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MUHUCTEPCTBO 3/IPABOOXPAHEHWS POCCUMCKOU ®EJIEPAILINA

MHCTPYKIMA
10 MEJJULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O
[IPEITAPATA

KHIIPOJIUC

Perucrpanuonnsbit Homep: JII1-003538
Toprosoe nHaumenoBanue: Kunposmc
MexayHapoaHoe HeNAaTEeHTOBAHHOE HJIM IPYyNIHPOBOYHOE HAUMEHOBaHHe: KapHrui3oMud

JlexapcTBenHas popma: THoQMIH3AT JUIS IPUTOTOBIICHUS pacTBOpa U1 HHQY3Hit

Cocran

Kaxplii (h1akoH conepxuT:

Heticmeyowee sewyecmso: 60 Mr kappuazomuda.

Bcnomozamenvhvie sewjecmesa: cynbhoOyTuioBsii 3pup Oeranexc HaTpus (CynbdHoOyTHIOBbIH
a¢up Oera-nukinoaekcTpuna) - 3090 Mr, TUMOHHas KUcioTa - 59,4 Mr, HaTpusi TUAPOKCH (I

perymupoBanus pH).

Onucanue
JImopwim3ar WM TOPOIIOK OT Oeoro A0 JKEITOBAaTOro IBETa, CBOOOHBIM OT BHIMMBIX
BKJTIOYECHHH.
Boccmanosnennwviii pacmeop: npo3payHblii pacTBOP OT OECIIBETHOTO J0 CBETJIO-XKEJITOTO IIBETA,

CBOOOIHBIN OT BUAUMBIX BKJIFOUEHHIA.

dapmakoTepaneBTHYECKasi IPyNa
[IpoTuBOOITyX0JI€BOE CPEACTBO, APYTHE MIPOTHBOOITYXOJIEBBIE CPEICTBA

Koa ATX: LO1XGO02
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®apmakoIOrH4ecKHe cBoHCTBA

Dapmaxkoounamuka

Mexanusm oeticmeus

Kapdunzomub mpencraBnser coOoif TeTpamenTHAINOKCHKETOHHBIH HHTHOUTOP MPOTEAcOMBI,
CEJICKTUBHO M HEOOpaTUMO CBS3BIBAIOMIMHACS ¢ N-TEpMHHAIBHBIM TPEOHHHOM aKTHBHBIX
LEHTPOB  OCHOBHOW  IPOTEOJUTHUECKOH  cyObenunuiel 20S, Bxoasdmed B COCTaB
IIpOTeacoMbl 26S M HE OKa3bIBaeT, JHOO OKa3bIBA€T HE3HAYMTEIHHOE BIHMSHUE HA IPOTEA3bI
apyrux kiaccoB. Kapdmmomub nokazan aHTUnpoaudepaTHBHBIA M I[IPOANONTOTHYECKHI
3¢ deKTh B TOKIHHHYECKAX MOJEIISX reMo0IacT030B. Y )KUBOTHBIX KapHuir3oMuO HHruOHpoBas
aKTUBHOCTh MPOTEACOMbI B KPOBH M TKAHAX W 3aMEIISUI OMYXOJEBBIM pPOCT B MOAETSIX
MHO)XECTBEHHOH MueNoMbl. B skcnepumenTtax in vitro ObUIO NOKa3aHO, 4TO KappuazoMud
XapaKTepU3yeTcss MHUHHUMAIbHOW HEHPOTOKCHYHOCTHIO M MHHUMAIBHOW DPEaKTHBHOCTHIO B
OTHOLIEHUH HEIPOTEaCOMHBIX IpoTea3s.

Dapmakoounamudeckue 3¢hgpexmoi

BuyTpuBeHHOE BBeseHHE Kapduiazomuba MpUBOIMIO K MOAABICHUIO XUMOTPUIICHHONOAOOHOM
(CT-L) akTHBHOCTH IpPOTEACOMBI, H3MEPSAEMOW B KPOBH 4epe3 | 4ac mociie BBEJCHHS IEPBOM
103bl TIpemapaTa. BBenenwe mpemapara B j03ax > 15 Mr/m? BeBBIBaNO ycToitumBoe (> 80%)
unruduposanue CT-L akTUBHOCTH mpoTeacoMbl. JIOMOJHUTENBHO, BBEeHHE Kaphui3oMuda B
n03e 20 Mr/m? IPHBOMIO K MHTHOHPOBAHHIO JIATEHTHOTO MeMOpanHoro 6emka 2 tuna (LMP2) u
CyObEIMHULl MYJIbTHKATAIUTHUECKOTO HSHaonentuaasnogodonoro kommiekca 1 (MECLI)
HMMYHOIIpoTeéacoM B JuanazoHe oT 26% 1032% u ot 41% no49%, COOTBETCTBEHHO.
WurubupoBanue mpoTeacoMbl COXpaHsuioch 48 yacoB u Oojiee mociie BBEIECHUS MEPBOH 03B
kap¢ui3oMuda 1pH ero BBEICHUH Kaxayto Henemo. KoMOuHupoBaHHOE Ha3HAYeHKe Ipenapara
C JICHAIMIOMMJIOM M JEKCAMETa30HOM HE OKa3blBaJl0 BIMSHUS Ha BBIPAXXEHHOCTh
HHTHOMPOBAHUS ITPOTEACOMBI.

[Ipu npuMeHeHHH Gojiee BBICOKOH J103bI, - 56 MI/M%, 0TMeYaloch He TONBKO GoJiee BRIPAKEHHOE
unrubuposanue cy6wveauuun CT-L (> 90%), mo cpaBHeHmIo ¢ no3amu 15 — 20 Mr/m%, HO Takoke
1 Oonee BbIpaXK€HHOE HHrHOMpoBaHWE Apyrux cyOwemunun mnporeacom (LMP7, MECLI wu
LMP2). Unrubuposanue cyowsenuaun LMP7, MECL1 u LMP2 npu npumeneHuu npemnapata B
n03e 56 mr/m? yBenuumiochk npuMepHo Ha 8%, 23% u 34% COOTBETCTBEHHO IO CPaBHEHHIO C
no3amu 15-20 mr/m?. VpoBeHb MHTHOMPOBAHHS MPOTEACOM OBUT SKBHUBANEHTHBIM NPH PEXHUME
BBeficHUs B Buae 2-10 munyTHON wuH(Y3un u 30-muHyTHOM wuHQY3uHm Ui 00oHMX

WCCIIEIOBAHHBIX ypoBHE# 10351 (20 1 36 Mr/™m?).
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DapmakoKkunemuka

Bceacvisanue

[locne 2-10 MHHYTHOTO BHYTPHBEHHOTO BBeJIeHHs Kapuiomuba B 1o03e 27 Mr/m?,
MakcuMaibHas KOHIEHTpalus (Cmax) M IUIOM@AL MO KpUBO# «KoHIEHTpanus-Bpems» (AUC)
cocraBisutd 4232 Hr/mMmn u 379 Hreu/mMi, COOTBETCTBEHHO. IIpM MHOTOKpaTHOM BBE/ICHHH
npenapara Kumpomue B mo3ax 15 um 20 mMr/m%, 3mHaueHns cucTeMHO# skcrosunun (AUC) u
neproza nojayBeiBefieHus B 1 u 15 wim 16 quu nepBoro nukia tepanuy ObUTA aHAJTOTHYHBI, YTO
CBHJIETENBLCTBYET 00 OTCYTCTBHM CHCTEMHOW Kymyusimuu kapdumomuba. [lpu npumeHeHHH
npenapara B f03ax ot 20 10 56 Mr/mM? 0TMEYanoch 10303aBUCHMOE TIOBBIIEHHE SKCIIO3HITHH.
IIpu 30-MMHYTHON MHQY3HHM IOCTHIAINCh CXOJHBIE MapaMeTphl MEpHOja MOJyBLIBEIECHHS H
AUC, onnako oTMedeHO 2-3 kpaTHOe CHHXEHHE Cmax 1O cpaBHEHHIO ¢ Cmax JOCTHTHYTOM HpH
2-10-MuHyTHOU wMH(Y3Mu TOM ke 1036l I[locie 30-MuHyTHOHW HHQY3MH O3B 56 Mr/™m?
OTMeYeHO MoBbIIeHHe B 2,5 pasa AUC (948 Hreu/mi1) 0o cpaBHEHHIO ¢ 1030# 27 Mr/M?%, a Cax
(2079 Hr/Mn) GbuUla HEXE, MO CPAaBHEHHIO ¢ J1030# 27 Mr/M> BBOAMMOH B BHIe HH(Y3HH B
TedyeHue oT 2 10 10 MuHyT.

Pacnpeoenenue

Cpennuit 06beM pacripenerneHust KapGuizoMuba B paBHOBECHOM COCTOSHHH TIPH JIO3HPOBAHUH
20 mr/m? coctapisn 28 1. B 9KCIepHMEHTaX in vifro CBSI3bIBAHHE kappuwomuba ¢ OGemkamu
I1a3Mbl KPOBH YEJIOBEKA COCTaBISUIO B cpeaHeM 97% B auamna3oHe KoHieHTtparmit ot 0,4 110
4 MKMOJIb.

Memabonusm

Kappumsomu6 ObicTpo M HMHTEHCHBHO Mertabonmsupyercs. OCHOBHBIMH MeTabO0HTaMHU,
NPUCYTCTBOBABIIMMHM B IUIa3ME€ KPOBM M MOYE 4YeJOBEKa B OINpPEAEISEMBIX KOJIHYECTBAX H
00pa3yeMBIMH 4eJIOBEYECKHMH IeNaTONUTAMH B YCIIOBUSX in Vitro, ObUTA parMeHTHI IIENTHAA U
nuon  KappwizomMuba, dYTO yKasblBaeT HA TO, YTO TJIABHBIMH IIyTAMH MeTaboJIM3Ma
Kapuisomuba ABIAIOTCS PaCIICIUICHHE [10]] ICHCTBUEM IENTUIA3bl U THIPOJM3 SIOKCH/IHBIX
rpynin. MeXaHH3MBl, ONOCPEOBaHHBIE CHCTEMOM uTOXpoMa P450, UrparoT He3HAUYMTEIbHYIO
poiib B 00mmeM MeTabosmime kapdumzomubda. MetabouThl penapara He 06/1aJal0T H3BECTHOM
OHOIOTUYECKOM aKTHBHOCTBIO.

Buigeoenue

Ilocne BHYTPHBEHHOrO BBeeHHs B 103aX > 15 mMr/m*> xapdui3omMu6 OBICTPO BBIBOIMUTCS H3
CHCTEMHOW LHUPKYJISIMU CO 3HAYEHHSIMH ITI€pHO/a MOTyBbIBelleHHs < | 4aca B IEpBBIA J€Hb
NepBoro mukia tepandd. CHCTEMHBIH KIMpEHC mperaparta BapsHpoBail oT 151 1m0 263 n/4 u

[IPEBBIIA II€YEHOYHbIHI KPOBOTOK, 4YTO CBHICTCIBCTBOBAJIO O TOM, 4YTO Kapd)I/IJ'I3OMI/I6
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NPEUMYINECTBEHHO JJIMMHHHUPOBAIICS HEMEYEHOUHBbIMH TyTsMH. KapdunzomMub moasepraercs
HHTEHCHBHOMY METa00JIM3MY € IOCIIETYIOIMM BbIBEICHUEM TTOYKAMH.

Ocobvie epynnvl nayuenmos

Pesynpratel NOMYJISIMOHHBIX  (PapMaKOKHHETHYECKMX aHAIHW30B  CBHIETEIBCTBYIOT 00
OTCYTCTBUH BJIMSIHUS BO3pacTa, 110J1a WK packl Ha papMaKOKHHETUKY Kaphri3oMuoa.
Ileuenounasa Hedocmamoynocmo

B uccnenoBanue GpapMakoOKHMHETHKH Mpenapara ObUIO BKIIOYEHO 33 MalMeHTa ¢ pelyIuBHbIMU
WA TIPOTPECCUPYIOIUMH  3JI0KAYECTBEHHBIMM HOBOOOpA30BaHUSIMU (COJMIHBIE OITYXOJIH:
n =31; remo61acTo3pl: N =2) ¢ HOPMAIBHOM (yHKIHEH TedeHn (KOHIEHTpaIHs OWIupyOuHa
< BEpXHEH IpaHUIBl HOPMAJIBHOIO JMana3oHa; acrnapraramuHoTpancdepasa [ACT] < BepxHei
I'PaHMIIBl HOPMAJIBHOIO AHana3zona, n = 10), ¢ HapymeHneM (QyHKIUH TEYECHH JIETKOM CTENeHH
TSOKeCTH (OmupyOun > 1-1,5 X BepXHsis rpaHuna HopMasibHOTO auanazona wik ACT > BepxHei
IPaHUIbl HOPMAJIBLHOIO JMAana3oHa, NpH 3TOM OWIHPYOMH < BEpXHEW I'paHHUIBI HOPMAJIBHOTO
JMana3oHa, n = 14) uim HapyleHHueM QYyHKIHUHU TTI€9EHH Cpe/IHEeH CTENEeHH TshHkecTH (OumupyOuH
>1,5-3 X BepXHss TpaHHIIa HOPMaJbHOTO JMana3oHa; obas aktuBHOCTE ACT, n=9).
[Tapamerpel (apmakokuHeTHKH Kap)ui3oMuOa He OIEHHBAIMCH Yy IAIMEHTOB C TSOHKEJIBIM
HapymeHueM QyHKIUM nedeHu (OuimupyOuH > 3 X BepXHsis IpaHHIa HOPMAJIBHOIO JMana3oHa
npu moboi  aktuBHOcTH ACT). Ilpemapar Kwumpoiauc B BHAE MOHOTEpPANMH BBOIUICS
BHYTPHUBEHHO B TedeHue 30 MuHyT B 03¢ 20 Mr/M”> B 1 1 2 uu, u B n03e 27 mr/mM> — B 8, 9, 15
¥ 16 1M nepBoro nukia. Eciy mammeHTsl Xopoumo nepeHoCH i pernapar, HayuHas o BTOPOro
LMKIA OH WCHOJb30Balcs B 03¢ 56 Mr/M>. McxonHas (yHKIMS INEYeHH He OKa3blBaia
3HAQYMMOIr0 BIHMAHUS Ha obOmee 3HadeHHe cUCTeMHOM 3Kcno3uiuu (AUCas) kapduazomuba
NOCJIE €ro OJHOKPATHOIO MJIM MHOIOKPATHOTO BBE/ICHHS (OTHOIIEHHE CPEIHEreOMETPHYECKHX
3HaueHnil AUC|ast IPH HCIIONB30BaHAM Npenapata B 103e 27 Mr/M? B 16 1eHb MEpBOTO IUKIA
TEpaIuy y MalUMEeHTOB ¢ HapyIIeHHEM (QYHKIMH NIEYCHH JIETKOM MJIH CPEIHEH CTENEHH THKECTH
N0 CPaBHEHHMIO C MalMeHTAMH, HMEBIIMMH HOpPMaJbHbIE (DYHKIIMOHAIBHBIE I10KA3aTElH,
coctaBuiio 144,4% u 126,1%, COOTBETCTBEHHO; IIPH BBEIEHHHU B 03¢ 56 MI/M° B NIEPBBIA JCHb
BTOpOro mnukina — 144,7% u 121,1%, coorBercTBeHHO). OMHAKO Yy MALMEHTOB C HAJIAYHEM
HapylmeHus: QyHKIMH NEYECHH JIeTKOW WM CPeJHEH CTENEHH TSHKECTH HAa MOMEHT HCXOJHOM
OIICHKH, y BCEX M3 KOTOPHIX ObUIM COJIMJIHBIE OIyXOJIH, OTMEYAJOCh IIOBBIIIEHHE YacCTOTHI
NaTOJIOTHYECKUX WM3MEHEHUH (YHKIMM TI€YCHH, HEXeNaTeNbHBIX SBICHHM > 3 CTElEHH H
CEpPhE3HBIX HEXKEJIATENbHBIX SBICHUH 110 CPaBHEHHUIO C MAllMEHTaMH C HOPMAJbHOM (yHKIMEH

neyeny (cM. paszzen «Croco0 npuMEeHEHHs | JI0361»).
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Iloyeunas neoocmamoynocmeo

®dapmakokrHETHKa Kappri3omMuba u3ydanach B JIByX CHEIHMATM3MPOBAHHBIX HCCIECIOBAHUAX Y
MAIMEHTOB ¢ HapyImeHHeM (QYHKIIHH TOYEK.

B nepBoe wuccienoBanue ObUI0 BKIOYEHO S50 MAlMEHTOB C MHOXKECTBEHHOH MHEIOMOH ¢
HOpMaibHOU (QyHKIme#d mouyek (kmmpeHc kpeatmHuHa (KKp)>80 Mm/mun; n=12), ¢
HapymeHneM QyHkimu modek Jierkoit crenenun (KKp 50-80 ma/mun; n = 12), cpenHel creneHu
(KKp 30-49 ma/mun; n = 10) u tsoxenoit crenenn (KKp <30 mn/mun; n = 8) crenenu, a Takxke
NAIMEeHTOB, HaXOSAIIUXCS Ha XpoHHWYeckom auanuse (n=8). Ilpemapar Kumpomuc B Buje
MOHOTEpAIHH BBOJMJICS BHYTPHBEHHO B TedeHHe OT 2 10 10 MuHYT B 103ax 10 20 Mr/m>.
Pe3ynpraThl OlEHKH mapameTpoB (apMakOKMHETHKHA OBLIM IOJyYEHBI Yy MAlHEHTOB IOCTe
BBEJICHHS TIpenapara B 03¢ 15 Mr/M?> Bo BpeMs IepBOro IMKJIA TepanuH, H B 03¢ 20 Mr/m? —
BO BpeMsi BTOpPOro muiiia tepanuu. Bo Bropoe uccienoBanue ObUIO BKIIOYEHO 23 MalMeHTa C
PEUUIUBUPYIOMEH  MHOXXECTBEHHOM  MHEJIOMOM,  WMMEBIIMX  3HA4YECHHUs  KJIMpEHca
KpeaTuHHHA > 75 mi/MuH  (n=13), a TaKKe NAIUEHTHl C TEPMUHAIBHONH IOYEUHOM
HenocratoyHocThio (TCITH), TpeGoBaBmeit quanuza (n = 10). Pe3ynbraTsl OLEHKH apaMeTpOB
(hapMaKoOKHHETHKH GBUTH MOJTYYeHBI y NAIHEHTOB MOCJe BBEICHHUS Mpenapara B j03e 27 Mr/m?
(30-Tu MuHyTHas uH(Y3Hs) B 16 IeHb MEPBOro MUKJIA, a 3aTeM B 03¢ 56 Mr/M> B MEpBhIA JeHb
BTOPOT'O IIMKJIA TEPAITHH.

Pe3ynbraThl 000MX HCCIEIOBAaHUN MOKa3aiM, 9TO (PyHKIHMS MOYEK HE OKa3bIBaja 3HAYHMMOIO
BIIMSIHUSL HA 3HAYECHHUs HKCIO3UIUH Kaphui3oMuba nmocsie ero oJHOKPaTHOr0 ¥ MHOTOKPaTHOTO
BBefieHUs. CooTHOmeEHus cpeHereomerpruueckux 3HaueHud AUC a5t TPU BBEIGHUH TIpenapara B
no3e 15 mMr/m? B mepBhIil JeHh NMEPBOro IMKJIA TEpAlMH y MAIMEHTOB C JIETKOH, cpemHel u
TSOKEJIOW CTENEHBIO BBIPAXXCHHOCTH MOYEYHOH HEJOCTAaTOYHOCTH, a TAKKE HAXOMSIIUXCS Ha
XPOHHYECKOM JMalu3e, MO CPaBHEHHIO C MAIlMEHTaMH C HOPMAJIbHOW (QYHKIMEH MOYexk,
coctabmui  124,36%; 111,07%; 84,73% wu 121,72%, coorBeTrcTBeHHO. COOTHOIIEHHUS
cpenHereomeTpudeckux 3HadeHui AUC|ast TIpH HCIOJTB30BAaHHH TIpemnapara B no3e 27 Mr/m* B
16 neHb MEpBOro LMKIA TEpamyH, a Takke B J03€ 56 MI/mM> B IEpBBIf JeHb BTOPOrO IIHKIA
tepanuy y nanuentoB ¢ TCIIH no cpaBHeHHIO ¢ MalMEHTaMH ¢ HOPMAJIBHOH (QYHKIUEH MMOYeK,
cocraBwa  139,72% u 132,75%, cooTBeTcTBeHHO. B mepBoM HCClieIOBaHMM 3HAYEHUS
okcno3uud  (AUClast) Metabommra MI14  (mentuaHoro  ¢parmeHTa W Hauwbolee
PacIpoOCTPaHEHHOTO IHMPKYJIUPYIOMIEro MeTaboimuTa) Bo3pactamd B 2-3 pa3a y MAIMEHTOB C
HapyleHHeM (yHKIIMH NOYEK CpeTHEH M TSHKEIOM CTENeHH BBHIPaXKEHHOCTH, COOTBETCTBEHHO,
B 7pa3 — y MalMeHTOB, TpeOOBaBIIMX IPOBEJCHHUS aHaiu3a. Bo BTOpOM HCCIEeIOBaHUU
3HAYEHHs SKCIO3UIMK MeTabonuTa M14 Obutn Bbime (MpUOIM3UTENLHO B 4 pa3a) y MallUEHTOB C

TCIIH nmo cpaBHEHMIO C MAlMEHTaMHUC HOPMATbHOU (yHKIMeH nmodek. JlaHHbBIH MeTabOIUT HE
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UMEET M3BECTHOM OMOJIOTHYECKOH aKTHBHOCTH. (epbe3Hble HeXeaTelbHble SBJICHUS,
CBSI3aHHBIE C YXy/JIIEHHeM (YHKIIMHM IOYEK, Yalle OTMEYAIUCh Y MalHEeHTOB, HMEBIIMX
HapyIlIeHHe JaHHOU (QYHKIIMH Ha MOMEHT MCXO/IHOM oleHKH (cM. paszaen «Crnocobd npuMeHeHus

U JI03B1»).

Iloka3zanus K NpUMEHEHHIO

[Ipenapar Kunponuc B koMmOuHaIMK ¢ JapaTyMyMaboM ¥ IEKCAaMETa30HOM, € JICHATHIOMHUIOM H
JIeKCaMeTa30HOM JMO0 TOJBKO C JE€KCAaMETa30HOM IIOKa3aH JUIsl JICUCHHs MHOXKECTBEHHOMH
MHEJIOMBI y B3POCJIBIX MAlMEHTOB, MOJIYyYaBIIMX MHHUMYM OJHY JIMHHIO IpPEIIIECTBYIOIIEH
IPOTHBOOITY XOJIEBOM TEPAITHH.

Momnotepanust npernaparom Kunponuce pemuauBupyiomeii 1 pedpakTepHOH MHOKECTBEHHON
MHEJIOMBl Y TAIMEHTOB, MOJYYHBIIUX MHHUMYM 2 NpEIbIIyILIHe JIMHUM TEparuH, BKIIOYas

60pTe30MUO U HIMMYHOMOIYJIHPYIOIIEE CPEJCTBO.

[IporuBonoka3anus
['Mnep4yyBCTBUTEILHOCTD K JEHCTBYIONIEMY BELIECTBY MM JIIOOOMY BCIOMOTAaTEbHOMY
BEILECTBY Ipenapara.

BEPEMCHHOCTB U IIEpUOJ rpy AHOT'O BCKapMJIMBAHHUA.

C 0CcTOpPOXKHOCTHIO

IIpyn KOMOMHMPOBAaHHOM NPUMEHEHUH C IIperapaTaMy, YBETHYHBAIOIIHMHU PUCK TPOMOO30B (B
YaCTHOCTH ¢ TOPMOHAJILHBIMHU KOHTpPAIEITUBAMH), C TIperiapaTaMy, sSIBJISIOIUMHUCS CyOcTpaTaMu
u3opepmentoB CYP1A2, 2C8, 2C9, 2C19 u 2B6, ¢ cybcrpatamu P-gp (B wacTHOCTH ¢
JIMTOKCHHOM, KOJIMMXMHOM), IIPH HapylIeHUSX (QYHKIUM NEYESHH CPeJHEH U TSHKEIOH CTeNeHH

TSDKCCTH.

IIpumenenne npu GepeMeHHOCTH M B IEPHO/] I'PY/THOI0 BCKAPMJIMBAHHS

Kenwguner, obraoarouwue penpoOyKmMueHbIM NOMEHYUALOM/MPebOBanUs K KOHMpayenyuu
MYAUCHUH U IHCEHUJUH

[Tanmentkn, oOnagaronMe penpoayKTHBHBIM IOTEHIHAJIOM U IOJy4YalollHe Ipenapar
Kumponmue (w/mnmm  MX TOJOBBIE TMApTHEPHI), JOJDKHBI MCIOJNB30BaTh 3¢ ¢eKTHBHbIE
KOHTPALENTUBHI B IIPOLIECCE TEPANMK U B TeUYeHHe 1 MecsIia nociie ee 3aBepiieHHs.
HeB03MOXXHO HCKITIOUMTH CHHXKEHHE 3()()EKTHBHOCTH NEepOpalbHBIX KOHTPALENTHBOB Ha (oHE
Tepanuu  KaphuiazomMuboM (cM. pasznen «B3aumoneicTBHe € IPYTHMH  JIeKapCTBEHHBIMH

cpezncTBaMu»). Kpome Toro, yunThiBas MOBBIIIEHHE PUCKA BEHO3HBIX TpoMO03MOomit Ha doHe
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Tepanuk KaphHI3oMHOOM, BO BpeMsi Tepamud Kap(ui3oMHOOM >KEHIIMHBI JOJDKHBI H30€rarh
HCIIOJIb30BaHMs TOPMOHAIBHBIX KOHTpAIIENTHBOB, KOTOPBIE CaMU IO ceOe aCCOLMMPYIOTCS C
NOBBIIEHHEM PUCKa TpoMO030B (cM. paszensl «[lo6ounoe nercTBue» U «Ocobble yKazaHHUs»).
Ecnu manpeHTKa B HACTOSINEE BpEeMs IOJIy4aeT NEpOpalibHbIE MM JIPyTHE€ I'OPMOHAJIbHBIC
KOHTpAIIENITUBBI, ACCOIMAPOBAHHBIC C IOBBIIIEHHEM pHUCKa Tpom0O03a, NaHHAs MalMEHTKa
JI0JDKHA OBITH TIepeBeIcHa Ha albTePHATUBHBIN () (HEeKTUBHBIM METO KOHTPAIICTIIHH.

[MTanueHThl MY’KCKOTO TIOJIa JIOJDKHBI MCIOJB30BaTh 3()(EKTHBHbIC KOHTPALENTHBEI B TEYCHHE
BCEH JUTMTEILHOCTH TEPAallid M B TEYEHHE 3 MECSILEB IOCIE €€ 3aBEPIICHHUs, €CIIM HX IMOJIOBbIE
MapTHEPBI )KEHCKOro mojia OepeMeHHbI MO0 00/1afatoT penpoOAyKTUBHBIM IIOTEHIHAIOM U HE
UCTIOJNIB3YIOT 3 (PEeKTUBHBIE KOHTPALIETITHBBIL.

bepemennocmo

JlanHble 00 MCTONIb30BaHUH KaphrizoMuba y 6epeMEHHBIX OTCYTCTBYIOT.

HccnenoBanus Ha )KUBOTHBIX IIOKA3TH PENPOYKTHBHYIO TOKCHIHOCTb.

YuuThiBass MEXaHW3M JEHUCTBHS M pe3yJbTaThl HCCIIEAOBAaHMN Ha >KMBOTHBIX, IIperapar
Kunposic MOXeT BbI3bIBATh MOBPEXKIACHHUE IUI0/1a IPH UCTIOJIL30BAHMH B IIEPHO/L OEPEMEHHOCTH.
[Tpenapar Kumposc He JODKEH MCHOJIb30BaThes B mepuo] OepemeHHocTH. Eciu npemapar
Kunpomuc ucnonb3yercs B neproa OEpeMEHHOCTH WIM TPH HACTYIUIEHMH O€peMEHHOCTH Yy
NalMeHTKH Ha (OHE TepamuM [JaHHBIM [pernapaToM, [JaHHAs TNAlMeHTKa JO0JDKHA ObITh
NpOUH(GOPMHUPOBAHA O MOTEHIIMATBHOM PUCKE VIS II0JA.

JleHanuIOMU CTPYKTYPHO MOJOOEH TATHIOMH]TY, KOTOPBIH SBIISETCS M3BECTHBIM TEPATOTE€HOM
JUISL YeJIOBEKAa M CIOCOOEH BBI3BIBATHCS TSDKEINBIE, YIPOXKAIOIIME JKU3HHU JAeDEKThl pa3sBUTHUS Y
wiona. Ilpu wcnonp3oBaHMM JIEHATHIOMHUAA B MEpUOJ] OEPEMEHHOCTH CIEAyeT OXKHIATh
TeparoreHHoro s¢dekra maHHoro mpenapara. HeoOxomuMo cobmonate TpeGoBaHUS
[Tporpamme!l o npoduinakTuke 6EPEeMEHHOCTH y MAIMEHTOK, MOJTYyYalOUX JICHAIUIOMH], BO
BCEX CJIydYasiX, 3a MCKIIOYCHHEM CHTYyallui, KOTJa UMeeTcs HaJexHas HHpopMalus 0 TOM, YTO
JlaHHas TAllMeHTKa He 00JaJaeT penpoayKTHBHBIM IOTEHIHATIOM (CM. HHCTPYKIHIO IO
IIPUMEHEHHUIO JICHAIUIOMHU/IA).

I pyonoe eckapmnueanue

CBeneHust 0 BO3MOXKHOCTH Kapduin3omuba wim ero MetaboIuTOB SKCKPETHPOBATHCS B IPYIHOE
MOJIOKO y YeJIOBeKa OTCYTCTBYIOT. Y UHTHIBask ()apMaKoJOTHYECKUE XapaKTePHUCTUKH TIpenapara,
HEBO3MOXHO HCKJIIOYHTH PHCK JUIs peOeHKa, HaXOISIIEerocs Ha TPYIHOM BCKapMIIMBAHHUH.
CrnenoBaTenbHO, B Ka4eCTBE MMPEBEHTUBHON MEPHI, IPY/IHOE BCKapMJIMBAHUE TPOTUBONIOKA3aHO B
TE4YEHHUE Kypca Tepanuu npenaparomM Kumposirc 1 MUHUMYM 2 JHEH NOCIIE €€ 3aBEPIICHHSL.
Depmunvrocmu

I/ICCJ'[GIIOBaHI/Iﬁ BJIMSIHHUA HaA (bepTI/UIbHOCTB Y )KUBOTHBIX HE IIPOBOANJIOCE.
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Cnoco0d npuMeHeHHs H 103bI

Tepanus npenaparom Kurmposuc 1omKHA TPOBOJUTHCS 1101 KOHTPOJIEM Bpada, HMEIOLIETO OIBIT
UCIIOJIb30BaHMs MPOTUBOOIYXO0JIEBBIX IPENAapaToB.

Peosicum oozupoeanus

Jlo3a mpemapara pacCUMTBHIBA€TCS Ha OCHOBE IUIOMIaH NoBepxHOCTH Tena manuenta (IIIIT).
Ianuentsl, y kotopsix IITIT cocraBnser Gonee 2,2 M%, JOKHBI MOJTydYaTh MpENapaT B J03€,
paccuntansoit s [T pasroii 2,2 M. TIpu u3MeHenuH Macchl Tena Ha < 20% MoaupuKamu
J103bl HE TpeOyeTcs.

IIpenapam Kunponuc 6 kombunayuu ¢ 1eHanudoMuOOM U 0eKcamemasoHom

IIpn npumeHeHUM B KOMOMHALMYU C JICHATUAOMHJIOM M JeKcaMmeTa3oHoM mnpenapat Kumpoiuc
BBOJIUTCSL B BHJI€ BHYTPHUBEHHOH (B/B) MH(}Y3uu B TeyeHHe 10 MHHYT Ha NPOTSHKCHHH IBYX
II0CJIEZIOBATENbHBIX JHEH, KaXAylo Henemo B TeueHue 3 Hexenb (1, 2, 8, 9, 15 u 16 nenp) ¢
NOCJIEYIOIUM iepepbiBoM B 12 nuei (¢ aust 17 no qus 28), kak ykazaHo B Tabumune 1. Kaxprit
IEPUOJI IIPOJIOJDKUTEIBHOCTHIO 28 JIHEH paclieHUBaeTCs Kak OJIMH IIMKJI TEpaITHy.

IIpenapar Kunposnuc BBoAMTCS B HauanbHOH no3e 20 Mr/M> (MakcHManbHas 103a — 44 Mr) BO
BpEMsl IIEPBOTO LUKIJIA (B MEPBBIA M BTOpoi aHM). [Ipu Xopomei nepeHoCUMOCTH HEO0OXO0 MO
MOBBINIEHHE /10361 HA BOCBMOH JIeHb EPBOro KA 10 27 Mr/m? (MakcHMaitbHas 103a — 60 Mr).
Haunnas ¢ 13 nukia, nagysun npenapara Kunpoauc B BOCbMO# W AEBATHIN THH MPOITY CKAIOTCS.
Jleuenue MOXET MPOAOIDKATBCS O HNPOrpecCHpOBaHWs 3a00J€BaHMS WM  Pa3BUTHS
HETPUEMJIEMON TOKCHYHOCTH.

IIposenenne Tepanuu npemapatom Kwumpomwc B KOMOWHAIMM C  JICHATHJIOMHIOM U
JIEKCAaMETa30HOM B TeueHHue 0osiee yeM 18 MUKIIOB 10JDKHO ObITh OCHOBAHO HA WHIUBUIYAILHOU
OLIEHKE COOTHOIIEHHS I0JIb3bl H PUCKOB, IOCKOJBKY JaHHBIE O MEPEHOCUMOCTH M TOKCHYHOCTH
kapduinzomuba nocie 18 MUKIOB Teparuy OrpaHAYEHBI.

ITpu npumeneHun B KoMOWHanuMu c mpenaparoM KHIPOIHC JIEHATHIOMH BBOJHUTCS B J03€
25 mr, nepopaibHO, B 1-21 1HH, lekcameTa3oH — B j103€ 40 Mr, IeEpOpaIbHO WM BHYTPUBEHHO,
B 1, 8, 15 1 22 nuM nuKiIa IUTENBHOCTRIO 28 nuell. CHU)KEHHE HAaYaIbHOM 10361 JICHAIMIOMUIA
JOJDKHO OCYIIECTBIIATHCA B COOTBETCTBHH C PEKOMEHJALMSMH, IPUBEACHHBIMA B HHCTPYKIUH
0 TNPUMEHEHHIO, HaNpuMep, Yy MalWeHTOB MPH HAIMYAM HMCXOJHONM  IOYEYHOH
HEJIOCTAaTOYHOCTH. JlekcameTa3oH J1oipkeH ObITh mpHHAT 3a 30 MHHYT - 4 yaca 710 BBEJICHHS
npenapara Kunposmc.

Tabmmna 1. [Ipenapar Kunposinc B KOMOHHALMH € JICHAJTHIOMHIOM H 1€KCAMETA30HOM?
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Mk 1
Hepens 1 Hepnens 2 Hepensn 3 Hepens 4
Hdenb | lenb | JAuu | Jdenn | Jenb | Jdun | Jdenb | Jdenn | JAum | dens | duu
1 2 3-7 8 9 10-14 15 16 1721 22 23-28
Ipenapat
Kunposnuc 20 20 - 27 27 - 27 27 - - -
(mMr/m?)
JlexcameTa3oH 40 - - 40 - - 40 - - 40 -
(mr)
JleHasiuagomua 25 MT B CYTKH - -
Hukasi co 2 mo 12
Hepens 1 Hepens 2 Henensn 3 Hepens 4
Hdenb | lenb | JAuu | Jdenn | Jdeuwb | Jduu | denb | Jdenn | Jdum | Jens | JAum
1 2 3-7 8 9 10-14 15 16 1721 22 23-28
IIpenapat
Kunpoauc 27 21 - 27 27 - 27 27 - - -
(Mr/m?)
JlekcamMeTa3oH 40 - - 40 - - 40 - - 40 -
(mr)
JleHaJIMIOMHU 25 MI B CYTKH - -
Hauunas ¢ Hukia 13
Hepnens 1 Hepnens 2 Hepnensn 3 Henens 4
Jeub | lenb | Inu | denn | Jdenn | JAum | Jenn | deun | Jdum | Jlews | Aunm
1 2 3-7 8 9 10-14 15 16 1721 22 23-28
IIpenapat
Kunpoauc 27 27 - - - - 27 27 - - -
(mMr/m?)
JlekcameTa3oH 40 - - 40 - - 40 - - 40 -
(mr)
Jlenanuaomug 25 MT B CYTKH - -

* JlnutenbHOCTh MHQY3MH cocTaBisieT 10 MHHYT U He U3MEHSETCS B TEUSHHE BCETO Kypca TEParvH.
IIpenapam Kunponuc 6 kombunayuu ¢ 0excamemasoHom

Ilpy npumenenMn B KOMOMHAIMU C JeKcaMeTa30HOM mpenapar Kumpoimc BBOIUTCS
BHYTPUBEHHO B BUJe 30-MHHYTHOH MH(Y3UM Ha MPOTSDKEHHH IBYX IOCIIEIOBATEIbHBIX JHEH,
K&y HeNeIo B TedeHue 3 Henens (auu 1, 2, 8, 9, 15 u 16), ¢ mocneayommM mepeperBoM B
12 mmert (¢ mua 17 po nmus28), kak ykasaHo B Tabmmme 2. Kaxaenii  mepuon
IPOJIOJDKUTETBHOCTBIO 28 THEH paclieHUBaeTCs KaK OJUH I[HKI TepaIuH.

Ipenapar Kunpommc BBomuMTCs, HaumHas ¢ 103kl 20 Mr/m? (MakcHMaibHas jgo3a 44 Mr) B
ke 1 B quu 1 u 2. Tlpu Xopolue# nepeHOCHMOCTH, /103a JA0JDKHA OBITH MOBHINIEHA CO JHS 8
uukia 1 10 56 mr/m? (MakcumanbHo 123 mr).

Jleuenue MOXET MPOJOIDKATBECS JO IPOTPECCHPOBAaHMs 3a00J€BaHMS WM  Pa3BUTHU
HEIIPHEMJIEMOM TOKCUYHOCTH.

Ecimi npemapar Kumponuc NpUMEHSIOT B KOMOWHAIMH TOJNBKO C JIEKCAMETa30HOM, TO
MOCJIE/IHUHA IPMHAMAIOT IIEPOPATBLHO B 03¢ 20 MI WM BHYTpUBEHHO B 11U 1, 2, 8, 9, 15, 16, 22,
u 23 xaxzaoro 28-1HeBHOro muKia. JlekcamerasoH J0JDKeH BBOAUTHCA 3a 30 MuHyT — 4 9aca 110

BBeZieHus npenapata Kunposuc.
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Tabauna 2. [Ipenapat KunpoJuc B KOMOMHAIIMH ¢ TOJIBKO JeKCAMETA30HOM?

Huxa 1
Henens 1 Henens 2 Hepens 3 Henens 4
Jenb | Jenb | Anm |denn |denwb| JAuu | Jdenb | denb | JAuu | dennb | denn | dHu
1 2 3-7 8 9 |10-14 15 16 17-21 | 22 23 | 24-28
IIpenapar
Kunpoauc 20 20 - 56 56 - 56 56 - - - -
(Mr/m?)
JlexcaMeTa3oH 20 20 - 20 20 - 20 20 - 20 20 -
(mr)
HauunHasi ¢ nMKIa 2 ¥ nocJieAyoLue Kb
Henens 1 Henens 2 Henensn 3 Henens 4
Hdenb | Jlens | Auu |lenn | Jdenn| JAuu | Jdeun | Jdenw | JAun | Jlenn | dens | [duu
1 2 3-7 8 9 10-14 15 16 17-21 | 22 23 | 24-28
ITpenapar
Kunpoauc 56 56 - 56 56 - 56 56 - - - -
(mMr/m?)
JlekcamMeTa3oH 20 20 - 20 20 - 20 20 - 20 20 -
(mr)

® Undysus BBoauTcs B TeueHre 30 MUHYT Ha MPOTSHKEHHH BCErO PEKUMA.

IIpenapam Kunponuc 6 kombunayuu c 0apamymymabom u 0excamemazonom

Ilpy nprMeHeHMH B KOMOMHAIMK C IapaTyMyMmaOOM H JieKcaMeTa30HOM mpenapar Kumposwmc
BBOJAT BHYTPUBEHHO B BUJe 30-MUHYTHOH MH(Y3UH HA MPOTSHKEHHH JIBYX MOCIIEI0BATEILHBIX
JHEH, KaxIyro Heaemo B TedeHue 3 Henmenb (muu 1, 2, 8, 9, 15 u 16) ¢ nocnenyromum 12-
JIHEBHBIM 11€epepbiBoM (¢ 1Hs 17 no maus 28), kak ykazaHo B Tabymue 3. Kax/pnii 28-1HeBHBIH
IIEPUOJT PAaCUEHUBACTCS KaK OJUH LUK Tepanuu. [Ipemapar Kumponmc BBOOUTCS, HauWHas C
no3el 20 Mr/m? (MakcuMmanbHas 103a 44wmr) B mukie | B gEm 1w 2. [Ipu xopormeii
NePeHOCHMOCTH, /1032 J0JDKHA ObITh TIOBBIIIEHA cO JHA 8 mukia 1 10 56 Mr/m? (MakcuManbHas
no3a 123 mr).

Jleuenre MOXET TIPOJODKATBC [0 TPOTPECCHpPOBaHHs 3a00JIEBaHMS WM  PA3BHTHS
HETPUEMIIEMON TOKCHYHOCTH.

JlexcameTa30oH NpHUMEHSAETCs IEPOPaIbHO WIIM BHYTPUBEHHO B 03¢ 20 Mr B 1uu 1, 2, 8,9, 151
16 u B noze 40 Mr B neHb 22 xaxzaoro 28-mHeBHOro mukia. [lamuentam crapme 75 jer
JIEKCaMeTa30H HEOOX0AMMO NPUMEHSATH IEPOPATHHO WM BHYTPUBEHHO B 7I03¢ 20 MI' OJIHH pa3 B
HEJIeN0, HaYWHas CO BTOPO# HexenH. JlekcameTas3oH cieayeTr npuMeHsTh 3a 30 MUHYT — 4 yaca
J10 IpUMEHeHuUs penapara Kumposuc.

Jlaparymymal® BBOJAT BHYTPUBEHHO B J103¢ 16 MI/Kr (pakTHYecKO# Macchl Teja ApOOHO, IO
8 mr/kr B num 1 u 2 nuxia 1. lanee napatymymat BBOIAT B 103€ 16 MI/KT OIMH pa3 B HEJENIO B

mau 8, 15 w 22 mukna l w gam 1, 8, 15 u 22 mmkia 2, 3areM Kaxable 2 HEJAEIU B TEUCHHE
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4 nuknoB (UMKIBI 3—6) M NMOTOM Kax/ble 4 HEJeId B TEYEHHE OCTABLIMXCS LMKIOB WU 0
IpOrpeccupoBaHus 3a00JIeBaHuU.

B nuu, xoraa mpuMensiercss 6oiee OJHOTO M3 3THX JIEKAPCTBEHHBIX CPEJCTB, PEKOMEHIYETCS
NPUIEPKUBATECS CIEAYIOLIEH MOCIEN0BaTEIbHOCTH: JAEKCaMETa30H, JIEKapCTBEHHBIE CPEJCTBa,
OpuMeHsieMble  rmepen;  uH(py3ued  maparymymaba  (cm. moapasznen  «OQHOBpeMEHHO
HCIOJIB3yeMBbIE IIpenapars»), Kappua3oMuO, aapaTymMymMad W JIeKapCTBEHHBIE CpE/CTBa,
IpUMeHseMble Tocie HHY3uu naparymymaba (cM. moapasnen «OJHOBPEMEHHO UCTIONb3YeMble
IIperaparb»).

JIOTIOIHUTETbHY IO HH(POPMALIUIO 110 IPHMEHEHUIO CMOTPUTE B HHCTPYKIHUSX 110 MEUIIMHCKOMY
IPUMEHEHHUIO apatyMyMaba 1 JieKcaMeTa3oHa.

Tabanna 3. Ilpenapat Kunposnce B KoMOHHALHH ¢ JeKcaMeTa30HOM H JapaTymMymabom®

Huka 1
Hepnens 1 Henens 2 Hepgens 3 Henens 4
Jeub | denn | dAuu | Jdenn |denn| JAum | denn |dens | JAum | Jdeun | denn | duu
1 2 3-7 8 9 10-14 | 15 16 | 1721 | 22 23 | 24-28
IIpenapar
Kunpoanc 20 20 - 56 56 - 56 56 - - - -
(Mr/m?)
HAexcamerason 20 20 . 20 | 20 . 20 | 20 - 40 | - -
(mr)®
Hapartymyma6 8 8 - 16 | - . 16 | - - 16 | - -
(Mr/kr)
Huka 2
Heneas 1 Henens 2 Hepneas 3 Henens 4
Jennb Hdennb | JAuu | Jlens | lens | JAum | dennb | denn | JAuu | Jdensn | Jlens | Jduu
1 2 3-7 8 9 10-14 | 15 16 | 1721 | 22 23 | 2428
IIpenapat
Kunposuc 56 56 - 56 56 - 56 56 - - - -
(mMr/m?)
JlekcameTa3oH 20 20 - 20 20 - 20 | 20 - 40 - .
(mr)’
Japatymymab 16 R R 16 - - 16 - - 16 - -
(Mr/kr)
Huxibl 3—6
Hepnens 1 Hepens 2 Hepnensn 3 Heneas 4
Jdenb | lens | JAuu | Jlenn |denn | Jlum | Jlenn |denn | Jdum | Jews | denn | Aum
1 2 3-7 8 9 10-14 | 15 16 | 1721 | 22 23 | 24-28
IIpenapat
Kunpoauc 56 56 - 56 56 - 56 56 - - - -
(mMr/m?)
HAexcamerason 20 20 - 20 | 20 - 20 | 20 - 40 | - -
(mr)°
Mapatymyma6 16 - - - - - 16 | - - - - -
(Mr/kr)

11
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Luka 7 1 Bce MOC/IeAYOIHE UHKIIbI
Hepens 1 Henens 2 Hepeas 3 Henens 4
Jenb | Jlenn | JIum | lenn |denn | Jduu | Jdenb |lens | Jduu | lenn | ldens | JAuu
1 2 3-7 8 9 10-14 | 15 16 | 1721 | 22 23 | 2428

Ipenapart
Kunposc 56 56 - 56 56 B 56 56 - - - -
(mMr/m?)
HAexcamerason 20 20 . 20 | 20 - 20 | 20 - 40 | - .
(mr)°
Japatymymat 16 - - - - B - - = . - .
(Mr/kr)

2 JlnurenbHOCTh MH(Y31uU cocTansieT 30 MUHYT M HE U3MEHSETCS B TEUCHUE BCErO Kypca TeparvH.

® [Taumenram crapiuue 75 jieT JekcameTa3oH HeoOOX0AMMO NMPUMEHSTh NEPOPAIbHO MIIH BHYTPHBEHHO B
no3e 20 Mr OIMH pa3 B HEZENIO HAYMHAas CO BTOPOM HEJIEIH.

Monomepanus npenapamom Kunponuc

B KkadecTBe MOHOTepanmMd mnpenapar Kumpoimc BBOJMTCS BHYTPHBEHHO (B/B) IIyTeM
JECATUMHHYTHOM MH(Y3HH Ha NMPOTSHKEHHH JBYX IIOCIIEIOBATEIbHBIX JTHEH KaXIyI0 HEIENIO B
TeyeHHe 3 HeZIeNb ¢ MOCIENyIOUM repepbiBoM B 12 aHeH, kak ykaszaHo B Tabnuue 4. Kaxpi
NEPHOJ  TPOJODKHTEIBHOCTRIO 28 THEH  pacleHMBaeTcs KaK OJMH [HKJI  TEpaluH.
PexoMeH/yeMas HadaibHas 103a mperapata Kumpomuc coctapiser 20 mr/m? (MakcuMaibHas
no3a 44 mr) B 1 u 2 aqum umkia 1. Tlpy mepeHOCHMMOCTH JaHHOHM 03B, 03a JOJDKHA OBITH
TOBBIIIEHA JI0 LeNeBoil — 27 Mr/M? (MakcuMmaibHas f03a 60 mr) Ha 8 gens uukina 1. HaunHas ¢
nukia 13, mo3e1 npenapara Kumpomwc B jgeHb 8 u meHb 9 npomyckatorcs. Jledenne Moxer
IPOJIOJDKATHCS JI0 IPOTPECCHPOBAHUS 3a00IeBaHUS WM PA3BUTHSI HENPHEMIIEMOM TOKCHYHOCTH.

Tabsmuna 4. Monorepanus npenapatom Kunposnc

Huxa 1
Henens 1 Henens 2 Henens 3 Hepnens 4
IIpenapat HdeHb JeHb dun JeHb JleHb JInn | denb | JleHb Jun Aun
Kunpoauc 1 2 3-7 8 9 10-14 | 15 16 17-21 22-28
(mMr/m?) 20 20 - 27 27 - 27 27 - -
Iuxisl co 2 no 12
Hepens 1 Hepnens 2 Hepnens 3 Henens 4
IIpenapart Jlenn JleHb Juu Jennb JleHb JAun | Jlenn | JleHnb Juu JlHu
Kunpoauc 1 2 3-7 8 9 10-14 15 16 17-21 22-28
(mMr/m?) 27 27 - 27 27 - 27 27 - -
Hauyunasi ¢ nukiaa 13
Henens 1 Henens 2 Hepeas 3 Hepnens 4
IIpenapar Jlennb JleHnb JHu Jlenn Jlennb Jan | Jdenn | JleHb Jlnu JHu
Kunposauc 1 2 37 8 9 10-14 15 16 17-21 22-28
(mMr/m?) 27 27 - - - - 27 27 - -

OO0HOBpeMEHHO UCNOIb3YeMble npenapanmbl

Y nanMeHToB, TMOJydarommx npenapar Kumposmc, AODKEH paccMaTpHBaThCsA BOIPOC O
npopHIAKTHYECKONH TPOTHBOBUPYCHOM Tepanmuy C LEIbI0 CHUIKEHHS PHCKa PEaKTHBAIlUH
omosichIBaromiero repreca (cM. pasaen «I[lobounoe nedcTBreY).

[IpoBeneHre TPOMOOTIPOGHIAKTHKA PEKOMEH/IYETCsl y MAIlMeHTOB, INOJIy4YarolluX IIpenapar
Kunponmuc B xoMOMHAIMM C JaparyMmymMaOoM H JEeKCaMeTa30HOM, C JICHAIMIOMHIOM H
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JIEKCAMETa30HOM MJIM TOJIHKO C JIEKCAMETa30HOM, YTO JIOJDKHO OCHOBBIBAThCS Ha OIICHKE PUCKA U
KJIMHHYECKOTO cTaryca mnanueHTa. [Ipy HeoOXOJMMOCTH OIHOBPEMEHHOIO HCIOJIB30BAHHS
JPYTUX JIEKAPCTBEHHBIX CPEJICTB, B YAaCTHOCTH NPOQHIAKTHYECKOHW Tepanmui aHTaIWAaMH,
HEOOXOJMMO  PYKOBOJICTBOBAThCS MHCTPYKIMSAMHM 110 NPUMEHCHHIO JICHAIWAOMHZA H
JIEKCaMeTa30Ha.

[NanmenraM, nonydaromuM mnpenapat Kumpoamc B koMOMHanmM ¢ JapaTyMymaboM H
JIEKCAMETa30HOM, TaK)Ke IIOKa3aH INPHEM OINpPEJCIICHHBIX JIEKaPCTBEHHBIX CPEJCTB IEPET
uH}y3HeH, 9TOOBI CHU3UTH PUCK BOSHMKHOBEHHS CBS3aHHBIX C JapaTyMyMaboM HHQY3HOHHBIX
peakiui.

JIONOIHUTENbHYI0 HH(POPMAIMIO O COMYTCTBYIOIMX IIpenapaTrax, BK/IIOYas JIEKapCTBEHHBIC
CpeIcTBa, MPUMEHSEMbIE 10 U Mociae MH(Y3UH, CMOTPUTE B MHCTPYKLHUH 110 MEIUIIMHCKOMY
MIPUMEHEHHIO JapaTyMymada.

T'uopamayus, MmoHUMOpUHZ 800H020 U 21eKMPOJUMHO20 bananca

Ilepen BBeseHUEM mpenapara B pamMKax MEpBOrO IHMKJIA TEPAUH PEKOMEHIYETCs NIPOBEIACHUE
a/IeKBaTHOW T'M/paTalliy MallueHTa, OCOOEHHO MPH BBICOKOM PHCKE CHHAPOMA JIM3UCA OILyXOJIA
WM HePpPOTOKCHYHOCTH. BeceM mnammeHTaM mOKa3aH MOHHUTOPHUHI C IEJbI0 BBIIBICHHS
IIPU3HAKOB THIIEPBOJIEMHH, U KOJMYECTBO HEOOXOAMMOM KHUIKOCTH JOJDKHO KOPPEKTHPOBATHCS
C Y4YeTOM HHIMBHJYaIbHBIX MOTpeOHOCTEH namueHToB. OOmuUi 00BEM KHUIKOCTH MONKET
KOPPEKTHPOBATbCS MO KIWHHYECKUM TI0KA3aHUSIM Y MAIMEHTOB C HAJIWYMEM CEpACYHOH
HEJIOCTaTOYHOCTH Ha MOMEHT MCXOJHOM OLEHKH WIH COCTaBJISIOMIUX TPYINIy PHCKAa JaHHOM
naTojoruu (cM. pazzaen «OcoOble yKa3aHus»).

PexomeHayeMBlli pexUM THApaTallid NpeayCMaTPUBACT KaK IEPOPAIbHYIO THApaTalUio
(30 Mi/kr B cyTKH B TeueHHe 48 4acoB, MPEAIIECTBYIOMUX IIEPBOMY JIHIO TIEPBOTO ITHKIIA), TaK U
BHYTPUBEHHYIO rujipatanuio (B oobeme ot 250 mit 10 500 M1 COOTBETCTBYIOIIETO pacTBOpA IS
BHYTPUBEHHOT'O BBEJICHHS Tepe]l BBEJACHUEM KaXKIOW 03I B paMKaX IEPBOTO IIMKJIA TEPATHH).
I[lo mepe HeOOXOAMMOCTH, [OMOJHHUTEILHO BBOAAT BHyTpuBeHHO 250mn — 500 mia
UH(Y3MOHHOrO pacTBOpa IOCIE BBEJCHHs Npemnapara Kumponauc B pamkax NepBOro HUKIA
tepanuu. IlepopanbHas W/WiaM BHYTPUBEHHAs THApaTalysl JOJDKHBI IPOJOIDKATHCS, 1O Mepe
HEOOXOIMMOCTH, B TEYEHHUE MOCIEAYIOMUX [[HKIIOB.

Ecnu npexycmoTpeHa KOMOMHUPOBaHHAS TE€pAIUsi ¢ BHYTPUBEHHBIM BBEJICHHEM JlapaTyMymada,
B JIHH €70 IPUMEHEHHs He TpeOyeTcss HU NepopaibHasi, HM BHYTPUBEHHAs I'MIpaTaIlHsL.
KoHuenTpamus kaius B CHIBOPOTKE KPOBH JOJKHA KOHTPOJHPOBATHCS €XKEMECSIUYHO WK OoJiee
4acTO B IIpoliecce Tepanud mpenaparoM Kumposime, Mo KIMHHYECKUM IIOKa3aHHsIM, B

3aBUCHUMOCTHA OT 3HA4YCHHA II0OKA3aTClId 0 Ha4dajla TCpalluu, I/ICHOJII:SYCMOfI COHyTCTBYIOIIIeﬁ
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Tepanuu (HarpuMep, mpernapaTamMmu, KOTOpble, Kak H3BECTHO, MOBBIIIAIOT PUCK TMIIOKATHEMUH) U
CBSI3aHHBIX COITYTCTBYIOIIUX 3a00I€BaHUH.

Pexomenoyemvie npunyunsvi MoOughuxayuu 003vl

Heobxomuma moambukamms 1036l npenapata Kumnposiauc B COOTBETCTBHH C IPOSBICHUAMH
TOKCHYHOCTH. PeKOMEHIyeMble JCUCTBHS W PEXHUMBI MOAM(UKALUH 03Bl IPHBENCHBI B
tabuie 5. 3HaYeHUs] CHIKEHHBIX /103 TIPUBEICHBI B Tabmwuiie 6.

Tadoauna 5. Moaudukanus 10361 B Ipoiecce Tepanuu npenaparom Kunposnc

I'emaTosiornyeckasi TOKCHYHOCTH Pekomen)]yemoe aelcTBHE

o Ab6comoTHoe KOJIMYECTBO | ® [IpexpaTuth Tepanuio
HEeUTpohuIOB <0,5x10°/n - [Ipy BOCCTaHOBJIEHMM TOKa3aTeiass [0 YPOBHSA
(cM. pa3nen «Ocobbie > 0,5 x 10°/n — npoMODKUTL TEpanuio B TOM ke
YKa3aHUs») Ji03€e
. [Ipu nocneayIomuMx CHIKeHUsX nokasarens < 0,5 x 10°/n
Heobxoumo Clie/IoBaTh NPUBECHHBIM BbILLIE

pPEeKOMEeHJAIMsAM U PacCMOTPETh BOMPOC O CHIKEHUH

J103bI npenapara Kunponuc Ha oqHy cTyneHp”

OebpunbHas HEUTPONEHUS
AGcomoTHoe KOJTMYECTBO
neirpodpwios < 0,5 x 10°n wu

Temrnepatypa B TOJIOCTH pTa

> 38,5°C, WIIH JiBa
MOCJIE0BATENBHBIX 3MK30/1a
MIOBBIIIIEHUS [oKasareJs

> 38,0°C B TeyeHue 2 yacos

IIpexpatuth TEpanuio

[lpu  BoccTaHOBIEHWH  aOCOMIOTHOrO  KOJIMYECTBA
HEWTPOQWIOB /0 HMCXOAHOrO YPOBHS W CHWXKEHHUH
TeMIepaTypbl Tejla — BO300OHOBUTH TEPAIMIO B TOH XKe

J03€

Konuuectso TPOMBOLMTOB
<10x10°n wnmm  npusHaKM
KPOBOTEUYEHH,

aCCOLMMPOBAHHOIO c

TpoMOoLMTONEHHEH (CM. pa3zaen

«Oco0bble ykazaHusi»)

[Tpexparuts Tepanuio

- Ilpn BOCCTaHOBIEHMM TMOKa3aTenst 10 YPOBHSA
>10x109/n  w/unu  DOCTHXKEHMH  KOHTPOJIS
KPOBOTEUEHHUs — MPOJODKUTH TEPAIUIO B TOW Ke
no3se

[Ipy nocneayrommx CHIWKeHUIX nokasarens < 10 x 10%/n

Heo0X0IuMO ClIe/IoBaTh MPUBEICHHBIM BbILIIE

PEKOMEHJIAIMAM M PacCMOTPETh BOMPOC O CHIKEHHH

J103b1 penapaTta Kumnposauc Ha oqHy cTyneHb?
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Heremarosiornueckas (moueunasi)

TOKCHYHOCTDb

Pexomenyemoe eiicTBue

. KpeaTHHHH CHIBOPOTKH KpOBH | ®
> 2 X UCXOJHbIN yPOBEHb; WIH
° Knupenc KpeaTHHUHA

<15 mn/MuH (WIH CHWKEHHUE

[IpekpaTuTh TEparnuil0 M TPOAOLKHTb MOHHUTOPHHT
GbyHKIMK OoYeK (KOHLEHTPALMH KPEaTHHUHA ChIBOPOTKH
KPOBH WJIM KJIMPEHCA KPEaTUHHHA)

BO300HOBJIEHHE

- Heobxonumo Teparnuu

KIMpeHca  KpeaTMHMHa 10 npernapatomM Kunponuc mnocsie BOCCTAHOBJIEHHS
<50% OTHOCHTEJIBHO (GYHKUMHM TOYEK 10 YPOBHs, COOTBETCTBYIOLIETO
MCXOJHOTO  YpOBHS),  WIH OTKJIOHEHHIO OT WCXOJHOro B mnpexaenax 25%;
noTpedbHOCTD B Juanuse PaccMOTpeTh BOMPOC O CHKEHHMH J103bI NIpernapara
(cMm. pazgen «Ocobbie Kunponuc Ha oaHy CTyIneHs?

yKa3zaHHUs») . V nauueHToB, HaXOASIIMXCS Ha JMAJIM3€ M MOJTyYaromuX

npenapar Kumnponuc, nociaeaHuii JO/DKEH BOAWTHCS

rnocJie MpoLeyphl AManu3a

IIpoune BHAbI HEreMaTOJIOTHYECKOH

Pexomenayemoe aeiicTBue

TOKCHYHOCTH
. Bce apyrue BHUIbI | ® [IpekpaTuTh Tepanuio 10 pa3pelleHUus CHMITOMATHKH
HEreMaToJIOrH4ecKom WK perpecca 10 HCXOAHOr0 ypOBHS
TOKCHYHOCTH 3 WM 4 CTeNeHH | o PaccMoTpeTh  BOMPOC O  BBEACHWM  ClEAyIOLIEH
(cM. pa3nen «Ocobble 3aIJIaHMPOBAHHOM 03B Mpenaparta, CHWKEHHOH Ha OHYy
yKa3aHHs») CTyIEeHb
2 CTyneHu CHIXKEHHs 103bl PUBEIEHBI B TabauLE 6.
Tabauna 6. CHakeHue 10361 npenapata Kunpoaune
IlepBoe Bropoe Tperbe
CHHJKEHHe CHH)KEHHE | CHIDKeHHe
Pexum Ho3a JA03bI JA03bI A03bI
Monotepanus 27 mr/m? 20 mr/m? 15 mr/m* —
Ipenapar Kunponuc, nenanuaomun u | 27 mr/m? 20 mr/m? 15 mr/m? —
JieKCaMeTa3oH
IIpenapar Kunponuc u aekcameTasoH 56 mr/m? 45 mr/m? 36 mr/m? 27 mr/m*
Ipenapar Kumponuc, napatymymaG u | 56 mr/m? 45 mr/m? 36 mr/m? 27 mr/m*
JIeKCaMeTa30H
[Tpumeuanne: Bpems uHdy3un ocTaeTcsi HEH3MEHHBIM NP CHKEHUH J103b1.
* Eciii CHMIITOMBI He pa3peliaioTes, clielyeT OTMEeHUTh npenapat Kunponuc.
IIpemeouxayus dexcamemasonom npu monomepanuu npenapamom Kunponuc
[Ipu npumenenum mnpenapata Kumpoiuc B KayecTBe MOHOTEpAlMH, IPOHU3BOIUTCS

IpeMe/IMKAIIHS JIEKCAMETa30HOM - 4 MT' IEpOPAIbHO HJIM BHYTPHBEHHO, MUHUMYM 3a 30 MUHYT,
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HO He Oonee 4eM 3a 4 yaca mepe] BBeJeHHeM J000H 103bl npenapata Kumpomuc B TeueHHe
IMKJIA 1, ¢ HeIbI0 CHUXKEHHUS YacTOTHl H CTENEHH TSDKECTH MH(QY3HOHHBIX peakuuit (cM. paszgen
«Oco0ble yka3anus»). [Ipy pa3BUTHH STHX CHMITOMOB WM HX IOBTOPHOM IOSIBJIEHHH BO BpEMs
HOCJIEAYIOIHUX IIMKIIOB, IPOU3BOJUTCS BO30OHOBJIEHHE MTPEMETUKAIIHU IEKCAMETa30HOM.
Ocobvie zpynnbl nayuernmog

Ilayuenmul ¢ noyeuHou HeOOCMAMOYHOCMBIO

[TaneHTBI ¢ YMEPEHHOH WM TSHKEION MOYEYHOU HEIOCTaTOYHOCTHIO JIOIYCKAIUCh K Y4acTHIO B
UCCIIeIOBaHUAX KoMOMHamuu mnpenapar Kumpommc/mekcamera3oH, HO HCKIIOYAMCh U3
uccieioBanuii komOuHammu npenapat Kunpomuc/neHamupomua. [loatomy OBUIO HOTYYEHO
OrpaHMYECHHOE KOJMYECTBO JAHHBIX MO NPHMEHEHHUIO mpanapara Kumpoiuc B KOMOMHAUH C
JEHATMIOMHIOM M JIeKCAMETa30HOM Yy TManueHToB ¢ kiupeHcoM kpeatmHuHa (KKp
< 50 Ma/MuH). 1151 COOTBETCTBYIOMIETO CHIDKEHUS CTAPTOBOM J0O3BI JICHAIUIOMHU/IA Y TTAIIUEHTOB
C HapyleHHsAMH (QyHKIMH TOYEK, BHISBICHHBIMH JI0 Havyajla JIe4eHHs, HEOOXOIUMO CIIeI0BaTh
PEKOMEHIAUAM, IPUBEICHHBIM B HHCTPYKIIMU 10 MPUMEHEHHUIO IIpenapara JeHATUIOMHU/L.
CornacHo uMerommMcest papMaKOKHHETHYECKUM JaHHbBIM, ITAIIHEHTaM C JIETKOH, YMEPEHHOMH Wi
TSDKEJION MOYEYHOH HEe0CTaTOYHOCTHIO MIIH IOCTOSHHO HAaXOSIIMMCS Ha JUTUTETHHOM JIHAIN3e,
KOppeKLUsi  CTapToBoM 1036l mpemapara Kwumpomue He  Tpebyercs  (cM. paszen
«®apMakokuHeTHKay). OnHako B  KIMHHYECKHX  HcciefoBaHMAX 3 dasel  wacToTa
HEXXeJaTeIbHBIX ABJICHUH, CBS3aHHBIX C OCTPOH NMOYEYHOH HEJI0CTAaTOYHOCTHIO, ObUIA BHIIIE Y
MALUEHTOB ¢ 00Jiee HU3KUM HCXO/IHBIM KIMPEHCOM KpEaTHHHHA, 110 CPABHEHHUIO C NAIIUEHTaMH C
00J1ee BBICOKMM HCXOJHBIM KIIMPEHCOM KpPEeaTHHHHA.

Ilepen HawyanoMm sedyeHHss HEOOXOAMMO BBIMOJHHUTH OLEHKY (YHKIMH MOYEK MAlMeHTa ¥ B
JanbHENIeM NoKa3zaTend GyHKIMH M0YeK HEOOXOIMMO OLEHUBATh XOTs OBl pa3 MeCSI] WM TaKk
9acTo, KaK 3TO MPEJYyCMOTPEHO B KIIMHHYECKUX PEKOMEHJAIMIX, OCOOEHHO BaXXHOE 3HAYCHUE
TaKOW MOHHUTOPHMHI MMEET JJIsl NAlMEeHTOB ¢ 0ojiee HU3KMM MCXOIHBIM KIMPEHCOM KpeaTHHHUHA
(KKp <30m/muH). B ciyyae BBISBICHHS TOKCHYHOCTH TEpaldM  HEOOXOIHMO
COOTBETCTBYIOIIMM 00pa3oM CKOpPPEKTHpPOBaTh 03y (cM. Tabumiyy 5). bBbuto momydeHo
OrpaHMYEHHOE KOJIMYECTBO JaHHBIX 00 d¢d¢ekTuBHOCTH H O€30MacHOCTH Ipemapara y
NAlMEHTOB ¢ HCXOAHBIM KIIMPEHCOM KpeaTHHHHA < 30 MJI/MHH.

ITockoneky kiMpeHc npemapara Kumposnmc Bo BpeMsi auaim3a He H3ydaics, JIeKapCTBEHHbIN
Tnpernapar cieyeT BBOAUTH MOCTIe IPOBEICHUS THaIh3a.

Ilayuenmui ¢ neyeHo4HOU HEOOCMAMOYHOCMBIO

[TaneHTBI ¢ yMEpEHHON WM TSKEIOW NEeYEHOYHOW HEJOCTATOYHOCTBHIO HE JIOMYCKAIUCh K
YyYacTHIO B HCCIEJOBaHMSX IpUMEHEeHUs mpenapata Kumpomic B KOMOWHamuM ¢

JICHATUAOMHU/JIOM H JEKCAMETAa30HOM HJIMA TOJIBKO C JICKCAMETa30HOM.
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dapmakokuHeTHKa Tpermapara Kumpomwc He wu3ydyajgach Yy IalMEHTOB C  TKEIIBIMH
HapymieHusMA ¢GyHKnuH mnedeHH. COrnacHO HMMEoIUMCsT (apMaKOKMHETHYECKHM JIaHHBIM,
MalMeHTaM C JIETKOW WM yMEPEHHOH NMEeYeHOYHOH HEAOCTaTOYHOCTHIO KOPPEKLHUH CTapTOBOH
1036l penapata Kunposuc ve Tpebyercs. OgHako y NanHeHTOB, y KOTOPBIX /10 Havyajia JICYEHHUs
ObLTa BBISBIEHA JieTKas WIH YMEpEHHas NeYeHOYHas HEJOCTaTOYHOCTh, ObLIa 3adHKCHpOBaHA
Oonee BBICOKAas YACTOTa IATOJIOTHYECKUX M3MEHEHMH (YHKIMH II€YEHH, HEXeIaTeNIbHbIX
SIBJICHUH CTENEHU > 3 ¥ CEphE3HbIX HEXENATENbHbBIX SBJICHUH, YeM Y IAMEHTOB C HOPMAJIbHOM
¢dynkuuei nedenu (cM. pasnensl «PapmakokuneTuka» U «Ocobble ykasanus»). Ilepen nauanom
JIeYeHUs] MalMeHTaM JO/DKeH OBbITh Ha3HA4YeH aHAIU3 Ha OINpe/Ie/ICHHe aKTHBHOCTH (pepMEHTOB
NEYECHU M coAepikaHus OumMpyOrHa M B JalbHEHIIEM TaKod aHaU3 CIELyeT BBIIOIHATH OIMH
pa3 B Mecsll B T€YEHHE BCETO Kypca JedeHus: KapGuiazoMuOoM, BHE 3aBUCHMOCTH OT MCXOIHBIX
noKa3arenel, U B Cly4ae BBISIBICHHS TOKCHYHOCTH TEpalud HEOOXOJHMMO COOTBETCTBYIOIIHM
o0pa3oM CcKOppeKTHpoBaTh 03y (cM. Tabmuiy 5). Ocoboe BHUMaHHE CIEIYeT YAEIATh
MaleHTaM C YMEPEHHbIMH M TSDKEIbIMH HapyIICHUSMH (YHKIHH IEYEHH, NOCKOJIbKY B TOH
TMOMYJIAIMM TAIMEHTOB OBUIO IIOJYYEHO OYEHb OrPAHMYEHHOE KOJIMYECTBO JAHHBIX 00
s} dexTrBHOCTH M 6€30MIACHOCTH Ipenapara.

Ilayuenmur nosicunozo 6o3pacma

B menoM uwacrora ONpENENCHHBIX HEXENATeNbHbIX SBJICHMH (BKIIXOYas CEpACUHYIO
HEJIOCTAaTOYHOCTh) B KJIMHMYECKUX HCCIEIOBaHHMAX ObUla BINIE B IOATPYIIE MAalMEHTOB B
BO3pacTe OT 75 7€eT W cTapiie 10 CPaBHEHHIO C MalMeHTaMH Miaame 75 ner (cM. paszien
«Oco0ble yKa3zaHusm»).

Jemu

be3zomacHocte ¥ 3G ¢EKTHBHOCTh HCHONB30BaHHMS mpenapata Kumpomuc y neredl He
ycraHoBiieHbl. COOTBETCTBYIOIINE JTaHHBIE OTCYTCTBYIOT.

Cnocob geedenun

Ipenapar Kunposuc BBOAMTCS BHYTpHBEHHO myTeM HH(y3uu. Jloza 20/27 mr/m? BBOJHTCS B
teuenue 10 munyT. Jlo3a 20/56 Mr/M> nomkHa GBITH BBeIeHa B TeueHHe 30 MHHYT.

He nomyckaercs crpyiiHoe mim 6omocHoe BBeieHHe npenapara Kunposnuc.

Cucrema Juis BHYTpUBEHHBIX HH(Y3HH J0/DKHA OBITH MPOMBITa (PU3HOJIOTHYECKHM PacTBOPOM
HATpHUs XJIOpHJA WM 5% pacTBOPOM IUIFOKO3BI [UIl HHBEKIUI HEMOCPECTBEHHO NEpe]l U MocIie
BBeZIeHMs npenapara Kunposuc.

He nomyckaercs cmemuBanue npenapara Kumpoiuc iy oqHoBpeMeHHass HHQY3Hs ¢ ApyTHMHU

JICKaAPCTBCHHBIMH CPEJICTBAMHU.
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Obwue mepvl nNPeOOCMOPOANCHOCHIU

Kappumsomub sBIsETCs MHTOTOKCHYECKHM areHTOM. B cBsi3u ¢ oTHM cremyeT cobmonars

OCTOPOXHOCTH TIPU PHTOTOBIICHHH Tpenapata Kunpomic n obpamenuy ¢ HUM. Pekomenayercs

UCII0JIL30BATh MEPYATKH M JPYTHE 3aIllUTHBIE CPE/ICTBA.

Hecoemecmumocmo

WccnenoBanus COBMECTHMOCTH HE MNPOBOJMINCH, B 3TOH CBSI3M JaHHBIA JIEKApPCTBEHHBIA

npernapar He Clie/lyeT CMEIIUBATh C APYTUMH JIEKApCTBEHHBIMH IIpETapaTaMH.

Kunposuc, muoduimusat Ui MPUrOTOBICHHS pacTBOpa [UIsl HHQY3HH, HE CIIEAyEeT CMEIIUBATh €

pacTBOPOM HaTpus XJopuaa uis uabekuui 9 mr/mi (0,9%).

Boccmanosnenue u noo2omoeka k 6HympueeHHoMy 66€0eHUI0

[Ipenapar Kumponuc He cCOAEPKUT KOHCEPBAHTOB, W (IIAKOHBI IPEIHA3HAYEHBI TOJBKO IS

OJTHOKpPATHOTO UCIoJb30BaHus. [Ipu pabore HeoOX0aUMO cOoOIOAaTh TPEOOBAHUS aCENITHKH.

BOCCTaHOBIIEHHBINA pPacTBOP COAEPKHUT KapPui3oMuO B KoHIEeHTpauuu 2 mr/mil. Ilpouwraiite

TIOJTHOCTBIO HHCTPYKIHMIO 110 IPUTOTOBJICHHUIO PACTBOPA I1€PE]] BOCCTAHOBICHHEM:

1. Paccunraiite 103y (B MIr/M%) M KomMuecTBO (IakOHOB Mpernapara Kumpomc, HeoOXoauMble
NAIMEHTY, B 3aBUCHMOCTH OT UcXoaHo miomanu nosepxsHoctu tena (III1T). ITauments ¢
IIIIT Gonee 2,2 M [OIDKHBI MOJYYHTH 103y Ha ocHopanuu IITIT 2,2 M2, Koppekuus 10361
He TpeOyeTcs npu W3MeHeHNH Macchl Tena Ha < 20%.

2. H3Biexute (h1akoH U3 XOJNOJHILHUKA HETIOCPEACTBEHHO NEPE] IPUMEHEHHEM.

3. HWcnons3yiite uriy 21 wiu Gonbmero kamubpa (0,8 MM HIIM MEHBLIErO BHELIHETO JHaMeETpa
WIJIBI) JUIS  aCeNTHYECKOrO BOCCTAHOBJIEHHS KaXHoro (UakoHa IIyTEM MEIJIEHHOIO
BBeJIeHHs 29 MJT CTEpUIIBHON BOIBI U MHBEKIHH Yepe3 PpoOKy, U, HalpaBJisisi CTPYIO BOIbBI
ais  webekumit 110 BHYTPEHHEM CTEHKE ®JIAKOHA s MEHEMH3AIHH
NeHOo0Opa3oOBaHHUS.

4. Copmepxumoe (¢ulakoHa aKKypaTHO MEJICHHO TMepeMeliaiiTe BpalleHHeM H/Wii
NepeBOpPaYMBaHMUEM B TEUYEHHE INPUMEPHO | MHHYTHI WJIHM [0 IIOJIHOIO PAaCTBOPEHHS.
HE BCTPAXUBATDL. B cnydae mneHooOpa3oBaHHs, HEOOXOIUMO JaThb pacTBOPY
OTCTOSITHCS JIO TEX TMOp, NOKA MEeHa HEe HCYe3HEeT (IPUMEPHO 5 MHHYT), H pacTBOP HE CTaHET
NpO3pavyHbIM.

5. BwusyajibHO OCMOTpHUTE PacTBOp Ha HAJIM4YHE MOCTOPOHHUX YacTUI[ U HM3MEHEHHE IBETA
niepe]l BBeieHHeM. BoccTaHOBIICHHBIH pacTBOP JOJDKEH OBITH MPO3pauHbIM, OT OECIIBETHOTO
JI0 CBETJIO-XKEJITOTO I[BETa M HE JIOJDKEH BBOJUTHCS MPU JIOOBIX M3MEHEHMSAX IL[BETA HIIH
HAJIMYUH TOCTOPOHHUX YaCTHUII.

6. Bech HEeHCIONIB30BaHHBIN OCTATOK IIpenapara Bo (uiakoHe HeOOXOIUMO yTHIIM3HPOBATh.
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7. PactBop mpemapata Kumposmc MOXXHO BBOJMTH HEIMOCPEICTBEHHO BHYTPUBEHHO OO
MIOCPEICTBOM BBEJICHHS Iperapara B IaKeT ¢ pacTBOPOM JUls BHYTPUBEHHBIX HH(y3uid. He
JIOIYCKAeTCsl BAYTPUBEHHOE CTPYHHOE MK OOJIIOCHOE BBEJCHUE IIperiapara.

8. Ilpu BBemeHWHM B B/B makeT, OTOMpAIOT pAcCUMTaHHYIO A03y INpenapara u3 (akoHa,
ucnonb3ys uriny 21 wim Gonbirero kanmmoOpa (0,8 MM MM MEHBIIEro BHEIIHETO JHaMeTpa
UTJIBI), ¥ PAcTBOPSIOT B B/B makete oobemMoM S50 wim 100 mi, copepkameMm 5% pacTBopa
[JIFOKO3bI JUISI MHBEKIUH.

Boccmanoenennwiii pacmeop

Xumuueckasi ¥ ¢pu3ndeckas cTabHIBHOCTh BOCCTAHOBJIEHHOTO pacTBopa BO (uiaKoHe, HIIPHUIE

WM NIAKeTe JUIs BHY TPUBEHHBIX HHQY3Hii ObUIa IpOAEMOHCTPUPOBaHA IIPH XPaHEHHMH IIpenapara

B TeueHue 24 yacoB mnpu Ttemreparype 2°C - 8°C wim B TeyeHHe 4 4acOB IpH TeMIlEpaType

25°C. Ilpum 3TOM nepuos BpeMEHH ¢ MOMEHTa BOCCTAHOBJICHHS IIpenapara 0 ero BBEJICHHs HE

JOJKEH MPEBBIIATEH 24 9acoB.

C MEKpOOHOIOTHYECKOH TOYKH 3pEHHsSI BOCCTAHOBIECHHBIA pacTBOP JOJDKEH OBITh MCIOJIB30BaH

HETIOCPEACTBEHHO II0CJI€ BOCCTAHOBJICHHMS. B TNPOTUBHOM cCilydyae OTBETCTBEHHOCTh 3a

coOmozieHHe CPOKOB M YCIIOBHH XpaHEHHWsS HECeT TO0Jib30Barellb. BpeMs XpaHEHHs pacTBOpa

1Iepel HCIOIb30BAaHUEM- HE JIOJDKHO TpeBbImaTh 24 yacoB npu temmeparype 2°C - 8°C.

Ymunuzayus

Bech HenCIo/Ib30BaHHBIN OCTATOK Mperapara ¥ OTXO/bI O/UIEKAT YTHIH3alU| B COOTBETCTBUU

C MCCTHBIMHA TpC6OBaHPI}IMH.

IToGouHnoe neiicTBHE

0630p npoghunsa 6ezonacnocmu

B 4ucio Hanbonee ceppe3HbIX HEXENATENbHBIX PEaKIUii, KOTOPbIE MOTYT Pa3BUTHCA BO BpeMs
neueHus npenaparoM Kumponmce BXOAAT: cepiieyHas HENOCTAaTOYHOCTh, MH(APKT MHUOKapHa,
OCTAaHOBKA CepAla, MINEeMHs MHOKapJa, WHTEPCTHLUAIbHAs OO0JIe3Hb JIETKUX, ITHEBMOHHT,
OCTpBIH PECIUPATOPHBIA JAUCTPECC-CHHAPOM, OCTpasi JbIXaTelbHas HEJOCTATOYHOCTD, JIETOYHAas
THNIEPTEH3Us, OJbIIIKA, apTepUabHas TUIEPTEH3Us, B TOM YHUCJI€ TUNEPTOHUYECKHH KpHU3,
ocTpasi IOYeyHas HeJ0CTaTOYHOCTh, CHHIPOM JIM3HUCA OIyXOJH, HMHQY3HOHHBIE pEaKIuy,
)KEITy/IOYHO-KHIIEYHOE  KPOBOTEYCHHE,  BHYTPHUYEPEITHOE  KPOBOM3JIMSIHUE,  JIETOYHOE
KPOBOTEUCHHE, TPOMOOIMTONEHHUS, TI€YEHOYHAs HEJIOCTaTOYHOCTh, pEaKTHBAalMs BHpyca
renatuta B, cunapom 3amgHeir oOpatumoit sHuedamomatuun (C303), TpoMOGoTHUECKas
MHKPOAQHTHONATHs. ¥  TpoMOOTHYecKass TpOMOOIMTONEHHYECKass IypILypa/TeMOTUTHKO-
ypemuueckuii cunapoM (TTII/TYC). B xnmHMueckux uccienoBaHusx npemnapara Kumpommc

KapAUOTOKCHYHOCTh U OJBIIIKA 00BIYHO Pa3sBUBAJIUCh HA PAaHHHUX JTallax Tepalnuu (CM. pasacn
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«Ocobble ykasanusin). Hambonee 9acThiMH HEXeJATEIbHBIMU PEAKIHAMH (BO3HUKABIIMUMH Y
6osnee 20% nanueHTOB) ObUIM: aHEMHMS, YTOMIISIEMOCTD, TPOMOOLIUTOIEHHUS, TOLIHOTA, AHapes,
NOBBIIEHHAS TEMIIEPATYPa, OJbINIKA, HHOEKIMH JIbIXaTeIbHBIX Ty TeH, Kameb 1 HEUTPOTICHHMS.
HauanpHas f03a kaphwiomuba, pasHas 20 mr/M%, 3areM moBblmanack a0 27 mr/™M* B
uccnenopagun  PX-171-009 u 1o 56 mr/M?2 B mcciaenoanuu 2011-003  (cm. pasnen
«®apmakoMHaMAKay). Pe3ynbTarel CpaBHEHHS HEXENATCIBHBIX peakimif, pa3BUBIIMXCS B
rpynie npenapara Kumpoiuc u iekcaMeTa3’oHa (Kd) uccnenosanus 2011-003, ¢ TakoBbIMHA B
rpynne npenapara Kunposuc, JeHanuoMu1a U IeKcameTa3’oHa (KRd) uccnenosanus PX-171-
009 yKa3sIBaIOT Ha TO, YTO MOTEHIMATBHAA J10303aBHCHMAst CBA3b MOXKET HMETh MECTO B Cilyae
CO CIEAYIONMMHE HEXeNaTeNbHbIMA PEaKIHsiMH: Cep/eyHas HEJ0CTaTOMHOCTD (Kd 8,2%,
KRd 6,4%), ompmuka (Kd30,9%, KRd?22,7%), aprepuaibHas THICPTCH3HA (Kd 25,9%,
KRd 15,8%) u nerounas runeprensus (Kd 1,3%, KRd 0,8%).

B uccnenosanuu 20160275, B paMKax KOTOPOTO MPOBOAMIIOCH CPABHEHHME TCPANUHU TIPEIIapaToM
Kunposmc B KOMOUHAIMH C 1apaTyMyMaOoM U JIe€KCaMeTa30HOM (KdD) u Tepanuu npemnapaToMm
Kunposmuc B KOMOMHALMM TOJBKO C JEKCAMETa30HOM (Kd), netanpHble HCXOJBI BCIIEACTBHE
HesKeJaTeNbHbIX SBICHHH B Teuerne 30 JHeH ¢ MOMEHTA IPUMEHEHHMS TIOCTICTHEH 103l KaKOro-
60 U3 HTHX npenaparoB Habmonamcs y 10 % nanueHToB B rpymie KdD ny 5 % nanueHToB B
rpymne Kd. HauGosnee pacnpocTpaHEHHOH MPHYIMHOM JIETAIBHOIO HCX0Ja y MAllMEHTOB obenx
rpymn SBsUIOCH passuTHe HHpekuuu (5% B Tpynme KdD u 3% B rpymne Kd). Puck
BO3HHKHOBEHHSI HEXEJIATEIbHBIX SBJICHHH C JIETAIbHBIM MCXO0JIOM, MOTCHIHAILHO CBA3aHHBIX C
Tepanmeii, ObUT BbIIE CPelH IMAIMEHTOB B BO3pacTe > 65 JeT. Cephe3Hble HEXKeNaTeIbHbIC
SBIEHHS OTMedatuch y 56 % nanuentoB B rpynne KdD u 46 % nmamuenToB B rpynne Kd.
HamnGosee pacnpocTpaHEHHBIMH CEPhE3HBIMHA HEXKENaTeIbHbIMA SBICHUSIMH B IPYIITIC KdD mno
cpaBaennio ¢ rpymmoi Kd Opum: anemust (2% 1O CpaBHEHHIO C 1 %), nuapes (2% mno
cpaBaenuio ¢ 0 %), mupexcus (4 % 10 CpaBHEHHIO C 2 %), naeBMoHuA (12 % 10 CpaBHEHHIO €
9 %), rpum (4 % 1o cpasreHuio ¢ 1 %), cencuc (4 % 1o CpaBHEHHUIO C 1 %) u 6ponxurt (2 % no
cpasHenmIo ¢ 0 %).

Cnucox HedcenamenbHbiX peaKyul

[lepeuncleHHble HIKE HEXKENaTeNbHbIE PEAKIUH YIOPSI0UCHBI 10 KlaccaM CHCTEM OpraHoB H
KaTeropusiM 4acToThl BCTpedaeMOCTH (cM. Tabmuuty 7). Kareropuy 4acTOTh ONPEACIATACE Ha
OCHOBAHHH OBIIEH YaCTOTHI, YKA3aHHOM IS KAX/I0H HeXeIaTeTbHOH peakiui B 00BeIMHEHHOM
HaGope JaHHBIX M3 KIMHAYECKUX HCCIe0BaHui (n = 3878). B paMkax kakJ0ro Kjacca CHCTEM
OpraHOB M KAaTErOpUH YacTOTHI BCTPEYAEMOCTH HEXEIATeNbHbIC PEaKiHH MEPETHCIICHBI B

MOpAAKE CHHIKCHUS CTCIICHHU CCPBE3HOCTH.
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Tabauna 7. Cnucok HeXelaTeJIbHBIX PeaKIHi

Kaacce cucrem | Ouenn 9acro Yacro Heuacrto Peaxo
OpraHoB (=1/10) (>1/100 - < 1/10) (= 1/1000 - | (=1/10 000 -
MedDRA < 1/100) < 1/1000)
Unbexumn  u [THeBMOHUS, Cernicuc, Konur,
N— uHpeKLus UH(]EKLUS JIerkux, ACCOLIMMPOBaHHBIN
JbIXaTeIbHBIX BHpYCHas c Clostridium
nyTeil uHbekums, difficile,
OTOSICHIBAOILMH UMTOMEraJloBH-
repriec*, pycHas MHGEeKLHs,
uHpexms peaKkTUBaLMs
MOY€BBIBOJSALLMX BUpYyca renatuta B
TyTeH,
OpOHXHT,
racTPOIHTEPHUT,
BHpPYCHas
uHpeKus,
Ha30(apHHIUT,
PUHUT
Hapywmenus co ['unepuyBcTBH-
CTOPOHBI TETBHOCTh K
UMMYHHOM JIEKapCTBEHHOMY
CHCTEMBI CpeAcTBY
Hapymenns co TpomboumroneHus, | eGpwIbHAs ['emonuTHKO- TpomboTuueckas
CTOPOHBI HEUTPOTEHHS, HeWTpOreHHs YPEeMUUECKHUI MUKPOAHIHONATHUS
KPOBETBOPHOM AENE, GRS,
i JuM$poneHus, TpoMOOTHYECKas
numbarHuec- NeHKoneHus TPOMOOLIUTONEHHU-
KOH cUCTEM Heckai mypriypa
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Knace cucrem | Ouens yacro Yacrto Heuacro Penxo
OpraHos (=1/10) (=>1/100 - < 1/10) (=1/1000 - | (=1/10 000 -
MedDRA <1/100) < 1/1000)
Hapymenus co CHTOEAIHEMEI,; Rermparasag, Cunzpom  nmsuca
CTOPOHBI CHIDKEHHE rUnepKaJTueMus, omyxom
. — anneTura TUIIOMarHUeMHs,
BEILIECTB U TUMOHATPUEMHUA,
[UTAHUS rUnepKaIbLIUeMus,
TUTNIOKAJIbLIUEMHS,
runogocharemus,
TUTIEPY PUKEMHS,
runoanbOyMuHeMus,
TUNIEPIIIMKEMUS
Ilcuxuyeckne | Becconnuna TpesoxHoCT®,
HapyleHus CITyTaHHOCTb
CO3HAHUS
Hapy1enus co [onoBokpyxenue, | [lapecresus, BuyTpuuepenHoe
CTOPOHBI nepudepuueckas rUnecTe3us KPOBOM3IIUSHHUE,
HEepBHOM Hehponartus, HapyIIEHHE
CHOTEMEL rosioBHas 601b MO3TOBOTO
KpoBooOpaleHus,
CHUH/IPOM 3aJiHeH
o0paTumoii
sHLedaronaTiu
Karapakra,

Hapywmenus co

CHHXXCHHUEC YECTKOCTH

CTOPOHBI
opraHa 3peHHs APeRaK
Hapymenus co 3BOH B ymax

CTOPOHBI
OpraHoB ciyxa

¥ PaBHOBECHS
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Knace cucrem | Ouenn yacto Yacrto Heuacto Peaxo
OpraHoB (=1/10) (=1/100 - < 1/10) (=1/1000 - | (=1/10 000 -
MedDRA < 1/100) <1/1000)
Kapauosnoru- Cepneunas OcraHoBKa
YecKHe HEJ0CTATOYHOCTD, cepaua,
HapyIeHNs MH(ApKT MHOKapaa, | KapaIHOMHOMATH,
bubpusuus HIIeMHUs
npeacepauii, MHUOKapaa,
TaXuKapaus, NepUKap/IuT,
CHW)KeHHe (PpaKLMK | BBIMOT B MOJOCTh
BBIOpOCa, niepuKap/a,
cepaueduenue KETY10UKOBast
TaXUKapaus
Hapyuienus co | AprepuaibHas TpomGos  rmySoxmx | I'mepronmieckuil Ocn0o)KHEHHBIH
CTOPOHBI TUNepTeH3us PEH, KpH3, TUTEPTOHUYECKUH
COCY MCTOM TUINIOTEH3HU, KPOBOTEYEHHUE kpH3
CHCTEMBI runepeMust
Hapy1uenus co Jucnuoo, Tpom6Goambonus OcTpbiii
CTOPOHBI Kaiesib JIETOYHOM apTepuH, | pecrUpaTOpHbIN
OpraHoB OTeK JIETKHX, JaucTpecc-
AbIXaTeTbHOM HOCOBOE CHHJIPOM,
CHCTEMBI, KPOBOTEUYEHHE, ocrpast
rpyAHO# 60J1b B POTOIJIOTKE, | AbIXaTebHas
KJIeTKH H auchonms, HEI0CTaTOYHOCTb,
CpeaoCTeHUs CBHUCTANICC JIErOYHOE
JIbIXaHHe, KPOBOTEYESHHUE,
JierovHast HUHTEPCTHLHAIbHAS
TUIEPTeH3Us 00JIe3Hb JIETKHX,
MHEBMOHHT
Hapyuienus co Psora, JKemynouHo- Ilepdopauus
CTOPOHBI Aaudapes, KHIIEYHOEe eIy JOYHO-
NULIEBapH- 34H0p, KPOBOTEUYEHHE, KHIIEYHOr O
T 601 B XKHBOTE, JIUCTIETICHS, TpaKTa,
CHCTEMBI TOIHOTS 3yGHas Goib OCTpbIH
MaHKpeaTHT
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Knace cucrem | Oyenb 4yacTo Yacro Heuacro Peaxo
OpraHos =1/10) (=1/100 - < 1/10) (=1/1000 (=1/10 000 -
MedDRA <1/100) <1/1000)
Hapyuerms co [ToBbiLIEHUE ITeuenounas
CTOpOHEI aKTUBHOCTH HEJ0CTATOYHOCTD,
——— — aJlaHMHAMUHOTpaH- | Xojecras
apHO cbepasbl,
AT MOBBILIICHHE

aKTUBHOCTH

acrapTaTaMHHO-

TpaHchepassl,

MOBBILIEHHE

aKTMBHOCTH TraMMa-

Ty TAMWJITpaHCern-

THJIa3bl,

runepOunupyOuHe-

MHS
Hapywenus co Kosxmbie AHTMOHEBpPOTH-
CTOPOHBI KOXH BBICHITIAHHA, YeCKUi OTEK
U TOJKOXHBIX KOXHBIH 3y,
TKaHe# oparema,

TUMEPrUIpo3

bosb B criune, CkeleTHO-

Hapymenus co
CTOPOHBI
KOCTHO-
MBILLEYHOH
CHCTEMBI "
COE/IMHUTEb-

HOM TKaHHU

apTpairus,
Oonu
KOHEYHOCTH,
MBIIIEYHbIE

CriasmMbl

MBbILIeYHas 00Jib,
CKEJIETHO-
MbllieyHas Ooib B
rpy/HOM KIIETKE,
00JIb B KOCTHX,
MHaJITHs,

MBILIEYHas cl1adoCcTh
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Kunace cucrem | Ouenn yacro Yacro Heuacto Peako
OpraHoB (=1/10) (>1/100 - < 1/10) (=1/1000 (=1/10 000 -
MedDRA <1/100) < 1/1000)
Hapyuenus co | [ToBbieHue Octpoe
CTOPOHBI KOHLIGHTPALMK HORpEICHHE
noyex M | KpeaTHHHHA g | Ok
MOYEBBIBOJIS- | KPOBH HORCHHAN
X el HEI0CTaTOYHOCTb,
HapylLIeHHe
(YHKIMHU 1OYeK,
CHW)KEHHUE
MOYEYHOrO
KJIMpeHca
KpeaTHHUHA
Cucremnblie Iupexcns, Bom B rpynroi [Tonuoprannas
HapylleHUs | neprQepirieckue IaIeTKe, HEJ0CTaTOYHOCTD
ocnoxuenus B | OTOKH 6o,
— acTeHMs, peakiMd B MecTe
—_—"n YTOMIJISIEMOCTB, HHOY3UH,
03HO0 TPUNNONOAOOHbBIH
CHHJIPOM,
HeZIOMOraHue
7, T [ToBbienue
pe3ybTaToB KoHUenTpaumu  C-

1ab0paTOPHBIX

peakTuBHOro Oerka,

bl

A HHCTPYMEH- MOBBILICHUEC

TaJIbHBIX KOHLICHTpALUK1

HccaeI0BaHUM MOYEBOM KHUCJIOTHI B
KpPOBH

TpaBmsl, Peakuus, cBsa3aHHas

OTpaBJICHUA H

OCJIO)KHCHHU S

npouenyp

¢ uH(y3uei

* Yacrora paccyruTaHa 1no AaHHbIM KIIMHHYCCKHX UCCIIeIOBAHMM, OONBIIMHCTBO TAIMEHTOB B KOTOPbIX

NOJTyYan Npo(QUIaKTHYECKYIO Teparnuio.
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Onucanue 6b10€/1eHHBIX HEHCENAMEIbHBIX PeaKUUl

Cepoeunas HeOOCmMamo4yHOCHb, UHGAPKM MUOKAPOA U UWEMUSL MUOKAPOA

B  KIMHMYECKMX  MCCIIEJOBAaHMSAX [NpPUMEHEHWs mpenapara Kumpoiauc — cepaeyHas
HEI0CTAaTOYHOCTh OblIa BhIsABIEHAa INpUMEpHO y 5% mNanueHToB (CTENEHb TKECTH >3
oTMedanach NPUMEPHO y 3%), WH(pApKT MHOKapia ObUI AMAarHOCTUPOBAH HpPHMEPHO y 1%
MaUeHToB (CTENEHbh TSHKECTH >3 OTMedaiach NpuMepHo y 1%), a wWimmemus MHOKapaa
pasBuiachk y < 1% nanuenToB (CTeneHb TsHKecTd > 3 otMeuanach y < 1%). OTu HexenaTenbHbIe
SBJIEHUS OOBIYHO PErMCTPUPOBAIMCH HA PAHHMX JTanax Tepanuu mnpenapatoM Kumpowuc
(<5 uuKIoB).

B uccnenosanuu 20160275 obmas yacroTa BO3HMKHOBEHHS HApyLIEHHH CO CTOPOHBI Cepila
(mr00oi U BceX CTENeHei TsHKECTH) B MOATPYyINE MALMEHTOB, Y KOTOPHIX H3HAYAJIBHO HMEINChH
HapyMIEHUS CO CTOPOHBI COCY/IOB MM TMIepTens3us, coctaBmia 29,9 % no cpasnenuio ¢ 19,8 %
(KdD mo cpasuennro Kd) u 30,6 % mno cpasuenuio c¢ 18,1 % coorsercTBeHHo. Yacrtora
BO3HMKHOBEHHs HApYIIEHHH CO CTOPOHBI CEpAla C JIETAIbHBIM HCX0J0M cocTaBmia 1,9 % mo
cpasrennio ¢ 0,0 % (KdD no cpasuenuto Kd) u 1,5 % no cpasrennio ¢ 0,0 %, COOTBETCTBEHHO.
Hu oftvH THII SIBIEHMH CO CTOPOHBI Cep/lia He 00YCIIOBIHBAN pasHuIy Mex Iy rpynnamu KdD u
Kd B moarpyrie namMeHToB, Y KOTOPBIX H3HAYATbHO HMEIHMCh HAPYIIEHHs CO CTOPOHBI COCYIOB
WA TUTIEPTEH3HSL.

[IpUHIMIBI  KIXHAYECKOTO BEJICHWS IAlMEHTOB C KapIWOJIOTHYECKAMHU HapyIICHHIMH,
BO3HHKIIMMM Ha (oHE JjeyeHus mpenaparom Kumpomuc npusenensl B pasaene «OcoObie
yKa3aHUs.

Jlucnnos

Onpiuka Obula BbIABIEHA TNPHMEPHO y 24% YYaCTHHUKOB KJIMHHYECKMX HCCIIEIOBAHUA
npenapara Kumnposuc. BoJIbIIMHCTBO HEXeJATENbHBIX PeaKiyif, CBA3aHHBIX C OJIBIIIKOM, ObLIH
HeCePbE3HbIMHE (CTEMEHb TSHKECTH > 3 oT™Medanach y < 5% NalMeHTOB), KYIIHPOBAIUCH | JIMIIb B
PEIKHX CIydasX IPHBOIMIM K NMPEKPaIleHuo JedeHns. Takue HexenaTeIbHbIe PeaKiuy dalle
BCEro Pa3sBHBAIMCH HA PAHHHX JTanax HcciaenoBaHus (< 3 mukiIoB). IIpHHIMIBI KIHHHYECKOTO
BEJICHHMs INAIMEHTOB C OJBINIKOM, BO3HHWKIIEH Ha (oHe JiedeHWs npenapatoM Kwumposuc,
HpUBEICHBI B pa3zesie «OcoOble ykazaHus ».

Apmepuanvras 2unepmen3sus, 6KNI04AsA 2UNEPMOHUYECKUE KPU3bL

BBUIM 3aperHCTPUPOBAHbI CITy4ad pPa3BUTHs THIEPTOHUYECKHX KPU30B (HEOCIOXHEHHBIX H
OCJIOXKHEHHBIX) TIOC/Ie MpUMEeHeHus mnpemnapara Kumpomuc. Hexoropele U3 3THX HapyIICHH#H
HUMEIH CMEPTEIbHBIM HCXOA. B KIMHHYECKHX HCCIEJOBAaHUAX HEXeIaTeIbHbIe SBJICHHS,
CBSI3aHHBIE C ApTEPUAIBHOM THIepTeH3ueH, ObUTH BBIABICHB NPHUMEPHO Y 21% manMeHToB U

NpUMEPHO y 8% MAIMEHTOB Pa3BHJINCH HEXeIaTeIbHbIC SBICHUS CTENEHH THKECTH > 3, XOTH
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THIIEPTOHUYECKHM Kpu3 Obu1 auarHoctipoBaH y < 0,5% mamuentoB. YacToTa HeXelaTelbHBIX
SBJICHWH, CBSA3aHHBIX C AapPTEPUAILHOW THIIEPTEH3HEH, HE paszauyanach y IMAlHEHTOB C
apTepHaJIbHOM THMIEPTeH3We B aHaMHe3e¢ M DAIMEHTOB, pAaHEE HE CTPajaBIIMX J3THM
3aboneBanueM. [[pHHIUIBI KIMHAYECKOTO BEJICHUS MALMEHTOB C apTEPHAIbHON IHIEPTEH3UEH,
pasBuBLIeiics Ha (oHe JeueHus npenaparoM Kumpomuc, mpuBesneHs! B pasgene «OcoObie
yKa3aHUs».

Tpomboyumonenus

TpomGoruronenust ObUta 3aperucTpupoBaHa NpUMEpHO y 33% YYacTHHKOB KJIMHMYECKHX
uccienoBanuii npenapara Kunponuc u npumepHo y 20% pa3Buiiack TPOMOOIUTONEHHS CTENIEHH
TsokecTd > 3. B uccnenoBannu 20160275 gacTota BOSHUKHOBEHHS TPOMOOIIMTONICHUH CTENEHH
TsDkecTd > 3 cocraBwia 24,4 % B rpynne KdD u 16,3 % B rpynne Kd. [Ipenapar Kunposmuc
BBI3BIBAET TPOMOOIIMTONIEHHIO IIyTEM TIIOJABJICHHS BBICBOOOXKICHHS TpPOMOOLUTOB U3
METaKapHoOIMTOB, YTO MPHUBOJUT K KIACCUYECKOW IMKJINYECKOW TPOMOOIMTONECHHH, IPU
KOTOPOH KOJIMYECTBO TPOMOOIMTOB OIMyCKaeTcs 10 MUHUMAIBHOTO YpoBHs Ha 8 wia 15 1eHp
K@XKJI0ro 28-7IHEBHOr0 HHUKJIa M KOTOpas OOBIYHO AacCOLMMpOBaHA C BOCCTAHOBJICHHEM
HCXOJTHOTO KOJIMYECTBA TPOMOOIMTOB K Havyally CIEAyIOMmero mukia. [IpuHIuIb KIMHHYECKOro
BEJICHUS IAIMEHTOB C TPOMOOIMTONEHHEH, pa3BUBIIEicS Ha (DOHE JICUEHHS IpenapaToM
Kunposmuc, npusenensl B paszaene « OcoObie yka3aHus».

Beno3snvie mpombosmbonuu

Y man@eHToB, NOJy4aBUIMX mpenapar Kumponmc, perucTpupoBaIMCh CIIydyad BEHO3HBIX
TpoM603MOOIHHA, B TOM duciie TpoMb03a IimyOOKUX BeH U TpPOMO0IMOOIIMHU JIETOUHON apTEpHH €
JeTaTbHBIM HCX00M (cM. pasznen «OcoOble ykasanus»). B Tpex uccrnenoBanusx ¢asbl 3 obmas
94acTOTa BEHO3HBIX TPOMOO03MOOIHUECKHX OCIOKHEHHH ObLTa BbINIE B TIpyNmax npenapara
Kunpomuc. B uccnenoanuu PX-171-009 yacTora Takux ocjoxHeHW# cocraBwia 15,6% — B
rpynne KRd, u 9,0% — B rpynne Rd. Beno3nble TpoMG03MO0IUK >3 CTENEHH TSIKECTH
oTMedauch y 5,6% mamumentoB — B rpymmne KRd, u y 3,9% nanuentoB — B rpynne Rd. B
uccnenosanuu 2011-003 gacrora BeHO3HBIX TpombOoaMOonmii coctaBisuia 12,5% — B rpymnme
Kd, u 3,3% — B rpynne xomOunamuu Oopre3ommba u aexcamerasoHa (Vd). Benosnble
TPOMO0IMOOIHH > 3 CTENEHH THKECTH OTMEHATHCh y 3,5% nauuentoB — B rpynne Kd, u y
1,8% mnaumenroB — B rpynne Vd. B wuccnenoBanum 20160275 uactota BO3HHKHOBEHHS
BEHO3HBIX TpoMO03IMbommii coctaBuia 6,2 % B rpynmne KdD u 11,1 % B rpynmne Kd. Beno3nsie
TpoMOOIMOOIMK CTeTeHH TshKecTH > 3 otMevanuch y 1,9 % manuentoB B rpynne KdD u y

6,5 % nanuenToB B rpynmne Kd.
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Ileuenounas neoocmamovrnocmo

Citydau ne4eHOYHOM HEI0OCTAaTOYHOCTH, BKJIIOYAs CIIydaH C JIETATbHBIM HCXO0A0M, COOOIIANCh Y
<1% nanMeHTOB B KJIMHHYECKHX HccieqoBaHusSX mnpenapata Kumpomuc. IlpuHiumer
KJIMHAYECKOTO BEICHHS TIelaTOTOKCHYHOCTH, BO3HHMKAIOIEH Ha (OHE JIeUeHHs IpenapaTroM
Kunponuc, npusenens! B pasjene « OcoObie yKa3aHus».

Ilepughepuueckas neviponamus

B paHIOMH3HMPOBAaHHOM OTKpPBITOM MHOTOIICHTPOBOM HCCIEOBaHHHM, B paMKax KOTOpPOIro
xoMOuHamwsi mpemapara Kumponuc, BBOAMMOro B BHAE HHQY3UH IPOJOJDKUTEIBHOCTHIO
30 muHyT B 103¢ 20/56 Mr/M2, 1 nekcamerasona (Kd, n = 464) cpaBnuBanach ¢ KoMOMHaImei
6opre3omuba u gexcameraszona (Vd, n = 465), nepudepudeckas HeHponaTusi CTENECHH TSKECTH 2
U Bbllle ObUIa BhIsABICHA y 7% MAIMEHTOB C PELUAMBUPYIOMIEH MHOXKECTBEHHOH MHEIOMOIH,
nosy4aBmux pexxuM tepanud Kd, u y 35% nanueHToB, noqydaBIIMX pexuM Tepanuu Vd, 4to
ObUTO 3aMKCHPOBAHO Ha MOMEHT M3HAYaIbHO 3alulaHupoBaHHoro asamsa OS. B
ucciaenoBanuud 20160275 ciyuanm BO3HHKHOBEHHs INepH(epUUEecKOd HEHpONaTuM CTEHNEHH
TSDKECTH 2 W Bble Obutd 3apeructpupoBanbl y 10,1 % mnamueHTOB ¢ pelUAMBUPYIOIIEH
MHOXeCcTBeHHO# Muesniomoii B rpynne KdD no cpaBrHenuto ¢ 3,9 % nanuentos B rpymnme Kd.
Hughyzuonnvie peaxyuu

B uccnenoBanuu 20160275 nabGmonancs NMOBBIIEHHBIH PUCK BO3HUKHOBEHHS HH(Y3HOHHBIX
peaxIyii B ciiyyae NpuMeHeHHs Kapdur3oMuba COBMECTHO € JapaTyMyMaOoM.

Hughexyuu ovixamenvnvix nymeu

B uccnepoBanuu 20160275 coobmanock 0 cephe3HbIX CllydasX HHOEKIUH AbIXaTebHBIX Iy TeH,
BO3HHMKABIIUX B Kaxaou rpymme yedenus (27,6 % B rpynne KdD u 15,0 % B rpynne Kd). B
uccienoBanuu 20160275 coobmanoch O Cepbe3HBIX ClydasX IHEBMOHHH, BO3HHKABIIMX B
kaxoi rpymme sedenus (15,3 % B rpynmne KdD u 9,8 % B rpynne Kd). K neranbromy ucxomy
npusend 1,3 % u 0 % sBnennii B rpynmnax KdD u Kd, coorBeTcTBEHHO.

Bmopuunvie nepeuunvle 310kavecmeentbvlie HOB00OPA3068aHUS

B wuccnepnoBanum 20160275 B kaxao# rpymnme JiedeHUs ObUIM 3aperHCTPUPOBAHBI CIIydau
BO3HHMKHOBEHHS BTOPHYHBIX NIEPBHYHBIX 3JI0KAYECTBEHHBIX HOBoOOpa3oBanuii (1,9 % B rpynme
KdD u 1,3 % B rpynmne Kd).

Onnopmynucmuyeckue uHgexyuu

B wuccnenoBanum 20160275 B kaxmoit rpymnme JiedeHUss ObUIM 3aperuCTpUPOBAHBbI CIy4au
BO3HMKHOBEHHS onmnopryHuctruueckux uHpexuuit (9,4 % B rpynne KdD u 3,9 % B rpynne Kd).
B rpynne KdD B > 1 % cny4aeB onmopTyHHCTHYECKHE WH(EKIMH BKITIOYATH OMOSACHIBAIOIHA

repriec, KaHu103 MOJIOCTH PTa, OpaIbHBIN reprec ¥ MpocToi reprec.
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Peaxmuesayus cenamuma B

B uccnenosanun 20160275 yacrora peaktuBaimu remnaruta B cocrasuna 0,6 % B rpynne KdD B
cpaBHenud ¢ 0 % B rpynmne Kd.

/pyzue ocobwsie zpynnvl nayuenmog

Ilayuenmoi noscunoeo 6o3pacma

B 1menoM dYacToTra OTHENBHBIX HEXENATENbHBIX SBICHUH (BKIIOYAs CEPACYHYIO ApHTMHIO,
CEpICYHYIO HEIOCTaTOYHOCTh (cM. paszen «Ocobble yka3aHMsA»), AMUCIIHOI, JICHKONEHHIO H
TPOMOOIUTONEHHIO) B KIMHHYECKHX HCCIENOBaHUAX mpenapara Kumpomuc Obiia BhIIE y
IIAIMEHTOB B BO3pacTe > 75 JIeT 1o CpaBHEHHMIO C TALMEHTaMH B Bo3pacTte < 75 JIeT.

B uccinenosanuu 20160275 47 % u3 308 namuentos, nony4yasmux KdD 1Ba pasza B Hezemo B
no3e 20/56 mr/m?, 6bimu B Bo3pacTe > 65 ner. B rpymme KdD HexenartenbHble SBICHHS C
JIETATBHBIM HCXOJIOM, TMOTEHIIMAIBLHO CBA3aHHbIE C Tepanuel, BO3HHKIM y 6 % INalueHTOB B
Bo3pacre <65 et u y 14 % maunueHToB B Bo3pacTe > 65 ner. B rpynne Kd rakwe sBienus

BO3HHKIHA y 8 % maiueHToB B Bo3pacte < 65 1eT n'y 3 % nauueHToB B BO3pacTe > 635 JIeT.

Ilepeno3upoBka

B Hacrosiee BpeMsi OTCYTCTBYeT JIOCTaTouHas HHQpOpMALUs sl TOro, 4TOOBI CJeIarh
3aK/IIOUYeHHe O O€30MacHOCTH HCIIOJIb30BaHMS Npenapara B [03aX, IMPEBBIINAKONIMX 1036,
HCIIOJIb3yeMble B pPaMKaX KJIIMHHYECKHX HccienoBanui. [Ipu ommboyHoM BBENEHMM Npenapara
Kumpomuc B mo3e 200 mr, coobmanock 00 OCTpOM pa3BHUTHH 03HO0A, IOHHIKEHHH
apTEePUANILHOTO JIaBJICHHS, TOYE€YHON HEJIOCTATOYHOCTH, TPOMOOILMTONICHUH H TUM(OTEHHH.
Crenupudeckuii aHTHAOT I Kappua3oMuba B ciTydae nmepeio3MpOBKH HEU3BECTEH. B ciydae
MEePe0O3UPOBKH TMAI[MEHT JO/DKEH HaXOAUTHCA MOJ HaOMoJeHHeM, OCOOEHHO Ha MpeaMeT
Pa3BUTHS HEXEJIAaTeIbHBIX JIEKAPCTBEHHBIX peakuyii Ha npenapaTr Kurpouc, nepeyrcieHHbIX B

paszaene «IloGo4noe neiicTBre.

B3aumopeiicTBHE ¢ IPYrUMH JIEKAPCTBEHHBIMH CPEACTBAMH
Kappunzomub npenMymecTBeHHO MeTab0IM3UpPyETCs MENTHA30H B SIIOKCUATHAPOIIA30H, U KaK
CIIE/ICTBHE, HE OXKHMJIACTCs BIUSHUS IIPH OJHOBPEMEHHOM BBEJICHUH HHIMOMTOPOB H HHIYKTOPOB

muroxpoma P450 Ha ¢papmakokuHeTHUECKHH Tpoduib kapunzomuoda.

Wccnenoanus in vitro nokazaimu, uro kappwmomub® He unaynupyer CYP3A4 dyenoseka B
KyJIbType TeNaToOlUTOB. B KIMHMYECKOM HCCIIEOBAaHUH, MPEIyCMATPUBABLIEM II€POPAILHBINA
npreM Mu1a3onama (Merabonusupyromerocs ¢ yuactueM CYP3A) u BBeieHue kapduinzomuda B

no3e 27 Mr/M?> (MOCPeCTBOM MH(Y3MH JUTMTENBHOCTBIO 2-10 MHHYT), GBUIO MOKa3aHO, 9TO
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OJTHOBpPEMEHHOE BBeJeHHe Kappmisommuba HE OKashlBalO BIMSHAS HA  [1apaMeTPhl
(apMaKOKMHETHKY MHJa30/1aMa. JTH JIAHHbIC CBUICTEIBCTBYIOT O TOM, 4TO Kaphu3oMuo, KaKk
oXHmaeTcs, He Oyxer WHrHOMpoBath MeraGommsm cy6erparoB CYP3A4/5 u He sBisgercs
uuxykropom CYP3A4 y wuenoseka. Mccnenosanus kappuisomuba B 03¢ 56 mr/m? He
npoBomIochk. OIHAKO HEM3BECTHO, SBIISETCA JTM KapQui3oMuO HHIYKTOPOM CYP1A2, 2C8,
2C9, 2C19 u 2B6 B TepaneBTHYECKAX KOHIEHTpamusaX. Ciemxyer coOmoarh OCTOPOKHOCTD IPH
KOMOWHHpOBaHHH Kapdumsomuba ¢ IpermapaTamMy, SBISIONIMMUCS CyOCTpaTamMH  3THX
#30(epPMEHTOB, B HYaCTHOCTH IEPOPAIBHBIMH KOHTpanenTuBamu. HeoOXomumo NpHHSATH
>deKTHBHBIE Mepbl VISl NpeNOTBpamieHHs OepeMeHHOCTH (cM. pasnen «IlpuveneHue mnpu
GEpeMEHHOCTH | B [IEPHOJ] TPYJHOTO BCKapMJIMBaHHs); a TAkXKe HHCTPYKIHMIO N0 NPUMEHECHHIO
npenapara JICHATHAOMHAJ); IAlMEHTaM, HCIOJIL3YIOIMM MEpOpalbHBIC KOHTPAlETITUBBL
HEeoOX0IMMO TEPETH Ha albTepHATHBHBIH 3 QEKTHBHBIA METO KOHTpPALICTILIHH.

Kappumsomu6 ue unrubupyer CYP1A2, 2B6, 2C8, 2C9, 2C19 u 2D6 in vitro u mo3ToMy, Kak
OXHUJaeTcs, He OyJeT OKa3piBaTh BIHMAHHMA Ha 3HAYECHHS OKCIO3MIHMH JICKAPCTBEHHBIX
TIPEnapaToB, SBJIAIOIIMXCS CyOCTpaTaMy 3THX H30()EPMEHTOB.

Kapgumsomu6 sensercs cyberparom P-rimkomnporenna (P-gp), Ho He sBisiercst cyOcTpaToM
BCRP. Opnnako, yuateiBas TOT (akt, 4to mpemnapaT Kumpoiwc BBOIWTCS BHYTPUBEHHO H
WHTEHCHBHO METabOoJIM3UPYETCs, OJHOBPEMEHHOE NPHMEHEHHE HHTHOUTOPOB HIIM MHTYKTOPOB
P-gp i BCRP BeposTHO He CKakeTcs Ha napamerpax (papMakoKMHETHKH Kapduisomuba. B
HCCIIEIOBAHMSAX in Vilro B KOHIIEHTPALUAX, MEHBUIMX, HEXEIH 0XKHMIa€MbIC IIPU UCIIO0JIb30BAHIH
TpenapaTta B TEpaleBTHYECKHX [03aX (3 MKMOib/n), Kapdumsomud uHrudmposan sddiokc
JMrokcuHa (ssisomerocs cyocrparom P-gp) Ha 25%. Cienyer cobmoaaTh OCTOPOKHOCTE IIPH
KoMOHHMpoBaHKH Kapduasomuba ¢ cybGerparamu P-gp (HanpuMmep, TUrOKCHHOM, KOJIXHIMHOM).
B wuccnenoBanusx invitro kappuwmsomu6 wunrubuposan OATPIB1 mpu 3HadeHHsX
ICso=2,01 MKMOIB/JI, TPH 3TOM HEHM3BECTHO, MOXET JH Kap)ua3oMub B CHCTEMHBIX
KOHIIEHTpaI|saX MHru6uposats japyrue tpascnoprepsl (OATP1B3, OATI1, OAT3, OCT2 u
BSEP). Kapdpunmsomu6 e unrubupyer UGT2B7 uenoseka, oxnako uarubmpyer UGTIAI
yenoBeka npH 3HadeHuax ICso=5,5 mxmonb/n. Tem He MeHee, y4uThIBasg OBICTPYIO
SIMMHHALMIO Kaphui3oMuba, a Takke OBICTpOe CHHKEHHE €0 CHCTEMHOM KOHIICHTPAIK Yepe3
5 MHHYT [OCII€ 3aBepuIeHHs HWH(Y3WH, PHCK KIMHHYECKM 3HAYMMBIX B3aUMOJCHCTBHH C

cybctparamu OATP1B1 u UGT1A1, BepoTHO, ABJISETCS HU3KUAM.

Oco0ble ykazanus
[MTockoneky mpemnapar Kumponuc mpuMeHsieTcs B KOMOMHAMM € JPYTMMH JICKapCTBEHHBIMHU

CpeacTBaMH, TIE€pea Ha4daJioOM JICUCHHA HEe00X0 MO M3Y4YUTh TaKX€ HWHCTPYKIHH IIO
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NIPHMEHEHHUIO JTHX JIEKApPCTBEHHBIX CPEJICTB. YUYHTHIBasi, 4TO B KOMOHHAIIMK C IpenapaToM
KHIponMc MOMKET Ha3HAa4aThes JICHATMIOMHJ, 0co00e BHHMAHME CIEAYeT  yACIHTH
TpeGOBaHMAM B OTHOLIEHHH IPEJOTBPAIICHUS HACTYIUICHHs OEPEMEHHOCTH BO BPEMs TEPAIHH
JICHATHIOMHUIOM M BBIIIOJHEHHS TECTOB Ha OGepeMeHHOCTh (cM. pasuen «lIpumeHeHHE IpH
GEepEMEHHOCTH ¥ B IEPHOJ] IPYIHOTO BCKAPMIIHBAHUSY).

Hapywenus co cmoponwl cepoya

[locne mnpuMeHeHusi mnpenapara KHIpPONMC OTMeYald Ppa3sBUTHE HIM IPOrPECCHPOBAHUC
Cep/IeYHON HEIOCTAaTOYHOCTH (HAIPUMED, 3aCTOMHas CepedHas HEIOCTaTOYHOCTh, OTEK JICTKHX,
CHIDKEHHE (pakKIuK BHIOpOCA), MIIEMHIO MHOKap/Ja M HHPApKT MUOKap/a. JIeTabHbIe HCXOMbI
BCIIC/ICTBME OCTAaHOBKM Cep/ila BO3HHUKAIM B TEYEHHE CYTOK IIOCIE BBEJICHHs IIperapara
KHIIPOIHC, ¥ COOOMANOCH O JeTATbHBIX CIydYasX CEpAeYHOH HENOCTAaTOYHOCTH M HH(papKTa
MuoKap/a. [ToTeHImanbHbIe 10303aBUcCHMBIE 3 deKTHI cM. B paszene «llo6otuHoe aerncTBHE .
XoTa mepejl HadaloM BBeJeHHS B IHKIe 1 HeoOXoauMa aJeKBaTHas THApaTalMsd, TaKxke
HeOoOX0MM MOHMTODHMHT BCEX NAIHEHTOB HA MPEIMET THIEPBOJIEMHH, OCOOCHHO MAI[HEHTOB C
PHCKOM pa3BHTHsS CEpAEeYHOM HenocTaTouHocTH. IIpn HEOOXOAMMOCTH, y MALMEHTOB C
Cep/eYHOlM HENOCTATOYHOCTBIO WM COCTAaB/IMIONMX TIPYMITy BBICOKOIO pPHCKa JaHHOH
[IATOJIOTHH, MOXET TNOoTpeGoBaThcs Koppekius o6mero obbemMa HHQY3MOHHOW Tepamuu
(cm. pazaen «Crnoco® NpUMEHEHHS | JI0351)).

[Ipy pa3sBUTHH HeXeJaTelbHbIX SBICHHH CO CTOPOHBI cepaua 3 MM 4 CTENCHH TSDKECTH,
HEOOXOAMMO OTMEHHTh Tpemapar IO pa3pelleHHs SBJIEHHM W pacCMOTPETh BOIPOC O
BO300HOB/ICHHH NpPHMMEHEHHs INpenapara Kumpomuc B /03€, CHM)KEHHOM Ha | ypoBeHb Ha
OCHOBAaHHH OLIEHKH COOTHOIIEHHs MOJIB3a/pucK (cM. paszieln «Criocobd NPUMEHEHHS | JI036D»).
PHCK cepledyHON HeJOCTATOYHOCTH BO3pAcTaeT y MAIlMEeHTOB MOXHJIOTO Bo3pacta (=75 ner).
KpoMe TOro, pHCK CepieYyHOH HEJOCTaTOYHOCTH BO3pAaCTaeT y IALMEHTOB a3HaTCKOro
MIPOUCXOXKIACHUSL.

Ilepen HayaoM Jie4eHHs PEKOMEH/IYETCs IIPOBECTH TIIATEIBHYIO OEHKY (aKTopoB CepledHO-
COCYZMCTOTO PHCKa.

[lamuenThl ¢ cepiaedHoi HemocrarouHocTeio I m IV dyHKumoHanmbHOro Kiacca IO
xnaccnukanmn  Hpio-Mopkckoit  kapauonormueckoif  accoumanmn  (NYHA), HenmasHO
nepeHecne WHPAPKT MHOKAp/a W MMEBIIME HEKOHTPOJHMPYEMbIE JIEKAPCTBEHHOH Tepanuei
HapyIIEHHs NPOBOJMMOCTH, HE BKJIIOYATNCH B KIMHUYECKHE HCCIENOBaHHMsA. JTH MALUCHTHI
MOTYT OBITH MOABEPXKEHBI GOJIee BEICOKOMY PHCKY Pa3BHTHS OCIIO)KHEHHH CO CTOPOHBI Cep/ua.
[TanMenTsl C TpU3HAKAME MJIM CHMITOMAaMH cepjeunoil Hepocrarounoctd I wim
IV pysknmonansHoro kiacca mo kiaccudukaumn NYHA, HemaBHO mepeHecmue HHMapKT

MHOKap/ia (B TeYeHHE MOCIEMHUX 4 MecsleB), a TAaKXKe MNalMEeHThl C HEKOHTPOIMPYEMOH
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CTeHOKap/ueil WM apuTMHeH JOJDKHBI IPOXOMHUTH MOJHOE KapIHOJIOrHYecKoe 00cieoBaHue
nepe] Hadagom Tepamuu npemapatoM Kwunpomwmc.  CocrosHMe —NalMeHTa  CIeIyeT
ONTHMH3MPOBATH [0 PE3yJIbTaTaM TaKoro oOCIel0BaHMs, yJensas 0c000e BHUMAHHE KOHTPOIIIO
apTEPHATLHOTO JABJICHUS ¥ COICPIKAHHMIO JKUJKOCTH B oprausMme. BrocneacTsuy manueHTam
ClIe/lyeT MPOBOJWTH TEPANMIO C OCTOPOXNKHOCTBIO, TNAMEHTHI JOJDKHBI HAXOJHUTHCA IHOJ
MPUCTATBHBIM HAOMOAECHHEM.

Hzmenenus na snekmpokapouozpamme

B KIMHHYECKHX HCCIIEOBAHUAX M IIOCTPETHCTPAIMOHHOM NEpHOJE ObLIM 3apErHCTPUPOBAHBI
cinydan yumHenns watepana QT. Bbum momydeHsl cOOOIMIEHHs O Cydasx JKejyJ04KOBOH
TaXUKap/MH y MAllHEHTOB, KOTOPBIE IPOXO/IHIIH JiedeHHe npenaparoM Kumpowc.

Jlecounas moxcuynocmo

V nanueHToB, Mojyd4aBIIuX mpenapat Kumponuc, ObUIM 3aperHCTPHPOBAHbI CIy4ad OCTPOro
pecimpatopHoro aucrpecc-cuapoma (OPJIC), ocTpod [bIXaTe€NbHOH HEIOCTaTOYHOCTH K
octpoii muddy3HON HMHOUIBTPATUBHOM OOJNE3HM JIETKUX, TaKHX KaK ITHEBMOHUT H
MHTEPCTHIMAIBHOE 3a601eBaHue JierkuX. HeKoTopble U3 3THX HapyIIEHHH UMEIH CMEPTENIbHbIHA
ucxoJ. HeoOXoauMO BBINOJHHUTH OLEHKY COCTOSHMS NAlMEHTa M IPEKPAaTHTh MPUMCHEHHE
npenapara Kumpoimc 10 pa3spemieHus JIerovyHOH TOKCHYHOCTH, IIOCJI€ YEro peuieHue o
BO300HOBIICHHH TEpaliKi NPHHAMAIOT HA OCHOBAaHMM pE3yJbTaTOB OLEHKH COOTHOIICHHS
noJib3a/puck (cM. paszzen « Cioco® mpuMeHEHHs | J03bI»).

Jlecounas 2unepmen3us

BbUIM 10Ty 4eHbl COOOIIEHHS O BBISIBICHHH BO BpeMsI JIe4eHHUs IpenapaToM Kumposuc jieroysoi
TUIIEPTEH3WH, B HEKOTOPBIX CiIydasX C JIeTaJbHBIM HcxonoM. [Ipm momospeHuu Ha 3TO
3ab0JIeBaHKE MAIHEHTY MMOKa3aHO COOTBETCTBYOmEe obceioBanue. B ciayuae moaTBEpKICHUS
JIETOYHOM THIIEPTEH3UH ClIeyeT MPeKpaTUTh NMpUMEHeHHue npenapara Kumposiuc mo Tex mop,
MOKa CHMIITOMATHKa HE Pa3pelIMTCs WM (YHKIHUS JETKMX HE BOCCTAHOBHMTCS JO HCXOIHOTO
YPOBHS, a 3aT€M PacCMOTPETh BOIPOC O BO30OHOBJICHHH TEpalMH Ha OCHOBAaHMH PE3YJILTaTOB
OLIEHKH COOTHOMLIECHHS IOJIb3a/pHCK (cM. pasnen « Cnocod NpuMeHEHHs U [I03bD»).

Jlucnnos

V nanueHToB, MOJYYaBINMX JIEYeHHE TpenapaTtoM KuIposimc, 4acTo MOSBILUIMCH )KaloObl Ha
ompiuky. [lamMeHTy ¢ OJBIIKOM MOKa3aHO oOOCIeloOBaHHE C LENbI0 HCKIIHOYEHHS
KapMOITyIbMOHAJIBHBIX OCJIO)KHEHUH, BKIIIOYAs CEpACYHYIO HEIOCTaTOYHOCTh M JIETOYHBIE
CHHJIPOMBL. B ciydae pa3BUTUS OJBIIKA 3 WM 4 CTENIEHH TSDKECTH IPUMEHEHME Iperapara
Kunposrc npexpamaioT 0 TeX Mop, MoKa OJbIIIKA He KyIHPYETCs WU 11apaMeTphl IbIXaHUS He

BOCCTAHOBATCA 10 MCXOJHOI'0 YPOBHs, IOCJIEC YETO pacCMaTrpuBarOT BOIIPOC H BO300HOBJICHHH
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Tepaniy Ha OCHOBAHHH PE3yJIHTATOB OLIEHKH COOTHOLICHHS MOJb3a/pUck (cM. paszensl «Criocod
npuMeHeHus u 1036 H «[TloGouHoe neiicTBrEY).

Apmepuanvhasn eunepmen3us

Ha ¢one npumenenus npenapata Kumponuc ObUTH 3aperucTpHpOBaHbl CIyYad apTepUaibHOM
TUNEPTEH3MH, BKIIOYAs THIEPTOHMYECKUH KpH3 H OCJIOKHEHHBIM TI'MIIEPTOHHYECKHN KpH3.
Hekoropsle W3 3THX CilydyaeB HMeNH CcMepTesbHbIH HcxoA. Ciyuad TIMIEPTEH3UHM Yalle
PETHCTPUPOBAIMCH y TMAIMEHTOB, MNOJyYaBmIMX mpenapaT Kumpomic B KomMOMHaumu ¢
naparymymaboM B pamkax uccienoBaus 20160275. Pexomenayercss TOCTHTHYTbh KOHTPOJIS
apTepHAbHOM TMIEPTEH3MH 10 Havyajla JIeYeHus mpenaparoM KHMIpoiaMc B KOHTPOJIMPOBATH €€
BO BpeMs JiedeHHWs. BceM manueHTaM IOKa3aH peryJispHbI OCMOTp C LEJNbIO BBIABICHHA
apTepUaIbHOM THIIEPTCH3WHA W HA3HAYECHHS JICYCHHUS, €CIIH B 5TOM BO3HHKHET HEOOXOIMMOCT.
Ecin aprepualibHy0 THIIEPTEH3UIO HEBO3MOXHO KOHTPOJIHPOBATh, 03y mpenapara Kumpomwmc
HEOOXOAMMO CHH3HTh. B cilydae JHarHOCTHpPOBaHMS T'MIIEPTOHHYECKOIO KpH3a NPUMEHEHHE
npenapata KuIpojuc mpekpamamT 10 TeX MOop, MOKa TIHIepPTOHWYECKHi Kpu3 He Oyner
KYTTHPOBAH WM MOKA3aTeH apTePHAIbHOTO JJaBJICHUS HE BOCCTAHOBATCS 110 HCXOJHOTO YPOBHS,
MOCJIe Yero pacCMaTpUBAIOT BOIPOC M BO30OHOBJIIEHHM TEpalMM Ha OCHOBAaHMHU DPE3YyJIbTATOB
OLIEHKH COOTHOINEHUS NOJIb3a/pucK (cM. pazaen «Criocod MpUMEHEHHUS U J103b1)).

Ocmpas noveunas He0ocmamo4yHocno

BeutH 1mOJTydeHB! COOOIIEHHS O CiydasX OCTpOH IOYEeYHOH HEJO0CTaTOYHOCTH Yy MAIMEHTOB,
KOTOpbIE IPOXOAMIM JiedeHHe mnpenaparom Kumponuc. HekoTopble M3 3THUX CIlydyaeB HUMEH
cMepTenbHbId ucxoA. OcTpasi moYeyHass HEJOCTAaTOYHOCTh 4Yallle JAHarHOCTHpOBalach Yy
HAIlMEeHTOB C PEeHUIMBHPYIOUICH WM pedpakTepHOM MHOXKECTBEHHOM MHEIOMON Ha IO3HEN
CTaJuH, MOJTy4YaBIIMX MOHOTEpamnuio npenaparoM Kumposuc. B KIMHHYECKHX HCCIEIOBAHMAX
¢a3bl 3 yacTOTa HEXeNaTeIbHBIX SBICHUH, CBSI3aHHBIX C OCTPOH IOYEYHON HEI0CTATOUYHOCTHIO,
ObLIa BBIIIE Y MAIMEHTOB ¢ 060JIee HU3KUM MCXOHBIM KJIMPEHCOM KPEaTUHHHA, 110 CPAaBHEHHIO C
nanueHTamMmu ¢ 60iee BBICOKAM MCXOIHBIM KIMPEHCOM KpeaTHHHHA. Y OOJIBIIMHCTBA MAlMEHTOB
KIAPEHC KpeaTHHHHA HE H3MEHsUICs C TedeHWeM BpeMmeHH. [lokasarenmn ¢QyHKmuM nodex
HEOOXOAMMO KOHTPOJIHMPOBaTh XOTS Obl pa3 Mecsll WIM TaK 4acTo, KaKk 3TO IPeIyCMOTPEHO
KJIMHUYECKMMH PEKOMEHJAlMsIMH, OCOOEHHO Yy MAalMeHTOB C 0ojiee HU3KUM HCXOHBIM
KJIMPEHCOM KpeaTHHHHA. B ciydae HeoOXOAMMOCTH NpenapaT HaYHHAIOT BBOAUTH B CHUIKEHHOMH
J103€ WA OTMEHSIOT (cM. paszzen «Criocod mpuMEeHEHHS U 103bI).

Cunopom nuzuca onyxonu

Cunnpom mmsuca omyxomu (CJIO), B TOM uucie C J€TaIbHBIM HCXOAOM, OTMEYalICs
y MAIMEHTOB, noyryyaBmux npemnapar Kunposmc. [TanueHTs! ¢ BBICOKOH OITyX0JIEBOM Harpy3kou

JIOJDKHBI paccMaTpuBaThes Kak umeromue 6osee Beicokuit puck CJIO. Heobxomumo obecnedntn
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aJIeKBaTHYIO TH/IPATAIMIO TIepel BBeleHHeM npenapaTta Kumpommc B nukie 1 Tepanuu, a Takxe,
TIpH HEOOXOAMMOCTH, TIPH MOCIIEAYIOIMX UKIaX (cM. paszen «Crocod NpUMEHEHHs U J103b1»).
V nanueHToB, MMeOmMX Bbicokmii puck pasButusi CJIO, ciemyer paccMOTpeTs BOIpoc 00
HCTIOJIG30BAHMH CPEJICTB, CHUKAIOMIMX KOHIIEHTPAIHIO MOYEBOH KHCIIOTHL. B mporecce jeueHus
HeoOxoauM MOHHUTOpHHT Tpu3HakoB CJIO, B ToM 4mcie peryispHas OIEHKa KOHIECHTPAlMH
3JIEKTPOJIATOB B CHIBOPOTKE KPOBH ¥ aIeKBaTHAas KOPPEKIHs BBIABICHHBIX H3MEHCHHI.
Heo6xoauMo npekpaiienue jJedenus npenaparoM Kumpomuc no paspemenus cumnromos CJIO
(cm. pasgen «Cnocob npUMEHEHHS | 103b1»).

Hugpyszuonneie peaxyuu

Wudy3noHHBIE peakuuW, B TOM 4YHCIE JKH3HEYTPOXKAIOMME, OTMEYAIUCh Y MalHEHTOB,
nony4aBmux npenapar Kumpomuc. CHMOTOMBI MOTYT BKJIIOYATh IOBBIIICHHE TEMIIEPATyphl
Tena, 03HOO, aApTPAITHIO, MHAIIHIO, IOKPaCHEHWE JIMIA, OTEK JIMIA, PBOTY, CJlaboCTh,
3aTpyJHEHHE JbIXaHHWs, MOHW)KEHHE apTEepHATBbHOrO JaBJIECHHS, OOMOPOK, OpaauKapiuio,
4yBCTBO CTECHEHHS B IPYIHOM KJIETKE WM CTEHOKapIMIO. DTH PEaKIMH MOTYT pa3BHUBATHCH
HEMEJICHHO MOCJIE WM B TedeHue 24 4acoB mocsie BBeAeHUs npenapata. C LENbl0 CHHKEHHS
9acTOTHI M CTENEHH TSHKECTH Peakil|it, mepe/ BBeAeHHEM npenapara Kunpoiuc npou3BoIUTCS
BBEJICHHME JIEKCaMeTa30Ha B KadecTBe mnpemeaukaunuu (cM. pasjgen «Crnoco®d NpUMEHEHHS U
DO3BI»).

Kposomeuenus u mpomboyumonenus

Coobmanocs 0 pa3BuTHM KpoBoTeueHuii (Hampumep, kpoBoreyeHne B JXKKT, ierounoe,
BHYTPHUYEPEITHOE), YacTO CBA3AHHBIX C TPOMOOIMTONEHHEH, Yy MAIKUEHTOB, IOJyYaBIINX
npenapar Kunposmc. HekoTopsie Ciyyad 3aBepUIMIIMCH JIETAIBHBIM MCXOIOM (CM. pasjien
«ITobouHOE newcTBHEY).

I[Ipenapar Kunposuc BbI3bIBAET pa3BUTHE TPOMOOLMTOIICHHH C HAJMPOM, HAOIIOJAaBIIMMCH B
JIeHb 8 ¥ JieHb 15 Ka1oro MMKIIA JIATENBHOCTHIO 28 THEH ¢ MOCIEAYOIUM BOCCTAaHOBIICHHEM
710 MCXOIHBIX 3HA4YEHMH K Havaly ciemyromero mukiaa (cMm. pasgen «Ilobounoe nedctsuey).
Heo6xomuM dYacThlii MOHHMTOPHHT KOJIMYECTBA TPOMOOLIMTOB IPH JIEYEHHH IIPETIapaToM
Kunposmuc. ITpu HeoOXomumocTH TpeOyeTcsi CHU3UTh WIM OTMEHHTH JI03Y Ipernapara (CM paszen
«Criocob npAMEHEHUS U J03b1»).

Beno3snvie mpomb6oambonuveckue 0C10HCHEeHUA

V mainyeHToB, nojydaBmux npenapat Kunpomuc, ObUIM 3aperucTpUpOBaHbl Clly4ad BEHO3HBIX
TPOMGOIMOOIHYECKHX OCIIOKHEHHH, BKIIOYas TpoMb03 IIyOOKHX BEH M TPOMOOIMOOIIHIO
JIETOYHON apTEPUH C JIETAIBHBIM HCXO/I0M.

[TanMenTaM ¢ U3BECTHBIMH (DAaKTOpamMH pHCKa TPOMOO3MOOJIHH, B TOM YHCIE C TPOMOO3OM B

AaHaAaMHE3€, IIO0Ka3aH TINATCIbHBINA MOHHUTOPHHT. Heobxomumo MHHHMH3HAPOBATHL BCE
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Mozubunupyemble (pakTopbl pHcKa (HampuMep, KypeHHe, apTepuaibHas TUIEPTCH3US H
runepiunuaemMus). Takxke ciemayer ¢ 0CTOPOKHOCTBHIO MOXOIUTh K COYETAHHOMY MPUMEHEHHIO
JApyTUX IIpenapaToB, KOTOpbIE MOTYT MOBBICHTH PUCK TpoM0Oo3a (Hampumep, CpeacTBa s
CTHMYJISILIMK 3PHTPOIO33a WM IpenapaThl TOPMOHO3aMECTUTENIbHOM Tepanuu). [lanuentam u
JeYallMM BpadaM PpEKOMEHAYerTcsi ObITh HACTOPOXXEHHBIMH B OTHOLICHHH IIPU3HAKOB H
CHMIITOMOB TpoMO03MOoiuH. IlarMeHTOB HEOOXOAMMO NMPOMHCTPYKTHPOBATH O TOM, YTO B
Cllyyae pa3sBHTHs TAaKMX CHMIITOMOB, KaK 3aTpyJHEHHO€ [bIXxaHWe, OO B TPy,
KPOBOXapKaHbe, OTEKH Ha PyKax WIM HOTax, WK 00JIb B KOHEUHOCTSIX, OHU JOJDKHBI O0OPaTHThCS
3a MEUIMHCKONU IIOMOIIIBIO.

Crieyer paccMOTpeTh BOIIPOC O Ha3HAYEHHWH NPOGUIAKTHKH TPOMO03a, B KXKIOM KOHKPETHOM
Clly4ae BBIIOJHUB OLEHKY COOTHOIIEHHS T0JIb3a/PUCK.

I'enamomoxkcuunocmo

Coobmannce cayyan pa3BUTHS MEYEHOYHOM HEIOCTATOYHOCTH, B TOM YHCIE C JIETAIHLHBIM
ucxonoM. Ilpemapar Kumposmc MokeT BBI3BIBaTh ITOBBIIIEHHE AKTHBHOCTH I€YEHOYHBIX
TPaHCaMHMHa3 B CHIBOPOTKE KpoBHU (cM. paznen «[lobounoe neiictBuey). [Ipu HeoOxommmocTu
TpeOyeTcs CHU3UTh WJIM OTMEHHUTH 103y npenapata (cM. paszen « Cioco6 mpruMeHEHHs | T035D»).
MOHHTOPUHI aKTHBHOCTH NE€YEHOYHBIX (EPMEHTOB U OHIHPYOHHA CliedyeT KOHTPOIMPOBATh B
Hayalle JIEYEHHS M €XKEMECSYHO BO BpEMs JICYCHHs KapuI3oMHOOM, BHE 3aBHCHMOCTH OT
HCXO/IHBIX 3HAYECHUM.

Tpombomuyeckasn mukpoanzuonamus

Y manveHToB, MOTyyaBIIHX Mpenapat KUmposmce, perucTpupoBalkCh CIydad TPOMOOTHYECKOH
MHKPOAHTHOTIATHH, BKJTIOYAst ciy4au TPOMOOTHYECKOM TPOMOOIIMUTONIEHHYECKOH
Iy pITy pel/TeMOTATHKO-ypemudeckoro curapoMa (TTII/I'YC). HekoTopble U3 3THX cilydaeB
HMEJIM CMepTeIbHBIA HcXoA. HeoOXoauMo BBINONHATE MOHHTOPHHT Ha MPEIMET IOSBICHUS
npu3HakoB U cumnromoB TTII/T'YC. Ilpu nomo3peHHH Ha 3TOT AMArHO3 CIEAYET MPEKPATUTh
npuMeHeHue npenapara Kunpomc u obcnenoBars nanuenta Ha Bo3moxuyo TTIVIYC. Eciu
muarso3 TTIVT'YC ve moarsepamiics, Tepanuio npenaparoMm KUIpoauc MOXHO BO30GHOBHTS.
be3omacHOCTE NOBTOPHOrO Ha3HAYeHHWs TepaluM MpenapatoM KHIponaue mnamueHTaMm,
nepenecmum TTIV/I'YC, He ycTaHOBIEHA.

Cunopom 3aomeii o6pamumoii snyeparonamuu (C303)

Y nauueHTtoB, NOJy4aBIIMX npenapar Kumposimc, perucTpupoBalMCh Cllydad pa3BHTHUS
cuHipoMa 3aaHedl obpartumoii sHuedanonatuu (C303). C30D, panee HOCHBIIMM Ha3BaHHE
CHHIpOMa o0OpaTUMOH 3ajHel JeliKodHUedanonaTuy, mpeiacTaBIseT co0oH  peakoe
HEBPOJIOTHYECKOE HApyIIEHHE, KOTOPOE MOXKET IPOSBISATHCH CYJOPOKHBIMH MPHIAJKAMH,

TrOJIOBHOM 60)’[1:10, 3aTOPMOXKECHHOCTBIO, CIIYTAaHHOCTBIO CO3HaHMA, CIICTIOTOM, H3MEHEHHUEM
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YPOBHSL CO3HAHHS, a TaKXKe JPYTHMH 3PHTEIBHBIMM M HEBPOJOTMYECKHMH HapylICHUSAMH,
Hapsiy C MOBBIIICHHEM apTEPHAIBHOTO AABJICHUS, U1 MOATBEPHKICHAS JHArHO3a BBIOTHACTCS
Heiiposusyammsanus. [Ipu moxo3pennn Ha C30D npumeHenue npenapara Kumpommc crieayer
IpeKpaTHTh. bBe30macHOCTh IIOBTOPHOTO Ha3HAYeHMsl Tepamuu mnpemaparoM Kumposmc
namnuenTam, nepeHecmum C300, He ycTaHOBJIEHA.

Peaxmueayus eupyca cenamuma B (HBV)

Coobmanocs 0 ciydasx peaktuBanuu Bupyca renaruta B (HBV) y nanuenTos, moiy4aBimux
Kappunsomuo.

Bce manuenTs! J0KHBI OBITH 06caenoBans Ha HBV 10 Havana tepanuu kapduimsomudom. [l
TAlMEHTOB ¢ MOJIOKHUTEILHBIM PE3yJIBTATOM Ceposiornueckoro ucenenoBanus #Ha HBV cienyer
PaccMOTPETh BO3MOXKHOCTh MPOQUIAKTHKU C HCIOJIB30BAaHUEM IPOTHBOBHPYCHBIX IIPENapaToB.
Takux MAIKWEHTOB ClIEAYeT KOHTPOJHMPOBAaTh Ha NpEIMET KIMHHYECKAX H J1a0OpaTOpHBIX
npusHakoB peaktuBaiui HBV Bo Bpems u mociie okoHYaHHus Tepanud. IIpm HeoOXommmocTu
ClIelyeT TPOKOHCYJIBTHPOBATbCA CO  crequanuctaMd 1o  JjedeHuio HBV-undexnun.
Be3onacHOCTE BO30OHOBJIEHHs MpUMEHEHUs Kapduiazomuba mocie AOCTHKEHHS aJIeKBAaTHOIO
KoHTposis peaktuBaimu HBV HemsBectHa. [losToMy BO300OHOBIEHHE TeEpalHM ClEAyeET
00CYTUTh CO CIEIUATUCTaMu 110 JiedeHuto HBV.

IIpoepeccupyrowas mynbmugoxanvhas 1eikosnyegpanonamus

Cool6manock 0 cirydasx mporpeccupyromeil MyabTudokansHoM seiikosnnedanonatua (IIMJI) y
MAIMEHTOB, MOJYYaBIIMX Kapmi3oMuO, KOTOpbIM ObUla Ha3HA4YeHa NpEAUIECTBYIOINAsS HIIH
COIYTCTBYIOIIAsi UMMYHOCYIIPECCUBHASI TEPAIHS.

[TaupeHTOB, MOMyYarOmMX Kaphui3oMub, HEOOXOIUMO KOHTPOJIMPOBaTh HAa HAIMYHE JIOOBIX
HOBBIX WIH YXYAIIAIOIMXCS HEBPOJIOTHYECKUX, KOTHUTUBHBIX HJIH ITOBEJCHYECKUX IIPU3HAKOB H
CHMIITOMOB, KOTOpBIe MOTYT yKa3biBaTh Ha [IMJI, B pamkax nuddepeHnnaabHONR IHATHOCTHKA
Hapywenuii [{THC.

[Tpu mono3penun Ha [IMJI nanpHe#mas Tepanus AOJDKHA OBITH NMPUOCTAHOBIIEHA 10 TEX IIOP,
noka crnenuanict He uekarounT [IMJI. Eciu [TMJ1 noareepxaaercs, Tepanuio kappuazoMuooM
CJIelyeT NPEKPATUTh.

Konmpayenyus

JKeHmMHBI PEenpoaYKTHBHOTO Bo3pacTa (W/WIM WX NapTHEPHI) JODKHBI HCIOJIB30BaTh
3¢ deKTuBHBIE METO/bI KOHTpPALETIUH BO BPEMsl BCEro Kypca JICUCHHS M B TEYECHHE OJHOIO
Mecsilla TOCJIe €ro 3aBepIieHHs. MyKUWHBI JOJDKHBI HCIONIB30BaTh 3(Q(EKTHBHBIE METOMBI
KOHTpAIETIIIMH BO BpEMs JICUCHHUS U €Ie B TEYCHHE 3 MECSLEB IOCJIE €r0 3aBEpLIEHHS B TOM
clyyae, €CIM HMX TMapTHepiia OepeMeHHa WM CIOCOOHAa K 3a4aTHIO, M HE IOJb3yeTcs

3¢ GeKTUBHBIMH CpEACTBaMHU KOHTpaueniuu (cM. pasaen «lIpumenenue npu 6epeMEeHHOCTH H B

36



JIT1-003538-110222

nepuoj TPyJAHOTO BCKapmimBanus»). Kapdumsomub Moxer cHWXaTh 3(QPEKTHBHOCTH
MEepOpaTbHBIX KOHTPALENTHBOB (CM. paszen «B3ammoaeHcTBHE ¢ JPYTrHMH JIEKapCTBEHHBIMU
CPEACTBaAMMU»).

Cooeporcanue nampus

Kunponuc, 60 m2, auogunuzam 05 npu2omosieHus pacmeopa ons ungysuil

JlaHHBIH JIeKapCTBEHHBIM mpenapar Bo ¢uiakoHe, coaepkaieM 60 Mr kapdria3oMuda, COIEPKHUT
216 Mr Hatpus, 94To SKBUBaTEHTHO 11 % pexomenayemoit BO3 MakcuMalIbHOM CyTOYHOM 1036
HaTpHs 2 T IS B3pOCTIBIX.

Cooepoicanue yuxknooekcmpuna

Kunponuc, 60 m2, iuogunuzam 0ns npuzomoeienust pacmeopa 0Jisk uHQy3ui

JlaHHBIA JIeKapCTBEHHBIH Mpemnapar Bo ¢uakone, coxepxamem 60 Mr kappuinszomuda, COAEPKUT
3000 mr uuknoaekcTpuHa (cynbGoOyTHIIOBbIH 3up OeTageke HATPHs) , YTO SKBUBAJIIEHTHO 103€

88 mr/xr uis B3pocibIx ¢ Maccoit Tena 70 Kr.

BiMsiHue Ha COCOOHOCTH YNIPABJATH TPAHCMOPTHLIMH CPeICTBAMH, MEXAaHHU3MAMH
[Ipenmapar Kumposuc oka3biBaeT HE3HAUWTEIbHOE BIIMSHHE Ha CHOCOOHOCTh K YIPaBICHHUIO
aBTOMOOMIJIEM U paboTe ¢ MEXaHU3MaMH.

B KIMHWYECKHX HCCIEIOBAaHHAX OTMEYAIMCh CIy4adl YTOMIISIEMOCTH, T'OJIOBOKPY XKEHHS,
00OMOpPOKOB, NOMYTHEHHSI 3pPEHHsS, COHJIMBOCTH W/WIM CHWDKCHHS apTEepUAIbHOIO JIaBJICHHS.
[Tanmentam, nomydaromuMm Tepamuio npenaparoM Kumpommce, HE0OXOAMMO PEKOMEHIOBATH
BO3/ICP)KUBATECSL OT YIpPaBJICHHS aBTOMOOMJIEM W pabOThl C MEXaHH3MaMM, €CIM Y HHX

OTMECYAKOTCA TaHHBIC CUMIITOMBI.

®opma BbINyCKA

JInopummsar Juist IPUrOTOBICHHUS pacTBopa it HH}y3wuii, 60 Mr.

KommyecTBo npenapara, conepxaree 60 Mr kapunsomuda, BO (IiakoH U3 IPO3PavyHOro CTEKIIA
I rupponuTHyeckoro kimacca BMECTHMOCTBIO S0 mu, ykymopeHHbI# 20 MM 3J1aCTOMEpHOM
npoOkoi (W3 XJIOpPOOYTHIIOBOrO Kaydyka), JIAMHHHPOBAaHHOW (ropmosmmepoM, 0OOKaThIi
KOJIITAYKOM KOMOWHHMPOBAaHHBIM (QJIOMHHHEBBIM C OTJIAMBIBAIOIIUMCS TTOJHIIPOITHICHOBBIM
koymadkoMm). Ilo 1 ¢uakoHy ¢ HakIeeHHOH ITHKETKOM MOMEIAIOT B XKECTKMH IUIACTHKOBBIH
KOHTEHHEP W BMECTE€ C MHCTPYKIHMEH MO NMPUMEHEHMIO MOMEIAIOT B KapTOHHYIO nayky. Ha
KaX/Iyl0 NayKy HAKJIEUBAIOT JIBE IpO3pavyHble 3alUTHBIE STUKETKU — KOHTPOJb IE€PBOTrO

BCKPBITHS], UMEIOIIHE MPOJI0IBHYIO I[BETHYIO TOJIOCY .
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Yeaosus XxpaHeHust
Xpanuts npu Temreparype He Bpie 8 °C. He 3amopaxxuBars.
XpaHUTh B OPUTUHAIIBHOM YTIAaKOBKE VIS 3alMTHI OT CBETA.

XpaHUTh B HEJOCTYTHOM JUIs JieTeit MecTe!

Cpok rogaocTa
3 roga.

He ucnonp30BaTh 10 UCTCUYCHUHN CpOKa r'OTHOCTH, YKa3aHHOT'O Ha yITaKOBKC.

YcaoBus oTnycka

OTmycKaroT 1o penenTy.

JlepaTe/ib PerncTPANHOHHOIO YI0CTOBEPEHH
Ammxern Espona b.B., Huznepnaner

Munepsym 7061

4817 ZX bpena

Hunepnanab

IIpousBoauTen

IIpouzeooumens 20mo6oti 1eKapCMEEHHOU POPMbY/PacoBUUK (NePEUYHAS YNAKOBKA)
[Tareon Maubtodaxuaypunr Cepsuces JUJIC, CILIA

5900 Maprun Jlrorep Kunr JIx. Xaiiseit, ['punsui, Ceeprast Kapommna 27834, CIIA
W

Ammpxen TexHomnomxu (Aipmua) Aumumute Kommnanu, Upnanaus

[Torrepu Poyna, Jlan JIsiipu, rp. Jy6mun, Upnanaus

Vnakoswux (6mopuunas (nompebumensckas) ynakoeka)/ 6blnyCcKkawjuil KOHMpoib Ka4ecmsa
Ampxer EBpona b.B., Hunepnanst

Munepsym 7061, 4817 ZK bpena, Hunepnanas

WK

Ammxer Texnonomxu (Adpmaun) Awymmuren Komnanu, Mpinanaus

[Torrepu Poyn, Jlan JIsiipu, rp. Jy6mmn, Upnanaus

WA

OGIEeCTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «J{0Opoiex» (OO0 «Jlobponek»), Poccus
115446, Mocksa, Konomenckwii npoesa, 13A

J5R)81
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OTKpBITOE aKimoHepHOoe o0mecTBo «®DapMcTannapT-Y uMCKUi BATAMHHHBIA 3aBOJ» (OAO
«®apmcrangapt-Y paBUTA»), Poccus

450077, Pecriy6nuka Bamkoproctan, r. ¥V éa, yi. Xynaitbepauna, 1. 28

Opranun3anus, IPUHEMAOMAsH PEeTeH3HH 0T NoTpeduTe el

000 «AMmKen»

123112, Mockna, [Ipecuenckas HabepexHas, 1.8, crpoenue 1, 7 sTax

Ten: +7 (495) 745 04 78

daxc: +7 (499) 995 19 65

MeHepKep OT/IeNa peryIsSTOPHBIX OTHOIIEHHUMH

000 «Ammxen», Poccus

Bynanosa [O.A.
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