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110 MCIUIIMHCKOMY IPUMEHECHHIO JICKAPCTBCHHOT'O CPEACTBA

PO3YBACTATHUH-JI®

Toprosoe HazBanue
PosyBacrarun-JI®

MexayHapoaHoe HemaTeHTOBAHHOE HA3BAHHE
Rosuvastatin

Onucanue

Posysacratun-JI® 40 mr, 20 mr, 10 Mr: kpyrisie TaGneTkw, JBOSIKOBBITYKJIOW (OPMBI, MOKPBITHIE
000J109KO0} CBETJIO-PO30BOroO IBETA.

Posysacratun-JI® 5 mr: Kpyrisie TabneTku, JBOSKOBBIIYKION (bOpMBI, TOKPEITEIE 000JI0YKOM GEI0ro
IBETA.

Cocras

1 Tabnerka PosyBacratun-JI® 40 mr, 20 mr, 10 Mr COREpXKHT:

aKmueHoe 6eujecmeo. pO3yBacTaTHH (B BUAE po3yBacTaTuHa Kanbuus) — 40 mr, 20 mr, 10 mr.
6CnomozamenvHele 6ewjecmeq. JNaKTO3a MOHOTHIpAT, KPOCMOBHAOH (Tun B), xamsumus ruapodocdar
AUTHIpAT, MAarHus CTeapar, LEJUIoNo3a MHKpOKpucramimdeckas, Omanapait I pososbii (compr
TIOJIMBHHUJIOBBIN, THTAHA JHOKCH, IOIUATHIICHITIKOIIb, TATBK, JKejle3a OKCHI JKeJIThIH (E 172), xene3a
okcHz kpacHsri (E 172), xenesa oxcun yepnsiit (E 172).

1 Tabnetka PosyBactatuu-JI® 5 Mr comepxurt:

AKmugHoe 6euyeCcmeo: po3yBacTaTHH (B BUJE PO3yBacTaTUHA KAJbIH) — 5 MT.

6CnomozamenvHele 6eujecmeq. JaKTO3a MOHOTHIpAT, KPOCHMOBHAOH (Tum B), xamsmms rumpodocdar
AUTANpAT, MarHus CTeapaT, NEJLIoN03a MHKpOKpHUCTammdeckasd, Omamapait II Gensri (crmpr
TIOTMBUHUIIOBBIN, THTAHA JUOKCH, TIOTMATHIICHIJIAKOJb, TATBK).

®opma BbInycka
Tabnetkn, mokpeITEE 060I09KOH.

®apmakoTepaneBTHYECKAsA IPyNIa
I'nnomumunemuyeckue nekapcTBeHHEIE CpeCTBa. Wuruburoper 'MI'-KoA-penykTassl.

Kon ATX
C10AA07.

®apmakoJI0ru4ecKoe AeiicTBHE

Mexanusm deticmeus

PosyBactatm — CeneKTHBHBIN M KOHKYPEHTHBIH uHruburop I'MI-KoA-penykrasel, depmenTa,
KaTaM3HPYIOMWEro NpPEBPAICHHe  3-THAPOKCH-3-METHIITYTAapWil KOJH3MMAa A B  MEBAJIOHAT,
IIPENMECTBCHHNK X0JleCTepHHa. OCHOBHBIM OPraHOM, Ha KOTOPBIN J€HCTBYET pO3yBacTaTHH, ABILETCA
IIeYCHb, OPraH-MHUIICHb [UIsl CHIXKEHHS YPOBHS XOJIECTEPHHA.

PosyBacratiH yBenuumMBaeT 4HCIO mMEYEHOUHBIX PELIENTOPOB JIMIONPOTEMHOB HHU3KOM IUIOTHOCTH
(JIITHIT) Ha mOBepXHOCTH KIETOK, NOBBIMAS 3aXBAaT M KaTaGOIH3M JIIIHIT, 4ro npuBomur X
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MHTEOHPOBAHKIO CHHTE3A JHIIONPOTEMHOB OueHb HI3K0H IioTHocTH (JITIOHIT), ymenbas TeM caMbM
obmee xommyectso JITTHIT u JITTIOHIT.

Dapmakoounamuxa

Po3yBacTaTWH CHIDKAaeT TOBHINEHHOe copepxanme xonectepura-JIITHIT (XC-JIITHII), obmero
xonecTepuna, Tpuraunepunos (TI), MOBBIIAET COAEPKAaHHE XONECTEPHHA JHIIOMPOTEHHOB BBICOKOH
mrotHOocTH (XC-JITIBII), a Takke cHmxaeT colepxanue anonumnornporenHa B (AnoB), XC-neJIlIBII,
XC-JITIOHIT, TI-JITIOHII u ysenuumBaeT ypoBeHb amonumomporenHa A-1 (AmoA-I), cHmkaer
cootHomenne XC-JITTHII/XC-JIIIBII, o6mmit XC/XC-JITIBII u XC-ueJIIIBIVXC-JIIIBIT =
cooTHomeHue AnoB/AnoA-I.

Ta6muna 1. To3o3aBucuMEIil 3¢ (eKT y GONBHBIX ¢ MEPBUYHOM runepxonecrepunemuei (Tui Ila u
IIb mo ®penpukcoHy) (cpenHee CKOPPEKTHPOBAHHOE IPOLEHTHOS H3MEHEHHE II0
CPaBHEHHIO C HCXOJHBIM 3HAYCHUEM).

Koa-Bo XC-
XC- O6mmit  XC-
Jo3a ;l:uuem JHOD  XC JITIBIL T ;eJIIIB Amo B Amno A-1
[Tnane6o 13 -7 -5 3 -3 -7 -3 0
5wMr 17 -45 -33 13 -35 -44 -38 4
10 Mr 17 -52 -36 14 -10 -48 -42 4
20 Mr 17 -55 -40 8 -23 -51 -46 5
40 Mr 18 -63 -46 10 -28 -60 -54 0

Tepanestuueckuit sdekr nmocturaercs uepes 1 Hememo Tmocie Hadana jedeHus, 90% ot
MaKCUMaIbHOTO 3¢dexTa nomydeno yepes 2 Henend. MakcuMmanbHbIH 3¢ ekt 06brgHO HablogaeTcs
yepes 4 HelleN! ¥ OCTaeTCsl HEU3MEHHBIM HOCIIE 3TOrO CPOKa.

Knunuueckan sghgpexmuenocme u 6e3onacrocme

Posypacratun  sddexTHBeH Yy  B3pOCHBIX ~ [AUHEHTOB C  THIEPXOJIECTEPUHEMHEH, C
THNEPTPUITIHIEpUaAeMueH wimn 6e3 Hee, HE3aBUCHMO OT PacOBO# IMPHHAIISKHOCTH, 110J1a HIIH BO3pacTa,
a TaKk)Xe y MalMeHTOB ¢ J1abeToM HIIH HaCIeACTBEHHON (OPMOM rHIIepXoIeCTepHHEMUH.

W3 obpeauHeHHBIX HaHHBIX N0 ¢asze III KIMHHYECKUX HCCIETOBAaHMI CIIEAYeT, YTO PO3YBACTaTHH
OKa3bIBaeT KIMHUYECKUH 3(GeKT npu JeueHHH OOJIBIIMHCTBA NAUMEHTOB C IHUIEPXOJIECTEpHHEMHEH
TinoB [la u IIb (cpennmii ucxomusii yposens JIITHII cocrasnsier 4,8 MMOJbB/1), YTO NPH3HAHO B
HopMax Esponelickoro O6mectBa no arepockieposy (EOA, 1998); yposens X-JIITHIT yxoBneTBopsn
Hopmam EOA (<3 MMoub/im) npumepHO y 80% manueHToB, MOIy4YaBIIuX 03y 10 Mr.

B KpymHOM mHcCleoBaHMH 435 [mauMeHTOB ¢ TIeTepo3HroTHOHM (OpMOM  HAC/IeACTBEHHOM
THIICPXOJIECTEPUHEMHH IPHHHAMAIM po3yBacTaTHH B fo3e oT 20 mr mo 80 Mr. IIpueM Bcex mo3 mokasan
NIOJIOXKUTENIFHOE BIUSHHE Ha JIMNHMIHBIE NapameTpsl. [locne tutpanmu 1o cyrouno#t moser 40 mr (12
Hezens nedenns), X-JITTHIT 6511 cHmxen Ha 53%. 33% mnanuenTtoB qocturiad HopMel EOA 110 ypoBHIO
X-JIITHII (<3Mmonb/n).

B OTKpBITOM THTPaNOHHOM HMCCIIECIOBaHHH Y 42 MAlUEHTOB C TOMO3UIOTHOM QOpMOl Hac/IeICTBEHHOH
THIIEPXOJIECTePUHEMUH OBLT OLEHEH KIMHWYeckuil oddexr npu mnpueme 20-40 Mr posyBacTaTHHA.
Cpemnnit yposeHs cHmkeHus X-JIITHII cpenu Bcex manueHToB cocTaBmi 22%.

B KIMHMYECKHX HCCIIETOBaHMIX C OPAHHYEHHBIM YHCIIOM TAIMERTOB, OBUTH MONYYEHH! JaHHBIE O TOM,
9r0 pPO3YBAaCTaTHH OKas3bIBACT aIIUTHBHBIA 3((QEKT IO CHIKEHHIO YPOBHSA TPUIJIHIEPHUIOB IpPH
COBMECTHOM IPUMEHEHUH C HHAILIMHOM.

HUccnenosanvem JUPITER (Justification for the Use of Statins in Prevention: an Intervention Trial
Evaluating Rosuvastatin) GbUT OTMeYeH BaKHBIM STall B NEPBHYHOM NPOQHIAKTHKE CEpAEYHO-
COCYNHCTHIX 3a0oyicBaHMH CTaTHHaMH. BinsHHe po3yBacTaTMHA Ha BO3HHKHOBEHHE OCHOBHBIX
aTePOCKIICPOTHYECKHX CEPACYHO-COCYAUCTHIX 3a00eBaHui ObUIO OlleHeHO ¢ ydactueM 17802 myxuuH
crapiue 50 neT ¥ XeHIMH cTapire 60 jeT.

Y4acTHHKM HccleoBaHUS ObUIH paHIOMU3UPOBaHBI B Ipymmbl: mwianeGo (n=8901) miu po3yBacTaTuHa
— 20 mMr oquH pa3 B aeHb (n=8901) 1 HabOJATKCE B TeYeHHUE 2 JIET.
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Vposens JIITHIT xonecrepuna cuusmics Ha 45% (p<0,001) B rpymrie po3yBacTaTHHA IO CPABHEHHUIO C
rpynmno# miane6o.
B peTpocrexTHBHOM aHaNM3€ MAlMEHTOB BBICOKOM IPYIIIBI PHCKa ¢ MCXOAHBIM YPOBHEM DHCKa IIO
mkaige Framingham >20% (1558 mnamumeHTOB) B TIpylne pHCKa IAIMEHTOB, NPHHUMABIINX
pO3yBacTaTHH, HaOMIONATOCH 3HAYMTENHLHOC CHIDKCHHE KOMOMHHPOBAaHHOH KOHCYHOH —TOYKH
CMEPTHOCTH OT CEpJAEYHO-COCYIMCTHIX NpHYMH, HHCYnbTa W HHGbapkra Mmuokapiaa (p=0,028) mo
CPaBHEHHIO ¢ TpyNno# Imiane6o. AGCOMIOTHOE CHHXKEHHE YacTOThl TakMX McxoA0B Ha 1000 namueHTo-
aer cocraBwia 8,8. OOmas cMEpTHOCTh OCTaJaCh HEM3MEHHOM B TIpyIIle MOBBIIIEHHOIO PHCKA
(p=0,193). B peTpOCHEKTMBHOM aHAIW3€ NAIMEHTOB BBHICOKOM rpynmbl pucka (9302 maiueHToB) ¢
MCXOIHBIM YPOBHEM DHCKA >5% (SKCTpAIoJHpOBaHO BKIIOYAs NAlMEHTOB CTapuie 65 JieT) B rpymne
MAlMEHTOB, IPUHAMABLIMX PO3YBACTATHH, HAOOAAIOCh 3HAYUTENBHOE CHIKECHHE KOMOMHMPOBAHHON
KOHEYHOW TOYKH CMEPTHOCTh OT CEPAEYHO-COCYJUCTBIX IPHYHMH, MHCYJIbTa M HMH(papKTa MHOKapia
(p=0,0003) mo cpaBHeHuio ¢ Tpymmod mianedo. AGCONOTHOE CHM)XEHHME YaCTOTHI TaKMX HCXOJO0B
cocraBmia 5,1 mHa 1000 mammenTto-ner. OOmas CMEPTHOCTh OCTajJach HEM3MEHHOH B TIpyIne
IIOBHIEHHOTO pHcka (p=0,076).
B uccnenosannu JUPITER 6,6% naiumeHToB W3 IPyINBI po3yBacTaTuHa U 6,2: — M3 IPYNIBI mianeto
IPEKPaTHIA HCHOJIb30BaHHE HCCIENYEMOrO JIEKAPCTBEHHOIO CPEACTBA M3-3a IOSBICHHS MOGOYHBIX
peaknuii. Haubonee yacTeiMu OGOYHBIME peaKUsMH, OBIEKIIAMH 3a c000H OTMEHY JIEKapCTBEHHOT'O
cpencrsa, Obumn: Muanrus (0,3% B rpynne posyeacraruna, 0,2% B rpynme miane6o), 6014 B KHBOTE
(0,03% B rpynne posysacraruna, 0,02% B rpynne miane6o) u ceinb (0,02% B rpymnme po3yBacTaTHHa,
0,03% B rpymmne mane6o). HanGonee yacThiMH MOGOYHBIMH PEaKIMSIMH C 9YacTOTOH Oousblue MM
paBHOM rpynme miane6o Opumv: MHGEKIHH MoYeBBIBoAAIMUX myteit (8,7% B rpynme po3yBacTaTHHa,
8,6% B rpynne miane6o), Hasodapuurur (7,6% B rpymme posyBacratiHa, 7,2% B rpymnmne mane6o),
6oms B cruHe (7,6% B rpynme posysacraruHa, 6,9% B rpymme miane6o) u Muanrus (7,6% B rpynie
po3yBacraTHHa, 6,6% B rpymme miare6o).

eTH
B IBOMHOM CIeTIOM paHIOMH3HPOBaHHOM MHOTOLEHTPOBOM ILIale00-KOHTPOIHpYyeMOM 12-HEeAENbHOM
uccienosanud (n=176, 97 myxuun u 79 XeHIIHUH), 32 KOTOPEIM cienoBaio 40-HenenpHoe (n=173, 96
MYXYdH U 77 XKCHIIMH), OTKPHITOE HCCIENOBAHUE THUTPOBAHUSA NO3Bl PO3YBACTAaTHHA, IALMEHTHl B
Bospacre 10-17 mer (II-V mo 1mxame TaHHepa) ¢ TeTEPO3UTrOTHOM  HACIEICTBEHHOM
runepxojecrepudeMuei nmpuauManu 5, 10 umu 20 Mr posysacTaTHHa, JHOO0 ITanebo eXEeJHEBHO B
TeueHue 12 Hesmenp, a 3aTeM BCe MAIMEHTH IEPEXOAWIM Ha TEpANHIO pPO3YBacTaTHHOM Ha
nocnenyromue 40 Henens. B uccnenosanun yyactsosano okosio 30% mnaruentoB B Bozpacte 10-13 et
1 ipuMepHO 17%, 18%, 40% u 25% Ha cTagusx nosoBoro pa3puths no mxaine TanHepa IL 11, IVu V,
COOTBETCTBEHHO.
VYposenp xonecrepuna JIITHII 6eut cumxer Ha 38,3%, 44,6% u 50,0% npu npueme 5, 10 u 20 mr
po3yBacTaTHHA, COOTBETCTBEHHO, 10 cpaBHEeHHUIO ¢ 0,7% B rpynne miane6o.
B xonne 40-o# menemu 70 u3 173 marwentos (40,5%), IpUHAMABINKMX PO3YBACTAaTHH B 103aX 10 20 Mr
OZIMH pa3 B CYTKH, JOCTHITIH ypoBHs xojectepuHa JITTHII menee 2,8 Mmons/m.
Ilocne 52 memens wccnenoBaHus He GBUIO OGHAPYKEHO BIMAHMSA JIEYCHHS PO3YyBACTATHHOM HA POCT,
BEC, HHJIEKC MacChl T€JIa HIIH I0JIOBOE CO3pPEBaHUeE.
Posysacratun Taxoke H3ydaics B 2-JIETHEM OTKPBITOM HCCIIEI0BAHMH C THTPOBAHHEM JI03BI 0 LIENEBOH,
B KOTOpPOM yd4acTtBoBalno 198 nereft B Bo3pacte oT 6 mo 17 JieT ¢ reTepoO3MIOTHON CeMeiHOM
runepxoinecrepunemueii (88 — myxckoro nosa u 110 sxxerckoro mosna, <II-V craguu no mxane TanHepa.
CraproBas 103a /1 BceX NMAlEHTOB COCTABIUIA 5 MI' PO3yBACTaTHHA ONHH a3 B JeHb. Y IaIHEHTOB
oT 6 10 9 net (n=64) no3a moxbupanack 40 MaKCUMaNbHOH — 10 MI OJIMH pa3 B JIeHb, a y TAIHEHTOB OT
10 mo 17 ner (n=134) — no MaxcuManbHON N03BI 20 MI OHMH pa3 B JACHb.
ITocne 24 mecsnes nedeHHs PO3yBacCTaTHHOM CpeiHee CHIDKeHHe ypoBHA xosectepuna JIITHIT mo
CPaBHCHHIO C HCXOJHBIM, PaCCYMTAHHOE HO METONy HAWMEHBIIMX KBaapaToB, cocTaBmio — 43%
(ucxomno: 236 mr/mu, 24-piit Mecsu: 133 mr/mn). B BospacTHeIx rpynmax ot 6 no 10 ner, ot 10 go 14
net u ot 14 o 18 ner cpennee cHmxenue ypoHs xonecrepuna JITTHIT no cpaBHEHHMIO ¢ HCXOIHBIM,
pacCUMTaHHOE I10 METOAY HAaMMEHBIIMX KBaaparoB, cocTaBmwio — 43% (ucxomuo: 234 mr/mn, 24-wii



Mecsi: 124 mr/mn), -45% (acxomuo: 234 mr/m, 124 mr/an) u -35% (ucxonmo: 241 mr/mn, 24-# Mecs:
153 Mr/mi), COOTBETCTBEHHO.

KpoMe Toro Tepamus po3yBacTaTHHOM B Jo3ax 5 Mr, 10 Mr u 20 Mr Takxe IpHBEIa K CTaTHCTHUCCKH
3HAYMMbIM H3MEHEHHUSM CPEIHHX 3HAYECHHH CIEHYIOIHX BTOPOCTENCHHBIX JIMIMIOB U JIUNONPOTCHHOB
II0 CPaBHEHHIO C MCXOAHBIMH: XOJIECTEPHUH JIHIONPOTEHMHOB BEICOKOH IUIOTHOCTH (JITIBIT), obumi
XOJIECTEPHH, XOJIECTEpHH JTHIONPOTEHHOB HEBLICOKOH IUIOTHOCTH, COOTHOmeHnHe xonecTeprna JIITHIT
u JITIBII, cootHOmEeRHE obmero xonecrepuna u xonecrepuna JINIBII, cooTHOIEHHE TPUTIIHIECPHAOB U
xonecrepuna JIIIBII, cooTHOmEHHE X0eCTepHHA HEBLICOKOM INIOTHOCTH H XOJIECTEpUHA JITIBII, ApoB
(amonmnonpotenH B), ApoB/ApoB-1 (CooTHOIIEHNE aNONHUIONPOTENHa B U amomunonpoTenHa A-1).
Bce M3MeHeH s YTy Iy JUIUIHbI IpoGUIb H COXPAHTHCH B TEYEHHE 2 JIeT.

ITocne 24 MecsueB edeHns He 0OHApYKeHO BIHSHUA Ha pocT, Bec, UMT umu monoBoe co3peBaHHe.
Dapmarxoxunemuxa

BcachiBanue

MakcHManbHble KOHIIGHTPAIlMH PO3yBacTaTHHA B IIa3Me KPOBH JOCTHTAIOTCA IIPUMEPHO YEPeE3 5 4acoB
TI0CIIE TIpHeMa BHYTpPh. AGCOMIOTHAsA GHOMOCTYIIHOCTD COCTaBiseT npumepHo 20%.

Pacnpenenenne

Po3yBacTaTHH B 3HAYMTEIBHOW CTEIEHM 3aXBATBHIBACTCS IIEUCHBIO, SABIIAIOIICHCA MECTOM CHHTE3a
XollecTepuHa M MecToM nepepaborku xonectepuna JIIIHII. O6weM pacnpeneneHus po3yBacTaTHHA
cocraBiseT OpuOmu3nTensHO 134 1. Oxomo 90% po3yBacTaTHHA CBSI3BIBAeTCS ¢ O€KaMH IUIa3MBl,
TJIaBHBIM 00pa3oM ¢ aibOyMUHaMH.

Metabonuzm

PosyBactaTuH moaBepraetcs orpaHudeHHOMY MeTabonmmu3My (npubnusurensHo 10%). B ucenemxosanusx
MeTaboJIu3Ma in Vitro ¢ UCIONB30BaHUEM KJIETOK IIEYEHH deloBeKa OBUIO IMOKAa3aHo, YTO pO3yBacTaTHH
ABIISETCS HEJAOCTATOUHBIM CyOGCTpaToM I MeTaboIM3Ma, OCHOBaHHOTO Ha AedcTBHM nuTOoXpoma P450.
OCHOBHBIM H30(PEpPMEHTOM, YYaCTBYIOIIMM B MeTa0ONU3Me DPO3yBAacCTaTHHA, SBIAETCA H30(QEPMEHT
CYP2C9. Uszopepmentsr CYP2C19, CYP3A4 u CYP2D6 BoBie4eHB! B MeTaboJHM3M B MEHBIICH
creneHd. OCHOBHBIMH MeTabOJMTaMH po3yBacTaTdHa SBIAIOTCA N-I€CMETHIPO3YBacTaTHH H
NMaKTOHOBEIE MeTa0ONUTHL. N-IecMeTHIpo3yBacTaTHH npuMepHO Ha 50% MeEHee axkTHBEH, YeM
pO3YyBaCTATUH, JIAKTOHOBBIE  MeTaboNUTHI  ()apMakoNOTMYecKH  HeakTHBHBL  bomee  90%
(hapMaKoJIOTHYECKO aAKTHMBHOCTH MO HHrHGHpoBaHmio nupkymupymoomelr I'MI-KoA-penykrassl
obecrieunBaeTcs po3yBacTaTHHOM, OCTAIBHOE — €0 METab0IHTAMH.

BriBesnenue

Oxkono 90% 10361 po3yBacTaTHHA BBIBOJUTCA B HEM3MEHEHHOM BHJC 4Yepe3 KHUINEUHHK (BKIIOYas
abcopbupoBaHHEBI U HeabCopOUpOBaHHEBIH po3yBacTaThH). OcTaBIIAsCSd 4YacTh BBIBOJUTCS IOYKaMH.
Oxono 5% BEIBOAMMOro ¢ MOYOH pO3yBacTaTWHa BBIBOAWTCS B HEM3MEHHOM BHIE. [lnasMeHHBIR
nepuon mnonyseiBeAeHHs (Ti2) cocraBnser npumepHo 19 wacos. Ilepmon mnonyBBIBENCHHS HE
M3MEHAETCS IIPH YBEIUIEHUH JO3HI JIEKApPCTBEHHOTO cpeacTBa. CpeHuii reoMeTpUdeCKUi M1a3MEHHBIN
KIMPEHC cocTaBiseT npubmusutensHo 50 s/dac (koadduument Bapuammu 21,7%). Kak u B ciydae
Apyrux uHru6uTopoB I'MI-KOA-penykrassl, B MpOLIECC «IEYEHOYHOrO» 3axBaTa pO3yBacTaTHHA
BOBJIEYEH MEMOpaHHBIM IEPEHOCUHK XOJIECTEPHHA, BBHITONHSIOIINI BaXXHYIO PO B IIEYCHOYHOH
3JIMMHHAIUY PO3yBacTaTHHA.

JIvHelHas 3aBUCHMOCTE

CucremHas 9KCTIO3UIHS po3yBacTaTHHa YBEJIMYUBACTCS IPONIOPIIMOHATIBHO J03€.
DapMaKkOKMHETHYECKHE NTapaMeTPhl He U3MEHSIOTCS [IPH MHOTOKPATHOM IIPHEME B TEYEHHE CYTOK.
Dapmakokunemuxa 'y 0cobbix 2pynn nAyueHmos

Bospacr u non

(dapMakOKHHETHKA PO3yBacTaTHHA HE 3aBHCHUT OT IOJla M Bo3pacta y B3pocibiX. PapMaKOKMHETHKA
po3yBacTaTHHa y A€Ted M NOAPOCTKOB C IE€TEPO3UIOTHOH HACIIEJACTBEHHOM THMIIEPXOIECTEPHHEMHEH
Obl1a cx0xXa ¢ (papMaKOKHHETHKON Y B3POCIIBIX JOOPOBOJIBIIEB.

PacoBas npuHaIe)KHOCT

DapMaKOKHMHETHYECKHE HCCIICIOBAHUA MOKA3aIH NMPUOIH3UTENHO JBYKPAaTHOE YBEIMYCHHE MEIHAHBI
AUC (uromany, Nox KpHBOH «KOHIEHTpanUsI-BpeMs») H Cmax (MAKCHMaIbHOH KOHIIEHTPALMH B ILIa3Me




KPOBH) pO3yBacTaTWHa y NALUEHTOB a3HaTCKOTO IIPOHCXOXKICHHS (AMOHIEB, KATANHIEB, QHINIIHALES,
BHETHAMIIEB M KOpEHIEB) IO CpPAaBHEHMIO C €BpONEOHIaMH. Y a3MaioB X HHAMANEB MOKa3aHOo
yBennuenue Meauanbl AUC u Cmax B 1,3 pa3a. ®apMakOKHHETHYECKHIA aHAIU3 HE BBIABHI KIMHMYIECKH
3HAYMMBIX Pa3IM4Hil B papMaKOKHHETHKE CPeH PEACTaBUTENCH eBPONIEONIHON U HETPOU/IHOM pac.
[Toyeynast HEOCTATOYHOCTD

YV NAIHUEeHTOB ¢ JIETKOH B YMEPEHHO BHIPAKEHHON MMOYEYHON HEAOCTATOYHOCTHIO BETHYHHA IIa3MEHHOH
KOHIIGHTPAIlWM pPO3yBAacTaTHHAa MM N-JeCMETUIpO3yBacTATHHA CYIIECTBEHHO HE MEHSeTcs. Y
NAIMEHTOB C TSHKEJIOM IouedHOM HeaocTaTtoyHoCThio (Kmupenc kpearnnuHa (KK) menee 30 mu/mun)
KOHIIEHTpallds po3yBacTaTMHa B IUla3Me KpOBH B 3 pa3a BblINe, a KOHIEHTpamus N-
JIeCMETHIIPO3yBacTaTHHA B 9 pa3 BEIIIE, YeM y 3JJ0POBBIX 10OpoBonbieB. KoHIEHTpanus po3yBacTaTiHa
B IUIa3Me KPOBH Yy NAIMEHTOB Ha remonuanuse Obuta mpuMepHO Ha 50% Bhlme, YeM y 3MOPOBBIX
JI0OpOBOJIBIIEB

IleyeHouHas HENOCTATOYHOCTD

VY NanMeHTOB C pa3IMYHBIMM CTAIUAMH II€YCHOYHON HENOCTATOYHOCTH HE BBLABIECHO YBEIHYCHHE
HEpUoa TOYBhIBEICHUS PO3yBacTaTHHA Y MAIlUeHTOB ¢ 7-10 Oayutamu U Hike no mkane Yaina-Tlsro.
VY nByx manueHToB ¢ 8-10 M 9-f0o Gawtamu mo mkane Yaina-Ilsio oTMEYEHO yBelH4YeHHE IEpHOIa
HOJTyBBIBEJICHHUS, 110 KpaifHeit Mepe, B 2 pa3a. ONBIT IpUMEHEHHS pO3YBAaCTaTHHA Y MALIUEHTOB ¢ Ooee
9eM 9-10 6ammamu mo mkane Yaina-ITeio oTcyTcTBYeT.

[enetnyeckuii momumMophusm

Huruburoper I'MI'-KoA-penykTasbl, B TOM 4YHCIE, PO3yBaCTaTHH, CBS3HIBAIOTCS C TPAHCIOPTHBIMH
Genkamu OATP1B1 (monumenTun TpaHCHOpTa OpraHMYECKMX AHMOHOB, YYacCTBYIOINWN B 3aXBare
craTuHOB renaroruraMud) 1 BCRP (addmrokcHeiii Tpancioptep). Y Hocurenei renotunos SLCO1B1
(OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421AA ormeuanocs yBenuuenue skcros3uimd (AUC) x
po3yBacraTuHy B 1,6 u 2,4 pa3a, COOTBETCTBEHHO, II0 CPaBHEHHIO ¢ HocuTeasamu reHotunos SLCO1B1
¢.521TT u ABCG2 ¢.421CC.

Jerckas monmyasnus

@®apMakOKHHETHYECKHE HCCIENOBAaHHUS IpPHUMEHEHHs po3yBacTaTHHa (B BHIE TalJIeTOK) y neTed B
Bo3pacte 10-17 mnm 6-17 yer ¢ rerepo3MroTHOM HaceICTBEHHON THIepxoiecTepuHemueii (obmee
YHCJIO MAalMEHTOB — 214) MpoIeMOHCTPUPOBAIM, UTO BO3JEHCTBHE Ha NETeil COIOCTABUMO C TAKOBBIM
Ha B3pOCIEIX MAIlEHTOB.

Iloxa3zanusi K NPHMEHEHHIO

Jleyenue zunepxonecmepurnemuu;

- IlepBuunas rumepxonecrepumHeMus (tun Ila, BKIIOYas CeMEHHYI0  reTEPO3IUTOTHYIO
THIIEPXOJIECTEPHHEMHIO) MM CMEIIaHHAs TUIepxoiectepunemus (Tum IIb) B xauecTBe NOMOJIHEHHS K
AUeTe, KOorja OueTa W JpyrHe HEMEAMKAMEHTO3HBIE METOJBl JICUeHHs (Hampumep, (u3udecKue
YNpa)KHEHHsl, CHHDKEHHE MacChl Tejla) OKa3bIBAaIOTCS HEJOCTATOYHBIMH Y B3POCIBIX, HMOAPOCTKOB U
JeTel crapie 6 JeT.

- CeMeliHas rOMO3WMIOTHas THIIEPXONIECTEPHHEMUS B KAdecTBE JONOJHEHHS K [HETE H JPYrok
TUNUACHIKatomed Tepanuu (manpumep, JITHII-adepes), umm B ciyvasx, xoraa momoOHas Tepamus
HEOCTATOYHO 3¢ (deKTHBHA.

IIpogpunaxmuxa cepoeuno-cocyducmuix 3abonesanuii:

- JUId CHHXXeHMS PHCKa BO3HMKHOBEHHS TSKENBIX CEpAEdYHO-COCYAHMCTBIX OCIOXHEHHH Y B3POCIBIX
NaUeHTOB 0e3 KIMHHU4YeCKHX mpr3HakoB MBC, HO C NOBHINEHHBIM PHCKOM €€ PasBHTHA (BO3pacT
crapme 50 ner g MyxduH M crapme 60 JeT 1A JKEHINMH, NOBBINEHHAs KOHIEHTpamusa C-
peakTuBHOro Genka (> 2 Mr/n) NpH HATHYMK, KAK MAHHEMYM OJHOTO M3 JIOTOJHHTEIBHBIX (HaKTOPOB
PHCKa, TaKHUX KaK apTepuajbHasd THNepTeH3Hs, Hu3Kas KoHueHTpauus XC-JIIIBII, xypenue, ceMelHbIN
aHaMHe3 paHHero Hayaiga VIBC).

IIpoTnBonoOKasanus

- IOBLIMICHHAA YYyBCTBHTEJIBHOCTE K PO3YBACTaTHHY MJIH J'II06OMy N3 KOMIIOHCHTOB JICKAapCTBEHHOI'O
cpeacTaa.



LESTEEC B RS E

- HEIepeHOCHMOCTh JIAKTO3B], NeHUIUT JaKTassl WIM [IIOKO30-TalakTosHas Mambabcopbums (T.K.
JIEKapCTBEHHOE CPEACTBO COJAEPXKHUT JIAKTO3Y). }
- 3a0071eBaHys TI€YeHH B aKTUBHOM (paze, BKIIOYAs CTOMKOE MOBBIIICHHE CHIBOPOTOYHOM aKTHBHOCTH
TpaHCaMHHA3 W TI060e MOBHIIEHHE aKTUBHOCTH TPAaHCAMMHA3 B CHIBOPOTKE KpoBH (Gonee yeM B 3 pasa
TI0 CPAaBHEHHIO C BEPXHEH rpaHHIeil HOPMBI).
- TsDKeJIas I0YeYHas HeJOCTaTOYHOCTD (KIMpeHC KpeaTHHHHA MeHee 30 MJI/MUH).
- MHOIIATHS.
- OTHOBPEMEHHBIH IIPHEM LIUKJIOCIOPUHA.
- 6epEMEHHOCTb, IIEPUO]] IAKTAIINH, 8 TAKXKE XKEHIIUHBI PEITPOTYKTHBHOIO BO3pacTa, HE HCIIOIb3YIONIHE
KaKue-IN00 KOHTpaeNTUBHBIE MEPEI.
- AETCKHi BO3pacT 10 6 JeT.
Jlosa 40 Mr mpoTHBOIOKa3aHa IallMEHTaM C IPeIpacloNaralolmuMe  (aKTOpaMH K pa3BUTHIO
muonaTuy/pabdromuonmsa. TakuMu GpakTopaMy SBIISFOTCS:

- YMepeHHas CTENeHb OYEYHOMN HEIOCTATOYHOCTH (KIUPEHC KpeaTHHUHA <60 MJI/MHUH);

- T'mmotupeos;

- Mbeimeunslie paccTpoiicTBa B aHaMHE3€ IaI[HEeHTa MIM CEMEHHOM aHaMHEE,;

- Hamuyme anamMHe3a TOKCHYHOrO NEeUCTBHS Ha MYCKYJNaTypy HOpH HpHEMe APYroro HHrHOMTOpa

I'MI'-KoA-penykra3s wiu ¢pubpara;

- AJNKOroJbHas 3aBHCHMOCTE;

- Curyanun, Ipy KOTOPHIX BO3MOXKHO YBeJIHYEHHE IIa3MEHHBIX KOHICHTpalui;

- IlanumeHTs a3UaTCKOro MPOUCXOKIACHUS;

- CoBMecTHOe npuMeHeHHE ¢ puOpaTami.

Cnocod npuMeHeHHsI B 103bI

BuyTpp, HE pa3keBbIBaTh M HE H3MeNb4aTh TaOJIETKy, IPOINIATHIBATH HETHKOM, 3allUBas BOJOH.
JlexapCTBEHHOE CPEACTBO MOXKET IPUHAMATECS B TI000€ BpeMs CYTOK HE3aBUCHMO OT IIpHeMa ITHIIH.
Jlo Hauajma Tepamuu JE€KapCTBEHHBIM cpeacTBoM Posysactatun-JI® mnanmeHT [OOMKEH Hadarb
coOmoIaTh CTAaHIAPTHYIO THIIOXOIECTEPUHEMUYECKYIO AHETY U IIPOJOJDKATh COOMIONATh ee BO BpeMs
neueHus. Jlo3a JIEKapCTBEHHOrO CpEACTBA JOJDKHA NMOXOUpPAThCS HHAWBUAYaTbHO B 3aBHCHMOCTH OT
Hejaed TepanMM M TEpAalNeBTHYECKOTO OTBeTa Ha JICUCHHE, IPUHUMAas BO BHHUMAHHE TEKYINHE
PEKOMEHJAIMH 110 LEJIEBEIM KOHIIEHTPALUAM JIUIIHIOB.

Jleuenue 2unepxonecmepuremuu

Pexomenmyemas HavanbHas Jo3a IV MalMEHTOB, HAYMHAIOIUX IPHHUMATH JIEKAPCTBEHHOE CPEACTBO,
WA I TAIUEHTOB, NEPEBEACHHBIX C IpueMa Apyrux HHruburopoB I'MI-KoA-penykrassl, HOKHa
coctaByiaTe 5-10 Mr sexapcTBeHHOro cpencrsa Posysacrarun-JI® 1 pa3 B cytku. [Ipu BriGope
HayaJIbHOM J03Bl CIEAyeT pPYKOBOACTBOBATHCS WHAMBHIYAIBHBIM COAEPKAHHEM XOJECTEpHHA H
IIPUHUMATh BO BHEMaHHE BO3MOMKHEIH PHCK CEPAEYHO-COCYAMCTHIX OCIONKHEHHUH, a Talkoke He0OX0AUMO
OLEHHUBATh MOTCHIMAILHBIA PHCK Pa3sBUTHA NOOOYHBIX 3¢ ¢exroB. B ciaywae HeoOxoammocrtH, no3a
MOKET OBITH yBeNH4YeHa 10 GoJblueit Yepes 4 HelemH.

B CBA3M C BO3MOXHBIM Pa3sBHUTHEM MOGOYHBIX 3(hdEKTOB mpH mpuéMe 035l 40 MI, 0 CPaBHEHHIO C
Oonee HHU3KMMH J03aMH JIGKapPCTBEHHOTO CpEICTBAaMH, YBEIW4YeHHE J03bI g0 40 Mr, mocie
JAOTIONMHUTENBHOTO MHpHEMa I03bl BBINIE PEKOMEHIyeMO Ha4yanbHOH JO3BI B TeYeHHe 4-X Henelb
TEPaIHH, MOXET IIPOBOAMTECA TOJBKO y MAIIMEHTOB C TSHKENOHM CTENEeHBIO THIEPXOJECTCPUHEMHH U C
BBICOKHM DHCKOM CEPIEYHO-COCYAMCTBIX OCHOXHEHUH (0COOEHHO Yy WNAalMeHTOB C CeMeHHOM
TUNIEPXOJICCTEPUHEMHEH), Y KOTOPBIX HE OBUI JOCTHIHYT KEJIaeMBIii pe3yNbTaT TEpAlluy IIPH MPHEME
10361 20 Mr, 1 KoTOphle OyayT HAXODUTHCS MO HABIIONEHNEM CIIENUATICTa. PekoMeHTyeTcs 0co6eHHO
TINAaTeNbHOE HAaO/IIOICHHE 3a AMEHTAMH, MOy JarolUMH JIEKAPCTBEHHOE CPEACTBO B H03¢ 40 MT.
IIpogpunaxmuxa cepoeuro-cocyoucmolix 3a601e6anuti

PexoMenmyemas no3a posyBacraTua — 20 MI' B CYTKH.

IIpumenenue y oemeii

[Ipumenenne y feTell MOXET OCYIIECTBIATECS TOIBKO MO HalIFOIEHHEM CIIENHATHCTOB.



JleTy ¥ NOJPOCTKH B Bo3pacTe oT 6 10 17 sieT (MANBYMKH ¢ TTOKa3aTeneM 2 Gonee no mkaine TaHHepa)
HavanbHas J03a pO3yBAacTaTHHa il JeTedl M IOAPOCTKOB C TIeTEPO3UrOTHOH HaCJIeICTBEHHOM
THIIEPX0JIECTEPUHEMHUEH COCTABIIAET 5 MI' OIMH pa3 B CYTKH. 5
Ilns pmeteii B BO3pacTe 6-9 €T ¢ TIeTEpO3UIOTHON HACIEACTBEHHOM TIHIIEPXOJECTEPHHEMICH
pexoMeHTyeMas J103a cocTasiiseT 5-10 Mr BHYTph OJHH pa3 B CYTKU. be30macHOCTE B 3¢ dexTUBHOCTE
IpUMEHEHHS JI03 PO3yBacTaTHHa, IPeBbINaroluX 10 Mr, He M3y4YeHa y JaHHOH IPYNIbI MAlHEHTOB. )
Ilns _pmete#t B Bospacte 10-17 jer ¢ reTepO3UrOTHOH HACIEIACTBEHHOW THIEPXOJICCTEPUHEMUCH
cocrapimsier 5-20 Mr omaumH pas B CyTKdH. besomacHOCTh H 3(QGEKTUBHOCTE NPUMEHEHHSA 103
po3yBacTaTHHa, IpeBbIMamuMX 20 Mr, HE H3y4eHa y JaHHOM IPYIIb] IAlIUCHTOB.

JTo3upoBKa MOAGKpPAETCs HHAMBHAYAIBHO TS KAKIOTO MAIHEHTa B 3aBUICHMOCTH OT OTBETHOH PEaKIHH
pebeHKa Ha MPOBOAMMYIO Tepanuio. Jlo Hauana Tepanuy po3yBaCTaTHHOM JETH M NMOJPOCTKH AOJDKHBI
HayaTh COONIONATh CTAHIAPTHYIO TMIIOXOJIECTEPMHEMUYECKYIO JUETY H NPOJOIKATH COOMIOAATh €¢ BO
BpeMsI JICUCHHUSI.

OIBIT IpUMEHEHHS PO3YBAaCTaTHHA y J€Tell ¢ TOMO3UIOTHON HaC/Ie[CTBEHHOH IHIepX0JIeCTepUHEMHEH
OrpaHUYeH HeGOJBIIAM KOJTMYECTBOM IIAI[EHTOB B Bo3pacte oT § 1o 17 ner.

[IprMeHeH e JIEKAPCTBEHHOTO CPEACTBA B 03¢ 40 MI HE peKOMEHIYETCs JaHHOH IPYIIIe MalueHTOB.
Jetu B Bo3pacte 10 6 et

BezonacHocTs ¥ 3((EKTHBHOCTS NPUMEHEHHs pO3yBacTaTHHA y HeTed Mianme 6 JieT He H3ydeHa.
ITosToMy IpUMeHEHHe JIEKapCTBEHHOTO cpezicTBa Po3yBacTaTuH-JID HE pekOMEHI0BAHO AETAM MIIaAIIe
6 ner.

Iooicunvie nayuenmol

JIlns manuentos crapme 70 JeT peKOMeHIyeMas HadajdbHas J03a cocraBiseT 5 Mr. M3meHeHus B
peXuMe JO3HPOBaHHS y AaHHOM IPyIIIEI TAlHEHTOB He TpedyeTcs.

Iayuenmul ¢ noyeunol HeOOCMAMOYHOCMBIO

VY nanueHToB ¢ MOYEYHON HEAOCTATOUYHOCTHIO JIETKOM MIIM CpelHeH CTENEHH TAXKECTH KOPPEKUIHUsS N03bl
He Tpebyercsa. PekoMeHqyeMas HavalbHas 03a COCTABIIIET 5 MI JJIs AIUEHTOB CO CPETHEN CTEICHBIO
IIOYEYHOH HENOCTaTOYHOCTH (KJIMpeHC KpeatWHHHa <60 wmi/muH). IIpuMeHEHHE JE€KapCTBEHHOTO
cpeactBa B go3e 40 Mr y IAHEHTOB CO CpPENHEH CTENEHBIO IOYEYHOM HEJIO0CTAaTOYHOCTHIO
NPOTHBONOKA3aHO. Y MAIMEHTOB C TSKENOH IOYEUHOM HENOCTATOYHOCTBIO (KIMPEHC KPeaTHHHHA
<30 MJI/MUH) IpIMEHEHHE JIEKApCTBEHHOTO cpencTBa PozyBactaTuH-JI® mpoTHBONOKA3aHO.

Iayuenmul ¢ neueHo4HOU HEOOCMAMOYHOCMBIO

He mabmomanochk ycmiieHHss CHCTEMHOrO BO3AEHCTBHS pO3yBacTaTHHA Ha IIAIIMEHTOB CO 3HAYECHUAMH
Yaiina-ITero 7 wmm Hioke. OQHAKO YCUIEHHE CHCTEMHOr0 BO3JEHCTBHSA pOo3yBacTaTHHA HabII0anoch y
1 co 3HaueHUsMU Yaing-ITer0 8 u 9. YV 3THX namueHTOB JODKHA OBITH MPOBEACHA OIICHKA I10YEYHON
¢bynkuuu. JlaHHBIX 0 JHNax co 3umadeHusamu Yainn-Ilero Beime 9 He umeercd. Posysacratun-JID
IIPOTHBOINOKAa3aH MaIlieHTaM C 3a00JIeBaHIsIMH IIeUeHH B aKTHBHOH (ase.

Ocobuie nonynayuu. Pacosas npunaonesxcrnocme

OTMedeHO yBeNHYEHHE CHCTEMHOM KOHLEHTpallMd pO3YBacTaTWHa Cped HAlMEeHTOB a3HaTCKOIo
IPOMCXOXIeHHs. Pexomennmyemas HavdanpHas I03a I TaKHX IAIMEHTOB cocTaBisieT 5 Mr. Jlosa
JIeKapCTBEHHOrO cpecTBa 40 MI IPOTHBOIIOKA3aHA JAaHHOM KaTeropHy MallHeHTOB.

I'enemuyeckuii nonumopgpusm

VY nocureneii resorunos SLCO1B1 (OATP1B1) ¢.521CC u ABCG2 (BCRP) c.421 AA ormevanock
yBennuenue skcrmosunud (AUC) x posyBacTraTuHy IO cpaBHEHHIO ¢ HocutessiMu reHotunos SLCO1B1
¢.521TT m ABCG2 c.421CC. JIna mnanmeHTtoB-HOCHTened redHotunoB c¢.521 CC wmm c.421AA
PeKOMeHIyeMass MakCHMallbHas [103a JIeKapcTBEeHHOro cpeacrsa PosyBacratun-JI®O cocraBnser 20 mr
OJIVIH pa3 B CYTKH.

Ilayuenmul, npedpacnonodicennvie K MUORAMUY

IMpoTuBONOKa3aHO Ha3HAYCHHE JIEKAPCTBEHHOTro cpeacTBa B Ho3e 40 Mr nanueHTaM ¢ (akTopamy,
KOTOpBIE MOIYT yKa3blBaThb Ha IIPEpPAaclONONKEHHOCTh K pa3sBUTHIO MHONATHH. PexoMeHayemas
HavaIbHad 1034 U JaHHOM IPYINEI MAIHEHTOB COCTABIIAET 5 MT.

Conymemesyowas mepanus

Po3yBacTaTuH CBS3BIBaeTCS C pasNMYHBIMH TPaHCHOPTHBIME Oenkamu (B dactHocTH, ¢ OATPIBI u




BCRP). Ilpu COBMECTHOM NPHMEHEHHH JIEKapCTBCHHOTO  CpENCTBa Posysacrarun-JI® ¢
JIEKapCTBEHHBIMH CPEACTBaMH (TAKUMH KaK IMKJIOCHOPHH, HEKOTOPBIC uHrEbuTOpE! IpoTtea3sl BAY,
BKIIOYass KOMOMHAIMIO pHTOHaBHpa ¢ ara3aHaBUpOM, JIOIIHHABHPOM W/MIA  THIPaHaBHDPOM),
MOBBIIAOIIMMY KOHIICHTPAIIAIO PO3YBAacTaTHHA B I/Ia3Me 3a CUeT B3aMMOJCHCTBUS C TPAaHCIIOPTHEIMA
GeKaMy, MOXET MOBBINIATECA PUCK MHONATHH (BKIIOYast pabmoMuonus). B Takux ciydasx CIeAyeT
OLICHHTH BO3MOYKHOCT HAa3HAUEHHS albTEPHATHBHON TEPalMM MM BPEMECHHOIO NPEKpAICHHA NpreMa
posyBacTaTWHa. ECIH e IPHMEHCHHME YKa3saHHBIX BBIIIC JICKAPCTBCHHBIX CPEIACTB HEoOXO0MMO,
CICAyeT OLEHHTh COOTHOMICHHE IIONB3GI M PHCKa CONYTCTBYIOLIEH Tepamvy po3yBACTATHHOM H
PaccMOTpETh BO3MOXXHOCTH CHIDXKEHHSA €0 JO3BI.

Ilo6o4HOE neiicTBHE

TToGounkIe 3¢ eKTsl, HabIIOAEMbIE IPH IIPHEME PO3yBaCTaTHHA, OOBIMHO BRIPAKEHBI HE3HAUUTEIIBHO U
IPOXOIAT CaMOCTOSATENbHO. B KOHTPOJIHMPYEMBIX KIMHHYECKHX HCIBITAHMIX MCHEC 4% MaLnUeHTOB,
NPUHAMABIIKX PO3YBAaCTAaTHH, NPEKPATHIIM Y4YaCTHE B HCIBITAHUAX IO IPHIHHE HeO1aronpUATHEIX
peaxnmit. Kak u mnpm npeMeHeHun apyrux uuruGuropos ['MI-KoA-penykrasel, 4acToTa
BO3HMKHOBEHHS HOGOYHBIX 3Q(EKTOB HOCUT, B OCHOBHOM, J0303aBHCHMBIN XapaKTep.

Onenka no6o4HEIX 30(EKTOB OCHOBaHA Ha HIDKECHCHYIOIMMX JaHHBIX O 4YacTOTe BO3HUKHOBCHHA:
ouens wacro (>10), wacto (>1/100 mo <1/10), mewacto ((>1/0100 mo <1/100), pemxo (>1/10000 mo
<1/1000), ouens penko (<1/10000), wacroTa Hem3BecTHa (He MOXeT OBITH OLICHEHa HA OCHOBE
HUMEIOIIHUXCS TaHHBIX).

Hapywienus co CMOpOHbl UMMYHHOU CUCMeEMbl: PENKO: PEaKIUd MOBBIICHHOM YyBCTBHTENBHOCTH,
BKJIIOYAast aHTMOHEBPOTHIECKHUH OTEK.

Hapywienust co cmoponbl 3HOOKPUHHOU CUCMeMbl: JacToO: CaxapHbli juaber (YacToTa 3aBHUCHT OT
HAJIMYMS WIH OTCYTCTBHA GaKTOpOB puCKa (YPOBEHb NIIOKO3BI HATOIMAK >5,6 MMOIIB/II, UMT>30 kr/m?,
HOBEINICHHEIH YPOBEHb TPHIIULEPHUIOB, THIIEPTOHHMA)). ‘
Hapywienus co cmopoHsl yeHmpanbHoi HepEHOLl CUCIeMbl: acTO: TOJIOBHAS 0OJIb, TONOBOKPYXEHHE;
OYEHb PEAKO: MOJIMHEAPONATHS, [IOTEP MIH CHIKCHHE MMAMATH; 4acTOTa HEW3BECTHA: HApYLICHHS CHa
(BKIIO4ast GECCOHHUILY ¥ HOUHBIE KOIIMApBI).

Hapywenus ncuxuxy: 9acTOTa HEU3BECTHA: JACTIPECCHSL.

Hapywienusi co cmopoHbl Ceny00YHO-KUUEYHO20 MPAKmaA: dacTo: 3amop, TOLIHOTA, 60MM B XKHBOTE;
PEIKO: MAHKPEATHT; YacTOTa HEU3BECTHA: [Uapes.

Co CMOpOHbL KOJICHBIX NOKPOB0E U NOOKONHCHO-JICUPOBOTi KNEM4amKy, He4acTo: KOXHBIA 3YH, ChIlb,
KpalMBHHIA, YaCTOTa HeU3BecTHa: cHHIpoM CTuBeHca-/IxoHCOHa.

Hapywenus co cmopoHbl ONOPHO-08U2AMENbHO20 Annapama: 9acTo: MHAITHA; PEAKO: MHONMaTHA
(BKIIOYasT MHO3WT), pabAOMHONM3; OUYEHb pPEIKO: AapTpaIrs; 4YacToTa HEH3BECTHA: HMMYHO-
OImocpeIoBaHHast HEKPOTU3UPYIOIIAsi MHOTIATHS.

Takue mo6ogHEIE 3PDEKTH CO CTOPOHBI CKENETHOM MYCKyJaTyphl, KaK MBIIIeYHas 60ib, MHONATHA
(BKMIOYAs  MMO3HTHI) H, pexe, paGIOMHONH3, CONPOBOXIAIOMHMCA OCTPOH  MOYCYHOH
HEIOCTAaTOYHOCTHIO, HIH 6e3 Hee, HAOMIONANIHCh y TAlMEHTOB, IOJYYaBIIMX pO3yBaCTaTHH BO BCEX
NO3UPOBKAX, B OCHOBHOM mpH gno3e Oonee 20 wMr. J[0303aBUCHMOE MOBBIICHHE aKTHBHOCTH
kpearundochokunaszpl (KPK) mabmomaercs y HE3HAYMTENBHOIO YHCNIA NAIMEHTOB, INPHHUMABUINX
po3yBacTaTuH. B 60OMBIIMHCTBE CiIy4aeB OHO GBUTO He3HAYUTEIHHBIM, OECCHMITOMHBIM M BPEMEHHBIM.
B cnyuae nosemmenus aktuBHOcTH K®K (Gomee yem B 5 pa3s MO CPaBHEHHIO C BEPXHEH IpaHHICH
HOPMBI) Tepanus J0JDKHA OBITH IIPHOCTaHOBJICHA.

Hapywenus co cmoponvi mouegvi600aujeti cucmembvi: 09€Hb PEIKO: reMaTypus.

V manueHToB, MOJyYaBIIMX PO3YBACTATHH, MOXET BBIABIATHCS HPOTEUHYpHs. M3MEHCHHS KOIHIECTBA
6enka B Mode (OT OTCYTCTBHS MM CJIENOBBIX KOJMYECTB 0 ++ MM 607IbIIe) HAOMONAI0TCS Y MEHEE 1%
NalMeHToB, Hoaydaommx 10-20 Mr po3yBacTaTiHa, H Y NPUOIM3HTENLHO 3% MAlHEHTOB, NOTyJaromHX
40 Mr posyBacraTuna. He3HauuTenpHOE H3MEHEHHE KOTMIECTBA O€liKa B MOYE OTMEYAIIOCH NIPH NpHEMe
10361 20 Mr. B GONBIIMHCTBE ClTyyaeB MIPOTCUHYPHUSA YMEHBIIAESTCH HIH HCYE3acT B IIPOLIECCE TCpaluy 1
HE 03HayaeT BO3HHKHOBEHHS OCTPOTO HJIM IPOrPECCHPOBAHHSA CYLIECTBYIOIETO 3a00/€BaHHSA IOYCK.
JlaHHbIe KIMHAYECKAX U TOCTMAPKETHHTOBBIX UCCIEI0BAHUN HE BEIIBHIIA CBA3b MEX/y IPOTEHHYPHEH



M OCTpHIM WM IPOrPeCCHPYIOIIMM TedeHHEM 3aboneBaHus Iodek. .I'eMaTypus OTMedanach y
NaIMEHTOB, MONYYaBIIMX PO3YBAaCTaTHH, HO KIMHAYECKHE JAHHBIC YKa3hlBAIOT HAa HU3KYIO 9acTOTY
BO3HHKHOBEHHS JaHHOTO CHMIITOMA.
Hapywenus co cmoponsl nevenu. PeaKo: NOBHIIICHAE aKTHBHOCTH "MEYEHOYHBIX" TPaHCaAMHHa3; OY€HD
PEIKO: JKENITyXa, FeIaTUT.
Kak w mma ppyrux wuHrubutopos I'MI-KoA-pemykrasbl, H0303aBUCHMOE YBEIMYCHHE YPOBHA
IIEYEHOYHBIX (epMeHTOB HabmoAanoch Yy HEOONBIIOW TpYyINbl IIAUHMEHTOB, NPHHHUMAaBIIHX
po3yBacTaTuH; B GOJBIIMHCTBE CIydaeB MoGouHbIe 3G (EKTH OBUIM JIETKMMH, OBICTPO MPOXOIAIIHMU
WM 6€CCUMIITOMHBIMH.
Hapywenus co cmoponsl cucmembl Kpo8emeopeHys: PeIKo: TPOMOOIUTOIIEHHS.
Co cmoponvl OvixamenvHot cucmempl: YaCTOTa HEM3BECTHA: Kalllelb, ObIIIKA.
Hapywenus co cmopoHel penpoOyKmueHOU Cucmembvl U MONOYHOU Oicene3bl. OYEeHb PEIKO:
THHEKOMAaCTHS.
Ocnooicnenus obwezo xapakmepa u peakyuu 8 Mecme 66e0eHus.; 4acTO: aCTEHMs; YaCTOTa HEU3BECTHA:
nepuepUIECKHE OTEKH.
Uactora BO3HHKHOBEHHs DPaGIOMHONN3a, 3HAYUTEBHBIX HapylleHWil (QYHKIMH IOYeK M IeYeHH (B
OCHOBHOM B BHJI€ YBEJIMUYEHHSI YPOBHS IIE4€HOUHBIX ()E€PMEHTOB) BhILIE IIPU J03¢€ po3yBacTaTuHa 40 Mr.
[Ipn mpUMeHEHHH HEKOTOPBIX CTATHHOB COOOLIANOCH O CIEOYIOMHUX IOOOYHBIX 3(deKTax: IooBasd
IUCHYHKIHSA; B UCKIIOYMTENBHBIX CIyYasX — HHTEPCTUIMAIBHOE 3a00JIeBaHUE JIETKUX, OCOOCHHO IIPH
JUTATENIHHOM JICUCHUH; IOBPEXACHUS CYXOXKHIINH, HHOT/IA OCJIOXKHEHHBIE Pa3phIBOM.

eTH
B xoze KIMHHYECKHX HCIBITAHHM Y AeTed U MOAPOCTKOB, IPUHUMAIOIUX PO3yBacTaTHH B TEUCHHE 52
Hegmenb, ypoBeHs K®K Obu1 moBbiueH (>10-THKpaTHOrO MpEBBINEHWS BEPXHEH TI'paHHIBI HOPMEI),
MBIIIIEYHBIE CHMITOMBI IMOCJIE TPEHHPOBKH HJIM TIOCNE YBeIW4YeHHs (GU3HUECKOH aKTHBHOCTH
HaOJIOAIOTCs Yalle, 10 CPAaBHEHUIO ¢ HaOIOASHHUAMH B X0J€e KIHHAYESCKHX HCIIBITAHUH] y B3pOCHEIX. B
OTHOILIECHUM JPYTHX peakimi, npoduis 6e30MacHOCTH PO3yBacTaTHHA y AeTeil M MOJPOCTKOB MoAobeH
TaKOBOMY Y B3POCJIBIX.
ITanuenT momkeH OBITH NPOMHGOPMHPOBAH O HEOOXOMMMOCTH OOpaTHThCA K Bpady B Ciydae
BO3HHMKHOBEHHS JIIOOBIX M3 IEPEUHCIICHHBIX MOOOYHBIX PEeaKIMii, a TakKe APYTHX MOOOYHBIX PEaKIMH,
HE YKa3aHHBIX B JAaHHON HHCTPYKIIHH.

Ilepeno3upoBka

B cimyuae mnepemo3mpoBku crnenu(HYECKOTO JieUEHHA He CYIIeCTBYyeT. [IpH mepeno3upoBKe
PCKOMEHIIyeTCS IPOBOIUTL CHMIITOMAaTHYECKOE JICYEHHE H MEpPONpHUATHS, HaIpaBICHHBIE Ha
noaaepxanne QyHKIMH JKH3HEHHO BaXXHBIX OpraHoB u cucreM. CiieyeT KOHTPOIHPOBAaTh (QYHKIIHIO
neueHy ¥ ypoBeHb KOK. I'eMoauanus He gaeT mojoXuTeNpHOro dddekra.

Mepbs! npeaocToposkKHOCTH

Hapywenus ¢hynkyuu novex

Y NauWeHTOB, MOJYYaBIIMX BHICOKHE HO3bI pO3yBacTarMHa (B OCHOBHOM 40 Mr), HaGmonanach
HIPOTEHHYPHs (B OCHOBHOM KaHAJIbIeBas), KOTOpas B OOJBLUIMHCTBE CiIydaeB Oblla TPaH3MUTOPHOM.
Taxas nporenHypus He CBHIETENHCTBOBANA 00 OCTPOM 3a00JI€BaHHM IMOYEK WM IIPOrPECCHPYIOMIEH
MOYCYHON HENOCTaTOYHOCTH. YacToTa Cephe3HBIX HapylIeHW# (YHKIMH IOYEK, BBIABJICHHBIX B
IIOCTMApPKETHHIOBLIX HCCIENOBaHMAX, ObUIa Bblme npu go3e 40 Mr. Y ManHeHTOB, MPHHAMAMOIIKX
J€KapCTBEHHOE CPeACTBO B N03¢ 40 MI, peKOMEHIyeTcs KOHTPOJIHPOBATh IOKa3aTean (YHKIHH II0YeK
BO BpeMsI JICYCHUS.

Hapywenus onopro-oeucamensrozo annapama

[Tpy mprMeHEHHM poO3yBacTaTHHA BO BCEX J03aX M, B OCOOCHHOCTH NpPH NpHEME 103 PO3yBacTaTHHA,
npessimaromux 20 Mr, Habmonamice Takue no6oyHble 3G ¢EKTb CO CTOPOHBI ONOPHO-IBUIATEILHOTO
anmapaTta: MHQJITds, MHOIATHA, B PEIKHX ciaydasx pabmomuonu3. Pemkue ciayuau pabmoMuosnnsa
HaOMIONaINCh Yy NAalHEHTOB, IONYYaBIIMX 33¢TUMUO B KOMOWHAmuM ¢ uHruOuTopamu I'MI-KoA-
penykrasbl. Henp3s uckmodats GapMakoIHHAMAYECKOE B3aUMOIEHCTBHE ITHX JIEKAPCTBEHHBIX CPEJICTB



T it

U CllefyeT C OCTOPOXHOCTBIO OTHOCHTBCS K HX COBMECTHOMY ‘mpumenennio. Kak u B ciydae
npuMeHeHHs Jpyrux HHruburopos I'MI-KoA-pemykrasbl, cooOmeHws O CHydasX pasBHTHSA
pabmoMuoNM3a NpH IPMMEHEHHH PO3yBAaCTAaTHHA B [OCTMAPKETHHIOBBIH IEPHOA OBLIA B OCHOBHOM
CBsI3aHBbI ¢ mpueMoM 40 Mr po3yBacTaTHHA.
Onpedenenue akmugHoCmu Kpeamun@ocpoxunasol
Onpenenenne aktupHocTH KOK He CileqyeT MPOBOAMTE IIOCTIE MHTCHCHBHBIX (H3HYECKHX HArpy3ok
WJIM TIPH HAJIMYUM JPYTHX BO3MOXHEIX IPHIKH yBenuueHHs akTHBHOCTH K®DK, uT0 MOXET IPUBECTH K
HEBEPHO}M MHTEpIIPETaliH NOJYYEHHBIX pE3y/ibTaToB. B ciiyuae eciu HcxomHasd akTHBHOCTE KOK
CYIIECTBEHHO MOBbINICHA (B 5 pa3 BBINE, YeM BEpXHsA I'PaHULA HOPMBI), Yepes 5-7 IHeH ciemyer
NPOBECTH NOBTOPHOE u3MepeHde. He cieayeT HauYMHATH TEPalHIO, €CJIM IOBTOPHBIA  TECT
MIOATBEPXKIAET MCXOAHYIO akTuBHOCTE KOK (Bhime Gonee yeM B 5 pa3s IO CPaBHEHHIO C BEpXHEH
I'PaHUIIEH HOPMBI).
o navana mepanuu
[Ipn Ha3sHAUEHHMH PO3YBACTATHHA TAaK)Ke, KaK W IIPH HasHayeHWH Apyrux HHruéuropos I'MI-KoA-
pemyKTa3bl, ClEQYeT IpPOSABIATh OCTOPOXKHOCTh IIAIMEHTaM C HMEIOIUMHCT (aKTOpaMH pHCKa
MuonaTuy/pabaoMuonuza. TakuMu pakTOpaMu ABILFOTCA:

- TlouedHas HEZOCTATOUHOCTE;

- T'mnotupeos;

- Mpeuneunslie paccTpoiicTBa B aHaMHe3€ ITallMEHTa HIIM CEMEHHOM aHaMHe3a,

- OkxazaHye TOKCHYECKOTO JEHCTBHS HA MYCKYJATypy paHee IpH IpHEMeE JPYTroro HHrHMOUTOpa

I'MI'-KoA-penykra3s! wiu ¢pudpara;

- AnKoroibHas 3aBUCUMOCTb;

- Bospacrt crapme 70 ner;

- Curyanuu, Ipy KOTOPBIX BO3MOKHO YBEJIMYEHHE IUIA3MEHHBIX KOHLIEHTPaLUH;

- CoBmecTHOe puMeHeHHe ¢ pubparaMu.
VY TakuX DanueHTOB HEOOXOMUMO PacCMOTPETh COOTHOLICHHE PUCKA ¥ BOSMOXKHOH IOJIB3BI TEPAIIMH U
IPOBOJUTH KIHHHYecKoe HabOmojenue. Eciam ucxomuelt ypoensr K®DK mnpeBslmaeT S-THKpaTHBIA
HopManbHEIH ypoBeHs KDK, teuenne He MoXkeT OBITH HAYaTo.
Bo epems mepanuu
Crenyet nponH(OpMHpOBATH HMAI[iEHTa 0 HEOOXOIUMOCTH HEMEIJIEHHOT0 COOOIIEHN Bpady O ClydYasx
HEOXXHJaHHOTO IOSABJEHHS MBIIIEYHBIX OOJiel, MBIMEYHOM ClnabocTH WM crna3Max, OCOOEHHO B
COYETAHHH C HEJOMOTAaHHEM H JHMXOpaAKoH. Y TaKuX MalHeHTOB CIEAYeT ONpEAEIATh aKTHBHOCTH
K®K. Tepamus momxHa ObITh npekpaineHna, eciu aktusHocth KOK 3HaunmTenbHO moBbimeHa (Goinee
9eM B 5 pa3 [0 CpaBHEHHUIO C BEpXHEW IpaHuIlelf HOPMBI) HIIH €CIIH CUMITOMBI CO CTOPOHBI MBIIII] PE3KO
BBIPa)KEHBI U BBI3BIBAIOT €XEIHEBHEIN quckoMbopt (maxe ecmu aktuBHOcTh KOK yBenuuena ne Gonee
4YeM B 5 pa3 10 CPaBHEHHIO ¢ BEpXHel rpaHuIeit HOpMBI).
Ecmu cuMnroMs! uedesaror, u aktuBHOCTE KOK Bo3BpammaeTcs kK HOpMe, CleyeT pacCMOTPETh BOIIPOC
O NOBTOPHOM Ha3HA4YE€HHMH JIEKapCTBEHHOro cpenctBa PosyBactatuH-JI® wnu ApyrHxX HHTHOHMTOPOB
I'MI'-KoA-penyxTa3bsl B MEHBIIIHX J03aX IIPH TIIATEILHOM HAGIIOZICHHH 32 ITAHEHTOM.
Pyrvnnbii xoHTpOas akTuBHOCTH KOK mpH OTCYTCTBHH CHMIITOMOB HeleNecoo0paseH.
OrMmeueHB! OYeHb peAKHe CIyYal HMMMYHO-OINOCPEIOBAHHOM HEKPOTHU3HpYIOIIe#l MHONAaTHH C
KJIMHAYECKMMH IIPOSBICHUSIMH B BHAE CTOHKOH ClIabOCTH NPOKCHMAIBHBIX MBIIII H IOBBIICHHSA
akTHBHOCTH K@K B CBIBOPOTKE KpOBH BO BpeMs JICUEHHS ¥JIH IIPH IPEKpaIleHUH IIpUEMa CTaTHHOB, B
TOM YHCJ€ pO3yBacTaTHHAa. MokeT MoTpeGOBaThCSA IIPOBEIEHHE MAOIOJHHTENBHBIX HCCIECAOBaHUA
MBIIIEYHOH M  HEPBHOH CHCTEMBI, CEpOJIOTMYECKMX HCCIECNOBAaHWM, a Takxke Tepamus
HMMYHOJIETIPECCUBHBIMY CPEACTBaMHU.
He ormedeHO mnpu3HaKoB yBeNWYEHHS BO3AEUCTBHS Ha CKEJETHYIO MYCKYJIaTypy IIpH IpHEME
po3yBacTaTHHa M COMyTCTByIomed Tepanuu. OmHako cooOmanoch 06 YBEIMYEHHHM YHCIa CIIydYaeB
MHO3UTa U MHONATHH Y IAI[MEHTOB, NMpUHHUMaBIIUX Jpyrue uHruburopsl I'MI-KoA-penykrasel B
COYETAHHH C MPOM3BOINHBIMH (HOPHHOBOM KHCIIOTBIL, BKJIIOYas TIeMpuOPO3MI, UHKIOCIOPHH,
HUKOTHHOBYIO KHCIIOTY B JMIIHACHHXKAIOIIMX 103ax (Gosee 1r/CyT.), a3oibHbIC IPOTHBOrPHOKOBHIE
cpencrBa, HHrHOUTOPH! mpoteassl BUY u MakponuaHbsle aHTHOHOTHKH. ['eMUOpO3MII yBETHYMBAET
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IS4H

DHCK BO3HHKHOBEHHS MHOIIATHH TPH COBMECTHOM IPMMEHEHHH C HeKOTOpslMH HArm6uTOpamu I'MI-
KoA-penykrassl. TakuM o6pa3oM, He PEKOMEHIYETCS OXHOBPEMEHHOE IPUMEHEHHE JICKAPCTBCHHOIO
cpenctsa PozyBactarun-JI® u rempubposuina.

JlomkHO OBITh TIIATENHHO B3BEUICHO COOTHOIIEHHE PHCKAa M BO3MOKHOHM IIONB3BI IIPH COBMECTHOM
NPUMEHEHUH JIEKapCTBEHHOro cpeacrsa Posysacratud-JI® u gubparoB Wiy JTMIHACHIKAIOMHUX 03
HHKOTHHOBOM KHCIIOTHL IIpOTHBOMOKa3aH MpHEM JIeKapCTBEHHOTo cpencTsa Posysactarus-JI® B no3e
40 mr coBMmecTHO ¢ pubparamu.

Ileuenw

Kak u gpyrue unru6uropsl I'MI-KoA-penykrassl, po3yBaCTaTHH IO/DKEH OBITB HCIOJB30BaH C
OCTOPOXXHOCTBIO Y NAIHEHTOB, MOTPEOIMIOMMX YPE3MEPHOE KOJIMYECTBO AJKOTOJIA MMM HMEIOUMX B
aHamHe3e 3a00JIeBaHHE [ICYCHH.

PexoMeHyeTcs IPOBOHUTE ONpee/ieHHe TToKasaTeleil QYHKIHH [eueHH O Hauasla Tepanuy U depes 3
Mecslla [OCIAe Havajga Tepanmwd. [IpueM JleKapcTBEHHOro cpeacTtBa Posysactatur-JIO cnemyer
IIPEKpaTUTh WM YMEHBIIUTh €ro 03y, €CIH aKTHBHOCTH «IEYEHOYHBIX» TPaHCAMHHA3 B CHIBOPOTKE
KPOBH B 3 pa3a IIPEBBIIACT BEPXHIOIO I'PAHUITYy HOPMEL.

VY NalKeHTOB ¢ THIEPXOJIECTEPHHEMEEH BCIEJCTBHE THIIOTHPEO3a HIH He(GPOTHYECKOro CHHAPOMA
Tepanus OCHOBHBIX 3a00JIEBaHMl JOJKHA IIPOBOJUTECA 10 Hadajla JIEUSHUS JIEKAPCTBEHHBIM CPEJICTBOM
PosyBacrarun-JIO.

Ocobvie nonynayuu. dmuuyeckue spynnvl

B xone ¢apMakOKMHETHYECKHX HCCIEAOBAHWN CPEeAH IAlKEHTOB Aa3MaTCKOrO IPOHCXOXKICHHS
OTMEYEHO YBEIMYEHHE CHCTEMHOH KOHIIGHTpallMH pO3yBAaCTaTHHA IO CPABHEHHIO C IIOKA3aTEIIAMH,
HOJIyYSHHBIMH CPEH NAIlHEHTOB-EBPOIIEOUIOB.

Hneubumopwvl npomeasor BHY

He pexomMenyercss COBMECTHOE IIPUMEHEHHE JIEKAPCTBEHHOTO CPECTBA C HHTHOUTOPAaMH ITpoTeas.
Jlaxmo3sa

JlexapCTBEHHOE CpEINCTBO HE ClleAyeT IPHUMEHSATh Y HAllHEHTOB C JIAKTa3HOM HEIOCTaTOYHOCTBIO,
HETIEPEHOCHMOCTBIO TJIaKTO3bI U IIIOKO30-TaJIaKTO3HOH MapabcopOiueit.

Humepcmuyuanvroe 3abonesanue nezkux

IIpy mpuMEHEHHH HEKOTOPHIX CTaTHHOB, OCOOEHHO B TE€UYEHME JUIUTENBHOTO BPEMEHH, COOOMAIoch 0
€IMHHYHBIX CIy4YasX HHTEPCTHUIHMAIBHOrO 3abojeBaHUs JierkuxX. I[IposBieHHsIMH 3a00NEBaHHS MOTYT
ABJIATBHCS 3aTPyJHEHHE NBIXaHWS, CyXOM Kamlelb W yXyOumeHue oOIero camMo4yyBCTBHs (crmabocTs,
CHIDKEHME MacChl Tesla M Jmxopanka). Ilpu momo3peHHMH Ha WHTEpCTHLHANBHOE 3a00NE€BaHHE JIETKHX
CIIeYET IPEKPATUTh TEPAIHIO CTATHHAMH.

Caxapnuiii ouabem 2-20 muna

HekoTopsie 1aHHBIE CBHAETENBCTBYIOT O TOM, YTO CTaTHHEI CIIOCOOHEI NOBHIIIATH YPOBEHD IIIIOKO3HI B
KpPOBH, ¥ B CIy4ac NAalHEHTOB C NPEeIpacloNoXEHHOCTRIO K CaxapHOMY IuabeTy, MOryT IPHBOIHUTE K
YPOBHIO THIEPIVIMKEMHH, IPH KOTOPOM Iielecoo0pa3HO Ha3HayaTh JIEYEHHE caXxapHoro auabera.
Onnako, monb3a JIeYeHHS CTaTHHAMM MPEBBINACT NAHHBIA PHUCK, M, CIEJOBATENHHO, IpPEKpallleHHe
TEpalMM cTaTMHaMM He Tpebyercs. [lanmeHTH ¢ KOHIEHTpanue# rimoko3sl oT 5,6 10 6,9 MMonb/m,
VIMT>30 xr/m’, NOBBINEHHHIM YPOBHEM TPHTIHICPHIOB, THICPTOHHEH OKHEI HAXOTHTCA IION
TINATENbHBIM KIMHMYECKHM H OHOXMMHUYECKMM HaOIOIEHHEM B COOTBETCTBHE C HAI[HOHAIBHBIMH
TpeOOBaHUAMH.,

B mnpoBeneHHOM KIMHMYECKOM HMCCIENOBaHAM OOINAas YacToTa COOOINEHMH O pa3sBHTHHM CaxapHOTO
auabera cocrasuna 2,8% B rpynme posysactaTuHa u 2,3% — B rpymme miane6o, B OCHOBHOM Y
MAIMEHTOB C YPOBHEM IVIFOKO3bI HATOMIAK OT 5,6 10 6,9 MMOJIB/IL.

Lemu

Ouenka nuHeiHOrO pocrta (BbIcoTa), Beca, IMT (MHAEKC MacChl Telia), H BTOPUYHBIX XapaKTEPHUCTHK
IIOJIOBOTO CO3peBaHus Mo wmkaie TaHHepa y nereit B Bo3pacte oT 10 mo 17 ser, IpUHHUMAKOIHUX
PO3yBacTaTHH, OrpaHu4mBaercs nepuojgoM B 1 rox. Ilocne 52 Hemens uccnenoBaHus He 0OHApYKEHO
BIIMAHKMC JICYECHHs PO3YBAaCTAaTHHOM Ha POCT, BEC, MHIEKC MAacchl Tejla MM IIOJIOBOE CO3PEBAHHE.
Kivawdeckuit ONBIT NpHMEHEHHUs JEKapCTBEHHOTO CPEeICTBa y JeTed M INOAPOCTKOB OTPaHHYEH, M
JOJITOCPOYHOE BIIMSHHE PO3yBacTaTHHA (>1 rosa) Ha MoNOBOE CO3PEBAaHUE HEU3BECTHO.
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B X0fle KIMHHYECKHUX MCCIeI0BaHM Y JeTelf ¥ I0APOCTKOB, IPHHAMAIOIIAX PO3YBACTATHH B TEUCHHE
52 Henenb, yposens KOK 6pin mobimen (>10-THKpaTHOrO IpPEBBINIEHHA BEPXHEH IPaHHUIBI HODMBI),
MBIIIEYHBIE CHMIITOMBl IOCIE TPEHHPOBKM WM [OCHE YBEIMYCHHS (QU3MYSCKOH aKTUBHOCTH
HaGJIO[AIOTCS Yallle, IO CPABHEHHMIO ¢ HabIIOAEHUSIMHU B XO/ie KIIMHHYECKHUX UCIIBITAaHHH Y B3POCTIBIX.
IlpumeHenne B nepHoa 6epeMEHHOCTH H KOPMJICHHS IPYABIO

bepemennocmeo

I[IpuMeHeHHE PO3yBacTaTHHA BO BpeMs GEPEMEHHOCTH MOXET IPUBECTH K GOPMHUPOBAHHIO CEPHE3HBIX
BPOXICHHBIX JeheKTOB y MiaieHues. [IpuMeHenue iexapcTBeHHoro cpenacrsa Posysacraruu-JIO
IIPOTHBONOKa3aHO IpH OepeMeHHOCTH. JKEHIIMHBI PENpPOMYKTHBHOrO BO3pacTa MOJDKHBI IPHMCHSTDH
aJleKBaTHBIE METO/IbI KOHTPANEIIIMK BO BpeMsl IIPHEMA JIEKAPCTBEHHOTO CPEACTBA.

ITockonbKy XOJEeCTepHH M ApPYTrHe MPOAYKTHI OMOCHHTE3a XOJIECTEPHHA BAXKHBI JUIA pasBUTHS IUIOAA,
MOTEeHIMANbHBI puck uHrubumpoBaHus ['MI-KoA-peaykrasbl NPEBBINACT IMOJIB3Y OT IPHMCHCHHUA
JIEKapCTBEHHOTO cpeacTBa y GepeMeHHBIX. VMccnenoBaHus Ha XMBOTHBIX JAIOT JIMIIb OTPaHHYCHHBIC
JAHHBIE 10 PEIPOAYKTHBHON TOKCHYHOCTH.

B cnydae BO3HHKHOBEHHS O€peMEHHOCTH B IpOIECCE TEPallMM IPUEM JIEKapCTBEHHOTO CPEACTBA
JOJDKEH OBITH NIpEeKpalleH HeMeICHHO.

Ilepuoo kopmnenus 2pyovio

PosyBactatun oGHapy»XeH B IPyJHOM MOJIOKE KpbIC. JlaHHBIE B OTHOIIEHUH BBIICJICHHS pO3yBacTaTuHa
C TPYOHBIM MOJIOKOM JIFOJEH OTCYTCTBYIOT, IIO3TOMY B IIE€PHOA TIPYJHOIO BCKAapMIIMBaHUS IPHEM
JIEKapCTBEHHOTO CPEICTBa HEOOXOIMMO IIPEKPATUTh.

BimsinHe Ha cCNOCOGHOCTD YNPABJIATH TPAHCIIOPTOM H PadoTaTh ¢ MEXaHH3IMAMH

He mpoBOIMIIOCH HCCIENOBaHHUM 10 M3YYEHHIO BJIMAHMS PO3YBacTaTHHA Ha CIOCOOHOCTH YNpPaBJATh
TPaHCIIOPTHBIM CPEACTBOM H HCIIONB30BaTh MexaHM3MBL CienyeT coOmonare OCTOPOXKHOCTH IIPH
yIIpaBJICHHH aBTOTPAHCIOPTOM WM pabore, TpeOyrolned MOBBINCHHON KOHIEHTpalld¥ BHUMAaHUS H
OBICTPOTEI ICHXOMOTOPHEIX PeaKiiuii (BO BpeMs TEpPaIlMH MO)XET BOSHHKATh I'OJIOBOKPYXEHHE).

B3anMozeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPeCTBAMH

BiugaHye npuMeHeHHs NPYTUX JEKapCTBEHHBIX CPEICTB HA PO3YBACTATHH

Hneubumoper mpancnopmuvix 6enxog: poO3yBaCTaTHH CBS3BIBAETCA C HEKOTOPBHIMH TPAaHCIIOPTHBHIMH
6enxamu, B yactHocTH, ¢ OATP1B1 u BCRP. ConyrtcTByrolnee NpMMEHEHUE TEKAPCTBEHHBIX CPEACTB,
KOTOpHIC SBISIOTCS HHTHOUTOPaMH 3THX TPAHCIIOPTHHIX OEIIKOB, MOXET CONPOBOXAATECS YBETHYCHHEM
KOHILIEHTPALlUK PO3yBAcTATHHA B ITa3Me U IOBBIIIEHHBIM PHCKOM Pa3BUTHUS MHONIATHH (CM. Tabnuiy 2).
Iuknocnopun: TpH ONHOBPEMEHHOM IIPMMEHEHMH po3yBacTaTHa H nmkiaocnopura AUC
po3yBacTaTHHa OBUIa B CpeIHEM B 7 pa3 BBINE 3HAYECHHS, KOTOPOE OTMEYalOCh Yy 3J0POBHIX
nob6poBonblieB (cM. Tabmumy 2). He Biamsger Ha IIa3MEHHYIO KOHIEHTPalUIO HHMKJIOCIIOPHHA.
Posysacratun-JI® nmpotuBonokasaH nanueHTaM, IPUHUMAIOIIIM IIUKIOCIIOPHH.

Hrnzubumopur npomeaswl eupyca ummynooepuyuma yenogexa (BHY): HecMOTps Ha TO, YTO TOYHBIH
MEXaHU3M B3aMMOJCHCTBHS HEU3BECTEH, COBMECTHEIM mpuéM HHrubutopoB mporeassl BUY moxer
OPHUBOJWTE K 3HAYMTENBHOMY YBEIMYEHHIO 5SKCIO3UIMM K poO3yBacTaTUHy (cM. Tabmuuy 2).
@apMakOKMHETHIECKOE HCCIENOBaHHE II0 OJHOBPEMEHHOMY IpuMeHeHHI0 20 MI' po3yBacTaTHHA C
KOMOMHHPOBAaHHBIM JIEKAPCTBEHHBIM CpEACTBOM, COZEPXKAIMM JBa HHrHOMTOpa mporeassl BUY
(400 mr nonuaaBupa/100 Mr puTOHABHpA) y 3XOPOBBIX JOOPOBOJBLER HPUBOJUIO K IPHUOIH3UTENBHO
IOBYKpPaTHOMY ¥ naTHKpaTHOMY YyBenH4eHHIO AUCp.24) B Cmax pO3yBacTaTHHa, COOTBETCTBEHHO.
[TosToMy OZHOBpEMEHHBI! IIPHEM PO3yBacTaTHHA M HHHOMTOpPOB mpoTteastl BUY He pekoMmeHmyercs
(cm. Tabnumy 2).

TI'em@ubposun u opyzue zunonunudemuyeckue cpeocmea: COBMECTHOE NPUMEHEHHE PO3yBacTaTHHA H
rempubpo3nIa MPUBOJUT K YBENHUYECHHIO B 2 pa3a MaKCHUMAJIbHOH KOHIEHTpallMd pO3yBacTaTHHA B
mia3Me kpoBu u AUC posysacratmHa. OCHOBBIBasSCh Ha JaHHBIX 10 CHEHNUPHUIECKOMY
B3aMMOJIEHCTBHIO, HE OXKHUIaeTCs (hapMaKOKUHETHIECKH 3HAYMMOro B3auMoeHcTBHs ¢ peHodpubpaTom,
BO3MOXHO (hapMaKOIUHAMUYECKOE B3aUMOICHCTBHE.

l'em¢pubposun, dexHodudpar, apyrue ¢uOpaThl U JIHIHICHWKAIOIIKE NO3bI HUKOTHMHOBOM KHCIIOTHI
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YBENMYABATA PUCK BO3HHKHOBECHHS MMONATHH IIPH OJHOBPEMEHHOM MPHMCHEHHM C HHrHOUTOpaMH
I'MI'-KoA-penyKkTassl, BO3MOXHO B CBA3M C T€M, YTO OHM MOTYT BBI3BIBATE MHOTIATHIO pu
NpUMEHEHHH B MOHOTepanmuu. IIpu OJHOBPEMCHHOM INpHEME pO3yBacTaTHHA C reM(buOpo3UIOM,
¢ubparamMy, HHKOTHHOBOH KHCJIOTOM B JIMITHACHIKAIOIIMX [03aX (6omee 1 r/cyr.) manuUeHTaM
PEeKOMEH/IYeTCs HadalbHast 103a JIEKAPCTBEHHOTO CPEJICTBA 5 MT, IPHEM B 103¢ 40 Mr mpoTHBOIIOKa3aH
IIpH COBMECTHOM Ha3Ha4YeHHH ¢ pubparamu.

Dsemumub: OTHOBPEMEHHOE NpHMEHEHHE po3yBacTaTHHa B Jo3e 10 Mr u s3etuMuba B noze 10 mr
conpoBoxaanocs ysemmueHneM AUC posyBacrariHa y IIaIMEHTOB C TUNEPXOJeCTepHHEMHER (CM.
Tabuuny 2). Hemp3s HMCKTIOYMTH yBEIMYEHHE DPHCKa BOSHMKHOBEHHs MOOOYHBIX addexToB H3-32
(hapMaKoIMHAMHUYECKOTO B3aMMOEHCTBHS MEXKIY PO3YBaCTATHHOM H 93€THMHOOM.

Anmayudvi. OTHOBPEMEHHOE NPUMEHEHHWE PO3YBACTATHHA M CYCIICH3HH aHTAIMIOB, COJCPXKAIIHX
MarHHs ¥ aJIOMMHHS THOPOKCHA, IPUBOIUT K CHIDKEHHIO IUIA3MEHHOHM KOHIICHTPAllHK pO3yBacTaTHHa
npumepro Ha 50%. JauHbii 3¢dexT BhIpaxeH crabee, ek aHTaMABl NPUMEHSIIOTCS Hepes 2 dgaca
1ocJie IpueMa po3yBsactaTuia. KiHndeckoe 3HaueHHE NOJ00HOI0 B3aUMOACHCTBHSA HE U3YJaJIOCh.
Opumpomuyun: OIHOBPEMEHHOE IIPHMEHEHHME pO3yBacTaTHHa M 3PUTPOMMIMHA TNPHBOMMT K
ymensimennio AUC posypacraruna Ha 20% 1 Cmax posyBactatia Ha 30%. [Tono6Hoe B3auMoeiCTBHE
MOXET BO3HHKaThb B pe3y/IbTaTe YCHICHHS MOTOPHUKH KHIIEYHHKA, BBI3BIBACMOI0 IPHEMOM
PUTPOMHUIIUHA.

Hzopepmenmovr yumoxpoma P450: pe3ynpTaThl WCCIEXOBAHMH in vivo M in Vvilro TOKa3amd, 4TO
PO3YBACTATHH He ABIIAETCA HM HHIMOUTOPOM, HE HHAYKTOPOM H3odepmenToB muroxpoma P450. Kpome
TOTO, PO3YBacTaTHH ABIAETCA caGeiM cyGeTpatoM i 3THX H3odepmeHToB. [loaToMy HE OXHIAETCA
B3aHMOIEHCTBHS PO3YBACTATHHA C JPYTHMM JIEKAPCTBEHHBIMH CPEJCTBAMH HA YPOBHE MeTabo/IH3Ma C
ydacTHeM H30(epMeHTOB LuToXpoma P450. He OTMeYeHO KIMHHYECKH 3HAYMMOIO B3aHMMOACHCTBHA
po3yBacTaTHHa ¢ durykonasosoM (uarabéuropoM usopepmentoB CYP2C9 u CYP3A4) u KeTOKOHA30/I0M
(uarudutopom u3odhepmerToB CYP2A6 u CYP3A4).

BzauMoneicTBHE C JIEKADCTBEHHBIMH CPEICTBAMH, KOTOpoe TpeOyeT KOPPEKIMK J03bI PO3YBACTATHHA
(cM. Tabauny 2)

Jlo3y po3yBacCTaTHHa ClleAyeT KOPPEKTHPOBATh NPH HEOOXOAUMOCTH €ro COBMECTHOIO INPMMEHCHHUA C
JNIEKAPCTBEHHBIMH  CPECTBAME, YBEIMUMBAIOIIMMM OKCIO3HIHIO K po3yBacTaTuhy. Crenyer
O3HAKOMHTECS C MHCTPYKIHEH IO MEIUIMHCKOMY IIPHMEHEHHIO 3THX JIEKApPCTBEHHBIX CPEICTB MEPEX
HX Ha3sHAYeHHEM COBMECTHO C PO3yBACTATHHOM. ECIIM 0XKHIAeTCs yBEIHYECHHE SKCIO3HMIHH B 2 pasa H
Gosee, HauanpHas [03a PO3yBacTaTHHA JO/DKHA COCTAaBJIATH 5 MI OJMH pa3 B CYTKH. Taxxke cieayer
KOPPEKTHPOBaTh MaKCHMAaIbLHYIO CYTOYHYIO J03y JIEKapCTBEHHOro cpeiactsa Posysacratun-JI® Tak,
YTOGBl OXKHIAaeMas SKCIO3MIMA K pO3yBacTaTHHY He INpeBblana TAaKoBYIO A Jo3el 40 M,
npuHEMaeMoil 0e3 OJHOBPEMEHHOrO Ha3HA4YeHHs JIEKapCTBEHHBIX CPEJICTB, B3aMMOJCHCTBYIOIIHX C
posyBacTaTuHOM. Hampumep, MakcuMallbHas CyTO4HAs [103a JEKapCTBEHHOTO cpesicTBa Po3yBacTaTuH-
JI® npu 0HOBPEMEHHOM IIPUMEHEHHH ¢ reMduOpo3unoM coctaisieT 20 Mr (YBEIHYEHHE IKCIIO3HIUH
B 1,9 pasa), ¢ putoHaBupoM/aTasaHaBupoM — 10 Mr (yBenrdyeHHe SKkcno3unuH B 3,1 pasa).

Tabnuna 2. BimsHHe comyTCTBYIONIEH Tepanuyu Ha SKCHO3ULUIO K po3yBactaTuHy (AUC, nanube
NpUBEJEHEl B NOpSAIKe yOBIBaHHs) — Ppe3yIbTaThl OMyOIMKOBAHHBIX KIMHHYECKUX

HCCIIeJOBaHHHI
Pexxum conmyTcTBylomeit Pesxxnm nnpuema HNsmenenne AUC
Tepanuu poO3yBACTATHHA pO3yBACTATHHA
Huxnonopun 75-200 Mr 2 pasa .
B CYT., 6 Mec. 10 mr 1 pa3 B cyT., 10 aueit VBenugenue B 7,1 pasa
Arasanasup 300 Mr/p MTOHABHD 10 mr OJHOKPATHO YBenuvenue B 3,1 paza
100 mr 1 pa3 B cyT., 8 nHEl
Cinverip eBP,I,p 150 mr 1 pas 10 Mr otHOKpaTHO VBenuuenue B 2,8 paza
CYT., 7 nHeH
Jlommaznp 400 Mr/prToRasHp 20 mr 1 pa3 B cyT., 7 nHEH VBenuuenue B 2,1 paza

100 Mr 2 pa3a B cyT., 17 nHelt
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Knonunorpen 300 MT
(Harpy3ouHast mo3a), 3areM 75

20 Mr OZHOKPAaTHO YBenmuueHue B 2 pasa

Mr uepe3 24 4

Iem¢ubpozun 600 mMr 2 pasa B 80 ML OHOKDATHO VBemauenne B 1,9 pasa
CyT., 7 IHEN

Ontpombonar 75 mMr 1 pa3 B 10 MT OHOKPTaHO VBemuuenye B 1,6 pasa
CyT., 10 nuei

Aapynasup 600 Mr/pHTOHVaBHp 10 mr 1 pa3 B cyT., 7 nHe# VBenuuenue B 1,5 paza
100 mr 2 pa3a B cyT., 7 JHEH

Tunpanasup 500 Mr/pHTOHaVBHp 10 Mr omHOKpaTHO VBenuuenue B 1,4 pasa
200 mr 2 pasa B cyT., 11 nue#t

Zponenapon 400 mr 2 pasa B Her manHbBIX VBenmuuenue B 1,4 paza
CYT.

Htp aroHasox 200 wmr 1 pas B 10 mr unu 80 Mr ogHOKpaTHO VBenuuenwue B 1,4 paza
CYT., 5 nHeH

I?;:;HMM 10mr 1 pas s cyr., 14 10 mr 1 pa3 B cyT., 14 nHe# VBenuuenue B 1,2 paza
(DocaMHpeHa?np 100 mr 2 pasa 10 Mr ogHOKpPaTHO be3 n3Menennit

B CYT., 8 mHel

Anernurazap 0,3 mr, 7nHei 40 Mmr, 7 gHeit be3 usMmeHenuit
CHHHMapmj 140 mr 3 pasa B 10 Mr omHOKpaTHO be3 usmenenuni

CYT., 5 nHel

(DeHOqM(Sp? T 67 mr 3 pasa B 10 Mr, 7 nHei be3 u3MeHeHmH

CyT., 7 nuel

PI/I(I)aI:'Il'II/IH 450 mr 1 pas B cyr, 20 Mr oZHOKpPATHO Be3 u3menennit

7 naei

KeTOKOHa39H 200 mr 2 pasa B 80 Mr omHOKpaTHO be3 n3amenenuit
_CyT., 7 nHeH

d)HyKOHaBOH., 200 mr 1 pas B 80 Mr otHOKpaTHO be3 u3menenuit

cyT., 11 nHei

spHTPOMHEmH 500 mr 4 pasa B 80 Mr ogHOKpaTHO Cuuxenne Ha 28%
CyT.,7 nHeH

?ZI;I:II:{EI;I;H 50 wr 3 pasa B cyT., 20 Mr OTHOKpPATHO CHuxenne Ha 47%

Biusaue o PHMCHCHHS pO3yBacTaTHHA Ha NPYIUE JEKAPCTBCHHBIC CPEICTBA

Anmazonucmer sumamuna K: xak u 11t apyrux HHruoutopos I'MI-KoA-penyKTassl, Ha4alo TepaIuH
PO3yBacTaTHHOM HJIM YBEJIHYEHHME 03Bl JICKAPCTBEHHOIO CpPEACTBA Yy MAUEHTOB, IOJyYalOUIUX
OJTHOBPEMEHHO aHTAaroHHWCTHl BuTaMuHa K (Hampumep, Bapdapun), MOXXET NPHBOIUTE K YBETHUCHHIO
Mexnynapomuoro Hopmanusosansoro Otnomenns (MHO). OTMeHa po3yBacTaTHHA M CHIDKEHHE
JI03BI JICKAPCTBEHHOIO CpPEACTBA MOJXET IPHUBOAMTL K yMeHbileHnro MHO. B Takmx ciydasx
pexkomMenayercs KoHTpoias MHO.

Iepopanvrvie xonmpayenmussl/20pMoHo3aMecmumensras mepanus; OIHOBPEMEHHOE NPHMEHEHHE
po3yBacTaTHHA M IEPOPAIBHBIX KOHTpauenTtuBoB yBenuuuBaeT AUC stuammactpaguona u AUC
HoprecTpena Ha 26% ¥ 34%, COOTBETCTBEHHO. Takoe yBeIMueHYe TIa3MEHHOH KOHIIEHTPAMH JIOJDKHO
YYUTBIBATHCS IIPH NMOAOOPE O3B! MEPOPANBHBIX KOHTPAUEHTHBOB. DapMaKkOKMHETHYECKHE JAHHEIE 110
OTHOBPEMEHHOMY NPHMCHEHHMIO pO3yBacTaTMHa M TOPMOHO3AaMECTUTEIBHON Tepalue OTCYTCTBYIOT,
CJIEIOBATEbHO, HEINb3s MCKIIOYMTh aHAJIOTMYHOro 3¢ ¢eKTa 1 Npyu NIPUMEHEHHH NaHHOTO COYETaHHS.
Onmnako momo6Hast KOMOMHALHMS IIMPOKO TIPMMEHAIAch BO BpeMs MPOBENCHHS KIMHHYECKAX
HCCIICIOBAHUH M XOPOIIO NEPEHOCUIIACH MAIlHEHTAMH.

Jlpyrue nexapcTBEHHbIE CPENCTRA:

Huzoxcun: He 0XUACTCS KINHAYECKH 3HAYMMOTO B3aUMO/IEHCTBHS PO3YBaCTaTHHA C JUTOKCHHOM.
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o Hhpwiend Mrmgerones

Dy3udo6as KUcnoma: WMCCNEIOBaHHH MO HM3YIEHWIO B3aMMOJCHCTBHA p&iymr@jﬁﬁgadx,’.”Qiys‘ﬁiibtofl
KHCIIOTHI He IIPOBOAMIOCK. Kak U IpH mpreMe ApYTUX CTaTHHOB, ObLIH TIONYJEHE! TOCTMAPKCTHHIOBEIC
cOODIEHH S O CTy4asX pabJOMHOJIA3a IPH COBMECTHOM MPHEME PO3yBACTaTHHA M (y3HI0BOM KHCIOTBL
TakuMm 06pa3oM OIHOBPEMEHHOE MPHMEHEHHE pO3yBacTaTHHa H (y3HMJOBOM KHCIOTHL HE
pekoMenayerca. Heobxomumo mpucTaneHO Habmoxate 3a nanuentamu. Ilpu  HeoOGXOAUMOCTH,
BO3MOKHO BpEMEHHOE IPEKPalllcHHE [TPHEMa pO3yBacTaTHHA.
eT’

WccnenoBaHus JTE€KapCTBEHHOIO B3aMMOJEHCTBHA IPOBOAWINMCH TOJBKO HAa B3POCHBIX MAlMEHTaX.
Crenenp B3auMOJENCTBHS PO3yBACTATHHA C JPYTUMH JIEKAPCTBEHHBIMH CPEICTBAaMH IPH NIPUMEHEHHH Y
JieTed He U3BECTHA.

YcaoBus XxpaneHus
B samuienHOM OT BlIary M cBeTa MecTe IpH TeMnepatype He Boime 25 °C.
XpaHUTH B HENOCTYIIHOM JUIA I€Teif MecTe.

Cpok rogHocTH
3 roga.
He ncrnons30BaTh 110 HCTEUEHHH CPOKA FOJAHOCTH, YKA3aHHOTO Ha YIIAKOBKE.

YnakoBka

Ho3uposku 40 mr, 20 Mr: o 10 TaGneToK, MOKPHITEIX 060I0YKOM, B KOHTYPHOU SYEHKOBOM YIaKoBKe.
ITo Tpu KOHTYpHBIE SYEHKOBbIE YIIAKOBKH BMECTE ¢ MHCTPYKIHEH [0 MEIMIMHCKOMY IPHMEHEHHIO B
IavKe U3 KapTOHa.

Jlo3uposku 10 mr, 5 mMr: mo 10 wm 15 TaGieToK, MOKPHITHIX 00OJIOYKOM, B KOHTYPHOM S4EHKOBOM
ynakoBke. Ilo 1Be KOHTypHBIE SYEHKOBEIE YTIAKOBKH BMECTE€ C HHCTPYKIHEH 10 METHIMHCKOMY
IIPMMEHEHUIO B IT1aYKe U3 KapTOHA.

YcnoBus oTmycka
Ilo penenty.

HNndopmanus o mpoussoguTelie

COOO «Jlexdbapm», Pecmybnuka Benapycs, 223141, r. Jloroiick, yi1. Musckas, 1. 2a/4
Ten./daxc: +375 1774 53 801, www.lekpharm.by
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