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OBIIAS XAPAKTEPUCTUKA JEKAPCTBEHHOI'O IIPEIIAPATA

1  HAAUMEHOBAHME JEKAPCTBEHHOI'O IIPEITAPATA B it

AAPAL

Hukcap®, 20 mr, TabneTku
MesxayHapoaHOe HernaHTeHToBaHHOe HanMeHoBaHue (MHH): GunactuH.

2 KAYECTBEHHBIM ¥ KOJJMYECTBEHHBII COCTAB
B oxHoti TabneTke coaepxkutes 20 Mr 6unacTuHa.

ITosHBIH CIUCOK BCIIOMOTaTeNIbHBIX BELIECTB CM. B pasene 6.1.

3 JEKAPCTBEHHAS ®OPMA
Tabnertku.

OBanbHBIE JABOAKOBBIITYKJIBIE TabsieTku 0eoro 1BeTa ¢ HaCeUKOon AJis JACJICHHUA, 0e3 MTUHUH WK
TPELIHH Ha ITOBEPXHOCTH.

Haceuka npeaHa3Ha4Y€Ha HCKITFOYUTENIBHO U1 pa3jlaMbIBaHHA TabJIETKU C LIEJIbIO obnerueHus
NnporJyiaTelBaHHUA, a HE AJ1A ACJICHHUA Ha 4aCTH C OOHUHAKOBOH ,HO3IdeBKOﬁ.

4 KIMHUYECKUE XAPAKTEPUCTHUKH
4.1 TIloka3aHHusi K NPHMEHEHHIO

CuMnTOMaTHYECKOE JIEHEHHE NMPH aJUIEPrHYeCKOM PHHOKOHBIOHKTHBHUTE (CE30HHBIM H
KPYIJIOTOAUYHBIH) U KpParBHHULIE.

[Tpenapat Hukcap® nokas3aH K MIPUMEHEHUIO Y B3POCIbIX U MOJPOCTKOB (B Bo3pacTe 12 jieT U
cTapuie).

4.2 Pexxum X03HPOBaHHS H CNOCO0 NpHMeHEHHUSI

Pexxum no3upoBanus

Bspocavie u noopocmxu (12 nem u cmapuse)

20 mr 6unactuHa (1 Tabnerka) 1 pa3 B CyTkH A5 OcinablIeHHA CUMITTOMOB aJIJIEPrH4€CcKOro
PHHOKOHBIOHKTHUBUTA (CE30HHOTO U KPYTJIOTOAWYHOI0) U KpanuBHULI.

Tabnetky cremyer npHHUMaTh BHYTpb 3a | yac 10 WK uepes 2 yaca 1ocie npueMa MuLu Uik
¢bpykToBOro coka (cm. paszmen 4.5).

JIUTENBEHOCTD NEYEHHS

ITpu annepruvyeckoM pHHOKOHBIOHKTHUBUTE JIEUEHHE MIPENapaToM CIIEAyET MPOBOIMTD TOJIBKO B
NeproJ KOHTAKTa ¢ ajsiepreHaMH. [Ipy ce30HHOM alepruveckoM PUHHTE JIEUYEHHE MOXKHO
NPEKPaTHTh N0CJIE pa3pellieHHs CUMIITOMOB U BO30OHOBHTE MOCJIe X BO3BpalleHus. [TauueHram,
CTpafarL{M KpYJIOTOAHYHBIM aJIJIEPrHY€CKUM PUHHUTOM, Mpenapar MO)KHO HEMPEPBIBHO MPUMEHSATh
B TEUEHUE NMEPUO/A KOHTAKTA C a/l/IEpreHaMu. Y MaLMEeHTOB ¢ KpanuBHULIEH [UTUTEIBHOCTD JIEYEHHS
3aBUCHUT OT XapakTepa U MPOAOJDKUTENIbHOCTH CUMIITOMOB, a TAKKE OT WX IHHAMUKH.

Ocobvie epynnbvl nayuenmos
Jlroau moXKunoro Bo3pacTa
[TaneHTaM MOXKMIIOro BO3pacTa KOPPEKLMH 103kl He TpeOyetcs (cM. paszensl 5.1 1 5.2).

Hapymenue byHKLHMH MTOYEK
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Hccnenosanus, mposeneHHBIE Y B3POCIIBIX M3 Iy 0c060ro pHCKa (MallMeHTHI C HApYLIEHUEM
(yHKUMM TIOUEK) NOKA3BIBAIOT, YTO y B3POCIBIX HEOGXOAUMOCTH B KOPPEKTHPOBKE 10351 OMIaCTHHA
HeT (cM. pa3gen 5.2).

Hapyuienune dyHkimu nevenu

OmbIT KIHHHYECKOTO MPUMEHEHHS NPENapaTa y MaLkeHTOB B3POCJIOr0 BO3PACTa C HApYLIEHHEM
(yHKuMM nevenu orcyteTByer. OnHaKo, MOCKONbKY OWJIACTHH He METaGOM3UPYETCS U BBIBOAUTCS C
MOUOH U KaJloM B HEH3MEHHOM BHJIE, YBEIHYEHUSA CHCTEMHOTO BO3EHCTBHS BbILLE 6e30NaCHOr0
YPOBHS y B3POCIIBIX TALIMEHTOB MOXHO He onacatbes. [T03ToMy maumentam B3pociioro BO3pacTa ¢
HapyIIeHHEM (YHKIHHU NeYeHH KOPPEKIIUS O3Bl He Tpebyercs (cm. paszmen 5.2).

Hemu

- Jletu B BO3pacte ot 6 10 11 et ¢ Maccoii Tena He MeHee 20 Kr.
B 570l rpynne nauxeHToB MOXKHO Ha3HAYATh OnnacTus, TaGneTky AUCneprupyemble B MOIOCTH pTa,
10 mr, a Takxke GunacTuH, pacTBop [Uis IpHEMa BHYTpb, 2,5 Mr/mi.

- Metu B Bo3pacTe 710 6 feT U ¢ Maccoil Tena 10 20 Kr.
Hmeromrecs B HacTosee BpEMs aHHbBIE OMUCaHBI B pasnenax 4.4, 4.8, 5.1 u 5.2, Ho
PEKOMEHIALIUH MO PEXKUMY NO3UPOBAHHUS COCTABHTH HEBO3MOYKHO. IlosTomy GunactuH He cremyer
Ha3Ha4aTh NalMeHTaM 3TOH BO3PACTHOM IPYIIMEL.

besomacHocTs u addexTiBHOCTE GHnacTuHa y meteii ¢ HapylIeHHeM QYHKLIMH MOYeK MK MeYeHH He
YCTaHOBJIEHEI.

Cnoco6 npumenenns

Hns npuema BHYTpb.
TabneTku cnemyeT npornaTeiBaTh ¥ 3aMMBATh BOJOL. IIpenapart pekomenayercs npuruMars s
CYTOUHOI [103€ 33 OIUH TIPHEM.

4.3 IIporuBonokasanus

[unepuyBcTBUTENBHOCTS K AeiCTBYyrOMmEMY BelecTBy wH MI0BOMY M3 BCTIOMOTraTeNbHBIX BELLECTB,
MEPEYUCIEHHBIX B paszene 6.1,

4.4  Ocobble yka3anus u Mepsl NPEAOCTOPOKHOCTH NPH NPHMEHEHHH

Hemu

OS¢ dexTHBHOCTE 1 Ge30MmacHOCTb GUAaCTHHA TIpH JIEYEHHH IETEN B BO3pacTe 10 2 JIET He
YCTaHOBJICHBI, U UMEETCH JIMLIb HEOONBILOMN OMBIT KITHHHYECKOTo TIPHMEHEHHUS y N1eTel B BO3pacTe OT
2 110 5 7ieT; MO3TOMY INpH JIEYEHUH TTALMEHTOR M3 STHX BO3PACTHEIX IPyMN OHIACTHH NPUMEHATD He
Clenyer.

Y NauMeHTOB ¢ HapyLIEHUAMU (BYHKLMH MOYekK CpenHeH WM TAKENOl CTereHu OTHOBPEMeHHOe
MPUMEHEHHE OUITACTHHA ¢ MHrUGUTOpaMH P-riukonpoTenHa, HarpUMep ¢ KETOKOHA30/10M,
SPUTPOMHLIMHOM, LIMKJIOCTIOPHHOM, PUTOHABUPOM HITH AMATHA3EMOM MOYKET TMPUBOJMTE K
MOBBILICHHIO KOHLEHTPAUMH OUIACTHHA B [1a3Me H, TeM CaMBIM, K MOBbILIEHHIO pHCcKa
BOSHHKHOBEHMSA €ro NOGOUHBIX AeHcTBHiA. [T03TOMY y MaumeHToB ¢ HapyLEeHUAMH QyHKLMH Moyek
CPE/IHEH HIIH TSDKENOH CTeneHH clieyeT H3GeraTh COBMECTHOrO npHemMa GHUIIaCcTHHA 1 HHIHOUTOPOB
P-rnuxonporeunna.

B nannom nekapcteHHOM TpenapaTe COACPXKHUTCA MeHee, YeM | Mmonb Hatpus (23 mr) Ha TabneTky,
TO €CThb NMPAKTHYECKH «HATPUH HE COAEPIKUTCAY.
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4.5 BsaumopeiicTBHe ¢ ApyrumMu JIEKApCTBEHHBIMH NpenapaTaMu H Jpyrue BHAbI
B3aHMOJAEHCTBHSA

HccnenoBanns B3auMOaEHCTBHS POBOMIHCE TOJIBKO y B3POCIBIX, H HX PE3yJIbTaThl 0600LIEHbI
HIDKE.

BsanmoneiicTeue ¢ numessiMu npomykramu: [THima cHukaeT O1onoCTYNHOCTD GHIaCTHHA Moce
npyuemMa BHYTphb Ha 30%.

BsaumoneticTeue ¢ rpefingpytossiv cokom: B ciyuae NpUMeHeHHs 6unacTuHa B go3e 20 Mr
OIHOBPEMEHHO C IpeirhpyTOBBIM COKOM GHOOCTYMHOCTh GHIACTHHA CHIKANACH Ha 30%.
IonoGHbii ahekT MoxeT HabmomaThes U B cirydae yNoTpebneHus Apyrux GpyKTOBBIX COKOB.
CreneHb CHUKEHHA GHONOCTYITHOCTH MOXKET Pa3/IHYAThCS B 3aBUCHMOCTH OT TIPOM3BOJUTENIS COKA, a
TaKoKe B 3aBUCHMOCTH OT ()pYKTOB, U3 KOTOPBIX OH MOMyyeH. JIaHHOE B3aUMOeHCTRIE o6ycnoBneHo
MHrHOMpoBaHHeM Genka-neperocunka OATP1A2, B oTHOmEHHH KOTOpOro GMIaCTUH SABJISETCA
cy6erpartom (M. paszen 5.2). CHwkaThb KOHUEHTPALMIO GHITaCTHHA B I/1a3M€ MOTYT TaKJKe
/ICKapCTBEHHBIC CPEACTBA, ABJIAIOLIMECS CyOcTpaTaMu ik uHru6uTopamu OATP1A2 (HampuMep,
PHUTOHABUP WK PUDAMITHLHH).

BsaumoneiicTBHe ¢ keTokOHAa3010M MK dpUTpOMHLMHOM: [Ipu coBMecTHOM npueme Gunactuna 20
MI" OZMiH pa3 B CYyTKH U KeTOKOHa30ma 400 Mr OiuH pa3 B CyTKH WM SpUTPOMULIHHA SO0 Mr TPH pasa B
CyTKH Hab/roaeTcs noseiwenre 3HaueHust AUC B 2 pasa u nosbieHHe Cmax B 2-3 pasa. [Tono6Hsie
H3MEHEHHS MOXHO OOBACHUTEL B3aMMOZEICTBUEM HA YPOBHE OeNKOB-NePEHOCUHKOB, OTBEYAIOLINX 32
BBIBEACHHE BEILECTB M3 KIETOK KMIICYHHKA, TaK Kak GUTacTHH ABnseTca cyGeTpartom P-
FTHKONPOTEHHA U He MeTaGonusupyercs (cM. paszen 5.2). Ha npodune Ge3onacHocTH Gunactuna, ¢
OIHOH CTOPOHBI, H KETOKOHA30/1a HIIH 3PHTPOMMULIMHA, C ApYTOH, 3TH 3 deKTEI, MO-BUAHMOMY,
BITUSIHUSA HE OKa3bIBAIOT. [[0BBIIATE KOHUEHTPALMIO GHIACTHHA B MIa3Me MOTYT H Ipyrue
/IeKapCTBEHHBIC Mpernaparel, ABNAIOLIMECs CyGCTPaTaMK HIIH MHTMGUTOPaMH P-rnukonporenna
(HarmpuMep, LMKJIOCTIOPHH).

BsaumoneiicTere ¢ nuntuazemom: B CiTy4ae OMHOBPEMEHHOr 0O NpuemMa GunactiHa B go3e 20 Mmr ¢
auntHaseMom B no3e 60 Mr Cmax GunactuHa nossimanace Ha 50%. IT010GHbIH 3¢ dext MoxkHO
OGBACHUTL B3aHMOJEHCTBHEM HA YPOBHE Oe/IKOB-NIEPEHOCYHKOB, OTBEYAIOLIHX 32 BBIBEICHHE
BEILECTB M3 KJICTOK KMIIEYHHKA (CM. paszien 5.2); Ha NpoduIIb 6e30MacHOCTH GHIACTHHA 3TOT s dexr,
TMO-BUAWMOMY, BIIUSHUS HE OKa3bIBAET.

BsaumopeticTere ¢ ankoronem: ITocie OZHOBPEMEHHOTO MPUMEHEHHUS ANKOTO0JIA U GUIACTHHA B [103¢€
20 Mr OfMH pa3 B CYTKH [ICHXOMOTOPHBIE (YHKLIHHM HAXOJMITHCH HA TOM K€ YPOBHE, YTO M MOCIIe
ONHOBPEMEHHOT'O NMPUMEHEHHUS alKOroJs U raneso.

Bszaumoneiictere ¢ nopasenamom: B Cry4ae ONHOBPEMEHHOI0 MPUMEHEHHs OunacTuHa B mo3e 20 Mr
OAMH pa3 B CYTKH U JiOpasernama B 03¢ 3 Mr OHH pa3 B CyTKH B TeueHHe 8 Heil YCHIIEHHUS
TNOAB/IAIOLIEro AeHCTBUA opasenama Ha [[HC BeIsiBIeHO He GbLTO.

Hemu

Hcenenosanus B3anMoneicTBIs MpoBOAMIHCE TONBKO cpenu B3pocieiX. [lockoneky knuHHYeckuit
OMBIT PUMEHEHHs OUIACTHHA y IETeH COBMECTHO C APyTrUMH JIEKapCTBEHHBIMH CPEACTBAMM, MHULIE
HITH QPYKTOBBIMU COKAMH OTCYTCTBYET, B HACTOSIIHI MOMEHT NpH Ha3HAYEeHUH OHUIACTHHA AETAM
C/ICAYET yUUTBIBATD PE3YIbTAThI MCCIENOBAHHH B3AUMO/IEHCTBHS, MOJTyYEeHHBIE Y B3pOC/bIX. Y neteii
IJTHHAAHECKHUC IaHHBIC, HA OCHOBAHMH KOTOPBIX MOXHO GbINIO GBI CaENaTh BHIBOL O TOM, OKa3bIBAIOT JIU
ofycnoBnenHele B3anmozeictreM usmenenns AUC 1 Cmax OunacTvHa BIHAHKE Ha ero MpOdHIL
Ge30macHOCTH, OTCYTCTBYIOT.

4.6 ®epTHALHOCTD, GePeMEHHOCTD H JAKTALMS

Bepementocte: JlanHble Mo npumenenHio Gunactiua y OepeMeHHBIX JKeHLIMH OrpaHHYeHbI WK
OTCYTCTBYIOT.
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B uccrienoBaHuaX Ha )KMBOTHBIX HE OTMEYEHO NMPAMOTO HITH KOCBEHHOrO BPEJHOrO BO3ACHCTBUA
npenapata Ha penpoayKTHBHYIO QYHKLHIO (TOKCHYHOCTB B OTHOLUEHHH OPraHOB PErpodyKLMH),
POIBI MITH MOCTHATA/ILHOE pa3BUTHE (CM. pasfien 5.3). B kauecTBe Mepbl MpenocTopoKHOCTH
pexomeHnyercs nberats npumenennus npenapara Hukcap® Bo Bpems GepemeHHOCTH.

Kopmnenus rpyapto: Ucenenosanus Ha npeiMeT nepexoaa GUIacTHHA B MOJIOKO MaTepH y 4YenoBeka
HE MpOBOAMIIMCE. HiMeroiuecs B paciopshkeHHH HaHHBIE (GapMaKOKUHETHKH TIOKa3aJlH, 4To y
JKHBOTHBIX OHJIACTHH MEPEXOIUT B MOJIOKO MaTepH (CM. pasnen 5.3). Pewenue o
TPO/IOJDKEHUH/TIPEKPAILEHUH KOPMIIEHHS TPYBIO HIIH O NIPEKpALLeHHH JIeYeHHs/BO3ACPIKAHHH OT
nevenus npenapatoM Hukcap® cremyeT npuHUMATE ¢ Y4ETOM MOJIBb3bI TPyAHOr0 BCKApMJIMBAHHUS U1
peGeHKa U MOoNb3bl OT JIEUeHHs OUITACTHHOM [UTS MaTepH.

DepTunbHOCTh: KMHHYECKHe NaHHBIE OrpaHHYEHDI HITH ke OTCYTCTBYIOT. B HccneioBanuu Ha
KphICax OTPHULIATE/ILHOrO BIUAHKSA NpenapaTa Ha PepTHIBHOCTD BBISBIEHO He GO (cM. paszen 5.3).

4.7 Bnnsinue HA cNOCOGHOCTD YUpaBJIsTL TPAHCNOPTHBIMH CPEACTBAMH H PaboTaTh ¢
MeXaHH3MaMH

[To nanHpIM MccnenoBakHKs, NPOBEEHHOTO ¢ Y1aCTHEM B3POCIIbIX MALMEHTOB, B KOTOPOM M3yUasH
BJIUsIHHE GH/IAaCTHHA HA CIIOCOGHOCTD K YIIPaB/ICHHIO TPAHCTIOPTHBIMH CPEICTBAMH, IPUMEHEHUE
OunactrHa B 03¢ 20 Mr Ha JAHHYIO CIIOCOGHOCTE BIMSHUS He okaseiBaeT. O1HaKo, MOCKOJbKY
MHANBHIya/lbHAA peakLKs Ha JIEKAPCTBEHHbIH MPENapaT MOXKeT BAPLHPOBATH, MALHEHTAM crenyer
PCKOMEHIIOBATE BO3AEPIKATHCS OT YNPAB/IEHHs TPAHCTIOPTHBIMU CPEICTBAMH U obcmyKUBaHUS
MEXaHH3MOB 10 T€X 0P, M0Ka He OyeT BBIACHEH XapaKTep MX WHOMBHUIyalbHOH peakL1y Ha
OunactuH.

4.8 HexenarenbHble peakunu

O61umit mpoduitb Ge30MacHOCTH Y B3POC/BIX H Y MALUEHTOR NOJIPOCTKOBOrO BO3pacTa

B KIMHMYECKHX HCClIe0BAHUAX Y B3POCBIX U MOAPOCTKOB, CTPAJAOLINX alIepPrHYecKHM
PHHOKOHBIOHKTHBUTOM /M XPOHHYECKOH HAMOMATHYECKOH KpPaNHBHHLEH, YaCTOTA BOSHUKHOBEHHS
HEE/TATE/IbHBIX SBIIEHHH Ha HOHe MPUMEHEHHs GUIIacTHHA B 103e 20 MT 6bUIA COMOCTABHMA C
TaKOBOH Y MALKEHTOB Ha (hoHe npuMeHeHus mane6o (12,7% u 12,8%).

B kimHn4eckux ucenenosanusax dassi 11 u 11, MPOBEACHHBIX BO BPeMsi KJIMHMYECKOH pa3paboTkH,
y4acTBOBAIK 2525 B3pOC/IBIX MALMEHTOB M MALMEHTOB TMIOIPOCTKOBOrO BO3PACTa, MPUHHMABLIHX
OMIIaCTHH B pas/IMyHbIX Ao3ax; 1697 u3 HUX nosyyanu 6UIacTHH B no3e 20 mr. B xone aTux
uccnenosanui 1362 naumenra nomyuanu nnaue6o. vV NalWEeHTOB, MPUHUMABLINX OMJIACTUH B [03€
20 Mr 10 MOBOMTY AJIEPIHYECKOrO PHHOKOHBIOHKTHBHTA HITH XPOHHYECKOH HAHOMATHYECKOH
KparMBHHLIBL, Hallle BCErO OTMEYATHCh TAKHE HEXKENATEIbHbIE PEaKLIHH, KaK FOJOBHAS 6osb,
COHJTHBOCTB, OJIOBOKPY)KEHHE H YCTaN0CTh. [IpHGIHM3NTENBHO ¢ Takoi ke YacTOTol 5TH
HEXCIaTE/IbHBIC AB/ICHHA OTMEYAIUCh y MAlMEHTOB, MPUHUMABLIKX MIaLe6o.

Tabnuua ¢ 06061IEHHBIMI JAHHBIME 0 HeXKeNaTeNbHBIX PEAKIHUAX Y B3POCIBIX MALIUEHTOB U
NalKEeHTOB MMOAPOCTKOBOrO BO3pacTa

B Tabnuue Hivke npuBeneHs! HexenaTebHbIE PCaKLHH, CBA3b KOTOPBIX ¢ GMIACTHHOM MpPU3HAHA, 110
KpaHHel Mepe, BO3MOXKHOMH U KOTOpBI€ B IporpamMme KiIHHHYeckoi paspabotku (N = 1697) 6binu
oTMeveHsl 6onee yem y 0,1% NMalHEHTOB, MPUHHUMAaBIIUX OUTacTUH B no3e 20 Mmr.

OHu pacripesiesnieHs! 110 4acToTe creay oM obpazom:

Ouens uvacrto (> 1/10)

Yacro (> 1/100, 1o < 1/10)

He uacto (> 1/1 000, Ho < 1/100)

Pexko (= 1/10 000, 1o < 1/1 000)

Ouens penko (< 1/10 000)

HacroTa HensBecTHa (Ha OCHOBaHHM MMEIOLLMXCA JAHHBIX OLIEHUTS HEBO3MOXKHO)



HexxenarenbHble pCaKlUHH, BOSHUKAIOLIHUE PEAKO U OUEHB PEIKO, a TAKXKE Te, HACTOTa KOTOPLIX
HCHU3BECTHA, B TﬁG.ﬂl/lLle HE YKa3aHblI.

OpraHbl H CHCTEMBI 0PraHoB

Bunacrtun Bo

Bunactun
SGinir: BCeX J03ax Ilnaue6o
YacToTa HexenaTtenbHas peakuus N = 1697 N=2525 =1362
HHgpexyuu u uneasuu
He yacto [ I'epriec B o6acTu pra I 2 (0,12%) | 2 (0,08%) I 0 (0,0%)
Hapywerus memabonusma u numarnus
He yacto | MoBslmenue annetura [ 10 0,59%) | 11 (044%) | 7(05 1%)
Hcuxuyeckue Hapywenus
T p— YyBCTBO TpeBoru 6 (0,35%) 8 (0,32%) 0(0,0%)
Becconnuia 2 (0,12%) 4 (0,16%) 0(0,0%)
Hapywenus co cmoponw HepsHoii cucmemeot
Yacto CoHTHBOCTB 52 (3,06%) 82 (3,25%) 39 (2,86%)
I'onosHas 6omp 68 (4,01%) 90 (3,56%) 46 (3,38%)
He uacto ["onoBokpyxeHue 14 (0,83%) 23 (0,91%) 8 (0,59%)
Hapy1ieHus co CTOpOHBI Oprana 3peHus
< TuHHUTYC 2 (0,12%) 2 (0,08%) 0 (0,0%)
Bepruro 3 (0,18%) 3 (0,12%) 0(0,0%)
Hapywenus co cmopone cepoya
BJiokana npaBoit Hoxku myuka [uca 4 (0,24%) 5(0,20%) 3 (0,22%)
CuHycoBas apuT™Mus 5 (0,30%) 5 (0,20%) 1 (0,07%)
He gacto Yununenue untepsana QT Ha
S —— 9 (0,53%) 10 (0,40%) 5(0,37%)
Jpyrue otknonenns Ha DK 7 (0,41%) 11 (0,44%) 2 (0,15%)
Hapywenus co cmoponsi dvixamensroii cucmemsr, 0p2an08 2pyOHOI KNemKku U cpedocmeHus
UCITHOJ 2 (0,12%) 2 (0,08%) 0 (0,0%)
He ygacro MCKOM(OPT B HOCY 2 (0,12%) 2 (0,08%) 0(0,0%)
CyxocTb B Hocy 3 (0,18%) 6 (0,24%) 4 (0,29%)
Kenyoouno-kuweynvie Hapyuenus
Bonb B BepXHel 4acTH ®UBOTA 11 (0,65%) 14 (0,55%) 6 (0,44%)
Bornb B xuBOTE 5 (0,30%) 5(0,20%) 4 (0,29%)
TorwHoTa 7 (0,41%) 10 (0,40%) 14 (1,03%)
Herinea HUCKOMAOPT B XKeTy ke 3 (0,18%) 4 (0,16%) 0 (0,0%)
Hapes 4 (0,24%) 6 (0,24%) 3 (0,22%)
CyxocTb Bo pry 2 (0,12%) 6 (0,24%) 5 (0,37%)
HCIIETICHS 2 (0,12%) 4 (0,16%) 4 (0,29%)
[actpur 4 (0,24%) 4 (0,16%) 0 (0,0%)
Hapywerus co cmoponer koscu u nodkoorcnsix mranei
Hewacto  [3yn | 2012%) | 40,16%) | 2(0.15%)
Obwue Hapywenus u peaxyuu 8 mecme 88edenus
Ycranocts 14 (0,83%) 19 (0,75%) 18 (1,32%)
Kaxnma 3(0,18%) 4 (0,16%) 1 (0,07%)
He vacto YIyyleHHe MPEKHEr0 COCTOSHUS 2 (0,12%) 2 (0,08%) 1 (0,07%)
[Tupekcus 2 (0,12%) 3 (0,12%) 1 (0,07%)
AcTteHus 3 (0,18%) 4 (0,16%) 5(0,37%)
JlabopamopHyie u uncmpymenmansHbie danHbie
[ToBeIIeHHE YPOBHSA ramMMa-
Iy TaMATTpaHChepash 7 (0,41%) 8(0,32%) 2 (0,15%)
[ToBeIntenue ypopHs
aJlaHHHaMMHOTpaHchepasbl > (0,30%) 3 (0,20%) 3(0,22%)
[TosbieHue yposus
He yacto acrnapraTaMUHOTpaHchepassl 340,18%) ? 10126) 20,22%)
I
Kpo::;meﬂne YPOBHSI KpeaTHHHHA B 2(0,12%) 2 (0,08%) 0 (0,0%)
[ToBbImr
Kpo:ﬂ CHUE YPOBHS TPUTITHLIEPHUIOB B 2(0,12%) 2 (0,08%) 3 (0,22%)
[ToBblleHKHe Macchl Tena 8 (0,47%) 12 (0,48%) 2 (0,15%)
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Hactora Hen3BecTHa (Ha OCHOBAHMH UMEIOLIMXCS JAHHBIX OLIEHHTD HEBO3MOXKHO): B TeueHne
MOCTPErHCTPALHOHHOTO TIEPHOJa HAGIIOAANIHCD: OLLYIEHHE cepaALEeOHeH s, TAXHKAP/IKS, PeaKLIUH
TUIEpYYBCTBUTEIHOCTH (TaKHe Kak aHadUIIaKCHs, AHTMOHEBPOTHUECKHI OTEK, IUCITHOD, CHIT,
JIOKAJIbHBIA OTEK / MECTHBIH OTEK M 3pUTeMa), a TaKXKe PBOTA.

OmnvcaHne OTAENBHBIX HeXKENATENbHBIX PEaKIHUii Y B3POCIBIX MALMEHTOB U MALUEHTOR
MOJPOCTKOBOrO BO3pacTa

CoHTMBOCTS, roloBHas GOJIb, FONIOBOKPYKEHHE U YCTAIOCTE HaBIONANHCH y NMaLMeHTOB,
nony4aBiuux 20 Mr 6unacTHHa WK miaue6o. X 4acToTa CoCTaBIsiia COOTBETCTBEHHO 3,06% u
2,86% — connuBocts; 4,01% u 3,38% — ronosHas 6onb; 0,83% u 0,59% — ronoBokpy:xenue u 0,83%
u 1,32% — ycranocts. -
HMHpopmauus, nomyyeHHas B Xoe MOCTPErHCTPALHOHHOTO HaloIeHHs, TOATBEPAKIIA IPOGHIIL
besonacHocTy, HaGOAaeMBI BO BpeMs KITHHMYECKO#H pa3paboTKHu.

Obuwi npodrIE 6€30MACHOCTH y NAIMEHTOB MEHATPHYECKOro TPOdHIA

Bo BpeMms KIMHHYECKOH pa3paGoTKM YaCTOTA, THIT M THKECT HEXKeaTebHbIX peakiuii y MoapoCcTKOB
(ot 12 no 17 niet) 61T TAKUMH Xe, KaK U 'y B3pocinbix. Mndopmanus, cobpannas B naHHOIM rpyrre
(MOAPOCTKHM) BO BpeMst MOCTPErHCTPALIMOHHOTO HaGIOieHHs, Gbiia MIOATBEPIKAEHA pe3yJibTaTaMu
KJIMHHYE€CKHUX HUCIBITAHUA.

ITpouent nere# (ot 2 10 11 1€T), y KOTOPBIX HAGTIOMATHCE HEXKeNATENbHbIE asienus (HA) nocne
npuema GuacTiHa 10 Mr Uis fiedeHus NPy anmeprudeckom PHUHOKOHBIOHKTUBHTE WITH XPOHHUYECKOH
MIMOMATHYECKON KParMBHHULE HA MIPOTAKEHUH |2-HemeNnbHOro KOHTPOJIMPYEMOT0 KIIHHUYECKOTO
HCClIe10BaHKs, OBl CPABHMM C TAKOBBIM B FPYTITIE NALUEHTOB, nofyuaBLIKX riauedo (68,5% nporus
67,5%).

CootserctByrowmmu HS, coobuienus o KOTOPBIX MOCTYNUH oT 291 pebenka (ot 2 go 11 ner),
nosy4aBruero 6unactux (B Gpopme TabneTox, AUCTNIEPrUPYEMBIX B MOJIOCTH PTa) B XOJE KIMHUUYECKHUX
ucnibiTanui (“260 neteit nomyuanu TMpenapart B Xo1e KITMHAYECKMX UCTIbITAHHI Ha NpeIMeT
GesomnacuocTy, 31 peberok nomyuan Mpenapat B Xoae hapmMakoKHHETHUECKHX HCCIeA0BaHHH), GbLTH
roIoBHas GOk, aNEPrUYeCKHii KOHBIOHKTHBHT, PHHHT U GOJTh B JKUBOTE. HexenarensHele senenus,
MOJAOGHbIE 3THM, C COTOCTABMMO YaCTOTOM OTMEYaHeh y 249 nauueHTOB, noayyaBIIMX mianeso.

CBoziHas TabIMIIA JAHHBIX O HEXE/TATeTbHBIX PEAKIIUIX Y NALHEHTOR MeIMATPHYECKOrO Mpoduas
B Tabnuue Hiwke NpuBeaeHb! HexXeNaTebHbIe SBIEHHS, CBA3b KOTOpBIX ¢ GMIACTHHOM MpPHU3HaHA, MO
KpaHHe# Mepe, BO3MOXHON M KOTOphle GBUIH OTMEUeHb! Gosee yem y 0,1% nereii (ot 2 mo 11 ner),
TNOMTY4aBUINX GUITACTHH BO BPEMS KJIMHHYECKOM paspaboTku npenapara.

OHH pacripeIeNe kI 110 YacToTe CIeAYIOLUM obpazom:

Ouens yacto (> 1/10)

Hacro (> 1/100, 1o < 1/10)

He yacto (> 1/1 000, 1o < 1/100)

Pezko (= 1/10 000, Ho < 1/1 000)

Ouens penko (< 1/10 000)

YacToTa Heu3BeCTHa (HA OCHOBAHHH MMEIOLIMXCS NAHHBIX OLICHHUTh HEBO3MOKHO)

HexxenarensHeie PEaKUHH, BO3HUKAIOLIIHE PE€IOKO 1 OYEHB PENKO, a TaKxKe T€, 4aCTOTa KOTOPBIX
HEHU3BECTHA, B Ta6n14ue HE YKa3aHBhI.

Opraubl U cHCTEMBI OpraHoB Bunacrun
10 ITnaue6o
YacToTa HexenartenbHnle peakunu (n = 291)* (n=249)
Hnghexyuu u unsazuu
Yacto | Punur l 3 (1,0%) | 3(12%)
Hapywenus co cmoponst Heparoii cucmemur
Yacto ["onoBHas 601b 6 (2,1%) 3 (1,2%)
He yacto ["010BOKpYKeHue 1 (0,3%) 0 (0,0%)
IToTeps co3nanus 1 (0,3%) 0 (0,0%)
Hapywenus co cmoponsl opzana 3penus
YacTo AJIEprYeCKHii KOHbIOHKTHBUT 4 (1,4%) 5 (2,0%)
He yacrto Pasnpaxcenue rnas 1 (0,3%) 0 (0,0%)

/KenydouHo-kuuieunvle Hapyutenus
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Yacto Bosib B xuBOTE / 60JIb B BEPXHEH YaCTH )KHUBOTA 3 (1,0%) 3 (1,2%)
uapes 2 (0,7%) 0 (0,0%)
He vacro TomHoTa 1 (0,3%) 0 (0,0%)
Ortexk ry6 1 (0,3%) 0 (0,0%)
Hapywenus co cmoponsl koscu u nodkoxcHbix mranei
Oxk3ema 1 (0,3%) 0 (0,0%)
Ei e Kpanuernna 2(0,7%) 2(0,8%)
Obwjue HapyuieHus u peakyuu 8 mecme 88edeHus
He yacro | Ycranocts l 2 (0,7%) I 0 (0,0%)

#260 nereit mosyuanu npenapar B Xofie KIIHHHYECKMX MCTIBITAHAN Ha npenMet 6e3onacHocTy, 31
PeBGeHOK MoJTyyan npenapar B X0Ae UCC/IeN0BaHUs (hapMaKOKHHETHKH.

OmnucaHne OTAENbHBIX HeXeNIaTeNbHbIX PEaKIHil Y MALMEHTOB MeIMATPHYECKOro npobuns
['onosHas 601k, 601 B )KUBOTE, ANIEPrUYECKHI KOHBIOHKTHBUT 1 PUHUT HaGTIONATHCE Y NeTei,
NOJTy4aBLIMX WM 6unactul B no3e 10 Mr, wiu nnaue6o. Beuu MOJTy4eHbI COOOLIEHHS O ClIeayromeH
yacrore: 2,1% u 1,2% — ronosnas 6one, 1,0% u 1,2% — 6onb B uBore, 1,4% u 2,0% —
anaepruyecKui KOHbIOKTHBHT, 1,0% u 1,2% — punuT.

Coob1enue o [TOAO3PEBAEMBIX HEXEIATEIBHBIX pEeaKLIUIX

BaxkHo coofwath 0 nofo3peBaeMbIX HeXeNaTeNbHBIX PeakLUiX noc/e PerucTpaLuH JeKapCTBEHHOTO
mpenapara C LENbI0 00GeCreyeHHs HENMpepbIBHOIO MOHHTOPHHIA COOTHOIIEHHS «IIO/b3a - PHUCK»
JICKApCTBEHHOrO  mnpenapata.  MeQHUMHCKMM — paGOTHHMKaM  peKOMEeHZyeTcs  coobmate o
MONO3PEBACMBIX HEMENATENBHBIX PEAKLUMAX JIEKAPCTBEHHOTO TperiapaTa wdepes HALMOHATBHYIO
CHCTEMY COODIIEHHS O HEXKENATENbHbIX PeaKLIUAX:

Pecry6nuka Benapyce

220037, Munuck, ToBapuieckuii niep., 2a

YII «LleHTp 9KCNEpPTH3 U HCTIBITAHUH B 37PaBOOXPAHEHHH)

Tenedon oraena papmakonamsopa: +375 (17) 242-00-29; dakc: +375 (17) 242-00-29

On. noyta: repl@rceth.by, reeth@rceth.by

https://www.rceth.by

4.9 Ilepeno3upoBka

WHpopmauus, kacarommascs ocTpoi nepen03npoBKU GHUIacTHHA, TIOJTyYeHa U3 OMbITa KIIHHHYECKHX
MCTIbITAHHH, TPOBECHHBIX BO BPeMs Pa3paGOTKH M NOCTPErHCTPALMOHHOTO HAGTIONSHHS., ITpu
POBEACHHUH KITMHHICCKHX HCTIBITAHUH HA (OHE NPUMEHEHUs GUNACTHHA B 103aX, MPEBbILIABLINX
TepanesThH4eckyio B 10-11 pa3 (220 mr B ciryuae ofHOKpaTHOTO NpuUMeHeHus, THGO 200 Mr/cyT B
Citydae MPUMEHEHHS B TEUEHHE 7 IHEH), HexenaTebHBIE SBICHHUS BO BpeMs pHema npenaparay 26
B3POCJIBIX 310POBBIX I00POBOIBLIEB BO3HUKAIIH B 2 pasa Yallle, 4eM Ha (oHe NpUMEHEHHs rnaue6o. B
HHCIIC HEXENATENbHBIX PeaKLMH, KOTOPbIe OTMEYAIMCh Hallle BCEro, GbLTH roJ0BOKpYsKEHHE,
rojioBHas 60/1b U TowHOTa. CepbesHbIX HeXKeNaTEeNbHbIX ABJEHHH U 3HAYHTENBHOO YIUTHHEHHUS
unrepeana QTc otMeyeHo He Gbut0. MHpOpMauums, cobpanHas Bo BpeMsl MOCTPErUCTPALIHOHHOrO
HabJIIONIeHHs, cornacyeTcs ¢ HHpopMaLHel, 0 KOTOpoii coobumanock TP MPOBENEHUH KITHHUUYECKUX
UCIIBITaHUH.

B niepekpecTHOM Hcclen0BaHIM C H3MEPEHHEM HHTEPBAIIOB QT/QTe, B koTopom y 30 310poBBIX
B3pOCIIBIX 0OPOBOBLIER H3yYallH BIUSIHUE OUIACTHHA Ha PETONAPHU3ALIHIO JKETYI0UKOB MPH €ro
MHOTOKpaTHOM npumeHeHuH (100 Mr/cyT B TeueHue 4 qHelt), CTATHCTHUECKH 3HAYHMOTO YIUIMHEHUS
unHrepBana QTc BbIABIEHO He HABMIOAANOCH.

JlaHHBI€ O Mepe103nPOBKeE Y feTel OTCYTCTBYIOT.

B cryyae mepeno3supoBKH pekOMEHIO0BAHO CHMITOMATHYECKOE H MOJAAEPKUBAIOLLEE JIEUEHHE.
Crieuuduyeckunii aHTHIOT B OTHOLIEHUH GHIACTHHA HEM3BECTEH.
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5  ®APMAKOJOIMYECKHE CBOMCTBA
5.1 ®apmakoaHHAMHYEeCKHE CBOIiCTBA

®DapmakoTepaneBTHYeckas rpynma: JIpyrie aHTHIHCTAMMHHBIE CPECTBA CHCTEMHOTO NEHCTBHUA.
Kon ATX: R06AX29.

MexaHnusm neiictus

BHUacTHH — 3T0 aHTHUrHCTAMMHHOE CPE/ICTBO JUTHTENBHOTO AEHCTBHS, He BRI3BIBAIONIEE CENaTHBHONO
3¢ dekra, n36upaTeNbHO CBA3BIBAIOLIEECH C NIEpHDEPHYECKIMHU Hi-peuentopamu u He
CBA3BIBAOILEECS C MyCKAPUHOBBIMU PELIENTOPAMH.

B ciryuae onHokpaTHOrO NpUMeHeHNs GUIaCTHH B TedeHHe 24 YacOB MOJABIISET BbI3bIBAEMEIE
THCTAMHHOM KOXHBIE PEaKLMH, CONPOBOMIAIONINECS BOJIABIPAMHU U 3PHTEMOA.

Kiunuveckas scddekruBHOCTB ¥ Ge30macHocT

B KIHH1YeCKHX MCCNIeI0BAHMAX, B KOTOPBIX YHACTBOBAIH B3POCJIBIE U TMTOJAPOCTKH C alIePrHYECKHM
PHHOKOHBIOHKTHBHTOM (CE30HHBIM K KPYIJIOTOMYHBIM), Ha (OHE NPUMeHeH s GUIacTHHA B 103e 20
Mr 1 pa3s B cyTku B TeueHHe 14-28 aHeit oTMeuanock ocaabieHue TakiuX CUMITOMOR 3aboneBaHus, Kak
dHXaHHE, BBICICHHUS U3 HOCA, 3y/1 B HOCY, 3AJI0KEHHOCTb HOCA, 3y/1 B I71a3ax, CIe30TeHeHHE U
nokpacHenue rias. C nomouisio 6unactiHa gocturancs 3 hekTHBHBbIE KOHTPOJIb CUMIITOMOB B
Te4YeHHe 24 4acos.

B ByX KIMHHUYECKHX MCCIIEOBAHMSAX C yHACTHEM MALUEHTOB, CTPaJaroIMX XPOHHUECKOH
MIHOMATH4ECKOH KpannBHHULEH, GUMacTHH B 103e 20 Mr, MOTyYaeMblii oxuH pa3s B CYTKH Ha
NPOTsKEHNH 28 nHeH, 6bit 3G GeKTUBEH B CHIKEHHH MHTEHCHBHOCTH 3yAa, KONMUYECTBA U pa3Mepa
BOJIABIPEH, a TaloKe IMCKOM(OPTA MALMEHTOB, BEI3BAHHOTO KPAMMBHUIIEH. Y NALHEHTOB
HabJII0/1a7I0Ck YITyUlLlIeHHe CHA M KaYeCTBAa KU3HH.

Hu knuHnvecku 3naunMoro yunaenus untepeana QTc, Hu APYTHX HAapyILIEHHH CO CTOPOHBI
CEPACHHO-COCYIUCTOH CHCTEMBI B KJIMHHYECKHMX MCCIIE0BAHUSIX GUIACTHHA BBISBICHO HE GBLIO —
A2Ke B ClTy4ae ero NpUMEHEeHHs y 9 yUaCTHHKOB B TeueHue 7 qHel B 1o3e 200 Mr B cyTkH (B 10 pa3
BbILIE KITMHUYECKOH 103BI) 1 B CIyyae ero MpHUMeHEeHHs OHOBPEMEHHO ¢ MHrubuTopamu P-
[JIMKOIPOTEHHA, TAKMMHU Kak KETOKOHa301 (24 y4acTHHKA) W SpUTPOMULIKH (24 yuactHuKa). Kpome
TOTO, OBII0 NPOBEJEHO TLIATENBLHOE HCCIIEA0BAHHE C yuactiem 30 106poBonbLEB Ha MpeaAMET
BJIMSHUSA MpenapaTa Ha uHTepsan QT.

B KOHTpOJIHPYeMBIX KITHHUYECKHX HCCIIEN0BAHUSX TpH pEKOMEHTyeMOH 103€ 20 Mr OfIHH pa3s B CyTku
Npodub 6€30MacHOCTH GUIACTHHA B OTHOLIEHUH [THC 6611 ananoruuen takosomy y miaue6o, a
1acTOoTa MOSBJICHHUSA COHIIMBOCTH CTATUCTUYECKH HE OTIHYAIACh OT TAKOBOM Ha (oHe nprmeHenus
nnane6o. B kMHHYecKHX HeenenoBaHUAX GUnacTu, NPUMEHAEMBIH B 103aX 10 40 mr 1 pas B cyTku,
BITHAHHA Ha [ICHXOMOTOPHBIE (DYHKLIMH U Ha CIOCOGHOCTS K YTIPaBIeHUIO TPaHCMOPTHBIMH
CPEACTBAMH B CTAHIAPTHOM 3K3aMEHE IO BOYKIEHHIO HE OKA3bIBAI.

Y nauueHToB MoXuI0ro Bospacra (> 65 J1eT), BKJIIOUEHHBIX B uccnenoBanus 11 u 111 dazel,

3 (eKTHBHOCTB M Ge30MaCHOCTD MPeNapaTa He OTIHYATHCH OT TAKOBBIX y nalueHToB Gonee
MOJIOZI0TO BO3pacTa. B noctperucTparioHHoM ucenenoBanuy, MPOBEIEHHOM C y4yacTHeM 146
MAaLMEHTOB MOXMIIOro BO3PACTa, Y HUX 110 CPABHEHHIO C APYTHMH WieHAMH TPYTIIBI B3POCIIBIX
YHaCTHUKOB pa3IH4Ui B npoduie 6€30MacHOCTH He BBIABIEHO.

Hemu

Ionpoctku (ot 12 1o 17 net) 6binu BTIOYEHBI B NporpaMMy KIMHHYecKo# pa3pabotku. B xoze
KIMHHHYCCKHX HCCICA0BAHUH OUIAacTHH Momyyany 128 noapocTkos (81 — B nBOMHBIX crienbIx
MCCIIEIOBAHMAX TIPH AJIEPTHYECKOM PHHOKOHBIOHKTHBHTE). JIpyrue 116 MOAPOCTKOB OBLTH
PaHAOMH3MPOBAHbI B FPYIbl Y4YaCTHUKOB, TOJIYYaBLINX AKTHBHBIE Tnperiaparsl CpaBHEHHUS WITH
naue6o. Pasnnunit B 3 gekTHBHOCTH U Ge30macHOCTH MEXy B3POCI/IBIMH U MOAPOCTKAMH He
Habnmoaanocs.

CorjiacHo peKoMeHaaLMAM, 10Ka3aHHas SPEKTHBHOCTE Y B3POCIIBIX U MOJPOCTKOB MOXKET OBITH
SKCTparonpoBaHa Ha N€TeH, MOCKOMbKY MOKa3aHO, YTO CHCTEMHOE BO3JEHCTBHE, HABMOAEMOe npu
npueme GunacTiHa B 1o3e 10 Mr neTemu B Bo3pacTe 0T 6 10 11 €T ¢ Maccoii Tena He menee 20 kr,
COOTBETCTBYET BO3JCHCTBHUIO, HAONMIONaEMOMY NpHU TIpHeMe GutacTHHa B 03¢ 20 Mr B3POCJIBIMH (CM.
pasaen 5.2). DKCTpanonsims JaHHbIX, OTyYeHHbIX Y B3POCJIBIX U MOAPOCTKOB, CYUUTAETCS
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00OCHOBAHHOM B Clly4ae JaHHOTO JIEKAPCTBEHHOIO CPEACTBA, Tak KaK NMaTo(GH3HOIOrUs
aJIePruyieCKOro pHHOKOHBIOHKTHBHUTA ¥ KPATTMBHHLIBI ABJIAETCS OUHAKOBOM BO BCEX BO3PACTHBIX
rpymnmnax.

B 12-Hesie1bHOM KOHTPOMPYEMOM KIHHHYECKOM HCCIIEI0BAHHY C YYACTHEM AETEH B Bo3pacTte 2-11
net (seero 509 aereit, 260 U3 nux nomyyanu Gunactun 10 mr: 58 — B Bospacte ot 2 110 < 6 fer, 105 —
B BO3pacTe oT 6 10 <9 nieT u 97 — ot 9 510 < 12 sier, a 249 neteit nonyuanu miaue6o: S8 — B BO3pacTe
oT 2 1o < 6 niet, 95 — B Bo3pacte oT 6 10 <9 neT u 96 — B Bo3pacte oT 9 no < 12 net) npu npreme
npenapata B 103e 10 Mr oauH pas B CyTkH (103 peKOMEH0BaHA [T IPUMEHEHHS y MaLHEHTOB
neauaTpryeckoro npoduis) npoduns GesonacHocTr Gunactuna (n = 260) 6611 aHATOrHYEH
npodumo 6e3onacHocTy miane6o (n = 249); Npu 5TOM HeXeNaTebHbIe JIEKApCTBEHHBIE PeaKLMU
Habmonanuce y 5,8% u 8,0% naumeHToB, NPUHUMABLIMX, COOTBETCTBEHHO, OHIacTUH 10 Mr U
niaue6o. [Tpuem kak Gunactuna 10 mr, Tak 1 nane6o MPUBOJMI K HEOOBLIOMY CHHKEHHIO
COHJTHBOCTH M Ce1aTMBHOTO 3)(eKTa NpH OLEHKE 110 MeJHATPHIECKOMY OMPOCHHKY KACATENbHO
kauectBa cHa (Paediatric Sleep Questionnaire, PSQ), NpUYEM CTaTHCTHYECKH 3HAUYMMas pasHHLa
ME}CLY TPYTITaMH JICYCHHs OTCYTCTBOBANA. Y STHX AeTei B Bospacte ot 2 o 11 jieT, mpHHUMaBLIHX
Ounactus B 103e 10 Mr/cyT, He 65110 OGHapPyXKeHO 3HAYUMO Pa3HHLIBI B POAO/LKUTETBHOCTH
uuTepBana QTC Mo cpaBHEHHMIO C IPYINOi AeTel, MPUHUMABIIKX M1ane6o. C MIOMOLIBIO
CMCLMANEHOrO OMPOCHHKA KacaTe/bHO Ka4eCTBa KU3HHU JIeTeH, CTPaJaroHMX alepruyeckum
PUHOKOHBIOHKTHBUTOM WJIM XPOHUYECKOH KPAMUBHHULIEH, GbINI0 OTMEUEHO 0611ee MOBbILIEHHE
nokasaresnel 6e3 CTaTHCTHYECKH 3HAUNMO# Pa3HUIIBI MeK/Iy TpyMNIaMH y4aCcTHUKOB, PUHUMABILIHX
GunacTuH U nnaue6o. Beero B uecenoBanuu y4acTBoBaso 509 nereit, Biuttouas: 479 yuacTHUKOB ¢
AJUIEPrUHECKUM PHHOKOHBIOHKTHBHUTOM M 30 yHaCTHHMKOB C JHATHO30M (XPOHHYECKAs KpanuBHHULAY.
260 nereit momyuanu 6unactun; 252 (96,9%) — ¢ annepruyeckomM pUHOKOHBIOHKTHBUTOM 1 8 (3,1%) -
C XpOHM4EeCKOH KpanuBHHULEH. CXonHBIM 06pa3om, 249 nereit noyyanu mnaue6o: 227 (91,2%) —c
AJLICPTHIECKOM PUHOKOHBIOHKTUBHUTOM 1 22 (8,8%) — ¢ XpoHUYecKo# KpanuBHULEH.

EBpornetickoe AreHTCTBO M0 leKapCTBEHHBIM CPEACTBaM OTKA3ajoch OT 0043aTeNbCTRA
MpENOCTaBICHHS PE3YIbTATOB UCCIIENOBAHUI NIPUMEHEHHUS GUTACTHHA BO BCEX MOATpynax
MalHEHTOB NeHAaTPUYECKOro MpoduIs B BO3pacTe 10 2 JeT (MHbOpMALMs 110 NIPUMEHEHHIO Y NeTeH —
cM. paszen 4.2).

5.2 ®apmakokHHeTHYeCKHe CBOiicTBA

Abcopbums
[Tocne nprema BHyTps GumacTHH OBICTPO BcackIBaeTCA, a €ro MaKCUMabHas KOHLIEHTpALMA B M1a3Me

AOCTHraeTes NpHOIM3UTENBbHO Uepes 1,3 yaca nocrie npuema. Kymynsunu npenapara ue
Habmronasnoce. CpenHee 3HaYeHue GHOIOCTYTHOCTH GHTACTHHA TIpH NpUeMe BHYTPb COCTaBIISAET 61%.

Pacnpenenenue

Hccnenosanus in vitro u in vivo nokasanu, uto 6unactun ABNAeTCA cybeTpaTtoM P-rimkonpoTenHa
(cM. pasnen 4.5 «B3aumopeiicTBue ¢ KETOKOHA30JI0M, 3pUTPOMHLIMHOM M AUTHAa3eMOM») 1 OATP
(MONMNEeNTHABI-IEPEHOCHHKH OPraHHYECKHX aHWOHOB) (cM. paszen 4.5 «B3aumopeiicTsue ¢
rpeiindpyToBeiM cokom»). T1o Beeit BUIMMOCTH, GUNACTHH He ABASETCS cy6cTpaTom nepeHocurka
BCRP (6enok nexapcteHHO# pesucTeHTHOCTH paka MOJIOYHOM >Kele3bl) UIIM MOYSUHBIX
neperocurkoB OCT2, OATI1 u OAT3. Ha ocHoBaHHK Pe3yJIbTaTOB HUCCIIEA0BAHUH iR Vilro MOXHO He
OracaThCs HHrHOMPOBaHHA GHIACTHHOM CITEIyIOLIHX NEPEHOCYHUKOB B CHCTEMHOM KPOBOOGpAIEHHH:
-ravkonporens, MRP2, BCRP, BSEP, OATP1B1, OATP1B3, OATP2BI, OATI, OAT3, OCT]I,
OCT2, u NTCP, nockonsky 65110 3aperuCTPUPOBAHO JIHLUE JIETKOE HHIHOKUpOBaHHe P-
rinvkonpoternna, OATP2B1 u OCT]1, fpH4eMm, coryacHo ouenke, ICsp > 300 MkM, 4TO 3HAUHTENBHO
BBILIE PACUETHONH KIMHUYECKON Crax B TUIa3ME, H, CIIEA0BATENIbHO, B3aUMOMIEHCTBUE STHX BHIOB He
HMEET KITMHHYECKOro 3HaueHHs. OIHaKO Ha OCHOBAHHH PE3yJbTATOB TEX JKe UCCIIeI0BAHMIL
HHrMOHpOBaHKe GUITACTHHOM GeKOB-NEPeHOCYMKOB, HAXOIAILNXCS B CIU3UCTOMN 0bonouke
KHLICYHHKA — HanpuMep, P-riukonpotenHa — UCKITFOUUTE HEBO3MOIKHO.
B TepanesTHueckux 103ax GunacTun cesizbiBaeTcs ¢ GekaMu miasMer Ha 84-90%.

BuoTrpanchopmanus
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B uccnenosanusax in vitro GUnacTHH He HHAYMPOBAJ U HE MOAABIISI AKTHBHOCTb H30()epMEHTOB
uutoxpoma P450.

DJIMMHHALIHSA
[lo nauHbIM MccnenoBanus GaaHca Maccel, MPOBEAEHHOTO ¢ Y4acCTHEM 3710pPOBBIX B3POCIIBIX

106pOBOJIBLIEB, NOC/IE OXHOKPATHOTO nonyuenus *C-6unactuna B 1o3e 20 Mr noutu 95%
MOJTYHEHHOrO npenapara 6110 0GHapyxkeHo B Moue (28,3%) u kane (66,5%) B BHE HEM3MEHEHHOTO
GunacTiHa, M3 Yero MOXHO 3aKIIIOYHTh, YTO B OPraHH3ME YeNoBeka GUIACTHH MeTaboU3UpyeTCS B
He3HauMTeIbHOH cTeneHu. CpenHuii rokasaTenb epHoO/a MOy BBIBEAEHNS GUIACTHHA Y 310pPOBBIX
n06poBobLIEB cocTaBiseT 14,5 yacos.

JIMHEeHHOCTD
B nccnenosanun oTHOCHTENBHO ManaszoHa 103 5-220 Mr 6UTacTHH ACMOHCTPHUPYET TUHEHHYIO
(hapMaKOKMHETHKY C HH3KOH HHAMBUIYATbHON BapHAGETbHOCTHIO.

Hapymenue dbyHkimu novek

B mccrnenoBanuu ¢ yyacTieM NauueHTOB, CTPafatOLHX HapylieHHeM (YHKLHH ToYeK, b0
nokasano noseimeHue AUC o (= CO) ot 737,4 (+ 260,8) Hr-u/mn y MaLMEHTOB C HOPMaJIbHO
dyHkuuei noyek (CKD > 80 mn/mun/1,73 mM2) no 967,4 (£ 140,2) Hr-u/M y naumeHToB ¢
HapyEHUAMH QYHKLMH Movek Jerkoii crenenu Tsukect (CKD: 50-80 mu/mun/ 1,73 M?), no 1384,2
(% 263,23) Hr'4/M1 y NaUMEHTOB C HAPYIIEHHAMH CPEAHEH CTENeHH TSHKECTH (CK®: 30-<50
ma/mun/1,73 m?) u o 1708,5 (+ 699,0) Hr-4/mMn y nauueHTos ¢ HapyLIEHUAMH TOKENION CTENeH!
(CK® <30 mn/mun/1,73 M?). V naumeHToB ¢ HOPMAaJIbHOH (pyHKLMEH noYek CpeHHil moKasaTess

(£ CO) nepuona romyBbIBeIeHHS GHIACTHHA COCTABIIST 9,3 4 (*2,8), y nauueHToB ¢ HapyIeHHAMH
nerkoi crenenu — 15,1 4 (£ 7,7), y nauueHToB ¢ HapyLICHUAMH CpeqHEHN CTENEeHH THKeCTH — 10,5 u
(£ 2,3), a y MaUMeHTOB ¢ HapyLIEHUAMH TSKEIOH CTENeHH — 18,4 u (£ 11,4). V Bcex cybbekToB yepes
48-72 4 nocne nprema GUIACTHHA €ro BIBEAEHHE BBIIO NPaKTH4ECKH MOJIHBIM. MOXHO He onacartscs
TOTO, 4TO MONOOHbIE U3MEHEHHUS (PapMAKOKHHETHKH BY/IyT OKa3bIBATH KIMHHYECKH 3Ha4YuMoe
B/IMAHME Ha 6e30MacHOCTb GHIIACTHHA, IOCKOMBKY TOKA3aTENH ero KOHLIEHTpALIMH B T1a3Me y
MalUHEHTOB C HAPYIIEHHEM QYHKLHH MOYEK OCTAIOTCH B GE30MaCHEIX npenenax.

Hapymenue dyHkuuy neuenu

DapMaKkOKMHETHYECKHE IaHHBIE KACATEIBHO MALMEHTOB ¢ HapYLIEHUAMH QYHKLHH [E€UeHH
OTCYTCTBYIOT. B opranusme uenopeka Gunactun MeTabonu3My He nogsepraetcs. ITockosbky
PE3yNbTaThbl HCCIIE0BAHMS MTALMEHTOB C HAPYLICHHEM (DYHKLIMK MOYeK CBHIETENILCTBYIOT O TOM, YTO
BBIBE/IEHHE OMIACTHHA OCYILECTBIISETCS MIABHBIM 06Pa30M Yepes MOUKH, TO ¢ XKEJTYbIO, OH, BEPOSITHO,
OyneT BEIBOAMTBCSA NUIIb B HE3HAYMTETBHOM KOTHYECTBE. KITHHHYECKH 3HAYHMOrO BJTHSHHS
HapyIIeHUH YHKUNH NeYeHH Ha HapMaKOKMHETHKY GHIIACTHHA MOXHO He OMACATECS.

JIrxoaM moXkuUIIoro Bo3pacra

HaHHble 110 papmMakOKHHETHKe Y JHL cTapLe 65 JeT UMEIOTCS JHIID B OrpaHUYEHHOM KOJIMYECTBE.
CraTHCTHYECKH 3HAYNMBIE Pa3/IMuMA B (JapMaKOKHHETHKE GHIaCTHHA y MaLKMEHTOB MOXKHUIIOr0
Bo3pacTa (CTapiue 65 JIeT) ¥ y B3pOC/BIX MALMEHTOB B Bo3pacte 18-35 net otcyTcTBy!IOT.

etu

HanHble 10 papMaKOKMHETHKE Y IOAPOCTKOB (12-17 net) otcyterayior, MIOCKOJIBKY B OTHOILIEHHH
AGHHOTO MPOAYKTA CYMTAETCA LeIeco00pa3HOH IKCTPArIONALUMS JaHHBIX, MOJTyYEHHBIX y
B3pocIibIX.[[aHHbIE MO (hapMaKOKHUHETHKe y feTel GbuTH TI0JTy4Y€eHbI B X0/1€ (hapMaKOKHHETHYECKOro
uccnenoBaHus ¢asel I1, B koTopom yuactsosan 31 pebeHok B Bospacte ot 4 10 11 ner, CTpajarouuii
AJIEPrMYECKMM PUHOKOHBIOHKTHBHTOM HITH XPOHHUECKOH KPaNUBHULIEH, ¥ MONyYaBLIMH 1O OJHOMN
Talnetke npenapara 6unactun 10 mr, TaGneTku, AWCTIEPTUPYEMBIE B MOJIOCTH PTa, B CYTKH. AHaH3
(hapMaKOKMHETHYECKHX JaHHBIX O KOHLIEHTPALMH GHITACTHHA B M1a3me NoKasal, 4To rocne rnpuema
npenapata B 03¢ 10 Mr oMH pa3 B CyTKH, pEKOMEHIOBAHHOM /TS NaLUEeHTOB NeHaTPUUECKOro
Npodus, ero CUCTEMHOE BO3EHCTBHE COOTBETCTBYET TAKOBOMY, HaG/IF0la€MOMY Y B3POCIBIX 1
MIOIPOCTKOB Mocie npyueMa npemnapara B 1o3e 20 Mr, a cpesinee 3Hayenue AUC cocTaBseT y HeTel B
Bo3pacTe OT 2 10 11 et 1014 Hr.w/Mi1. DTH pe3ynbTaThl GbLIM 3HAUYHTENBHO HUDKE NIOPOroBOro
YPOBHs O€30MaCHOCTH, YCTAHOBIEHHOTO — B COOTBETCTBHH C npodunaem GesonacHocTu
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JIeKapCTBEHHOTO NMpernapaTa — Ha OCHOBE AaHHBIX, MOJTYYEHHBIX NPH NPUEME MPENapaTa BIPOCIbIMU B
no3e 80 Mr OAMH pa3s B CyTKH. DTH Pe3y/IbTaThl [IOATBEPAMIIH BBIGOP 103BI GUNACTHHA, COCTABMSONMIEH
10 Mr onvH pa3 B cyTku (ipUeM BHYTpB), B KAY€CTBE 06G0CHOBAHHOI TEpaneBTHYECKON JO3bI TS
TIPUMEHEHHUA Y MALMEHTOB MeUaTpPHIECcKOro npoduis B Bo3pacte oT 6 1o 11 neT 1 ¢ Maccoit Tena He
menee 20 kr.

5.3 /lanHble AOKJIHHHYECKOH G€30MACHOCTH

CornacHo IaHHBIM, TOJTyYeHHBIM B XO/I€ HEKITHHHYECKHX CTaHAAPTHBIX MCCIIEOBAHUI Ha MpeaMeT
(hapmakosoruiecKkoi 6e30MacHOCTH, TOKCHYHOCTH NP MIOBTOPHOM MPUMEHEHHH, F€HOTOKCUYHOCTH U
KaHLIEPOreHHOro NoTeHLHKasNa, 0cob0# OMacHOCTH TSl YEOBEKA HE BLISABJIEHO.

B uccnenoBaHusX Ha MpeAMET TOKCHYHOCTH B OTHOLIEHHUH OpraHoOB PENpOAYKLHH 3D HeKThI
GunacTvHa Ha MIOJ (TIpe- ¥ MOCTHMIIAHTALHOHHbIE MIOTEPH y KPbIC, HEMOJIHAs OCCH(UKALIUA KOCTEH
Heperia, CerMeHTa rpyIMHEl U KOHEYHOCTEH y KPOJIMKOB) OTMEHAITHCh TOJIBKO Ha QOHE IpUMEeHeHHUS
fiperiapara B 103aX, TOKCHYHBIX 171 MaTepy. [Ipu no3ax Gunactuna, He BBI3BIBAIOLIMX HAGTIONAEMBIX
no6ounsix aercteuit (NOAEL), ero Bo3eiicTBHe 3HAYHTEBHO npeseiwano (> 30 pa3) BosaeiicTeue y
H€JI0BEKA MpH TMOJTYHCHHH UM NpenapaTa B peKOMEH/I0BAHHO# TepaneBTHYECKO# 103€.

B Hceneosanmy, kacarolemes nepro/a TaKTaLuu, GUIaCTHH GbLT OGHapy»KEeH B MOJIOKE KOPMSALIIMX
KPBIC TOCJIE€ OIHOKPATHOTO MepOpaIbHOr0 BBEACHHUS B 103¢ 20 mr/kr. KoHueHTpawus 6unactuua
MOIIOKE COCTAB/IAIA OKOJIO MONIOBHHBI €ro KOHLEHTPALMHM B I1a3Me MaTepH. [IpUMEHUMOCTB 3THX
Pe3yJbTaTOB B OTHOLUEHHHM YEIOBEKA HE BbISCHEHA.

B ncenenosanuu hepTunbHOCTH Y Kpbic GUITACTHH BBOIMITH KUBOTHIM nepopaneHo B fo3ax a0 1000
MI/KI/CYT, ¥ MPH 3TOM HMKAKOTO BIMAHMS MPENapaTa Ha JKeHCKHe 1 MY KCKHE OpraHbl pernpoayKLHH
BBIABJICHO He ObU10. FIHaeKcsl criapuBanus, hepTHIBHOCTH U OepeMEHHOCTH He MEHSITHC.

ITo nanHbIM HCCnenoBanHs pacripeneseHus y Kpbic ¢ OTpPE/IE/IEHHEM KOHLEHTPALIMH JIEKAPCTBEHHOTO
CpeacTea nocpencTsoM aBTopaauorpaduu B [THC GunacTun He HakamauBaeTcs.

6 PAPMAIEBTUYECKHE CBOVICTBA
6.1 IlepeyeHr BCIIOMOraTeNbHBIX BELIECTB
Lenmonosa MUKpOKpHCTaTHYeCKas

Hatpus kpaxmanrnukonsr, tun A (u3 KapToderns)
KpeMmuus nuokcun konnouaHslit 6e380aHbIi
Maruus creapar

6.2 HecoBmecTuMOCTB

Henpumennmo.

6.3 Cpok rognocru

5 ner.

6.4  Oco0ble MepbI PeNOCTOPOKHOCTH NpH XpaHEeHHH

JU1s XpaHeHHs 1aHHOTO JIeKapCTBEHHOrO npenapata He TpebyeTes CneuManbHBIX yCIOBHit XpaHEHHS.
XpaHHTb B HEIOCTYNIHOM /15t A€Teii MecTe.

6.5 XapaxTep n coxepkuMoe ynakoBku

JlexapcTBeHHBIH NMpenapar ynakosax B 6aMCTep, cocTosMI U3 TBYX YacTeil:

-JTAMHHUPOBAHHOH MJICHKH M3 OPUEHTHPOBAHHOTO MOJHAMUAA (BHELUHAS YaCTh TUIEHKH), aTIOMUHHS H
[IBX (BHYTpeHHss CTOPOHA MIEHKH)

-aJIIOMHUHHEBOH GOBIH
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AnmroMuHWeBas (Gobra npuBapuBaeTcs K nawr‘i:fuﬂp%‘naimoﬁ hném’cé anMommo JlaKa ans
tepmocBapku (cononumep [IBX-ITBAX u OyTunmMeTakpuaaTHbie MOJTUMEpDI) 10cie GOPMOBKH
OnucTepa U ero 3aroyiHeHus TabieTKaMu.
B kaxxpom 6aucrepe copepxurcs 10 Tabnerok. baucrepsl ynakoBaHsl B KapTOHHBIE KOPOOOUKH.
Pasmep ynakoBku — 10 unu 30 Tabnerok.

B MpOAa’Ke MOT'YT HAXOOUTBLCS YITAaKOBKH HE BCEX pasMEepOB.

6.6 YcnoBus ormycka

Ipenapat Hukcap® oTrmyckaercs ToNBKO MO peLienTy.

6.7  Oco0bie MepbI NPEI0CTOPOKHOCTH NPH YHHYTOKEHHH HCIO0/Ib30BAHHOIO JIEKAPCTBEHHOTO
npenapara HJiH 0TX0/10B, OJIyYeHHBIX MOC/Ie TPHMEHeHHs JIeKaPCTBEHHOr0 Npenapara uiu
paGoThI ¢ HHM

JIroOble HEUCITONB30BAHHBIE MpEeTiapaThl HIIH UX OTXOABI CIIEAYET YTHIH3HPOBATh B COOTBETCTBUH C
Tpe6OBaHPU'-lMH MECTHOI'O 3aKOHOJATE/IbCTBA.

7 AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

JlrokcemOypr

Menapunu MuTepHamsn Onepeitins

Jlrokcembypr C.A.

1, ABento ne na I'ap

JI-1611

Tel: 0035226497659

@akc: 0035226497649

Anpec >neKTpoHHO#H nmoutsl: miol_regulatory@menarini.lu

7.1. Ilpeacrasurens Jlepxarens Perucrpaunonsoro Yaocroepenus

[IpeTeHsuun notpedureneli HaNpaBnsATH 110 apecy:

Pecrry6nuka benapyce.

AO «Berlin-Chemie AG» (®PT') npexcrasutensctso B Pecrry6nuke Benapycs, yii. 3amkosas 27,
oduc 2, r. MuHck, 220004, Pecrry6nvka Benapycs.

Ten: 2702680, 2702681.

Dakc: 2702684.

e-mail: be-bel-minsk@berlin-chemie.com




