COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 24.06.2026 N= 12453

(MOCNENOBATENEHOCTL 0005)

OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

daitkomria, 0,5 Mr/mi, cycrieH3us AJi MpueMa BHYTPb.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIN COCTAB

JlelicTBy1OllI€€ BEIIECTBO: MEpaMIIaHE]l.
Kaxxapiii M1 cycrieH3uu J11s ipreMa BHYTpb coepkuT 0,5 Mr nepammnaserna.
Kaxxnprit dpaxon 340 mu cogepkut 170 Mr nmepamianena.

BemecTBa, HaTM4re KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JICKAPCTBEHHOTO Ipermapara: COpOUTO,
OcH30lHas KUCIIOTa, HaTpusl OeH30aTa, HaTpul (cM. pasznaen 4.4).

[TonHbIii IepevYeHb BCIIOMOTaTEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Cycnensus A npueMa BHYTpb.

CYCHeHSI/If{ oT 6eJ10r0 J0 IIOYTH 0ejoro OBCTAa.

4. KIMHUYECKUE JAHHBIE
4.1 Iloka3aHusi K NPUMEHEHHIO

[Ipenapar ®aiikomna moKa3aH I JOMNOJHUTEIBHOTO JIEUYCHHs IMAPLUUAIBHBIX IPUCTYIOB C
BTOPUYHO-T€HEPAIN30BAHHBIMU TIPUCTYNIaMU WM O€3 HUX Yy MalMeHTOB B Bo3pacTe oT 4 JeT u
CTaplle C IWICIICUEH;

HpenapaT daiikoMIia ITOKa3aH AJi4 JOMMOJIHUTCIIBHOTO JICHCHHA TNICPBUYHO-TCHCPAIN30BAHHBIX
TOHUKO-KJIOHUYECKUX MPHUCTYIIOB y MAIlMEHTOB B BO3pacTe OT 7 JIET U CTapllie ¢ UANONAaTHYECKOM
re€HepaIn30BaHHOW SMHIICTICUEN.

4.2 Pe:xxuM N03HPOBAHMA M CIIOCO0 MPUMEHEHHS

PexxuMm 03upoBaHus

o3y mpenapara ®@aiikomna MmoaOUparOT B 3aBUCUMOCTH OT HWHIUBUAYaTbHOTO KIMHHYECKOTO
OTBETA, YTOOBI JOCTUYh ONTUMAIBLHOTO Oaanca Mexay 3(HPEKTUBHOCTHIO U IEPEHOCUMOCTHIO.

[lepamnanen B popme cycrieH3UH MPUHUMAIOT BHYTPh | pa3 B CyTKH Nepea CHOM.

HepaMnaHen MO>XHO IPpUHUMATB C HI/IHIeﬁ niu 0e3 HEC, HO KECIAaTCIIbHO BCECraa B OJJHUX U TEX XKC
ycnoBusix. llepexon ¢ mpuema TabNeTOK Ha MPUEM CYCIEH3UHM CIEAYeT OCYIIECTBISTh C
OCTOPOKHOCTBIO (CM. pazzaen 5.2).

Bpau nomxen BoIucaTh HanOoOIee MOIXOSIIYIO JEKAPCTBEHHYIO (hOpMY U TO3UPOBKY IIperapara B
3aBUCHUMOCTH OT MAacCChl T€JIa U PEKOMEHAYEMOU €KETHEBHOM J103BI.
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Tapyuanvusie npucmynoi

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Bbbuto mokaszaHo, YTO mepamMIiaHesl B CyTOYHBIX J103aX OT 4 1o 12 Mr 3¢ ¢exTuBeH mpu JIeUeHUU
HapLUUAIBbHBIX SMUIECITHYECKUX IPUCTYTIOB.

B cnenyrorieii Tabmuiie nmpuBeACHB pEKOMEHIYEMbIC J03bI 111 B3POCIBIX, TOJAPOCTKOB U IeTeH OT 4
net. bonee moapoOHas nHbopMalus mpecTaBieHa oA Tadaunei.

B3spocmsiii/moapocTox (0T Hetu (o1 4 mo 11 5et) ¢ Maccoii Tena:

12 7er) >30 kr 20 — <30 xr <20 kr
Pexomennyemas 2 Mr/CyTKH 2 Mr/CyTKH 1 Mr/cyTKH 1 Mr/cyTKu
HavajabHas 103a 4 mn/cyTKn 4 mn/cyTKn 2 MII/CYTKHA 2 MII/CYTKHA
( y y y y
2 Mr/CyTKH 2 Mr/CyTKH 1 Mr/cyTKH 1 Mr/cyTKu
(4 mu/cyTkm) (4 mu/cyTkm) (2 mn/cyTkm) (2 mn/cyTkm)
Tutpas (mar) (ae wame | pasa B (me gamme | pasa B (e game 1 pazaB | (He wame 1 pa3za
HEZCITI0) HEZCITI0) HEJICITIO) B HEJICITIO)
EEKOZIC:(?A};ZTOM a1 4 — 8 Mr/cyTKH 4 — 8 Mr/CcyTKH 4 — 6 MT/CyTKH 2 — 4 mr/cyTKH
Hoif p H (8 — 16 mur/cyTKH) (8 — 16 mu/cyTKH) (8 — 12 mu/cyTkm) | (4 — 8 mu/cyTKH)
2 Mr/cyTKu 2 Mr/cyTKu 1 Mr/cyTku 0,5 mr/cyTku
(4 mn/cyTkn) (4 mn/cyTKn) (2 Ma/cyTkn) (1 ma/cyTkn)
Turpanus (war) (ne yame 1 paza B (ne yame 1 paza B (me yamie 1 pazaB | (He yamie 1 paza
HEJIeII0) HEJIeI0) HEJIEITI0) B HEJIEJII0)
Pexomenmyemast 12 mr/cyTku 12 mr/cyTku 8 mMr/cyTkH 6 MIr/CyTKH
MaKCHMaJbHas 1032 (24 mu/cyTKH) (24 mu/cyTKH) (16 mn/cyTKH) (12 ma/cyTkn)

Bspocnvie u noopocmku 6 sospacme 12 1em u cmapuie

ITpuem npenapara Paiikomna cieyeT HauuHaTh € J03bI 2 MI/CyTKH (4 Mi1/cyTKH). Jlo3a MoXkeT ObITh
yBEJIMUYEHA B 3aBUCUMOCTH OT KJIMHMYECKOTO OTBETA U NEPEHOCUMOCTH € 1maroM 2 mr (4 mi) (oauH
pa3 B Hezenmo JMOO OJUH pa3 B JBE HEJENU C y4yeTOM Iepuoja IOJyBBIBEACHUS IMpernaparta,
ONMCAaHHOTO HIDKE) JI0 TMOAJCpXKHUBAMOIIEH 1036l OT 4 Mr/cyTku (8 Mi/cCyTkum) 10 8 MI/CYTKH
(16 mn/cytkn). B 3aBHCHMOCTH OT MHIUBHAYaJbHOT'O KJIMHUYECKOTO OTBETa M MEPEHOCHUMOCTH
npernapata B o3¢ 8 Mr/cytku (16 Mi/cyTku), BO3MOKHO JajibHEHIIEEe MOBBIIMIEHUE J03bl 0
12 mr/cytku (24 Mia/CyTKH) ¢ IaroM 2 Mr/cyTku (4 Mil/CyTKH).

VY manueHToB, OJJHOBPEMEHHO MOIYYaIOIINX JIEKAPCTBEHHBIE IPENapaThl, HE YMEHBIIAIOIINE TEPUOJT
MIOJTyBBIBE/ICHUS NTepaMIlaHelia, TUTPALUs 1036l IepaMIlaHesia 10JKHA IPOUCXOIUTh HE Yallle, YeM C
JBYXHEJENbHBIMU HHTepBaJiaMu (cM. pasgen 4.5). YV mauueHToB, OJAHOBPEMEHHO MOJYYaroUINX
JIeKapCTBEHHbIE Mpenaparhbl, YMEHbBIIAIONIME TMEPHOJ IOJYBBIBEACHUS Ie€paMIlaHeNa, CleayeT
TUTPOBATh (YBEIUYMBATh) J03Y NIepaMIlaHeNa He Yallle, YeM OJIMH pa3 B HeJlento (cM. paszen 4.5).

JHemu 6 6o3pacme om 4 0o 11 nem ¢ maccou mena > 30 ke

ITpuem npenapara daiikoMma cieayeT Ha4MHaTh C J03bl 2 MI/cyTkH (4 mi/cyTkn). Jlo3a MOKeT OBbITh
yBEJIMYEHa B 3aBUCUMOCTH OT KJIMHUYECKOIO OTBETA M MIEPEHOCUMOCTH C 1IaroM 2 Mr (4 Mi1/CyTKH)
(omuH pa3 B Hezemr0, MO0 OAMH Pa3 B IBE HEJENU C yYETOM INEPHo/ia TIOJTyBBIBEICHUS IIpenapara,
ONMCAaHHOTO HIKE) JI0 TMOAJepXKHUBaromeil 1036l OoT 4 Mr/cyTku (8 Mi/CyTkH) 1O 8 MI/CYTKH
(16 mn/cytkn). B 3aBHCHMOCTH OT WHIUBHAYAIHFHOTO KIMHUYECKOTO OTBETA M TEPEHOCHMOCTH
npenapara B fgo3e 8 mr/cytku (16 MIi/CyTKu), BO3MOXKHO JAajibHeMIee MOBBIIIEHHE 03Bl 10
12 mr/cyTtku (24 mi/cyTKu) ¢ marom 2 Mr/cyTku (4 Mi1/CyTKH).

VY nanueHToB, OTHOBPEMEHHO ITOJTyYarolUX JIEKapCTBEHHBIE IIPENapaThl, HE YMEHBIIAIOIINE IEPUO]T
MOJTyBBIBE/ICHUS TIepaMIlaHea, TUTPALUs J103bI IepamMIiaHesia 10JKHA MPOUCXOAUTD HE Yallle, 4YeM €
JBYXHEAENbHBIMU HHTEpBasiaMu (cM. pazgen 4.5). YV manueHToB, OJHOBPEMEHHO MOJYYaroUIuX
JIEKapCTBEHHBIE IPENaparbl, YMEHBIIAOINE IIEPUOJ IOJIYBBIBEICHUS IIE€paMIIaHENa, CIELyeT
TUTPOBATh (YBENUYMBATh) 03y NIepaMIlaHeNa He Yallle, 4eM OJIMH pa3 B Helemto (cM. pasnen 4.5).
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JHemu 6 6o3pacme om 4 0o 11 nem ¢ maccou mena 20

[Tpuem nmpenapara Paiikomia ciaeayeT HaUMHATH € 10361 | Mr/cyTku (2 Mit/cyTkH). Jlo3a MoxeT ObITh
yBEJIMUYEHA B 3aBUCUMOCTH OT KJIMHUYECKOTO OTBETA U MEPEHOCUMOCTH C maroM 1 Mmr (2 Mi1/CyTKH)
(oguH pa3 B Henento, 1100 OJUH pa3 B JABE HEJEIU C YUETOM IEpPHO/a MOyBBIBEACHUS MIperapara,
OMMCAaHHOTO HWXE) J0 MOJACPKUBAIONIEH 1036l OT 4 Mr/cyTku (8 MiI/CyTku) A0 6 Mr/CyTKH
(12 mn/cytku). B 3aBHCHMOCTH OT WHAMBHIYaJLHOTO KIMHUYECKOTO OTBETA U MEPEHOCUMOCTH
npernapata B no3e 6 wmr/cytku (12 wmi/cyTku), BO3MOXKHO AajibHEHIIee MOBBIIMICHUE J03bI 0
8 mr/cytku (16 ma/cyTkn) ¢ marom 1 mr/cyTku (2 MiI/CyTKH).

VY nanueHToB, OIHOBPEMEHHO IMOJTyYaloluX JIeKapCTBEHHBIE IIPeraparhl, He YMEHbBIIAIOIINE TIEPUOT
MOJTYBBIBEJICHUS TIepaMIlaHeNia, TUTPALIUS 103 MIepaMIlaHelia JOJKHA MPOUCXOIUTh HE Yallle, YEM C
NIBYXHEAENbHBIMU HUHTEpBasaMu (cM. pazzaen 4.5). Y manueHTOB, OJHOBPEMEHHO MOIYYarolInX
JIEKApCTBEHHBIC IIpenaparbl, yMEHBIIAIOUIME MEPHOJ MOJYBBIBEICHUS IepaMIlaHeNia, CIEeIyeT
TUTPOBATH (YBEIUYMBATh) JO3Y NIepaMIlaHesa He Yalle, YeM OJUH pa3 B HeJemo (CM. paznen 4.5).

Hemu 6 6ozpacme om 4 0o 11 n1em ¢ maccou mena <20 k2

ITpuem nmpenapara @aiikomna cieayeT HauuHaTh ¢ A03bI 1 Mr/cyTku (2 mi/cyTku). Jlo3a MOXKET ObITh
YBEIIMYCHA B 3aBUCUMOCTH OT KIIMHHYECKOTO OTBETA U MEPEHOCUMOCTH C ImaroM 1 mr (2 Mir/CyTKH)
(oauH pa3 B Henelnto, 1100 OJUH pa3 B JABE HEJENU C yY€TOM MEepHO/a MOyBbIBEACHUS IIpenapara,
ONMCAaHHOTO HIDKE) N0 MOAJCPKHUBAIOMICH 1036l OT 2 MI/CyTKH (4 Mi/CyTKH) 10 4 Mr/CyTKH
(8 mu/cyTku). B 3aBUCMMOCTM OT WMHIMBHMYaJbHOIO KJIMHHYECKOTO OTBETa U HNEPEHOCUMOCTH
npermapara B 103¢ 4 Mr/cyTku (8 MiI/CyTKH), BO3MOXKHO JAJIbHEUIIIEE TOBBIIICHHUE T03bI 10 6 MI/CYTKH
(12 ma/cytkm) ¢ marom 0,5 mr/cytku (1 mMa/cyTkn).

VY nmanueHToB, OJJHOBPEMEHHO MOIYyYaOLINX JIEKAPCTBEHHBIE IPENapaThl, HE YMEHBIIAIOIINE TEPUOJT
IIOJTyBBIBE/ICHUS II€paMIlaHelia, TUTPALUs 1036l IepaMIlaHelia 10JKHA IPOUCXOIUTh HE Yallle, YeM C
JBYXHEIENbHBIMU HHTEpBaJaMu (cM. pazzaen 4.5). Y NanueHTOB, OJHOBPEMEHHO IOIYyYarolux
JIEKapCTBEHHbIE IIpenaparbl, YMEHBILAIONIME IEPHOJ] IOJYyBBIBEACHUS I€paMIlaHelsa, Cilexyer
TUTPOBATh (YBEIUYMBATh) J03Y IIEpaMIlaHeNa He Yallle, YeM OJUH pa3 B HEJEINIO (CM. paznen 4.5).

Ilepsuuno-ecenepanuzoeantvle moHuko-kioHudeckue npucmynsit (I11'TKTI)

briio IMMOKa3aHO, UYTO ICPaAMIIAHCII B CYTOYHLIX 103aX OO 8 mr 3(1)(1)CKTI/IBGH IpH JICYCHUHU IICPBUYHO-
reHepaIn30BaHHbIX TOHUKO-KJIIOHUYCCKUX MPHUCTYIIOB.

B crnenyroreii Tabnuie npuBeAeHb pEKOMEHIYEMbIE J03bI 111 B3POCIBIX, TOJAPOCTKOB U IeTel OT 7
net. bonee noapoOHas nHdopmarus npeacTaBiIeHa Mo TaOIUIIeH.

B3spocnbiii/moapocTok (ot Hetu (7 — 11 5et) ¢ Maccoii Tena:

12 ner) >30 kr 20 — <30 kr <20 kr
Pexomenayemas 2 Mr/cyTku 2 Mr/cyTKH 1 Mr/cyTku 1 Mr/cyTkH
HavaJlbHas /1032 (4 ma/cyTkn) (4 Ma/cyTKn) (2 Ma/cyTKn) (2 mur/cyTKN)
2 Mr/cyTku 2 Mr/cyTKH 1 Mr/cyTku 1 Mr/cyTkH
Turpauus (war) (4 mn/cyTkn) (4 Mn/cyTKn) (2 Ma/cyTkn) (2 mir/cyTKN)
(me yamie 1 pasa B (ne yame 1 paza B (me wamie 1 pazaB | (He yame | pasa
HEJICTI0) HEJCITI0) HEJICII0) B HEJIENI0)
EzKofeii};Toaﬂ as Jo 8 mr/cyTku 4 — 8 Mr/cyTku 4 — 6 Mr/cyTku 2 — 4 mr/cyTku
Hogf p HI (Mo 16 mu/cyTkn) (8 — 16 mu/cyTkn) (8 — 12 mur/cyTkm) | (4 — 8 mu/cyTkn)
2 Mr/cyTKu 2 Mr/cyTKu 1 mr/cyTku 0,5 mr/cytku
Turpauus (war) (4 mn/cyTkn) (4 Mn/cyTKn) (2 Mn/cyTKn) (1 ma/cyTkm)
(He yamie 1 pa3a B (ae vame 1 pasza B (me wame 1 pazaB | (He yame 1 pasa
HEJICTII0) HEJICII0) HEJICII0) B HEJICNIO)
Pexomennyemas 12 mr/cyTkn 12 mr/cyTkn 8 Mr/cyTkH 6 MI/CyTKH
MaKCHMaJsbHas 1032 (24 ma/cyTkn) (24 ma/cyTKn) (16 ma/cyTkn) (12 ma/cyTkn)
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Bspocnwvie u noopocmku 6 sospacme 12 1em u cmapuie

[Tpuem nmpenapara Paiikomia cieyeT HAUUHATH € 10361 2 MI/CyTKH (4 Mi1/cyTKH). Jlo3a MOXeT ObITh
YBEIIMYCHA B 3aBUCUMOCTH OT KIIMHHYECKOTO OTBETA U MEPEHOCUMOCTH C Iarom 2 Mr (4 MiI/CyTKH)
(oguH pa3 B Henelnto, 1100 OJUH pa3 B ABE HEJENU C YUETOM IEPHOAA MOTyBBIBEACHUS MIperapara,
OMHMCAHHOTO HIKE) 10 MOACPKUBArOIICH 10361 A0 8§ mr/cyTku (16 mur/cyTku). B 3aBUcUMOCTH OT
WHIVUBUAYATHHOTO KIMHHYECKOTO OTBETAa M IEPEHOCMMOCTH IMpermapara B Jo03¢ 8 MI/CyTKH
(16 mu/cyTKH), BOBMOXHO JaJIbHEHIIIEE MOBBIMICHUE A03bI 10 12 Mr/cyTku (24 Mil/CyTKu), KOTOpast
MOXeET OBITh 3(p(peKTHBHA Y HEKOTOPBIX MALMEHTOB (CM. pa3zaen 4.4).

VY nanueHToB, OIHOBPEMEHHO IMOJTyYaloluX JIeKapCTBEHHBIE IIPeraparhl, He YMEHbBIIAIOIINE TIEPUOT
MOJTYBBIBEJICHUS TIepaMIlaHeNia, TUTPALIUS 103 MIepaMIlaHelia JOJKHA MPOUCXOIUTh HE Yallle, YEM C
IBYXHEAENbHBIMU HHTepBasiaMu (cM. pazgen 4.5). YV MmanueHToB, OJHOBPEMEHHO MOJIYYaroUIrX
JIEKApCTBEHHBIC IMIpenaparbl, yMEHbIIAIOUIUME MEPHOJ MOJIYBBIBEJCHUS IepaMIlaHesa, CIeIyeT
TUTPOBATH (YBEIUYMBATh) 03y NIepaMIlaHesa He Yallle, 4eM OJIMH pa3 B Helemto (cM. pasnen 4.5).

JHemu 6 6ozpacme om 7 0o 11 nem ¢ maccou mena > 30 k2

ITpuem npenapara Paiikomia ciaeyeT HAUMHATH € J103bI 2 MI/CyTKH (4 Mi1/cyTKH). Jlo3a MOXkeT ObITh
YBEJIMUYEHA B 3aBUCUMOCTU OT KJIMHMYECKOTO OTBETA U NEPEHOCUMOCTH € 1maroM 2 mr (4 mi) (oauH
pa3 B Helemo, JMOO OJMH Pa3 B JIBE HEJEIU C YYETOM Iepuojia IOJIyBBIBEACHUS Ipernapara,
ONMCAaHHOTO HIDKE) N0 TMOAJCpXKHUBAMOIMIEH 1036l OT 4 Mr/cyTku (8 Mi/CyTku) 10 8 MI/CYTKH
(16 mn/cytkn). B 3aBHCHMOCTH OT MHIUBUAYaJbHOI'O KJIMHUYECKOTO OTBETa M MEPEHOCHUMOCTH
npenapara B go3e 8 mr/cytku (16 MIi/CyTKH), BO3MOXKHO AajbHEWIEe IMOBBIIICHUE O3Bl [0
12 mr/cyTtku (24 mi/cyTKu) ¢ marom 2 Mr/cyTku (4 Mi1/CyTKH).

VY nmanueHToB, OJJHOBPEMEHHO MOIYyYaOLINX JIEKAPCTBEHHBIE IPENapaThl, HE YMEHBIIAIOIINE TEPUOJT
IIOJTyBBIBE/ICHUS II€paMIlaHelia, TUTPALUs 1036l IepaMIlaHelia 10JKHA IPOUCXOIUTh HE Yallle, YeM C
JBYXHEIEIbHbBIMU HHTepBasiaMu (cM. pasgen 4.5). YV NmauueHToB, OJAHOBPEMEHHO IOJYYarOLIUX
JIEKapCTBEHHbIE IpEnaparhbl, YMEHbILAIOIIME IMEPHOJ IOJYBBIBEACHUS IepaMIlaHelNa, CleIyeT
TUTPOBATH (YBEIUYMBATh) 03y IIepaMIlaHeNa He Yallle, YeM OJIMH pa3 B HeJento (cM. paszen 4.5).

JHemu 6 so3pacme om 7 0o 11 nem ¢ maccou mena 20 ke u <30 k2

[Tpuem npenapara daiikommna ciaeayeT HAUMHATH € 10361 1 Mr/cyTku (2 mit/cyTku). Jlo3a MOXKET OBITH
yBEJIUYEHa B 3aBUCUMOCTH OT KJIMHUYECKOTO OTBETa M MEPEHOCUMOCTH ¢ maroM 1 mr (2 mi) (oxuH
pa3 B Heleno, MO0 OJUH pa3 B JIBE HEAENU C yYeTOM IepHuoja IOJIyBBIBEIEHHUS Npernapara,
OINMCAaHHOTO HMXKE) 0 MOIJEepKMUBAIOLIEH 103bl OT 4 Mr/cyTku (8 MI/CYTKH) 10 6 MI/CyTKH
(12 mn/cytku). B 3aBHCHMOCTH OT MHAMBHYaJbHOTO KIMHUYECKOIO OTBETA U MEPEHOCHUMOCTH
npenapara B jgo3e 6 wmr/cytku (12 Mil/cyTkH), BO3MOMKHO JajibHENIIee MOBBIIIEHHE H03bI J0
8 mr/cytku (16 mu/cyTkn) ¢ marom 1 mr/cytku (2 Mi/cyTkn).

VY nanueHToB, OTHOBPEMEHHO IOJTyYarOLMX JIEKapCTBEHHBIE IIPENapaThl, HE YMEHBIIAIOIINE IEPUO.T
MIOJTyBBIBE/ICHUS TIEpaMIlaHeNa, TUTPALUs J103bI IepamMIiaHesia J10JKHA MPOUCXOAUTD HE Yallle, 4YeM C
JBYXHEJEIbHBIMA HHTEpBaJaMH (cM. paszen 4.5). Y mauueHTOB, OJAHOBPEMEHHO IMOIYyYaroLIHX
JIEKapCTBEHHbIE IpEenaparbl, YMEHbIIAIONIME TMEpUOJ IOJYBBIBEICHUS IepaMIlaHeNa, CIEAyeT
TUTPOBaTh (YBEIMUYUBATh) 03y [IepaMIlaHesia He Yallle, YeM OJJMH pa3 B HeJlelto (cM. paszen 4.5).

JHemu 6 sozpacme om 7 0o 11 n1em ¢ maccou mena <20 ke

ITpuem nmpenapara PaiikomMna cieayeT HauuHaTh ¢ 4036l 1 Mr/cyTku (2 mi/cyTkH). Jlo3a MOXKET ObITh
yBEJIMYEHA B 3aBUCUMOCTH OT KJIMHMYECKOTO OTBETA U NMEPEHOCUMOCTH C maroM 1 mr (2 mit) (oauH
pa3 B Henemo, MO0 OJMH pa3 B JIBE HEJENU C YYETOM Mepuojia IMOJIyBBIBEACHHUS Ipernapara,
OMMCAaHHOTO HIDKE) 10 MOAJEPKUBAIOIIENH 103bl OT 2 Mr/cyTKu (4 MI/CyTKH) 110 4 MI/CyTKH
(8 mu/cyTku). B 3aBUCHMOCTH OT WHAMBHUIYaJIbHOTO KJIMHHUYECKOTO OTBETa W MEPEHOCUMOCTH
npenapara B 103€ 4 Mr/CyTkH (8 MJI/CYyTKH ), BO3MOXXHO JTalTbHEHIIIEE MTOBBIIICHUE TO3bI 10 6 MT/CYTKH
(12 mn/cytkm) ¢ marom 0,5 mr/cytku (1 Mia/cyTkn).



COOTBETCTBYET 3KCNEPTHOMY OTYETY
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VYV nanuueHToB, 0OJHOBPEMEHHO MOJIYUYAIOIINX JEKAPCTBEHHLIE n@%ﬁéﬁ;g@i}_%%fnll@n%p%m
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MOJTYBBIBEJICHHUS TTE€paMIlaHeNia, TUTPALUS 1036l IepaMIlaHelia JOJKHA MPOUCXOIUTh HE Yallle, YEM C
IBYXHEAENbHBIMU HUHTEpBasaMu (cM. pazzaen 4.5). Y manueHTOB, OJHOBPEMEHHO IMOIYYarolInX
JIEKApCTBEHHBIC IMIpenaparbl, yMEHBIIAIOUIME TEPHOJl MOJIYBBIBEICHUS IepaMIlaHeNia, CIIEeIyeT
TUTPOBATH (YBEIUYMBATh) JO3Y IIepaMIlaHesa He Yalle, YeM OJUH pa3 B HeJemo (CM. paznen 4.5).

Ommena

PCKOMCHI[yeTCH OTMCHATH INI€paMIIaHC]I ITOCTCIICHHO, YTOOBI MHHHUMU3HUPOBATE BECPOATHOCTDH
IMMOBBIIICHWA YaCTOThI IIPUCTYIIOB. OI[HaKO TaK KakK IepaMIIaHCII o6ﬂa;[aeT AJIUTCIIBHBIM IICPUOI0OM
IMOJIYBBIBCACHUA M, COOTBETCTBECHHO, IMPOUCXOAUT MCAJICHHOC INOHMKCHHUEC €TI0 KOHICHTpAallMU B
ImjIasme, B Cliydac KpaﬁHeﬁ HCOGXOI[I/IMOCTI/I BO3MOJXHA pC3Kasd OTMCHA IICpaMIlaHCIia.

IIponyck npuema ouepeornoti 003bi

OI[HOKpaTHbe/'I MPOITYyCK: B CBA3U C TCM, YTO ICpaMIIaHCII UMECT JOCTATOYHO HHHTGHBHBIﬁ nepmuon
MOJTyBBIBEICHUS, MAIIMEHT JOJDKEH BBDKIATh M MPHUHATH CIEAYIOUIYIO 3alVIAHUPOBAHHYIO 03y B
COOTBETCTBHUU C COTVIACOBAHHOW CXEMOU IpHUeMa Ipernapara.

B ciyuyae, ecniu nponymieH npueM 6osiee 1 103bI, HO 00IIAas MPOJOJIKUTEIBHOCTh O3 Impernapara
MeHee YeM S nepruoaoB IOJYBBIBECACHHA (3 HCACIN i1 MNaouCHTOB, HC IOJy4Yaromnux
npotuBodnuienTruueckue npenapatsl (I1311), n3menstomux metabonu3m nepammnanena u 1 Hegens
JUTsl TTAallMeHTOB, nonydarommx 1211, usmenstonmx metabonusM nepamnanena) (cm. pasaen 4.5),
CIIEyeT PacCMOTPETh BOIPOC O BO30OHOBICHHHU NPHEMa Ipernapara B MOCISIHEH MPUHUMACMOMN
703€.

Ecau namueHt npepBal IPUCM IIpCliapara Ha CPOK Oonee 4eM 5 IepruoaOB IIOJIYBBIBCACHUS,
HCO6XOI[I/IMO CJICAOBATh pCKOMCHAAIMAM KaK IIPYU WHUIWAOWUU JICUCHU .

Oco0ble I'PpYIIIBI MAaIIMCHTOB

Tlayuenmul noscunoeo 6ospacma (cmapue 65 n1em)

B xnuHMueckux uccienoBaHusx npemnapara daiikoMa y4acTBOBajJO HEIOCTATOYHOE KOJIHMYECTBO
MalMEeHTOB C JMHJICTICUEN cTapie 65 JeT /Uisl ONEHKH pa3Induil ¢ 0oJjiee MOJIOABIMU TAIUEHTAMH.
AHanu3 uHpopmaruu no 6e3onacHoctd y 905 MoXkKHUIbIX NAIIMEHTOB, MPUHUMABIINX NIepaMIiaHen (B
I[BOI>'IHBIX CJICBIX HCCICAOBAHHUAX, IMPOBOAMBIIUXCA IO HEOMNMUICOTUYCCKUM HOKaSaHI/IHM), HC
BBISIBUJI pa3nuuuil B mpoduiie 0e30macHOCTH B 3aBUCMMOCTH OT Bo3pacTa. B komOuHamum c
OTCYTCTBUEM pa3Jth/1ﬁ B OKCIIO3WIIWHU II€paMIIaHECIIa, OTU JAHHBIC ITOATBECPIKAAIOT, YTO KOPPCKIHA
J103bl TIEpaMIlaHeNa y TOXWIBIX MAlMEeHTOB HE TpeOyeTcs. Y MOXKUIBIX MAIMEHTOB MepamMmaHen
HYXHO MNPUMCHATH C OCTOPOXHOCTBIO, IMIPpHMHUMAsA BO BHHMAHUC BO3MOKHBIC B3aI/IMOI[€I\/'ICTBI/I5[ y
MAIMEHTOB, MPUHUMAIOIINX OJHOBPEMEHHO HECKOJIBKO JIEKAPCTBEHHBIX MpEnaparoB (CM. pas3aen
4.4).

Iayuenmsi ¢ napywenuem yHKyuu nouex

[Ipu moyedyHoOW HEAOCTATOYHOCTHU JIETKOW CTETIEHH KOPPEKIUs J03bI NepaMIiaHesia He TpeOyercs.
[IpyuMmeHeHre y NanMeHTOB CO CPENHETSIKEION M TSKEIOM IMOYEYHOM HENOCTaTOYHOCTHIO WIIU
MAILMEHTOB, HAXOASAIIMXCSA Ha TEMOJINAIIA3E, HE PEKOMEHIYETCSl.

Iayuenmvi ¢ napywenuem hyHKyuu nevyeHu

[ToBbllIeHWE O3Bl Y MAIMEHTOB C MEYEHOYHOM HENOCTATOYHOCTHIO JIETKOW M CPEIHEW CTENEHHU
TSDKECTU TPOU3BOAUTCSA B 3aBUCUMOCTH OT KIMHUYECKOIO OTBETAa U IMEPEHOCUMOCTH. [Ipuem
Mpernapara y MaiueHTOB ¢ NEYEHOYHON HEIO0CTATOYHOCTHIO JIETKONM M CPEHEW CTENEHU TIKECTH
ClielyeT HAYMHATH C J03bI 2 MT (4 M) B CyTKHU. J03a MOXKeT ObITh YBETHYE€HA B 3aBUCHMOCTH OT
KJIMHAYECKOTO OTBETA U MEPEHOCUMOCTH C IIaroM 2 Mr (4 MIT) HE Yalle YeM pa3 B JIBE HEJEIH.

MaxkcuManbHasi 1032 y MallMEHTOB C MIEYEHOYHOM HEIOCTATOYHOCTBIO JIETKOM M CPEJHEN CTEeNeHu
TSDKECTH HE JJOJDKHA MpeBbIaTh 8 Mr/cyTku (16 mi/cyTkn).
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ATENBHOCTE 000

. . (o i
[IpumeHneHne npu TSKEION NEYEHOYHON HEAOCTATOUHOCTH HE &KOM%EEV‘EJI_:CH.

CTHU

be3zonacHocTh 1 3¢ppeKTUBHOCTE NepaMaHena y AeTei miuajaie 4 JeT Mo MoKa3aHHUIo «IapLualbHble
IIPUCTYIIBI» Uy ferer mitaame 7 aet 1o nokasanuto «[II'TKID» Ha 1aHHBII MOMEHT HE YCTaHOBIICHBI.
JlaHHBIE OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus

[Ipenapar daitkomna npeaHa3Ha4YeH AJIsl TpUEMa BHYTPb.

[Tpurorosnenue: anantep s (haaKkoHa, KOTOPII HAXOJUTCA B yIIaKOBKE (KapTOHHOI Mayke) BMECTe
C JIEKapCTBEHHBIM IIPENapaTroM, JOJDKEH ObITh IUIOTHO BCTaBJIEH B TOPJBIIKO (JIAKOHA Iepen
MCIOJIb30BAHUEM U OCTABAThCA HA MECTE B TEUEHUE BCETO CPOKA UCIONb30BaHuA (aakona. Lnpui-
7103aTOp HEOOXOIMMO BCTaBUTh B ajanrtep W HaOpaTh A03y M3 nepeBepHyToro (axona. Ilocie
KaXX/I0TO MCII0JIb30BaHMs HEOOXOMMO 3aKpbIBaTh (hIIaKOH KPBIMIKOM. Kpbliika jJerko 3akpeiBaeTcs,
KOI'Zla aJanTep HaXOIUTCS Ha CBOEM MECTE.

4.3 IlpoTuBONOKA3aHUA

['mnep4yBCTBUTENBHOCT, K IEpaMIlaHENy HIM K JI000My U3 BCIIOMOTAaTENbHBIX BEILIECTB,
IIEPEYUCIICHHBIX B pa3zene 6.1.

4.4 OcoOble ykazaHusi M1 Mepbl NPEAO0CTOPOKHOCTH NPU MPUMEHEHUHU

CVI/IIII/IIIZUILHOG MBIIIIJICHUEC

Yy MMaguCHTOB, IIPHUHUMAIOIINUX TI9IT 1o pa3JInYHbIM IIOKa3aHUsAM, OTMCHAINUCh Cllydau
CynIuJaJIbHOTO MBINUICHUA W IMOBCACHUA. Mera-ananus PAHIOMHU3NPOBAHHBIX HJIaIIC60-
KOHTPOJIUPYCMBIX I/ICCJ'ICI[OBB.HI/Iﬁ IIDI1 Taxke TMOKa3adl HEOOJIBIIOE YBCINMYCHUEC PUCKaA
CyHnIUAAJIbHOTO MBIIIJICHUS U ITIOBECACHUA. MexaHn3M IMOBBIIICHUS pUCKa HCU3BCCTCH, B HACTOAIICC
BpEM:A HCJIB3Ad HCKIIOYHUTH BCPOATHOCTb IIOBBIMICHHUA JAHHOI'O pUCKA W IIPpH IMPHUMCHCHHU
nepamiiaHesa.

BenenctBue 3TOro mamMeHThl (€TH, MOAPOCTKH M B3pOCIbIE) JIOJKHBI HAXOJUTHCA MOJ
HaOJII0/IEHUEM C LEJIbI0 BBISIBICHUS CUMIITOMOB CYUIIUAILHOTO MBILUIEHUS U MIOBEJCHUS; JOIKHO
ObITh HAa3HAYEHO COOTBETCTBYMoLIee JieueHHue. [larueHTsl WM JuIa, OCyIIECTBISIONUE YXOJ 3a
HUMH, JOJDKHBI OBITh NPOMH(GOPMHUPOBAHBI O HEOOXOAUMOCTH OOpalIeHUs 3a MEAMIIMHCKON
MIOMOUIBIO IIPH MOSIBJICHUN IPU3HAKOB CYULUAAIBHOTO MBIIIEHUS WIN TOBEIEHUS.

Tsoxenble KOKHEIE PEAKIINU

Ha ¢one neueHus mepammaHenoM cOOOLIANIOCHh O TSKEBIX KOXKHBIX HEXENATeNbHbIX PEaKLusX,
BKJIIOYasl JIEKApPCTBEHHO-00YCIIOBIEHHYIO 303UHOQMINI0 ¢ cucTeMHbIMU cumntomamu (DRESS-
cuHIpoM), u cuHapoM CrtuBeHca-/[)KOHCOHa, KOTOpble MOTYT OBITh OMACHBIMHU Ui KU3HU WU
CMepTeNbHBIMU (4aCTOTAa HEM3BECTHA, CM. pa3zen 4.8).

HpI/I WHULIUUPOBAHUU JICUCHUSA MALMCHTA CICAYCT MPEAYHNPECAUTH O MPU3HAKAX U CUMIITOMAx, U
TAaKXC BHUMATCIIBHO CJIICAUTH 3a KOXKHBIMU PCAKIIHUAMMU.

Cumnromsl DRESS-cunapomMa BKITIOUAKOT, Kak MPaBUIIO, XOTA U HE UCKIIOUUTENBHO, JINXOPAJKY,
ChIllb, CBSI3aHHYIO C BOBJIEUEHUEM JPYTUX OpPraHoB, JUM(DaJeHONATHIO, aHOMAJIMU TOKa3aTesel
GyHKUMH Te4YeHH W H03MHOQMINIO. BaXHO  OTMETHTb, 4YTO paHHUE  HPOSBICHUS
TUNEePYYBCTBUTEIBLHOCTH, TAKUE KaK JIUXOPaJKa WIH JUM(aJaeHOnaTHs, MOTYT PUCYTCTBOBATh U
HEOYEBUIHOU CHIIN.

Cumnromsl cuapoMa CTuBeHca-/[»KOHCOHA BKIIIOYAIOT, KaK MPaBUJIO, XOTSI U HE UCKIIOYUTEIBHO,
OTCJIOGHHE KOXH (3IHJEpMalbHbIM HEeKpo3/Boiablps) <10 %, 3pUTEeMaTO3HYIO KOXY (CIUSHHA),
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OBICTPO Mporpeccupyromue 601e3HEHHbIE ATUITUYHBIE MI/IIHeHeIELEII;II}g%Fblﬁgﬁ%w%éegﬁh‘h/ﬁ;lh

MypIypHbIE TSATHA MPH MIHPOKOM PACIPOCTPAHEHHH, JHUOO OOJBIIYyI0 3pUTeMy (CIUSHHE),
OyJuIe3HOE/PPO3UBHOE TIOpAKEHUE O0JIee NBYX CIM3UCTHIX 000JI0YEK.

Ecnu nosiBasitoTcst mpU3HAKU M CUMIITOMBI, YKA3bIBAIOLIUE HA 3TH PEAKIIMH, MepaMIlaHell CIeAyeT
HEMEJIEHHO OTMEHHUTh U PACCMOTPETH AIbTEPHATUBHYIO T€pANuIo (P HEOOXOAUMOCTH).

Ecnu y nanueHnTa pasBuiach cepbe3Has peakuus, Takas kak cuHapoM CrtuseHca-/[)KoHcoHa miu
DRESS-cunapoM nipu Tepanuu nepammaHerioMm, IPUMEHEHHUE MepaMIlaHelia y TaKoro MalueHTa He
JOJDKHO OBITH BO3OOHOBIIEHO HU MPH KAKHX 00CTOSTEIHCTBAX.

AOCaHCBl 1 MUOKJIOHHYECKHE OPUCTYIIbI

AOcaHCBl M MHOKJIOHMYECKHME  TPUCTYIBI  SABISIOTCS  PAaCHpPOCTPAHEHHBIMH  THUIAMHU
IeHEPAJIM30BAHHBIX IPHUCTYNOB, KOTOPbIE YAacCTO BO3HMUKAIOT Yy MAIMEHTOB C MJIMONATHYECKOU
reHepanu3oBaHHoi smwiencued (MUI'D). UszBectHo, uto apyrue IIOII moryr BhI3BIBaTH WK
yCyryOJsaTh JaHHbIE TUIIBI IPUCTYNOB. [IalieHThl ¢ MUOKIIOHMYECKUMH IPUCTYIaMH M abcaHCaMU
JOJKHBI HAXOAUTHCSA 1101 HAOJII0IEHUEM BO BpeMs IipueMa npernapara Paiikomna.

Hapy1mienus co CTOpOHBI HEPBHOM CUCTEMBI

[lepammanen MOKET BBI3bIBATH TOJOBOKPYXXEHHE M COHJIMBOCTH M, TE€M CaMbIM, BJIHUSATH Ha
CIOCOOHOCTH YIPABIATH TPAHCIIOPTOM M UCIIOJIB30BATh MEXaHU3MBI (CM. pa3zen 4.7).

FODMOHaﬂbHaH KOHTpaLCIIIuAa

Ha ¢one mpuema mnpemnapara @aiikomna B 03¢ 12 Mr/CyTku 3QQPEKTHBHOCTh TOPMOHAIBHBIX
MporeCTarcH-CoACPIKAIMNX KOHTPAUCHTUBHBIX CPCACTB MOXKET 6I>ITI) cHmxkeHa. B atux cirydasax
HEOOXOJUMO TPEAYCMOTPETh TMPHUMEHEHUE JONOJHHUTEIBHBIX HETOPMOHAIBHBIX  METOOB
KOHTpauenuuu (cM. pazaensl 4.5 u 4.6).

IlageHus

OrmeueHa TCHACHLUA K YBCIMYCHUIO YHCJIa HaILGHI/If/'I, 0COOCHHO Y DOXKWJIBIX MAUCHTOB, MpUYXHA
KOTOpOﬁ HCU3BCCTHA.

Arpeccus, ICUXOTUYECKOE PACCTPOICTBO

3aperucTpupoBaHbl Clydand arpecCUBHOTO, BPak/1e€OHOTO M aHOMAJLHOTO TIOBE/ICHHUS Y MAllUEHTOB,
MOJYYAKIIUX TEPANUIO0 NEPaMIIAHEIOM. B KIMHUYECKUX HCCIIEIOBAHUAX MEpaMIlaHeNla arpeccus,
THEB, Pa3IpaXKUTEIBHOCTb U IICUXOTUYECKOE PACCTPOMCTBO BCTPEYAIMCH Yallle IPU IIPUMEHEHHUH €TI0
B 00Jiee BBICOKHX J103aX. BOJIBIIMHCTBO 3TUX HEXKENATEIbHBIX SIBJCHUN ObUIN JIETKOW WIJIM CPEIHEN
TSDKECTU U MPOXOJWIIM KaK CIIOHTAHHO, TaK U MOCJIE KOPPEKTUPOBKU J103bl. T€M HE MEHEE, MBICIIH O
MPUYMHEHUU BpeJa OKPYKAIMIMM, (U3UYECKHE HAIMAICHUs WIH YrpOoXKaoIlee IOBEICHHE
HaOMOIaNCh Y HEKOTOPBIX ManueHToB (<1 % B KIMHMYECKHUX HCCIEIOBAHUSIX MEpaMIlaHesa).
Coo0manoch 0 BO3HMKHOBEHWU TOMUIMIANBHBIX HIEH y mamueHtoB. [larmentam u nuimam,
OCYIIECTBISIONIUM YXOJ 32 HUMH, CIEIyeT PEKOMEHIOBaTh HEMEIJEHHO cOooOIaTh Bpady MpU
CYIIIECTBEHHBIX M3MEHEHHSIX B HACTPOCHHHM WM TOBeACHHH. [[03a mepammaHena J0JDKHA OBITh
CHIJKEHA, IPU IOSBJICHUM TAaKUX CHUMITOMOB U CJIEAYET PACCMOTPETHh BONPOC O MPEKpaALIEHUU
JIEYSHUSI, €CJIM CUMITTOMBI SIBJISIFOTCSI CEPbEe3HBIMU (CM. paznen 4.2).

Pa3zButHe 3aBUCMMOCTHU

Heo6xomumo coOmoaTh OCTOPOKHOCTh TPH Ha3zHaueHWW mpemnapara Daiikomiia marueHTaMm,
MMEIOIIMM B aHAMHE3€ Clly4au Pa3BUTHUSI JIEKAPCTBEHHOM 3aBUCUMOCTU. TaKHUX MalMEHTOB HYXHO
HaOII0aTh JAJI CBOCBPEMEHHOTO BBISIBJICHHS Pa3BUTHS BO3MOYKHON 3aBUCUMOCTH K TIepamMIaHey.
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ConyrcrByromasa  tepanusa  CYP3A-mHaynmupyiomuMu HDOTII/ESIS;THE;I%%E@M 'ﬁfre-l:[ﬂp'clrrleﬁ;[h

COOTBETCTBYET ZKCNEPTHOMY OTUETY

(I1211)

O¢ddexTuBHOCTD Nepammnanena B GUKCUPOBAHHBIX J103aX ObUIa MEHBIIE y TeX MalMEHTOB, KOTOPbHIE
MOJIy4aJIi  COIYTCTBYIOLIYK0  MPOTHUBOSIUJIENTHYECKYI0 Tepanuto uHaykropamu CYP3A
(kapOamaszenuH, (peHUTOMH, OKCKapOa3enuH), 4eM y MalMCeHTOB, MOJYYaBIIUX HE BIIMSIONIME Ha
akTUBHOCTH  (epmeHToB [IDII. Dddexr Ttepanmum mnepaMmaHesoM JODKEH THIATEIBHO
MOHHUTOPHPOBATHCS MPH IEPEeXojie C COIMyTCTBYyIoIIero mnpuema HeuHayuupytoumx [IOI1 Ha
npemapaTsl, UHAyHUpyomme GepMeHTb, U Hao00poT. B 3aBHCHMMOCTH OT WHIUBUAYaIHHOTO
KJIIMHUYECKOT0 OTBETA Ha JICYEHHE U MePEeHOCUMOCTH IperapaTa, 1032 MOKET ObITh yBEIHUEHA WU
yMEHblIIeHa ¢ marom 2 mr (cm. paszaen 4.2).

ConyTCcTBYIOIIAs Tepamusi OPYrUMU  (HE  IPOTHUBOSIWIECITHYECKUMM) HHAVKTODAMU WU
uaruouropamu uuroxpoma P450

[lepenocumocth 1 3G (dEKT Tepanuu rnepamnaHesoM JOJKeH TIIATeIbHO MOHUTOPUPOBATHCS MPU
100aBIEHIH MM OTMEHE MHYKTOPOB WJIM HHTHOUTOPOB IIuToXpoMa P450, T. K. 3TO MOXKET H3MEHATH
KOHIIEHTPALIMIO MIepaMIlaHesia B IIa3Me U MOXKET MOTPeOOBATHCS KOPPEKIUS €ro 103bI.

I enaToOTOKCUMYHOCTD

Coobmanoch 0 ciydasix remaToTOKCUYHOCTU (B OCHOBHOM YBEJIMUYEHHE IEYEHOUHBIX (PEPMEHTOB)
IpU IpueMe Tiepamiianena B komounamuu ¢ apyrumu [1311. Eciin Habmoaercst moBeIeHrEe YPOBHS
MIEYEHOYHBIX (DEPMEHTOB, CIIEAYET PACCMOTPETh MOHUTOPUHT (DYHKLIUHU MEYECHH.

BcnomMorarennHble BElIeECTBA

Henepenocumocmuv ¢hpyxmoswi

[Ipenapat @aiikomna cycneH3usl Ajs mpueMa BHYTpb coaepxxut copouton (E420), B xaxaom mi
npemnapara cojepxurcs 175 mr copbutona. [lanuenram ¢ peako BeTpeyaromiencs: HacleACTBEHHON
HETNIEPEHOCUMOCTBIO (PPYKTO3BI HE CIIEAYET MPHHUMATH 3TOT Ipernapar.

Crnenyer coOnroaTh OCTOPOKHOCTB IPU codeTaHuM npenapata ¢ apyrumu 11011, copeprkammmu
COpOMTOI, TaK KaK COBMECTHBIN IpueM Oosiee 1 rpamma copOUTOIa MOKET MOBIUATH HAa BCACHIBAHUE
HEKOTOPBIX PENapaTos.

benszotinasn kucnoma (E210) u nampus 6enzoam (E211)

[Tpenapar daiikomna cycneH3us JUlsl NpHeMa BHYTPb COAEpKUT OeH3oiHyro kucioty (E210) u
Hatpus 6enzoat (E211), B kaxxaom mut ipenapata cogepxkutcs meHee 0,005 Mr 6eH30iTHOM KUCTOTHI
u 1,1 mr HaTpus OeH3oara.

ben3zoiinas kuciaoTa 1 6€H30aThl MOTYT BBITECHATh OMIIMPYOHH 13 anbOyMUHAa, yCUIINBAs TEM CaMbIM
OUnMpyOMHEMHIO, UTO B CBOIO OYEPEb MOXKET YCHJIUBATh BHIPAXKEHHOCTh HEOHATAIIbHOM JKEITYXU
BILJIOTDH JIO Pa3BUTUS STAEPHOM KENTYyXH.

Hampuu
[Ipenapat conepxut menee 1 Mmmoinb HaTpus (23 Mr) Ha 1 M1, TO €CThb, 110 CYTH, HE COJAEPKUT HATPHUSL.

4.5 B3aumopeiicTBHe C [JPYTHMH JIeKAaPCTBEHHbIMHM IIpenaparaMd W Jpyrue BHIbI
B3aMMO/AEeHCTBUSA

[lepamnanen He SABISETCS MOIIHBIM MHIYKTOPOM MM MHTHOMTOpOM murtoxpoma P450 umu V] O-
rmokypormipancepas (YI'T) (em. pazgen 5.2).

I'opMoHaNbHBIE KOHTPAICITUBHBIE CPEJICTBA

VY 3710pOBBIX KEHILUH, [TOJTyYaBIIUX NIepaMIiaHen B Jo3e 12 Mr (Ho He 4 win 8 MT') B CyTKHU B TEUEHHE
21 nHa HaOMIOJAIOCh CHUXKEHHE AKCMOo3UIuM JieBoHoprectpena (cpenusis Cmax 1 AUC Obun
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cHbkeHbl Ha 40 %). [Ipuem nepaMmanesna B CyTOYHOM J03€ lﬁrlvrr HQ%Q%EIBJJ':[J_ILEH&HI HA AI‘J[J:C

STHUHUIACTPAANONa, HO CHUXKaeT ero Cmax Ha 18 %. IlosToMy mnamueHTKaM, NPUHUMAIOLIAM
nepamIiaHes B CyTOYHOM /103e 12 Mr, CleAyeT y4uThIBaTh BEPOSTHOCTh CHIKEHUS 3P PEKTUBHOCTH
TOPMOHAJIBHBIX ~ MPOTECTareH-COAEPKAIIMX  KOHTPALCNTUBHBIX  CPEICTB W HCIOJIB30BATh
JOTOJHUTEIbHBIE METO/bl KOHTpALEHIUU (BHYTPUMAaTOYHBIE CPEACTBA WJIM IIPE3EPBATUBHI) (CM.
paznen 4.4).

Bsanmonericteue ¢ apyrumu 11911

[ToTennuanpHOe B3aMMOJICUCTBHE MEpaMIaHesia U APYTUuX MPOTUBOSMMICHITUYECKUX IPEnapaToB
(ITDIT) ObUTO OILIGHEHO Ha OCHOBE JAHHBIX KIWHUYECKHX WCCIeoBaHUN. [lomynsiuoHHbIMA
(apMaKOKMHETUYECKHI aHaIW3 CBOJAHBIX JaHHBIX Tpex uccienosanuil Il ¢assl y B3pocibix u
MIOAPOCTKOB € NapLHUAIbHBIMU ITPUCTYIIAMU I103BOJIMJ 1aTh OLEHKY AeCcTBUS npenapara PaiikoMmia
(Ipu OTHOKpPATHOM IpUEME CYTOUYHOH 10361 10 12 Mr) Ha papmakokuHeTuky Apyrux [19I1. B npyrom
MOMYJISIIMOHHOM (PapMaKOKHHETHYECKOM aHallu3e CBOJAHBIX JAHHBIX U3 JABAJALIATH HCCIEAOBAaHUN
¢a3er [ Ha 310pOBBIX 1OOpPOBONIBLIAX MpU MpueMe NpenapaTta Paiikomna B g03e 10 36 Mr, a Takxe
onHoro uccienoBanus ¢assel 11 u mectu — dassl 11l y geteit, moapoCcTKOB U B3pOCIBIX MAIUEHTOB C
MapuyaIbHBIMU WJIM [EPBUYHO-TEHEPATHN30BAHHBIMU TOHUKO-KJIOHUYECKUMH TPUCTYIIAMH TIPU
npueMe npenapara daiikomna B OJHOKPATHOM CYyTOYHOHM 1103€ A0 16 Mr, OLIEHMBAIM BIIUSHHE
comyrctByromux [IDI1 Ha wimpenc mnepammnadena. O(QekT TaHHOrO B3aUMOJCHCTBUS Ha
paBHOBECHbBIE KOHIICHTPAIMH MPUBEICH B TaOJIHULIE:

CoBMeCTHO NpHMeHseMbIii Bimsinue I1311 Ha KOHIEHTPaLKIO Bunsanue npenapara daiikomMmna Ha

j1iC)11 npenapara ®aiikomna KoHueHTpauuio 311

Kapbamazenma CHwmxenue B 3 pasa CHmxeHune MeHee yeM Ha 10 %

Kio6azam He Bausier CHwxeHue meree yeM Ha 10 %

Knonazenam He Bausier He Bauser

JlamoTpumxuH He Biuser CHmxeHue MeHee yeM Ha 10 %

JleBeTupaueram He Bausier He Bauser

OxckapOazernH CHumxeHue B 2 pa3a VBenuuenue Ha 35 % *

denobapbuTan CHmxenue Ha 20 % He Brusier

DeHUTOUH CHuxeHnue B 2 pasza He Biusier

Tonupamat CHmxenue Ha 20 % He Brusier

Banbnpoesas kucinora He Bimsier CHmxenue MeHee yeM Ha 10 %

3oHnucamMus He Biuser He Binuser

* bes y4ue€Ta aKTUBHOT'O MeTabouTa MOHOFI/IZ[pOKCI/IKap6aSCHI/IHa.

Ha ocHOBe pe3ynbTaToB MOMYJSIMOHHOTO (DapMaKOKMHETHUECKOTO aHalHW3a Y TMAalUeHTOB C
NapUUaJIbHBIMUA  MPUCTYIaMH Wy TAalMEeHTOB C NEepBUYHO-T€HEPAIN30BAaHHBIMU TOHHUKO-
KJIIOHWYECKHMHU TIPHCTYTIaMH, TOJHBIN KIMPEHC TepaMIlaHeNa MOBBIIIAICS MPH OJHOBPEMEHHOM
npueme ¢ kapbamaszenuHoM (B 3 pasza) U GEHUTOMHOM WM OKCcKapOa3enuHoM (B 2 pasa), KOTOpbIe
SIBJISIIOTCA MHIYKTOpaMu MeTabonusma ¢epMmMeHTOB medeHu (cM. pasnen 5.2). [auubeiit addexr
clleflyeT NMPUHUMATh BO BHUMAaHHE W KOHTPOJUPOBATH NPH HAa3HAYCHUM WJIM OTMEHE JaHHBIX
MIPOTHBOSHMIICTITUYECKHX TMpernapaToB. Kiionazenawm, jgeBeruparieram, peHoOapouTal, Tonupamar,
30HMCaMuM, Kkio0azaM, JaMOTPU/DKUH UM BAJIbIPOEBas KUCJIOTa HE OKa3blBAIM KIMHUYECKU
3HAYMMOTO BIIUSTHHSI HA KIIMPEHC TIepaMITaHena.

B nmomynsannoHHOM (papMaKOKMHETUYECKOM aHalu3e y MAIMEeHTOB C MaplHUaIbHBIMUA MPUCTYIAMU
MIpHeM TepaMITaHesia KIMHHYSCKA 3HAYUMO HE BJIFSUT Ha KJIMPEHC KJIOHA3elaMa, JIeBeThparerama,
¢denobapburana, ¢eHUTOMHA, TONUpaMara, 30HHCAMHUIa, KapOamaszemwHa, KjoOa3zama,
JAMOTPH/KMHA U BAJIBIIPOEBOI KUCIIOTHI ITPH caMOil BBICOKOM J103€e nepammnanena (12 Mr B CyTKH).
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OOHapyXeHO, UYTO TIepaMIlaHEeN] CHUXKAET KIMPEHC OKCKapéggerH/IQIEJHaE'ZJ gﬂt(ﬁkma];)ﬁageﬁr_/lﬁ

OBICTPO META0ONM3HPYETCS C yYacTUEM ITUTO30JBHOW PEIyKTa3bl 0 AKTUBHOTO METa0oiuTa
MoOHOTrHApoKcuKapOaszenuna. I ekt nepammnanena Ha KOHIEHTPAUIO MOHOTHAPOKCHKapOa3enuHa
HEU3BECTEH.

[lepammanen THUTPYIOT [0 JAOCTHXKEHUS KIMHMYECKOTO d¢@deKkra BHE 3aBUCHUMOCTH OT
comytctByromux [1911.

Bimstane nepamnanena Ha cyocrparsl CYP3A

VY 310pOBBIX JOOPOBOJIBIIEB TIepaMIiaHel (B CyTouHOM 03¢ 6 Mr B TedeHnue 20 nueil) camkan AUC
Mugazonama Ha 13 %. Henb3s uckiroyars 6ojiee 3HAYUTEIbHOE CHUKEHHIE HKCITO3UIIUN MU1a30]1aMa
(u gpyrux 4yBcTBUTENBHBIX cyOcTpaToB CYP3A) npu npueme 6osee BBICOKUX 7103 IepaMIaHea.

Bimstane nanykTopoB muroxpoMa P450 Ha dhapMakOKHMHETHKY II€paMIIaHea

Oskupaercsi, 9TO MOIIHbIE MHAYKTOPHI H30epMenToB muroxpoma P450, Takue kak pupamMnuiumH u
3BepOOOH MPOBIPSIBICHHBIH, TAK)KE MOTYT CHUKATh KOHLIEHTPALIMIO IIepaMIiaHena B riaasme. Henb3s
UCKJIIOYaTh BO3MOXKHOCTb IOBBIIIEHUS KOHLEHTPAallMU B IUIa3ME PEAKTHBHBIX METaOOIMTOB
nepamnasesna B ux npucytctsuu. @endamar Takke MOXKET YMEHbIIATh KOHIEHTPALIMIO TepaMIlaHesia
B IIJIa3Me€.

Binusuue I/IHFI/I6I/ITODOB nutoxpoma P450 Ha d)aDMaKOKI/IHeTI/IKV InepaMIiiaHCjia

VY 310poBBIX J1OOPOBOJIBLIEB PHEM KEeTOKOHA30ja (B cyTouHoil go3e 400 mr B Teuenue 10 gHei),
apistomierocss uaruoutropom uzopepmenta CYP3A4, ysenunuuBan AUC nepamnanena Ha 20 % u
npojyieBan ero tiz Ha 15 % (67,8 4 npotus 58,4 4). Henb3s uckimodars ycuienue dddexra mpu
KOMOMHAIMM TepammnaHena c ApyruM uHrubutopom wusodpepmenta CYP3A4 ¢ mepuomom
MOJTYBBIBEICHUST OOJIBIIIMM, YeM y KETOKOHA30J1a, WK MPHU O0Jiee JUIUTEIHPHOM IpUeMe HHTHOUTOpa.

Bzaumooeticmesue ¢ nesodonoii

VY 310poBBIX JOOPOBOJIBIIEB MIPUEM TepamIiianena (B CyTouHOU go3e 4 mr B TeueHue 19 nHeit) He
okaspiBan BiusSHUS Ha AUC mii Cpax JIEBOJOIIEL.

B3auMoaencTBre ¢ aJIKOroJaeM

B uccnenoBanuu papMakoJuHAMHUYECKOTO B3aUMOJICHCTBHUS HA 3JI0POBBIX JOOpOBOIIbLAX, (D deKT,
OKa3bIBAEMBI TE€PAMIIAHE]IOM Ha BBINIOJIHEHHE JEUCTBUH, TpeOYIOMUX BHHUMATEIBHOCTH U
OBICTPOTBHI PEaKIMU, TaKUEe Kak YIpaBlIEHHE aBTOMOOWIIEM, YCHIWBAJCS MPUEMOM alKOTOJsl.
MHOroKpaTHbIi TMpUEM IepaMilaHesia B CYTOYHOM 03¢ 12 Mr TOBBIMIAT BBIPAKEHHOCTD
pa3apa)KeHHOCTH, CITyTAHHOCTH CO3HAHUS U JISTIPECCUU TI0 pe3yibTaTtaM 5-0alIbHOM KAl OLIEHKH
[Tpoduns sMonmoHanbHOTO cocTostHUS (cM. pazaen S.1). Otot addexT Takxke HabMIOMAaETCS TIPU
npreMe Mepamiianena B KOMOMHAIIMK ¢ JPYTUMHU JEeTPEecCaHTaMH LEHTPATbHON HEPBHOU CHUCTEMBI

(THC).
eTH
HccenenoBanus B3auMOIEUCTBUS TPOBEACHBI TOJIBKO Y B3POCIBIX.
B nonynsnuoHHOM (papMakOKMHETHYECKOM aHajIu3€e y MOJAPOCTKOB B Bo3pacTe 12 jeT u crapuie u
neren B Bozpacte ot 4 10 11 net, He 0TMeqanoch 3aMETHBIX OTJIIMYUM OT B3POCIION MOITYJISLUN.

4.6 ®epTUWIBHOCTD, 0€PEMEHHOCTb H JIAKTALUS

>KGHHII/IHI)I C ACTOPOAHBIM IMOTCHIIMAJIOM W KOHTPALICHIIINUA YV MY>KYUH W )KCHIITUH

JKeHummHaMm ¢ AETOPOJHBIM MOTEHLMAJIOM, HE MCIOJIB3YIOIIMM METOJbl KOHTpALENIUH, IMPUEM
npernapata Paiikommna peKOMEHIyeTcs TOJbKO B ciydae KpaifHeil HeoOxomumoctu. [Ipemapar
Qaiikomna MOXKET CHUXaTb A(PPEKTUBHOCTh IpOrecTareH-coiepikamiel TropMOHaJbHOU
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(cm. paznenst 4.4 u 4.5).
bepemeHnHOCTh

JlaHHBIE 1O MPUMEHEHUIO MepaMIaHena y OepeMEHHBIX CYIIECTBEHHO orpaHudeHsl (mMenee 300
ciydaeB). MccnenoBanust Ha >KMBOTHBIX HE BBISIBUIN TEPATOT€HHOTO 3 (eKTa y KPbIC UITU KPOJIMKOB,
HO TTOKa3aJi 3MOPUOTOKCHYHOCTh Y KPBIC B 103aX, TOKCUYHBIX JUII MATEPUHCKOTO OpraHu3Ma (CM.
pasnen 5.3). He pekoMeHyeTcst mpuMeHsATh penapat dalikommna nmpu 0€peMeHHOCTH.

JlakTaims

B nccnenoBanusx Ha KpeIcax ObLIO TOKA3aHO, YTO MEpaMIaHes U/UIIH €r0 METa0OIUThI BBIIEIISIOTCS
C TPYAHBIM MOJIOKOM (netanpHass uH(Gopmamms B pasaene 5.3). HewsBecTHO, BBIIENSCTCS U
nepamMIanes ¢ TPy THBIM MOJIOKOM Y Y€JIOBEKA, TO3TOMY PUCK ISl peOCHKA HEITb3s UCKITFOUUTh.

YuuTheIBas NpeMMyIIecTBa Kak TPYJHOTO BCKAapMIIMBAHMA Ui pEeOCHKA, TaK M TEpamud Jyis
KEHILIUHbI, HE00X0AMMO MO0 MpPEeKpaTUTh IPyJHOE BCKapMIMBAaHUE, JUOO BO3JEPKATHCA OT
npreMa/mpeKkpaTuTh mpueM npemnapara daiikomia B Iepruo,] rpyAHOTO BCKAPMIIMBAHUSI.

DepTHIbHOCTD

B wuccnenoBanusx (epTHILHOCTH Yy KPBIC OBUIO TIOKa3aHO, YTO B BBICOKHMX g03ax (30 Mr/kr)
nepamIianes MpoJyUIeBaeT M HapyllaeT PEryJsIPHOCTh ACTPAIBHOTO IMKIA Y CAMOK, OJHAKO 3TH
W3MCHCHUS HE BJIMSIM Ha (DEPTHIIBHOCTH WM PAHHEE PA3BUTHE IUIONA. BIHSHHS Ha MYKCKYIO
bepTunpHOCTh HE 00HAapYXeHO (cM. paszen 5.3). Dddekt nepammnanena Ha GEepTUILHOCTD YEJIOBEKa
HE U3yYaJcs.

4.7 BausiHMe Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CpPeACTBAMH M Ppadorath C
MeXaHU3MaMu

QaifkoMma OKa3blBa€T YMEPEHHOE BJIHMSHHE Ha CHOCOOHOCTh YIPAaBISATh TPAHCIOPTHBIMU
CpelicTBaMH M pabOTaTh C MEXaHU3MaMHU.

[lepammanen MOXKET BBI3BIBATH TOJIOBOKPYKEHHUE W COHJIMBOCTH M, TEM CaMbIM, BIUSATH Ha
CIIOCOOHOCTH YMPABIIATh ABTOMOOWJIEM M paboTaTh ¢ MexaHu3Mamu. [laruentam He peKOMEHAyeTCs
yIpaBIsATh TPAHCTIOPTHBIMH CPEJICTBaMH, paboTaTh CO CIOXKHBIM 000pYIOBAaHUEM WM 3aHUMATHCS
JPYTUMHU TOTEHIIMAIBHO OMACHBIMU BHJIAMHM JIEATEILHOCTH JI0 T€X TOp, MOKa HE CTaHET U3BECTHO,
BIUSIET JIM TIEpaMIlaHeN Ha UX CIIOCOOHOCTH BBITMIOIHITH 3TU AecTBUA (M. pa3aensl 4.4 u 4.5).

4.8 He:xesnaTelbHble peaKluu

Pesrome mmpoduiist 0e300acHOCTH

Cpenn 1639 nanueHTOB ¢ MapUUalbHBIMU MPHUCTyNaMH, MOJY4YaBIIMX IE€paMIlaHes BO BCEX
KOHTPOJIMPYEMBIX U HEKOHTPOJIMPYEMBIX KIIMHUYECKUX HCCIEN0BaHusX, | 147 npuHuManu npenapar
B TeueHue 6 Mecsnes U 703 — 6onee 12 mecsues.

B KOHTpoOJIIMpYyEMBIX U HEKOHTPOJIUPYEMBIX MCCIECAOBAHUAX C Y4aCTUEM IALMEHTOB C MEPBUYHO-
reHepaln30BaHHBIMU TOHUKO-KJIoHHYeckuMu npuctynamu (III'TKII), 114 manueHTOB npuHUMAau
IIepaMIIaHeN, U3 HUX 68 MalMeHTOB IPUHUMAIIN [IEpaMIIaHeN B TeYeHUE 6 MecseB U 36 malieHToB
— Ha IPOTsDKeHUHU Oosiee 12 MecAIeB.

HexenarennpHbie pCakuru, NpUBOANBIINC K BBIXOAY MAITUCHTOB U3 HCCJIeIOBaHUIM:

HesxenarenbHble peakinuy, MPUBOJUBINNE K BBIXOAY MAIUEHTOB C MapIUATLHBIMU MPUCTYIIAMU U3
KoHTponupyembix uccienoBanuit 111 daser, otmevanuces y 1,7 % (3 uz 172), 4,2 % (18 uz 431) u
13,7 % (35 u3 255) manueHToB, MOJIyYaBIINX MEpaMITaHell, B 103ax 4 Mr, 8 Mr u 12 Mr B CyTKH,
COOTBETCTBEHHO, U Y 1,4 % (6 u3 442) nauueHToB, NOIy4aBIIUX anebo. Yaie Bcero npuunHaMu
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B TpyIIe miamne6o).

B xonTponupyemom kinHuydeckoMm uccienoBanuu Il ¢aspl ¢ ydacTueM maiyeHTOB ¢ MEPBUYHO-
reHepaTM30BaHHBIMU TOHUKO-KJIOHHUYECKUMU MPUCTYIaMU HEeKeNaTeIbHbIC peaKIIuu, TPUBOAUBIINE
K BBIXOJy MallMEHTOB M3 HCCleAoBaHus, oTMedainuch y 4,9 % (4 u3 81) mauueHToB, MOTyYaBIIMX
nepammanen B no3e 8 mr, u'y 1,2 % (1 u3 82) B rpynme turane6o. HexenaTenbHON peakiuei,
HauboJee YacTo MPUBOAMBILEH K BBIXOJIY U3 HUCCIEIOBaHUs, ObLIO TOJOBOKpPYXEHHE (C 4acTOTOU
>2 % u yaile, 4eM B TpyIIIe mianedo).

IlocTperucrpallmiOHHOE IPUMEHCHIE

Ha ¢one nedyeHuss mnepammmaHesioM COOOIIAIOCh O TSDKENBIX KOXKHBIX PEaKIUsSX, BKIIOYAS
JIEKApCTBEHHO-00YCIOBICHHYIO 203WHOGMINI0 ¢ cucTeMHbIMH cumnTomMamu (DRESS-cunmpom)
(cm. paznen 4.4).

Tabnuynoe pE3FOME HEXKENIATEIbHBIX peaKIui

B Ta6JII/IHe HUXKC HCpC‘-II/ICJ'IeHBI HCIKCIIATCIIbHBIC peaKIII/H/I, KOTOpI)Ie 6I)IJH/I BBISIBJICHBI HA OCHOBC
aHaaM3a IOJHON 0a3bl JaHHBIX KIMHHYECKMX HCCIEIOBaHMiA mpemapara Paikomiia, COIIacHO
CI/ICTCMHO-OpFaHHBIM KJIJaccaM 1M 9aCTOTC UX BCTpeLIaeMOCTI/I. I[JISI OILICHKHN 9YaCTOThI BOSHUKHOBCHHUA
HEKENATeIbHBIX SBJICHUIN MPUMEHSETCS Clieayronas Kiaccuukanus: oueHb yacto (>1/10); gacto
(>1/100, Ho <1/10); HEewacro (>1/1000, HO <1/100), yacToTa Heu3BecTHA (HA OCHOBAHHH UMEIOIIIXCS
JAHHBIX OLCHUTH HEBO3MOKHO).

B npeaciax Ka)KIIOﬁ KaTCropuu 4YaCTOThbl HCKCEIATCIIbHBIC PCAKIWH IPCACTABJICHBI B ITOPSAIKE
CHMIKCHUS CCPbE3HOCTH.

CuCcTeMHO-OpraHHbIH KJace HesxkenareqbHas peakiusi YacroTa
Hapymenns metabomnmsma u CHMXEHHE allleTnTa Yacro
MTUTAHUS [oBpIIeHNE anmeTUTa
[Icuxuueckue HapyLIeHUS Arpeccus Yacrto
['ueB
BecnokoiicTBo
CIyTaHHOCTh CO3HAHHS
CyHnuuansHOe MBIIIICHHE Hewacto

[TonpiTKa camoyOHiicTBa

KCIIYJOUHO-KHUIICYHOT'O TpaKTa

lNanmnronunanuu
[TcuxoTnueckoe paccTporcTBO
Hapyienust co cTopoHBI I'onoBokpyskenue OueHp yacTo
HEPBHOM CHUCTEMBI CoOHIIUBOCTh
Artakcus Yacro
Juzaptpus
Hapymenne paBHOBecHs
PasznpakurenbHOCTb
Hapyiwenust co ctoponsl oprana | Jummonust Yacrto
3peHus HeuerkocTh 3peHus
Hapyiwenus co croponsl oprasa | Bepruro Yacrto
ciyxa u JabupHuHTa
Hapyienust co ctoponst TowHoTa Yacrto

Hapymenust co cTOpoHbI KOXHU
1 TTOJTKOXKHBIX TKaHEeH

JlekapcTBeHHO-00YCIIOBIEHHAST Y03UHOPHINS C
cucreMHbiMu cumirtomamu (DRESS-cunapom)*

Cunppom Crusenca-JxoHcoHa*

YacToTa HEM3BECTHA

MHCTPYMCHTAJIbHBIC TaHHBIC

Hapyienust co cTopoHsl Bbonb B crinHe Yacto
MBIIIEYHOM, KOCTHOU U

COEJIMHUTEILHON TKaHU

OO0ume HapyIICHHS U PEAKITIHI Hapymenue noxoaku Yacto
B MECTE BBEJICHUS YTomiseMocThb

JlaGopatopHblie 1 [ToBbllIEeHME MacChl Tena Yacto
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JleTH ¥ DOAPOCTKU

JlanHble KJIMHUYECKUX HcclieoBaHUd y 196 mOJIpPOCTKOB, TOABEPTUIUXCS BO3JCHCTBUIO
nepaMIiaHesa B XOJI€ JBOMHBIX CJEMbIX HCCIENOBAaHUI C MapUUAIbHBIMH M [EPBUYHO-
TCHEPATM30BAHHBIMU TOHUKO-KIIOHUYECKHUMH MPUCTYIIAMU, ITOKa3alii, YTO MPOPMIb OE30MaCHOCTH
nepamIaHena y HUX TOT Ke, YTO U y B3POCIHBIX, 32 HCKIIOYEHHEM arpeccud, KOoTopas dalie
MPOSIBJISIACH Y TTOAPOCTKOB, YEM Y B3POCIIBIX.

JlaHHbIe KIMHUYECKUX HucchaenoBanuii 'y 180 mneauarpuyeckux MNaluUeHTOB, IOJBEPTIINXCA
BO3JICHCTBUIO MEpaMITaHela B MHOTOIICHTPOBOM OTKPBITOM HCCIIEAOBAHUM, MTOKA3ald, YTO OOIIHIA
npo¢ b 0€30MaCHOCTH Y ACTEH ObUT aHAJOTHYEH TOMY, KOTOPBIH ObLT YCTAHOBIICH JJIS MTOAPOCTKOB
U B3pPOCJIBIX, 32 UCKIIFOYEHUEM COHJIMBOCTH, Pa3JIpaXXUTEIIbHOCTH, arpeCCUU U aXKUTALMU, KOTOPHIE
yalie BCTPEYAIUCh B TEAMATPUYECKOM MCCIICIOBAHUM 110 CPAaBHEHUIO C HCCIEIOBAHUSAMHU Y
MOAPOCTKOB U B3POCIIBIX.

Nmeromuecss gaHHBIE O MPUMEHEHUHM Y JI€Tel HE MO3BOJISIIOT MPEANOJIOKUTh KaKUX-ITH00
KIIMHAYECKH 3HAYUMBIX 2P QEKTOB repaMiiaHesia Ha mapamMeTpbl pOCTa M pa3BUTHS, BKIIIOYAsi Maccy
Tena, pocT, PYHKIUIO IIUTOBUIHOM Kele3bl, ypOBeHb MHCYIHMHONOA00HOTO (akTopa pocta 1 (IGF
1), KOTHUTHBHBIE CIIOCOOHOCTH (IIPH OIEHKE 10 MIKaJe HEHPOIICUXOIOTHYECKONH OLEHKU
Anpaenkamna-beiikepa [ABNAS]), moBeaenue (10 OLIEHKE COINIACHO KOHTPOJBHOMY CIUCKY
noBeieHus peoerka [CBCL]) u moBkocTsh (1o orerkam tecta Jladaiiera ¢ kaHaBkaMu Ha rieroope
[LGPT]). Onnako nonrocpounslie nocneactsus (6ojnee 1 roga) Ha 00y4yaeMoCTh, HHTEIUIEKT, POCT,
SHIOKPUHHYIO (DYHKIMIO U TIOJIOBOE CO3PEBAHUE Y JIETEH OCTAIOTCS HEM3BECTHBIMHU.

COO6H.I€HI/IG O ITOJ03PCBACMBIX HCKCIATCIAbHBIX PCAKIIUAX

BaxHo coobmark O TOA03pPEBACMbIX HEKEJIATEIBHBIX PEAKIHSIX IOCIE  PErHCTpaIiy
JIEKapCTBEHHOI'0 IIpernapara ¢ Lejbl0 00ecrneueHUs] HEMpPepbIBHOIO MOHMTOPUHIA COOTHOLICHHUS
«TI0JIb3a-PUCK» JICKAPCTBEHHOTO Ipernapara. MeInIuHCKIM pabOTHIKAM PEKOMEH/IyeTCsl COO0IIaTh
0 JOOBIX TM0/I03PEBAEMBIX HEXKEJIATENbHBIX pPEaKLUsAX JIEKAapCTBEHHOI'O IIpernapara 4epes
HalnmMOHAJIbHBIE CHUCTEMBbI COO6HI€HI/I$I 0 HCXKCIIATCIIBHBIX PCAKIHAX TOCYJapCTB — YJICHOB
EBpasuiickoro 5KOHOMUYECKOT0 COH3a:

Poccniickas @enepanns

denepanbHas ciryx6a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBraazop).
Anpec: 109012, r. MockBa, CnaBstHCKas 1101aib, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03.

OnekTpoHHas nmoura: pharm@roszdravnadzor.gov.ru., npr@roszdravnadzor.gov.ru.
Caiit: https://roszdravnadzor.gov.ru.

4.9 Ilepeno3upoBka

CHUMIITOMBI

belmm  3aperncTpupoBaHbBl  ITIOCTPETHCTPALMOHHBIE CIydad NPEIHAMEPEHHOW U CIly4ailHOM
NIEPEIO3UPOBKH Y MAIMEHTOB JETCKOr0 BO3pacTa C J103aMH IIepaMIlaHena 10 36 MI My B3pOCIBIX
nanueHToB ¢ go3amu 10 300 mr. Habmronaemplie HexxenaTeIbHbIC PEAKITNU BKITFOYAIA TAKUE PEAKIIHH,
KaK M3MEHEHHE MCUXUYECKOTO COCTOSHUS, aXKUTAIUsl, arpECCUBHOE MOBEICHNE, KOMa U YTHETECHUE
co3HaHus. BoccTaHOBIIEHNE MTAIIMEHTOB MPOIILIO 0€3 MOCIEACTBUH.

Jleuenue

Cnenuduyeckoro aHTuaoTa He cymectByeT. [lokazaHa oOmas MmoAep)KUBArOIIas Tepamnus,
BKJTIOUAIOIIAst MOHUTOPHHT XU3HEHHBIX MTOKA3aTeNel U KIIMHUYECKOTO CTaTyca MalleHTa. Y YuThIBast

JUTMTEIIHBIA TIEPUOJ TIOTYBBIBEICHUsI TiepammaHena, ero 3(P¢eKTsl MOTYT HMETh OOJBIIYIO
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CHEIHMANIbHBIX MPOLEAYp, TaKuX Kak (OPCUPOBAHHBIN OUype3, OUanu3 Win remorepdysus,
Man03(heKTHUBHO.

5. PAPMAKOJIOTHYECKHE CBOMCTBA

5.1 ®dapmakoanHaMH4yecKHe CBOMCTBA

dapMakoTeparieBTUYECKas rpynna: IIPOTUBOAMIIENITHYECKHE CPEICTBA; JIpyrue
IIPOTUBOAMMIEITUYECKHE CPEACTBA.
Kon ATX: NO3AX22

MexaHu3M IeUCTBUS

Ilepammanen sBJSETCSI MEPBBIM B CBOEM KJACCE CEJIEKTUBHBIM HEKOHKYPEHTHBIM aHTarOHHUCTOM
MOHOTPOIIHBIX PELENTOPOB TIiIyTaMaTa O-aMHHO-3-TMAPOKCHU-5-MEeTHII-4-U30KCa30IIPONHMOHOBON
kucinotel (AMPA) Ha mocrcMHanTWYecKux HeHpoHax. [JyramaT — TiaBHBI BO30YKIAIOMIMN
Heilpomenuarop B LeHTpaiabHOM HepBHOM cucteme (LIHC), urparomuii BaxxHy1o pojib B HaTOreHe3e
psiia HEBPOJOTUYECKUX 3a00JIEBaHM, BEI3BAaHHBIX IEPEBO30Yk)AeHHEM HEMpoHOB. [Ipeanonaraercs,
yro akTuBanus AMPA-penentopoB riyramMmaToM oTBeYaeT 3a Hanbosee ObICTPYIO BO30YKAAOLIYIO
CHUHAIITUYECKYIO IlepeAady B TOJIOBHOM Mo3re. B wuccnenoBanusx in vitro, IepaMIiaHen He
KoHKypupoBal ¢ AMPA 3a cBaseiBanue ¢ penentopoM AMPA, ogHako OH BBITECHSICS W3
CBSI3bIBAaHUSI HEKOHKYpPEHTHbIMU aHTaroHucramu AMPA peuentopoB. OTO yka3bplBaeT Ha TO, 4TO
IIepaMIIaHeN BJIAETCS HEKOHKYpeHTHBIM aHTaronucrom AMPA peunenropos. B uccnenoBanusx in
vitro nepamnanen uaruouposan AMPA-unnyuuposannoe (Ho He N-merun-D-acnaprar (NMDA)
MHAYLIMPOBAHHOE) INOBBIIIEHHE BHYTPUKJIETOUYHONW KOHIEHTpALUU KalbLus. [n vivo nepamIiaHeln
3HAYUTEJIIPHO  YBEJIMYMBAJ  JATEHTHbIM mnepuonx B AMPA-unnynupoBaHHOW — Mojenu
AMWIENITUYECKOTO MTPUCTYIIA.

TouHbIT MEXaHU3M Pa3BUTHS MPOTUBOCYAOPOKHOTO 3(peKTa mepamianena y 4eI0BeKa MOAISKUAT
JAJIbHENIIEMY U3YYEHHUIO.

dapmakonmaamMmuecke YO OEKTH

Ha ocHoBe cBOAHBIX JaHHBIX TPEX MPOBEACHHBIX UCCIEN0BaHMH 3()(HEKTUBHOCTH MPU MaPIUATBHBIX
SMUJIENTHYECKUX TPHUCTYIax ObLI TPOBeNeH aHaiu3 (apMaKOKMHETHKA U (PapMakoIMHAMUKU
(OpdexTuBHOCTH) mepammnaHena. Takke Obul  TpoBeleH aHaMM3 (PapMaKOKUHETUKH U
dbapmakoguHaMuky  (9QGEKTUBHOCTH) TiepamMIiaHe]a Ha OCHOBE JIAHHBIX  HCCIIEIOBAHUS
3¢ (HEeKTUBHOCTH TPHU TMEPBUYHO-TEHEPATH3OBAHHBIX TOHUKO-KJIOHUYECKUX MpucTymax. CormacHo
pe3yibTataM JBYX aHaJM30B, BeJIMYMHA BO3JCICTBUS IMepaMIaHela KoppeiaupoBana ¢
BBIPQXKEHHOCTBIO CHUKEHUS YaCTOThI IPUCTYIIOB.

Bosoeiicmsue na ncuxomomopusie ¢hynxyuu

B nozax 8 u 12 Mr nepammnasesn npu OJHOKPaTHOM U MHOTOKPAaTHOM IIPUEME J10303aBUCUMO yXyAIIall
IICUXOMOTOpPHBIE PYHKIIMH y 3I0POBBIX 100poBOJbIEB. D (DEKT, OKa3pIBa€MbIil IepaMIIaHEIOM Ha
CJIO’KHBIE TICUXOMOTOpHBIE (DYHKIMH, TaKUE KaK yIpaBIeHUE aBTOMOOWIIEM, YCUIIUBAJICS TPHUEMOM
aJIKOroJisi. XapaKTepUCTHUKU MCUXOMOTOPHBIX (PYHKIMI BO3BpALlAIUCh K MCXOJHBIM 3HAYEHHSIM B
TE€YEeHHE 2 HEJleNb I10CIIE PEKPALLEHUS TIpUeMa IepaMIlaHeNa.

Bosoeiicmsue na koenumusnyro gpynkyuio

IIpu onieHKE B cepuN CTaHAAPTHBIX TECTOB BO3JICHCTBUS NI€paMIIaHesia Ha BHUMATEIbHOCTD U TaMATh
Y 3/10pOBBIX 100POBOJIBIIEB KAKOTO-JINO0 BIAMSHUS, KaK IPU OJTHOKPATHOM, TaK ¥ IPU MHOTOKPAaTHOM
npueMe npemnapara B 103ax 70 12 MI/CyTKku oTMedeHO He ObLIIO.
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B mmanie60 KOHTpOIMpyeMOM HCCIIeIOBAaHUHU, TTPOBEICHHOM Y iﬂmre;lrd% TI0IPOCTKOBOI'O BO3DACT4,

He OBLJIO BBISBIICHO CYIIECTBEHHBIX M3MEHEHUI KOTHUTUBHBIX (DYHKIHI B TPYIIIE MepaMIaHesnia mno
CpPaBHEHHIO C IUIalieb0 MpU OLIEHKE C IMOMOUIbI0 CUCTEMbl aBTOMATHU3HPOBAHHBIX TECTOB
KOTHUTHUBHBIX (yHKIUH, Ha3BaHHOU Korautueaoit Cucremoit UccnenoBanus Jlekapers (Cognitive
Drug Research System, cokpamienno — cucrema CDR). B 0TKpbITOM NPOIOIKEHHOM HCCIEA0BAaHUT
TaKKe He HaOJIr0Aa’oCch CYNIECTBEHHBIX M3MEHEeHMH 1o obmemy Oamry cuctembl CDR mocne 52
HeZlelNb Tepaluy nepaMiianesnoM (cM. mojapaszen «Jletn» nanHoro pasaena).

B OTKpBITOM, HEKOHTPOJUPYEMOM HCCIICOBAHUU JIOMOJHUTEIBLHON TEPAlluU IEePAMIIAHEIIOM,
MPOBEJICHHOM Y TIAIIMEHTOB JIETCKOIO BO3pacTa, HE HAONIONAIOCh KIMHHYECKH 3HAYMMBIX
M3MCHCHHI KOTHUTUBHBIX (DYHKIIUH 110 CPABHEHHUIO C UCXOAHBIM YPOBHEM, H3MEPEHHBIM C TIOMOIIBIO
[kanel He#porcuxosornuecko oreHku AmbacHkami-beiikep (ABNAS, Aldenkamp-Baker
neuropsychological assessment schedule) (cm. moapasnen «letn» gaHHOTO pasnuena).

Brusnue na Hacmpoerue U CKopocmbsv peadKkyuu Ha 6HeUlHee 6o30elicmeue

CkopocTh peakluM Ha BHEIIHEE BO3ACHCTBHE (BO30YIUMOCTB) y 3/I0POBBIX JOOPOBOJIIBIIEB,
II0JIy4aBIIMX IIEpaMIIaHelN B 103aX OT 4 Mr A0 12 MT B CyTKH, J0303aBUCUMO CHUXKAJIACh. Y XyIICHNE
HACTPOEHUS Y JOOpPOBOJIBIIEB OTMEYAJIOCh TOJNBKO Ha (poHe mpuema 12 Mr B CyTKH, U3MEHEHHUS
HACTPOEHUS ObUIM HE3HAYMTEIbHBIMH U OTPayKally 0011ee CHUKEHHE CKOPOCTH PEAaKLIMU Ha BHEIIHEE
BO3/CHiCTBME. MHOTOKpAaTHBIA MPHEM IepaMIlaHesa B CyTOYHOH mo3e 12 mr ycunmBan 3¢ ¢ext
aJIkoroyis Ha OJUTEIbHOCTh M CKOPOCTh pPEAaKIMUW Ha BHEIIHEE BO3/JEHCTBUE U IOBBILIAI
BBIPAKEHHOCTh Pa3/Ipa’k€HHOCTH, CIlyTAHHOCTU CO3HAHUS U JAECTIPECCUH 10 pe3yJIbTaTaM S-0aibHOM
IIKaJIbl OLIEHKH IPOQHIIA 3MOLIMOHAIBHOI'O COCTOSHUS.

Bauanue na anekmpoguzuonocuueckue napamempsi cepoyd

HepaMnaHen B CYTOYHBIX J03aX OO 12 mr He YAJINHAII UHTCPBAJI QTC M HE OKa3bIBaJl KAaKOro-inbo
J0303aBUCUMOTO MJIN KIMHHYCCKH 3HAYMMOI'O BO3I[€I>1CTBI/I$I Ha JJIUTCIIBHOCTb KOMIIJIICKCOB QRS

Kimmanueckas 3dbdhekTUBHOCTE U 0€30I1aCHOCTE

Hapquaﬂbnble nuirenmu4ecKkue npucniynosl

D¢ dexkTuBHOCTh MepamIaHena Mpu MapHUaIbHBIX MPUCTyNax ObUla YCTaHOBJIEHA B XOJE TPeX
19-HenenpHBIX PaH/I0MU3HPOBAHHBIX JIBOMHBIX-CIIETIBIX 1a11e00-KOHTPOJIUPYEMBIX
MHOTOLICHTPOBBIX HCCIIEJOBAHUN JIOTIOJHUTEIBHOM TEpanmuu Yy B3POCIBIX M IMOAPOCTKOB. Y
MAlMEHTOB OTMEYaJUCh NaplUajbHble MPUCTYNbl MPH HAIWYUM WJIK OTCYTCTBUU BTOPUUHOM
reHepaIu3aly, aJJleKBaTHO HE KOHTPOJIUpPYEeMble APYTUMH (OT OJHOIO JI0 KOMOMHALIMU U3 TpeX)
npotuBoldnuienTuaeckumu npenapatamu (I1311). B teuenue 6-HenenbHOro UCXOAHOIO MEPUOAA Y
NAIMEeHTOB JO0JDKHO ObLIO HabsoaaThes OoJiee MATH MPUCTYIIOB, PU 3TOM NEpuoJ 0e3 MPHUCTYIOB
He mpeBblan 25 qHeil. B aTuX Tpex uccienoBaHUsSX CpeAHsis MpOAOIKUTEIbHOCTh AIWICIICUU Y
MalKUeHToB cocTasisiia okoio 21,06 roga. Ot 85,3 % no 89,1 % nanueHToB NIpUHUMAIH OT JBYX JI0
Tpex conyTcTByromux [13I1 ¢ ogHOBpeMeHHON cTUMYI el Oy Aarollero HepBa uiu 0e3 Hee.

B nepBbix 1ByXx uccnenopanusx (uccnenosanus 304 u 305) nepammnanen B CyTOYHBIX J103ax 8 U 12
MT, a B TpeTbeM (uccienoBanue 306) — B CyTOUHBIX J103aX 2, 4 1 8 Mr cpaBHUBaIH C Iuianebo. Bo
BCEX TPEX HUCCIENOBAHUAX MOCIE 6-HENEIBbHOIO MCXOIHOTO MEPUOAA VISl ONIPENEIECHNS UCXOIHOU
4acTOThl NPHUCTYNOB [0 paHAOMHU3alMHU, MALKWEHThl OBLUIM paHAOMU3UPOBAHBl U IOIyYalH
IIepaMIlaHe] IyTeM TUTPOBAHUSA J03bl J0 pPaHIOMHU3MPOBAHHOM na03bl. Bo Bpems mnepuoxna
TUTPOBAHUS BO BCEX TPEX HMCCIEAOBAHUAX JIEUEHHE HAYMHAJIOCh C CYyTOYHOM J103bI 2 MT, KOTOPYIO
€KEHE/IeIbHO YBEIWYMBAIU Ha 2 MI/CYTKM A0 LieieBod 103bl. [lalueHThl ¢ HenepeHOCHMBIMU
HEeXXeJlaTeJIbHBIMU peaklMsIMU MOTJIM OCTaBaThCs Ha MPEXHEH 03¢ WM CHU3UTH 03y JI0 paHee
nepeHocuMoi. Bo Bcex Tpex ucciieJoBaHMsIX 3a IEPUOAOM TUTPOBAHUS CIIEI0BAI MOAEPKUBAOIINN
NepHoJ, KOTOpbIi Anuics 13 Henenb, B TeUeHUE KOTOPOTO MAlMEHThI T0JKHBI ObLITM OCTaBaThCS Ha
CTaOMIIbHOM J103€ TlepamIIaHena.
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CornacHO 00BEAMHEHHBIM pe3yJibTaTaM TPeX HCCIIECIOBAHMMN" EOSI;[ ]‘EHI:I‘_EE[TJ]JEJ;IE)EJFHHEHX |56| 'F%

CHIDKEHUE YaCTOThI IPUCTYTIOB, COCTaBUIIa COOTBETCTBEHHO 19 % mst rpynmsl mnanebo, 29 % ans
103upoBKU 4 Mr, 35 % mis 8 mr u 35 % misa 12 mr. CTaTUCTUYECKU 3HAYMMOE CHHXKEHUE YaCTOThI
IIPUCTYNOB 3a 28 nHEH (Mepuoj] TEparnuy M0 CPaBHEHUIO C UCXOJHBIM IEPUOIOM) B CPABHEHUHU C
mane0o HaOII0aI0Ch Tl T03UPOBOK 4 Mr/cyTkH (nccaeaoBanue 306), 8 Mr/cyTku (Mcciae10BaHus
304, 305 u 306) u 12 mr/cytku (uccnenoanus 304 u 305). Jons manuentos, gocturmux 50 %
CHIDKEHHE YaCTOThI PUCTYIIOB, B KOMOUHAIMK ¢ pepMmeHT-unayuupytomumu [1911 B rpynnax 4 mr,
8 mr u 12 mr cocraBuia coorBercTBeHHO 23,0 %, 31,5 % u 30,0 %, a B xomOunanuu ¢ 1911, e
ABIAIOIIMMUCA UHAYKTOpamu (epmenToB — 33,3 %, 46,5 % u 50,0 % coorBeTrcTBEHHO. DTH
pe3yabTaThl MMOKA3BIBAIOT, YTO MPUEM IepamMiaHena B Jo3ax oT 4 mMr o0 12 Mr oauH pa3 B CyTKU B
KauecTBE JIONOJHUTENBHOM Tepanuu B JaHHON IpyMIie MalueHTOB 3HAUUTEIbHO OoJiee 3P deKkTuBeH
110 CPaBHEHUIO C IU1a1eoo.

Jlannuble mane60-KOHTPOIUPYEMbIX HCCIEIOBAaHUM IMOKa3ald, YTO YIyYIIEHHE KOHTPOJS Hal
MPUCTYyaMU HAOJF01a10Ch IPU OJTHOKPATHOM IIPHEME 4 MT IepamMIiaHelia B CyTKH, ¥ yBEIINYNBAIOCH
MpU TOBBIIIEHUH CYTOYHOW 103bl A0 8 Mr. IIpm yBenudeHun CyTOYHOW H03bI 110 12 Mr He
Ha0JII0/1a710Ch JTOTIOJTHUTEIHHOTO MOBBIMIECHUS YPGEKTUBHOCTH Mpernapara Mo CpaBHEHUIO C 0301
8 MI B OTHOILIECHUH BCEW MOMYJIAIMH nanrueHToB. [loBeienne 3pPexkTuBHOCTH NepaMIianesa B 103€
12 Mr oTMEYaI0Ch Y HEKOTOPBIX MAIMEHTOB, XOPOIIIO MEPEHOCAIIUX 103y 8 MT, IPU HEJOCTATOYHOM
KIIMHUYECKOM OTBEeTe Ha ATy A03y. KiMHUYecKkHM 3HauMMOe CHUXKEHHE YacTOThl IMPHUCTYIIOB
OTHOCHUTEJIbHO IUIaled0 JOCTUTAIOCh YK€ Ha BTOPOM Hezele MOocie JOCTUXKEHHUS CYTOYHOH J03bI
4 wr.

Ot 1,7 no 5,8 % manueHTOB, MPUHUMABIINX MEPAMITAHET B KIIMHHYECKUX WCCIICOBAHMSIX, ObLIH
CBOOO/HBI OT MPHUCTYIOB B T€UEHHE 3-MECAYHOTO MOJJCPKUBAIOIIETO MEPHOJa MO CPABHEHUIO C
0-1,0 % B rpymrie miamebo.

Omxpvimoe npooienHoe UCCied08anue

97 % (n = 1186) nanueHToB, 3aBEPIUMBLIMX PaHIOMU3HPOBAHHBIE MCCIEI0BAaHUS NPUMEHEHUS
nepamIiaHesa MpH MapUyalbHBIX MPUCTYNAx, B TeUeHUe 16 Helenb ObUIH IepeBeAeHBl Ha IpUEeM
nepaMIiaHesa W BKIIOYCHBI B OTKPBITOE IPOJUICHHOE HCCIIEIOBAaHHE, 32 KOTOPBIM IOCIEI0BA
JUTUTENBbHBIN MePHOJ MOIEP’KaHus 103bl, B KOTOPOM OHM ITPUHUMAIIU IepaMIlaHell He MeHee 1 rosa
B cpenHel cyrouHoit no3e 10,05 mr.

HepBullHO-ZeHepaJlu306aHHbl€ MOHUKO-KJIOHUYeCKue npucnmynbsl

D¢ dhexkTHBHOCTH MepaMnanesa B KadyeCcTBE JOMOTHUTEIHHON Tepaniy IEPBUYHO-TEHEPATN30BaHHBIX
toHuKo-kioHn4eckux mnpuctynoB (III'TKII) y maunmenTtoB B Bo3pacte 12 neTr u cTapuie ¢
HIMOTIATHYECKON TeHEpaTM30BaHHOW AMUJIETICUE Obllla YCTaHOBJIEHA B XO0JI€ MHOTOIEHTPOBOTO
PaHIOMU3MPOBAHHOTO  JBOMHOIO  CJIENOro  Ijanedo-KOHTPOJIMPYEMOro  HCCIEIO0BaHMS
(uccnemoBanue 332). COOTBETCTBYIOIIME KPUTEPHUSM BKIIOYEHUS B MCCIEIOBAaHUE TMAIUCHTHI,
MOJTy4aBIlMe CTaOWIbHBIE 03Bl OT oAHoro Ao Tpex IIDI1 u uMmeBLIMe HE MeHee TpeX MEepBUYHO-
TeHEPATN30BAHHBIX TOHUKO-KIIOHHYECKHX MTPHUCTYTIOB B TEYCHUE §-HEIETHHOTO UCXOIHOTO TIEPHO/IA,
ObUTH PaHIOMHU3UPOBAHKI B TPYIITY MepamMIaHena v 1ianedo. B uccnenoBanre ObUIO BKIIOYEHO
164 manuenTta (nepammanen n = 82, riamedo n = 82). Jlo3y TUTpOBAJIM B TEYCHUE YETHIPEX HECIb
710 T[eEeBOM J03bl 8 MI' B CYTKH WJIM MAaKCHUMAJIbHOM MEPEHOCHMOM T03bI U MPOJOHKAIN TePANUIO
eme 13 Hexenb Ha YpOBHE J103bl, JTOCTUTHYTOM B KOHIIE Nepuoja TuTpoBaHus. OOmuil nepuon
nedeHus coctaBun 17 Henenb. Mccnemyemslii penapar qaBajid OJWH pa3 B CYTKH.

Hons mammentoB, pocturmmx S50 % CHWKEHHWS 4YacTOTBI TIPHUCTYNOB, TpPH TEPBHYHO-
TeHEePATM30BAHHBIX TOHUKO-KIIOHHYECKUX MPUCTYIIAX B TEYCHHUE TIOIICPIKUBAIOIIETO Meproia Oblia
3HAYMUTENILHO BHINIE B Tpymme nepammanena (58,0 %), uem B rpynme miamnedo (35,8 %), P=0,0059.
Hons manuenTtoB, gocturmmx 50 % CHUKEHHS 4acTOTHI MPUCTYNOB, B KOMOMHAIMK C (epMeHT-
uaaymupytomumu 1311 cocraBuna 22,2 %, a B xomOunanmu c [IOII, He sBastommMucs
uHAyKTOpamu hepMeHToB — 69,4 %. Uncno nanueHToB, IPUHUMAIOIIUX TIepaMIlaHe] B KOMOUHAIHH
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¢ hepmenT-unayMpytomumu [1311, 6pu10 HEGOMBIIUM (N = 95“1&&11%%%65%@%%@&&%&%

YaCTOThl MEPBUYHO-TEHEPAIU3OBAHHBIX TOHUKO-KJIIOHMYECKUX MPHUCTYIOB 3a 28 JHEW B TEUECHHE
Mepruoia TUTPOBAHHUS M IOJACPKUBAIOIIETO TEpHoaa (BMECTE) MO CPaBHEHHUIO C TIEPHOJOM [0
panjoMu3anuy ObLIa BBINIE B Tpymme nepammanena (-76,5 %), uem B rpynne miane6o (-38,4 %),
P <0,0001. B teuenue 3-mecsyHoro mojiaepskuBatromiero nepuoaa 30,9 % (25/81) mauueHTOB B
rpymie rnepamiaHena B KIMHHUECKUX uccaenoBanusax Obutr cBoOonHbl oT [II'TKII B cpaBHeHuu ¢
12,3 % (10/81) nauuenToB B rpymnie miamnedo.

pyaue noomunst uOUONAMUYECKUX 2eHEPATUZ0BAHHBIX NPUCTYNOB

9(1)(1)CKTI/IBHOCTB H 0€30IaCHOCTh neépamiiaHeia y naiqfi€HTOB ¢ MUOKIIOHHMYECKHMMHU MIIPUCTYIIaMU HE
YCTaHOBJICHBI. I/IMGIOIJ_II/IXCSI JaHHBIX HEAOCTATOYHO, YTOOBI HpI/If/'ITI/I K KaKOMy-JII/I6O 3aKJIIOYCHUIO.

[lepammanen He poaeMOHCTPUPOBaAT 3HPEKTUBHOCTD MPH JICUEHUN aOCaHCOB.

B uccnenosanuu 332 y nanuentos ¢ III'TKII, koTopele Takxe MMENM MUOKJIOHUYECKHUE IPUCTYIIBL,
OTCYTCTBHE MPUCTYIOB ObUIO NOCTUTHYTO y 16,7 % (4/24) mauueHToB U3 TPYIIIbI IepaMIaHesna B
cpaBaenuu ¢ 13,0 % (3/23) — u3 rpynnsl miane6o. Y MaUeHToB ¢ COMyTCTBYIOMUMU abcaHcaMu
OTCYTCTBHUE MPUCTYNOB ObLIO JOCTUTHYTO y 22,2 % (6/27) nanueHToB U3 Ipynibl IepaMnaHesa B
cpaBaeHuu ¢ 12,1 % (4/33) — w3 rpynmsl miane6o. OTCYTCTBHE BCEX BHIIOB MPHUCTYIOB OBLIO
nocturayTo y 23,5 % (19/81) mauuenToB u3 rpymnsl nepammnanena B cpapaennu ¢ 4,9 % (4/81) — u3
rpynimsl mianebo.

Omxpuimoe npooieHHoe UCCied08anue

N3 140 nanmenToB, 3aBepmuBIInX uccienaoanne 332, 114 (81,4 %) ObL1M BKITFOUEHBI B ITPOIJIEHHOE
uccinenoanue. [larueHTsl U3 PaHIOMH3UPOBAHHOTO HCCIENOBAaHUS B TeueHue 6 Henenb ObLIN
MepeBeICHbl Ha TPHEM IepaMIlaHelNia, a 3aTeM BCTYIWIN B JIOJITOCPOYHBIA ITOICPKUBAFOIINAN
nepuog (> 1 roma). B mpomnennom uccnenoBanuu y 73,7 % (84/114) mauueHTOB MoJanbHas
CyTOYHasl J103a IepamMIiaHena cocrarisiia ot 4 no 8 mr/cytku, a'y 16,7 % (19/114) — ot 8 no 12
mr/cytku. Carmkenue yactotsl [II'TKII mo menbieit mepe Ha 50 % nabmonanoces y 65,9 % (29/44)
MAIMEHTOB TOCie 1 roja JeueHus B TCUYSHUE TPOTICHHOTO MCCIIEA0BaHNS (OTHOCUTEIIBHO YacTOTHI
MPUCTYNIOB JIO Hauyaja Tepaluu IepamiaHenoM). OTH JaHHbIE COTJACYIOTCS C JAHHBIMU s
MPOIIEHTHOTO W3MEHEHHS YaCTOTHI IPUCTYIIOB M TIOKA3aJIH, YTO JOJS MAMeHTOB, AocTurmux S50 %
CHIDKEHUS 9acTOThI mpucTynoB, mpu [1I'TKII 6b11a cTabunsHOM BO BpeMeHU MpUMEpHO ¢ 26 Helean
710 KOHIIA Toja 2. AHAJIOTHYHBIC PE3yJIbTAaThl OBLIN TOJYUYSHBI IIPH CPABHUTEIBHOM aHAIIN3€ BCEX
MIPUCTYIOB U a0CAHCOB ¢ MUOKJIIOHMYECKUMH MPUCTYIAaMU C TEYCHHEM BpEMEHHU.

Ilepexoo na monomepanuio

B peTrpocneKkTUBHOM HCCIEIOBAaHMM KJIMHUYECKOM TMpakTHKK 51 MalueHT ¢ SHWIeNCHEH,
MOJTyYaBIIMK TIepaMIlaHe]l B KauecTBE JOMOJHHUTEIBHOTO JICYEHUS, MEPeluId Ha MOHOTEPAITHIO
nepamMnaHesoM. boJIbIIMHCTBO U3 ATUX MAllMEHTOB UMENIM B aHAMHE3€ NaplualibHble IpUCTyIbl. 13
Hux 14 mauuentoB (27 %) BepHyJIHUCh K JONOJHUTENIBHON TepanuM B MOCIEIYIOLINE MECSIBL.
Tpuauate yetsipe (34) manueHTa HaXOIWJINCH 10/ HAOJIIOJAEHUEM B TEUEHHE MO0 MEHbILEH Mepe 6
MecseB, U U3 HUuX 24 nanuenta (71 %) ocraBanuck Ha MOHOTEPAINIUY [TEPAMITIAHETIOM B TE€UEHHE 110
MeHbleil Mepe 6 mecsues. Jecsats (10) nanueHToB HaXOAMWINCh MO HAOMIOJACHUEM B TEUEHUE He
MeHee 18 mecsues, u u3 Hux 3 manuenrta (30 %) octaBajiuch Ha MOHOTEpANMM IEpaMIIaHEIOM B
TedyeHue He MeHee 18 Mecsues.

CTHU

B Tpex 6a30BbIX IBOMHBIX CIENbIX MIA1e00-KOHTpoIupyeMbix uccaenoBanusx 11 ¢pa3sl npuauMano
yuactue 143 noapoctka B Bo3pacte oT 12 g0 18 net. Pe3ynbTartsl, mojydeHHbIe y MOAPOCTKOB, ObUIH
CXO0XKH € Pe3yJIbTaTaMH y B3POCIBIX MAllUEHTOB.

B wuccnenoBannmu 332 yyacTtBoBaiM 22 mOApOCTKa B Bo3pacte oT 12 go 18 ner. Pesynbrarthi,
MOJTy4E€HHBIE Y TIOJJPOCTKOB, OBLITH CX0XKH C PE3yIbTaTaMH Y B3POCIBIX MAIIUEHTOB.

17



COOTBETCTBY

- —_ R T
- i

. ([0 IBATE HOC TR Q005
bruto npoBeneHo 19-HenenbHOE paHIOMU3UPOBAHHOE ,I[BOI/IHOQ CJTE‘H TTAIIe00-KOHTPOJIADYEMOE

HCCIIEIOBAaHUE C OTKPBITOM MpouIeHHON (a3oii (uccienoBanue 235) i OLEHKH KPAaTKOCPOYHOTO
BIIUSIHUS [IepaMIlaHeNia Ha KOTHUTHBHbIE (pyHKUIMU (B 103aX OT 8 10 12 Mr oJMH pa3 B CYyTKH) B
KauecTBe JIOMOJIHUTENbHOU Tepanuu y 133 (mepammanen n=85, muaneb6o n=48) MOIPOCTKOB B
Bo3pacte oT 12 no 18 jer ¢ agekBaTHO HEKOHTPOJIUPYEMBIMU MapLUaIbHBIMU MPUCTYIIAMHU.
KorautuBHple (QYHKIMM OLEHUBAIUCH C IOMOIIBI0O CHUCTEMBl ABTOMATH3MPOBAHHBIX TECTOB
KOTHUTUBHBIX (hyHKIMH, Ha3BaHHOW KorautuBHoit Cuctemoit MccnenoBanus JlekapcTs (cucrema
CDR) u e€ noka3zarens, O0mero KOrHUTHBHOTO T-0aJuta, KOTOPBIA MPEACTaBIsAET COOOM COCTaBHOU
0aJu1, MOJIy4eHHbI Ha OCHOBAaHMM TECTUPOBAaHUS 5 IOMEHOB: CHUJIbl BHHUMAHHUS, HEMPEPHIBHOCTU
BHUMAaHUsI, KQUeCTBA AMU30MYECKON BTOPUYHON MaMsATH, KauyecTBa paboueill MmaMsTd U CKOPOCTH
namsitu. Cpennee usmenenue (CO) OT MCXOIHOTO YPOBHSA K KOHILY JIBOMHOTO CJENOro Mepuoja
neuenust (19 nmemenp) OOmiero xorHuTHBHOTO T-0ayia mMpu OIEHKE KOTHUTUBHBIX (PYHKIUH B
cucteme CDR cocrasuno 1,1 (7,14) B rpynme miane6o u (munyc) -1,0 (8,86) B rpymnme nepammnanena,
CO CpeHEl pasHUIIeH MEXy TPYIITIaMU JICYCHUS, PACCYUTAHHONW METOJIOM HAaUMEHBIIINX KBAPATOB
(95% AN) = (munyc) -2,2 (-5,2, 0,8). CTaTuCTUYECKH 3HAYUMBIX PA3IUYUI MEXIy TpyIlnaMu
neuenust He Obu10 (p = 0,145). Ha ucxonnom ypoae OO1iue KOrHUTUBHBIE T-0ayuibl P OIICHKE
KOrHUTUBHBIX (pyHKuuii B cucteMe CDR s mnane6o u nepammnanena cocrasuiu 41,2 (10,7) u 40,8
(13,0) cooTBeTCTBEHHO. Y MAalMEHTOB, MOJIYYaBIIUX MEepaMIlaHe]l B OTKPBITON pacIIupeHHON (aze
(n = 112), cpennee uzmenenue (CO) Obmero koruutuBHoro T-6amna B cucteme CDR onenku
KOTHUTHBHBIX (DYHKIMH OT MCXOIHOTO YPOBHS JIO OKOHYAHHSI OTKPBITOTO IMepuoja JiedeHus (52
Hezgenu) coctaBmiio (Munyc) -1,0 (9,91). D10 u3meHeHue He ObUIO CTATUCTUYECKH 3HAYUMBIM (p =
0,96). [1ocne 52 nenens Tepanuu rnepamianenom y 114 manueHToB BIUSHUS HA POCT KOCTHOU TKaHH
He HalOmonanock. BrnusHus Ha Bec, pocT U mosoBoe pa3Butue nocie 104 Henens neueHus y 114
MAIMEHTOB HE HAOII01aI0Ch.

bruto mpoBeneHo OTKPBITOE HEKOHTPOJIHUPYEMOe uccienoBaHue (uccienoBanue 311) ans oueHkH
COOTHOILICHUS BO3/IEHCTBUA U 3(PPEKTUBHOCTH IEepaMIlaHesia B Ka4eCTBE AOMOTHUTEIBHON Tepanun
y 180 nmereii (B Bo3pacte oT 4 0 11 5eT) ¢ HeaAeKBaTHO KOHTPOJIMPYEMBIMH MapPIUAIbHBIMU WU
[IEPBUYHO-T€HEPATTU30BAHHBIMU TOHUKO-KIOHUYECKUMU IpucTynaMu. [lanimentam nossiaiu 103y
nepamianesna B TedeHue 11 Hepens 10 1e1eBoit 4036l 8§ MI/CYTKHM WM MaKCUMAalIbHO MIEPEHOCUMON
no3bl (He Oosiee 12 Mr/cyTku) Juis HalMEHTOB, HE MpUHMMarOMUX comyTcTByromue CYP3A-
MHAYLHMPYIOIME  MPOTHUBOSIMIENTHYECKOE  TpemnapaThl  (kapbamasenuH,  OKcKapOa3emnuH,
sciukap6a3enut U (GeHUTOUH), TU00 12 MI/CyTKH WM MakCHMAaJIbHO MepeHocuMast 103a (He Oosee
16 wMr/cyTku) Uis TAIMEeHTOB, NPUHUMAIONINX COMYTCTBYIOUINE MPOTUBOIMHICHTHUYECKOE
npenapatsl, uaayuupytomme CYP3A. Jloza nmepammanena, JTOCTUTHYTas B KOHIIE TUTPOBAHUSA,
coxpaHsuiach B TeueHue 12 Heznenb (Bcero 23 Heaenu Bo3aencTus). [1o 3aBepiieHnn ocHOBHOM (a3l
WCCIIEIOBaHMsl, MAlUEHThl, BCTYNUBIIME B NPOAJIEHHYIO (a3y, MOayyalu JIeYEHHE B TEUEHUE
JOMOJTHUTENBHBIX 29 HeJlenb ¢ 001Iel IPOI0JIKUTEIBHOCTBIO BO3IEHCTBUS 52 HeAemH.

VY nanueHToB ¢ mapuuanbHbIMU INpucTynamu (148 manueHToOB) MenWaHa W3MEHEHMsI 4acTOThI
MPUCTYIIOB 3a 28 AHEH, 10715 MalUeHTOB, JocTurmmx 50 % u 6osiee CHUKEHNE YaCTOThI IPUCTYIIOB,
M 4acToTa CBOOOJBI OT MPUCTYIOB TMOCie 23 HeNeNnb JieueHus nepammanenoMm coctaBuiu 40,1 %,
46,6 % (n = 69/148) u 11,5 % (n = 17/148), cOOTBETCTBEHHO, AJIsi OOIEro Yuclia MapIualbHbIX
pucTynoB. BiusHue Tepanuu Ha MeAMaHy CHIKEHHUS 4acTOThl mpuctynoB (Henenu 40-52: Bcero
108 manuenTtos, - 69,4 %), nomo marueHToB, AOCTUTrMIUX 50% CHHMXKEHHE 4YacTOThI MPUCTYIIOB,
(memenu 40-52: 62,0 %, n = 67/108) u yactoty orcyrcTBus npuctymnoB (Heaenu 40-52: 13,0 %, n =
14/108) coxpansioch nocie 52 HeaelNb JIeUeHUs IepaMIIaHeIoM.

B mnoarpynne mnanuMeHTOB € MapUUalbHBIMU TNPUCTYyaMH C BTOPHUYHOM TeHepanuzauuen (54
MalKueHTa) 3TH 3HadeHus coctaBwm 58,7 %, 64,8 % (n = 35/54) m 18,5 % (n = 10/54),
COOTBETCTBEHHO, I BTOPUYHO-TEHEPAIN30BAaHHBIX TOHUKO-KIIOHWYECKHX TPHUCTYNOB. Brmsiane
Tepanuy Ha MeJHaHy CHIKEHHs YacTOThl pucTymnoB (Hexenu 40-52: Bcero 41 mamuenr, - 73,8 %),
JIOJII0 TIAIUEHTOB, nocTurmmx 50% CHIbKeHHe 4acToThl npuctynos, (Heaemu 40-52: 80,5 %, n =

18



COOTBETCTEYET =
oT '-1-'|-

33/41) n yacToTy OTCYTCTBUSA NpUCcTynoB (Heaenu 40-52: 24, 4"9 I‘fr* %@—7&4'1%'
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HCACIIb JICUCHUA ICPAMITIAHCIIOM.

VY manueHToB ¢ NEPBUYHO-TeHEPATH30BaHHBIMU TOHUKO-KJIOHUYECKUMU MPUCTYIaMu (22 maiueHTa,
u3 KoTopeix 19 B Bo3pacte ot 7 n0 12 et u 3 — B Bo3pacte oT 4 10 7 JeT) MeauaHa U3MEHEHUS
YaCTOTHI MPUCTYIIOB 3a 28 AHEH, Moy marueHToB, gocturmux 50 % u 6onee CHIKCHHE YaCTOTHI
MIPHUCTYIIOB, X 9aCTOTAa CBOOOIBI OT MPHUCTYIOB cocTaBmin 69,2 %, 63,6 % (n = 14/22) u 54,5 % (n =
12/22), cooTBeTCTBEeHHO. Biusinue Tepanuu Ha MeIMaHy CHI)KEHUS YacTOThI TPUCTYTOB (Heaenu 40-
52: Bcero 13 mamuenrtoB, - 100,0 %), momto mamueHTOB, AOCTUTIIHMX 50% CHMKEHHE YaCTOTHI
npucrynos, (Hegenu 40-52: 61,5 %, n = 8/13) u yactoTy OTCYTCTBUS IpHUCTynoB (Henenu 40-52:
38,5 %, n = 5/13) coxpansanock nocie 52 Hepemb JieueHus nepammnanenom. K ganHeIM pesyibTatam
ClIeIyeT OTHOCUTHCS C OCTOPOKHOCTHIO BBUAY HEOOJIBIIOTO KOJTMYECTBA MAIUEHTOB.

AHaJOTUYHBIE pe3ylbTaThl OBUTM TIONYyYEHbI B TMOATPYIEC TMAIHEHTOB C TIEPBHYHO-
reHEepPAIM30BAHHBIMU TOHUKO-KIOHUYECKUMH TPUCTYIIAMU HAWONATHYECKON TreHepaIn30BaHHON
snunencuu (UI'9) (19 nanuenTtos, u3 kotopbix 17 B Bo3pacte ot 7 A0 12 et u 2 — B Bo3pacte oT 4
70 7 J1eT); COOTBETCTBYIOIIUE 3HaUeHUs cocTaBuin 56,5 %, 63,2 % (n=12/19) u 52,6 % (n=10/19).
BnusiHue Tepanuu Ha MelMaHy CHUKEHUS 4acTOThI IpUcTynos (Hexenu 40-52: Bcero 11 nanueHTos,
- 100,0 %), monro manueHTOB, nocturmmx 50 % CHHXKEHHE YacTOThI MPUCTYMNOB, (Heaenu 40-52:
54,5 %, n = 6/11) u wactory orcyrcTBus npuctynos (Hegenu 40-52: 36,4 %, n = 4/11) coxpaHsiochk
nocne 52 Henenb JNieueHus mnepammnaHenoMm. K gaHHBIM pe3yinbTaTam CleAyeT OTHOCUTBCS C
OCTOPO>KHOCTBIO BBULY HEOOJIBIIIOTO KOJIMYECTBA MAIMEHTOB.

5.2 dapmakokMHeTHYECKHEe CBOMCTBA

dapMaKOKMHETUKY [IepaMIlaHesa U3ydail y 340pOBbIX 100pOBOJbIEB B Bo3pacTe oT 18 1o 79 ner,
y B3pOCIBIX, HOJPOCTKOB U JIETeH C MapLUaIbHBIMU SMUICNTUYECKUMU MPUCTYIaMU U TIEPBUYHO-
TCHEPATM30BAHHBIMUA TOHUKO-KIIOHWYECKHUMHU TPUCTYIIAMH, y B3pOCIBIX ¢ Oone3npto [lapkuHCOHA,
B3pOCIBIX C JUa0eTHUeCKOW HelponaTHel, B3pOCIbIX C PacCEIHHBIM CKJIEPO30M, M IMAIMEHTOB C
IIEYEHOYHON HEJOCTATOYHOCTHIO.

[lepamnanen umeer CXOqHYIO (papMaKOKMHETHKY NMPU NPUMEHEHUHU B peXKMMEe MOHOTEpAaUU U B
cOCTaBe JOIOJIHUTENbHON Tepanmuu Ajs JIEYEHHUs MapUUaIbHBIX MPHUCTYHOB (NP OTCYTCTBUU
COITYTCTBYIOIIUX YMEPEHHBIX WU CUIbHBIX HHIYKTOpOB CYP3A4).

AOGcopOrus

HpI/I IIpueMe BHYTPbL IIC€paMIIaHCII 6BICTp0 N TIOJIHOCTBIO BCAChIBACTCA, Bq)(I)CKT «IIEPBOTO
MPOXOKACHUA) YEPE3 NICUCHb HEC3HAUUTCIICH.

[lepopanbHas cycneH3us IepammaHena OWOIKBHUBAJIEHTHAa B IiepecyeTe Ha Mr TalieTkam
nepaMIiaiesa B yCIOBUSX Npuema HaTowak. [Ipu npueme oxHoi 1036l 12 Mr o0enx ¢popm npenapara
C NHIIEH C BBICOKMM COJEp)KaHHWEM >KHpa, INepopalibHas CYCIEH3Msl IepaMIlaHena JOCTUTaeT
aHamorndHyr0 AUCo.inf © mpubmm3uTenbHo Ha 23% Oosnee HU3KYI0 Cmax, @ TaKKe HMEET
JBYX4acOBYIO 33J€PKKy BO BPEMEHH JOCTHKECHMSI MAaKCHUMaJIbHOW KOHLEHTPALUU B IIJIa3M€ KPOBH
(tmax) MO  cpaBHEHHIO ¢  TaOinerupoBaHHOW  ¢dopmoi.  OpHAKO  TOMYJSIMOHHBINA
(hapMaKOKMHETHUECKUN aHaIIN3 MTOKa3all, YTO MPU MOJEIUPOBAHUH PABHOBECHOTO COCTOSTHUS Crmax U
AUC (0-244) TIEpOpAIBHON CYCTIEH3MH TepaMITaHesia ObUTH OMOIKBUBAJICHTHHI TaOJIETUPOBAHHOMY
mpemnapaTy Kak mpy IpueMe HaTOIIaK, TaK ¥ ¢ TPHUEMOM TTHIIIH.

[Ipy onHOBpeMEHHOM MpueMe ¢ TulIed C BbICOKUM coaepkaHueM KHUpPa Cmax U AUCo.inf
OJTHOKpATHOH 70361 12 MI' epopanbHOil CyclieH3uH nepamnanena obun npuMepHo Ha 22% u 13%
HUKE COOTBETCTBEHHO, YEM IPU IIPUEME HATOLIAK.

Pacnpenenenue

JlanHbIC MCCIEMOBAHUM in Vifro YKa3bIBalOT HA TO, YTO TMEpaMITaHe]l TPUMEPHO Ha 95 % CBs3bIBaEeTCS

¢ OeKaMHu IJ1a3MBbl.
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. (O CBL HOCTE O005)
In vitro O6b170 TTIOKa3aHO, YTO TIEpaMIIaHEe] HE SBIISICTCS HU cv6cﬁ)amﬂgtﬂr3§iagpﬁﬂhv|ﬁmg6mopoﬂq

TPaHCIOPTHBIX NoaunenTuaoB opranndeckux aHuoHoB (OATP) 1B1 u 1B3, nepeHocumkos
opranndeckux anuoHoB (OAT) 1, 2, 3 u 4, nepenocunkoB opranndeckux katuorHos (OCT) 1,2 u 3,

a Takke P IIFOKCHBIX MEPEHOCYNKOB P-rimkonporerHa u Oelika pe3uCTeHTHOCTH paka MOJIOYHON
xene3nl (BCRP).

Buorpancdhopmars

Ilepamnanen B 3HAYUTENIBHOM CTENEHW META0OIU3UPYETCA IyTEM HEPBUYHOIO OKHCICHUSA U
HOCIEIYIOEro TIIIOKypoHHpoBaHUs. COIJIaCHO pe3ysbTaTaM KIMHUYECKUX HCCICAOBAaHUM Yy
3I0pPOBBIX  JOOpPOBOJBIIEB, INPUHUMABIIMX  [€paMIaHes]l €  PaJUOAKTUBHOM  METKOM,
MOJIEPKUBAEMBIM pe3yJIbTaTaMH UCCIIEOBAHUMN in Vitro ¢ peKOMOMHAHTHBIM LIUTOXpoMoM P450 u
MHUKpPOCOMaMHU II€YEHM 4YeJOBEKa, MeETa0oau3M IepamIlaHena MEepBUYHO  OINOCpEeayeTcs
nzodpepmentamu CYP3A.

Ilocme INPpUMEHCHUA II€paMIlaHEIa C paﬂHoaKTHBHOﬁ METKOH B IIIa3Me OIIPCACIIAOTCA JIMIIb
CJICIOBBIC KOJIHMYCCTBA €TI0 MeTa0OJIUTOB.

ONIMMUHALIMSA

[Tocne mpuema mepammaHena ¢ paJidOAKTUBHOM METKOM BOCEMBIO 370POBBIMH B3POCIBIMU HIIH
MOKUIIBIMUA A00poBosibliaMu, 0koJio 30 % BbIIETICHHONW PaJuOAKTUBHOM METKH OOHApYyXKUBAIHU B
moue u 70 % — B kane. BwimeneHHas pajauoakTHBHAs METKa, MPEACTaBiIsIa COOOM, TIIaBHBIM
o0pa3oM, CMeChb OKHCJICHHBIX W KOHBIOTUPOBAHHBIX METa0oIuTOB. B  momymnsiuoHHOM
(hapMaKOKMHETHYECKOM aHAJIM3€ CBOIHBIX TaHHBIX 19 KimHn4Yeckux uccnenoBanuii [ pasel, cpennunii
nepuon mnonysbiBeneHuss (T12) nepammanena coctaBun 105 wyacos. Ilpu omaHOBpEeMEHHOM
MPUMEHCHHN ¢ KapOaMa3elmuHOM, SBJISIONIMMCS MOIMHBIM HHIYKTOpoM u3odepmenta CYP3A,
cpennuii T12 mepammnaHena cocTaBisI 25 4acoB.

JInHeNHOCTh (HEIMHEHHOCTS)

B nonynsuuMoHHOM (apMakOKMHETHYECKOM aHaiu3e OOBEIMHEHHBIX JaHHBIX U3 JABaJaUaTd
uccinenoBanuii @aszel I Ha 310pOBBIX 1OOPOBOIBIIAX, MMOJNyYaBIIMX HepamnaHen B go3e ot 0,2 no
36 Mr B BHJ€ OAHOKDAaTHOW MJIM MHOTOKPAaTHOM A03bI, oxHOro uccienosanus dasel Il n narm
nccnenopanuil ®aserl Il y manueHToB ¢ napuUaJbHBIMUA IPUCTYIIAMH, ITOJyYaBIIMX IIEpaMIIaHEN B
no3e oT 2 po 16 mr/cytku, a Take AByX uccienoBaHuil @aswl Il y marnueHToB ¢ mepBUYHO-
reHepaln30BaHHBIMU TOHUKO-KIIOHMYECKMMH IPUCTYaMH, TOJy4YarolUX MepaMIaHel B 103€ OT 2
10 14 Mr/cyTku, Mexay BEIMYMHOW J03bl W KOHLIEHTpAalMel mepammaHena B IulazMe Oblia
YCTaHOBJICHA JINHENHAs 3aBUCUMOCTb.

Oco0nIe T'PYIIIBI TAITWUCHTOB

Ileyenounas neoocmamounocms

dapMaKkOKMHETUKY II€paMIlaHe]a I0CiIe IMpueMa OJHOKPAaTHOM A03bl | Mr oumeHuBamu y 12
MAIMEHTOB C MEYEHOYHON HEJ0CTaTOYHOCTHIO JIETKOM M yYMEpeHHOH creneHH (kiaccel A u B mo
mkane Yaina-ITeto COOTBETCTBEHHO) M JEMOTpapUuecKd COOTBETCTBYIOUIMX MM 12 370pOBBIX
no6poBounblieB. CpeaHuil KaXyIIMHCS KIUPEHC HECBA3aHHOIO IMepaMiaHesla NpH MEeYeHOYHOH
HE/I0CTaTOYHOCTH JIETKOM creneHu coctaBwi 188 wu/mMuH mpotuB 338 MII/MUH Yy 370pOBBIX
no6poBoubleB, U 120 mi/MuH npoTuB 392 MiI/MUH — NIPU YMEPEHHOI! ee cTeneHu. T2 y MalueHToB
C MIEYCHOYHOM HEeOCTaTOYHOCTHIO ObUT yJUIMHEH: TpH JIeTKOH crenenu — 10 306 yacoB mpoTtus 125
9acoB Y 3JI0POBBIX JJOOPOBOJIBIIEB, P YMEPEHHOU cTeneHu — A0 295 yacoB nmpoTtus 139 wacos.

Tloueunas neoocmamounocmo

dapMakOKMHETHKY TIepaMIlaHella y TAIMeHTOB C IMOYeYHOW HEJOCTaTOYHOCTHIO OTACIHHO He
M3ydaiu. DIUMHUHAINS TIepaMIaHeia OCYIIECTBISIETCS MOYTH UCKITIOUUTENBHO MTyTeM 00pa30BaHUs
METa0OJIUTOB C TOCHIENyIomed HuX OBICTPON JKCKpenue. B mimasme 0OHApYyKUBaIOT TOJIBKO
CIIEJIOBBIE KOJHMYECTBA META0OJIMTOB TepaMiiaHena. B MmomynsiuoHHOM (apMaKOKHHETHYECKOM
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aHaJlM3e y MalMeHTOB C MaplUUalIbHBIMU MPUCTYNIaMU U Knﬁ&;&j&%;&ﬁgggﬁl—qbd_ '_I&I/IJ'Il/'I\/IIII/'I-I-i

MOJYYaBIIUX B XOJ€ IJI1ae00-KOHTPOJIMPYEMBIX HCCIEAOBAaHMI IepaMIiaHes]l B J103aX [0
12 Mr/cyTKu, 3aBUCUMOCTH MEXJy KIMPEHCOM IepaMIlaHeNa U KIUPEHCOM KpeaTHHHHA OTMEUYEHO
He Obuto. B momymsimuoHHOM (apMaKOKMHETHYECKOM aHajiu3€ Yy NAIMEeHTOB C IEPBUYHO-
IrE€HEepaIu30BaHHBIMU TOHUKO-KJIOHUYECKUMHU IPUCTYIIaMM, MOJy4aBIIMX II€paMIaHes B J103aX 10
8 MI/cyTKH B XoJi¢ TUIAne00-KOHTPOIUPYEMBIX HCCIICAOBAHHUMA, 3aBUCUMOCTH MEXAY KIHMPEHCOM
nepamIianesa u epBoHaYalIbHbIM KIMPEHCOM KpeaTHHHHA OTMEUEHO He ObLIO.

Brusauue nona

B nonymsaumnonHoM hapMaKOKHHETHYECKOM aHaJIHM3€ y MAlMEHTOB C MapUUAIbHBIMU IPUCTYTIAMH,
MOJTyYaBIIMX NIepaMIIaHeN B 103aX 0 12 MI/CyTKH M y IAIIMEHTOB C MIEPBUYHO-TC€HEPATN30BAHHBIMU
TOHUKO-KJIOHHMYECKUMH IPUCTYIaMH, MOJYYaBIIMX IE€paMIIaHeNl B J103aX 10 8 MI/CYTKH, B XOJe
1a1e00-KOHTPOIMPYEMBIX UCCIIEIOBaHUN, KIMPEHC nepamianena y xeHmuH (0,54 n/4) Obl1 Ha
18 % nuxe, yem y myxuud (0,66 1/4).

Jluya noowcunoco 6o3pacma (cmapwe 65 n1em)

B nonynsunoHHOM (QapMakOKMHETUYECKOM aHallu3€ y MalueHTOB B Bo3pacte oT 12 no 74 net ¢
napuyajibHBIMM MPUCTYIIAMW Wy MaIlMEeHTOB B Bo3pacte oT 12 mo 58 ner ¢ mepBUYHO-
TeHEPAIM30BAHHBIMU  TOHUKO-KJIOHWYECKUMHU TPUCTYNMaMH, [OJIy4aBIIMX B XojAe IUIanedo-
KOHTPOJIUPYEMBIX UCCIECOBAaHUMN MEepaMIlaHesl B J103aX J0 8 MT WM 10 12 Mr B CyTKH, HE OBLIO
OoOHapyKEeHO CYyIIEeCTBEHHOTO BIMSIHMS BO3pacTa Ha KIUpeHC nepammanena. Koppekius 103bl y
MOKWJIBIX MAIIUEHTOB HE TpedyeTtcs (cM. pazaen 4.2).

Hemu

B nonynsaunonHoM papMakoKMHETUYECKOM aHaJIM3€ CBOJHBIX JAHHBIX y JETE B Bo3pacTe OT 4 10
11 ner, marueHTOB MOIPOCTKOBOIO BO3pacTa B Bo3pacte 12 JIeT W craplie U B3POCIBIX KIHPEHC
repamIiaHesa yBeJIMuMBaJICs ¢ yBEIMYeHHEM Macchl Tena. CiaenoBarenbHo, Heo0X0auMa KOPPEKITUs
J03bI 7151 IeTeil B Bo3pacTe oT 4 1o 11 1et ¢ maccoii Tena meHee 30 kr (cM. pasnaen 4.2).

HccrnegoBaHus JEKaPCTBEHHOIO B3aUMOIACHCTBUS

Oyenxa 1ekapcmeeHH020 83aUMO0eUcmausl in vitro
Hneubuposanue ghepmenmos, yuacmsyrowux 8 memaboiuzme 1eKapCmeeHublx cpeocmes

B Mukpocomax meuyeHu yenoBeka nepamiaHeln (B KOHLEHTparuu 30 MKMOJIb/JT) OKa3biBajl ciiaboe
unrudupyromee Bo3aeiicrsue Ha CYP2C8 u UGT1A9 cpean 0OCHOBHBIX IIEUEHOUHBIX (DEPMEHTOB U
Y 1®-rmoxyponunpanchepas (YI'T).

Hnoyrkyus ghepmenmos, yuacmeyrowux 6 memadooausme 1eKkapcmeeHHblx cCpeocmea

B cpaBHeHMM C KOHTPOJBHBIMM THpenapaTamu (BKiIroudas ¢eHobapOuTan M pupaMIINLIUH),
nepammaHes OKasbiBaJl ciiaboe mHAaynupyromee Bo3aeiictBue Ha CYP2B6 (B xonuentparuu 30
MKMOJIb/1T) U Ha CYP3A4/5 (B KOHLIEHTpallMM HE MeHee 3 MKMOJIb/JT) CPeJ OCHOBHBIX MEYEHOUHBIX
¢epmenToB U YI'T B KyJIbTUBUPOBAHHBIX YEJIOBEUECKHUX T'€MAaTOLUTAX.

5.3 /lanHble JOKJIMHUYECKOH 0€30MACHOCTH

HexenarenpHbie p€aKknuuu, HE 06H3py>1(eHHI)Ie B KIIMHUYCCKUX HUCCICAOBAHUAX, HO BBIABIICHHBIC Y
JKUBOTHBIX TIpU BO3HCﬁCTBHH JICKApCTBCHHOI'O Ipfraparta B [J034dX, CXOXHUX C O03aMu,
IMPUMEHCHHBIMHA B KIIMHUYCCKUX UCCIICIOBAHUAX, ObLIN CICAYIOIINMHU:

B wuccnenoBanum (GepTHIBHOCTM Ha Kpbicax y CaMOK HaONIOAaIMCh MPOJODKUTENbHBIE U
HEepeTyJIsipHbIE 3CTPaJIbHbIE LIUKJIBI IPU MaKCUMaIbHOU MepeHocuMoit 1o3e (30 MI/Kr); oHaKo 3TU
M3MEHEHMs HE MOBIUSIM Ha (PepTHIBLHOCTh U paHHee SMOpHOHANbHOE pa3BUTHE. Bo3neicTBus Ha
MY’KCKYI0 (PEepTHUIIHLHOCTh HE BBISIBJICHO.
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BriBenenue ¢ TTHBIM MOJIOKOM Y KPEIC U3MEPSUIA YEPE3 IOﬁ e'_ﬂ:n Cp 'ﬁ VD 1'3—1{171 zﬁ')cmr;m
rpy v Kp D HGHICR Do ides Ve 0kin o

[IMKa Yepe3 yac U MPEBBILLIAIN YPOBHU B Iu1a3Me B 3,65 pasa.

B wuccinemoBanmm mpe- M MOCTHATAIBHOTO Pa3BUTHS TOKCHUYHOCTH HA KpbIcaX HaOIIOIAINCH
aHOMAaJIbHBIE YCJIOBHUSI POJOB M KOPMJICHUS TNPHU J103aX, TOKCUYHBIX JJII MaTepu, U KOJIUYECTBO
MEPTBOPOXKICHHOTO IMOTOMCTBA YBEJIMUYMBAIOCH. [loBeleHUECKOE€ W PENpPOAYKTHBHOE Pa3BUTHE
MMOTOMCTBA HE U3MEHUIIOCh, HO HEKOTOPBIE MapaMeTphl (PU3NIECKOTO pa3BUTHS MOKA3AJIM HEKOTOPYIO
3aJIEPKKY, KOTOpas, BEPOSTHO, SBJISETCS BTOPUYHOW I10 OTHOIIECHHIO K (hapMaKOJIOTHYECKUM
apdekram nepammnanena Ha [THC. [TnarnenrapHbiii mepeHOC OB OTHOCHTEIBLHO HHU3KUM; Y TUIOAA
ob110 00Hapy)eHo 0,09 % wim MeHee OT BBEIEHHOM JI03BI.

JIOKJIMHUYECKUE JaHHbIE I10Ka3bIBAaIOT, YTO II€paMIlaHE] HE 00JaJaeT T'€HOTOKCHUYHOCTBIO U
KaHLEPOTreHHbIM JeiicTBueM. BBeieHne MakCUMallbHO MEPEHOCHUMBIX /103 KpblcaM U 00e3bsiHaM
MPUBOAMIIO K (papMaKoJOrHUecKuM KinHudeckuM npusHakam [{THC u cHIKEeHUI0 KOHEYHOH MacChl
Tena. U3MeHenui, HanpsiIMyro CBA3aHHBIX C IPUMEHEHUEM TI€paMIIaHeNa, B KIMHUYECKON aTOJIOrMH
WJIM TUCTOIIATOJIOTUU HE OBLIO.

6. ®PAPMAIIEBTUYECKHE CBOMCTBA
6.1 Ilepeyenb BcioMoraTebHbIX BellleCTB

CopOuTton (E420) sxuakuit KpuCTaUTU3UPYIOIIHACS
Hemmronosza mukpokpuctaunyeckas (E460)
Harpus kapmemnnosa (E466)

[Tonokcamep 188

Cumerukona »smynbcus 30% (Boga ouuMieHHas, CHJIMKOHOBOE Macio, monucopdar 65,
METHWIIIIEIUTIONIO3a, CUIIMKAre)ib, MaKpoTojia creapar, COpOMHOBAsl KHCIIOTa, OCH30WHAs KHCIIOTa
(E210) u xucioTa cepHas)

Jlumonnas kuciora 6e3ogHas (E330)
Hatpus 6enzoat (E211)

Bonaa ounmennas

6.2 HecoBmecTHMOCTH

He nmpumenunmo.

6.3 Cpox rogHocTH (CPOK XpaHeHHUs1)

HeBckpruIThIi hi1akoH

30 Mecs1eB.

Tlocie mepBOro BCKPBITUS

90 nueii.
6.4 OcoOble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

Xpanutsb npu temnepartype Huxke 30° C.
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6.5 Xapakrep u conep:kaHue yNaKOBKH

IlepBuyHasg ynakoBKa:

ITo 340 mu Bo ¢urakoH stHTapHOTO 11BeTa M3 nojmdTIiieHTepedTanata (IITD) oopemom 380 mi ¢
KPBILIKOW U3 TOJIHUIIPOITUIICHA, CHA0KEHHOM MPOKIaIKOH, ¢ (yHKIMEH 3aIUTHI OT JIETEH.

BropuyHas ynnakoBka:

[To 1 ¢gurakony BMecTe ¢ 2 MIMPUIIAMHU-T03aTOpaMu (MMEIOT TPayHpoBKY ¢ marom 0,5 mir) ooseMom
20 My, cerUaNbHBIM aJanTepPOM JUIsl IIMPHUIEB W3 MOJUATHIICHa HU3KOM moTHocTH ([IDHII) m
JIMCTKOM-BKJI/IBIIIIEM TIOMEIIAIOT B KAPTOHHYIO MAUKYy.

Mecto BCKPBITHUA KapTOHHOﬁ INa4YKH 3aKJICCHO IIPO3pavyHbIM 3allIUTHBIM CTUKCPOM.

6.6 Oco0Oble Mepbl MPEIOCTOPOKHOCTH NMPH YTWIN3AIUM HCHOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara Wi 0TX0/0B, MOJYYeHHBIX MOCJIe MPUMEHEHHUsI JIeKAPCTBEHHOT0 MpenaparTa u
Apyrue MAaHUMYJISIIUHU ¢ MPenapaToM

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

Bech ocraBmmiics ieKkapCTBEHHBIM Mpenapar U OTXOAbl CIAEAYET YHUUYTOXKUTH (YTUIM3UPOBAThH) B
COOTBETCTBUM C TpeOOBAHUSAMHU 3aKOHOJATEIbCTBA TIOCYAAapCcTB — 4ieHOB EBpasuiickoro
YKOHOMHYECKOTO COI03a.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Coenunennoe Koponesctso

Oiicait FOpon Jlumuren / Eisai Europe Limited

EBpomneiickuii Lentp 3nannii, Mockuro Baii, Xatdwunn, Xeprpopamup AL10 9SN / Knowledge
Centre, Mosquito Way, Hatfield, Hertfordshire AL10 9SN

Tenedon: +44 (0) 845 676 1400

7.1 IlpeacraBuTenb Jep:KaTeisi PeriCTPANMOHHOIO YI0CTOBEPeHHA

[IpeTen3un moTpedbuTeNel HAPaBIATh MO aAPECy:

Poccuiickas ®enepauys

000 «Diicaii»

117342, r. Mockaa, yi. [Ipodcoroznas, 1.65, k.1, atax 21, komH. 5.02
Tenedon: +7 (495) 580 70 26, +7 (495) 580 70 27

OnekTpoHHas nouta: safety_russia@eisai.ru

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

JITI-Ne(006530)-(PT-RU)

9. KATETI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

.HeKapCTBCHHHﬁ npemnapat OTHOCUTCA K KaTCTrOPUH OTITYCKa 110 PCLCIITY.

OOmiasi xapakTepucTHKa JieKapcTBeHHOro mnpemnapara daifkommna JoCcTynmHa B €IMHOM peecTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpazMiiCKOro SKOHOMHUYECKOIO C€OX03a M Ha
ouIHMaTEHOM caunre YIIOJITHOMOYEHHOT O oprasa (axcrepTHOM OpraHH3aI1¢)
https://lk.regmed.ru/Register/EAEU_SmPC.
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