MNPUJIOKEHUE |

KPATKA XAPAKTEPUCTUKA HA IPOAYKTA



1. NME HA JIEKAPCTBEHUA TPOAYKT

IMemerpekcen Accord 25 mg/ml koHreHTpaT 3a HH(Y3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Exva ml koHueHTpaT chabpika MeMeTpeKce ] JUHATPUI XeMUIICHTaXHApaT, CKBUBAJICHTEH Ha 25 Mg
neMeTpeKCeI.

Envn ¢nakon ¢ 4 ml KoHIEHTpAaT ChABpPKA IEMETPEKCE/T AMHATPUI XEMUIICHTaXUIPAT, CKBUBAJICHTCH
Ha 100 mg nemerpekcen.

Enun dmakon ¢ 20 ml koHIEHTpaT ChabpsKa EMETPEKCE JUHATPHI XEMHUIIEHTaXHIPaT,
exBuBasieHTeH Ha 500 mg neMeTpeKce .

Envna ¢naxon ¢ 34 ml KoHIIEHTPAT ChIBPKA TIEMETPEKCE/ TUHATPHA XEMHTICHTAXHIPaT,
ekBuBasieHTeH Ha 850 mg meMeTpeKce.

Envn ¢naxon ¢ 40 ml koHIEHTpaT ChABpXKA MEMeTPEeKCce ] JUHATPHI XeM UIIEHT aXUApaT,
exBuBasieHTeH Ha 1000 mg nemeTpekcen.

THomowno sewecmso ¢ uzsecmmo deticmgue
Bcexuml pastBop cwabpika 8,4 mg (0,4 mmol) watpuwii.

3a ITbJIHUS CIIMCHK Ha TIOMOIIHUTE BEIIeCTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

KonreHTpaT 3a MH(Y3HOHEH pa3TBOp (CTEPWICH KOHIICHTPAT).

bucTsp, 6e31BeTeH 0 01e10KBJIT Pa3TBOP.

pH e mexny 7,0 — 85

4. KJIMHUYHU IAHHHA

4.1 TepaneBTUYHH MOKAZAHUSA

MasmraeH mwieBpajieH Me30TEINOM

IMemeTpexcen Accord B KOMOMHAIMS C LMCIUIATHH € TIOKa3aH 3a JICYCHHE HA HeTIO/JIekKAI] Ha

PEICKIMA MAJIMTHEH IUIEBPAJICH ME30TCIIMOM IIPU TMALMEHTH, Ha KOUTO 10 MOMCHTA HE € MpuiIaraHa
XUMHUOTCpaIus.

HenpeOHOKIETHYEH paK HA Oesmsd Apod

IMemeTpexcen Accord B KoMOMHAIMS C LIMCIUIATHH € TIOKa3aH 3a JISYSHHE OT IThPBa JIMHKS Ha
MAIMEHTH C JIOKAJTHO aBAHCHPAJ WIM METaCcTATHYCH HeIpeOHOKIIEThYEeH pak Ha Oeymst 1pob ¢
pa3irdHa OT NPEeJUMHO CKBAaMO3HOKJIEThYHA XUCTOIOTHS (BXK. TOoUKa S.1).

ITemerpekcen Accord e nmokaszaH 3a MOHOTEpAIIHS HPH TOIAbPIKAILO JICUEHUE Ha JIOKAJIHO aBaHCHpAI
WM METacTaTHIEH HeIPEOHOKIIEThUCH paK Ha Oenms Ipod, ¢ pa3indHa OT NpeIUMHO
CKBAaMO3HOKJICThYHA XHCTOJOTHS, TIPH TAIMEHTH, YHEeTO 3a00IsBaHe He IPOTrPeCUpa HETMoCPeICTBEHO
CJIeT XUMHUOTEparms Ha OCHOBAaTa Ha TIaTHHA (BXK. TOuka 5.1).



IMemeTpexcen Accord e mokas3aH 3a MOHOTEpAIHst TIPH JICUCHHE OT BTOPA JIMHUS HA MALMEHTH C
JIOKAJIHO aBaHCHPAJ WIM METACTaTHICH HeIPSeOHOKIICThYCH pak Ha Oenust Apo0 ¢ pa3indHa OT
npeIMMHO CKBaMO3HOKJIEThYHA XUCTOJIOTHS (BXK. TOuKa 5.1).

4.2 JIo3MpOBKA M HAYMH HA MPHJIO0KE HHE

IMemeTpekcen Accord TpssOBa 1a 6’b/1¢ MpWIaraH camo Mojl KOHTPOJia Ha JieKap, KBaJupuimpaH B
yrnoTpebaTa Ha MPOTUBOTYMOPHA XUMHOTEPATIHS.

g03 UPOBKa

Iemempexceo Accord 6 kombunayus ¢ yucniamun

IMpenopbuBanara qo3a [lemetpekcen Accord e 500 mg/m? TesecHa NMOBLPXHOCT, MPWIOKEHA KAaTO
MHTpaBEHO3HA MH(Y3MsI C MPOIBIDKUTETHOCT Haj 10 MUHYTH Ha ITHPBUS JICH OT BCEKH 21-HEBEH
Kb [IpenopbyBanaTa 103a IMCIUIATHH € 75 Mg/m? TejiecHa NOBBPXHOCT, KaTO HH(Y3Hs ¢
MPOABIDKUTEITHOCT HaJ JBa yaca, npudmmsuresHo 30 MUHYTH clie]] 3aBbpIIBaHe HAa UH(DY3msITa C
neMeTpPeKCe 1, Ha MbPBUS JeH OT BCeKH 21-HeBeH MKbI. [laipeHTure TpsioBa [1a momydaT aieKBaTHa
aHTHEMETHYHA Teparysl ¥ MOAXOAIIA XUApaTalys, NPESN WK CJIe/ HoTyJYaBaHe Ha [MCIUIATHH.
(BX. CBILO KpaTKaTa XapaKTEPHCTHKA HA MPOYKTA HA IMCIUIATHH 3a CICIM(HYHA TPETIOPBKU MPU
JIO3UpaHe).

Iemempexceo Accord xamo camocmoamento cpedcmao

[Ipu marmenTH, JeKyBaHM 3a HeIpeOHOKIEThUCH pakK Ha Oeyus Ipo0 cIie]l MpeaIecTBaa
XUMHUOTEparms, npernopbuBanaTa jgo3a Ilemerpekcex Accord e 500 mg/m? TenecHa MOBBPXHOCT,
MPWIOKEHA KAaTO UHTPABEHO3HA HMH(Y3Us, C TPOIBIDKATEIHOCT Haja 10 MUHYTH, HA TTHPBUSI JICH OT
BCEKU 21-THEBEH UKD

Peorcum na npemeduxayus

3a 71a ce HaMaJI YeCTOTaTa M TEKECTTa Ha KOYKHUTE PeaKiy, TpsaOBa Ja ce 1aJie KOPTHKOCTEPOU B
JieHs pe]iy, B ACHI HA U JI€Hs CJIe/l IPWIOXKEHUe Ha neMmeTpekcen. KoprukoctepounsT TpsaOBa na
Ob/Ic CKBHBAJICHTCH Ha 4 MQ JIeKCaMEeTa30H, IPIWIOKEH TEPOPAITHO [1Ba ITbTH HA JicH (BXK. Touka 4.4).

3a 1a ce HaMaJl TOKCUIHOCTTA, MALMEHTUTE JIEKYBAHU C IEMEeTpeKce T, TpsiOBa ChILO 1a MOdy4aBaT
J00aBKH OT BUTaMUHH (BXK. TouKa 4.4). [larmenrure TpsiOBa 1a mpueMart repopaiHo (oimeBa
KUCEJIMHA WM MYJITUBUTAMHHEH MPOIYKT, ChABpKaIl ommesa kucenrHa (350 1o

1 000 mukporpama) BcekunueBHO. [ToHe met no3u omieBa kucenmHa TpsOBa ga ObIaT MPHETH NPe3
ce/leMTe JIHU IPeTH ITbpBaTa 71032 IEMETPEKCe T M IPUEMBT TPOBa J1a MPObJDKABa 110 BpeMe Ha
IIBJIHASL KypC JIedeHue ¥ 21 THU ciie]] mocyieiHaTa 1o3a nemerpekce. [lammenrure TpsaoBa chIio 1a
T0JTy9aT UHTPpaMyCKysHO BuTamuH By, (1 000 Mukporpama) mpe3 ceaMuiaTa mpein mbpBaTa 103a
neMeTpeKce 1 U Clie/l TOBA Ha BCEKH TpeTH IWKbJI. [locnenBamia mwkekims BUTaMuH B, Moxke 1a 0bie
HaIlpaBeHa B ChUIMSA J€H, B KOWTO € MPWIOKEH NEeMETPEKCe]I.

Mounumopupane

[Mammenrure, nomyyaBaim neMeTpeKce 1, TpAOBa Aa O'bIaT MOHUTOPUPAHH TIPEIH BCSKA /1032 TI0
OTHOIIICHHE HA IThJIHA KPhBHA KapTHHA, BKIIFOUUTEIHO JUPEPSHIMAIHO OpoeHe U Opoii TPOMOOIMTH.
[Ipenu Bcsiko HA3HAUaBaHE HA XUMHUOTEpanus TpIOBa ja ce chbOUpaT KPbhbBHI OMOXUMHUYHU TECTOBE, 38
Jia ce olleHn OnOpeuHaTa uyepHoapooHa (yHkimm. [Ipenu 3anouBaHe Ha BCEKH IMKBI HA
XAMUOTEparus € Hy)KHO TMAIMEHTUTE J1a uMaT abcommoreH opoit Heyrpodwm (ANC)>1 500
ieTkw/mm?® u TpomOomury > 100 000 kieTkw/mm?®,

KpeatvHrHOBUAT KIMpBHC TpsiOBa qa 0bae > 45 ml/min.

O6mwmsaT OmwmpyOuH TpsioBa na Obae < 1,5 MbTH OT ropHaTa rpaHMIa HA HOpMaTa. AJIKaJlHaATa
(docharaza (AP), acnaprat amuHotpancdepaszata (AST win SGOT) u ananuH amMmuHOTpaHc(epas3aTa
(ALT wit SGPT) Tpsi6Ba 1a ca < 3 mbTH OT ropHaTa rpanuiia Ha HopMata. CTOWHOCTH Ha ajKajHaTa



¢docdartaza, AST u ALT < 5 mbTH HaJl ropHaTa I'paHULla HA HOpMATa ca MPUEMJIMBU TIPH 3acsraHe Ha

YepHus Apod OT TYMOp.

Aoanmupane na 0ozama

AnanrrpaHe Ha Jj03aTa B HAYaJIOTO HA BCEKH TMOCIICIBAII MK TPsiOBA J1a C€ TpaBH CTIOPEe.T Hali-
HHACKATa CTOMHOCT (HaJup) Ha Opos HA KPHBHUTE KIICTKHU WIM MaKCHMaJHATa HEXeMaTOJIOr MY Ha
TOKCUYHOCT CTIPSIMO TIPEIXOKAAINMS IMKBI Ha Jeuenre. JleueHneTo Moxe 1a 0'bJie OTIIOKEHO, 32 Ja
C€ OCTaBH IOCTATHYHO BpeMe 3a Bh3cTaHoBsiBaHe. Clie/1 Bh3CTAHOBSBAHE MAIMEHTUTE TPsIOBA /12
MPOBIDKAT JICUCHHUETO CH, KaTO CE M3MONI3BAT yKazanusaTa B Tabmmm 1, 2 1 3, KOWTO ce OTHACHT 3a
ITemerpekcen Accord, M3Mo3BaH CaMOCTOSTEIHO WA B KOMOUHAIWS C IMCIUIATHH.

Taémua 1 — Tabsmna 3a aganTupane Ha go3ata Ha Ile meTpekcen Accord (caMmocTosITe THO
WJIM B KOMOMHANMSA) ¥ IUCILVIATHH — XeMaTOJI0THYHA TOKCHYHOCT

Haii-micka cToiHOCT (Haaup) HAa aOCOMOTHUS
opoii va Heyrpodrmre (ANC) <500 /mm? u
Haaup Ha TpoM6Gormrure > 50 000 /mmd

75 % ot mpenuHaTa 103 (32 1BaTa MPOAYKTa
IMemeTpexcen Accord u IMCIUIATHH)

Hanup sa TpomGomurure < 50 000 /mm3,
HE3aBHCHMO OT Haaupa Ha aOCOMOTHUS Opoit
Ha Heyrpodumre (ANC)

75 % ot mpenuHATa 1032 (3a ABaTA MPOAYKTA
IMemeTpexcen Accord 1 LMCIUIATHH)

Hanup Ha Tpom6Gormrure < 50 000 /mm? ¢
KbPBEHE?, HE3aBUCHMO OT HaJMpa Ha

50 % ot mpenwiHaTa 1032 (32 ABaTA MPOAYKTA
ITemerpekcen ACCOrd u LUCTUIATHH)

abcomoTHus Opoit Ha HeyTpodhmwmre (ANC)
* Te3u kpurepun oTroBapat Ha onpezaesnenneTo 3a >OKT ctenen 2 kbpBene B O0ImmMTE KpUTEpHH 3a
TokcruHOCT Ha Harmonamaus onkosormaen uacTUTYT (OKT v2.0; NCI 1998).

AKO MaIMeHTHUTe Pa3BHAT HEXEMATONOTMYHA TOKCUIHOCT > 3-Ta CTeTeH (C M3KIIFOUCHIE Ha
HEBPOTOKCHYHOCT), TpwiokenreTo Ha [lemerpekcen Accord TpsOBa aa ce OTJIOKH 10 JOCTUIaHe Ha
CTOMHOCTH TIO-MAaJIKH I PaBHU HA TE3W NPEIH JICYCHUETO Ha TlarmenTa. Jledenuero TpsOBa 1a Ob1e
TIOJTHOBEHO B CHOTBETCTBHUE C PhKOBOACTBOTO B Tabmiia 2.

Tabauna 2 — Tadamna 3a atanTupaHe Ha 1o3ata Ha [le meTpekcen Accord (camocTosITe THO
HJIM B KOMOMHANMSA) M HUCILIATHH — HEXEMATOJIOTHYHA TOKCHYHOCT *0
Ho3zana IlemeTpekcen Jlo3a Ha nucNJIATHH
Accord (mg/m?)
(mg/m?)
75 % OT TpeauIIHATA 71032

Bcesika crenen 3 wm 4
TOKCHYHOCT, C M3KITIOYCHHE Ha
M YKO3HUT
Bcsxka nuapus, m3uckBaiia
XOCTITAIM3aIms (HE3aBUCHMO
OT CTETIEHTA), WK THAPUs
creneH 3 wim 4
Myxko3ur cteneH 3 wm 4 50 % oT npeaMIlIHATA 1034 100 % ot mpeauiHaTa 1034
*O6nm kpurepnn 3a TokcngHocT (OKT v2.0; NCI 1998) na Harmonanaust MHCTHTYT 3a pak
® C mKIIIOYEHHE HA HEBPOTOKCHIHOCT

75 % OT TpeAMIIIHATA 71032

75 % OT TpeauIIHATA 1032 75 % OT TpeAMIIHATA 71032

B ciydaii Ha HEBPOTOKCHYHOCT, NMPETIOPhUBAHOTO aJanTupaHe Ha jqo3ata Ha [lemerpekcen Accord u
IMCTUIATHH € TpesicTaBeHo B Tabmima 3. [Tampenture TpsiOBa /1a MpeKhCHAT JICYEHHUETO, KO CE
HabmoaBa 3 win 4 cTeneH HeBPOTOKCUIHOCT.



Ta6mua 3 — Tabsmna 3a aganTupane Ha go3ata Ha Ile meTpexcen Accord (camocTosITe THO
WJIM B KOMOMHANMSA) ¥ IUCILUIATUH — HEBPOTOKCHYHOCT
OKT?* cTenen Ho3a na IlemeTrpexcen Jo3a Ha nucnIaTuH
Accord (mg/m?)
(mg/m?)
0-1 100 % ot npenumHEaTa 1032 100 % ot npenumHEATA 71032
2 100 % ot npenumHEaTa 1032 50 % ot mpeawuiHATA J103a

@ O6um kpurepun 3a TokcraHOCT (OKT v2.0; NCI 1998) Ha HarwioHanHus OHKOJOTMYEH HHCTHTYT
Jleuenuero ¢ [Temerpekcen Accord TpsiOBa fa O'bjie MPEKPATEHO, aKO TAIMEHTHT UMa HAKAKBa
XEeMaTOJIOTUIHA WIIM HEXEMATOJIOTHYHA TOKCUYHOCT OT CTETieH 3 Win 4 cjie]] HAaMaJIeHue Ha JIBE 1031

WIn H€3363BHO, aKo CC Ha6mo;1aBa HCBPOTOKCHUYHOCT CTCIICH 3 uwm 4.

Crneyuaanu nonyaayuu

Cmapuecka 8v3pacm

[Ipu cpaBHeHHe HA MBNMTBAHKS CIPSIMO MPOYYBAHUA HE € MMAJIO MHAMKAIWA, Y€ NALMEHTUTE Ha
BB3pacT 65 TOIMHA WM TIOBEUE Ca C MOBUIICH PUCK OT HEXEJIaHU JIEKAPCTBEHU PeaKkiy, B CPaBHEHUE
C MALMEHTUTE Ha Bb3pacT noj 65 ronuau. He e HeoOxoqumMo apyro HaMaleHue Ha 103aTa, OCBEH
TOBA, KOETO CE NMPENopbYBa 32 BCUUKH MALMEHTH.

lleouampuuna nonynayus
Hsma cporBeTHa ynorpeba Ha [TemeTpexcen ACCOrd B neIMaTpUYHA NOMyIALKMs PU MaJIMTHEH
IUIEBPAJICH ME3ETEJINOM U HeIpeOHOKIIEThYEH pak Ha Oermst 1po0l.

Tayuenmu ¢ 6v6peuno yspedcoane

(cranmaprha popmyna Ha Cockeroft u Gault win ckopoct Ha riiomMepynHa GuiTpaiys, U3MepeHa ¢
Tc99M-DPTA meTona 3a cepyMeH KIHMPhHC)

[MemeTpeKcen ce eMMMHUHIpA TMPETUMHO HETPOMEHEH 4upe3 ObOpeuHa ekckperws. [1py KIMHAT HiA
IPOY4YBaHus, MALMEHTUTE C KPEaTMHUHOB KIMpBHC > 45 ml/min, He m3uckBat ajanTupaHe Ha 103aTa,
pa3IMYHO OT TOBA KOETO CE MPEeriopbyBa 3a BCUMKH MalMeHTH. VMa He1ocTaTh4HO JaHHU 32
ynorpedara Ha meMeTpeKCce /I TPH MALMEHTH ¢ KPeaTHHUHOB KIMpbHC mox 45 ml/min; 3atoBa
ynotpedara Ha meMeTpeKce/] He ce nmpernopbuBa (BK. Touka 4.4).

Tayuenmu ¢ ueprodpoorHo yepexcoane

He e namepena Bpw3ka mexay AST (SGOT), ALT (SGPT), wix oO1us OWiMpyOrH |
(hapMaKOKMHETHKATa HA TIEMETPEKCe/1. BhIpeku TOBa, MAIMEHTH C YePHOAPOOHH HAPYIICHUS, KaTo
OwmpyOuH > 1,5 MhbTH HaJ TOpHA TpaHWIA HA HOpMaTa WWIM aMHHOTpaHchepasa > 3,0 IbTH HaJ
rOpHa IpaHuIia Ha HopMmaTa (0e3 YepHoApoOHH MeTacTa3n) Wwin > 5,0 MbTH HaJl TOpPHA TPaHUIA Ha
HopMarta (TP HaJIMIUe Ha YEPHOIPOOHN METACTa3M), He Ca CICIMPUIHO H3ydaBaHH.

HaupH Ha npunoxeHue

ITemerpexcen Accord e mpeHa3HAYCH 32 HHTPAaBeHO3HO mpwiokenne. [lemerpekcen Accord TpsioBa
Jla ce Tpuiara KaTo MHTpaBeHO3Ha MH(Y3Us B TeueHWe Ha 10 MUHYTH Ha ITHPBUS JICH OT Bceku 21-
JTHEBEH IMKBJI.

3a npeAna3HA MEpKH, KOUTO TpsiOBa 1a ObAaT B3ETH NPEIU padoTa ¢ WM MPH NPWIOKECHHE Ha
ITemerpekcen Accord, Bikre Touka 6.6.

3a yka3aHus OTHOCHO pa3pexaaneto Ha [lemeTpekcen AcCord mpeau MpwiokKeHue, BIDKTE TouKa 6.6.
4.3 IIpoTuBOMOKA3aHUS

CBpPBXUyBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO WIH KbM HIKOE OT MOMOIIHUTE BELIECTBA,
m0poeHn B Touka 6.1.



Kspmere (Bk. Touka 4.6).
ChITbTCTBAIIO BAKCHHUPAHE MPOTHUB XKBJITA TPpecKa (BK. Touka 4.5).
4.4 ChneuuajJHu NpeaynpeskIeHHs: M MpeAaZHU MePKH 3a ynoTpeda

[TemeTpekcen MoXe J1a TOTHCHE (PYHKIMSTa Ha KOCTHUS MO3BK, KOSTO CE MPOSIBSIBA C HEYTPOTICHI,
TpoMOOIMTONEeHNST 1 aHeMusl (WK TaHIUTONeHMs) (BXK. Touka 4.8.). MuenocynpecusiTa 00MKHOBEHO €
JI030JIMMHTHpAIa TOKCHIHOCT. [larpenTure TpsaOBa qa 0'b1aT NpocIIeIBaHN 38 MUEJIOCYTPECHS 110
BpEeMe Ha JICYCHUETO U TIeMEeTPeKce T He TpsOBa J1a ce mpwiara Ha NAaIMeHTUTe, JOKaTO a0COMOTHUAT
opoii va veyrpodrmre (ANC) e ce BbpHe 10> 1 500 kneTkw/mm?®, a GposT Ha TPOMOOLMTHTE CE
BbpHe 10> 100 000 kneTkw/mm?. HamaseHneTo Ha 03aTa mpe3 Mocie IBaIl|Te [MKIM ce 0a3upa Ha
cnajza Ha abcomoTHUs Opoit Ha HeyTpodmwTe, Opost HA TPOMOOIMTUTE U MaKCHMAaITHATA
HEXEMaTOJIOTMYHA TOKCUIHOCT, HAOJIIOIaBaHH TIP3 TPEIUIIHUS [IMKBJI (BXK. TOYKa 4.2).

JlokiaaBaHK ca Mo-HUCKAa TOKCHYHOCT U HAMAJICHHE HA CTETICHH 3/4 3a XeMaTOoJIOrHYHa 1
HeXeMaTOJIOTMYHA TOKCUMHOCTH, KaTO HeyTponeHus, (eOpwiHa HeyTponeHus U MHPEKIMH, CBbP3aHu
C HEYTPONEHHsI OT CTEreH 3/4, KoraTo e MpWIaraHo NpeIBapUTeIHO JedeHre ¢ (oyreBa KUCEeIHa U
BuramuH B;,. 3aT0OBa BCHUKH NAIMEHTH, JIEKYBaHU C eMETpeKce ] TpsiOBa 1a ObJaT ChBETBAHH 12
B3eMarT (onreBa KUCeIMHa ¥ BUTaMuH Bi,, KaTo nmpodmwiakTndHa MspKa,3a HAMaJIsIBaHEe HA
CBBp3aHATA C JICUCHUETO TOKCHYHOCT (BXK. TOUKa 4.2).

Cpo01aBaHu ca KOKHI PEaklyy MU NAIMSHTH, KOMTO HE Ca JICKYBaHH IPEIBAPUTEITHO C
KOPTHKOCTeporIi. [IpeiBapuTeHOTO JIeUeHHe C IeKCaMeTa30H (Wi €KBUBAJICHT) MOXE 12 HAMAJTH
YeCTOTaTa M TEKECTTa HAa KOYKHUTE peakimu (BK. Touka 4.2).

Hsma npoydenn gocTaThueH Opoii MAIMEeHTH ¢ KpeaTHHHHOB KiHpbHC Tox 45 ml/min. 3atosa,
ynorpedara Ha neMeTpeKce /I Py MAIMEeHTH ¢ KPeaTHHUHOB KIMpbHC o 45 ml/min we ce
npernopbyuBa (BXK. Touka 4.2).

[Tammenrure ¢ nexa 10 ymepeHa 0b0pedHa HeJOCTATHIHOCT (KPEaTHHHHOB KIIMPHHC OT 45 10

79 ml/min) TpsiOBa na M30ATBAT MPUEM HA HECTEPOMIHU MPOTUBOBB3MAIUTEIIHA JICKAPCTBA
(HCIIBJIIT), kaTo nOynpodeH u areTWicaIIoBa kucenuna (> 1,3 g THeBHO) 2 THH Mpey, B JACHS,
¥ 2 JTHH CJie]] PWIOKEHHe Ha meMeTpekce (BK. Touka 4.5).

[Tpu naimenTuTe C JIeKa 10 yMepeHa 6b0peyHa HeJOCTaThYHOCT, KOUTO Ca MOAXOASIIM 32 JICUSHHE C
neMeTpeKce 1, TpAOBa Ja ce MpeKbCHE MPUEMBT Ha HECTEPOUIHH MPOTHBOBB3MAIUTEIHA JIE€KapCTBEHH
npoayktu (HCIIBJIII) ¢ mpoabmKuTeNieH eMMAHAIIMOHSH TIOMYKMBOT 3a TIOHE S5 JHU TPy, B ICHS
Ha, ¥ TIOHe 2 JIHU CJIe]l PWIOXKEHHE Ha memeTpekcen (BkK. Touka 4.5).

Cepuo3nn 0BOPEYHN CHOUTHS, BKIFOUHTEITHO OCTpa ObOpedHa HeJOCTaThUYHOCT, Ca HaOJIF0JaBaHHU IIPH
CaMOCTOSITEJTHOTO NPWIOXKEHNE HA NMEMETPEKCE T WM B KOMOMHAIMS C APYTH XMMHOTEpaneBTUI HA
cpexactaa. [ToBede OT marpeHTUTE, PU KOUTO € HAOJIF0JaBaHO TOBA, ca OWIN C MOJIJIEKAIIN PUCKOBU
(axTopu 3a pa3BuTHe Ha OBOPEUHH CHOUTHA, BKIFOUUTEIHO JEeXUApaTAL WIKA TpeIecTBaIIa
xurniepronmst Wi quabet. Hedporenen 6e3Bkycen quadet n 0b0peyHa TyOysIHa HEKpo3a ca ChOOIIEHN
CBINO B TIOCTMAPKETHHTOBUS TIEPHO TIPH CaMOCTOSITENTHATA yHoTpeOa Ha MeMeTPeKC el WIH B
KOMOMHAIMS C JAPYTH XUMHUOTEPANICBTHYHA CpeAcTBa. [loBe4eTo OT Te3u ChbOUTHS OTIIYMSIBAT CJIe]T
crmpaHe Ha nemeTpekcen. [laimenrure TpsOBa peJoBHO 1a ObAAT MPOCIIeIIBaHN 32 OCTPa TyOy/IHA
HEKpo3a, HaMmasieHa Ob0pedHa QYHKIMS ¥ NPU3HAI U CHMIITOMH Ha HeporeHeH Oe3BKyceH quadeT
(Hamp. XurepHaTpUEMUs).

EdexTbT Ha TEYHOCT B TPETO HMPOCTPAHCTBO (M3JIMBH), KATO INICBPAJICH M3JIUB WIH aCLIUT, BHPXY
MeMETPEKCE/T He € HaITbJIHO onpeesieH. IIpoyuBane (has3a 2 Ha neMeTpekce 1 pu 31 NalmeHTn ¢he
COJIMIHA TYMOPH M YCTOMYHBA TEYHOCT B TPETO MPOCTPAHCTBO (M3JIMB) HE MOKAa3BaT pasiivKa B
HOpMAaJTM3UPAHUTE TUIa3MEHH KOHIICHTPAIMK HA /103aTa HA IEMETPEKCE T WIH B KJIMPhHCA B CpaBHEHHE
C NAIMCHTUTE, KOUTO HE ChOUPAT TEYHOCTH B TPETO MPOCTPaHCTBO. Clie10BATEIIHO IPEHAPAHETO HA
chOpaHaTa TEYHOCT OT TPETO MPOCTPAHCTBO IPEIH JIEYEHHETO C TIEMETPEKCE ] TPsOBa J1a ce B3eMe IO
BHHUMaHHE, HO MOXKE J1a HE € HeOOXOAUMO.



[Topaau cToMaIHO-4peBHa TOKCUIHOCT Ha TIEMETPEKCE T, PIIAraH B KOMOWHAIIMS C IUCIUIATHH, €
HaOJIFo/TaBaHa TEXKKa IeXwIpaTamys. 3aToBa, NAIMEHTUTE TPSIOBA Ja MoTyYaBaT aJIcKBaTHA
AHTHCMETHYHA TEPaNys U TIOXOISIIA XHAPATAIMS NPSIH WWIK CJie]] IPOBESKIaHe Ha JICYCHUCTO.

Cepro3HU ChPICYHOCHI0BU CHOUTHS, BKITFOUUTEIIHO MHPAPKT HA MUOKApa ¥ MO3bYHOCHOBH
CHOMTHS ca IOKJIaABaHN HEUECTO M0 BpeME Ha KJIMHIYHUTE HM3IIMTBAHKS C IEMETPEKCE T, 0COOSHO
KOraTo € NpiiaraH B KOMOMHAIWS C JAPYTd IMTOTOKCHIHH TMPOAYKTH. [IpH MOBEUeTO OT MalMeHTHTe,
IpH KOHTO ¢a HAOJIF0IaBaHH TE3U ChOUTHS € UMAJIO HAJIMIIE TIPS IIIEeCTBAIIM ChPICTHOCHI0BH
puckoBu (axropu (Bxk. Touka 4.8).

CBHCTOSHUETO HA IMYHOCYTIPECHsT € 4eCTO MPH MALMEHTUTE ChC 3JI0KadecTBeHN 3a00msiBanms. [Topaau
TOBA, CHITHTCTBAIIOTO NPIIOKEHHIE HA JKMBU ATCHIOMPAHH BAKCHHU He ce mperopbuBa ( Bxk. Touku 4.3
u 4.5).

[Memerpekcen moxe namma yBpexnamni reaure edexr. [1onoBo 3penmure Mbke TpsOBa 1a ObaaT
CHBETBAHH J]a HEe IVIAHUpAT J1a CTaBaT Oally [0 BpeMe Ha JICYSHHETO U 3 Mecela Clie/l JISUSHUETO.
[IpenopruBa ce ynorpeba Ha KOHTPAaLeNITHBY WM Bb3AbpkaHue. [lopaau Bb3MOKHOCTTA JIEUEHUETO C
neMeTpeKce 1 ia peIN3BUKa He0OPATUM CTEPIITUTET, MbXeTe TPsOBa 1a ObJaT OCHBETBAHH NPETU
Jla 3aM0YHAT JICUCHUETO 12 3aMa3sT criepMa B OaHKa 3a criepMa.

Jenure ¢ IeTepoeH MoTeHIMA TPOBa Ja M3T0NI3BAT e()eKTHBHA KOHTpALCTIMs 110 BpeMe Ha
JICYCHUETO U B TPOIbJDKEHHE Ha 6 Mecelia ciiel MPUKITIOYBAHe Ha JICYCHHETO C eMeTpekce ( BiK.
Touka 4.6).

JloknaiBaHM ca cllydad Ha paJIMallMOHCH TTHEBMOHUT TPU MALMCHTH, JICKyBaHU C HOHU3HPAIIO
JThYCHHUE TIPE/IH, TI0 BPEME Ha WM CJIe]l Teparms ¢ nemMeTpekce . Ha Tesu naimeHTy TpsaoBa aa ce
00pbIIa CTielMaIHO BHUMaHUE U J1a Ce MpOsiBSIBA NpenasiuBocT MpU ynorpeda Ha Apyru
paIMOCEH3UTUBHU CPEJCTBA.

JoknanBanu ca ciydyard Ha 0OpUB KaTo cjell 00JIbuBaHe NP NALKMEHTH, KOUTO Npeay CEeIMHUIM WK
TOJIMHU Cca OMWIN MOJJIOKEHH HA PaJUOTEpars.

ITomorHu BemecTBa

To3u nexapcTBeH NPoAYKT chabpka 304 My HaTpuii Ha 1032, KOUTO ca eKBUBaJIeHTHH Ha 152% ot
npeniopbuurenaus or C30 MakcuMalieH THEBEH MPUEM OT HATPUI.

MakcuMaliHaTa JTHEBHA 1032 Ha TO3M NPOAYKT € €KBHBajJieHTHa Ha 45% ot mpenoppruuresHmst ot C30
MaKCHUMAJICH JJTHCBCH NPUeM 2 g HATPUH 3a Bb3PacTCH.

[TemeTrpexcen AKopa ce cuuTa, 4e € C BUCOKO ChIbpXKaHue Ha HaTpuil. ToBa TpsaOBa 1a ce B3emMe
TpeIBUI] 0OCOOCHO TPU TE3H XOpa, KOUTO Ca Ha TUeTa C HUCKO ChIbp)KaHUE HA COIL.

4.5 B3aumojeiicTBue ¢ APYrH JIeKAPCTBEHU MPOAYKTH U APyru ¢popmMu HA B3auMo/ieiicTBue

[TemeTpekce ce eNMMMIHUPA MPEJVMHO HETIPOMEHEH Tpe3 ObOpermre B pe3yJsiTaT Ha TyOyiHa
CEeKpelst U B TI0-MaJIka CTENeH Ype3 riiomMmepyiHa guirparms. ChbBMecTHaTa yrnorpeda ¢
He(DPOTOKCHUEH JICKApPCTBEH NMPOIYKT (HANP aMHHOTIIMKO3HIH, OPUMKOBH TUyPETHIH, CHEIUHCHHS HA
IUTaTHHATA, [MKJIOCTIOPHH) MOJKE J1a JIOBEJIe 10 3a0aBeH KIMPBHC Ha ieMeTpekce . Ta3n KoMOuHamst
TpsA0Ba /1a ce mpuwiara ¢ BHUMaHue. AKO € He0OXOMMO, KPeaTHHUHOBUAT KIMPBHC TpsiOBa 1a 0b1e
PEIOBHO MPOCTIE/ISBAH.

CwBMmecTHaTa ynorpeba Ha memeTpekce] ¢ naxuouropu Ha OAT3 (opraHmdeH aHMOHEH TPaHCTIOPTEP
3) (HanpumMep npoOeHeIwI, TICHUIINH, WHXMOUTOPH Ha MPOTOHHATA TOMIIA), BOJIH 10 3a0aBeH



KJIMPBHC Ha MeMeTpeKce]]. EqHOBpeMEeHHOTO piuiarane Ha TE3H JISKApCTBEHH MPOTYKTH C
neMeTpeKce 1 TpsOBa Ja O'b/ie BHUMATEITHO.

[Tpu mammenTn ¢ HopMasHa ObOpeyHa QyHKIWs (KpeaTHHHHOB KiMpbHC > 80 ml/min), Bucoku n03u
HECTEPOHITHA NPOTUBOBB3MANHTENHN JiekapcTBeHH nponyktu (HCIIBJIIL, Hanp. nOympoden

> 1600 mg / 1HEBHO) M alCTHICAJMIIIOBA KHCEMHA BHB BUCOKH 103 (> 1,3 ¢ Ha JIcH) Morart aa
HAMAaJISIT SIMMUHAIATA Ha IEMETPEKCE ] U CIIEIOBATENHO /Ia C€ YBEJIMIM YECTOTaTa HA HeXKEJIAHUTE
peakipm. 3aTOBa ¢ HEOOXOAUMO Jla Ce BHMMaRBa, KoraTo ce npmwiaraT Bucoku n103u HCITBJII wm
aleTIWICAJIMIUIOBA KUCENIMHA BHB BUCOKH JIO3M 3a€JTHO C IeMETPEKCe 1 Ha MAIMEHTH ¢ HOpMaJlHa
0b0peuHa QyHKIMs (KpeaTHHUHOB KiMpbHC > 80 ml/min).

[Ipu mammenTu ¢ jgexa A0 ymepeHa Ob0peyHa HeAOCTATHUHOCT (KPEaTHUHUHOB KIMPBHC 45

10 79 ml/min) exHOBpeMeHHOTO mpuwioxkenne Ha nemetpekcen ¢ HCITBJIII ( Hamp., uOynpodeH) win
aleTWICAJMIIWIOBA KUCEJIMHA BB BUCOKHU J103M TPpsiOBa 1a ObJe n304rBaHo 3a 1Ba THU [IPEIY, B ACHI
¥ JIBa JICHA CJIe/I PIWIOKEHHETO Ha memMeTpekce 1 (BK. Touka 4.4.).

[Ipu nunca Ha JaHHM OTHOCHO ToTeHmwanHu B3ammoneiictBus ¢ HCIIBJIIL, kouro umat
MPOABJDKHUTEIICH TIOMY>KUBOT, KaTO MUPOKCHKAM U PO(EKOKCHO, €THOBPEMEHHOTO NMPWIOKCHIE Ha
neMeTpeKce 1 Py MAIMEeHTH C JieKa 710 yMepeHa Ob0peyuHa HeJ0OCTaThUHOCT TPsiOBa Ja ce MPEeKbCHE 3a
TMOHe S5 JHH MPeJY, B JCHSI HAa U TIOHE 2 JIHM CJIe]] PWIAraHeTo Ha memeTpekce (Bx. Touka 4.4). Ako
ce Hayara ejHoBpeMeHnHo npmwioxkenre Ha HCIIBJII, mampenTure TpsiOBa Ja ce HaOmoaBat
BHUMATEJTHO 32 TOKCHIHOCT, 0COOCHO 332 MUCJIOCYTIPECHS U TaCTPOMHTECTHHAIHA TOKCUIHOCT.

ITemeTrpekcen MpeThpIsiBa OrPaHMUEH YepHOIPOOEH MeTabom3bM. Pesynrarure ot in vitro
MPOYYBAHUS C YOBEILKH Y€PHOIPOOHN MUKPO3OMHU TOKa3BaT, Y€ MEMETPEKCe 1 He Ce Mperosara 1a

JI0BEJIC 710 KIIMHAYHO 3HAYMMO HHXHOMpaHe Ha METaOOJIMTHUS KJIMPHHC Ha JIEKapCcTBa,
Metabommupann or CYP3A, CYP2D6, CYP2C9u CYP1A2.

BsauMmoneiicTBrs 001M 38 BCUYKHU [IMTOTOKCHYHU CPEJICTBA:

[Topaau yBemdueH prck OT TpoM003a NpY MAIMEHTH ChC 3JI0KAaYECTBEHO 3a00IsBaHe, yrorpebara Ha
AQHTUKOATYJIAHTH € yecTa. BucokaTa MHTpavHIMBHIyaJlHA BapUAOWIHOCT HA KOATYJAIMOHHUS CTaTyC
TI0 BpeMe Ha 3a00JIIBAaHETO M Bb3MOXKHOCTTA 33 B3aUMOJICHCTBHE MEXKIy aHTUKOATYJIAHT i 1
AHTHHEOIUIACTUYHA XMMHUOTEPANMsl M3KCKBA yBEJIMYaBaHe HA YECTOTAaTa Ha HAOJIOCHHE Ha
MEXKIYHapOIHOTO HopMam3upaHo chorHomenre (International Normalised Ratio, INR), ako e B3eTo
pelIeHre MAIMEeHTHT Ja Ce JISKYBa C OpajlHA aHTHKOATyJaHTH.

[TpoTHBOMOKa3aHO € eTHOBPEMEHHOTO NPWIOKEHHE Ha: BAKCHHA 3a JKbBJTA TPECKa: PUCK OT (aTajHa
reHepanmupana 0olecT BelieACTBUE Ha PWIOKEHHETO U (BXK. Touka 4.3.).

He ce npenopbuBa € JHOBPEMEHHOTO MpPWIOKEHUE C: JKUBU aTEHIOMPAHM BaKCHHM (C M3KIIOYEHUE Ha
Ta3M 3a KbJITa TPECKA, 38 KOATO €THOBPEMEHHOTO TPWIOKEHUE € NMPOTHBOMNOKA3aHO): PUCK OT
CHCTEMHO, BEpOSITHO (haTaJHO, 3a00/siBaHe. PUCKBT € MOBHILIEH NPU XOpa, KOUTO Bede ca
MUMYHOCYTIpECHpaH! B XOZa Ha TSXHOTO 3a0omsiBane. [IpenopruBa ce ynorpebara Ha MHAKTUBUPAHH
BaKCHHH, KBbAETO € B3MOKHO (MoNroMuesur) (Bxk. Touka 4.4).

4.6 ®Depruanrer, 0peMEHHOCT H KbpPMeHe

Kemn ¢ nereponen norerima/ KoHrpanemmst Opy MBKE U KEHU

[TemeTpekcen Moxe J1a IMa YBpEkKIaly reauTe eekTr. JKeHure ¢ 1eTepo/ieH MoTeHmal TpsoBa a
MBION3BAT €(heKTHBHA KOHTPALCTIMA, JTOKATO CE JIEKYBAT U B TPOABIDKEHIE Ha 6 Mecera e/t
TIPUKITFOYBAHE HA JICUCHUETO C TIEMETPEKCE]I.

[TomoBo 3penmure MBKE TPsAOBa a OBIAT CHBETBAHH J1a M3TION3BAT €(DEKTHBHA KOHTPAICTITUBHI MEPKH
Y Jia He IUIaHUpaT Jia CTaBaT Oally 10 BpeMe Ha JICUCHUETO U 3 MeCelia CJIe I JICUCHUSTO.




bpemMenHocT
JlvmcBat naHHM OT ynoTpebaTa Ha TieMeTpeKce T Py OpPeMEeHH! JKEHH, HO KaKTO U TIPU APYTUTE

aHTUMETa0OJIUTH, MOTaT JIa C€ OUYaKBAT CEPUO3HH POTIOBH Je(DSKTH IPU MPWIOKCHUE TI0 BpeMe Ha
OopemenHocT. [IpoyuBaHus pH JKUBOTHU Ca TIOKA3aJIK PENPOTYKTHBHA TOKCHYHOCT ( BXK. To4YKa 5.3.)
[Temerpexcen He TpssOBa Ja ce Mpriara o BpemMe Ha OpeMEHHOCT, OCBEH IPY KpaiiHa HeOOXOIUMOCT
CJie1 BHIMATEJIHA TIPEeTICHKa Ha Hy)KJaTa 3a MalkaTa M pucka 3a mwiona ( Bx. Touka 4.4.).

Kspmene
He e mBecTHO nanm neMeTpeKce]] ce eKCKpeTHpa B KbpMaTa M He)XKeIIAHUTE PEAKIH BhPXY

KbPMa4eTO He MOTaT J1a ObJaT M3KITI0UYECHH. 3aTOBA CE MPENopbhyBa KbPMEHETO /1a O'b/1€ CTIPSTHO TIO
BpeMe Ha JICYCHHETO C eMeTpekces ( Bxk. Touka 4.3.).

DepTWIUTET
[Topaau Bb3MOXKHOCTTA JICUSHHETO C TIEMETPEKCE/T 1a TIPEIM3BUKA HEOOPATUM CTEPIITUTET, MBKETE Ce

CHBETBAT J]a CE KOHCY/ITHPAT KaK Jia 3ama3sT cruepMa B 0aHKa, MPeIu /1a 3aM0YHAT JIeUEHUETO.
4.7 EdexTu BbpXy cniocodHOCTTA 32 I0HpaHe U padoTa ¢ MALUNHU

[TemeTpekcen Accord noBiusiBa B HE3HAYUTEIIHA CTETICH CIIOCOOHOCTTA 3a modupaHe u padbora ¢
MammHA. Beopeku ToBa € ch0o0IIaBaHo, 4e IeMEeTpeKce ] MOXKE J1a MPUIUHN yMOpa. 3aToBa
MaIMeHTuTe TpsaOBa 1a ObAaT npeaynpeieHn Aa He modupaT Wik paOdoTAT ¢ MAIMHH, aKO CE TIOSIBU
Ta31 peaKIysl.

4.8 Hexeaanu jeKapcTBeHH PeaKIuu

Pesiome Ha npodmna Ha 6e30macHOCT

Haii-uecto cho0maBanuTe HeXKeIaHA PEaKIi, CBBP3aHH C TIEMETPEKCe /T, M3TIOI3BaH KaTO
MOHOTEpAIMsi WK B KOMOUHAIWS, ca KOCTHO-MO3bYHA CYNPECHs, KOSTO CE MPOsIBSIBA KaTO aHEMHS,
HEYTPOIICHHUSI, JICBKOTICHHUSI, TPOMOOIMTOIICHUS; U CTOMAIIHO-YPEBHA TOKCUMHOCT, KOSITO C€ TIPOsIBSIBA
KaTO aHOPEKCHsI, TaJIeHe, IOBPBIIAHe, THaApUs, KOHCTHIAIWS, (apuHriT, MYKO3UT 1 cToMatur. pyru
HE)XEJIAHH PEaKIHH BIIOYBAT OBOpEUHA TOKCHIHOCT, IOBUIIIEHH aMHUHOTPAaHC(EpasH, aJoners,
yMopa, IexXunparansi, 00puB, MHOEKIHS/CETICUC U HeBporaTws. Psiko HaOmonaBan chOuTHs ca
cuHIpoM Ha Stevens-Johnson u TOKCHYHA eTHIepMalTHa HeKpOIIH3a.

Pe3roMe Ha He)KeJTAHUTE JIGKAPCTBEHU PEaKIMY, TIPEJICTABEHO B TaluIa

Ta6mima 4 m30posiBa HeXKEJIAHUTE JIEKAPCTBEHH PEaKLMK OT OCHOBHUTE MPOYYBAHUS 3a pa3pellaBaHe
3a ynorpeba (JMCH, JMEI, JMEI, IMEN u PARAMOUNT) 1 iocTMapKe THHIOBHSI TIEPHOI,
HE3aBHCHMO OT NPUIHHHO-CJICACTBEHATA BPh3Ka C MEMETPEKCE]T, M3TOJI3BaH WA KaTO MOHOTEPAIIHS,
WK B KOMOMHAIIMS C IUCTUIATHH.

HJIP ca m30poenu no cuctemo-opraneH knac no MedDRA. 3a knacudumpase 1o dectora e
M3MI0JI3BaHa CJieIHATa KOHBeHIws: MHoro yecTH (> 1/10); gwectu (> 1/100 mo < 1/10); Heuectn

(> 1/1 000 mo < 1/100); penku (> 1/10 000 mo < 1/1 000); muoro peaku < 1/10 000) u ¢ Hem3BecTHA
4yecToTa (OT HAJIMIHUTE TaHHA He MOXKe [1a O'b/1e HAMpaBeHA OLICHKA).

Tabauna 4. YecToTa Ha HeKeJaHNTE JIEKAPCTBEHH PEAKIMM OT BCHYKHU CTENeHH, HEe3aBH CHMO OT
NPUYUHHO-CIEICTBEHATA BPb3Ka, 0T 0OCHOBHMTE IIPOYYBAaHHUS 32 paspe IaBaHe 3a ynorpeoa:
JMEI (memetpexcen cupsimo nonerakcest), JMDB (nmemeTpexcea H I{UCIIATHH CIPSIMO
GEMZAR u nuucmiarun), JMCH (nemeTtpekce] niroc mucIiaTuH cnpsiMo nucmiiatun), JMEN
u PARAMOUNT (memMeTpekce IJIKOC HAl -100pH MOITbPKAIIM I'PHKH CIIPAMO MJIae00 MII0C
HAl-100py NOITbPKAIM FPUKA) U OCTMAPKETUHT OBM S IEPU O,

Cucremo- Mmuoro yectu | Uectn Heuecrn Peaxun MHoro C

OpraHeH KJiac peaKku HeHU3BecT

(MedDRA) HA
JyecToTa




Undexmm n | Mnadpexmms® Cemncnc® Hepmo-
nHpecTaImm ®apuHrur XHUTOICPMUT
Hapymenus Heyrponenust | ©eOpuna [Manmronennst | ABTOMMYH
Ha KpbBTa U JleBKoOTICHIS HEYTPOTICHHS Ha
JuMQHaTa ITommpken Hamanen 6poit XEMOJIUTHY
cuctema XEMOIIOOMH TPOMOOIITH Ha aHEeMUS
Hapymenus CBpBbX4YyBCTBH Amnadunak
Ha UIMYyHHaTa TEJHOCT THYECH IIIOK
cucTema
Hapymenus Jexunpararmis
Ha
MeTrabonmma
u
XpaHEHETO
Hapymenus Hapyienue Mo3BbYHOCHI0B
Ha HEpBHATa Ha BKyca MHLAZIEHT
crucTeMa [Tepudepna HcxeMmaeH
MOTOpHa HHCYNT
HEBPONATHS Wnrpakpanua
[Tepudepna JIEH KPbBOW3JIVB
CEH30pHa
HEBPOIATH
3aMastHOCT
Hapymenus KOHIOHKTHBUT
Ha O4YHUTEC ny() OKO
YBennmueHa
JaKpUMaIHs
Cyx
KepaTOKOHIOHK
THBUT
Ortok Ha
KJIeTlaunre
3abonsBane Ha
oyHaTa
TIOBBPXHOCT
Copneunn Cobpaeuna CreHokapaust
HapyLICHUST® HEJIOCTaThY Wndapkr wa
HOCT MHOKapaa
Apurmus Ucxemrana
Oonect Ha
CBPLETO
CynpaBeHTpHUKY
JIApHA APUTMUS
CwaoBu [Tepudepna
HapyIICHU nexemus®
Pecmpatop benonpobHa
HH, TPBJIHA H eMOonuist
MeIHaCTUHAI WNurepcTmma-
HU JieH
HAPYIICHHS HCBMOHUT "
CromaiisHo- Cromatur Hucnencus KpbBomzmuB ot
YPEeBHU AHopexcnst KoHcTumammst | pekryma
HapyIICHUS IMoBpbIIane Bonka B CromanHo-upeB
Hwnapust Kopema €H KPBhBOM3IIVB
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TI'anene UpeBHa
niepdoparys
Ezodarur
Komur”
XenaTobu IToBumena XenaTur
JIapHA aJIaHNHAMHHOT
HapyLICHUA pacdepasa
[ToBuiieHa
acrapraTamMuH
orpacgepasza
Hapymenus O6puB XunepnurMeH Epurem CuHapoM Ha
Ha KOXaTa u JeckBamarms | Tamws Stevens-
TIO/IKOXKHATA Copbex Johnson®
ThKaH Mynrudop ToKCHUYHA
MEH epUTEM ermuepMal
Aronietust Ha
Yprukapus HeKposm3a®
IMemdpurony
bynozen
JepPMaTHUT
[Ipunobura
Oyrno3Ha
eTHIIepM OJTH
3a
Epuremaroze
H OTOK®
[IceBmouery
JIAT
HepmaTur
Exzema
[Tpypuro
Hapymenus Hamanen brbpeuna Hedpore
Ha OBOpeImTe | KpeaTHHHHOB HEJIOCTAThY HEH
Y TIMKOYHHUTE | KIMPBHHC HOCT WHCHIN
ObTHIIA IToBumen Hamanena JeH
KpEaTHHVH B CKOPOCT Ha nradeT
KpbBTa" TJIOMEepyJTHa Penanna
dunTpamst TyOyIHa
HEKpo3a
O6um Vmopa Tpecka
HApYIICHUA U Bbomnka
edexTu Ha OTOK
MSCTOTO Ha Bonka B
NPWIOKEHHE IPBIAHAS KOII
Bb3nanenue
Ha JINTABUIIITE
N3cnenBanus YBenmuena
ramMariiyTaMHuI
TpaHcepasa
HapanssiBanws, Pannarmonen CuHnpom
OTpaBsIHUA U e3zodarur Ha
YCIIOYKHECHIIS, Pannammonen paauaImoH
BBH3HUKHAIN B TTHEBM OHUT Ha MameT

pe3ynrar Ha
VHTEPBEHIIN
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® ¢bC U 0€3 HeYTPOTICHHSL

% B HAKOU CJIy4au C JeTaJICeH U3X0/

® OHSIKOTa BOJIM /10 HEKPO3a Ha KpalHUIUTE

"¢ JuxareiHa HeJOCTAaTbhbYHOCT

A HaOJIFOJaBaHO CaMO B KOMOMHALS C LUCIUIATHH
°TJIABHO HA JOJHUTE KPanHUIA

Cro011aBaHe Ha TIOJJ03UPAHN HEKEJIaHH PEaKIIU

Cpob1aBaHeToO Ha MOJI03MPaHN HEKEJIaHU PeaKLy Cliesl pa3pellaBaHe 3a ynorpeda Ha JeKapcTBEHHS
HPOIYKT € Ba)kHO. TOBa M03BOJISIBA Ja MPOIBIDKU HAOJIFOIEHUETO HA ChOTHOILIEHUETO T0JI3a/PUCK 32
JeKapcTBeHHS NPOAYKT. OT MEAMIMHCKUTE CTIICLMAIIMCTH CE M3HUCKBA J1a ChOOIIABAT BCSIKA
TOJI03MpaHa HeKeJIaHa peakiysl upe3 HAIMOHAJHA CHCTEMa 3a ChOOIIaBaHe, MOCOYEHA B

[Ipunoxenre V .

4.9 TIlpeno3upane

Cpo0O1eHiTe CUMIITOMHY Ha TIPEeI03MpaHe BKIIIOYBAT HEYTPOIICHUS, aHEMUs, TPOMOOLTOTICHHS,
MYKO3HT, CEH30pHA MOJIMHEBPOIATH M 00pyuB. O4aKBaHUTE YCIOXKHEHUS OT MPEJO3UPAHE BKIIOUBAT
cynpecus Ha KOCTHHSI MO3BK, KOSITO CE TPOSIBSIBA C HEYTPOIICHUs, TPOMOOLMTONCHH 1 aHeMusi. B
JOITbJIHEHUE Morat Aa ObaaT HabmogaBany nHpeKkmK ¢ win 0e3 Tpecka, Auapust Wwid Myko3uT. B
CJIydail Ha TIOZI03MPAHO TPEIO3UPaHe MAIMEeHTUTEe TPsOBa Aa ObAaT NpOCIeIsIBaHU [0 OTHOLIICHHE Ha
KpbBHATA KapTHHA M aKO € HEOOXOIUMO J1a ToNyyaT NoAAbpKaIo Jeuenue. [1pu neyenue Ha
TpeTI03UpaHe ¢ IeMeTpeKce T TPSOBa 1a ce MMa MpeIBI yroTpebaTa Ha KammeB GomHaT/QornMHoBa
KHCEJIMHA.

5.  ®APMAKOJIOTHYHA CBOVMICTBA
5.1 ®apmakoaMHAMUYHH CBOICTBA

®dapmakoTepaneBTUIHA TPyIa: aHTHHEOIUIACTHYHA CPEICTBA, AaHAIO3M Ha (hommeBaTa kucemmHa ATC
xon: LO1IBAO4

[TemeTpekcen € MyITUTAPreTEH MPOTUBOTYMOPEH aHTU(DONATESH areHT, KOUTO TPOsIBSBA JEHCTBUETO
CH Upe3 pa3pyllaBaHe Ha KIFOYOBUTE (hOATHO-3aBUCUMHU METa0OIUTHY MPOLIECH, OCHOBHU 3a
KIIEThYHATA PEIUIMKALI.

[MpoyuBanws in Vitro ca rnokasasm, 4e neMeTpeKce]| ce NposiBsSiBa KaTO MYyJITUTapreTeH aHTudonar,
ype3 unxubupane Ha Tumunmiat cunrasa (TC), nuxunpodonar peaykraza (DHFR), u rmvmmamun
pubonykieorun popmunrparchepasa (GARFT), kouro ca Kio40BH GoaT-3aBUCUMHU eH3UMH 3a de
NOVO GHOCHHTE3a HAa TUMHIIMHOBHTE W MyPUHOBU HyKJIeoTHau. IlemeTpekces ce TpaHCTIopTHpa 10
KJIETKHTE KaKTO Ype3 pelylmpan (oaTeH NMPSHOCUTEI, TaKa M Ype3 TPAHCTIOPTHITE CHCTEMU Ha
MeMOpaHHs (onaT-CBbP3Balll MPOTEHH. BeJHbK nomnaiHan B KJIeTKaTa, IeMeTpeKce1 Obp30 1
e()eKTUBHO ce KOHBEPTHUPA /10 MOJUITyTaMaTH! (GopMH OT eH3uMa (oS TIONIMIITyTaMaT CHHTETas3a.
[Monurnyramataure GopMU ce 3aIbpKaT B KISTKHUTE M Ca JIOPU TI0-MOILIECH UHXHOUTOP HA TUMUIHIAT
currasa (TC) u rmumvHaMuy pubonykiieorun dopmuwirpanchepasza (GARFT). [Momurnyramarmsita e
BpeMe- M KOHLICHTpaIlsi-3aBUCUM TIPOIIEC, KOWTO C€ OCHIIECTBSIBA B TYMOPHATA KIIETKA U B TI0-MaJIKa
CTETeH B HOpMaJIHUTE ThKaHu. [lommriiyramaTHATE METaOOMTH MIMAT TOBHUILICHO BHTPEKICTHYHO
BpEMe Ha MOTYKUBOT, BOZEIIO A0 YIBJDKCHO 1eHCTBHUE Ha JICKAPCTBEHNUS MPOAYKT B 37I0KAUEC TBEHUTE
KJICTKH.

EBporeiickaTa areHmys mo JekapcTBaTa 0OCBOOOX/1aBa OT 3aIBDKEHHUETO 32 MPEI0CTaBsIHE HA

pe3yATaTUTE OT MPOYYBaHMS C IEMETPEKCe]] BbB BCUUKHU MOATPYIH Ha MeAuaTpUYHATA TIOMyaalys 3a
paspelieHUTe ToKa3aHus (BK. Touka 4.2).
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Knnmmyna edrkacHoCT

Mezomenuom

EMPHACIS, mynTuiieHTpoBo, paHIOMU3HPAHO, €MHAIHO-CIIT0, TpeTa (a3a npoydBaHe Ha
MeMEeTPEKCe T TUTIOC IMCIUIATHH CPEIlly IMCIUIATHH TIPH HeJIEKyBaHH C XUMHOTEparys TaIeHTH C
MAaJIMHEeH IUIEBpaJieH ME30TEJIMOM € TI0Ka3aJjio, Ye MAlMeHTUTe, JIEKYBaHH C IEMETpPEeKCe 1
IMCIVIATHH MMAaT KIMHAYHO 3HAYMMO CPEJHO 2,8 yIbDKaBaHE HA CpeJHATA NPEKUBSIEMOCT B
CpaBHEHHE C MALMEHTHTE, TOMy4aBajd IMCIDIATHH CaMOCTOSATEIIHO.

[To Bpeme Ha MPOyYBAHETO KbM JICYEHUETO HA MAIMEHTUTE ca OwiM 100aBEHN HUCKU 103U (homeBa
KHCEJIMHA U BUTaMUH Bi, 32 HaMasiBaHe HA TOKCUYHOCTTA. [IbpBOHAYAHUAT aHAIM3 HA TIPOYYBAHETO
€ U3BBPIIECH BbpPXY MNOMyIAIMATa OT BCHUKH MALMEHTH, PAaHIOMU3HPaHU B PaMOTO, KOETO NOTy4daBa
NPOYYBAHUA JIEKapPCTBEH MPOAYKT (paHIOMU3HMPAHH U JIEKyBaHH). M3BbpIlICH € MOArpyroB aHAIM3 Ha
MAIMEHTUTE, TIOyYaBany J00aBKH (olleBa KUCENMHA U BUTaMuH B, 10 Bpeme Ha 1ienus Kype Ha
JeYeHUEe B X0/Ia HAa MPOy4YBaHETO (MBILLIO ¢ 100aBKH). Pe3ynraTure ot Te3u aHanm3u 3a e(pukacHOCT
ca 00001eH! B TabNHIIATa T0-10ITY:

Tadauma 5. E¢pukacHocT Ha e MeTpeKce MJIIOC MUCIIJIATHH B CPABHEHHUE ¢ MU CIJIATHH
NP MAJUTHE H TIEBPAJIEH Me 30 TeJTHOM

Pannomusupanu u IManue HTH M31S1JT0 €
JIe KYBAHH NMalHEHTH 100aBKH
ITapameTpu 32 e puKacHOCT IHemerpexkce | Hucniarun | Ilemerpexkce | Hucniaarun
n/ n/
mucmiaatud | (N=222) | uucniaarux (N=163)
(N =226) (N =168)

Menunana gHa o011 12,1 9,3 13,3 10,0
MPEKUBSIEMOCT (B MECeLm) (10,0-144) | (78-10,7) | (114-149) (84 -11)9)
(95 % amn)
Log Rank p-croiiHocT? 0,020 0,051
MenuaHa Ha BpeMe 3a TYMOpHA 57 39 6,1 39
nporpecusi (B MeCeIm)
(95 % 1) (49 -65) (28 -44) (5,3 -7,0) (28 -45)
Log Rank p-croiiHocT? 0,001 0,008
Bpewme 1o Heycmiex OT Jie4eHHeTo 45 2,7 47 2,7
(B Mecerm)
(95 % A1) (39-49) (21-29) (43 -5,6) (22-31)
Log Rank p-croiiHocT? 0,001 0,001
O6m1 KMHHIEeH O0TTOBOP® 413 % 16,7 % 455 % 19,6 %
(95 % A1) (348-481) | (120-222) | (378-534) | (138 - 26,6)
Fisher’s exact p-cToiHocT? < 0,001 < 0,001

Coipamenus: JIU = noBepureseH uHTEpBal

a

P-CTOMHOCTTA OTHACSIIIA CE 10 CPAaBHEHHE MEXKIy paMeHaTa
B pamoto ¢ memeTpexcen/mucIuiaTiy, pangoMmupann 1 iekyBanu (N = 225) u ¢ mutocTHHn
noo6asku (N =167)

6

JIeMOHCTpPUPaHO € CTATUCTUYECKU 3HAUMMO MO 00pEeHHEe Ha KIIMHIYHO 3HAYMMUTE CUMITOMHU (00sKa
U JIMCTIHES ), CBBP3aHH C MAJIMTHEHKSI TUIEBPAJICH ME30TEJIHOM B PAMOTO C TIEMETpeKCe 1/ IUCTIIaTHH
(212 naupeHTH) B CpaBHEHHE C paMOTO LMCIVIATHH CaMOCTOATENHO (218 maimeHTH) ypes u3Nnon3BaHe
Ha CkasaTa 3a cumnroMu npu 6esonpodeH pak. CTaTUCTHYECKU 3HAYMMHU Pa3/IMKH B TECTOBETE 3a
OestonpoOHa (pyHKIWSI ca ChIIO HaOMmo1aBaHu. Pa3ensHeTo Mekay paMeHaTa Ha JIeUeHHE €
MIOCTHTHATO Ype3 Molo0psiBaHe HA OenoapoOHaTa QPyHKIMS B paMOTO MeMETPEKCe ]/ IMCIUIATHH U
BJIOIIaBaHe Ha OeoapoOHaTa (QYHKIMS CJell BpeMe B KOHTPOJIHOTO Pamo.
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Vima orpanudeHy 1aHHM 3a MALMEHTH ¢ MAJIMTHEH IUIEBpaJIeH ME30TEIMOM, JIEKyBaHH C IIEMETpeKce ]l
camocrosTeHo. [Temerpekcen B 103a 500 mg/m? e u3y4aBaH KaTo CaMOCTOSITEIHO CPEICTBO Mpu 64
MALKEHTH C MaJIMTHEH IUIEBPAJICH ME30TEJIMOM, HeJIeKyBaHU ¢ XxuMmuorepamnusi. CTeneHra Ha 1JI0CTEH
orroBop e owra 14.1 %.

Heopebuoxnemvuen pax na 6enus opo6 (H/[PB/]), neuenue om emopa nunus

MHOTOIIEHTPOBO, PaHAOMM3UPAHO, OTBOPEHO (aza 3 moydyBaHe Ha NEMETPEKCe]] CIPSIMO O TAKCeT
IIPY TIALWEHTH C JIOKAJHO aBaHCcHpas wim MetactatudeH H/IPB/I cien npeamecTsama XMMHAOTEpanus
TOKa3Ba Cpe/THa TPEKUBIEMOCT OT 8,3 Mecela MpH MAIMeHTUTE JICKYBaHU C IeMETPeKce.T
(monynmarms, skesaeria aa 6bae exkysana (1TT) n=283) u 7,9 Mecela npu Many@eHTHTE, JEKYBaHH C
norerakcen (ITT n = 288). IpenmrecTraiata XAMHOTEPATHs HE BKIIOYBA TIEMETPEKCE 1. AHAJIN3 Ha
BIIMSTHUETO HA XHUCTOJIOTHSITA Ha HeapeOHokIeThuHms Oenoapoden kapmHoM (HJIKBJIK) 3a edexra
OT JICYEHUETO BHPXY 00IIaTa NpeKUBSIEMOCT MOJAKPEIs IEMETPEKCE T CIPSIMO TOLETAKCEI PU
nampentu ¢ HJAKBJIK, pa3nuieH OT XUCTONOrMUTE HA MPEIUMHO CKBaMO3HOKJIEThYEH KapIIMHOM

(n =399, 9,3 cipsimo 8,0 meceria, kopurupad koedument Ha puck (adjusted HR) = 0,78;

95% 111 = 0,61-1,00, p = 0,047), u e B moaKpena Ha JOIETAKCE 3a XUCTOJIOTHS Ha TPEIMMHO
CKBaMO3HOKJIEThUCH KapimHoM (N = 172, 6,2 cripsimo 7,4 Meceria, KOpUrupaH KOSQUIMEHT Ha PHCK
(adjusted HR) = 1,56; 95% JI1 = 1,08-2,26, p = 0,018). He ca Habr01aBaHy KJIMHUYHO 3HAYMMH
pa3imvky 3a npodia Ha OE30MACHOCT HA TIEMETPEKCE]l B PAMKHUTE Ha XHCTOJIOTMYHUTE TIOJTPYIIH.

OrpaHndeHd KJIMHIYHA JaHHA OT JIPYTO PaHIOMU3HMPAHO KOHTPOIMpaHo mpoy4uBane oT daza 1l
HaBEJK/1a HA MHCHITA, 4e JaHHUTE 33 €(PeKTUBHOCT (001 MPEKMUBSIEMOCT, PEKUBSIEMOCT 0e3
Tporpecusi) 3a MeMeTpeKce]] ca MoT00HA MEKIY NAIMEHTUTE, TIPEABAPUTEITHO TPETUPAHH C

JOLCTAaKCEeJI (n = 41), U MMIAIMUCHTUTC, KOUTO HC Ca NOJIydaBaJik MPEABAPUTCIIHO JICHCHUC C TOLCTAKCCII
(n = 540).

Tabanna 6. Edpe kTuBHOCT Ha neMeTpexcen cnpsivo pouetaxkcesa npu HAPB/ - I TT nonyaanus

Temerpekcen |  Jlouerakcen

Ipe:xuBsie MocT (B Meceln) (n=283) (n=288)

= MenauaHa (B MeceIm) 8,3 79

= 059% JIM 3a meauana (70— 94) (6,3 -9,2)

= HR 0,99

= 95 9% /1N 3a xoe¢pumenr Ha puck (HR) (0,82 —1,20)

= Hewundepropra P-cTOWHOCT (KOS(HHUIMEHT Ha PHCK 0,226

(HR))

IIpexuBsie MocT Ge3 mporpecusi (Mecewn) (n=283) (n=288)

=  MeauaHa 29 29

»  Koedrmmenr wa puck (HR) (95 % 1) 0,97 (0,82 —1,16)
Bpeme 1o Heycnex ot jeyennetTo (TTTF — me cenn) (n=283) (n=288)

=  Meanana 2,3 21

»  Koedpmmenr Ha puck (HR) (95 % JI) 0,84 (0,71 -0,997)
OtroBop (N: onpe/ieJieH KaTo 0TrOBOP) (n=264) (n=274)

=  Crenen Ha orroBop (%) (95 % JII1) 91(59-132) 88 (5,7 —128)

=  CrabwiHo 3a00nsBaHe 458 464

Coxpamenusi: [ — nosepurenen uarepeai; HR — koedrment Ha pucka; ITT — intent to treat
(momynarpsi, *xKenaera J1a ObJ1e IeKyBaHa); N— pa3Mep Ha 001Ia NomyJiarys

Heopebrnoxnemvuen pax na 6enus opoo (HPEB]/]), neuenue om nvpea iunus

MynTHICHTBPHO, paHIOMH3UPAHO, OTBOPEHO MpoyuBaHe oT ¢aza |1l Ha memerpekcen mmoc
IMCTUIATHH CPENly FreMIMTAa0UH TUTIOC IMCIUIATHH TIPY NAIMCHTH C JIOKAITHO aBaHCHUpAIT WIN
metactarmder (Cramuit [1Ib wm 1V) seapednokneThueH 6emonpoden kapmHom (H/IKBIK), Ha
KOUTO JI0 MOMEHTA He € TpWiaraHa XUMHOTeparys, MoKa3Bsa, 4 NeMeTPeKCe I IUTIOC IUCTUIATHH
(Intent-To-Treat [ITT] nomysnaims N = 862) moctura CBosATa MbPBUYHA KpaiHa TOYKA U MOKa3Ba
no/00Ha KITMHNYHA €(EeKTHBHOCT KakTo remimraoud witoc micwiatud (ITT n = 863) B obmiara
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npesxuBsieMocT (kopurupan koeduiment Ha puck [adjusted HR] 0,94; 95% 1N = 0,84-1,05). Beuuku
MAIMEHTH, BKIIOYEHH B TOBA MPOyYBaHe ca nMain GyHKimoHaHo cbeTostare 0 mm 1 mo ECOG.
[IppBuaHEAT aHam3 HA eeKTHBHOCTTA ce ocHoBaBa Ha ITT nomynammsara. CeH3UTHBHATE aHATM3U
Ha TJIABHATE KpailHi TOYKHM 32 €()eKTHBHOCT CHIIO Ca OLCHIBAHH BbPXY MPOTOKOI-KBATU(DHIIMpa HATA
(PQ) monynarmsi. AHammsuTe Ha €PeKTUBHOCTTA, M3Mo3Baiy PQ monynaimsta, ce ChbBMECTHUMH C
anammure 3a [TT nonynaipara u nogkpemsIT He mo-mankata edektuBHocT Ha ALl cpenry T'LI.
[MpexuBsiemocT 6e3 nporpecust (PFS) u o61maTa yecTora Ha OTTOBOpP ca MOJOOHN MEXy JISKYBaHUTE
rpymr: meauanata Ha PFS e 4,8 mecera 3a memeTpekce 1 IiToC CITIATHH cpenty 5,1 Mecerna 3a
reMImMraOuH IWioc mucriaThi (kopurupan koedumment Ha puck [adjusted HR] 1,04; 95% 11 = 0,94-
1,15), u o6mara yectora Ha orroBop € 30,6% (95% AU = 27,3-33,9) 3a nemeTpeKce 1 IIoc
muciwiatul cpenty 28,2% (95% AN = 25,0-31,4) 3a remimraOus wnoc muciwiatud. PFS nanaure ca
YaCTHYHO MOTBBP/ICHU OT He3aBucuMa perier3us (400/1 725 nanpeHTH ca paHIOMH3UPaHO M30paHu 3a
mpersiesaa).

AHanM3bT HA BIMSTHUETO HA XHWCTOJIOTHATA HA HeJPeOHOKICTHYHMS OEI0ApO0CH KapIMHOM
(HAKBK) Bbpxy o01aTa npeskuBseMOCT MOKa3Ba KIMHAYHO 3HAYMMU PA3JIMKH B MPEKUBSIEMOCTTA
Criope]] XUCTOJIOTHITa — BIDKTE TabJIMIaTa Mo-70Iy.

Tabmua 7. E¢e KTHBHOCT Ha meMeTpeKce] + MUCIVIATHH Cpelly reMUUTA0 MH + M CIJIATHH NPH
'bpPBa JIMHHS HeIpeOHOKJIeThbYeH 0es10pooeH kapuuHoMm — I'TT nmomyJianust 1 XMcToJIOr MUH U
NoJArpymnu.

Cpenna o01ia mpeknBsieMOCT B Me celll Kopurupan
ITT nonynauus u (95% in) K;);l:l;ﬂlziﬂ IIpeBBb3X0
XHCTOIOT HEHH IMemeTpexcen + I'emuuTadun + (Adjusted ACTBO P-
MOATPYyNH CTOiiHOCT

HUCIVIATHH M CIIATHH HR)
(95% J1N)
ITT nonynarwst 10,3 N=862 10,3 N=863 0,94a 0,259
(N =1725) (98-112) (9,6 —10,9) (0,84 —1,05)
AIeHOKapLIMHOM 12,6 N=436 10,9 N=411 0,84 0,033
(N=847) (10,7 — 13,6) (10,2 - (0,71-0,99)
11,9)

EnpoknerbueH 104 N=76 6,7 N=77 0,67 0,027
(N=153) (86 —14,1) (55-90) (0,48-0,96)
Hpyru 8,6 N=106 9,2 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) (84 —10,2) (95-121) (1,00-1,51)

Coxpamenusi: JIU — nosepurenen uareppai; [TT — intent to treat (monynamws, skenaeina 1a Obae
nexyBaHa); N — pa3Mep Ha oO1aTa nomynanys
2 CTaTHCTHYECKHU 3HAYMMO 32 HE M0-MaJika ¢(peKTUBHOCT, C ITbJICH JIOBEPUTEIICH HHTESPBAJI 32

Koe(MIMEHT Ha PUCK J0CTa IMOJ AOIyCTHMATa I'paHuIa 3a He Mo-Majika eeKTuBHOCT - 1,7645
(p <0,001).
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I'paduxu na Kaplan Meier 3a 0011a npe kuBsieMOCT 10 XHUCTOJIOTUsI

ApeHokapuMHOM EnpokneTbyeH KapyuHOM
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Bpeme Ha npexuBsemoct Bpeme Ha npexuBaemocT
(meceun) (meceun)

He ca HaOnroaBaHy KIMHAYHO 3HAYMMU PA3JIMKH B podmia Ha 0€30MacHOCT Ha MeMETPEKCe I TUIF0C
IMCIVIATHH B PAMKUTE HAa XUCTOJOTMYHUTE MOATPYIIH.

[Tarmenrure, JeKyBaHH ¢ IEMETPEKCE] U LIMCIUIATHH, C€ Hy>KAasIT OT o-MaJjko Tpancdysmu (16,4%
capsimo 28,9%, p<0,001), Tparcdy3un Ha epurpormrHa Maca (16,1% cnpsmo 27,3%, p<0,001) u
Tpanc¢ysun Ha TpomboimT (1,8% copamo 4,5%, p=0,002). [Tampenture ce Hy>KAasT CHIIO OT
TI0-MaJIKO IPWIOXKeHHe Ha epurponoeTrr/mapoonoetrr (10,4% copsmo 18,1%, p<0,001), Ha
G-CSF/GM-CSF (I'-KCO/TM-KC® (I"panynomur-Kononust Ctumymupai @akrop/I"paHysioryr
Maxpodar-Konorns: Ctumymupain @axrop) (3,1% copsamo 6,1%, p=0,004) 1 npermapaTtu Ha *KesA30TO
(4,3% cnpsimo 7,0%, p=0,021).

Heopebuoxnemvuen pax na 6enus opo6 (H/[PB/]), nooovporcauo neuenue

JMEN

MHOTOIeHTPOBO, PaHIOMHU3UPAHO, JBOWHO-CIISTIO TUIANe00 KOHTPOJMpaHo TMpoy4uBaHe oT ¢asa [11
(JMEN) cpaBnsiBa eukacHOCTTa U 0€30MACHOCTTA Ha TIOAABPKALIOTO JISYEHHE C TIEMETPEKCE]] TUTIOC
Hai-100pu nogabprkanmm rpwku (BSC - best supportive care) (n = 441) copsmo wiane6o wioc BSC
(n = 222) npu narpentu ¢ nokaiaHo aBancupai (Cranuii [1IB) wm metacrarmaen (Cramuit[V)
HenpeOHOKIeThYEeH pak Ha Oenust apod (HAKPB/I), koiiro He nporpecupa cien 4 MKbiIa Ha JeUCHHe
OT ITbpBA JIMHKSI KATO JABOMHA Tepamnus, ChIbpKallla IMCTIAJTHH WK KapOOIUaTHH B KOMOUHALIMS C
reMIMTabyH, NaKIMTaKkces Wik AoueTakce. JleueHue oT mbpBa JIMHUSA KaTo ABOIHA Teparms,
ChABpPIKAIA IEMETPEKCEN, He € BKIIFOYBAaHO. BCHUkM manyieHTH, BKIIIOYEHU B TOBA IPOyYBaHE ca
mvamu gyskimonanHo cberosare 0 wm 1 mo ECOG. [NammenTure nomydaBat HOAABPIKAIIO JIeU €HAS
70 iporpecupane Ha 3abomsiBaneTo. EdukacHocTTa M 6€30macHoCTTa ce M3MepBaT OT MOMEHTA Ha
paHIOMUBHUpAHE CIe] 3aBbPIIBAHE HA JICUCHUETO OT bpBa JIMHMsA (MHIyKIws). [lammenture
NONTy4aBaT MOJIBPIKAIIIO JISYEHHE C MeJIMaHa 5 IMKbIa ¢ IeMeTpeKce ] 1 3,5 IMKbIa ¢ wianebo.
O6m10 213 mammentu (48,3%) 3aBbpiiBat > 6 mkbiaa, a 06mo 103 narmenru (23,4%) 3aBbpiiBat

> 10 mpKbJIa Ha JICYEHHE C TIEMETPEKCEI.

[TpoyyBaHETO € TOCTHTHAJIO CBOSTA ITbPBUYHA KpaiHa TOYKA M MOKa3Ba CTATUCTUYECKU 3HAUUMO
rioffoOpeHre Ha mpexuBsieMocTTa 6e3 nporpecus (PFS) B rpynaTa ¢ memeTpekce 1 CrpsiMo rpyrata ¢
miare6o (n= 581, He3aBUCUMO TIpeTJieIaHa MoMmyialwsi; MeauaHa, choTBeTHO 4,0 Mecena u

2,0 mecera) (koepumment Ha puck = 0,60, 95% /11 = 0,49-0,73, p < 0,00001). HezaBucumusr
TperJie/l Ha CKeHOrpaMUTE Ha MAIMCHTUTE TOTBBPIKIaBa HAXOIKUTE OT OLICHKATa 32 MPEIKUBIEMOCT
6e3 mporpecust (PFS) Ha u3cienoBaresns. MenuaHaTa Ha 00IaTa NPEeKMBSIEMOCT 3a I1aTa MOy Iaiist
(n=663) e 13,4 meceria 3a rpynata ¢ iemerpekcen u 10,6 Meceria 3a rpymnara ¢ mwiare6o, KoeuImeHT
Ha prck =0,79 (95% AU =0,65 10 0,95; p = 0,01192).
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B choTBeTcTBUE € ApyruTe npoyuBaHus Ha nemeTpekcen, B JMEN e HaOroiaBana pa3imka B
eukacHocTTa criopen xuctonorusita Ha HAKPB . [Tpu narmenrure ¢ HAKPB /L, ¢ pa3znmuna ot
NpeIMMHO CKBaMO3HOKIEThYHA XucTonorus (N =430, He3aBUCUMO TIperJieiaHa MOMyIais),
MeauaHaTa Ha npexuBsemMocT 0e3 nporpecust (PFS) e 4,4 mecera 3a rpymaTa ¢ meMeTpeKce] u

1,8 mecena 3a rpymata ¢ wiare6o, koedumment Ha puck = 0,47, 95% JI1 = 0,37-0,60, p = 0,00001.
Menamnanata Ha obma npexuBsieMocT npu marpenture ¢ HJIKPB/L, ¢ pazmiiana ot npeaumMHO
CKBaMO3HOKJIeThUHA XucTommorust (N = 481), e 15,5 Mecena 3a rpynata ¢ nemeTtpekce1A u 10,3 mecera
3a rpymnata c miane6o (koedrmment Ha puck = 0,70, 95% U = 0,56-0,88, p = 0,002). BxrouBaiiku
(hazaTa Ha MHIYKIWS, MEIHaHATa Ha 001Ia pekuBsieMocT npu marmenTure ¢ HIAKPB/, ¢ pa3mmana
OT NPETUMHO CKBaMO3HOKJIEThUHA XUCTONOIMA, € 18,6 Mecera 3a rpynara ¢ neMeTpeKce 1

13,6 mecena 3a rpymara ¢ wiane6o (koedument Ha prck = 0,71, 95% JI1 = 0,56-0,88, p = 0,002).

Pesynrarure 3a mpexuBsieMOCT 0€3 mporpecust ¥ 0011 MPEKUBIEMOCT MPH NAIMEHTH ChC
CKBaMO3HOKJICThYHA XUCTOJIOTHS HE MPEATNONAaraT NPeIMMCTBO Ha TIEMETPEKCe T Mpe /T Iiareoo.

Hsma HabnroiaBaHy KIMHAYHO 3HAYMMHM pas3iudausl B podia Ha 0€30MacHOCT Ha IeMEeTPEKCe]] Cpel
XUCTOJIOTHIHHATE TIOJTPYIIA.

JMEN: I'pa¢mku Ha Kaplan Meier 3a npe:xuBsiemocr 6e3 nporpecust (PFS) u 0611a
npe KUBse MOCT 3a memMeTpekce cnpsiMo miaanedo npu nanuenta ¢ HAKPB/, ¢ pazanyna ot

NpeaIuMHO CKBAMO3HOKJICTHbYHA XU CTOJIOTUS:

[TpexuBsiemocT 6€3 porpecus O01m1a peKUBIEMOCT
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m
PARAMOUNT

MHOTrOLIEHTPOBOTO, PAHAOMM3UPAHO, JBOWHO-CIIAINO, IUIAne00-KOHTPOIMpaHo ¢asa 3 mpoyuBaHe
(PARAMOUNT), cpaBHsiBa erracHOCTTa U 0€30MaCHOCTTA HA TPOIBIDKEHUETO Ha MO IBPIKAIIOTO
neuenue ¢ nemetpekcen wioc BSC (n = 359), ¢ ToBa Ha miane6o wiroc BSC (n = 180), npu narmeHTn
c nokanHo aBaHcupan (ctaawii [1IB) wm meracratnuen (ctamuii [V) HIAKPB /L, ¢ pasmmana ot
NPeMMHO CKBaMO3HOKJICTHhYHA XUCTOJOTHs, KOWTO He Tporpecupa ciej 4 IUKbia JIeUeHue OT IbpBa
JVHUS C TIeMeTpeKce 1 B KoMOuHaiws ¢ mpciuiaTiH. OT 939 narpieHTH, JISKYBaHH C TIEMETPEKCe T TUTOC
VHAYKIMS C LMCITIaTHH, 539 malpeHTH ca paHIOMU3MPaHU Jla MOoMydaBaT MOA bPKAIIO JISUEHHE C
neMeTpekce wi wiane6o. Ot pannoMmsupannre nammenty, npu 44,9% nMa mbieH/dyacTudeH
oTroBop, a 51,9% umaT OTTOBOp ChC cTaOWIM3HpaHe HA 3a00JIIBAHETO 10 MHAYKLWS C MIEMETPEKCe
wioc muciatud. [1py mammenTure, paHIOMI3UPAaHN Ha TIOABPIKAIIO JEUCHHE, CE M3UCKBA J1a NIMaT
ECOG o¢ynkimonanmso cwetosnre 0 wmn 1. CpetHOTO BpeMe OT Ha4aJioTO Ha MHITYKIIMOHHOTO
JleYeHue ¢ MeMETPEeKCe I IUTIOC LUCIUIATHH J0 HA4aJIOTO Ha MO AbPIKAILOTO JieueHue e 2,96 mecera u
3a rpyrnaTta ¢ neMeTpeKCe, M 3a Tpymara ¢ miane6o. PannoMmnpanuTe manyeHTH noiay4aBat
HOZIBPIKAILIO JISUSHHUE /10 porpecupane Ha 3abonsBaHeTo. EdukacHocTTa M 6e30macHocTTa ca

OLCHCHW OT MOMCHTA Ha paHAOMM3alys CJICA 3aBbPHIBAHC HA JICHCHUCTO OT ITbpBa JIMHUA
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(vnykips). [lampeHTure nomy4yaBaT cpeqHO 4 IMKbJIa HA TIOAIBPIKAILO JeUSHHE C IeMEeTPeKce,] U
4 mukbia — ¢ wiane6o. O6mo 169 mammenru (47,1%) 3aBbpiiBaT > 6 IMKBIA HA TOAIBPKALIOTO
JeYEHUE C IeMETPEeKCe I, MPEACTaBSMKK NoHe 10 IMbJIHM IMKBJIa HA IEMETPEKCE.

IIpoyuBaHeTO JOCTHUra CBOSITa MHPBUYHA KpaliHa TOYKA W NMOKA3Ba CTATUCTUYECKU 3HAYNMO
nofo0penrie Ha npeskuBsiemoctTa 6e3 mporpecus (PFS) B rpynaTta ¢ nemeTpekcea HaJ| rpymiaTta c
wiane6o (n = 472, He3aBUCUMO TpeTJie/lana MoMyIalys; MeJauaHa, CbOTBETHO 3,9 Mecelia u

2,6 mecerra) (ctenen Ha puck = 0,64, 95 % /I = 0,51-0,81, p =0,0002). He3aBucuMusIT mpersie T Ha
M3CIIeIBAHIAITA CHC CKEHEP Ha TIAIMEHTUTE TIOTBBHPIKIaBa HAXOAKuTe OT orieHkaTa Ha PFS Ha
M3CIIeIOBaTEA. 32 PAaHIOMIBUPAHATE TIATIMSHTH, KaKTO € OCHEHO OT HAYaJIOTO HA MHIYKIMOHHOTO
JieueHye OT IMbPBA JIMHUSI C MeMeTPpeKCe]] IITIoC MCIuaThH, cpeanata PFS, onenena ot
mciieqioBatens, e 6,9 Mecera 3a rpynaTa Ha eMeTpeKce U 5,6 Mecelia 3a rpynara Ha mwiane6o
(cremen Ha puck = 0,59 95 % JI =0,47-0,74).

CJie1 MHIYKIMOHHO JICYSHHUE C MEMETPEKCE/I INTIOC IMCIVIATHH (4 IMKBJIA), JISYCHUETO C IEMETPEKCEe T
CTAaTUCTHUYECKHU NPEBB3XOKAA TOBA € IUIAIe00 M0 OTHOIIEHHE Ha 00IIaTa MpekKUBIEMOCT (MeInaHa
13,9 mecena cnpsmo 11,0 mecera, koehument Ha puck = 0,78, 95%, /1IN = 0,64-0,96, p=0,0195).
KbM MoOMeHTa Ha TO3M MOCTIeICH aHAJM3 Ha NpeKUBsieMOcTTa 28,7% OT MalyeHTUTe OT Irpymnara,
NoJTy4aBajiv TIeMETPEKCe/T, ca )KUBU WM M3ryOeHH 3a mpociieisiBane, cupsimo 21,7% ot rpymnara,
noy4daBasa mwiane6o. OTHOCUTETHUAT e(DEKT Ha JICYSCHUETO C TIEMETPEKCE]] € MOCIIeI0BATENICH BhTPE
B PaMKHT€ Ha TIOATPYIUTE (BKJIFOUUTEITHO CTa Ui Ha 3a00sIBAHETO, IOBIMSIBAHE OT MHAYKIMATA,
¢ysxmponaHo cherostare (PS) mo ECOG, TIOTIOHOIYIIIEHE, TI0J, XUCTOJIOTHS M Bh3PacT) U MO00EH
Ha TO3H, HAOJIOIaBaH PU aHAJIM3UTE HA HEKOpHrupaHata o01ua npexmssemoct (OS) u Ha
npexuBsiemocTTa 6e3 nporpecust (PFS). YecTorara Ha mpeskuBsieMOCT Ha 1-Ta U 2-Ta roguHa 3a
NALMEHTUTE, JIEKYBaHU C IEMETPEKCe], CbOTBETHO ca 58% u 32%, B cpaBHeHue ¢ 45% u 21% 3a
MALMEeHTHUTEe, Nody4yaBau mwiane6o. OT Ha4aloTo HA MHAYKIMOHHOTO JIEYEHHE OT ITbpBA JIMHUS C
MEMETPEKCe T IITF0C LMCIVIATHH, MeIuaHaTa Ha o01ara npexuBseMoct (OS) Ha maipeHTure e

16,9 mMecena 3a rpynata ¢ nemeTpekcena u 14,0 Mecernia 3a rpynara ¢ miane6o (koepuipeHT Ha

puck =0,78, 95% JIN = 0,64-0,96). IIponeHTHT Ha MAIMEHTUTE, KOUTO TOTy4daBaT JICYCHHE CIIC
npoy4yBaHeTo, € 64,3% 3a nemerpexcen u71,7% 3a mwianeo.

PARAMOUNT:

I'paduxa na Kaplan Meier 3a npe:xussiemoct 6e3 nporpecust (PFS) u 061a npe:xussemocr (OS)
MPHU NPOAbJLKABAHE HA NMOUIbPKAHETO C eMETpeKce/l, CIPSIMO MJIAe00 NPU MAIMEHTH C
HAKPB/I, ¢ pa3iuyHa 0T mpeTHMHO CKBAMO3HOKJIETHYHA XM CTOJIOTUsI (OLIEHEH M OT
PaHA0MU3UPAHETO)

[pexxuBsiemocT 6e3 mporpecus O061ma npexuBIeMoCT

10
09
08
07
06
05
04
03
02
01
004
0 3 6 9 12 15 0 3 6 9 12 15 18 21 24 27 30 33 36

Bpeme Ha npexussiemocT 6e3 nporpecus (MeceLm)

1.0
0.9
0.8 — MMemeTpekcen
--- Mnaue6o

—  [lemeTpekceq

—-—== [naue6o

0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

BeposiTHOCT 3a npexussieMocT 6e3 nporpecust

BeposaTHocT 3a obLa npexuesemoct (OS)

Bpeme Ha obwwara npexwvssiemoct (OS) (Meceuu)
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[Tpodunmre Ha GE30MACHOCT HA MO IBPKAIIOTO JICUCHHE C IeMeTpeKce ] oT aBeTe npoyusanust JMEN
nu PARAMOUNT ca nogo6nu.

5.2 ®apMakoKHHETHYHH CBOWCTBA

@dapMaKOKMHETMYHATE CBOWCTBA HA MEMETPEKCE]] ClIe/I CAMOCTOSI TEITHO MPIIOKEHNE Ca OLIEHEHH TPU
426 TalWeHTH C PaK C Pa3iMdHA CONMIHA TYMOPH B 1031 B obxBata Mmexay 0,2 u 838 mg/m?,
npwiarand kato nHpy3wusa 3a nepuon Hax 10 munyTH. [lemeTpekcen nva o0eM Ha pasmpeiesicHUe B
crampoHapHo cheTostare oT 9 /m?. TIpoyuBanmst in Vitro rokasear, ue meMeTPeKCe 1 € TPHUOITM3UTEITHO
81 % cBbp3aH c Wwa3MeHure npoTenHd. CBBP3BAHETO HE C€ MOBIIMAIBA 3HAUMTEINIHO OT pa3IndHUTE
cTeneHu Ha OBOpedHO yBpexkane. [leMeTpekcen MpeThpIisiBa OrpaHAY €H YePHOAPOOEH METaO OB HM.
[IemeTpekcen OCHOBHO ce eMMHUHMpa ¢ ypuHaTa, kato 70 % 10 90 % ot mpwiokeHaTa 103a ce
BB3CTAHOBSIBA HETPOMCHEHA B ypUHATA 3a MbpBUTE 24 vaca ciie/ npwiokeHue. 1N Vitro npoydBanwst
TIOKa3BaT, ue neMeTpekce ] akTuBHO ce cexpeTrpa or OAT3 (TpaHcHopTeH OeNTHK HAa OpraHuY HA
anvonr). OOIMAT CHCTEMEH KIMphHC Ha nemetpekcea € 91,8% ml/min, a enumuHaIMOHHUST
TIONTY’)KMBOT OT IUIa3Mara ¢ 3,5 yaca Mpu NapeHTH ¢ HopMaliHa 0bOpeuHa QyHKIms (KpeTHHIHOB
kmpbHC 0T 90 m/min). MexnynHnuBIIyaaHaTa BapraOWIHOCT B KIIMphHCA € yMepeHa 10 19,3 %.
O6mrara cuctemHa ekcriozvmimst (AUC) n MakcuMasHaTa mia3MeHa KOHICHT Al Ha TIEMETPEKCe] ce
yBEJIMYABAaT MPOIOPLIMOHAIHO € J03aTa. PapMaKOKMHETHKATa Ha TIEMETPEKCe ] He Ce MPOMEHsl IPU
MHOIOKpaTHH LKA Ha JICUEHHE.

dapMaKOKMHETHIHATE JAHHU Ha TIEMETPEKCE]l He Ce TIOBJIMSABAT OT €THOBPEMEHHOTO NPWIOKECHHE HA
pcaThH. J[00aBsHeTo Ha (omeBa KHUCEJMHA NEpOpaHO U MHTPaMYCKYJIHO BUTaMUH B, He
NOBJIISIBAT (hapMaKOKMHETHKATa Ha IIEMETPEKCe].

5.3 IIpeakIMHUYHHU JAHHM 32 0€30MACHOCT

[MpunoxkenreTo Ha MEMeTpeKce1 Ha OpeMEHHN MUILIKH BOJIU 10 HamaJsieHa (eTaiHa
KU3HECTIOCOOHOCT, HAMaJICHO (heTaJTHO TEIJIO0, He3aBbPIICHA OCU(UKAIM HA HAKOU CKEJIETHU
CTPYKTYpH U TIeTIKa Ha HeOIeTo.

[MTpunoxenreTo Ha MEMETPEKCe T Ha MBKKU MHIIKH BOJIU 10 PENPOAYKTUBHA TOKCHIHOCT,
XapaKTepH3upalia ce ¢ MOHIKEHA HUBA Ha (PEPTWIHOCT M TECTHKyJapHa aTpodms. B mpoyuBase,
HANpaBeHO Ha Kyde OT MopoJaTa OUrbi 4pe3 HHTPaBEHO3HA OONyC MEKEKIWS B IPOIBIDKCHHE HA

9 mMecema, e HaOIOaBaHa TECTHKY/IapHATA HAXO/KA (I eTeHepalksl/HeKpo3a Ha eIUTela Ha CEMEHHUTE
kaHayeTa). ToBa mpeanonara, 4e neMeTpeKce1 MOXKe /1a yBpeXxaa MmkkaTa (pepTiuHocT. XKeHckaTa
PETPOYKTUBHOCT HE € M3CJIe/IBaHa.

IMemeTpekcen He € ToKa3al MyTareHHOCT HUTO TpH IN VItro TecT 3a XpoMO30MHH abepalkii B KICTKA
OT SIMYHMK Ha KUTAWCKU XaMcTepH, HUTO mpu Ames Tecta. [lemeTpekcen e roka3al KiiacTOreHHOCT
npH N VIVO MUKPOHYKJICAPHHUST TECT MPH MHIIIKH.

He ca npoBexxnanu npoyuBaHus 3a OLIEHKAa Ha KaHLEPOTEHEH MNOTEHLMA Ha IIEMETPEKCEN.

6. ®APMALHEBTUYHU JAHHHU
6.1 CHnucbK HAa IOMOIIHUTE BelIeCTBA

JInmonena kucesmHa (E330)

L-MeTnonnH

MoHoTHOTHLIE POST

Hatpues xunpokcun (E524) (3a kopekmpst Ha pH)

XupoBoopoiHa KHcenuHa, kKoHueHTpupana (E507) (3a kopexims Ha pH)
Bona 3a nmxeximm
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6.2 HecbBMEeCTHMOCTH

[MemeTpekcen ¢ PUBUIECKA HECHBMECTUM C PA3TBOPUTEITH, KOUTO ChIBPIKAT KAMH, BKITFOYHTEITHO
pa3TBop Ha Punrep-nakrar u pa3TBop Ha Punrep. [Topaau juncaTta Ha APYrd M3MMTBAHUA 3a
CHBMECTHUMOCT TO3H JIEKAPCTBEH MPOJIYKT He TPsIOBA Ja C€ CMecBa C JIPyTrH JISKapCTBEHH MPOTYKTH.

6.3 Cpok HarogHocr

HeorBopeH durakoH
30 mecemna

PaspeneH pa3rBop

Jlokazana e XuMU9IHA U (M3UYHA CTaOWIHOCT MpH yroTpeba Ha MHPY3UOHHKS Pa3TBOp A0 72 Haca
npu remnepatypa ot 20°C 1o 25°C. OT MUKpOOHONOTHYHA TJIETHA TOYKa, IPOAYKTHT TPsAOBa 1a ce
MBIIONI3BA BeaHara. AKo He O'b/ie M3IIOI3BAaH BEHATA, IEPUOABT HA M3TION3BAHE W YCIIOBHUATA 32
ChXpaHEHHe TpeJiu yroTpeda ca OTTOBOPHOCT HA MOTPEOUTEIst 1 OOMKHOBEHO He TpPsOBa Ja
HaIXBBPIAT 24 yaca npu TeMrepatypa ot 2 10 8°C, ocBeH aKo pa3TBapsAHETO/Pa3peskIaHETO €
V3BBPIICHO TPY KOHTPOJIMPAHN | BAJIMIMPAHN ACENTUYHU YCIIOBUS.

6.4 CrnenuajaHu yCJI0BUS HAa CbXPaHEeHHe

[Ha ce cpxpansaBa npu Temnepatypa nog 25°C.

3a ycJIoBUATA HA ChXPAHEHUE CJIe]1 pa3pekJaHe Ha JIEKapCTBEHUs IPOAYKT BIWKTE TOUKa 6.3.
6.5 Buau chbabpKaHUE HA ONMAKOBKATA

®drakoH 0T (OPMOBAHO MPO3PAYHO CTHKIO THI |, che 3amyianka oT 6poMoOyTIIOBa TyMa, ChC CHHS
OTYyIBaIla ce o0KaTka, Chabpxail 4 Ml KoHIeHTpaT.

®nakoH OT (POPMOBAHO MPO3PAYHO CTHKJIIO THII |, ChC 3amymanka oT OpoMOOyTHIOBa TyMa, C JIWIaBa
oTYyIBaIia ce o0KaTka, chabpxany 20 ml KOHIICHTpaT.

@nakoH OT (GOPMOBAHO MPO3PAYHO CTHKIIO THI |, ChC 3amymanka or 6poMoOyTIIOBa TyMa, C
OpamKeBa OTUYIBaIlA ce 00KaTKa, ChAbpKaIl 34 ml KOHIGHTpAT..

®rnaxoH OoT (OPMOBAHO MPO3PAYHO CTHKIIO THIH |, CHC 3amyIIanKa oT 6poMoOyTHIOBa T'yMa, C YepBEHa
oTUyIBaIa ce ookaTka, chabpxany 40 ml KoHIIEHTpaT.

OmnakoBka ¢ 1 ¢maxoH.
6.6 Croenuajnu npeanaHu MePKHU MPH U3XBbPJIsiHEe U padoTa

1. [Tpuiaraiire acenTUIHA TEXHUKA 10 BPEME Ha pa3perkIaHeTO Ha TIEMETPEKCE T 3a MPUIOKECHHE
KaTO UHTPABEHO3HA MH(Y3US.

2. W3uuciere mo3ara u6post drakonu [Temerpexcem Accord, kouro ca HeoOxXoauMu. DIaKOHBT
ChIBPIKA M3JMIIBK TIEMETPEKCE]T, 32 Ja C€ OCUTYPH JJOCTABSHETO Ha ONPE/ICIICHOTO Ha €TUKETa
KOJIMYECTBO.

3. HeobxonumusT ob6eM OT pa3TBopa rieMeTpekce 1 TpsioBa aa ob1e paspeaet c 9 mg/ml (0,9 %)

Pa3TBOp HA HATPHUEB XJIOPHI] 33 MEDKCKIMKA O3 KOHCEPBaHT, /10 Moy4yaBaHe Ha ooem ot 100 ml
Y TIPWIOKEH KaTO MHTpaBeHO3Ha MH(Y3wms 3a Hax 10 MuHYTH.
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4, HpI/IFOTBeHI/IHT CIIOpC I YKa3aHusATa pa3TBOp 3a I/IH(l)YBI/II/I Ha ICMETPEKCC € CbBMCCTHM CHC
CAaKOBC U CUCTCMHU OT IOJIMBUHWIT XJIOpUI U HOJ'II/IOJ'Ie(bI/]H.

5. JlexapcTBeHUTE MPOAYKTH 32 TIAPEHTEpaIHa yroTpeba TpsaoBa 1a O'b/1aT UHCTICKTUPAHH
BI3YaJTHO 32 YAaCTHIM M IPOMSTHA HA IBETa Npeu yrorpeda. Jla He ce ynorpeOsBa npyu HaIMane
HAa YaCTHINL.

6. Pa3TBopure Ha meMeTpekce 1 ca caMo 3a eTHOKpaTHa ynorpeda. Hemnomssanusirt nekapcTBeH

MPOAYKT WIU OTIAABYHUTC MAaTCPHUAJIM OT HETO Tpﬂ6Ba Aa €€ MBXBBPJIAT, B CbOTBETCTBUC C
MCCTHHUTC M3NCKBAHMA.

[IpuroTBsiHEe ¥ IPEAYIPEKISHIS IPA TIPHIOKEHIIE

KaxTo 1 npyrure nmoTeHImatHo TOKCUYHU MPOTUBOTYMYPHH CPENICTBa, 00PaBEHETO U PUTOTBSIHETO
Ha MH(Y3HOHHUS Pa3TBOp MeMeTpeKce ] TpsiOBa 1a ctaBa BHUMaTe HoO. [IpenopbuBa ce na ce
MBTO3BAT PhKAaBHIM. AKO pa3TBOPHT Ha MEMETPEKCE]] MONa He BhPXY KoXKaTa, I3MUNTE KOXKaTa
BEJHATA U HATTBIIHO_ChC CATlyH U BOJa. AKO pa3TBOPHT HAa MIEMETPEKCE T TIONAaHE BHPXY JIMTABUIIA,
npomuiiTe o0wTHO ¢ Boxa. [lemerpekcen He mpudubsiBa MeXypu. Hama crieimduaeH aHTHAOT 3a
eKcTpaBasalys Ha leMeTpekce 1. JlokmanBanu ca HIKOJKO cllydasi Ha eKCTpaBa3als Ha leMeTpeKce]T,
KOUTO HE ca OLICHEH! KaTO CEpHO3HM OT m3clieoBaTens. EkcrpaBazaimsita TpsaOBa ga Objie KynupaHa
CIIOpe]T MECTHATA CTAHAAPTHA MPAKTUKA, KAKTO MPU APYTUTE HEBE3MKAHTL.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Hcnanus

8. HOMEP(A) HA PASPEHLIEHHETO 3A YIIOTPEBA
EU/1/15/1071/004

EU/1/15/1071/005

EU/1/15/1071/006
EU/1/15/1071/007

9. JATA HA ITBPBO PA3SPEINABAHE/IIOJHOBSABAHE HA PA3PEIHLIEHUETO 3A
YIOOTPEBA

Hata Ha mbpBO paszpemaBane: 16 noemBpu 2020 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMoxpo6Ha wHpopMAaIms 3a TO3H JEKapCTBEH IMPOAYKT € TpeocTaBeHa Ha yeOcaiira Ha EBporeiickara
areHws To Jiekapctaara hittp//www.ema.europa.eu.
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1. NME HA JIEKAPCTBEHUA TPOAYKT

ITemerpekcen Accord 100 mg mpax 3a KOHIICHTPAT 3a UH(Y3UOHEH Pa3TBOP
ITemerpekcen Accord 500 mg mpax 3a KOHICHTPAT 3a UH(Y3UOHEH Pa3TBOP
IMemeTpexcen Accord 1000 mg mpax 3a KOHIEHTPAT 3a UHPY3HOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
ITemerpekcen Accord 100 mg mpax 3a KOHLIEHTPAT 3a HHDY3HOHEH DPa3TBOD

Enun ¢rnakon ¢ npax cbpabpxa 100 mg nemerpekcen (KaTo neMeTpeKce JUHATPHIA
XEMHUICHTaXHIPaT).

TomowHo sewecmso ¢ uzsecmuo delicmaue
Bceexu grakon chabpxka npubmsurenHo 11 mg vaTpuid.

Memerpexcen Accord 500 mg npax 3a KOHLEHTPAT 3a UHGBY3HOHEH Pa3TBOP
Envn ¢nakon ¢ npax chabpxka 500 Mg meMeTpekce (KaTo MeMeTPeKCen JUHAT PUI
XEMUIEHTaXuIpar).

IToMOIIHO BEWIECTBO ¢ M3BECTHO AEHCTBHE
Bcexku rakon cpabpxa okoio 54 Mg HaTpHil.

ITemerpekcen Accord 1000 mg mpax 3a KOHIIEHTpAT 3a MHQY3HOHEH DA3TBOD
Envn ¢makon ¢ npax cpaspixka 1000 Mg nemeTrpekce (KaTo neMeTpeKCe ] INHATPHi
XEMUICHTAXUIPaT).

IToMOIIIHO BENIECTBO C U3BECTHO AEHUCTBHE
Bcexu dnakon chabpxa npuommurenso 108 mg vaTpuid.

Cien pastBapsite (pekoHcTurynpane) (Bk. Touka 6.6) Bcexu Gmakon cbabpska 25 mg/mli
TIEMETPEKCE I,

3a ITbJIHUS CIIMCHK HA TOMOIIHKUTE BEIIeCTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
ITpax 3a KOHIIEHTPAT 3a UH(Y3UOHEH Pa3TBOP.

Bsis1 10 CBETIIOKBIT WK 3€NI€HUKaBOXKBJIT JIMOQWIM3UPAH TIpax.

4. KIMHNYHU JAHHHN

4.1 TepaneBTHUYHH MOKAZAHUSA

Masraes mwieBpajieH Me30TeIHOM

ITemerpekcen Accord B KOMOMHAIMS C IMCIUIATHH € MOKa3aH 3a JICYCHHE Ha HETIO/JIeKall Ha
PE3EKIMs MAJIMTHEH IUIEBPaICH ME30TEIIMOM IPU MAIMEHTH, HA KOUTO J0 MOMEHTA HE € MpuilaraHa
XUMHOTEpaTysl.

HenpeOHOKIIETHEYEH paK Ha Oeaust Apod

IMemeTpexcen Accord B KoMOMHAIMS C LIMCIDIATHH € TIOKa3aH 3a JICYCHHE OT ITbPBA JIMHKS HA
MALMEHTH C JIOKAJTHO aBaHCUpPAJ WIM METAaCcTaTHIeH HeIpeOHOKIEThYEH pak Ha el 1po0, ¢
pa3inyHa OT MPEeJUMHO CKBAaMO3HOKJIEThYHA XUCTONOTHS (BXK. ToUKa 5.1).
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ITemerpexcen Accord e mokaszaH 3a MOHOTEPAIHs MPH TIOAbPIKAILO JICUCHHE HA JIOKAIHO aBaHCHUpAI
WM METacTATUIEH HeIPEOHOKIIEThUCH PaK Ha Oermst 1pob, ¢ pa3imdHa OT TMPeIUMHO
CKBAaMO3HOKJICTHYHA XUCTOJOT Y, TIPY TAIMEHTH, YHETO 3a00IsIBaHe HE TIPOrpecHpa HEToCpeICTBEHO
CcJie/l XMMHOTEpanysl Ha OCHOBATA Ha IUIaTHHA (BXK. Touka 5.1).

IMemeTpekcen Accord e mokas3aH 3a MOHOTEpAINUs TIPH JICYCHHUE OT BTOpA JIMHUS Ha TAIMEHTH C
JIOKQJTHO aBaHCHpaJ WM MeTacTaTHdeH HeJIpeOHOKIEThYEeH pak Ha Oenus Ipod, ¢ pa3iudHa OT
MpeTMMHO CKBaMO3HOKJIEThYHA XUCTONOTHs (BK. TOUKa 5.1).

4.2 Jlo3MpOBKA M HAYMH HA MPHJIOKE HUE

IMemeTpekcen Accord TpsiOBa 1a 6'b/1e MpUWIaraH camo Mojl KOHTPOJia Ha JieKap, KBaJupuimpaH B
yrnoTpebaTa Ha MPOTUBOTYMOPHA XUMHUOTEPATIVS.

g03 UPOBKa

Iemempexceo Accord 6 kombunauus ¢ yucniamun

[TpenopbuBanara no3a [Temetpekcen Accord e 500 mg/m? tesecHa NOBBPXHOCT, MPWIOKEHA KAaTO
WHTpaBEHO3HA MH(DY3US C NPOIBIDKUTEIHOCT Haa 10 MUHYTH Ha TTHPBESI JISH OT BCEKH 2 1-1HEBEH
Kb [IpernopbyBanaTa 103a MCIUIATHH € 75 Mg/M? TejiecHa OBBPXHOCT, KaTO HHY3Hs ¢
MPOABIDKUTEITHOCT HaJ J1Ba yaca, npuommsuresHo 30 MUHYTH Clie]] 3aBbpIIBaHe HAa MH]Y3HAITA C
neMeTpeKCe 1, Ha MbPBUS JeH OT BCeKH 21-HeBeH IMKbI. [lampeHTure TpsioBa [1a moinydaT aieKBaTHa
aHTHEMEeTHYHA Teparysl ¥ MOAXO/AIIA XUApaTalys, IPeIU WK CJIe/ HoTyYaBaHe Ha [UCIIIATHH.
(BX. CHIIO KpaTKaTa XapaKTePHUCTHKA Ha MPOAYKTA HAa IMCIUIATHH 32 CTICIM(PUIHA TPETIOPHKHU TPH
JTIO3UpaHE).

Hemempexceo Accord kamo camocmosamenno cpedcmgo

[Tpu marmenTH, NeKyBaHM 3a HepeOHOKIEThUYCH pak Ha Oenus Apo0 clie ImpeiecTraa
XUMHUOTEparys, nperiopbuBanaTa no3a [lemerpekcen Accord e 500 mg/m? TenecHa MOBbPXHOCT,
MPWIOKEHA KaTO MHTPaBEHO3HA MH(Y3Hs, C MPOIBJDKUTEITHOCT Haa 10 MUHYTH, HAa IBPBUS JICH OT
BCEKU 21-THEBEH IMKBIL

Peorcum na npemeduxayus

3a 71a ce HaMaJI YeCTOTaTa M TEKECTTa Ha KOYKHUTE peaKiy, TpsaOBa Ja ce 1aJie KOPTHKOCTE PO B
JieHs Ipey, B ICHI HA U JIeHs CJIe]l IPIIOKEHNe Ha neMmeTpekcen. KoprukoctepounsT TpsaOBa 1a
Ob/Ic CKBHBAJICHTCH Ha 4 MQ IeKCaMEeTa30H, IPIWIOKEH TEPOPAIHO [1Ba ITbTH HA JicH (BXK. Touka 4.4).

3a 1a ce HaMaJli TOKCUMHOCTTA, MALMEHTUTE JIEKYBaHHU C IIEMEeTpeKce 1, TpsiOBa ChIIIO /1a MoJTydaBaT
00aBKH OT BUTaMUHH (BX. TouKa 4.4). [Tarmenrure TpsiOBa 1a npueMat repopaiHo (omeBa
KUCEJIMHA WM MYJITUBUTAMHHEH MPOIYKT, ChABpKall ormeBa kucemsa (350 no

1 000 mukporpama) BcekunueBHO. [ToHe met no3u omieBa kucenmHa TpsOBa ga ObIaT NPHETH NIPe3
ce/leMTe JIHU IPeTH ITbpBaTa 71032 IEMETPEKCe T M IPUEMBT TPsOBa J1a MPObJDKAaBa 10 BpeMe Ha
IBJHKA Kypc Jedenue u 21 qHu cien nocieHaTa 103a nemerpekce. [lammenrure TpsoBa chIuo a1a
TOJTy4aT UHTpaMyCKysIHO BuTamuH By, (1 000 Mukporpama) mpe3 ceaMuraTa mpein mbpBaTa 103a
neMeTpeKce 1 U clie/l TOBA Ha BCEKH TpeTH LWKbIL. [locnenBamia mwkekims BUTaMuH B, Moxxe na 0bie
HaIpaBeHa B ChUIWA JIH, B KOWTO € MPWIOKEH NEMETPEKCeI.

Monumopupane

[Tarmenrure, noyyaBaim neMeTpeKce 1, TpsAoBa ga O'bIaT MOHUTOPUPAHH TIPEIH BCSKA /103 TI0
OTHOILICHHE Ha IThJIHA KPbBHA KapTHHA, BKIIOYHUTEIHO AU(epeHIMaIHo OpoeHe u Opoid TPOM OOIHTH.
ITpeu Besiko Ha3HAYaBaHe HA XMMHOTeparws TpsiOBa Jja ce ChbOUpaT KpbBHU OMOXUMUYHH TECTOBE, 32
Jla ce olleHn OhOpeyHaTa uyepHoapooHa (yHkimH. [Ipenu 3anouBanHe Ha BCEKH IMKBI HA
XAMHOTEpaInus € Hy)KHO TalMeHTHuTe 1a nmat abcomoren 6poit Heyrpodmwm (ANC) >1 500
ieTkw/mm?® u TpomGomury > 100 000 kieTkw/mm?®,

KpeaTHHUHOBHAT KIMpBHC TpsiOBa aa Obae > 45 ml/min.
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O6mwmsAT 6mmpyOuH TpsioBa 1a Obe < 1,5 MhbTH OT ropHaTa rpaHMIla HA HOpMaTa. AJKalHaTa
¢docdaraza (AP), acmaprat amunorpancdepaszata (AST wm SGOT) u ananrH amuHOTpaHChEepas3aTa
(ALT wir SGPT) Tpsi6Ba 1a ca < 3 mbTH OT ropHaTa rpanuiia Ha HopmMata. CTOHHOCTH Ha ajKajiHATa
tdocaraza, AST u ALT < 5 mbTH Hajl TOpHATA TPaHAIIA HA HOpMATa ca MPUEMIIUBH TP 3acsATaHe Ha
4yepHus Apod OT TyMOp.

Aodanmupamne na dozama

AJanTupaHe Ha J103aTa B HAYAJI0TO HAa BCCKH MOCIIC/IBAI [IMKEJI TPAOBA J1a CE TPaBU CIIOpe T Hali-
HHCKaTa CTOMHOCT (HAaJIUp) HA OpOs HA KPHBHHUTE KJICTKU WIM MaKCUMAaJTHATA HEXEMAaTOJIOTHIHa
TOKCHYHOCT CIPSIMO MPEIXOKIAIIMS IIMKBJI Ha JedeHue. JIeueHneTo Moxe a ObJIe OTJIOKEHO, 3a 1a
C€ OCTaBH JIOCTATHYHO BpeMe 3a Bh3cTaHoBsiBaHe. Clie/1 Bb3CTAaHOBSIBAHE MAIMEHTUTE TPsIOBa J1a
MPOBIDKAT JICUCHHUETO CH, KaTO CE M3MONI3BAT yKazanusaTa B Tabmum 1, 2 1 3, KOMTO ce OTHACHT 3a
ITemerpekcen Accord, M3Mo3BaH CaMOCTOSTEIHO WA B KOMOUHAIWS C IMCIVIATHH.

Tabauua 1 — Tadauua 3a atanTupaHe Ha xo03ata Ha [le meTpexcen Accord (camocTosITe THO
WJIH B KOMOWHANMS) ¥ IIUCIUVIATHH — XeMATOJIOTHYHA TOKCHYHOCT

Haii-aicka ctoiHoCT (Haaup) Ha abcomoTHus | 75 % OT mpeanmHEaTa 103a (3a ABaTa NPOAYyKTa

opoii va Heyrpodrmre (ANC) <500 /mm3 u | Ilemerpekcen Accord u IucIUIaTHH)

Haup Ha TpomOormrure > 50 000 /mm?

Hanup Ha Tpom6ormrure < 50 000 /mm3, 75 % ot mpenuIHATA 1032 (32 ABAaTa MPOAYKTa

HE3aBHCHMO OT HaJupa Ha aOCONFOTHHS Opoit ITemerpekcen ACCOrd u LUCTUIATHH)

Ha Heyrpodmwmre (ANC)

Hazup Ha TpomGormrure < 50 000 /mm?3 ¢ 50 % ot mpenmmHaTa 103 (32 1BaTa MPOIYKTa

KbpBCHE?, HE3aBUCHMO OT HaJiMpa Ha IMemeTpexcen Accord u IpcIUIaTHH)

abcomotams 6poii Ha HeyTpodmwinre (ANC)
* Te3u KpUTEpUM OTTOBapAT Ha onpeaenerreTo 3a >OKT ctenen 2 kppBeHe B O0mmTe KpUTEpHH 32
TokcnuHOCT Ha Harmonamuus onkosormuen uacTHTyT (OKT v2.0; NCI 1998).

AKO MaIMeHTHUTe pa3BHAT HEXEMATONOTMYHA TOKCUIHOCT > 3-Ta CTeTieH (C M3KIII0UCHHE Ha
HEBPOTOKCHYHOCT), TpwioxkeHneTo Ha [lemeTpexcen Accord TpsOBa fa ce OTJIOKH 10 JOCTUraHe Ha
CTOWHOCTH TIO-MAJTKH WM PAaBHH HA TE3W MPEJIM JICUCHUETO Ha TalMeHTa. JledenneTo TpsOBa 1a 0be
MOJTHOBEHO B CHOTBETCTBHUE C PHKOBOACTBOTO B Tabmima 2.

Ta6mua 2 — Tabsmna 3a ananTupane Ha go3ata Ha [1e meTpexcen Accord (camocTosiTeTHO
WJIM B KOMOMHAIMSI) ¥ IIMCIUIATHH — HEXeMATOJIOTHYHA TOKCHYHOCT *0

JHo3ana IlemeTpexcen Jlo3a Ha nuCNJIATHH
Accord (mg/m?)
(mg/m?)
Bcesika crenen 3 wimm 4 75 % ot npenumHATA 1032 75 % ot mpenuHATA 1034
TOKCHYHOCT, C M3KJIIOUCHHE HA
MYKO3HT
Bcesika nuapusi, u3rckBalia 75 % ot mpenuIIHATA 1032 75 % ot mpenuIHATA J103a
XOoCTITaIMm3aIms (HE3aBUCHMO
OT CTETICHTA), WK THaAPUs
creneH 3 wim 4
Mykozur cteneH 3 wi 4 50 % ot nmpeawiHATa 1032 100 % ot npenumHaTa 032

2O6um kpurepun 3a TokcnaHocT (OKT v2.0; NCI 1998) na HarmonanHust MHCTHTYT 3a pak
® C mKII0YEHHe HA HEBPOTOKCHIHOCT

B ciydaii Ha HEeBPOTOKCHYHOCT, NMPENIOPHYBAHOTO aJanTupate Ha jo3arta Ha [lemerpekcen Accord u

IMCIVIATHH € npejacTaBeHo B Tabmuma 3. [Tampenture TpsaOBa ga NpeKbCHAT JIEYEHUETO, aKO Ce
HaOmomaBa 3 wm 4 cTeneH HeBPOTOKCHIHOCT.
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Ta6mua 3 — Tabsmna 3a aganTupane Ha go3ata Ha [Te meTpexcen Accord (camocTosITe THO
WM B KOMOMHANMSA) ¥ IUCIVIATUH — HEBPOTOKCHYHOCT
OKT?* cTenen Ho3a na Ilemerpexcen Jo3a Ha nucnIaTuH
Accord (mg/m?)
(mg/m?)
0-1 100 % or npenumHEaTa 1032 100 % ot npenumHEATA 71032
2 100 % ot npenumHEaTa 1032 50 % ot mpeawuiHATA J103a

@ O6um kpurepun 3a TokcuaHocT (OKT v2.0; NCI 1998) na HammonanHust OHKOJOTUHMEH MHCTHUTYT
Jleuenuero ¢ [TemeTrpekcen Accord TpsiOBa fa O'bjie MPEKPATEHO, aKO TAIMEHTHT UMa HAKAKBa
XEeMaTOJIOTUIHA WIIM HEXEMATOJIOTHYHA TOKCUYHOCT OT CTETieH 3 Win 4 cjie]] HAaMaJIeHue Ha JIBE 1031

WIn H€3363BHO, aKo CC Ha6mo;1aBa HCBPOTOKCHUYHOCT CTCIICH 3 wm 4.

Crneyuaanu nonyaayuu

Cmapuecka 6v3pacm

[Ipu cpaBHeHHEe HA M3MMTBAHUSI CHPSIMO MPOYYBAHUA HE € MMAJIO MHAMKAIWA, Y€ NALMEHTUTE Ha
BB3pacT 65 TOIMHA WM TIOBEUE Ca C MOBUIICH PUCK OT HEXEJIaHU JIEKAPCTBEHU PeaKkiy, B CPaBHEHUE
C MALMEHTUTE Ha Bb3pacT nojx 65 ronuau. He e HeoOxoqumMo apyro HaMalleHHe Ha 103aTa, OCBEH
TOBa, KOETO CE NPENopbyBa 32 BCUYKHU MALMEHTH.

lleouampuuna nonynayus
Hsma cporBeTHa ynorpeba Ha [TemeTpexcen ACCOrd B neIMaTpUYHA NOMyIALKMs PU MaJIMTHEH
IUIEBPAJICH ME3ETEJINOM U HeIpeOHOKIIEThYEH pak Ha Oermst 1po0l.

Tayuenmu ¢ 6v6peuno yspedcoane

(cranmaprha popmyna Ha Cockeroft u Gault win ckopoct Ha riiomMepynHa GuiTpaiys, U3MepeHa ¢
Tc99M-DPTA meTona 3a cepyMeH KIHMPhHC)

[MemeTpeKcen ce eMMMHUHIpA TMPETUMHO HETPOMEHEH 4upe3 ObOpeuHa ekckperws. [1py KIMHAT HiA
IPOY4YBaHus, MALMEHTUTE C KPEaTHHUHOB KIMpBHC > 45 ml/min, He m3uckBaT ajanTupaHe Ha 103aTa,
pa3IMYHO OT TOBA KOETO CE MPEeriopbyBa 3a BCUMKH MalMeHTH. VMa He1ocTaTh4HO JaHHU 32
ynorpedara Ha meMeTpeKCce /I TPH MALMEHTH ¢ KPeaTHHUHOB KIMpbHC mox 45 ml/min; 3atoBa
ynorpedara Ha meMeTpeKce /I He ce IpernopbuBa (BK. Touka 4.4).

Tayuenmu ¢ ueprodpoorHo yepexcoane

He e namepena Bpw3ka mexay AST (SGOT), ALT (SGPT), wix oO1us OWiMpyOrH |
(hapMaKOKMHETHKATa HA TIEMETPEKCe/1. BhIpeku TOBa, MAIMEHTH C YePHOAPOOHH HAPYIICHUS, KaTo
OwmpyOuH > 1,5 MhbTH HaJ TOpHA TpaHWIA HA HOpMaTa WWIM aMuHOTpaHcdepasa > 3,0 IbTH HAJ
rOpHa IpaHuIia Ha HopMmaTa (0e3 YepHoApoOHH MeTacTa3n) Wwin > 5,0 MbTH HaJl TOpPHA TPaHUIA Ha
HopMarta (TP HaJIMIUe Ha YEPHOIPOOHN METACTa3M), He Ca CICIMPUIHO H3ydaBaHH.

HaupH Ha npuiokeHue

ITemerpexcen Accord e mpeHa3HAYCH 32 HHTPAaBeHO3HO mpwiokenne. [lemerpekcen Accord TpsioBa
Jla ce Tpuiara KaTo MHTpaBeHO3Ha MH(Y3Us B TeueHWe Ha 10 MUHYTH Ha ITHPBUS JICH OT Bceku 21-
JTHEBEH IMKBJI.

3a npeAna3HA MEpKHU, KOUTO TpsiOBa 1a ObAaT B3ETH eI padoTa C WM MPH NPWIOKCHHE HA
ITemerpekcen Accord, Bikre Touka 6.6.

3a yka3aHusl OTHOCHO pa3TBapsiHETO (PEKOHCTUTYHPAHETO) H pa3pesxnaneto Ha [lemerpekcen Accord
Tpe T TIPIIOKEHHUE, BIDKTE Touka 6.6.
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4.3 IIpoTuBOMOKA3aHUS

CBp'bX‘IYBCTBHTCJIHOCT KbM aKTHBHOTO BEIICCTBO WIM KbM HAKOC OT IIOMOIIHHUTC BCIICCTBA,
mOpoeHn B Touka 6.1.

Kbpmene (Bk. Touka 4.6).
ChITbTCTBAIIO BAKCHHUPAHE MPOTHUB XKBJITA TPpecka (BK. Touka 4.5).
4.4 ChneuuajJHu NpeaynpeskIeHHus: M MpeaasHU MePKH 3a ynoTpeoda

[TemeTrpekcen Moxe J1a TOTUCHE (QYHKIMATA HA KOCTHHS MO3BK, KOETO CE MPOSIBSIBA C HEYTPOIICHUS,
TpoMOoIMTONEeHNsT U aHeMusl (WM MaHmMToneHus ) (Bk. Touka 4.8.). MuenocynpecusiTa 00MKHOBEHO €
JI030JIMMUTHpAIa TOKCHIHOCT. [larpenTure TpsaOBa qa 0'b1aT NpOCIIeIsIBaHU 38 MUEJIOCYTPECHS 110
BpEMeE Ha JICYSHUETO U TIEMETPEKCe T He TPsOBa 1a ce NpIiara Ha MalpeHTUTe, T0KaTo aOCOMOTHHAT
opoii na eyrpodrmre (ANC) e ce BbpHe 10> 1 500 kineTkw/mm?®, a GposT Ha TPOMOOLMTHTE C€e
BbpHe 10> 100 000 kneTkw/mm?. HamaseHueTo Ha o3aTa npe3 MocJieIBaIl|Te [MKIM ce 0a3upa Ha
criajia Ha a0CoMIOTHUS Opoii Ha HeyTpodwinTe, Opos HA TPOMOOIMTUTE ¥ MaKCHMaJTHATa
HEXEMaTOJIOTMYHA TOKCUIHOCT, HAOITIOIaBaHH TIpe3 TPESIMIIHUS [MKBJI (BXK. ToYKa 4.2).

Jloki1aaBaHK ca MO-HUCKAa TOKCHYHOCT U HAMAJICHHE HA CTETICHH 3/4 3a XeMaTOoJIOrHIHa 1
HeXeMaTOJIOTHYHA TOKCUIHOCTH, KaTO HeYTponeHust, (peOpriHa HeyTpONeH!s ¥ MHPEKIMH, CBbpP3aHH
C HEYTPONEHHsI OT CTeleH 3/4, KoraTo e MpWwiaraHo MpeBapUTEIHO JeYeHHe ¢ (oreBa KUCeNHa U
BuTamMuH By,. 3aTOBa BCHUKH NAIMEHTH, JICKYBaHH C IeMeTpeKce | TpsOBa 1a ObJIaT ChBETBaHH Ja
B3eMart (onreBa KUCeIMHa ¥ BUTaMuH Bi,, KaTo mpodmiakTndHa MspKa,3a HAMaJIsIBaHE HA
CBBP3aHATA C JICUCHUETO TOKCHUHOCT (BXK. TOUKa 4.2).

CpoOmiaBaHy ca KOKHM PEakify NP NAIMEHTH, KOMTO He Ca JIEKYBaHH IPEIBAPUTEITHO C
KopTHKOcTepouau. [TpeaBapureHOTO JieueHne ¢ JeKcaMeTa3oH (I €KBUBAJICHT) MOXKE J1a HaMaJli
YEeCTOTATA M TEXKECTTA HA KOYKHHUTE peakimu (BK. Touka 4.2).

Hsma npoydenn gocTaThueH Opoii MAIMEeHTH ¢ KpeaTUHHHOB KiHpbHC o 45 ml/min. 3arosa,
yrorpebara Ha eMeTpeKce 1 PY NAIMEHTH ¢ KPeaTHHUHOB KJIMpBHC mod 45 ml/min we ce
npernopb4Ba (BXK. Touka 4.2).

[Tammenrure ¢ nexa 10 ymepeHa 0b0pedHa HeIOCTaTHYHOCT (KPEaTHHUHOB KIMPBHHC OT 45 110

79 ml/min) TpsiOBa na U3GATBAT NpHEM HA HECTEPOUTHU MPOTUBOBB3NAIUTEIIHA JIEKAPCTBEHH
npoayktu (HCITBJIIT), kaTo nOynpodeH u aneTwicanmpioBa kucemuna (> 1,3 g mHeBHO) 2 THH
npey, B ACHS, U 2 THH CJIe/ IPWIOKCHHE HA MeMeTpekcen (Bk. Touka 4.5).

ITpu naimenTure ¢ 1eka 10 ymepeHa 0b0pedyHa HeJJOCTaThYHOCT, KOUTO Ca MOJXOSIIH 3a JISUSHHUE C
nemMeTpeKce1, TpsioBa /1a ce MPeKbCHE MPUEM BT Ha HECTEPOMIHH MPOTUBOBB3NAIUTEIHN JIEKaPCTBEHU
npoxyktu (HCIIBJIII) ¢ npoabmKuTeNeH eMMMUHAIMOHESH TOTYKMBOT 34 TOHE S5 JHU Mpeay, B ISHST
Ha, ¥ TIOHe 2 JIHU CJIe]l MPWIOXKEHHE Ha memeTpekcen (Bk. Touka 4.5).

Cepuo3nn 0BOPEeYHN CHOUTHS, BKIFOUHTEITHO OCTpa ObOpedHa HEJOCTAaThUHOCT, Ca HaOJIFOJaBaHH IIPU
CaMOCTOSITEITHOTO NMPWIOXKEHHE HA MIEMETPEKCEe T WM B KOMOMHAIS C APYTH XUMHOTEPATIeBTUIHH
cpenactaa. [ToBede OT marpeHTUTE, PU KOUTO € HAOJIF0JaBaHO TOBA, ca OWIN C MOJIJIEKAIIN PUCKOBU
(hakTopu 3a pa3BUTHE Ha OLOPEUHH CHOUTHS, BKIIFOYUTEITHO ICXUApATAIMS WK Npe/IiecTBaIa
xuniepronmst wmm n1uabet. Hedporenen 6e3Bkycen nradet n 6p0peyHa TyOyIHa HEKpo3a ca ChOOIICHA
CBINO B TIOCTMAPKETHHTOBUS TIEPHO TIPH CaMOCTOSITENTHATA yHoTpeOa Ha eMeTPEKC el WIH B
KOMOMHAIWSI C APYTY XUMHOTEpareBTUIHI cpecTBa. [loBeYeTo OT Te3u ChOUTHS OTIIYMSIBAT CJIe]T
crmpaHe Ha remeTrpekcen. [lammenrure TpsOBa peoBHO ja O'bIaT MPOCIIEIIBaHU 32 OCTpPa TyOyJIHa
HEKpo3a, HaMmasieHa Ob0pedna QYHKIMS W NPU3HAI U CUMIITOMH Ha HeporeHeH Oe3BKyceH quadeT
(Hamp. XurepHaTpUeMus).

EdekThT Ha TEYHOCT B TPETO MPOCTPAHCTBO (M3JIMBH), KATO ITICBPAJICH M3JIMB WIN acI|T, BBPXY
MeMETPEKCe ] He € HAIBJIHO onpejaeneH. [IpoyuBane (asa 2 Ha memeTpexce ] npy 31 manpeHTH ¢he
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COJIIJIHA TYMOPH U YCTOWYMBA TEYHOCT B TPETO MPOCTPAHCTBO (M3JIMB) HE TIOKA3BaT Pa3jvKa B
HOpMaJIM3MpaHUTe IUIa3MEHN KOHIIEHTPAlK Ha J103aTa Ha IEMEeTpeKce ]l WIM B KIIMpbHCa, B
CpaBHEHHUE C MALMEHTUTE, KOUTO He ChOMpAT TEYHOCTHU B TPETO NPOCTPaHCTBO. Clie10BaTEHO
JPEHUPAHETO HA ChOpaHaTa TEYHOCT OT TPETO MPOCTPAHCTBO HPEIH JISUEHHETO C TIEMETPEKce T TpsOBa
7la ce B3eMe M0J] BHIMaHHe, HO MOJXKE /1a He € He0OXOIUMO.

[Topaau cToMamHO-YpeBHA TOKCHYHOCT HAa IEMETPEKCE T, IPWIAraH B KOMOMHAIMS C IMCIVIATHH, €
Ha0JIro1aBaHa TEXKKa IeXuapaTalys. 3aToBa, NAleHTUTE TPAOBa Jja MoTy4yaBaT a/leKBaTHA
aHTHEMETHYHA Teparnys ¥ HOAXOASIIA XUIApaTalysl MPeIn WM CJIe]] MPOBEKIaHe Ha JICUCHHUETO.

Cepro3Hu ChPICYHOCHIO0BU CHOUTHS, BKIFOUHUTEITHO MHPAPKT HA MUOKapAa B MO3bYHOCHIOBH
CHOMTHS ca JOKJIaABaHN HEYECTO 110 BpeMe Ha KIMHIYHATE H3IIMTBAHKS C IEMETPEKCE, 0COOCHO
KOraTo € IpiiaraH B KOMOMHALWMS C APYI'H IMTOTOKCHYHH TPOIYKTH. [Ipu MoBe4eTo OT NalueHTUTe,
pH KOUTO Ca HAOJIFOJaBaHU Te3HM ChOUTHS € MMAJIO HAJIMIE TPE/IIIECTBAIIM ChPICYHOCHI0BH
puckoBH (hakTopH (BK. Touka 4.8).

ChCTOSIHUETO Ha UIMYHOCYTIPECHS € YeCTO MPU MAIMEHTUTE ChC 3JI0KaueCTBeHH 3a00sBanus. [lopaan
TOBA, CHITLTCTBAIOTO MPIWIOKCHNAE HA JKMBU aTCHIOMPAHU BAKCHHU HE C€ MperopbuBa ( BXkK. TOUkH 4.3
u 4.5).

[TemeTrpexcen Mmoxe 1a mmMa yBpexnamni reaure edexr. [1onoBo 3penmure Mbke TpsaOBa 1a Ob1aT
CHBETBAHH J]a HE IUIAHUpAT Ja CTaBaT Oaly [0 BpeMe Ha JICYCHUETO U 3 MECeIa CIIe]I JICUSHUETO.
[TpenopbuBa ce ynorpeda Ha KOHTpAalleNITHBY WX Bb3bpkaHue. [1opaay Bb3MOKHOCTTA JICUCHUETO C
neMeTpeKce 1 ia peIN3BUKa HeoOPaTUM CTEPINTUTET, MBXeTe TpsOBa 1a ObJaT NOChBETBAHU MPEIU
Jla 3aT0YHAT JICUCHUETO J1a 3ama3sT crepMa B OaHKa 3a criepMma.

JXenure ¢ geTepoaeH NOTEHIMAN TPAOBa J1a M3MOM3BAT e(DEKTHBHA KOHTPALCTIHMS TI0 BpeMe Ha
JICYCHHETO M B MPOAB/DKEHHE Ha 6 Mecelia CJie/l MPUKITI0YBAHE Ha JICYSHHETO C TieMeTpeKce T ( BiK.
Touka 4.6).

JloknaiBaHM ca cllydad Ha paJiialliOHeH TTHEBMOHUT TPY TAIEHTH, JICKYBaHU C HOHM3HPAIIO
JThUEHHE NPEeAH, TI0 BpeMe Ha WIM Clie] Tepamys ¢ nemeTrpekcea. Ha tesu nampentu TpsoBa na ce
00pbIla CTieIMallHO BHUIMAHHUE | J1a Ce MPOsIBSBA MPE/INA3INBOCT TpH yroTpeba Ha ApyrH
PaIMOCEH3UTHBHU CPEJICTBA.

JloknaiBaHM ca cilydau Ha OOpHB KaTo cjiejl 00JbYBaHe MPH MAIMEHTH, KOUTO TPEIH CEIMHULM WIH
TOJIMHA Cca 0¥ TIOMJIOKEH! Ha PaIHOTEPaTIHs.

Tlomoniuu BemecTBa

Hememperced Accord 100 MY npax 3a KOHUEHMPAam 3a UHGDYZUOHEH DA3ZMEOD
To3u nekapcTBEH NPOYKT ChAbprka Mo-mMaiko or 1 mmol vatpuii (23 mg) HaTpuit Ha (rakoH, T.e.
MOXeE J]a C€ Ka)ke, Ue MPAKTUIECKH He ChIbPrKa HATPHUI.

Ilemempexced Accord 500 MQ npax 3a KoHueHmpam 3a UH@Y3UOHEH Pa3meop

To3u nexapcTBEH NPOAYKT ChABPrKa MPUOIMZUTEIHO 54 MQ HATpuil HA (UIAKOH, KOUTO ca
€KBMBaJICHTHU Ha 2,7% ot npenopbyanus oT C30 MakcuMaseH AHEBEH IIpUEM OT 2 g HATpHil 3a
BB3PACTEH.

Hemempexced Accord 1000 MQ npax 3a KOHUEHMpam 3a UHDVIUOHEH DA3MEOD

To3u nexapcTBEH NPOAYKT ChABprKa MpuomBureaHo 108 Mg HaTpuit Ha (akoH, KOUTO ca
eKBUBaJICHTHH Ha 5,4% oT npernopbyanmd or C30 MakcuMalieH THEBEH MPHEM OT 2 g HATPH 32
BBH3pacTeH.
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4.5 B3aumopeiicTBue ¢ APYru JieKAPpCTBEHU MPOAYKTH U APyru ¢popmMu HA B3auMo/ielicTBre

[TemeTpekce ce eNMMMIHUPA TPEIMMHO HETIPOMEHEH Tpe3 ObOpermre B pe3yJiTaT Ha TyOyiHa
CeKpelws U B T0-MaJIKa CTEIeH upe3 raoMepynHa ¢uirpaims. CpBMecTHaTa ynorpeda ¢
HEe(DPOTOKCUIHN TPOYKTH (HATP aMUHOTIIMKO3UIH, OPUMKOBU JUYPETHUIM, CHEIVHEHUS Ha
IUIATHHATA, IMKJIOCTIOPUH) MOXeE J1a J0BeJIe 10 3a0aBeH KIMPHHC Ha neMeTpekce. Ta3n koMOuHaIys
Tpsi0Ba /1a ce mpuiara ¢ BHUMaHue. AKO € He0OX0UMO, KPEaTHHUHOBHAT KIMPHHC TPsiOBa 1a Ob1e
PEIOBHO MPOCTIESBAH.

CopBMecTHaTa ynotpeba Ha nemetpexce] ¢ uaxuouropu Ha OAT3 (opraHndeH aHMOHEH TpPaHCTIOPTEP
3) (HanpuMep npoOeHeIwI, TICHUIINH, MHXHOMTOPH Ha TMPOTOHHATA TIOMIIA), BOIHM 10 3a0aBeH
KIMPBHC HA MeMeTpeKce]]. EMHOBpeMEeHHOTO NMpuiiaraHe Ha TE3M JISKapCTBEHU POIYKTH C
neMeTpeKce1 TpsOoBa ga O'bJie BHUIMATEITHO.

ITpu naimenTu ¢ HopMmasHa 0bOpeuHa GyHKIms (KkpeaTuHrHOB KiMpbHC > 80 ml/min), Bucoku n03u
HECTEPOHITHNA NPOTUBOBB3MANHTENHN JiekapcTBeHn nponykru (HCIIBJIII, Hanp. ubynpodpen

> 1600 mg / 1HEBHO) M alCTHICAMIIAIOBA KUCEMHA BHB BUCOKH J103H (> 1,3 ¢ Ha JieH) Morat aa
HaMaJIAT SJIMMUHAIMATA Ha TIEMETPEKCEeT M CJICI0BATENHO [1a CE YBEJIMYH YeCTOTaTa Ha He)KEJIaHUTE
peaximy. 3aToBa € HEOOXOAMMO JIa C€ BHUMaBa, Korato ce npwiarat sucoku go3u HCTIBJIIT win
aleTWICAJMIWIOBA KUCEJIMHA BB BUCOKHU JI03H 3a€HO C IEMETPEKCE ] Ha MAIMEHTH C HOpMaJlHa
0b0peuHa QyHKIms (KpeaTHHUHOB KiMpbHC > 80 ml/min).

[Ipu mammenTu ¢ jgexa A0 ymepeHa 0bp0peyHa HeAOCTATHUHOCT (KPEaTHUHUHOB KIMPBHC 45

10 79 ml/min), enHoBpeMeHHOTO Mpwioxkenue Ha nemetpekcen ¢ HCIIBJIII (wamp., ubynpodeH) wiu
aleTWICAJMIIOBA KUCEJIMHA BHB BUCOKHU JIO3M TPsIOBa Ja O'bJie M30IrBaHO 3a JIBA JIHH TIPS/IH, B ICHS
¥ JIBa JICHA CJIe/I IPIWIOKEHAETO Ha meMeTpekce 1 (BK. Touka 4.4.).

IIpw nurica Ha maHHA OTHOCHO moTeHImamHn B3amMopevicTBust ¢ HCIIBJIIIL, kouro mmat
TIPOABJDKHUTEIICH TIONY>KUBOT, KaTO MUPOKCHKAM M pO(PEeKOKCHO, €THOBPEMEHHOTO MPWIOKCHHE Ha
neMeTpeKce 1 TPy MAlMeHTH C JieKa 10 yMepeHa 0b0pedyHa HeIOCTAThUHOCT TPsOBa J1a ce MPEKbCHE 3a
TIOHE 5 JTHM TIpeJiM, B JICHS HA U TIOHE 2 JTHU CJIe]] PHIATaHeTO Ha TIeMeTpeKce ] (BK. Touka 4.4). AKo
ce Hayara eHoBpeMeHHo npmioxkenrne Ha HCIIBJII, mampienture TpsOBa na ce HaOo1aBat
BHUMATEJTHO 32 TOKCUIHOCT, 0COOSHO 3a MUEJIOCYTIPECHS U TaCTPOUHTECTHHAIHA TOKCUIHOCT.

ITemeTrpekcen MpeThpIsiBa OrpaHMUECH YepHOIPOOEH MeTabom3bM. Pesynrarure ot in vitro
MPOYYBAHUS C YOBEILKH Y€PHOIPOOHN MUKPO3OMHU TOKa3BaT, Ye MeMETPEeKCce 1 He Ce Mperosara aa
JI0BeIe 10 KIIMHAYHO 3HAYMMO MHXHOHMpaHe Ha METa0OIMTHUS KJIMPHHC Ha JIEKapCTBEHU MPOTYKTH,
MeTtabommupann or CYP3A, CYP2D6, CYP2C9u CYP1A2.

BsauMmopeiicTBrs 001IM 38 BCHYKH IMTOTOKCHYHN CPEACTBA:

[MTopaau yBenmmueH puck Ot TpoM003a MPH NALMEHTH ChC 3JI0KaYECTBEHO 3a00IsIBaHe, yoTpedaTa Ha
AHTHKOATYJIAHTH ¢ YecTa. BUCcOKaTa MHTpauHIMBHIyalHa BapHAOMIHOCT HA KOATyJIAIMOHHKS CTaTyC
0 BpeMe Ha 3a00JIIBAHETO M Bh3MO)KHOCTTA 32 B3aUMOJICHC TBUE MEKTY aHTUKOATYJIaHTH U
AHTHHEOIUIACTUYHA XMMHUOTEPANMsl M3KCKBA yBEJIMYaBaHE HA YECTOTAaTa Ha HAOIOCHHE Ha
MEXTyHapOIHOTO HopMamm3upaHo chotHomienue (International Normalised Ratio, INR), ako e B3eTo
pelICHUe MALMEHTHT J1a CE JIEKYBa C OPAJHI aHTHUKOATYJIaHTH.

[TpoTHBOMOKa3aHO € eHOBPEMEHHOTO TPIIOKEHHE HA: BAKCHHA 32 JKBJITA TPECKA: PUCK OT (haTaHa
reHepaJl3upaHa OoJeCT BCIIEICTBUE Ha IPWIOKEHUETO M (BXK. Touka 4.3.).

He ce npenoppuBa e 1HOBpeMEHHOTO NpwiokeHre c: KuBM aTeHIOMpaHu BaKCUHU (C M3KIIFOUEHHE Ha
Ta3M 3a KbJITa TPECKA, 32 KOSITO €JHOBPEMEHHOTO NPIWIOKEHUE € MPOTUBONOKA3aHO): PHCK OT
CHCTEMHO, BEpOSITHO (haTaJHO, 3a00isiBaHe. PUCKBT € MOBHILIEH NPU XOpa, KOUTO Bede ca
MMYHOCYTIpECHpaH! B XOZa Ha TSAXHOTO 3a0omsiBane. [IpenopruBa ce ynorpebara Ha MHAKTUBUPAHU
BAaKCHHH, KBJETO € BH3MOXKHO (TIonoMuennT) (Bx. Touka 4.4).
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4.6 @epruaurter,dpeMeHHOCT U KbPMEHe

Kenu ¢ nereponen noreHima;/Koarpanemms py MbKe U )KEHH

[MemeTpekcen Moxe J1a Ma yBpeKaaly reHure epektu. XKeHure ¢ eTepo/ieH MoTeHmaI TpsaoBa 1a
MNO03BaT e(DCKTUBHA KOHTPALICTIMS, JTIOKATO CE JIEKYBAT U B TIPOJIBIDKCHUE HA 6 Mecena cie
MPUKJTFOYBAHE HA JICUCHUCTO C TIEMETPEKCE/I.

ITomoBo 3penure MBKE TpsAOBa a OBIAT CHBETBAHH J1a M3IIO3BAT ¢(PEKTUBHM KOHTPAICTITUBHA MEPKH
Y Jla He IUIaHKUpaT Jia CTaBaT Oally 10 BpeMe Ha JICUCHUETO U 3 MECelia CJIe I JICUCHUCTO.

bpemMeHnHOCT
JlvmcBat aHHKM OT yroTpedaTa Ha TieMeTpeKCe/ T MU OPEMEHHH KESHH, HO KaKTO H TIPH JIPYTUTE

aHTUMeTa0OJIUTH, MOTaT J1a C€ OYaKBAT CEPUO3HH POJIOBH 1e(PEKTH IPH TPIWIOKEHHAE TI0 BpeMe Ha
OopemenHocT. [IpoyuBaHus PH JKUBOTHU Ca TIOKA3aJIH PEMPOIYKTHBHA TOKCHYHOCT ( BiK. TO4YKa 5.3.)
[TemeTpekcen He TpsIOBa J1a ce mpwiara Mo BpeMe Ha OpeMEeHHOCT, OCBEH IPU KpaliHa HEOOXOJIUMOCT
cJle]l BHIMATEJTHA MPEeTicHKa Ha Hy)KJlaTa 3a MalKaTa 1 pucka 3a mioja ( Bx. Touka 4.4.).

Knpmene
He e mBecTHO 1anmm meMeTpeKce]] ce eKCKPeTHpa B KbpMaTa 1 HeXKEJIAHUTE PEAKIUH BhPXY

KbpMauyeTo He MOrat Ja O'bJ1aT M3KIIF0OYEHH. 3aTOBa Ce MPENopbuBa KbPMEHETO /1a O'b/1€ CTIPSIHO 110
BpEMe Ha JICUCHHETO C ieMeTpekce ( BK. Touka 4.3.).

DepTWIATET
[Topaau BB3MOXKHOCTTA JICUCHHUETO C TIEMETPEKCE/T J1a TIPEIN3BUKA HEOOPATHUM CTEPHITUTET, MBKETE CC

CHBETBAT J]a C€ KOHCYJITHpAT KaK J1a 3ama3sT crepMa B OaHKa, Ipe/iu J1a 3a10YHaT JICYESHHUETO.
4.7 EdekTHu BbpXy c0co0HOCTTA 32 II0¢HupaHe U padoTa ¢ MAIIMHU

[Memerpexcen Accord He OBNMSIBA B 3HAYUTEIHA CTEIIEH CIIOCOOHOCTTA 32 modupane u padora ¢
MalvHU. Bbrpexu ToBa e cho0IaBaHo, 4e IeMeTPeKCce T MOXKe J1a PUIMHE yMOpa. 3aToBa
nalpieHTuTe TPsOBa 1a ObIaT MpeIyNpe/IeHN Ja He IOopUpaT Wik padoTAT C MAIIMHH, aKO CE NOSBU
Ta31 peaKIysl.

48  He:KelaHHu JeKapCcTBEeHH PeaK U

Pesrome Ha npodria Ha 0€300aCHOCT

Haii-uecTo cho0IaBaHUTE HEXKEJIAHH PEaKIY, CBBP3aHH C TIEMETPEKCE T, U3MOI3BAaH KaTo
MOHOTEpanus Wik B KOMOUHAIWS, Ca KOCTHO-MO3bYHA CYNPECHsi, KOSITO CE TPOSsIBSIBA KaTO AaHEMUS,
HEYTPOTICHHS, JIEBKOIICHUS, TPOMOOIMTOIICHHST; W CTOMAIITHO-YPEBHA TOKCUIHOCT, KOATO CE TPOSIBSIBA
KaTO aHOPEKCHs, TaJICHe, IOBPBIIAHE, THAPHs, KOHCTHIAIWS, (DapyHIUT, MYKO3UT U cTOMAaTHT. pyru
HEe)KEeJIaHM PEaKIH BIIIOYBAT OBOpPEeYHA TOKCHYHOCT, IOBUIIICH! aMUHOTpaHC(epasy, alonenys,
yMopa, JexuapaTalys, O0OpuB, HHEKIMs/ceTncuc 1 HeBporatus. Psiako HaOmoaBanu chOuTHs ca
cuHpoM Ha Stevens-Johnson u TOKcHYHA eTiepMaliHa HeKpoITH3a.

Pe3rome Ha He)KeJTaHUTE JICKAPCTBEHU PEaKIMy, TIPESJICTABEHO B TA0JMIA

Tabnuia 4 m30posiBa HEKEJIAHUTE JICKAPCTBEHH PEAKIMK OT OCHOBHHTE NMPOYYBaHMS 3a pa3peliaBaHe
3a ynorpeba (JMCH, JMEI, JIMEI, IMEN u PARAMOUNT) # ocTMapKe THHTOBHSI TIEPHOI,
HE3aBUCHMO OT MPUYMHHO-CJIEICTBEHATA BPBh3Ka C IEMETPEKCE/T, M3TION3BAH WIH KaTO MOHOTEpaIHs,
WIM B KOMOMHAIMS C LMCIUIATHH.

HJIP ca m306poenn no cucteMo-opranet kinac no MedDRA. 3a knacudpummpane mo gectora e
MBIIOJI3BaHa CJIeIHATA KOHBEHIM: MHOro dectu (> 1/10); uectu (> 1/100 mo < 1/10); Heuectu
(>1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro peaku < 1/10 000) u ¢ Hem3BeCTHA
4yecToTa (OT HAJMYHUTE IaHHA He MOXKe J1a O'bJ1e HANpaBeHA OLICHKA).

Tabauna 4. YecToTa Ha HeKeJJAHUTE JIEKAPCTBEHU PEAKIIUN OT BCHYKH CTelNleHH, He3aBH CHMO OT
NPUYMHHO-CJIeICTBEHATA BPh3Ka, 0T 0CHOBHUTE MPOYYBAaHMS 32 pa3pe IaBaHe 32 ynoTpeda:

JMEI (memetpexcen cnpsimo aoneraxcest), JMDB (memeTpexcea U I{ACIJIATHH CIPSIMO
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GEMZAR u uncniarun), JMCH (memeTpekce nIoc HUCILIATHH cipsiMo iuciiarud), JMEN
1 PARAMOUNT (nmemMeTpexcex JIXOC Hai-100pH MOAIbPKAIIM I'PHKA CIIPAMO MJ1a1e00 MII0c

HAaii-100pH MOITbP/KALM I'PHKU) U OCTMAPKETHHI OBU S MIEPUOL.

Cucremo- MmHoro yectn | YecTn Heuecrn Penxn MHoro C
OpraHeH KJiac peaKu Hen3BecT
(MedDRA) Ha
4ecToTa
Wndpexipm | Unpexums® Cemeuc® Hepmo-
nHpecTaII dapuHTHT XHIOIEPMHUT
Hapymenus Heyrponenus ®DebprHa ITaHpToneHus ABTOMMYH
Ha KpbBTa U JIeBKOME HEIS HEYTPOIEHUS Ha
M pHaTa [Morwken Hawmanen 6poii XEMOJIUTHY
cucTeMa XEMOTJIOOVH TpoMOoImTH HA aHEM S
Hapymenus CBpPBXUYBCTBH Amnadunak
Ha MMYyHHAaTa TEIHOCT THYEH IIOK
CUCTEMa
Hapymenus HexunpaTtamms
Ha
MeTabonmmma
u
XpaHEHETO
Hapymenus Hapymenne Mo3B4HOCHI0B
Ha HEpBHATA Ha BKyca MHIWICHT
CHCTEMA [Tepudepna UcxeMmaen
MOTOpHa VHCYJIT
HEeBpPOMaTHUs Wurpakpanua
[Mepudepna JIeH KPhBOM3JIVB
CEH30pHa
HEBPONATHS
3amastHoCT
Hapymenus KontoHkTHBHUT
Ha OYUTe Cyxo oko
YBenanaena
JIAKPUM a1kt
Cyx
KEPaTOKOHIOHK
THBHT
OTtok Ha
KJIeTavanTe
3abornsBaHe Ha
Oo4yHaTa
MOBBPXHOCT
Covpneunn Copreuna Crenokapaus
HapyLICHAST® HEJlOCTaThy Wndapkr Ha
HOCT MHOKap/a
Apurmus Ucxemiana
OonecT Ha
CBHpPLETO
CymnpaBeHTpHKY
JIapHa apUTMUs
CpnoBu [Tepudepna
HapyILICHUA ACXEeMUA®
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Pecmpartop benonpobHa
HH, TPBJIHA H eMOonuist
MEIHACTUHAI HNurepcrmma-
HU JIeH
HAPYIICHHS MHCBMOHUT "
CromanrHo- CroMatur Hucnencust KpbBomzmuB ot
IpeBHU AHopekcus KoncTumampst | pexTyma
HapyIICHUS IMoBpbmane Bonka B CromanHo-upeB
Huapus Kopema €H KPbBOM3JIUB
lanene YUpesHa
niepdoparys
E3odarur
Komur”
XenaTooOu IToBuiena Xenatur
JIApHA aJJaHNHAMHMHOT
HapyILICHUS pacdepasa
IToBumena
acrmapraTaMuH
orpacdepasa
Hapymenus OO6puB Xuneprurm eH Epurem CuHapoM Ha
Ha KOXaTa u HeckBamaims | Talwyst Stevens-
MO/IKOXKHATA Copbesx Johnson®
THKaH Mynrudop Tokcwmana
MEH €pUTCM enugepMal
Anoniets HA
Vprukapus HeKpom3a®
ITemdurownn
bynozen
JepPMaTHT
[Mpunobura
Oymo3Ha
enuIIepM OJn
3a
Epuremaroze
H OTOK®
TIceBaouemny
JIAT
Hepmatur
Exzema
IIpypuro
Hapymenns Hamanen br6peuna Hedpore
Ha OBOpermTe | KpeaTHHHHOB HEJIOCTaThY HEH
Y TIMKOYHUTE | KIMPBHHC HOCT WHCHIU
TbTHILA IToBuien Hamanena JleH
KpPEeaTHHUH B CKOpOCT Ha nuabet
KpbBTa" rIoMepyiHa Penanna
prrrparms TyOysHa
HEKpo3a
O6mm VYmopa Tpecka
HApYLIECHU U bonka
e(ekTH Ha OTOK
MACTOTO Ha Bonka B
NPAIIOKCHNC TPBIHUS KOIIT
Bro3manenue

Ha JINTABULIUTE
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W3zcnenBanus VBemuena

ramMariiyTaMHui

TpaHcepasa
HapanrsiBanms, Panmamponen Cuanpom
OTpaBsSHUA U e3zoarur Ha
YCIJIOKHEHII, Paguaipionen paauaIypion
BBb3HUKHAIM B ITHE BM OHUT Ha MmaMeT
pe3yaTaT Ha
HHTCPBEHLMH

® ¢bC U 0€3 HeYTPOTICHHS

® B HAKOM CITy4aw C JIeTaJleH U3XOJT

® [IOHSIKOTa BOJH JIO HEKPO3a Ha KPaMHHIITE

' ¢ IMXaTeIHa HEJOCTATHYHOCT

A HaOJIF0aBaHO CaMO B KOMOMHALMS C IUCIVIATHH
°TJIABHO HA JOJHUTE KpanHHULA

Cp00111aBaHe Ha [IOI03UPAHN HEXKEJaHU PEeaKIHU

Cp00I1aBaHETO Ha TIOIO3UPAHA HEXKEJIaHU PeaKl|y CJie]T pa3pelliaBaHe 3a yrnorpeda Ha JICKapCTBEHHUS
NPOAYKT € BaxkHO. ToBa MO3BOMIABA J1a MPOABIDKK HAOIOICHUETO HA ChOTHOIICHAETO MON3a/PUCK 3a
JekapcTBeHKS NPoAYKT. OT MEIMIMHCKUTE CTICIMAIMCTH CE M3UCKBA J1a ChOOIIABAT BCSIKA
T0/I03MpaHa HeXKeJlaHa PeaKiysl Ype3 HAIMOHAJIHA CHCTeMa 3a ChoOIaBaHe, MOCOYCHA B

[Ipunoxenre V .

4.9 Ilpeno3upane

ChOOIIICHITE CUMITTOMH HA TIPEI03UpaHe BKIIFOYBAT HEYTPOIICHUS, aHEMUsI, TPOMOOIMTONCHHS,
MYKO3HT, CCH30pHA TIOJIMHEBpONaTHs ¥ o0puB. O4aKBaHUTE YCIOKHEHHUS OT MPeT03UpaHe BKIIFOUBAT
cymnpecust Ha KOCTHHSI MO3bK, KOSITO CE MPOSIBSIBA C HEYTPOIICHUS, TPOMOOLMTONCHHS 1 aHeMusi. B
JIOITBJIHCHUE MOTaT jJa ObAaT HaOJIogaBany MHPEKIMK ¢ Wik 0e3 Tpecka, quapusi Wwii Myko3uT. B
CiTydaii Ha TIOZIO3UPAHO TIpeIO3MpaHe TAIMEHTUTE TPsOBa ga O'bIaT MPOCJICASBAHI [0 OTHOIICHHE HA
KpbBHATa KapTHHA U aKO € HEOOXOMMO JIa MOJTy4yaT Mo IbpiKaIlo ieueHue. [1pu ieuenre Ha
npeI03UpaHe ¢ MeMeTpeKce 1 TPsOBa a ce uMa Npe By yriorpedaTa Ha KameB GoimHaT/ponmmHoBa
KHUCEJIMHA.

5.  ®APMAKOJOI'MYHA CBOMCTBA
5.1 @apmakoguHAMUYHU CBOWCTBA

dapmakoTeparneBTUYHA TPyNa: aHTUHEOIUIACTHYHN CPEJICTBA, aHAI031 Ha (onmeBaTa kucesmHa ATC
xox: LO1BAO4

IlemeTrpexcen e MyaTUTapreTeH NPOTUBOTYMOPEH aHTU(OIATEH areHT, KOHTO MposiBsiBa AEHCTBHETO
CH Upe3 pa3pyllaBaHe Ha KIIOYOBHUTE (POATHO-3aBUCUMHU METa0OIUTHH MPOLIECH, OCHOBHU 3a
KJIeThYHATA PETUTHKALIVS.

[TpoyuBanus N Vitro ca rokasany, 4e neMeTpeKce/] Ce MpOosBsiBa KATO MYJITHTAPreTeH aHTUOIaT,
upe3 nHxHOMpane Ha TuMmummwiat cuaTasa (TC), muxuapodonat penykrasza (DHFR), u rmammmHamug
pubonykneorun hopmmrrpanchepasa (GARFT), kouto ca KiouoBH (oIaT-3aBUCHMH CH3UMH 3a de
NOVO OHOCHHTE3a HA TUMMIIMHOBHUTE U IyPUHOBU HyKJIeOTHIU. [lemeTpekce/] ce TpaHCTIoOpTHpa 10
KJIETKHUTE KaKTO Ype3 peylmpan (oJaTeH MPSHOCHTEI, TaKa M Ype3 TPAHCTIOPTHUTE CHCTEMH Ha
MeMOpaHHms (oNaT-CBBP3BAII MPOTEHH. BeTHbK monagHan B KJIeTKaTa, ieMeTpeKce1 Obp30 U
e()eKTHBHO C€ KOHBEPTHUpA J0 TIONUIIIyTaMaTH! (POpMHU OT eH3UMa (oI TIONUIITyTaMaT CHHTEeTa3a.
[MommrmyramaTtaure GopMuU ce 3aIbpKaT B KICTKUTE U Ca JIOPH TIO-MOILCH WHXHOUTOP HA THMHIHIAT
currasza (TC) u rumpHaMun pubonykieotun dopmunrpanchepasza (GARFT). TlomurnyramarpsaTa e
BpeMe- U KOHIICHTPAIMsI-3aBUCUM TIPOIIEC, KOWTO C€ OCHIIECTBSIBA B TYMOPHATA KJICTKA U B MO-MaJIKa
CTETeH B HOpMaJTHUTE ThKaHu. [lofmriiyraMmaTHATE METaOOIMTH UIMAT TOBHILICHO BHTPEKICTHYHO
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BPEMEC Ha MOJIYXHMBOT, BOACHIO A0 YABJDKCHO I[CﬁCTBPIe Ha JICKAapCTBCHWA MPOAYKT B 3JIOKAYCCTBCHUTC
KIICTKH.

EBporeiickaTa areHumsi 1o JiekapcTBaTa 0OCBOOOXKIaBa OT 33 DKEHUETO 3a TPeJOCTABSIHE Ha
pe3ynTaTure OT MPOYy4YBaHKs C EMETPEKCE] BbB BCHUKH MOATPYNH Ha MeAUaTpUYHATA MOMyIalysa 3a

paspelieHUTe nokasanus (Bxk. Touka 4.2).

Kimvangaa eduxacHOCT

Mezomenuom

EMPHACIS, MynTHIICHTpOBO, paHIOMM3HPAHO, €IHHAYHO-CIIANO, TpeTa (pa3a npoyuyBaHe Ha
neMeTpeKce 1 IOC IHCIUIATHH CPEIIly MCIUIATHH TPH HEeJIEKYBaHM C XUMHOTEpanusl TAIMeHTH C
MaJIMTHEH IUIEBPAJICH ME30TEIHOM € TOKa3aJjio, Y€ MAIMEeHTUTE, JIEKYBaHHA C TIEeMETPEKCET U
IWCIUIATHH MMAT KIIMHAYHO 3HAYKMMO CPeTHO 2,8 yIbiDKaBaHe HA CpeHATA MPEKUBISMOCT B
CpaBHEHHME C MAIMEHTUTE, MOIYyYaBajd LUCIUIATUH CAMOCTOSATEIHO.

ITo Bpeme Ha MPOyYBAHETO KbM JICHEHHETO HA MALMEHTUTE ca OWwiM 100aBEeHN HUCKH 103U (oreBa
KUCEJIMHA ¥ BUTaMuH B, 3a HaMassiBaHe Ha TOKCUIHOCTTA. [IbpBOHAYAIHMAT aHATIM3 HA MPOYYBAHETO
€ I3BBPILEH BbPXY MOMyIAIMATa OT BCUYKHU NAIMEHTH, PAHIOMU3HPAHU B PaMOTO, KOETO MOJTy4aBa
NpOy4YBaHUs JIEKAPCTBEH NPOAYKT (PaHAOMU3UPAHU U JIEKyBaHH). M3BbpIleH € NOArpynoB aHaIu3 Ha
MalPeHTUTEe, MOoJyYaBal 100aBku (olieBa KUcesMHa U BuramuH B, o Bpeme Ha 1ienust Kype Ha
JIeYEHHUE B X0J1a Ha NPOyYBaHETO (M3IL10 ¢ 100aBKH). Pe3ynraTure or Te3u aHamM3M 3a €(PUKacHOCT
ca 000011eH! B TabaMIaTa N0-10Jy:

Tabamuna 5. EpukacHocT Ha e MeTpeKce/ IJIIOC IUCIJIATHH B CPaBHEHHUeE ¢ U CIIATHH

NPU MAJIMTHE H IIJIeBPaJieH Me 30 TeJIHOM

Pannomusupanu u IManue HTH M3 SJIO €
JIEKYBAHHM IalH eHTH I00aBKH
ITapameTpu 32 e puKacHOCT IMemerpexkce | Hucniuarun | Illemerpexce | Hucniaarun
a/ a/
mucmiaatud | (N=222) | uucnaarux (N=163)
(N =226) (N =168)

Menunana Ha o01a 12,1 9,3 13,3 10,0
TPEKMUBSIEMOCT (B MECEIM) (10,0-144) | (78-10,7) | (114-149) (84 -11)9)
(95 % an)
Log Rank p-cToiiHocT ? 0,020 0,051
Menuana Ha Bpeme 3a TyMOpHA 57 39 6,1 39
nporpecwst (B MECeTy)
(95 % ) (49 —-65) (28 -44) (5,3 -70) (28 -45)
Log Rank p-croiiHocT * 0,001 0,008
Bpeme n0 HEycTiex OT jedeHHETO 45 2,7 47 2,7
(B Mecerm)
(95 % ) (39-49 (21-2)9) (4,3 -5,6) (2,2-31)
Log Rank p-croiiHocT ? 0,001 0,001
OO61 KJIMHIYEH OTTOBOP ° 41,3 % 16,7 % 455 % 19,6 %
(95 % an) (348 -481) | (120-222) | (378-534) | (138 -26,6)
Fisher’s exact p-cToiHocT <0,001 < 0,001

Cokpamenus: JIW = moBepureneH uHTepBa

2 p-cTOMHOCTTA OTHACSIIA CE O CPAaBHEHHE MEXKIYy paMeHaTa

o B paMoto ¢ memMeTpekceA/IMCITIaTHH, paHtoMmsupand | JiekyBanu (N = 225) u ¢ II0CTHH
no6asku (N =167)

JIeMOHCTPHUPAHO € CTaTUCTUIECKH 3HAUUMO NMOJJOOPEHHE HA KIIMHMYHO 3HAYMMHTE CUMIITOMH (OO0JKa
Y JIMCTIHES1), CBBP3aHH C MAJIMTHEHMSI TUIEBPAJICH ME30TEJHOM B PAMOTO C TIeMETPEKCe 1/ IIMCTIIATHH
(212 naupeHTH) B CpaBHEHHE C paMOTO LMCITIATHH CaMOCTOATENHO (218 mammeHTH) ypes u3non3BaHe

Ha CkanaTa 3a CUMIITOMH Ipn 6en011p06eH pak. CTaTUCTUYECKU 3HAUNMHU Ppa3jIMK1u B TECTOBETC 3a
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OenonpoOHa GyHKIMS ca ChIIO HAOIOIaBaH. Pa3aensiHeTo MexX 1y paMeHaTa Ha JIeUeHHe €
MOCTUrHATO Ype3 Mojo0psiBaHe Ha OesofpoOHaTa QYHKIMS B PAMOTO MEMETPEKCE ]/ UMCITIATHH U
BJIOIIaBaHe Ha OeoapoOHaTa QYHKIMS CJell BpeMe B KOHTPOJIHOTO pamo.

Wma orpanndeHy 1aHHY 3a MALMEHTH C MAJIMTHEH IUIEBPAJIEH ME30TEIMOM, JIEKyBaHH C IIEM €TPEeKCe T
camocrosTelHo. [TeMerpekce B 103a 500 mg/m? e u3y4aBaH KaTo CaMOCTOSITEIHO CPEICTBO Tpu 64
NAIMEHTH C MaJIMTHEH IUIEBPaJIiCH ME30TEIHOM, HeJIeKyBaHU ¢ XuMuoTepamusi. CTeneHra Ha 17I0CTeH
orroBop ¢ omna 14.1 %.

Heopebuoknemvuen pax na 6enus 0poo (H/[PE]), rieuenue om emopa nunus

MHOrOIIEHTPOBO, PaHAOMHU3UPAHO, OTBOPEHO (a3a 3 moydBaHe Ha MEMETPEKCe]l CIPSIMO JOLETaKCe
MpY TIAIMEHTH C JIOKaJTHO aBaHcupali win MmetactatiaeH HPB/I cien npenmecTralia XuMuoTe parnis
TIOKa3Ba Cpe/THa MPEKUBIEMOCT OT 8,3 Mecela MpH MAIMEHTUTE JIEKYBaHU C TIEMETPeKce T
(monynmarms, skesaeria qa 6bae exkyBana (1TT) n=283) u 7,9 Mecela npu nanyeHTUTe, JEKyBaHH C
norerakcea (ITT n = 288). [peamecTBaliaTa XUMHOTEPAIUS HE BKIFOUBA TIEMETPEKCE . AHAIM3 Ha
BJIMSTHUETO Ha XUCTOJIOTHSITA HA HellpeOHokneThuHns OenoapodeH kapimraoMm (H/IKBJ/IK) 3a edekra
OT JICYEHUETO BHPXY 00IIaTa NpeKMUBSIEMOCT MOJAKPEIs MEMETPEKCE CIPSIMO TOLETAKCEI IPU
nampeHtr ¢ HAKB /K, pazinien OT XUCTOIOruiTe Ha MPeJUMHO CKBaMO3HOKJIEThYEH KaPLIHOM

(n =399, 9,3 cipsimo 8,0 mecera, kopurupan kKoeument Ha puck (adjusted HR) = 0,78;

95% JIN = 0,61-1,00, p = 0,047), u e B moAKpena Ha JOIETAKCEIN 38 XUCTOJIOTHs HA TIPETUMHO
CKBaMO3HOKJIEThUCH KapimHoM (N = 172, 6,2 cnipsimo 7,4 Meceria, KOpurupaH KOe(UIMEHT Ha PUCK
(adjusted HR) = 1,56; 95% JI1 = 1,08-2,26, p = 0,018). He ca HabGr01aBaHy KJIMHUYHO 3HAYMMH
pa3imky 3a npodruia Ha GE30MACHOCT Ha TIEMETPEKCE]T B PAMKHUTE Ha XHCTOJIOTMYHUTE TIOJTPYTIH.

OrpaHr¥eHd KIMHUYHA JIaHHU OT JIPYro PaHAOMM3HPaHO KOHTPOJMpPaHO mpoyuBane oT ¢dasa Il
HaBEXKJ]a HA MUCHJITA, Y€ JJAHHUTE 32 €(DeKTUBHOCT (00IIIA MPESKUBSIEMOCT, TPEKUBSIEMOCT 0€3
Tporpecusi) 3a MeMEeTPEKCe] ca Moi00HA MEKAY NAIMEHTUTE, TIPEABAPUTEIHO TPETUPAHH C
nonerakcen (N = 41), 1 maIyeHTUTe, KOUTO HEe Ca MOJy4aBajy MPeaBaPUTEITHO JICUSHHE C JTOLCTaKCe
(n = 540).

Tao6mua 6. E¢dekTuBHOCT Ha meMeTpekcea cnpsiMo gonetakces npu HAPB/I - I TT nonmyaanus

Hemerpexcen | Jlomerakcen

IpexuBsie MocT (B MeceIn) (n=283) (n=288)

* MenuaHa (B MeCCIIH) 8,3 79

= 059% /1M 3a meauana (70 - 94) (6,3 -9,2)

= HR 0,99

= 959% /1N 3a xoepumenr Ha puck (HR) (0,82 —1,20)

= Hewundepropra P-cTOWHOCT (KOS(hHMIMEHT HA PHUCK 0,226

(HR))

IIpexuBsie MocT Ge3 mporpecusi (Mecewn) (n=283) (n=288)

* Meauana 29 29

»  Koedrmmenr va puck (HR) (95 % JIN1) 0,97 (0,82 —1,16)
Bpeme 1o Heycnex ot jie yeHneto (TTTF — me cenn) (n=283) (n =288)

* Mennana 2,3 21

* Koeduumenr na puck (HR) (95 % JI1) 0,84 (0,71 -0,997)
OtroBop (N: onpe/esieH KaTo 0TroBoOp) (n=264) (n=274)

»  Crenen Ha orroBop (%) (95 % JII1) 9,1 (59 -132) 88 (5,7 —-12,8)

=  CrabmiHo 3a00msBaHe 458 464

Coxpamenusi: JIU — nosepurenen uarepeai; HR — koedrment Ha pucka; ITT — intent to treat
(momynarps, Keyaera a ObJe IeKyBaHa); N— pa3Mep Ha 00IIa NomyJiarys
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Heopebuoxnemvuen pax na 6enus opo6 (H/[PB/]), reuenue om nvpea iunus

MynTHICHTBPHO, PAaHIOMU3HPAHO, OTBOPEHO mpoyuBaHe oT ¢asa ||l Ha memeTpekce mwmoc
LUCITIATHH CPEIlly TeMIMTA0NH IUTI0C LUCIVIATHH NPH MALMEHTH C JIOKAJHO aBaHCUpaJ WK
metactarmaeH (Cranwmii [1Ib wm V) HenpeOHOKeThueH OenoapodeH kapimaoM (HIKBJIK), Ha
KOUTO /10 MOMEHTA He € NpWaraHa XUMHOTepanys, MoKa3Ba, 4e NeMeTpeKce ] IUTI0C LUCTUIATHH
(Intent-To-Treat [ITT] nomynaims N = 862) moctura CBosATa MbPBUYHA KpaiHa TOYKA U TIOKa3Ba
nofo0Ha KIMHUYHA e(EeKTUBHOCT KakTo reMuuraduH mwioc muciatud (ITT n = 863) B obmiata
npexuBsieMocT (Kopurupan koeduiment Ha puck [adjusted HR] 0,94; 95% U = 0,84-1,05). Beuaku
MalMEeHTH, BKIIOYEHN B TOBA MPOyYBaHe ca nMain ¢yHKImoHamHo cbeToshue O wim 1 o ECOG.
[IepBrunvsT aHam3 Ha eekTUBHOCTTA ce ocHoBaBa Ha I TT nonynarmsata. CeH3UTUBHATE aHAIM3ZH
Ha TJIABHUTE KpailH! TOYKH 32 €(peKTUBHOCT CHIIO Ca OLICHIBAHU BBPXY MMPOTOKOJI-KBATU(DHIIMpa HATA
(PQ) monymarmsi. AHammuTe Ha €PEeKTUBHOCTTA, M3Mom3Bamy PQ monynaimsta, ce ChbBMECTHUMH C
anammiure 3a [TT nonynampsaTa ¥ NOIKPEISIT He Mo-Mankata epexTuBHocT Ha ALl cpenry ['LI.
ITpexuBsiemocT 6e3 nporpecust (PFS) u o61maTta yectora Ha OTTOBOpP ca NOJOOHN MEXKy JIEKYBaHUTE
rpymr: meauanata Ha PFS e 4,8 mecera 3a nemeTpekce Iimoc IUCITIATHH cpernty 5,1 Mecena 3a
reMIimrabuH wioc mciathi (kopurupan koeduiment Ha prck [adjusted HR] 1,04; 95% 11 = 0,94-
1,15), u ob6miara uectora Ha orroBop ¢ 30,6% (95% AW = 27,3-33,9) 3a meMeTpeKce 1 IIroC
mcmaTul cpenry 28,2% (95% AW = 25,0-31,4) 3a remumrabus mwioc ucmwiatuH. PFS nanaure ca
YaCTHYHO MOTBBP/ICHHU OT He3aBucuMa perersmst (400/1 725 naipeHTH ca paHIOMH3HUPaHO M30PaHu 32
mpersena).

AHAIIMB3BHT HA BIUSHACTO HA XUCTOJIOTHATA HA HEAPCOHOKICTHYUHMS OEI0IPOOCH KapIMHOM
(HAKBAK) Bbpxy o011aTa npeskuBIeMOCT MOKa3Ba KJIMHMYHO 3HAYUMU PA3JIMKK B TIPEKUBIEMOCTTA
CHOpe]] XUCTOJNOrMsITa — BIDKTE TabJIMIaTa Mo-70Iy.

Taémua 7. Ede kTHBHOCT Ha meMeTpeKce I + NUCIUIATHH CPelly FeMIMTA0 M H + U CIVIATHH PH
I'bPBa IMHUSA HeIpeOHOKIeThueH Ges1oapodeH kapuuHoM — ITT nomysauus u Xucro10r ”4Hu
NMOATrpymnH.

CpeaHa 0011a NpesKNBIEMOCT B Me Celln Kopurupan
ITT nonmynauus u (95% Zn) K::!:T::chﬂ IIpeBB3X0
XHETOTOTHHHH IMemeTpekcen + I'emuuTaduH + (Adjusted ACTBO P-
NoArpynu CTOHHOCT

IUCNJIATHH HUCIJIATHH HR)
(95% JIN)
ITT nonynarws 10,3 N=862 10,3 N=863 0,942 0,259
(N=1725) (98 -11,2) (9,6 —109) (0,84 —1,05)
A TCHOKaPIMHOM 12,6 N=436 10,9 N=411 0,84 0,033
(N=847) (10,7 - 13,6) (10,2 - (0,71-0,99)
11,9)

Enpoxmersuen 104 N=76 6,7 N=77 0,67 0,027
(N=153) (8,6 —14,1) (55 -9,0) (0,48-0,96)
Hpyru 8,6 N=106 9,2 N=146 1,08 0,586
(N=252) (6,8 —10,2) (8,1 —10,6) (0,81-1,45)
CKBaMO3HOKJIEThYCH 94 N=244 10,8 N=229 1,23 0,050
(N=473) (8,4 —10,2) (95-121) (1,00-1,51)

Corpamenust: JIN — nosepurenen uarepsar;, ITT — intent to treat (monynamms, »kenaeina aa 6bae
nekyBaHa); N — pazMep Ha o01iaTa NnomyJaIys

CTaTHCTHUYECKHU 3HAUMMO 32 HE MO-Mallka e(beKTI/]BHOCT, C ITbJICH JOBECPUTECJICH UHTCPBAJI 3a

KOS(UIIMEHT HAa PHCK J0CTa MO JOMyCTHUMATAa TPaHuIia 3a He Mo-Majika e(heKTUBHOCT - 1,7645

(p <0,001).
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I'paduxu na Kaplan Meier 3a 00111a npe kaBsieMOCT 110 XHUCTOJIOT Ul

ApeHokapuMHOM EnpokneTbyeH KapyuHOM
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He ca HaOnroaBaHy KIMHAYHO 3HAYMMU PA3JIMKH B podmia Ha 0€30MacHOCT Ha MeMETPEKCe I TUIF0C
IMCIVIATHH B PAMKUTE HAa XUCTOJOTMYHUTE MOATPYIIH.

[Tammenrure, JeKyBaHH ¢ IEMETPEKCE] U LIMCIUIATHH, C€ Hy>KAasT OT No-MaJjko Tpancdysmu (16,4%
capsimo 28,9%, p<0,001), Tparcdy3un Ha epurpormrHa Maca (16,1% cnpsmo 27,3%, p<0,001) u
Tpanc¢ysun Ha TpomboimT (1,8% copamo 4,5%, p=0,002). [Tampenture ce Hy>KAasT CHIIO OT
TI0-MaJIKO IPWIOXKeHHe Ha epurponoeTrr/mapoonoetrr (10,4% copsmo 18,1%, p<0,001), Ha
G-CSF/GM-CSF (I'-KCO/TM-KC® (I"panynomur-Kononust Ctumymupai @akrop/I"paHysioryr
Maxpodar-Konorns: Ctumymupain @axrop) (3,1% copsamo 6,1%, p=0,004) 1 npermapaTtu Ha *KesA30TO
(4,3% cnpsimo 7,0%, p=0,021).

Heopebuoxnemvuen pax na 6enus opo6 (H/[PB/]), nooovporcauo neuenue

JMEN

MHOTOLEHTPOBO, PaHIOMU3UPAHO, JTBOWHO-CIISTIO TUIANe00 KOHTPOJMpaHo TMpoydBaHe oT ¢asa [11
(JMEN) cpaBnsiBa epukacHOCTTa U 0€30MACHOCTTA Ha TIOAABPXKALIOTO JICYEHUE C TIEMETPEKCEe T TUTI0C
Hai-100pu nogabprkanmm rpwku (BSC - best supportive care) (n = 441) copsimo wiane6o mwiroc BSC
(n = 222) npu narpentu ¢ nokaiaHo aBancupai (Cranuii [1IB) wm metacrarmaen (Cramuit[V)
HenpeOHOKIeThYEeH pak Ha Oenust apod (HAKPB ), koitro He mporpecupa ciie 4 MKbiia Ha JIeUeHUE
OT ITbpBA JIMHKSI KaTO JABOMHA Tepamnus, ChIbpKallla MCTIAJITUH WK KapOOoIUTaTHH B KOMOUHALIS C
reMIMTabuH, MAKIMTaKCeN WM JoLeTakcell. JleueHe oT mbpBa JIMHKUS KaTo JBOMHA Teparms,
ChABpPIKAIA IEMETPEKCENl, He € BKIIF0YBaHO. BCHuky manyieHTH, BKIIIOYEHU B TOBA MPOyYBaHE ca
mmami pyskimonanHo cberosare 0 wm 1 mo ECOG. [ammenTure nomydaBat Mo b prKatiio Jied eHAe
70 iporpecupane Ha 3abomsiBaneTo. EdukacHocTTa M 6€30macHoCTTa ce M3MEpBAT OT MOMEHTA Ha
paHIOMUBHUpAHE CIe] 3aBbPIIBAHE HA JICUCHUETO OT bpBa JIMHMsA (MHIyKIws). [lammenture
NOTy4aBaT MOJTBPIKAIIIO JISYEHHE C MeJIMaHa 5 IMKbJIa C IeMETPeKce U 3,5 IMKbIa ¢ mwianebo.
O6m10 213 mammentu (48,3%) 3aBbpiiBat > 6 mkbiaa, a 06mo 103 narmenru (23,4%) 3aBbpiiBat

> 10 mpKbJIa HA JICYCHHE C TIEMETPEKCE]I.

[IpoyuBaHeTO € JOCTUTHATIO CBOSITA THPBUYHA KpalHa TOUYKA U MOKAa3Ba CTATUCTHYECKU 3HAUNMO
nofo0peHye Ha npeskuBsieMoctTa 6e3 nporpecus (PFS) B rpynata ¢ nemerpekcen cpsimo rpynaTa ¢
miare6o (n= 581, He3aBUCUMO MpeTJie/Iana MOMyJIalys;, MeJauaHa, CboTBETHO 4,0 Mecena u

2,0 mecera) (koepumment Ha puck = 0,60, 95% /11 = 0,49-0,73, p < 0,00001). HezaBucumusr
TpeTJie]] Ha CKEHOTPaMUTE Ha MALMEHTUTE MOTBBPKIABa HAXOJKUTE OT OLICHKATa 3a MPEXKUBSIEMOCT
6e3 nporpecust (PFS) Ha m3cnenoBatesnst. MeauanaTa Ha o01iaTa MpeskMBAEMOCT 3 1iss1aTa MOIMyJIalysl
(n=663) e 13,4 meceria 3a rpynata ¢ nemeTpekce u 10,6 Mecela 3a rpynara ¢ wiare6o, KoepuIpeHt
Ha prck =0,79 (95% AU = 0,65 10 0,95; p = 0,01192).
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B choTBeTcTBUE € ApyruTe npoyuBaHus Ha nemeTpekcea, B JMEN e naOiosaBaHa pasivka B
eukacHocTTa criopen xuctonorusita Ha HAKPB . [Tpu nampenrure ¢ HJIKPB/], ¢ pa3znuuna ot
NpeIMMHO CKBaMO3HOKIEThuYHA XucTonorus (N =430, He3aBUCUMO TIpeTJieIaHa MOMyJIaIws ),
MeauaHaTa Ha npexuBseMocT 0e3 nporpecus (PFS) e 4,4 mecera 3a rpynaTta ¢ nmeMeTpeKce]] u

1,8 mecena 3a rpymara ¢ mwiare6o, koeument Ha puck = 0,47, 95% JI1 = 0,37-0,60, p = 0,00001.
Menamnanata Ha oOma npexwuBsiemoct npu nampenture ¢ HJAKPB/], ¢ pazmiana ot npeaumMHO
CKBaMO3HOKJIeThUHA XucTommorust (N = 481), e 15,5 mecena 3a rpynata ¢ nemerpekcenA u 10,3 mecera
3a rpymnata ¢ miane6o (koepmment Ha puck = 0,70, 95% U = 0,56-0,88, p = 0,002). BxrouBaiiku
(hazaTa Ha MHIYKIWS, MearaHaTa Ha 001 npexuBsieMocT npu narmenture ¢ HJIKPB/I, ¢ pa3mmana
OT NPEITUMHO CKBaMO3HOKJIETBhYHA XUCTONOI K, € 18,6 Mecena 3a rpynaTta ¢ neMmeTpekce/]] u

13,6 mecena 3a rpymnara ¢ mwiane6o (koedument Ha puck = 0,71, 95% JI1 = 0,56-0,88, p = 0,002).

Pesynrarure 3a mpexuBsieMOCT 0€3 mporpecust ¥ 0011 MPEKUBIEMOCT MPH NAIMEHTH ChC
CKBaMO3HOKJICThYHA XUCTOJIOTWS HE TperioyaraT MpeIMMCTBO Ha TIEMETPEKCE T pe /T Iiareoo.

Hsama HabGnroiaBaHy KIMHAYHO 3HAYUMHM pa3inumsi B pogivia Ha 0e30MacHOCT Ha TIEMETPEKCE]T CpeT
XUCTOJIOTHIHHATE TIOJTPYIIA.

JMEN: I'pa¢mkn na Kaplan Meier 3a npexuBsiemoct 6e3 nporpecusi (PFS) u 0611a
npe KUBsie MOCT 3a meMeTpekce cnpsaMo miaanedo npu nanuenta ¢ HAKPB/L, c pazanyna ot

NnpeInMHO CKBAMO3HOKJICTHbYHA XUCTOJIOTUS

[TpexuBsiemocT 6€3 porpecus O01m1a peKUBIEMOCT
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m
PARAMOUNT

MHOroLeHTpoBOTO, paHAOMU3UPAHO, JABOMHO-CIINO, IWIALEe00-KOHTPOIUMpaHo (a3a 3 mpoyuBaHe
(PARAMOUNT), cpaBHsiBa erracHOCTTa U 0€30MaCHOCTTA HA MPOIBIDKEHAETO HA TIOJBPKAIIOTO
neuenrie ¢ nemetpekcen wioc BSC (n = 359), ¢ ToBa Ha mwiane6o mmoc BSC (n = 180), npu marmenTn
c nokanHo aBaHcupan (ctaawii [1IB) wm meracratnuen (ctamuii [V) HIAKPB /L, ¢ pasmmana ot
NPeMMHO CKBaMO3HOKJICTHhYHA XUCTOJOTHs, KOWTO He Tporpecupa ciej 4 IUKbia JIeUeHue OT IbpBa
JUHYS C eMeTpeKce]l B KoMOuHaiys ¢ mpcwiatud. Ot 939 manyieHTH, 1eKyBaHU ¢ e METPEKCE /] IUTOC
VHAYKIMS C LMCITIaTHH, 539 malpeHTH ca paHIOMU3MPaHU Jla MOoMydaBaT MOA bPKAIIO JISUEHHE C
neMeTpekce Wi wiane6o. OT paHIOMIBUpPAaHATE TAIMEHTH, TpH 44,9% 1Ma mbJieH/9acTH4eH
oTroBop, a 51,9% umaT oTTOBOp ChC cTaOWIM3MpaHe Ha 3a00SIBAHETO A0 MHIYKLKSI C MIEMETPEKCEe]
wioc muciatud. [py naimenTure, paHIOMIBHPaHN Ha MOJIBPIKALIO JICUEHHE, CE M3UCKBA 1a IMAaT
ECOG ¢ynxmmonanao cberosiane 0 wim 1. CpeTHOTO BpeMe OT HA4aJioTO Ha MHAYKIMOHHOTO
JIeYeHUe C MeMEeTPEeKCe 1 INTI0C IUCITIAaTHH 10 HA4aJIoTO Ha MOJAbPIKAILoTO Jieue Hue € 2,96 Mecena u
3a rpyrnaTta ¢ neMeTpeKCe, M 3a Tpymara ¢ miane6o. PannoMmnpanuTe manyeHTH noiay4aBat
HOZIBPIKAILIO JISUSHHUE /10 porpecupane Ha 3abonsBaHeTo. EdukacHocTTa M 6e30macHocTTa ca

OLCHCHW OT MOMCHTA Ha paHAoOMU3alyA CJICA 3aBbpIIBAHC HA JICUCHUCTO OT ITbpPBa JIMHUA
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(venykips). [lammeHTuTe nomy4yaBaT cpeHO 4 IMKbJIa HA TIOAIBPIKAILO JIEUSHHE C IeMETPeKce ] !
4 mukbia — ¢ wiane6o. O6mo 169 nmammenru (47,1%) 3aBbpIBaT > 6 IMKBJIA HA TOAIBPKALIOTO
JeYeHUE C MIeMEeTpeKCe I, IpeAcTaBsiku ore 10 IMbJIHM IMKbBJIa HAa IEMETPEKCEI.

IIpoyuBaHeTO qJOCTHra CBOSITa MHPBUYHA KpaliHa TOYKA M TIOKa3Ba CTATUCTHYECKY 3HAUYNMO
nofo0penre Ha npeskuBsieMocTTa 0e3 mporpecust (PFS) B rpynaTa ¢ memeTrpekce] Hal rpymnara ¢
wiane6o (n = 472, He3aBUCUMO TpeTJie/lana MoMyIalys; MeJauaHa, CbOTBETHO 3,9 Mecelia u

2,6 mecerra) (ctenen Ha pruck = 0,64, 95 % /I = 0,51-0,81, p =0,0002). He3aBucumusIT mpersie | Ha
M3CIIeIBAHIAITA CHC CKEHEP HAa TIAIMEHTHUTE TIOTBHPKTaBa HAXOAKUTE OT orieHKaTa Ha PFS Ha
M3CIIeI0OBaTENA. 32 PAaHIOMIBHUPAHATE MAIMCHTH, KaKTO € OCHEHO OT HAYAJIOTO HAa MHIYKIFIOHHOTO
JIieUeHHe OT IbPBA JIMHUS C NIeMETPeKce ] IIIocC IMcIiaThy, cpeanata PFS, onenena ot
mclieqoBartens, e 6,9 Mecena 3a rpynaTta Ha leMeTpekce1 1 5,6 Mecelia 3a rpyrnara Ha miane6o
(cremen Ha pruck = 0,59 95 % JI =0,47-0,74).

CJe1 MHIYKIMOHHO JIeYeHHUE C IEMETPEKCEe T IUTFOC IUCIVIATHH (4 IMKbBJIA), JICYCHUETO C IEMETPEKCEe/T
CTAaTUCTHUYECKHU NPEBB3XOKIA TOBA C IIIane0o0 Mo OTHOIIEHHEe Ha 00IIaTa MpekKUBIEeMOCT (MeInaHa
13,9 mecena cnpsmo 11,0 mecera, koehument Ha puck = 0,78, 95%, JIN = 0,64-0,96, p=0,0195).
KbM MoOMeHTa Ha TO3M MOCTIeICH aHAJM3 Ha NpeKUBsieMOcTTa 28,7% OT MalyeHTUTe OT Irpymnara,
TNIOJTy4aBaJiv TIeMETPEKCE]T, Ca )KUBU WIM M3ryOeHn 3a mpociesBane, cipsimo 21,7% or rpynata,
noy4daBasa mwiane6o. OTHOCUTETHUAT e(DEKT Ha JICYCHUETO C TIEMETPEKCET € TIOCJIeI0BATENICH BhTPE
B PaMKHT€ Ha OATPYNUTE (BKIFOYUTEIHO CTAUi HAa 3a00JsIBAHETO, IOBIMABAHE OT MHIYKIWATA,
¢ysxmponaHo cherostare (PS) mo ECOG, TIOTIOHOIYIIIEHE, TI0J, XUCTOJIOTHS M Bh3PacT) U MO00EH
Ha TO3H, HAOJIOIaBaH PU aHAJIM3HUTE HA HEKOpHrupaHata o0iua npexmssiemoct (OS) u Ha
npexuBsiemocTTa 6e3 nporpecust (PFS). YecTorara Ha mpeskuBsieMOCT Ha 1-Ta U 2-Ta roguHa 3a
NALMEHTUTE, JIEKYBaHU C IEMETPEKCEN, CbOTBETHO ca 58% u 32%, B cpaBHeHue ¢ 45% u 21% 3a
MALMEeHTHUT e, Nody4yaBaiy mwiane6o. OT Ha4aIoTo HA MHAYKIMOHHOTO JICYEHHE OT ITbPBA JIMHUS C
MEMETPEKCEe T IUTFIOC LMCIVIATHH, MeIMaHaTa Ha o01ara npexuBseMoct (OS) Ha manpeHTure e

16,9 mecena 3a rpynata ¢ neMeTpekcen u 14,0 Mecerna 3a rpynarta ¢ miane6o (KoepuipeHT Ha

puck =0,78, 95% JIN = 0,64-0,96). IIponeHTHT Ha MAIMEHTUTE, KOUTO TOTy4daBaT JICYCHHE CIIC
npoy4yBaHeTo, € 64,3% 3a nemerpekcen u71,7% 3a mwiane6o.

PARAMOUNT: I'pa¢puka na Kaplan Meier 3a npe:xusiemoct 6e3 nporpecusi (PFS) u 061a
npe:kusieMoct (OS) npu npoab/KaBaHe HA MOTbPKAHETO C eMeTPeKce/I, CIPSIMO MJi1aneoo
npu nanuenTu ¢ HAKPB/L, ¢ paziimyHa 0T npe AMMHO CKBAMO3HOKJIEThYHA XM CTOJIOT U
(oleHEHH OT PaH0MU3HPAHETO)

[IpexuBsemocT 6e3 mporpecust O0111a IPEKUBIEMOCT
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Bpeme Ha npexuBsiemocT 6e3 nporpecus (MeceLm)
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BeposiTHOCT 3a NpexuBesieMocT 6e3 nporpecust

Bpeme Ha obwwata npexwvssiemocT (OS) (Meceuu)
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[Tpodunmre Ha GE30MACHOCT HA MO IBPHKAIIOTO JICUCHHE C IeMEeTPeKce ] oT aBeTe npoyusanmst JMEN
nu PARAMOUNT ca nogo6nu.

5.2 ®apMakoKHHETHYHH CBOIiCTBa

@dapMaKOKMHETMYHATE CBOWCTBA HA MEMETPEKCE]] ClIe/I CAMOCTOSI TEITHO MPIIOKEHNE Ca OLIEHEHH TPU
426 TalWeHTH C PaK C Pa3iMdHA CONMIHA TYMOPH B 1031 B obxBata Mmexay 0,2 u 838 mg/m?,
npwiarand kato nHpy3wusa 3a nepuon Hax 10 munyTH. [lemeTpekcen nma o6eM Ha pa3npe/iesicHUe B
crampoHapHo cheTostare oT 9 /m?. TIpoyuBanmst in Vitro rokasear, ue meMeTPeKCe 1 € TPHUOITM3UTEITHO
81 % cBbp3aH c Wwa3MeHure npoTenHd. CBBP3BAHETO HE C€ MOBIIMAIBA 3HAUMTEINIHO OT pa3IndHUTE
cTeneHu Ha OBOpedHO yBpexane. [leMeTpekcen MpeThpIsiBa OrpaHIMMEeH YEPHOAPOOESH METaO O3 HM.
[IemeTpekcen OCHOBHO ce eMMHUHMpa ¢ ypuHaTa, kato 70 % 10 90 % ot mpwiokeHaTa 103a ce
BB3CTAHOBSIBA HETPOMCHEHA B ypUHATA 3a MbpBUTE 24 vaca ciie/ npwiokeHue. 1N Vitro npoydBanwst
TIOKa3BaT, ue neMeTpekce ] akTuBHO ce cexpetupa or OAT3 (TpaHcHopTeH OeNTHK HAa OPraHuY HA
anvonr). OOIMAT CHCTEMEH KIMphHC Ha nemetpekcea € 91,8% ml/min, a enumuHaIMOHHUST
TIONTY’)KMBOT OT IUIa3Mara ¢ 3,5 yaca Mpu NapeHTH ¢ HopMaliHa 0bOpeuHa QyHKIms (KpeTHHIHOB
kmpbHCe o1 90 m/min). MexnynHnuBIIyaaHaTa BapruaOWIHOCT B KIMphHCA € yMepeHa 10 19,3 %.
O6mrara cuctemHa ekcriozvmimst (AUC) n MakcuMasHaTa mia3MeHa KOHICHT Al Ha TIEMETPEKCe] ce
yBEJIMYABAaT MPOIOPLIMOHAIHO € J03aTa. PapMaKOKMHETHKATa Ha TIEMETPEKCe ] He Ce MPOMEHsl IPU
MHOIOKpaTHH LKA Ha JICUEHHE.

dapMaKOKMHETHYHHATE JIJAHHU HAa TIEMETPEKCE] He CE TIOBIMABAT OT €THOBPEMEHHOTO TIPIWIOKECHHAE HA
pcaThH. J[00aBsHeTo Ha (omeBa KHUCEJMHA NEpOpaHO U MHTPaMYCKYJIHO BUTaMUH B, He
NOBJIISIBAT (hapMaKOKMHETHKATa Ha IIEMETPEKCe].

5.3 IIpeakIMHUYHHU JAHHM 32 0€30MACHOCT

[TpwioxxeHreTo Ha MeMeTpeKce ] Ha OpeMEeHHH MUIIKY BOJIU 10 HaMaseHa (eTaHa
KU3HECTIOCOOHOCT, HAMaJICHO (heTaJTHO TEIJIO0, He3aBbPIICHA OCU(UKAIM HA HAKOU CKEJIETHU
CTPYKTYpH U TIeTIKa Ha HeOIeTo.

[MTpunoxenreTo Ha MEMETPEKCe T Ha MBKKU MHIIKH BOJIU 10 PENPOAYKTUBHA TOKCHIHOCT,
XapaKTepH3upalia ce ¢ MOHKeH! HUBA Ha (PEPTWIHOCT M TECTHKYyJIapHa aTpodms. B mpoyusase,
HANpaBeHO Ha Kyde OT MopoJaTa OUrbi 4pe3 HHTPaBEHO3HA OONyC MEKEKIWS B IPOIBIDKCHHE HA

9 mecea, e HaOIIOaBaHa TECTHKYJIApHATA HAXO/KA (JeTeHepalksl/HeKpo3a Ha eIUTela Ha CeMEHHHUTE
kaHa4yeTa). ToBa mpeanonara, 4e neMeTpeKce1 MOXKe J1a yBpeXxaa Mmkkarta (epTiuHocT. XKeHckaTa
PETPOYKTUBHOCT HE € M3CJIe/IBaHa.

ITemeTpeKce He € MoKa3al MyTareHHOCT HATO TIpH iN VItro TecT 3a XpoMO30MHH abepalyu B
SWYHUKOBU KJICTKH Ha KMTACKU XaMCTepH, HUTO mpu Ames tecta. [TemMeTpekce s e nmokaszan

KJIACTOTCHHOCT TPH IN VIVO MUKPOHYKJICAPHUS TECT HPU M HIIIKH.

He ca npoBexxnanu npoyuBaHus 3a OLIEHKAa Ha KaHLEPOTEHEH MNOTEHLMA Ha IIEMETPEKCEN.

6. ®APMALHEBTUYHU JAHHHU
6.1 CHnucbK HAa IOMOIIHUTE BelIeCTBA
Mamnuron (E421)

XopoBomopoaHa kucenura (E507) (3a kopekmms Ha pH)
Hatpues xunpokcun (E524) (3a kopekumst Ha pH)
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6.2 HecbBMecTHMOCTH

[Temerpexcen e pr3UIECKH HECHBMECTHM C PAa3TBOPHUTEINH, KOUTO ChABPKAT KAJIIMH, BKIIOYUTEITHO
pa3TBop Ha PuHrep-nakrat u pa3rBop Ha Punrep. Ilopaan mincaTta Ha Jpyry M3NIMTBaHUS 3a
CHBMECTUMOCT TO3H JIEKAPCTBEH MPOIYKT He TPsiOBa Jja ce cMecBa € IPYTH JIEKaPCTBEHU MPOAYKTH.

6.3 CpokHarogHocr

HeorBopeH dirakod
3 roguan

PasTBopenu (peKOHCTUTYHPAHU) U MHDY3MOHHHA Da3TBOPU

Jlokazana e XuMu4IHA U QM3UYHA CTAOWIHOCT MpU yroTpeOa Ha pa3TBOPEHMS W MHDY3UOHHUSI Pa3TBOP
110 24 yaca npu remrniepatypa 25°C. OT MUKpOOHONIOTUYIHA TJIe/{HA TOYKA, POYKTHT TPsOBa Ja ce
MBIIONI3BA BeaHara. AKo He O'b/ie M3IOI3BAaH BEHATA, IEPUOABT HA M3TION3BAHE W YCIIOBHUATA 32
ChXpaHeHHE TIPe/IH YIoTpeda ca OTTOBOPHOCT HA MOTpeOHTEIs U OOMKHOBEHO HE TpsiOBa /1a
HaIXBBPIAT 24 yaca npu Temreparypa ot 2 10 8°C, ocBeH ako pa3TBapsHETO/Pa3pexkIaHeTO €
VBBBPILICHO TNPH KOHTPOJIMPAHA W BAJMIUPAHA ACENTUYHH YCJIOBHSL.

6.4 CrnenuajaHu yCJI0BUS HA CbXPaHEeHHe

To3u neKapcTBEH NPOJYKT HE M3MCKBA CTICIMAIHN YCIIOBUS Ha ChXpaHCHHE.

3a ycloBuATa Ha ChXpaHEHHE CJie]l pa3TBapsiHe Ha JIEKAPCTBHUS MPOAYKT BIKTE Touka 6.3.

6.5 BuawucbabpKaHHe HA ONTAKOBKATA

ITemerpexcen Accord 100 Mg mpax 3a KOHIIEHTPAT 3a MHPY3HOHEH DPa3TBOD

®drakoH OT CTHKIO THI |, ChC cHBa 3amyinanka oT OpoMoOyTHIOBA I'yMa, ¢ JIIaBa OTUYIMBAIIA Ce

obkaTka, crabpxa 100 mg nemerpekce.
OmaxoBka ¢ 1 dmakos.

ITemerpexkcen Accord 500 mQ mpax 3a KOHIEHTPAT 3a MHAOY3WOHEH DPAa3TBOP

®drakoH OT CTHKIO THI |, ChC CHBa 3amyInanka oT OpoMOOYTHIOBA TyMa, ChC CHHSI OTUYTIBAIIA Ce
o0kaTka, chasprkany S00 mg memeTpekce.

OmnakoBka ¢ 1 ¢maxoH.

ITemeTrpexkcen Accord 1000 mg mpax 3a KOHIIEHTPAT 3a MHGY3UOHEH DA3TBOD

®drakoH OT CTHKIJIO THI |, ChC cHBa 3amyInanka oT OpoMoOyTIWIOBa I'yMa, ChC CHHS OTUYIBAIIA CE
o0kaTka, chasprkany 1000 mg memeTpexce.

OmnakoBka ¢ 1 ¢maxoH.

6.6 Croenuajnu npeanaHu MePKHU MPH U3XBbPJIsiHEe U padoTa

1 [Tpunaraiire acenTudHa TEXHUKA TI0 BPEMe Ha pa3TBAPSHETO (PEKOHCTUTYHUPAHETO) H T10-
HATaTBIIHOTO pa3pekIaHe Ha IEMETPEKCe T 3a MPWIOKEHNE KaTO MHTPABEHO3HA MH(Y3H.

2. W3uncnere no3ara u6pos dmakonn Ilemerpekcen Accord, kouro ca HeoOxonqumu. DrakoHbT
ChIbPIKA M3JMIIBK TIEMETPEKCE]T, 32 J1a C€ OCUTYPH JIOCTABSIHETO Ha OINPEJICJICHOTO HA €THKETa
KOJIMYECTBO.

3. PasrBapsiire dmakonure or 100 mg ¢ 4,2 ml varpues xnopun 9 mg/ml (0,9%) vmkeKMoHeH

pa3TBOp O€3 KOHCEPBaHT, IPH KOETO CE ToJTyuaBa pa3TBop ¢ KoHeHTpamwst 25 mg/ml
NIEMETPEKCEI.

40



PasrBapsiire drakonure or 500 mg ¢ 20 ml varpue xopun 9 mg/ml (0,9%) vKeKIMoOHeH
pa3TBop 0€3 KOHCEPBAHT, NP KOETO Ce MoydaBa pa3TBOp ¢ KOHIEHTparwms 25 mg/ml
[IEMETPEKCEI.

PasrBapsiire dakonure or 1000 mg ¢ 40 ml Hatpues xiopun 9 mg/ml (0,9%) vmKeKIMoOHEH
pa3TBOp 0€3 KOHCEPBAHT, IPH KOETO Ce MoJTydaBa pa3TBoOp ¢ KoHUeHTpawst 25 mg/ml
HIEMETPEKCEI.

BruMateHo paskiatere, J0KaTo MpaxbT Ce pa3TBOPH (PEKOHCTUTYHPA) W3IS0, [lomydeHuIT
pa3TBOp € OUCTHP M HA TBAT MOXKE J1a CE ONPEJIe)U OT 0E3I1BETEH J0 KBIT WIK 3EICHOKBIT, 0e3
TOBA Jia TOBJIMSIC HEXKEJIATEIIHO Ha KAYeCTBOTO Ha MpoykTa. [lomydeHusT pa3TBop mma pH
Mexay 6,6 u 7,8. Heo0XoauMo e 10bLJIHUTEHO pa3peskiaHe.

4, HeoOxonumusiT 00€M OT MPUrOTBEHHS pa3TBOP NIEMETPeKce T TPsOBa 1a O'bJIe JOITBIIHUTCITHO
paszpenenc 9 mg/ml (0,9 %) pa3TBop Ha HATPHUEB XJIOPUA 32 MHKEKIMU 0€3 KOHCEPBAaHT, 110
noyyaBaHe Ha o0em ot 100 ml 1 npwiokeH KaTo MHTpaBeHO3HA MH(Y3Wst 3a Hal 10 MUHYTH.

5. [TpurorBeHUAT criopes1 yKa3aHUATa Pa3TBOP 332 HHPY3UH HA MEMETPEKCE € ChbBMECTUM ChC
CaKOBE M CHCTEMH OT NOJIMBUHWI XJIOPUJ U TIOJIHOJIE (PUH.

6. JlekapcTBeHHUTE MPOJYKTH 3a MapEeHTepaliHa yroTpeda TpsaoBa Aa 0'b1aT MHCTICKTUPAHA
BU3YaJIHO 32 YaCTHIM U MIPOMSTHA Ha LIBeTa npeau ynorpeba. Jla He ce ynorpeOsiBa npyu Haaudue
Ha YaCTHI.

7. Pa3TBopuTe Ha IemMeTpeKce ] ca camo 3a eTHOKpaTHa yrorpeda. HemsnomsBaHuAT TekapcTBEH

NPOAYKT WIW OTINAABYHHUTC MATCPUAJIU OT HET'O TpH6Ba Aa CC MBXBBPJLIT, B CbOTBCTCTBUC C
MCECTHHUTC M3UCKBAHMA.

[MpurorBsiHe ¥ NPeAYNPEIHKISHUS MIPU TPHIOKCHHS

Kakro 1 npyrure NoTeHIMaaIHO TOKCHYHH NMPOTHBOTYMYPHH CpPEJCTBa, 00PaBEHETO M MPUTOTBSIHETO
Ha MH(Y3HMOHHMS pPa3TBOp NeMeTpeKcel TpsaOBa 1a cTaBa BHUMaTeHo. [IpenopruBa ce 1a ce
VBIION3BAT PhKaBUIM. AKO Pa3TBOPHT HA NIEMETPEKCE/l MONaIHe BbPXY KOKaTa, i3MHUNTE KOXKaTa
BeJHAara ¥ HaITbJIHO_ChC CalyH M BoAa. AKO pa3TBOPBT Ha MEMETPEKCE]I TONa IHE BbPXY JIMTABHIIA,
npoMuiire 00WIHO ¢ Boxa. [lemeTpekcen He mprauHEsIBa Mexypu. Hsama criemmduiaeH anTunor 3a
eKCTpaBa3alls Ha leMeTpexce 1. JloknaiBaHu ca HIKOJIKO CIIydas Ha eKCTpaBa3alisl Ha IEMETpPeKCe
KOHMTO HE ca OICHEeHH KaTO CEpHO3HH OT m3cienoBarers. ExcrpaBasammsita TpsOBa 1a 0'b/1e KyrpaHa
CTiOpeJl MEeCTHaTa CTaHAAapTHA MPAKTHKA, KAKTO IPU IPYTHTE HEBE3HKAHTH.

7. HPUTEXKATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,
Ncnanus

8. HOMEP(A) HAPASPEHIEHUETO 3A YIIOTPEBA
EU/1/15/1071/001

EU/1/15/1071/002
EU/1/15/1071/003
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9. JATA HA ITbPBO PA3PEIIABAHE/ITOJJHOBSBAHE HA PASPEIIEHUETO 3A
YIOOTPEBA

[Jata Ha mbpBO pasperuaBane: 18 sHyapu 2016
aTa Ha mocnexHo nomHoBsiBaHe: 09 okromBpu 2020 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

IToxpoOHa mHpopMaIms 3a TO3M JIEKAPCTBEH MPOIYKT € MpeJoCTaBeHa Ha yeOcaiira Ha EBpornetickaTa
areHIws 1o Jiekapctpara http//www.ema.europa.eu.
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HNPUJIOKEHME 11

MNPOU3BOAUTEJI(U), OTTOBOPEH(HHN) 3A
OCBOBOXJIABAHE HA ITAPTU AN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YHOTPEBA

APYI'N YCJIOBUA U U3UCKBAHUSA HA
PABPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OTPAHUYEHNUSA 3A BE3OIIACHA U E@EKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A. TPOU3BOJIUTEJIA, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTUAN

MMe 1 agpec Ha OIPOM3BOIUTEINTE, OTTOBOPHU 33 OCBOOOXKIaBAHE HA APTHINTE

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50, 95-200 Pabianice,
IMomma

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona, 08040,
Ucnanusa™*

Accord Healthcare Single Member S.A. s
64th Km National Road Athens, Lamia, 32009,
I'bprus

[leyaTHaTa TMCTOBKA HA JIEKAPCTBEHUS MPOAYKT TPsiOBA 1a ChIbPKa IMETO U aJJpeca Ha
NPOM3BOIUTENISI, OTTOBOPEH 3a OCBOOOXKIaBAaHETO HA ChOTBETHATA NAPTHIA.

* ToBa MsICTO 32 OCBOOOKIIaBaHE HA MAPTHIA € IPIWIOKUMO camo 3a [lemerpekcen Axopn
100 mg/500 mg/1000 mg 3a mpax 3a KOHLIEHTPAT 3a UH(Y3HOHEH PA3TBOP.

b. YCJIOBUA NN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUAT MPOAYKT CE OTIYCKA 0 OrPaHMYEHO JieKapcko mpeamucanue. (Bxk. [Ipwioxkenue |:
KpaTka xapakTeprcTHKa Ha IPOIYKTa, TOUKa 4.2).

B. JPYI'MYCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIOOTPEBA

e  [lepuoauunu akTyaJM3upaHu Jokjaanu 3a 6ezomacuoct (I1A/Ib)

N3uckBanusita 3a nogasane Ha [TAJIb 3a To3u nekapcTBEH MPOJYKT ca MOCOYEHH B
crmchbKa ¢ peepenraure gatu Ha EBporneiickus cbio3 (EURD cmmchk), npeiBunieH B
1. 1078, an. 7 ot Jlupekrusa 2001/83/EO, 1 BbB BCUYKH CJIeIBAIIM AKTYaTU3AIIHH,
myOJIMKYBaHM Ha €BpONeicKus yeOmopTal 3a JeKapcTBa.

r. YCJIOBUsSA NJINOTPAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITIPOAYKT

. I1nan 3a ynpasyieHue Ha pucka (ITYP)

[Mpuresxatenst Ha pa3pemenneTo 3a ynorpeda (ITPY) TpsOBa 1a m3BbpIIBa M3UCKBAHUTE JCHHOCTH U
JEHCTBUs, CBbP3aHH C IIPOCTIeIsIBAHE HA JIeKapCTBeHAaTa 0€30MacHOCT, ocoueHu B onoopenus [1YP,
npeactaBeH B Mozyn 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo ¥ BbB BCHUKHU ClIEBAIIH 000 peHN
akryammamy Ha [TYP.

Axryammiupan [TYP Tps6Ba na ce nogasa:

e 10 uckaHe Ha EBponelickaTa areHiyst 1o JeKapcTBara;

e BHHATY, KOraTO C€ U3MEHS CUCTEMATa 3a YIpaBJICHUE Ha PUCKA, OCOOEHO B pe3yNTaT Ha
THoJTy4aBaHe Ha HOBA MH(pOpMaIlMsl, KOSATO MOXKE a JJOBEE 10 3HAUUMHU IPOMEHU B
CBHOTHOIICHUETO MOJI3a/PUCK, WIN CJIEJ JOCTUIaHE Ha BajKeH eTal (BbB Bpb3Ka ¢
TpocJie/IsIBaHe Ha JIKapCTBEHATa 0€30NaCHOCT WM CBEXKIaHE HA PHCKA 1O MHUHIMYM).
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MMPUJIOKEHHUE 111

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

[Temetpekcen Accord 25 mg/ml xomreHTpaT 3a HH(Y3HOHEH Pa3TBOP
neMeTpeKcet

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Enun ml koHIeHTpaT Chabpka MeMETPEKCe ] AUHATPUIA XeMUNICHTaXUIPAT, CKBUBAJICHTCH Ha
25 mg nemeTpekces.

| 3. CIIMCBK HA HIOMOINHUTE BEHLIECTBA

IToMoIHM BemiecTBa: IMMOHEHa KHUCENNHA, L.-MeTHOHMH, MOHOTHOITIMLIEPOSI, HATPUEB XUAPOKCHUIL,
XJIOPOBOJOPOZIHA KHCEJIMHA, KOHLIEHTpHUpaHa, BOJA 3a MHKEKIMU. BIDKTe IMcToBKaTa 3a
JIOIBJTHUTEITHA MHPOPM AL,

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/IHA OITAKOBKA

KonreHTpaT 3a nH(pY3HOHEH pa3TBOp (CTEPWICH KOHIICHTPAT).

1 ¢pnaxon

100 mg/4 mi
500 mg/20 ml
850 mg/34 ml
1000 mg/40 ml

5. HAYMH HA IPWJIOKEHME M ITbT(MIIA) HA BbBEKIAHE

CamMmo 3a eTHOKpaTHa yrnorpeoa.
3a MHTpaBEHO3HA MH(Y3MsI ClIe] pa3pexkKIaHe.
[Tpenu ynorpeba npoyeTeTe IMCTOBKATA.

6. CHELUAJIHO NPEAYNPEXXIEHUE, YE JIEKAPCTBEHUSIT TPOJIYKT TPSIGBA
JIA CE CBXPAHSIBA HA MSICTO, IAJTEYE OT OTJIEJA M IOCET' A HA IEIIA

Jla C€ CbXpaHsaABa HA MACTO, HCAOCTBIIHO 3a ACIIA.

| 7. JAPYTI'U CHEOUAJIHU ITPEAYIIPEXKAEHUSA, AKO E HEOBXOJINMO

OUTOTOKCHUYHO
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| 8. JIATA HA U3TMYAHE HA CPOKA HA TOTHOCT

T'onen no:

| 9. CHELHUAJIHU YCJIIOBUS HA CbXPAHEHUE

Ha ce cpxpansaBa npu Temnepatypa nog 25°C.

10. CHEHMWAJIHUIIPEATIAZHU MEPKHU ITPU U3XBBPJISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHMUTE ITPOAYKTHU NJIN OTHIAIBYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11. HUME U AJIPEC HA IPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.
World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,
Wcnanma

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/15/1071/004
EU/1/15/1071/005
EU/1/15/1071/006
EU/1/15/1071/007

13. HAPTHAEH HOMEP

[Taprunen Ne

| 14. HAYMH HA OTIHYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAILYSI HA BPAIJIOBA A3BYKA

[IpreTo e ocHOBaHKE J1a He ce BKIIIOYH MHMopMalusa Ha bpaimoBa azOyka.

| 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/I

JiBynsmepeH 6apkoj ¢ BKIIOUEH YHUKAJIEH WISHTU(PUKATOP
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| 18. YHUKAJIEH WIEHTU®UKATOP — JTJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JA CBIABPKAT MAJIKUTE EJUMHNWYHU
IO'BbPBUYHU OITAKOBKH

ETHUKET HA ®JIAKOHA

1. HUME HA JIJEKAPCTBEHUS MPOAYK U BT (UIIA) HA BBBEKJIAHE

ITemetpexcen Accord 25 mg/ml cTepuieH KoHIIEHTpaT
eMETPeKCe T
I.V. IPIIOKEHUE CJICT pa3perkIaHe

| 2. HAYMH HA IPWJIOKEHUE

| 3. JATA HA UBTMUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJIEH HOMEP

Lot

|5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHUAIA

100 mg/4 ml

|6. JIPYTO
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MHUHUMYM JAHHHU, KOUTO TPABBA JA CBbABPKAT EAUHUYHUTE
IO'BbPBUYHU OITAKOBKH

ETHUKET HA ®JJAKOHA

| 1. NUME HA JIEKAPCTBEHUA NPOAYKT

[Temerpexcen Axopa 25 mg/ml cTepwieH KOHIEHTpAT
neMeTpeKce T

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Enun ml KOHIICHTPAT ChAbpPiKa NEMETPEKCE )II/IHanHﬁ XCMUIICHTAXUAPAT, CKBUBAJICHTCH Ha 25 mg
IIEMCTPEKCEA.

3. CIHINCBHBK HA ITOMOIIHUTE BEHLIECTBA

HOMOH.[I—H/I BCIIICCTBA: JMMOHCHA KHCCJIMHA, L-MCTI/IOH[/IH, MOHOTHOITIMLIEPOJI, HATPHUEB XHUIPOKCHUI,
COJIHA KHCCJIMHA, KOHIICHTpHpaHa, BOJA 3a MHKCKIWN. 3a moBeue I/H-I(l)OpMaI_II/ISI BIDKTC JIMICTOBKATA.

| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EITHA OITAKOBKA

Komnenrpat 3a uH(y3HoHeH pa3TBOp (CTEPIICH KOHIICHTPAT).

500 mg/20 mi
850 mg/34 ml
1000 mg/40 ml

| 5.  HAYMH HA NPUJIATAHE M ITbT(MUILA) HA BbBEKJIAHE

3a MHTPAaBEHO3HO TPWIOKCHHE CJICH pa3perKIaHe.
ITpenu ynorpeba npoueTere IMCTOBKATA.

6. CHEUOUAJIHO HPEAYTPEXIEHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO JAJIEYE OT HOT'JIEJA U JOCEI'A HA IEITA

I[a CE€ CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACIIA.

| 7. JPYI'M CHELMAJIHU MPEIYNIPEKIEHMS, AKO E HEOBXOJIMMO

HUTOTOKCHUYHO

| 8. JATA HA U3TUYAHE HA CPOKA HA TTOJHOCT

EXP
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| 9. CIHEHUAJIHU YCJIOBUSA HA CBXPAHEHUE

[a ce cvxpansBa ox 25°C.

10. CHEHOUAJIHU IIPEANIA3ZHU MEPKU INTPU U3XBBHPJISIHE HA HEM3TIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTHU NJIN OTITAABYHU MATEPHUAJIN OT THAX,
AKO CE U3UCKBAT TAKHUBA

| 11. HUME U AJAPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Hcnanna

| 12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

| 13. NAPTUIAEH HOMEP

Lot

| 14. HAYMH HA OTIYCKAHE

| 15. YKA3AHWUJS 3A YIIOTPEBA

| 16. WH®OPMAIIMSA HA BPAMJIOBA A3BBYKA

[Tpueto e ocHOBaHKe Na He ce BKIIFOUM nHpopMaimst Ha bpaitioBa a30yka.

| 17. YHUKAJIEH HWIEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

| 18. YHUKAJIEH HWIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

ITemetpekcen Accord 100 mg mpax 3a KOHIIEHTpAT 3a MHPY3HOHEH Pa3TBOP
neMeTpeKce T

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Enun ¢nakon ceaspika 100 mg nemeTpekce (KaTo IEMETPEKCE TUHATPHIA
XCMUICHTAXUIPaT).

Crnienn peKkOHCTUTYHpaHe (BIKTE JIMCTOBKATa) BCEKH (iakoH chabpika 25 mg/ml nemerpekce .

| 3. CIIMCBK HA HIOMOIIHUTE BEHIECTBA

Mamnuror, XJIOpOBOJIOPOIHA KHCEJIMHA, HATPUEB XUIPOKCH (BIDKTE JIUCTOBKATA 32 JIOITBJTHUATCITHA
uHGOpPMATS).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

ITpax 3a KoHIIEHTpAT 32 MHQY3HOHEH Pa3TBOP

1 dnakon

| 5. HAYUWH HA NPUJIO)KEHUE U I'BT (UIIA) HA BBBEXK/JIAHE

Camo 3a egHOKpaTHA yroTpeoda.
3a MHTpaBeHO3HA MH(Y3WS CIIeN pa3TBapsSHE U pa3pekIaHe.
[Tpeu ynorpeba npoyeTeTe IMCTOBKATA.

6. CHELOUAJIHO TPEAYIPEXIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHABA HA MSICTO, JAJEYE OT HOTJIEJA U JOCEI'A HA IEINA

Jla ce cbxpaHsiBa Ha MSCTO, HEIOCTHITHO 32 JETa.

| 7. JAPYI'M CHEHUAJIHU NNPEAYNPEXAEHUSA, AKO E HEOBXO/MMO

HUTOTOKCHUYHO

| 8. JATA HA U3TUYAHE HA CPOKA HATOJIHOCT

T'onen go:
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9. CHEHUAJIHU YCJIIOBUSI HA CbXPAHEHUE

10. CHEHOUAJIHU IIPEANIA3ZHU MEPKU INTPU U3XBBHPJISIHE HA HEM3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE INPOAYKTU UJIM OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11. HUME U AJJPEC HA IPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Wcnanna

| 12.  HOMEP(A) HAPASPEIIEHHUETO 3A YIIOTPEBA

EU/1/15/1071/001

| 13. HNAPTHUIAEH HOMEP

ITaptunen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMALMSI HA BPAILJIOBA A3BYKA

[IpreTo e ocHOBaHKE J1a He ce BKIIFOUH MH(popManys Ha bpaiioBa a30yka.

| 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/I

JlBynsmepeH 6apkoj ¢ BKIIOYEH YHUKAJIEH WIEHTU(PUKATOP

| 18. YHUKAJIEH NWIJEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
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MUHUMYM JAHHHU, KOUTO TPABBA JA CBIABPKAT MAJIKUTE EJUMHNWYHU
IO'BbPBUYHU OITAKOBKH

OJIJAKOH

1. HUME HA JIEKAPCTBEHUSA MTPOAYK U ITbT(MIIA) HA BbBEXKJAHE

ITemetpekcen Accord 100 mg mpax 3a KOHIIEHTpAT 3a MHPY3HOHEH Pa3TBOP
MeMeTpeKce T
1.V. IPIIOKEHKE

| 2. HAYMH HA NPHJIOXKEHME

| 3. JATA HA UBTMUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJIEH HOMEP

Lot

|5. CBABPKAHUE KATO MACA, OBEM WJIN EJUHUAIA

100 mg

|6. JIPYTO
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JAHHUH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTUA

1. UME HA JIEKAPCTBEHUSA TPOAYKT

ITemetpekcen Accord 500 mg mpax 3a KOHIIEHTpAT 3a MHPY3HOHEH Pa3TBOP
neMeTpeKce T

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Enun ¢nakon ceaspika 500 mg nemeTpekce (KaTo IeMETPEKCE ] TUHATPHIA
XCMUICHTAXUIPaT).

Crnienn peKOHCTUTYHpaHe (BIDKTE JIMCTOBKATa) BCEKH (uiakoH chabpka 25 mg/ml nemerpekce.

| 3. CIIMCBK HA HIOMOIIHUTE BEHIECTBA

MaHnuTOI, XJIOpPOBOIOPO/IHA KHCEIMHA, HATPUEB XUAPOKCH (BIKTE JIICTOBKATA 32 JIOITBJIHUTEITHA
uH(pOpM ALy ).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B E/THA OITAKOBKA

I[Ipax 3a KOHIEHTpAT 3a MH(Y3UOHEH DPa3TBOP.

1 dmakon

| 5.  HAYMH HA NPMJIOJKEHUME U MbT(MIIA) HA BbBEXKIAHE

Camo 3a egHOKpaTHa yroTpeoda.
3a mHTpaBEeHO3HA MH(Y3WS CIIeN pa3TBapsSHE U Pa3perKIaHe.
[Tpenu ynorpeba npoyeTeTe JIUCTOBKATA.

6. CHEIOUAJIHO ITPEAYIIPEKJIEHUE, UE IEKAPCTBEHUSAT HPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO, JAJEYE OT HOTJIEJA U JOCEI'A HA IEINA

I[a C€ CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a ACIIA.

| 7. JAPYI'M CHELMAJIHU PEJYNPEXKIEHMS, AKO E HEOBXOJUMO

HUTOTOKCHUYHO

| 8. JATA HA U3THUYAHE HA CPOKA HA TOAHOCT

I'onewn no:

56



9. CHEHUAJIHU YCJIIOBUSI HA CbXPAHEHUE

10. CHEHOUAJIHU IIPEANIA3ZHU MEPKU INTPU U3XBBHPJISIHE HA HEM3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTU UJIM OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

| 11. HUME U AJIPEC HA IPUTEXATEJISA HA PASPEINIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Wcnanna

| 12.  HOMEP(A) HAPASPEIIEHHUETO 3A YIIOTPEBA

EU/1/15/1071/002

| 13. HNAPTHUIAEH HOMEP

ITaptunen Ne

| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMALMSI HA BPAILJIOBA A3BYKA

[IpreTo e ocHOBaHKE J1a He ce BKIIFOUH MH(popManys Ha bpaiioBa a30yka.

| 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/I

JlBynsmepeH 6apkoj ¢ BKIIOYEH YHUKAJIEH WIEHTU(PUKATOP

| 18. YHHUKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
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57



JAHHH, KOUTO TPABBA JA CbABPXKAT EJUHUYHUTE I'bPBUYHU OITAKOBKUA

DJIIAKOH

1. HUME HA JIEKAPCTBEHUS NTPOAYK U ITBT(MIIA) HA BBbBEXKJJAHE

ITemetpekcen Accord 500 mg mpax 3a KOHIIEHTpAT 3a MHPY3HOHEH Pa3TBOP
neMeTpeKce T

|2.  OBSBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

| 3. CIHINCBHBK HA ITOMOIIHUTE BEIIECTBA

| 4. JJEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

| 5. HAYMH HA TPUJIOKEHUE U ITbT(MIIIA) HA BBBE/KJIAHE

3a HMHTPAaBCHO3HO IPWIOKCHUC CJICI pa3TBapsAHE U pa3pCiKaaHe.

6. CNELUAJIHO NPEIYNPEKIEHUE, YE JIEKAPCTBEHUST ITPOIYKT TPSIGBA
JIA CE CBXPAHSIBA HA MSICTO JAJIEYE OT OTJIEJA U IOCETA HA JEIA

| 7. JAPYI'U CHEHNUAJIHU NPEAYIIPEXKIEHUA, AKO E HEOBXO/IUMO

HUTOTOKCHUYHO

| 8. JATA HA U3TUYAHE HA CPOKA HATOJHOCT

EXP:

9. CIHEHMAJIHU YCJIOBUS HA CBXPAHEHUE

10. CHEOUAJIHU ITPEAITASHU MEPKHM ITPU U3XBBHPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTU NJIN OTIIAABYHU MATEPUAJIA OT TAX,
AKO CE N3UCKBAT TAKHMBA

| 11. NUME U AJIPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord

| 12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
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EU/1/15/1071/002

| 13. IMAPTUJIEH HOMEP

Lot:

| 14. HAYMH HA OTIHYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

| 16. WH®OPMAIIMSA HA BPAMJIOBA A3BYKA

[Tpuero e ocHOBaHKe 11a He ce BKIouM nHpopmaims Ha bpaitioBa a3dyka.

| 17. YHUKAJIEH NWIEHTU®UKATOP — IBYU3MEPEH BAPKO/1

| 18. YHUKAJIEH WIEHTU®UKATOP — JJAHHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUsA

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

IMemeTpekcen Accord 1000 mg npax 3a KOHIICHTPAT 3a MH(Y3WOHEH Pa3TBOP
MeMeTpeKCe T

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Enun ¢nakon ceabspikal 000 mg nemeTpexcea (KaTo MeMeTpeKee ] IMHATPUI XeMHUIICHTaXuIpar).

Crnen pekoHCTUTYHpaHe (BIDKTE JIMCTOBKATA) BCEKH (IakoH chIIbpika 25 mg/ml neMerpekcen.

| 3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

MaHnuror, XJIOpOBOIOPOIHA KHUCEJIMHA, HATPUEB XUIPOKCH (BIDKTE JIMCTOBKATA 34 MOBEYE
uHGOpPMATS).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMMECTBO B EJJHA OITAKOBKA

[Tpax 3a KOHIIEHTPAT 3a MHPY3UOHCH Pa3TBOP

1 dnakon

| 5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEKIAHE

Camo 3a efHOKpaTHa yroTpeoa.
3a MHTPaBEHO3HO NPWIOKEHHUE CJIE] pa3TBapsHE U pa3pexkIaHe.
IIpenu ynorpeba npoueTeTe IMCTOBKATA.

6. CHELOUAJIHO HPEAYNIPEXIEHHUE, YE JIEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSACTO JAJIEYE OT ITOT'JIEJJA 1 TIOCET'A HA IEITA

I[a CE€ CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a ACIIA.

| 7. APYI'U CHEOUAJIHU NPEAYIIPEKIEHUA, AKO E HEOBXO/IUMO

HUTOTOKCHUYHO

| 8. JIATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CHEUUAJIHU YCJIIOBUSI HA CbXPAHEHUE
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10. CHELOUAJIHU NPEAIIAZHU MEPKHA TP U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU HJIM OTHHAABYHU MATEPHUAJIA OT TAX
AKO CE I3UCKBAT TAKHUBA

| 11. NUME U AIPEC HA ITIPUTEXATEJISI HA PASPEINEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Hcnanma

| 12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/15/1071/003

| 13. HAPTUJIEH HOMEP

[Taprunen Ne

| 14,  HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. HWH®DOPMAIIVS HA BPAJIOBA A3BYKA

[IpreTo e ocHOBaHKE J1a He ce BKIIFOUH MH(popMarys Ha bpaiioBa a30yka.

| 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH BAPKO/I

JlBynsmepeH 6apkoj ¢ BKIIOYEH YHUKAJIEH HIEHTU(PUKATOP

| 18. YHUKAJIEH WIEHTU®UKATOP — JIAHHHU 3A YETEHE OT XOPA

PC
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MHUHUMYM JAHHHU, KOUTO TPABBA JA CBABPKAT EJUHUYHUTE I'bPBUYHU
OITAKOBKH

OJIJAKOH

1. HUME HA JIEKAPCTBEHUSA TPOAYKT

[Temetpekcen Accord 1000 mg mpax 3a KOHIIEHTPAT 32 MH(QY3UOHEH pPa3TBOP
nemMeTpeKcel

| 2. OBJABABAHE HA AKTUBHOTOMTE) BEINIECTBO(A)

| 3. CIHINCBHBK HA ITOMOIIIHUTE BEIIECTBA

| 4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJTHA OITAKOBKA

| 5. HAYMH HA TPUJIOKEHUE U ITbT(MIIIA) HA BBBE/KJIAHE

3a HMHTPAaBCHO3HO IPWIOKCHUC CJICA pa3TBAPSAHE U pa3pCiKaaHe.

6. CNELUAJIHO NPEIYNPEKIEHUE, YE JIEKAPCTBEHUSIT ITPOIYKT TPSIGBA
JIA CE CbXPAHSIBA HA MSICTO JAJIEYE OT MOTJIEJIA M JOCETA HA JIELIA

| 7. JAPYI'U CHEHNUAJIHU NPEAYIIPEXKIEHUA, AKO E HEOBXO/IUMO

HUTOTOKCHUYHO

| 8. JATA HA U3TUYAHE HA CPOKA HA TTOJHOCT

EXP:

9. CHEINUAJIHA YCJIOBUSI HA CbXPAHEHUE

10. CHEOUAJIHU ITPEAITASHU MEPKHM ITPU U3XBBHPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTU NJIN OTIIAABYHU MATEPUAJIA OT TAX,
AKO CE N3UCKBAT TAKHMBA

| 11. NME U AIPEC HA ITIPUTEKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Accord
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| 12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1071/003

| 13. IMAPTUJIEH HOMEP

Lot:

| 14. HAYMH HA OTITYCKAHE

| 15. YKA3AHWUIS 3A YIIOTPEBA

| 16. WH®OPMAIIMSA HA BPAMJIOBA A3BYKA

[Tpuero e ocHOBaHKe Na He ce BKIIFOUM nHpopMaims Ha bpaitioBa a30yka.

| 17. YHUKAJIEH HWIEHTU®UKATOP — JIBYU3MEPEH BAPKO/]

| 18. YHUKAJIEH WIEHTU®UKATOP — JJIAHHU 3A YETEHE OT XOPA
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b.JIMCTOBKA
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JlucToBKA: HH(pOPMANUA 32 MOTPeOUTEJISI

IMemeTpexcen Accord 25 mg/ml koHueHTpaT 3a HH(Y3HOHEH Pa3TBOP
nemeTrpekcen (pemetrexed)

HpoqueTe BHHMATECJ/IHO HAJIATA JIMCTOBKA, IPEAN 1A 3alI0YHETE 1A U3I10JI3BaTEC TOBA

JIEKapCTBO, Thil KaTO TS ChIbpP:Ka BaxkHa 3a Bac mndopmanus
- 3anazeTre Ta3u JIUCTOBKA. MoXe /1a 1a Ce HAJIOXKH J1a sl IPOYETETE OTHOBO.

- AKo UMaTe HIKaKBH JOIBIHUTEIHN BBIPOCH, normraiire Bammst nexap, papmaneBT win
MEUIIMHCKA CecTpa.

- ToBa nexkapcTBO € npeAnmcano JImdHO Ha Bac. He ro mpeorcTemBaiite Ha apyru xopa. To moxe
Jla UM HaBpE/IM, HE3aBUCUMO Y€ NPU3HALIMTE Ha TSAXHOTO 3a00JsBaHe ca ChIMTe KaTo Bammre.

- AKO TIOITydUTe HAKaKBU HEXKEJIAaHU peakiyH, yBenoMeTe Bamms rekap, hapMareBT win
MeJIMIMHCKa cecTpa. ToBa BKIIIOUBA M BCUUKH Bh3MOXKHH HE)KEJIAHA PEaKI|M, HEONMCAHU B
Ta3u TUCTOBKA. Bwkre Touka 4.

KakBo cbabpika Ta3u JIMCTOBKA

Kakso npecrasisBa [Temetpekcen AcCord u3a KakBo ce U3MOI3Ba
KakBo Tpsi0Ba 1a 3HaeTe, mpeau na mnomssare [lemerpekcen Accord
Kak na mnomsare [lemerpekcen Accord

BBb3MOXHM HEKeNaHU peaKiuu

Kak na cexpansiate [Temetpekcen Accord

ChbabpprkaHie Ha ONIAKOBKATA W JTOMBJIHATEIIHA MH(POpPMAIIHS

SN A

1.  Kaxso npeacrasiassa [lemerpexcen Accord u 3a KakBoO ce U3M0I3Ba
IMemeTpexcen Accord e iekapcTBEH MPOAYKT, M3TIONI3BaH 32 JICUSHHUE HA Pak.
ITemerpexcen Accord ce mpuwiara B KOMOMHAIWS C IMCIUIATHH — JIPYT TIPOTUBOPAKOB JIEKAPCTBEH

IPOJIYKT, KaTO JICYSHHE 32 3JI0KaUeCTBEH IVIEBPaJICH ME30TEIIMOM — (JopMa Ha pak, KOMTO 3acsra
oOBuBKaTa Ha Oenust po0, Ha TAIMEHTH, KOWTO HE Ca MOoJy4YaBaliy MPeJr TOBA XUMHOTEpaTIHs.

ITemeTrpekcen Accord chItio ce npuiara B KOMOMHAIMS C IUMCIUIATHH 3a ITbPBOHAYAIHO JICUCHIC
Ha MaIMeHTH C HaTpeIHa CTaauld Ha OeI0ApOOeH pakK.

ITemerpekcen Accord morke 1a Bu Ob1e npeamican, ako umate 0e0apoOeH pak B HATIPE THAIT
CTaJuii 1 aKo 3a00Js1BaHeTO BU ce MOBNMsIBA OT JICUSHHETO WIM aKO TO OCTaBa B 3HAYMTEITHA
CTETICH HeTIPOMEHEHO CJIe]] ITbPBOHAYATHATA XUMHUOTEPaTIHL.

IMemerpekcen Accord chIo € IedeHre 3a MalMeHTH ¢ 0e1oApoOeH pak B HampeaHata (asa, npu
KOHMTO 3a00JIsIBaHETO MpOrpecHpa, cie/] KaTo € Owia M3MoI3BaHa JApyra Ha4ajiHa XUMHUOTEPaTys.

2. KakBo TpsioBa 1a 3HaeTe, npeau 1a u3noiassare [lemerpexcen Accord

He u3nossBaiite [TemeTpexcen Accord

- aKO CTC aJICPruiHA KbM IIEMETPEKCE WIN HAKOSI OT OCTAHAJIUTC CbCTABKU Ha TOBA JICKAPCTBO

(m6poenu B TOUKA 6).
- aKo KbpMUTE; TPsOBA J1a MPEYCTAHOBUTE KbPMEHETO T0 BpeMe Ha JieueHue ¢ [lemerpekcen
Accord.
- ako ckopo Bu e HanpaBeHa WM cKopo e Bu ce npaBu BakCcHHA CpPENTy KbJITA TPECKa.
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Ipexynpe:kieHusi 1 Npeana3sHu Me pKH
T'oBopete ¢ Banmist nekap, OonHieH GapMarieBT Wik MeIUIMHCKA CecTpa, Pe/id Aa H3M0I3BaTe
ITemerpexcen Accord.

AKO MMaTe WM CTe NMaJH PoOIeMHu ¢ OBOpenHTe, TOroBopeTe C JeKaps WIH OOIHAIHUS
(bapMmaleBT, Thil KATO € BB3MOKHO J1a HE MOXKeTe J1a nonmyuaBaTe [lemetpekcen Accord.

[Tpenu Besika nady3us 1me Bu ce B3emat kpbBHM IIPOOHM 32 MpEICHKa A Ca 33 {0BOJUTCIIHH
O0bOpedHaTa 1 yepHoAPoOHa QYHKIMK ¥ J1a C€ MPOBEPH JaJIM IMATE J1OCTATHYHO KPbBHU KIICTKH, 32
na nomyaure [Temerpexcen Accord. JlekapsiT MoXe [a peli Jaliy [a POMEHH J103aTa WIH J1a OTJIOKH
JICYCHHETO, B 3aBUCUMOCT OT 001I0TO BU ChCTOsIHME M aKO OpOST HA KPHBHHUTE KJIIETKHU € TBHPIC
HUCBHK. AKO TIOy4aBaTe ChIIO IMCITIATHH, BammmsT nekap me ce yBepH, 4ye CTe XHUapaTHpaHd
MPABWIHO M CTE TIOMYY UM TOIXO/SIIO JICUSHHE 32 NPO(IIAKTUKA HA MOBPHIIAHETO TPEIH U CIIET
NOJTy4aBaHe Ha IHCIUIATHH.

AKO cTe OWH MoIJIOKEeH! Ha WM By npencton ibueTepans, MoJisl KaxxeTe Ha Bamms nekap, Thi
KaTo npu npwiarane Ha [lemerpekcen ACCOrd Mmoxke 1a IMa paHHA WIM KbCHA PaUalliOHHA PEaKLWs.

AKO CKOpO CT€ BAaKCHHHPAHH, MOJISI KaxkeTe Ha Bamms nexap, Tl KaTO TOBa MOXKE J1a OKaXKe JIOLIO
BIMsiHHAE Tpy npwiarase Ha [Temerpexcen Accord.

AKko nmate cbpieuHO 3a00/sIBaHe WIM UIMATe UCTOPUs HAa ChPACYHO 3a00/sBaHe, MOJIs, yBEJIOMETE
Banms nekap.

AKO0 UMaTe HaTpyIBaHe HA TEYHOCT OKOJIO OesmTe IpoOoBe, ISKapsAT MOXKE /1 PEIlH 1a OTCTPaH!
TeuHoCcTTa mpeau 1a Bu nane [Memerpekcen Accord.

Jleua v 1OHO I
ToBa nexapcTBO He TPAOBA J1a ce M3MON3Ba MPH JIelia WK FOHOIIHW, 3aI0TO HIMa OIUT C TOBa
JIEKapCTBO NP JIETIa ¥ FOHOIIH 1o/ 18-ToAMIIIHA BB3pacT.

Jpyru sekapcrsa u Ilemerpexcen Accord

Tps6Ba na kaxkere Ha Bamms nexap, ako npueMaTte HIKaKBU JIEKapCTBa MPOTHUB OOJIKA WITH
Bb3MajieHe (OTOK), HAPUMEP JICKAPCTBEHU NPOAYKTU HAPHYAHU ,,HECTEPOUTHU
NPOTHBOBB3NAIMTENHN JiekapcTBeHU npoaykty” (HITBJIIT), BkmrounTeHO 1 eKapcTBEHH POYKTH,
3aKyrneHn 0e3 Jiekapcko npenmcanue (kato noynpoden). Mma muoro Bumose HCIIBJIII ¢ pa3inuna
MPOJIBJDKUTEITHOCT Ha AeiicTBUe. B 3aBucMMOCT OT manupanus 1eH 3a uady3ust Ha [lemerpekcen
Accord wwin ot ChCTOSIHHETO Ha ObOpevHaTa PYHKIMSI € HeOOXOAUMO JIeKapsAT Aa Bu mockBeTBa KOM
JIEKapCTBEHH MPOIYKTH MOXKETE J1a PUEMATE M KOra MOXKETE J1a TH B3eMaTe. AKO HE CT€ CUT'YPHH,
nonmraiire Bammst iekap wim gapmaresT, gand Hikoe oT Bammre nekapctsa ¢ HCIIBJIIL.

Wnpopmupaiire Bamms nexap, ako npuemare JIeKapcTBa, HApeUeHH MHXHOUTOPH Ha MPOTOHHATA
noMma (OMenpasol, €30Menpasol, JAH30Mpa30I, MAHTONPa3oi U padenpasol), M3MOI3BaHN 3a
JleYeHNe HA KUCEJIMHNA ¥ KHCEIIMHHA Perypruramys (BpbIIaHe HA CTOMAIIHO ChIBPKIMO B
XpaHOMPOBO/A WM yCTaTa).

TpsiOBa na kaxkeTe Ha Bams iekap win 6onHM4eH GapManeBT, aKo pUeMaTe Wi HACKOPO CTe
npreMay Jpyry JeKapcTBa, BKIFOYUTEHO M TAKMBA, OTIyCKaHu 0e3 perenTa.

Bbpemennoct

AKo cTe OpeMeHHa WM cMsTaTe, 4€ MOXKE Jla CTe OpeMeHHa WIH ITTaHApaTe OpPEeMEHHOCT,
nochBeTBalTe ce ¢ Bamms nekap wm dapmaneBT npeau ynorpebaTa Ha TOBa JIEKAPCTBO.
VYrorpebara Ha [Temerpekcen Accord TpsibBa 1a ce u36srBa 1o BpeMe Ha OpeMeHHOCT. JIekapsitT Bu
e oocbau ¢ Bac Bb3MokHUS puck oT preM Ha [lemeTpekcen Accord ro Bpeme Ha OpeMEeHHOCT.
XKenure TpsOBa 1a M3M0ON3BaT e(heKTHBHA KOHTpALIEIWs 10 BpeMe Ha jiedeHue ¢ [lemeTpekcen
Accord 1 B npoabiDKeHHe Ha 6 Mecena clie/1 ojydyaBaHe Ha ToclieTHATa J103a.
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KbpmeHne
Ako kbppmure, nHpopMupaiite Barmmst nekap.
KbpMeHeTo TpsiOBa 1a O'b/1e MpeyCTaHOBEHO N0 BpeMe Ha JieueHue ¢ [lemerpexcen Accord.

@ epTUHINTET

MpoxeTe ce ChbBETBAT Ja He CTaBaT Oally [0 BpeMe Ha JICYCHHETO M 3 MECela CJIeI JICUSHUETO C
ITemerpexcen Accord n3aToBa TpsiOBa Ja M3MOI3BAT €(heKTHBHA KOHTPALICTIMS 110 BpeMe Ha
nedenneTo ¢ [Temerpekcen Accord u 1o 3 Mecena ciesi ToBa. AKO HIMaTe JKellaHue Ja cTaHeTe Oara,
TI0 BpeMe Ha JICUEHUETO WIM JI0 IIECT Mecelia clie]l oTyyaBaHe Ha JIeUEHUe, IOTbPCETE ChbBET OT
Bamms nexap wmn dapmaneBt. [TemeTpexcen Accord Moxe J1a Tiomsie Ha criocoOHocTTa B na
nMare zera. ['oBopere ¢ Bamms nexap, 3a ja HOThPCUTE ChBET OTHOCHO ChXPAaHEHHE HA CTiepMa
TIPE/TU J1a 3aTI0YHETE JIeYSHHE.

T opupane u pabora ¢ MAIIMHHA
[Temetpekcen Accord moxe na BuHakapa f1a ce 4yBcTBaTe yMOpeHU. bbieTe BHUIMATEIHH, KOTaTO
KapaTe KoJia Wik paboTuTe ¢ MalliHL

IMemeTrpexcen Accord cbabp:ka HATPHil

MakcumasHaTa nperiopbyuTeIHa THEBHA /1033 HA TOBA JIEKApCTBO chAbpka 304 My HATpHii, KOITO ce
ChABpPIKA B Tpale3HaTa coil. ToBa KOMMIECTBO € €KBUBAJICHTHO Ha 15,2% 0T npenopbuuTeTHus
MaKCHMaJICH JJHEBEH XPAaHUTEJICH MPUEM Ha HATPUI 32 Bb3PaCTEH.

I'oBopete ¢ Bammst hapmarieBT win Jiekap, ako € Heodxoaumo ja Bu ce mprmara [Temerpekcen
Accord exxeTHEBHO 32 TPOIBJDKUTENIEH TIEPHO] OT BpeMe, 0oco0eHo ako Bu e mpemniopsyaHo Ja
Clia3BaTe JWeTa C HUCKO ChIbPKaHUE COI.

3.  Kak na uznousBare Ilemerpexcen Accord

Bunaru m3nonsBaiiTe TOBa JEKapCTBO TOYHO KakTo Bu e ka3an Bammst ekap wm ¢apmareBT. AKo
HE CTE CUT'YpHHU B Helllo, normraiire Bamms nekap win dapmanesT.

[Mpenoprumnrennara no3a Ha [Temerpekcen Accord e 500 MwMrpama Ha BCEKH KBaJPaTCH METHP OT
TeJleCHAaTa MOBBPXHOCT. MI3MepeHH ca BUCOUMHATA U TEJIECHOTO TEIJIO 32 M3YUCIISIBAHE HA TeJlecHaTa
MOBBPXHOCT Ha Ts10TO Bu. BammsT siexap e u3nonssa Ta3u TeJIeCHA NOBBPXHOCT, 3a Ja U3UUCIIH
npaBwiIHAaTa Jo3a 3a Bac. Taszu no3a moxe a ObJe ajanTipaHa WiK JICYEHUETO MOXKE Ja CE OTJIOKH B
3aBHCHMOCT OT Oposl Ha KpbBHUTE Bu KiieTky, 1 ot 061moTo Bu cheTosHuE.

Bunaru mie nonmyuaBate [Temerpekcen Accord kato nndy3us B eHa ot Benure. MHpy3usra e
TPOTBIDKU MPHOIBHUTENHO 10 MUHYTH.

Korato I[Temerpexcen Accord ce m3non3Ba B KOMOMHAIWS C [UCTUIATHH:

JlexkapsaT wim GOMHMYHKMAT (papMaleBT ILEe M3UUCIIAT J103aTa, OT KOATO Ce Hy)KlaeTe, Ha 6a3a Bammre
BHCOYMHA ¥ Teruio. [{ucraTun chImo ce nprwiara ype3 nHdy3us B €1HA OT BEHUTE, U CE 1aBa
npuomsurenHo 30 MUHYTH cliell 3aBbpinBaHe Ha uHpy3usara ¢ [Temerpexcen Accord. Mudysusita ¢
IUCIVIATHH 11E MPOBJDKH TPHOJIM3UTENHO 2 Yaca.

Buie 00MKHOBEHO IIie MoMy4yaBaTe UH(Y3Hs BEIHBK HA 3 CEMMUIIH.

JIOITbIHUTETHY JIEKapCTBEHU NPOIYKTH:

Koprukocteponnu: BammsT nekap e Bu HazHauu crepounny TabaeTKH (€KBUBAJICHTHH Ha 4
MUWIMTpamMa JeKcaMeTa30H J1Ba ITbTH THEBHO), U 11 TPsiOBa /1a TH B3eMare B ACHS NPEIH, B ICHS Ha U
newns cren nedenue ¢ [lemerpekcen Accord. To3u iekapcTBeH MPOAYKT Ce HA3HAYABA, 32 J1a CE€ HAMAJIU
YEeCTOTATa M TEXKECTTA HA KOXKHUTE PEaKy, KOUTO MOXKE J]a UIMaTe, 0 BpEME Ha POTUBOTYMOPHOTO
JeYEHUE.
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Buramunan no6asku: Bammsat nexap me Bu vazHaun nepopanno ¢onmeBa KucenmHa (BUTaMUH) WA
MYITHUBUTaMUH, ChABpKaIl ¢ommeBa kucemmHa (350 go 1 000 mukporpama), KosiTo mmie TpsOBa J1a
B3eMaTe BEIHbBK JHEBHO, ToKaTo noiyuasare [Temerpekcen Accord. TpsOBa 1a B3eMaTe MoHe 5 103H,
0 BpeMe Ha ceJleMTe THU Ipeiu bpBata no3a [lemetpexcen Accord. Lle TpsiOBa na npoabiokuTe a
B3emate (hosreBa KUCEMHA B MPOIbJDKEeHHe Ha 21 IHH, clies nmocyieaHara go3a [lemerpekcen Accord.
Coiio e Bu HanpaBsT ukekims ¢ Buramud By, (1 000 mukporpama) B ceMunarta, npeu
npwiokeHre Ha [lemerpekcen Accord v cies1 ToBa MPUOJIMBUTEITHO HA BCEKU 9 CeIMMUIIM
(cwoTBeTCTBRAIIO Ha 3 Kypca Jieuenue ¢ [Temerpekcen Accord). Buramun By, u honreBa kucenmsa Bu
ce J]aBaT 3a HaMaJIsIBaHe Ha Bb3MOXHUTE TOKCUYHH €()eKTH Ha MPOTUBOTYMOPHOTO JICUEHHUE.

AKO0 nMaTe HIKaKBH JOMBIHATEIHN BBIPOCH, CBBP3aHHU C yHoTpebaTa Ha TOBA JIEKapCTBO, OMUTANTE
Bamms nexap wm apmaresT.

4, BB3MOKHHI HeKeJTaHU p€axkumu

Kakro Bcuuku ilekapcTBa, TOBa JISKAPCTBO MOKE J1a MPEIN3BHUKA HEKEJIAHU PEaKLH, BBIPEKH Ue He
BCEKH I'fl TIOJTy4aBa.

Tpss6Ba He3a0aBHO J1a C€ CBBPIKETE C JICKApst CH, aKO 3a0€JIeKUTE HEIIO OT CJICAHOTO:

e Tpecka Wi uHpeKIws (ChOTBETHO, YECTO WIM MHOIO Y€CTO): aKo nmate temreparypa 38°C
WIM TIOBeYe, M3TMOTSABAHE WIN JPYTH MpM3HAIM Ha MHGEKIM (Thi KaTO MOXeE /1a IMaTe To-
MaJIKo O€Jii KPbBHHU KJIETKHU, B CPABHEHHE C HOPMAJIHOTO, KOETO € MHOTo 4ecTo). VHpekimsTa
(cericuc) MOXKe 11a € TeKKa U OM MOTJIa 1a IPHYHHA CMBPT.

e AKo 3amoyHeTe J1a 9YyBCTBaTe OOJIKa B IbpIUTE (Y€CTO) WM HIMaTe YCKOPEHA ChplieyHa
yecToTa (HeUeCTo).

e Ako mMmare 00JKa, 3auepBsIiBaHe, OTOIM WIH SI3BH B ycTaTa (MHOTO YECTO).

e ANepruuHM peaklu: aKo pa3BHUETE KOKEH OOpHB (MHOTO Y€CTO) / YyBCTBO 32 MAPEHE WIN
OorkaHe (4ecTo) WM Tpecka (decto). KoxHuTe peakimy psIko MOraT fa Ob1aT TeXKH U 1a
npuauHAT cMBPT. CBBpKeTE ce ¢ Barms jekap, ako NoyqYuTe TeKbK OOpHB, WM CHPOCK,
WM MeXypH (cuHIpoM Ha Stevens-Johnson win TokcuvHa emMIepMaiHa HEeKpoin3a).

e AKO YyBCTBaTe yMopa, cllaboCT, JIECHO CE 3aIbXBATe WIN aKO W3IIIekKnare 0eu (Thid KaTo
MOXeE J]a UIMaTe NO-HAChK XEMOMJIOOUH OT HOPMAJIHOTO, KOSTO € MHOTO YE€CTO).

e AKko MMaTe KbpPBEHE OT BEHIMTE, HOCA WIM yCcTaTa WM HIKaKBO KbPBEHE, KOSTO HE CTHpa,
YepBEHUKaBa WM PO30BA YpHHA, HEOUYaKBaHA KOHTY3Us (ThU KaTO MOXKE J]a IMATE T0-MaJjKo
TPOMOOIMTH OT HOPMAJIHOTO, KOETO € YeCTO).

e AKo mBIMTaTe BHE3AICH 3ayX, CHIHA 0O0JKa B IPHIHMS KOII WIM KAlUTHIA C KbPBaBH XPauKU
(reuecTo) (MOXKE 1a 03HAYABA HAJIMUKE HA KPbBEH ChCUPEK B KPHbBOHOCHUTE ChAOBE HA
Oenmure IpodoBe).

Hpyru Hexxenann edexrn Ha [TemeTrpexcen Accord Moxe 1a BKIIOUBAT:

Mmnoeo yecmu (modice 0a 3aceenam nogeue om 1 na 10 oywu)
Wudexmms
@apuHruT (Bb3MAJICHO I'bPIIO0)
Hucwk Opoli Ha HeyTpoWwIHUTE TPaHYJIONUTH (BHI OSIH KPhBHHU KICTKH)
Hucbk O6poii 6enm KpbBHH KIIETKU
Hucbk xemoriooun
Bornka, 3auepBsiBaHe, OTOK WM Bh3MAJICHAE HA YCTATA
3ary0a Ha aneTur
IToBprmIane
Huapus
lanene
Koxxen o0puB
JIromeHe Ha koxara
OTKIIOHEHNS B KPBBHUTE W3CJICJIBAHMS, OTYHUTAIIM HaMasieHa ObOpeuna QyHKIWsI
Ymopa (ymopsieMocT)
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Yecmu (mooice 0a 3acecnam 0o 1 na 10 oywu)

WHdexims Ha KpbBTa

[ToBuriieHa TenecHa TeMIepaTypa ¢ HUChK Opoli Ha HeyTpOWIHATE TpaHylIomMTH (BUI O€JM KPhBHH
KJIETKH)

Hucbk 6poit TpombormTu

AneprudHa peaxipst

3ary0a Ha TeJleCHU TEUHOCTH

ITpomsiHa Ha BKyca

VBpex1aHe Ha ABUraTEJIHATE HEPBH, KOETO MOXKE JIa PUUMHNA MYCKYJIHA cJlabocT U aTpodus
(orcrabBaHe ) OCHOBHO Ha PBLETE M KpakaTa

VBpexaHe Ha CETUBHUTE HEPBH, KOETO MOXKE Jla PUIMHU 3aryda Ha YyBCTBUTEIHOCT, apemia 0ojka
Y HecTaOwWIHA IOXOAKA

3aMasHOCT

Bb3nanenue wiv OTOK Ha KOHIOHKTHBATa (JMraBUIATA, KOSTO MOKPHBA BHTPEIIHATA OBBPXHOCT Ha
KJIeTauuTe U 0sj1aTa 4acT Ha OKOTO)

Cyxo oxo

Cpn3eHe Ha ouure

CyxoTa Ha KOHIOHKTHBaTa (JIMraBULATA, KOSITO MOKPHBA BHTPEIIHATA MOBBPXHOCT HA KJICTIAUYNTE U
0s1aTa 4acT HA OKOTO) M pOroBHIaTa (TPO3pavyHUST CJIOH Mpej Uprca W 3¢HUIATA)

OTOK Ha Kienavyure

Hapymienne Ha ounTe ChC CyX0Ta, ChI3€He, Ipa3HeHe Wi Oonka

CobpredHa HeJOCTATHYHOCT (CHCTOSHHE, KOETO 3aCsTa CIIaTa Ha M3TIOMIIBAHE HA ChPACYHUSI MYCKYI)
HemnpaswieH cbpAcyYeH pUTbM

Jlomo xpaHocMMIaHe

3anek

Bonka B kopema

UYepen apob: yBenMuaBaHe Ha KOJIMYECTBOTO HA XMMHYHHUTE BEILIECTBA B KPbBTA, IPOM3BEIEHU OT
YepHus poo

IloBmmena rmrMeHTanysa Ha KoXkaTa

CopOex 1o KokaTa

OOp¥B 1O TAIOTO, IPH KOWTO MEeTHATA NPWIMYAT Ha MUIICHA

3ary0a Ha Koca

KonprBHa Tpecka

3aryba Ha ObOpeyHa QyHKIS

Hamanena 660peuna (hyHKIps

[ToBumena TenecHa TeMnepaTypa

bonka

HatpynBane Ha TEYHOCT B T€NECHUTE THKaHH, IPHYMHABAILIO OTOK

Bonka B rppaHus koI

Bp3nanenvie u pa3s3BsBaHe HA JIMTABULIMTE HA XPAaHOCMWIATEJHUSA TPaKT

Heuecmu (mooice 0a 3acecnam oo 1 na 100 oywu)

Hamanen Opoii Ha yepBeHUTE KPHBHH KJIETKH, O€JIUTe KPbBHH KJICTKH U TPOMOOLIMTHTE
Ynap

Bun ynap, npu koiTo MO3bYHA apTepusl € 3amyIleHa

KpbBomsmus B uepena

CreHokapnus (6oska B TpbAHUA KOLLI, IPUYHMHEHA OT HAMAJICH IPUTOK Ha KPbB KbM CHPLETO)
Wudapkr

CrecHeHHe WM 3alylIBaHe HA KOPOHAPHUTE apTepHH

VY4ecTeH ChpeUeH pUTbM

HenocTaTpueH NpUToOK Ha KPbB KbM KpaHALITE

3anymBaHe Ha €iHa OT OeJI0IPOOHHUTE apTepHl

Bp3nanenve u cpacTBaHus Ha 0OBUBKAaTa Ha OenuTe 1po0oBe ¢ MpoOJIeMH B IUIIIAHETO
W3xoknaHe Ha sipkouepBeHa KPbB OT aHyca

KbpBeHe B XxpaHOCMWIATETHAS TPAKT

Upesna nepoparmst (pa3kbCBaHe)
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Bb3manenre Ha MraBuiaTa Ha XpaHOIMPOBOA

Bb3manenre Ha MraBuiiaTa Ha J1e0es0To YepBO, KOETO MOXKE J1a O'bJIe PUIPYKESHO OT YPEBHO WIH
PEKTaJHO KbpBeHE (HA0I0/1aBaHO CAMO B KOMOMHAIMS C IMCTUIATHH)

Bb3mnanenre, OTOK, 3a4epBsABaHE U €pO3Hs HA JIMTABUIIATA HA XPAHONPOBOA, TMPUIHHCHHA OT
ThYeTepanus

Bo3manenre Ha Oeymre Apo0OBE, MPUIUHEHO OT JThYCTEPAITHS

Peoxu (moarce 0a z3aceenam oo 1 na 1 000 0ywu)

PaspyiiaBaHe Ha YepBEHUTE KPbBHU KJICTKH

AHapuIaKTHIEH TIOK (TEXKa aJepruaHa peakims)

Br3manmurenHo 3a0onsaBaHe Ha YepHUS APoO

3auepBsBaHe HA KOXKaTa

Korxen 00puB, KOWTO ce MOsIBSIBA HABCSKBJIC B 00JTbYBaHA MPEIA TOBA 00JIACT

Mmnoeo pedxu (mooice 0a 3acecnam oo 1 na 10 000 wosexa)

Wnpexmm Ha Ko)KaTa U MEKHUTE ThKaHA

Cungpom Ha CTuBBHC-/[)KOHCHH (B TEKKa PeaKys Ha KOXKAaTa M JIMTABULIATE, KOSITO MOXKeE J1a Obe
’HMBOTO3aCTpallaBalia)

ToxcuuHa ermnepMalHa HeKpoIu3a (B TEXKKa KOXKHA PEeaKiys, KOATO MOXe Ja 0bJe
KMBOTO3aCTpallaBalia)

ABTONMYHHO 3a00MsIBaHe, KOETO NPUUIMHABA OOPHUBH M MEXYypH IO KOXKaTa Ha KpakaTa, pbleTe U
Kopema

Br3manenre Ha KokaTa, XapaKTEPHU3UpPAIIIO CE C HATMIUe Ha OynH (TOJIeMH MEXYpPH), M3ITBIIHEHH C
TEYHOCT

W3ThHIBaHE HA KOXKaTa, MEXYPH, €pO3UH 1 OEJIe3U 10 KoXKaTa

3auepBsiBaHe, 00JIKa ¥ OTOK IVIABHO IO JIOJHUTE KpaWHWUIM

Bp3nanenue Ha Ko)kaTa 1 OAKO)KHATA MAaCTHA ThKaH (TICEBIOLEITYIIHT )

Br3nanenue Ha koxaTa (aepMaTur)

Kokara cTaBa Bp3manena, ChpOsiia, 3a4uepBeHa, HalykaHa ¥ TparaBa

CwiHo ¢hpOSIIIH MeTHA

Heuseecmua wecmoma (vecmomama e modice 0a 6v0e OyeHeHa no HaIudHume OaHHIL)
®dopma Ha AuabeT, IbIDKaIla ce TIaBHO Ha 3a00isaBaHe Ha OBOpermre

3abonsgBaHe Ha OBOpeIMTe, BKIIOYBAIIIO 3arMBaHE HA €MUTEIHATE KIETKU, KOUTO 00pa3yBat
O0BbOpeuHUTE KaHATIeTa

Moxke Ja IMaT€ HAKOHU OT TC3U CUMIITOMHU WWII CHCTOSHUS. Tps{6Ba Jla KaKCTC Ha JICKaps CHU
BB3MOXXHO Hafl-CKOpO KOraTo 3aro4HeTe 1a nMaTe HIKOM OT TE31 HeXKEJIaH! e(beKTI/I.

AKO ce TPeBOXKHTE 32 HIKOSI OT HeXKEJIAHUTE PEaKIHH, MoroBopeTe ¢ Bamms nexap.

Cpho0maBaHe Ha HesKeJIAHU peaklMu

AKO TIOITy9UT€e HAKAKBH HEXKEJIAHM JICKAPCTBEHHU Peakimy, yBenoMere Bamms iekap, hapMarieBT win
MeJUIMHCKa cecTpa. ToBa BKIIFOUBAa BCHUKH Bb3MOXHH, HEOIMCAHU B Ta3U JIMCTOBKA HEXKEJIaHU
peaxiy. Mo)keTe ChIIo J]a ChOOIMTE HEXKEJaHU PeaKly JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 3a
chobuaBane, nocoueHa B [Ipmokenne V. Kato cbhol1aBaTe HeskelaHU peakiy, MOXETE /1a 1a/ieTe
CBOS IIPUHOC 3a TMOJTy4YaBaHe Ha MoBeve MHPOpMAIWI OTHOCHO 0€30MacHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBare IlemeTpekcen Accord

IIa CC€ CbXpaHsaABa Ha MACTO, HEAOCTBHIHO 3a JAC1a.

He mnon3Baiire ToBa 1ekapcTBO CIeI CPOKA HA TOTHOCT, OTOESI3aH BHPXY €THKETA U KapTOHeHATA
OIaKOBKa cnex ,,J omeH 10:*

a ce chxpansiBa pu Temnepatypa mog 25°C.
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Wndy3nonen paszreop: IIponykTsT TpsiOBa 1a ce m3nonsBa He3abaBHO. KoraTo e mpurorBeH KakTo e
TIOCOYEHO, € HaOII01aBaHa XUMUYHA ¥ (py3MYHA CTaOWIHOCT HA MH(Y3HOHHUS DPa3TBOp HA
neMeTpeKce1 3a 72 yaca Mpu cTaiiHa TeMreparypa.

He mnom3Baiite ToBa IeKapcTBO, aKO 3a0€Ie)KUTe HIKAKBH BHIUMH O€JIe3H Ha HApyIIaBaHe Ha
Ka4eCTBOTO HA MPOTYKTa.

Toa JICKapCTBO € CaMO 3a CAHOKpaTHa yrIOTpe6a. He PBXB’prHfIT@ JICKapCTBaTa B KaHaJIM3aluATa
Wi B KOHTCﬁHGp& 3a JoMaIlHu oTraabiy. [lonmraiire Bammmst (I)apMaLICBT KakK J1a 3XBBPJILITC
JICKapCTBaTa, KOMUTO BEYC HC U3IIOJI3BATE. Te3n MCPKH II€ CIIOMOIHaT 3a OIIa3BAHC HA OKOJIHATA Cpea.

6. ChabpxaHue HA ONMAKOBKATA U I0MbJIHUTEIHA WH opManus
Kakso cbabp:ka [lemerpexcen Accord

AKTHBHOTO BELIECTBO € eMeTpekcen. Eaun ml KoHIeHTpaT chabpika MeMeTPEKCE JUHATPHI
XEeMUIECHTaXUApaT, eKBUBAJICHTEH Ha 25 mg NeMeTpeKce]I.

Enun ¢nakon ¢ 4 ml koHIEHTpAT ChIabpKa MEMETPEKCE/T AMHATPUN XEMHUIICHTaXHAPAT, CKBUBAJICHTCH
Ha 100 mg memeTpekcen.

Envn ¢nakon ¢ 20 ml KOHIICHTPAT ChIBPKA IEMETPEKCE JUHATPHI XeMUMICHT aXUIPAT,.
exBuBasieHTeH Ha 500 mg meMeTpeKce.

Envn ¢raxon ¢ 34 ml koHIIEHTpaT ChIABpPKA TIEMETPEKCE JUHATPUA XEMHTICHTaXHpaT,
eKkBUBaJieHTeH Ha 850 mg neMeTpeKce .

Envna ¢naxon ¢ 40 ml KOHIIEHTpAT ChIBPXKA IEMETPEKCE ] JUHATPHI XeMUTICHT aXUIpaT,
exkBuBasienTeH Ha 1000 mg nemeTpexces.

Jlpyrure chCTaBKH Ca JIMMOHCHA KUCEJMHA, L-METHOHNH, MOHOTHOTITMIICPOJT, HATPHUEB XHIAPOKCHII,
XJIOPOBOIOPO/IHA KHUCEMHA (KOHIICHTPHpPAaHa) ¥ BOJA 33 MEDKCKIMK (BIDKTE TOUKA 2).

Kak u3raesxaa [Temerpexcen ACCOrd m KakBo ChIbp:Ka 0MaKOBKAaTa
ITemerpekcen Accord e KOHIICHTpaT 32 MHPY3HOHEH Pa3TBOp B CTHKJICH (uiakoH. Toii e mpo3paveH,

Oe31BeTeH 10 0J1eT0KBIT Pa3TBOP.

Besika onakoBka ITemerpekcen Accord ce cheron ot eaud (makos, cbabpxkamnt4 ml, 20 ml, 34 ml wm
40 ml xoHIEeHTpAT.

IIputeskares Ha pa3pe1lie HUETO 32 yoTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Wcnanma

IIpousBoauTe

Accord Healthcare Polska Sp.z o.0.,
ul. Lutomierska 50,95-200 Pabianice,
ITomma

LABORATORI FUNDACIO DAU
C/ C, 12-14 Pol. Ind. Zona Franca, Barcelona, 08040,
Wcnamma

3a gonbJHUTEHA MHPOPMAIS OTHOCHO TOBA JIEKapCTBO, MOJISI, CBBPIKETE C€ C JIOKATHUS
MpeICTaBUTEIl HA TIPUTEXKATEIS HAa Pa3pelIeHreTo 3a ynorpeda:
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AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL
/NO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.

Ten: +34 93 301 00 64

EL
Win Medica Pharmaceutical S.A.
Ten: +30 210 7488 821
Jara na nocJeaHo npepasrie:iane Ha gucrokara <{MM /T'TTT}>

Jpyrn n3rouyHH U HA MH (O pManus

[Monpobna mHbopMaIws 3a TOBAa JIeKapcTBO € Tpe/locTaBeHa Ha yeOcalita Ha EBpornieiickata arexys
o niekapcrBarta: http//www.ema.europa.eu

Iloco4yeHnara mo-goJ1y uHdopManus € npeIHa3HAYeHA CaMO 33 Me IMITUHCKA CIIe I AJIM CTH:

MucTpykinm 3a ynorpeba, padora U U3XBBPISTHE.

1.  Ilpunaraiire acenTuyHa TEXHHMKA [0 BPEME HA Pa3peskIaHEeTO HA MIEMETPEKCE]T 3a MPWIOKCHIE
KaTO MHTPaBeHO3HA MHQY3US.

2. Wzuucnere nosara u 6pos drakonn I[lemerpexcen Accord, kouro ca HeoOxoamu. DIakoHbT
ChJIbrKa M3JMIIBK IEMETPEKCEI, 3a 1a CE OCUTYPH JOCTaBSHETO Ha ONPEJIEICHOTO HA €THKETa
KOJIMYECTBO.

3. HeobxomumusaT 06eM OT pa3TBOpa remeTpekce 1 TpsioBa na 6be paspeaerc 9 mg/ml (0,9 %)

MIKEKIIMOHEH Pa3TBOpP HAa HATPHUEB XJIOPHI O€3 KOHCEPBAHT, 10 moydaBane Ha ooem ot 100 ml
Y TIPWIOKEH KaTO MHTPaBeHo3HA WH(pY3ms 3a Haj 10 MuHyTH.

4. [TpuroTBeHUAT cHOpes yKa3aHMATA Pa3TBOp 3a MHPY3UH HA MEMETPEKCEe]] € CbBMECTHM ChC
CaKOBE M CUCTEMH OT MOJIMBUHWI XJIopua 1 nonmonedus. [lemeTpekcer € HECHBMECTHM C
pa3peauTelty, ChIbpKaly Kaalui, BKIIOYUTEIHO MIKEKIMOHEH pa3TBop Ha Pumrep n
MIKEKIMOHEH pa3TBOp Ha PuHrep nakrar.

S. JlekapcTBeHHTE NPOYKTH 32 MAPEHTEepasiHa ynoTpeda TpsaOBa ga O'b1aT MHCIIEKTUPAHN
BU3YaJHO 32 YaCTHIM M IPOMSTHA Ha IBeTa rpeau ynorpeba. Jla He ce ynorpeOsiBa Npy HaIM4IHe
HA YaCTHIM.

6. PasTBopure Ha meMeTpekce 1 ca caMmo 3a eJHOKpaTHa ynorpeba. HemsnomsBaHusT gekapcTBeH

NPOAYKT WM OTTAAbYHUTE MaTepHai OT HEro TpsiOBa Ja ce M3XBBPIAT B CHOTBETCTBUE C
MECTHUTE U3UCKBAHUA.

CbxpaHne Hue

Jokazana e XuMu4aHa U QU3UYHA CTaOWTHOCT MpH yroTpeba Ha MHPY3UOHHKS Pa3TBOp A0 72 Haca
npu Temrnepatypa ot 20°C 10 25°C. OT MUKpOOHONIOrMYHA TJIeIHA TOYKA, POJIYKTHT TPsIOBa /1a ce
WBIIOJI3BA Be/IHAra. AKO He O'bJie MBMION3BaH BeJIHATA, IEPUOBT HA MBIIOJ3BAHE M YCJIOBHUATA 32
ChXpaHCHUE TIPe/IU yIoTpeda ca OTTOBOPHOCT HA MOTPeOUTEIIst U OOUKHOBEHO He TpsOBa Ja
HaIXBBPIAT 24 yaca mpu Temrepatypa ot 2 10 8°C, 0CBeH ako pa3pexkIaHeTo € U3BbPIICHO TPH
KOHTPOJIMPAHH | BAJIIIMPAHA ACETITUYHU YCIIOBUS.

IIpuroTBsine U NpeayNpe:KIeHUs MPH MPHJIOKe HUE
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[TonoOHO Ha ApyrUTe MOTEHIMAIHO TOKCUYHU MPOTHUBOTYMYPHH CPEACTBa, 00PABEHETO U
NPUrOTBSIHETO Ha MH(Y3MOHHUSA pa3TBOp Ha MeMeTpeKce TpsaOBa 1a cTaBa BHUMaTesHo. [IpenopbuBa
Cce Jla ce M3MO0M3BaT PhKAaBULIM. AKO pa3TBOPBT Ha IEMETPEKCE] NIONAJHE BbPXY KOXKaTa, U3MUNTE
KO)KaTa BeJHara M HaIlbJIHO_ChC CallyH U BOa. AKO pa3TBOPBT Ha IEMETPEKCE]] MONAHE BEPXY
JWraBHIA, poMHuiTe oOwIHO ¢ Boza. [lemeTrpekcen He npuanHiBa Mexypu. Hsama criemmduaen
AHTHIOT IIPU €KCTpaBa3alysd Ha leMeTpekce . JJokiaaBany ca HIKOJIKO ClIydas Ha €KCTpaBa3alys Ha
MIEMETPEKCET, KOUTO HE Ca OLIEHEHH KaTO CEpHO3HU OT m3cieqoBaTerd. ExcTpaBazammsita TpsaOBa na
ObJle KylMpaHa CIope]l MECTHaTa CTaHIAPTHA MPaKTUKA, KAKTO IIPU JPYrUTe HEBE3UKaHTH.
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JlucToBKA: HH(pOPMALUSA 32 MOTPeOUTE IS

IMemeTpexcen Accord 100 mg mpax 3a KOHIEHTPAT 3a HH(PY3HOHEH Pa3TBOP

IMemetpexcen Accord 500 mg mpax 3a KOHIIEHTPAT 32 HH(Y3UOHEH Pa3TBOP

IMemeTpexcen Accord 1000 mg mpax 3a KOHIEHTPAT 3a HHPY3HOHEH Pa3TBOP
nemeTtpekce (pemetrexed)

IMpoyeTeTe BHUMATEIHO HSJIATA JIMCTOBKA, MIPe/IH 12 3al0YHETeE 12 N3M0J13BaTe TOBA

JIeKapCTBO, Thil KaTO TS ChAbP:Ka BazkHa 32 Bac nundopmanusn

- 3amazeTe Ta3uMcTOBKa. MOXKe J1a 1a Ce HAJIOXKH J1a S TIPOUETETE OTHOBO.

- AKO MMaTe HIKaKBH JIOMBJIHATEITHA BBIPOCH, TormraiTe Banms nekap, hapManeBT win
MEIUIMHCKA CeCTpa.

- Toga nekapcTBO € npeanucano JudHo Ha Bac. He ro npeorcThiBaiire Ha 1pyru xopa. To Mmoxe
Jla M HaBpeIH, HE3aBUCUMO Y€ TIPU3HAIMTE Ha TAXHOTO 3a00JsIBaHE ca ChIIMTE KaTo Bammre.

- AKO Moy4YuTe HIKaKBY HEXKeJIaHW Peakiy, yBeaoMmeTe Bammst ekap, hapmaneBT win
MeJIMIIMHCKA cecTpa. ToBa BKIIFOUBA U BCHMKH Bh3MOXKHU HEXKEJIAHM PEaKIy, HEOIMCAHH B
Ta3u JUCTOBKA. Brwkre Touka 4.

KaksBo CbAbPKA Ta3u JIMCTOBKA

Kakso npecrasisisa [Temetpekcen AcCord v3a KakBo ce M3I0I3Ba
KakBo Tpsi0Ba j1a 3HaeTe, npeau 1a mnonsBate [lemerpexcen Accord
Kak na mnomsare [Temerpekcen Accord

BBb3MOXXHM HEKENaHU peakLn

Kak na cexpansiate ITemertpexcen Accord

ChabpKaHie HA OMAKOBKATA M AOIBJIHATEIIHA MHPOPM ALIHsT

O NA~WNE

1.  Kaxso npeacrasiassa [lemerpexcen AcCord u 3a KakBoO ce U3M0J13Ba
ITemerpekcen Accord e lekapcTBEH MPOIYKT, M3ION3BAH 3a JICUCHHE HA PaK.

[Temerpexcen Accord ce npwiara B KOMOMHAIMS C IMCIVIATHH — JIPYT MPOTUBOPAKOB JICKAPCTBEH
MPOIYKT, KAaTO JICUEHHE 3a 37I0KaYECTBEH ITIEBPAJICH ME30TEIHNOM — (popMa Ha pak, KOHTO 3acsira
oOBHBKaTa Ha Oemwst 1po0, HAa TIAIMEHTH, KOMTO HE Ca MOJIy9aBalii MMPeIn TOBA XUMHOTEpaTIHs.

ITemerpexcen Accord chIno ce mpuiara B KOMOMHALWS C IWMCIUIATHH 32 ITbPBOHAYAIHO JICUCHHUE
Ha MAIMEHTH C HATpeHAJI CTauii Ha OeloapoOeH pax.

ITemerpekcen Accord moske 1a Bu Ob1e mpeamicaH, ako umate 60e01podeH pak B HaIpe THAI
CTaJuii 1 aKo 3a00JsBaHeTO BU ce MOBIMsIBa OT JICUEHUETO WIHM aKO TO OCTaBa B 3HAYUTEITHA
CTETeH HEMPOMEHEHO CJIe]T ITbPBOHAYAIHATA XM HOTEPAIIHSL.

ITemerpekcen Accord chIiio € JeueHHe 3a MAIMEHTH ¢ 0eJIoAPOOeH pak B HaMpeaHaa ¢asa, npu
KOUTO 3a00JIBaHETO MPOTrpecupa, Cie]] KaTo € Omia M3NoI3BaHa Jpyra HaualiHa XUMHUOTEPaTys .

2. KakBo TpsoBa 1a 3HaeTe, mpeau 1a udnoasBare Ilemerpexcen Accord

He u3nomsBaiitellemeTpexcen Accord

- aKO CT€ aJIeprMYHU KbM NIEMETPEKCET WIH HAKOS OT OCTAHAJINTE ChCTABKHU HA TOBA JIEKAPCTBO
(m30poeHu B TOUKA 6).

- aKo KbpMHTE; TPsIOBA 1A MPEYCTaHOBUTE KbPMEHETO M0 BpeMe Ha jieuenue ¢ [lemerpekcen
Accord.

- aKo ckopo Bu e HanpaBeHa Wi ckopo 1ie Bu ce mpaBu BaKCHHa cpelry XKbJTa Tpecka.

74



IpeaynpeskaeHus: 4 Npeana3sHu Me pKH
I'oBopete ¢ Bammst siekap, 6omundeH GapManeBT WM MEIMIMHCKA CECTpa, PEH /1A H3MOI3BaTe
ITemerpexcen Accord.

AKO UMaTe WK CTE€ UMaJIH IPOOJIEMH C OBOpETUTe, IOrOBOPeTe C JeKaps WM OOTHAYHHASL
(bapMmaleBT, Thil KATO € BB3MOXKHO J1a He MOXKeTe J1a noiydaBaTe [lemetpekcen Accord.

[Tpenu Besika uady3mst 1mie Bu ce B3emMaT KpbBHU MPOOH 32 MPETICHKA J1aJIv Ca 32 10BOJIHT CJTHA
O0bOpeyHaTa 1 YepHOIPOOHa (PYHKIMK W J1a ce TPOBEPH JIalId IMATE JOCTATHYHO KPhBHHU KIICTKH, 32
na nomyuaure [Temerpekcen Accord. JIekapsat Moxke J1a peliv AaJiH J1a POMEHH J103aTa Wi Ja OTJI0KH
JICYECHHUECTO, B 3aBUCUMOCT OT 06H_IOTO Bu cpcTosHME M aKO 6p05IT Ha KPbBHUTE KIICTKU € TBBPAC
HHUCHK. AKO TIOJTydaBaTe ChINO IMCITIATHH, BalmvsaT jekap e ce yBepH, ue CTe XHIpaTUpaH
MPaBWIHO M CTE TIOMYYIUTH TOIXO/SIIO JICUCHHE 32 MPO(IIAKTUKA HA MOBPBHIIAHETO NPEI U CIIe]T
NoJTy4aBaHe Ha IMCIUIATHH.

AKO cTe OWH MoIoKEeH! Ha W By nipeicTon ibueTepanmsi, MoJisl KaxkeTe Ha Bamms nekap, Thi
KaTo npu npwiarane Ha [lemeTpexcen ACCOrd Moke /1a IMa paHHA WA KbCHA PAJHALMOHHA PEaKIHs.

AKO CKOpO CT€ BAaKCHHUPaHH, MOJIS Ka)keTe Ha Bammst ekap, Thil KaTo TOBa MOXKE J1a OKaXe JIOIIO
BIIMSIHUE TIpH npruiarade Ha [lemerpexcen Accord.

AKo nmate cbpieyHO 3a00MsIBaHe WIM UIMATe UCTOPHS HAa ChPACYHO 3a00IsBaHe, MOJIS, yBEZIOMETE
Banms nekap.

AKo nMaTe HaTpyIBaHE HAa TEYHOCT OKOJIO Oeure 1podoBe, IEKapsAT MOXKE 1a PEILH 1a OTCTPaHU
TeyHoCcTTa mpeu Aa Bu nane [Memerpekcen Accord.

Jlena v roHO K
ToBa nexkapcTBO He TPsIOBa J1a ce M3MO3BA MPH JeIA WK IOHOIIH, 3aI0TO HIMa OIUT C TOBA
JIEKapCTBO NP JIeTia ¥ FOHOIIX Tox 18-ToxmiHa BB3pacT.

Jpyru sekapcrsa u Ilemerpexcen Accord

Tps6Ba na kaxkete Ha Banmist nexap, ako npueMaTte HIKaKBHU JIEKapcTBa MPOTHB OOJIKa WITH
Bb3MajeHe (OTOK), HATPUMEP JICKApCTBEHU NPOIYKTH HAPHYAHH ,,HECTEPOUTHI
NPOTHBOBB3NAIMTENHN JiekapcTBeHU npoaykty” (HITBJIIT), BkmrounTeHO 1 1eKapcTBEHH POYKTH,
3aKyneHn 0e3 nexapcko npeamicanue (kato uoynpogpen). Mma muoro Bunose HCIIBJIII ¢ paznmana
TPOJIBJDKUTEITHOCT Ha AeiicTBHe. B 3aBUCMMOCT OT TaHMpanus JieH 3a uady3must Ha [lemeTrpekcen
Accord wwin oT ¢hCTOSHHETO Ha ObOpeyHaTa (PYHKIMS € HeOOXOAMMO JIeKapsT 1a Bu mochBeTBa KOU
JIEKapCTBEHHU TIPOYKTH MOKETE J]a pHeMaTe U KOra MOXKETE J1a TH B3eMaTe. AKO HE CT€ CUTYpPHHU,
normraiire Bamms nekap win gapmanest, nan Hikoe ot Bammre nexapctsa e HCITBJIIL.

Wnpopmupaiire Bamms nekap, ako mpreMare JeKapcTBa, HAPSUSHH HHXHOUTOPH Ha TMPOTOHHATA
noMra (OMenpasol, €30Memnpasoll, JaH30Mpa30il, TaHTONpa3ol M padenpas3on), M3NOI3BaHA 3a
JieUeHHE HA KHUCEJIMHU M KUCEJIMHHA perypruraimsi (BpbIUaHe Ha CTOMAIIHO ChIBPKUMO B
XPaHOMPOBO/IA WIN yCTATa).

Tps6Ba na kakere Ha Banmst nexap wim OonHM4eH GapMalieBT, ako MPUEMAaTe WK HACKOPO CTe
HprieMaJIi IPYTH JICKapcTBa, BKIIOYUTEIIHO U TAKKMBA, OTITyCKaHu 0e3 perernra.

Bbpemennoct

Axo cte OpeMeHHa WM CMsITaTe, Y€ MOXKE /1a cTe OpeMEeHHA WIH IUTAaHUpaTe OpPeMEHHOCT,
riochBeTBaiTe ce ¢ Banmis nexap wim ¢apMarieBT npeau ynorpedara Ha TOBa JEKapCTBO.
VYrorpebara Ha [Temetpekcea Accord TpsibBa 1a ce u3bsrBa 1o BpeMe Ha OpeMeHHOCT. JIekapst Bu
e 00chau ¢ Bac Bb3MokHus puck ot npueM Ha [lemeTtpekcen Accord o BpeMe Ha OpeMeHHOCT.
XKennre TpsOBa 1a M3N0OM3BAT €(EeKTHBHA KOHTpAlleIIys 0 BpeMe Ha Jieduenue ¢ [lemeTpekcen
Accord 1 B poabiDKeHHe Ha 6 Mecena Clie/1 MojTydaBaHe Ha TocJieTHATA J03a.
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KbpmeHne
Axo kbppmure, uHpopmupaiire Bamms nexap.
KbpMeHeTo TpsiOBa 1a O'b/1e MpeyCTaHOBEHO N0 BpeMe Ha sieueHue ¢ [lemerpekcen Accord.

@ epTUHINTET

MpoxeTe ce ChbBETBAT Ja He CTaBaT Oally [0 BpeMe Ha JICYCHHETO M 3 MECela CJIeI JICUSHUETO C
ITemerpexcen Accord n3aToBa TpsiOBa Ja M3MOI3BAT €(heKTHBHA KOHTPALICTIMS 110 BpeMe Ha
neuenreto ¢ [lemerpexcen Accord n 1o 3 Mecera cies ToBa. AKO IMaTe JKeJlaHHe J1a CTaHeTe Oarma
TI0 BpeMe Ha JICUEHUETO WIM JI0 IIECT Mecelia clie]l oTyyaBaHe Ha JIeUEHUe, IOTbPCETE ChbBET OT
Bamms nexap win dapmanet. [TemeTpekcen Accord Moke J1a MoBiMsie Ha criocoOHocTTa Bu 11a
nMare zema. ['oBopere ¢ Bammis jekap, 3a Ja HOThPCUTE CHBET OTHOCHO ChXpaHEHHE Ha criepMa
TIPE/TU J1a 3aTI0YHETE JIeYSHHE.

T opupane u pabora ¢ MAIIMHHA
[TemeTpekcen Accord moxe na BuHakapa f1a ce uyBcTBaTe yMOpeHH. bbieTe BHUIMATEIHH, KOraTo
KapaTe KoJia Wik paboTuTe ¢ MalliHL

IMemeTrpexcen Accord cbabp:ka HATPHil

IMemerpekcen Accord 100 mg cbabpka mo-majako or 1 mmol watpuii (23 mQ) HaTpuii Ha (UIaKoH, T.€.
MOXe J1a ce Kake, Y€ MPAKTHIECKH He ChbPKa HATPHI.

[MemeTpekcen Accord 500 mg chabpka 54 mg HaTpHii (OCHOBHA CHhCTaBKa HA TOTBapCcKaTa/Tpare3Hara
COJ) BBB BCEKH (TakoH. ToBa KOIMMYIECTBO € €KBUBAJICHTHO Ha 2,7 % OT MPenopbYUT eITHAS
MaKCUMaJIeH THEBEH XPaHUTEJICH MPHeM Ha HATPHil 33 Bb3PacTEeH.

ITemerpekcen Accord 1000 mg chabpxka 108 mg HaTpuit (OCHOBHA ChCTaBKa Ha
roTBapcKaTa/Tpane3Hara coi) BbB Bceku (iakoH. ToBa KOIMYECTBO € €KBUBAJICHTHO Ha 5,4% oT
MPETIOPBYUTEHUS MaKCUMAaJICH THEBEH XPAHUTEJIEH NIPUEM Ha HATPHil 3a Bb3pacTeH.

3. Kak na usnoszBare IlemeTpekcen Accord

Bunaru mwsnonsBaiite TOBa JieKapcTBO TOUHO KakTo Bu e kazan Banmst nexap wm ¢gapmarieBT. Ako
HE CTE CUT'YpHHU B Helllo, normraiire Bamms nekap wim gapManesT.

[MpenoprumrenHata no3a Ha [lemeTpekcen Accord e 500 MirpamMa Ha BCEKH KBaApaTeH METHP OT
TeJIeCHAaTa MOBBbPXHOCT. Mi3MepeHy ca BUCOYMHATA U TEJIECHOTO TEIJIO 32 U3UMCIIIBAHE HA TEJICCHATA
MOBBPXHOCT Ha Ts10TO Bu. Bammsit nexap 1me m3nonasBa Tas3u TENECHa NOBBPXHOCT, 3a J1a U3UHCIIH
npaBWwIHaTa a03a 3a Bac. Ta3u 1o3a Mmoxe 1a 0b/1e afanTupaHa Wik JIeYEHASTO MOXKE Ja C€ OTIIOXKHU B
3aBUCHUMOCT OT Oposi Ha KpbBHUTE B KileTky, 1 oT 06moTo Bu cherosiaume. [Ipeau npunarane
OonHMdeH (papMalieBT, MEIMIMHCKA CecTpa Wi Jiekap 1ie cMecu rpaxa I[lemerpekcen Accord ¢
MHKEKIMOHEH pa3TBop Ha HaTpreB xiopun 9 mg/ml (0,9 %).

Bunaru mie nonyuaBate ITemerpekcen Accord kaTo undysus B eHa ot Benure. MHpy3usTa e
TPOABJDKH TPHOIM3UTEIHO 10 MUHYTH.

Korato [Temerpekcen Accord ce m3non3Ba B KOMOMHAIMS C IMCTUIATUH:

Jlexapsat wim OOMHUYHKAT (hapMareBT e M3YUCIEIT J103aTa, OT KOSTO ce HyXnacTe, Ha 6a3a Bammre
BHCOYHHA U Teryio. [{ucrmiaTul chIno ce npwiara upe3 uHQY3Us B €JTHA OT BCHUTE, U CC JaBa
npubmmsurenHo 30 MUHYTH clie/1 3aBbpiiBaHe Ha uHby3usiTa ¢ [Tlemerpekcen Accord. Mudyswmsra ¢
IMCIVIATHH IIe MPOIBIDKKA TPHOJIMBUTEIHO 2 Yaca.

Bue oOukHOBeHO 1Iie momyyaBate UH(Y3Hs BEIHBK HA 3 CEMMUIIM.
JlonbJIHUTENTHN JIEKapCTBEHH MPOAYKTHU:
Koprukocrepounu: Bammsit nekap me Bu HazHaum crepounnn TabaeTKH (€KBUBAJICHTHU Ha

4 MUWIArpaMa I€KCaMeETa30H ABa ITbTH I[HCBHO), n e Tp$[6Ba Jla ' B3EMaTC B ICHA IPS/IH, B ICHA Ha
n ACHA CJICA JICUCHUC C HCMCTpCKCC}I Accord. Tosu JICKapCTBCH IIPOAYKT CC Ha3HA4YaBa, 3a Aa CC
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HaMaJIM 4C€CTOTAaTa U TCIKCCTTA HA KOKHUTC PCAKIMKU, KOUTO MOXKC J1a UMATC, [0 BpEMC Ha
IPOTUBOTYMOPHOTO JICUCHHC.

Buramunaan no6aBku: BammsT siekap e Bu HazHauwm nepopaino (onmeBa KrcesmHa (BUTAMVH) HITH
MYITHBHTaMUH, ChIbpxa GommeBa kucemmra (350 mo 1 000 mukporpama), KoaTo me TpsoBa 1a
B3eMaTe BEHBK JHEBHO, T0KaTO nomydaBate [lemerpekcen Accord. TpsOBa 1a B3emaTe MoHe 5 103H,
0 BpeMe Ha ceJleMTe THU Ipeiu bpBata no3a [lemetpekcen Accord. Ille TpsiOBa 1a mpoabinKuUTe 18
B3emare (onmeBa KucesMHa B PpOIbJbKeHne Ha 21 1HM, cien nocnenHaTa no3a [lemerpekcen Accord.
Coiro e Bu Hampassit ukekims ¢ Buramud By, (1 000 Mukporpama) B ceIMuIaTa, mpeau
npwiokenre Ha [Temerpexcen Accord u ciies1 ToBa MPUOJIMBUTEIIHO HA BCEKU 9 ce MU
(cvorBeTCTBaILO Ha 3 Kypca Jieuenue ¢ [lemerpekcen Accord). Buramun By, u honmeBa kucemisa Bu
ce J1aBaT 3a HaMaJIsIBaHE HA BH3MOXKHATE TOKCUIHH €(DeKTH Ha TPOTHBOTYMOPHOTO JICUCHHE.

AXo MMaTe HIKaKBHU JOITBJIHUATEIHN BBIPOCH, CBBP3aHU C yNOTpedaTa Ha TOBa JIEKapCTBO, ONUTaiiTe
Bamms nexap win dapmanesT.

4, Bb3MOXKHM HexkeJTaHU Pe aK MU

Kaxro Bcruku JICKapCTBa, TOBA JICKAPCTBO MOXC ad NPCAN3BUKA HCIKCJIAHU PCAKIMK, BBIIPECKH Y€ HE
BCCKH I'l TI0JTy1aBa.

TpsiOBa He3a0aBHO J1a Ce CBBPIKETE C JIeKaps CH, aKO 3a0€JIeHTE HEIlO OT CJIeTHOTO:

e Tpecka Wi uHpeKIws (CHOTBETHO, 4ECTO HIA MHOTO Y€CTO): aKO uMate Temreparypa 38°C
WIN TIOBEeYE, M3TOTSABaHe WIHM APYTY NPU3HAIM HA MHPEKIWMs (THI KaTO MOXKE Ja IMaTe To-
MaJiko OeM KpbBHU KJIETKH, B CPAaBHEHHE C HOPMAITHOTO, KOSTO € MHOTO 4ecTo). MHpekmmsita
(cemcuc) MOXKe J1a € TeKKa 1 O MOTJia ia IPUIUHA CMBPT.

e AKo 3amoyHeTe J1a YyBCTBaTe O0JIKa B rbpUTE (Y€CTO) WM UMATE YCKOPEHa Chp/ieyHa
yecToTa (HeuecTo).

e Axo umare 0oJKa, 3a4epBsBaHe, OTOIM WIH S3BU B ycTaTa (MHOTO YECTO).

e AJCpruuHM peakiyu: ako pa3BUETE KOXKEeH OOpHB (MHOTO YecTO) / 9yBCTBO 32 TIAPEHE WK
Oorkane (dyecto) WM Tpecka (decto). Koxxaure peakimu psiiko MoraT Ja Ob1aT TEXKKU U 12
npuauHAT cMBpT. CBBpIKeTE ce ¢ Bammis gexap, ako NoimyqyuTe TeKbK OOpHB, IWIH CHPOEK,
WM MexypH (CHHIpoM Ha Stevens-Johnson mwim TOKCHYHA enuaepMaliHa HEKpO3a).

e AKxo 4yBCTBaTe yMopa, CIadOCT, JIECHO CE 3aIhbXBaTe WIHM aKO M3IJIeKAaTe Oyienu (Thi KaTo
MOXE J1a IMaTe MO-HUCHK XEMOIJIOOMH OT HOPMAJIHOTO, KOETO € MHOTO YECTO).

e AKo MMaTe KbpPBEHE OT BEHIMTE, HOCA WIN yCTaTa WM HIKaKBO KbPBEHE, KOETO He CIIHpa,
YepBEHNKABAa WIM PO30BA YPHHA, HEOUYAKBAaHA KOHTY3Us (ThI KaTO MOXKE J]a UIMATE TMO-MaJIKO
TPOMOOIMTH OT HOPMAJTHOTO, KOETO € YECTO).

e AKxo mBNMTaTE BHE3AICH 3a/1yX, CWIHA OOJIKa B TPHIHUS KOII WK KAIUIAIA C KbPBAaBU XPauKU
(reuecTo) (MOXeE /1a O3HAYaBa HAJMYUE HA KPhBEH ChCUPEK B KPhBOHOCHHUTE ChIOBE Ha
Oenmure apoOoOBE).

Hpyru Hexxenann edexru Ha [Temerpekcen Accord Mmoxe Jja BKIIIOUBAT:

Mnoeo wecmu (mosice 0a 3acecnam nogseve om I na 10 oywiu)
Wndexmst
®apuHruT (BH3MNAJICHO I'HPIIO)
Hucbk Opoii Ha HeyTpodwHMTE TpaHyJIOIMTH (BHI OEIN KPhBHU KIIETKH)
Hucbk Opoii 6 KpbBHU KIIETKU
Hucbk xemoriodun
Bornka, 3auepBsiBaHe, OTOK WM BB3MAJICHUE HA yCTaTa
3ary0a Ha aneTur
[ToBpriane
Huapus
TI'anene
Koxen o0puB
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JIromene Ha KOKaTa
OTKIIOHEHUS B KPHBHUTE M3CJIEABAHMSI, OTUHUTAIIM HaMajieHa ObOpednHa (QyHKIwsI
Ymopa (yMopsieMocT)

Yecmu (moawce 0a 3acecnam 0o 1 na 10 oywiu)

Wndexumst Ha KpbBTa

[loBuieHa TenecHa TeMIepaTypa ¢ HICHK Opoii Ha HEYTPOQWIHUTE TpaHyJIouuTH (BUI O€iv KpbBHH
KJIETKH)

Hucbk 6poii TpomboImTu

AnepriuyHa peakiys

3ary0a Ha TeJIECHA TEYHOCTH

IIpomsiHa Ha BKyca

YBpekaaHe Ha JBUTATEIIHUTE HEPBH, KOSTO MOXKE J1a MPUIUHA MYCKYJIHA C1a00CT M aTpodust
(oTcnabBaHe) OCHOBHO Ha PHIIETE M KpaKaTa

VBpex/1aHe Ha CETUBHUTE HEPBH, KOETO MOKE Jla MPUYMHU 3aryda Ha 4yBCTBUTEJIHOCT, Napela Oomka
U HecTaOWIHA OXOKa

3amMastHoCT

Bb3manenre wiv 0TOK Ha KOHIOHKTHBATa (JIMraBUIATA, KOSTO MOKPHBA BBTPEIIHATA TIOBBPXHOCT Ha
KJIEeTayuTe U 0s1aTa 4acT Ha OKOTO)

Cyxo oko

Cpbi3eHe Ha oyuTe

CyxoTa Ha KOHIOHKTHBaTa (JMraBUIATa, KOSTO MOKPHBA BBHTPEIIHATA MOBBPXHOCT HA KIIETIAYUTE U
0s1aTa YacT HA OKOTO) M pOroBHIaTa (TIpo3pavyHUsT CJIOW Mpej] Uprca W 3CHUIATA)

OTOK Ha KJIenauure

Hapymienne Ha oumTe ChC CyX0Ta, ChII3EHE, Ipa3HeHe WHITH OONKa

CppreyHa HEJOCTATHYHOCT (ChCTOSHHE, KOETO 3acsira CWIaTa Ha M3MOMIIBAaHE HAa ChPICYHHSI MYCKYJ)
Hemnpasuien cbpaeyeH purbM

Jlomo xpaHOCMMIaHe

3arnex

Bboinka B kopema

UYepen apod: yBenmuaBaHe Ha KOJMMIECTBOTO HA XUMHUYHHATE BEILECTBA B KPHBTA, IPOM3BEICHN OT
YepHUs Ipod

[ToBuiieHa TMrMeHTaIMs Ha KoXKaTa

CwpOesk 1o KokaTa

OOpUB MO TSIIOTO, IPY KOMTO METHATA MPIWIMYAT HA MHUIIIEHA

3ary0a Ha Koca

KonpusHa Tpecka

3ary0a Ha ObOpeuHa QyHKIWS

Hamanena 060peduna (hyHKIps

[ToBriieHa TenecHa TemMmeparypa

bonka

HaTpyrBane Ha TE€YHOCT B TEJNECHUTE ThKAHHU, IPUIMHIBAIIO OTOK

Bornka B rppiHMsa KOLI

Br3manenrie u pa3sa3BsBaHe HA JIMTABULATE HA XPAaHOCMWIATEIHHS TPAKT

Heuwecmu (mooce 0a 3acecnam oo 1 na 100 0ywu)

Hamanen Opoii Ha yepBeHUTE KPbBHH KJIETKH, O€JIuTe KPbBHU KJIETKH U TPOMOOLMTHTE
Ynap

Bun ynap, npu KoiMTo MO3bYHA apTepus € 3amyeHa

KpbBomsnus B uepena

Crenokapaus (00JKa B TPhIHMS KOIIL, TIPUYMHEHA OT HAMAJICH MPUTOK Ha KPbB KbM CHPLETO)
Wndapkr

CrecHeHMe WM 3allyllIBaHE HA KOPOHAPHUTE apTepHUu

VY4ecTeH cbpaedeH pUrbM

HenocraTbpueH npurok Ha KpbB KbM KpalHULIMTE

3anymBaHe Ha eHa OT 0eJI0apOoOHUTE apTepun

Br3manenre u cpacTBaHus Ha 0OOBHMBKaTa Ha Oenmre 1po0oBe ¢ MpoOJIeMH B TAIIIAHETO
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W3xoknane Ha sipKovYepBeHa KPbB OT aHyca

KbpBeHe B XpaHOCMWIATEIHAS TPAKT

UpesHa nepdopaims (pa3kbCBaHe)

Bb3nanenre Ha JIMraBuiaTa Ha XpaHOMPOBOIA

Br3manenre Ha IMraBuiaTa Ha Ae0€0TO YePBO, KOETO MOXKE J1a O0'b/1€ TPHAPYKEHO OT YPEBHO WITH
PEKTaITHO KbpBEHE (HAOFOTaBaHO CaMO B KOMOMHAIWS C IUCTUIATHH)

Bw3manenre, 0TOK, 3a4epBsABaHe M €pO3Ws HA JIMTABHIIATA HA XPaHOIPOBO/A, MPUIUHEHA OT
JThYETEpaTms

Bw3nanenre Ha Oenure Apo0OBe, MPHUMHCHO OT JIbUeTeparisl

Peoxu (mooice 0a 3aceenam 0o 1 na 1 000 oywu)

PaspymmaBaHe Ha YepBEHUTE KPHBHU KJICTKH

AHapumakTHIEeH TIOK (TeXKa aJepruiHa peakims)

Bp3nanurenHo 3abonsBaHe Ha YepHUS TIPpod

3ayepBsBaHe HA KOXKaTa

Korken 00prB, KOHTO ce MosiBsIBA HABCSKB/IE€ B 00JTbYBAHA MPEIA TOBA 00JIACT

Mnoeo pedxu (mooxce 0a 3acecnam do 1 na 10 000 vosexa)

Wubeximm Ha Ko)KaTa M MEKUTE ThKaHA

Cungpom Ha CTuBBHC-/[XKOHCHH (B TEKKa peaKiys Ha KO)KaTa U JIMTABHUIMTE, KOATO MOXe /1a Obe
JKMBOTO3aCTpaIlaBalia)

TokcuuHa ermnepMaHa HeKpomm3a (BHI TEKKa KOKHA PEaKIyst, KOATO MOXe Ja Obie
YKMBOTO3aCTpallaBaIla)

ABTOMMYHHO 3a00JIsIBaHe, KOSTO MPUYMHABA OOPHBH M MEXYpH IO KOKaTa Ha Kpakata, pblieTe U
KopeMa

Br3nanenre Ha KokaTa, XapaKTEepH3UPaIlo Ce ¢ HAIMIUE Ha Oy (ToleMu MeXypH), M3ITbIIHEHH C
TEYHOCT

W3rpHABaHe HA KOXKaTa, MEXYPH, €pO3UH B OEJIe3HU 10 KoXKaTa

3auepBsBaHe, 00JIKa U OTOK TJIABHO TIO JTOJTHUTE KpaWHWIA

Br3manenre Ha KokaTa M TIOAKO)KHATA MACTHA ThKaH (TICEBIOLCITYIINT)

Br3nanenre Ha koxkaTa (IepMaTur)

Korkara cTaBa Bb3majieHa, ChpOsiiiia, 3a4epBeHa, HallyKaHa U rparnaBa

CuHo chpOsIIy NeTHA

Heussecmna yecmoma': wecmomama e modice 0a 6v0e oyeHena no HamdHume OaHHu
®dopma Ha AuaberT, AbJDKalla ce TTIaBHO Ha 3a00MsABaHe Ha ObOpermre

3abonsBane Ha ObOpenyTE, BKIFOYBALIIO 3aTMBaHE HA ETIMTEJHUTE KIJIETKH, KOUTO 00pazyBaT
O0BOpPECYHHUTE KaHATICTA

Moske 1a IMaTe BCEKH OT T€3U CUMITOMU WWIN ChCTOAHKA. TpsaOBa 1a KaxeTe Ha JIeKaps CU
BB3MOKHO HAli-CKOpO KOTaTo 3aloyHeTe J1a IMaTe HAKON OT TE3H HeXKeJlaHH e(DeKTH.

AKO ce TPEeBOXKHTE 32 HIKOS OT HE)KEJIAHUTE PeaKl|H, TIoropopete ¢ Bamms ekap.

CpoOmaBaHe Ha HesKeJIAHHW peaKkuu

AKO MoNy4YuTe HIKaKBU HE)KEJIaHH JIeKapCTBEHH peakimy, yBejaoMere Bammst iekap, hapmaneBT win
MEOUIMHCKA CECTpa. ToBa BKIIFOUBa BCUUIKHU BBb3MOXXHH, HCOIIMCAHN B TAa3MW JIMCTOBKA HEXKCJIaHN
peaxmm. MojkeTe ChIIO fa ChOOIMTE HEXKEJTaHH PEaKIMi JUPEKTHO Ype3 HAMOHAHATA CHCTEMa 3a
cro0ImaBane, mocoueHa B [Ipmioxenne V . Kato cro01maBaTe HexXeJIaHu PeakIvl, MOXKETe J1a JaieTe
CBOS TIPUHOC 3a TOJTyYaBaHe Ha MoBeue MHPOpMaImsi OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBare IlemeTpexcen Accord

I[a C€ CbXpaHiABa Ha MACTO, HCAOCTBHIIHO 3a ACIIA.
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He mnomn3Baiire ToBa JeKapcTBO Ciiell CPOKa Ha TOMHOCT, OTOEIIA3aH BhPXY €TUKETA M KAPTOHCHATA
OIaKoOBKa clen ,,l omeH 10:“.

ToBa iekapcTBO He M3UCKBA CTICIMAIHN YCJIOBHSI HAa ChXpaHEHHE.

PexoncTurynpann u pa3peaenu pazrBopr: [IpoaykTsT TpsOBa na ce mnonsBa HezabaBHo. Korato e
MPUTOTBEH KaKTO € TIOCOYCHO, € HAOJF0JaBaHa XMMIYHA W (DM3UIHA CTaOWIHOCT CJIe/ pa3TBapsiHe Ha
WH(DY3UOHHUS Pa3TBOp HA TIEMETPEKce 1 3a 24 yaca Mpy XJ1aJWIHA YCIIOBHS.

He mnom3Baiire ToBa JIeKapcTBO, aKO 3a0€JIe)KUTEe HIKAKBY BUIUMH O€Jie31 Ha HapyllaBaHe Ha
Ka4yeCTBOTO HA TPOAYKTA.

ToBa niexapcTBO € camo 3a eTHOKpaTHa ynorpeba. He msxsbpiisiire nekapcTBaTa B KaHAIM3ALMATA
WM B KOHTEeHHepa 3a JoMaiHi oTnaabim. [lommraiire Bamms dhapmaneBT Kak 1a M3XBbPISITE
JleKapcTBaTa, KOUTO Beue He M3Mo3BaTe. Te3n MepKH Ie CTIOMOTrHAT 3a Ofa3BaHe Ha OKOJIHATA Cpefa.

6. ChabpaxaHue HA ONAKOBKATA M 10MbJIHUTEIHA UH opManust
KaxBo cbabpika [Temetpexcen Accord
AKTHBHOTO BEIIIECTBO € IEMETPEKCE.

IMemerpercen Accord 100 mg: Exun drakon cvappka 100 mmmurpaMa nemeTpekce/ (KaTto
TieMeTpeKce T TMHATPHIA XeMHTICHTaXUIApaT).

IMemerpekcen Accord 500 mg: Enun drakon chabpika 500 MwmrpaMa nemeTpekce/1 (Kato
MEMETPEKCEe T TMHATPHIT XeMHUIICHTaXUIpar).

IMemeTpexcen Accord 1000 mg: Exun ¢nakon cbabpika 1000 Mumurpama nemerpexce (Kato
MEMETPEKCEe T TUHATPHI XeMUIICHTAXUIPaT).

Cren peKOHCTHTYHpaHe pa3TBOPHT Chabprka 25 mg/ml memerpekcen. [Ipenu npuwiokeHue e
HEO0OXOAMMO J1a Ce HANPAaBU JAOMBJIHUTEIHO Pa3peskaaHe OT 3APAaBEH CICIHAINCT.
Jlpyrure chbCTaBKH Ca MAHHUTOJ, XJIOPOBOJIOPO/IHA KHCEIJIMHA M HATPHUEB XUIPOKCHI (BIDKTE TOUKA 2).

Kak u3riesxia [lemerpexcen ACCOrd m KakBo ChIbp:Ka 0MaKOBKaTa

IMemeTpexcen Accord e mpax 3a KOHIICHTPAT 3a UHPY3HOHEH pa3TBOp B CTHKICH (uiakoH. Toit e 6sit
710 CBETJIOXKBJIT WIH 3€JICHUIKABOXKBJIT JIMODIWTIBUPAH TIpax.

Bcesika onakoBka [Temerpekcen Accord ce chCTou OT e1uH (hIIaKoH.

IIpuTeskare/ Ha pa3pellle HUETO 32 yOTpeda
Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 62 planta,

08039 Barcelona,

Ncnanma

IIpousBoauTe

Accord Healthcare Polska Sp.z 0.0.,
ul. Lutomierska 50,95-200 Pabianice,

TTosma

Accord Healthcare Single Member S.A.
64th Km National Road Athens, Lamia, 32009,

I'sprms
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3a AOMbJIHUTENHA MHPOPMALMsI OTHOCHO TOBA JIEKAPCTBO, MOJISL, CBBPIKETE CE C JIOKAJTHHUA
NPEICTABUTEI HA TIPUTEKATEIS Ha Pa3pellieHHeTo 3a yrnorpeda:

AT/BE/BG/CY/CZ/DE/DK/EE/FI/FR/HR/HU/IE/IS/IT/LT/LV/LU/MT/NL/
NO/PT/PL/RO/SE/SI/SK/ES

Accord Healthcare S.L.U.

Tem: +34 93 301 00 64

EL

Win Medica Pharmaceutical S.A.

Tem: +30 210 7488 821

JlaTa Ha mocJe 1HO mpepa3rJie:Kiane Ha JucToBkara <{MM /T'TTT}>

Jpyru u3roununu Ha nH o pmanusi

[Tonpobna mHbOpMaIms 3a TOBa JIeKapcTBO € Mpe/locTaBeHa Ha yeOcaiita Ha EBporneiickata arexiys
no nekapcTata: http://www.ema.europa.eu
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IlocoyeHnara mo-goJ1y uHdopManus e npeIHazHAuYeHA caMO0 3a Me JMITHUHCKHA CIIe N AJIM CTH:

MucTpykinm 3a ynorpeda, padora U u3XBbPISTHE.

1.

[Tpwnaraifre acenTU4HA TEXHUKA [0 BpEMeE Ha pa3TBapsSHETO (PEKOHCTUTYHPAHETO) U TO-
HATaTBIIHOTO pa3pekIaHe Ha IEMETPEKCe T 3a MPWIOXKEHHE KaTO MHTPAaBEHO3HA MH(DY3Hs.

Nzancnere no3ara v 6post guiakonn ITemerpekcen Accord, konro ca HeoOXonuMu. DIakoHbT
ChIBPIKA M3JMIIBK TIEMETPEKCE]T, 32 1a C€ OCUTYPH IOCTABSIHETO Ha ONPE/IEJICHOTO Ha €THKETa
KOJIMYECTBO.

IMemerpexcen Accord 100 mg:

Pexoncturympaiire Bceku rakon ot 100 mg ¢ 4,2 ml marpues xmopra 9 mg/ml (0,9%)
MIDKCKIMOHEH Pa3TBOp 03 KOHCEPBAHT, MPU KOETO CE MOTy9IaBa Pa3TBOP C KOHICHTPALIS
25 mg/ml memeTpekce.

IMemerpexcen Accord 500 mg:

PexoncTurympaiire Bceku griakon ot 500 mg ¢ 20 ml varpues xiopun 9 mg/ml (0,9%)
MIDKCKIMOHEH Pa3TBOp 03 KOHCEPBAHT, MPU KOETO CE MOTydaBa pa3TBOp C KOHIEHTparmst 25
mg/ml nmemeTpekce.

IMemetpexcen Accord 1000 mg:

Pexoncturyupaiire Bceku guakor ot 1000 mg ¢ 40 ml vatpuer xmopun 9 mg/ml (0,9%)
MIDKEKIMOHCH Pa3TBOp 0€3 KOHCEPBAHT, P KOETO C€ MoydaBa pa3TBOP C KOHIEHTpalms 25
mg/ml nemeTrpekce.

BrumarenHo paskiatere, JOKaToO NpaxbT c€ pa3TBOPH (PeKOHCTUTYHpa) m31p10. [lomyuenust
pa3TBOp € OUCTBP U Ha LIBAT MOXKE J1a CE ONPEAEIIH OT OE3LUBETEH J10 KbJIT WIH 3€JICHOXKBIT, 0€3
TOBA /1a MOBJIMSIE HEXKENNATEJIHO Ha KaueCTBOTO Ha npoaykTa. [lomyuenusat pazrsop uma pH
Mexnay 6,6 u 7,8. He06xoamMo e 10 TBJIHUTETHO pa3pesKIaHe.

HeobxonumusaT 06eM OT IPUTrOTBEHKST Pa3TBOP NEMETPEKCe T TPSOBa 1a O'bJIe JOITBIIHATCITHO
paspenenc 9 mg/ml (0,9 %) vmKeKIMOHEH pa3TBOP HA HATPHEB XJIOPU O€3 KOHCEPBAHT, 10
nonmydaBaHe Ha ooem ot 100 ml u npuiokeH KaTo MHTpaBeHo3Ha MH(Y3ms 3a Haj 10 MUHYTH.

HpI/]TOTBeHl/IHT CIHIope ] yKa3aHWiATa pa3TBOp 3a I/]H(by3I/H/I Ha MIEMCTPEKCEA € CbBMECTUM CHC
CaKOB€ U CUCTEMMU OT IOJIMBUHWT XJIOpUI U HOJII/IOHe(l)I/IH.

JlexapcTBeHUTE MPOIYKTHU 3a MAPEHTEpaHa ynorpebda TpaoBa 1a 0b1aT MHCTIEKTUPAHH
BU3YaJIHO 32 YAaCTHIM M IPOMSTHA Ha IBeTa npeu ynorpeba. Jla He ce ynorpeOsiBa Npy HAIMIHE
Ha YaCTHUIN

Pa3TBOpuTE Ha MEMETpeKCce ] ca camo 3a eAHOKpaTHa ynorpeba. Hemsnon3BaHuaT nekapcTBEH
NPOYKT M OTTIAbYHUTE MAaTEePHAJIM OT HEero TpsiOBa /1a ce M3XBBPIAT B CbOTBETCTBHE C
MECTHUTE U3UCKBAHUA.

Cbxpane HHe

Jloka3aHa € XuMHU4YHa U (U3MYHA CTaOWIHOCT MpH ynoTpeba Ha PeKOCTUTYHpaHus U MH(Y3HOHHUSA
pa3TBop a0 24 yaca npu Temrnepatypa 25°C. OT MUKpOOHONIOTHMYHA TJIE/IHA TOYKA, IPOAYKTHT TPIOBa
Jla ce M3MO0NI3Ba BeJHara. AKo He Ob/ie M3TIOI3BAaH BEJHATA, TIEPHOABT HA M3TIONI3BAaHE M YCIIOBUATA 32
ChXpaHCHUE TIPe/IU yIoTpeda ca OTTOBOPHOCT HA MOTPeOUTEIIst U OOUKHOBEHO HE TpsOBa Ja
HaAXBBPIAT 24 yaca mpu TemmepaTypa ot 2 10 8°C, 0CBeH ako pa3TBapsHETO/pa3pekIaHeTo €
VBBBPIICHO NPU KOHTPOJIMPAHN U BaJIWIUPAHU ACCTITHYIHH YCIIOBHS.
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IIpuroTssine U NpeayNnpe:KIeHUs NPH MPHJIOKe HUE

[Tono6HO Ha ApyruTe NOTEHLMAIHO TOKCHYHH MPOTUBOTYMYpPHU CPEICTBA, 0OpaBEHETO U
NPUTOTBSIHETO HA MH(Y3MOHHMSI PAa3TBOP HA MEMeTpeKcen TpsiOBa ga ctaBa BHUMaTEHO. [IpenopruBa
Cce J1a ce M3MOoI3BAT PhKaBUIM. AKO pa3TBOPBT HA IEMETPEKCE] MONATHE BbPXY KOXKaTa, U3MUNTE
KO)KaTa BeJHAra ¥ HAITbJIHO ChC CallyH U BOa. AKO pa3TBOPBT HA MEMETPEKCE] MONA HE BEPXY
JWMraBuIa, npomuiite oOwiHo ¢ BoAa. [lemeTpekcen He mpuuuHsaABa Mexypu. Hsma criermduaen
aHTUIOT 3a eKCTpaBa3alys Ha nemeTpekce]. JlokIaaBaHy ca HAKOJIKO CiTydasi Ha €KCTpaBa3alys Ha
neMeTpeKce 1, KOUTO He Ca OLEHEHH KaTo CEpUO3HHU OT u3cienoBartess. EkctpaBasampsaTa Tpa6Ba 1a
ObJIe KylMpaHa CIope]l MECTHaTa CTaHIApTHA MPaKTUKA, KAKTO MU JPYrUTe HEBE3MKaHTH.
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MNPUJIOKEHMUE IV

HAYYHMU 3AK/IIOYEHUSA 1 OCHOBAHUA 3A ITPOMAHA HA YCJIIOBUSAITA
HA PA3PEILLI EHUETO(SITA) 3A YIIOTPEBA
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Hayuynu 3ak/nioue HUst

[pensun onerbunmst qokian Ha PRAC orHocHo TTA/JIB 3a meMeTpekce 1, HAydHATE 3aKITIOYEHNUS ca,
KaKTO CJIe/IBa:

C orsie/1 Ha HAJIMYHUTE JAHHK 33 (papMaKOKMHETHKATa Ha TIEMETPEKCE/] M KaTO Ce B3eMe MPe/IBHI iNn
Vitro mpoyuBaHusITa, KOUTO TIOKa3BaT, Y€ MIEMETPEKCE]T CE CEKPETHUPA AKTHBHO OT OPraHUTHHS
anvoneH TpaHcrnioprep 3 (OAT3) u croiiHocTuTe Ha 1C50 32 MHXMOUTOpPHTE HA MPOTOHHATA TOMIIA,
PRAC cuura, ye B3aUMOJICHCTBHE OT THIA ,,IEKAPCTBO-JICKAPCTBO ™ MEKTY HHXHOUTOPUTE Ha
MPOTOHHATA TIOMIIA U NIEMETPEKCEe/T, HAl-MaJIKOTO € Bb3MOXHO J1a chiecTByBa. PRAC 3akmrouaBa, e
uHpopMaImATa 3a MPOAYKTUTE, ChIBPKAIIM IeMETPEKCe ], TPsIOBa 1a ObJie CHOTBETHO M3MEHEHA.

Crnen xato pasriieaa npernopbkata Ha PRAC, CHMP ce cbriacsBa ¢ o01uTe HAyIHH 3aKTIOYCHAS U
OCHOBaHuMATa 3a npenopbkata Ha PRAC.

OcHoBaHusl 3a MPOMSIHATA HA YCJIOBUSITA HAa pa3pelieHueTo(sITa) 3a yrnorpeba
B®3 ocHoBa Ha HayunuTe 3akmodeHus 3a nemerpekcen CHMP cuwnra, ge choTHOIIEHHETO ToN3a/PUCK
3a JIeKapCTBEeHUA(UTE) PONYKT(H), ChABPXKAII(HM) IEMETPEKCET, € HETPOMEHEHO C TIPS IJIOKCHUTE

IPOMEHH B MPOAYKTOBAaTa MH(POPM AL

CHMP mpernopsyBa npoMsiHa B YCIIOBHSITA HA pa3pelIeHHETO(sTa) 3a ynorpeoda.
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