CocrTaB

Oelicmsyrouiee seu,ecmao: OUIacTUH;
1 TabreTka comepkKUT ounactury 20 Mr;

BCnomMmoz2amesibHble gew.ecmad: IeJIJII0JI03a MUKPOKPUCTAJIIITNYeCKasa, HaTPpHUuAd
KpaXMajla (TI/IH A), KpeMHUusa ODTUOKCHU[ KOJIJIOUOHBIW, MarHUs CTeapart.

JIekapcTBeHHas1 popMa

TabneTku.

OcHoBHble (bUSUKO-XUMUHQCKUQ ceolicmed: OBaJIbHEIE, OBOSKOBELIITYKIIBIE TabJIeTKu
O0enoro IIBeTa C HACEeYKOM IJIs OeJIeHHUs, 0e3 TPEIIYH Ha ITIOBEPXHOCTH. Haceuka
IIpegHa3Ha4YeHa UCKIIIOYUTEJIEHO OJIsd TOTO, YTOORI pPa3jIoMaTh T8.6J'I€TKY OJIst
obOneryeHus IIPOIJIaTEIBAHHUSA, a HE OJIA OEeJIEHHWA Ha PAaBHBIE YdCTH.

dapMakoTepaneBTHYECKasi IpyInmna

AHTUTHUCTaMUHHEBIE CPENCTBA [OJIs CUCTEMHOIO IIpUMeHeHud. [Ipyrue
QHTUTUCTaMUHHEIE CPeOCTBa [Jid CUCTEeMHOro npuMeHeHus. bumactur. Kog ATX ROGA
X29.

®dapMaKOAMHaAMHUKa

BunacTtuH - 3T0O HeceJaTUBHBLINM aHTArOHUCT TMCTaMUHA OJIUTEILHOTO OeMCTBUS,
BBICOKOCEJIEKTUBHBIN O110KaTOp nepudepudeckux H1-peienTtopoB, He CBI3bIBAETCS C
MYyCKapUHOBBLIMU PeLeNITOPaMU.

[Tocne omHOKpaTHOTO IpUMeHeHUsI OUJIaCTUH TeueHue 24 4acoB IIOOaBIISIET Pa3BUTUE
BBI3BaHHBIX TMCTaMUHOM KOJKHBIX PE€aKLNl, IPOSBIISIOIINXCSA BOIOBIPAMU U
OKpaCHEHuEM.

B KnuHU4YEeCKUX UCCIefOBaHUSIX, TPOBEOEHHBIX C Y9aCTHEM B3POCIIBIX U TOOPOCTKOB C
aJIJIeprTU4eCKUM PUHOKOHBIOHKTUBUT (CE30HHBIM U KPYTJIOTOOUYHEIM), TpueM 20 Mr
ounactuHa 1 pa3 B CyTKU B TeueHue 14-28 gHel okas3asncs 3(pPpeKTUBHBIM B
0o0JlerYeHUU TaKMWX CUMIITOMOB, KaK YUxaHUe, BhIIeJIeHUS U3 HOoca, 3y[ B HOCY,
3aJI02KEeHHOCTb HOCQ, 3y I'Jla3, clIe30TedeHne U IoKpacHeHue rina3. CUMOTOMEI
9(pHEeKTUBHO KOHTPOJIUPOBAINCh OMJIAaCTUHOM TeueHue 24 4acos.

B OByX KIMHMYECKUX UCCIIEJOBAaHUAX, B KOTOPHIX IIPUHKUMAJIM y4acCTHe ITallueHTHI C
XPOHUYECKOM MAMOIIaTUYECKOM KpanuBHUIleH, mpuMeHenue 20 Mr 6unactuHa 1 pa3 B



CYyTKM B TeueHUue 28 gHel Ob1s10 9)(HEKTUBHBIM B 0ClTabIeHUM MHTEHCUBHOCTHU 3ya U
YMEHBIIIEHNU KOJINYEeCTBa U pa3Mepa Ny3bIpei, a TakkKe AucKoMpopTa, BEI3BaHHOTO
KpamnuBHUIIEHN. Y NalleHTOB HaOII0ganoCch yaydllleHre CHa ¥ Ka4eCTBa XKU3HU.

B KMMHMYECKUX HCCIefOBaHUSAX OUlacTUHA KJIMHUYECKN 3HAYUMOTO YAJIUHEHUS
nHTepBana QTc unu M00060T0 APYTroro BIANSHUS Ha CEPAEYHO-COCYOUCTYI0 CUCTEMY He
HabJI0anoch, gaxe npu npuMeHeHuu B mo3e 200 mr B cyTkH (4to B 10 pa3
MIPEeBHIMIaeT KINHUYECKYIO [03y) B TeueHue 7 OHel B 9 YYaCTHUKOB UM B ClIydae
OOHOBPEMEHHOTO IPUMEeHeHUs ¢ MHruobutopamu P-rmukonporenHa (P-gp), TaKuMHu Kak
KeTOKOHa30J1 (24 yyacTHUKA) U 9PUTPOMULIMH (24 yyacTHUKa). KpoMe Toro, On1I0
ImpoBeAeHo THiaTtejbHOe uccinegoBanue QT ¢ yuactueMm 30 oOPOBOIBIIEB.

B KOHTpOIMPYEMBIX KIIMHUYECKUX UCCIIeJOBaHUAX IIPUMEHEHUSI B PEKOMEHOYEeMOU
mo3e 20 mr 1 pa3 B cyTKu npoduib 6e30MacHOCTH OulacTUHA U I1anebo
otHOcuTenbHO [IHC OBbIIM ITOXOXKUMHU, a YaCTOTa MMOSIBIEHUST COHJIMBOCTH Ha (oHE
npreMa OuacTHHA CTaTUCTUYECKH He OTJIMYajiach OT TAaKOBOU ITPH MPUMEHEeHUN
maie6o. bunactuH B mo3ax go 40 MTr B CyTKU He BIUSII Ha IICUXOMOTOPHEIE
IMOKa3aTeNlu B KIIMHUYECKUX UCCIIeIOBAHUAX U Ha CIIOCOOHOCTD YIIPaBIISATh
TPAHCOOPTHBLIMU CPEACTBAMHU B CTAHOAPTHOM TECTe Ha BOXKEHUE.

Y manmeHTOB IMOXKUJIOTO Bo3pacTa (= 65 meT), ydacTBOBABIIMX B UcciieqoBaHusx Il u
IIT ¢a3zsl, 3¢ppeKTUBHOCTL 1 6€30MMAaCHOCTD IIperapaTa He OTJIMYaIuCh OT TAKOBBIX Y
rmanreHToB 60Jiee MOIOIOr0 BO3pacTa.

B mocTperucTpanroHHBIX HCCIeOOBAaHUSIX, IPOBEIEHHOM C y4yacTueM 146 malnueHTOoB
TTOKUJIOTO BO3PacTa, [0 CPaBHEHUIO C APYTUMHU B3POCJIBIMU YYaCTHUKAMM Pa3IUuYui B
npoduse 6e30IIacHOCTH BEIIBIIEHO He OBIJIO.

Iemu. ITogpocTku (B Bo3pacTe 12-17 neT) ObLIU BKIIIOYEHHI B IPOTPaAMMY
KJIMHUYEeCKOM pa3paboTrku. M3 Hux 128 yenoBek mojydanu OMIaCTUH BO BpeMs
KJIMHUYECKUX uccienoBaHuii (81 - B BOMHBIX CJIEIILIX UCCIIE€IOBaHUSAX
aJIIepru4ecKkoro pUHOKOHBIOHKTUBUTA), OCTalbHble 116 y4aCTHUKOB OBININ
paHOOMM3UPOBAHBI B TPYNNHE], KOTOPHIE ITOJIyYaau aKTUBHBIE ITpellapaThl CPaBHEHUS
unu ninaiebo. Paznuuuii B 9hHEeKTUBHOCTH U 6€30MMaCHOCTHA MEXKIY B3POCIILIMU U
IMOAPOCTKaMM He HabJII0manoch.

EBporeiickoe areHTCTBO 110 JIeKapCTBEHHLIM CPeACTBaM OTCPOYMIIO 00si3aTeIbCTBa
IIPeaoCTaBIsATh Pe3yJIbTaThl UCCIIEIOBaHUY ITpertapaTa Hukcap Bcex y4aCTHUKOB
meguaTPUYEeCKOU MOMYISIIUY IPHU JIEYEeHUU alJlIepruieCcKOoro pUHOKOHBbIOHKTUBUTA U
KpanuBHUIIE (CM. Pa3gen «Criocob mpuMeHeHUs 1 JO3bI»).

(I)apMaKOKHHeTHKa



BcacwvieaHue. T1ocrie mepopalbHOTO IPUMEHEHUA OUTacTUH OBLICTPO BCACHIBAETCH, a
ero MakCuMallbHasi KOHIIEHTPAIus B IIJla3Me KPOBU OOCTUraeTcsda dyepe3 1,3 4daca.
Haxkonnenue He Habmoganock. CpegHui nmoKa3aTeslb OMOOOCTYIIHOCTH OMIacTMHA IPU
nepopanbHOM NPUMEHEHUHU cocTaBiseT 61%.

PacnpedeneHue. UccregoBaHus in vitro u in vivo mokasanu, 4TO OMJIACTHUH SIBISETCS
cyoctpatom Pgp (cMm. Pazmen «B3aumMopencTBre ¢ KETOKOHA30JI0M, 3PUTPOMUIITHOM U
ountuaszemoM») u OATP (cMm. Pasgen «B3auMopencTBre C TPEUNIPPYTOBEIM COKOM»).
BunacTtuH, 04eBUOHO, He SIBISIETCS cyOcTpaToM mepeHocunka BCRP unmu moyeuyHbIX
neperocunkoB OCT2, OAT1 u OAT3. [JlanHbIe HCCIEOOBaHUM in vitro He JawT
OCHOBAHHUM CYUTaTh, YTO B CUCTEMHOM KPOBOTOKE OMIAaCTHUH ITOOABIsIET aKTUBHOCTh
TakKux OeIKOB-IepeHOoCYnKOoB, Kak P-gp, MRP2, BCRP, BSEP, OATP1B1, OATP1B3,
OATP2B1, OAT1, OAT3, OCT1, OCT2 u NTCP, moCKOJIBKY €ro CIiIoCOOHOCTb
uHrubupoBath P-gp, OATP2B1 u OCT1 He3HauuTeJIbHAsS U XapaKTepPU3yeTCs
nokasateneM [IC50 = 300 MKM, 4TO 3HAYUTEJILHO IIPEBHIIAET paCyeTHHIM I0Ka3aTellb
MaKCHMaJIbHOM KOHIIeHTpaluu B m1a3Me (Cmax) B ciIydae KIMHUYECKOT O
npuMeHeHus OunacTuHa. TakuM oO0pa3oM, TOOOoOHBIE B3aUMOIeCTBUs 6e3
KJIMHUYECKOro 3HaueHus. OQHAaKO pe3ysibTaThl aHaJIOTUYHEIX UCCIIeOBaHUN
YKa3bIBAIOT Ha TO, YTO UHTUOMpPOBaHUEe OUIaCTUHOM O€JIKOB-IIEPEeHOCUYUKOB,
HaXOISIINUXCS B CIM3UCTOM 000/I04YKe KUIIeYHHUKa (HarpuMmep P-gp), UCKITIOYUTD
HeJb3s. [Ipu IpuMeHeHUU B TepaneBTUYeCKUX no3ax 84-90% OunacTuHa CBI3bIBAE€TCS
c OelKaMu I1JIa3Mbl KPOBH.

Memaboaus3m. B ucciegoBaHusX in vitro 6umacTyH He IPOSIBUI CIIOCOOHOCTH
WHOYIIMPOBATD UJIM IIOOABJISATh aKTUBHOCTDL U30(pepmenToB CYP450.

BuvisedeHue. B uccnenoBaHuu 6ajaHCa MacChl, IPOBEOEHHOTO C YY4aCTUEM 3M0POBBIX
n0OPOBOIIBIIEB, IIOCJIE OMHOKPATHOTO IpuMeHeHUst 14C-0unactuny B mo3e 20 MT IIOYTH
95% mPUHATOM OO3LI OKa3kIBaIUCh B Moude (28,3%) u kKane (66,5%) B HEU3MEeHEHHOM
BUIe OuIaCTUHA, C Yero MOXKHO cHeJlaTh BEIBOM, UTO B OPraHU3Me 4UeJioBeKa OMIaCTUH
MeTabonu3upyeTcsa He3HAaYUTEbHO. B cpeHeM mepuop nonyBhIBeOeHUs OunacTuHa y
3[I0POBLIX MOOPOBOJIBIIEB cOCTaBaseT 14,5 4.

JIunetiHocms. B uccnenyemMom guarna3oHe mo3 (0T 5 mo 220 Mr) 6umacTuH
oOHapyKMBaeT MTUHEWHYIO (apMaKOKMHETUKY C HU3KOW MEeXUHOUBUOYaJIbHOMN
BapHrabeTbHOCTHIO.

Hapywenue ¢yHKyuu nouek. UccregoBaHue C ydaCTHEM IIAllMEHTOB C PA3JIUYHBIM
COCTOSTHHEM (YHKLMU ITOYEK IT0Ka3aJjio, YTO B ClIydae HOPMaJbHOU (PYHKIIUU TOYEK
(CK®> 80 mmu/mun/1,73 m2) cpegusigs AUCO- ¥ (= ct. Otkin.) CocraBnsier 737,4 (£
260,8 ) Hr * 4/MJI, IpU HAJIM4YUU HapPyUIeHUY (PyHKIIUU OYEK JIETKOU CTEIIeHU
TaxkecTu (CK® = 50-80 mn/mun/1,73 M2) 9TOT MOKa3aTenb cocTtaBnseT 967,4 (£
140,2) Hr * 4/MII, B cCllydae HapylleHuu cpegHeil cteneHu TsaxecTu (CK® = 30- <50



mi/muH/1,73 M2) - 1384,2 (£ 263,23) Hr * 4/MJI, a B ClIydyae HapyIIeHUU TAXKeJIou
creneHu (CK® <30 mn/mun/1,73 m2) - 1708,5 (+ 699,0) Hr * u/M7I.

Y mammeHTOB C HOpMaabHOU (PyHKIMEU nodek cpegHuil (£ ct. OTki.) [lepuon
TOJIyBbIBEAEHUS OulacTUHa cocTaBisamn 9,3 4 (+ 2,8), y malilueHTOB C HapyIlIeHUSIMU
JIETKOU CTeIleHU TsaxkecTu - 15,1 9 (+ 7,7), y HallueHTOB C HapyLIEHUSIMU CpegHeNn
cTerneHu TsaxecTu - 10,5 ¥ (+ 2,3), a y IallueHTOB C HaPYILIEHUSIMHU TSAXKEJION CTEeIleH! -
18,4 9 (x 11,4). [IpakTudecKku y BCex MalleHTOB 4epe3 48-72 4 nocje npueMa
OuIacCTUH B MOYe He OKa3bIBasics. [TomoOHbIe U3MeHEeHUsT (apMaKOKMHETUKY He
OOJIKHBI UMETh KJIIMHUYECKOT0 3HAaYEeHUS U BIIMSHUS Ha 6€30MaCHOCTh IPUMEeHEeHUs
OuslacTUHA, ITIOCKOJIbKY €r0 KOHIIEHTPAalliH B IIJla3Me y NallueHTOB C HapyIIeHUSIMHU
(pyHKIIMY TOYeK ocTaloTCcsA B O€30IMacHBIX IIpefeax.

HapyweHue ¢pyHKkuuu neveHu. PapMakKOKMHETUYECKHUE TaHHBIE TI0 ITAIlUEHTOB C
HapylieHueM QyHKIIUY ITeYeHU OTCYTCTBYIOT. B opranu3me yenoBeKa OMIaCTUH He
MeTabonu3upyercs. Pe3ynbTaThl UCCIeMOBaHMUs, B KOTOPOM IIPUHUMAJIM Yy4acTUe
MaIMeHTH C HapylneHueM QYHKIIUY II0YEK, TOKa3alld, 4YTO OMIaCTUH TIIaBHEIM
00pa30M BEIBOOUTCS IMOYKAMHU, a C KeJTYbI0, BEPOSITHO, BEIBOJUTCS HE3HAYUTEIBHO.
HN3meHeHUsT QYHKIUYU ITIeYEHU He UMEIOT KIIMHUYECKN 3HAaUYMMOTO BIUSHUS Ha
bapMakoKuHETHUKY OMIacCTHUHA.

ITauueHmul nodcun020 so3pacma. [JanHble 0 papMaKOKHHETHKE ITpelapara y
alMeHTOB CTaplie 65 jieT orpaHrdyeHbl. PapMaKOKMHETUYECKUE [TapaMeTPhI
OuslacTUHA y MMallMeHTOB cTapile 65 neT u y mauueHToB 18-35 neT cTaTuCTUYEeCKHU
3HAYMMO He OTJINYaloTCH.

Hemu. Jauuble 10 PapMaKOKHHETHKE Y ITIOAPOCTKOB (12-17 1eT) OTCyTCTBYIOT, TakK
KaK [JIsI 9TOr'0 JIEKAPCTBEHHOI'O CPeLCTBa CYUTAETCS YMECTHEIM 9KCTPanoIAlus
OaHHBIX, II0JIy4eHHEIX Y B3POCIIBIX.

IToxa3zaunus

CuMIiToMaTU4YeCcKoe JIeUeHUe aJlJIEPruiYeCcKoro pUHOKOHBbIOHKTUBUTA (CE30HHOTO U
KPYTJIOTOOAUYHOT'0) ¥ KPAITUBHUIIHI.

ITporuBONIOKa3aHUA

[ToBrIIIIeHHAsA YyBCTBUTEJILHOCTD K AEUCTBYIOIIEMY BEIIeCTBY WJIU K JTI000MY U3
BCIIOMOTaTEIbHBIX BEIIECTB.

B3auMoaeHCTBHE C IPYrHMH JIeKapCTBEHHBIMH CPeICTBAMH H IPyrue BHObI
B3aMMOIEeHUCTBUHA



Bzaumodeticmasue ¢ nuweti. [Tuma caukaet Ha 30% 6MOOOCTYIIHOCTEL OUTaCTUHA,
MIPUHSTOTO BHYTPb.

Bsaumodeticmsue c¢ 2petungdpymossbim cokoMm. B cmydae OJHOBPEMEHHOT O IIpUeMa
b6unactuHa B go3e 20 Mr u rpedndpyToBOro cCoka OMOOOCTYITHOCTh OMIacTUHA
cumkasnach Ha 30%. ITogoOHEBI 9(HEeKT MOKET TaKKe HabII0OaThCSa U B ClIydae
MIPUMEHEHUS IPYTUX GPYKTOBLIX COKOB. CTelleHb YMeHbIIIeHUsT OMOIOCTYIIHOCTHU
MOZKET pa3/in4daThbCs B 3aBUCUMOCTH OT IIPOMU3BOOUTEIISI COKa M GPYKTOB. MexaHU3M
9TOT0 B3aUMOIENCTBUS 3aK/I0YaeTCs B yTHETeHUHU Oesika-nepeHocyuka OATP1A2,
IJIs1 KOTOPOro OuMIacTuH sABNsgeTcsa cyocTpaTtoM (cM. Pasmen «®PapMaKOKMHETUKA»).
JlekapCTBEHHBIE CPENCTBA, SIBMISIONIMECs cyocTpaTtaMu unu uaruoutopamu OATP1A2,
TaKye KaK PUTOHABUP WU PUPAMIIUINH, TAK¥XKe MOTYT YMEHbIIaTh KOHIIEHTPAIIUIO
OuacTHHa B IIJIa3Me.

Bsaumodetiicmsue ¢ KemoKOHA30/10M U/U 3pumpomMmuyuHoMm. B cnygae
OOHOBPEMEHHOTO NpreMa OuIacTUHa U KeTOKOHa30J1a uinu sputpomulinia AUC
OusacTUHa yBenuuuBaiach BOBoe, a Cmax B 2-3 pa3a. [lomoOHbIe U3MEHEHUST MOXKHO
00BSICHUTH B3aUMO/IEICTBUEM Ha YPOBHE OEJIKOB-IIEPEHOCYNKOB, OTBEYAIOIINX 3a
BLIBE[IEHME JIEKAPCTBEHHBIX CPENCTB U3 KJIETOK KUIIIeUHUKA, ITIOCKOJIbKY OMTacTUH
sIBJIsIeTCsI cyOCcTpaToM [yt P-rmukonpoTrerHa u He MeTabonmu3upyertcs (cMm. Paspmernt
«®apMakKoKnHeTHKa»). Ha nmpoduirs 6e3omacHoCTH OuIacTHHA, C OOHOM CTOPOHEI, B
KEeTOKOHAa30JIa UJIU 3PUTPOMULINHA, C OPYTOM, 3T U3MEHEHUS, BEPOsITHO, HE BIIUAIOT.
IIpyrue nekapCTBEHHBIE CPENCTBa, SABJAIOIINECS CyOCTpaTaMu WU UHTUOUTOpamMu P-
gp, TakKue KakK IIMKJIOCIOPUH, TaKKe MOTYT YBEIUUYHNBaTh KOHIIEHTPAal1io OulacTUHA B
mja3Me.

Bsaumodeticmsue ¢ dunmua3emom. B ciiydae omHOBpPeMeHHOTO mmpueMa 20 Mr
6unactuHa u 60 Mr guntuaseMa Cmax OunacTuHa yBenuuuBanachk Ha 50%. [TomoOHBIN
9 dHeKT MOKHO 00BSICHUTH B3aUMOIEICTBUEM Ha YPOBHE OEJIKOB-IIEPEHOCYUKOB (CM.
Pazmen «®apMakOKMHETHKA»), OTBEYAIOIIUX 3a BEIBEIEHUE JIEKaPCTBEHHBIX
ITpenapaToB U3 KJIETOK KUIIeYHWKA; Ha TpoduiIb 6€30ImacHOCTU OulacTUHA 3TOT

9 deKT, BEPOSITHO, HE BIIUSET.

Bzaumodeticmsue ¢ amuaogvim cnupmoM. [locine omHOBPEMEHHOTO TpUEMa aIKOoT0JIs
u OunacTtuHa B 1o3e 20 MI IICUXOMOTOPHBIE PYHKITMM HaXOOUIUCh Ha TOM XKe YPOBHE,
YTO ¥ IIOCJIe OOHOBPEMEHHOTO ITpreMa aJIKOToJIs U Iianebo.

B3aumodetiicmaue ¢ nopazenamom. B cnydae npuMeHeHUsd OunacTiHa B go3e 20 mr
OOHOBPEMEHHO C JIopa3enaMoM B fo3e 3 MTI' Ha IIPOTSIKeHUU 8 mHel yCculeHue
yrHETAIoIero neictBus nopa3enama Ha LTHC oGHapykeHO He ObIIIO.

Ilemu. ViccriengoBaHus B3aUMOJOEUCTBUS C OPYTUMHU JIEKapCTBEHHBIMU CpeACcTBaMU
IIPOBOOMJIMCH TOJIBKO Y B3POCIBIX. OXugaeTcs, YTO CTEIIeHb B3aUMOJENCTBUS C



OPYTUMH JIeKapCTBEHHBIMU CPeOCTBaMU U Opyrue GopMbl B3aUMOIOENCTBUS OyayT
momoOHBIMU B Bo3pacTe oT 12 mo 17 ner.

OC00EeHHOCTH MPUMEHEeHHSI

Y maiueHTOB C YMEPEHHBIM UIH TSAXKENBIM HapyllieHueM QYHKIINU IT0YeK
OOHOBPEMEHHOe IIpUMeHeHue O1UIacTUHa C UHIMOUTOpaMu P-rmUKomIpoTernHa
(KeTOKOHA30JI, 9PUTPOMUIINH, IIMKJIOCIIOPUH, PUTOHABUP WU OUITHA3EM U T.II.)
MOZKET IIPUBOJUTH K IIOBLIIIEHNIO YPOBHSA OMIacCTHUHA B I1JlTa3Me KPOBH H,
ClIeioBaTebHO, K YBEIMUYEHHUIO PUCKa MOO0OYHBIX peakiuii. [ToaToMy manueHTaMm co
CPEeOHUM UJIM TSAXKEJbIM HapylleHueM (QYHKIMNU II0YeK clieqyeT u3derarthb
OOHOBPEMEHHOT0 MpUMeHeHUsI OMIacTUHA U MHTMOUTOPOB P-rIMUKOIpOoTenHa.

CnoCoOOHOCTH BJIMSITHh Ha CKOPOCTH PEaKIIMH IIPH YIIPaBJI€eHUH
AaBTOTPAHCIIOPTOM MJ/IM PabdoTe C MexaHUu3MaMH

HccnemoBaHue BIUSHUSA OMIACTUHY Ha CIIOCOOHOCTH YIIPABISTh aBTOTPAHCIIOPTOM,
MIPOIEMOHCTPUPOBAJIO, YTO Y B3POCJIBIX leueHre 61MIacTUHOM B mo3e 20 MI He BIIUSJIO
Ha CIOCOOHOCTH YIPABISATh TPAHCIIOPTHLHIMU cpefncTBaMu. OQHAKO MallMeHTOB ClIeayeT
WHGOPMUPOBATL O TOM, YTO B OTHEJIBPHBIX CIIydYasX ITpernapaT MOXKeT BhI3BaTh
COHJIUBOCTD ¥, TAKUM 00pa30M, BIUSATH Ha CIIOCOOHOCTh YITPABIISAThL aBTOTPAHCIIOPTOM
unm padoTaTh C MEXaHU3MaMHU.

HpnmeHeHHe B IIepuona GepeMeHHOCTH HJIA KOpDMJIEHHsI TPYOBIO

BbepemeHHocmb. [laHHBIE 10 IPUMEHEHUIO OMIacTuHA OepeMeHHBIM KeHIIHaM
OTCYTCTBYIOT UJIU OTPAHUYEHHI.

HccnemoBaHus Ha XKUBOTHHIX HE BBISTBUJIM ITPSIMOTO UM KOCBEHHOTO BPEOHOTO
BO3IEMCTBUS HAa PEIIPOOYKTUBHYIO (GYHKIINIO, POOLI UIX IIOCTHATAIbHOE pa3BuTue. M3
coobpaxkeHuM 0e30MaCHOCTHU XKeJjlaTelbHO n30eraTh IIpueMa JIeKapCTBEHHOTO
cpenctBa Hukcap Bo BpeMs 6epeMeHHOCTH.

KopmaeHue 2pyovio. iccnemoBaHue O BhIIEIeHUM OUIaCTUHA B TPyAHOE MOJIOKO He
npoBogunuchk. MMmerwiuecs ¢hapMakKOKUHETUYECKME JaHHBIE IT0OKa3alu, 4YTO y
KUBOTHBIX OMTaCTUH MPOHUKAET B IPYAHOE MOJIOKO. Pelienue o
MIPOMJIEHUH/TIPEKPALlIEeHU U KOPMJIEHUS TPYAbIO UK IIPeKpallleHusi/Bo3iepKaHue OT
Tepaluy JeKapCTBEHHBIM CpencTBOM Hukcap HeoOX0OUMO NPUHUMATh, YYUTHIBAS
[I0JIb3Y TPYIHOTO0 BCKapMJ/IMBaHUS AJis1 peOeHKa U MO0JIb3y Tepanuu OMIaCTUHOM O
MaTepH.



depmuavHocmb. KnuHUYeCcKUe JaHHbIe OTPaHUYEeHBI UJIM OTCYTCTBYIOT.
HccnegoBaHus Ha KPhICax He BHEISIBUJIO HUKAKOTO HETAaTUBHOTO BINSHUS Ha
(bepTUNIBHOCTS.

Crmoco0 IpMMeHEeHUsI U T03bI

Ilo3suposku.

B3pocavie u demu (cmapwe 12 aem). 20 mr 6unactuta (1 tabnetka) 1 pa3 B CyTKHU
nJist 00lerdyeHusi CHMIITOMOB aJZIEPTUYEeCKOT0 PUHOKOHBIOHKTHUBUTA (CE30HHOTO U
KPYTJIOTOANYHOTO0) ¥ KPAIIUBHUIIHI.

TabneTKy cnemyeT NpuHUMATE 3a 1 9ac Jo Wid 4epel 2 Jaca IIocjie IpueMa MUIlu
unm GPyKTOBOTO coKa (cM. Pa3zmen «B3aumopericTBrUe C APYTUMU JiIeKapCTBEHHBIMU
CpencTBaMM U OpPyryue BHUOLI B3aUMOOENCTBUK »).

Ocobvle 2pynnvl nay,ueHmos.

ITauueHmul nodcuno20 so3pacma. ITaleHTaM MOKUIIOT0 BO3pacTa KOPPEKILIUU O03bI
He Tpebyetcs (cMm. Pa3gen «®apmakonorudyeckue» u «PapMakKOKUHETHUKA»).

ITpu HapyweHuu ¢pyHKUuu nouek. [lanmeHTaM ¢ HapylmeHUAMU QYHKIIUU [T0YEK
KOpPpPEKIUU 03kl He TpebyeTcs (cMm. Pasmen «®apMakKOKMHETHKA»).

Ilpu HapyweHusax ¢pyHKuuu neyeHu. ONBIT KIMHAYECKOT0 MPUMEHEHUS IpenapaTa
nanueHTaM C HapyleHussMu GYHKIIUY IIeYeHU OTCYTCTBYeT. [I0OCKONIbKY OUIacCTUH He
nopgmaeTcsa MeTab0IM3My U BEIBOOUTCS ITOYKaMU, HapylleHre QyHKINU IeUYeHU He
OOJIZKHO IIPUBOOUTE K YBEJIMYEHUIO €r0 CUCTEMHOI'0 IEUCTBUS OO0 OIIaCHOTO YPOBHA.
[TosToMy mamueHTaM C HapyLIeHUSIMU (QYHKINY ITeYeHU KOPPEKIUY OO3bl He
TpebyeTtcs (cM. Pasmen «®apMaKOKMHETUKA»).

Iemu. ITpuMeHeHMe OUIACTUHA IIPU alJIePTUYeCKOM PUHOKOHBIOHKTUBUT U
KpaInuBHUIIE TeTsIM B Bo3pacTe oT 0 mo 2 yieT HelenecooOpa3Ho. be3onacHOCTh u
9 PeKTUBHOCTh MPUMEHEHUSA ¥ OeTel B Bo3pacTe A0 12 n1eT Ha CerogHs He
YCTaHOBJIEHHI.

ITpodoascumenvbHocmMb nevyeHusi. [lalmeHTaM C ajlyIepru4eCcKUM PUHUTOM ITpenapaT
clengyeT MPUMEHSTDh TOJILKO B ITePUOJ KOHTAKTa C ajyiepreHaMu. [laiieHTam C
CE30HHHBIM aJIJIEPTUYECKUM PUHUTOM JIeUeHHe MOXKHO ITPEKPAaTUTh ITOCIIE CMSITYEHUS
CUMIITOMOB ¥ BO30OHOBJISITH IIOCJIE MX BO3BpalleHud. [TalimeHTaM ¢ KPyTIOTOOUYHBIM
aJIepru4ecKuM PUHUTOM IITpenapaT MOXKHO HEITPEPLIBHO HUCIIOJIb30BaTh B TEYEHUE
repuoaa KOHTaKTa C ajyiepreHaMu. Y NallMeHTOB C KpPalluBHUIIEW IIUTENbHOCTD
JIeYyeHUs 3aBUCUT OT XapaKTepa U IMTPOAOIKUTEJIbHOCTU CUMIITOMOB, a TaK¥Xe OT UX
OUHAMUKU.



Criocob mpuMeHeHusd.

117151 TIepopasibHOTrO IPUMEHEHU .

Tabnetku cnenyeT 3anuBaTh Bogoi. CyTOUHYIO O3y PEKOMEHIYEeTCS MPUHUMATh 3a
OOVH IIPUEM.

HetH
Bez3omacHocTh 1 3pPeKTUBHOCTL OMTaCTUHA [JIs meTed 0o 12 jieT He MOATBEPKIEHHI.
Ilepego3upoBKa

HHpopMalusi 0 OCTPOU mepego3upPOBKU OuIacTUHOM ObIjia IToTydYeHa B XoOe
KJIMHUYECKUX UCIIBITAaHUM, ITPOBEeOEeHHHIX IPU pa3paboTKe U MOCTMapKETHHTOBOT'O
HaOMogeHusi. B KIMHUYEeCKUX UCCIIeIOBAaHUSX ITOCJIe Ha3HAaYeHUs B3POCIIBIM
3[0POBBLIM MOOPOBOJILIIAM OMIACTHUHY B MO3aX, IIPEBHIIIAIONIUX TepaleBTu4YecKyio B 10-
11 pa3 (220 mMr B Buge ogHOKpaTHOM Ho3bl uiu 200 MT B CYTKHM B Te4eHUe 7 OHEH),
YaCTOTa BOSHUKHOBEHUS ITOOOYHEIX pPeaKIlni Obljia BOBOE BHINIE, YeM Ha (hoHEe
npuMeHeHus niaiedo. K mo6oYyHBEIM peakIusaM, 0 KOTOPHIX Yallle BCero Coo0IIaioCh,
MIPUHAJIeKalld T'OJI0OBOKPYXeHUe, ToJI0BHAast 00J1b 1 TolrHOTa. CooOIeHuH o
Cepbe3HbIX MOOOYHBIX PeaKUIX U 3HAaYUTEeIbHOe yOJInHeHue nHTepBasna QTc He OBIO.
HNudopmariusi, cobpaHHasi BO BpeMs IOCTMapPKETHUHIOBOT'0 HaOJIIOIeHHU S,
COOTBETCTBYET HAaHHBIM, MOJIyYEeHHBLIM B Te4eHUEe KIIMHUYECKUX UCITHITAHUH.

B TmmaTenbHOM HepekpecTHOM ucciemoBanuu nHTepBasoB QT/QTc ¢ yuactueMm 30
3[IOPOBLIX B3POCIILIX TOOPOBOJIBIIEB KPUTHYECKAST OlIeHKA BIIUSHUS MHOTOKPATHOM
no3nl OusactuHa (100 Mr X 4 OHS) Ha PENoISpuU3aliio KeJTyTOYKOB He BhISIBUIIA
3HAYUTEJILHOTO yYOJIuHeHus uatepsasna QTc.

B ClIy4dae I1epeao3nPOBKHU PEKOMEHOYETCA CUMIITOMATHUYECKOE U IIOOOEP2XKHUBAIOIIIEe
JIedeHue.

Crnenuduruyeckuii aHTUOOT OUITACTUHY HEU3BECTEH.
ITo6o4YHbIE peaKIIuu

OOmu mpoduns 6e30IIacCHOCTH.

B xome KIMHMYECKUX UCCII€JOBaHUM y NallleHTOB, CTPadaloIluX OT ajlyIEPrudecKoro
PUHOKOHBIOHKTHUBUTA WU XPOHUYECKON UAUONAaTUYECKON KPAaluBHULILI, TOOOUYHEIE
peakuuu Npu IpUMeHeHUU OumacTuHa B mo3e 20 MI BOSHUKAIU ITPUMEPHO C TOM XKe
YacTOTOM, YTO U IIpU NpuMeHeHuU mnanebdo (12,7% u 2, 8%). Knuunnuyeckue
ucnbiTauus II u 111 ¢pa3el, npoBegeHHBIE BO BpeMs KJIIMHNYECKOM pa3paboTKy,



OXBaThIBaM 2525 MallMeHTOB, JIeYEeHHBIX Pa3ITUNYHBIMU O03aMU OulaCcTUHA, U3 HUX
1697 monyyanu 6unactul B go3e 20 Mr. B atux uccnemopanusx 1362 manueHTH
nony4danu mnnane6o. [TauyeHTsl, nony4yaBiire 6u1acTyH B fo3e 20 Mr 1o MOKa3aHUSAM
aJUIEPrU4eCKUY PUHOKOHBIOHKTUBUT UJIM XPOHUYECKAS UavoaTuYecKas
KpaluBHUIIA, 3a49aCTyI0 COO0IIIany 0 TaKUX ITOOOYHBIX pPeaKIUIaxX: T0JIOBHas 00Jb,
COHJIUBOCTD, TOJIOBOKPYZKEHHNE U YTOMIIIEMOCTh. ITU ITOOOYHBIE PEAaKIIMU BO3SHUKAIHU C
YacTOTOM, COIMTOCTAaBUMOM C YaCTOTOM Pa3BUTHUSA NOOOYHHIX peaKlui y IallueHTOB,
MOJTy4aBIINUX Ianeoo.

Tabnulla ¢ JaHHBIMHU O TOOOYHBIX peakiusax. Huxe B Tabiuile IpuBeOeHbl IIOO0OYHbBIE

peakKiiiy, YTO, BEPOSITHO, OBLIM CBSI3aHBI C OMIAaCTUHOM M OTMevaliiuch Oojiee 4eM B

0,1% mamueHTOB, MOJIy4YaBIINX OMIacTUH B Ho3e 20 MT BO BpeMs KITMHUYECKOU
pa3paboTtku (N = 1697).

YacToTa BO3HUKHOBEHUS ITOOOYHBIX PeaKIuil orrpenesieHa CjleqyioiuM o0pa3oMm:
o4yeHb 4acTo (=1/10); vacto (= 1/100 - <1/10); HewvacTo (= 1/1000 - <1/100); peoko
(= 1/10000 - <1/1000); ouens penko (<1/10000); Hen3BeCTHO (HEBO3MOXKHO OLIEHUTH

110 MOCTYITHBIM OAaHHBIM).

Peaki1iiu, BOBHUKAIOT PeadKo U O4Y€eHb PEeKO, a TaKXKe Te, 4aCTOTa KOTOPHBIX

Heu3BeCTHa, He ObIIu

BHECEHHI B TaOJIUILY.

OpTaHbI N CUCTEMHEI OPIraHOB Bce IIO3bI
bunactus, 20 mr N Suac
UJIaCTHUH
= 1697 y
YacToTa [To6ouHas peakus N = 2525
HWHupekuy 1 napasuTapHblie 3a00IeBaHUs
HeugacTo ['epriec poTOBOU IIOJIOCTHU 2 (0,12%) 2 (0,08%)

Co CTOPOHEI oOMeHa BEIIECTB U ITUTaHUS

HeuacTto

IToBBIIIIEHHBIN AIIIETUT

10 (0,59%)

11 (0,44%)

CO CTOPOHEI IICUXUKHU

HeuacTo

TpeBOXKHOCTH

6 (0,35%)

8 (0,32%)

BecconHuIla

2 (0,12%)

4 (0,16%)

Co CTOPOHBI HEPBHOU

CHUCTEMEI

- COHJIUBOCTH 52 (3,06%) 82 (3,25%)
acTo

I'onoBHas 60y1b 68 (4,01%) 90 (3,56%)
Heuacto ['onoBOKpyKeHUEe 14 (0,83%) 23 (0,91%)

Co CTOpPOHEBI OPraHoOB

crnyxa u JlabupuHTa

HeuacTto

TuHHUTYC

2 (0,12%)

2 (0,08%)



BepTuro 3(0,18%) 3(0,12%)
Co CTOpPOHEI cepAla
5 o
JI0Kama IIpaBOM HOXKKU 4 (0,24%) 5 (0.20%)
nyuyka ['uca
CuHycOBasi apuTMu 5(0,30%) 5(0,20%)
Hewacto Yonuuenue uatepsana QT Ha 9 (0,53%) 10 (0,40%)
3JIEKTpPOKapauorpaMme
IIpyrue OTKJIIOHEHUA
noka3aTteneu OKI ot 7 (0,41%) 11 (0,44%)

HOPMAaJIBHOT'O YPOBHHA

Co CTOpPOHBI OPraHOB

OBIXaHUS, TPYOHOM KJIETKU U CPeOCTEeHUS

Heuacto

OppIInKa 2 (0,12%) 2 (0,08%)
H

eNpUsTHBIE OUIYIIEHUS B 2 (0.12%) 2 (0,08%)
HOCY
CyxoCTh B HOCY 3(0,18%) 6 (0,24%)

Co CTOPOHEI KEJIYOOYHO-KHUIIIEYHOT'O TPAKTa

Bonb B BepxHeM oTherne

11 (0,65%)

14 (0,55%)

KHUBOTA
Bomnp B kKuBOTE 5 (0.30%) 5 (0,20%)
TomrHoTa 7 (0,41%) 10 (0,40%)

HeuacTo [MuckoMpOpPT B KHUBOTE 3 (0,18%) 4 (0,16%)
uapes 4 (0,24%) 6 (0,24%)
CyxOoCTh BO PTY 2 (0,12%) 6 (0,24%)
Hucnerncus 2 (0,12%) 4 (0,16%)
lactpur 4 (0,24%) 4 (0,16%)

Co CTOPOHBI KOXKH U ITOOKOXKHO->KUPOBOM TKAaHU

HeuacTo 3yno 2 (0,12%) 4 (0,16%)

OOuIre HapylIeHUs U pPeakKlu B MeCTe BBeeHUs

YTomMmisieMoCTh 14 (0,83%) 19 (0,75%)
XKaxpa 3 (0,18%) 4 (0,16%)
e omen saorosami | * ©12% 2 (0,08%)
JImxopanoka 2 (0,12%) 3 (0,12%)
AcTeHus 3(0,18%) 4 (0,16%)

IomonmHUTEIbHBIE MEeTOObl HCCJI€OBAHMS



HeuacTto

[ToBhIILIEHVE YPOBHA 'aMMa-

7 (0,41%) 8 (0,32%)
rIyTaMuaTpaHcdepassl
HOBBIIlIeHI/Ie OBHSA

yP 5 (0,30%) 5 (0,20%)
ajJlaHMHaMMHOTPaHCdepa3k
HOBBIIlIeHI/Ie OBHSA

yp 3 (0,18%) 3 (0,12%)
acrnapraTaMUHOTpaHChepas3kl
HOBBIIlIeHI/Ie OBHSA

yp 2 (0,12%) 2 (0,08%)
eraTI/IHI/IHa B KpOBI/I
I

OBHIIIIEHUE ypOBHfI 2 (0,12%) 2 (0'08%)

TPUTITINITIEPHUIOB B KPOBH

VYBenuueHne Macchl Tea

8 (0,47%)

12 (0,48%)




YacToTa Heu3BecTHa (HEBO3MOXKHO OIIeHUTh Ha OCHOBAHUU MMEIOIINXCSA OJaHHBIX): B
IMTOCTMAPKETHUHTOBLIM ITepuoyl HabIIogaauch YCUiIeHHOe cepaiiedbuenmne, TaxukKapaus,
peakKuuy TuIep4YyBCTBUTEIBbHOCTHU (HanmpuMep, aHapuIakcusi, aHTHOHEBPOTUYECKOT O
OTeKa, OOBIIIKA, CHIIlb, JTOKAaJIN30BaHHBLIN/MECTHLIU OTEK, U 3pUTEMA) U PBOTA.

OnucaHue omoOeabHblX NO60UHbIX peakyull. Haubomee yacTo coobI1asoch o ABYX
no6oYHbIe peakIliy, BO3HUKAIOIINEe 4acTo (COHIMBOCTD M I'0JI0BHas 00JIb), U ABE
peakuuy, BO3HUKABIINE He4acTO (TOJIOBOKPYXKEHUE U YTOMJIZeMOCTh). OHU
HabIroganuch Kak y MaydeHToB, II0JIy4YaBIIuX OMIacTyH, TaK U y HallUeHTOB,
nosjy4aBiux maane6o. Mx yacTtoTa coctaBisijiia COOTBETCTBEHHO 3,06% mpotus 2,86%
miIst counmuBoCTH; 4,01% u 3,38% nns romosuoi 6omnu 0,83% u 0,59% nns
ronoBokpyxenue 0,83% u 1,32% nist yToMI1€MOCTH.

[TouTu Bce moOOYHBIE PEAKIIUY, OIIMCAHHLIE BHIIIE, C OHUHAKOBOM YaCTOTOM
HaOII00aMKUCh Y MAllMeHTOB, IPUHUMABIINX OUTaCTHH B fo3e 20 MT, ¥ Y ITallUeHTOB,
MOJTy4aBIINUX Ianebo.

HNudopmanusi, cobpaHHas B TeYeHUE MOCTMapPKETUHTOBOT0 HaOIIOOeHN S,
nmoaTBepauiia npoduiab 6€30IacCHOCTY, KOTOPHIM HabIioaancs BO BpeMs KIMHUYEeCKOu
pa3paboTKH.

IIemu. Bo BpeMst KTUHUYECKOM pa3paboTKU YaCTOTa, TUII U TSIXKECTb ITOO0YHBIX
peakIui y mogpocTKOB (12-17 neT) ObIM TaKUMHU K€, KaK U Y B3POCJIBIX.
HNudopmarnusi, cobpaHHasi B JaHHOU rpynmne (IOOPOCTKH) BO BpeMs
IMOCTMapKETUHTOBOTO HabmomeHus, Obljia MMOOTBEPKAeHa pe3yabTaTaMi KIIMHUYECKUX
UCHBITaHUMN.

CoobuieHue o nooo3pesaembuix nobouHbvlie peakuuu. CoolblneHne 0 II0g03PEeBaeMbIX
MOOOYHLIE PEaKIIMK OCJIe PEerucTPallii JIeKapCTBEHHOTO CPeNCTBAa UTPAOT BaXKHYIO
POb. DTO MTO3BOJIIET HAOTIOOEHNEe 3a COOTHOIIIEHUEM ITOIb3El M PUCKA MPUMEHEeHU
JIEKAPCTBEHHOTO cpencTBa. PAOOTHUKY 3IpPaBOOXpPaHEHUS MOIXKHEI COOOIIATh O JTFOOBIX
mofo3peBaeMble IT0OO0YHEIE PEeAKITUH.

CpoOK rogHOCTH

5 nert.

He ucnons3oBaTh ocjie UCTe4eHUsI CPpOKa 'OOHOCTY, YKa3aHHOI'O Ha yIIaKOBKe.
YcnoBusi XxpaHeHHUS

CneuuvanbHble YCIIOBUS XpPaHEHUS He HYXKHBI. XpaHUTDh B HEJIOCTYITHOM AJIS JeTel
MecTe.



VYnakoBka

ITo 10 TabneTok B 6mucTepe, mo 1 61ucTepy B KAPTOHHOM KOPOOKe.
Kareropus ornycka

ITo penenrty.
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N CTOYHUK MHCTPYKIIMH

HWHCTpyKIUs IeKapCTBEHHOT O CPeACTBa B3siTa U3 OPUIIMAIbHOIO UCTOYHUKA —
['ocymapCTBEHHOT O PeeCcTpa JIEKAaPCTBEHHBIX CPEOCTB YKPAUHHI.
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