CocrTaB

Oelicmsyroujue seu,ecmeaa: po3yBacTaTuH, 93eTUMUD;
1 Kamcyna comepKUT ABe TaOIeTKM:

1 TabneTKy po3yBacTtaTuHa 20 MT (B BU[e po3yBacTaTHHa IIUHKA) U 1 TableTKy
e3etumudba 10 mr;

Opyz2ue cocmasaawujue:

o7 TabJeTKM po3yBacTaTHUHA: IIEJIJII0JI03a KpeMHMEeBass MUKPOKPUCTalIndecKas,
KPEMHUS OUOKCUJ KOJUIOUOHBINM O0e3BOOHEIM, CTeapaT MarHus;

i TabneTKy 33eTuMUOa: MOBUAOH, HATPUS KPOCKapMeno3a, Leono3a
MUKPOKPUCTAJINYECKasi, MAaHHUTOJI, HaTPHUs JIaypPUiICyIbdar,
TUOPOKCHUIIPONIUIILENIITION03a C HU3KOU CTEIleHbI0 3aMeIleH!s, cTeapaT MarHus;

cocTaB Kancynsl 1mo 20 mr/10 mr: xkemne3a okcup xkenteii (E172), xKenela okcup,
KpacHbi (E172), Tutana nuokcun (E 171), kenaTuH.

JIekapcTBeHHasi dpopMma

Karcyssl xxecTkue.
OcHoBHble (pu3suko-xumuyeckue ceoticmaa:
Karcynuu 1o 20 mr/10 mr:

TBepObie XKemaTuHOBLIE Kancysibkl CONI-SNAP 0, 6e3 MapKUPOBKH,
caMoO3aKphIBalIIHecs, C OCHOBAHHEM XKeJITOTO IIBeTa U KPHIIIIKOU IIBETa KapaMeu.
Kaxxmast Karcysa coepKUuT aBe TaOIeTKH.

Tabnetka po3yBactaTuHa 20 Mr: 0ejible UK ITOYTH OeJible IPOIOoTroBaThie TaOIeTKH C
dackoi, c rpaBUPOBKOM CTUJIM30BaHHOM OyKBEI E 1 HOMepoM 597 Ha OgHOM CTOPOHE
TabreTku, 6€3 unu no4ytu 0e3 3amaxa;

TabseTka 33eTuMuba 10 Mr: Oesible UK IMOYTH OeJible KPyTJible MJIOCKUe TabIeTKu C
dackoi, c rpaBUPOBKOM CTUIM30BaHHOM OYKBH E Ha OOHOM CTOPOHE TabJIeTKU U
HoMepoM 612 Ha Apyro# cropoHe TabneTku, 6e3 unm nodtu 6e3 3anaxa;

dapMakoTepaneBTHYECKasi rpynmna

[ari6iTopu 'MI-KoA-penykTa3u B KoMOiHallil 3 iHIIMMHU TiNoJinigfeMiYyHUMHU 3aco0aMu.



Kog ATX C10B A06.
dapMaKOOUHaAMHUKa

PosysacmamuH

PosyBacTaTuH SIBIs€TCSA CEJIEKTUBHBIM KOHKYPEHTHBIM HHruoutopoMm I'MI-KoA-
penyKTa3bel - pepMeHTa, perylIupyollero CKOpoCcTh IpeBpameHusa 3-TuIpPOKCU-3-
MEeTUI-TJIIOTAPUII-KO3H3MMa A B MeBaJIOHAT, IIPefIllIeCTBEHHUK X0JIeCTepuHa.

['maBHOU MUILIEHBIO IEUCTBUS pO3yBacCTaTUHAa SABJISIETCS [IeUYeHb, I'le IIPOUCXOOUT
CHUHTE3 X0JIeCTEpPUHA.

Po3yBacTaTuH yBenmuuuBaeT KOJIUYECTBO [IEYEHOYHEIX PELelITOPOB JIUIIONIPOTEUNOB
Hu3kou nnotHoctu (JITTHII) Ha MOBEPXHOCTH KJIETOK, YBeJIn4YuBas 3axBaT U
KaTtabonuam JIITHII, uTo ycunuBaeT 3axBaT ¥ KatabonuaMm JITTHIT u, B cBOI0 o4yepens,
MPUBOOUT K YTHETEHUIO CUHTE3a IUIOIIPOTEUA0B 0O4eHb HU3KO0U moTHOCTH (JITIOHII),
yMeHblItasg TeM caMbeIM JITIOHIT u JITTOHIT.

PosyBacTaTuH yMeHbIIaeT ITOBLIIIIEHHOE KONMMYeCcTBO xonectepuHa JIITHII, o6iiero
XO0JIeCTepUHa U TPUTIIULIEPULOB, HECKOJIBKO yBeJIMYUBAET KOJIMYECTBO X0JIeCTepUHA
JIUTIOIIPOTENOB BEICOKOU IJIOTHOCTH (JITIBIT).

OH yMeHbIIIaeT TaKXkKe KOJIM4YeCTBO alonuionporenta B, xonectepuna HeJIIIBI],
xonectepuna JITTIOHII, tpurnunepunos JIIIOHII 1 HEeCKOJIBKO MOBHIIIIAET YPOBEHD
anonunomnporerHa A-U. Po3yBacTaTuH yMeHbIIaeT TakKXXe COOTHOIIEeHUEe X0JleCTepuHa
JITTHTII/xonectepuna JITIBII, ob1iero xonecrepuHa/xonecreputa JITIBII, xonectepruHa
HeJIIIHII/ xonectepuna JIIIBII 1 COOTHOLIIEHNE alIOJIUIIONIPOTENHA
B/anonunonporenna A-U.

TepaneBTuueckuit 3PeKT MPOSIBASAETCS B TedeHue 1 HeJ Iociie Havajla Tepanuun
po3yBacTaTUHOM, 4epe3 2 Hef nedeHus spdekt mocturaeT 90% MakKcuMaIbHO
BO3MOXKHOT0. MakKcuMalnbHBIN 3¢HEeKT 00BIYHO MOCTUTAETCs Yepes 4 Heesu I1ocie
HayaJsa JIie4eHHs.

93emumubd

93eTuMUb - 3TO IpPEeACTaBUTENIb HOBOTO Kjlacca TUIIMIOCHUKAIOIINX BEIIECTB,
KOTOpPBbIE CEJIEKTUBHO MHTUOUPYIOT MHTECTUHAJIbHYI0 aOCOpOIINI0 X0IecTepuHa 1
COOTBETCTBYIOIIUX PACTUTEJILHEIX CTEPOJIOB. 93eTUMUO IIepopaabHO aKTUBEH U UMeEEeT
MeXaHU3M JEeUCTBHUS, OTJIMYHBIN OT OPYTUX KJIAaCCOB XOJIECTEPUHO3HUKAIOYUX
penapaToB (HaopuMep, CTaTUHOB, CEKBECTPAHTOB XKEJTYHBIX KUCJIOT (CMOJIBL),
KHMCJIOTHBIX ITPOU3BOMHBIX GUOPATOB U PAaCTUTEJIbHBIX CTAHOJIOB). MOIEKYJIIPHOMN
MUIIIEHbIO e3eTuMUOa ABIsieTCs mepeHocyuk creponoB Niemann-Pick Cl-Like 1



(NPC1L1), oTBeuaromuii 3a BCaCkIBaHME X0JIECTEPHUHA U (PUTOCTEPOJIOB B KUIIIEYHUKE.

93eTuMub T0KAIM3yeTCs Ha IEeTOYHOU IT0JIOCKEe TOHKOM KUIITKU U UHTUOUPyeT
abcopO1IUIo X0IeCcTepUHa, YMeHbIIas JOCTaBKy MHTECTUHAIbHOTO X0JIeCTepUHa B
TedYeHb; CTAaTUHBI CHUKAIOT CUHTE3 X0JIeCTepHHa B IeYeHU, U BMECTE 3TU MeXaHU3MHbI
obecneyunBalOT OOIIOIHUTEJIbLHOE IIOHNKEeHNe XonecTepuHa. [locre 2-HemenbHOT 0
KJIMHUYECKOT0 MpuMeHeHus V 18 malnueHToB C TUIepxojiecTepuHeMuen e3eTuMub Ha
54% cHuxkKaj abcopOIrIo X0JIecTeprHa 10 CPaBHEHUIO C miarebo.

Brina mpoBemeHa cepus HOKJIMHUYECKHUX UCCIeIOBaHUN OJI OnpenesieHus
CEeJIeKTUBHOCTHU e3eTuMuba 1o IogaBieHuI0 abcopOIuu XojiecTepUuHa. D3eTUMUO
uHrubupoBan abcopbiuio [14C]l-xonecTteprHa 6e3 BIUSHUSA Ha aOCOPOINIO
TPUTJIUIEPUTOB, XKUPHBIX KHUCJIOT, XKEJTYHBEIX KHCJIOT, IIPOrecTepoHa,
STUHHUJISCTPAANOJIA UITH XKUPOPACTBOPHUMBIX BUTAMUHOB A 1 D.

SnumeMuoJIoTUYeCKre UCCIeI0BaHUs YCTaHOBUIIN, YTO CEPOEYHO-COCYOUCTas
3a00J1eBa€MOCTb 1 CMEPTHOCTDb U3MEHSIOTCS MPSIMOIPONPUIIMOHATIBHO M0 YPOBHS
ob6miero xosnectepuHa u XC JITTHII u o6paTHO nmponopiroHanbHo ypoBHI0O XC JITIBII.

BnusiHue e3eTumMuba Ha CEpPHOEeYHO-COCYOUCTYIO 3a0071eBaeMOCTh U JIETAJIbHOCTh ITOKa
He TIPOAEeMOHCTPHUPOBAHO.

(I)apMaKOKHHeTHKa

93eTuMud

Abcopbuusi. Tlocne mpueMa BHYTPh 93eTUMHUO OBLICTPO BCACBIBAETCS M aKTUBHO
KOHBIOTUPYET C oOpa3oBaHueM papMaKOIOTHYECKHA aKTUBHOTO (P€HOIbHOT O
TIIOKYPOHHA (33eTUMHUO-TIIOKYPOHU). CpegHsiss MaKCUMaJlbHasI KOHIIEHTPAIIU S
(Cmax) B mma3Me KpoBU 33eTUMHUOA-TIIIOKYPOHUOA OOCTUTaeTcs yepe3 1-2 4daca, u
a3eTuMuba - uepes 4-12 vyac. AGCONMIOTHYIO0 OMOOCTYIIHOCTD 93eTUMUOA OIIPEeNesuTh
HEBO3MOKHO, ITIOCKOJIBKY 9TO COeIMHEHNEe HEPAaCTBOPUMO B BOJI€E.

OOgHOBPEMEHHBIM ITPUEM HUIIM (C HU3KUM MIM BEICOKMM COOEpPXKaHUEM XKuUpa) He
BIIUSIET Ha MepopasibHyI0 O0MOOOCTYITHOCTD 33eTuMI0Oa, B YaCTHOCTU 33eTuMuOAa B
no3upoBKe 10 Mr. 33eTuMuO MOXKHO MPUHUMATh HE3AaBUCUMO OT €[IhI.

PacnpedeneHue. I3eTuMub U 33e TUMUO-TTIOKYPOHU]I CBSI3LIBAIOTCS C OeTKaMu
IIj1a3Mbl yeyoBeka Ha 99,7% u 88-92% cooTBETCTBEHHO.

Memaboau3zm. MeTabonu3M 33eTUMHUOA TPOUCXOOUT B TOHKOM KUIIIEYHUKE U ITIeYEeHU
IyTEeM KOHBIOTAIIUHU C TJIIOKYpPOHUOOM (peakmus II ¢pa3sl) ¢ mocaemyonmm
BRIBEIIEHUEM U3 XKeJT4i. MUHUMAIbHLIM OKUCIUTEIbHEIN MeTabonu3M (peakius I
da3w1) HabmMOmanCcs Ha Bcex 9Tarax TpaHcopMmanuu. I3eTUMUO U 33e TUMUO-



TJIIOKYPOHU SABJISIIOTCS OCHOBHBLIMU BEIleCTBaMU, ONpeAesiieMbIMHU B IIJla3Me KPOBH, U
coctaBinsioT npuMepHo 10-20% u 80-90% oT ob111ero cogepkaHus nperapara B
IjIa3Me COOTBETCTBEHHO. D3eTUMUO U 93 TUMUO-TIIOKYPOHUL MEJIEHHO BEIBOASTCS
M3 IJIa3MBl KPOBU B IIPOIleCCe KUIIEYHO-TIeYeHOUHOU penupKynauun. [lepuon
[IOJIyBEIBEAeHUA93eTUMUOa U 93eTUMUOA-TJIIOKYPOHUA COCTaABIsET OKOJIO 22 4YacCOoB.

Buigo0. Ilocne mpuema godpoBonbilaMi BHYTPh 20 Mr 14C-33eTuMuba B I1a3Me KPOBHU
ObI710 0OHapyKeHo mpuMepHO 93% cymMmMapHOro33eTuMuba oT 00IIIeH
PaguoaKTUBHOCTHU MJiia3Mbl. [IpubnuautenbHo 78% u 11% OpuUHSATON paanoaKTUBHOM
OO3bI OBIJIO BEIBEIEHO C KaJIoM XU MO4YO¥M COOTBETCTBEHHO B TeueHue 10 gHeli. Yepes 48
4 B Jla3Me KpPOBU He Ha0JI01asioch ONpeiesisieMblX YPOBHEN paad0aKTUBHOCTH.

Oco06nle IonyIsaIun

H(IU,UQHmbl nooasfcus/a1020 8o3pacma

Y nmanueHTOB ITOXKUJIIOrO Bo3pacTa (6osiee 65 neT) KOHIIEHTPAlLUS B Ijla3Me KPOBHU
obm1ero s3eTuMuba IIPUMEPHO BABOE BHIIIIE, YEM y MJIaAMIuX manueHToB (18-45 ner).
Cuuxenue XC JITTHIT u nmpodunbs 6€30macHOCTH MPUMEPHO OOUHAKOBEI V ITAllMEHTOB
ITO2KHUJIOTO BO3pacTa ¥ MOJIOOBIX MAllMeHTOB, IPUHUMAIOIINX 33eTUMHUO. [TosaTOMy HeET
He0oOXOOUMOCTH B KOPPEKIIUU I03bI OJIs IAllMeHTOB MOXKKUJIOT0 BO3pacTa.

ITayueHmbl ¢ neyeHo4YHOU HedoCmamo4HOCMbHo

ITocne ogHOKpaTHOTO npueMa 10 Mr 33etuMunda 3HaAYEHHE CPpedHel IJIOIaaH IO/
KPUBOI «KOHIIEHTpPAIUs B mia3me - Bpemsa» (AUC) obiiero sa3etumuda Oniyio B 1,7
pasa BHIIIIE Y ITAllMEHTOB C ITIeYeHOYHOM HEeJOCTAaTOYHOCThIO JIETKOU CTeneHu (5-6
6annoB o mKane Yaunma - [1p10). , 4eM y 310pOBBIX HOOpPOBOblEB B Teuenue 14-
OHEBHOTO MCCIeIOBaHUs IpuMeHeHue 33eTuMuba (mo 10 Mr exxegHEBHO) V ITAIlleHTOB
C IIeYeHOYHO! HeJOCTaTOYHOCThIO YMEPEHHOM cTeneHu (7-9 GasoB 1o mKase
Yainga - [1p10) 3Hauenue AUC ob1ero 33etuMuba Bo3pacTaio IPpUMepPHO B 4 pa3a B
1-#1 u 14-# meHb IO CPAaBHEHUIO C TAKUM MOKa3aTeleM y 30OPOBHIX TOOPOBOJILIIEB.
[TarmeHTaM C IEYEHOYHOU HEOOCTAaTOYHOCTHIO JIETKOM CTEIIeHU KOPPEKLMS JO3k He
TpebyeTcs. IToCKOMbKY 9(p(PEeKTH MOBHIIIEHHOTO COAepKaHus 33eTuMuOa y mallieHTOB
C IIeYeHOYHOM HEeJIOCTaTOYHOCThIO YMEPEeHHOM UJIN TsKeJou cteneHu (6osee 9
6asnnoB 1o mkasne Yainga - [1p10) HeUu3BeCTHHI, IIpenapatT Po3ynun [1mioc He
PEKOMEH0BaH OJis IPUMEHEHUS 3TOU KaTEeTrOpPHUU ITallieHTOB (CM. pa3gen
«OCcOOEeHHOCTU IPUMEHEHUST»).

ITauueHmul ¢ noY€YHOU HEOOCMAMO4YHOCMbIO

[Tocne ogHOKpaTHOTO npuema 10 Mr s3eTuMuda y MalfieHTOB C TAXKEJIOU IT0YeYHOU
HEeOOoCTAaTOYHOCTHIO (n = 8; knupeHc KpeaTtuHuHa < 30 my/muH/1,73 M2) cpenHee
3HaueHune AUC o6miero s3etumuda Bo3pacTasio IpuMepHo B 1,5 pa3a 1mo cpaBHEHHIO C



TaKUM ITOKa3aTeJIeM y 3[J0POBBIX TOOPOBOIBIEB N=9). DTOT pe3ynbTaT HE CYUTAETCS
KJIMHU4YECKU 3HaYUMBIM. HeT He0oOX0qUMOCTHU B KOPPEKILUU O35l AJIs1 TallMeHTOB C
HapylleHueM QPyHKIIUU [I0YEK.

B aTOM mCCiemoBaHUM ¥ OOHOTO IalfueHTa (MMEBIIEero Io4YeYHbIM TPaHCIIaHTaT U
[OJIy4YaBlIero MyJIbTUTEPaInio, B TOM YMCJie UKIIOCIIOPHH) YPOBEHD OOIIETO
93eTtuMuba OB BHIIIE B 12 pas.

Ilon

KoHnienTpanus B mmia3Me ob11ero 33etuMruba HECKOJIBKO BhIlle (mpuMepHo 20%) y
XKeHIIWH, 4yeM y MyK4uH. CHuxeHnue ypoBHsa XC JIITHIT u npoduns 6e3o0macHoCTH
IIPUMEPHO OOWHAKOBBI Y MYKUYHWH U XKEHIINH, IPUHUMAaIOIINX IpenapaT Po3ynun
[Tmtoc. [ToaToMy HET HEOOXOOAUMOCTH B KOPPEKIIMU 03kl B 3aBUCUMOCTH OT II0JIa.

Po3yBacTaTuH

BcacvwisaHue

Cmax po3yBacTaTHHa B IIJla3Me KPOBU JOCTUTraeTCsd 4epe3 S 4 IOocCJie IIepopaIbHOro
npueMa. buogocTynHoCThs cocTaBisieT 0K0yIo 20%.

PacnpedeneHue

O06beM pacripefeneHusi po3yBacTaTuHa cocTaBisieT okoio 134 m1. Okono 90%
po3yBacTaTHHAa CBSI3BIBAETCS C OeJIKkaMU IJIa3Mbl KPOBY, B OCHOBHOM C aJIbOYMHHOM.

Memaboausm

PosyBacTaTuH noaBepraeTcs orpaHndyeHHoMy MeTtabonu3my (okoso 10%).
PosyBacTaTuH siBIsieTCs ci1abbIM cyOCcTpaToM Iisi MeTabonu3Ma pepMeHTaMu
CHUCTeMBI IImToXxpoma P450.

['maBHBIM I/I30(1)epMeHTOM, Y49aCTBYIOIITKM B MeTabos3Me PO3yBaCTAaTHHA, ABJIAE€TCSA
CYP2CO.

®epmeHTH CYP2C19, CYP3A4 u CYP2D6 MeHee aKTUBHEIL. [ TaBHEIMU
oOHapyKEeHHBIMU MeTaboIMTaMUu po3yBacTaTUHA SABIAIOTCSI N-OUCMETUI U
JIaKTOHOBEIE MeTa0onIUTHL. N-gucMeTun npubamu3uTenbiHo Ha 50% MeHee aKTUBEH, 4YeM
po3yBacTaTHUH, TaKTOHOBBEIE METAaOOMUTHI (hapMaKOJIOTu4eCKM HeaKTUBHEL. bonee 90%
(papMakonIOrnyecKo akKTUBHOCTHU, HAIIpaBJIEHHOW Ha MOAaBJieHNEe LUPKYIUPYIOIlen
I'MI'-KoA-penyKkTassl, 00ecrieunBaeTCs pO3yBaCTaTUHOM.

Bwisoo



[MTpubnusutenbHo 90% mo3bI po3yBacTaTHHA BEIBOOUTCS B HEM3MEHEHHOM BUIE C
dbekanusmu (BKmodass abcopObupoBaHHBIM 1 HeaOCOPOMPOBAHHLIM PO3yBaCTAaTUH).
OcTanbHOE aKTUBHOE BEILIeCTBO BEIBOOUTCSA C MO4OU. [Toutu 5% oOHapyKUBaeTCs B
MoO4Ye B HEM3MeHeHHOM Buje. [lepuof 1mojyBeIBEJeHUSI COCTABIsIET OKOI0 9 YacosB.
[lepuop monyBLHIBEOEHUS HE MEHSIETCS IIPU YBEIUYEeHUH O03bl. CpemHui
reoMeTpUYEeCKUN KJIMPEHC cocTaBisgeT oKoyo 50 51/49 (KkoadduiienT Bapuanuu 21,7%).

Kak u npu npuMeHeHuu Opyrux uHruo6mutTopos 'MI'-KoA-penyKTashl, B IIPOIECC
IMeYeHOYHOr 0 3axBaTa po3yBacTaTHHa BOBJIeYeH MeMOpaHHBIN ITIEPEHOCYUK
xonectepuHa OATP-C. [lepeHOCYHMK UrpaeT BaKHYIO POJIb B I€YE€HOYHOU 3TUMUHALINU
po3yBacTaTHHa.

JIuHeliHocmb. CucTeMHast 9KCIIO3UIMSI PO3yBacTaTHHA YBEJIMYUBaETCS
IIPOTOPIIMOHAILHO fo3e. [locse mpueMa HECKOIBKUX CYTOYHBIX 103
dbapMaKOKMHETHYECKNE ITapaMeTPhl He U3MEHSIOTCS.

Oco0Onle rpynIIbl DalueHTOB

Bo3pacT u 1mon He 0Ka3bIBalOT KIMHUYECKU 3HAUUMOI'O BIMSTHUS Ha
(bapMaKOKMHETHKY pO3yBacTaTHHA.

9mHuuecKue epynnsi. CpaBHUTEIbHBIE HCCIIENOBaHUSA (hapMaKOKMHETUKHI
po3yBacTaTHHa Y O0JILHEIX MOHTOJIOMIHOM pack! rmokalanu yBenuyenue AUC u Cmax
IIPUMEPHO BOBOE 10 CPaBHEHUIO C ITIOKa3aTeJIIMU IIpefCTaBUTEJIed eBPOIIeOuIHOU
pacel, IpoxuBawIinux B EBpone u A3uu.

Bnusinus reHeTrndecKux (PakKTOPOB M OKPYyzKalolllel Cpedbl Ha pa3Iudus B
(apMaKOKMHETHYECKHUX ITapaMeTpax He BhIaBIeHO. PapMaKOKMHETUYECKUU aHaIu3
Pa3HBIX 3THUYECKUX I'PYIN He BHISBUII KJIMHUYECKN 3HAYUMBIX OTIIUYUM B
(bapMakOKMHETHUKE MAllMEHTOB - IIPEACTAaBUTEJIEM €BPOIIEOUTHOM ¥ MOHTOJIOUTHOMU
pac.

ITauueHmul ¢ noyeuyHOU HedoCcmMmamo4yHoCcmbvto. Y MallueHTOB C JIETKUMHU UJIU
YMEepPEeHHBIMU HapyLIeHUsIMHU [I0YeK YPOBEHb KOHIIEHTPallui po3yBacTaTuHa U N-
OUCMeTHUIIa B IJla3Me KPOBU CYIIIECTBEHHO He MEHSETCS. Y MallMeHTOB C TSIXKeJIou
IIOYEeYHOU HeJOCTaTOYHOCThIO (K/IUpeHC KpeaThHUHA < 30 MJI/MUH) KOHIIEHTpalUs
po3yBacTaTHUHa B IIJTa3Me KPOBU B 3 pa3a BHIIlIEe, a KOHILleHTpauusa N-gucMmeTtusna B 9
pas BHIIIIE, YeM Y 300POBHIX JOOPOBOIbIIEB. PaBHOBECHAsI KOHIIEHTPAIIUS
po3yBacTaTHHAa B IJla3Me MMallMeHTOB, HAaXOOAIINXCS Ha reMoauanuse, Obljia IIPpUMEPHO
Ha 50% BHIIlIE, 4YEM Y 3[TOPOBBLIX HOOPOBOJIBIIEB.

ITauueHmul ¢ neueHoYHOU HedocmamoyHocmbio. Cpegu OOJIBHBIX C Pa3HOU CTEIEHbIO
IIe4YeHOYHOU HeJOCTaTOYHOCTHU He BHISIBJIEHO YBEeJIMYEeHMe IIepuoaa II0JIyBEBEIeHU
po3yBacTaTuHa, ecinu 6ain 1o mkane Yainma-I1bio He nipeBwiiian 7. OgHaKO y ABYX



nanueHToB ¢ 6annamu 8 u 9 o mKkasne Yannga-I1si0 HabMomanoch yojnHeHHue
Imepuofa IMOoJyBEIBEIEHUS 10 MEHBIIIEU Mepe BOBOE.

OnbIT NTpUMEeHEeHUs po3yBacTaTUHA ITallMeHTaM ¢ 0asiIoM Bhille 9 1o mkane Yannmoa-
ITer0 OTCYTCTBYET.

IToxa3aHus

Kak BcrmoMoraTenbHasi TePanus K JueTe IJis MallMeHTOB C IePBUYHOMN
THUIIePXO0JIeCTePUHEMUEeH, KOToa I1ejiecoo0pa3Ho IpUMeHeHne KOMOMHUPOBAHHOT O
JIEKAPCTBEHHOI'O CPeACTBa:

e MIJIS MMALIMEHTOB, HE MOCTUTIIMNX [OJIKHOTO pe3ybTaTa IIPU JTIeYeHUU TOJIHKO
CTaTHUHOM;

e 3aMeHa Tepanuu s MaleHTOB C JOCTAaTOYHLIM KOHTPOIeM 3a0oieBaHus MIpu
COBMECTHOM ITPUMEHEHUH pPO3yBaCcTaTHUHA U e3eTuMuOa B TeX XKe M03axX, YTO U
bukcupoBanHas komOuHarus Posynun ITntoc.

IIporTuBONIOKAa3aHUA

e [ToBBINlIEHHAST YYBCTBUTEIBHOCTb K aKTUBHBIM BEIIECTBAM MUJIM K JIIOOOMY K3
BCIIOMOT'aTEe/IbHBIX BEIlECTB Ipernapara;

e aKTUBHOE 3a00JIeBaHUE IIeYeHU, B TOM YHCJIe YCTOMYUBOE MIOBHIIIIEHNE YPOBHS
CBIBOPOTOYHEIX TPaHCaAMUHa3 HEU3BECTHOU 3TUOJIOTUM U 1I000€ MOBHIIEHNE
YPOBHEU TpaHCaMUHa3 B CHIBOPOTKE BTPOe U OOJIbIlle BepXHEW I'PaHUIEI HOPMBI
(BMH);

e TSJKeJIOe HapylleHre (PYHKIINUA NoYeK (KIupeHC KpeaTuHWHa <30 MJI/MUH);

e MHOTIQTHS;

e OOHOBPEMEHHOE IPUMEHEHNE NUKIIOCIIOPUHA;

e IEeTCKHU BO3pPaAcCT;

e OEPEeMEHHOCTh, IEPUOL KOPMJIEHUS I'PYObIO;

e IPOTHMBOIIOKA3aHO KEHIIWHAM PENPOAYKTUBHOIO BO3pacTa, He IPUMEHSIIOIIAM
9 peKTUBHBIE METOOLI KOHTPAIEIIIUN.

Pozynun Ilntoc kancyner 40 mr/10 Mr npoTUBONOKa3aHbl HallieHTaM, UMEIOIUM
MTOBHIIIIEHHBLIM PUCK Pa3BUTUS MHUOIaTuM/pabmomuonu3a. PakTopaMu pucka
SIBJIAFOTCS:

e TIOUEYHAs HEJOCTAaTOYHOCTh CPeHEN CTeneHHu (KIUpeHCc KpeaTuHnHa <60
MJI/MHUH);

e TUIIOTUPEO3;

e Ha/JIM4Me HacCJIe[dCTBEHHBIX 3a00JIeBaHUM MBIIII] B MHANBUAYaTbHOM UJIU
ceMenHOM aHaMHEe3€;



MHOTOKCUYHOCTD, BhI3BaHHAs ApyrumMu uHruobutopamu ['MI'-KoA-penyKTa3sl UIn
¢dubpaTtamu B aHaMHE3E;

3noynoTpebiieHre alKoroJieM;

COCTOsSAHHU A, KOTOPEIE MOT'YT IIPUMBECTHU K IIOBLHIIIIEHUWIO KOHIIEHTPAIITNMX
PO3yBaCTaTHHaA B IIJIa3M€ KPOBH;

MTPUHAIJIEXKHOCTb K MOHTOJIOUIHOM pace;
OOHOBPEMEHHOe IIpuMeHeHue GudpPaTos.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIbI
B3aMMOOEHUCTBUHA

HH2ubumopbl mpaHcnopmHbix 6e1K08

PosyBacTaTuH sIBIsieTCS CyOCTPATOM OJIS HEKOTOPBIX TPAHCIOPTHHIX OE/IKOB, B TOM
YuCJle IIeYeHOYHOro Tpaucrnoprepa 3axBata OATP1B1 u 3¢ Ii0KCHOro TpaHCIIopTepa
BCRP. OgHOBpEMEHHO€E IPUMEHEHMEe pO3yBacTaTUHa C JIEKapPCTBEHHBIMU CPEACTBAMH,
YTHETAIOIINMU 3TU TPAHCIOPTHLIE OeJIKM, MOXKET IPUBOOUTE K MOBBIIIIEHUIO
KOHIIeHTpPAllil ero B IJlTa3Me KPOBHU U YBEJIMYEHHUIO PUCKa MHOIIAaTUHU (CM. pa3gen
«Criocob6 nmpuMeHeHHus 1 Oo3bl», «OCoOOeHHOCTH IpUMEeHeHUs », «B3auMoencTBue ¢
OPYTUMHU JIeKapCTBEHHBLIMHU CPEACTBAaMM U OPYyTrHue. BUOBI B3aUMOIEUCTBUM», TaOIUITy
1).

IMukaocnopuH

B nepuopa conmyTCTBYIOIIET0 IPUMEHEHUS pO3yBacTaTUHA U ITUKIIOCIIOPHUHA 3HaYEeHUS
AUC po3ayBacTaTuHa OblIM B CPeOIHEM IIPUMEPHO B 7 pa3 BhIlIe, YeM HaOI0IaBIIMeCs
Yy 3II0POBBIX HOOPOBOIBIIEB (CM. Tabnuily 1). Po3yBacTaTuH NPOTHUBOIIOKa3aH
nangueHTaM, OOHOBPEMEHHO ITOJIyYallIUM IIUKJIOCIIOPUH (CM. pa3gen
«[TpoTuBOIOKa3aHUSI»).

HHaubumopsl npomeasul

XOTsI TOYHBIM MeXaHN3M B3aUMOJENCTBUS HEU3BECTEH, OOHOBPEMEHHOE ITPUMEHEHUNE
MHTUOUTOPOB MPOTEea3hbl MOKET 3HAYUTENILHO YBEJIMYUBATD 9KCIIO3UITUIO
po3yBacTaTtuHa (cM. Tabnuny 1). Hanpumep, B ucciegoBanuu ¢hapMakKOKUHETUKHT
OOHOBpeMeHHOe npuMeHeHue 10 Mr po3dyBacTaTiHa U KOMOMHUPOBAHHOT O
JIEKapPCTBEHHOT'O CPEeICTBa, COflepKaBIlero ABa HHrubuTopa nporeasn (300 Mr
aTtazaHaBupa/100 Mr puTOHaBUpPA), Y 3MOPOBHIX HOOPOBOIBIIEB COITPOBOXKIAIOCH
noseimeHreM AUC 1 Cmax po3yBaCcTaTUHa IPpUMEPHO B 3 ¥ 7 pa3 COOTBETCTBEHHO.
OnHOBpeMeHHOe ITpUMeHeHue penaparta Po3ynun [171i0c 1 HEKOTOPHIX KOMOMHAITUM
MHTUOMTOPOB MPOTEea3hbl BO3MOXKHO IT0CJIe KOpPeKIuu mo3kl Po3ynun ITntoc ucxonos us
02KMIaeMOTr0 POCTa 9KCIO3ULIMM po3lyBacTaTuHa (cM. pa3gen «Cnocob MpuMeHeHUs U
no3bl», «OCO0EeHHOCTU TPUMEHEHNA», «B3auMomenCcTBre C OPyruMU JIeKapCTBEHHBIMU



Cpe[cTBaMM U OpPyrue BUIOLI B3aUMOOEeNCTBui», Tabmuiy 1).
I'em@ubpo3us u Opyaue aunudocHudicarow,ue cpedcmaa

OnHOBpeMeHHOe ITpUMeHeHue npenaparta Po3ynun [Intoc u remgpudpo3ua
npuBoauio K pocty AUC u Cmax po3yBacTtaTuHa B 2 pa3a (cM. pa3gen «OcoO0eHHOCTH
IPUMEHEHUSI»).

Hcxons n3 maHHBIX CIIEIUalIbHBIX NCCIIeI0BaHuM, (apMaKOKMHETUYECKU 3HAYNMOT 0
B3auMogeucTBus ¢ heHodrudpaToM He OKUTAETCS, OMHAKO BO3MOKHO
dbapmakoguHaMuydeckoe B3aumopericteue. 'empudbposun, benodpudbpar, apyrue
bubpaThl U MTUIIUOOCHUKAIONIINE M03bl HUAllMHA (HUKOTUHOBOM KUCIOTH) (1 r/cyT unu
0oJiee) yBeIUUYMBAIOT PUCK MUOIIATHUY IIPU COMYTCTBYIOIIEM ITPUMEHEHUU C
uaruoutopamu 'MI'-KoA, BepOsAITHO 3a CUET TOTO, YTO OHU MOTYT BHI3HIBATh
MuomnaTtuio. [1o3a 40 Mr mpoTuBOIIOKa3aHa IIPU COIIyTCTBYIOIIEM IPUMEHEHUU
¢bubpaTtos (cM. pa3gentsl «I[IpoTuBonOKa3aHusa» U « OCOOEHHOCTU ITPUMEHEHUST»).
IMapannenvHEI npueM deHopruOpaTa unu rempuOPO3msIa IOBLIIAET KOHIIEHTPAIIUIO
obO1rero a3etuMuba mpuMepHo B 1,5-1,7 pa3a cooTBETCTBEHHO. XOTSI TaKoe
MIOBBIILIEHNE HE CYUTAETCS KIMHUYECKHU 3HAYUMBIM, COBMECTHHIN ITpueM Po3ynun
[Tmtoc ¢ rempudpo3uIOM IIPOTUBONIOKA3aH, a C APYyruMu ¢pubpaTaMu - He
PEKOMEHIOBaH.

Y nanuueHTOB, MPUHUMAIONIUX 33eTUMHUO 1 peHOGUOPAT, CYIIECTBYET PUCK PA3IBUTHUS
XOJIeIUTHAa3a U KeTuYHOKaMeHHO! 00JIe3HU.

[Tpu momo3peHnU Ha XKEeTYHOKaMeHHYI0 00JIe3Hb y IMallueHTa, IPUHUMAOIIETro
93eTuMub 1 peHopubpaT, moKasaHbl 0OCIEI0BAHUS KEJTIHOTO ITY3HIPs, a TaKylo
Teparuio clieqyeT OCTaHOBUTb.

[MapannenbHbIM TpueM ¢peHodudOpaTa unu remepudpPo3uUIa yMEPEHHO MMOBHIIIAEeT
KOHIIeHTpaInio ob1ero ssetuMuba (mpubmusurenbHo B 1,5-1,7 pasa
COOTBETCTBEHHO).

KomOuHUpOBaHHas Tepanus 33eTUMUOOM U OpyrumMu prubpaTaMy He UCCIea0Basach.

®ubpaTH MOTYT YBETUYUBATH BHIIEIEHNE XOIeCTEPHUHA B JK€eJI4b, YTO ITPUBOAUT K
XKenuHOKaMeHHOU 00jie3HU. B Xoe uccineqoBaHUM Ha XXKUBOTHHIX 93€TUMUO MHOTOA
yBeJIM4YKBaJl YPOBEHb X0JIECTEPUHA B ITy3BIPHOM JKEJTYM, HO He y BCeX BUAOB. Puck
oOpa30oBaHUS KaMHeM, CBSI3aHHBIN C TepPalleBTUYECKUM IIPpUMeHeHueM 33eTuMuda, He
oOHapyXKeH.

AHmauudHble npenapambul



OpmHOBpeMEHHOEe IpUMeHeHHe npemnapaTa Po3ynun ITmioc ¢ CycCneH3usIMU aHTallugoB,
cofmepkKaluxX TUOPOKCHU aTIOMUHHUS UJIM MarHUS, CHHUKAJI0 KOHIIEHTPAIIUIo
po3yBacTaTHHA B Ijla3Me KpoBU npuMepHO Ha 50%. IToT adpdeKkT Obls1 MeHee
BHIpaXK€eH IIpU IIPUMEHEHUH aHTAallUOHBIX CPEeACTB Yyepe3 2 4 II0cJie IpueMa IpenaparTa
Posymnun ITntoc. KnuHndyeckasi 3HaYMMOCTh 9TOT0 B3aUMO[IEMCTBUS He U3ydasach.

OnHOBpPEMEHHBIN IIPUEeM aHTaIlUI0B CHUXKAeT CTelleHb abcopOiiuu 33eTuMuba, HO He
BIUSIET Ha ero OMOOOCTYITHOCTh. TaKoe IIOHUXKEeHNe cTeneHu abcopOIIuy He CYUTAETCS
KJIMHUYECKU 3HAYUMBIM.

IpumpomMuyuH

OmHOBpPEMEHHOEe IPpUMEeHEeHVe po3yBacTaTiHa U 3pUTPOMUIIMHA cHUXKano AUC
po3yBacTtaTtuHa Ha 20%, a Cmax - Ha 30%. 9To B3auMOAENCTBHE MOXKET OBITh BEI3BAHO
YCUJIEHHOU IIePUCTAIbTUKON KHUIIIeUYHNKa B pPe3yJibTaTe OeMCTBUS SPUTPOMUIIMHA.

®epmeHmul uumoxpoma P450

PesyneTaTe UCCieqoBaHuu in vitro u in vivo CBUAETENIBbCTBYIOT O TOM, UTO
poO3yBacTaTUH He UHTUOUPYET U HEe CTUMYIUPYeT U30hepMeHTH! ImToxpoMa P450.
KpomMme Toro, po3yBacTaTuH SABISETCS CJIaOBIM CyOCTPATOM 3THUX N30(DEPMEHTOB.
Takum o6pa3oM, B3auMOJENCTBUS C IEKAPCTBEHHLIMU CPEICTBAMU B Pe3yIbTaTe
MeTabonu3Ma, onocpenoBanHoro P450, He oxumaeTcsi. He Habmo0anoch KIIMHUYECKHT
3HAYMMBIX B3aUMOMIEMCTBUYM MEXKIY PO3yBaCTaTUHOM U (PJIYyKOHA30JIOM (MHTHOUTOPOM
CYP2C9 u CYP3A4) unu ketokoHa3oyoM (mHruoutopom CYP2A6 u CYP3A4).

B mOKIMHUYECKUX MCCIIeOBaHUSIX ObIJI0 0OHAPY2KEHO, YTO e3eTUMUO He UHAYIIUPYET
bepmenTr nuTOxpoma P450, MmeTabonusupymolrie 1eKapCTBeHHBIE cpeacTBa. He
OTMEYalIuCh KIIMHNYECKHN 3HaUYNMbIe (papMaKOKUHETUYECKHE B3aUMOOENCTBUS MEXKIY
93eTUMUOOM U JIEKAaPCTBEHHBIMU CPEJICTBAaMU, MeTa00IM3uPyeMbIe IIMTOXPOMaMU
P450: 1A2, 2D6, 2C8, 2C9, 3A4- unu N-ametunrpancdepas3oi.

Bzaumodeiicmausi, mpebyooujue Koppekuuu 003bl po3ysacmamuHda

[Tpu HeOOXOOMMOCTU IPUMEHEHHUS POo3yBacTaTUHA C APYTUMHU TeKapCTBEHHLIMU
CpefacTBaMM, CIIOCOOHBIMU MOBHIIIATh 9KCIIO3UIINI0 pO3yBacTaTHHa, JO3Y IIpenapara
clenyeT CKOpPpeKTupoBaTh. ECiu oxXupaeTcs, 4TO 3Kcno3ulud mnpenapara (AUC)
BO3pacCTeT MPUMEPHO B 2 unu 6osiee pa3a, npuMeHeHue Posynuna Ilmatoc cnenyeTt
Ha4yuHAaTh C O3Bl O MI' OOWH pa3 B CyTKU. MaKcuMaslbHYI0 CYTOYHYIO 03y Po3ynun
[Tmtoc cnemyeT CKOPPEKTUPOBATh TaKUM 00pa3oM, YTOOBI OKHUaeMasi 9KCIO3UIIUA
po3yBacTaTHHa He IpeBHIIIIaga 9KCIO3UIUI0, OTMeYaeMylo IIpu npueme go3sl 40
MT/CcyT 0€3 MIpUMeHEHUS JIeKapCTBEHHBIX CPECTB, B3aUMOIEUCTBYIOIIUX C
IIpenapaToM; HallpuMep, IIpu TpuMeHeHuu ¢ reMpubpo3unom mo3a Polynuny® Ilnioc
coctaBuT 20 Mr (yBenudeHue 3Kcno3unuu B 1,9 pasa), Ipu IpUMEeHEHUH C



KoMOMHalMel pUuToOHaBUpa/aTa3daHaBupa - 10 Mr (yBenuuenue B 3,1 pasa), Ipu
OOHOBPEMEHHOM IIPUMEHEHUU C [TUKJIOCIIOPUHOM - 5 MrI. (yBenuueHue B 7,1 pa3sa).

Tabnuma 1

BrnusiHre CONMyTCTBYIOIINX JIEKAaPCTBEHHBIX CPEICTB Ha 9KCIIO3UIMIO PO3yBacTaTHHA
(AUC; B mopsiike YMEHbIIIEHUST BEJIMUUHEI) 110 OITyOIMKOBAHHLIM HAaHHBIM
KJIMHAYECKUX UCCIIeNOBaHUN

PexuM mo3upoBaHUs
B3auMopeucTByouiero/Pexum go3uposku |M3amenenus AUC
JIEKapCTBEHHOT O po3yBacTaThHa po3yBacTaThHa*
CpefncTBa

LIukiocnopuH OT 75
MTI IBa pa3a B cyTKu |10 Mr oguH pas B

. T 7,1 pasa
mo 200 mr gBa pa3a B |cyTKY, 10 nHen

CyTKH, 6 Mecs1eB

AtaszanaBup 300
mr/putoHaBup 100 mr |10 Mr, ogHOKpaTHasa
T 3,1 pasa
OOVH pa3 B CYTKH, 8 |mo3a

oHen

Cumenpuseps 150 Mr
10 mr, ogHOKpaTHasd
OIOVIH pa3 B CYTKH, 7 T 2,8 pa3za

. no3a
oHen

Jlonurasup 400
mr/putoHaBup 100 mr |20 MT oguH pa3 B

. T 2,1 pasa
OBaXkKObl B CyTKHU, 17 |CcyTKH, 7 OHEU

oHen

'empudbposum 600 mr

80 Mr, ogHOKpaTHas

IBa pa3a B CyTKH, 7 T 1,9 paza
N nosa

oHeun

dntpombonak 75 mMr
10 mr, omgHOKpaTHasd
OOVH pa3 B CYTKH, 5 T 1,6 pasa

. oo3a
oHeun

HapyHasup 600
mr/putoHaBup 100 mr |10 Mr oguH pas B
. T 1,5 pasa
OBaXObl B CYTKH, 7 CyTKH, 7 OHeu

oHen




Tunpanasup 500
Mmr/putoHaBup 200 Mr

10 mr, omgHOKpaTHasa

T 1,4 paza
OBaxkael B CyTKH, 11 |mo3a
OHen
oHemapoH 400 mr
Aip P HeusBecTHO T 1,4 paza
OBaXKObl B CYTKH
HUtpakoraszon 200 Mr
10 mMr, omHOKpaTHas
OOWH pa3 B CYTKH, 5 T 1,4 paza **
. mo3a
OHeu
93etumub 10 mr oguH (10 Mr ooguH pa3 B
. . T 1,2 pasa **
pa3 B cyTKHU, 14 nHeu |cyTKH, 14 nHen
®ozamnpenasup 700
mr/putoHasup 100 mr |10 Mr, ogHOKpaTHas
L d
OBaXKObl B CYTKH, 8 mo3a
oHeu
Anermnurta3zap 0,3 mr, .
. 40 mr, 7 mHeu o
7 oHeun
Cunumapus 140 mr
10 mr, ogHOKpaTHasd
TPY pa3a B CYTKH, O o
. no3a
OHeu
denopudbpar 67 Mr
TPUXKAEL B CYTKH, 7 10 mr, 7 mHen o
oHen
Pudpammnuu 450 mr
20 Mr, omgHOKpaTHas
OOWH pa3 B CyTKH, 7 -
. mo3a
OHeu
KeTtokona3zomn 200 Mmr
80 Mr, omHOKpaTHas
IBa pa3a B CyTKH, 7/ -
. mo3a
OHeu
®nykoHa3zon 200 mr
80 Mr, omHOKpaTHas
OOVH pa3 B CcyTKy, 11 -
. mo3a
OHeu
Opurpomuiia 500 mr
80 Mr, omHOKpaTHas
YeThIpe pa3a B CYTKY, 1 20%

7 DHeu

mo3a




Baukanua 50 mr 20 OMHOKDATHA
M, ODHOKpaTHas

TPUXKILL B CYTKU, 14 A P 1 47%

mo3a

oHeun

* - [laHHLIE, YKA3aHHEIE KaK U3MEHEeHNe B X pa3, IPeOCTaBISI0T COO0M COOTHOIIIEHHE
MeXKIy IpUMeHeHHueM POo3yBacTaTHHA B KOMOMHAIIUY U OTHOEIbHO. [laHHEIe,
yKa3aHHBIE B ITPOIIEHTAX, IIPEOCTaBISIOT COO0M ITPOIIEHTHYI0 PA3HUIIY B OTHOIIEHUH
ToKas3aTejel Ipy IPUMEeHeHUH PO3yBacTaTHHA B OTHEIbHOCTH.

YBenuueHne oTMEeYEHO 3HAYKOM T, OTCYTCTBHE M3MEHEeHUuH - <, YMEHbIIEHUE - 1.

** - BpIs10o IpOBEeOeHO HECKOJILKO UCCIeOBaHU B3aUMOOEUCTBUSA C PAa3HBIMU J03aMU
npenapata Po3ynun ITntoc - B Tabnuile npencTaBieHo Hauboiee 3HaUYNMOe
COOTHOIILIEHHE.



AHmMaz2oHuUcmusl sBumamuHa K

Kak u nmipu nmpuMeHeHUU aApyrux nHruoutopos 'MI'-KoA-penykTa3sl, B Hadale
npuMeHeHus npemnapaTta Po3ynun I11i0C Wiy Npy HOBBIILIEHWH €T0 O03bl y IMallMeHTOB,
OOHOBPEMEHHO IIPUMEHSIONINX aHTarOHUCTH BuTaMuHa K (Hanmpumep BapdapuH Uimn
OPYTo¥ KyMapHHOBBLIM aHTUKOATYJISHT), BO3SMOXKHO MOBHIIIIEHNE MEXKOYHAPOOHOT O
HOopManu3oBaHHOTO cooTHomeHus (MYC) . IIpekpanienre npuMeHeHusI Po3ynum
[Inroc unu yMeHbIIEeHKEe ero J03bl MOXKeT IIPUBECTU K cHuxkeHnuto MYC. B Takux
Cclydasx JKejlaTeJleH HaajiexXainui MoHuTopuHr MYC.

OnHOBpeMeHHOe ITpuMeHeHune e3eTuMuba (10 Mr oguH pa3 B CyTKM) He OKa3bIBajlo
3HAYUTEJILHOTO BIIMSAHUS Ha OMOOOCTYIIHOCTh BapdaprHa U MPOTPOMOMHOBOE BpeMS B
XOIle UCCIIeIOBaHUS C y4acTueM 12 3OPOBHIX B3POCHHIX MyKYUH. OgHAKO OBLIU
TocJieperucTpalnontbie coobierHus: 00 ypenuueHurn MYUC y malniieHTOB, KOTOPLIM
eseTumMu0b gobOaBnsanu K Bapdapuny unu hayuHouony. [Ipu gqobasneHuu ezetuMuba B
BapdapuH, OPyroi KYMapuHOBLIM aHTUKOATYISHT UMW GIYUHOUOH HEOOXOOUMO
OCYILIECTBJIATH MOHUTOPUHT MYC gomKHBEIM 00pa3oM.

ITepopanvHble KoHMpauenmuasl/ 20pMoHo3amew,arow,asa mepanus (I'3T)

OpmHOBpEMEHHOE IPpUMEHEHHEe pPOo3yBacTaTUHA U IIepOopPaibHBIX KOHTPAIIEIITHBOB
OpuBOOUIIO K MOBHIIMIeHNI0 AUC 3THHUISCTPaOuoia U HoprecTpesa Ha 26% u 34%
COOTBETCTBEHHO. TakKOe MMOBHIIIIeHNE IJIa3MEHHBIX YPOBHEN KPOBU CJIeAyeT YUUTHIBATh
Ipu noa0ope Mo3bl HePOPaAIbHEIX KOHTPAIENITUBOB. [JaHHBEIX OTHOCUTEJIHHO
(bapMaKOKMHETHKHU IpelapaToB y NallieHTOB, OMHOBPEMEHHO ITPUMEHTIOIINX
po3yBacTtaTtuH u I'3T, HET, MO3TOMY HeJlb3s UCKII0YATh ITogoOHoro adhdexkTa. OmHaKO
KOMOMHAIMS MIMPOKO IIPUMEHSIaCh XKEHIITMHAM B PaMKaX KJIMHUYECKUX
HUCCJIeJOBAaHUN U XOPOIIIO ITePEHOCUIacCh.

KnuHnu4yeckue ucciemgoBaHUS JIEKapCTBEHHOTI O B38.HMOJI€IZCTBHH e3eTuMuOa He
OKa3aJlu BIINAHUA Ha Q)apMaKOKI/IHeTI/IKy IIepopa’IbHBEIX KOHTPAIEIITHBOB, BKIII0OYaid
QTUHUJI3CTPAANOII U JIEBOHOPIeCTPeEII.

CmamuHul

Hukakoro KIMHUYECKU 3HAUUMOI'0 (papMaKOKUHETUYECKOTO0 B3aUMOOENCTBUS He
ObI710 OOHAPYKEHO ITPU KOMOMHUPOBAHHOM NpreMe e3eTuMuba C aTOpBaCTaTUHOM,
CUMBACTAaTUHOM, ITPAaBaCTaTUHOM, JIOBACTATUHOM, ()IIyBaCTaTUHOM HIIU
PO3yBaCTAaTUHOM.

Ipyaue nekapcmeeHHbvle cpedcmaea



[To gaHHBEIM CHellMalIbHBIX UCCIEeOOBaHUM, KINHUNYECKH 3HAYNMOT 0 B3aUMOIENCTBUS
PO3yBaCTaTHA C TMTOKCHMHOM HE€ OXKHUIOAETCs.

B KTMHWYECKUX UCCIIefOBaHUAX JIEKAPCTBEHHOIO0 B3aUMOAEUCTBUS €3eTUMUD Ipu
KOMOMHMPOBAHHOM TepaNuy He BIUSII Ha (papMaKOKHMHETHUKY HAlCOHa,
nekcTpoMeTopdaHa, OUTOKCHHA, TEPOPAIbHBIX KOHTPAIIENTUBOB (3TUHUIIECTPAAMOIIA
U JIEBOHOPTeCTpesia), IMUnu3uaa, TondyTaMuaga Ui Muga3oiiatia. LluMeTunoux mpu
KOMOMHUPOBAHHOU Tepanuu C e3eTUMHUOOM He BIUAI Ha OMOOOCTYIIHOCTDL e3eTuMuoa.

XosecmupamuH

[Tpu KOMOMHHUPOBAHHOM ITPUMEHEHUH C X0JIECTUPAMUHOM CpefgHee 3HaUYeHue
IJIOLIaAY IOJ KPUBOU «KOHIIEHTpalusd B ma3Mme - BpeMsa» (AUC) cyMmMapHOTO
e3eTuMuOba (e3eTuMub U €3eTUMHUO-TITIOKYPOHH]]) YMEHbBIIAIOCh TPUMEPHO Ha 55%.
ITpu gobaBneHuu e3eTuMuba K X0JIeCTUPAMUHY IIOCTEIIeHHOEe CHUXKEeHHe X0JIeCTepUHa
JIMIIONPOTENHOB HU3KOU IMIOTHOCTHU (XC JITTHIT) MmokeT 3aMeOIuThCA.

JlonuHasup/pumoxHasup

B ¢apmakonmoruyeckom uccieagoBaHUM CONMYyTCTBYIOIee IPUMEHEHNEe pPOo3yBacTaTHHA
1 KOMOMHUPOBAHHOTO IIpenapaTa, CogepKaBlIero aBa MHruOUTopa IMpoTeaskbl
(nmormuaBup 400 mr/putoHaBup 100 MT), ¥ 3MOPOBLIX HOOPOBOJIBIIEB aCCOLIMUPOBAIOCH
C IPUMEPHO OBYKPATHLIM U MNSATUKPATHEIM yBeJIMUYeHUEeM [10Ka3aTejied paBHOBECHOT O
AUC(0-24) u Cm. B3aumopenicTBre MeXAy PO3yBaCTaTUHOM U OPYTUMU
MHTHOUTOpPaMU IIPOTea3kl He U3y4dasocCh.

dy3uduesasa Kuciaoma:

Puck muonartuwm, BKiIO4Yas paGJIOMI/IOTII/I3a, MOZKET BO3PACTATh IIPU COIIYTCTBYIOIIIEM
IIPHUMEHEHUN (bYSI/I)II/IeBOfI KHCJIOTBI CO CTaTHHAMM.

OC00eHHOCTH IPUMEHEHU ST

Bo30eticmsue Ha nouyku

[TpoTeunypus, BeIgBI€HHAas B pe3yjbTaTe aHaJiku3a 10 TeCT-II0JI0CKaM,
MIPEeuMYyIIleCTBEHHO KaHaJIbIIeBOI'0 ITPOUCX0KIeHMI, HaOIoaanachk y IallueHToB,
JIeYnBHINXCSI O0JIee BLICOKMMHU [03aMU PO3yBacTaTUHA, B YacTHOCTU 40 MT, U B
OOJILIITMHCTBE ClIy4yaeB Oblsla BpeMEHHOM UM MPEPLIBUCTOM. [IpoTeNHYpUS He
SIBJISAJIaCh MPEABECTHUKOM OCTPOM MJIU MPOTPeCcCUpyolei 60e3HU Mo4YeK (CM. pa3fgen
«[To6bouHBIE peakuu»). YacToTa COOOIIEeHNY O CEPbE3HBIX IBJIEHUSX CO CTOPOHBI
IIOYEK B IIOCTMapPKETUHIOBBIX UCCJIEAOBAHUSX BHIIIE IIPU IPUMEHEHUU [03HI
po3yBacTtaTuHa 40 Mr. Y malveHTOB, IPUHUMAIOIIUX PO3yBacTaTyUH B Ho3e 40 mr, B
xome HaOIIoOeHus cjiefyeT PETYISPHO TPOBEPATH QYHKIIUIO ITOYEK.



Bo3sodetlicmeue Ha ckenemHy MycKyaamypy

Co CTOPOHHBI CKEJIETHOM MYCKY/IaTyphl, HAIIPUMEP MUAJITUS, MUOIIAaTUS U U3PeaKa
pabmoMuonus, Habomaauch y mMallueHTOB, IPUHUMAaBIIINX PO3yBaCTaTUH B TIOOBIX
mo3ax, ocobeHHo 6osiee 20 Mr. Kak u Ipu npuUMeHeHUU OPYyruxX MHruoutopos I'MI -
KoA-penykTashl, 4acToTa CiiydaeB pabmoMuonn3a, CBI3aHHOTO C IIPUMEHEHUEM
po3yBacTaTHHA, B TIOCTMapPKEeTUHTOBLIN Imepuon Onlia Beilne mpu go3e 40 mr. UMmerTcs
COOOIIeHUs 0 PeOKUX CIydasiX UMMYHOOIIOCPeIOBAaHHON HEKPOTUYECKOM MUOIIATHH,
YTO KIUHUYECKU POSIBIISIETCS CTOMKOM MPOKCU3MAJIbHON MBIIIEYHOM CI1ab0CThIO U
TTOBHIIIIEHHEM YPOBHSI CHIBOPOTOYHOM KpeaTHUHKUHA3bl, BO BpEMS JIeUEeHHUS UJIU TI0CJTIe
MpeKpallleHus JIeueHUusI CTaTUHaMHU, BKJIIo4Yas po3yBacTaTUH. B TakKoM ciiydyae MOTYT
OBITH HEOOXOIUMEI IOIIOJTHUTEIIbHBIE HEMPOMBIIIEYHBIE ¥ CEPOJIOTHYECKUEe
KCCIeIOBaHMs, IeYeHrne UMMYHOCYIIPECCUBHBIMU ITPEeIrapaTaMHu.

B mocTMapKeTHHTOBOM HMCCJIENOBAaHUU COOOIIAIIOCh O CIIydasiX MUOIIaTUM U
pabmoMuonmu3a NIpu MpUMeHeHUN e3eTuMuOa. BoIbIIMHCTBO MAIlMeHTOB, ¥ KOTOPHIX
pa3BuiICsS pabooMuOIN3, IPUHUMAIIHN CTAaTUHBEI OMHOBPEMEHHO C e3eTuMuOoM. OmHaKO
0 ciy4dasx pabmoMuor3a coo01IIasoch OUYeHb PEAKO IIPU MOHOTEPAIuU €3eTUMUOOM U
OYeHb PeOKo IIpU MPUMEHEHUN 33eTUMUba C IPYyruMHU CPEACTBAMU, C KOTOPBIMU
CBsI3aH PHUCK BO3HUKHOBEHUS pPabooMuoIn3a.

EnvHuuHble ciydau paboMuOIIM3a 0TMEeYasuCh IPU IIPpUMEeHEeHUN 33eTuMuba B
KoMOuHanuu ¢ uuruobutropamu ['MI'-KoA-penykTa3sl. Henb3st uCKITI04aTh
BO3MO2KHOCTB (papMaKOOMHaAMUYECKOTO B3auMoaeucTBusd (CM. BaaumMomenicTBUe C
OPYTUMU JIEKapCTBEHHBIMU CPENCTBAaMU U OPYyrHe BUIOBEl B3aUMONEUCTBUH), II03TOMY
TaKy0 KOMOWHAIINIO CJIeAyeT IPUMEHSITh C OCTOPOXKHOCTHIO.

YposeHv kpeamuHKuHa3wl

YpoBens kpeatTunknHa3bl (KK) He ciegyeT u3MepsaTh IOC/Ie 3HaYUTEIbHBIX
(pu3ruecKmx Harpy30K WM IIPU HAJIMYUHU albTePHATUBHBIX NPUYUH HNOBhIIIeHUS KK,
KOTOpPBIE MOTYT 3aTPYLHATH UHTEPIIPETALIUIO Pe3yJIbTaToOB. ECiiv HayabHBEIE YPOBHU
KK 3HauuTenbHO HOBHINIEHH (> 5XBMH), B Teduenue 5-7 nHell He0OOXOOMUMO
ITPOU3BECTHU ITOBTOPHBIM aHAJIN3, YTOOLI MOATBEPOUTh Pe3yabTaThl. ECIU pe3yabTaThl
TTOBTOPHOT'O aHalli3a MOATBEPKAAI0T, UYTO HadalbHOe 3HaueHue YK 6osee yeM B 5 pa3s
npesbiliaeT BHM, npuMeHeHMe npenapaTa He cjleayeT HauuHaTh.

ITeped Hauaaom neveHus

Posynmun® Ilmioc, Kak U ocTaibHblie UHTUOUTOPHl I MI'-KOA penykTashl, cliegyeT C
OCTOPOKHOCTBIO Ha3HayaTh IIalfieHTaM CO CKJIOHHOCTHIO K MUONaTUN/PabIgoMUOIN3y.
K ¢dakTOopamM Takoro puckKa OTHOCSATCS:

e HapyllleHrue QYHKIIUU IOYEK;



e TUIIOTUPEO3;

e Ha/JIM4Me B JINYHOM UJIM POICTBEHHOM aHaMHe3e HacCJlIe[CTBEHHBIX 3a00IeBaHuM
MBIIIIIT;

e Ha/JM4Y¥e B aHaMHe3e MUOTOKCUYHOCTU Ha POHe IPUMEeHEHUS OPYTUX
uHruoutopoB 'MI'-KoA penykTassl unm GudpaTos;

e 3710ynIOTPEOIEHNE alIKOT0JIEM;

e BOo3pacT > 70 neT;

e CUTyalli¥, KOTOPhIE MOTYT IIPUBECTH K ITOBHIIIIEHUIO YPOBHEM IIpemnapara B
mj1a3Me KpoBu (cM. pa3men «Cmocob npuMeHeHUs U O03bl», «B3auMomencTBre C
OPYTUMHU TeKapCTBEHHBIMHU CPEACTBAMU U APYTHe BUOLI B3aUMOIOENCTBUN» U
«OapMaKOKHHETUKA»);

e CONYTCTBYIOIIlee IpUMeHeHue GudpaToB.

Y Takux nalueHTOB CBsI3aHHBIY C JIeUEHMEM PHUCK CJiedyeT OLleHUBaTh, CPaBHUBAS C
oXUaaeMou I10J1b30U; TakKe peKOMEeHIyeTCs KIIMHUYEeCKUY MOHUTOPUHT. Eciu
HadanbHble YPOBHU KK 3Ha4YUTENbHO HNOBHIIEHH (>5XBMH), medyeHrne HaunHATh HE
cienyer.

B nepuood neueHus

[TanmeHTOB clieAyeT MOIIPOCUTh HeEMeAJIEHHO CO00IIaTh O MBIIIIeYHOM 00J11, cnabocTu
WUJIU CyAOporax HeU3BECTHOM 3THUOIOTUU, OCOOEHHO €CJIM OHU COIIPOBOKOAIOTCS
HeJOMOTaHUEeM UJIU JINXOPanKOU. Y TaKUX allueHTOB ciliefyeT u3MepsaTh ypoBHU KK.
[IpumMeHeHMe mpemapaTa cienyeT NpeKpaTuTh, eciid ypoBHU KK 3HaYuTEIbHO
noBBINIEHEH (> 5XBMH) unu eciy CUMIITOMBI CO CTOPOHBI MBIIII] TSIXKeJIble U
BBI3BIBAIOT €XXKeqHEeBHBIU OMCKOM@opT (maxe ecnu ypoBHU KK = 5xBMH). Ilpu
WCYEe3HOBEHUU CUMIITOMOB U BO3BpallleHuu ypoBHA KK K HOpMe MOXXHO BOCCTAHOBUTh
Tepanuio Po3yJIUIIOM UJIM ajlbTePHATUBHLIM MHTruouTopoM 'MI-KoA-penyKTashs B
HavMeHbIIIeN [103€e U II0[ TIlaTeIbHBIM HabmogeHueM. PerynsapHo IpoBepsATh YPOBHU
YK y acumMnToMaTu4eCKUX IMallueHTOB HeT HyKObl. O4eHb PeIKOo Co00IIasoch O
clly4asiX UMMYHOIIOCpefoBaHHOU HeKpoTudeckou muonatuu (MOHM) Bo BpeMs unu
[I0CJie Tepaluu CTaTUHaAMU, B TOM 4YHCJie po3yBacTaTUHOM. KIIMHUYEeCKUMU
nposipnenussMu MOHM saBnsieTcst c1aboCTh TPOKCUMAJIbHBIX MBIIII ¥ ITOBHIIIIEHUE
YPOBHS KpeaTUHKVHA3E! B CLIBOPOTKE KPOBU, UTO COXPaHAETCS HaxKe I10Ciie
IpeKpallleHus1 CTaTUHOB.

B uccnemoBaHusax He ObUIO IOJIyY€HO JOKa3aTeIbCTB IIOBHIIIIEHHOTO BO3OEUCTBUS Ha
CKeJIETHYIO MyCKYJIaTypy y HeOOIbIIIOT0 KOJIUYeCTBa MallieHTOB, IPUHUMAaBIINX
Posynumn Ilntoc 1 conyTcTByOLIre npenapaTsl. OgHAKO MOBHIIIIEHUE YaCTOTE MUO3UTa
Y MUOIIQaTUU OTMEeYasoCh y MallueHTOB, IPUHUMAaBIINX Apyrue uHruoutopsl ' MI'-KoA-
penyKTa3bl BMECTe C IIPOU3BOOHBIMU (uOPOEBOM KUCIIOTH], B TOM YUCIIE
reMpuOPO3UIOM, IIUKITIOCIIOPUHOM, HUKOTHUHOBOM KHMCJIOTOM, a30/IbHEIMU



MIPOTUBOTPUOKOBLIMU IIpelapaTaMu, UHIrHOUTOpaMHu ImpoTeas3nl U. 'empudpo3umn
MOBBIIIIAET PUCK MUOMNATUM IIPU CONYTCTBYIOIIEM IIPUMEHEHUN C HEKOTOPHIMU
uaruoutopamu 'MI'-KoA. ITosTtomy nnpuMeHATs Po3ynun I1nioc B KOMOUHAIUY C
reMpuOpPO3UIIOM He peKOMeHayeTcs. [Tonb3a qanbHENIIIEro U3MeHEeHUs YPOBHS
JIMTINIOB IIPU IIpUMeHeHUU npemnapaTta Posynun I[Tnioc B KoMOuHauu ¢ pubpaTtaMu
WUJIM HUAIIMHOM CJIeAyeT TIaTeJIbHO B3BEIINBATh II0 CPABHEHUIO C MOTEHIIMATIbHBIMU
PHUCKaMHU, CBSI3aHHBIMU C IIPUMEHEHNEM TaKux KoMOuHanui. [Jo3a 40 mr
ITPOTUBOIIOKAa3aHa IPU COMyTCTBYIOIIEM NpuMeHeHnu GpudpaToB (CM. pa3mesibl
«B3amMopencTBUE C APYTUMM JIEKaPCTBEHHBIMU CPENCTBaMHU U APYTHE BUOBI
B3auMOeNCTBUM» U «I1I000YHEIE PEeaKIIuU>»).

Posynun® Ilmioc He cnenyeT IPUMEHSATH MallueHTaM C OCTPLIMU, CEPhEe3HBIMU
COCTOSTHHUSIMH, CBUIETEJIbCTBYIOIIUMU O MHUOIIAaTUU UIN BO3MOXKHOCTHU Pa3BUTHUS
IMOYEeYHOM HEeIOCTAaTOYHOCTHU BCJIeACTBUE padooMuonu3a (TaKuxX KaK CeIICHuC,
TUIIOTEH3UsI, 3HAYUTEJIbHOE XUPYPrudyecKoe BMeIIaTeIbCTBO, TPaBMa, TSAXKeJIble
MeTaboInyecKue, SHIOKPUHHBIE U 9JIEKTPOJIMTHYECKHE PAaCCTPONCTBA UJIN
HEKOHTPOJIb).

Bo3soetlicmsue Ha neyeHb

Kak u npyrue uaruoutopsl 'MI'-KoA-penyKTassl, po3yBaCTaTUH CIIEOYET C
OCTOPOKHOCTBIO TPUMEHSITh ITallueHTaM, 3JI0yIIOTPEOISIONINM aJIKOTOJIEM U/UITH
MMEeIIINM B aHaMHe3e 3a00eBaHus IeUYeHU.

PekoMeHOyeTcs IPOBEPSTh OMOXUMUYECKHE TT0OKa3aTesiu PyHKIIUY TeYeHU neper
HayaJIoM JieueHHUs U depe3 3 Mecslla cinycTs. [I[puyMeHeHre TpeliapaTa po3yBacTaTUH
clenyeT IIPeKPaTUTh UJIM YMEHBIIIUTh 03y, €CJIM YPOBEHbh TPaHCaMHHA3 B CHIBOPOTKE
KpoBU OoJiee 4yeM B TPHU pPa3a IIPEBHIIIAaeT BEPXHIO I'PAaHUIy HOPMEL. HYacToTa
COOOIIeHUM O CEPhE3HBIX SIBJIEHUSIX CO CTOPOHHI ITIeYeHU (ITPEeuMYIIeCTBEHHO O
MTOBHIIIIEHUY YPOBHS TPaHCaMUHAa3 IIeYeHH) B IT0CJIEPETrUCTPAllMOHHBIN ITepuo Oblia
OosbIlle IPU IPUMEHEeHUHU M03kI 40 Mr.

Y nauyeHTOB C BTOPUYHOU TUIIEPXOJIeCTEPUHEMUEN, 00YCIOBIIEHHON TUIIOTHUPEO30M
UM HePPOTUYECKUM CUHIPOMOM, CJIedyeT CHadasla BbIJIEYUTh OCHOBHYIO O0JIe3Hb,
Ipexae 4yeM HauuHaTh Tepaluio npemnapatoM Po3lynun [Tntoc.

Bo Bpems uccienoBaHUM y MallMeHTOB, IPUMEHSIBIINX KOMOMHAIINIO CTaTUH U
93eTUMUO, HaOJII0AAIOCh IIOCTETIEHHOE ITOBLIIIIEHNE YPOBHS TpaHcaMuHas (=3 X BMH).
[Tpu mpueme KOMOMHAIIUU 33€TUMUO CO CTAaTUHOM CJIelyeT ITPOBOAUTD
(byHKIIMOHaNNbHBIE IIeUeHOYHbIE IPOOLI B HadaJjie Tepallii U B COOTBETCTBUU C
PEKOMEeHOalusIMM 10 CTaTUHY.

Paca



HccnegoBanus papMakKOKMHETUKN CBUAETENBCTBYIOT O POCTE 3KCIIO3UIINH Y
alMeHTOB MOHIOJIOUJHOM pacChl IPUMEPHO BOBOE II0 CPABHEHUIO C eBpoIeunaMu. [is
TaKUX MallMeHTOB HeoOXxoauMa KOPPEeKIINsS MOo3UPOBaHUs pPo3yBacTaTHHAa (CM. pa3pgert
«Crioco0 mpuMeHeHHUs 1 Oo3bl», «IIpoTHBOIIOKa3aHusaI» u «®apMakKOKUHeTUKa»). s
MMalMeHTOB a3MaTCKOM pachl HadyalibHasA J03a po3yBacTaTHHAa OOJXKHA OBITh O MT.
[ToBuIlIeHHAsT KOHIIEHTPAIWs PO3yBacTaTHHA B IIJlTa3Me KPOBU Oblyla 3aMedYeHa y
a3UMaTCKUX IManueHToB (CM. «OCOOEHHOCTHU IPpUMEeHeHUsI» U «PapMaKOKMHETUKA»).
CrnenyeT y4YUTHIBaTh YBEJIMUEHHYIO CUCTEMHYIO 9KCIIO3ULIMIO IIPHU JIEYEHUU ITallueHTOB
MOHTOJIOUTHOU pPachl, Y KOTOPBIX TUIIEPX0JIECTEPUHEMUSA HE KOHTPOJIINPYETCA
aJeKBaTHO J03aMU pol3yBacTaTuHa g0 20 mr.

HHaubumopbsl npomeasul

[ToBHIlIIeHHAsT CUCTeMHAas 9KCIIO3UIINS K PO3yBaCTAaTUHY HabJIIoganach y JIUII,
MMPUMEHSIBIIINX PO3yBaCTaTUH COIYTCTBYS Pa3/IMYHBIM MHTHOUTOPAM ITPOTEea3kbl B
COYeTaHUM C pUTOHaBUpPOM. CrenyeT oOCYyOUTh KaK MOJIb3y OT CHUXKEHUS YPOBHS
JIMIIU0B C IIOMOIIBIO IIperapaTa po3yBacTaTUuHa y nanueHToB ¢ BUY, nmonyyaromumx
MHTHUOUTOPHI IIPOTEeas3kl, TaK 1 BO3MOXKHOCTD ITOBLIIIEHUST KOHIIEHTPAIUH
po3yBacTaTHHa B I1Jla3Me KPOBU B HaudaJle Tepalluy U MOBBILIEHUU O35l
po3yBacTaTUHA V IMAIIMEHTOB, ITOYYaloNIuX UHIHOUTOPHI IpoTea3ksl. OMHOBPEMEHHOE
IIpUMeEHEeHMe IIpernapaTa ¢ MHruOUuTopaMu IIpoTeal3bl He PeKOMEHOyeTCs, eCJIU [103a
po3yBacTaTUHa He CKOppeKTupoBaHa (cM. «Criocod MpuMeHeHUsI U OO3bI» U
«B3amMopencTBUE C APYTUMU JIEKapPCTBEHHBIMHU CPEOCTBaMU U APYTHe BUOBI
B3aMMOOENCTBUI»).

I/IHmepcmuquaﬂbHaﬂ 00/1€3Hb n1e2KuUX

[Tpu UCIIONB30BAHUHU HEKOTOPHIX CTATUHOB, 0COOEHHO IIPH IJIUTEILHOM JIeUeHUH,
C000I11aI0Ch 00 UCKIIOUYUTEIILHEIX CIydasiX HHTePCTUIIHAIbHON 00Ie3HU JIerKuX (CM.
pasmen «ITobounbie peakiuu»). K mposiBIeHUsIM 9TO# 00JIe3HU MOXKHO OTHECTH
OOBINIKY, HEIPOOYKTUBHBIM KaIllellb U 00Illee YXYOIIeHUEe COCTOSIHUS (YTOMIIIEMOCTS,
CHM>KEHHEe MacCCHI Tejla M JIuXopaaka). [Ipu momo3peHny Ha HHTEPCTUITHATLHYIO
00JIe3Hb JIETKUX IPUMEHEeHNe CTaTUHOB CJIedyeT IIPEeKPaTUTh.

CaxapHblli Ouabem

HekoTtoprie paKThl CBUAETENBCTBYIOT, YTO CTaTUHBI IOBHIIIIAIOT YPOBEHD I'JTIOKO3HI B
KPOBU M ¥ HEKOTOPHIX IMAIlMEHTOB C BEICOKUM PHUCKOM pPa3BUTHUSA OuabeTa MOTYT
BBI3BATh TUIIEPTIMKEMUIO, TPEOYIOIIYIO JiIeueHUsd. Ta yrpo3a, OOHAKO, IIPEBHLIIaeT
CHUZKEHHEe PHUCKa COCYAUCTHIX HapylUIeHU! IIPU IPUMEHEHUU CTaTUHOB, I09TOMY OHA
He JoJI2)KHa OBITh OCHOBAHUEM [OJIS IIPEeKpallleHusl Tepaluu CTaTUHaMHU. 3a
namueHTaMH I'PYIIIL pUcKa (YPOBEHbD I'/IIOKO3EI HATOIIaK 5,6-6,0 MMOJIb/J, UHOEKC
Macchl Tenta (MMT) > 30 Kr/mM2, IIOBHIIIIEHHBIM YPOBEHDb TPUTJINIIEPUIOB,



apTepuaJyibHasd I"I/II'IepTeH3I/IH) ciaenyeT YCTaHOBHUTH KakK KJIIMHUYECKNH, TaK U
OMOXUMHUYECKUN KOHTPOJIb I10 HAITMOHAJIBHEIM. UHCTPYKIIHUAM.

B uccnemoBanuu JUPITER 3apeructpupoBanHas obIlasg 4acToTa caxapHoro nuabeTa
coctaBuna 2,8% B rpyIire npreMa po3yBacTtaTuHa u 2,3% - B rpyiiIe mJaiebo,
IIPEeUMYIIEeCTBEHHO y ITallMeHTOB C YPOBHEM TJIIOKO3bI HATOIIaK OT 5,6 0o 6,9 MMOJIb/I.

Kak u npu npuMeHeHUU OPyrux UHruo6uTopoB 'MI-KoA-pengyKTassl, Tpu TpUMEHEHUN
po3yBacTaTuHa Habmomancs poct HbAlc u ypoBHeH I'JIIOKO3bI B CHIBOPOTKE KPOBHU. B
HEKOTOPHIX CJIy4asX 3TU IIOKa3aTesIu MOTYT IIPEBHIATh IPpefebHOe 3HaYeHue I
OUArHOCTUKM caxapHOro amabeTa, B IIEPBYIO OUYePelb V MaleHTOB C BLICOKUM PUCKOM
pas3BuTusa guabera.

Po3ynun® Ilnroc Kak MOHOTepanus He BjedeT 3a co000M CHuXKeHue 0a30BOU
KOHIIeHTPAalluy KOPTU30JIa IJIa3Mbl KPDOBU U He BIIUsIET Ha Pe3epPB HaAIIOYEeUYHUKOB.
HeobOxomuMa OCTOPOKHOCTE IPU OOHOBPEMEeHHOM ITpuMeHeHuu Posynun I1noc u
OPYTUX JIEKapCTBEHHBIX CPENCTB, CIOCOOHBIX CHUXKAaTh YPOBHU WUJIM aKTUBHOCTD
SHOOTE€HHBIX CTEPOUIHBEIX TOPMOHOB, HAIIpUMEDP KeTOKOHAa30JIa, CIIMPOHOIIAKTOHA U
LIUMETUONHA.

CnoCcoOHOCTH BIIMSITHh Ha CKOPOCTH PEeaKIMH [IPH yIIPaBJIeHUH
ABTOTPAHCIOPTOM HJ/IH Pad0oTe ¢ MeXaHHu3MaMH

HUccnepoBanuii BusHUA npenapaTta Po3ynun I1ntoc Ha coCOOHOCTH yIIpaBiIsATh
aBTOMOOUIIEM U pPaboTaTh C MEXaHU3MaMM He TPOBOAUIU. [Ipu yripaBieHUU
aBTOTPAHCIIOPTOM MJIM paboTe C APYyrUMU MeXaHM3MaMU CleOyeT YUUTHIBaATh
BO3MOZKHOCTH I'OJIOBOKPY2KEHUS B IIE€PUOT JIEYEHUS.

IIppuMeHeHHe B mMepHO]] 0ePEeMEeHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

Pozynun ITnioc mpoTuBONOKa3aH B mepuop 6epeMeHHOCTH UIU KOPMJIEHUS T'PYIbIO.

XKeHIHAM PenpPOOyKTUBHOTO BO3pacTa CledyeT MUCII0Ib30BaTh COOTBETCTBYIOIINE
CpencTBa KOHTPAUENIINH.

B cnyyae HeoOXOOUMOCTH JIEYEHUSI KOPMSIIEH IPYObI0 CIIEOyeT PEIluTh BOIPOC O
IMPEeKpalleHuy TPYOIHOTO BCKapMJITMBaHUSI.

Cnnoco0 nmpuMeHeHUsI U 1036l

[Tepen HayanIoOM JIe4YeHUs IAIlMEHTY ClIedyeT Ha3HAaYUTh CTaHIAPTHYIO
X0JIeCTEPUHOCHUKAIOIIYIO UEeTYy, KOTOPYIO clenyeT CcoOMogaTh U B TeUeHUe JIeUeHHUs.
Ilo3y cnemyeT nmomOupaTh UHOUBUOYATbHO, B 3aBUCUMOCTHU OT LIEIU TePaANuu U



9(HEeKTUBHOCTH JIEYEHU S, YIYUTHIBASI PUCK ITOOOYHBIX pPeakluil 1 coboaas
OEUCTBYIOIEe PEKOMEHOAllNH.

KomOuHUpOBaHHOE JIeUeHUe CjiefyeT HauuHaTh TOJIBKO II0CJIEe ONpeaeieHus HyKHOMU
OO3UPOBKU pO3yBacTaTUHA MU 000MX KOMIIOHEHTOB ITperapara.

KOppeKHHIO OJO3BI MOZKHO IIPOBOOUTH IIOCJIE 4 Hemenb TepaltTnun.

PeKOMeHJIyeMaH CyTO4YHasA O03a - 1 KaIllCyJia, IIpHHUMaeMasd He3aBHUCHUMO OT ITpueMa
IIWIITHN.

Pozynun IInioc He TPUMEHSIOT KaK TUIIOJIUIIUAEMUYECKYI0 Tepanuio IepBOu JIMHUU.
Karncymnsl Pozymnumn [Tntoc 10 mr/10 mr 1 20 mr/10 Mr He IpUMEHSAIOT OJIs JIEYEHU
NanUeHTOB, HYKOAIIIUXCA B Ho3e po3yBactaTuHa 40 mr.

Po3ynun® Ilmoc cnemyeT MPpUHUMATH 3a = 2 4 [0 UM 4Yepe3 = 4 Y 1ociie mpuema
CEeKBEeCTpaHTa XKeTUYHBbIX KUCIIOT.

ITepsuuHas 2unepxosecmepuHeMusi.

Pozynun Ilntoc npuEuMaloT 1 pa3 B CyTKH, BE€Y4EePOM, HE3aBUCUMO OT IIpUeMa IIUIIU.
Ilo3y nmpemnapaTa noadupaloT MHOWBUAYAJIbLHO C y4eTOM HadallbHOTO YPoBHS XC
JITIHTI, uenu nedyeHus U KIMHUYECKOTO OTBeTa OOJIBPHOTO IIPOBOAMMOMN Tepanue.

Iurana3oH mo3 coctaBnsgeT oT 10 Mr/10 mr go 40 mr/10 mr/cyT. OOBIYHO Ha4yaslbHAas
TepamneBTH4YeCcKas go3a cocrtaisgeT 20 mr/10 mr/cyTt unu 40 mr/10 mr/cyt. [Tocne
Havasa JledeHus WU Ha 9Tale nmombopa Ao3wl mpenapaTta Po3ynun Inioc ypoBeHb
JIUTIUAOB KPOBU CllIefyeT KOHTPOJIUPOBATh C UHTEPBAJIOM He MeHee 4 Heleslb U IpU
He0oOXOOUMOCTH ITPOBOAUTL KOPPEKIINIO AO3HI.

Hau,ueHmbt noskcus/a1020 803pacma

[TanyenTam ctapiue 70 1eT peKOMeHAyeTCs HavallbHas f03a po3yBacTaTUHAa 5 MT.
9ToT KOMOMHUPOBAHHLIN IIpeNapaT He IPUMEHSIOT KaK Tepalluio IepBOM JTUHUH.
KoMOuHMpPOBaHHYIO Tepanuio CjlefyeT HauUuHaTh TOJIBKO II0CIe moa0dopa MOOX0onaen
O03bl po3yBacTaTUHA UJIU 000MX KOMIIOHEHTOB.

Io3uposka 014 nauueHmos ¢ HapyweHuem pyHKUUU No4eK

HeT He0OX0OUMOCTHY B KOPPEKIIUHU OO3bI AJIS MAllMEeHTOB C JIETKUM U YMEPEHHBIM
HapylleHueM QyHKIIUU MOo4YeK. PekoMeHOyeMass HadalbHas A03a [OJI HalueHTOB C
HapylleHueM QyHKIIUU I0YEeK YMEPEHHOU TAXKEeCTH (KJIUpPeHC KpeaTuHUHA < 60
MJI/MHWH) COCTaBJIIET 5 MI' pO3yBaCTaTHHA.



OUKCHUPOBAHHYI0 KOMOMHAIIWIO HE MPUMEHSIOT KaK TEePAIUIO ITIePBOM JTMHUH.
KoMOGuHMpOBaHHOE JTIeUeHNe ClIeqyeT HauMHATh TOJIBKO IIOCJie Toabopa MOgXoAsIen
NO3WPOBKM pO3yBacTaTUHA MJIM 0O0UX KOMIIOHEHTOB.

Kancynet Posynumn ITntoc 40 mr/10 Mr npoTUBOIIOKa3aHO IPUMEHSATh HallleHTaM C
HapyumeHueM QYHKIIUU [I0YeK YMEPEHHOU TsaXkecTU. [TanueHTaM C TIXKeIbIM
HapylueHueM QyHKIIUU MOYEK MPUMeHEeHNEe pPo3yBacTaTHHa MPOTUBOIIOKa3aHOo B
JII00BIX JO3aX.

ITauueHmul ¢ neyeHo4YHOU HedoCmamoYHOCMbHO

Il malIMeHTOB C IIeYeHOYHOM HeJOCTAaTOYHOCTRIO JIETKOM cTeleHu (5-6 0aiioB Io
mkasne Yaunga-I1ei0) Koppekuusa 003kl He TpebyeTtcsa. Posynun® Ilmioc He
peKOMeHOOBaH nmanueHTaM ¢ yMepeHHou (7-9 6ansnos no mkane Yannga-I1bi0) unm
TsI2KeJIou (6ostee 9 6asuIoB 1o mKaie Yannnga-I1s0) medyeHoYHOM HeqOCTaTOYHOCTRIO
(cMm. pazmen «OcobeHHOCTH IpUMeHeHus »). Po3ynu [11i0c mpoTUBOIIOKa3aH
ManreHTaM C OCTPHEIM 3a00IeBaHEeM IIeYeHH.

Poca

Y maimeHTOB MOHTOJIOUIHOM pachl HabJIIogalack MOBLIIIIEHHAsI CUCTEMHAsT
9KCIO3UILUs po3yBacTaTuHa. PekoMeHyeMas HadajlbHas [03a po3yBacTaTUHA I
HalMeHTOB C a3UaTCKUM IIPOUCXOXKOEHNEM COCTABJIIET D5 MT.

Posynun ITnioc He TPUMEHSIOT KaK TUIIOIUIINAeMUYeCKYI0 Tepauio IepPBOM JINHUM.
KoMmOuHupOBaHHOE IeUeHNe cliefyeT HauuHaTh IocJjie mogdopa HeoOXoguMou
OO3UPOBKH PO3yBaCTaTUHA UK 000X KOMITOHEHTOB.

Po3ynun® Ilmtoc 40 mr/10 Mr nmamreHTaM MOHTOJIOUTHOU pachl IPOTUBOIIOKa3aH.
I'eHemuueckut noaumoppu3m

H3BeCTHO, YTO HEKOTOPHIE TUNBI T€HHOT0 NOIUMOP(PH3Ma IIOBHIIIAI0T CUCTEMHOE
OeucTBUe po3yBacTaTyHa. [[JI NallieHTOB C YyCTAHOBIEHHBIM IIPUCYTCTBUEM
HEKOTOPBIX TUIIOB ITOIUMOpPGU3Ma peKOMEeHAyeTCs IpUuMeHeHne 60jiee HU3KOU
cyTo4yHOU go3sl Po3ynun Ilmtoc.

HOSI/IpOBKa OJId ITIaITMEeHTOB CO CKJIIOHHOCTEIO K PAa3BUTHUIO MUOIIATHUH.

PekoMeHpgyeMast HadajibHas [03a PO3yBacTaTUHA [JIS MAIIMEHTOB CO CKJIOHHOCTBIO K
Pa3BUTHUIO MUONATUU COCTABIsAET 5 M. PUKCUPOBAHHYIO KOMOMHAIIUIO HE IIPUMEHSIOT
KaK TUIIOJIMIIUIEMUYECKYIO Tepallnio mepBoi nuHuu. KoMOMHUPOBaAHHOE JIeUeHUe
clemyeT HaYWHATD IT0Ciie mogbopa HeoOX0OuMOM TO3UPOBKH PO3yBacTaTHUHA UITH
000MX KOMIIOHEHTOB.



Posynumn ITntoc 40 Mr/10 Mr nanueHTaM CO CKJIOHHOCTBIO K Pa3BUTUIO MUOLIaTUU
IIPOTUBOIIOKAa3aH.

[IpuMeHeHME C OPYTUMHU JI€KapCTBEHHLIMU CPedCTBaMHU.

PosyBacTaTuH siBIsieTCsI CyOCTpPaTOM OJI Pa3JIMYHBIX TPAHCIIOPTHHIX OEJTKOB
(marmpuMmep, OATP1B1 u BCRP). Puck muonaTtuu (BKaiodasi pabgoMu0OIn3)
MIOBBIIIIAETCS IIPU OJHOBPEMEHHOM npuemMe Po3ynuny® IImioc BMecTe C
oInpeneieHHLIMHU JIEKapCTBEHHBIMU CPEICTBAMU, CIIOCOOHBIMHY TTOBBIIIATh
KOHIIeHTpPAaIIMIO po3yBacTaTUHa B IIJla3Me KPOBU Yepe3 B3aUMOIENCTBUE C 3TUMHU
TPAHCIIOPTHLIMU OeJjIKkaMH (TaKMMHU KaK ITUKJIOCIIOPHUH ¥ HEKOTOPhIe MHTMOUTOPEI
IIpoTea3bl, BKJII0Yass KOMOMHAIIMY PUTOHABUPA M PUTOHABUPA. UJIN TUIIPAHABUPOM).
MOo>KHO pacCMOTPETh aJlbTEPHATUBHOE JIeUeHUeEe 1, eCIIU He0OXOONMO, BPEMEHHO
npekpaTuTh nedenue Polynunom [Inioc. B cuTyanusax, Korma OgHOBPEMEHHOT O
BBEOEHUS ITUX JIEKaPCTBEHHLIX CPenCcTB BMecTe ¢ Po3ynumiom ITntoc usbexkaTh
HEBO3MOXKHO, HY?KHO B3BEIIIMBaTh BCE IPENMYILECTBA U PUCKU CONYTCTBYIOIIETO
JIedeHus U THlaTeJIbHO moadupaTth Ao3y Po3ynuna Ilmioc.

HeTn

BezonacHoCTh 1 3pPeKTuBHOCTL IpuMeHeHUus Po3ynuna ITni0c geTsaM He m3ydasnack.
Hcrnonp30BaTh IPOTHUBOIIOKA3aHO.

Ilepego3upoBKa

CrieniirieCcKoro 1e4eHus Nepego3upPoBKY HeT. JledueHNe CUMIITOMaTU4YECKOE,
peKoMeHayeTcs moamepKuBatomnias repanus. TpedyeTcss KOHTPOJIb QYHKIUY IIeUeHU U
ypoBHeM KpeaTtuHdpochokuHasn (KOK). ManoBepossTHO, UTO reMoaguanu3 OyoeT

9 PEeKTUBHEIM.

ITobouHBbIE peaKIIUuu

Co cmopoHbl Kposu U aumM@pamuueckolli cucmembl: TPOMOOIIUTOTIEHUS.

Co cCmOpOHblI UMMYHHOU CUCTEMbl: PeaKIIUU TMIEePUYyBCTBUTEIBPHOCTH, BKJIIOYas
QHTHOHEBPOTUYECKUU OTEK.

OHOOKpUHHbIEe paccmpolicmead: caXxapHbIi nuadeTl.
IlcuxuuecKue HapyweHus: Oenpeccus.

Co cmopoHbl Hep8HOll cucmeMbl: TOJIOBHBIE O0JIN, TOJIOBOKPYXKEHUE,
IMOJIMHEBPOMATHUSI, ITOTEePs MaMsATH; mepudeprudeckasi HeBpoIlaTUs, paCCTPOMCTBaA CHa
(B TOM umciie 6eCCOHHUIIA 1 HOYHBIE KOIIIMAapHI).



Co cmopoHbl 0p2aHO8 OblXaAHUSA, 2PYOHOU KAemKu u cped0ocmeHusi: Kallelb, OObIIIKaA.

Co cmopoHbl Nnuw,e8apumenbHoll cucmembl: 3amop, TOIIHOTA, O0JIb B JKUBOTE,
IIaHKPEaTHUT, guapes.

Co cmopoHbl 2enamobuauapHoll cucmeMbl: TIOBHIIIIEHNE YPOBHS TEeYEHOYHBIX
TpaHCaMHWHa3, XKeJITyxXa, FeraTur.

Co cmopoHbl KOXCU U NOOKOJNHCHOU K/Aemyuamku: 3y, ChIllb, KpaIlliBHHUIIA, CHHOIPOM
CtuBeHca - [I>KOHCOHa.

Co CmoOpoOHbI CKes1emHOU MYCKY/1amypbl U COeOUHUMEAbHOU MKAHU: MAAITHUS,
MHUOIATHSA (B TOM YHCJIe MHUO3UT), paOJOMUOIIN3, apTPaIrus, HapylleH!Us CO CTOPOHEI
CYXOXKUIUM, UHOTOa OCJIOKHEHHbIE pa3phiBaMM, UMMYHOOIIOCPEIOBaHHA
HEeKpOoTU4YeCKass MUOIIATHS.

Co cmopoHbl Nno4YeK u Mo4yesblieodsw,ell cucmemMbl: TeMaTypPHus.
Co cmopoHbl penpodyKmueHoll cucmeMbl U MO/OYHbBIX JiCesie3: THHEKOMACTHSI.
Obujue HapyweHus: aCTeHHUs, OTeK.

1 - HacTtoTa 3aBUCHUT OT (aKTOPOB pHCKa (yPOBEHB I'JIIOKO3bI HATOIAK = 5,6 MMOJIB/I,
WUMT > 30 Kr/M2, nOBBILLIEHHBIE YPOBHU TPUTIULEPULOOB, apTepuajbHasa TUIepTeH3Usd
B aHaMHe3e).

Kak u npu npuMeHeHUU OPyrux UHruo6uTopoB 'MI'-KoA yacToTa HexkenaTelnbHBIX
peakuuy uMeeT TEHOEHIINIO 3aBUCETh OT JO3HL.

Bos3odetlicmasue Ha no4ku

[TpoTeunypus, BeIaBII€HHAs B Pe3yjIbTaTe aHaJiku3a 0 TeCT-IOJI0CKaM,
IPEeNMYIIIeCTBEHHO KaHaJIblIeBOT'0 ITPOUCXOKOeHMU, HaOmoaanach y IMallieHTOB,
ITPUMEHSBIINX PO3yBacTaTUH. I3MeHeHUs cofepzkKaHus 6eslka B MO4Ye OT HYJISI WU
CJIeoB [0 3Ha4YeHus ++ unu 6osiee Habmomanuchk y < 1% malueHTOB B HEKOTOPBIX
BPEMEHHBIX TOYKax B X0Je IIPUMeHeHUsd npernapara B go3ax 10 u 20 Mr u npuMepHO B
3% nipu go3e 40 mr. HeGonbilloe yBeJIMYeHNE YaCTOTH U3MEHEHUS comepKaHus OenKa
OT HYJISI UK CJIEOB 10 3HaueHus + Habmoganock npu no3e 20 mr. B O0nbIINHCTBE
ClIy4aeB IMPOTEUHYPHUS CHUXKAIaCh UJIM McYe3aJjia CIIOHTaHHO P IIPOAOJIKEHUN
Tepanuu. [1o maHHBIM UCCIeOOBaHUM U ITOCTMapPKETUHTOBLIX HAOJTIOMeHUH B
HaCTosIlee BpeMs He BHISBIEHO IPUYUHHO-CJIEACTBEHHOU CBSI3U MEXOY
MIPOTEUHYPUEN U OCTPBLIM UJIM IPOTPECCUPYIOIINM 3a00jieBaHUEM MOYEK.

Ha ¢one npuMmeHeHUs npenaparta Po3ynun [110c oTMedeHHsl Cliydau reMaTypuH; 110
OaHHBIM KJIMHU4YECKUX UCCIIeJOBaHuM, YacToTa ee MaJa.



Bo3sodetlicmeue Ha ckenemHy MycKyaamypy

[TopazkeHus CKEJIETHOM MYCKYJIaTyphl, TaK¥ue KaK MUAJITHUsI, MUOIMIATUS (B TOM YHCIIE
MMO3UT) U u3penka padgomuonui ¢ OITH unu 6e3 Hee ObBIIM OTMEYEHEI IIPU
MpUMeHeHun T00sX 103 Posynumy I1mtoc, ocobeHHO mpu mo3ax > 20 mr.

Y naiueHTOB, IPUHUMaBIINX PO3yBaCTaTUH, HaOII0Oancs 40303aBUCUMEBIN POCT
ypoBHe# KK; B O0JIBIIMHCTBE CJIy4aeB siBIIeHME OBbIIO c1aObIM, aCUMIITOMATUYHBIM U
BpeMeHHBIM. Eciu ypoBHU YK noBrimeHH (> 5 x BMH), neuenue crienyet npekKpaTuTh
(cMm. pa3gen «OCOOEHHOCTH IPUMEHEHUS»).

Bo3sodelicmsue Ha neueHb

Kak u nipu mpuMeHeHUU OApyrux uHruoutopos 'MI'-KoA-penykTassl, Yy HEOOJILIIOTO
KOJIN4YeCTBa NallUeHTOB, IPUHUMAaBIINX PO3yBacCTaTUH, OTMEYasioCh 00303aBUCHUMOE
yBeJINYeHNe YPOBHS TPaHCaMKHAa3; B OOJBIINHCTBE CJIyYaeB siBJIeHUe ObIIIO CIabbIM,
aCUMIITOMaTU4YHBEIM ¥ BpeMeHHEBIM. [Ipu npuMeHeHUun po3yBacTaThHa TaKXe
OTMeYaJioCh IMoBHIIIeHNEe ypoBHSI HbAlc.

Ha ¢oHe nmpuMeHeHUSI HEKOTOPHIX CTATUHOB OTMEYAIUCh CIEOYIOIINe HexkKelaTeJIbHbIe
SIBJIEHUSI: PACCTPOMCTBO I10JIOBOM (PYHKIIMU; YaCTHBIE CIIydau MHTEPCTUIIHAIbHON
00JIe3HU JIETKUX, 0COOEHHO ITPU JJIUTENbHOM IIpuMeHeHuu (cM. padgen «OcobeHHOCTH
IIPUMEHEHUS»).

YacTtoTa coobIeHu o pabmoMuosie3e, Cepbe3HbIX HAPYIIIEHUSIX CO CTOPOHBI ITOYEK U
MeYeHu (IPEeuMYIeCTBeHHO ITOBBIIIEHNI aKTUBHOCTH IIeYE€HOYHEIX TPAHCAMHUHA3)
OoJbIlle ITpU IIPUMEHEeHHUH IIpernapaTta B mo3e 40 mr.

B mpoirecce nmocneperucTpanuoHHOr0 IIPUMeHeHsT KOMOUHAIUN
po3yBacTaTHHa/33eTuMuOa UAeHTU(PUIIMPOBAaHa TaKas HexXelaTelbHas peakinsa, Kak
JieTajibHAs ¥ HeJleTaJabHasa MedYeHOYHass HeJOCTaTOYHOCTh. [I0CKOIBEKY 00 3TOH
peaxkimu cooOIIaroCh CIIOHTAHHO U Pa3Mep MOMYJISIUN HeolpeaeIeHHbBIH,
HEBO3MOXKHO JOCTOBEPHO OLIEHUTH €€ YaCTOTY UIX YCTAHOBUTH HaJIM4YKUe MPUIYUHHO-
CJIeICTBEHHOM CBsI3M C IPMMEeHeHHeM mpelapara.

H3penka cooOIIamoCch 0 HaPYIIeHUW KOTHUTUBHBIX QYHKIIUY (HampuMep, YXyOllleHue
MMaMsITH, 3a0LIBUMBOCTh, aMHE3H s, YXyOIIeHue IMaMsaTH, CIyTaHHOCTb CO3HAHUS),
KOTOPBIE aCCOIMUPYIOTCS C IIPUMEeHeHueM CTaTuHOB. O TaKUX KOTHUTHUBHEIX
mpo6sieMax cooOIIanoch B CBA3U CO BCEMU CTaTUHAMMU. fIBIIEHUS, 0 KOTOPBIX
TOBOPUTCS B COOOIIIEHUSIX, OOLIYHO HOCST JIETKUM XapaKTep U IIPOXOOST IIOCJIe OTMEHEI
CTATHUHOB; BMECTE C TeM IIPOXOIsT Pa3HOe BPeMs [0 IIOSIBIIEHUSI CUMIITOMOB (0T 1 OHs
00 HEeCKOJILKHUX JIeT) 1 A0 MCUYEe3HOBEHHUSA CUMIITOMOB (MeguaHa - 3 HefeJslu).

CpoOK rogHoOCTH



3 roma OT maThl ITPOU3BOJICTBA MEPBOM TabIeTKH, comepKalleics: B KarcyJe.
YcnoBusi xpanenusi

30epiratu npu Temnepatypi He Bunle 30 °C y HeJOCTYIITHOMY [JIs OiTel MicClii.
YnakoBka

ITo 10 kamcyn B 6ucTtepe; 1mo 3 61ucTepa B KAPTOHHOM KOPOOKe.
Kareropus ornycka

3a penemnTomM.

ITpou3sBoourtenn

3A0 ®apmanesTudeckuit 3aBog II'HC.

MecTOHaxX0XaeHHUEe IIPOU3BOTUTEJISI U €r0o aJpec MecTa OCylIeCTBIeHUA
OesATeJILHOCTH

9900, r. Kepmenp, yn. Matsam Kupaii, 65, BeHrpus.

1165, r. Bypanemr, yn. bBekensdenau, 118-120, Berrpus.
M CTOYHHUK MHCTPYKIUH

HWHCTpyKIUs IeKapCTBEHHOTO CPeACTBa B3sATa U3 OPUIIMATbHOTO UCTOYHUKA —
['ocymapCTBEHHOTO PeecTpa JIEKaPCTBEHHBIX CPEOCTB YKPAUHHL.
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