KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA / TR J. O/l

1. HMME HA JIEKAPCTBEHHS IPOJAYKT cever  Uh-03-

[lemerpekcen Canao3 25 mg/ml KOHUEHTpAT 3a HHPY3HOHEH pa3TBOP
Pemetrexed Sandoz 25 mg/ml concentrate for solution for infusion

2. KAYECTBEH 1 KOJIMMECTBEH CHCTAB

Bceku 1 ml koHUEHTpaT 3a HHDY3HOHEH pPa3TBOP ChAbPXKA 25 mg nemerpekcen (pemetrexed) (kaTo
neMeTpeKce AMHATPUEB XeMUIIEHTAXUapar) (as pemetrexed disodium hemipentahydrate).

Bceku ¢uiakoH ot 4 ml ceabppaka 100 mg nemerpekcen (kaTo nemMeTpexkce JUHATPUEB
XE€MHUIEHTAXU/Apar).

Bceku drakon ot 20 ml ceabnpaxa 500 mg nemerpekcen (KaTo neMeTpekce] JHHATPHEB
XE€MHUINEHTaXK/Apar).

Bceku ¢nakon ot 40 ml ceabpka 1000 mg nemerpekcen (KaTo rnemMerpekcen IMHATPUEB
XEMUIIEHTaxuapar).

IIoMOLIIHM BeleCTBAa C U3BECTHO NEUCTBHE
Bcexku ml koHueHTpar 3a uHY3uMOHEH pa3TBOp chabpxka 2,78 mg (0,12 mmol) HaTpuii.
Bcexu ml koHUEHTpaT 3a MHDY3HOHEH pa3TBOP chabpxka 50 mg NMpOnUIEHIJIMKON.

Bceku ¢nakon ot 4 ml ceaspxka 11,12 mg (0,5 mmol) HaTpuii, ekBuBaneHTHH Ha 0,6% ot
npenopbyaHus oT C30 MakcUMalieH IHEBEH MPUEM OT 2 g HATPHIiA 3a Bb3pacTeH.

Bceku ¢nakoH ot 4 ml cpabpka 200 mg nponuiIeHrIMKo.

Bceku dnakon ot 20 ml ceabpka 55,6 mg (2,4 mmol) HaTpuid, ekBUBasieHTHH Ha 3% oOT
npenopbyaHusa oT C30 MakCUMaseH AHEBEH MPHEM OT 2 g HaTPHH 3a Bb3PaCTEH.

Bceku dnakon ot 20 ml ceaspxka 1000 mg nponuneHriIKukon.

Bceku dnakon ot 40 ml ceaspxka 111,2 mg (4,8 mmol) HaTpuii, ekBuBaJIeHTHH Ha 6% OT
npenopbyaHus oT C30 MakCUMasIeH JHEBEH MPUEM OT 2 g HaTPUM 3a Bb3PacCTEH.

Bceku ¢pnakon ot 40 ml ceabspka 2000 mg nponMIEHTTHKOJI.

3a MbJIHKAA CMTUCBK Ha MOMOIIIHHUTE BELIECTBA, BUXXTC TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

KoHueHTpaT 3a HHQY3UOHEH pa3TBOP

buctsp, 6e31uBEeTEH 0 XKBJIT WIH XKBJITO-3€JIEH Pa3TBOP.
Pa3TBOpPHT Ha NMpakTHKa € 6€3 YaCTULIM.

pH Ha pa3TBopa e 8,0 — 9,0.




4. KJIHAHHYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

Manurued IICBPAICH MC30TCTHOM

HEMCTPEKCB,[[ CaHpgo3 B KGMﬁHHaIHle € UMCIUIATHH € TTOKAa3aH 3a JICHCHHEC Ha HCHIOQJICXKALl Ha
PE3CKUINUA MAJTHTHCH TUICBPAJICH ME30TCIIHOM TPH NAaillHCHTH, HA KOUTO 1O MOMECHTA HE € TNpW/iaraHa
XHMHOTCPAIIHNA.

HenpebHokierbUeH pak Ha Henus apob

[TlemeTpexcen Canno3 B KOMOMHALIMA ¢ LIMCIVIATHH € NMOKA3aH 3a JICYEHHWE OT ITbpBa JIMHHA Ha
MALMEHTH ¢ JOKATHO aBAHCHPA/I MJIM METACTATHUYCH HeApeOHOKIeThYEH paK Ha Genud apob ¢
Pa3InyHA OT NMPEAUMHO CKBAMO3HOKJIETbYHA XUCTOAOTHA (BX. TOYKA 5.1).

[lemeTtpexcen Canno3 € nokasaH 3a MOHOTEPaNUA NMpH MOAABPKAILO JISUEHHE Ha JOKATHO ABAHCHPAIT
WIH MeTacTaTH4eH HeApeOHOoKNeThueH pak Ha Oenna qpob, ¢ pa3nuyHa OT IpeIUMHO
CKBaMO3HOK/IETbYHA XMCTOJIOTHA, NPH NAalIMEHTH, HHETO 3a00NIBaHE HE MPOrpecHpa HEMOCPEACTBEHO
CJE€A XMMHOTEpanusa Ha OCHOBATA Ha IUJIaTHHa (BxXK. To4ka 3.1).

HEMGTP@KCEJ] CaHj03 € nokasaH 3a MOHOTCPAITHUA [TPH JICHCHAUC OT BTOpA JIHHHA Ha INaLUHUCHTH C
JIOKAJTHO aBaHCHpaJl HITH METACTATHYECH HGHPEﬁHDKﬂE’I’b‘{EH paK Ha Oenud I[pﬂﬁ C pa3iiU4yHa OT

NpeIUMHO CKBAMO3HOK/IETBYHA XUCTOOTHA (BXK. TOYKa 5.1).

To3m nekapcTBeH NPOAYKT € NpeAHa3HayYeH 3a ynoTpeda camMo OT Bb3PACTHH.

4.2 Jlo3npoOBKA H HAMHH HA MPHJIOKEHHE

ITemerpekcen CaHaos Tpabea ga 6bae npuaaraH camo noj KOHTPOJIa Ha JIeKap, KBaTuQHULIMpaH B
ynorpebara Ha NPpOTUBOTYMOPHAa XMMHOTEPATIHS.

Jlo3upoBKa

IHemempexced Canoos 8 KomOURAYUR C YUCRAAMUN

[IpenoprysaHara 0o3a nemetpekce € S00 mg/m? renecHa NOBBLPXHOCT, MPHIOKEHA KATO
MHTPAaBEHO3HA HH(}Y3UA C NPOABIKUTENHOCT HaA 10 MUHYTH HA NBPBHA J€H OT BCEKH 2 1-aHeReH
uukbi. [TpenopbusaHaTa 1033 HUCIIATHH € 75 mg/m?* TenecHa NOBBPXHOCT, KATO HHPY3HA C
NPOOLDKHTENTHOCT Hax ABa 4aca, npubiusurenHo 30 MUHYTH cael 3aBbplliBaHEe HA HHDY3HATA ¢
MEMETPEKCE, Ha IMBPBUA ACH OT BCekH 21-nHeBeH uMkbi. [laumenTHTe TpaOBa 1a noy4yar ageKBaTHa
AHTHEMETHUYHA Tepanui K NoaXoAfAlla XHApaTaluua, MpeaAH WHIH ¢clied noy4yaBaHe Ha LIUCILIATHH.
(BK. CBILIO KPaTKaTa XapaKTEPHCTHKA HA NPOAYKTA Ha LMCIUIATHH 3a crelu(PUUHH NPENOPhKH NPH
J03KpaHe).

Ilemempexced Cando3 kamo camocmoamenno cpeocmeo

[lp# nanmeHTH, 1eKyBaHH 3a HeApeOHOKIIETbYEH pak Ha fenus apob cnen npeauiecTralla
XMMHOTEpANHKs, MPENnopbyYBaHaTa qo3a nemerpekcea € 500 mg/m? TenecHa NOBbPXHOCT, MPHIIOKEHA
KaTO HHTPaBEHO3HA HH(QY3U, C MPOXBILKUTENHOCT HAA 1) MHMHYTH, HA TBPBUA JIEH OT BCEKH 21-
JHEBEH LIMKbJI.

PeXuM Ha npeMeauKaLus
3a na ce HaMaJIH YeCTOTaTa M TEXECTTa Ha KOXKHUTE peakuuM, TpabBa aa ce aaae KopT
IeHs Npeau, B ICHA HA U JCHA CJIe] NPpWIoXKEeHHUE Ha nieMeTpekcen. Koprukocrepoua
Obl€ CKBUBAJIEHTEH Ha 4 Mg JekcaMeTa3oH, NMPUJIOKEH NMEPOPATHO 1Ba ITLTH Ha A€H

3a 1a ce HaMaIu TOKCHYHOCTTA, MAlIHEHTUTE JIEKYBaHH ¢ NeMeTpeKcel, TPAOBa Chilt
nobaBKH OT BUTAMMHH (Bxk. TOo4uka 4.4). [laumeHTrre TpabBa 1a MpHeMaT MEPOPATHO




KUCETUHA MM MYJITHBHTAMHHEH NMPOAYKT, ChAbpKall Gonrena kucenuHa (350 go 1 000
MUKporpama) scekuaHeBHO. [loHe neT no3u ponuesa kucenuHa Tpabea ga 6bAaT NpHETH Tpe3
celeMTe JHH NpPEeAU IbPBATA 0034 NNEMETPEKCe] U NpHeMbT TpaOBa Aa Nnpoob/XKaea 1o BpeMe Ha
IBJIHHA KYpC NedeHHe U 21 THM clie nocneaHaTta Ao3a nemerpekced. [Taupenture Tpadea ¢pilo aa
[MOJy4aT HHTPaMyCKYJIHO BUTaMHH Bi; (1 000 MukporpamMa) npesz ceaMuUuaTa npeayd mupBaTa 4034
[IEMETPEKCE H CJIEl TOBA HA BCEKH TPETH UMK, locnenrama MHXXeKUUS BUTaMHH B> MOXe ga Obae
HalpaBeHa B CbillMA JEH, B KOHTO € NPWIOXKEH NEMETPEKCce,

MonuTopHUpaHde

[TlauneHTHTE, NOMYU4aBalllK NeMeTpekce, TpAOBa Ja ObJaT MOHUTOPUPAHH NIPEIH BCAKA 103a M0
OTHOILIIEHHe HA MTbJIHA KPbBHA KapTHHA, BKJIIOUKTENHO AndepeHLiHaniHo OpoeHe Ha benrre KpbBHH
KneTku ¥ Opoii TpombouunTu. Ilpeau Becako Ha3HauapaHe HA XUMUOTepanus Tpiabpa aa ce crbupar
KPbBHH OHOXHMMWYHM TECTOBE, 32 Ja ce oLeHAT OxOpeuHara u uepHoapoOHa dyHkuMA. [Ipenu
3a[I0YBAHE Ha BCEKH LIMKD/1 HA XUMHOTEPAITHA € HYy*HO MaUMEHTHTE Ja UMaT abcostoreH 6poii
HeyTpodund (ANC) > 1 500 knerkw/mm’® u TpomGouuTi > 100 000 knerku/mm°.

KpeaTHHHHOBHAT KIHpHHC TpaOBa fa 6bpae = 45 ml/min.

O6wuar GmnupyouH TpadBa na 6bae < 1,5 mbTH OT ropHara rpaHHUa Ha HOpMaTa. ANKajiHaTa
pocarasza (AP), acnaprat amuHoTpaHchepasara (AST win SGOT) u anaHuH amuHoTpaHcdepazara
(ALT wnu SGPT) tpa6ea na ca < 3 mbTH OT ropHaTa rpaHuia Ha HopmaTa. CTOMHOCTH Ha anKanHaTa
tdocdarasa, AST u ALT <5 neTv Hag ropHaTta rpaHHLa HA HOpMAara ¢a IPUEMITHBH MPH 3aCAraHEe Ha
YepHUs Ipod OT TyMOp.

AJlanTHpaHe Ha 103aTa

AnanTHpaHe Ha 103aTa B HAYAIOTO Ha BCEKU MOC/ICABALL UKD TpAOBa Ja ce MpaBM crnopen Hai-
HHCKATa CTOHHOCT (HaAup) Ha Opos Ha KPBLBHKTE KJIETKH HJIM MAKCUMAIHaTa HEXEeMAaTOJIOFHYHA
TOKCHYHOCT COPSAMO MPEAXCHKIALMA LMK HA IeUeHHe. JleueHneTo Moke Ja 6bae OTiIoxKeHOo, 3a Ja
Ce OCTaBH AOCTATHYHO BpeMe 3a Bb3CTAaHOBABAaHE. Cnea Bb3CTAHOBABAHE MaleHTHTe TpAOBa 1a
NPOABIDKAT JICYEHHETO CH, KATO C€ U3MON3BAT yKa3zaHHATAa B Tabnuuu 1, 2 u 3, KOUTO ce OTHacAT 3a
[lemerpekcen CaHno3, U3NOA3BaH CAMOCTOATEIHO WX B KOMOWHALIMA ¢ LIUCTUTATHH.

Tabnana 1 — Tabanna 3a ananTapane Ha A03aTa Ha [IemeTrpexces Canaos (caMoCTOATEIHO
HJAR B KOMOHHAIHA) H HHCIJIATHH — XeEMATOJOMH4YHA TOKCHYHOCT

Haii-nucka croitHocT (Hanup) va abcomwotHus | 75 % ot npeguiuHaTa gosa (3a ABara NpoxyKTa
6poit Ha HeyTpoduuTe (ANC) < 500 /mm? u MEeMETPEKCE H LIMCTLIATHH)
Hagup Ha TpoMGoumTHTe > SO 000/mm?

Haaup na tpombouurute < 50 000/mm?, 75 % ot npeamiuiHara no3a (3a ABaTa NpoayKTa
HEe3aBHCHMO OT Hagupa Ha abcomoTHus 6poii MeMETPEKCE] U UUCIUIATUH)

Ha HeyTpodunure (ANC)

Haaup Ha tpomBouuTtHTe < 50 000/mm’ ¢ 30 % oT npeauinHaTa 103a (3a ABaTa NpoayKTa
KbpBEHE?, HE3aBHCUMO OT HAAMpa Ha eMeTPeKceA M LINCIUIATHH)

abcomoTHus Opoii Ha HeyTpoduante (ANC)

* Te3n KpUTEPHUH OTroBapAaT Ha onpeaeneHueTo 3a >OKT crenen 2 kppaene B OO01uMTE KpUTEPHH 32
TOKCUYHOCT Ha HannoHanuus oHkonorudeH HHCTHTYT (OKT v2.0; NCI 1998).

AKO NaUHUEHTUTE Pa3BUAT HEXEMATONIOTHYHA TOKCHYHOCT > 3-Ta cTeneH (¢ H3KIIYeHHE Ha
HEBPOTOKCHYHOCT), NMpUJIOKeHHETO Ha [ lemerpekcen CaHzo3 Tpabra na ce OTIOXKH OO AOCTHTaHE Ha
CTOHHOCTH ITO-MaJIKH HJIM PaBHH Ha TE3H Npe/H JeHEeHHEeTO Ha nauueHTa. JleueHnero Tpabea na 6nae
OJAHOBEHO B CHOTBETCTBHE C PbKOROACTBOTO B Tabmutia 2.




Tabanna 2 — Tabnnana 3a azanTapase Ha Ao3aTa Ha [leMeTpexcen Canaos (caMoOCTOATENTHO

MJIH B KOMORHANKA) H NACIUIATHH — HEXEMATOIOrHYHA TOKcAYHOCT *F
Ho3a Ha neMeTpeKcen 70332 HA NHCNIIATHH
(mg/m?) (mg/m?)
Bcaka creneH 3 unu 4 75 % ot npeaviuHaTa a03a 75 % oT npeauiHaTa n03a
TOKCHYHOCT, ¢ H3KJIIOYEHHE HA
MYKO3UT
Bcesaka quapus, M3UCcKBalla 75 % oT npeaulIHATA RO3a 75 % or npeaMuiHaTa q03a

XOCTIUTATH3AUUA (HE3ABUCHMO
OT CTEMNEHTAa), WIKH JHapus
cTereH 3 Wi 4

Myko3uT cteneH 3 WM 4 50 % oT mpeaMILHAaTa A03a 100 % ot npeanuinara no3a

4 0061mu kpurepun 3a TokCHYHOCT (OKT v2.0; NCI 1998) na HauMoHamHUsa OHKONOrHYeH HHCTUTYT
® C M3KII0UEHHE HA HEBPOTOKCHUYHOCT

B ciy4ail Ha HEBPOTOKCHUYHOCT, MPENOPbYBAHOTO aJanTUpaHe Ha ao3aTa Ha [leMerpekcen Cangos
LMCIUIATHH € npeacTaseHo B Tadbnuua 3. [TauueHTuTe TpaOBa Ja NPEKLCHAT JIEUEHHETO, AKO CE
Habnwoaapa 3 WK 4 CTENEH HEBPOTOKCHUUYHOCT.,

Tadnana 3 — Tabanna 3a ananTapane Ha 103aTa Aa IleMerpexcen CaHzo3 (CaMOCTOATEIHO
HJIH B KOMOHHALHA ) H NHCIJIATHH — HEBPOTOKCHIHOCT
OKT* crenen Jo3a na neMeTpeKces o032 HA NAECOJIATHH
(mg/m?) (mg/m?)
0-1 100% ot npepyuiHaTa A03a 100% ot npeaMiuHaTa ao3a
2 100% ot npeaMiHaTa A03a J0% oT npeaMiIIHaTa A03a

2 061uM kputepus 3a TOKCHUHOCT (OKT v2.0; NCI 1998) Ha HauuoHanHus OHKOAOTHYE€H HHCTHTYT
Jleuenuero ¢ [Temerpekcen Canngo3 TpabBa aa 6bae MpeyCcTaHOBEHO, aKO NALMEHTHT UMa KaKBaToO M
14 € XeMaToJOrM4Ha WK Jpyra TOKCMYHOCT OT crened 3 WiK 4 ciea 2 noHmwKaBaHUA Ha 103aTa, WIH

HﬂB&ﬁaBHD, aKo ce Habnmraaea HCBPOTOKCHYHOCT OT CTCIICH 3 unu 4.

Cneyuannu nonyrayuu

Cmapyecxa év3pacm

HsMa JaHHHTE OT KIIHHHYHHUTE U3MTATBAHUA, KOWTO NOKA3BaT MOBUNIECH PUCK MPH NALHWEHTH Ha
BBb3pacT 65 ¥ Moeeve roOgHHH OT Bb3HHKBAHE Ha HEXEaHW PeaKLMH B CpaBHEHME ¢ TTO-MJIagH
naupeHTu. He e HeobxoaMMo aApyro noHWkaBaHe Ha A03aTa, OCBEH NPEenopbyaHOTO 3a BCHUKH

[MIalcHTH.

Ileduampuuna nonynayei
Hsama CHOTBETHO NPUIOKEHHE HA MEMETPEKCEA B NIEAMATPUUHATA NMOMYJJIalHa NMPH MATHIHEH
TIEBPATICH ME3ETENIHOM ¥ HeApeOHOK/IeThUEH pak Ha Oenusa apos.

Iayuenmu c 6v6peyuno yepescoane (Cmanoapmua ¢hopmyna na Cockeroft u Gault unu ckopocm na
eromepyana unmpayin, usmepena ¢ 1c99m-DPTA memooa 3a cepymer KiupwvHc)

[TleMeTpekcen ce eTMMUHHpA IPEIUMHO HEMPOMEHEH upe3 610peyHa exckpernua. Ipy KIHHUYHH
ONpOyUYBaHUA, MALIMEHTHUTE C KPEATUHUHOB KJIHPBHC > 45 ml/min, He U3UCKBAT aganTHpPAHE Ha J034aTAa,
pa3mUYHO OT TOBa KOETO €€ MPENnopbuBa 3a BCHUKHU NaleHTH. MMa HegoCTaThYHO JaHHH 34
yrnorpebara Ha nemMeTpexce NP NALMEHTH C KPEaTUHHHOB KIIMPBHC 1104 45 ml/min; 3aToBa
yrnotpebaTa Ha IEMETPEKCE HE ce nMpenopbyBa (BXK. Touka 4.4).

[layuenmu ¢ yepnoopobro yepesoane

He ¢ Hamepena Bpb3ka Mexxay AST (SGOT), ALT (SGPT), unu obuusa ounupybHH u
dapMaKoKHHETHKATa Ha neMeTpekcen. Benpeku ToBa, MaLMEeHTH ¢ YEPHOAPOOHH HApYIA
Ounupy6uH > 1,5 rbTU HaZ ropHa rpaHyLa Ha HOpMaTa W/ WJIH aMUHOTpaHcdepasza > 3,(




ropHa rpaHuua Ha HopMarta (0e3 yepHoApoOHHU MeTacTasH) Wil > 5,0 mbTH HaJ ropHa rpaHHUA Ha
HOpMarTa (py HaJIHYKE Ha YepHOAPOOHH METAcTa3M), HE ca CMEUUPHUIHO H3YyYaBaHHU.

HauvH Ha NPUIOKECHUE
[lemeTpexcen CaHao3 € 3a MHTPABEHO3HO MPUIIOXKEHHKE CJIEl paspexaaHe.

[lemerpexcen Canaos TpabBa na ce npwiara Kato HHTpaBeHo3Ha HHG Y3 B TeueHue Ha 10 MHHYTH
Ha NMBbPBHUA ACH OT BCEKH 2 1-AHEBEH UUKEJ1. 3a Npeana3Hi MEPKH, KOUTO TpaOBa aa 6baar B3eTH
npeau pabora Wi npeanucpade Ha [lemerpekcen CaHao3, KakKTO H 3a YKa3zaHHS OTHOCHO
pa3peKIaHeTO Ha JICKAPpCTBEHHA NPOXYKT NPEAH MPUIIOKEHHE, BIDKTE TovKa 6.6.

4.3 IlporuBonoxKazanusa

CBpBXYYBCTBUTENHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HAKOE OT MOMOLLHHMTE BellleCTBa,
u36poeHH B TOUKA 6.1.

KspmMmene (BK. Touka 4.6).
CBNBTCTBALIO BAKCHHHUPAHE NMPOTHB XKBTA Tpecka (Bx. TOUKa 4.5).
4.4 Coennannyu ApeaAyNpPeKICHHN H NPEAIAIHH MEPKH 32 ynorpeda

[TleMeTpekcea MOXe Ja NOTUCHE PYHKUMATA HA KOCTHUA MO3BK, KOETO € MPOSABABA C HEYTPONEHMH,
TPOMOOLMTONEHUA U aHEMHKA (MM NAaHUUTONEHUA ) (BXK. Touka 4.8.). Muenocynpecuata 0OMKHOBEHO €
A03a-TMMUTHpALLA TOKCHYHOCT. [lanMeHTure TpsbOBa 1a ObAaT NpocneasiBaHy 3a MUEIOCYTIPECHS 11O
BpeMe Ha JICUeHHUETO U NEMETPeKce ] He TpAOBa Aa ce npuiara Ha MaUMEHTHTE, JOKATO a0COMOTHUAT
6poit ha HeyTpoduaute (ANC) He ce BbpHe 10 > 1 500 kietkn/mm?, a 6posT Ha TPOMOOLUTHTE ce
BbpHe A0 > 100 000 kietkw/mm’. HamaneHnnero Ha J03aTa npe3 NocieasaliuTe UMKIH ce 6azupa Ha
cniaaa Ha abcontoTHHA Opol Ha HeyTpodwuTe, 6pos Ha TPOMOOLIUTUTE K MAKCHMaJTHATa
HEXEMAaTOMOrdYHa TOKCH4YHOCT, HabniogaBaHM npe3 NpeaUilHys UKD (BXK. Touka 4.2).

JoknanBaHu ca NO-HUCKA TOKCHUYHOCT M HAaMaJICHHE Ha CTENEHH 3/4 32 XeMaToJIOTHYHA U
HEXEMATOJIOrMYHA TOKCHYHOCTH, KaTO HeYTpONenus, pedpuina HeyTponeHus U HHGEKIIUH, CBBP3aHu
C HEYTPOMEHHA OT CTEMEH 3/4, KOraro € NpwiaraHo npeaBapKTeNHO JieyeHHe ¢ GONHEBa KHCETHHA H
BUTaMHH B17. 3aTOBa BCUYKH NMalUEHTH, JIEKYBAHH ¢ NeMeTpekcea Tpadbea na 6baat CbBEeTBaHH A2
B3eMart (ponHeBa KMcellnHa U BUTaMHH B2, kaTo npodunakTHYHa MApPKA, 32 HAMAJISBAHEe Ha
CBBpP3aHaTa ¢ JICUCHHETO TOKCUYHOCT (BXK. TOUKa 4.2).

Cbo0maBaHu ca KOXKHK PEAaKLUH NPU NALUEHTH, KOUTO HE Ca JICKYBaHH MPEeABapPHTEIHO C
KOpTHKOCTEpOUAM. IIpeaBapUTEnHOTO ICUEHHE C IEKCAMETA30H (WIH €KBHBAJIEHT) MOXKE Ja HaMally
YECTOTaTa M TEXKECTTA HA KOXKHHUTE peakKLMH (BK. To4ka 4.2).

HamMa nmpoy4eHu aoctaTbhyeH Opoit NauHeHTH ¢ KPeaTHHWHOB KIMpBHC noa 45 mi/min. 3aToBa,
ynorpebaTa Ha neMeTpeKce ] NpU NAUMEHTH C KpeaTUHHHOB KJIHpPBHC noa 45 ml/min He ce
npenopnuba (BxK. Touka 4.2).

[TaumeHTHTE ¢ NEKa 10 yMepeHa OB0peyHa HEAOCTATBYHOCT (KPEaTHHUHOB KIIUPBHHC OT 45 10

79 ml/min) TpaOra na u30ArBaT NpUEM Ha HECTEPOUIHH NMPOTHBOBBL3NAJIHTEHH JIEKAPCTBEHH
npoaykt (HCIIBJIIT), xaTo ubynpodeH H aueTwicannuwiosa Kucenuta (> 1,3 g AHeBHO) 2 IHU
Npeay, B A€HA, B 2 QHY CJIEA NPUIIOKEHHUE HA NEMeETpeKce (BK. Touka 4.5).

IIpu naumeHTUTE € NIeKa 10 yMepeHa O0peuHa HeJOCTaTbYHOCT, KOMTO ¢a NOAXORAIIM 3
neMeTpekce, TpAOBa a ce NPeKbCHE NPHEMa Ha HECTEPOMAHH MPOTHBORB3INATUTETHU
npoaykTd (HCIIBJIIT) ¢ npoas/DkuTeneH eNMMHHALIMOHEH NOTYXHBOT 3a [TIOHE 5 AHH
Ha, Y MTOHE 2 OHH ClIel NPWIOKEHHE Ha NeMeTpeKkce (BX. ToUKa 4.5).




Cepro3uu 6b0peuHH CEOMTHA, BKIIKOYHUTENHO OcTpa ObOpeyHa HeIOCTAaThbYHOCT, ¢a HAabMOAaBaHH NPH
CaAMOCTOATETHOTO NPUIOKEHHE HA MEMETPEKCeN WIH B KOMOMHALMA C IPYTH XHMHOTEPATIEBTHYHU
cpeactBa. [Toeeue OT nauMeHTHTE, NPH KOUTO € HAbmoAaBaHO TORa, ca OMITH ¢ NOAEHKALIM PUCKOBH
(gaxTOpH 3a pazBHTUHE Ha OBOpEUHH CHOUTHA, BKIIFOUHTENHO AEXHAPATALUA WK NpeaLIecTRala
xuneproHus win auadber. Hedporenen Oe3BkyceH guadber n 610peuna TyOynHa HeKpo3a ChUIO ca
O1nH cpoOLIaBaHHA B MOCTMAPKETHHIOBH NPOYYBAHHA ¢ MEMETPEKCE CaMOCTOATEHO WIH B
KOMOHHaUMA ¢ ApYrd XMMHOTepaneBTHUM. [loBeueTo OT T€3HM ChOUTHA ca OTILYMENH clie]
npekpaTABaHeTO Ha neMmerpekcea. [laumpenTure Tpabea na 6baaT peOBHO IpOC/IeNASBaHM 3a OCTPa
TyOyJiHa HEKpO3a, HaMajieHa ObOpevHa QyHKLMS, KAKTO U 38 NIPU3HALKM K CHMIITOMH Ha HedporeHeH
Oe3pkyceH nuabet (Hanp. XUMEpHATPHEMMHA ).

EdeKThT Ha TEYHOCT B TPETO NPOCTPAHCTBO (M3JTHBH), KATO IUICBPAJIEH H3/IMB WIH ACLIUT, BBPXY
NEMETPEKCE HE € HAIMbJIHO onpeaeneH. [Ipoyusane asza 2 Ha neMeTpekcea npu 31 mMaUMEeHTH CbC
COJIMIHM TYMOPH H YCTOWYHBA TEYHOCT B TPETO NPOCTPAHCTBO (M3/IKB) HE NMOKA3BAT pa3/iuKa B
HOPMAJTM3HPAHUTE TUIA3MEHH KOHLIEHTPaLlMH HA J03aTa Ha MeMeTpeKce]] WiH B KIIMPBHCA B CpaBHEHHE
C MALUMEHTHTE, KOMTO HE CHOHUPAT TEUHOCTH B TPETO NPOCTPAHCTBO. ClieI0BATETHO APEHHUPAHETO Ha
cbOpaHaTa TEYHOCT OT TPETO MPOCTPAHCTBO NPENH JEYEHHUETO ¢ NEMETPEKCe TpAOBa Aa ce B3eMe Mo/
BHUMaHHE, HO MOXe Ja He ¢ HeoOX0auMO.

HOP&I[H CTOMALLHO-4HPCBHA TOKCHYHOCT Ha IICMETPEKCEN, [IPHUTIArdaH B KOMOHMHaLMA ¢ LHHUCILUIATHH, €
Habn KoJaBaHa TCOXKa ACXHApPATallNA. BHTOBEI, [IALHHCHTHTC TpHﬁBEl Aa [NOJIyHaBaT aACKBATHA
dHTHEMCTHHHA TCPAIIHA H NOAX04Alla XHApaTalua nNpeiH W HWIM cnen MpOBECKAAHE HA JICHYCHHCTO.

CepHoO3HHM ChpPAEYHO-CBAOBH CEOMTHS, BKIIIOUUTENIHO HH(APKT Ha MHOKApAa U MO3bYHO-ChIOBH
cBOMTHSA Ca IOKIIaABAHH HEYECTO M0 BPEME Ha KIIMHUYHHMTE M3IWTBAHHMA C NeMeTpeKce, ocobeHo
KOraTo € Nnpuiaarad B KOMOWHALMA C APYTH UUTOTOKCHYHHU MPOAYKTH. [IpH noBeveTo OT NaLiMEHTHTE,
MpH KOUTO ca HabMoOAaBRaHHU Te3H CHOUTHUA € HMAIO HAJTHMLE NMPpeauIeCTBall{ ChpAeYHO-ChA0BH
PHCKOBH dakTopu (BXK. Touka 4.8).

CBLCTOAHHMETO Ha HMYHOCYTIPCCHUA € YCCTO MNPH NAKHEHTHTE ChC JNTOKAUCCTBCHU Baﬁoﬂﬂﬂaﬂﬂﬂ. HOPELE[H
TOB4, CbIIBTCTBALLOTO [IPWIOXKCHHE HA XKHUBH aTCHIOHPAHH BAKCHHH HEC CC pr‘:l’lOp’b'-lIBE (BH{. TOUKHY 4.3
i 4.5).

ITemeTpekcen Moxke J1a UMa yBpexknall reHure edekrt. [lonoeo 3pennte Mbxke TpaOBa qa 6baar
CBBETBAHM Ja HE TUTAHUPAT 14 CTABaT Oalliy Mo BpeME Ha JICHEHHETO H 3 Mecelia Cllel JISUEHHUETO.
[Ipenoptbusa ce ynorpeba Ha KOHTPALENTTHBH WiIH Bb3abpXKaHue. [Topaay Bb3MOXKHOCTTA JIEHEHHETO €
MeMeTpeKce Aa NpeAH3BHKa HeoOpaTUM CTEpUIINTET, MBbXeTe TpAOBa 1a ObJaT NOChBETBAHM MPENH
J1a 3aMoYHaT JICYCHHUETO [1a 3anas3Ar cnepma B 6aHKa 3a cnepma.

Kenute ¢ geTepoaeH NoTeHUHan TpaOBa 1a U3Noa3sar ePeKTHBHA KOHTpaLEenLUHUd o BpeMe Ha
JAEYEHHETO ¢ NeMETPEKCE U B MPOABL/DKEHME Ha 6 Mecella Cle MPUKIoUBaHeTO MY (BXK. ToUKa 4.6).

JloKaBaHM ca CiTy4au Ha pafHalHOHEH MHCBMOHMT MPU NAIMEHTH, JEKYBaHH ¢ HOHH3MPALLO
JBUCHHE [IpeH, MO BpeMe Ha MM cnel Tepanus ¢ neMerpekcea. Ha Te3u naunentd Tpadna na ce
obpblla crieLMaTHO BHUMAHKE H [1a ce NIPOoABABaA NMPeANa3uBOCT NpU ynoTpeba Ha Apyru
paANOCEH3UTHUBHH arcHTH.

Hoknaasanu ca ciryva Ha OOpHUB KaTo ciell 00pYBAaHE NPH NaLUUEeHTH, KOHTO NMPEH CEAMHLIM Wi
roAvWHH ca OWJIH MOJJIOXKEHH Ha pajnoTeparnmus.

[lemerpekcen Canno3z 100 mg (dhaakon ot 4 ml):
To3u nexkapcTBeH NPOAYKT ChAbpXKa NO-Maiko OT | mmol HaTtpuii (23 mg) Ha dnakoH, To
NPpaKkTHUYECKH ,,HE ChABPIKAa HATPUHK". To3M nekapCcTBEeH NpOAYKT Chabprka 200 mg npon
BBLB BCexy (IaKoH.




[Tlemerpekcen Cannos 500 mg (dnakoH ot 20 ml):

To3u nexapcTBeH NMPOAYKT ChAbPXKA 55,6 mg HaTpUH Ha (J1aKOH, EKBUBAJIEHTHH Ha 3% OT
npenopbuBaHud oT C30 MakcHMaleH JHeBEH IIpUeM OT 2 g HaTpHil 3a Bb3pacTeH. 103U nekapcTBeH
npoayKT cbappka 1000 mg nponuneHrivkon sbe BCeKH (IIakoH.

[lemetpekcen Cannos 1000 mg (daakon ot 40 ml):

To3u nexapcTBeH NpoOYKT chaxbpaka 111,2 mg HaTpyid Ha pakoH, eKBUBAJIEHTHH Ha 6% ot
npenopb4BaHua ot C30 MakcuManeH JHEBEH NPHEM OT 2 g HATpHH 3a Bb3pacTeH. 1031 JIeKapcTBeH
npoAyKT cuAbpka 2000 mg nponuIeHrnuMKoN BbB BCeKU (PJIaKOH.

4.5 BzauMoaelicTBHE C APYIH JIEKAPCTBEHHA NPOAYKTH B APYrH GOpPMH HA B3aHMO/IeHCTBHE

[TemeTpekcen ce eAMMHHHpA NIPEIMMHO HENpoMeHeH npe3 6bpeunTe B pe3yaTar Ha TyOyIIHa
CEKpELMs M B 110-MaJIKa CTENEH upe3 rnoMepyJsiHa guiirpauud. ChBMecTHaTa yriorpeda ¢
He(PPOTOKCUYHM JIEKAPCTBEHHU NPOAYKTH (HANP. AMUHOTIIUKO3MIH, OPUMKOBH AHYPETHLIH,
CheAUHEHHA HA IUTAaTHHATA, LMIUTIOCIIOPHH) MOXe Ja aoBefe 10 3a0aBeH KIIHPLHC HA MMEMETPEKCe .
Ta3u komOuHaLKa TpAOBa 1a ¢e NMpuiara ¢ BHUMaHHe. AKO € HeODXOAMMO, KPEATHHHHOBHAT KIUPBHC
TpaORa Aa OBAE PEAOBHO NPOCACAABAH.

CbBMecTHaTa yrorpeda Ha BEHIECTBA, KOUTO ChLIC HMAT TyOy/Ha cekpeuus (Hanp. npobeHelua,
NEHULWIKMH), TOTEHUHAITHO MOXe 1a AoBeae A0 3abaBeH KIHPbHC HA neMeTpekcea. EAHOBpeMEeHHOTO
nMpUjlaraHe Ha Te3U JIEKapCcTRa ¢ neMerpekce Tpadsa ga 6bae BHHMaTe1HO. AKO € He00XOIUMO,
KpPEaTHHHHOBHUAT KJIMPBHC TPAOBA J1a O0bOe peIOBHO MpoCieAsBaH.

[Tpu nmauneHTH ¢ HOpMaHa 6b0peuna QyHKUMA (KpeaTUHUHOB KIMPBHC = 80 ml/min), BUcokM no3u
HECTCPOUAHM MPOTUBOBB3NANUTENHHU NeKapcTBeHH nMpoaykTH (HCIIBJII, nanp. nbynpodeHn

> 1 600 mg/aHeBHO) M aLETHIICATTULIUIIOBA KHCETHHA BbB BUCOKHM A03M (= 1,3 g Ha AeH) Morar Ja
HAMAJIST €IMMUHAIMATA HA IEMETPEKCE M C/1eJOBATENHO J1a Ce YBE/IHYH YeCTOTATa Ha HeXKeaHUTe
peakUMH. 3aTORA € HEOOXOAMMO Jla C€ BHUMaBa, koraro ce npuiarat Bucoku go3v HCIIBJIIT wiu
aLueTUICATHLIMIOBA KUCEIMHA BB BUCOKH JO3H 3a€AHO C NNEMETPEKCe] Ha MalHeHTH ¢ HOpMaJtHa
610peuna dyHkIMA (KpeaTHHUHOB KIHPBHC > 80 ml/min).

IIpy naureHTH C Jeka 10 yMmepeHa ObbpeuHa HeI0CTaThYHOCT (KPpEaTHHUHOB KIMPBHC 45 10

79 ml/min) eaHoBpeMeHHOTO NMpHunoxkenne Ha neMerpekcen ¢ HCIIBJIT (nanp. ubynpoden) nau
aUeTHWICATHLWIOBA KUCENHHA BEB BUCOKH 03U TpAOBa Ja Obae M3bArsaHo 3a ABa HM NIpe/lH, B ACHA
H JIBa JICHA CJ¢I NPUIOKEHUETO HA IEMETPEKCel (BXK. ToUka 4.4.).

Ilpu nunca Ha JaHHM OTHOCHO noteHUHaaHu B3aumonaeicreus ¢ HCIIBJII, kowro umar
NPOABLIHKUTENEH MONMYKHBOT, KaTO [MUPOKCHKAM U POPEKOKCHD, EHOBPEMEHHOTO NPUIIOMKEHHE Ha
reMeTpeKkce NPy NAUMEHTH € 1eKa 10 yMepeHa 6nOpeuHa HeloCcTaTh4HOCT TPaOBa Aa ce npeKbeHe 3a
[TOHE 5 OHU NpeaH, B ACHA Ha ¥ NOHE 2 JHM CIeA NPUIAraHeTo Ha neMerpekcen (Bx. Touka 4.4). Ako
ce Hajara eaAHoBpeMeHHO npuioxeHre Ha HCIIBJH, nauuedTure Tpadea na ce Habmogaear
BHUMATEJTHO 3@ TOKCHYHOCT, OCOOECHO 38 MHENIOCYNPECHSA M FaCTPOHHTECTHHAIHE TOKCHUYHOCT.

[lemeTpekcen npeTsprnaBa orpaHUyeH YepHOApPoOeH MeTaboIH3bM. PesynTaTthTe ot in vitro
MpOY4YBaHMA C YOBELIKH YEPHOAPOOHHM MHKPO30OMH NMOKA3BAT, Y€ NEMETPEKCE He ce mpe/arnosara Aa

AOBEAE A0 KIMHUYHO 3HAYMMO HHXHOMpaHe Ha MeTaOONUTHHUA KIIMPBHC HA JIEKAPCTBEHH NPOIYKTH,
MeTabonusupanu oT CYP3A, CYP2ZD6, CYP2C9u CYP1A2.

BiauMmoaercTBua 001K 32 BCHYKH LIMTOTOKCHYHH CPEACTBA:
[lopanu yBenHYeH pHCK OT TpOoMOO03a MIPH NALHEHTH ChC 3TOKAYECTBEHO 3a00/aBaHe, yn
AHTHKOAryJIaHTH € YeCTa. BUCOKaTa HHTpauHAMBUAYATHA BapHAOUIHOCT Ha KoaryJiauu
[0 BpeMe Ha 3a00/1ABAHETO H BB3MOXKHOCTTa 32 B3aHMOACHCTBHE MEXKAY aHTHKOAryJal
AHTHUHEOIUTACTHYHA XUMHOTEpalusi U3UCKBA YBEHYaBaHE HA YE€CTOTATa Ha HaOmoaeH ey
(International Normalised Ratio), ako e B3eTO pellieHHe NALMEHTRT Jia Ce JIEKYBa C Op

aHTHKOAryJ1aHTH., |




[TpoTHBONOKA3aHO € €IHOBPEMEHHOTO NIPWIOKEHHE HA: BAKCHHA 34 KBJITa TPECKa: PUCK OT (aTaiHa
reHepaiH3npaHa OosiecT BCIEACTBHE HA IPHIIOKEHHETO H (BXK. Touka 4.3.).

He ¢e npenopbuBa €AHOBPEMEHHOTO IIPUIIOKEHHE C: JKUBH ATCHIOMPaHH BAaKCHHH (C H3KJIFOUEHHE HA
Ta3H 32 XbJITa TPECKA, 32 KOATO €AHOBPEMEHHOTO NPHWICKEHHE € NPOTHBONOKA3aHO): PUCK OT
CHCTEMHO, BEPOATHO (paTasHo, 3aboNisBaHe. PUCKET € ITOBHILCH NTPH XOpa, KOHTO BEYE Ca
MMYHOCYNIPECHPaHH B X0Ja Ha TAXHOTO 3abonasane. [Ipenopbusa ce ynorpebara Ha HHAKTHBUPAHU
BAKCHHH, KBAETO € Bb3MOXHO (NMOJHOMHUENTNT) (BX. Touka 4.4.).

4.6 @epTHIAHTET, (PEMEHHOCT H KbPMEHE

XKenu ¢ nereponeH noreHuMan/ KoHrpanenuug npy MbxKe U KEHH

[TlemeTpekcen MOXE Aa MMa YBpeXaly reHute eekt. JKeHuTe ¢ ZeTepoacH NMOTeHUMan TpaOBa aa
M3M0JI3BAT ePEKTHBHA KOHTpALENIIUA, JOKATO CE JICKYBAT ¢ MEMETPEKCE U B IPOAB/DKEHHE Ha 6
MECELa Cled MPUKIYBAHETO MY,

[Tonoso 3penuTe Mbxe Tpadea ga 6bAaT ChBETBAHHM A U3NOA3BAT AQEKTHBHH KOHTPALIENTHBHH
METOJIMH 12 He TU1aHMpaT Aa cTapaT Oally Mo BpeMe Ha NEYEHHETO W 3 Mecelia cllefl Hero.

bpeMeHHOCT

Jluncear gaHHM OT ynotpedara Ha neMerpekcea NMpu OPEMEHHH XKeHH, HO KAKTO H IPH APYTHTE
aHTUMETADOIUTH, MOTaT J1a C€ OYaKBAT CEPUO3HH POJOBH AedeKTH NPH NPUIIOKEHHE IO BpEME Ha
opeMmeHHOCT. [IpoyuBaHus npK XXUBOTHH Ca MOKa3a/lu PENMPOAYKTHBHA TOKCHYHOCT ( BX. TOYKA 5.3.)
[TlemeTpekcen He Tpabpa Na ce npunara no speMe Ha SpeMEeHHOCT, OCBEH IMPH KpaiiHa HE0OX0JUMOCT
cjie[] BHUMATEITHA MIPELEHKA Ha HyK/aTa 3a MaikaTa M pHCKa 3a utoaa ( Bxk. Touka 4.4.).

Kbpmete

He e u3BecTHO JalH NEMETPEKCE C& €KCKPETHpa B KbpMaTa M HEXXEJTAHUTE PEeakliii BEPXY
KbPMAa4yeTo HE MOraT Ja ObJaT U3KIIOYEHH. 3aTORA CE NpENopbUYBa KbpMeHeTo aa 6bae cnpaHo no
BPEME Ha JIEYEHHETO ¢ neMeTpekcee] ( Bxk. Touka 4.3.).

DepTwinTeT
[lopanu Bb3MOXKHOCTTA JICUEHHETO € NIEMETPEKCE Ja NpeAU3BUKa HEOOPATHM CTEPHIIMTET, MBXKETE CE
CBBETBAT JIa Ce KOHCYNTHPAT KakK Ja 3aMnasfAT crnepMa B 0aHKa, NpeM Ja 3aro4yHarT JIEYEHHETO.

4.7 EdexkTn BbpXY CIOCOOHOCTTA 32 MopHpaHe H padoTa ¢ MALIHHH

He ca npoBexXgaHn NpOy4YBaHNAA BPXY CIocOOHOCTTA 3a miogupake H paboTa ¢ mauimaK. Bohnpeku
TOBA € ChOOIIaABaHO, He NEMETPEKCE MOXKe 1A IIPHYHHU YMOpa. 3aToBa naupeHTHTe TpaOBa 1a Obaar
npegynpeAcHy Aa He wodHpar uin paboTaT ¢ MalIMHH, aKO Ce MOABH Ta3H peaKkims.

4.8 HexenaHn JJeKapCTBEHH PeAKIHH

PesoMe Ha HQGQHJI& Ha 0e30IacHOCT

Haii-uecTo c00111aBaHUTE HEXKENAHU peaKLMK, CBLP3AHH ¢ NEMETPEKCE 1, U3NOM3BAH KaTo
MOHOTEpanug WiH B KOMOHHaLUA, Ca KOCTHO-MO3bYHA CYNPECHA, KOATO Ce MPOABABA KAaTO aHEMH,
HEYTPOICHHUA, JICBKONEHHUA, TPOMOOLUTONECHHUA; H CTOMALIHO-YPEBHA TOKCUMHOCT, KOATO C€ MPOABABA
KaTO aHOPEKCHHA, raJicHe, NOBpPLIUAHE, AHAPHA, KOHCTHNAUMA, GapHHTHT, MYKO3UT U CTOMATHUT. Jlpyru
HEXKEIaHH peaKUUH BTo4BaT 6p0peyHa TOKCHUYHOCT, MOBUILIEHH aMHHOTpaHcdepasu, anoneuus,
yMOpa, AexHapaTtauns, oOpuB, HHPEeKUMA/CEncrue H HeBponaTui. Paako Habmogasanu ¢ceOMTHA ca
CHHAPOM Ha Stevens-Johnson # TokcHUYHaA enuaepMaTHA HEKPOIH3a.

TabnuuyeH BUJ Ha HEXETAHUTE PEaKIIMU
Tabnuua 4 u3dposBa HeXKENAHUTE JIEKAPCTBEHH peakKLMH, HE3aBUCHMO OT IIPUYMHHO-C
BPb3Ka ¢ MIEMETPEKCE, H3MOJI3BAH HIHW KaTO MOHOTEparini, WK B KOMOHHALMA ¢ LIKHC




OCHOBHUTe MpOoyuBaHus 3a paspeluasaHe 3a ynorpeba (JMCH, IMEI, IMBD, JMEN
PARAMOUNT) u OT NOCTMapKETHHIOBHA NIEPHO.

HJIP ca uz6poenu no cucremo-opranex xkiac no MedDRA. 3a knacuduumpase no 4ecTora €
W3MOJI3BAHA CNeJHATA KOHBEHLUA: MHOTO YecTH (=1/10), yectu (>1/100 po <1/10), Heuectu (>1/1 000
a0 <1/100), peaxu (=1/10 000 go <1/1 000), muoro peaxn (<1/10 000) 1 ¢ Hen3BecTHA YecTOTA (HE
MO3Ke fa ObJe OLIEHEHa OT HAJIMYHUTE JaHHHU).

Tabarua 4. YecToTa HA HEXKENAHHTE JIEKAPCTBEHH PEAKNHH OT BCHYKH CTENEeHH, HE3ABHCHMO OT
NPHYHHHO-CEACTBEHATR BPh3KAa, OT OCHOBHHTE NNPOYYBAHHS 32 paipelllaBaHe 3a ynorpeba:
JMEI (nemerpekces cupamo goueraxcen), JMDB (nemerpexcea H QHCIVIATHH CNIPAMO
reMauTAOHH m nucnaatun), JMCH (nemMerpexkcea ni:0C NHCIJIATHH CIPpAMO HHCNIATHH),
JMEN 1 PARAMOUNT (meMeTpekcea IIKOC HAH-100pH NOAABPKAIH I'PHXKH CHPAMO IJ1aKebo
NJAI0C HAH-A00pH MOAADLPHKAINH NPHAKH) H NOCTMAPKETHHIOBHA NEPHOA.

Cacremo- Muoro 9ecta | YecTn HevecTH Peaxn Muoro C
OpraHen Kjac PEeAKHE HEH3BECT
(MedDRA) Ha
4eCcToTAa
Uudexuuu v | Hudekums® Cencuc® HepMmo-
vH(pECTaLHN DapHHrUT XUIIOAEPMUT
Hapyienns Heytponenus | ®ebpunHa [TanuuTOonesus | ABTOMMYH
Ha KpBbBTa U JIeBKOneHus HEYTPOIEHHUA Ha
TUMQHAaTA [ToHwxeH Hamanen 6poii XEMOJTUTHY
CHCTEMA XeMOrnobuH TPOMOOLIMTH Ha aHeMHUA
Hapyiuenus CBpBXYyBCTBH Anadunax
Ha UMYHHaTa TEMHOCT THUYEH 110K
CUCTEMaA
HapyueHus Hdexnnparaumsa
Ha
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Hapyienuns Hapyuienue MoO3BbUYHO-CHAOB
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MOTOpHA HHCYNT
HEBPONaTHA HutpakpaHua-
[leprdepHa JIeH KPbBOW3ITHB
CEH30pHA
HeBpONaTHA
3aMasgHOCT
Hapyuienus KOHIOHKTHBUT
Ha OYHTE Cyxo 0k0
YBenMveHa
JTaKpUMaIHA
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OTOK Ha
KJIETIaYHUTE
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dbunTpauus

ApPUTMHSA Hcxemuyna
60JIECT Ha
CBPLETO
CynpaBeHTpPHKY
JIApHA apUTMHA
CsaoBu [Tlepudepna
HapYyIICHUA UCXEeMHUA"
Pecnuparop benoapobua
HH, TPBAHH H eMOonus
MeIHacCTHHAI Hurepcrunua-
HH NieH
HapyLIECHHA MHEBMOHUT®"
CTomauiHo- CroMaTuT Hucnencus KpbBOH3NHB OT
4YpEeBHH AHOpeKCHUA KoHcrunauusa | peKryma
HapyLICHHSA [ToppbluaHe bonka B CromManiHo-
Hlunapud KOpeMa YpCBCH
["'anene KPBbBOHU3IHB
UpeBHa
neppopauns
Ezodarur
Konut?
Xenatobu [loBuuieHa Xenarur
JIMapHH anaHUHAMUHO-
Hapy LIeHUS Tpacdepasa
[loBuiieHa
acrapTaTaMH-
HoTpacgepasa
HapyuieHus Ob6pus XunepriurMex Epvrem CHHApOM Ha
Ha KOXKara M Heckpamauyua | Tauud Stevens-
MOAKOXKHATA Cupbex Johnson®
ThKaH Myntudop ToxcuuHa
MCH €PHTEM endaepman
Anonenus Ha
YpTHKapus HeKpOH3a®
[Nemduronn
bynosen
ACPMATHUT
[lpnaobura
Oyno3Ha
CMHACPMOITH
3a
Epuremato-
3€H OTOK®
[Icesaoue-
JAYIIUT
HepMarur
Ex3zema
[Ipypuro
Hapyuienus Hamanesn brbOpeuna
Ha ObOpeLuTe | KPEATUHHHOB | HEAOCTATDY
M [THKOYHHUTE | KJIHPBHC HOCT
MbTULLA [loBueH Hamanena
KpPEaTHHUH B CKOpPOCT Ha
KPBBTA” rIOMEpPYJTHA




O61um YMopa Tpecka
HAPYLIECHHA U bonka
eeKkTH Ha OTox
MACTOTO Ha bosnka B
[MPHIIOXKCHHC I'PbIHHA Kol

Bw3naneHue

Ha JIUTABHUHNTE
HacaensaHus YBennueHa

raMarJTyTaMmiI

TpaHcdepasa
Hapanssanms, PaauaunoHeH Cunapom
OTpPaBAHHA U e3odarur Ha pagua-
YCIIOXKHEHHA, PaguatnoHeH LHOHHA
BE3HUKHAJIH B [MTHEBMOHHUT raMeT
pe3yJiTaTr Ha
HHTEPBEHIUM Y

" cbC U Oe3 HeyTpOneHus

° B HAKOM CAY4aM C JIeTaleH H3XO/

® MOHAKOTra BOJM 10 HEKPO3a HA KpaliHULIUTE

" ¢ AMXaTejiHa HeIOCTaThUHOCT

 HabJTIoJaBaHo caMO B KOMOMHALMA C LMCIUIATHH
“rJIaBHO Ha JOJIHUTE KpalHULMH

CrobuiaBaHe Ha NOAO3UPAHH HEXKENaHU peakilUH

C10011aBaHeTO Ha MOJO3HPAHH HEXKETAHHU PeaKklMy Clie/l pa3pellaBaHe 3a YNoTpeda Ha 1€KapCTBEeHHUs
MPOAYKT € BaXKHO. TOBa no3posisea Aa NpoARDKHA HaOAIOAEHHETO Ha ChOTHOLLIEHHETO MON3a/pPHUCK 3a
NeKapcTBEeHNA NPOoAYKT. OT MEAULIMHCKHUTE CIICUHAIHCTH C€ M3HCKBA Ja ¢hoOlIaBaT BCAKa
MoJo3HpaHa HeXeNlaHa peakliMs Ype3 HaUlHOHANHA CHCTeMa 3a ¢hobinaBpaHe kbM M3neaHuTenHara
areHIMs no jgekapceTarta, yi. ,.Jlaman I'pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebceaiir:
www.bda.bg. Karo crobitasate HexkelaHH peakLiMK, MOXKETE [a JafieTe CBOA MPHHOC 3a MONYyYaBaHe
Ha [oBeue MHPOpMaLIHst OTHOCHO 0€301IaCHOCTTa Ha TOBA JIEKApCTRO.

4.9 Ilpenozupane

CboOLieHHTE CHMITTOMH Ha NPEO3MpaHe BIUTIOYBAT HEYTPONEHHA, AHEMUS, TPOMOOLIUTOTICHHS,
MYKO3HUT, CEH30pHa MOJIUHEBPONATHA H 00pHB. OuakBaHUTE YCAMKHEHHA OT NIPEAO3UPAHE BIJIKOUBAT
CYMpPECHs Ha KOCTHHA MO3bK, KOATO CE MPOABABA ¢ HEYTPONCHHUA, TPOMOOLIMTONEHHUS M aHEMHA. B
JOMbJIHEHHE MoraT Aa Osaar HabmogasaHu MH$peKUUH ¢ uau Ge3 Tpecka, AHApHs H/WIH MyKO3HT. B
C/Ty4aH Ha NOAO3HMPaHO NMPEeAO3UPAHE NMaUMEHTHTE TPAOBa Aa ObIAT NpocneasBaHy Mo OTHOILEHHE Ha
KPBBHATA KAPTHHA H aKO € HE0OX0IMMO Aa NONMy4aT NoAabpKallo jedyeHune. [1pu neueHne Ha
peao3upaHe ¢ neMeTpekcea TpabBa Ja ce uMa npenua ynorpebara Ha Kanuuer Gonunar /
(oNMMHOBA KHUCETHHA.

5. G®APMAKOJIOTTYHHU CBOUCTBA
3.1 dapmakoaUHAMHYHH CBOliCTBA

PapmakoTepaleBTHYHA Ipyna: AHTHHEOIUTAaCTHUHH CPeACTRA, AaHAJIO3M Ha (PONHEBATa KUCEHHA,
ATC koo: LO1BAO4

IlemeTpekcel € MyJITUTAPreTeH MPOTHBOTYMOPEH aHTU(OIaTeH areHT, KOWTO NposBsaBa
CH upe3 pa3pyillaBaHe Ha KIIOYOBHUTE (POIATHO-3aBUCHMH MeTa00IHTHH MPOLIECH, OCHO
KJICTbYHATA PETUTHKALIUA.




[IpoyuBaHus in vitro Ca NMOKa3amu, dye NeMETpPeKce ] € MPOosABABa KaTO MYJITUTAPreTeH aHTHGONAT,
ype3 HHXHUOHpaHe HA TMMUAWNAT cuHTasa (1C), nuxuapodonar peaykraza (DHFR), v rnuumuzamun
pubonykneoTHa opmunrpancdepasa (GARFT), kouto ca xirouoBH goar-3aBHCHMH €H3HMH 3a de
novo 6MOCUHTE3a Ha THMUIHUHOBUTE W ITypHHOBH HYKJIeoTUAH. [lemeTpekcen ce TpaHCIOpTHpPA RO
IJIETKATE KAKTO Ype3 peayLupaH donaTeH NpeHOCHTEN, TaKa H Ype3 TPAHCIIOPTHHTE CHCTEMH Ha
MeMOpaHHHS (onaT-CBBp3Ball MpoTeHH. BeIHbK nonaaHan B KAeTKara, neMerpekcea 0bp30 U
e(peKTUBHO ce KOHBEPTHPA [0 MOJIUITyTaMaTHH GOPMH OT eH3HMa (POJTHIT MOJIMITyTaMaT CUHTETA34.
[TonurirytaMaTHUTE HOPMHU CE 3aTBPHKAT B KIIETKUTE U €& JOPH MO-MOLICH HHXHOMTOP Ha THMMAM/IAT
cuHTasa (TC) u rmuuuuamuy puboHykieotun opmunrpancoepasza (GARFT). IHonurayraManusTta €
BpEMeE- U KOHLUECHTPALMA-3aBUCHM NPOLEC, KOHTO CE OCHILECTBIBA B TYMOPHATA KJIETKA U B NO-MaJIKa
CTeleH B HOPMAIHUTE ThKaHH. [lonmurnyraMariure MeraboNIuTH UMAT MOBHUILEHO BETPEKICTBYHO
BpeMe Ha MOJYXUBOT, BOAELUO A0 YABIKEHO AEHCTBUE Ha JIEKAPCTBEHHA NMPOLYKT B 3JI0KAYE€CTBEHUTE
KJIETKH.

EBponeiickaTa areHUHs MO JieKapcTBaTa 0CBOOOXKIaBa OT 3aB/DKEHHETO 3a NPEAOCTaBAHE HA
pe3yNTaTuTe OT NpOy4YBaHUA ¢ pe)EPEHTHUR NEKAPCTBEH MPOAYKT, ChAbPIKALL IEMETPEKCE BbB
BCHUKH NOArpyny Ha NeJUaTpy4HaTa Nonynalus 3a pa3pelieHHTe nokazaius (BX. Touka 4.2 3a
HHGOpMaLMa OTHOCHO NeaUaTpHuHa ynotpebda).

KJAMHHYHA €PUKACHOCT

Mezomenuom

EMPHACIS, MyITHUEHTPORBO, paHIOMHU3UPAHO, €AMHUMHO-CIIANO, TpeTa ¢a3a npoyyBaHe Ha
NEMETPEKCE], IUTIOC LHUCIUIATHH Cpelly UUCIUIATHH MPH HENEKYBAHH C XMMHUOTEPAIUS MTaLHEHTH C
MaJTUCHEH IUIeBpaieH ME30TE/IHOM € MOKA3a/10, Y€ NMaLMEeHTHTE, JIEKYBaHU C MEMETPeKce] H
LMCILIATHH MMaT KIHHHYHO 3HAYKMO CpeAHO 2,8-MeceUYHO YABKABaHE HA CpeqHaTa NPeXXHBIEMOCT B
CpaBHEHHE C NalMeHTUTE, I0JyHaBaJIM LUCIIATUH CAMOCTOATETHO.

[lo Bpeme Ha MpOY4YBAHETO KbM JICHEHHMETO HA NALMEHTHTE ca OUNM fo6aBeHH HHCKH X03U (OosTHeBa
KHCEJIMHA U BUTaMHH B2 32 HamanssaHe Ha TOKCHMHOCTTA. [IbpBOHAYANHUAT aHAIM3 HA NMPOYYBAHETO
€ H3IBLPLIEH BbPXY MOMYJALMATA OT BCHHKH MALMEHTH, PAHAOMH3IMPAHH B paMOTO, KOETO TOTY4YaBa
MpOy4YBaHHA JIEKAPCTBEH NPOAYKT (paHIO0MU3KpaHH U JIeKyBaHH). U3pbpiieH e noArpynoB aHAIU3 Ha
NALHEHTHTE, NMOJTyyaBaly 100aBky PoiHeBa KMceJIMHa M BUTaMKH Bz mo BpeMe Ha Liens Kype Ha
JIEYEHHE B X044 HA MpoyUBaHeTO (M3Us10 ¢ fobaBku). Pesyntarure oT T€3M aHaANH3H 3a €PUKACHOCT
ca 060b1eHu B TabKUATa NO-A0Ny:




Tabauna 5. EpuxacHOCT HA neMeTpeKcea IUTIOC NACIVIATHH B CPABHEHHE ¢ MUCIVIATHH NPH
MAJIATHEH NJICBPAJEH ME30TETHOM

PaHaoMHU3HpaHH H INanuenTH H3UAEJ0 ¢
JICKYBAHH NALHEHTH nob6aBKH
ITapamerpu 32 ePpRKACHOCT neMeTpexcen/ | NHCIJIATHH | NeMeTpeKced/ | IHCIJIATHE
NHCIIATHH HHCNIATHH

(N =226) (N =222) (N = 168) (N =163)
MeanaHa na obia 12,1 9.3 13,3 10,0
MPEXHUBAECMOCT (B MECELIH) (10,0-144) | (7.8-10,7) | (11,4-149) | (8,4-11,9)
(95 % 1K)
Log Rank p-cToiHocT 0,020 0,051
MeaguaHa Ha BpeMe 3a TyMOpHa 5,7 3.9 6,1 3,9
nporpecus (B MeceLu) (4,9 - 6,5) (2,8-44) (5,3-7,0) (2,8 -4,5)
(95 % TN)
Log Rank p-ctofiHocT® 0,001 0,008
Bpeme no Heycnex oT 4,5 2,7 4,7 2,7
JIEYEHHETO (B MECELIH) (3,9 —4,9) (2,1 -2,9) (4,3 - 5,6) (2,2 - 3,1)
(95 % V)
Log Rank p-cro¥noct? 0,001 0,001
Q61 KIHHHWYEH OTrOBOpY 41,3% 16,7% 45,5% 19,6%
(95 % AN) (34,8 -48,1) | (12,0-22,2) | (37.8-53,4) | (13,8 -26,6)
TouHa p-ctoHHOCT® Ha Pulep < 0,001 < 0,001

Cokpamenusn: /I = noBepuTeneH HHTEPBAJ
"D — CTOMHOCTTA OTHACALIA Ce A0 CpaBHEHHE MEXIY paMeHaTa
® B paMOTO ¢ MEMETPEKCE/LIMCIUIATHH, PAHAOMHU3KPaHH # NekyBaHH (N = 225) ¥ ¢ LsN10CTHH 106aBKH

(N = 167).

HEeMOHCTPUPAHO € CTATUCTUYECKH 3HAYHMO N0A00OpCHHUE HA KITHHUMHO 3HAYHMHTE CHMNIITOMH (D0aKa
U AUCIMHEA), CBbP3aHH C MAJIMTHEHHMA TLIEBPATICH ME30TEIHOM B PaMOTO ¢ NEMeTpEKCe 1/ LIUCTUIaTHH
(212 nauueHTH) B CPAaBHEHHE C PaMOTO LUCILIATHH camocToaTenHo (218 nauueHTH) upes U3Mnon3BaHe
Ha CKanaTta 3a CHMITTOMH NpH 6enoapobeH pak. CTaTUCTHUECKH 3HAUMMH Pa3jIMKH B TECTOBETE 34
OenoapobHa pyHKUHA ca ChLEO Habmnogasadu. PazgensHeTo MEXIY paMeHaTa Ha JieUeHHE €
[IOCTUIHATO 4pe3 noaobpasane Ha 6enoapobHaTa GyHKUUA B paMOTO NEMETPEKCeN/LIMCIUTATHH H
BJIOILaBaHe Ha OenoapodHaTa QYHKUMA Clied BpeMe B KOHTPOJIHOTO pPaMo.

HMa orpaHH4YEeHH JaHHHM 34 NALMEHTH C MAJIMTHEH TUIEBPAJIEH ME30TE/IHOM, JIEKYBAHHU € MEMETPEKCE/
camocrosaTenHo. [lemerpexcen B fo3a 500 mg/m? e H3yuyaBaH KaTo CaMOCTOATENHO CPEACTBO NpH 64
MalHEeHTH ¢ MAJIMFHEH MJIEBPAIEH ME30TE/IMOM, HEIEKYBaHH ¢ XUMHoTepanua. CTeneHTa Ha UAJIOCTEeH
otrosop € 6una 14.1 %.

Hedpebrorxnemvyen pax na beaus opot (HIAPE/]), revenue om emopa aunus
MHOTroLeHTpOBO, paHAOMH3IUPAHO, OTBOPEHO (a3a 3 noyyBaHe Ha NeMeTpeKce] CIPIMO JOLETAKCET
Npy NAUKEHTH C JIOKAIHO aBaHCHpal WM MetactaTiueH HAPb/l cnea npeawecreaiua XuMuoTepanus
NOKa3Ba cpejiHa MpeXUBAEMOCT OT 8,3 Mecella NpU NALUUEHTHTE JIEKYBAHH C NIEMETPEKCE]]
(nomynauwus, xxenaewma na Osae nekysaHa (ITT) n = 283) u 7,9 Meceuia npu nauUMEHTHTE, JIEKYBaHH C
pouerakcen (ITT n = 288). llpenmuecTpalara XMMHOTEpalia He BKJIIOYBA NeMeTpekced. AHaIU3 Ha
BIMAHUETO HA XUCTOJIOrHATA Ha HeApeOHOKIeThYHHA Benoapoben kapunHoM (HIKBJIK) 3a edexra
OT JIEYEHHETO BBpXy 00L1aTa NPEAKUBAEMOCT NMOAKPENs NeMeTpexce] CIpAMO AOLIETAKCell NpH
nauyeHTy ¢ HJKB/IK, pasnuueH oT XUCTONOrMMTE Ha NPEAMMHO CKBAMO3HOKIEThUYEH KapuuHoM (N
=399, 9,3 cnipamo 8,0 Mecena, kopurupad koeduument Ha puck (HR) =0,78; 95% JIU = 0,61-1
p=0,047), u € B noaxpena Ha AOLETAKCE 3a XUCTOIOIMA HA NPEeAHMHO CKBAMO3HOK/IEThY
kapuudoM (N = 172, 6,2 cripamo 7,4 Meceua, kopurupaH koeguuuent Ha puck (HR) = 1
A = 1,08-2,26, p = 0,018). He ca HabmonaBanu KIMHWYHO 3HAYMMM PA3IHKH 3a Mpod
©€30MmacHOCT Ha NMEMETPEKCER B PAMKHTE Ha XUCTOJIOTMYHHATE MOATPYIIH.




OrpaHM4yeHH KIIMHUYHU JaHHU OT ApPYro paHIOMHU3UPAHO KOHTPOJIUPAHO Mpoy4BaHe oT ¢a3za 3
HABEMXJ1a HA MUCHJITA, YE JAHHHUTE 32 €(DeKTUBHOCT (0D11a NPeKMBAEMOCT, IPEKUBIEMOCT Oe3
MpOrpecHs ) 3a neMeTpekce ¢a mogodbHH MeXay NaLMEeHTHTE, IPeABAPUTENIHO TPETHPAHH C
pouerakcen (N = 41), M naLUeHTHTE, KOWTQ HE Ca MOJYy4YaBaly NPEeaABAPUTEIHO JICYEHHE ¢ oLIeTaK e

(N = 540).

Tabauua 6. EdgexTuBHocT Ha nemeTpexcen cnpsmo aoneraxkcesa npu HAPB/ - ITT nonyaauus

I[lemerpekcen Houerakcern
IlpexusaemocT (B MecelH) (N = 283) (N = 288)
* MeaunaHa (B MeceL) 8,3 7.9
= 05% JIH 3a meauaHa (7,0-9.,4) (6,3-9,2)
= HR 0,99
= 95% JIH 3a koepuuueHT Ha puck (HR) (0,82-1,20)
* HeuHdepuopHa p-cTOHHOCT (KOe(PUUMEHT HAa PHUCK 0,226
(HR))
IIpexuBseMocT 0e3 mporpechd (MecelH) (N =283) (N =288)
= Meanana 2,9 2.9
= Koeduuuent na puck (HR) (95% IH) 0,97 (,82-1,16)
Bpeme no meycnex ot Jedennero (TTTF — mecenn) (N = 283) (N =288)
| =  MenuaHa 2.3 2,1
"  Koeduuuent Ha puck (HR) (95% JH) 0,84 (,71-,997)
OTtrosop (n: onpeaencH Karo OTTOBOP) (N =264) (N =274)
= Crenen Ha otrosop (%) (95% JIH) 9,1 (5,9-13,2) 8,8 (5,7-12,8)
» CrabunHo 3ab0n1BaHe 45,8 46,4

Cokpawmenns: 11 — nosepurenen unrepsan; HR — koepuuuent Ha pucka; ITT — intent to treat
(nomynauwms, »xenaewa aa Osae nekysana); N — obuy 6poit Ha nomynauuara.

Hedpebrnoxnemvuen pax na beaun opob (HIPK]), neuenue om nvpea aunus

MHOroueHTpOBO, paHAOMH3UPAHO, OTBOPEHO NMpoyuBaHe OT ¢aza 3 Ha neMeTpeKce ] ILIHOC LHCILIATHH
CpeLly reMUHTaOHH TWIKOC LIMCTUIATHH NTPH NMALMEHTH ¢ JIOKAJTHO aBAHCHPAJT WIH MeTACTATHYEH
(Craguit I1Ib unu IV) HeapeObHokneTvueH Henoapoben xapuuHoM (HIKBJK), Ha kouto 10 MoMeHTa
HE € MpHjaraHa XMMHOTEparus, NokKas3pa, ye nemerpexcel ronoc uuciatdl (Intent-To-Treat [ITT]
nomyJjauus n = 862) nocTtura cBosTa NbpBHYHA KpaiiHa TOYKa U NOKA3Ba NMNoJo0Ha KIIMHUYHA

e¢eKTHBHOCT KakTo reMuHTabuH wiroc uucratut (ITT n = 863) B obuiata npexupieMocT
(xopurupas koeduureHT Ha pHuck [adjusted HR] 0,94; 95% JIU = 0,84-1,05). Bcuuky naupedTy,
BIUTIOUEHU B TOBA NPOYYBAHE ca UMAJIH PyHKLMOoHAaNnHO cbeTtosiHke 0 wnu 1 no ECOG.

[TbpBU4HMAT aHanH3 Ha eQ)eKTURHOCTTA ce ocHoBaBa Ha [TT nomynauusara. CeH3UTUBHUATE aHANH3H
Ha rjlaBHUTE KpaHHH TOYKH 32 e(PEKTHBHOCT CBILO Ca OLEHIBAHK BBPXY MPOTOKON-KBATHGHIMPAHATA
(PQ) nonynauusa. AHanusure Ha epeKTHUBHOCTTA, M3non3ealy PQ nomnynaiuara, ce CbBMECTHMH C
aHasmsure 3a [T'T momynaumsaTa M noakpenAT He no-Mankarta epekTuBHOCT Ha All cpeury I'LI.

[IpesxuBsiemoct 6e3 nporpecus (PFS) u obinata yectora Ha OTroBop ca NOAOOHH MEXKY JIEKYBaHUTE
rpynu: MeauaHara Ha PES e 4,8 mecena 3a nemerpekcen niroc UMCIUIATHH cpelky 5,1 Meceua 3a
reMUHUTabHUH Noc UUCIUIATHH (KopuripaH koeduiueHT Ha puck [adjusted HR] 1,04; 95% U = 0,94-
1,15), n obwara yecrora Ha otrosop € 30,6% (95% [ = 27,3-33,9) 3a nemeTpexcen IIIOC
LHCIL1aTHH cpelny 28,2% (95% AU = 25,0-31,4) 3a remuuradun rwnoc uucnnarud. PFS ganuuTe ca
4aCTHYHO MMOTBBPACHH OT He3aBUCHMA peueHsns (400/1 725 nmauneHTH ca paHAOMH3HPAaHO U30
[pernena).

AHAIN3BT HA BAHAHHAETO HA XUCTOJIOTHATZ HA HeApeOHOKNeThYHHA OenoapobeH KapuuH
(HAKB/JK) Bbpxy oblliaTa npexuBieMOCT MOKa3Ba KIMHWUYHO 3HAYHMY Pa3IHKH B fpe
Cropes XHCTOJIOrHATA — BIOKTe TabIuLaTa no-noay.




Tabanua 7. EpekTHBHOCT HA neMeTpeKcea+ NUCIJIATHH Cpemy reMUHTAOMH + NHCIJIATHH NPH
N'bpPBa JIHHHA HeApeOHOKIeThYeH OestoaApo0Oen kapuHHOM — ITT nonyj1anusa 4 XHCTOJIOrHYHH

NOArpYIH.

Cpeana obma npexHBsieMOCT B MeCellH Kopurapan
ITT nonyaaunus | (5% AW) KOET::EZHT IIpeBn3X0
ARSTOSOTRIHS Ilemerpexcen + I'emuuTabun + (Adjusted HCTP op-
NOArpynH CTOHHOCT

NHCIJIATHH HUCIJIATHH HR)
(95% JH)

ITT nonynauus 10,3 N=862 10,3 N=863 0,942 0,259
(N=1725) (9,8-11,2) (9,6 - 10,9) (0,84 — 1,05)
AZ1IEeHOKapLIHHOM 12,6 N=436 10,9 N=411 0,84 0,033
(N=847) (10,7-13,6) (10,2-11,9) (0,71-0,99)
EnpokyiernueH 10,4 N=76 6,7 N=77 0,67 0,027
(N=153) (8,6 —14,1) (5,5-9,0) (0,48-0,96)
Hpyru 8,6 N=106 0,2 N=146 1,08 0,586
(N=252) (6,8 —10,2) (8,1 —10,6) (0,81-1,45)
CKBaMO3HOKJIETbYEH 94 N=244 10,8 N=229 1,23 0,050
(N=473) (8,4 —-10,2) (9,5-12,1) (1,00-1,51)

Cokpawmenus: U — nosepurenen unrepsan; ITT — intent to treat (nonynauus, xkenaeua aa obae
nekyBaHa); N — o011 6poit Ha nomynauuaTa

*  CTaTMCTHYECKH 3HAYMMO 3a He Mo-Majika e(pMKaCHOCT, C ITbJIEH JOBEPUTE/IEH HHTEpBaJ 3a
KOe(pUUMEHT Ha PUCK J0CTa NMoJ AOMYyCTUMAaTa rpaHHULa 3a He no-majka epukacHoct - 1,7645

(p <0,001).

I'pa¢ukn na Kaplan Meier 3a o0ma npexxnBsieMOCT 10 XHCTOJIOrHS

AleHOKapUUHOM

1.0
0.9 1
0.8 1
0.7 1
0.6 -
0.5 1
0.4 -
0.3 -
0.2
0.1 |

BepoATHOCT 32 NpeXuBaeMocCT

- A+l

-
+
) a2

0.0 ,
0 6

18 24 30

Bpeme Ha npexuesemMocT

(meceum)

AC = [lemerpekcen + Llucnnatux

EAPUKHHTB‘IEH KapLUMUHOM

1.0
0.9 1
0.8 -
0.7 -
0.6 1
0.5 -
0.4
0.3 1
0,27
0.1 1
0.0

BepoATHOCT 3a npexuBaeMocT

— A+

0 6

18 24

Bpeme Ha npexuBrRemMocT

(Mmeceumu)

30

He ca HabmonaBaHy KIIMHUYHO 3Ha4YMMHM Pa3jiMKH B Npoduia Ha 6€30MmacHOCT Ha NEMETPEKCe ] TUTHOC
LIMCIUTATHH B PAMKHTE Ha XUCTOJIOrMYHHUTE MOATPYIIH.

[TlauueHnTuTe, IEKyBaHH C NEMETPEKCE U LIMCIUIATHH, C€ HYXXAAAT OT MO-MaJIKO TpaHC()y3HH
cripamo 28,9%, p<0,001), tpaHcdy3uu Ha epurpoumrTHa Maca (16,1% cnpsamo 27,3%, p
TpaHcy3uu Ha TpoMOoumTH (1,8% cnpamo 4,5%, p=0,002). [TauneHTHTE CE HYXKIAAT
[0-MaJIKo MpUJIOKEHHUE Ha epuTpornoeTHH/aapbonoeruH (10,4% cnpsamo 18,1%, p<0
G-CSF/GM-CSF (I'-KCO/I'M-KC® (I'panynouur-Kononus Ctumynupain ®akrop/




Makpodar-Kononusa Ctumynupaiy ®akrop) (3,1% cnpamo 6,1%, p=0,004) n npenapaTH Ha xkena30To
(4,3% copamo 7,0%, p=0,021).

Heodpebrorxiemuvuen pax Ha beaus opob (HIIPKJ]), noddvpocauio aeverue

JMEN

MHoroueHTpoBo, paHIOMUIUPAHO, ABOHHO-CNANO iauedo KOHTPOIMpaHO Mpoy4BaHe oT ¢asza 3
(JMEN) cpaBHaBa edukacHocTTa U 6€30MaCHOCTTA HA MOAABPIKALLOTO JIEYEHHE C TIEMETPEKCE] MLTIOC
Hai-100pu noparpxaiy rpwxu (BSC - best supportive care) (N = 441) cnpamo mnauebo witoc BSC
(N = 222) npu naumeHTH ¢ TokanHo aBaHcupan (Craguit I1IB) unu meracraruuen (Cragnii V)
HepeOHOKIeTRYEH pak Ha Oenus apob (HAKPDB/I), koiiTo He nporpecupa cien 4 LMKBIIA Ha JIEUESHHE
OT ITbPBA IKHHUA KATO ABOHHA Tepanus, ChIbpXKALLA LIMCIUIATHH WM KapOoruiaTud B KOMOHHaLHA ¢
reMUuUMTabuH, NaKIuTaKcen WM Jouertakcen. Jleuenue oT mbpBa TMHUA KaTo ABOHa Tepanms,
ChABPXKAILA NMEMETPEKCEN, HE € BKIIIOYBAHO. BCHUKH MauMEeHTH, BKIIIOYEHH B TOBA NMPOYUYBaHe ca
HMaaH QyHKUHOHATHO cheTogsHUE O win 1 mo ECOG. [ManuenTrTe nonyyaBaT noAIbpKalllo JIeYEHHE
[0 nporpecHpaHe Ha 3abonsBaHeTo. EQukacHoCTTa M O€30nacHOCTTa C€ U3MEPBAT OT MOMEHTA Ha
PAaHAOMHM3HUPAHE CIIEA 3aBbpLIBAHE HA JICYEHHETO OT ITbpBa JIMHUA (MHIykuMA ). [laumMeHTHTE
NMOMy4YaBaT NOJABPXKALLO JEYECHHE ¢ MEIHaHa 5 LMKb/AA ¢ NMeMeTpekcea U 3,5 unkbiaa ¢ ianlebo.
O6wo 213 naunenty (48,3%) 3aBbpiBaT > 6 LHKBIA, a 00O 103 nauuenTn (23,4%) 3apbpuiBar

> 10 uukbiIa Ha IeUEHUE ¢ [IEMETPEKCEI.

[IpoyuBaHeTO € JOCTUrHAIO CBOATA ITbPBUYHA KpaiiHa TOYKA M [10KA3Ba CTATHCTHYECKH 3HAYHMO
noaodpenue Ha npexuBieMoctTa 6e3 nporpecus (PFS) B rpynara ¢ nmemerpekcen cnpsaMo rpynara ¢
rwiauebo (N = 581, He3aBUCUMO NperneaaHa nonynauua; MeJanaHa, ChboTBeTHO 4,0 Mecena 1 2,0
Meceua) (koepuuueHdT Ha puck = 0,60, 95% JIU = 0,49-0,73, p < 0,00001). HezaBncuMMAT nipernen Ha
CKEHOrPaMMTE Ha MaLMEeHTHTE NOTRBPKIaBa HaXOAKHUTE OT OLIEHKATA 3a NpeXuBIeMocT Oe3
nporpecus (PFS) Ha u3cnenoparens. Meananara Ha obwara npe>xxnBaeMocT 3a uaiara nonmynauus (N

= 663) e 13,4 Meceua 3a rpynara ¢ nemetpekces 4 10,6 Mecelra 3a rpynara ¢ mwianuebo, KoepHLMEHT Ha
puck = 0,79 (95% OH = 0,65 no 0,95; p = 0,01192).

B choTBeTcTBHE ¢ ApyruTe npoyuBaHus Ha neMerpexcel, B JMEN e nabnrogaBaHa pa3nuka B
eduxacHocTTa cnopel xucroaorusra Ha HAKPB/I. Ilpu nauuenture ¢ HIAKPB/I, ¢ paznuuHa ot
NpeAHMHO CKBAMO3HOKIECTbYHA XHCTONOrHA (N = 43(), He3aBUCHMMO NperieaaHa nomyaanms),
MeAunaHarta Ha npexusseMoct 0e3 nporpecus (PFS) € 4,4 mecewla 3a rpynara ¢ nemerpekcen 4 1,8
Mecela 3a rpynara ¢ miauebo, koeguumeHt Ha puck = 0,47, 95% JIU = 0,37-0,60, p = 0,00001.
Meaunanara Ha o01a npexuesemoct npu nauuentare ¢ HIKPL], ¢ pazav4ba oT npeAMMHO
CKBaMO3HOKIeThYHA xucTonorka (N =481), e 15,5 meceua 3a rpynara ¢ nemerpekcen v 10,3 Mecela
3a rpymnara ¢ rutaueo, koepuumerr Ha puck = 0,70 (95% U = 0,56-0,88, p = 0,002). Brousaiiku
¢azaTa Ha HHIYKUWA, MeUaHaTa Ha obiia npexxussemoct npu naieHTuTe ¢ HIKPB/I, ¢ pasnvuna
OT MPEAHMHO CKBAMO3HOKIIETBYHA XHCTONIOrHA, € 18,6 Meceua 3a rpynara ¢ nemerpekcen 1 13,6
MeceLla 3a rpynara ¢ ranebo, koedbuument Ha puck = 0,71 (95% JIU = 0,56-0,88, p = 0,002).

PEB}H’IT&THT& 34 MPCKHUBACMOCT Oe3 [MporpecCusa U 0611].3 [MPCKHBACMOCT TIPH MNAaUHECHTH CBC
CKBaAMO3HOKJICTEYHA XHCTOMOIAA HE MNPpEANoJaraT rnpeIuMCTBO Ha INEMCTPEKCEN Npen HJ]EI.[ESO.

Hsama HaOmogaBaHH KTHHHYHO 3HAYMMHU pa3jiHuus B npoduia Ha 6e30nmacHOCT Ha MeMeTPeKce]] Cpel
XHCTONOTHYHHTE NOArPYIIH.




JMEN: I'padnkn na Kaplan Meier 3a npexxaBsiemocT 0e3 nporpecusi (PFS) n 06ma
NpexXHBAEMOCT 32 nemMerpekxcen cnpamo mianedo npu nannenTn ¢ HAKPB/I, ¢ pazinyna ot
NpeANMHO CKBAMO3HOKJ/IETHYHA XHCTOJIOTHSA:

[IpexxuBsieMocT 6€3 nporpecus OO611a npexuBIeMoCT
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MHOroueHTPOBOTO, paHAOMH3UPAHO, ABOMHO-CIANO, M1aLedo-KOHTpoIMpaHo da3a 3 nmpoyyBaHe
(PARAMOUNT), cpaBHsBa epukacHOCTTa H 6€30MacHOCTTA Ha NMPOAB/DKEHHETO Ha MOJABPKALIOTO
nedyenue ¢ nemerpekcen miroc BSC (N = 359), ¢ roea Ha nnaue6o mumroc BSC (N = 180), npu
[MalMeHTH ¢ JIokanHo aBaHcupan (crtaaui [1IB) win meracratuuen (craauit IV) HAKPB/L, ¢ paznuuna
OT MpeAUMHO CKBAMO3HOKJIEThYHA XMCTOJIOTUsA, KOUTO HE NMporpecupa ciea 4 uMKbia JIeYeHHe OT
[TbpBa JIMHUA C NeMeTpekcea B KoMOMHaums ¢ uucriatii. Ot 939 nauueHTH, JIEKyBaHHU €
NEMETPEKCe IUTHOC HHAYKLUMS ¢ LIMCIUIATHH, 539 nauMeHTH ca paHIOMU3UPAHH Ja M0JTy4yaBaT
MOAABPKALIO JICYEHHE C NEMeTpeKce ] Wik rwauedo. Ot paHAOMU3UPaHUTE NaLUeHTH, npH 44,9%
MMa IbJIEH/4YacTHYEH OTrOBOp, a 51,9% uMat oTroBop cbhe cTabuian3upaHe Ha 3a00JIIBaHETO A0
UHAYKUHKSA C MEeMETpeKce IUTI0C UMCIuiaTUH. [1py nauMeHTuTe, paHIOMH3HMpaHU Ha MOAIBbPIKALIO
nedeHue, ce u3nckaa ga uMat ECOG ¢yHkuuonanHo cbetossHue 0 win 1. CpeaHoTo Bpeme oT
Ha4yaJIOTO Ha HHAYKLMOHHOTO JIEYEHHE C NMeMeTpeKCce] IUTHOC LMCIUIATHH JI0 HAaYaJIOTO Ha
NMOAABPAKALLOTO JIeYEHHE € 2,96 Mecelia U 3a rpynara ¢ NeMEeTPEeKCe, U 3a rpynara ¢ ruianebo.
PanaoMu3upaHUTe MAaLUMEHTH MOJTy4YaBaT NOAABLPAKALIO JIeYeHHUE 10 NporpecupaHe Ha 3a001ABaHETO.
EdukacHocTTa M 6€30MacHOCTTa ca OLICHEHU OT MOMEHTA Ha paHIOMM3allMA Clie]l 3aBbpIIBaHe Ha
JICYEHHUETO OT MbpBa JUHUA (MHAYKLUMS). [laumeHTHTE NoJTyyaBaT cpeaHo 4 LUKbJ1a Ha NOAIbpKAalI0
JICYEHHE C NeMeTpeKce U 4 uukbiia — ¢ ruiauedo. O6uo 169 nauuentu (47,1%) 3aBbpiuBar > 6
LIMKBJIa Ha MOJABPXKALIOTO JICYEHHE C MMEMETPEKCEN, NMpeAcTaBANKH noHe 10 mbjHM LMKBJIa Ha
[eEMETpeKce.

[Ipoy4BaHeTO JOCTHra CBOATA MbPBHYHA KpalHa TOYKA U MOKa3Ba CTATUCTHYECKH 3HAYHMO
noaoOpeHue Ha npexusseMoctTa 6e3 nporpecus (PFS) B rpynara ¢ nemerpekcen Haj rpynara ¢
rauedo (N = 472, He3aBUCMMO NperyeaaHa rnomyJjiauusa; MeamaHa, CbOTBETHO 3,9 Mecena u 2,6
mecena) (crerneH Ha puck = 0,64, 95% U = 0,51-0,81, p = 0,0002). HezaBucumusT nperiyien Ha
M3CJIeIBAHUATA CbC CKEHEP Ha MalLMEHTUTE MOTBBbPK/1aBa HAXOAKHTE OT oLleHKkara Ha PFS Ha
H3Cie10BaTels. 3a paHAOMH3HPAHUTE MALMEHTH, KAKTO € OLIEHEHO OT Ha4aJloTO Ha HHAYKLIHOHHOTO
JIeYeHHE OT MbpBa JIMHUA C IEMETPEKCE IUTFOC LMCIUIaTUH, cpeanara PFS, oueneHa ot

u3cienosaresns, € 6,9 Meceula 3a rpynara Ha neMeTpeKkcea U 5,6 Mecela 3a rpynara Ha rnJjia
(creneH Ha puck = 0,59 95% AU = 0,47-0,74).

Cnen MHAYKIMOHHO JIeYeHHUE C NMeMETPeKCe I TUTIOC LIMCIUIATHH (4 IMKDBIA), JIEYEHHUET, 4y i§
CTATHCTHYECKH NMPEBB3X0XK/a TOBA C Iu1auedo no OTHOLIEHUE Ha oOLaTa npexxuBieMQCR (Meidana -,;1-’:.

. A 'L
s

13,9 meceua cnpamo 11,0 meceua, koedhuuuneHT Ha puck = 0,78, 95%, JIU = 0,64-0,9ﬁt\éﬁﬁ-%§' By SN




KbM MOMEHTa Ha TO3H MOC/IeAEH aHAJIU3 Ha NpexuBiaemMocTTa 28,7% OT nauMeHTUTe OT rpyrara,
[0OJTy4aBaJiv MIEMETPEKCE/L, Ca XHUBH WM U3ryOeHH 3a npociieassane, cnpsaMo 21,7% ot rpynara,
nosty4yasasa ru1ane6o. OTHOCHTETHMAT €(PEKT Ha JIEYEHHETO C MEMETPEKCe 1 € MOCIe10BaTeIEH BbTPE
B PAMKHUTE Ha MOATrPYIUTE (BKIIOUMUTENHO CTAAUH Ha 3a00/18BaHETO, MOBJIUABAHE OT MHAYKLIMATA,
¢yHKUHOHANHO cbeTosHUE (PS) no ECOG, TioTIOHONYLIEHE, MO, XUCTOJIOTHA U BB3pacT) H NMoao0eH
Ha TO3H, HAaOJII01aBaH MPH aHAJIM3UTE Ha HEKOpUrupaHara obua npexusseMoct (OS) u Ha
npexussaeMoctTa 60e3 nporpecus (PFS). HecTtorara Ha npexxuBIeMOCT Ha 1-Ta ¥ 2-Ta roguHa 3a
MaLMEHTHUTE, JIEKYBAaHH C neMeTpekcel, CboTBETHO ca S8% u 32%, B cpaBHeHue ¢ 45% u 21% 3a
MaLUMEHTUTE, MOJTy4YaBaiM I1auedo. OT Ha4aI0TO Ha HHAYKUMOHHOTO JIEYEHHUE OT MbpPBa JIMHHUA C
neMeTpeKce]l IUIIOC LMCILIATHH, MeIHaHaTa Ha obwara npexusseMocT (OS) Ha nauveHTure € 16,9
Mecela 3a rpynara ¢ nemerpekcea u 14,0 meceua 3a rpynara ¢ mauebo (koedpuuueHT Ha puck = 0,78,
95% AU = 0,64-0,96). IIpoLeHTHT Ha MaLUEHTUTE, KOUTO IOJIy4YaBarT JIEYEHHE CJie]l MPOYYBAHETO, €
64,3% 3a nemerpekcen 1 71,7% 3a nnauebdo.

PARAMOUNT: I'padnka na Kaplan Meier 3a npexuBsiemoct 6e3 nporpecus (PFS) n 00ma
npexussaemMoct (OS) npu npoab/KaBaHe HA MOAAbPKAHETO C MeMeETpeKcen, CIpAMO mJjianedto
npu nauuenTu ¢ HAKPB/l, ¢ pa3jin4yna oT npefHMHO CKBAMO3HOKJIEThbYHA XHCTOJIOTHSA
(OmeHeHH OT pAaHAOMH3HPAHETO)

[IpexxuBseMocT 6e3 nporpecus O61a npexuBIeMoCT
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[Ipoduinte Ha 6€30MacHOCT Ha MOAABPKALLOTO JIEYEHHE C MEMETPEKCE] OT ABETE MPOYUYBaAHHUS
JMEN u PARAMOUNT ca nogoOHH.

5.2 PapMaKOKHHETHYHH CBOHCTBA

DapMaKOKMHETHYHHUTE CBOMCTBA Ha MEMETPEKCE/] Clie]] CAMOCTOATENIHO NMPUIIOKEHHE Ca OLIEHEHH NPH
426 naLMeHTH C paK ¢ pa3JIMYHHU COJIMIHU TYMOPH B 1034 B oOxBaTa mexay 0,2 u 838 mg/m?,
Mpuiaraiy Kato uHQysus 3a nepuon Hag 10 munyTH. [lemerpekcen uMa o6eM Ha pasnpeesieHUE B
CTALIHOHAPHO CheTOsiHUE OT 9 1/m?. TIpoyuBanus in vitro nokassar, 4e reMeTpekces] € NPUGIH3UTENHO
81 % cBbp3aH ¢ r1asMeHUTe NPOTeHHU. CBBP3BAHETO HE CE€ NMOBJIMABA 3HAYMTENHO OT Pa3IMYHHUTE
CTeneHH Ha Ob0peyHo yBpexaaHe. [lemeTpekcea nperbpnsBa orpaHH4eH 4epHOAPOOEeH METa00IH3BM.
[IemeTpekcen OCHOBHO ce eTMMUHUpA ¢ ypuHata, kaTo 70 % 1o 90 % ot npunoxkeHara 103a ce
Bb3CTAaHOBSIBA HEMPOMEHEHA B YpHHATa 3a ITbpBUTE 24 yaca cien npuioxeHue. In Vitro npoyuBaHus
[MOKa3BaT, Ye NeMeTpeKcel aKTUBHO ce cekpeTupa oT OAT3 (TpaHcropreH 6enThk Ha opr :
aHUOHH). OOLUAT cUCTeMEH KIHPBHC Ha neMetpekcen € 91,8% ml/min, a enuMHuHaALIMO
MOJTY>KMBOT OT I1a3Mara € 3,5 yaca [pM NMalueHTH ¢ HopMasiHa Ob0peuHa GyHkims (K
KIMPBHC 0T 90 ml/min). MHTepUHaAMBUAYaTHATA BAPHAOUIIHOCT B KIIMPbHCA € YMEpE
O6uara cucremHa ekcrio3uums (AUC) u MakcHMaliHaTa ruia3MeHa KOHLIEHTpal|s Ha




YBEITUYaBaT NpOonopuHOHAIHO C J03aTa. (I)apMaI{OKHHBTHI{aTa Ha NICMCTPCKCEA HE CC TIPOMCHA ITPH
MHOIOKPATHH IJHKJIH Ha JTIEYCHHC,

DapMaKOKHHETHYHHUTE J@HHH HA NEMETPEKCE ] He Ce TIOBJIMABAT OT €AHOBPEMEHHOTO MPHIIOKEHHE HA
uucruiaTiH. JobaBaHeTo Ha donHeBa KUCeIMHA NEPOPATIHO U HHTPAMYCKYJTHO BUTaMHH B> He
NoBIuABaT PapMaKOKHHETHKATA Ha MeMeTpeKce.

5.3 IlpeaxnnHHvHEA NaHHH 33 6€30MACROCT

[TpunoxeHneTo Ha nEMeETpexcea Ha OpeMEHHN MULIIKH BOAH 0 HaMaleHa deTtanHa
YKU3HECTTOCOOHOCT, HAMAJIEHO (PETATTHO TErJIO, He3aBbpllieHa OCH(PUKALIMA HA HAKOH CKE/IETHH
CTPYKTYPHM H LienKka Ha HeOUeTo.

[TIpunokeHHeTo Ha NEMETPEKCE]l HA MBXXKH MHILUKH BOAW A0 peNpoIyKTHBHA TOKCHYHOCT,
XapakTepHu3Hpalila c¢ ¢ MOHW)XEHH HIBA Ha QepTUNHOCT U TECTHKYJIapHa atpodusa. B npoyusane,
HaIlpaBeHO Ha Kyde OT [1opoaarta OUrei Ype3 HHTpaBeHo3Ha DONTyC MHXKEKUHA B MPOAB/DKEHHE Ha 9
Mecela, e HabIroJaBaHa TECTHUKYTApHATA HaxoAKa (Jerenepanua/HeKpo3a Ha eMHTeNIa Ha CEMEHHHTE
KaHam4yeTa). ToBa mpeamnonara, 4€ NEMETPEKCEA MOXKE J1a YBpexJa MbxkKaTa gepTiiHocT. KeHckaTta
PENPOAYKTHBHOCT HE € U3C/IeBaHA.

[lemeTpexcen He € NOKa3al MyTareHHOCT HMTO NPH ik Vifro TECT 3a XpOMO30OMHH abepalivu B
AAYHUKOBH KJIETKH Ha KHTAHCKH XaMCTepH, HUTO NpU Ames Tecra. [leMeTpekcen € nokasan
KJIACTOr€HHOCT NPH i1 VIVO MHKPOHYKJI€aPHHUA TECT IIPH MHUILKH.

He ca npoBexxaanHu NpOy4BaHMA 3a OLIEHKA HA KAHLEPOTeHEH NOTEHIIUAJ Ha [EMETPEKCe/.

6. @®APMALEBTUYHH JAHHHA

6.1 Chnuchk HAa NOMOINHHTE BEeIeCcTBA

Harpuer tHocyndat neHraxuapar (ES39)
Iponmunenraukon (E1520)

XJOpoBOAOPOAHA KHCENMHMHA (3a KopeKkuMsa Ha pH)
Harpuer xunpokeuna (E524) (3a kopekums Ha pH)
Bopa 3a uHXeKuuu

6.2 HechLbBMEeCTHMOCTH

IlemeTpekcen € pU3IUUECKH HECHBMECTHM € Pa3TBOPHUTENHM, KOUTO ChABPXKAT KaJILMH, BKIIOYHTENHO
pa3TBOp Ha PuHrep-nakrar u pa3tsop Ha PuHrep.

To3u nexkapcTBEH NPOAYKT He TpabBa Aa ce CMECBa C APYTH JEKapCTBEHH MPOAYKTH, ¢ H3KITIOUEHHE Ha
[MOCOUYEHUTE B TOUKa 6.6.

6.3 Cpok Ba roaquocT
HeotBopeH (daakoH

100 mg gaaron
2 TOOUHH

300 mg pnaxon u 1000 mg graxoxn
2 TOJUHM

Cnea nspBO OTBAPAHE




[IpoayxrsT TpabRa Aa ce M3non3ea HezabaBHO. BCHUKK HEU3NON3BaHU KOoNMUYeCTBA TpAOBa ga 6baaT
H3XBBPIICHH.

Cnen paszpexaaHe

Dnaxon om 100 mg
CtabunHOCTTA HA NPHUIOTBeHUA HHOY3IUOHEH PA3TBOP € J0KA3aHA 334 3 AHH NIPH CbXPaHEHHE B
XJJTaAWIHHUK nipH 2-8°C, 3allluTeH OT CBETIHHA.

Dnaxon om 500 mg u paaxon om 1000 mg
CrabHIHoCTTa Ha NPUIrOTBEHUA UH(PY3HOHEH Pa3TBOpP € J0Ka3aHa 3a 7 IHA TIPH ChbXPaHEHHE Ha

CTaliHa TeMIlepaTypa, 3allMTEH OT CBETIIMHA H 32 |4 AHHM NPH ChXpaHeHHE B XNAAHWIHHK npy 2-8°C,
3aLLIMTEH OT CBET/IHHA.

Ot MMKpOOHOIOrMYHa IJI€Ha TOYKA, MPOAYKTHT TPpAORA Ja ce W3MNo3Ba BeaHara. AKO He ¢c€ H3MoN3Ba
He3a0aBHO, MEPUOABT HA U3MOJI3BAHE M YCJIOBHATA 32 ChbXPaHEHHE MpeaH ynotpeda ca OTTOBOPHOCT
Ha noTtpebuTens 1 0OUKHOBEHO He HAIXBBLPIAT 24 waca npu 2°C no 8°C, ocBeH ako pa3pexnaHeTo €
H3BLPLICHO MPH KOHTPOJIMPAHH K NMOTRBPAECHH aCENTUYHH YCIIOBHS.

6.4 ChnenHaJHH YCJIOBHH HA ChXPAHEHHE

HeoTtBopeH ¢akoH
Ha ce cbxpansasa noa 25°C.
JHa ce cbXpaHsaBa B OpMIrHHAIHATA ONaKOBKa, 3a Ja cE MPEAra3syd oT CBETIMHA.

3a yCJIOBHATA HA CbXPAHEHHE Cel MbPBO OTBAPAHE U pa3pexKaaHe Ha JIEKAPCTBHUS NPOAYKT BHXKTE
TOUKa 6.3,

6.5 B#HI H cbAbpXKaHHE HA OMNAKOBKATA

Buctep, 6e3uBeTeH dnakoH oT ¢TeiU10 THN | ¢ G6poMOyTUIOBa r'YMEHa 3anyInanka ¥ aTyMHHHEBa
obKaTKa cbC CBETIIOCHHBO MJIACTMACOBO OTUYIIBALLO CE Kanaue,

Bceeku ¢pnakoH ceabpxa 4 ml, 20 ml unn 40 ml koHueHTpar 3a HHGY3HOHEH Pa3TBOP.
Besaka onakoBka cpabpxka | ¢akoH (cbe WM 63 3alMTHA 0OBHBKA).

He BcrukK BHOOBE 0MAakOBKM MOraT aAa ObJaT MyCHATH B NMpoaaxoda.

6.6 ChHnenHaTHH NpPEANA3ZHH MEPKH NPH H3XBbPJIAHE B padoTa

Paimeopume na nemempexced ca camo 3a eonokpamna ynompeba. Heusnonzeanuam rexapcmeen
NPOOyKm Uiy OMRAODUHUME MAMEPUATU OM HE20 MPROEA 0a ce U3XEbPIAM 6 CHLOMBEMCMEBUE C

MECIMHUME HIUCKEARUR 34 HumocmamiuyiHi CpEﬂCﬂ!ﬂﬂ-

1. IIpwraraitte acenTHYHa TEXHUKa IO BpEME Ha paspexJaHe Ha MEMETPEKCE] 3a MPHIOKEHHE
KaTO HHTPaBE€HO3HA HHPY3HA.

2. H3uucnere nozara u 6pos pnakonu [lemerpekcen Cannos, kouro ca HeoOxoaumH. Beeku
(1aKOH CHIbpKA HITHIIBK NTEMETPEKCE KOHLIEHTPAT, 3a /1a C€ OCUTYPH ONpeac/IEHOTO Ha

CTHKCTA KOJITHYCCTBO.

3. HeobxoauMusaT obeM OT neMeTpeKce KOHUEHTpaT TpsOea na 6b1e JOITBJIHHTENHO P

mg/ml (5%) uHxexmoHeH pa3TBop (6€3 KOHCEpBAaHT) A0 MoJyYasaHe Ha obeM
NPUIOXKEH KATO UHTpaBeHO3Ha HHQy3HA 3a Had 1 MHUHYTH.



4.  TlpMroTBEHHAT COpeE] YKa3aHHATA pa3TBOP 3@ HHPY3UH HA MEMETPEKCE € CHBBMECTHM ChC
CaKOBE U CHCTEMH OT MOIHONEPHH,

3. JlexapcTBEeHHUTE NPOAYKTH 3a MapeHTepaiHa ynoTpeba TpaOBa Ja 6-aaT HHCIEKTUPAHH
BH3YAJIHO 3a YAaCTULIM M MPOMAHA Ha LiBeTa npeau ynorpeba. da He ce ynoTpebaBa NpH HATHYHE
Ha YaCTHLIH.

IIperoTefate H NpeaynpexIaeHHEs NPR NpuaokKeHHe: KakTo U APYrHTe MOTEHLUHAIHO TOKCHYHH
NPOTHBOTYMOPHH CpeCTBa, paboraTta chC M MPUrOTBAHETO Ha HHY3HOHHMUA PA3TBOP NMEMETPEKCE
TpabBa na ctaBa BHMMaresHO. [IpenopruBa ce na ce U3NON3BaT PLKaBUUU. AKO Pa3TBOPHT Ha
neMerpexkcen nNonaaHe BbpXy KoxKaTta, BeJHara U3MHIATE KOxaTa MHOTO JoOpe ¢hC camnyH H BoJa. AKO
pa3TBOPBT Ha MEMETPEKCE NMoNagHe BbPXY JIMraBHLA, IPOMUNTE OOUNHO ¢ BoJa. [lemerpekcen He
npuuuHABa MexypH. HaMma cneupduven aHTuaoT 3a ekcTpaBasauns Ha nieMeTpekcen. JloknaasaHm ca
HAKOJIKO CJIy4as Ha €KCTpaBa3alMsa Ha MEMETPEKCEA, KOUTO HE Ca OUECHEHH KaTO CEPHO3HH OT
uscnenoBarend. ExcrpaBazauusra TpaOBa aa O0bae oBnajsHa Crope] MeCTHATa CTAHARPTHA MMPaKTHKA,
KAaKTO IPH APYTHTE HE-BE3UKAHTH.

7. INNPUTEXATEJ HA PABPEINIEHHETO 3A YIIOTPEEBA
Sandoz d.d.

Verovikova 57, 1000 Ljubljana
CnoBenus

8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Per.No: 20200176

9. 1JATA HA IIBPBO PABPEINABAHETIOAHOBSABAHE HA PAZPEIIIEHHUETO 3A
YIIOTPEBA

Jara Ha mppBO paspewiaBaHe 3a ynorpeda: 13.10.2020
JlaTa Ha nocneaHO NOJHOBABAHE:

10. JATA HA AKTYAJIMZBUPAHE HA TEKCTA
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