CocrTaB

delicmeyrwuwi,ee geu,ecmeo: po3yBaCTaTHH;
1 TabreTka comepKUT po3yBacTaTuHa 20 MI B BUe po3yBacTaTUHA KaJlbLIUs;
gcnomMozame/ibHble 8euLecmaea:

A0PO: 1IEeJIII0JI03a MUKPOKPUCTAJIINYeCcKasi, TaKT0o3a, KPOCIIOBUIOH, ITOBUIOH, HATPUS
cTeapundymapar;

nokpweimue 0151 mabsaemok no 20 M2: CIUPT IIOJTUBUHUIIOBBEIN YaCTUYHO
ruaponu30BaHHbIM, TUTaHa guokcup (E 171), makporon 3350, TanbK, Kejle3a OKCHUJI
xkenteii (E172), xKene3a okcupn KpacHbid (E 172), kapmousuH (E 122), uagurotus (E
132).

JIekapcTBeHHas1 popMa

TabeTKH, IMOKPHITHIE IIJIEHOYHOM 000JI0YKOM.

OcHosHble ¢pu3uKko-xumuyeckue ceoticmaa: TabneTku 20 MTr: CBETIO-PO30BHIE UIU
PO30BHIE KPYTIbIE IBOSKOBHITYKIIbIe TaOI€TKY, ITIOKPHITHIE TIJIEHOYHOM 0007I04YKOMH, C
TUCHEeHUEM «N>» C OOHOM CTOPOHHI U TUCHEHUEM «20» Cc APYrol CTOPOHBI TabIeTKH;
0e3 TpemuH U CKOJIOB.

dapMakoTepaneBTHYECKasi IpyImna

TunonunuoemMudeckue cpenctBa. Uuruburtopsl ' MI-KoA-penykTa3nl. Po3yBacTaTuH.
Kog ATX C10A AOQ7.

dapMaKOOUHaAMHUKa

MexaHu3am deticmaus.

PosyBacTaTuH — 3TO CeIEKTUBHBLIA U KOHKYPEeHTHBIM UHruouTop 'MI'-KoA-penyKkTassi,
(dbepMeHTa, onpenensaonero CKOpoCTh PeakIluy U IIpeBpalanInero 3-ruipoKCcu-3-
METUITIyTapuiI KopepMeHT A Ha MeBaJIOHAT, MpeAIIeCTBEHHUK XOJIeCTepUHa.
OCHOBHBEIM MeCTOM [eUCTBUS PO3yBaCTaTHUHA SABJIIETCA [IeYeHb, OpPraH-MUIlleHb I
YMEHBIIEHUSI YPOBHEU XOJIeCTEPUHA.

Po3yBactaTuH yBenmnuuBaeT KoIu4decTBO peuentopos JIITHII Ha mOBEpPXHOCTHU KJIETOK
IMeYeHU, YCUIIUBAs 3axBaT U KaTtabomua3m JITTHII, u momaBnsieT Me4YeHOYHBIN CUHTE3
JITIOHII, TakuMm o6pa3oM yMeHbIas ob1ree KonudectBo yactull JITTOHIT u JITTHII.



dapmakoduHamuueckoe delicmasue.

Po3yBacTaTuH CHUXKaeT NOBHIIEHHBIN YPOBEHE xojiecTepuHa JITTHII, obiero
XOJleCTepUHAa U TPUTJIULEPUOOB U IOBHIIaeT YPOoBHU xonecTtepuHa JIIIBII. OH Takxke
yMeHblIaeT ypoBHU anoB, XC-ueJITIBII, XC-JITTOHII, TT-JITIOHIT u noBeinIaet
ypoBeHb anoA-I (tabnuiia 1). PosyBacTaTuH TakKe yMeHbIIaeT COOTHouleHue XC-
JITTHII/XC-JITIBII, o6miero XC/XC-JITIBII, XC-ueJITIBIT/XC-JITIBII u anoB/amoA-I.

OTBeT Ha 03y Yy IMAaIlMEeHTOB C IIEPBUYHOU rUnepxoiecrepuHemuen tuma Ila u Ilb
(OTKOpPPEKTUPOBaAaHHOE CpefHee NPOLEHTHOE U3MEHEHNE 10 CPAaBHEHUIO C UCXOOHBIM

YPOBHEM)

Tabnuua 1

IHo3a N—XC—HHHH_I 3aranpHui XC|XC-JITIBIL |TT | XC-ueJIIIBIIL] lamoB amoA-I
[Tnaue6o|(13-7 -5 3 -3 ||-7 -3 0

5 1745 33 13 3544 38 |4

10 17|-52 -36 14 -10/-48 42 4

20 17/|-55 -40 8 -23|-51 -46 |5

40 18/-63 -46 10 -28/-60 -54 |0

TepaneBTuueckuii 93pHeKT mOCTUTaeTCcs B TedeHue 1 Hemenu mocie Hadaia
npuMeHeHus npemnapara, 90 % MakcuManbHOTO 3 deKTa — yepes3 2 HeOelu.
MaxkcuMasnbHBIHN 3¢ GEKT 0OBIYHO DOCTUTAETCS Yepe3 4 Hedesiu U COXPaHsIeTCs B
OaJIbHEeHIIeM.

®dapMaKOKHHETHKA

BcacvieaHusa. MakcuManbHasA KOHIIEHTPAlLKMs PO3yBacTaTHHA B IIJlTa3Me KPOBU
mocturaetcs dyepe3 5:00 mmociie mepopasbHOro IpUMeHeHus. BUOgOCTYIIHOCTD
cocTtaBnsaeT npuMepHo 20%.

PacnpedeneHue. Po3yBacTaTuH 3HAYUTEJILHEIM 00pa30M 3axBaThIBaeTCS eY€EHbIO,
KOTOpas SBJISETCSI OCHOBHBIM MEeCTOM CHUHTe3a XOojiecTepuHa u Knupenca XC JITTHII.
O06beM pacripefienneHrss po3yBacTaTUHa cocTaBysieT npuMepHo 134 1. Okomo 90%
po3yBacTaTHHAa CBSI3BIBAeTCA C OejIkaMU IJIa3Mbl KPOBH, IIPEUMYILIECTBEHHO C
aTbOYMUHOM.

Memab6oau3m. Po3yBacTaTUH UCIILITEIBAET HE3HAYUTEIBHOTO MeTabomu3Ma
(mpumepHO 10%). MccnemoBaHus MeTabonIu3Ma in vitro ¢ ucmonb30BaHUEM
TeraToIIMTOB YeJIoBeKa CBUIETEIbCTBYIOT, YTO PO3YBACTATHH SIBJISETCS CJIa0bIM
cyocTpatoMm mjist MmeTabonu3Ma Ha OCHOBe ¢epMeHTOB uTtoxpoma P450. OCHOBHBEIM
3agercTBOBAaHHLIM n30pepmernToM saBnsieTcss CYP2C9, HECKOITBKO MEHBIIYIO POIb



urpaioT 2C19, 3A4 u 2D6. OCHOBHBIMU OIIPeHeIEHHBIMU MeTaboIuTaMu SIBJISIOTCS N-
OEeCMEeTHUJIOBLIM U JTAKTOHOB MeTa0onIuThHl. N-gecMeTuia-MeTaboIuT mpuMepHo Ha 50%
MeHee aKTHUBEH, YeM pPO3yBacCTaTHH, TAaKTOHOB MeTa0O0IUT CUUTAETCS KIUHUYECKU
HeaKTUBHBIM. Ha po3yBacTaTtuH npuxogutcs 6omnee 90% aKTUBHOCTHU
HUpKynupyioilero nHruourtopa I'MI'-KoA-pegyKTa3Hl.

BriBom. IIpuMmepHO 90% m03BI pO3yBacTaTHUHA BEIBOOUTCS B HEU3MEHEHHOM BHUIE C
KaJioM (BMeCTe 3aBsI3HYB U HEBCMOKTaHa €M CTBYIOIIee BEIIeCTBO), OCTAaJIbHOE
BBEIBOOUTCS C MO4YOu. [IprumepHO 5% BEIBOOUTCS C MOYOM B HEU3MEHEHHOM BHUJIE.
[Tepuon monyBEIBEOEHUS U3 IIJIa3MBlI COCTaBJIAET IPpUMeEPHO 19 yacoB U He
YBEJIN4YMUBaAETCS IIPU IMOBHIIIEHUN O03bl. CpefHee reoMeTpUuYeCcKoe 3HaYeHne
KJIMpEeHca IIperapaTa 13 IIJIa3Mbl KPOBH COCTaBIsieT Npubnu3uTensHo 50 n1/ g
(koappunueHT Bapuanuu - 21,7%). Kak u gpyrue uarudbutopsl 'MI'-KoA-penyKkTasHi,
IMeYeHOYHasl 3aXBaTa pPo3yBacTaTHHA ITPOUCXOIUT C ydaCTHEM MeMOpPaHHOI O
TpaHcnopTepa OATP-C, KOTOPBIYM UTpaeT BaXXHYI0 POJIb B IE€YEHOYHOU 3JIMMUHALIUU
po3yBacTaTHUHa.

JIuHeluHocmb. CuCTeMHas 3KCIO3UIKMSA pO3yBacTaTHHA YBEJINUYUBAETCS
ITPOTIOPIIMOHAJILHO [03€e. [Ipr MHOTOKPAaTHOM e3KeITHEBHOM ITPUMEHEHUU ITapaMeTpPhl
dbapMaKOKUHETUKYN HE U3MEHSIIOTCS.

Oco0Oble TPYIITH TTAIIMEHTOB

Bo3pacm u nosa. He HaGnoganoch KIMHUYECKHU 3HAUYMMOT'O BIUSTHUS BO3pacTa UIn
rmoJjia Ha (papMaKOKHMHETUKY pO3yBacTaTUHA Y B3POCibiX. PapMaKOKWHETHUKA
po3yBacTaTHUHa y OeTel U IIOAPOCTKOB C T€TEPO3UTOTHOU CEMENHOU
runepxojiecTepuHeMuei Oblia TogoOHa TaKOBOM Yy B3POCIILIX TOOPOBOJILIEBR (CM.
Pazpgen «[letu»).

Paca. ViccnepoBanus hapMaKOKUHETUKHN OOHAPYKUJIM, YTO Y ITAIlUEHTOB
MOHTOJIOMTHOM Pack! (AMOHIIEB, KUTAaUIeB, GUIUIIIIUHIIEB, BbeTHAMIIEB U KOPEUIIEB)
MepvaHHbIe 3HaYeHUSA AUC u Cmax IprUMEPHO BOBOE BHIIIE, YEM y €BPOIIEUIIEB; Y
uHpenes MmeguaHHble 3HaueHUI AUC u Cmax ITOBHIIIIEHB NpuMepHO B 1,3 pa3sa.
AHanu3 NonmynIIuOHHON (apMaKOKMHETUKU HE BHISIBHUJI KIMHUYECKU 3HAYUMBIX
pas3nInyui MeXay nanueHTaMy eBpOleOUIHOU U HETPOUTHOU pac.

HapyweHue ¢yHKuuu noyek. B uccnemoBaHuy IallMeHTOB C PA3JINYHOM CTENEHbIO
HapymeHus GyHKINYU MO04YeK N3MEeHEeHUH IIa3MeHHBIX KOHIIEHTPallui Po3yBacTaTUHA
unu N-gecMmeTun-MetTabonuTa y JIUI co ciabol uiu yMepeHHOM HeJOCTaTOYHOCThIO
OTMEYeHO He ObLI0. Y MallMeHTOB C TSAXKEJILIMU HapyILIeHUusIMU GYHKIIUY IT0YEK
(kmupeHc KpeaTuHuHa <30 MJI / MUH) IJIa3MeHHBIe KOHIIEHTPAIIMU PO3yBacTaTHHA
OblTu B 3 pasa BhIlIe, a YPoBHU N-mecMmeTun-metadonuTa - B 9 pas BhIIIIE, YEM Y
3[0POBLIX MOOPOBOIIBIIEB. PAaBHOBECHEIE IJIa3MeHHbIe KOHIIEHTPAlluK POo3yBacTaTUHA y



MMaIMeHTOB, HaXOOsIIUXCs Ha TreMoauanu3e, ObUIn mpuMepHo Ha 50% BEIIIE, YeM Y
3[OPOBHIX TOOPOBOJIBIIEB.

HapyweHue ¢pyHKUUU neyeHu. B uccienoBaHWy MallMeHTOB C PAa3HOU CTEIEHBIO
HapyLIeHUs NeYeHOYHBIX PYHKINYN IPU3HAKOB ITOBHIIIIEHHONW 3KCIIO3ULINHT
po3yBacTaThHa He OBbIJI0 00HAPY2KEHO Y MallieHTOB, COCTOSSHUE KOTOPBIX OII€eHUBAJIOCh
B 7 unu MeHee 0ansoB no mkasne Yanna-TTero. OmHaKo y ABYX HAIlMeHTOB, KOTOPHIE
Habpanu 8 u 9 no mKkane Yauna-I1bio, cucTeMHasi 9KCIIO3ULMSA OblJla KaK MUHUMYM
BABOE BHIIIE, YEM Y MMAIIMEHTOB C MEHbIIUMHU OajutamMu. OIBIT IPUMEHEHUS
po3yBacTaTHHa y MMAllMeHTOB, COCTOSTHUE KOTOPHIX OlleHMBaeTcs Oojiee 4yeM B 9 6asioB
no mkane Yaung-I1ero OTCyTCTByET.

I'enemuueckut noaumopgpusm. Pactipegenenre nuHruoutTopoB ' MI'-KoA-penykTassl, B
TOM YMCJIe PO3yBacTaTHHA, IIPOUCXOOUT C YYaCTHUEM TPaHCIOPTHRIX 6eyikoB OATP1B1
u BCRP. Y naumeHnToB c reHeTudeckuM nonuMmoppusmom SLCO1B1 (OATP1B1) u /
unu ABCG2 (BCRP) cymiecTByeT pUCK HOBBIIIEHHOM 3KCIIO3UIUU po3yBacTaTuHa. [Ipu
oTmenbHEIX (opMax monumopdpudma SLCO1B1 ¢.521CC u ABCG2 c.421AA
sKcno3unus polyBactaTuHa (AUC) nmoBHIIIEHHAs 110 CPaBHEHHUIO C T€eHOTUIIaMU
SLCO1B1 ¢.521TT unu ABCG2 ¢c.421CC. CrneuuanbHOe TeHOTUIUPOBaHUE B
KJIMHAYEeCKOU IpaKTUKe He IPEeOyCMOTPEHO, HO MallieHTaM C TaKUM IIOJIUMOP(PU3MOM
PEKOMEeHyeTCs IPUMEHATh MEHBIIIYI0 003y IIpernapara.

emu. 2 ¢ppapMaKOKHHETUUYECKUE NUCCIIEqOBaHUs 10 pO3yBacTaTUHA y OEeTeu C
reTepo3uUTrOTHOM CEMEWHOU rurepxojgecrepuHeMuen B Bo3pacTte ot 10 go 17 net u ot
6 no 17 net (Bcero 214 mauueHTOB) OKa3ajid, YTO 3KCIIO3ULIUA IIpelapaTa y OeTeu
momo0OHa 3KCIO3UIMHN Y B3POCIILIX MAMEeHTOB UJIN HUXKe. JDKCIIO3UIHUS Po3yBacTaTHHA
110 O3kl U BpeMeHu Obljla IIpefickalyeMa TedeHue OBYXJIeTHero rnepuomna.

IToxka3aHnus

JleueHue 2unepxosiecmepuHemuu

B3pocneiM, mogpocTkaM u geTtsaM ctapiie 10 j1eT ¢ mepBUYHOU
runepxojyiectepuHeMmuen (tuma Ila,), (3a UCKITIOYEeHUEM CEMENHON IeTEPO3UTOTHOU
TUIIePX0JIeCTEPUHEMHUHN) UIU CMeIllaHHOU gucnunugemuen (tuna IMb) kak
OONIOJIHEHUE K OMeTOTepanuy, Korga oueTa Wik Opyrue HeMeOuKaMeHTO3HbIEe MEeTOObL
jledeHus (HampuMmep, pu3ndecKkue yIpaxKHeHUsI, CHUXKEeHHe MacCChl Teia)
OKa3BbIBaIOTCSA HEJOCTAaTOYHBIMU.

[Tpu TOMO3UTOTHOM CEMENHOM TUIIEPXOIECTEPUHEMUHY, KaK OIIOTHEHNE K TUETE U
OPYTHUX Mep IO CHUKEHUIO COOepXKaHusA TUNMHUA0B (Hanpumep, adpepesa
JINTIOTPOTEUHOB HU3KOU MJIOTHOCTH) UJIK B CIy4dasx, KOra IIpoBefeHNue TaKou
Tepamnuu Helenrecoodpas3Ho.



ITpopunakmuka cepdedHo-cocyoucmuix HapyweHuu

[IpepoTBpallleHre 3HAYUTETbHLIM CEPOEYHO-COCYOUCTHIM HapyIlIeHUEM y MallueHTOB,

KOTOPBIM, TI0 OITeHKaM, I'PO3UT BEICOKUY PUCK IIEPBOTO CIydasi CEPOeYHO-COCYIUCTOrO

HapymeHus (cM. Pasgen «®apMaKoIOTHYeCKHe»), B MOMOTHEHNE K KOPPEKIINY IPYTUX
(pakTOpPOB pUCKa.

HpOTHBOHOKa3aHHH

[ToBeIIIIEHHAsT YyBCTBUTEIBHOCTh K PO3yBaCTaTUHY UJIM K BCIIOMOTaTEIbHEIM
BellleCTBaM B COCTaBe IIpenapara;

3a00JieBaHUs IeYeHU B aKTUBHOU (pa3e, B TOM UHCIIE TIPU CTOMKOM ITOBBLIIIIEHUH
YPOBHS CHIBOPOTOYHBIX TPAaHCAaMUHAa3 HEU3BECTHOM 3THOJIOTHH, a TaK¥XKe IIpHU
MTOBBIIIIEHNY YPOBHS CHIBOPOTOYHBIX TPaHCAMUHA3, YTO IPEBHIIIAET BEPXHIOK
rpanuny HopMmul (BI'H) 6onee yeM B 3 pa3a;

TsKeJble HapylleHusa QyHKIUU no4YeK (KaupeHc KpeaTuHuHa <30 M1 / MUH);
MHUOIIATHUS;

MOHOBPEMEHHOE IIPUMeHEeHNEe [TUKIIOCIIOPUHA;

B mepuon 6epeMeHHOCTH U KOPMJIeHHUS I'PYyObIo, a TaKxXKe KeHITMHAM
PEenpoOyKTUBHOTO BO3pacTa, He MPUMEHSAIOT COOTBETCTBYIOIINE CPEeACTBa
KOHTpPALIEIILNH.

IHo3a 40 Mr mpoTUBOMOKa3aHa MallieHTaM CO CKJIOHHOCTBIO K MUOIIaTuu /

pabmoMuonu3y.

K d)CIKImOpCIM mdarKo20 puckd OmHOCAMCA:

yMepeHHOe HapylleHne QyHKINY Io4YeK (KIMpeHC KpeaTuHUHa <60 MJI / MUH);
TUIIOTUPEO3;

Hajau4yye B IMYHOM HUJIU CEMeMHOM aHaMHe3e HacleOCTBEeHHHIX 3a00ieBaHUM
MBIIIIL],

HaJM4yue B aHaMHe3e CJly4yaeB MBIIIeYHOM TOKCUYHOCTH IIPU IPUMEHEHUU OPYTUX
nuHrno6uTopoB 'MI'-KoA-penykTa3sl unu ¢pubdpaToB;

3noynoTpebiieHre alKorojieM;

CUTyalluy, KOTOPble MOT'YT IIPUBECTU K IIOBHIIIEHNIO KOHIIEHTPAllUY IIpelapaTa B
rja3Me KpOoBY;

NPUHAOJIEXKHOCTh K MOHTOJIOUIHOU Packhl;

OOHOBPEMEHHOe NpuMeHeHue GpudpaToB.

B3aHMOﬂeﬁCTBHe C IPYI'HMH JIeKapCTBEHHBIMH CpeIdCTBaMH H IPpyIrue BHIbI

B3aMMOIEeHUCTBUHA

BnusHue COIIYTCTBYIOIIIUX ITPEIIaPATOB Ha PO3YBAaCTAaTHUH



HH2ubumopsbl mpaHcnopmHbuix 6e1Ko8. Po3yBacTaTUH SBJISIETCS CyOCTPATOM [IJIs
omnpeesieHHLIX TPAaHCIOPTHRIX O0enkoB, BKimouass OATP1B1, uto obecrieunBaeT
MMe4YeHOYHLIN TPpaHCHOPT, U edIioKCHOTO nnepeHocyuka BCRP. OgHoBpeMeHHOE
BBeleHUe po3yBacCTaTHHa C JIEKAaPCTBEHHBIMU CPEeNCTBaMU - UHTUOUTOPaAMHU 3TUX
TPaHCIIOPTHBIX OEJIKOB MOJKET BBHI3BaTh ITOBHIIIIEHNE KOHIIEHTPAIUU pO3yBacTaTUHa B
IJj1a3Me KPOBU U YBEJIUYEHHUIO pucKa MuonaTtuu (cMm. Tabnuimy 1).

IluxaocnopuH. IIpu OMHOBPEMEHHOM IPUMEHEHHUU PO3yBacTaTHHA U [IUKJIIOCIIOPHUHA
3Hauenue AUC (myomanb oo KPHUBOM) po3yBacTaTHHA ObIJIO B CPeIHEM B 7 pa3 BHIIIE
3HAYEHUS Y 3TOPOBEIX JOOPOBOIbIleB. KOHIIEHTpalMs IIUKIOCIIOPHUHA B MJla3Me KPOBU
IIPY 9TOM He MeHsIachk. Po3yBacTaTHH IIPOTUBONOKA3aH MMallieHTaM, KOTOPhIEe
OOHOBPEMEHHO IOTy4aloT MUKIoCmopruH. OQHOBpEMEHHOE TPUMEHEeHNEe He BIIUAJIO Ha
KOHIIEHTPAIINIO ITUKIOCIIOPHHA B IIJIa3Me KPOBH.

HHe2ubumopbl npomeasbsl. XOTsI TOUHBIM MeXaHU3M B3aUMOOENCTBUS HEU3BECTEH, IIPHU
OOHOBPEMEHHOM IIpUeMe MHTHOUTOPOB ITPOTea3bl BO3MOXKHO 3HAYUTEIbHBIM POCT
IIOKa3aTejlel BIUSAHUS po3yBacTaThuHa. U3BeCTHO, YTO IpU OQHOBPEMEHHOM
MpUMEHEHUU po3yBacTaTHMHA 3[IOPOBLIM H0OpPOBOJIbIIaM B o3e 10 Mr u
KOMOMHUPOBAHHOI'O IIpelapaTa, comepKallero gea uHruouTopa nporeas3sl (300 Mr
aTtasaHaBupa / 100 Mr puToHaBupa), Habmogasncs poct mokasatesns AUC (0-24)
po3yBacTaTUHA B COCTOSSHUM OVHaMHU4YECKOIr0 paBHOBECUSA B pa3kl, a mokKa3aTensa Cmax
- B 7 pa3. TakuMm o6pa3oM, OMHOBPEMEHHOE ITPUMEHEHNE PO3yBacTaTUHa B Tepaluu
BUY-nmalieHTOB, MOJIyYaloInX UHTUOUTOPH! ITPpOoTea3kbl, He peKOMEHOYETCS.
OnHOBpeMEHHOe IIpUMEHEHNEe pPo3yBacTaTuHa ¥ HEKOTOPHIX KOMOMHAIIUU
MHTUOMTOPOB MPOTEea3hbl BO3MOXKHO IIOCJIe TIAaTEeIbHOT0 00OyMbIBaHUSI KOPPEKITUHT
OO3bI IIpelapaTa, UCXOOs U3 OKUOAeMOTr0 POCTa 3KCIIO3ULIMM PO3yBacTaTHUHA.

F'empubpo3un u apyrue ruroaunuaeMudeckre cpencrtsa. OmMHOBpEMEHHOE
IIpUMeHeHNe po3yBacTaTuHa U reMpubpo3mnia IPUBOOUT K YBEJIMYEHUIO 3HAaYEHUU
noka3zaTteneu Cmax u AUC po3lyBacTaTuHa B 2 pa3a.

Hcxopst 3 gaHHBIX CeldallbHBIX UCCIiefoBaHuM, ¢ peHopubOpaToM He OKUOAETCS
(bapMaKOKMHETHYECKH 3HAUYMMOT' 0 B3aUMOAEUCTBHUS, OMHAKO BO3MOXKHA
dbapmakoguHaMuyeckas B3auMmonenctaue. 'empudbpo3un, denobpudpat, opyrue
¢bubpaTsl 1 HUAIIUH (HUKOTUHOBAS KMCJIOTA) B TUIIOJIMIUIEMUYECKUX O03aX (> uiu
ypoBHE 1 I' / CyT) HOBBIIIAIOT PUCK PA3BUTUSA MUONATUU IIPU OOHOBPEMEHHOM
npuMeHeHuu ¢ uarubutopamu ['MI'-KoA pegykTa3bl, BO3MOXKHO, IOTOMY, YTO OHH
CIIOCOOHBI IPUBOAUTH K MUOIIATUM U IIPU IPUMEHEHUHU OTHOENbHO. [IpuMeHeHUue
npenaparta B fo3e 40 M IPOTUBOIIOKA3aHO IIPU OOHOBPEMEHHOM IipueMe pudpaToB.
[Tpuem npenapaTa TakKMM Nal¥eHTaM PEKOMEHOyeTCSI HauuHaTh C HO3bl 5 MT' B CYTKH.

93emumub. OmHOBPEMEHHOE MPUMEeHEeHNe po3yBacTaTuHa B o3e 10 Mr u 33eTuMuba
10 Mr manueHTaM C TUIIEPXO0JieCTepUHEMHUEeN MpuBoguiio K pocty AUC po3yBacTaTHHa



B 1,2 pa3a. Henb3sa uckno4daTh papMaKOOUNHAMUYECKOT O B3aUMOOENCTBUS MEKIY
PO3yBAaCTaTUHOM M 33eTuMMUOa, YTO MOXKET IIPUBECTU K HeXKeJIaTEeIbHbIM SIBIIEHUSIM.

AnTamupHbie mpenapaTel. OMHOBPEMEHHOE BBeIeHNe PO3yBacTaTUHA C CyCHeH3uen
aHTAIUObI, COIepKalIue aTIOMUHNUS U MarHus TUOPOKCHU, TPUBOOUT K YMEHBIIIEHUIO
KOHIIEHTPAaIluK¥ po3yBacTaTUHA B IJTa3Me KpoBU Ha 50%. IToT apdeKT ymMeHbIIancs,
Korha aHTauupg npuHuMainu 3a 2:00 mocie po3yBacTaTuHa. KnuHUYecKass 3HaYUMOCTh
9TOT0 B3aMMOIEHCTBUS He U3ydasoCh.

IpumpomuyuH. ODHOBpEMEHHOE IPUMEHEeHUEe pO3yBacTaTuHa ¥ SPUTPOMUIIHA
npuBOOUT K cHuKeHunio 3HadeHus AUC (0-t) Ha 20%, a 3HavyeHne Cmax
po3yBacTaTuHa - Ha 30%. Takoe B3auMOOeNCTBUE, BEPOSATHO, ABISIETCS Pe3yIbTaTOM
YCUJIEHUS MOTOPUKM KUIIIEeYHNKa, BLI3BAHHOTO IPUEMOM 3PUTPOMUIIUHA.

depmeHmMul cucmembl uumoxpoma P450. Pe3ynbTaThl UCCIEOOBaHUU in vitro u in vivo
CBUIETEIBCTBYIOT O TOM, YTO PO3yBaCTaTUH He IMMPUYUHSIET HU UHTUOUPYIOIIEro, HU
CTUMYJIMPYIOILETO BINSIHUA Ha U30(pepMeHTHl CUCTeMEI IuTOoXxpoMa P450. K Tomy xke
pO3yBacTaTUH SIBISIETCS ClIabbIM CyOCTpaToOM IOJist 9TUX n3odepMeHTOB. He
HaOJII0gaI0Ch KIMHAYECKHA 3HaUYMMOT' 0 B3aUMOJEUCTBUS MEeXAY PO3yBaCTaTUHOM U
drykonazonoMm (narudbuTopoM pepmernToB CYP2C9 u CYP3A4) unu KETOKOHA30JI0M
(marudbutopom ¢pepmeHToB CYP2A6 1 CYP3A4).

B3aumodeticmaus, mpebyruw,ue Koppekyuu 0o3bl podysacmamuHa. Korga
Heo0X0OUMO IPUMEHSITh PO3yYBaCTaTUH BMECTE C IPYTUMU JIeKapCTBEHHBIMU
CpeaCcTBaMH, IMOBHIIIAIOIIMMU €T0 SKCIO3UIUI0, JO3bl pO3yBacTaTUHa CleayeT
KOppeKTUupoBaTh. CiegyeT HauMHATH C AO03HL 5 MI' 1 pa3 B CyTKH, €C/IU 0XKUOaeTCs
pocT akcno3unuu (AUC) npubIu3uTesIbHO B 2 pa3a uau 0osbllie. MakKcuMaIbHas
CYyTOYHAas 103a po3yBacTaTHHA [IOJI?)KHA OBITh CKOPPEKTHUPOBaHa TaKUM 00pa3om,
4yTOOHI OKHMIaeMasi 9KCIIO3UIINS He MpeBhIlllaja KOHIIeHTPalluio, OTMeYaeTCcs TOraa,
Korja ImpueM CyTO4YHOU mo3bl 40 MI po3yBacTaTUHA IIPOUCXOOUT IIPU OTCYTCTBUU
B3aMMO[ENCTBUS C JIEKapCTBEHHBIMU cpeacTBaMu. Hanpumep, go3a 5 Mr
po3yBacTaTWHa NPU OOHOBPEMEHHOM IIPUMEHEHUHU C IIUKIOCIIOPUHOM (YBETUYEHUE
skcmno3unuu B 7,1 pasa), mo3a 10 Mr po3yBacTaTuHa IPU OOHOBPEMEHHOM
MIPpUMEHEeHUH C KoMOMHalMel pUTOHaBUp / aTa3aHaBup (yBenudeHue B 3,1 pasza), u
mo3a 20 Mr po3yBacTaTHHa ITPU OMHOBPEMEHHOM IIpUMeHeHUuU ¢ reMpudpo3uiaom
(yBenuuenue B 1,9 pasa).

Tabnuma 1

BrnusHME COMyTCTBYIOIIMNX JIeKapCTBEHHBIX CPEACTB Ha 9KCIIO3UIINI0 pO3yBacTaTHUHA
(AUC; B mopsimKe CHUIKEHUS)



Pexum OJO3HUPOBAHUSA JIEKAPCTBEHHOTI'O
cpencTBa, B3aHMOJIefICTByeT

Pexum
OO3UPOBaHUA
po3yBacTaTUHa

H3menenue AUC
po3yBacTaTuHa *

[TukinocnopuH, OT 75 MI' ABaXXAbl B CYTKHU

10 mr 1 pa3 B

no 200 Mr gBaXAabl B CYTKH, 6 MeCSLEeB . 7,1 paza 1
cyTku, 10 gHeuU
AtaszaHaBup 300 mr / putoHaBup 100 mr |1 pa3s B cyTKH, 8
OHeu 3,1 paza 1
10 mr, pa3oBas mosa
Cumenpusup 150 mr 1 pa3s B cyTky, 7
nHeu 10 mr, pa3oBas
2,8 paza 1
no3a
JlonuuaBup 400 mr / putoHaBup 100 mMr
fiBa pasa B CyTKH, 17 fHen 20 MT 1 pa3 B 2,1 pa3a 1
CyTKH, 7 OHeu
KJ‘IOI‘II/IJIOl"peJ'I OJO3a Harpy3Ku 300 wmr, JajbHEeHnIIast no3a -
75 mr 1 pa3 BcyTku | 2 pa3sa 1
20 Mr, pa3oBas no3a
IF'empubpo3un 600 Mr OBaxKAbl B CYyTKHU, 7
oHen
80 mr, pa3oBas mo3a| 1,9 paza 1
Entpom6ormar 75 mr 1 pa3 B CyTKH, 5
_ 10 mr, pa3oBas go3a| 1,6 pasa 1
OHeu
Hapysasup 600 mr / putonasup 100 mr 10 mr 1 pa3 B
1,5paza 1

IBa pa3a B CyTKH, 7 mHeHU

CYTKH, 7 OHEU




Tunpanasup 500 mr / putoHasup 200 mr

. 10 mr, pa3oBas go3a (1,4 paza 1
IOBa pa3a B CyTKH, 11 gHeu
OaHHBIE
HpoHenapon 400 Mr gBaXKabl B CYTKU 1,4 paza 1
OTCYTCTBYIOT

HUtpakonason 200 mr 1 pa3 B CyTKH, 5
oHen

10 mr, pa3oBas mosa

1,4 paza ** 1

93etumMub 10 mr 1 pa3 B cyTkH, 14 nHen

14 oHen 1,2 paza ** 1
10 mr 1 pa3 B cyTKHU
8 nmHeu 10 mr,
®ozammnpenasup 700 mr / putonaBup 100
pa3oBas 1o3a o
MT [Ba pa3a B CyTKH
Anernurta3zap 0,3 mr, 7 oHeu 40 mr, 7 mHen o
Cunumapus 140 Mr Tpu pasa B CYTKY, D
. 10 mr, pa3oBas go3a [«
OHeu
denopubpaTt 67 Mr TPpUKOLI B CYTKHU, 7 .
. 10 mr 7 gHEln o
OHeu
Pudamnunua 450 mr 1 pa3 B CyTKH, 7
20 Mr, pa3oBas mo3a |«

oHen

KeTtokona3zon 200 Mr oBaXabl B CYTKHU, 7
oHeu

80 Mr, pa3oBas go3a

L d

®nykona3zon 200 mr 1 pa3 B cyTky, 11

. 80 Mr, pa3oBas go3a |«
OHEeu
OputpomunvHa 500 mr 4 pasa B CyTKU 7
P . P H P Y 80 mr, pa3oBas goxa |20% 1
OHeu
bavikanuHa 50 Mr Tpu pa3a B CyTKH, 14 20 mr, pa3oBas
47% 1

oHen

mo3a




* [laHHBIE, IIPECTaBlIeHHbIe KaK U3MeHeHre B "X" pa3, IpPefOCcTaBlIsai0T coO0M
COOTHOIIIEHNE MeXKAy NpUMeHeHNeM po3yBacTaTiHa B KOMOUHAIIMU U OTHEJILHO.
IlaHHBIE, YKa3aHHBIE B BUIEe% N3MEeHEHUs, IPeACTaBIsAI0T cO0011% pa3HUIly B
OTHOILIEHUM ITOKa3aTeJiel ITPU IIPUMEHEHUU po3yBacTaTUHA OTHEJILHO.

YBenuueHne 0603HaYeHO 3HAYKOM T, OTCYyTCTBHE U3MEHEHUMN - <, YMEHBIIIECHUE - 1.

** BBIJIO TPOBEOEHO0 HECKOJILKO UCCIIeOBAaHNM B3aUMOAEUCTBUS ITPU Pa3TUYHBIX
Ho3ax Ipelrnapara, B Tabuile IpeAcTaBieHbl Haubonee 3HaYMMO€E COOTHOIIIEHUE.

BausaHue po3yseacmamuHd Ha conymcmsyruw,ue jg1exKkapcmeeHHbvle cpedcmea

AnTaroHuctel ButaMrHa K. Kak u B cjlyyae IpuMeHEHUs OPYruX IIpernapaTos -
uHruoutopoB 'MI'-KoA-penyKkTassl, B Hadajle TePaluy UJTH ITPYU ITOBBLIIIEHUY JO3bI
po3yBacTaTHHa y HallueHTOB, KOTOPhlE OOHOBPEMEHHO MIOJIy4YaloT IIpernapaThl-
QHTAarOHUCTHI BUTaMuHa K (Hanpumep, BapdapuH UM OPyrue aHTUKOATyIsTHTHI
KyMapHUHOBOT0), BO3MOKHO MOBHIIIIEHHE MEXAYHAaPOOHOTO HOPMaIlu30BaHHOTO
otHomeHus1 (MHO). OTmMeHa Tepanuu C IpUMeHEeHNEM pOo3yBacTaTHHA UJIM CHUXKEHHE
OO3bI MOTYT 00ecIieunTh CHUXKeHUe moka3aTtesnss MHO. B Takux ciaydasax
PEKOMEHOyeTCs Hafajiexkallluii MOHUTOPUHT noKa3aTenein MHO Kak B Haudasie J1e4eHus
pO3yBaCTaTUHOM, TakK U II0CJie IIpeKpallleHUs UJIU IIPU MOCJIeayolleM U3MEHEHUU eTro
OO3UPOBAHUS.

I[TepopanbHbIe KOHTPAIIEIITUBLI / TOPMOHO3aMecTuTenbHou Tepanuu (I'3T).
OpHOBpPEMEHHEBIN IIPUEM pO3yBaCTaTUHA U IPOTUBO3a4yaTOYHBIX CPEACTB A1
IIepopasibHOIO IIPUMEHEHUSA IIPUBOOUT K poCcTy 3HaueHusa AUC 3THHUIISCTpaguoiia u
HoprecTpena Ha 26% u 34% COOTBETCTBEHHO. TaKoe MOBHIIIIEHUE KOHIIEHTPALIUX B
IJ1a3Me KPOBHU CJieflyeT YUYUTHIBAThL IIPU BEIOOPE COOTBETCTBYIOIIEH MO3bI
IIPOTUBO3a4YaTOYHOI'O CPEeACTBa I IepPOpPaIbHOIO IPUMEHEHNUS.
dapMakOKMHeTHYECKHUE OJaHHBIE 10 IPUEMY pO3yBacTaTHHa Ha (poHEe
ropMoHo3aMectuTenbHOU Tepanuu (I'3T) oTCyTCTBYIOT, ClieqOoBaTEIbHO, @aHAJIOTUYHOE
BO3OeicTBUE He UCKITIoUeH. OgHaKo MoJgo0Hy0 KOMOMHAIIUIO ITUPOKO IIPUMEHSI TN
JKEeHIIMHAaM, BKIIIOYEHHBIM B KIMHUYECKUX MCCIeJOBaHuM, M OHA XOPOIIIO
IepeHOoCUunIach.

[Ipyrue nekKapCcTBEHHLIE CPEeOCTBa

JueoxkcuH. UcxoOsa u3 JaHHBIX CIIeIIMaIbHBIX UCCIIeJOBaHUHN, KIMHUYECKU
CYIIIECTBEHHOI'O B3aUMOOENCTBUS C MUTOKCUHOM He OXKUOAeTCs.

B KJIMHWYEeCKUX MCCIedOBaHUIX PO3YBACTAaTHUH COIIYTCTBYIOIIEE ITPDUMEHAIIN C
AHTUTUIIEPTEH3UBHBIMHA, TUIIOTJIMKEMUYECKUMHU CPEOICTBAMHU U
FOpMOHO3aMeCTHTeHBHOﬂ Tepalunu. OTH HCCIeOOBaHUS He IT0Ka3aIl HUKaKHuX
OOKa3aTelIbCTB KIIMHNYECKN 3HAaUYMMLIX HeXKejlaTeJIbHbBIX B3aNMOOECTBUMN.



JlonuHasup / pumoHasup. B ¢papMaKOIOTUYECKOM HUCCIEJOBaHNUMN OOHOBPEMEHHOE
IIpUMeHeHNe Po3yBacTaTHHA U KOMOMHUPOBAHHOTO ITpernaparTa, CogepKallero asa
uHruouTopa nporteassl (1ornuHaBup 400 mr / putoHaBup 100 MT) y 3mMOpPOBEIX
D0OPOBOIBIIEB aCCOIIMUPOBAJIOCH C IPUMEPHO OABYKPATHBIM U MSITUKPATHHIM
yBeIn4YeHueM nokazatenen paBHOBeCHOTo AUC (0-24) u MakcuMabHOR
KOHIIeHTPAlLMU OJIsI po3yBacTaTUHaA COOTBETCTBEHHO . B3auMogelncTBre MeXKIOy
PO3yBACTaTUHOM M OPYTMMU UHTHOUTOPAMU NPOTeas3kbl He N3y4alltCh.

®dy3uduesasn Kucsioma. PUCK pa3BUTHS MUOIIATUH, BKJTIOYasd pabJOMUOIIN3, MOXKET
OBITH ITOBLINIIEH ITPY OMHOBPEMEHHOM CHUCTEMHOM IIpPUMeHeHUu Qy3uaueBasi KMCJIOTa
CO cTaTUHaMU. MexaHHU3M 3TOr0 B3auMOoOenucTBus (papMaKOOUHAMUYECKUH,
(bapmMakoOKMHETUYECKUN UNTH KaK papMaKoOgUHaAMHUYECKHH, TaK U
bapMakKoOKMHETHYECKUI) IO CUX ITOP HEen3BeCTeH. BhIu coobIieHus: 0 pabgoMuoIn3
(BKJIIOUasl pedKue JeTajlbHBIE CIIydyau) ¥ MallueHTOB, KOTOPEIE IPUMEHSIOT 3Ty
KOMOMHAIIHIO.

Ecnu cuctemMHoe nipuMeHeHne Qy3uareBas KUCI0Ta He00X0OMMO, JIeUeHue
pPO3yBacTaTUHOM CJIeAyeT IPeKpaTUTh Ha BpeMsi IpuMeHeHusa Qy3uaneBast KUCIoTa
(cm. Pasgenn «OCOOEHHOCTH ITPUMEHEHUS»).

Hemu. UccregoBaHre B3auUMOLENCTBUSA IPOBOOUIIN TOJIBKO YV B3POCIEIX. CTelleHb
B3aUMOJEUCTBUS y NeTeld HEeU3BECTEH.

OCO00EeHHOCTH MPUMEHEeHHSI

Co CMOPOHbBI Nno4YeK

[IpoTeunypusi KaHaIblEBOI'O IIPOUCXOXKIEHUS, OIIpefesieHHas 110 pe3yJjibTaTaM
aHanu3a, Habmoganach IpU IPUMEHeHUN Po3yBacTaTUHa B BBICOKMX H03aX, OCOOEHHO
1o 40 Mr, XOTsI B OOJILIIMHCTBE CIIydaeB HapyIleHUs HOCUJIN BpeMEHHBIN U
HEINOCTOSHHEBIN XapakTep. [loKka3aHo, YTO IPOTEUHYPUS HE SABIISIETCSI CBUOETEIbCTBOM
pPa3BUTUS OCTPOTO UJIU IIPOTrPECCUPOBAHUS CYIIECTBYIOIIEro 3ab00IeBaHusI IOYEK.
YacToTa Cepbe3HBIX ClIydaeB HapyILIEeHU CO CTOPOHEI IOYEK BO3pacTaeT IIpU IIpueMe
npenapata B fo3e 40 mr. IIpu Ha3HadyeHUU mpernapara B go3e 40 Mr B mporpaMmy
CTaHOAapPTHOTO MOHUTOPHUHIa He0OOXOOUMO 00513aTEeJIbHO BKITIOUUTD IIPOBEPKY
NMOYEYHBIX (PYHKIIUU.

Co cmopoHbl CKeemHblX MblW,

Co CTOPOHBI CKEJIeTHLIX MBIIII, TaKHe KaK MHAJITHS, MUOIIATHSI U PeIKO PabaoMUOoIIiN3
HaOJroganuch Ha (poHe mpueMa ImallMeHTaMHu po3yBacTaTHHA B JIIOOBIX M03aX, Yallle
BCero Ipu npueMe B go3ax> 20 mr. O4eHb peOKo COO0IIanIoCh O Caydasx
pabmomMuonu3a IIPHU KOMOMHUPOBAHHOM IIPUMEHEeHUH 33eTuMuba u mHruouTopos I'MI -



KoA-penykTtassl. He ucknogeHo papMakoguHaMudecKass B3aUMOLENCTBUE,
cllegoBaTeIbHO, TPU KOMOMHUPOBAaHHOM IIPUMEHEHUH IIpernapaToB HeoOxoauma
ocobast OCTOPOXKHOCTb.

Kak u B ciiyyae nmpuMeHeHUus Opyrux uHruoutopos 'MI'-KoA-penykTassl, 4aCcTOTa
cinydaeB pabpmoMuonu3a Ha poHe IIprueMa po3yBacTaTHHa BO3pacTaeT IPHU ero
IpUMeHeHuU B no3e 40 mr.

OnpedeneHue yposHs KOK

Onpepenenue ypoBHsa KOK (YK) He cregyeT IpOBOOUTE IIOCTIE 3HAUUTEJILHBIX
(pu3rUeCcKMX Harpy30K UIHA IIPU HAJIMYUHU OPYTUX BO3MOXKHBIX IPUYXUH TOBBIILIEHUS
ypoBHs YK, MOXKeT 3aTpyAHATh UHTEPIIPETaLNIO [I0JIy4YeHHBIX Pe3yJIbTaToB. B ciyuyae
noBhIIIeHUs YPOBHS YK o Hadasna Tepanuu (> 5 X BMH) noBTOpHOE onipeneeHue
IJI TIPOBEPKHU MMOJIy4EeHHOI'0 pe3yJibTaTa CledyeT IIPOBeCcTH yepel 5-7 gHeu. Ecnu
pe3ynabTaThl HIOBTOPHOTO aHajiM3a IIOATBEPKAAI0T IIPpeaBapUTEIbHbINM pe3yiabTarT -
nosuilieHue ypoBHsA KK> 5 X BI'H, neyeHue HaunMHaTh He ClIeOyeT.

Ilo Hauana mepanuu

PosyBacTaTuH, Kak u gpyrue uHruoutopsl ' MI'-KoA-penyKTassl, C OCTOPOXKHOCTBIO
CclenoyeT MPUMEHSTh B TEPAIIUU MallUeHTOB, CKJIOHHBIX K MUOIIATUH / pabgoMuomn3a.
daKTOpaMH pHCKa Pa3BUTHUS MUOIIATHUM / pabIoOMUOIIM3a SIBJISIOTCS: HapyIlleHue
(GyHKLNY TOYEK, TUIIOTUPEO03, HAJIMYKNE B INYHOM HUJIM CEMENHOM aHaMHe3e
HacJIe[CTBEHHBIX 3a00JIeBaHUM MBIIIII], HaJlu4yue B aHaMHe3€e CJIy4aeB MLIIIeYHON
TOKCUYHOCTH IIPU IPUMEHEeHUY OPYTUuX npenapaToB-uHruomuTopoB I'MI'-KoA-
penyKTa3bl unn ¢GpubpaToB, XPOHUYECKUM aJlKOrOIu3M , Bo3pacT> 70 jieT, cUTyalluu, B
KOTOPBIX BO3MOZKHO MOBHIIIIEHNE KOHIIEHTPAalliy IIpelapaTa B IIJla3Me KPOBH,
OOHOBpPEeMeHHOoe npuMeHeHne pudpaToB. [Ipy Ha3HAYEHUH IIpenapaTa TaKuUM
MmanyeHTaM CleayeT TIIaTelIbHO B3BECUTH COOTHOIIIEHNE PUCKa, 00YCIOBIIEHHOTO
Tepanueu, ¥ BO3MOXKHOHU MOJIb3bl; PEKOMEHA0BaH ITIOCTOSTHHBIU KJIIMHUYECKUU
MOHUTOPUHTI. B ciy4yae nosuillieHUs yPoBHA YK 1o Hadasna tepanuu (> 5 X BMH)
JledyeHUue HauyWHaTh He clIeayer.

B nepuod mepanuu

[TanmmeHTaM HEOO6XOOUMO PEKOMEHI0OBATh HEMEOJIEHHO COO0IIIaTh Bpaduy B CIIydasx
TMOSIBJIEHUS] HETIOHSATHOTO 00JIM B MBIIIIIAX, MBIIIIEYHOU C1a00CTU UIHU CYy0pOT,
0COOEHHO eC/IU TaKHe SIBIeHUSI COITPOBOXKIAIOTCS HEeIOMOTaHUEM HUJIN TUXOpagKou. B
TaKUX CJIydasgx HeoOXoguMa nmpoBepka ypoBHs YK. Tepanuto cjiegyeT OTMEHUTD IIPU
3HAQUUTEJIbHOM HOBHIIIeHUU YPOBHA YK (> 5 X BI'H) unu npu BICOKOU CTEIEHU
TS2KECTU CUMIITOMOB CO CTOPOHBI MBIIII], KOTOPHIE ABISAIOTCSA IPUUYUHON OUCKOMPOpTa
(maxe npu ypoBHe YK = 5 X BMH). ITocne ycTpaHeHUSI CHMIOITOMOB M BO3BpallleHUE



comepxanusa KOK B npenensl HOPMBL MOXKHO PaCCMOTPETh BO3MOXKHOCTh
BO300HOBJIEHUS TePAIUU PO3yBaCTaTUHOM MJIM aJlbTEePHATUBHLIMU IIpeliapaTaMu -
uaruoutopamu I'MI'-KoA-penyKkTassl B caMOM J03€ U IIPU YCIIOBUY HaMJiexKalllero
MOHUTOPHUHTIa COCTOSHUSA HmalueHTa. [IoCTOSHHBIN MOHUTOPUHT YPOBHS YK npu
OTCYTCTBUM CUMIITOMOB HE HYXKEH.

OueHb pegKo Co00IIaNoCh O Cydyasax UMMYHOOIIOCPEeOOBaHHBIX HEKPOTUYECKOMU
vmuonatuu (MOHM) Bo BpeMs uim mocjie Tepanuu CTaTUHAMU, B TOM YHCJIE
po3yBacTaTuHOM. KnuHudyeckumu nposiBneHusmu MOHM sBnsieTcst cimaboCcThb
IIPOKCUMAJIbHBIX MBIIII] ¥ HOBHIINIeHUs YPOBHS KOK B CHIBOPOTKE KPOBHU, COXPAHSIETCHA
maxke 1ocjie OTMEHBI CTaTUHOB. B TakKOM ciy4dae MOTYT ObITh HEOOXOOUMBI
OOIIOJIHUTEJIbHBIE HEMPOMEILIIEYHBIE U CEPOJIOTUYECKUE UCCIIEeJOBaHNs, JIeYeHNe
UMMYHOCYIIPECCUBHEIMHU IIpellapaTaMu.

B kMTMHUYECKUX UCCIefOBaHUAX He OBIJIO ITOJIYYeHO M0Ka3aTeIbCTB IIOBHIIIIEHHOTO
BO3[IE€MCTBUS Ha CKEJIETHYIO MyCKYyJIaTypy Y HeOOJIbIIOT0 KOJIMYeCTBa NallieHTOB,
IIPUHUMABIINX PO3yBaCcTaTHUH U COIIYTCTBYIOIIMe npernapaTel. OgHaKO OTMEYEHO
IIOBLILIEHNE YaCTOTHI CJIy4YaeB MUO3UTOB U MUOIIAaTUM Y ITALlUEHTOB, I10JIy4YaBIINX
npyrue uHruouTopsl [ MI'-KoA-penyKTa3bsl BMECTE C IPOU3BOOHLIMU (prOpoeBoit
KHCJIOTHI, B TOM 4ucie reMpuOpOo3uiIoM, IIUKJIOCIOPHUHOM, IIpelapaTaMyu HUKOTUHOBOM
KHCJIOTHI, @30JIbHBIMU ITPOTUBOTPUOKOBLIMY IIpellapaTaMu, MHTUMOUTOPaMU IpoTea3kl U
MaKpOJIUOHbIE aHTUOMOTUKU. ['eMbuOPO3UII IOBHIIIIAET PUCK MUOIIaTUHU IIPU
OOHOBPEMEHHOM IIPUMEHEHUU C HEKOTOPHIMU UHruoutopamu I'MI'-KoA-penyKTashl.
TakuM 00pa3oM, ODHOBPEMEHHOE IIPUMeEHEeHUe po3yBacTaTuHa U reMmpubpo3usa He
pekoMeHayeTcs. [lonb3a OT BIMAHUSA Ha CHUXKEHNEe YPOBHS JIMIUOO0B IIPU
OOHOBPEMEHHOM IIpHEMe po3yBacTaTUHa U ¢puOpPaTOB UJIM HUALIMHA CJIedyeT
BCECTOPOHHE B3BENIMBATh YUYUTHIBas IOTEHIIMAILHBIN PUCK ITOJOOHOT O
KOMOMHUPOBAHHOTO IpuMeHeHusi. HasHaueHue nmpemnapara B go3e 40 Mr mipu
OOHOBPEMEHHOM IIpueMe GprOpPaTOB IIPOTUBOMIOKA3aHO.

Po3yBacTaTuH He cleoyeT MPUMEHSITh OOHOBPEMEHHO C ITpenapaTaMu s
CHUCTEMHOT0 IPUMeHeHHsI, cogepKaIux ¢y3uaueBasi KMCI0Ta, U B TedeHue 7 THeH
Imocjie OTMeHHl Qy3uaneBast KUciaoTa. [lalueHTaM, Ojist KOTOPHIX CUCTEMHOE
npuMeHeHue Qy3uareBasi KUCJIOTA SIBJISIETCS HeOOXOOUMBIM, CIIeIyeT IIPEKPaTUTh
IIpUeM CTAaTUHOB Ha 3TOT nepuoja. CoobIiasock 0 cinydasx padgomMuonusa (BKIO4Yast
penKue jieTaabHble CIIy4Yal) y NallMeHTOB, IPUHUMAaBIINX Gy3uaueBas KMCII0Ta B
KOMOMHAIIMM CO cTaTuHaMu. [TallueHTaM CleayeT HEMEeOJIeHHO 00paTUTHLCS K Bpayy,
€CJIM OHU 3aMeyvaloT y ce0sI CUMIITOMEI CJIa00CTH MBIIII] UJIN TIPU TOSIBJIEHUH O0JIN B
MBIIIIITax.

Tepamnuwo cTaTUHaMM MO2KHO BOCCTAaHOBHUTH Yepe3 7 JHeU II0Ciie MprueMa II0CIegHen
mo3bl Qy3uareBas KUCIOTa.



B MCKTIOYNTEJILHBIX CIIy4YasiX, eCJiu TpeOyeTCs ITPOJIOHTUPOBAHHOE CUCTEMHOE
npuMeHeHue Qy3uareBasti KUCJIOTA, HaIpUMeD, OJIsl JTeYeHUS TIXKeJIbIX MHPQEKITUH,
HeoOXOOUMOCTh OOHOBPEMEHHOI'O ITPUMEHEHU ST PO3yBacTaTUHA U Qy3uareBas
KMCJIOTa CJIeAyeT JeTalbHO pacCMaTpPUBaTh B KaXKIOM KOHKPETHOM CiIy4dae I10f
HabOmogeHueM Bpaya.

Po3yBacTaTHH He ClIeOyeT MPUMEHSTh B TePAIlUH IaIlMeHTOB B ClIydae CepPhe3HBIX
CJIy4aeB OCTPOTO COCTOSIHHUSI, XapaKTEePHOTO OJISI MUOIIATHUH, UM COCTOSTHHUSI,
ITPOBOIIUPYET PA3BUTHE MOUYEYHON HEOCTATOYHOCTH, 00YCIIOBIIEHHOMN
padgoMuonu30M (HarmpuMep, IIPU CEeIICHCe, apTepHUalbHON TUIIOTEH3UH, ITPOBeIeHUH
OOIIMPHOT0 XUPYPrUUECKOr0 BMENIaTeNbCTBA, TPAaBMaX, HapyIIeHusIX oOMeHa
BEIIeCTB, S9HOOKPUHHLIX HAPYIIIEHUSX, HaPYIIEHUIX 3JIeKTPOJIMTHOTO OaaHca
BLICOKOM CTENEeHHU TSIKEeCTH HUIX IIPU HEKOHTPOIUPYEMOM SIIHUIEIICHH).

Co cmopoHbL neyeHu

Kak u npyrue nurudbutopsl ' MI'-KoA-penykTasbl, po3yBaCTaTUH CIIeOyeT IPUMEHSTh C
OCTOPOIKHOCTBIO ITallMeHTaM, KOTOPHIE 31I0YIOTPEeOIIAIOT allKOT0JIeEM U / UNTU B
aHaMHe3e KOTOPBIX eCTh 3a00IeBaHUs IIeYEeHN.

PekoMeHOyeTCs IPOBOOUTE aHAIU3H OIS ONpefesieHrns QyHKIUY IIeYeH: OO0 Hadala,
a TakXe yepe3 3 Mecslla [10CJie Havala Tepanuu. [lalbHeUInn nprueM po3yBacTaTuHa
cilleqyeT OTMEHUTH UJIU YMEHBIIIUTh 003y Ipernapara B cilydasax, KOora YPOBEeHb
CBIBOPOTOYHEIX TPaHCaMUHa3 0ojiee 4eM B 3 pa3a NpEeBHIINIAET BEPXHIO I'PAaHULLY
HOPMEL. HacToTa COOOLIEHNN O CePhe3HBIX HapyLIEHUSIX CO CTOPOHEI IIeYeHU
(IpOsIBIEHUSIMU KOTOPHIX IPEUMYIIIECTBEHHO SIBJISIETCS IIOBHIIIEHUE YPOBHA
IIe4YeHOYHBIX TPaHCaMMHa3) B IIOCTPEruCTPAllMOHHEBIN IIEPUO BhIlIe Ha (oHe MprueMa
npemnapata B fo3e 40 Mr.

[Tpu HanMuMYWH y MaleHTa BTOPUYHOM THIEePX0IeCTePUHEMUN BCIEICTBUE
TUIIOTUPEO03a UM He(PPOTUYECKOT0 CUHAPOMa OCHOBHOE 3a00jieBaHMe CIenyeT
BBUIEYHUTH [0 Hadajla Tepalliu PO3yBaCTaTHHOM.

B nmocTtperucTpaliuoHHBIN IepUOI u3penKa coo0IIanoch O IeTalbHBIX NN
HeJleTaJIbHBIX ClIydyau IIeY4eHOYHOU HEeJOCTaTOYHOCTH Y ITallueHTOB, IPUHUMAaBIIUX
CTaTHHBI, B TOM YHCJIe Po3yBacTaTUH. Eciu Ha QoHe JleueHUsI po3yBaCTaTUHOM
pa3BUBaETCA CEPhE3HOE MOpPaKeHue IMe4YeHN C KIMHUYEeCKON CUMIITOMAaTUKON U / UK
runepounupyonHeMuen NI XKeJITYX0U, cleayeT HeMeIJIeHHO IIPEKPaTUTh IIPUEM
npemnaparta. Ecnu Opyrux npuduH He oOHapyKeHO, He BO30OHOBIIATH JIeYeHUEe
pO3yBacCTaTUHOM.

Paca



B uccnemoBanusx papMakOKMHETHUKYU HAOIIOOAICS POCT CUCTEMHOM SKCIO3UIINYU U
KOHIIeHTpallMi po3yBacTaTHHA B IIJla3Me KPOBU MallMeHTOB MOHIOJIOUHOMN pachl 110
CpaBHEHUIO C eBpomeunamMu. [IJ1s TaKuX MallieHTOB HeoOXoauMa KOPPEeKIrs JO3bl
po3yBacTaTWHa; HadasbHas g03a A0JI2KHa ObITh 5 Mr. ClnenyeT MIPUHSATH BO BHUMaHUe
YBEJINYEHHYI0 CUCTEMHYIO 9KCIIO3UIIHNIO IIPU JIEYUEeHUHU MallueHTOB MOHT OJIOUOHON
packl, y KOTOPBIX TUIIEPXO0JIECTEPUHEMUS HEe KOHTPOJIUPYEMOUM afdeKBaTHO A03aMU [0
20 mr.

HHaubumopsl npomeasul

[ToBhIllIEHHAsT CUCTEMHAs 9KCIIO3UIIUS pPo3yBacTaTUHa HabIiomanach y JIUIl,
MMPUHUMAaBIINX PO3YBaCTaTHUH COIIyTCTBYIOIlEe C Pa3IUYHBIMU UHTUOUTOPaMU
MpOoTea3bl B COYETAHUU C puTOHaBUpPOM. CrenyeT oO0yMaTh KakK M0Jib3a OT CHUIKEHUS
YPOBHS TUNHUOOB C ITIOMOIIIBIO pO3yBacTaTHHa y ImanueHToB ¢ BUY, KoTopeie MOMy4YaioT
MHTUOUTOPHI IPOTEa3bl, TAK U BO3MOXKHOCTH IOBBIIIIEHUST KOHIIEHTPAIINH
po3yBacTaTHHa B IIJTa3Me KPOBU B HauaJjie Tepaluy U IPU HOBBLIIIEHUU HO3HI
ImperaparTa y MalyueHTOB, IT0JIyYalolinX MHTUOUTOPH! ITpoTealdbl. OMHOBPEMEHHOE
MpUMeHeHMe po3yBacTaTHHa C UHTMOMTOpaMU NPoTea3kbl He PEKOMEHOYETCS, €CIIU
o03a po3yBacTaTUHA He CKOppPeKTUpoBaHHBIE (cM. Pa3gern «Crocob IpuMeHeHUS U
OO3bI» U «B3auMogenCcTBUe C OPYTHUMHU JI€EKAPCTBEHHLIMU CPEACTBAMU U OPYTrHUe BUOLI
B3aUMOOENCTBUI»).

HumepcmuuyuasivHoe 3abosesaHue ne2Kux

HNmMmeroTcst coobiieHuss 00 OTAENbHBIX CIydasiX Pa3BUTHUS UHTEPCTULIMATIBHOTO
3ab0sieBaHMs JIETKUX Ha (poHe ITprueMa HEKOTOPHIX IIpenapaToB U3 IPYIIIILI CTaTHHOB,
0COOEHHO IIPU MPOBEIEeHUN OJINTEIbHON Tepanuu. [Ipu3HakaMu 3a00jIeBaHUST MOXKET
OBITH OBIIIIKA, HETIPOOYKTUBHBIN Kallle/lb U YXYOIIeHue 00IIero COCTOSTHUS 3T0POBbsI
(yTOMIsIEMOCTB, CHU2KEHHEe MaCCHI Tejla ¥ Iuxopanka). [Ipu momo3peHun Ha Pa3BUTHE
MHTEePCTHUIIMAIbHOT0 3a00IeBaHUs JIETKUX TePaIluio C IpuMeHeHueM CTaTUHOB
clenyeT OTMEHUTh.

CaxapHbwlli Ouabem

HexkoTtophie paKTHl CBUOETENBCTBYIOT, YTO CTAaTHUHBI MOBHIIIIAIOT YPOBEHD I'/TIOKO3HI B
KPOBU M B HEKOTOPHIX MAITMEHTOB, KOTOPHIM I'PO3UT BLICOKUM PUCK pPa3BUTHUS OuabeTra
B OynyIlieM, MOTYT BHI3LIBATh TUIIEPTIJIMKEMUIO TAKOT'O YPOBHS, IIPU KOTOPOM
HeoOX0oOuMO HafjiexKalllee nedueHue auabera. Ty yrpo3y, OgHAKO, ITPEBHIIIIAET
CHUZKEHHEe PHUCKa COCYAUCTHIX HapyIIeHU! ITPY IIPUMEHEHUU CTAaTUHOB, U TIO3TOMY OHa
He Jo/IXKHa OLITh OCHOBAHUEM [OJIsI ITPEKpallleHus Tepaluu cTaTuHaMu. [laliueHTH
TPYIIIBL prcKa (YpOBEHD I'/TIOKO3EI HAaTOIakK 5,6-6,0 Mmmons / 1, UMT> 30 kr / M2,
MIOBBIIIIEHHBIN YPOBEHb TPUTJIUIIEPUOB, apTepHualibHas TUIEePTEH3Us) CIIenyeT
YCTAQHOBUTH KaK KIIMHUYECKUH, TaK U OMOXUMUYECKUYN KOHTPOJIb B COOTBETCTBUU C



HallMOHAJIBHBIMH PYKOBOIOCTBAMMH.

B mnccnegoBaHusax 3aperuCcTPUPOBaAHO 00IIas YacToTa caxapHoro guadera cocTaBisiiia
2,8% B rpymnne nmpuema po3lyBacTtaTuHa u 2,3% - B rpyI1ie 1aieobo,
IIPpEUMYIIECTBEHHO y ITIAalJU€HTOB C YPOBHEM I'JIFOKO3BI HATOLIAK OT 5,6 10 6,9 MMOJIb /
1I.

Kaxk u B upyrux unrudbutopo 'MI'-KoA-penyKTa3sl, Ipu IPpUMEHEHUN pPO3yBacTaTUHA
Hab6momancsa pocT HbAlc 1 ypoBHS I'JTIOKO3B B CHIBOPOTKE KPOBU. B HEKOTOPHIX
Clly4asXx 3T IIOoKa3aTejid MOI'yT IIPEeBHIIaTh IPefeibHOe 3HaueHue I QUarHOCTUKHU
caxapHoro guabeTa, IpexXk[e BCEro y NalfieHTOB C BBLICOKUM PUCKOM Pa3BUTUSA
nuadera.

B uccnemoBaHusIX OBIIO MTOKA3aHO, YTO PO3YyBAaCTAaTHH B Ka4eCTBE MOHOTEPAIluU He
BBI3LIBAET CHUXKEHUS 0a30BOM KOHIIEHTPAIIMKM KOPTHU30JIa B Ijla3Me KPOBU U HE BIIUSET
Ha pe3epB HaAno4evyHUKOB. HeoO6xommMa OCTOPOKHOCTE ITPU OMHOBPEMEHHOM
IIPUMEHEHUH pPo3yBacTaTUHA U APYTUX JIeKapPCTBEHHBIX CPEICTB, CIIOCOOHBIX CHUXKATh
YPOBEHD UJIM aKTUBHOCTb SHAOTEHHBIX CTEPOUAHBIX TOPMOHOB, HAIIPUMED
KEeTOKOHA30J1a, CIIUPOHOIAaKTOHA U IIUMETUOUHA.

Iemu

OmeHKa TUHENHOTO pocTa (pocT), maccel Tenna, UMT (MHOeKca MacChl Tejla) u
BTOPUYHLIX XapPaKTEPUCTHUK II0JIOBOTO CO3PeBaHUs 110 TaHHEPOM B Bo3pacTe oT 10 mo
17 nmeT, npuHUMaBIIUX PO3yBaCTAaTHH, OTPaHUYEHA IEPUOAOM IIPOAOIKUTEILHOCTRIO 1
rogn. Ilocne 52 Hemenb UCCIIEQYEMOTO JIEYEHU I HUKaKOT 0 BJIUSTHUSA Ha POCT, MaccCy
tena, UMT unu momnoBoe co3peBaHUe 0OHaApPyKeHO He ObLIO.

B uccnepgoBaHUAX y OeTeu U MOOPOCTKOB, IPHHUMABIIUX PO3yBaCTaTHUH B TeYeHUeE 52
Hepgenb, nosuilieHre YPoBHA KK> 10 X BHM u CUMIOITOMBI CO CTOPOHBI MBIIIII] ITOCJIE
(u3myeckoit Harpy3KHu UJIU MOBHIIMIEHHOW (U3NYECKOM aKTUBHOCTU HaAOII0IaINCh
Yallle 110 CPaBHEHHUIO C TAKOBLIMHU Y B3POCHHIX (cM. Pasgen «ITo604YHbBIE peakum» ).

HenepeHocwvzocmb /1dKMOo3bl

ITpenapam codepicum nakmo3y. [lanimeHTaM C peOKUMHU HaCJIeICTBEHHBIMU
3a00IeBaHUSIMH, TAKUMHU KaK HEIIePEHOCHUMOCTD TaJIaKTO3H, Ae@UIIUT JTaKTa3kl TN
HapyIlleHe YCBOEHMUS TII0KO3BI-TaJIaKTO3kl, HE ClIelyeT Ha3HadaTh 3TOT IIpemapar.

9mo nekapcmeeHHoe cpedcmeo codepacum Hamput. CnenyeT cobmonaTh
OCTOPOZKHOCTH IPHU IPUMEHEHUHU Y HAllUeHTOB, MIPUMEHSIIOT HaTPUH-KOHTPOIUPYEMYIO
OueTy.



CroCcoOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIHH IIPH YIIPaBI€eHHH
ABTOTPAHCIIOPTOM HJ/IM pPadoTe ¢ MexaHHu3MaMH

HccnepoBaHus M0 OoNpeneeHUI0 BIUSHUS PO3yBacTaTuHa Ha CIIOCOOHOCTh yIIPaBJIATh
aBTOTPAHCIIOPTOM U paboTaTh C MexaHU3MaMHU He IPOBOANNIUCH. OOHAKO, YUYUTHIBAS
(apmakoguHaMHU4YeCKUe CBOMCTBA, MaJIOBEPOSITHO, UYTO PO3yBaCTaTUH BJIMSET Ha
TaKyl CIOCOOHOCTh. IIpu yIpaBjieHUH aBTOTPAHCIIOPTOM MM padoTe C MexaHUu3MaMHu
clenyeT YYUTHIBATh BO3MOXKHOCTD I'OJIOBOKPY2KEHUS B IIEPUO]I JIEUEHUS.

IIppuMeHeHHe B MEepPHO] 0EPEeMEeHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

POSYBaCTaTI/IH IIPOTHUBOIIOKA3aH B ITepuoq 6epeMeHHOCTI/I U KOPMJI€EHUA T'PYOBIO.

2KeHIIUHEI PENMPOOYKTHUBHOT'O BO3PACTa OOJI2ZKHBI MCITIOJIBE30BATE COOTBETCTBYIOIIIHE
CpencTBa KOHTpPaALEeIIITnun.

[ToCKOMBKY XOJIECTEPUH U OPYyTrue IMPOOyKTH OMOCUHTE3a XOJIeCTepruHa UTrparoT
CYIIIECTBEHHYIO POJIb B PAa3BUTUM IIJI0[la, IOTEHIIUAJILHBIM PUCK OT yrHeTeHust [ MTI'-
KoA-penykTashl IpeBHIIIAET II0JIE3Y OT IPUMEHEHHUS IIpernapaTa B IepPUoL
OepeMeHHOCTH. [JlaHHBIE MCCIeIOBAaHNM Ha XXKUBOTHBIX II0 TOKCHYECKOT'0 BO3[IEHCTBUSI
Ha PenpoayKTUBHYIO QYHKINMIO orpaHuYeHbl. Eciu manyueHTKa 3abepeMeHeeT B
Imepuon IpUMeHeHUs 3TOT0 Ipelapara, JledeHue cjieqyeT HeMeJIeHHO ITPeKPaTUTh.

[TockonbKy Opyroe jJekapCTBeHHOe CPeNCTBO 3TOr0 KJjlacca IIollajaeT B IPpyaHoe
MOJIOKO U YUYUTHIBasi, 4YTO UHTUOUTOPHI ' MI'-KOA-penyKTa3sl MOTYT BhI3LIBATh
cepbe3Hble TOOOYHBIE peaKluM Y MIaJeHIeB, XKeHIIMHaM, KOTOPble Hy>KAal0TCS B
Jle4YeHUU POo3yBaCTaTUHOM, CjllefyeT PEKOMEH0BaTh BO3OepPKaThCsI OT KOPMJIEHU
rpynbio. [laHHBIX O IIPOHUKHOBEHUU IIpernapaTa B IPyAHOE MOJIOKO YV YyejioBeKa HeT
(cm. Pazgen «IIpoTuBOIOKa3aHUSI»).

Cnoco0 mpuMeHeHHUsI U T03bI

[Tepen HayaioM JIeUeHUS MAIIUEHTY CJiefyeT Ha3HAaUYUTh CTaHOaPTHYIO
THUIIOX0JIeCTEPUHEMHYECKYIO IHUETY, KOTOPOM OH HOJIXKEH ITPUAePKUBATHCS 1 BO BpeMs
nedeHus. [1o3y ciaegyeT noadupaTh MHANBUAYATbHO B 3aBUCUMOCTH OT LIeJIN Tepanuu
U OTBETa MallueHTa Ha JIedeHue, PYKOBOICTBYSICh PpeKOMEHOAIIUSIMU TEKYIINX
OOLIENTPUHATHIX PYKOBOJICTB.

HpenapaT PO3YBaCTaTI/IH-TeBa MO2KHO IIPMHKUMATh B moboe BpeMsd OHsA, He3aBUCHUMO
OT IIpHeMa ITUIIN.

Bapocsie

JleueHue 2unepxosecmepuHemuu



PekoMmeHmoBaHHas HadajibHas Oo3a cocTtaBnseT 5 unu 10 Mr nepopanbHo 1 pas B
CYTKHM KakK [Jis ITIallieHTOB, paHee He IPUMEHSJIA CTaTUHEI, TaK U IIepeBedeHHbIX Ha
Impernapar 1o rmpuemMy apyroro narubutopa 'MI'-KoA-penykTra3ssl. [Ipu BeIOGOpe
Ha4daJbHOU O3Bl CJIeAyeT YYUTHIBATh YPOBEHDb X0JIeCTEPHUHA ¥ KaXKJOTr0 OTAEIbHOT 0
MmalyeHTa U PUCK CepAedYHO-COCYIUCTHIX HapyIIeHu! B OyaylieM, a TakKXkKe
BEPOSITHOCTDL Pa3BUTHUS MOOOYHBIX peakiuii. [Ipr HeoOXOOUMOCTH ITOBHIIIATE 03y [0
CJIeOYyIOLIETr0 YPOBHSI MOXKHO Yepe3 4 Henenu (cM. Pazgen «®apMakOoIOrA4YEeCKUe»).
YuutsiBas TO, 4TO Ha (OHE IpPUMEHEHHUs IIpernapaTta B mo3e 40 MI HexXeJlaTeJIbHbIE
peakiy BO3HUKAIOT Yallle, YeM TP MeHbHIUX mo3ax (cM. Pasgen «IIoO6o4YHEIE
peakuun»), OKOH4YaTEeIbHO TUTPOBaTh 403y A0 40 MI' CTOUT TOJIBKO ITallieHTaM C
TS2KEeJION TUIIEePX0JeCTepUHEMIUEN U BLICOKMM PUCKOM CEPAEYHO- COCYAUCTHIX
HapyLUIeHu# (B 4aCTHOCTHU Y OOJILHBIX C CEMENHOM TUIIEePX0IeCTEPUHEMHUEH), ¥
KOTOPHIX HE yOaJIOCh OOCTUYb IIe/IM JIeUeHHUs ITPU MPUMeHeHUN 003kl 20 MT' U KOTOPHIE
OyoyT HaXOOUTBLCS IO PETYyJIAPHBIM HabmoneHueM (cM. pasgenn «Oco6eHHOCTH
npuMeHeHUus»). B Hauane nmpueMa mpernapara B go3e 40 Mr peKoMeHIOBaH Haa30p
CIIEeLIaJIMCTOB.

ITpedomepaw,eHus HapyuweHull CoO CMOPOHbI cepdevHo-cocyducmotll cucmembl

B nccnegoBaHuy CHUXKeHNE PUCKA HapyIIEeHUN CO CTOPOHEL CEPOEYHO-COCYOUCTOU
CHUCTEMEHI IIpemnapaT NpuMeHanu B mo3e 20 mr B cyTku (cM. Pa3gen
«®apMaKOJIOTUYECKHUE).

ITauyueHmbl NOJHCUI020 8O3PACMA

PexomeHnoBaHHas HadasbHasd J03a [OJI MAllIeHTOB B Bo3pacTe> 70 JIeT coCTaBsAeT 5
Mmr. [Ipyrass KoppeKuus Oo3bl B CUJTY BO3pacTa He HyXKHa.

ITayueHmul ¢ HapyweHusMu pyHKUUU Noyek

Y nmammeHTOB C TEeTKUMU U YMEPEHHLIMU HapyLIeHUSIMU QYHKIIUU ITOYEK HET
HeoOXOOMMOCTHU B KOPPEKIINHU O03kl. PEKOMeHIOBaHHAs HadasibHas J03a O
NanUeHTOB C HapyWIeHUSAMU QYHKIINMY II0YEK CpeOHelr TIXKeCTH (KIUpeHC KpeaTUHUHA
<60 M / MmuH) cocTtasnsgeT 5 Mr. [lo3a 40 Mr npoTUBONOKa3aHa HallieHTaM C
HapyuieHueM QYHKIUU IOYEK CpegHeN TAXKeCTHU. [lallieHTaM C TIXKeJIbIMU
HapyHmieHusMHU QYHKIIMU II0YEK IPUMeEHEeHNe po3yBacTaTHHA MPOTUBOIOKa3aHo B
JTIIO0OBIX JO3ax.

ITayueHmul ¢ HApyweHuUAMU pYHKUUU NeYeHU

Y manuneHTOB C HapylleHUuaSMU GYHKIIUY ITeYeHU, OIeHUBAJIUCh B 7 U/TU MeHee 0aJsiioB
o 1mikane Yauna-I1s10, MOBHIIIEHHE CUCTEMHON 9KCIO3UILIMKM PO3yBacTaTUHA He
Habmroganock. OgQHAKO y IUI C HapyiieHusMu B 8 u 9 6ansos 1o mkane Yanna-I1s10
CHUCTeMHas 9KCIIO3UIIMS pocia. Y TaKUX NallueHTOB liejecooOpa3Ha olleHKa QyHKIUHN



moyek (cM. Pazmen «OcobeHHOCTH IpUMeHeHus»). OIBIT IPUMEHEeHUs nperapaTa
nanueHTaM C IIoKa3aTesieM 9 6asoB 1o mkasne Yaung-ITbio oTCyTCTBYET.
PosyBacTaTuH NPOTHUBOIIOKAa3aH maleHTaM C 3a00IeBaHUSIMU IIeUeHU B aKTUBHOU
CTaguu.

Paca

Y naireHTOB MOHTOJIOUTHOM PacChI Haﬁmo;uaeTcs{ IIOBBIIMIEHHAA CUCTEMHAA
9KCIIO3UIIUA IIpeIlaparTa. PekomMeHmoBaHHas HavaJlbHas O03a [OJIs [MallieHTOB
A3HaTCKOI'O ITPOUCXOXKOEHNA COCTaBJIdET 5 mr.

[Tpumenenue 003kl 40 MI' TAaKMM ITallMeHTaM IPOTHUBOIIOKA3aHOo.
I'enemuyueckuti noaumopgpuiam

OrmnpeneneHHble TUNH T€HETUYECKOT0 TOMUMOPGHU3Ma MOTYT ITPUBOOUTE K
TIOBBIIIIEHUIO SKCIIO3UIIMU po3yBacTaTuHa (cM. Pasmen «®PapMaKOKMHETHUKA»).
[TanimeHTaM C U3BECTHOM HaJIMUYMEM TaKUX TUIIOB ITOITUMOPGU3Ma PEKOMEHYETCS
MIPUMEHSATH MEHBIIYIO T03y pO3yBacTaTHHA.

H(]U,UGHmbl CO CK/IOHHOCMbIO K pazsumuro Mmuonamuu

PekomeHpoBaHHas HadyaibHas O03a IS MAllMEeHTOB CO CKJIIOHHOCTHIO K Pa3BUTHUIO
MHUOIIATHUH cocTaBisieT 5 Mr (cMm. Pasmen «OcoOeHHOCTH TpuMeHeHus»). [lo3a 40 mMr
MIPOTHBONOKa3aHa HEKOTOPHEIM M3 TaKUX HalueHToB (cM. Pa3men
«[IpoTuBOIOKa3aHUSI»).

Conymcmayrow,as mepanus

PosyBacTaTuH siBIsieTCsI CyOCTpPaTOM OJI Pa3JIMYHBIX TPAHCIIOPTHHIX OEJTKOB
(mammpuMmep, OATP1B1 u BCRP). Puck muonaTtuu (BKiaiodasi pabgoMuOIn3)
MIOBBIIIIAETCS IIPY OJHOBPEMEHHOM NPUMEHEHNHN PO3yBacTaTUHA C ONpeesIeHHBIMU
JIEKapPCTBEHHBIMU CPEJICTBAMU, CIOCOOHBIMHU MOBHIIIATHL KOHIIEHTPAIIUIO
po3yBacTaTHHa B IIJla3Me KPOBU Yepe3 B3aUMOIENCTBUE C STUMH TPAaHCIOPTHBIMU
OenkaMu (HarrpuMep, C IIUKIJIIOCIIOPUHOM U HEKOTOPHIMU MHTMOMTOPaMH IIPOTea3kl,
BKJIIOYasi KOMOMHAIIMY PUTOHABHPA C aTa3aHaBUPOM, JIOIIMHABUPA U / UJHU
TUIIPaHaBUPOM CM. pa3fenbl «BlaumMopaencTBUe C APYTUMU JiIeKapCTBEHHBIMU
Cpe[CcTBaMM U OpPyrue BUILI B3auMomenucTBuii» u «OCOOEHHOCTU IPUMEHEHUSI»).

IIo BOBMOXKHOCTHU HGO6XOJII/IMO PaCCMOTPETE aJlbTEPHATUBHOE JIEYEHUE U, €CIIU
HGOGXOJII/IMO, BPEMEHHO IIPEKPATUTh JIEHEeHNE PO3yBaCTATHUHOM. B CUTyalludX, Korga
OOHOBPEMEHHOI'O BBEMEHUA 3TUX JIEKAPCTBEHHEIX CPENCTB BMECTE C PO3YBACTATHHOM
n3bexkaTh HEBO3MOXKHO, HY2KHO B3BE€IINBATL BCE IIPEUMYIIIECTBA U PUCKHU
COIIYTCTBYIOIIIET O JIEHEHUSA U TIIATEJIbHO HOJI6HpaTb OO3y PO3yBadaCTaTHUHaA.



HeTn

ITpumeHeHue npenapama demsam 001%4CeH NPo8oduMb MO/AbKO cneyuadaucm.
[TpumensioT geTaMm u nogpoctkaM oT 10 go 17 neT (ManbYMKU HaA CTaguu pa3BuTusd Il
U BhILIE 10 TaHHEPY U OEeBYIIKU, Y KOTOPEIX MEHCTPyalluu HavaJjiuCh HEe MeHee rofa
Ha3amn).

OOrlyHas1 HadyalbHasA CyTOYHas Ho3a po3yBacTaTHHA OJiS JeTel U MOAPOCTKOB C
reTepO3UTrOTHOU CEMENHOU I'UIlepXxoJjieCTepUHEMUEN COCTaBJIAeT 5 MI' B CyTKHU.
Po3yBacTaTuH OOBLIYHO cjieqyeT IPUHUMATL IIepopaibHO B mo3ax OT 5 Mr mo 20 mr 1
pa3 B CyTKH. [IoBhIIIaTh J0O3Y ClIeAyeT B COOTBETCTBUHU C MHOMBHUAYAJIbHEIM OTBETOM
pebeHKa Ha JleueHHe U IepeHOCUMOCTBIO IIpenapara, Cleayss peKOMeHIalusaM I10
JledyeHuIo geten (cM. pasnen «OcobeHHOCTU IpuMeHeHusi»). [lepen HayaIoM Tepanuu
pPO3yBaCTaTUHOM HETSAM U IIOAPOCTKaM CJiefyeT Ha3HAa4YUTh CTaHOAPTHYIO
THUIIOX0JIEeCTEPUHEMHYECKYIO IUETYy, KOTOPYIO MallMeHTHl JOJIXKHEI COOII0IaTh U BO
BpeMs nedyeHusa. be3somacHOCTh U 3(pPeKTUBHOCTL po3yBacTaTHHA B mo3ax Oonee 20 mr
B 3TOU IIONYJISALIUU He UCCIIEIOBAJIUCh.

Hemu 0o 10 nem.

OnelT nedyeHus geteu 0o 10 j1eT orpaHUYeH IpUMEHEHUEM pPO3yBacTaTHHA
HeOOIbIIIOMY KOIUYECTBY IauueHToB (0T 8 go 10 s1eT) ¢ TOMO3UTOTHOM CEMEWHOU
rurepxoecrepuHemueli. Takum o6pa3oM, po3yBaCTaTUH HE PEKOMEHOYEeTCS
npuMeHATs geTam o 10 nert.

Ilepego3upoBKa

CnenuduyecKoro je4eHus1 Nepego3upPoBKU HeT. JIedyeHre CUMIITOMaTUYECKOE,
peKoMeHOyeTcCs moaaepKuBaomnasa tepanusi. Hy>keH KOHTPoIb QYHKIINY ITeYeHU U
ypoBHS K®K. ManoBeposiTHO, 4TO reMoauanus 6yget ahpHeKTUBHBIM.

ITo6GouHBbIE peaKIHu

HexxenaTenbHbIe SIBJIEHUS, 0OTMEYalOTCs IIPpU IIPMMEHEHNU PO3YBaCTaTHUHA, OOBIYHO
JIETKHNEe U BPEMEHHREIE. HexemnaTtenpHbIE pPeaKnmmnuun KHaCCI/I(i)I/ILII/IpOBaHBI IIO 9aCTOTeE "
CUCTEMHO-OPTraHHBEIMHU KJIaCCaMH.

[To yacToTe HexXeJlaTeNnbHbIe PeaKIIuU paclipenesieHbl CJIeqyonuM 00pa30oM: 4acTo (=
1/100 m <1/10), HewacTo (= 1/1000 u <1/100), peoko (= 1/10000 u <1/1000), o4yeHs
penko ( <1/10 000), Hem3BECTHOM YaCTOTHI (HEBO3MOXKHO OIIEHUTH 10 UMEIOIINMCS
OAHHBIM).

Co cmopoHbl KpoB8u: PEOKO - TPOMOOITUTOIIEHHUS.



Co cCmOpPOHbL UMMYHHOU cucmeMbl: PEOKO - peaKIuy MOBLIIIEHHON YyBCTBUTEILHOCTH,
B TOM 4YHCJIE aHTHOHEBPOTUYECKUU OTEK.

Co cmopoHbl 3HOOKPUHHOU cucmeMbl: 4acCcTo - caXapHbIi nuabeTl.

Co cmopoHbl HepP8HOU CuCMeMbl: 4acCTO - TOJIOBHASA 00JIb, TOJIOBOKPYXKEHHE 0YeHb
PEIKOo - MOJIMHEeHPOoIIaTUsI, IOTePs MaMsTH; YaCTOTa HeU3BEeCTHaA - Tepudepudeckas
HeHpomnaTus, HapyIleHus CHa, B TOM 4ucjie 0eCCOHHHUIA ¥ HOUHBIE KOIIIMapHhI.

Ilcuxuyveckue paccmpoflcmea: YaCTOTa HeM3BEeCTHa - OelIpecCusd.

Co cmopoHbl 0p2aHO8 ObliXaHUA, 2PYOHOU KAemKu U cped0oCmeHUs: 9acToTa
Heu3BeCTHA - Kalllejlb, OObIIIIKA.

Co cmopoHbl nuuLesapumeibHo20 Mpakma: 4acTo - 3alop, TOLUIHOTA, 00JIb B JKUBOTE;
PenKo - MaHKpPeaTUT YacTOTa HeM3BeCTHaA - quapes.

Co CMOPOHbI nuw,eeapumeﬂbHoﬂ cucmemMbsl: pedkKo - ITIOBRIINIEHNE aKTUBHOCTHU
II€9YE€HOYHEBIX TPAaHCaMHWHA3; O4Y€Hb PEOKO - 2KeJITyXa, I'eIIaTurT.

Co cmopoHbI KOdHUu U NOOKOHCHOU KAemyuamku: HedacTo - 3y[, Chlllb, KpaIUuBHUIIA
4YacTOTa Heu3BeCTHa - cuHApoM CTuBeHcCa - [[3KOHCOHaA.

Co cCmOpOHbI KOCMHO - MBIIIIEYHOU CUCTEMBI U COEUHUTEJILHBIX TKaHeul 4acTo -
MHUAJITHSI; PeOKO - MUONaTHUs (BKJTI0OYAass MHO3UTOM), PaOOOMMOIN3; BOTYaHOYHEIHN
CHHOPOM, Pa3pPhIB MBIIIII, OYEHDb PEOKO - apTParusa 4acToTa HEM3BECTHA -
MMMYHOOIIOCPEIOBaHHBIX HEKPOTUYECKasI MUONaTUsI, 3a00JIeBaHUSI CYXOXKUJINMH,
MHOTa OCJIOKHEHHBIE UX Pa3PEIBOM.

Co cmopoHbl NoYeK u Mo4yesblOesumeibHOl cucmeMbl: O4eHb PEKO - TeMaTypPHUs.

Co CMOPOHbI penpodyl-cmueHoil cucmemMbsbl U MOJIOYHbBIX JHcene3: PpenkKo -
THMHEKOMaCTHusI.

Obujue HapyweHuUsi: 9acTo - aCTeHUS YaCTOTa HEU3BECTHA - OTEKH.

Kak u nmpu nmpuMeHeHUU Opyrux uHruoutopos 'MI'-KoA-penykTa3sl, 4aCTOTa
MOOOYHBIX PeaKlui 3aBUCUT OT [IO3HI IpelapaTa.

1 - HacTtoTa 3aBUCHUT OT Hanu4usa GaKTOPOB PUCKa (YpPOBEHH I'JIIOKO3bl KPOBU HaTOIIaK
= 5,6 MMOJIb / 11, UHOEKC MacChl Tena> 30 Kr / M2, IIOBHILIEHNE YPOBHS
TPUTIULIEPUIOB, TUIIEPTEH3US B aHaMHe3e).

BrnusiHve Ha IIOYKH: IPU IpHeMe Po3yBacTaTHHA HaOI0ganmach IPOTEUHYPUS
KaHaJIbIIeBOTO IIPOUCXOXKIEHMS, OIpeleJIeHHas 10 pe3yJibTaTaM aHanu3a. Poct
comepzKaHus 6eIKa B MOUYe OT ITOJTHOTO OTCYTCTBUS UJIU HE3HAYUTEJIbHOT'O



KOJIN4YecTBa K ++ u 00JIbllle Ha Pa3/IMYHBIX 3Talax Tepanuu Habmoganock y <1%
HallMeHTOB IIPU IMOJIydyeHuHu npernaparta B go3e 10 u 20 Mr u npumepHo y 3%
[IallMeHTOB IIPHU I0JIy4yeHUHU npernaparta B fo3e 40 mr. HesHauuTelbHOE IIOBLHIILIEHUE
comepzKaHUs OT IIOJIHOTO OTCYTCTBUS WM HE3HAUYUTEIBHOTO KOJIMYeCcTBa A0 +
HaOJII0ganoch IIpu IMOyYeHUU npemnapara B go3e 20 Mr. B OOnIbIIMHCTBE ClIy4daeB
MIPOSIBIIEHUS IIPOTEUMHYPUH CHUXKAJIMCH UM HCcYe3alii CaMOCTOSITENIbHO Ha GoHe
npoaonKeHus Tepanuu. [1o0 faHHBIM MCCIIeqOBaHUM U IIOCTMapPKETUHT OBBIX
HaOJIIOmMeHUM B HACTOSIIlee BpeMs He BhISIBJIEHO IPUYNHHO-CJIEICTBEHHOM CBSI3U
MeXKy TPOTEUHYPUEHN U OCTPHIM HUIU IPOrPECCUPYIONIUM 3a00IeBaHUEM MIOYEK.

Ha ¢oHe nmpuMeHeHUS NpelapaTa OTMEYeHH CIIydyal reMaTypPUHu; 110 JaHHBIM
KUCCIIeJOBaHUM YaCTOTa ee Maja.

BnusHue Ha CKeIeTHYI0 MYCKy/IaTypy: IopaxkeHue CKeJIeTHOU MYCKYJlaTyphl, TaKue
KaK MHaITusi, MUOIIaTuS (B TOM 4YMCJIe MHUO3HUT), U U3peaKa pabgoMuoIn3 ¢ OCTPoH
IMOYEeYHOU HEeJIOCTaTOYHOCThIO UM 0e3 Hee ObIIM OTMEYEHH! ITPY IIPUMEHEHUU JTI00BIX
O03 po3yBacTaTHHa, 0COOEHHO ITpu mo3ax> 20 mr.

Y naiueHTOB, IIOIy4aBIINX PO3yBacTaTUH, HAOIIOAaIOCh 3aBUCHIIEE OT JO3H
noBriieHre ypoBHS K@K (VK). B 60mbIIMHCTBE CITy4YaeB siBJIeHUE OBITIO Ccl1abbIM,
aCHUMIITOMHO U BpeMeHHEIM. [Ipu nmoBeiteHuu ypoBHa KK> 5 X BMH panbHeuIyro
Tepanuio ciegyeT OTMEHUTh.

Bnusinue Ha Ie4deHb: KakK U IIPU IIpueMe Apyrux uHruoutopoB I'MI'-KoA-penyKkTashl,
MOBHINIIEHE aKTUBHOCTU TpaHCaMMHa3, 3aBUCSIIee OT OO3bl, HAOII0Oanoch y
HeOOIbIIIOT0 KOJTMYEeCTBa MallMeHTOB, IIOIy4YaBIINX po3yBacTaTuH. B OONIBIINHCTBE
cny4daeB sABJeHUe ObIJIO CITabbIM, aCUMIITOMHO U BPEMEHHBIM. [Ipy IpUMeHEeHUU
po3yBacTaTHHa TaKKe 0TMedasioCh MOBHIIMIeHWe ypoBHSI HbAlc.

[Tpu mpuMeHEeHUU HEKOTOPHIX U3 CTAaTUHOB HAOIIOaIuCh TaKue IT0O0YHEIE SBJIEHUS:
PacCTPOMCTBO ITOJIOBBIX PYHKITUM, MHTEPCTUILIMAbHOE 3a00IeBaHue TETKUX, 0COOEHHO
ITPYU IPOBEIEHUH IIUTEIbHON TepaIuu.

YacToTa ciny4daeB pabooMHO0IN3a, CEPhe3HBIX HapyLUIEHU CO CTOPOHEI IOYEK U IIeYeHU
(BEIpaKE€HHBIX TPEUMYIIIECTBEHHO POCTOM aKTMBHOCTU MEe4YEHOYHHIX TPaHCaMUHAa3)
MIOBHIIIIAETCA IIPU IIPUMEHEHUHU IIpernapara B go3e 40 mr.

B mpoiiecce mocieperucTpalnoHHOT0 IPUMEHEeHUs IperapaTa UIeHTH(GUITTPOBAHO
TaKyI0 HexXeJjlaTeIbHYI0 PeaKIInIo KakK JieTajlbHasad U HeJleTallbHas TeYeHOoYHas
HEeIO0CTAaTOYHOCTh. ITOCKOIBEKY 00 3TO¥ peakIlnio CO00IIaroCch CIIOHTAHHO U3
MIOMYJISIIINY HeOoIpeaeIeHHOr0 KOIUYeCTBa, HEBO3MOXKHO JOCTOBEPHO OLIEHUTH ee
YaCTOTYy WM YCTAHOBUTL HaATHUYKMe NPUYNHHO-CII€ICTBEHHOM CBSI3U C IPHUMEHEHUEeM
Impemnapara.



H3penka B IOCTPETrUCTPAIIMOHHBIN ITIEPUOI COOOIAaIOCh O HAPYIIEeHUSIX KOTHUTUBHBIX
byHKIIMY (HanpuMep, YXyOIIeHre TaMsaTH, 3a0bIBUMBOCTDL, aMHE3HsI, CIIYyTaHHOCTD
CO3HaHHUS), KOTOPbIE aCCOLIMUPYIOTCS C IPUMEHEHUEM CTaTUHOB. O TakKux
KOTHUTHUBHBIE TPOOJIEMEI COOOIIAIOCh B CBSI3U CO BCEMU CTaTUHAMU. fBJIEHUS, O
KOTOPBIX TOBOPUTCS B COOOMIEHUSIX, OOBIYHO HOCST JIETKUM XapaKTep U MPOXOHOsT
II0CJIe OTMEHBI CTAaTHHOB, a TaKxXKe UMEIOT Pa3HOe BpeMs OO ITOSBJIEHUSI CUMIITOMOB
(oT 1 OHS DO JIeT) U 00 MCUEe3HOBEHUSI CUMIITOMOB (MeauaHa - 3 HeOeJln).

Iemu

[ToBrimenue ypoBHESA KOK> 10 X BI'H ¥ cCUMIITOMBI CO CTOPOHBI MBIIIIL] IIOCJIE
(pu3myeckol Harpy3KHU MU MOBHIIMIEHHOW (PM3UYECKON aKTUBHOCTU HaOIIOOamIucCh
4yalle B 52-HegeIbHOM KJIMHAYECKOM MCCJIEJOBaHUU C Y4aCTUEM JIeTel U MMOAPOCTKOB
110 CpaBHEHUIO CcOo B3pocnbiMu (cM. Pa3men «OcobeHHOCTH TpUMeHeHus1»). OgHaKo
nmpoduns 6€30IMacHOCTH PO3yBacTaTUHA Y AeTeM U IMOOPOCTKOB OBLII ITOOOOHBIM
TaKOBOMY y B3POCIIBIX.

CpoK rogHoctu
2 rofa.
YcnoBusi xpanenusi

XpaHuth nIpu TeMnepartype He Boile 30 ° C B HeOOCTYIIHOM [AJIs AeTel MeCTe.
XpaHUTH 6JIMCTEP B KAPTOHHOU KOPOOKE IS 3alllTH OT BjIard U CBETa.

VYnakoBka

ITo 10 TabneTok B Onuctepe, mo 3 61mucTepa B KOPoOKe.
Kareropus ornycka

ITo penenty.

ITpou3sBoourenn

Tesa ®apma C.JI.V.

Micue3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBaaKeHHsI HOro
IistJIbHOCTI.

[Tomirono Iapmactpian Manenika ¢/C Ne 4, 50016, Caparoca, IcraHis.

Kpaina moxomkeHHsT OpeHOy



I3painb

MecTOHaxo0OXKaeHHe IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylIeCTBIICHHUSA
mesiTeJIbHOCTH

Vn. 9nu Xypsun 18 Uup. 3oHa, Kpap-Caba, M3pausb.
N CTOYHUK HHCTPYKIIUHA

HMHCTPYKIIUS TeKapCTBEHHOTO CPeACcTBa B3sATa U3 0PUIIMaIbHOIO HCTOYHUKA —
I'ocyqapCTBEHHOT'0 peecTpa JIeKaPCTBEHHEIX CPEeNCTB YKPAauHEL.
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