C '::!'::!TE-ETCTEu_'Z-_'E_ SKCNEF

LI £ -I'._' Ll

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHITOFO TIPEITAP

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITIAPATA
Bunparnmuntun-C3, 50 Mr, Ta0jaeTKH

2. KAYECTBEHHBINA U KOJJTUWYECTBEHHBIA COCTAB

JelicTBytoliee BENIECTBO: BUIIAATIMITHH

Kaxxnas Tabnerka cogepxut 50 Mr BUIIarInnTuHa

BcnomorarenbHbie BelecTBa, HAJIMYHE KOTOPBIX HAJAO0 YYHUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JakTo3sl MOHoruapar — 48 mr (cM. pasaenst 4.3. u 4.4.).

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEUIECTB MPUBENIECH B pazaene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Tabnerku
TaGnerku 6em0r0 WK MOYTH OEJI0T0 IBETa, KPYTJble, MIIOCKOIMINHIPUYECKHE ¢ (PacKou.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

JlekapcTBeHHbli mnpenapar BumparmuntuH-C3  MoOKa3aH K HPUMEHEHUIO Y  B3POCIBIX
crapiue 18 ner.

Caxapubiii nuaber 2 tuna (CJl 2 Tuma) B COYETaHWH C JUETOTEpanued U (HU3NICCKUMHU
yIPaKHEHUSIMH:

" B Ka4yeCcTBE MOHOTEpanmuu B ciaydae HEID()EKTUBHOCTH IUETOTEpAnud W (HU3HIECKUX
YIPaXKHEHUH Y MalMeHTOB C MPOTUBOIOKA3aHUEM K NMPUMEHEHUIO MET(GOpPMUHA WM B Clyyae
HeahpexTuBHOCTH MeT(HOpPMUHA;

* B KOMOMHAIMK C METPOPMHUHOM B KAa4YeCTBE HAYAIbHOM MEIUKAMEHTO3HOW TEpamuu NpH
HEJ0CTaTOYHOU 3(PHEKTHBHOCTH TUETOTEPANNHU M PU3HUECKUX YITPAKHCHHM;

" B COCTaBe JIBYXKOMIIOHEHTHOH KOMOWHUpPOBAaHHOH Tepamuu ¢  METHOPMHHOM,
MPOU3BOJHBIMU CYJIb(OHUIMOUYEBUHBI, THA30JIUIUHAMOHOM WJIM C HWHCYJIMHOM B Cllydae
HEd(PPEKTUBHOCTH  JAMETOTEpanuy, (U3NYECKUX YIPAKHEHUH W MOHOTEpalud  STHUMH
npernapaTamu;

" B COCTaB€ TPOWHON KOMOWHUPOBAHHOM Tepanuu: B KOMOHMHALUH C TPOU3BOJHBIMHU
CyTb(QOHMIMOYEBUHBl U MET(GOPMHHOM Yy TMAIMEHTOB, paHee IMOJyYaBIIUX TEpanuio
IPOM3BOIHBIMU CYJIb(POHMIMOUYEBUHBI 1 METPOPMUHOM Ha (OHE TUETOTEpanuu U (PU3UUECKUX
YOpaXHEHUH U He JOCTUTIINX aJ€KBaTHOTO KOHTPOJIS TIIMKEMUY;

" B COCTaBe TPOWHOW KOMOWHHUPOBAHHOM Tepamuu: B KOMOMHAIMM C WHCYJIMHOM |
MET(HOPMUHOM y TAIMEHTOB, paHee TMONMy4YaBIIUX WHCYJIMH W MeThopMuH Ha (QoHe
JTUETOTepanuu U PU3NUECKUX yNpakHEHUH U HE JOCTHUTIINX aJJIeKBATHOI'O KOHTPOJIS TJIMKEMUH.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 NPUMEHEHM I

Pexum no3upoBanus

Ho3y npenapata Bunmarmuntua-C3 crienyer moaduparh WHIWBUIYAIBHO B 3aBHCHMOCTH OT
3¢ (HEKTUBHOCTH ¥ IEPESHOCUMOCTH.

Pexomennyemass nosza mnpenapara Bunparmuntua-C3 50 mr | wmm 2 pa3a B CyTKH.
MakcumanbHas cyTouHas A03a npenapara coctasiser 100 mr.

Ho3y 50 mr/cyTt cnemyet npuHUMaTh 1 pa3 B cyTku yTpoM, 103y 100 Mr/cyT ciemyeT neinuTh Ha
2 npuema — no 50 Mr yrtpom M BeduepoM. B cilydae mpomycka mpueMa mnpenapara cilemyer
OPUHATH MPOMYUICHHYIO 103y Kak MOXHO ckopee. [Ipu sTtom cinemyer u30erarb MpUHATHUS
YABOEHHOI 1035l B OUH JEHb.

Pexkomenayemas 103a mpernapaTa B MOHOTEpAMK UM B COCTaBe KOMOMHHUPOBAHHOM Tepamuu ¢
MET(GOPMUHOM, THA30JIMIUHANOHOM WM C MHCYJIMHOM (B KOMOMHAIMU C METQOPMHHOM WIH
6e3 Mmerpopmuna) cocrapisieT SO mr unu 100 Mr B CyTKH.

Pexomennyemast no3a mpemnapara Bunnarmuntus-C3 B cocTaBe ABOWHONW KOMOWHHPOBAHHOM
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MOMYJISINH MAMeHTOB 3PGEKTUBHOCTh BHIarunTuHa B o3¢ 100 Mr B CyTKH ObLIa CXOTHOM €
TakoBOM B J103€ 50 MI' B CYTKH.
Pexomennyemast noza npemnapara Bunnarmuntun-C3 B cocTaBe TpOHHOW KOMOMHHPOBAHHOM
Tepanuu (BWIJATJIUIITHH + TMPOU3BOJHBIC CYJIb(OHHIMOYEBUHBI + MET(HOPMHH) COCTABIISICT
100 Mr B CyTKH.
Ecnu nenu ramkeMuyeckoro KOHTPOJS HE JOCTUTHYTHI Ha (JOHE NMPUMEHEHHUs MaKCUMalbHON
cyrouHoit m03el 100 wMr, ciegyer paccMOTPEeTh BO3MOXHOCTh JOOABICHHS K Teparuu
npenapatoM Bunnarnmuntus-C3  Apyrux THUIOTJIMKEMUYECKHMX IPErnapaTroB, TaKMX Kak
MeT(HOPMUH, TIPOU3BOAHBIE CYITH(OHUIMOUEBUHBI, THA3OJIHUIUHIANOH WIIA UHCYITUH.
OcoOble rpynnel NayueHToB
Tayuenmoi ¢ Hapywenuem yHKyuu novex
Y manMeHToB ¢ HapylmieHHeM (QYHKIMH IOYEK JIETKOM CTENEHU CKOPOCTh KIyOOUYKOBOM
dubrpanuu (CK®) >60 mn/mun/1,73 m? u cpenneii crenenu ¢ CK® 50-60 mia/mun/1,73 m? ne
TpeOyeTcst KOPPEKIUH peKuMa JO3UPOBaHUS Mpernapara. Y NalleHToB ¢ HapylIeHHeM (YHKIHU
nouek cpenneit crememn ¢ CK® 30-50 wn/mun/1,73 M? u  TSKeNIOH CTEHEHH ¢
CK® <30 ma/muu/1,73 M?, BKIIOYas TEPMHUHAIBHYIO CTaJMI0O XPOHHYECKOH OOIE3Hb MOYEK
(XBII) y mManMeHTOB, HAXOIANIMXCS HA TEeMOJMATIN3€ WIA NTPOXOIAIIMX TMPOIEAYPY
reMojJuanusa, mpenapar ciaeayeT NpuMeHsTh B 103e¢ 50 Mr 1 pa3 B cyTKH.
THayuenmoi nosxcunozo eo3pacma (= 65 nem)
VY nmanueHToB MOKUIIOrO BO3pacTa He TpeOyeTcsl KOPpeKLHH pekuMa J03UpOBaHMs Ipernapara
Bunmarnuntun-C3.

eTu
besonacnocts u a¢ddexktuBHOCT, Tpenapara Buwinarmuntun-C3 y gereil B Bo3pacTe
ot 0 mo 18 ner He ycranosinensl. [Ipenapat Bungarnuntun-C3 npoTUBONoKa3aH K NPUMEHEHUIO
y neTeii B Bo3pacte 10 18 net (cm. pa3zgen 4.3).
Crnoco0 npuMeHeHus
[Ipenapar Bungarnuntun-C3 npuHUMaOT BHYTPh HE3aBUCUMO OT ITpUEMa IUIIH.

4.3. [IpoTuBONOKA3aAHUS

— TUIEPYYBCTBUTEIHHOCTh K BHIJATIHMITHHY WA K JTIOOOMY U3 BCIIOMOTATEIIbHBIX BEIIECTB,
MEePEUYUCIICHHBIX B pasjaeine 6.1.;

— HACIIEJICTBEHHAs] HEMEPEHOCUMOCTh TalaKTO3bl, ACPUIUT JAKTa3bl, TIFOKO30-TalaKTO3HAas
MajbadbcopOIus (cM. pazzaen 4.4);

— OepeMeHHOCTh, TPYAHOE BCKaPMIIMBAHKE (B CBS3U C HEOCTATKOM COOTBETCTBYIONINX JTAHHBIX )
(cm. paznen 4.6);

— caxapublit 1uadet 1 Tuna (cm. pasnen 4.4);

— OCTPBIM WJIM XPOHUYECKUNA META0OJIUUECKHH aln103 (BKIIOYas TUA0CTUUYECKUN KEeTOAIuI03 B
COYETaHUM C KOMOH mim 6e3 TakoBoil). JlnabeTnyeckuii KeToau103 J0JKEH KOPPEKTUPOBATHCS
uHCynuHOTepanuei. Jlakroauao3 (B TOM 4ucie U B aHaMHe3e) (cM. pasznaen 4.4);

— HapymeHuss (QYHKIMM TI€UYEHU, BKIOYAsS MAIUEHTOB C TIIOBBINICHHOW AaKTUBHOCTBHIO
«TIEYCHOYHBIX)» dbepmMeHTOB (amannHamMuHOTpaHC(hepasbl (AJIT) WIn
acriapraramuHoTpancdepasbl (ACT) B 3 u Oosee pa3 Beie BepxHeil rpanuisl Hopmsl (3xBI'H));
— xpoHHueckas cepaedyHas HemocraTodHocTh (XCH) IV dynkmumonansHoro kiacca (®K) mo
GYHKIIMOHATBHOU KiIaccuukaim Hb}O-ﬁOpKCKOﬁ kapauonorudeckoi accormanuu (NYHA)
(BBUAY OTCYTCTBUS JaHHBIX KIIMHUYECKUX MCCIEAOBAaHUN O MPUMEHEHUH BIJIJATTUNITHHA Y 3TON
IpyIIbl MALUEHTOB);

— nmerckuii Bo3pacT 1o 18 ser (3ddexkTuBHOCTH M 0€30MaCHOCTh MPUMEHEHHS Ipenapara He
YCTaHOBJICHBI)

4.4. Oco0Oble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN
[Ipu HEoOXOIUMOCTH WHCYJIMHOTEpanuu npernapar BunparmuntuH-C3 NpUMEHSIOT TOJNBKO B
KOMOMHAaIMKU ¢ UHCYJAUHOM. [IpemapaT mpoTHBOIOKa3aH y MAllMEHTOB C CaxapHbIM IHabeToM
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ITockOnbpKy ONBIT MIPUMEHEHUS BUJAATIUINTHHA Y NALMEHTOB C TepMUHainbHOU craguend XbBII,
HaxoJAIIMXCA Ha TIeMOAUAIN3€ WIM MPOXOAAIIMX NPOLENypy TIeMOJAuain3a, OrpaHUYEH,
npenapar peKOMEHIyeTCsl IPUMEHSTh C OCTOPOKHOCTHIO Y JAHHOM KaTEropuu NMalueHTOoB.
CepaeyHas HEAOCTATOYHOCTh
[lockonbKy naHHble O MNpuUMEHeHMM BuwgarauntuHa y mnamueHtoB ¢ XCH III @K mno
knaccuukanmn NYHA (cm. Tabauiy 1, mpuBeneHHYIO HMKE) OTPAHHYCHBI M HE TTO3BOJISIOT
CIeNaTh OKOHYATENbHBIA BBIBOJ, PEKOMEHIYETCS C OCTOPOXKHOCTBIO MPUMEHATH Ipemnapar
Bunparnmuntun-C3 y nallueHTOB JaHHOW KaTErOpyH.
He pekomennyercs mnpumenenwe BuiaarauntuHa y mnanueHtoB ¢ XCH IV ®K 1no
knaccuukanuu NYHA BBHIY OTCYTCTBHS JaHHBIX KIMHUYECKUX UCCIICTOBAHHI O MPUMEHECHUN
BWJIJATJIMIITUHA Y TAIMEHTOB 3TOU IPYIIIIHI.

Tabmnma 1. Hbm-ﬁopKCKaﬂ Kkiaccuukanys GyHKIIMOHATHLHOTO COCTOSIHUS TAIIHEHTOB C

XPOHMYECKON CepAeYHON HeJ0CTaTOYHOCTHIO (B Moaudukanuu), NYHA, 1964.

DOYHKIUUOHAb-

. Orpannyenue GuU3NYECKON aKTUBHOCTH U KJIMHUYECKHUE MPOSABJICHUSA
HbIi kiaace (PK)

[ ®K OrpannyeHuid B (U3NYECKOH akTHMBHOCTH HeT. OObluHas ¢usndeckas
Harpyska He BbI3bIBACT BBIPAXKEHHOI'O YTOMJIEHUS, C1a00CTH, OABIILKHA WIH
cepaeOneHHs.

II ©K YMmepeHHoe orpaHuueHue (PU3NYECKONW aKTHBHOCTH. B mokoe kakue-mnbo

MaTOJIOTUYECKHE CUMIITOMBI OTCYTCTBYIOT. OOBbIuHas Qu3nyeckas Harpy3Ka
BBI3BIBAET CJIA0OCTb, YTOMJISIEMOCTb, CEPALEOMEHUE, OABILKY M Jp.
CHUMIITOMBI.

[II ®K BripaxxeHHOe orpannueHne GU3NUecKoil akTHBHOCTH. boiabHOI KoMpopTHO
YyBCTBYET c€0sl TOJBKO B COCTOSIHUM IIOKOs, HO Mayeliue (usnueckue
Harpy3KH IMPHUBOAT K MOSBICHHUIO c1a00CTH, cepALeOUeHus], OABIILKA U T.IT

IV ©K HeBO3MOXHOCTh  BBIMOJHATH KaKWEe-TMOO Harpy3ku Oe3 TOSIBICHUS
nuckoMpopra. CUMIOTOMBI CepACYHON HETOCTATOYHOCTH UMEIOTCS B TIOKOE
Y YCWJIMBAIOTCS MPH JTFO00H (PU3NUECKOi Harpy3Ke

Hapymienus @yHnkuuy neyenu

[TockonbKy B peAKUX CIIy4asx MPU MPUMEHEHHH BUJIATJIMIITHHA OTMEYajoCh TOBBIIICHUE
aKTUBHOCTH aMHUHOTpaHcdepa3 (Kak MpaBwio, 0€3 KIMHUYCCKUX TMPOSBICHUN), Tepen
npuMeHeHneM mpenapata Bunmparmuntua-C3, a Takke W PEeryisspHO B XOJe MEPBOrO roja
npuMeHeHus npenapara (1 pa3 B 3 Mecsma), peKOMEHAYETCS OMNPEACTIATh OMOXUMUUYECKUE
nokasarenu (GpyHKuuu TedeHdu. [Ipu BBISBICHUM TMOBBHINICHUS AKTUBHOCTH aMHHOTpaHcdepas
ClieyeT MPOBECTH MOBTOPHOE MCCIEIOBAaHUE C ILIENBI0 MOATBEPXKIACHHS pe3yJbTaTa, a 3aTeM
PETYISIPHO TPOBOJUTH OINpeAeTeHHe OMOXMMUYECKUX MOKaszareled (QPyHKIHMH MEYeHH 0 UX
Hopmanuzaiuu. Ecnu npessimenne aktuBHOCTH ACT mim AJIT B 3 wim 6onee pa3 Beime BI'H
MOJITBEPK/ICHO MMOBTOPHBIM HCCIIEIOBAHUEM, MTPENapaT PEKOMEHyeTCsSl OTMEHUTb.

[Ipu pa3BUTHM >KENTyXH WM JAPYTUX TNPU3HAKOB HapyUIeHHs (QYHKIUM TMEeYeHH Ha QoHe
npuMeHeHus mnpenapara Bummarmuntua-C3 Tepamuio mpernapaTtoM CcleayeT HeMeIJIeHHO
npekpatuth. llocine HoOpmanmuzanuu mnokasareneid (QyHKIMM TEYeHH JIeUueHUEe IMpernaparom
BO300HOBJISTH HETB3SL.

Munornukemust

W3BectHO, uTO mpemaparbl  CyJb(OHUIMOYEBUHBI MOTYT MPOBOIMPOBATH  Pa3BHUTHE
runornukemMun. CyliecTByeT pUCK pa3BUTHS THIOTJIMKEMHUH IIPU OJTHOBPEMEHHOM MPUMEHEHHUH
BUJJIATJIMIITHHA C TIpernaparamMud  CyJib(QOHUIMOYEBUHBL. [Ipr HEOOXOAMMOCTH  CIeAyeT
paccMOTpeTh BO3MOKHOCTH CHIJKEHHUS 03Bl IpenapaToB CYJIb()OHUIMOUYEBHUHBI C II€NIBIO
MUHUMU3HUPOBATH PUCK PA3BUTHS TUTIOTIIHKEMUH.

OcTpblii MAHKPEATUT

[IpumeHeHHe BWIJATTUNTHHA CBS3aHO C PHUCKOM pa3BHTHUSI OCTPOro maHkpeatuta. Criemyer
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HOI[OBpeHI/II/I Ha OCprIfI HaHeraTI/IT BUJI AT JIUIITUH CJIG,Z[yQT OTMCHUTL. He cnez[yeT
BO30OHOBJIATh TEPANUIO BHJIJATJIMIITHHOM, €CIH OCTPBIH TMAaHKPEATHT ObUI MOATBEPKIACH. Y
IIaquCHTOB C OCTpBIM HaHeraTI/ITOM B AHAMHC3€C HpI/IMeH}ITB BUJIIAATrJIMIITUH cnez[yeT C
OCTOPOKHOCTBIO.

BCHOMOI‘&TGHBHBI@ BCIICCTBA

[Ipenapar Bunparmuntun-C3 COAEPKUT JIAKTO3bl MOHOrHiapar. llanmeHTam ¢ peakou
H&CJICI[CTBCHHOﬁ HCHCpCHOCI/IMOCTBIO raJIaKTO3BblI, HC(I)I/II_II/ITOM JJaKTa3bl W TJIFOKO30-
rajlakTO3HOW MaltbaOcopOIIreit He ciieayeT IpuHUMAaTh npernapat Bumparmnmua-C3.

4.5. BzaumogeiictTBie ¢ JPYTHMH JICKAPCTBEeHHBbIMHM MpenapaTtaMM MW Jpyrue BHABI
B3alMOJeliCTBUSA

BunparnmunTus o01agaeT HU3KUM MOTEHIIMAIOM JIEKaPCTBEHHOT'O B3aUMOICHCTBUSI.

[TockonpKy BWJIIArIUNTHH HE sBISETCS cyOcTparom ¢epmeHToB nuroxpoma P450 (CYP), a
TaKXKe HE MHTUOMPYET M HE MHIYLHPYET 3TH (PEepMEHTHI, B3aUMOJEHCTBHE BUJIIATTUITHHA C
JIEKapCTBEHHbIMM IIpenapaTtaMH, KOTOpbIE SBISIOTCA CyOCTpaTaMu, HWHTUOUTOpaMM WM
unaykropamu P450 (CYP), manosepostho. [Ipy 0HOBpeMEHHOM MPUMEHEHUH BHJIAATIANITHH
TaKXKe€ HE BIHUAET HAa CKOPOCTb MeETaboiM3Ma MpenapaTroB, SBISIIOIIUXCA cyOcTpaTamMu
depmentoB: CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2T1 u CYP3A4/5.
KnuHuyeckn 3HaYMMOro B3aMMOJEHCTBHSA BWIJATIMITHHA C Ipernaparam, HauOosee 4acTo
ucnonb3yeMbiMu 1ipH jgedennn CJ1 2 tumna (rmuOeHKIaMHuIOM, THOTINTa30HOM, MET(OPMHHOM)
WK 00JaJalIMMH  Y3KUM TEpaneBTHUYECKUM JAMANla30HOM (aMJIOJUIIMHOM, JUTOKCHHOM,
paMHIIPUIIOM, CUMBACTaTHHOM, BaJICapTaHOM, Bap(paprHHOM) HE YCTaHOBJICHO.

Tuasuapl, IIIOKOKOPTUKOCTEPOMABI,  IIpemnaparsl TOPMOHOB  IMUTOBUIHOM  JKENE3BI,
CUMIIATOMHUMETUKH MOTYT CHM)KAaTh TUIOIIMKEMHYECKOE ACHCTBHE BWIJAIJIUNTHHA, KaK U
JPYyTUX MepopaibHbIX IPOTUBOANAOETUYECKHX MIPENAPATOB.

YacroTra pa3BUTHs aHTHOHEBPOTHUYECKOTO OTEKa ObLIa BBIIIE ITPH OJHOBPEMEHHOM MPUMEHEHUHN
BIWJIJIATJIMIITHHA C MHIUOMTOpaMH AaHTMOTEH3MHIIpEBpalnarouiero (GepMeHra, npu 3ToM Obula
CXOJIHOM C TaKOBOW B KOHTPOJIbHOW rpymre. B OoJbIIMHCTBE ClIy4aeB aHTMOHEBPOTHYECKHIA
OTEK OBbUI CpelHEHl CTEeNEHU TSKECTH M pa3pelialicsl CaMOCTOSATEIBHO B XOJE MPOAOIIKEHHS
TEpanuy BUIAATTIUIITHHOM.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTb U JIAKTALMS

bepemeHHOCTD

JlocTaToOYHBIX N@aHHBIX MO MPUMEHEHUIO BWJAATTUINTHHA Y OEPEeMEHHBIX HET, B CBA3U C UYEM
npenapat Bunnarmuntus-C3 mpoTHBOIIOKa3aH BO BpeMs OEpeMEHHOCTH. B MOKIMHHYECKHX
MCCJICIOBaHMAX ObLTa BBISIBJICHA PEMPOAYKTUBHAS TOKCHYHOCTH NMPH MPUMEHEHWHU B BBICOKHX
J03ax, HOTGHI_II/Ia.HBHBII\/'I pI/ICK JJIA YCJIOBECKA HEU3BCCTCH.

JlakTamus

[Ipenapat Bungarnuntua-C3 npoTHBONOKa3aH B MEPUOJ IPYJHOTO BCKAPMIIMBAHHUS, IOCKOJIBKY
HEU3BECTHO, IPOHMUKAET JIM BWJIAATJIUIITUH B TPYJIHOE MOJIOKO Y Y€JIOBEKA.

DepTUIILHOCTD

B noknmHWYecKuX HCCIeAOBaHUSX MPU NMPUMEHEHUH B J03ax, B 200 pa3 mNpeBbIIIAIONINX
pEKOMEHIyeMbIE JUTsl YeJIOBEKa, MIpernapar He BhI3bIBAJ HApYIICHUH (epTHUILHOCTH.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATHL TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHNU3MaMu

UccnenoBanusi BiausHUS npenapara BunmarmuntuH-C3  Ha  CMOCOOHOCTH  YNPaBIIATH
TPAHCHOPTHBIMH CPEACTBaMH WM paboTaTh C MeXaHHM3MaMM He MpOBOAMINCH. Ilpu pa3BuTHm
TOJIOBOKpPY)KeHHUS Ha (OHE MpPUMEHEHMs IIpernapaTa IMaldeHTaM He CJelyeT YIpaBisiTh
TPAHCHOPTHBIMH CPEICTBAMHU WIIM PabOTaTh C MEXaHU3MaMH.
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4.8. HexkennaTeibHbIe peakunuu

Pestome npoduiis 6e3onacHoCTH
[Tpu npuMeHeHUN BUIIIArIMIITHHA B MOHOTEPANUY UM B KOMOMHALIMY C IPYTHUMHU MpernapaTaMu
OOJNBIIMHCTBO HexenarenbHbIX peakiuii (HP) Obumn cna®o BbIpaskeHBI, MUMENN BPEMEHHBIN
XapakTep U He TpeboBaym oTMeHBI Tepanuu. Koppemsuun mexay yactroroit HP u Bo3pacTtom,
MOJIOM, JTHUYECKOW MPUHAIIE)KHOCTBIO, MPOJODKUTEILHOCTHIO TMPUMEHEHUS WIH PEKUMOM
JIO3UPOBAHUS HE BBISBIICHO.
UYactoTa pa3BUTHS aHTHOHEBPOTHYECKOTO OTeKa Ha (JOHE TEpaIHy BHIIJATTUITHHOM COCTaBIIsIa
>1/10000, <1/1000 (rpamammsi «peaKo») ¥ ObUIa CXOIHOW C TaKOBOW B KOHTPOJILHOW TpyTIIE.
Haubonee yacto ciydan aHTHOHEBPOTHUYECKOTO OT€Ka OTMEYANIUCh MPH IPUMEHEHUH TperapaTa
B KOMOWHAIIMM C MHTHOMTOpaMH aHTHOTEH3WHMpeBpamatomero ¢epmenta. B OompmmHCTBE
CIy4aeB aHTMOHEBPOTHYECKUN OTEK OBUT CpeAHEH CTENeHW TSHKECTH U pa3peniancs
CaMOCTOSITENIHO B X0/1€ MTPOJOJIKEHHSI Tepavy BUIAATTUITHHOM.
Ha ¢one Tepanuu BUIIAMIUNITHHOM PEIKO OTMEYANTUCH HAPYIICHUS (PYHKIIMH ITeYSHU (BKIFOYAs
renatut) OECCUMITOMHOTO Te4deHHs. B OONBIIMHCTBE Cily4yaeB JaHHbIE HapyLIEHUS W
OTKJIOHEHHS TOKa3areneil (QyHKIMH TEYeHH OT HOPMBI Pa3peUIMIUCh CaMOCTOSITENLHO 0e3
OCJIO’)KHEHUH T0Cie MpeKpalleHusl Tepanuu npenaparom. [Ipu mpuMeHeHUH BUIIJArIUNTHHA B
no3e 50 mr 1 unm 2 pa3a B CyTKH 4acTOTa YBEIMYCHHUSI aKTUBHOCTH «IIE€YEHOYHBIX» (HEPMEHTOB
(AJIT mmn ACT > 3xBI'H) cocraBmsuia 0,2 % wunu 0,3 % COOTBETCTBEHHO (IO CpPaBHEHHIO
¢ 0,2 % B KOHTPOJBHOH Tpymiie). YBEIHMUEHHE AKTHBHOCTH «IEYEHOUYHBIX» (DEpMEHTOB B
OOJIBIITMHCTBE CIIy4YaeB OBLUIO OECCHMIITOMHBIM, HE MPOTPECCHPOBAIIO M HE COMPOBOKIAIOCH
X0JIECTa30M HJIU KEITYXOM.
HP crpynmupoBaHbl B COOTBETCTBUH C KiIaccuuKamme opranoB u cuctem opranoB MedDRA.
B mpepenax kaxmod rpynmel OpraHoB M cuCTeM opraHoB HP mnepedncneHsl B mopsiake
YMEHBIIIEHUS YacTOThl BCTPEUYaeMOCTH. B mpezenax KakqoW TpyNIbl YaCTOThl BCTPEYAEMOCTHU
HP yka3zaHbl B IOpsIIKE YMEHBILIECHHUS TSKECTH.
Pe3rome HexenaTeNnbHbIX PEAKIUN
UactoTa BCTPEYaEMOCTH BO3MOXHBIX  HEXKENATeNbHBIX  PEaKIuid MNpH  MPUMEHEHUH
BUJIIATJIMIITHHA NIPUBECHA B TaOMUIE HUXKE U MIPUBE/ICHA B BUJE CIEAYIOIIEH rpalalluu: O4eHb
gacto (>1/10), wacto (>1/100, Ho <1/10), Hewacto (>1/1000, HO <1/100), penko (>1/10000, HO
<1/1000), ouenp penxo (<1/10000), yacTora HEM3BeCTHA (HA OCHOBAHWU MMEIOIINXCS JTaHHBIX
OIIEHUTHh HEBO3MOYKHO).
IIpu npumenenuu sundaznunmuna 8 MOHOMepanuu
[Ipu npumMeneHun BuiigaraunTiHa B 03¢ 100 MT B CYyTKM 4acTOTa OTMEHBI TEPAIlliu B CBSI3H C
pa3BuTHEeM HexenaTenbHbIX peakiuit (0,3 %) Obuta He BbllIe TakoBoM B rpymie miane6o (0,6 %)
i npenapata cpasaenus (0,5 %).
Ha ¢one ™MonoTepanmuu BumigariuntiHOM B g03¢ 100 Mr B CYTKHM YacToTa pa3BUTHUS
TUTIOTJIMKEMUHN 0e3 yBEIWYeHHS CTENeHU TsHKeCTH cocrosiHus coctaBmsuia 0,4 %, uto
COTIOCTaBUMO C IIpenapaToM cpaBHeHus U 1ianedo (0,2 %).
Macca Tena He U3MEHsJIAch M0 CPABHEHUIO C UCXOTHOW B KIIMHUYECKUX MCCIEAOBAHUSIX, KOTAA
Buigarauntue 100 Mr B CyTKM mpuMeHsuTM B kKadectBe MoHoTeparmuu (-0,3 kr u -1,3 kr B
rpynmnax NpuMEeHEHUs BUJIATIMIITHHA U TUIAIe00 COOTBETCTBEHHO).

Tabauna 2. HexxenarenpHble peakiuu Ipy NPUMEHEHUU BUJIIATVIMITHHA B MOHOTEpATuU

CHuCTeMHO-OpraHHbIH YacToTra n
HexenatenbHasi peakuus
KJ1ace BCTpPEYaeMOCTh
WHQEKIUN BEPXHUX JABIXaTEIbHBIX
Nudexnnn u nHBa3zun OYEHb PEOKO b P

myTel, Ha30(hapuHTUT

Hapymenust merabonmzma

HEYacTo TUIIOTTIUKEMHUS
Y TUTaHUS
Hapymenust co ctoponsl 1acTo I'0JIOBOKPYIKCHUE
HEPBHOM CHUCTEMBI HEYacTo rojioBHast 00JIb
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Hapymenust co ctoponsl 1L P IEEVEATENDHVATh UUb)
HEYacTo TIEpUPEPUIECKAC OTCKA

COCYyJIOB

KenyaouHo-KulIeuHbIE

HEYacTo 3arnop
HapyLICHUS

Hapymenust co ctopoHbl
MBIIIIEYHOH, CKEJIETHOU U HEYacTo apTpajrus
COCTUHUTEILHON TKaHU

JlonrocpouHble KIMHUYECKHUE HCCIEAOBAHUS MPOJOKUTENBHOCTBIO 10 2 JIeT HE BBISBUIU

KaKuX-TH00 JOMOJHUTENBHBIX OTKJIOHEHUH Mpoduiss Oe30MacHOCTH WM HEMPEIBHICHHBIX

PHUCKOB IIpU MPUMEHEHUN BUJIIATJIUIITHHA B MOHOTEPAIUU.

Ipu npumenenuu eunoaznunmuna 6 0oze 100 6 cymxu 6 KombuHayuu ¢ Memgopmunom

[Tpn npumeHeHnn BraarmnTiHa B 03¢ 100 Mr B CyTKH B KOMOWHAITMU ¢ MET(HOPMUHOM HIIHA

mianedo B COYETAaHUH C MET(HOPMUHOM CIydyaeB OTMEHBI TEpalWi B CBS3U C DPAa3BUTHEM

HE)KeNaTeNIbHbIX PeaKIiil He 0TMEYalIoCh.

[Ipn mpumenenun BwigarnunTUHa B 103¢ 100 Mr B CyTKM B KOMOHWHAIIMH C METHOPMUHOM

TUIOTIMKeMHs oTMedanachk B 1 % cimydaes (B rpymnmne miane6o + merdopmun — Heyacto (0,4 %).

B rpynne npuMeHeHUs BWIJATTUNTHHA HE HAONIONAIOCh Pa3BUTHS THIIOTIMKEMHH TSDKETOM

CTETeHH.

Macca Tena He U3MEHSJIACH MO CPABHEHUIO C MUCXOJHOM B KIMHUYECKUX HMCCIIEIOBAHUAX MPHU

npuMeHeHnn KoMOuHaruu Buaarauntuaa 100 mr B cytku u metrdopmuna (+0,2 xr u -1,0 kr B

rpynmnax NpuMEeHEHUs BUJIATIMIITHHA U TUIAIe00 COOTBETCTBEHHO).

Ta6muma 3. HexenarenbHple peakiiy Py NPUMEHEHUH BUAaraunTuHa B 1o3¢ 100 Mr B cyTKH
B KOMOMHAIMH ¢ METHOPMUHOM

CuCTeMHO-OpTaHHbIH Yacrora u
He:xxenarenbHas peakuust
KJ1ace BCTPEYaeMoOCTh

Hapymenust merabonmzma

4acTo TUTIOTJIMKEMUS
U MUTaHUSA
q 4aCTo TpEeMop, ToJI0BHAs OOJIb,

apyIICHHS! CO CTOPOHEI TONIOBOKPYKEHHE
HEPBHOW CUCTEMBI
HEYacTo MOBBILLICHHAS. YTOMJISIEMOCTD

KenynouHo-KueyHbie

4acTo TOIIIHOTA
HAapyLIECHUS

Jonrocpounble KIMHUYECKHE MCCIEIOBAHUSA MPOJAOKUTEIBHOCTBIO 0 2 JIET HE BBISIBUIN
KaKUX-1100 JOMOJHUTENbHBIX OTKJIOHEHUH Mpoduis O0e30MacHOCTH WM HEMpeIBHIEHHBIX
PHUCKOB IIpH IPUMEHEHUY BUJIATJIMIITHHA B KOMOMHAIIUY C MET(QOPMUHOM.

W3ydyenune nprMeHeHUss KOMOWMHAIMM BUJIATJIMITHHA U METPOpPMUHA B KAaueCTBE CTAPTOBOM
teparuu mipu CJI 2 Tuna He BBIBWIO OTKIOHEHWH mpoduis O0e30MacHOCTH WK
HENpPEeIBUCHHBIX PUCKOB.

Ilpu npumenenuu eundacnunmuna 6 0o03e 50 me/cym 6 KombOumayuu ¢ HNPOU3BOOHBIMU
CYIbGPOHUNMOYEBUHbI

[Ipn npuMeHeHUn BUIIATIUNTHHA B 03¢ 50 MI/cyT B KOMOMHANIUU C TJIMMEMUPHUIOM YacTOTa
OTMEHBI Tepanuu B cBsi3u ¢ pa3ButueM HP cocrasmsuia 0,6 % (mo cpaBuenuio ¢ 0 % B rpymnme
TIIMMENHUpU + 1ianedo).

YacroTa pa3BUTHA TMIIOTJIMKEMHUH y MAlMEHTOB, MOJYYaBIINX BHJIJATTIUOTHH B 103¢ 50 mr/cyt
BMECTE C rauMmenupujoM, coctaBmna 1,2 % (mo cpaBuenuto ¢ 0,6 % B rpymnme mianebo +
rmMenupua). B rpymnme  nmpuMeHeHus BWIJArJIUNTHHA HE  HAOMIOJANOCh  Pa3BUTHUA
TUTOTJIMKEMHH TSKEION CTETICHH.

Macca Tena He U3MEHSJIACh IO CPABHEHUIO C UCXOJHOW B KJIMHUYECKHUX UCCIIEIOBAHUSIX, KO/
BUIAArIUNTUH B 03¢ 50 mr 1 pa3 B cyTtku moGaBisuin k rauMernmpuny (-0,1 xr u -0,4 kr B
rpynmnax NpuMEeHEHUs BUJIATIMIITHHA U TUIAIe00 COOTBETCTBEHHO).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KOMGI/IHaI_II/II/I C IMPOU3BOAHBIMU Cy.HB(bOHI/I.HMO‘IeBI/IHBI

. Yacrora n
CI/ICTeMHO-OpFaHHbIl/I KRJ1acc HexenareabHnas peaKkuus
BCTPEeYaeMOCTb

Nudexnnn u nHBa3zun OYCHb PEIKO Ha30(apuHTUT
Hapymenust merabonmsma u

4acTo TUIOTJIMKEMHUSI
IINTaHUs
Hapy1enust co cTOpoHBI 4aCTO TpeMop, roJioBHas 00JIb,
HEPBHOW CHUCTEMBI rOJIOBOKPY>KE€HUE, aCTEHUS
KenynouHo-KueyHbie

HEYacTo 3armop

HapyILICHUS

Ipu npumenenuu sundaznunmuna 6 0oze 100 me 6 cymku ¢ KOMOUHAYUU ¢ MUAZOTUOUHOUOHOM

[Ipu mpumeneHun BuimarmunTHHa B 1o3e¢ 100 mr/cyr + THA30MMAWMHAMOH M TuTanebo +

THUA30JIMIUHINOH CITy4aeB OTMEHBI TEPANKH B CBsI3U ¢ pa3ButueM HP He oTmeuanocs.

[Ipn mpumeHeHun BuigarmunTHHA B n03¢ 100 Mr/cyT + MUOTIMTAa30H OTMEYAIOCh Pa3BUTHE

runornukemun B 0,6 % ciaydaeB, a y MalMEHTOB, MOMYYaBIIUX IUIANeb0 + MUOTIUTA30H, — B

1,9 % cnyuaeB. B rpynme npuMeHeHHs BWIJATNIMITHHA HE HaONI0NaIoCh pPa3BUTHUS

TUTOTJIMKEMHH TSXKEJION CTETEeHU.

B wuccnemoBanuu npuUMEHEHUs BWIJAMIUNTHHA B KAyeCTBE JOMOJHUTEIBHON Tepanmuu K

MUOTJIMTA30HY a0CONIOTHOE yBEJIWYEHHE Macchl Tela B Tpymnne Imianedbo M BUIAATIMITHHA

100 mr B cyTku coctaBuiio 1,4 u 2,7 KT COOTBETCTBEHHO.

[Ipu noGamieHuu BuimarmunTuHA B g03¢ 100 MT B CYyTKHM K MHOTJIMTA30HY B 703€ 45 Mr/cyT

4acToTa pa3BUTUA Nepupeprudeckux OoTeKoB coctasisuia 7 % (mo cpaBHeHuro ¢ 2,5 % Ha done

MOHOTEPANUU MTUOTIUTA30HOM).

Tabnuma 5. HexxenarenbHbIe peakiiuu Mpy IPUMEHEHUH BUIaraunTuHa B 103¢ 100 Mr B cyTkH
B KOMOMHAIIUU C THA30JUANHIMOHOM

. Yacrota n
CucTeMHO-OpraHHbIN Kjacc HexenaTenbHas peakums
BCTPEYaeMOCTh

Hapy]_ueHH;{ MeTa0oIM3Ma U qacTo YBCIMUCHUC MACCEI TCJIa
MMUTAaHUs HEYacTo THUIIOTJIUKEMUA
Hapymenunsa co cTOpoOHEI

Py _ p HEYacTo rojoBHas 00J1b, aCTCHUS
HEPBHOU CUCTEMBI
Hapyenus co ctopoHbl

4acTo nepudeprudecKkue OTeKu

COCYyZI0B

Ilpu npumenenuu eunoaznunmuna 6 doze 50 me 2 pasa 6 cymxku 6 KOMOUHAYUU C UHCYTUHOM
(c mem@opmunom uiu 6e3 He2o)

[lpy nDpuMeHeHMM BWIJATJIUNTHHA B KOMOMHAIMM C UHCYJIMHOM (B KOMOMHAIMM C
MeTGopMUHOM MK 0e3 MeTGOpMUHA) YaCTOTa OTMEHBI Tepanuu BeneacTerue pa3sutus HP Obuta
paBHa 0,3 %, B rpymnme Tepanuy BUIAANIMOTHHOM, B IPYMIE IU1aed0 cllydaeB OTMEHbI TEpaliu
He OBLIIO.

[lpy nDpuMeHeHMM BWIJAITIUNTHHA B KOMOMHAIMM C UHCYJIMHOM (B KOMOMHAIMM C
merpopMuHOM uiIU  0e3 MeThopMUHA) HE OTMEYAIOCh YBEIMYCHHS pUCKA PAa3BUTHA
TUINOIIMKEMHH 10 CpaBHEHHMIO C KomOuHanued rutane6o + wuHcynud (14 % B rpymme
BuaraunTuHa u 16,4 % B rpynne 1uiane6o). Y 2 manyeHToB B Ipynie BHWIJArIUITHHA U Y
6 MalMEeHTOB B IpymIle mianedo pa3BUiIach TUIOTIMKEMUS TSKEJIOM CTENEeHN.

Ha MomeHT 3aBepiieHMs UCCIEIOBaHMS MpenapaT He OKa3blBaj BIHMSHHS Ha CPEIHIOID Maccy
Tena (Macca Tena yBenuduBajgach Ha +0,6 Kr MO CpPaBHEHHMIO C HWCXOJIHOW B TpYIIIe
BIWJIJIATJIMIITHHA, @ B TPYIIIE MJ1anedo ocTanach HEM3MEHHOM).
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Tabmuma 6. HexxenarensHbIe peakIiuy MpH MpH MCHCHHMH&HAE%%%&%E%@&éOTﬁI :15'&3'31 B

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

CYTKH B KOMOMHAIIMU C MHCYJIMHOM (C MeT(OpPMUHOM MK 6€3 HEero)

. Yacrora n
CHCTEMHO-OPraHHbIi KJacce HexenareabHasi peakuust
BCTPEYaEMOCTh
Hapymenust merabonusma u
4acTo TUIIOTJIUKEMHST

ITUTAHUS
Hapymenunsa co cTOpOHEI

Py - p qacTo roj0BHas 007k, 03HOO
HEPBHOW CHUCTEMBI
K 4acTo TOIIHOTA, TacTpo330(areanbHbBII

€Iy I0YHO-KHUIIIEYHBIE

ya pedrokc
HapyIICHUS
HEYacTo apesi, METEOpU3M

IIpu npumenenuu sundaznunmuna 6 0ose 50 me 2 pasa 6 cymku 8 KoMOUHAyUU ¢ npenapamamu
CYNbHOHUIMOYEBUHBL U MEMPOPMUHOM
Crny4yaeB OTMEHBI TIpemapara, cBs3aHHbIX ¢ HP B rpymnme koMOWHHMpOBaHHOW Tepanuu
BUJIATJIMIITUHOM, METGOPMHUHOM U TIUMENUPUIOM, OTMEYeHO He Opuio. B rpymme
KOMOMHHMpPOBAaHHOW Tepanuu Iuianebo, METPOPMUHOM U TIUMENHUPUIOM YacTOTa OTMEHBI
BUJIIATJIMIITHHA, cBsi3aHHou ¢ HP, cocTaBmita 0,6 %.
['unornukemMus orMedanach yacto B obeux rpymmax (5,1 % B rpymnme KOMOMHMpPOBaHHOM
TEepanuyu BUJIATIMIITHHOM, METGOpPMUHOM © TiauMmenupuaom u 1,9 % B rpynme
KOMOWHHUPOBAaHHOW Tepanmuu T1uianebo, MeTGopMHHOM © TIMMenupuaom). B rpymrme
BUJIIATJIMIITHHA OTMEUYEH OJWH SMU30/ TUIIOTIIMKEMHH TSHKEION CTETICHH.
Ha MomeHT 3aBepiiieHus nccie0BaHus 3HAUMMOr0 BIUSHUSL HA Maccy Tejia BBISIBJICHO HE ObLIO
(+0,6 xr B rpynmne BuigarauntuHa u -0,1 Kr B rpynmne mianeo).

Tabmuma 7. HexxenarenbHbIE peakIiuy Py MPUMEHEHUH BUJIArIUNTHHA B 703¢ S0 Mr 2 pa3a B

CYTKH B KOMOWHAIMH C MIpernapaTamMmu CyJIb(OHUIMOYEBUHBI U METHOPMUHOM

. Yacrora u
CHcTeMHO-OpraHHblii Kj1acce HexenartenbHasi peakuust
BCTPEYaeMOCTh
Hapymenust merabonusma u
4acTo TUIIOTTIUKEMHUS
MATAHUS
Hapymenust co ctoponbl
9 4acTo TOJIOBOKPYKEHHE, TPEMOP
HEPBHOM CHUCTEMBI
Hapymenust co ctoponsl
Py P . 4acTo TUIIEPTUIPO3
KOKU Y ITOJIKO’KHBIX TKaHE!
Y€ HapyILICHUs U
Obwme Hapyme 4acTo acTeHus
pEeakIu B MECTE BBEJICHHUS

HOCTDGI‘I/ICTDaHI/IOHHBIG HNCCJICIOBAHUS
Bo Bpems mpoBeeHrs OCTPEruCTPAIMOHHBIX UCCIEA0BaHNN ObUTH BBISBIIEHBI cieaytomue HP
(TTOCKOJIBKY COOOIIEHUS MMOYYCHBI B JOOPOBOJILHOM MOPSIKE OT MOMYJISIIUNA HEOTPEIEIICHHOTO
pasmepa, JOCTOBEPHO OMPENeIUTh YacTOTy pa3Butus naHHeIXx HP He mpeacraBisercs
BO3MOJXKHBIM, B CBSI3U C U€M OHH KJIACCU(UIIMPOBAHBI KAK «9aCTOTAa HEU3BECTHAY).

Ta6mmia 8. HexxenareabHble peaKkIiuy MOCTPETUCTPAITMOHHBIX UCCIICTOBAHUM

CHuCTeMHO-OpraHHbIH Yacrora n
HexenaTenbHas peakuus
KJjace BCTpPe4YaeMoOCTh
KenyaouHo-KulIeuHbIE qacToTa
IMAHKPEATUT
HapyLIeHUs HEU3BECTHA

renaTtut (pa3pelnBIINiCS CAMOCTOSTEIBHO
MOCJI€ OTMEHBI JIEKAPCTBEHHOTO

yacToTa Ipenapara), HOBBIIIEHHE aKTUBHOCTH
HEU3BeCTHa «TEYEHOYHBIX» (PepMEHTOB
(pa3pemmBILIEecs: CaMOCTOSTENBHO MOCIIE
OTMEHBI JIEKAPCTBEHHOI'O MIperapaTa)

Hapymenust co ctoponbl
IICYCHU U
KEITYEBBIBOSAIINX MTyTeH
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HapyuieHust co CTOpOHBI qacTOTA KpAINBHUTA, SRCGOLATIHBHOE T~ '
KOXH U MTOJKOKHBIX OyJUIE3HOE TIOPaXKEHUE KOKH, BKIIFOYAs
z HEU3BECTHA 9
TKaHel OyJuIe3HbIN TeM(pUTon

Hapymenust co ctoponbl
. . yacTtoTa
MBIIIICYHOU, CKG?GTHOI/I n HEH3BECTHA MuUuajlarums
COEJIMHUTENIbHOM TKaHU
CooOuieHne 0 MoJ103pEeBAEMbIX HEKEIATEIbHbBIX PEaKIUIX
BaxHo coo0mare O MOA03pEBAEMBbIX HEXENATeNbHBIX PEAKIHUAX IOCIE PETUCTpaIiH
JIEKapCTBEHHOT'0 Tperapara ¢ 1efbio 00ecredeHnsl HepepbIBHOTO MOHUTOPUHTA COOTHOIICHUS
«TI0JIb3a — PHUCK» JIEKAPCTBEHHOTrO Mpemnapara. MeAUIUMHCKUM pPaOOTHUKAM PEKOMEHIyeTcs
coo01aTe O JIIOOBIX MOJI03pPEBAEMbIX HEXKeNaTeIbHBIX PEeaKIUsAX JIEKapCTBEHHOIO Ipernapara
YCpe3 HALIMOHAJIBHYIO CUCTCMY COO6H_I€HI/I}I 0 HCKCJIATCIIbHBIX PCAKIUAX TOCYAApCTB — YJICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COI03a.
Poccniickas @enepanys
denepanbHas ciyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS
Anpec: 109074, r. Mocksa, CiiaBsiHCKasl Iiiomaip, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03
OnexTponHas noyra: pharm@roszdravnadzor.gov.ru
Caiit B mH(}OpMAIMOHHO-TEIEKOMMYHHUKAITMOHHONW ceTH «WHTepHeT»:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

BuiimarmuntiH X0poIio mepeHoCUTCs TPH MPUMEHEHUH B 03¢ 10 200 Mr/cyT.

[Tpu npumenenun npenapata B 103e 400 Mr/cyT MoxeT HaOIoaaTbcs 00JIb B MBIIIIAX, PEIKO —
JeTKHMe W TPaH3UTOPHBIE IapecTe3uH, JUXOpaaKa, OTEKM U TPAH3UTOPHOE IOBBIIICHHE
akTuBHOCTM Jmnasbl (Bbie BI'H B 2 paza). Ilpu yBenuueHun 1036l BHIAArIMITHHA
10 600 MT/CyT BO3MOYXHO Pa3BUTHE OTEKOB KOHEUHOCTEH, COMPOBOKIAOIITUXCS TAPECTE3UAMH 1
NOBBIIIEHUEM AaKTHUBHOCTH KpeaTtuHpochokuHaspl, C-peakTHBHOTO Oelka M MHOIJIOOMHA,
aktuBHOCTH ACT. Bce cuMITOMBI Mepeno3upOBKA U U3MEHEHHS JTabOpaTOPHBIX IMOKa3aTeseh
00paTuMBbI IOCIIEe PEKpaIeHUs TPUMEHEHUS Iperapara.

Jleuenue:

BriBenenue npenapara U3 opraHu3mMa ¢ IOMOIIBIO AUATIN3a MaJOBEPOSITHO. OJHAKO OCHOBHOM
ruapoau3Hbid Metabonut Buagarauntuaa (LAY 151) MoxkeT ObITh yajieH U3 opraHu3Ma myTeM
reMouainsa.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

@®apmakoTepaneTuyeckas  rpymma:  CpenctBa  Juis  JIGYEHHMS  caxapHoro  jaualerta;
TUTOTJIMKEMHYECKHE CPEACTBA, KPOME HWHCYJIWHOB; WHTHOWTOPHI JUTMEHTHAMINEHTHIA3bI-4
(AITI1-4).

Kon ATX: A10BHO02

MexaHu3M J1elCTBUS

BunparnmuntuH —  mOpeacTaBUTENh  Kiacca  CTUMYJIATOPOB — OCTPOBKOBOIO  ammapara
MO/DKEITyIOYHOW Kene3bl, celekTuBHO uHrHOMpyer (epment JIII1-4. beictpoe u momHOE
unarunOupoBanue aktuBHOCTH JI1I1-4 (> 90 %) BBI3BIBacT MOBBINICHUE Kak 0a3albHOW, TaK U
CTUMYJIMPOBAHHOW MTPUEMOM THUIIM CEKPEIuu Timokarononoaoonoro nentuaa 1 tama (I'TIH-1) n
TIIFOK0303aBUCUMOT0 HUHCYITUHOTpornHOro nonunentuna (I'MII) u3 kuimiedHWka B CHCTEMHBIN
KPOBOTOK B TEYEHHUE BCETO JHS.

[ToBbimas  koHuentpauuto [TIII-1 wu T'UII, BuUngaraunTUH BBI3BIBAET  IOBBIIICHUE
YYBCTBUTEIBLHOCTHU [-KJIETOK MOHKETYIOUHOM jKeJe3bl K INII0K03€, YTO MPUBOIUT K YIIYUILIEHHUIO
[JIFOKO303aBUCUMOM CEKPELIMH UHCYJINHA.
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®dapmakonuHamMuueckre d3hHEeKTh

[Ipn npumenennn BuimgarmunTaHa B go3e 50-100 mMr B cytku y mnamueHtoB ¢ CJ[ 2 Tuma
OTMEUaeTCsl yiydiieHne (yHKIUU [-KIETOK MOKETyIoYHOM xkene3bl. CTeneHb YIydIleHus
GyHKIMHA [B-KJIETOK 3aBUCUT OT CTENEHU WX HCXOAHOTO MOBpexkaeHus; Tak y nui 6e3 CJI (c
HOPMAJIbHOW KOHIICHTPALMEH TIIOKO3bl B IIJIa3ME€ KPOBH) BWJAATJIUITHH HE CTUMYJIUPYET
CEKpEeIMI0 MHCYJIMHA U HE CHMYKAET KOHIIEHTPAIUIO TJIFOKO3bI.

IloBpmmas KOHLIEHTPALIUIO SHIOTSHHOTO T'TII-1, BUJIJATIMITHH YBEIUYNBACT
YYBCTBUTEJIBHOCTb O-KJIETOK K TJIOKO3€, YTO MPUBOAMUT K YIYYIICHHIO TJIIOKO303aBUCUMOM
peryJisiliuK CEeKpelu Tiokarona. CHUKeHUE OBBIIIEHHON KOHIEHTPAIUU TJIFOKaroHa BO BpeMst
€/Ibl, B CBOIO O4€pe/ib, BHI3HIBAET YMEHBIICHHE HHCYINHOPE3UCTEHTHOCTH.

YBenuueHrne COOTHOUIICHHS] WHCYJIWH/TIIIOKAroH Ha (OHE THIEPTIUKEMUU, OO0YCIOBIEHHOE
noBbilieHneM KoHneHTpanuu ['TIII-1 u ['MII, BeI3pIBaeT yMEHBbIIEHHE MPOIYKIMU TJIFOKO3bI
MEYEHBI0, KaK BO BPEMsl, TaK U IMOCJIE MPUEMA MUILH, YTO MPUBOJIUT K CHIXKCHHUIO KOHIIEHTPALIUU
TUIIOKO3bI B IJIa3Me€ KPOBH.

Kpome Toro, Ha ¢oHE TpHUMEHEHHs BWIJATIUNTHHA OTMEUYACTCS CHIDKCHHE KOHIICHTPAIH
JUNUIOB B IUIa3ME€ KPOBU TMOCHE TMpUeMa MHIIM, OJHAKO 3TOT 3(PQeKT He CBs3aH C €ro
neiicreuem Ha [THI-1 wmu TUIl w  ynydmeHueMm (QyHKIUH OCTPOBKOBBIX — KIIETOK
MOJIKETY IOYHOHN KEJE3bl.

M3BectHOo, uTo moBblneHHEe KoHueHTpauuu [TIII-1 wMoxker npuBOAUTH K 3aMeNJICHUIO
OTIOPOXKHEHUS JKEITy/IKa, OJHAKO Ha (DOHE MPUMEHEHHS BUJIIArIUNTHHA MoJ00H0T0 3 (deKTa He
HaOIro1aeTCsl.

[Ipn npumenennun BwigarauntuHa y 5795 nmamuentoB ¢ CJl 2 thuna B TeyeHue 52 Henenb B
MOHOTEpANUA WU B KOMOWHAIMU C MET(HOPMHHOM, MPOU3BOJHBIMU CYJIb(OHUIMOUYEBUHBI,
TUA30JIMIMHANOHOM, WJIM HWHCYJIMHOM OTMEYAJIOCh JOCTOBEPHOE IJIUTENbHOE CHUKEHHE
KOHI[EHTPAIIUU TTUKUPOBaHHOTO TeMornobrHa (HbAlc) u rimroko3bl KpOBU HATOIIAK.

[Tpu npuMeHeHUN KOMOMHALIMY BUJIAATIMIITHHA U MEeT(HOPMUHA B KaUeCTBE HayaJIbHOHN Tepanuu
y nauueHTtoB ¢ CJI 2 Tuma B TeueHue 24 Henenb OTMEYAIOCh J10303aBUCUMOE CHUKEHHE
koHieHTpanuu HbAlc B cpaBHeHUN ¢ MOHOTEpanuen JaHHBIMU npenapaTamu. Cirydan pa3BUTHSA
TUTOTJIMKEMHH ObLTH MUHUMAIIBHBI B 00CHX TPYyTIIax Tepanuu.

[Ipn npumeHenuun BuigaraunTuHa B 103e 50 Mr 1 pa3 B CyTKM B TedeHUE 6 MeECSIEB Yy
narmenToB ¢ CJ[ 2 Tuma c Hapymenuem ¢yHkimun mouek cpeaneir (CK® > 30,
< 50 mm/mun/1,73 M?) winm Txenoi (CK® <30 mu/mun/1,73 M?) cTemeHM OTMEYanoch
KIIMHUYECKH 3HAUMMOE CHIDKeHUE KoHIeHTpanuu HbAlc mo cpaBHeHuto ¢ mianedo.

[Ipu mpuMeHeHun BuimarmunTHHA B jgo3e 50 Mr 2 paza B CyTKM B KoMOWHammu c/0e3
MeThopMUHa U UHCYIUHOM (cpemusis no3a 41 EJl/cyT) ObUTO MpOAEMOHCTPUPOBAHO CHIKEHUE
nokazatensi HbAlc nwa 0,77 % ot mcxomgHoro cpeaHero 3HaueHus 8,8 % CO CTaTUCTUYECKH
JOCTOBEpHOM pasHuueil ¢ mianedo 0,72 %. Yactora rUMOrTUKEMUH B TPYIIE BHJIJArIUITHHA
CpaBHHMMA C TaKOBOH B Trpymiie miane6o. [Ipu npumenennn BuarnunTiHa B 103e¢ S0 mr 2 pasa
B CYTKM B KOMOMHaIuu ¢ MerpopmMuHoM (= 1500 Mr/cyT) u rimuMenupugom (= 4 mr/cyt) ObLIo
MOKa3aHO CTAaTUCTUYECKH 3HaunmMmoe cHuxeHue ypoBHa HbAlc wa 0,76 % ot ucxomHoro
cpenHero 3HauyeHus 8,8%.

5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

Abcopbrus

[lpy mpueme BHYTpPb HATOINAK BUJIJATJIMITHH OBICTPO BCAChIBAETCS, a €ro MaKCHMalbHas
KOHIEeHTpauuss B IutasMe KpoBH (Cmax) mocTuraercs depes3 1,75 waca mocne npuema. Ilpu
OJTHOBPEMEHHOM IIpHE€ME ¢ TMHIIEH CKOpocTh a0copOLMM BWIAAMIMITHHA CHHXKAETCA
HE3HAYUTENIbHO: OTMeYaeTcsl yMeHbllIeHNE Cmax Ha 19 % 1 yBenuueHue BpeMeHHU €€ TOCTHKEHUS
10 2,5 yacoB. OJ1HaKO IpUeM MUK HE OKa3bIBACT BIMSHUSA HA CTENEHb aOCOPOIMM M IUIOIIAb
o2l KpuBoi «koHueHTpanusa-spems» (AUC).

Bunparnuntus ObICTpO BcachIBaeTcs, a €ro abcooTHas OMOI0CTYIHOCTD IIOCIIE IpUEMa BHYTPb
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coctaBisieT 85 %. Cmax 1 AUC B TepaneBTHYECKOM un'éﬂ%b‘}ﬂelz %Jﬂhﬁm‘ré_ﬂ'mépHo

OMY OTYETY

MPOMOPIUOHAIBHO J03€.
Pacnipenenenue

CremneHb CBSA3BIBAHUS BUIIATJIMIITHHA C O€TKaMu Tu1a3Mbl KpoBu Hu3Kas (9,3 %). Bunparmuntux
pacmpenensercs paBHOMEPHO MEXIy IUIa3MOMl KpoBUM M spurpouutamu. Pacmpenenenue
BUJIIATJIMIITAHA POUCXOIUT, IPEIMOIOKUTEIHHO, SKCTPABACKYIIPHO, 00BEM pacIipeieicHus B
PaBHOBECHOM COCTOSTHUH TIOCJI€ BHYTPUBEHHOTO BBeAeHU (Vss) cocTaBisier 71 1.
Buorpancdopmarys

OCHOBHBIM IyTEM BBIBEJICHUS BWJIJATJMNTHHA sBIsEeTCS OuorpaHcpopmanus. B opranuzme
yenoBeka 69 % m03bI mpenapara nojasepraercs 6uorpanchopmanud. OCHOBHON MeTabOIUT —
LAY151 (57 % no3sl) ¢dapMakoJOTHYECKH HEAKTHBEH U SBJSETCS MPOIYKTOM THAPOIU3a
raHokoMioHeHTa. Okono 4 % A03bI penapara MoABEPraroTCs aMUIHOMY THIPOIIU3Y.

B noxnumHHUYECKHX HCCIIEIOBAHUAX OTMeuaeTcs nonoxutenbHoe BiusHue [I111-4 va rugponus
BWIIATAMNTHHA. Bungarnmuntun  Ouotpanchopmupyercs 6e3  ydactus  H30(EpPMEHTOB
nuroxpoma P450. Bunmarmuntun He sBisieTcs cyoctparom uzodepmentoB P450 (CYP), ne
UHTHOUPYET U HE MHAYLIUPYET N30PepMeHThI iutoxpoma P450.

DJIMMUHALMS

[locne mpuema mpenapara BHYTpb OKo0JO 85 % m03bl BBIBOAWUTCSA NMoukamu U 15 % — depes
kumeyHuk. [loueuHass sKCKpenus HEM3MEHEHHOro BWJAAriunTuHa coctaBisieT 23 %. Ilpu
BHYTPUBEHHOM BBEJCHHHM CPEIHUN TEpPHOJ] TOTYBBIBEJCHHUS JOCTHTaeT 2 4YacoB, OOIIUi
MJIa3MEHHBIA KIMPEHC W TIOYEUYHBINH KIWPEHC BWIAATIMNTHHA COCTaBisitoT 41 /4 m 13 /4
cootBercTBeHHO. [lepmon momyssiBenenust (Ti2) mocie npueMa BHYTPh COCTaBISET OKOJIO
3 gacoB, HE3aBUCHMO OT JO03BI.

DapMaKOKHHETHKA B OCOOBIX CITyJasix

[Ton, wHAEKC Macchl Telna M STHUYECKas NPUHAUIEKHOCTb HE OKa3bIBAlOT BIMSHHUSA Ha
(hapMaKOKMHETHKY BHJIJATTUIITHHA.

[leyeHOYHAst HETOCTATOYHOCTD

V nmamueHtoB ¢ HapymeHueM (YHKUIUHM TI€YEHU JIETKOM W CpeJHeW CTeleHed TsKecTH
(6-9 6amnoB mo mkane Yaina-I1pr0) mocie oHOKPATHOTO MPUMEHEHHUS TpenapaTa OTMEUaeTCs
CHWXEeHHE OmomocTtymHocTy Buiagarnuntuaa Ha 20 % u 8 % COOTBETCTBEHHO. Y MAIMEHTOB C
HapymieHueM (QyHKIuu mnedeHu Tspkenod creneHu (10-12 OammoB mo mkane Yaitna-ITsio)
OMOJOCTYTHOCTh BWJIATJIUTNITAHA TMOBBIMAeTcS Ha 22 %. YBEeNWYeHHWEe WM YMEHBIICHUE
MaKCUMaJIbHOW OMOJOCTYMHOCTH BWJIJATJMITHHA, HE TmpeBbimaroniee 30 %, He sBisercs
KIIMHUYECKH 3HaYMMBbIM. Koppemnsaiuu Mex 1y CTEeNeHbIO TSHKECTH HapYIICHUH (QYHKIMH TIeYeHU
1 OMOJOCTYIMHOCTBIO IIperapara He BISIBJICHO.

IloueyHas HEAOCTATOUYHOCTh

VY manueHToB ¢ HapymieHHeM (DYHKIIMH TOYeK JIETKOH, cpemHed winm Tspkenoit crenmenn AUC
BUJIATJIMIITHHA YBEJIMYUBAIach MO CPAaBHEHUIO CO 3M0pOBBIMU JToOpoBoibiiamu B 1,4, 1,7 u
2 paza coorBercTBeHHO. AUC metabonmuta LAY151 yBenuuuBanace B 1,6, 3,2, u 7,3 pa3a, a
merabonuta BQS867 — B 1,4, 2,7, u 7,3 pa3a y MauueHTOB C HapylleHUEM (PyHKIUH MOYEK
JIETKOW, CPEIHEN U TSKEJIOM CTeneHel COOTBETCTBEHHO. OrpaHUYEHHbIE JAaHHBIE Y MAIIMEHTOB C
TepMuHanbHOM craguer XbIl yka3blBalOT Ha TO, YTO IOKAa3aTeId JaHHOM TPYMIBI CXOXH C
TaKOBBIMHM Yy MAalMEHTOB C HapylleHWeM (QYHKIMHU IMOYeK TsKenol crerneHu. KoHueHTpauus
merabonuta LAY 151 y nanuentoB ¢ TepmuHansHoU ctanueit XbBII yBennuuBanack B 2-3 pasa
[0 CPaBHEHMIO C KOHIIGHTpAlMell y MalnueHTOB C HapylleHHeM (YHKUHUU TOYeK TshKeIon
CTEIEHHU.

[Ipy npumeHeHMHM Tmpenapara y TMalMEHTOB C HapylleHHEM (QYHKIUM TOYEK MOKET
noTpebOBaTHCS KOPPEKIIUS JO3BI.

BriBenenrie BUIIarIMITHHA NIPU TEMOIMAIN3€e OTpaHUYeHO (depe3 4 yaca mocjie 0JIHOKPaTHOrO
npreMa CocTaBisieT 3 % Mpu ATUTENLHOCTH MPOLEAYPHI Oojee 3-4 4acoB).

Jlnia moxusioro Bospacra (= 65 aer)

MakcumanbHOe yBeIrnueHHe OMoA0CTYTHOCTH npenapara Ha 32 % (yBenndyeHne Cmax Ha 18 %) y
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dapMakOKHHETHYECKHE 0COOEHHOCTH BHJIAATIIMIITHHA y IeTel U OJPOCTKOB Mutajie 18 et He
YCTaHOBJICHBI.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
LEJUTI0JI03a MUKpOKpHUCTaiundeckas 102

JIAKTO3bI MOHOTHAPAT (JIAKTOTPEcC) (caxap MOJIOYHBIN)
KapOOKCUMETUIIKpaxMai HaTpHs

MarHus cTeapar

6.2. HecoBMecTHMOCTD
Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs )
3 rona.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH XPAHEHU U
[Ipu remneparype Huxe 25 °C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

ITo 10 nnu 30 TabneToK B KOHTYpHBIE TYEHKOBBIC YITAKOBKU U3 TUICHKU TOJIMBUHIWIXJIOPUIHON U
G oJIbrU aTIOMHUHUEBOM.

[To 30 Tabnerok B Oanku monuMepHble Tuna bIl W3 mMoNMATHIIEHA HU3KOTO JABICHUS C
HATSHKHBIMU KPBIIIKaAMH U3 MOJUATHIIEHA BBICOKOTO JABJICHUS C YIUIOTHSIOUIMM 3JIEMEHTOM U
KOHTPOJIEM TMEPBOIO BCKPBITUS WJIM BO (PIAKOHBI TOJIMMEpHBIE M3 TOJMITHICHA HU3KOTO
JABJICHUSI C HATSHKHBIMU KPBIIIKAMHU W3 MOJUATHIIEHA BBICOKOTO IABJICHUS C YIUIOTHSIOIIUM
AJIEMEHTOM U KOHTPOJIEM IIEPBOTO BCKPHITHSI.

Kaxmyio ©Oanky, ¢makoH, 3,6 KOHTYpHBIX SYEHKOBBIX yHakoBOK 1o 10 Tabnerok,
1, 2, 3 KOHTYpHBIE sUEHKOBbIE ymMakoBKH Mo 30 TabJIeTOK BMECTE C JHMCTKOM-BKJIAIBIIIEM
MOMEIIAIOT B NAUYKy KAPTOHHYIO.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTHM MNPH  YHUUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 MpenapaTa Hid 0TX0A0B, MOJYYeHHBIX MOCJe MPUMEHEeHHs Npenapara, u
Apyrue MaHUMYJISINUHU ¢ MPenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

HAO «Cesepnas 3Be31a»

Opuanueckuit  agpec: 111524, r. MockBa, BH.Tep.r MyHHUIMNAIBHBIA OKpyr Ilepomo,
yiI. DNeKTpoaHas, 1. 2, ctp. 34, mome. 47/2

ten/dakc: +7 (495) 137-80-22

3NIeKTpoHHas mouTa: electro@ns03.ru

7.1. [IpencraBuTeib AepKaTessi periCTPAIIMOHHOI0 YA0CTOBEPEHUs

[Iperen3uu norpeOuTeNel HAMPABIATE MO ATPECY:

Poccuiickas ®@enepanus

HAO «Cesepnas 3Be31a»

Jlenunrpanckass 005, MyHUIMNAIBHBIA paiioH BceBomoxckwii, r.m.  Ky3sMonoBckoe,
rn. Ky3smonoBckuii, yi. 3aBoackas, . 4, k. 1
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8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JIATA NEPBUYHOHN PETUCTPAIIMM (MIOATBEPXKJIEHWS PETMCTPAIIMN,

INEPEPEI'UCTPALIUN)
JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0mas xapakTepUCTHKa JIeKapCcTBEHHOro nmpenapara Bmummarmunmua-C3  goctymHa Ha
uH(pOpMalMOHHOM TmopTane EBpa3uiickoro HSKOHOMHYECKOTO CcOK3a B HH(POPMAIIMOHHO-
KOMMYHUKaImoHHoM cetu «uTepHeT»: https://eec.eacunion.org/.
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