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MHCTPYKLUA
1O MEJMITUHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
OHI'JIN3A®

Perncrpannonnslii Homep:
Toprosoe naumenoanne: OHI'JIU3A®
Me:xayHapoaHoe HeNMaTeHTOBAHHOE HAMMEHOBAHHE: CAKCATJTUIITHH

JlekapeTBenHas opma: TabIeTKH, NOKPHITHIE MIEHOYHOH 000709KOi

CocrtaB
Oona mabnemxa, nokpeimas niéHOUHOU 000I0UKOTL, COOEPAICUM.:

JEWCTBYIOIME BELIeCTBa: cakcarunTuHa 2,5 Mr wuiau 5,0 Mr B BHAe cakcarIMIITHHA

ruapoxiopuaa,

BCIIOMOTaTeJIbHbIE BEIIECTBA: JIAKTO3bI MOHOTHJIpaT 99,0 MIr*, LIEJITI0J103a

MHKpokpucTaumyeckas 90,0 Mr, kpockapmennosa Hatpust 10,0 mr, Marnus creapat 1,0 Mr**,
Omnanpaii 11 6enerit (% Bec/Bec) 26,0 Mr [cnupT MOJTUBUHMIOBBIH 40 %, THTAHA AHOKCHI 25 %,
makporoy/ I19T" 3350 20,2 %, Tanek 14,8 %], Onanpaii 11 sxentsiii (% Bec/Bec) 7,0 Mr [criupr
nonUBUHUIOBBIN 40 %, TuTana nnokeun 24,25 %, makporos/ T2 3350 20,2 %, Tansk 14,8 %,
KpacuTesb xenesa okeust xenteiid 0,75 % (E172)] (ansa nozuposku 2,5 mr), Onanpaii 11 po3oBblii
(% Bec/Bec) 7,0 Mr [cnupT monuBUHUIOBEIA 40 Y%, TuTaHa auokcua 24,25 %, makporon/ [191
3350 20,2 %, Tanbk 14,8 %, kpacuTens xeneza OKcH kpacHslii 0,75 % (E172)] (11 1031poBKH
5.0 Mr), 1 M pacTBop XJI0pHCTOBOAOPOIHOM KHCIIOTBI* ** — HEOGXOMMOE KOJTHYECTBO, YepHUIIA
Omnakon cuHHIT* *** — He06X0AMMOE KOJIMUECTBO.

* KonnuecTBo J1aKTO3bI MOXET BapbHpOBATH B 3aBUCHMOCTH OT HCIONB3YEMOrO KOJIHYECTBA
MarHus creapara.

** KonuuecTBO MarHMs cTeapara MOXeT BapbUpoBaTh B mpenenax 0,5 — 2 mr. OnTUMaibHOE
KOJIMYEeCTBO | Mr.

*** B ciydae HeoOXoaumocTH s jaoBeneHuss pH moxer ucmons3oBathes 1| M Harpus
TUAPOKCHU]IL.

##xx Cocras yepnus Onaxon cunmii (% Bec/Bec): wennak 45 % B crnupre 3THI0BOM 55.4 %,
FD&C Blue #2 / uHANT0o KapMHHOBBI aTFOMHHHEBBIN TUrMeHT 16 % (E132), ciupT H-6y THIOBbIH
15 %, mponunenrmukons 10,5 %, cnupt u3onponuinostii 3 %, 28 % ammonus ruapokcun 0,1 %.

Ouenb HeGOBIIME KOTMYeCTBa Ietaka i FD&C Blue #2 / uHAKIo KapMUHOBOTO ATFOMHHHEBOTO
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IIUITMEHTA OCTAIOTCS Ha TabJaeTKax 1P HaHCCCHHUHMapKHPOBKH —1 aCTBOPHUTCIIN, BXOITINT B

COCTaB YEPHUJI, YAAIIAIOTCA B IIPOLIECCE IIPOU3BOACTBA.

Onucanue

Tabnemku, noxkpeimeie niénoynoi 0b6onouxou, 2,5 me: Kpyrible JBOSKOBBITYKIbIE TaOIeTKH,
MOKPBITHIE TJIEHOYHON 000JI0YKOH OT OJI€AHO-XKENTOTO JI0 CBETIO-XKEITOTO LBETA, C HAITHCIMH
«2.5» Ha oaHOM cTOpOHE U «4214» Ha IPyroii CTOpOHe, HAHECEHHBIMH CHHHM KPacHUTEJIeM.
Tabnremxu, nokpeimvle niéHouHouU 000104Kk0U, 5 Me: KPYTJble NBOSKOBBITYKIIbIE TaGICTKH,
IIOKPBITHIC TUIEHOYHOH 000JI0YKOH pO30BOTO IIBETA, ¢ HAANMCAMH «5» Ha OJHON CTOpPOHE M

«4215» Ha Opyroii CTOpoHe, HAHECEHHBIMH CHHUM KPAaCHTETIEM.

dapmakoTepaneBTHYECKAsl TPYNNA: THIOTTHKEMHYECKOE CPEACTBO — TUMETHIUIIICIITH Ia3bI-
4 uHrUdUTOP

Kon ATX: A10BHO03

PapmakoaoruyecKue CBoicTBa
®apmMaKkoIHHAMHKA

MexaHu3M IeUCTBUS

CakcarmMnTdH —  MOIIHBIA  CEJIGKTHBHBIH  OOpaTUMBIM  KOHKYpPEHTHBIi UHTHOUTOP
aunentuaunnentuaasei-4 (JII1-4). V nanuentos ¢ caxapueiM auadetom 2 tuna (C/12) mpuem
CaKcarjMInTHHa MPUBOJMUT K MIOJABJIEHHIO aKTUBHOCTH depmenTa J{I111-4 B teuenne 24 u. [Tocne
npuemMa TIFoKo3bl BHYTph MHruOuposanue JIIIII-4 mpuBoaut k 2-3 KpaTHOMY YBEIHUYEHHIO
KOHUEHTpalUuud  riokaroHonogobHoro  nmentuaa-1  (I'TII-1) ©  rmroko0303aBHCHMOro
uHCynHoTponHoro nomunentuaa (I'MII), ymenblienHIoO KOHIEHTPALIMHN TTIFOKAroHa M YCHUIIEHHIO
TJIIOKO303aBUCHMOM  OTBETHOM peaklUuu 0OeTa-KJIeTOK, 4YTO NPUBOJUT K IIOBBILIEHHIO
KOHLeHTpauud wuHCynmuHa u  C-nentuaa. BeicBoOOXXAeHHE WMHCYJIMHAa OeTa-KJIeTKaMH
TIOJDKEITy JOUYHOH JKeJIe3bl U CHIDKEHHE BBICBOOOIKICHH ITIOKaroHa U3 MaHKpeaTHYeCKuX anbQa-
KJICTOK IIPUBOJUT K CHH)KEHHIO INIMKEMHUHU HATOINAK M MOCTIPAHAHAILHON TJIHKEMHUH.

Knunnyeckas sddhexTuBHOCTS M 0€30aCHOCTD

B 1BOMHBIX cienbIX pPaHIOMH3HPOBAHHBIX KOHTPOJMPYEMBIX KIMHHYECKHX HCCIIeOBAHUAX
TEPaNuIo caKcaraunTHHOM nosydanu 6osee 17000 manuentos ¢ CJ12.

L nuxemuyeckui KOHmMpOoJib

DddexTuBHOCT U 6€30MACHOCTh MPUMEHEHHs CAKCATJIMITHHA B f03aX 2,5 Mr, 5 mru 10 mr 1
pa3 B CYyTKH M3YyY€HbI B LIECTH JBOMHBIX CJIENBIX M1a1e00-KOHTPOIUPYEMBIX HCCIIEAOBAHUIX C

yuactuem 4148 naunentos ¢ CJ12. [Ipuem npenapara conpoBoXaancs CTaTUCTUYECKH 3HAYUMBIM
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COOTBETCTBYET SKCNEPTHOMY OTYETY

YIYyHYHICHUEM rokKasarenei IIMKHUPOBAHHOTO T€

BI-KpPOBH
natomak (I'TIH) u moctnpanamanshoit rmokossl (I1IIIN) miaa3mbl KpoBH 1O CpPaBHEHMIO C
KOHTPOJIEM.

CakcarnunTvH HW3y4yand B BHAE MOHOTEpalMM M B KOMOMHAUMH C MET(OPMHHOM,
[IMOEHKIIAMMIOM,  THA30JIMIHHIMOHAMH, HMHIHOMTOPOM HATPHU3aBHCHMOIO IEPEHOCYHMKA
TJIFOKO3BI 2 THINA WM UHCYyMHOM. [Ipu mpueme cakcariunTuHa B 03¢ 5 Mr cHuxeHue HbAlc
ObL10 OT™MeueHo yepes 4 Henenu u ['TIH — yepes 2 Henmenu.

B rpymnne mnaumeHTOB, NOJNYYaBIIMX CAKCalMOTHH B KOMOMHAUWH ¢ MeT(OPMHHOM,
TIMOEHKIAMUIOM MIIM THA30JIMIMHIMOHAaMH, cHkeHHe HbAlc Ttakxke oTmeuanoch yepes 4
Heznenu u ['TIH — yepes 2 venenu.

B uccnenoBannn KoMOMHMPOBAHHOH TepalMU CaKCATIUIITHHOM W MHCYJMHOM (B TOM YHCIE, B
KoMOuHauuu ¢ MeTrgopmMuHOM) ¢ ydactHeM 455 manueHtoB ¢ CJ/I2 mpoJeMOHCTPHPOBAHO
3HayuMoe cHuxkeHue HbAlc u IIIIIN mo cpaBHenuio ¢ miarebo.

B uncenenoBanuy Tepanuu cakcarJMITHHOM B KOMOMHAIMH ¢ MET(OPMHHOM M NPOM3BOIHBIMH
CyIb(QOHUIMOYEBUHB] ¢ ydacTHeM 257 mauueHtoB ¢ C/I2 mpoaeMOHCTPHPOBAHO 3HAYMMOE
cumkenne HbAlc u IIII' nmo cpaBHeHmio ¢ miane6o B KOMOWHAIMU ¢ MeTHOPMHHOM H
NPOU3BOJHBIMU CYJIb(OHUIMOYEBHHBI.

B wuccnenoBanum ¢ ywactmem 315 maumentoB ¢ CJI2 nobaBieHHe cakcarjMNnTHHA K
KOMOMHMPOBAHHOW TEpanuy Janarin@ao3nHOM (MHTHOUTOp HATPHH3ABUCHMOIO MEPEHOCUYUKA
TJIFOKO3bl 2 TUMA) U METPOPMUHOM OOECTIEUHBAIO CTATHCTHYECKH 3HAYMMO OOJIbILIEE CHUKEHHE
HbAlc no cpaBaenuto ¢ no6apieHneM mianedo k panariaudiaosuny u metrdhopmuny. B apyrom
¥ccae10BaHuu ¢ yyactueM 534 nanuentoB ¢ CJI2 mpoaeMOHCTPHPOBAHO 3HAYMTENLHO OOJIbLIEE
cumkenne HbAlc mpu nmpuMeHEeHMH cakcariuMNTHHA W JanariuQio3dHa B JIONOJNHEHHE K
MeT(QOPMHHY [0 CPABHEHHIO C CAaKCArJIMIITHHOM M IUianebo Wiy ganariau@io3suHOM U 111ane6o B
JIONIOJIHEHHE K MET(HOPMHUHY .

BiisiHue cakcarJMnTHHa Ha JIMIUIHBIHA TPOQUIIb CXOIHO ¢ TaKOBBIM I1aie6o. Ha ¢poHe Tepanuu
CaKCarjJuNTHHOM HE OTMEUYEHO YBEJIMYEHHUS MacChl Tela.

B npsmMoM cpaBHHTENBHOM HccienoBaHMM c ydactueMm 858 mammentoB ¢ CJI2 moGaBiieHue
npenapata Ourmu3a® 5 Mr Kk MeTGOPMHHY 10 CPaBHEHHIO ¢ J00aBJeHHEM T[IMIH3MAA K
MeTGOpPMHUHY  HPOAEMOHCTPUPOBATIO  CpaBHUMOe cHIkenne HbAlc, ogHako 6bUIO
acCOIMUPOBAHO C JOCTOBEPHO MEHBLIIMM YMCJIOM 3IHM30J0B IMIOITMKeMHH — 3% CliydaeB 1o
cpaBHEHHIO ¢ 36,3% npu 10o0aBIeHUH INIMNHU3K/A, @ TAKXKE OTCYTCTBHE YBEIHUEHUS MAcChl Tesla
y TALKEHTOB, MOJIyYalOIIUX TEPANTUIO CaKCarIUNTHHOM (-1,1 KT OT HCXOJHOTO YPOBHS B TPyIIIE
cakcarnuntuha, +1,1 xr B rpynne rnunusunaa). K 104 nenene tepanuu, no MeHbIlel Mepe, OUH

SMHA30/ TUNTOTTIMKEMHUHU BO3HHUK Y 3,5% INAallMCHTOB B I'PpyNII€ CaKCarjiuIiTHHa U MCT(I)OpMI/IHa, ny
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38,4% B rpynne riMnusuua ¥ MeTQOpMHHA; H3MeHeHHe—Maeeh—reRa—OT HCXOAHOTO—yPOBHN
cocTaBuiio -1,5 kr 1 +1,3 KI, COOTBETCTBEHHO.

Cepoeyno-cocyoucmole ucxoowl

B uccnenosannn SAVOR (Onenka cepedHO-COCYAUCTBIX HCXO/OB y NAIMEHTOB C caXapHbIM
ArabeToM, NPHHAMAOIIMX CaKCAIJIMITHH) ObUIH H3y4YeHBI CEPAEYHO-COCYAMCTHIE MCXOMABI Y
16492 nanmentoB ¢ CJI2 (12959 naumeHTOB ¢ MOATBEPKIACHHBIMH CEPAEYHO-COCYTHCTHIMU
3abonesanrsamu (CC3), 3533 nanueHTa ¢ MHOKECTBEHHBIMH (AaKTOpaMH pHCKa CepiedHO-
COCYIHMCTBIX OCJIOKHEHHH) M 3HaueHusMH 6,5% < HbAlc < 12%. IlauueHtsl ObLIH
PaH/IOMH3UPOBAHBI B JIBE IPYIIILI AJI TEPANMHU cakcaraunTHHOM (8280 manueHTOB) MM nianebo
(8212 nanueHToRB) B I0ONOHEHHE K CTAHIAPTHOMN 11 KXKIOTO PErHOHA TEpANiy, HaNpaBIeHHOH
Ha KOHTPOJIb INTAKMPOBAHHOI0 reMOIJI00MHa U (PaKTOPOB CEPAeUHO-COCYAMCTOTO PUCKA.

Bbu10 MoKa3aHo, 4TO cakcarJMNTHH He YBEIHYMBAET PUCK CEPAEUHO-COCYIUCTHIX OCIOKHEHHH
(takux kak cMepTh oT CC3, HedaTanbHBIi HHOAPKT MHOKap/a, HedaTalbHbIH UIIEMHYECKHIT
MHCYJIbT) MO CpaBHEHHIO ¢ Ilanebo npu [00aBIEHHMM K CTaHJApTHOW 6a30BOi Tepamuu
(otHOcuTenbHBIH puck [OP] 1,00; 95% noseputenshsiii uatepsan [[IM1] 0,89, 1,12).

Taxoke GbUT0 MOKa3aHO, 4TO J00aBJIEHHE CaKcarJIUNTHHA K 0a30BOil Tepanuyu He yBeTHYHBaeT
PUCK KOMOMHMPOBAHHON KOHEYHOM TOUKM, BKIIOUaBIIeil B ce6st cmepts o1 CC3, HedaTanbHbIiH
vH(DapKT MHUOKapaa, HedaTalbHbI HIIEMHYECKHil HHCYJIBT, FOCHHMTAIM3AIHMI0 MO MOBOLIY
XPOHUUYECKOU cepaeYHOU HEI0CTaTOYHOCTH, HECTaOUIIbHOM CTEHOKapIUU 15805
peBacKyJIIpU3allid KOPOHAPHBIX apTepHi, N0 cpaBHEHHIO ¢ mianebo (OP 1,02; 95% JIN 0,94,
1,11). O6mias cMepTHOCTH ObLIa CONOCTABUMOI}i B rpyIIax cakcarnuntiHa u mianedo (OP 1,11;
95% 111 0,96, 1,27).

B unccnenoBanuu  ObUIO  OTMEYEHO YBEIMYEHHE YAcCTOTHl TOCHHTAIM3ALMH MO HOBOJIY
XPOHHUYECKO# Cep/IeYHON HENOCTATOYHOCTH B IpyIIe cakcarauntiHa (3,5%, 289 nauuenTos) no
CpaBHEHHIO ¢ rpynmnod mianedo (2,8%, 228 mnamueHTOB) ¢ HOMMHAIBHON CTaTHCTHYECKOM
3HAYUMOCTBIO (TO €CTh O€3 BBINOJIHEHHUS NONPABKU ISl MHOXKECTBEHHBIX KOHEYHBIX Touek) (OP
1,27,95% 11 1,07, 1,51; P=0,007). ¥V nauueHToB ¢ XpOHHYECKON CEPAEYHON HEI0CTATOYHOCTHIO
WIN HapylleHHeM (yHKIMHU TMOYeK, MOJIyYaBIIUX CaKCarlMOTHH, He ObUIO OTMEuYeHo OoJjee
BBICOKOM 4YacTOThl IEPBUYHOM KOHEUYHOM TOUKH, BTOPUYHOM KOHEUHOM TOUKH M 0OIIei
CMEPTHOCTH I10 CPABHEHUIO ¢ TPYNIOH mianebo.

B rpynme cakcarnuntiHa auHamuka 3HadeHns HbAlc Oputa noctoBepHO Goliee BBIpakeHHOM, a
IPOLECHT MAlleHTOB, JOCTUT KX LieNeBoro 3Hauennss HbAlc, 6bu1 Bhitne, ueM B rpymme mianeto.
[Ipu 5TOoM HHTEHCHUKaLKMS THIIONTMKEMHYECKOH Tepanuy Hin 100aBJIeHHE UHCYIMHA B TPYIIIe
CaKcarjiMITHHA MOTPEOOBAIKCH 3HAYUTEILHO MEHBIIEMY KOJIMYECTBY MAl[HEHTOB, Y€M B TPyIIIe

auneoo.
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PapMaKoKHHETHKA
Y nanuentoB ¢ CJI2 u y 310poBBIX J0OpOBOJBIEB OTMEYEHBI CXOJIHBIE IAPaMETPE
(apMaKOKMHETHKHU CaKCarJMITHHA U €r0 OCHOBHOI'O METa0O0IINTA.

Bcacvieanue

Cakcarnuntud OblcTpo abcopOupyercs mociie MpUeMa BHYTPh HATOIIAK C JOCTHIKEHHEM
MaKCHMaJIbHOH KOHIIEHTpPAIlM{ CaKCarjUITHHA U OCHOBHOro Merabonurta B miasme (Cmax) B
TeyeHre 2 4 U 4 4 cooTBeTCTBeHHO. [Ipu yBeluYeHHH 03Bl CaKCarJMITHHA ObLIO OTMEYEHO
NPONOpUHOHATIbHOE yBenuyeHrHe Cmax M BEJMYMHBI IUIOLIAH TMOJA KPUBOW «KOHIIEHTpALUs-
BpeMsi» (AUC) caxkcariunTvHa M €ro OCHOBHOIO MeTaboJMTa, MpOMOPLUOHATLHOCTH J103€
Habmoaanack BIUIOTE 10 103b1 400 mr. [Tocte 0HOKPATHOrO MpHeMa cakcariuITHHA BHYTPb B
J103€ 5 MT 310pOBBIMH J100pOBOJIbLIaMH cpenne 3HaueHuss AUC cakcarjMITuHa ¥ er0 OCHOBHOTO
MeTabosuTa cocTaBun 78 Hrxu/mit v 214 Hrxy/mi, a 3HayeHus Cmax B miasme — 24 aHr/m u 47
HI/MJ1 cooTBeTcTBeHHO. KoadduimenTs! BHY TpUHHIMBH Iy allbHOM BaprabenbHocTd Cmax 1 AUC
cakcaraunTuHa Ot Menee 12%.

Nurubuposanue aktusnocty JI1I1-4 B niasme B Teuenue, no KpaiiHeit Mmepe, 24 4 nocie npuema
CaKcariuInTuHa 0O0yCJIOBJIEHO €ro BBICOKOM aKTUBHOCTBIO, BBICOKMM cpozactBoM K JIITI1-4 u
JUINTENIbHBIM CBSI3bIBAHUEM C HUM.

Bzaumooeiicmsue ¢ nuwyeii

Ilpuem nHWIM  OKas3biBaJl OTHOCHUTENIBHO YMEpPEHHOE BIHsHHE Ha (apMaKOKHHETHKY
CaKCarJIMNTHHA y 3[0POBBIX 100pOBOIbLEB. IIpueM NMuiy ¢ BHICOKUM COJEP)KAHHEM KHPOB HE
oKasbiBasl BiUsAHMA Ha Cmax cakcariuntiHa, Toraa kak AUC yBenuumBanack Ha 27% 1o
CpPaBHEHHIO C NpHEMOM Harowak. Bpems noctuxenus Cmax (Tmax) mis cakcaraunTHHa
yBEIMYUBAIOCL NpuOmmM3uTensHo Ha 0,5 4 nmpu mpueme mpemapara BMecTe ¢ IHIIEH IO
CPaBHEHHIO € IIpHEMOM Harowak. OHAKO 3T HW3MEHEHHUS HE CYMTAlOTCs KIMHUYECKH
3HAYMMBbIMHU.

Pacnpeoenenue

CsA3bIBaHKE CAKCarIMNTHHA H €0 OCHOBHOTO METab0IMTa ¢ GeIKaMH ChIBOPOTKH KPOBH in Vitro
HE3HAYUTENIbHO, MO3TOMY HE OXHIAETCH, YTO M3MEHEHHs OJKOBOr0 cocTaBa KpOBH,
OTMEUAIOIIMECS NIPU Pa3JIMUHbIX 3a00JIeBaHUAX (HApUMeEp, NMPH HapyUICHUSIX (PYHKIMH MOYEK
WJIM TIeYeHN), Oy AyT BIUATH HA paclpe/ie/ieHue caKCarinTHHA.

Memaboausm

CaxcarmunTuH METabONIU3UPYETCs IIIaBHBIM 00pa30M MPH yYacTHH H30()EPMEHTOB LHMTOXPOMA
P450 3A4/5 (CYP3A4/5). OcHOBHO#I MeTabONIUT caKcarIMNTHHA TAK)KE SBJISETCS CEJIEKTUBHBIM,

00paTHMBIM, KOHKYpeHTHbIM HHruOuTopom JII1I1-4, koTOpHIi B 1Ba pasa ciabee cakcarJIMITHHA.
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Buigeoenue
Cpennuii KOHEUHBIH NEPUO NOTyBbIBeIeHHS (t1/2) CAKCATTIMIITHHA H €70 OCHOBHOTO METab0INTa
coctaBui 2,5 4 ¥ 3,1 4 COOTBETCTBEHHO, a Cpe/HsIs BeJIMYnHA t12 HHruouposanus JI111-4 nna3msl
—26,9 4. CakcarmMnTiH BEIBOAUTCS C MOYOIT H ¢ skemubto. [Tociie oqHOKpaTHOro mpuema 10361 50
MI MedeHHoro '*C-cakcarnuntuna 24% 110361 BBIBOJMIINCH MOYKAMH B BHIE HEH3MEHEHHOTO
cakcarnmuntuHa M 36% — B BHAE OCHOBHOrO MeTabonura cakcaraunTHHa. O61mas
PaJiOaKTUBHOCTh, OOHAPYKEHHAas B MO4Ye, COOTBETCTBOBalIA 75% MPHHSTON 03Bl Mpenapara.
Cpennuii 1mo4YevHbI KIMPEHC cakcariaunthHa (mpuMepHo 230 Mu/MHH) ObLT BbIIE CpeaHEN
pacyeTHOM CKOPOCTH KiTy60ouKoBO# (uabTpanuu (mpuMepHo 120 MI/MHH), YTO CBHIETEILCTBYET
O HEKOTOPO# aKTHBHOMW MOYEYHOH SKCKpeuuH. J[11 OCHOBHOIO METaboIHTa MOYESYHBINH KIMPEHC
OBUI  CONMOCTaBUM CO CKOPOCTBIO KiIyOOukoBO#  ¢uiabrpanuu. Okono 22%  obmeit
pPalMOaKTUBHOCTH ObUIO OOHapykeHO B (eKamusiX, 4TO MpeACTaBiIsgeT COOOW 4YacTh 03Bl
CaKCarjMInTHHa, KOTOpas BBIBOAMTCA C JKEI4blO, HW/MIM 4YacTh HeaObCOpOMPOBAHHOIO W3
XKeJIy J0YHO-KUIIEYHOT 0 TpaKTa Ipenapara.

Jluneunocmo

Cmax u AUC cakcarJMnTHHa H €r0 OCHOBHOTO MeTaboIMTa yBETHYUBAIUCH TPONOPLHOHATLHO
no3e cakcariunTuHa. [Ipy mOBTOpHOM IpUMEHEHHM Ipenapara OJWH pa3 B CYTKH B JIHO0OM
JIO3UPOBKE He HAOMIOJAIOCh 3aMETHOW KyMYJISIIMM CaKCArJHMIITHHA MM €ro OCHOBHOTO
MetabonuTta. He OBLIO BBIABICHO 3aBUCHMMOCTH KJIMPEHCA CAKCArJIMIITHHA U €ro OCHOBHOTO
MeTaboJIMTa OT J103bl U BPEMEHHU TP IPUMEHEHUH CaKCArJMIITHHA OJMH pa3 B CYTKH B 103aX OT
2,5 mr 10 400 Mr Ha IpOTSHKEHHH 14 THEH.

DapmMaKoOKUHemMuUKa @ 0Co0bIX HONYAAUUAX

Hapywenue ¢ynkyuu novex

OTKpeITOE HCCIEIOBaHHE CaKCalJIMITHHA B OJHOKPATHOW MepopaibHoi go3e 10 Mr 6bu10
IIPOBEAEHO /ISl U3yUeHHUs ero (hapMaKOKHHETHKH Y TAIlMEHTOB C Pa3IMYHON CTENEHBIO TSXKECTH
XPOHUYECKOTO HapyIIeHUs (QyHKIMHU IOYEK B CPAaBHEHUH C MAIIMEHTAMH ¢ HOPMaJIbHOM (yHKIHEH
noyek. B uccrenoBanne ObUIM BKIIFOYEHBI IALIMEHTHI C HAPYIIEHUAMU QyHKIMH TOYEK, KOTOPHIE
Ha OCHOBAHMH KJIMPEHCA KpeaTHHHHA ObLIH KIacCU(UIIMPOBAHBI KaK HApYIIIEHHS JIEFKOW CTEIIEHH
(mpubnM3KTENbHAsS pacueTHas CKOpPOCTh KiIyOoukoBoi ¢uimbrpanuu (pCK®) > 45 no < 90
mi/mun/1,73 M%), cpenneit crenenu (mpubmmsurensHas pCK® > 30 1o < 45 mu/mun/1,73 M%) wm
TspKenoi crenenu (npubiusutenshas pCK® < 30 ma/mun/1,73 M%), a Takke NAlMEHTHI ¢
TEPMHHAJIBHOM CTaquel MOUYeYHON HETOCTaTOUHOCTH, HaXOAIIHECS Ha TEMOIHAIIN3E.

Crenenp HapyleHus: GyHKIMHU MMoYek He Biausia Ha Cmax cakcarjiMITHHA MM €r0 OCHOBHOTO
MeTadoyIuTa. Y NMalMeHTOB ¢ HapylleHHeM (QyHKIMH MOYeK JIETKOM CTEINeH! CPEeJHUE 3HAUCHUS

AUC cakcariMntiHa ¥ €ro OCHOBHOro MeTabosMTa ObUtH cooTBeTCTBEHHO B 1,2 1 1,7 pasa Beine,
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yeM cpennue 3Hadenns AUC y NalueHToB ¢ HOpMaTsHON ¢y HKIHEH TIO9eK. TTOCKOBEKY TaKOE
MOBBINICHUE 3HAYCHHS HE SIBIISICTCS KIMHMYECKHM 3HAYUMBIM, KOPPEKIUH 03bl y MAIMEHTOB C
HapylIeHHeM (QYHKUMH MOYeK JIETKOH CTemeHH He TpeGyercs. Y MallMeHTOB C HapyLICHHEM
GyHKIMH noYeK cpeHel HIIN TSHKEITION CTENEHH, a TAKKe Y MAIHEHTOB ¢ TEPMUHAIBHOMN CTaueH
MOYEYHOM HENOCTATOYHOCTH, HAXOMAIIUXCS Ha remoauanuse, sHaueHuss AUC cakcarjMInTHHA U
€ro OCHOBHOTO MeTabosiMTa ObLIH COOTBETCTBEHHO B 2,1 U 4,5 pa3a Bblie, yeM 3HadeHuss AUC y
MAlHEHTOB ¢ HOpMaJIbHOU (QyHKIHEH MOYeK.

Hapywenue ¢ynxyuu nevenu

Y nmauueHToB ¢ HapyleHueM GyHKIMH IIeYeHH Jerkoi (kiacc A no Yaiina-I1eio), cpeaneit (kace
B no Yaiina-Ilero) u tsxenoi crenenu (kiaacc C mo Yaiina-IIpio) SKCro3uims cakcaraunTuaa
ObL1a cooTBeTcTBEHHO B 1,1, 1,4 1 1,8 pasa Bbllue, a S5KCIIO3UIMS OCHOBHOIO MeTaboIuTa ObLIa
COOTBETCTBEHHO Ha 22%, 7% u 33% HHXKe, 4eM Y 310pOBBIX JOOPOBOJIBIIEB.

Iayuenmur noscunozo eospacma (= 65 nem)

Y noxunbix nanuentos (65-80 ner) 3Hauenne AUC cakcarmuntuna GbL10 npuMepHO Ha 60%
BBILIIC, YEM Y MallMeHTOB Mojoaoro Bo3pacta (18-40 mer). DTo He cuuTaercss KIMHHYECKH
3HaYUMBIM, II09TOMY KOPPEeKIHH 1036l mpenapata OHran3a® ToibKo Ha OCHOBAHMH BO3pacTa He

Tpedyercs.

IlokazaHus K NpUMeHEHHIO
CaxapHblii 1nabet 2 THNA B IOTIOJIHEHHE K JIHETE U (U3NIECKUM YIIPAKHEHHSM JIIs yJIy YIIeHHs
[JIMKEMHYECKOTO KOHTPOJIS B KQUeCTBE:
e MOHOTEpaIuH;
® CTapTOBOM KOMOMHHMPOBAHHOM TepanmHu ¢ METHOPMUHOM;
® KOMOMHMPOBaHHOH Tepanmuu ¢ MeT(GOPMHHOM, THA30JMIAMHIMOHAMH, HPOH3BOIHBIMHU
Cy/1b(OHUIMOYEBUHBL, METHOPMUHOM M HHTHOHTOPAMH HATPHI13aBHCHMOTO IePEHOCYHKA
TJIFOKO3BI 2 TUIIA, MET(GOPMHUHOM M IIPOM3BOHBIMHU CYJIb()OHUIMOYEBUHEI, HHCYJIHHOM (B
TOM 4HCIe B KOMOMHaUMM ¢ METGOPMHHOM) TMpPH OTCYTCTBHHM  aJeKBAaTHOTO

I'TAKEMUYECKOI'0 KOHTPOJIS Ha JIAHHOU TEpaIuu.

IIporuBONOKa3aHuSs
® ['Mnep4yBCTBUTENBHOCTD K CAKCArTMITHHY U APYTMM KOMIIOHEHTaM TIpenapara.
o CepbesHas peakuus runepyyBCTBUTENFHOCTH B aHAMHe3e, BKJIIOYAIOMAs aHaQUIIAKCHIO,
aHaUIaKTHYECKHH IOK ¥ AHTMOHEBPOTHYECKUH OTeK K mo6omy unrubutopy JII1-4.
e CaxapHnblii tuader 1 Tuna.

e JluaGeTHuyeckuii KeTOAIMI03.
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o TepmunanbHas CTagus IIOYEYHOH HEAOCTATOTHOCTIH, — TPEOYIOMIAT — TIPOBEICHIS
reMoiuanusa.

e [leyeHouHast HEIOCTATOYHOCTD TSDKEJIOM CTENEHH.

e BpoxIeHHas HENEPEeHOCHMOCTb TalaKTO3bl, JIAKTa3Has HEJOCTATOYHOCTb M TIIFOKO30-
rajlakTo3Hasi MajibabcopOIus.

e bepeMEHHOCTb U NEePUOJI TPYAHOTO BCKapMJIMBAHUS.

e Bospact 1o 18 sier (6e30nmacHocTh U 30PEKTHBHOCTH HE HU3YYaIUCh).

C ocTopoxHocTbI0: Hapymenue GyHkuun nodek npu pCK® < 45 ma/mun/1,73 M2, noxussie
TMAIHCHThI, COBMECTHOE IIPUMEHEHHE C NMPOU3BOAHBIMH CYJIb(GOHUIMOUCBUHBI HIIH HHCYJIHHOM,
NAlMCHTHI ¢ MAHKPEATUTOM B aHaMHe3e (CBA3b MEXTy NMPHUEMOM Mpenapara U IOBBIIIEHHBIM

PHCKOM pa3BUTHs NAHKPEaTUTa HE YCTAHOBJICHA).

Ilpumenenne npu 6epeMeHHOCTH M B MEPHOI FPY/IHOr0 BCKAPMJIHBAHHS

B cBs3u ¢ TeM, 4TO NpHMEHEHHE CaKCarJMITHHA B NMEPHOJ GEpeMEHHOCTH HE HM3ydaoch, HeE
ClIelyeT IPUMEHSTH Mpenapar B Nepuoj OepeMeHHOCTH.

Heun3specTHO, MPOHUKAET JIM CAKCATTUIITHH B IPYIHOE MOJIOKO. B CBS3M ¢ TEM, UTO He UCKITIOYEHA
BO3MOKHOCTb IIPOHUKHOBEHHUS CaKCarjJMITHHA B TPYJHOE MOJIOKO, CJIE/lyeT NPEKPaTUTh Py AHOE
BCKapMJIUBaHHE Ha MEPHOJ JIEYEHHs CAKCArJTMITHHOM WM OTMEHUTH TEpAllMIO, yYMThIBas

COOTHOLICHUE PHUCKaA I pe6eHKa U NOJIB3bI U1 MaTEpH.

Cnoco6 npuMeHeHHSI H 103bI
BHyTpp, He3aBHCMMO OT mpHeMa NHIM. TabneTkd cieayeT MporjarhlBaTh LEIHKOM, He
pa3KeBbIBasl, HE U3MeJbyas ¥ He pa3jiaMbIBasi.

MoHoTepanusi: pekoMeHryemas 103a npenapata Onrian3za®

cocraBiseT 5 Mr | pa3 B CyTKH.
KomOnHHpOBaHHAsI Tepamusi: peKoMeHIyemas jo03a npenapata Onrims3a® coctasnser 5 mr 1
pa3 B CYTKH B KOMOWHANMK ¢ METGOPMHMHOM (B TOM 4YHCIIEe B KOMOWHAI[MH C TPOM3BOIHBIMH
CyIbQOHUIMOYEBHHB]),  THA30IMIMHIMOHAMH,  MPOM3BOAHBIMH  CyJIb()OHMIMOYEBUHBI,
METGOPMHUHOM ¥ MHTMOUTOPAMM HATPUH3aBHCHMOIO IEPEHOCYHKA TIIFOKO3bI 2 TUIIA, HHCYTHHOM
(B TOM 4ynciie B KOMOMHAIIUU C METPOPMHHOM).

CraproBasi KOMOMHHpOBaHHASI Tepanus ¢ MeTGOPMHHOM: PEKOMEHyeMas J03a Npenapara

Onrmuza® coctapiser 5 Mr 1 pas B CyTKH, HayajibHas J03a metdopmuna — 500 mr B cytku. B

CJiydyac€ HCaICKBATHOT'O OTBETA 1034 MeT(I)OpMI/IHa MOKET OBITh YBCIIMYCHA.
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[Ipy npumeHenuu npenapara Onriuza®

B KO
CYJIb)OHUIMOYEBHHBI MOXKET MOTPeOOBAaTHCS CHHIKCHHE 103bl MHCYJMHA HJIM TIPOM3BOJHBIX
CYIb(OHUIIMOYEBUHBI [T CHUIKEHHS PUCKA THIIOMTHKeMAH (cM. pasaen «Ocobble yKa3aHHs»).
Ipu npomycke npuema npenapara OHrau3a™ NporymeHHyo TabueTKy CleayeT IPHHSITH cpasy,
KaK TOJBKO IAlHEHT 00 5TOM BCIIOMHHUT, OJHAKO HE CIEIyeT IPHUHUMATh ABOMHYIO 103y
npenapaTa B TE€4€HHE OJIHUX CYTOK.

besonacHocTh 1 5 ()EKTUBHOCTE CaKCarTMNTHHA B COCTAaBE TPOHHOM Tepanuu ¢ MeT(hOPMUHOM H

THA30JIUAUHANOHOM HE YCTAHOBJICHBI.

Hpumenenue 6 0cobbix 2pynnax nAUUeHMo8

ITayuenmoi noscunozo eospacma (> 65 n1em)

Koppekuui 710361 TONMBKO Ha OCHOBaHMH BO3pacTa He TpebyeTcss (CM. TakKe paszen
«DapMaKOKHHETHKAY ).

Hapywenue ¢hynxkyuu nouex

ITaunenram ¢ HapyuenueM (yHKIHM MOYEK JIETKOH CTENEHH WM MAlMEHTaM C HapylueHHeM
$ynkumm nouex cpesneit crenenn ¢ pCK® > 45 mi/mun/1,73 M? KOppeKIHH 10351 He TpeOyeTes.
[laruenTam ¢ HapymenreM GyHKIHHU noyek cpeaueii crenenu ¢ pCK® < 45 mu/mun/1,73 M2, a
TaKOKe MalMeHTaM C HapylleHHeM (QyHKIUM MOYeK TSDKEION CTEeNeHH 103y CleayeT CHU3UTh 0
2,5 Mr OJIMH pa3 B CYTKH.

Ipenapar Onrim3a®

NPOTUBOIIOKA3aH IMalM€HTaM C TEPMUHAIBHOM CTagued [OoYeyHOH
HEJIOCTaTOYHOCTH, HYXKIAIOIIUMCS B reMoauanuse (cM. paszgensl «lIpoTuBomokasanus» u
«Oco0ble yKa3aHus»).

[ockonbKy 103y ciieyeT orpaHuduTh 10 2,5 MT B 3aBUCHMOCTH OT (YHKIMH MOYEK, OIEHKY
(GyHKUMM MOYEK PEKOMEHIyeTCs IPOBOAMTH JIO Hayala Tepalud M B COOTBETCTBHH CO
CTaHJAPTHOW NPAKTUKON — NEPHOAMYECKH BIIOCIEACTBUHU (cM. paszenbl « PDapMakoKUHETHKA) U
«OcoOble yKkazaHusm»).

Hapywenue ¢pynkyuu nevenu

[Tanentam ¢ HapyuieHueM QYHKLMH NEYEHH JIETKOM M CpPe/Hel CTEeNeHu THKECTH KOPPEKIHH
n03bl He Tpebyerest (cM. pasznen «PapmakoknHeTHKa»). CaKCarlMITUH CleayeT MPUMEHSTh ¢
OCTOPOYKHOCTBIO y MAaLIMEHTOB ¢ HapyLIeHHeM (DyHKIUH TMEeUYeHH CPeIHEN CTENEHH, a allMeHTaM
¢ HapyuleHHeM (QYHKIMH TIEYEHH TSKEIOH CTENeHM Mperapar IPOTHBOIOKA3aH (CM. pasen
«OcoOble yKazaHHs»).

Iayuenmeor demckozo éo3pacma

BesonmacHocTs M addexTiBHOCTL npemapata Ouramsa® y nanmeHToB Miamme 18 jeT He

YCTaHOBJIEHBI. JlaHHbIE OTCYTCTBYIOT.

COOTBETCTBYET SKCNEPTHOMY OTYETY
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IToGouyHOe aeiicTBHE

0630p npoduns b6ezonacnocmu

Haunbonee yacTeIMH HeXeNaTeIbHBIMU PEAKIUsIMU, OTMEUEHHBIMHU B I1AI[e00-KOHTPOJIHPYEMBIX
HCCIIEIOBAHMAX Y > 5% mNanMeHToB, mosydaBmux npenapar Onrmmsa® 5 mr, U ¢ Goubliei
9YacTOTOM, YeM y IALIMEHTOB B IpyIie mianedo, ObUTH MHGEKIMH BEPXHUX JbIXaTeIbHbBIX MyTeH
(7,7%), uadexuun Mo4eBBIBOISIIMX MyTeit (6,8%) u ronoBHas 601k (6,5%).

B mectn OBOMHBIX ClleNBIX KOHTPOIUPYEMBIX KIMHHYECKHUX HMCCIIEIOBAHMSAX O€30MacHOCTH H
3} (HeKTUBHOCTH, NPOBEJECHHBIX [UIS OLEHKH BIUSHHS CAKCATJUNTHHA HA KOHTPOJIb INIMKEMHH,
Obutn panaomusupoBanbl 4148 mnaunmentoB ¢ CJ/I2, Bkmouas 3021 mnamueHTa, MOJIyYaBIIUX
npenapat Onrim3a®. B paHI0oMU3MPOBAHHEIX KOHTPOTHPYEMBIX JBOMHBIX CIIENBIX KIMHHYECKHX
UccrIe0BaHuAX (BKIroydas a3y pa3pabOTKH M MOCTPETUCTPALMOHHOE TPUMEHEHHE) TEPAIMIO

npenaparom Ournuza®

noxyyusu 6onee 17000 nauuentos ¢ CJ12.

B oObennHenHoM aHanuze naHHBIX 1681 mamuwenta ¢ CJI2, B Tom umcie 882 mamueHTOB,
npuHMMaBIIEX npenapat Ourmmsa® 5 Mr, KOTopble ObLTM PaHIOMH3HPOBAHBI B IISITH JIBOHHBIX
CIeNnbIX  MNIale00-KOHTPOJUPYEMBIX  KJIMHHYECKMX  HMCCICAOBAHMAX  O€30IaCHOCTH U
3} exTUBHOCTH 1711 OLIEHKH BIIMSHUS CaKCarJTHITHHA Ha KOHTPOJb INIMKEMUH, 00IIas 4acTora
Pa3BUTHS HEXKENATENIbHbIX SBJICHUH Y MAaIMEHTOB, MOJYYaBIIMX CAKCATrJIMIITHH 5 M, ObLIa CXOXKeEH
¢ yacToTo# B rpynre mianebo. [Ipekpamienue Tepanuu u3-3a HeXxelaTeIbHBIX SBICHUN OTMEYAIH
yaue y MalMeHTOB, MOJyYaBHIMX CAKCArJIMIITHH S Mr, [0 CpPaBHEHUIO C IAlMEHTaMH,

nostyyaBmrmu mane6o (3,3% no cpaBenuto ¢ 1,8%).

Tabnuunwviit nepeyenb HeXcelamelbHblX peaKyuil

B Tabnuue 1 mnpuBeaeHbl HeXenaTelbHBIE pPEAaKLUH, OTMEYEHHbIE y > 5% NAlMEHTOB,
NOJTyYaBIIMX CAKCAIIMIOTHH 5 Mr, W ¢ Oosblled YacToToi, yeM B TrpyIme Iuianedo, HiIu
OTMEYEHHbIE Yy > 2% NalMEeHTOB, MOJYYaBIIUX CAKCArJMNTHH S5 Mr, U Ha > 1% wgame 1o
CPaBHEHHUIO ¢ NAlMEHTaMH, MOJy4yaBUIMMHU Iutanebo (naHHble OOBEIUHEHHOIO aHaAM3a IISTH
HCCIIEIOBAHUN KOHTPOJIS INIMKEMHUH, a TAaK)Ke JIaHHbIE MCCIIEJOBAaHHS CTAPTOBOM KOMOHMHAIMH C
METHOPMUHOM C aKTUBHBIM KOHTPOJIEM).

HexenarenpHple peakuuy NpPEeACTaBIEHbl MO CHUCTEMHO-OPTaHHBIM KjaccaM M C yKa3aHHEM
a0CoOMOTHON 4acTOThl. YacToTa BO3SHMKHOBEHHUS HEXEJIATEIbHBIX pEaklUil MpejcTaBlieHa B
cllefyIoLel rpaganuu: o4eHs yacto (>1/10), gacro (>1/100, <1/10), newacto (>1/1000, <1/100),
peaxo (=1/10000, <1/1000), ouyenp peaxo (<1/10000) u uactoTa Heus3BecTHA (HEBO3MOXKHO
OILICHUTh HA OCHOBAHWH UMEIOIIUXCS TAHHBIX ).

Tabauma 1. Yacrora HeXeJaTeNbHBbIX peaKlHii, OTMeYEHHBLIX B KJIMHHYECKHX
HCC/IeJOBAHMAX H TIPH MOCTPErHCTPALIMOHHOM HAO/IIOIEHHH, N0 CHCTEMHO-OPTraHHbLIM

KJIaccamMm
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DpeKTUIIbHas Heuacto

JUChYHKIHS

O6mue
paccTpoiicTBa U
HApyLIeHHUS B

MECTE¢ BBCACHHUSA

Vrtomnsemocts |Yacto Heuacto Yacro

[Tepudepuyeckmii Yacto

OTCK

! BxmrouaeT NpUMeHEHHE CaKCAIIMITHHA B JIOMOJHEHHE K METGOPMUHY M CTapTOBYIO

KOMOWHAIIHIO ¢ METHOPMHUHOM.

2 TONIbKO TIPM CTapTOBOH KOMOHHHPOBAHHOMN TEPAITHH.

3 CTaTMCTMYeCKM 3HAYMMON PAsHHIB MO CPAaBHEHHIO ¢ ILIAE00 HE OTMEYEHO. Cnyuaun
NOJATBEPKACHHON TUIOIIMKEMHH HEYacTO OTMEYalHch B rpymnnax mpenapata Onrimsza® 5 mr
(0,8%) u nnane6o (0,7%).

4 Yacrota passuTus juapen coctaBuia 4,1% (36/882) B rpymme cakcarauntaHa 5 Mr u 6,1%
(49/799) B rpynne miaie6o.

> [pu cTapTOBOH KOMOMHAIIMH ¢ MET(OPMHHOM MHAIITHS OTMEYAIACH HEYACTO.

® HexenarenbHble peakiiui OTMEUEHBI TIPH TTOCTPErHCTPAILMOHHOM HAOIIOIEHUH.

7 CM. pasnensl «IIpotuBonokasanus» u «OcoOble yKa3aHHs».

8 Takske OTMEUEHO NPU TIOCTPErUCTPAMOHHOM HAOIIOACHHH (CM. paznen «OcoOble yKazaHHus»).

Pe3yabTaThel HecaenoBanusg SAVOR

B uccnenoBannn SAVOR 8240 nanuenTtos nonyyanu npenapat Onrmmsa® 5 mr wim 2,5 Mr ouH
pa3 B cyTkH, a 8173 manuenTta noiaydanu ruiane6o. O01mas yactora HeKeNnaTelbHbIX SBJICHUI B
3TOM HCCJIeJIOBAHHHU B IPYIIIe MAlHEHTOB, Mojy4aBmuX npenapar OHran3a®, 6puia CXOIHOM ¢
4acToTOM B rpymnne miaanedo (72,5% npotus 72,2% cOOTBETCTBEHHO).

YacTora maHKpeaTuTa, NOATBEP)KAEHHOTO B COOTBETCTBHH C MPOTOKOJOM HCCIIEOBAHUS,
cocrauia 0,3% B rpynmax mpenapata Onrnm3a® u miane6o B MONMYJNISLHHA B COOTBETCTBHH C
Ha3HAYEHHbBIM JICYEHUEM.

YacroTa peakuui TunepyyBCTBUTENBHOCTH cocTaBHia 1,1% Kak y MaluMeHToB, MOJYYaBIIMX

®, TaK U y NallM€HTOB, MMOJTY4YaBIINX maneoo.

npenapat OHrim3a
O6mas yacToTa cilyyaeB THNOITIUKEMHH (OTMEUECHHBIX B JHEBHHKAX MALMEHTOB) COCTABHJIA
17.1% y naumuentoB, nomyvaswux npenapat Ournuza®, u 14,8% y NalMeHTOB, MOJTyYaBIINX

mianedo. Jlonsd nanmeHToB, Y KOTOPBIX Ha ()OHE JieYeHHs OTMEYEHBI CydaM TsDKEIoi
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TUTOTIINKEMHH (THIIOTIMKEMUH, IOTPEOOBaBLICH HOMOHH-TPeTHHX T, ObtTa- GoNsHIe B TPyIITe
CaKCcarJuNnTHHAa IO CpaBHEHHIO ¢ rpynmod miane6o (2,1% wu 1,6% COOTBETCTBEHHO).
IToBBILIEHHBIH PUCK THIIOTIMKEMHH B LIEJIOM U TSDKEJIOH TMIIOTTTHKEMHH B IPYIINE CaKCATIUIITHHA,
[TaBHBIM ~ 00pa3oM, OTMEYEH y TALUEHTOB, HCXOJHO TIOJyYaBIIMX [POU3BOIHBIE
CyJIb(GOHUIMOYEBUHBI, HO HE Y MALHEHTOB, HCXO/JHO MOy YaBIIHX MOHOTEPAIIHIO HHCYIHHOM HITH
MeThopMUHOM. [TOBBIIIEHHBI PHCK THIIOTIIMKEMHH B [IEJIOM H TSKEJIOH TMIOTIHKEMHH, TIaBHBIM
00pa3oM, OTMEYEH y NalUeHTOB ¢ HCXOAHBIM 3HaueHueM A1C < 7%.

Cumxenue uncna tuMdoruToB otMedeHo y 0,5% nauueHToB, nojyyasiuux npenapat OHrmmsza®,
1y 0,4% nanueHToB, MOJy4YaBIIKX Iamneso.

['ocnuranusaiys mo moBoAy CEpAEYHOH HEIOCTaTOYHOCTH OTMedanach 0oJjiee 4acTo B rpyline
cakcarnuntuHa (3,5%) no cpaBHeHHIO ¢ rpynnod 1wtane6o (2,8%) ¢ HOMUHAIBHOMN
CTaTUCTUYECKON 3HAUMMOCTBIO B 10Jb3Yy Mianebo (OP 1,27; 95% 111 1,07, 1,51; P=0,007). Cwm.

TaKXE pa3aci « (DapMaKOﬂI/IHaMHKa».

Onucanue omoenbHviX HelceramelbHblX PeaKyuil

I'unornukemus

CBenenvs O TMIOIIMKEMHHM KaK HEXeJaTelbHOM peakiuu ObUIM coOpaHbl Ha OCHOBE BCEX
COOOILIEHHH O TUNOIIMKEMUH; HE TpeOOBaJOCh COMYTCTBYIOIIEE HW3MEPEHHE KOHLEHTpalUH
TJIIOKO3BI.

IIpy npUMeHEHHH CaKCcarJuITHHA B JIONOJHEHHE K KOMOMHUPOBAHHOMN Tepanui MeTPOPMUHOM U
IPOU3BOJHBIM CYyJIb(OHUIMOUYEBHHBI 0011[asi 4YaCTOTa Pa3BUTHs THIIOIIMKEMHH cocTaBuia 10,1%
B rpynne npenapara Ournusza® 5 Mr u 6,3% B rpynme miane6o.

IIpy npyMeHeHHH caKcarJMITHHA B JIONOJHEHHE K HHCYJIHHY (¢ MeTGOpMHHOM Miu 6e3 Hero)
o0mas 9acToTa pa3BUTHS THIOIIIMKeMuH coctaBuia 18,4% B rpynne npenapara Ourimza® 5 mr
u 19,9% B rpynme miame6o.

JlabopaTOpHble H HHCTPYMEHTAJIbHBIE UCCIIEI0BAHMS

B KIMHMYECKHMX HCCIEJOBAaHUSAX YacTOTa HEXKEJNATeIbHBIX SBICHHH B BHJE H3MEHEHHI
n1abopaToOpHbIX MoKaszaTened Obula cXoxkKel y MalMeHTOoB, MOTYYaBIINX CAKCATIUITHH 5 MI, Uy
NAIMEHTOB, MoyyyaBlux Ianedo. Habmonanock HeOobIOe CHUKEHHE aOCOIFOTHOIO Yuciia
aumonutos. [Ipy ananu3e 0ObEANHEHHBIX JAHHBIX IIALE00-KOHTPOJIMPYEMBIX HCCIIeI0BaHHIA
OTMEYEHO Cpe/iHee CHMKeHHE NpuMepHO Ha 100 KineTok/MKJT aOCOMIOTHOrO Yncia JTUMQOIUTOB
OT MCXOAHOTo cpeaHero yucnaa 2200 KIETOK/MKI NMpH NMPUMEHEHHH CaKCAlJIMITHHA 5 MT 1O
cpaBHEHHIO ¢ ane6o. CpeanHee abCoOMOTHOE YHUCIIO TMM(OLUTOB OCTABANIOCH CTAOUIILHBIM TIPH
€)KEHEBHOM IIPUMEHEHHUH IIpernapara MpoJo/DKUTENbHOCTIO 0 102 Henens. CHUXKEHUE yHcia

J'IHM(i)OHI/ITOB HC CONIPOBOXXIAJIOCH KIIMHHUYECKH 3HAYHMBIMHA HEXEJIAaTCIIbHBIMH pPEaKIUsIMU.
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Kivnuveckoe 3HayeHMe CHMKEHHs 4YHCla JIMMpORHTOB—HO—epaBHeHIO—C TPYIoH—Trmaneto

HCHU3BECTHO.

Ilepeno3upoBka

CHMIITOMOB HHTOKCHKAllMK HE ONHCAHO NPH JIJIHTEIBHOM IIPHEMe Tperapara B 1o03ax, 10 80 pa3
NPEBBIIIAIONINX PEKOMEHIOBaHHBIE.

B ciiyyae mepeo3UpoBKH ClieyeT NPUMEHATh CUMIITOMAaTUYECKY O Tepanuio. CakcarjaunTu U
€ro OCHOBHOW METa0OJMT BBIBOAATCS M3 OpPraHU3Ma MNpH IOMOIIM IeMoJuaiu3a (CKOpPOCTh

BbIBeIeHUs: 23% n03b1 3a 4 u).

B3aumopaeiicTBHe ¢ IPYTrHMH JIeKapCTBEHHBIMH CpPeICTBAMH

AHajIu3 JaHHBIX KIMHUYECKUX MCCIIEIOBAHUH MO3BONSET MPEANoaraTh, YTO PUCK KIMHHUYECKH
3HAYUMBbIX B3aUMOJCHCTBHM CaKcariMNnTHHA ¢ JAPYTHMMH JIEKAPCTBEHHBIMH CPEICTBAMHU IIPH UX
COBMECTHOM NPHUMEHEHHUHU HEBEJIHK.

Mertabonmmsm cakcarnmMnTHHAa IPEMMYINECTBEHHO OINOCPEIOBaH CHCTEMOM HM30(epMEHTOB
uuroxpoma P450 3A4/5 (CYP3A4/5). B wuccnenoBanusx in vitro ObLIO I0Ka3aHO, YTO
CaKcarJuNTHH U €r0 OCHOBHOH MeTabonuT He MHruOupyoT uohepmentsr CYPI1A2, 2A6, 2B6,
2C8, 2C9, 2C19, 2D6, 2E1 u 3A4 u ve unayuupytot usopepmentel CYP1A2, 2B6, 2C9 u 3A4.
[TooTOMY HE OKMIaeTCs BIMAHMS CaKCarJIMNTHHA HAa MeTabOJIMYEeCKH KIMPEHC MpenaparoB, B
MeTaboIM3Me KOTOPBIX Y4acTBYIOT yKa3aHHbIE H30(EPMEHTbI, IPH KX COBMECTHOM NPUMEHEHHH.
CakcarnunTul sBnsgerca cyOctpatom P-gp, HO He SBISETCS 3HAYUMBIM HHIHOMTOPOM MIH
UHIyKTOpOM P-gp.

B wuccnenoBanuax ¢ ydacTueMm 30pOBBIX J100pOBOJIBIEB (hapMaKOKHHETHYECKHE MOKa3aTesln
CaKcarjunTHHa M €ro OCHOBHOIO MeTaboiuTa 3HAaYMMO HE HW3MEHSUIMCh II0J BIIUSHUEM
MeTQopMHHa, TIMOEHKIAMHIA, MHOIJIMTA30HA, [MIOKCHHA, CHMBAcTaTHHA, AWITHAa3eMa,
oMenpa3sosia, KOMOMHAUH AIIOMUHUS THAPOKCH/IA, MarHusi THAPOKCH/Ia U CHMETHKOHA, a TAK)Ke
bamoTHIMHA.

PudaMnuuuH cylecTBEHHO CHMIKAeT SKCIO3MIMIO cakcariunTHHa 6e3 usmeHenus AUC ero
aKTHBHOI0 Metabonuta. Pudamnuuun ve Biuser Ha unruduposanue JII111-4 B mia3sme KpoBu B
TedyeHue 24-4yacoBOro UHTEpBaIa TeparHH.

KeTokoHa301 3HAYMTENLHO IOBBIIIAET SKCIO3MIHKIO CcaKcariunTuHa. I10100HOe 3HaYMMOE
YBEJIMYEHNE KOHIIEHTPALMK CaKCATJIMIITHHA B IIa3Me KPOBHU 0XKHJIAETCS TIPH IPUMEHEHHMH PYTUX
MOLIHBIX MHIUOMTOpOB H30pepMenToB CYP3A4/5S (mampumep, ata3aHaBUp, KIapUTPOMHIIUH,

WH/IMHABMD, UTPAKOHA30J1, He(a3o10H, HeJpUHABUD, PUTOHABUP, CAKBHHABUD U TEJTUTPOMHIIHH).



COOTBETCTBYET SKCNEPTHOMY OTYETY
or 15122021 N= 31264 17
iI'ICIE.'IE..’:I.kCEL'.TEJ'II::HCCT:- 0004}

Ilpy COBMECTHOM NpPHMEHEHHHM C MOIUHBIM HHFHOWTOpPOM—HSOPhepMerTOB—CYPIA4/5—r03a
CaKcarjiunTHHA JOJDKHA COCTAaBIISATh 2,5 MT.

CakcariunTHH 3HAYMMO He H3MEHSeT (apMaKOKMHETHYECKHe MoKasaTeln MeThopMHHa,
rIuOeHKIaMuia, MHOTIMTAa30Ha, JUIOKCHHA, CHMBACTATMHA, IMJITHA3eMa, KETOKOHA307a M
NePOPATBLHOr0 KOMOMHUPOBAHHOTO (3CTPOreH+TeCTareH) KOHTPALENTHBHOTO CPe/ICTBa.
CoBMecTHOE NMpUMEHEHHE CaKCarTHITHHA U HHAYKTOPOB H30(epmenToB CYP3A4/5 (Taknux Kak
KapbamasenuH, 1eKcameTas3oH, GenodapouTan u GeHUTOHH), 3a HCKITIOUEHHEM pH(aMITHIIHHA, He
U3y4ajoCch W MOJXKET MPHBECTH K YMEHBIIEHHIO KOHIIEHTPAIMM CaKCarJMIITHHA B TjIa3Me |
YBEIIMYEHHIO KOHLEHTPAlUH €ro OCHOBHOro Merabonuta. IIpm coBMecTHOM npHMeHeHHH
CaKCarJIMITHHA C MOIIHBIM HHAYKTOpoM u3odepmentoB CYP3A4/5 criemyer ocymecTBisTh
TILIATEIbHBIA TNIMKEMUYECKUNA KOHTPOJTb.

BrmsiHue KypeHus, IMeTHYECKOro MUTaHNs, PHeMa PACTHTENIbHBIX IPENapaToB U YIOTpeOIeH s

aJIKoroJisi Ha (JapMaKOKHHETHKY CaKCarJIUITHHA HE U3Y4allocCh.

Ocolbie ykazanust

Obouwue

IIpenapar Onrnm3a® NPOTHBONOKA3aH MALMEHTAM C caxapHbpIM auabeToM 1 Tuma WM s
JieYeHHUs 1MabeTUYeCKOro KeToalu103a.

[Ipenapat Onrmuza®

He SIBJISICTCS 3aMEHOW WHCYJIMHA Y MAlMEHTOB, HYKIAIOLIUXCsl B HHCYJIMHE.
Ocmpblii nankpeamum

IIpumenenne wuuruburopos JIII1-4 cBs3aHO ¢ PHCKOM pa3BUTHA OCTPOTO MaHKpEaTHTA.
[TaupenTsr  ODKHBI  OBITE  MPOMHGOPMUPOBAHBI O XapakTEpPHbIX CHMITOMAX OCTPOIO
NaHKpeaTHTa: NMPOJOJDKHTENIbHAS, HHTEHCHBHAs 00JIb B 00J1acTH JxuBoTa. [Ipu momo3peHnu Ha
pasBUTHE TNaHKpeaTWTa mpuMeHeHHe mnpenapata OHrausza®™ ciefyeT NpeKpaTHTh; IpH
TIOATBEPKAECHUN OCTPOrO TAHKpeaTHTa MpHUMeHeHHe mpenapata OHram3a® BO30GHOBISATH He
ciaenyet. Ciemyer cobr0AaTh OCTOPOXKHOCTD Y MALMEHTOB C MAHKPEATHTOM B aHAMHE3e.

[Ipy  NOCTPErvCTpallMOHHOM TPUMEHEHHH CaKCArJIUNTHHA OBbUIM II0JYYeHbl CIIOHTAHHBIE
COOOILEHHUS O CIIydasX OCTPOTrO MaHKpeaTuTa.

Hapywienue ¢pynkuyuu nouex

Y nanmentoB ¢ pCK® < 45 mi/mun/1,73 M pekomen ryeMas 103a npemnapara cOCTaBIseT 2,5 Mr
OfMH pa3 B CyTKW. CaKcarIMOTUH TPOTHBONOKAa3aH MAleHTaM ¢ TEePMHHATBHON CTajuei
MOYEYHON HEIOCTATOYHOCTH, HYXAAOMMMCS B reMomuanuse. OLEHKY (QYHKIMH IOYeK

e H B COOTBETCTBHUHU CO

PEKOMEH/IyeTCs NPOBOJAMTH JO Hauajla Tepanuu npenaparoMm OHIMza
CTaHJAPTHOM NPAKTHUKOW — IEPHOJANYECKH BIOCIEACTBHH (CM. paszessl «Crocod npuMeHeHus |

103b» U «DapMaKOKUHETHKAY).
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Hapywenue ¢hyynkyuu neuenu
Cakcar/unTuH cieayeT NPUMEHATh ¢ OCTOPOXKHOCTBIO y IAMEHTOB C HApyIleHHeM (yHKIHH
NICYCHH CPEIHEH CTENEHM TSKECTH, a MAllMEHTaM ¢ HapylleHueM (GYHKIUH [€YEHH TSHKEIOi
CTEIICHH IpeTnapar IpoTHBOIOKa3aH (cM. paszzen «Crnocod NpUuMEHEHHUS U J0351»).

Ilpumenenue 6 KoméuHayuu ¢ npenapamamu, KOMopsle MOZym 6b136antb 2UNO2IUKEMUIO
M3BecTHO, YTO NMPOU3BOAHBIE CYIbOOHUIMOYEBHHBI U MHCYJIMH MOTYT BbI3BaTh THIIOTTHKEMHIO.
IlosTOMy n1 CHMIKEHMSI PHCKA Pa3BHTHsI THIIOTTMKEMHH TPH IPUMEHEHMH B KOMOMHAIMH C
npenapatoM  OHriu3a®  MOXeT — MOTpeGOBaThCcS — CHIDKEHHE  J03bI  [POH3BOIHBIX
Cy1b()OHUIMOYEBHHBI UIIH HHCYJIMHA.

Peakyuu zunepuyscmeumensnocmu

Ipenapar OHrim3a™ HeNb3s NPUMEHATH y TAIMEHTOB, Y KOTOPHIX OblIa OTMEYEHa Cepbe3Hast
peaxnus runep4IyBCTBUTENLHOCTH K HHrHOUTOpY JIIII-4 (cM. pasaen «IlpoTuBomnokasanusy).
IIpy MOCTPErucTpallMOHHOM MPUMEHEHHH CaKCarjMiTHHA, B TOM 4YHCJIE B CIOHTAHHBIX
COOOINEHUSX M KJIMHHYECKHX MCCIIENOBaHUAX, OTMEYAIHCh CJEAYyIOIHe HexXelaTelbHble
peaKiMu: cepbe3HbIe peaKiuy I'HIepYyBCTBUTEIBLHOCTH, BKIIIOUas aHaHUIIAaKTUYECKY O PEAKIIHIO,
aHa(uIaKTHYECKMH 1IIOK M aHTHOHEBPOTHYECKHH oTeK. [IpH M0J03peHrH Ha pa3BUTHE CEpPhe3HOI
peaKiuMy THINEPYYBCTBUTECIBHOCTH K CAKCAIJIMITHHY CIEAYeT TpPeKpaTuTh IpPHUMEHEHHE
npenapata OHrM3a®, OLEHUTH ApYTHE BO3MOKHBIE NPUYHHBI PA3BUTHS SBJICHHS W HA3HAYUTH
JIbTEPHATUBHYIO TEPAIHIO caxapHoro auadera (cM. pasnen «IlobouHoe neicTBHEY).
Hapywienus co cmoponui koxcu

B OKIMHMYECKMX TOKCHKOJOTMYECKHX HCCIEMOBAHUSIX COOOLIANOCh O SI3BEHHBIX H
HEKPOTHYECKUX NOPAKEHHUAX KOXKH HAa KOHEUHOCTSX 00€3bsH. B KIMHHYECKHUX HCCIIEI0BAHUSAX HE
OTMEYEHO MNOBBILICHHS YaCTOThl BOSHUKHOBEHHS MOPAXXEHHH KokH. [l Kiacca HHTHOHUTOPOB
JIIII-4 onucaHbl NOCTPETHCTPALMOHHBIE Cy4YaW Pa3BUTHA ChINM. CBINb TAK)KE OTMEUYEHA Kak
HeXXelaTenbHas peakuus npenapara Ournuza® (cM. pasaen «IloGounoe nefictBre»). B cBs3u ¢
4YeM B paMKaxX CTaHJApTHOIO BEIEHHs IALUEHTOB C OHA0ETOM pPEKOMEHAYETCs IIPOBOIUTH
HaOJII0IEHHE Ha IIPEIMET BO3MOKHBIX HapyICHHH CO CTOPOHBI KOXH, TAKHUX KaK BOJIIABIPH, S3BbI
WU CBHIIb.

bynnesnviit nemgpuzouo

IIpy mocTperncTpallioHHOM NpuMeHeHHH UHruouTopoB JIIII1-4, B TOM uMcile cakcarJuNTHHA,
ObUIM OTMEYeHBbl cilydyad OyJuie3HOro mneMdurouaa, TpeOOBABIIEro TIOCNUTAIM3ALMH. B
ONMCAHHBIX CIy4asX TMAlMEHThl OOBIYHO OTBEYAJIM HA MECTHYI0 WM CHCTEMHYIO
UMMYHOCYTIPECCUBHYIO Tepalnuio U npekpamenue npuema uaruoutopa JAI1I1-4. TIpu passutuu
BOJJIbIpEN MIIM W3bsBIeHHH Ha (oHe Tepanuu npenapatoM Ourmm3a® M Tom03peHHH Ha

Oy/ie3Hslii memurona ciemyer NpekpaTuTh mpuem npenapata Onramza® u o6paTHTBCS K
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AEpMaToJIOry Ul yCTAHOBJICHHS [MarHo3a M HasHaYeHIs-COOTBCTCTBYIOMETO TICHCHIT (CM:
pasznen «llo6oyHoe aelicTBHEY).

Cepoeunaa HedocmamouHocmo

OneIT npuMeHEHHs TIIpenapaTa y MANMEHTOB ¢ CEpAEYHOM HeXOCTATOYHOCTBIO III-IV
(ynxuonansHoro Kimacca mo kinaccudpukauuun NYHA orpannden. B uccienosanun SAVOR
ObLIO OTMEYEHO HEGONBIIOE YBEIMYEHHE YacTOTH TOCIHUTAIM3ALMM MO TMOBOAY CEPACUHOIN
HEZI0CTAaTOYHOCTH B IPYyIIe CaKCATJIMIITHHA 110 CPABHEHHUIO C TPYIION U1ane6o, XOTs IPUYHHHO-
CIEJCTBEHHass CBs3b He Obula ycraHoBieHa (cM. pasmen  «®PapMakoJMHAMHKAY).
JIONOTHUTENbHBINM aHAIN3 HE BBIABMI padinuuii B d(QeKTe y NanHeHTOB C CEepLEeYHOU
HEJI0CTATOYHOCTBIO B 3aBUCMMOCTH OT (DyHKIIMOHAJIBHOIO Kjacca mo kiaccudukanun NYHA.
Crenyer cobmonaTh OCTOPOXKHOCTb IIPH IPHMEHEHHH mpenapata OHrmM3a® y marmeHToB ¢
(axropamMH pHCKa TOCHHMTAIM3ALMH MO MOBOAY CEPAECYHON HENOCTATOYHOCTH, TAKHMH Kak
cep/ieyHas HeI0OCTaTOYHOCTh B aHAMHE3€ MJIM HapylleHHe QYHKIMHM MOYeK CpedHei U TakKenoi
creneHu. [lanueHTs! 10/DKHbBI ObITh NPOUH(GOPMHPOBAHBI O XapaKTEPHBIX CHMITOMAX CEpCYHOH
HEI0CTaTOYHOCTH U HEOOXOAMMOCTH HEMEUIEHHO COO0IIATh O TAKUX CUMITOMAX.

Apmpanzua

IIpu moctperucrpaunonnoM npumeHeHnn uHruOuTopoB J(II1-4 oTMedeHsl ciyuyan Goian B
CycTaBaxX, B TOM YHCJI€ CUIbHOM (cM. pazzen «IloGouHoe neiicTBrey). YV manueHToB HaOIIOAAIO0CH
obsieryeHyue CUMITOMOB IOCNE NMPEKPAIEHHs pHeMa NpenapaTa, a y OTACIbHBIX MAlHEHTOB
OTMEYaJICid PELUAUB CHMITOMOB IPH BO30OHOBJIEHHHM NPUMEHEHHS TOTO K€ HWIJIM JIPYroro
unruduropa JII111-4. Bo3HuKHOBEHHE CHMITOMOB IOC/IE Havaia IPUMEHEHHUs IIperapaTa MOXeT
ObITH OBICTPLIM MJIM OTMEUAThCS Ha oHe [utHTeNnbHOM Tepanuu. [Ipy pa3BUTHH CHIIBHOMN GOH B
CyCTaBax CIeJyeT OLEHUTH LEIeCO00Pa3sHOCTh NPOIOJKEH S IPUMEHEHHUS NIPENapaTa B KaxI0M
OTZEJILHOM CJTy4ae.

Ilayuenmei c ocnabneHHviM UMMYHUmMEMOM

[laeHTsI ¢ 0cnabIeHHBIM MMMYHHTETOM, HAIIPUMED, MALUEHTHI, IEPEHECIIHE TPAHCTIIAHTALIHO
OpraHa, WM NallMeHThI, y KOTOPBIX JHATHOCTHPOBAH CHHIPOM UMMYHOAE(DHIIMTA YEJIOBEKA, HE
Y4acTBOBaIM B KIMHUYECKUX HCCIeoBaHMsAX mpenapara Onrimuza®. Takum o6pasoM, npoduis
3G dexTHBHOCTH 1 6€30MaCHOCTH CaKCArJIMIITHHA y 3THX NAlMEHTOB HE YCTAHOBJICH.
IlIpumenenue c mowinvimu unoykmopamu uzoepmenma CYP344

[Ipumenenue unaykropos uzopepmenta CYP3A4, takux kak kapbamasenmuH, aeKcaMeTas3oH,
GenobapbuTan, GpeHUTOMH M PUGAMIHUINH, MOXKET CHU3MTH TUNOTTIMKEMHUYECKOE eHCTBHE

npenapara Onriuza® (M. pasaen «B3anmoeHCTBHE ¢ IPYTHMH JIeKapCTBEHHBIMMU CPEIICTBAMMY).
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Jlakmo3a
[lpenapar  Onrmm3a® CONEPKHUT  JIAKTO3BI MoHoruapar. IlaumeHTsl ¢  BpOXKICHHOM
HETMICPEHOCUMOCTBIO  TallaKTO3bl, JIAKTA3HOM HEJOCTATOYHOCTHIO M  IIIIOKO30-TaTaKTO3HOM

Masbabcopbuuei He TOMKHBI IPHHUMATH TOT Mperapar.

Bimsinue Ha crnoco0HOCTh YNIPaBJASTH TPAHCIOPTHBIMH CPeICTBAMH, MeXaHH3MAMH
HccnenoBannii 1o M3yYeHHIO BIMSHHS CaKCarJMITHHA HAa CIOCOOHOCTh K  BOYXKIEHHIO
aBTOTPAHCIIOPTa U YNIPABICHHUIO MEXAaHU3MaMH HE MPOBOIUIIOCE.

Cnez[yeT YUHUTBIBaTh, YTO CAaKCATJIMIITUH MOXET BbI3BIBATh I'OJJIOBOKPYIKEHHUE.

®opma BbIIYyCKa

Tabnetku, MOKPHITHIE MIIEHOYHOM 000I0YKOM, 2,5 MI 1 5 M.

[Io 10 tabnertox B OmucTepe M3 amoOMUHHEBON (Goibri; mo 3 Onucrepa ¢ MHCTPYKIMEH IO
NPUMEHECHHUIO B KapTOHHOM Tavke ¢ KOHTPOJIEM NEPBOro BCKpbITHs. Ha Gimcrep Hamecena

nepdopanus, pazaensionias ero Ha 10 IpsIMOYTONBHBIX 30H 110 YUCITy TabJIETOK.

YeaoBusi xpaHeHus
ITpu Temnepatype He Boie 30 °C.

XpaHHUTb B HEIOCTYITHOM IS IETEeH MecCTe.

Cpok roanoctu

3 roga. He IIPUMEHATH MO0 UCTCUYCHUH CPOKa r'OJHOCTH.

Yei0Bus oTnycka

OTmyckaroT no penenty.

Baapeaeu/nepaxarte/ib perucTpAalHOHHOIO YA0CTOBEPEHHS

Actpa3eneka IOK Jlumuten, Benukobpurtanus

1 ®pencuc Kpuk Asento, KemOpumx bruomenukan Kamnyc, Kem6pumk, Benmuko6puranus CB2
0AA

AstraZeneca UK Limited, United Kingdom

I Francis Crick Avenue, Cambridge Biomedical Campus, Cambridge, United Kingdom CB2 0AA

IlIpousBoaurtens
Ipouseoocmeo zomoeoit nekapcmeeHHol hopmol

Actpa3eneka @apmacwrotukanc JIIT, CIIIA
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4601 Xaitysit 62 Uct, Maynt Bepron, nauana, 47620-CHIA:

AstraZeneca Pharmaceuticals LP, USA

4601 Highway 62 East, Mount Vernon, Indiana, 47620, USA

Dacosuwux (nepeuuHaAsA ynaKoeKa), ynakosWuK (6mopuunan (nompebumenbckas) ynakoea),
6bINYCKAIOW U KOHMPO/lb Kauecmea

Actpa3eneka FOK Jlumuten, BenukoGpuranus

Cuix Poyn busnec Ilapk, Makkiachunn, SK10 2NA, BenukoOpuranus

AstraZeneca UK Limited, United Kingdom

Silk Road Business Park, Macclesfield, SK10 2NA, United Kingdom

Opranusanusi, NPHHAMAIONIAS PEeTEeH3HH MOTPeOHTe Iei:

IIpencraButensctBo Actpa3eneka FOK Jlumuren, BenukoOpuranus, B r. Mockse u

OO0 Actpa3eneka @apMacblOTHKAI3

123100, r. Mockaa, 1-it KpacnorBapaeiickuit npoesn, a. 21, ctp. 1, atax 30, komuats! 13 u 14
Ten. +7 (495) 799 56 99

dakc: +7 (495) 799 56 98

Omnrunsa — ToBapHbIH 3HaK, COOCTBEHHOCTH IPYIIbI KOMIAHUH AcTpa3eHeka.
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