MUWHUCTEPCTBO 3/IPABOOXPAHEHMSI POCCUMCKOW ®EJIEPALINUA

UHCTPYKILIUA
[10 MEJJULIMHCKOMY T[TPUMEHEHMIO JIEKAPCTBEHHOI O ITPEITAPATA
Jlenasiupomu - KPKA‘"

Peruncrpaunonnsiii Homep:

Toprosoe naumenoBanue: Jlenammiomus - KPKA 1 COTHACOBAHO

Mem.uynapouﬂoe HENMaTeHTOBAHHOE W/IH I'PYNITHPOBOYHOC HAMMEHOBAHHE: JICHAJIMIOMHU/L

JlekapcrBennas gopma: KarncyJibl

Cocras

Ha 1 kancyay 2,5 mr/S mr

Jeticmeyiowee eewecmeo: nenanmmaomu] cydcranuusi-cmecs 29,87 mr/r — 83,77 mr/167,55 mr
[esicmsyrowee 6ewyecmeo cybcmanyuu-cmecu: 1€HAIUI0MHU/IA THAPOXIIOPU/IA MOHOTH/IPAT

3,03 m1/6,05 mr, skBuBaIeHTHO JeHauaoMuay 2,50 mr/5,00 mr

Benomocamenonvie sewjecmeda cybemanyuu-cmecu: MaHHHUTOJI, LEJLTI0J103a
MUKpOKpHCTaIHYecKasi, Tun 102, kpaxmai npexeIaTHHU3MPOBAHHbIN, BHHHAS KUCII0Ta]
BcnomozamenvHble 6eujecmea: MAaHHUTOJI, TIIMIEpHIIA ubereHar

Karicyna u3 runpomerniossl

Cocras kancy.abi Ne 4 (2,5 mr)/Ne 2 (5 mr)

Kopnyc kancynw: wnpurokapmus (E132), kpacurtens sxeneza oxcun xentoid (E172) (uis
karcyn 2,5 mr), turada juokcua (E171), kapparunan, Kajius XJIOpWA, BOJIa OYHMIICHHA,
runpomeruiosa 2910

Kpwiweura kancyner: napurokapmun (E132), xpacurens xenesa okeun xenrsiid (E172) (s
karncyn 2,5 mr), TtutaHa juokcuj (E171), kapparunan, Kauusi XJIOpHA, BOJa OYHIIEHHAs,
runpomesuiosa 2910

Ha 1 kancyay 7,5 mr/10 mr

Heuicmsyiowee sewgecmeo. neHanuaoMul cyocranuusi-cMech 35,35 mr/r — 212,28 mr/283,04 mr
[ Aeticmeyiowee sewyecmeo cybocmanyuu-cmecu: JICHAINIOMHUIA THIPOXIOPH/Ia MOHOTHIpAT

9,08 mr/12,11 mr, skBuBaseHTHO JeHamuaomuay 7,50 mr/10,00 mr

Bcnomozamenvhuie sewyecmea cybecmanyuu-cmecu: MaHHHUTOJI, LEJUTI0N03a
MHUKpOKpHcTaiideckasi, Tun 102, kpaxman npexeIaTMHU3UPOBAHHbIA, BUHHAS KUCIIOTA]

Bcnomocamenvhuie gewecmeda.; MAHHUTOJL, TIMIICpHIIA nubereHar

|
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Karicynia 13 rurpomesnsiossl

Cocras kancybl Ne 1 (7,5 mr)/Ne 0 (10 mr)

Kopnyc kancynei: xpacuTelb xkeie3a okcusl kpacHbiit (E172), kpacuresis xese3a OKCHL YepHbINI
(E172), kpacutens xene3a okcun xentoiid (E172), turana ymoxeun (E171), kapparnnan, Kaus
XJIOpH/I, BOJIa OYHIIeHHas1, runpomesuioza 2910

Kpvuueuka xancyner: waaurokapmun (E132) (s xancyn 10 mr), xpacutesb Kele3a OKCHJL
kpacubiii (E172) (ais kancyn 7,5 mr), kpacutenb xkene3a okcuj 4epHblit (E172) (as kancyn
7.5 mr), kpacuTesnb xese3a okcuj xenteid (E172), turana mmokenn (E171), kapparusas, Kaaus
XJIOpHJI, BOJIa OUMINEHHas!, runpomeruiosa 2910

Ha 1 kancyay 15 mr/20 mr/25 mr

eucmeyrowee 6ewecmeo: JIEHATUJIOMHT cyOcTaHIUsA-CMECh 88.36 mr/r -
169,82 mr/226.43 mr/283,04 mr

[esicmeyiowee eewecmeo cybcmanyuu-cmecu.: JEHAIMIOMHIA THAPOXJIOPHIA MOHOrMApAT
18,16 mr/24,21 mr/30,27 mr, sxBuBaienTHO jeHamuaoMuay 15,00 mr/20,00 mr/25,00 mr
Bcnomoeamenvhvie seujecmea cybemanyuu-cmecu: MaHHHUTOII, [EJUTI003a
MUKpOKpHCTaIMuecKast, Tui 102, kpaxmai npexeaaTHHH3UPOBaHHbIH, BUHHAS KMCIIOTA]
Bcnomozamenvibie 6eugecmea: MAaHHUTOJ, TIUIepuIia aubereHar

Kancyna u3 runpomeniossl

Cocras kancyJuibl Ne 2 (15 mr)/Ne 1 (20 mr)/Ne 0 (25 mr)

Kopnyc kancynvi: wnaurokapmut (E132) (quis kancysn 15 mr u 20 Mr), KpacuTelb xkejie3a OKCH/L
kpacubiii (E172) (ans xancyn 25 mr), kpacurelnb xkene3a okcua yepnbiid (E172) (s xancyn
25 mr), KpacuTelb xkeae3a okceua xenteiit (E172) (st kancyn 25 mr), turtana juokens (E171),
KapparuHaH, KaJusi XJI0pH/1, BOJia OYMIIEHHas!, TunpoMertiosa 2910

Kpbviweuka kancyawi: maanrokapmun (E132) (quis kancyn 20 Mr), KpacuTelb XKejie€3a OKCHL
kpacHbii (E172) (uis kancyn 15 mr u 25 Mr), kpacutenb keie3a okcua yepusit (E172) (ans
kancyn 15wmr u 25 mr), kpacutenb xkene3a okcua xentwit (E172), turana mmokena (E171),
KapparMHaH, KaJusi XJIOPUJI, BOJIa OUHIIeHHast, rurpomerniosa 2910

CocraB _4epHbIX uepHHJa (s kameya 2,5 mr, Swr, 15 mr, 20 mr): memwiak, 3TaHol

Gesposmpii',  w3onpomamon',  Gyramon',  NpONMJIEHIIMKONL',  avuMuaka  pacTBOP

KOHIIGHTPHPOBAHHBI', KpacuTenb kenesa okcua uepHsit (E172), kamus rugpokcua', Boja

ounieHHas’

Cocras_Oeabix yepuuia (uiasi_kaneya 7,5 mr, 10 mr, 25 mr): wmesiak, 3TaHoll 6e3BO/THBII ',

u3onponanon', Gyranon', MPONMICHIIMKOML', HATPUS THAPOKCH', MOBUIOH, TUTAHA JIHOKCH/I

(E171)



: OTC}’TCTB}’IOT B T'OTOBBIX Karicyjax H3 TMIIPOMEIUIO3bl, TAK KaK HUCHapsioTCs IOCJI€ CTaauHu

Te4aTh U CYIIKH.

Onucanue

Kancynwr 2,5 m2: Teepabie kancyasl Ne 4, kpbliliedka ¥ KOpIyC Karcyibl 3ei1eHoro nsera. Ha
KOPITyCe KarcyJibl Y4ePHBIMU YepHHUIAMU HAHECeHa HAINUCh «2.5.

CoziepxxuMoe KaricyJi: MopoLIoK oT 6e10ro J10 XKeITo-0e10ro WM 10 KOpUYHEBO-0€10r0 11BETa.
Kancynwr 5 me: Teepapbie karncyist Ne 2, kpbliiedka W KOpPIyc Kancyiael cuHero nsera. Ha
KOpITyCe KarcyJibl Y4epHbIMU YEPHUJIAMH HAHECCHA HAJIIIUCh «3».

Coiep)kiMoe KaricyJi: OPOLIOK OT Oe10ro /10 KeTo-0es10ro Wik /10 KOPHYHEBO-0€/10r0 1BETa.
Kancynwt 7,5 m2: Teepjbie Karncysisl No 1, Kpbllliedka  KOPIyC KarcyJibl KopuuHeBoro 1seta. Ha
KOpITyCe KarcyJibl OeIbIMH YepHUIIAMH HaHECeHa HaIMHUCh «7.5».

Cojiep)XxuMOe KarcyJr: IOpoIIoK oT 6e10ro /10 KeNTo-0e/10ro Wi 10 KOpHIHEBO-0€J10r0 1BETA.
Kancynwt 10 m2: Teepabie karncyiibl No (), Kpblleyka KarncyJibl 3eJIEHOTO 1IBETa, KOPIYC KarlCyJibl
Kopu4HeBoro 1Bera. Ha kopmyce karncysibl Oe/biMHi YepHUIAMH HaHeceHa Haamuch «10».
Coiep)KUMOe KarcyJ: MOpoIIOK OT OeI0ro 10 KeJT0-0e10ro HIn /10 KOPHUHEBO-0€J10r0 11BeTa.
Kancynwr 15 m2: Tepasie xancyibl No 2, Kpblledyka KarcyJibl KOPUYHEBOIO IIBETa, KOPIYC
KarcyJibl cuHero 1Bera. Ha kopiryce KarncyJsibl YepHBIMU YEpPHUJIAMHM HAHECEHa HaANUCh «15».
CoaepxuMoe KaricyJI: OPOIIOK OT OeJIoro 0 kKeJaTo-0eI0ro WK J10 KOpUYHEBO-0eIoro 1BeTa.
Kancynot 20 m2: Teepabie karcysisl No 1, Kpblieyka KarcyJibl 3eJIeHOr0 1{BETa, KOPIyC KarcyJibl
cuHero 1Beta. Ha kopryce KarcyJibl Y4epHbIMH Y€PHHJIAMH HaHECEHa HaUCh «20».
CoaepXuMOE KaricyJ1: OpoIIOK 0T 0eJI0ro 10 KelTo-0e10ro Wik J10 KOpUYHEBO-0eI0ro 1BeTa.
Kancynor 25 m2: Tepapie karncysibl No (0, Kpblllieyka 1 KOPITyC KarncyJibl KopuyHeBoro nsera. Ha
KOpITyce KarcyJibl OeJIbIMH YepHUJIAaMU HaHECeHA HAIMKUCh «25.

COIICp)KHMOE KarcyJi: mopouIoK oT Oesoro 710 xkenTo-0es10ro Uik 10 KOpH‘{HCBO-GCHOFO IIBCTA.

dapmakoTepaneBTHYECKasi FPYNNA: APYrUe UMMYHO/IEIIPECCAHTDI

Koa ATX: LO4AX04

dapmako.IorHyecKue CBOHCTBA

Dapmakoounamuka

Mexanuzm oeticmeus

JleHanMIOMM/L CBSI3BIBAETCS HEIMOCPEJACTBEHHO € 1epebIOHOM, KOMIIOHEHTOM (EpPMEHTHOro
koMiuiekca Ky/uidH-RING E3  yOMKBHTHHIMrasbl, KOTOpbIH Briowyaer Oenok-1 (DDBI),

CBSA3BIBAIOLIMICA ¢ TOBPEXIEHHON Je30kcupubonykiienHoBoit kuciaoroi (JIHK), xymmmn 4



(CUL4) wu peryastop kymwmHoB I (Rocl). B remonostHueckux KjieTkax CBsi3bIBAaHUE
JICHATMJIOMHK/IA ¢ 1iepe0iioHoM MoOuiu3yer cybcTparHbie Oenku Aiolos u Ikaros, sBistoiuecs
(bakTopaMy TPAHCKPUIILIMK B JIMM(POH/IHBIX KJIETKAX, YTO MPUBOJUT K UX YOMKBUTHHUPOBAHHIO
M TOCHeNyIoUeMy — pacmaay ©  oOyciaBiuBaeT — NpsiMble  LIMTOTOKCHYECKHH U
MMMYHOMOTY THPYIOMIUH D DEeKThI.

B gacTHOCTH, eHATMIOMIT HHTHOMpPYET NpoHdepaliio U yCHIMBAET alonTo3 OnpeieIeHHbIX
3JI0KaYECTBEHHBIX TeMaTOINOITUYECKHX KJIETOK (BKJIIOYAs KJICTKM MHOXKECTBEHHOH MHEIOMbI
(MM), knetku ¢oukyaspaoit aumbomer (PJI) U KIETKH ¢ JeIeHHsIMH XPOMOCOMBI 5),
YCHIIMBAET HMMYHHUTET, ONOCPEI0BaHHbIH T-KjIeTKaMM U KJI€TKAMU-€CTECTBEHHBIMU KHIUIEPAMHU
(EK), u ysemuuuBaer uucio EK, T-xnerok u EK T-xnerok. [Ipum muenoaucnimacTuueckom
curzipome (MJIC) ¢ wmsommpoBannoit aenenmeit 5Sq (MJICS5q) nenanupomuj u3OuparesibHO
HHIHOMPYET NaTOJIOrHYeCKUi KJIOH, YCHIIMBAs alloNnTo3 KJIETOK C W30JMPOBAHHOM jenenmeit 5q.
KomOuHanums neHanuaoMuga M puTykcuMaba yBEJIMYMBACT AHTHTEI03aBHCUMYIO KIIETOYHYIO
uuToToKCHYHOCTH (A3KI]) 1 npsimoii anonTo3 3;10ka4ecTBeHHbIX Ki1eToK DJI.

MexaHu3M  JCHCTBUSL  JICHAIMIOMMJIAa  TaK)K€  BKIIOYAeT  QHTHAHTHOTCHHbIE W
POJIPUTPOIIOITHYECKUE  CBOMcTBA. JleHanMaoMua HMHrUOMpyeT aHruoreHes, OJIOKHpys
MUIPALMIO U Qre3uI0 JHIOTEIHAIBHBIX KIETOK, ¥ 00pa3oBaHUE MHMKPOCOCY/OB, MOBBIIIAET
npoaykuuioo ¢eranpaoro remoriioduna CD34+ CTBOJIOBBIMH I'eéMONOITHYECKMMHU KJIETKAMH, U
MHIUOUPYET NPOAYKIMIO TPOBOCIAIUTENBHBIX IUTOKHHOB (HampuMep, ¢aktopa HEKpo3a
onyxonu anbdpa (PHO-a) u unrepneikuna-6 (UJI-6)) mononutamu.

Kaunuueckas s¢hghexmusnocme u 6ezonacnocms

DbdexTnBHOCTE M 0e30macHOCTh JieHaNWaAoOMHAa Oblla M3y4YeHa B IIECTH KIMHUYECKHX
uccieoBanusx (KW) daser Il npu Bnepsoie auarnoctupoBannoit MM (BJIMM), B asyx KU
¢aswl [1I npu pennmBax pedpakreprnoit MM, B ogom KU daser [11 u B ogom KU dassr 11 npu
MJIC, B ogrom KU ¢assr I npu mumpome u3 kierox mantuitnoi 3ousl (MKJI), B oqnom KU
¢assr 11l u oxom KU dassr 11Ib npu dosumkynspuoi mumdome (PJI) u nmumbome kiaetok
MapruHaibHO# 30HbI (JIM3).

Dapmakokunemuka

JleHayIMIOMH/T UMEET B CBOEH CTPYKTYpe aCMMMETPHYECKHH aTOM yriepoja, Mo3TOMY MOXKET
CYILIECTBOBaTh B BHJE JIByX OINTHYeCKHM aKkTHBHBIX (opm: S(-) u R(+). Jlenamupomun
npejcTaBiseT coOOi panemMuueckyio cMmech. JleHanmuaomua OOBIMHO Jlydllle pacTBOPSETCS B
OpPraHMyYecKUX pPacTBOPHUTENSIX, HO HMMeeT Hawiryuuiyio pactBopumocts B 0,1 N Oydeprom
pacTBOpE COJISTHOW KUCIIOTHI.

Bceacwvieanue



[locsie npuemMa BHYTPh HATOIIAK 370POBBIMH  JI0OPOBOJIbLIAMU  JICHATMAOMHU  OBICTPO
BCACHIBAETCS, [IPH ITOM €ro MaKCUMasIbHasi KOHIEHTpalus B 1uiazme KpoBH (Cmax) 10CTHIAETCS
yepez 0,5-2yaca mocie OJHOKpAaTHOrO npueMa. Y MAlMEeHTOB, a Takke Y 3/10pPOBbIX
100poBoIbIeB Cmax M IUIOLIAAL 1MOJ1 KPUBOH «KoHUeHTpauus-Bpems» (AUC) Bo3pacraior
MPONOPIMOHATIBHO YBEJIMYEHUIO J103bl. [lOBTOpHBIE TpHEMBI Npenapara HE HPUBOJISAT K €ro
KyMYJISILMH (HAKOIUIEHHIO). B 1m1azme KpoBH OTHOCHTEIbHBIE IKCIO3UIMU S- U R-5HaHTHOMEPOB
JICHATM/IOMHK/IA COCTABISIOT puMepHO 56 % u 44 % coorBercTBeHHO. [Ipumenenue npenapara
C MUIIEH C BBICOKMM COJIEPIKaHHEM JKHPOB M BBICOKHM COJECPKAHHEM YIJIEBOJOB Yy 3/10POBBIX
J0OPOBOJIBIIEB IOHWKAET CTENCHb BCACHIBAHMS, YTO NMPUBOAUT K yMeHblIeHUI0O AUC npumepHo
Ha 20 %, a Cmax — Ha 50 %. Oxnako B ocHoBHbIX KU nenaymmaomuia npu nevenun MM u MJIC,
B KOTOpPbIX ObUIM ycTaHOBIEHBI ero 3(dekTuBHOCTh U 0e30MacHOCTh, MAIMEHThl PUHUMAIIN
npenapar He3aBUCHMMO OT BpPEMEHH MNpHeMa NUIM. Takum oOpazoM, JEHATHIOMH MOXHO
[IPUHUMATH BHE 3aBUCUMOCTH OT BPEMEHH [IpHEMa ITHIIH.

Pesyibrartel MOMYJISIMOHHOTO aHaiu3a (apMaKOKWHETHYECKHX JIAHHBIX [OKa3aid, 4YTO
CKOpPOCTh BCAChIBaHHS JICHAIMIOMH/IA I1OCJIE IIpUeMa BHYTPb aHAJIOTM4Ha y nanueHToB ¢ MM,
MJ1C u MKIJL

Pacnpeoenenue

B ycinoBusix in vitro csizb (C)-nenanugomuna ¢ GeikaMu 1ia3Mbl KpOBH OblLIa HH3KOH M
cocraBisiia y mnaumeHtoB ¢ MM u 310poBbix 100poBosibueB B cpeaneM 23 % u 29 %
COOTBETCTBEHHO.

JlenamuaoMu IpUCYTCTBYET B ceMeHHOM xuakocTu (< 0,01 % ot 103bI) nocie npuema ero B
03¢ 25 MI' B CYTKH, HO HE OIpPE/IC/ISEeTCS B CEMEHHOW JKHKOCTH 3/10POBBIX J100POBOJIBLEB
CIYCTsl 3 JIHSI 110CJIe IpeKpalieHus ero npuema (cm. paszzaen «Ocobbie ykazanusy»).

Memabonusm u evieedenue

Pesysbrarsl Mccie/0BaHuil MeTabo/im3mMa B yCIOBHSIX in Vilro yKas3bIBalOT, YTO W30(epMEHTHI
cucrembl nuroxpoma P450 He npuHMMalOT ydacTusi B MeTabosiM3Me JICHATH/IOMH/IA Y YEIOBEKa,
M09TOMY MeTab0JIHYECKUE JIeKApCTBEHHbBIE B3aUMO/ICHCTBUS TIPU OJHOBPEMEHHOM IIPUMEHEHHH
JCHAIMIOMH/Ia W TIpernaparoB, HHTHOMPYOUHMX H30(EpMEHThl cHcTeMbl LUTOXpoMma P450,
MaJIOBepOSATHBL.  Pe3ynbTarhl  MCCHENOBAaHMH in  vilro  JEMOHCTPHPYIOT  OTCYTCTBHE
uHrubupytomero jaeicTeus senanuaomuaa na uzodpepmentst CYP1A2, CYP2C9, CYP2CI19,
CYP2D6, CYP2EIL, CYP3A umu UGTI1AI. Takum o6pazom, MajaoBEpOSITHO, YTO JICHATHIAOMHULL
Oyzaer crnocoOCTBOBaTH  PAa3BUTHIO  JIIOOBIX  KJIMHHUYECKH  3HAYMMBIX  JIEKAPCTBEHHBIX
B3aMMOJICHCTBHI IIPH OTHOBPEMEHHOM Ha3HAYCHUH ¢ cyOCcTpaTaMu 3TUX H30(EpMEHTOB.

[To jgaHHBIM HCCIENOBAHUM in Vilro JEHAIMAOMHA He sBisercs cybcrpatom Oenka

PE3UCTEHTHOCTH paka MoJouHOM kene3pl uesnoBeka (BCRP), mnepenocunkoB Oenka



MHOXECTBEHHOM JiekapcTBeHHOM — ycroumBoctd  (MRP) MRPI, MRP2 wm MRP3,
nepeHocynkoB opranuyeckux anuoHoB (OAT) OATI u OAT3, nosmnenTHaa-nepeHoCYUKa
opranuveckux anuoHoB 1B1(OATP1B1), nepenocunkoB oprannueckux katnonos (OCT) OCT1
u OCT2, Geinka SKCTpY3uH JieKapcTBeHHBIX mpenapatoB u TokcuHoB (MATE), MATE] u
OpHUIHHAIBHBIX MIepeHocunkoB oprannueckux katuoHoB (OCTN) OCTNI u OCTN2.
WUccriepoBanus in vitro 1mokKasajy, 4TO JEHAINJIOMH/] HE OKa3blBaeT MHIMOMPYIOWIEro JAeHCTBUS
Ha IKCIOPTUPYIOLIYO oMy coseit xemunbix kucinot (BSEP), BCRP, MRP2, OATI, OATS3,
OATPIBI1, OATP1B3 umu OCT2.

Bosnbinas 4acTh JIEHATWJIOMMIA BBIBOJUTCS IMoukaMu. [loueyHas dKCKpeLMs y IMalMEHTOB C
HOpMasIbHOM (yHkuued nouek cocraBasiaa 90 %, 4 % neHaaujoMuja BBIBOJMIOCH 4eEpe3
KULICYHHK.

JlenanmuoMu TpakTHYeCKH He Mertaboim3upyercss B opraHu3Me, Tak kak 82 % ero 03bl
BBIJC/ISETCS [MMOYKAMH B HEM3MEHEHHOM Bujae. ['mapoxcu-ieHamuaomMus u  N-auerTui-
neHamuaoMul coctaBisior 4,59 % wu 1,83 % oT 3KCKpeTHpOBAaHHON 103bl COOTBETCTBEHHO.
[ToyeuHslit KITMPEHC JICHATUIOMH/IA MPEBBIIIAET CKOPOCTH [TIOMEPYJISIPHOM (QUIbTPAIIMH, TAKUM
00pazoM, Npolece BhIBEICHUS UMEET B HEKOTOPOI CTeleHH U aKkTHBHbIH Xapakrep. [Ipu npueme
7103 5-25 Mr B CYTKH nepuoj nosyBbiBeaeHus (1) nenannaomMuaa coctaBisieT NpUuMepHo 3 yaca
Yy 3/I0pOBbIX J100pOBOJIbIEB U OT 3 10 5 yacoB y nauuento ¢ MM, MJIC u MKIJL
DapMaKoOKuUHemuKa y omoeabHsix Zpynn nayueHmos

Ilayuenmul nodicunozo so3pacma

Crnenmanpisix KW g1s oneHkd (apMakOKMHETHKH JICHATHWAOMH/IA Y TMAIMEHTOB MOXHIOrO
BO3pacTa He MpOBOAWIOCH. [lomynsiuMOHHBIH aHaiW3, B KOTOpBIH OBUIM  BKJIIOUEHBI
(hapMaKOKMHETHYECKHE JIaHHbIE MAlMEHTOB B Bo3pacte oT 39 no 85 neT, He BBIABUII BIMSHUSA
BO3pacTa Ha KJIMPEHC JCHATHJAOMH/IA (IKCIIO3HUIIMIO B IJ1a3Me KPOBH). Y YUTHIBAs MOBBIMICHHYIO
BEPOSATHOCTh HapylieHus (QYHKUMI [0YeK B MOXHJIOM Bo3pacre, cieayer cobmoaarh
OCTOPOXHOCTH TPH 10I00PE /10351 MperapaTa i OCYIIECTBISTh TIIATEeIbHbIH KOHTPOIb GYHKIIMHU
noyex Ha (hoHe MPOBe/ICHUS TepaIHH.

Iloyeunas neoocmamounocmso

dapmMakOKMHETHKA JICHAIWJIOMM/IA W3ydalach y MAlMEHTOB € MOYEYHOH HEA0CTATOYHOCTBIO,
BBI3BAHHOM HE3JIOKAYECTBEHHBIMUA NpPUYMHAMHU. B 9TOM Hcce0BaHMM JUIS OLEHKH (YyHKIIMK
MOYEK MCIIOJIL30BAJIM JIBA METOIAa: U3MEpEeHHUe noyeyHoro kiupenca kpeatununa (KK) B teuenue
24uvacoB u pacyer KK mno dopmyre Koxpodra-lI'onra. Pesynbratel nokasaiu
IPONOPIMOHATBHOE CHUKEHHE 00IIEero KJMpeHca JeHaIU0MH/IA 110 Mepe CHHXKEHUS! QyHKIMH
noyek (<50 mu/mMuH), 4To B pesyibrare npuBoawio K noseimeHuio AUC. 3nauenuss AUC

IOBBIIAJIMCH TPUMEPHO B 2,5, 4 U S pa3 y NaiMeHToB C MOYeYHOH HEA0CTaTOYHOCTBIO CPEe/IHEH



M TSDKEJIOH CTENEHM TSHKECTH M TePMHUHAIBHOW crajmel noueynoi Hepocrarounoctu (TCITH)
COOTBETCTBEHHO I10 CPAaBHEHMIO C TPYNIOH, OOBEJMHSIONICH MNAIMEHTOB € HOPMAIbHOU
(GyHKIMEH MOYeK W MAlUEHTOB € MOYEYHOW HEJI0CTATOYHOCTBIO JIETKOH CTeneHM TskecTH. 1%z
JICHAJIM/IOMHU/IA NTOBBIIAICS puMepHO ¢ 3,5 yacoB (y mauuentoB ¢ KK > 50 ma/mun) 1o 6onee
9 yacos (y nauuenroB ¢ KK < 50 ma/mun). [Ipu 31oM noyeynas He10CTaTOYHOCTH HE BIIMSAJIA HA
abcopOuuIo JIeHATMIOMHU/IA [IPU [IpUeMe BHYTPb. 3Ha4eHHUS Cmax HE Pa3IMYAIMUCh Y 3/I0POBBIX
JI0OPOBOJIBIIEB M MMALMEHTOB C MOYEUHOW HenocTarouHocThio. [Ipumepno 30 % nenanuaomuaa
BBIBO/IMJIOCH M3 OpraHui3Ma B Xojie 4-4acoBOro ceasca jauainusa. PexomMenjanuu 1no u3sMeHeHHIO
JI03bl Tpernapara y NalMeHTOB ¢ MOYeYHOH HeI0CTAaTOYHOCTBIO NMpHUBEACHBI B pasjene «Crnocod
IPUMEHEHHUS U JIO3bI».

Ileuenounas nedocmamounocmeo

[lonynsiuuoHHBIH  aHamM3 (papMaKOKMHETHYECKUX JIAHHBIX TMAallMEHTOB C  IEYEHOYHOH
HEJIOCTATOYHOCTBIO Jierkoi crenenu TsxecTd (N = 16, koHuentpauus obuero Ouiupybuna B
miasmMe KpoBu B 1-1.5 paza npesbiuaer BepxHiowo rpanuily Hopmsl (BI'H), wim nokasarenu
akTMBHOCTH acnapratamuHoTpancdepazsr (ACT) > BI'H) nokaszan orcyrcTBHE BIHSHHS
MEYCHOYHOM HEJOCTATOYHOCTH JIETKOW CTEMEHM TSHKECTH Ha KIMPEHC JIEHAIWJA0MH/1a
(oKcro3unMi0 B IiaasMe KpoBH). JIaHHBIX B OTHOIIEHWH TALMEHTOB C MEYEHOYHOU
HEI0CTATOYHOCTBIO CPE/IHEH U TSHKEION CTENIEHH TSKECTH HE MOTYHYEHO.

pyeue enympennue ¢hakmopui

[Tonynsiuuonnelii aHain3 (GapMaKOKMHETHYECKMX AAHHBIX MMOKa3ajl OTCYTCTBHE KIMHHYECKH
3HAYMMOro BJIHMsIHUA Macchbl Tena (33-135 kr), mona, packl ¥ BHJIa OHKOIE€MaToJIOrMYEeCKOro
3aboneBanus (MM, M/IC wim MKJI) Ha kimMpeHc neHanu/1IoMu/a y B3pOocCiibiX MallueHTOB.
Joxknunuveckue oanmnsie no b6ezonacnocmu

Ilo pesynbrataMm HcCCiI€/I0BaHUS OCTPOM TOKCHMYHOCTH MHHHMAJIbHbIE JIETAJIbHBIC /03B
JICHAJIM/IOMM/IA T10CIIe BBEJICHUS BHYTPb cocTtaBisiian > 2000 mr/kr/cyT y rpei3yHoB. [loBTropHOoe
niepopaibHOE BBEJICHHUE npernaparta B jo3ax 75 mr/kr/cyt, 150 mr/kr/cyT u 300 mr/kr/cyT kpbicam
B Te4yeHHe 26 HeJelb BbI3BIBAIO 00paTumMoe, CBA3aHHOE C Tepanued, MOBBIIICHHE
MHHEpaJIM3alMK [TOYEYHOM JIOXaHKU MPH BBEJCHHM BCEX 3 /103, Haubosiee 3aMETHOE Yy CaMOK.
Jlo3a neHanuaOMMIA, HE TIPUBO/AIIAS K Pa3BUTHIO HAOIIOaeMbIX HexeslaTelbHbIX d(dekToB
(NOAEL), cocrasisuia MeHee 75 Mr/kr/cyt, 4TO HpUMEpHO B 25 pa3 BbIlIE 3HAYCHHS
€Xe/IHEBHON JKCNOo3uLMK y uenoBeka, ucxoxas u3 3nadenuss AUC. IloBropHoe nepopaiibHoe
BBEJICHHE JICHAIMAOMHK/IA 00e3bsiHaM B Jio3ax 4 mr/kr/cyt u 6 mr/kr/cyt B teuenue 20 Henelnb
MPUBOJIMJIO K TMOEIH )KUBOTHBIX M Pa3BUTHIO 3HAYMMOH TOKCHYHOCTH (3aMeTHas 1orTeps Beca
TeJia, YMEHBIICHHE YUCIIa IPUTPOLIUTOB, JICHKOIIMTOB U TPOMOOLIMTOB, I'éMOpPPAarii BO MHOI'MX

opraiax, BOCHaJIeHHE CIM3UCTON 000s10uky xenyaouno-kumeynoro tpakra (XKKT), arpodus



suMpaTHIecKoi CHCTEMBI  KOCTHOTO Mo3ra). [IoBTOpHOE mepopaibHOe BBEAECHHE 06e3bSHAM
JIeHAIMIOMK/1a B 7103axX 1 Mr/kr/cyT u 2 Mr/kr/cyT B mepuo /10 1 rojia NpuBOAMIO K Pa3sBUTHIO
00paTUMBIX H3MEHEHMH KJIETOYHOTO COJEPXKHUMOr0 KOCTHOIO MO3ra, HE3HAYMTEILHOMY
YMEHBIICHHUIO COOTHOIIEHHS MHEIOM/IHBIX/SPUTPOUIHBIX KJIETOK M aTpodHH BHIOYKOBOM
Kenespl. HesnauntenbHoe CHMKEHHE KOJIMYECTBA JIGHKOLUTOB OTMEYEHO MPH IPUMEHEHHH
JI03b1 JICHAM/I0MHU1a | MI/Kr/cyT, KOTOpasi COOTBETCTBYET TAKOM Ke J103€ Ul YeI0BeKa, HCXO/Is
u3 cpaBuenuit AUC.

B uccreoBanusX MyTareHHOCTH B YCJIOBHUSIX in vitro (TECT OLEHKH OOpaTHbIX MyTalui Ha
OakTepusx, aHalIM3 XPOMOCOMHBIX abeppaunii B IuMpouuTax nepudepuyeckoil KpoBu
4eJIOBEKa, IEHOTOKCHMYECKMH TECT Ha KJIETKaX MBIIIMHOM JUMQOMBI, HCClIeI0BaHHE
TpancopManuy KJIETOK dMOpHOHA CHPUHCKOrO XOMSYKa) M in vivo (MUKPOS/IEPHBIH TeCT Ha
KpbICaX) HE OTMEYEHO BIIMSHUS JICHATHIOMHUIA HA TEHETUYECKOM MJIH XPOMOCOMHOM YPOBHSIX.
HUccnenoBanus KaHIIEpPOreHHOCTH HE IIPOBOJIUIIH.

HUccnenoBanus TOKCHYECKOrO BIMSHHS JICHAIWIOMHUJIA HA pa3BUTHE SMOpHOHA/IIIOA paHee
IIPOBOJIMJIMCH HA KpOJIMKax. B 9TUX wuccieoBaHUsX KPOJIMKAaM BHYTPh BBOJMJIM Iperapar B
no3ax 3 mr/kr/cyr, 10 mr/kr/cyt u 20 mr/kr/cyt. [locie npumeHeHHs JCHAINMJIOMH/IA B J103aX
10 mr/kr/cyT 1 20 MI/Kr/cyT oTMEYaIH /10303aBHCHMYIO areHe3MI0 CpeIHel JI0JIU JIETKOTO0, a [pH
BBEJICHUM 103bl 20 MI/KI/CyT — cMeuieHue Modek. XOTS 3TH HeOJaronpusiTHbie SBICHHS
HaOMOIa/TUCh NIPH NIPUMEHEHUH /103, TOKCHYHBIX Ul OEpeMEHHBIX CaMOK, OHM MOIYT ObITh
00ycoBJIeHBI TIPSIMBIM BO3/leiicTBHEM JeHannomu1a. Ha ¢poHe npuMeHeHus JeHAIHIOMHUIA B
nosax 10 mr/kr/cyr u 20 Mr/kr/cyt Takke OTMEYasM H3MEHEHHS CKeJleTa M MSTKUX TKaHeH

IJ1o/jia.

Ilokazanus K npuMeHEHHIO

Mmuoxcecmeennas mueroma

B xomOunanuu ¢ 60pre3oMubOM U JleKcaMeTa30HOM JUIsl JICYEHUS B3POCIIbIX MAIIMEHTOB C paHee
HE JICYCHHOH MHOXXECTBEHHON MHUEIOMOIA.

Jlis  moUIep)KMBAIOLIETO  JICYEHHS B MOHOTEpAIMM  B3POC/BIX ITALMEHTOB C BIIEPBbIC
JIMarHOCTUPOBAHHOM MHOXKECTBEHHOM MHEIOMOM [10C/€ TPAaHCIUIAHTALMM  AyTOJIOTHYHBIX
rEMOIIOITHYECKUX CTBOJIOBBIX KJIETOK.

Jliist sieyeHus B coctaBe KOMOMHHPOBAHHOM TEPANTUU B3POCIIBIX MMAIIMEHTOB C paHee He JICUYCHHON
MHOXXECTBEHHOW MHEJIIOMOM, KOTOpPbIM HE [10Ka3aHa TPAHCIUIAHTALUS TIEeMOIOITUYECKUX
CTBOJIOBBIX KJIETOK.

B koMOMHaumu ¢ jileKcamMeTa3oHOM JUIS JICYCHHMS B3pPOCIBIX MAIMEHTOB C MHOYKECTBEHHOM

MHCJ’IOMOﬁ, KOTOPBIC ITOJYYHIIH, 110 MEHbIIIEH MEpPE, O/IHY JIMHHUIO TCPAIlIUH.



-

Muenoducnaacmuveckue cunopomoi

Jlnst edeHus B3pOCIIBIX MALMEHTOB ¢ TPaHC()Y3HOHHO-3aBUCHMMOW aHEMHEH, pa3BUBILICHCS Ha

(oHE MHUENOAUCIUIACTUYECKUX CHH/IPOMOB HHU3KOM WJIM IPOMEXYTOYHOH-1 rpymimsl pucka,

ACCOHMUPOBAHHBIX C HUTOICHECTHYCCKHUM HAPYIICHHEM B BHJIE JICJICIINH Sq B IIPUCYTCTBUH HUJIH B

OTCYTCTBHC JIDYTHX IIUTOTCHCTHYCCKHUX Hapymelmﬁ.

JTumepoma u3 kKiemoxk manmuinou 30Hbl

Jlns neyeHus: B3pOC/IBIX MMAIMEHTOB C pelMAMBHpYIOIeH win pedpakrepHor mumbomoi u3

KJIETOK MAHTUHHOMN 30HBI.

DONNUKYAAPHAA TUMPOMaA UAU TUMPOMA U3 KIEMOK MAPZUHATbHOU 30HbI

B komOunHauuu ¢ purykcumabom (autu-CD20 anTUTEIOM) /IS JICUECHHUS] B3POCIIBIX MMAIMEHTOB

paHee JeueHHOH Go/UTHKYISApHOH JTMMPOMOi Hiu THMEPOMO# U3 KIIETOK MapruHalIbHOM 30HBI.

[IporuBonokaszanus

[ 'Mnep4yyBCTBUTEIBLHOCTD K JICHATHJIOMHE/LY WM JPYTHM KOMIIOHEHTaM Ipenapara.
bepeMeHHOCTh M EPUO/I IPYAHOI0 BCKapMJIMBAHHUS.

CoxpaHeHHBIH pEnpoOJYKTUBHBIH MOTEHIMAJ, 3a MCKIIOYCHHEM CiIydaeB, Korja
BO3MOXHO cOOIIOZICHHE BceX HEOOXOAMMBbIX yciaoBui [IporpaMMbl KOHTpPOJIMpPYEMOTO
ME/IMUMHCKOrO MpUMEHEHHus JeHanuaoMuaa (cMm. pasjgenst  «lIpumenenue 1npu
OepeMEHHOCTH U B NIEPHOJL IPYIHOIO BCKapMIUBaHHs», «Ocobble yKazaHus»).
HeB0o3MOKHOCTH MJIM HECTIOCOOHOCTH CO0II0/1aTh HEOOXOAMMbIE MEpbl KOHTpALEIIIMH,
ykazaHHble B pazjeine «Ocobble yka3zaHus».

Jetckuit Bo3pact 10 18 sier (o coobpaxenusim 6€301acHOCTH).

C OCTOPOKHOCTBIO

Y nauuentoB ¢ B/IMM B Bo3pacte 75 net u crapiie (cm. pasjaenbl «Cnocod npuMeHeHHs
¥ 10361, «Ocobble ykazaHus»).

Y nainMeHToB ¢ IMOYEYHOM W/WIM TEYEHOYHOW HEZOCTATOYHOCTBIO (CM. pa3zeisl
«®Dapmakosiorndeckue cBocTBay, «Crocod MpuMEeHEeHUs U J103b1»).

VY naunuenToB, uMeroumx ¢akropsl pucka tpom6osmboiuu (TD), Bkimouas Tpomb03 B
aHamHe3e (IpH JICYEHHUM JICHAJIWJIOMHJIOM B KOMOMHAaUMH C JIEKCAMETa30HOM)
(em. pazzaen «Ocobble ykazaHus»).

[Ipy  OAHOBPEMEHHOM [PUMEHEHHHM CO CTATHHAMH, C MHEJIOJCIPECCUBHBIMU
npernapataMi, C MpernaparaMH, MHOBBIIAIOUMMH CKJIOHHOCTH K KPOBOTEYEHHSM, C
npenapatamMi, [MOBBINAKOIIMMHA PUCK TpoMOO30B, a MMEHHO, C IIpernaparam,

00J1a/1a101IUMH 3pHTpOﬂO3TPI1IeCKOI7[ dAKTHBHOCTBIO, U FOpMOHO3aMCCTHTeﬂbHOﬁ
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Tepanueil y nanueHtoB ¢ MM, NpUHUMAIONMX JICHATHIOMUI B KOMOMHALUMU C
nekcamerazoHoM (cM. paszennl «llobounoe npeiictBue», «B3aumoneicTBue ¢ aApyrumu
JIeKapCTBEHHBIMH cpeJiIcTBaMu», «OcoOble yKkazaHus»).
e ¥V nauuenroB ¢ MKJI ¢ Bbicokoit oryxosieBoit maccoit (cM. pazaen «Ocobble ykazaHus»).
e V npaunumentoB ¢ renarutom B (HBV) B anamuese, BkiIO4ass NAUMEHTOB C
MOJIOKUTEIIBHBIM Pe3yJIbTaTOM Ha aHTHTena K syiepHomy antureny HBV (antu-HBc) u
OTpHUIIATEJILHBIM Pe3yJIbTaTOM Ha MoBepXHOCTHbIM aHTHren Bupyca HBV (HBsAg)

(cm. pazaen «Ocobble ykazaHus»).

IIpumenenue npu 6epeMeHHOCTH H B IEPHO/] FPY/IHOr0 BCKAPMJIHBAHUSA

YuuThiBas HAJIWYME TEPATOTEHHOrO MOTEHIMANA, [PUMEHEHHe JICHATHJIOMH/IA JIOJDKHO
OCYILIECTBIISATBCS B CTPOrOM COOTBETCTBHHM ¢ [IporpamMmoii KOHTPOJIMPYEMOIr0 MEIUIUHCKOIO
IpPUMEHEHHUs JieHanuaoMua (cM. pasaen «Ocobblie yka3zaHus»), 32 HCKIIIOYCHUEM TeX CIy4aes,
KOI'/la OTCYTCTBHE PEMPOJLYKTHBHOIO MOTEHIIMAIA Y TAIIMEHTKH HAJIEXKHO MOATBEPIKIACHO.
Kenwunor ¢ coxpanennvlm penpooyKmusHbIM NOMEHYUATIOM/KOHMPAYenyust ONsl MYICHUH U
HCeHUUN

XKeHmmHaM ¢ COXpaHEHHBIM PENPOAYKTHBHBIM IOTCHIIMAIOM CIEAYET HCIOJIb30BaTh
sddexTrBHbBIE MeTOAbI KOHTpauenuuu. Eciau naumeHtka 3a0epeMeHena, IpPUMEHEHHE
JCHATHJIOMH/IA JIOJDKHO OBbITh  [PEKPALEHO, [MAlMEeHTKY HeOoOXOAMMO HamnpaBuUTh Ha
KOHCYJIBTAlIMIO K Bpauyy-TepaTosiory JUIS OCMOTpa M KIMHHYECKHX peKkoMeHjanui. B ciyuae
OEpEeMEHHOCTH KEHIIMHBI, SBISIOUICHCS CEKCYalbHbIM MApPTHEPOM IMALMEHTA, MOJY4aoLIero
JICHAJIMJIOMU], €€ TAKXKE HaIpaBIsIOT K Bpayvy-TEpaTojiory Ui OCMOTpa ¥ KIMHUYECKHX
pPEKOMEH 1Al M.

JleHaIMIOMHU/T COJIEPIKUTCS B CEMEHHOM JKM/IKOCTH MMALMEHTOB B [I€PHO/L JICYEHHUS B MPEJIEIbHO
HU3KUX KOHLIEHTPALUSAX W HE OINpe/eNseTcs Yy 3JI0pOBbIX MYXUYHH Yepe3 3 JHs mocie
NpeKpalieH|si TMpUMEHeHus npenapara (cMm. paszjgen «DapMakoIOrHyeckue CBOMCTBA.
dapmakoxkuHeTHKa»). B KauecTBe Mephl HMPE0CTOPOIKHOCTH, YUUTHIBASE BOZMOKHOE CHHIKCHUE
CKOPOCTH BBIBEJICHMS IIperapara y HalMeHTOB OCOOBIX IpyIi, HAalpuMmep, [PH HapyUICHUH
(GYHKIMM TIOYEK, BCE MYKYHHbBI, NPHHUMAIOUIME JICHATHIAOMHM/I, JIOJDKHBI I10J1b30BaTHCS
Mpe3epBaTUBAMHU B TEUYEHHUE BCEro Kypca JIeYeHHs, BO BpeMs INepephiBa B JICUCHUM U B TCUCHHE
| Helesi 1Moclie TpeKpalleHusl JIEYEHHUss B TOM Cliyyae, €CJIM CeKCyajlbHbIH NapTHEp —
OepeMeHHasi JKEHIIMHA WJIM JKEHIMHA C COXPAHEHHBIM PENpOJYKTHBHBIM IOTEHIHAIOM, HE
MCII0JIb3YIOIIask KOHTPALEIIIIHIO.

Eepe.uemtocmb
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JleHanuaOMU — CTPYKTYPHBIH aHaIOr TAIWAOMHIA, KOTOPbIH SBISETCS M3BECTHBIM
TepatoreHoM. M3BecTHO, 4YTO mnpueM TalWJIOMHUAA OEpEeMEHHBIMHM JKEHIMHAMH BbI3bIBACT
TSKEJIbIE JKU3HEYTPOKAIOIINE BPOXKICHHBIC HAPYIIICHUS Y TUI0/IA.

MccrieoBanue BIMSHHS JIeHAIMIOMHAAa Ha SMOpuoderanbHOe pa3BUTHE MPOBOAWIOCH Ha
00e3bsiHaX, KOTOPBIM BBOIMIIM Ipenapar B jo3ax ot 0,5 mr/kr/cyt o 4 mr/kr/cyt. Pe3ynprarsl
3TOr0 MCCIIC0BAHUS [10KA3aiM, YTO JICHATHIOMM/I BBI3bIBAJI PAa3BUTHE BHEUIHHUX Je(pEKTOB, B
T. Y. 3apalllcHHe aHaJIbHOIO OTBEPCTUS M HApYUICHHE pPa3BUTUS BEPXHUX M HHKHUX
KOHEYHOCTEH (M30THYTHIE, YKOPOUCHHBIE, JIe)OpMUPOBAHHBIE, HEJOPA3BUTHIE M/HIIM YAaCTUYHO
OTCYTCTBYIOIIIME KOHEYHOCTH, OJIMTOJAKTHIIMS W/WIM MHOIONAJIOCTb) Y JICTEHBINIeH camMoK
00€e3bsiH, KOTOPbIE IOJIyYaIn [penapaTr Bo BpeMsi OepeMeHHOCTH. B HEeKOTOpPBIX ciiydasx Takxke
Ha0II01a710Ch  [TOBPEXkK/ICHHE BHYTPEHHUX OpraHoB (M3MEHEHHME IIBeTa, KpacHble O4aru B
pasIMYHBIX opraHax, Heboibluas OecuBeTHass Macca BbIIE aTPUHOBEHTPHKY/ISPHOIO KilanaHa,
YMEHBIICHHBIN JKEIYHbIN My3bIpb, JAedhopMUpoBaHHas auadparma).

DKCNEPUMEHTAIbHBIE HCCIICJ0BAHUS JICHATMIOMHIa Ha 00e3bsiHaX I0Ka3ald pe3ysibTaThl,
CXOJIHbIE C ONUCAHHBIMH paHee JUIS TATH/IOMHU/IA.

BenencrBue oxugaeMoro teparoreHHoro 3ddexra jeHanuaoMuIa ero npueM npoTHBONOKa3aH
BO Bpemsi OepemeHHOCTH (cM. paszen «IIpoTuBonokazanus»).

[lepuoo epyonozo éckapmausanus

HeusBecTHo, mocrynaer Jid JICHAIMAOMH B IPyJHOE MOJIOKO. B CBSi3U C 3THM, B HEpHOJ
JICYEHHS JICHATHIOMU/IOM I'PY/IHOE BCKapMJIMBAHUE JI0JDKHO OBITh MPEKpaLICHO.

Depmunvrocms

Pesynbrarhl MCCIEI0BaHUS PENPOJYKTHBHOW (YHKIMM, KOTOpPOE MpPOBOAMIM HAa KpbICaX ¢
IIPUMEHEHUEM JICHATHIOMHIA B J103ax /10 SO0 Mr/kr (3T J103bl IPEBBIIAIN MTPUOIU3UTEIILHO B
200-500 pa3 TepaneBTHYECKHE J03bI /UT8 YesioBeka, 25 Mr u 10 MI COOTBETCTBEHHO B IepecyeTe
Ha IUIOINA/b [OBEPXHOCTH TEJa), HE MPOAEMOHCTPHUPOBAIN HapyIIeHUs (GEepTHIBHOCTH HIIH

TOKCHUYHOCTH JUIA OpraHn3ma pOlIHTCJ‘lCﬁ.

Cnocob npumMeHeHust ¥ 103b1
Jleuenue neHanMIOMUIOM HEOOXOIUMO ITPOBOIUTH 1101 HAOJIIOICHHEM Bpavya-XUMHOTEPAIIEBTA.
Jliist Bcex mokas3aHuid:
® M3MCHEHHUE /103bl JIOJKHO MPOBOJIUTLCS HA OCHOBAHMH KIIMHHYECKUX M J1abopaToOpHBIX
JlaHHbIX (cM. pazaen «Ocobble yka3aHus»);
® M3MEHEHHE JI03bl B XOJI€ JICYCHHUS HWJIM €ro BO30OHOBICHMS CIICAYET MPOBOIUTH IpPH

pPa3BUTHH TpOMGOLIHTOHCHHPI, Heﬁ’prl'leHHH 3 u 4 cTeneHu TSHKECTH WU JAPYTuX BHJIOB
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TOKCHYHOCTH 3 ¥ 4 CTENEHH TSHKECTH, CBA3b KOTOPHIX C NMPHUMEHEHHEM JICHAIMIOMHU/IA
HEIb3s UCKIIIOYUTh;
® B Cly4yae HEHTPOINEHUH CJIEIYeT PacCMOTPETh BO3MOXHOCTh HA3HAYEHHUS MALUEHTY
(akTopa pocra;
® €CIM C MOMEHTa NPOIYIIEHHOIO MpHeMa OYepe/IHOM J103bl Mpernapara Mpolurio MeHee
12 yacoB, mamMeHT MOXET MPHHATH ATy MPOIYUICHHYIO 703y, & €Cli mpouuio Oosee
12 yacoB — 1nponyuIeHHyIo0 103y NpUHUMaTh He ciaeayeT. Creayrommas j103a J0/DKHa ObITh
IIPUHSATA Ha CJIE/IYIOMINH JIeHb B 00BIYHOE BpEMSL.
Ilpenapar Jlenamupomun - KPKA npennasnaden Tonbko Juis rpuema BHYTpb. Jlis
OCYUIECTBJIEHUS! IIPUBE/ICHHBIX PEKUMOB JI03UPOBAHMUS HEOOXOJMMO TMPUMEHSTH Mpenapar B
COOTBETCTBYIOIIHUX JIO3HPOBKAX.
Pescum dozuposarnun
Bnepesie ouaznocmuposannaa MHOMCECMBEHHAA MUEIOMA

JlenanuIOMHI B KOMOMHAIMU ¢ OOpTE30MUOOM M JIEKCAMETA30HOM JUISL JICYEHHUS B3POCIIBIX

IIALIMEHTOB C paHEee He JICYUEHHON MHOXKECTBEHHON MUEJIOMOU

Hauanvnas mepanus: aenanudomud 6 kombunayuu ¢ 60pme3omubom u 0eKcamemazonom
He crneayer HaumHarh Tepanuio JICHAIMJIOMHIOM B KomOuHauuu ¢ Oopre3omuOOM H
JleKcaMeTa3oHoM, eciii abcomoTHoe umcio Heirpoduno (AUH) < 1,0 x 10%n w/mmm umucno
TpomBonuToB < 50 x 10%/x1.
Pexomenoyemasn 0oza
Pexomeniyemas HadasibHasi /103a JICHATHAOMHU/IA COCTABIIAET 25 MI O/IMH pa3 B JICHb BHYTPb:

1. ¢ 1 no 14 aenp kaxa0ro 21-AHEBHOTO HUKJIA JICUCHHUS
W

2. ¢ 1 no 21 neHb Kaxa0ro 28-1HEBHOIO LHKIIA JICYECHHUS.
Bopre3oMub J10/5KEH NPUMEHATHCS B BHJE MOAKOKHON (1/k) uubekiuyu (1,3 Mr/m? miomanu
MOBEPXHOCTH TeJa) /1Ba pa3a B Hejemo B 1, 4, 8 u 11 gum kaxaoro 21- uiaum 28-1HEBHOTO IIUKIIA.
Pexomenryemas /103a ieKcameTa3oHa COCTaBIseT:

1. 20 Mr oauH pa3 B 1eHb BHYyTpb B 1HM 1,2,4,5,8,9, 11 1 12
WIIH

2. 40 mr oauH pa3 B JieHb BHYTph ¢ | 10 4 1 ¢ 9 no 12 aeHp KaXI0r0 HUKIIA.
Pexomenayercs 10 8 nmoBropHbIX 21-7HEBHBIX MM 6 MOBTOPHBIX 28-/HEBHBIX LUKIOB
(24 nenenu HayaJILHOM TEparum).

Pexomenoyemviit_ pexcum 003uposanusi AeHaiuoomuod 6 komounayuu ¢ 6opmezomubom u

oexcamemazonom
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Jlens (21-aHEBHOIO 1IHKIIA)
0 8 nukion —— )
A 112 |3[4(5|6]7|8]9]10[11]|12]13]14] 15-21
JleHanuomu (25 Mr) o | e . . . o| o | o | @ . . . . .
Bopresomut (1,3 mr/m?) . . . .
Jlexcamerason (20 mr) =il % o | % i | % .
WU
Jlenb (28-aHeBHOTO MKIA

J1o 6 nukIi0B 2.

1{2(3]14|5|6|7|8|9 | 10] 11| 12] 13/ 14| 15] 16 17| 1819 202128
Jlenanupomun
(25 Mr) . L] L] L] LR . . . . . . 3 . . . . L] . . .
bopre3omud
(1,3 mr/m?) ’ * ' '
JlekcameTra3oH
(40 Mr) . . . . . . . L

Henpepuvisnas mepanusi y nayuenmos, KOMOpbIM NOKA3AHA MPAHCRIAGHMAYUS AYMOI02UYHBIX
2emonoamuyeckux cmeonoevix kiemok (11°CK)

VY nauuenros, kotopbiM nokazana TI'CK, MoOuimM3anus reMarojoru4ecKuxX CTBOJIOBBIX KIJIETOK
JIOJDKHA IIPOMCXO/IMTH B TIEpBbIe 4 IIUK/Ia HAYaIbHON Teparuu.

Henpepuvisnas mepanus y nayuenmos, kOomopbim He ROKA3AHA MPanChIaHMAayus. 1eHaiuooMuo
6 KOMOUHAYUU C OCKCAMEMA30HOM 00 NPO2PECCUPOBanus 3a601e6anus

Ilponomxkator npuem neHamuaoMuga 25 M OJMH pa3 B JeHb BHYTpb ¢ | mo 21 jeHs
MOBTOPHBIX 28-THEBHBIX LIMKJIOB B KOMOMHAIMK C JeKcameTa3oHOM. PekoMenjyemas 103a
Jekcameraszona cocrapisieT 40 Mr o/iMH pa3 B JieHb BHYTpb B 1, 8, 15 u 22 nuu noBTOpHBIX 28-
JIHEBHBIX IMKJIOB. [lamMeHTsl MOryT mnpojo/pkarh TEpanuio JI0  [POrpecCHpPOBaHUS
3a00JIeBaHuUs K MTOSIBJICHUS IIPU3HAKOB HEMIEPEHOCUMOCTH.

llowazosoe cruxcenue 003bi

Jlenasmmpomun®
Hauanbhas 103a 25 mr
Jlo3a ypoBHs -1 20 mr
Jlo3a ypoBHs -2 15 mr
Jlo3a ypoBus -3 10 mr
Jlo3a ypoBus -4 Swmr
Jlo3a ypoBHs -5 2,5 mr umm 5 mr kaxibie 48 gacos

a
Chudicenue 003bl 011 8CeX NPenapamos Mojdcem OCyujecmeisimocs He3agucumo.
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Tpomboyumonenus

KosmmuecTBo TpoMOOIMTOB Pexomenaanuu
Cumsuinocs 10 <30 % 10”0 [IpHOCTAaHOBHUTH  JICUYEHHE  JICHAIHIOMHUIOM
BoccranoBuioch J10 B0300HOBHUTH JieueHHUE JICHATUIOMHJIOM B J103€
>50 x 10/n ypoBHs -1 OJMH pa3 B JIeHb
Kaxioe nocJe/youee cHmwkenue | [IpuocTaHOBUTS JIeYEHHUE JICHATTHIOMU/IOM
<30 x 10°%/n B0300HOBUTE JICUCHHE JICHAMIOMU/IOM B J103¢
Boccranosuiocs 10 > 50 x 10%/x cieayroniero 6osee HU3KOrO YPOBHSL O/JIHH pa3 B

JIEHb
Heumponenus
AYH Pexomenannn®

Cuusuiocn JI0 <0,5 x 10%n win | [IppocTaHoBUTE JI€YeHHE JICHAIMIOMHIOM H
(beOpunbhas HeHTpONeHNs (JIMXOpajJKa C | KOHTPOJIMPOBATH KOJMYECTBO BCEX KIETOK

Temneparypoit Tena > 38 °C; < 1 x 10%/m) KPOBH HE peKe OHOro pasa B 7 jHel
B0300HOBUTE JieueHHe B /103€¢ YPOBHS -1 01HH

Boccranosuiocs 10 > 1 x 101 pa3 B JICHb

Kaxoe nocjeayouee cHKeHue | [IpHocTaHOBUTH JIeUEHUE JICHAIIMIOMHJIOM

<0,5x10%/n M debpubHas

HEHTPOIICHHS

Boccranosutock 10 > 1 x 10%/1 B0300HOBUTE JIeYEHHE JICHAIUJIOMH/IOM B

J03e  creayiomero 0ojee HU3KOrO  YPOBHS

OJIMH pas B JICHb

a “

Ha ycmompenue epaua, eciu HeumponeHus S6usemcs eOUHCMEEHHbIM NPOSGIeHUEM MOKCUYHOCMU Npu
060U 003 NeHanuOOMuda, MONXCHO 006a6UMb K MEPAnuu ZpanyioyumapHelll KoNOHUECMUMYIUPYIOujUll
¢haxmop (I'-KC®) u coxpanume 003y nenaiudomuoa.

IToyiepkuBaloNasl  Tepanus  JICHAIMJAOMWJAOM V  TAUMEHTOB  I0CJI€  TpaHCIUIAaHTAlUH

ayTOJOrMYHbIX remMonodtuueckux ctBoioBbIX Ki1eTok (TI'CK)

[To/yiepkuBarolas Tepanus JCHAIWAOMHUIOM MOXKET ObITh HauaTa IPU YCIOBHHU TOJIHOIIEHHOTO
BOCCTaHOBJICHHs remartosiornueckux nokaszaresnei nocie TI'CK y mauumeHTOB, HE MMEIOLIMX
IIPU3HAKOB TporpeccupoBanus. JleHanuaomua He cieayer HazHadath, e AYH < 1,0 x 10%n
u/umm uneno TpomboruTos < 75 x 10%/1.

Pexomenoyemasi 0oza

Pekomenyemas HaualibHasi /1032 JieHaIUIoMuAa coctaiasier 10 Mr oiMH pa3 B JIeHb BHYTpPb
HeripeppiBHO (¢ 1 mo 28 jieHp TOBTOPHBIX 28-AHEBHBIX ULHUKJIOB) JIO IPOrPECCHPOBAHMS
3a0osieBaHMsl WM TIOSBJIGHWsST  Npu3HakoB  HenepeHocumoctH.  llocne 3 numkiios
IOUIEPKUBAIOIIECH Tepaniy JICHATUJIOMUIOM /103y ITperapara MOXKHO YBEJIWYHTE JI0 15 Mr ouH
pa3 B JICHb BHYTPb [IPH XOPOLIEH MEPEHOCUMOCTH.

[owazosoe cnudicenue 003bl

Hauanpnas jo3a (10 mr) Ilpu noBeieruy 103s1 (15 mr)®
Jlo3a ypoBasi -1 5 wmr 10 mr
Jlo3a ypoBHs -2 5 mr (anm 1-21 xaxnasie 28 aueit) | S mr
Jlo3a ypoBHs -3 He npumenumo 5 mr (am 1-21 kaxsie 28 aueit)
He npuMensTh 10361 HUKe 5 Mr (uu 1-21 kaxapie 28 aHei)
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2 [ocne 3 yuxnoe noddepacusaioweii mepanuu 1eHaIUOOMUOOM 003y RPENAPAMA MONCHO YEeauyume 00 15 mz 0dun

pas 6 0env 6Hympb NPuU XOpouleu nepeHocUMocmu.

Tpomboyumonenus

Kosim4yecTBo TpoMOonnTOB

Pexomenaanuu

Cruzmniocs 10 < 30 x 10%/x
BoccranoBuiocs 10 > 30 x 10%/n

[IpnocTaHOBUTE JICYEHHUE JICHATHIOMUIOM
B0300HOBUTE JIeYEHHUE JICHATHIOMH/IOM B J103€
ypOBHS -1 0JIMH pa3 B JIeHb

Kaxtoe nocnemyioniee camkenne < 30 x 10%/n
Boccranosmiocs 10 > 30 x 107/

anOCTaHOBHTb JICYCHHUEC JICHAJIMIOMH/IOM
B0300HOBHUTE JICUEHHE JICHAIIMIOMHJIOM B J103€
CICAYIOLICTO 0oJilee HU3KOTO YPOBHS O/IMH pa3s
B JICHb

Heumponenus

AYH

Pexomenganun®

Cumsmiock 10 < 0,5 x 10%/n
Boccranosuiocs 10 > 0,5 x 10%/1

ITpuocTaHOBUTS JICUECHHE JICHATMAOMHIOM
B0300HOBUTE JIeueHHE B /103€ YPOBHS -1 OJMH
pa3 B JIeHb

Kaxoe
<0,5x 10%n
Boccranosuiiocs 10 > 0.5 x 10%/x

MOCJIC/YIOLIee CHUIXCHHC

HpHOCTaHOBPlTb JICYCHHUEC JICHAJIMJIOMHU/IOM

B0300HOBHTE JICUEHHE JICHATTHOMHUJIOM B J103€
creayromero 6oee HU3KOTO YPOBHS OJIHH pa3
B JICHb

a - .
Ha yemompenue epava, eciu HeumponeHust A6AAemci COUHCMBEHHBIM npos6IeHueM MmoxKcuynocmu npu moboi

003e neHanudomuoa, MoxucHo oobasums k mepanuu I'-KC® u coxpanume 003y nenarudomuoa.

JlenanujoMu1I B KOMOMHAIIMK C JICKCAMETA30HOM JIO MPOrpecCHpoBaHus 3a00JieBaHUS Y

NanvMeHTOB, KOTOPLIM HE MOKd3aHa TPAaHCILIAHTAIIUA

He cieayer HauuHate Tepanuio jeHamuaoMmugaoM, ecan AYH < 1,0 x 10°/n w/mnm umcio

TpombonuToB < 50 x 10%/1.

Pexomenoyemas 0o3za

PekoMen/lyemasi HayabHas /1032 JICHAJIUWJIOMHUIA COCTaBIIsSeT 25 MI' OJJMH pa3 B JIeHb BHYTPb C

1 mo 21 neHb NOBTOPHBIX 28-THEBHBIX IMKIIOB.

Pexomenuyemaﬂ J103a J€KCaME€Ta3soHa

coctasisier 40 Mr oaMH pa3 B JeHb BHYTpb B 1, 8, 15 1 22 i1 noBTOPHBIX 28-1HEBHBIX IIMKJIOB.

[Tanuentsr  Mor yT  [OpoAoJDKaTb  TEparuio

JICHAJIMJIOMHJIOM W JIEKCaMETa30HOM  J10

NporpeCCUpoOBaHHUs 3a00J1eBaHUS UK MOSIBJICHUS NPHU3HAKOB HECIICPECHOCHMOCTH.

Howazo60e cHuicenue 003bl

Jlenasmuaomua® Jlexcamera3zon®
HauanbHas j103a 25 mr 40 mr
Jlo3a ypoBnsi -1 20 mr 20 mr
Jlo3a ypoBHs -2 15 mr 12 mr
Jlo3a ypoBHs -3 10 mr 8 mr
Jlo3a ypoBhs -4 5 mr 4 mr
Jlo3a ypoBHs -5 2,5 Mr He npumennmo

a
Cruoicenue 003el 015l KAXCO020 npenapama mMoxcem ocywecmeisimoCs He3asuUCuUMo.
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Tpomboyumonenus

KosimuecTBo TpoMOouMTOB Pexomenaanuu
Cuusuiock 10 <25 x 10%/a [IpekpaTuth JieueHHE JICHAIMOMHUIOM IO
KOHIIa 1uKia*
Boccranosuiocs 10 > 50 x 10%/n B0300HOBUTE JleueHHWEe B MeHbLICH 03¢ (B
CJICIYIOUIEM IIMKJIE CHHM3HTh /103y Ha OJHMH
YPOBEHB)

a
Ecau oozonumumupyiowas moxcuunocme (J/IT) pazsusaemcs na > 15 Oenv yukia, neveHue neHaiudoMuoom
PEKOMEHOYemCA NPUOCMAHO6UMb, NO KpAUHeu Mepe, HA OCMAGUUICS NEpuod meKkyuje2o 28-0HeeHo20 yukia.

Heumponenus

AYH Pexomenaauun®
[TepBoe cumxenue j10 < 0,5 x 10%/n IIproCTaHOBHUTH JICUEHHUE JICHATHIOMHJIOM
BoccranoBuiioch J10 >1x10%n ¥ | BO300OHOBUTHL JleUEeHHE JICHAIUIOMHUJIOM B
HEHTPONEHUS — €JIMHCTBEHHOE IPOSBICHUE | HAYAIBbHOM J103€ OJIMH pa3 B JIeHb
TOKCHYHOCTH '

BoccranoBuiioch 710 > 0,5 x 10%/n ¥ | BO300OHOBHUTH JIeUEHHE JIEHAIMIOMHUIOM B J103€
HaOMOJAI0TCS  JIpYrHe,  OTJIMYHBIE  OT | YPOBHS -1 OMH pa3 B JIcHb
HEHUTPONICHUH, BUIbI rematosioruyeckoi JUJIT

Kaxoe nocjeyomee cHkenue | [IpHocTaHOBUTH JICUEHHE JICHATUIOMHUIOM

<0,5x10°/n

BoccranoBuiock 10 > 0,5 x 10%/1 B0300HOBUTH JICUEHHE JICHAIHJIOMHJIOM B J103€
creayromero 6ojee HU3KOro YpOBHS OJIMH pa3
B JICHb

 Ha ycmompenue epaua, eciu neiimponenus saansiemcs eOUHCMEEHHbIM RPOSGIEHUEM MOKCUYHOCMU npu M0G0l
0o3ze nenanudomuda, moxcno oobasume k mepanuu I'-KC® u coxpanume 003y nenanuoomuoa.

Ecnu jo3a nenaymaomuaa Oblia CHHKEHa B cBsi3u ¢ reMarosorudeckoi JIJIT, ona MoxeTr ObITH
MOBBIICHA 10 ciejytouiei, 6osiee BBICOKOW J103bl (BIUIOTH /10 HA4albHOMW J103bl) Ha (oHe
yaydmenuss  ¢QyHKuuM  KoctHoro wmosra  (orcyrcrBue JUUIT B TeyeHue MHHHMYM
2 nocnetoarenbHbIX mukao8: AUH > 1,5 x 10%/1 u uucio tpom6ormtos > 100 x 10%/1 B Havane
HOBOT'O 1IMKJIA).

Jlenanugomuyi B komMOuHaumMu ¢ MeiadalaHOM M NPEAHU30JIOHOM € MOCIEAYIOUICH

0JUIEPKUBAIOLIEH Tepaluei JICHATHJIOMHAIOM V MAllMeHTOB, KOTOpbIM He nokaszana 1TI'CK

He nonyckaercss mauuHats Tepanuio JeHauugaomuaom, ecim AYH < 1.5 x 10%/n w/wam ymcio
TpombormTos < 75 x 10%/1.

Pexomenoyemas 0osza

Pexomensyemass HavaipHasi jlo3a JeHaauaomuaa cocrasiser 10 Mr B jeHbp BHyTph ¢ 1 1o
21 neHb MOBTOPHBIX 28-HEBHBIX MUKJIOB (0OIIEH YUCICHHOCTBIO /10 9 LMKIIOB), a MelaiaHa —
0,18 Mr/kr u npeaHu3onoHa — 2 MI/Kr BHYTpb B 1-4 THH MOBTOPHBIX 28-IHEBHBIX IMKJIOB.
[lanmenTam, KOTOphle 3aBepuIMIM 9 MOJHBIX I[MKJIOB MIM HE MOIYT I0Jy4arh

KOM6HHHPOBaH HYIO TEpalno H3-3a HENICPEHOCUMOCTH, Ha3Ha4daroT MOHOTEpAIInO
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neHammaomMuaom: 10 Mr oauH paz B JeHb BHYTPh ¢ | 1o 21 aeHb NMOBTOPHBIX 28-IHEBHBIX

IIMKJIOB JI0 NTPOrpeccupoBatus 3a00/1eBaHMs.

lowazoeoe crudicenue 003wl

Jlenasimaomu Medanaan Ilpeanusosion
Havanbnas no3a 10 mr? 0,18 mr/kr 2 Mr/Kr
Jlo3a ypoBnsi -1 7,5 Mr 0,14 mr/kr 1 Mr/kr
Jlo3a ypoBHsi -2 S5 wMr 0,10 mr/kr 0,5 Mr/xr
Jlo3a yposHsi -3 2,5 Mr He npumenumo 0,25 mr/kr

& Echu netimponenus: sensiemcs: eOuHcmeennbim nposiGIeHUeM MOKCUMHOCMU HA (hone npumenenust 1060t 003bl,

cnedyem 0obasume k mepanuu I'-KC® u npodonxcums revenue 1eHanudoMuoom 8 mou sxce do3ze.

Tpomboyumonenus

Koumm4uecrBo TpoMbonmnTon

Pexomenaanun

[lepBoe cumxenue 10 < 25 x 10°/x1
Boccranosmiocs 10 > 25 x 10/

[IproCTaHOBUTH JIEUEHHE JICHATUIOMH/IOM
B0306HOBUTL JleueHHE JICHAIMIOMHIOM MU
mesiaaHoM B J103€ YPOBHS -1

Jlnst KaX<J10ro
cumwkenns < 30 x 10%/n
BoccranoBuiiocs 10 > 30 x 10%/x

MOCJICAYIOLIETO

anOCTaHOBHTL JICYCHHUC JICHAJIMIOMHIOM

B0300HOBUTE JieueHHE JICHAIHWIOMHIOM B
MEHbIIeH J103e (103 ypoBHS -2 HJIK -3) OJUH
pa3 B JI€Hb

Hetuimponenus

AYH

Pexomenaanun®

IlepBoe cumxenue 10 < 0,5 x 10%/1®

anOCTaHOBHTb JICYHCHHUC JICHAJTHIOMHJIOM

Boccranosuiioch 710 >0,5 x 10°n 1 | BO300HOBUTEL JIEUEHHE JIEHAJTHIOMHIOM B
HEUTPONICHUST — €JIMHCTBEHHOE [POSIBICHHE | HAYAJILHOM J103€ OJIMH pa3 B JCHb
TOKCHYHOCTH

Boccranosuiiocs J10 >0,5 % 10%n ¥ | B0o300OHOBHUTH JIeUyeHHE JICHAIIMIOMHJIOM B J103€
HaOMOJAIOTCSL  JIpyTHE  reMaToJIONMYecKHe | ypoBHs -1 0/1MH pa3 B J€Hb

JUIT, oTiuasbie OT HEHTPOTICHHH

Kaxoe nocJjeytomee cHmxenue | [IpuocTaHOBUTH JIeUCHHE JICHAIAIOMH/IOM
<0,5 x 10%n

BoccranoBuiock 10 > 0,5 x 10%/n

B0300HOBUTE JICYEHHE JICHAIHIOMHJIOM B JI03€
ClIeaAyruiero OoJiee HU3KOTO YPOBHS O/IHH pa3s
B JICHDb

a -~ o«
Ha ycmompenue épaua, eciu neimponenus agnsemcs €OUHCmeeHHbIM NPOSEIeHUeM MOKCUMHOCMU npu 110601

003e nenanudomuoa, moxcno 0obasume k mepanuu [-KC® u coxpanums 003y 1eHa1u0oOMudq.

Mnuoscecmeennan muenoma y nayueHmos, HOAYHUGHIUX KAK MUHUMYM O0OHY JUHUIO

mepanuu

He jomyckaercs Hauubarth JjedeHue neHamujaomuaoMm, ecam AYH < 1,0 x 10%n w/wm

KOJIM4eCTBO TpombouuToB < 75 x 10%/n wim,

B 3aBUCUMOCTH OT CTCIICHH nmbnnmpaunn

KOCTHOI'O MO3ra [UIa3MaTHYECKMMH KJIETKAMM, KOJIHUeCTBO TpombonuToB < 30 x 10%/1.

Pexomenoyemas 0oza
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Pexomen/1yemas HauaipHas 7103a JICHAIMIOMHU/IA COCTABISAET 25 MI BHYTPh OJIMH pa3 B J€Hb B 1-

21 neHb NOBTOPHBIX 28-/IHEBHBIX [[MK/IOB.

Pekomenyemas s103a nexcamerasona cocrasisier 40 mr oauH pas B jgeHb B 1-4, 9-12 u 17-

20 aau Kax0r0 28-1HEBHOTO IMKJIA B NEpBbIC 4 [MKIIA Tepaluy, a 3atem 110 40 Mr oJuH pas B

JIeHb B 1-4 THM KaX/10T0 1MOCJIe/1yIoiero 28-1HeBHOrO [UKIIA.

Bpauy crexyer TtmarensHo mnoaGuparh 03y J€KCaMeTa3oHa, NPUHMMAs BO BHHMaHHUE

COCTOSIHUE TAIIMEHTA U CTaJIMIO 3a00JIeBaHUS.

lowazosoe cruxcenue 003wi

HavanbHas j103a 25 Mr
Jlo3a ypoBHsi -1 15 mr
Jlo3a ypoBHsi -2 10 mr
Jlo3a ypoBHs -3 5 mr

Tpomboyumonenus

Ko.mmuecTBo TpoMbonnToB

Pexomenpanuu

[lepsoe cumxenue < 30 x 10%/n
Bocceranosuiocs > 30 x 107/

[TprocTaHOBUTE JIEUEHHUE JICHATHIOMHI0M
B0300HOBUTEL JIEUCHHE JICHATUIOMHUIOM B
J103€ ypOBHS -1

Kaxoe MOCIIE/YIoNIee cHrkenue | [IprocTaHOBUTE JieYEeHHUE JICHATIM/IOMU/IOM

<30 x 10%/n

Boccranosuiaocs > 30 x 10%/n Bo300HOBUTE JleueHHE JICHAIHIOMH/IOM B
MEHbLIEH J103€ (/1032 ypOBHS -2 WIH -3) OJIHH
pa3 B JIeHb
He npumeHsTh 10361 NIpenapara MeHbIIe 5 Mr
B JIEHb

Heumponenus

AYH Pexomenanuu®
IlepBoe cumxkenne < 0,5 x 10%/x [IproCTaHOBUTS JICUEHHE JICHATIUIOMH/IOM
Boccranosuiiocs >0,5 x 10°/n ¥ | Bo30OHOBUTH JleueHHE JICHAIHUIOMHUJIOM B

HCﬁTpOl'ICHPlﬂ — CJAMHCTBEHHOC IIPOSBJICHUC
TOKCHYHOCTH

HavyaJIbHOM /103€ O/IMH pa3 B JIEHb

Boccranosuiiocs > 0,5 x 10%/1 u ects apyrue
[IPOSIBIICHUS remMaTosIOru4ecKoi JUIT,
OTJIMYHBIE OT HEUTPOIIEHUH

B0300HOBUTEL JieYeHHE JICHAIMJAOMHUJIOM B
J103€ YpOBHSI -1 OJIMH pa3 B JIeHb

JI1s  KakJ0ro TOCHEAYIOMEro CHUKEHHUS
<0,5 x 10%n
Boccranosuiiocs > 0,5 x 10%/n

anOCTaHOBHTb JICYCHHUE JICHAIMJIOMH/IOM

B0306HOBHTE Jle4eHHE JICHAIUJAOMHIOM B
MeHbIeH no03e (103a ypoBHs -1, -2 uau -3)
O/IMH pa3 B JIeHb
He npumensiTe 10361 penapaTa MeHbline 5 Mr
OJIMH pa3 B JICHb

* Ha yemompenue spava, eciu neiimponenus aeisemcs eOunHcmeennbimM nposienuem mokcusHocmu npu 1oboi

003e nenanudomuda, MoxcHo 0obasums k mepanuu I-KC® u coxpanume 003y nenarudomuoa.
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Muenooucnaracmuyueckue cunopomsi

He pgomyckaercs HaumHath Tepanmio JeHamugoMupoM, ecan AUYH <05 x 10%1 w/um

KOJIMYECTBO TPOMOOIMTOB < 25 x 10%/1.

Pexomenoyemas 0oza

Pekome}myemaa HavyajibHas J03a JeHanuaomuaa cocrasiser 10 mr BHYTPb OJ/IHH pa3 B JICHb

¢ 1 no 21 neHb NOBTOPHBIX 28-/IHEBHBIX [UKIIOB.

Towazosoe cruxcenue 003wl

HauvanbHas no3a

10 Mr ojuH pa3 B jieHb ¢ 1 o 21 gens kaxipie
28 nueit

Jlo3a ypoBus -1

5 Mr ojuH pa3 B JieHb ¢ 1 1o 28 jieHb Kax/ble
28 et

Jlo3a ypoBHs -2

2,5Mr oauH pa3 B AeHb ¢ |1 mno 28 aeHs
Kaxaple 28 aHel

Jlo3a ypoBns -3

2,5mr yepe3 aeHb ¢ 1 nmo 28 neHb Kaxible
28 e

Tpomboyumonenus

Ko.imuecTBo TpoMOOIMTOB

Pexomenpanuu

Crusuiock 10 < 25 x 10%/n
Boccranosuiaocs g0 >25x 10%a
<50 x 10°/1 MHMHMMYM JB&XIBI 3a HEPHOJ
>7 nHed WM KOrja YMCIO TPOMOOIMTOB
BoccTaHaBiauBaerces 710 > 50 x 10%/n B moboii
IIPOMEKYTOK BPEMEHH

[IprocTaHOBHTH JIeYEHHUE JICHATUAOMH/IOM
B0300HOBHTE JIeYEHHE JICHAJMJIOMHUIOM B
MeHblIeH /103¢€ (J103a ypoBHS -1, -2 uiu -3).

Heumponenus

AYH

Pexomenauuu

Cumsmiocs 10 < 0,5 x 10%/n
BoccranoBuiocs 10 > 0,5 x 10%/x

[IprocTaHOBHUTH JICYCHHE JIEHAIUIOMHUIOM
B0300HOBUTE JleueHHE JICHAJIUJIOMHUIOM B
MeHbIIeH j03e (103a ypoBHS -1, -2 wiu -3)

IIpexpawenue npuema nenaiudomuoa

Jleuenue neHAIMIOMHUIOM CJICAYET NpepBaTh y TEX MAIIUCHTOB, Y KOTOPLIX B TCUCHHUE 4 mecs1eB

Nocjie Hayaja Tepanud OTCYTCTBYET XOTS Obl HE3HA4YMTE/IbHAs OJPUTPOHMJIHAS peaKius, Y

KOTOPBIX OTMEYaeTcs, 1o MeHbinei mepe, 50 % cHukeHue noTpedOHOCTH B reMoTpaHcdy3usx,

HJIH, [IPY OTCYTCTBUHM reMoTpancdy3uit, Habmo/aercs yBejaudenue remorioduna va 10 r/i.

JTumgpoma uz Kremoxk MaHmuiHoU 30HbI

Pexomenoyemas 0osa

PeKOMCH}lyCMaﬂ HavasbHas /103a JICHAJIMJIOMHU/IA COCTaBIsieT 25 Mr BHYTPb O/IHH pa3 B /ICHb C

1 mo 21 geHb NOBTOPHBIX 28-HEBHBIX IIUKJIOB.

IHowazoeoe cnudicenue 003bl

HauasibHas j103a

25Mr oauH pa3 B AeHb ¢ 1 no 21 genb
Kaxibie 28 jaHein

Jlo3a yposus -1

20 mMr oauH pa3 B JeHb ¢ 1 no 21 aeHb
Kax/bie 28 Heit
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Jlo3a ypoBus -2

I15mr oxun pa3 B aeHb ¢ 1 no 21 aeHs
Kaxibie 28 jHei

Jlo3a ypoBHs -3

10 Mr oaun pa3 B aeHb ¢ 1 mo 21 aens
Ka/pie 28 Hei

Jlo3a ypoBHs -4

5 Mr ojiuH pa3 B jieHb ¢ | 1o 21 j1eHb Kaxabie
28 nuei

Jlo3a ypoBHs -5

2,5Mr oauH pa3 B JeHb ¢ |1 mo 21 geHs
Kaxibie 28 quei

SwMr uepe3 aeHb ¢ 1 no 21 neHb Kaxible
28 nuei

Tpomboyumonenus

KoauvecTBo TpOMﬁOHHTOB

Pexomenpanuu

Cuusuiocs 10 < 50 x 10%/x

BoccranoBuiaock 10 > 60 x 10%/1

[IpuocTaHOBUTE JIEYEHUE JICHAIUJAOMHIOM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK
KPOBHM HE peke O/IHOro pasa B 7 JiHeH
B0300HOBUTE JI€YEHHE JICHAUJIOMMIOM B
MeHbIIeH /103€ (103a ypoBHS -1)

Kaxmoe
<50 % 10%n

Nnocleayrouee CHHUIKCHHUC

BoccranoBuiock 10 > 60 x 107/

[IpHOCTaHOBHTE JIEYEHHE JICHATUJIOMHIOM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIIETOK
KPOBHU HE PEKe OAHOro pasa B 7 JHei
B0300HOBUTE JICYCHHE JICHAIMJIOMHIOM B
MeHbIle# J1o3e (J103a ypoBHS -2, -3, -4 W -
5). He npumensitb 103bl1 mpenapara HHXKE
yYpOBHS -5

Heuimponenus

AYH

Pexomenpanuu

Cuusunocsk 10 < 1 x 10%1 no menbieii mepe
B T€YeHHE 7 JHEH

wiu

Cumuinocs 10 <1 x10%1 B coyeranuu c
nuxopaakoi (temmneparypa Tena > 38,5 °C)
unu

Cuusuiocs 10 < 0,5 x 10%/n

[IprnocTaHOBUTE JICUCHHE JICHATUIOMHIOM H
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIIETOK
KPOBH HE PEKe 0JIHOro pasa B 7 JHeH

Boccranosuiaock 10 > 1 x 107/

B0300HOBUTL JIEYEHHE JICHAJINJOMHIOM B
MeHbIIIeH 103¢e (J103a ypoBHS -1)

Kasxoe nocnenyomee cHmkenne < 1 x 10%/1
110 MEHbIIEH Mepe B TeueHue 7 JHEeH

unu

Cumxenne <1x10°%n1 B coueranuum ¢
nuxopaakon (temmeparypa Tena > 38,5°C)
wnu

Cumxenwue 10 < 0,5 x 101

Boccranosuiock 10 > 1 x 10%/n

HpHOCTaHOBHTb JICYCHHUE JICHAIUJIOMHIOM

B0300HOBUTH JIeYeHHE JICHATWIOMHUIOM B
MeHbLIeH /103e (/103a ypoBHS -2, -3, -4 WM
-5). He npumensitb /103bl mnpenapara HHXKe
YPOBHS -5

20



DOoNAUKYNAPHAA TUMPOMaA uaU TUMPOMA U3 KI1eMOK MAP2UHAIbHOW 30HbI

He jomyckaercs HauumHarh JiedyeHue JeHanuaomuaom, ecad AYH < 1,0 x 10°n  w/umm

KOJMYecTBO TpombomuToB < 50 x 10%/1, ecnm TOABKO 3TO HE BBI3BAHO HMHOHUIBTpAIHEH

KOCTHOI'O MO3ra I1pu IIHM(X)OMC.

Pexomenoyemas 0oza

PexoMeniyemas HayalibHas j103a JeHaIMIoMu/1a coctapisier 20 Mr BHYTpb O/IMH pa3 B JIEHb B

1-21 7eHb TOBTOPHBIX 28-1HEBHBIX 1MKIOB (0OLIEH YHUCIEHHOCTBIO JIO

12 1uKI10B).

Pexomen/yemas HauasibHas j03a puTyKcuMaba coctasisier 375 Mr/m? 10maiy oBepXHOCTH

Telna BHYTpUBEHHO (B/B) Kaxayio Hexemo B 1 mukiie (1, 8, 15 u 22 auun) u B 1 1eHb Kax/10r0

28-IHEBHOTO IMKJIA I 2-5 [{UKJIOB.

THowazoeoe cHudxicenue 003wl

Hauanwsnas 103a

20 mr ojiuH pa3 B JieHb ¢ 1 o 21 jeHb kaxasle 28 auei

Jlo3a ypoBus -1

15 Mr oaus pas B JieHb ¢ 1 no 21 gens kaxasie 28 auei

Jlo3a ypoBHs -2

10 Mr ojiuH pa3 B JieHb ¢ 1 no 21 nens kaxabie 28 auei

Jlo3a ypoBHs -3

S Mr ojiuH pa3 B JieHb ¢ 1 no 21 neHs kaxabie 28 gHei

JIns KoppekuMu 10361 B pe3yJibTare TOKCHYHOCTH C PUTYKCUMaOOM cieayer oOpaTHThCs K

COOTBCTCTB}’POU.ICﬁ HHCTPYKIIMHU 11O MCTUIIMHCKOMY ITPUMEHCHHUIO JICKAPCTBEHHOI'O MIperiapara.

Tpomboyumonenus

Koau4vecTBo TpOMﬁOllHTOB

Pexomenaanuu

Cuu3miock 10 < 50 x 10%/x

BoccranoBuiiocs 10 > 50 x 10%/n

IlpuocTaHoBUTE JICYEHHE JICHATMIOMHUIOM U
KOHTPOJMPOBATH KOJIMYECTBO BCEX KIETOK KPOBU
HE pexe OJIHOro pasa B 7 JiHei

B0300HOBHTL  JIeYEHHE  JICHAIMJIOMHIOM B
MEHbIIIEH J103€ (J103a ypoBHS -1)

Kaxioe noceayroiee CHUKEHUE
<50 x 10%n

Boccranosmitock 10 > 50 x 10%/n

[IpuocTaHoBUTL JIEUEHHE JICHAIWJIOMHUIOM |
KOHTPOJIMPOBATH KOJIMYECTBO BCEX KJIETOK KPOBH|
HE pexe O/{HOro pasa B 7 jiHei

B0300HOBUTE  JleUYeHHE  JICHAJIWJIOMHJIOM B
MeHbleH go3e (mo3a ypoBHs -2, -3). Hel
NPUMEHSTH JI03bl lIpernapara HHKe YpOoBHS -3

Heumponenus

AYH

Pexomenpauun®

Cuumsunoch 10 <1 x 10%/1 mo menbieit
Mepe B TedeHue 7 JiHeH

wiu
Cumsmiiocs 710 < 1 x 10°/1 B coueranuu ¢
JTMXOPaJIKO# (Temneparypa Tesa

> 38,5 °C) wau
Cumsuiocs 10 < 0,5 x 10%/n

IIpuocTaHOBHTH JI€YEHHE JICHATMIOMHIOM H
KOHTPOJIMPOBATH KOJIMYECTBO BCEX KJIETOK KPOBH
HE peKe OHOro pasa B 7 aHen

Boccranosuiiocs 10 > 1 % 10%/1

B0300HOBUTH  JIeYEHHE JICHAIMJIOMHUIOM B
MeHbIleH /103¢€ (103a ypoBHs -1)
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AYH Pexomenpanun®

Kaxoe nocJeayonee cHikeHHe | [I[pHOCTAaHOBUTH JIEUCHHE JICHAMIOMHIOM H

<1 x10%n no MeHbllel Mepe B TeYEHHE | KOHTPOJIMPOBATH KOJIMYECTBO BCEX KIIETOK KPOBH

7 nuei HE peke OJHOro pasa B 7 JHeH

unu

Cumxenre <1 x10°1 B coyeranuu c

JIMXOPAJIKOH (Temneparypa Tena

> 38,5 °C)

unu

Cumxenne 10 < 0,5 x 10%/n

Boccranosuiocs 10 > 1 x 10%/xn B0300HOBHTL  JiIeYyeHHE  JICHAIMJIOMMJIOM B
MeHblIeH j03e (j03a ypoBus -2, -3). He
IPUMEHSTH 10351 ITperapaTa Huxe ypoBHS -3

% Ha ycmompenue 6paua, eciu netimponenus 61emcs eOunHcmeeHnbiM RPOSEIEHUEM MOKCUMHOCMU npu 110601
0o3ze nenanudomuoa, credyem oobasums [-KCD.

JTumgpoma u3z kiremox mManmuinou 30Hsl, (PONAUKYAAPHAA Aumpoma unu aumgoma us3
KIeMOK Map2unanbHoi 30Hbl

Cunopom nuszuca onyxonu (TLS)

Bce naiueHTsI 10JDKHBI T0TydaTh npoduiakrnyeckoe iedenue TLS (awonypunosn, pacOypukasa
MJTH @HAJIOTH B COOTBETCTBUH C PEKOMEHIALUSAMU MEIMIIMHCKOTO YUpex/IeH s ) U 00e3BOKUBAHUS
(mepopaibHO) B TEUEHHWE NMEPBOM HEJETH MEepBOro IHMKJIA HJIX B Te4eHHe Oojiee JUTUTEIbHOro
Nepuojia, €CiM 3T0 KJIMHMYECKH TmokaszaHo. J[ins monutopunra TLS neobxoaumo mnpoBoauTh
pa3BepHYThIH OMOXMMMYECKHHA aHAIW3 KPOBH, HA3HAYACMBbIH €KEHE/ICIbHO B TEUEHHE N1E€PBOIro
IIMKJIA ¥ B COOTBETCTBHHU C KIIMHHUECKHMH [TOKA3AHUSIMH.

IIlpuem neHasMaOMMIA MOXKHO MPOAOKATH (C MOJICPXKAHMEM JI03bl) y MAlMEHTOB C
naboparopubiM TLS wim kimaudeckum TLS 1 crenenu, wim Ha yeMOTpeHHe Bpaya CHU3UTS J103Y
Ha OJIMH YPOBEHb U IIPOJIOJDKUTH ITpHeM JieHauaomu1a. Heobxoaumo obecnedn T MHTEHCHBHYIO
B/B I'MJIpaTalMi0 U COOTBETCTBYIOLIEE JICYEHHUE B COOTBETCTBHM C MECTHBIMH CTaHIapTaMu
OKa3aHUS MEJMIMHCKOM IMOMOINM /10 KOppeKIMH HapymeHus OanaHca 3jekTposuToB. Jlis
CHMDKEHHS YPOBHS THIEPYPUKEMHH MOXeT moTpeboBaThcsi Tepanusi pacOypuKazoi.
["ocnuranu3anus nanueHTa Oy/1eT OCyIIEeCTBIATHCS MO PEIICHUIO Bpaya.

VYV nanuentoB ¢ kiuHudeckum TLS 2-4 crenenn HeoOXOAMMO NPUOCTAHOBUTH IIPHEM
JICHAIMJIOMU/IA U TIPOBECTH pa3BEPHYThIH OMOXMMUYECKUNA aHATH3 KPOBH €XKEHEICIbHO HIIH 110
KJIMHUYECKMM TMoka3zanusMm. HeoOxoauMo oOecneyuTh HMHTEHCHUBHYIO B/B TI'MJIpaTalUdio H
COOTBETCTBYIOIIIEE JICYEHHE B COOTBETCTBMH C HAIMOHAILHBIMM CTaHJapTaMH OKa3zaHHsl
MEJIMIMHCKOW [OMOIIM /0 KOPPeKLUMH HapylleHus OaiaHca 2JIE€KTpOJIMTOB. Tepanus
pacOypuKa30i U rocnutanu3anms Oy 1yT OCyLECTBIATHCS 110 peleHuIo Bpaya. [Ipu ymeHbieHun
crenenu TLS no 0 no penienuto Bpaya BO30OHOBISIIOT MPUEM JICHATUAOMU/IA B J103€ CIEAYIOLIETO

Gosiee HU3KOrO ypoBHS (cM. pasaen «Ocobble yKazaHUs»).
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Cunopom  «8CHbIUKUY — ONYXONU  (CUHOPOM — MPAH3UMOPHO20  YCy2yOnenus — KIUHUYECKUX
npossenenuu onyxoau (TFR))

VY nanuentoB ¢ TFR 1 uaum 2 crenenu pemeHre o0 NpepbIBAHUM JICYEHUS JICHAIMAOMHIOM HIIH
00 yMEHbIIIEHHH €r0 JI03bl OCTAETCS Ha yeMOTpeHue Bpaya. [lo yeMoTpenuio Bpauya MOXKeT ObITh
Ha3HayeHa Tepalus HeCTePOMIHBIMH [POTHBOBOCHANMTEIbHBIMU 1penapartamu  (HIIBII),
OrpaHMYEHHAs 110 MPOJODKUTEIBHOCTH Tepanusi riokokoprukocrepousamu (I'KC) w/mim
HAPKOTHYECKMMH aHaibretukamMu. Y mnauuentoB ¢ TFR 3 w4 ctenenu Tepanuio
JICHAIUIOMM/IOM ~ clieayeT mnpuoctaHoBuTh #  Havare Ttepanuio HIIBII, TI'KC w/mmm
HapkoTHueckiMu aHanbretikamu. Koraa BeipaxenHocts TFR chusurcs 10 <1 crenenw,
BO300OHOBJISIIOT JICYEHUE JICHATHIOMU/IOM B JI03€ TOTO XK€ YPOBHS B TCUCHHE OCTABILIEHCS YacTH
mukia. Cumnromarnyeckas tepanusi TFR npoBoauTes corsiacHO peKOMEHalMsIM 110 JIE€YEHHIO
TFR 1 u 2 crenenu (cMm. pazzaen «OcoOble ykazaHus»).

Bce nokaszanua

[Ipu pa3BuTHH y MalMeHTa JAPYIUX BUIOB TOKCHYHOCTH 3 U 4 CTENEHH TSIKECTH, CBS3b KOTOPBIX
C INPUMEHEHHEM JICHAJIMIOMHU/A HEJIb3Sl HCKIIOYUTH, JICUCHHE JICHAIMIOMHJIOM CIIEAYET
NpUOCTaHOBUTE. [0 pelreHuto Bpaua jeueHHE JICHAIHAOMHUIOM MOXET ObITh BO30OHOBIEHO B
J03e cieayiouiero, 0ojiee HU3KOrO YpPOBHS NPH CHHIKEHHMM BBIPAXKEHHOCTH TOKCHYHOCTH
10 < 2 CTENEeHH.

Crneayer paccMOTpPETh BOIIPOC O IPUOCTAHOBKE MJIM [PEKPALICHUH JICYCHHS JICHATHIOMHUIOM B
cillyyae pa3BUTHS KOXHOH cbimM 2 uiaM 3 creneHu. JledeHue JICHATMIOMM/IOM CIEIyET
NPEeKpaTUTh ¥ HE  BO30OHOBISNTH  I10CJIE  MPEKPALCHHUsS  CICAYIOUMX  PEaKlui:
AQHIMOHEBPOTHYECKUM OTeK, aHapUIAKTHUECKUE DPeakiMH, Chillb 4 creneHu, sKchoaMaTHBHAs
wim  Oynne3Has cCbib, nojo3peHre Ha cuHApoM CruBeHca-J[KOHCOHA, TOKCHYECKHMH
SMUJEPMAIbHBIA  HEKPOJIM3, JIGKApCTBEHHAsh  KOXKHas  peakuus,  COINPOBOXKIAKOLIAsCH
s03uHOBuIHeH U cucTeMHbIMH nTposiBieHUssMU (DRESS-cunipom).

Ocobbie zpynnsl nayuenmoe

Jlemu u noopocmku

JlenanujoMu1 HE pPEKOMEHJyeTCs /Ul INpPUMEHEHHs y Jieted B Bo3pacte a0 18 ner mo
coobpaxeHusIM 6€301aCHOCTH.

IHayuenmul nosicunozo sospacma

PesynbraTe! uccienoBanus (papMaKOKHHETHKHU JICHAJIMAOMHU/IA Y AIUEHTOB [10KHJIOT0 BO3pacTa
npe/cTasienbl B pasjene «@apmakosioruueckue cBoiicrBa. @apmakokuneTukar. Jlenaiuaomu
HazHavyanu nauueHtaMm ¢ MM B Bo3pacre a0 91 roma, manmentam ¢ MJIC — go 95 zner, a

nanenTaM ¢ MKJI — o 88 ner.
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[ToCcKOIBKY Y MAIMEHTOB MOXHKIIOTO BO3pAcTa BEPOSTHOCTh HApyLIEHHUs (YHKIIMM MOYEK BBIIIE,
JI03y Tpenapara HYXHO 1OJAOMpaTh OYEeHb OCTOPOXKHO, MPH ITOM BO BpeMs JICUYCHHS
PEKOMEH/1yeTCsi MOHUTOPHPOBATH (PYHKIIUIO MOYEK.

Bnepebvie ouazHocmupo6anias MHOMCECMEEHHAS MUCTIOMA: NAYUCHMbL, KOMOPLIM He NOKA3aHA
mpancniaHmayus

Ilepen nHazHaueHueM JsieyeHus namuentam ¢ BJIMM B Bospacte 75 sieT u crapiie HEOOXOAUMO
MpOBECTH TIIATEabHOE OoOcienoBanue (cM. paszaen «OcobObie ykasanusi»). Jlns nanueHTOB
crapiie 75 JeT, nojay4aroumx JeHATH/I0MH/I B KOMOMHAIIMHU C JIEKCaMETa30HOM, HavajlbHas /103a
Jekcamerazona cocrasisier 20 Mr oauH pa3 B jieHb B 1, 8, 15 u 22 quu kaxjaoro 28-1HeBHOro
[IMKJIA JICYCHUS.

M3menenue /1036l HE PEKOMEHJyeTCs JUIs MAlMEHTOB CTapiue 75 JIET, KOTOpblE NPHHUMAIOT
JICHAJTMJIOMHUJ] B COYETAHUHU C MelipalaHOM U [1PETHU30JI0HOM.

VY nauuentoB ¢ BJIMM B Bo3pacte 75 net ¥ crapiue, moay4aBlIuX JCHAIUIOMUL, CEPbE3HBIE
HexesaresnbHble JekapcTBeHHble peakuuu (HJIP) m HIJIP, koTopsie npuBeau K npeKkpameHuio
JIeYEHUSs!, OTMEYAIUCH Yallle.

KomOunupoBanHasi Tepanus JEHAIWJIOMUIOM XyXe NepeHocunaack nauumeHramu ¢ BJIMM
crapuie 75 JIeT 1o CpaBHEHHIO € MOJI0/IbIMU nanueHTamu. [lanuenTs! Gosiee crapiero Bo3pacra
yale MpeKpalaid [pueM Ifpenapara u3-3a HHAUBHAyaubHOH HenepeHocumoctu (HJIP 3 mim
4 crenenn u cepoesnsie HJIP), yem nauuenTs! B Bo3pacte 10 75 JeT.

Mmnooicecmeennas muenoma: nayuenmol, NOAYHUBUIUE KAK MUHUMYM OOHY TUHUIO mepanuu
[Ipoenr mnammesroB ¢ MM B Bozpacte 657ner W crapuie,  I0Jy4YaBIIHX
JICHAJIMIOMHM]I/ IeKcamMeTa3on Wik 1uianebo/aexcamerazod, Obul comnocrasuMm. He ormeueno
paznuuuid B 3G GekTHBHOCTH U OE30MacCHOCTH JICHAIUJIOMU/IA B 3aBUCUMOCTH OT BO3pacTa, XOTs
HEJIb3s MCKJIIOYMTh OOJBIIYI0O YYBCTBUTEIBHOCTH K Ipenapary y T[alMeHTOB cTapiien
BO3PACTHOM I'PYIIIIbL.

Muenooucniacmuyeckue cunopomoi

Cpemn mnamuentoB ¢ MJIC, npuHMMaBIIMX JICHAIMAOMHJ, HE OTMEYEHO pa3jiMuui B
Oe3onacHOCTH M I((PEKTUBHOCTH Yy NAIMEHTOB B Bo3pacte 65 JeT M crapuie M MalMeHTOB
muaue 65 ser.

Jlumgboma uz knemok ManmuiHou 301wl

Y nauuentoB ¢ MKJI, npuHuMaBIIMX JTeHAIHIOMHU, HE OTMEYEHO pa3/inuuil B 6€3011aCHOCTH U
3¢ dexTHBHOCTH y NAlMEHTOB B Bo3pacTte 65 JIeT U cTaplie U NalueHToB Miaaame 65 neT.
Donnuxynsipuas aumepoma unu 1umgoma uz Kiemox MapeuHaibHOU 30Hbl

V nanuentoB ¢ ®JI wim JIM3, npuHUMaBIIMX JICHATHJIOMH/I B KOMOMHAIIMK C pHTYKCUMAOOM,

obmias yacrora HJIP oxuHakoBa juisi maiiueHTOB B Bo3pacTe 65 JeT U CTaplile 1Mo CPaBHEHHUIO C
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naguentamu Miaamgme 65 ner. He ormedeno paszinuumit B 9GPEKTHBHOCTH MEXIY IBYMS
BO3pPACTHBIMM I'PYIIIAMH [1ALKEHTOB.

Iayuenmul ¢ napywenuem hynKyuu noyex

JleHanu1IoMU1 BbIIENISICTCS, TJIaBHBIM 00pa3oM, nmoykamMu. B cBSi3u ¢ 3THM, 110 Mepe HapacTaHus
CTENEeHH HapylleHuss (QYHKIHUU MOYEK CHMIKACTCS TOJEPAHTHOCTh K Tepamuu (CM. pasjen
«OcoObie ykazaHusi»). PekoMeHIyeTcsi ¢ OCTOPOKHOCTBIO TOAOMparh 03y Ipernapara M
MOHHUTOPHPOBATH (PYHKIIHIO MTOYEK.

Jlns namuentoB ¢ MM, MJIC, MKJI, ®JI uiu JIM3 u noyedyHol HEJIOCTATOYHOCTBIO JIETKOH
CTENEHH TSHIKECTH He TpeOyeTcss U3MEHEHUS JI03bI JICHAIMIOMHU/IA.

PexoMeHayroTCst Cleyronme U3MEHEHHS pe)XuMa J03HPOBaHUs B HAYalle U B XOJ€E TEpalluv B
3aBUCHMOCTH OT CTENEHH TSHKECTH HapylleHUs (GyHKIUH Mmoyek (i MalMeHTOB ¢ MOYEeYHOH
HE/IOCTaTOYHOCTBIO CPeAHeH M Tskenoi creneHu TsokectH, a takke ¢ TCIIH). McenenoBanus
¢aswl [1I mpu TCITH (KK < 30 mui/muH, TpeOyeTcs poBeeHHE AUain3a) He POBO/NIIUCE.

Mnuooicecmeennas mueroma

Cocrosinue pynxkuuu noyek (KK) H3menenue 103bl

[Touyeunass HeJIOCTATOYHOCTH cpenﬂeifx crernenu | 10 mr oauH pa3 B lleHbl

TSKECTH
(30 mu/mun < KK < 50 mu/mun)

Iloyeunasi HeIOCTATOYHOCTH TSKEJIOHN cTEeneHy | 7,5 M OJIMH pa3 B JieHb MM 15 Mr uepes
TSIKECTH JICHb

(KK < 30 ma/muH, He TpebyeTcs 1uain3)

TCIIH (KK < 30 ma/mun, Tpebyercst tnanu3) | S Mr ofMH pa3 B JieHb. B jeHb auanusa 103y
npernapara  HYXHO  TPHHHMATh  TOCIE

OKOHYaHHWs C€aHCa JIhaJIhn3a

1
Ho3sa npenapama mooicem bvime nogviuiena 0o 15 mz 00un pasz 6 dens nocie 2 Yyukios mepanuu npu oOmcymcmeuu
omeema na mepanuio, Ho XOpouLell ee NePeHoCUMOCMU.

Muenooucnnacmuyeckue cunopomol

Cocrosinue pynkuun nouex (KK)

Uszmenenue 10361

[Touyeynas HEJI0CTATOYHOCTh
CpE/IHEH CTETICHH TSIKECTH
(30 ma/mun < KK < 50 ma/muH)

HavasnbHas 103a

SMmr oaun pa3 B JeHb (¢ 1 mo
21 nenb BO BpeMsi MOBTOPHBIX 28-
JTHEBHBIX [IUKJIOB)

Jlo3a ypoBHs -1*

2,5wmr oauH pa3 B AeHb (¢ 1 mo
28 eHp BO BpeMs NOBTOPHBIX 28-
JTHEBHBIX IIMKJIOB)

Jlo3a ypoBHs -2*

2.5 mr yepe3 aeub (¢ 1 nmo 28 nenp
BO BpeMSi TOBTOPHBIX 28-THEBHBIX
I[IUKJIOB)

[Touyeynas HEJI0CTATOYHOCTH
TSKEJIOW CTEIEHU TAKECTH
(KK <30 mn/mun, He TpeOyercs

Hauanesnas /103a

2,5mr oauH pa3 B AeHb (¢ 1 mo
21 neHb BO BpeMs NMOBTOpPHBIX 28-
JIHEBHBIX LIUKJIOB)

JIHAJTU3)

Jlo3a ypoBus -1*

2,5 mr yepe3 aenb (¢ 1 no 28 nens
BO BpeMsl IOBTOPHBIX 28-IHEBHBIX
IIUKJIOB)
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Cocrosnne pynxkuuu novex (KK)

HU3menenue 103b1

Jlo3a ypoBHs -2*

2.5 mr s1Ba pasa B Hexemo (¢ 1 mo
28 neHb BO Bpemsi MOBTOPHBIX 28-
JTHEBHBIX [UKJIOB)

TCIIH (KK < 30 mu/muH, Tpebyercs
JIMaIIN3)
B nenp auanusa no3y mnpenapara

HauanesHas s103a

2,5Mr oauH paz B JeHb (¢ 1 mo
21 neHb BO Bpems MOBTOPHbIX 28-
JIHEBHBIX ITMKJIOB)

HYXHO [IpUHHUMATH nocjie
OKOHYaHHs CC€aHCa Juaii3a

Jlo3a ypoBus -1*

2,5 mr yepe3 jeHb (¢ 1 mo 28 nenn
BO BpeMs TOBTOPHBIX 28-HEBHBIX
LIUKJIOB)

Jlo3a ypoBus -2*

2,5 mr sBa pasa B Hezemo (¢ 1 mo
28 leHb BO BpeMs MOBTOPHBIX 28-
JIHCBHBIX [IMKJIOB)

. Bapuanmw UIMEHeHUs 003bl 6 X00€ JeYeHus wiu e2o0 60300Ho8neHUs npu  pazsumuu Heﬁmponeﬂuu,

mpawéouumonenuu unu 0py2ux 8U0068 mokcuunocmu 3 u 4 cmenenu maaxcecmu, CesA3b KOmopsix ¢ NPUMEHeHUem

NIeHATUOOMUOA HeNb3s UCKTIOYUmM®b, npedcmaavenbl éblue.

Jlumgboma uz knemok manmuiinoi 301wl

Cocrosinne pynxkuun noyex (KK)

N3menenue 103b1
(¢ 1 mo 21 neHb BO Bpemsi NOBTOPHBIX 28-
JIHEBHBIX 1IUKJIOB)

IToueynas HeOCTATOYHOCTH CpE/IHEN CTENEHH
TSOKECTH
(30 mu/mun < KK < 50 mu/mun)

10 Mr o1uH pa3 B jeHb'

IToueunas HEIOCTATOUYHOCTD TSHKEIION CTEIEHH
TSOKECTH
(KK <30 ma/mMun, He TpeOyeTcs quain3)

7,5Mr oJiMH pa3 B JeHb WM 15 Mr dyepes
JIeHb

TCIIH (KK < 30 ma/mun, Tpedyercs 1uaiun3)

5 Mr oauH pa3 B jieHb. B jenp jauanusa o3y
npernapara  HY)XHO  HPUHMMAaTh  MOCIE
OKOHYaHHs ceaHca auaiusa

! Jloza moxcem beimb nogviutena 00 15 me 00un paz 6 denv nocie 2 Yukios mepanuu, eciu NayueHm ne omseyaem

Ha nevenue u npu 5mom y Heeo He Habmooaomes RPUSHAKU HENEPEeHOCUMOCMU.

Donnukyrapnas 1umpoma uiu IUMGomMa u3z Kiemoxk MapeuHaibHou 301Hbl

Cocrosinne pynkunn noyex (KK)

H3menenue 10361
(¢ 1 mo 21 neHpb BO BpeMsi MOBTOPHBIX 28-
JIHEBHBIX IIUKJIOB)

[Toueunast HeZIOCTATOYHOCTEL CPE/IHEN CTENECHH
TAKECTH
(30 mn/mun < KK < 60 mi/mun)

10 Mr oauH pa3 B JeHb '

[Toueynast HEIOCTATOYHOCTD TSAXKEJION CTENEHH
TSOKECTH
(KK < 30 ma/muH, He TpeOyeTcs Auain3)

HeT 10CTYMHBIX JIAHHBIX®

TCIIH (KK < 30 mui/muH, Tpebyercs ananus)

HeT 0CTYHBIX JaHHBIX®

V' Jtoza moxcem Goimv noswiwena oo 15 mz ooun paz 6 Oenv nocie 2 yukioe mepanuu, eciu y nayueHma He

Habooanocs, NPU3HAKO8 HeNnepeHoCUMOCmu.

2 s nayuenmos, noayyaowux Havaneuyio 003y 10 me,  ciyuae cHusicenus 003bl 05 1€4eHUS HEUMPONEHUU Ul

mpomboyumonenuu wiu Opy2ux 6u008 mokcuyHocmu 3 wuiu 4 cmenenu mscecmu, pazeumue Komopou 6wuia
C6A3AHA C NPUEMOM TEHAIUOOMUOA, He NPUMEHAMb 003bl Npenapama mexnvuie 5 M2 yepes 0env wiu 2,5 me 00uH paz

6 OeHb.
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3 - 3
Ilayuenmuvr ¢ noveynou nedoocmamounocmeio maxcenou cmenenu msixcecmu wiu TCITH Gvunu uckniovens u3
UCCNeO0BaHUS.

[Tocne nauana nedeHus JICHAJIM/IOMHU/IOM  TIOCJIC/IYIOIIEE HM3MEHCHUE J103bl Y INAIMEHTOB C
HAapylmEeHUEM (byHKlIHH IMMOYEK JOJI?KHO 6a3HPOBaTbCH Ha HHIIHBHﬂyaHbHOﬁ NEPEHOCUMOCTH

JICYCHHS, KaK YKa3bIBAJIOCh PAHEE.

llayuenmul ¢ napyuwenuem (bVHKuuu neYeHu

[Ipumenenue neHanuaoMuIa GOpMAILHO HE M3y4yald Y MAMEHTOB ¢ HapylIeHHeM (YHKIUH
[EYCHH, IOITOMY PEKOMEH/AlMU OTHOCHUTEIBHO M3MEHEHHUS JI03bl Yy JIaHHOW KaTeropuu
IMAllUEHTOB OTCYTCTBYET.

Cnocob npumenenun

BHyTpb.

Kancynsl npenapara Jlenamuaomun - KPKA  Henb3s  OTKpbIBaTh, pasjiambiBaTh —HIIHA
pa3KeBbIBATh, UX PEKOMEH/IyETCsl IPHHUMATh COTJIACHO CXEME TEepaliM B OJIHO M TO K€ BpeMs

J10 UJIH TIOCJIC NMpUEeMa ITUIIH, [IporjiaTbiBas CJIMKOM U 3aliuBas BO/JIOM.

Ilo6ouHoe aelicTBHE
0630p npoghuns bezonacnocmu

Bnepesble OQuaznocmuposannas _MHONCECMBEHHAS _MUCIOMA. nayuenmsl, KOmMopwsiM RNOKA3dHA

MpAaHcniaHmayusl, nonyyaswiue  1eHatu0OMud 6 Kombunayuu ¢ _bopmezomubom  u

OeKcamemasoHoOM

B nByx kinmHuueckux ucciaepoBanusix cepbeznoi HJIP, kotopas mabmomanacek wame (> 5 %)
IpU [pHEME JICHAIWJAOMHAA B KoMOMHauuu c¢ OoprezoMuOOM u Jekcamera3oHoMm, Obuia
nHeBMoHus (5.9 %).

Crnenyromme HIJIP peructpupoBasiuch uaiie y MalUEHTOB, NMPHHUMABIIMX JICHATHJIOMH/ B
koMOuHaimu ¢ 1/k BBeaeHueM Oopre3omuba U jilekcameTasoHoM: nepudepuyeckas HeHponarus
(35.2 %), neitponenns (31,9 %), rpomboumTonenus (25,3 %).

Cnenyromue HJIP perucrpupoBaiuch vamie y MAlMEHTOB, NMPUHUMABIIMX JICHATHIAOMHUI B
KOMOMHaIMK C B/B BBeJeHHeM Oopre3oMuba U Jekcamera3oHom: nepudepuyeckas Heuponarus
(54,8 %), mamdonenus (52,2 %).

Bnepevie  ouaznocmuposannas  muodcecmeennas  muenoma:  nayuenmol  nocie TICK ¢

nocneoyloujett noooepACuUsaIowet mepanuell 1eHaNUOOMUOOM

Cepbesnbie HJIP, kotopsie Habmopanuces yame (> 5 %) Ha ¢oHe noyiepKuBaroiieil Tepanun
JICHAIMJIOMM/IOM, YeM Tu1anedo, OpuIn CleTyoIMMuU:
e nueBmonwus (10,6 %):;

e uHbpeKHoHHBIe 3a00/1eBanus Jierkux (9,4 %).
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B sByx KW HJIP, koTopble perucTpupoBainch Yalle y NaiueHToB, TPHHUMABIINX JICHATHIOMH/L
B paMKax IOUICPXKUBAIOIIEH Tepanuu, yeM Iuianedo, Obun creayromue: Heitponenus (60,8-
71,9 %), tpombGouutonenus (23,5-61,6 %), Opouxur (47.4 %), nuapes (38,9-46.4 %),
Haso(apunrut (34,8 %), mbinednsie cyaoporu (33,4 %), neiikonenus (18.8-31,7 %), actenus
(29.7 %), xamens (27,3 %), unpekunn BepxHUX JbIXaTeNbHBIX nyTei (26,8 %), coimb (25,0 %),
ractposHTeput (22,5 %), nuxopaznxa (20,5 %), noBbinensas yromisemocts (17,9 %) u anemus
(13.8 %).

Bnepevie duazrnocmuposannas MHONCECMEEHNAS MUCTIOMA. RAYUeHmvl, KOmopuviM _He noxKkd3ana

MPAHCRAGHMAYUSl,  ROAVYABUIUE  NeHANUOOMUO 8  Kombunayuu ¢ 6bopmezomubom u

0eKcamemasonom

Cnenyromue cepwesnsie HJIP nabmoganvcs uyame (>5 %) npu npueme JieHAIMIAOMMIA B
KomMOMHaM¥ ¢ B/B BBeJeHMeM Oopresomuba M JIleKCaMETa30HOM, YeM [pH [pHEME
JIEHATH/IOMH/1a B KOMOMHAIIMH C JIEKCAMETa30HOM:

e CHUXeHHe aprepHaibHoro jasieHus (AJl) (6.5 %);

e uHpeKknoHHbIe 3ab0eBanus nerkux (5,7 %);

e obOe3Boxusanue (5,0 %).
Cnenyromme HJIP Berpewasnuch 4amie Ha (oHE NpHema JIEHAIWJIOMHIAA B KOMOMHALMH C
Oopre3oMuOOM M JIeKCaMeTa30HOM, YeM Ha (oHe IpHema JICHAJIHJIOMHUIA B KOMOMHAIMH C
JICKCAMETa30HOM: TOBbIIEHHAs yTomuseMocTs (73,7 %), mnepudepudeckas He#ponaTus
(71,8 %), Tpombonronenus (57,6 %), 3anop (56,1 %), runokansuuemus (50,0 %).

Bnepevle ouacnocmuposannas MHONCECMEEHHAS. MUECIOMA. nayuenmsl, KOmopbiM He nokasana

MPAHCHIGHMAYUS,  NOJIVYABUWIUE  JNCHANUOOMUO 6  KOMOUHAUUU € HUSKUMU  003aMU

oexkcamemaszona

Cepseznpivu HJIP, nabmonaembivu vaine (> 5 %) npu npueMe JIeHATHIOMHKIA B KOMOHHALIMH C
HHM3KOM JI030# JeKcaMeTa3oHa npu HernpepbiBHOM JieyeHuH (Rd) wim nevenun B teuenue 18 4-
HenenbHbIX 1MKI0B (RA18), uem Ha done npuema mendanana, nmpeaHU30I0HA U TATHIOMK/IA
(MPT), Obu1H:

e nHesmonwus (9,8 %);

® [I0Y€YHas HEJOCTATOYHOCTH (B T. 4. ocTpas) (6.3 %).
U3 HJIP na ¢done npuema Rd mnm Rd18 wame, yem nHa ¢one MPT nabmropanuce: aumapes
(45,5 %), nosbiuennas yromuisiemocts (32,8 %), 6onm B cnuue (32,0 %), acrenus (28,2 %),
Oecconnuna (27,6 %), cemb (24,3 %), cumxenue anneruta (23,1 %), kamens (22,7 %),
nuxopajika (21.4 %), a takxke Mbiednsie cyaoporu (20,5 %).

Bnepebie ouaznocmuposannas MHOICECMBEHHAS MUCIOMA. NAYUEHMbL, KOmMopbIM _HE nokasama

mpaHchianmayust, ROJIY4asuiue 1eHaiudoOMuod 8 CO4emanui ¢ Me,’lwa/lallOM U NPEOHU30NOHOM

28



Cepbesupivu  HJIP, Gonmee wacto (>5 %) HabmojgaembiMu npu  npueme Meldaiana,
IPEJIHA30JI0HA U JICHAJIMIOMH/IA C MTOCIECAYIOMIEH TO/Iep)KUBAIOLIEH Teparnie JIeHAIHIOMHUIOM
(MPR+R) unu npu npueme Mendanana, npejHH30I0HA U JICHATHIOMHAA C IOCIELYIONIEH
nojuiepkuBaroniei repanuei niuanedo (MPR+p), yem npu npueme mendanana, npeaHn30I0Ha U
mianedo ¢ nocieayomei noyiepxuBaoLen repanueii miane6o (MPp+p), Obuiu:

o (ebpuibHas neiirponenus (6,0 %):

e anemus (5.3 %).
U3 HJIP yame nabmonamuce npu npueme MPR+R umu MPR+p, yem mnpu npueme MPptp:
nerrponenus (83,3 %), anemus (70,7 %), rpombouuronenus (70,0 %), neiikonenus (38,8 %),
3anop (34,0 %), auapes (33,3 %), coinb (28,9 %), muxopaaka (27,0 %), nepudepuyeckue oTeku
(25,0 %), xawmens (24,0 %), cumxenue anneruta (23,7 %) u actenus (22,0 %).

Mnuooicecmeennas mueroma: nayueHmol, NOJYHUCUIUEC KAK MUHUMYM OOHY JTUHUIO Mepanuu

K cepne3nbmv HJIP, 3apeructpupoBantbiv Ha GoHE IpUMEHEHHUS JICHAIM/IOMHE/1a/IeKcaMeTa30Ha
yaine, 4yeM Ha ¢poue ranebo/iekcameTazoHa, OTHOCHIUCH:

e BeHosHas TpoMboIMOous (TD) (Tpomb03 riybokux BeH, TD sero4noit aprepun);

e HEHTponeHus 4 CTENEHU TSIKECTH.
Cnenyromme HJIP y nauuentoB ¢ MM Berpevaniuch yaie Ha (GoHe mpuema JeHATHIOMH/IA |
JIeKcaMeTa3zoHa, 4eM Ha (oHe npuema ruianebo M JeKcaMeTa3oHa: IMOBBIIICHHAS YTOMIISEMOCTb
(43.9 %), neiirponenus (42,2 %), 3anopsl (40,5 %), muapes (38,5 %), MbIIIeYHBIE CYAOPOTH
(33.4 %), anemus (31,4 %), rpomborronenus (21,5 %) u coinb (21,2 %).

Muenooucniacmuyeckue cunopombl

boasmmucrso HJIP, kxak mnpaBuio, pa3BUBaIUCh B TEYEHHE IEPBBIX 16 HeJAeNb JIeYECHUS
JICHAJTH/IOMHU/IOM.
Cepbesnbie HIIP Bximoyanu:

e BeHo3Hyio TD (tpombo3 riybokux Ben, TD nerounoi aprepun);

e wHeiitponeHuio 3  wiaM 4 creneHu  TSOKeCTH, (eOpHIBHYIO  HEHTPONECHHIO |

TPOMOOIMTONEHHUIO 3 WM 4 CTEIIEHH TSHKECTH.

HJIP, kotopele HaOmonamuch Haubosjee YacTo TMpH JICYCHHUH JICHATHIOMHIOM ObUIH
caeaytomue: Hedrponenus (76,8 %), tpombouuronenus (46,4 %), nuapes (34,8 %), 3anop
(19,6 %), tommora (19,6 %), 3yn (25.4 %), cemb (18,1 %), noBbILICHHAS YTOMIISEMOCTb
(18,1 %) u mbieunsie cypoporu (16,7 %).

Jumehoma uz kiemok MaHmuuHou 30Hbl

Cepbesnbie HJIP, koTopbie Hab110/1a/IMCh Yalle B IPYIIIE JICHATUAOMH/IA, ObLIH MPE/ICTAB/ICHBI:
e Heitponenuen (3,6 %);

e 1D nerounoii aprepuu (3,6 %);
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-

e juapeeit (3,6 %).
Caenyrommue HJIP pazsuBaiuce vaiie B rpymnne jieHaiuaomuaa: Heirponenus (50,9 %), anemus
(28,7 %), nuapes (22,8 %), nosbimenHas yromusemocts (21,0 %), 3anop (17,4 %), nuxopajaka
(16,8 %) u chinb (BkIHOYas ajuiepruyeckuid gepmatur) (16,2 %).
[TatmenTs! ¢ Hex0HO OOJIBINON MACCOM OMYXOJIH OTHOCSTCS K IPYIIIE BHICOKOIO PUCKA paHHEH
CMEpTH.

Donruxynapuas it wmbo.ua uiu wud)o.ua U3 KIemoK MapeUHAIbHOU 30Hbl

Cnenyromme cepwresnbie HJIP nabmoganuce yamie B rpyrne JIEHAIHIOMHY/PUTYKCHMAO 110
CPaBHEHHIO C Irpynmno# mianedo/purykcumad:

e (ebpunbHas Helrponenus (2,8 %);

e TD nerounoi aprepuu (2,3%).
Caenyromme HJIP pasBuBaiucey yaiie B rpyrnie JeHAIMIOMH/PUTYKCHMA0 10 CpaBHEHHIO €
rpynnoi ruiane6o/purykcumab (kak MHHHMYM, Ha 2 % vale B OJHO# rpymime, 4eM B APYroi):
Herponenus (58 %), auapes (31,3 %), neiikonenus (28,4 %), zanop (26,1 %), noseieHHas
yromusiemocTb (21,6 %) u nmuxopajka (21,0 %).
Yacrora HJIP, npuBeseHHBIX HMKE, ONpPEAE/siIach COOTBETCTBEHHO CIIEAYIOUICH TIpaIalliu:
oueHb yacto (> 1/10); gacro (> 1/100, < 1/10), neyacro (> 1/1000, < 1/100), peaxo (> 1/10000,
< 1/1000) u ouenn peaxo (< 1/10000), gyactora HeusBecTHa (HE MOXKET OBITH yCTAHOBJIEHA 110
MUMEIOIUMCS TaHHBIM).
HJIP Obumn BKIIOYEHBI B COOTBETCTBYIOIIYIO KAaTErOpPUIO B TalblMile HHXKE COIJIACHO
MaKCHMaJIbHON 4aCTOTE BCTPEUAEMOCTH B OJIHOM M3 OCHOBHBIX KU.

Ceoonas._mabauya HIIP na chone monomepanuu nenaiudomMuoom npu MHOICECMBEHHOU

Mueiome
Tabmmua 1 noaroroBnieHa 1Mo JJaHHBIM, MOJyYeHHBIM B Xoje mnposezenuss KU y manueHToB
BJIMM nocae TI'CK, noiydaBmux noiepuBaroiiyio Teparnuio JieHauoMu oM. Jlanubie He
KOPPEKTHPOBAIMCH JUIS OTPAaXECHUsI OOJbIIEH MPOJOIKUTEIBHOCTH JICUEHHS JICHAIUI0OMHIOM
(10 mporpeccupoBaHus) B CPaBHEHUH C rpyIoi mianedo B ocHoBHbIX KU MM.

Tabauuna 1. HJIP, 3aperucrpupoBannbie B KU y naumentoB ¢ MM, nosy4yaBmmux

MOICPAKHBAINY IO TEPAIIHIO JICHAJTHIOMH/I0OM

Kunace cucrembl Bce HJIP/Yacrora HJIP 3 u 4 crenenu
opranos/ TsizkecTH/Yacrora
IIpeanournre/ibHbI
TEPMHH
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Undexunonnnbie n | Ouens yacmo Ouenv yacmo

napasuTapHbie [TneBmonus’®,  undekumn  Bepxuux | [TueBMonus "%, HHpEKUMH c

3a00./1eBaHUs AbIXaTEIbHBIX MyTed, MHPEKUHH C | HEHTpONeHUEH
Heiitporienueit, 6pouxut’, rpunn’, | Yacmo
racTPOIHTEPHT cunycur, | Cencuc”®, Oaktepuemus,
Ha30(apUHTUT, PUHHT MH(DEKLIMOHHbIE 3aboseBaHUs
Yacmo nerkux’, GakTepuasbHble
Undekumu’, MHOEKUMH | MHPEKUIMH HWKHUX JbIXaTeIbHBIX
MOUEBBIBOASLIMX MyTeit””, uHdekumu | nyTeii, Opouxut’, rpunm’,
HWKHUX JIbIXaTe/IbHbIX nyTeif, | racTPOIHTEPHT',  ONOACHIBAIOLIMMA
uHdekuronHbie 3a601eBanus nerkux’ | nuwai’, nHpexuun’

JobpokauecrBennnie, | Yacmo -

310KauecTBeHHble M | MueoauciuiacTuaeckuii cunapom’”

HEeYTOYHEeHHbIe

HOBOOOpazoBaHus

(BKJIIOYAsE KHCTBI H
MOJIHIbI)

Hapymenus co | Quenv yacmo Quenv yacmo
croponbl  KpoBH u | Heifrponenus *, dbebpuabnas | Heitrponenus ™, debpuibHas
aumpaTHIECKO#H Heiirponenus ’, TpombGoumTonenus ’, | Heiitponenus
CHCTEMbI aHemus, Jieiikonenus’, TumponeHus TpomGouuTonenus aHemus,
nevikonenus’, TMmMponeHus
Yacmo
[Tanuuronenus’
Hapymenus co | Ouensv yacmo Yacmo
CTOPOHBI obmena | ['unokasinemus ['unokanuemus, 06e3BoxKUBaHUE
BeleCTB H MHTAHHUS
Hapymenus co | Ouens yacmo Yacmo
CTOPOHbBI HepsHoii | [lapecte3us ["onoBHas 6osb
CHCTeMbI Yacmo
[Tepudepuueckas neiponarus®
Hapywenus co | Yacmo Yacmo
CTOPOHBI COCY/10B T2 nerouuoii aprepun’* Tpom603 riay6okux Ben ¢
Hapymenus co | Ouens yacmo Hacmo
CTOPOHBI Kawesns Onbiika’
AbIXaTe/IbHOH Yacmo
CHCTEMBI, opranos | Opika’, HACMOpPK
rPpyAHOH KJIETKH H
cpeaocTeHus
Hapywenus co | Quenv yacmo Yacmo
CTOPOHBI Jlnapes, 3anop, Oonb B kuBote, | /lMapes, pBoTa, TOLIHOTA
KKT TOLIHOTA
Yacmo
PBota, 60s1b B 3niuractTpum
Hapymenus co | Ouenv wacmo Yacmo
croponbl  mnedenn W | OTKIOHEHMs OT HOpMbI mokasarened | OTKIOHEHHs oT HOPMBbI
e T4eBbIBOASMIHX dyHKLUMOHAIBHBIX NPOD neveHn nokaszarened  (GyHKUMOHAIbHBIX
nyreii npo0 neyeHu
Hapymenus co | Ouenv wacmo Yacmo
cropoubl  KoxkH M | Chbinb, CyXoCTb KOXKH Chinb, KOXKHbIH 3y
NOJAKOXKHBIX TKAHEH
Hapymenus co | Ouens yacmo =
CTOPOHbBI KOCTHO- | MblleyHbIe CY/10pOru
MbIIIEYHOH u | Yacmo
COeIHHHTEILHOMH Muanrus, ckeneTHo-MblieuHas 60i1b
TKaHH
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Yacmo
[ToBblilIEHHas
acTeHus

Ovuens yacmo
[ToBbilIeHHAsT YTOMJISEMOCTb, ACTEHHS,
JIMXOpaJika

O6mue paccrpoiicTBa
H HApylIeHHs B MecTe
BBEC/ICHHSH

YTOMJISEMOCTb,

O
 Cepvesnvie nesxcenamenvhuie peakyuu 6 KH y nayuenmoe ¢ BIIMM nocne TI'CK.
*
Omuocumcs monsko k cepvesnvim HIIP.
A
Cm. «Onucanue omoenvhoix HIIP».

* Obobwaowuit mepmun «nHeeMonUAY GKIIO¥AEM CIEOYIouWUe NPEONOYMUMENbHBIE MEPMUNBL: BPOHXONHEBMOHUA;
00.1€6as1 NHEBMOHUSL; NHEBMONUS, Bbl36annas Pneumocystis jiroveci; nneemonus; nneemonus, svizeannasn Klebsiella
wiu Legionella, unu Mycoplasma, wiu Pneumococci, wiu Streptococci; 6upycnas nHeeMOoHus, 3a001e6anue 1e2Kux;
NHEBMOHUM.

b Obobwarowuit mepmun «Cencuc» 6KO4aem Ccredylowue npeonoYmumenshsie mepMmutsl. Oakmepuaibiolil
cencuc, cencuc, gvizeannviit Pneumococci unu Staphylococci, cenmuyueckuit utox.

¢ O6obwaowuii mepmun «nepughepuyeckan Heliponamusy 6KO4aEM CreoyIowue nPeonoYMUMeNbHbIe MEPMUHbL:
nepugpepuveckan neuponamus, nepuhepuseckas cencopHas Heuponamus, NOJIUHEUPONamus.

d Obobwarowguit mepmun «mpombo3 iybokux een» GKuoyaem cieoyiowue npeonoYmumebHble MePMuHbl:
mpombo3 2nybokux eex, mpomboz, mpombos eH.

Ceoonas _mabauya  HJIP _ ona  kombunuposannou JIeHANUOOMUOOM

mepanuu npu

MHONCECMBEHHOU MUETIOME

Tabnuua 2 noAroToieHa Mo JaHHbIM, MOJIy4eHHBIM B Xoje nposejaeHus KU y manuentos ¢

MM, nony4aBmmX ~ KOMOMHHMPOBAHHYIO  Tepanuio  JieHaiujaoMuaoMm.  JlanHele  He

KOPPEKTUPOBATUCH JUISl OTPaXEHUs: OOJIbIICH ITPOJI0/DKUTEIIBHOCTH JCUCHHS JICHATHIOMH/IOM
(1o mporpeccupoBaHHs) B CPAaBHEHUH C rpynnamMu cpaBHeHusi B ocHOBHBIX KM MM (cm. pasaen
«Dapmakosioruyeckue ceoicTsa. PapMakoIuHAMUKAY).

Tabauna 2. HJIP, ormeuasmuecst B KU y naumentoB ¢ MM, noJiy4aBmux JieHaJIH10MH/L B

KOMOMHAIMH ¢ DopTe30MHOOM H IeKcaMeTa30HOM, /IeKcaMeTa3oHom Jubo meadaaanom u

NPeAHH30JI0HOM
CHCTeMHO-0OpraHHbIH Bcee HJIP/Yacrtora HJIP 3 u 4 crenenn
kaacc/IlpeanouTnrebHbIH Tskecrn/Yacrora
TePpMHH

Undexkunonnnie n | Ouenb wacmo Yacmo

napasurapusie 3a6osesanusi | [luesmonus”"” undpexumu | [Tuesmonus’*’, GakrepuaibHbIE,
BEPXHHUX JIbIXATE/IbHBIX MyTEH', | BUPYCHbIE " rpubKoBbIe
OakTepuaibHbie, BUPYCHBbIE M | HHDEKLMH (BKITHOYASE
rpubkoBbIE uH(EKLMKM | ONNOpTYHUCTHYECKKE)',
(BrJOUAS BOCMAJIEHHE MO/IKOKHOM
ONMnopTyHUcTHYECKHE) KIeTyaTku’, cencuc”®,
Ha30(apUHIHT, bapunruT, | MHQeKUHOHHbIE  3abosieBaHUsA
OpOHXMT’, pUHUT nerkux”, Gpouxut’, MHbEKUMH
Yacmo JIbIXaTeNIbHbIX myTei’’,
Cencuc””, MHDEKIMOHHBIE | HHPEKLUH MOUEBbIBO/ISLIMX
3ab0s1eBaHus nerkux’’, | myrei®’, MHPEKIIMOHHBIN
MHpEKLIHH MOUYEBbIBOJALIMX | IHTEPOKOIUT
nytei”’, cunycut’

JlobpokauecTBeHHbIE, Hevacmo Yacmo

3JI0KAYeCTBEHHbIE n | Bazanuoma ™, OcTpblit  MHETOMIHBIH J1eiiKko3’,

HeyTOYHEeHHbIe [IOCKOKJIETOUHBIH pak KOKK " | MHEIOMCIIACTHYECKHHt

HOBOOOpa3zoBaHus (BKJKOYAsS cHHAPOM®,  LUIOCKOK/IETOYHBIH
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KHCTBI H MOJIHIIbI)

pak koxu "

Heuacmo

Octpsiii T-kneTounslii jieiikos’,
Gazanuoma ’, CHHIPOM JM3HMCa
OITYXOJIH

Hapymenuss co  croponust | Quens yacmo Ouenv uacmo

KpoBH ® Jaumdaruueckoii | Heiirponenus ", Heiitponenus %,

CHCTEMBbI Tpombouutonenus tpomGouuronenus *’, anemus’,
aHemus’, remMopparuueckue | JeHKoneHus, TumMponeHus
HapyLIEHUs! neikonenus, | Yacmo
aumdonenus Debpunbhas  HelTponenus
Yacmo MaHLUUTONEeHUs
Debpuibhas  HeliTponenus ', | reMOMTHYECKas aHEMHUS
MaHUMTONEHUS Heuacmo
Heuacmo ['unepkoarynsuus,
[emonu3, ayTOMMMYHHasi | KoaryJonarus
reMOJIMTHYECKas aHemusi,
reMOJIMTHYECKAS aHEMMUS!

Hapymenuss co  croponst | Heuacmo -

HMMMYHHO#H CHCTEMBI Peakuuu
FUIIEPYYBCTBUTEILHOCTH

Hapymenuss co  cropoust | Yacmo -

IHAOKPHHHOH CHCTEMbI ['unorupeos

Hapymenuss co  croponsi | Quens uacmo Yacmo

oOMeHA BelecTB U MHTAHHUS unokanmemus ™, IM'mnokanuemus’*,
TUIIEPIIIMKEMHS, TUNEPIIIMKEMHS,
FUTOKATbLIAEMHS rUMNoKanbuuemus’,  caxapHbli
rUNoHaTpUeMus’, nunabet’, runogocdaremus,
obe3BokuBaHMe”’,  CHWIKEHHME | TMIOHATPUEMHS ',
anneruta’’, CHWKEHHE MAacchl | rMIEPyPHKEMHS, nojarpa,
Tena obe3BoxkuBanue”,  CHIKEHHE
Yacmo annetuta’”’, CHWKEHHE Macchl
['unomaruuemus, Tena
rUTIEPYPHKEMHSI,
IUIIEPKAIbLIHEMHS

Hapymienusi ncHXuKH

Quenv yacmo
Jlenpeccus, becconnuua
Heuacmo

[loreps 1ubuno

Yacmo
Jlenpeccus, 6ecconnuLa

Hapymenuss co  cropousi | Quens yacmo Ouenv yacmo
HEPBHOW CHCTEMbI [epudepuueckas neiiponatus’, | [Nepudepuueckas neitponarns’’
napectesuu, rojosokpyxenue’’, | Yacmo
Tpemop, M3Bpauienue Bkyca, | Mucynst’,  ronosokpyxkenue’,
rososHas 601b obmopok’’, Hepasirus
Yacmo Heyacmo
ATtakcus, HapyiieHue | BHyTpuuepenHoe
paBHOBECHS, 06Mopok’’, | KpOBOM3IMsHKME , TPaH3UTOPHAS
HEBPAJITUs, IN3eCTe3Us MIIEMUYECKas aTaKa, HIIeMHs
rOJIOBHOIO MO3ra
Hapywenuss co  cropoust | Quens yacmo Hacmo
OopraHa 3peHusi Karapakra, HeuetkocTh | Karapakra
3PUTEILHOTO BOCTIPUATHS Hewacmo
Hacmo Cnenora
CHMKEHHE OCTPOThI 3pEHUs
Hapymenuss co  cropousi | Yacmo -

oprana cjyxa u J1a0HpHHTHBIE
HApYIIeHHS

['nyxora (BKtouasi TyroyxocThb),
LIYM B ylIax
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Hapymenuss co  cropoust | Yacmo Yacmo
cepaua Oubpruisums  npeacepauit™”, | Octpeiii  undapkr  Muokapaa
Opaaukapaus (UM)", Gubprsums
Heuacmo npezcepauit’”’, 3acToiHas
Apurmus, YIUIMHEHHE | CepeYHas  HEJA0CTATOYHOCTS',
untepBana  QT, TpeneraHue | Taxukapaus, cepaeyHas
MpeACepaAni,  IKelyl04KoBas | HeaocTaTouHocTs ',  Miemus
IKCTPACHCTOJIHS Muokapa’
Hapywenuss co  cropousi | Ouens vacmo Quens wacmo
cOCy/10B Tpomboambonuueckue Tpomboambonuueckue
HapyleHus HapyLICHUS , TIPEUMYLLECTBEHHO
MPenMyLIeCTBEHHO  TpomGo3 | TpomGo3 raybokux Ben u TD
ray6okux Ben u TD nerounoii | nerouHoit aprepun %,
aprepun % cumxenne AJ1% cumwkenne AJ[”°, nosbieHue
Yacmo Al
[osbimenue AJl, IKXUMO3BI Yacmo
Backynur
Heuacmo
Hinemus, nepudepuueckas
HLLEMMS, Tpomb03
BHYTPHYEPENIHOTO  BEHO3HOTO
cHHyca
Hapymenuss co  cropoust | Ouens yacmo Hacmo
ABIXaTebHOI cucremsl, | Onbiuka®”, HocoBoe | PecriupatopHblii JUCTpece-
OpraHoB TIpYAHOH KJIETKH H | KPOBOTEYEHME , Kalluejb CHHIpOM’, oabiuka’*’,
CpeaoCTeHust HYacmo rieBpaibHas 0osb B IpyAHOM
Jluchonus wierke’’, runokcus’’
Hapymenuss co  cropousi | OQuens vacmo Yacmo
KKT Juapes™™, 3anop’, Gonb B | JKemyaouHO-KHILEUHOE
xusote”, TommoTa, peota’, | kpoBoTeueHue -V,
JIUCTIETICHS, CYXOCTb CJIM3MCTOMN | HEMPOXOJANMOCTh TOHKOTO
060104KH MoiocTH  pra, | kMweunuka', auapes’’, 3anop’,
CTOMATUT Goab B kuBore”, TOWHOTA,
Yacmo psora”’
Kesyn04HO-KHLIEYHOE
KpPOBOTEYEHHUE (BKJIOUAs
PEKTAlIbHOE, IeMOPPOMAAIILHOE,
FMHIHBAILHOE KPOBOTEUYECHHE M
KPOBOTEUYEHHE npu
NenTUYeCKOn sa3pe) ",
aucharus
Hewacmo
Koawur, Tudaur
Hapymenuss co  croponsi | Quens uacmo Yacmo
nedeHH M keadeBbiBoasimumx | [loBbiuenne  chiBopoTouHO# | Xonectas’, renaToTOKCHYHOCTS,
nyreii aKTUBHOCTH renaToLesLTIONsPHOE
ajlaHHHaAMMHOTpaHchepasbl nospesxeHue’’, MOBBILIEHHE
(AJIT), MOBBILIEHHE | CbIBOPOTOYHOH AKTUBHOCTH

ChIBOPOTOYHOM aKTUBHOCTH
ACT

Yacmo

['enaTouenmonspHoe
nospexaeHue’’, OTKIOHEHHe OT
HOPMbI nokasarene
(yHKIMOHAIBHbBIX npo6

neyenu’, runepounupyouHeMus
Heuacmo

AJIT, oTkiOHEHHE OT HOpPMbI
nokasaresiel  QyHKIMOHAIbHBIX
npo6 neyenn’

Heyacmo

[leueHOUHAs HEAOCTATOYHOCT
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ITeyenounas HelIlOCTaTO‘-lHOCTbA

Hapymenuss co  cropousi | Quens uacmo Yacmo
KOKH M NOKOKHBIX TKAHEH Coinb"’, KoXKHbIH 3y/1 Coinp”
Yacmo Heuacmo
Kpanushwuia, runeprusipos, | JlekapcTBeHHas KOXHas Chillb,
CYXOCTb KOXH, | COMpPOBOMK/JAIOLIANACS
FHUMEPIUIrMEeHTALMS KOXH, | 903MHO(UINEH M CHCTEMHBIMH
JK3eMa, IpuTeMa nposiBieHusMu’’
Heuacmo
JlekapcTBeHHas KOXKHAs Cbillb,
COMNPOBOKAAKOLLASACS
303MHODUIMEH M CUCTEMHBIMU
nposieiieHusMu”’,  HapyleHue
LBeTa KOXH, peaku1u
(oToceHcHOnIM3aLIMK
Hapymenuss co  cropoust | Ouens uacmo Yacmo
KOCTHO-MbIIICYHOMH u | Mbieunas cnabocts, | Mbieynas ciabocets’’, Gonb B

COCIHHHTE/IBHOH TKAHH

MbILIEYHbIE CYA0pOrH, Gonb B
KocTsX', 6011b U AUCKOMPOPT o
CTOPOHBI KOCTHO-MbILIEUHON M
COEIMHUTETLHOM TKaHH
(Bkmouas Goap B crnimue’ ™),
60/Ib B KOHEYHOCTAX, MHAITHs,
aprpanrus’

Yacmo

IIpunyxanue cycraBos

koctsx’, 60ab U aAuckomdopT co
CTOPOHbI KOCTHO-MbILLIEYHOH U
COE/IMHUTETLHON TKaHH
(Bxumouas 60s1b B cniune”’")
Heuacmo

[Tpumnyxanue cycraBoB

Hapymenuss co  croponst | Quens uacmo Heuacmo
noyek W MmoueBbiBoAstuX | [lovyeynas Hel0cTaTouHOCTh | TyOynsipHbIH MoYeyHbId HEKPO3
nyrei (Bkmrouas octpyio)’-
Yacmo
[emarypusi’, 3ajepka MOuM,
He/IepKaHHe MOYH
Heuacmo
IIpuoGperenHblii CHHJIPOM
DaHKOHH
Hapymenuss co  cropoust | Yacmo -
0JI0BBIX OpraHos U | DpekTuiabHas AuchyHKLMs
MOJIOYHBIX JKeJle3
Ob6mmue  paccrpoiicrBa  u | Quens vacmo Quenv yacmo

HAPYIICHHS B MeCTe BBe/ICHHS

[Tosbiiennas yromasemocts ",

OTEKH (BKJIIOYas
nepudepuueckue),

auxopazka’®’, acTeHwus,
rPUIIONOI00HbIH CHUH/IPOM
(BKJIHOHAIOLIM I JIMXOpaKy,
Kallle/lb, MHAJITHIO, KOCTHO-
MbIlIEUHYIO 00JIb, TOJIOBHYIO

00J1b ¥ 03HO0)
Yacmo

boss B
JieTaprus

a2 0,00
rpyaHoH  kierke””,

0,00

IToBbIIEHHAS YTOMIISEMOCTD
Hacmo
[lepudepuueckue
auxopaaka”’’, acrenus

OTECKH,

JlaGoparopubie "
HHCTPYMEHTA/IbHbIE IaHHbIE

Ouenv vacmo

[ToBbilIeHHE YPOBHS EI0YHOM
tdocdaraspl B r1azme KpoBU
Yacmo

[loBbienue konuenrpauuu C-
peakTuBHOrO Oeika B [uazme
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KPOBH

TpaBmbl,

HHTOKCHKAUHH H
OCJIOKHEHHS] MAHHNYJ IS LH A

Yacmo
[lagenue, yun6

0
HUIP, ommeuennvie kax «cepvesnvier 6 KH y nayuenmos ¢ MM, noayuasuux renaiudomuod 6 kombunayuu ¢

oexcamemazonom 1ubo ¢ menghananom u npedHU30N0HOM.

00
HIIP, ommeuennvie kax «cepvesnvie» 6 KH y nayuenmos ¢ BJIMM, nonyuawux nenarudomud 6 kombunayuu c

bopmezomubom u Oexcamemazonom.

A
Cm. «Onucanue omoensuvix HJIP».

"
Omuocumest monvko k cepoesnvim HIIP.

*
lTInockoknemounviti pax koxcu ommeuanca 6 xooe KH y nayuenmos ¢ MM, panee noayuaswux mepanuio

NEHANUOOMUOOM/DEKCAMemazonoM 8 CPABHEHUU C KOHMPOIbHOU 2PYRNON.

[Tnockoknemounuiii pak koxcu 6w 3apecucmpuposan ¢ KH y nayuenmos ¢ BIIMM, noayuasuiux

NeHanudoOMud/0eKcamemason 8 CpasHeHUuU ¢ KOHMpOAbHOU 2pYRNO.

Ceoonas mabnuya HJIP na ghone monomepanuu renaiidomudom

Tabmna3 u Tabimna4 noAroTOBIEHBI 10 J@HHBIM, MOJYYEHHBIM B XOJ€ IPOBEICHHUS

ocHoBHbIX KW y nanmentos ¢ MJIC u MKJIL, nosiydaBimmx MOHOTEPAIHIO JIEHATHIOMUIOM.

Tabmna 3. HJIP, saperucrpupoBannbie B KU y maumenroB ¢ MJIC, nosydaBmux

Jaenaaugomux’
Kuaace cucremsr Bee HJIP/Yacrora HJIP 3 u 4 crenenn
opranos/ TskecTH/Yacrora
ITpeanouruTe bHbIIH
TePMHH
Nudexnnonnsnie u | OQuenv yacmo Quenw uacmo
napasurapHbie Bakrepuanbhbie,  BUpycHbie M | [TneBmMoHus’
3ab0/1eBaHHS rpubkoBbie  uHpekumu (Bktouas | Yacmo
ONMOPTYHHCTHUECKHE HHDEKIIMH) bakrepuasibHble,  BHpPYCHbIE W
rpubkoBbie  UHbeKUuH  (BKIIOHas
onmnopryHucTHueckue HuHbekuun)’,
OpoHXHUT
Hapymenun co | Quenv vacmo Quenv yacmo
croponbl  KpoBu  u | TpomGouutonenus TpomGouuTonenus *°,
anmbarngeckoii HelTponenus ', neikoneHus HeiTponenus ', neikonenus
CHCTEMBI Yacmo
DebpuiibHas HeHTponeHus -
Hapymenus co | Ouenv yacmo -

CTOPOHBI YHIOKPHHHOMK
CHCTEMBI

['unotupeos

Hapymenus co | Ouenv yacmo Yacmo
CTOPOHBI obmena | CHWKeHUE anneTura ['unepriavkemus’, CHHIKEHHE
BelIECTB U NHTAHHUS Yacmo anrnerTuTa

[leperpy3zka ixene3oM, CHWKEHHE

Macchl Tesia
Hapymenusi ncHXuKH | — Yacmo

U3meHeHure HacTpoeHUs

Hapymenus co | Ouenv yacmo -
CTOPOHBI HepBHOIi | ['0/10BOKpY)keHHe, rosoBHas 60I1b
CHCTEMBI Yacmo

[lapecTe3uu
Hapymenus co | — Hacmo
CTOPOHBI Cepana Octpbiit UM, bubpruisiLms
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npe/cepmii’, cepsieuHas
HE0CTATOYHOCTD

Hapymenus co | Yacmo Yacmo

CTOPOHBI COCY/10B [Tosbiienue AJl, rematroma Benosubie  TpomGoambonuueckue
OCJIOKHEHUS,  MPEUMYLIECTBEHHO
TpoM603 raybokux Ben u TD

JIero4HoM aprepuu

Hapymenus co | Ouenv uacmo -
cTopoHbI AbIXaTebHol | HocoBoe kposoTeueHue
CHCTEMBI, OpraHoB
rPYAHOH KJETKH H
cpeoCcTeH st
Hapymenus co | Ouenv yacmo Yacmo
croponb! JKKT Juapes’, Goab B kuBote (Bkaouas | Jluapes’, Tomnora, 3yGHas 6016
SMUracTpaIbHyO obnacTs),
TOLIHOTA, PBOTA, 3aM0p
Yacmo
Cyxocth  CAM3MCTOM  00O0JI0YKH
MOJIOCTH PTa, JAUCIIETICUS
Hapywenns co | Hacmo Yacmo
croponbl  medenu M | OTKIOHEHMS OT HOpMbI MoKasarenei | OTKJIOHEHHS OT HOPMbI MOKa3aTesieH
7KeJTYeBbIBOASIIHX (yHKUMOHAIBHBIX 1PO06 neyeHu (hyHKIMOHANBHBIX NIPOD neyeHu
nyre
Hapymenus co | Ouenv vacmo Yacmo
cToponbl  KOKH M | Cbilb, CYXOCTb KOXH, 3y/1 Chinb, KOXKHbIH 3y /1
NOKOKHBIX TKAHEH
Hapymenus co | Ouens yacmo Yacmo
CTOPOHBI KOCTHO- | MblleyHble  CyJA0pOrd, KOCTHO- | bosb B criune’
MBbIIIEYHOH H | MbiieyHas 6onb (Biitodas 60k B
COeIHHUTEILHOMN cnune’ M 60ab B KOHEUHOCTSX),
TKAHH apTpasirus, MUaJITUs
Hapymenus co | — Yacmo
CTOPOHBI  MOYEK H [ToyeyHas He0CTATOUHOCTD'
MOY€eBbIBOASI X
nyrei
O6mue paccrpoiictBa | Ouens uacmo Yacmo
u Hapymenust B mecte | [loBbilieHHas yromisemocTs, | Jiuxopanaka
BBE/ICHHS nepudepuueckue OTeKH,
IPUIIONOA00HbIH CHHIPOM
(BKUIIOYAs  JIMXOPA/IKy,  Kallelb,
(hapuHruT,  MMAIrMIO,  KOCTHO-
MbILLIEYHYIO 601k, rOIOBHYIO 601b)
Tpasmbl, oTpaBienue | — Yacmo
" OCJI0KHEHHUSI [Tagenue
npoueayp

A
Cm. noopaszoden «Onucanue omoenvnovix HIIP ».

¢ HIIP, 3apezucmpuposannsie kak «cepvesnvier 6 xooe KH MJIC.

"~ Hamenenue nacmpoenus bvino 3apezucmpuposano kax wacmoe cepvesnoe HJIP 6 xode KH ¢pazer 111 MIIC; ono ne
Ovino ommeyeno kax HJIP 3 wiu 4 cmenenu msiocecmu.

Aneopumm Ons 6Kn04enus 6 0bwyio xapakmepucmuky aekapcmsennozo cpeocmea (SmPC): ece HIIP, cobpannsie ¢
nomowyvio ancopumma KH ¢hazet 111, exnouenst 8 SmPC Esponeiickozo cowsa (EU). [Iposodwrace dononnumensnas
npoeepka wacmomer smux HJIP, cobpannvix ¢ nomowwio arcopumma KH ¢hazer 11, u, ecru wacmoma HJIP ¢ KH
aze Il boura eviwe, vem 6 KH ¢hasel 111, senenue 6ouro exnoveno 6 EU SmPC ¢ mou wacmomot, komopas
ommeuena ¢ KH 11 ¢ghaszei.

¥ Anzopumm, npumensnemoiit osn MJC
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MIC ¢ KH gaswbi 111 (0sounas crenas nonyrsyus 0ns oyenku 6e30nacHocmu, paziuyue mMexcoy JeHanudomMudom

5/10 m2 u nnayebo no nepeoHa"aATbHOMY PeXCuMy 003UPOBAHUSL, OMMEYCHHOE KAK MUHUMYM VY 2 NAYUEHMOB):

* sce HIIP, pecucmpupyembie 6 xooe nevenus y >5 % nayuenmos, nONyuasuiux nenaiudomud, u Kak
Munumym ¢ 2 % pasnuyei 8 005X MeHcOY NeHaAnudoMudoM u niayebo;

e sce HIIP, sosnukaiowue & xooe neuenus, 3 u 4 cmenenu maxcecmu y 1% nayuenmos, noayuasuiux
srenanudomuo, u kax munumym ¢ 1 % paznuyen 8 0onsx mexncoy 1eHanudomMudom u niayebo;

® 6ce HIIP, sosnukarowue 6 xooe nevenus y 1 % nayuenmos, nonyuasuux 1eHanuooMuo, u Kak MUHUMyM C
1 % paznuyei 6 donsix mexcoy 1enanudomudom u niayebo.

MJIC 6 KU ghaze II:

* gce HJIP, 6o3nukarowue 6 xooe nevenus y > 5% nayuenmos, nonyyasuiux 1eHammoomuo;

® gce HJIP, sosnuxaiowue & xooe nevenus, 3 u 4 cmenenu msicecmu y 1% nayuenmos, NONYYABUIUX

NICHANUOOMUO;

*  gce cepvesnvie HIIP, 6o3nuxaiowue 6 xooe nevenust y 1 % nayuenmos, nonyuasuiux nenanudomuo.
Tabamna 4. HJIP, ormeuennsie B KM y naunentos ¢ MKJI, no/tyuaBmux JieHa mioMug

Kuaace cucremsi Bcee HJIP/ YacroTa HJIP 3 u 4 crenenn tsokecrn/Yacrora
opranos/
IIpeanournrenbHbIi
TePMHH
Undexunonnnie u | Ouenv yacmo Yacmo
napasurapHbie bakrepuasnbHbie, BUpPyCcHble M | bakTepuasibHbie, BUPYCHbBIE "
3abosieBanus rpubkoBble  MHGMekuMu  (Brtouas | rpubkoBbie  uH(ekuMM  (BKIOYas
ONMopTyHUCTHYECKHE HMH(DeKLMK)’, | ONMOPTYHUCTHYECKHE
Ha30(apUHIUT, THEBMOHMS® undexuun)’, nHeBMOHMs"
Yacmo
Cunycur
HosooOpasoBauus Yacmo Yacmo
nobpokavyecTBennbie, | CHHIPOM «BCIbILLKHY OMYXO/IH CHHIIPOM  «BCIBILIKM»  OMyXOJIH,
3JI0KAYECTBEHHbIC M IJIOCKOK/IETOYHbIH pak  Koxku
HEYTOYHEHHbIe Ga3a/IbHOKJIETOUHAs KapLMHoMa

(BKJIIOYAST KHCTBI H
NOJIHITbI)

Hapymenus co | Ouensv yacmo Quensv yacmo
croponsl KpoBu u | TpomGouuronenus , TpomGouutonenus ,  HelTponeHus *,
auMpaTHYecKOi HeHTponeHus *, neiikonenus’, | anemus’
CHCTEMBI aHemus’ Yacmo
Yacmo ®ebpuibHas Helrponenus *’,
®ebpuibhas HelirponeHus neiikonenus’
Hapymenus co | Ouenv yacmo Yacmo
CTOPOHBI oomena | CHikenne anmnerurta, cHwkenue | O6e3BoxkuBanue’, TUIMIOHATPUEMHUS,
BEHIECTB M MHTAHHUSA | MAacChl TeJ1a, FTHIIOKAIUeMHs rUMOKaIbLIMeMHUS
Yacmo
O6e3BoxuBaHUe’
Hapymenus Yacmo -
NCHXHKH becconuua
Hapymenus co | Yacmo Yacmo
cToponbl  HepBHO# | /[ucres3us, roJIoBHast 6o, | INepudepuueckas CeHCOpHas
CHCTEMBI nepudepryeckas HelponaTus HeHponaTus, Jeraprus
Hapymenus co | Yacmo -
CTOPOHBI oprana | Bepruro
CJIyXa H paBHOBECHS
Hapymenus co | — Yacmo
CTOPOHBI cepana Octpbiid UM™, cepaeuHas
HE10CTATOYHOCTD
Hapymenus co | Yacmo Yacmo
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CTOPOHBI COCY/10B

Cumxenue AJT

Tpom603 ray6okux sen’, TD nerouHoit
aprepuu *, chmkenne AJI°

Hapymenus co | OQuens vacmo Yacmo
CTOPOHBI Onbika’ Onbiuika’
AbIXaTeJbHOH
CHCTEMbl, OpPraHoB
IPpYAHOH KJETKH H
CcpeoCTeHus
Hapymenus co | Ouensv yacmo Yacmo
croponst KKT Jluapes’, Tomnora’, ppora’, 3anop Jluapes’, 601b B xuBoTE’, 3a110p
Yacmo
Bouib B xuBoTE
Hapymenus co | Ouenv yacmo Yacmo
cropoubl  Kkoxku M | Coinb  (Bxmovas — awieprudeckuit | Coinb
NOJAKOKHBIX TKAHEH | JepMaTuT), KOXKHBIH 3y/1
Yacmo
HouHas noTaMBOCTb, CYXOCTh KOXH
Hapymenus co | OQuenv yacmo Yacmo
CTOPOHBI KOCTHO- | MbiieuHbie  cygopord, Gonb B | boab B crniuHe, MbieyHas caabocts’,
MbIIIEYHOH H | CriMHE aprpairus, 60/1b B KOHEYHOCTAX
COeIHHHUTE/IbHOM Yacmo
TKAHH Aptpaiarusi, 60b B KOHEYHOCTSX,
MblLIEYHas c1a60CTh’
Hapymenusi co | — Yacmo
CTOPOHBI TOYEeK M [ToyeyHas HEOCTATOUHOCTE'
MOY€eBbIBO/SIIHX
nyTei
O6mue Ouenv yacmo Yacmo
paccrpoiicTea u | [loBblnenHas yromisemocts, | Jluxopaaka’, actenus’, nosbileHHas

HADYHIEHHSI B MecTe
BBe/ICHHUS

actenus’, nepudepHueckue OTEeKH,
rPUINMNONOA00HbIH CHHJIPOM
(BKJIOYAs IMXOpaKY’, Kaluesb)

Yacmo
03100

YTOMJISEMOCTD

A
Cm. noopaszoen «Onucanue omoenvhvix H/IP ».

® Htp, 3ape2ucmpuposanibie Kaxk «cepvesnvier 6 xooe KH MKJI.

Anzopumm, npumensemsiit 01a MKJI
Konmponupyemoe KH ¢hazer 11 MKJI:

e gce HJIP, soznuxaiowue 6 xooe nevenus y > 5 % nayuenmos, nROAYHABUUX NEHAIUOOMUO, U KAK MUHUMYM C

2 % pasnuyeit 6 001X MelcOy epynnol IeHaNUOOMUOA U ZPYRNOU KOHMPOIA,

e gce HJIP, sosnuxaowue 6 xode nevenus, 3 u 4 cmenenu msxcecmu y > 1 % nayuenmos, noayyasuiux
nenanudomud, u kak munumym ¢ 1 % paznuyein 6 0onax Mexcoy 2pynnoul 1eHanudomMuda u zpynnou

KOHMpPONs;

e gce HJIP, sosnuxaiowjue 6 xooe nevenus y > 1 % nayuenmos, nonyuasuiux 1eHanudoMuo, u Kak MUHUMYM C

1 % pasnuyei 6 0onsix medicoy epynno 1eHatudomMuda u 2pynnoi KOHmpons.

Hccenedosanue 6 oonou epynne KH ghazet 11 y nayuenmos ¢ MKJI:

e gce HJIP, sosnuxarowue 6 xode nevenus y > 5 % nayuenmos;

o gce HJ/IP 3 u 4 cmenenu masicecmu, 6o3nuxkaioujue 6 xooe nevenus y 2 u bonee nayuenmos;

e gce HJIP, soznukaiowue 6 xooe nevenus y 2 u 6onee nayueHmos.
Csoonas. mabauya HJIP 015 kombunuposannoi mepanuu 1eHaiudOMuOoM npu GOoIIUKYASAPHOU

aumpome u aumgome u3 Kiemox Map2uHaibHOU 30Hbl
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Tabnuna 5 nmoarorossieHa 110 AaHHBIM, MOJIYYEHHBIM B X0j1e npoBejierus ocHoBHBIX KM (NHL-

007 u NHL-008) y naumentoB ¢ ®JI u JIM3, nonyyaBummx KOMOWHUPOBAHHYIO TEPAIMIO

JICHATTMJIOMH/IOM C PUTYKCUMAOOM.

Tabamna 5. HJIP, ormeuaBmuecs B KU y naumentoB ¢ ®JI u JIM3, noayuaBmmux

JEHAJTHIOMH/I B KOMOHHALMH ¢ pHTyKCHM860M

CHCTeMHO-0praHHbIi Bee HJIP/Yacrora HJIP 3 u 4 crenenn
kaacc/IIpeanoyrurebHbii TsxecTn/Yacrora
TePMHH
HNudexkunonnnie u | Ouens yacmo Yacmo
napasurapubie 3abosesanun | Mndexumn Bepxuux | [TneBmonus’, cencuc’, GPOHXHT,
AbIXaTeJIbHBIX MyTeH racTPOIHTEPHUT, UHDEKLUH
Yacmo MOYEBbIBOASLIMX MyTeH
[TeBmoHus®, rpunmn, GPOHXHT,
CHUHYCHT, MH(pEKLIUH

MOYEBBIBOSLIIUX nyTeﬁ

JlobpokauecTBennbIe,
3/I0Ka4eCcTBEHHbIE H
HeYTOYHEHHbIe
HOBOOOpa3oBaHusi (BKJIOYAsS
KHCTbI H NOJIHIIbI)

Quens yacmo

CHHIPOM «BCIIBILIKH» OIYXOJIH
Yacmo

[110CKOKAETOUHBIH paK KOXKH =

Yacmo
bazanbHOKIIETOUYHAs
KapuuHoma

Hapymenuss co  cropoust | Quens uacmo Quenv yacmo

KpoBn u ammdarnueckoii | Heitrponenns ™, anemus’, | Heiirponenus -

CHCTEMBbI TpomGouMTONEHHs Yacmo
nerKoneHus Auemus’, TpomboumTonenus
Yacmo ¢bebpuiibHas Helrponenus’,
Jlumdonenus””” neiikonenus’, aumdonenus”

Hapymenuss co  cropousl | Ouens uacmo Yacmo

00MeHAa BellecTB H NHTAHUS CHuxeHue anneruta, | O6e3BoxkuBanue’,
TUTOKATHEMHUS FUMEPKATLLUMEMHS,  CHUIKEHHE
Yacmo anrneTuTa, TUTOKATHEMHS,
O6e3BokuBaHUe’ runogocharemus,

rUMepypUKeMus

Hapymenusi ICHXHKH Yacmo -
Jlenpeccus, 6ecconnuua

Hapymennss co  cropons! | Quens yacmo Yacmo

HEPBHOMH CHCTEMbI ["onoBHas 6osb, | O6MOpOK
rOJIOBOKpYIKEHHE
Yacmo
[lepudepuueckas Helponarus,
M3BpallieHHe BKyca

Hapymennss ¢co  cTOpOHBI | - Yacmo

cepaua DOubpUAIALMS NIPeCepANiA’

Hapymenuss co  croponms | Yacmo Quenv yacmo

COCY/10B Cuwxenne AJ] TD  nerounoit  aprepum ’,

cHwxeHue AJl

Hapymenuss co  cropousi | Ouens yacmo Yacmo

ABIXaTe/ILHOMH cucrembl, | Ozbiika’, kawesns Onpiuika’

opraHoB rpyaHoii wkiaerkm m | Yacmo

cpeaocTeHus bosib B poToriorke

Hapymenuss co  cropoust | Quens uacmo Yacmo

KKT Bosb B sxuBoTe’, auapes, 3anop, | boab B xkusote’, auapes, 3anop,

TOLIHOTA, PBOTA
Yacmo

CTOMATHT
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bonb B BepxHe# 4yacTu KuBOTa,
JIUCTIENCHUS, CTOMATHUT, CYXOCTb
CJIM3UCTOH OOOJIOYKH  TMOJIOCTH
pra
Hapymenuss co cropoust | Ouens vacmo HYacmo
KOKH H NOKOKHBIX TKAHE#H Chinb’, KOXKHBIH 3y/1 Coinb’, KOKHBIH 3y
Yacmo
CyxocTtb KOXH, HOYHas
NOTJIMBOCTh, IPUTEMA
Hapymenuss co  cropounsl | Quens vacmo Yacmo
KOCTHO-MbIIIEYHOM n | Mpieunsie cyaoporu, 6one B | bonb B koHewHocTsix, 0osib B
COe/IHHHTE/IbHOH TKAHH CMMHE, apTpaIrus wee
Hacmo
bBojib B KOHEUHOCTSIX, MHAITHA,
6ou1b B LICE
Hapymenuss co  croponsl | - Yacmo
NOYeK M  MOYEBBIBOASIUIHX Ocrpas noyeyHas
nyrei HEJ0CTATOYHOCTD
Ob6mmue  paccrpoiicrBa  u | Quens yacmo Hacmo
HApyuIeHus B MecTe BBeaenns | Jluxopaaka’, nosbiieHHas | [loBbllueHHass — yTOMJISE€MOCTb,
YTOMJISEMOCTb, acTeHMs, | aCTeHMs
nepudepuyecKue 0TeKu
Yacmo
O3H00
JlabopaTopubie n | Yacmo Yacmo
HHCTpYMEHTA/IbHbIE Januble | CHWKeHHe Macchbl Tesia [ToBbienue ChIBOPOTOYHOM
aktuBHoCTH AJIT

" Cw. «Onucanue omoensusix HJIP».
Anzopumm, npumensnemotit o1a @JI u JIM3
Koumponupyemoe KH ¢azer 111:

. HJIP ¢ KH NHL-007 — ece HJIP, soznuxawowue ¢ xode nevenus y >5,0% nayuenmos,
nonyuasuux aenanudomud/pumykcumab, u ¢ ne menee yem na 2,0 % Gonewen vacmomou (%) 6 zpynne
JNeHanUOOMUOa NO CPABHEHUIO ¢ KOHMPOILHOU 2PYRNOU (NONYISIYUS 015 OYeHKU Be30nacHoCcmu);

° HIIP 3-4 cmenenu maxcecmu ¢ KH NHL-007 — ece HJIP 3-4 cmenenu mscecmu,
BO3HUKAIOWUe 8 X00e nevenus ne menee yem y 1,0 % nayuenmos, nonyuasuwux 1eHanudomMud/pumykcumao,
u ¢ ne menee wem na 1,0 % bonvwen vacmomoi 8 cpynne 1eHaiudOMuOa RO CPABHEHUIO ¢ KOHMPONbHOU
2pynnou (nonyasyus oas oyenku besonacnocmu);

. cepvesuvie HIIP ¢ KM NHL-007 — ece cepvesnvie HIIP, sosnukaiowue 6 xode neyenus ne menee,
uem y 1,0 % nayuenmos, noayuasuiux nenanudomud/pumykcumab, u ¢ ne menee yem na 1,0 % Gonvwen
yacmomou 6 2pynne J1eHaiudoMud/pumykcumatd no cpagHenuio ¢ KOHMpPOAbHOU 2pynnol (nonyasiyus 0ns

oyenku bezonacnocmu).
Hcenedosanue 6 0onou epynne KH ghazer 111 y nayuenmog ¢ undonenmuou nexooxuckunckou aumdomout (uHXJ1):

. HJIP ¢ KH NHL-008 — 6ce HJIP, sosnuxaiowue 6 xooe nevenusy > 5,0 % nayuenmos;

. HIIP 3-4 cmenenu msaxcecmu ¢ KH NHL-008 — ece HJIP 3-4 cmenenu msaxcecmu,
soznuxaiowue 6 xooe nevenuny > 1,0 % nayuenmos;

. cepvesnvie HJIIP ¢ KH NHL-008 — sce cepvesnsie HJIP, eosnuxaiowue 6 xooe nevenus y > 1,0 %
nayuenmoe.

% HITP, ommevennvie xax «cepvesnvier 6 KH y nayuenmoe ¢ ®@J1 u JIMS3.

" Omnocumes monwko k cepvesnbim HIIP.

" O6obuyarowuii MEPMUN «Cbinby GKIIONAEM Cledyloujue NPeOnOYMUMenbHole MEPMUHbL: CblNb, MAKYI0NANYIe3Has
CbINb, KPANUGHUYQ.

™ O6obwaowui MEPMUH «1eUKONENUS» BKAI0Haem credyioujue npeonoymumenbHble MepMunbl: 1eUKONeHus u
CHUDICEHUE YUCIA NeUKOYUMOB.

Tk 1
Obobwaiowguii mepmun «rumgonenusi» BKIOUAem ciedyiouue NPeonOYMUmMenbHble MepMUHbl: TUMPONeHus u
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CHUMNCEHUEe Yucaa flwu(bouumoe.

Ceoounas mabauya HIIP, ommeyennvix 60 6pems nOCmpe2ucmpayuoHH020 NPUMEHEHUS

B nononnenue k BbineykazanusiM HJIP, BeisiBaenHsiM B xoae ocHoBHbIX KU, Tabnuua 6

MOATOTOBJIEHA HA OCHOBE 00bEIMHEHHBIX NOCTPEruCTPAIIMOHHBIX JITaHHBIX.

Tabauua 6. HJIP, 3aperucrpupoBaHHbie B MOCTPErHCTPALIMOHHOM NEPHO/IE Y NALHEHTOB,

MNOJIy4aBIIHX JICHAJIHIOMH/L

Kuiace cucremsi opranos/ Bce HJIP/Yactora HJIP 3 u 4 crenenn

IpeanournTebHbIH TszkecTH/Yacrora
TePMHH

HNudexnnonnnie u | Yacmoma neussecmna Yacmoma neuzsecmua

napasuTapubie Bupychbie HHpeKLHH (Bxitouas | BupycHbie uHpeKLuu

3abo/1eBaHUS OMOSACHIBAIOIIMN UIIAH U peaKTUBALMIO | (BKJIIOYAs  OMOSICbIBAIOLIMIA

supyca HBV) YA M peaKTUBALMIO
supyca HBV)

JlobpokayecTBeHHbIE, - Peoxo

3JI0Ka4eCTBEHHbIE H CuHapoM Jiu3Kca OImyXosu

HeYTOYHeHHbIe

HOBOOOpa3oBaHHA

(BKJIIOUAast KHCThI H

NOJTHITBI)

Hapymenusi co croponsi
KPOBH H JUM(aTHYECKOH
CHCTEMbI

Yacmoma neussecmua
[Tpuobperennas remodunus

Hapymienusi co cropoHsbi
HMMYHHOH CHCTEMBI

Peoko
Anaduiakruyeckas peakims
Yacmoma neuszeecmna

Peoko
Anadunakruyeckas peakius

OtropikeHue TpaHCIUlaHTaTa
MapeHXMMaTO3HbIX OPraHoB
Hapymenuss co croponsi | Yacmo -
IHTOKPHHHOMN CHCTEMBbI ['uneprupeos
Hapymenust co cropousi | Heuacmo Peoko

AbIXATEJbLHOH  CHCTEMbI,
OpraHoB IpyAHOH KJIETKH
H CPe/I0CTEeHH S

Jlerounas ANEPTEH3UA

JlerouHas runepreHs3us
Yacmoma neuszsecmna
HurepcTuumanbHbli
[THEBMOHUT

Hapywenusi co croponsi
KKT

Yacmoma neuszsecmmna
[Tankpeatur,  nepdopauus
KKT (Britouas yiemieHue
IPbIKH, nepdopatuio
KMIICYHMKA, B TOM 4HCI/Ie
TOJICTON KHLIKH)

Hapymenusi co cTopoHbl
nevYeHu "
KeJI4YEeBbIBOAAIIHX IyTeH

Yacmoma neuzsecmna

OcTpasi neYeHouHast HEAOCTATOUHOCT ,
TOKCUYECKMH renaTuT , MTOJIUTHYECKH
renaTuT , XOJIECTATUYECKUH renarTur ,
CMELLaHHbIH
LMTOJIMTHYECKHUI/X0JIeCTATUHUECKUH
renaTuT.

Yacmoma neussecmua
Ocrpas reyeHoYHas
HE/I0CTATOYHOCTD ,
TOKCHYECKHI renaTut

Hapymenust co cropoHbi
KOXKH H NMOAKOKHBIX
TKaHeH

Hevacmo
AHIMOHEBPOTHYECKUI OTEK
Peoxo
Cunzipom
JlxoHcoHa ,

CruBeHca-
TOKCHYECKHH
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SMUAEPMAIIbHBIN HEKPOJIN3
Yacmoma neuzsecmna
JleMKOUMTOKIACTHYECKU I
BaCKYyJIUT,  JIeKapCTBEHHas

KOYKHast peaxkuus,
COIMpPOBOXKAAKOLIASACS
903uHODUIIHEH "
CHUCTEMHBIMH
MPOSIBIEHUSMH

Cm. noopaszoen « Onucanue omoensnvix HI/IP ».

Onucanue omoensnuvix H/IP

Tepamoeennocme

JleHanmuIOMUL SBJISIETCS CTPYKTYPHBIM aHAJIOIOM TAlWJAOMHJIa — AaKTHBHOIO BEINECTBA,

obnanaromero TepaToreHHbIM A((GEKTOM ©  BBI3BIBAIOLIETO TSOKEJIbIE HKH3HEYIPOKAIOIIHE
QHOMAJIMM pasBUTHUs y 4ejoBeka. JleHamuaoMua MHAYUHpOBaJI y O0€3bsH IOSBJICHUE
BPOXK/ICHHBIX aHOMAJIMH, CXOXKHX C OMMCAHHBIMU Ul TanuaoMuaa (cM. paszen «lIpumenenue
npu OEPEeMEHHOCTH M B MEPUOJ I'PYAHOTO BCKapMIIMBAHUS»). EC/M JIeHAM/IOMH/] TOCTYNAeT B
OpraHu3m BO BpeMsi OEpeMEHHOCTH, MOYKHO IIPOTHO3UPOBATH €r0 TEPATOTeHHBIN P PEKT.

Heitmponenus u mpomboyumonenus

Bnepevie Ouaznocmuposannas MHONCECMBEHHAS MUEIOMA: NAYUEHMbL, KOMOPbIM NOKA3AHA
Mpancnaanmayus, — nOayYaswiue  NeHAIOOMud 6 Kombunayuu ¢  OGopmezomubom u
oekcamemazonom

He#trponenus 4 crenenn tsokectd Habmonanacs y 2,8 % u 28,7 % naiueHToB B UCCIICI0BAHHSX
PETHEMA GEM2012 u IFM 2009 cootBercTBeHHO. DeGpuibHas HEWTpONeHHs 4 CTeleHH
Tsokect Habmoanace y 0,0 % u 1,1 % nauuentos B uccienoBanusx PETHEMA GEM2012 u
IFM 2009 cooTBeTCTBEHHO.

Tpombouurtonenus 3 unu 4 creneHu TskecTd HaOmoxanack y 6,3 % u 18,5 % nanueHToB B
uccienoanusix PETHEMA GEM2012 u IFM 2009 cooTBeTCTBEHHO.

Bnepevie Ouacnocmuposannas muodcecmeennas mueroma: nayuenmor nocie TICK ¢
nocneoyloujei n000epICUBAIOujelt mepanueti 1eHatUdOMUOOM

ITonnepxupatomas tepanus neHamuaomuom nocsie TI'CK waiie conpoBokaanach pa3BUTHEM
HedTponenuu 4 crenenu, yem B rpynne mianedo (32,1 % B cpaBuenuun ¢ 26,7 % [16,1 % B
cpaBuenuu ¢ 1.8 % nocie nauana nopnepxusatomieit repanuu]| B xone KM CALGB 100104 u
16,4 % B cpaBuenuu ¢ 0,7 % B KM [FM 2005-02 coorBercTBenHo). Y 2.2 % nauuenros 8 KU
CALGB 100104 u 2,4 % naumentoB B KU IFM 2005-02 cOOTBETCTBEHHO 3aperucTpupoBaHa
HEHTPOIIEHUS, KOTOpasi NpHUBeNa K IPEKPaAlICHUI0 Tepanuu JeHatugaomugaom. DeGpuiibHas
HeHTponeHusi 4 CTENEHW TSHKECTH  pa3BUBajJach €O CXOXKEH 4acToToi B rpynmie

NO/UICP)KUBAIOIIECH Tepanuu JieHaauaoMuaoM u rpynne manebo B obomx KU (0.4 % B
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cpasHenuu ¢ 0,5 % [0.4 % B cpasuenuu ¢ 0,5 % nociie Havaia MOJIEPKUBAIOIICH Tepaniu| B
KW CALGB 100104 u 0,3 % B cpaBaennu ¢ 0 % B KM IFM 2005-02 coOTBETCTBEHHO).
[TortepkuBatomas  tepanus  naeHamugomuoM nocie TI'CK 4ame BbI3biBaia  pa3BUTHE
TpomboruToneHun 3 uiaM 4 creneHu TsHkecTH, yem ranebo (37,5 % B cpaBHenuun ¢ 30,3 %
[179% B cpaBuenun c¢ 4,1 % nocne wHawyana mnojylepxuBaiomieid tepanuu| B xoxe KU
CALGB 100104 u 13,0 % B cpaBuenunu ¢ 2,9 % 8 KU IFM 2005-02 cOOTBETCTBEHHO).

Bnepebvie Ouaznocmuposannas MHOJMCECMBEHHAS MUCIOMA: NAYUEHMbL, KOMOPbIM He NOKA3ana
MpAnCcnAGUmMayus,  NOLYYaswiue J1eHatuoomMuo 6 Kombunayuu ¢  6OGopmeszomubom u
oexcamemaszoHom

B ucciaepoannun SWOG S0777 wueittponienus 4 creneHd TsoKecTH Habiojgaiach B TpyIie
NAlMEHTOB, [10JIy4aBIIMX JICUYCHHE JICHAJIWJOMHIOM B KomOuWHamuu ¢ OopresomuboOM u
nekcamerazonom (RVd), pexe, yem B rpynme cpaBHenus Rd (2,7 % B cpaBHenun ¢ 5.9 %). B
rpynnax RVd u Rd Obuta 3apeructpupoBaHa aHalOrM4yHas 4actoTa pa3BUTHS (HeOpHIBHOM
nerrponenuu 4 crenenu Tsokectu (0,0 % B cpasuenuu ¢ 0,4 %).

TpombouuTonenus 3 umm 4 crenenu TsokecTn Habmoanack B rpynne RVd yaie, yem B rpymnme
cpaBuenust Rd (17,2 % B cpaBaenuu ¢ 9.4 %).

Bnepevie ouaznocmuposannas MHOJNCECMBEHHAS MUEIOMA. NAYUEHMbL, KOMOPLIM He NOKA3aHd
MPAHCRIaHMayus, NOLYYasuIue 1eHaIUOOMUO 6 KOMOUHAYUU OeKCamMemasoHom

[Ipu npumeHeHUHn KOMOMHAIIMM JICHATTM/IOMHM/IA C HU3KHMHU JI03aMHU JIeKCaMeTa30Ha y NMalueHTOB
¢ BJ/IMM otmeuannoch yMeHbIIIEHHE YAaCTOThl BO3HUKHOBEHUS HEUTPOIICHUHU 4 CTEIEHHU TSHKECTH
(8.5 % B rpynne Rd (nenpepsiBHoe snedyenne) u Rd18 (neyenue B Tedenwe 18 4-HemenbHBIX
IMKJIOB) B cpaBHeHUH ¢ 15 % B rpynne MPT). ®ebpuibnuas HeiATporneHus: 4 CTENEHH TSHKECTH
nHabmonanace Heyacto (0,6 % B rpynne Rd u Rd18 B cpaBuenuu ¢ 0,7 % B rpynne MPT).

[Ipn npumenenuun koMOMHAIMM JICHATMIOMH/IA C JeKcamMeTa3oHOM y mnaiueHTtoB ¢ BJ/IMM
O0TMEYaJIOCh YMEHBIIEHUE YaCcTOThl BO3HUKHOBEHHUSI TpomOonuTonenuu 3 u 4 crenenu (8,1 % B
rpynne Rd u Rd18 B cpauenuu ¢ 11 % B rpynne MPT).

Bnepevle ouaznocmuposannas MHOJMCECMEEHHAS MUCIOMA: NAYUCHMbL, KOMOPLIM He NOKA3aHda
MPAnCRIaHMAYUsl, NOAYYABUIUE IEHATUOOMUO 6 COYEMAHUU C MEAPANAHOM U NPEOHUZ0NOHOM
[Ipumenenue jieHaIMIOMUIA B KOMOMHAIMK ¢ MeJI(aaHoM U IPETHU30I0HOM Y MAIUEHTOB €
BJ/IMM conpoBoxaainocs 0ojiee BHICOKOH 4acTOTOM BO3HHKHOBEHHS HEHTPOIICHHH 4 CTENEHH
Tsokectd (34,1 % B rpynne MPR+R/MPR+p) no cpaBuenuto ¢ rpynmnoid MPp+p (7.8 %).
Onu3ozabl GedpuiibHOM HelTponieHuu 4 crenenu TsokecTH HaOmoauch vaue (1,7 % B rpymnme
MPR+R/MPR+p no cpasuenuto ¢ 0,0 % B rpynne MPp+p).

IIpumenenue sieHanuIoMu1a B KOMOMHAIMK ¢ MendanaHoM U MpeHU30JI0HOM Y TAIHeHTOB ¢

B/IMM conpoBoX/1ajloCh MOBBIIIEHHONH YacTOTOH BO3HMUKHOBEHHS TPOMOOLMTONEHHH 3 M
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4 crenenu Tsokectu (40,4 % B rpynne MPR+R/MPR+p) no cpashenuto ¢ rpynmoii MPp+p
(13,7 %).

Mnoocecmeennas mueroma: nayuenmeol, ROIYHUBUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu
[Ipumenenve KOMOMHALMM JICHATMIOMHIA C JIEKCAMETA30HOM Yy MalMeHToB ¢ MM
COIIPOBOK/AJIOCH MOBBIIICHHEM YacTOThI pa3sBUTHS HEWTporneHuu 4 crenenu TsokectH (y 5,1 %
NAlMCHTOB, MPUHUMABLIMX JICHAIMJIOMHUJ C JleKcamMeTa3oHoM, mno cpaBHeHuio ¢ 0.6 % y
MAlMEHTOB, MPUHAMABIIMX KOMOMHaIMIO JekcamerasoHa U 1wianebo). @eGpunbHas
HEUTpONEeHHUs 4 CTENEHH TSHKECTH Y MAlMEeHTOB, PHHAMABIINX KOMOMHAIIMIO JICHAIMIOMH/IA C
JIEKCaMETa30HOM, OTMmevaiach Hewacto — 0,6 % (y manueHToB, NMPUHHUMABIIMX KOMOWHAIMIO
Jiekcamerasona u mianebo — 0,0 %).

[Ipumenenue koMOMHAIMM JeHATMIOMMIA C JleKcaMmeTra3oHoM npu MM  conpoBoxaanoch
MOBBILICHUEM BEPOSTHOCTH pa3BUTHs TpomOoruToneHnuu 3 u 4 crenenu tsokectu (9.9 % u 1.4 %
COOTBETCTBEHHO Y MAIMEHTOB, IPUHUMABIINX JICHATHIOMH/L C JEKCAMETa30HOM, OTHOCHTEIHHO
2.3 % u 0,0 % y nanueHToB, NPUHAMABIIHX KOMOMHAIIMIO JIEKCaMeTa30Ha M 11anedo).
Ilayuenmor ¢ Mmuenrooucniacmuyeckumu CUHOPOMamu

VY nanuentoB ¢ MJIC, nony4aBuinx Tepanuio JICHAIHIOMHU/IOM, Yallle pa3BUBaIach HEHTPOIICHUS
3 u 4 crenenu Tsokectd (74,6 % y nanMeHTOB, MOJYYaBLIMX JICHAIMIOMHM, 110 CPABHEHMIO C
149 % y naumenrtoB, noxyuaBmux tuanebo, B KW daser III). Ciayyan d¢ebpuabaoi
HEHTponeHUH 3 U 4 CTENEeHH TSHKECTH OTMeuYeHbl y 2,2 % mNalueHTOB B IpyINE Tepanud
neHamuaoMuaoM 1o cpasHeHuto ¢ 0,0 % y maumentoB B rpynme ruianebo. Ilpumenenue
JIEHAJIM/IOMHM/IA Yallle COMPOBOKIAAETCS PA3BUTHEM TPOMOOLMTONECHUH 3 ¥ 4 CTEHEHH TSKeCTH (Y
37 % nanueHTOB, MOJIy4aBIINX JCHATHIOMH/I, 10 CpaBHEHHUIO ¢ 1,5 % nanueHToB, 1M0J1y4YaBIIMX
mwiane6o, B KU ¢aser 11I).

Ilayuenmoi ¢ 1umghomoil u3z K1emok MaHmuiHou 30Hbl

VY maunuentoB ¢ MKJI wame pazsuBanace Heiitporienus 3 u 4 crenenu Tsokect (y 43,7 %
NAIMEHTOB, MMOJIYYaBIIMX JICHAIMOMHU, 1O CpaBHEHHIO ¢ 33,7 % NanueHTOB B KOHTPOIILHOM
rpynne B KU dasei II). Cryyan debpuiibHoit HeiiTporieHun 3 u 4 cTeneHu TSHKECTH OTMEYEHBI
6,0 % nanueHToB, 10JIy4aBIINX JICHATUOMHU/L, 0 CPaBHEHUIO ¢ 2.4 % NaiueHToB KOHTPOJIbHOM
IPYIIIIBL

Iayuenmot ¢ oruKyIsApHOT TUMPOMOU WU TUMPOMOT U3 KIEMOK MAPZUHATIBHOU 30HbL
IIpumenenue nenHamuaoMuaa B komOuHauuu ¢ purykcumabom npu ®JI wim JIM3 ceszano ¢
Oosiee BBICOKOW 4YacTOTOW pa3BUTHS HeWTporieHnu 3 uiau 4 crenenn Tsokectd (50% y
MAIMEeHTOB, I0JIy4aBIIUX JICHATUAOMUIL/pUTYKCcHMad, B cpaBHeHuH ¢ 12,8 % y mnauueHTos,
nojy4aBimx rianedo/purykcumad). Bee ciyyan HedTporneHuu 3 ui 4 CTENEHH TSKECTH ObLIH

06paTPIMbI [IpH IIPEPLIBAHUU TEpAINIMH, CHUXCHHUH JIO3BI W/Wn NOJICPXKUBAIOIIEM JICUCHUH
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hakropamu pocra. Kpome storo, Hewacto nabmonanace ¢eGpuibnas neiitponenus (2.8 % y
IAIUEHTOB, IOJIy4YaBIINX JICHAIUWJIOMHVPUTYKCHMAO, 1o cpaBHeHuio ¢ 0,6 % y naiueHTos,
MoJy4aBUIMX 1u1anebo/putykcnmad).

[Ipumenenue neHanuomMuia B kKomOuHaimu ¢ purykcumabom nipu ®JI u JIM3 TaKxke cBS3aHO ¢
Oosiee BBICOKOH uyacToTOH TpomOoumToneHnn 3 win 4 crenenu Tsxectd (2,3 % y NalMeHTOB,
MOJTy4YaBLINX JICHAIMIOMUI/PUTYKCHMA0, 10 cpaBHeHHIO ¢ 1,1 % y naumeHToB, MoJy4aBIIMX
manedo/putykcuman).

Benosnas mpombosmbonus

[lpumenenre KOMOMHAIMM JEHAIMIOMHJIA C JIEKCAMETa30HOM Yy [MAalMeHToB ¢ MM
COIIPOBOJXK/IA/IOCH TOBBIIIEHHBIM PUCKOM pa3BUTUsi Tpombo3a riybokux BeH W TD nerouHoin
apTepuM, B TO BpeMsi Kak B KOMOMHaAUMM ¢ MelndalaHOM M IPEAHH30JIOHOM, a TaKKe Y
naiuenToB ¢ MM, MJIC u MKJI na ¢oHe MOHOTEpaInK JICHAIHIOMH/IOM 3TOT PUCK ObIII HUKE
(cm. pasaen «BsaummozeiicTBue ¢ JPYyrMMHM JIEKAPCTBEHHBIMH CpeaCTBamMm»). OHOBPEMEHHOE
Ha3HAYCHHE IPUTPONOITHUECKUX CPEIACTB WM Hainuue TpomOo3a riybOKHX BeH B aHaMHeE3e
TAK)KE MOTYT YBEJIMYUTL PUCK T OC/I0KHEHUH y JaHHON TPYIIIbI HALIUEHTOB.

Huapkxm muorxapoa

Y nanueHToB, IPHHUMABIINX JICHATMIOMM]I, OTMEYaIHCh ciiy4yan passutus UM, ocobenHo mpu
HAJIMYUH U3BECTHBIX (DAKTOPOB PHCKA.

I'emoppazuueckue ocnoxicHenus

['eMopparvueckue  OCIIOKHEHHMSI  yKa3aHbl B  COOTBETCTBMM C  CHCTEMHO-OPraHHOM
KIaccu(UKaluei, a UMEHHO: HapyIICHHS CO CTOPOHBI KPOBH M JIMM(ATHYECKOH CHCTEMBI,
HapyIIEHUsI CO CTOPOHBI HEPBHON CHUCTEMBI (BHYTPHYEPEITHOE KPOBOU3JIUSHUE), HAPYLICHUS CO
CTOPOHBI JILIXaTEJIbHOH CHUCTEMBl, OPraHoB TIPYJAHOH KIETKM W CpeJoCTeHHs (HOCOBOE
KpoBoTedyeHue), HapyiieHus co croponbl KKT (runruBanbHoe, reMoOppouaiibHOE, PEKTAIBHOE
KPOBOTEYEHHMSI), HaApyIIEHUS CO CTOPOHBI IOYEK M MOYEBBIBOAAINMX MyTed (reMarypusi),
HapyIlIEHUss CO CTOPOHBI COCY/JOB (I9KXHMMO3bI), TpPaBMbl, HHTOKCHKAlMH M OCJIOKHEHHS
MaHunyasui (ymuob).

Annepeuyeckue peakyuu

Mnmerotcst cooOIieHuss 0 pa3BUTHH A/UICPrHUECKUX peaKiMil/peakiiuii ruiepYyBCTBUTEILHOCTH.
Coob1iaercst 0 BO3MOKHOM NEPEKPECTHOM PeaKiiii MEK/1y JICHAITHIOMHUIOM H TATHIOMHUIOM.

Tsoicenvle KoJCHbIe peakyuu

HpH IIPUMCHCHHUH JICHATH/IOMH/Ia 3apCruCTpUpOBaHbl Clly4yau pPa3sBUTHS THKCIBIX KOXHBIX
peaxuni’l: CHHJIpOMA CTHBCHC&-H)KOHCOH&, TOKCHYECKOro IJSIUIACPMAIbHOI'0  HEKpPOJIM3a,

JICKapCTBEHHON KOXKHOH peakivH, corpoBoXjatomieics ro3unopunueii, 1 DRESS-cunapoma.
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JlenanuaoMu1 He CrelyeT Ha3HayaTh IMAlMEHTaM, B AHAMHE3€ KOTOPBIX OTMEUAIHCH TSIKEIIbIE
(opmbI chinu pu pueme TauaoMuIa (eM. paszien «Ocobbie yKa3zaHus»).

Ilepsuunvie 310kavecmeennvie OnYXoau Opy2oil 10KaIU3AYUU

Hossle 3510kauyecTBeHHbIe HOBOOOpasoBanus, ormeuasiuecs B KM y maiveHToB ¢ MHEIOMO#
nocjie NPUMEHEHUS KOMOMHAIMM JICHAIMIOMMIA C JIEKCAMETa30HOM 1[I0 CPaBHEHHIO ¢
KOHTPOJIEM,  NPEJACTaBisuId  coOO#, raaBHbIM  oOpazoM, 0a3ajlbHOKIETOYHBIA MM
IJIOCKOKJIETOYHBIH PaK KOXKH.

Ocmpuiit Mueouonslil 1eiurKo3s

Mnooicecmeennas muenoma

Ciysan OMJI nabmoznamucs B KM BJIMM y nauueHToB, NOJy4YaBIIMX JICHAIMJAOMMI B
KoMOMHanmu ¢ MendanaHoM, WM cpasdy Ke 10cjie IPUMEHEHHs BBICOKOH 103kl MedanaHa u
TTCK (BAM/TI'CK) (cm. pazupen «Ocobble ykasanus»). OMJI ue nabmopancs B KU y
nauentos ¢ BJ/IMM, nosyuaBmux JeHaIMIOMHI B KOMOMHAIMM C JEKCAMETA30HOM IIPH
CPaBHEHHUH C TATUIOMHJIOM B KOMOUHAIIMH ¢ MeIpaTaHOM U ITPETHU30JI0HOM.
Muenooucnnacmuyeckue cunopomol

Mcxonnple nepeMeHHbIE, BKIIIOUYas CIOXKHbIE MaroreHeTHyeckue aHomanuu u TPS53 myranuu,
accoIMUPOBAIHCH ¢ nporpeccupoBanuem 10 OMIJI y nanuentoB ¢ MJIC5q 1 3aBUCHMOCTBIO OT
remorpancdysuii (cM. pasgen «Ocobbie ykazanus»). [Ipenckasyemast AByXJIETHSISI COBOKYITHAS
yacrora nporpeccuposanus 10 OMJI cocrasuia 13,8 % y nanuentoB ¢ MJIC5q mo cpaBHEHHIO
¢ 17.3 % y nauumentoB ¢ MJIC5q u 0aHOM JONOJIHUTEIBHON IATOrEHETHYECKON aHOMAIIUEH, U
38,6 % — y mauMeHTOB CO CIIOXHBIM KapuoTHiiom. B xoje perpocnektuBHOoro anammsza KU
nenammaomuaa npy jgedenun MJIC npenckasyemast JIByXJIETHSISE 4acTOTa IPOIPECCHPOBAHUS 10
OMJI cocraBuna 27,5 % y namueHToB ¢ nojioxuteabHbiM pesyiastatom UI'X-pS53 u 3,6 % y
NalMeHToB ¢ orpuuareiabHbiM  pesyabtatom  HMI'X-pS3  (p=0,0038). VYV naumeHtoB c¢
nojoxureabHbM pesyabratom MI'X-p53 uacrora mporpeccupoBanus 10 OMIJI Obuta Huxe
CpeaM TeX, KOTOPhIE JOCTHIJIM HE3aBUCUMOCTH OT remotpancdysuii (11,1 %), no cpaBHEHHIO C
nanueHTamu 6e3 Takoro orsera (34,8 %).

Hapywenus co CMOpOoHbL hevyeHu

B nocrperucTpaiiioHHOM MEpHOJIE 3apPEerHCTPUPOBAHBI CIIEAYIOIIME HAPYIICHHS CO CTOPOHBI
[eYeHW (YacToTa HEM3BECTHA): OCTpas I[EYEHOYHAss HEJA0CTaTOYHOCTh M Xojectad (oba
MOTEHIMAIBHO (haTalIbHBIE), TOKCHYECKHUH TeMaTHT, [MTOJMTHYECKUM renaTuT, CMellaHHbIH
HUTOJUTHYECKU /X 0JICCTATUYECKU M TeraTHT.

Paboomuonus

Bbum oT™MeueHs! pejikue cirydan paboMHONIN3a, B HEKOTOPBIX W3 HUX JICHAIMIOMHE/] [IPUMEHSITH

OJJHOBPEMCHHO CO CTaTUHaAMH.
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3abonesanus wumosudno xeeneswvl

Coobmanocs 0 ciyyasx BO3HMKHOBEHMS THIIOTHpPEO3a W runeprupeosa (cM. pasaen «Ocobble
yKasaHus. 3a00J1eBaHUs IIMTOBH/IHOM XKeJIE3bI»).

Cunopom «8CHbIUKUY ONYXOAU U CUHODOM JUZUCA ONVXOIU

e B xone KM MCL-002 npumepno y 10% nauueHToB, IOJyYaBIIMX JICUYEHHE
JaeHanuaomMuioM, passuics cuHapoM TFR no cpaBrenuio ¢ 0 % B rpymnme KOHTPOJIS.
BobIMHCTBO cilyyaeB BO3HHMKIIO BO Bpems | IMKIIA TEpAlvH; BCE OHM PACIEHUBAINCH
KaK CBSI3aHHBIE C Tepanuei; OO0JbIIMHCTBO cilydyaeB ObUT0 1 MM 2 CTENEHHW TSKECTH.
[lanmenThl € YCTaHOBJIGHHBIM B XOJ€ JMArHOCTHKH BBICOKHM MEX/IyHApPO/IHbIM
[IPOrHOCTUYECKUM UH/IEKCOM (MIPI) WM UCXOJIHO reHepaIM30BaHHON
nmumpoaneHonartuel (HaMUKe, Kak MHHHMYM, OJIHOTO OYara JMameTpoM > 7 CM) MOr'yT
umeth puck passutus TFR. B KM MCL-002 TLS 3apeructpupoBan y | manueHTa B
KaX/10i u3 aByX rpynn jedenus. B pononuurensaom KU MCL-001 npumepro y 10 %
nauuenToB passuics TFR; Bce oHM pacueHuBaiMch Kak CBS3aHHBIE C Tepanuei; Bce
Obuti 1 mim 2 creneHu TsokecTH. BONBIIMHCTBO CilydaeB pa3BUBAIOCh BO Bpems 1 1ukiia
tepanuu. B KM MCL-001 ne ormedeno ciyyaes passutusi TLS (cMm. pasgen «Ocobbie
yKazaHus»).

B uccnenoanun NHL-007 pazsute TFR Obuto 3aperucrpuposano y 19/176 (10.8 %)
MalMeHToB B rpynne JjeHanmuaomu/putykcumad u y 1/180 (0,6 %) naumentoB B rpyiie
ninanebo/purykcumad. bonbmas gacte ciydae TFR (18 u3 19) Owbuia 3apeructpupoBaHa B
rpynne JeHaJIMIOMH/PUTYKCUMA0 M BO3HUKIIA B TEUCHHE MEPBLIX JBYX LUKJIOB jedenus. TFR
3 cTeneHy TsHKECTH HaOMIOJAJICS Y OJJHOIO MAIMEHTa M3 TPYIIbI JEHAINJIOMHY/PUTYKCHMA0 U
He HabJII0/1aJICs HU Yy OJIHOTO MaiMeHTa rpymisl wianedbo/purykcumad. B uccienosanun NHL-
008 TFR nabmonancst y 9/222 (4,1 %) nauuenToB; (3aperucrpupoBasbl 4 ciayyas | creneHu
TSOKECTH M 5 ciydaeB — 2 CTENEHH TSIKECTH); OJIMH 3aperiCTPHPOBAHHbIN Clly4yail ObLI IpU3HAH
ceppesnbiM. B uccaenopanun NHL-007 TLS Bosuuk y aByx naumentoB (1,1 %) u3 rpymmsl
JEHAIMAOMMY/pUTYKCHMMA0 ¥ He HaOMOAAICS HU Yy OHOTO M3 nanueHToB ¢ DJI, mosnyuyasmmx
nanebo/puTykcumMad; HU y OJIHOrO mnanieHta He 3apeructpupoBanbl HJIP 3 wunm 4 crenenu
skectd. B uccienoBanum NHL-008 TLS Boszuuk y oasoro mnammenta (0,5 %). Dro
exunctBenHas HJIP Gbuia upentnduumpoBana kak cepwesnas HJIP 3 cremenu Tsokectu. B
uccienoauud  NHL-007  ®u  oaMH W3 NAaUMEHTOB  HE  NPEKpaTUil  TEeparuio
JIEHATMOMHUIOM/pUTyKCcuMabom 1o npuunne Bo3HukHoBenus TFR nam TLS.

3abonesanusn JKKT

Ha ¢one npumenenus nenanuomua obuia 3apeructpuposana nepdopanus opranos XKKT, uro

MOXET IMPUBOIUTH K CCIITUHYECCKHUM OCJIOKHCHUSAM H d)aTa.m,Homy UCXOIy.
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Ilepeo3upoBka

CnenuanbHoro mnjaHa JCHCTBHM NMPH MEPEO3MPOBKE JICHATM/IOMH/IA B HACTOSIIEE BpeMs HeE
BbIPabOTAHO, HECMOTPS HA TO, YTO B MCCJIEIOBAHHSX [0 ONPE/IEICHHUIO JMANa3oHa /103 4acTh
NalKMEeHTOB MoJydaia /036l 10 150 Mr, a B MccleIoBaHUSX BO3/ICHCTBUS OAHOKPATHOM J103bI —
no 400 mr npenapara. TokcHyeckue NpOSBICHUS, JTUMHTHPOBABIIME BEJIUYMHY JI03bI B ITHX
UCCIIeI0BAaHUAX, ObLIN UCKITIOUUTEIBHO FeMaTOIOrHYECKUMH.

B Cirydac nepe103upoOBKH PEKOMCHYETCA CUMIITOMATHYECKAs MO/ UICPKUBAIOIIAsl TCparusi.

B3aumojeiicTBae ¢ IPYrHMH JIeKaPCTBEHHBIMH CPEICTBAMH

Opumponosmuyeckue nrexapcmeentvle cpeocmsd, a TAKKe JPYrue CpeicTBa, KOTOPhIE MOIYT
MOBBIIATE PUCK TpomOO3a, HampuMmep, npenaparbl Ui FOPMOHO3AMECTHTE/ILHOM Teparnum,
CJIEJIyeT MPHUMEHSATh C OCTOPOKHOCTBIO Y MalMeHTOB ¢ MM, NpHHUMAIOUIMX JICHATHIOMHU]] B
KOMOHHAIMH ¢ JieKcameTa3oHoM (cMm. paszensl «llobounoe neiicTBrey», «Ocobbie yKazaHus»).
Ilepopanvusie konmpayenmugol

He npoBoamioch wHcciesoBaHus JIGKAPCTBEHHOTO B3aMMOJEHCTBHST C  [EPOPaTbHBIMH
KOHTpalenTHBaMu. JIeHATMAOMH)T He SIBISICTCS MHYKTOPOM (EpPMEHTOB CHCTEMBI IIUTOXPOMA.
B uccnesioBanuu in vitro Ha renaToumMTax 4ejaoBeKa JICHAIM/IOMH/L B Pa3IMYHBIX KOHICHTPALMSIX
ne unayuuponan uzodepmentei CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4/S5.
[TosToMy Ha Gone MOHOTEpANMHK JICHATHIOMHJIOM HE MPE/IoIaraeTcsi HHAYKIHH, TPUBO/ISIICH
K CHMXEHHIO 3((EeKTHBHOCTH NpenaparoB, B T. 4. FOPMOHAILHBIX KOHTpanenTtuBoB. OJHAKO
JIEKCaMeTa3oH, SABIAACH crabbiM/ymMepeHHbIM HHAYKTOpoM H3odepmenta CYP3A4, BeposiTHO,
BIIMSICT M Ha Jpyrue (epMeHThbl, a Takke TpaHcnoprepbl. Henb3s HCKIIOYMTH BO3MOXHOCTH
CHMXKEHHS 2QHEKTUBHOCTH MEPOPAILHBIX KOHTPAIENTUBOB Ha (oHe Tepanuu. [loatomy cienyer
npeanpuHuMars dpdexkTuBHbIE Mepbl KoHTpaueniuu (cM. pasgenst «lIpumenenue npu
OepeMEHHOCTH | B IIEPHO/L I'PYAHOTO BCKapMIIMBaHusA», «Oco0ble yKazaHus»).

Bapghapun

He ormeueno BiusiHus JseHamuaoMuaa B jo3e 10 Mr, NpMHMMaeMoro MHOIOKpATHO, Ha
(dapmakokuHeTHyeckue napamerpsl R- u S-aphapuHa mnpH €ro OJHOKPaTHOM IIpPHEME.
Oj1HOBpeMEeHHOE OJHOKpaTHOE NpUMeHeHHe BapdapuHa B 03¢ 25 MI' C JICHATMIOMHUJIOM HE
BJIMSAJIO HA (apMakOKMHETHKY nocienHero. OHaKo HeW3BECTHO, UMEETCS JIM B3aMMOJICHCTBHUE
pH KIMHUYECKOM ITPUMEHEHHH (COIYTCTBYIOLIAs Tepanus ¢ JeKkcaMeTa3oHoM). JlekcameTa3oH
sBjseTcs CiabbIM/yMEpPEeHHBIM HMHIYKTOPOM (epMeHTOB, M ero BiusHHe Ha Bapdapux
HEH3BECTHO. PexoMeHnjyercsi TuIaTe/IbHBIA KOHTPOJIb KOHIEHTpalMM BapdapuHa B IUla3Me

KPOBH BO BpEMs TEPAIUH JICHATHIOMH/IOM.
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Jlueokcun

OznHOBpeMEHHOE HAa3HAYEHHUE JICHATHAOMKAA B /103¢ 10 MI' B CYTKH yBEIMYHBAIIO ILJIa3MEHHYIO
sKCro3uimio aurokcuna (0,5 Mr ogHokpatHo) Ha 14 % ¢ joBeputesnbHbIM HHTEpBasoM (/1)
90 % [0,52 % — 28,2 %]. HeussectHo, OyzaeT 1 3TOT 3DHEKT MHBIM B KJIMHHYECKOHW CHTYAIL[MH
(Gonee BbICOKHME /103bI JICHAIHIOMH/IA M COMYTCTBYIOIIAs Tepanus jexcamera3zoHom). [Tosromy
Ha (oHe JleueHHS JICHAMJOMMIOM PEKOMEHIYETCS MOHHUTOPUPOBATH  ILIA3MEHHYIO
KOHIIEHTPAIHUIO JIMTOKCHHA.

Cmamunbl

CymecTByeT NOBBIICHHBIH PUCK pabJOMHONN3A B ClIy4ae OJHOBPEMEHHOIO IPHUMEHEHHS
CTaTUHOB M JICHAJIMJOMH/A, YTO MOXET OOBSICHATHCH CYMMHPOBAaHHEM JICMCTBHH ITHX
npenaparos. Heobxoaumo TiiarensHoe KIMHHYECKOE U JlabopaTopHoe HabIoeHHe, 0COOEHHO
B MEPBBIC HE/ICIIN JICUCHHS.

Jlexcamemaszon

O/1HOBpeMEHHBIN OTHOKPATHBIA MM MHOTOKPATHBIN NpHeM JekcamerasoHa (40 Mr oauH pas B
JIEHb) HE OKa3bIBACT KJIMHMYECKH 3HA4uMoro s¢pdexra Ha (apMakOKHHETHKY JIEHAIHIOMH/IA
IIPH €r0 MHOTOKPAaTHOM IIPUEME B J103€ 25 MI' OJIMH pa3 B JICHb.

Bzaumooeiicmeue ¢ uneubumopamu P-zruxonpomeuna (P-gp)

JlenanugoMu B yciloBusiX in vitro siBnsiercst cybcrparom P-gp, Ho He uHruburopos P-gp.
OHOBpeMEHHOE MHOTrOKpaTHOE MPUMEHEHHE MOIHOrO MHruouTopa P-gp xunuauna (600 mr
JIBa pasa B JIeHb) WJIM yMepeHHOro uHruburopa P-gp/cyGcrpara temcuposimumyca (25 mr) He
OKa3bIBAJI0 KJIMHMYECKH 3Ha4uMoro s¢dekra Ha papMakOKHHETHKY JeHamuaomuaa (25 Mr B
JeHb). DapMakOKMHETHMKa TEMCHpOJIMMYCAa HE M3MEHSJIACh IIPH €ro  OJHOBPEMEHHOM

IIPUMCHCHHH C JICHAJIHJIOMH/IOM.

Ocobb1e ykazanusi

[Ipy Ha3HayeHHM JIEHAINIOMMIA B KOMOMHAIMM C JPYTHMH JICKAPCTBEHHBIMH Mperaparamu
Iepe/l HaAyajioM Teparnuu CleAyeT [pPe/IBAPUTEIbLHO O3HAKOMHUTBCS C COOTBETCTBYIOLICH
MHCTPYKLMEH 110 MEIMIIMHCKOMY IIPUMEHEHHUIO JIEKApPCTBEHHOIO Ipernapara.

IIpedynpesicoenun ¢ omuowenuu bepemeHHoCmu

JlenanmuaoMu — CTPYKTYpHBIA aHajor tamujomuja. M3BectHo, 4yto npuem OepeMeHHBIMH
KEHUIMHAMH TaJIMIOMH/Ia, 00JIaZaloero BhIPaXXEHHbIM TEPaTOreHHbIM JIEHCTBUEM, BBI3bIBAET
TSDKEJIbIE W YIPOXKAKOIIME JKU3HU BPOXKIACHHBIE JedeKThl pa3BUTUs. JIeHa M/ IOMU/I BbI3bIBAT Y
00e3bsiH MOPOKH Ppa3BHTHS, CXOJHBbIE C OINMHMCAaHHBIMH paHee 3(dexTamu TanuaoMuaa (cMm.
pasznensl  «®apmakosioruueckue CcBoWcTBa. JIOKIMHWUYECKHE JaHHbIE 110 0e30MacHOCTHY,

«Ilpumenenue npu OepeMEHHOCTH M B MEPHOJ IPYJHOr0 BCcKapmiiMBanusi»). [Ipu mnpueme
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JICHAJIMJIOMMIA BO BpeMsi OCPEeMEHHOCTH PHCK pa3BUTHS BPOXICHHBIX Ae(EKTOB BechbMa
BEPOSITEH.

Heykocuutenpnoe  cobmogenne  Bcex  TpeGoBanuit  IIporpammbl  KOHTPOJIMpPYEMOTo
MEIMIIMHCKOIO IIPUMEHEHHMS JICHAJIMJIOMUJA pACIPOCTPAHSAETCS Ha BCEX MAIMEHTOK C
COXPaHCHHBIM PENPOJIYKTHBHBIM [TOTEHIIHAIIOM, €CJIH TOJIBKO JIOCTOBEPHO HE MOATBEPIKICHO €ro
OTCYTCTBHE.

Ilpumenenue y ycenuqun ¢ HECOXPAHEHHbIM penpodykmuenbuu NOMEHUUATIOM

XKenmuHa-nanMeHTKa HWJIM OJKCHIIMHA, SBISIONIASCS CEKCYAIbHBIM [ApTHEPOM MYKYHUHbI-
nauuenra, HE cuuraercss cnocoOHOM K JETOPOKICHUIO [PH HAIMYMH XOTS ObI OJHOTO M3
creayoumx GakTopos:

e Bo3pact >50 seT M JUIMTEILHOCTH ECTECTBEHHOH ameHopen > 1roma (ameHopes
BCJICJICTBHE IIPOTHBOPAKOBOM TEpanmuM HWJIM B TEPHOJ TPYAHOrO BCKAPMIIMBAHHUS HE
MCKJIFOYAeT HAJIMYUS PENPOAYKTHBHOIO MOTEHIIHAIIA);

® paHHSA HEJOCTATOYHOCTh SIMYHUKOB, [1O/ITBEPIK/ICHHAS THHEKOJIOTOM;

® JIBYCTOPOHHSISI CAILIIMHIOO(OPIKTOMHUS WIIH THCTEPIKTOMHUS B aHAMHE3E;

e redorun XY, cunapom TepHepa, areHe3usi MaTKH.

Koncynromuposanue

Hpume}{euue JICHAIM/IOMHIA Yy XKCHIIUH C COXPAaHCHHBIM PENPOJAYKTHBHBIM IMOTCHIIAAIIOM
I[IPOTUBOIIOKA3aHO B TEX ClIy4yasXx, Korja HE co01r0/1eHbI HUXCIICPECYHUCIICHHLIE YCJIOBUS.

JKeHuuua J0/DKHA:

® [IOHMMATh OXHJAeMOe TeparoreHHoe jaeicrBue npenapara Jlenamuaomuja - KPKA Ha
IO,

® [IOHHMaTh HEOOXOJMMOCTH HENpPEepPbLIBHOIO HCIOJIb30BaHUs J(PPEKTUBHBIX METOI0B
KOHTpALENIUK B TeUeHHe 4 HeJleNb JI0 Havyasia JIeYeHHsl, BO BpEMs JICUCHUSI U B TEYCHHUE
4 Heelb 110C/IE OKOHYAHUS JICUCHUS;

e (Clle[0BaTh PEKOMEH/ALUK MCIIOIb30BaTh IQPEKTUBHYIO KOHTPALCIILHIO JlaXe B ciydae
aMEHOPEH Yy KEHIIUHBI C COXPAHEHHBIM PENPOJIYKTHBHOM MOTEHIIMATIOM;

® ObITh CLIOCOOHOM K COOMIOICHUIO BeeX npaBuil 23 HeKTHBHOM KOHTpalleIUH;

® 3HAThb U MOHUMATh BO3MOJKHBIE IMOCJIEACTBUS OEPEeMEHHOCTH, a TaKKe HeoOXOIMMOCTh
CPOYHOro 0OpalleHus 3a KOHCYJIbTALMEH TP MOI03PEeHUH Ha OepeMeHHOCTh;

® [IOHMMaTh HEOOXOIMMOCTb HEOTJIOKHOIO Hayasa JICYeHUs JICHATHJIOMHIOM Cpasy Ke
I0CJIE MOJIyYEHUS! OTPULIATE/ILHBIX PE3y/IbTATOB TecTa Ha OEPEMEHHOCTD;

® 0co3HaBaTh HEOOXOJMMOCTH TPOBE/ICHHS TECTa W BBIMOIHATH TECT Ha OEPEeMEHHOCTh
Kax/iple 4 HEJeNN 3a UCK/IIOYCHHEM IAlMEeHTOK, Y KOTOPBIX BBINOJIHEHA CTEPUIIM3ALMS

IyTeM MEPEBSI3KKH MATOUHBIX TPYOD;
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® [IOATBEPAUATH, YTO I[MOHAMACT PHUCK BO3MOXKHBIX HEXKeIaTeIbHbIX IOCJICJICTBUHA M
HEOOXOMMOCTh MX NPEAYNPEKACHHUA B [ICPUOJI JICHCHHU A JICHAJTUIOMUJIOM.

IHpumenenue y mymcuun

Jlanubie  u3yyeHuss  (GapMaKOKMHETHKH  JICHAIWJOMHAA Y  MYXYHH-J0OPOBOJILIIEB
CBHM/ICTEJILCTBYIOT O TOM, YTO B XO/I€ JICYEHHS! JICHATUIOMHU/] MOXKET COJIEPXKATHCS B MPEIEIbHO
HU3KHX KOHIEHTPAIMAX B CEMEHHOH JKH/KOCTH MAllMEHTOB M HE ONpEAENAThCH uepe3 3 JIHs
Mocjie MpeKpalleHus MPUMEHEHHUs Inpernapara y 310pOBbIX JA00pOBOIIBIEB (CM. pasjiel
«®apmakosioruyeckue cBoicra. PapmMakokuHETHKa»). B kayecTBe Mephbl MPe10CTOPOKHOCTH,
YYUTBIBAS BO3MOXKHOE CHHMIKCHHE CKOPOCTHM BBIBE/ICHHMS JICHAJIHJIOMHAA Y OCOOBIX TIpyIIll
MalMeHTOB (y MalMeHTOB ¢ HapyIIeHHeM (YHKIIMHM MOYeK), IS BCEX MYXKYMH, IPUHUMAIOIINX
JICHAJIMJIOMHUJL, JIOJOKHBI OBITH COOITIOICHBI HUKENIEPEYUCICHHBIE YCIOBHS.

MyKurHA JOJDKEH:

® [IOHMMAaTh BO3MOXHBIA PUCK TepaTOreHHOro jeicTBus npenapara Jlenamnaomun - KPKA
IpH CEKCYallbLHOM KOHTaKTe ¢ OepeMeHHOH KEHIIMHON WM JKEHIMHONW ¢ COXPaHEHHBIM
PENPOJLYKTUBHBIM MOTEHIIAAIOM;

® [IOHMMAaTh HEOOXOAMMOCTh HMCIOJIB30BAHUS [PE3EPBATHBOB (JaXe IMOC/Ie [IEPEHECCHHOI
Ba3d)KTOMHHU) TPU CEKCYaJIbHOM KOHTaKTe ¢ OepeMEeHHOM KEHIMHON MM KEeHIIMHOM ¢
COXPaHEHHBIM PENPOAYKTUBHBIM MOTEHIIMAIOM, HE MCIIOJIB3YIOIICH HaJeKHbIE METO/IbI
KOHTpALIENLMH, B [IEPHOJ] JICYECHHUS, U B TEUCHUE HE MEHee 7 JHEH 1ocie NPHOCTAaHOBKH
W/MJIH 3aBEpPLICHUS JICUCHHUS;

® [IOHMMaTh, YTO, €CIM NapTHepiia 3abepeMeHesna BO BPEMSI €ro JICYEHUS MM BCKOpE
Nocjae MpPEKpalleHus] Tepanuu JICHAIWJIOMHUIOM, OH JIOJDKEH He3aMeTUTENIbHO
npouH(pOPMHUPOBATH 00 ITOM CBOErO JICYalllero Bpaya, a ero napTHepiie peKOMEH1yeTcs
obpaTtuThCs 3a 00C/Ie/I0BAaHUEM M KOHCYJIbTAIlMEH K Bpauy-TepaToJiory.

Bpau, naznauarowuii  nevenue  NEHANUOOMUOOM — HCEHUUHAM C  COXPAHEHHBIM
PenpooOyKmusHbsIM NOMEH UUATIOM, O0JIHCEH:

e ybeauThCss B TOM, YTO TMaIlMEHTKa YAOBIETBOpseT BceM ycioBusM IIporpaMmsi
KOHTPOJIMPYEMOI0  MEJIHLIMHCKOI0  TNPHMEHEHUsl JICHAJWIOMHIA,  BKIIOYas
MOJATBEPXKJICHUE TOTO, YTO OHA aJICKBATHO MOHUMAET CUTYAIIHUIO;

® [IOJIy4MThb COIJIaCH€ TMAlMEHTKH Ha o0s3aTenbHOe COOIOZAEHHE BCeX YCJIOBMM
BbILIEyKa3aHHO# [Iporpammei.

Ilpasuna konmpauenyuu

JKeHIMHBI ¢ COXPAHEHHBIM PENpOAYKTHBHBIM IMOTEHIMAIOM JIOJDKHBI MCIIOJIb30BaTh OJMH M3
3((HEKTUBHBIX METO/I0B KOHTpALENIMH B TEYEHHE 4 HEIEb JI0 Hayaia JIeYeHHs, BO Bpems

TEpaIliu U B TCUCHUC HC MCHCC 4 Henenb nociie OKOHYaHUS TEpalyu JICHAJIHIOMHUJIOM, JIaXKE BO
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BpEMsl IIEPEPLIBOB B JICUYCHHMH, 3@ UCKJIIOYEHHEM MALMEHTOB, KOTOPbIC Ha MPOTSHKEHHH BCETO
YKa3aHHOIO CpOKa BO3/ICPKMBAIOTCS OT CEKCYaJbHBIX OTHOUIEHHH, YTO €XEMECAYHO
MOATBEPIKAACTCH JIOKYMEHTanbHO. Eciau mnanuentke He nopobpan 3)QEKTUBHBIH METOJ
KOHTpALEMIMK, €€ HEeOOXOJMMO HalpaBUTh K Bpady-FMHEKOJIOry /Uis 1moadopa ¥ Havaia
MCII0JIb30BAHUS TAKOTO METO/IA.
Cienyromue mpuMepsl MOKHO OTHECTH K MOXOISALIMM METO1aM KOHTPAIICIIMH:

® [10/IKOYHbBIE TOPMOHAILHBIC HMILJIAHTHI;

® BHyTpuMatouHbie cucteMsl (BMC), Bbiiensitomue neBoHoprecTpe;

® JIeno-npenaparbl MEIPOKCHIIPOTeCTEPOH alleTara;

® [epeBsi3Ka MAaTOYHBIX TPYO;

®  Ba3dKTOMHS NapTHepa (OATBEPXK/ICHHAS JABYMS OTPHIATEIbHBIMHM aHAJIM3aMH CEMEHHOM

YKHUJIKOCTH);
® [IPOrecTepoH-cojepxkaiiue  TabneTku, MHruOupylomme  OBYJISUMIO  (HAmpumep,
Jie3orecTpen).

B cBA3M ¢ DOBBINEHHBIM  PHCKOM  TPOMOOIMOOJIMYECKHX  OCJIOKHEHHH  [pHEM
KOMOMHMPOBAHHBIX IEPOPAIbHBIX KOHTPALENTHBOB HE I[0Ka3aH mnamMeHTkaMm ¢ MM,
MPUHHAMAIOIIUM JICHAIMIOMH/I B COCTaBe KOMOMHUPOBAHHOM TEparyiu, ¥ B MEHbBIIEH CTEIICHU —
nanuentkam ¢ MM, MJIC u MKIJI, kotopble nosiyyaroT MOHOTEPAIUIO JICHATHIOMH/IOM (CM.
pasjaen «B3aumojeiicTBHE ¢ JIpYyTMMM JIeKapCTBEHHBIMH cpejacTBaMu»). Jlins addexkrusHoi
KOHTPALEIIHA JTUM [aAlMEHTKaM PEKOMEH/YETCS HCIOJIb30BaTh OJIMH M3 IMEPEeYMCIICHHBIX
Bbllle MeTO/10B. [loBbimnennblit puck pazsutusi TD coxpansercs B TeueHue 4-6 Heselb MOCie
NpEeKpalleHHs IpueMa KOMOMHUPOBAHHBIX TPOTHBO3aYaTOUHBIX CPE/ICTB.
O} HEeKTHBHOCTH FOPMOHAIBHBIX [TPOTHBO3AYATOUHBIX MPENapaTtoB MOXKET ObITh CHH)KEHA IPU
O/IHOBPEMEHHOM HAa3HAYeHHM JieKcamerasoHa (cM. paszaen «BzaumojeicTBHe ¢ ApYyrUMH
JIEKapCTBEHHBIMH CPEJACTBAMMY).
[latmenTkam ¢ HeHTpONeHHeH, HCIOL3YIOUMM B KA4eCTBE IPOTHBO3a4aTOYHOIO CpeiCTBa
IMO/IKOXHBIE FOPMOHa/IbHBIE UMILIaHThl Wi BMC, Beiensiolue ieBOHOprecTpes, HeoOX0mmMo
Npo(UIAKTUYECKH Ha3HA4YaTh aHTHOMOTHUKH B CBS3H C MOBBIICHHBIM PUCKOM HMH(EKIIMOHHBIX
OCJIOKHEHHH B MOMEHT YCTAHOBKH 3THX TEPANEBTUYECKUX CHCTEM, a TAKXKe IMOBBIIIEHHBIM
PHCKOM HEpEryJsipHbIX KPOBSHUCTBIX BBIJICJICHUH U3 MOJIOBBIX IyTEH.
HMcnons3oanne BMC, Bbuiensiommx Meb, Kak IPaBUIIO, HE PEKOMEH/IYETCS B CBSI3H C
BBICOKMM DPHCKOM Da3BHUTHS HMH(EKIIMOHHBIX OCJIOKHEHHH B MOMEHT MMIUIAHTAIlMH H
MOBBIINIEHHON KPOBOIIOTEPH BO BPEMSi MEHCTPYAllMH, KOTOpasi MOXKET YCHUJIMTh BBIPAXKEHHOCTH
HEHTPONECHUM WIIH TPOMOOIIUTONIECHUH Y MAIHEHTKH.

Tecm na 6epemennocmsp
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Tect Ha GepeMEHHOCTD ¢ YyBCTBUTEIILHOCTHIO HEe MeHee 25 MME/MIT 10/KeH BBITOIHATHCS MO
HaOJIIO/ICHUEM MEIMIIMHCKOTO 11epCOHAa /Ul BCEX JKEHIIMH ¢ COXPAHEHHBIM PEIPOLyKTHBHBIM
[OTCHIMATIOM, BKJIIOYask W TEX, KTO TIIOJHOCTBIO W HENPEPBLIBHO BO3JEPKUBAECTCH OT
CeKCcyallbHbIX OTHOIIEHHMH. Hanbonee onTuManbHbIM BapuaHTOM SBJISIETCS TPOBEJIEHUE TECTA HA
OepeMeHHOCTh, Ha3HAYEHWE JICYCHHWs M BbIa4ya Ilipernapara B OJMH M TOT e JeHb. Bbliaua
JCHAIMIOMH/IA OJKEHIIMHAM € COXPAaHEHHBIM pENpOAYKTHBHBIM MOTEHIMAIOM JIOJDKHA
IIPOUCXO/IUTH HE MO3/(Hee 7 JHEH 1ociie Ha3HAYESHUS TEPaITHH.

Jlo nauana nevenus

Tecr na GepeMeHHOCTBH BBINMOJNHSAECTCS MO/ HAOIIOACHHEM MEIMIIMHCKOrO MEepcoHaia B JIEHb
Ha3HA4YEHWs JICYCHHs WM 3a 3 JIHs 70 BH3MTA K JIeHalleMy Bpayy I0C/Ie TOro, KaK malueHTKa
MCII0JIb30Bas1a YPHEKTUBHBIN METOJ KOHTpALCIIMKH B TEUCHHE HE MeHee 4 Hejelb. Pesyibrar
TECTa JIOJDKEH IMOJTBEPAUTH OTCYTCTBHE OEPEMEHHOCTH Yy MAlMEHTKH K MOMEHTY Havaia
TEeparnuy JICHATHIOMHUJIOM.

IIpooondicenue u okonvanue nevenus

TecTbl Ha GepeMEHHOCTb J0JIKHBI BBITIOJHATHCS 11071 HAOIIOCHHEM MEIHIIMHCKOrO MepcoHaa
Kax/ple 4 HelenM, BKIIOYas Kak MHHMMYM 4 Helleld TOClie OKOHYaHHWs JICYCHHs, 3a
MCKJIIOYEHHEM TIOJATBEPKACHHOH cTepuin3aiuu MaTouHbIX TPYO. TecTsl BBINOIHSIOTCS B JICHD
Ha3HAYEHUS JICUCHMS W 3a 3 JIHA 10 BU3MTA K JIedallieMy Bpauvy.

gono.a HUmMe/ibHble Mepbl npedocmopo.ucu ocmu

[TanmenTel HE O/DKHBI IEpejlaBaTh Mpenapar JpyruM Junam. Heucrois3oBaHHBIN mpenapar

PEKOMEH/IyETCsl BEPHYTh B MEJIMIIMHCKOE YUPEK/ICHUE 110 OKOHYAHUHM JIeUeHHUs /uist 6€301acHoro
YHHUYTOKEHHUS.

[TanmenTy He paspemaercst ObITh JOHOPOM KPOBH MJIM CIIEPMBI Ha MPOTSIKEHUH BCErO JICYCHUS
JICHATUJIOMM/IOM U B TEYCHHE HE MeHee 7 JIHEH 110CIe ero OKOHYaHUS.

Meauuunckue pabOTHUKK M JIMIA, OCYIIECTBISIONIME YXOJ, JOJDKHBI HOCHUTH OJHOPA30BbIC
MepyaTkd Npu oOpauieHUH ¢ OaMCTepoM MM Karcylloi. bepeMeHHBIM JKEHIMHAM WM
JKEHIIMHAM, KOTOPBIE 110/103PEBAIOT, YTO OHU MOTYT ObITh O€peMEeHHBI, HE CIIEIYET IPUKAcaThCs
K O1McTepy uiu KarcyJie.

Obyuarwwue mamepuaisl, 02paHu4eHuA 6 HA3HAYCHUU U 6bl0AYe npenapama

YT1o0b1 MOMOYL NalMEHTaM NPEeAOTBPATUTH BO3IACHCTBUE JICHAJIM/IOMM/IA HA IUIOJ, BIIAJIEJIEI]
PErUCTPAllMOHHOIO Y/JIOCTOBEPEHUSl IMPEJIOCTABUT MEJMIIMHCKOMY [E€pPCOHATY oOydaroume
marepHaibl, 4TOObl O0DOCHOBAaTH  IPEJOCTEPEKEHHS B  OTHOLICHHMHM  TEPATOreHHOCTH
JCHAJIUMJAOMHU/IA, PEKOMEH/I0BAaTh KOHTpALENIHIO IIepejl HayajloM Tepaluu U pazbsiCHUTH
HEOOXOIMMOCTh TPOBEJACHUSI TecTOB Ha OepemeHHOCTh. Bpau momkeH npouH(OpMHpPOBATH

[MaMEHTOB MYXCKOIro M IKCHCKOIro I10Jla O PpHCKE pasBUTHUS TEPATOICHHOIO 3d)(be1<Ta
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JCHAM/IOMH/IAa W CTPOrMX MeEpax I10 MPEAYNpexJIeHUI0 OepeMEHHOCTH B COOTBETCTBHHM C
[IporpamMmoii KOHTPOJIMPYEMOIo MEIHMIMHCKOrO IPUMEHEHHMs JICHATIMJI0MKAA. Bpau joimkeH
obecneunTh nanueHTa oOydvaromeil OpoIIIOpOH M KAPTOYKOM IalMEHTa, a TaKKe HHBIMU
DKBUBAJICHTHBIMM MHCTPYKIMSIMM B COOTBETCTBHM C TOCYJAAPCTBEHHOM CHCTEMOW KapT
nauuentoB. Haubonee onTumanbHBIM — BapuaHTOM  SIBJISETCS [IPOBEJCHME TecTa Ha
OepeMeHHOCTh, Ha3HAYCHWE JICYCHMS W Bbljaya Mpernapara B OJMH M TOT K€ JeHb. Bbiiaua
JICHAM/IOMH/IA JKEHIIMHAM C COXPAHEHHbIM PENpPOJYKTHBHBIM TMOTEHIIMAIOM JIOJDKHA
IPOMCXO/IUTH HE MO3/HEe 7 JHEH mociie Ha3HaueHus Tepanuu. JKEHIIMHAM C COXpaHEeHHBIM
PENPOAYKTHBHBIM [MOTEHIMAIOM JICHAIH/IOMHUJI MOXKET OBITH BbIJIAH/BBIIMCAH MAKCHMMAJILHO HA
CPOK Tepanuu 0 4 Heaenb, B TO BpeMsi Kak JPYrUM MAlMEHTaM — HA CPOK TEparuH J0
12 nenens.

g'ggzue 0cobbie VKA3aHuA u ngedgnge.mdenun npu npumMeHeHuu

Hndpapxm muoxapoa

Wwmerores coobmenus o cayvasix UM y nanieHToB, IpUHUMABIIHNX JICHATHIOMHUJL, B YACTHOCTH,
y JMI, MMEBIIMX (DaKTOphl pUCKa CEP/IEYHO-COCY/IUCTBIX 3a00/ICBaHUI U B TE€YCHHE IEPBBIX
12 mecsneB KOMOMHMPOBAHHOIO MPUMEHEHHUS C JleKcaMeTa3oHoM. B ciyvae nannuus daxropos
pMCKa, BKJIIOYasi, B MEPBYIO ouepe/lb, TPoMOO3bl B aHaMHe3e, HEOOXOAMMO KOHTPOJIHPOBATh
COCTOSIHHE TAIIMEHTOB, a TaKKe IpeJNPUHUMATh JICHCTBUS, HAlpaBICHHBIE HA BO3MOXKHOE
CHW)KEHME  BO3JCHCTBHS  (aKTOpOB  pucka (KypeHue, aprepuaibHas  HUIEpPTEH3HS,
TUIIEPIIMITAIEMUSA ).

Benosnas u apmepuanvnas mpombosmbonuu

Y naumertoB ¢ MM koMOMHHMpOBaHHAas Tepanusi JCHAIWJAOMHIOM M JEKCAMETa30HOM
acCOIMMPOBAJIOCH € IIOBBIIICHHBIM PUCKOM Pa3BHTHS BEHO3HBIX 1D (MpeHMMyIIECTBEHHO
TpoM0O030B ri1yOokuX BeH M TD nerounoit aprepuu). DTOT pUCK ObLI HMKE NPU JICYCHHH
JICHAJM/IOMH/IOM B KOMOMHAIMHU ¢ MesidalaHOM H [IPETHU30JI0HOM.

Momnotrepanus nenanmuaomuom nauuento ¢ MM, MJIC u MKJI accouuupoBaiach ¢ MEHbIIMM
pHCKOM pa3BUTUS BeHO3HOH TD (nmpeumymecTBeHHO TpoMO030B riy0OKuX BeH M 1D nero4noi
apTepu), YeM IPUMEHEHHE JICHAIMIOMHU/IA y nanueHToB ¢ MM B coctaBe KOMOMHMPOBaHHOM
tepanuu (cM. pasjeinsl «Ilobounoe neiictBuer», «B3zaumojeiicTBue ¢ JIpyruMH JIEKApCTBEHHBIMU
CpeJICTBAMMUY).

Y  pauuentoB ¢ MM coderaHHoe NpUMEHEHHE JICHAIMJAOMMJIA M JIeKCaMeTa3oHa
acCOIMMPOBAIOCh C TMOBBIIIEHHBIM PUCKOM aptepuaibHbix 1D (npemmymiecrBenHo UM wu
MHCYJIbTa). DTOT PUCK ObLT HUXKE IPH JICUCHUH JICHATHIOMH/IOM B COUYETaHUHU ¢ MeipalaHOM H
npeaHu3010HoM. Puck aprepuanbubix TD Huke y manueHToB ¢ MM Ha doHe MOHOTEparu,

4YEM Ha (bOHe KOM6HHHpOBaHHOﬁ TEpAITHU C JICHAIIUJIOMHU/IOM.
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Taxum obpasom, Heob6xomuMo HabTIONATH 3a NALMEHTaMM, UMEIOMMMU (akTopsl pucka TD,
BKJIOYast TpomOO3bl B anamuese. CrielyeT mpearpiHUMATh MEPhI 10 BO3MOXKHOMY CHHKCHHIO
BO3/ICHCTBHS ~ TakMX (AKTOpOB pHCKAa KaK KypeHHWe, apTepuajbHas THIEPTEH3Hs,
runepiaunuiemus. IIporHocTuyeckoe 3HaYeHHE TAKXKE HMEIOT  TpoMBOIMOOIHUECKHE
OCJIOXKHEHHMsI B aHaMHE3e, COMYTCTBYIOLAsi Teparus OSPHTPOIIOITHHOM, 3aMECTHTE/IbHAs
ropMoHajibHasi Tepanus. Takum oOpasoMm, Ipenaparbl, 00JaJaroONMe IPUTPONOITHUECKONH
AKTUBHOCTBIO, @ TaKXKe Jpyrde IIpenaparbl, KOTOpble MOTYT MOBBINIATH PUCK DPa3BUTHS
TpoMOO30B  (HampuMep, TOPMOHO3aMECTHTE/bHAS Tepanusi) JIO/DKHBI  HAa3HAYATBCS  C
OCTOPOXKHOCTBIO MarnueHTaM ¢ MM, npuHUMaOmuM JICHATHJIOMH/I BMECTE C JIEKCAMETA30HOM.
Konnenrpauus remornobuna Beime 120 /1 mpeanonaraetr  npekpaimieHHe  Teparuu
IPUTPOIIOITHHOM.

Bpaun ® namuMeHThl JIOJDKHBI BHHMATEJIBHO  OTCIIEKMBATH  KIMHMYECKME CHMIITOMBI,
CBHJICTEILCTBYIOME O BO3MOXKHOM TD. Ilanmentsl J0/KHBI OBITH TNPEIYHPEXKICHBI O
HEOOX0IMMOCTH HEeMeUIEHHOTO 00pallieHus K Bpady B ClIy4ae MOSBJICHUS TAKUX CHMIITOMOB KaK
O/IbIIIIKa, 0JIb B IPY/IHOM KIIETKE, OTEK BEPXHEM WIIM HUKHEH KOHEYHOCTH.

Pexomenyercs npoduiakTuueckoe HazHa4YeHHEe MIPOTHBOTPOMOOTHYECKON Tepanuu, 0COOEHHO
NalUeHTaM, HUMEIOIIUM JIONOJHUTENbHBIC (AaKTOphl pHCKa pa3BuTUs Tpombo3za. Perrenue o
[IPUMEHEHUH TIPOTUBOTPOMOOTHUYECKOH TEparuu CleayeT NPHHHAMATh [0C/e TINATEILHON
OLICHKH WH/IMBUYAlIbHBIX (aKTOPOB PUCKA.

Eciv y naumenta nosBuiaMch cHMOTOMbl 1D, HEOOXOAMMO MNpPEKpaTHTh JICUYEHHE
JICHAJIMJIOMH/IOM M Ha3HAYMTh CTAH/APTHYIO aHTHKOAryJIsiHTHYIO Tepanuio. [lociie Toro, kak
COCTOSIHME TallMeHTa CTAOMIM3UPYETCs HA AaHTHKOATYJISHTHOW Tepanuu ¥ cumntomsl 1D OyayT
YCTPaHEHBI, MOXXHO BHOBb HA4yaTh JICYECHHUE JICHAIM/IOMH/IOM B TOH XKe J03¢ NpH 01aronpusTHON
OLICHKE COOTHOIIECHHs IM0Jb3a/puck. [lanmenty cienyer NpOAO/DKUTE AHTHKOATYJISIHTHYIO
TEPAIHIO B TEYEHUE BCETO JAILHEHILEr0 JICYEHHUS JICHATNOMHJIOM.

Jlezounas CUNEPMEH3UA

v IMAalfMCHTOB, IOJIy4YaBHIMX JICHAJIMIAOMHU/L, coo0manocs o Cly4yasx JIETOYHOM TATNICPTCH3HH,
HHOT/1a CO CMEPTECIIBHBIM HCXO/I0M. [TanimenToB cienyer obcreoBaTh Ha MIPpEAMET ITPU3HAKOB U
CHUMIITOMOB CEPJICHHO-JICTOYHBIX 3a00JIeBaHuUi /10 HAYaia ¥ BO BpEMs TCpaIivuu JICHAJIUIOMHUIOM.

Heumponenus u mpomboyumonenus

TsoxenpMu  1030JMMHUTHPYIOIIMMH  TOKCHYECKMMH  SBJICHUSMH  JICHAJIMOMUIA  SBISIOTCS
HEUTponeHuss W TpombouuToneHus. Pa3BepHyTbli aHaIM3 KpOBM, BKJIIOYAsl OIpe/Ie/ICHUE
KOJIMYECTBA JICHKOUMTOB, (OpMYJIbI KpPOBHM, KOJHYECTBA TPOMOOIMTOB, TIeMOrJI00HHa,
reMaToKpuTa, HeOOXOJAMMO BBINIOIHSTH /10 Ha4yasla Tepaluu, KaKIyIo HEACTIO B TCUCHHE MEPBBIX

8 Henenn TEpanuu JICHAJTHAOMHU/IOM MU 3aTEM EKEMECAYHO /U1 MOHHUTOPHUHIA LHUTOTICHUH. Y
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naieHToB ¢ MKJI MOHMTOPHHT Clie/lyeT MPOBOIUTH KaX/Ible 2 He/eIH BO BpeMs 3 U 4 IMKIOB
TCpallky, a 3aTeM —B Ha4ajle KaX10ro cle/ylomero uukia. ['paduk MOHUTOPHHIA MAIIMEHTOB C
®JI u JIM3: exenenensHo B TeyeHHe NEpBbIX 3 Hezenb | nukia (28 aHeit), Kaxible 2 HEACTH B
TeyeHue 2-4 MKIIOB, 3aTeM — B Hayaje KaXI0ro HMKIa. MokeT notpeGoBaThesi MpephIBaHUE
Tepal1y WM CHUXKEHHE 0351 (CM. pasjien «Criocod npuMEeHEHHUs ¥ 1035D»).

B ciyyae pasButus HelTponenuu 1enecooOpa3Ho Ha3HAyeHME IpenapartoB (akTopa pocTa.
[latmenTel 10/KHBI OBITE TPOUH(MOPMHPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIIATH
JieyalemMy Bpady o JI000M MOBBIICHHH TEMIIEPATYPB.

[lanenTam ¥ BpauyaM PeKOMEHJIyETCSl OTC/ICKUBATH MPU3HAKA M CHMIITOMBI KPOBOTEUECHHS,
BKJIIOYAs METEXMH M HOCOBBIC KPOBOTEYEHHS, OCOOCHHO B Cliy4asix, KOI/la O/[HOBPEMEHHO
IPUMEHAEMBIE JIEKAPCTBEHHBIE IPEnaparhl CIOCOOHBI MOBIIATH CKJIOHHOCTh K KPOBOTEYCHHUSAM
(cM. pasnen «ITobounoe aeiictBue. ['eMopparnyeckue OCI0KHEHUSY).

Crnemyer ¢ OCTOPOKHOCTBIO Ha3HA4YaTh JICHATHIOMH C JPYTHMH MHEIOIEIPECCHBHBIMH
npenapaTami.

Bnepevie Ouaznocmupoeannas MHONCECMEEHHAS MUENOMA. NAYUEHMbl, KOMOPLIM ROKA3AHA
MPAHCHIAHMayust,  NOLYYaswue 1eHatuooMud 6 Kombunayuu ¢ 6Gopmezomubom u
dexcamemazoHom

Helitponenus 4 crenenu tshxectu Habmonanace y 2,8 % u 28,7 % nanuentos B8 KU PETHEMA
GEM2012 u IFM 2009 coorBercTtBenHO. DeOpuiibHas HEHTpPONEHHs 4 CTENEHH TIKECTH
Habmonanace y 0,0% wu 1,1 % naumentoB B KM PETHEMA GEM2012 u IFM 2009
coorBeTcTBeHHO. [lanmenroB cienyer npouHdopmMupoBaTh 0 HEOOXOJAMMOCTH CBOEBPEMEHHO
coobmare 0 (eOpUIIBbHBIX JMU30/aX, MOXKET NOTpPebOBATHCS NMPUOCTAHOBKA TEpAIMH H/WIIH
cHuKeHue 710361 (cM. «Criocod NpUMEHEHUs | J103b1»).

TpombGouuTtonenus 3 wim 4 crenenu TsHkecTH Habmoaanacs y 6,3 % u 18,5 % nauuentos B KU
PETHEMA GEM2012 u IFM 2009 coOTBETCTBEHHO.

Bnepevie  ouaznocmuposannas muodcecmeennas muenroma: nayuenmor nocie TICK ¢
nocneoyloujei nooodepicusaroujeit mepanueil 1eHaIUOOMUOOM

HJIP B xone KM CALGB 100104 Bxmoyanu B cebs siBieHHs, 3apUKCHPOBAHHbIE I10CIE
npumenenus BJIM/TT'CK, a takxke B nepwoj mnojulepxuBaiomieid Tepanud. Bropoit anamu3
BBISIBHJI PEaKIMH, BOZHUKIIKE 10CIe Havana nojiepxusatomiei tepanuun. B KU IFM 2005-02
6butn 3aduxcuposanst HJIP Tonbko 3a neprosa noyiepxuBaroiieil Tepanum.

He#tponienust 4 creneHu TspKeCTH HaOMIOAAMach C BBICOKOW YacTOTOM Yy TNAlMEHTOB Ha
NO/UICP)KUBAIOLIEH Tepaluu JICHAIMIOMH/IOM 110 CPaBHEHHUIO ¢ rpynnoi mianedo B aByx KU,
OLIEHUBAIOIIMX TOUIEPKUBAIOLLYIO TEPANMIO JICHAIMI0MUI0M Y nauueHToB ¢ BJIMM, nocne

TI'CK (32,1 % B cpaBuenuun c¢ 26,7% [16,1 % B cpaBHenun ¢ 1,8 % mocie Havana
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nojaepxkusatoniei tepanuu] B KU CALGB 100104 u 16.4 % B cpaBuenuu ¢ 0,7 % B KU
[FM 2005-02 coorserctenno). HJIP B Buze Helitponenuu, Bo3HuKaromue Ha GOHE Tepanuu u
PUBOJIAIIME K ITPEKPAIICHUIO IIPHEMa JICHATHI0MH/1a, ObUTH oT™MeueHbI Y 2,2 % y NalueHToB B
K1 CALGB 100104 u y 2.4 % nauuentoB B KU IFM 2005-02 cOOTBETCTBEHHO. OebOpuitbHas
HEHTpOIeHHs ObLIa 3apEeruCTPUPOBaHA ¢ TAKOH JKe YaCTOTOM y NALMEHTOB Ha MOJIEPKUBAIONIEH
TEparuy JCHAIWOMH/IOM 110 CpaBHEHHMIO ¢ rpynnoi mianebo B oboux KU (0.4 % B cpaBHeHUU
¢ 05% [04% B cpaBuenun ¢ 0,5 % mnocne Havana nojiepxkupaiomeii tepanuu] B KU
CALGB 100104 u 0,3 % B cpaBnennu ¢ 0 % B KM IFM 2005-02 cootBercTBenHo). [Tanuentos
cienyer npouH(GOpMHpPOBaTE O HEOOXOJMMOCTH CBOEBPEMEHHO C€000maTh 0 (eGPHIIBLHBIX
SIM30/1aX, MOXKET 10TPeOOBaTLCA NMPUOCTAHOBKA TEPAIIMK H/WIIM CHHXKEHHE J103bI (CM. pasjel
«Croco® NpUMEHEeHHs U JI03b1»).

Tpombouutonenus 3 wmiam 4 crenmeHH TSKECTH OTMEYaiach uame y MAlMEHTOB Ha
NOJUICP)XKMBAIOIIEH Tepaluyu JICHAIMIOMHJIOM [0 CpaBHEHMIO ¢ rpynnoi mianedbo B KU,
KOTOpBIC OILICHHBAIU TOUIEPXKHUBAIONLYI0 TEPANUIO JICHAIWIOMMIOM y manueHToB ¢ BJIMM
nocie TI'CK (37,5 % B cpaBuenun ¢ 30,3 % [17,9 % B cpaBHenuu ¢ 4,1 % nocne nHawana
nojiepxuBatomer tepanuu| 8 KM CALGB 100104 u 13,0 % B cpaBuenun ¢ 2,9 % B KU
IFM 2005-02 coorBercTBeHHO). [launeHTamM u Bpayam peKOMEHJIYyETCS OTCIICKHMBATH MPU3HAKH
¥ CHUMIITOMBI KPOBOTEUYEHHMS, BKJIIOYAsH IETEXHH U HOCOBBIE KPOBOTEUEHHUSI, 0COOCHHO B CiTyyasx,
KOrJla OJIHOBPEMEHHO IIPUMEHSIEMbIE JIEKAPCTBEHHbIE IIpernaparbl CrocoOHbI MOBBINIATH
CKJIOHHOCTB K KpoBoTeueHMsM (cM. «ITobounoe nelictBue. ['eMopparnyeckue OCI0KHEHHUS ).
Bnepevie ouaznocmuposannas MHOJCECMBEHHAS. MUCIOMA: NAYUCHMBL, KOMOPLIM He NOKA3ANA
MPAHCAIAHMAYUA,  NOLYHABUIUE  NEeHANUOOMUO 6  Kombunayuu ¢  6Gopmezomubom u
oexcamemaszoHom

Yacrora pa3BUTHUS HEUTPONEHNH 4 CTeNeHH TsHKeCTH ObLIa HHKE y TaiueHToB B rpynne RVd B
cpaBHeHHUH ¢ rpynnoi neuenust Rd (2,7 % B cpaBuenuu ¢ 5,9 %) 8 KM SWOG S0777. Yacrora
passuTust GheOpuabHON HEHTponeHun 4 creneHu TsHkecT B rpynnax Jjedenus RVd u Rd Obuia
oaunakoso# (0,0 % B cpaBuenun ¢ 0,4 %). IlauuentoB cieayer npouHpoOpMHPOBATH O
HEOOX0IMMOCTH CBOEBPEMEHHO co00maTh 0 (HeOPHIBHBIX 3MH30/aX, MOXET I0TPeOOBATHCS
IPHOCTAHOBKA TEPAITMU W/WITH CHIKEHHE /10351 (cM. «Crioco0 MpUMEHEHHS | J10351»).

Yacrora pa3BuTHs TPOMOOLUTONEHUH 3 WK 4 CTENIEHH TSHKECTH ObLIa BbILIE B IPYIINE JICYCHUS
RVd B cpaBnenuu ¢ rpynmnoii Rd (17,2 % B cpaBuenuu ¢ 9,4 %).

Bnepevie ouaznocmuposannas MHOJICECMEEHHAS MUETIOMA. NAYUEHMbL, KOMOPLIM He NOKA3ana
mpancniaumayus, — noaAy4aeuwiue  JIeHAIUOOMuUO 8  KOMOuHayuu ¢ HUKUMU  003aMu

oexkcamemasona
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Helitponennio 4 creneny TskeCTH pexe HaOIOAMM y TIAIMEHTOB, 0TyYaBIINX JICHATHIOMH
B KOMOMHAIIMK ¢ JIEKCAMETa30HOM, YeM y NALMEHTOB B rpynne cpasHenus (8,5 % B rpynmax Rd
[HenpepeiBHOE neuenue] u Rd18 [neueHue B Tedenue 18 4-HeneIbHBIX IMKIIOB] 1O CPABHEHHIO ¢
15% B rpynne, npunumasmux MPT (cm. pasnen «lloGounoe meifcTBHE»). Dmu30/bl
(eOpuibHOM HelTPONIEHNH 4 CTENEHH TSHKECTH BCTPEYATUCH ¢ OJIMHAKOBOM YacTOTOM B rpyime
JICHATHJIOMM/I/ JIEKCAMETa30H (0,6 % B rpynmax MalUEHTOB, I10JIy4aBIIAX
nenanmaomuy/ iekcamerason Rd n Rd18, no cpasuennio ¢ 0,7 % B rpynne MPT) (cm. paszen
«IlobouHoe neicTBrey).

Tpombouuronenus 3 uam 4 crenenu HaG/OaNach B MeHbIIeH crenenu B rpynnax Rd u Rd18,
4eM B rpynne cpaBHenus (8,1 % nporus 11,1 % cooTBeTCTBEHHO).

Bnepsvie ouaznocmuposannas MHONCECMBEHHAS MUEIOMA: NAYUEHMbL, KOMOPLIM He NOKA3aHd
MPAHCRIAHMAYUS, NOIYHAIOWUE NTeHATUOOMUO 6 COYeMAHUU C MeNPANAHOM U RPEOHUZ0IOHOM
[Ipumenenue nenanuaomuaa ¢ mendanasom u npeauuzononom B KM y naumentos ¢ BJ]MM
COMpPOBOKIAIOCH OoJIee BBHICOKOW 4YacToTOW Heirponenuu 4 crenenn tsokectu (34,1 % ans
rpyIIbl Tepanuu MeadanaHoM, MPEIHU30JI0HOM M JICHATMIOMHIOM H 3aTeM JICHATIHIOMHIOM
[MPR+R] u mendananom, npeaHU30JI0HOM M JICHAIMIOMHAOM U 3ateM iane6o [MPR+p] mno
cpaBHenuio ¢ 7,8% B rpynne MPR+p) (cm. paspen «lloGounoe neiictBue»). Dmu307bl
(ebpunbHoit HelTponenun 4 creneHu TskectH Habmojpamkch Hedacto (1,7% B rpynme
MPR+R/MPR+p no cpasuenuio ¢ 0,0 % B rpynine MPp+p) (cm. paszen «I[lo6ounoe neicTBre»).
[Ipumenenre koMOMHAIMM JIeHATHAOMKAA ¢ MeadalaHoM M MPEJIHHU30JIOHOM Y MALMEHTOB C
MM comnpoBoxaanock Gojee BHICOKOH 4acTOTOW TPOMOOLMTONEHHUH 3 ¥ 4 CTENEHH TSHKECTH
(40,4 % B rpynne MPR+R/MPR+p no cpasuenuio ¢ 13,7 % B rpynne MPp+p) (cMm. paszen
«IToGouHoe neicTBHEY ).

Mnooicecmeennas mueroma: nayuenmol, ROAYYUGUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu

Puck pa3BuTHs HEHTpPONEHMM 4 CTENEHH TSHKECTH y NaiMeHToB ¢ MM, NojyuyMBIIMX Kak
MHHMMYM OJIHY JIMHHIO TEpanuH, IpH OJHOBPEMEHHOM HA3HAUYCHWH JICHAIWJIOMMIA M
JleKcaMeTa3oHa OYEeHb BBICOK (5.1 % B rpyrmnre IallueHTOB, MOJTy4aBIIMX
JICHAIMJIOMH I/ IeKcaMeTa3oH, oTHocuTelbHo 0,6 % B rpynne NaiMeHTOB, OJyYaBIIHX
nianebo/iekcamMeTason).  Dnu3oapl  (GeOpuiIbHOM — HEUTPONEHMHM 4 CTENEHW  TSHKECTH
PEruCTPUPOBAITUCH HE4acTo (0,6 % B rpymre MalUEHTOB, MOJTY4aBIIKX
neHanMaoMM Y/ iekcamerason, otHocutensHo 0,0 % B rpynne NanMEHTOB, [MOJYy4YaBIIMX
nianebo/nekcamerason) (em. paszaen «lloGounoe aeiictBue»). Bbicokas wactora pasBUTHS
TpoMOouMTONEHMH 3 M 4 CTENEHM TSHKECTH OTMedaercs y mauMeHTtoB ¢ MM  npwu

O/IHOBPEMEHHOM Ha3HA4YEHWH JICHATHI0OMHU/IA U JekcaMmeTa3oHa (9,9 % u 1,4 % cooTBETCTBEHHO
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B IPYIIIE MAIlMEHTOB, [10JIy4aBUIMX JICHAIHAOMMY/ IeKcaMeTa3oH, oTHocUuTebHO 2,3 % u 0,0 % B
rpyIIe NanueHToB, MOIy4aBIiuX ianebo/1ekcamerason) (cM. pasjen «Ilo6ounoe jeicTBrey).
Muenooucniacmuyeckue cunopomeor

Y nauuentos ¢ MJIC seueHue JIeHAIMIOMHUIOM Yalle BBI3BIBAIO PA3BUTHE HEHTPOICHHH W
TpomOouMTONEHMH 3 M 4 cTeneHHM 10 CpaBHeHHIO ¢ Tuiane6o (cM. pasgen «IloGounoe
JICHCTBUEY ).

Jlumpoma uz knemox manmuinou 301wt

Y mnauuentoB ¢ MKIJI meiirponiennss 3 u 4 crenenu passuBanach yame Ha (oHe JeUCHHS
JICHAJIM/IOMH/IOM, Y€M y MAlMEHTOB KOHTPOJIBbHOH rpymmsl (cM. paszien «I[ToGounoe geicTBHEY ).
DONNUKYIAPHAS TUMPOMA WU TUMPOMA U3 KIEMOK MAPZUHATBHOT 30HbL

[Ipumenenne neHamuaomMua B KoMOMHaUuM ¢ putykcumabom y maumentoB ¢ ®JI u JIM3
CBsA3aHO C OoJsiee BBICOKOH 4YacTOTOM pa3BUTHsS HEHUTPONEHMH 3 WJIM 4 CTENEHH TSHKECTH 110
CPaBHEHHMIO C TMALMEHTAMH, I[OoJydaloumuMu 1uianedo/purykcumad. HeBbicokas 4vacrtora
pa3BuTUs (GeOpUIbHOH HEHTPONEHHH M TPOMOOUMTONEHMH 3 MM 4 CTENEHH TSIKECTH
HaO/IIO/1aIach KaK B IpyIIe JEHATHAOMHI/PUTYKCHMAD, Tak U B rpynie mniane6o/purykcnmat
(eMm. «IlobGounoe neitcrauey).

3abonesanus wyumoeuoOHoU dcenesvi

Mmetotest coobmennst o ciydasix TUrnoTupeo3a W runeprupeosa. Ilepen Hauasom jgeueHus
CJIe/lyeT OLUCHUTh COMYTCTBYIONIME 3a00s1eBaHus, ClIOCOOHbBIE OKa3biBaTh BIMSHUE HA (YHKIHIO
IIUTOBU/IHON Keje3bl. PexoMeHayeTcss NMpoBOAMTH OUEHKY (DYHKIMHM IIMUTOBHUIHON IKeJe3bl
rnepe/1 Ha4aioM JICUCHHs M €€ peryJIsipHbId KOHTPOJIb Ha oHE NpUMEHEHHUs npenapara.

lepughepuueckas neuponamus

Mouekyna neHaTuI0MHIA CTPYKTYPHO CXOXa C MOJIEKYJION Tajin0MHU/a, KOTOPbIH HW3BECTEH
CBOEH CIIOCOOHOCTBIO BBI3BIBATH TSKEIyIO nepudepuueckyro Heiponaruio. TeM He MeHee, He
OTMEYEHO TIOBBIIICHHONW YacTOThl pa3BUTHA nepudepuueckoi Heiipornatud Ha  (oHE
JUIMTEIbHOTO NPUMEHCHMs1 JieHanuaomuaa npu  Jsiedenun BJIMM  na ¢one neuenus
JICHAIMIOMHM/IOM B KOMOMHAIIMHU C JIEKCAMETA30HOM WJIM MeJI(alaHOM M TPEJAHU30J0HOM WIH
NP  HA3HAYECHHUH MOHOTEPANMM JICHAIWJOMMUIOM, WIM NPUH JUIMTEILHOM TPUMEHEHHH
JICHAJTH/IOMH /1A,

[Ipumenenye neHamnoMuIa B KOMOMHALIMK ¢ B/B BBEJICHHEM Gopre3oMuba U JIeKCaMeTa30HOM
y mnamueHtoB ¢ MM cBs3aHo ¢ Goiee BBICOKOW HacTOTOM pa3BUTHs TepudepruyecKoil
Heiiponatui. YactoTa pa3BuTus nepudepuyueckoil HeiponaTuu ObLia HMXKE IPH II/K BBEJICHUM
Gopresomuba. bosnee moapobuas mndopmauus ykasana B pasaeine «[loGounoe neiictBue» u
MHCTPYKIIHH 110 MEJIMIIMHCKOMY ITPUMEHEHHIO JIEKapCTBEHHOT'O npenaparta st 6oprezomMuda.

Cunopom «ecnviuukuy onyxoau (TFR) u cunopom auzuca onyxonu (TLS)
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B ¢BA3M ¢ BBIPQXEHHOW AHTHHEOIUIACTHYECKOW AKTHBHOCTBIO JICHAIH/IOMH/IA BO3MOXHO
passutue TLS. Ha ¢oune neuenus nenammpomuaoMm TLS u TFR wnabmopanucs 4acto y
[AIMEHTOB ¢ XPOHMYECKUM JIMMMOIUTAPHBIM JICHKO30M M HEYACTO Y MAIMEHTOB ¢ JTUMPOMOIA.
BbuM 3aperucTpupoBaHbl JieTaibHble Mcxoasl TLS Bo Bpems npuMEHEHHs JICHATHIOMU/A.
Boicokomy pucky passutus TLS m TFR 0coGeHHO 10/BEPKEHbI MALMEHTBI, HMEIOIIUE
OOJIBINYIO ONMYyXOJIEBYID Maccy /0 Hayaja Tepanud. Y TakuX IalMEHTOB HYKHO OYCHb
OCTOPOXKHO HAYMHATh TEPANUIO JICHATMJAOMUIOM. 3a JTUMHM TAlMEHTaMU JIOJKHO ObITh
OpraHu30BaHoO TMOCTOSHHOE HAOIIO/IeHHE, 0OCOOCHHO B TEUCHHME IIEPBOrO LMKI/IA TEPAuK WIA B
Ipollecce MOBBIIEHUS JI03bI Ipernapara, a TakkKe HEOOXOAMMO NPUMEHEHHE OOIIENPHUHATHIX
npodunaktudeckux mep. Ha done neuyenus nenanmujaomuaom nauuento ¢ MM B penkux
cayuasx coobmanock o passutun TLS, y mnanmentoB ¢ MJIC passutue TLS ne
3aperuCTPUPOBAHO.

Jlumdoma uz kiemox manmuiou 30Hbl

Pekomenjryercsi mnoctosHHoe HaOiojeHne ¥ KoHTponb 3a cumnrtomamu TFR. Tlanmentsr ¢
YCTAHOBJICHHBIM B X0/I€ TMArHOCTHKH BBICOKUM MEXJIYHAPOAHBIM ITPOIHOCTHYECKUM HH/ICKCOM
(MIPI) wii MCXOJIHO TeHepaTM30BaHHON JMMpoaieHonaTuel (HaIMuue, Kak MUHUMYM, OJIHOTO
oyara jauameTpom >7cm) MoryT uMmerh puck passutus TFR. Cunapom TpansuTopHOro
ycyryOieHuss KJIMHHYECKUX MPOSBICHHUN OMyXOJIH MOXET MacKMpOBaTh IIPOrpecCHpOBAHUE
3aboneBanus. Ilaimentam, y kotopbix Obut jguarnoctupoBan TFR 1 u 2 crenenu, Obuin
HasHaveHsl riarokokoprukoctepoubl (I'KC), HIIBII u/unu HapkoTHYeCKHE aHAIBIETHKH JUIS
kynupoanusi cumnromoB TFR. Pemenune o neuenun TFR pomxno OGasupoBarhes Ha
MH/IMBUIYaIbHOM MOJIXO0/I€ K OIIEHKE pe3yJIbTaTOB KJIMHUYECKOro 00ciiel0BaHus alueHTa (CM.
pazzensl «Criocod npumeHeHus U j103b1», «Ilobounoe aelcTBue»).

Donnukynsipuas aumpoma unu AumMgoma u3z Kiemox MapeuHaibHOU 30Hbl

Pekomenayercs mnocrosiHHoe HaOmojenue W KoHTposb 3a cumntomamu TFR. Cunjapom
TPAH3UTOPHOIO YyCyryOJeHUss KIMHUYECKUX TIPOSBICHUNA OIYXOJH MOKET MAaCKHpOBaTh
nporpeccupoBanue 3abosieBanus. [lanmentam, y xortopeix Obun jguarsoctupoBan TFR 1 u
2 crenenn, Obumt HasHadensl ['KC, HIIBIl w/wim HapkoTHYecKHe aHAIBICTHKH JUls
kynupoanusi cumntomoB TFR. Pemenne o neuenun TFR pomxno OasupoBarbes Ha
WH/IMBH/IYaIbHOM T0/IX0/IE K OLEHKE Pe3y/IbTaTOB KIMHUYECKOro 00CIe/10BaHus MalHeHTa (CM.
paszenbl «Criocod nmpuMeHeHust U 103b1», «llobouHoe geicTBHEY).

Pekomenyercs TiiaresibHbiii KOHTposib U onenka TLS. Heobxoaumo noiepxanue ypoBHS
KHIKOCTH B OpraHu3Me MalMeHToB, npoduiakruyeckoe sedenue TLS, a takxke nposeneHue

CKCHCICIIBHOTO PA3BEPHYTOIO OMOXMMHMYECKOTr0 aHalIn3a KpOBH B TCHYCHUEC IIEPBOI0O IHUKJIIA UJIA
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JIOJTBIIIE B COOTBETCTBHMHU C KJIMHHUYECKMMH TTOKa3aHusiMU (cM. pazzesbl «Crocod NpUMEHEHUs U
n036l», «IlobouHOE nEeicTBHEY).

Onyxonesas macca

Jlumehoma uz kriemoxk manmuuHou 30Hbl

JleHaNWIOMH/I HE PEKOMEH/IYeTCsl IPUMEHSTh Y NAlMEHTOB ¢ OO0JIbIION Maccoi OIMyXOJd IpH
HAJIMYMH AJTbTEPHATUBHBIX METOIOB JICUCHHUS.

Pannsisi cmepmnocme

B KU MCL-002 B 1eiom BbISBJICHO 3aMETHOE yBeinueHue paHHei (B Teuenue 20 Hezelb)
cMepTHOCTH. [laruenTs! ¢ HCX0/IHO OOJIBIION MACCOM ONYXO0JIM OTHOCATCS K IPyIIe BHICOKOTO
pHCKa paHHEi cMepTH: B IPYIIE JCHAINIOMHIA PaHHss cMepTh OblLIa 3aperucrtpupoBana y 16
u3 81 nanmenta (20 %), a B KOHTPOJIbHOU rpyrne — y 2 u3 28 nauuentos (7 %). B Teyenue
52 HejielNb JIeYeHHUs ITH M0Ka3aTeM cocTaBuiii cootBeTcTBeHHO 40 % (ymepio 32 nauuenTa u3
81) u 21 % (ymepio 6 nauueHToB u3 28).

Heoicenamenvhwie 1ekapcmeenHble peakyuu

B KM MCL-002 tepanusi jeHanngomuioM Obuia orMenena y 11 u3 81 manuentos ¢ Gosbmon
maccoit onyxouu (14 %) BO Bpemsi MEpBOro IMK/A JIEYEHUs, & B KOHTPOJIbHOM rpymnme — y
1 nanmenTa u3 28 (4 %). OCHOBHOM NPUYMHON OTMEHBI JICHATH/IOMK/IA Y TTALIUEHTOB C OOJIBIION
Maccoi OmyXxojM B TIpyIie JeHamugaoMuaa Bo Bpemsi | uukina Owuto passutue HJIP y 7
narueHToB u3 11 (64 %).

Takum 006pa3zom, narueHTsl ¢ GONIBLION MACCOH OIMYXO0JIH J0KHBI HAXOAUTHLCS 110/ TOCTOSTHHBIM
Habmoienuem Juist koutposst 3a HJIP (em. pasznen «llobounoe aedictBue»), BKIIOYask CUMIITOMbI
TFR. PexoMeniaiiu 1o W3MEHEHHIO /10361 npenapata npu pazsutuu TFR npuseensl B pasjene
«Cnoco6 mpuMeHeHHs ¥ J103bl». bosblnasi macca ONMyXoiM ONpEAeNseTCs MpH HATHYHH Y
naiMenTa, o MeHblieil Mepe, 1 odara juaMeTpoM > S oM b0 3 o4aros > 3 cM.

Annepeuveckue peakyuu

NmeroTes cooblLieHusi 0 ciiydasiX alIepru4ecKuX peakiiuit/peakiiuilt runepuyBCTBHTEIBHOCTH Y
NalMeHTOB, IPUHUMAIOIIHMX JeHamuaoMu (cM. pasjen «Ilobounoe seiicTBue»). B cBs3u ¢ TeMm,
4TO HMEIOTCS HayyHble MyOJMKalMM O BO3MOXHBIX MEPEKPECTHBIX PEaKIUsIX MEXIY
JICHAJMIOMH/IOM M TIMJIOMHU/IOM, CJe/lyeT ¢ Oco0OH TIIATEeIbHOCTBIO KOHTPOJIMPOBATH
COCTOSIHME TallMeHTOB, Y KOTOPHIX B aHAMHE3€ €CTh YKa3aHWsl Ha aJJIEprUYeCKHe peakiluH,
3apEeruCTPUPOBAHHbIE B IEPHUO/L JICUCHUS TAIUIOMHJIOM.

Tsiicenvle KOJMCHbIE PeaKyuu

Ha ¢one npuMeHeHMs JICHAIHIOMHUIA COOOIIAIOCh O TSKEIBIX KOXKHBIX PEaKIMsX, BKIIOYas
cunipom CtuBenca-J[KoHCOHA, TOKCHUYECKHH dmuaepMalibHblii Hekpoau3 1 DRESS-cungpom.

Jleqamuii Bpay JIOJDKEH NPOMH(GOPMUPOBATH MALMEHTa O CHMITOMax JSTHX PpeaKkiuid u
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IOPEKOMEHI0BATh HEME/UICHHO 00paTHThCS 3@ MEIMIIMHCKOM OMOIIBIO B CITy4ae UX PasBUTHS.
[Ipu nosiBiieHUH SKCHOIHATUBHBIX MM OyJIE3HBIX BBICHINAHUM HA KOXKE WIIM 1OJI03PEHHH Ha
pa3sBUTHE YKa3aHHBIX TSDKE/IBIX KOXHBIX Ppeakluil CleayeT HEMEUICHHO TIpeKpaTHTh
IPUMEHEHHE JICHAIMAOMUAA. B 3THX cioydasx Tepanuio JICHAIMIOMHIOM HE cleayer
BO30OHOBJIATH M IOCJIE MCUE3HOBEHHS KOXKHBIX MposiBjieHHH. HeoOxoauMocTh nepepbiBa HIH
OTMEHBI JIEHAIUJIOMHK/IA CIIEyeT PAacCMOTPETh B CIIydae IOSBJIECHHS JPYIHX BHJIOB KOXKHBIX
peaKiiMii B 3aBUCUMOCTH OT WX BBIPOKEHHOCTH. JIeHaIM/1I0Mu/1 HEb3sl HA3HAYATH MALMEeHTaM, Yy
KOTOPBIX MMEIOTCS B aHAMHE3€ yKa3aHHsl Ha TsDKEJIbIe KOXKHbIC PEaKIMH, Pa3BUBIIMECS Ha QoHe
MPUMEHEHHUS TATHIOMM/1A.

Pazeumue nepeuydnbix 310Ka4ecmeennbix onyxoieu opy2ou roxanuzayuu (I1OJJI)

B KM ormeuena OGosee Bbicokas 4vactora BosHukHOBeHus [IOJUJI y namuenTos, panee
[OJIyYaBIIMX JICYEHHE JICHAIMJIOMUAOM M jekcameTazoHom (3,98 na 100 uyenosexo-ier) 110
CpaBHEHHIO ¢ KOHTpoJbHOM rpynmoi (1,38 na 100 yenosexo-ner). Heunsazusupie [10]1J]
BKJIHOYAIM 6a3ajMoMy M IUIOCKOK/IETOYHBIM pak Koxku. bonbmas wacts unBasuBHBIX [1O]1J]
OTHOCHJIACH K COJIM/IHBIM OITyXOJISIM.

B KU y nanmmenTos ¢ BJIMM, kotopsim He Obuta nokaszana TI'CK, nonyuyasimx jeHaaIuIoMu/1 B
KoMOuHAIMH ¢ MeiaparaHoM M [PEAHU30J0HOM JIO [POrpecCHpoBaHHs, HaOII0aI0Ch
yBesnnuenue 3abosieBaemoctu remarosorundeckumu [TOJJT (OMII, MJIC) B 4.9 pasa (1,75 na
100 yes0BEKO-JIET) 110 CPABHEHMIO C MALMEHTAMH, MOJyYaBIIMMU Meiadanan B KOMOMHALIUK C
npeanusonoHom (0,36 na 100 uenoseko-yier). YBenuuenue 3aboseBaemoctu conuaabivu [10]1J1
B 2,12 pa3za 0TMeYaIoCh Y MAIMEHTOB, MOJIy4YaBUIMX JeHATUAOMHUA (9 UKIOB) B KOMOMHALMHK €
mendananom u npeaan300HoM (1,57 na 100 yenoBeko-jieT) Mo CpaBHEHHIO ¢ MendanaHoM B
KoMmOuHauuu ¢ npeaauzononom (0,74 va 100 yenosexo-yer).

YV  [anueHToB, MOJyYaBUIMX JICHAIWJAOMH B KOMOMHANMM C  JIGKCAMETa30HOM  JI0
porpeccupoBanus WK B TedeHue 18 mecsiies, 3ab6oneBaemocts remaroiornueckumu [10]1J1 e
yeesmunBaitace (0,16 na 100 yenoseko-ner) no cpasHenuio c¢ npuemom MPT (0,79 na
100 yenoBeko-j€eT).

YBenunuenue 3aboneBaemoct conuubiMu [10JJ] B 1,3 pasa 3aperucTpupoBaHo y MalHeHTOB,
MOJIYYaBIIMX JICHATUJIOMHI B KOMOMHALIMK C JIEKCAMETA30HOM JIO IPOIrPECCHPOBAHMS HIIM B
teuenue 18 mecsuen (1,58 ua 100 yenoseko-ner) no cpaBHenuto ¢ npuemom MPT (1,19 na
100 yenoBeko-ieT).

V mnauuentoB ¢ BJIMM, nosydarommx JeHaIHI0MH B KomOuHauuu ¢ OoprezoMuboM U
JieKkcaMeTa3oHoM, vactora pasButus remaronoruueckux I[IOJJI cocrasasia 0,00-0,16 na

100 genoBeko-ieT, a yactora pa3Butus comuansix [10JJI - 0,21-1,04 na 100 uenoBeko-jeT.
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[loBpimeHnbId puck pasutusi remarosiorndeckux [1OJIJI na ¢done npuema JieHaIHIOMHUIA
aKkTyaJleH TaKke W Ui nauuneHtoB ¢ BJIMM nocsie TpaHCIUIAHTAllMM CTBOJIOBBIX KJIETOK. XOTs
ITOT PHUCK €Ile HE MOJHOCTHIO OXapaKTEPH30BaH, €ro Hy>KHO UMETh B BUJ1y, IPUHUMAs PECIICHUE
0 Ha3HAYEHHUH JICHATUIOMH/IA JIAHHOH IpyIIie NalMeHTOB.

Yacrora remaronoruyeckux [10J1, rnasusiM obpazom, OMJI, MJIC u B-kietounsix aumpom
(Bimouass mumpomy Xojpkkuna) cocrasisia 1,31 ma 100 wenoBeko-jeT Uit TPYIITBI
nenamuaomuaa U 0,58 wa 100 gestoBeko-ser juis rpynnsl wianebo (1,02 va 100 uenosexo-ner
Juist rpynnsl neramuaomua nociie TI'CK 1 0,60 va 100 yesnoBeko-j1eT ISt MalMEeHTOB, KOTOPbIE
He nojydamu nexamuaomua nocie TI'CK). Yacrora passutus commanbix [1OJ1JI cocrasisiia
1,36 na 100 gesnoBeko-jet juist rpynnbl JjeHamaomuaa u 1,05 na 100 yenoBeko-ner Juist rpymibl
mnane6o (1,26 ma 100 yenoseko-ner s rpynibl JeHanugomuaa nocite TI'CK u 0,60 na
100 yeoBeKO-JIeT JUIs AMEHTOB, KOTopbie He nonydany jteHanuaomu nocae TI'CK). Yacrora
pazsutus conuaneix [TOJUJI cocransina 1,36 na 100 yenoBeko-jeT it rpyINIibl JICHAIH/IOMH/IA
u 1,05 na 100 genoBeko-ynet s rpynnsl wianedo (1,26 wa 100 yenoBeko-ieT s IpyIIIbI
neHammaomua nociae TI'CK u 0,60 ma 100 yenoBeko-jeT i NAMEHTOB, KOTOPBIE HE
noayqanu nesamuaomu nocie TI'CK).

Puck pasButus remarosoruueckux [IOJUJI crnemyer yuumTeiBaTh 1epes Ha3HAYEHHEM
JICHAJIMIOMK/IAa KaK B KOMOMHAIMK ¢ MelialaHOM, TaK U HEMOCPEACTBEHHO 110CIe IPUMEHEHHS
BJIM/TI'CK. Bpauu [I0/DKHBI BHHMATElIBHO 0O0CIE10BAaTh MAIMEHTOB C HCIOIb30BAHUEM
CTaH/IAPTHBIX AMArHOCTHYECKMX MeTo/10B Juisd BeisiBiaeHus [10/1JI kak nepea HavaioM teparnuu,
TaK ¥ B TEYEHHE BCero Iniepuoja JieyeHus. JleueHwe cieayer mNpOBOJAUTL COIJIACHO
OOIIECNTPUHSATHIM PEKOMEH/1AIUSIM.

IIpocpeccuposanue 0o OMJI npu MJIC ¢ nuzkum u npomescymoynvim-1 puckom

Kapuomun

McxoaHple  nepeMeHHble, BKJIKOYas  COBOKYIIHOCTb  LIMTOTEHETHYECKHX  HaApyIICHHH,
npeionpeiessioT nporpeccuposanue 10 OMJI y nanueHToB, 3aBUCHMBIX OT reMoTpancdysuit u
JIEMOHCTPHUPYIOLIMX Jienieluio 5q. B xone komOuHupoBanHoro ananmsa aByx KU nenanmmaomuia
y naiuenToB ¢ MJIC HH3KOro ¥ mpoMexyTo4yHoro-1 pucka ObLIO OTMEYEHO, YTO MALMEHTHI CO
CJIOKHBIMHM I[HTOr€HETHYECKMMHU HAPYLICHUSMH JIEMOHCTPUPOBAIH CAMBIH BBICOKUH 2-JeTHUN
KyMYJISTUBHBIH pHCK mnporpeccupoBanus g0 OMII (38,6 %). Ilpornosupyemass wyacrora
nporpeccupoBanusi 1o OMJI B Teyenue 2 jeT y NMalMEHTOB C W30JMPOBAHHOM Jenenuer 5q
cocraBuia 13,8 % mno cpasuenuio ¢ 17,3 % y namMeHTOoB C JieenMed 5q M OJHUM
JIOTIOJTHUTEIbHBIM [IUTOTCHETHYECKUM HapyILICHHEM.

COOTBETCTBEHHO COOTHOIIECHHE T10JIb3a/PUCK Teparuu JieHaauaoMuioM nauuentos ¢ MJIC5q B

COYETAHHUH C KOMIIJICKCOM IMUTOICHETHYCCKHUX Hapymeﬂuﬁ HEHU3BCCTHO.
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Onyxoneewiit npomeun P53 (TP53)

Mytanus TPS53 Bo3uukaer y 20-25 % nauuentoB ¢ MJIC5q ¢ HU3KMM PHCKOM M CONPSIKEHA C
BBICOKMM puckoMm mnporpeccupoBanusi o OMIJL Ilpu perpocnektuBrom ananmuse KU
nenaymaoMuaa npu MJIC uuskoro u npomexyrouynoro-1 pucka (MDS-004) npornosupyemast
yactora nporpeccupoBanus 10 OMJI B Teuenuwe 2 et cocrasaser 27.5 % naumeHToB ¢
nojnoxutenbHbiM - pezyastatom  UI'X-pS53 (1 % ypoBeHB OTCEUKH CHIIBHOIO  SIEPHOTO
OKpalllMBaHUsI C HMCIOJIb30BAaHHEM HMMYHOIMCTOXMMHYECKOH oneHku Oenka pS3 B KauecTBe
3aMeHuTeNls MyTanumoHHoro craryca TP53) um 3,6 % y mnauuMeHToB ¢ OTpUIATEIBHBIM
pesyinstatom UI'X-p53 (p = 0,0038) (cm. pazznen «llobounoe neicTBue»).

IIpoepeccupoeanue 0o Opyaux 310kavecmeennvix onyxoneu npu MKJI

OMUJI, B-kieTo4Hble OIMYXOJIM ¥ HEMEJIAHOMHBIA PaK KOXH SBISIOTCS MACHTH(OUIMPOBAHHBIM
puckom y nanuentoB ¢ MKJL

Pazeumue nepeuynbix 310Ka4ecmeennbix onyxoaeu opy2ou aroxanusayuu npu OJI wiu JIM3

B HccneloBaHMM ¢ ydacTHEM MalMeHTOB ¢ peuuausupyoineii/peppakreproin GJI u JIM3 ne
OoTMeYaloch MoBbIeHUst pucka pasButus [IOJJI B rpynmne seHanuaoMua/putykcumad 1o
cpaBHEHHIO ¢ rpymmnoi ruianebo/purykcumab. ['emaronoruueckue 110/1JI OMIJI Bo3uukamm B
0,25 cnyyasx Ha 100 yenoBeko-eT B rpymnme JeHanuaoMua/purykcumab u B 0,48 cioyuasx Ha
100 yestoBeKo-71€T B TpyNne MNalMeHTOB, Mojay4aBmmMx Iutanedo/purykcumad. Yacrora
BO3HMKHOBeHHs reMarosiorudeckux u conujubiX [IOJIJI (3a vckimoueHueM HEMEIaHOMHOro
paka koxu) cocrauia 0,74 ciydaeB Ha 100 yenoBeKo-JIeT B IpyIe JEHATHIOMHYPUTYKCHMA0
u 1,97 ciayuaes ua 100 yenoBeko-JeT B rpyIine MAlMEHTOB, 10JIy4aBIIUX 1U1anedo/puTykenmad,
Py MeJMaHe JUTMTENBHOCTH Tmepuoja Habmoaenui 29,8 mecsues (amanazon — ot 0,5 10
51,3 mecsina). HemeranoMHBIM pak KOXKH SBJISETCS WACHTH(GHIIMPOBAHHBIM PHCKOM U BKIIKOYAET
IUIOCKOKJIETOYHBIH paKk ¥ 0a3a/IbHOKJIETOYHBIH paK KOXKH.

Bpadam cienyer npoBoauth MoHuTopuHr passutus [10J1JI y nanuenTos. Ilpu pacemorpenuu
BOIIPOCA O TEPAIUH JICHATHAOMH/IOM CIIE/yeT YYUTHIBATH KaK MOTCHIMAIbHBIC IPEUMYIIECTBA
JICHAJIMJIOMHK /1A, TaK ¥ pucKk BozHukHOBeHus [10/1J1.

Hapywenus co cmoponst nevenu

[Teuenounas HEJIOCTATOYHOCTh, BKJIOYass Cliydyad CO CMCPTCIbHBIM  HCXOJ/I0M, ObL1a
3aperucCTpyupoBaHa y MALUCHTOB, IOJYYABIIUX JICHAIWIOMHU B paMKax KOMGHHHPOBaHHOﬁ
TCpanuu: ocTpas MNe4YeHOo4YHas HEIO0CTATOYHOCTD, TOKCHMYECKHH TIeNaTuT, UTOJIATHYCCKUH
I'CIaTuT, XOJIECTATHYECKUH I'eNnaTuT U CMEellIaHHbIA uHTOHHTH‘{CCKHﬁ/XOHCCTaTM‘{eCKHﬁ I'erarTur.
MexaHu3Mbl TSIKEIOH IlCKapCTBCHHOﬁ rernaToTOKCH4YHOCTH OCTarOTCAd HCHU3BCCTHBIMHU, XOTS B

HEKOTOPBIX Cly4dasaxX MNpeAbLAYIIEE BUPYCHOC 3abosieBaHue INEYCHHU, HCXOJHOC I[TOBBIIICHHUC
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CBIBOPOTOYHOM AaKTUBHOCTH (DEPMEHTOB IEYEHH WU, BO3MOXKHO, JI€UEHUE aHTUOMOTHKAMH MOTYT
ObITh (hakTOpaMu pUCKa.

Yacto perucTpupoBaIUCh (DYHKIMOHAIbHBIE OTKJIOHEHHS IEYEHH, HO OOBIYHO OHH OBLIX
OeccuMIITOMHBIMU U 0OpaTUMbIMH T10c/ie Tpekpamenus tepanuu. [locie BoccraHoBiIEHHUS
rokasareJsiei 10 HCXOHOTO YPOBHSI TEPAIHIO MOXKHO BO30OHOBUTH B HoJiee HU3KOM /103€.
JleHaMOMU/L BBIBOJIMTCS 110YKaMH. BakHO CKOppeKTHpOBATH /103y Ipernapara y MalueHTOB ¢
TMIOYEYHOH HEI0CTATOYHOCTHIO, YTOOBI W30ekKaTh JOCTHIKEHHS B ILIA3ME KPOBH KOHIIEHTPALMH,
KOTOpbIE MOTYT IOBBICHTH PUCK pa3BuTusi rematosiorndeckux HJIP wim renatoTokCHYHOCTH.
PekoMeH/1yeTcsi KOHTPOJIMPOBaTh GPYyHKIHMIO TIEYeHH, OCOOCHHO IIPH HAJIMYMH COIMYTCTBYIOLIETO
BHPYCHOTO 3a00JIcBaHMSI MEYCHM WJIM yKa3aHWsi Ha HEro B aHaMHEe3e, WM I[IPH NPUMEHECHUH
JICHAJIMIOMK/IA B KOMOMHALIMK C [IperapataMy, BbI3BIBAIOIIMMH HapylIeHHE (QYHKIHH MEYCHH.

Hnhexyus ¢ neumponenueil uiu 6e3 maxosou

[Tarmentsl ¢ MM nojBepkeHbl Pa3BUTHIO MH(EKLMH, BKIOYas MHEBMOHHIO. bosiee BBICOKMH
ypoBeHb HHGpUUMpOBaHus HaOmopancs y nanueHtoB ¢ BJ/IMM, kortopeiM He mnoKaszaHa
TpaHCIUIaHTallMs, Ha OHE JICYCHHUS JICHATHIOMM/IOM B KOMOMHALIMHU C JIEKCAMETa30HOM, YE€M Ha
¢one neyennss MPT, u y mammentoB ¢ BJIMM mnocne TI'CK, koTopeiM 1poBOAMIN
I0UIEP)KUBAIOIIIYIO TEPAITHIO JICHAH/IOMH/IOM B cpaBHeHHH ¢ 1utanebo. Undexuuu > 3 crenenn
TSOKECTH Pa3BHBAIMCH B YCJIOBHSIX HEHTPONEHHH MEHEe YeM Y OJIHOM TpeTH MalMeHToB. 3a
MalMeHTaMH C M3BECTHBIMHM (haKTOpaMHM puUcKa WH(PHUIMPOBAHUS HEOOXOAMMO TINATEIBHO
HaOmoaaTe. BceM nammeHTaM peKOMEH/yeTCs He3aMe/TMTEIbHO 00paTUThes K Bpaudy IpU
NepBbIX MpU3HaKax MHGEKUUU (HampuMmep, Kaleib, JIMXOpajaka M T. J.), YTO I03BOJISET IpU
paHHEM JICYUEHUH CHU3UTH CTEIICHb THKECTH.

Peaxmueayus eupycnou ungpexyuu

Coobmasioch 0 ciy4asiX BHPYCHOW peakTHBAallMM Yy MAlMEHTOB Ha (OHE Teparuu
JICHATM/IOMHUJIOM, BKJIIOYash CEPhE3HBIC CIIy4YaW pEeakTHBALMK BUpPYCA OMNOSCHIBAIOLIETO JIMINAs
(Herpes zoster) unm Bupyca HBV.

B HEKOTOpBIX Clly4yasiXx peakTHBALWK BUPYCHOW HHpeKIuH Habmogaics JeTalbHbld ucxox. B
psijie cilydaeB peakTHBAllMsl BUPYCa ONOSCHIBAIOLICTO JIMIIAs IPHBO/IMIIA K €r0 JIMCCEMUHAIIMH H
Pa3BUTHIO BHPYCHOIO MEHHMHIMTA WJIM BHPYCHOTO TIOPAXEHMsS IJ1a3, KOTOpble TpeboBaiu
BPEMEHHON [PHOCTAHOBKM TEPANUHU JICHAIMJIOMUIOM MM I[IOJHOIO €€ MpEKpalleHust
Ha3HAYEHHS COOTBETCTRYIONIEH IIPOTHBOBUPYCHOM TEpaIuu.

O peaktuBauuu Bupyca HBV y mnaunmeHToB, noiy4aBIIMX TEpanuio JICHAIWAOMHIOM U
nepeHecMXx paHee renatut B, coobmanock peako. Y HEKOTOPbIX M3 OTHX INAlMEHTOB
peaKkTHBAIMsi BHpyca I[IpHBE/ia K Pa3BUTHIO OCTPOH IEYEHOYHOM HEJIO0CTATOYHOCTH,

IIPEKPAlICHUIO TEpalluM JICHAJIWIOMMIOM U Ha3HAYCHUIO [MPOTHBOBUPYCHBIX IIpEIapaToB. HO
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Hauasia JICUCHHS JICHATM/IOMH/IOM BCEM MaIlMEHTaM Cle/lyeT MPOBECTH TECT Ha HAJMYKE BUpYyca
renatura B. [Ipy noaydeHMM NOJOXKHUTEIBHOTO pe3yjibTaTa PEKOMEHIYETCS KOHCYJIbTallus
renarosiora. Cieayer cobr0Aark OCTOPOKHOCTH IIPU JICYEHUH JICHAIUIOMH/IOM ITALUEHTOB ¢
HBV B anmamHe3e, BKIIO4Yass M TeX, Y KOTOPHIX pe3y/JbTaThl T€CTa HA AHTHUTE]IA K SJAEPHOMY
antureny HBV (HBc) nosoxurensHble 1npu oTpunarensHoM pesyinsrate Ha HBsAg. Otu
MAalMEHThl JO/DKHBl HAXOJUTBHCS [0/ MOCTOSHHBIM HAOIIOJAEHHEM JUIS CBOEBPEMEHHOIO
BBISIBJICHHUS CUMIITOMOB akTuBanuu uHdpekuu HBV Ha npoTsikeHHH Beero Kypcea JieYeHHUsl.
IIpozepeccupyrowas myremughokanvnas nevikosnyegparonamus (I1IMJI)

V nanueHToB, MPUHAMABIIMX JICHATHIOMHU/L, coodianock o cayyasx pa3sutus [IMJI, Bxiovas
ciydad ¢ JetanbHbiM HexojoMm. CornacHo coobmenusiv, [IMJI pa3BuBanace B nepuoja or
HECKOJIbKUX MECSIIEB JI0 HECKOJIBKUX JIET M0C/Ie Havalla JIeYeHHs JICHAIH/IOMHUIOM. B ocHOBHOM
co00IIA/IOCh O CilyYasiX y MalUMEeHTOB, [TOJIyYaBIIMX COMYTCTBYIOUIEE JICYEHHE JIEKCAMETa30HOM
MM paHee MPOLICAUIMX XHMHOTEPAIHIO APYTHM HMMMYHO/IEIIPECCHBHBIM TpenapartoM. Bpauam
CHIEIyeT PpEeryjJsipHO TPOBOJAMTH MEIMUMHCKAH ocMOTp mnanueHtoB. IIpm cocraBiaeHuH
JubhepeHMaIbHOrO  MarHo3a y MalMeHTOB C€  HOBBIMM MM [IPOrPECCHPYIOMIMMH
HEBPOJIOTHYECKUMH CHMIITOMAMHU, MPU3HAKAMU KOTHUTHBHBIX M TIOBE/ICHYECKUX HapyLICHHH,
HEOOX0MMO Y4YUTBIBATH BO3MOXKHOCTH pa3sutTsi [IMJL. IlauuenToB cieayer npeaynpeauTs o
TOM, YTO MM CTOMT COOOLIMTH CBOMM OJIM3KMM H JIMIIAM, yXa)KUBAIOLUIMMHU 33 HUMH, O JICYECHHUH,
MIOCKOJIBKY OHH MOTYT 3aMETUTh CUMIITOMBI, O KOTOPBIX MAIlUEHT HE 3HAET.

Jluarnoctuka [IMJI pomkna BKIIOYAaTH HEBPOJOrHYecKoe o00cie/0BaHHE, [IPOBEICHUE
MarHUTHOPE30HAHCHOHM TOMOrpaduy roJIOBHOr0 MO3ra U aHajIu3 CIIMHHOMO3IOBOM JKHAKOCTH Ha
nammune JIHK Bupyca Jxona Kanuunrema (Bupyca JC) ¢ momoupio MeToaa MoJMMepasHON
nenHoi peakumu (ITLIP). B xadectBe anmbrepHatuBbl [II[P-uccienoBanuio Moxer ObITh
npoBejieHa OUOTICHS TOJIOBHOIO MOo3ra Juist onpeesienus Bupyca JC. OTpunarenbHblit pe3yabTar
[T1IP-uccnenosanust Ha Bupyc JC He uckmouaer pazsutue [IMJI. Heobxoaumo obecrnieuuTtsb
JIOTIOJIHUTEIbHOE HaO/IO/ICHHE 3a MAlMEHTOM W MPOBECTH JIONOJIHUTEIbHBIE HMCCIIE0BAHUS,
€CJIM aJIbTEPHATHBHBIN JIMArHO3 HE MOXKET ObITH YCTAHOBJIEH.

[lpn namuuum nojo3penust Ha passutie [IMJI naneneimmit npueM JieHaIMAOMHUAA JIOJDKEH
OBITh MPUOCTAHOBJICH 10 TeX mnop, moka jguarHo3 I[IMJI we Oyzer uckmouen. B caydae
noarBepkaeHus jaumaruosa [IMJI npuem JneHammjomMmujga J0/DKeH ObITh  OKOHYATEJIBHO
[peKpaleH.

Iayuenmor ¢ BJIMM

BoJiee BBICOKHI YPOBEHb HENIEPEHOCHMOCTH KOMOMHUPOBAHHOM Tepanuu senamuomuiom (HIIP
3 wiu 4 crenenu TsokecTH, cepbesnbie HJIP, npexkpainenue jieyenus) orMedancs y naiueHToB

crapuie 75 ner, ¢ III cragmeit cormacHo MexayHapoaHoi cucreme craaupopanus (ISS), ¢
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cymmoir OamioB mno mkaite ECOG<2 wm KK <60 wma/mMun. Ilepen HasHaueHHeM
JIEHAMIOMHAIa B KOMOMHAIMM C JIDYTMMM [IperapataMd HYXHO TIIATEJIbHO OLECHHThH
BO3MOXKHYIO [IEPEHOCUMOCTH ITOW TEparuy y MAlMeHTOB ¢ y4eToM HX Bo3pacTa, III craauu ISS,
ECOG <2 wmu KK <60 mu/mun (em. pasjenst «Crioco® npumenenust u 103bi», «Ilobounoe
JICUCTBHUEY).

Kamapaxma

C Gosee BBICOKOH 4acTOTOW KarapakTa OTMEYalach y IMAalMEHTOB, MOJY4YaBUIMX JICHATUIOMHU]L B
KOMOMHAIMM C JIeKCAMETa30HOM, OCOOGHHO TNpW JUIMTEIbHOH Tepanuu. Pexomenayercs
pEeryJIsipHbIA KOHTPOJIb 3PEHHSL.

Creyuanbhble Mepbl NPeOOCMOPOICHOCIU NPU YMUIUAYUU U obpawjenuu ¢ npenapamom

He ciietyet oTKpbIBaTh WM pa3/iaBinBaTh Kancysabl. ECIu MOpOLIOK JIeHaIMA0MK/Ia [10NajeT Ha
KOXKY, CIIe/IyeT HEME/UICHHO TINATEJIbHO MPOMBITH KOXY BOJIOH ¢ MbUIOM. Eciu nenanmuaoMua
IONAJIET Ha CIM3UCThIE 000JI0YKH, MX HEOOXOIMMO TIIATEIBHO IIPOMBITH BOIOH.

Menuuuackue pabOTHHKH M JIMI@, OCYLIECTBIISIOUIME YXOJI, JIOJDKHBI HOCHTH OJIHOpPA30BbIE
riepyaTKy 1pu oOpaleHuu ¢ OJIMCTepOM WIIM KarcyJIo. 3aTeM MepyaTku CleayeT OCTOPOXKHO
CHSITh, YTOOBI HE JONMYCTHTh KOHTAKTa C KOXKEH, TOMECTHUTh B FE€PMETHYHBIN MOJIMITHICHOBBIN
IaKeT W YTHIM3UPOBATh B COOTBETCTBMHM C MecTHbIMH TpebGoBanusimu. [locie storo pyku
Clie/lyeT TIIATEIBbHO BBIMBITH BOJOH C MbUIOM. BepeMEeHHbIM JKEHIIMHAM WM JKCHIIMHAM,
KOTOpPBIE OJI03PEBAIOT, YTO OHU MOI'YT ObITh OEpeMeHHbI, He CIIeyeT MpuKacarscs K oumcrepy
i Karncyie. Heucnonb3oBaHHbBIM mperiapara peKOMEH/YETCs BO3BPaTUTh B MEIMIIMHCKOE
YUPEXKJICHHE MO OKOHYAHMM JICYeHHs Ui O€301acHOro YHHUYTOXKEHHS B COOTBETCTBHU C

MCCTHBIMH Tpe6OBaHHﬂMH .

Biusinue Ha cnocoOHOCTH YNPABAATH TPAHCHOPTHBIMH CPEJICTBAMH, MEXaHH3MaAMH

JleHayMIOMH/T OKa3bIBae€T HE3HAYMTE/ILHOE MM YMEPEHHOE BO3ICHCTBHE Ha CIOCOOHOCTH
YIIpaBJIATh TPAHCTIOPTHBIMU CPEACTBAMH M MeXaHW3MaMu. Bo Bpemsi JieueHHUs JICHAIMIOMHIOM
OTMEYaTKCh ¢J1a00CTh, FOJIOBOKPYKEHHE, COHJIMBOCTD, BEPTUIO H HEYETKOCTH 3peHust. B cBsi3m ¢
3THUM CJIE/IYET MPOSBISATH OCOOYIO OCTOPOIKHOCTD IPU YIIPABJICHUH TPAHCIIOPTHBIMH CPEICTBAMHU

U MCXaHHU3MaMH.

®opma BbINTYCKa

Kancynsl, 2,5 mr, 5 mr, 7,5 mr, 10 mr, 15 mr, 20 mr, 25 Mr.

[To 21 kancyie Bo ¢uiakone u3 temuoro crekia (tun IIl) ¢ 3aBuHUYMBaIOLIEHCS KPBILIKOH H3
MOJIMIPONMJIEHA W TOJMITHICHA HH3KOW IUIOTHOCTH, C KOHTPOJEM IepBOr0 BCKPBITHS M C

3alUTON OT BCKPBITHA JICTbMH.
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[To 1 ¢uiakony BMeCTE ¢ MHCTPYKIMEH 110 TPUMEHEHHIO TOMELIAIOT B Ia4YKy KapTOHHYIO.

YcaoBus xpanenusi
[Ipu Temnepatype He Boite 25 °C, B OpUrHHAILHOM (pr1aKoHe.
XpaHuth (GJIakoH MJIOTHO 3aKPBITHIM.

XpaHHTb B HEJIOCTYITHOM JUJIsA JIETEH MecTe.

Cpok roanoctTn
2 roja.
Cpok roJiHOCTH Ipernapara 1nociie BCKpbITus (iakoHa - 21 jieHs.

He IIPUMCHSATH IIperiapart 1o UCTCYCHUH CpOKa IroJJHOCTH.

YciaoBus OTIYyCKa

OTnyckaroT 1o penenry.

HanmeHoBaHue WOPHIHYECKOr0 JIMIA, HA HMMs KOTOPOro BbIJAHO PErHcTPaAlHOHHOE
yA0CTOBEpEHHE, ajjpec
000 «KPKA-PYC», 143500, Poccusi, Mockosckas 00.1., r. Mctpa, yi1. Mockocekast, a. 50

IIpousBoauTen
AO «Bekrop-Menuka», 630559, Poccus, HoBocubupckas o6:1., r.o. pn. Kosabuoso, pi.

KosbioBo, HayuHo-nipou3Bo/icTBeHHas 30Ha, K. 13

®acopmuk (Ileppuunas ynakoska)
AO «Bekrop-Meauka», 630559, Poccus, HoBocubupckas 06:1., r.o. pn. Kosbuoso, pi.

KonbioBo, HayuHo-npou3BoicTBEeHHAs 30Ha, K. 13

VYnakopmuk (Bropuunas (norpedureibckas) ynakoBka)
AO «Bekrop-Menuka», 630559, Poccus, HoBocubupckas 06:1., r.o. pn. Koubioso, pi.

KosbiioBo, Hay4Hno-npou3BojicTBeHHas 30Ha, K. 13
Boinyckaomuii KOHTPOJIb Ka4ecTBa

000 «KPKA-PYCy», 143500, Poccusi, MockoBckas 061., r. Uctpa, yi. Mockosckas, 1. 50
Teun.: (495) 994-70-70, daxc: (495) 994-70-78
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HanmeHnoBanue u aipec opraHu3alnuy, NpUHUMAKOLIEH peTeH3un norpedureiei
000 «KPKA-PYC», 125212, r. Mocksa, I'oioBHHCKOE 1110CCE, 10M 5, Kopryc |
Ten.: (495) 981-10-95, daxc: (495) 981-10-91

PykoBoaurens Otziena perucrpanuu ) /[T// Tamkosuu T. B.
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