OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOTI' O IIPETTAPATA

I'munBuio, 50 mMr, TabaeTKH

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JelicTBy1olIee BEUIECTBO: BUILAATJIMIITHH.

Kaxxnas tabnerka comepxut S0 M BUJIIaruNTHHA.

[TonHbIi IepeyeHb BCIOMOTaTeIbHBIX BEIIECTB MpeACTaBieH B pazzaene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

Ta0OeTku.

prrJ'IBIe, ABOSKOBBIITYKJIBIC Ta0JIETKH OEJI0r0 MM MOYTH O€eIoro OoBETa, C q)aCKOﬁ.

4. KIMHUYECKUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

HpenapaT I'munBuno nokaszan st IMPUMCHCHUA Y B3POCIIbIX.

Caxapunsiit quadet (CJ]) 2 Tuma (B coueTaHny ¢ queroTepanveii U Gu3n4ecKuMy yIpaKHEHUSIMH):

B KayecTBE MOHOTEpANHUU B ciiydae HEI(PPEKTUBHOCTU AMETOTEPANUU U (PU3HUECKUX
yYIpaXHEHUH y MAIMEHTOB c HaJIMYueM MIPOTUBONOKAa3aHUI K
NPUMEHEHUIO/HEMIEPEHOCUMOCTH  MeTPOpMUHA WM B cioydae Hed(p(HEeKTUBHOCTH
MeT(opMuHa;

B KOMOMHAIIUKM C MET(POPMUHOM B Ka4eCTBE HauyalbHON MeJAMKaAMEHTO3HOM Tepanuu Mnpu
Hel0CTaTOYHOM 3(p(PEeKTUBHOCTU AUETOTEPANTUH U (PUZUUECKUX YIPAKHEHUIH;

B COCTaB€ JIBYXKOMIIOHEHTHOW KOMOWHHUPOBAHHOM Tepamnuu: ¢ MeT(HOPMHUHOM HIIH
THA30JUIMHANOHOM, WM C MHCYJIMHOM B ciiyyae HeI((EKTUBHOCTH AUETOTEpaIui,
bu3nyeCKuX ynpaKkHEHUI 1 MOHOTEpANK 3TUMU MpernapaTaMu;

B COCTaB€ JIByXKOMIIOHEHTHOW KOMOWHHUPOBAHHON Tepanmuu C MPOU3BOIAHBIMU
CyJIb()OHMUIMOYEBHHBI Y MAIlUEHTOB C HEJOCTATOUYHBIM KOHTPOJIEM TIIIMKEMHH Ha (oHE
MaKCHMaJbHO MEPEHOCUMOW J03bl MPOU3ZBOJHOIO CYJIb()OHUIMOYEBHUHBI WIH IIPH
HAJIMYUU TPOTUBOIIOKA3aHUN K IPUMEHEHUIO/HENEPEHOCUMOCTH METPOPMHHA;

B COCTaBe€ TPOMHON KOMOWHUPOBAHHOM Tepanuu: B KOMOWHAIMM C IPOU3BOJHBIMU
CyJIb(OHMIMOYEBUHBl U MET(HPOPMUHOM, y TAIMEHTOB, paHee IOJYYaBIIUX TEPAIUIO
NPOU3BOJHBIMU CyJTb(OHUIMOYEBUHEI M MeT(HOpMUHOM Ha (OHE AMETOTEpaNuU H

@HSH‘ICCKHX ynpamHeHnﬁ, " HC JOCTUTHIMX aACKBATHOI'O KOHTPOJIA I'NNIMKEMUU



e B COCTaBe TPOWHOW KOMOWHHPOBAHHOW TEpalnuu: B KOMOWHAIMM C HWHCYJIHMHOM |
MeTOPMUHOM, y TAllMeHTOB, paHee MOJY4YaBUIMX HHCYJIUH B CTAOMIBHOM 03¢ U
merpopmMuH Ha (oHe aMeToTepanuu U (U3NYECKUX YNPAKHEHUH M HE JOCTUTIINX
aJIeKBaTHOT'O KOHTPOJIS TJIMKEMUU.

4.2. Pe:kum 103MPOBAHUA U CIIOCO0 MPUMEHEHU s

PexxuM 1o3upoBaHus

Ho3y mnpemnapara [nunBuio cieayeT noa0UpaTh WHIMBUIYAJIbHO B 3aBHCUMOCTH OT
3¢ (HEKTUBHOCTH M TEPSHOCUMOCTH.

Pexomennyemas nosa cocraisier S0 mr 1 wim 2 paza B aeHb. MakcuMaibHas CyTOYHas J103a
npenapara cocrapisieT 100 mr.

Pexomengyemast 103a mpenapara B MOHOTEpaNuu WM B COCTaBe KOMOMHUPOBAHHOW TEparuu C
MET(HOPMUHOM, THAZOJIUIUHIUOHOM WIIH WHCYJIUHOM (B KOMOMHAITMHU ¢ METPOPMUHOM WiH Oe3
meTdopmuHa), coctapinser S0 mr win 100 Mr B cyTKH.

Pexomenayemasi no3a npenapara [ TunBumo B coctaBe ABOWHON KOMOMHHPOBAHHOM Tepanuu C
npenapaTamMu cyJib(GOHUIMOUYEBUHBI cocTaBisieT 50 mr 1 pa3 B cyTku yTpoM. B 3T0il nomynsuuu
nanueHToB APQPexTHBHOCTh npemnapara [nmnBmio B goze 100 Mr B cyTkm ObUIa CXOIHOW C
TakoBOH B 103¢ 50 MTI' B CyTKH.

PexomennoBaHHas fo3a mpemnapara [ TUIBUIIO B cOCTaBe TPOMHONW KOMOMHHPOBAHHOW TEpanuu
(BUIIOArmTuNTHH + TPOU3BOJHBIE CYIh(GOHHIMOUEBUHBI + MeTdopMuH) coctaBinser 100 mr B
CYTKH.

Ecnu nenu rimkeMHUYecKoro KOHTPOJIs HE JOCTUTHYTHI Ha (OHE MPUMEHEHHUS MaKCHUMaJlbHOW
cyTouHo# 10361 100 Mr, cieayeT paccMOTPETh BO3MOXKHOCTH TOOABIEHUS K TEPANHH MpernapaToM
[MunBUIO ApyruX THUMNOTIMKEMHYECKHX MpernapaToB, TaKMX Kak MeT(OpPMHUH, MPOU3BOIHBIC
CyJIb(POHMIIMOYEBUHBI, THA3OJIUIUHINOH WJIM UHCYJIHH.

Oco0ble TPVIIILI TAIMEHTOB

Tayuenmoi ¢ Hapywenuem hyHKkyuu novex

Y manueHToB ¢ HapyiieHHeM (YHKIMU TOYeK JIeTKOH CTemneHHu (CKOPOCTh KIIyOOYKOBOMA
dumsrpamun (CK®) > 60 mn/mun/1,73 M%) u cpenneii crenenu ¢ CKd 50-60 mn/mun/1,73 M2 He
TpeOyeTcsl KOPPEKIUK PEeXMMa JJO3UPOBAHUS IpenapaTa. Y HMalueHTOB ¢ HapylmeHHeM (yHKITHA
mouek cpemHeir crememm ¢ CK®  30-50 mu/mun/1,73 M? W TaKeNnoil  cTeneHH
(CK® < 30 mun/mun/1,73 M%), BKIIOUas TepMHHAIBHYIO CTAMI0 XPOHHUYECKOH OOJNE3HM MOYeK
(XBII) y mariueHToB, HAXOASAIIMXCS Ha TEMOHATN3E WITH MTPOXOISIIUX MPOLEAYPY TeMOIHaTn3a,
npenapar cieayeT npuMeHsTh B 103e 50 mr 1 pa3 B CyTKw.

Iayuenmoi 6 6o3pacme > 65 nem



VYV marnueHToB MOXHWIOTO BO3pacTa HE TPeOYeTCsl KOPPEKIUU PeKMMa JTO3UPOBaHUS Ipernapara
I'munsmio.

eTH
[TockoJibKy OmbITa MPUMEHEHUS BWIIATIUIITUHA Y ACTEH M MOJPOCTKOB Miaame 18 jer Het, He
PEKOMEHYETCS MPUMEHSTh 3TOT MpeEnapar y NakueHTOB JaHHOW KaTErOpHH.

Cnooco0 nnpuMeHeHus

Jo3y 50 Mr B cyTKu ciaenyeT IpuHUMATh 1 pa3 B IeHb yTpoM, 103y 100 MI' B CyTKU ClI€y€eT 1ENUTh
Ha 2 npueMa — 1o 50 Mr ytpoMm u BeuepoM. B ciydae mpomycka npuema mpemnapara cienyer
IPUHATH NPOIYIIEHHYI0 103y Kak MOXXHO ckopee. Ilpu 3Tom cinemyer usberatb NpUHATUS
YABOEHHOM J103bl B OIUH JICHb.
[Tpenapar ['nunBuiio NpUHUMAIOT BHYTPh HE3aBUCUMO OT IpUEMa IMUILH.
4.3. [IpoTuBONOKA3aHUS
- I'unepuyyBCTBUTENBHOCTh K BWIAATIMOTHHY U (WIM) K JHOOOMY M3 BCIIOMOTaTENbHBIX
BELIECTB, [IEPEUNCIICHHBIX B pa3jeine 6.1.
-  bepemennocts, rpyaHoe BckapMiMBaHUE (B CBS3U C HEJOCTATKOM COOTBETCTBYIOIIMX
JIaHHBIX) (cM. pazzaen 4.6.).

- Caxapsbliii quadert 1 turma.

- OcTpblii WIUM XPOHUYECKUM METaOONMYEeCKUud anuao3 (BKiIOYas AuabeTHUecKuit
KEeTOAllU103 B COYETAaHHH C KOMOW wiu Oe3 TakoBoi). [[nabeTHdyeckuil KeToarumos
JOJKEH KOpPPEKTHPOBAThCS HMHCYJIMHOTepanuen. Jlakroanuao3 (B TOM 4YUCIE U B
aHaMHe3e).

- Hapymenuss QyHKIMM TE€4YEHH, BKJIIOYAs TMAI[UEHTOB C TMOBBIIICHHOW aKTUBHOCTHIO
«IIEYEHOYHBIX» bepMeHTOB (amaHMHaMUHOTpaHCheEpasbl (AJIT) WIH
acmapraramuHoTpancdepasbl (ACT)) B 3 u Gosiee pa3 BbIllle BEpXHEH TPAHHUIIBI HOPMBI,
(3xBI'H).

- Xponunueckas cepaeunas HenoctatouHocTh (XCH) IV dynknmonansHoro kinacca (PK) mo
dyrKimoHanpHON Knaccudukannn Hpio-MOpKCcKoil KapAHOTOTHYecKOH acCOLMAIAH
(NYHA) (BBuay OTCYTCTBUS JAHHBIX KIMHUYECKUX HCCICAOBAHHN O TPUMEHEHUU

BUJIIATJIMIITHHA Y 3TOW IPyNIIbl HAI[IEHTOB).

- Jlerckuit Bo3pacT 1o 18 net (3¢ pexTBHOCTH M 6€30MaCHOCTh MPUMEHEHHUS MperapaTa He
YCTaHOBJIEHBI).
4.4. OcoOble yka3aHusl M Mepbl NPeJ0CTOPOKHOCTH NPH NPUMEHEHUH

Oco0ble yKazaHus




B noknumHHMYECKHMX HCCIIENOBaHUAX MPH NPUMEHEHUMH B 103ax, B 200 pa3 mNpeBbIIAIONIUX
pPEKOMEHI0BaHHBIE [T YeJIOBEKa, IpenapaT He BhI3bIBAI HApYIIEHUH (pepTUIbHOCTH.

HpI/I HGO6XOI[I/IMOCTI/I HpOBCIIGHI/ISI HaI_[I/IeHTy I/IHchII/IHOTepaHI/II/I BUJIAAr JINIITUH HpI/IMeHHIOT
TOJIbKO B KOMOMHAIIUN C UHCYJIMHOM.

[Ipenapar ['ynunBuno mporuBomoka3zan mnanmeHTaMm ¢ CJI lTuma wiam s JiedeHus
IMabeTUIECKOro KETOAIMa03a.

Cepreunast HEAOCTATOYHOCTD

[TockonbKy JaHHbBIE O MNpUMEHEHMHM BuiagarauntaHa y mnaimueHtoB ¢ XCH I @K mo
kinaccuukanmn NYHA orpaHuueHbl W HE TMO3BOJISIOT CHAENaTh OKOHYATEIbHBIM BBIBOI,
PEKOMEHIYETCSl C OCTOPOKHOCTBIO MPUMEHSTh BUIIATIUITHH y MMAlIMEHTOB JJAHHOUN KaTEeropuHu.
He pexomenayercs npuMeHeHne BunarauntuHa y nanueraroB ¢ XCH IV ©K no knaccndukamnmm
NYHA, BBUly OTCYTCTBHUSI IJaHHBIX KIMHUYECKUX UCCIEAOBAaHUN O MPUMEHEHUH BUIIATJIUIITUHA
y HAMEHTOB 3TOW IPYIIIIHI.

HaDVHIeHI/Ie d)VHKIII/II/I IIOYCK

ITockonbKy ONBIT MPUMEHEHMS BWIJAIIMITUHA Y MAUUEHTOB C TepMuUHaiIbHOU craguen XbII,
HaXOZAIIMXCS Ha TEMOAMAIIN3E WU IPOXOJAIIMX IPOLEAYPY 'EMOIMAIN3a, OTPaHUYEH, IIpenapar
PEKOMEHIYETCS IPUMEHSATH C OCTOPOKHOCTHIO Y JAHHON KaTETOPUU NALIUEHTOB.

HapvmeHm[ d)VHKIII/II/I IICYCHHU

ITockonbKky B peakux cCiy4asx IpU NPUMEHEHWHM BWIJATJIMNTHHA OTMEYAJIOCh IMOBBIIICHUE
aKTUBHOCTH aMuHOTpaHc(epa3 (Kak MpaBuio, 0e3 KIMHUYECKUX MPOSBICHUI), Tepexn
IIPUMEHEHUEM BUIIATIIMIITHHA, a TAK)KE PETYJISIPHO B XOJE€ IIEPBOT0 rojia IpUMEHEHHUs IIpenapara
(1 pa3 B 3 Mecs1a), pEKOMEH/IYETCS OMPEACISITh OMOXUMHUYESCKHE MTOKa3aTe) M (QYHKIIUH TEYCHU.
[Ipy BBISBIEHUU MOBBIIEHUS AKTUBHOCTH aMHMHOTpaHc(depas cieayeT HPOBECTH MOBTOPHOE
UCCIIEIOBAHNE C LIETBIO IIOATBEPKACHUS PE3YNIbTATA, 4 3aTEM PErYJIIPHO IPOBOJUTE OIIPEICIICHUE
OMOXMMHUYECKHUX TOKa3arened (yHKIMM MEeYeHM 10 UX HopManu3auuu. Eciau mpesbllieHue
aktuBHOCTH ACT wmmm AJIT B 3 wim Gonee pa3 Bbime BI'H moaTBepmeHO TOBTOPHBIM
HCCIIEIOBAHMEM, NTPENAapaT PEKOMEHAYETCSI OTMEHHUTb.

[Ipr pa3BUTHH SKEATYXW WIM JAPYTHMX HNPU3HAKOB HapylIeHUs (YHKLIMU TEeYeHH Ha (oHe
IIPUMEHEHUs BUJIJATJIMIITUHA TEPAIMIO IIPENapaToM CIeLyeT HEMEUIEHHO Ipekpatuth. Ilocie
HOpMaJIM3aliH MoKa3aTenell GyHKINY NeYeHH JIeYeHre IPernapaToM BO30OHOBISATh HETIb3S.

['unornmukemus

I/IBBCCTHO, qTo mperaparsbl CyJ'IL(I)OHI/IHMO‘-IeBI/IHBI MOTYT IMPOBOLOUPOBATL  PA3BUTHUC
THUIIOTTIMKCEMUU. CYH_[CCTByeT PUCK pa3BUTHA TMIOTTIMKEMHU ITPU OAHOBPCMCHHOM IIPUMCHCHHU

BWJIATJIMIITHHA C TpenaparaMud  cyib(QoHuWiIMo4YeBUHBL. [Ipu HeoOXomauMocTH clemyer



paccMOTPETh BO3MOYKHOCTh CHIDKEHHS J03bl IPENapaToB CYJIb(QOHUIMOYEBUHBI C LEJBIO
MUHHUMH3UPOBATh PUCK PA3BUTHUS TUTIOTIUKEMUHU.

OcCTpBIii TAaHKPEATUT

[IpumeHeHre BUIJATJIUNTHHA CBSI3aHO C PUCKOM Da3BUTHUS OCTPOro mnaHkpearura. Cremyer
npouH(OPMUPOBATh MAIMEHTa O CHUMITOMAaX, XapaKTEepPHBIX JUIsl OCTporo mnaHkpeaturta. [lpu
MOJO3PEHUH Ha OCTPbIM TMAaHKPEAaTUT BWIAATIUNTUH CJeAyeT OTMeHuTb. He cruemyer
BO300HOBJISTh TEPANUIO BUJIATIIMIITUHOM, €CITH OCTPBIA MaHKPEaTHT OBbLI MOATBEPXKICH. Y
MAlUEHTOB C OCTPHIM IMaHKPEATUTOM B aHaMHE3€ MPUMEHSITh BWIJATIUNTHH CIEAYeT C
OCTOPOKHOCTBIO.

BcrnoMmorarensHble BElIeCcTBA

Jaunnsblii npenapat cogaepxut Mmenee 1 Mmmons (23 mr) Hatpus Ha 1 TabneTky, TO €CTh, 10 CYTH, HE
COJICPKUT HATpPHUSI.

4.5. B3amMojgelicTBMe C JAPYIHMH JIEKAPCTBEHHbIMHM IIpenapaTramMd W JApyrue BH/bI
B3aMMOJEHCTBUI

Bunparnuntus o61agaeT HU3KUM MOTEHIMAIOM JIEKAPCTBEHHOT'O B3aUMOICHCTBUS.

[TockonbKy BUIIIATIIMIITHH HE sIBIsieTCs cyocTpaToM u3zodepmentoB nuroxpoma P450 (CYP), a
TakKe HE MHTUOMPYET W HE WHAYLUUPYET ATH (PepMEHTHI, B3aUMOACHCTBHE BHIJArTIUNTHHA C
JIEKapCTBEHHBIMU IIperapaTaMy, KOTOpbIE SIBISIIOTCS CyOCTparaMu, HWHIMOMTOpaMu WU
unaykropamu P450 (CYP), manosepositHo. [Ipy olHOBpeMEHHOM NPUMEHEHUU BUJAATrIUITHH
TaKXe He BIMAET Ha CKOPOCTh MeTa0oIM3Ma IpenapaToB, ABISIOMIUXCS cyOcTpaTaMu (hepMEHTOB:
CYP1A2, CYP2CS, CYP2C9, CYP2C19, CYP2D6, CYP2EIL, CYP3A4/5.

Knunuueckn 3HauMMOro B3aMMOJEHCTBHS BWIJATTUMOTHHA C IMpenaparamu, Haubojee 4yacTo
ucnonbp3yemMbiMu Tipu Jtedernn CJI 2 tTuma (rmuOeHKIaMup, MHOTIUTA30H, MET(GOPMHH) WA
o0aJaoIUMH  y3KUM TEpaneBTHUECKUM JHAara3oHOM (aMJIOJUIHNH, JUTOKCHUH, pPaMUIPHUII,
CUMBACTaTHH, BaJjicapTaH, Bap(apuH) He yCTaHOBJIECHO.

Tuasuapl, TIIOKOKOPTUKOCTEPOMbI,  Ipernaparbl TOPMOHOB  IIUTOBUAHOW  JKENE3bl,
CUMIIATOMHUMETUKU MOTYT CHIKaTh THIOINIMKEMHUYECKOE JAEeWCTBHE BWIAATIMITHHA, KaK M
JpYTUX MEpOpaTbHBIX TPOTUBOANA0ETUYECKHX MTPETIapaToB.

YacToTa pa3BUTHA aHTMOHEBPOTUYECKOTO OTEeKa Oblila BBILIE IPU OAHOBPEMEHHOM MPUMEHEHUU
BWJIATJIMIITHHA C MHTUOMTOpaMHM aHTHOTEH3MHIIPEBpAIAIONIero (epMeHTa, Mpu 3ToM Oblia
CXOJTHOM C TAKOBOW B KOHTPOJBHOM rpyrie. B O0JbIIHHCTBE CiTydyaeB aHTHOHEBPOTHYECKUM OTEK
ObUI CpefHel CTENEeHH TSHKECTH U pa3pelacs caMOCTOSTENIFHO B X0J1€ MPOJIOJIKEHUS Tepaiu
BUJIJATJIUIITUHOM.

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTDH U JIAKTALMS

bepemeHHOCTD



JlocTaTOYHBIX JaHHBIX MO NMPUMEHEHHIO BUJIATVIMITHHA y OEPEMEHHBIX HET, B CBSI3U C 4YeM
npenapar [ JUOBWIO HE CleAyeT MPUMEHITh NP OEpeMEHHOCTU. B  MOKIMHUYECKUX
WCCJICIOBAHMSIX ObLIa BBISABICHA PEMPOIYKTUBHAS TOKCHYHOCTH MPU NMPUMEHEHHUU B BBICOKHX
J103aX, HOTEHIUAIbHBIN PUCK JUISl YEIOBEKA HEU3BECTEH.

JlakTanus

[Ipenapar I'nunBwiIO NPOTHBONOKA3aH B IEPUOJ TPYAHOIO BCKAPMIIMBAHMS, ITOCKOJBKY
HEW3BECTHO, MPOHUKAET JIU BUJIATIUIITHH B IPYTHOE MOJIOKO Y YeJIOBEKa.

4.7. BausiHue HAa CMOCOOHOCTH YNPABJATHL TPAHCIOPTHBIMH CPeACTBAMH M PadoTaTh C
MeXaHU3MaMHu

HccnenoBanusi BIUSHUS BUJIATIAIITAH HA CIIOCOOHOCTH YIIPABIISATH TPAHCIIOPTHBIMU CPEJICTBAMU
Wi paboTaTh C MEXaHU3MaMH HE MPOBOMWINCH. [Ipw pasBUTHH TOIIOBOKpYXeHHS Ha (OHE
NPUMEHEHHUs Mpernapara MHalleHTaM He CJeIyeT YIPaBIATh TPAHCHOPTHBIMU CPEICTBAMHU U
paboTaTh ¢ MEXaHU3MaMH.

4.8. HexenaresibHbIC peaKUMu

Pesrome HDOd)I/IJDI 0e30IacHOCTH

[Tpu mpuMeHeHUN BUIIIATTUIITHHA B MOHOTEPAIIUU UM B KOMOMHAIIMY C IPYTHMH MpenaparaMu
OOJILIIMHCTBO HEXenaTeabHbIX peakiuid (HP) Obutn citabo BbIpakeHbI, UMENM BpPEMCHHBIN
Xapaktep U He TpeboBanu oTMeHbl Tepanuu. Koppenauun mexnay dacroror HP u BozpacTtom,
MI0JIOM, JTHHUYECKOH TNPHHAIICKHOCTHIO, MPOJODKUTEFHOCTRI0 TPUMEHEHHS WM PEKUMOM
JI03UPOBAHUS HE BBISIBIICHO.

Pe3roMe HeXeIaTeIbHbIX PEeaKInui

HP crpynnupoBaHbl B COOTBETCTBUU € KilacCUpUKaluel cucTeMHO-opranHbix kiaccos (COK). B
npenenax Kaxaou rpynmnsl HP mepedncieHsl B MOPSIKEe YMEHBIICHUS YaCTOTHI BCTPEYAEMOCTH.
B mpenenax kaxoil rpymmbl 4acToThl BcTpeyaemocTd HP ykazanbl B mopsiike yMEHbBIICHUS
TshkecTd. YacTtora BCTPEYaeMOCTH OINpeeNieHa CIeayonmM obpa3oM: odeHb 4acto (> 1/10),
gacto (or>1/100 g0 <1/10), newacto (or>1/1000 mo<1/100), pemxo (ot >1/10000
10 < 1/1000), ouennr penko (< 1/10000), HensBecTHO (MMOCKOJIBKY COOOIIECHHS IMOJYYCHBI B
JTOOPOBOIBHOM MOPSIIKE OT MOMYJISIIIMA HEOMPEISICHHOTO pa3Mepa, TOCTOBEPHO OMPEIEIUTh
YacTOTy pa3BUTHs yKazaHHbIX HP He mpencTaBisieTcss BO3MOXKHBIM).

Ilpu npumenenuu eunoaziunmuna 6 MOHOMePanuu

Hngpexyuu u unsazuu:

OUYEeHb PEIKO — MH(EKIIMHU BEPXHUX JbIXaTeIbHBIX MyTeH, Ha30(hapHHTUT.

Hapywenus memabonuzma u numarnus:

HEYaCTO — THITOTITHKEMHSI.

Hapywenus co cmoponul HepéHoti cucmemvi:



4acTo — FOJIOBOKPYKEHHUE;
HEYacTo — TOJIOBHAsI 0OJIb.

Hapywenus co cmoponul cocyoos:

HEYacTo — nepudepuieckre OTeKu.

Kemyoouno-kuuieunvie HapyuieHUus:

HEYacTo — 3ariop.

Hapywenus co cmopoHvl MbluleyHOt, CKelemHOU U COeOUHUMENbHOU MKAHU:
HEYacTO — apTpaJirusl.

Ilpu npumenenuu eunoazrunmuna 6 0oze 100 mz 6 cymku ¢ Komounayuu ¢ mem@popmunom
Hapywenus memabonuzma u numanusi:

YaCTO — TUIOTJIMKEMUS.

Hapywenus co cmoponvl HepeHoll cucmemvi:

4acTo — TPEMOP, TOJIOBHAs 0OJIb, TOJIOBOKPYKECHHE;

HEYACTO — MOBBIIICHHAS YTOMIISIEMOCTb.

Kenyoouno-kuuieunvie napyuieHus:

4acTo — TOLIHOTA.

Ilpu npumenenuu eunoaziunmuna 6 0oze 50 mz 6 cymku ¢ KOMOUHAUUU C NPOU3BOOHBIMU
CynbhoHUIMOYECGUHBL

Hugpexyuu u uneazuu:

OUYE€Hb PEIKO — HA30(hapHHTUT.

Hapywenus memabonuzma u numanus:

YaCTO — TUIOTJIMKEMHUSI.

Hapywenus co cmoponul nepénoti cucmemoi:

9acTo — TPEMOP, TOJIOBOKPYKEHHUE, TOJIOBHAS 00JIb, aCTCHHUSI.
Kenyoouno-kuuieutvie HapyuleHUs

HEYacTo — 3arop.

Ilpu npumenenuu eunoazrunmuna 6 003e 100me 6 cymku 6 KomOuHauyuu c
mMua3onuouHOUOHOM

Hapywenusa memabonuzma u numanus:

YacTO — YBEJIMUCHHUE MACCHI TEa,;

HEYACTO — TUITOTJIMKEMUS.

Hapywenus co cmopoHul HepeHOll cucmembi.:

HEYaCcTO — TOJIOBHAsI 0OJTb, ACTEHUSI.

Hapywenus co cmoponwl cocyoos:

4acTo — nepuepruvIecKrue OTCKH.



Ilpu npumenenuu sunoazrunmuna 6 0o3e 50 me 2 paza 6 cymku 6 KOMOUHAUUU C UHCYTTUHOM
(c memghopmunom unu 6e3 nezo)

Hapywenusa memabonuzma u numanus:

4acTO — TUIOTJIMKEMHUS.

Hapywenus co cmoponul HepeHoll cucmembil:

YacTo — roJIOBHAS OO, 03HOO.

Kenyoouno-kuuieunvie Hapyuenus:

4acTo — TOLIHOTA, TacTpod3odareanbHbIi pedIroke;

HEYacTo — Auapesi, METEOPU3M.

Ilpu npumenenuu sunoaziunmuna é 003e 50 mz 2 paza 6 0env 6 KOMOUHAYUU C npenapamamu
CYNbPOHUNIMOYUEGUHBL U MEMPOPMUHOM

Hapywenus memabonuzma u numanusi:

YacTO — TUIIOTJIMKEMHSI.

Hapywenus co cmoponul nepénoti cucmemoi:

4acTo — FOJIOBOKPY>KEHUE, TPEMOP.

Hapywenus co cmopoHbl Kodtcu 1 NOOKONCHBIX MKAHEIL:

4acTO — TUIIEPTUIPO3.

Obwue HapyweHus u HapyuleHusi 8 Mecme 68e0eHUsL.

4acTo — acTeHHUS.

Ilocmpezucmpayuonnsle uccie006anus

B xome mpoBeneHHs MOCTPETHUCTPALMOHHBIX HCCIEAOBAHUN OBLIM TMOJYYEeHBI COOOIIEHUS O
Pa3BUTHUU HIDKETICPEUYUCIICHHBIX HEXENAaTeNIbHBIX PEAKIUHA, YacTOTy KOTOPBIX JOCTOBEPHO
OTIPENICTTUTh HE TPEJICTABIISAECTCS BOZMOXKHBIM (T. K. OHHU TTOJIYYEHBI B TOOPOBOJIBLHOM TOPSIKE OT
MOMYJISIIIUK HEOTIPEASTIEHHOTO pa3Mepa), B CBSA3H C UEM MX YacCTOTa pa3BUTHS KJ1acCU(UIIMPOBaHA
KAaK «HEU3BECTHO».

Kenyoouno-kuuieunvie HapyuieHus . NTaHKPEATUT.

Hapywenus co cmoponbl neyeHu u dcenuegvl@oosiujux nymeti. TENaTUT (pa3peluBIIUIiCST
CaMOCTOSITENIbHO TIOCJIE€ OTMEHBbI JIEKapCTBEHHOTO Ipernapara), HapylIeHUWE IoKa3aTesen
AKTUBHOCTH «IIEUEHOUYHBIX» (DEepMEHTOB (pa3pelinBIIeecss CaMOCTOSTENBLHO TMOCIE OTMEHBI
JIEKapCTBEHHOI'0 IIperapara) B Iia3mMe KpOoBH.

Hapywenus co cmopomnvl kodcu u NOOKONMCHbIX MKaHel. KpalWBHULA, SKC(POIMATUBHOE H
OyJuie3HOE TOPAKEHUST KOXKH, BKITFOUAst OyJUIe3HbIA IeMUTON, KOKHBINA BaCKYJIHT.

Hapywenus co cmopoHvl MbluieuHot, CKelemHuol u coeOUHUMeNbHOU MKAHU . MAAJTUSL.

Onucanue oTACILHBIX HEXKETATENbHBIX PEAKIIUNI




YacroTa pa3BUTHs aHTHOHEBPOTUYECKOTO OTEKa Ha (DOHE Tepanuu BUIAATIMIITHHOM COCTaBJIsUIa
> 1/10000, < 1/1000 (rpamamusi «peako») u Oblaa CXOTHOW C TAKOBOW B KOHTPOJIBHOM TpYIIIE.
Haubosee yacTo ciry4an aHTHOHEBPOTUYECKOTO OTEKA OTMEYAIHCh MPH MPUMEHEHHUH Mperapara
B KOMOHMHAIIMM C MHTHOMTOpaMHM aHTMOTEH3HMHIIpeBpamarouero ¢epmenra. B OonbmmHCTBE
Cly4aeB aHTMOHEBPOTHYECKHMH OTEK ObLI cpelHeld CTEeNeHH TSHKECTH U pasperiancs
CaMOCTOSITENIFHO B XO/1€ TIPOIOJDKEHHS TEPANTH BUIIATTUITHHOM.

Ha ¢one Tepanuu BUIAATTUOTHHOM PEIKO OTMEYAIHCh HAPYIIEHUS (PYHKIUHU TEYSHH (BKITIOUast
renarut) 6€CCUMNITOMHOrO TeueHus. B 60bIIMHCTBE CIy4yaeB JaHHbIC HAPYIIEHUS U OTKJIOHEHUS
nokasarenei (yHKIUHU IeYeHH OT HOPMBbI Pa3pelniINCch CAMOCTOSTENIbHO 0€3 OCTI0KHEHUI rociie
npekpaieHus tepanuu. [Ipu npuMeHeHnn BuijaraunTuHa B o3¢ 50 mr 1 wim 2 pa3a B CyTKH
4acTOoTa yBEJIMYEHUS aKTUBHOCTH «redeHOouHbIX» ¢epmeHToB (AJIT wim ACT > 3xBI'H)
cocramsina 0,2 % wnu 0,3 % cooTBeTcTBeHHO (110 cpaBHEeHUIO ¢ 0,2 % B KOHTPOJIBHOM TpymIie).
VYBenuueHue AaKTUBHOCTU «IEYCHOYHBIX» (EePMEHTOB B OOJBIIMHCTBE CIy4yaeB ObLIO
0OeccUMIITOMHBIM, HE IPOTPECCUPOBAIIO U HE COITPOBOXKAATIOCH XOJIECTA30M UJIU JKEITYXOH.

Ilpu npumenenuu sundaznunmuna 8 MOHomepanuu

[Tpu npumeHeHuu BuigarnunTiHa B 03¢ 100 Mr B CyTKM 4acTOTa OTMEHBI TEpAlluu B CBS3H C
pasBuTHEeM HexenaTeabHbIx peaknuii (0,3 %) Oblta He BhIle TakoBO# B rpymie miaie6o (0,6 %)
wim nipenapata cpaBHenus (0,5 %).

Ha ¢one wmonoTepanum BuigarauntdHoM B jo3e 100 Mr B CyTKM YacToTa pa3BUTHUSA
TUIOTTIMKEMUHM 0e3 yBEIMYeHMs CTENEeHH TsDKEeCTH cocTosiHus cocrtaBisia 0,4 %, dro
COMOCTaBHMO C mpenapaToM cpaBHeHus u miane6o (0,2 %).

Macca Tena He U3MEHsIach 10 CPAaBHEHUIO C UCXOJHOW B KJIMHUYECKHUX HCCIEA0BAHUAX, KOTAa
BuigarmunTaH 100 Mr B CyTKU pUMEHsIIH B KadecTBe MoHoTepanuu (-0,3 kr u -1,3 kr B rpymmax
BIJIJIATJIMIITHHA U TU1a1e00 COOTBETCTBEHHO).

JloarocpoyHble KITMHUYECKUE UCCIIEI0BAaHMS IPOIOJIKUTEIBHOCTBIO 10 2 JIET HE BBISIBHIIN KaKHX-
7100 TOTIOTHUTENBHBIX OTKIOHEHUH TPOQHIIsi 0€30IaCHOCTH WIIM HETIPEIBUICHHBIX PHCKOB IPH
NPUMEHEHUN BIIIJIATIMIITHHA B MOHOTEPAITHH.

Ipu npumenenuu eunoaznunmuna 6 0ose 100 me 6 cymxu 6 KomouHayuu ¢ Mem@opmuHom

[Tpu npumenenuu BuiaraunTiHa B o3¢ 100 Mr B CyTKM B KOMOMHAIIMKM C METPOPMHUHOM HIIH
1anedo B COYeTaHUH ¢ MET(GOPMUHOM HE ObLIO 3apETUCTPUPOBAHO CIy4YaeB OTMEHBI TEpaIluu B
cBsi3M ¢ pazsutueM HP.

[Tpu npumeneHuu BuiAaraunTHHA B Ao03e 100 Mr B CyTKd B KOMOMHAIMH C MET(HOPMUHOM
runoraukemMusi ormevanach B 1 % cnydaeB no cpaBHeHuto ¢ 0,4 % B rpynmie, mojy4aBliei
wiane6o u merpopmuH. B rpymnmne npumeHeHHs] BUIAATIMITHHA HE HAOIIOAIOCh Pa3BUTHUS

THITOTJIMKEMHH TSKEJION CTEIICHU.



[To naHHBIM, MOJTYYEHHBIM B XO/I€ KIIMHUYECKUX HCCIIEIOBaHU, Macca Teja He U3MEHSJIAch 10
CpPaBHEHHMIO C MCXOJHBIM YPOBHEM B rpymrie, nonydasmeid BuiparmunTaH 100 mr B cyTku B
koMOuHarmu ¢ MerpopmuaoMm (+0,2kr u -1,0 kr B rpynmax BHIJArIMITAHA W ILI1ae00
COOTBETCTBEHHO).

Jlonrocpoynble KIMHUYECKUE UCCIIeI0BAaHUS MPOIOJKUTEILHOCTBIO 10 2 JIET HE BBISIBUIIN KaKUX-
1100 TOTIOIHUTENBHBIX OTKJIOHEHUH IpOoQuiIs 6€30MaCHOCTH I HEMPEABHICHHBIX PHCKOB MPU
NPUMEHEHUN BUJIJATIMIITHHA B KOMOUHAIMY ¢ MET(HOPMHUHOM.

W3ydyenue npuMeHEHUss KOMOMHAIMKM BWJIJArJIMITHHA U MET(GOpPMHHA B KauecTBE CTapTOBOI
tepanuu pu CJl 2 Trmna He BBISIBUIO OTKJIOHEHUH poQuiis 6€301MacCHOCTH WIIM HETIPEABUICHHBIX
PHUCKOB.

Ilpu npumenenuu eundacaunmuna 6 0oze 50 me 6 cymku 8 KOMOUHAYUU C NPOU3BOOHLIMU
CYIbOOHUIMOYUEBUHbL

[Ipu npumeHeHuu BwiIgaraunTUHa B Jo03e 50 Mr/cyT B KOMOMHAIMM C TJIIMMENUPHAOM
NPOM3BOIHOE CYJIb()OHMIMOYEBHHBI O0IIas 4acTOTa OTMEHBI TEpallH B CBS3H C pa3BUTHEM
HeXenatelnbHbIX peakuuii coctaBmwia 0,6 % mo cpaBuenutro ¢ 0% B rpynme mianebo +
TJIMMETIAPUL.

YacroTra pa3BUTHS THIOTIMKEMHUH y TMAlMEHTOB, MOJYYaBIIMX BHIJATTIUNTHH B 03¢ 50 mMr B
CYTKM OJIHOBPEMEHHO C TiuMenupujom, coctaBuina 1,2 % mo cpaBHenuto ¢ 0,6 % B rpymme
NpUMEHEeHHS TUTaedo u rMMenupyuia. B rpymnmne npuMeHeHus BUJIIarIMNTHHA He HAaOIrI01aI0Ch
Pa3BUTHSI TUITOTTIMKEMHHU TSDKEION CTETIEHH.

Macca Tena He M3MEHsIACh 10 CPAaBHEHUIO C MCXOJHOM B KIIMHUYECKHUX HUCCIIEOBAHUAX, KOT/AA
BUJIIATTUITHH B 03¢ 50 Mr 1 pa3 B cyTku g00aBmsun k rmumenupuay (-0,1 kr u -0,4 kr B rpymnmax
BWIJATJIMIITUHA U TIJ1A1[e00 COOTBETCTBEHHO).

Ilpu npumenenuu sundaznunmuna 6 0oze 100 me 6 cymku 8 KOMOUHAYUU ¢ MUAZOTUOUHOUOHOM
[Tpu npuMeHeHNH KOMOMHAIMY BUJAArIUNTHHA B 103€ 100 MI B CyTKM C THA30JIMIUHIUOHOM U
KOMOWHAIMH TUTanedo0 ¢ THA30JIUANHINOHOM CITy4aeB OTMEHBI Teparny B CBsI3U ¢ pazButiuem HP
HE 0TMEYaJIOCh.

[Tpu mpumeHenuu BuizarauntTuHa B go3e 100 Mr B CyTKM B KOMOMHAIMM C TMHOTJIUTa30HOM
0TMEYaJoch pa3BuTHe runoriaukemMuu B 0,6 % ciyyaes, a y MalMeHTOB, MOTYYaBIINX 1anedo +
nuoriuTa3oH, — B 1,9 % ciydaeB. B rpymime npuMeHeHUs BWITATJIUNTHHA HE HAOIIOIAIOCHh
Pa3BUTHSI THITOTIIMKEMHH TSDKEION CTETICHH.

B wuccrnenoBaHuM mNpUMEHEHUs BWIJATIMITHHA B KayecTBE JOMOJHUTEIBHOM Tepanuu K
MHUOTJIMTa30Hy a0COMIOTHOE YBEIMUEHNE MACCHI TeJa B TpyIe rianedo u sungarmuntiuaa 100 mr

B CYTKHU cOCTaBWIO 1,4 1 2,7 KT COOTBETCTBEHHO.
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[Tpu nmobGapnennu BungaraunTiHa B 03¢ 100 Mr B CyTKM K MHUOTJIMTA30HY B 7103€ 45 MT' B CYyTKH
94acToTa pa3BUTHs MepuepruuecKux OTEKOB cocTaBisuia 7 % 1o cpaBHeHUto ¢ 2,5 % B rpymre
MOHOTEPAIHUH MTUOTIUTA30HOM.

Ilpu npumenenuu sundazcnunmura ¢ 0oze 50 me 2 paza 6 cymku 6 KOMOUHAYUU C UHCYTUHOM (C
Memeopmurom unu 6e3 Hezo)

[Tpu npuMeHeHNH BIIAATTHIITHHA B 103 50 Mr 2 pa3a B ieHb B KOMOMHAIIMY C MHCYJTHHOM (TIpU
COITyTCTBYIOIIEH Tepanuu MeT(GpOpMHUHOM HIM O€3 Hee) YacToTa OTMEHBI TEPaluu BCIEJCTBHE
pa3BuTHs N000UYHBIX 3P dexToB Obl1a paBHa 0,3 % B rpymnme Tepanuy BUIJAMIUIITHHOM, B TPYIIE
1anedo ciayyaeB OTMEHbI Teparnuu He ObLIO.

[Tpu oTHOBpEeMEHHOM MPUMEHEHUH KOMOMHAIIMH BIJIATIIMIITAHA U UHCYJIMHA (B KOMOMHAIINH C
MeThOpMUHOM Wil 0e3 MeThOpMHUHA) HE OTMEYalIOCh YBEIHYCHHUS pPHUCKA pPa3BUTHS
TUIOTIMKEMHH 10 CPABHEHUIO C TPYIION MAalMEeHTOB, MOJYyYaBIIUX KOMOWHAIMIO TIanedo u
uncynuna (14 % B rpymnmne BuigariunTia U 16,4 % B rpymre miane6o). Y 2 naiueHToB B rpyIie
BWJJIATJIMIITAHA U Y 6 TIAIUEHTOB B TPYyIIIE I1ane00 pa3BuiIach THIIOTIIMKEMUS TSDKETIOW CTETICHHU.
Ha MomeHT 3aBepiiieHus HCCIIe0BaHMS MTPErapaT He OKa3bIBaJl BIMSHUS HA CPETHIOIO MacCy Teja
(macca Tena yBenuumiach Ha +0,6 Kr MO CpaBHEHUIO C UCXOAHOW B IPyIIe BUJIATIUITHAHA, a B
rpynime mianedo ocrasach HEU3MEHHOM ).

Ilpu npumenenuu eunoacnunmuna ¢ 0oze 50 me 2 pasza 6 0eHb 8 KOMOUHAYUU C Npenapamamiu
CYNbPOHUIMOUEBUNBL U MEMPOPMUHOM

CnyuaeB OTMeHBI Mpemapara, cBs3aHHbIX ¢ HP, B rpymnme KoMOMHUPOBAaHHOW Tepanmuu
BUJIATJIMIITUHOM, MET(GOPMHUHOM M T[JIHUMENUPUAOM OTMEUYeHO He ObUlo. B TpyImIe
KOMOMHHPOBAHHOW Tepanuu TUIanedo, MeTGOPMHUHOM U TIIMMEIHPUAOM YacTOTa OTMEHBI
npermapara, cBs3anHon ¢ HP, cocrasmma 0,6 %.

['unornukeMus oTMevanachk yacto B o0eux rpynmax (5,1 % B rpyrnmne KoOMOMHUPOBAHHOM Tepanuu
BUJIATJIMIITUHOM, METGOpPMUHOM U TiuMmenupuaom u 1,9 % B rpynmne KOMOMHHpPOBAHHOU
Tepanuu Iuianebo, MerGopMHHOM U TiauMenupujaom). B rpynme BungaraunTuHa ObLI
3apETHCTPUPOBAH OJIUH SITN30]] TUTIOTITMKEMUH TSHKEION CTEIICHH.

Ha moMeHT 3aBepiiieHus ncciaeIoBaHUs 3HAUMMOTO BIUSHUSL HA Maccy Teja BBISIBICHO HE OBLIO
(+0,6 xr B rpynmne BuigarauntuHa u -0,1 Kr B rpynmne miane6o).

COO6HI€HI/IG 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PECAKIINAX

BaxHo coo0mare 0 M0OA03pPEBAEMBIX HEXKENATEIbHBIX pPEAKLUAX MOCIEe PErucTpalnuu
JIEKapCTBEHHOTO Iperapara ¢ [eliblo 00ecTeyeHns HepephIBHOIO MOHUTOPUHTAa COOTHOIICHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOIO Mpemnapara. MeIuIuHCKUM paOOTHHKAM pPEKOMEH]yeTCs

coo0IaTh O JIIOOBIX MOJ03PEBAEMbIX HEXKENATENbHBIX PEAKIUAX JIEKapCTBEHHOTO Ipemnapara
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yepe3 HallMOHAJIbHBIE CHUCTEMbI COOOIICHHS O HEXKEIATeNbHBIX PEaKIUSIX rOCylIapCTB — YJICHOB
EBpa3uiickoro 3K0HOMHYECKOIr0 COI03a.

Poccuiickaa ®eoepayus

109012, Mocksa, CnaBsinckas 1., 1. 4, ctp. 1

OenepanibHas ciryx0a 1o HaJ3opy B chepe 31paBOOXpaHeHUs

Ten.: +7 (800) 550 99 03

Anpec 31. mouTsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

220037, r. Munck, ToBapurieckuii riep., 1. 2a

PecnyGimkanckoe  yHurapHoe npeamnpusitue  «LleHTp oKcmepTH3 W HCHBITAaHUA B
3JIpaBOOXPAHEHUID)

Ten.: + 375 (17) 242 00 29

Anpec 1. mouts: repl@rceth.by

Be06-caiit: www.rceth.by

Pecnybnuxa Kazaxcman

010000, paiion baiikonsip, r. Actana, yi. A. manosa, a. 13, B «Hypcayzet 2»

PI'TI Ha IIXB «HauuoHanbHBIA LEHTP 3KCIEPTU3bI JIEKAPCTBEHHBIX CPEACTB U MEIUIMHCKHUX
m3nenuiiy Komurera MeauumHCKOTO W (apMaIeBTHYECKOTO KOHTPOJIsl MuHHCTEpCTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

Anpec 31. noutsl: farm@dari.kz

Be0-caiit: www.ndda.kz

Pecnyonuxa Apmenus

0051, r. Epesan, np. Komuraca, 1. 49/5

«Hay4HbIil 1IEHTp DKCIEpTU3bl JIEKAPCTB U MEIUIMHCKUX TEXHOJOTHH MMEHHM akageMuka O.
["aGpuensHa»

Ten.: +374 60 83 00 73

Anpec 31. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be6-caiit: http://www.pharm.am

Keipevizckas Pecnybauka

720044, Yyiickas obnacts, . bumkexk, yiu. 3-1 Jluaus, x. 25

JlemapTaMeHT eKapCTBEHHBIX CPEACTB U MEAUIIMHCKUX W3IEIHIA

Ten.: +996 (312) 21 92 86

Anpec 2. moutsl: dlsmi@pharm.kg

Be6-caiiT: www.pharm.kg
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4.9. Ilepeno3upoBka

CuMnOTOMBI

Buiigarnuntis Xopo1o nepeHocuTes Ipyu NpuMeHeHnu B 103e 10 200 Mr B CyTKHU.

[Tpu npumenennu npenapara B 03¢ 400 Mr B CyTKH MOXKET HaOIH0JaTHCh 00JIb B MBIIIIAX, PEIKO
— JIETKME W TPaH3UTOpPHBIE MapecTe3uH, JIUXOpajKa, OTEKH M TPAaH3UTOPHOE IOBBIIICHUE
akTuBHOCTH Jumnasbl (Beimie BI'H B 2 paza). [Ipu yBenmuuennn 10361 70 600 Mr B CyTKH BO3ZMOKHO
pa3sBUTHE OTEKOB KOHEYHOCTEH, COMPOBOMKAAIOLINXCS MAPECTE3USIMH U MTOBBIIICHUEM aKTHBHOCTH
kpeatuHdocdokunaszpl (KDOK), ACT, C-peakruBHOrO Oenka M MuorioomHa. Bce cummTombl
NEepeO3UPOBKM U J1a0OpaTOpPHBIE OTKJIOHEHHS OOpaTUMBbI TOCi€ TpPEeKpalleHus MpuemMa
npernapara.

Jleuenue

BriBenenne mpernapara mocpeicTBOM Ualid3a ManoBeposATHO. OAHAKO OCHOBHOM MeTa0oNIUT

ruaponuza (LAY 151) moxeT ObITh yAalieH U3 opranu3Ma myTeM reMOoAnanu3a.

5. ®APMAKOJIOITMYECKHE CBOMCTBA
5.1. ®apmakoauHaMHYeCKHE CBOMCTBA
®dapMakoTepaneBTUYeCKass  Tpymma: CcpeAcTBa  Juid  JIeUeHUs — caxapHoro  jauabera;
TUTIOTJIMKEMUYECKHUE CPEJCTBA, KPOME HHCYJIWHOB, WHTHOUTOPHI JAUMETITHAWIICTITAIA3bI-4
(IIIIT-4)
Kox ATX: A10BHO02

MexaHn3M aelicTBUS

Bunparmuntue  —  mpeacTraBUTENh  Kilacca  CTUMYJSITOPOB — OCTPOBKOBOTO  ammapara
NOJDKEIYAOYHOM  JKeJNe3bl,  SBISETCS  MOIIHBIM U CEJIEKTUBHBIM  HHTUOMTOPOM
munentuauinentuaasbi-4 (JAI1I1-4), yayymaromuM rimkeMuueckuii KoHTposib. IHrubuposanue
Bunaarmuntuaom  JIII1-4 npuBoauT K yBeIWMYEHHIO 0a3ajlbHOrO W MOCTIPAHIUAIBHOIO
SH/IOT€HHOT'0 YPOBHSI HHKPETHMHOBBIX TOPMOHOB — rmtokarononogooHoro nentuaa 1 (I'TII-1) n
[II0K0303aBUCUMOr0 MHCYJIMHOTponHoro noaunentuaa (I'NII).

dapmakognHamudeckue 3O EKThI

[Ipu nmpumenenun BuiparnuntuHa B jgo3ze 50-100 mr B cytkm y mamumentoB ¢ CJI 2 tuma
OTMEYaeTCsl ynyullleHue (YHKIMU [-KIETOK IMOJDKEeTyJ0oYyHON »kene3bl. CTeneHb YIydlIeHHs
(GyHKIMU B-KIETOK 3aBUCUT OT CTENIEHH MX UCXOJHOI0 MOBPEXICHUS; Tak y nul 6e3 CJ] 2 Tuma
(c HOpMaNbHOW KOHIIGHTpAaLMell TIIIOKO3bl B IUIa3Me€ KPOBM) BWIIJATJIMITHH HE CTUMYJIHMPYET

CCKPECIUIO MHCYJIMHA U HE CHMXKACT KOHICHTPAIWIO I'NTFOKO35bI.
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[ToBbimiast koHUEeHTpanuio 3HA0reHHoro ['TII-1, BungarnunTiH yBeIMYrBaET 4YyBCTBUTEIHHOCTh
0-KJIETOK K TUIFOKO3€, YTO NMPUBOJAUT K YJIYYIICHHIO IVIFOKO303aBUCUMOM PETYISILIUUA CEKpELUU
rirokaroHa. CHUKeHue MOBBIIICHHON KOHIIEHTPALMY TJII0OKaroHa BO BpeMs €/1bl, B CBOIO 0O4epeb,
BBI3bIBACT YMECHBILECHNE HHCYJIMHOPE3UCTEHTHOCTH.

VBe/ln4yeHne COOTHOIIEHUS HWHCYJIMH/TJIIOKAroH Ha (OHE TIMIEPIIIMKeMUH, OOYCJIOBIEHHOE
noBbiienreM kKoHreHTpauuu [TIIT-1 u T'UII, BBI3pIBaeT yMEHBIIEHUE MPOAYKIIUU TIIFOKO3BI
IIEYECHBIO KaK BO BpeMs, TaK U MOCJIE IPUEMa MUY, YTO NPUBOANT K CHWKEHUIO KOHLIEHTPALUN
IJIFOKO3BI B I1JIa3M€ KPOBH.

Kpome Toro, Ha (oHe NMpUMEHEHHs BWIJATIUNTHHA OTMEYACTCS CHUKCHHUE KOHIICHTPAIIUH
JMIHAJIOB B TJIa3Me KPOBH IOCTIE MTPHEMa IHIIH, OJJHAKO 3TOT AP PEKT HE CBSI3aH C €T0 ACHCTBUEM
Ha ['TIII-1 nim ['UIT u ynydmennem GyHKINU OCTPOBKOBBIX KJIETOK MOJKETYOYHOH JKEJIe3bl.
W3BectHo, uro mnoBbimieHHe KoHueHTpauuu [TIII-1 Moxer npuBoAMTH K 3aMEICHUIO
OTIOPOKHEHUS JKETYKa, OAHAKO Ha (JOHE MPUMEHEHUS BUIIATIUITHHA OJ00HOTO Y deKTa He
HaOIro1aeTcs.

[Ipyn npumenenun BunparmuntuHa y 5795 maumentoB ¢ CJ| 2 Tuma B TeueHue 52 Henenb B
MOHOTEpaNnuu WIM B KOMOMHAIMU C MET(HOPMHUHOM, MPOU3BOAHBIMU CYJIb(HOHUIMOYEBHUHBI,
TUA30JIMIUHANOHOM, WIN HHCYJIMHOM OTMEUAJIOCh JOCTOBEPHOE JUIMTEIBHOE CHUKEHHUE
KOHIIEHTPALUH MIMKUpoBaHHOTO reMorinoouHa (HbAlc) u rimoko3bl KpoBH HATOIIAK.

[Tpu npuMeHeHNH KOMOWHAIIMK BUIJIATJIUIITHHA U METPOPMHUHA B KaUeCTBE HAYAJIbHOW Tepanuu
y mamueHTtoB ¢ CJl 2Tuna B TedeHue 24 Henenb OTMEYAJIOCh J10303aBUCHMOE CHIDKEHUE
KoHIeHTpauun HbA 1c B cpaBHeHHH ¢ MOHOTepamnueil JaHHbIMU penapataMu. Ciiyyau pa3BUTHS
TUIOTTIMKEMHUH ObUIM MUHHUMAJIbHBI B 00€UX IpyMIax TepanuH.

[Ipu npumenennu BuiaraunTyuHa B go3e 50 Mr 1 pa3 B CyTkH B TeueHUE 6 MECSIIEB Y MallUEHTOB
¢ CJI 2 Tuma ¢ HapymeHneM ¢yHKIuH 1ouek cpenneii (CK® > 30, < 50 mn/mun/1,73 M?) umn
txenoit (CK® < 30 mi/mun/1,73 M?) cTemenn oTMedanoch KIMHHYECKH 3HAYMMOE CHIDKEHHE
koHientpanuu HbAlc mo cpaBHeHMIO ¢ TI1a11€00.

[Tpu nprMeHeHnyn BUIAArIunTUHA B 103€ 50 M 2 pa3a B CyTKHU B KOMOMHaIMu ¢/6e3 MeTdpopMuHa
U uHcynuHOM (cpenHsas no3a 41 EJl/cyT) Obuio mpoJeMOHCTPUPOBAHO CHUKEHHE MOKa3aTels
HbAlc na 0,77 % ot ucxonnoro cpenHero 3HaueHust 8,8 % co CTaTUCTHUECKH JOCTOBEPHOM
pasHuueit ¢ muarne6o 0,72 % Yactora TMNOIIMKEMUH B TPYIIE BHIAATIMITHHA CPaBHUMA C
TaKOBOI1 B rpyIime miamneoo.

[Tpu npuMeHeHuN BUIAArIUNTUHA B 103¢ 50 Mr 2 pa3a B CyTKM B KOMOMHAIIUU ¢ MET(POPMUHOM
(> 1500 mr/cyT) u raumenupuaoMm (>4 Mr/cyt) ObUIO TIOKAa3aHO CTAaTHCTHUYECKH 3HAYMMOE

camkenne ypoHst HbAlc Ha 0,76 % ot ucxoanoro cpeasero 3uauenus 8,8 %.
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5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA

BcaceiBanue

[Tocne mpuemMa BHYTpb HATOIIAK BHJIATJIMOTHH OBICTPO BCACHIBACTCSA, €r0 MaKCHMAallbHas
KoHIeHTpanus: B mia3mMe KpoBu (Cmax) mocturaercst uepe3 1,75 4vaca mocie mpuema. [lpu
OJIHOBPEMEHHOM TIpHUeMe C MHUIIed CcKopocTh abcopOUMK BUJIIATVIMIITAHA CHHXKAETCS
HE3HAUUTENIbHO: OTMe4aeTcsl yMeHblIeHHe Cmax Ha 19 % U yBenndeHne BpeMeH! €€ TOCTUKECHUS
10 2,5 yacoB. OHAaKO MpHEM MHIM HE OKA3bIBAET BIMSHUS HA CTENEHb aOCOPOLUU U IUIOMAlb
o1 KpUBOM «KoHIeHTparus-speMs» (AUC).

Bungarnuntun ObICTpO BCachlBaeTCs, a €ro adCO0THAsA OMOJOCTYTHOCTh MOCTIE pueMa BHYTPh
cocraBisieT 85 %. Cmax 1 AUC B TepaneBTUYECKOM JHANa30He /103 YBEIMUUBAIOTCS MPUMEPHO
IPONOPLUOHAIIBHO J103€.

Pacupenenenue

Bungarnuntun cnabo cBs3piBaeTca ¢ Oenkamu 1uiasmbl kKpoBu (9,3 %) u B paBHOM Mepe
pacripeiesiieTcsi MeXIy Iula3Mod KpoBU W spurporutamu. CpenHuii oObeM pacmpeneieHus
BWIJATJIMIITUHA B PABHOBECHOM COCTOSIHUM TIOCJIE€ BHYTPUBEHHOTO BBeneHHs (VsSS) cocTaBisieT
71 naTp.

BI/IOTDaHCd)ODMaI_[I/IH

OCHOBHBIM IIyTEM BBIBEJICHUSI BUJAAIMIITHHA sBIseTCs OuoTpaHcpopmainus. B opranuzme
yenoBeka 69 % 103wl moaBepraetcs onorpanchopmaruu. OcuoBHoi MeTaboaut — LAY 151 (57 %
7103b1) (papMaKoOJOTMUECKH HEAKTHBEH U SIBISETCS MPOAYKTOM THJPOJIM3a IIMAHOKOMITIOHEHTA.
Oxkono 4 % no3sl mpenapara MoABEpracTCs aMUIHOMY TUIPOIIU3Y.

B noxnmHMuYeckux UCCleAOBaHUAX OoTMevaeTcs mnojoxutenbHoe BiusHue I1I1-4 Ha runponus
BWIJATTIMIITUHA. BunnarmuntuH meTtabonusupyercss 0e3 ydacTusi u30()epMEeHTOB LUTOXpOMa
P450. Bunnarnuntus He siBisgercs cyoctpatoM nzodpepmentoB P450 (CYP), He unrudupyer u ue
UHAYLHMpYeT u30depMeHTh! uToxpoma P450.

OJIMMUHANSA

[Tocne nmpuema BHYTpb NpUOIU3UTENBHO 85 % 10361 BHIBOAUTCS MOYKaMu U 15 % 110361 — uepes
KkumeyHuk. [logeyHast sKCkpenust BUJIarIuNTHHA B HEU3MEHEHHOM Buje coctaBuiio 23 %. [pu
BHYTPHBEHHOM BBEJCHHM CpeAHMi nepuon nonyssiBeaeHus (T'2) mocruraer 2 yacos, oOmmi
IUTa3MEHHBIA KJIMPEHC W TOYEYHBIH KIMPEHC BUJAArIMNTHHA cocTaBisan 4l n/u u 13 n/u
COOTBETCTBEHHO. T%2 mocie mpreMa BHYTPb COCTaBIISIET OKOJIO 3 4acOB, HE3aBUCHMO OT JIO3BI.

Oco0bIe I'pynnbl DaMCHTOB

@apMaKOKuHemuKa 6 0COObIX caydasix

Hloueunas neoocmamoynocmo
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VYV manueHToB ¢ HapymieHHeM (DYHKIIMM TOYeK JIETKOH, cpeaHed wimm Tsokenoi crenmenn AUC
BUJIJIATJIMIITHHA YBEIIMYUBAIACH 10 CPABHEHHIO CO 370POBBIMU JoOpoBobiiamu B 1,4, 1,7 u 2 pa3za
cootBercTBeHHO. AUC Mmerabonmuta LAY 151 yBennuuBanacs B 1,6, 3,2, u 7,3 pa3a, a merabonura
BQS867 — 8 1,4, 2,7, u 7,3 pa3za y maljueHTOB C HapyIICHHEM (QYHKIIUU ITOYEK JIETKOU, CPETHEH U
TSDKEJION CTENEeHM COOTBETCTBEHHO. OrpaHMuYeHHBIE JaHHbIE y MAllMEHTOB C TePMHUHAIbHOU
craguern XbBII ykaspiBaloT Ha TO, 4TO IOKAa3aTelIW JAHHOW IPYIIbI CXOXH C TAKOBBIMHU Yy
MAIMEHTOB C HapylieHHWeM (QYHKIWH MOYeK Tspkenoil creneHu. KoHmeHTparus merabonmra
LAY 151 y manuenToB ¢ TepmuHanbHoM cranueld XbII yBennuuBanace B 2—3 pa3a 1o CpaBHEHHIO
C KOHIIGHTpAIMel y MallMeHTOB C HapylIeHneM (PYHKIMH [TOYEK TXKEION CTETEHH.

[Tpu mprMeHeHUH TperiapaTa y MalydeHTOB C HapylIeHneM (PyHKIIMH TOYEeK MOYKET TOTPEOOBaThCS
KOPPEKIUS JO3BI.

BriBesieHre BUIIAMIMIITHHA TIPYU TEMOIMAIN3E OrpaHUYeHo (4yepe3 4 Jaca mocjie 0JHOKPaTHOTO
npuema coctapisieT 3 % Mpu ATUTENbHOCTH MpoLeAypsl 6osee 3—4 4acoB).

Ileyenounas HedocmamouHocms

VY nmanueHToB ¢ HapyieHneM (QyHKIMH IEYSHH JIETKOH U CpeiHel cTenenel TshkecTH (6—9 6amos
no mkane Yaina-I1pt0) mocie oIHOKPATHOrO NMPUMEHEHHUs Mpenapara OTMEYaeTcsl CHUIKCHUE
ouogoctynHocTy BuaarmuntuHa Ha 20 % u 8 % COOTBETCTBEHHO. Y MAIlMEHTOB C HapyIIEHUEM
byHKIMN iedeHu Tspkenou creneHu (10-12 6amnoB mo mkane Yaina-ITeio) OHMOIOCTYITHOCTH
BWIJATJIMIITUHA TIOBbIIaeTcs Ha 22 %. VYBenuueHWe WIM YMEHBbIIEHHEe MaKCUMaJIbHOU
OMOOCTYTHOCTH BUJAATIMIITHHA, He TipeBbimatomiee 30 %, He ABNsSeTCS KIMHUYECKH 3HAYUMBIM.
Koppensiiinu Mexy CTENeHbI0 TSHKECTH HApyIICHUW (PYHKIHMHM TEeUYeHH U OUOJOCTYIHOCTHIO
mperapara He BhISIBJICHO.

Jluya noscunoz2o sozpacma (65 1em u cmapwe)

VY 310pOBBIX JIt0IEH TOKUIIOro Bo3pacta (> 70 net) obuiee Bo3aeiicTBue Bunaarimuntuna (100 mr
OJIMH pa3 B CyTKu) yBenuuuBaioch Ha 32 %, npu 3ToM Cmax yBenmmumBajock Ha 18 % mo
CPaBHCHHIO C MOJIOJBIMU 310poBbiMHE JitobMHu (18—40 stet). Tem He MeHee 3TH U3MEHEHUS HE
CUMTAIOTCS KJIMHAYECKH 3HaunMbIMH. HTrHOupoBanue JI111-4 BungarnunTuHOM HE 3aBUCUT OT
BO3pacTa MaiueHTa B Mpeienax UCCIeI0BaHHBIX BO3PACTHBIX TPYIIIL.

eTU
dapMaKOKMHETHYECKHE 0COOEHHOCTH BUJIIATIUIITHHA Y ACTEH M MOIPOCTKOB Miaamie 18 et He

YCTaHOBJICHBI.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

MauauTon
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[enmrosi03a MUKpOKpUCTaUIMYecKasi, Tum 112

I'unponosa, Tun EF

['unposno3a HU3KO3aMenIeHHas

Kapbokcumerunkpaxmai HaTpusi, TUIT A

Kpemuust 1MOKCH KOJIITOUAHBIN

Hatpus creapundymapar

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

3 rona.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh 1pu Temieparype He Boiie 25 °C, B OpuruHaIbHOM OJUCTepe.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

[To 14 wm 15 tabnetok B 6muctepe u3 komomHupoBaHHoro mMarepuaia OITA/An/IIBX u ¢onsru
AJTFOMUHHEBOM.

ITo 2, 4, 6 wim 7 6mucrepoB 1o 14 TabneTok wim 1o 2, 4 wiu 6 6auctepoB 1o 15 TabneTok BMecTe
C JINCTKOM-BKJIQ/IBIIIIEM [TOMEIAIOT B MAYKy KapTOHHYIO.

He Bce pa3mepbl ymakoBOK MOTYT OBITh IOCTYITHBI JJISI pEaTH3alliH.

6.6. Oco0Oble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUUYTOXKEHHH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJH OTXO0JA0B, TMOJYYEHHbIX TOcJde NPHMEHEHUs!
JIEKApPCTBEHHOT0 Mpenapara, u pyrue MaHuMyJsilii4 ¢ NpenapaTom

Her oco0bix TpeOoBaHUil K yTUIM3ALUH.

7. JEPXKATEJIb PETUCTPALHIMOHHOI'O YAOCTOBEPEHUSA
CrnoBenus
AO «KPKA, n.1., HoBo mectoy, llImapremnika necra 6, 8501 HoBo mecto
Ten.: +386 73312111
@axc: +386 7 332 15 37
Anpec 31. moutsr: info@krka.biz
7.1. IlpeacraBure/ib AepKaTesss peruHCTPAlMOHHOIO YA0CTOBEPEHUS

[Mperen3un norpedUTENed HAOPABIATH 110 aIPECY:

Poccuiickas ®edepayus
000 «KPKA-PYCy», 143500, MockoBckas 061., T. UcTpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994 70 70

Daxkc: +7 (495) 994 70 78
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Anpec 3. moutsl: Krka-rus@krka.biz

Be6-caiit: www.krka.biz

Pecnybnuxa Benapyco

[IpencraButenscTBO AknmonepHoro odmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnybnuka CnoBenust) B Pecriyonuke benapych

220114, r. Munck, yn. ®unumonosa, 1. 2507, oduc 315

Ten.: 8 740 740 9230

®axc: 8 740 740 9230

Anpec a11. moutsl: info.by@krka.biz

Be06-caiit: www .krka.by

Pecnybnuxa Kazaxcman

TOO «KPKA Kazaxcrtan»

50059, r. Anmartsl, ip. Anb-®apabdwu, 1. 19, opuc 207

Ten.: +7(727) 311 08 09

dakc: + 7 (727) 311 08 12

Anpec a11. moutsl: info.kz@krka.biz

Be6-caiit: www.krka.biz

Pecnyonuxa Apmenus

[IpencraButenscTBO «Kpka, a.1., HoBo Mmecto» B Pecniybnuke Apmenust

0001, r. Epesan, yn. Han6aunsn, a. 106/1 («CAAT-HOBA» BUSHEC-HEHTP), oduc 103
Ten.: +374 11 560011

Anpec 351. moutsl: info.am@krka.biz

Be0-caiit: www.krka.biz

Keipevizckasn Pecnybnuka

ITpencraButensctBo AO «KPKA, ToBapHa 3apasui, 1.4., HoBo mecto» B Keipreiscrane
720040, Yyiickas obnacts, r. bunikek, 6yiabBap DpkUHIUK, A. 71, 610K A

Temn.: + 996 (312) 66 22 50

Anpec an1. moutsl: info.kg@krka.biz

Beo6-caiit; www.krka.biz

8. HOMEP PETMCTPAIIMOHHOI'O YJIOCTOBEPEHMS
JITT-Ne(000662)-(PT-RU)

9. JIATA MEPBUYHOM PETUCTPAIIMU (TOATBEPXKXJIEHUSA PETUCTPAIINY,
INEPEPETUCTPAIIN)
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[Hara nepBoii peructpanuu: S5 anpens 2022 r.

10. JATA IEPECMOTPA TEKCTA
26 urous 2023 .

OO0m1as XxapakTepHUCTHKA JIEKapCTBEHHOTO MpernapaTa [ TMIBUIIo 1OCTyIMHA Ha HHGOPMAITMOHHOM
rnopraje EBpa3I/II>'ICKOFO 3KOHOMHMNYECKOI'0 CO3a B I/IH(bOpMaLII/IOHHO-KOMMYHHKaHHOHHOﬁ CE€TU
«Hurepuer» https://eec.eaeunion.org.
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