdeHs yacTo OdeHb yacTo
croponbl KpoBu u | TpomGouuronenus , TpomGonuTonenus , HeiiTponenus
auMmbaTnyeckoi Heiitporennus ', nefikonenus’, aHeMHus"
CHCTEeMBI aHemus’ Yacto
Yacto deOpuibHas HefiTponeHus
debpunbHas HelTponenns neiikonenns’
Hapymenus OdeHb YacTo Yacto
MeTa00JIm3Ma u | CHIOKCHHUE alleTUTa, CHIDKCHUE O6e3BokUBaHNE’, THTIOHATPHEMHS,
NUTAHUS MAacCCHI TeJa, THITOKAITAEMUS TUITOKATBIIAEMUS
Yacto
O6e3B0okHBaHKE’
enxnueckue Yacto -
HapylIeHust Becconnuma
Hapyumienus co | Yacto Yacro
CTOpOHBI  HepBHO# | J{ucres3us, romoBHas 00Jb, [epudeprueckas ceHcopHast
CHUCTEMBI nepudepuyeckas Heponatus Helipomatusi, JeTaprus
Hapymenus co | Yacto -
CTOPOHBI oprana | Bepruro
cJIyXa U JJAOMPHHTA
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Hapymenus co | — Yacro

CTOPOHBI cepaAna Octpeiiit UM ™, cepneunas
HEJJOCTaTOYHOCTh

Hapymenus co | Hacro Yacto

CTOPOHBI COCY/10B Cumxenne AJT° Tpom603 rry6okux Ben’, T nerounoit
aprepun *, camxenne AJI°

Hapymenus co | OdeHp yacTo Yacrto

CTOPOHBI OILLIIHKa<> O/t[LIHIKa<>

IBIXaTeJbLHOH

CUCTeMbl, OPraHoOB
TPYAHOI KJIETKH W

cpeaocTeHUs
Kenynouno- OdeHb 4acTo Yacrto
KHIIIEYHbIE Juapes’, TomsoTa’, psora’, 3amop Juapes’, 6011b B xuBOTE’, 310D
HApPYLICHUSA Yacto
Boub B xKuBOTE’
Hapymenus co | OueHb yacTo Yacro
cTopoHbl Koku W | Chinb (BKJIIOUAs aJuIeprUIeCKUn (@) 51113
MOJKOKHBIX TKAHEH | JIepMaTuT), 3y1Q
Yacto
HouHast mOTIMBOCTh, CYyXOCTh KOXKHU
Hapymenus co | O4eHb YacTo Yacto
CTOPOHBI Mpeimiednsie Cyaoporu, 601b B Boub B cIuHe, MblIIedHast c1abocTs’,
MBIIEYHOM, CIHMHE apTpanrus, 60Jb B KOHEUHOCTSIX
CKeJIETHOH u | Yacto
COeIMHUTEIbHOM Aptpairusi, 6016 B KOHEUHOCTSIX,
TKaHU MBIIIEYHAs cIa6oCTh’
Hapymenus co | — Yacro
CTOPOHBI MOYEK U IToyeyHas HeOCTATOUHOCTH'
MOY€eBbIBOISIIIINX
myTei
OO0mue Hapymenusi | O4eHb 9acTO Yacro
U peakuuu B Mecrte | [loBBIIIEHHAs yTOMIIIEMOCTb, JInxopanka®, acrenns’, MOBBIICHHAS
BBeJeHUS actenus’, mepupepudecKue OTeKH, YTOMIIIEMOCTh

TPHUIIIONOTO0HBIA CHHIPOM
(BKJIFOYAs TUXOPAJKY’, Kalleh)
Yacto

O3H00

A
CwM. moapaznen «Onucanue oTaenbHsix HPy.

0 HP, 3apeructpupoBanHble Kak «cepbe3nble» B xone KT MKJL
Auroput™, npuMensieMbii 1ist MKJI
Koutpompyemoe KU daser 11 MKJI:

e Bce HP, Bo3HHKatomue B X0/€ Ie4eHHs Y > 5 % MaIeHTOB, HOIyJaBIINX JEHATHIOMH], U KaK MUHIMYM C
2 % pa3HULEHN B AOJIAX MEXIY I'PYIIOH JEHANUIOMHIIA U TPYIIIION KOHTPOJIS;

e Bce HP, BosHMKatome B Xone jedeHHs, 3 U 4 CTEHNEHH TsDKeCTH y > 1 % HalueHTOB, MONy4yaBIIMX
JICHATUIOMHUJl, U KaKk MHHUMYM C 1 % pasHHUIEH B MONAX MEXAy TPYNIIOH JICHATHIOMHIA W TPYHIIOH
KOHTPOJIS;

e Bce HP, Bo3HuKatomue B Xxo/e nedeHus y > 1 % maleHToB, HoTyYaBIINX JeHATHIOMH, U KaK MUHUMYM C
1 % pas3HuLEel B 10JIIX MEXIY TPYIIION JEHANUIOMUIA U ITPYIIION KOHTPOJIS.

Hccnenosanue B oguoi rpynne KU dassl 11 y manmenros ¢ MKJT:

e Bce HP, Bo3HUKaIOIIME B X0I€ JIeUeHHs y > 5 % NalueHToB,;

e Bce HP 3 u 4 crenenn TspKeCTH, BO3HUKAIOIIHE B XO/€ JIeUeHNs y 2 U OoJiee ManueHTOB;

e Bce HP, Bo3HuKaromue B Xo/1€ JIeueHust y 2 1 GoJee MaIueHToB.
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Cseoonasa mabauya HP 0nsa komMOUHUpo8aHuou mepanuu J1eHAIUOOMUOOM NPU GOITUKYIAPHOU

auMgome u auMpome u3z Kiemox MapeuHaIbHOU 30Hbl

Tabnuua 5 moAroToBiIeHa MO JaHHBIM, MOJIYYE€HHBIM B Xoje nposeneHust ocHoBHbIX KM (NHL-

007 u NHL-008) y mammentoB ¢ @®JI u JIM3, monmy4aBmux KOMOWHHPOBAHHYIO TEpPAIUIO

JCHAIUJOMHUIOM C PUTYKCUMaOOM.

Tabdmuua 5. HP, ormewyaBmuecs B KU y manmentoB ¢ ®JI u JIM3, nmoayyaBmmx

JICHAJIMIOMHU/] B KOMOMHALINH ¢ PUTYKCUMAa00M

COK/IIpennoyuTuTeIbHbIH
TePMUH

Bce HP/YacroTa

HP 3 u 4 crenenu
Ts:kecT/Yacrora

Nudexunu 1 HHBa3NHU

OueHb YacTo

Wndexunu BepxHUX
JIBIXaTEIbHBIX ITyTCH

Yacto

[TaeBMOHNMS, TPUMII, GPOHXHT,
CHUHYCHT, HHPEKIIUN
MOYCBBIBOIAIINX ITyTEH

Yacto

IMuesmonwus’, cencuc’, OpoHXUT,

racTpPOIHTEPHT, HHPEKIINU
MOUYEBBIBOAAIIMX TyTeH

JoOpoxkauecTBeHHbIE,
3JI0KaYeCTBEHHbIE "
HeyTOYHEHHbIEe
HOBOOOpa30oBaHUA (BKJIIOYAS
KHCTHI U MOJMIIbI)

OueHb 4acTo

CI/IH,HpOM «BCIIBIIIKH)) Ol'IYXOJ'II/IA

Yacto
[110CKOKIETOUHBIN PaK KOXKHA ~

Yacrto
BazanbHoknerounas
KapuuHOMa 0

Hapymenuss co  croponsl | O4eHb YacTo Ouenb 4acTo

kpoBu W Jaumdarnyeckoii | Heiirponenus , anemus’, Heiitponenns

CHUCTEMBI TpoMGoHTONEH S *, Yacto
JEHKOTICHUST AHeMI/Is{<> Tp0M6OI_II/IT0HCHI/I$IA’O,
Yacro (be6pI/mLHa5[ HeI/ITponeHI/IsI<>
Jlumdonernus NeHKoneHus , MMMQOTEHNs

Hapymenus meragonmsma u | O4eHb 9acTo Yacro

MUTAHUAS CHIDKCHHUE alIeTUTa, O6e3BoxuBaHKE,

THITIOKATTHEMUS THITEpKATBINEMHS , CHIDKCHIE
Yacro anreTuTa, THITOKATUEMUS,
O6e3BoxuBaHue’ runodocdaremus,
THIIePYPUKEMUS
Icuxnyeckue HapyIeHUsI Yacto -
Jenpeccust, 6beccoHHMITa
Hapymenust co  croponsnl | O4eHb 4acTo Yacro
HEePBHOI1 cCTEMbI l'onoBHas 6ob, O6Mopok
TOJIOBOKPYKEHHE
YacTto
[Mepudepuyeckas Heliponatus,
U3BpalleHUEe BKyca
Hapymenuss co  cTOpOHBI | - Yacro
cepana OubpHLIALHS Tpeacepauit’
Hapymienusi co  cropoHbl | HacTo OueHb yacTo
coCcy/oB CHuxenue AJl TD nerounoii aprepun
cHmkeHue AJl
Hapymenuss co  cropoHbl | O4eHb 9acTo YHacro
IbIXaTeJIbHON CHCTEMBI, OI[I:IH_IKaO, Kallejab Onpimika’
opranoB rpyanoii kjerkum u | Hacro
CPEAOCTEHHA boib B poTorinorke
KenynouHo-KumeYHblie Ouenb 4acTo Yacto

HApYILICHUs

Boub B xuBoTe’, JiAapest, 3amnop,

Boub B sxuBoTE’, Jmapes, 3amnop,
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TOIITHOTA, PBOTA CTOMATHUT
Yacto

Bonb B BepxHeil 4acTu )KUBOTA,
JIUCTIETICHSI, CTOMATHUT, CyXOCTh
CIIM3UCTOM 000JIOYKH ITOJIOCTH

pTa
Hapymenust co  croponnl | O4eHb 9acTo Yacrto
< * o * o
KOKH M MOJKOKHBIX TKaHel Chlllb , KOXKHBIN 3y]1 Chblllb , KOXKHBIN 3y]1
Yacto

CyxocTb KOXH, HOUHas
NOTJIMBOCTb, IPUTEMA

Hapymenussi co  cropoHsl | O4eHb 4acTo Yacto
MBIIIEYHOM, CKeJieTHOHi  u | MbllIeuHbIe Cy10pord, 00Jb B Boib B KOHEUHOCTSIX, 0OJTb B
COeJMHUTEIbHOH TKAHU CIIMHE, apTPANTHs mee
Yacro
Bonp B KOHEYHOCTSIX, MHAJTHS,
00JIb B 11ICE
HapymieHuss co0  CTOPOHBI | - Yacto
MOYeK M MOYEeBBIBOASIINX OcTtpast moveyHas
myTei HEJIOCTATOYHOCTD’
Oomue HApYLICHHSA u | OueHb 4acTo Yacro
peaxkiumn B MecTe BBeJIeHUs JInxopanka’, moBbIeHHas [loBblIIeHHAs YTOMIISIEMOCTb,
YTOMJISIEMOCTb, aCTEHHUS, acTeHUs
nepudepuUIecKre OTEKU
Yacto
O3HO0
JladopaTopHble u | Yacto Yacto
HHCTPYMEHTAJIbHBIE TaHHbIE CHmKeHue Macchl Tena [ToBbllIEHHE CHIBOPOTOYHOM

aktuBHOCTH AJIT

" Cm. «Omucanne otnenbHbIX HPy.
AuaroputM, npumensieMblii 1ist ®JI u JIM3
Konrpompyemoe KU daser 111:

° HP 8 K1 NHL-007 — Bce HP, Bo3HuKaromue B Xoje JieueHus y > 5,0 % mauueHToB, MoTy4aBIINX
JICHATUIOMUY/pUTYKcHMal, n ¢ He MeHee deM Ha 2,0 % Oompreit wactoToit (%) B Tpyrmie JeHATNAOMIAA
IO CPABHEHUIO C KOHTPOJIBHOI IPYIITOH (TIOMYJISAILUS AJIsl OLCHKH 0E30MaCHOCTH);

. HP 3-4 crenenn tsoxectr B KM NHL-007 — Bce HP 3-4 cTemenn TsKeCTH, BO3SHUKAIOIIUE B X0/
neyeHus He MeHee 9yeM Y 1,0 % mampeHToB, IMoyJaBIIiX JISHATHIOMH/PUTYKCHMAa0, U ¢ He MEHee 4eM Ha
1,0 % Ooplieii 4acToTOi B TpyNIe JCHATHIOMHIA 10 CPABHEHHUIO C KOHTPOJBHON TPYIIION (IOMYJISINs
JUTSL OIIGHKH O€30I1aCHOCTH);

. cepresnsie HP B KM NHL-007 — Bce cepre3nsie HP, Bo3HuKarome B Xo/e JeYeHUs] HE MEHee,
geM y 1,0 % manueHToB, MONy4YaBIIMX JEHATUIOMUI/PUTYKCHMA0, U ¢ He MeHee 4eM Ha 1,0 % Oomnbuieit
YacTOTOM B TPyNITE JICHATMAOMUY/PUTYKCHMA0 IT0 CpaBHEHHIO C KOHTPOJBHON TPYHIION (MOMYIIAINAS IS
OIIEHKH 0€30MacHOCTH).

Uccnenosanne B ognoii rpymnmne KM dassr 11l y manuenToB ¢ MHIOIEHTHON HEXOMHKKHHCKON mnMmbomoi (mHXJI):

° HP 8 KU NHL-008 — Bce HP, Bo3HuKatommue B xoze jgedeHus y > 5,0 % rnamnmueHTos;

° HP 3-4 crenenn tsoxectr B KM NHL-008 — Bce HP 3-4 cTrenenu TskecTH, BOSHUKAIOIINE B XOJIE
neuenns y > 1,0 % manueHTos,;

. cepbe3nble HP B KM NHL-008 — Bce cepresnsie HP, Bosnukaromue B xone jeuenus y > 1,0 %
MMallMEeHTOB.

0 HP, ormeuenHsIe kak «cepbe3Hble» B KW y manuentos ¢ @JI u JIM3.
¥
OtHOCHTCS TONBKO K cepbe3HbIM HP.

*
O606HIaIOHII/II/I TEPMHUH «CBIMb» BKIIIOYACT CICAYIOIUE NPEANTOUYTUTECIILHBIC TEPMHUHLL: ChbIllb, MAKYJIOMAITyJIE3HasA
CbIIlb, KpaltMBHULIA.

#k o o o
O606H18.IOH.IPII/I TEPMHUH <«JICUKOIICHHUA» BKIIOYACT CICAYIOIIHUC MPEANOYTHUTCIIbHBIC TCPMUHBI: JICUKOINICHUA U
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O606ma}01u1/1ﬁ TEPMUH «J'II/IM(I)OHCHI/UD) BKJIIOYACT CICAYIONUEC NPEATTIOYTUTCIbHBIC TCPMUHBI: J'II/IM(I)OHCHI/Iﬂ u

CHMI)XCHHUC YHncCiia HHMq)OHHTOB.

Ceoonas mabauya HP, ommeueHuvix 80 pems noCmpe2ucmpayuoHH020 NpUMeHeHUs
B nmomonnenue k BbimieykazaHHbIM HP, BeisBIeHHBIM B x07¢ ocHOBHbIX KW, Tabmnwuma 6

IIOATOTOBJICHA HA OCHOBC O6TJCILI/IHCHHLIX IMOCTPECTUCTPALIMOHHBIX JaHHBIX.

Ta6smua 6. HP, 3apeructpupoBaHHbie B NOCTPErMCTPAIMOHHOM IEPHOJE Y NALHMEHTOB,

nmoJiyvyaBIIuX JJCHAJIUAOMUA

COK/ Bce HP/Yacrora HP 3 u 4 crenenn
IMpeanmoyTnTeIbHBIN TaKkecTu/Yacrora
TEPMHUH

Nudexknnn 1 HHBA3NH

YacToTa Hen3BecTHA

Bupychple nHpeknnu (BKI0O9Yas
OTIOSICHIBAIOIIVIH JTHIITAH U PEaKTUBAIIHIO
Bupyca HBV)

Yacrora Hen3BeCcTHA
BupycHble unpexknnn
(BKJIFOYAsI OTTOSICHIBAFOIIIMI
JYIIai U peaKkTUBAIUIO

Bupyca HBV)
Jlo0poxayecTBeHHbIE, - Penxo
3/10Ka4YecTBeHHbIe U CHHZIPOM JIH3HCa OITyXOJIH
HEYTOYHEHHbIE
HOB0OOpa30BaHHsA
(BKJIIOYAS KHCTBI U

TOJIMIIBI)

Hapymienust co cTOpoHBI
KpOBH U JuM$paTnyeckoi
CHCTEMBI

YacroTa HEU3BECTHA
[TpuobpeTeHHast reMoGuIHs

Hapymenust co croponsl | Peako Penxo

MMMYHHOI CHCTEeMBbI AuapunaxTudeckas peaxkius AHadunakTrnyeckas
Yacrora HenzBecTHa peakuus
OTTOpKEeHHE TpaHCIIaHTaTa
MapEHXUMATO3HbBIX OPTaHOB

OHIOKPUHHbIE Yacto -

HapyLIeHus I'uneprupeos

Hapymenust co croponsl | Heacro Penxo

AbIXaTeJbHOM  cucTeMbl, | JlerouHas runepreHsus Jlerounas runepTeH3Us

OPraHoB TPyAHOH KJIETKH
U CpeloCTeHus!

YacToTa HEM3BECTHA
NurepcrunnanbHbIi
IITHEBMOHUT

Kery104HO-KUIIEYHbIE
HApyUIeHUs

YacToTa Hen3BecTHa
Ilankpearut, mepdoparms
OPTaHOB JKEITyJOYHO-
kumedHoro tpakta (JKKT)
(BKITIOYAs yIEMIICHHE
TPBDKH, TIEPPOpaIuio
KUIIEYHUKA, B TOM YHCIIE
TOJICTON KHMIIKH)

HapyuieHust co CTOpPOHBI
neYeHu |
JKeTUeBBIBOSIIIMNX IyTei

YacToTa HEM3BECTHA

OcTtpast meyeHouHast HEJIOCTaTOYHOCTS ,
TOKCHYECKHUIi TETIATHT , [ATOMHTHYCCKHIA
renaTuT , XOJIeCTATUUECKUIl TeraThT ,
CMEIIaHHBIN
LMTOJIATUYECKHI/X0JIECTATUUECKII
renaTuT

YacToTa HEM3BECTHA
Ocrtpast meueHouHas
HEZOCTATOYHOCTD ,
TOKCHYECKHUH rernaTuT
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Hapymenust co CTOpPOHBI | — Heuacto
KOXKH )/ MOJKOKHBIX AHTMOHEBPOTHUYECKUN OTEK
TKaHel Penko

Cunpapom CtuBeHca-
JI’KOHCOHA , TOKCHYIECKHI
SMUEPMATTBHbIH HEKPOIU3
YacToTa HEM3BECTHA
JIeHKOIUTOKIIaCTUYECKHUI
BaCKYJIUT, JIEKapCTBECHHAS
KOXKHAs peaKiys,
COTIPOBOKIAIOIIASCS
s03nHOGMINEH U
CHCTEMHBIMU CHMIITOMAMH

N
CwM. noxpaznen «Onucanue otaenbHbeIx HPy.

Omwucanue ornenpHbix HP

Tepamoeennocme

JleHamUIOMUI SIBJISIETCS. CTPYKTYPHBIM QHAJIOTOM TAJIWJAOMHUJA — aKTUBHOTO BEIIECTBA,
o0JIaZafomero TeparoreHHbIM 3(P@EKTOM ¥ BBI3BIBAIOIIETO TSDKENBIC JKU3HEYTPOIKAFOIIUEC
aHOMaJIMM DPA3BUTHS Yy 4eloBeKa. JICHAMMIOMUJ WHIYIUPOBaT y OO0E3bsSH TOSBICHHUEC
BPOXKJICHHBIX aHOMAIIMI, CXOXHX C OMMCAHHBIMH s Tamumomuaa (cM. pasaen «[IpumeHenue
npu OEpPEeMEHHOCTH M B MEPHOJ TPYAHOTO BCKapMIIMBaHU»). Eciau neHamumaoMua mocrymnaer B
OpraHu3M BO BpeMsi OEpEeMEHHOCTH, MOKHO TTPOTHO3UPOBATH €r0 TEPAaTOTCHHBIN (P QEKT.
Heumponenus u mpomboyumonenus

Bnepesvie ()MGZHOCMMDOG(ZHHG}I MHOHCECMBEHHAA MuUeioma. nayueHnivl, KomopbvimM nokKasana

mpaHncnianmayus, noJjydasuiue JACHATUOOMUOD 8 KOM6MHCII4MM C 60Dm630MU60M u

oexcamemaszonom

Hefitponenus 4 crenenu TsokecTd HaOmoaanach y 2,8 % u 28,7 % manueHToB B UCCIEA0BAHUIX
PETHEMA GEM2012 u IFM 2009 coorBerctBeHHO. DeOpunbHas HEUTpomeHus: 4 CTEreHU
Tshxect Habmonanack y 0,0 % u 1,1 % namuentoB B uccnenopanusix PETHEMA GEM2012 u
IFM 2009 coOTBETCTBEHHO.

Tpombornmronenns 3 win 4 creneHu TshkecTH Habmomanach y 6,3 % u 18,5 % manueHToB B
ucciaenosannax PETHEMA GEM2012 u IFM 2009 cooTBETCTBEHHO.

Bnepsvie ()UGZ‘HOCI’I’ZMDO@GHHQ}Z MHOHCECMBEHHAA _MUENIOMA. NAYUEHNIblL _Nnocjie TICK ¢

nocaeodyouel noooepcusarouiel. mepanuel JeHaiuooMuoom

[HoanepxkuBatomas tepanus aeHanuaomuaoMm nocie TI'CK yamie compoBokaanachk pa3BUTHEM
Heiftporiennu 4 crenenu, yem B rpymme rmianedo (32,1 % B cpaBHenuu ¢ 26,7 % [16,1 % B
cpaBHeHuu ¢ 1,8 % mocne Hayana nopaepxkuBatouieil Tepanuu]| B xone KM CALGB 100104 u
16,4 % B cpaBuenuu ¢ 0,7 % B KU IFM 2005-02 coorBercTBeHHO). Y 2,2 % marnuentoB B K1
CALGB 100104 u 2,4 % naunumentoB B KM IFM 2005-02 cOOTBETCTBEHHO 3aperucTpupoBaHa

HEUTponeHus, KOTopas MpHUBeJla K IMPEKpalleHUI0 Tepanuu JeHanuaoMuaoM. debGpuibHast
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HeWTporieHus: 4 CTENEeHM TSHKECTH  pa3BUBajach CO  CXOXEH 4YacToToM B Tpymie
MOJICPXKUBAIOIICH Tepanuu JICHATMAOMUAOM u rpynmne Iuiane6o B oboux KU (0,4 % B
cpaBHenuu ¢ 0,5 % [0,4 % B cpaBHenuu ¢ 0,5 % nocie Havana NOAACPKUBAOLIEH Tepanuu| B
K1 CALGB 100104 u 0,3 % B cpaBaenuu ¢ 0 % B KW IFM 2005-02 cOOTBETCTBEHHO).

[MonnepxuBatomass Tepanust JeHanuaomuaoM nocine TI'CK wame BbI3bIBana pa3BUTHE
TpoMOouuTONIeHuN 3 win 4 cTeneHu TsbkecTH, dem mianebo (37,5 % B cpaBuenun c¢ 30,3 %
[17,9% B cpaBHenun c¢ 4,1 % mnocine Hauana mnojaepxuBaromeid tepanuu| B xomge KU
CALGB 100104 u 13,0 % B cpaBaenuu ¢ 2,9 % B KU IFM 2005-02 cOOTBETCTBEHHO).

Bnepsvie duaeHocmupoeaHHa}z MHOMNCECMBEHHAA MUENIOMA. NAYUEHIMDbL, KONMOPpbIM HE NOKa3aHa

MPAHCHAAHMAYUS,  NOJAVYAGWUE  JeHATUOOMUO 68  KomOumayuu ¢ __bopmezomubom  u

deKkcamemazoHom

B wuccnenoBanun SWOG S0777 neittporieHust 4 creneHu TSHKECTH HaOoJalach B IpyIIe
MAIMeHTOB, MOJYYaBIINX JIEYCHWE JICHAIUJOMUIOM B KOMOMHAIMM C OOpTe30MHOOM H
nekcamerazonom (RVd), pexe, yem B rpymnmne cpaBaenust Rd (2,7 % B cpaBHenuu ¢ 5,9 %). B
rpynmax RVd m Rd Oputa 3aperucrpupoBaHa aHaJIOTHYHAs YacTOTa PasBUTHs (eOpUIBLHOM
HelTponenuu 4 crenenu tsxectH (0,0 % B cpaBHenuu ¢ 0,4 %).

Tpombouuronenus 3 wim 4 cTeneHu TsSHKECTH HaOmoAanack B rpynmne RVd garmie, uem B rpymie
cpaBuenus Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepsuvie auaZHOCWluDOGCZHHd}Z MHOMNCECMBEHHAA MUeroma. nayuermyvl, Konmopvim He nokKasaHa

mparncnjiaumayusi, noaydasuiue JACHATUOOMUO 8 KOM6MHauuu C 0eKCamemasoHoM

[Ipn npuMeHeHHH KOMOMHAIMM JICHATMIOMHAA C JIEKCAMETa30HOM y manueHtoB ¢ BJAMM
OTMEYaJI0Ch YMEHBIICHHE YAaCTOThl BOSHUKHOBEHUsI HEWTporneHnu 4 crenenu Tsoxectd (8,5 % B
rpynne Rd (wempepsiBHOe nedyenue) u Rd18 (euenune B TeueHue 18 4-HenenbHBIX IMKIOB) B
cpaBueHun ¢ 15% B rpynne MPT). ®eOpunbHast HeiTporeHuss 4 CTENEHH TSKECTU
Habmronanacs Hewacto (0,6 % B rpynne Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynne MPT).

[Ipn npuMeHeHHH KOMOWHAIIMM JICHATHJIOMHUIA C JIeKCAMETa30HOM y manueHTtoB ¢ BJIMM
O0TMEYaJIOCh YMEHBIICHHE YaCTOTHl BOSHUKHOBEHHs TpoMOouuToneHun 3 u 4 crenenu (8,1 % B
rpymme Rd u Rd18 B cpaBuenuu ¢ 11 % B rpynne MPT).

Bnepsuvie ()MCIZHOCI’I’IMDOGGHHG}Z MHOMHCECIMBEHHAA MUeroma. nayuenmyvl, Komopvim He nokasaHa

mparncnjianmayus, noaydasuue JACHATUOOMUO 8 COYCTNAHUU C Meﬂ%aﬂaHOM u I’ZDQOHZL?OJZOHOM

[Tpumenenue neHanuaoMua B KOMOMHAIMK ¢ Men(anaHOM U MPEIHU30JI0HOM Y MAlUEeHTOB C
BZIMM comnpoBoxaanock 0ojiee BBICOKOH YacTOTOH BO3ZHHKHOBEHHS HEUTPONEHUH 4 CTETeHH
sokectn (34,1 % B rpynne MPR+R/MPR+p) no cpaBuenuto c¢ rpynmoit MPp+p (7,8 %).
Onu3onabl GeOpuiIbHON HEHTporeHu: 4 cTeneHu TsokecTn Habmomamuch yame (1,7 % B rpymnme

MPR+R/MPR+p no cpaBaennto ¢ 0,0 % B rpynmne MPp+p).
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[Ipumenenue neHanTUIOMHIa B KOMOWHAIIMK ¢ MeI(paTaHOM U MPETHU30JI0HOM Y TAIMEHTOB C
BJIMM conpoBOX/IajioCh TOBBIIICHHOW YacTOTOH BO3HUKHOBEHHSI TPOMOOILMTONCHHUH 3 H
4 crenenun Tskectu (40,4 % B rpynne MPR+R/MPR+p) no cpaBHenuto ¢ rpymnmnoit MPp+p
(13,7 %).

Mnoowcecmsennan muenoma. nauuermol, NOAVYUBUIUE KAK MUHUMYM 00HV JUHUIO mepanuu

[IpumeHenne KOMOMHAIMM JICHAJTWJAOMHUZA C JCKCAaMETa30HOM Yy TalueHToB ¢ MM
COIMPOBOK/JIATOCh MOBBIIIEHHEM YacTOThl pa3BUTHUs HelTponeHuu 4 crenenu Tsoxectd (y 5,1 %
MalMeHTOB, MNPUHUMABIIWX JICHAIMJIOMHUJ] C JeKcaMmeTa3oHoMm, 1o cpaBHenuio ¢ 0,6 % y
MAIeHTOB, MPUHUMABIIUX KOMOWMHAIMIO JeKcaMeTa3oHa U 1anebo). DeOpuibHas
HEUTpPOTIeHUs 4 CTETICHH TSHKECTH y MAllMeHTOB, MPUHUMABIINX KOMOWHAIIMIO JICHATUAOMUIA C
JIeKCaMeTa30HOM, oTMedanach Hedacto — 0,6 % (y MamMeHToB, MPUHUMABIINX KOMOWHAIIHIO
nekcameraszona u miamebdo — 0,0 %).

[IpumeHnenne KOMOWHANMM JICHATWJAOMHUIA C JEKCaMeTa3oHOM Tpu MM CcompoBOXKIaaoch
MOBBILIEHUEM BEPOSATHOCTHU pa3BUTUA TpoMOouuToneHuu 3 u 4 crenenu tsixkectu (9,9 % u 1,4 %
COOTBETCTBEHHO y MAaIMEHTOB, MPUHUMABIIUX JICHATUIOMH] C JEKCAMETA30HOM, OTHOCUTEIHLHO
2,3 % u 0,0 % y manueHToB, IPUHUMABIINX KOMOMHAIIHIO JIEKCAaMeTa30Ha | I1aneo).

Hayuenmeot ¢ MUETIOOUCHAACTUYECKUMU cqupomaMu

V¥ nauuentos ¢ MJIC, nosy4aBIux Tepanuio JEHaINI0MHIOM, Yalle pa3BUBAIACh HEUTPOIICHUS
3 u 4 crenenu TspKkectH (74,6 % y MalMEHTOB, MOJIYYaBIIMX JIEHAIWIOMUJ, 1O CPaBHEHMIO C
14,9 % vy manmenTtoB, mnonydaBmux Iuiane6o, B KU ¢aszer lll). Crnyuan debpunbHOM
HelTponieHUH 3 M 4 cTeneHH TSHKECTH OTMeueHbl y 2,2 % DalueHToOB B TIpyIIe Tepanuu
neHanuaomuaoM 1o cpaBHenuto ¢ 0,0 % y mamuentoB B rpymme 1wiane6o. [Ipumenenue
JICHAIMIOMU/IA Yalle COMPOBOXKIACTCS Pa3BUTUEM TPOMOOLUTONECHUH 3 U 4 CTETIEHU TAKECTH (Y
37 % manueHToB, NOTYYaBIIMX JIEHATUAOMHU, IO CPaBHEHHUIO ¢ 1,5 % manueHToB, Mory4aBUInX
wiane6o, 8 KU ¢aszer I11).

Hayuenmol ¢ tum@bomon usz Kiemox MaHmuiHou 301bl

VYV namuentoB ¢ MKJI yame pas3BuBanace Heitponenuss 3 u 4 crenenu tsokectu (y 43,7 %
MAaIMEHTOB, MOJIYYaBIIUX JICHATUIAOMHU, IO CpaBHEHHIO C 33,7 % MalMEeHTOB B KOHTPOJIHHOM
rpymme B KU ¢a3zsl I1). Cnydan dhebpunbHOi HeliTporieHun 3 u 4 CTENIEHU TSHKECTH OTMEYEHBI y
6,0 % manueHToB, MOJyYaBUINX JIEHATUIOMU/, IO CPaBHEHUIO ¢ 2,4 % MalMeHTOB KOHTPOJIbHOM

IPYIIIBL.

Hayuenmeort ¢ d)OJZ]ZUKV]Z}ZDHOZZ JZUM(i)OMOI:Z uau JZUMd)OMOL? U3 Kjienok Mal)ZUHaJZbHOZZ 30Hbl

[Ipumenenune neHamuaoMuga B KoMOuWHaAImu ¢ purykcumadbom mnpu DJI wau JIM3 cBszaHO ¢
Ooiee BBICOKOH 4YacTOTOM pa3BuTus HeWTpomenuu 3 wim 4 crenenu Tsoxectd (50 % y

MAI[MEHTOB, MOJYYaBIIUX JICHATIUAOMUA/pUTYKCUMa0, B cpaBHeHHU ¢ 12,8 % y manueHTos,
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MoJTy4aBIIMX Tutare6o/putykcumad). Bee cimyyan HelitpornieHuu 3 uiu 4 CTENEHU TSKECTH ObLTH
00paTUMBbI IIPU MPEPHIBAHUU TEPAINUM, CHIKCHHUU 03Bl U (WJIN) MOLACP/KUBAIOILEM JICUCHUU
¢daktopamu pocra. Kpome sroro, Heuacto Habmoganack (gebpuibHas HeiTponeHus (2,8 % y
MAIlMEHTOB, IMOJYYaBUIMX JICHAJIUIOMUI/PUTYKCUMa0, no cpaBHeHuto ¢ 0,6 % y manueHTros,
MOJTYYaBIIUX TUI1a1e00/pUTYKCUMa0).

[Tpumenenue nenanuaoMua B komouHanuu ¢ purykcumadbom npu OJI u JIM3 takxke cBsizaHo C
0osee BBICOKOW yacToTOM TpomOomuTonenuu 3 wiu 4 creneHu Tsokectd (2,3 % y maiueHTos,
MOJIYYaBIINX JICHATHIOMHUJ/PUTYKCHUMA0, Mo cpaBHeHHio ¢ 1,1 % y maieHToB, MOITy4aBIIUX
1ane0o/puTykcumao).

Benosznaa mpombosmbonus

ITpumeHenne KOMOMHALMU JICHAIMAOMHIA C JEKCaMEeTa30HOM Yy MaiueHToB ¢ MM
COIIPOBOXK/1AJIOCh MOBBIIIEHHBIM PUCKOM pa3BUTHs TpomOo3a IiyOokux BeH u TO snerouHoi
apTepu, B TO BpeMs Kak B KOMOMHALUU ¢ MesdalaHOM M IPEIHU30JOHOM, a TaKXkKe Y
nanuertoB ¢ MM, MJIC u MKIJI Ha ¢oHe MOHOTEpanuu JIEHAIUJOMHUIOM 3TOT PUCK OBbLI HUXKE
(cm. pazmen 4.5.). OmHOBpEeMEHHOE HA3HAYEHUE DIPUTPOIIOITHYECKHX CPEICTB WM HAJTUIHE
TpoMmOo03a IIIyOOKHX BEH B aHAMHE3€ TAaKXKe MOTYT YBEIMYHUTh pUCK TD OCIOXKHEHHH y TaHHOM
TPYIIIBI AUEHTOB.

HUnghapxm muoxapoa

VY nanueHToB, IPUHUMABIINX JICHATMIOMUA, OTMEYAIHCh ciaydau pa3sutus UM, ocobeHHO mpu
HAJIMYUH U3BECTHBIX (PaKTOPOB PUCKA.

I'emoppazuueckue ocrodcnenus

I'emopparnyeckrie  OCIOKHEHHS  yKa3aHbl B COOTBETCTBUM C  CHCTEMHO-OPT'aHHOM
KJIaccupuKanyeil, a UMEHHO: HApYIICHHS CO CTOPOHBI KPOBH U JIMM(pATHYECKOH CHCTEMBI,
HapyIIEHUsI CO CTOPOHBI HEPBHOM CHCTEMBI (BHYTpPUUYEPEITHOE KPOBOUZIHMSIHUE), HAPYIIEHUS CO
CTOPOHBI JbIXaTEJIbHOM CHUCTEMBI, OPraHOB TpPYJHONH KIETKHM U CPEJOCTeHUs (HOCOBOE
KPOBOTEUEHHUE), JKEIyAOYHO-KUIIEYHbIE HapylleHus (THMHTMBAJIbHOE, T'€MOPPOMIAIBHOE,
pPEKTaJIbHOE KPOBOTEUEHUs), HAPYLIEHUS CO CTOPOHbI MOYEK M MOYEBBIBOAALIMX MyTei
(remaTypus), HapylIeHUs CO CTOPOHBI COCYAOB (3KXMMO3bI), TpaBMbl, WHTOKCHKAIlUU H
OCIIOKHEHHSI TIporieayp (ymuo).

AJZ/Z@DZM‘!@CKM@ peaxkuyuu U mA;NCeible KOHCHble peaKuuu

Nmerotcst cooOmmieHusi 0 pa3BUTHH AJUICPTHYECKUX PEaKIWi, BKIIOYas aHTHOHEBPOTHYECKHMA
OTEK, aHA(DUIAKTHYECKYIO0 PEaKIMI0, W TDKENBIX KOXXHBIX PEaKIUii, BKIOYas CHHAPOM
CruBeHca-/[)xoHCOHa, TOKCHYECKUN SMUJICPMATIbLHBIA HEKPOJIU3 U JIEKAPCTBEHHYIO PEAKIIUI0 C

so3uHOGMIMerd W cucteMHbiMH  cumnToMamu  (DRESS-cunzapom), mnpu npuMeHeHHH
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neHanuaomuaa. JleHanuaoMua He cleqyeT Ha3HAyaTh IMallMEHTaM, B aHAMHE3€ KOTOPBIX
OTMEYAITUCh TSIKENbIE (POPMBI CHITIH MPH MpHeMe TanuaoMuaa (cM. pazaen 4.4.).

Ilepsuunvie 310KauecmeeHnnble ONYXoau Opy20u J0KAIU3AYUU

HoBrie 310KauecTBeHHbIe HOBOOOpa3oBaHus, oTMedaBiecs B KW y manueHTOB ¢ MHEIOMOMA
mocjae MPUMEHEHUS KOMOWHAIMHM JICHATMIOMHIA C JIeKCaMETa30HOM I10 CPaBHEHHUIO C
KOHTPOJIEM, TMPEACTABISLIM  COOOM, TJaBHBIM  00pa3oM, 0a3albHOKJICTOYHBIA  WIIH
TUTOCKOKJIETOYHBIH PaK KOXKHU.

Ocmpulil MuenrouoHbwlll 1etiKo3

Muootcecmeennas muenoma

Cnygau OMJI mabmonmamuce B KM BJIMM y mnanueHTOB, TOJy4YaBIIMX JICHATHIOMHU] B
KoMOMHanuu ¢ mendananom, uian cpasy ke nocie npumenenuss BJIM/TI'CK (cm. pa3gen 4.4.).
OMIJI ne nabmonancs B KU y nanuentos ¢ BJIMM, nonyuaBmmx jgeHaaIuaoMu1 B KOMOMHAIIUN
C JEKCaMETa30HOM IIpUd CPaBHEHHU C TaJIMJOMHUAOM B KOMOMHanmuu ¢ MendaraHoM u
IIPETHU30JI0HOM.

Muenooucniacmuueckue cuHoOpoMbl

Hcxonnble mepeMeHHble, BKJIIOYAs CIOXHBIE MaToreHerndyeckue aHomanuud u TPS53 myrarum,
acconuupoBanuck ¢ nporpeccuporanuem g0 OMII y nanuentoB ¢ MJIC5q 1 3aBUCUMOCTBIO OT
remoTrpancy3uii (cm. pazmen 4.4.). llpenckazyemas JBYXJICTHSS COBOKYIHAas 4acToOTa
nporpeccupoBanus 10 OMIJI cocraBuna 13,8 % y naunentoB ¢ MJIC5q o cpaBaenuto ¢ 17,3 %
y nanueHToB ¢ MJIC5q 1 01HOM AOMOMHUTENIBHON IUTOT€HETHYECKON aHoManuel, u 38,6 % —y
MAIMEHTOB CO CIOXHBIM KapuoTunom. B xone perpocnextuBHoro ananuza KU nenanupomuna
npu nedenun MJIC mnpenackasyemass ABYXJETHSsE vacToTra mnporpeccupoBanus a0 OMII
cocraBmia 27,5% y MNallUEHTOB C MOJOXKHUTENbHbIM pe3ynbTatoM MI'X-p53 u 3,6% vy
MalMeHToB ¢ oTpunarenbHbiM  pesynbTatoM UWI'X-p53  (p=0,0038). VYV manueHToB C
MOJOXKUTENBbHBIM pe3yabTaroM WI'X-p53 uacrora mporpeccupoBanust 1o OMIJI Obuta Huxe
Cpeau TeX, KOTOpbIe JOCTHUINIM He3aBUCUMOCTH OT remorpancdysuit (11,1 %), no cpaBHeHHIO €
nanyeHTamu 6e3 Takoro oreera (34,8 %).

Hapywenus co cmoponwl neuenu

B mocTtpeructpanimoOHHOM MEpUOJEe 3apEruCTPUPOBAHBI CIEAYIOLUIUE HAPYILIEHHUS CO CTOPOHBI
Ne4YeHn (YacToTa HEM3BECTHA): OCTpas IeYeHOYHas HEJOCTaTOYHOCTh U Xosecra3d (00a
MOTEHIIMAIBHO (DaTanbHbIe), TOKCHYECKUH TEMaTHT, IUTOJUTHYECKUN TeNmaTHT, CMEUIaHHBIA
MUTOJTUTHYECKUI/XOJIECTATUYECKUI TeIaTHUT.

Paboomuonus

Brutn oTMeueHsl pefkue cirydan pabJoMHUO0IIN3a, B HEKOTOPBIX U3 HUX JICHAJTHIOMHU IPUMEHSITH

OAHOBPEMECHHO CO CTaTHUHAMMU.
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3abonesanust wumosUOHOU dicenesvl
Coo0manoch 0 cioy4asx BO3HMKHOBEHHUS THIIOTHpEo3a W rumeprupeo3a (cm. pasmgen 4.4.
«3aboyieBaHUs IUTOBHIHON YKEIC3BD»).

Cunopom «scnovtuuxuy onyxoau (TFR) u cunopom auzuca onyxoau (TLS)

B xone K1 MCL-002 mpumepno y 10 % namueHToB, MOIy4YaBIIMX JICYCHUE JCHAIUIOMHIIOM,
pazBwica cunapoM TFR mo cpaBaenuto ¢ 0 % B rpymnme KOHTpois. BoapHIMHCTBO citydaes
BO3HUKJIO BO BpeMsl | IMKJIa Tepanuu; BCE OHU PACLEHUBAINCh KAaK CBSI3aHHBIE C TEepaluew;
OOJBIIMHCTBO ciay4aeB ObT0 1 mian 2 cTemneHu TshkecTu. llammeHTsl ¢ yCTaHOBIEHHBIM B XOJ1€
JUArHOCTUKHU BBICOKMM MEXAYHapOAHBIM MporHoctuyeckuM uHaekcoM (MIPI) wmmm ucxomgHo
reHepain30BaHHOW  juMdoaneHonatueil  (Hanu4yue, Kak MHHUMYM, OJHOTO  ouyara
auamMeTpoM > 7 cm) MoryT uMeTh puck pa3zsutusi TFR. B K MCL-002 TLS 3apeructpupoBas y
| manueHTa B KaxxJ0# U3 AByX rpymn jedenus. B nononuurensnom KM MCL-001 mpumepHo y
10 % mamuentoB pasBuiics TFR; Bce OHM paclieHMBAIMCH KaK CBSI3aHHBIE C TEpaIueil; Bce ObuH
1 unm 2 creneHu TspKeCTH. BONBIIMHCTBO cilyyaeB pa3BUBaJIOCh BO BpeMs | nukia tepanuu. B
K1 MCL-001 ne ormeueHno ciydaeB pa3zsutus TLS (cm. paznen 4.4.).

B wuccnenoanuu NHL-007 paszeutue TFR Owuio 3apeructpupoBano y 19/176 (10,8 %)
MAIMeHTOB B rpynne JeHamuaomua/purykcumad u y 1/180 (0,6 %) mamueHToB B rpymie
iane6o/putykcumad. bonbmas yacte cimydaeB TFR (18 u3 19) Obuia 3apeructpupoBaHa B
rpymrne JeHATUIOMU/PUTYKCMMa0 M BO3HHKJIA B TEYCHHE MEPBBIX ABYX IHUKJIOB JiedeHus. TFR
3 cTeneHH THKECTH HAOMIONANICA Y OJHOTO TMAlMeHTa M3 TPYIIbI JICHATHIOMUJ/ PUTYKCUMA0 U
He HaOJIoaICsl HM Y OJJHOTO MalleHTa rpynmsbl mianedo/putykcumad. B uccnenoBanun NHL-
008 TFR nabmomancs y 9/222 (4,1 %) mauneHTOB; (3aperucTpupoBaHbl 4 ciyyas 1 cTemneHu
TSKECTH U 5 cyyaeB — 2 CTENEHU TSHKECTH); OJUH 3aperUCTPUPOBAHHBIN CiTydail ObLI MPU3HAH
cepbe3nbiM. B uccrnegoBanuun NHL-007 TLS Bo3nuk y nByx maruentoB (1,1 %) w3 rpymmsl
JNCHATTMAOMU/PUTYKCUMA0 M HE HAOMIOJANICA HU Y OXHOrO U3 manueHtoB ¢ @JI, momydaBmmx
mane6o/puTykcuMad; HM y OJHOTO TanueHTa He 3apeructpupoBanbl HP 3 wnm 4 crenenn
mspkectd. B wccnemoBanmm NHL-008 TLS Bosuuk y omgnoro mamuenta (0,5 %). Oto
enuHcTBeHHass HP Obina mnentudunupoBana kak cepsesHas HP 3 cremenm Tspxectn. B
uccnenosanun  NHL-007 HM  oOMH M3  DAUMEHTOB  HE  MNPEKpaTW  TEpaIuio
JICHATUIOMUAOM/pUTYyKCMaOoM 1o npuurHe Bo3HUKHOBeHUs: TFR nmu TLS.

3abonesanus KKT

Ha ¢one nmpumMeHnenus neHanuaomMuaa Oblia 3apeructprposana nepdopanus opranos JKKT, uto
MOJKET MPUBOJUTH K CEITUYECKUM OCJIOKHEHUSIM U (haTaIbHOMY UCXOTY.

COO6H.ICHI/I€ O IMOJ03PEBACMBIX HCXKCJIATCIIbHBIX PCAKIIUAX
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BaxxHo coo0marh 0 MOA03peBaeMbIX HEXKEIATEeIbHBIX PEAKIMAX TIO0CIE PETUCTPAIUH
JIEKapPCTBEHHOTO Tperapara C Lelblo 00ecreueHus] HePEPhIBHOIO MOHUTOPHHTA COOTHOIICHHS
«TMOJb3a — PHUCK» JIEKAPCTBEHHOTO TMpernapata. MeauIMHCKUM pPaOOTHHKAM pPEKOMEHIIyeTCs
coo0maTh 0 JIOOBIX TOJ03PEBAEMBIX HEXENATeNbHBIX PEAKIHIX JIGKAPCTBEHHOTO Iperapara
Yyepe3 HallMOHAJbHBIE CUCTEMbI COOOIEHUSI O HEKEIATeNIbHBIX PEaKlUsiX TOCyJapCTB — YJICHOB
EBpa3uiickoro 3kOHOMHUYECKOTO COI03a.

Poccuiickas @edepayus

109012, r. MockBa, CnaBsinckas 1., 1. 4, ctp. 1

denepanpHas cayx6a o Ha30py B cepe 31paBOOXpaHEHUST

Ten.: +7 (800) 550 99 03

Anpec 511. moutsl: pharm@roszdravnadzor.gov.ru

Be0-caiit: https://roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CrneuuansHOro IJIaHa ACUCTBHM NpHU MEpeN0o3WPOBKE JCHATMIOMHIA B HACTOSIIEE BpeMs HE
BBIPa0OTaHO, HECMOTPS HAa TO, YTO B MCCIEAOBAHUIX IO OINPENIEICHUIO JHMara3oHa /103 4YacTb
MalMEeHTOB MoJiyyana A03bl 10 150 Mr, a B Ucciaen0BaHUAX BO3ACHCTBUS OJHOKPATHOM 03Bl —
no 400 mr npemapara. Tokcuyeckue MPOSIBICHUS, JIUMUTHUPOBABIINE BEJIMYMHY JI03bI B 3THUX
HCCJIEeI0BAaHUAX, ObUIM UCKIIFOUUTEIBHO FeMaTOJIOTHYECKUMU.

B ciyuae nepeno3upoBKy peKOMEHAYETCS] CHMIITOMAaTHYECKas MOIIeP KUBAIOIIAs TePaIlvs.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmakoanHaMHUYeCKUE CBOIICTBA
dapmakoTepaneBTUYECKas IPyIna: KMMYHOAETPECCAHTBI; IPYrue UMMYHOEPECCAHThI
Kox ATX: LO4AX04

MexaHn3M JENCTBUSA

JleHanuIOMH]l CBSI3BIBA€TCS HEMOCPEICTBEHHO C IEpeOIOHOM, KOMIIOHEHTOM (DEpMEHTHOTrOo
komiuiekca KymumH-RING E3  yOukBuTHHIMTa3swl, KOTOpeId BiirodaeT Oenok-1 (DDBI1),
CBS3BIBAIOIIMICS C TMOBPEXKIECHHOW ae30kcupuOonykienHoBoil kucimoror (AHK), kymmun 4
(CUL4) wu perymarop kymwmmHOB 1 (Rocl). B remomosTHdeckmx KIETKaX CBS3bIBAHHE
JIEHAMIOMHUIA C 1IepeOIoHOM MoOuIn3yet cyocTpatnbie Oenku Aiolos u Ikaros, siBistoniuecs
(akTopaMu TPAHCKPUIIIUH B JTUM(OUIHBIX KJIETKAX, YTO MPUBOJIUT K UX YOMKBUTHHHUPOBAHUIO
W T[ocieaymomieMy — pacnaay M 00yclaBiIMBAaeT — HpsIMble  LIUTOTOKCHYECKHH U
MMMYHOMOYIUPYIOMUN 3P (HEKTHI.

B wactHOCTH, TeHATMIOMH]T HHTHOUPYET Mposn(epalnio U YCHIUBACT arloNTO3 OMPeIeICHHbBIX

3JI0KaYECTBEHHBIX T€MATOMOITUYECKUX KJIETOK (BKIoYast kieTku MM, kinetku @JI u KieTku ¢
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JeNeUSIMI XPOMOCOMBI 5), YCHIIMBA€T UMMYHUTET, OII

ectectBeHHbIMH Kmiiepamu (EK), n yBenuuuBaeTr uu

ocpeaoBaHHbIN T-KIeTKaMH U KJIETKAMHU-

cino EK, T-knerok u EK T-knerok. Ilpu

MJC5q nenanumomMua u30MpaTeIbHO MHTHOMPYET MaTOJOTHUYECKHM KJIOH, YCHUJIMBAs aromnTo3

KJIETOK C H30JMpOBaHHON aenenuedt S5q. KomOuHamms neHanmuaoMuaa ©W pUTyKCUMada

YBCIMYHUBACT aHTHUTCJI03aBUCUMYIO KIICTOYHYHO HUTOTO

3JI0KAYE€CTBECHHEIX KiIeTOK DJI.

MexaHuzMm ﬂeﬁCTBHH JICHAJIMA0OMH A TaK¥XKe

MPO3PUTPOINIOITUUECKHUE CBOWCTBA. JleHanmumomusg

kcuuHocTh (A3KL) u mpsimoit amonTo3

BKJIIO4YACT AHTHAHTHUOT' CHHBIC u

WHTHOWpYET aHTHOTeHe3, OJOKupys

MUTpAlUI0 U aAre3rur0 SHAOTCIIMAJIBHBIX KIICTOK, H 06p330BaHI/Ie MHKPOCOCYJ0B, IOBBIIIACT

nponykuio (deraapHoro remoriaobuna CD34+ cTBOIO

I/IHFI/I6I/Ipy€T MNPOAYKIMIO IMPOBOCIIAJIUTCIBHBIX IUT

BbIMH TI'CMOIIOOTHUYCCKMMHU KICTKaMH, U

OKMHOB (Hampumep, (akTopa HEKpo3a

onyxounu anbpa (PHO-a)) u unrepneiikuna-6 (11J1-6)) mononuramu.

Kinnanyeckasg 3 heKTUBHOCTE U O€30IIaCHOCTE

OddexkTuBHOCT, M 0€30MaCHOCTh JEHAIMAOMHJA ObUla HM3yuyeHa B IIECTH KIMHUYECKHX

nccnenoBanusx (KN) dassr I mpu BAMM, B nByx KU ¢asser I1I mpu penmanBax pedpakrepHoit
MM, B ogaom KU ¢a3er 111 u B omaom KU dassr I mpu MJIC, B ognom KU ¢a3sr 11 npu MKIJI, B
onaoMm KU ¢aszsr 111 u omrom KU dazsr 11Ib mpu OJI u JIM3.

5.2. ®apmakokuHeTHYECKHE CBOIICTBA

JleHanuaomMu UMEET B CBOEH CTPYKTYpe aCUMMETPUUYECKHI aTOM Yriiepoja, MO3TOMY MOKET

CYIIECTBOBAaTh B BHUJE JABYX ONTHYECKH akTUBHBIX (opm: S(-) m R(+). Jlemammmomun

IpeAcTaBiIsAeT cOOOM paLeMHUYECKYl0 cMech. JIeHanuaomMuJ OOBIYHO JIydlle PacTBOPSETCS B

OpPraHWYECKHX PACTBOPHUTENAX, HO HMMeeT Hawirydmyio pactBopuMocts B 0,1 N Oydheprom

pacTBOpE CONSTHON KUCIOTHI.

AGcopOrus

ITocne npueéMa BHYTPb HATOMIAK 3A0POBBIMU I[O6p0BOJ'IBI_IaMI/I JICHAJIMJOMU I 6I:ICTpO

BCACBIBAETCS, NIPH 3TOM €r0 MaKCUMaJIbHasi KOHLEHTpalus B miazmMe KpoBH (Cmax) JOCTHraeTcs

yepe3 0,5-2yaca mociie OJHOKPAaTHOrO IpHUEMA.

Yy MMagueHTOB, a TaKXE Yy 3I0POBLIX

n00poBOJbIEeB Cmax M TUIOMIANb TOJ KpUBOHM «koHueHTparus-Bpems» (AUC) BospactaroT

MIPOIMOPHHUOHAIBHO YBCIUMYCHHUIO OO3EI. HOBTOpHLIC IIPpUEMBI IIp€Iiapara HEC IPUBOAAT K €ro

KyMYJISUM (HaKOIJICHHIO). B mia3mMe KpoBH OTHOCUTENbHBIE SKCIO3UIMU S- U R-3HaHTHOMEpOB

JIEHAIMIOMUJA COCTABISAIOT puMepHO 56 % u 44 % coorBercTBeHHO. IIpMenenne npenapara

C nmueﬁ C BBICOKHMM COJCPKAaHHUECM KHUPOB U BBICOKUM COACPKAHHUCM YIJICBOJOB Y 310POBBIX

JOOPOBOJIBIEB MOHMKAET CTETIEHb BCACBIBAHUSA, YTO NPUBOAUT K yMeHblIeHHI0 AUC npumepHO

Ha 20 %, a Cmax — Ha 50 %. OgHako B ocHOBHBIX KU e

B KOTOpBIX ObUIM YCTaHOBIJIEHBI €ro 3((EeKTHBHOCTbH

HanmuaoMuaa npu Jeuennn MM u MJIC,

u 6C3OHaCHOCTB, MNanuCHTbI MMPUHUMAIN
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mpernapar He3aBHUCHMMO OT BpEeMEHHM npuema numu. Takum o0pa3oMm, JEHATHIOMHI MOKHO
MPUHUMATh BHE 3aBUCUMOCTH OT BPEMEHU MpHUeMa MULIH.

PesynpTaThl MONMyASANMOHHOTO aHanu3a (PapMaKOKMHETHUYECKHUX JaHHBIX IOKa3ald, 4YTO
CKOPOCTh BCACBIBaHHUS JICHAIMOMH/IA MIOCIE NMPUEMA BHYTPh aHAJOTMYHA Y MAaUMEHTOB ¢ MM,
MJIC u MKIJIL.

Pacrnpenenenne

B ycnosusx in vitro ceasb (M*C)-nenanugomuga ¢ GeIKaMy IUIa3Mbl KPOBH ObLIa HM3KOH U
cocTaBsia y mamueHtoB ¢ MM u 370poBbIX 100poBosblieB B cpenHeM 23 % u 29 %
COOTBETCTBEHHO.

Jlenanunomua npucyTcTByeT B ceMeHHOM xuiakoctu (< 0,01 % oT m03bI) mocne mpueMa ero B
03¢ 25 Mr B CYTKHM, HO HE ONpEICNSETCS B CEMEHHOH KHIKOCTH 3J0POBBIX JTOOPOBOJBIICB
crycTs 3 IHS MOCIe MpeKpalieHus ero npuema (cMm. paszzaen 4.4.).

MeTaboau3m u SJIMMUHAINUA

Pe3ynbraTel uccinenoBanuii MetTabosn3Ma B YCIOBUSIX in Vifro yKa3bIBalOT, YTO U30()EPMEHTHI
cucTeMbl IuToXpoMa P450 He mpUHUMAIOT ydacTusi B MeTa0OJM3Me JICHATHIOMHUIA Y YeTIOBEKa,
MO3TOMY METa0OIMYECKUE JICKAPCTBEHHBIC B3aUMOJICHCTBHS IPU OJHOBPEMEHHOM MPUMEHEHHUH
JEHATHIOMHUZA W TIPerapaToB, WHTHOMPYIOMUX H30PEPMEHTHl CHUCTEMBbI mHUTOXpoma P450,
MaJIOBepOSATHBL.  Pe3ynbTarbl  HWCClEeNOBaHWN in Vitro  JIEMOHCTPUPYIOT — OTCYTCTBHE
MHTHOMpYyomero aeicTBust neHamuaomuaa Ha uzodpepmentsl CYP1A2, CYP2C9, CYP2CI19,
CYP2D6, CYP2E1, CYP3A umu UGT1A1. Takum oOpa3om, MaJOBEpOSITHO, YTO JICHATHIOMH/T
Oyner cmocoOCTBOBATH  Pa3BUTHUIO  JIIOOBIX  KIMHUYECKHM 3HAYUMBIX  JICKQPCTBEHHBIX
B3aMMOCHCTBUI MPU OJHOBPEMEHHOM HAa3HAYCHHUH C CyOCTpaTaMu 3TUX U30(hepMEHTOB.

[lo pmaHHBIM WCCICNOBAaHWW in  Vitro JCHATWIOMHJI HE SBISETCS CyOcTpatoM Oeika
PE3UCTEHTHOCTH paka MoOJIOUHOW kene3bl denoBeka (BCRP), mepenHocumkoB Oenka
MHOKECTBEHHOM JiekapcTBeHHOH yctoiuuBocty (MRP) MRP1, MRP2 wummu MRP3,
nepeHocunkoB opranndeckux aHuoHOB (OAT) OATI m OAT3, monumnenTtuaa-nepeHOCUYrnKa
oprannueckux aHnoHoB 1 BI(OATP1B1), nepenocunkoB opranndeckux katuonos (OCT) OCT1
u OCT2, Genka SKCTpY3UM JIeKapCTBEHHBIX MpemnapatoB M TokcuHOB (MATE), MATELl u
OpPUTHMHAIBHBIX IepeHocYnKoB opranndeckux katuoHoB (OCTN) OCTN1 u OCTN?2.
WccnenoBanus in vitro noxasaju, 4To JEHAIUIOMUJI HE OKa3bIBACT MHIMOUPYIOLIETO JEHCTBUS
Ha KCIOPTUPYIONIYI0 moMmIty coiield skemaabix kuciot (BSEP), BCRP, MRP2, OATI1, OATS3,
OATPIBI1, OATP1B3 numu OCT2.

Bonbmias 4acTh JieHaANIMAOMUAA BBIBOAUTCS Moukamu. [loueunas sKckpeuusi y HAaIlMEHTOB C
HOpMaNbHOHN ¢yHKuMed mouek coctabimsuia 90 %, 4 % neHanuaOMuIa BBIBOAWIOCH Yepes3

KHIIICYHUK.
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JleHanumoMHu TIPaKTHUYECKH HE MeTaboIMu3upyercs

BBIACTIACTCA ITIOYKaMHM B HCHU3MCHCHHOM BHJC.

B opranu3Mme, Tak kKak 82 % ero a03bl

I'mapokcu-nenanuagomun u  N-aneTun-

neHanunomu] coctaBisitor 4,59 % u 1,83 % oOT 3KCKpeTHUpOBaHHOW J03bl COOTBETCTBEHHO.

[ToueunbIil KITUPEHC JCHATUAOMH/IA TIPEBBIIIAET CKOPOCTh TIIOMEPYISPHON (PUIBTPAIINH, TAKHUM

o0pa3oM, IpolecC BHIBEJCHHSI UMEET B HEKOTOPOM CTENEeHU U aKTUBHBIN XapakTep. [Ipu npueme

no3 5-25wvr B cytku mnepuoj mnoxyBbsiBeneHus (T2

3 yaca y 3/I0pOBbIX JOOPOBOJIBIEB U OT 3 /10 5 4YacoB y 1

dapMaKOKMHETHKA Y OTJICILHBIX TPYIIT MAIUCHTOB

Hauuer—tmbl noas#HCcuU1I020 so3pacma

Crnemmansupix KW s oneHkn (hapMakOKMHETUKH JT

BO3paCTa HC IPOBOJAUIIOCH.

TlonynsauuoHHBIA  aHaNWU3,

) JIEHAMUJOMHUIA COCTABIIET MPUMEPHO

anuenToB ¢ MM, MJIC u MKIJIL.

CHAJIMAOMHA Yy MNAaOHUCHTOB I10KUJIOTO

B KOTOpBIﬁ ObUIM  BKJIIOYEHEI

(hapMaKOKMHETHYECKHE JaHHbIE MAIMEHTOB B Bo3pacTe OT 39 mo 85 jer, He BBISBUI BIUSHUA

BO3pacTa Ha KIUPEHC JICHATUAOMUAA (IKCIIO3UIUIO B IJIa3Me KPOBH). YUUTHIBAsI TOBHIIICHHYIO

BEpPOATHOCTh HAapyIIEHUs (QYHKUMH IOYEeK B IOXKWIOM BO3pacTe,

cienyer coOmoaaTh

OCTOPOKHOCTD MIPH MOI00PE 03Bl IIperapara U OCYIIECTBIATh THIATEIbHBIA KOHTPOIIb (YHKIUN

IIOYECK Ha (l)OHe MMpOBCACHUS TCpaIlnu.

Toueunas nedocmamoynocmo

q)apMaKOKI/IHeTI/IKa JICHAJIMJAOMU A H3y4dajlaCb Yy HAUCHTOB C MOYSUHOMH HEJO0CTAaTOYHOCTBIO,

BBI3BAHHOM HE3JI0KAUYE€CTBCHHBIMH IMPpUYIXHAMU. B sTom HCCIICAOBAHNU JIA OLCHKH (I)YHKHI/II/I

MOYEK HMCIONb30BaIM ABa MeTofa: usMmepenue noyeunoro KK B teuenne 24 yacoB u pacuer KK

no ¢opmyne Koxpodra-I'onta. Pe3ynpTarhl nmokasanu npornopLuoHaIbHOE CHHXKEHHE OOIIEero

KJIMpEHCA JICHAMOMH/IA TI0 Mepe CHIDKeHUsT PyHKIuH mmodek (< 50 Mi1/MUH), 9TO B pe3y/IbTaTe

npuBoauiio K noseiieHUt0 AUC. 3navenuss AUC noBblmanucy npumMepHo B 2,5, 4 u Spa3 y

MalUEeHTOB C MOYEYHON HEIOCTATOYHOCTBIO CpejHEl

COOTBETCTBEHHO II0 CPAaBHEHHIO C TpYINOH, 00be

A TsoKenou crenenu Tsokectd U TCITH

JNIUHSIONIEH TAUUEHTOB C HOPMAJIbHOM

(GyHKIMEH MMOYeK M MAalMEHTOB C MOYEYHOH HEJOCTATOYHOCTBIO JIETKOW CTENeHH TskecTu. TY2

JICHATMAOMU/IA TIOBBIIIAJICS PUMEPHO ¢ 3,5 9acoB (y

nanuentoB ¢ KK > 50 mu/muH) no Gomee

9 yacoB (y mamrentoB ¢ KK < 50 mu/mMun). [Ipu 3TOM nmodeyHasi HeIOCTaTOYHOCTh HE BIIWsJIA Ha

abcopOIuIo JeHATUIOMH/A TIPU TpUeMe BHYTPb. 3HaueHUSI Cpax HE Pa3IMYyaIUCh y 3J0POBBIX

JOOPOBOJIBIEB U MAIMEHTOB C MOYEYHOW HehocTaTodHOCThO. [Ipumepno 30 % nenanupomuaa

BBIBOAMJIOCH M3 OpraHHU3Ma B XO[€ 4-gacoBOro ceanca

nuanmuza. PekoMeHamuu mo u3MeHEeHUIO

JAO03bI IIpeT1apara y IaiueHTOB C MOYEYHOM HEJOCTATOUYHOCTHIO IMPUBCIACHBI B pa3aciic 4.2,

Tleuenounas neoocmamounocmo

[MonmynaunoHHbI  aHanM3 (apMaKOKUHETUIECKHUX

JaHHbIX IMAaIlUCHTOB C MEYCHOYHOM

HEJ0CTaTOYHOCThIO Jierkoi creneHu TsokecTd (N = 16, koHUEHTpanus obuiero OuianpyonHa B
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miazMe KpoBu B 1-1,5 pa3a mpeBbimaer BepxHiolo rpanuily Hopmbl (BI'H), mnm mokazarenn

AKTUBHOCTH acmapTraTaMUHOTpaHcdepasbl
NEYEHOYHOU HENOCTATOYHOCTU JIETKOW CTEIEHU

(9KCTIO3UIIMIO B TUIa3Me€ KPOBH).

(ACT) >BI'H) nokazan OTCYTCTBHE BIIMSHHS

TSKECTU Ha KIUPCHC JICHAJIMIOMUIA

JIaHHBIX B OTHOIICHHMH MALMEHTOB C IICUCHOYHOMU

HEJIOCTATOYHOCTBIO CPEAHEN U TSHKEION CTENEHH TSKECTH HE TOJIYUEHO.

pyaue enympennue gpakmopwi

HOHyJ'ISIIIHOHHI:IfI aHaJInu3 (i)apMaKOKI/IHeTI/I‘IeCKI/IX JAaHHBIX II0Ka3aJl OTCYTCTBUC KIIMHUYCCKHU

3HAYUMOTO BIUsSHUS Macchl Tema (33—135 kr), momna,

paCbl U BHAAa OHKOIeMAaTOJOTHYECKOI'O

3abonesanust (MM, MJZIC nnu MKJI) Ha kupeHc JeHanua0MuI1a Y B3pOCIbIX MallueHTOB.

5.3. loxkJanHuYecKHe JaHHbIE MO 0€30IACHOCTH

IIo pe3yjibTaTaM HUCCICOOBAHUA OCT‘pOﬁ TOKCHYHOCTH MHWHHMAJIBHBIC JICTAJIBHBIC JO3bI

JICHAMAOMUIA TIOCTIe BBEJIEHUS! BHYTph cocTaBisuid > 2000 Mr/kr/cyT y rpsizyHoB. IloBTopHoe

nepopasbHOe BBEJCHHE Ipenapara B 103ax 75 mr/kr/cyt, 150 mr/kr/cyt u 300 Mr/kr/cyt kpbicam

B TeueHHe 26 Heledb BBI3BIBAIIO 00paTUMOE,

MHHCPAJIU3aln IMOYCYHOHN JIOXaHKHU IIpu BBCACHHU B

CBsA3aHHOC

C Tepamnuen, MOBBIIIEHUE

cex 3 7103, HauboJiee 3aMETHOE y CaMOK.

Jlo3za neHanuIoMua, HE MPUBOJAIIAS K Pa3sBUTUIO HAOIIONAEMbIX HEXeNaTelIbHbIX 3((eKToB

(NOAEL), cocraBmsuia MeHee 75 MI/KT/CyT, dYTO

NpUMEpHO B 25 pa3 BbIllle 3HAYEHUSA

€XKEeIHEBHOW HKCMO3UIMMU y 4YesoBeka, ucxons u3 3HaueHuss AUC. IloBropHoe mepopanbHOe

BBEJCHUE JICHATMIOMUIA 00€e3bsIHaM B J03ax 4 MI/Kr

/eyt u 6 mr/kr/cyr B TeueHue 20 Henenb

OPUBOJUIO K ru0enn KUBOTHBIX H Pa3BUTHIO 3HAYUMOM TOKCUYHOCTHU (SaMCTHaH IIOTEPA BECa

Tela, YMEHBIIEHUE YHUCIIA SPUTPOLUTOB, JIEHKOLUTOB
opra"ax, BocmaiieHue cim3uctor ob6omouku JKKT,

KocTHOro Mo3sra). [loBTopHOe mepopaibHOE BBEICH

U TpOMOOLIUTOB, TEMOPPAruK BO MHOTHUX
atpodus TUMGPATHIECKOW CHUCTEMBI W

ne 00e3bsHAM JICHAJIUIOMHUJIA B J03ax

1 mr/kr/cyt 1 2 MI/Kr/cyT B miepuoa 0 1 roja MpUBOAMIIO K PAa3BUTHIO OOPAaTUMBIX M3MEHEHHMA

KJICTOYHOI'0 COACPIKUMOTO KOCTHOTO MO3ra, HE3HAYUTCIIBHOMY YMCHBUHICHHIO COOTHOLICHUSA

MUEJIOUIHBIX/9PUTPOUIHBIX KIETOK M aTpOpUH BHIOYKOBOW JKEJIE3bl.

CHMKCHHEC KOJIMYCCTBA HCﬁKOHHTOB OTMCYCHO IIpK TPHUMCHCHUHU OO3bI

He3nauurennHoe

JICHATUIOMHU A

1 Mr/kr/cyt, KOTOpast COOTBETCTBYET TaKOH ke J03€ JJIs UeJIoBeKa, ucxoas u3 cpasaenuit AUC.

B wuccnenoBaHMsIX MyTareHHOCTH B YCJIOBHSIX in Vitro (TECT OLIEHKH OOpaTHBIX MYTalUid Ha

OaKkTepusiX, aHalIu3 XPOMOCOMHBIX abeppauuii B

YCJI0BCKa, TCHOTOKCHYCCKMI TECT Ha KIETKaX

muMmdoruTax nepudepuueckoil Kposu

MBIIIMHONW ~ JTUM(OMBI, HCCIICOBAHHE

TpaHchopManuu KIETOK SMOPUOHA CHPUHCKOTO XOMSYKA) M in Vivo (MHKPOSICPHBIH TECT Ha

Kp]'::IC&X) HE OTMCUCHO BJIMAHHA JICHAIMAOMHKIAa HAa F’CHETUYCCKOM HMJIM XPOMOCOMHOM YPOBHAX.

I/ICCJ'IG,ZLOBB.HI/ISI KaHOCPOTCHHOCTHU HE ITPOBOJUIIN.
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HccnenoBanus TOKCHMUYECKOTO BIIMSHUS JICHAIMIOMHUIA Ha pa3BUTHE SMOpPUOHA/IIIONA paHee
MPOBOJMJIMCH HAa KPOJIMKAaX. B 3THX HMCCIeIOBaHMSIX KpPOJMKAM BHYTPh BBOIMIIM Iperapar B
nozax 3 mr/kr/cyt, 10 mr/kr/cyt u 20 mr/kr/cyr. Tlocne mpumeHeHHs JEHATUAOMHUIA B J03aX
10 mr/kr/cyt u 20 MI/Kr/CyT OTMEYaln 10303aBUCUMYIO areHe3uI0 CPEeIHEH O JIETKOT0, a TIPU
BBeJleHUH J03bl 20 MI/KI/CyT — cCMelleHHe Mo4YeK. XOTS 3TH HeOJaronpusiTHbC SBICHUS
HAOIIOATUCh IPU TMPUMEHEHHUH 103, TOKCUYHBIX Ui OEpEeMEHHBIX CaMOK, OHH MOTYT OBITh
00yCIOBIIEHBI TPSAMBIM BO3JeicTBHEM JeHanuaomuna. Ha ¢oHe nmpuMeHeHus JieHaTuIoMUaa B
no3ax 10 mr/kr/cyr u 20 MI/Kr/cyT Takke OTMEYadd M3MEHEHHS CKelleTa M MATKMX TKaHeH

mioaa.

6. ®PAPMAIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHsb BcmoMoOraTebLHbIX BellleCTB

Jlegammmomun - KPKA, 2.5 Mr, Karicyisl

ManHuToN

['munepwra muberenat

Hemmronosa Mukpokpuctammuieckas, Tamn 102
Kpaxman npexenaTHHU3UPOBaHHBIN
Bunnas kucnora

Kancyna uz eunpomennosvi:
Wnpuroxapmun (E132)

Kpacurens xene3a oxcun sxxentoiit (E172)
Twurana quokena (E171)

Kapparunnan

Kanus xnopug

Bopna ounnieHHas

IMunpomenoza 2910

Yepnuna uepnvie:

[ennak

DraHos 6e3B0HbI!

Uszonponanos’

Byranon!

[TponuneHrmKos!

AMMHaKa pacTBOp KOHLIEHTPUPOBAHHbIIA'
Kpacurens xxenesa oxkcup uepHsliii (E172)

Kanusa FI/IJIPOKCI/I,ZII
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Bona ouwniienHas’
! OTcyTCTBYIOT B TOTOBBIX Kamncylax M3 THIPOMEIIO3bl, TAK KaK MCMAPAIOTCA MOCHEe CTauH
IIeyaTtTu u CyIHKI/I.

Jlenamumomua - KPKA, 5 mr, kancynbl

ManuuTONI

I'munepuna nuberenar

enmrono3a MukpoxpucTtamummaeckas, Tum 102
Kpaxman npexenatnHu3upOBaHHBIN
Bunnas kucnora

Kancyna uz eunpomennosvi:

Nunuroxkapmun (E132)

Twurana muokcun (E171)

Kapparunan

Kanus xmopua

Bopa ouniiennas

[M'unpomennosza 2910

Yepnuna uepHnoie:
[ennak

DraHos 6e3B0HbIiH!

Usonponaunon!

Byranon'

[TpONUIeHIUKOb!

AMMHUaKa pacTBOp KOHIIEHTPUPOBAHHBIIA!

Kpacurens xene3a okcuna uepusiii (E172)

Kanus rI/I[{pOKCI/IL[1

Bona ouniiennas’

! OrcyrcTByIOT B rOTOBBIX KamlcCyldaX W3 THIPOMEIIO3bI, TAK KaK MCIAPSAIOTCS MOCJE CTaluu

rnevyaTu U CyIlKH.

Jlemamunomua - KPKA, 7.5 Mr, KancyJiel

ManuuTONI

['munepuna quberenat

Henmrono3a MUKpoKpucTaunueckas, Tum 102
Kpaxmain npexxenaTHHU3UPOBaHHBIN

Bunnas kucnora

Kancyﬂa U3 cunpomeinossl.

68



COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 13.03.2025 N= 6730

(MOCNEOCBATENEHOCTE 0002)

Kpacurens xxenesa okcup kpacHsiii (E172)
Kpacurens xene3a oxkcup uepHslii (E172)
Kpacurens sxenesa oxkcua sxxentoiii (E172)
Twurana quokena (E171)

Kapparnnan

Kanus xnopug

Bopna ounnieHHas

lMunpomernoza 2910

Yepnuna denvie:
[emnak

DraHos 6e3B01HbIH!

Uszonponanoi!

Byranon'

[IpONHIEHT TMKOJIb!

Harpust rugpoxcun

[ToBuaon

Turana guokcus (E171)!

! OrcyrerByloT B roTOBBIX Kancylax M3 THIPOMEJUIO3bI, TAK KaK MCHAPSIOTCA MOCIE CTaquu
MeYaTh U CYIIKH.

Jlenammmomun - KPKA, 10 Mr, Kancyisl

ManHuToN

['munepwra muberenat

Hemnrono3a Mukpokpuctamuueckas, Tam 102
Kpaxman npexenaTuHU3UPOBaHHBIM
Bunnas kucnora

Kancyna uz eunpomennosvi:

Kpacwurens xene3a okcup kpacHsiii (E172)
Kpacurens sxenesa oxcup uepHsiii (E172)
Kpacurens xene3a okcua xentoiid (E172)
Turana nuokcnn (E171)

Kapparunan

Kanus xnopug

Bopa ouniniennas

IMunpomeniosza 2910

Wnpuroxkapmun (E132)
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Yepnuuna denvie:
lenmax

DrtaHon 6e3B0IHbIH!

Uzonponaunon’

Byranon!

[TponuIeHTIKOb !

Hatpust rugpokcu

[ToBuon

TuraHa TUOKCHL (E171)1

! OTcyTcTBYIOT B rOTOBBIX KamCyldaX U3 THIPOMEILIO3bI, TaK KaK UCIAPSAIOTCS TOCIE CTaauu

ne4yaTu 1 CYIIKH.

Jlerasmmomunr - KPKA. 15 Mr, Karcyiisl

MannuTON

I'munepuna nquberenar

[enmrono3a mukpokpucraminaeckas, Tum 102
Kpaxman npexeraTHHU3UPOBAHHBIH
Bunnas xucnora

Kancyna uz eunpomennoswi:

Wnpuroxkapmun (E132)

Twurana mquokena (E171)

Kapparunnan

Kanus xnopug

Bopna ounnieHHas

lMunmpomenoza 2910

Kpacurens xenesa okcup kpacusiii (E172)
Kpacurens sxenesa oxcuy uepHsrii (E172)
Kpacurens xene3a okcua xentoiid (E172)
Yepnuna uepnvie:
[emmak

DrtaHon 6e3B0IHbIH!

Wzonponanon

Byranon!

[IponuIeHrIUKONb'

1

AMMMaKa pacTBOP KOHIIEHTPUPOBAHHBIN

Kpacurens xxenes3a okcun yepHslii (E172)
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Kanus rugpoxcun’
1

Bona ounmenHas

! OTCyTCTBYIOT B TOTOBBIX KalCyjlaxX U3 THIPOMEIUIO3bl, TaK KaK HCHAPSAIOTCS MOCJIE CTaluu

MeYaTu U CYIIKH.

Jlegamumomun - KPKA, 20 Mr, Karcyisl

ManHuTONI

['munepwna quberenat

[Henmrono3a MuUKpokpucTammaeckas, T 102
Kpaxman npexenaTHHU3UPOBAHHBIN
Bunnas xkucnora

Kancyna uz ecunpomennosui:
Nunurokapmun (E132)

Twurana muokeun (E171)

Kapparunau

Kanus xnopua

Bona ounmiennas

I'unpomeniosa 2910

Kpacurens xene3a oxcup sxxentoiii (E172)
Yeprnuna yephoie:

ennak

TaHos 6E3BOIHBIH!

Wzonponanon

Byranon!

[TponuIeHTTNKOIB!

AMMMAaKa pacTBOp KOHIIEHTPUPOBAHHBIIA!

Kpacurens xenes3a okcun yepHsiii (E172)

Kanus rugpokcus!

Bona ounmennas'

! OrcyTcTBYIOT B rOTOBBIX Kamncylax M3 THIOPOMENIO3bl, TaK KaK MCIAPAIOTCA MOCHE CTaauH
MeYaTu M CYIIKH.

Jlegamumomun - KPKA, 25 Mr, Karcyisl

MaHnHuTON
I'munepuna quberenat
Hemnrono3a Mukpokpuctamudeckas, Tamn 102

Kpaxman npexenaTHHU3UPOBAHHBIN
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Bunnasg xucnora
Kancyna uz eunpomennosoi:

Kopnyc kancynot

Kpacwurens xenes3a okcun kpacusiii (E172)
Kpacurens sxenesa oxcup uepHsiii (E172)
Kpacurens xene3a okcua xentoiid (E172)
Turana quokena (E171)

Kapparunau

Kanus xnopug

Bona ounniennas

IMunpomenioza 2910

Yepnuna benvie:
[emmak

DraHon 6e3B0IHbIH!

Wzonponanon!

Byranon!

[TponuIeHrIUKOIb !

Hatpus runpokcun

[ToBuaon

Turana guokcus (E171)!

! OrcyreTByIOT B rOTOBBIX Kancylax M3 THIPOMEJIO3BI, TAK KAK HCHAPSIOTCA MOCHE CTaauH
MeYaTu U CYIIKH.

6.2. HecoBmecTMOCTB

Henpumenumo.

6.3. Cpok roarHocTH (CPOK XpaHEHUs )

3 rona.

6.4. Oco0Obie MepbI IPEIOCTOPOKHOCTH NPH XPAHEHUH

ITpu Temnepatype He BbiiIe 25 °C, B OpUTHHATIBHOM (hIIaKOHE.

XpaHuTh (IAKOH IUNIOTHO 3aKPBITHIM.

6.5. XapakTep u coep:kaHHue IEPBUYHON YIIAKOBKH

Jlenammmomu - KPKA, 2.5 Mr, Karicyisl

ITo 21 kamcyne Bo ¢uakone u3 temHoro crexna (tum III) ¢ 3aBUHUYMBAIOIIEHCS KPBINIKON W3
MOJIUTIPONMIIEHA W IOJMATUJIEHA HU3KOW IUIOTHOCTH, C KOHTPOJIEM IEPBOIO BCKPBITUS H C
3aIIUTON OT BCKPBITHS I€TbMHU.

ITo 1 ¢pakony BMecTe ¢ MHCTPYKIMEN IO IPUMEHEHHIO MIOMEINAI0T B NAUYKy KapTOHHYIO.
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Jlenamumomun - KPKA, 5 Mr, kancyibl

ITo 21 kamcyne Bo ¢uakone u3 temHoro crekna (tum III) ¢ 3aBUHUYMBAIOIIEHCS KPBIIIKON W3
MOJUIIPONUIIEHA W TOJUATHIEHA HU3KOM IIOTHOCTH, C KOHTPOJIEM IE€PBOrO0 BCKPBITHUA U C
3aIIUTON OT BCKPBITHS IETbMHU.

[To 1 pmakoHy BMecTe ¢ MHCTPYKIIMEH 110 MPUMEHEHUIO IIOMENIAIOT B AYKy KAPTOHHYIO.

Jlenammmomun - KPKA, 7.5 Mr, Karicyisl

ITo 21 kamcyne Bo ¢uiakone u3 TemHoro crekna (tum ) ¢ 3aBUHUYMBAIOLICHCS KPBIMIKON U3
MOJIMTIPONMIIEHA W TOJMATUJIEHA HU3KOW IUIOTHOCTH, C KOHTPOJIEM NEPBOIO BCKPBITUS H C
3aIIUTON OT BCKPBITHS I€THMHU.

ITo 1 pmakoHy BMecTe ¢ MHCTPYKIIMEH 110 MPUMEHEHUIO TIOMENIAIOT B TAYKy KAPTOHHYIO.

Jlegammomun - KPKA, 10 Mr, Kancyisl

ITo 21 xamcyne Bo ¢uakone u3 temMHoro crexna (tun 1) ¢ 3aBuHUYMBarOMIENCS KPBIMIKOW W3
MOJIUMIPONMIIEHA U TOJHMATUJIIEHA HU3KOW IUIOTHOCTH, C KOHTPOJIEM NEPBOIO BCKPBITUS H C
3aIIMTON OT BCKPBITHS IE€THMHU.

ITo 1 pmakoHy BMecTe ¢ MHCTPYKIIMEH 11O IPUMEHEHUIO IIOMEMIAIOT B TTAYKy KAPTOHHYIO.

Jlenammmomun - KPKA., 15 Mr, Karncyisl

ITo 21 xamcyne Bo ¢urakone m3 temMHoro crexna (tum II) ¢ 3aBUHUMBarOIMIEHCS KPBIMIKOW W3
MOJIMIIPOTIIJICHA M TIOJMMATHIIEHA HU3KOH IUIOTHOCTH, C KOHTPOJEM TEPBOTO BCKPBITHS M C
3aIlIPITOI>i OT BCKPBITUA NCTbMU.

ITo 1 ¢makony BMecTe ¢ MHCTPYKIHMEH IO TPUMEHEHHIO IIOMEMIAI0T B TAYKy KApTOHHYIO.

Jlemamnnmomug - KPKA. 20 Mr, KancyJisl

ITo 21 xamcyne Bo ¢urakone m3 TeMHoro crekna (tum ) ¢ 3aBuHUMBarOIMIEHCS KPBIIIKOW W3
MOJIUTIPOTIMIICHA U TOJMATUJICHA HU3KOW IUIOTHOCTH, C KOHTPOJIEM TMEPBOrO BCKPBITUS MU C
3aIIUTON OT BCKPBITHS I€THMH.

ITo 1 ¢makoHy BMECTE ¢ MHCTPYKIMEH IO TPUMEHEHHIO IIOMEIIAI0T B TAUYKy KApTOHHYIO.

Jlenammmomu - KPKA, 25 Mr, Kancyiibl

ITo 21 xamcyne Bo ¢uakone u3 temHoro crekna (tum III) ¢ 3aBUHUMBAIOLIEHCS KPBIIIKON W3
MOJUIIPONMIIEHA W TOJUATWIEHA HU3KOM IIOTHOCTH, C KOHTPOJIEM IEPBOrO0 BCKPBITUA U C
3aIIUTON OT BCKPBITHS IETbMHU.

ITo 1 pmakoHy BMecTe ¢ MHCTPYKIMEH 110 TPUMEHEHHIO ITOMENIAIOT B TAYKy KAPTOHHYIO.

6.6. OcoOble Mepbl NPEeJOCTOPOKHOCTH TMPHM  YHUYTOKEHHMH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara MWJIM OTX0A0B, MOJYYEHHBIX MOCJAe¢ NPUMEHECHUSs

JICKAPCTBCHHOI'O Ipernapara, 1 APyrue MaHMIIyJAAIIMU C IIpenapaTom
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He cnenyer oTkpbIBaTh MM pa3AaBiIuBaTh Kalcyisl. Eciau NOpoOLIOK IeHannoMuU1a onaieT Ha
KOXY, CJIeIyeT HEMEMJICHHO TIIATEJIbHO IPOMBITh KOXKY BOMOH ¢ MbUIOM. Ecnu nenanuaomun
MIOTIAJIET Ha CIM3UCThIE 000JIOUKH, X HEOOXOIMMO TIIATEIbHO MPOMBITH BOJOH.

MenunuHckue paOOTHUKM M JIMILA, OCYIIECTBISIOIIUE YXOJ, JOJKHBI HOCHUTH OJHOPAa3OBbIE
NepyaTKy Mpu oOpalleHnu ¢ OIMCTEepOM WM Karcyloi. 3aTeM nepyaTKku CleAyeT OCTOPOKHO
CHATb, YTOOBI HE JIONMYCTUTh KOHTAKTa C KOXEH, IOMECTUTh B F€PMETUYHBIN MMOJU3TUIICHOBBIN
MakeT M YTWIM3UPOBATh B COOTBETCTBUM C MECTHbIMHM TpeOoBaHusimMu. Ilocie storo pyku
CllelyeT TUIATENbHO BBIMBITH BOJOW C MbBUIOM. bepeMeHHbBIM >KEHIIMHAM MU SKEHIIUHAM,
KOTOpBIE TO03PEBAIOT, YTO OHU MOTYT ObITh O€pPEMEHHBI, HE CIeqyeT MpUKacaThCs K OaucTepy
win Karcyie. Heucnonb3oBaHHBIN IIpenapaTa pPEeKOMEHAYETCsS BO3BPaTUTh B MENUIMHCKOE
yUpeXJIeHHe IO OKOHYaHHWHU JIeYeHUS A Oe30MacHOr0 YHUUYTOXKEHHS B COOTBETCTBUH C

MECTHBIMH Tpe6OBaHI/IHMI/I.

7. JEPXKATEJIb PETUCTPAIHIMOHHOT' O YIOCTOBEPEHUSA
Poccuiickas denepanmst
000 «KPKA-PYCy, 143500, Poccus, MockoBckas 0011, . Mctpa, yia. MockoBckas, 1. 50
Ten.: +7 (495) 994 70 70
@akc: +7 (495) 994 70 78
Anpec 311. noutsl: krka-rus@krka.biz
7.1. IlpeacTaBuTe/Ib Aep:KaTe/Isi PerHCTPALMOHHOIO Y10CTOBEPeHUsl

IIperensun norpedbuTene HAMPABISITh OO AAPECY:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, MockoBckast 00u1., T. cTpa, yi. MockoBckast, 1. 50
Ten.: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec a1. noutsl: krka-rus@krka.biz

8. HOMEP PEIT'TUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

9. JIATA MEPBUYHOM PETUCTPALIUU (ITIOJATBEPKJIEHUSA PETUCTPALIUH,
IHHEPEPEI'MCTPALIUN)

JlaTa nepBO¥ perucTpanyu:

10. JATA IEPECMOTPA TEKCTA
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COOTEBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.03.2025 N= 6730
(MOCNEOCBATENEHOCTE 0002)

OOmas xapakTepucTuka JekapcTBeHHoro mpemnapara Jlenamumomua - KPKA moctymna Ha
nH(GOpPMAIIMOHHOM TopTaie EBpa3uiickoro HSKOHOMHYECKOTO C€Or03a B HH(OPMALMOHHO-
KOMMYHUKannoHHou cetu «IHTepHEeT» https://eec.eacunion.org.
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