COOTBETCTBYET ZKCNEPTHOMY OTUETY

2025 N= 16036

(MOCNENOBATENLHOCTL 0005)

OBIIAS XAPAKTEPUCTHKA JI

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA
Cunnenadun Kapamo, 20 Mr, TabiaeTKH, HOKPHITHIE TUIEHOYHON 000JI0YKON

2. KAYMECTBEHHBIA U1 KOJTMYECTBEHHbBINA COCTAB

JleiicTByro1iee BeeCTBO: CuilieHapuI

Kaxxnas Tabnerka comepxut 20 mr cuiaeHaduia (B BUIE IUTPATa).

BcnoMoratensHbie BelIeCTBa, HAMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
mpenapara: JJaKTO3bl MOHOTHApAT (caxap MojouHbli) — 58,4 Mr (cM. pazaen 4.3.), Kpacurtelnb
KapMyasuH (a3opyous) — 0,00025 mr.

[Tonnblif mepeyeHb BCIIOMOTATENbHBIX BEIIECTB MPEICTaBIEH B pa3nene 6.1.

3. JEKAPCTBEHHASA ®OPMA

Ta0neTku, MOKPBITHIE TNICHOYHOH 000I0UKOM.

Ta0neTku, MOKPHITHIE TNICHOYHOIH 000JIOUKOI pO30BOTrO I[BETa, KPYIJIble, IBOSIKOBBIYKIIbIe. Ha
MOTIEPEYHOM pa3pe3e AIpo TaOIETKH OEIOro WM TOYTH OeI0To IBETA.

4. KIMHUYECKHUE JAHHBIE
4.1. [loxka3zanusi K NPUMEHEHUIO
Cunnenadun Kapamo nokasan K IpUMEHEHHIO y B3POCIBIX MPH JierouHoi runeprensuu (JII).

4.2. PexuM 103MpPOBaHMSA M CIIOCO0 MPUMEHEHUs!
Pexum no3upoBanus
ITo 20 Mr Tpu pa3a B CyTKH C HHTEPBAJIOM OKOJIO 6-8 4acoB.

MakcumaiibHas peKoMeHyeMas J103a coctapiser 60 mr.
[Tpo10KUTETEHOCTD JICUCHUSI OTIPEACIISICTCS BPAuOM.
Oco0ble rpynIbl HalHEHTOB

Jluya noowcunozo eéospacma

Koppexkius 103s1 He TpeOyeTcst.

Tayuenmoi ¢ HapyweHuAMU PYHKYUU NOYEK

Koppexkiun 10361 He TpeOyeTcsi, OJJHAKO MPHU TUIOXO0H MEPEeHOCHMOCTH Iperapara 103y CHUKAIOT
10 20 Mr 2 pa3a B CyTKH.

Iayuenmul ¢ napywenusmu OyHKyuu neyeHu

Koppeknus 10361 y MalMEHTOB € MEYEHOYHOW HEJOCTATOYHOCTBIO JIETKOM M CPEIHEH CTENeHU
TsokecTr (kiaccbl A u B mo knaccudukanmm Yaina-I1er0) He TpeOyercs, oqHAKO TPH TIOXOM
NEePEHOCUMOCTH Tpenapara 103y CHIkaroT A0 20 Mr 2 pa3a B CyTKU. Y MalMEHTOB C IE€YEHOYHOU
HEI0OCTaTOYHOCTBIO Tspkenoil crenenu (kiaace C no knaccudukanuu Yaina-I1ei0) npumeHneHue
npemnapara He uccienoBanoch (M. pazaen 4.3.).

Ilpumenenue y nayuenmos, noayuaroujux conymcmeyiouyio mepanuo

CoueranHOe MpUMEHEHUE CUIIIeHA(MIIA U STIONIPOCTEHOJIA paccMaTpuBaeTcs B paszenax 5.1 u4.8.
KonTtponupyemsie uccrnenoBanust mo ouneHke 3(Q(ekTUBHOCTH U 0€30MacHOCTH MPUMEHEHUs
cuijeHaduiIa B COYCTAaHWUM C JPYTrUMU TpemaparamMu (0O3€HTaH, WIIOMPOCT), IS JICUEHUS
JITOYHOM TUNEPTEeH3MH He MNpoBOAWIHCh. KOMOMHHMpPOBaHHYIO Tepamuio IpernapaToM

Cungenadun Kapamo ¢ ykazaHHBIMHM TpenaparaMy CjlelyeT MPOBOJIUTH C OCTOPOKHOCTHIO,
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BO3MOXHO, MOKET TOTPEOOBATHCS KOPPEKIIUS
HEOOXOMMOCTH TIOBBIIIEHUS 03Bl CHIIACH
603eHTaHoM (cM. paznen 4.4.).

D¢ bdekTUBHOCTL M 0€301acHOCTh puMeHeHus npenapara Cunaenadun Kapamo B coderanum ¢

npyrumu uHruOuTopamu @J[35 y manmeHTOB C JIErOYHOW apTepuUanbHOM TUMEpTeH3HeW He
U3y4YeHa.
OnHOBpeMEHHOE MTPUMEHEHHE cuiiieHaduIa ¢ MOIIHBIMUA HHruouTopamu m3opepmenta CYP3A4
(HampuMep, KETOKOHA30JI, UTPAKOHA30J], PUTOHABHUP) HE pekoMeHxayercs. OmHako B ciiyyae
HE0OXOJMMOCTH TaKOro codeTanus, 103y npenaparta Cunaenadun Kapauo cnegyer yMeHbIIUTD
10 20 Mr 2 pasa B CyTKH y NMAalIUEHTOB, KOTOPBIE YK€ MOTY4YaloT TAKUEe HHIUOUTOPHI n30depmeHTa
CYP3A4, kak 3puTpoMHIIFH U cakBUHABUP. [Ipr HE0OOXOIMMOCTH OTHOBPEMEHHOTO TPUMEHEHUS
¢ Oonee momHbIMH uHHAYKTOpamMu wu3zopepmenta CYP3A4, Takumu Kak KIapUTPOMUIIMH,
TEJIMTPOMHUIIMH M He(a3zonoH, K03y npenapara Cungenadun Kapano cienyer yMEHBIINUTH 10
20 mr 1 pa3 B cyTKH.

eTu
[Ipumenenue cunnenaduna y nereit muaame 18 et He pekoMeHayeTcs (HEA0CTaTOYHO JTaHHBIX
1o 3 pexTuBHOCTH U 6€30MACHOCTH).
Crnoco0 npuMeHeHus
BHyTpp, HE3aBUCUMO OT IIpHieMa MUILIH.

4.3. [IpoTuBONOKA3aHUS

— TUMEPYYBCTBUTENBHOCTh K cUieHauny wiu Jr000My H3 BCIIOMOTAaTEeNbHBIX BEIIECTB,
NIEPEYUCIICHHBIX B pazzaene 6.1;

— BEHOOKJIIO3UOHHAs 00JIC3Hb JICTKHUX;

— COBMECTHOE NMPUMEHEHHE C JOHATOPAMHU OKCHJIa a30Ta WM HUTpaTaMH B JIt000i popme;

— COBMECTHOE TIpUMEHEHHE C MoImHbIMA HHTHOUTOpamu (epmenta CYP3A4, B ToM uucie
KETOKOHA30JIOM, HTPAKOHA30JIOM U PUTOHABUPOM (CM. pazjen 4.5);

— COBMECTHOE  TNPHUMEHEHHE C  THUIOTEH3UBHBIMH  CpPEICTBAMH —  CTUMYJISITOPaMH
TyaHUJIATIMKIIA3bl, TAKUMH KaK PHOLIUTYAT (TaK KaK 3TO MOXKET MPUBOAUTH K CAMITOMAaTHYECKON
apTepHaJIbHON TMIIOTEH3UH);

—IIOTEps. 3pEHHMS B OJHOM TIJIady BCIEIACTBHUE IIEpEAHEH HEApTEPUUTHOM HIIEMUYECKON
HEBPOIATHU 3PUTEIHLHOTO HEPBA,;

— HACIIEZICTBCHHBIE JIETEHEPATHBHBIE 3a00JeBaHUS CEeTYyaTOW OO0ONOYKM Taza (MUTMEHTHBIHA
PETHHHT);

— IIeYCHOYHasl HeJIOCTAaTOYHOCTH Tsikenoi crenenu (kinacc C mo knaccudukanuu Yanna-I1s10);

— MHCYJIbT WJIM UHPAPKT MUOKap/ia B aHaMHE3E;

— TsDKeNasi apTepuabHas TurnoTeH3us (cucronundeckoe AJl mernee 90 MM pT. CT., AMACTOTUIECKOE
AJl menee 50 MM pT. CT.);

— HETMIEPEHOCUMOCTh ~ JIAKTO3bI,  JC(PHUIIMT  JaKTa3bl, CHHAPOM  TIOKO30-TalaKTO3HOM
MaTbabCcopOIT;

— Bo3pact a0 18 ner (uccnenoBanus 3 HEeKTUBHOCTH U 6€30MACHOCTH HE MPOBOIUIIHCH).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN
C 0CTOpPOKHOCTHIO:
[umm IV (3ddexTuBHOCTD M 6€30NMaCHOCTH HE YCTAHOBJIEHBI) (PYHKIIMOHATBHBIEC KJIACCHI JISTOYHON

aprepuanbHoi runeprenzuun (JIAT).
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Anaromuyeckas iepopMarus eHuca (aHryJsis, KaBepRO3HEIE pubpo3wm 0onesus, [efiponn)

U 3a00JieBaHus, Ipeipacioiaraioue K pa3BuTHIO MPHAi3Ma (CEPIOBUAHO-KITCTOUHAN aHEMUL,
MHO>KECTBEHHAsl MUeJIoMa, JIEHKO03).

3aboseBaHus, COMPOBOXKIAIOIIMECS KPOBOTCUCHHUEM, WM OOOCTPEHHE S3BEHHOW O0Je3HU
KeJlyaKa U 12-1mepCTHON KUIIKY.

CepneuHass HEIOCTaTOYHOCTb, HECTAOWJIbHAS CTCHOKApIUs, >KU3HEYTPOXKAIOLINE apUTMHH,
aprepuanbHas runeptTeHsus (aprepuanbHoe nasienue (AJl)> 170/100 mm pr.ct.), 06CTpyKIHMS
BBIXOJHOTO TpaKTa JIEBOIO >KEIyJOo4Kka (CTEHO3 aopThbl, THIepTpoduyeckas OOCTPYKTHBHAs
KapJIMOMHUOTIATHs), PEAKO BCTPEYAIONIUNCA CHUHIAPOM MHOXXECTBEHHOH CHCTeMHOW aTpodwuw,
MPOSIBIISIIOLIUNACS TSAXKEIBIM HapylIeHUEM peryssinud A/l co CTOpOHBI BEreTaTUBHOW HEPBHOM
CUCTEMBbI, TUTIOBOJIEMHUSI.

[lepenusis HeapTepUUTHAS UIIEMUYECKasi HEBPOIATUS 3pUTEIHHOIO HEPBA B aHAMHE3E.
CoBMecTHOE TNpPUMEHEHHE C yMEpeHHbIMH HHruouropamu uzodpepmenra CYP3A4 (B T.u.
SPUTPOMHILIMHOM, CaKBUHABHPOM, KIAPUTPOMHIMHOM, TEIUTPOMHLIMHOM U He(pa3zoIOHOM) U
0-aIPEHOOIOKATOPaMHU.

CoBmecTHOE TpUMEHEeHHE ¢ UHAYKTopamu n3opepmenta CYP3A4.

D¢ dexkTrBHOCTH M 6e30naCHOCTh MpUMeHeHus npenapara Cunaenadun Kapauo y manueHTosB ¢
TSDKEJION JIETOYHOW rurepreH3ueil (dyHknuoHanbHbIM kiace IV) He mokazana. B cmydae
YXyALIEHUSI COCTOSHUA MalKeHTa na ¢pone tepanuu npenaparom Cunaenadun Kapauo crenyer
paccMoOTpeTh BO3MOXKHOCTh MIEPEX0/la Ha TeParuio, IPUMEHIEMYIO IS JISYeHHs] JaHHON CTaJuu
JITOYHOM TUIEpPTeH3uu (Hampumep, -snomnpocTteHosnoMm). [Ipu COBMECTHOM NpPUMEHEHUU
npenapata Cunnenapun Kapamo c¢ 003eHTaHOM WM APYTUMH HHIYKTOpaMH H30(epMeHTa
CYP3A4 moxet noTpeboBaThcst KOPPEKIHS N03bI (CM. pasnen 4.2.).

CoortHomenue mnonb3a/puck mnpenapata Cungenadpun Kapawo y nDanMeHTOB € JICTOYHOU
runeprensueil 1 QyHKIMOHaNBPHOTO Kjacca He ycTaHoBlieHO. MccienoBaHus mo MpUMEHEHHIO
npenapara Cwinenadun Kapamo B JIedeHMM BTOPUYHOM JIETOYHOM THIIEPTEH3HWH, 3a
UCKJTIOYEHHEM JIETOYHOM TMMEPTEeH3HUH, CBA3aHHON C 3a00JIEBaHUSAMU COCTMHUTEIBHON TKaHU U
pe3uayanbHOM JErOYHOM TUIIEPTEH31H, HE IPOBOIUIIUCH.

Apmepuanvuas cunomensus

IIpenapar Cunpenapun Kapano oka3blBaeT CHCTEMHOE Ba3oJWJIaTUpYIOIIee JICHCTBUE,
npuBoAdAllee K HEOOJbIIOMY TpaH3UTOpHOMY cHIbkeHuio AJl. Jlo Ha3HaueHHs mpemapara
HEOOXOIMMO BHUMATEIBHO OICHUTh PUCK BO3MOXKHBIX HEKENATENbHBIX TPOSBICHUN
BazoAMIaTUpyronero 3 ¢exra y maueHToB ¢ aprepuanbHoil runorensueii (AL < 90/50 mm pr.cr.
B COCTOSSHUM TIOKOsl), THUIOBOJIEMHEH, TSKENIOH OOCTpyKUHEH BBIXOJHOTO TpaKTa JIEBOTO
JKeMyJIouKa (CTEHO3 aopThl, TUNepTpoduueckass OOCTPYKTHUBHAS KapJIUOMHUONATHS), a TaKXKe C
PEAKO BCTPEYAIOUIMMCSI CUHAPOMOM MHOKECTBEHHOW CHCTEMHOW aTpo(uu, MpPOSBISIOIIMMCS
TSDKEJIBIM HapyIIeHUEM peryssiiuu A/l co CTOpOHBI BEreTaTUBHOM HEPBHOM cuCTEMBI. [10CKONIBKY
COBMeCTHOe mpuMeHeHue mnpenapara CunneHapun Kapamo u o-aapeHOOI0KAaTOPOB MOXKET
NPUBECTH K PA3BUTHIO CHMIITOMAaTHYECKOH apTepHalbHOW TUIIOTEH3UH Y YYyBCTBHUTEIHHBIX
nanueHToB, npenapat CunneHadun Kapamo cienyer ¢ 0cTOpOKHOCTHIO Ha3HAYATh MallMEHTaM,
NPUHUMAIOIIUM 0-aJIpeHO0I0KaTOpBl. UTOOBI CBECTH K MUHUMYMY PUCK Pa3BUTHI OCTYpaJIbHON
THIOTEH3UH y MAIIMEHTOB, IPUHUMAIOIIUX 0-aJJpEHOOIOKATOPbl, HAYMHATH PUHUMATh Ipernapar
Cungenadun Kapauo crenyer TOAbKO TOCIE TOTO, Kak OyJIeT IOCTHTHYTa CTaOuiIu3anus
nokasaresiei reMOAMHAMHKH Y 3TUX MalueHToB. Bpau nomken nponHpopMupoBaTh NalieHTOB O
TOM, Kakue JEeHUCTBUA CIEIyeT MPEeANpHUHATh B Clyyae MOSBIIEHUS CUMITOMOB MOCTYpajbHOU
TUIOTEH3UH.
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Cepoeyrno-cocyoucmole 0CI0HCHEHUS. (MOCNEOOBATENEHOCTE 0005)

B Xxozme mnoCTMapkeTMHrOBOro MpHUMEHEHMs CHIACHAPMTE UG JICUCHAS JPCKTINTEHON
JUC(HYHKIMM COOOINANOCh O TAaKUX HEXKENATENbHBIX SBICHUAX, KAK CEPbE3HBIC CEPIEHHO-
COCYJIUCTBIE OCIIOXKHEHHMA (B T.4. MHPAPKT MUOKapJa, HeCTaOMUIIbHAsl CTEHOKapus, BHE3aIHas
cepedyHas CMepThb, JKEIYJOYKOBas AapUTMMs, IE€MOPpParudyeCKUi WHCYJIBT, TPaH3UTOpHAas
UIIEMHUYECKas aTaka, apTepHalibHas TMIEPTEH3Us U apTepHalibHas TUIIOTEH3Us), KOTOPbIE UMENN
BPEMEHHYIO CBSI3b C IPUMEHEHUEM cuiieHaduna. BolbIIMHCTBO ATUX MAIlMEHTOB, HO HE BCE U3
HUX, MUMETH (PAKTOpbl pHUCKA CEPIEYHO-COCYAMCTHIX OCIOXKHEHUH. MHOrHe u3 yKa3zaHHBIX
HE)KENaTeNIbHBIX SIBICHUH HaOII0AAINCh BCKOPE MOCIIE CeKCyalbHONW aKTUBHOCTH, U HEKOTOPHIE
U3 HUX OTMEYAJIUCh II0cie MpueMa cuijieHadguia 6e3 nocieayromnei ceKcyalbHON aKTUBHOCTH.
He npencrasnsieTcs BO3MOKHBIM YCTaHOBUTh HAJIMYME MPAMOM CBA3M MEXKIY OTMEYABIIMMUCS
HE)KEeNIaTeIbHBIMU SIBJICHUAMU M YKa3aHHBIMU (PAaKTOPAMHU MJIM MHBIMHM IPUYMHAMHU.

3pumenvHuvle HapyuieHus

bbby oTMEUeHBI pefKue Cilydau pa3BUTHs NIEPEAHEN HEApTEPUUTHON NIIEMUYECKON HEBPOIIATUH
3pUTENHHOrO HepBa KaK MPUYUHBI YXYALICHHUS WIH MOTEPH 3peHHs Ha (OHE NPUMEHEHUs BCEX
uHruouropo @J135, Brimrouas npenapar Cungenapun Kapano. BoibIIMHCTBO 3THX MallMEHTOB
uMenu GakTOpbl pUCKA, TAKUE KaK dKcKaBanus (yriyOieHue) Jucka 3puTelbHOrO HepBa, BO3pacT
crapimre 50 yieT, caxapHbIil 1ua0eT, apTepralibHas TUTIEPTEH3USI, UIIIEMUYecKass O0JIE3Hb ceplla,
TUIEPIUNUAEMUA M KypeHHe. B cilydae BHE3allHOM IOTEpU 3PEHHs NALUEHTAM CIELYyeT
HEMEJUIEHHO IpekpaTuTh pueM npenapara Cuigenagun Kapauo u o0patutbes 3a MEAULIMHCKON
IIOMOUIBIO.

VY NnanuMeHToB, y KOTOPBIX paHee OTMEYAINUCh ClIy4au IEpEeIHEH HEapTEPUUTHOU UILEMUYECKOU
HEBpPOIIATUU 3PUTEIIBHOIO HEpPBA, OTMEYACTCsA IIOBBILICHHBIM PUCK PA3BUTHUS JTaHHOIO
3a0oneBaHusd. B CBsSI3M ¢ 3TUM Bpad JOJDKEH OOCYAMTH C MAI[MEHTOM BO3MOXKHBIE PUCKH IIPH
npuMeHeHnr uHruouropoB ®J135. V Takux nanuento npenapat Cungenadun Kapamno cnenyer
IIPUMEHATH C OCTOPOXKHOCTBIO U TIOCJIE TINATEIBHOM OLEHKH COOTHOIIEHUS MOIb3a-PUCK.
Hapywenus cnyxa

B HEKOTOpBIX NMOCTMAapKETHHIOBBIX M KIMHUYECKMX MCCIEJOBAHUAX COOOILIAETCS O CIydasx
BHE3aITHOI'O YXYJALIEHUs WM MOTEpU CIlyXa, CBA3aHHBIX C INPUMEHEHHEM BCEX HMHIMOUTOPOB
@®J135, Bxmouas npenapat CunneHapun Kapano. BodbIIMHCTBO 3THX NalMEHTOB HMENH
(akTOpBl pUCKA BHE3AIMHOTO YXYIIICHUS WU MOTEPH CiyXa. [IpHuMHHO-CIIECTBEHHON CBSI3U
MEXIy puMeHeHneM HHruouTopoB /125 1 BHE3aNMHBIM YXYALICHUEM CITyXa MU IOTEpel ciryxa
HE YCTaHOBJICHO. B ciy4yae BHe3amHOro yXyAlIeHHs CITyXa WM MOTEPH CiiyXa Ha (oHEe Mmpuema
npenapata CungeHapun Kapano cienyer HeMeUIeHHO IPOKOHCYJIBTUPOBATHCS C BPAUOM.
Kposomeuenus

Cunnenagui ycuiauBaeT aHTHArperaHTHbIA 3QQEKT HUTPOIpyCcCHa HATPHs, JOHATOpPAa OKCUAA
a30Ta, Ha TPOMOOLUTHI YeJOBeKa in Vvitro. JlaHHbIe 0 0€30IAaCHOCTH NMPHUMEHEHMs INpernapara
Cunnenapun Kapamo y mamMeHTOB €O CKIOHHOCTBIO K KPOBOTOUMBOCTU HIIM OOOCTpEHHEM
S3BEHHOM OO0JIe3HN >KedmyAka M 12-mepCcTHOM KHUIIKH OTCYTCTBYIOT, IO3TOMY Ipenapar
Cunnenapun Kapano y STHUX MalMeHTOB ClEAyeT NPUMEHSTh C OCTOPOXKHOCTHIO. Yacrora
HOCOBBIX KpoBOoTedeHMi y manueHToB ¢ JIAI, cBs3aHHOW C CHCTEMHBIMH 3a00JIEBaHUSIMU
COCTMHUTEIILHON TKaHW, ObUIAa BHINIE, YeM Y MalueHTOB ¢ mepBuuHoM JIAT. V marmueHTOB,
nonyyasmux npenapat Cunnenadun Kapano B couetanuu ¢ antaronucroM Butamuna K, yacrora
HOCOBBIX KPOBOTE€UEHUH OblIa BBIIIE, YEM Y MTALMEHTOB, HE IPUHUMABIIHNX aHTArOHUCT BUTAMHHA
K.
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[Tpu nnuTenpbHOCTH dpeKIuu Oosee 4 4acoB CICAYET HEMEUICHHO O0OPATUTHECH 38 MEIUITHHCKON
nomouibio. B cinydae ecnu He ObLJIO MPOBEIEHO HEMENJICHHOE MEIMIMHCKOE BMEIATENbCTBO,
BO3MOJKHO TIOBPEKICHNE TKAHEHN MOJOBOTO WICHA U MOJIHASL TOTEPS] NOTEHIIMH.

Oonospemennoe npumeHnerue ¢ O03eHMaAHOM

[Tpu npumenenun npenapara Cunaenadun Kapano Ha ¢pone HauaabHON Tepanuu 003€HTaHOM He
OTMEUAJIOCh YITYUIIICHHUsI COCTOSIHUS MAIMEHTOB (OLIEHKA C IIOMOIIBIO TECTa 6-MUHYTHON XOAbOBI)
M0 CPaBHEHUIO C MPUMEHEHUEM MOHOTepanuu Oo3eHTaHOM. Pe3ynbTaTthl Tecta O6-MUHYTHOU
X0nbObl OTiHMYanuch y marueHToB ¢ nepBudHou JIADIT m JIAID, cBs3aHHOW C CHCTEMHBIMH
3a00JICBAHUSIMH COCIMHUTENLHOM TKaHH. Y manueHToB ¢ JIAI, CBSI3aHHOM C CHCTEMHBIMHU
3a00JIeBaHUSMU COCAMHUTEIBHOW TKaHU, Pe3yJIbTaT OAHOBPEMEHHOI'O MPHUMEHEHUs Mpernapara
Cunnenadun Kapano u 603eHTaHa ObUT Xy’Ke, YeM ITPH MPUMEHEHUH MOHOTEpanuu 003EHTaHOM,
HO JIy4Ille, YeM Y MalueHToB ¢ nepsuyHoit JIAT, momydaBmmx MoHOTepanuio 603eHTanoM. Takum
o0Opa3oMm, Bpady CIeAyeT OIICHHBATh Pe3yJbTaT TEpaluH MPU OJHOBPEMEHHOM MPHUMEHEHUU
npenapata Cunnenadun Kapano u 603eHTana y nanueHToB ¢ nepsuunoii JIAI', onupasics Ha cBo
omnbIT Tepanuu JIAI'. OqHoBpemMeHnHoe puMeHeHue npenapara Cunaenadpun Kapano u 603eHtana
y manueHToB ¢ JIAL, cBS3aHHON C CHCTEMHBIMH 3200JICBAHUSMH COCIUHUTEIBHON TKAaHU, HE
PEKOMEHTyeTCHl.

OoHospemennoe npumeHnenue ¢ opyeumu uneuoumopamu P35

D¢ bhekTUBHOCT, W 0€30MacHOCTh OJHOBPEMEHHOTO TpuMeHeHus mpemnapata CrimeHadun
Kapauo ¢ apyrumu uaruéuropamu ®J195, B Tom uncie ¢ npenapatom Buarpa®, y manumenTos c
JIAT He u3yyanuce, MIO3TOMY MPUMEHEHUE TAKOH KOMOMHALIMY HE PEKOMEH Ty €eTCSl.

4.5. BzaumogeiictTBie ¢ JPYTHMH JICKAPCTBEeHHBbIMHM IpenapaTtaMM H JApyrue BHAbI
B3aMMO/EHCTBUA

HccnenoBanusi B3auMoJeicTBUA cuiieHaduiIa ¢ JApYIrMMH JIEKAPCTBEHHBIMU CPEICTBAMHU
IPOBOJWINCH HA 3[0POBBIX J0OPOBOJIBLIAX, 33 MCKIIOYEHHEM CIIy4yaeB, YKa3aHHBIX OTJIENBHO.
JlaHHbI€ pe3yabTaThl CIIPABEUIMBBI AJI APYTUX TPYIII NALUEHTOB U METOJOB BBEICHU.
BausHue Apyrux JIeKapcTBEHHBIX CPEJCTB HA (hapMaKOKMHETHKY CHILIeHaduIa

Hccneoosanus in vitro

Metabonu3m cuinjaeHaguia MPOUCXOTUT, B OCHOBHOM, IO JEHCTBHEM M30()epMEHTOB
utoxpoma P450: uzopepment CYP3A4 (ocHoBHOIM myTh) 1 n30dpepment CYP2CY (MuHOpHBIN
IyTh), MMO3TOMY HMHTHOMTOPBI 3THUX M30(EPMEHTOB MOTYT CHIDKATh KJIMpEHC cuijaeHaduia, a
WHAYKTOPBI — MMOBBILIATH €T0 KJIUPEHC.

Hccneoosanus in vivo

B uccnenoBanuu Ha 370pOBBIX MYKUMHaX-A00pOBOJIbLIAX IPUMEHEHHE aHTArOHUCTA YHAO0TEINHA
0o03eHTaHa, KOTOPBIN SBIsIETCS YMEepeHHBIM HHAYKTOpoM n3odepmentoB CYP3A4, CYP2C9 u,
Bo3MokHO, CYP2C19, B paBHOBecHOM cocTostHuM (125 Mr 2 pas3a B CyTKHM) IPHUBOJWIO K
cHkeHNI0 AUC u Chax cuiiieHaduaa B paBHOBeCHOM cocTosiHuM (80 Mr 3 pa3za B CyTKH) Ha
62,6 % u 554 %, cooTBEeTCTBEHHO. XOTS COBMECTHBIM IpPHUEM [BYX IIpernaparoB HeE
COIIPOBOKIAJICS KIIMHUYECKU 3HAYMMBIMU M3MEHEHUSAMH A/l B MONOXKEHUH «IEKa» U «CTOS» U
XOpOIIO TEPEHOCHIICS 3J0POBBIMH JOOPOBOJIbIIAMH, CHIIIEHA(DUI COBMECTHO ¢ 0OO3E€HTaHOM
CIIeIyeT MPUMEHSTh C OCTOPOKHOCTHIO.

[Ipumenenue putonasupa (500 Mr 2 pasza B cyTkH), uHrHOHMTOpa npoTeazbl BUY u momrHOTO
uaruouTopa mzodepmenra CYP3A4, B xkomOunHaruu ¢ cungeHapuiaom (100 Mr ogHOKpaTHO)

IPUBOJMIO K yBenndeHHI0 Cmax cunaeHaduia va 300 % (B 4 paza) u AUC na 1000 % (B 11 pa3).
5
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5 HI/MJ TpY Ha3HAYCHHUH TOJIBKO CHJICHa(UIa, ITO COMTACYETCH C MHPOPMATATH O BEIPASKEHHOM
adexre puroHaBHpa Ha (HAPMAKOKMHETHUKY pa3IMUHBIX CyOcTpaToB 1nmtoxpoma P450.
OnnoBpemenHoe mnpuMeHenue npenapara Cwinenadun  Kapamo ¢ puToHaBHpOM
MPOTUBOMOKA3aHo (cM. pasaen 4.3.).

CoBmectHoe npuMeHeHue cakBuHaBupa (1200 mr 3 pasza B cyTku), uHrHOUTOpa poteassl BUY u
uzodpepmenta CYP3A4, c cungenadunom (100 Mr oqHOKpAaTHO) IPUBOAUT K YBEMUUEHUIO Cmax
cungenaduia Ha 140 % u AUC Ha 210 %, coorBercTBeHHO. CHiieHad 1 He OKa3bIBAJl BIMSHUS
Ha (h)apMaKOKHWHETHKY CaKBHHaBHpa (CM. pazzaen 4.2).

HaunGonee womuabie unruoutopel uszopepmenta CYP3A4, Takue Kak KETOKOHA30l U
UTPaKOHA30J1, MOTYT OKa3bIBaTh JACHCTBUE, CXOHOE C IEHCTBHEM pUTOHABUpaA (cM. paszaen 4.3.).
[Ipu omHokpaTHOM mpueme cuiaeHaduiaa B moze 100 mr Ha (oHe Tepamuu 3pUTPOMHUIIMTHOM,
SBIISIOLUIMMCS. YMEPEHHbIM MHrHOuTOpoM u3odepmenta CYP3A4, B paBHOBECHOM COCTOSHHH
(500 mr 2 pa3a B cyTku B TeueHue 5 queit) BoisiBiaeHo yBenunuenne AUC cunnenaduia Ha 182 %
(cM. paznmen 4.2.).

Taxue uarudutops! nzopepmenta CYP3A4, kak KIapUTPOMHIIKH, TETUTPOMULIUH U He(a3010H
NPENOI0KUTEIBHO MOTYT OKasbIBaTh 3(PQeKT, cxomubsli ¢ 3ddexrom puronaBupa. Takue
uHruouTopsl nzodepmenta CYP3A4, kak cakBHHABUP WU SPUTPOMUIIMH MOTYT YBEIUYHBATH
AUC B 7 pa3. B cBs3u ¢ 3TUM TIpU OJTHOBPEMEHHOM NPUMEHEHUU C CUJIZCHA(UIIOM CIEIyeT
KOPPEKTUPOBaTh 103y HHruOMTOpoB n3odepmenta CYP3A4 (cMm. pasnen 4.2.).

Y 310pOBBIX MY>KUUH-T0OPOBOJIBIEB a3uTpoMulivH (500 Mr/cyT B TeueHHe 3 THEH) HEe OKa3bIBaI
BusHUS Ha AUC, Crax, TCmax, KOHCTaHTY CKOPOCTH dJIMMHUHAIWU WU T1/2 cUIiaeHapuIa u ero
OCHOBHOT'O IIUPKYJIMPYIOIIEro METaboInTA.

Humerngun (800 wmr), wunruburtop muroxpoma P450 u Hecnmeunpuveckuid HHTHOUTOP
uzopepmenta CYP3A4, Be3biBaNl yBennueHUe KOHIEHTpauui cuiaeHaduna (50 mr) B mma3zme
KPOBH 3/I0POBBIX JOOPOBOJIBIIEB HA 56 %.

OpnHOKpaTHBINM IpUeM aHTaUUI0B (MarHus THUIPOKCHUIA U AIFOMUHMS THAPOKCH/IA) HE OKa3bIBall
BIIUSIHUS HA OMOJOCTYITHOCTh CHIIIeHaduIa.

CoBMeCTHOE TPUMEHEHHE TEPOPATBHBIX KOHTPAUENTUBOB (dTUHWIACTpaauona 30 MKr u
neBoHoprecTpena 150 MKT) He OKa3bIBAJIO BIUSHUS HA (PapMaKOKHHETUKY cUjlieHaduIa.
HUneubumopuot uzoghepmenma CYP3A4 u [-adpenobrokamopul

YcranoBieHo, uTo y nanueHToB ¢ JIAI' cHukaeTcst KIupeHe cuiaeHaduia npubIn3uTeIbHO Ha
30 % mnpu ONHOBPEMEHHOM TPUMEHEHUH CO CIIa0BIMU WJIH CPEIHUMH HWHTHOUTOpaMU
uzopepmenta CYP3A4 u na 34 % npu oJHOBpEMEHHOM NPUMEHEHUU C [-aIpeHO0I0KaTOPAMHU.
AUC cunnenadwra mpu ero mpuMeHeHuu B 103e 80 Mr Tpu pas3a B CyTKH OblIa B 5 pa3 BBIIIE, YeM
Mpy Ha3Ha4YeHUU npenapata B 103e 20 Mr 3 pa3a B CyTKH. B ncciienoBaHusIX B3aMMOAECHCTBUS C
uaruouTopamu nzodepmenra CYP3A4, TakuMu Kak CaKBUHABUP M IPUTPOMHITUH (MCKITIOUAs
camble MOIIHbIe MHTUOUTOPHl M30odpepmenta CYP3A4, Takue Kak KETOKOHA30J, UTPAKOHA30I,
putonaBup) AUC cunneHaduia B 3TOM Auana3zoHe KOHLIEHTPAIUi yBeINIUBAJIach.

Unoyxmopwt uzogpepmenma CYP3A4

Knupenc cunnenaduna yBennuuBaeTcs NPUOIM3UTENBHO B TPU pasa IMpH OJHOBPEMEHHOM
NpUMEHeHHH co crnabbiMu MHAYKTopamu u3zodepmenta CYP3A4, uro coorBeTcTBYeT 3 deKTy
0o3eHTaHa Ha KIWPEHC CWIIeHaguna y 3I0pPOBBIX J0O0pOBOJbIEB. OXUIAeTCsA, dYTO
OJIHOBPEMEHHOE NIPUMEHEHHUE CriiieHadmiia ¢ MOIHBIMU HHAYKTOpamu u3odepmenta CYP3A4
IpUBEET K 3HAYUTEIIbHOMY CHUKEHHIO KOHIIEHTpallMK cujieHaduia B mia3Me KpOBH.
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IIpy 0/1HOBPEMEHHOM NPUMEHCHNH CUiIAeHa(u(1a (B 10BE 20" ME MPUCpasa B CHTKITY, BIRPT/IBIX

nanuenToB ¢ JIAI u 603eHTaHa B cTaOMIIbHOM N03€ (62,5 — 125 MI ABa pa3a B CYTKH) OTMETATOCH
Takoe € CHIDKEHHE OKCIO3WLMHU cuineHaduiaa, Kak M Npud NPUMEHEHUH Y 30POBBIX
JI0OPOBOJIBIICB.

OnHOBpEeMEHHOE MPUMEHEHHUE CHIIIeHa(uIIa U 3MONPOCTEHO A PUBOANUT K CHUKEHUIO CPETHETO
JABJICHUS B JIETOYHOM aprepuu (cM. pasaen 5.1).

OnHOBpeMEHHOE MPUMEHEHHE CUIIIeHa(HIIa C WIOMPOCTOM, JUIS JICUEHUS JIETOYHON THIIEPTEH3UN
HE TPOBOJMINCH, TIOATOMY Tepamnuio npenaparom CunnenHadgun Kapano criemyer mpoBOAHTH ¢
OCTOPOKHOCTBIO, BO3MOXKHO, MOKET MOTPEeOOBATHCS KOPPEKIIMS 1036l cuiieHadua.

[Ipu omHOBpEMEHHOM NMPUMEHEHHH CHIIIeHaduiIa ¢ aMOpPU3EHTaHOM HaOII0AI0Ch HEOOIBIIIOEe
MOBBILICHHE MAKCUMAIbHON KOHIIEHTPALMU cujieHadua B ra3Me KpoBHU, KOTOPOE HE CUUTAETCS
KIIMHUYECKH 3HAUUMBIM.

OnHOBpeMeHHOE TpUMEHeHne cuiieHaduna ¢ apyrumu uaruouropamu ®J[D5 y manueHToB ¢
JIETOYHON apTepHabHOW TMIIEPTEH3UEH HE M3ydeHa, MOITOMY MPUMEHEHHE TaKOH KOMOHMHAIIUH
HE PEKOMEHYETCSl.

OnHOBpeMEHHOE TNpHUMEHeHue cuwigeHapuna ¢  MomHbIMH — uHAyKTopamu CYP3A4
(kapbamazenuH, ¢eHuronH, QenobapOuTan, mnpenaparsl 3BepoOOsl  MPOIBIPSBICHHOTO,
pudaMuIuH) MOKET MIPUBOJUTH K 3HAUUTEIHLHOMY CHHKEHHUIO KOHIIEHTpAlMK cujieHaduia B
1a3Me KPOBH.

['petindpyToBsiii cok, cnadbiii nHTHONTOp CYP3A4, MOXKET YyMEpEHHO TOBBINIATh MJIA3MEHHBIC
KOHIEHTpALlUU CHIIIeHa(uIIa.

OnHOBpEeMEHHOE TMPUMEHEHHE CHIAeHa(dWIa ¢ HUKOPAHIUIOM MPOTHUBOMOKA3aHO, T.K. MOXET
NPUBECTH K PE3KOMY CHIKEHHIO apTePHAIBHOTO JIaBICHUS.

Bnusnue cuinenaduina Ha GapMaKOKMHETHKY IPYTUX JIGKAPCTBEHHBIX CPEJCTB

Hccneoosanus in vitro

Cunnenadun sBisercst cnadbiM uHTHOMTOpOM H30pepmentoB CYP1A2, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 u CYP3A4 nuroxpoma P450 (ICso > 150 mxM). He oxumaercsi, 4to
cunneHadun OyAeT OKa3blBaTh BIUSHUE HAa COEAMHEHHUS, SBISAIONIMECS CyOCTpaTaMu 3THX
n30()epMEHTOB, B KJIMHUYECKH 3HAYUMBIX KOHIICHTPAIIHIX.

Hccneoosanus in vivo

Cunnenadgun okaspiBaer aelictBue Ha cuctemy NO/II'M® u ycunuBaeT THIOTEH3UBHOE
JeiicTBEe HUTPATOB. Ero COBMECTHOE MPUMEHEHUE C JOHATOpPaMU OKCUA a30Ta WM HUTpaTaMu
B JIIOOBIX (pOpMax MPOTUBOIOKA3aHO (cM. paznen 4.3.).

[Ipy ogHOBpEeMEHHOM Ha3HAYCHHH 0O-aJpEeHOOJIOKaTopa JoKca3o3uHa (4 Mr m 8§ Mr) u
cunaeHadpuna (25 mr, 50 mr m 100 mr) mamueHtaM ¢ J0OpPOKAYECTBEHHOW THUIIEpIIIa3zue
IpeJICTaTeNbHOM Kele3bl JOMOJHUTEIbHOE CHIDKEHNE CUCTOIMYECKOTo/auactonuyeckoro AJl B
MOJIOKEHUHU Jiexka coctaBuiio 7/7, 9/5 u 8/4 MM pT.cT., a B mojoxkeHuu ctosi — 6/6, 11/4 u
4/5 MM pT.CcT., coOTBeTCTBeHHO. [IpM Ha3HadeHnWu cuifeHaduIa MaUeHTaM, IOIyYaIOUIIM
JIOKCa303UH, OTMEYEHbl pEAKUE CIydyau pa3BUTHS  OPTOCTATHMUECKONM  TUIIOTEH3MH,
COITPOBO’KABIIEICS TOJOBOKPYKEHHUEM, HO HE OOMOPOKOM.

[Ipumenenue cunaeHadpuia y NaleHToB, IPUHUMAIOIIHNX 0-aJpEHO0I0KATOPBI, MOXKET IPUBECTH
K KIIMHUYECKH 3HAYMMOHN apTeprabHOW TMITOTEH3UHU Y TAIIMEHTOB C JIAOMIBHOCTHIO A/l

[Ipu wm3ydenun B3ammogeicTBus cuigeHadmna (100 mMr) ¢ amyIODUIUHOM Yy MAIMEHTOB C
apTepHalIbHON TUINEPTEeH3HeH ObLJI0 OTMEYEHO AOMOJIHUTEIbHOE CHUXKEHHE CHCTOJIIMYECKOTO U
nuactoinueckoro AJl B moJIoKEHHUM Jieka Ha 8 MM PT.CT. © 7 MM pPT.CT., COOTBETCTBEHHO.
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CxoznHoe cHmkeHne AJl oTmedanoch NpH NPUMCHCHHH OAHOTO ) CHITICHAQHIE i, 3AQPOBbIX

JI0OPOBOJIBIICB.
[IpuznakoB B3ammoxeicTBusi cuiaeHabuna (50 wmr) ¢ tomOyrammmom (250 wmr) wum
Baphapunom (40 mr), KoTopbie MeTabou3upytoTcs oA nericreuem u3opepmenta CYP2CO, ne
BBISIBJICHO.

Cunnenagun (50 Mr) He BbI3bIBa] JIOTOJHUTEIBLHOTO YBEJIWYECHUS BPEMEHU KPOBOTECUCHMS,
BBI3BaHHOTO aneruncanuimioBoit kucinotoir (ACK) B kauecTBe aHTHArperaHTHOTO CpPEICTBA
(150 wmr).

Cunnenadwr (50 Mr) He yCHIIMBAJ TUIIOTEH3WBHOE JICWCTBHUE ATAHOJIA Y 3/I0POBBIX JI0OPOBOJIBIIEB
MIPU MaKCUMaJIbHOW KOHIIGHTPAIIUX dTaHoJIa B KpoBH 80 mr/ 1.

VY 310poBBIX TOOPOBOJIBIEB CHiACHAGUT B paBHOBECHOM cocTostHUU (80 mr 3 pasza B CYTKH)
BbI3biBasl yBennueHne AUC u Cpax 003eHTaHa (125 mr 2 pasa B cytku) Ha 49,8 % u 42 %,
COOTBETCTBEHHO.

[Ipu onHOBpeMEHHOM NMpPUMEHEHUHN 0O3€HTaHa B Ha4daJbHOU g03e 62,5 mr - 125 Mr nBa pasa B
CYTKHU y B3pocibix nauenToB ¢ JIAI u cunnenaguna B 1o3e 20 Mr Tpu pasa B CyTKH OTMEYaeTCs
menbliee yBenuueHue AUC 0o3eHTaHa 1O CpPaBHEHHIO C 3/0POBBIMH  JTOOPOBOJIBIIAMH,
MOJTy4YarouMu cuiiaeHadmi B o3e 80 Mr Tpu pasza B CyTKH.

Cunnenadpun B omgHOoKpaTHOM m03¢ 100 Mr He oOKa3piBadl BIMSHHS Ha PaBHOBECHYIO
dbapMakOKMHETUKY HWHTHOUTOpOB mpoTeazbl BUY cakBuHaBUpa W pPUTOHABUpPA, KOTOPHIC
ABIISIIOTCS cyocTpatamu n3odpepmenta CYP3A4.

Cungenaduy He OKa3bIBaJ KIMHUYECKH 3HAYMMOIO BIMSHUS Ha KOHIIEHTPAIMIO MEepPOpalIbHbIX
KOHTPALIENITUBOB B IU1a3Me KpoBU (3TuHMIACTpaanona 30 Mkr u seBoHoprectpena 150 Mkr).
OnHoBpeMeHHBIN mpueMm puouuryara c¢ uHruouropamu DOJD-5, Brmouas cuingeHapu,
IPOTHBOIOKA3aH, T.K. PHOLMIYaT YCUJINBAET TUIIOTCH3UBHOE AeiCTBIE HHTHONTOpOB DJ1D-5.
OnHOBpeMeHHBIH npueM cuiieHadguna 1 Hecnenududeckux HHruouropos O/ (Teopmmuna u
JUIUPUIAMOJIa) MPOTUBOMOKA3aH.

OpnHOBpeMEHHBIH MpUEM C alleHOKYyMapoJOM MOXET MPHUBECTH K TOBBIIIEHHOMY PHUCKY
KPOBOTEUYEHHS.

KomOunanust aropacraTuHa u cuwineHadunaa [Uisl JIEYEHUS JIETOYHOM TUIEPTEH3UH HMEEeT
3HauUMMBbIE TepaleBTUYECKHE NpenMyinecTBa. OIHOBpPEMEHHBIM IpPUEM C aTOPBACTATUHOM
YMEHBIIAeT MHIYLHUPOBAHHYIO TUIOKCHEH JIErOYHYIO TMIEpPTEeH3UI0. D(PPEKT Ha COCYIHCTOE
pEMOACTUPOBAHUE U TUIEPTPO(UIO MPABOTO JKEITyAOUYKA YBEIWYMBACTCS HPU COYETAHHOM
IPUMEHEHUN MEANKAMEHTOB, HEXKEIIU IIPU MOHOTEPAIIHH.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

bepeMeHHOCTB

B ombiTax Ha KMBOTHBIX Nperapar He OKa3bIBaJl MPSMOT0 WIM HEMPSMOI0 HEXelaTelIbHOIro
JIecTBUS HAa TeUueHHEe OEPEeMEHHOCTH U pa3BUTHE SMOproHa/TuIoAa. MccaenoBanus Ha KUBOTHBIX
MOKAa3aJIi TOKCUYECKOE BO3ACHCTBUE MO OTHOIICHUIO K MOCTHATAILHOMY pa3BUTHIO. [[0CKOIBKY
AZICKBATHBIC KOHTPOJIUPYCMBIC HCCICAOBAHUA TPHUMCHCHUSA cmmeHa(bI/ma y 6epeM€HHBIX HE
IPOBOIWINCH, NMpUMEHATHh mnpenapar CungeHadun Kapano Bo Bpemsi G€peMEHHOCTH MOXKHO
TOJILKO B TOM CJiy4ac, €CJIH M0JIb3a IJId MaTCpH IMPCBLIIIACT HOTGHI_II/IaJII:HEJﬁ PUCK IJid 11J1044.
Jlakranus

AJleKBaTHbIE KOHTPOJIUPYEMbIE UCCIIEJOBAHMSI IPUMEHEHHS Mpenapara y KOpMSIIUX >KeHITUH He
npoBoawInch. COriacHO OrpaHWYEHHBIM JAHHBIM CUJICHaUI M €ro akTUBHBIA METa0OJIUT

IIPOHUKACT B I'PyAHOC MOJIOKO B HE3HAYUTCIBHBIX KOJIHMYECTBAX. KommuectBo mpemnapara,
8
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MOIJIOIIAeMOE MJIQJICHIIEM, HE Mperosaract pawmmgqgﬁgﬂu}ggpgw@[ Heqbxompumo

THIATEIHHO OIICHUTh KIMHAYECKYI0 HEO0OXOANMOCTE  Ha3HAUCHWS npenapara  CHTacHaApIT
Kapnno marepu W moTeHIMaiabHbie NMOOOYHBIC peakmuu y MiaaeHma. [Ipu HeoOXxomumocTu
npumeHeHnus npenapara Cunaenadun Kapawo B mepuon JakTaluu TpyIHOE BCKApMITMBAHUE
CIEAYET NPEKPATUTb.

DepTUIILHOCTD

JIOKJIIMHUYEeCKHEe WCCIEOBaHUS HE IMOKa3all OTPHUIATEILHOTO BIWSHUS CUIIeHaduIa Ha
(bepTUIBHOCTS.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJSATH TPAHCIHOPTHBIMHU CpeACTBAMH W PadoTaTh €
MeXaHU3MaMM.

[Ipenapar Cunaenadun Kapamo HE3HAYMTENBHO BIHSET HAa CIIOCOOHOCTH  YIIPaBJISATh
TPAHCIOPTHBIMU CPEACTBAMU WM IPYTUMH MEXaHU3MaMHU.

OnHako TOCKOJIBKY Tpu mpueme mnpenapara CunneHagun Kapamo BO3MOMKHBI BBIPaXKEHHOE
cHkeHHEe AJl, TOIOBOKpY)KEHHE, pa3BUTHE XPOMATOIICHUHU, 3aTyMaHEHHOI'O 3pEHUS U JPYIHX
NOOOYHBIX SBJICHUH CJeIyeT BHHUMATENBHO OTHOCUTBHCS K HMHIMBUAYAJILHOMY JEHCTBHUIO
npernapara B YKa3aHHBIX CHUTYaIUsX, OCOOCHHO B Hayaje JICYCHUS M NPU U3MEHEHHH PEXHMa
JIO3UPOBAHUA.

4.8. HexkennaTeibHbIe peakuuu
Pesrome mpoduiist 6e3onacHOCTH

OO0mast yacToTa NMpEeKpalieHus JISUeHUs cuiieHaQuiIoM B pekoMeHayemon no3e 20 mr 3 pasa B
CYTKH Obllla HU3KOW M HE OTJIMYallach OT TAaKOBOM B rpymie miamne6o (2,9 %).

B mrane6o-KOHTpONIMpYyeMOM HCCIEIOBAaHUU H3y4danu dS((EeKT aIbIOBAaHTHOH Tepamuu
cuiieHadUIOM KaK JIOTIOJTHEHHs] K BHYTPUBEHHOMY BBEJIEHHUIO MONpPOCTeHoMa. 134 manuenTa ¢
JIAT" monywanu cungeHaduna B cyTOuHbIX no3ax oT 20 mr mgo 80 mr 3 pa3a B CyTKH H
AMONpocTeHOM, ¥ 131 marueHT noxyyan riamnedo u 31monpocTeHo. [IpoaoKuTeIbHOCTh JICUeHUS
coctraBmia 16 Henens. O0IIast yacTOTa MPEKPAIEHUS TePAITUU U3-3a HEOJIArONMPUATHBIX COOBITUI
B Tpymnne cuiaeHadui1/3monpocTeHon coctasisia 5,2 % mno cpasHenuto ¢ 10,7 % B rpymme
1a1e00/3MmonpOCTEHO.

Pe3roMe HexenaTenbHbIX PeAKIH

HexenarenbpHble peakiyu pacnpeaesieHsl mo cucteme kinaccupukanmn MedDRA mo cucremam
OpPraHoOB M 4acToTe: oueHb yacTeie (> 1/10), wacteie (> 1/100, < 1/10), peaxue (> 1/1000, < 1/100),
oueHp peakue (< 1/1000), wacroTra HeW3BeCTHa (YacTOTa HE MOXKET OBITh OMNMpejaesieHa Ha
OCHOBaHUHU UMEIONINXCS JAHHBIX).

Cucremuo-opragugsiii kiaace (COK) HexenarenpHble pEaKIINT

WNudexnynn u nHBa3uM Yacmo: BOCHAIIEHUE TOJIKOKHOM KJIETYATKW, TPHIIIL,
HEYTOYHEHHBI CUHYCHUT

Hapymenust co cTopoHbBl KpoBH U | Yacmo: HEYTOUHEHHAs] aHEMUS
TuM(aTHIeCKO CUCTEMBI

Hapymenus MeTaboym3Ma u | Yacmo: 3anepxka )KUIKOCTH (OTEKH)
MUTaHUS
IIcuxuyeckue HapylIEHNUs Yacmo: GeccoHHUIA, TPEeBOTa

Hapymienust co cTopoHb! HEpBHOMU | OQuensb wacmo: ToOBHAs 00IIb
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CUCTEMBI

Yacmo,  Tpeyp;C | RPFCTCEAT L H HEYTOaREHHoe

OINYIICHHUEC HOKCHUS, THIICCTC3HA
Yacmoma neuzgsecmua. MUI'PCHDB

ciryxa 1 Ja0upuHTa

Hapymenust co cropoHsl oprana | Yacmo: KpOBOM3IIMSHUE B CETYATYIO OOOJIOUKY IJIa3a,

3pEHU HEYTOYHEHHBIE HapyLIEHUS 3pEeHUs, 3aTyMaHEHHOE
3penue, QGorodoOus, XpPOMATONCHUS, I[UAHOIICHS,
BOCIAJICHUE TJ1a3, IOKPACHEHHE T1a3
Peoko: cHuxeHHE OCTPOTHl 3pEHUs, JAUILIONHUS,
HapylIeHHE YyBCTBUTEIbLHOCTH TJ1a3a

Hapymenust co croponbl oprana | Yacmo. BepTUTO

Yacmoma Heuzgecmua: BHE3aMHas riIyxoTa

Hapyenust co cTOpoHBI cOCYy10B

Ouenv yacmo: runepeMus (IIOKpacHEHNE KOXKH JIUILIA)
Yacmoma neuzsecmua: cHxxenue AJl

Hapymenus co cToponsl | Yacmo: HEYTOYHEHHbIN OpOHXHT, HOCOBOE
NBIXaTEIbHOM CHUCTEMBI, OpPraHOB | KDOBOT€UEHUE, HEYTOYHEHHbI PpHUHHT,  Kalleib,
TPYAHOU KJIETKU U CPETOCTEHUS 3aJI0)KEHHOCTh HOCA
Kenynouno-kumeunsle HapymeHus: | Quens yacmo: quapest, TACIETICHUs
Yacmo: HEYTOUHEHHBIM TAaCTPUT, HEYTOUYHECHHBIN
racTPO’HTEPHUT, TracTpodszodareayibHasi peQIIroKCHas
00JIe3Hb, TEMOPpON, B3AYTHE JKUBOTA, CYXOCTh
CJIN3UCTON 00OJIOYKH MOJIOCTH PTa.
Hapymiennust co croponsl koxu u | Yacmo: ajornenus, apuTEMa, MOBBIIIEHHOE
MTOJAKOHBIX TKaHEU MIOOOT/EJIEHUE B HOUHOE BPEMS CYTOK
Yacmoma neuzeecmua: KOXKHas ChIIlb
HapymeHust co CTOpOHBI MBIIIEUHOMH, | Quens uacmo: 601b B KOHEUHOCTSIX
CKEJIETHOM M COCAUHUTENIbHON TKauu | Yacmo: Muanrus, 00Jb B CIIUHE
Hapymenns co CTOpPOHBI | Yacmo: THHEKOMACTHS, TEMOCIIEPMUs
penpoyKTUBHOU CUCTEMBI u | Yacmoma mneuzgecmua: TpUANU3M, JUIMTEIbHAS
MOJIOYHBIX XKeJe3 3pEKLH

OOmue HapylieHUS U peakuuu B
MECT€e BBEICHHUS

Yacmo: nuxopagka

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

Baxxno

COOGH.I&TB 0 TIMOAO3PCBACMBIX HCKCIIATCIBHBIX PCAKIHAX IIOCJIC PCrucTpanvuu

JICKApCTBCHHOT'O IMperiapaTta C LCJIbIO obecreueHust HCIIPCPBIBHOT'O MOHUTOPHUHTA COOTHOLICHUS

«T0JIb3a-PUCK» JIEKAPCTBEHHOTO TMpernapara. MEIUIUMHCKUM pabOTHUKAM pPEKOMEHIYyeTcs
coo01aTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JEKapCTBEHHOTO Ipernapara
yepe3 HalMOHaJIbHbIE CUCTEMBbI COOOIICHHSI O HEXEJIaTeNbHBIX PEeaKlUsX TIOCyIapCTB-UJICHOB

EBpa3zuiickoro 3KOHOMUYECKOT0 COH03a.

Poccuiickas @enepanus

Tex: +7 (800) 550 99 03

denepanbHas Ciryx0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUs
Anpec: 109012, Mocksa, CnaBsiHCKas miomas 1. 4, cTp. 1

OnektpoHHas movra: pharm@roszdravnadzor.gov.ru
Caifr B MH(POPMAIMOHHO-TEIEKOMMYHHUKAITMOHHOW ceTu «HTepHEeT»:
https://www.roszdravnadzor.gov.ru/
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4.9. [lepeno3upoBka (NMOCNEOOBATENEHOCT _,. 0005)

CHMIITOMBI

[Ipu omHOKpaTHOM Tipueme cuiaeHadmia B mo3ax g0 800 Mr HexenaTeabHbIC PEaKIMH ObLIN
aQHAJIOTUYHBI TAaKOBBIM IPHU MpHEMe B 0ojiee HU3KHUX J03aX, HO MPU ATOM YacTOTa U TSIKECTh
yBenuuuBaiuch. llpm mpueme cuineHaguima B OJHOKpaTHbIX no3ax 200 wMr wyacrora
HEKENaTeNbHBIX ~peakiuil (rosoBHass 0o0ib, runepeMus (IMOKpacHEHWE KOXH JUIA),
TOJIOBOKPY>KEHHUE, TUCTICTICHUS, 3AI0KEHHOCTh HOCA M HAPYIIIEHUS 3pEHMsI) OblJIa YBEIHUCHA.
Jleuenue

Cumnromarudeckoe. ['emonnanus HeapheKTHUBEH, MOCKOJIBKY CHACHADUI POYHO CBI3bIBACTCS
¢ Oenkamu TTa3Mbl KPOBH M HE BBIBOJIUTCS MTOYKAMHU

5. PAPMAKOJIOTMYECKHWE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKas pyma: CpeacTBa, IPUMEHIEMBbIE B YPOJIOTUH; CPEJICTBA JUIS JICUCHUS
SPEKTUIIBHON TUCYHKITUH.

Kon ATX: GO4BEO3

Mexanusm sieicTBusl, hapMakoanHaMuueckue 3hdeKTol

CwineHaduyi — MOITHBIM CENEKTUBHBIM HHTUOWUTOp IUKJIOTyaHO3WHMOHOpochar (' MD) —
cnenuduaeckoit dhochoamdcrepaszpi-S (DOJ1I5). [Mockoapky DJIDS5, oTBeTCTBEHHAs 3a pacraj
ul'M®, coaepXUTCs HE TOJIBKO B KABEPHO3HOM TEJIE€ MOJIOBOTO WI€HA, HO U B COCYJax JIETKUX,
cunneHadui, SBISSACH MHTHOUTOPOM 3TOro ¢epMeHTa, yBelnuuuBaeT cojaepxkanue nl’ MO B
TJIaJIKOMBIIIIEYHBIX KIIETKAX JISTOYHBIX COCYJIOB U BBHI3BIBACT UX pacciabieHue. Y MalueHTOB ¢
JICTOYHOM THIEpPTeH3UEeH NpueM cuiieHaduia IPUBOIUT K PACIIUPEHUIO COCYNIOB JIETKHX U, B
MEHBUIEN CTENEHH, APYTUX COCYIOB.

Cunpgenadun cenektuBeH B oTHomeHuu O35 in vitro. Ero aktuBHOCTH B oTHOmeHUN DJID5
MPEBOCXOIUT AaKTUBHOCTh B OTHOIICHUU APYTUX U3BECTHBIX M30(epMeHTOB (hochoanuscrepassl:
®J126, yuacTBylolel B mepenade CBETOBOTO CUTHaIA B ceTYaToM 00oJiouke 1iia3a — B 10 pas;
®JI51 — B 80 pa3; OAD2, OIB4, OAD7-OJID11 — Gonee wem B 700 pa3. AKTUBHOCTH
cunaeHaduna B orHomeHuu DJ[D5 Gomee yem B 4000 pa3 mpeBOCXOAMUT €ro aKTUBHOCTH B
otHomeHnu ®J133, tAMO-cnenuduueckoi hocoanscTepasbl, yuacTBYIOLUIEH B COKpALICHUN
cepaua.

Cunnenagui BeI3BIBACT HEOONBIIOE U MPEXOAIIee CHIDKEHHE apTepuaibHoro nasienus (A/l),
KOTOpOE B OOJBINIMHCTBE CIydyaeB HE COMPOBOXKIACTCS KIMHHYECKUMHU cummTomamu. [locre
npuemMa cuiaeHadguia BHyTpbh B go3¢ 100 Mr MakcMMaabHOE CHUKEHHE CHCTOJUYECKOTO W
IracToinueckoro AJl B MOJIOKEHHUH JieKa COCTAaBWIIO B CPeAHEM 8,3 MM PT.CT. U 5,3 MM PT.CT.,
cootBeTcTBeHHO. [Tocie mpuema cunaenaduia B mo3e 80 mr 3 pa3za B CyTKH Y 3J0pPOBBIX MY KUHH-
J0OPOBOJIBIIEB OTMEUATOCHh MAKCUMAIBHOE CHUKEHUE CUCTOIMYECKOr0 M JUacToiandeckoro AJl
B II0JIO’KEHHUU JIeKa B cpeHeM Ha 9,0 MM pT.CT. U 8,4 MM pT.CT., COOTBETCTBEHHO.

[locne mpuema cunneHaguna B goze 80 Mr 3 pa3a B CyTKM y MAIlMEHTOB C CHCTEMHOM
apTepuarbHOM THIEPTEH3UEH CUCTOJIMYECKOE U AuacTtoiandeckoe AJl CHUXKAIoCh B CpeHEM Ha
9,4 MM pT.CcT. 1 9,1 MM PT.CT., COOTBETCTBEHHO.

V¥ nanuentos c JII', monyuaBmmx cunaeHagmi B go3e 80 mr 3 pasa B cyTku, cHmkeHue A/l Obuio
MEHEE BBIPA)KEHHBIM: CUCTOJIMYECKOE U TUacTonndeckoe A/l cHMkanoch Ha 2 MM pT.CT.

[Ipu omHOKpaTHOM TIpHEME BHYTPH B f03aX 10 100 MT 370pOBBIMHU JOOPOBOJIBIIAMH CHIIIEHADWIT
HE OKa3bIBaJI CYIIECTBEHHOTO BIMSHHUSA Ha mMokazarenu anekrpokapauorpammbl (OKI). Ilpu
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NPUMEHEHHH Mpenapara B 1o3e 80 Mr 3 pasa B ¢yTKHU y [[JIHCHTOB © ElIf T-E}WEIHW{_QEKI/I:ISH:.HF_IMHC

n3meHeHus1 DKI' He BBIABISUINCE.

[Tpu u3ydyeHun remoarHaMudeckux 3Qp¢peKToB cuiaeHaduaa npu 0JHOKPaTHOM MpUEME BHYTPb
B 03¢ 100 Mr y 14 manueHToB C TSHKETBIM KOPOHAPHBIM aTEPOCKIEPO30M (CTEHO3, TI0 KpalHen
Mepe, OTHOIM KopoHapHO# aprepun 6onee 70 %) cpemHee cHCTONMYECKOE U AuacTonndeckoe AJf
B MMOKO€ CHM3WIOCh Ha 7 % u 6 %, COOTBETCTBEHHO, IO CPABHEHHUIO C UCXOJIHBIM YPOBHEM.
CucTonnueckoe J1aBJICHUE B JIETOYHOM apTepUu CHUXKAJIOCh B cpeaHeM Ha 9 %. cunneHadpu He
BIMSUT HAa CEpICYHBI BHIOPOC M HE YXYyIIIall KPOBOTOK B CTEHO3WPOBAHHBIX KOPOHAPHBIX
apTepHsX.

Y HeKkoTOpBIX marueHToB uepe3 1 gac mocie npuema cuiiaeHaduia B 1o3e 100 Mr ¢ momorisio
tecta @ancBopca-MyHcenst 100 BBISBICHO JIETKOE U TMPEXOJAIIEe HAPYIICHHE CIIOCOOHOCTH
IIBETOBOCIIPUATHS (CHMHETO/3€JICHOTO IIBETOB); Yepe3 2 yaca Tocie Nphema Ipenapara 3Tv
u3MeHeHus ucuezanu. CumuTaercs, 4YTO HapylIeHHE I[BETOBOTO 3pEHHUS  BBI3BIBACTCS
uHruouposanuem @J16, yuacTByrolei B mpolecce nepeaayy CBeTa B ceTuaTon 000I0UKe ri1asa.
Cunpgenadusl He OKa3bIBaCT BIMSIHHS HAa OCTPOTY 3PEHHUS, BOCTIPUATHE KOHTPACTHOCTH, TaHHBIC
AIIEKTPOPETUHOTpAPHH, BHYTPUTIIA3HOE AABJIICHUE WIIH TUAMETP 3padKa.

VY nanMeHTOB ¢ MOJATBEPXACHHOW HavalbHON BO3PACTHOM JereHepanueil Makyibl cHiAeHaduI
Mpy OJHOKpATHOM TipueMe B 103€ 100 Mr He BbI3BIBAJ CYIIECTBEHHBIX U3MEHEHHI 3PUTEIbHBIX
GyHKIMA, B YaCTHOCTH, OCTPOTBHI 3pPEHHUS, OIICHUBAGMOW C TIIOMOIIBIO pEImEeTKH AMciep,
CITOCOOHOCTH pasiuyaTh IBETa CBETO(Opa, OLICHHBAEMBbIE METOJOM MEepuMeTpun Xamppu, u
OPEXONAlIUX HApYIIEHUH 3pUTENbHBIX (YHKIMI, OLICHMBAEMbIX C IIOMOILNBIO MeEToJa
dorocTpecca.

Dpghexmusnocmo y 63pocavix nayuenmos ¢ JII'

UccnenoBamu > dexkruBHOCTs cunaeHaduna y 278 mamuenTtoB ¢ nepsuynor JII' (63 %), JIT,
ACCOLIMMPOBABIIICHCS ¢ CHCTEMHBIMH 3a00JeBaHUSIMU coenuHuTenbHON Tkanu (30 %), u JIT,
pa3BUBILEHCS TOCIE XUPYPrUYECKOro JICUEHHs BPOXKACHHBIX MOpokoB cepaua (7 %). VY
6onpmmHcTBa nanueHToB umencs I (107; 39%) unu 111 (160; 58 %) ¢pynkuonansabii kaace JII'
no knaccudukanuu Beemuproit Opranmszanuu 3apaBooxpanenus (BO3), pexxe onpenensaucs I
(1; 0,4 %) nmu IV (9; 3 %) dyuxuuoHnansHble Kiacchl. [lanneHToB ¢ ¢pakuueil BHIOpoca JIeBOTO
xKenmynouka MeHee 45 % unu ¢pakuueil yKopoueHus: pa3mepa JieBoro xenynouka meHee 0,2 B
WCCJICIOBAHME HE BKJIIOYAIH, TaK Ke, KaK U MAI[UEHTOB, Il KOTOPBIX OKa3ajaach Hed((HEeKTHBHOU
tepanus 0o3eHraHoM. Cunaenapun B po3ax 20 mr, 40 mr uiau 80 Mr mpuUMEHSIM BMECTE CO
CTaHJApTHOW Tepanueil (mamMeHThl KOHTPOJIBHOM TPYMIbl mosydanu ruiane6o). Ilepsuunoit
KOHEYHON TOYKOH OBLJIO TIOBBIINICHHE TOJCPAHTHOCTH K (DU3WYECKON HArpy3Ke IO TEeCTy
6-MUHYTHOM X001 uepe3 12 Henenb mociie Havasa JieueHus. Bo Bcex Tpex rpynmnax MnaiyueHToB,
MOJTyYaBIIUX CHJIJEHA(QWI B Pa3HBIX J03aX, OHAa JOCTOBEPHO YBEIWYHBAIACH 110 CPABHEHUIO C
miane6o. YBenudeHne MpoIeHHON TUCTAHIIMH (C ITOMpaBKOW Ha 11anebo0) coctaBmiio 45 m, 46 M
u 50 M y manueHToB, noiy4yaBmux cuigenadun B go3zax 20 mr, 40 mr u 80 MI' COOTBETCTBEHHO.
JIOCTOBEpHBIX pPa3NMUUuil MEXIy TpyNIamMu TMalydeHTOB, NPUHUMABIIUX CcuaeHadun, He
BBISIBJICHO.

Viydmienue B pe3ysbTarax TecTa 6-MHHYTHOM XOAbOBI OTMEYasloch mociie 4 HeJelb TepanuH.
Hannpnii 3Qdexr coxpansuics Ha 8- m 12-if Henmenax tepanuu. CpenHUl TepaneBTHYECKHMA
a3 dexT mocaenoBaTesbHO HAOMIOJANCS B pe3yibTaTaXx TecTa O-MHHYTHOM XOIbOBI BO BCEX
rpynnax cuwigeHapuia Mo CpaBHEHUIO C IUIanebo B MOMYJSIUSAX MAlMEHTOB, CIEHHaIbHO
OTOOpaHHBIX TIO CJCAYIOMUM TPU3HAKAM: JeMOTpapUYECKUM, TeOorpapuiyecKuM U IO

ocoOeHHOCTsIM 3a0oJieBaHus. ba3oBbie mapamMeTpsl (TeCT XOAb0bI M TeMOAMHAMUKA) B 3D (DEKTHI,
12



COOTBETCTBYET 3K( .
ot 30.06.2025 N= 16056

B OCHOBHOM, OBbLIIM CXOKHMH B IPYIIax nanueHTos ¢ JII pasnmgsx iy AR QHaTbHELY) KfJa¢COB

o BO3 u paznuyHbIX 3THOJIOTUH.

CratucTudecky 3HauMMOe MOBBIIIEHHE Pe3yIbTaTOB TeCTa 6-MUHYTHOM X0Ab0bI HAOII0JAIOCh B
TpyIIe ManyueHToB, noiaydaBmux 20 mr cuinenadwna. g namuentos ¢ JIIT GyHKIMOHATBHBIX
kiaccoB Il u Il ynydinenue pe3ynbTaToB TeCTa 6-MUHYTHOW XOIbOBI, CKOPPEKTUPOBAHHBIE TIO
miane0o, coctaBiseT 49 M u 45 M COOTBETCTBEHHO.

VY manueHToB, IoMy4YaBIINX CHiIIeHa(dUT BO BCEX J103aX, CPEIHEE JaBJICHUE B JIETOYHOMN apTepun
JIOCTOBEPHO CHIIKAJIOCH IO CPABHEHHUIO C TUIane0o. Y ManueHTOB, MOTyYaBIIMX CHIIZCHa(UI B
no3ax 20 mr, 40 mr u 80 Mr, CHHI)KEHHUE JIaBJICHUSI B JIETOYHOUN apTepuH C MOMPABKON Ha 3P hHeKT
mane6o cocTaBmino: 2,7 MM pT. CT., 3,0 MM PT. CT. 1 5,1 MM PT. CT. cOOTBeTCTBeHHO. Kpome Toro,
BBISIBISJIOCH  YJIYUIIEHHE CIEAYIOIIUX IIOKa3aTelIed: COMPOTUBIEHUE JIETOYHBIX COCYJIOB,
JaBJICHUE B TPAaBOM NPEACEpIUU U cepAeyHbld BbIOpoc. V3MeHeHus: 4acToThl CepACUHBIX
cokpaieHuii u cucreMHoro AJl ObUIM He3HAUUTENbHBIMU. CTENEHb CHUKEHUS COTPOTHBIICHUS
JIETOYHBIX COCYZOB IPEBOCXOJAMJIA CTENEHb CHIKEHHS MepH(PEPUUECKOro COCYIHCTOrO
COMPOTHBIICHUS. Y MAIIMEHTOB, MOJYYABIINX CHIICHADW, BBISIBIIIA TCHICHIUIO K YITYUIICHUIO
KIIMHUYECKOTO TEYCHHUs 3a00JIeBaHUs, B YACTHOCTU CHIDKCHHE YaCTOTHl TOCHHUTAIU3ALUN TIO
nosoxay JII'. Jloyig manMeHToB, COCTOSHUE KOTOPBIX YIIYYIIWJIOCH, I10 KpalHEW Mepe, Ha OJUH
GbyHKIMOHATBHBIN Ki1acc 1o kinaccudukanuu BO3 B Teuenue 12 Henens B rpynmnax cuiaeHaduia
onuta BoIme (28 %, 36 % u 42 % nanueHToB, moxy4aBux cuiaeHadgun B 1o3ax 20 mr, 40 mMr u
80 Mr cOOTBETCTBEHHO), 4yeM B rpyme mianedo (7 %). Kpome toro, neuenue cungeHaduioMm mo
CPaBHEHHUIO C IJ1arie00 MPUBOAMIIO K YIYUIICHHUIO KauecTBa >KU3HH, OCOOEHHO IO MOKa3aTelsaM
¢u3nUecKoil aKTUBHOCTH, M TEHACHIMH K YIY4YIIEHUIO HHAEKca oabluku bopra. IlporeHt
MAIMEHTOB, KOTOPBIM K CTAHJAPTHON Tepamuy MPUILIOCH J00AaBUTH MpEmapaTr eiie OJHOTO
Kjacca, B rpymnmne ramne6o 0w Beime (20 %), 4em B rpymmax MAlUEHTOB, MOTYYaBIIHX
cunnenadun B no3ax 20 mr (13 %), 40 mr (16 %) u 80 mr (10 %).

Hughopmayus no doneocpounotl gvlorcusaemocmu

B npoasienHoM uccienoBaHuy ObLIO YCTAHOBIIEHO, YTO CHJIIEHA(UIT MOBBIIAET BELDKUBAEMOCTh
nanuenTosn ¢ JII'.

Opgpexmusnocms y @3pocavix nayuenmoe ¢ JII' npu coemecmmom npumeHeHuu C
9NONPOCMEHONOM

D¢ dexkTrBHOCTS cuneHadUIa U3ydaan y 267 mauneHToB co ctabuibHbIM TeueHneM JII' Ha ¢pone
BHYTPUBEHHOI'O BBEACHUS MONPOCTEHOIIA. B rcciienoBanne BKIIOYAIN MAIMEHTOB C IEPBUYHON
JIT" u JIT', acconmupoBaBIICHCs C CHCTEMHBIMH 3a00JICBaHUSMHI COSAMHUTEIHHOM TKAHU.
[TaniueHTH OBUTM paHIOMHU3UPOBAHBI HA TPYIIIHI IIaNe00 U cuiaeHaduna (¢ GUKCUPOBAHHBIM
noabopoM 1103, HaumHasg ¢ 10361 20 Mmr, g0 40 mr u 3atem 80 mr, 3 pasa B CyTKH) INpu
KOMOMHHMpPOBAaHHOW TEpalud C BHYTPUBEHHBIM BBeJEHUEM sromnpocteHona. [lepBuunoit
KOHEYHOM TOYKOH OBLJIO TIOBBIINICHHE TOJCPAHTHOCTH K (DU3WYECKON HArpy3Ke IO TEeCTy
6-MHUHYTHOH X0np0bI yepe3 16 Hexmenb mocje Hadana JICYCHHUs. YBEJIHMUEHHE NpPOiIeHHON
TUCTaHIMKM B Tpymnme cuwigeHaduna cocrasuio 30,1 m mporuB 4,1 M B rpynne miane6o. Y
MAIMEHTOB, MPUHUMABIIHNX CUIACHA(WII, CpeiHee NaBJICHHE B JIETOYHON apTepUu TOCTOBEPHO
CHIDKAJIOCH Ha 3,9 MM PT. CT. 110 CPaBHEHUIO C TPyNIoi miamedo.

Knunuueckue ucxoowvt

Tepanus cunaeHaduiIoM 3HAYUTEIHHO YBEIUYUBaIa BpeMs 10 KIMHU4YecKkoro yxyamenus JII' mo
cpaBHeHuo ¢ Tiane6o. [To onenke Kannana-Maiiepa, y marueHTOB, MOTY4YaOINX MI1ae0o0, pucK
pa3BUTHS yXyALIEHUs ObUI B TPU pa3a Bbllle (MPOMOPIUS MALlMEHTOB C YXYIIIEHUEM B TpYIIIe

miane6o cocrasmia 0,187 (0,12-0,26), a B rpynme neuenus cunaeHadpuiaom - 0,062 (0,02-0,10),
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JOBEpUTEIbHBIN HHTEpBaAT 95 %). Ileprox BpeMeHH 10 KIIMHAAECROTR, YK AIHEHARA qyghg:;gg{;_;}nc;{

KaK BpeMs OT paHAOMH3aIMH NAUEHTOB 10 NePBhIX MPU3HAKOB YXYAMCHIS (TETATEHEI NCXON,
TPAaHCIUIAHTAlUs JIETKOTO, WHHULUUPOBAaHHME Tepanuu OO03EHTAaHOM MWJIM HW3MEHEHHE J03bI
SIOMPOCTECHOMA M3-3a KIMHUYECKOTO YXYIIIeHus). Y 23 MmanueHTOB W3 TPYMIbI IUIanedo
OTMEYaJI MPU3HAKH KIMHUYecKoro yxyamenus (17,6%), B To BpeMs Kak B Ipymie cuiaeHapuia
yXyIIIEHHEe OTMeYalloch y 8 mannueHToB (6 %).

VY narnuenToB ¢ nepsuuHoi JII' oTMeuanu cpeiHee OTKIIOHEHUE B TECTE 6-MUHYTHOM XOABOBI: IPH
OJTHOBPEMEHHOM NPUMEHEHUU ¢ cHiiieHa(uiIoM - 26,39 m, npu npuMeHeHnH ¢ mianedo - 11,84 m.
V nanwuenTosB ¢ JII', cBA3aHHOM ¢ CHCTEMHBIMH 3a00JIeBaHUSIMH COSAUHUTEIbHOM TKaHu - 18,32 u
17,5 M COOTBETCTBEHHO.

Dppexmusnocmov u bezonacHocmos npumenerus cunoeHaguia y 83pocivix nayuenmos ¢ JII' (npu
00HOBPEMEHHOM NPUMEHEHUU ¢ DO3EHMAHOM)

B uenom, mpodunbs mo6ouyHbIX 3¢ ¢GeKToB B ABYX rpynmnax (OJHOBPEMEHHOE NPHUMEHEHHUE
cungeHaduiaa 1 003eHTaHAa U MOHOTepanus 003eHTaHOM) ObUI OAMHAKOBBIA U COOTBETCTBOBAJI
npod o moOoYHbIX F3(PEKTOB MPH MPUMEHEHUHN CHIIZIeHadnIIa.

5.2. apmakokuHeTHYECKHE CBOWCTBA

AbGcopbuus

Cunpgenadui OBICTPO BCACBIBAETCS B JKEIYJOYHO-KUIIEYHOM TpaKTe IOCle IMpHeMa BHYTPb.
AGcomoTHas OMOJOCTYMHOCTh cocTaBisier okosio 41 % (ot 25 % mo 63 %). MakcumanbHas
KOHIIEHTpanus cuiaeHadgmwia B 1maa3mMe KpoBU (Cmax) mocturaercss yepe3d 30-120 mun (B
cpeaneM — uepe3 60 MUH) Tocie puemMa BHYTph Hatomak. [locne npuema cunaenaguna 3 paza B
CyTKHM B auamazoHe 703 oT 20 mr no 40 mr miomans noa ¢GpapMaKOKMHETUYECKOH KpUBOU
«xoHueHTpanusi-spemMs» (AUC) u Cpax yBEIMUMBAIOTCA NPONOPLHHOHANBHO Jo03e. [Ipu npueme
cungenaguia B 1o3e 80 mMr 3 pa3a B CyTKM €ro KOHIIGHTpalus B Ija3Me KPOBU YBEIHUUBACTCS
HenuHerHo. [Ipu omHOBpEeMEHHOM MpHeMe C THUIIEH CKOPOCTh BCAaChIBaHUS CHIICHAa(uMIa
cHkaetcs. [Ipu oqHOBpEMEHHOM MpHUEME C )KUPHOU MUIIEH: BpEeMsI TOCTHKEHUSI MaKCUMAJIbHOM
koHUEeHTpauuu (TCmax) yBennmuuBaercs Ha 60 MuH, a Cmax yMeHbIaeTcs B cpeHeM Ha 29 %,
OJIHAaKO CTeNeHb BcachIBaHUs cyliecTBeHHO He udMmeHsiercs (AUC camkaercs Ha 11 %).
Pacnpenenenue

O06mwem pacripenenieHus cuieHaguiIa B pAaBHOBECHOM COCTOSIHUM COCTaBIsieT B cpenHeM 105 .
[Tocne npuema BHYTph cuiaeHadmia B go3e 20 Mr 3 pa3a B CyTKH MaKCUMalIbHas! KOHLEHTPAIHS
cuifieHaduIa B mia3Me KpOBH B paBHOBECHOM COCTOSIHUU cocTaBisieT okoio 113 Hr/mi. CBs3b
cuifieHauiaa U ero OCHOBHOTO LUPKYJIHMpYoLero N-IeMETHIBHOTO MeTaboiuTa ¢ OeskaMu
TJIa3Mbl KPOBU COCTABIISIET OKOJIO 96 % M He 3aBUCHUT OT OOIIEH KOHIIEHTpAIluu CUiIeHaduIa.
Yepes 90 MuH mocie mpuema mpemnapara B CrepMe 3JI0pOBBIX JOOPOBOJIBIIEB OOHAPYKEHO MEHEE
0,0002 % no3sl cunnenaduna (B cpenneM 188 Hr).

Buotpancdopmanus

Cunnenapun  MeraboiaM3MpyeTcsi, TIJIaBHBIM  00pa3oM, B TIE€YEHH TMOJ JACHCTBUEM
MHUKPOCOMaNbHBIX M30(epmMenToB nuroxpoma P450: uzopepment CYP3 A4 (ocHOBHOM MyTh) U
uzopepmenT CYP2C9 (MuHOpHBIA myTh). OCHOBHOW LUPKYIMPYIOUNA aKTUBHBIH METa0OIUT
oOpa3yercs B pesyibTare N-gemeTuinupoBanus cuinaeHaduna. CeleKTUBHOCTh NEHCTBUS ATOTO
Merabonuta Ha DJ[D comocTaBUMa C TaKOBOW CuulieHa(ria, a €ro akTUBHOCTh B OTHOIIICHUU
®DJID5 in vitro coctaBusiet okosio 50 % aktuBHOCTH criaeHaduna. KonnenTpaius MmetaboanTa B
mia3Me KpoBU cocTaBimsieT okoio 40 % xoHueHtpanuu cuwiaeHaduia. N-IeMeTHIbHBINA

MeTaboJINT Mo/ABEepraeTcs JalbHEeNHIeMy MIPEBPALEHUIO; KOHEUHBIN MEPHO/T €ro MOJTyBhIBEICHUS
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(T12) cocraBnsier okojo 4 4YacoB. Y MaIMEHTOB C JT¢TOMHOM [ RP TP HAIHHOH) THICPTEH3HCH

COOTHOILIEHUE KOHLEHTpauuid N-IeMeTHIBHOIO ~ MeTaboNuTa W CIIIIEHadnIa  BbIIIE.
Konnentpanuss N-IeMeTUSIbHOTO MeTa0oJIMTa B TUIa3Me KPOBU COCTaBJsieT Okono 72 % ot
TakoBoi cuiaeHaduia (20 mr 3 paza B cyTku). Bximang merabonuta B (apMaKoIOTHYECKYIO
aKTUBHOCTh cuigeHaduia coctaBimsier 36 %, ero BKiIag B KIMHHUYECKUU 3¢ddekT mpemapara
HEH3BECTEH.

DJIMMUHAIMS

OO0uwmii kmupeHc cuiaeHaduia cocrapuset 41 11/4, a KOHEUHBIH TEPHO MOTYBbIBEIeHUS — 3-5 U.
[Tocne mpuema BHYTph cuieHaduiI BBIBOJUTCS B BHJAE META0OJUTOB, B OCHOBHOM, uepe3
KkuiedHuK (oxosio 80 % 1103b1) U, B MEHbILIEH CTeNeHU, ToukaMu (0kojo 13 % m03b1).

OcoOble rpynmnsl NayueHToB

Jluya nooscunozo o3pacma

VY NoXuiblX manueHToB (65 NeT u crapliie) KIMpPEeHC cuiieHaduia CHUKEH, a KOHLEHTPAIHs
CBOOOAHOTO cuieHadUIa U €ro akTHBHOTO N-IeMETHUIHLHOTO METaboNHuTa B IUIa3ME KPOBU
npumMepHo Ha 90 % BbIlIe, UeM y ManueHToB Oosiee Monoaoro Bospacta (18-45 net). [Tockonbky
CBS3bIBaHME cuiieHaguina ¢ OelKaMu IUIa3Mbl KPOBH 3aBHCHUT OT BO3pacTa IalMEHTa,
KOHIIGHTpalusi CBOOOAHOTO cuijeHaduia B IUIa3Me€ KPOBU Yy MOXHIIBIX TAIMCHTOB BBIIIE
npumMepHo Ha 40 %.

lloueunas nedocmamounocms

[Ipu nerkoii U yMEpEeHHOM CTETEHHW MOYEYHOW HemocTaTouyHOCTH (KnupeHc kpearnHuHa (KK)
30-80 mur/muH) (hapMakoKHWHETHKA cuiifeHadua Mociae OJHOKPATHOrO IpHeMa BHYTPh B J103€
50 mr He m3mensiercs. [Ipu Tsokenmoit moueunoit Hemoctarounoctu (KK menee 30 wmu/mMuH)
KIMpeHc cuiaeHaduia cHmkaeTcs, uro npuBoauT K yBenudeHnto AUC Ha 100 % 1 Cimax Ha 88 %
[0 CPaBHEHMIO C IMOKAa3aTeNsIMH IMpPH HOPMAJbHOM (DYHKIMH TMOYEK y MAIMEHTOB TOM Xe
BO3pPacTHOM Tpynmbl. Y MNaUEHTOB ¢ Tskesnod modeuHoil HenocTarodHOCTbr0 AUC M Ciax
N-nemerunsHoro metabonuta Beime Ha 200 % u 79 %. COOTBETCTBEHHO, Y€M Yy TMAIUEHTOB C
HOpMaJIbHOW (DYHKIIMEH MOoYeK.

Ileuenounas nedoocmamoyrnocmo

Y 106poBOJIBIIEB ¢ HApYIIEHUSIMH (HYHKIIMH TTEUEHHU JICTKOW WIIM cpeaHel crenenu (5-9 6amios
no mkane Yaina-I1si0), kmupenc cuigeHaduia CHUKaeTcsl, 4To MPUBOIUT K noBbimeHno AUC
(85 %) 1 Cmax (47 %) MO CpaBHEHHUIO C TOKA3aTeIsIMUA MPU HOPMAIBbHOW (YHKIMU TEYECHU Y
NAlMEeHTOB TOH e BO3pacTHOM Tpymnmbl. PapMaKkOKMHETHKa CUieHaguia y MalueHTOB ¢
TSOKETIBIMU  HapylleHussMH (yHKIuM nedeHu (Oonmee 9 OammoB mo mkane Yainn-Ilsio) He
U3y4Janach.

llonynayuonnas gpapmaxokurnemuxa

[Ipn wu3ydyeHnn QapMakOKWHETUKH cuiaeHaduna y manueHtoB ¢ JIAIT B momyisiuOHHYIO
(bapMaKOKMHETHYECKYI0 MOJENb BKJIIOYAIW BO3pacT, IIOJ, pPacoOBYIO MPUHAMIEKHOCTD,
nokaszarenau (yHKIHHU MMOYeK U TeueHH. JJaHHbIe, KOTOpbIe UCIIOIb30BAIN ISl OMYJISIIUOHHOTO
aHaiM3a, BKJIIOYAJIM B ce0s IMIMPOKUNA CIIEKTp JieMOorpaduuecKux M J1abopaTOPHBIX MapaMeTpoB,
CBSI3aHHBIX C COCTOSIHMEM (YHKIIMU NeUeHH M mouek. Jlemorpadudeckue moxka3aTenu, a TaKkxke
napameTpsl (PyHKLIUHU MEYEHU WIM MOYEeK HE OKAa3bIBAIHM CTATUCTHMUYECKH 3HAYMMOTO BIMSHUSA I1a
(dapMakOKMHETHKY cuiieHaduia y nauueHTos ¢ JIAT.

VY nmanmentoB ¢ JIAI" mocne nmpuema cunaenaduia B go3ax ot 20 mr 10 80 Mr 3 pasza B CyTKH €ro
cpenHuE paBHOBeCHble KoOHIeHTpamuu Obuin Ha 20 % - 50 % Bblme, 4yeM Yy 3J0pOBBIX
n100poBOIIbIIEB. MUHMMaITbHASI KOHIICHTpaIus criaeHadua B miaazme KpoBu (Cmin) ObLTa B 2 paza

BBIILIE, YEM Y 37J0POBBIX 100poBoIIbLEB. [lonydeHHbIE JaHHbBIE YKA3bIBAIOT HA CHUYKEHUE KITUPEHCca
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W/WUIY yBeNTMYeHre OMOIOCTYITHOCTH CcruiieHadwIa nocnqngqgﬁ@ [BHYTRE Y MpmerTos o JEAT o

CPaBHEHHUIO CO 3JI0POBBIMH JI0OPOBOJIHIIAMH.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
[EJUTION03a MUKPOKPHUCTAIITNYECKAsT
KpOcKapMeJuio3a HaTpus (IpUMeIio3a)
noBu10H K-30 (monMBUHUINUPPOIUIOH CPETHEMOIIEKYIISIPHBIN )
JIAKTO3bl MOHOTHIPAT (Caxap MOJIOYHBIH)
MarHus creapar

Ob6oouka:

TUIPOMEIIO3a

nonucop6at-80 (TBuH-80)

TaabK

tutana quokeun E171

KpacuTesb KapMyasuH (a30pyOuH)

6.2. HecoBMecTHMOCTD
He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs )
3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH
XpaHUTh B 3alIUIIEHHOM OT CBETa MECTE, MPU TeMiiepaType He Boimie 25 °C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKU

ITo 10 v 30 TaGneTOK B KOHTYPHYIO SYCHKOBYIO YIAKOBKY M3 TUICHKHU MOJUBUHWIXJIOPUIHON 1
G oJIbrU aTIOMHUHUEBOM.

ITo 30 Tabnerok B 6aHKy noiauMepHyto Tina bl u3 monusTrieHa HU3KOTo JaBJIEHUS C KPBIIIKOM
U3 TIOJUATHIICHA BBICOKOTO JABJICHUS WIH BO (DJIAaKOH MOJMMEPHBIA U3 MOJMHATUICHA HU3KOTO
JABJICHUS C KPBIIIKOM U3 MOJIMATUIICHA BEICOKOTO JaBJICHHUS.

Kaxnyro 6anky, dumakon, 1, 2, 3, 5, 6, 9 KOHTYpHBIX SYEHKOBBIX yHMakoBOK 1o 10 TabneTok wiu
1, 2, 3 KOHTypHBIC SYCHKOBBIC YIMaKoBKH 1O 30 TabJIETOK BMECTE C JIMCTKOM-BKJIAIBIIIEM
MIOMEMIAIOT B KAPTOHHYIO NAYKYy.

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH  NPH  YHUYTOKEHMH  HCIOJb30BAHHOIO
JIEKapCTBEHHOI0 MNpenapara WJIH OTX0A0B, TMOJYYEHHBIX IOcCjde TNPHMEHEeHHus!
JICKapCTBEHHOI'0 Npenapara ujiM padoTel ¢ HUM

Het oco06bix TpeOoBaHUil K yTHIN3AINH.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

HAO «Ceepnas 3Be31a»

Opuanueckuit  agpec: 111524, r. MockBa, BH.Tep.r MyHHUIMNAIbHBIA OKpyr Ilepomo,

yi1. DNeKTpoaHas, a. 2, ctp. 34, momert. 47/2
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ten/dakc: +7 (495)137-80-22 (MOCNENDBATENLHOCTL 0005)

aeKTpoHHas nouta: electro@ns03.ru

7.1. lIpencraBuTeib AepKaTessi PeriCTPAIIMOHHOIO Y0CTOBEPEHUs
[Iperens3uu norpeOuTeNel HAMPABIATE MO ATPECY:

Poccniickas @enepanvs

HAO «Cesepnas 3Be31a»

Jlenunrpasackas o0y, MyHHUIMDATBHBIA  pailon BceBomoxxckuii, r.m. Ky3emomoBckoe,
ri. Ky3eMonoBckuid, yi. 3aBoackad, 1. 4, k. 1

test/pake: +7 (812) 309-21-77

aJeKTpoHHAas mouta: safety@ns03.ru

8. HOMEP PETUCTPAIIMOHHOI'O YOCTOBEPEHMUSA

9. IATA NEPBUYHOM PETUCTPAIIMM (IIOATBEPXJIEHUA PETMCTPAIINN,
HEPEPEI'MCTPALIUN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0mas xapakTepucTHKa JiekapcTBeHHOro mnpemnapata Cwnnenadgun Kapawo poctynmHa Ha
UHPOPMALIMOHHOM TopTane EBpasuilckoro SKOHOMHYECKOTO CO03a B HH(POPMALHUOHHO-
KOMMYHHUKaIIMOHHOH cetu «lHTepHeT» https://eec.eaeunion.org
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