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L. UME HA JEKAPCTBEHMS TPOAYKT Kpamxa xapakmepucmuka Ha npogyxkma - [lpuaoxeHue 1
0160038
ATto3uban EVER Pharma 6’75 mg[{)’g ml UHKEKLMOHEH pasTBop KoM Pea. Ne ............. J\C’IG ........ ‘)5 .......................
Atosiban EVER Pharma 6.75 mg/0.9 ml solution for injection Paspeweue Ne . ¥ N
semamp-.. TEQ XL L0 LA
2. KAYECTBEH H KOJIMMECTBEH CHCTAB OgobpeHue Ne ...............cccucvenn.. A RS e R e

Beeku dnakon ¢ 0.9 ml pasteop cbabpika 6,75 ml atozuban (atosiban) (kato auerar).
3a MbJIHUA CIIMCHK Ha MOMOLIHUTE BelllecTBa BUKTE TouKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

HuxexumoneH pasteop (MHKeKUHS).
bucTbp, Oe3lBeTeH pa3TBOp, HECHAbPKALL YACTHLIH.
pH: 4,0 0o 5.0

4. KJIMHWYHH JAHHHA
4.1 TepaneBTHYHH NOKA3ZAHHS

Atoznban EVER Pharma e nokasan 3a 3abaBsiHe Ha Npe/ICTOALLO MPEKAEBPEMEHHO PakaaHe MpH
Bb3PAaCcTHH OpeMEHHH JKEHH C:

- PelOBHM MATOYHH KOHTPAKLIMHK C MPOABLIKHTENHOCT NoHe 30 cekyHIH npu dectota > 4 3a

30 MUHYTH

- pa3iIMpeHHe Ha MaTo4HaTa Wwuiika ot 1 10 3 oM (0-3 cM 3a Hepakaaiu KeHH) U paskpuThe ot > 50%
- Cpok Ha OpeMeHHOCTTa OT 24-Ta 10 33-Ta MbJHA recTaldoOHHa ceMuLa

- HOpMaJlHa ChpevHa YecToTa Ha rnjaojaa

4.2 lo3MpoBKa H HAYHH HA NPH.IOKEHHE

ﬂmnpoaxa

Jleuenuero ¢ Ato3znban EVER Pharma tps0ea na ce 3anousa v nofabpia OT JIEKap C ONUT B
JIEYEHHETO Ha MpPEeXk/IeBPEMEHHO PayK/1aHe.

Ato3uban EVER Pharma ce npunara HHTpaBeHO3HO B TPH MOC/IE0BATE/IHU €Tana: HauyanHa bosyc
no3a (6,75 mg), kosto ce ockilecTaBa ¢ Atozudan EVER Pharma 6,75 mg/0,9 m| urkekunonex
pa3TBOp, NocneaBaHa BeJHara oT Npoab/LKHTEHA HHBY3Ms HA BUCOKA 103a (HaToBapBalla HH(py3us
ot 300 mukporpama/min) Atozuban EVER Pharma 37,5 mg/5 ml (75 mg/10 ml) konuenTpar 3a
MH(Y3HOHEH pa3TBOP B MPOABL/LKEHHE Ha 3 yaca, Moc/Ie/IBaHO OT Mo-HUCKa J103a Ato3udan EVER
Pharma 37,5 mg/5 ml (75 mg/10 ml)koHuenTpar 3a undy3noHeH pa3rBop (nocneasaiua HHpY3Us Ha
100 mukporpama/min) 3a He noeeue ot 45 waca. [IpoabikuTenHOCTTa HA JIeYEHHETO He TpsOBa na
Haasuwiaea 48 yaca. O0wara 103a, NPUI0KEHA NO BpeMe Ha LeNUs Kype Ha JieueHHe ¢ aTo3ubaH e 3a
npeanovuTaHe aa He Haasuiasa 330,75 mg ato3ubaH.

MHTpaBeHO3HOTO NeyeHHe, KaTo ce H3Mo/3Ba HayaaHa 0oayc HHKeKLMsA, TpaOBa na 3anouxe
Bb3MOJKHO Hal-CKOPO clle/l NOCTaBAHE Ha AMarHo3aTa npe;aespeMeHHo paxkaane. Cnen
HHIKEKTUpaHeTO Ha 00NyC MHIKEKLIMS Ce MpOo/IbKaBa ¢ HHTpaBeHO3Ha WHy3us (BK. KpaTkara
XapakTepucTHKa Ha npoaykra 3a Atozubad EVER Pharma 37,5 mg/5 ml unn Atosuban EVER
Pharma 75 mg/10 m| konueHTpar 3a undy3uoHeH paszteop). B cnyyaii ye MaTouHHUTE KOHTPAKLIK

JICHYCHHE.



Cnepnara Tabnanua Nokasea NbAHK JaHHH 33 103HPOBKaTa MpH 60Myc HHKEKUMATA, TIOCNEBAHA OT
MHTpaBeHO3HaTa HHY3HA:

Etran | Joz0e pexum CropocT Ha HRDY3HA Ho3a aTo3nban

1 0,9 m! Sonyc MHKEKLMS UHTPABEHO3HO HEMpUI0KUMO 6,75 mg
B NMPOABMKEHHE Ha | MUHYTA

2 3 yacoBa HaTORapaalla 24 ml/yac (300 pg/min) 54 mg
UHTPaBeHO3HA HHdY3Ind

3 Jo 45 uaca nocnensaua 8 ml/uac (100 pg/min) Jo 270 mg
HHTpaBeHo3Ha HH{Y3HS

TloBTOpPHO NIeueHHe

B cnyuaii Ha Hy*(la OT NOBTOPHO JedeHHe ¢ aTto3ubaH, To Tpabea cbLUO Aa 3anouHe ¢ Goayc
nixekuna Ha Arozuban EVER Pharma 6,75 mg/0,9 ml uikekunoHeH pa3TBop, NOCA€ABAHO OT
uHy3ua Ha ATosnban EVER Pharma 37,5 mg/5 ml (75 mg/10 ml) xoHueHTpar 3a uHpY3HOHEH
pasTBop.

Ilayuenmu c 6v6peunu wiu veprnoOpobHU HApYUEHUR

JIuncea OMUT NI NleueHUe ¢ aTo3HOAaH NPH MALMEHTH ¢ HapylueHa QYHKUMA HA YepHUs Apod Hau
6n6peunte. [Tpu 6b0peuHo HapyleHHe € ManKo BEPOATHO Aa CE Hanara KOpHrupase Ha 103aTa, ThH
KaTo caMO MaiKa 4acT OT aro3udaH ce eKCKpeTHpa upes ypuHara. [1py nauneHTy ¢ HapyuieHa
yeproApoOHa ¢GyHKUMA, aTo3ubaH TpsaOBa Na Ce NpUIara ¢ NOBUILEHO BHUMaHHKe.

Heouampuuna nonyrayun
besonacHocTTa 1 edukacHocTTa Ha ATo3uban EVER Pharma npu 6pemMeHHH eHu Ha Bb3pacT noa 18
FOQHHH HE Ca YCTAHOREHH.

Jluncear gaHHH.

HauuH Ha npunoxeHue

3a yKka3aH#s OTHOCHO MPHUIOTBAHETO HA JIEKAPCTBEHHMA MPOAYKT NpPeIH NPUIOKEHHE BHKTE TOUKa 6.6.
4.3 IlpotuBonoxkasanHHs

Ato3nbaH EVER Pharma He TpaGBa aa ce H3MO/I3Ra NPH CNEIHHTE ChCTOAHMA:

- Cpok Ha GpemeHHOCTTa MOA 24 Wnu Haa 33 bJIHK FeCTALIMOHHK CEAMHLIM

- [pexknespeMenHo nykBaHe Ha Mexypa > 30 ceaAMHLH OT OpeMeHHOCTTa

- AHOManHa cbpaeyYHa YeCTOTa Ha NIoAa

- MaToueH KpeBOM3INHUB Npeau pajkaaHeTo, Hanaraul He3abaBHO paxaaHe

- Exnamncua 1 Texka npeexnamncus, Hanarama paxaaHe

- ByTpemarouna cMBpT Ha nnoga

- CbMHEHHe 32 BbTpEMaTOYHA UHDEKIIRA

- lNpennexawa nnaneHra

- OTneneaHe Ha niaueHTaTa

- BcHukn Apyru cbCTOAHHA Ha MalikaTa WM 044, IIPH KOHTO NPOABLIKABAHETO HA OPeMEHHOCTTA €
PHCKOBO

- CBpBXUYBCTBHTEIHOCT KbM AKTHBHOTO(MTE) BEIIECTBO(A) WIIH KbM HAKOE OT MOMOLIHHTE BELLECTBA,
H30poeHH B Touka 6.1,

4.4 Cnennaann npexynpexieHHs H NPeRNAHA MEPKH NPH yNoTpeba

Korato ce u3nonssa ato3ubaH NpH MallHEHTH, PH KOHTO HE MOXKE A C€ U3KNIOUH
NPEKACBPEMEHHOTO MyKBAHE HA MEXYPA, N0J13aTa OT 3abaBsiHE HA PAXKAAHETO TPAOEA A3 of
CMPAMO MOTEHLIHANHHA PHCK OT XOPHOAMHHOHMT.



JIMncea onuT npu IedeHre ¢ aTo3vbaH NpU NaLKeHTU ¢ HapyweHa GyHKUHA Ha HyepHua Apod Wnu
6n6peumTe. [Ipn 60peuHO HapylUEHHE e MANTKO BEPOATHO J1a ce Hanara KOpMrupaHe Ha 103aTa, ThiH
KaTo caMO Maika 4acT OT aTo3ubaH ce exckpeTvpa B ypuHara. [Ipn naumeHTH ¢ HapyLuexa
yepHoapoGHa PyHKLINS, aTo3ubaH TpAGRa Aa ce NpUara ¢ NOBMIIEHO BHUMAHHE {BX. TOUKH 4.2 1
5.2).

Mma camo orpaHHyeH KIMHUYEH OIHT B H3NOJI3BAHETO Ha aTo3HbaH NpH MHOroroaHa 6peMeHHOCT
WIH B Ipynara ¢ recTalMOHHA Bb3pacT MeXAy 24 u 27 ceqmuuM, nopaau MankHs 6poii nexkysanu
naLueHTH. 3aTOBa M Non3aTa OT aTo3MbaH NpH TE3W NOArPYMH € HEYCTAHOBEHA.

[ToeTropHoTO Neuenue ¢ Atozuban EVER Pharma e Bx3M0OXKHO, HO HMa caMO orpaHHyeH KAMHHUEH
OIHT C MHOTOKPATHO TIOBTAPSLLM CE€ NEUEHUS - 10 3 NOBTOPHH JieueHUs (Bx. Touka 4.2).

B cnyuaii Ha BETpeMaTouHO 3a0aBsHe Ha pacTexka, PeleHHETO A Ce NPOABL/KH HITH HAHOBO /13 Ce
3anoyHe NpriokeHHeTo Ha Ato3nban EVER Pharma zasucH oT npeueHkara 3a 3penocTTa Ha niona.

TpaGea na ce 0O6CbAH MOHHTOPUPAHE Ha MATOYHWTE KOHTPAKLUMH M CbpAEYHATA YECTOTA Ha M710Ja Mo
BpeMe Ha NPUNAraHeTo Ha ato3udaH B ciyyai Ha MOCTOSHHHU MAaTOYHH KOHTPaKLMH.

Kato aHTaroHuct Ha OKCHTOLMHA, aTO3H0aH MOXe TEOPETHYHO Aa GnaronprUaTCTBa MaTOuHATA
penakcallis M KbPBEHETO Cllell paXIaHeTo W 3aToBa TpaOBa Na ce npocaenssa Kpbeosaryfara cnen
pakaaHe. HepoctaThb4HH MaTOUHW KOHTPAKLUMHK clel paxaaneto obaue He ca HabmioJaBaHu Mo BpeMme
Ha KITMHHYHUTE NPOYUBAHUS.

H3eecTHO €, 4e MHOTONNOAHATa GPEMEHHOCT H IEKAPCTBEHUTE NPOAYKTH ¢ TOKONHTHYHO OeHCTBHE,
K4TO Ka/JLMEBHTE aHTATOHUCTH W OeTaMHMETHLIMTE, CE& CBBP3BAT ¢ NOBHILEH pUck OT Genoapobex
otox. ETo 3amo ato3uban TpaGea a ce W3INO3REa NPeANasAMBO B CJIyUaid HA MHOTOMIOAHA
OpeMeHHOCT U/UITH CHITBTCTBRALLO NPUIOKEHHE Ha APYTH NeKapCTBEHH NPOAYKTH ¢ TOKOMHTHHHO
He#cTBue (BK. TOYKa 4.8).

4.5 BianmopeilcTBHE C APYIH JIeKAPCTBEHH NPOAYKTH H ApYrH popMH Ha B3aHMoaeiicTBHe

Manko BeposTHO € aTo3ubaH Ja yyacTBa B LMHTOXpOM P450 MenuupaHuTe nekapcTeeHn
B3aMMOICHCTBHA, Thil KATO in Vifro NpoyvBaHHA ca NokasanM, 4ye ato3nbaH He e cybcTpaT Ha
cucTemaTa LUMTOXpoM P450 1 He nexubHpa nekapcTeo MeTabonusMpalinTe UMTOXpoM P450 eH3umu.

[poBenenu ca npoyuBaHus 3a B3auMoaeHcTBHe ¢ nabeTanon ¥ SeTaMeTa3oH NPH 3ApaBH J0GPOBOAKH.
He e ycTaHOBEHO KIHHHYHO 3HAUYHMO B3aMMOEHCTRHE MeXIy aTo3nbaH U GeTameTasoH WK
saberanon.

4.6 @eprTnauTET, DPEMEHHOCT H KLpMeHe

ATo3nban Tpabea 1a ce M3MOJI3Ba CAMO KOrato € AHarHOCTHUMPAHO NPeKAEBPEMEHHO PaKAaHE
mexay 24 u 33-ta mbaHK ceaMUUM Ha OpeMeHHOCTTa. AKO T10 BpeMe Ha OpeMeHHOCTTa JKeHaTa Beve
KbPMU IpYro AeTe, TO KbpMEHETO TpsbBa na Obae NpeycTaHOBEHO NO BPEME Ha JIEYEHHETO ¢
Atozuban EVER Pharma , T karo 00pa3yBaHeTO Ha OKCHTOLMH IO BPEME Ha KbPMEHETO €
BB3MOXKHO Ad 3aCH/IH KOHTPAKTHITHTETA Ha MaTKaTa H MOXe Aa NonpeyH Ha eekTa Ha TOKONHTHYHATa
Tepanus.

[p# kaMHWYHHTE NpoyuBaHKMA ¢ aTo3uban He ca HabmoaaBaHK eheKTH BLPXY KbpPMEHETO.
YcTaHOBEHO €, He MajKd KOJTMHeCTBa aTo3HbaH NpeMHHaBaT OT MJIa3Mara B KbpMaTa Ha KbPMauKH.

[IpoyuBanus 3a emOpuO-(eTanHa TOKCHYHOCT HE €a MOKA3aIH TOKCHYHH ediekTH Ha aTo3uban. He ca

Touka 5.3).




4.7 EdexTn pppxy cnocofnocTTa 32 modHpaHe # paboTa ¢ MAIMHK

Henpunoskumo.

4.8 Hexenaun JekapcTBeHH peakUHH

Bb3MOKHH HeKeNaHH peakunH Ha aTo3ubaH ca onucary 3a Maikara rno BpeMe Ha M3Moa3BaHeTo Ha
ato3ubaH B yCNOBHATA HA KIMHMYHKM NpoyuBaHHs. [IpH WIHHHYHHTE NPOYYBAHHS HEXENIAHH peakLMH
ca ce npoABKAM 061110 npH 48% OT NnauMeHTKUTE, JeKyBaHH ¢ ato3nbaH. B noseyeto cay4an
HeXeNnaHuTe peakuMu ca 6un neku. Haili-uecTto noknaaeaHaTa HEKENlaHa peakuds nNpH Maikara e

raaene (14%),

Mo oTHOWIEHHE HA HOBOPOAEHOTO, KIMHHYHHTE NPOYYBAHUA He MOKA3BaT HAKAKBH CNEUHPHYUHH
HeXeNaHd peakUWH Ha ato3ubaH. CnyuauTe ¢ HeXXENaHH PeakLMH OT CTpaHa Ha HOBOPOAEHOTO Ca
UM OT MOPAALKA HA HOPMATHATA BapHaLUA U ¢a GWUNH CPaBHUMM 110 YECTOTA ¢ rPYMUTE, TPETHPARK
¢ mnauedo U GeTaMUMETHLM.

UecToTaTa Ha HEXKENAHUTE PEAKLIHH, [IOCOUEHH NO-A0Y, € ONpeAeNeHa Mo clieAHaTa KOHBEHLNA!
MHoOro yecth (= 1/10), uectu (= 1/100 po < 1/10), Heuectu (> 1/1000 no < 1/100), peaxu (= 1/10 600
a0 < 1/1000). Ipu Bcakoe rpynypaHe B 3aBUCHMOCT OT UECTOTATA, HEXKENAHHTE PeaKLHH ce H3bpoasaT
B HH3XOZALL pell MO OTHOLLEHHE Ha TAXHATA CEPHO3HOCT.

etheKTH Ha MACTOTO Ha
MpHAOKEHHE

Ha HHXXCKTHpaHe

CHeTemo-oprannn Mmuoro yecTn [MectH HetecTn Peaxu
kaacose no MedDRA
(COK)
HapylleHus Ha HMyHHaTa AnepriuvHa peaku1s
cHcTemMa
Hapymenus na Xunepriavkemus
meTaGonusmMa U XpaHeHeTo
IMcuxuunu HapylweHns BescbHue
Hapywenusa Ha HepBHATA ['naBoGonue,
CHCTEMa 3aMasHOCT
Covpaeunu HapyleHHs Taxukapaus
CbaoBH HapyuieHHS XunoToHus,
ropeLUH BbAHK
CroMalHo-4peBHH lapene [Moepbinane
HapyleHHA
Hapyuienna na koxara u Copbex,
MNOAKOXKHATA TBKaH obpus
Hapylwenus Ha MaroueH
BB3MPOH3BOAMTENHATA KPbBOH3/UB,
CHCTEMA H MbpaHTE aTOHKA Ha MaTKaTa
OOLH HapylIeHHS H Peakuua Ha macToTo |[Inpexchs

IMocTMapKeTHHIOB ONKHT

Cnepn nyckaHe Ha nazapa ce cboOLIaBa 3a pecnupaTopHH CHONTHA KAaTo AUCNHES U Beroapoden OToK,
0¢06eHO BbB BPB3Ka ChC CHITBTCTBALIO NPHIOKEHHE HA APYTH JIEKAPCTBEHH NPOAYKTH ¢ TOKOJIHTHUYHO

RENCTBHE, KATO KaJILUHEBH GHTATOHHCTH W DeTAMHMETHLH W/ HIH NpH }KEHHU ¢ MHOIOIIIOAHa

OpeMeHHOCT.




Cpofuiapate HAa NONO3UPAHH HENENAHRK PEAKIHH
CrobluaBaHeTo HA NOJOZHPAHH HEKEeNaHW PeakLlHH CleR paspeiuaBaHe 3a ynotpeba Ha lekapcTBEHHA

NPOAYKT € BaXKHO. TOBa NO3BOAARA 1a NPOABIKH HAOTIOAEHHETO HA CLOTHOLIEHUETO NOMT3a/PUCK 32
nekapcTBeHus npogykT. OT MEAWUHMHCKATE CTIEUHATHCTH Ce H3UCKBA Aa cbobluaBaT BCAKa
Noro3NpaHa HeXenaHa peakuus Ha:

HanenHuTENHa areHUUs NIO JiekapeTBaTa

yn. ,.JlamaH I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcait: www.bda.bg

4.9 Ilpeaosmpane

Crobuiaear ce HAKOMKO Cly4au Ha npeno3upane ¢ atoaubaH, kouTo ca 6unn 6e3 HAKakBH
cneundryHU NPOSBH KM cuMnTOMH, Hama cneuuduuHo nedeHue B cnyua¥ Ha npeno3upaHe.

5. @®APMAKOJIOTMYHH CBOICTBA
5.1 dapMakoIHHAMHYHH CBOHCTBa
dapmakoTepanesTH4Ha rpyna: Jpyru runekonoruuns cpeacrsa, ATC koa: G02CX01

ATto3n6an EVER Pharma cuhabpxa atosu6an (INN) — cuutetHuen nentua ([Mpa', D-Tyr(Et)?,
Thr*,0rn?]-oxytocin), KO#HTO & KOHKYPEHTEH AHTArOHHCT HA YOBELIKHA OKCHTOLMH Ha PELENITOPHO
HuBo. I1pH NIbX0BE H MOPCKH CBHHYETA € YCTAHOBEHO, He aTo3H0aH ce CBbp3Ba C OKCHTOLIMHOBHTE
PEUETOPH, HAMANABA YECTOTATA HA KOHTPAKLIWMTE W TOHYCA Ha MATOUYHATa MyCKYNaTypa, KoeTo BOAH
[0 NMOTHCKAHE HA MATOYHHUTE KOHTPAKLMK. YCTAHOBEHO € ChILO, Ye aTo3MbaH ce CBbp3Ba ¢
Ba30NPECHHOBUTE PeLeNTOPH, KaTo HHXHOHpa edekTa Ha BazonpecHHa. [TpH ekcnepUMeHTanHU
AMBOTHH aTo3HGaH He NPOABABA ChPACUHOCHIOBH eheKTH.,

[pu xopa aTo3zubaH B NpenopBLUMTENTHATA 1033 MOTACKA MATOYHHTE KOHTPAKLIMH MpH
NpeXIeBPEMEHHO paXkaHe M BOAM A0 CECTOAHHE HAa NOKOH Ha Ha Markara. Hayanoto Ha MaTouHaTta
penaxKcauMs HacTeNBa OBP30 Cled NPUIOKEHHETO Ha aTO3H0aH, MATOMHHTE KOHTPaKLUWH HAMANABAT
3HAUMTENHO cnea He noseve oT |0 MHHYTH, KaTO ce NocTHra TpaHHO ChCTOAHHE Ha TIOKOH Ha MaTKaTta
(< 4 xoHTpakUMK/uac) 3a 12 yaca.

KnuununwTe npoyusatins b ¢asa [l (CAP-001 npoyuBanna) BkNOUBaT naHHH OT 742 3X€HH, KOHTO
€a C AWarHo3a NpexneBpeMeHHO pakaaHe Ha 23-33-Ta ceaMuLa oT OpeMeHHOCTTA H ¢a
PAHAOMHM3HPAHHU Aa NOMy4aBat aTo3H0aH (CBLINACHO YKA3aHUATA 32 NPHAOKEHHE B TO3W AOKYMEHT)
MM [3-aroHHCT (¢ THTPHPAHE Ha 103aTa).

[NepBrYHa KpakHa TOUKA: MbPBHYHHAT Pe3yNTaT 3a €(PHKACHOCT € MPOLEHTLT Ha KEHUTE, 3a1bpXatH
OpeMeHHOCTTa CH, NPH KOUTO He € Ouna HeoOXoauMa anTepHAaTHBHA TOKO/IH3A B TEYEHHE HA 7 IHH OT
3anoyBaHe Ha neveHHero. JlaHHuTe nokasear, 4e 59,6% (n=201) n 47,7% (n=163) oT nekyBaHHTE
CBOTBETHO C aT03ubaH H ¢ B-aronunct xeHr (p=0,0004) He ca POAHIH W HE Ca MIUCKBAITH
anTepHaTHBHA TOKOJIH3a B TeUeHHE Ha 7 IHH OT 3aN0YBaHe Ha NeyeHHeTo, BONIHHCTBOTO OT
cnydaMTe Ha Heycnex oT JedeHnero npu CAP-001 ca Gunu npHYHHEHH OT NoLaTa NOHOCHMOCT.
CnyuanTe Ha Heycnex OT JIeYEHHETO, MPHUYHHEH OT HELOCTAaThbUHA €PUKACHOCT ca GHan
craTHcTHYeckH 2Hauumo (p=0,0003) no-4ecT npu nekyeanuTe ¢ aroznban (n=48; 14,2%), oTkONKOTO
npH nexkyBaHure ¢ B-aronuctu (n=20; 5,8%).

B pamkuTe Ha npoyusanuara CAP-001, sepoaTHocTTa OT 3aabpikaHe Ha GpeMeHHOCTTa, Ge3 aa ce
Hanara NpHEM Ha anTepHATHBHH TOKOMMTHUM B TedeHHe Ha 7 IHH OT 3aN0ousaHe Ha JIeYEHHETO €
€7IHAKBA 34 JIEKYBaHUTE ¢ aTO3U0aH U ¢ HETAMHMETHLIM XEHH ChC CPOK Ha DpeMeHHOCTTa O
recTauMoOHHH ceamuun. Tasu Haxoaka obaue ce 0OCHOBaBA BLPXY MHOMO Maibk Gpoii HaG)
ciy4an (n=129 nauueHTH). ’




BTOpHuHK KpaiiHH TOMKKW: BTOPHYHUTE NOKA3aTEeNH 332 €pHKACHOCT BKJIIOYBAT MPOLEHTLT HA JKEHMTE,
3anbpkand 6peMeHHOCTTA CH B NpoabkeHHe Ha 48 yaca ot 3anousaHe Ha neueHWeTo. Hama pa3nuka
NO OTHOLUEHWE Ha TO3ZH MOKa3aTesl MEXAY IpyNuTe Ha ato3ubaH M Te3n Ha OETAMHMETHK.

CpenHara (CTaHAAPTHOTO OTKIOHEHHE) recTauMOHHATA Bh3pacT MpH paxpaHeTo e OHa e1HaKBa H
npu aeete rpynu: 35,6 (3,9) u 35,3 (4,2) ceaM1UM CHOTBETHO NpH IPyIHTE Ha aTto3ubaH W Ha P-
aronucT, (p=0,37). XocnuTanu3aumuTe B HHTEH3HBHO HEOHATONOruuHo otaeneHue (NICU) ca 6unn
paBHH W NpH ABeTE NEKyBaHH rpynH (npubnunsutenHo 30%), KakTo M NPOABIKHTEIHOCTTA HA NpecTos
W Ha KOMaHJHOTO guiane. Cpeanara CTOHHOCT (M CTaHAAPTHOTO OTKIOHEHHWE) Ha TErNOTO NPH
paxaanero e 6una 2 491 (813) rpama B rpynata Ha atozuban u 2 461 (83 1) rpama B rpynara Ha B-
aronuct (p=0,58).

Pesynrature 3a mnona v MaiikaTa He ca NOKa3aiM ABHH PasiHuMA MEXKAY IPYTIHTE Ha aTo3W0AH H Ha
B-aroHKUCT, HO KITHHHYHKUTE NPOYHBAHMA HE €A HMAIM JOCTATBYHO FONAMA CTATHCTHYECKA MOLLHOCT,
3a 12 M3KNIOUAT Bb3MOXKHA Pa3fiHKa.

Ot 361 xeHK, nekyBaHH ¢ aTo3ubaH npu npoyusanusTa sbB ¢aza [1, Ha 73 e npunokeHo noxe
BEJHBXK NOBTOPHO leveHHe, Ha 8 ca Gunu HanpaBeHW NOHe 2 MOBTOPHH NeveHus 1 Ha 2 ca Ounu
NPUIOXKEHH 3 MOBTOPHH JleveHH (BXK. To4ka 4.4).

Twii kaTo He e ycTaHoBeHa GezonacHOCTTa M eUKACHOCTTa Ha aTo3MbaH B YC/I0BUATA Ha
KOHTPO/IHPaHK PAHAOMMH3UPAHU NPOYUBAHHS BLPXY XeHU ¢ OPEMEHHOCT Ha MO-MaJlko OT 24 NbAHK
reCTauMOHHH Ce/IMHLIH, He C€ MPenopbypa 1EUEHHETO HA Ta3M rpyNna NauHeHTH ¢ aTo3ubaH (BX. Touka
4.3).

B eaHo nnauefo-KoHTPONUpaHO Npoy4YBaHe, CbOTHOLUEHHETO Ha NMOKA3aTENA CMBPTHOCT NPH
naoa/HosoponeHo e 5/295 (1,7%) npu rpynara na nnaue6o u 15/288 (5,2%) npu rpynaTa Ha
aTto3ubaH, KaTo JBa CAy4ad ca HACTBMNWIH Ha 5- W Ha 8-MeceuHa Bb3pacT. Eaunanecer ot 15-Te
cIiydas Ha CMBPTHOCT B 'pynaTa Ha aTo3u0aH ca HacTbNHIK NPH GPEMEHHOCTH B reCTaUMOHHA
Bb3pact ot 20 10 24 ceAMHLM, HO B Ta3H NOArpyna pasnpeaeieHHeTo Ha NaUHEHTHTE He € Ouno
enHakeo (19 sxeHd Ha aTo3ubaH H 4 Ha nnaue6o). [TpH keHH B recTalMOHHa Bb3pacT Haa 24 ceAMHLIH
He ¢ HabnroAaBaHa paznvka B 4ecToTaTa Ha cMbPTHOCTTa (1,7% npH rpynata va nnaue6o w 1,5% npu
rpynara Ha aTtosubaH).

5.2 @apmMaKoKHHETHMHH cBoiicTBa

[pn 3npaBu HeGpeMeHHH yYaCTHHUKH, [0MyYaBatin vH$y3uu ¢ atozuban (10 zo 300
MUKpOTpaMa/min B NpoAb/KEHHE Ha 12 Yaca) nia3MeHHTe KOHLEHTPALUUWH B CTALIHOHAPHO ChCTOSHHE
€€ MOBHLIABAT MPONOPLUHOHANHO HA [103aTa.

YetaHoBeHO €, 4€ KIIHPBHCET, 0bemMbT Ha pasnpeacicHHe N NNasMCHHUAT NOMYHKHUBOT HE 3aBHCAT OT
Ao3ara.

[1pH 3eHu ¢ NpexxaeBpeMeHHa POAOBA JeHHOCT, NONyYaBalld aTo3uGaH ypes HHpY3HA

(300 Mukporpama/min B npoAb/pkeHHe Ha 6 A0 |2 vaca) Mia3MeHHTE KOHLIEHTPAUMH B CTALIHOHAPHO
CBLCTOAHHE CE€ AOCTHraT B TeHeHHe Ha | uac o 3anousane Ha MHQYy3uaTa (cpeaHo 442 £ 73 ng/ml ¢
rpaHuum ot 298 no 533 ng/ml).

Cnen 3apbpLIBaHe Ha MHOY3UATA NIA3MEHATA KOHLEHTPauKA Gbp30 HaManasa ¢ HayaneH(t,) H
TepMHHAanNeEH (t3) Na3MeEH NOMyKUBOT ¢LOoTBeTHO 0,21 £ 0,01 u [,7 + 0,3 yaca. Cpeauara cTOWHOCT Ha
knupbHea e 41,8 + 8,2 /h. Cpennara croiiHocT Ha 06ema Ha pasnpenenerue € 18,3+ 6,8 1.

CrenenTa Ha CBbLP3BaHe Ha aTo3HOaH ¢ NAa3MeHHTE NPOTEHHH NpH GpeMeHHH xeHH e 46 a0 48%.
€ H3BECTHO Janu ceoboaHaTa (pakiudg B KOMNAPTUMEHTHTE HA MalikaTa W NAoJa ce pasfiny
CHLIECTBEHO. ATO3HOAH HE Ce pasnpenens B €PUTPOLIMTHTE.




ATo3ubaH npemMunasa npes nnaueHtarta. Cnea uHpysna Ha 300 mukporpama/min nNpu 3apaBH
OpeMeHHM )KEeHH Ha TEPMUH, ChOTHOLWIEHHWETO Ha KOHLEHTPALHATA Ha aTO3HOaH B NloAa M MaiikaTa e
0.12.

JBa MeTaGonuTa ca noeHTHPHLMPAHH B TU1a3MarTa M ypHHaTa Ha Xopa. ChOTHOWIEHHETO HA OCHOBHUA
meTabonut M1 (des-(Om?, Gly-NH, %) -[Mpa', D-Tyr(Et)?, Thr*]-oxytocin) kbM KOHUEHTPaUUHTE Ha
ato3uban B nnasmara € 1,4 v 2,8 chOTBETHO Ha 2-7 yac U B kpas Ha HHGy3uaTa. He e u3BecTHO nanu
M1 ce HaTpynpa B TbkaHHTe. ATO3H0aH € OTKPHT B MAIKH KONM4ECTBA B YPHHATA, HEroBaTa
KOHLIEHTpPaLiHg B YPHHATA € OKoo 50 MbTH Mo-HUCKa, oTkonkoTo Tasn Ha M. He e u3Becten
OTHOCHTENHHAT JAN HAa ETHMHHHPaHHA ¢ U3MpakHeHUATa aT03u0aH. OcHOBHUAT MeTabonnt M1 ¢
npubausurento 10 mbTH No-cnabo aKTHBEH B CpaBHEHHE € aTO3HOAH MO OTHOLIEHKE Ha
HMHXHOHpaHeTO Ha HHAYLMPAHHTE OT OKCHTOLIMH MATOYHH KOHTPaKUMH in vitro. Metaboantst M1 ce
€KCKpeTupa B Kbpmara (BX. Touka 4.6).

Jluncea onwuT Npy NeveHue ¢ ato3nbaH NpH NALMEHTH ¢ HapyuieHa QyHKLUMA HA YepHHS apob WK
6b6peumTe. INpn 6B0peuHO HapylUEHHE € MaTKO BEPOATHO 12 C€ Hanara KOpUrupaHe Ha 103aTa, Thil
KaTo caMo Majka 4acT OT aTozH0aH ce ekckpeTupa B ypuHara. [Ipy nauieHTH ¢ HapyLieHa
yepHoapobHa $pyHKUuMi, aTo3ubaH TpadBa Aa ce NMpuiara ¢ NOBKLICHO BHUMAHHE (BXK. TOUKH 4.2 1
4.4},

He e u3BectHo panm atosuban uHxuGHpa uzodopMuTe Ha LuToXpom P450 B uepHua npob npu xopa
(Bx. Touka 4.5).

5.3 TIpeaxinHHYHH JaHHH 32 Ge3onacHoCcT

He ca HaGnogaBaHu CHCTEMHH TOKCHYHH €eKTH MO BpeMe Ha ABYCeAMHYHH Npoy4BaHHs 3a
TOKCHHYHOCT Cliefl BEHO3HO TIPMACKEHHE (NMpH MIbXOBE W KyveTa) B A03H, KOUTO ¢a npudnunsutento 10
NbTH MO-BHCOKH OT T€paneBTHYHATA 1032 TPH XOpa H MO BpeMe Ha TPHMECEUHH NMpOoyUBaHUS 34
TOKCHYHOCT MpH TUrbXoBe W KyHdeTa (ao 20 mg/kg nHesHO nonkokHo). Haki-Bicokara qo3a atoznban
MOAKOMKHO, KOATO HE MpeIH3BUKBA HAKAKBH HEXENaHH eeKTH € MpUONU3HTENTHO Ba ITBTH (10-rosIMa
OT TE€paneBTHYHATa 103a MpH XOpa.

He ca npoeexaaHn npoydBalys o OTHoLIeHHe Ha (GEPTHINTETA H PAHHOTO EMOPHOHANTHO Pa3BUTHE.
[Tpoyusanus BLpXY penpoayKTHBHATA TOKCHMHOCT © MPHIATaHE HA JO3H OT MOMEHTA Ha
MMIUIaHTHPaHE JO KbCHHTE CTaAWH Ha OpeMeHHOCTTa He NokazBat epekTH BbpXy MaiKuTe U
ROTOMCTBOTO. EXCAO3MUMATA HA NNOAA NPH MTEXOBE € OKOJ0 4 TBTH NMO-BHCOKA, OTKOJIKOTO
EKCHAO3HLUHMATA Ha NN0Ja NO BPEME HA MHTPABEHO3HA HH(Y3UA NpHA keHH. [IpoyuBaHuaTa rnpu
JKMBOTHH NOKA3BaT NOTHCKAHE Ha MaKTalMATA, KAKTO C& OYaKBa BCNEICTBHE HA MEXHOWpaHe Ha
JEeHCTBHETO Ha OKCHTOLIHHA.

TIpn in vivo w in vitro TectoBe aTo3udaH He NMoOKa3Ba JaHHH 32 KAHLEPOreHHA WM MYTareHHa
AKTHBHOCT.

6. PAPMAINEBTUYHH JAHHH

6.1 Cnuchk H2 NOMOIKHATE BelecTBA

MannTon

XnoposoropoaHa kucennHa 1M (3a kopekuua Ha pH)
Harpues xuapokcun (3a kopekuus Ha pH)

Bopna 3a HHkexUUH

6.2 HechBMECTHMOCTH

IIpn nunca Ha Npoy4BaHHA 32 HECHBMECTHMOCTH TO3M JIEK2PCTBEH NPOAYKT He TpAbBpa 1
JApPYTH NEKapCTBEHH MPOIYKTH.




6.3 Cpox Ha rogHoer

3 roaunuu.

[TpoayxTbT TpabBa Aa ce HINON3Ba BEAHAra CJIE] OTBAPAHE Ha ¢U1aKOHa.

6.4 CneunalHH YCJI0BHA HAa CbXpaHeHHe

Ha ce cbxpanssa B xnagunuvk (o1 2°C no 8°C).

Ja ce cbxpaHsRa B OpUrHHaNHaTa OTIaKOBKA, 3a 1a Ce MPEANasy OT CBETIIHHA.

3a yCIOBUATA HA ChXPaHEHHE Cliell MbPBOHAYATHO OTBapAHE Ha JIEKAPCTBEHHA MPOAYKT BUKTE TOUKA
6.3.

6.5 BHA H chARpXKAHHE HA ONAKOBKATA

EanH dnakoH WHKeKUHOHEH pasTeop cbabpxka 0,9 ml pasteop, orrosapaw Ha 6,75 mg atozuban.
Be3upetHn cTbknenn $iakonu (2 ml, Tun I), 3aneuataHu cbe cHBa HenokpuTa GpomobyTUiosa
ryMeHa 3anylanka, THI [, 1 OTUYTIBALIO CE Karaue OT MOMHMPONKITEH W aTyMHHHI.

Eana onakoska cvabpxa | nakos ot 0,9 ml.

6.6 CnenHanHH NpeANAIHH MEPKH MPH H3XBLPJAHE H padoTa

[Tpean npunarane pnakoHuTe Tpabpa na ce OrfleAaT 3a HAMMYHETO HA HYACTHLIM HH NPOMAHA HA
LBeTa.

[puroTedHe Ha Ha4anHATA HHTPABEHO3HA HHIKEKLIMA:

Harernere 0,9 ml ot dnakoHa c eruker 0,9 ml Arozuban EVER Pharma 6,75 mg/0,9 ml
MHIKEKLIMOHEH pa3TBOp H NpuioxeTe 0aBHO cTpyHHO BeHO3HO (DoNyc) B MpoabIKEHHE HA €IHA
MHHYTa N0/, BHUMAaTeNeH Haa30p Ha JieKap B poauiHo otgeneHue. Atosuban EVER Pharma
6.75 mg/0,9 ml nixekunoHeH pasTeop Tpabpa aa ce H3NON3BA BeJHAra.

Heunznon3saHuAT nekapcTBEH NPOAYKT WIH OTNaAbYHHTE MaTepHali oT Hero TpabBa Ja ce H3XBLpAAT

B CHOTBETCTBHE ¢ MECTHHTE M3HCKBaHUA.

7. NPHTEXATEJI HA PAZPEILNEHUETO 3A YIIOTPEBA

EVER Valinject GmbH

Oberburgau 3

4866 Unterach am Attersee

ABCTpHA

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEEA

Per. No: 20260035

9.  JATA HA ITbPBO PA3ZPEINABAHE/TIOJHOBABAHE HA PASPEIUEHHETO 3A
YIIOTPEGA

Mlata Ha mepBo pazpewapane: 30 sHyapu 2026

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
01/2026




