CocrTaB

delicmeyrwuwiee geu,ecmeo: po3yBaCTaTHH;

1 TabreTka comepkuUT po3dyBactaTtul 10 Mr, 4yTo 3kBuBaneHTHO 10,4 Mr
po3yBacTaTUHa Kasblus;

gcnomMozameibHble 8eu,ecmad: TaKTO3bl MOHOTUAPAT, LEeJII0JI03a
MUKPOKPHUCTAIINYeCcKasi, MarHus Tr’UAPOKCHU[, KPOCIIOBUAOH, MarHus cTeapar;
IJIeHo4YHass 000JI0uKa: CIIUPT MOIUBUHUIOBHIM, TuTaHa guokcup (E 171), makporor,
TaJbK.

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OcHoBHble pu3suKo-xumuyeckue ceolicmaa: 6enble UIu 04YTU OeJible, KPYTJIbIe,
OBOSIKOBBITIYKJIbIE TAaOJIE€TKU, ITOKPLITHIE IIJIEHOYHOM 000JI0YKOM, fUaMeTPOM
npuMepHo 7 MM. C OJHOUM CTOPOHHI TabJIeTKM UMeeTCs rpaBUpPoBKa «C34».

@apMaKOTepaneBTquCKaa rpyiiia

[unonunuoeMuYecKue CpeacTBa, MOHOKOMIOHEeHTHBIe. MHruoutopsl I'MI-KoA-
penykra3bl. PosyBacTtatuH. Kog ATX C10A AOQ7.

®dapMaKOOUHaAMHKa

MexaHU3M OEHCTBUS. PO3y'BaCTaTI/IH ABJIAETCsA CEJIEKTUBHBIM M KOHKYPEHTHBIM

uHruoutopom I'MI'-KoA-penykTa3nl, GepMeHTa, IpeBpamiaminero 3-ruipoKcu-3-
METUJITJIIOTaPUIIKOEH3UM A B MeBaJIOHAT, KOTOPHIU ABJISIETCS MPeOlleCTBEHHUKOM
xonectepuHa. OCHOBHBEIM MECTOM OENCTBUS pO3yBacTaTUHA SIBISAETCS II€YEHb -
MUIIIEeHb OeUCTBUSA IIperapaToB, CHUXKAaIIINX YPOBEHb XojlecTepuHa. Po3dyBacTaTul
HoBHIIIaeT KonuyecTBO pelentopoB XC JITTHIT Ha MOBEPXHOCTHU KIIETOK II€YEHH,
ycunuBas 3axBaT U KaTtabonuam XC JITTHII, u mopaBmnsiet cunte3 XC JITIOHIT B
IeYeHHu, I03TOMY CHHXKaeT ob11ee KonudecTBo yactull XC JITTOHIT u XC-JITTHII.

H3BeCTHO, YTO PO3yBaCTaTUH CHUZXKAET MOBHIIIEHHOE COAepKaHue X0JIeCTepUHa -
JITTHIT (XC-JIITHIT), ob1iero xonectepuHa u tTpurnuilepunoB (TT), moBwIllIaeT
comepzxanue XC JIIIBII, a TakXKe CHUXKAaET copgepxKaHue anonunonporernHa B (AnoB),
XC-geJITIBII, XC-JITIOHII, TT- JITIOHII u yBenuuyuBaeT ypOBEeHb anoaunonporenta Al
(AnoA-I). Po3yBacTtaTul cHuxKaet cooTHomieHue XC JITTHII/XC-JITIBII, o6muit XC/XC-
JITIBII, XC-ueJITIBII/XC-JIIIBII u otHOImIeHUEe AT1oB/ATIOA-I.



TepaneBTuueckuii 9pPeKT JOCTUTAETCA B TeYEeHNE OOHOU HeOeslu II0oCcjie Hadasa
JleyeHusi, yepe3 2 Hemenu gocturaercs 90% oT MakCHMaJIbHO BO3MOXKHOTO 3¢ deKTa.
OOBLIYHO MaKCHMAaJIbHO BO3MOXKHBIN TepaneBTUYecKUu 3¢pheKT JocTUraeTcs depes 4
HeJesy U MOoAOepXKUBaeTCs Ha JOCTUTHYTOM YPOBHE IIPHU OajlbHEUIIeM NPUMEHEeHU N
npemnapara.

(I)apMaKOKI/IHeTIfIKa

BcacvieaHusa. MakcumanbHas KOHIIEHTpalus po3yBacTaTUHA B IJIa3Me KPOBU
pocturaeTca yepes 5:00 1mocie nepopajbHOro IpUMeHeHUusA. bBUogoCTyIIHOCTh
coctasnsgeT npumepHo 20%.

Pacnpedenerue. Po3yBacTaTUH 3HAYUTENbHBIM 00pPa30M 3aXBaThIBAETCS ITIEYEHBIO,
KOTOpas sIBJISEeTCSI OCHOBHBIM MeCTOM CUHTE3a XOoJjieCTepuHa U Knupenca XC JITTHII.
O0BeM pacrpefesieHrss po3yBacTaTuHa cocTaBiseT npuMepHo 134 1. Okono 90%
po3yBacTaTHHAa CBS3BIBAeTCA C OejIKkaMU IJIa3Mbl KPOBH, IIPEUMYIIIECTBEHHO C
aTbOYMUHOM.

Memab6oau3m. Po3yBacTaTuH UCIILITEHIBAET HE3HAYUTEIBHOTO MeTabommu3Ma
(mpumepuo 10%). MccnemoBanusi MeTabonmu3Ma in vitro ¢ uCroiIb30BaHUEM
renaToLMTOB YeJloBeKa CBUAETEILCTBYIOT, YTO PO3YyBAaCTaTUH SIBIISIETCS CIIaObIM
cyobcTpatoMm fjist MmeTabonu3Ma Ha OCHOBe ¢epMeHTOB HuToxpoma P450. OCHOBHBEIM
3agercTBOBAaHHLIM n30pepmernToM saBnsaeTcss CYP2C9, HECKOIBKO MEHBIIYIO POIb
urpaioT 2C19, 3A4 u 2D6. OCHOBHBIMU ONpeesIeHHEIMU MeTabomuTaMu SABJISII0TCS N-
OECMETHUJIOBBIM U JIAKTOHOB MeTabomuTH. N-gfecMeTun-MetabonuTt npuMepHo Ha 50%
MeHee aKTHBEH, YeM PO3yBacCTaTUH, JaKTOHOB MeTabO0IUT CUUTAETCS KIIMHUYECKHU
HeaKTUBHBIM. Ha po3yBacTaTuH npuxogutcs 6omee 90% aKTUBHOCTHU
HUPKynupyloiiero nuHruoutopa I'MI'-KoA-pegyKTa3Hl.

BriBop. IIpumepHO 90% [03EI pO3yBacTaTUHA BEIBOOUTCS B HEU3MEHEHHOM BUJIE C
KaJIoM (BMeCTe 3aBsI3HYB U HEBCMOKTaHa el CTBYIOIee BEIleCTBO), OCTaJIbHOE
BEIBOOUTCS C MO4YOH. [IpuMepHO 5% BBIBOOUTCS C MOYOM B HEM3MEHEHHOM BUIE.
[Tepuon monyBeIBEAEHUS M3 IIJIa3Mbl COCTaBIsIeT NPUMeEPHO 19 yacoB u He
yBEINYMUBAETCS IIPU IMOBLHIIIEHUN O03bl. CpeHee reoMeTpuYeCcKoe 3HaYeHne
KJIUpeHca IIpernapaTa U3 Ijla3Mbl KPOBU COCTaBJIAET Npubau3uTtenbHo 50 /4
(koa(ppunmenT Bapuamnuu - 21,7%). Kak u apyrue uarudburtopsl ' MI'-KoA-pegyKTa3H,
IMedYeHOYHas 3aXBaTa po3yBacTaTHHA IIPOUCXOOUT C ydaCTHEM MeMOpPaHHOT O
TpaHcmnopTepa OATP-C, KOTOPHIM UTPAEeT BazKHYIO POJIb B II€YEHOYHOU 3TUMUHAIINN
po3yBacTaTHUHA.

JIuHeliHocmb. CUCTEeMHAsI 9KCIIO3UNUS PO3yBacTaTUHA YBEJIMYUBAETCS
IIPOIIOPLIMOHABHO [03€e. I[Ipy MHOTOKpPaTHOM €3KeqHEeBHOM ITPUMEHEHUU ITapaMeTpPhI



bapMaKOKUHETUKU HEe U3MEHSIOTCS.

Oco0ObBle TPYIIEI TAlMeHTOB

Bo3pacm u nosa. He HaGnoganoch KIMHUYECKU 3HAUYMMOT'O BIUSTHUS BO3pacTa UIn
rmoJjia Ha (papMaKOKHMHETUKY pPO3yBacTaTUHA Y B3POCibiX. PapMaKOKWHETUKA
po3yBacTaTHUHa y JeTel U IIOAPOCTKOB C T€TEPO3UTOTHOU CEMENHOU
runepxojiecTtepuHeMuei Obplia TogoOHa TAaKOBOM Yy B3POCIIEIX TOOPOBOJILIEB (CM.
Pazpgen «letu»).

Paca. VccnepoBanus hapMaKOKUHETUKHN OOHAPYKUJIM, YTO Y ITAIlUEHTOB
MOHTOJIOMTHOM PackhH! (AMOHIIEB, KUTAaUIeB, QGUIUIIIIUHIIEB, BbeTHAMIIEB U KOPEUIIEB)
MepvaHHbIe 3HaYeHUSA AUC u Cmax IprUMEPHO BOBOE BHIIIE, YEM Y €BPOIIEUIIEB; Y
uHpenes MmeguaHHble 3HaueHUI AUC u Cmax IOoBHIIIIEHH NpuMepHO B 1,3 pa3sa.
AHanu3 NonynaIuOHHON (papMaKOKMHETUKU HE BHISIBHUJI KIMHUYECKHU 3HAYUMBIX
pas3nnyui MeXay nanueHTaMy eBpOIeOUIHOU U HETPOUTHOU pac.

HapyweHue ¢pyHKuuu noyek. B uccnemoBaHuy IallieHTOB C PA3JINYHOM CTENEHbIO
HapymeHus GyHKINYN MO04YeK N3MEeHEeHUH MIa3MeHHBIX KOHIIEHTPAaIlui po3yBacTaTUHA
unu N-gecMeTun-MeTabonuTa y JIUI co ci1abol Uiu yMepeHHOM HeqJOCTaTOYHOCThIO
OTMeYeHO He ObLI0. Y MallMeHTOB C TSAXKEJIBIMU HapyLIeHUusIMHU GYHKIIUY IT0YEK
(kmupeHc KpeaTuHrHa <30 MJI/MUH) IIJTa3MeHHBIEe KOHIIEHTPAIIUKY PO3yBacTaTUHA
OblTu B 3 pasa BhIlIe, a YPoBHU N-mecMmeTun-metadonuTa - B 9 pas BhIIIIE, YEM Y
3[0POBLIX MOOPOBOIBIIEB. PAaBHOBECHEIE IJIa3MeHHbIe KOHIIEHTPAlluK POo3yBacTaTUHA y
MaIMeHTOB, HaXOOSIINXCs Ha reMonuanu3e, Obuiu mpuMepHo Ha 50% BEIIIE, YEM Y
3[IOPOBHIX TOOPOBOJILIIEB.

Hapywenue ¢pyHKUuUu neueHu. B uccnemoBaHUU MAIlMEHTOB C pa3HOU CTEIIEeHbIO
HapyLUIeHUS NeYeHOYHBIX QYHKIINY TPHU3HAKOB ITOBHIIIIEHHONW 3KCIIO3UIINHT
po3yBacTaTUHA He OBbIJI0 0OHAPYKEHO Y ITallieHTOB, COCTOSTHUE KOTOPBIX OIIeHUBAJIOCh
B 7 unu MeHee 0annoB no mkane Yauna-ITero. OmHaKo y ABYX NAIlMEHTOB, KOTOPHIE
HaOpasnu 8 u 9 no mkane Yauna-I1bio, cucTeMHas 3KCIO3ULKS Obljla KAK MUHUMYM
BABOE BHIIIE, YEM Y ITALIMEHTOB C MEHBITUMHU OanmaMu. OIBLIT IPUMEHEHU
po3yBacTaTWHA y IMAIlMEeHTOB, COCTOSTHIE KOTOPBIX OlleHUBaeTCcs Ooyiee ueM B 9 6asioB
o mkasne Yaung-I1bi0o OTCYyTCTBYET.

I'eHemuueckutli noaumopgpu3m. Pacripenenenre nHruoOutTopoB I'MI'-KoA-penyKkTassl, B
TOM YHCJIEe PO3yBacTaTHWHA, MPOUCXOOUT C y4aCTHeM TpaHCHOPTHHIX 6enkoB OATP1B1
u BCRP. V nanmeHTOB ¢ reHeTrYecKuM nmonumopduamom SLCO1B1 (OATP1B1) u/unu
ABCG2 (BCRP) cyiecTByeT PUCK IIOBHIIIEHHON 9KCIO3UIUU po3yBacTaTuHa. [1pu
otmenbHBIX popmax monumopduama SLCO1B1 ¢.521CC u ABCG2 c.421AA
sKkcno3unus posyBactatuHa (AUC) moBHIIIIEeHHAs 110 CPaBHEHHUIO C T€eHOTUIIAMU
SLCO1B1 ¢.521TT unu ABCG2 ¢c.421CC. CrienuajibHOE T€HOTUIIMPOBaHUE B



KJIIMHUYECKOU IIPaKTHUKE He IIPeAyCMOTPEHO, HO ITallTheHTaM C TaKNM HOJ'IPIMOp(bPI?;MOM
PEKOMEHOYETCA IIPUMEHATh MEHBIITYIO O3y IIPpEeIllapaTa.

Iemu. 2 ¢papMaKOKHHETUYECKUE UCCIIeqOBaHUs 10 pO3yBacTaTUHA y OEeTeu C
reTepo3uroTHOM CEMEWHOU rurepxojgecrepuHeMuen B Bo3pacTte ot 10 go 17 net u ot
6 no 17 net (Bcero 214 nmanuueHTOB) IOKa3ajd, YTO 9KCIIO3ULUA IIpelapaTa y OeTeu
momoOHa 3KCHO3UIMHU Y B3POCIIBIX MAMEeHTOB UJIN HUXKe. JDKCIIO3UIHUS POo3yBacTaTHHA
110 MO3hI U BpeMeHu Obljla IIpefickalyeMa TedeHue OBYXJIeTHero rnepuomna.

ITloxka3anus

JleueHue csunepxosiecmepuHemuu

B3pocneiM, mogpocTkaM u geTsaM ctapiie 10 et ¢ mepBUYHOU
runepxojyiectepuHeMmuen (tuma Ila,), (3a UCKITIOYEHUEM CEMENHON IeTEPO3UTOTHOU
TUIIePX0JIeCTEPUHEMHUHN) UIU CMeIllaHHOU gucnunugemuen (tuna IMb) kak
OONIOJIHEHUE K IMeTOTepanuy, Korjga aueTa Wik Opyrue HeMeOuKaMeHTO3HbIEe MeTOObL
jledeHUus (HampuMmep, pu3ndecKue yIIpaxKHeHUsd, CHUXKEeHHEe MacCChI Teia)
OKa3BIBAIOTCSA HEJOCTAaTOYHBIMHU.

[Tpu TOMO3UTOTHOM CEMENHOM TUIIEPXOIECTEPUHEMUHU, KaK OIIOTHEHNE K IUETE U
OPYTHUX Mep IO CHUKEHUIO COOepXKaHusd TUNUA0B (Hanpumep, adpepesa
JINTIOTPOTEUHOB HU3KOM MJIOTHOCTH) UJIK B CIy4dasx, KOTa IIpoBefeHNue TaKou
Tepanuu HelejecooOpas3Ho.

ITpopunakmuka cepdeyHo-cocyOucmulx HapyweHuu

[IpepoTBpalieHue 3HAYUTEBHBIM CEPAEYHO-COCYAUCTHIM HapyIlleHNEM y NallueHTOB,
KOTOPHBIM, IO OIleHKaM, TPO3UT BEICOKHH PHCK IIEPBOTO CiIydasi CEPAeYHO-COCYOUCTOTO
HapymeHus (cM. Pazmen «®apmMakolorudecKue»), B JOMOJHEHNE K KOPPEKIINU OPYTUX
¢dakTOpPOB pHuCKa.

IIporuBONOKAa3aHUA

e [IoBHIIIIEHHAsA YYBCTBUTEIBHOCTh K PO3yBaCTaTUHY UJIU K BCIIOMOTraTeJIbHBIM
BellleCTBaM B COCTaBe IIpelnapara;

e 3a00JieBaHUS TeYEeHU B aKTUBHOU (ha3e, B TOM YHUCJIEe IPU CTOMKOM MOBHIIIEHUU
YPOBHS CBIBOPOTOYHEBIX TPAHCAMUHA3 HEU3BECTHOU 3THUOJIOTUHU, a TAKXKe IpU
MIOBHILIIEHNY YPOBHSI CEIBOPOTOYHEIX TPAHCAMUHA3, YTO IIPEBHIIIaeT BEPXHIOI
rpanuity HopMmel (BI'H) Gonee ueM B 3 pa3a;

e TsIJKeJIble HapylleHus QyHKIUYU IToYeK (KIUpeHc KpeaTuHuHa <30 MJI/MUH);

e MUOIIATUS;

e MOHOBpPEMEHHOe IIPUMEeHeHUue IIUKJIOCIIOPUHA;



e B IIepuoq 6epeMeHHOCTH U KOPMJIEHHUSI TPYObI0, @ TaKXKe JXKEeHIITUHaAM
PENPOAYKTUBHOTO BO3PaCTa, He MPUMEHSIOT COOTBETCTBYIOIIHME CPEeICTBa
KOHTpAIlEeNIIINuH.

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHObI
B3aUMOIEeHUCTBUH

BnusiHue comyTCTBYIOIIUX IIpernapaToB Ha po3yBacTaTUH

Hnaubumopbl mpaHcnopmHbuix 6esn1ko8. Po3yBacTaTHH SIBJISIETCS CyOCTpaTOM AJIS
onpefesieHHbIX TPAHCIOPTHHIX 0enKoB, BKimodass OATP1B1, uTto obecieyuBaeTr
IIe4YeHOYHBIU TPAHCIOPT, U e(diiokCcHOTro nnepeHocuynka BCRP. OmHOBpeMeHHOE
BBe[IeHMEe PO3yBacTaTHHa C JIeKapCTBEHHBIMU CPeACTBaMHU - MHTUOUTOPAMU 3TUX
TPAHCIOPTHHIX OEIKOB MOZKET BBEI3BaTh IOBHIILIEHUE KOHIIEHTPAllMU po3yBacTaTHHa B
IjIa3Me KPOBU U YBEJIMYEHUIO pucKa MuomnaTtuu (cMm. Tabnuiy 1).

IukaocnopuH. Ilpu 0DHOBpEMEHHOM IIPUMEHEHUU PO3yBacTaTUHA U LUKIIOCIIOPUHA
3HauyeHnue AUC (mmnomiamb o[ KPHUBOM) po3yBacTaTUHA OBIIO B CPEHEM B 7 pa3 BHIIIE
3HAYeHUS Y 3TOPOBLIX JOOPOBOIbIIEB. KOHIIEHTpAIIUs IIUKIJIOCIIOPHUHA B IIJIJa3Me KPOBU
IIpU 3TOM He MeHs1achk. Po3yBacTaTUH IIPOTUBOIIOKA3aH alueHTaM, KOTOPhIe
OOHOBPEMEHHO II0JIy4aloT HUKJIoCIOpUuH. OQHOBpEMEHHOE IIPUMEeHeHUe He BIIUJIO Ha
KOHIIEHTpAlNIO IIUKJIOCIOPHUHA B IIJla3Me KPOBHU.

HHzubumopsl npomeaswsl. XOTsI TOYHBIM MeXaHU3M B3aUMOJIeMCTBUS HEU3BECTEH, IPU
OOHOBPEMEHHOM IIpreMe HHTHOUTOPOB ITPOTea3bl BO3MOXKHO 3HAYUTEIbHEIN POCT
IIOKa3aTelel BIUSHUS po3yBacTaTuHa. M3BeCTHO, UTO IpU OOHOBPEMEHHOM
IMPUMEHEHUU POo3yBacTaTHHA 3[IOPOBLIM MOOPOBOJIbIIAM B o3e 10 MT u
KOMOMHHUPOBAHHOTO IIpenapara, cofepikallero nBa nHrubutopa mporeass! (300 Mr
aTtaszaHaBupa/100 Mr puToHaBupa), Habmomancs pocT nmoka3aTtens AUC (0-24)
po3yBacTaTHHa B COCTOSTHMM JUHaAMU4YECKOT0 PaBHOBECHS B pa3kl, a mokKa3aTesnsa Cmax
- B 7 pa3. TakuMm o6pa3oM, OMHOBPEMEHHOE ITPUMEHEeHNe Po3yBacTaTUHa B Tepanuu
BHUY-mmaneHTOB, IIOJTyYaIOIINX HHTUOUTOPH! ITPOoTea3kl, He PeKOMEHOYeTCS.
OnHOBpeMEeHHOe ITpUMEHEHNEe PO3yBacTaTUHA ¥ HEKOTOPHIX KOMOMHAITUM
MHTUOMTOPOB MPOTEea3hbl BO3MOXKHO I10CJIE TIIATEIbHOT0 O0OyMbIBAaHUS KOPPEKIINHT
OO3bI IpenapaTa, UCXOOs U3 0KUOAaeMOTr0 POCTa 3KCIIO3ULIMM PO3yBaCcTaTHUHA.

IF'eMmpubpo3un u Opyrue runoIunugeMudecke cpeactsa. OmMHOBpEMEHHOE
IMpUMeHeHNe Po3yBacTaTUHa U reMpuOpo3uia IPUBOOUT K YBEJIMUYEHHUIO 3HAaYEHUM
nokasaTtenen Cmax u AUC po3yBacTaTUHa B 2 pa3sa.

Hcxopnst ©3 JaHHBIX CHeldalbHBIX UCCliefoBaHul, ¢ peHodpudpaToM He OKUTAETCS
dbapMaKOKMHETHYECKHA 3HAYUMOI'0 B3aUMOOEMCTBUSI, OMHAKO BO3MOXKHA
dbapmakoguHaMudeckas B3auMopgencteue. 'empudpo3un, penopudbpat, opyrue



¢bubpaTsl ¥ HUAUMH (HUKOTUHOBAS KHCJIOTA) B TUIIOJIMIUAEMHUYECKUX O03aX (> uiu
ypoBHE 1 I/CyT) MOBBIIIAIOT PUCK PA3BUTHUS MUONATUM IIPU OOHOBPEMEHHOM
npuMeHeHuu ¢ nuuruobutopamu ['MI'-KoA pegykTa3bl, BO3MOXKHO, IOTOMY, YTO OHH
CIIOCOOHBI MPUBOAUTH K MUOIIATUM U IIPU IPUMEHEHUHU OTHOEeNbHO. [IpuMeHeHUue
npemnaparta B go3e 40 MT IpOTUBOIIOKa3aHo IIPU OOHOBPEMEHHOM IpueMe pubpaToB.
[IpueM mperapaTa TaKUM HallieHTaM PEKOMEHOyeTCSI HadMHaTh C JO3bl O MI' B CYTKH.

93emumub. ODHOBpEeMeHHOe IpUMeHeHre po3yBacTaThHa B fo3e 10 Mr u 33etumMubda
10 Mr manyeHTaM C TUIIEPXOJIeCTEPUHEMUEN ITPUuBOAuiio K pocty AUC po3yBacTaTuHa
B 1,2 pa3a. Henb3sa uckmo4daThk papMaKOOUHAMHAYECKOT O B3aUMOJENCTBUS MEXKIOY
pPO3yBacTaTUHOM M 33eTUMMK0Oa, YTO MOXKET IIPUBECTU K HeXKeJlaTEeIbHbIM SIBIE€HUSIM.

AHTauupgHble npenapaThl. OGHOBpEMEHHOE BBEI€HNE PO3yBacTaTUHA C CyCIIeH3uen
aHTaIUObI, COOepKallre aJTlOMUHNUS U MarHus TUOAPOKCHU, IPUBOAUT K YMEHBIIEHUIO
KOHIIeHTpPAalli1 po3yBacTaTHUHa B IIJladMe KpoBU HaA 50%. ITOT 3dpHeKT ymMeHbIIaucs,
Korga aHTauupg npuauManu 3a 2:00 mocne po3yBacTaTuHa. KnmuHUYecKass 3HaYUMOCTD
5TOT'0 B3aUMOJIEHCTBUS HE U3yYaloCh.

Opumpomuuyu+H. ODHOBpEMEHHOE TIpUMeHeHNe po3yBacTaTuHa ¥ 9PUTPOMUIIMHA
npuBoguT K cHUkKeHuio 3HaueHusa AUC (0-t) Ha 20%, a 3HayeHue Cmax
po3yBacTaTuHa - Ha 30%. Takoe B3auMOOenuCTBUE, BEPOSATHO, ABJISI€TCS Pe3yIbTaTOM
YCUJIEHUS MOTOPHUKM KHII€YHNKA, BEI3BAHHOTO IIPUEMOM SPUTPOMHUIIMHA.

depmeHmMbL cucmembl yumoxpoma P450. Pe3ynbTaThl HCCIIegOBaHUM in vitro u in vivo
CBUMIETENBCTBYIOT O TOM, YTO PO3yBaCTaTUH He NMMPUYUHSIET HU UHTUOUPYIOIIETo, HU
CTUMYJIUPYIOIIETO BINSIHUS Ha U30pepMeHTHl cucTeMEI ImToxpoMa P450. K Tomy ke
PO3yBaCTaTUH SIBISIETCS ClIabBIM cyOCTpaToOM MIJist 9TuX u3ogpepMeHTOB. He
HaOJII0OaI0Ch KJIMHUYECKHU 3HAaYMMOI'0 B3aUMOAENCTBUS MEeXOy PO3yBaCTaTUHOM U
dnykonazonom (mHTHOUTOPOM pepMmenTOB CYP2C9 1 CYP3A4) unu KeTOKOHA30I0M
(marubuTOpoM pepmenTOoB CYP2A6 1 CYP3A4).

Bzaumodeiicmasusi, mpebyrouiue Koppekuuu 0o3bl podysacmamuHa. Korga
Heo0X0OUMO IPUMEHSITh PO3yBacTaTUH BMECTe C OPYTUMU JIeKapCTBEHHBIMU
CpeOCcTBaMH, ITOBHIIIAIOIINMU €T0 3KCIIO3UINIO0, JO3kl pO3yBacTaTUHA CIeOyeT
KoppekTupoBaTh. ClegyeT HauMHATH C HO3H 5 MT' 1 pa3 B CyTKH, €CIIU OXKUOAEeTCH
poct skcno3unuu (AUC) nmpubiu3uTenbHO B 2 pa3a uiau 00sbine. MakcuMasbHast
CyTOYHAas [03a po3yBacTaTUHA [OJI?)KHA OBITh CKOPPEKTHUPOBaHa TaKUM 00pa3oM,
4yTOOHI OKHOaeMasi 9KCIIO3UIINS He MpeBhIlllajia KOHIIEHTPalluio, OTMeYaeTCcs TOrfa,
KOrJa IIpueM CyTO4YHOM A03H 40 MI po3yBacTaTHHa IIPOUCXOOUT IIPU OTCYTCTBUM
B3aMMO[ENCTBUS C JIEKaPCTBEHHBIMU cpeacTBaMu. Hanpumep, go3a 5 Mr
po3yBacTaTUHa IIPU OJHOBPEMEHHOM NPUMEHEHHUHU C IIUKJIOCIIOPUHOM (yBeTU4YeHUue
skcno3unuu B 7,1 pa3a), go3a 10 Mr po3yBacTaTuHa IPU OOHOBPEMEHHOM
MMpUMeHEeHUU ¢ KoMOUHallMel pUTOHaBUp/aTasaHaBup (yBenudeHue B 3,1 pasa), u



mo3a 20 Mr po3yBacTaTHHa IIPU OOHOBPEMEHHOM NPUMEHEHUU C reMpudpo3umom

(yBenuueHnwue B 1,9 pasa).

Tabnuma 1

BausaHue conymcmaeyruw,ux 1eKapcmeeHHbIx cpedcmae Ha 3KCNo3UuU Ui
po3ysacmamuHa (AUC; 8 nopsidke cHuUdiceHus)

Pexxum mo3upoBaHUs JIEKaPCTBEHHOTO
CpeICcTBa, B3aUMOIENUCTBYET

Pexxyum mo3upoBaHusd
po3yBacTaTUHa

N3menenue AUC
po3yBacTaTuHa *

LIukmocnopuH, OT 75 MI' ABaXKahI B
cyTku go 200 Mr gBaXAasel B CYTKH, 6

10 mr 1 pa3 B CyTKH,

. 7,1 paza 1
MecCsILeB 10 oHeu
Atazanasup 300 mr/putonasup 100
MT 1 pa3 B cyTKHU, 8 oHen
3,1 paza 1
10 mMr, pa3oBas go3a
Cumenpusup 150 mr 1 pa3s B cyTkH, 7
oHeu
10 Mr, pa3oBas go3a 2,8 paza 1
JlonuuaBup 400 Mmr/putonaBup 100 mr
fiBa pasa B CyTKH, 17 fHen 20 mr 1 pa3 B cyTkH, 7 2,1 pa3a 1
OHeHn
Knonuporpen mo3a Harpy3ku 300 MT, | panpHeiimas mosa - 75
Mmr 1 pa3 B CyTKU 2paza 1

20 Mr, pa3oBas go3a

F'emdpudbpo3un 600 Mr mBaXKILI B
CyTKH, 7 OHeU

80 Mr, pa3oBas go3a

1,9 paza 1




Entpom6ornar 75 mr 1 pa3 B CyTKH, 5

. 10 mr, pa3oBas go3a |1,6 paza T
OHeu
Hapyuasup 600 mr/putornasup 100 mr |10 mr 1 pa3 B cyTkH, 7 15 N
,D pa3sa
IOBa pa3a B CYTKH, 7 OHEU oHeu P
Tunpanasup 500 mr/putorasup 200
. 10 Mr, pa3oBas go3a 1,4 paza 1
MT [IBa pa3a B CyTKHU, 11 mHeu
IOpouenapon 400 Mr gBaXAabl B CYyTKU |OaHHBIE OTCYTCTByIOT |1,4 paza 1
HUtpakonason 200 mr 1 pa3 B CyTKH, 5
. 10 mr, pa3oBas go3a |1,4 paza ** 1
OHeu
93etumub 10 mr 1 pa3 B cyTku, 14
OHeu
14 oHen 1,2 paza ** 1
10 Mmr 1 pa3 B cyTKHU
8 npuent 10 Mr, pa3oBas
®ozammpeHaBup 700 Mr/puTOoHaBUD
Io3a o
100 mr gBa pa3a B CyTKH
Anernurta3zap 0,3 mr, 7 oHeun 40 mr, 7 mHen o
Cunumapus 140 Mr Tpu pa3sa B CyTKH,
. 10 mr, pa3oBas 0o3a o
5 nHen
denopubpaTt 67 Mr TPpUKOLI B CYTKHU, 7 .
. 10 mr 7 gHEl o
OHeu
Pudamnunmna 450 mr 1 pa3 B CyTKH, 7
. 20 Mr, pa3oBas no3a ©
OHeu
KeTtokona3zomn 200 Mr iBaXKabl B CyTKH,
. 80 mr, pa3oBas go3a |«
7 nHen
®nykona3zon 200 mr 1 pa3 B cyTky, 11
. 80 Mr, pa3oBas go3a o
OHEeu
OputpomuvHa 500 mr 4 pasa B CyTKU 7
PHTP H P Y 80 Mr, pa3oBas goxa 20% 1

oHen




Barikanun 50 Mr Tpu pa3sa B CyTKH, 14

. 20 mr, pa3oBas go3a 47% 1
oHeun

* [laHHBIE, IIPECTaBlIeHHbIe KaK U3MEeHeHe B "X" pa3, IpPeaCcTaBIsIi0T coOoMm
COOTHOIIIEHNE MeXKAy NPUMeHeHHeM po3yBacTaTHHa B KOMOUHAIIMU U OTHEJILHO.
I[laHHBIE, YKa3aHHBIE B BUIEe% N3MEeHEeHUs, IPeaCTaBIsI0T cO00¥% pa3HUIly B
OTHOLIIEHUHU IT0Ka3aTesley IpU IpUMEeHeHUU po3yBacTaTUHa OTHEeJIbHO.

YBenuueHne 0603HaY€HO 3HAYKOM T, OTCYTCTBHE U3MEHEHUH - <, yMeHbIIIeHue - | .

** BBIIO IIpoBeIEeHO HECKOJIEKO HWCCIIedOBaHUU B3aUMOOENCTBUSA IIPHU PA3JINYHBIX
Oo3aX IIpeliapaTta, B Ta6HI/II_Ie IIpencCTaBJIEHbI HauboJsiee 3HaYMMOe COOTHOIIEHHeE.

BiausiHue po3dysacmamuHa Ha conymcmayluw,ue sekapcmesetHHble cpedcmad

AnTaroHucthel BUutaMrHa K. Kak u B cjlydae npuMeHEHUs OPYruX IpernapaTos -
uHruoutopoB 'MI'-KoA-penykTassl, B Hadajle TepPaluu UJIH ITPYU ITOBBLIIIEHUY O3B
po3yBacTaTHHa y HallleHTOB, KOTOPHIE OMHOBPEMEHHO MOIy4YaloT IIpenapaThl-
aHTaAroHMCTH BUTaMUHa K (Hampumep, BapdapuH UM OPyrue aHTUKOaryIsHTHI
KyMapHUHOBOT0), BO3MOKHO MOBHIIIIEHNE MEXOYHAPOOHOTO HOPMaJIu30BaHHOTO
otHomeHus1 (MHO). OTmMeHa Tepanuu C IpUMeHEeHNEM pPO3yBacTaTHUHA UJIM CHUXKEHHE
OO3BI MOTYT 0OecieduTh CHUKeHMe IMoka3aTtend MHO. B Takux cioydasx
PEKOMEHOyeTCs Haajlexkallluiii MOHUTOPUHT noka3aTenein MHO Kak B Haudasie J1e4eHusd
pO3yBaCTaTUHOM, TakK M II0CJie IpPeKpallleH!s UJIN IIPU [IOCJIeayIolleM U3MEeHEHUU eTro
OO3UPOBAHUS.

[TepopanbHble KOHTPALEIITUBE/TOPMOHO3aMecTuTenbHOU Tepanuu (I'3T).
OpmHOBpEMEHHBIM IPHUEM PO3yBaCTaTHHA M IIPOTHBO3avYaTOYHBIX CPEACTB OIS
IIepopasibHOI0O IIPUMEHEHUS IIPUBOOUT K poCcTy 3HaueHusa AUC 3THHUIISCTpaguoia u
HoprecTpena Ha 26% u 34% COOTBETCTBEHHO. TakKoe MOBHIIIIEHUE KOHIIEHTPALIUX B
IJjia3Me KPOBHU CJIeyeT YYUTHIBATh IIPU BEIOOPE COOTBETCTBYIOIIEN HO3bI
MIPOTUBO3a4aTOYHOT'O CPEeICTBa OJIs IIePOPaIbHOTO IPUMEHEHUS.
dapMakOKMHETHYECKHUE OJaHHBIE II0 IPUEMY pPO3yBacTaTHHa Ha (poHE
ropMoHo3aMecTtuTenbHOU Tepanuu (I'3T) oTCyTCTBYIOT, CliemOoBaTEIbHO, @aHAJIOTUYHOE
BO3OeicTBUE He UCKITI0OUeH. OgHaKO MOoJ00HyI0 KOMOMHAIIUIO ITUPOKO IIPUMEH SN
JKEeHITWHAaM, BKJIIOUEHHBIM B KIMHUYECKUX UCCJIeJOBaHUM, U OHA XOPOIIO
IIepEeHOCUIach.

IIpyrue nmekapcTBeHHEIE CPEICTBa

JuzoxkcuH. UcxoOsa u3 JaHHBIX CIIeIIMaIbHBIX UCCIeJOBaHUHN, KIMHUYECKU
CYLIIECTBEHHOI'0 B3aUMOJEUCTBUA C AUTOKCUHOM HE OXKUOAEeTCH.



B KMMHW4YeECKUX UCCIIefOBaHUIX PO3yBaCTaTUH CONYTCTBYIOIIEE IPUMEHSIIN C
AQHTUTUIIEPTEH3UBHBIMHY, TUIOTJIMKEMUYECKUMU CPEeACTBAMU U
TOPMOHO3aMEeCTUTEIbHOM Tepalnuu. DTU UCCIeOOBaHUsA He IT0Ka3a/il HUKaKuxX
OOKa3aTeNnbCTB KIMHNYECKN 3HAaYHMMBIX HexKeJlaTeJIbHbIX B3aNMOIEMCTBUM.

JIonuHasup/pumoHasup. B ¢papMakoI0oruyecKoM HUCCIeqOBaHNU OOHOBPEMEHHOE
IIpUMeHeHNe Po3yBacTaTuHa U KOMOMHMPOBAHHOTO ITpenapaTa, Cogepkalllero aBa
uHrubuTopa nporeasnl (JlonuHaBup 400 Mr/putoHaBup 100 Mr) y 3mOpPOBHIX
n0OpPOBOJIBIIEB aCCOLIMUPOBAJIOCH C IPUMEPHO ABYKPATHHIM U MATUKPATHBIM
yBenn4deHneM nokalaTenel paBHOBeCHOT0o AUC (0-24) u MakKCuMaIbHOU
KOHIIEHTpAalluU [OJi po3yBacTaTUHa COOTBETCTBEHHO . B3auMOIenCcTBrEe MeXAY
pPO3yBaCTaTUHOM M OPYTUMHU UHTUOMTOPaAMU NPOTeas3bl He U3y4aJltCh.

dy3uduesas Kucsioma. PucK pa3BUTHS MUOIIATUH, BKJTIOYasd pabOMUOIIN3, MOXKET
OBITH ITOBLIIIIEH ITPY OMHOBPEMEHHOM CHUCTEMHOM IpUMeHeHuu Gy3ugueBasi KMCJIOTa
CO cTaTMHaMHU. MexaHN3M 3TOT0 B3aUMOAenCTBUS (papMaKOOUHaAMUYECKNH,
(apMakKOKMHETUYECKUN UK KaK apMaKOOMHaAMHUYEeCKUU, TakK U
(apMakoOKMHETUYECKHUM) IO CUX IIOP Heu3BeCcTeH. brinu coobieHus: o pabaoMuonmn3
(BKIIOYas pefKue JieTaJlbHbIE CIIy4daHn) y HallueHTOB, KOTOPhle IPUMEHSIOT 3Ty
KOMOMHAIIHIO.

Ecnu cuctemMHoe npuMeHeHne Qy3uareBass KUCI0Ta He0OX0auMO, JIeUeHue
pO3yBaCTaTUHOM CJIeAyeT IIPeKpPaTUuTh Ha BpeMs MpuMeHeHusa Qy3ugueBast KUCJIoTa
(cMm. Pazmen «OcoOeHHOCTU IPUMEHEHUSI»).

Hemu. UccrnegoBaHre B3auMOLENMCTBUS IPOBOAUIIN TOJIBKO Y B3POCIHEIX. CTEeleHb
B3aMMOJEUCTBUS Y IeTel HEU3BECTEH.

OC00eHHOCTH IPUMEHEHU ST

Co cmopoHbl NoYeK

[IpoTenHypHs KaHaIbILIEBOTI0 IPOUCXOXKOEHNUS, OIIpefeieHHas 110 pe3yIbTaTaM
aHanu3a, Habmoganack Ipu IPUMEeHEeHUN Po3yBacTaTHHa B BBICOKUX H03aX, 0COOEHHO
1o 40 Mr, XOTsI B OOJILIIMHCTBE CIIy4YyaeB HapyIleHUsI HOCUJIM BPEMEHHBIN U
HENIIOCTOAHHEBIY XapakTep. [loKa3aHO, 4YTO IPOTEUHYPUS He ABJIAETCSA CBULETEIbCTBOM
pPa3BUTHUS OCTPOTO UJIU IIPOTPECCUPOBAHUS CYIIECTBYIOIIEro 3a001eBaHus IT0YEK.
YacToTa Cepbe3HEIX ClIydYaeB HapyLIEeHUN CO CTOPOHEI II0YEK BO3pacTaeT IIpu IIpueMe
npenapata B go3e 40 mr. [Ipu Ha3HayeHuU npenapara B fo3e 40 Mr B mporpamMmy
CTaHOAaPTHOTO MOHUTOPHUHTA HE0OX0OUMO 0053aTEJIbHO BKIIIOUUTD ITIPOBEPKY
MMOYEYHBIX (PYHKIIUUA.

Co CMOpPOHbBL CKe/ieMHbIX MblU,



Co CTOPOHHBI CKEJIETHBIX MBIIII], TaKHWe KaK MHAJITHS, MUOIIATUS U PeOKO PabIoMUOoIII3
Habromanuchk Ha ¢GoHe IpreMa IallieHTaMM po3yBacTaTHHA B JIIOOBIX J03aX, dallle
BCero Ipu npueme B go3ax> 20 mr. O4yeHb peKo co00Iaaochk O Caydasx
pabmomMuonur3a P KOMOMHUPOBAHHOM IIPUMEHEHUU 33eTUuMuba u HHruouTopos ['MI -
KoA-penykTa3ssl. He nckmoueHo papMakoguHaMUYecKasi B3aUMOJIENCTBHE,
CclemoBaTeIbHO, TPU KOMOMHUPOBAHHOM IIPUMEHEHUH ITPernapaToB HeoOxoaouMa
ocobasi OCTOPOXKHOCTb.

Kak u B ciiyyae mpuMeHeHUus Opyrux nHruoutopos 'MI'-KoA-pemykTa3sl, 4aCTOTa
ciaydaeB pabmomuosnu3a Ha ¢poHe ITprueMa po3yBacTaTHHa BO3pacTaeT IpPHU ero
npumMeHeHuu B go3e 40 mr.

OnpedeneHue yposHsa KOK

Onpepenenue ypoBHsa KOK (YK) He cnegyeT IpOBOOUTH IIOCJIE 3HAYUTEJIBHBIX
(pu3nUecKrX Harpy30K UIH IIPU HAJIMYUU OPYTUX BO3MOXKHBIX IPUYKUH OBBIIIIEHUS
ypoBHs YK, MOXKeT 3aTpyAHATh MHTEPIIPEeTalUio IOJIy4YeHHBIX Pe3yJIbTaToB. B ciydyae
MOBHIIIIEHUS YPOBHS YK mo Hadana Tepanuu (> 5 X BMH) noBTOpHOE OonlpeneneHue
[JIs1 IPOBEPKM IIOJIy4EHHOT 0 pe3yJjibTaTa CciledyeT IpoBeCcTu yepe3 5-7 gHeu. Eciu
pe3ysbTaThl IOBTOPHOTO aHallk3a NOATBEPXKOAI0T IIpegBapUTesIbHbIN pe3ysbTarT -
nosuilieHue ypoBHEA KK> 5 X BI'H, neyenue HaumMHaTh He ClIeOyerT.

Ilo Hauana mepanuu

PosyBacTaTuH, Kak u npyrue uHruoutopsl ' MI'-KoA-penyKTasbl, C OCTOPO2KHOCTHIO
clenyeT MIPUMEHSATH B TeEPAalUU NallMeHTOB, CKIIOHHBIX K MUOTaTUU/pabioMUOIH13a.
dakTOpaMu pUCKa Pa3BUTHSA MUOIIATUN/PabOOMUONIM3a ABISIOTCSA: HapylleHue
(GYyHKILINY TOYEK, TUIIOTUPEO03, HAJIMYKNE B JINYHOM HUJIM CEMEMHOM aHaMHe3e
HacJIe[CTBEHHBIX 3a00/IeBaHUM MBIIII], HaJIlu4YWe B aHaMHe3€e CJIy4aeB MLIIIeYHOMN
TOKCUYHOCTH IIPU IPUMEHEeHUY OPYTUuX npenapaToB-uHruouTopoB I'MI'-KoA-
penyKTa3bl unu ¢GpudpaToB, XPOHUYECKUM alKOrOIu3M , Bo3pacT> 70 JieT, cuTyalluu, B
KOTOPHIX BO3MOXKHO MOBHILIIEHUE KOHIIEHTPallUU IIpelapaTa B IIJla3Me KPOBH,
OOHOBpPEMeHHOe npuMeHeHre ¢hubdpaToB. [Ipy Ha3HaYEeHUH ITpelapaTa TaKuM
MmalreHTaM CjleayeT TIIaTeIbHO B3BECUTH COOTHOIIIEHNE PHCKa, 00YCIOBIIEHHOI'O
Tepamnueu, ¥ BO3SMOXKHOU I10JIb3bl; PEKOMEHJOBaH ITOCTOSSHHBIU KIIMHUYECKUU
MOHUTOPUHT. B cinmy4yae nmoBuillieHUsI yPoBHA YK 1o Hadasna Ttepanuu (> 5 X BMH)
JiledyeHUe HauyuHaTh He CleayeT.

B nepuod mepanuu

[TanmeHTaM HeoOXOOMMO PEKOMEHOOBATh HEMEJIEHHO CO00IIaTh Bpayy B CIydasx
TIOSIBJIEHUSI HETIOHSITHOTO O0JIM B MBIIIIAX, MBIIIIEYHOU CJTIab0CTHU UJIU CyIOPOT,
0c0OEHHO eCNu TaKue SIBJIEHUSI COITPOBOXKAAIOTCS HEIOMOTaHNueM WX JIMXopanKoii. B



TaKUX CIIy4dasix HeoOxoguMa ITpoBepKa ypoBHs YK. Tepanuio cnemyeT OTMEHUTH IIPU
3HAUYUTEJIbHOM HOBHIIIIEHUU YPOBHA YK (> 5 X BI'H) unu npu BEICOKOU CTENEHU
TS2KECTU CUMIITOMOB CO CTOPOHEI MBIIII], KOTOPHIE ABIAITCA IPUUYNHOU OUCKOMPOpTa
(maxe npu ypoBHe YK <= 5 x BMH). Ilocne ycTpaHeHUSI CHMIITOMOB M BO3BpallleHUE
copepxaHusa KOK B ipenensl HOPMBL MOKHO PaCCMOTPETH BO3MOXKHOCTh
BO300HOBJIEHUS TEPAIIUY PO3yBaCTAaTUHOM MJIM albTEPHATUBHLIMU IIpelapaTaMu -
nnurubuTopamu 'MI'-KoA-penyKTassl B caMOM [03€ U IIPU YCIIOBUU HafJleKalllero
MOHHUTOPUHTa COCTOAHUSA NalueHTa. [IoCTOSHHBIM MOHUTOPUHT YpoBHA YK mpu
OTCYTCTBUM CUMIITOMOB HE HYXKEH.

OueHb pegKo coo0IIasIoCh O CIy4dasX UMMYHOOIIOCPEIOBaHHBIX HEKPOTUYECKOM!
muonatuu (MOHM) Bo BpeMs UM IIOCJie TEPAIUY CTaTUHAMM, B TOM YUCIIE
po3yBacTatTuHoM. Knuunueckumu nposisneHuasmu MOHM saBrnsieTcst cnaboCcThb
MTPOKCUMAJILHBIX MBIIII] U TOBHIIIIeHUsT YPOBHSI KOK B CHIBOPOTKE KPOBU, COXPaHSIETCS
Jaxke IIOCJie OTMEHBI CTaTUHOB. B TaKOM ciiydae MOTYT OBITh HEOOXOOUMEI
OOIIOTHUTEIbHBIE HEMPOMBIIIIEYUHBIE U CEPOJIOTUYECKUE UCCIIeJOBaHUS, JIeYeH1e
MMMYHOCYIIPECCUBHBEIMHU IIpeliapaTaMu.

B KMMHMYECKUX UCCIeqOBaHUAX He OBIJIO ITOJIYYeHO M0Ka3aTeIbCTB ITOBHIIIIEHHOTO
BO3MIEMCTBUS Ha CKEJIETHYIO MYCKYyJIaTypy Y HeOOJIbIIOT0 KOJIMYeCTBa MallieHTOB,
IIPUHUMABIINX PO3yBaCTaTHH U COIIYTCTBYIOIIMe npemnapaTel. OQHaKO OTMEYEHO
IIOBHILIEHNE YaCTOTHI CJIy4aeB MUO3UTOB U MUOIIATUM Y MTAllMEHTOB, I10JIy4YaBIInX
opyrue nHruoutopsl [MI'-KoA-penykTa3sl BMECTE C ITPOU3BOAHBIMU (puOPOEBOM
KHMCJIOTHI, B TOM 4YHcCJie TeM(puOpO3UI0oM, HUKJIOCIIOPUHOM, ITpellapaTaMy HUKOTHHOBOU
KHCJIOTHI, @30JIbHLIMU IPOTHBOTPHUOKOBBEIMU ITpemapaTaMu, HHTMOUTOPaMH ITPOTeal3kbl U
MaKpPOJIUOHBIE aHTUOMOTUKU. ['eMbuOPO3UJI ITOBLIIIIAET PUCK MUONATUU ITPHU
OOHOBPEMEHHOM IIPUMEHEHUU C HEKOTOPhIMU UHruoutopamu I'MI'-KoA-penyKTashl.
Takum o6pa3oM, OOHOBpEMEHHOE IIPUMeHEeHUe po3yBacTaTUHa U reMpudOpo3usia He
pekoMeHayeTcs. [lonb3a OT BIUAHUA Ha CHUXKEHHE YPOBHS JIMIUOOB IIPU
OOHOBPEMEHHOM IIpUeMe po3yBacTaTWHa U ¢puOpPaTOB UJIKM HHUALIMHA CIEOyeT
BCECTOPOHHE B3BEIINBATh YYUTHIBAS IIOTEHIIMAIbHBIN PUCK ITOI00HOT0
KOMOMHUPOBAHHOTO IpuMeHeHusi. HasHaueHue mpemnapara B go3e 40 Mr mipu
OOHOBPEMEHHOM ITpueMe GprdpaToB IIPOTUBOMIOKA3aHO.

Po3yBacTaTuH He clemyeT MPUMEHSTh OTHOBPEMEHHO C ITpenapaTaMu st
CUCTEMHOTO ITPUMEHEHU S, CofepKalux Qy3uarueBasi KUCJIOTa, U B TeYeHUe 7 OHen
Toce OTMeHHl py3uareBasi KUCaoTa. [lamueHTam, A1 KOTOPBIX CUCTEMHOE
npuMeHeHue Qy3uareBasi KUCJIOTA SIBJISETCS HeOOXOOUMBIM, CJIeIyeT IIPEeKPaTUTh
IIpUeM CTAaTHUHOB Ha 3TOT nmepuoj. CoobIanock 0 ciaydasx padgomMuonusa (BKIO4Yast
penKue JieTaabHbIe CJIy4Yaln) y NallMeHTOB, IPUHUMAaBIIUX Gy3uanueBas KUCJIOTa B
KOMOMHAIIMM CO CTaTUHaAMU. [TalflueHTaM CcleayeT HeMeOJIeHHO 00paTUThLCS K Bpayy,
€C/I1 OHU 3aMedaloT y ce0si CUMIITOMBI CJ1a00CTYU MBIIIIL WU ITPU MOSIBIIEHUH OOIH B



MEIIIITaX.

Tepanuio cTaTUHAMM MOXKHO BOCCTAaHOBUTH Uepe3 7 OHeU MOCie IIprueMa IIoCieqHen
OO3bl py3uareBass KUCIIOTa.

B MCKITIOYUTENbHEIX CIIy4YasiX, eCJIu TpeOyeTCs IPOJIOHTMPOBaHHOE CHCTEMHOE
IpuMeHeHue ¢y3uaueBasi KMCI0Ta, HaIpuMep, OJIs JTeUYeHUs TIXKeIIbIX HHQEKIIUH,
HeoOXOOMMOCTh OJHOBPEMEHHOT0 IIPUMEHEeH’s Po3yBacTaTuHa U Qy3ugueBas
KHCJIOTA CJIeflyeT AeTaJIbHO PacCMaTPUBATh B KaXKIOM KOHKPETHOM CiIydae IO
HabogeHneM Bpaua.

Po3yBacTtaTuH He cjenyeT NPUMEHATH B TEPAUU TAllMEHTOB B ClIlydae CEePbe3HBIX
CIIy4aeB OCTPOTrO COCTOSSHUS, XapaKTEPHOTO IOJIsi MUOIIATHUH, UJIM COCTOSHUSI,
ITPOBOLIMPYET Pa3BUTHUE MOYEYHON HEOOCTATOYHOCTH, 00YCIIOBJIEHHOM
pabmoMuonu30M (HampuMep, IPU CellCruce, apTepuaabHON IT'UIIOTEH3UH, TPOBEeOeHUU
OOHIMPHOTO XUPYPTUYECKOT0 BMellaTeIbCTBA, TPaBMaX, HapyIIeHussXx ooOMeHa
BeIlleCTB, 9HIOKPUHHLIX HapPYIIEHUX, HapyIIeHUIX 3JIEKTPOJIMTHOTO OanaHca
BBICOKOU CTEIIeHU TSAXKECTHU UJIYM IPU HEKOHTPOJIUPYEMOU SMUJIEIICHUH).

Co cmopoOHbI neyeHu

Kak u npyrue uHrnoutopsl 'MI'-KoA-penyKTassl, po3yBaCTaTUH CIEeOYET IIPUMEHSTD C
OCTOPOKHOCTBIO ITallieHTaM, KOTOPhIe 3JI0yIIOTPeOISAIOT aJIKOroJieM U/UIN B aHaMHe3e
KOTOPBIX €CTh 3a00IeBaHUS I€UYEHMU.

PekomeHOyeTCsa IPOBOOUTE aHAJIU3EI OIS OIpefesieHrns QyHKIUY [IeYeHU OO0 Hadala,
a TakxXe 4yepe3 3 Mecslila IIOC/Ie Havajla Tepanuu. [lalbHeNuIIui mprueM po3yBacTaThuHa
clenyeT OTMEHUTH MJIM YMEHBIINTh OO3Y IIpenapara B cliydasiX, Korga ypoBeHb
CBIBOPOTOYHBIX TPaHCaMUHa3 6oee 4eM B 3 pa3a NpPEeBHIIIAET BEPXHIO I'PAHUILY
HOPMEI. HacToTa COOOIIEHUN 0 CEPhE3HBIX HAPYIIEHUSIX CO CTOPOHEI ITIeYeHU
(IpOosIBIE€HUSIMU KOTOPHIX IPEUMYIIECTBEHHO SIBJISIETCS IOBHIILIEHNE YPOBHSA
IIe4YeHOYHBIX TPaHCaMHHAa3) B IOCTPETUCTPALIMOHHEIN IIEPUO BHIIIE Ha (OHE IpUueMa
npemnaparta B mo3e 40 mr.

[Tpu HAMUYWUY Yy TallMeHTa BTOPUYHOM THIIEPX0IeCTePUHEMHUHU BCIIEICTBHUE
TUIIOTUPEO3a U HepPOTUYECKOTO CUHIPOMa OCHOBHOe 3ab0jieBaHUE CIIENyEeT
BBUIEYMTH 10 Hadajla TePalluu PO3yBaCTaTUHOM.

B mocTperucTpanuoHHBIN Hepruoa u3pegKa Coo0IanoCh O JIeTaIbHbIX UIN
HeJIeTaJIbHBLIX CIy4Yay ITIeYeHOYHOM HeJOCTaTOYHOCTH V HAllMeHTOB, IPUHUMABIIUX
CTATWHBI, B TOM YHCJIe po3yBacTaTuH. Ecnu Ha ¢oHEe NedyeHusT po3yBaCTaTUHOM
Pa3BHUBAETCS Cephe3Hoe MopaxKeHue IMeYeH! C KIIMHUUYEeCKOM CUMITOMATHKOMN 1/UTH
TUIIePOUTUPYOMHEMHEeH UITH XKeJITYX0H, CjiefyeT HeMeIJIeHHO ITPeKPaTUTh IIpueM
npenapaTta. Eciu gpyrux npudyuH He 00HAPyKeHO, He BO300OHOBIISTEH JIeYeHHEe



PO3yBaCTaTUHOM.
Paca

B nccnepgoBanusax GapMaKOKMHETUKHN HAOIIOOAJICS POCT CUCTEMHOM 3KCIIO3UITUU U
KOHIIEHTpallM¥ po3yBacTaTHUHA B IIJTa3Me KPOBU IMAllMEHTOB MOHIOJIOUOHOM PacCHI 110
CpaBHEHUIO C eBporeunamMu. [I71s TaKUX MallieHTOB HeoOXoauMa KOPPEKIMS OO3bl
po3yBacTaTWHA; HadajbHas H03a A0JI2KHa ObITh 5 Mr. ClenyeT IIPUHSATH BO BHUMaHUe
YBEJINUEHHYIO CUCTEMHYIO 3KCIIO3ULIUIO IIPHU JIEYEHUHU ITallueHTOB MOHT OJIOUIHOU
packl, y KOTOPBIX TUIIEPX0JIECTEPUHEMUS HE KOHTPOJIUPYEMOUN afeKBaTHO A03aMU [0
20 mr.

HH2ubumopbsl npomeasul

[ToBhIlIEeHHass CUCTEMHAas 9KCIIO3UIUS po3yBacTaThHa Hablioganach y JIUIl,
MMPUHUMAaBIINX PO3YBACTATHUH COITyTCTBYIOIEe C Pa3IUYHLEIMU HHTUOUTOPaMU
ITPOTeas3kl B COYETAaHUU C pUTOHAaBUPOM. CrenyeT oOyMaTh KaK M0JIb3a OT CHUXKEHUS
YPOBHS JIMOUOOB C IOMOILBIO pOo3yBacTaTuHa y HauueHToB ¢ BUY, KoTophkie mojiy4atoT
MHTUOUTOPHI IPOTEas3bl, TAaK U BO3MOXKHOCTD IOBHIIIIEHUST KOHIIEHTPAIINMN
po3yBacTaTHHa B IIJla3Me KPOBHU B HauaJjie Tepaluy U IPU HOBBIILIEHUU JO3HI
Ipenaparta y IMalueHTOoB, ITOMy4alonX UHTHOUTOPEI TpoTea3bl. OMHOBPEMEHHOE
IIpUMeHeHNe Po3yBacTaTHHA C MHIMOMTOpPaMU MPOTea3kl He PEKOMEHIYEeTCs, eCIIx
mo3a po3yBacTaTHMHA He CKoppeKTupoBaHHbIe (cM. Pa3mesn «Crmocob mpuMeHeHUs U
OO3bI» U «B3auMopaencTBue C OPYrUMU JIEKapCTBEHHBIMU CPEACTBaAMU U APYTrUe BUIOLI
B3aMMOOEHUCTBUI»).

I/IHmepcmuu,ua/szoe 3abo0s1e8aHue ne2Kkux

HmMmeroTcst coobiieHusi 00 OTOENIbHBIX CIyYasiX PAa3BUTHS HHTEPCTUIIMATBHOTO
3a00s1eBaHus JIerKUX Ha (oHe ITprueMa HeKOTOPHIX IIPenapaToB U3 IPYIIITLEI CTAaTUHOB,
0COOEHHO IIPU IPOBEIEeHUN OJINTENbHON Tepanuu. [Ipu3HakaMu 3a00ieBaHUs MOXKET
OBITH OIBIIIIKA, HETIPOAYKTUBHBIN Kallle/lb U yXyOIIeHue 00Iero COCTOSTHUS 3T0POBbSI
(yTOMJIIsSIEMOCTh, CHUKEHHE MACCHI Tejla U Iuxopanka). IIpu mogo3peHur Ha pa3BUTHE
MHTEPCTUIIMAIbHOTO 3a00JIeBaHus JIETKUX TePaNuio C IpUMeHeHueM CTaTHUHOB
clenyeT OTMEHUTh.

CaxapHblli Ouabem

HekoTopsie paKThl CBUIETENBCTBYIOT, YTO CTaTUHEI IIOBHIIIAIOT YPOBEHD I'/IIOKO3HI B
KPOBU M B HEKOTOPHIX MAIIMEHTOB, KOTOPHIM I'PO3UT BLICOKMM PUCK pPa3BUTHUSA OAuabera
B OyayllieM, MOTYT BHI3BIBATh TUIMIEPTJIMKEMUIO TAaKOTO YPOBHS, IIPU KOTOPOM
HeoOXoOuMO HalJlexalllee jiedeHrue quabeta. ATy yrpo3y, OOHAKO, ITPEBHIIIAET
CHUXKEHNe PHUCKa COCYOUCTHIX HAPYIIeHUM IMPU IIPUMEHEeHUU CTAaTUHOB, U TTI0O3TOMY OHa
He MoJI2)KHa OBITh OCHOBAHUEM [OJIS IIPEeKpallleHusl Tepanuu CTaTUHaMU. [TaliueHThl



TPYIIIL prcKa (YPOBEHD I'/TIOKO3BI HATOIAK 5,6-6,0 Mmons/i1, UMT> 30 Kr/M2,
MIOBBIIIIEHHBIN YPOBEHb TPUTJIUIIEPUOOB, apTepHalibHas TUIEePTEH3U) CIIenyeT
YCTAHOBUTH KaK KIIMHUYECKUH, TaK U OMOXUMUYECKUM KOHTPOJIb B COOTBETCTBUU C
HallMOHAJIbHBIMM PYKOBOICTBaMHU.

B uccnemoBaHUsSX 3aperucTpUpoBaHo 00Ilas 4acTOTa caxapHOro guabeTa cocTaBisiia
2,8% B rpymnne nmpuema po3yBacTaTuHa u 2,3% - B rpy1mime 1aieobo,
IPEeUMYIIeCTBEHHO Y IallUeHTOB C YPOBHEM IJIIOKO3bI HATOIIaK OT 5,6 1o 6,9 MMOJIB/II.

Kak u B mpyrux naruébutopos 'MI'-KoA-pegyKTa3ssl, IIpU IIPUMEHEHUU PO3yBacTaTUHA
HaOmromancs poct HbAlc u ypoBHS T'JIIOKO3HI B CHIBOPOTKE KPOBU. B HEKOTOPHIX
cly4dasxX 9TH IIOKa3aTeJId MOTYT IIPEeBHIIIATh IIPeAeIbHOEe 3HaUeHUe OJIsi AUarHOCTUKU
caxapHOTo auabeTa, Ipexkae BCEro y MallieHTOB C BEICOKUM PHUCKOM Pa3BUTUA
nuabeTa.

B nccnemoBaHusx OBIJIO TTOKA3aHO, YTO PO3YBAaCTATHUH B KAYEeCTBe MOHOTEPAuU He
BBI3LIBAET CHUXKEHUSI 0a30BOM KOHIIEHTPALMM KOPTHU30JIa B IIJla3Me KPOBU U HEe BIIUSET
Ha pe3epB HaAMmo4e4yHUKOB. HeoOxorMa OCTOPOKHOCTh TPY OOHOBPEMEHHOM
MMPUMEHEHUU po3yBacTaTWHA U OPYTrUX JT€KapCTBEHHBIX CPEACTB, CIIOCOOHBIX CHUXKATh
YPOBEHb UJIM aKTUBHOCTh 9HAOTEHHLIX CTEPOUOHEIX TOPMOHOB, HAaIPUMeEP
KEeTOKOHAa30J1a, CIIMPOHOJIaKTOHA U IIUMETUINHA.

Iemu

OueHkKa TUHEHWHOTO pocTa (pocT), Macchl Tena, UMT (MHOeKca MaccChl Teja) 1
BTOPHYHEIX XapaKTEePUCTHK MIOJIOBOTO Co3peBaHus 1mo TanHepoM B Bo3pacTte oT 10 mgo
17 neT, IpUHUMAaBIINX PO3YBAaCTaTUH, OTPaHUYEHA ITIEPUOAOM IPOAOIKUTENBHOCTHIO 1
rof. ITocne 52 Hemenb UCCIENYyEeMOro JIeYeHUsI HUKAKOT0 BIIUSHUS Ha POCT, MaccCy
tena, UMT unu momoBoe co3peBaHUe 0OHAPYKEHO He ObLIO.

B uccnepoBaHusX y meteu U MOOPOCTKOB, IPHHUMABIINUX PO3yBaCTaTHUH B TeYEHUE 52
Hepenb, nosuilieHre YpoBHA KK> 10 X BHM u cUMIITOMEI CO CTOPOHBI MBIIIII] IIOCJIE
(pu3myeckol Harpy3KHu MU MOBHIIMIEHHOW (PM3UYECKON aKTUBHOCTU HaOIIOOaIuCh
4allle 110 CPaBHEHHUIO C TAKOBBIMHU y B3POCHHIX (cM. Pa3gen «ITo604YHbBIE peakum» ).

CnoCcoOHOCTH BJ/IMSITHh Ha CKOPOCTH PEaKIIMH NIPH YIIPaBI€eHUH
AaBTOTPAHCIIOPTOM M/IM PabdoTe C MexXxaHU3MaMH

HccnemoBaHus 10 ONpeNeIeHu0 BIUSHUS PO3yBacTaTHHA Ha CIIOCOOHOCTD YIPABJIATh
aBTOTPAHCIIOPTOM M paboTaTh C MeXaHN3MaMH He IIPOBOOUIINCE. OIHAKO, YUUTHIBAS
dbapmMakoguHaAMHUYECKHEe CBOMCTBA, MAJIOBEPOSITHO, YTO PO3YBAaCTaTUH BIUSET Ha
TAKyIO0 CIIOCOOHOCTS. IIpu yIIpaBIeHUHY aBTOTPAHCIOPTOM UK PaboTe ¢ MEXaHU3MaMH
cliefyeT YYUTHIBATh BO3MOXKHOCTE T'OJIOBOKPYKEHHUS B II€PHUOT JIeUEHHUSI.



IIppuMeHeHHe B mMEepHO]] 0EPEMEHHOCTH H/IH KOPMJIEHHUS I'PYIbIO

[TpemapaT MepTeHUI IPOTUBOIIOKA3aH B ITepuo 6epeMeHHOCTH U KOPMJIEHUS
TPYIBIO.

KeHIMuHBI PENPOAYKTHBHOIO BO3pacTa.

2KeHIMHEI penIpoOaYKTUBHOI'O BO3pacTa BO BpeMsd IIpueMa Ilipenapata MepTeHun
OOJI2KHEI IIPUMEHSATh Hafle’KHbIe CPeCcTBa KOHTPALEIILNN.

bepeMeHHOCTB.

I[TOoCKONIBKY XOJIECTePHUH U OAPYyTrHue MPOOyKTH OMOCHHTEe3a XOIeCTepHuHa CYyIIeCTBEHHO
BaXKHBI OJISI PA3BUTHUS MJIOOA, MOTEHIIMAIbHBIN PUCK MHruoupoBanus [ MI'-KoA-
penyKTa3bl IIPEeBhIIIaeT BO3MOXKHYIO I10JIb3Y OT IIPUMEHEeHU IIpelapaTra B IIepUof
6epeMmeHHOCTU. Ecnu namueHTKa 3abepeMeHeeT B Ilepuo NpUMeHeHUs IIpenapara,
JledeHUuss MepTeHuU ciaenyeT HeMeOJIeHHO IIPEKPaTUTh.

KopMmiieHue rpyabio.

[TockonbKy Opyroe j1ekKapCTBeHHOe CPeNCTBO 3TOT0 KJjlacca IIollajaeT B IPygHOoe
MOJIOKO U YUUTHIBAsI, UYTO UHTUOUTOPHI ' MI'-KOA-penyKTa3sl MOTYT BHI3LIBATD
cepbe3Hble TOO0YHbIE PeaKIIuu Y MJIaieHIIeB, XKEeHIIINHaM, KOTOpPhle HYKIal0TCS B
JIe4eHUHU IIpernapaToM MepTeHu, ciegyeT peKOMeHA0BaTh BO3AEePKAaThCA OT
KOpMJIEHUS Ipyabio. [laHHBEIX O IPOHMKHOBEHUH IIpernapaTa B IPyJHOE MOJIOKO y
4yeJioBeKa HeT.

Crmoco0 nmpuMeHEeHUsI M T03bI

Ilo Hayaa TeYyeHus NMaleHTy CleayeT Ha3HaYuTh CTaHOapPTHYIO
TUII0X0JIECTEPUHEMUNYECKYIO MUETY, KOTOPOU OH AOJIKEH IIPUAEPKUBATHCI U BO BpeMs
nedeHus. [lo3y nperapara ciaeayeT moagdupaTh UHOUBUAYAIbHO, B 3aBUCUMOCTH OT
IIeJIU Tepalltuy U OTBETa MallueHTa Ha JiedeHue, PYKOBOICTBYSICh peKOMeH oAU MU
TEKYIIUX OOIIeTPUHSATHIX PYKOBOMCTB.

MepTeHu IPpUHUMAIOT BHYTPh B JTI000€ BpeMs CyTOK, HE3aBUCUMO OT ITpHueMa ITUIIIN.

TabneTKy He clenyeT pa3KeBbEIBaTh MJINM U3MeJIbuaTh. 1abIeTKy HyKHO IJI0TaTh
IIEJTUKOM C HeOOJIbIIMM KOJIMYEeCTBOM BOIHI.

JleueHnue TUIIEPXO0JIeCTEPHUHEMHUN

PekomMmeHnoBaHHasa HayajibHas Oo3a cocTtasiseT 5 unu 10 mMr nepopasnbHo 1 pas B
CYTKHM KakK [Jid ITallieHTOB, paHee He IPUMEHSJIM CTaTUHLI, TaK U [JI IIallMeHTOB,
KOTOPHBIE IO 9TOTO IMPUMeHsI U apyrue uHruoutopsl I’ MI'-KoA-penykTa3sl. [Togbupas



HaydalabHYIO OO3Y CIedyeT YUUThIBaTh UHOANBUOYAIbHEIM YPOBEHb XOIE€CTEPUHA Y
MalUeHTOB U PUCK PA3BUTHUSA CEPOEYHO-COCYOUCTBIX OCIIOKHEHUU, a TaKXKe
MIOTEeHIINAJIbHEIM PUCK PAa3BUTHUS ITOOOYHEIX peakKiuil. [Ipy1 HeoOXOOMMOCTH ITOBLIIIATD
003y OO CJIeAyIOIero yPpOBHS MOXKHO depes 4 Hepgenu (cM. Pazgen
«®apMaKOJIOTUYECKHUE>).

I[TocKOMBKY B Cliydyae IpuMeHeHus Oo3kl 40 M ToO0OYHEIe PeaKIIiy BO3HUKAIOT Yallle,
yeM NpU MPUMeHEeHUN MeHbIIuX o3 (cM. Pasgen «ITo6o4HbBIE peaKIum»),
OKOHYAaTEeNIbHO TUTPOBaTh A03y A0 40 Mr ciemyeT TOJIBKO OIS HallleHTOB C TSIXKeJIou
TUIIEPX0JIeCTEPUHEMHUEN U BEICOKUM PHUCKOM CEPAEYHO-COCYOUCTRIX HapyIIeHun (B
YaCTHOCTHU B ITAlIMEHTOB C CEMENHOM TUIIePX0JIeCTEPUHEMHUEN), Y KOTOPBIX HE YAalI0Ch
OOCTHUYb JKeJIaeMOro pe3yjbTaTa IIpU IpUMeHeHUU 1035kl 20 MI" ¥ KOTOpPhIe OyayT
HaXOIOUTHCS MO[ PeryasipHbEIM HaOmogeHreM ciienuanucTta (cMm pa3sgen «Oco6eHHOCTH
nIpuMeHeHUs»). B Hauarne mpuMeHeHUs IpenaparTa B fo3e 40 MI peKOMEHI0BaHO
HabogeHue CclieluaancTa.

IIpedomepauweHua HapyweHuu coO CMOPOHbL cepOeyHOo-cocyoucmou cucmembl

B uccnemoBaHuU CHUXKEHME PUCKA HapyLIEHUN CO CTOPOHBI CEPAEYHO-COCYOUCTON
CUCTEMEHI IIpernapaT NpuMeHanu B no3e 20 mr B cyTku (cM. Pa3zgen
«PapMaKOoJIOTUYECKHUE).

ITauyueHmul nodtcun020 s8o3pacma

PexomMeHOoBaHHasA HadajlbHas O03a OJ1d MalueHTOB cTapiiae 70 JIeT COCTaBiIseT 5 MI
(cm. Pasgen «OcobeHHOCTHY ITpUMeEHEHU»). [Ipyrasd KOPPeKLUs M03kl B CUJTY BO3pacTa
He HyXHa.

Hau,ueHmbt C No4ye4yHoli He0oCMamoyHOCMbHO

[TarieHTaM C JIeTKUMU UM YMEPEHHLIMU HapyIMIeHUuIMH QYHKIINUA IT0YeK KOPPEKITHS
OO3Hl He TpebyeTcs.

PekomeHpoBaHHas HadajlbHas OO3a [OJIS MAllMEeHTOB C HapylleHneM (QYHKIIUHU ITI04YEK
cpemHel TsXKeCTU (KIHpeHC KpeaTuHUHa <60 MJI/MUH) cocTtaBinseT 5 Mr. [1o3a 40 Mr
MIPOTUBOIIOKa3aHa NaleHTaM C HapylleHreM QYHKIIMU OYEeK CpegHEeN TSIKECTH.
[TamueHTaM C TSKeNIbIM HapyluieHueM QYHKIIUU MOYEeK IIPUMEHEeHNe ITpelapara
MepTeHuJI IPOTUBOIIOKA3aHo B JIIOOLIX Mo3ax (cM. Pa3mensl «[IpOTUBOIIOKA3aHUS» U
«DapMaKOKHHETHUKA»).

ITayueHmul ¢ HApyweHuUAMU pYHKUUU NeYeHU

Y manueHTOB C HAPYUIEHUSIMU TTeYeHU, OLIEHMBAIUCDh B 7 1M MeHee 0asijioB 110 IIKaJe
Yaina-I1p10, IOBHIIIEHNE CUCTEMHOM 9KCIIO3UIIMM PO3yBacTaTUHA He HaGJII0qaocCs.



OpmHako y null ¢ HapylneHussMu B 8 u 9 6asioB mo mkasne Yaung-ITebio cucteMHast
sKcno3unusa pocina (cM. Pazmen «®PapmMakoKnHeTHKa»). TaKuM IMaliieHTaM CJIegyeT
ITPOBOOUTD OLIEHKY QYHKIMU Imouek (cM. Pasgen «Oco6eHHOCTH MpUMeHEeHUsT»). OnbIT
IMpUMeEHEHU S IpelaparTa IaludeHTaM C Imoka3aTeneM 9 6ansoB unu 6oJjiee 1o IIKaje
Yaung-I1sio oTcyTCTBYEeT. MepTeHUJI TPOTUBONOKAa3aH MMaleHTaM C 3a00jieBaHUIMU
nedyeHu B akTuBHOU cTaguu. (CMm. Pa3gen «IIpoTuBOIOKa3aHUSI»).

Paca

Y mamnmeHTOB MOHTOJIOUIHOM pachkl HAaOJII0Ogaach MOBLIIIIeHHAs CUCTeMHasI
aKkcno3unus npenapara (cMm. Pa3sgensl «ITpoTuBomoKasaHusi», « OCOOEHHOCTHU
npuMeHeHusI» U «®apMakKOKMHETHKa»). PeKOMeHIOBaHHAs HadaJlbHas O03a s
MMaIMeHTOB a3MaTCKOT0 ITPOUCXOXKIOEHUS COCTaBysgeT 5 MI go3a 40 MI TakKuMm
namueHTaM IIPOTUBOMIOKa3aHa.

I'enemuyueckuu noaumopgu3m

OnpepneneHHbIe TUITHI T€eHETUYECKOT 0 MOTUMOpP@Pr3Ma MOT'YT IPUBOOUTH K
MTOBHINIIEHUIO 9KCIIO3UIIMM po3yBacTaTuHa (cM. Pazmen «®apMaKOKMHETUKA»).
[TauyveHTaM C U3BECTHOM HATMYMEM TaKUX TUIIOB MOITUMOP(PHU3Ma PEKOMEHOYETCS
MMPUMEHSTh MEHBIIYIO O3y IIperapaTta MepTeHurl.

IlauueHmul CO CKAOHHOCMbBIO K passumuro muonamuu

PekomeHpoBaHHasI HadaibHAas O03a [JIs MAllMeHTOB ¢ ()aKTOpaMHU PHCKa K Pa3BUTHIO
MUOIATUHN cocTaBisieT 5 Mr (cM. Pasgen «OcoO0eHHOCTH ITPUMEHEHUSI»).

[Ho3a 40 Mr npoTUBONOKa3aHa HEKOTOPLIM M3 TaKUX MallieHToB (cM. Pa3gen
«[TpoTuBOIOKa3aHUSI»).

OOHoBpeMeHHOe NpuMeHeHue

Po3yBacTaTuH sIBIsieTCSI CyOCTPaTOM OJISI Pa3J/IMYHBIX TPAHCIIOPTHHIX OEJTKOB
(mammpuMmep OATP1B1 u BCRP). Puck muonaTtuu (BKiIo4ast pabmoMKUOIIN3) IOBBIIIIAETCS
IpXU OOJHOBPEMEHHOM IIpHeMe po3yBacTaTHHA BMECTE C ONpeaesIeHHBIMU
JIEKapPCTBEHHBIMU CPEJICTBAMHU, CIIOCOOHBIMU MOBLIINATH KOHIIEHTPAIIUHT
po3yBacTaTHHa B IIJla3Me Yepe3 B3auMOeUCTBUE C 3TUMU TPAHCIIOPTHLHIMU OeTKaMu
(HampuMep, MUKJIOCIIOPHUH ¥ HEKOTOPhle MHTUOUTOPHI IPOTeas3hl, BKIOYas
KOMOMHAIIMY PUTOHABUPA C aTaHAa3aBUPOM, JIOITMHABUPA WU/UJIU TUIIPAHABUPOM; CM.
pa3nen «OcobeHHOCTH TPUMEHeHUsI» U «B3auMomencTBrUe C IPYTrUMHU
JIeKapCTBEHHBIMHU CPEACTBAMHU U OPYyTrue BHUOBI B3aUMOOENCTBUL»).

[Tpu BO3MOIKHOCTH CJIelyeT paCCMOTPETh aJiIbTepHATUBHOE JIeYEeHUE U, eCJIN
HeoO0X0OuMO, BDEMEHHO IIPEKPaTUTh JIeUeHre PO3yBacTaTUHOM. B cUTyalusax, Kormga



OOHOBPEMEHHOTO ITPUMEHEHUS 3TUX JIEKAPCTBEHHLIX CPEJICTB BMECTE C
poO3yBacTaTUHOM M30exKaTh HEBO3MOXKHO, HE00X0IMMO B3BECUTH BCE ITPEUMYIIIeCTBA U
PHUCKHU COITyTCTBYIOIIETO JIEYEeHUS U TIAaTEIbHO MOoAOUpaTh M03y po3yBacTaTuHa (CM.
Paspen «B3auMopencTBUE C OPYTUMU JI€EKAPCTBEHHBIMHU 110 cOOaMU U OPYTUEe BUIBI
B3aMMOOENCTBUN »).

Hern

[TpuMeHeHUe mpernapara y JeTeH JoIXKeH IPOBOOUTh TOJIPKO CHEITHaINUCT.

[IpuMeHSIOT OeTsaAM U MOOPOCTKaM B Bo3pacTe oT 10 mo 17 nmeT (MalbYuKU Ha CTaguu
pa3Butud Il u Beillle TaHHEPOM M OEBYILIKU, B KOTOPHIX MEHCTPyallud HadaJluCh MeHee
roma Haszaq).

HayanbpHas cyToYHasa go3a OJisd OeTel U IMOAPOCTKOB C TUIIePXOJIeCTEpUHEMUEN
cocTaBisgeT oT 5 Mr po 20 Mr oguH pa3 B CyTKU. [IoBeIIIaTE O3y CliefyeT B
COOTBETCTBUM C MHOMBHUAYAJIbHOM OTBETHI peOeHKa Ha JieueHre U IIePeHOCUMOCTH
ImperiaparTa, cilenys peKOMeHOalusaM Mo JedeHuto aetel (cM. Pazmen «OcobeHHOCTH
npuMeHeHus»). Ilepen HadyasioM Tepallvy pO3yBaCTaTUHOM HOETSAM U IOOAPOCTKaM
clenyeT Ha3HAQYUTh CTAHOAPTHYIO TMIIOX0JIECTEPUHEMUYECKYIO JUETY, KOTOPOU
ManueHTHl OOJIZKHEI COOJIIoaTh U BO BpeMs JieueHUs. be3omnacHoCTh U 3¢pPeKTUBHOCTD
JIEKapCTBEHHOT'O CPefCcTBa B o3ax 6osiee 20 MI B 3TOM MOMYISIINU HE UCCIIedOBAIUCh.

Tabnetku mo 40 Mr He Ha3HAYAIOT JETSIM.

IHetn go 10 ner.

OnwIT TeuyeHus AeTelr B Bo3pacTe 00 10 ymeT orpaHHYeH IIPUMEHEHUEM IIpenapara y
HeOOJIBIIIOT0 KOJIMYEeCTBa MalueHToB (B Bo3pacTe oT 8 go 10 j1eT) ¢ TOMO3UTOTHOM
CeMeWHOU rurnepxojiecTepuaeMueri. He pekoMeHayeTCs IpUMEeHEeHMe MpeapaTa
Meptenun getaMm go 10 ner.

Ilepego3upoBKa

CrienuieCcKoro 1e4eHus OpU Mepego3upoBKe HeT. B ciaydae repemo3upoBKU
PEKOMEHOYyeTCs MPOBOOUTL CUMIITOMaTUYECKOE JIeUeHUe U MTOAOePKHUBAIONIIYIO
Tepanuio. CiegyeT KOHTPOIUPOBaTh QYHKIINIO ITeYeHN U YyPoBHe YK. ManoBeposTHO,
4yTO reMoguanu3 oymeT 3¢ HEeKTUBHBIM.

ITIobouHBbIE peaKIIuu

HexemnaTenbHbIe SIBJIEHUS, OTMEYal0TCSI IIpU IIPMMEHEHNHN PO3yBaCTaTHHaA, OOBIYHO
JIETKHE U BPEMEHHEIE. HexxenaTenbHBIE peaKnnu KJ'IaCCI/I(l)I/II_II/IpOBaHBI IIO0 9aCTOTE 1



CUCTEMHO-OPraHHBEIMHU KJIaCCaMHH.

[To yacToTe HexXeJlaTeNIbHbIe PeaKIINU paclipenesieHbl CJIeqyonuM 00pa30oM: 4acTo (=
1/100 u <1/10), HeuvacTo (= 1/1000 u <1/100), penko (= 1/10000 u <1/1000), oueHs
penko ( <1/10 000), Hem3BEeCTHOM YaCTOTHI (HEBO3MOXKHO OIIEHUTH 10 UMEIOIINMCSI
OAHHBIM).

Co cmopoHbl KpoB8U: PEOKO - TPOMOOITUTOIIEHHUSI.

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

Co cmopoHbl 3HOOKPUHHOU cucmeMbl: 4acTo - cCaXapHbIX nuabeTl.

Co cmopoHbl HepP8HOU CuCMeMbl: 4aCTO - TOJIOBHAS 00JIb, TOJIOBOKPYXKEHHE OYeHb
PenKo - MOJIMHEeMPOIIaTHsI, ITIOTEPS MaMsITH; YacTOTa Heu3BeCTHA - mepudepudeckas
HeHpomaTus, HapyIIeHus CHa, B TOM 4Yucjie 0€CCOHHHUIIA ¥ HOUHBIE KOIIIMapHhI.

Ilcuxuyveckue paccmpoflcmea: YaCTOTa HEeM3BEeCTHa - OeIIpecCusd.

Co cmopoHbl 0p2aHO8 ObliXaHUA, 2PYOHOU KAemKuUu U cpe0oCmeHUA: 9acToTa
HeM3BEeCTHA - Kallle/Ib, OLIIIKA.

Co cmopoHbl nuuLesapumeibHo20 Mpakma: 4acTo - 3alop, TOLUIHOTA, 00JIb B JKUBOTE;
penKo - MaHKpPeaTUT YacTOTa Hen3BeCTHaA - quapes.

Co cmopoHbl nuu,esapumeibHOU Cucmembl: PEIKO - IOBLIIIIEHNEe aKTUBHOCTHU
IMeYeHOYHEIX TPaHCAMHHAa3; OYEeHb PEKO - XKeJITyXa, relmaTur.

Co cmopoHbl KOdHCu U NOOKOHCHOU KAemyuamku: HedacTo - 3y[, Chillb, KpaluBHUIIA
4YacTOTa Heu3BeCTHa - cuHApoM CTuBeHcCa - [[3)KOHCOHaA.

Co cmopoHbl KOCMHO - MBIIIIEYHOM CUCTEMBI U COEQUHUTEJIbHBIX TKaHEH 4acTo -
MUAJITUS; PEOKO - MUOTIATHS (BKITIOYasi MEO3UTOM), PaOOOMUONIN3; BOTYAaHOYHBIN
CUHOPOM, Pa3phIB MHIIII], OY€Hb PEIKO - apTPAITUs YaCTOTa HEM3BECTHA -
MMMYHOOIIOCPEIOBAaHHBIX HEKPOTUYECKAsT MUOIIAaTHsI, 3a00JIeBaHUS CYXOXKUITUH,
MHOT[Ia OCJIOXKHEHHBIE UX Pa3PHIBOM.

Co cmoOpoHbI NoYeK U MmovesblO0eaumebHOU cucmeMbl: O4eHb PEOKO - TeMaTypus.

Co CMOPOHDbI penpo@ynmuer—toﬂ cucmemMbl U MOJIOYHbBIX JHcene3: PpeakKo -
THMHEKOMaCTHusI.

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



Kak u npu npuMeHeHUU Opyrux UHruoutTopos 'MI'-KoA-pegyKkTassl, 4acToTa
MOOOYHBIX PeaKIUi 3aBUCUT OT JO3HI IIperapara.

1 - HacTtoTa 3aBUCHUT OT Hanu4usa (aKTOPOB PUCKa (YpOBEHB I'JTIOKO3bl KPOBU HATOIIaK
= 5,06 MMOJIB/JI, UHOEKC MaccChl Tesia> 30 Kr/M2, IOBHIIIIEHNE YPOBHS TPUTJIULIEPUIOB,
TUIIEPTEeH3USI B aHaMHe3e).

BrnusiHue Ha IMOYKM: IIPHU IIpHeMe Po3yBacTaTHHa HabJIroganach IIPOTENHYPHUS
KaHaJIblIeBOTO IIPOUCXO0XKAEHUS, OIpeNeeHHas 10 pe3ybTaTaM aHanau3a. Poct
comepzkaHus OelKa B MOYe OT ITOJTHOTO OTCYTCTBHUS MJIM HE3HAUUTEIbHOT O
KOJu4ecTBa K ++ u 00Jibllle Ha pa3J/IM4YHBIX 3Talax Tepanuu Habmoganochk y <1%
NanUeHTOB IIPYU NOJIydeHuu Ipemnaparta B fo3e 10 u 20 mr u npumepHo y 3%
MMaly¥eHTOB IIPU MOIy4YeHUHu npernapaTta B fo3e 40 mr. HeaHauuTenbHOE MOBHIIIEHUE
comepzKaHUus OT ITIOJTHOTO OTCYTCTBUS WUJIU HE3HAUUTEIFHOTO KOJINYECTBa A0 +
HabJII01aI0Ch IIPHU MOJIYyYeHU U IIpernapaTa B mo3e 20 Mr. B O0NbIIMHCTBE CllydaeB
MIPOSIBIIEHUS IPOTENHYPUH CHUXKAJIMCH UM MCYe3ajii CaMOCTOSATEIbHO Ha QoHEe
MIPOAOJIKeHUs Teparnuu. [1o JaHHBIM UCCJIeJOBAaHUU U ITOCTMapKETUHTOBBIX
HaOJIIOOeHUN B HACTOSIlee BpeMS He BHISIBJIEHO IPUYMHHO-CIIEICTBEHHOM CBSI3U
MEXIY IPOTENHYPHUEN U OCTPHIM UJIU ITPOTPECCUPYIOIIUM 3a00IeBaHUEM ITOYEK.

Ha (bOHe IIPUMEHEHMNS IIpellapaTa OTMEYEHEI CJIy4alu IreMaTypPHuH; 110 JaHHBIM
HCCJIIeIOBaHWM YaCTOTa ee Maja.

BnusiHne Ha CKeJIeTHYI0 MyCKy/IaTypy: HOpaxkKeHue CKeJIeTHOM MYCKy/IaTyphl, TaKue
KaK MUAJTHus, MUOIATHsI (B TOM YHCJIe MUO3UT), U U3peaKa padooMIOJII3 C OCTPOM
MMOYEeYHOM HeJOCTaTOYHOCThIO UK 0e3 Hee OLIJIM OTMEeYEeHHl ITPYU ITPUMEHEHUH JTI00OBIX
O03 po3yBacTaTHHAa, 0COOEHHO IIpu mo3ax> 20 Mmr.

Y nmanueHTOB, MOJIyYaBIINX PO3yBaCTaTUH, HAOJI0O[AIOCh 3aBUCSIIIEE OT JO3HI
noBuilieHre ypoBHSI K@K (YK). B 60bUIMHCTBE ClTy4daeB siBlieHue ObIJIO Cl1abbiM,
aCUMIITOMHO ¥ BpeMeHHBIM. [Ipu noBeitieEuu ypoBHsa KK> 5 X BMH panbHeuy:o
Tepaluio CiegyeT OTMEHUTD.

BrnusHue Ha MedeHb: KakK U IIpU IIpueMe Apyrux uHruoutopoB 'MI'-KoA-penyKkTassi,
MOBHIIIIEHNEe aKTUBHOCTY TpaHCaMMHAa3, 3aBUCsIIlee OT JO3bI, HAOII00aIoCch y
HeOOJIBIIOT0 KOJTMYEeCTBa MMallMeHTOB, IT0JIy4YaBIlINX PO3yBacTaTUH. B OOJIBIIMHCTBE
ciy4daeB sABJeHUe ObLJIO Ci1abbIM, aCUMIITOMHO U BpeMEHHBIM. [Ipu IpuMeHeHUU
po3yBacTaTHHa TaKKe 0TMedasioCh MOBHIIIeHUe ypoBHSI HbAlc.

[Tpu IpuMeHEeHUU HEKOTOPHIX U3 CTATUHOB HaOIIIOJAINCh TaKue MMOO0YHEIe SIBJIEHUS:
PacCTPOUCTBO MOJIOBLIX (QYHKINHM, HHTEPCTUIIMATbHOe 3a00IeBaHue JTIeTKUX, 0COOeHHO
IIPYU IPOBENEHUY IJIUTEIbHON TepaluH.



YacToTa ciy4aeB pabmoMuoiii3a, CEPhE3HBIX HapPYILUIEHUM CO CTOPOHHI IOYEK U ITeYeH!U
(BRIpazKEHHBIX IIPENMYIIIECTBEHHO POCTOM aKTHBHOCTHY ME€YEHOYHLIX TPaHCaMHHAa3)
IIOBHILIAETCS IIPU IIPUMEHEeHUU Iipenapara B go3e 40 mr.

B mpoiiecce nocneperucTpaiioHHOrO MPUMeHEHMS pelapaTa UAeHTU(PUIIPOBaHO
TaKylo HexKeJlaTeJIbHYI0 peakKInio KakK JieTaJlbHas 1 HeJjleTallbHas IedeHOoYHas
HeOOoCTaTOYHOCTh. [TOCKONMBKY 00 3TOM peakIinio coo0IIaaoCch CIIOHTAHHO U3
TIOIYISIIIUY HEeOIIPeOeIeHHOTO KOJIUYeCcTBa, HEBO3MOXKHO JOCTOBEPHO OLIEHUTH €€
YaCTOTY UJIM YCTAHOBUTDH HaJIM4YUe IPUUYNHHO-CJIEOCTBEHHOMN CBSI3U C IIPUMEHEHUEM
Imperapara.

H3penka B IOCTPEruCTPAllMOHHBIN ITIEPUO COO0IIarIoCh O HapylUIeHUIX KOTHUTUBHBIX
byHKIIMY (HanpuMep, yXyOIIleHue TaMsAaTH, 3a0bIBYUBOCTDL, aMHE3HsI, CIIYyTaHHOCTD
CO3HaHMUS), KOTOPhIE aCCOIIMUPYIOTCS C IIPUMEeHEHUEM CTaTHHOB. O TaKux
KOTHUTHUBHBIE ITPOOIEMBI COOOIIAIOCh B CBI3K CO BCEMU CTaTUHAMU. fIBIIEHUS, O
KOTOPHIX TOBOPUTCSI B COOOMIEHUSIX, OOBIYHO HOCST JIETKHM XapaKTep U MPOXOMsT
II0CJjie OTMEHBI CTAaTUHOB, a TaKXKe MMeIOT Pa3Hoe BpeMs OO0 IIOSIBJIEHUSI CUMIITOMOB
(ot 1 OHS OO JIeT) ¥ OO0 MCUYEe3HOBEHUSI CUMIITOMOB (MenuaHa - 3 Heaeu).

Iemu

[ToBrimenue ypoBHSA KOK> 10 X BI'H # CUMIITOMBI CO CTOPOHBI MBIIIIL] IIOCJIE
(bu3myeckoit Harpy3KH” MU MOBHIIIEHHOW (GU3NYECKON aKTUBHOCTU HAOIIOIaINCh
Yalle B 52-He[eJIbHOM KJIMHUYECKOM HCCJIefOBaHUU C ydaCTUEM JeTeU U IIOJAPOCTKOB
110 CPaBHEHUIO CO B3pocabiMu (cM. Pazmen «OcobeHHOCTH NpUMeHeHuss»). OmHaKo
npoduns 6€30IacHOCTH pO3yBacTaTUHA ¥ AETEU U IMTOOPOCTKOB OBLI ITOAO0OHBIM
TAKOBOMY y B3POCIIBIX.

CpoOK rogHoOCTH
3 roaa.
YcnoBusi XxpaHeHHUs1

Il71s1 TeKapCTBEHHOT'O CPeACTBa He TPeOyIoTCs cIelnalibHble TeMIIePATyPHBIE YCIIOBUS
XpaHEHUSs.

XpaHUTh B HEJAOCTYIIHOM [JIsI OEeTel MecCTe.
YnakoBKa

[To 10 TabneTok B 6mucTepe, o 3 6/1KMcTepa B KAPTOHHOM yIIaKOBKeE.



Kareropus ornycka
ITo penenry.
ITpou3sBomurenn

OAO «I'egeoH Puxrtep».

MecTOHaxo0XaeHHue IIPOHU3BOOHUTEIA H €ro aapecC MeCTa OCyImIeCTBIICHHSA
oesiTeJIbHOCTH

H-1103, Bymanerur, ya. [lempeu, 19-21, Beurpus.
N CTOYHHUK HHCTPYKIIUH

HNHCTpyKIUs IeKapCTBEHHOTO CPeACTBa B3siTa U3 OPpUIIHMATbHOTO UCTOYHUKA —
I'ocygapCTBEHHOT'O peecTpa JIEKaPCTBEHHBIX CPEOCTB YKPAUHHI.
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