MUHHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKOM ®EJIEPALINN

NMHCTPYKIMA
10 MEJUITUHCKOMY ITPUMEHEHMNIO JIEKAPCTBEHHOI'O ITIPEITAPATA

Jlenaauagomung

Perucrpannonnbiii Homep: JIT1-008057
Toprosoe HauMeHOBaHue: JICHAIMIOMUL
MexayHapoaHoe HeMATEeHTOBAHHOE WM IPYNIIHUPOBOYHOE HAUMEHOBAHME JICHAIUIOMU]]

JlekapcTBenHasi popma: KarcyJibl

Cocras:

1 Karcyiia 5 Mr cCOIep KuT:

leticmsyrowee sewgecmeo: neHamuaomMua — 5,0 Mr.

Bcnomoeamenvuvie  sewgecmea:  nakto3pl  MoHoruapar — 147,0  wMr, uemioio3a
MuKkpokpucramumyeckas — 40,0 mr, kpockapmeio3a Hatpus — 6,0 mr, maraus creapat — 2,0 Mr.
Karicynbl TBep/bie xenaTuHoBbIe Ne2

Cocmae kopnyca kancyavi: TuTana guokcua — 2,0000 %, xenatun — 1o 100 %.

Cocmas Kpovluteyku Kancyivl.

KpacuTellb XWHOJIMHOBBIN skenThid — 0,7500 %, kpacurens cotHedHbIH 3aKkaT xkenthiid — 0,0059 %,
tutana guokcua — 2,0000 %, xenatun — go 100 %.

1 xaricysa 10 M COOEPIKUT:

eiicmeyrowee eewjecmeo: nenanupomua — 10,0 mr.

Bcnomocamenvnvie  sewjecmea:  makTo3el  MoHorMupar — 294,0 wMr, uesmtronosa
Mukpokpucramumyeckas — 80,0 Mr, kpockapmesniosa Hatpust — 12,0 mr, maraus creapat — 4,0 mr.
Karicyinbl TBepapblie sxenaTuHOBBIE Ne(

Cocmas xopnyca xancynvi: THTaHa guokcuz — 2,0000 %, »xenatun — 10 100 %.

Cocmas kpvluieuku Kancyavl: KpacUTENb XWUHOMWHOBBIN xentbid — 0,7500 %, kpacutenb
COJTHEUHKIH 3aKkaT xenTelid — 0,0059 %, tutana quokcup — 2,0000 %, sxenatua — g0 100 %.

1 xkaricyia 15 Mr cOOepIKUT:

eiicmeyrowee sewjecmeo: nenanuaomua — 15,0 mr.
Bcnomoecamenvuvle  sewyecmea:  nakto3pl  MoHormapar —  289,0 wMr, uemioigo3a
MUKpokpucrauaeckas — 80,0 mr, kpockapmesuiosa Hatpust — 12,0 mr, maraus creapar — 4,0 mr.

Karicynsl TBepasbie sxenaTuHOBbIE Ne(



Cocmas kopnyca kancyast. THTana guokceua — 2,0000 %, xenaTuH — 1o 100 %.
Cocmag kpvluieuku Kancyavl: KpacUTelb XWHOMMHOBBIN xentbid — 0,7500 %, kpacutenb
COJIHEYHBIH 3aKart keaTeid — 0,0059 %, Tutana auokcua — 2,0000 %, sxkenatun — 1o 100 %.

1 xarcyia 25 MI COOEPIKUT:

leticmsyrowee sewgecmeo: neHanuaoMun — 25,0 mr.

Bcnomocamenvhvie  sewjecmea:  nmakto3sl  MoHoruapar —  200,0 wMr, umesmionosa
MHUKpOKpHcTaimnaeckas — 159,0 mr, kpockapmenos3a Hatpust — 12,0 mr, maruus creapat — 4,0
MT.

Kancynsl TBepabie xenatuHoBbIE Ne()

Cocmasg kopnyca kancyasi: TuTana auokcua — 2,0000 %, xenatun — 10 100 %.

Cocmag kpvluieuku Kancyavl: KpacUTeNlb XUHOMMHOBBIN xkentbii — 0,7500 %, kpacutenb

conHeuHbIi 3akaT xKeaTeid — 0,0059 %, tutana guokcug — 2,0000 %, xxenatua — g0 100 %.

Onucanue:

Lo3uposka 5 me: TBepAble )KeNaTUHOBBIE Karcyiibl Ne 2, Henpo3paunblie. Kopryc 6emnoro
I[BETA, KPbIIIEYKA JKEJITOTO L[BETA.

Ho3uposka 10 me: TBepable xenaTHHOBbBIE Kancyisl Ne 0, Henpo3paunsie. Kopmyc 6emnoro
1[BETA, KPBIIIEYKA KEJITOTO LIBETA.

Lozuposka 15 me: TBepable xxenaTuHOBbIE KancyJisl Ne 0, Henpo3paunblie. Kopnyc 6enoro
I[BETA, KPbIIIEUKA JKEJITOrO L[BETA.

Hosupoexa 25 me: TBepAbIe xKenaTuHOBbIE Karcyibl Ne 0, Henpo3paunslie. Kopryc 6enoro
[[BETA, KPBIIIEYKa KEJITOTO IIBETA.

Coneprkanue KarcyJ JII0OOH JO3UPOBKHU: MOPOIIOK OT OEJIOro J0 OENIoro C JKEeITOBATHIM

OTTCHKOM IIBETA. I[OHYCKaeTCSI YIUIOTHECHUEC COACPKUMOT'0 KaIICYJIbl B KOMKH.

(I)apMaKOTepaﬂeBTl/I‘leCKaﬂ rpymma: UMMYHOACTIPECCAHTHI; APYTUC UMMYHOACIIPECCAHTEI.

Koa ATX: LO4AX04

DapMaKoJIOrHuecKue CBOMCTBA

Dapmakoounamuxa

Mexanusm Oeticmeus

JleHanMIOMHUJ CBA3BIBACTCS HEMOCPEACTBEHHO C LEpeOIOHOM, KOMIIOHEHTOM (hepMEHTHOIrO
komiuiekca KymunH-RING E3  yOukBuTuHIMrassl, KoTopblii BKiIouaer Oenok-1 (DDBL),

CBSI3BIBAIOIIMICS C MOBPEXACHHON ne30kcupuOonykinenHoBoil kucioroil (AHK), xymnun 4



(CUL4) u perymatop kymmuHoB 1 (Rocl). B remomosTHuyeckux KI€TKax CBSI3bIBAaHHE
JCHAIMAOMHIA ¢ TiepeOIoHoM MoOmn3yetr cyoctpaTHbie Oenku Aiolos u Ikaros, sBisromecs
(dakTOpamMu TPAHCKPHUIILIUHU B TUM(POUTHBIX KJIETKAX, YTO MPUBOJIUT K MX YOMHKBUTHHUPOBAHHIO
U [ocleAylolleMy — pacnagy M oOyclaBiMBaeT — HpsIMble  LUTOTOKCHYECKHMH U
UMMYHOMOYIUPYIOINA 3)PEKTHI.

B vacTHOCTH, IeHAMUAOMHT HHTHOUPYET MPOTU(Epauio U YCHIMBACT alloNTO3 ONPEeIEHHBIX
3JI0KQUYECTBEHHBIX T€MAaTOMOITHUECKUX KJIETOK (BKJIIOYAsl KIETKM MHOXXECTBEHHON MHEIOMBI
(MM), knerku dommukynsapaor aumpombl (DJI) u KIETKH ¢ AETEHUSIMH XPOMOCOMBI 5),
YCUJIMBAeT UMMYHUTET, OIIOCPEIOBAHHBIN T-KileTkaMM U KI€TKaMU-€CTeCTBEHHBIMU KUIIJIEpaMU
(EK), n yBenmuuuBaer umucio EK, T-xnerok um EK T-knerok. Ilpu muenonucniacTUuECKOM
cugapome (MJIC) c¢ wm3omupoBannoii neneuuert Sq (MIACS5Q) nenanmmomua u30UpaTeIbHO
UHTUOMPYET MaTOJIOrMUYECKHI KJIOH, YCHUIIMBAs arloNTo3 KJIETOK C U30JUPOBAHHOM Aenenueit 5q.
KomOuHnanus neHanugoMuaa M pUTyKcuMala yBEJIMYMBAET AHTUTENO3aBHUCUMYIO KIIETOUHYIO
nuTorokcndHocTh (A3KI) u npsMoil anonTo3 3710KkayecTBEHHbIX Ki1eToK DJI.

MexaHu3M ~ JEHCTBHS ~ JIGHAIMAOMHAA  TaKKe  BKIIOYACT  AHTHAHTHOTEHHBIE U
IPO3PUTPONIOITHYECKHE CBOICTBA. JIEHAIMIOMU/] MHTUOMPYET aHTHOT€He3, OJIOKUPYSI MUTPALIUIO
U a/re3ul0 3HJOTENHAIbHBIX KJIETOK, U 00pa30BaHME MHUKPOCOCY/IOB, MOBBIIIAET MPOAYKLHUIO
¢etanbHOro remornoduHa CD34+ cTBOIOBBIMU I'€MOINIO3TUYECKUMHU KIETKAMU U MHTUOUpPYET
NPOAYKIHUIO MPOBOCIIATIMTEIBHBIX IIUTOKMHOB (Hampumep, (GakTopa HEKpo3a OMyXoiH anbda
(®HO-0)) 1 unTepneiikuna-6 (MJ1-6)) Mmononuramu.

Knunuuecras sghpgpexmusnocmov u 6e3onacnocmeo

D¢ heKTUBHOCTH U 0€30MaCHOCTH JIEHATUIOMHU/ 1A ObliIa H3y4YeHAa B 6 KITMHUYECKUX UCCIIEOBAHUAX
(KN) ¢azer III mpu Bmnepble amarHoctupoBanHod MM (BJIMM), B 2 KU ¢azsr Il npu
peunauBupyomeil peppakrepuoit MM, B onnom KU daser 111 u onnom KU daszsr | mpu MJIC, B
onHoM KU dassr Il nmpu numdome u3 kneroxk mantuitnoit 3ous1 (MKJI), B oqaom KU ¢daszsr 1 u
omroM KU daszer 11b npu omukynsproii mumdome (PJI) u mumdome Ki1eTok MapruHaIbHOM
30ubI (JIM3).

DapmakoKkunemuka

JleHanMIOMHU] UMEET B CBOEH CTPYKType acCHMMETPUYECKHUH aToOM YTJepoja, MO3TOMY MOXKET
CyLIECTBOBaTh B BHUJAE JBYX ONTHYECKH aKTUBHBIX (Gopm: S(-) u R(+). Jlenanumommn
NpEeCTaBIsieT COOOW pPaleMHYECKyr0 cMech. JIeHanumoMua OOBIYHO JTydYIlle PacTBOPSIETCS B
OpPraHMYECKUX PACTBOPHUTENSIX, HO HMeeT Hawiyulrylo pactBopumocts B 0.1N OydeprHom
pacTBOpeE COJITHOM KHCIIOTHI.

Abcopoyus

[Tocne mnpuema BHYTPh HATOIIAK 3J0POBBIMH J1OOPOBOJBLAMHU JIEHAIUJIOMHII OBICTPO



BCAChIBACTCS, MPH ITOM MakcuMmaibHass KoHmeHTpamus (Cmax) mocturaercs udepes 0,5-2 daca
MoCJie OTHOKPATHOTO MpreMa. Y TAIMeHTOB, a TaKKe 3J0POBBIX JOOPOBONBIEB Cmax U TUIOMIAIb
noj KpuBo# «xoHIeHTpauus-spems» (AUC) Bo3pacTaroT mponopuroHaIbHO YBEIUUYEHHUIO 03bI.
[ToBTOpHBIEC MpUEMBI JEHATUAOMHUIA HE MPUBOIAT K €ro KyMyJIsiuu (HAaKOIUIeHH!0). B mmazme
KPOBH OTHOCHUTEJIbHBIE KCIIO3UIINU S- 1 R-d)HAHTHOMEPOB JICHAINIOMH/IA COCTABIISIOT IPUMEPHO
56% u 44%, cootBeTrcTBeHHO. [IpMeHeHre IeHaMI0OMHUAa ¢ MUIIEH ¢ BBICOKUM COJEP:KaHHEM
KUPOB M BBICOKMM COJIEP)KAaHHEM YTJIEBOAOB y 3I0POBBIX JOOPOBOJIBLEB MOHMKAET CTETICHb
BcachIBaHMsl, 4TO MpUBOAUT K yMeHblienno AUC npumepro Ha 20%, a Cmax Ha 50% B mna3zme
kpoBu. OnHako B ocHOBHBIX KU nenammpomuna npu gedeHud MM u MJIC, B KOTOpBIX ObLTH
yCTaHOBNIEHBl 3(P(EKTUBHOCT, W  0E30MacHOCTh JICHAUIWAOMHU/AA, MAIMEHThl MPHHUMAIN
JICHAJIMIOMU]] HE3aBUCUMO OT IpueMa nuiu. TakuM o0pazoMm, JICHAIUIOMU MOKHO TPUHUMATD
BHE 3aBHCUMOCTH OT MpUeMa MHIIH.

Pe3ynbTaThl MOMyNAIMOHHOTO aHANIKM3a (PapMaKOKMHETHYECKUX JAHHBIX MTOKA3aJH, YTO CKOPOCTh
BCAChIBaHMsI JICHAJIMJOMHUA 1OCJIE IPUEeMa BHYTPh aHajoruyHa y nanueHtoB ¢ MM, MJIC u
MKII.

Pacnpeoenenue

In vitro cBs3p (14C)-H6HaJ'II/IL[OMI/IL[a ¢ OenkaMmM IJIa3Mbl KPOBH ObLIa HU3KOH W, B CpPEIHEM,
coctaBisuia 23% u 29% y nanuenToB ¢ MM u 3110pOBBIX T0OPOBOJIBIIEB, COOTBETCTBEHHO.
JlenanuaoMu pUCyTCTBYET B ceMeHHOM xkuakoctu (< 0,01% oT 103b1) ocie npuema ero B 103€
25 Mr B CyTKH (MI/CYT), HO HE OMPEACNIAETCS B CEMEHHOM KUIKOCTH 3[J0POBBIX JT0OPOBOJIBIICB
CrycTs 3 JHS MOCIe MpeKpalieHus nprueMa npemnapata (cM. paszaen «Ocodbie yKa3aHus).
buompancpopmayus u snumunayus

PesynbTarel uccienoBaHuii Metabosnm3Mma IN VItro ykasblBalOT, YTO H30(EPMEHTHI CHCTEMBI
nutoxpoma P450 He mpuHUMAIOT ydacTus B MEeTa0OIU3Me JICHAIUIOMH/IA Y YeIOBEKa, MOATOMY
MeTaboNMMYecKue  JIGKApCTBEHHbIE  B3aUMOJCHCTBUS TIPU  COBMECTHOM  IPUMEHEHUU
JCHATUIOMHUA W TIPErapaToB, WHTHOMPYIOMUX H30(EpPMEHTHl CHCTEMBI IuTOXpoma P450,
MaJIOBEpOSITHBL.  Pe3ysibpTaThl  WccieoBaHMiA N VItFO  JIEMOHCTPHPYIOT — OTCYTCTBHUE
UHTUOMpYyomero AedcTBus JeHanuaomuaa Ha uzodepmentel CYP1A2, CYP2C9, CYP2CI19,
CYP2D6, CYP2EIL, CYP3A unu UGTI1A1. Takum oOpa3om, MaloBEpOSTHO, YTO JICHATHUIOMHU/T
Oyner crmocoOCTBOBaTh  Pa3BUTHIO  JIIOOBIX  KJIMHUYECKHM 3HAUYUMBIX  JIEKApPCTBEHHBIX
B3aMMOJICHCTBHI MPU OJJHOBPEMEHHOM Ha3HAYEHHUH ¢ CyOCcTpaTaMu 3THX N30(EPMEHTOB.

[To nmaHHBIM WcchemoBaHMi N VItr0 JIeHATWAOMUA HE sBIseTcs cyOcTpatoM Oelnka
PE3UCTEHTHOCTH paka MoJouyHoW kene3sl uyenoBeka (BCRP), mepeHocunkoB Oenka
MHO>KeCTBEeHHOM JiekapcTBeHHOM ycToitunBoctr (MRP) MRP1, MRP2 nnu MRP3, nepenocunkon

oprannyeckux aHnoHOB (OAT) OATI um OAT3, monumnentua-nepeHOCUYNKa OPTraHUYECKUX
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annoHoB 1B1 (OATPI1BI1), nepenocunka oprannyeckux katoHoB (OCT) OCT1 u OCT2, 6enka
AKCTPY3UM JeKapcTBeHHbIX mpenapatoB UM TOKCMHOB (MATE) MATE] u opuruHaabHbIX
nepeHocunkoB opranndeckux katnoHoB (OCTN) OCTNI1 u OCTN2.

Bonpiiasg yacte jgeHanMIOMHUIA BBIBOAUTCS MOoYkamu. Bkiiaa modedHoil sKckpeuuu B OOIIUi
KIIMPEHC y MallMeHTOB C HOpMaibHOU (pyHKuMel nmouyek cocTaBigeT 90%, a 4% nenanugomuna
BBIBOJIUTCS] KUIIEUHUKOM.

JleHanuIOMHUJ TPAKTUYECKH HE METa0ONM3UpyeTcs B OpraHm3Me, Tak Kak 82% ero 03wl
BBIJICJIAETCSl IIOYKaMU B HEU3MEHEHHOM Buzae. [uapokcu-neHanuaomua u  N-amermn-
neHanmuaoMus coctaBisastoT 4,59% u 1,83% 0T SKCKpeTHpOBaHHOW J03bl, COOTBETCTBEHHO.
[ToyeuHbIi KIMPEHC JCHATUIOMU/A TPEBBIIIAET CKOPOCTH TIIOMEPYIIAPHON (pUIbTpanuu, TaKuM
00pa3oMm, IPOLIECC BHIBEJCHUS UMEET, B HEKOTOPOU CTENEHM, M aKTUBHBIN XapakTep. [Ipu npueme
B J03ax 5-25 Mr/cyT mepuoj MOJIyBBIBEACHHUS JICHAIUAOMHUIA COCTABIsAET NMPUMEPHO 3 4 Y
3I0POBBIX JOOPOBOIIBLEB U OT 3 110 5 1 y nauuentoB ¢ MM, MJIC u MKJIL.

Tooicunvie nayuenmoi

Crermaneabsix KW 1t oneHkn papMakOKHMHETHUKH JICHATHIOMHIA y TOXKHUIIBIX MAIlUEHTOB HE
npoBoWIIOCh. TlonmynsaiMoHHBIN aHaIN3, B KOTOPBIA ObUIM BKJIIOYEHB! (PAPMAKOKMHETHYECKUE
JlaHHBIEC NAIIMEHTOB B Bo3pacTe OT 39 no 85 jeT, He BBIABWII BIUSHUSA BO3pacTa Ha KIMPEHC
JeHAIUIOMUA (SKCIIO3ULMI0 B IUIa3ME). YUUTHIBasl MOBBIILIEHHYIO BEPOSTHOCTh HapyIIEHUs
(GYHKIMH TIOYEK B TOXKHIIOM BO3PACTe, CIEAYET COOMI0NATh OCTOPOKHOCTD MPH MOJI00PE 03B
npenapara M OCYIIECTBJISATH TIIATENbHBIH KOHTPOJb (YHKLUMHU MOYEeK Ha (OHE HpPOBEAECHUS
TEPAINH.

Iloueunas neoocmamounocmo

®apMaKOKMHETHKA JICHAJTUAOMUAA U3ydajach y MAlUEHTOB C MOYEYHOW HEIOCTATOYHOCTHIO,
BBI3BAaHHON HE3JIOKAUeCTBEHHBIMU NMPUYMHAMU. B 3TOM HccienoBaHUU A OLEHKH (YHKIIMU
MIOYEK MCIOJIb30BANHM [[BA METO/IA: M3MEpeHHe moYeyHoro kiupeHca kpeatnauna (KK) B Teuenue
24 4 u pacuer KK no dopmyne Kokpodra-I'onta. Pe3ynapTaTsl nmokasaaum nponopruoHaibHOE
CHIKEHHE OOLIero KJIMpeHca JeHATUA0MUA 110 Mepe CHIKeHUs QyHKIUH 1novek (< 50 mui/MuH),
B pe3ysbTaTe npuBoausiiee K nosbimeHno AUC. 3nadenuss AUC noBbIIaNNUCh IPUMEPHO B 2,5,
4 m 5 pa3 y NalMeHTOB C MOYEYHON HENOCTATOYHOCTBIO CPENHEN U TSAKEION CTENEHH TSDKECTH U
TEPMUHAIBHOW cTaaueii moueunoit HemocratounocT (TCITH), cooTBETCTBEHHO, IO CPAaBHEHUTO
C rpynnoi, 00be AMHSIONIEH MalleHTOB C HOPMAIbHOM (DyHKIIMEH OYEeK U MAllUEHTOB C TOYEYHOMN
HEJOCTaTOYHOCTBIO JIETKOW CTENEHW TshKecTH. Ilepuon monmyBbIBEAEHMs JI€HAIMJOMMIA
noBbIancs npumepHo ¢ 3,5 4 (y nauuenToB ¢ KK > 50 mu/mun) o 6onee 9 u (y manuenton ¢ KK
<50 mur/muH). [Ipu 3TOM MOYeUYHasT HEJOCTATOYHOCTh HE BIHUsJIA Ha aOCOPOIMIO JICHATHUIOMH/IA

pu npuemMe BHYTpb. 3HaUeHUS Cmax HE PA3IMYAINCh Y 3J0POBBIX JOOPOBOIBLEB U NALIUEHTOB C



MOYEYHOM HeTOCTaTOYHOCTHIO. [IpuMepHo 30% neHannaomMua BBIBOAWIOCH U3 OpraHU3Ma B X0/1€
4-4yacoBOTO ceaHca Auanu3a. PEeKOMEHIaluMu M0 U3MEHEHUIO J03bl Mpernapara y MalHueHTOB C
MOYEYHOW HEIOCTaTOYHOCTHIO MPHUBEIEHBI B pazjene «Crocod MPUMEHEHHsS U J03bD».
Ileyenounas neoocmamounocmo

[TommynsiuuoHHblif  aHanu3 (HapMaKOKMHETHUYECKUX JAHHBIX MAlUEHTOB C IEYEHOYHOM
HEI0CTaTOYHOCTBIO JIeTKoi crenenu Tsokectd (N=16, o6muii 6nnmupyoun B 1-1,5 pasa npesbimaer
BepxHioto rpanuily Hopmbl (BI'H) min ACT > BI'H) nokazan oTcyTCTBUE BIUSIHUS [1€YEHOYHON
HEJO0CTATOYHOCTH JIETKOM CTENEHH TSXKECTH Ha KIIMPEHC JICHAIUIOMH/IA (SKCIIO3ULIMIO B TIa3Me).
JlaHHBIX B OTHOLICHUM MAIlMEHTOB C IMEYEHOYHOM HEIOCTATOYHOCTHIO CpelHEW U TsDKEIou
CTENEHU TSKECTH HE MOJyUEHO.

Hpyeue enympennue gpaxmopwi

[TommynsiuoHHbI aHamu3 (GapMaKOKMHETUYECKUX JAaHHBIX IMOKa3all OTCYTCTBUE KIMHUYECKH
3HaYUMOro BIUSHUS Macchl Tena (33-135 kr), mona, packl M BHJIAa OHKOI'€MaTOJIOTHYECKOIO
3a0oneBanusg (MM, MZIC nnu MKJI) Ha kupeHe IeHanuao0Mua y B3pOCibIX NallieHTOB.
Joknunuueckue 0annwle no 6ezonacHocmu

[To pe3ynbTaTaM HCCIENOBAHUS OCTPOH TOKCHUYHOCTH MHUHHUMAIIbHBIE JI€TajdbHbIC J103bI
JICHAIMIOMU/IA TI0CJIe BBEJCHHS BHYTPb cocTaBisuik > 2000 mr/kr/cyT y rpbizyHoB. [TloBTOpHOE
nepopaibHOE BBEJICHUE Mpenapata B g03ax 75, 150 u 300 mr/kr/cyT kpbicaM B TeueHHE 26 HEACTb
BBI3BIBAJIO 00paTHUMOE, CBSI3aHHOE C TEparKei MOBBIIIICHHE MUHEPATN3AIlUU TOYCYHON JIOXaHKU
pu BBEJIEHUHU Bcex 3 103, Haubojee 3aMeTHOe y camok. Jlo3a mpemaparta, HE MPUBOASIIAS K
pa3BuTHIO HabIr01aeMbIx HexenarenbHbIX 3¢ dexkroB (NOAEL), cocraBnsiia menee 75 Mr/kr/cyT,
YTO TPUMEPHO B 25 pa3 BbIIE 3HAYCHUS €KEIHEBHOM SKCIO3UIIMU Yy YEJOBEKa, MUCXOJs M3
s3HaueHust AUC. [loBropHOe mnepopaibHOE BBEACHHUE JCHAIMIOMHUA 00e3bsiHaM B 103aX 4 U 6
MI/Kr/cyT B Tedenue 20 Henenb MPUBOIMIO K THOETH XUBOTHBIX M PAa3BUTHUIO 3HAYMMOM
TOKCUYHOCTH (3aMETHas MOTeps MacChl Tella, YMEHbIIEHUE YMCIIa SPUTPOLIUTOB, JICHKOIIUTOB U
TPOMOOILIUTOB, TEMOPPArui BO MHOTUX OpPraHax, BOCIAJIEHUE CIAU3UCTON 000JIOUYKHU HKETyI0UHO-
kumeyHoro tpakra (JKKT), arpodus numdarnyeckoit cuctemsl 1 KOCTHOro mosra). Ilosropaoe
nepopaibHOe BBeAeHHEe 00e3bsiHaM JICHATUAOMUAA B 1o3ax 1 u 2 MI/Kr/cyT B nepuoa ao 1 roga
MPUBOJUIO K Pa3BUTHUIO OOpaTUMBIX M3MEHEHUH KIETOYHOTO COAEPKHUMOI0 KOCTHOTO MO3Ta,
HE3HAYUTEIIFHOMY YMEHBIIICHHIO COOTHOIICHHSI MUEIOUTHBIX/3PUTPOUIHBIX KIETOK B aTpoduu
BHJIOYKOBOM Kene3bl. He3HauuTenbHOE CHMKEHHWE KOJIMYECTBA JIEWKOIMTOB OTMEUEHO IpHU
MPUMEHEHUU J03bI JIEHATUIOMHIA | MI/KT/CYT, KOTOpasi COOTBETCTBYET TaKOW K€ J03e IS
yesoBeka, ucxoas u3 cpaBuennit AUC.

B nccenoBanusx MyTareHHOCTH IN VItro (TecT olleHKH 0OpaTHBIX MyTaluii Ha OaKTepHsIX, aHATU3

XPOMOCOMHBIX abeppaluii B tumMponuTax nepudepudeckoil KpoBU 4el0BeKa, TeHOTOKCHYECKUI



TECT Ha KJIETKaX MBIIIUHOW JTUMGOMBI, HCCleAoBaHHE TpaHchopMalMu KIETOK SMOpUOHA
CHUPUHCKOTO0 XOMs4Ka) U IN VIVO (MHUKpOSIEPHBIM TECT Ha KpbICaX) HE OTMEUYCHO BIIMSHUS
JICHAIUIOMHU/JIa HA TEHETUYECKOM MJIM XPOMOCOMHOM YypoBHE. MccieoBanus KaHIEpOT€HHOCTH
JICHAJIMIOMU/IA HE TPOBOIMIIH.

HccnenoBaHusi TOKCHMYECKOTO BIMSHHS JICHAIMIOMHA Ha pa3BUTHUE 3MOpHOHA/IIIONA paHee
MIPOBOJIMJIUCH HA KPOJIMKaX. B 3TUX HcclieIoBaHUAX KPOJIMKAaM BHYTPb BBOAMIIM JICHATUIOMUJ B
no3ax 3, 10 u 20 mr/kr/cyr. Ilocne mpumeHeHus JeHanumomuaa B go3ax 10 u 20 mr/kr/cyt
OTMEYaJIH J0303aBUCUMYIO ar€He3HI0 CPEeIHEN J0JIH JIETKOT0, a IPU BBeIeHUH J103bI 20 MI/KI/CyT
- cMelIeHrne novyeK. XOTs 3TU HeOJaronpusTHeIC SBICHUS HAOIIOAANUCH NPU PUMEHEHHUH 03,
TOKCHUYHBIX ISl OEPEMEHHBIX CaMOK, OHH MOTYT OBITh OOYCIIOBJICHBI MPSMBIM BO3JICHCTBHEM
nenanuaomuaa. Ha hone npuMenenus neHanuaomMuaa B 1o3ax 10 u 20 Mr/kr/cyT Takxke oTMedaliu

W3MEHEHMS CKeJIeTa U MITKUX TKaHEH IIoAa.

IHoka3anus K NpUMeHEHUI0

Mmnooicecmsennasn muenroma

B xomOuHnauu ¢ 60pTe30MUOOM U IEKCaMeTa30HOM JUJIsl JICUEHHS B3POCIbIX MAIUEHTOB C paHee
HE JICYEHHON MHOKECTBEHHOW MUEIIOMOM.

Jns  mopaep:KUBaOUIEro J€YEHUS B MOHOTEPANMU B3POCIBIX MMAlMEHTOB C BIEPBBIE
JIMATHOCTUPOBAHHOM MHOXECTBEHHOM MHEIIOMOW II0CI€ TPAHCIUIAHTAIMU ayTOJIOTUYHBIX
reMOMNO3TUYECKHUX CTBOJIOBBIX KJIETOK.

Jlns nedeHus B coctaBe KOMOMHHUPOBAHHON Tepanmuy B3POCIBIX MAIIMEHTOB C paHee He IEYCHHON
MHOKECTBEHHOW MMEJIOMOM, KOTOPBIM HE TMOKa3aHa TPAHCIUIAHTAIUS TEeMOIOAITUYECKUX
CTBOJIOBBIX KJIETOK.

B kxoMOuHanum c JaexkcaMeTa3oHOM JJisl JIEYSHHs] B3POCHBIX MAIMEHTOB C MHO>KECTBEHHOM
MHUEJIOMOW, KOTOPBIE TTOIYUYNJIIU, [0 MEHBIIEN MEpE, OJIHY JIMHUIO TEPAIIUH.
Muenooucniacmuueckue cCuHOpoOMbl

Jlns nedeHus B3pOCIHBIX MAMEHTOB C TpaHC()Y3MOHHO-3aBHCHUMOM aHEMMEW, pa3BUBLICHCS Ha
dboHE MHUENOJUCIUIACTUYECKIX CHUHAPOMOB HHU3KOM WM MPOMEXKYTOYHOW-1 TpyIIbl pHUCKa,
ACCOIIMUPOBAHHBIX C IUTOT€HETUUECKUM HapYILIEHUEM B BUJE ACJIEHUH 5 B IPUCYTCTBUU WUJIU B
OTCYTCTBHH JAPYTUX IUTOTCHETUUECKUX HAPYIICHUH.

Jlumehoma u3z Knemox MaHMuUiHOU 30Hbl

Jlns nedeHus: B3pOCTBIX MAlMEHTOB C PEUUIUBUpPYIONMIEH UM pedpakTepHOil TuMboMOn u3
KJIETOK MAHTHIHOM 30HBI.

DOonnuKyIApHAA TUMPOMA ULU TUMPOMA U3 KNEMOK MAPSUHATILHOU 30HbL



B xoMOunanuu ¢ purykcumadbom (antu-CD20 aHTHUTEIOM) JIJ1s ISYCHHS B3POCIBIX MAIIUEHTOB C

panee Jie4eHHOH (HOJUTUKYISIpHON TUMGOMOI HiTH TUM(POMON U3 KIETOK MAPTUHAIBHOM 30HBI.

IIporuBonokazanusi

IToBbIIeHHAst YyBCTBUTEIBHOCTD K JICHAIMAOMULY WM APYTUM KOMIIOHEHTaM Ipenapara.
bepeMeHHOCTB M EpHUO TPYJHOIO BCKapMIIMBAHHUS.

CoxpaHeHHBbII penpoyKTUBHBIN MOTEHLIUA, 32 HCKJIIOUEHHUEM CITy4aeB, KOI1a BO3MOKHO
coONo/IeHre  BCeX  HEOOXOMUMBIX  ycioBui  [IporpamMmbl  KOHTPOIHPYEMOTO
MEIMIUHCKOrO0 MpPUMEHEHHus JieHanuaomuaa (cM. pasgensl «OcoOble ykazaHUs» U
«[TpumeHeHue py GEPEMEHHOCTH U B IIEPHOJI TPYIHOTO BCKAPMIIHBAHHSD).
HeB03MOXHOCTh WJIM HECTIOCOOHOCTH COONIO/IaTh HEOOXOAMMBIE MEphl KOHTpAICTILUH,
yKazaHHbIE B pazjenie «OcoOble yKazaHus.

Hetckuii Bo3pact 110 18 set (1o coodbpakeHusM 0€301MacHOCTH).

C 0CTOPOKHOCTHIO

V¥ nanuentoB ¢ BIMM B Bo3pacte 75 net u ctapiuie (cM. pazaensl «Criocod npuMeHeHus
1 10361» 1 «OcoObIe yKa3zaHUs»).

Y m[anuMeHToB C TOYEYHOM W/WJIM TI€YEHOYHOM HEJOCTATOYHOCTHIO (CM. pa3felbl
«Dapmakosiornyeckrue cBorucTBay 1 «Criocod mpuMeHEHHUS U T03BD»).

VY manueHToB, UMEIONINX (PaKTOPBI pUcKa TPOMOOIMOOIIHIA, BKITI0Yasi TPOMOO3 B aHAMHE3€
(Tpu JleYeHNH JEHAIMOMUIOM B KOMOMHAITNH C JeKCaMeTa30HOM) (cM. paznen «Ocolble
yYKa3aHUs»).

[Tpu coBMECTHOM IPUMEHEHUHU CO CTATUHAMMU; C MUEJIOICTIPECCUBHBIMU NpenapaTaMu; ¢
npernapaTaMy, IIOBBIIAIOIMMU CKIOHHOCTh K KpPOBOTEUEHHSM; C IIpernapaTami,
NOBBIIIAIOIMIMMM  PUCK TpPOMOO30B, a HMEHHO, C IpernaparamMi, O0JIaJaroUMMU
APUTPONOITUYECKON AKTUBHOCTBIO, © TOPMOHO3AMECTUTENIBHON Tepanuen y NalueHToB ¢
MM, npuHMMaOUMX JEHAIMJIOMUJ] B KOMOMHALMU C JEKCAaMETAa30HOM (CM. pa3Jielibl
«ITobounoe neiicTBre», «B3aumozeiicTBue ¢ JpyruMu JeKapCTBEHHBIMH CPEACTBAMU» U
«Ocobble yKazaHUm).

VY nmanmentoB ¢ MKIJI ¢ Bbicoko# omyxoieBoi Maccoit (cM. paszaen «OcoOble yKazaHUs»).
VY nanuenToB ¢ renatutoM B (HBV) B anamuese, BKiTr09asi manueHTOB € TMOJIOKUTEITHbHBIM
pe3ysbTaTOM Ha aHTHUTeNa K saepHomy aHtureHy HBV (antu-HBc) u oTpunarensHbiM
pe3ysbTaTOM Ha MOoBepXHOCTHBIN aHTUTreH BUpyca HBV (HBsAg) (cm. paznen «Ocobbie
YKa3aHUsD?).

VY nanueHToB ¢ HACIECTBEHHON HENEePEeHOCUMOCTBIO JIAKTO3bI, 1e(UIIUTOM JIAKTa3bl UIIH
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TI0K030-TaJaKTO3HON MaibabcopOImeit (Tak Kak mpenapar COACPIKUT JIAKTO3Y; CM. pa3et

«Oco0bIe yKa3zaHHs»).

IIpumeHeHnne npu 6epeMEHHOCTH U B IEPHOJ TPYAHOI0 BCKAPMJIMBAHUA

VYuuThpiBas HanMyue TEPATOrEHHOIO NOTEHIHMANa, MPUMEHEHHE JICHAIMJAOMHUJA JIOJDKHO
OCYILECTBISITECS. B CTPOTOM COOTBeTCTBHM ¢ [IporpaMmoil KOHTPOJIUPYEMOIO MEIMIIMHCKOTO
MpUMEHEHHUs JeHanuaoMuaa (cM. paszaen «Ocolble yKazaHus»), 32 UCKIIIOUEHUEM TEX CIIy4aes,
KOIla OTCYTCTBUE PENPOAYKTUBHOIO ITOTEHIMAA Y HAMEHTKH HA/IEKHO TIOJITBEPHKACHO.
KeHwunel ¢ coxpameHHviM penpooyKmueuviM nomenyuarom/Konmpayenyus 0na mysfcuur u
JHCEHWUH

KenmmHam ¢ COXpaHEHHBIM PENPOAYKTHUBHBIM IOTEHIMAJIOM CIEAYET HCIOJIb30BaTh
¢ dexTuBHBIE MeTOABI KOHTpamenuuu. Eciaum mnamueHTka 3abepeMeHena, MpPUMEHEHHE
JCHATUOMUA JOJDKHO OBITh MpPEeKpalleHo, MAalMeHTKYy HEeoOXOAWMO HalpaBUTh Ha
KOHCYJIBTAIIMIO K Bpady-TE€pPaTOJIOTY JUJIi OCMOTpPa M KIMHUYECKUX peKOMeHnauui. B cimydae
OCpPEeMEHHOCTH >KCHILUHBI, SBISIONMICHCS CEKCyaJlbHbIM IMAPTHEPOM TMAIlMEHTA, MOJYyYaroIiero
JEHAIUJOMHUJI, €€ TaKXE HaIpaBIsAOT K Bpauy-TEPATO]Ory MJii OCMOTpPa U KIMHUYECKUX
pPEKOMEHJAITHH.

JlenanuaoMuL COIEPKUTCS B CEMEHHOM JKUJIKOCTU TALMEHTOB B MIEPHO/I JICUCHHS B MPEIEIHHO
HU3KUX KOHIEHTpAIUSAX M HE OINpeAessieTcsl Y 3J0pPOBBIX MYXKUMH 4epe3 3 1HsS Mocie
MpeKpaleHusl TpuMeHeHus: mpemnapata (cM. pazaen «DapmakokuHeTuka»). B kauectBe Mepbl
MPEAOCTOPOKHOCTH, YUUTHIBAs BO3MOKHOE CHI)KEHHE CKOPOCTH BBIBEICHMs Ipenapara y
MAalMEeHTOB OCOOBIX TPYII, HANpuUMep, NMPH HAPYUIEHWHW (PYHKIUU TOYEK, BCE MY>KUHHBI,
MPUHUMAIOIINE JICHAIUIOMU/I, TIOJDKHBI TI0JIb30BAaThCsl IPE3EepBATUBAMU B TEUEHHE BCErO Kypca
JIEYEeHUs], BO BpEMsI IEPEPHIBA B JICUCHUU U B T€UEHUE | HENenu Mocie NpeKpalleHus JeYeHUs B
TOM CJy4ae, eCJIM CeKCyallbHbBIN MapTHep - OepeMeHHas )KeHIIUHA UITH JKEHIIIMHA C COXPaHEHHBIM
PeNpOIYKTUBHBIM MOTEHIIMAJIOM, HE UCTIOB3YIOIIast KOHTPALICTIIIHIO.

bepemennocmo

JleHanuaOMHUL - CTPYKTYPHBIN aHAJIOT TAIUIOMUA, KOTOPBIN SIBJSETCS U3BECTHBIM TEPATOI€HOM.
M3BecTHO, 4YTO TmMpUeM TaluaOMHIa OEpEeMEHHBIMH S>KEHIIMHAMU BBI3BIBACT TsDKETble U
KU3HEYTPOXKAIOIINE BPOXK/ICHHBIE HAPYIIEHUS Y TUIOA.

UccnenoBanue BIMSHUS JIGHATUIOMHAA Ha SMOpuodeTaqbHOe pa3BUTHE MPOBOAMIOCH Ha
00e3bsiHaX, KOTOPHIM BBOAMIU TpemapaT B fgo3ax oT 0,5 mo 4 wmr/kr/cyt. Pe3ynbraThl 3TOTO
MCCJICIOBAHMSI TIOKA3aJIH, YTO JIEHAJIMJOMHU/T BEI3BIBANI PA3BUTHE BHEITHUX 1e(DEKTOB, B TOM YHCIIE,
3apaleHue aHaJbHOTO OTBEPCTHS M HApYIIEHHWE PAa3BUTHS BEPXHUX W HIDKHMX KOHEYHOCTEH

(M30THYTHIE, YKOPOUEHHBIE, 1e(OPMUPOBAaHHBIE, HEAOPA3BUTHIE H/WIIK YACTUYHO OTCYTCTBYIOLIHE



KOHEYHOCTH, OJIMTOJAKTUIIMSI W/WIM MHOTOMNANOCTh) Y JAETEHBINIEH caMOK 00e3bsiH, KOTOPbIE
MOJTydaly JCHATUIOMU] BO BpeMsi OepeMeHHOCTH. Tak ke y eIMHUYHBIX IJI0JJ0B HA0JI01a710Ch
MOBPEX/ICHHE BHYTPEHHUX OpPraHOB (M3MEHEHHUE IIBETA, KPACHBIE OYard B Pa3jIMYHBIX OpraHax,
HeOoJIbIIas OeclBeTHAsE Macca BhIIIEe aTPUOBEHTPUKYJISIPHOTO KJIallaHa, YMEHBIIEHHBIH XKeTYHbIN
my3bIpb, NeopmupoBaHHas auadparma).

DKCTepUMEHTAIBHBIE HCCICIOBaHUS JICHATUAOMUIA Ha 00€3bsHAX I[MOKa3alu pPe3yJIbTaThl,
CXOJIHBIE C OMMCAHHBIMU PaHee sl TATHI0OMU/IA.

BcenenctBue oxxugaeMoro tepatoreHHoro 3¢ dekra JeHaaTuaoMuaa ero NpueM MpoTUBOIOKA3aH
BO BpeMs OepeMeHHocTH (cM. pasaen «lIpoTuBomnokazaHus»).

Ilepuoo epyonozo eckapmausanus

HewusBectHo, mocTynaeT Jiv JICHAIUIOMUJ B TPYIHOE MOJIOKO. B ¢Bsi3U ¢ 3TUM, B I€pUO/I JICUCHUS
JICHATMIOMUIOM TPYAHOE BCKapMIIMBaHUE JOHKHO OBITH IPEKPAICHO.

Depmunbnocmo

PesynbTaThl MCClIeIOBaHHS PENPOAYKTUBHON (YHKIIMH, KOTOPOE IPOBOIMIA Ha KpbICaX C
MPUMEHEHHUEM JICHATMAOMUIA B 103ax 10 500 MI/Kr (3TH J03BI MPEBBIIIAIN, PUOIU3UTEIHHO, B
200-500 pa3 TepaneBTUUYECKHE AO3bI AJIs 4eTIoBeKa, 25 Mr u 10 Mr, COOTBETCTBEHHO, B IepecueTe
Ha TUIOIIAJh MOBEPXHOCTH Tella), He MPOJEMOHCTPUPOBAIN HapyIICHHUsS (PEPTHUIBHOCTH WU

TOKCHUYHOCTH IJId OpraHu3mMa pOIII/ITeJIeI;'I.

Cnoco0 npuMeHeHMsI U 103bI

Jleuenue mnpemnaparom JleHanuaoMua HEOOXOAMMO MPOBOIUTH TOJ HAOMIOJACHHEM Bpada-
XUMHOTEPAIeBTA.

Jlyist Bcex moka3aHui, YKa3aHHBIX HUXKE:

e lI3meHeHHE 103bI TOJDKHO MPOU3BOIUTHCS HA OCHOBAHUHU KIMHUYECKHUX U JIa0OPATOPHBIX
JaHHBIX (cM. «OcoObIe YKa3aHUs»).

e lI3meHeHHe J03bI B XO/€ JICYCHUS WJIM €r0 BO30OHOBJICHUS CIIEAYET MPOU3BOJIUTH MPHU
Pa3BUTHH TPOMOOIIMTOIICHUN, HEUTPOTICHU! 3 U 4 CTEICHU TSHKECTU WIIH JAPYTUX BHUJIOB
TOKCUYHOCTH 3 U 4 CTEMeHH TSHKECTH, CBS3b KOTOPHIX C MPUMEHEHUEM JICHATUAOMUIA
HEJb35 UCKIIOUYHTD.

e B cmyuae HeWTpomeHWH CIEIyeT pPacCMOTPETh BO3MOXKHOCTh HA3HAYCHUS MAIHCHTY
dakTopa pocra.

e Ecmm ¢ MoMeHTa MpOMyIIEHHOTO NMpHEeMa OYePEeTHONW MO3BI Mperapara MpoIui0 MeHee
12 4, maruMeHT MOKET MPHUHATH 3Ty MPONMYIIEHHYIO JI03y, a €CIH MpoInio conee 12 4 —
NPOMYIICHHYIO 7103y MPHHAMATh He cinenyeT. Cremyromas 103a Jo0/bKHA ObITh PUHSTA HA

CJ'ICI[}/IOI_I_[I/Iﬁ JACHb, B 00BIYHOE BpEMs.
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JlenanuaoMua TpenHa3HayeH TOJBKO JUIsl TpueMa BHYTpPb. IS  OCYIIECTBICHUS
NPHUBEICHHBIX  PEKUMOB  JO3MPOBAHUS  HEOOXOAMMO  MPHUMEHATH  IpernapaT B
COOTBETCTBYIOIINX TIO3UPOBKAX (B T.4. 2,5 mr, 7,5 mr, 20 Mmr).

Pestcum oo3uposanusn

Bnepevie ouaznocmupoeannan muoxcecmeennan mueaoma (BJIMM)

JlenanmuaoMu B KOMOMHAIMU C OOPTE30MHOOM M JIEKCAMETAa30HOM JUIS JICUCHHUS B3POCIBIX

IIALEHTOB C PaHee HE JICYEHHON MHOKECTBEHHOW MHUEIIOMOM.

Hauanvnas mepanus: nenanuoomuo 6 komounayuu ¢ 60pme30omMubom u 0eKcamemazoHom

He cnemyer HauumHaTh Tepanuio JICHAIHIOMHAOM B KOMOMHAIUMU C OoOpTe3oMuUOOM U

JIeKCaMeTa30HOM, eclii abconoTHoe uucno HerTpoduaos (AUH) < 1,0 x 10%1 w/mmu gucino

TpomGonuToB < 50 x 10%/1.

Pexomenoyemasn 0osa

Pexomenayemast HauabHas 1032 JEHATUAOMUIA COCTaBIAeT 25 Mr 1 pa3 B IeHb BHYTpPB, JIM0O:

1) c¢ 1 no 14 neHp Kaxa0ro 21-1HEBHOTO LIUKIIA JICUCHHS, HITH

2) c1mo 21 nenp Kaxa0ro 28-1HEBHOTO LIUKJIA JICYCHUSL.

BopTe3oMu6 NOMKEH INPUMEHATHCA B BHIE MOAKOKHOM wmHBeknmu (1,3 mr/m? mmomanu

MMOBEPXHOCTH TeJia) JiBa pa3a B Henemto B 1, 4, 8 u 11 gam kaxaoro 21- uiau 28-1HEBHOTO IHUKIIA.

Pexomengyemast no3a nekcameTa3oHa COCTaBIISIET:

1) 20 mr oauH pa3 B icHb BHYTPh B 10U 1,2,4,5, 8,9, 11 u 12 win

2) 40 Mr oauH pa3 B ieHb BHYTPb ¢ 1 M0 4 11 ¢ 9 1o 12 aeHb KaXI0r0 MUKJIA.

Pexomenayercs 10 8 mMOBTOPHBIX 2 1-THEBHBIX UM 6 TOBTOPHBIX 28-THEBHBIX IIUKIIOB (24 Hemenu

Ha4YaJIbHOU Teparun).

Pexomenoyemwitl  pexcum 0o3uposanusi Oasg  npenapama Jlenanuoomuo 6 xombOuHauuu ¢

bopmezomubom u 0eKcamema3oHOM

Ho & nuKios Jenb (21-1HEBHOTO IHUKIIA)
1(2|3|4|5/6|7[8|9|10 |11 12|13 |14 | 1521
Jlenanunomun (25 mr) S S S O S S S O . . . .
Boprezomu6 (1,3 mr/m?) . . . .
Hexcameraszon (20 mr) o | . o | o | e . .
WIIN

Jenb (28-1HEBHOTO ITUKIIA)

Jo 6 uukion 22

28
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Jlenamuaomu

(25 mr)

Boprezomub

(1,3 mr/m?)

JexcameTazon

(40 mr)

Henpepuvienas mepanus y nayuenmos, KOmopbiM _NOKA3aHA MPAHCHIAHMAYUSL AYMOL0SUYHBLX

cemonosmuyeckux cmeoaoeswix kiemok (11 CK)

v IMManuEeHTOB, KOTOPBIM IIOKa3aHa TFCK, MO6I/IJ'II/ISaHI/I$I TeMaToJIOTHYCCKUX CTBOJIOBBIX KJIIECTOK

J0JDKHA IIPOUCXOAUTDh B IICPBLIC 4 uKIa HavyaJlbHOM TEpaIinu.

Henpepbisnas mepanus y nayuenmos, KOmopuim He HOKA3aHA MPAHCHIAHMAYUA: JACHAAUOOMUO 8

KOM6I/IHCZMMM C 0excamemaszonom 00 npoecpeccupoearus 3abonesanus

[TpogomkaroT nmpueM JIeHAIUIOMIIa 25 MI OJJUH pa3 B IeHb BHYTpb ¢ 1 1m0 21 1eHb MOBTOPHBIX

28-HEeBHBIX IMKJIOB B KOMOMHAIIMM C JeKcaMeTa30HOM. PekoMeHayemas /103a JeKcaMeTa3oHa

cocrapisieT 40 Mr oJiuH pa3 B JIeHb BHYTPh B 1, 8§,

15 1 22 1HY TOBTOPHBIX 28-THEBHBIX IIUKJIOB.

HaIII/IeHTI)I MOr'yT HpOAOJDKATh TCPAIIUIO OO0 IMPOrpeCCUpPOBaAHUA 3a00JI¢BaHKs WM TOSBJICHHS

IMIPHU3HAKOB HerHCMHeMOﬁ TOKCHUYHOCTHU.

Towazoeoe cruoicenue 003vl

Jlenaaugomua®
HavansHas nosa 25 Mr
Jo3za ypoBHs -1 20 mr
Jo3a ypoBHst -2 15 mr
Jo3a ypoBHst -3 10 mr
Jo3a ypoBHs -4 S wmr
Jo3a ypoBHs -5 2,5 Mr Wi 5 Mr kaxapie 48 4

& CHuorcenue 003bl 01 6cex npenapamoeg mMoatcem oCcyuecmeisimovbCi He3a6UCUMOo

Tpomboyumonenus

KosnnyecTtBo TpoMO0OIMTOB

Pexomenpanun

Cumsmnock 10 < 30 x 1091
BoccranoBuiiocs 10 > 50 x 10%/1

HpI/IOCTaHOBI/ITB JICHCHUC JICHAJIUAOMUIOM
B0300HOBUTL J€UeHHE JIEHAIUIOMHUIOM B
JI03€ YPOBHS -1 OAWH pa3 B I€Hb

Kaxoe nocnenyromee camkerne <30 x 10%/1
BoccranoBmiiocs 10 > 50 x 10%/1

HpI/IOCTaHOBI/ITI) JICYCHHUC JICHAJIMJOMHA0OM

B0300HOBUTL JeueHHE JIEHATUIOMHUIOM B
J03€ CIeAyIouiero Ooliee HU3KOTO YPOBHSA
OJIMH pa3 B JICHb

Heumponenus

12




AYH

Pexomenpanun?

Cuusunock 10 < 0,5 x 10%n unu ¢ebpupnas
HEUTpOTICHUST (JIMXOpajKka ¢ TeMIepaTypoi
Tena > 38 °C; < 1 x 10%m)

BoccranoBunock 10 > 1 x 10%n

HpI/IOCTaHOBI/ITB JICUCHHUC JICHAIMJOMHIAOM H
KOHTPOJIUPOBATh KOJHMYECTBO BCEX KIETOK
KpoBH He pexe | pa3za B 7 qHel

B0300HOBHTS JIeUeHNE ICHATTIOMUIOM B 03¢

ypoBHs - | 0JIMH pa3 B JIeHb

Kaxnoe nocnenyromee camxenue <0,5 x10%n [IprocTaHOBUTH JIeUEHUE JICHAJIUIOMUIOM
i GeOpuIbHAsS HEUTPOTICHUS
Boccranosuinock 10 > 1 x 1091 B0300HOBUTE JIeYUEHME JIEHATAIOMHUIOM B J103€
CIIeTyIOIIero 00Jiee HU3KOTO YPOBHS OJWH pa3

B J€Hb

* Ha ycmompenue epaua, eciu Helumponenus seisaemcs eOUHCMEEHHbIM NPOSIGILeHUEM MOKCUYHOCIU NPU
10001 003€ NEeHATUOOMUOA, MOINCHO 000A8UMb K MEPANUU SPAHYIOYUMAPHBIT KOTOHUECTRUMYIUPYIOWUL
gaxmop (I-KCD) u coxpanumsv 003y AeHATUOOMUOA.

HO()@@DOfCUGdiOWLZE mepanus AEHATUOOMUOOM Yy nayueHmoe nocie  mpaHcnjiaaHmauyuu

aynmoyiocudHblX 2eMONO3mu4eCcKux Cmeo.iosblx Kienok (TFCK)

[TopneprxuBaromias Tepanus JIEHAIMIOMHUAOM MOXKET ObITh HayaTa MpH yCIOBUHU MOJIHOLIEHHOIO
BOCCTaHOBJIEHUs TemaTosornyeckux nokaszareneid mocie TI'CK y mauueHTOB, HE MMEIOLIUX
TIPU3HAKOB TIPOrpeccUupoBanus. JleHanuaomus He cleayeT HasHauaTh, ecmn AUH < 1,0 x 10%x
V/YITH 9UCII0 TpOMGOIuTOB < 75 X 10%/1.

Pexomenoyemasn 0osa

PexomeHnyemas HavanbHasi J03a JeHaIMIoMuaa coctaBiser 10 Mr oguH pa3 B JIeHb BHYTpb
HenpepplBHO (¢ 1 mo 28 neHb NOBTOPHBIX 28-AHEBHBIX LMKIOB) 10 IPOrPECCUPOBaHUS
3a00JI€BaHUS WU MOSBJICHHS PU3HAKOB HenepeHocuMocTH. [locie 3 ukIioB moaaep kuBaroiei
Tepanuy JICHATUAOMHUIOM JI03Y IIpernapara MOXHO yBEJTUYUTh 10 15 Mr oJluH pa3 B IeHb BHYTPb
IPU XOpOILel MepeHOCUMOCTH.

Towazosoe crudicernue 003bi

Havanpnas mo3a (10 mr) [Tpu moBwmennn 10361 (15 mr)?

Jo3a ypoBHs - 1 5 Mr 10 mr

Jo3a ypoBHs - 2 5 mr (mam 1-21 xaxapie 28 gHei) 5 mr

Jo3a ypoBHs - 3 He npumennmo 5 mr (mam 1-21 xaxapie 28 aHei)

He mpumensats 10361 HUKE 5 MT (HU 1-21 kaxaeie 28 mHei)

& [locne 3 yuxnog noddepaicusaiouwjeis mepanuu 1eHAIUOOMUOOM 003y NPENnapama MONCHO Yeeauuums 00 15 me ooun
pas 6 0eHb BHYMPb NPU XOpouell nepeHOCUMOCmu
Tpomboyumonenus

KounyecTBO TPOMOOUMTOB Pexomenpanun

Cumsmnock 10 < 30 x 1091
BoccranoBuiocs 10 > 30 x 10%/1

HpI/IOCTaHOBI/ITB JICUCHUEC JICHAJINIOMHUI0OM
Bo0300HOBUTH JeueHWE JICHATHIOMHIOM B
JI03€ YPOBHS -1 0AMH pa3 B I€Hb
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Kasxnoe nocnenyromiee cumxenne <30 x 10%/n
Boccranosuinock 10 > 30 x 1091

HpI/IOCTaHOBI/ITB JICYCHUC JICHAJIMAOMUIOM

Bo0300HOBUTH JiEUEHUE JICHAJUAOMUAOM B
JI03€ CIIeAyIoIero 0ojiee HU3KOIO YpPOBHS
OJMH pa3 B JICHb

Heumponenus

AYH

Pexomenpanuu?

Cruzuiock 10 < 0,5 x 1091
BoccranoBuiaock 10 > 0,5 x 10%n

[IpuocTaHOBUTH JieUEHUE JTCHAIHIOMUIOM
B0306HOBUTS JieueHHE JICHATUIOMUAOM B 103€
ypoBHs -1 0/1MH pa3 B JICHb

Kaxnoe nocnenyromiee cHuxenne <0,5 x10%/1
Boccranosuioch 10 > 0,5 x 10%/1

HpI/IOCTaHOBI/ITB JICYCHHUC JICHAJIMJOMHAOM
B0300HOBUTE JIcUcHUE JCHAJIMIOMUI0OM B JO3€

cienyromiero 6oiee HU3KOTO YpOBHS OAHMH pa3
B JICHb

* Ha ycmompenue epaua, eciu HeumponeHus a6nsemcs eOuHCMEeHHbIM NPOAGIEHUeM MOKCULHOCIU npu 10601 003e
JIeHATUOOMUOA, MOHCHO 000asUMb K Mepanuu paHyioyumapHslil Koionuecmumyaupyrowutl gaxkmop (I-KC®D) u
COXpaHums 003y JeHATUOOMUO.

Jlenanuoomuo 6 KoMOUHAuUU ¢ O0eKCamemazOHOM 00 Npocpeccuposanus 3a001e6anus y

nayuernos, Komopvim He noKa3daHa mpaHcnianmayus

He crnemyer HaumHaTh Tepammio JeHamupomunoM, eciu AUH < 1,0 x 10%n w/mmu gumcno
TpoMOOIIUTOB < 50 X 10%1.

Pexomenoyemasn 0osa

Pexomenyemas HauanbHasl 1032 JIEHAIUIOMH/Ia COCTABIISET 25 MI' OJJUH pa3 B J€Hb BHYTpPb C 1
1o 21 neHb NOBTOPHBIX 28-IHEBHBIX LIUKIOB. PekoMeHyemas f03a JeKcaMeTa3oHa COCTaBIIseT
40 Mr onuH pa3 B 1€Hb BHYTPb B 1, 8, 15 1 22 1HM NOBTOPHBIX 28-THEBHBIX LUKIOB. [lanueHTs
MOTYT MpOJOJDKATh TEPAlMI0 JICHAIMIOMHIOM M JEKCAaMETa30HOM JO INPOTrPECCUPOBAHUS

3a00J1€BaHUS UJIU ITOSBIICHUS IMPU3HAKOB HCTICPCHOCUMOCTH.

Towazoeoe cruoicenue 003vl

JleHaJamaoMua? JlexcameTa3zon®?
HauansHasa gosa 25 mMr 40 Mr
Jlo3a ypoBHs -1 20 mr 20 mr
Jlo3a ypoBHs -2 15 mr 12 mr
Jlo3a ypoBHs -3 10 mr 8 Mr
Jlo3a ypoBHs -4 S mMr 4 Mr
Jlo3a ypoBHS -5 2,5 mr He npumennmo

a Cruoicenue 003vl 0J151 KAHCO020 npenapama moastcem oCywmecmeiinbcsl He3a8UCUMO

Tpomboyumonenus

‘ KosanuecTBo TpOMOOIINTOB PexoMmenganuu
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Cuusunock 10 < 25 x10%n IIpexkpatuTh JiedeHHE JICHATUAOMHUAOM J0
KOHIIa UKiIa?

Boccranosuiiock 10 > 50 x 1091 Bo306HOBUTH J€ueHuE B MeEHbILIEH 03¢ (B
CIIEAYIOUIEM IMKJIE€ CHU3UTh 103y Ha OAMH
YPOBEHB)

& Eciu oosonumumupytowas moxcuynocms (JJIT) paseusaemcsi na > 15 Oenv yuxna, nevenue ieHamudomMuoom
PEKOMEHIYEmCsi NPUOCIAHOBUMb, NO KPAliHell Mepe, Ha OCMABUULCS NEPpUod mexkyue2o 28-0HeeH020 YuKa

Hevumponenus

AYH Pexomenganun?

Iepsoe camkenue 10 < 0,5 x 1091 [IprocTaHOBUTH JIEUEHUE JIEHATUIOMUIOM
BoccranoBunoch 10 > 1 x 10%nu HelTporneHus | Bo30OHOBUTH JICUCHHE JICHAIUJIOMHUIOM B
— €IMHCTBEHHOE MPOSBICHUE TOKCUUHOCTH HavyaJbHOM J103€ OJMH pa3 B JICHb

BoccranoBunoce g0 > 0,5 x 10°n1 w| B0o30GHOBHTH JieUeHHUE JIEHATHIOMUIOM B J103€
HaO0II01a0TCS Jpyrue, OTJINYHEIE OT | ypOBHs -1 0JIUH pa3 B I€Hb
HEUTpOIIeHUH, BUJIbI TemaTosiornueckoit JIJIT

Kasxnoe nocnexnytomee camkerne <0,5 x 10%1 | [IpuocTaHOBUTH edeHNE JIEHATHIOMHIIOM
Boccranosmiocs 10 > 0,5 x 10%/n
B0300HOBHTE JIeueHUE JICHATUIOMHUIOM B J103€
ciieayroniero 0ojiee HU3KOTO YPOBHS OJIMH pa3
B JICHb

8 Ha ycmompeHue epaua, eciu Heumponenus seaemcsi eOUHCMEEHHbIM NPOSIGIEHUEM MOKCUYHOCIU NPU 110001 003e
JIEHATUOOMUOA, MOICHO 000asUMb K Mepanuu panyioyumapHsli Kojonuecmumynupyrowuti gaxmop (I-KC®) u
COXpaHums 003y JeHATUOOMUOA.

Ecmu J03a JICHaJInaoMuaa ObLlIa CHI)KEHA B CBS3U C T€MAaTOJIOTHUECKOM IUIT, OHA MOXET OBITh

MOBBIIICHA JIO CIICAYIOUICH, 0ojiee BBICOKOH J03bl (BILIOTH 10O HAvalbHON J03bI) Ha (oHe
yiydmeHuss  (QyHKIuM KoctHoro wosra (orcyrcrBue JIJIT B TeueHue MUHUMYM 2
nocieoBaTenbHbIX mukios: AUH > 1,5 x 10%n n uncno tpombonuros > 100 x 10%1 B Hauane
HOBOTO IIUKIIa).

Jlenanuoomuo 6  komOuHauuu ¢ MeapaiaHom U NPeoOHU30JIOHOM € nocaeoyioueu

nooodeparcusarouie mepanuell 1eHAIUOOMUOoOM vy nayuernmos, komopwuim He nokaszana TI'CK

He nmonyckaercs HaumHath Tepanuto jeHanugomuaom, eciim AYH < 1,5 x 10°%n w/unu gucio
Tpom6oruToB < 75 X 10%1.

Pexomenodyemasn dosza

Pexomenayemast HaganbpHas 103a JIeHATUAOMEIA cocTaBisier 10 Mr oJuH pa3 B JICHb BHYTpPb C |
1o 21 1eHb MOBTOPHBIX 28-THEBHBIX IIUKJIOB (0OIIEH YNCIECHHOCTHIO 10 9 ITUKIIOB), a MendanaHa
- 0,18 MI/Kr ¥ mpenHU30/I0Ha — 2 MI/KT BHYTPh B 1-4 JHM NMOBTOPHBIX 28-IHEBHBIX ILUKJIOB.
[TarmenTam, KOTOpBIE 3aBEPUIMIIN 9 MOTHBIX IIUKJIOB WM HE MOTYT IOJIy4aTh KOMOMHUPOBAHHYIO
Tepanuio u3-3a HEMepeHOCHUMOCTH, Ha3HAYal0T MOHOTEPAIUIo JIeHanuaomuaom: 10 Mr ogun pa3
B JIeHb BHYTpb C | mo 21 pneHp NOBTOpPHBIX 28-IHEBHBIX LUKIOB 0 IPOTPECCUPOBAHUS
3a00JIeBaHMUA.

Towacosoe cuudcenue 003wl
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JleHamaomuz Mendanaun IIpennn3oJi0H
HauanpHas nosa 10 mr? 0,18 mr/kr 2 MI/KT
Jlo3a ypoBHs -1 7,5 mr 0,14 mr/kr 1 mr/kr
Jlo3a ypoBHS -2 S wMr 0,10 mr/kr 0,5 mr/kr
Jlo3a ypoBHs -3 2,5 mr He npumennmo 0,25 mr/kr

& Ecnu Helimponenus: 61semcs eOUHCMBEHHbIM NPOsAGIeHueM MOKCUUHOCMU HA (DOHe npumeHenus 1oboi 003bl,
cnedyem dobasume k mepanuu I-KCD u npodondicums aeyerue 1eHarnuooMuooM 6 moii xce 003e
Tpomboyumonenust

KosaunvecTBO TpOMOOUUTOB Pexomenpanuu

ITepBoe cHmxEeHUE 110 < 25 X 10%/n
BoccranoBmiiocs 10 > 25 x 1091

[IprocTaHOBUTH JICUCHHE JICHATUIOMHUIOM
Bo0300HOBUTE JIeUYECHHE JICHATUIAOMHUIOM U
MesdaaaHoM B J103€ YpoBHS -1

Hnsg xaxzgoro
<30 x 10%n
Boccranosuioch 10 > 30 x 10%/n

MOCJIEYIONIEro  CHYKEeHUS | [[puoCcTaHOBUTH JICUEHHE JICHATUAOMUJIOM
Bo300HOBUTH JieueHUE JICHATUIOMHIOM B
MEHbBIIIEeH 103€ (103€ YPOBHS -2 WK -3) OJUH
pa3 B I€Hb

Heumponenus

AYH Pexomenganmun?

IepBoe camxenwue 10 < 0,5 x 109/71° [IprocTaHOBUTH JICUEHUE JIEHATUIOMUAOM
BoccranoBmwnoch g0 > 0,5 x 10%1 1|Bo0306HOBHTH JleueHHE JICHANMIOMHIOM B
HEUTPOIIEHHS — €TUHCTBEHHOE TPOSIBIICHHUE HAYaIbHOM /103€ O/IMH pa3 B ICHb

TOKCHYHOCTH
BoccranoBmwiocs 10 > 0,5 x 10%1 u|Bo300GHOBHTB JI€UCHNE JCHAIHIOMHUIOM B 103¢
HAOJIIOMAlOTCS  JAPYTUe  I'eMaTOJIOTUYECKHUE | ypOBHS -1 OJIMH pa3 B JIeHb

JUIT, oTnn4aHbIE OT HEUTPOIIEHUH

Kaskoe nociemyroniee camkenne < 0,5 x 10%1 | [IprocTaHOBUTS JIeUeHre JICHATHIOMHIOM
Boccranosuinocs 10 > 0,5 x 1091
B0300HOBHTE JIeueHHE JICHATUIOMHUIOM B J103€
clenyromiero 6oxee HU3KOTO YPOBHS OJIMH pa3
B JICHBb

8 Ha ycmompenue spaua, eciu Heumponenus a6isemcst eOUHCMEEHHbIM NPOSELeHUeM MOKCUYHOCTU NPpu 0001 003¢
JEHATUOOMUOA, MONCHO 006a6UMb K MEPanuu paHyioyumapHulil Koionuecmumyaupyiowuil gpaxkmop (I-KC®) u
COXpaHums 003y JeHATUOOMUOA.

MM y nayuenmog, noayqyueumiux KaKk MUHUMYM 0OHY TUHUIO MEPAnuu

He nonyckaercs HaumHaTh JieueHue JieHanuaomuaoM, eciu AYH < 1,0 x 10%/1 w/uu KOIMYECTBO
TpoMOOLIUTOB < 75 X 10%n wian, B 3aBUCHMOCTH OT CTEICHH WHOUIBTPAIMH KOCTHOTO MO3Ta
TIa3MaTHYECKHMH KJIETKaMH, KOJIMUecTBO TpoMOormToB < 30 x 10%/.

Pexomenoyemasn 0osza

Pexomenayemast HauanibHast 103a JICHAIMIOMHUAA COCTABIISET 25 MI' BHYTPb OJIUH pa3 B JIEHb B |-
21 neHb MOBTOPHBIX 28-THEBHBIX LIUKIIOB.

Pexomenayemas j103a gexcamera3ona cocrapisieT 40 Mr ouH pa3 B eHb B 1-4, 9-12 u 17-20 nau

Ka)X710ro 28-1HEBHOTO LIUKJIA B MEepBbIE 4 1IUKIa Tepanuu, a 3ateM 1o 40 Mr oAuH pa3 B I€Hb B 1-
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4 nHU KaXXA0ro MOCJIeAyIonIero 28-1HEeBHOrO IIUKIIA.
Bpauy cienyer TmaTensHO moaouparth 103y AeKcaMeTa30Ha, IPUHUMAs BO BHUIMAHUE COCTOSTHUE
[alMeHTa U CTaauIo 3a001eBaHus.

Towaeoeoe cruoicenie 003vl

Hauvanbnas no3a 25 Mr

Jlo3a ypoBHs -1 15 mr

Jlo3a ypoBHs -2 10 mr

Jlo3a ypoBHS-3 S Mr

Tpomboyumonenus
KoanuectBo TpoMOOIINTOB Pexomenpanun
Iepsoe cumxenue < 30 x 10%/1 [IprocTaHOBUTH JIEUEHUE JIEHATUIOMHUAOM
Boccranosuinocs > 30 x 10%/n Bo0300HOBUTE TeUeHNE JIEHATUIOMHUIOM B

03¢ ypoBHs -1

Kasxoe mocnenyromee camkenne < 30 x 101 | [IpuocTaHOBUTH edeHNE JIEHATHIOMHIIOM

BoccranoBunock 1o > 30 x 10°%/n Bo0300HOBUTE JIeYeHHE JICHAIMIOMHUIOM B
MeHbIIeH 03¢ (1032 YPOBHA -2 WM -3) OJIUH
pa3 B JICHb
He npumensaTs 1036l Ipenapara HUXKE S5 MI B
JIeHb

Hetimponenus

AYH Pexomenganuu?

[TepBoe camxenue < 0,5 x 10%/n [IprocTaHOBUTH JICUEHHE JICHATUIOMHUIOM

Boccranosmiocs > 0,5 x 10%/1 u HeuTporneHus | Bo30OHOBUTH JieUeHHE JICHAIUIOMHUIOM B

— €IMHCTBEHHOE MPOSBICHUE TOKCUYHOCTH HavyaJbHOMU J103€ OJIMH pa3 B J€Hb

Boccranosunock > 0,5 x 10%1 u ecth npyrue | Bo30GHOBHTE JleueHME NEHATNIOMUIOM B J103€
MPOSIBIICHUS reMaToJIOTHYECKON JJIT, | ypoBHs -1 oquH pa3 B A€Hb
OTJINYHBIE OT HEUTPOIIEHU U

JUis  KaXIOoro NOCIENYIOUIEro CHIKEHHUs | [IprocTaHOBUTE JeueHUE JIEHAINIOMHIOM
<0,5x 10%n
Boccranosuiocs > 0,5 x 10%1 B0300HOBUTH JIeueHHE JIEHAIMJIOMUIOM B
MeHbIIeH no3e (mo3a ypoBHs -1, -2 wimm -3)
OJIMH Pa3 B JIEHb

He mpumeHnaATs 103b1 mpenapara HUXKE 5 Mr
OJIMH Pa3 B JIEHb

8 Ha ycmompenue gpaua, eciu Heumponenus s6islemcst eOUHCMBEHHbIM NPOSIGLeHUEM MOKCUYHOCMU NPU 0001 003¢
JEHANUOOMUOA, MOICHO 006a6UMb K Mepanuu paHyioyumapHsli Kojonuecmumyaupyrowuti gaxkmop (I-KC®) u
COXpaHums 003y JeHATUOOMUOA.

Muenooucnnacmuueckue cunopomust (M/IC)

He nomyckaercst HaunHaTh Tepanuio JeHanuaomuaom, ecau AYH < 0,5 x 10°%/51 v/WITH KOJTMYIECTBO
TpombormToB <25 x 109/1.

Pexomenoyemas 0osza

PexoMeHnnyemasi HadasibHas J103a JIEHATUI0MHUIa cocTaBisgeTr 10 Mr BHyTpb OJMH pa3 B J€Hb C 1

1o 21 1eHb NOBTOPHBIX 28-THEBHBIX IIUKIIOB.
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Towazosoe crudicenue 003bi

HauansHas nosa 10 Mr onuH pa3 B aeHb ¢ 1 o 21 neHp kaxable 28 nHen
Jlo3a ypoBHs -1 5,0 mr oauH pa3 B AeHb ¢ 1 o 28 neHb Kaxabie 28 qHein
Jlo3a ypoBHS -2 2,5 MT OJIMH pa3 B JeHb ¢ | 110 28 neHb Kaxpie 28 nHei
Jlo3a ypoBHS -3 2,5 Mr uepes ieHb ¢ 1 mo 28 aeHb kaxabie 28 qHen
Tpomboyumonenus

KosanuyectBo TpomMGonnTOB Pexomenganuu

Cuusunocs 10 < 25 x 10%n ITprocTaHOBUTH JICUEHUE JIEHATUIOMUA0M

BoccranoBuinock 1o > 25 x 10%1-<50x 10%1 | Bo30GHOBUTH Ji€UeHHE JICHAIHIOMUIOM B
MUHHMYM JIBX]Ibl 32 MEpUOJ > 7 JAHEW WM | MEHbIIeH no3e (103a ypoBHs -1, -2 nin -3)

KOT/Ia YMCIIO TPOMOOITMTOB BOCCTAHABIIMBACTCSI
7110 > 50 x 10%1 B 1060 TTPOMEKYTOK BpEMEHH

Heumponenus
AYH Pexomenmanuu
Crmsmnock 10 < 0,5 x 10%n [IpuocTaHOBUTH JICUEHUE JCHAITUIOMUIOM
Boccranosunocsk 10 > 0,5 x 1091 Bo0306HOBUTH JieUeHHE JIEHATIUIOMUIIOM B

MeHbIIIeH 03¢ (103a ypoBHs -1,-2 uiu -3)

Ilpexpawenue npuema nenanruoomuoa

JleyeHnue JEHANNAOMHIOM CIIEIyeT MPEepBaTh y TEX MAalMEHTOB, Y KOTOPHIX B TeUCHHE 4 MECAICB
HIOCJIE HaYasa TePaiy OTCYTCTBYET XOTs Obl HE3HAUUTEIbHAS SPUTPOUIHAS PEAKLIUs, Y KOTOPBIX
OoTMedYaeTcs, o MeHblei Mepe, 50% cHIKeHHEe MOTPeOHOCTH B TeMOTpaHC(y3UsiX, WM TPU

OTCYTCTBUH FGMOTpaHC(i)y3I/II>'I Ha6n}onaeTc>1 YBCIIMUCHUC I'EMOT., jo0nHa Ha 1 1/ JUI.

Jumgpoma uz knemox manmuiinoiu 3onvt (MKJI)

Pexomenodyemasn dosza
Pexomenryemast HadaibpHas /1032 JICHATMAOMH/IA COCTABISIET 25 MI' BHYTPh OJIMH pa3 B JCHB C 1

1o 21 1eHh MOBTOPHBIX 28-THEBHBIX IIUKJIOB.

Towazosoe crudicernue 003bi

HauansHasa gosa 25 Mr oJivH pa3 B JieHb ¢ | mo 21 neHp kaxaple 28 nHe

Jlo3a ypoBHs -1 20 Mr ojivH pa3 B JieHb ¢ | mo 21 neHp kaxaple 28 nHe

Jlo3a ypoBHs -2 15 mr onuH pa3 B fieHb ¢ | mo 21 nenp Kaxaple 28 nHei

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

Jlo3a ypoBHs -4 S MTr OJIMH pa3 B JieHb ¢ 1 10 21 neHb Kaxple 28 nHeu

Jlo3a ypoBHs -5 2,5 Mr oJiuH pa3 B JieHb ¢ | mo 21 nenp kaxple 28 nHeu
S Mr yepe3 eHb ¢ 1 o 21 nenp kaxaple 28 gHel

Tpomboyumonenus

‘ KoJsnyecTBO TPOMOOUUTOB Pexomenpanuu

18




Cuusmiock 10 < 50 x 10%1

Boccranosunock 10 > 60 x 10%/n

HpI/IOCTaHOBI/ITB JICUCHUC JICHAJINLAOMUI0OM u
KOHTPOJIMPOBATh KOJMYECTBO BCEX KIIETOK KPOBH HE
pexe 1 pa3za B 7 gHeil.
B0300HOBHTE JIcUueHHE JICHATHIOMHIOM B MEHBIICH
no3e (1o3a ypoBHs -1).

Kaxmoe mocnenyromee CHUXEHUE

<50 x 10%n

BoccranoBmiiocs 10 > 60 x 10%/1

[IpuocTaHOBUTL  JIeYCHUE  JICHATUIAOMHUIIOM U
KOHTPOJIMPOBATh KOJMYECTBO BCEX KIIETOK KPOBU HE
pexe 1 pa3za B 7 qHEl.

B0300HOBUTH JIcUCHUE JICHAIMIOMHUIOM B MEHBIIIEH
no3e (mo3a ypoBHs -2, -3, -4 win -5).

He npumMeHsTh 103BI IpenapaTa HUKe YPOBHS -5.

Heumponenus
KouunyecTBo HeliTpoduioB Pexomenganun
Cumsmock 10 < 1 x 10%/1 o MenbImei [IprocTaHOBUTH  JICUEHHE  JICHAUIMJAOMHIOM U

Mepe B TCUECHUE 7 THEN

unu

Crusminoch 10 < 1 x 10°%/1 B couerannu
C JUXOpaaKou (TemmepaTrypa Tena >
38,5 °C)

unu

Crusminoch 10 < 0,5 x 10%/7

KOHTPOJIMPOBATh KOJMYECTBO BCEX KIJIETOK KPOBH HE
pexe 1 pa3za B 7 qHEM.

Boccranosunochk go > 1x1 0%/n

B0300HOBHTH JICUCHHE JICHATMIOMHUIOM B MEHBIICH
no3e (j103a ypoBHs -1).

Kaxnoe nocnenyroniee cHmxenue < 1
x 10%/1 o mensIIel Mepe B Teyenue 7
THEH

unu

cumxenne < 1 x 10%1 B coueranuu ¢
JTUXOpaJKoH (Temmneparypa Tena >
38,5 °C)

unu

camxenne 10 < 0,5 x 10%1
Boccranosuinoch g0 > 1 x 1091

HpI/IOCTaHOBI/ITB JICYCHHUC JICHAJIMAOMUIOM.

B0300HOBUTE JIeueHHE JICHAJINAOMUJIOM B MEHbIIIEN
no3e (103a ypoBHs -2, -3, -4 uim - 5).
He npuMeHsTh 10361 IpenapaTa HuXe YpOoBHS -5.

Donnuxynapnas numgpoma (OJI) unu numgpoma u3 Knemok mapzunanvrou 3onsvt (J/IM3)

He nomyckaercs HaumHaTh JieueHue JieHanuaomuaoM, eciu AYH < 1,0 x 10%/1 w/unu KoIMUECTBO
TpoMGonuToB < 50 x 10%/1, eciu TONBKO TO HE BBHI3BAHO MHOMIBTpAIMeil KOCTHOTO MO3Ta TIpH
mumpome.

Pexomenodyemas oosza

Pexomenayemast HauanbpHas 1032 JEHAIMIOMUIA cocTaBisgeT 20 M BHYTph OJIMH pa3 B JIEHb B 1 -
21 neHb MOBTOPHBIX 28-THEBHBIX ITUKIIOB (001l YNCIEHHOCTHIO 10 12 1uKiIoB). PekoMenmyemas
HavagbHASA 1034 PUTYKCHMaba cocTapiseT 375 Mr/M2 mIomany TTOBEPXHOCTH Tela BHYTPHBEHHO

(8/B) xaxxayro Henento B 1 mukde (1, 8, 15 u 22 quu) u B 1 AeHb Kaka0ro 28-THEBHOTO [IUKJIIA IS
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2-5 UKJIIOB.

Towacosoe cuudcenue 003wl

HavanbHas nosa 20 mMr oauH pa3 B AeHb ¢ 1 o 21 neHp Kaxjable 28 nHei

Jlo3a ypoBHs -1 15 mr onuH pa3 B JieHb ¢ | mo 21 nenp kaxple 28 nHei

Jlo3a ypoBHs -2 10 Mr osiuH pa3 B JieHb ¢ | mo 21 nenp Kaxaple 28 nHei

Jlo3a ypoBHs -3 S Mr oiMH pa3 B JieHb ¢ 1 mo 21 neHp kaxjble 28 qHeit

Jis KoppekIuu 1036l B pe3ysibTaTeé TOKCHMYHOCTU C PUTYKCUMAOOM CleoyeT OOpaTHThCS K

COOTBETCTBYIOLIEH MHCTPYKIMU 10 MEIULIMHCKOMY IIPUMEHEHUIO JIEKApCTBEHHOIO IIperapara.

Tpomboyumonenust
KoJsmyecTBO TPOMOOUMTOB PexoMenpanuu
Cuusmnock 10 < 50 x 10%/n [IpuocTaHOBUTH  JICUCHHE  JICHATUJOMHUAOM WU

KOHTPOJIUPOBATh KOJMYECTBO BCEX KIIETOK KPOBH HE
pexe 1 pa3za B 7 gHeil.
B0300HOBHTS JieUeHUE JICHATHIOMUIOM B MEHbBIIICH
no3e (j103a ypoBHs -1).

BoccranoBunock 1o > 50 x 10%/n

Kaxnoe nocnenyromiee cHmxenue < 50 x
10%n

[IpyocTaHOBUTH  JIeYEHHE  JICHATUIOMUIOM U
KOHTPOJIMPOBATh KOJTHMUYECTBO BCEX KJIETOK KPOBH HE
pexe 1 pa3za B 7 qHEH.

B0300HOBHTE JicueHUE JTCHATUIOMHUIOM B MCHbBIIICH
no3e (mo3a ypoBHs -2, -3).

He npuMeHATh 103BI IpenapaTa HUKe YPOBHS -3.

Boccranosuioch 10 > 50 x 10%/n

Heumponenus

AYH

Pexomenganun?

Camsmiock 10 < 1 x 10%1 o MenbIIeii Mepe
B TeueHue 7 qHenl

unu

Cumminock 10 < 1 x 10%1 B coueranum c
nuxopaakou (Temmneparypa tena > 38,5 °C)
U

Cruszminoch 10 < 0,5 x 10%/7

[IpuocTaHOBUTH JICUCHHUE JICHATUIOMHIOM U
KOHTPOJIMPOBATh KOJIMYECTBO BCEX KIETOK
KpOBH He pexe | pa3a B 7 qHEH.

BoccranoBmiocs 10 > 1x10%/1

Bo0306HOBUTH JieueHUE JICHATUJAOMUAOM B
MeHbIIEH 103¢ (103€ ypoBHS -1).

Kaxnoe nocieayolee CHIDKCHHE
< 1 x 10%n mo MmeHbIei Mepe B Tedenue 7
THen

unu

camwkenne < 1 x 10%m B coderammm c
IMXopaakol (Temnepatypa tena > 38,5 °C)
unu

cumxenne 10 < 0,5 x 10%/n

[IprocTaHOBUTH JIeUEHHE JICHAIUJOMUIIOM U
KOHTPOJIMPOBAaTh KOJMYECTBO BCEX KIIETOK
KpOBH He pexe 1 pasa B 7 1HEH.

Boccranosuminock o > 1 x 1091

B0300HOBUTL JeueHHE JIEHATUIOMHUIOM B
MEHBbIIIeH J103¢e (103a ypoBHS -2, -3).

He npuMeHsTh 103BI IperapaTa HukKe YpOBHSI-
3.

® Ha ycmompeHue epaua, eciu HeumponeHus a6iaemcs eOUHCMEEHHbIM NPOSAGIEHUEM MOKCUYHOCHU npu 10001 003e

JAeHanuoomMuoa, ciedyem 000asumsv SpanyioyumapHslil Koionuecmumyaupyiowui gpaxkmop (I'-KC®)
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Jumepoma uz xknemox manmuitnou 3onvt (MKJI), gponnuxynapnaa num¢poma (@JI) unu
aumgoma u3 K1emoxk mapeunanvhoi 30nw (JIM3)

Cunopom nuzuca onyxonu (TLS)

Bce nanuenTs 10/KHBI TOTy4YaTh npoduiiakTuaeckoe iedeHue TLS (ammomypunon, pacOyprkasa
WJIM @HAJIOTH B COOTBETCTBUHU C PEKOMEHAAUSIMH METUIIUHCKOTO YUPEKICHHUS ) 1 00€3BOKUBAHUS
(mepopanbHO) B TeUEHHE MEPBOI HEAETH MEPBOTrO IHMKJIA WM B TeUeHHE Oosee JIUTEIHHOrO
Neproja, €Clu ATO KIMHWYECKH mokazaHo. s moHutopunra TLS HeoOXoauMo TPOBOAUTH
pa3BepHYTHIM OMOXMMHMUYECKUN aHAIM3 KPOBHU, Ha3HAYAaEMbI €KEHEEeNbHO B TEUCHHE IEPBOTO
IIMKJIA U B COOTBETCTBUU C KIIMHUYECKUMU TOKa3aHUSIMHU.

[lpuem IneHamuAOMHAA MOXHO NPOAOIDKATh (C MOAJAEpKAHUEM JI03bI) Yy TAIHMEHTOB C
nabopatopubiMu TLS mnn xiuandeckumu TLS 1 crenenu, mim Ha yCMOTpEHHE Bpadya CHU3HUTH
03y Ha OJMH YPOBEHb M NPOAODKUTH MpHeM JeHanuaomuaa. Heobxomumo oOecneduThb
WHTCHCUBHYIO BHYTPUBEHHYIO THUIPATAIlMI0O M COOTBETCTBYIOIIEE JIEYCHHE B COOTBETCTBHH C
MECTHBIMU CTaHJIAPTAMH OKa3aHHsI METUITMHCKOM IMOMOIIH JI0 KOPPEKIIUU HApyIICHUs OallaHca
IEKTPOJIUTOB. JIJIS CHWKCHUS YPOBHS THUIEPYPHUKEMHH MOXKET TOTPeOOBATHCS Teparus
pacOypuka3oii. ['ocniutanuzanus namnueHTa OyAeT OCyIIECTBISATHCS MO PEIICHUIO Bpaya.

Y nanuMeHToB ¢ KIMHMYECKMM TLS 2-4 cremeHn HEOOXOAUMO TNPHUOCTAHOBUTH IPHUEM
JICHATMIOMHIA ¥ TIPOBOJIUTH PA3BEPHYTHI OMOXUMHUYCCKHUIA aHATIM3 KPOBH ©KEHEICIHHO U 110
KIIMHUYECKUM  TOKa3aHusM. HeoOxomuMo  oOecrieynTh WHTCHCHBHYIO  BHYTPHUBEHHYIO
TUIpATAINIO ¥ COOTBETCTBYIOIIEE JICYEHHE B COOTBETCTBHH C MECTHBIMH CTaHJapTaMU OKa3aHUs
MEAMIIMHCKOW TIOMOIIM JO0 KOPPEeKIMH HapylleHus OalaHca »SJIEKTPOJIUTOB. Tepamus
pacOypuKa3oit ¥ rociuTanu3anus OyayT OCYIIECTBIIATHCS IO pElICHHIO Bpada. [Ipu yMeHbIIeHHN
crerienu TLS 10 0 o pernieHuio Bpaya BO30OHOBIIAIOT IPUEM JICHATUIOMHU/IA B JI03€ CIIETYIOIIEro
6ostee HU3KOTO ypoBHS (M. «OCOoObIe yKa3aHus»).

Cunopom «onyxonegoll GCnvluKUY (CUHOPOM MPAH3UMOPHO20 YCy2YONeHUs: KIUHUYECKUX
nposierenuii onyxonu, TFR)

VY nauuentoB ¢ TFR 1 unu 2 creneHu pemieHue o MPepbIBAHUU JICUEHUS JICHATUAOMHUIOM WIIH
YMEHBIIEHUS €ro JJ03bl OCTaeTcsl Ha ycMoTpeHue Bpada. [lo ycMoTpeHuio Bpaya MOXKET ObITh
Ha3HayeHa Tepanus HECTePOUJIHBIMU MPOTUBOBOCHAIUTENbHBIMU mpenapaTamu (HIIBII),
OTpaHMYEHHAass 1O  MPOJODKUTENLHOCTH  TEpamusi  TIIOKOKOPTHKOCTEPOMJAMH  W/WIH
HapKOTHYECKUMH aHajbreTMkamu. Y mnamueHtoB ¢ TFR 3 wumm 4 cremenm Ttepamuio
JEHAIUJIOMHUJIOM CIeAyeT IPUOCTaHOBUTh U HayaTh Tepanuto HIIBII, rimrokokopTukocteponiamMu
W/WSTM HApKOTUYECKUMH aHaibreTukamu. Korma BeipakeHHOCTh TFR cHuM3uTCs 10 < 1 cremneny,
BO300HOBJISIOT JICYCHHE JICHATTMIOMHJIOM B JI03€ TOTO € YPOBHS B T€UEHHE OCTaBILEHCS 4acTH

OUKJIa. CuMnroMarudecKkas TCparund TFR MMPpOBOAUTCA COIJIACHO PCKOMCHAAIHUAM 110 JICUHCHUTIO
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TFR 1 u 2 creniern (cMm. «OcoOble yKa3zaHHs»).

Bce nokazanus

[Tpu pa3BUTHH Yy MAlIMEHTA IPYTUX BUIOB TOKCUYHOCTH 3 U 4 CTENEHH TAKECTH, CBA3b KOTOPBIX C
NPUMECHCHUEM JICHAMJOMHUA HENb3s HUCKIIOYUTh, JICYCHHUE JICHATUIOMHUIOM CIEAYyeT
MPUOCTAaHOBHTH. [0 pemieHno Bpaya JeYeHUE JICHATHIOMHIIOM MOXKET ObITh BO30OHOBJICHO B
J103€ CJenyIoniero, 6o1ee HU3KOro YpoBHS MPH CHUYKEHUU BBIPAXXEHHOCTH TOKCUYHOCTH 110 < 2
CTETCHH.

CrnenyeTr paccMOTPETh BOMPOC O MPUOCTAHOBKE WIJIM MPEKPAIIECHUU JICUCHUS! JICHATUIOMHIOM B
CIIydae pa3BUTHS KOXXHOU ChITU 2 WK 3 cTeneHu. JIeueHne IeHAIUIOMIIOM CIIeIyeT IPEKPaTUTh
P  AaHTHOHEBPOTUYECKOM OTCKe, AaHA(PWIAKTUYECKOW peakuuu, Cbimu 4  CTCTCHH,
sKkc(oaaTUBHON WK OYIIE3HOM CHINH, UM MIPH MOA03peHUH Ha cuHaApoM CtuBeHca-/[»oHcoHa
(SJS), Tokcmueckuit snmaepmanbhblii Hekpoau3 (TEN) wmiam JiekapCTBEHHYIO PEakIUio ¢
s03uHOGMIMeH U cucTeMHOl cumnroMaTukoil (DRESS-cuHapoM), U He BO30OHOBISTH TOCIE
IIPEKPALICHUS ITUX PEAKIIHIA.

Ocoovle zpynnbl nayuenmos

Jlemu u noopocmku

JleHamuaoMu He peKOMEHIYETCS I IPUMEHEHHS Y JIeTeH U TIOJIPOCTKOB B Bo3pacTte 1o 18 ner
0 COOOPaKEHUSM OE30ITACHOCTH.

Tayuenmoi nodcunozo eospacma

PesynbpTarel uccnenoBaHuss (papMaKOKHMHETUKH JICHATUJOMUIA Y TOXKHWIBIX MaIlEHTOB
npeacTaBiieHbl B pazaene «DapmakokuHeTnkay. JIeHanuaomua Ha3Hayanu nanuenram ¢ MM B
Bo3pacrte 110 91 rona, mamentam ¢ M/IC - 1o 95 ner, a naruentam ¢ MKJI — o 88 ner. [Tockonbky
y MOXKHJIBIX TAIIHEHTOB BEPOSTHOCTh HapyIIeHUs (YHKIMU TOYEK BhIIIE, 103y Mpenaparta HyKHO
no0UpaTh OYeHb OCTOPOKHO, MIPU 3TOM BO BpEeMs JICUCHHUS PEKOMEHAYETCS MOHHUTOPHPOBAThH

(GYHKIUIO TIOYEK.

Bnepeble 0MGZHOCmMpOGClHHa}Z MHOIHCECMBERHASA MUEIoMA. NAYUueHmosl, KOmopbimM He NOKA3aHa
mpaHcnianmayusl

[Tepen HazHaueHueMm nedeHus nanueHtam ¢ BJIMM B Bo3pacte 75 neT u crapiie HEOOX0IUMO
IPOBECTH THIaTeabHOE 00cnenoBanue (cM. «Ocobble ykazaHus»). [l maueHToB crapiie 75 Jer,
MOJTyYaIOILUX JICHATUIOMHT B KOMOMHAIIMY C JIEKCAaMETa30HOM, HadajabHas J03a JIeKCaMeTa3oHa
coctaniisieT 20 Mr oivH pa3 B IeHb B 1, 8, 15 1 22 qHU Kaxa0r0 28-THEBHOTO IUKJIA JICYEHUS.
W3meHenue 1036l HE PEKOMEHIYETCs Ul MALUMEHTOB CTapiie 75 JIeT, KOTOpble NPUHUMAIOT
JICHAJIUJIOMU]] B COUYETAaHUHU C MeJI(aTaHOM H MTPETHU30IOHOM.

VYV nmanuentoB ¢ BJIIMM B Bo3pacte 75 neT u crapiie, NOJy4aBIIMX JIEHATUIOMU, CEPbE3HbIE
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HexenarenbHble JiekapcTBeHHbIe peaknuu (HJIP) u HJIP, kotopsie mpuBenn K IpeKpamieHHio
JICYECHUS], OTMEUYAIHUCH Yallle.

KoMmOuHupoBaHHas Tepanusi JICHAIUJIOMUIOM XyXe IepeHocwiach nanueHtamu c¢ B/IMM
cTapuie 75 JneT mo CpaBHEHUIO C MOJIOABIMU ManueHTamu. [lanuentsr Gonee crapiiero Bo3pacra
yarie npekpamiaim MpueM npenapara u3-3a MHAUBUAyaabHoi Henepenocumoct (HJIP 3 umm 4
crerneHu u cepbeznbie HIIP), ueM nanuenTs! B Bo3pacTe A0 75 JerT.

Mmnooicecmeennas muenoma: nayuermsl, nojvtydusuiue KaKk MURUMYm OC)Hy JURUIO mepanuu

[Ipouentr mnamuentoB ¢ MM B Bo3pacte 65 JjeTr U crapuie, IOJIY4YaBIIMX
JCHAMIOMU/I/ICKCAaMETa30H WM Tulanedo/IekcaMeTa3od, Obul comoctaBuM. He oTmeueHo
paznuunii B 3QHEeKTHBHOCTH U 0€30MaCHOCTH JICHATHIOMH/IA B 3aBUCUMOCTH OT BO3pacTa, XOTs
HEJb3sI HCKIIIOYUTD OOJIBIIYI0 YyBCTBUTEIBHOCTh K MpEMapary MaiueHToB CTapiieil BO3pacTHOU
TPYIIIBL.

Muenooucniacmuueckue cuHOpoMbl

Cpenu nanrentoB ¢ MJIC, mpyHUMAaBIIUX JIGHATHIOMHI, HE OTMEUEHO Pa3Inyuii B 0€30MacHOCTH
1 3(ppekTHBHOCTH Y TaMEHTOB B BO3pacTe 65 JIeT U cTaplle U MauueHToB Miaanie 65 yer.
Jlumehoma u3z Knemox MaHMuIiHOU 30Hbl

VY nauuentoB ¢ MKJI, npuHrMaBIIuX JE€HATUIOMU, HE OTMEUEHO Pa3Inuuii B O€30MaCHOCTH U
3¢ pekTUBHOCTH y MAIMEHTOB B BO3pacTe 65 JIeT U cTaplie U MalueHToB Miaaie 65 neT.
DONTUKYIAPHAA TUMPOMA UTU TUMPOMA U3 KIEMOK MAPSUHATLHOU 30HbL

VY nanuentoB ¢ ®JI wian JIM3, npuHUMaBIIMX JICHATUIOMHT B KOMOMHALIUU C PUTYKCUMaOOM,
oOmras yactora HJIP onnHakoBa A manueHToB B Bo3pacTe 65 JET U cTaplie 1Mo CPaBHEHUIO C
nanueHTamu miamime 65 ner. He oTmeueHo pasnuumii B 3O ()EKTHBHOCTH MEXAy IBYMS
BO3PACTHBIMU TPYIIIIaMH TAIIHCHTOB.

layuenmul ¢ napywenusamu yHKyuu novex

JlenanuaoMua BBIAENSAETCS, TJIaBHBIM 00pa3oM, moukamu. [lo Mepe HapacTaHusi CTeleHU
HApyIICHUs] TMOYEYHOW (YHKIIMM CHIIKAETCS TOJEpaHTHOCTh K Tepanmuu (cM. «OcobObie
yKazaHus»). PekoMeHayeTcst ¢ OCTOPOKHOCTBIO MTOI0MPATh 103y IpernapaTa ¥ MOHUTOPUPOBATH
(GYHKIUIO TIOYEK.

Jns manpentoB ¢ MM, MJIC, MKIJI, ®JI umu JIM3 u nodedyHoll HEAOCTATOYHOCTBIO JICTKOU
CTETICHU TSKECTU He TpeOyeTcsl U3MEHEHUS J103bl JICHAINOMUIA.

PexoMenayroTcs cienyromiie U3MEHeHHs! pexnMa JI03MPOBaHUs B Hayalle TEpaIruy U B XOJI€ €€ B
3aBHCHMOCTH OT CTEICHHU THKECTH HapyIeHHS (YHKIMHA ToYeK (NI MalMeHTOB C TMOYEHHOMN
HEJOCTAaTOYHOCTHIO CPEAHEH WM TSDKETOW CTENEeHU TSHKECTH, a TakKe TEPMHHAIBLHOW cTamueit
noueynoit HepocTatrouHocTu (TCITH)). Uccnenosanus dazer 1l mpu TCITH (KK < 30 mu/mus,

TpeOyeT NMpoBeieHus A1ain3a) He MPOBOIUIHCH.
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Mnooicecmeennas muenoma

Cocrosinne pynkunun novek (KK)

HN3menenue 10361

Tloyeunas Hedocmamoynocms cpeoHell cnmeneHu
msxcecmu (30 mi/mun < KK < 50 mu/mun)

10 mMr oguH pa3 B A€Hb

1

Toueunas nedocmamounocms MsANCEN0U CMeneHu

msAscecmu

(KK < 30 mn/muH, HE TpeOyeTcst Auau3)

7,5 M OIH pa3 B ICHb
unu 15 mr yepes 1eHb

TepMuHabHAsA CTAIUSI TOYEUHOU
HepocratouHoctu (TCITH)

(KK < 30 mn/muH, TpeOyeTcs auaims3)

5 MTr OJIMH pa3 B JieHb. B neHb auanuza
J103y TIpernapara Hy>KHO IPUHUMATD T1OCIIE
OKOHYAHHS CeaHca aQuaan3a

1
Hoza npenapama modxicem 6bimsb nogviuiena 0o 15 me 00un paz 6 densb nocie 2 Yyukiog mepanui npu OmMcymcmeuu

omeema Ha mepanuio, HO XOPOWGIJ ee nepenocumocmu

Muenooucniacmuueckue cuHOpoMbl

Cocrosinne pynkuun nouek (KK)

M 3MeHeHME 03]

[ToueyHass HEIOCTATOYHOCTh CPEIHEN
crenenu TsokecT (30 mur/mun < KK
< 50 mMu1/MUH)

HauanrnHasa 103a

5 Mr oauH pa3 B JieHb (¢ 1 o 21 nens
BO BpeMs TOBTOPHBIX 28-THEBHBIX
[IUKJIOB)

Jlo3a ypoBHs -1*

2,5 Mr oziiH pa3 B JieHb (¢ 1 o 28 neHb
BO BpeMs [IOBTOPHBIX 28-THEBHBIX
[IUKJIOB)

Jlo3a ypoBHs -2*

2,5 mr uepe3 aeHsb (¢ 1 mo 28 1eHp BO
BpEMsI IOBTOPHBIX 28-THEBHBIX
[IUKJIOB)

[lodyeuyHass HEJOCTATOYHOCTh
Tsokenon crenenu Tsbkect (KK <30
MJI/MUH, HE TPEOyeTCs TUan3)

Hauansnas nosa

2,5 Mr oJivH pa3 B JieHb (¢ 1 mo 21 neHn
BO BpeMsI IOBTOPHBIX 28-THEBHBIX
LUKJIOB)

Jlo3a ypoBHs -1*

2,5 mr yepes neHsb (¢ 1 mo 28 neHb Bo
BpeMsi TIOBTOPHBIX 28-THEBHBIX
LUKJIOB)

Jlo3a ypoBHs -2*

2,5 Mr aBa pasa B Hegemo (¢ 1 mo 28
TeHb BO BpEMS TIOBTOPHBIX 28-THEBHBIX
LUKJIOB)

TCITH (KK <30 mui/muH, TpeGyercs
Tan3)

B nenp nuanusa no3y npenapara
HY>KHO IIPUHUMATB ITOCIIE OKOHYAHHUS
ceaHca Jualin3a.

HauanrnHag no3a

2,5 Mr oJivH pa3 B JieHb (¢ 1 o 21 nenn
BO BpeMsI TOBTOPHBIX 28-THEBHBIX
LUKJIOB)

Jlo3a ypoBHs -1*

2,5 mr yepes neHsb (¢ 1 mo 28 neHb Bo
BpeMs IOBTOPHBIX 28-THEBHBIX
LUKJIOB)
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Jlo3a ypoBHs -2* 2,5 mr aBa pa3a B Hezednro (¢ 1 mo 28
IEHb BO BpEMs MOBTOPHBIX 28-THEBHBIX
[IUKJIOB)

* BosmooicHocmu  usmenenus 003bl 6 X00e JeueHus Uil e20 60300HOGNeHUs NpU Pa3eumuu HeumponeHu,
mpomboyumonenuy uny Opyeux 6udo mokcuunocmu 3 u 4 cmenenu msocecmu, C513b KOMOPHIX ¢ NPUMEHEHUEM
JIeHATUOOMUOA HENb3 UCKTIOUUMb, NPEOCMABLeHA BblULe.

Jlumgpoma u3z Knemox MaHmMuHOU 30Hbl

Cocrosinne pynknun novek (KK) N3MeHeHHe 103bI
(c 1 mo 21 neHp BO BpeMsi TOBTOPHBIX

28-THEBHBIX IIUKJIOB)
[loueynas HEIOCTATOYHOCTD CpeliHel cTtenenn |10 Mr oauH pa3 B I€Hb
TSDKECTH

(30 mu/mun < KK <50 mur/muH)
[ToyeuHass HEIOCTATOYHOCTH TSKEJIOW CTENeHU |7,5 MT OJIMH pa3 B JICHb
TSHKECTHU i 15 Mr uepes JieHb
(KK <30 mn/muH, HE TpeOyeTcs quaius3)

1

TepMuHanbHas cTaaus MOYSUHOM S Mr OAMH pa3 B JieHb. B neHb auanusza n03y
Henocratounoct (TCITH) [perapara Hy»KHO IPUHUMATh MTOCIE
(KK <30 mn/muH, TpebyeTcs nuanus) OKOHYAHMS CeaHca Jralin3a

L Toza npenapama moxcem Goims nogviwena 0o 15 me 00un pas ¢ denv nocne 2 yukioe mepanuu, eciu NAYUEHM He
omeeuaem Ha ieyenue U npu dMoM y He2o He HAOI00aIOM s NPUSHAKY HENePeHOCUMOCmU

DONTUKYIAPHAA TUMPOMA UTU TUMPOMA U3 KIEMOK MAPSUHATLHOU 30HbL

Cocrosinne pynkuun nouek (KK) N3MeHeHHe 103bI
(c 1 mo 21 neHp BO BpeMsi MOBTOPHBIX
28- THEBHBIX [IUKIIOB)

[ToueuHast HEAOCTATOYHOCTE CpeiHel crerenn (10 Mr ofUH pa3 B JeHb™
TSOKECTH
(30 ma/mun < KK < 60 mn/Mun)

Tloyeunas HEAOCTAaTOYHOCTH TsDKenou crerrteHn |[Het AOCTYIIHBIX TaHHBIX
TSKECTH
(KK < 30 ma/muH, HE TpeOyeTcs Auain3)

2

3

TepMuHaIbHAs CTAIASI TOYEYHOU Het noctymnHbix JTAHHBIX®

HenocratouHocTH (TCITH)
(KK <30 ma/MuH, TpebyeTrcs quainmns)

! [Tosa npenapama mosicem Grimo nosviuena 0o 15 me 00un paz 6 denb nocie 2 YUKI06 Mepanui, eciu y nayueHma
He Habno0an0Ch NPUSHAKOG HENEePEHOCUMOCHIU.

2 Jns nayuenmos, noayuarowux Havaibhyio 003y 10 me, 6 ciyuae chudicenust 003vl OJisl JledeHUs. HellmponeHuy ui
mpomboyumonenuu uiu opyeux 6udos moxcuynocmu 3 unu 4 cmenenmu msdicecmu, COUMEHHOU CEA3AHHOU C
JEHATUOOMUOOM, He NPUMEHANDb 003bl Npenapama Hudice 5 me uepes 0elb uau 2,5 me 00uH pas 6 0eHs

3 Mayuenmur ¢ noueunoii nedocmamounocmvio maxcenoii cmenenu msxcecmu unu TCITH 6ol uckuiouenst u3
uccneoo8anus

Ilocne Havana JedeHHs JEHATHIOMUIOM nociaeayromee HU3MCHCHUC O3Bl Y MAIMCHTOB C
HApyHICHUAMU (I)YHKI_[I/II/I MNOYCK JOJIZKHO 6a3HpOBaTLCSI Ha HHHHBHﬂyaﬂBHOﬁ NEPpCHOCUMOCTH

JICYCHUS, KaK YKa3bIBaJIOCh paHEC.
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THayuenmol ¢ napywenusmu GyHKyul nevenu

[Ipumenenue neHamuaoMuaa (GopManbHO HE U3yyalld y MAIMEHTOB C HApyIICHHOH (yHKuMen
IIEYECHHU, II0OITOMY PEKOMEHJALUNUHU OTHOCUTEIBbHO M3MEHEHMS JO03bl y JAHHOW KaTeropuu
NAlUEHTOB OTCYTCTBYIOT.

Cnoco6 npumenenus

BnyTps.

Kancynel npenapara JleHanuaoMua Henb3s OTKPBIBaTh, pa3jliaMblBaTh WM Pa3KeBbIBATh, UX
PEKOMEHIyEeTCs IPUHUMATh COITIACHO CXEME TEpPAaIly B OTHO U TO K€ BpEMs JI0 MIIU II0CIIE IPUEMa
MUY, IPOIJIATHIBAs LIEJTMKOM U 3alMBasi BOJIOM.

Pexkomenryercss HAXMMATh TOJIBKO HAa OJJMH KOHEIl KarlCyJIbl IPH U3BJICUEHUH ee U3 OimcTepa uis

TOT0, 4YTOOBI CHU3UTH PHUCK €€ 1e(hOpMaIiH U TIOBPEKACHUSI.

ITo0ouHOE nelicTBHE

00630p npoghuna dezonacnocmu

Bnepsvie ouacnocmupoeannas MHONMCECMEEHHAS MUENIOMA: NAyueHmsl, KOMOPbIM NOKA3AHA
MPAHCHAAHmMayus, Noxyyaguiue JaeHamuoomMuo 8 KoMOunayuu ¢ Oopmesomubom u
deKcamemaszoHoOM

B nByx xnuHMYecKux ucciaeaoBanusx cepbesnsie HIIP, koTopeie HaOmoganmuck yaiie (> 5%) npu
preMe JICHATHIOMH/Ia B KOMOMHAIINY ¢ 00PTE30MHUOOM H JICKCAMETa30HOM, OBUTH CIICAYIOIUMHU:
- mHeBMOHUS (5,9%).

Crnenyromue HJIP peructpupoBanuchk uamie y MNallMEHTOB, MPUHUMABIINX JEHAIUJOMUI B
KOMOWHAIIMM C TIOJIKOKHBIM BBEICHHEM OOpTe3oMuba W JeKcamMeTazoHOM: Tepudepudeckas
Herponarus (35,2%), neritponenus (31,9%), tpomOorutonenus (25,3%).

Crnenyromue HJIP peructpupoBanuchk uamie y MNalME€HTOB, MPUHUMABIINX JEHAIUJOMUI B
KOMOHMHAIIMM ¢ BHYTPUBEHHBIM BBeJEeHHEM OopTe30MuOa U JeKcaMeTa3oHOM: nepudepuyeckas
Heiponarus (54,8%), numbonenus (52,2%).

Bnepsvie ouacnocmupoeannas mHodxcecmeennas mueroma: nayuenmsi nocie ITI'CK ¢
nocnedyouel noooepaicusarowerl mepanueti 1eHAIUOOMUOOM

Crnenytromue cepbe3nbie HJIP nabmionamuce vamie (> 5%) Ha dhoHe moaaepKUBAIOLIE Tepanuu
JICHATUOMHIOM, YeM Iiane0o:

- maeBMoHus (10,6%);

- nH(ekroHHbIe 3a00neBanus Jerkux (9,4%).

B nmByx KU cnenyrommme HJIP peructpupoBanuch uyamie y MAalMEHTOB, NPUHUMAaBIINX
JICHAJIMIOMHU/] B paMKax IMOIICP)KUBAOIIEH Tepanuu, 4eM Iuiaiedo: Herponenus (60,8-71,9%),

tpombonuronenus (23,5-61,6%), Opouxut (47,4%), nmapes (38,9-46,4%), Ha3zobapuHTHUT
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(34,8%), mbimeunsie cynoporu (33,4%), neiikonenus (18,8-31,7%), acrenus (29,7%), kamenb
(27,3%), wHbEKIUA BEPXHHUX IbIXaTeNbHBIX myTed (26,8%), cwimb (25,0%), racTpodHTEPUT
(22,5%), muxopaaxa (20,5%), noBbitieHHast yromisieMocTs (17,9%) u anemust (13,8%).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELIOMA: NAYUEHMNbL, KOMOPLIM He NOKA3AHA
MPAuCniaumayus, Noayyasuiue JIeHaIuoomMuo 6 KoMoOuHayuu ¢ oopmezomubom u
0eKcamemaszoHoM

Cnenytouue cepbe3nubie HJIP nabmiomanuce wame (> 5%) npu npueme JeHAIUAOMUIIA B
KOMOHMHAIIUM ¢ BHYTPUBEHHBIM BBeJeHHEM OopTe3oMuba M JIeKCaMeTa30HOM, YeM IpU Mpueme
JICHAIMIOMU/Ia B KOMOUHAIIUY C JIEKCAMETa30HOM:

- CHIDKEHHE apTepuanbHOro aaeieHust (6,5%), uHbeknnonHsie 3aboneBanus jnerkux (5,7%),
o6e3BoxkuBanue (5,0%).

Cnenyromue HJIP Berpeuanuch wame Ha ¢oHE MpHema JEHATIWIOMHUIA B KOMOWHAIUU C
OopTe3oMrOOM M JeKcaMeTa30HOM, 4eM Ha ¢oHe Mpuema JEHAIWIOMHIA B KOMOMHALIUU C
JIEKCaMEeTa30HOM: MOBBIIICHHAsT yToMIsieMocTs (73,7%), nepudepuueckas neripornarus (71,8%),
tpoMOonmTonenus (57,6%), 3amop (56,1%), runokansimemust (50,0%).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUELIOMA: NAYUEHMbL, KOMOPLIM He NOKA3AHA
MPAHCRAAHMAYUSA, NOTYUABULIUE TeHATUOOMUO 8 KOMOUHAYUU C HUSKUMU 003AMU OEKCAMemAa30Ha
Cepoesnbimu HJIP, HabmromaembiMu gate (> 5%) npu npreme JIeHAIMI0MUAa B KOMOMHAIIAHN C
HU3KOW J1030H JeKcaMeTa3oHa MpH HenpepbiBHOM jeuenun (Rd) wiu neuenuu B Teuenue 18 4-
HenenbHbIX 1UKIOB (RA18), yem Ha Qone mpuema mendanana, MPEeAHU30JI0HA U TAIHIOMHUIA
(MPT), ObLu:

- maeBMOHUA (9,8%);

- IOY€YHasi HeJIOCTATOYHOCTh (BKJII0Yast OCTpyto) (6,3%).

W13 HJIP Ha done mpuema Rd wnu Rd18 vaie, uem Ha pone MPT Habmonanuce: nuapes (45,5%),
noBbIlIeHHast yromisgeMocth (32,8%), 6onb B criune (32,0%), acrenus (28,2%), GeccoHHuna
(27,6%), cemb (24,3%), camkenue ammeruta (23,1%), kamens (22,7%), muxopanka (21,4%), a
Takke Mblleunble cyaoporu (20,5%).

Bnepsvie ouacnocmuposannas MHOMCECMEEHHAS. MUEIOMA: NAYUEHMbL, KOMOPbIM He NOKA3aHA
MPAHCRAAHMAYUSA, NOTYYABUIUE TIeHATUOOMUO 8 COUeAHULU C MeNPANAHOM U NPEOHU3OJIOHOM
Cepbesnbimu HJIP, 60mee gacto (> 5%) HabmrogaeMbpIMu TP IpreMe Mendanana, peTHN30JI0Ha
U JISHATHIOMU/IA C TIOCJICYIONIEH ToAIepKuBarotel Tepanue neHanuaoMuaom (MPR+R)
npu npueme MendanaHa, MPeIHU30I0OHA U JICHATUIOMHE/IA C TTOCIEAYIONEH TOIIepKUBAIOIIEH
tepanueil rrane6o (MPR+p), yem mpu mnpueme MmendanaHa, MpeIHU30J0HA M IuIanedbo ¢
MOCJIeTYIOMIEH o Iep KuBatotel Tepanuei miarnedo (MPp+p), 6putn:

- heOpubHas Heltponienus (6,0%);

27



- anemus (5,3%).

W3 HJIP uwame nabmomanuck npu npueme MPR+R wmm MPR-+p, wem mpu npueme MPp-+p:
HeiTponenus (83,3%), anemust (70,7%), Tpomborutonenus (70,0%), neitkonenws (38,8%), 3amop
(34,0%), nauapes (33,3%), coinb (28,9%), nuxopanka (27,0%), nepudepuueckue orexu (25,0%),
kamensb (24,0%), camkenue annetuta (23,7%) u acrenus (22,0%).

MHnoorcecmseennas muenroma: nayueHmuol, NOIYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu

K cepbesnbiv HJIP, 3apeructpupoBaHHbIM Ha (hOHE MPUMEHEHHs JICHATNIOMH/Ia/IeKcaMeTa30Ha
yaiie, 4yeM Ha ¢oHe 11anedo/1eKkcaMmeTa3ona, OTHOCHIIUCH:

- BeHo3Has TpoMO0o3mMOomus (T3) (Tpom603 rimybokux BeH, TD JlerouyHoi aprepun);

- HEUTpOTeHUs 4 CTETICHH TSIKECTH.

Crnenyromue HJIP y nmanmenToB ¢ MM BcTpedanuch yaiie Ha oHe mpuema JICHATHJAOMUAA 1
JeKcaMeTa3oHa, 4eM Ha (oHe mpuema mianedo M JeKcaMeTa3oHa: MOBBIIICHHAsS YTOMIISIEMOCTh
(43,9%), neiitponienus (42,2%), 3anop (40,5%), muapes (38,5%), mpimeunsie cyaoporu (33,4%),
anemus (31,4%), rpomGouuTonenus (21,5%) u comb (21,2%).

Muenooucniacmuueckue cCuHOpoOMbl

bonpmmacTBo HJIP, kak mnpaBuio, pa3BUBajINCh B TEUYEHHE MEPBbIX 16 Hemenb JeYeHUs
JICHATUIOMUIOM.

Cepbesnbie HJIP Brrouanu:

- BeHO3HY10 TD (TpoM003 Ti1y0oKkux BeH, T jerounoit aprepun);

- HeUTponeHuto 3 uiu 4 CTeNeH! TsHKeCTH, (HeOpUIbHYI0 HEHTPONEHUIO U TPOMOOLIUTOIICHHIO 3
WK 4 CTETIeHU TSHKECTH.

HJIP, xoTopbie HabmOAaIMCh HanboJIee YacTo MPH JICYCHNUH JICHATHIOMHIOM OBUTH CIIAYIOIIHE:
Hertponenus (76,8%), TpomOoruronenus (46,4%), muapes (34,8%), 3anop (19,6%), TormHoTa
(19,6%), 3ya (25,4%), cemb (18,1%), moBbimieHHas ytomiseMocTh (18,1%) u wmblmiedHble
cynoporu (16,7%).

Jlumehoma u3z Knemox MaHMuiHOU 30Hbl

Cepbesnbie HJIP, koTopbie HaOMI0aIMCh Yallle B TPYIIIe JCHAIUIOMUIA ObUTH MPEICTABICHBI:

- HelTponenueit (3,6%);

- TD nerounoii aprepuu (3,6%);

- nuapeeit (3,6%).

Crnenyronue HJIP pazpuBanuce yarie B rpytie JieHanuaomuaa: neirponenus (50,9%), anemust
(28,7%), nmapes (22,8%), moBeimieHHas yTomisiemocts (21,0%), 3amop (17,4%), nuxopanka
(16,8%) u cbimb (BKIIOUas amneprudeckuit nepmatur) (16,2%).

[TaniueHTHI ¢ UCXOHO OOJIBIIION MACCOW OIyXOJU OTHOCSITCS K TPYIIE BHICOKOTO pHUCKa paHHEH

CMEpTH.
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DONTUKYIAPHASA TUMPOMA UTU TUMPOMA U3 KILEMOK MAPSUHATLHOU 30Hbl

Crnenyromue cepresusie HJIP HaOmioganuchk darie B rpynne JSHATHIOMHJ/PUTYKCHMAO IO
CPaBHEHHIO C TPYNION TU1ane0o/puTyKcumad:

- (peOpunbHas ueitrponenus (2,8%);

- TO nerounoii aprepuu (2,3%).

Crnenyromue HJIP pasBuBanuch baiie B TpyIe JCHATUAOMUI/PUTYKCUMAO 1O CPABHEHHIO C
rpynmnoii mianedo/purykcuMad (kak MUHUMYM, Ha 2% dYaiie B OJHOW TpymIe, 4eM B Jpyroi):
nHeiitponenus (58%), aumapes (31,3%), neiikonenus (28,4%), 3amop (26,1%), moBbiIEHHAsS
yromisiemocTs (21,6%) u nuxopanaka (21,0%).

Yacrora HJIP, nmpuBEeAEHHBIX HHKE, ONPEAEISUIACH COOTBETCTBEHHO CIEAYIOUIEH Tpajalllu:
ouenw yacmo (> 1/10), uacmo (> 1/100, < 1/10), neuacmo (> 1/1000, < 1/100), peoxo (> 1/10000,
< 1/1000) u ouens peoro (< 1/10000), uacmoma neuzéecmna (He MOXKET ObITh YCTAHOBIICHA I10
UMCIOIIUMCSI TAHHBIM).

HJIP Oputn BKJIIOYEHBI B COOTBETCTBYIOUIYIO KAaTE€ropui0 B TaOJUIlE HHUXKE COIJIACHO
MaKCHMAJIbHON 4aCTOTE BCTPEYAEMOCTH B OJTHOM U3 OCHOBHBIX KU.

Csoonasa mabauya HJIP na ¢pone monomepanuu 1enanudomuoom npu MHOIHCECMBEHHOU MUeiome
Tabnuua 1 moAroroBlieHa MO JaHHBIM, MOJYYEHHBIM B Xoj¢ mpoBeaeHuss KU y manueHToB ¢
BJIMM nocne TI'CK, nomyyaBumx mnojaepKMBAONIYI0 TEPANUio JeHATHIOMUIOM. [laHHbIE HE
KOPPEKTUPOBAIUCH JISI OTPAKEHUS OOJIBIIEH TPOJOHKUTEILHOCTH JICUCHUS JICHATHIOMHIOM (JI0

MIPOrPECCUPOBAHUs1) B CPAaBHEHUU C IPyIoi miaredo B ocHoBHbIX KW MM.

Tabmuua 1. HIJIP, 3apeructpupoBanubie B KW y mnamuentoB ¢ MM, mnomydaBoimx
MOJIIEPKUBAIOLIYI0 TEPAHUIO JICHAIUIOMHUI0M
Kaacc cucrembl opranos/ Bce HexesaTebHbIE He:xenarenbHble peakuuu 3
IIpeanoyruTeIbHBIN peaxknun/Yacrora " 4 CTEeNeHHU
TePMHH TszkecTu/Yacrora
Hugpexyuu u unsasuu Ouenwv wacmo Ouenwv wacmo
[MaeBMOHMs ", undekuuu | [TneBMoHua'?, uHpexuuu ¢
BEPXHUX JBIXaTENIbHBIX | HEUTPOIEHUEHN
yTex, uH(eKIun ¢ | Yacmo
HEUTpPOIIEHUEH, 6pomxut!, | Cencuc®®, OakTepuemMus,
rpumm’, racTpodHTEepHUT., | HH(pEKIMOHHbIE 3a007eBaHNUS
CHUHYCHT, Ha30(apUHTHUT, | Jerkux’, OakTepHasbHbIE
PUHUT uH(peKIuu HUKHHUX
Yacmo JIBIXaTEJIbHBIX MyTEH,
Nudexmun’, nHbexmun | 6poHxuT!, rpumI,
MOYEBBIBOJAIIMX  MyTeit'?, | racTposHTepuT?,
nHpEeKIUN HIDKHUX | OHOSCBIBAIOIINN nlxmlafx'll,
JbIXaTEIbHBIX nyTelt, | napexmu’
MH(EKIUOHHBIE 3a00JICBaHUS
Jnerkux’
Jlobpoxauecmesennvie, Yacmo
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30KAYeCmEeHHble U
HeymouHeHHble
H0B000pA308anus  (6KIOYAS
KUCMbl U NOJIUNBL)

MuenoauciiacTHueCcKuii
cuHpom’?

HapyueHus

Hapywenuss co  cmoponwt | Ouensv uacmo QOuenwv wacmo
kposu u aumepamuueckori | Heiirponenus>!, dpedpunpnas | Heitrponenus ', Gedpunpnas
cucmemul HeHTpomeHus ", HeHTponenus !,
TPOMOOIUTONEHHS ", aHeMHsl, | TpoMOoIUTONEeHN >,
JeiikoneHus ., auMQOTICHUS aHEeMUsI, JICHKOIICHHS
muMdoTieHus
Yacmo
[aunuronenus’
Hapywenua memabonusma u | Ouensv yacmo Yacmo
numaHus l'unokanuemus ['unokanuemus,
00e3BOKMBaHUE
Hapywenuss co cmoponst | Ouens uacmo Yacmo
HEepBHOU cucmembl [Tapecre3zun ['onoBHas 60116
YHacmo
[epudepuyeckas
HeWponaTus®
Hapywenus co cmoponst | Yacmo Yacmo
€0cy008 T3 neroynoii aprepun’? TpomG03 riry6okux Ben®d
Hapywenus co cmoponwi | Ouensv uacmo Yacmo
ObiXamelbHou cucmemwl, | Kamienb Oppikal
opeanog 2epyonou Kiemxu u | Yacmo
cpedocmenst Oppinika’, HacMopk
Kenyoouno-xkuwieunvie Ouenwv wacmo Yacmo

Huapes, 3amop, ©Oombp B
JKUBOTE, TOIITHOTA
Yacmo

PBora, 00Jib B SnIMracTpuu

Huapes, ppoTa, TOIIHOTA

Hapywenus co cmoponwvt | Ouensv yacmo Yacmo

neuenu u oncenuesvigo0siuux | OTKIOHEHUsT  OT  HOpMBbI | OTKIIOHEHHsT  OT  HOPMBI

nymeu 3HAYEHUI MoKa3areyie | 3HaYeHU roKaszaresien
(yHKIIMOHATIBHBIX 1po0 | GPyHKIMOHATBHBIX npo6
NIEYECHH NICYECHU

Hapywenus co  cmoponwt | Ouensv uacmo Yacmo

KOd#cU U noOKodicHbIX mrkanel | Cplllb, CyXOCTh KOXKHU Cplnb, KOKHBIN 3y

Hapywenuss co  cmoponwvt | Ouensv uacmo

Myluieynou,  ckeiemuou U | MplIedHbIE CyI0POTH

COeOUHUMENbHOU MKAHU Yacmo
Muanrus, CKEJIETHO-

MblIIeYHas 00JIb

Obwue napyuienus u peaxyuu
8 Mecme 68e0eHUs

QOuenv yvacmo
[loBbIIEHHAsT YTOMIISIEMOCTb,
ACTEHUS, JIMXOPaJIKa

Yacmo
IToBbIlIEHHAs YTOMIISIEMOCTb,
acTeHus

. Cepbesnble Hexenarenbble peakinu B KU y nanmentos ¢ B/IMM nocne TI'CK.

2 OTHOCHUTCS TOJIBKO K CCPBE3HBIM HCIKCIJIATCIIbHBIM PCAKIIUAM.

3Cm. noapasnen «Onucanne oTaensHbIX HIIPY.

? O000IAOINIT TEPMUH «ITHEBMOHHS» BKJIIOYACT CIEAyIOIIUe npeanourutenshbie Tepmudbl (I1T):

OpOHXOIMHEBMOHHS; JTOJieBasi MTHEBMOHMS; THEBMOHUS, BhI3BaHHAs Pneumocystis jirovecii; mHeBMOHUS;
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NHEBMOHUS, Bei3BaHHas Klebsiella nnu Legionella, nim Mycoplasma, nimn Pneumococci, uiu Streptococci,
BUPYCHasi THEBMOHUS, 3a00JICBaHUE JICTKUX, THEBMOHUT.

® 06061aromKii TEPMUH «CETICHCY BKIOYAET CIIeIyIOIIMe MPEANIOYTUTEIbHbIE TEPMUHBI: GaKTepUaIbHBIIA
CeTICHC, CeTcucC, BhI3BaHHBIH Pneumococci nim Staphylococci, centiuueckuii mok.

¢ Ob6o6maroIuii TepMUH «mepupeprdeckas HEHpONmaTHs» BKIOYACT CICAYIOIINE MPEINOYTUTEIbHbIC
TepMUHBL: iepudepudeckas Heliponatus, nepudeprudeckas CCHCOPHAs HeHpONaTus, MOJTUHEHPOaTHsI.

4 0606 maromuit TEPMHH «TPOMOO03 ITyOOKHX BeH» BKIIOYAET CIEAYIOINE MPEeANOYTHTEIhHbIE TEPMUHBL:
TpOMOO03 IITyOOKHX BEH, TpOMO03, TPOMOO3 BEH.

Csoonas mabauya HJIP 015 KOMOUHUPOBAHHOU mepanuu 1eHATUOOMUOOM NPU MHOICECMBEHHOLL
Mmuenome

Tabnuia 2 moaroToBJIEHA IO JAHHBIM, TTOJIYYeHHBIM B XoJ1e ipoBenenust KU y manuentos ¢ MM,
MOJTy4aBITUX KOMOMHHPOBAHHYIO TEPAITHIO JICHATHIOMUAOM. JlaHHBIC HE KOPPEKTUPOBAIIUCH JIJIS
OTpa)KeHHUs OOJBIIECH MPOIOJDKUTEIBHOCTH JICYSHUS JICHATUAOMUIOM (710 TPOTrPECCUPOBAHUS) B
CpaBHEHHUH C TPyIMIaMu cpaBHeHUs B OCHOBHBIX K1 MM (cM. «DapMakoInHAMUKA).

Tabmuna 2. HJIP, otmeuaBmnecs B KW y manmentoB ¢ MM, monydaBIIuX JICHATHIAOMUA B

KOMOMHAIMKu ¢ O0OpTEe30MHOOM M JIEKCaMETa30HOM, JEKCaMeTa3oHOM 0o ¢ MendaraHom u

MIPEAHU30JIOHOM

CucreMHO-OpraHHbIii Bce HeskesaTeabHble | HexkenaTe/ibHbIe peaknu

KJacc/ peaknun/Yacrora 3 u 4 crennenn

[MpeanmouruTeNbHbBIN TaxecTn/Yacrora

TEePMUH

Hnghexyuu u unsazuu Ouenwv wacmo Yacmo
HHGBMOHI/Ifll’Z, uHbexmn HHCBMOHI/IS[l’Z,
BEPXHUX JbIXaTeIbHBIX MyTeil!, | 6akTepuanbHble, BUPYCHEIE U
OakTepuaibHble, BUPYCHBIE U | [PUOKOBBIE nH(peKInu
IpUOKOBBIE UHpEKIMH | (BKIIOYas
(BKITIOUAst ONMOpTYHHCTHYECKHE)!,
ONMOPTYHHUCTHYECKHE)?, BOCIAJICHUE MOAKOKHOM
Ha30(apuHTUT, (apuHruUT, | KIETUATKH?, cencucl?,
OPOHXHT!, pUHUT MH(pEKIMOHHBIE 3a00TIeBaHUS
Yacmo JNerKux?, 6ponxurt!,
Cencuc'?, WH(pEKIMOHHBIE | HH(DEKITNH JIbIXaTEIbHbIX
3a00seBaHus JNerKux?, | myreii?, nH(pEKIH
MHOEKINH  MOYEBBIBOJSAIIUX | MOYEBBIBOISIINX myTeii?,
myTei?, cuaycut! MH(EKIMOHHBIA YHTEPOKOIUT

Jlobpoxauecmeennvie, Heuacmo Yacmo

3710KauecmeeHmbvie U Basannomal?, OcTpblil MUETTOUAHBIN

Heymo4HeHHble TJIOCKOKJIETOYHBIN paK neiiko3?,

HOo6006pazoeanus (sknouas | Koxu-* MHUETOIUCTIIACTUYECKHI

KUCmbl U NOJIUNGL) cHHIpOM?,
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IIJIOCKOKJIETOYHBIN paKk
Koxu-

Heuacmo

Octpeiit T-KII€TOYHBIN
neitkos?, 6azanmmomal?,
CHUHPOM JIM3HCA OIYXOJIH

Hapywenuss co cmoponwvl

Ouenv yacmo

Ouenv yacmo

kposu u aumpamuuecxoii | Heiitponenms™?4, Heiirponenns™>4,

cucmemol TpOM6OI_[I/ITOH€HI/ISI1’2’4, TpOM60LIPITOH€HH5I1’2’4,
aHEeMHMS', TeMOpParnuecKye aHeMMUs', TeHKOIeH s,
HapymeHus’, nefikonenus, TUMQOTICHUS
UM OTneHUS Yacmo
Yacmo debpunpHas HeTponenus ™,
debpunpHas HeliTponenna™®, | maHmUTONMEHH',
AHIUTONICHUS reMOJIMTUYECKAsi aHEMUS
Heuacmo Heuacmo
I'emonn3, ayrouMMyHHas I'unepxoarymnsanus,
reMOJINTUYECKAs] aHEMUS, KOaryJionaTus
reMOJINTUYECKAsi aHEMUSI

Hapywenus co cmoponwvt | Heuacmo

UMMYHHOU cucmembl Peaxiun
TUIepYyBCTBUTENLHOCTH

OHOOKpuHHbIE HAPYULeHUs Yacmo
I'unotupeos

Hapywenusa memabonusma u | Ouensv yacmo Yacmo

numanus FHHOKaJII/IeMH;Il'Z, rI/IHOKaJ'II/IeMI/Iﬂl’Z,
TUTIEPTIIUKEMHUS, TUNIEPTIUKEMHUS,
TUIIOTJIMKEMMUS, rUnoKanbuueMus’, caxapHslii
TUTIOKATBIIHEMHUS Y, maber?, runodocdaremus,
runoHaTpuemMus’, runoHatpuemus’,

00e3BOKMBaHNE’, CHIDKCHHE
aINeTHTa?, CHIDKEHHE MacChl
Tela

Yacmo

I'unomaranemus,
TUIIEPYPUKEMMUS,

THIICPKAIbIUCMUA

TUIIEPYPUKEMMUS, IOJ1Arpa,
06€3BOKUBAHIE?, CHIKEHHE
aTmeTHTa, CHIKEHHE MACChI
Tena

ITcuxuueckue Hapywernus

Ouenwv yacmo
Henpeccusi, 6eccoHHUIIa
Heuacmo

[ToTeps mubua0

Yacmo
Henpeccusi, 6eccoHHUIIa

Hapywenus co cmoponbi
HEepBHOU CucmeMmbl

Ovuenwv ywacmo
[lepudepuueckas
HelponaTHaA?, TapeCTe3 H,
TOJIOBOKPYKEHHE, TPEMOop,
W3BpallleHHe BKyca, TOJIOBHAs
0011B

Yacmo

ATakcus, HapyleHue
paBHOBECHS], O6MOpOK2,
HEBpAJTHSI, TU3ECTE3US

Quens uacmo
[Tepudeprueckas
Heifponarus?

Yacmo

UucynsT!, ronoBokpyskenue?,
06MOpOK?, HeBpaITus
Heuacmo

BnyTtpuuepennoe
KpoBou3nusHue”,
TpaH3UTOpHAs UILIEeMUYecKas
aTaka, MIIEMUs TOJIOBHOTO
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MoO3ra

Hapywenusa co cmoponwvl | Ouens yacmo Yacmo

opeaHa 3peHus Karapakra, He4eTKOCTb Karapakra
3pUTENBHOTO BOCTIPUSATHUS Heuacmo
Yacmo Cnenora
CHM>KEHHUE OCTPOTHI 3peHust

Hapywenus co cmoponwvt | Yacmo

opeana cayxa u rabupunma | I'myxora (B T.4. TyroyXxocCTb),
ITYM B yIIax

Hapywenus co cmoponwl | Yacmo Yacmo

cepoya ®ubpunsanus npencepauiil?, | OcTpalit uEbapKT
Opanukapus muokapaal?, pubpumnms
Heuacmo npencepauiil?, 3acroitnas
ApuTmusl, yaTUHEHHE ceplevHas
unTepBana QT, Tpeneranue HEJ0CTATOYHOCTE .,

MpeACepanid, KEITyJ0UKOBast

TaXMKapAHs, CepeuHas
HEJOCTATOYHOCTH ', UIIIeMUST

9KCTPACUCTOIIUS
muokapaa’
Hapywenua co cmoponvl | Ouensv yacmo Ouenwv uacmo
cocy008 TpomOGoaMboIHYECKHEe TpomOosmboIUecKue
HapymIeHus’, HapymeHus’,

MPEUMYIIECTBEHHO TPOMOO03
IyOOKHX BEH U
TPOMO0OIMOOIIHS JIETOYHOM
aprepun>*, cHIKeHNE
apTepHalIbHOTO 1aBIICHUS
(ALY

YHacmo

ossimenne AJl, 5KXxUMO351*

MPEUMYIIECTBEHHO TPOMOO03
IIyOOKUX BEH U
TPOMOOIMOOIIHS JIETOYHOM
aprepun™?*, camxenne AJ1%,
noBeImeHne AJl

Yacmo

Backynur

Heuacmo

Wmemust, nepudepudeckas
UIIeMus, TpoM003
BHYTPUYEPEITHOI'O BEHO3HOTO

CHHYyCa
Hapywenus co cmoponwvl | Ouensv uacmo Yacmo
ovixamenvnoii  cucmemwt, | Onpimikal?, Hocooe Pecniuparopubiii  nuctpecc-
opearno6 2pyoHoll KiemKu u | KpoBoTeueHue  Karenb CHHIpOM?, onpimikal?,
cpedocmenust Yacmo HJ'IeBpI/ITI/I‘leCKaSIZ 6011b 2B

Juchonust

pr,Z[HOI\/’I KJICTKE™, THIIOKCHU S

Kenyoouno-kuueunwie
HapyuieHus

Ouenb yacmo

3anop?, muapes’?, 6onb B
’KMBOTEZ, TOIITHOTA, PBOTAZ,
JUCTIETICHSI, CyXOCTh BO PTY,
CTOMATHUT

Yacmo
Kenynouno-kunieynoe
KpOBOTEUEHHE (BKIIIOUAsI
peKTaibHOe,
TeMOPPOUAATBHOE,
THHTHBAJILHOE KPOBOTCUCHHUE U
KpOBOTEUYEHHE MPU
TenTHYecKoi a3Be)>*,
aucharus

Yacmo
Kemynouno-kumieunoe
KpOBOTequHel'2'4,
HENPOXOJAUMOCTb TOHKOT'O
KHUIIEIHHKAZ, nuapeﬂz,
3an0p1, 6OJIb B JKHBOTE?,

TOIIHOTA, PBOTA’
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Heuacmo
Komut, THdINT

Hapywenus co cmopoHubl
neueHu U JHCenuesbl800SUUX
nymetu

Ouenv uacmo

[ToBbIlIEHNE AKTUBHOCTH
aTaHMHAMUHOTpaHChEepas3sl
(AJIT), noBeimeHue
AKTUBHOCTH
acnapraTaMHHOTpaHc(epasbl
(ACT)

Yacmo

I'enarouenrosipaoe
TIOBPEK/ICHHE?, OTKIOHEHHUS OT

Yacmo
Xomecras!,
renaToTOKCUYHOCTb,
renaToleUTI0IIPHOe
TIOBPEK/ICHNE, TOBBITIIEHIE
ypoBHs AJIT, oTkiioHEHUs OT
HOPMbI 3HAYECHU U
IoKasaTesen
(YHKIMOHATIBHBIX TPOO
neyenu’

HOPMBI 3Ha4EHMI NoKa3arene | Heuacmo
(hyHKIIMOHATIBHBIX P00 [Teuenounas
neyenn’, HEJ0CTaTOYHOCTD
runeponIMpyOnHeMust
Heuacmo
[Ieuenounas
HEJ0CTaTOYHOCTE”
Hapywenus co cmoponst | Ouensv uacmo Yacmo
KooHcU u  nookoxcuvix | ChIb?, KOKHBIH 3y ChImp?
mKauet Yacmo Heuacmo
KpanuBauna, runepruapos, JlexapcTBenHas KOXXHast
CYXOCTb KOXH, CBIllb,  COMPOBOXKIAIOLIASICS
TUIIEPIUTMEHTALUA KOXKH, 703UHO(UINEN U CUCTEMHOMN
JK3eMa, IpUTeMa CHMITOMATHKOM?
Heuacmo
JlexapcTBeHHas: KOXHasl ChITb
C 03MHO(DWIHEH U CUCTEMHOMN
CHMIITOMATHKOIZ, HapyIIeHHE
[[BETa KOXH, PEaKIIUU
(dboToceHCcHOUTU3aUU
Hapywenus co cmoponvi Ouenwv wacmo Yacmo

MbIUEYHOU, CKeIemHOoU U
COCOUHUMENbHOU MKAHU

Mpeimeynas ¢iabocCTh,
MBIIIEYHBIE CYJJOPOTH, OO B
KocTsx', 60716 1 AUCKOM(OPT
CO CTOPOHBI KOCTHO-
MBILIEYHON U COEUHUTEIIbHOMN
TKaHU (BKITt0Yasi 00Jb B
crimae’?), 60IIb B KOHEUHOCTSIX,
MUAITHs, apTpaarus’:

Yacmo

[IpunyxaHue cycTaBoB

Mbireunas cnabocTs, 60
B KOCTSIX", 6OJIb U
JTUCKOM(OPT CO CTOPOHBI
KOCTHO-MBIIIIEUHOU H
COCIUHUTEILHON TKaH!
(BKimouas 6ok B cimHe?)
Heuacmo

[TpumyxaHue cycTaBoB

Hapywenus co cmoponul
noYeK U MOYEeBbl80OAUUX
nymeu

QOuenv uacmo

IToyeuHas HETOCTATOUYHOCTD
(BKITIOUAs OCTPYI0)™2

Yacmo

Iemarypus®, 3amepxkka ModH,
HeJepKaHUEe MOYH

Heuacmo

[TproOpeTeHHbI CHHIPOM

Heuacmo
TyOynsapHbIii TOYESUHBIN
HEKPO3
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DaHKOHU

Hapywenus co cmoponwl | Yacmo
PenpoOyKmugHou cucmemuvl | DPEKTUIbHAS TUCHYHKITUS
U MOJIOYHBIX dcelle3

Obwue  napywenus  u | Ouenv uacmo QOuens uacmo

peakyuu 6 mecme [ToBbIIeHHas [ToBbIIeHHAS

86e0enUs YTOMIISIEMOCTB "2, OTeKH YTOMIAEMOCTH "2
(BxIIOUas nepudepuueckue), Yacmo
muxopankal?, actenus, Iepudepuueckue OTeKH,
TPUITIONOO0HBIN CHHAPOM maxopankal?, acrenus

(BKIIIOYAs TMXOPAJIKY, Kalllelb,
MHUAITHIO, KOCTHO-MBIILIEYHYO
00J1b, TOJIOBHYIO 00JIb U 03HOO)
Yacmo
BoJib B rpyHOi KineTke?,
JIeTaprus
Jlabopamopnvle u Ouenwv wacmo
UHCMPYMEHMAbHble [loBbIIEHNE YPOBHS
OaHHble HIeTI0YHOH (ocaTa3sl B KPOBU
YHacmo
[ToBermenue konueHTpamuu C-
pEaKkTUBHOTO Oenka

Tpaemvi, unmokcuxkayuu u Yacmo

OCJLOJICHEHUSL NPOYeOYp Ilanenne, ymu6?
1 HJIP, otmeuennsle kak «cephe3nbie» B KW y mammentoB ¢ MM, momy4yaBIINX JICHATUAOMHUI B

KOMOHMHAIIUHU ¢ 00pTe30MHOOM JTHO0 ¢ MelihaaaHOM U MPEIHU30JIOHOM
2 HJIP, otrmeuennble kak «cepbe3nbie» B KU y manuentoB ¢ BJIMM, momy4yaBmmx JI€HATUIOMHI B
KOMOHMHAIINU C OOPTE30MHOOM U IEKCAMETa30HOM
3 OrHOCHTCS TONBKO K cepbe3nbiM HIIP.
4 Cm. «Ommcanue otaensHerx HIIP»

[InockokneTounsli pak koxku oTmeuancsi B xoae KM y nmanuentoB ¢ MM, paHee neyeHbIX
JICHAJTHJOMHUIOM/IEKCAMETa30HOM B CPAaBHEHUH C KOHTPOJILHOW TPYIIIOH.
™ TI10CKOKIETOUHBIIT pax koxu Obul 3apeructpupoBad B KU y mamumentoB ¢ BJIMM, momy4aBmmx
JEHATUAOMUI/ IEKCaMeTa30H B CPABHEHWH C KOHTPOJIBHOM TPyIIION.

Ceoonas madauya HJIP na ghone monomepanuu 1eHaruooMuoom
Tabmuua 3 u Tabnuua 4 MoAroTOBIEHBI 1O JTaHHBIM, IOJIYYEHHBIM B X0J1€ POBEICHHUSI OCHOBHBIX
KW y maunenros ¢ M/IC n MKJI, nosy4aBImmx MOHOTEpANMIO JIEHATHIOMHUIOM.

Ta6muaua 3. HJIP, 3apeructpuposannsie B KU y manuentos ¢ MJIC, nomyyapImmx jgeHamuioMun’

Kaacc cucrembl opranos/ Bce HexesraTenbHbBIE HexenarenbHble peakuun 3
IIpeanoyruTeJIbHBIN peakuun/Yacrora U 4 crenenn
TePMHH TsokecT/Yacrora
Hngpexyuu u uneazuu Ouenv yacmo Ouenv yacmo
BakTepuanbHbIe, BUpYcHbIE U | [THEBMOHMS?
rpuOKOBBIE undpexu | Yacmo
(BKITIOYAst bakrepuanbHble, BUpYCHBIE U
ONMOPTYHUCTHYECKHE IrpuOKOBbBIE UHEKIIH
MHbEKIHH)? (BKITIOYAst
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OTNITOPTYHUCTHYECKUE
nH eKImn )2, GPOHXUT

Hapywenus co cmoponvl
Kpo8u u 1umgpamuyeckor
cucmemul

QOuens uacmo
TpombGoruTonerns*?,
HeHTponenus -2, neiikoneHus

Ouenb yacmo
TpomGonuToneHns 2,
HelTponenus 12, neiikoneHus
Yacmo

DebpunpHas HeTponenus

DHOOKpUHHbIE HapYULeHUs.

Ouenv yacmo
['unotupeos

Hapywenus memabonuzma u
numaHus

Ouenwv uacmo

CHHIKEHHUE allleTUTa

Yacmo

[Teperpyska HKEJIE30M,
CHH)KEHHE MacCChl Teja

Yacmo
['uneprivkeMus’®, CHIKEHHE
anmeTuTa

Icuxuueckue Hapywernus

Yacmo

Wsmenenue HaCT}’)OCHI/IHZ’3

Hapywenus co cmoponvl

Ouenv yacmo

HepBHOLL cucmembl ['onoBoKpy>keHue, TOJOBHAsS
00I1b
Yacmo
[Tapecre3nn
Hapywenus co cmoponul Yacmo
cepoya OcTppiii M2,
bubpumIAIHsS npeﬂcepzmﬁz,
cep/IeuHas HeJI0CTATOYHOCTh>
Hapywenus co cmoponul Yacmo Yacmo

cocy008

[ToBeimenune AJl, remaToma

BeHnosneie
TPOMOO3IMOOINYECKHE
OCJIO’KHEHUS,
MPEUMYLIECTBEHHO TpOoMO03
riryOokux BeH u T nerouHoi
apTepun’?

Hapywenus co cmoponul
ObIXAMENbHOU CUCMEMDL,
0p2ano06 epyOHOU KIemKu U
cpedocmenust

Ovuenwv uacmo
HocoBoe kpoBoTeuenue!

JKenyoouno-kuweunvie
Hapyuenus

Ouenv yacmo
Jluapes®, 6oob B KHBOTE

(BKJIIOYAst  AMHUTacTPaIbHYIO
0o05acTe), TONIHOTA, PBOTA,
3arfop
Yacmo

CyxocTb BO pTY, AUCIIENICUS

Yacmo
Jluapes?, TommHOTa, 3yOHAs
6016

Hapywenus co cmoponwi Yacmo Yacmo

neuenu u xcenuesvlgoosiuux | OTKIIOHEHUST 0T  HOpMBI | OTKIOHEHUS ~ OT  HOPMBI

nymeu 3HAYEHUI MoKazareyiel | 3HaYeHUn nokKaszaresen
(YHKIMOHATIBHBIX npo6 | QyHKIIMOHATBHBIX npo6
TICUCHH MIeYeHU

Hapywenus co cmoponvl Ouenwv wacmo Yacmo

KOd#CU U NOOKod#CHbIX mKkanel | Chlllb, CYXOCTh KOXKH, 3y Chimb, 3y1

Hapywenus co cmoponvl Ouenwv wacmo Yacmo

MbIULEYHOU, CKEeIemHOU U

MpIieuHbIe CYyZ0OpOrH,

Boib B crivue?
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COeOUHUMENIbHOU MKAHU KOCTHO-MBIIIIEYHass 0ok (B
T.4. 6omu B crimHe? U 6O B
KOHEYHOCTSIX),  apTpajirus,
MUAJITUs
Hapywenus co cmoponul Yacmo
nouex u IToueuHas HeJOCTATOYHOCTH?
MOUeBbIBOOAUIUX
nymeu
Obwue napywenus u Ouenwv wacmo Yacmo
peaxkyuu 8 mecme 86e0eHUs [ToBbimeHHast yToMisieMocTsh, | JInxopaaka
nepugepudeckue OTEKH,
TPUIIIONOAO0HBIA  CUHIPOM
(BKITIOUAS JTUXOPAJIKY,
KalleJb, bapuHruT,
MUAJITHIO, KOCTHO-
MBIILIEYHYIO 00JIb, TOJIOBHYIO
6071p)
Tpasmwl, unmoxcukayuu u Yacmo
OCNIOJCHENUSI NPOYEOYp [Tanenue

lem noapasnen «Onucanue oTaeabHex HIIPY.
2 HJIP, 3apeructTpupoBaHHbIC KaK «cepbe3Hbie» B xoae KU M/IC.

® I3MeHeHHe HaCTpOCHUsI OBLIO 3aperuCTpUPOBaHo Kak yactoe cepbeznoe HIIP B xone KU dazer LI MJIC;
oHO He 0110 oT™MeueHo kak HJIP 3 wnm 4 creneHun TsDKeCTH.

4 AnroputMm, mpumensiembrit st MJIC:

MAC B KU ¢a3zer 11l (nBoiiHas crnemas MOMyNsIus Ui OLEHKA O€30MacHOCTH, pPasliidne MEXIy
neHanuaoMuaoM 5/10 Mr u 1uiane0o Mo NepBOHAYAIBHOMY DPEXHUMY JT03UPOBAHMs, OTMEUYEHHOE, Kak
MUHHUMYM, Yy 2 TIAITACHTOB):

- Bce HJIP, peructpupyemsie B xoze JeueHus y > 5% manueHTOB, MONYYaBIINX JEHATUIAOMU, U, KaK
MUHUMYM, C 2% pa3HULIEH B TOJIAX MEXAY JIEHATHIOMHUIOM U T1anedo;

- Bce HJIP, Bo3HuKaromue B xole jJeueHud, 3 u 4 creneHu TsbkecTd y 1% nalueHToB, MOJy4aBIIMX
JNEHATUAOMU, U, KaK MUHIMYM, ¢ 1% pa3HuIlei B JOJISIX MEXITy JCHATHUIOMHUIOM H TUIanedo;

- Bce HJIP, Bo3HmKatomue B Xo/¢e jgedeHus y 1% manueHToB, MoayJaBIInX JICHATUIOMHU, U, KAK MUHAMYM,
¢ 1% pa3zHuIeii B JOIIX MEXTY JCHATHUIOMHUIOM H TLIAIe0o.

MJIC B KU a3zl 1I:

- Bce HJIP, Bo3HuKaromue B Xoe JieueHus y >5% MalueHToB, IOJy4aBIINX JICHATUAOMHU]T;

- Bce HJIP, Bo3HuKaromue B xole jeueHud, 3 u 4 creneHu TsbkecTd y 1% NaluueHToB, MOJy4aBIIMX
JICHAJIUJIOMU/T;
- Bce cepresnbie HIIP, BozHuKaromye B xo/e jJeueHus y 1% manueHToB, HoIy4YaBIInuX JeHATUAOMU.

Tabmuna 4. HJIP, ormeuennsie B KU y manmentoB ¢ MKJI, monyyaBImmx JeHaTUIOMUT

Knacc cucremn! opranos/ Bce HexkenaTebHbIE He:xenaTtenbpHble peakiuu
IIpeanoyruTeJIbHBIN peaxkuuu/Yacrora 3 u 4 crenenun
TePMHH Ts:kecT/Yacrora
Hngpexyuu u uneazuu Ouenv uacmo Yacmo
bakrepuanbHble, BUpyCHBIE H | bakTepuanbHbIe, BUPYCHBIE U
rpuOKOBbIe HH(EKLIUU rpuOKOBbIe HH(EKIUU
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(BKITIOUAS
ONIMOPTYHUCTHYECKHE
uHpeKIUN)?, Ha30()aAPUHIUT,
ITHEBMOHH S

Yacmo

Cunycur

(BrIIOUAS
ONIMOPTYHUCTHUECKUE

MHDEKIHH)?, THEBMOHKS

Yacmo

Yacmo

JlobpokauecmeenHule, CHUHIPOM «BCHBILIKN CHHIIPOM «BCTIBIIIKIY
3710KauecmeeHmble u OITYXOJIN OTYXOJIH, TIJIOCKOKJIETOUHBII
HeymouHeHHble pak koxu’?,
HO8000pa308aHUs (6KIIOYAS 0a3aIbHOKIIETOYHAS

KUCMbL U NOJIUNDL) KapIuHOMa 2

Hapywenus co cmoponvl Ouenv wacmo Ouenwv wacmo

Kpo&u u 1umgamuyeckou TpombGoruronenus®, TpombGoruTonenus®,
cucmemul Heiirponenusl?, HelTponenus’?, aneMus’

JeHKOIICHHS, aHEMUSI®

Yacmo

Yacmo
debpunpHas HeHTponeHus 2,

debpunpHas HelTponeHns ™’ | neliKoneHus’

Hapywenusa memabonuzma u | Ouenv yacmo Yacmo

NUMAanusl CHMIXeHMe anmneTura, O6e3BoXKHBaHNE?,
CHI)KEHHE MacChl TeJa, TUIIOHATPUEMUSI,
TUIIOKAJIUEMUS TUIIOKAJIbIUEMUS
Yacmo
O6e3B0XKHBaHNE”

Icuxuyeckue napywenus Yacmo
becconnuia

Hapywenuss co cmoponwl | Hacmo

HEepBHOIU cucmembl JlucreB3us, rojaoBHas 00JIb, Yacmo
nepupepuyeckas [epudepuueckas ceHcopHast
HeWponaTus Helpomnarusl, JeTaprus

Hapywenus co cmoponul Yacmo

opeaHa cnyxa u 1abupunma Bepturo

Hapywenus co cmoponul Yacmo

cepoya OcTpblit uHpapKT

muokapnal?, cepreunas
HEJ0CTaTOYHOCTh
Hapywenus co cmoponul Yacmo Yacmo
cocy008 Camxenne AJl2 Tpom603 ray6okux Ben?, TD

nerouHoit aprepun’?,

cHmkenne AJl2

Hapywenus co cmoponvi Ouenv yacmo Yacmo
ObIXameslbHOU CUCIEMbL, Onpimika? Ogpimika’
0p2ano06 epyOHOU KIemKu U

cpedocmenust

JKenyoouno-kuweunvie Ouenwv yacmo Yacmo

HapyuieHus

Jlnapeﬂz, TOILIHOTAZ, pBOTaz,
3amnop
Yacmo

BoJb B KUBOTE?

Jluapes?, 6omb B IKHBOTE?,
3amop

Hapywenus co cmoponvl
KOJCU U NOOKONCHBIX MKAHEl

Ouenwv uacmo
Crinib (BKITIOUAS
JJIEPTUYECKHil IepMaTuT),

Yacmo
CrIlb
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3YA

Yacmo
Hounas notnuBocTh, CyXOCTh
KOXHU
Hapywenusa co cmoponul Ouenb yacmo Yacmo
MbIUEYHOU, CKeIeMmHOU U Mprieunslie cy1oporu, 60i1bs | boab B crivHe, MbllieuHast
COCOUHUMENIbHOU MKAHU B CIIMHE c1aboCTh?, apTpanrus, 601b B
Yacmo KOHEYHOCTSIX

Aptpanrus, 6016 B
KOHEUYHOCTSX, MbIIIEYHAsI

cnabocTh?
Hapywenuss co cmoponbl Yacmo
NOYeK U MOUEBbIBOOAUSUX [ToueyHast HEOCTATOYHOCTE?
nymeu
Obwue napywenus u Ouenwv wacmo Yacmo
peaxkyuu 8 mecme 66e0eHUsl TToBEIIIEHHAs yTOMIsIEMOCTh, | JIuxopanka®, acTenns?,
acTeHus?, mepupepIecKue MOBBIIICHHAS] YTOMJISIEMOCTD

OTEKH, TPUIIITONOA00HbIH
CUH/IPOM (BKJItOUast
JUXOPAaKy?, Kalleh)
Yacmo

O3H00

lom noxpaszaen «Onucanue otaeapHbix HIIPy.

2 HIIP, 3apEerucTPUPOBAHHBIC KaK «cepbe3Hbie» B xone KM MKIJL

AnroputM, npumensiemsIit st MKJI:

KonTpomupyemoe KU dazer I1 MKIL:

- Bce HJIP, Bo3HuKaromie B xoae nedeHus y > 5% NalMeHTOB, MONYYaBIIUX JICHATUIOMUI, W, KaK
MUHUMYM, € 2% pa3HULIeH B TOJIAX MEXAY TPYIIION JeHATUAOMUAA U TPYIIIION KOHTPOIIS;

- Bce HJIP, Bo3HMKaiolue B Xo1e JiedeHusi, 3 U 4 CTeneHu TKeCTH y >1% NauueHTOoB, MOIy4yaBLINX
JEHATUAOMU, U, KaK MUHEUMYM, ¢ 1% pa3HHIlel B MOJISIX MEXIY TPYIION JCHATUIOMHIA U TPYIIION
KOHTPOJIS;

- Bce HJIP, Bo3HuKaromue B xoie jedeHus y >1% MauueHToB, NOJYYaBIIMX JCHANMIOMUI, U, Kak
MUHUMYM, ¢ 1% pa3HuLIel B 10X MEXAY TPYIION JeHATHAOMUIA U TPYIIIIOH KOHTPOJIS.

Uccnenosanne B ogHoi rpymme KU ¢azer 11 y mannentos ¢ MKIJL:

- Bce HJIP, BozHuKaromuie B xo€ JiedeHus y > 5% MaIueHToB;

- Bce HJIP, Bo3HuKaromMe B X0/¢€ JIeUeHUs, 3 U 4 CTENEHU TSDKECTH Y 2 U 00Jiee MaIfeHToB;

- Bce HJIP, Bo3HHKaroMIHME B X0/1€ JIeUeHHsI y 2 1 OoJiee MaieHTOB.

Csoonas mabauya HJIP 0ns kombunuposanHou mepanuu 1eHAIUuOOMUOOM NPU QOATUKYIAPHOU
aumgome u aumghome u3 K1emox MapuHaIbHOU 30HbL

Tabnuia 5 moAroToBIEHa MO JaHHBIM, MMOJYYEHHBIM B X0/1€ mpoBeaeHus ocHOBHBIX KM (NHL-
007 u NHL-008) y nmauuentoB ¢ ®JI niau JIM3, nonydaBmmx KOMOMHHUPOBAHHYIO TEPAIUIO
JICHAJIUIOMUIOM C PUTYKCUMaAOOM.

Tabmuna 5. HJIP, ormeuennsie B KU y mannentos ¢ @JI wnu JIM3, nmony4aBmux JeHATUIOMHT] B
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KOMOWHAIIUKA C PUTYKCUMAOOM.

Kaacc cucrembl
opranos/
[MpeanouyrurenbHbIN
TePMHUH

ITo6ounbIe peaknun
(cymmapno)/Yacrora

ITo6ounbIe peakuun 3 u 4
crenenu Tskecru/Yacrora

HUnghexyuu u unsazuu

Ouenwv yuacmo

Wubekuust BEpXHUX JABIXaTEITHHBIX
nyTeu

Yacmo

[THEeBMOHHMS?, TPHIII, OPOHXHUT,
CUHYCHUT, UHPEKIIUN
MOYEBBIBOIAIINX MYTEH

Yacmo

[THEeBMOHHMS, CEICHC?,
OpOHXUT, TaCTPOIHTEPHUT,
WH(EKIIMH MOYEBBIBOISIIINX
nyTeu

CMOPOHBL COCYO08

Hobpokauecmeennvie, Ouenwv uacmo Yacmo
3710KauecmeeHmbie U CHHIPOM «BCTIBIIIKHY» OIYXOJIH - bazanbHoKIeTOUHAS
Heymo4HeHHble Yacmo KapIuHOMa 2
H0B00OPA308aHUS [110CKOKIETOUHBIH pak Koxu’?
(éxntouas  Kucmvl U
nounbsl)
Hapywenus co | Ouenwv uacmo Ouenwv uacmo
cmoponvr  kposu  u | Heitrponenus'?, anemus?, | Heiitponenus®?
aumpamuyecxou TpombGormTonenus’?, neiikonenus® | Yacmo
cucmemol Yacmo Anemus?,
Jumbponenns TpoMmGoIHTONeH A,
(eOpunbHas HEHTpOIeHHs?,
JeifKomeHus,
nuMdoneHns
Hapywenus Quens uacmo Yacmo
memaboausma u | CHmxenune armmnernta, | O6e3BOKHBaHKE,
numaHus TUIIOKATUEMUs THIIepKaTbIHEMHUSZ,
Yacmo CHIDKCHHE aImeTuTa,
O6e3B0KUBaHIE? TUIIOKATUEMUs,
runodocdaremus,
TUTIEPYPUKEMUST
Icuxuueckue Yacmo
Hapyulenus Jenpeccusi, 0eccoHHUIIA
Hapywenus co | Ouenwv wacmo Yacmo
CMOPOHbL Hepenoti | 'onoBHas 60I1b, TONOBOKpY)KeHHe | OOMOpoK
cucmemol Yacmo
[Tepudepuyeckas Helporarus,
U3BpallleHHE BKyca
Hapywenus co Yacmo
CMOPOHbL cepoya DOuOpUIIALYS TIpeacepanii®
Hapywenus co | HYacmo Ouenwv wacmo

Camxenne AJl

2

TD nerounoit aprepuu’?,

cHIkeHue AJl

Hapywenus co
CMOPOHbBL ObIXAMENbHOU
cucmemvl, OpeaHos
2PYOHOU KemKu U
cpedocmenust

Ouenv yacmo
OI[LIU_IKaZ, Kallejiab
Yacmo

boxas B POTOTIIOTKE

Yacmo

OnpbInkaZ
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Kenyoouno-kuweunvie | Ouens yacmo Yacmo
HapyuieHus Bons B kmBOTe?, nmapes, 3amop, | bons B xmBOTE?, amapes,
TOILIHOTA, PBOTA 3a1op, CTOMaTUT
Yacmo
bonep B BepxHEHM YaCTH JKHUBOTA,
JIUCIIETICHSI, CTOMATUT, CYXOCTh BO
pTy
Hapywenus co | Ouensb wacmo Yacmo
cmoponvt  xoxcu  u | Chinb?, KOXKHBIH 3y ChInb*, KOKHBIH 3y1
NOOKOJICHbIX MKAHell Yacmo
CyxocTb KOXH, HOYHAs
MOTJIMBOCTb, 3pUTEMA
Hapywenus co | Ouenwv wacmo Yacmo
CMOpoHbl  Mblueunol, | Mbllieunsle  cynoporu, ©0oab B | bosib B KOHEUHOCTSIX, 60Jb B
CKenlemHoll U | CIMHE, apTpaJIrUs miee
coeounumenvHou mxkanu | Yacmo
bons B KOHEYHOCTSX, MHAITHS,
00J1b B 111€€
Hapywenus co Yacmo
CMOpOHbl ~ NOYEeK U Octpas MoYeyHas
MOUEBbIBOOAWUX nymel HEJI0CTATOYHOCTD?
Obwue Hapywenus u | OueHnv yuacmo Yacmo
peaxyuu 6  mecme | Jluxopanka?, noBelieHHast | [loBbimenHas
88e0eHUs YTOMIISIEMOCTb, acTeHUs, | yTOMIISIEMOCTb, aCTEHUS
nepudepudeckas OTEKH
Yacmo
O3H00
Jlabopamopnsie u | Yacmo Yacmo
UHCMPYMEHMANbHblLe CHuxeHue mMacchl Tena [ToBbimenue ypous AJIT
OanHble

1 Cm. «Onucanue otnenpHerx HIIP»

AnroputM, npumensiemsrit s @JI u JIM3:

Koutponupyemoe KU ®azer 111:

HJIP 8 K1 NHL-007 - Bce HJIP, Bo3HuKatomiue B Xoze JiedeHus y >5,0% namnueHToB, moTydaBiix
JCHATHJOMUJI/pUTYKCHMa0, U ¢ He MeHee uyem Ha 2,0% Oompmelr wactotod (%) B Tpymme
JICHAJIMOMH/IA TI0 CPABHEHHUIO C KOHTPOJILHON IPYIIION - (TIOMJISLUS AJIs1 OLIEHKU 0€3011aCHOCTH)
HJIP 3-4 crenenn Tsoxect B KM NHL-007 - Bce HJIP 3/4 cTenenu TSKECTH, BO3HUKAIOIIHME B XOJIE
neueHus He MeHee YeM y 1,0% manueHToB, mojryJaBinX JSHATHIOMUI/ PUTYKCUMA0, 1 C HE MEHee
yeM Ha 1,0% Oonpliei yacToToH B TpyIIIE JICHAINIOMU/IA 10 CPABHEHUIO C KOHTPOJIBHOM IPyIIIOi
- (moTryIAnMs 1St OLIEHKH O€30IIaCHOCTH)

Cepnesnbie HIIP B KM NHL-007 - Bce cepbe3nbie HJIP, Bo3HUKaOIIME B XO/I€ JICUCHUS HE MEHEe
yem y 1,0% manueHToB, MOTy4aBIIMX JEHATUIAOMUI/pUTYKcuMad, n ¢ He MeHee ueM Ha 1,0%
OoJpLIel YaCTOTON B rpyMIle JEHATHAOMUA/PUTYKCUMAO 10 CPAaBHEHUIO C KOHTPOJIBHOM IpymIon
- (TOTY SN TSI OIIEHKH 0€301TaCHOCTH )

UccnenoBanne B onmuoit rpynme KW ¢aser Il y manmeHTOB ¢ HMHAONEHTHOM HEXOHKKHHCKOW
mumdomoit (nHXJI):

HJIP 8 K1 NHL-008 - Bce HJIP, Bo3HuKaromue B Xo/1e JiedeHus y > 5,0% narueHToB

HIIP 3-4 crenenu tsoxectu B KM NHL-008 - Bce HJIP 3-4 cTeneHu TsHKeCTH, BO3HUKAIOIINE B XOI€
nedyenus y > 1,0% nauueHToB

Cepnesnbie HJIP B KM NHL-008 - Bce cepresnbie HJIP, Bo3Hukaromue B xoe jeueHus y > 1,0%
MMaIMEHTOB
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2 HJIP, oTMeueHHBIe Kak «cepbe3nble» B KW y manmentos ¢ ®JI u JIM3
® OTHOCHTCS TONBKO K cepbe3HbiM HIIP

4 0600mamuMii TEPMUH «CHIb» BKIKOYAET CIICAYIONME MPEANIOYTUTENLHBIE TEPMHHBI:  ChIIlb,
MaKyJionamyse3Hasl Chlllb, KpalBHHIIA

® O6O0OmAIMI TEPMUH «IECHKONIEHHS) BKJIIOYAET CIEAYIOIME TPEANOYTUTENBHBIE TEPMUHBL:
JICHKOTIEHUS ¥ CHIDKCHHE YHCIIa JIEHKOLIUTOB

**%  O6oOmaomuidl TepMUH «IAM(ONEHHUS» BKJIIOYAECT CICAYIOUINE MPEANOYTHTEIbHbIE TEPMUHBL:

TuM(OTICHUS U CHIDKCHHE YHCiIa TUM(OITUTOB

Csoonas mabnuya HJIP, ommeuenHvix 60 8pemsa NOCMpecUcmpayuoHHo20 NpUMeHeHUsl

B nononnenwe k BeimeykazaHHbiM HJIP, BeisiBieHHBIM B Xone ocHOBHBIX KW, Tabmuma 6
MOJIFOTOBJIEHA HA OCHOBE 00bEIMHEHHBIX MOCTPETUCTPALIMOHHBIX JTAHHBIX.

Tabmuma 6. HJIP, 3apeructpupoBaHHbIE B IOCTPETHCTPAIIMOHHOM TEPUOJAC y TMAIllMCHTOB,

MOoJIy4YaBIINX JICHAJIUAOMU [

Kaace cucrembl Bce HexesraTenbHbIE ITo6ounbie peakuuu 3 u 4
OpraHos/ peakuun/Yacrora crenenu TskecTn/Yacrora
[MpeanmoyrurTenbHbIN
TePMHH
Hngexyuu u uneasuu Heuzsecmno Heuzsecmno
BupycHbie nHPEKIUU (BKIFOYAS Bupycubie nHpeKIUN
ONOSICHIBAIOIIUH JIMILIAN U (BKJTFOYAs OMOSICHIBAIOLITU I
peakTUBAIMIO BUpyca renatuTa B) | nuiaii u peakTUBaInio
BUpYyca remnarura B)
Jlobpoxauecmeennvie, Peoko
310KA4eCmeeHHbvle U CuHapoM M3Kca OIyX0oau
HeyMOYHeHHble
HO8000pA308aHUs
(6xntouas  Kucmol U
nounbsl)
Hapywenus co | Heuzgsecmmno
cmopousbt  kposu  u | [Ipuobperennas remopuus
quMpamuyecxou
cucmemol
Hapywenus co | Peoko Peoxo
CMOPOHbI ummynnoll | AHaQUITAKTHIECKAS PeaKITHs AHadunaktuyeckas
cucmemol Heuzeecmno peaxiust
OtTopxKeHue TpaHCIUIaHTaHTa
MapEeHXMUMATO3HbIX OPTraHOB
OHooxkpunHbvle Yacmo
HapyweHus ['uneptupeos
Hapywenus co Heuacmo Peoko
cmopoHbl Ovixamenvhoti | Jlerounas runepTeH3us Jlerounas TUTIEPTEH3US
cucmembl, Op2aHos Heuzeecmno
2PYOHOU KemKu U NuTepcTunmanbHbii
cpedocmenust ITHEBMOHHT
Kenyoouno-kuweunvie Heuzsecmno
HapyueHus [Tankpeatur, mnepdopamus
KKT (Bxurouas mpoOojieHue
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I'PBDKH, nepdoparuu
KHIIEYHUKA W TOJICTOH
KHIIKH)®
Hapywenus co | Heuzsecmmno Heuzgecmno
cmopousbt  nedenu  u | Octpas neyeHouHas | Octpast IICYCHOYHAS
2HCENUeBblBOOSUIUX HEJOCTATOYHOCTh',  TOKCHYECKHIl | HEIOCTATOYHOCTB?,
nymetu rematut’, LIUTONMMTUYECKHH | TOKCHUECKHUI remaTuT
rernaTur?, CMEIIaHHbIN
UTOJINTUYECKUIA/X0JIECTATUYECKUI
rernaTuT:
Hapywenus co Heuacmo
CMOpOHbI  KOJMCU U AHTMOHEBPOTUYECKUH OTEK
NOOKOJICHBIX MKAHel Peoxko
Cunapom CrtuseHca-
JIKOHCOHA!,  TOKCHYECKHii
SIUIepMaIbHbIH Hekponm3®
Heuszeecmuo
JIeKOIINTOKIaCTHUECKUI
BAaCKYJIUT,  JICKAPCTBEHHAas
peaknus ¢ d03uHODHIMEH H
CHCTEMHOMN CHMIITOMATHKOM

1 Cm. «Onmcanne otaenbHbIX HIIP»

OnwncaHue OTACIBHBIX HEXKEIATSAbHBIX PeaKITUM

Tepamozennocmuo

JleHamumoMu  SBISETCS CTPYKTYPHBIM aHAJOrOM TAJMJIOMHJIA - AKTMBHOTO BEILECTBA,
oOnanaromiero TepaToreHHbIM 3G (EKTOM U BBI3BIBAIOMIETO TSKENbIE >KU3HEYTPOKAOIINE
AHOMAJIMU pa3BUTHUS Yy 4YeloBeKa. JleHanuaomMua WHAYUUpPOBad y 00€3bsH TMOSBICHUE
BPOXKJICHHBIX AHOMAJIMM, CXOXXHUX C OMHUCAHHBIMU Ui Tanmupomuna (cm. «lIpumenenue mnpu
OEpEeMEHHOCTH W B TEPUOJ TPYAHOTO BCKapMIIMBaHU»). Ecim neHanmuaomMuj mMoCTymaer B
OpraHu3M BO BpeMsi OepeMEHHOCTH, MOYKHO MTPOTHO3UPOBATH €T0 TePaTOreHHbIN Y(PPEKT.

Hetimponenus u mpomboyumonenusi

Bnepeble 0ua2nocmup06aﬁﬁaﬂ MHOJHCECMBERHAAL MuUeioma. nayueHmuvl, KOmopbiM NOKA3AHA

MPAHCRAAHMAYus, NoIyYaguiue JaeHamuoomMuo 8 KoMOuHayuu ¢ bopme3omubom u
OeKcamemaszoHoM

Heiitponenus 4 crenenu TskecTd Habmoaanach y 2,8% u 28,7% mnainueHToB B UCCIEI0BAHUAX
PETHEMA GEM2012 u IFM 2009, cootBercTBeHHO. PelOpuibHas HEHTpomneHus 4 creneHu
TshxecT Habmoaanace y 0,0% u 1,1% manuentos B uccnenoBanusix PETHEMA GEM2012 u [FM

2009, COOTBETCTBEHHO.

Tpomborutonenus 3 unu 4 CTEeNeHU TsHKECTH Habmonamack y 6,3% u 18,5% mnarueHToB B
nccnegoBanusx PETHEMA GEM2012 u IFM 2009, coOTBETCTBEHHO.
nocre TICK ¢

Bnepebze duaeﬁocmupoeaHHaﬂ MHONCECMBEHHAA MuUuejioma. nayueHmnvl

nocneoyrouel noodepaicusaroujels mepanueti 1eHaIUoOMUOOM
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[TonnepxxuBaromas Tepanus jeHaaugomuaom nocie TI'CK gamie conpoBoXaanach pa3BUTHEM
HeliTponeHnn 4 creneHu, yem B rpynmne miane6o (32,1% B cpaBHenuu c 26,7% [16,1% B
cpaBaennu ¢ 1,8% mocne Havana nmoanepxkuBaromei tepanuu| B xone KM CALGB 100104 u
16,4% B cpaBuenun ¢ 0,7% B K1 IFM 2005-02, coorBerctBeHHO). Y 2,2% mnanuentoB B KU
CALGB 100104 u 2,4% nanuentoB B KW IFM 2005-02, cooTBeTCTBEHHO, 3aperucTprupoBaHa
HEUTpOIIeHHsI, KOTOpasl IMpHBela K MNpPEKpalleHHIO Tepanuu JeHanugoMuaom. debpuiibHas
HEUTpoOINeHUs 4 CTENCHH TSXKECTH Pa3BUBAJIACH CO CXOKEW YaCTOTOM B IPYIINE MO/IEPKUBAIOILIEH
Tepanuu JeHanTuaoMuIoM U rpymnme 1iane6o B oboux KU (0,4% B cpaBuenuu ¢ 0,5% [0,4% B
cpasaenuu ¢ 0,5% nocne Hauana noanepsxkupatomieit repanuu] B8 KU CALGB 100104 u 0,3% B
cpasaenuu ¢ 0,0% B KU IFM 2005-02, cooTBETCTBEHHO).

[TonnepxxuBaromass tepanus JeHaauaomuaoM nociae TI'CK wame BbI3biBasia pa3BuTHE
TpoMOouuTOneHNH 3 WK 4 CTEeTEeHH TshKecTH, 4yeM 1uianedo (37,5% B cpaBuenuu ¢ 30,3% [17,9%
B cpaBHeHUU ¢ 4,1% mocne Havana noaaepxkuparomieii repanuu]| B xoae K1 CALGB 100104 u
13,0% B cpaBuenuu ¢ 2,9% B KM IFM 2005-02, cOOTBETCTBEHHO).

Bnepsvie ouaznocmuposannas MHOMCECMEEHHASL MUENIOMA: NAYUEHMbL, KOMOPLIM He NOKA3AHA
MPAHChAAHmMayus, Nnoxyyaguiue JaeHamuoomMuo 8 KoMOuHayuu ¢ Oopmesomubom u
deKcamemaszoHoOM

B uccinenoannu SWOG S0777 neiitponienus 4 cTeneHu TsbKecTH HaOironanack B rpynmne RVd
pexe, ueM B rpymre cpaBHeHus Rd (2,7% B cpaBuenun ¢ 5,9%). B rpynnax RVd u Rd 6puta
3aperucTpUpOBaHA aHAJIOTMYHAS dYacToTa pa3BuUTUS (eOpunbHOM HeiTpomeHun 4 cTeneHu
TsoxectH (0,0% B cpaBHenuu ¢ 0,4%).

TpombormToneHus 3 uin 4 CTENEeHU TsHKeCTH Hadmoaanack B rpymnmne RVd yaie, yem B rpyrme
cpasuenus Rd (17,2% B cpaBaennu ¢ 9,4%).

Bnepsvie ouacnocmuposannas MHOJMCECMBEHHAS MUELIOMA. NAYUEHMbL, KOMOPLIM He NOKA3aHd
MPAHCRAAHMAYUSA, NOTYUABUIUE TIeHATUOOMUO 8 KOMOUHAYUU C 0eKCaAMEMAaA30HOM

[Ipu mpumeHeHMH KOMOWMHAIMHM JICHAIUJIOMHUIA C JEKCaMETa30HOM Yy manueHToB ¢ B/IMM
OTMEYAJIOCh YMEHbIIIEHUE YacTOThl BOZHUKHOBEHUSI HEUTponeHuu 4 creneHu Tsokectu (8,5% B
rpynne Rd (HenpepsiBHOe neuenne) U RA18 (ieueHun B TedeHue 18 4-HemenbHBIX IHKIOB) B
cpaBHeHuH ¢ 15% B rpynne MPT). ®ebpuibHas HeHTponeHus 4 CTeneHu TSHKECTH Ha0Jto1allach
Heuvacto (0,6% B rpynne Rd u Rd18 B cpaBuenuu ¢ 0,7% B rpynne MPT).

[Ipu mpumMeHeHMH KOMOWHAIMH JICHAIMIOMHUIA C JEKCaMETa30HOM y mamueHToB ¢ BJ/IMM
OTMEUAJIOCh YMEHBIIICHHE YacTOThl BOBHUKHOBEHUSI TPOMOOIIUTONIEHUH 3 U 4 CTENEeHU TSHKEeCTH
(8,1% B rpynne Rd u Rd18 B cpaBuenuu ¢ 11% B rpynmne MPT).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUETIOMA. NAYUEHMNbL, KOMOPLIM He NOKA3AHA

mpancniarmayus, noaydasuiue AEHAAUOOMUO 8 COYEeMAHUU C M@ﬂd)dﬂaHOM u I’lpeaHu30ﬂ0HOM
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[IpumeHeHue JeHanTUAOMUA B KOMOMHALIMK C Mel(alaHOM U MPEAHU30J0HOM Yy MAlUEHTOB C
BJIMM conpoBoxaanock 0oyiee BBICOKOM 4acTOTOW BO3HUKHOBEHUSI HEUTPOIIEHUU 4 CTETEeHU
(34,1% B rpymme MPR+R/MPR+p) mno cpaBuenuto ¢ rpymmnoii MPptp (7,8%). Dnuzombt
bebpunbHON HeWTponeHMH 4 crTeneHu TshkecTd HaOmogamuch dame (1,7% B rpymme
MPR+R/MPR+p 1o cpaBuenuio ¢ 0,0% B rpynmne MPp+p).

[IpuMeHeHne JTeHATUIOMHUAA B KOMOMHAIMK C Men(aaaHoM M MPEeIHU30JI0HOM Y HAlUEHTOB C
BJIMM conpoBOXIaI0Ch MOBBINICHHON YacTOTOW BO3HUKHOBEHUs TpomOoruToreHuu 3 u 4
crenenu TsoxectH (40,4% B rpynne MPR+R/MPR+p o cpaBHenuto ¢ rpynmnoit MPp+p (13,7%)).
MHoocecmeennas muenoma: nayueHmvl, NOIYUUBUIUE KAK MUHUMYM OOHY JUHUIO Mepanuu
[lpumeHeHnne KOMOMHALIMK JIEHAIWAOMHAA C JEKCAMETAa30HOM Yy MauuMeHTtoB ¢ MM
COIPOBOKAAJIOCH IOBBILIEHUEM YaCTOTHI pa3BUTUs HeWTporneHuu 4 creneHu Tsoxectd (y 5,1%
MNAIMEHTOB, MPUHUMABIIUX JICHAIUJIOMHJ C JEeKcaMeTa3oHOM, 1o cpaBHeHur c¢ 0,6% vy
MAIUEHTOB, MPUHUMABIINX KOMOMHAIIUIO IeKcaMeTa3oHa u miane6o). dedpunpHas HeUTponeHus
4 CcTemeHW THKECTH Y TANMEHTOB, MPHHUMABIIMX KOMOWHAIMIO JICHAJHIAOMHIA C
JIeKCaMeTa30HOM, OoTMedanach Hedacto - 0,6% (y ManueHToB, NMPUHUMABIIMX KOMOWHAIIHIO
JeKcaMmeTa3ona u miane6o - 0,0%).

[Ipumenenre kKOMOWHAIMU JEHAIWIOMUIA C JeKcaMmeTa3oHoM Mpu MM compoBOXIalIoCh
MOBBIIIIEHUEM BEPOATHOCTH Pa3BUTHUs TpoMOonmTonenuu 3 u 4 crenenu tsoxectu (9,9% u 1,4%,
COOTBETCTBEHHO, Y MAI[EHTOB, IPHHUMABIINX JICHATUJAOMHJI C JEKCAMETa30HOM, OTHOCHTEIHHO
2,3% u 0,0% y nanueHToB, NPUHUMABIINX KOMOMHAIIMIO IeKCaMeTa30Ha | mianebo).
Tayuenmoi ¢ MuenoouUCnIACMUYECKUMU CUHOPOMAMU

VY nanuentoB ¢ MJIC, mosy4aBmmx Tepanuto JEHATUIOMUJIOM, Yallle pa3BUBAIACh HEUTPOTIEHUS
3 u 4 crenenu Tspxkectu (74,6% y MallMEHTOB, MOTYYaBIINUX JIEHATUAOMHU/I, 110 cpaBHeHUIO ¢ 14,9%
y HanueHToB, nonyyasmux miamnedo, B KU ¢azer II). Cnyyan ¢peOpunsHoOi HeliTponienuu 3 u 4
CTETIEHU TSKECTU OTMeueHbl Yy 2,2% NalMeHTOB B TPYIIE TEparud JEHATHIOMHIOM, IO
cpaBuenuto ¢ 0,0% y mamueHtoB B rpymme rmianebo. [lpumeHeHue JeHamuaoMHUaa daie
COTIPOBOXIAETCS pa3BUTHEM TpomobouuTtorneHuud 3 u 4 creneHu Tsokectd (y 37% manueHToB,
MOJTyYaBIIUX JICHATUAOMUMA, N0 cpaBHEHHIO ¢ 1,5% manueHToB, monydyaBmux muianebo, B KU
daszsr 11I).

TIayuenmuol ¢ 1umpomori u3 Kiemox MaHMUuiHOU 30Hbl

VY mnamuentoB ¢ MKIJI uvame pa3BuBanack Heiitponenuss 3 u 4 crenenu Tspkectu (y 43,7%
NalMEeHTOB, MOJYYaBIIUX JEHATUIOMHUI, MO cpaBHEHUIO ¢ 33,7% malueHTOB B KOHTPOJILHOM
rpynne B KU ¢asst II). Cnyvan ¢hebpunbHoi HeliTpornieHnu 3 U 4 CTENeHH TSKECTH OTMEUYEHBI Y
6,0% ManueHToB, MOJIy4YaBIINX JEHATUIOMU, [0 CpaBHEHHIO ¢ 2,4% ManueHTOB KOHTPOJIbHOMN

TPYIIIIBL.
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TIayuenmol ¢ Gorrukyraproi aum@omor uiu auMGoMo u3 Kiemox MAapeuHAIbHOU 30Hbl
[TpumeHeHnue neHanuIOMHUaa B KoMOMHaIuK ¢ putykcumadbom mpu OJI wim JIM3 cBsizano ¢ 6onee
BBICOKOM 4acTOTON pa3BuTusa HelTponenuu 3 wnu 4 creneHu Tsoxectd (50% y mamueHTos,
MOJIyYaBIIUX JICHATUIOMUJ/PUTYKCUMa0, B cpaBHeHUH ¢ 12,8% y MalMeHTOB, MOIy4aBIIMX
miane6o/putykcumad). Bee cimyuan HeiitponeHuu 3 Uitk 4 CTETICHH TSHKECTH OBLITH 0OpaTUMBI TPU
IpepbIBAaHUM TEPAINUU, CHIKEHUU 03Bl W/WIN TOAIEPKUBAIOIIEM JICYeHHH (PAaKTOpaMu pocTa.
Kpowme Toro, HeuacTo Habmoganack ¢pedpunbHas HeliTponerus (2,8% y MarueHToB, MOTyYaBIIHX
JCHATUIOMU/pUTYKCUMad, 1o cpaBHeHuro ¢ 0,6% y DanUeHToB, MOJIyYaBIIMX
mane6o/puTyKkcuma).

[TpumeHenue neHanuIOMUIa B KoMOMHaImu ¢ purykcumadbom mpu @JI u JIM3 Takxke cBs3aHO ¢
0oJ1ee BBICOKOW 4acTOTOW TpoMOouuToneHun crenenu 3 wiu 4 (2,3% y nanueHToB, MOITy4aBIINX
JCHATUIOMU/PUTYKCUMad, 1o cpaBHeHHr0 ¢ 1,1% y DanueHToB, MOJTyYaBIIMX
riane6o/putykcumad).

Benosnas mpombosmbonus

[IpumeHeHne KOMOMHALMM JICHAIWJOMHJA C JIEKCAMETA30HOM Yy mauueHToB ¢ MM
COTMPOBOXKAAIOCH MOBBIIICHHBIM PUCKOM pPa3BUTHUSL TpomOo3a MIyOOKUX BeH u TD nerouHoi
apTepuu, B TO BpeMsi Kak B KOMOWHAIUY ¢ Men(anaHOM U MPEJHU30I0HOM, a TAKXKE Y MallMeHTOB
¢ MM, MJIC u MKJI Ha (oHe MOHOTEpanmuu JIECHATHIOMHUIOM ITOT PUCK OBLI HIDKE (CM.
«B3aumozeiicTBue ¢ APYrUMH JICKApPCTBEHHBIMH cpencTBamm»). OIHOBpEMEHHOE HAa3HAYCHHE
SPUTPOMOITHUECKUX CPENICTB UM HAIU4YUE TPOMOO3a rIIyOOKHMX BEH B aHAMHE3€ TaKKe MOTYT
YBEIUYUTH pUCK TD OCIOKHEHHUH y TaHHOM rpyMIIbl MallUeHTOB.

Hughapxm muoxapoa

VY manueHToB, MPUHUMABIINX JICHATHIOMHI, OTMEYAIHCh ciydan pa3Butusi UM, ocoOeHHO mpu
HaJINYMU U3BECTHBIX (DAKTOPOB PHCKA.

T'emoppacuueckue ocnosicHenus

['eMopparmueckue  OCIIOKHEHHSI ~ yKa3aHbl B COOTBETCTBHH C  CHCTEMHO-OpPTaHHOW
KJIaccu(uKanue, a UMEHHO: HapyIIeHHs CO CTOPOHBI KPOBH W JHM(ATHUECKOH CHCTEMBI;
HapyLEHUs] CO CTOPOHBI HEPBHOM CHUCTEMBI (BHYTPHUYEPENHOE KPOBOM3IHUSHHE); CO CTOPOHBI
JIBIXaTeIbHOM CUCTEMBI, OPraHOB I'PYTHON KJIETKU M CPEeIOCTEHHs (HOCOBOE KPOBOTEUEHHE); CO
CTOPOHBI JKEITyIOYHO-KUIIEYHOTO TpakTa (peKTalbHOE, TeMOPPOUIAIBHOE, THHTHBAJIHHOE
KPOBOTEUECHHS); CO CTOPOHBI ITOYEK M MOYEBBIBOSIINX MyTeH (TeMaTypHsi); CO CTOPOHBI COCY/IOB
(9KXMMO3bI); TPABMbI, THTOKCUKAIIMH U OCIOKHEHUS MaHUMYJISAIMN (ymumo).

Annepauueckue peakyuu u msicenvle KOJHCHblE peaKyuu

HmeroTcst cooOIIeH s O Pa3BUTHH aJUIEPTHUECKUX PEaKIHii, BKITFOUasi aHTHOHEBPOTHIECKUH OTEK,

aHaQUIAKTUYECKYI0 PEAKIMI0, U TSDKETBIX KOXKHBIX peakuui, BKIodas cuHiapoMm CTHBEHca-

46



JI>KOHCOHA, TOKCHMYECKHI »HNUJCPMAJIbHBIA HEKPOJIM3 U JICKAPCTBEHHYI) PEAKIHUI0 C
so3uHOGmIMeir u cucteMHod cumnroMatukoii (DRESS-cunapom), mnpu mnpuMeHeHUH
JeHamuaoMuga. B nmreparype cooOmaercsi 0 BO3MOXKHOM TEPEKPECTHOH peakiuu MEXIy
JCHAIUJAOMHUJIOM U TAIUIOMUAOM. JIeHanuaoMu 1 He cielyeT Ha3HayaTh MallueHTaM, B aHAMHE3e
KOTOPBIX OTMEUAIHCh TsDKenble (OpMbI ChIA TNpu npueme tanuaomuaa (cMm. «Ocobbie
yKa3aHUs»).

Ilepsuunvle 3n10kauecmeennbvle ONYXoau Opy2ou J0OKAIU3AYUU

HoBrle 310KauecTBeHHBIE HOBOOOpazoBaHus, ormeuasirecs B KW y manueHToB ¢ MuenoMoit
nociie NpUMeHeHUsI KOMOMHALUUY JIEHAIMIOMU/IA C IEKCaMeTa30HOM 110 CPAaBHEHUIO C KOHTPOJIEM,
IPEeCTaBIsUIN COO0OIA, IIaBHBIM 00pa3oM, 0a3aIbHOKIETOYHBIN W TNIOCKOKIJIETOYHBIH paK KOXKH.
Ocmpuiii muenoudnwiii netixko3 (OMJI)

Mmnoowcecmsennasn muenroma

Cnyuau OMIJI nabmomanuce B KW B/IMM y mnanueHTOB, MONyYaBIIMX JICHATUAOMUA B
KoMOuHaImu ¢ MedanaHoM miu cpasy ke nocie BIIM/TTCK (cm. «OcoObie yKa3zaHHs»).

OMIJI ne nabmonancs B KU y narmentos ¢ BAMM, nony4aBuiux JeHaIUIOMU B KOMOWHAIIUN
C JEeKCaMeTa30HOM TMpU CpPaBHEHUH C TaJUJOMHAOM B KOMOMHAaNUU C MendaraHOM H
MPEAHU30JIOHOM.

Muenooucniacmuueckue cCuHOpoOMbl

Wcxonupie mepeMeHHbIC, BKIIOYAs CIOXKHBIE IUTOreHeTHYeckue anoManuu u TP53 myranuu,
accoluupoBaliuch ¢ nporpeccupoBanueM 10 OMJI y mauuentoB ¢ MIC5(Q 1 3aBUCUMOCTBIO OT
remotpancdysuit (cM. «OcoObie ykazanusy»). [Ipeackazyemasi IByXJIETHsSI COBOKYITHAS 4acTOTa
nporpeccupoBanus 10 OMIJI cocraBuia 13,8% y naruentoB ¢ MIC5q no cpaBuenuto ¢ 17,3% y
nanenToB ¢ MJIC5q u ogHOM JOMOTHUTENBHONU IUTOTeHETUYECKONH aHoMmamnuel, u 38,6% -y
MAalMEHTOB CO CJIOXKHBIM KapuoTunom. B xone perpocnektuBHoro ananuza KW nenannnomuia
npu neyenun MJIC npenckazyemasi AByXJIETHsA yacToTa nmporpeccupoBanus 10 OMIJI cocraBuia
27,5% y mNanMeHTOB C TOJIOKHUTEIbHBIM pe3yinbraroM UI'X-p53 u 3,6% y mnamueHToB ¢
oTpunarenbHbiM pesyiabratom MI'X-pS3 (p = 0,0038). YV manwieHToB ¢ MOJOXKHUTEIbHBIM
pesyabratrom MI'X-p53 uwacrorta nporpeccupoBanus 1o OMIJI Oblia HUXE cpelu TeX, KOTOpble
JIOCTUTIIA HE3aBUCUMOCTHU OT TeMoTpancdy3uit (11,1%) mo cpaBHEHHIO ¢ MallieHTaMH 0€3 TaKOTo
otBeTa (34,8%).

Hapywenus co cmoponul neuenu

B mocrpeructpaiuOHHOM MEpPUOAE 3apEerUCTPUPOBAHBI CIEAYIOLIME HAPYILIEHUS CO CTOPOHBI
Me4YeHu (YacToTa HEW3BECTHA): OCTpas IeYeHOYHas HEeIOCTaTOYHOCTh M Xonecta3d (oba
MOTEHIIMAIBHO (DaTabHBIE), TOKCHMYECKHI TeMaTUT, IUTOJUTUYECKHH TermaTUT, CMEIIaHHBIN

[UTOJINTHYECKHI/X0JI€CTATUIECKUN TEITaTUT.
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Paboomuonus

Bbun oTMeudeHsl peakue ciydan pabJJOMUOIN3a, B HEKOTOPBIX U3 HUX JICHATUIOMU/ TPUMEHSIIN
COBMECTHO CO CTaTHUHAMH.

3abonesanus wumoBUOHOU Jicenesvl

CooOmiasioch 0 cinydasx BO3HHUKHOBEHHUS THUIIOTHpeo3a U rumeptupeosa (cMm. «Ocobbie
yKa3aHUs»).

Cunopom «ecnvriukuy onyxoau (TFR) u cunopom nusuca onyxonu (TLS)

B xone K1 MCL-002 mpumepno y 10% mnanueHTOB, MOIy4YaBIIMX JICYCHHUE JICHATHIOMUIOM,
pa3Buiics cuHjapoM TFR mo cpaBHenuto ¢ 0% B rpynme KOHTpois. BoiblMHCTBO ciyuaeB
BO3HHUKJIO BO BpeMsl | IIMKJIAa Tepamuy; BCE OHM PACIEHWBAINCH KaK CBA3aHHBIC C Tepamuei, u
OOJBIIMHCTBO citydaeB Obwto 1 wim 2 crenenu TsokecTd. [1arMenTsl ¢ yCTaHOBICHHBIMH B XOJ1€
JTUArHOCTHKU BBICOKMM MEXIyHApOAHBIM MporHoctudeckuM unjaekcom (MIPI) umm ucxomgHo
reHepaan30BaHHON JuMQoaeHonaTueil (Hanuuue, Kak MUHUMYM, OJIHOTO Oo4yara JuameTpoMm >
7 cm) moryT umets puck pazsutusi TFR. B KU MCL-002 TLS 3apeructpupoBan y | manuenra B
Kax/10# u3 n1Byx rpynm sedenus. B nonomaurensnom KU MCL-001 npumepno y 10% nanuenTos
pa3Buiics TFR; Bce oHM paclieHMBaINCh Kak CBA3aHHbBIE C Tepanueil u Bce Obutn 1 uimm 2 cTenenu
TSOKECTH. BOJIBIIMHCTBO Cily4yaeB pa3BuBaiioch Bo BpeMs | nukia tepanuu. B KU MCL-001 ne
OTMeueHO cirydaeB pa3Butus 1LS (cMm. «OcolOble ykazaHus»).

B uccnenoBannu NHL-007 pa3zsutue TFR 6b110 3apeructpuposano y 19/176 (10,8%) nanuenTos
B rpymmne JeHamugoMun/purykcumad uwy  1/180 (0,6%) manumeHToB B rpyIIe
iane6o/putykcumad. bonbimas yacts cmyuaeB TFR (18 u3 19) Obina 3apeructpupoBaHna B rpyre
JICHAJIMIOMH]/pUTYKCUMa0 ¥ BO3HUKJIIA B TEUEHHE MEPBBIX JIBYX IUKJIOB JeueHus. TFR crenenn
3 TspkecTH HaOMIOAANCS y OJNHOTO TAIMEHTa W3 TPYIBI JICHAUIWIOMHUI/PUTYKCUMAd W He
HaOJr01aJICs HU Yy OJJHOTO MallMeHTa rpynmsl mianedo/purykcumad. B uccnenosanuun NHL-008
TFR nabmonancs y 9/222 (4,1%) nanueHToB (3aperucTpupoBanbl 4 cirydas 1 cTeneHu TSHKeCTH U
5 cioyyaeB - 2 CTENEHHU TSKECTH) OAMH 3apETUCTPUPOBAHHBIN Cilydail OblT COUTEH cepbe3HbIM. B
uccinenoanu  NHL-007 TLS Bo3nuk y aByx mnamueHtoB (1,1%) w3 rpynmsl
JICHAJIUJIOMUJ/pUTYKCUMA0 M He HAOIIOAaCs HU y OJHOro U3 nauueHToB ¢ PJI, momyyaBmumx
rianedo/puTykcuMad; HU y OAHOTO mnaiueHnTta He 3apeructpuposansl HJIP crenenu 3 wim 4. B
uccienpoBann NHL-008 TLS Bo3auk y ogHoro nmamuenTa (0,5%). 9to equacTtBennas HJIP Gpina
uneHTudunrpoBana kak cepbe3nas HJIP 3 crenenu tsokectu. B uccnenosannu NHL-007 au onyua
U3 TAlMEHTOB HE TNPEeKpaTui TEepanuio JICHAJUIOMHUIOM/PUTYKCUMAOOM TIO TMpUYHMHE
Bo3HUKHOBeHUsI TFR wnu TLS.

3abonesanus sHceny00uHO-KUWEUHO2O0 MPAKMA

[Tepdopanus xKemyn04HO-KUIIEUHOTO TpaKTa ObUIa 3aperUCTpUpoBaHa Ha (OHE MPUMEHEHUs
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nenanugomua. [lepdopanus xenya04HO-KUIIEYHOTO TPAKTa MOKET IPUBOJAUTH K CENITUYECKUM
OCJIO’)KHEHUSIM U JIETAIbHOMY HCXOJY.

Ilepeno3upoBka

CrenuanbHOro IviaHa ACHCTBUN MPU MEPEIO3UPOBKE JICHATWIOMHUAA B HACTOALLEE BpEMs HE
BbIpa0OTaHO, HECMOTPSl HAa TO, YTO B HMCCIEAOBAHUSAX IO OMpPEACTICHHUIO JMana3oHa /103 4acTh
NAIUEHTOB IoJIy4aja 1036l 10 150 Mr, a B ucciaenoBaHusAX BO3AEUCTBUS OAHOKPATHON JI03BI - 110
400 mr npenapara. TokcHyecKHe TPOSBICHUSA, JTUMUTHPOBABIINE BEIMYMHY J03bl B 3THX
UCCJIEIOBAHUSIX, ObUTH UCKITIOYUTENIHO NeMaTOJIOTHYECKIMH.

B ci1ydae nepeao3upoOBKU pEKOMCHAYCTCA CUMIITOMaTHYCCKad IMOAACPKUBAIOIasA TEpaIimsi.

B3aumopeiicTBHe ¢ APYTMMH JIEKAPCTBEHHBIMH CPeACTBAMH

Opumponosmuueckue nexapcmeennvie cpeocmsd, a TaKxKe IPyrue CpeicTBa, KOTOPbIE MOTYT
HOBBINIATH PUCK TpoMOO3a, HampuMmep, Npenaparbl Ui TOPMOHO3aMECTUTENbHOM Tepanui,
CJIeZlyeT MPHUMEHATh C OCTOPOXKHOCTBIO Yy MalMeHTOB ¢ MM, NMpUHUMAIONMMX JICHATUAOMUI B
KOMOUWHAIMHU C IeKkcameTa3oHoM (cM. pasaensl «Ilobounoe neiictBuey» n «OcoOble YKa3aHus»).
Ilepopanvnvlie  Konmpayenmugvl.  HE  NPOBOAWIOCH  HCCIEAOBAHUS  JIEKapCTBEHHOTO
B3aMMOJICHCTBUS C MEPOpaIbHBIMU KOHTpALeNTUBAMU. JIeHaTuA0OMIL HEe SIBIIETCSI MHIYKTOPOM
(epMEHTOB CHCTEeMBbI IMTOXpoMa. B wmcciemoBanumu N VItr0 Ha renaronuTax YeIOBEKa
JICHAJIHMIOMHU/] B Pa3JIMYHBIX KOHIICHTpauusax He uHaynuposai uzopepmentst CYP1A2, CYP2B6,
CYP2C9, CYP2C19 u CYP3A4/5. Tlostomy Ha (oHE MOHOTEpANHU JICHATHIOMHUIOM HE
OpernonaraeTcss MHIYKIUH, MPUBOJAIIEH K CHIKEHHMIO 3((EeKTUBHOCTH IpernapaTroB, B T.U.
TOPMOHAJIBHBIX ~ KOHTpalenTuBoB. OJHAKO JEKCaMETa30H, SBISACH CIIA0BIM/YMEpEHHBIM
unaykropom uzodpepmenta CYP3A4, BeposTHO, BIMAET M Ha Jpyrue (EepMEHTH, a TaKKe
TpaHcnopTepbl. Henb3s HCKIIOUYUTH BO3MOXKHOCTH CHUKEHHUS A(PQPEKTUBHOCTH IMEPOpPATbHBIX
KOHTpalentuBoB Ha (oHe Tepanuu. [lostomy cienyer mpennpuHumarh 3((eKTUBHBIE MeEpbI
npeoXpaHeHus OT OepeMeHHOCTH (cM. paszzaensl «IIpuMeHeHne npu OEpeMEeHHOCTH U B TIEPUOJT
IPYAHOT0 BCKapMIIMBaHUs» U «OcoOble yKa3aHUs»),

Bapgapun: He oTMEUeHO BIMSHUSA JIeHaIuaAoOMIIa B 1o3e 10 Mr, mpuHMMaeMoro MHOTOKpaTHO,
Ha (apMakoOKMHeTH4Yeckue mapaMmeTpbl R- um S-BapdapuHa npu ero OJHOKpaTHOM IIpUEME.
OnHOBpEeMEHHOE OJHOKpaTHOEe NMpUMEHEHHEe BaphapwHa B J03€ 25 MI C JICHAJTHIOMHIIOM HE
BJIMSUIO Ha (hapMaKOKWHETHKY TmocienHero. OJHaKO HEM3BECTHO, MMEETCS JTH B3aUMOJICHCTBHE
pY KJIMHUYECKOM MPUMEHEHUH (COMyTCTBYIOIIAs Tepamnus ¢ AeKcaMeTa3oHOM). JlekcameTa3oH
ABIISIETCA CIa0bIM/yMEPEHHBIM HHIYKTOPOM (DEPMEHTOB U €T0 BIMSHUE Ha BaphapuH HEU3BECTHO.
PexomeHyeTcsi TIIATENBHBIA KOHTPOJIb KOHIIGHTpAaMK BapdapuHa BO BpeMs Teparuu

JICHAJIUIOMUJIOM.
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Jueoxcun: OAHOBpEMEHHOE NpPHUMEHEHHE JieHanuaomuaa B jgo3ze 10 mr/cyT yBenuuuBaio
IUIa3MEHHYI0 3Kcno3unuioo jgurokcuHa (0,5 mr oxHokpatHo) Ha 14% ¢ 1oBepUTEIbHBIM
uatepasiom (W) 90% (0,52%-28,2%). HewusBectHo, Oymer iU 3TOT 3PQPEKT HHBIM B
KIIMHUYECKOH cuTyaruu (0ojiee BBICOKHE JO03bl JICHATUAOMHUIA U COIYTCTBYIOIAs Tepamus
nexkcametazoHoM). Ilostomy Ha  QoHe JedeHus — JCHAIMJOMHIIOM  PEKOMEHIYyeTcs
MOHHUTOPHUPOBATH KOHIIEHTPALIUIO IUTOKCHHA.

Cmamunbi: CylIecTBYET NOBBIIICHHBIN PUCK pabIOMHOJIN3A B CIIy4ae COBMECTHOTO MTPHUMEHEHHS
CTaTMHOB U JICHANUAOMHUAA, YTO MOMKET OOBSCHATHCS CYMMHUPOBAHHEM JEHCTBUS ITHUX
npenapaTtoB. Heo0xoaumo TiiareabHoe KIMHUYECKOE U TabopaTopHoe HaOII0JeHUuE, OCOOEHHO B
NIepBbIC HEICTH JICUCHHUS.

Hexcamemaszon: OJTHOBPEMEHHBII OJTHOKPATHBIN WIIM MHOTOKPATHBIH MpueM jJekcamerazona (40
MI' OJMH pa3 B JICHb) HE OKa3bIBaeT KJIMHUYECKU 3HAYMMOro sddexra Ha PapMakOKHMHETUKY
JICHAJIMIOMU/IA TIPY €r0 MHOTOKPAaTHOM MPUEME B J103€ 25 MT OIMH pa3 B JCHb.
Bzaumooeticmeue ¢ uneubumopamu P-enuxonpomeuna (P-gp): nenamumpomun in Vitro sisisiercs
cyoctpatom P-gp, HO He uHrHOUTOpOM P-gp. OmHOBpeMEHHOE MHOTOKpPATHOE MPUMEHEHUE
cuibHOTO MHruouTopa P-gp, xunuauna (600 mr nBa pasa B JeHb) MJIM YMEPEHHOTO MHTHOUTOpA
P-gp/cybcTpata, Temcuponumyca (25 Mr) HE OKa3blBaJl0 KIMHUYECKH 3HAYUMOTO 3(ddekra Ha
dapMakOKUHETHKY JieHamuaomuaa (25 wmr/mens). PapMakOKMHETHKAa TEMCHPOIMMYyca He

HN3MCHAJIACh ITPU COBMCCTHOM MNPHUMCHCHUHN C JICHAJIMIOMHIOM.

Oco0ble yka3anus

[lpr Ha3HAYEHUWH JICHATMAOMHUIA B KOMOWHAIIMM C JPYTUMH JIEKAPCTBEHHBIMHU TIpenapaTaMu,
nepesl HA4YaJIOM TEpaluy CIeIyeT MPeABAPUTENbHO O3HAKOMUTBHCS C COOTBETCTBYIOIIECH
MHCTPYKLHEH 110 METUIIMHCKOMY IPUMEHEHUIO JIEKapCTBEHHOTO IIpernapara.

IIpeoynpesicoenuss 6 omnowleHuy bepemenHocmu

JleHanumoMu - CTPYKTYPHBIM aHaOr TamuaoMmuja. M3BecTHO, YTO mMpHeM OepeMEHHBIMU
KSHIMHAMHU TaJHIOMH/A, O00JIAJAafONIer0 BBHIPaKCHHBIM TEPAaTOr€HHBIM JIEHCTBHEM, BBHI3HIBACT
TSDKEJIbIe U YIPOJKAIOIIME JKU3HU BPOXKACHHBIE Ne(eKThl pa3BUTHs. JIEHANUIOMU BbI3BIBAN Y
00e3bsiH TOPOKM pa3BUTHs, CXOJIHBIE C ONMMCAHHBIMU paHee 3(ddexkramu TanuaoMuaa (CM.
paznensl  «DapMakolorHueckue CBOWCTBa. JIOKIMHHWYECKHne IaHHBIE MO O€30MacHOCTHY |
«IIpumenenne npu OEpeMEHHOCTH W B TIEPHOJ TPYIHOTO BCKapMIIMBaHH»). [Ipu mpueme
JeHAIUJIOMUJAa BO BpeMs OEpeMEHHOCTHM PHUCK pa3BUTHS BPOXKIEHHBIX Je(PEeKTOB BeCbMa
BEPOSITEH.

HeykocuurensHoe  coOmofeHne  Bcex  TpeOoBanuii  [IporpaMMbel  KOHTpPOJIHMPYEMOTO

MCIUIUHCKOI0 TMPUMCHCHHA JICHAIMAOMHJA PpacIlpoCTpaHACTCA Ha BCEX MAOUCHTOK C
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COXPAHEHHBIM PENPOyKTHUBHBIM MMOTEHIIMAIOM, €CJIU TOJIBKO JOCTOBEPHO HE MOJITBEPHKIECHO €ro
OTCYTCTBHE.

Kpumepuu ona sxcenujun ¢ HecoxpaneHHbIM PenpooyKmuGHsIM HOMEHYUATIOM
JKeHImuHa-naMeHT WiK KeHIMHA, CEKCyallbHbIN apTHEp MyXKuMHbI-TauueHTa, HE cunTatoTcs
CIOCOOHBIMU K JIETOPOXKICHUIO MPU HAJIMYUK XOTS Obl OZTHOTO U3 CIEAYIOUINX (GaKTOPOB:

- Bo3pacT > 50 JeT U JUINTEIbHOCTh ECTECTBEHHON aMeHOopeH > 1 roja (aMeHopes BCIEACTBUE
IPOTHBOPAKOBOM TEpanuu WIA B MEPHOA TPYAHOTO BCKApPMIIMBAHUS HE WCKIIOYACT HAJIMYUE
PENnpoayKTUBHOIO NTOTEHIMAIIA);

- PaHHsAs HEIOCTaTOYHOCTb SUYHHUKOB, IOATBEP)KICHHAs THHEKOJIOTOM;

- IBYCTOPOHHSISL CATILITMHIO0(OPIKTOMHUS UM THCTEPIKTOMHS B aHAMHE3E;

- reHotun XY, cunapoM TepHepa, areHe3ust MaTKHU.

Koncynomupoeanue

[IpuMeHeHHe JEHANUIOMUAA Y SKEHIIMH C COXPAaHEHHBIM PENpOAYyKTHBHBIM MOTEHIHAIOM
IPOTUBOIIOKA3aHO B TE€X CIIy4asix, KOrJa He COOIIOICHBI CIEAYIOIIUE YCIOBUS:

HCEHUWUHA

- A0JIZKHA MOHUMATB 0’KU/Ia€MOE TePaTOreHHOe ACHCTBUE JICHATNIOMH/IA HA IJIOJ;

- AOJZKHA MOHUMATB HEOOXOIMMOCTh HeNpPepPbIBHOIO HCIOJIb30BaHUA S(PPEKTUBHBIX
METO/I0OB KOHTpAIICTILIMU B TEUYCHUE HE MeHee 4 HeJlelb 0 Havalla JICYCHHS, BO BpPEMs JICUCHUS U
He MEeHee 4 HeZIemb [10CIe OKOHYaHUS JICUEHUS,;

- JI0JKHA CJIEJI0BAaTh PEKOMEHAALNU UCIOIb30BaTh 3()()EKTUBHYIO KOHTPALIECTILUIO JIaXKe B
CJlydae aMEHOPEH y JKEHIIUHBI C COXPAHEHHBIM PENPOAYKTUBHBIM MOTEHIINAIOM,

- OBITH CLIOCOOHOM K COOJIIO/IEHNIO BCEX MPaBUi 3(PPEKTUBHON KOHTpALIETILINN;

- JOJDKHA 3HaTh M TIOHUMATh BO3MOKHBIE TIOCIEICTBUS OEPEMEHHOCTH, a TaKXkKe
HE00XO0IMMOCTh CPOYHOT'O OOpaIlleHus 32 KOHCYJIbTalllel MpH M0103PEHUHU Ha OEPEMEHHOCTD;

- JI0JKHA IOHUMATh HEOOXOAMMOCTh HEOTJIOKHOTO Havasla JIeYeHUs JICHAIUIOMUIOM Cpasy
e TI0CJIe TTOJTyYeHUS OTPUIIATENIFHBIX PE3yJIbTATOB TECTa HA OEPEMEHHOCTD;

- JOJDKHA OCO3HABaTh HEOOXOIMMOCTh TIPOBEJICHHS TeCTa M BBINOJNHATH TECT Ha
OEepeMEHHOCTh KaK MHMHUMYM KaKable 4 Helenu 3a HMCKIIOYEHHEM MalMeHTOK, Y KOTOPBIX
BBINOJIHEHA CTEPUIIM3AILNS ITyTEM MEPEBSI3KU MaTOUHBIX TPYO;

- J0JDKHA TIOJITBEPNTD, YTO MMOHUMAET PUCK BO3MOXKHBIX HEXENATeIbHBIX TOCIEICTBAN 1
HEOOXOIMMOCTh MX TPEAYIPEKICHIS B IEPHUO/T JICUCHHUS JICHATAIOMHUIOM.

Ilpumenenue y mysncuun

Jlanuple  u3y4yeHHs  (PapMaKOKMHETHKM  JICHAIMAOMHUZA Y  MYKYMH-JOOPOBOJIBIIEB
CBHUJICTEIILCTBYIOT O TOM, YTO B XOJI€ JICUCHUS JICHATUIOMHJT MOXKET CO/ICPIKATHCS B TIPEACITHHO

HU3KHX KOHOCHTpAIUAX B CEMEHHOM KHUJIKOCTHU MAIMMEHTOB U HE OIIPCACIIACTCA UCPE3 3 JHA I10CJIC
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NpeKpalieHus NPUMEHEHUs T[penapara y  3J0pOBbIX  J0OpOBOJBIEB  (CM.  paszgen

«DapMakoKMHETHKaY). B kauecTBe Mepbl MPEJOCTOPOKHOCTH, YUUTHIBASI BOBMOKHOE CHUKEHUE

CKOpPOCTH BBIBECHUS JICHATUOMH/IA Y OCOOBIX IPYIIIT MALMEHTOB (Y MAMEHTOB C HAPYLICHUSIMHU

GYHKIUHM TTOYEK), UIsl BCEX MYXYMH, IPUHUMAIONINX JICHAIUIOMHUI, JOJHKHBI OBITH COOJIIO/ICHBI

CJEIYIOIIHE YCIOBHUS:

MYdHCUUHA

- JOJDKEH IOHMMAaTh BO3MOXHBIH PHUCK TEpPaTOrE€HHOI'O AEMCTBUS JIEHAIWIOMMIA IpU

CEKCyallIbHOM KOHTakTe ¢ OepeMEeHHOM >KEHIIMHOW WM KEHIIMHOM C COXpPaHEHHBIM

PENpPOIYKTUBHBIM ITOTEHIUATIOM;

- JOJDKEH TIOHMMaTh HEOOXOJUMOCTh HCIIONB30BAHMSI TIPE3EpBATUBOB (JaKke IOCIe

MEPCHECEHHOW BAa3’KTOMHUHU) MPU CEKCYyaTbHOM KOHTaKTe C OCpEeMEHHOH >KEHIIMHON WIN

JKEHIIMHON C COXPAaHEHHBIM PENPOAYKTUBHBIM MOTEHLMAIOM, HE HCIOJIb3YIOIIEH HaJEKHbIC

METO/Ibl KOHTPALIETIIINH, B MIEPHO/]] JICUEHUSI U B TEUEHHUE HE MEHee 7 JAHEH Mmocie MpUuOCTaHOBKU

JICYCHHSI U/WITH 3aBEPIICHUS JICUCHHS;

- JOJDKEH IMOHMMAaTh, YTO €CJIM €ro mapTHepiua 3a0epeMeHena BO BPEMsl €ro JIeUEHHUs

JEHAIUJOMUJIOM HWJIM BCKOpE IMOCJE MPEKpallleHHs] Tepanuu JICHAIUIOMUAOM, OH JOJKEH

HEe3aMeUIUTEIbHO TPOUHGOPMUPOBATH 00 ITOM CBOErO Jeyallero Bpaya, a ero mapTHeplie

peKoMeHayeTCsl 00paTUThCs 3a 00CIeI0BAHUEM U KOHCYJIbTAllMEl K Bpauy-TepaToiory.

Bpau, nasnauarowuii  1euenue  1€HATUOOMUOOM — HCEHUWJUHAM C  COXPAHEHHBIM

PenpoOyKmuHbvIM NOMEHUUAIOM, 00JIHCEH:

- yOemuTbcs B TOM, UTO TMAIllMEHTKA YJOBIETBOpseT BceM ycioBusM IIporpamMmmbi
KOHTPOJINPYEMOr0  MeJIMUMHCKOI0  NPHMEHEeHUsl  JICHAJIWJAOMHUAA,  BKJIIOYas
MOJATBEPK/IEHUE TOTO, YTO OHA a/IEKBaTHO OHUMAET CUTYalUIO;

- TOJly4YUTh COIJIaCHME TMAIMeHTKH Ha o00sA3aTelIbHOEe COOJIIOJIEHHE €10 BCeX YCIOBUH
BbllIeyKa3aHHOU IIporpamMmsl.

Ilpasuna konmpayenyuu

KeHmMHBI ¢ COXpaHEHHBIM PENPOYKTUBHBIM MOTEHIIMAIOM JOJIKHBI MCIOJIb30BaTh OJIMH M3

3¢ (EeKTUBHBIX METOAOB KOHTpAIlENIIMKU B TeUeHHWE HE MeHee 4 Helesb J0 Hayala JeueHHUs, BO

BpeMsl Tepallud U B T€UEHUE HE MeHee 4 HeJenb MOCiie OKOHYAHUS TeParuu JICHATUIOMHUIOM,

Jla)ke BO BpeMs NEPEPHIBOB B JICUEHUH, 3@ UCKIIIOUEHUEM TallMEHTOB, KOTOPhIE HA MPOTSHKEHUU

BCEro YKa3aHHOI'O CpOKa BO3JEP)KUBAIOTCS OT CEKCYaJbHBIX OTHOILIEHHUH, YTO €KEMECSYHO

MOJATBEPXKIAeTCsl JTOKyMeHTanbHO. Ecnm mnanueHTke He mojao0paH 3¢h(EeKTHBHBIA METOJ

KOHTpALICTIIIUK, €€ HEOoOXOJUMO HAMpaBUTh K Bpaudy-TUHEKOJNOTY [UIsi Tojadopa W Hadyala

HCITOJIb30BAaHUsI TAKOTO METOJIA.

CJ'IG)IYI-OHII/IG MPUMEPLI MOKHO OTHECTHU K MMOAXOOAIINM METOJaM KOHTPALCIIIUH:
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- IOJIKOXHbIE TOPMOHAJIbHbIE UMIUIAHTBI

- BHYTPUMATOYHbIE CUCTEMBI, BbIEsI0ME IeBoHOprecTpen (BMC)

- IeNo-TIpernapaThl MEAPOKCUIIPOTECTEPOH aleTara

- IepeBsI3Ka MaTOYHBIX TPYO

- Ba3dKTOMHUS MNapTHepa (MOATBEP)KIAeTCs ABYMS OTPHUIATEIbHBIMU AaHaJU3aMU CEMEHHOM
JKUJIKOCTH)

- TIPOTecTepOH-COAEpIKaIIe TaOIETKH, MHTHOUPYIOLIHE OBYJISIIMIO (HAPHUMEp, A€30TeCTPen).

B cBsI31 ¢ MOBBIIIEHHBIM PUCKOM TPOMOO3IMOOINYECKUX OCIIOKHEHUH TpHUeM KOMOMHUPOBAHHBIX

NepOpaIbHbIX KOHTPALENITUBOB HE MTOKA3aH NanueHTkaM ¢ MM, npuHUMAIOIKM JICHAIUI0MHU/ B

cocTaBe KOMOMHHPOBAHHOMW Tepanuy, U B MEHbINEH cTenenH - naiueaTkam ¢ MM, MJIC u MK,

KOTOpBIE MOJIY4Yal0T MOHOTEPAINHIO JEHATUAOMUIOM (CM. paszen «B3aumozeicTBue ¢ Apyrumu

JIEKapCTBEHHBIMU cpencTBaMu»). [lns ad¢dekTuBHONH KOHTpaleniuud STUM IalHueHTKaM

PEKOMEHIyeTCsl MCIO0JIb30BaTh OJMH W3 NEPEUMCICHHBIX BbIIIE METOAOB. [IOBBIICHHBIH PUCK

pasButuss TD coxpaHseTrcs B TeueHue 4-6 Hemenb IMOCIEe TMPEKpalleHus Mpuema

KOMOWHHUPOBAHHBIX MPOTUBO3a4aTOYHBIX CPE/ICTB.

O} PeKTUBHOCTh TOPMOHAIBHBIX MPOTHBO3aYaTOYHBIX MPEMApaTOB MOXKET OBITh CHUKEHA MPHU

OJIHOBPEMEHHOM Ha3HA4YeHHH JeKcameTa3oHa (cM. pazaen «BzaumopeiicTBue ¢ JApyrumu

JIEKAPCTBEHHBIMU CPEACTBAMUI ).

[TanueHTKaM C HEWTPONEHUEH, HCIIOIB3YIOIIMM B KayeCTBE IIPOTHBO3a4aTOYHOIO CPEACTBA

MOJAKOXXHBbIE TOPMOHAJIbHBIE MMIUIAHTBl WJIM BHYTPUMAaTOYHBIE CHUCTEMBI, BBIICISIOLINE

JICBOHOPrecTpes, HeoO0XoauMo NpodUIaKTHUECKH Ha3HadyaTh AaHTUOMOTHKH B CBSI3U C

MOBBIIIEHHBIM ~ PUCKOM  WH(MEKIIMOHHBIX  OCIOKHEHHM B  MOMEHT YCTAaHOBKH  3THUX

TEpaneBTUYECKUX CHCTEM, a Tak)Ke TOBBIIIEHHBIM PHUCKOM HEPETYISPHBIX KPOBSHUCTHIX

BBIJICTIEHUI U3 TTOJIOBBIX IyTEMU.

Hcnonb3oBaHne BHYTPUMATOYHBIX CUCTEM, BBIIEISIONINX ME/lb, KaK IMPAaBUJIO, HE PEKOMEH1yEeTCs

B CBSI3U C BBICOKMM PHUCKOM Pa3BUTHSI WH(MEKIIMOHHBIX OCIOKHEHUI B MOMEHT MMILUIAHTALUUA U

MOBBIIIEHHOW KPOBOTIOTEPU BO BpPEMs MEHCTPYaIlMH, KOTOpask MOXET YCUJIUTh BBIPAXKEHHOCTh

HEUTPONEHUH UK TPOMOOIIMTONIEHUH Y TTAI[HEHTKH.

Tect Ha GepeMeHHOCTH

B cooTBeTCTBHU C MECTHOUM MPAKTHKON TECT HA OEPEMEHHOCTh ¢ YYBCTBUTEIHLHOCTHIO HE MEHEE

25 MME/MIT TOJDKEH BBITIOJTHATBCS 1107 HAOJIOJCHHEM MEIUIIMHCKOTO TepCoHaa JUIsl BCEX

JKEHIIUH C COXPAHEHHBIM PENpPOTYyKTUBHBIM MMOTEHIMATIOM, BKJIKYAA U T€X, KTO MOJHOCTHIO U

HENPEPBHIBHO BO3CPKUBACTCS OT CEKCyalbHBIX OTHOIIEHUN. B maeane, Tect Ha GepeMEHHOCTb,

Ha3HAYCHHE JICYCHHS U BbIJada Ipernapara JOJKHBI MPOUCXOIUTh B OJIMH U TOT XK€ JIeHb. Brimaua

JCHaIMJAOMHa JKCHIIMHAM C COXPaHCHHBIM PCIPOAYKTHBHBIM IMOTCHIOHUAIOM  JOJIKHA
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MIPOUCXOIUTH HE MO3/IHEE 7 THEW MOocie HA3HAYCHUS TEPauu.

Lo nauana nevenus

Tect Ha OepeMEHHOCTh BBIMOIHAETCS IMOJ HAOMIONEHHEM MEIUIIMHCKOIO IMEpCcoHaja B JIEHBb
Ha3HA4YCHMs JICYCHMS WIM 3a 3 JHS 10 BU3MTA K JieYalleMy Bpady IIOCIE TOro, Kak NanueHTKa
ucnonb3oBaia 3(G(GEeKTUBHBIA METOJ KOHTpALeNUN B TeueHHe He MeHee 4 Hexaenb. Pesynbrar
TECTa JI0JKEH MOATBEPAUTH OTCYTCTBHE OEPEMEHHOCTH y TAIIMEHTKU K MOMEHTY Hadajia Tepanuu
JIEHAJIUJIOMUJIOM.

IIpooondicenue u okonuanue neveHus

TecTel Ha OEPEMEHHOCTD JOJKHBI BBINOJIHATHCS 110/ HAOII0JEHUEM MEIUIMHCKOIO IepcoHaa
KaK MUHUMYM Kaxable 4 He/lenu, BKIoYasi KAk MUHUMYM 4 HEeIu Nocie OKOHYaHUs JICUEHNUS,
3a UCKJIIOUEHHEM HOJATBEP)KICHHON CTEPUIIM3AIIMU MAaTOUHBIX TPYO. TecThl BBIMOIHAIOTCS B JICHb
Ha3HAa4YCHMs JICYCHUs WM 3a 3 JAHS 10 BU3UTA K JIeHallleMy Bpady.

Jlonoanumensvhoie mepvl npedoCmMopoIHCHOCHU

[TarueHTsl HE JMOJKHBI IIE€penaBaTh INpenapar ApyruM JnnaM. Heucnonb3oBaHHBIN mpenapar
pEeKOMEHAyeTCsl BO3BPATUTh B MEAMIMHCKOE YUPEXKJEHUE [0 OKOHYAHUHM JICUEHMS JUIs
0€30I1aCHOr0 YHUUTOKEHHS.

[TanmenTy He pasperiaercst ObITh JOHOPOM KPOBHU MJIM CHEPMBI Ha MPOTSHKEHUHU BCETrO JICUCHUS
JICHAJIMJIOMHUJIOM U B TEUEHHME HE MEHEe 7 JHEH IOCIIe €ro OKOHYaHUs.

MeaunuHckue pabOTHUKM U JIMIA, OCYLIECTBIISIIOIIME YXOJ, JOJKHBI HOCUTH OJHOPa3OBBIE
nepyaTku Ipu oOpalieHMH ¢ OJaucTepoM WM Karcysoi. bepeMeHHBIM JKEHIIMHAM MU
KEHIIMHAM, KOTOPbIE MOJI03PEBAIOT, YTO OHU MOT'YT ObITh O€peMEeHHBI, He CIIeyeT MPUKacaThCs
K OnMcTepy WM Karcyie.

Odbyuaiowue mamepuansl, 02paAHUYEHUA 6 HAZHAYEHUU U 6blOAYEe npenapama

YroObl MOMOYB MAIMEHTaM MNPEJOTBPATUTH BO3ACHUCTBUE JICHAIWJIOMUAA Ha IUIOJ, Biajelier
PETUCTPALIMOHHOTO YJOCTOBEPEHUSI NPEJOCTaBUT MEAULMHCKOMY IEpCcoHaly oOyuaromue
MaTepuaibl, YTOObI O0OOCHOBaTh MPEAOCTEPEKEHUS B  OTHOIIEHUUM TEPATOTEHHOCTU
JCHATMOMUIA, PEKOMEHJI0OBaTh KOHTpPAILICTIIUIO IMepe]l HayajioM Tepanud U pPa3bSICHUTH
HEOOXOIMMOCTh TIPOBEJCHUS TECTOB Ha OEpeMEeHHOCTb. Bpau noimkeH NpouH(GOpMHPOBATH
NAallMeHTOB MY)KCKOIO UM JKEHCKOro IIoja O pHCKEe pa3BUTHS TeparoreHHoro s¢dekra
JEHATMIOMUJA U CTPOTMX Mepax IO MpeaynpexaAeHUI0 OepeMEHHOCTH B COOTBETCTBUU C
IIporpamMmmMoil KOHTPOJIMPYEMOI0 MEAMIMHCKOIO NMPHUMEHEHMUS JeHaIuaoMuaa. Bpad noimkeH
o0ecreynTh MalMeHTa oO0ydJarouel OpouIropoil, KapTOYykodl NalnuMeHTa, a TakkKe HWHBIMU
DKBUBAJIEHTHBIMA HWHCTPYKLHUSMH B COOTBETCTBUM C TOCYJapCTBEHHOH CHCTEMOM KapT
nanueHToB. B uneane, rect Ha 6epeMEHHOCTb, HA3HAUEHHUE JIEUEHUS U Bblaua IpernapaTa JOIKHbI

MMPOUCXOAUTh B OJUH W TOT KE€ JCHbL. anaqa JICHAINAOMH A XCHIIWHAM C COXPAaHCHHBIM

54



PENPOAYKTUBHBIM IOTEHIUAIIOM JOJDKHA IPOUCXOAWTH B TEYEHHE /7 IHEH IOCIC Ha3HAYCHUs
Tepanuy. JKeHIMHaM ¢ COXpPaHEHHBIM PENPOIYKTUBHBIM MOTEHIMAIOM JIEHAIUJOMUJ MOKET
OBITh BBIAH/BBINKICAH MaKCHMaJIbHO Ha CPOK J10 4 HENENb B COOTBETCTBUU C YTBEP>KIACHHBIMU
[OKa3aHUAMU M PEKUMOM J03UpoBaHus (cM. «Crocod npUMEHEeHHs U J103b1»), B TO BpeMs Kak
JpyTUM NallMEeHTaM - Ha CPOK Tepanuu A0 12 Henems.

/Jlpyzue ocobvie ykazanua u npedynpexcoeHus npu npumMeHeHuu

Hngpapxkm muokapoa

Nmerotes coobienus o ciaydasx MM y nanueHToB, IPUHUMAIOLIMX JIEHAIUAOMUL, B YACTHOCTH,
y JIMILI, UMEIOLINX (PAKTOPbI pUCKA CEPAECYHO-COCYTUCTHIX 3a00JI€BaHUI U B TeUeHHe NepBbIX 12
Mecs11eB KOMOMHUPOBAHHOTO MPHUMEHEHHs C JeKCaMeTa3oHOM. B ciydae Hammuus (paxkTopoB
pHicKa, BKJIIOYas, B TEPBYIO Ouyepeab, TPOMOO3bl B aHaMHE3€, HEOOXOAMMO KOHTPOJIHPOBATH
COCTOSHUE MALMEHTOB, a TAKXE IpEeANPUHUMATh ICHCTBHs, HAaIpPaBJICHHBIE HA BO3MOXKHOE
CHIDKEHME  BO3AeHCTBUS  (akTopoB  pHucka (KypeHHe, apTepualibHas  TUIEPTEH3Hs,
TUIEPIUIUIEMUN ).

Benosnas u apmepuanvras mpomoosmoonus

Y mnaunumentroB ¢ MM KkoMOMHMpOBaHHas Tepanus JEHAIMIOMUIOM M JIeKCaMEeTa30HOM
acCOLIMMPOBAJAcCh C IOBBIIIEHHBIM PUCKOM BEHO3HbIX TD (IIpeHMyILIECTBEHHO TPOMOO30B
riryOokux BeH u T jeroyHoit aprepun). ITOT pUCK OBbLIT HIKE TPH JICYCHUN JICHATHIOMHIOM B
KOMOMHAIMK ¢ MenpallaHOM M TPEIHU30JIOHOM. MoOHOTepanus JeHATUJIOMHIOM TalueHTOB C
MM, MJIC u MKIJI acconuupoBanach ¢ MEHbIIUM PUCKOM BeHO3HOU TD (IperMyIecTBEHHO
TpoMOO030B TiIyOOKMX BeH M TO nerouHoi aprepuu), 4eM HOPUMEHEHHME JICHAIUIAOMHUAA Y
nanreHToB ¢ MM B cocTaBe KOMOMHUPOBAHHOM Tepanuu (cM. pazaensl «[lobounoe nericTBre» u
«BzaumMopelicTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).

Y nanmeHtoB ¢ MM coderaHHOE TPUMEHEHHE JICHAIMJOMMIA U  JI€KCaMeTa30Ha
aCCOLIMMPOBAJIOCH C TOBBIIIEHHBIM PHUCKOM apTepHaibHbIX 1O (TaBHbIM oOpazom, UM u
MHCYJIbTA). DTOT PUCK ObUT HUXKE MPH JICUCHUH JCHATUAOMUIOM B COUYETAaHUU C MelamaHOM U
npenHn3010HOoM. Pruck aptepuanbubix TO Huxe y nanueHToB ¢ MM Ha ¢poHe MOHOTEparnuu, 4em
Ha (poHe KOMOMHHUPOBAHHOM Tepanmuu C JEHAIUAOMUAOM. Takum o00pa3oM, HEOOXOAMMO
Ha0JI01aTh 32 NallMeHTaMHU, UMEIOIUMHE (pakTopsl pucka T, BKIo4as ¥ TpoMOO3bl B aHAMHE3E.
Crnenyet npenprUHUMATh MEPHI IO BO3MOXKHOMY CHUKEHHIO BO3JICHCTBHS TaKuX (PaKTOPOB pUCKa
KaK KypeHHe, apTepralibHasi TUIIepTeH3Usl, runepaunuaemMus. [I[pornoctuyeckoe 3Ha4YeHUE TaKKe
UMEIOT  TpoMOO3MOOJIMYECKHE OCIOKHEHUS B  aHaMHe3e, COINYTCTBYIOIIAs  Tepamnus
SPUTPOMOITUHOM, 3aMECTUTENbHas TOpPMOHalbHas Tepanus. TakuMm oOpa3oM, mpenapartsl,
o0Jaiaronye pUTPONIOITUUECKON aKTUBHOCTBIO, a TaKXKe JpYyrue mpenaparsl, KOTOpble MOTYT

MOBBILIATh PUCK PA3BUTHS TPOMOO30B (HAIpUMeEpP, TOPMOHO3AMECTUTENIbHAS TE€PAMUs) TOJKHBI
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HAa3HA4aThCsl C OCTOPOKHOCTBHIO NanueHtaM ¢ MM, npHHMMAarmuM JICHAJUIOMHJ BMECTE C
nexcameTa3oHoM. KoHIleHTpanuss reMorjoOuHa Bbimie 12 T/171 mpenmnoyiaraeT MpeKpalieHue
Tepanuu SPUTPOIIOITUHOM.

Bpaun ¥ mnDamueHThl JOJDKHBI BHUMATEIBHO OTCIEKUBATH KIMHUYECKUE CHUMIITOMBI,
CBUJCTENbCTBYIOMIME O BO3MOKHOM TO. IlamueHtsl AOMKHBI OBITh MPEAYNPEKIEHBI O
HEO0OXO0IUMOCTH HEMEJICHHOTO OOpaIeHHsI K Bpady B CIydae MOSBICHUS TAKUX CUMIITOMOB KaK
OJIBIIIKA, OOJIb B TPYJHOM KJIETKE, OTEK BEPXHHUX MM HMXKHUX KOHEYHOCTEH.

Pexomenayercsi nmpoduaakTHYecKkoe Ha3HAYeHHE MPOTUBOTPOMOOTHUECKON TEpanuu, 0COOCHHO
nanueHTaM, MMEIOIIUM JIOTIOJHUTENbHbIE (AKTOphl pUCKAa pa3BUTHS TpombOo3a. Pemienue o
Ha3HAYEHUH MPOTUBOTPOMOOTHUECKON Teparuu CaeAyeT MPUHUMATD MOCJE TIIATEIbHON OLICHKU
WHIUBUIYAIBHBIX (DAKTOPOB PHCKA.

Ecnu y nanuenTta nosBUIUCh CUMITOMBI T, HEOOXOMMO PEKPaTUTh JICUSHUE JICHAIUIOMHIOM
Y Ha3HAYMUTh CTAHJAPTHYIO aHTUKOATYJSIHTHYIO Tepanuto. [Tocie Toro, kak coCTOSIHUE NanueHTa
CTAOWIM3UPYETCS] HA aHTUKOATYJISTHTHOW Teparnuu U CUMITOMBI T OyAyT yCTpaHEHBI, MOXHO
BHOBb HAuaTh JICUYCHHE JICHATMJIOMHUIOM B TOH K€ J03¢ Mpu OJarompusTHON OIICHKE
COOTHOIIEHUS TMoJb3a/puck. [lannenHTy cieayer MpoJoIKUTh aHTHKOATYJSHTHYIO TEparuio B
TEUEHUE BCEro JaIbHENUIIET0 JEUECHHUS JIEHATUIOMUIOM.

Jlecounas eunepmensus

Y NanweHToB, MOMYYaBIIMX JICHATHIOMHJ, COOOMIANIOCh O CIydasx JICTOYHOW THUIePTCH3UH,
WHOTJ]a CO CMEPTENbHBIM UcXoaoM. [lanneHToB ciaenyeT o0ciaenoBaTh Ha MPEAMET MPU3HAKOB U
CUMITOMOB CEpJCYHO-JIETOYHBIX 3a00I€BaHMI 10 Hayala U BO BPEMS Teparuu JICHATHIOMHUIOM.
Heiimponenus u mpomboyumonenus

TsoxkenpIMU  TO30JTUMUTHPYIONIUMU  TOKCHUYECKHUMH  SIBICHUSIMU  JICHAIMJIOMUJA  SIBJISTFOTCS
HEUTponeHUs M TPOMOOIUTONEHUs. Pa3BepHYTHI aHamu3 KpOBH, BKIIOYas OINpeAelieHue
KOJIMYECTBA JICMKOIMTOB, (HOPMYyNBl KpPOBH, KOJIMYECTBA TPOMOOILUTOB, Te€MOITOOWHa,
reMaTOKpUTa HEOOXOAMMO BBHITIOJIHSTH IO HavYajla Teparuu, KAyl HEJCNI0 B TEUSHHUE TIEPBBIX
8 Hemenp Tepanuu JCHATMIOMHUIOM U 3aT€M €XEMECSYHO JJII MOHUTOPHHTA ITUTONECHHH. Y
nanreHToB ¢ MKJI MOHUTOpPUHT cieyeT NpOBOAUTh Kaxable 2 HeleIu BO BpeMs 3 U 4 IUKIIOB
Tepanuu, a 3aTeM - B Havaje KaKJIOro CIEIYIIIero Mukia. I'paduk MOHUTOPUHTA MAIIMEHTOB C
@®JI unu JIM3 — exxeHeneTbHO B TEUCHHE TIEPBBIX 3 Hepenb | mukia (28 mHei), Kaxasie 2 Helenu
B TeUCHHE 2-4 ITUKIIOB, 3aTEM — B Hauaje KakJ0To CIEAYIOMEero 1ukia. MoxkeT moTpedoBaThCs
MpEepBIBAaHUE TEPAIUU WU/UIH CHUXKEHHE 03Bl (CM. «Croco0 MPUMEHEHUS U 103b1»).

B cnyuae pa3BuTHs HeWTpomeHHMH IenecooOpa3HO Ha3Hau€HUE MpernapartoB (akTopa pocra.
[TarueHTsl AOKHBI OBITH TPOMH(GOPMUPOBAHBI O HEOOXOAMMOCTH CBOEBPEMEHHO COOOIIATH

JedanieMy Bpady o JIF000OM MOBBIIIEHUH TEMIIEPATYPHI.

56



[TaruenTam ¥ BpauaM pPEeKOMEHIYETCS OTCJIEKHMBATh MPU3HAKK M CHMITOMBI KPOBOTEUEHUS,
BKIIIOYasi TIETEXUU U HOCOBBIC KPOBOTEYCHHUS, OCOOCHHO B CIIyYasiX, KOTJa OJHOBPEMEHHO
MIPUMEHSIEMBIE JICKAPCTBEHHBIE MIPErmapaThl CIIOCOOHBI TIOBBIIIATH CKJIOHHOCTh K KPOBOTEUYCHUSIM
(cMm. paznen «Ilobounoe aeiictBue. I'eMopparuueckue 0CI0KHEHUS).

CnexgyeTr ¢ OCTOPOXHOCTHIO Ha3HAyaTh JICHAIUWIAOMHUI C APYTHUMHU MHEJIOJIEPECCUBHBIMU
npernapaTamm.

Bnepsvie ouacnocmupoeannas MHONMCECMEEHHAS MUEIOMA: NAyueHmsl, KOMOPbIM HOKA3AHA
MPpAaucniaumayus, Noayyasuiue JaAeHaIoomMud 6 KoMoOuHayuu ¢ Oopmesomudbom u
oeKcamemaszoHoOM

Heiitponenus 4 crenenu Tspkectu HaOmonanacsk y 2,8% u 28,7% nauuentoB B KU PETHEMA
GEM2012 u IFM 2009, coorBercTBenHO. DeOpunbHas HEUTporeHHs 4 CTENEeHU TKECTH
Habmonanace y 0,0% wu 1,1% mnamuentoB B KU PETHEMA GEM2012 u IFM 2009,
cooTBeTcTBeHHO. [lamnnenToB crieayeT mpouHPOPMHUPOBATH O HEOOXOAMMOCTH CBOEBPEMEHHO
coo0mare 0 (GeOpPHIBHBIX 3MU307aX, MOXET MOTPEOOBATHCS MPHOCTAHOBKA TEPAIMH W/WIIH
CHWKEHHUE J103bI (cM. pa3aen «Crnocod NpUMEHEHHS U T03bD»).

TpombonuTonenus 3 wiau 4 creneHu TsbkecTu Habmromanace y 6,3% u 18,5% nanuentoB B KU
PETHEMA GEM2012 u IFM 2009, cOOTBETCTBEHHO.

Bnepsvie ouacnocmupoeannas mmoocecmeennas muenroma: nayuenmvl nocie ITI'CK ¢
nocneoyrouel noodeparcusaroujell mepanueti 1eHaIUoOMUOOM

HJIP B xone K CALGB 100104 Bxitouanu B ce0s siBJIeHUs, 3aQUKCUPOBAHHBIE ITOCTIE BBEACHUS
BbIcoko# 036l Mendanana u TT'CK (B/IM/TT'CK), a Taxxe siBJIeHHs B IEPHO/T ITOAEP>KUBAIOIIEH
Tepanui. BTOpol aHamW3 BBISBHI SIBJICHHS, BO3HHKIIKE IIOCIE HAdala OIS KUBAOIICH
tepanuu. B K1 IFM 2005-02 6sim1 3adukcupoBanb HPJI Tonbko 3a mepron moaaep >KuBaroIeit
Tepanuu. B obmieM, HelTporneHus 4 CTENEeHU TSHKECTH HaOIo/anach ¢ BBICOKOW YacTOTOM y
MAIMEHTOB Ha MOJICPKUBAIOIICH Tepany JCHAIHUIOMUIOM [0 CPABHEHUIO C TPYMION miarnedo
B 1ByX KU, oreHWBaIONMX MNOIACPKUBAIONIYIO TEPaIU0 JICHATHJIOMHUIOM Y IAlUEHTOB C
BJIMM, nociie TT'CK (32,1% B cpaBaenuu ¢ 26,7% [16,1% B cpaBHennu ¢ 1,8% mocie Hayana
noxanepkuBatoeit teparnun] 8 KU CALGB 100104 u 16,4% B cpaBaenuu ¢ 0,7% B KU IFM
2005-02, cootBerctBeHHO). HJIP B Bujae HeWTpomeHMH, BO3HUKaroUMe Ha (OHE Tepanuu u
MIPUBOIATINE K MIPEKPANICHHUIO MTpHUeMa JICHATUIOMH/IA, OBITH OTMEUeHBI y 2,2% y TaIleHTOB B
K CALGB 100104 u y 2,4% manuentoB B K1 IFM 2005-02, coorBeTcTBeHHO. DeOprutbHas
HelTponeHus Obllla 3apeTUCTPUPOBAHA C TAKOH K€ YaCTOTON y MAlMEHTOB Ha MOEPKUBAIOIIEH
Tepanuu JEHAIMIOMHUIOM 110 CPAaBHEHUIO C Tpymmoi muane6o B o6oux KU (0,4% B cpaBHEHHH ¢
0,5% [0,4% B cpaBuenuu ¢ 0,5% mocne Havayia nomnepxkuBatomeii Tepanuu] B8 KU CALGB

100104 u 0,3% B cpaBuenuu ¢ 0% B KU IFM 2005-02, cootBercTBeHHO). [lanmeHTOB clieayeT
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pouH(POPMHUPOBATE O HEOOXOAMMOCTH CBOCBPEMEHHO cOOO0IIaTh O (eOPHIBHBIX 3IMU307aX,
MOJKET MOTPeOOBAThCS MPUOCTAHOBKA TEPATTUU U/WITH CHIDKEHUE 03I (CM. «Criocod mpuMeHeHus
U JI03BD»).

TpombouuTonenus 3 win 4 CcTeNeHW TSHKECTH OTMedanach 4Yalle Yy NalleHTOB Ha
MOJICP>KUBAIOLIEH Tepanuy JSHAIUIOMUIOM [0 CpaBHEHUIO ¢ rpymnmnoii mianedo B KM, kotopsie
OIICHUBAJIU TMOACP>KUBAIOIIYIO Tepanuio JeHaMaoMuaoM y nanuentoB ¢ BJIMM nocne TI'CK
(37,5% B cpaBuenuu ¢ 30,3% [17,9% B cpaBuenuu c 4,1% mocne Hauyana MoAep>KUBAIOIICH
tepariuu] B KM CALGB 100104 u 13,0% B cpaBuenuu c¢ 2,9% B KU IFM 2005-02,
cooTBeTCTBeHHO). [laenTamM u Bpayam peKOMEHIYeTCs OTCIIeKHBATh MPU3HAKUA U CUMIITOMBI
KPOBOTEUYEHMsI, BKJIIOUasi METEXUU U HOCOBBIE KPOBOTEUYEHMs, OCOOCHHO B CilydyasX, KOrja
OJIHOBPEMEHHO NPUMEHSEMbIC JICKAPCTBCHHBIC MPENapaThl CIOCOOHBI MOBHIIATH CKIIOHHOCTh K
kpoBoreueHussM (cM. «IlobGounoe neiictBue». I'emopparuueckue HapylieHus). Bnepsvie
OUACHOCMUPOBAHHASL  MHONCECMEEHHAS MUEIOMA. NayueHmvl, KOMOPbIM He HOKA3aHA
MPAHCHIAHMAYUs,  NOAyYasuiue JIeHATUOOMUO 6 KoMOumayuu ¢  Oopme3omMubom u
0eKcamemaszoHoOM

Yacrora pa3BuTusi HelTporneHun 4 CTENEHH TSHKECTH ObLIa HIDKE Y MAI[MEHTOB, MOTYYaBIIMX
JeYCHHWE JICHATUIOMHMIOM B KOMOHMHamuuh ¢ Oopre3omubom u jgekcamerasonom (RVd), B
cpaBHeHHMH C Tpymmoi yiederus Rd (2,7% B cpasaenun ¢ 5,9%) 8 KM SWOG S0777. Yactora
pa3BuTUs GeOpUITbHON HEHTpOIIeHHH 4 CTENEeHU TsHKEeCTH B rpynmax JjiedeHus RVd u Rd Obiia
onunakoBoit (0,0% B cpaBHenun c 0,4%). IlaumentoB crneayeT npouHPOPMHUPOBATH O
HEOOXOIMMOCTH CBOEBPEMEHHO COO00IIaTh O (eOPHIBHBIX 3MU30/1aX, MOXET MOTpeOOBaThCS
MPUOCTAHOBKA TEPANIUHU U/UIIU CHIKEHHUE 10351 (CM. «Croco0 MPUMEHEHHUS U A03bI»).

YacToTa pa3BUTHS TPOMOOIMTONECHUH 3 WK 4 CTETICHHU TSHKECTH ObLIA BBIIIE B TPYIIIE JICUCHUS
RVd B cpaBuenuu ¢ rpymnmoit Rd (17,2% B cpaBaenuu ¢ 9,4%).

Bnepsvie ouacnocmuposannas MHO*CECMBEHHAS MUEIOMA. NAYUEHMbl, KOMOPLIM He NOKA3aHA
MPAHCRAAHMAYUSA, NOSYUABUIUE TEHATUOOMUO 8 KOMOUHAYUU C HUSKUMU 003aMU OeKCAMEMA30Ha
HeliTponenuto 4 cteneHu TSXECTH peke HabI0Jalli y MAlUEHTOB, MOIYYaBIINX JICHATHIOMU/ B
KOMOHMHAIIMH C JeKCaMeTa30HOM, YeM y TalHueHTOB B rpymme cpaBHeHus (8,5% B rpymmax Rd
[HenpepriBHOE eueHue | u Rd18 [neuenue B Teuenue 18 4-HenenbHBIX IUKIIOB] IO CPABHEHHUIO C
15% B rpynme, npuanmaBmmx MPT (cm. «IlobouHoe paeiicTtBue»). Dnuzonsl GheOpHIIbHON
HEUTPONIEHUH 4 CTENEeHH TSHKECTH BCTPEYAINCh C OJWHAKOBOM YacTOTOM B TIpyImIe
JICHAJIMIOMU/I/ IeKCaMeTa30H (0,6% B rpymnmax MalEHTOB, IIOJIyYaBIIUX
nenanugomug/aexcamerason Rd u Rd18, mo cpaBuenuto ¢ 0,7% B rpynne MPT) (cm. «ITo6ouHoe
JICUCTBHEY).

TpombouuTonenus 3 win 4 cTeneHu TSKECTH Hablto1anach B MEHbIIIEH cTerneHu B rpynnax Rd u

58



Rd18, uem B rpynmne cpaBHeHus (8,1% B cpaBHenuu ¢ 11,1%, cOOTBETCTBEHHO).

Bnepsvie ouacnocmuposannas MHOMCECMBEHHAS MUETIOMA. NAYUEHMbL, KOMOPLIM He NOKA3aHd
MPAHCHAAHMAYUs, NOAYYalowue 1eHAIUOOMUO 8 COYEMAaHUU C MeAParaHom U npeoHU3010HOM
[Ipumenenue nenanmuaomuaa ¢ mendaranoMm u npeaauszoionoM B KU y mamuentoB ¢ B/IMM
COIMPOBOXKAAIOCH Oojiee BBICOKOM uYacToTOM HeilTponeHuun 4 creneHu Tspkectu (34,1% nns
TpyNIbl Tepanuu MendaraHoM, MPEIHU30JIOHOM U JICHATUAOMHUIOM U 3aTeM JICHAJIHIOMUIOM
[MPR+R] u Mendananom, mpeaHU30JI0HOM U JICHATUIOMHIOM U 3areM Iuianebo [MPR+p] mo
cpaBaenuto ¢ 7,8% B rpynne MPR+p) (cm. «Ilobounoe neiictBue»). Onu3onsl ¢edOpuabHON
HelTponeHnu 4 cTerneHu TshkecTH Habmoaanuck Hedacto (1,7% B rpynne MPR+R/MPR+p o
cpasuenuio ¢ 0,0% B rpymnmne MPp+p) (cm. «Ilobounoe neiicTBre»).

[TpruMmeHeHre KOMOMHAIIMY JICHATUIOMHEIA ¢ MeI(alaHOM U TPETHU30JIOHOM Y HanueHToB ¢ MM
COTPOBOXKAAIOCH O0Jiee BHICOKOM YacToTol TpomboruTornienuu 3 u 4 crenenu tsokectH (40,4% B
rpynie MPR+R/MPR+p 1o cpaBrenuto ¢ 13,7% B rpymne MPp+p) (cm. «ITobouHoe neiicTBHEY).
MHnoorcecmseennas muenroma: nayueHmel, NOAYYUSUIUE KAK MUHUMYM OOHY TUHUIO Mepanuu

Puck pasButus HelTponeHuUM 4 CTENEHU TSKECTH Yy MauumeHToB ¢ MM, moiayyuBHIMX Kak
MUHUMYM OJHY JIMHUIO TEpanuu, MPH OJHOBPEMEHHOM HAa3HAUYEHUU JICHANUIAOMHUIA U
JIeKcameTa3oHa  o4eHb  Bbicok  (5,1% B Tpymme = MalMeHTOB,  MOJYYaBIIMX
JICHAJIMIOMUJY/IeKcaMeTa3oH, oTHocuTenbHo 0,6% B Trpynme MNalMeHTOB, MOJTYYaBIIUX
iane0o/nekcamMerason).  Onu3oAbl  (HeOpHIBHOW  HEWTpPONEHWH 4  CTCICHH  TSDKECTH
PETUCTPUPYIOTCS HEYacTo (0,6% B rpymrme MAIEHTOB, MOJTy4aBIIUX
JeHaNTuIOMU/aeKcameTa3on, otHocutensHo 0,0% B rpynme MalMeHTOB, MOJTYYaBIIMX
mwianebo/nekcamerason) (cMm. «llobounoe geiictBue»). Bbicokas yactoTa  pa3BUTHUSA
TPOMOOIIUTONIEHUH 3 U 4 CTETIEHU TSDKECTH OTMEYaeTcsl y marueHToB ¢ MM npu 0THOBPEMEHHOM
Ha3HAYCHUH JleHAMuIoMuaa U JekcamertazoHa (9,9% wu 1,4%, COOTBETCTBEHHO, B TpyIIe
MAIMEHTOB, MOJIYYaBIINX JIEHAIUIOMHU/IeKcaMeTa30H, oTHocuTenbHO 2,3% u 0,0% B rpymme
MaIMeHTOB, MOJIyYaBIIUX IuTaedo/nekcameTa3on) (cMm. «IlobouHOE IeicTBHEY).
Muenooucniacmuueckue cCuHOpOMbl

VYV nanuentoB ¢ MJIC neueHue JIeHaTMOOMHUAOM Yallle BbI3bIBAJIO PA3BUTHE HEUTPONECHUH U
TpoMOouuToneHnu 3 u 4 cTeneHu Mo CpaBHEHUIO ¢ manebo (cM. pazaen «IlobouHoe aeiicTBre»).
Jlumehoma u3z Knemox MaHMuUiHOU 30Hbl

VYV nanuentoB ¢ MKIJI Helitponenuss 3 u 4 creneHu pa3BuBajiach 4daile Ha (OHE JICUEHHUs
JICHATUIOMUJIOM, YeM Y TIAIIMEHTOB KOHTPOJIbHOM rpynisl (cM. pasaen «Ilobounoe neiicTBuey).
DOoNUKYIAPHAA TUMPOMA UTU TUMPOMA U3 KTIEMOK MAPSUHATLHOU 30Hbl

[TpumeHeHue eHanuI0M11a B KOMOMHAIMU ¢ pUTyKcuMaboM y nanuenToB ¢ OJI u JIM3 cBs3zano

¢ OoJiee BHICOKOW YacTOTOM pa3BUTHUSI HEUTPOINEHUH 3 WM 4 CTETEHU TSXKECTH MO0 CPABHEHUIO C
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ManyeHTaMH, MOTyYaloIUMHK Tutane0o/puTykcumad. HeBbicokas yactoTa pa3Butus GeOprIbHON
HEUTpOIIEHMH M TPOMOOIMTONEHUU 3 Wi 4 CTENeHM TsDKECTH HaOdroanach Kak B TpyIIe
JCHATMIOMHU/I/ PUTYKCUMA0, Tak U B Tpynme/mianedo (cm. «IlobouHoe neiicTBue» ).

3abonesanus wumoBUOHOU Jicenesvl

Hmerotcst cooOrieHust o ciyyasx TMIIOTUPeo3a U runeptupeosa. [lepea HauaaoM JiedeHUs clieayer
OLICHUTH COMYTCTBYIOIIME 3a00JIeBaHUs, CIOCOOHBIC OKa3blBaTh BIUSHHE Ha (DYHKIUIO
IIMUTOBHIHOM Kese3bl. PeKoMeHIyeTcst IpOBOIUTH OLIEHKY (DYHKIIMU IIUTOBUIHOM KeJIe3bl Iepe
HAYaJIOM JICUCHHUS U €€ PeryJISIpHbII KOHTPOJIb Ha (pOHE MPUMEHEHUs Ipernapara.
Tlepughepuueckasn neviponamus

Mouekyna JeHaIUIOMHIA CTPYKTYPHO CXO0)Ka C MOJIEKYJION TaJMJIOMMJA, KOTOPbI M3BECTEH
CBOEH CITOCOOHOCTBIO BBI3BIBATH TSDKEIYIO mepHudepruecKyro Heipormaruto. Tem He MeHee, HE
OTMEUYEHO MOBBILIEHHON YacTOTHI pa3BUTHUS Nepudepudeckoii HeliponaTuu npu jeyeHnn BJIMM
Ha (OHE JeUeHHUs JICHATUAOMHUIOM B KOMOHMHAIIMHM C JEKCAaMETa30HOM WM MeldaraHoM U
IPEHU30JI0HOM, WIH IPU Ha3HAYEHWHU MOHOTEpPANUU JICHAIWJOMMJIOM, WIH IPU JJIUTEIbHOM
PUMEHEHUU JICHATUAOMUAA.

[IpumeHneHue JeHanuAOMHAa B KOMOWHAIMM C BHYTPUBEHHBIM BBeJE€HHEM Oopre3oMuba u
JeKcaMeTa30HoOM Yy mnaiueHToB ¢ MM cBsizaHo ¢ 0Oosiee BBICOKOM YacTOTOM pa3BUTHUS
nepudepudeckoit Heiipornatun. Yacrora pa3BuTHA nepuQeprudecKoir HenponaTuu Oblia HIXKE IpU
MIOJIKO’KHOM ITyTH BBeJeHHsI Ooprezomuba. bonee moapobHas mHpopManus ykazaHa B pasjene
«ITobouHoe neiicTBHE» W MHCTPYKUUU MO MEAUIIMHCKOMY MPUMEHEHUIO JEKapCTBEHHOIO
npemnapara 60pTe30Muo.

Cunopom «ecnvruxuy onyxonu (TFR) u cunopom nusuca onyxonu (TLS)

B cBa3n C BBIPAXKEHHOW aHTHUHEOIUIACTHUYECKOW AaKTUBHOCTBIO JICHAIMJIOMHJA BO3MOXKHO
pasButue TLS. Ha pone neuenus nenanunomunom TLS u TFR nabmoganuce yacto y nanueHToB
C XPOHHYECKUM JHMQOIUTAPHBIM JIEHKO30M M HEYAacTO Yy MAIUeHTOB C JuMdomoil. beum
3apeTUCTPUPOBAHBI U JIETabHBIE UCXOBI TLS BO Bpems mpuMeHeHHs JIeHAInoMu1a. Beicokomy
pucky paszButus TLS um TFR ocobGeHHO mOABEpKEHbI NAaIMEHTHl, WUMEIOIINE OOJIBIIYIO
OIyXOJIEBYIO Maccy JI0 Hayaya Tepanuu. Y TaKUX MaleHTOB HY>KHO OYeHb OCTOPOXKHO HAYMHATh
TEpanuio JEHATUIOMUAOM. 3a 3TMUMHU MAIMEHTaMH JIOJDKHO OBITh OPraHM30BAHO MOCTOSIHHOE
Ha0JI0/IeHNe, 0COOEHHO B T€UEHHUE MEPBOro LMKIJIA TEPAluy UM B MPOLIECCE MOBBIIMIEHUS A03bI
mpernapara, a Takke HeoOXOAMMO NPUMEHEHHE OOMICTIPUHATHIX NpoduiakTuyeckux mep. Ha
(oHe JleueHus JICHATMAOMHUIOM MalueHToB ¢ MM B pekux ciiydasx cooOINanoch O pa3BUTHHU
TLS, y matimentoB ¢ MJIC pa3sutue TLS He 3apeructpupoBaHo.

Jlumehoma u3z Knemox MaHMuiHOU 30HbL

Pexomenmyercs mocTtossHHOE HaOMO/eHWe W KOHTPOJb 3a cumnrtoMamu TFR. Ilanmentsr ¢
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YCTAaHOBJIEHHBIM B XOJI€ IMarHOCTUKN BBICOKUM MEKyHAPOJHBIM MPOTHOCTUYECKUM HMHIEKCOM
(MIPI) nnm ucxogHO reHepaTu30BaHHOM TuMQoaeHonaTuell (Hannurne, Kak MUHUMYM, OJTHOTO
ouara auameTpoMm > 7 cMm) MoryT uMeTh puck paszsutusg TFR. CuHIpoM TpaH3UTOPHOTO
yCyryOneHHs] KIMHUYECKUX TMPOSIBICHUN OMYXOJIHM MOXKET MAacKHUpPOBaTh IPOrPecCHpOBaHUE
3a0oneBanus. Ilanmentam, y koTopbix Obul muarHoctupoBaH TFR 1 wm 2 cremenu, Obuin
Ha3Ha4YeHbl TIOKoKopTuKocTepoupl, HIIBII w/mmu HapKOTHYECKHE aHANBIeTUKH IS
kynupoBanusi cumntomoB TFR. Pemenne o neuenmu TFR pomkHO 06asupoBartbes Ha
WHAUBUIYAIBHOM MOAXO0JIE K OLEHKE Pe3yIbTaTOB KIMHUYECKOT0 00CeI0BaHus MalueHTa (CM.
«Crioco6 nmpuMeHeHusI B 103b1», «[1000uHOE nelicTBHEY).

DONTUKYIAPHAA TUMPOMA UTU TUMPOMA U3 KIEMOK MAPSUHATLHOU 30HbL

Pexomenayercst mocTtossHHOe HaOMOAeHHE W KOHTpoib 3a cumnromamu TFR. Cunapom
TPAH3UTOPHOTO YCYTyOJleHHUs KIMHUYECKHUX MPOSBICHUN OMyXOJIM MOXKET MAacKHUpOBaTh
nporpeccupoBanue 3aboneBanus. [lanmentam, y koTopeix Obul nuarnoctupoBan TFR 1 u 2
CTeTeHH, ObUTM Ha3HAaYeHBI TIIOKOKopTHKOCcTepor b, HIIBII n/mmn HapkoTHUECKHE aHATTbI € TUKU
st kynupoBanuss cumnrtomoB TFR. Pemenune o neuenun TFR nomkHo OasupoBarbest Ha
WHAUBUAYAIbHOM MOAXO0/E K OLEHKE Pe3yIbTaTOB KIMHUYECKOTO 00CIe0BaHUS MalleHTa (CM.
«Criocob npuMeHeHus U 103b1», «I1000YHOE IeiCTBHEY).

Pexkomenmyercsi TmiarenbHbIM KOHTpoib U omeHka TLS. HeoOxommmo monaepikaHue ypoBHS
KHUJIKOCTH B OpraHM3Me MaIeHTOB, Nmpodumiraktnieckoe nedenue TLS, a taxxke mpoBeneHue
€XKEHEIENIbHOTO Pa3BEPHYTOr0 OMOXMMHUYECKOTO aHaINu3a KPOBHU B TEUEHUE MEPBOTO IUKIIA UITU
JI0JIbILIE B COOTBETCTBUU C KIMHUYECKMMHU MoKa3aHUAMHU (cM. «Crioco® MpUMEHEHHs U J103bD»,
«IToGouHOE nEercTBHEY ).

OI’ZVXOJZQGLZE macca

Jlumgoma u3 Knemox MaHmMuHoU 30Hbl

JleHanuaoMu He PEKOMEHIYETCs MPUMEHSTh Y MalMeHTOB ¢ OONBIION Maccod OMyXOoiu Mpu
HATMYUU ATTEPHATUBHBIX METOJIOB JICUCHHUS.

Pannsa cmepmuocmo

B KN MCL-002 B 1enoMm BBISBICHO 3aMETHOE yBeluWdeHHe paHHell (B TedeHue 20 Hememnb)
cMepTHOCTH. [lalleHThl ¢ UCXOJHO OOJNBIION MacCOi OMyXOJIM OTHOCATCS K TPYIINE BBHICOKOTO
pHCKa paHHEH CMEpTH: B IPYIIIIE JICHATUIOMUIA PAHHSSI CMEPTh Oblla 3aperucTpupoBaHa y 16 u3
81 marmmenTa (20%), a B KOHTpOJIBHOM Tpyte - y 2 u3 28 nanueHToB (7%). B Teuenue 52 nenens
JICUYEHUs OTU TIOKa3aTelld COCTaBUIH, COOTBETCTBeHHO, 40% (ymepno 32 manuenta u3 81) u 21%
(ymepino 6 manueHToB u3 28).

Heoicenamenvnwvie nexapcmeennvie peaxyuu (HJIP)

B KN MCL-002 tepanust ieHamuagoMuaoM Obuta oTMeHeHa y 11 u3 81 manueHToB ¢ O0ibIIon
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Mmaccoit onyxonu (14%) Bo Bpems 1 1uKiIa Ie4eHUs, a B KOHTPOJIbHOU rpymmne - y 1 manuenTa u3
28 (4%). OcHOBHOM TPUYMHON OTMEHBI JICUEHHUS y MALUEHTOB ¢ OOJNBIIONW MAaccoil OMmyXoiu B
rpymnme JeHaauaomMuaa Bo BpeMs | mukna Osuio pazsutue HJIP y 7 mammenTtoB u3 11 (64%).
Takum o0pa3om, MaueHTh! ¢ OOIBIION MAacCO OMYyXOIH TOJIKHBI HAXOAUTHCS MO ITOCTOSTHHBIM
HaOmoaeHueM st KouTpods 3a HJIP (cm. «IloGounoe nerictBuey), BKirovas cumntombl TFR.
Pexomennanuu mo M3MEeHEHUIO 1O3bl Ipenapara npu passutud TFR npuseneHs! B paszene
«Cnoco06 mpuMeHeHHs W J03bl». bonbmias macca OMyXonM OmpenenseTcs Npu HAIWYHH Y
MalueHTa, 1o MEHbIIIeH Mepe, OTHOTO o4ara pa3Mepom > 5 cM B AuaMeTrpe Ju60 3 ouaros > 3 cM.
Annepauueckue peakyuu u msoicesblie KOJHCHblE peaKyuu

HmeroTes cooOIeHns 0 cayvasx aJulepru4ecKUX peakiuii, BKIIoYas aHrHOHEBPOTUYECKHIA OTEK,
aHA(UIAKTHYECKYIO PEaKIHI0, U TSDKENBIX KOXKHBIX peakiusx, BKIo4as cuHapoMm CTuBeHca-
Jxoucona (SJS), Tokcnueckuii anunepmanbubiil Hekponus (TEN) u nexapcTBeHHYIO peakiuio ¢
s03uHOBMIMEH U cucTeMHO# cummnroMaTrkoi (DRESS-cunapom) y marueHToB, MPUHAMAIOIIHX
nenamunomuy (cMm. «Ilobounoe neiicTBue»). Jlewammii Bpad [OOHKEH NPOUH(OPMHUPOBATH
NalMeHTa O CHUMITOMAaxX JSTHUX pEak[uid W TOPEKOMEHIIOBaTh HEMEIJICHHO OOpaTUThCS 3a
MEAMIIMHCKOW TIOMOIIBIO B cllydae uX pa3Butus. [Ipu mosBieHnH aHTHOHEBPOTHYECKOTO OTEKa,
aHapUIAKTUYECKON peakluu, SKC(OIMATUBHBIX WM OyIJIE3HBIX BBICHIMTAHUNA HAa KOXKE HIIU
NOJI03pEHNH Ha pa3BuTHe cuHApoma CTrBeHca-/[PKOHCOHA, WIIM TOKCHUYECKOTO 3IUAECPMATHLHOTO
Hekponuza, wiun DRESS-cunznpoma cnenyer HeEMEIUIEHHO MPEKpAaTUTh PUMEHEHHE
JICHAIMJIOMU/IA, JICYCHHE KOTOPBIM HE CJelyeT BO30OHOBISTh M MOCJE MCUE3HOBEHUS KOMKHBIX
nposiBineHuil. Heo6XxoquMocTh nepepbiBa WM OTMEHBI JIEHAIMAOMUIA CIelyeT pacCMOTPETh B
cilydae TMOSIBIICHUS APYTUX BHIOB KOXKHBIX PEAKIMI B 3aBHCHUMOCTH OT UX BBIPAKEHHOCTH. B
CBSI3U C TEM, YTO UMEIOTCS Hay4YHbIE yOIIMKAINU O BOZMOKHBIX MTEPEKPECTHBIX PEAKIUSIX MEKITY
JEHAIUJIOMUJIOM U TalIUJOMUAOM, CJEIyeT C O0CO0OH THIATEIbHOCTbIO KOHTPOJUPOBAThH
COCTOSIHUE TAllMEHTOB, Y KOTOPHIX B aHAMHE3€ €CTh yKa3aHHs Ha aJlJIeprUYecKHe peakluu B
NEepUOJ JICYCHUS TaTUIOMUIOM. JIeHamMmoMHIl HeNb3s Ha3HA4YaTh NAMEHTaM, Y KOTOPBIX
UMEIOTCS B aHAMHE3€ YKa3aHHsI Ha TsHKEITbIe KOXKHBIE peakiui Ha )OHE MPUMEHEHHS TaTHIOMUIA.
Henepenocumocmu naxmo3swi

B cocraB kancyn mnpemapara JleHanuaoMua BXOOUT JakTo3a. IlammeHtam ¢ peakumu
3a00JICBaHUSMH - HETIEPEHOCHMOCTBIO TaJlaKTO3bl, Te(DUIIUTOM JaKTa3bl Jlamma uim CHHIPOMOM
TIIIOKO30-TAIAaKTO3HON MalibabcopOIny He peKOMEHIyeTCs TPUMEHEHHE Tipenapara.

Paszeumue nepeuyunuvlx 310KauecmeenHbIX onyxoae Opy20u J0KATU3AYUU

B KM ormeuena Oosee BbICOKas YacTOTa BO3HUKHOBEHMS MEPBUYHBIX 3JI0KAYECTBEHHBIX
omyxosied apyroit sokamuzamuu ([TIOJIJI) y mamueHTOB, paHee TMOMy4YaBIIUX JICUCHUE

JICHAJIMJOMUJIOM U JlekcameTa3oHoM (3,98 Ha 100 yenoBeko-JeT) Mo CpaBHEHUIO ¢ KOHTPOJIbHON
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rpynmoi (1,38 na 100 uenmomeko-ner). HewnBasuBubie I[1OJ[JI Brmrowanmu 6azanvomy u
MJIOCKOKJIETOUHBIN pak Koxu. bonbmas wacts muBasuBHbIX [IOJ1JI oTHOCHIACh K CONHMIHBIM
OITYXOJISIM.

B KU y nanmentoB ¢ BJIMM, kotopsim He Obuta mokazana TI'CK, momy4aBmmx JeHaIHIOMUT B
KOMOMHAIIMM € MendalaHoM M MPEJAHU30JI0HOM JI0 TMPOTPECCHpPOBaHUS, HAOIIOAANOCH
yBenmueHue 3aboneBaemoctu rematonorndeckumu [1OJT (OMIIL, M/JIC) B 4,9 paza (1,75 na 100
YeJIOBEKO-JIET) 10 CPaBHEHMIO C MAIMEHTAaMH, MOJIy4YaBIIUMH MendasaH B KOMOMHALUHU C
npeaau3ononomM (0,36 Ha 100 genmoBeko-yeT). YBenuuenue 3adbonaeBaemMoctu conmuaabiMu 11011
B 2,12 paza oTMe4asnoch y MalMEHTOB, MOTYYaBIIUX JeHATUIOMUT (9 UKIOB) B KOMOMHAIIMH C
mendananom u npenauszononom (1,57 na 100 gemoBeko-JieT) Mo CpaBHEHUIO ¢ MendanaHoM B
KoMOuHanuu ¢ npeaau3ononom (0,74 na 100 yenoBeko-ner).

Y DamnueHToB, TMONy4YaBIIMX JICHAIMJOMHJ B KOMOMHAIIMM C JIEKCAMETAa30HOM [0
MPOrPEeCcCUPOBaHUs WIH B TeueHHe 18 mecsiieB, 3a0oneBaemMocTsh rematonorndeckumu [1O/1J1 He
yBenuunBaiack (0,16 na 100 yenoBeko-ner) no cpaBuenuto ¢ npuemom MPT (0,79 ma 100
YEJIOBEKO-JIET).

YBenuuenue 3aboneBaemoctu conuauabiMu [TIOJI B 1,3 paza 3apeructpupoBaHO y HaIHEHTOB,
MOJyYaBIIUX JICHATHIOMHU B KOMOHMHAIIMM C JEKCAMETAa30HOM JO MPOTPECCUPOBAHMS WIH B
teueHue 18 mecsues (1,58 na 100 yenoBeko-ner) no cpaBuenuto ¢ npuemom MPT (1,19 na 100
YEJIOBEKO-JIET).

Y mauumentoB ¢ BJIMM, mnony4ammux JIE€HAIUIOMHI B KOMOMHAalUUMU C OOpTE30MHOOM H
JIeKCaMeTa30HOM, yacToTa pa3Butusa rematosornueckux [IOJJI cocrasmsma 0,00-0,16 Ha 100
YeIIOBEKO-JIeT, a 4actora pasButus commaaeix [1OJJT - 0,21-1,04 ma 100 dYemoBeko-jeT.
[ToBbimeHHbI puck pazButust remarosornyeckux I[IOJJI Ha ¢one mpuema neHamuaOMHUIA
aKkTyaJieH Takxe M s naureHtoB ¢ B/IMM nocne TpaHCniaHTalluu CTBOJIOBBIX KJIETOK. XOTS
ATOT PUCK €I HE MOJHOCThIO 0XapaKTepU30BaH, €ro Hy>KHO UMETh B BUY, IPUHUMAs pELICHUE
0 Ha3HAUEHUU JICHAIUIOMH/1a JAHHOM TPpYIINe Nal[UeHTOB.

Yacrora rematonorudeckux [IO/JI, rmaBubM o6pazom, OMIJI, MJIC u B-knerounsix numpom
(Bimouast auMmdomy XoJpkkuHa), cocraBmsia 1,31 Ha 100 denoBeko-leT Uis TPYIIBI
nenamuomuaa u 0,58 Ha 100 uenoBeko-ner ams rpynmnsl miane6o (1,02 va 100 yenoBeko-neT s
rpynnsl JeHamuaoMuaa nociae TI'CK u 0,60 na 100 yenoBeko-neT sl MalMeHTOB, KOTOPBIE HE
nosrydanu aeHanuaomun nocie TT'CK). Yactora pazsutus conuaasix [IO/JI cocrapnsina 1,36 Ha
100 genoBeko-net A rpynmsl JeHanuaomuaa u 1,05 va 100 yenoBeko-ieT A rpynisl miamne6o
(1,26 na 100 uenoBeko-net ans rpynmnsl JeHaauomuaa nociae TT'CK u 0,60 va 100 yenoeko-ier
TSl TTAIMEHTOB, KOTOpBIE HE moxydanu JieHanuaomu rnocie TT'CK).

Puck paseutus remaronormueckux [IOJIJI cnmegyer yuuThiBaTh mepen Ha3HAYCHUEM
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JICHAJIMJIOMU/IA KaK B KOMOMHANIUU ¢ Mel(amaHOM, TaK U HEMOCPEACTBEHHO MOCIe TPUMEHEHUS
BJAM/TI'CK. Bpaun [0/DKHBEI BHUMATENBHO OOCIEIOBATh MAIMEHTOB C HWCIOJIB30BaHUEM
CTaH/JAapPTHBIX JUArHOCTHYECKUX MeTon0B /s BbisiBiIeHUs [IO/JI kak nmepea HavyamoMm Teparnuu,
TaK ¥ B TEYCHHE BCETO Mepro/ia jeueHus. Jleuenue cienryet NpoBOAUTh COrNIACHO OOIIETIPUHSATHIM
PEKOMEHIaLIUSIM.

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

Kapuomun

HcxonaHsle  mepeMeHHble, BKJIIOYas  COBOKYIMHOCTh  IIUTOT€HETUYECKUX  HAPYIICHUIA,
pelonpeeNsaoT nporpeccupoBanue 10 OMJI y nanueHToB, 3aBUCUMbBIX OT FeMOTpaHcy3uil 1
JEMOHCTPHUPYIOIIUX Jienenuio 5¢. B xone komOunnpoBannoro ananusa nsyx KU1 nenanuaomuaa
y narueHToB ¢ MJIC HU3KOTO M MPOMEXYTOUHOro-1 pucKa OBIJIO OTMEYEHO, YTO MAIUEHTHI CO
CIIOKHBIMU ITUTOTCHETUYECKUMU HAPYIICHUSMHU JEMOHCTPUPOBAIU CAMBIN BBICOKUH 2-JTE€THUN
KyMYJSITUBHBIM puck mporpeccupoBanus a0 OMII (38,6%). IIpornosupyemas wyactoTa
nporpeccupoBanus 1o OMJI B TedyeHue 2 JieT y HallMEHTOB C M30JIMPOBAHHOM jenenued 5q
coctaBuia 13,8% mo cpaBaenuto ¢ 17,3% y nanueHToB ¢ Aesienuei Sq U OJHUM JIOMIOJIHUTEIbHBIM
[IUTOTEHETHUECKUM HAPYIICHHEM.

CoOOTBETCTBEHHO, COOTHOIIEHHE TOJIb3a/PUCK Tepanuu JeHanuaoMuaoM nanuentoB ¢ M/IC5q B
COYETaHUH C KOMIUIEKCOM LIUTOT€HETUUYECKUX HapyIIEHUH HEU3BECTHO.

Onyxonesviii npomeun P53 (TP53)

Mytamus TP53 Boznukaetr y 20-25% nauuentoB ¢ MJIC5q ¢ HU3KMM PUCKOM U COIPSIKEHA C
BBICOKMM pHCKOM mporpeccupoBanusd g0 OMIL Ilpu perpocnektuBHOM aHanmuze KU
nenamunomuaa npu MJIC Hu3koro u npomexytodnoro-1 pucka (MDS-004) mporaoszupyemast
yactota mnporpeccupoBanus 10 OMJI B Teuenue 2 ner cocraBmsier 27,5% y TalMEHTOB C
noJoXUTeNbHBIM  pe3yiabraroM MI'X-p53 (1% ypoBeHb OTCEYKM CHIIBHOTO —SAEPHOTO
OKpaIlIMBAaHUS C HUCIOJIb30BAHUEM HMMYHOTHCTOXMMHYECKOH OIleHKH Oenka p53 B KadyecTBe
3aMeHUTENs MyTalmoHHoro craryca TP53) u 3,6% y mauMeHToB ¢ OTpULIATENbHBIM PE3YIbTaTOM
NUT'X-p53 (p = 0,0038) (cm. «IToGouHOE AEHCTBHEY).

IIpozpeccuposanue 0o Opyeux 3noxavecmeentuvix onyxoneu npu MKJI

V¥ nanuentoB ¢ MKJI OMJI, B-knerounsle OnyXonu M HEMEIAHOMHBIM paKk KOXKHU SIBIISIOTCS
UACHTU(PUIIMPOBAHHBIM PUCKOM.

Pazeumue nepsuunvix 3n10xauecmeaennvix onyxoaetii opyeou noxaruzayuu npu DJI unu JIM3

B uccrnenoBanuu ¢ ydactueMm MaIMeHTOB ¢ peuuauBupytouiei/pedpakrepnoit @JI u JIM3 He
OTMEYaJoch MOBbIIIeHUA pucka paszutus [IOJI B rpynme neHanuaoMua/putykcumad 1o
CpaBHEHHIO ¢ rpymmoi mianedo/putykcumad. ['emaronornueckue [1OJI OMJI Bozuukmu B 0,25

ciaydyaeB Ha 100 yenoBeko-yier B rpymnmne jJeHanuaoMug/putykcumad u B 0,48 ciyuaeB Ha 100
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YEJIOBEKO-JIET B TpyNme TMAalMeHTOB, TOJMydYaBIIMX Iutane0o/putykcumad. Yactora
BO3HUKHOBEHHUsI remaToiornueckux u conuaubix [TIOJI (3a uckiitoueHrnemM HeMeJIaHOMHOTO paKa
KoxH) cocraBuna 0,74 caydaes Ha 100 4emoBeKo-JeT B IpynIe JeHATUAOMU/puTyKcuMao u 1,97
ciydyaeB Ha 100 yenmoBeKko-JeT B Ipymle MalUMeHTOB, MOJY4YaBUIMX IUIale00/puTyKCUMal, Mpu
MeJuaHe IJIMTEILHOCTH Ieproia HaomoaeHui 29,8 mecsnes (nuamas3oH - ot 0,5 1o 51,3 mecsia).
HemenaHoMHBI pak KOXHU  SBISCTCS HMJICHTUQUIUPOBAHHBIM PHCKOM ¥ BKJIFOYAET
IUIOCKOKJICTOYHBIN pak v 0a3aIbHOKJIETOYHBIN paK KOXKH.

Bpauam cnenyer npoBoauth MoHuTOpuHTr passutus [1O/JI y manuenrtos. [lpu paccmoTpenuu
BOIIPOCA O TEPANUH JICHATUIOMHUIOM CJIEAYET YUYUTHIBATh, KaK MMOTEHUUAIbHBIE IPEUMYLIECTBA
JEeHAIMOMU/A, TaK U pucK Bo3HUKHOBeHUs [1O/JI.

Hapywenus co cmoponuvl neuenu

[leueHouHass HEAOCTATOYHOCTb, BKIOYAs CIydald CO CMEpPTEIbHBIM HCXOAOM, Oblia
3apEeruCTPUpPOBaHa y TMALMEHTOB, MOJYYaBIIUX JICHATUAOMHUI B paMKaX KOMOMHMPOBaAHHOMN
Tepanuu: OCTpas MEUYEHOYHAass HEJOCTaTOYHOCTb, TOKCUYECKUH TIeNaTuT, LUTOIUTHYECKUN
TeTaTHUT, XOJECTATUYCCKUH TeIaTUT M CMEIIAaHHBIA IATOJUTHICCKHI/X0JICCTATHYCCKHUIA TeIIaTHT.
MexaHu3Mbl TSDKEJION JIEKAPCTBEHHOW TEMAaTOTOKCUYHOCTH OCTAKOTCSI HEU3BECTHBIMM, XOTS B
HEKOTOPBIX CIIy4asX IMpelblayllee BHpPYCHOE 3a00jieBaHUE MEYEHH, HCXOJHOE IOBBIIICHUE
AKTUBHOCTH (DEPMEHTOB NEUYEHH U, BO3MOXKHO, JICYCHHE aHTUOMOTHKAMHU MOTYT OBITh (pakTOpaMu
pucka.

YacTto perucTpupoBaiuCh (PYHKIMOHAIBHBIE OTKJIOHEHHUS IEYeHH, HO OOBIYHO OHU ObLIH
0ecCUMIITOMHBIMU U OOpaTUMBIMU TIOCNIE TpeKpaimieHus Tepanuu. [locme BOCCTaHOBIEHUS
MoKa3areie /10 MCXOJHOTO YPOBHSI TEpalui0 MOXHO BO300HOBUTH B 0ojiee HU3KOW J103€.
JlenanuaoMu BBIBOJUTCS NMOYKaMU. BakHO CKOppEKTHpOBaTh A03y Ipernapara y HalUueHTOB C
MOYEYHON HEJO0CTATOYHOCTHIO, UTOOBI M30€XKaTh MOCTHKEHUS B IJIa3Me KPOBU KOHIIEHTpAIUH,
KOTOpPbIE MOTYT IMOBBICUTh PUCK pa3BUTHs remaroiornueckux HJIP unm rematorokcuuHOCTH.
Pexomenyercs KOHTpoIMpoBaTh (PYHKLHMIO EYEHHU, OCOOCHHO NMPHU HAJTUYUU COMYTCTBYIOIIETO
BHUPYCHOTO 3a00JIeBaHUs MEUYEHW WJIM YKa3aHHs Ha HEro B aHaMHE3€, WU NpPH NPUMEHEHUH
JeHATMOMUIa B KOMOMHAIIMK C TpernapaTraMu, BHI3bIBAIONIMMH HapylieHHue (QYHKIUU TEUYCHU.
Hnghexyus c netimponenueti unu 6e3 maxkosou

[Tarmentsl ¢ MM noaBepeHbl pa3BUTHIO MH(EKIMI, BKItOYas MHEBMOHUIO. bonee BpICOKUI
ypOBeHb HWHOUIMPOBaHUS HaOmMomancs y mnanueHtoB ¢ BJ/IMM, koTopplM He mMOKa3aHa
TpaHCIUIAaHTAIMsl, Ha JOHE JICUeHHUs JICHAIMOMUIOM B KOMOMHAIIMH C JIEKCAMETAa30HOM, YeM Ha
¢one neuenuss MPT, u y mnamuentoB ¢ BJIMM mnocie TI'CK, xoTopelM HpOBOIMIN
MOJIEP>KUBAIOLIYI0 TEPAIUIO JIEHAIUIOMHJIOM B CpaBHEHUH ¢ I1ane0o. Mudeknuu > 3 crenenu

TSOKECTH DPAa3BUBAIKNCH B YCJIOBUAX HEHUTPONEHUM MEHEe 4YeM Yy OJHOW TpeTH MalueHTOB. 3a
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NalUeHTaMu C M3BECTHBIMU (haKTOpaMu pHCKa HHQUIMPOBAHUS HEOOXOIMMO THIATENIBHO
HaOmonate. Beem mammeHTaM peKOMEHIyeTCsl He3aMeIIMTEIbHO OOpaTUThCS K Bpady Npu
NEepBbIX NpU3HAKaX MHOEKUUU (Hampumep, Kamieidb, JUXOpaaKa U T. [I.), YTO IMO3BOJIAET MPH
paHHEM JICUEHUH CHU3UTh CTENEHb TAKECTH.

Peaxmusayus eupycnou ungexyuu

Coo01manocs o ciay4asx BUpYCHON PeaKTUBAIIUH Y MAIIMEHTOB Ha ()OHE TepaINH JICHATUIOMHJIOM,
BKJIIOUAsl CEPhE3HBIE Cllyyal peakTUBALMU BUpYca omnosichiBatolero jumas (Herpes zoster) wiun
renatuta B (HBV).

B HekoTOpBIX cllydasx peakTUBAllMU BUPYCHON MH(EKINN HAOII0AAIICS JIETATbHBINA UCXOI.

B psane cinydaeB peakTuBanys BUpyca ONosChIBAIOIIETO JIMIIasi IPUBOIMIA K €r0 JUCCEMUHALUN
U Pa3BUTUIO BHUPYCHOI'O MEHHHTHTAa WM BHPYCHOTO TOPAXEHHUs TIJa3, KOTOpble TpeOoBaiu
BPEMEHHOM MPUOCTAHOBKU TEpAlUM JICHATUJOMHUAOM, WIM IOJHOIO €€ NpPeKpalleHus u
Ha3HA4Y€HHs COOTBETCTBYIOILIEH MPOTUBOBUPYCHOM TEpAIH.

O peakTuBauMM BUpyca renaruta B y manueHToB, MOIy4yaBIIMX TEPANUIO JICHATUAOMUIOM U
NepeHeclnX paHee rematuT B, cooOmanock peako. Y HEKOTOPBIX M3 JITHX IAIUEHTOB
peakTUBanus BHpyca IpUBelIa K Pa3BUTHUI0 OCTPOM IEYEHOYHOM HEJOCTATOYHOCTH,
MPEKPAIICHUIO TEpaluy JICHATMJOMHUIOM M HAa3HAYECHUIO MPOTUBOBUPYCHBIX IpemnapaTtos. Jlo
Hayaja JeYEHUs JICHAIUIOMHUIOM BCEM NAILMEHTaM CJIEyeT IPOBECTH TECT HAa HAJIMUYME BUpYyca
renatuta B. Ilpu mosiyueHHH NOJOKUTENBHOIO pe3yjbTaTa PEKOMEHIYETCSl KOHCYJIbTalus
renaronora. CrneayeT co0ir0aTh OCTOPOKHOCTh MPHU JICYCHUH JICHATUIOMHUOM MallMEeHTOB C
HBV B anamuese, BKJIIOYas U T€X, y KOTOPBIX PE3yJbTaThl TECTa Ha aHTHUTENA K SIECPHOMY
antureny HBV (HBc) nonoxwutenbHble mpu oTpuuaTenbHoM pesynbrate Ha HBsAg. Otu
NAlUEHThl JOJDKHBI HaXOAMTbCS TMOJ TOCTOSHHBIM HAOMIOJEHUEM JJIsi CBOEBPEMEHHOTO
BBISIBJICHHUsS] CUMITOMOB akTuBauuu uHpexkuun HBV Ha mpoTskeHun Bcero kypca JiedeHHs.
IIpozepeccupyrowas mynomugoxanvHas 1eukosHyegaronamus

Coo01manock o ciiydasx pa3BUTHS MPOTPECCUPYIONICH MyJIbTU(POKATHHON JIeHKOIHIIePaTonaTuu
(IIMJI) y nanueHToB, NPUHUMABIINX JEHATUAOMUJ, BKIIOYAs CIy4yau C JIETAIBHBIM HCXOIOM.
Cornacno cooOmmenusim [TIMJI pa3BuBanach B neproj OT HECKOJIbKUX MECALIEB /IO HECKOJIBKUX JIET
1ocje Hayvaja JEeYeHMs JIeHAIUJIOMHUIOM. B OCHOBHOM cOOOMIANIOCh O Cy4asX Yy HalMeHTOB,
MOJyYyaBIIUX  COMYTCTBYIOIIEE JICUEHHWE JEKCAaMETa30HOM, WJIM paHee MpOIIEAIINX
XUMHOTEpaNuio JIpyrMM HMMYHOJENPECCHUBHBIM IpernaparoM. Bpawyam criemyer peryiaspHO
IPOBOJIUTH MEAULUHCKUI 0cMOTp narueHToB. [1pu coctaBnennu auddepeHnnanbHOro quarHosa
y HAI[MEHTOB C HOBBIMU WJIX IIPOTPECCUPYIOIMMHU HEBPOJIOTUYECKUMHU CUMIITOMAaMH, ITPU3HAKaMU
KOTHUTHBHBIX U MOBEJACHYECKUX HApyIIEHUH, HEOOXOAUMO YYUTHIBATH BOZMOXHOCTh Pa3BUTHS

[IMJI. TlanueHTOB cleayeT MpeaynpeanTh O TOM, YTO UM CTOUT COOOIIUTH CBOMM OJIM3KUM U
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JULAM, YXaKUBAIOIIMMH 33 HUMH, O JICYEHUH, IMOCKOJIbKY OHM MOTYT 3aMETUTh CUMIITOMBI, O
KOTOPBIX MAllMEHT HE 3HAET.

Juarnoctuxa [IMJI nomkHa BKJIIOUYaTh HEBPOJIOTUYECKOE 0OCIIEI0BAaHUE, IPOBEAEHHE MAarHUTHO-
PE30HAHCHON TOMOrpaduu TOJIOBHOTO MO3ra U aHAIM3 CIIMHHOMO3TOBOM >KUJIKOCTH Ha HaJu4ue
JHK Bupyca JIxona Kannunarema (Bupyca JC) ¢ mMOMOIIBI0O METOJA MOJUMEPA3HON IEITHON
peakiuu (I1LP). B kauectBe ambrepHatuBbl [IL[P-uccrienoBanuio MOXKET OBITH MPOBEACHA
Ouoricusi rosoBHOro Mosra Juisg onpezeneHus supyca JC. Otpunarenshbiii pesynaptar [1LP-
ucciaenoBanuss Ha Bupyc JC He wuckmouaer paszsutue [IMJI. HeobOxommmo oOecneduTh
JOTIOTHUTEIbHOE HAOII0JeHHUE 32 MallMEHTOM U IPOBECTH JOTOIHUTEIbHBIC UCCIICOBAHUS, €CIIU
QIbTEPHATUBHBIN TUAarHO3 HE MOXET OBITh YCTaHOBJICH.

[Tpu Hanwumu noo3penus Ha pasputue [IMJI nanpHEWINI MpueM JICHATHIOMI/IA JOKEH OBITh
MIPUOCTAHOBIIEH JI0 TeX Mop, oka auarHo3 [IMJI e 6ynet uckioueH. B ciydae moareepxaeHus
nuarnosa [IMJI npuem neHanuaoMu1a J10KeH ObITh OKOHYATENFHO MPEKPAaIleH.

Tayuenmwr ¢ BJIMM

Boree BrICOKHI ypPOBEHb HETIEPEHOCHMOCTH KOMOMHUPOBAHHOM Tepanuu JeHamuaomugom (HJIP
3 unu 4 creneHu TsKecTH, cepbesnbie HJIP, mpekpaienue jgeueHusi) orMeyancsl y MmaiueHToB
ctapuie 75 et ¢ Il cragueit cornacHo MexayHapoaHou cucteme ctaaupoBanus (1SS), ¢ cymmoit
6amtoB no mkane ECOG > 2 wimm KK < 60 mu/mun. [lepen Ha3HadeHueMm JieHATUAOMHIA B
KOMOMHAIMU C APYTUMH IIpernapaTaMy HyKHO TIIATEIbHO OLEHUTHh BO3MOXHYIO IEPEHOCHMOCTb
9TOM TepamuM y MalMeHTOB ¢ ydyeToMm ux Bo3pacta, III craguu ISS, ECOG > 2 wiu KK < 60
mi/muH (M. «Crioco0 npumenenus u 103b1» 1 «[lobouHoe AeiicTBIEY).

Kamapaxma

C Oornee BBICOKOI 4acTOTOM KaTapakTa OTMEYaJlach Yy MallME€HTOB, OJYyYaBUINX JIEHATIUIOMU]L B
KOMOMHAIMM C JIeKCaMEeTa30HOM, OCOOEHHO Tpu AJIUTENbHOM Tepamuu. PexkomeHnnmyercs
PEryJsipHBIA KOHTPOJIb 3PEHHUS.

Cneyuanvhvie Mepvl RPEOOCMOPOHCHOCMU NPU YMUAUZAYUU U 00PAUEeHUU C NPenapamom

He cnenyer oTkpbiBaTh Wi pa3gaBiuBaTh Karcyibl. ECiy mopoIok JieHanu10MiAa Nona aeT Ha
KOXY, CIENyeT HEMENJIEHHO TINATEIbHO MPOMBITh KOXKY BOMOH ¢ MbuloM. Eciu nenanuaomun
NOTAAET Ha CIU3HUCThIE 000JI0UYKH, UX HEOOXOAUMO TIIATEIBHO IPOMBITH BOJIOM.

MenuuuHckre paOOTHUKKM W JIMIIA, OCYUIECTBISIOIIME YXOJ, JOJKHBI HOCHUTH OJIHOPA30BbIE
nepyaTKy Mpu oOpalleHuu ¢ OJIMCTEpOM WIIM Karcysiaod. 3aTeM MepyaTKu ClelIyeT OCTOPOKHO
CHSITh, YTOOBI HE JOMYCTUTh KOHTAKTa C KOXEH, MOMECTUTh B T€PMETHUHBIN MOIMITUICHOBBII
HaKeT U YTHJIN3UPOBATh B COOTBETCTBUU C MECTHBIMU TpeboBaHMsMU. [Tociie 3Toro pyku cienyer
THIATEIbHO BBIMBITH BOJOH C MBUIOM. bepeMEeHHBIM KEHIIMHAM HWJIM KEHIIWHAM, KOTOphIE

MOJI03PEBAIOT, YTO OHU MOTYT OBITh OEpEeMEHHbI, HE ClieAyeT MpHUKacaThCs K OIUCTEpY WU
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KarcyJe.
Heucnonp3oBaHHbll Ipenapar peKOMEHAYETCS BO3BPAaTUTb B MEIMIMHCKOE YUYPEKICHHUE I10
OKOHYAHUU JIEYEHUs JUld O€30laCHOr0 YHHUYTOXEHHS B COOTBETCTBUM C MECTHBIMHU

TpeOOBAHUSIMU.

Binsinne Ha cIOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHU CPeJACTBAMM, MeXaHU3MAaMH

JleHanuoMH], OKa3blBaeT HE3HAUUTEIbHOE MM YMEPEHHOE BO3JACHCTBHE HA CIIOCOOHOCTH
yHOPaBJIATh TPAHCIOPTHBIMU CPEJCTBAMHU U PaOOTaTh C MOTEHIMAIBHO OMACHBIMU MEXaHU3MaMH.
Bo Bpems jeueHMs JIEHATUAOMHIOM OTMEYAIUCh CJIa0OCTh, TOJIOBOKPYXEHHE, COHJIMBOCTD,
BEPTUTO U HEYETKOCTh 3pEHUs. B CBSI3M C 3TUM cieayeT MposBIATh 0CO0YI0 OCTOPOKHOCTH MPU

YIPpaBJIE€HUHU TPAHCIOPTHBIMU CPEJCTBAMH U pabOTE C MEXaHU3MaMHU.

dopMa BbIIIYCKa

Kancynet 5 mr, 10 mr, 15 Mr u 25 mr.

ITo 4, 7, 10, 14 kancyn B KOHTYpHYIO SYEHKOBYIO YIAKOBKY W3 IUIEHKH MOJIMBUHUIXJIOPUIHOM,
a100 MJIEHKH IOJIMBUHWIXJIOPUAHON/IOJIMBUHWINACHXJIOPUAHON U (OJIBIM  ATIOMUHUEBOU
ME€YaTHOW JJAKUPOBAHHOM.

Wm nmo 4, 7, 10, 14 xancyn B KOHTYpPHYIO SYEMKOBYIO YIAaKOBKY W3 Marepuaia
KOMOHMHHUPOBAaHHOTO Ha OCHOBE ()OJIbIM (TPEXCIOWHBIA MaTepuall, BKIOYAIOLINHN aTFOMUHHEBYIO
(bomnbry, INIEHKY U3 OPUEHTHPOBAHHOIO MOJIMAMU/IA, TTOJIMBUHIIXJIOPUAHYIO MJIEHKY) U (OJIBIU
AJTIOMUHHUEBOM NT€YaTHOM JTaKUPOBAHHOM.

1,2,3,4,7 nnu 10 KOHTYpHBIX SYEHKOBBIX YIIAKOBOK BMECTE C MHCTPYKIMEH 110 MEIULIUHCKOMY

MMPUMCHCHUTIO (J'II/ICTOK'BKJ'IaI[LIIJ_I) NOMCHIAKOT B KAPTOHHYIO YIIAKOBKY (naqu).

YciaoBust XxpaHeHust
I[Tpu Temmnieparype He Bbiie 25 °C.

XpaHWUTb B HEOCTYITHOM JJIsI IETEN MECTE.

Cpoxk rognocTu
3 roxa.

He MNPUMCHATH IO UCTCUCHUU CPpOKA T'OAHOCTHU.

YcaoBust ormycka

OTnycKaroT Mo peLenTy.
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