CocrTaB

Oeticmsyrwuw,ee seu,ecmao: rosuvastatin;
1 TabreTka comepKUT po3dyBacTtaTuHa 20 MI B Buae po3yBacTaTuHa Kanbuusg 20,80 mr;

gcnomMozameibHble 8eu,ecmad: 1akTo3a, LeJUIijIo3a MUKPOKPUCTaJJInYecKas,
Kanbius rugpodocdaTt, KpOCIOBUOOH, IOBUI0OH, MarHus cTeapar, onaapai II 85F
PO30BHIM.

JIekapcTBeHHas1 GpopMa

TabneTKu, MOKPHITHIE TIJIEHOYHOU 000JI0YKOM.
OcHoOBHble (pu3uKko-xumuyeckue ceolicmaa: TableTKu KPYyTJioi (OPMEI C
OBOSIKOBBIITYKJION ITOBEPXHOCTHIO, TOKPHITHIE IIJIEHOYHOM 000JI0YKOM PO30BOTO IIBETA.

dapMakoTepaneBTHYECKasi IpyIimna

lunmonunugeMmuYecKue CpencTBa.
Nuruburtopsl [ MI'-KoA-penykTa3nl. Po3yBactatun. Kog ATC C10A AO07.

®dapMaKOOUHaAMHUKa

Po3yBacTaTuH - 3TO CEJIEKTUBHBIN U KOHKYPEeHTHBINM HHruoutop ['MI'-KoA-penyKTasHi,
(bepMeHTa, onIpenensionlero CKOPOCTh peaKIluu U ImpeBpaiaeT 3-TUOPOKCHU-3-
METUJITIyTapuil KopepMeHT A B MeBaJIOHAT, IIPeAIIeCTBEHHUK X0JIeCTEePHUHA.
OCHOBHBIM MECTOM [E€MCTBHUS PO3yBacTaTHHA SIBJISETCS Ie4YeHb: OpraH-MUIIEHb O/
YMEHBIIIEHUS YPOBHS X0JIeCTEPHHA.

Po3yBacTaTuH yBenn4YMBaeT KOJIMYECTBO PELENTOPOB JIUIOIIPOTEUNOB HU3KOU
minoTHocTH (JITTHIT) Ha MOBEPXHOCTHU KJIIETOK IIeUeHHU, YCUJIMBas 3axBaT U KaTaboIu3m
JITIHTI, u mogaBnsieT IeYeHOYHBIM CUHTE3 JIMIIOIIPOTEUIOB OUYEHb HU3KOU IIJIOTHOCTHU
(JITIOHII), TakuM oOpa3oM yMeHbIlass obiiee KonudectBo yacTuil JITTOHIT u JITTHII.
JlekapCTBEHHOE CPEOCTBO CHUZKAET MOBHIIIEHHBIU YPoBeHb xonectepuHa JITTHIT (XC-
JITTHIT), ob1iero xonectepuna u tpurnuiepunos (TI') u moBHIIIaeT YPOBEHD
XOJIeCTepUHa JIUIOIIPOTEUNOB BEICOKOM IIOTHOCTHU (XC-JITIBIT). OH TakKe yMeHbIIaeT
ypoBeHb anunonporensa B (anmo), XC-wukak JITIBIT, XC-JITTOHII, TT-JITIOHIT u
ITOBHIIIIAET YPOBEeHb anumnonporenHa A-1 (amoA-M) (Tabmuia 1).

JlekapCTBEHHOE CPEACTBO TaKxXKe yMeHblIaeT cooTHoieHue XC JITTHIT/XC-JITIBII,
o6muit XC/XC-JITIBII, XC-aukak JITIBIT/XC-JITIBIT u cooTHoIleHue anoB/amoA-H.



Tabauua 1
OTBeT Ha {03y Yy MallMeHTOB C IIEPBUYHOU runepxonecrepuHemuen tuma Ila u IMb
(OTKOPPEKTUPOBAHO CPENHEINIPOLIEHTHOE U3MEHEHKE 10 CPABHEHUIO C UCXOOHBIM

YPOBHEM)
XC- SaramnpHuiXC- XC- aroA-
IHo3a N TT arnoB
JITTHIIXC JITIBI| ~ |meJITIBIII I
ITname6o|13|-7 -5 3 -3 -7 -3 0
5 17-45 33 13 |44 38 |4
35
10 17-52 36 14 '10-48 42 |4
20 17-55  |-40 8 ~ -51 46 |5
23
40 18-63 46 10 '28-60 54 |0

TepanesTuyeckuil 3pPeKT JOCTUTAETCA B TedyeHre 1 Hegenu mocjie Hadala
IpUMEHEHUS JIeKapCTBEHHOro cpeacTBa, 90% MakcuManbHOTo 3dpdeKkTa - uepes 2
Henenru. MakcuManbHBIN 3P(PeKT 0OBIYHO JOCTUTAETCS Yepe3 4 HeOenu u
IPOAOJIZKAaeTCS Oalbllie.

dapMaKOKHHETHKA

BcacwlsaHue

MaxkcuMarsibHasi KOHIIEHTpalusa po3yBacTaTUHa B Iy1a3Me KpoBu (C max) mocTUraeTcs
yepe3 5 4acoB [0CJIe IepOpaIbHOT0 IPUMEHEeHUA. BHOOOCTYIIHOCTEh COCTaBIIsAET
npuMepHO 20%.

PacnpeodeseHue

Po3yBacTaTuH B 3HQUUTEJILHOU CTEIIEHU 3aXBaThIBA€TCs IEe4YEHbIO, KOTOpas SABJISETCS
OCHOBHBLIM MECTOM CHHTe3a XoJjiecTepuHa u KinupeHca XC JITTHII. O6beMm
pacopepeneHus po3yBacTaTuHa cocTaBisgeT npuMepHo 134 1. Okomno 90%
po3yBacTaTUHA CBSI3LIBAETCS C OeJIKaMM IIJIa3MbI KPOBH, ITPEUMYIIIECTBEHHO C
aTbOYMUHOM.



Memaboausm

Po3yBacTaTUH UCIILITHIBAET HE3HAYUUTENIbHOT0 MeTabomu3ma (mpumepHo 10%).
HccnemoBanue MeTabonu3My in vitro ¢ uCIiosib30BaHUEM TeIlaTOIIMTOB YeI0BeKa
CBUIETENBCTBYIOT, YTO PO3yBaCTaATUH ABJISIETCS clabbiM CyOCTpaTOM OJIisd
MeTabonr3Ma Ha OCHOBe (pepMeHTOB IuToxpoMa P450. OCHOBHBIM 3aleliCTBOBAHHBLIM
usopepmentoM sansgercss CYP2C9, HeCKOMbKO MeHBIITYIO ponb urpatwt 2C19, 3A4 u
2D6. OCHOBHBLIMHU OTIpeIeleHHBIMH MeTab0IuTaMu SIBJISIOTCS N-IeCMETUJIOBLIN U
JIAKTOHOBBIE MeTabonMuTH. N-gecMeTus-MmetabonuT npuMepHo Ha 50% MeHee aKTHBEH,
4yeM po3yBacTaTHH, TaKTOHOB MeTa0O0JIUT CUMTAEeTCSI KJIMHNYECKU HeaKTUBHEIM. Ha
po3yBacTaTuH nmpuxoguTcs 6onee 90% aKTUBHOCTHY LUPKYIUPYIOIIEro MHTUOUTOPa
I'MI'-KoA-penyKTas3Hl.

Bwvigod

[TpumepHOo 90% mO3BI pO3yBacTaTHHAa BEIBOOUTCS B HEU3MEHEHHOM BUE C KaJlOM
(BMecTe 3aBsI3HYB U HEBCMOKTaHa [EMCTBYIOIIee BEIeCTBO), a OCTaJIbHOE BEIBOOUTCS C
Mouou. [IpuMepHO 5% BHIBOOUTCS C MOYOM B HEM3MEHEHHOM Bume. [lepuop
MIOJIyBbIBEAEHUS U3 IIJIa3Mbl COCTaBJIAET IPUMEPHO 19 YacoB U He yBeJIMYUBAETCS IIPU
MOBHIIEHUHU O03bl. CpenHee reoOMeTPUUYECKOEe 3HaUYeHUe KIIMPeH ca JIeKapCTBEHHOT' O
CpeacTBa M3 IIJIa3Mbl KPOBHU COCTaBisieT npuMepHO 50 11/4 (KoappuiineHT Bapualuy -
21,7%). Kak u B ciiy4yae NpuMeHeHUs Opyrux uHruoutopos ' MI'-KoA-penyKTasHi,
ImedYeHOYHas 3aXBaTa po3yBacTaTHUHA IIPOUCXOOUT IIPU Yy4aCTUXU MeMOpPaHHOTO
TpaHcnopTepa OATP-C, KOTOpBIM UTrpaeT BaKHYIO POJIb B I€YEHOYHOU 3JIMMUHAaIUNU
po3yBacTaTHHa.

JIuHeliHOCMb

CucteMHas 9KCIIO3UIIMS PO3yBacTaTUHA YBEIUYNBAETCS ITPOIIOPIIMOHANIbHO no3e. [Ipu
MHOTOKPATHOM €3KeTHEBHOM ITPUMEHEeHUN NapaMeTphl papMaKOKMHETUKHY He
U3MEHSIOTCS.

Ocobble 2pynnbl nauUueHmos

Bospacm u noa

He Habmromanoch KIMHUYECKH 3HAYUMOTO BIIMSHUS BO3pacTa WM II0Jia Ha
(papmMakOKMHETUKY pOo3yBacTaThHa y B3pOCibX. PapMaKOKMHETHUKA pO3yBacTaThHA Y
meTel U MOOPOCTKOB C T€TEPO3UTOTHOM CEMEMHOM I'UIIepxXoIecCTepUHeMUeln Oblia
rmomoOHa TaKOBOM Yy B3POCHBIX MOOPOBObIeB (cM. Pasmen «[IeTu»).



Paca

HUccnepoBanus papMakKOKMHETUKN 00HAPYKUJIH, UTO Yy ITAllueHTOB MOHTOJIOUIHOMN
pacsl (ANOHIIeB, KUTaulleB, GUIUIININHIEB, BbeTHAMIIEB U KOPEUIEB) MeOUaHHEIE
3HAYEeHHUS MOIIOIIaau IMog KPpUBOU «KOHIeHTpalusa-BpeMsa» (AUC) u Cmax mpuMepHO
BIBOE€ BHIIIIE, 4YeM Y IIPEeOCcTaBUTeJIe eBPOIIEOUOHOU pachl; y UHAYCOB MeqUaHHEIEe
3HaueHuss AUC u Cmax NOBHIIIIEHE NpUMepPHO B 1,3pa3a. AHanMu3 MONyIsLIIMOHHOU
(bapMaKOKMHETUKU HE BBIABUJI KJIMHUYECKY 3HAYMMBIX PA3/INYNU MeXOy NalveHTaMu
€BPONEeONOHON U HETPOUOHOM pac.

HapyweHue ¢pyHKUUU nouek

B nccnegoBaHuu ¢ ydacTueM HallMEHTOB C Pa3/IMYHOU CTEIEHbI0 HapyLIeHU
GyHKILIMY MOYEK N3MEHEHUM MIa3MeHHBIX KOHIIeHTpalluil po3yBacTaTuHa uiu N-
oecMeTusI-MeTaboIuTa y JIUI CO cJ1ab0M MIu YMEePEeHHOM HeIOCTaTOYHOCThIO
OTMeYeHO He OBIJIO. ¥ MalueHTOB C TAXKeJIbIMU HapyIIeHusIMU QyHKIIUYU TOYeK
(kmupeHCc KpeaTuHUHa <30 MJI/MUH) IIJTa3MeHHBIe KOHIIEHTPallii po3yBacTaTUHa
Ooninu B 3 pa3a, a ypoBHU N-mecMmeTus-metabonuTta B 9 pas BhIllle, YEM Y 30OPOBBIX
noOpoBOIbIlEB. PAaBHOBECHEIE IIJITa3MEHHBIE KOHIIEHTPAIIUM PO3yBacTaTUHA y
MaleHTOB, HaXOOsAIUXCS Ha reMoauanuse, Obliu npuMepHo Ha 50% BrIlIe, YeM y
3[OPOBBIX TOOPOBOJIBIIEB.

BoavHble ¢ neueHOUYHOU HedoCcmamoYyHOCMbHO

Y G0onbHBIX C pa3HOU CTENEHbIO TeYeHOYHOU HEeJOCTAaTOYHOCTHU C OanioM 7 U HUXKe 10
mKane Yaung-I1bi0 He BRISIBJIEHO YBEIMYEHUS IIePUoIa ITOTyBEIBEOEHU T
po3yBacTaTuHa. OmMHAKO Y IAIllMEeHTOB C OlleHKOoM 8 u 9 6amnnoB mo 1mkasne Yaung-ITeo
OBIJIO OTMEYEHO yIOJIMHEeHNe ITepruoaa IoTyBEIBEIeH!sI IPUMEPHO B 2 pa3a I10
CPaBHEHUIO C aHAJIOTUYHLIM II0Ka3aTeJjieM Y NallieHTOB C HU3KMMHU ITOKa3aTeIsIMHU 110
mkasne Yaung-I1eio. OObpIT IpUMeHeHUs po3yBacTaTHHa y NallMeHTOB ¢ 0ajioM BHIIIE
9 o mkane Yauna-IIe0 OTCyTCTBYET.

I'enemuyueckuu noaumopgu3m

Pacnpepnenenue uarudbutopoB 'MI'-KoA-penykTa3bl, B TOM YUCJIe PO3yBaCTaTUHA,
ITPOUCXOOUT C ydacTueM TpaHcrnopTHBIX 6e1koB OATP1B1 u BCRP. V maiiueHToB C
reHetnyeckuM nonumopduamom SLCO1B1 (OATP1B1) u / unu ABCG2 (BCRP)
CyILLleCTBYEeT PUCK IIOBHIIIEHHOU 3KCIIO3UlMM po3dyBacTtaTtruHa (AUC). B oToenbHBIX
cnydasx nmonuMmopdusma SLCO1B1 ¢.521CC u ABCG2 c.421AA 3KCIO3UIUS
po3yBacTaTUHAa MOBHIIIEHHas 10 cpaBHeHUIO ¢ reHoTunamMu SLCO1B1 ¢.521TT unu
ABCG2 c.421CC. CneuuanbHOe TeHOTUIIMPOBAHNE B KJIMHUYECKOU IIPAKTUKE He



MIPENYCMOTPEHO, HO IallieHTaM C TaKUM ITOITUMOPGU3IMOM PEKOMEHIYETCS
MIPUMEHSTh MEHBIIYIO 103y JIeKapCTBEHHOT' 0 CPEeACTRBa.

Iemu

dapMakKOKHHETHYECKUE ITapaMeTpPHL y geTel B Bo3pacTe oT 10 mo 17 net ¢
reTepPO3UTrOTHOU CEMENHOU I'HIlepXx0JjieCTepUHEMUEN IIOJIHOCThIO He OIpeesiIeHHL.
Heo6omnbimioe uccnemoBanue papMakKOKMHETUKHU po3yBacTaTuHa (B dopMe TabIeToK) C
y4yactueM 18 manueHTOB OeTCKOro Bo3pacTa mmoka3saso, 4To AUC j1eKapCTBEHHOI'O
cpencTBa y geTeit mogobHa AUC y B3pOCIBIX ITAllMEeHTOB. TakXKe pe3yabTaThl
CBUOETENbCTBYIOT, YTO 3HAUUTEJIbHBIX OTKJIOHEHUU IIPOIOPLMOHAIbLHO J03aM He
0XKUaeTcCs.

IToxka3aHus

JleueHue 2unepxosecmepuHemuu

Bapocneim u geTsam ctapiie 10 s1eT ¢ IepBUYHOU runepxonecrepunemuen (tu Ila, B
TOM YHCJIE€ C TEeTEPO3UTOTHOM CEMEWHOM TUIlepX0ojieCTEPUHEMUEN) UIU CMEIaHHON
oucnunugeMmued (tun IIb) kak momosHeHHe K gueTe, Korga CoOIoeHe JUeThl U
NpUMeHeHNe OPYTUX HeEMeONKaMeHTO3HLIX CPEeACTB (HanpuMmep, GusndecKux
yIpaXHeHNM, CHU2KEeHNWEe MaCCHI Tejla) SIBISEeTCS HeJOCTaTOYHBIM.

[Tpy TOMO3UTOTHON CEMENHOM TUIIePX0JIeCTEPUHEMHUHU KaK OOIIOJTHEHUE K JUeTe U K
OPYTUM TUIIOJIUIIUAEMHAYECKMM CpeACcTBaM jieueHus (Hanpumep, adeped JIITHII) unnu
B CcJIy4yae, KOIrfla TaKoe JieueHHe SIBISIETCS HEyMECTHBIM.

ITpopunakmuka cepdedHo-cocyOucmuix HapyweHuu

[TpepoTBpallleHre 3HAYUTEIbHBIX CEPOEYHO-COCYOUCTRIX HaPYIIIeHUN y ITallieHTOB,
KOTOPHIM I'PO3UT BHICOKUU PUCK IEPBOTO CiIy4Yasi CEpAedYHO-COCYIUCTOTO HapyIIeHUs,
B IOIIOJIHEHME K KOPPEKLNU APYTrux (aKTOPOB PHUCKaA.

HpOTHBOHOKa3aHHH

e 'UIIEepYYBCTBUTENBHOCTh K PO3YBACTAaTUHY UJIM K JTIOOBIM APYTUM KOMIIOHEHTaM
JIEKapCTBEHHOT'O CPECTBa;

e 3aboJieBaHUS MeYeHHU B aKTUBHOM (pa3e, B TOM YHCJIe CTOMKOE IOBLIIIIEHUE
CLIBOPOTOYHBIX TPAHCAMMHA3 HEM3BECTHOM 3THOJIOTUU U 1I000€ ITOBHIIIIEHHE
TpaHcaMMWHa3 B CLIBOPOTKE, YTO B 3pa3a MPEBHIIIAET BEPXHIOIO IT'PAaHUITY HOPMHEI;

e Tsaxenble HapylleHUs QYHKIUU HO4YeK (KIUPEeHC KpeaTHHUHA <30 MJI/MUH);



e Muomnatus;

e OOHOBpPEMEHHOE NPUMEHEHNE C [TUKIOCIOPHUHOM;

e ITepuon 6epeMeHHOCTH UM KOPMJIEHUS T'Pyabio. JIeKapCTBEHHOE CPENICTBO
IIPOTUBOIIOKA3aHO XKEeHIUHAM PENPOayKTUBHOTIO BO3pacTa, He HUCIIOIb3YyIOIINM
Hajexalllye CpeacTBa KOHTPallellnu.

IIo3a 40 Mr mpoTHUBONOKa3aHa NallieHTaM C IIPeapacIioioKeHOCThIO K
MuonaTtuu/pabgomuonusy. K ¢akTopaM prcKa MOTYT IpUHAAJIEKaTh:

e HapylleHHe QYHKIIUUA ITIOUYEK YMEPEHOU TSAXKeCTH (KJIUPEeHC KpeaTUHUHA
<60MJI/MUH);

e TUIIOTHUPEO3;

e Ha/JIMYMe B UHOWUBUOYAJIbHOM HJIM CEMEMHOM aHaMHe3€e HacCJIeICTBEeHHBIX
MBIIIIEYHEBIX 3a00JIeBaHUH;

e Ha/JIM4YMe B aHaMHe3e MUOTOKCUYHOCTH, BLI3BAHHOU IIPUMEHEHUEM OPYTUX
uHruoutopoB 'MI'-KoA-penykTa3sl unu pudbpatamu;

e 3JI0yTNIOTPEOIEHNE alIKOTOJIEM;

e CUTYyaIlMM, KOTOPbIE MOT'YT IMIPUBECTH K ITOBHIIIIEHUIO KOHIIEHTPAIIUU
po3yBacTaTUHA B MJla3Me KPOBH;

e IPUHAAJIEKHOCTD ITAIIMEHTOB K MOHT'OJIOUTHOM pace;

e CONYTCTBYIOIIee IpuMeHeHue GpubpaToB (CM. pa3mesibl «BaauMomencTBue C
OPYTUMHU TeKapCTBEHHBIMHU CPEACTBAMU U APYTrue BUOLI B3aUMOIOENCTBUN» U
«OCco0eHHOCTU IPUMEHEHUST»).

B3auMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEICTBAMH H [Pyrue BUObI
B3aMMOIEeHUCTBUHA

HHeubumopbl mpaHcnopmubix 6e1Ko8

Po3yBacTaTuH sIBIsIeTCS CyOCTPATOM OJISI HEKOTOPHIX TPAHCIOPTHRIX OE/IKOB, B TOM
4ucJie Ie4eHOYHOoro TpancnopTepa 3axBaTa OATP1B1 u s dmaokcHOro TpaHCcmopTepa
BCRP. OgHOBpEeMeHHOE IPUMEHEHNE JIEKapPCTBEHHOI'O CPEeACTBa C IpelnapaTaMy,
YTHETAIONINMU 3TU TPAHCIOPTHLIE OEJIKM, MOXKET IPUBOOUTD K MOBBIIIIEHUIO
KOHIIEHTPAallMM po3yBacTaTHHA B IIJla3Me KPOBU U YBEJIMUEHUIO PUCKa MUOMATUHU (CM.
pa3nernsl «B3auMomencTBre C OPyruMU JIEKapCTBEHHBIMU CPeACTBaMHU U OPYyTrue BHAOHI
B3auMopeucTBui», «OCOOeHHOCTU TPUMeHeHusI», «C1ocod IMPUMEHEHUS U TO3BI»,
Tabmnuiy 2).

ITukaocnopuH




B nmepuop coBMecTHOro npuMeHeHust 3HaueHuss AUC po3yBacTaTHHa OBIJIM B CpegHEM
IIPpUMEPHO B7 pa3l BHIIIE, YeM Te, KOTOPhle HalJIIo[aauch ¥ 3MOPOBLIX TOOPOBOJILLIEB
(cm. Tabmuiy 2). JIekapCTBEHHOE CPEICTBO MPOTHUBOIIOKA3aHO IallieHTaM, KOTOPhIe
OOHOBPEMEHHO IIPUMEHSIOT IIUKJIOCHOPUH (CM. pa3nen «[IpoTuBOIOKa3aHUA»).
OOHOBpEMEHHOE IIPUMEHEHUE He BIIUAJIO Ha KOHIIEHTPAlMIO IIUKJIOCIIOPKUHA B IIJ1a3Me
KPOBH.

HH2ubumopwvl npomeasbl

XOTsI TOYHBIM MeXaHN3M B3aMMOJENCTBUS HEU3BECTEH, COIIYTCTBYIOIee IPUMEHEHNE
MHTUOMTOPOB MPOTEeas3hbl MOXKET 3HAUUTENbHO yBenmunuBaTh AUC po3yBacTaTUHa (CM.
Tabnuuy 2). Hanpumep, B uccienoBaHuu (papMaKOKMHETUKN OOHOBPEMEHHOE
npuMeHeHue 10Mr po3yBacTaTiHa U KOMOMHUPOBAHHOTO JIEKAPCTBEHHOI'O CPENCTBA,
comep:kallero aBa uHruoutopa nporeasnl (300 mMr atasanaBupa/100 M puTOHaBUPA),
Yy 3I0POBBIX HOOPOBOIIBIIEB CONTPOBOXkKOanoch mopwimenrneM AUC u Cmax
po3yBacTaTUHA IPUMEPHO B 3 ¥ /pa3 COOTBETCTBEHHO. OMHOBPEMEHHOE IIPUMEHEHUE
JIEKaPCTBEHHOT'O CPefCTBa ¥ HEKOTOPHIX KOMOMHAIINYN HHTUOUTOPOB IMIPOTEea3kbl
BO3MOXKHO ITOCJI€ TIIaTeJIbHOT0 OOOyMBIBAHUS KOPPEKIIMU 03I JIeKapCTBEHHOTO
CpencTBa, ucxoms u3 oxugaeMoro pocta AUC po3yBacTaTHHa (CM. pa3mesbl
«B3aumMopmencTBUe C APYT¥MMHU JIeKapPCTBEHHBIMU CPENCTBaMU U OPyTryUe BUIBI
B3auMopencTBuii», «OCoOeHHOCTU IpUMeHeHUs », «C1oco0 IpuMeHeHUs U TO3EI»,
Tabnuiy 2).

I'em@pubposus u Opyaue 2unosunudemuyeckue cpedcmad

OnHOBpEeMEHHOe ITpUMEeHeHNe po3yBacTaTuHa U reMpudpo3usia IPUBOOUIIO K POCTY
AUC u Cmax po3yBacTaTuHa B 2 pa3a (cM. pa3men «OcoO0eHHOCTU IPUMEHEHUSI»).

CornacHO OaHHBIM CIleIMaJIbHBIX UCCIIegOBaHNM, (PapMaKOKUHETUYECKN 3HAUUMOT O
B3auMOfeuCcTBUs C peHopudpaToM He 0KUAAETCS, OJHAKO BO3MOKHO
dbapmakoguHaMudeckoe B3aumopericteue. 'empudbposun, denodpudbpar, apyrue
¢dubpatel (= 1 r/CyTKH) yBEMIUUYNBAIOT PUCK MUONATUM IIPHU OOHOBPEMEHHOM
npuMeHeHuu ¢ uHruoutopamu I'MI'-KoA-penykTa3sl. [Jo3a 40 Mr mpoTHUBOIIOKa3aHa
IIPU COMYTCTBYIOIIEM ITpUMeHeHun ¢GudpaToB (cM. pa3gesbl «[I[poTUBOIIOKa3aHUSA» U
«OcobeHHOCTU TPUMEHeHUA»). TaKuM nalnreHTaM TaKXke CllefyeT HauuHaTh Tepaluio
C OO3BI b MT.

3emumubd



OnHOBpeMeHHOe ITpUMeHeHue po3yBacTaTuHa B go3e 10 Mr u a3etumuba B go3e 10 mr
nalueHTaM C TUIIepXoJjiecTepuHeMueu npuBoauio K pocty AUC po3yBacTtaTtuHa B 1,2
pa3a (cM. Tabnuny 2). Henb3st ucknodaTh GpapMaKOANHAMHUYECKOI 0 B3aUMOOENCTBUS
MeXK[y PO3yBaCTaTUHOM M 33€TUMUOOM, UTO MOXKET ITPUBECTHU K HeKeJlaTeJIbHbBIM
siBlieHusIM (cM. pa3nen «OcoOeHHOCTU IPUMEHEHUSI»).

AHmMauuoHble npenapamebl

OpmHOBpEMEHHOE IpUMeEHEHHEe POo3yBacTaTUHA U CYCIIEH3UH aHTaIluOHOTO
JIEKApPCTBEHHOT'0 CPEeaCTBa, CoOmepKallero ruAPOKCHU[ aTIOMUHUS UM MaTrHUS,
CHHUKaeT KOHILIeHTpalMio po3yBacTaTUHa B MJia3Me KpPoBU Ha 50%. IToT apdekT
MeHee BbhIpaXeH B cjlyyae MpUMeHEeHUsI aHTalluOHBIX CPeACTB Yepe3 2 Jaca IIocie
MpUMeHeHUs po3yBacTaTuHa. KnmmHUYecKass 3HaUMMOCTh 3TOTO B3aUMOLENCTBUS He
u3ydasnach.

IpuUMpoOMUUUH

OpmHOBpeMeHHOe IpUMeHeHNe JIeKaPCTBEHHOI0 CPeiCTBA U 3PUTPOMUIIMHA CHUKAJIO
AUC poayBactaTtuHa Ha 20%, a Cmax — Ha 30%. 3T0o B3auMOJelCTBUE MOXKET OBITh
BBI3BAHO YCUJIEHHOU II€PUCTAJIbTUKOMN KUIIeYHNKa BCJIEACTBUE OEUCTBUSA
SPUTPOMHUIINHA.

dy3uduesas Kucioma

[TpuMeHATH PO3yBaCTaTHUH B COYETAaHUU C Py3UAUEBOM KHUCIIOTOM HE PEKOMEHOYETCH.
Coob11anock 0 cinydasx pabmoMuonm3a (B TOM YHCIIe C IeTaJIbHBIM MCXOMI0M) Y
MalMeHTOB, IMOJIyYaBIINX 3Ty KOMOMHANMIO. Ecliu cucTeMHOe IpUMeHeH1e
dby3unmeBo KMCIOTH HEOOXOAMMO, JIedeHle PO3yBaCTaTUHOM KeJlaTeJIbHO
IpPEeKpPaTuTh B TeUEHHE BCETO CPOKa JiIeueHUs Py3uareBOu KUCIJIOTOM.

dPepmeHmul uumoxpoma P450

PesynbTaThl UCCIeqoBaHUMIN Vitro uin vivo CBUOETEIBCTBYIOT, YTO JIEKAPCTBEHHOE
CPe[CTBO He UHTUOUPYET U He CTUMYJIUPyeT u3odepMeHTH rmutoxpoma P450. Kpome
9TOT'0, PO3YBACTATUH SIBJISIETCS CclabbiM cyOCcTpaToM 3TUX U30pepMeHTOB. [ToaTomy
B3aMMOOEMNCTBUS C JIeKapCTBEHHBIMHU CPEACTBAMU B pPe3yIbTaTe MeTabosmu3ma,
onocpenoBaHHoro P450, He oxxupaeTcs. He Habmoganoch KIIMHUYECKU 3HAUYUMBIX
B3aMMOAENCTBUMN MeXKAYy PO3yBacTaTUHOM M (QyKoHa30si0M (uHrubutopom CYP2C9 u
CYP3A4) unu ketokoHa3onoM (mHTHOUTOPpOM CYP2A6 1 CYP3A4).



Bsaumodetlicmsusi, mpebyrujue koppekuuu 0o3bl po3ysacmamuHd

[Tpu HeOOXOOUMOCTU IPUMEHEHUS PO3yBacTaTUHA C APYTUMHU JIEKAPCTBEHHBIMU
cpencTBaMu, ciocoOHBIMU IOBHIIIaTh AUC po3yBacTaTuHa, 003y JT€KapCTBEHHOTO
CpencTBa HY2KHO CKOppeKTupoBaTh. Eciiu oxxupgaetcs, yTo AUC po3yBacTaThHa
BO3pacCTeT NPUMEPHO B 2 unu 6ojiee pa3, IpuMeHeHVe CliefyeT HauuHaTh C JO3Bl 5 MT
1 pa3 B cyTku. MakcumaybHyI0 CYTOYHYIO J03Y PO3yBacTaTHHA CJIeayeT
CKOPPEKTUPOBAaTh TaKUM 00pa3oM, 4ToOH oxkupgaeMass AUC po3yBacTaTuHa He
npestinana AUC, KoTopast oTMeYaeTCs ITpu IIpueMme go3bl 40Mr/cyTKu 6e3
NIpUMEHEHUS IpenapaToB, B3aUMOAENCTBYIOIINX C JIEKAPCTBEHHBIM CPEACTBOM;
HaIMIpUMeD, IIpU IpUMeHeHuu ¢ reMpuOpo3uIoM J03a po3yBacTaTUHa cocTaBUT 20 Mr
(yBenuueHue skcno3uuuu B 1,9 pasa), mpu npuMeHeHUY C KOMOMHaUuen
puToHaBUp/aTazaHaBup - 10Mmr (yBenuueHue B 3,1pa3a), Ipu OODHOBPEMEHHOM
IPUMEHEHUN C IIMKJIOCIOPUHOM - SMT (yBenudeHue B 7,1 pasa).

Tabauua 2

BnusHue COIIYTCTBYIOIIIUX JIEKAPCTBEHHLBIX CPEACTB Ha 3KCIIO3UIHUIO PO3yBaCTAaTHHaA

(AUC; B mopsinke yOBIBaHUS BEJTUYUHEI)

Pexum JO3HUPOBAHUSA

Pexum

JIEKApPCTBEHHOI'O HNU3menenusa AUC
OO3WPOBaHUS

CpencTBa, KoTopoe po3yBacTaTuHa *
po3yBacTaTUHa

B3aMMOJEUCTBYET

LIukiocnopuH OT 75
MrI 2 pa3a B cyTKu 10 |10 mr 1 pa3 B

. T 7,1 pasa
200 mr 2 pa3a B cytky, 10 gHEen
CyTKH, 6 Mecs1eB
AtaszanaBup 300
mr/putoHaBup 100 |10 mMr, ogHOpPa3oBas
T 3,1 pasa
Mmr 1 pa3 B cyTku, 8 |mo3a
oHen
Cuwmernpusup 150 mMr
10 Mr, omgHOpPa3oBas
1 pa3 B cyTKkH, 7 T 2,8 pasza

mo3a

oHen



Jlonuunasup 400
mr/putoHasup 100

20 mMr 1 pa3 B

. T 2,1 paza
MT 2 pasa B CYyTKH, |CYTKH, 7 OHeH
17 oHen
Knonupgorpen 300 mr
OZHOpa3oBasd
20 Mr, omHOpa3oBas
Harpy3oy4Has [03a, T 2,0 pasu
no3a
3aTeM /5 MT B
TedeHue 24 4acos
F'emdpudbpos3un 600
80 mr, ogHOpa30Bas
MI' 2 pa3a B CyTKH, 7 T 1,9 pa3za
. no3a
oHeu
Ontpombomnak 75 Mr
10 Mr, omgHOpPa3oBas
1 pa3 B cyTKH, 5 1T 1,6 pa3za
B mo3a
oHeu
HapyHasup 600
mr/putoHaBup 100 |10 mr 1 pa3 B
. T 1,5 pasa
MI 2 pa3a B CyTKH, 7 |CYTKH, 7 OHEU
oHel
Tunpanasup 500
mr/putonasup 200 |10 mr, ogHOpa3oBas
T 1,4 pasa
MTI 2 pa3a B CYTKH, Io3a
11 gren
oHemapoH 400 mr
Ap Aap HewussecTHO T 1,4 pasa
2 pa3a B CyTKHU
Htpakonason 200 mr |10 mMr, omHOpPa3oBas
T 1,4 pasa **
1 pa3 B cyTKH, 5 gHEe |003a
93eTtumubd 10 mr 1 10 mr 1 pa3 B
. . T 1,2 pasa **
pa3 B cyTKH, 14 nHeili |cyTKHU, 14 nHel
®o3zamnpeHasup 700
mr/putonaBup 100 |10 mMr, ogHOpPa3oBas
L d
MI' 2 pa3a B CYTKH, 8 |Do3a
oHen
Anernurta3zap 0,3 mr, .
40 mr, 7 oHeu ©

7 DHeu




Cunumapus 140 mr 3
pa3a B CYTKH, 5 OHEU

10 mMr, omHOpa30Bas
mo3a

denodpudbpar 67 Mr 3
pa3a B CYTKH, 7 OHEU

10 mr, 7 mHeun

Pudamnuiuu 450 Mr
1 pa3 B cyTKH, 7
OHeu

20 Mr, ogHOpa3oBasd
mo3a

Ketokonazon 200 Mmr
2 pa3sa B CyTKH, 7
OHeu

80 Mr, ogHOpa3oBas
mo3a

®nykoHa3zon 200 Mmr
1 pa3z B cyTky, 11
OHeu

80 Mr, omHOpa3oBasd
mo3a

Opurpomuiinea 500

80 Mr, omHOpa3oBasd

Mr 4 pa3sa B CyTKHU, 7 1 20%
. Io3a
OHeu
bavikanuns 50 Mmr 3
20 Mr, omHOpa3oBas
pa3a B cyTKY, 14 1 47%
. Io3a
OHEeU
Peropadenud 160
5 MrI, OfHOpa30Bas
mr, 1 pa3 B cyTky, 14 T 3,8 pasa
. Io3a
oHeu
Benmatacsup 100 10 Mr, omgHOpPa30Bas
T 2,7 pasa
Mmr, 1 pa3 B cyTKu mo3sa
OmbuTtacaup 25
MT/TIapuTanpeBup
150 Mr/puToHaBUp
5 MI, OgHOpa30Bas
100 mr 1 pa3 B T 2,6 pa3a
mo3a
cyTKu/macabyBup
400 Mr 2 pa3a B
cyTkH, 14 gHen
I'pasompesup 200 10 mr, ogHOpa3oBas
Mmr/enbacsup 50 mr 1 » ORHOP 1 2,3 pasa

pa3 B cyTku, 11 gHen

Oo3a




['nmekarpeBup
400Mmr/ntubpenTacBup/b Mr 1 pa3 B CyTKH,

T 2,2 pa
120 mr 1 pa3 B 7 DHeu pasa

CyTKH, 7 OHEeU

* [laHHBIE, IPEeACTAaBIeHHbIE KaK U3MEeHEeHNE B X pa3, IPEeACTaBISIIOT COO0M
COOTHOIIIEHNE MEeXKIy IpUMeHeHUEeM POo3yBacTaTUHA B KOMOMHALIMYU U OTHEIbHO.



IlaHHBIE, IPEeOCTaBIeHHbIE B BuOe% U3MeHeHUs, ITPeCTaBIsIi0oT co001% pa3HUIy B
OTHOIIIEHUM ITI0Ka3aTeJiel IpU IPpUMeHEeHUU po3yBacTaTHHA OTHOEJIbHO.

YBenuueHune 0603HaYEHO 3HAYKOM T, OTCYTCTBHE U3MEHEHUM <, YMEHbIIIeHue - | .

** [1o maHHBIM MCCII€IOBaHUM B3aMMOIEWCTBUS IIPU PA3IUYHBIX 03aX po3yBacTaTHUHA,
B Tabnuile 2 ImpeacTaBieHo Hanbojiee 3HaYMMOE COOTHOIIEHHE.

Bnusinne po3yBacTaTHHa Ha CONYTCTBYIOIIHWE T€eKapCTBEHHBIE CPEACTBa
AHmazoHUcmsl sumamuHa K

Kak u nipu mpuMeHeHUU aApyrux uHrubutopos 'MI'-KoA-penykTa3sl, B Hadale
IpUMEHEeHUS JTeKapCTBEHHOI'0 CPEeACTBa UJIX IPU MOBBILIEHUU €T0 OO3bl Y ITallUeHTOB,
OOHOBPEMEHHO MPUHUMAIOIINX aHTaroHUCTH BUTaMuHa K (Hanpumep, BapdhapuH UIu
OPYTOoM KyMapHHOBBLIM aHTUKOATYJISHT), BO3MOZKHO MOBHIIIEHHEe MeXOyHapOgHOT O
HopManu3oBaHHOTro cooTHomeHust (MHC). [IpekpailiieHre npruemMa JIeKapCTBEHHOT O
CpencTBa UM YMEHbIIIEHNEe eT0 OO3bl MOXKeT NpuBecTu K CHuxeHuio MHC. B Takux
cly4asiX peKOMeHOyeTcs Hamjaexkamuil MOHUTOpUHT MHC.

ITepopaavbHble KOHMpauenmuebsl/20pMoHO3aMecmumenvHas mepanu s (I'3T)

OmHOBpPEMEHHOE TPUMEHEHNE JIEKaPCTBEHHOTI'O CPeACTBa U IIePOpPaIbHBIX
KOHTPAIEIITUBOB ITPUBOAUJIO K NOBHIIeHNI0 AUC 3TUHUISCTPaAUoOjia U HoprecTrpesa
Ha 26% u 34% COOTBETCTBEHHO. TakKoe IMOBHIIIIEHNE I1Jla3MEHHBIX YPOBHEU KPOBU
CllegyeT yYUTHIBATh IIPU IToA0Ope OO3bI IepOopabHEIX KOHTPAeNITUBOB. [JaHHBIX O
bapMaKOKUHETHUKE JIEKaPCTBEHHBIX CPENCTB Yy IallueHTOB, OOHOBPEMEHHO
MMPUHUMAIONIUX po3yBacTaTuH u I'3T, HET, TO3TOMY HeJb351 UCKITI0YaTh IOJ00HOT 0
spdekTa. OmHaKO KOMOMHAIMSA HIMPOKO ITPUMEHSJIach XKEeHITMHaM B paMKax
KJIMHUYECKUX HUCCJIeJOBaHUM U MepeHOoCUsIach XOPOIIIO.

JIu20KCcuH

ITo gaHHBEIM HCCIE€OOBAaHUM 110 B3aUMOIENCTBUIO, HE OKNOAETCS KINHUYECKU
3HAYMMOI'0 B3aMOOENCTBHUSI.

JlonuHasup/PumoHasup



B dapmMakomoruyeckom HMCCIeIOBaHUM COMyTCTBYIOIEe IPUMEHEHNE PO3yBacTaTHHa
¥ KOMOMHHMPOBAHHOTO IIpeIlapaTa, ComepzKalllero gBa MHruOuTopa npoTreas3kl
(monunaBup 400 Mmr/ putoHaBsup 100 Mr), y 3mOPOBLIX OOPOBOIBIIEB aCCOIIMUPOBAJINCH
Cc TpuONIU3UTENbHO OBYXKPAaTHHIM U IIATUKPATHLIM yBenuueHueM rmoka3arenen AUC(0-
24) u Cmax [y po3yBacTaTHHa COOTBETCTBEHHO. B3auMoaencTBUE MEXKIOY
PO3yBACTAaTUHOM M OPYTMMU MHTHOMTOPAMU NPOTeas3hbl He N3y4asioCh.

Iemu

HccnegoBanre B3aunMOOENCTBUSA IPOBOOUIIUCEH TOJILKO Y B3POCIBbIX. CTEIIeHb
B3aMMO[EUCTBHUS y AeTel HeUu3BEeCTHA.

OcobeHHOCTH IIPAMEHECHHA

BausHue Ha nouyku

[TpoTeunypusi, oOHapy>KeHHas B pe3yJibTaTe aHajlu3a 10 TECT-TI0JIOCKaM U
ITPENMYIIECTBEHHO KaHaIbIIEBOTO ITPOUCXOKAEHUSI, HaOII0ganachk y TexX MMalueHToB,
KOTOpPHBIE JIEUNJINCH 00JIee BRICOKMMM I03aMM PO3yBacTaTHHA, B YacTHOCTU 40 MT, U B
OOJILIIIMHCTBE ClIy4yaeB OblJla BPEeMEHHOU TN NPepPhIBUCTOM. [IpoTenHypus He Oblia
ITPeaBeCTHUKOM OCTPOM MJIN IIPOTPecCUpyrollei 601e3Hu moyek (CM. pasmert
«I[ToOoYHEBIE PEAKITUI»).

HexenaTenbHbIe IBJIEHUSI CO CTOPOHEI ITI0OYEK OTMeYasuCh B 2 pa3a 4dallle IIpu
npuMeHeHuU A03b 40Mr. [TanimeHTaM, IPUHUMAIOIIUM JIeKapCTBEHHOE CPEACTBO B
no3e 40 Mr, cienyeT peryisapHO IPOBEPATh PYHKITUIO TOYEK.

BausiHue Ha ckesemHy MyckKyaamypy

HapyieHus co CTOPOHBI KOCTHO-MBIIIIEYHON CUCTEMBI, HallpUMep: MUaJITUsd,
MHUOIIATHSA, U peOKo — pabmoMuonus, Haboaanuch y mallueHTOB, IPUHUMAaBIINX
JiIeKapCTBEHHOE CPENCTBO B JIOOBIX Ho3ax, 0co0eHHO O0osee 20 Mr. EnuHMYHBIE ClIydan
pabgoMuonr3a 0OTMEYalIuCh IPU IPUMEHEHUN 93eTuMuba B KOMOUHAIIUU C
uaruoburTopamu 'MI'-KoA-penykTasnl. Hesib3s UCKITIoYaTh BO3MOXKHOCTD
dbapmMakogUHAMUYECKOTO B3aUMOLENCTBUS, a TOTOMY TaKylo KOMOMHAILINIO CliefyeT
MIPUMEHSATH C OCTOPOKHOCTBIO.

Kak u B ciyyae nmpuMeHeHUs Opyrux nHruoutopos 'MI'-KoA-pegykTa3ssl, ciy4dan
pabooMuonmn3sa, CBI3aHHOIO C IPUMEeHeHNeM pPO3yBacTaTrHa, IPOUCXOOUIIN Yallle IpU
nmpuMeHeHUH 1036 40 Mr. UMeIoTCsI COOOIIEHUST 0 PeOKUX CIIydasix



UMMYHOOIIOCPEeOOBaHHON HEKPOTUIUPYIOILEU MUOIIAaTUU, KIIMHUYECKU
IIPOSIBJISTIONIEMCSI CTOMKOM IMPOKCHU3MaJIbHOM MBIIIIEYHOM C1ab0CThIO ¥ MOBLIIIIEHUEM
YPOBHS CBIBOPOTOYHOUM KpeaTHHPOCHOKMHA3BI, BO BpEMS JIEUEHUS UIIH IOCIIe
peKpallleHus JJeYeHus CTaTUHaMU, BKJIl04asi po3yBacTaTuH. B 3TOM ciiy4yae MOTyT
moTpebOoBaTHCS OOMOTHUTEIbHEIE HEUPOMEBIIIIEYUHEIE 1 CEPOJIOTUYECKHUE
HUCCIIeJOBaHUs, IedueHre UMMYHOCYIIPECCUBHBEIMU ITpeIllapaTaMu.

HccaedosaHue yposHa kpeamuHpocpokuHa3swl (KOK)

YpoBens KOK He cremyeT u3MepsiTh IIOCJIEe 3HAUUTEJIbHBIX (PU3NYECKUX Harpy30K HUJIN
IIpXU HaJIMYUU BO3MOXKHEBIX aJIbTePHATUBHBIX IPpUYMH IOBHIIeHUA KOK, MmoryT
3aTPYOHATH UHTEPIIPEeTalnio pe3yabTaToB. Eciu ucxonusii ypoBeHb KOK
3HAYMTEJILHO MOBHIIIIEH (>5 pa3 BhIIlIE BEPXHEUW I'PAHUIIBI HOPMBI), B TeUueHue 5-7 OHeu
HeoO0XO0OUMO CHeJlaTh OOTOJIHUTEJIbHBIN ITOATBEPKaalonui ananus. Ecnu pe3ynbrar
IIOBTOPHOTO aHajiM3a IIOATBEePXKAaeT HadyalbHbBIM YPOBEHD >5 pa3 BhHIIIE BEPXHEUN
rpaHuIlbl HOPMBI, HQUWHATH JIeUeHUe He Cclienyer.

Ileped Hauanom neyeHus

Po3yBacTaTuH, KaK U oCcTajibHble UHTUOUTOPH ' MI'-KOA-penyKTassl, CIeoyeT C
OCTOPOXKHOCTBHIO Ha3HavaTh MalueHTaM ¢ akKTopaMu, CIIOCOOCTBYIOIIIUMU Pa3BUTHUIO
Muornartuu/pabmomuonu3sa. K Takum pakTopaM OTHOCSTCH:

e HapyIllIeHUs PyHKINHU ITI0YEK;

e TUIIOTUPEO3;

e HaJM4Y¥e B UHOWUBUAYAJIbHOM UJIM CEMEMHOM aHaMHe3€e HacCJIeJdCTBEHHBIX
MBIIIIEYHEBIX 3a00JIeBaHUH;

e Ha/IM4YMe B aHaMHe3e MUOTOKCUYHOCTHU Ha (poHe IPUMEHEHUSI OPYTuX
uHrnoutopoB 'MI'-KoA-penykTassl unu GudpaTos;

e 3JI0yIIOTPEOIEHNE alIKOTOJIEM;

e Bo3pacT> 70 meT;

e CUTYyallMM, KOTOPEIE MOTYT IPUBECTHU K MOBLIIIEHUIO YPOBHS PO3yBacTaTHHA B
mjaa3Me KpoBu (cM.pa3pgensl «PapMaKOKHHETHKa», «B3auMopmericTBrUe C OPYTUMU
JIEKapCTBEHHBIMU CPEJICTBAMU U OPYTUe BUIOBLI B3auMomencTBuii» u «Crmocob
OIPUMEHEHUS U O03bI»);

e OJTHOBPEMEHHOE MpuMeHeHue (pudpaToB.

Y Takux nalMeHTOB CBA3aHHBIU C JIeYEeHUEM PUCK HYXKHO OLleHHWBaTh, CPaBHUBAA C
0XKUJaeMOU MOIb30U; TaKXKe PEKOMEHOyeTCS KINHNYEeCKU MOHUTOPUHT. Eciu
ncxogHbsle ypoBHU K®K 3HAUNTENTBHO MMOBHIIIIEHE (>5 pa3 BEIIIIE BEPXHEUN I'PaHUIILI



HOpMBI), JlIeyeHHne Ha4YWHATh He CJIeJyET.

B nepuod neveHus

[TaumeHTOB clenyeT NMPEeOyIpeauTh O HEOOXOOUMOCTH HeMeOJIEHHO CO00IlaTh Bpady O
MBIIIIEYHOM 00U, c1ab0CTU UJIK CyJoporax HEM3BECTHOU 3THUOJIOTUU, OCOOEHHO €CIIU
OHM COIIPOBOXKOAIOTCS HEOOMOTaHUEM MM JINXOPaAKou. Y 3TUX IMalleHTOB CIIeayeT
usmMeputs ypoBeHb KOK. [IpuMeHeHre 1eKapCTBEHHOI'0 CPeNCcTBa ClIenyeT
IpeKpaTuTh, eciu ypoBeHb KOK 3HaUNUTETLHO MOBHIIIIEH (>5 pa3 BHIIIE BEpXHEU
TPaHULBI HOPMBI) UJIX €CJIU CUMIITOMELI CO CTOPOHBI MBIIII] TS2KEJIble ¥ BEI3BIBAIOT
eXXeOHeBHBIU aucKoM@opT (gaxe ecnu ypoBeHb KOK <5 BepxHel rpaHuilbl HOPpMEL). B
clly4yae MCYEe3HOBEHUS CUMIITOMOB U HOpManu3aluuu ypoBHI KOK MOXKHO
BOCCTAHOBUTH TE€PAINIO PO3YBACTATHHOM UJIN aJlbTePHATUBHLEIM MHTruOuTOopoM ['MI -
KoA-penyKkTa3sl B MajleHIlled 1o3€e U Of TIIaTelbHBIM HabmogeHueM. PerynsapHeii
KOHTPOJIb ypoBHSA KOK y maiineHTOB 0e3 BhIIIeyKa3aHHBIX CUMIITOMOB HE HYXKEH.
OueHb pPeaKo cooOlIIany 0 Ciy4dasiX UMMYHOOIIOCPENOBaHHON HEKPOTU3UPYIOIIEH
muomnaTtuu (MOHM) Bo BpeMs UJIH MOCJIe Tepaluy CTaTUHAMU, B TOM YHCJIe
po3yBacTtatTuHoM. Knuunueckumu nposisneHusmu MOHM saBrsieTcst cnaboCcThb
MIPOKCHUMAJIbHBIX MBIIIII 1 MTOBHIIIIEHNN YPOBHSA KOK B CELIBOPOTKE KPOBHU, UTO
COXpaHseTCs HaxKe II0CJie OTMEHHI IPUMEHEHUSI CTaTUHOB.

B kIMHWYECKUX UCCIefOBaHUM He OBIJIO IIOTy4YeHO AOKa3aTeJIbCTB MOBLIILIEHHOTO
BJIUSIHUS Ha CKEJIETHYI0 MYCKYJIaTypy Y HeOOJIbIIIOTr0 KOJIMYeCTBa IallueHTOB, KOTOPHIE
IIPUHUMAaIU PO3yBaCTaTUH U CONYTCTBYIOIIUE IIpenapaTtsl. OOHAKO IIOBHIIIEHUE
4aCTOTHl MUO3UTA ¥ MUOIIQTUU OTMeEYasioCh y MallMeHTOB, IIPUHUMABILUX APyrue
uHrn6uTopsl 'MI'-KoA-penyKTa3bl BMECTE C IPOU3BOOHBIMU (pUOPOEBOM KUCIIOTHI, B
TOM 4ucJjie TeMPuOPO3UIOM, IIUKIIOCTIOPUHOM, HUKOTUHOBOM KMCJIOTOM, a30JIbHBIMU
IPOTUBOTPUOKOBLIMU IIpeliapaTaMy, UHTUOUTOpPaMU TpOoTea3bl U MaKPOJIUIHBIMU
aHTuOuoTuKaMu. ['eMdpuOPO3UI NOBLIIIAET PUCK MUOIIATUU ITPU OOHOBPEMEHHOM
IPpUMEHEHUU C HeKOTOphIMHU mHruoutopamu ['MI'-KoA-penykTra3sel. [ToaTomy
MMPUMEHSTh PO3yBacTaTUH B KOMOMHAIUY C TeMpuOpPOo3uIoM He PEKOMEHIYETCS.
BraroTrBopHOe BusHNE OaJIbHEUIINX U3MEHEHUU YPOBHS JIMIUO0B [IPU
OOHOBPEMEHHOM ITPUMEHEHUM po3yBacTaTuHa ¢ ¢pubpaTaMu UJIM HUALIMHOM HYKHO
CPaBHUTH C IIOTEHUIMAIbHEIMU PUCKaMU IIPU IPUMEHEeHUU TaKOW KOMOUHAIUH.
OnHOBpeMeHHOe ITpuMeHeHne GubpPaToB 1 po3dyBacTaTuHa B fo3e 40 Mr u
IIPOTHUBOIIOKa3aHOo.

[IprMeHSTh PO3YBAaCTATHH B COYETAHUU C Py3UTOBOM KHUCIIOTOM HE PEKOMEHOYeTCs.
Coob11anock o cinydasx pabgoMuonnsa (B TOM YHCJIe C JIeTalbHBIM UCXOOOM) Y
MMaIMeHTOB, IOIyYaBIINX 3Ty KOMOMHAILIMIO.



JlekapCTBEHHOE CPEeACTBO He cjeayeT IPUMEHSATh NallieHTaM C OCTPLIMH,
Cephe3HLIMU COCTOSTHUSIMU, CBUIETEJIbCTBYIOIIIMMN O MUOIIATHUH HJITH BO3MOXKHOCTH
Pa3BUTHS ITIOYEYHON HEOOCTAaTOYHOCTH BCIIEICTBUE pabmoMuoin3a (TaKuMHU Kak
CeICcuc, apTepuasbHasa THIIOTEH3UsI, 3HAYUTEIbHOE XUPYPTrUYecKoe BMeIIaTeIbCTBO,
TpaBMa, TsSXKeJbie MeTaboIuYecKue, SHIOKPUHHBIE U 3JIEKTPOIUTUYECKUE
PacCTPOMCTBA WX HEKOHTPOJIUPYEMbIE CyOOPOTH).

BausiHue Ha nevyeHb

Kak u gpyrue narudbutopsl ' MI'-KoA-penykTa3nl, po3yBacTaTUH CIIEOYeT C
OCTOPOIKHOCTBIO IIPUMEHSATh NallueHTaM, 3JI0yIIOTPEOIAIONINM ajlKOTroJIeM U/UJIN
MMEIIMM B aHaMHe3e 3a00ieBaHus ITe4YeHU.

PekoMeHOyeTCs IPOBEPSITh OMOXUMHUYECKHE TToKa3aTein QyHKIIUY TeYeHU epes
HayaJioOM JiedeHHUs U yepe3 3 Mecslla jiedeHus. [IpuMeHeHue rIpenapara ClegyeTt
MMPEeKpPaTUTh UJIM YMEHBIIUTDL 003y, €CIU YPOBEHb TPaHCaMMHHAa3 B CHIBOPOTKE Oojiee
4yeM BTPOE MPEBHIIIAET BEPXHIOIO T'PAHUITy HOPMEI. YacToTa COOOIIEHUM O CEPhEe3HBIX
SIBJIEHUSIX CO CTOPOHEI ITeYEeHU (IPEeUMYIIEeCTBEHHO O MTOBHIIIEHUN YPOBHS
TPaHCaMHHA3 Me4YeHU) B IOCTMAaPKETUHTOBBIM ITepuoy Oblyia O0JIbIle IPU NPUMEeHEeHU !
mo3nI 40 Mmr.

Y mainueHTOB C BTOPUYHOMN THIIePX0JieCTepuHeMueli, 00yCIIOBIEHHON THIIOTUPE030M
WU He(ppOTHUYECKUM CUHIPOMOM, CJIefyeT CHadaJjla BEIJIEUHUTh OCHOBHYIO OOJI€3Hb,
IIpexae 4eM HauyWHaTh TepPamnuio PO3yBaCTAaTUHOM.

H3pepnka coob1iany o ieTaJlbHBIX UJIN HeJleTaIbHEBIX CIIydasiX Ie4eHOYHOU
HEeOOCTAaTOYHOCTH y NallueHTOB, IPUHUMAaBIINX CTaTUHBI, B TOM YMCJI€ PO3yBaCTaTUH.
Ecnu Ha QoHEe nedyeHUs pO3yBaCTaTUHOM Pa3BUBaETCS CEPbEe3HOE ITopaXKeHue Ne4YeHn
C KJIMHUYECKON CUMIITOMATUKOMN U/UIU TUNIePOUNUPyOUHEMUEN UTH KEJITYXO0H,
cleqyeT HeMe[JIeHHO IIPeKpaTUTh IIpUMeHeHue po3yBacTtaTuHa. Ecinu gpyrue
IIPUYMHEL HE BBISIBJIEHH, HE CJIefyeT BO30OHOBIIATH JIeUeHNEe PO3yBaCTaTUHOM.

Paca

HM3BecTHO, YTO B XOe HUCCIefOBaHUM hapMaKOKMHETHUKHN Habmonasncs poct AUC y
MMaly¥eHTOB MOHTOJIOMIHOM pachl MPUMEPHO B ABa pa3a 10 CPaBHEHUIO C
MIPEeICTAaBUTEJIIMU €BPOIEOUTHOM packl. [[J1g TaKuX NallieHTOB HeoOxoguMa
KOPPEKIIMS O03bl po3yBacTaTuHa (CM. pa3mensl «®DapMaKOKUHETHKA,
«IIpoTuBOomoOKa3aHus», «Criocod MpuMeHeHUsI U O03bI»). ClenyeT YUYUTHIBATD
YBEJIMYEHYIO0 CUCTEMHYIO 3KCIIO3UITUIO TP JIEYEHUH ITallMeHTOB MOHTOJIOUTHOM



pacchl, y KOTOPBIX TUIIEPXOIUCTEPUHEMUS HE KOHTPOJIUPYETCS B JOCTaTOYHOU
cTernneHu go3aMu no 20 mr.

HH2ubumopbsl npomeasul

[ToBhIlIEHHAs CUCTEMHAas 9KCIIO3UIIMSA K PO3yBacTaTUHY HaOJioganach y JIuil,
MMPUHUMAaBHIINX PO3YBACTAaTUH BMECTE C PA3IUYHLIMU MHTHONTOPAMU IPOTeaskl, B
KOMOMHAIIMYM C PUTOHAaBUPOM. CeyeT OlIeHUTh KaK IT0JIb3Y OT CHUXKEHUS YPOBHS
JIMIIUAOB C IOMOIIBIO pO3yBacTaTUHa y nauueHToB ¢ BUY, KoTOphle moly4aroT
MHTHOUTOPEI IIPOTEeas3kl, TAaK ¥ BO3MOXKHOCThD ITOBLEIIIEHUST KOHIIEHTPAIUU
po3yBacTaTHHa B IIJla3Me KPOBHU B HauaJjie Tepaluy U [IPU HOBBIIIEHUU [O3HI
po3yBacTaTHHa y HallMeHTOB 3TOU rpynnsl. OQHOBPEMEHHOE IIPUMEHEHNE
po3yBacTaTUHA C MHTUOUTOPaMU IIPOTea3kl He PEKOMEHIyeTCsI, eC/IU 103a
po3yBacTaTHHa He CKOPPEeKTHUpPOBaHHa (CM.pa3denbl « B3auMoneicTBrue ¢ OPyruMu
JIEKapCTBEHHBIMM CPEJICTBAMU U OPYyTUe BUIOBLI B3auMomencTBuii» u «Crmocob
OIPUMEHEHUS U TO3bI»).

HenepeHocwvzocmb /1dKMO3bl

[TanreHTaM C peOKNMU HAClIeICTBEeHHLIMU NPobjieMaMHu HEeIIePeHOCUMOCTH
raJakKTo3bl, Ie@UIIMTOM JaKTal3kbl JIamma uian riIroK030-rajlaKTO3HOM ManbabcopOien
He CcJiefyeT IPUMEHSTh 3TO JIeKapCTBEHHOE CPENCTBO.

I/IHmepcmuu,ua/szoe 3abo0s1e8aHue ne2Kkux

[Tpu mpuMeHEeHUU HEKOTOPHIX CTATHHOB, 0COOEHHO IIPU JINTEJILHOM JIEYEHUH,
coo0m1any 00 UCKITIOYUTENIBHEIX CITydasiX MHTePCTULIMATbHOM 00JIe3HU JIETKUX (CM.
pas3men «I[TobouHble peakluu»). K mposaBIeHUSIM 3TOM 00JI€3HU MOXKHO OTHECTH
OINBIIIKY, HETIPOAYKTHUBHBIN KallleNlb 1 00111ee yXyAllleHue COCTOSIHUS (YTOMJISIEMOCTD,
CHUXKEHMEe MacCCHI Tela U TUXopankKa). B cinydae mogo3peHuss Ha MHTEPCTUITUATTBHYIO
00JIe3HDb TETKUX IPUMEHEHNWE CTaTUHOB CIIeAyeT IMTPEKPaTUTh.

CaxapHblli Ouabem

HekoTopble maHHBIE CBUIETEIBCTBYIOT, YTO CTATUHEI IIOBHIIIIAIOT YPOBEHD I'IIOKO3HI B
KPOBU M ¥ HEKOTOPHIX MAIlMEHTOB, KOTOPLIM I'PO3UT BHICOKUM PUCK pa3BUTHUA OuabeTa
B OyayIlieM, MOTYT BBI3BIBATh TUIIEPTJIMKEMUIO TAKOTO YPOBHS, IIPU KOTOPOM



HeoOXoOouMO Hafjexalllee jJedeHue auadera. Ty yrpo3y, OOHAKO, ITPEBHIIIIaeT
CHHUJKEHHEe PUCKa COCYOUCTHIX HAaPYIIeHN IPU IPUMEHEeHNN CTaTUHOB, II03TOMY OHA
He [I0JI2)KHa OBITh OCHOBAHUEM [OJIS IIPEKpallleHUusl Tepaluu CTaTUHaMHU. 3a
nanueHTaMu I'PYIIL pUCKa (YPOBEHBD I'JIFOKO3HI HATOIIaK 5,6-6,9 MMOJIb/1, MHOEKC
Macchl Tenia (MMT)>30Kr/mM2, OBHIIIEHHBIM YPOBEHD TPUTTINLIEPUOOB, apTepuaibHas
TUIEPTEeH3us) cliefyeT YCTAaHOBUTh KaK KIIMHUYECKUH, TaK 1 OMOXUMUYECKUN
KOHTPOJIb.

B uccnemoBanuu JUPITER 3apeructpupoBanHas obIlas 4acToTa caxapHoro nuabeTa
coctaBuna 2,8% B rpyIire nprueMa po3yBacTtaTtuHa u 2,3% — B rpyimne 1iaieoo,
IPEeUMYIIEeCTBEHHO y IallMeHTOB C YPOBHEM TJIIOKO3bI HATOIaK OT 5,6 10 6,9 MMOJIb/I.

Kak 1 KacaTenbHO Opyrux nHruoutopos I'MI'-KoA-pengyKTa3sl, IpU IPUMUHEHUHA
po3yBacTaTriHa Habmoganock yBenuueHnue HbAlc 1 ypoBHS T'TIOKO3BI B CHIDOBATKE
KPOBU. B HEKOTOPEIX ClIy4YasaX 3TU [IOKa3aTeJIM MOT'YT IIPEBHIIIATE IOIPaHUYHOE
3Ha4YeHUe OJIs1 JUarHOCTUKM CaxapHOro nuabeTa, IpeXae BCEero y manueHToB C
BBICOKHMM PHCKOM pa3BUTHUSA OuaberTa.

H3BeCcTHO, YTO pO3yBaCTaTUH KaK MOHOTePaNnus He BhHI3bIBaeT CHUIXKEHUS 0a30BOU
KOHIIEHTPpaIlu¥ KOPTHU30Jia B IJla3Me KPOBU U He BIUSET Ha Pe3epB HaAIIOUYEeYHUKOB.
Heob6xoguMa OCTOPOXKHOCTD IIPKU OMHOBPEMEHHOM MPUMEHEHUM PO3yBacTaTuHa U
OPYTHUX JTeKapCTBEHHBIX CPEACTB, CIIOCOOHBIX CHMKATh YPOBEHb UJIM aKTUBHOCTD
SHIOTEHHBIX CTEPOUOHBIX TOPMOHOB, HalIlpMep KETOKOHA30J1a, CIIUPOHOJIaKTOHA U
IUMeTUOVHA.

IHemu

OueHKa TUHENHOT O pPocTa (POCT), MacCHI Tejla, UHAeKca Macchl Tena (UMT) u
BTOPUYHBIX XapaKTEPUCTUK II0JIOBOTO CO3peBaHu4 110 TaHHepy y geteu oT 10 go 17
JIeT, IPUHUMABIINX PO3yBaCTaTHH, OTPaHNYeHa IePUuOog0OM IIPOOOJIZKUTEIbHOCTRIO 1
rof. 3a yKa3aHHBIM IepUO[ HUKAKOIr0 BIUSIHUSA Ha POCT, Maccy Tena, UMT unu
II0JIOBOE COo3peBaHre 00HapykKeHOo He ObIio (cM. pa3gen «PapmMakoguHaMuKa»). OOBIT
KIMHUYECKUX MCCIJIeTOBaHUM IPUMEHEHHUS ITpelapaTa JeTsIM U IIOOPOCTKaM
OrpaHUYEH, OuTeNbHbIe 9PPEeKTH IpuMeHeHus (>1 roga) Ha IOJI0OBOE CO3pPEBaHUE
HEeN3BECTHHI.

Y meTel u IOOPOCTKOB, IPUHUMAaBIINX PO3yBacTaTUH, MOBHIIIIeHNE YPOBHSA KOK>10
pa3 BHIIIE BEPXHEW I'PaHULILI HOPMBI M CUMIITOMBI CO CTOPOHBI MBIIII] ITOCTIE
(pu3myeckor Harpy3KHu UJIH MOBHIIIEHHONW (PM3UYEeCKOU aKTUBHOCTU HaOIIOOaIuCh
yaIle 10 CPaBHEHUIO C TAKOBLIMHU Y B3POCIHHIX (CM. pa3fen «I[Io60YHbIEe PeaKIIuu»).



BcnomozamenvHble seuecmaa

9TO JTIeKapCTBEHHOE CPEeACTBO COAEPKUT IAaKTO3y MOHOTHUAPAT, IIO3TOMY, €CJIH ¥ Bac
YCTAHOBJIEHO HEIIEPEHOCUMOCTh HEKOTOPHIX CaXapoB, IPOKOHCYIbTUPYUTECH C
BpadeM, Ipexae YeM IPUHUMATD 3TO JIEKapCTBEHHOE CPEACTBO.

CroCcoOHOCTH BJIMSITHh HAa CKOPOCTH PEAaKIIHH IIPH YIIPaBI€eHHUH
ABTOTPAHCIOPTOM M/IM PadoTe C MeXxaHHu3MaMH

HccnemoBaHus BIUSHUS po3yBacTaTUHA Ha CIIOCOOHOCTH yIIPaBIATh aBTOMOOUIIEM U
paboTaThk C MexaHu3MaMu He npoBogunu. OmMHaAKO, yYUTHIBasI GapMaKogUHAMUYECKUeE
CBOMCTBa IIperapaTa, MaJlOBEPOSITHO, YTO PO3yBacTaTUH OyHeT BIUATH Ha TaKyI0
cnocoOHOCTE. [Ipu ynpaBjieHUU aBTOTPAHCIOPTOM UIHU pPaboTe C APYTUMU
MeXaHUu3MaMM CJiefyeT YYUThIBaTh BO3SMOXKHOCTh I'OJIOBOKPYZK€EHHUS B IEPUOT JIeYeHU
pO3yBacTaTUHOM.

IIpuMeHeHHe B MepHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

JlekapCTBEHHOE CPeACTBO ITPOTUBOIIOKA3aHO B IIepHo[] 6€PEeMEHHOCTH U KOPMJIEHUS
IPYyObIO.

2KeHIMHBI PETIPOAYKTUBHOTO BO3pacTa JOJI2KHEI MCII0JIb30BaTh COOTBETCTBYIOIIE
CcpencTBa KOHTPALEMNIUH.

[TOCKOJIBKY XOJIECTEPUH U APYTHe IMPOOYKTH OMOCHUHTE3a X0JIeCTEPUHA UTPAIOT
CYLIECTBEHHYIO POJIb B PA3BUTHUHU IIJIOHa, IOTEHIIHMAIbHBIA PUCK OT yTHeTeHus ['MI'-
KoA-penykTa3sl IIpeBHIIIaeT [I0JIb3y OT IIPUMEHEHUS JIEKapCTBEHHOI'O CPefCTBa B
nepuopn 6epeMeHHOCTH. [laHHbIe UCCIIeMOBaHUM Ha X KUBOTHBIX OTHOCUTEJILHO
TOKCHUYECKOT0 BO3AENCTBUS Ha PENIPOAYKTUBHYIO QYHKIIMIO OTpaHuYeHbl. Ecnu
nanyeHTKa 3a0epeMeHeeT B IIePUO]] MIPUMEHEHMS 3TOT0 JIEKaPpCTBEHHOTO CPEACTBa,
JIe4yeHue cllefyeT HeMeqJIeHHO [IPEeKPaTuTh.

[TockonbKy Opyroe J1eKapCTBeHHOe CPeNCTBO 3TOT0 KJjlacca IIollajaeT B IPygHoe
MOJIOKO U YUYUTHIBAsI, UYTO UHTUOUTOPHI ' MI'-KOA-penyKTa3sl MOTYT BHI3LIBATD
cepbe3Hble TOOOYHBIE peaKluM Y MIaJeHIeB, XKeHIIIMHaM, KOTOPble Hy>KAal0TCS B
JIe4YeHUU POo3yBaCTaTUHOM, ClIefyeT PEKOMEHO0BaTh BO3OepKaThCsI OT KOPMJIEHUS
rpynbio. Po3yBacTaTuH nomnagaeT B IPYAHOE MOJIOKO XKUBOTHBIX. [JaHHEBIX O
IPOHMKHOBEHUH IIpellapaTa B IPyOHOE MOJIOKO y YeJioBeKa HeT (CM.pa3felt
«ITpoTHBOIOKA3aHUS»).

Cnoco0 mpuMeHeHHUsI U T03bI



[Tepen HayayIOM JIe4YeHUs ITAIlMEHTYy ClIedyeT Ha3HAaYUTh CTaHOAPTHYIO
XOJIMCTEPUHCHUKAIOIIYIO IHEeTY, KOTOPOM HeOOXOOMMO ITPUIEePKUBATHCS 1 BO BpeMs
nedeHus. [o3y ciaegyeT noadupaTh MHANBUAYATbHO B 3aBUCUMOCTH OT 1LIeJIN Tepaluu
¥ OTBETA MalleHTa Ha JieYeHne, IPUHUMas BO BHUMaHNUEe TEKYIue PeKOMEeHIalluu.

HeKapCTBeHHOG CpeaCTBO MO2KHO ITPMHUMATE B moboe BpeMsa OHSA, HeE3aBUCHUMO OT
IIpueMa IIUIIn.

JleueHue 2unepxosecmepuHemuu

PexomeHmoBaHHasA HavdasjlbHas go3a cocTasiseT SMr* unu 10 mr nmepopanbHo 1 pa3 B
CYTKH KakK [Jid [IallueHTOB, paHee He IIPUMEHSABIINX CTaTUHEI, TaK U IIepeBeleHHBIX Ha
IIpreM po3yBacTaTHHa C nprueMa apyroro uaruoutopa I'MI-KoA-penykTassl. [1pu
BLIOOPE HAYaJIbHOM O3Bl CIIENyeT YUUTHIBATh YPOBEHb X0JIeCTEPUHA Y KaXKI0T0
OTHEJILHOTO MallieHTa U PUCK CEePIeYHO-COCYOUCTRIX HapyIIeHuH B OyoyIIeM, a TaKxkKe
BEPOSITHOCTDL PAa3BUTHUS HeXKeJlaTeIbHbIX peakiuii. [Ipu HeoOXOOUMOCTH ITOBHIIIATD
003y OO CJIeAYIOIEero ypoOBHS MOXKHO dyepe3 4Henenu (CM. pa3gen
«PapmMakoOuHaMMHKa»). YYUTHIBAs TO, YTO Ha POHE IPUMEHEHUS T€eKapCTBEHHOTO
cpencTBa B mo3e 40Mr HexkennaTelbHBIE PeaKIIMU BO3SHUKAIOT dallle, YeM IIPYU MEHBIIIUX
mo3ax (cMm. pa3men «[IoboyHBIe peaKIIuKu»), OKOHYATEIbHO TUTPOBATh 103y A0 40 Mr
CTOUT TOJIBKO MallMeHTaM C TAXKEJIOU TUIIePX0oJieCTepUHEMUEN U BEICOKUM PUCKOM
CepaeYHO-COCYOUCTHIX HapyIleHn! (B4aCTHOCTH Y HallUeHTOB C CEMEWHOU
TUIIePX0JIeCTEPUHEMHUEN), Y KOTOPBIX HE YAAJI0Ch JOCTUYG LIeJIU JIeYeHUS IIPUA
npuMeHeHuH 036 20 MT ¥ KOTOpPhIe OyAYT HaXOOUTHCS IO PETYIAPHBIM
HabOmomenueM (cM. pasuen «OcobeHHOCTU ITPUMEHEHUs»). B Hauane nmprueMa
JIEKAPCTBEHHOTO CpelcTBa B f03e 40Mr peKoOMeHIOBaHO HabJIIofjeH1e CIIelaIuCTOB.

ITpopunakmuka HapyweHul cepledHo-cocyoucmot cucmembl

B uccnemoBaHUU OJi CHUKEHUS PUCKaA HapyLIEHUU CO CTOPOHEI CEPAEeYHO-COCYIUCTOU
CUCTEMBI PO3yBaCTATHUH NIPUMEHSH B 103€e 20 MTI' B CyTKH (CM. pa3gernt
«DPapMaKOKMHETHUKA»).

ITauueHmul nocu1020 803pacma

PexomeHpmoBaHHasA HadasjlbHas Oo3a [OJis HAllMEeHTOB B Bo3pacTte>7/0 j1eT COCTaBIsAET
S5mr* (cMm.paspgenn «OcCoOOEeHHOCTHY ITIPUMEHEHU»). [Ipyrasi KOPPEKIUSA O3kl B CUITY
BO3pacCTa He HyXKHa.



ITauueHmul ¢ noyeuHou HedoCcmamoyHOCMbHO

[ManyeHTaM C JIETKUMU WU YMEPEHHBIMHU HapyHUIeHUSIMHU QYHKIUY II0UYeK KOPPEKIIUI
Oo3bl He TpebyeTcH.

PexomeHnoBaHHas HadasbHasA [03a OJI1 MAllIEHTOB C YMEPEHHBIMY HapyLIEHUSIMU
byHKIIMY To4YeK (KIUpeHC KpeaTuHMHA <60 Mj/MuH) coctaBnsaeT 5 Mr*. [To3a 40 mr
IPOTUBOIIOKAa3aHa NalieHTaM C YMEePEHHBIMU HapyIIeHUuIMU (QYHKIIUHU ITI0YEK.
[TpuMeHeHME po3yBacTaTUHA MallMeHTaM C TSAXKEeJIbIMU HapyIIeHUSIMU (PyHKIIUU I04YEK
IIPOTHUBOIIOKA3aHOo B JIIOOHIX Jo3ax (CM. pa3mentl «PapMaKoJIoTUYeCKHe CBOUCTBa» U
«[TpoTuBOIOKa3aHUSI»).

ITayueHmul ¢ HapyweHusMu pyHKUUU neyeHu

Y nauueHTOB C HapPyIIeHUSIMU QYHKIIUY Te4eHU, KOTOPhIe OIIeHUBAJIUCh B 7 UIIU
MeHee 0aJslyioB 1o IiKase Yaunga-I1sio, TOBLIIIEHNE CUCTEMHOM 3KCIIO3UITUU
po3yBacTaThHa He Habmomanock. OgHaKO y MallieHTOB C HapyIIeHusMu B 8 u 9
6asnnoB 1o mKkasne Yannga-ITeio cucTeMHas 3KCIIO3UIUS pocia (CM. pa3gernt
«®PapMaKOKMHETHUKA»). Y TaKUX ITAIllMEeHTOB Ilejiecoo0pa3Ha oeHKa PyHKIIUYU TOYeK
(cM. pa3pen «OcobeHHOCTU MPpUMeHeHus»). ONBIT IPUMEHEHUs po3yBacTaTuHa ¥
MmanyeHToB, HaOpaBIiux 6osee 9 6ansos 1o mkane Yatnma-I1pi0, OTCYTCTBYET.
PosyBacTaTuH NpOTHUBOIIOKa3aH malueHTaM C 3a001eBaHUSIMU IIeYeH! B aKTUBHOU
daze (cM. pazmen «IIpOTHBOIIOKA3aHUSI»).

Paca

Y marnmeHTOB MOHTOJIOUIHOM pachkl HaOJII0Ogaach MOBLIIIIEHHAs CUCTeMHasI
9KCIIO3UIIUS po3yBacTaTUHa (CM. pa3menbl «®apMakKoOKuHeTHKa», « OCOOEHHOCTH
npuMeHeHus» U «[IpoTuBOIOKa3aHusI»). PeKOMeHIOBaHHAas HadaJabHas J03a s
TaKUX MAIlMeHTOB COCTaBasieT SMr*. [IpuMeHeHue 0035kl 40 MI' TAaKUM MalleHTaM
ITPOTUBOIIOKA3aHO.

I'enemuyueckuti noaumopgpuiam



OnpeneneHHble TUNH TEHETUYECKOT 0 ITONUMOPGU3Ma MOTYT ITPUBOOUTH K
MIOBBIIIIEHUIO SKCIIO3UIIMU po3yBacTaTuHa (CM. pa3gen «®apMaKOKUHETUKA).
[TanimeHTaM C U3BECTHLIM HaJIM4YKEM TaKUX TUIIOB ITOJIUMOpPGU3Ma PEKOMEHYEeTCs
MIPUMEHSITh MEHBIIYIO CYTOYHYIO 103y po3yBacTaTHUHA.

HCIU,UGHmbl CO CK/IOHHOCMbIO K pazsumuro Mmuonamuu

PekomeHpoBaHHas HadajlbHas OO3a [AJIS MAllMEeHTOB C (paKTOpaMHU PHUCKa Pa3BUTHUSI
MHOIIATUU COCTaBIsIeT 5 Mr* (cMm. pa3daen «OCcoOeHHOCTH IPUMEHEHUS»).

IHo3a 40 Mr mpoTuUBOIIOKa3aHa MaleHTaM C IPeapPaciioIOKEeHOCThIO K
MHOIATHUH/PabooMuonu3y

(cM. pa3gen «ITpOTUBOIIOKA3aHUS»).

Conymcmeyruw,ue 3a601e8aHus

PosyBacTaTuH sIBIsieTCS CyOCTPAaTOM PA3/IMYHBIX TPAHCIIOPTHBIX O€JIKOB (HampuMep,
OATP1B1 u BCRP). Puck muonartuu (B ToM 4urncjie pabmgoMuoin3a) Bo3pacTaeT Ipu
OOHOBPEMEHHOM IPUMEHEHUHU pO3yBacTaTUHA C ONpeaesIeHHBIMU JIeKapCTBEHHBIMU
CpencTBaMu, KOTOPHEIE MOT'YT IOBHIILIATh KOHIIEHTPAIMIO0 PO3yBacTaTHHA B IlJla3Me
KPOBHU BCJIECTBHE B3aUMOMIEMCTBUS C 9TUMU TPAHCIIOPTHHEIMU OejIKaMu (Hampumep,
ITUKJIOCIIOPHMHOM M OIIPedeIeHHbBIMY HHIMONTOPaMi IIPoTeal3kl, B TOM YHCJIIe
KOMOMWHAIIMSIMUN PUTOHABHUPA C aTa3aHAaBUPOM, JIONMHABUPOM H/UJIN TUIIPAaHABHUPOM,
cM. paspgenbl «OCOO0eHHOCTU MPUMEHEHUI» U «B3auMogeicTBue C APyruMu
JIeKapCTBEHHBIMU CPEACTBAMHU U OpPyrue BUOBLI B3aUMOAENUCTBUU»). [0 BOBMOXKHOCTH
clenyeT pacCMOTPETHh NIPUMEHEHNE allbTePHATUBHBIX JIEKapPCTBEHHBIX CPEICTB U B
ciydyae HeoOXOIMMOCTH BPEeMEHHO IIpepBaTh TePAITUio po3yBacTaTUHOM. Eciu
CONYTCTBYIOILIETO IPUMEHEHUS 3TUX JIEKapPCTBEHHBIX CPENCTB C PO3yBaCTaTUHOM
n3bexkaTh HEBO3MOXKHO, CJIeAyeT TIIaTeJIbHO B3BECUTh MOJIb3Y U PUCK OT
COITyTCTBYIOIIIETO IPUMEHEHUS U COOTBETCTBYIOIIUM 00pa30M OTKOPPEKTHUPOBATh HO3Y
po3yBacTaTuHa (CcM. pa3ngen «B3auMogenucTBUe C OPYTUMU JI€eKapCTBEHHBIMU
CpencTBaMM U OpPyrue BHUOLI B3AUMOOENCTBUL »).

*IIpuMeHsATh IeKapCTBEHHOE CPEACTBO B COOTBETCTBYIOIEN TO3UPOBKE.=
et

HpI/IMeHeHI/Ie JIEKapPCTBEHHOT' O CpeacCTBa OJeTAM OOJIZKEH IIPOBOOUTL TOJIBKO
CIIeITaJInuCT.



[TpumenstoT getsaMm ot 10 go 17 neT (ManbYuKyM Ha cTaguu pa3Butusd Il u Beimie mo
TaHHEpY U OEeBYIIKH, B KOTOPHIX MEHCTPyalluu HadalluCch He MeHee rofia Ha3afn).

OObIuHas HadajibHaAs CyTOYHAs Oo3a [/ AeTel U IIOAPOCTKOB C TeTEPO3UTOTHOU
CEMENHOU TUIlepXoJjieCTEPUHEMUEN COCTaBIsAEeT 5 Mr* B CyTKHU. JIeKapCTBEHHOE
CPEe[CTBO IPUHUMAIOT BHYTPh OOBIYHO B Jo3ax OT 5 Mr* go 20 Mr 1 pa3 B CyTKH.
[ToBrIIIIATH MO3Y CIEAyEeT B COOTBETCTBUY C MHAMBUAYAJILHEIM OTBETOM pebeHKa Ha
JiedeHNe U IePEeHOCUMOCTRIO JIEKapCTBEHHOTO CPELACTBA, CIeOysd PEKOMEeHOalusaIM I10
JledyeHunio gete (cMm. pas3men «OcobeHHOCTH IpUMeHeHus»). [lepen HavyaioM Teparnuu
pO3yBacCTaTUHOM HETSAM U IIOAPOCTKAaM CJiefyeT Ha3Ha4YUuTh CTaHOAPTHYIO
TUIIOX0IEeCTEPUHEMHNYECKYIO IUETY, KOTOPYIO MallueHThl JOIXKHEI COOII0OaTh U BO
BpeMs nedyeHus. bedomacHOCTh U 9(PPEeKTUBHOCTD TEKAPCTBEHHOT O CPEACTBa B A03aX
6osiee 20 MT B 3TOM IOMYISIIIUN He UCCIemoBanuchk. TabneTku 1mo 40 Mr He IPUMEHSIOT
OEeTSIM.

IIemu 0o 10 nem

OnmwiT neyeHus geteu 1o 10 nmeT orpaHuyeH. JIeKapCTBEHHOE CPECTBO HE
pPEeKOMeHyeTCsI IPUMEeHSTh eTaM mo 10mer.

Ilepemo3upoBka

CrenuduueCcKoro ie4eHusa Nepego3upPoBKU HeT. JledeHHe CUMIITOMaTU4€eCKoe,
pekoMeHOoBaHa moAnepKuBalomiasa tepanusi. Hy?>kHO MOHUTOPUTL QYHKITUU ITeYeHU U
ypoBeHb KOK. O dekTUBHOCTh reMoguanrui3a MajJoBepPOsATHA.

ITo6o4YHbIE peaKIIuu

HexenaTtenbHble ABJIE€HUS, KOTOPbIE OTMEYAIOTCS IIPU IPUMEHEHNH JIEKapPCTBEHHOT O
cpencTBa, OOBIYHO JIETKHEe U BpeMeHHbIe. HexkenaTenbHEIE PeaKIINU
Kiaccu(UIIMPOBAHLI II0 YaCTOTe U CUCTeMHO-opraHHbIM KiiaccaM (COK). ITo yacToTte
HexXKeJlaTeJIbHbIe PeaKIIuU paclipeiesieHsl ciaenyoinuM oo6pa3omM: yacTto (=1/100 u
<1/10), HeyacTrie (=1/1000 u <1/100), peakue (=1/10000 u <1/1000), oueHbL PEOKO
(<1/10000), yacTtoTa Heu3BeCTHA (HEBO3MOXKHO OILIEHUTH 110 MMEIOIIUMCS JaHHBIM).

Co cmopoHblI pecnupamopHOU cucmembl, OP2aHO8 2PYOHOU KAemKUu U cpedoCmeHUs:
4acCTOTa HeM3BEeCTHA: KallleJib, OIbIIIKaA.
Co cmopoHbL KHceayO0oYHO-KUWeUH020 mpakKkma:

YacCTO: 3alop, TOITHOTA, O0JIb B JKUBOTE;



penKo: maHKpeaTurT;
YaCcTOTa HeU3BEeCTHA: Auapes.

Co CmMOpOHbI NeYeHU U JHcen4e8bl8o0AUUX nymeu:
PenKo: IMOBHIIIIEHNE YPOBHS ITIEYEHOYHLIX TPAHCAMHUHA3;
OYeHb PeOKo: XKeNTyxXa, renaTur.

Co cmopoHbl NnoYek U Mouyesbl0e1umeibHOU CucmeMbl:
O4YeHb PeOKo: reMaTypusi.

Co cmopoHbl IHOOKPUHHOU CuCmeMbl:

4acCTO: caXapHHIU muabeT (YacToTa 3aBUCUT OT HaIU4us PaKTOPOB PHUCKa: YPOBEHbD
TJIFOKO3BI HaTomlak =5,6 MMob/in, UMT>30 Kr/M2, NOBHIIIIEHHLIE YPDOBHU
TPUTJINIIEPUOB, apTeprasibHasI TUTIEPTEH3UsI B aHaMHe3e).

Co cCmOpOHbI HEPBHOU CuCMeMbl:
4acTo: TOJIOBHAs1 00JIb, TOJIOBOKPYKEHUE;
O4YeHb PEeOKO: IIOJIMHEBPOIIATUs, IIOTEPS ITaMsATH;

4YacTOTa Heu3BeCTHa: nepudepudeckass HeBpoIlaTUs, PaCCTPOUCTBaA CHa (B TOM YHCIIe
0eCcCOHHMIIA 1 HOYHBIE KOIIMaphI).

Co cmopoOHbI NCUXUKU:

YaCTOTa HeM3BECTHA: JelpPecCusi.

Co cmopoHbl Kposu U AuM@pamuueckol cucmembl:

penKo: TPOMOOIUTOIIEHUS.

Co cmopoHbl UMMYHHOU cucmemMbil:

pPenKo: peakliy TUIIePYyBCTBUTENBHOCTH, B TOM YUCJIE aHTUOHEBPOTUYECKUHU OTEK.
Co CmopoOHbI KOXHCU U NOOKOJNHCHOU KAemyuamku:

HeYacCTO: 3y, Chlllb, KPAIIMBHUIIA;

4acTOTa Hem3BeCTHa: CuHApoM CTuBeHCa-[I2KOHCOHaA.

Co cmopoHbl ONOPHO-08U2aMEAbHOU cucmeMbl U COe0uUHUMEeAbHOU MKAHU:



YaCTO: MUAJITHUSA;
penKo: MuoIraTus (B TOM YKCJIe MHO3UT), PaOgOMUOIN3;
O4YeHb PeaKo: apTPaITHus;

YacTOTa HeM3BeCTHA: HapYIIIeHUS CO CTOPOHLI CYXOXKUJINM, MHOTHA OCI0XKHEHHEIe
pa3phIBaMHy,

MMMYHOOTIIOCPeIOBaHHAas HEKPOTU3UPYIOIasi MUOIATHSI.
Co cmopoHbl penpodyKmuBHOoU cucmembl U PYHKUUU MOAOYUYHbBIX dHCee3:
O4YeHb PeOKO: THHEKOMAaCTHUSI.

Obujue HapyweHUs U peakuuu 8 mecme 88e0eHUs:

YacTO: aCTEHUS;

4acToTa HEeM3BEeCTHA: OTEK.

Kak u npu npuMeHeHUU Opyrux uHruoutTopos 'MI'-KoA-pegyKkTassl, 4acToTa
HeXeJlaTeJIbHBIX peaklui uMeeT TeHIEeHIIUI0 3aBUCETh OT JO3HL.

BausHue Ha nouyku

[IpoTennypusi, oOHapyKeHHasi B pe3yJIibTaTe aHaln3a TeCT-I0JI0CKaMU U
MMPEenMYIIIeCTBEHHO KaHaJIblIeBOTI'0 ITPOUCX0KOeHM s, HaOmoaanach y MallleHToB,
MMOJTy4aBIINX po3yBacTaTuH. I3MeHeHUs copepzkaHus 6eylka B MO4Ye OT HYJIS UIU
CIIedoB [0 3Ha4YeHus ++ unu 6osiee Habmomanuchk B <1% manueHTOB B HEKOTOPHIX
BPEMEHHBIX TOUKax B XOe IIPUMEHEHHU JIeKapCTBEHHOr 0 cpencTBa B fo3e 10 u 20 mr
u npuMepHo 3% - npu mo3e 40 mr. HebGonbllloe yBeTUYEeHNE YaCTOThl U3MEHEHU
comepzKaHUs OT HYJIS UM CJIeOOoB OO0 3HaYeHUus + Habioganoch mpu mo3e 20 mr. B
OOJIBIIMHCTBE CIIy4YaeB IPOTEMHYPUS YMEHbIIalach UJIM HcYe3ajla CIIOHTAHHO IIPU
MIPOIOOJIKEeHNHU Tepanuu. [1o0 JaHHBIM KJIMHUYECKUX UCCIeNOBaHUN U
IMOCTMAPKETUHTOBLIX HAOTIOJeHU Ha CETOOHSIITHUN IeHb He BhISIBJIEHO IPUYNUHHO-
CJIEOCTBEHHOU CBS3U MEXKOYy IPOTENHYPHUEN U OCTPBHIM HJIU IPOTPECCUPYIOIIUM
3ab0jieBaHrEM ITOYEK.

Ha ¢oHe nmpuMeHeHUs npelapaTa HabM0ganuch Ciydad reMaTypud; 10 JaHHbIM
KJIITMHUYECKUX UCCJIeIOBAaHUM YaCcTOTa ee Masa.

BausiHue Ha cKesnemHy MycKy/aamypy

[TopaxkeHus: CKeJIETHOM MYCKYyJIaTyphl, TaKUe KaK MUAJITUs, MUONATUA (B TOM YHCJIIe
MHO3UT), U3pegKa — pabJoMMOJIN3 C OCTPOU OYEUYHON HEeJOCTaTOUYHOCThIO Uiu 6e3



Hee, OBIJTM OTMEYeHHl IIPU IPUMEeHEeHUH JII0OBLIX 03 Po3yBacTaTHHA, 0COOEHHO TP
mo3ax>20mr.

Y naiueHTOB, IPUHUMaBIINX PO3yBacTaTUH, HabJII0aaoCh 4O0303aBUCUMOE
yBenuueHue yposHelr KOK; B OONbIIMHCTBE CJIy4aeB siBJIeHHEe ObLIIO Ccl1albiM,
aCHUMITOMaTU4YeCKUM U BpeMeHHBIM. Eciu ypoBeHb KOK mosBeillieH (> 5 pa3 BhIllIe
BEpXHEeHN IpaHUIbLl HOPMEI), JIeUeHUe CIIeayeT IpeKpaTuTh (cM. pasgen «OcoO0eHHOCTH
IPUMEHEHUS»).

BausiHue Ha nevyeHb

Kak u nipu nmpuMeHeHUU Apyrux uHruoutopos 'MI'-KoA-penykTa3sl, Y HEOOJILIIOTO
KOJINYeCTBa MAallMeHTOB, IPUHUMAaBIINUX PO3yBacTaTUH, OTMEYaJioCh J0303aBUCUMOE
MOBHIIIIEHNE YPOBHS TPpaHCaMUHAa3; B OOJILIIMHCTBE CJIy4daeB siBlIeHUe ObIIIo ClabbiM,
aCUMIITOMaATU4YECKUM U BPEMEHHBIM. [Ipy IpuMeHeHUU pOo3yBacTaTHHa TaKxXKe
OTMeYasioCch IMoBHIIIeHNE YpoBHSI HbAlc.

Ha ¢oHe nmpuMeHeHUST HEKOTOPHIX CTATUHOB OTMEYaIuCh TaKue mo00UYHbIe 3P PEKTHI:

e PaccTpouCTBO IIOJIOBOU (PYHKIIWH.

e OTHesibHBIE CIIy4YaW MHTEPCTULIMATbHOU O0JIe3HU JIETKHUX, 0COOEHHO TP
OJTUTENbHOM NpuMeHeHuHn (cM. Pa3smen «OcoOeHHOCTU IPUMEHEeHUSI»).

e HacToTa coo011eHu 0 pabgoMHUoIn3e, Cephe3HbIe HapyIIeHUsI CO CTOPOHEBI II0OYEK
U IeYeHHU (IPenuMYyIIeCTBEHHO MOBHIIIIEHNE aKTUBHOCTH ITI€YEHOYHBIX
TpaHCcaMMuHa3) OOJbIlle ITPU IPUMEeHEeHUHU npernapaTa B mo3e 40 mr.

B mpotiecce mocneperucTpanuoHHOT0 MPUMeHeHUs JIEKapCTBEHHOI 0 CPeiCcTBa
UOeHTUGUIIMPOBAHO TAKyIO HeXKelaTeJIbHYI0 PeakKIlnio, KaK JeTalbHas U HeleTalbHas
IMeYyeHOYHast HeIOCTAaTOYHOCTh. [IOCKOIBbKY 00 9TOM peakIiuu COOOIIanyd CIOHTAaHHO U3
MOMYJISIIINY HeOoIpeaeIeHHOr0 KOJIUYeCTBa, HEBO3MOXKHO JOCTOBEPHO OLIEHUTH ee
YaCTOTYy WM YCTAHOBUTDL HATHUYMe NPUYUHHO-CIIEICTBEHHOM CBSI3U C IPUMEHEHUEeM
JIEKapCTBEHHOT'O CPEJICTRBA.

H3pepka coobiianu 0 HapylIeHUsIX KOTHUTUBHBIX QYHKIIUM (HallpuMep, yXyOIIeHue
MMaMsTH, 3a0BLIBUMBOCTh, aMHE3U s, YXYOIIeHNE TTaMsITH, COyTaHHOCTb CO3HAHUS),
KOTOPBIE aCCOLMUPYIOTCS C TPUMEHEeHUEM CTaTUHOB. O TaKUX KOTHUTUBHBIX
npobieMax coolIllanay B CBSI3U CO BCEMU CTaTUHaAMU. ABIEHMUS, O KOTOPHIX TOBOPUTCS
B COOOIIEHUSIX, OOBIYHO UMEIOT JIETKUM XapaKTep U IMPOXOAsT IOCjie OTMEHHI
CTATUHOB, a TakKXKe UMEIOT Pa3HOe BPEeMs [I0 IIOSIBIIEHUSI CUMIITOMOB U [I0
MCYEe3HOBEHUSI CUMIITOMOB (MeanaHa - 3HeOesn).

IHemu



[ToBeinienve ypoBHsa KOK>10 pa3 BhIIlIe BepXHEeU I'PAHULILI HOPMBI U CUMIITOMEL CO
CTOPOHBI MBIMIL TOC/Ie PU3UYeCKON Harpy3KU WM IIOBHIIIEHHONU PU3UYECKOUN
aKTHBHOCTU HaOIIOOaMCh Yallle YV AeTel U IOAPOCTKOB I10 CPaBHEHUIO CO B3POCIILIMU
(cm.pa3gen «OcobeHHOCTH ITPUMEeHeHUussI»). OgHaKo Mpodus, 6e30macHOCTH
po3yBacTaTHHa y AeTel OblI MOJ00OHBIM TAKOBOMY Y B3POCIIHIX.

Coobuw,eHus o nodo3pesaembix NOOOUHBIX peaKuusix.

Co00111eH1s 0 ITOJ03PEeBaeMbBIX ITOOOYHEIX PEAKIIMAX II0CJIe PEeTHCTPALUT
JIEKAPCTBEHHOTO CPEICTBA SBISETCS BaXKHOU IIPOLIeOyPOH. DTO MO3BOISET
ITPOIOJI?KATh MOHUTOPUHT COOTHOIIIEHUS «II0Ib3a/PUCK» [IJIsI COOTBETCTBYIOIIETO
JIEKQPCTBEHHOTO CpeacTBa. MemuIMHCKHUM Pab0THHKAM He0OX0OUMO COOOIIaTh O
JTIOOBIX TIOTO3PEeBaeMbIX ITOO0YHBIX PeaKIUIX Yyepe3 HalluOHAILHYI0 CUCTEMY
COOOIIEeHU.

CpoK rogHoctu
3 roga.
YcnoBusi xpanenusi

XpaHUTh B OPUTUHAJILHOU YIIaKOBKE IIPU TeMIepaType He Brile 25 °C.

XpaHUTh B HEOOCTYITHOM [JIsI OEeTEeU MeCTe.
YnakoBka

[To 10 TabyeTOK B KOHTYPHOU STYEMKOBOM YyIIaKOBKE; 0 9 KOHTYPHBIX TYENUKOBBIX
YIIaKOBOK B ITa4Ke.

Kareropus ornycka

ITo penenty.

ITpou3sBoourenn

3A0 «®apmaneBTuYeckas pupMa« [TlapHUIIA ».

MecTOHaxo0XaeHHe IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCylmIeCTBJIICHH S
oesiTeJIbHOCTH

Ykpauna, 02093, r.. Kues, yn. bopucnonsckas, 13.



HcTOouHMK HHCTPYKIIHHA

HNHCTPYKIIKS TeKapCTBEHHOTO CPeNCcTBa B3sTa U3 OQUIIMATIbHOTO HCTOYHUKA —
'ocymapCTBEHHOT0O peecTpa JIeKAaPCTBEHHEIX CPEeOCTB YKPAuHEL.
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