HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUSA TPOAYKT
[Memetpekcen Pfizer 100 mg npax 3a KOHIIGHTpAT 32 HH(Y3UOHEH Pa3TBOP

[Memetpekcen Pfizer 500 mg npax 3a KOHIICHTpAT 32 HH(PY3UOHEH Pa3TBOP
ITemerpekcen Pfizer 1 000 mg npax 3a KOHLIEHTpAT 32 HH(Y3UOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

ITemerpekcen Pfizer 100 mg mpax 3a KOHIIEHTPAT 32 UHQY3UOHEH PA3TBOD

Bceku ¢nakon cpappika 100 mg nemerpekcen (pemetrexed) (kato neMeTpeKces AMHATPUHA
XEMUTICHTaXHUIPaT).

TlomowHo gewecmeso ¢ uzeecmno deucmaue
Bceku ¢uakon cpapprka npubausurento 11 mg Hatpuid.

IIemerpekcen Pfizer 500 mg npax 3a KOHIIEHTpAT 3a HHQY3HOHEH PAa3TBOD

Bceku dnakon ceappika 500 mg nemerpekcen (pemetrexed) (kato memMeTpeKcesl AMHATPHUIA
XEMUTICHTaXHUIPaT).

Tlomowno eeujecmeo ¢ uzgecmuo oeticmsue
Bceku QuakoH cbabpika TPUOIH3UTENHO 54 mg HATPH.

IIemerpekcen Pfizer 1 000 mg mpax 3a KOHIIEHTpAT 32 HHGY3HOHEH PA3TBOD

Bceku daakon chabpika 1 000 mg nemerpekcen (pemetrexed) (kaTo eMeTpeKce ] TUHATPUIH
XEMHITCHTaXH/[PaT).

Tlomowno eeujecmeo ¢ uzgecmuo oeticmsue
Bceku ¢nakon cpapprka npubdamsurento 108 mg HaTpuil.

Cnen pa3TBapsiHe (peKOHCTUTYHpaHe) (BK. Touka 6.6), BCeKU (UIakoH Chabpxa 25 mg/ml
neMeTpeKce .

3a IIBJIHUS CUCHK Ha IIOMOIIMHUTEC BCIICCTBA BHMXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
[Ipax 3a kOHLEHTpAT 32 HH(Y3UOHEH Pa3TBOP

b1 10 CBETIOXKBIT WK JKBIATO3EIICH TNODIIM3UPAH MIPaAX.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU NOKA3AHUS

ManurHeH mieBpajcH Me30TSINOM

HeMGTpCKCQI[ Pfizer B KOM6I/IHaLII/I$I C IUCIIJIATHH € MMOKa3aH 3a JICYCHUC Ha HCTIOAJICIKAIIl Ha PC3CKIUA
MAJIMTHCH IUICBPAJICH ME30TCJIMOM IIPpU MallCHTH, HAa KOUTO 1O MOMCHTA HE € IpuUjlaraHa
XUMHUOTCPAIIU.



HenpebHoKIETHUEH pak Ha Oenns 1pod

[Memetpekcen Pfizer B koMOuHaIMs ¢ IUCILIATHH € TIOKA3aH 3a JICUCHUE OT MMbPBA JUHMS HA MAllMeHTH
C JIOKAJIHO aBaHCHpaJl MJIM METacTaTHUCH HEIPEOHOKIIEThUCH paK Ha Oejust Ipod ¢ pa3indyHa OT
MPEeTMMHO CKBAMO3HOKJIETHYHA XHCTOJIOTHS (BXK. TOUKa 5.1).

Ilemerpexcen Pfizer e mokasan 3a MOHOTEpanys NpU MOATBPIKAIIO JICUCHUE HA JIOKAITHO aBaHCHUPAJ
WIM METAaCTaTH4YEH HeAPeOHOKIEThYEH pak Ha Oenus 1po0, ¢ pa3inuHa OT NPEeIUMHO
CKBaMO3HOKJICTHYHA XUCTOJIOTHS, ITPH NAMEHTH, YUETO 3a00JsIBAHE HE TIPOTPecHpa HEMOCPEICTBEHO
clie]] XMMHUOTEpanusa Ha OCHOBAaTa Ha IJIaTHHA (BX. Touka 5.1).

Ilemerpekcen Pfizer e mokasan 3a MOHOTepanus NpH JIeYEHHE OT BTOPA JIMHUS HA MALUCHTH C
JIOKAJIHO aBaHCHpaJl MJIM METacTaTHYeH HelpeOHOKIEThUEH pak Ha Oenust Apod ¢ pa3iuyHa oT
MPEeIMMHO CKBAaMO3HOKJIEThYHA XMCTOJIOTUS (BXK. TOUKa 5.1).

4.2 I[osupomca U HAYUH HA MPUWIOKEHUE

[Memerpekcen Pfizer TpsiOBa na Obe MpuiIaran caMo MoJ| KOHTPOJIa Ha JieKap, KBATU(HUIIUPAH B
ynoTtpebara Ha IPOTUBOTYMOPHA XUMHOTEPATIHSL.

2 lO3I/I[!OBKa

Tlemempexceo Pfizer 6 kombuHauus ¢ uucCniamun

I[Ipenopbusanara jno3a [lemerpekcen Pfizer € 500 mg/m? TenecHa MOBLPXHOCT, MPHUIIOKEHA KATO
WHTPaBEHO3HA WH(Y3HS C MPOABIDKUTEITHOCT Hall 10 MUHYTH Ha ITbPBUS JIeH OT BCeKH 2 1 -THEBEH
1uKEI. [lpenopruBanaTa 103a NUCIUIATHH € 75 mg/m? TejlecHa IOBBPXHOCT, KaTo HH(Y3HUs C
MPOABIDKUTEIHOCT HaJ J1Ba yaca, npubiansurento 30 MUHYTH ciiell 3aBbpIIBaHe HAa HHPY3HATA C
MeMEeTpeKce, Ha IbPBUS IeH OT BCeKH 2 1-n1HeBeH nuKbI. [lanuenTure TpsAOBa Aa moxydaT aJeKBaTHa
AHTHEMETUYHA TePaNus ¥ NOAXO0 1A XUAPATAIs, IPEAN W/IIH Ce]l oJlyyaBaHe Ha UCIIIaTUH
(BX. CBINIO KpaTKaTa XapaKTePUCTHKA Ha MPOIYKTA Ha MUCIIATHH 3a CeNU(UIHY MIPETTOPHKH MPU
TO3UpaHe).

Ilemempexceo Pfizer kamo camocmosamenno cpedcmao

[Ipu manuenTw, ieKyBaHu 3a HeIPeOHOKICTHYCH paK Ha Oemus Ipo0 ciex mpe/iecTBaa
XUMHUOTEpaIHs, Ipenopbusanara ao3a [lemerpekcen Pfizer e 500 mg/m? TenecHa MOBBPXHOCT,
MPWIOKEHA KaTO MHTPaBEHO3HA HH(Y3HS, C IPOABDKATSIIHOCT Haa 10 MUHYTH, Ha IBPBUS JCH OT
BCeKH 2 1-THEBEH IIUKBII.

Peoicum Ha npemeduxauus

3a ;1a ce HaMaJId 4eCcTOTaTa M TeXKECTTa Ha KOXKHHUTE PeaKIluy, TPSOBa J1a ce ajie KOPTUKOCTEPOUT B
JIeHsI TIPEeNY, B ICHS Ha U JCHA ClIe]] IPWIOKEeHHEe Ha mieMeTpekce . KopTukoctepouasT TpsiOBa 1a
ObJlc CKBUBAJICHTEH Ha 4 Mg JCKCaMETa30H, MPUIIOKEH NIEPOPAITHO JIBa IIBTH Ha JIeH (BXK. To4Ka 4.4).

3a 1a ce HaMali TOKCHYHOCTTA, MAIIMEHTHTE JIEKYBaHU € TIEeMETpEKCce/1, TPSIOBa ChIIO JIa MOJTyYaBat
N00aBKH OT BUTaMUHH (BX. Touka 4.4). [lanmenture TpsOBa Aa npuemMar nepopaiHo gonuesa
KHCEJIMHA WK MYJITUBUTaAMUHEH POIYKT, ChAbpsKall ¢oiueBa kucenuna (350 oo

1 000 muxporpama) BcekuaneBHoO. [Tone net no3u Qonuena kucenuHa TpsiOBa 1a ObAAT MPUETH MPE3
celleMTe JIHU Mpeiu IIbpBaTa J103a IeMeTpeKCel U MPUEeMBbT TPAOBa J]a MPOAbIDKaBa M0 BpeMe Ha
IBITHUS KypC JieueHne 1 21 JHU clies TIociIeHaTa o3a neMerpekces. [lanuentuTe TpssOBa ChIo aa
MoJTydaT MHTpaMycKyJIHO BuTaMuH Bi; (1 000 MukporpamMa) mpe3 cenMuIiata mpean mbpeaTa J103a
MEMETPEKCEe ] U ClIe/l TOBA Ha BCEKH TPeTH LUKbJI. [locnenBamma nHxekyus BuTaMu B, Moxe na 0b1e
HanpaBeHa B ChIIKS JICH, B KOMTO € MPUIIOKEH MEMETPEKCE].

Monumopupane
[TaruenTrTe, MOTy4aBaIy MEMETPEKCE I, TPSOBA a ObJIaT MOHUTOPUPAHH TPEAM BCIKaA /103a 110

OTHOIIICHUE Ha ITbJIHA KPbBHA KaPTHUHA, BKIFOUUTEIHO TU(EpPEeHIMAIHO OpoeHe 1 Opoil TpOMOOLIUTH.
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Ipeau BcsAko Ha3HAUABAHE HA XMMHUOTEPAIUs TPIOBa Jla ce ChOMpaT KPhbBHU OMOXMMHUYHHU TECTOBE, 32
Jla ce olleHr ObOpeuyHarTa U yepHoApoOHa GpyHkiuuU. [Ipeau 3amouBaHe Ha BCEKH UK HA
XUMHOTEPAIHUs € HY)KHO MallMEHTHTE J1a UMaT a0CcoIroTeH 0poit HeyTpoduiu (ANC)

> 1 500 knerku/mm?’ 1 TpomGormTH > 100 000 KIeTkn/mm?’.

KpearunnnoBusar knupbHC TpsaOBa na 0b1e > 45 ml/min.

OO6uumsar Ounupyoun TpsidBa na 6bae < 1,5 mbTH OT TopHaTa IpaHMIa HA HOpMaTa. AJIKaJIHaTa
¢docdaraza (AP), acnaprat amunorpancdepasata (AST wiu SGOT) u ananun amuHoTpaHcdepasaTa
(ALT nmu SGPT) tpsibBa na ca < 3 mbTH OT TOpHaTa TpaHuIa Ha HopMata. CTOHHOCTH Ha aJIkajHaTa
¢docdaraza, AST u ALT <5 mpTH Haj ropHATa TPaHHIIA HA HOpMaTa ca MPUEMIIMBY TIPH 3acsraHe Ha
YepHHS APOO OT TyMODP.

Aoanmupane na dozama

Anantuapase Ha J103aTa B Ha4aJl0TO Ha BCEKH IOCJISIBAII [IMKBJI TPSAOBA Jla CE MPaBH CIIOpe]] Hak-
HHUCKAaTa CTOMHOCT (Haaup) Ha OpOst HA KPbBHUTE KJICTKH WM MaKCHMaIHaTa HEXEeMaTOJIOrHuHa
TOKCHYHOCT CIIPSIMO IPEIXOKIAIINS UKD Ha JieueHue. JIeueHneTo Moke 1a ObJie OTIIOKEHO, 3a Ja
CE OCTaBM JIOCTATHYHO BpeMe 3a Bb3CTaHOBsiBaHe. Clie]] Bb3CTAHOBSIBAHE MMAIIMEHTHUTE TPIOBa J1a
MPOBIDKAT JICUSHUETO CH, KaTO C€ M3MON3BaT yKka3aHusTa B Tabmumm 1, 2 u 3, KOUTO ce OTHACAT 3a
[MemeTpekcen Pfizer, n3mon3BaH caMOCTOSTEITHO UM B KOMOWHAIINSA C IIUCIIIATHH.

Tab6smna 1. Tadnuna 3a axantupane Ha no3ata Ha [lemerpekcen Pfizer (camocTosiTe/IHO HJIM B
KOMOHHANMSA) M MUCIVIATHH — XeMaTOJOTHYHA TOKCHYHOCT

Haii-nucka cToitHOCT (Hamup) Ha abconroTHUS Opoit Ha | 75% oT npeauIIHATA 7032 (32 ABaTa
neyrpopuure (ANC) < 500/mm? u namup Ha nponykra [lemerpekcen Pfizer u
tpomGonutute > 50 000/mm? IIUCIIIATHH)

Hanup Ha TpomGoruTuTe < 50 000/mm? He3aBUCHMO 75% ot mpenuniHaTa 1o3a (3a JBaTta
OT HaJMpa Ha a0CONIOTHUS OpOit Ha HEYyTpOohUpUTE npoxaykra [lemerpexcen Pfizer u
(ANC) IIACIIJIATHH)

Haup Ha Tpombonurute < 50 000/mm’ ¢ kbpBeHe?, 50% ot mpeauiIHaTa 103a (3a ABaTa
HE3aBUCHMO OT Haaupa Ha abcomoTHHS Opol Ha nponykra [lemerpekcen Pfizer u
Heytpodupure (ANC) IIUCIJIATHH)

* Te3u KpuTepHuH OTroBapAT Ha onpeaeneHuero 3a > OKT crenen 2 kbpBeHe B OOIIKTE KPUTEPHUH 32
tokcnyHOCT Ha Harmmonanaust onkonorunded nHCTUTYT (OKT B.2.0; NCI 1998).

AKO ManMeHTUTE pa3BUAT HEXEMATOIOIMYHA TOKCHYHOCT > 3-Ta CTereH (C U3KII0YeHHEe Ha
HEBPOTOKCHYHOCT), IpriioxkenneTo Ha [lemerpekcen Pfizer TpsabBa na ce oTiioxu 10 JocTHraHe Ha
CTOMHOCTH MO-MaJIKH WM PaBHHU HA TE€3M NPEAH JICUCHUETO Ha manuenTa. Jleuenueto TpsioBa na Obae
MOJHOBEHO B CHOTBETCTBUE C PHKOBOACTBOTO B Tabmnuma 2.

Tab6smna 2. Taduua 3a axantupane Ha fo3ata Ha [lemerpekcen Pfizer (camocTosiTe/IHO HiM B
KOMOMHAIMS) ¥ UCIUIATHH - HEXeMATOJIOrMYHA TOKCHYHOCT *°

Jo3a na Ilemerpekcen Jlo3a Ha HUCIJIaTHH
Pfizer (mg/m?) (mg/m?)
Bcska crenen 3 mim 4 TOKCHYIHOCT, C 75% oT mpenuuIHaTa 103a 75% oT mpenuuIHaTa 103a
M3KIIIOUYEHUE Ha MYKO3HT
Bcska nquapusi, n3ucksaiia 75% oT mpenuITHaTa 1032 75% oT mpenuITHaTa 1032

XOCMUTANM3aus (HE3aBUCUMO OT
CTeIeHTa), WM Juapus cremnel 3 wiu 4

Myxko3ur creneH 3 uinu 4 50% ot npeauiHaTa 103a 100% oT nmpeaumIHaTa 103a

2006wmu kpurepun 3a TokcuuHocT (OKT B.2.0; NCI 1998) na HannonamHusI OHKOJIOTHYECH HHCTHTYT
® C m3KIII0YEHNE Ha HEBPOTOKCHYHOCT

B cnyqaﬁ Ha HCBPOTOKCHUYHOCT, MMPCIIOPBYBAHOTO aJAlITUPAHC HA N03aTa HAa HeMeTpeKcez[ Pfizer u
HUCIUIATUH € MPEACTABCHO B Ta6J’II/ILIa 3. HaI_II/IeHTI/ITC TpH6Ba Ja IPEKbCHAT JICUCHUCTO, aKO CC
Ha6J'IIO,Z[aBa 3 wim 4 crencH HCBPOTOKCHUYHOCT.




Tabauna 3. Tabauna 3a anantupane Ha qo3aTa Ha [lemeTpekcen Pfizer (camocTosTETHO WM B

KOMOMHALMSI) U IMUCIVIATHH - HEBPOTOKCHUYHOCT
OKT? crenen o3a na Ilemerpexcen Pfizer Jo3a Ha uucnuiaTud (mg/m?)
(mg/m?)
0-1 100% oT mpeaumiHaTa g03a 100% ot mpeamImIHaTa 103a
2 100% oT mpeauiiHaTta g03a 50% ot npenuiiHaTa 103a

* Q6mwu kpurepun 3a TokcuaHocT (OKT B.2.0; NCI 1998) na HanmonamHusi OHKOJIOTHYSH HHCTHTYT

Jleuenwmero c [Temerpekcen Pfizer TpssOBa na Obae mpekpaTeHo, ako MAMEHTHT UMa HIKaKBa
XEMaTOJIOTUYHA WITH HEXEMAaTOJIOTUYHA TOKCHYHOCT OT CTeTieH 3 Win 4 cliel HaMaJieHHe Ha JIBe 1031
WM He3a0aBHO, ako ce HaOJIr01aBa HEBPOTOKCHYHOCT CTEIICH 3 WiH 4.

Cneuuafmu nonyaayuu

Hauueﬁmu 6 cmap4ecka evb3pacm

HpI/I KIIMHUYHU IPOYyUYBaHUA HE € UMAJIO UHAWKaIWA, Y€ MAMUCHTUTEC HAa BbB3PacT 65 TOAWHHU WA
IOBCYC Ca C MOBUIICH PUCK OT HCKCIAHU PCAKIINH, B CPABHCHHUC C TALIUCHTUTC HA BB3PACT IIOJ
65 TOAWHH. Hee H€O6XOI[I/IMO APYro HaMaJICHUC Ha 103aTa, OCBCH TOBA, KOCTO CC MPCOPHYIBA 34
BCHYKH ITAITUCHTH.

IHeouampuuna nonyrayus
HsMa choTBeTHA yrnoTpeba Ha IeMEeTPEeKCe 1 B leAMaTpUYHA MTOIyJIalys IPH MAJIMTHEH IJICBpajIcH
Me3eTeNOM U HeJpeOHOKIIEThYEeH paKk Ha Oenus Apoo.

Hayuenmu c 6v6peuno yspescoane (Cmanoapmua gopmyna na Cockeroft u Gault unu cxopocm nHa
enomepynna guimpayus, usmepena ¢ Tc99m-DPTA memooda 3a cepymen KIupwvhc):

[MemeTrpekce] ce eMMMHUHUPA MPETUMHO HEIPOMEHEH upe3 Oh0peuHa ekckpenys. [Ipu KTMHUYHN
MPOYYBaHUs, MAIMEHTUTE C KPEATHHUHOB KIMPBHHC > 45 ml/min, He U3UCKBAT aJanTHpaHe Ha J103aTa,
Pa3NIUYHO OT TOBA KOETO CE MPENopbyBa 3a BCHUKH NauueHTH. FIMa HeOCTaThuHO JaHHH 32
ynoTpebara Ha IeMeTpeKce ]l IPH MAHUEeHTH ¢ KPEaTHHUHOB KIMPBHC 1o 45 ml/min; 3aToBa
ynoTpebara Ha IeMeTpeKce ] He ce MpernopbyBa (Bxk. Touka 4.4).

THayuenmu ¢ weprHodpobHO yepescoane

He e namepena Bpn3ka mexay AST (SGOT), ALT (SGPT), unu obuus ounupyOuH u
(apMaKOKHHETHKaTa Ha IeMeTpeKcea. Bppeku ToBa, MalMeHTH ¢ Y4epHOAPOOHU HAPYIIEHUS, KaTo
OmnmupyOuH > 1,5 MBTH HaJ rOpHA TPaHMIIa HAa HOpMaTa W/MiTH aMuHOTpaHcdepasa > 3,0 mbTH Haj
rOpHa rpaHulla Ha HopMara (6e3 uepHOAPOOHU MeTacTas3n) WK > 5,0 TbTH HaJ TOpHA IPaHUIla Ha
HopMara (IIpH HaJIMuue Ha YepHOPOOHHN MeTacTasu), He ca Cenn(GUIHO N3yYaBaHH.

Hauun Ha OPUITOKECHUEC

ITemetpexcen Pfizer e 3a unTpaBeno3Ho npuioxenue. [lemerpekcen Pfizer Tps6Ba na ce mpuara
KaTo MHTPaBEHO3HA MH(Y3HUs B MPOABIDKEeHHE Ha 10 MUHYTH Ha THPBHSA JCH OT BCeKH 2 1 -7THEBEH
LUKBIIL.

3a mpeanasHu MEPKH, KOUTO TpAOBa Ja ObJaT B3E€TH Mpeau padoTa ¢ WK MPH MPUI0KEHHE Ha
[emerpekcen Pfizer u 3a yka3aHusi OTHOCHO pa3TBapsHETO (PEKOHCTUTYUPAHETO) U pa3pexkIaHeTo Ha
[lemerpexcen Pfizer npenn npunaraneto, BUxre, Touka 6.6.

4.3 IIporuBomoka3zanus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HAKOE OT IIOMOITHUTE BEIECTBA,
n30poeHH B Touka 6.1.

Kvpmene (Bk. Touka 4.6).




ChObpTCTBAIIO BAKCUHUPAHE MIPOTHB XKBJITA TpecKa (BXK. Touka 4.5).
4.4 Cneuuannu npeaynpesxaeHus U NpeAna3Hy MepKH NpPHU ynoTpeda

[Memerpekcen Moke J1a MOTHCHE (PYHKIMATA HA KOCTHHSI MO3BK, KOETO CE MIPOSIBSIBA C HEYTPOIICHHS,
TPOMOOIIMTOIICHHS 1 aHeMUst (VITH MaHIUTOTIeH s ) (BXK. Touka 4.8.). Muenocynpecusta 0OUKHOBEHO €
703a-TMMHUTUpaIia TokcuaHocT. [lanuenture TpsOBa ga 6bAAT NPOCIEIIBAHN 32 MUEIOCYIPECHS IO
BpeMe Ha JICYCHUETO U IeMeTPeKce ] He TpsiOBa Jla ce Mpuiiara Ha NanueHTUTe, JOKAaTO aOCOIIOTHUST
opoit Ha neyrpoduaure (ANC) He ce BbpHE 10 > 1 500 kneTkn/mm?, a GposT Ha TPOMOOLUTHUTE Ce
BEpHE 10 > 100 000 kaeTkn/mm?. Hamanenuero Ha 103aTa IIpe3 NOCIeABAIINTE UMK ce 6a3upa Ha
crazia Ha abCoOTHHS Opoi Ha HeyTpoduauTe, Opost Ha TPOMOOIIMTUTE M MAKCUMAJTHATa
HEXEMAaTOoJIOTHYHA TOKCHYHOCT, HAOJII0JaBaH! TPe3 MPETUIIHUS IUKBII (BXK. Touka 4.2).

JloknaaBaHu ca O-HUCKA TOKCUYHOCT U HaMaJleHHe Ha CTETeHH 3/4 3a XeMaTOoJIOTHYHa H
HEXEMAaTOJIOTUYHA TOKCHYHOCTH, KaTO HeyTponeHus, (heOprITHa HEYTPONICHHS U MH(EKIINHU, CBhP3aHI
C HEYTPOIICHHUS OT CTENeH 3/4, KOraTo € MpUiIaraHo IpeABapUTEIIHO JIUeHUE ¢ poreBa KUCEIMHA U
BUTaMHH B,. 3aTOBa BCHUKHY MAIIUEHTH, JICKYBaHH C TTIEMETPEKce ] TPAOBa a ObaT CHBETBAHH J1a
B3eMar (hoJieBa KUCEIMHA ¥ BUTaMUH B2, KaTo npoduiakTiyHa MsApKa, 3a HaMaJssBaHe Ha
CBBp3aHaTa C JICYCHUETO TOKCHYHOCT (BXK. TOUKa 4.2).

Cro011aBany ca KOKHU PEaKIUy MPH MAIUEHTH, KOUTO HE ca JIEKYBaHU NPEBAPUTEITHO C
KopTukocTepouau. [IpeaBapuTenHOTO IedeHne ¢ lekcaMeTa3oH (MM eKBUBAJICHT) MOXKe J1a HaMaJIH
YEeCTOTaTa U TSKECTTa Ha KOKHUTE peakiuu (BxkK. Touka 4.2).

Hsma mpoydenu nocraTbieH Opoi MaeHTy ¢ KpeaTHHUHOB KIUpbHC oA 45 ml/min. 3aToBa,
ynoTpebara Ha IeMeTpeKce ] TP MANEHTH ¢ KpeaTHHUHOB KIUPBHC oA 45 ml/min He ce
npenopbyBa (BXK. Touka 4.2).

[ManmenTuTe ¢ Neka 10 ymMmepeHa Ob0pedHa HeAOCTaThUHOCT (KPeaTHHUHOB KIMPBHC OT 45 10

79 ml/min) TpsiOBa ga U30ATBAT IPUEM Ha HECTEPOUHH IPOTUBOBB3MAIHUTEIHH JICKAPCTBEHU
npoayktu (HCIIBJIII), xkato nGynpoden u aueTuiacaanuuioBa kucenuHa (> 1,3 g aHeBHO) 2 1HU
Npeau, B IeHs U 2 AHU cliell IPUWIOKEHHE Ha eMeTpekces (Bxk. Touka 4.5).

[Ipu manmeHTHTe C NeKa 10 yMepeHa 6b0peyHa HeZJ0CTaThYHOCT, KOUTO Ca TOIAXO/AAIIH 32 JIEYSHUE C
neMeTpeKce], TpsIOBa Ja ce MPEeKbCHE MpUeMa Ha HECTEPOUIHH TPOTHBOBB3NAUTEIIHH JICKAPCTBCHU
npoxyktu (HCIIBJIII) ¢ mpoabbKuTeIeH eMTMMAHAIIMOHEH MOTY>KUBOT 32 TTOHE 5 JHU MPEeH, B ICHS
Ha ¥ TTIOHE 2 JTHU CIIe/ IPIIIOKEHUE Ha ieMeTpeKce] (Bx. Touka 4.5).

Cepuo3Hu ObOpeYHH CHOUTHS, BKIIOYHTEITHO OCTpa ObOpeyHa HEJOCTaThYHOCT, ca HabIIoaBaH! MPH
CaMOCTOSITETHOTO MPHJIOKEHUE HA TIEMETPEKCET MIIM B KOMOMHAITUSA C IPYTH XUMHOTEPANICBTHUHU
cpenctra. [ToBeue oT maliMEHTUTE, IPH KOUTO € HAOJIF01aBaHO TOBA, Ca OMJIH C MOJIICIKAIIA PUCKOBH
(akropu 3a pa3BUTHE Ha OBOPEUHU CHOUTHS, BKIIFOUUTEIHO ACXUApaTaIMs WK MTPEIIIecTBaIla
xurnepronus uin quader. Hedporenen 6e3Bkycen nuader n 6p0peuHa TyOyHa HEKpo3a ca ChOOILEeHH
CBII[0 B MOCTMAPKETHHTOBYSI IIEPHOJ IIPH CAMOCTOSTENIHATA YIOTpeOa Ha IEMETPEKCe] UK B
KOMOWHAIUS C IPYTH XUMHUOTEPANIeBTUYHHU cpeicTBa. [loBeueTo oT Te3u ChbOUTHS OTIIyMSIBAT CIET
cnupaHe Ha nemerpekcea. [lanuenture TpsOBa peoBHO 1a ObAAT NPOCISASIBAHM 32 0CTpa TyOyJIHA
HEKpo3a, HamaJieHa ObOpeuHa QYHKIMS U IPU3HALIA U CHMIITOMH Ha HeporeHeH O0e3BKyceH auadeT
(Hamp. XunepHaTpUeMus).

EdexThT Ha TEYHOCT B TPETO MPOCTPAHCTBO (M3JIMBH), KATO IUICBPAJICH U3JIUB UM ACLIUT, BEPXY
NeMeTpeKce] He € HambIHo onpenesneH. [Ipoyusane ¢asa 2 Ha memeTpekcen npH 31 manueHTu cbe
COJIMTHU TYMOPH M YCTOHYHMBA TEYHOCT B TPETO MPOCTPAHCTBO (M3JIMB) HE TIOKAa3BaT pa3jiKa B
HOpMaIM3UpPAHUTE TUIa3MEHH KOHIICHTPAIMH Ha 103aTa Ha IEMETPEKCEe ] UK B KIIMPBHCA B CPAaBHEHHE
C MalMeHTUTEe, KOUTO HEe ChbOMpAT TEYHOCTH B TPETO MPOCTPaHCTBO. CIeI0BaTEHO APSHUPAHETO Ha
cbOpaHaTa TEYHOCT OT TPETO MPOCTPAHCTBO MPEIH JCUCHHUETO C IEMETPEKce ] TpSIOBa a ce B3eMe MoJ
BHUMAaHUE, HO MOXe J]a HE € HEOOXOIUMO.



[Mopaau cromManIHO-YpeBHA TOKCUYHOCT Ha TIEMETPEKCE I, pUjiarad B KOMOUHAIIMS C IUCILIATHH, €
HaOJII0/JaBaHa TeXKa AeXHIparTalys. 3aToBa, MallMeHTUTE TPsIOBa Ja MoJyuaBaT aJIckKBaTHA
AHTHEMETUYHA TePaIus ¥ IMOAXO/IAINA XUIPATAIUS TIPS W/UITH CIIe]T IPOBSK/IAHE Ha JICYCHUETO.

Cepro3HH CHPACYHO-CHIIOBH CHOUTHUS, BKIIIOYUTEIHO HHPAPKT HA MUOKapAa U MO3bYHO-ChAOBU
CHOMUTHS ca AOKJIaJBaHH HEUECTO [0 BpeMe Ha KJIMHUYHUTE U3MUTBAHUS C IEMETPEKCEea, 0COOCHO
KOTaTo € NMpuiIarad B KOMOMHANUS ¢ IPyTH HUTOTOKCHYHU MPOIYKTH. IIpy moBeUeTo OT malueHTuTe,
MPU KOUTO ca HAOJI0IaBaHK TE3U CHOUTHSI € M0 HAJIMIIE MPEIIISCTBAIHN ChPACUYHO-ChI0BH
PHUCKOBH (akTopu (BXK. Touka 4.8).

CBCTOSHHETO Ha HIMYHOCYIIPECHS € YECTO MPH MAIMEHTUTE ChC 3JI0KauecTBeHH 3a0oisBanus. [lopann
TOBa, CHITBTCTBAIOTO MPUJIOKCHUE HA KUBU aTCHIOMPAHU BAKCUHU HE CE TPEropbuBa ( BK. TOUKH 4.3
u4.5).

[MemeTpekcen Moxe na uMa yBpexaail reaute eekt. [1omoBo 3penute Mbxe TpsOBa 1a Obaat
CHBETBaHM JIa HE IIAHUPAT JIa CTaBaT OAIlM M0 BPEME Ha JICUCHUETO U 3 Mecela Ciie]] JICUCHHUETO.
IpenopbuBa ce ynorpeba Ha KOHTPAIICTITHBY WM Bb3AbpxkaHue. [Topaau Bb3MOKHOCTTA JICUCHUETO C
neMeTpeKce/ 1a MPeIU3BHKa HEOOPaTHM CTEPIITUTET, MBbKETe TPOBa Ja ObJaT MOCHBETBAHU MPEIH
J1a 3aII0YHAT JICYUCHUETO JIa 3aMa3sT crepma B OaHKa 3a criepma.

JKenute ¢ nerepojcH MOTEHIHMA TPIOBa Ja U3IM0J3BaT e)eKTHBHA KOHTPAIICIIIKS 110 BpeMe Ha
JISYCHUETO U B IPOIBIDKEHIE Ha 6 Mecella cie]l MPUKITI0YBaHe Ha JICUCHHETO ¢ ieMeTpeKrcen ( BiK.
TouKa 4.6).

JloknanBanu ca ciiyyau Ha paJualMOHEH MHEBMOHUT MPHU MAlUEHTH, JIEKYBaHU C HOHU3UPAIIO
JIBYCHHE TIPEH, 10 BpEeME Ha WU CJIE]T Tepanus ¢ ieMeTpekcesl. Ha Te3u manuentu TpsOBa na ce
oOpblIa CrielMalHO BHUMaHUE | JIa C€ TIPOsBSABA PENa3IMBOCT MPH yroTpeda Ha Ipyru
PallOCEH3UTUBHU arcHTH.

I[OKJ'Ia,Z[BaHI/I Ca ClIy4dau Ha O6pI/IB Kato CJIcq 0o0TbUBaHe IpU ManrueHTHU, KOUTO Npeau CCAMULINA NI
TOAMHHU Ca onmu IMOJIOKCHHU Ha paauoTeparms.

IloMo1au BemecTna

Hemempexceo Pfizer 100 mg npax 3a KOHyeHmpam 3a UH@Y3UOHEH PA3MEop
To3u nexkapcTBeH MPOAYKT ChABPXKA MO-Manko oT 1 mmol Hatpuii (23 mg) Ha daakoH, T.e. MOXe Oa
ce Kaxe, 4e MPaKTHUECKH HE ChABPKA HATPHH.

Ilemempexceo Pfizer 500 mg npax 3a KOHyeHmpam 3a UHQY3UOHEH PA3MBOP
To3u nekapcTBEH NMPOAYKT ChABPKA 54 mg HATPHiA Ha (PIIaKoH, KOUTO ca eKBUBaJICHTHH Ha 2,7 % OT
npenopbunTenHust oT C30 MakcuMalleH THEBEH IpUEM OT 2 g HaTpUH 3a Bb3PACTEH.

Ilemempexceo Pfizer 1000 mg npax 3a koHyenmpam 3a uH@y3UOHeH pasmeop
To3u nexkapcTBeH NPoAyKT chabpxka 108 mg HaTpuil Ha GIIAKOH, KOUTO ca eKBUBAICHTHH Ha 5,4 % ot
npenopbunTenHust oT C30 MakcuMalleH THEBEH IpUEM OT 2 g HaTpUH 3a Bb3PACTEH.

4.5 BzauMmopeiicTBHE ¢ IPYIrHd JeKAPCTBEHH NPOAYKTH M APYTrU (hopMH Ha B3auMojaelicTBHe

[lemerpekcen ce enMMUHIpPA NPEIUMHO HEPOMEHEH Mpe3 ObOpenuTe B pe3yiTaT Ha TyOyIHa
CEeKpelysl U B ITO-MaJIka CTEIeH Ype3 riioMepyiHa ¢puntpanus. ChBMecTHaTa yrnorpeda ¢
HE(PPOTOKCHYHH JICKAPCTBEHH MPOAYKTH (HAIP aMUHOTIMKO3HIH, OPUMKOBH TNYPETHUIIH, ChEUHCHHS
Ha MJIaTHHATA, IUKJIOCIIOPUH) MOXe Jia JIoBee 0 3a0aBeH KIMPBHC Ha ieMeTpekcea. Tazu
KoMOuHanus TpsiOBa Aa ce mpuiara ¢ BHUMaHue. AKO € He00X0JUMO, KpEaTHHHHOBHST KIMPBHC
TpsiOBa 1a ObJIe peAOBHO MPOCIEISBAH.



CwBMecTHaTa yrnoTpeda Ha BEIIeCTBa, KOUTO CHIO UMAT TyOyJTHa ceKperus (HarmpuMep MpoOeHeH/I,
MIEHUIIWINH ), TOTEHI[HAIHO MOJKE J1a JIOBE/IE 10 3a0aBeH KIMPHHC Ha IIeMeTpeKcea. EnHoBpeMeHHOTO
MpujaraHe Ha Te3U JICKapCTBEHH MPOAYKTH C TIEMETPEKCce ] TpsIOBa ja Ob/ic BHUMATEIHO. AKO €
HEO00X0MMO, KPEATHHUHOBHUAT KIMPBHHC TPsIOBa Ja ObJIe pEJOBHO MPOCICISIBaH.

[Ipu naumentu c HopMmanHa 6bOpedHa GpyHKIMA (KpeaTHHUHOB KIUPBHC > 80 ml/min), BUCOKHM 103U
HECTEPOUIHH NTPOTHBOBB3MAIUTENHN JekapcTBeHn npoaykru (HCIIBJIIL, namp. ubynpoden

> 1 600 mg/nHEBHO) U allCTUJICATUIIMIIOBA KUCEJIMHA BbB BUCOKH 103U (> 1,3 g Ha JieH) MoraT Jia
HaMaJsT eMMMUHAIIUATA Ha IEMETPEKCE ] U CIISIOBATENHO Jla CE YBEIIMYM YECTOTaTa Ha HeXKEJIaHUTE
peakiuy. 3aToBa € HeOOXOAMMO Jla ce BHUMaBa, Korato ce npunarat sucoku qo3u HCTIBJII unu
aleTWICAIMIIIIOBA KUCEIIMHA BHB BUCOKH J03HU 3a€IHO C IEMETPEKCe]] Ha MalMeHTH C HOPMaJIHa
O0pOpeuna QpyHKIMA (KpeaTHHUHOB KHupbHC > 80 ml/min).

[Tpu manmenTy ¢ jeka 10 ymepeHa 0b0pevHa HeJJOCTaThUHOCT (KPEaTUHHHOB KITUPBHC 45 10

79 ml/min) exHOBpeMeHHOTO NpriiokeHue Ha emerpekces; ¢ HCTIBJIII ( Hamp., ubynpoden) mimu
aIleTHJICAJIMIINIIOBA KUCEJIMHA BbB BUCOKH JI03U TPsIOBa J1a ObJic M30ArBaHO 3a JBa IHU MPEAH, B JICHS
W JIBa IHU cJie]l TPUIIOKEHUETO Ha meMeTpekcen (Bxk. Touka 4.4).

[Ipu nurnca Ha JaHHU OTHOCHO MOTeHUMAaNHU B3aumoeictua ¢ HCIIBJII, kouto umat
MPOJBIDKUTENCH TTOTYKUBOT, KATO MUPOKCHKAM U pO(HEKOKCHO, SAHOBPEMEHHOTO MTPHIIOKEHUE HA
neMeTpeKce]] Py NMaIreHTH ¢ JieKa JI0 yMepeHa 0bOpedyHa HeJJOCTaThYHOCT TPsOBa Jia ce MpeKbCHE 32
TIOHE 5 JTHY TIpey, B ICHS HA U TIOHE 2 JTHU CJIe] MPUJIaraHeTo Ha nmeMerpekcen (Bxk. Touka 4.4). Ako
ce Haslara enHoBpemenHo npuinokenre Ha HCIIBJIIL, manuentuTe TpssOBa na ce HabmoaaBat
BHUMATEIHO 32 TOKCHYHOCT, 0COOEHO 32 MHEJIOCYIIPECHS U TaCTPOUHTECTUHATIHA TOKCUYHOCT.

[Memerpekcen mpeThbpIsiBa OrpaHuieH YepHOApoOeH MeTabonu3bM. Pesynrature oT in vitro
MPOYYBAHUS C YOBEIIKA YEPHOAPOOHN MUKPO30MH TTOKa3BaT, 4e NMEMETPEKCE ] He ce Mpearnoara 1a
JOBCAC 10 KIMHUYHO 3HAYHMMO I/IHXI/I6I/IpaHe Ha MeTaOOJIUTHUS KIIMPBHC HA JICKAPCTBCHU ITPOAYKTH,
metabommupanu ot CYP3A, CYP2D6, CYP2C9 u CYP1A2.

B3aHMOHeﬁCTBHﬂ 06H_II/I 3a BCUYKH NUTOTOKCHUYHHU CPEACTBA

ITopaau yBenmuueH puck oT TpoM0O03a IpH MAMEHTH ChC 3JI0KaYECTBEHO 3a00isIBaHe, yroTpedaTa Ha
AQHTUKOATYJIaHTH € YecTa. BucokaTa MHTpanHAMBHyaIHA BAPHAOMITHOCT HA KOATYJIAIIMOHHHS CTATyC
0 BpeMe Ha 3a00JIIBaHETO U Bb3MOKHOCTTA 33 B3aUMOJICHCTBUE MEXKIY aHTUKOATYIaHTH U
AHTUHEOIUIACTUYHA XUMHUOTepanus U3UCKBa yBelMUaBaHe Ha yecToTaTa Ha HabmoaeHnue Ha INR
(International Normalised Ratio), ako € B3eTO peLICHUE MAUEHTHT /1a Ce JIEKyBa C TIepOpaHU
AQHTHUKOAryJaHTH.

IIpoTHBOIIOKA3aHO € €JHOBPEMEHHOTO NIPUIIOKEHUE HA! GAKCUHA NPOMUB JICLIIMA MPECKA: PUCK OT
(aranHa reHepanuiupana 0oJjecT BCISACTBUE Ha MIPUIIOKEHUETO 1 (BXK. Touka 4.3).

He ce npenoppuBa eTHOBpEMEHHOTO MIPIIIOKEHUE C: JKugu amernoupanu eaxcunu (C U3KIIOUYEHUE Ha
Ta3M 32 XBITA TPECKA, 32 KOSITO SHOBPEMEHHOTO MTPHIIOKEHUE € TIPOTUBOIIOKA3aHO): PUCK OT
CHCTEMHO, BepOosATHO (pataiHo, 3a00JisiBaHe. PUCKBT € MOBHUIIICH TP XOpa, KOUTO BeYe ca
HMYHOCYIIPECHpaHH B X0Jla Ha TAXHOTO 3a0ossiBaHe. [IpernopbuBa ce yroTpedara Ha MHAKTUBUPAHU
BaKCHHH, KBJIETO € Bh3MOXKHO (TTOJTMOMUENHT) (BXK. TOUKa 4.4).

4.6 dDepruauTter, )PpEeMEHHOCT H KbPMEHe

JKenu ¢ nereponen norenrma/Kodrpareniys npu Mbxke U 5KEHU

HeMeTpeKcez[ MOIXKE 1a UMa yBpCKJalllu rCHUTC e(l)eKTI/I. Kenwure ¢ ACTCPOACH MOTCHIHAIT TpSI6Ba Ja
HU310J13BaT e(i)eKTI/IBHa KOHTpaLCIus, 10KaTo CC JICKYBAT U B IIPOABIIZKCHUC HA 6 MeEcea CiIcq
IMPUKIIIOYBAHC HaA JICYCHUECTO C IICMETPEKCE.



ITomoBo 3PCINTC MBIKE TpH6Ba Ja 6T>,Z[aT CHBCTBAHM Ja U3I10JI3BAT C(I)eKTI/IBHI/I KOHTpPALCIITUBHU MCPKHU
" 1a HC IUIaHHUpaT Ja cTaBaT 6a1111/1 110 BpEMC Ha JICUCHUETO U 3 Mecena Ciea JICYCHUCTO.

BbpemenHocT

Hsma mannu 3a ynmorpebara Ha memeTpekce]] OT OpeMEeHHH KeHU, HO KaKTO U TPU APYTUTE
AHTHMETa0OJINTH, MOTAT J]a Ce OYaKBaT CEPHO3HU POJIOBH JePEKTH MPH MPHIOKEHUE TI0 BpeMe Ha
OopemenHocT. [Ipoy4BaHus MpH KUBOTHH Ca MOKA3aJIH PENPOAYKTUBHA TOKCHYIHOCT ( BXK. TOUKa 5.3).
[Memerpekcen He TpsiOBa J1a ce MpuIiara o BpeMe Ha OpeMEHHOCT, OCBEH IPH KpaliHa He00X0AUMOCT
cJiel BHUMATETHA IPEIICHKA Ha Hy KaTa 3a MaikaTa 1 prucka 3a mioaa ( Bx. Touka 4.4).

Kspmene

He e u3BecTHO najiu meMeTpeKce]] ce eKCKPETHPa B KbpMaTa M HEXKEJIAHUTE PEaKIMH BbPXY
KbpPMaueTo HE MOrar jJia ObJIaT U3KIYCHU. 3aTOBa Ce MPENOoPhUBa KbPMEHETO Ja ObJie CIPSHO 10
BpeMe Ha JICUEHUETO ¢ meMeTpeKcen ( BXK. Touka 4.3).

depTuaurer

Hopajm BB3MOXKHOCTTA JICHCHUECTO C IICMETPEKCE J1a IPCAU3BUKaA H606paTI/IM CTCPUIIUTET, MBIKETE CC
CBbBCTBAT [a CC KOHCYJITHPAT KakK Jia 3arassT CricpmMa B GaHKa, mpeau aa 3arno4Har JCUCHUETO.

4.7 EdexTu BbpXy cniocodHOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

Hsma npoyuBanus 3a edektute BbpXY criocoOHOCTTa 3a modupane u padota ¢ MamuHu. Benpekn
TOBa € CHOOIABaHO, Ye MEMETPEKCe ] MOKe Jia MPUYMHN yMopa. [lopaay ToBa, malueHTuTe TpsoBa aa
ObAaT npeaynpeneHu aa He modupaT Wik paboTAT ¢ MAIIMHU, aKO CE TOSBH Ta3U PEaKIIHs.

4.8 HexelaHu JeKapCTBEHH PeaKIUH

Pesrome Ha npoduiaa Ha 6€301acHOCT

Haii-uecTo cho0maBanuTe HEXeaH! PEAKIUH, CBbP3aHH C TIEMETPEKCEe T, M3MOI3BaH KaTo
MOHOTEpAITUs WK B KOMOMHAITHS, Ca KOCTHO-MO3bUHA CYIPECHs, KOSITO CE MPOSABSIBA KATO aHEMHUS,
HEYTPOIICHUS, JICBKOICHHSI, TPOMOOIIMTOIICHHS; U CTOMAIIIHO-YPEBHA TOKCHYHOCT, KOSTO C€ IIPOsBsBa
KaTo aHOPEKCHs, TaJicHe, IOBPbILAHE, TUapUs, KOHCTUIAIMS, (DAPUHTUT, MyKO3UT U CTOMATHT. Jlpyru
HEeXeJlaH! PeaKIuy BIII0YBAT ObOpEeYHa TOKCHYHOCT, IIOBUIIICHN aMUHOTpaHC(hepas3H, aloners,
yMopa, IexuapaTaiys, 00puB, HHOEKIH/CETICUC U HeBpomnaTus. Psako HaOmonaBanu chONTHS ca
cuHapoM Ha Stevens-Johnson 1 TOKcHYHa eMUAepMaTHa HEKPOIIH3a.

PesroMe Ha HeXKETaHUTE JICKAPCTBSHU PEAKIHUN, IPSJICTABESHO B TabauIa

Tabnuua 4 n30posiBa HeXXETaHUTE JEKAPCTBEHN PEaKLIUU OT OCHOBHUTE NMPOYYBAHHMS 32 pa3peliaBaHe
3a ynorpeba (JMCH, JMEIL JMBD, JIMEN u PARAMOUNT) 1 nocTMapKeTHHTOBUS TIEPUO]I,
HE3aBUCHMO OT IPUYMHHO-CIIEICTBEHATA BPb3Ka C IIEeMETpeKce I, M3II0JI3BaH MM KaTO MOHOTEpaIIus,
WM B KOMOMHAIMS C UCIUIATHH.

HJIP ca n36poenu no cucremo-opranex kiac mo MedDRA. 3a knacudunupane mo yecrora e
M3II0JI3BaHa cielHaTa KOHBEHIUs: MHOTO YectH (= 1/10); wectu (= 1/100 no < 1/10); Hedectn

(> 1/1 000 mo < 1/100); peaxu (> 1/10 000 go < 1/1 000); muaoro peaku < 1/10 000) u ¢ Heu3BeCcTHA
gecToTa (0T HATMYHUTE IaHHH HE MOJKe J1a ObJie HalpaBeHa OIICHKa).



Tabumna 4. YecToTa Ha HelKeJIaHUTE JIEKAPCTBEHHM PEAKIMH OT BCHYKH CTelleHH, He3aBUCHMO OT
NPUYUHHO-CJICACTBEHATAa BPb3Ka, 0T OCHOBHHUTE NPOYYBaHNs 3a pa3pemiaBaHe 3a ynorpeoda:
JMEI (Ilemetpexcen cnpsimo aouerakces), JMBD (IlemeTpexcen ¥ HUCIJIATHH CHIPSIMO
reMuuTadun u nucniaatul), JMCH (IlemMeTpexcen MI0OC HUCIIATHH CIPAMO HMCIIATHH),
JMEN u PARAMOUNT (memeTtpekce] IUIIOC HAH-100pH NOAXBPKAIU IPUKM CHPSIMO 1J1anedo
IUIIOC HAM-100pH MOAIBPKAINM IPHAKH) U MOCTMAPKETHHIOBHUS MEPHO/.

Cucremo- MHuoro yectu | Yecrn Heuectn Penxn MHoro C
OpraHeH KJjac peaAKH HEeH3BeCT
(MedDRA) Ha
4ecToTa
Undexmmu n | Uadexnus® Cencuc® Hepmo-
nHbpecTanyuu dapuHTHT XUIOAEPMUT
Hapymenns Heytponenust | ®ebpunna [Nanmuronenust | ABTOMMYH
Ha KpBbBTa U JleBkomeHus HEYTPOIIEHUS Ha
muM¢HaTa [Nonmxken Hamanen 6poit XEMOJIUTHY
CUCTEMA XEeMOTJI00UH TPOMOOLIUTH Ha aHEMHUS
Hapymienus CBpBX4yBCTBU Amnadunax
Ha UMyHHaTa TEJHOCT THUYEH IIOK
CHUCTEMA
Hapymenus Hexunparauus
Ha
MeTaboaM3Ma
u
XpaHEHETO
Hapymenns Hapymenne Mo3BYHO-CHIOB
Ha HepBHaTa Ha BKyca WHIUJCHT
cucTeMa [epudepna Ucxemuuen
MOTOpHa HHCYJIT
HEBPOMATHUS Wntpakpanua
[Mepudepna JICH KPbBOH3JIHB
CEH30pHAa
HEBPOMATHUS
3amasiHOCT
Hapymenus Kontonktusut
Ha OYUTE Cyxo0 0Ko
YBenuuena
JaKpUManus
Cyx
KEPaTOKOHIOHK
THUBUT
OTtok Ha
KJIeTIaunTe
3abomsBane Ha
OYHaTa
MOBBPXHOCT
Coprneunu Cwpreuna Crenoxapaus
HapymeHus" HEI0CTaThy Wndapkr Ha
HOCT MHOKapza
Aputmus Hcxemuyna
Oonect Ha
CBpLETO
CynpaBeHTpUKY
JIapHa apUTMHU
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Cucremo- MHuoro yectu | Yecrn HeuecTn Penxu MHoro C
OpraHeH KJjac peaKu HeU3BeCT
(MedDRA) Ha
4ecToTa
CpaoBu [lepugepna
HapylIICHHS ucxemusr”
Pecnimparop Benonpobna
HU, TPBIHH U eMOoIHs
MeacTHHAI WuTepcrunma-
HU JIeH
HapyIICHHS HEBMOHHUT™"
CromarHo- CromMatut Hucnencus KpwBouznus ot
YPEBHU AHOpeKcus KoncTumanus | pekTyma
HapylIeHHs [ToBpwinane bonka B CromanrHo-4peB
I[I/IapI/ISI KopeMa €H KPbBOHN3JIMB
lanene YUpesna
nepdopauus
E3odarur
Komut”
Xermatobu [ToBumena Xenatur
JTUapHU AIAHUHAMHUHOT
HapyIICHHS pancepasa
[ToBuimena
acmapTaTaMHuH
oTpaHcdepasa
Hapymenus O6pus Xunepnurmex Epurtem Cungpom Ha
Ha KOXKarta 1 JeckBamarust | Tarus Stevens-
MOJIKOXHATa Copbex Johnson®
ThKaH Myntudop Tokcuuna
MCH CPUTEM enujacpma
Anonenus Ha
Ypruxapus HeKposm3a’
[Memduroun
bynozen
JIepMaTuT
[Tpunobura
Oyro3Ha
CTHIEPMOIIH
3a
Epuremarose
H OTOK®
[IceBmoueny
JUT
Hepmatur
Ek3ema
[Ipypwuro
Hapymenns Hamanen BbrOpeuna Hedpore
Ha OBOperuTe | KPeaTUHMHOB | HEJOCTaThu HEH
Y IUKOYHUTE | KJIMPBHC HOCT HUHCHIIH
IBTHILA [ToBuien Hamanena JIEH
KpEaTUHHH B CKOPOCT Ha nnader
KpBbBTA" [JIOMEpYJIHA Penanna
¢bunTpanus TyOymHa
HEKpo3a
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Cucremo- Mmuoro yectn | Yectn Heuectn Penkn MHuoro C
OpraHeH KJjac peaku HEH3BeCT
(MedDRA) Ha
4ecToTa
O6um Ymopa Tpecka
HapyLIeHUs U bonka
edexTH Ha OTtox
MSCTOTO Ha bonka B
MPUITIOKCHUC TPBIHUS KOIII
Br3nanenue
Ha JUTaBHUIIATE
Wscnenpanus VBenuueHa
ramariryTaMmuiI
TpaHcdepaza
HapansBanus, Paguanmonen Cunrnpom
OTpaBsIHUS U ezodarur Ha
YCJIOKHEHUS, Paguanuonen paauanuoH
BB3HUKHAJIHN B ITHEBMOHUT Ha ITaMeT
pe3yiTar Ha
WHTEPBEHIUU

% cbe U 63 HeyTPOIeHHUS

® B HAKOM CJTy4a ¢ JIETAJIEH U3XO0/

® MOHSIKOTa BOAM JI0 HEKPO3a Ha KpalHUIUTE

" ¢ AMXaTe’IHa HEeJAOCTaThUYHOCT

 HaOJIFOJaBaHO CaMO B KOMOMHAIHS C IIUCIUIATHH
°IJaBHO Ha JOJIHUTE KpalHULIU

CpoO11aBaHe Ha 110103MPAHHU HEKEIAHU PEaKIIUH

Cpo0IIaBaHeTo Ha MOI03UPAHU HEXKETaHH PEaKIMU CIIe/ pa3pelaBaHe 3a yrnoTpeda Ha JeKapCTBeHUS
HPOAYKT € BayKHO. TOBa MO3BOJISIBA Aa MPOJIBIKH HAOIIOAEHUETO Ha ChOTHOLICHHUETO T0JI3a/PHCK 32
JeKapCcTBeHUS MPOAyKT. OT METUIIMHCKHUTE CIEHAINCTH CE H3UCKBA Ja ChOOIIaBaT BCIKa
MOI03MpaHa HeXKeNNaHa peakiys upe3 HallMOHaIHa CUCTeMa 3a ChoOIIaBaHe, mocoyeHa B [Ipunoxenue
V.

4.9 IIpepo3upane

CroOIIeHnTe CUMIITOME Ha TIpeI03UpaHe BKIFOYBAT HEYTPOIICHHS, aHEMHUSI, TPOMOOIIUTOTICHHS,
MYKO3HT, CEH30pHA IMOJIMHEBPOIIATHS 1 00pUB. OUaKBaHUTE YCIIOKHEHUS OT IPE03upaHe BKIIOUBAT
CyIpecHs Ha KOCTHHUS MO3bK, KOSITO C€ IPOSIBSIBA C HEYTPOIICHHUS, TPOMOOIIUTONCHUS U aHeMus. B
JIOITBJIHEHUE MOTaT Ja ObJaT HaOF0JaBaH HHPEKIUH ¢ WK 0e3 TpecKa, Tuapus W/Wid MyKo3uT. B
CIy4ail Ha IMO03MPaHO MPeAo3upaHe MAMeHTHUTE TPSAOBa /1a ObAaT MPOCIeAIBaHH 110 OTHOIIICHHE Ha
KpbBHATa KAPTHHA U aKO € HEOOXOAUMO J1a TIOIydaT Mo abpikaio jgedenue. [Ipu neuenue Ha
MpeIo3upaHe C meMeTpeKce ] TPSAOBa J1a ce MMa IpeABHU I yoTpedara Ha Kamues GhoauHaT/QoTrnHOBa
KHCEIUHA.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 @apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTHYHA Ipyla: aHTUHEOIIACTUYHH CPEJICTa, aHAIo3u Ha (onmeBara kucennaa ATC
xox: LOIBAO4.

[TeMeTpekce € MyJITUTApreTeH MPOTHBOTYMOPEH aHTH(OIATEH areHT, KOWTO MPOsBABA ACUCTBUETO

CH 4pe3 pa3pyliaBaHe Ha KIIIOYOBUTE (HOJATHO-3aBUCHMU METAO0OJIMTHH MPOIIECH, OCHOBHH 32
KJIEThYHATA PETUINKAIINS.
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ITpoyuBanus in vitro ca HoKa3aJy, 4e eMeTpeKce ] ce MPOosIBsiBa KaTO MyJITUTApPreTeH aHTU(OIIAT,
ype3 naxubupane Ha Tumuawiat cuarasa (TC), muxuapodonar penykraza (DHFR), u rmmiuaamun
pubonyxieorun hopmuntpancdepaza (GARFT), kourto ca kinoyoBy Goiar-3aBUCUME SH3UMH 32 de
novo OMOCHHTE3a HAa THMUIMHOBUTE U ypPUHOBH HYKIeoTuAH. [leMeTpekcen ce TpaHCIOpTHpa 10
KJIETKUTE KaKTO Ype3 peayluupaH (osaTeH NpeHOCUTEN, TaKa U Ype3 TPAHCIIOPTHUTE CUCTEMHU Ha
MeMOpaHHUs (osaT-CBbp3Balll NPOTenH. BeHbX NonajHan B KIeTKaTa, IeMeTpekces 0bp30 U
e(EeKTHBHO c€ KOHBEPTHUPA JI0 MOJHUTITyTaMaTHA (POPMHU OT €H3UMa (POJIMIT TIOJUTITyTaMaT CHHTETA3a.
[MonurmyramaTauTe GOpMU ce 3aabpHKAT B KICTKUTE U Ca IOPH ITO-MOIICH HHXHOUTOP HA TUMHTAIIAT
cunrasza (TC) u rmunuHaMua pudonykineotun popmuirpancdepasa (GARFT). [Tomurnyramanusita e
BpeMe- U KOHLEHTPALHUA-3aBUCUM TIPOLEC, KOWTO C€ OCBHIIESCTBIBA B TYMOPHATA KJIETKA U B II0-MaJIKa
CTEIleH B HOPMAJHUTE ThKaHHU. [lonuriayramaTHiTe METAaOOIMTH UMAT TIOBUIIEHO BHTPEKIECTHYHO
BpeMe Ha MOJYKHUBOT, BOJCIIO A0 YABIDKEHO JIeHCTBUE HA JIEKAPCTBECHHUS MPOIYKT B 37I0KAUECTBEHUTE
KIICTKH.

EBpomneiickara areHus 1o JiekapcTBaTa 0CBOOOXIaBa OT 33 IBDKCHUETO 3a IIPEIOCTaBsIHE Ha
pe3ynTaTUTe OT MPOYYBAHUS C pePEePEHTHHS JTEKAPCTBEH MPOAYKT, ChABPKAI IIEMETPEKCEl, BB

BCHUYKHU NOATPYIHN HA NEAUATPUIHATA ITOITYyJIallus 3a Pa3pCIICHUTEC MMOKA3aHU A (B)K. TOYKa 42)

Kinnnnuna edukacHoOCT

Meszomenuom

EMPHACIS, MynTuLieHTpOBO, paHAOMHU3HPAHO, EANHUYHO-CIIAIO, TpeTa ¢a3a MpoyyBaHe Ha
MeMETpeKce] IUTI0C LUCIIIATHH B CPAaBHEHUE C LIUCIUIATHH NPU HEJEKYBaHH ¢ XUMUOTEpaINHs
MAIMEHTH C MAJIMTHEH IUIEBPAJIEH ME30TEINOM € IT0Ka3aJo, Y€ MallMeHTUTE, JIEKYBaHHU C IEMETPEKCENT
Y IUCIUIATHH UMAT KIMHUYHO 3HAYMMO CpeIHO 2,8 Mecela yIbKaBaHe Ha CpeHaTa IPEXUBSIEMOCT B
CpPaBHEHHE C MAlMEHTHUTE, OTyYaBaly [IUCIIATUH CAMOCTOATEIHO.

ITo BpeMe Ha MPOYYBAHETO KBbM JICUCHUETO Ha MAIUCHTUTE ca O JOOABEHH HUCKHU JT03H (hosueBa
KHCEJIMHA U BUTaMUH Bi, 32 HaMaJIiBaHe HA TOKCMYHOCTTA. [IbpBOHAYATHHUAT aHAIHU3 HA TPOYYBAHETO
€ M3BBPIICH BhPXY MOMYNAIUATa OT BCHUKH MAI[HCHTH, PAHAOMU3UPAHH B PAMOTO, KOETO TOJTy4aBa
MPOYYBAHMS JIEKAPCTBEH MPOAYKT (PaHIOMHU3MPAHH ¥ JIeKyBaHH). I3BBPIICH € MOArPYIIOB aHAIN3 Ha
MaIMeHTHTE, MoJydaBaIiy 100aBku (oJIreBa KUCEINHA U BUTAMHH B, 110 BpeMe Ha IeNist Kype Ha
JIeUeHHE B X0JIa Ha TIPOYYBAHETO (M3IUITO ¢ 100aBKH). Pe3ynTatuTe OT Te3u aHAIH3H 338 €(hUKACHOCT
ca 00001IIeHH B TabIuIaTa mo-Jaomy.
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Tab6umna 5. EpukacHocT Ha meMeTpeKcen IUTIOC NUCIVIATHH B CPaBHEHHe ¢ HUCIVIATHH NPH
MAaJINTHEH IJIeBPaJieH Me30Te1HOM

PangoMu3upanu M JIEKyBaHU IManuenTH M3UAT0 ¢ 100aBKH
MAlMEeHTH
ITapameTpu 3a Ilemerpexcen/ | [lucmiaaTun Ilemerpexcen/ | [ucniaaTun
euxacHoct HUCIIATHH (N =222) HUCIIATHH (N=163)
(N =226) (N =168)
Menuana Ha o0111a 12,1 9,3 13,3 10,0
MIPEKUBIEMOCT (MeCern)
(95% CI) (10,0-14,4) (7,8-10,7) (11,4-14,9) (8,4-11,9)
Log rank p-cTotinoct ** 0,020 0,051
Menuana Ha BpeMe 3a 5,7 39 6,1 39
TyMOpHa MPOTpecus
(Mecern)
(95% CI) (4,9-6,5) (2,8-4,4) (5,3-7,0) (2,8-4,5)
Log rank p-ctoitnoct ** 0,001 0,008
Bpeme no Heycnex ot 4,5 2,7 4,7 2,7
JICYCHUETO (MeCeITn)
(95% CI) (3,9-4,9) (2,1-2,9) (4,3-5,6) (2,2-3,1)
Log rank p-cToriHoct ** 0,001 0,001
OO0 KIMHUYEH OTroBOp O** | 41,3% 16,7% 45,5% 19,6%
(95% CI) (34,8-48,1) (12,0-22,2) (37,8-53,4) (13,8-26,6)
Fisher's exact p-croiiHocT ** < 0,001 < 0,001

Crokpamenust: Cl = moBepurteneH HHTEpBaI

% *p-CTOWHOCTTa OTHACSALIA CE JO CPAaBHEHUE MEXly paMeHarTa

0 #**B paMOTO ¢ MEMETPEKCE I/ IMCIUIATHH, PaHAOMU3UpaHy | JekyBanu (N = 225) 1 U311 ¢
no6asku (N = 167).

JIeMOHCTPUPAHO € CTATHCTHYECKH 3HAYMMO ITOJIOOpEHNE Ha KITMHUYHO 3HAYMMHUTE CUMITOMH (00JKa
W JIUCTIHES ), CBBP3aHH C MAJMTHEHUS IJICBPAJICH ME30TEIIHMOM B PAMOTO C TIEMETPEKCE T/ IUCIIIATHH
(212 marieHTH) B CpaBHEHHE C paMOTO IHUCIDIATHH CAaMOCTOATENHO (218 manueHTH) 4pe3 u3MoiI3BaHe
Ha CkasiaTa 3a CHMIITOMH 1IpH 6enoapoOeH pak. CTaTUCTHYECKH 3HAYMMH Pa3MKU B TECTOBETE 32
OenoapobHa (yHKUUS ca ChUI0 HaOMoaBaHu. Pa3ensHeTo Mexly paMeHaTa Ha JICUCHHUE €
MOCTUTHATO Ype3 NoZ00psiBaHe Ha OenoqpoOHaTa GYHKIUS B PaMOTO ITEMETPEKce/] /IIUCIUIATHH |
BJIOIIaBaHe Ha OesopoOHaTa GyHKIHUS Clie/l BpeMe B KOHTPOIHOTO pamo.

Wwma orpaHnveHr JaHHU 32 TMAIMEHTH C MAJUTHEH IJICBPajieH ME30TEIIMOM, JICKYBaHHU C IIEMETPEKCeT
camocTosaTenHo. [lemerpekcen B 103a 500 mg/m? € u3y4aBaH KaTo CaMOCTOATEIHO CPEACTBO pH 64
MalUEeHTH ¢ MAJIUTHCH TUICBPAJICH ME30TCIINOM, HECJICKYBAHNU C XUMUOTCPAIINA. CremneHra Ha ISIJI0CTEH
otroBop ¢ ouna 14.1%.

Heopebrnoxnemvuen pax Ha beaus 0pob (HIAPBJ]), neuenue om emopa JuHus

MHOTrOneHTPOBO, PaHIOMHU3UPAHO, OTBOPEHO (paza 3 moyuBaHe Ha EMETPEKCE]] CIIPSIMO JTOIETaKCel
MIpH MAIUEHTH C JIOKATHO aBaHcupai wiu mertactatuueH HJIPB/] crien nmpenmectBama xumMuotepanus
MOKa3Ba cpe/iHa MPEXKUBIEMOCT OT 8,3 Mecela Py MaIUSHTUTE JICKYBaHU C IEMETPEKCe]]
(momymamwst, sxenaema ga 6buae nekysada (ITT) N = 283) u 7,9 Mecelia ipu MaliMeHTUTE, JICKYBaHH C
norerakcen (ITT N = 288). I[IpeamecTpamara XuMHoTepanus He BKIIOUBA TEMETPEKCce . AHAIIN3 Ha
BIIMSIHUETO Ha XUCTOJIOTUSATA Ha HeapeOHOoKIeThuHus Oenonpoden kapuunoM (HIKBIK) 3a edexra
OT JICUSHHETO BBhPXY 00IIaTa MPEKUBIEMOCT IOAKPEIIS IEMETPEKCE CIIPSIMO JIOIIETaKCel IpH
narmertu ¢ HJIKBJIK, pa3nuyen oT Xxuctonoruure Ha MpeIuMHO CKBAMO3HOKJIEThYeH KapiHOM (N =
399, 9,3 cipsimo 8,0 mecelia, kopurupan koeduieHt Ha puck (adjusted HR) = 0,78; 95% CI=0,61-
1,0;, p = 0,047),u e B moAKpeTa Ha JOIETAKCEII 32 XUCTOJIOTHS Ha TIPEIUMHO CKBAaMO3HOKJIETHUCH
kapruHoM (N = 172, 6,2 cripsimo 7,4 Mecena, kopurupat koedunueHTt Ha puck (adjusted HR) = 1,56;
95% CI=1,08-2,26; p = 0,018). He ca HabmogaBaHu KIMHUYHO 3HAYMMHU Pa3IMKH 32 Ipoduia Ha
0€30IacHOCT Ha MeMETPeKCce ] pAMKUATE Ha XMCTOJIOTUIHHUTE TIOTPYIIH.
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OrpaHuueHU KIMHUYHM JaHHH OT JAPYTO PaHIOMH3UPAHO KOHTPOJIMPAHO MPOYyUYBaHe OT (a3za 3
HaBEX/1a Ha MUCHJITA, Y€ TaHHUTE 32 €()eKTUBHOCT (00I1a IPEIKUBAECMOCT, MPESIKUBSIEMOCT 0e3
MPOrpecHs) 3a MeMETPEKce] ca Mo J00HN MKy MAIllMEHTUTE, TPEIBAPUTEIHO TPETUPAHH C
nouerakcen (N = 41), u manueHTuTe, KOUTO HE Ca MOTyYaBaH MPEIBAPUTETHO JICUSCHHE C TOIeTaKCel

(N = 540).

Tabauua 6. E¢exTuBnoct Ha nemeTpercen cnpsimo goneraxcesa npu HAPB/I - ITT nonyaanus

IlemeTpekcen Jokerakce
IIpe:xxkuBsieMocT (Mecenn) (N =283) (N =288)
* Menuana (Mecern) 8,3 7,9
* 95% CI 3a menmana (7,0-94) (6,3-9,2)
* HR 0,99
* 95% CI 3a xoeduieHnt Ha pucka (HR) (0,82-1,20)
» Heundepuopna p-croitnoct (HR) 0,226
pesxxkuBsiemoct — 6e3 nporpecusi (months) (N =283) (N =288)
* Meaunana 2,9 2,9
* Koedunuent Ha puck (HR) (95% CI) 0.97 (0.82-1.16)
Bpeme 10 Heycnex ot sedennero (TTTF - (N =283) (N =288)
Mecelu) 2.3 2,1
* Menuana 0,84 (0,71-0,997)
*» Koedunuent Ha puck (HR) (95% CI)
OtroBop (n: orpeneneH KaTo OTTOBOP) (N =264) (N=274)
* Crenien Ha otroBop (%) (95% CI) 9,1 (5,9-13,2) 8,8 (5,7-12,8)
* CrabuiHo 3aboisBane (%) 45,8 46,4

Corpamenus: CI = nosepurenen uarepsai; HR = koepunment Ha pucka; ITT = nomynarms,
xeJaenia na Obae JgekyBada (intent-to-treat); N = pazmep Ha o012 mOMyIaiusl.

Heopebunoxnemvuen pax Ha beaus 0pob (HAPBJ]), neuenue om nvpea AUHUA

MyATHLEHTBPHO, PAHIOMU3UPAHO, OTBOPEHO MPOYyUYBaHe OT (a3a 3 Ha meMeTpeKce ] IUTIOC HUCIUIATHH
CHPSMO TEMIUTAONH TUTIOC IIUCTUIATHH MPH MAIIMEHTH C JIOKAJTHO aBaHCUPAN WIIM METaCTATHUCH
(Cranuii I1Ib unu 1V) HenpeObHOKIeTRYCH Oenoapoden kapimHoM (HJAKBJIK), Ha kouTo 10 MOMeHTa
He e MpuilaraHa XMMHUOTepanusl, oKa3Bpa, ue nemerpekces rioc nucruiatul (Intent-To-Treat [ITT]
nomynanus n = 862) qoctura cBosiTa MbpBUYHA KpaiiHa TOYKa U MOKa3Ba MOJ00HA KIMHUYHA
edekTUBHOCT KakTo reMiuTaduH mrtoc mucraTtaH (ITT n = 863) B o0mmaTa npexxuBsieMOCT
(xopurupan koeduuueHt Ha puck [adjusted HR] 0,94; 95% CI = 0,84-1,05). Bcuuku nauuenry,
BKITIOYUEHU B TOBA Mpoy4BaHe ca nMaiu GyHKkunoHanHo cberostaue 0 mmm 1 mo ECOG.

[IbpBUUHUAT aHATN3 HA eeKTHBHOCTTA ce ocHOoBaBa Ha ITT nonynanusTa. CEH3UTUBHUTE aHATIM3H
Ha IJIABHUTE KpaiHU TOYKH 32 e(DeKTUBHOCT CHIIO Ca OLECHSIBAaHU BbPXY MPOTOKOJI-KBAIM(UIIMPaHATA
(PQ) monynanus. Ananusure Ha epeKTUBHOCTTA, U3Noa3BaIy PQ nonynanusTa, ce CbBMECTHMH C
anamusute 3a [TT nonynauusita u moakpensrt He no-mankata epextuBHocT Ha [11 cpemry I'LI.

[pexussiemoct 6e3 nporpecust (PFS) u obiara yecToTa Ha OTTOBOP ca MOJOOHH MEXY JICKyBaHUTE
rpymnu: meauanata Ha PFS e 4,8 mecena 3a memeTpekcen IIroc IUCIUIATHH cpenty 5,1 mecera 3a
reMUUTAa0NH IUTIOC IIMCIUIATHH (Kopurupaln koeguuueHt Ha puck [adjusted HR] 1,04; 95% CI = 0,94-
1,15), u obmiara yecrtora Ha oTroBop € 30,6% (95% CI = 27,3-33,9) 3a memeTpeKce 1 TUTIOC IUCTUIATHH
cpenty 28,2% (95% CI = 25,0-31,4) 3a remuutabus 1iroc nucruiatud. PFS nanauTe ca wactiuaHo
MOTBBPJICHU OT HezaBucuMa penersus (400/1 725 manuenTy ca paHIOMH3UPAHO N30paHy 3a
mperiena).

AHanmn3bT Ha BIUSHUETO Ha XUCTOJIOTHATA Ha He,[[pe6HOKJ'IeT’LLIHI/IH 6CJ'IO,[[pO6€H KapnuHOM

(HAKBAK) BppxXy 0obmiaTa npeskuBsSeMOCT MOKa3Ba KIMHUYHO 3HAYMMU PA3IMKU B IPEKUBIEMOCTTA
CIOpE] XHCTOJIOTHATA — BIDKTE TabiaMLaTa mo-1omy.
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Tabumna 7. EpekTHBHOCT HA meMeTpeKce + NUCIJIATHH CIPAMA reMIMTA0UH + HUCIVIATHH
NpH NIBPBA JIUHUA HelpeOHOK/IeThYeH Oeaoapoden kapuuHaoM — I'TT nonmyaauus u
XHCTOJOTHYHM MOATPYNH

ITT nonynamusa | Cpeana o0ma npe:xuBseMOCT B Meceld Kopurupan IIpeBn3
u xucrosornynu | (95% CI) KoepuIMeHT X0/JICTBO
MOArpynu ITemeTpexcen + I'emuuTadun + Ha pucka (HR) | p-
HUCIJIATUH HUCIJIATUH (95% CI) CTOITHOC
T
ITT momymanus 10,3 N =862 10,3 N =863 0,942 0,259
(N =1725) 9,8-11,2) (9,6 —10,9) (0,84 —1,05)
AneHnokapuunom | 12,6 N =436 10,9 N=411 0,84 0,033
(N =847) (10,7 - (10,2 - (0,71-0,99)
13,6) 11,9)
Enpoxnersuen 10,4 N=176 6,7 N=177 0,67 0,027
(N=153) (8,6 —14,1) (5,5-9,0) (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)
CxBaMoO3HOKIETH | 9,4 N=244 10,8 N =229 1,23 0,050
YeH (8,4-10,2) 9,5-12,1) (1,00-1,51)
(N=473)

Corpamenus: CI = nosepurenen uarepsai; [TT = momynanusi, xxenaenia ga Obe JiekyBana (intent-to-
treat); N = pa3mep Ha o01aTa nomysIauus

2 CTaTUCTHYECKHU 3HAYMMO 3a HE MO-MajIka e(l)eKTI/IBHOCT, C I'bJICH JOBCPUTCIICH MHTCPBAJI 3a

KOe(UIIMSHT Ha PUCK J0CTa MO JomycThuMara rpanuna 1,17645 3a He no-maiika e(h)eKTUBHOCT

(p < 0.001).

I'paduxa na Kaplan-Meier 3a 001a npe:;xuBsieMOCT 10 XHCTOJIOTHA

AfeHOKapuMHOM EgpokneTkYeH KapuMHOM
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He ca naGmojaBany KIMHUYHO 3HAYMMHE PA3JIUKH B ITpoduiia Ha 6€30acHOCT Ha MEMETPEKCE]T TUTIOC
IUCIUIATUH B PAMKHUTE Ha XUCTOJIOTUIHUTE TIOATPYITH.

[TanmenTuTe, JEKyBaHH C IEMETPEKCE M LUCIUIATHH, C€ HY>XKIasT OT Mo-Manko Tpancysun (16,4%
crpsimo 28,9%, p < 0,001), Tpancdysuun Ha epurpouutHa Maca (16,1% crupsmo 27,3%, p < 0,001) n
TpaHcdy3uu Ha TpoMOonuTH (1,8% cnpsmo 4,5%, p = 0,002). [TanueHTHTE Ce HYKAAST CHILIO OT IO-
MaJIKO MPHJIOKEHUE Ha epuTponoetun/mapoonoerus (10,4% crpsmo 18,1%, p <0,001), Ha
G-CSF/GM-CSF (I'-KCO/I'M-KC® (I'panynount-Kononus Ctumynupary @axrop/[ panynouut
Makpodar-Kononus Ctumynupamg @axrop) (3,1% crpsmo 6,1%, p = 0,004) u npenapatu Ha
xes30to (4,3% crpsmo 7,0%, p = 0,021).
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Heopeonoxnemvuen pax na denus opoo (H/APB/]), nodovprcauio nevenue

JMEN

MHOTOIIEHTPOBO, PaHIOMHU3UPAHO, IBOHHO-CIIATIO TUIANe00 KOHTPOJIMPAHO MpOyYBaHe oT ¢asa 3
(JMEN) cpaBHsiBa ehukacHOCTTa M O€30MaCHOCTTA Ha MOJABPKAIIOTO JCUYCHHUE C IEMETPEKCE ILTI0C
Hail-go6pu nogawspxkamy rpmwxn (BSC - best supportive care) (n = 441) cnpamo mane6o mioc BSC
(n = 222) npu nanueHTH ¢ JokainHo aBancupan (Craawii [1IB) wim metacratuaen (Cranuii V)
HenpeOHOKIIeThUCH pak Ha 6enus apod (HAKPB/), koo He mporpecupa cien 4 MUKbIa Ha JIeUeHHe
OT ITPBA JIMHUS KaTO JBOWHA TEpams, ChIbPKaIla IIUCIAITHH I KapOOIUIaTHH B KOMOWHAIIHS C
reMIIUTA0NH, TTAKITUTAaKCEeN WK JloneTakcel. JledeHne oT rbpBa JIMHKS KaTo JIBOIHA Teparnus,
ChIbpIKallla IEeMETPEKCe 1, He € BKIIIOYBAHO. BCHUKM MaumeHTy, BKIIIOYCHN B TOBA POYYBaHE ca
umanu gysxauonanto ceerosHue 0 win 1 mo ECOG. [lanuenTure momyyaBaT NogAbpKaIIo JICUEHUE
710 TIporpecupane Ha 3aboisiBaneTo. E¢ukacHocTTa M 6e30macHOCTTa ce U3MEpBaT OT MOMEHTA Ha
paHIOMU3UpaHe cie]| 3aBbPIIBAaHE Ha JICUSHHETO OT IbpBa JIMHUS (MHAYKIus). [lanmenTure
MOJTyYaBaT IO IbPIKaIIo JIeueHHEe C MeJMaHa 5 UKbJIA ¢ IeMeTpeKcea U 3,5 IUKbIa ¢ mianeoo.
0610 213 manuentu (48,3%) 3abpiiBaT > 6 MKUKbIa, a 00110 103 manuentu (23,4%) 3apbpiBar > 10
LUKBJIA HA JICYEHUE C IIEMETPEKCE.

[Ipoy4BaneTo € JOCTUrHANO CBOATA IbPBUYHA KpalfHa TOYKA U NIOKa3Ba CTATUCTUYECKH 3HAUUMO
noo0peHre Ha npexupsieMoctTa 0e3 nporpecust (PFS) B rpynara ¢ nemerpekces cpsiMo Tpymnara ¢
wiane6o (n = 581, He3aBUCUMO TIperJieaHa oMy lalus; Mearana, cboTBeTHO 4,0 Mecena u 2,0
Mecera) (koedumuent Ha puck = 0,60, 95% CI = 0,49-0,73; p < 0,00001). HezaBucumusT mperien Ha
CKEHOTPaMHUTE Ha MAlMCHTUTE NOTBBP)KIaBa HAXOKUTE OT OLIEHKATa 3a MPEKUBSIEMOCT Oe3
nporpecusi (PFS) na u3cnenoBarens. Meauanara Ha o0IiaTa MpexUBsIEMOCT 3a LsJIaTa MOITYJIALHS
(n=663) e 13,4 mecena 3a rpymnata ¢ nemerpekcen u 10,6 mecena 3a rpynara c mianedo, KoeguuueHt
Ha puck = 0,79 (95% CI = 0,65 o 0,95; p=0,01192).

B cpoTBeTcTBHE C MpyruTe npoyuBaHus Ha nemerpekcen, B JMEN e HaOmronaBana pasivka B
eduxacnoctra cnopen xucronorusta Ha HAKPB/I. Ilpu naunenture ¢ HAKPB/I, ¢ paznuuna ot
MPEIUMHO CKBAMO3HOKIJIEThYHA XUCTONOTUs (N = 430, He3aBUCHMO MpETJIeAana MOIyJIaIs),
MeauaHarta Ha npexxuBsemMocT 6e3 nporpecus (PFS) e 4,4 mecena 3a rpynara ¢ nemerpekcen u 1,8
Mecela 3a rpynara ¢ miaiebo, koeduiueHt Ha puck = 0,47 (95% CI = 0,37-0,60; p = 0,00001).
Menauanata Ha o01a npexxuBseMoct npu naruentute ¢ HIAKPB/, ¢ pasnnyna ot mpeaumMHo
CKBaMO3HOKJIeThYHa xuctonorus (n =481), e 15,5 mecena 3a rpymnara ¢ nemetpekcen u 10,3 mecema
3a rpynara c miane6o, koepuruent Ha puck = 0,70 (95% CI = 0,56-0,88; p = 0,002). BrirouBaiiku
¢azaTa Ha MHAYKIMS, MeIUaHaTa Ha ooOmia npexusseMoct npu nanuenture ¢ HAKPB/, ¢ paznununa
OT IPEIUMHO CKBaMO3HOKJIEThYHA XUCTOJOTH, € 18,6 Mecena 3a rpynara ¢ nemerpekcen u 13,6
Mecella 3a rpynara ¢ mianeoo, koepuiuent Ha puck = 0,71 (95% CI = 0,56-0,88, p = 0,002).

Pesynrarute 3a npexxuBseMocT 0€3 porpecus U 001Ia MPEXUBSIEMOCT TIPH MAIMEHTH ChC
CKBAaMO3HOKJICTHYHA XHUCTOJIOTUS HE TIPEATIoNaraT MpeJuMCTBO Ha IEeMeTpeKce ] pe mianedo.

Hsama Ha6J'IIO,Z[aBaHI/I KIIMHUYHO 3HAYMMU PA3JINInd B npodnzma Ha 0€30MacHOCT Ha MNEMETPCKCEO Cpea
XUCTOJOTUYHUTEC IMMOATPYIIH.
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JMEN: I'papuxn na Kaplan Meier 3a npexussiemoct 0e3 nporpecusi (PFS) u 06ma
NpeKUBSAEMOCT 32 neMeTpeke] cnpsaMo mianedo npu nauuentu ¢ HIKPB/L, ¢ pazauyna ot
NpeAUMHO CKBAMO3HOKJIEThYHA XHCTOJI0THSA

[Tpexnsaemoct 6e3 nporpecns O6ma npexnBseMocT
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MHOTOLIEHTPOBOTO, PaHIOMHU3UPAHO, JTBOWHO-CIISIO, IUIANe00-KOHTPOIUpaHo ¢a3a 3 mpoyuBaHe
(PARAMOUNT), cpaBHsBa epuKacHOCTTa U O€30IaCHOCTTA Ha MPOABIKCHUETO Ha OAIBPKALIOTO
nedenue ¢ nemerpekcen mwitoc BSC (n = 359), ¢ Toa Ha miane6o mwiroc BSC (n = 180), mpu mauneHTH
¢ sokanHo aBaHcupan (cranuit [11B) nnm metacraruuen (cramuit IV) HAKPB/], ¢ paznudna ot
MPEeIMMHO CKBAMO3HOKJIEThYHA XUCTOJIOTHUS, KOWTO HE mporpecupa cien 4 MUKbiIa JedeHne oT IbpBa
JUHUS ¢ IeMeTpeKce]] B KoMOuHanus ¢ nucroiatuH. Ot 939 manueHTH, JIEKYBaHHU C IEMETPEKCe]T TLTI0C
WHAYKIWA C IUCIDIATHH, 539 narnuenTy ca paHIOMH3UPaHU J1a TIOTydaBaT Mo IbPKAIIo JICUSHUE C
nemeTpekce]] wiH miare6o. OT paHAOMU3NPaHNUTE MaUeHTH, pu 44,9% nMa TblieH/9acTHYeH
OTroBop, a 51,9% umar OTroBOp ChC CTAOMIIM3UPaAHE Ha 3a00JISIBAHETO 10 MHIYKIIMS C IEMETPEKCE]T
TUTIoC mucIviatvd. [Ipu manyuenTuTe, paHAOMU3UPAHH Ha TTOAABPIKAIIO JIEYeHHE, Ce M3UCKBA J]a UMaT
ECOG o¢ynkiuonanto cecrosaue 0 wim 1. CpeTHOTO BpeMe 0T HAa4aja0TO Ha HHIYKIIHOHHOTO
JIEYEHUE C MEMETPEKCe ] IUTIOC [IUCIUIATHH JO HAaYaJlIoTO Ha MOAIBPKAIIOTO JeueHue € 2,96 Mecena u
3a rpynara ¢ meMeTpeKcel, ¥ 3a rpynara c rmare6o. PangoMu3npannTe NanueHTH moTyYaBat
MOITBPKAIIO JISYEHHUE JI0 ITporpecupane Ha 3abonsaBaneTo. EQukacHocTTa 1 6e30macHOCTTa ca
OILIEHEHU OT MOMEHTAa Ha PaHIOMHU3aLMs ClIe]] 3aBbPIIBaHE Ha JIECYCHUETO OT MIbPBA JIMHUSA
(maaykmwst). [lanmeHTrTe IOMTyYaBaT cpeaHo 4 MUKbBIIAa Ha TOTBPIKAIIO JCUCHHUE ¢ TIeMeTpeKcea u 4
HUKBIA ¢ wiae6o. 0010 169 naruentu (47,1%) 3apbpiiBar > 6 IUKbIIA Ha MOAIBPKAIIOTO JICUCHHUE
C TIeMeTpeKce I, peAcTaBsiiky moHe 10 IbIIHU [IUKBIIa Ha IEMETPEKCE.

[IpoyuBaHeTo qOCTUTA CBOSITA TPBUYHA KpalfHa TOYKA U TIOKAa3Ba CTATUCTUYECKU 3HAYHMO
noo0peHre Ha nmpexuBsieMoctTa 0e3 nmporpecust (PFS) B rpymara ¢ memerpekces Hazl rpynara c
mwiane6o (n =472, He3aBUCUMO TperJieaHa Moy lalus; MeJrana, CbOTBETHO 3,9 Mecena u 2,6
Mecena) (cremnen Ha puck = 0,64; 95% CI = 0,51-0,81; p = 0,0002). HezaBucumusT nperien Ha
W3CIIEIBAHUATA ChC CKEHED Ha MMAallMEeHTUTE MOTBhPKaBa HAXOIKUTE OT olleHKaTa Ha PFS Ha
n3cuenoBaTens. 3a paHIOMU3UPAHNUTE MAIIMEHTH, KAKTO € OIEHEHO OT HAYaIOTO Ha HHYKIIMOHHOTO
JIYeHUE OT IIbPBA JIMHUS C IEMETPeKce] TUTI0C IUCIUIaThH, cpeaHara PFS, onenena ot
M3clieIoBaTeNs, € 6,9 Mecera 3a rpymnara Ha meMeTpeKces] ¥ 5,6 Mecena 3a rpymnara Ha 1miane0o
(crenen Ha puck = 0,59, 95% CI = 0,47-0,74).

Crnen MHAYKIMOHHO JISYSHUE C IEMETPEKCe]] TLTI0C IUCIUIATHH (4 UKBIIA), ISYSHUETO C IIEMETPEKCe T
CTaTHCTUYECKH MTPEBB3X0K/Ia TOBA C IIae0o Mo OTHOIICHNE Ha 001aTa MpeKuBIeMOCT (MeuaHa
13,9 mecena cipsimo 11,0 mecena, koedunment Ha puck = 0,78, 95%, CI = 0,64-0,96, p = 0,0195).
KbM MOMeHTa Ha TO3M MOCJEACH aHATU3 Ha TIpekuBsieMocTTa 28,7% OT MalueHTUTe OT TpyIaTa,

18



MOJTyYaBajl MEMETPEKCE, ca XKHUBH WM U3TyOeHH 3a mpociesBane, cupsmo 21,7% ot rpynara,
noy4apaia rane6o. OTHOCUTENHUST eEeKT Ha JICUSHHETO C IEMETPEKCE]] € TIOCJIE0BATEIICH BBTPE
B PaMKHUTE Ha MOATPYIUTE (BKIIOUUTEIHO CTaWi Ha 32a00JIIBaHETO, TIOBJIHSABAHE OT WHIYKIIHATA,
¢yukunonanno cberosuue (PS) mo ECOG, TroTIoHOMYIIIEHE, TI0JI, XUCTOJIOTHS U BB3PACT) 1 MOJJ00CH
Ha TO3W, HAOJIIOaBaH MPH aHAIM3UTE Ha HEKOpHUTHUpaHaTa o0ma npexussiemocT (OS) u Ha
npexxuBseMoctTa 6e3 mporpecus (PFS). UectoTaTta Ha npexuBseMocT Ha 1-Ta 1 2-Ta TOAMHA 32
MAIUEHTHTE, JIEKYBaHH ¢ TIEMETpEKCeN, CbOTBETHO ca 58% u 32%, B cpaBHeHue ¢ 45% 1u 21% 3a
MalMeHTHTe, MoyvyaBany miane6o. OT HA4aNoTo Ha MHIYKIIMOHHOTO JICYCHUE OT ITbPBa JIMHUS C
MeMETPEKCe ] TUTI0C IUCIUIATHH, MeInaHaTa Ha ob1iara npexupsieMoct (OS) Ha marueHTure ¢ 16,9
Mecella 3a rpynara ¢ nemerpekcen u 14,0 mecelia 3a rpymnarta ¢ mwiaie6o (koeduiueHT Ha puck = 0,78,
95% CI = 0,64-0,96). IIpo1ieHTHT Ha MAIIMEHTUTE, KOUTO MOy4aBaT JISYCHUE CIIE]] POYIBAHETO, €
64,3% 3a memetpekcen u 71,7% 3a mane6o.

PARAMOUNT: I'pa¢uka na Kaplan Meier 3a npe:xkuBsiemoct 0e3 nporpecusi (PFS) n o0ma
npe:xuBsieMocT (OS) npu npoabJakaBaHe HA NOJIBPKAHETO ¢ MeMeTpeKcel, CIPSIMO M1anedo
npu nauuentu ¢ HAKPB/I, ¢ pa3inyHa oT npeIuMHO CKBAMO3HOK/JIETbYHA XMCTOJIOT U
(olleHEeHU 0T PAHAOMM3HPAHETO)
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IMpodumute Ha 6€30MACHOCT HA MOUTHPIKAIIOTO JICYCHUE ¢ IEeMeTpeKce OT ABeTe npoyuBanus JMEN
n PARAMOUNT ca nomgo0Onu.

5.2 @®apmakoOKMHETHYHHU CBOHCTBA

dapMaKOKHHETHYHUTE CBOICTBA HA TIEMETPEKCE/] CIIe]] CAMOCTOSATENHO MPUIIOKEHUE ca OIIEHEHU TpU
426 manyenTy ¢ pak ¢ pa3IMYHy COIUIHU TYMOPH B J1031 B 00xBaTa Mexay 0,2 u 838 mg/m?,
npuiarany kato uHysus 3a nepuo Haa 10 munyTu. I[lemerpekcen nma obem Ha pasnpezeieHre B
CTAIIMOHAPHO ChCTOstHKE OT 9 1/m?. TIpoyuBaHus in vitro TIOKa3Bar, ue MEMETPEKCE]L € MPUOTU3UTETHO
81% cBbp3aH ¢ a3MeHuTe NpoTeHU. CBBbP3BAHETO HE CE MOBIMABA 3HAYUTEIHO OT PA3TUIHUTE
cTereHn Ha ObOpedHO yBpexknane. [leMeTpekcen NpeThpIisiBa OrpaHHYCH YEPHOAPOOCH META00IN3BM.
[TemeTpekcer OCHOBHO Ce eTMMUHUpPA C ypuHaTa, kato 70% mo 90% ot mpuiiokeHara /103a ce
BB3CTAHOBSIBA HETIPOMEHEHA B YpHUHATA 32 MbPBUTE 24 Haca clie]] MpIIoKeHue. In vitro IpoydIBaHUs
MOKAa3Bar, ue MeMeTpeKce ] akTUBHO ce cekpetupa oT OAT3 (TpaHcnopTeH OenThK HAa OPraHUYHU
AHUOHHM).

OOmuAT cUCTEMEH KIIMPBHC Ha reMeTpekces € 91,8 ml/min, a eTMMUHAITMOHHUAT MTOTYKHBOT OT
ra3Marta e 3,5 Jaca Ipu nanyeHTy ¢ HopMaiiHa 0b0pevHa QyHKIus (KPETHHHHOB KITMPBHHC OT

90 ml/min). MexayuHAMBHIyaiHATa BapHaOUITHOCT B KIIMpBHCa € ymepeHa 110 19,3%. Obmara
cucremHa excriozuius (AUC) 1 MakcMMaiHaTa IIa3MeHa KOHIICHTPALs Ha IEMETPEKCe]] ce
yBEJIM4aBaT MIPONOPLUOHATHO ¢ f03aTa. DapMaKOKMHETHKATa Ha IEMETPEKCE ] HE c€ TIPOMEHS IIPH
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MHOT'OKpPATHU HUKJIX Ha JICUCHHC.

dapMaKOKMHETHYHUTE JaHHHU Ha TIEMETPEKCel HE ce MOBIMABAT OT €IHOBPEMEHHOTO MPIIOKEHUE HA
mucratu. Jlo6aBsHeTo Ha (oJreBa KUCETHHA TIEPOPaTHO M MHTPAMYyCKYJITHO BUTaMHH B, He
MOBNHSIBAT (hapMaKOKHHETHKATa Ha IEMETPEKCE.

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

[punoxxeHUeTo Ha MeMETPeKce ] Ha OpEeMEHHM MUIIKH BOJIM JI0 HaMasieHa (eTaHa
’KHU3HECTIOCOOHOCT, HAaMaJIEHO (PEeTaTHO TEero, He3aBbpIlieHa OCH(UKAIINS HA HAKOU CKEJICTHH
CTPYKTYPH H IIEIIKa Ha HEOIIETO.

[IpunoxeHueTo Ha meMeTpeKcel Ha MBKKM MUIIKH BOJIH JI0 PEIIPOAYKTHBHA TOKCUYHOCT,
XapaxkTepHu3Hupalla ce ¢ MOHWKEHH HUBa Ha (epTHITHOCT U TeCTHKYIapHa aTrpodusi. B mpoyusane,
HanpaBeHO Ha Ky4e OT NopoAaTa OUIbJI Upe3 HHTPAaBEHO3HA 0OTyC MHXKEKIHS B IPOIbIDKEHHE Ha 9
Mecela, ¢ Ha0Jo/[aBaHa TeCTHUKYJIapHaTa HaXxo/IKa (JiereHepaliys,/HeKpo3a Ha eruTella Ha CEMEHHUTE
kaHargera). ToBa mpe/mosnara, 4e meMeTpeKce]l MoXe J1a YBpekaa MbxkKkaTa (epTuiiHocT. XKenckara
PENpPOAYKTUBHOCT HE € U3CTIe/IBaHa.

HeMeTpeKcez[ HC € MTOKa3aJl MyTar¢cHHOCT HUTO IIpU in Vitro TECT 3a XPOMO30MHH a6epau1/m B
SINYHUKOBH KIIETKH Ha KUTAUCKH XaMCTCpH, HUTO IIpHU Ames Tecta. HeMeTpeKCQI[ € IIOKa3aJl

KJIACTOT€HHOCT IIPH 71 ViVO MUKPOHYKJIEAPHUS TECT IPU MUILIKH.

He ca IIPOBCKIAHU NIPOYUBAHUA 3a OLICHKA Ha KaHICPOIrCHCH MMOTCHIIMAJI Ha IIEMCTPEKCCI.

6. ODAPMAIEBTUYHHU JAHHA

6.1 Choucbhbk HAa MOMOLIHUTE BellleCTBA

Manwuron (E421)

XI0poBOIOPOIHA KHUCETHHA (3a Kopurupane Ha pH)

Hatpues xunpokcuy (3a kopurupane Ha pH)

6.2 HecnbBMecTUMOCTH

[TemeTpekcen e pru3muecKkn HECHBMECTHM C Pa3TBOPUTEINH, KOUTO ChIBPKAT KU, BKIIFOUUTEITHO
pa3TBOp Ha PuHrep-nakrat u pa3rBop Ha Punrep. [lopaau nurncarta Ha Apyry U3NUTBAHUS 32
CBBMECTHMOCT TO3H JICKAPCTBEH NMPOAYKT HE TPsIOBa Jla ce CMECBa ¢ APYTrH JIEKAPCTBEHH MPOAYKTH.

6.3 Cpox Ha roaHoCT

HeotBopeH daakoH
3 roguHU

PasTBopenu (peKOHCTHTYHUPAaHN) U MHQY3HOHHH Pa3TBOPU

Xumuueckara ¥ (pruzndecka CTaOMIHOCT NpU yroTpeda Ha pa3TBOPEHHU (PEKOHCTUTYHUPAHH) U
nH}y3noHHN pa3tBopu Ha [lemerpekcen Pfizer npax 3a koHIEHTpaT 3a HH(PY3HOHEH Pa3TBOp € Ouia
Jl0Ka3aHa 3a 24 Jaca ciefl pa3TBapsiHe Ha OpUrMHaIHUA (IIaKoH, KOraTo ce cbhxpanssa nog 25 °C.
OT MHKpPOOHOJIOTHYHA TJICJHA TOUKA MPOAYKTHT TPsiOBa Jia Ob/Ie M3M0JI3BaH BeaHara. AKo He Obe
ynoTtpeOeH BeHara, oTpeOUTENIT € OTTOBOPEH 3a BPEMETO M YCIOBHATA HA ChXpaHEHUE MPEH
ynotpeba u To He TpsiOBa Jia Ob1e moBeue oT 24 vaca mipu 2 °C go 8 °C.

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHUe
To3u JICKApPCTBCH NPOAYKT HC U3MCKBA HAKAKBH CIICIIUAIHA YCJIOBHA Ha CbXPAaHCHUC.

20



3a ycnoBUsTa HAa CbXPAHEHHE CIIE Pa3TBapsAHE Ha JIEKApCTBEHMs MPOAYKT BIKTE Touka 6.3.
6.5 Buau chbabp:KaHUe HA ONIAKOBKATA

Iemerpexkcen Pfizer 100 mg npax 3a KOHLUEHTpAT 32 HH(Y3HOHEH Pa3TBOP

CrokiieH ¢nakon tun [ ¢ rymena 3anymanka, cpabpikant 100 mg memerpexcen (KaTo meMeTpeKcest
JTHATPUH XeMUTICHTaXHPAT).

OmnakoBka ¢ 1 ¢rakoH.

Iemerpexkcen Pfizer 500 mg npax 3a KOHLIEHTPAT 3a MH(Y3HOHEH Pa3TBOP

CrokiteH nakoH tun | ¢ rymena 3anmymanka, ceappikai 500 mg nemerpexcen (KaTo neMeTpeKces
TUHATPUI XeMHUIIEHTaXUpar).

OmnakoBka ¢ 1 ¢rakoH.

Hemerpekcen Pfizer 1000 mg npax 3a KOHLEHTPAT 3a HHPY3HMOHEH Pa3TBOP

CrbrieH (aakon tun | ¢ rymena 3amymanka, cbabpikaii 1000 mg memerpekcen (KaTo IeMEeTPeKCce
TUHATPUN XEMHUIICHTAXHU/PaT).

OmnakoBka c 1 ¢maxoH.

6.6 CrnenuajaHu npeana3Hy MepPKH NPH U3XBHPJIsiHE U padoTa

1. HpnnaraﬁTe ACCIITUYHA TCXHUKA 10 BPEMC Ha Pa3TBAPSAHCTO (peKOHCTI/ITyI/IpaHeTO) H I10-
HATaTbIIHOTO pa3peKaaHe Ha MEMETPCKCE 3a IMPUIIOKCHUC KaTO MHTPAaBCHO3HA I/IH(by?;I/IS[.

2. N3uucnere no3ata u 6pos duaxonu [lemerpekcen Pfizer, kouro ca HeoOxoaumu. DaakoHBT
ChIIbPIKa M3JHIIBK IIEMETPEKCEI, 3 J1a CE OCUTYPH OIPEIEICHOTO Ha €TUKETa KOJIUIECTBO.

3. PastBOperte (pekonctutyupaiire) puaxona ot 100 mg ¢ 4,2 ml 9 mg/ml (0,9%) pazTBop Ha HaTpHUEeB
XJIOPH]I 32 HHXKEKIINH, 0e3 KoHcepBaHT. PazrBopere diakona ot 500 mg ¢ 20 ml 9 mg/ml (0,9%)
pa3TBOp Ha HATPHUEB XJIOPHUJ 38 MHXKEKIUH, 0e3 KoHcepBaHT. PasTBopere ¢urakona ot 1 000 mg ¢

40 ml 9 mg/ml (0,9%) pa3TBOp Ha HATPUEB XJIOPHUJI 32 HHXKEKIIMH, 03 KOHCEpBaHT. [lony4eHusT
pas3TBOp chabpXKa 25 mg/ml nemerpexcen.

BrauMarenHo paskiateTe Bcekd (DIaKoH JOKATO MPaxXbT ce Pa3TBOPH W3Isu1o. [lomydeHusT pa3TtBop e
OHCTBp | Ha IBSAT MOXKE J1a Bapupa OT OE3IBETEH JI0 KBJIT WU 3eJICHOXBIIT, 0€3 TOBA Ja MTOBIUSC
HEeOJIaronpUATHO Ha Ka4eCTBOTO Ha mpoaykTa. [lomyueHust pazreop uma pH mexnay 6,6 u 7,8.
Heo6xonnmo e 10MbLJIHUTETHO pa3pekaaHe.

4. HeoOxoauMusT 06eM OT PUTOTBEHHS Pa3TBOP IMEeMeTpeKce TpsiOoBa Aa Obae JOIBIHUTEIHO
paspezneH ¢ 9 mg/ml (0,9 %) pa3TBop Ha HATPUEB XJIOPHUJ 32 HHXEKINHU 0€3 KOHCEPBaHT, 10
nony4yapane Ha ooem ot 100 ml 1 mpuiokeH KaTo HHTpaBeHO3HA HHY3uA 3a Haj 10 MUHYTH.

5. TIpuroTBeHUST CIOpe]] YKa3aHUATa pa3TBOP 3a MHQY3US HA IIEMETPEKCE]T € ChbBMECTHUM C
WH(Y3MOHHU CAaKOBE U CHCTEMH OT HOJIHMBUHUIII XJIOPU U TOIUOJIEPHH.

6. JlekapcTBEeHHTE MPOAYKTH 3a MapeHTepaiHa ynorpeda TpsiOBa f1a ObIaT MHCIIEKTUPAHU BU3YalTHO 32
YaCTHUIIM ¥ IPOMSHA Ha I[BeTa npean yrnorpeba. [la He ce ynoTpeOsiBa Ipy HaJIM4YKe Ha YaCTHUIIH.

7. Pa3TBOpHTE Ha IIEMETPEKCE]] ca caMo 3a eHOKpaTHa ynorpeda. Hensnos3BaHusT IeKapCTBEH
NPOIYKT WIX OTIaABYHUTE MATEPHAIN OT HETO TPsiOBa J1a Ce U3XBBPIIST B CHOTBETCTBHE C MECTHUTE
M3UCKBAHHSL.

[IpuroTesiHe U NPEeAYNPEXICHUS IPU NPUITIOKEHUE
KaxTo u npyrure noTeHIIMaTIHO TOKCHYHN IPOTUBOTYMYPHH CPEACTBA, OOPaBEHETO U MPUTOTBIHETO
Ha nH(QY3UOHHHUS pa3TBOpP IMEMETpEeKce ]l TpsiOBa j1a ctaBa BHUMaTenHo. [IpermopbuBa ce 1a ce
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M3IIOJNI3BAT PhKaBUIM. AKO pa3TBOPBT HA EMETPEKCE] MONAaIHE BbPXY KOKaTa, U3MHHATE KOXKaTa
BeJHAra M CTapaTeiHo ChC CalyH U BoJa. AKO pa3TBOPHT Ha IIEMETPEKCe]] MONaaHe BbPXY JIUraBuUIla,
npomuiite 0OMITHO ¢ Boja. [lemerpekce He MpUUYMHSABA MexXypH. HsiMa crienuduueH aHTHIOT 32
eKCTpaBa3alys Ha IeMeTpekcen. JJOKIaIBaHu ca HAKOJIKO ClIydas Ha eKCTpaBa3alusl Ha IEMETPEKCE],
KOHMTO HE Ca OLIEHEH! KaTO CEPHO3HM OT u3cienoBatess. ExcrpaBasauusta TpsaOBa qa 0bae KynupaHa
CIIOpEeJ MECTHATA CTaHJAPTHA IIPAKTHUKA, KAKTO IPU APYTUTE HE-BE3UKAHTH.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/15/1057/001

EU/1/15/1057/002
EU/1/15/1057/003

9. JATA HA ITbPBO PASPEINABAHE/ITIOJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIHOTPEBA

JlaTta Ha mepBO paspemmasane: 20 Hoemspu 2015 .

Mara na nocnenno nogHossiBane: 10 aBryct 2020 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[TogpoOHa nHpOpMaus 3a TO3U JEKapCTBEH MPOAYKT € MpeaocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIys 1o JiekapcrBaTta http:/www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUS ITPOAYKT

[Memetpekcen Pfizer 25 mg/ml koHIEHTpAT 32 HH(Y3UOHEH Pa3TBOP.

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Ennn ml koHIEHTpaT chABpIKa eMeTpeKce]] TUHATPUH, EKBUBAJICHTEH Ha 25 mg neMeTpeKce].

Ennn ¢nakon ¢ 4 ml KOHIIEHTpAT ChABPIKA IEMETPEKCe ] TUHATPUH, ekBHBaieHTeH Ha 100 mg
HeMeTpeKce.

Enun ¢nakon ¢ 20 ml koHLEHTpAT ChABPIKa IEMETPEKCEl ANHATPHMH, eKBUBaJeHTeH Ha S00 mg
HeMETpeKCce.

Ennn gnakon ¢ 40 ml KoHIIEHTpAT ChbpiKa IIEMETPEKCce T ANHATPHIA, ekBUBasieHTeH Ha 1 000 mg
HeMeTpeKce.

IToMOMIHO BEIIECTBO C U3BECTHO JCHCTBUE

Enun ¢nakon ¢ 20 ml KoHLEHTpAT ChABPIKa MPUONIU3UTENHO 54 mg HATPUH.
Ennn dnakon ¢ 40 ml koHIeHTpat chabpika npubdamsurento 108 mg HaTpuii.

3a IIBJIHUS CIUCHK Ha IIOMOIIMHUTEC BCIICCTBA BHMXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
KonuenTtpar 3a ndpy3uoneH pa3rBop (cTepuiieH KOHIEHTPAT).

KonmeHTpaThT € OucTBp, Oe31BETEH IO CBETIOKBIT UK 3eJICHOXKBIIT PAa3TBOP, IPAKTUIECKH Oe3
BHUJIUMH YaCTHIIH.

pH e mexny 7,3 no 8,3.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHU NOKA3AHUS

ManurHaeH mieBpajcH Me30TSINOM

[Temerpekcen Pfizer B koMOWHaIMsI ¢ IIUCILIATHH € TIOKA3aH 3a JICUCHUE Ha HEMOUICKAIll Ha PE3CKIIUS
MaJIUTHEH IJICBPAJICH ME30TEITNOM TPH MAITUEHTH, Ha KOUTO 10 MOMEHTA HE € TpujIarana
XUMHOTEPAIusl.

HenpebHoKIETHUEH pak Ha Oenus 1pod

[Memetpekcen Pfizer B koMOuHaIMS ¢ IIUCILIATHH € TIOKA3aH 3a JCUCHUE OT MMbPBA JUHMS Ha HMAllMeHTH
C JIOKAJTHO aBaHCHpAaJl WJIM METacTaTHYCH HeIpeOHOKIEThUeH pak Ha Oenus Apod ¢ pa3iuyHa OT
NpPEIMMHO CKBaMO3HOKJIETHYHA XHCTOIOTHS (BXK. ToUka 5.1).

Ilemerpekcen Pfizer e mokasan 3a MOHOTepanus Npy MOATBPIKALIO JICUCHHE Ha JIOKAIHO aBaHCHPAT
WIM METAaCTaTHUYCH HeAPeOHOKIEThYEH pak Ha 6enus 1po0, ¢ pa3sindHa OT NPEeJUMHO
CKBAaMO3HOKJIETHYHA XUCTOJIOTHS, ITPH MAMEHTH, YUETO 3200 sIBAHE HE TIPOTPecUpa HEMOCPECTBEHO
clie]] XMMHUOTEpanys Ha OCHOBAaTa Ha IIaThHA (BX. Touka 5.1).
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IMemerpekcen Pfizer ¢ moka3an 3a MOHOTEpAIHs NPH JICUCHHE OT BTOPA JIMHUS HA MAI[UCHTH C
JIOKAQJTHO aBaHCUPAJI WJIM METaCTaTHUYCH HEPEOHOKIIEThUCH paK Ha Oeiust Ipod ¢ pa3inyHa OT
MPEANMHO CKBaMO3HOKJICThYHA XUCTOJOTHS (BXK. Touka 5.1).

4.2 ,Z[osnpomca U HAYUH HA NPUWIOKEHUE

Ilemerpexcen Pfizer Tpsi6Ba na Obae npuiIaran camo Mo KOHTpOJIa Ha JieKap, KBAIM(HUIUPaH B
ynoTtpebarta Ha MPOTUBOTYMOPHA XUMHOTEPATIHSL.

EO3I/IQOBKa

Ilemempexced Pfizer 6 komounayusa ¢ yucniamun

I[MpenopbuBanara jno3a [lemerpekcen Pfizer € 500 mg/m? TenecHa MOBLPXHOCT, MPHUIIOKEHA KATO
WHTPaBEHO3HA WH(Y3HUS C MPOABIDKUTEITHOCT Hall 10 MUHYTH Ha ITbPBUS JIeH OT BCEKH 2 1-THEBEH
1uKsI. [penopbuBanaTa 103a UCILIATHH € 75 mg/m? TejecHa MOBBPXHOCT, KaTO UH(Y3Hs ¢
MPOABIDKUTEIHOCT HaJ 1B yaca, npubausurentHo 30 MUHYTH ciell 3aBbpIIBaHe Ha HHY3HATA C
MEeMETpEeKce], Ha IbPBUS JICH OT BCeKH 2 1-1HeBeH HuKbI. [lanuenTure TpsAOBa Aa moxydaT aJeKBaTHa
AHTHEMETHUYHA TePAIUs M NOIXOJISIIIA XUAPATAI, TPEH W/WITH CiIe]] MoJydyaBaHe Ha IIUCIUIATHH
(BX. CBINIO KpaTKaTa XapaKTepUCTHKA Ha IPOIYKTa Ha IUCIIIATHH 32 CIICHU(UYHH MTPETIOPHKH MPU
JO3UpaHe).

Ilemempexceo Pfizer kamo camocmosamenno cpedcmao

[Ipu manuenTw, JieKkyBaHu 3a HeIPEOHOKIIETHUCH paK Ha Oemus Ipo0 ciex mpe/iecTBaa
XUMHOTEpAIHs, penopbuBanata no3a [lemerpexcen Pfizer € 500 mg/m? TeecHa MOBBPXHOCT,
MPWIOKEHA KaTO HHTPaBEHO3HA UH(Y3HSI, C IPOABDKATSIHOCT Haa 10 MUHYTH, Ha IBPBUS JCH OT
BCeKHU 2 1-THEBEH IIUKBII.

Peoxicum Ha npemedurkauus

3a ;1a ce HaMaJId 4eCTOTaTa M TeKECTTa Ha KOXKHHUTE PeaKIu, TPSOBa J1a ce Ja/ie KOPTUKOCTEPOUT B
JIeHs TIpeIn, B ICHS Ha U JICHS CJel MPIIOKEHUE Ha meMeTpekcesl. KopTukocrepouasT TpsadBa na
ObJIc CKBUBAJICHTEH Ha 4 Mg JeKCaMETa30H, MPUIIOKEH NISPOPAITHO JIBa IIBTH Ha JIeH (BXK. TouKa 4.4).

3a 1a ce HaMaau TOKCUYHOCTTA, MAlMEHTHTE JIEKyBaHU C IEMETPEKCe, TPsAOBa ChIIO /1A OJIyyaBatT
N00aBKH OT BUTaMUHHM (BK. Touka 4.4). [Tanmenture TpsOBa Aa nmpuemar nepopaiHo ¢gonresa
KHCEJIMHA WK MYJITUBUTaAMUHEH NPOIYKT, ChAbpKall ¢onueBa kucenanna (350 oo

1 000 mukporpama) BcekuaHeBHO. [1oHe et 103u doimeBa KucelMHa TpsoBa J1a ObJaT IPUETH Mpe3
celleMTe JIHU MpeNu IMbpBaTa J103a MeMeTPeKCe ] U MPUEeMbT TPAOBa J]a MPOAbIDKaBa M0 BpeMe Ha
BITHUS KypC JieueHne 1 21 JHU clies TIociIeAHaTa o3a neMerpekces. [lanuentuTe TpssOBa chIlo Aa
MOJy4aT HHTpaMycKynHo BuTamMuH Bz (1 000 muxporpama) mpe3 ceaMuiara npeay mbpaaTa 103a
MEMETPEKCEe] U ClIe/l TOBA Ha BCEKH TPeTH LUK [locnenBara nrxeknus ButaMud B, Moxe na 0b1e
HanpaBeHa B ChIIUS JICH, B KOMTO € MPHIIOKEH MEMETPEKCE].

Monumopupane
[TaruenTrTe, MOMyYaBaIy MEMETPEKCEl, TPSAOBA a ObIaT MOHUTOPUPAHH MPEAM BCIKaA /103a 110

OTHOIIICHUE Ha ITBJIHA KPhBHA KAPTHUHA, BKIFOUUTEITHO AU EPEHIIMATHO OpoeHE U Opoii TPOMOOIUTH.
Ipenu BesAKO Ha3HAaYaBaHE Ha XUMUOTEpAIUs TPIOBa Ja ce ChbOUpaT KPbBHH OMOXHMHUYHH TECTOBE, 3
1a ce olieHn ObOpeuHara u YepHoaApoOHa GyHKIuK. [Ipean 3anoyBane Ha BCCKH IUKBI HA
XMMHOTEPAIHs € Hy)KHO MallMEHTHTE Ja UMaT a0CcotoTeH opoit HeyTpodmin (ANC)

> 1 500 knerku/mm?’ 1 TpomGormTH > 100 000 KIeTkn/mm?®.

KpearunnnoBusar knupbHC TpsaOBa na 0b1e > 45 ml/min.

OOmumsar Ounnpyoun TpsoBa na 6bae < 1,5 mMbTH OT ropHaTa rpaHyLa HA HOpMaTa. AJIKanHaTa
¢docpataza (AP), acnaprar amunorpancgepasata (AST wnmn SGOT) u ananun amunoTpancdepaszara
(ALT nmu SGPT) tpsibBa na ca < 3 mpTH OT TOpHaTa TpaHuIa Ha HopMata. CTOHHOCTH Ha aJIKajHaTa
¢doctaraza, AST u ALT <5 mpTH Haj rOpHATa TPaHKIIA HA HOpMaTa ca MPUEMIIMBY TIPH 3acsraHe Ha
YepHUs APoO OT TYMOP.
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Adanmupane na dozama

AnanthpaHe Ha J103aTa B HA4aJIOTO Ha BCEKH IMOCJISABAI [IMKBJI TPSAOBA J1a CE MIPaBH CIIOpe]] Hal-
HHUCKAaTa CTOMHOCT (Haaup) Ha Oposi HA KPbBHUTE KJICTKH MM MaKCHMaHaTa HeXEMaTOJIOrHuHa
TOKCHYHOCT CIIPSIMO TPEAXO0KIAIHUS IIUKBI Ha JiedeHue. JleueHneTo Moxe n1a Obe OTIIOKEHO, 3a 1a
CE OCTaBM JIOCTATHUYHO BpeMe 3a Bb3CTaHOBsiBaHe. Cliel] Bb3CTaHOBSIBAHE MAIMEHTHTE TPSOBA J1a
MPOBIDKAT JICUSHUETO CH, KaTO C€ M3MOI3BaT yka3anusTa B Tabmumm 1, 2 1 3, KOUTO ce OTHACAT 32
[Memetpekcen Pfizer, n3mon3BaH caMOCTOSATEIIHO UM B KOMOMHAIINS C [IUCILIATHH.

Taoauna 1. Tabauna 3a anantupane Ha g03aTa Ha [lemeTpekcen Pfizer (camocTosATETHO WM B
KOMOMHANNA) U UCIJIATHH — XeMaTOJOTHYHA TOKCHYHOCT

Haii-nucka ctoitHOCT (Hagup) Ha abcomoTHUS Opoit Ha | 75% oT mpeaMIHAaTa 1032 (3a JBaTa
neyrpopuure (ANC) < 500/mm? u namup Ha nponykra [lemerpekcen Pfizer u
tpomGormTuTe > 50 000/mm’ LMCIUTATHH)

Hanup nHa TpomGormuTe < 50 000/mm? He3aBrcHMO 75% ot mpenuniHaTa no3a (3a a[Barta
OT HaJaupa Ha aOcoroTHUS Opoil Ha HeyTpodupuTe nponykra [lemerpekcen Pfizer u
(ANC) IIACIIIATHH)

Hanup na TpombormTuTe < 50 000/mm? ¢ kbpBeHe?, 50% ot mpemumIHaTa 032 (3a ABaTa
HE3aBUCHMO OT Haaupa Ha abcomoTHHS Opol Ha nponykra [lemerpekcen Pfizer u
Heytpodupure (ANC) IIUCIJIATHH)

* Te3u KpUTEepHUH OTTrOBapAT Ha onpeaeneHuero 3a > OKT crenen 2 kppBeHe B OOMIKTE KPUTEPHUH 32
tokcnyHocT Ha Harmonanaus onkonornueH HHCTUTYT (OKT B.2.0; NCI 1998).

AKO MalMeHTUTe Pa3BUAT HEXEMATOJIOTMYHA TOKCHYHOCT > 3-Ta cTereH (C U3KII0YeHHe Ha
HEBPOTOKCHYHOCT), puiioxkeHneTo Ha [lemerpekcen Pfizer TpsiOBa na ce 0T10ku 10 TOCTUraHe Ha
CTOMHOCTH MO-MaJIKH WM PaBHU HA TE3U IPEAH JICUSHUETO Ha manuenTa. JledenueTo TpsioBa nga Obae
MOJHOBEHO B CHOTBETCTBUE C PHKOBOACTBOTO B Tabmnuma 2.

Tab6smua 2. Tadnua 3a axantupane Ha fo3ata Ha [lemerpekcen Pfizer (camocTosiTe/IHO HiM B
KOMOMHALMSI) M IHCIIATHH - HEXeMATOJIOTHYHA TOKCHYHOCT *°

Jo3a na Ilemerpekcen Jlo3a Ha HMCIJIATHH
Pfizer (mg/m?) (mg/m?)
Bceska cremnen 3 mim 4 TOKCHYIHOCT, C 75% oT mpenuuIHaTa 103a 75% oT mpenuuIHaTa 103a
M3KII0YEHUE HA MYKO3UT
Bcska nquapusi, n3ucksaiia 75% oT mpenuITHaTa 1032 75% oT mpenuITHATA 1032

XOCMUTaNIN3anus (He3aBUCUMO OT
CTEIICHTA), WJIK Auapusi creneH 3 wiu 4

Myxko3urt creneH 3 unu 4 50% oT npenuuIHaTa 103a 100% oT mpeauiiHaTa go03a

2 O6mu kpurepun 3a TokcuaHocT (OKT B.2.0; NCI 1998) na HanmonamHus OHKOJIOTHYSH HHCTHTYT
® C u3KIIIOYEHNE HA HEBPOTOKCHYHOCT

B ciyuait Ha HEBPOTOKCUYHOCT, TPETIOPHYBAHOTO afanTUpane Ha no3ata Ha [lemerpexcen Pfizer n
IUCIUIATUH € TipefcTaBeHo B Tabnuna 3. [lanmenTuTe TpsiOBa ga MpeKbCHAT JICYCHUETO, aKO Ce
HaOJo1aBa 3 WK 4 CTENeH HEBPOTOKCUYHOCT.

Tabauna 3. Tabauna 3a anantupane Ha go3aTa Ha [lemeTpekcen Pfizer (camocTosTETHO WM B

KOMOMHALMSI) U MUCIUIATHH - HEBPOTOKCHUYHOCT
OKT? crenen Jo3a Ha Ilemerpexcen Pfizer JHo3a Ha yucnuiaTud (mg/m?)
(mg/m?)
0-1 100% oT mpeaumiHaTa g03a 100% ot mpeamIHaTa 1032
2 100% oT mpeauiiHara g03a 50% ot npenuiiHaTa 103a

* Q6mwu kpurepun 3a TokcuaHocT (OKT B.2.0; NCI 1998) na HanmonamHusi OHKOJIOTHYEH HHCTHTYT

Jleuenwmero c [Temerpekcen Pfizer TpssOBa na Ob1e mpekpaTeHo, ako MAMEHTHT UMa HIKaKBa
XEMaTOJIOTUYHA MITH HEXEMAaTOJIOTUYHA TOKCHYHOCT OT CTeTieH 3 Wwin 4 cliel HaMaJieHHe Ha JIBe 1031
WM He3a0aBHO, ako ce HaOJIr01aBa HEBPOTOKCHYHOCT CTEICH 3 Win 4.
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Cneyuanuu nonyiayuu

Tayuenmu 6 cmapuecka 6v3pacm

[Tpn KTMHUYHYE TPOYYBAHUS HE € MMAJIO MHIUKALVS, Y€ MAIMEHTUTE Ha B3pacT 65 rOAMHH WK
MIOBEYE ca C TIOBHIICH PUCK OT HEXKEJIaHH PEaKIi, B CPABHEHHE C TTAIMEHTHTE Ha BB3PacT IO
65 ronunu. He e HeoOX0aMMO APYro HaMaleHHe Ha 103aTa, OCBEH TOBa, KOETO ce NMPENnopbyBa 3a
BCHUYKHU ITAIITUCHTH.

THeouampuuna nonyrayus
Hsma croTBeTHA yoTpeba Ha meMeTpeKce1 B eAnaTpruyHa ITOMyJIalus TPH MAIUTHEH IIeBpajicH
Me3eTeNrOM 1 HeAPEeOHOKIIEThYEeH paK Ha Oenus Apo0.

Hayuenmu ¢ 6vopeuno yspescoane (Cmanoapmua ghopmyna na Cockceroft u Gault uau ckopocm na
enomepynna guimpayus, usmepena ¢ Tc99m-DPTA memooda 3a cepymen KIupwvhc):

[TemeTpekcen ce emMMUHUPA TPEIUMHO HEMPOMEHEH 4pe3 Ob0peuHa ekckpenus. [Ipu KnnHnIHA
MPOYyYBaHUs, MMANIMEHTUTE C KPEATUHUHOB KIUPBHHC > 45 ml/min, He M3UCKBAT alaliTUPaHe Ha J103aTa,
Pa3INYHO OT TOBa KOETO Ce MPENnopbhyuBa 3a BCHUKH MalrueHTH. MiMa HeJocTaThuyHO JaHHU 32
ynoTpebdara Ha IeMeTpeKce T TP MaHeHTH ¢ KpeaTHHWHOB KIMPBHC 1o 45 ml/min; 3aToBa
ynorpe0aTta Ha IEMETPEKCe ] He Ce MpernopbhyBa (BXK. Touka 4.4).

THayuenmu c wepHoOpobHO yepescoare

He e namepena Bpb3ka mexay AST (SGOT), ALT (SGPT), wnu oOmust 6unupyOounH u
(hapMaKkOKMHETHKATa Ha IeMeTpeKcea. BpIpeky ToBa, MalMeHTH ¢ YePHOAPOOHN HAPYIIEHUS, KaTo
OunupyOuH > 1,5 THTH HaJ TOpPHA TPaHUIla HAa HOpMaTa 1/uin aMiuHOTpanchepasa > 3,0 TbTH Haj
TOpHa TpaHulla Ha HopMara (0e3 YepHOAPOOHU MeTacTasn) Wwin > 5,0 THTH HaJl TOpHA TPaHuUIla Ha
HopMara (IIpH HAJTMYMe Ha YepHOIPOOHU MeTacTasu), He ca Crenu(UIHO N3yYaBaHH.

Haunn Ha npuioxenue

[lemerpekcen Pfizer e 3a untpaBenosno npunoxenue. [lemerpekcen Pfizer TpsioBa aa ce mpuiara
KaTo MHTPaBEHO3HA MH(Y3HUs B MpoAbbkeHne Ha 10 MUHYTH Ha TBPBHA ACH OT BCEKH 2 1-THEBEH
UKL

3a mpezAnasHu MEpPKH, KOUTO TPAOBa Ja ObaaT B3ETH Mpeau padoTa ¢ WK NpH MPUI0KEHHE Ha
Ilemerpexcen Pfizer u 3a yka3aHusi OTHOCHO pa3pexnaHero Ha [lemerpekcen Pfizer npean
MpUJIaraHeTo, BUXKTe, ToUKa 6.6.

4.3 IIporuBomokazanus

CBpT)X‘IyBCTBI/ITeHHOCT KBbM aKTUBHOTO BCUICCTBO UJIN KbM HIKOC OT IOMOIIHUTEC BCIICCTBA,
n30poeHu B Touka 6.1.

Kbpmene (Bx. Touka 4.6).

ChIbpTCTBAIIO BAKCUHUPAHE MIPOTHB XKbJITA TpecKa (BXK. Touka 4.5).

4.4 Cneuuananu npeaynpesaeHus U NpeANna3Hu MepKH NMpHU ynoTpeda

[lemerpekcen Mosxe J1a MOTHCHE (DYHKIMATA HA KOCTHHUSA MO3BK, KOETO CE MPOSIBSIBA C HEYTPOIICHHUS,
TPOMOOIMTOIICHHS U aHeMUsl (MITH MaHIUTOTeH s ) (BXK. Touka 4.8.). Muenocynpecusta OOMKHOBEHO €
J03a-IMMHATUpAaIIa TokcuaHocT. [lanuenture TpsiOBa ga ObAaT MPOCIIEIBAHN 32 MUCIOCYTIPECHS TIO
BpeMe Ha JISUeHHETO 1 eMeTpeKce ] He TpsAOBa Jla ce Mmpuiiara Ha MalueHTuTe, J0KaTo a0COMIOTHUSIT

opoit Ha HeyTpopuure (ANC) He ce BbpHE 10 > 1 500 KieTkru/mm?, a GposT Ha TPOMOOLUTHTE Ce
BbpHE 10 > 100 000 kneTkn/mm?’. HamanenneTo Ha 103ata npe3 nocieqBaluTe UKIM ce 6a3upa Ha

26



craja Ha aOCOMIOTHUS Opoi Ha HeyTpoduIuTe, Oposi HA TPOMOOLIUTUTE U MaKCUMAaJTHATa
HEXEMAaTOoJIOTHYHA TOKCHYHOCT, HAOJII0JaBaH! TPe3 MPETUIIHUS IUKBII (BXK. Touka 4.2).

JlokmasBaHM ca MMO-HUCKA TOKCUYHOCT M HaMaJIeHHE Ha CTeIeHH 3/4 3a XeMaTOJIOrHYHA U
HEXEMAaTOJIOTUYHA TOKCHYHOCTH, KaTO HeyTponeHus, (eOpriTHa HeyTpONeH s U MHPEKITNH, CBhP3aHI
C HEYTPOIICHHUS OT CTeTeH 3/4, KoraTo € MpUIaraHo MpeABapUTEITHO JieueHue ¢ (ponreBa KucennHa U
BUTaMUH Bi,. 3aTOBa BCHUKY MAIMEHTH, JICKYBaHU C IEMETpeKce ] TPsOBa 1a ObIaT ChBETBAHU Ja
B3eMar (hoJiMeBa KUCEJIMHA M BUTaMUH Bz, KaTo npoduiakTHyHa MApKa, 3a HaMaJlsiBaHe Ha
CBBp3aHaTa C JISYEHHETO TOKCUYHOCT (BXK. TOUKa 4.2).

C’LO6H_[aBaHI/I Ca KOXKHHU PCAKIUU IMPU MAUCHTHU, KOUTO HEC Ca JICKYBAHU NPCABAPUTCIIHO C
KOPTHUKOCTCPOUU. Hpe,[[BapI/ITeJ'IHOTO JICYCHUEC C ICKCAaMCTa30H (I/IJ'II/I eKBI/IBaJ'IeHT) MOXKE Ja HaMaJInu
YCCTOTAaTa U TCIKECCTTA Ha KOXKHUTC PCAKIIUN (B)K. TOYKa 42)

Hsma npoydenu nocraTbdeH Opoi MalueHTH ¢ KpeaTHHUHOB KIUPBHC 1o 45 ml/min. 3aToBa,
ynoTpebara Ha IIeMeTpeKce T TIPH MaleHTH ¢ KpeaTHHUHOB KIMPBHC 1o 45 ml/min He ce
npenopbpyBa (BXK. Touka 4.2).

[NanmenTure ¢ neka 10 ymepeHa 0b0pedHa HEAOCTaThYHOCT (KPeaTHHUHOB KIMPBHC OT 45 10

79 ml/min) TpsiOBa a U30STBAT MIPUEM Ha HECTEPOUHH POTHBOBB3NAINUTEIHH JICKapCTBEHU
npoaykru (HCIIBJIIT), kaTo nOynpodeH 1 aleTHICATUIMIOBA Kucenuna (> 1,3 g THeBHO) 2 AHU
TIpean, B ICHS U 2 THU CJIe]T IPIIOKCHIE Ha TTeMeTpeKce ] (BK. Touka 4.5).

[Ipu marueHTHTE C NIeKa 10 yMepeHa ObOpeyHa HeJ0CTaThYHOCT, KOUTO Ca TIOIXO/IAIIH 32 JISYSHUE C
reMeTpeKce], TpsiOBa Ja ce MpeKbCHE MprueMa Ha HECTEPOUIHH MTPOTUBOBB3MAIUTEIHH JIEKAPCTBEHU
npoxyktu (HCIIBJIII) ¢ mpoabbKUTENCH eMTUMUHAIIMOHEH ITOTYKABOT 3a TIOHE S5 JTHU NMPEAH, B ICHS
Ha ¥ TIOHE 2 JIHU CJIe/ MPUJIOKEHUE Ha IeMeTpekce (BxK. Touka 4.5).

Cepro3Hu Ob0peyHH CHOUTHS, BKIIOUUTEITHO OCTpa ObOpeyHa HEeJOCTaThYHOCT, ca HabIoaBaHu pH
CaMOCTOSITETTHOTO TIPHJIOKEHNE Ha TIEMETPEKCE/T WIIH B KOMOWHAITUS C IPYTH XHMHOTEPANIeBTHYHU
cpenctea. [loBeue oT manueHTUTE, IPU KOUTO € HAOII0IaBaHO TOBA, Ca OWJIM C TIOJIeXkKAIN PUCKOBU
(akropu 3a pa3BUTHE Ha OBOPEUHU CHOUTHS, BKIIFOUUTEIHO ACXUApATAIMs WK ITPEIIecTBaIla
XUIepTOHus Win auadet. Hedporenen 0e3BkyceH quadeT u 0bOpeuHa TyOyJIHa HEKPO3a ca ChOOIICHH
CBIIIO B MOCTMAPKETHHTOBYSI IIEPHOJ] IIPH CaMOCTOsTENIHATA YIIOTpeOa Ha IEMETPEKCe ] UK B
KOMOWMHAIIUS C IPYTH XUMHOTEPAIeBTUYHU cpecTBa. [loBeueTo oT Te3n ChbOUTHSI OTIIyMsIBAT CIIE]T
cnupaHe Ha niemeTpekce. [larmuentruTe TpsOBa peoBHO Ja OBAAT MPOCIEASBAHH 32 OCTpa TyOyITHA
HEKpo3a, HamaJieHa ObOpeuHa QyHKIMS U IPU3HALM U CUMIITOMH Ha He(pporeHeH 0e3BKyceH nuadet
(Hamp. XunepHaTpUeMus).

EdexThT Ha TEYHOCT B TPETO MPOCTPAHCTBO (M3JIUBH), KATO TUICBPAJICH W3JIUB WIIH acIUT, BEPXY
MEMETPeKCce] He € HambJIHO onpenenieH. [IpoyuBane ¢asza 2 Ha meMeTpekcen npH 31 ManUeHTH ChC
COJIMTHA TYMOPH U YCTOHYMBA TEYHOCT B TPETO MPOCTPAHCTRO (M3IIUB) HE MOKA3BaT Pa3liuKa B
HOPMAaJTU3UPAHKUTE MIa3MEHH KOHIICHTPAIIUK Ha J103aTa Ha TIEMETPEKCET MU B KITUPHHCA B CPABHEHHUE
C MaIEeHTUTE, KOUTO HEe ChOMpAT TEUHOCTH B TPETO MPOCTPaHCTBO. CIIeI0BaTEIHO APSHUPAHETO Ha
chOpaHaTa TEYHOCT OT TPETO MPOCTPAHCTBO MPEIH JEUCHUETO C TEMETPEKce ] TpIOBa [1a ce B3eMe 0T
BHHMMaHHE, HO MOJKE J]a HE € HEOOXOIHMO.

[Mopaau cromanrHO-YpeBHA TOKCUYHOCT Ha TIEMETPEKCE/T, IpUjlarad B KOMOWHAIHS C IIUCIUIATHH, €
HaOIf0/JaBaHa TeXKKa AeXUIparanus. 3aToBa, MallMeHTUTe TPsOBa Ja IMoJrydaBar aJickKBaTHa
AHTHEMETUYHA TePAIUs M MOAXO/IAINA XUIPATAIUS TIPS W/UIIH CIIe]] TIPOBSKIaHE Ha JICUCHUETO.

Cepro3HH CBHPICYHO-CHIIOBH CHOUTHS, BKIFOYUTEIHO HHPAPKT HA MHOKap/a U MO3bUHO-ChIOBU
CHOMUTHS ca AOKJIaJBaHH HEUECTO [0 BpeMe Ha KIMHUYHUTE U3MUTBAHUS C IEMETPEKCea, 0COOCHO
KOTaTo € Mpujiarad B KOMOMHALMS C APYTH HUTOTOKCHYHH MPOAYKTH. [IpH moBeyeTo oT maueHTHTe,
IIPY KOUTO ca HAaOII0AaBaHU TE3U CHOUTHS € MMaJI0 HAJIMLE MPEIIIeCTBALN ChPACYHO-ChI0BH
PHUCKOBH (akTopu (BXK. Touka 4.8).
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CBCTOSHUETO HA UMYHOCYTIPECHS € YeCTO MPH MalMeHTHTE ChC 37I0KauecTBeHH 3abonaBanus. [lopanu
TOBA, CHITBTCTBAIIOTO MPHUJIOKEHNE HA )KMBH aTEHIOMPAaHU BaKCUHH HE Ce MpernopbyBa ( BXK. TOUkH 4.3

u4.5).

[TemeTpekcen Mmoxe na nMa yBpexaan reaute edekt. [lomoBo 3penute Mbxe TpsOBa 1a Obaat
CHhBETBAHH Ja HE TUIAHUPAT JIa CTaBaT Oallly 10 BpeMe Ha JICYCHUETO U 3 Mecella Cle]l JICUCHHETO.
[IpenopruBa ce ynoTpeba Ha KOHTPAIICNITUBY WX Bh3bpkaHue. [lopain Bb3MOKHOCTTA JICYCHUETO C
MeMeTpeKCce/] J1a IpeAr3BUKa HEOOPaTUM CTEPHIIUTET, MBKETE TPsIOBa J1a ObJaT NOChBETBAHU IIPEIN
Jla 3aII0YHAT JICUCHHUETO JIa 3ama3sAT criepMa B 0aHKa 3a criepma.

YKenute ¢ neTepojieH MOTeHIMAN TPsIOBa Ja U3MON3BaT e(heKTHBHA KOHTPAIETIIHS IO BpeMe Ha
JISYCHUETO U B IPOIBIDKEHIE Ha 6 Mecella cie]l MPUKITI0YBaHe Ha JICUCHHETO ¢ ieMeTpeKrce ( BiK.
TouKa 4.6).

JloknagBanu ca ciyyau Ha paJuallMOHEH MHEBMOHUT MPHU MAalMEHTH, JIEKyBaHU C HOHU3UPAIIO
J'PUEHUE MPEIH, TI0 BpeMe Ha WITH CIIe/ Teparus ¢ meMeTpekcen. Ha Te3n nanuenTu TpsoBa 11a ce
oOpbIIa CrierMaiHO BHUMAaHUE | J]a Ce TIPOSBSABA MPENa3IMBOCT MPHU yroTpeda Ha IpyTrH
PallOCEH3UTUBHU arcHTH.

JloknaziBaHM ca cliydau Ha OOpPHB KaTo CJie]] 00JbUBaHe IIPU NAIIMCHTH, KOUTO MPEIN CEIMHUIU WU
TOJIMHU ca OWJIN TIO/IJIOKEHU Ha paiuoTeparivs.

ITomonrHu BCIICCTBA

Enun ¢nakon ¢ 4 ml KoHIIEHTpaT chABpKa M0-Manko oT 1 mmol Hatpwuii (23 mg), T.e. MOXKe 11a ce
Kaxke, 4e MPaKTHYECKH HE ChIBPKA HATPHIA.

Enun ¢nakon ¢ 20 ml koHLIEHTpAT ChabpiKa NPUOIM3UTENHO 54 Mg HATPHUNA, KOUTO Ca EKBUBAJICHTHU
Ha 2,7% ot npenopbuutennus oT C30 MakcuMaleH AHEBEH IIPUEM OT 2 g HaTPHUH 3a Bb3pacTeH.

Enun ¢nakon ¢ 40 ml koHueHTpar chappika npuoiamuzuresnto 108 mg HaTpHii, KOUTO ca eKBUBAJICHTHH
Ha 5,4% ot npenopbuutensus oT C30 MakcHMaleH AHEBEH IIPUEM OT 2 g HaTPHUi 3a Bb3pacTeH.

4.5 BzaumopeiicTBHe ¢ IPYIrd JeKapCTBEHH NPOAYKTH M ApYyru (popMH Ha B3auMoaelicTBre

[lemerpekcen ce enMMUHIpPA NPEIUMHO HEPOMEHEH Npe3 ObOpenuTe B pe3yiTaT Ha TyOyIHa
CEeKpelysl U B IT0-MaJlka CTEIeH Ype3 riioMepyiaHa ¢purpanus. ChBMecTHaTa yrnorpeda ¢
HE(PPOTOKCHYHH JICKAPCTBEHH MPOAYKTH (HAIP aMHUHOTIMKO3UIH, OPIMKOBH JTUNYPETHUIIH, ChEIUHCHHS
Ha TUIaTHHATa, IIUKJIOCTIOPUH) MOXeE J1a TI0Be/e 10 3a0aBeH KIMPBHC Ha reMeTpekcen. Ta3u
KoMOuHauus TpsiOBa a ce mpuiiara ¢ BHUMaHue. AKO € He00X0JMMO, KpEaTHHUHOBHSAT KIUPBHC
TpsiOBa 1a Ob/Ie PEAOBHO MPOCIEISIBAH.

CwBMecTHaTa ynorpeba Ha BeIecTBa, KOMTO ChIIO UMAT TyOYJIHA ceKpenus (HanpuMep MpoOeHEIH,
MEHHUIIWINH ), TOTCHIIUATHO MOXKe J1a JI0OBeJIe 10 3a0aBeH KIMPBHC Ha TIeMeTpekcel. EnqHoBpeMeHHOTO
Mpuiarane Ha Te3M JEKapCTBEHH MPOAYKTH C TIeMETpeKce T TpsOBa 1a Obie BHUMATEITHO. AKO €
HEO0X0IMMO, KPEaTHHUHOBHST KIMPBHC TPsiOBa 1a Ob/ie peAOBHO NPOCIIEISBAH.

[Ipu naumentu c HopMmanHa 6bOpedHa GpyHKIMA (KpeaTHHUHOB KIUPBHC > 80 ml/min), BUCOKHM 103U
HECTEPOUIHU MTPOTHBOBB3NATUTENHH JiekapcTBeHr npoayktu (HCIIBJIIL, namp. ubynpoden

> 1 600 mg/nHEBHO) U alleTUJICAUIIMIIOBA KUCEJIMHA BbB BUCOKH 103U (> 1,3 g Ha JieH) MoraT Jia
HaMaJAT eMMMUHAIIUATA Ha IEMETPEKCE ] U CIISIOBATENHO Jla CE YBEIIMYN YECTOTAaTa Ha HeXKEJIaHUTE
peaxiuu. 3aToBa € HEOOXOIMMO Jla ce BHUMaBa, korato ce npuiarat Bucoku no3u HCIIBJII
AleTWICAIMIIIIOBA KUCEIIMHA BHB BUCOKH JI03U 3a€IHO C IEMETPEKCe]] Ha MALMeHTH C HOPMaJIHa
O0bOpeuna QpyHKIMA (KpeaTHHUHOB KIupbHC > 80 ml/min).

28



[Ipu maruenTw c ieka 10 ymepeHa 0b0pedHa HeJOCTaThUHOCT (KPeaTHHHHOB KIUPHHC 45 110

79 ml/min) exHOBpeMeHHOTO NprIitokeHue Ha emerpekce ¢ HCTIBJIII ( Hamp., ubynpoden) uimum
aI[eTHJICAJIMIINIIOBA KUCEJIMHA BbB BUCOKH JI03U TPsIOBa J1a ObJic M30ArBaHO 3a JBa IHU MPEAH, B JICHS
Y JIBa JHU CJie]] MPUIIOKCHHUETO Ha meMeTpekce (BxK. Touka 4.4).

[Ipu nurnca Ha JaHHU OTHOCHO MOTeHIManHu B3aumoaeictua ¢ HCTIBJII, kouto umat
MPOIBIDKUTENICH TTOY>KUBOT, KATO MUPOKCUKAM U pOPEKOKCHO, €THOBPEMEHHOTO MPIIIOKEHUE Ha
neMeTpeKce] Py NMalreHTH C JieKa J0 yMepeHa 0bOpedyHa HeJJOCTaThYHOCT TPsOBa Jia ce MpeKbCHE 32
TIOHE 5 JTHYU Tpe/, B JICHS HA U TIOHE 2 JHU CJIe] MPUIaraHeTo Ha nmeMerpekcen (Bxk. Touka 4.4). Ako
ce Hajara eqHoBpeMeHHo mpuiokenue Ha HCIIBJII, manuenTute TpssOBa 1a ce Ha0JII01aBaT
BHUMATEITHO 32 TOKCUYHOCT, 0COOCHO 32 MHUEJIOCYIPECHS U TACTPONHTECTUHAIIHA TOKCHYHOCT.

[TemeTpekcen mpeThpIsiBa OrpaHUICH YePHOAPOOCH MeTabom3bM. Pesynrarure ot in vitro
MIPOYYBAHUS C YOBEIIKH YEPHOIPOOHN MHUKPO30MH TTOKA3BaT, Y€ MEMETPEKCE ] He ce Mpearoiara aa
JOBCAC 10 KIIMHUYHO 3HAYUMO I/IHXI/I6I/IpaHe Ha MeTa6OJII/ITHI/I$I KIIMPBHC HaA JICKAPCTBCHU ITPOAYKTH,
Metabomm3upanu or CYP3A, CYP2D6, CYP2C9 u CYP1A2.

B3aHMOHeﬁCTBHH O6H_II/I 3a BCUYKH IUTOTOKCHUYHH CPEACTBA

ITopaau yBenmuueH puck oT TpoM0O03a IpH MAlMEHTH ChC 3I0KaYeCTBEHO 3a00isBaHe, yroTpedaTa Ha
AQHTUKOATYJIaHTH € YecTa. BucokaTa WHTparHIMBHyaTHA BAPHAOMITHOCT HA KOATYJIAIIMOHHHUS CTATyC
Mo BpeMe Ha 3a00JIIBAHETO U B3MOKHOCTTA 33 B3aUMOJICHCTBHIE MEXKY aHTUKOATYJIaHTH U
AHTUHEOIUIACTUYHA XUMHUOTepanus U3UCKBa yBeIMUaBaHe Ha yecToTaTa Ha Habmoaenue Ha INR
(International Normalised Ratio), ako € B3eTO pelIeHUe MAUCHTHT J1a Ce JIEKyBa C IepOpaIHu
AHTUKOAryJaHTH.

IIpoTHBONIIOKA3aHO € €HOBPEMEHHOTO NIPUIIOKEHUE HA! GAKCUHA NPOMUB JICLIIMA MPECKA: PUCK OT
(aranHa reHepanuupana 0oJecT BCIEACTBUE HA MIPUIIOKESHUETO i (BXK. Touka 4.3).

He ce npenopbuBa e1HOBPEMEHHOTO NPUIIOKEHHE C: Kugu amentoupanu eaxcuru (C N3KIIOYCHUE HA
Ta3M 3a XbJTa TPECKa, 32 KOSITO CAHOBPEMEHHOTO MIPHUIIOKEHUE € IPOTUBOIIOKA3aHO): PUCK OT
CHCTEMHO, BEpOsITHO (paTaiHo, 3abosnsBaHe. PHCKBT € IOBHUIIIEH MPH XOpa, KOUTO BeUe ca
MMYHOCYTIpECHPaHH B X0O7Ia Ha TAXHOTO 3a0osiBane. [IpenopbuBa ce yrnorpedara Ha MHAKTUBUPAHH
BaKCHHH, KBIETO € Bb3MOKHO (ITOJTMOMHUENHT) (BXK. TouKa 4.4).

4.6 ®DepTHauTeT, )PEMEHHOCT U KbPMeEHe

JKenu ¢ nereponen norenrma/KouTpareniys npu Mbxke U 5KEHU

HeMeTpeKCGI[ MOIXKE 1a UMa yBpCKJalllu rCHUTC e(l)eKTI/I. Kenwure ¢ ACTCPOACH IMOTCHIUAIT TpH6Ba Ja
HU310J13BaT e(l)eKTI/IBHa KOHTpaLCImus, 10KaTo CC JICKYBAT U B IIPOABIIZKCHUC HA 6 MeEcea CiIcq
MPUKIIIOYBAHC HA JICUCHUCTO C IICMETPCKCC.

[onoBo 3penuTe Mbke TpsiOBa 1a OBAT CHBETBAHU JIa H3IMOJI3BAT €(DEKTHBHI KOHTPAIICITHBHU MEPKU
U J1a He IUIaHUpart Aa cTaBaT Oallly 110 BpeMe Ha JIEUCHUETO U 3 Mecelia ClIe]l JIEYEHUETO.

Bbpemennoct

Hswma nannm 3a ynotpebata Ha mieMeTpeKce]l OT OpeMEHHH JKEHH, HO KaKTO U IIPH JAPYTHTE
AQHTUMETa0OJIUTH, MOTAT JIa CE OYaKBaT CEPUO3HU POJIOBH Je(EKTH MpH MPUIOKEHHUE M0 BpeMe Ha
OpemenHocT. [IpoydBaHus MpH KUBOTHH Ca MOKA3aJIH PENPOAYKTUBHA TOKCHYHOCT ( BXK. TOUKa 5.3).
[lemerpekcen He TpsiOBa a ce mpuiara o BpeMe Ha OpeMEeHHOCT, OCBEH IPH KpaliHa He00X0IUMOCT
clieZl BHUMATENHA MPeleHKa Ha HyKIaTa 3a Malikata 1 pUcKa 3a 1mioaa ( BX. Touka 4.4).
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Kspmene

He e u3BecTHO nanu memeTpekce]] ce eKCKpeTHpa B KbpMaTa 1 HeXXeJIaHUTE PEaKIMH BhPXY
KbpPMadeTo He MOTaT Jja ObJaT U3KITI0UeHH. 3aTOBa Ce MPENOpPhYBa KbPMEHETO Jia O'bJie CIPSIHO IO
BpeMe Ha JICYEHUETO ¢ emMeTpekce ( BK. Touka 4.3).

depTuaurer

Hopajm BB3MOXKXHOCTTA JICHCHUECTO C IICMETPEKCE J1a IPCAU3BUKaA H606paTI/IM CTCPUIINTET, MBIKETE CC
CBbBCTBAT 1a C€ KOHCYJITHPAT KaK Ja 3arassT CricpmMa B 6aHKa, mpeau aa 3arnovHar JCUCHHUETO.

4.7 EdexTn BbpXy crioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIINHA

Hsma mpoyuBanus 3a ehektute BbpXy crmocoOHOCTTa 3a modupane u padoTta ¢ MamrHu. Berpekn
TOBa € CHOOIIABAHO, Ye MEMETPEKCe ] MOXKe Jla MPUIMHU yMopa. [lopaay ToBa, malueHTuTe TpsoBa aa
ObaaT npeaynpeneHu aa He modupaT Wik padoTAT ¢ MAIIMHU, aKO CE TOSBH Ta3U PEaKIHs.

4.8 Hexenanu jexkapcTBEHH PeaKIUu
Omnucanue Ha W30paHK HEXKETaHU PeaKuu

Pestome Ha nipoduia Ha Ge30macHOCT

Hati-uecTo ch0oOIIaBaHUTE HEXKEIIAHU PEAKIUH, CBhP3aHH C TIEMETPEKCE/I, U3I0JI3BaH KaTo
MOHOTEpAITHs WK B KOMOWHAIIHS, Ca KOCTHO-MO3bUHA CYIPECHs, KOSITO CE MPOSBIBA KaTO aHEMUS,
HEYTPOIICHUS, IEBKOTICHHS, TPOMOOIIUTONICHHS, U CTOMAIIHO-YPEBHA TOKCHYHOCT, KOSTO C€ TIPOSBSBa
KaTo aHOPEKCHS, TaJieHe, IOBPhINaHe, TUapus, KOHCTUNAIWS, (DapHHTUT, MYKO3UT U CTOMATHT. J{pyru
HEXeJIaHU PEaKIuy BIII0YBAT ObOpEUYHa TOKCHYHOCT, MOBUIIICHH aMUHOTpaHCchepas3H, alonerys,
yMopa, JIeXuapataiius, 00puB, MH(OEKIINS/CEIICUC U HeBponaTus. Psaxo HaOM01aBaHu ChOUTHS ca
cuHapoM Ha Stevens-Johnson U TOKCHYHA eMUACpPMaIHA HEKPOJIH3a.

Pestome Ha HEXEIaHUTE JICKAPCTBECHU PEAKLMH, IPSACTABSHO B TabIuna

Ta6nuna 4 n30posiBa HeXKENAHUTE JIEKAPCTBEHU PEAKIMK OT OCHOBHHUTE NTPOYYBAHMS 3a pa3pelaBaHe
3a ynorpeba (JMCH, JMEIL JMBD, JIMEN u PARAMOUNT) u nocTMapKeTHHTOBUSI IEPUOL,
HE3aBUCHMO OT IPUYMHHO-CIIEICTBEHATa BPb3Ka C IIEMETpeKCe I, M3II0JI3BaH MM KaTO MOHOTEpaIIus,
WA B KOMOWHAIWS C [IUCIUIATHH.

HIJIP ca n36poenu no cucremo-opranet kiac no MedDRA. 3a knacuduuupane no gecrora e
W3IONI3BaHa ClIeJIHAaTa KOHBEHIUs: MHOTO YecTH (> 1/10); wectr (> 1/100 mo < 1/10); HewecTn

(> 1/1 000 mo < 1/100); peaxu (> 1/10 000 go < 1/1 000); muaoro peaku < 1/10 000) u ¢ Heu3BeCTHA
gecToTa (0T HATMYHUTE JaHHHU HE MOKe J1a ObJie HallpaBeHa OLICHKA).
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Tabumna 4. YecToTa Ha HelKeJIaHUTE JIEKAPCTBEHHM PEAKIMH OT BCHYKH CTelleHH, He3aBUCHMO OT
NPUYUHHO-CJIEACTBEHATAa BPb3Ka, 0T OCHOBHHUTE NPOYYBaHNs 3a pa3pemiaBaHe 3a ynorpeoda:
JMEI (Ilemetpexcen cnpsimo aouerakces), JMBD (IlemeTpexcen ¥ HUCIJIATHH CIPSIMO
reMuuTaduu u nucniaatul), JMCH (IlemeTpexcen MIK0OC HACIIATHH CIPAMO HUCIIATHH),
JMEN u PARAMOUNT (memeTtpexce] IUIIOC HAH-100pH NOAIbPKAIIM IPUKH CHPSIMO IJ1anedo
IUIIOC HAM-100pH MOAIBPKALIM IPHKH) H MOCTMAPKETHHIOBUS MEPHO/.

Cucremo- MHuoro yectu | Yecrn Heuectn Penxn MHoro C
OpraHeH KJjac peaAKH HEeH3BeCT
(MedDRA) Ha
4ecToTa
Undexmmu n | Uadexnus® Cencuc® Hepmo-
nHbpecTanyuu dapuHTHT XUIOAEPMUT
Hapymenns Heytponenust | ®ebpunna [Nanmuronenust | ABTOMMYH
Ha KpBbBTa U JleBkomeHus HEYTPOIIEHUS Ha
muM¢HaTa [Nonmxken Hamanen 6poit XEMOJIUTHY
CUCTEMA XEeMOTJI00UH TPOMOOLIUTH Ha aHEMHUS
Hapymienus CBpBX4yBCTBU Amnadunax
Ha UMyHHaTa TEJHOCT TUYEH 10K
CHUCTEMA
Hapymenus Hexunparauus
Ha
MeTaboaM3Ma
u
XpaHEHETO
Hapymenns Hapymenne Mo03BYHO-CHIOB
Ha HepBHATa Ha BKyca WHITUICHT
cucTema [epudepna Ucxemuuen
MOTOpHa HHCYJIT
HEBPOMATHUS Wntpakpanua
[Mepudepna JICH KPbBOH3JIHB
CEH30pHAa
HEBPOMATHUS
3amasiHOCT
Hapymenus Kontonktusut
Ha OYUTE Cyxo0 0Ko
YBenuuena
JaKpUManus
Cyx
KEPaTOKOHIOHK
THUBUT
OTok Ha
KJIETIaunTe
3abomsBane Ha
OYHaTa
MOBBPXHOCT
Coprneunu Cwpreuna Crenoxapaus
HapyumeHus" HEI0CTaThy Wndapkr Ha
HOCT MHOKapza
Aputmus Hcxemuyna
Oonect Ha
CBpLETO
CymnpaBeHTpUKY
JIapHA apUTMHUS
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Cucremo- MHuoro yectu | Yecrn HeuecTn Penxu MHoro C
OpraHeH KJjac peaKu HeU3BeCT
(MedDRA) Ha
4ecToTa
CpaoBu [lepugepna
HapylIICHHS ucxemusr”
Pecnimparop Benonpobna
HU, TPBIHU U eMOoIHs
MeANaCTHHAI Wntepcrunma-
HU JIeH
HapyIICHHS THEBMOHHT™"
CromarHo- CromMatut Hucnencus KpwBouznus ot
YPEBHU AHOpeKcus KoncTumanmst | pekTyma
HapylIeHHs [ToBpwinane bonka B CromanrHo-4peB
I[I/IapI/ISI KopeMa €H KPbBOHN3JIMB
lanene YUpesHa
nepdopauus
E3odarur
Komut”
Xermatobu [ToBumena Xenatur
JTUapHU AIAHUHAMUHOT
HapyIICHHS pancepasa
[ToBumena
acmapTaTaMHuH
oTpaHcdepasa
Hapymenus O6pus Xunepnurmex Epurem Cungpom Ha
Ha KOXKarta 1 JeckBamarust | Tarus Stevens-
MOJIKOXHATa Copbex Johnson®
ThKaH Myntudop Tokcuuna
MEH epuTeM enuaepman
Anonenus Ha
Ypruxapus HeKposm3a’
[Memduroung
bynozen
JIepMaTuT
[Tpunobura
Oyro3Ha
CTHIEPMOIIH
3a
Epuremarose
H OTOK®
[IceBmoueny
JUT
Hepmatur
Ek3ema
[Ipypwuro
Hapymenns Hamanen BbrOpeuna Hegpore
Ha OBOperuTe | KPeaTUHMHOB | HEJOCTaThu HEH
Y IUKOYHUTE | KJIMPBHC HOCT WUHCHUTIH
IBTHILA [ToBuimen Hamanena JIEH
KpEaTUHHH B CKOPOCT Ha nnader
KpBbBTA" [JIOMEpYJIHA Penanna
¢bunTpanys TyOymHa
HEKpo3a
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Cucremo- Mmuoro yectn | Yectn Heuectn Penkn MHuoro C
OpraHeH KJjac peaku HEH3BeCT
(MedDRA) Ha
4ecToTa
O6um Ymopa Tpecka
HapyLIeHUs U bonka
edexTn Ha OTtox
MSCTOTO Ha bonka B
MPUITIOKCHUC TPBIHUS KOIII
Br3nanenue
Ha JUTaBHIIATE
Wscnenpanus VBenuueHa
ramariryTaMmuiI
TpaHcdepaza
HapansBanus, Paguanmonen Cunrnpom
OTpaBSHUS U e3zodarur Ha
YCJIOKHEHUS, Paguamuonen paauanuoH
BB3HUKHAJIHN B ITHEBMOHUT Ha ITaMeT
pe3yiTar Ha
WHTEPBEHIUU

% cbe U 63 HeyTPOIeHHUS

® B HAKOM CITy4au C JIETAJIEH U3XO0/

® MOHSIKOTa BOAM JI0 HEKPO3a Ha KpalHUIUTE

" ¢ AMXaTeIHa HeAOCTaThYHOCT

 HaOJIFOJaBaHO CaMO B KOMOMHAIHS C IIUCIUIATHH
°IJaBHO Ha JOJIHUTE KpalHUIIU

Cho01iaBane Ha MOJO3UPAHU HEWKETAHU PEaKIUK

CpoOI11aBaHETO Ha MMOI03UPAHH HEXKETaHU PEaKIMU CJIe]] pa3peliaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUsI
HPOIYKT € BayKHO. ToBa M0O3BOJISIBA 2 POABIKH HAOIIOICHUETO HAa ChOTHOIIICHUETO TT0J13a/PUCK 32
JIeKapCTBeHUS MPOAYKT. OT METUIIMHCKUTE CICIUATTUCTH CE U3UCKBA JIa ChOOIABAT BCAKA
MOJI03MPaHa HeXellaHa Peakius uype3 HallMOHAIHA CHCTEMa 3a ChOOIaBaHe, mocoueHa B [Ipuiokenue
V.

4.9 IIpepo3upane

Cr0oOIIeHHTE CHMIITOMHE Ha TIPpEJ03UpaHe BKIIIOYBAT HEYTPOTICHHS, aHEMHUSL, TPOMOOIIUTOTICHHS,
MYKO3HUT, CEH30pHA IMOJIMHEBPOIATUs 1 00puB. OUaKBaHUTE YCIOKHEHHUS OT IPEJ03MPaHe BKIFOUBAT
CyIpecHs Ha KOCTHHUS MO3bK, KOSITO C€ MPOSIBSIBA C HEYTPOIICHHUS, TPOMOOILIUTOIICHUS ¥ aHeMus. B
JIOITBJIHEHUE MOTaT Ja ObJaT HaOIF0JaBaH HH(EKIUY ¢ WK 0€3 TpecKa, Tuapus U/Wid MyKo3uT. B
CJy4ail Ha IMOI03UPaHO MpeAo3upaHe MaUeHTUTe TPSAOBa 1a ObAaT MPOCIIeAIBaHH IO OTHOIICHNE Ha
KpbBHATa KapTHUHA U aKO € HEOOXOAMMO J1a TIOIy4ar Mo abppxato aedenue. [Ipu neuenue Ha
MpeIo3upaHe ¢ meMeTpeKce ] TPSAOBa Jla ce MMa TPeABH yIoTpedara Ha KanueB GholuHaT/QoTrnHOBa
KHCEIUHA.

5. ®APMAKOJIOTUYHHA CBOMCTBA

5.1 @apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTHYHA IpyIa: aHTUHEOIIACTUYHH CPEJICTa, aHAIo3u Ha (onmeBara kucennaa ATC
xox: LOIBAO4.

[TemeTpekce € MyJITUTApreTeH IPOTHBOTYMOPEH aHTU(OIATEH areHT, KONTO NpOosBABa ACHCTBUETO

CH 4pe3 pa3pyliaBaHe Ha KIIIOYOBUTE (HOJATHO-3aBUCHMU META0OJIMTHH NPOIIECH, OCHOBHH 32
KJIEThYHATA PETUTNKAIINS.
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ITpoyuBanus in vitro ca NOKa3aJiy, 4e MEMETPEKCce]] ce NMPOsIBsIBAa KaTO MyJITUTApPreTeH aHTU(OIIAT,
ype3 nHxuOUpane Ha TumuauiaT cuarasa (TC), muxunpodonar peaykraza (DHFR), u rmunmaamu
pubonyxieorun hopmuntpanchepaza (GARFT), konrto ca kimodoBy GonaT-3aBUCUME EH3UMH 32 de
novo OMOCHHTE3a HAa THMUIMHOBUTE U ypPUHOBHU HyKJIeoTuaAU. [lemMeTpekcen ce TpaHcopTHpa 10
KJIETKHUTE KaKTO Upe3 peaylupaH (osiaTeH NpeHOCUTEN, TaKa U Ype3 TPaHCIIOPTHUTE CUCTEMU Ha
MeMOpaHHUs (osaT-cBbp3Ball MpoTernH. Bequbk nomnaaHan B KIeTKaTa, IeMeTpekce 0bp30 U
e(EKTHBHO ce KOHBEPTHUPA JI0 MOJUTITyTaMaTHU JOPMHU OT €H3UMa (POJIMIT TIOJUTITyTaMaT CHHTETA3a.
[onurmyramaTanTe GOPMU Ce 3aTBPKAT B KIIETKUTE U Ca TOPH MMO-MOIICH HHXHOUTOP HA TUMHTAIAT
cunrasza (TC) u ruuuHaMua pudonykineotun popmminrpancdepasa (GARFT). [Tonmurnyramanusira e
BpeMe- U KOHLEHTPALUA-3aBUCUM TIPOLEC, KOWTO Ce OCBHIIECTBSIBA B TYMOPHATA KJIETKA U B IO-MaJIKa
CTEIleH B HOPMAJHUTE ThKaHHU. [lonuriayramaTHuTe METaOOIMTH UMAT TIOBUIIEHO BHTPEKICTHYHO
BpeMe Ha MOIYKHBOT, BOJACIIO A0 YABDKEHO JIeHCTBUE HA JIEKAPCTBEHUS MPOIYKT B 3JI0KAYECTBEHUTE
KIICTKH.

EBpomneiickara areHmums 1o JiekapcTBaTa 0CBOOOXIaBa OT 33 IBDKCHUETO 3a IIPEIOCTaBIHE Ha
pe3yNTaTUTe OT MPOYUYBAHUS C peepEeHTHHS JTEKAPCTBEH MPOAYKT, ChABPKAI] IIEMETPEKCEl, BB

BCHYKHU NOATPYIHN HA NEAUATPpUIHATA ITOITYyJIallvs 3a Pa3pCIICHUTC MMOKA3aHU A (B)K. TOYKa 42)

Kinnnnuna edukacHoOCT

Meszomenuom

EMPHACIS, MynTuLieHTpOBO, PaHAOMHU3HPAHO, EANHUYHO-CIIAIIO, TpeTa (a3a MpoydIBaHe Ha
MeMETpeKce] IUTI0C LUCIIIATHH B CPAaBHEHUE C LIUCIUIATUH MPU HEJEKYBaHH ¢ XUMHUOTEpanus
MAIMEHTH C MAJIMTHEH IUIEBPAJIEH ME30TEINOM € M0Ka3ajo, Y€ MalleHTUTE, JEKYBaHHU C IEMETPEKCENT
Y IUCIUIATHH UMAT KIMHUYHO 3HAYMMO CpeIHO 2,8 Mecela yIbKaBaHe Ha CpeHaTa MPeXUBSIEMOCT B
CpaBHEHHE C MalMEHTHUTE, MTOIYIaBaJi UCIUIATUH CAaMOCTOATEIHO.

ITo BpeMe Ha MPOYYBAHETO KbM JICUCHUETO HA MAMEHTUTE ca OWITK ToOaBeHN HUCKH 03U (hosneBa
KHCEJIMHA U BUTaMUH Bi, 32 HaMalisBaHe HA TOKCMYHOCTTA. [IbpBOHAYATHHUAT aHAIN3 HA TPOYYBAHETO
€ M3BBPIICH BHPXY MOMYNAIUATa OT BCHUKH MAIUCHTH, PAHIOMH3UPAHH B pAMOTO, KOETO TOTy4aBa
MPOYYBAHMS JIEKAPCTBEH MPOAYKT (paHIOMU3UPAHU | JIeKyBaHH). VI3BBPIICH € MOATPYITOB aHAIU3 Ha
MalMeHTHTE, MoayYaBaIy 100aBku (ojIreBa KUCEINHA U BUTAaMHH B, 110 BpeMe Ha IeNist Kype Ha
JIeUeHHE B X0JIa HA TIPOYYBAHETO (M3IAITO ¢ 100aBKHM). Pe3yaTaTuTe OT T€3M aHAIM3H 33 €(PUKACHOCT
ca 00001IIeHH B TabIuIaTa mo-Jaomy.
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Tab6umna 5. EpukacHocT Ha nmeMeTpekcen IUTIOC DUCIVIATHH B CPaBHEHHE ¢ HUCIVIATHH NPH
MAaJINTHEH IJIeBPaJieH Me30Te1HOM

PangoMu3upaHu M JIEKYBaHU IManuenTH M3UAT0 ¢ 100aBKH
MAlMEeHTH
ITapameTpu 3a Ilemerpexcen/ | [lucmiaaTun Ilemetrpexcen/ | lucmiaaTun
euxacHoct HUCIIATHH (N =222) HUCIIATHH (N=163)
(N =226) (N =168)
Menuana Ha o0111a 12,1 9,3 13,3 10,0
MIPEKUBIEMOCT (MeCern)
(95% CI) (10,0-14,4) (7,8-10,7) (11,4-14,9) (8,4-11,9)
Log rank p-cTotinoct ** 0,020 0,051
Menuana Ha BpeMe 3a 5,7 39 6,1 39
TyMOpHa MPOTpecus
(Mecern)
(95% CI) (4,9-6,5) (2,8-4,4) (5,3-7,0) (2,8-4,5)
Log rank p-ctoitnoct ** 0,001 0,008
Bpeme no Heycnex ot 4,5 2,7 4,7 2,7
JICYCHUETO (MeCeITn)
(95% CI) (3,9-4,9) (2,1-2,9) (4,3-5,6) (2,2-3,1)
Log rank p-cToriHoct ** 0,001 0,001
OO0 KIMHUYEH OTroBOp O** | 41,3% 16,7% 45,5% 19,6%
(95% CI) (34,8-48,1) (12,0-22,2) (37,8-53,4) (13,8-26,6)
Fisher's exact p-croiiHocT ** < 0,001 < 0,001

Crokpamenust: Cl = moBepurtenieH HHTEpBaI

% *p-CTOMHOCTTA OTHACALIA CE€ IO CPABHEHHE MEXIy paMeHaTa

% #**B paMOTO ¢ MEMETPEKCE Y/ IMCIUIATHH, PaHAOMU3UpaHy | JekyBanu (N = 225) 1 U311 ¢
no6asku (N = 167).

JIeMOHCTPUPAHO € CTATHCTHYECKH 3HAYMMO IOJIOOpEHNE Ha KITMHHYHO 3HAYUMHTE CUMITOMH (OoJKa
W JIUCTIHEs ), CBBP3aHH C MAJUTHEHUS IJICBPAJICH ME30TEIHOM B PAMOTO C TIEMETPEKCE T/ IUCILIATHH
(212 marieHTH) B CpaBHEHHE C paMOTO IHUCIDIATHH CAaMOCTOATENHO (218 manueHTH) 4pe3 u3IMoiI3BaHe
Ha CkanaTa 3a CHMIITOMH 1IpH 0enoapoOeH pak. CTaTUCTHYECKH 3HAYMMH Pa3JIMKU B TECTOBETE 32
OenoapobHa ¢yHKUuMS ca ChII0 HaOMoaBaHu. Pa3nensHeTo Mex Iy paMeHaTa Ha JICUCHHUE €
MOCTUTHATO Ype3 NoZ00psiBaHe Ha OenoqpoOHaTa GYHKIUS B PaMOTO ITeMeTpeKce/] /IIUCIUIATHH |
BJIONIaBaHe Ha OesopoOHaTa (DyHKIHUS CIie/l BpeMe B KOHTPOJIIHOTO pamo.

WMa orpaHndeHr JaHHU 32 TAlMEHTH C MAJIWTHEH MJIEBPAJIEH ME30TENNOM, JIEKYBAaHU C IEMETPEKCENT
camocrostesHo. [lemerpekcen B 103a 500 mg/m?* e u3yyaBaH KaToO CAMOCTOSTEIHO CPEICTBO Npu 64
MAIUEHTH C MAJIUTHEH IUIEBpAJIEH ME30TEINOM, HENEKYBaHU ¢ XuMHuoTepanus. CTenenTa Ha IAI0CTEH
otroBop ¢ ouna 14.1%.

Heopebnoxaiemvuen pax na oeaus opob (H/IPEJ]), reuenue om emopa aunus

MHOTOLIEHTPOBO, PaHIOMHU3UPaHO, OTBOPEHO (paza 3 moyuyBaHe Ha MEMETPEKCe]] CIIPSAMO JOLETAKCEN
TIpH MAIUEHTH C JIOKATHO aBaHcupan win metactatinaeH HJIPB/] crien npenimectBania xumuoTtepanus
MOKa3Ba CpeiHa MPEKUBIEMOCT OT 8,3 Mecela Py NMAIlMeHTUTE JIEKyBaHH C TIEeMETPEKCE/T
(momymamwst, xxenaema jga 6buae nekysada (ITT) N = 283) u 7,9 mecena nmpu manueHTUTE, JICKYBaHH C
norerakcen (ITT N = 288). I[IpeamecTpamara XuMHOTepanus He BKIIFOYBA ITEMETPEKce . AHAIN3 Ha
BJIUSTHUETO Ha XMCTOJIOTUATA Ha HeApeOHOKIeThYHMS OenoapooeH kapiuHoM (HJIKB/IK) 3a edexra
OT JICUEHUETO BHPXY 00IIaTa MPEKUBIEMOCT MOIKPEIIs IEMETPEKCEe 1 CIPSIMO AOLETaKCel PH
narmenT ¢ HAKBJK, pa3nuyueH oT XMUCTOJIOrHUTE HA MPEIUMHO CKBAMO3HOKJIEThUeH KapuuHoM (N =
399, 9,3 cpsimo 8,0 mecena, kopurupa koepunreHt Ha puck (adjusted HR) = 0,78; 95% CI=0,61-
1,0;, p = 0,047),u e B moKpemna Ha JOLETAKCEll 32 XUCTOJIOTHS Ha TIPEIUMHO CKBAaMO3HOKJIETHYCH
kapruuHoM (N = 172, 6,2 cripsimo 7,4 Mecena, kopurupas koedunueHT Ha puck (adjusted HR) = 1,56;
95% CI=1,08-2,26; p = 0,018). He ca HaOtoqaBaHy KIMHUYHO 3HAYMMH PA3IUKH 3a Mpoduiia Ha
0€30IacHOCT Ha MeMETPeKCe ] pAMKUATE Ha XMCTOJIOTUIHHUTE TIOTPYIIH.
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OrpaHuveHH KIMHAYHH JaHHU OT JAPYTo PaHJAOMH3HPAHO KOHTPOJIMPAHO MpOoyyYBaHe oT ¢asza 3
HaBEeXJa HAa MUCHIITA, Ue IAHHUTE 33 ePEKTHUBHOCT (00IIa MPEKUBIEMOCT, ITPEKHUBIIEMOCT O3
Mporpecusi) 3a IeMETPEKCe/T ca MOoJOOHH MEXY MAllUeHTUTE, IIPEIBAPUTEITHO TPETHPAHU C
nouerakcen (N =41), 1 naieHTUTe, KOUTO HE Ca NOIy4aBall IPEABAPUTEIIHO JIEUCHUE C JOLETAKCEI

(N = 540).

Tabauua 6. E¢exTuBnoct Ha nemeTpercen cnpsimo goneraxcesa npu HAPB/I - ITT nonyaanus

IlemeTpekcen Jokerakce
IIpe:xxkuBsieMocT (Mecenn) (N =283) (N =288)
* Menuana (Mecern) 8,3 7,9
* 95% CI 3a menmana (7,0-94) (6,3-9,2)
* HR 0,99
* 95% CI 3a xoeduireHnt Ha pucka (HR) (0,82-1,20)
» Heundepuopna p-croitnoct (HR) 0,226
pesxxkuBsiemoct — 6e3 nporpecusi (months) (N =283) (N =288)
* Meaunana 2,9 2,9
* Koeduruent Ha puck (HR) (95% CI) 0.97 (0.82-1.16)
Bpeme 10 Heycnex ot sedennero (TTTF - (N =283) (N =288)
Mecelu) 2.3 2,1
* Menuana 0,84 (0,71-0,997)
*» Koedunuent Ha puck (HR) (95% CI)
OtroBop (n: orpeneneH KaTo OTTOBOP) (N =264) (N=274)
* Crenien Ha otroBop (%) (95% CI) 9,1 (5,9-13,2) 8,8 (5,7-12,8)
* CrabunHo 3abosBane (%) 45,8 46,4

Corpamenus: CI = nosepurenen uarepsai; HR = koedunment Ha pucka; ITT = nomynarms,
xeJaenia na Obpae JgekyBada (intent-to-treat); N = pazmep Ha o012 mOmyIaiusl.

Heopebuoxnemvuen pax nHa beaus opob (HIAPBJ]), neuenue om nvpea AuHUA

MyATHLEHTBPHO, PAHIOMU3HUPAHO, OTBOPEHO MPOYyUYBaHe OT (a3a 3 Ha meMeTpeKce Il IUTIOC HUCIUIATHH
CHPSIMO TEMIUTAONH TUTIOC IUCTUIATHH MPH MAIIMEHTH C JIOKAJTHO aBaHCUPAJ UIIK METaCTaTHUCH
(Cranutii I11b unm 1V) HeapeOHOKIeThYeH OenoapobeH kapimHoM (HJAKB/IK), Ha kouTo 10 MOMeHTa
He e MpHujlaraHa XMMHUOTepanusl, oka3Ba, ue nemerpekces mioc nucruiatul (Intent-To-Treat [ITT]
rormyanys n = 8§62) JoCTUTa CBOSITa MbPBUYHA KpaifHa TOYKa M TIOKa3Ba MOA00HA KIMHUYHA
edexkTuBHOCT KakTo reMiuTaduH mrtoc mucraTtiH (ITT n = 863) B obmaTa npexxuBsieMoCT
(xopurupan koeguuueHt Ha puck [adjusted HR] 0,94; 95% CI = 0,84-1,05). Bcuuku nauuenry,
BKITIOYEHU B TOBa Mpoy4BaHe ca uManu ¢pyHkiuoHanHo cberosiaue 0 mmm 1 no ECOG.

[IbpBUYHUAT aHATN3 HA eeKTHBHOCTTA ce ocHoBaBa Ha ITT nonynanusta. CEH3UTUBHUTE aHATIM3H
Ha IJIABHUTE KpaltHU TOYKH 3a e()eKTUBHOCT CBHIIO Ca OLECHSIBAHU BBPXY MPOTOKOJI-KBATU(HUIMPaHATA
(PQ) monynamus. Ananusure Ha eeKTUBHOCTTA, H3MOI3Bay PQ nomynanusTa, ce CbBMECTHMH C
anamusute 3a [TT nonynauusta u moakpensrt He no-mainkata epextuBHoctT Ha [11] cpenry I'LI.

[pexusiemoct 6e3 nporpecust (PFS) u obmiara yecToTa Ha OTTOBOP ca MOJOOHH MEKIY JICKYBaHUTE
rpymnu: meauanata Ha PFS e 4,8 mecena 3a memeTpekcen IIr0C IUCIUIATHH cpenty 5,1 mecera 3a
reMUUTAa0NH TUTIOC IIMCIUIATHH (Kopurupan koeguuuent Ha puck [adjusted HR] 1,04; 95% CI = 0,94-
1,15), u obmiara yectota Ha oTroBop € 30,6% (95% CI = 27,3-33,9) 3a memeTpeKce 1 TUTIOC IUCTUIATHH
cpenty 28,2% (95% CI = 25,0-31,4) 3a remuutabus iroc nucruiatud. PFS nanauTe ca wactiuano
MOTBBPJICHN OT He3aBucuMa perensus (400/1 725 nmanuenTy ca paHI0OMH3UPAHO N30paHy 3a
Tperiena).

AHanmu3bT Ha BIUSHUAETO Ha XMCTOJIOTHATA Ha He,[[pe6HOKIIeT’B‘IHI/I$I 66HOHp06CH KapluHOM

(HAKBAK) Bbpxy 00miata npexuBsSEMOCT MOKa3Ba KIMHUYHO 3HAYMMH PA3IMKH B TIPEKUBIEMOCTTA
CTIOpPE]] XHCTOJIOTHATA — BIDKTE TaOIMLaTa MO-10ITy.
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Tabsmna 7. EpexkTHBHOCT HA MeMeTpeKce + NUCIVIATHH CIPSMA reMIMTA0UH + HUCIVIATHH
NpH IbPBA JIUHHUA HepeOHOK/IeThYeH feaoapoder kapuuHoM — I'TT nonyaanus u
XHCTOJOTHYHM MOATPYNH

ITT nonynamusa | Cpeana o01a npe:;xuBsieMOCT B Meceld Kopurupan IIpeBn3
u xucrosornynu | (95% CI) KoepuIMeHT X0/JICTBO
MOArpynu ITemeTpexcen + I'emuuTadun + Ha pucka (HR) | p-
HUCIJIATUH HUCIJIATUH (95% CI) CTOITHOC
T
ITT momymanus 10,3 N =862 10,3 N =863 0,942 0,259
(N =1725) 9,8-11,2) (9,6 —10,9) (0,84 —1,05)
AneHnokapuunom | 12,6 N =436 10,9 N=411 0,84 0,033
(N =847) (10,7 - (10,2 - (0,71-0,99)
13,6) 11,9)
Enpoxnersuen 10,4 N=176 6,7 N=177 0,67 0,027
(N=153) (8,6 —14,1) (5,5-9,0) (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)
CxBaMoO3HOKIETH | 9,4 N =244 10,8 N =229 1,23 0,050
YeH (8,4-10,2) 9,5-12,1) (1,00-1,51)
(N=473)

Corpamenus: CI = nosepurenen uarepsai; [TT = nmomynanus, sxenaemia aa Obe JiekyBana (intent-to-
treat); N = pa3mep Ha o0LIaTa NOMyIaLuus

2 CTaTUCTHYCCKHU 3HAYMMO 3a HE MO-Majka e(l)eKTI/IBHOCT, C II'bJICH JOBCPUTCIICH UHTCPBAJI 3a

KOe(UIIMEHT Ha PUCK J0CTa MO JoIycTuMaTa rpanuna 1,17645 3a He no-maika e(h)eKTUBHOCT

(p < 0.001).

I'paduxa na Kaplan-Meier 3a 001ma npe:;xuBsieMOCT 10 XHCTOJIOTUA

AfeHOKapuMHOM EgpokneTkYeH KapuMHOM
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He ca HaGmoaBaHy KIIMHUYHO 3HAYUMHE PA3JIUKH B ITpoduiia Ha 6€30acHOCT Ha MEMETPEKCE]T TUTHOC
IUCIUIATUH B PAMKHUTE Ha XUCTOJIOTUYHUTE TOATPYIIH.

[TanmenTuTe, JEKyBaHH C IEMETPEKCE M LUCIUIATHH, C€ HY>KIasT OT Mo-Manko tpanchysun (16,4%
crpsimo 28,9%, p < 0,001), Tpancdysuu Ha eputpouutHa Maca (16,1% crupsmo 27,3%, p < 0,001) n
Tpancdy3uu Ha TpoMOonuTH (1,8% cnpsmo 4,5%, p = 0,002). [TarieHTUTE ce HYXKAAIT CHILO OT IO-
MaJIKO MPHJIOKEHHE Ha epuTponoetun/mapoonoerut (10,4% crpsimo 18,1%, p <0,001), Ha
G-CSF/GM-CSF (I'-KCO/I'M-KC® (I'panynount-Kononus Ctumynupaiy @axrop/[ panynouut
Makpodar-Kononus Ctumynuparg @axrop) (3,1% cnpsamo 6,1%, p = 0,004) u npenaparu Ha
xes30to (4,3% crpsmo 7,0%, p = 0,021).
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Heopeonoxnemvuen pax na denus opooé (H/APB/]), nooovpicawio nevenue

JMEN

MHOTOIICHTPOBO, PaHIOMHU3UPAHO, IBOMHO-CIIATIO TUIAe00 KOHTPOJIMPAHO MpoyYBaHe oT ¢asa 3
(JMEN) cpaBHsiBa ehukacHOCTTa B O€30IaCHOCTTA Ha MOAABPKAIIOTO JCUCHHE C IEMETPEKCE ILTI0C
Hail-no6pu nogawspxkamy rpmwxu (BSC - best supportive care) (n = 441) cnpamo manedo mwioc BSC
(n = 222) npu naruenTy ¢ nokanHo aBancupan (Craguii [[IB) unn metacratuuen (Cranuii [V)
HeApeOHOKIeThYCH pak Ha Oenus apod (HKPB/I), kolito He nmporpecupa cien 4 UKbia Ha JICUCHHUE
OT ITbPBA JIMHUS KaTO JBOWHA TEpaI¥s, ChbprKallla [IMCIAITHH I KapOOTUIaTHH B KOMOWHAIIHS C
reMIUTAa0HH, TTAKITUTAaKCEeN WK JloneTakcel. JleueHne oT rbpBa JIMHKS KaTo JBOIHA Teparnus,
ChIbpIKallla IeMETPEKCe 1, He € BKIIIOYBaHO. BCHUKM MauneHTy, BKIIIOYCHU B TOBA POYYBaHE ca
umanu gysxkauonanto ceerosHue 0 win 1 mo ECOG. [lanuenTure nmomyyaBat NOAABPKALIO JICUEHUE
710 TIporpecupane Ha 3abossiBaneTo. E¢ukacHocTTa 1 6€301acHOCTTa ce U3MEpBaT OT MOMEHTA Ha
paHIOMU3UpaHe ciie]] 3aBbPIIBAaHE Ha JICUSHUETO OT IbpBa JIMHUS (MHIyKiws). [TlanuenTrTe
MOJTyYaBarT IO IbPIKAIIIo JIUeHNE C MeJMaHa 5 UKbJIA ¢ IeMeTpeKcea U 3,5 IUKbIa ¢ mianeoo.
0610 213 nmanuentu (48,3%) 3abpimBaT > 6 MKUKbIa, a 00110 103 nanuentu (23,4%) 3apppuBar > 10
LUKBJIA HA JICYEHUE C TIEMETPEKCE.

[Ipoy4BaneTo € JOCTUTHAIO CBOSATA IbPBUYHA KpaifHa TOYKA U IIOKa3Ba CTATUCTUYECKU 3HAUUMO
noo0peHue Ha nmpexussieMoctTa 6e3 nporpecust (PFS) B rpymnara ¢ memerpekce cipsiMo Tpymnara ¢
wiame6o (n = 581, He3aBUCUMO TpeTJieaHa Moy laius; Mearana, cboTBeTHo 4,0 Mecera u 2,0
Mecera) (koedumuent Ha puck = 0,60, 95% CI = 0,49-0,73; p < 0,00001). HezaBucumusT mperien Ha
CKEHOTpaMHTE Ha MALUCHTUTE NOTBBP)KJaBa HAXOIKUTE OT OLIEHKATa 3a MPEKUBSIEMOCT 0e3
nporpecusi (PFS) Ha u3cnenosarens. Meauanara Ha o0IaTa MpeXUBSIEMOCT 3a LsJIaTa IMOITYJIALHS
(n=663) e 13,4 mecena 3a rpynata ¢ nemerpekcen u 10,6 mecena 3a rpynara c miane6o, KoeguuueHt
Ha puck = 0,79 (95% CI = 0,65 o 0,95; p=0,01192).

B cpoTBeTcTBHE € MpyruTe poyuBaHus Ha nemerpekcen, B JMEN e HaOmronaBana pasnvka B
eduxacnoctra cnopen xucronorusta Ha HAKPB/I. Ilpu naunenture ¢ HAKPB/I, ¢ paznuuna ot
MPEIUMHO CKBAMO3HOKJIEThYHA XHUCTONOTHs (N = 430, HE3aBUCHMO MpeTJieAana MOIyJIaIs),
MeanaHaTta Ha npexxuBsemoct 6e3 nporpecus (PFS) e 4,4 mecena 3a rpynara ¢ nemerpekcen u 1,8
Mecela 3a rpynara ¢ miaiebo, koeduiuent Ha puck = 0,47 (95% CI = 0,37-0,60; p = 0,00001).
Menauanata Ha oOmia nmpexxkuBsemoct npu nanuentute ¢ HIAKPB/I, ¢ pasnuyna ot mpeaumMHo
CKBaMO3HOKJIeThYHa xuctoyorus (n =481), e 15,5 mecena 3a rpymnara ¢ nemetpekcen u 10,3 mecema
3a rpynara c miane6o, koepuruent Ha puck = 0,70 (95% CI = 0,56-0,88; p = 0,002). BrirouBaiiku
¢azaTta Ha MHAYKIMS, MeauaHaTa Ha ooOmla npexusseMoct npu nanuenture ¢ HAKPB/, ¢ paznumuna
OT IPEIUMHO CKBaMO3HOKJIEThYHA XHUCTOJNOTH, € 18,6 Mecena 3a rpynara ¢ nemeTrpekcen u 13,6
Mecella 3a rpynara ¢ mianebo, koepuiuent Ha puck = 0,71 (95% CI = 0,56-0,88, p = 0,002).

Pesynrarute 3a npexxuBseMocT 0e3 Iporpecus 1 00IIa MPEKUBAESMOCT IPU HAIIMEHTH ChC
CKBaMO3HOKJIEThYHA XHUCTOJIOTHUS HE MIPE/IIoaraT NpeAnMCTBO Ha TIEMETPEKCe]] Tpe T Tuianeoo.

Hsama Ha6J'IIO,Z[aBaHI/I KIIMHUYHO 3HAYMMU PA3JINInd B npodnzma Ha 0€30MacHOCT Ha MNEMETPCKCEO CpEa
XUCTOJOTMYHUTEC IMMOATPYIIH.
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JMEN: I'pa¢puxn na Kaplan Meier 3a npexussiemoct 0e3 nporpecusi (PFS) u 06ma
NpeKUBSAEMOCT 32 neMeTpeke] cnpsaMo mianedo npu naunedtu ¢ HIKPB/L, ¢ pazauyna ot
NpeAUMHO CKBAMO3HOKJIEThYHA XHCTOJI0THSA

[Tpexnsaemoct 6e3 nporpecns O6ma npexnBseMocT
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MHOTOIIEHTPOBOTO, PAaHIOMHU3UPAHO, JTBOWHO-CIISIO, IUIAe00-KOHTPOIUpaHo ¢a3a 3 mpoyuBaHe
(PARAMOUNT), cpaBHsBa epuKacHOCTTa U O€30IaCHOCTTA Ha MPOABIKEHUETO Ha OAIBPKALIOTO
nedenue ¢ nemerpekcen mwitoc BSC (n = 359), ¢ Toa Ha miane6o mwiroc BSC (n = 180), npu mauneHTH
¢ sokanHo aBaHcupan (craguit [1IB) nimm meracraruuen (craguit IV) HAKPB/], ¢ pazmudna ot
MPEANMHO CKBaMO3HOKJIEThYHA XHCTOJIOTHS, KOMTO HE Iporpecupa ciie 4 MUKbIa JICUeHHE OT TbpBa
JUHUS ¢ IeMeTpeKce]] B KoMOuHanus ¢ nucroiatuH. Ot 939 manueHTH, JIEKYBaHU C IEMETPEKCe]] TLTI0C
WHAYKIOWSA C IIUCIIIATHH, 539 maruenTy ca paHIoOMU3UPaHU J1a TIOdydaBaT MO IbPKAIIO JICUSHUE C
nemMeTpekce]] wiu miare6o. OT paHAOMU3UPAHUTE TAUEeHTH, TIpH 44,9% nMa TbJIeH/9acTHICH
OTroBop, a 51,9% uMar OTTOBOpP ChC CTAOMIIM3UPAHE Ha 3a00JSIBAHETO 10 MHIAYKIIMS C IEMETPEKCE]T
wrtoc nuciviatud. [Ipu nanuenTure, paHIOMU3HPaHU Ha TOIIBPIKAIIO JICUCHHE, CE H3UCKBA J1a UMaT
ECOG o¢yskmiuonanto cecrossaue 0 wim 1. CpelHOTO BpeMe 0T Ha4aja0TO Ha HHIYKIIMOHHOTO
JIEYEHUE C MEMETPEKCe ] IUTIOC [IUCIUIATHH A0 HAYaJIOTO Ha MOAIBPKALIOTO JieueHue € 2,96 Mecena u
3a rpymara ¢ meMeTpeKcel, ¥ 3a rpynara c marne6o. PangoMuzupannTe NanueHTH moTyYaBat
MOITHPKAIIO JISYSHHUE JI0 Iporpecupane Ha 3abomsBanero. EpukacHocTTa 1 Ge30macHoOCTTa ca
OIICHCHW OT MOMCHTA Ha PaHJIOMU3AIIHS CJIe]] 3aBbPIIBAaHE HA JICYCHUETO OT ITbPBA JIMHUS
(maaykmwst). [lanimeHTHTE TIOMTyYaBaT CpeaHo 4 MUKBIIA Ha TOIBPIKAIIO JICUCHHUE C TIeMeTpeKcea u 4
HUKBIA ¢ wiae6o. 0010 169 naruenty (47,1%) 3apbpiiBar > 6 IUKBIIA Ha MOAIBPKAIIOTO JICUCHHUE
C TIeMeTpeKce I, peAcTaBsiiky moHe 10 IbIIHU [IUKBIIa Ha IEMETPEKCE.

[IpoyuBaHeTo qOCTUTA CBOSITA MBPBUYHA KpalfHA TOYKA U MTOKAa3Ba CTATUCTUYECKU 3HAYHMO
noo0peHue Ha nmpexupsieMoctTa 6e3 nporpecust (PFS) B rpynara ¢ nemerpekces Haz rpynara c
mwiane6o (n =472, He3aBUCUMO TperJieaHa Moy lalus; MeJrana, CbOTBETHO 3,9 Mecena u 2,6
Mecena) (crernex Ha puck = 0,64; 95% CI = 0,51-0,81; p = 0,0002). HezaBucumusT nperien Ha
W3CIIEIBAHUATA ChC CKEHEP Ha MallMeHTHTE MOTBhPIKaBa HaAXOKUTE OT olleHKkaTa Ha PFS Ha
n3cuenoBaTens. 3a paHIOMU3UPAHUTE MAIIMEHTH, KAKTO € OIEHEHO OT HAYaJIOTO Ha HHYKIIMOHHOTO
JIYeHHE OT IIbPBA JIMHUS C IEMETpeKce] TUTI0C IUCIUIaThH, cpeaHara PFS, onenena ot
M3clieIoBaTeNs, € 6,9 Mecera 3a rpymnaTa Ha meMeTpeKces] ¥ 5,6 Mecena 3a rpymnara Ha 1miane0o
(crenen Ha puck = 0,59, 95% CI = 0,47-0,74).

Crnen MHAYKIMOHHO JISYEHUE C IEMETPEKCe] TUTI0C IUCTUIATHH (4 [UKBIIA), ICISHUETO C IIEMETPEKCe T
CTaTHCTUYECKH MTPEBH3X0K/Ia TOBA C IIae0o Mo OTHOIICHNE Ha 001aTa MpeKuBIeMOCT (MeInaHa
13,9 mecena cipsimo 11,0 mecena, koedunmenT Ha puck = 0,78, 95%, CI = 0,64-0,96, p = 0,0195).
KbM MOMeHTa Ha TO3M MOCTEACH aHATN3 Ha pekuBsieMoctTa 28,7% OT MalMeHTUTe OT TpynaTta,
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MOJTyYaBaju NEeMETPEKCE, ca XHUBH WM U3TyOeHH 3a IpociesBane, ciupsmo 21,7% ot rpynara,
noy4apaia rane6o. OTHOCUTENHUST eEeKT Ha JICUSHHETO C IEMETPEKCE]] € TIOCJIE0BATEIICH BBTPE
B PaMKHUTE Ha MOATPYyNUTe (BKIIOUYUTETHO CTaWH Ha 3a00JIIBAaHETO, TIOBIHSABAHE OT WHIYKIIHATA,
¢yukunonanto cberosaue (PS) mo ECOG, TroTIoHOMYIIIEHE, TI0JI, XUCTOJIOTHS U BB3PAcCT) 1 MOJ00CH
Ha TO3W, HAOJIIOaBaH MPH aHAIM3UTE Ha HEKOpHUTHUpaHaTa o0ma npexussiemocT (OS) u Ha
npexxuBseMoctTa 6e3 nporpecust (PFS). UecToraTta Ha npexuBsieMocT Ha 1-Ta 1 2-Ta TOAMHA 32
MAIUEHTHTE, JIEKYBaHH C IEMETPEKCEN, CbOTBETHO ca 58% u 32%, B cpaBHeHue ¢ 45% u 21% 3a
MalMeHTHTe, MoyvyaBany miane6o. OT HA4aNoTo Ha MHIYKIIMOHHOTO JICYCHUE OT ITbPBa JIMHUS C
MeMETPEKCe/] TUTIOC IUCIIATHH, MeIMaHaTa Ha oO1ara npexussieMoct (OS) Ha marueHTure € 16,9
Mecella 3a rpynara ¢ nemerpekcen u 14,0 mecelia 3a rpymnarta ¢ miane6o (koeduiineHt Ha puck = 0,78,
95% CI = 0,64-0,96). IIporieHTHT Ha MAIIMEHTUTE, KOUTO MOyYaBaT JISYCHUE CIIE]] POYIBAHETO, €
64,3% 3a memetpekcen u 71,7% 3a mane6o.

PARAMOUNT: I'pa¢uka na Kaplan Meier 3a npe:xkuBsiemoct 0e3 nporpecusi (PFS) u o0ma
npexuBsieMoct (OS) npu NpoabIKaBaHe HA MOJIBPKAHETO ¢ MeMeTpeKcel, CIPSIMO M1aedo
npu nauuentu ¢ HAKPB/I, ¢ pa3inyHa oT npeIiuMHO CKBAMO3HOK/JIEThbYHA XMCTOJIOT U
(oOLeHeHHU 0T PAHOMM3UPAHETO)
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IMpodumute Ha 6€30MACHOCT Ha MOUTHLPIKANIOTO JCUCHUE ¢ IeMeTpeKce OT ABeTe npoyuBanus JMEN
n PARAMOUNT ca nomgo0Onu.

5.2 @®apmakoOKMHETHYHHU CBOHCTBA

dapMaKOKMHETHYHUTE CBOICTBA HA TIEMETPEKCE] CIIe]] CAMOCTOSATEIHO MPHIIOKEHUE Ca OIIEHEHH TTPU
426 manyenTy ¢ pak ¢ pa3IMYHy COIUIHU TYMOPH B /1031 B 00xBaTta Mexay 0,2 u 838 mg/m?,
npuiarany kato uHgysus 3a nepuog Haxa 10 munyTH. [lemerpekcen nma obem Ha pasnpezeieHre B
CTAIlMOHAPHO CheTostHKE OT 9 1/m?. TIpoyuBaHus in vifro TOKa3Bar, Y€ MEMETPEKCE € TIPUOIU3UTETHO
81% cBbp3aH ¢ a3MeHuTe NpoTeHU. CBBP3BAHETO HE CE MOBIUABA 3HAYUTEIHO OT Pa3IUIHUTE
cTereHn Ha ObOpedHO yBpexknane. [leMeTpekcen NpeThpIisiBa OrpaHHYCH YEPHOAPOOCH META00IN3BM.
[TemeTpekcer OCHOBHO Ce€ eTMMUHUpA ¢ ypuHaTta, kato 70% mo 90% ot mpuioxeHara 03a ce
BB3CTAHOBSIBA HETIPOMEHEHA B YpHUHATa 3a MbpBUTE 24 yaca cliel] IPUIoKeHue. [n vitro IpoydBaHUs
MOKAa3Bar, ue MeMeTpeKce ] akTUBHO ce cekpetupa oT OAT3 (TpaHcnopTeH OenThK HAa OPraHUYHU
AHUOHHM).

OOmuAT cUcTEMEH KIIMPBHC Ha reMeTrpekces € 91,8 ml/min, a eTMMUHAITMOHHUAT ITOTYKHBOT OT
ra3Marta e 3,5 Jaca Ipu nanyueHTH ¢ HopMaiiHa 0b0pevHa QyHKIus (KpeTHHHHOB KITMPBHHC OT

90 ml/min). MexayuHAMBHIyaiHATa BapHaOUITHOCT B KIIMpBHCa € ymepeHa 110 19,3%. Obmara
cucremua excriozuust (AUC) 1 MakcMMasHaTa Iia3MeHa KOHIICHTPALMs Ha IEMETPEeKCe]] ce
yBEJIM4aBaT MPONOPLUOHATHO ¢ H03aTa. DapMakOKMHETHKATa Ha IEMETPEKCE ] HE c€ TIPOMEHS IIPH
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MHOT'OKpPATHU HUKJIX Ha JICUCHHC.

dapMaKkOKMHETHYHUTE JaHHHU Ha IIEMETPEKCe ] HE ce MOBIUABAT OT €IHOBPEMEHHOTO MPIIIOKEHUE Ha
mucratud. Jlo6aBsHeTo Ha (oJrieBa KUCETMHA TIEpOPaTHO M MHTPAMYyCKYJTHO BUTaMHH B, He
MOBNHSBAT (PapMaKOKHMHETHKATA Ha IEMETPEKCE.

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

[IpunoxeHueTo Ha meMeTpeKce]] Ha OpeMeHHHM MUTIIKU BOJH JI0 HaMaJieHa (eTaiHa
KHU3HECTIOCOOHOCT, HaMaleHo (heTaTHO TerIo, He3aBbpIleHa OCU(pHUKAINS HAa HIKOU CKEJIETHU
CTPYKTYPH H IIeTIKa Ha HeO1eTo.

[IpunoxeHneTo Ha MeMETPEKce]] Ha MBbKKH MUIIKH BOJH 10 PENPOTYKTUBHA TOKCHYHOCT,
XapakTepHu3Hupalla ce ¢ MOHWKEHU HUBa Ha (PepTHIIHOCT U TeCTHKYJIapHa aTpodus. B mpoyusane,
HampaBeHO Ha Ky4e OT NopoAaTa OUrbJl Upe3 HHTPABEHO3HA 0OyC MHXKEKIHS B IPOIbIDKEHHE Ha 9
Mecelna, ¢ HaOJojaBaHa TeCTUKYJIapHaTa HaXxo/IKa (JlereHepaliys,/HeKpo3a Ha eruTella Ha CEMEHHUTE
kaHargera). ToBa mpe/mosnara, 4e meMeTpeKce]l MOXe Jia YBpexkaa MbxKaTa GpepTHiHocT. XKeHckara
PENpPOAYKTUBHOCT HE € U3CTIe/IBaHA.

HeMeTpeKce;[ HC € MTOKa3aJl MyTarcHHOCT HUTO IIpH in Vitro TECT 3a XPOMO30MHH a6epaum/1 B
SINYHUKOBH KIIETKH Ha KUTAUCKH XaMCTCpH, HUTO IIpHU Ames Tecta. HeMeTpeKCQI[ € IIOKa3aJl

KJIACTOT€HHOCT IIPH 71 ViVO MUKPOHYKJIEAPHHS TECT IIPU MUILIKH.

He ca IMPOBCXKIAaHU IMTPOYUYBAHUA 34 OLICHKA Ha KAHICPOI'CHCH IMMOTCHIIMAI Ha IIEMETPEKCE.

6. OAPMAINEBTUYHU JAHHA

6.1 Chnucbk HA IOMOULIHMTE BellecTBa

MoHoTHOTIHIEPOIT

Hatpues xunpokcuy (3a kopurupase Ha pH)

Bopa 3a nmxexnuun

6.2 HecbBMecTHMOCTH

Ilemerpexcen e GU3NUECKH HECHBMECTUM C Pa3TBOPUTENH, KOUTO ChABPKAT KAILUH, BKIIOUUTECITHO
pa3TBop Ha Punrep-nakrar u pa3rsop Ha Punrep. Ilopaau nuncara Ha Ipyru nIpoy4dBaHUs 3a
CBHBMECTHMOCT TO3H JICKAPCTBEH MPOYKT HE TPSIOBa Jla ce CMECBa C APYTH JICKAPCTBEHH MTPOTYKTH.

6.3 Cpoxk Ha roaHocT

HCOTBODCH d)J'IaKOH

2 roauHU

Paspenen pa3tBop

XumudeckaTa 1 pu3ndecKa CTaOUITHOCT MpH yroTpeda Ha MH(QY3NOHEH Pa3TBOP HA IEMETPEKCE] €
Ouia mokasaHa 3a 24 gaca pu 2 °C go 8 °C.

Ot MUKpOOHOIOTHYHA TJIE/IHA TOYKA POIYKTHT TPpAOBa fa ObJie U3MOI3BaH BeqHara. Ao He ObJie

ynotpeOeH BeHara, oTpeOUTENAT € OTTOBOPEH 3a BPEMETO U YCIOBHATA HA ChXPaHEHUE MPEIH
ynotpeba u To He TpsiOBa 1a Obae moBeue oT 24 gaca mpu 2 °C go 8 °C.
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6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHe

To3u nexapcTBEH NPOAYKT HE N3MCKBA HAKAKBH CIICIIUATHU YCIOBHUS Ha ChXPaHCHHE.

3a ycIoBUsATA HA CbXPAHEHUE CIIE Pa3pekAaHE Ha JEKAPCTBEHUS MIPOLYKT BHXKTE TOUKa 6.3.

6.5 Buau chabp:KaHHe HA ONAKOBKATA

[Ipo3paueH (1akoH OT CTHKIIO THII | ¢ BBTPEIIHO MOKPUTHE OT CHIIUIIUEB JUOKCUI ¢ OpoMOYyTHIIOBa
TyMEHa 3amyIlaika U alyMUHIEBa 00KaTKa C TIacTMacoBa OTUyTMBAIa ce kKamadka. OIakoHUTEe MOXKE
Ja ca moctaBeHu B npeamnasHu omakoBku ONCO-TAIN.

Enun dbnakon chawspka o 4 ml, 20 ml nnm 40 ml koHIeHTpAT.

Bunose onakoBku

1 ¢naxon x 4 ml (100 mg/4 ml)

1 dpnaxon x 20 ml (500 mg/20 ml)
1 ¢maxon x 40 ml (1 000 mg/40 ml)

He Bcrdky BHIOBE ONAKOBKH MOTAaT J1a Ob/IaT MyCHATH Ha Ma3apa.
6.6 CrnenuajaHu npeana3sHu MepPKH NPH U3XBHPJIsiHE U padoTa

1. [IpunaraiiTe acenTUYHA TEXHUKA TI0 BpeMe Ha pa3pekJaHeTO Ha MEMETPEKCe]] 3a MPIIIOKEHUE KaTo
HMHTpaBeHO3Ha MH(DY3H.

2. N3uucnere no3ata u 6pos duaxonu [lemerpekcen Pfizer, kouro ca HeoOxoaumu. DaakoHBT
ChIIbPIKa M3JHIIBK IIEMETPEKCeI, 3a J1a Ce OCUTYpPH JIOCTaBsIHE Ha OIPEIEICHOTO Ha €TUKETa
KOJIMYECTBO.

3. HeoOxoaumusT o0eM OT IeMeTpeKcel KOHIICHTpaT TpsiOBa aa 0b/e paspenaeH ao 100 ml ¢ Hatpuer
xmopun 9 mg/ml (0,9 %) MHKEKIIMOHEH pa3TBOp 0e3 KOHCEPBaHT U MPUIIOKEH KaTO MHTPABEHO3HA
nHQYy3us B TeueHue Ha 10 MUHYTH.

4, HpI/IFOTBeHI/IHT CIIOpEJ yKazaHuATa pa3TBOp 3a I/IH(i)YBI/IH Ha NEMCTPCKCC € CbBMCCTUM C
HHq)y3I/IOHHPI CaKOBC U CUCTCMHU OT MOJIMBUHHAII XJIOPUA U HOJ'II/IOJ'IG(l)I/IH.

5. JlekapcTBEeHUTE POAYKTH 3a TapeHTEepaIHa yroTpeda TpsOBa ga ObAaT MHCIIEKTHPAHA BU3YaTHO 3a
YaCcTUIIM M MMPOMSHA Ha [BeTa npeau ynorpeda. [la He ce ynoTpeOsiBa pyu HATMYUE HA YaCTHUIIH.

6. PaSTBOpHTC Ha IEMCTPCKCC Ca CaMO 3a CAHOKPATHA yHOTpeGa. Hewnsnon3sanust JICKApCTBCH
MNPOAYKT WJIN OTHAABYHUTC MAaTCPUAJIN OT HETO TpH6Ba Ja €€ U3XBBPJIAT B CbOTBCTCTBUC C MCCTHHUTC
N3N CKBAaHUA.

[puroTssHe ¥ NpeAyNpeKACHUS IPU NIPUI0KEHUE

Kakro n npyrure noreHIuamHO TOKCHYHH HPOTUBOTYMYPHH CPEICTBA, OOPAaBEHETO U MIPUTOTBSHETO
Ha nH(QY3HUOHHHUS Pa3TBOpP MeMeTpeKce ] TpsiOBa aa craBa BHUMaTenHo. [IpenoppuBa ce na ce
M3IIONI3BAT PhKaBUIM. AKO pa3TBOPBT HA EMETPEKCE] MONa HE BbpXY K0O)KaTa, U3MHIUTE KOKaTa
BeJHAra ¥ CTapaTeiHo ChC CalyH U BoJa. AKO pa3TBOPHT Ha MEMETPEKCe]] MoNaaHe BbpXY JIUraBHIla,
npomuiite 0OMITHO ¢ Boja. [lemerpekce He MpUUYMHABA MexXypH. HsiMa crienuduueH aHTHIOT 32
eKCTpaBa3allis Ha nemerpekces. JlokiaaBaHu ca HAKOJIKO Cllydasl Ha eKCTpaBasallisl Ha IEMETPEKCe],
KOHUTO HE Ca OLIEHEHU KaTO CEPHO3HH OT u3cinenoBatens. ExcrpaBasauusara TpaoBa qa 0b1ae KynupaHa
CIIOpEN MECTHATA CTAHJApTHA MPAKTUKA, KAKTO P JPYTUTE HE-BE3UKAHTH.
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7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA
EU/1/15/1057/004

EU/1/15/1057/005
EU/1/15/1057/006

9. JATA HA IBPBO PASPEINIABAHE/IIOJJHOBSIBAHE HA PASPELHIEHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspemanane: 20 Hoemspu 2015 .

[Hata na nocnenno noguossiane: 10 asryct 2020 1.

10. JOATA HA AKTYAJINBUPAHE HA TEKCTA

[MonpoGHa nHMOpMAaIIKs 3a TO3M JICKAPCTBEH MPOIYKT € MpeaocTaBeHa Ha yeOcalita Ha EBporneiickara
areHIys 1o JiekapcreaTta http:// www.ema.europa.eu.
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HNPUJIOKEHUE I1

MMPON3BOAUTEJI(M), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTUAN

YCJIOBUA NJIN OTPAHUYEHUA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUA N UBUCKBAHUA HA PASPEILIEHUETO
3A YIIOTPEBA

YCJIOBUA NJIK OTPAHUYEHUA 3A BE3OITACHA "
EDOEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A.  TIPOU3BOIUTEJI(H), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTUIN

HmMe u anpec Ha nnpousBoauTen(Ure), OTTOBOPEH(HHU) 3a 0CBOO0XKIaBaHE HA NTAPTUINUTE

Pfizer Service Company BV
Hoge Wei 10

1930 Zaventem

benrus

b. YCJIOBUSA NWJIHN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHAT MPOAYKT CE OTITYCKa IO OTPaHUYEHO JieKapcko mpeanucanue (Bx. [lpunoxenwue I:
Kpatka xapakTepucTika Ha MpoAyKTa, Touka 4.2).

B. JPYI'U YCJIOBUS U UBUCKBAHUSA HA PASPEILIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3upanu aokjaaau 3a oezonacuoct (ITALB)

N3uckBanwusra 3a nogasane Ha ITAJIb 3a To3u lekapCTBEH MPOAYKT ca OCOYEHH B CITUCHKA C
pedepentaute natu Ha EBpomnetickus cpio3 (EURD criucek), npensuaes B wi. 1078, an. 7 ot
Hupexruea 2001/83/EO, 1 BB BCHUKH CIIEIBAIM aKTyalU3allH, MyOIHKYBaHH HA €BPONIEHCKUS
yeOmnopTaJ 3a JeKapcTBa.

. YCJI0BUA NI OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpaBiaenue Ha pucka (IIYP)

[Iputexatenst Ha paspemieHueTo 3a ynorpeda (IIPY) tpsbsa na n3BbpIIBa H3UCKBAHUTE JEHHOCTH U
JICWCTBYS, CBBP3aHH C MPOCIIE/IBAHE Ha JIeKapcTBeHAaTa 0€30IMacHOCT, OcoYeH! B 0100penus [TYP,
npezncraBed B Moayn 1.8.2 Ha pa3penienuero 3a ynorpeda, KakTo U BbB BCHUKH CJICABAIIH 0JI00pEHH
akTyanu3anuu Ha [TYP.

Axryanmzupan [1YP Tpsi6Ba na ce nmonasa:

e 110 HcKaHe Ha EBpornelickara areHIus 1o JeKapcTBara;

e BHUHArW, KOraTo c€ U3MEHs CHCTEMara 3a yIpaBJIeHHE Ha PHCKa, 0COOCHO B pe3yiITaT Ha
MoJjiydyaBaHe Ha HOBa MH(GOPMAITHUs, KOATO MOXKE Jia TOBE/IC 10 3HAUUMH MPOMEHH B
CHOTHOIICHHUETO T10J13a/PHCK, HIIH CIIe]l TOCTHTaHe Ha Ba)KEH eTaIl (BbB BPBh3Ka C
npocIeIsBaHe Ha JIeKapcTBeHaTa 0€30IacHOCT MIIH CBEXK/IaHE Ha PUCKA 10 MUHUMYM).
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HPUJIOKEHUE II1

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

Kapronena kyrus Ha onakoBka ot 100 mg

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Ilemerpekcen Pfizer 100 mg npax 3a KOHLEHTpAT 32 HH(Y3HOHEH Pa3TBOP

neMeTpeKce

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

Bceku ¢nakon cpappka 100 mg nemerpekcen (KaTo meMeTpeKce]l AMHATPHNA XEMHUIIEHTaxXuIpar).

Cren pa3TBapsiHe Bceku (IIaKOH ChAbpika 25 mg/ml memeTpekces.

| 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomorHM BelecTBa: MaHUTOJ, XJIOPOBOIOPOIHA KUCEIINHA, KOHIICHTPUPAHa, HATPHEB XUAPOKCHT
(BMDKTE JINCTOBKATA 32 JOIIBIHUTEIIHA HH(POPMAIHS).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

I[Npax 3a KOHILIEHTpAT 3a HH(Y3UOHEH Pa3TBOP
1 dbnakon

ONCO-TAIN

| 5. HAYMH HA ITPUIOKEHUE U IbT(MIIA) HA BBBEXK/IAHE

3a UHTPABEHO3HO MPHIIOKEHUE

Ja ce pa3TBOpH U paspeau Npeau yrnorpeoda.
Camo 3a emHOKpaTHA ynoTtpeoa.

[Ipenu ymorpeba mpoverere IMCTOBKATA.

6. CHHELHNUAJIHO NPEAYHPEXIEHHUE, YE TEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA IELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHNS, AKO E HEOBXOJINUMO

[MuToTOoKCHMYEH
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| 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'oneHn no:
3a cpoka Ha TOJHOCT Ha pa3TBOPEHHUS IPOAYKT IPOYETETE JJUCTOBKATA.

9. CIIEIUAJIHHU YCJIOBUS HA CbXPAHEHUE

10. CHELUWAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE IMNPOAYKTHU NWJIN OTITAABYHUN MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I3XBT)pH${I>'ITe HCUBIIOJI3BAHUTE KOJIMYECTBA CIIOPEA U3MCKBAHUATA.

11. NUME U AIPEC HA ITPUTEKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1057/001

13. IHAPTUJAEH HOMEP

[Tapt. Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. UH®OPMAILIMS HA BPAJIOBA A3BYKA

[Ipuero e ocHOBaHUE J1a HE ce BKIOUYM nHGopMaius Ha bpaiioa a30yka.

| 17. YHMKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJi ¢ BKIFOUEH YHUKAJICH HACHTH()HUKATOD

49



18. YHMKAJIEH HAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
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MHUHHMMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EJMHUYHHU
I'bPBUYHU OITAKOBKH

Etuxer Ha ¢guaxon ot 100 mg

1. HUME HA JIEKAPCTBEHUS TPOAYKT U IBbT(UIIA) HA BBBEXK/IAHE

Ilemerpekcen Pfizer 100 mg npax 3a KOHLEHTpAT 32 HH(Y3HOHEH Pa3TBOP
neMeTpeKce]]
WHTpaBeHO3HO MPUIIOKEHHE

| 2. HAYMH HA ITPUJIOKEHUE

Ja ce pa3TBOpHU U pa3peau Npean ymnorpeoda.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'oneHn no:

4. HAPTUJAEH HOMEP

[Tapt. Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIU EJUHUIIN

100 mg

| 6. TIPYTO
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JAHHHU, KOUTO TPABBA 1A CbAbPKA BTOPUYHATA OITAKOBKA

Kapronena kyrus Ha onmakoBka ot 500 mg

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Ilemerpekcen Pfizer 500 mg npax 3a KOHLEHTpAT 32 HH(Y3UOHEH Pa3TBOP

neMeTpeKce

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

Bceku ¢nakon cpappka 500 mg nemerpekces (KaTo meMeTpeKcel AMHATPHIA XEMHUIIEHTaxXuIpar).

Cren pa3TBapsiHe Bceku (IIaKOH ChIbpika 25 mg/ml memeTpekces.

| 3. CIIMCBbK HA TIOMOIIIHUTE BEIIECTBA

IToMoIIHY BEIIeCTBa: MAHUTOJI, XJIOPOBOJAOPOIHA KHCEINHA, KOHIIEHTPHPaHa, HATPUEB XUAPOKCHT
(BMDKTE JINCTOBKATA 3a JOIIBIHUTEIHA HH(POPMALIHS).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

[Npax 3a KOHIIEHTpPAT 3a MH(Y3UOHEH Pa3TBOP.
1 dbnakon

ONCO-TAIN

| 5. HAYMH HA ITPUJIOKEHUE U IBbT(MIIA) HA BBBEXKJIAHE

3a UHTPABEHO3HO MPHIIOKEHUE

Ja ce pa3TBOpHU H paspeau Npean ynorpeoda.
Camo 3a eHOKpaTHa ynoTpeoa.

[Ipenu ymorpeba mpoverere TMCTOBKATA.

6. CHHELHMUAJIHO NPEAYHPEXIEHUE, UE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBXPAHSIBA HA MSICTO JAJIEYE OT HNOITJVIEJA U TOCEI'A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

[MuToTOoKCHMYEH
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| 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OJAHOCT

T'oneHn mo:
3a cpoka Ha TOAHOCT Ha Pa3TBOPEHHUS MPOAYKT IPOYETETE JTUCTOBKATA.

9. CIIEIUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELUWAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTHHAABYHU MATEPUAJIM OT
TAX, AKO CE U3UCKBAT TAKUBA

I/I3XBBpHHﬁTe HCUBIIOJI3BAHUTE KOJHNYCCTBA CIIOPEA N3MCKBAHUATA.

11. NUME U AIPEC HA ITPUTEKXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/15/1057/002

13. HAPTUJAEH HOMEP

ITapt. Ne

| 14.  HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIMS HA BPAIIOBA A3BYKA

[Ipueto e ocHOBaHUE J1a HE ce BKI0UM nH(GopManus Ha bpaiinosa a30yka.

| 17. YHHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mMepeH 0apKoa ¢ BKJIIOYEH YHUKAIECH HACHTU(DHUKATOD
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18. YHMUKAJIEH HJEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EAUHUYHHU
II'bPBUYHU OITAKOBKH

Etuxer Ha guiakon ot 500 mg

1. NME HA JIEKAPCTBEHUS IMTPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

[Memetpekcen Pfizer 100 mg npax 3a KOHIIEHTpAT 3a HUH(Y3UOHEH Pa3TBOP
neMeTpeKce
WHTpaBEeHO3HO NPUIIOKEHNE

| 2. HAYUH HA TPUJIOKEHHUE

Jla ce pa3TBOpH M pa3peau Mpeau yrnorpeda.

| 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

4. IHHAPTUAEH HOMEP

ITapt. Ne

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

500 mg

| 6. TIPYTO
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JAHHHU, KOUTO TPSABBA JA CbABPKA BTOPUYHATA OITAKOBKA

Kapronena kyrust Ha onmakoBka ot 1 000 mg

1. HUME HA JIEKAPCTBEHUS TPOAYKT

ITemerpekcen Pfizer 1 000 mg npax 3a KOHLEHTpAT 32 HH(Y3UOHEH Pa3TBOP
HeMEeTpeKce]]

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

Bceku ¢nakon cpappka 1 000 mg nemerpekces] (KaTo meMeTpeKce ]l AMHATPHNA XEMHUIIEHTaXUapar).

Cren pa3TBapsiHe BCEKH (IaKOH Chabpka 25 mg/ml memeTpekce].

| 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

[TomorHM BemecTBa: MaHUTOJ, XJIOPOBOIOPOIHA KUCEITNHA, KOHIICHTPUPAHA, HATPHEB XUAPOKCH]T
(BMDKTE JINCTOBKATA 3a JOIIBIHUTEIIHA HH(pOPMAIIHS).

| 4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

[Npax 3a KOHILIEHTpPAT 3a HH(Y3UOHEH Pa3TBOP
1 ¢pnakon

ONCO-TAIN

| 5.  HAYWH HA IPIWJIOJKEHUE U MBT(MIIA) HA BBBEXKIAHE

3a HUHTPABCHO3HO IMMPUJIOKCHUC

Ja ce pa3TBOpHU M pa3peau Npean yrnorpeoda.
Camo 3a egHOKpaTHa ynorpeoa.

IIpenu ynorpeba npodereTe JIUCTOBKATA.

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT ITOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'U CIIEHUAJIHU TPEAYIPEXJIEHUSA, AKO E HEOBXOJINUMO

[MutoToKCHMYEeH
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| 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'oneHn no:
3a cpoka Ha TOJHOCT Ha pa3TBOPEHUS MPOAYKT IPOYETETe TUCTOBKATA.

9. CIHHELIUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHEHOUWAJIHU IIPEAITAZSHA MEPKWU ITPU U3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIHN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

HSXB’BpHHﬁTG HCUBIIOJI3BAHUTC KOJINYCCTBA CIIOPEA N3NCKBAHUATA.

11. HUME U AJIPEC HA IIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

12. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/15/1057/003

13. HAPTUJAEH HOMEP

[Tapt. Ne

| 14.  HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. UH®OPMAIIMS HA BPAMJIOBA A3BYKA

[Ipueto e ocHOBaHuKE N1a HE ce BKI0UM nH(opMmanus Ha bpaiinoa a30yka.

| 17. YHMKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJI ¢ BKIIOUEH YHUKAJICH HICHTH()HUKATOD

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPKAT MAJIKUTE EJMHUYHU
II'bPBUYHU OITAKOBKH

Etuxer Ha ¢anaxon ot 1 000 mg

1. HUME HA JIEKAPCTBEHUA ITPOAYKT U IbT(MIIA) HA BBBEXK/IAHE

[Memetpekcen Pfizer 1 000 mg npax 3a KOHIEHTPAT 3a HH()Y3UOHEH Pa3TBOP
neMeTpeKce
WHTpaBEeHO3HO NPUIIOKEHNE

| 2. HAYUH HA TPUJIOKEHHUE

Jla ce pa3TBOpH U pa3peau Mpeau yrnorpeda.

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

4. IHHAPTUAEH HOMEP

ITapt. Ne

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJUHUIIN

1 000 mg

| 6. TIPYTO
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA

1. HUME HA JIEKAPCTBEHUS TPOAYKT

[Memetpekcen Pfizer 25 mg/ml xoHneHTpaT 32 MHPY3HOHEH Pa3TBOP
neMeTpeKces]

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

E)_II/IH ml ChAbpiKa NICMCTPCKCC ﬂHHanHﬁ, €KBHBAJICHTCH Ha 25 mg NeMCTPCKCCI.

Enun daakon ¢ 4 ml chabpika neMeTpeKce TUHATPHM, eKBUBaJIieHTeH Ha 100 mg meMeTpekce .
Enun daakon ¢ 20 ml chabprka nmeMeTpeKce ] TMHATPUH, eKBUBaeHTeH Ha S00 mg nemMeTpeKrces.
Enun daakon ¢ 40 ml chabprka meMeTpekce ] fuHaTpui, ekBuBaienTeH Ha 1 000 mg memeTpekce/.

| 3. CIIUCBK HA IOMOIIIHUTE BEHIECTBA

[TomornHm BemiecTBa: MOHOTHOTIIAIIEPOJI, HATPUEB XUIAPOKCU U BOJIA 32 MHIKEKIINH (BHDKTE
JMCTOBKATA 32 OMBJIHUTEIHA HH(pOpMAIHs).

4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJJHA OITAKOBKA

KonmenTpar 3a nHQy31OHEH pa3TBOp
100 mg/4 ml

500 mg/20 ml

1 000 mg/40 ml

1 dbnakon

ONCO-TAIN

5. HAYMH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXKJIAHE

3a MHTPABEHO3HO MpuIoKeHue. [la ce pa3peau mpeau ymnorpeoa.
Camo 3a egHOKpaTHa ynorpeoa.

IIpenu ynorpeba npodereTe IUCTOBKATA.

6. CIIENUAJIHO MPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JTEIIA

I[a C€ CbXpaHsABa Ha MACTO, HCAOCTBHIIHO 3a ACIA.
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| 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

[MuToTOoKCHYEH

| 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'oneHn no:

9. CIIEIIUAJTHHU YCJIOBUSI HA CbXPAHEHUE

10. CHELOUWAJIHU NPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. NUME U AJPEC HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

benrns

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1057/004 100 mg/4 ml diakon
EU/1/15/1057/005 500 mg/20 ml dpaakon
EU/1/15/1057/006 1 000 mg/40 ml dnakon

13. HAPTUJAEH HOMEP

[Tapt. Ne

| 14.  HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. UH®OPMAILIMS HA BPAJIOBA A3BYKA

[Ipuero € ocHOBaHUE J1a HE ce BKIOYM HHGopMaIius Ha bpaitiosa a30yka.

| 17. YHMKAJIEH WJEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

JByr3mepeH 0apKoJI ¢ BKIIOYCH YHUKAJICH HICHTHPUKATOP.
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18. YHMKAJIEH HAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MHUHHMUMYM JAHHH, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EJUHNYHHU
I'bPBUYHU OITAKOBKH

ETUKET HA ®JAKOH

1. HUME HA JIEKAPCTBEHMUS INTPOAYKT U I'BbT(MIIA) HA BBbBEXK/JIAHE

[lemerpexcen Pfizer 25 mg/ml cTepunen KoHIEHTpAT
HeMeTpeKce]]
Lv.

| 2. HAYMH HA ITPUJIOKEHUE

Jla ce pa3peau npeau ymnorpeoda.

| 3. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'oneHn mo:

4. HAPTUJAEH HOMEP

[Tapt. Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIU EJUHUIIN

100 mg/4 ml
500 mg/20 ml
1 000 mg/40 ml

6. TIPYTO
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b. IUCTOBKA
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JIncroBka: nHpopManus 3a NOTpedUTEIIs

IHemetpexcen Pfizer 100 mg npax 3a KOHIIEeHTPAT 3a HH(Y3HOHEH PA3TBOP
IHemetpexcen Pfizer S00 mg npax 3a KOHIEeHTPAT 32 HH(Y3HOHEH PA3TBOP
Ilemetpekcen Pfizer 1 000 mg npax 3a KOHIEHTPAT 32 HHPY3HOHEH Pa3TBOP

nemeTpekcen (pemetrexed)

IIpoyeTeTe BHMMAaTEIHO LSVIATA JIMCTOBKA, IPEIM 1A 3aMI0YHeTe /1a IPUeMaTe TOBA JIEKAPCTBO,

Thil KaTo T ChAbPkKA BaxHa 3a Bac undopmanus.

- 3amazere Ta3u JUCTOBKA. MoOJKe a ce HaJIOKH J1a 5 IPOYETeTe OTHORBO.

- AKO UMaTe HIKAaKBU JIOTBIHUTETHH BHIIPOCH, IonuTaiTe Bamus iekap, papmarneBt wim
MEJIMLIMHCKA CEeCTpa.

- AKO TIOJTy9YHTE HIKAaKBU HEXKEJIAHU JICKAPCTBEHH pEakilny, yBegoMeTe Bamus nekap,
(hapmaneBT WM MEIUIIMHCKA cecTpa. ToBa BKIIFOUBA ¥ BCHYKH BH3MOKHU HEXKEIaHU PEaKInH,
HEOMUCAHU B Ta3u JHUCTOBKA. BuxTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakso npencrapnsiBa [lemerpekcen Pfizer u 3a kakBo ce u3non3ea
Kakgo Tpsi0Ba ja 3Haere, npeau Aa usznon3eare [lemerpekcen Pfizer
Kak na uznonsBare [lemerpexcen Pfizer

Bb3MoxHM HEXXeTaH! peakIuu

Kak na cexpansiBate [lemerpekcen Pfizer

CwapprkaHre Ha OMAKOBKATa U JIOIBITHUTETHA HH(pOpMAIus

A e

1. Kaxkso npencrasiasiBa [lemerpekcen Pfizer u 3a kakBo ce u3noJ3sa
IMemerpekcen Pfizer e nekapcTBeH MPOYKT, H3MOI3BaH 32 JICUCHHUE HA Pak.

Ilemerpekcen Pfizer ce npunara B KOMOMHALUS € LUCIUIATHH - APYT IPOTHBOPAKOB JICKAPCTBEH
MPOAYKT, KaTO JICYEHHUE 32 37I0KAYECTBEH IUIEBPAJICH ME30TeIMOM — opMa Ha pak, KOWTO 3acsira
oOBUBKaTa Ha Oenust Ipod, Ha AMEHTH, KOUTO HE ca MOJTyYaBaly NPEAH TOBA XUMHOTEPAIIusI.

[Memetpekcen Pfizer chino ce npuiiara B KOMOMHAIIMSA ¢ UCIUIATHH 3a ITPBOHAYAIIHO JICUCHUE Ha
MAIUEHTH C HANPEIHAN CTaanid Ha 6e10apoOeH pak.

Ilemerpexcen Pfizer moxe na Bu Obne npennucan, ako uMaTe 0eI0Apo0CH pak B HapeIHall CTaAul 1
axo 3a0o0ss1BaHeTO BU ce moBiHsABa OT JI€YEHHETO MIIM aKO TO OCTaBa B 3HAYUTEIIHA CTEIIEH
HEIPOMEHEHO Clie/] IbPBOHAYaIHaTa XUMUOTEPAIIHsL.

HeMeTpCKCG,Z[ Pfizer ChIIIO € JICUCHHUC 3a INAIITUCHTH C 6GJIOILpO6eH paK B Haripe€aHajia (1)3,38, IIpu KOUTO
3a00JIIBaHETO mnmporpecupa, CJiaca Kato € Oua u3Moa3BaHa ApyTra Ha4YaJIHa XUMHUOTCpaIus.

2. Kakso TpsioBa 1a 3Haete, npeau aa n3dnossare [lemerpekcen Pfizer

He n3nosssaiite Ilemerpexcen Pfizer

- aKo CTe aJIeprUYHU (CBPBXUYBCTBUTEIHH) KbM MEMETPEKCE WM KbM HIKOSI OT OCTaHAJIUTE
CBHCTaBKH Ha TOBA JICKAPCTBO (M30pOCHU B TOUKA 6).

- aKo KbpMUTE; TPAOBa Ja MpeyCcTaHOBUTE KEPMEHETO 110 BpeMe Ha jieduenue ¢ [lemerpekcen
Pfizer.

- aKo ckopo Bu e HanpaBeHa miu ckopo e By ce mpaBu BakcHHA, CPENLy JKBJIITA TPECKA.

Ipenynpesxaenust U npeanasHu MEPKH
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I'oBopete ¢ Bamms nekap nnu dapmanesra B 6oiHunara, npenu na npuemere [lemerpexcen Pfizer.

AKO ¥MaTe WK CTe UMaJIH Po0JieMu ¢ ObOpeIHTe, MOroBOpeTe ¢ JIeKaps win (hapMaieBTa Ha
OoJIHUIIATa, Tl KATO € BR3MOXKHO J1a He MoXeTe Ja nonyuaBate [lemerpekcen Pfizer.

[Ipenu Bcsika nHGy3wst me Bu ce B3emMat KpbBHH MTPOOH 3a MPEIEHKA, TN ¢a 33J0OBOJIUTEITHH
O0BOpedHaTa u uepHopoOHa QYHKIIMHU U J]a e MPOBEPH, JAIId UMaTe JOCTAThUHO KPHBHU KIIETKH, 32
na nonyunte [Temerpexcen Pfizer. Jlekapar Moxke aa pemid, T 1a MPOMEHH J03aTa WK JIa OTIOXKH
JICYECHHUETO, B 3aBUCUMOCT OT 001I0TO BU cheTosiHME 1 ako OpOSIT Ha KPHBHUTE KJIETKU € TBBPJIC
HUCBK. AKO IOJIy4aBaTe ChIIO LUCIUIATUH, BalmusT ekap 1ie ce yBepu, ue CTe XUApaTupaHu
MPABUITHO U CTE€ MOJYYMIIA TOIXOSAINO JICYSHHUE 3a MPOQIIIAKTHKA Ha TIOBPBIIAHETO MIPEIU U CIIe]
MoJIy4aBaHE Ha [UCIUIATHH.

AKo cTe OWITM MOIJI0KEHH Ha Wiy By mipesicTon rpueTepanysi, MOJisl KakeTe Ha Bamvst gekap, Thid
Karto npu npunarane Ha [lemerpekcen Pfizer Moske la »Ma paHHa WM KbCHA PaallAOHHA PEAKIIUSI.

AKO CKOpPO cTe BaKCHHUPAHH, MOJIA KaxkeTe Ha Bamus nekap, Thil KaTo TOBa MOXKE a OKaXe JIOLIO
BIMsAHUE NpH npuinarane Ha [lemerpekcen Pfizer.

AKO “MaTe ChbpJIEYHO 3a00sIBAHE WITH UMATe UCTOPHS 32 CHPICYHO 3a00JsIBaHE, MOJIS, YBEIOMETE
Bamus nekap.

AKO uMaTe HaTpyIBaHe Ha TEYHOCT OKOJIO OeTuTe po0oBe, ISKapsT MOXKE 1a PEIH J1a OTCTPaH!
TeyHocTTa npenu aa Bu gane [lemerpexcen Pfizer.

Jeua u roHomu
ToBa nekapcTBO HE TPIOBa Ja Ce M3M0/I3Ba IPH JIela WK IOHOIIH, 3al0TO HsIMa OIMT C TOBa
JIEKapCTBO TPH JeIa M FOHOIIN 1o 1 8-rouriHa Bp3pact.

Apyru nexkapcrBa u Ilemerpexcen Pfizer

Mons, kaxxere Ha Bamus nekap, ako mpuemMare HIKaKBH JIEKAPCTBEHU IIPOAYKTH Cpelry OosKa UiTH
BB3MaJieHne (0TOK), HapHUMep JIEKapCTBEHHU MPOILYKTH HaApHUaHH ‘‘HECTEPOUIHU
MPOTUBOBB3NAIUTENHH JieKkapcTBeHu npoayktu” (HIIBJIIT), BKIIOUUTETHO U IeKapCTBEHH MPOAYKTH,
3aKyneHu 0e3 nekapcko npennucanue (kato uoynpoden). Mma muoro Bugose HCIIBJIII ¢ paznuyna
MPOABIDKUTEIHOCT Ha ACHCTBHE. B 3aBHCHMOCT OT ImaHupaHus AeH 3a MHQY3HS Ha IEeMEeTpeKce,]
W/WIM OT ChCTOSHUETO Ha ObOpeuHaTa PyHKIHUSA € HeOOX0IUMO JIeKapAT aa Bu nmocsBeTBa KOM
JIEKapCTBEHU MIPOAYKTH MOXETE Jla IpHeMaTe U Kora MOKeTe Ja I' B3emare. AKO He CTe€ CUTYPHH,
nonuTaiite Bamust nekap wim apMareBt, nany Hsikoe oT Bammre nexapctsa ¢ HCITIBJIIL.

Wndopmuparite Bamus nekap niu ¢papmarieBra B 00JHHLATA, aKO IpUEMAaTe UM HACKOPO CTe
MpreMaly IpyTH JIEKapCTBa, BKIIOYUTETHO H TAKUBA, OTIYCKaHU 0e3 pelenTa.

Bpemennoct

AKO cTe OpeMeHHa, CMATaTe, Y€ MOJKE J1a CTe OpeMeHHa WU IJIaHUpaTe OPEeMEHHOCT, KakeTe Ha
Bamus nekap. Ynorpedata Ha meMeTpeKkce] TpsiOBa Ja ce u30srBa 1Mo BpeMe Ha OpeMeHHOCT. JIekapsT
Bu 11e 006¢ha1 ¢ Bac B3MOXKHUS pUCK OT IIPHEM Ha IeMETpeKce T 110 BpeMe Ha OpeMeHHOoCT. JKenure
TpsOBa a M3MOI3BaT ePeKTHBHA KOHTPAIIEIIIH 110 BpeMe Ha JICUeHUE ¢ TIEMETPEKCEe] U B
MPOJBIDKEHNE Ha 6 Mecelia clie/l oyJyaBaHe Ha MOCIIeTHATA J103a.

KbpMmene
AKO KbpMHUTE, KakeTe Ha Bamms nekap.
Kspmenero tpsiOBa a Oblie MpeycTaHOBEHO MO BPEME Ha JICYEHUETO C IIEMETPEKCE.

DepTHINTeT
MpkeTe ce ChbBETBAT Jla HE cTaBaT Oallly [10 BpeMe Ha JIEYEHUETO U 3 Mecela cie]] JICUSHUETO C

MEMETPEKCE U 3aTOBA TpSIGBa Ja U3I10J13BaT e(i)eKTI/IBHa KOHTpAaLCIrA 110 BpEME Ha JICHCHUCTO C
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meMeTpeKce ] ¥ 10 3 Mecela ciie/l ToBa. AKO MMarte JKeJaHue J1a CTaHeTe Oaila, 1o BpeMe Ha
JICYEHHETO WM 70 3 Mecella cieJl oJy4yaBaHe Ha JIeYeHHe, IOThpceTe ChBET OT Bamusa nexkap win
¢dapmanest. [Temerpekcen Pfizer Mmoske na noenusic Ha ciocoOHocTTa By 1a umare aena. 'oBoperte ¢
Bamus nekap, 3a 1a moTbpCUTE CHBET OTHOCHO ChXPaHEHUE HA CIIEpMa MPe/H JIa 3alI0YHeTe JIeUeHHe.

lodupane u paéora ¢ MAIIMHU
[Temetpekcen Pfizer moxe na Bu Hakapa na ce uyBCTBaTe yMOpPEHHU. bblieTe BHUMATEIHA KOTaTo
modupare wim pabOTUTE C MAIIWHH.

Ilemetpexcen Pfizer cbabpika HATPUid
Pemetrexed Pfizer 100 mg npax 3a koruenmpam 3a UHGDV3UOHEH pa3meop

ToBa sekapcTBO CHIBPIKA HO-MaNKo OT 1 mmol HaTpu#t (23 mg) Ha GakoH, T.e. MOXKE /1a ce Kaxe, ue
MPAKTUYECKN HE ChAbp)Ka HATPUH.

Pemetrexed Pfizer 500 mg npax 3a koHyenmpam 3a uH@V3uoHeH pazmeop

ToBa nekapcTBO Chabpka 54 mg HaTpHil (OCHOBHA ChCTaBKa Ha rOTBapCcKaTa/Tparne3HaTa CoJl) BbB
Bceku (praxoH. ToBa KONMMYECTBO € EKBUBAIICHTHO Ha 2,7 % OT MPemOphbUUTEHUS MaKCUMAIICH
JTHEBEH XPaHUTEJICH IIPUeM Ha HATpUl 32 Bh3pacTeH.

Pemetrexed Pfizer 1000 mg npax 3a KoHueumpam 3a ungy3uonen pasmeop

Topa nekapcTBo chabppxa 108 mg HaTpuii (OCHOBHA ChCTaBKa Ha TOTBApCKAaTa/Tpare3HaTa col) BbB
BcekH (prakoH. ToBa KOJIMYECTBO € €KBUBAIICHTHO Ha 5,4 % OT MpernopbYUTEIHUS MAaKCUMAJICH
JTHEBEH XPaHUTEJICH IpeM Ha HATpUl 3a Bh3pacTeH.

3. Kak na nznoszBare Ilemerpexcen Pfizer

Hozata Ha [Temetpekcen Pfizer e 500 Munurpama Ha BcekH KBaipaTeH METhp OT TesiecHaTa Bu
MOBBPXHOCT. VI3MepeHn ca BUCOYMHATA U TEJIECHOTO TETJI0 33 U3YHCIABAaHE Ha TEIeCHATa MOBBPXHOCT
Ha Tsu10TO Bu. BammsaT nekap 1ie u3moia3Ba Ta3u TeJecHa MOBBPXHOCT, 32 Ja W3YUCIIY TIpaBUIHATA
no3a 3a Bac. Tazu no3a mosxe na Obzie agantTupaHa Wid JIEYECHUETO MOXKE /1a CE OTII0XKHU B 3aBUCHMOCT
oT Opos Ha KpbBHUTE Bu Kinetku, u ot 06moTto Bu cecrosuue. Ilpenu npunarane 60iHu4eH
(apmareBT, MEIULIMHCKA cecTpa Wiu Jiekap e cmecu Ilemerpekcen Pfizer nmpax ¢ mHXeKIMOHEH
pa3TBop Ha HaTpueB xyopu 9 mg/ml (0,9%).

Bunaru me nmony4dasare Ilemerpekcen Pfizer karo undy3us B enna ot Benute. Mudy3usra mie
MPOIBIKY MPUOAM3UTENTHO 10 MUHYTH.

Korato Ilemerpekcen Pfizer ce u3nosnssa B KOMOMHAIMS € [IUCIUIATHH:

JlexapsT vim OONMHUYHUAT hapMaleBT IIe UIUUCIAT J103aTa, OT KOSATO ce HyXaaere, Ha 6aza Bammte
BHCOYMHA ¥ Tero. L{ucinatuy chino ce npuiara upe3 HHPY3us B eJHa OT BEHHUTE, U CE JaBa
npubmusutento 30 MUHYTH ciies 3aBbpiiBane Ha HHPy3usTa ¢ [lemerpekcen Pfizer. Undysusira c
LUCIIATUH 1€ MPOABIDKH MPUOTU3UTETHO 2 yaca.

Bue 00ukHOBEHO Ie mojayvdaBarte I/IH(i)y3I/I$I BCOHDBXX HA 3 CCIMMUIIN.

JIOTbIIHUTENHN JIEKAPCTBEHU IIPOAYKTH:

Kopruxocreponau: Bamusr nexapst me Bu HazHauM cTeponiHA TaONIETKU (€KBUBAICHTHU Ha

4 Munurpama AeKcaMeTas3oH JBa I'bTH JHEBHO), U I1ie TpsiOBa 1a Iy B3eMare B JeHS NpeaH, B ICHS Ha,
u B nens cnen neuenue ¢ [lemerpekcen Pfizer. To3u nekapcTBeH NpoAyKT ce Ha3HA4YaBa, 3a J1a ce
HaMalli 4eCTOTaTa U TeXKEeCTTa Ha KOJKHUTE PEAKLUU, KOUTO MOXKETE [1a UMaTe, 110 BpeMe Ha
IIPOTUBOTYMOPHOTO JICUECHHUE.

Buramunnu no6asku: Bammsr sekap nie Bu Ha3Haun nepopaiHo ¢onreBa KucelnHa (BUTAMUH) WIN
MYJITHBUTaMHMH, Chabpxai] (onuena kucenuHa (350 no 1 000 Mukporpama), KOsTO e TpsOBa 1a
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B3eMare BeIHBXK THEBHO, oKaTo moy4aBare [lemerpexcen Pfizer. TpsOBa na B3emate moHe 5 103w,
10 BpeMe Ha CeIeMTe JHU Ipeau mbpearta f03a [lemerpekcen Pfizer. 1le Tps6Ba na npoabmkuTe na
B3eMaTte (horreBa KUCelIMHa B TIPOIbJDKeHUE Ha 21 jiHU, cief mocnenHara jo3a [lemerpekcen Pfizer.
Crmio me Bu HanpaBsar umkekuus ¢ BuTamMuH Bio (1 000 Mukporpama) B ceqmuIiata, mpeau
npwinoxkenue Ha [lemerpexcen Pfizer u cien ToBa mpuOIM3NTEHO HA BCEKU 9 ceaMuIIN
(ceroTBeTcTBaIIo Ha 3 Kypca neuenue ¢ [lemerpekcen Pfizer). Buramun Bi, u ponmesa kucennna Bu
Ce J1aBaT 3a HaMaJsBaHEe Ha Bh3MOXKHUTE TOKCUYHU €()eKTH Ha MPOTUBOTYMOPHOTO JICUCHHE.

AKO UMaTe HAKaKBH JOITBIHUTEIHN BBIIPOCH, CBBP3aHK ¢ yIOTpedara Ha TOBa JIEKApCTBO, MOJISA
nonuraiTe Bamus iekap win GpapMarienT.

4. BB3MOKHN HexkeTaHU peaKkuu

Kakro Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1da IPCAN3BUKA HCIKCIIAHU PCAKINU, BBIIPCKU Y€ HC
BCCKH I'1 ITIOJIy4aBa.

Tpsi6Ba He3a0aBHO Aa ce CBBPXKETE C JIEKaps CH, aKo 3a0esIe)KUTE HEIIO OT CIIEAHOTO:

e Tpecka nim uHPEKIUs (ChOTBETHO, YECTO MJIM MHOTO YECTO): ako uMaTe Temreparypa 38 °C
WIN TIOBEYE, U3MOTABAHE WM APYTH MPU3HALM HAa HHPEKIMS (Thi KaTo MOXKeE J1a UMaTe Mo-
MaJIko Oelli KpbBHH KJIICTKH, B CPABHEHHE C HOPMAITHOTO, KOETO € MHOTO 4ecTo). Mudekuusta
(cericuc) Moxke 1a € TexKa U Ou MoTJIa Ja IPUYUHU CMBPT.

e AKo 3amoyHeTe J1a 9yBCcTBaTe 0OJIKA B TBPIUTE (YECTO) WITH UMaTe YCKOpEHa ChpAeYHa YeCTOTa

(reuecTo).

Ako nmMaTte 00JKa, 3aUepBsIBaHE, OTOLM WIIU SI3BU B ycTaTa (MHOTO 4ECTO).

AJIepTUYHHU peakluy: aKo pa3BHeTe KOXKEH 0OpHB (MHOT'O YECTO)/ UyBCTBO 3a MapeHe WK
Oorkane (4ecTo) wiu Tpecka (uecto). KoxkHHuTe peakiuu psIko MOrar jaa ObIaT TeKKU U J1a
OpUIHHAT cMBPT. CBBpIKETE ce ¢ Bamms nekap, ako Mmogy4yuTe TeXbK 00pHB, HITH ChPOCK,
WM MexypH (cuHapoM Ha Stevens-Johnson M TOKCHYHA eMUIEpMaTHA HEKPOJIH3a).

e AKo 4yBCcTBaTe ymopa, cabocT, JIECHO ce 3albXBaTe WM aKo U3riexaare Onenu (Teil Kato

MOYETE /1a UIMaTe MMO-HUCHK XEMOTTIOOMH OT HOPMAJIHOTO, KOETO € MHOT'O YECTO).

e AKO nMare KbpBEHE OT BEHIIUTE, HOCA MJIM yCcTaTa WK HAKaKBO KbpBEHE, KOETO HE CITUPA,
YepBEHHKAaBa WM PO30Ba YpHHA, HEOYaKBaHa KOHTY3US (ThH KaTo MOXeE J1a ©MaTe MO-MaJIko
TPOMOOIIUTH OT HOPMATHOTO, KOETO € 4eCTO).

e AKO H3IIATATE BHE3AIIEH 3aayX, CUJIHA 6OJIKa B I'PBAHMA KOLI WJIK KallllInlla ¢ KbPpBaBU XpadyKu
(redecto) (MOKe 1a 03HAYaBa HANWYKME Ha KPbBEH ChCHPEK B KPHBOHOCHUTE CHJOBE HA
oemute poOoBe)

Hexenanute ehekTr Ha MEMETPEKCE]T MOXKE Jla BKJIFOUBAT:

Mmnoeo wecmu (modice 0a 3aceenam nogeuve om 1 na 10 wosexa)
WNudexnus

@apuHTHT (BB3MAIECHO I'bPJI0)

Hucwk Opoii Ha HEYTPOQHUITHHUTE TPaHYIONUTH (BUJ O KPHBHH KICTKH)
Hucwk Opoii 6enu KpbBHU KIIETKU

Hucpk xemMornoOuH (aHemust)

Bonka, 3auepBsiBaHe, OTOK WK Bh3IAJICHNE Ha yCTaTa

3ary0a Ha aneTuT

[ToBpbiiane

Huapus

l'anene

Kosxxen o0pus

JIromene Ha xoKaTa

OTKIIOHEHUS B KPBBHUTE U3CIIEABAHNSA, OTYUTAIIN HaMalIeHa ObOpedHa QyHKIUS
YMopa (yMOpsSeMOcCT)
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Yecmu (moowce 0a 3acecnam oo 1 na 10 woseka)

Wndexnus Ha KpbBTa

[NoBumieHa TexecHa Temreparypa ¢ HUChK Opoil Ha HeyTpO(MUITHUTE TPaHyJIONUTH (BUI 0NN KPBBHU
KJIETKH)

Hucwk 6poit TpomboTH

AJnepruvsa peaxius

3ary0a Ha TeJIECHU TeUHOCTH

[Ipomsina Ha BKyca

VBpexnaHe Ha JBUTATCITHUTE HEPBH, KOETO MOXeE Ja MPUIMHU MYCKYJIHA CIa00CT U aTpoQus
(oTcmabBaHe) OCHOBHO Ha PBIETE U KpaKara

VYBpexIaHe Ha CETUBHUTE HEPBHU, KOETO MOXKE J1a IPUYMHH 3ary0a Ha 4yBCTBUTEIHOCT, Tapema 0oika
1 HecTaOMIIHA TTOXOIKA

3amastHOCT

Brananenue wim 0TOK Ha KOHIOHKTHBATa (JIMTaBHUIATA, KOATO MOKPHBA BHTPEITHATA TIOBBPXHOCT Ha
KJIETIaYTe U Osy1aTa 4acT Ha OKOTO)

Cyxo oxo

Cri13eHe Ha oUuTe

CyxoTa Ha KOHIOHKTUBATa (JIUraBUIIaTa, KOSTO MOKPHBA BHTPELIHATA TIOBBPXHOCT Ha KJIEaYyuTe U
Osi1aTa 4acT Ha OKOTO) M pOroBuIaTa (IPO3pavHUsIT CJIOH Mpell Hprca U 3eHULaTa)

OToK Ha KJemaynTe

Hapymenne Ha ounte Che CyX0Ta, ChII3EHE, Apa3HeHe W/WITH 00JIKa

ChpaeyHa HEIOCTATHYHOCT (CHCTOSIHHUE, KOETO 3acsira CuilaTa Ha M3IIOMIIBAHE HA ChPICUYHHUS MYCKYI)
Henpasunen cbpaedeH puTbmM

Jlomo xpaHocMumnaxe

3anex

Bonka B kopema

UYepeH apo0: yBemuuaBaHe Ha KOJIMYESCTBOTO HA XUMHYHHTE BENIECTBA B KPHBTA, IPOU3BEICHU OT
YepHUs Apod

[loBuiiena murMeHTaLuUs Ha KOXKaTa

CwpOex 1o KoxaTa

OOpuB 10 TSIIOTO, IPU KOWTO TIETHATA MPUIINYAT Ha MUIIICHA

3aryba Ha Koca

Konpusna Tpecka

3ary6a Ha ObOpeyHa GyHKIUS

Hamanena 6n0peuyna GyHKIusS

[loBuiena TenecHa Temmeparypa

Bbonka

HarpymnBaHe Ha TEYHOCT B TE€IECHUTE ThKaHU, MIPUIHHABAIIO OTOK

Bosnka B rppaaus Kot

Brananenue u pa3s3BsBaHe Ha JIMTaBUIMTE HA XPAHOCMUJIATETHHSI TPAKT

Heuecmu (mooice oa 3aceenam 0o 1 na 100 woseka)

Hamanen Opoii Ha YepBeHHUTE KPBBHU KJIETKHU, OCIUTE KPbBHU KJIETKH U TPOMOOLIUTUTE
VYnap

Bun ynap, npu KOWTO MO3bUHA apTepHs € 3alylleHa

KpbBousnus B uepena

Crenokapust (00JIKa B TpbAHUS KOII, MPUYMHEHA OT HAMAJICH MPUTOK Ha KPBB KbM CHPIIETO)
Hudapkr

CrecHeHMe W 3allylIBaHE HA KOPOHAPHUTE apTepUH

VYy4ecTeH CbpAcUYEH PUTHM

HenocrarpueH npUToK Ha KpbB KbM KpalHULIATE

3amymBane Ha eHa OT 0eI0IPOOHUTE apTepUr

Be3nanenue u cpactBaHus Ha 0OBHBKaTa Ha Oenute qpoOoBe ¢ MPOOIEeMH B AUIIAHETO
Wzxoxane Ha IpKOYEpBEHA KPHB OT aHyca

KbpBeHe B XpaHOCMHIIATEITHUS TPAKT

Upesna nepdopanus (pa3KbCBaHe)

Brananenue Ha auraBunaTa Ha XpaHOIIPOBOIA
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Br3manenve Ha MraBumara Ha e0eI0TO YepBO, KOETO MOXKe Ja Oblie IPUAPYKEHO OT YPEBHO HITU
PEKTANHO KbpBEHE (Ha0III0IaBaHO CaMO B KOMOHMHAITUS C IIUCIUIATHH )

Bb3manenue, 0TOK, 3aUepBsABaHE M €PO3HS HA JIMTABMIIATA HA XPAaHONPOBOA, IPUYNHEHH OT
JIbUCTEPAITUs

Br3manenue Ha Oenute ApoOOBE, MPUUUHEHO OT JIbYETEPAITHS

Peoxu (mooice 0a 3aceenam oo I na 1 000 uosexa)

PaspymraBane Ha yepBEeHUTE KPHBHU KICTKH

AHauIaKTHYCH MIOK (TEXKKa alepruyHa Peakius)

Be3nanutenHo 3aboinsBaHe Ha yepHUs Jpo0

3auepBsiBaHe Ha KOXaTa

KoskeH 00pHB, KOWTO ce MosBsiBa HABCSKB/IE B 00 ThYBaHA IPEIU TOBa 001acT

MHnozo pedxu (modice 0a 3aceenam 0o 1 na 10 000 uogexa)

Nudeknnn Ha KOXKaTa U MEKUTE ThKaHU

Cunapom Ha CTuBBHC-/[)KOHCHH (BUJI TEXKKA PEaKIUs Ha KOXAaTa U IMTaBHUIIUTE, KOATO MOXeE J1a ObJIe
YKUBOTO3aCTpaIlaBaIia)

TokcuuHa enuaepMaiHa HEKpoiu3a (BUI TEKKa KOJKHA PeaKIns, KOsSTO MOXKe J1a Objie
YKUBOTO3aCTpaIlaBaiia)

ABTOUMYHHO 3a00IIIBaHe, KOETO MPUYMHSABA OOPHBY U MEXYPH IO KOXKaTa Ha Kpakara, phIleTe U
Kopema

Br3manenue Ha KokaTa, XapaKTepH3UPAIIO Ce ¢ HAINYKe Ha Oyin (TOIEMU MEXYpH ), U3ITBIHEHU C
TEYHOCT

U3TbHsABaHE Ha KOXKAaTa, MEXYPH, €PO3UHU B OEIIe3H Mo KoXKaTa

3auepBsiBaHe, 00JKa M OTOK IJIABHO I10 JOJHUTE KpaWHUIIH

Br3manenue Ha KokaTa v MOJIKOKHATA MACTHA ThKaH (TICEBIOICITYIIUT)

Br3manenue Ha koxkaTa (IepMaTHT)

Koxara ctaBa Bp3manena, cbpOsina, 3a4epBeHa, HallyKaHa U rparaBa

CuiIHO ChpOSIIY TeTHA

Heuszsecmna uecmoma: wecmomama ne mooice 0a 6v0e oyenena no HaIusHume OaHHU
dopma Ha auaber, AbKalla ce TIaBHO Ha 3a0osiBaHe Ha OBOperuTe

3abonsBane Ha OBOpEIHTE, BKIIOYBAIIO 3aTHBAHE HA CMTUTEITHUTE KIETKH, KOUTO 00pa3yBar
OBOpeYHHUTE KaHATUETa

Moxe Ja UMaT€ BCCKU OT TC3U CUMIITOMHU W/ ChCTOSIHUSL. Tpﬂ6Ba Ja KaKCTC Ha JICKaps CHU
BB3MOXHO Haﬁ—CKOpO, KOorarto 3ario4HeTe aa uMaTe HSIKOM OT Te3H HEXKEIIaH! G(I)CKTI/I.

Axo ce TPEBOXKUTEC 3a HAKOA OT HEXKCIIAHUTE pCaKIIUU, ITIOTOBOPETE C Bamus JICKap.

Cro01aBaHe HA He:KeJIAaHU peakuuu

AKO MoJTyuuTe HAKaKBU HEXEJIaH!U JIEKAPCTBECHU peakuy, yBeaomere Bamus nexap. ToBa BkitouBa
BCHUYKH BH3MOXXHH HEOIMCAHH B Ta3M JIMCTOBKA HEXKENAaHHU peaknuu. MoxeTe ChIIo J1a ChoOIuTe
HEXKEJTaHU peaKiMy JUPEKTHO Ype3 HallMOHATHATA CHCTeMa 3a ChoOIIaBaHe, mocoucHa B [Ipunoxenne
V. Karo cro0maBaTe HeskeIaHU PeakLui, MOXKETE J1a 1aIeTe CBOsI IPUHOC 32 MOJIyyaBaHe Ha oBeYe
WH(pOPMAITUS OTHOCHO 0€301IaCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate Ilemerpexcen Pfizer

Jla ce cbxpaHsABa Ha MCTO, HEAOCTBHITHO 32 Jela.

He u3non3paiite ToBa JIeKapcTBO ClIE]] CPOKA HA TOJHOCT, OTOENA3aH BbPXY KapTOHEHATa OllaKOBKa U
eTukeTa Ha ¢akoHa cien ,,I'oneH 10:“. CpoKbT Ha TOAHOCT OTIOBapsl Ha MOCIEAHUS JICH OT

IIOCOYCHHA MECCII.

To3n JICKapCTBCH MPOAYKT HC M3MCKBA HAKAKBU CIICIIMATIHU YCJIOBHA HA CbXPAaHCHHUEC.
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PastBopenu u paspenenu pasrBopu: [IponykTsT TpsiOBa na ce u3nomnssa HezabaBHO. Korarto e
MPUTOTBEH KaKTO € MIOCOUYEHO, XUMHYecKaTa 1 (pu3niecka CTaOMIHOCT pu ynoTpeda Ha pa3TBOPEHU
1 nHQY3MOHHH Pa3TBOPH Ha MIEMETpeKce ]l € Ouia Joka3aHa 3a 24 Jaca IMpH ChbXpaHEHUE B XJIAIUITHUK
(2°Cno8°0)

[Mony4yeHusAT pa3TBOp € OUCTHP U HA IBIT MOXKE Ja Bapupa OT OE3I[BETCH JI0 KBIT WU 3EJCHOXKBIT,
0e3 ToBa J1a OBJIHsAC HEOIArOMPUATHO HA KAUECTBOTO HA MPOAYKTa. JIeKapCTBEHUTE MPOAYKTH 32
napeHTepaiHa ynorpeba Tps0OBa 1a ObIaT HHCIEKTUPAHHM BU3YaATHO 3@ YACTUIIM U MPOMSHA Ha IIBETa
npenu yrnorpeda. Jla He ce ynoTpeOsBa npu HaJIMYKUE Ha YACTHIIH.

ToBa JiekapcTBO € caMo 3a eJHOKpaTHa yrnoTpeda, BCeKH HEeH3IMOI3BaH pa3TBOp TpsiOBa 1a ce
M3XBBPIIU CHITIACHO MECTHUTE U3UCKBAHMS.

6. Chabp:kaHHe HA OMIAKOBKATA M JONBJIHUTEJIHA HH(pOpMAIHS
Kaxkso cpabpika Ilemerpexcen Pfizer
AKTHBHOTO BEIIECTBO € IEMETPEKCE].

Iemerpekcen Pfizer 100 mg npax 3a KoHIEHTpAT 3a HH(PY3HMOHEH pa3TBOp: Beekn (hiiakoH chabpxka
100 mg nemeTpekces (kaTo neMeTpeKce] IMHATPUNA XeMUTIEHTaxXuaApar).

[Memerpekcen Pfizer 500 mg npax 3a kKoHIIGHTpAT 3a HH(Y3UOHEH pa3TBOp: Beeku duiakoH chabpika
500 mg memeTpekcen (KaTo MEMETPEKCE TUHATPUN XEMHUTICHTAXUIPAT).

ITemerpekcen Pfizer 1 000 mg npax 3a KOHLEHTpAT 3a HH(Y3HOHEH pa3TBop: Beeku ¢uakoH chabpika
1 000 mg memeTpekcen (KaTo MeMeTpeKcel AMHATPUNA XeMUTIEHTaXUuApaT).

Cren pa3TBapsiHe KaKTO € TIOCOYMHO, Pa3TBOPBT ChAbpika 25 mg/ml memerpekcen. [Ipenu
IIPUIOKEHUE € HEOOXOAUMO Jla C€ HAIPaBU JIONI'BJIHUTEIHO pa3pexkiaHe OT 31paBeH CIELUaIUCT.

Hpyrute cbetaBku ca manutoi (E421), xnmopoBonopoana kucenuna (3a kopurupane Ha pH) u HaTpues
xuapokcun (3a kopurupane Ha pH). Bukre Touka 2 ,,ITemerpexcen Pfizer cbnbpika HaTpuid®.

Kak nm3raexna llemerpekcen Pfizer n kakBo cbIbp:ka 0OIaKOBKATA

[Memerpekcen Pfizer e nmpax 3a koHIEHTpAT 3a MH(Y3UOHEH Pa3TBOP B CTHKIEH (uakoH. Toii e 051 10
CBETIIOXNKBJIT WM 3EJICHOXKBIIT JINOPHUIU3UPAH MPaXx.

Bcesika onakoBka cbabprka eaud (iakod ot 100 mg, 500 mg niam 1 000 mg memerpekcen (kaTo
neMeTpeKce] IMHATPUN XeMUTICHTaxapar).

IIpure:xxaTes Ha pa3pelIeHNETO 32 yHoTPeda
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

benrus

IIponsBoauTen

Pfizer Service Company BV
Hoge Wei 10

1930 Zaventem

benrus
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3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJI, CBbPKCTC CC C JIOKAJTHUA
NPCACTABUTCIT HA IPUTCIKATCIIA HAa pa3pCIICHUCTO 3a yHOTpe6a:

BE
Pfizer SA/NV
Tél/Tel: 4322554 62 11

BG

[atizep JTrokcemOypr CAPJI, Kion Beirapus

Ten.: +359 2 970 4333

CZ
Pfizer, spol. s r.0.
Tel: +420-283-004-111

DK
Pfizer ApS
TIf: + 454420 11 00

DE
PFIZER PHARMA GmbH
Tel: + 49 (0)30 550055-51000

EE
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EL
Pfizer EAAAZ AE.
TnA.: +30 210 6785 800

ES
Pfizer, S.L.
Tel: +34 91 490 99 00

FR
Pfizer
Tél: +33 (0)1 58 07 34 40

HR
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

IE

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0) 1304 616161

IS
Icepharma hf.
Simi: +354 540 8000

IT
Pfizer S.r.l.
Tel: +39 06 33 18 21

71

LT

Pfizer Luxembourg SARL filialas Lietuvoje

Tel. +370 52 51 4000

LU
Pfizer SA/NV
Tél/Tel: +322 554 62 11

HU
Pfizer Kft.
Tel: +36 1 488 37 00

MT
Drugsales Ltd
Tel.: + 356 21 419 070/1/2

NL
Pfizer bv
Tel: +31 (0) 800 63 34 636

NO
Pfizer AS
TIf: +47 67 52 61 00

AT
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

PL
Pfizer Polska Sp. z o.0.
Tel: +48 22 335 61 00

PT
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

RO
Pfizer Romania S.R.L.
Tel: +40 (0)21 207 28 00

SI
Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja

farmacevtske dejavnosti, Ljubljana
Tel: +386 (0)1 52 11 400

SK

Pfizer Luxembourg SARL, organiza¢na zlozka

Tel: +421-2-3355 5500

FI
Pfizer Oy
Puh/Tel: +358 (0)9 430 040



Cy SE

Pfizer EAAGg A.E. (Cyprus Branch) Pfizer AB

TnA.: +357 22817690 Tel: +46 (0)8 550 520 00
LV UK (Northern Ireland)
Pfizer Luxembourg SARL filiale Latvija Pfizer Limited

Tel.: +371 670 35 775 Tel: + 44 (0) 1304 616161

IlaTa Ha MOCJIECAHO MpepasrjaekKaaHe Ha JUCTOBKaTa

[MonpoOHa nHOpMaIKs 3a TOBA JICKAPCTBO € Ipe0CTaBeHa Ha yeOcaiTa Ha EBporietickaTa areHIus
10 JIeKapcTBaTa http://www.ema.europa.cu.

Ta3u nucroBka e HanmuHa Ha Bcnuku e3ui Ha EC/EUII Ha yeOcaiita Ha EBporieiickara areHmus mo
JIeKapcTBara.

[Tocouenara no-moy HHGOPMAIHSA € MpeHa3HaYeHa CaMO 32 MEAMIIMHCKHU CHEUAIHCTH:

HNucTpyknuu 3a ynorpeda, padoTa 1 M3XBbpJIsiHE
1. Ilpunaraiite acenTu4Ha TEXHUKA 110 BpEME Ha pa3TBAPsIHETO (PEKOHCTUTYHPAHETO) U MO-
HATaTBIITHOTO Pa3pekaaHe Ha IIeMETPEKce]l 3a MPUIIOKEHUE KaTO HHTPaBeHO3Ha HH(Y3HUS.

2. N3uucnere no3ara u 6pos ¢uakonu [lemerpekcen Pfizer, kouro ca HeoOxonaumMu. DIaKOHBT
CHIbpKa UUIIBK TIEMETPEKCEI, 32 J]a C€ OCUTYPH OIPEJICIICHOTO Ha ETHKETa KOJIMYECTBO.

3. PastBOpeTe (pekoHcTUTyHMpaiiTe) Beceku ¢uiakoH ot 100 mg ¢ 4,2 ml HHKEeKIIMOHEH pa3TBOp Ha
Hatpues xmopuz 9 mg/ml (0,9%), 63 KOHCEPBaHT, MPU KOETO C€ TOy4yaBa pa3TBOP ChIbpPIKAII
25 mg/ml memeTpexce .

PastBopere (pexoncTuTynpaiite) Bceku (iaakoH oT 500 mg ¢ 20 ml HHXEKIIMOHEH pa3TBOpP Ha
Hatpues ximopu 9 mg/ml (0,9%), 63 KOHCEPBAHT, MPU KOETO C€ MOTy4YaBa pa3TBOP ChIbPIKAII
25 mg/ml nemerpexcen.

PastBopere (pekoHcTuTynpaiite) Bceku ¢urakon ot 1 000 mg ¢ 40 ml MHKEKIIMOHEH Pa3TBOP HA
Hatpues xyopuz 9 mg/ml (0,9%), 63 KOHCEpBaHT, MPU KOETO C€ MOJIy4YaBa pa3TBOP ChIbpPIKAIIl
25 mg/ml memetpexce.

Buumarenno paskiareTe BCeKH (pIakoH I0KaTo MpaxbT ce Pa3TBOPH M3LsIIO. [lomydeHusT pa3TBop €
OUCTBp M Ha LBAT MOJXKE J1a BapHpa OT Oe31BETEH [0 KBJIT MU 3eJICHOXBIIT, 0€3 TOBa Ja MOBIIHUsE
HeOJIaronpusTHO Ha Ka4eCTBOTO Ha mpoaykTa. [lonydenust pa3reop numa pH mexay 6,6 u 7,8.
Heo0xo0a1Mo e 10NBJIHUTETHO pa3pexiane.

4. HeoOxoauMusT 06eM OT IPUTOTBEHHS Pa3TBOP MEMETpeKcel TpsioBa Aa ObAe JOIBIHUTEIHO
paspenieH C MHXEKIIMOHEH pa3TBoOp Ha HaTpueB xuopua 9 mg/ml (0,9 %) 6e3 koHCepBaHT, 10
nony4aBane Ha 06eM ot 100 ml 1 mpuiokeH KaTo HHTpaBeHO3Ha HHOY3HA 3a Hag 10 MUHYTH.

5. TIpuroTBeHUST CHIOpe]] YKa3aHUATa pa3TBOP 32 MH(Y3Us HA IIEMETPEKCE]T € ChBMECTUM C
WH(Y3UOHHU CaKOBE M MH(PY3UOHHH CHCTEMH OT TIOJMBUHUI XJIOpUA U mosmoneduH. [Temerpekcen e
HECHBMECTHM C Pa3TBOPUTENH, ChIbPKAIIN KaIINN, BKIIOYATEIHO pa3TBOp Ha PuHrep-nakrar u
pa3TBop Ha Punrep.

6. JlekapcTBeHNTE TIPOAYKTH 3a TApeHTEpaIHA yroTpeda TpsoBa ga ObAaT MHCIIEKTUPAHA BU3YalTHO 32
YaCTHUIIM U IPOMSHA Ha [[BeTa npeu yrnorpeba. [la He ce ynoTpedsBa Npy HaTH4YKE Ha YaCTHUIIH.
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7. PaSTBOpI/ITe Ha IEMCTPEKCE] Ca CaMO 3a €AHOKpPATHA yHOTpe6a. Bcesko Hen3no3BaHo KOJIUIECTBO
HJIIH OCTAaTBhK Tp$I6Ba Ja €€ U3XBBHPJIU B CbOTBETCTBUC C MECTHUTE U3UCKBAHUS.

Ilpuzomesnne u npedynpesicoenus npu npunorcerue: Kakro v Ipyrute NOTSHIIUATHO TOKCUIHU
MPOTUBOTYMYPHH CPENICTBA, OOPABEHETO U MPUTOTBIHETO Ha MH()Y3UOHHUS Pa3TBOP ITEMETPEKCe]]
TpsiOBa fa craBa BHUMaTenHo. [IpernopbuBa ce 1a ce M3Mon3BaT phKaBUIM. AKO Pa3TBOPHT Ha
MeMeTpeKce]] MoNaHe BhPXY K0XKaTa, M3MHUITE KOXKaTa BeIHara U CTapaTelHO ChC CallyH U BoJa. AKO
Pa3TBOPHT HA IEMETPEKCE]I MTOMAHE BbPXY JIMTABHIIA, IPOMUITE OOWIIHO ¢ Bojaa. [lemeTpekcen He
npuuuHsIBa Mexypu. Hsama cneruduuen aHTHIOT 3a SKCTpaBasalys Ha nmeMeTpekce. JJokmaasanu ca
HSIKOJIKO CITy4asi Ha eKCTpaBa3alys Ha MeMeTPeKCe1, KOUTO He ca OI[CHEHH KaTo CEPUO3HU OT
n3cnenoBatens. ExkcrpaBazamusita TpsOBa qa Ob/ie KynupaHa CIIope]] MeCTHATa CTaHIapTHA NIPAKTHKA,
KaKTO TIPU APYTUTE He-BE3UKAHTH.
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JIncroBka: nuH(popManus 3a NOTpedUTENA

Ilemetpexcen Pfizer 25 mg/ml konueHTpaT 3a uH(y3HOHEH PA3TBOP
nemeTpekcen (pemetrexed)

IIpoyeTeTe BHMMATEIHO LSIATA JIMCTOBKA, IPEIM 1A 3alI0YHETe /1a IPUeMaTe TOBA JIEKAPCTBO,

Thil KaTo TS ChbAbPA BaxkHa 3a Bac undopmanus.

- 3anazere Ta3u JUCTOBKA. MOXe a ce HAJOXKH Aa S MPOYETETE OTHOBO.

- AKO UMaTe HIKAaKBH JIOTBIHUTEIHH BBIIPOCH, TTornuTaiiTe Bamus iekap, papmarneBt wim
MEJULMHCKA CECTpa.

- AKO TIOJTy49uTe HSIKAaKBU HEXKEJIAHU JICKAPCTBEHH peakiny, yBeaoMeTe Bamus nekap,
(hapmareBT WM MEIUIIMHCKA cecTpa. ToBa BKIIFOUBA 1 BCHUKH BH3MOKHHU HEKEJIaHU PEaKIInH,
HEONHMCAaHU B Ta3M JIUCTOBKA. BuxTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kakso npencrapnsia [Temerpekcen Pfizer u 3a kakBo ce u3non3ea
Kakso TpsiOBa na 3Haere, npeau Aa usnonssare [lemerpekcen Pfizer
Kak na usnonsBare [lemerpexcen Pfizer

BB3MokHE HEXKETaHU peaKITHH

Kak na cexpansiBare [Temerpekcen Pfizer

CwapprkaHre Ha OMIAKOBKATA U JIOIIBIIHUTETHA HH(POpMAIns

S S e

1. Kaxkso npeacraBisBa Ilemerpexcen Pfizer n 3a kakBo ce u3nonssa
ITemetpexcen Pfizer e nekapcTBeH MPOAYKT, U3MOI3BaH 32 JICUCHUE HA PaK.

HeMeTpCKCG,Z[ Pfizer ce rnpuiara B KOM6I/IHaL[I/I$I C NUCIUJIATHH - APYT IPOTHUBOPAKOB JICKAPCTBCH
MNPOAYKT, KaTO JICUCHHUC 3a 3JIOKAYCCTBCH IJICBPAJICH ME30TCIINOM — q)opMa Ha pak, KOKTO 3acsra
00BUBKATa Ha Oemus ,Z[p06, Ha MalqMCHTHU, KOUTO HE Ca MOJyUaBaiv NpCAu TOBA XUMHOTCPAIIus.

[Memetpekcen Pfizer chino ce npuiiara B KOMOMHAIIMSA C IACIUIATHH 3a ITPBOHAYAIIHO JICUCHUE Ha
MAIUSHTH C HAaNpeIHa CTaauii Ha 0eI0apo0eH pakK.

Ilemerpexcen Pfizer moxe na Bu Obae npennucan, ako uMmaTe 6eI0ApoOCH pak B HampeIHal CTaaui 1
aKo 3a0osiBaHeTo BU ce moBnMsABa OT JICUSHUETO MIIM aKO TO OCTaBa B 3HAYUTEIHA CTEIICH
HEIPOMEHEHO clie/] IbpPBOHAYaIHATa XUMHUOTEPAIHsL.

[Temerpexcen Pfizer cbluo e jgedeHne 3a manueHTH ¢ 0enoApoOeH pak B HanpeaHana dasa, mpu KOUTO
3a00JISIBAHETO MPOTPECHpa, CIIe]] KaTo € OMia M3MoJI3BaHa Ipyra HadyalHa XUMHOTEpPaTIHs.

2. Kakso TpsioBa na 3naere, npeau aa n3nossare [lemerpekcen Pfizer

He n3nosssaiite Ilemerpexcen Pfizer

- aKO CTC aJICPIrUiHU (CBp’bX‘IYBCTBI/ITeHHH) KBbM IEMETPEKCEI NN KbM HAKOA OT OCTAHAJIMTE
CBhCTaBKH Ha TOBA JICKAPCTBO (M30pOCHU B TOUKA 6).

- aKo KbpPMUTE; TPsIOBa Jja MpeyCcTaHOBUTE KEPMEHETO IO BpeMe Ha jiedeHue ¢ [lemerpekcen
Pfizer.

- ako ckopo Bu e HanpaBeHa i ckopo 1e Bu ce nmpaBu BakcuHa, CpeILy KbiTa TpecKa.

Ipexynpesxaenus: u npeAnasHu MepKu
I'oBopere ¢ Bamms nekap nnu dapmanesra B 0oiHunara, npenu na npuemere [lemerpexcen Pfizer.

AKO ¥MaTe WK CTe UMaJIH IPodJieMu ¢ ObOpeIuTe, MOroBOpeTe ¢ JeKaps win hapMaleBTa Ha
OoJHUIAaTa, THif KaTO € Bh3MOKHO J1a He MOJKeTe J1a monyuasare Ilemerpekcen Pfizer.
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[penu Besika nHQY3Us mie By ce B3eMaT KpbBHU POOH 32 MPEICHKA, AN ca 33JJ0BOJUTEITHN
OBOpedHaTa ¥ yepHoOApoOHa QYHKIIMHU | Jia Ce MIPOBEPH, JAIId UMaTe JOCTAThUHO KPhBHU KIIETKH, 32
na nonyunte [Temerpexcen Pfizer. Jlekapar Moxke ja peniu, Taju J1a MPOMEHH J03aTa WK JIa OTIOXKH
JICUEHHUETO, B 3aBHCUMOCT OT 001110TO Bu checTosiHME 1 ako OpOSAT Ha KPbBHUTE KJIETKU € TBBPAE
HUCBK. AKO IIOJTy4yaBaTe ChIIO LUCIUIATHH, Bamusr ekap me ce yBepH, 4e CTe XUApaTHpaHH
MPaBUIIHO U CTE TOJYYMIIN TOAXOISIIO JIeYeHUE 3a MPOopHIaKTHKA Ha TOBPBILAHETO MPEIH U e[
MoJTy4yaBaHe Ha [UCIUIATHH.

AKo cTe OMITH MOIOKEHH Ha Wik By nipejicTon ibueTepanusi, MoJisl KakeTe Ha Bamms sekap, Tl
Kato npu npunarane Ha [lemerpekcen Pfizer Mmoske fa nma paHHa MM KbCHA PaJHallMOHHA PEAaKLIUs.

AKO CKOpO CT€ BaKCHHUPAHH, MOJISI KaykeTe Ha Bamms nekap, Tbi KaTo ToOBa MOXKeE Jja OKa)e JIOIIO
BIMSIHUE TTpH Nipvitarane Ha [lemerpekcen Pfizer.

Axo nMaTe ChpJeyHO 3a00IIBaHe WIM UMaTe UCTOPHS 3a ChPJICUHO 3a00IIBaHe, MOJIS, yBEIOMETE
Bamms nekap.

AKO uMaTe HaTpyIBaHe Ha TEYHOCT OKOJIO OenuTe qpo0oBe, ISKapsIT MOXKE J1a PEIH J1a OTCTPaH!
TeyHocTTa npenu aa Bu gane [lemerpekcen Pfizer.

Jleua v roHOIIM
ToBa nexapcTBo He TPIOBa Ja ce M3MOA3Ba NPH Jela WIH IOHOIIH, 3aII0TO HsIMa OIHT C TOBa
JIEKapCTBO TIPH JIela ¥ FOHOIIN o 1 8-roaumiHa Bp3pacr.

Apyru nexapcrBa u Ilemerpexcen Pfizer

Moz, kaxxere Ha Bamus nekap, ako npreMaTe HIKaKBU JIEKAPCTBEHU MPOIYKTH Cpelly OoiKa Win
BB3MaJICHHE (0TOK), HAIPUMEP JICKApCTBEHU NPOAYKTH HAPHYAHHU ‘HECTEPOUIHU
MPOTUBOBB3NAIUTENHH JiekapcTBeHu npoayktu” (HIIBJIIT), BKIIOUUTETHO U IEKapCTBEHH MPOAYKTH,
3aKyneHu 0e3 Jiekapcko npennucanue (kato noynpoden). Mma muoro Bumose HCIIBJIII ¢ paznuyna
MPOJBIDKUTEHOCT Ha JIeHCTBHE. B 3aBHCUMOCT OT TutaHupaHus JeH 3a HHQY3Hs Ha TeMeTpeKce]]
W/WIIK OT ChCTOSTHUETO Ha ObOpevHaTa QyHKIUS € HeoOX0 MO JieKapsT fa Bu nochBeTBa Kon
JIEKapCTBEHU POAYKTH MOXKETE J]a IPUEMATE U Kora MOXKETe Aa I'M B3eMare. AKO HE CT€ CUTYPHH,
nonuTaite Bamms nexkap nim ¢papmanest, 1anu Hikoe oT Bammre nexapcrsa e HCIIBJIIL.

WNudopmupaiite Bamms nekap uinu ¢papmarieBra B O0JHHIIATA, aKO IPUEMAaTe UM HACKOPO CTe
MprUeMaly IpyTHu JIEKapCTBa, BKIIOUUTETHO M TAKMBA, OTIYCKaHU 0e3 perenTa.

BpeMenHocT

AKO cTe OpeMeHHa, CMATaTe, Y€ MOJXKE J1a CTe OpeMeHHa Wi IJIaHUpaTe OPEeMEHHOCT, KakeTe Ha
Bamus nekap. Ynorpebarta Ha memeTpekces] TpsOBa Ja ce u30sArBa 1Mo BpeMe Ha OpeMeHHOCT. Jlekapsr
Bu e 06¢cham ¢ Bac B3MOXKHUS PUCK OT IIPHEM Ha IeMeTpeKce T o Bpeme Ha OpemeHHocT. JKennre
TpsOBa Ja M3MOI3BaT €PeKTHBHA KOHTPAIIEIIIH 110 BpeMe Ha JICUeHHUE ¢ IEMETPEKCe] U B
MPOJBIDKCHUE Ha 6 Mecena ciie]] MojlyyaBaHe Ha TIOCJIeHaTa J103a.

KbpMmene
AKO KbppMHTE, KakeTe Ha Bamms sekap.
KbpmeneTo Tpsa6Ba 1a 0bJe IpeyCTaHOBEHO MO BpEMe Ha JICUCHHUETO C IIEMETPEKCe]I.

®epruanTeT

Mp:xeTe ce ChbBETBAT Jla HE CTaBaT OalllM 10 BpeMe Ha JICYSHUETO U 3 Mecela Clie]l JICUCHUETO C
HEeMeTPEeKCe U 3aToBa TPsIOBa Ja M3M03BaT ePeKTUBHA KOHTPALICTILIUS IO BpeMe Ha JICUCHUETO €
neMeTpeKce]] U 10 3 Mecela clie ToBa. AKO MMaTe XKeJlaHKe J1a cTaHeTe Oala, o BpeMe Ha
JISYEHNETO WK A0 3 Mecela ciell MoJydyaBaHe Ha JISUeHHE, IOThPCETe ChBET OT Bamms nexap nin
¢dapmanent. [Temerpekcen Pfizer moxe na mosnusie Ha criocoOHOcTTa B 1a nmate aeua. ['oBopere ¢
Bammus nekap, 3a 1a NOTbpPCUTE ChbBET OTHOCHO ChXpaHEHUE Ha cliepMa Ipel J1a 3all0YHETE JICUEHUE.
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Mlodupane u padora ¢ MalIMHK
[Temerpekcen Pfizer moxe na Bu Hakapa na ce uyBcTBaTe yMOpeHHU. bblieTe BHUMATEIHU KOTI'aTo
modupare uin paboOTUTE ¢ MAIIMHH.

Ilemerpexcen Pfizer cbabpika HaTPHid
Ennn ¢nakon ¢ 4 ml ceabspxa mo-manko ot 1 mmol Harpwii (23 mg), T. €. MOXKe Ja ce Kaxe, 4e
MPaKTUYECKU HE ChIbPKa HATPUH.

Ennn gnakon ¢ 20 ml cpabprka npubau3uTeHo 54 mg HaTpuid (OCHOBHA ChCTaBKa Ha
roTBapckaTa/Tpane3Hara coji). ToBa KOJIMYECTBO € €KBUBAJICHTHO Ha 2,7% OT NPEnOpPbYUTEITHUS
MaKCHMaJeH JHEBEH MIPHEM Ha HaTPHUH 32 Bb3pPacTeH.

Ennn gnakon ¢ 40 ml ceabpka npubnmuzurento 108 mg HaTpuit (OCHOBHA ChCTaBKa Ha
roTBapcKaTa/Tparne3Hara coi). ToBa KOJTHYECTBO € EKBUBAICHTHO Ha 5,4% OT NPEnopbUNTETHUS
MaKCHMaJICH AHEBEH IIPUEM Ha HaTPUH 3a Bb3pacTeH.

3. Kak na uznonssare [lemerpexcen Pfizer

Hozata Ha [lemerpekcen Pfizer e 500 Munurpama Ha Bceku KBaJpaTeH METHp OT TellecHaTa Bu
MOBBPXHOCT. VI3MepeHH ca BUCOUMHATA U TEIECHOTO TETJIO 3a U3YHCIIABAHE HA TEIECHATa TOBBPXHOCT
Ha Ts10TO Bu. BammsT nekap e u3nona3Ba Ta3u TeJIecHa MOBBPXHOCT, 3a A U3YUCIIN IpaBUIHATA
no3a 3a Bac. Ta3u no3a Moxke 1a Ob/1€ aJanTupaHa Win JICYCHUETO MOXKeE /1a C€ OTII0XKHU B 3aBUCHMOCT
ot Opost Ha KpbBHUTE Bu KiteTky, 1 oT 06110T0 BU cherosaue. [Ipenyu npunarane 60HUYEH
(bapmareBT, MEIMIIMHCKA cecTpa Win Jiekap 1ie cMecu [lemerpekcen Pfizer koHneHTpar ¢
WH)KEKLIHMOHEH pa3TBOp Ha HaTpueB xyopux 9 mg/ml (0,9%).

Bunaru me nmomyuaBare [lemerpekcen Pfizer karo undysus B enna ot Benute. Mudy3usra mie
MPOIBIKH MPUOIM3UTENHO 10 MUHYTH.

Koraro ITemerpekcen Pfizer ce u3mnos3sa B KoMOMHAIMS C IUCTUIATHH:

JlexapsT v GOTHUYHUAT apMaIeBT Ie H3UUCIST J103aTa, OT KOATO Ce HyXkaaeTe, Ha 0a3za Bammre
BHCOYMHA ¥ Teryo. [{ucimaTiH chino ce mpuiara ype3 HHQPY3us B eJHa OT BEHUTE, U Ce J1aBa
npubnm3uTenHo 30 MUHYTH cliel 3aBbpiiBane Ha nH(py3usTa ¢ [lemerpexcen Pfizer. Undy3usTa ¢
[UCIIIATHH 1€ TTPOIBIDKY IPUOIU3UTETHO 2 Jaca.

Bue 00MKHOBEHO I11€ MoJTydaBaTe MH(Y3Us BEAHBK Ha 3 CCMMUIIH.

JIObITHUTENHY JIEKAPCTBEHU MPOAYKTH:

Koprukocreponnu: Bammust nexapar e Bu HazHaun cteponay Ta0neTku (€KBUBaJICHTHU Ha

4 MUJIUTpaMa A€KCaMETa30H ABa I'bTU I[HGBHO), " 1ie TpSI6Ba Ja ' B3eMaTe B ACHA IPEau, B JICHA Ha,
U B aeHs cien iedenue ¢ [lemerpekcen Pfizer. To3u iekapcTBeH NMPOIYKT ce Ha3HAYaBa, 3a J1a Ce
HaMaJIM 4€CTOTaTa U TCKECTTAa HAa KOXKHUTE pCaKIINKU, KOUTO MOXKETE 1a UMATC, 110 BPpEME Ha
MPOTUBOTYMOPHOTO JICUCHHUE.

Burtamunnn no6asku: Bammsar nekap me Bu Ha3Haun nepopaiHo ¢onneBa KUceanHa (BUTAMUH) WIH
MYJITHBUTaMHH, Chabpxai Gonuena kucenuna (350 go 1 000 mukporpama), KosTo 1e TpsdBa 1a
B3eMare BEIHBXK JTHEBHO, J0KaTo noiy4daBare [lemerpekcen Pfizer. TpsOBa na B3emaTe moHe 5 1034,
10 BpeMe Ha CeIeMTe JIHU Ipeau mbpearta f03a [lemerpekcen Pfizer. 1lle Tps6OBa ga npoabmkuTe na
B3eMaTe (honueBa KUcelMHa B Ipoab/bKeHue Ha 21 aHu, cien nmocnenHara go3a [lemerpekcen Pfizer.
Cobimo me Bu Hanmpasart umxexkuus ¢ Butamud Bz (1 000 mukporpama) B cenmuuara, npeau
npuioxenue Ha [lemerpekcen Pfizer u cinen ToBa mpuOIM3NTETHO HAa BCEKH 9 ceAMULH
(cproTBeTCTBAIIO Ha 3 Kypca Jieuenue ¢ [Temerpekcen Pfizer). Buramun B, u ponuesa kucennna Bu
ce J]aBat 3a HaMaJIsIBaHe Ha Bh3MOXKHUTE TOKCUYHU e(DEKTH Ha TIPOTUBOTYMOPHOTO JICUCHHE.
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AKO MaTe HIKAKBU JIOMBIHUTEIIHA BBIIPOCH, CBBP3aHU ¢ yroTpebaTa Ha TOBa JIGKAPCTBO, MOJIS
nonuraiTe Baus ekap win GpapMarienT.

4. Bb3MOKHH HeKeJTaHH pPe€aKkumuun

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a TPCAN3BUKA HCIKCIIAHNU PCAKIINU, BBIIPCKU Y€ HC
BCCKU I' ITOJTy4aBa.

TpsiOBa He3a0aBHO Ja ce CBBPKETE C JIEKaps CH, aKO 3a0€NIe)KUTE HElIO OT CIICAHOTO:

e Tpecka wiu nHpekus (CbOTBETHO, YECTO MIIM MHOT'O Y€CTO): ako uMaTe Temieparypa 38 °C
WM TTOBeYe, M3TOTABAHE WU IPYTH MPU3HAIM HAa MHPEKIHUS (Thil KaTo MOXe Jla IMaTe T0-
MaJIKO OeJii KpbBHH KJIETKH, B CPaBHEHHE C HOPMATHOTO, KOETO € MHOTO 4ecTo). Mudekuunsta
(cercuc) Moke 1a € TeXKa U Ou MOTJIa J]a PUYHHU CMBPT.

e AKO 3aIll0YHETe Jla YyBCTBAaTe OOJIKa B I'bPJUTE (UECTO) MIIM MMATe YCKOPEHA ChpJCUHa YeCTOTa

(neuecTo).

Axo nMmate 00JIKa, 3a4epBsiBaHe, OTOIH WJIU SI3BU B ycTaTa (MHOTO 4ECTO).

AJIepTUYHU peaKkUn: aKo pa3BUETe KOXKEH 0OpHB (MHOT'O YECTO)/ UyBCTBO 3a MapeHe WK
OorkaHe (4ecTo) wiu Tpecka (decto). KoxxanuTte peaknuu psko Morar Ja ObJaT TeKKH U J1a
IpUYUHAT cMBPT. CBBpIKETE ce ¢ Bamms nekap, ako moIyduTe TeXbK 0OpUB, HITH CHPOeK,
Wi MexypH (cuaapoM Ha Stevens-Johnson iy TOkCHYHA eMUIepMalTHa HEKPOJIH3a).

e Axo 4yyBcTBaTe ymopa, ciaboct, JIECHO ce 3aIbXBaTe WM aKo U3riexaare onenu (Thil Karo

MOJKETE J1a UMaTe MO-HUCHK XEMOIVIOOMH OT HOPMAJIHOTO, KOETO € MHOT'O 4eCTO).

e AKO UMare KbpPBEHE OT BEHIIUTE, HOCA WIIH yCTaTa WU HIKAKBO KbPBEHE, KOETO HE CIHPa,
YepBEHUKABa WM PO30Ba YPUHA, HEOYaKBaHA KOHTY3US (Thi KaTO MOXE J1a IMaTe TO-MaJlKO
TPOMOOLIUTH OT HOPMAJIHOTO, KOETO € YECTO).

e AKO M3IUTaTe BHE3AIIEH 33]yX, CHJIHA OOJIKa B TPBIHHS KOII MM KaIllUTUIIA C KbPBABH XPauKU
(1HeuecTo) (MOXKe Ja 03HAYaBA HAIMYHME HA KPbBEH ChCUPEK B KPHBOHOCHHUTE ChAOBE Ha
oenuTe 1poboBe)

Hexenanure e(bCKTI/I Ha IEMCTPEKCC MOXKCE J1a BKIIFOUBAT:

Mmnoeo wecmu (modice 0a 3aceenam nogewe om 1 na 10 vosexa)
WNndexnus

@apuHTUT (BB3MAJIEHO T'HPIIO)

Hucwk Opoii Ha HEYTPOQHITHHUTE TPAHYIONUTH (B Ol KPHBHH KIICTKH)
Hucwk Opoii 6e11 KpbBHU KIIETKU

Hucpk xeMorinoOus (aHemust)

Bouka, 3auepBsiBaHe, OTOK MM Bh3NAJICHHE HA ycTaTa

3ary0a Ha aneTur

[ToBpbuiane

Huapus

l'anene

Kosxxen o6pus

JIromene Ha kokara

OTKIIOHEHUsI B KPBBHUTE U3CIIEBAHNUS, OTUYMTAIIN HaMaieHa ObOpeuHa GyHKIUs
Ymopa (ymMopseMocT)

Yecmu (moorce da 3acecnam 0o 1 na 10 vogexa)

Wudexuns Ha KpHBTa

[loBuiieHa TenecHa TemMreparypa ¢ HUIChK Opoil Ha HEYyTPO(UITHUTE TPaHyJIOLUTH (BUA O€TH KPbBHU
KJIETKH)

Hucok Opoit TpomOoruTu

AneprudHa peakius

3ary0a Ha TeIeCHH TEUHOCTH

IIpomsna Ha BKyca
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YBpexkaaHe Ha IBUTATEITHUTE HEPBH, KOSTO MOXE J1a MPUYMHHA MYCKYJIHa c1abocT u arpodus
(oTcnabBaHe) OCHOBHO Ha PBLETE U KpakaTa

VYBpexIaHe Ha CETUBHUTE HEPBU, KOETO MOXKE J1a IPUYMHH 3ary0a Ha YyBCTBUTEIHOCT, TIapema 0oika
W HecTaOWITHA TTOXO0/IKa

3amMasHOCT

Br3manenvie nim 0TOK Ha KOHFOHKTHBATA (JIMTaBUIIATa, KOSTO MIOKPUBA BHTPEIIHATA IOBBPXHOCT Ha
KJICTIAYUTE M OsJ1aTa 4acT Ha OKOTO)

Cyxo oxo

Chba3eHe Ha ounTe

CyxoTa Ha KOHIOHKTUBATa (JIMraBUIlaTa, KOSITO MOKPUBA BETPEIIHATA MOBLPXHOCT Ha KIIETTAYUTe U
OsiaTa 4acT Ha OKOTO) ¥ pOrOBHUIIaTa (MIPO3pavHUSAT CJIOH MpeJl Uprca U 3eHUIaTa)

OToK Ha KJIemaunTe

Hapymenne Ha ounTe ChC CyX0Ta, ChI3EHE, qpa3HeHe W/HiTH 00JKa

ChpaeuHa HETOCTATHYHOCT (CHCTOSTHHE, KOSTO 3acsira CuiiaTa Ha M3IIOMITBAHE HA ChPJICYHUS MYCKYIT)
HenpaBuneH cypredeH purbmM

Jlomo xpanocMunane

3amex

Bonka B kopema

UepeH npo0: yBenmuaBaHe Ha KOJIMYECTBOTO HA XUMUYHUTE BEIIECTBA B KPBBTA, MPOU3BEICHU OT
YepHUs Apod

[NoBuiieHa MUTrMeHTAINS HAa KOXKaTa

Cwp0Oex 1mo KoxaTa

OOpuB 10 TSIIOTO, IPU KOWTO TIETHATA MPUIINYAT Ha MUIIICHA

3ary0a Ha Koca

Kompusaa Tpecka

3ary0a Ha Ob0peyHa GpyHKLIUSI

Hamanena 0s0peuna GyHKmus

IToBumieHa TenecHa Temieparypa

Bonka

HarpymBaHe Ha TEYHOCT B TE€IECHUTE THKAHU, IPUIHHSABAIIO OTOK

bonka B rppHus KOLI

Br3manenue u pa3si3BsiBaHe Ha TUTABUIIUTE HA XPAaHOCMUIIATEITHUAS TPAKT

Heuecmu (moorce oa 3acecnam 0o 1 na 100 wosexa)

Hamanen Opoii Ha yepBeHNUTE KPBBHU KIETKHU, OeTUTE KPbBHU KIETKH U TPOMOOLIUTUTE
Ynap

Bun ynap, npu KOWTO MO3bUHA apTepus € 3aIlylIcHa

KpbBouznus B uepena

Crenokapaust (0osika B rpbAHMS KOLI, MPUYMHEHA OT HAMAJIEH PUTOK HAa KPBB KbM CHPLETO)
Hudapkr

CrecHeHMe WM 3alyllIBaHe Ha KOPOHAPHHUTE apTEPUH

VYdecTeH chpaeUeH pUTHM

HenocraTbueHn npuTok Ha KPbB KbM KpaHULIUTE

3amymBane Ha efiHa OT OeIoIPOOHUTE apTeprun

Be3nanenue u cpactBanus Ha 0OBHBKaTa Ha Oenute JpoOoBe ¢ MPOOIEeMH B AUIIAHETO
W3xoxnane Ha SpKOYEpPBEHA KPBB OT aHyca

KbpBeHe B XpaHOCMUJIATEITHUS TPAKT

Uperna niepdopanust (pa3KbCBaHe)

Bp3nanenue Ha auraBuLaTa Ha XpaHOIIPOBOJA

Brananenue Ha nuraBumaTa Ha 1e0eJI0TO YepBO, KOETO MOKE Jia ObJie MPHUIPYKEHO OT YPEBHO WIIH
PEKTAIHO KbpBEHE (Ha0JII0JaBaHO CaMO B KOMOMHAIIUS C IIUCILIATHH )

Bw3nanenue, 0TOK, 3aU4epBsiBaHE M €pO3Usl HA JIMTABUIATA HA XPAHOIIPOBOA, IPUYHMHEHH OT
JTpUYeTEpaIus

Brananenue Ha Genute ApoOOBE, MPUUMHEHO OT JIbUeTepanus

Peoxu (mooice oa 3aceenam oo I na 1 000 uosexa)
Pa3pymaBane Ha YepBeHUTE KPBBHU KIETKH
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AHadpunakTHYCH MIOK (TeXKa alepruuHa peaKuus)

Be3nanuTenHo 3abonsBaHe Ha yepHUs po0

3adepBsiBaHE Ha KOXKaTa

Kosken oOpHB, KOMTO ce MosIBsIBa HABCSAKB/IE B 00TbYBAHA IPEIN TOBa 001acT

MHnozo pedxu (mooice 0a 3aceenam 0o 1 na 10 000 uogexa)

Nudexnnn Ha KOXKaTa U MEKUTE ThKaHU

Cunapom Ha CTuBBHC-J[>)KOHCHH (BUJI TEXKA PEAKIUI Ha KOKaTa U JIMTABUIIUTE, KOATO MOXKe Ja Oble
JKUBOTO3aCTpaIlaBaIia)

TokcnyHa enuaepMaiHa HEKpou3a (BU/I TEKKa KOJKHA PEaKIns, KOSTO MOXKe J1a Obje
JKUBOTO3aCTpaIlaBaIa)

ABTOMMYHHO 3a00IIsIBaHe, KOETO MMPUYMHSABA OOPUBH U MEXYpH TI0 KOXKaTa Ha Kpakara, pbIleTe U
Kopema

Br3manenue Ha xokaTa, XapaKTepH3UPAIIO ce ¢ HaIn4re Ha Oyiu (ToJIieMH MEXYPH ), U3ITBIIHEHH C
TEYHOCT

WzThHsABaHE Ha KOXaTa, MEXYpH, €pO3UH H OeJIe3H Mo KoXKaTa

3auepBsiBaHe, 60JKa M OTOK IVIABHO I10 TOJIHUTE KpaWHUIIH

Br3manenve Ha KokaTa M MOJIKOKHATA MAaCTHA ThKaH (TICEBIOIEITYIINT)

Br3manenne Ha koxkaTa (IepMaTHT)

Koxara cTaBa Bp3nanieHa, ChpOsIna, 3a4epBeHa, HAITyKaHa U rparaBa

CuiIHO ChpOsIIIY TIeTHA

Heuszsecmna uecmoma: wecmomama ne mooice 0a b6vOe oyenena no HatuyHume OaHHU
dopma Ha araber, AbKalla ce TIaBHO Ha 3a0osiBaHe Ha OBOperuTe

3abonsBaHe Ha OBOpENHTE, BKIIOYBAIIO 3aTMBAaHE HA EMUTEITHNUTE KIECTKH, KOUTO 00pa3yBar
OBOpeYHHTE KaHATYCTa

Moxe Ja UMAaT€ BCCKU OT TC3U CUMIITOMHU H/UIH ChCTOSIHHS. TpH6Ba JAa KaKCTC Ha JICKaps CHU
BB3MOXHO Haﬁ—CKOpO, KOrarto 3ario4HeTe aa uMaTe HSIKOM OT T€3H HEXKEJIaH! e(l)eKTI/I.

Axo ce TPCBOXUTC 3a HAKOA OT HCIKCIIAHUTE PCAKIINU, ITIOTOBOPETEC C Bamms JICKap.

Crol1iaBaHe HA HesKeJIAHU Peakuuu

AKO MoJTyyuTe HAKaKBU HEXXEJaH!U JIEKAaPCTBECHU Peaklny, yBegomere Bamus nexap. Tosa BkiouBa
BCHYKH BH3MOXXHH HEOITMCAHHU B Ta3U JIMCTOBKA HEXKEIIAHU peakiuu. MoxeTe ChIIo /1a ChOOIIHNTE
HE)KEJIaHU PeaKklMy AUPEKTHO Ype3 HallMOHAHATA CUCTeMa 32 ChoOIaBaHe, ocodeHa B [lpunoxenue
V. Karo crobmaBare HeskeNlaHU PeakLui, MOXKETe J1a 1aeTe CBOsI PUHOC 32 ITOJyYyaBaHe Ha MOBeYe
HHPOPMAITUS OTHOCHO 0€30IIaCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na coxpansBate Ilemerpexcen Pfizer

Jla ce cbxpaHsiBa Ha MACTO, HEAOCTHITHO 3a JCLA.

He n3non3BaiiTe TOBa JIEKapCcTBO ClIe]] CpOKA HAa TOAHOCT, OTOENsI3aH BbPXY KapTOHEHATa OMaKOBKa U
eThKera Ha ¢uiakoHa cies ,,['oneH 10:“. CpoKbT Ha TOIHOCT OTTOBApPS HA IMOCIEIHUS JICH OT
MTOCOYEHHS MECEII.

To3u nexapcTBeH NPOAYKT HE U3UCKBA HAKAKBU CIEIIMAIHH YCIOBHUS Ha ChXpaHEHHUE.

Nudy3nonen pa3rBop: XuMudeckara u pu3ndecka CTaOUITHOCT MpH yroTpeda Ha MH(Y3NOHHU
pa3TBOpH Ha reMeTpekcen e Ouma gokazana 3a 24 qaca npu 2 °C mo 8 °C. OT MUKpOOHOIOTHYHA
TJIeJIHa TOYKa MPOAYKTHT TPsOBa Ma Ob/Ie U3IoN3BaH BeqHara. Ako He Objie ynoTpeOeH BeqHara,

MOTPEOUTEIISAT € OTTOBOPEH 3a BPEMETO U YCJIOBHATA Ha ChXpaHCHHUE Npeau yrnorpeda U To He TpsOBa
na Obje moeeue ot 24 yaca npu temmeparypa 2 °C mo 8 °C.
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JlekapcTBeHUTE MPOLYKTH 32 MMapeHTepaiHa ynoTpeda TpsOBa Aa ObAaT HHCIEKTHPAHU BU3YAIHO 32
YaCTHUIIM U IPOMSIHA Ha [[BeTa npean yrnorpeba. [la He ce ynoTpeOsiBa Npy HaJIH4YKe Ha YaCTHUIIH.

ToBa JiekapcTBO € caMo 3a eJJHOKpaTHa yrnoTpeda, BCEKH HEH3IMOI3BaH pa3TBOp TpsOBa 1a ce
M3XBBPIIU CHITIACHO MECTHUTE N3UCKBAHMS.

He n3xBbpisiite iekapcTBaTa B KaHAIM3aLMITa WIA B KOHTEHHEpA 33 JOMAITHA OTNaIbIIH.
[MomuTaiite Bamust hapManeBT Kak Ja U3XBHPISATE JIeKapcTBaTa, KOUTO Bede He u3mnoissare. Te3n
MEpKH IIIe CIIOMOTHAT 3a OIa3BaHE Ha OKOJHATA CPeJa.

6. ChbabpikaHue HA OIAKOBKATA M JONNBJIHUTEIHA HH(pOpManus
KakBo cbabpxa [lemerpexcen Pfizer

AKTHUBHOTO BEIIECTBO € nemerpekce. Enun ml oT koHLeHTpaTa Chabpika eMeTpeKce ]l AMHATPH,
SKBUBAJICHTEH Ha 25 mg nemeTpekce. [Ipean npuiokeHne € Heo0X0IUMO JTOTTBIHUTETHO
paspexaaHe OT MEJUIIMHCKH CIEITHaTUCT.

Enun ¢nakon ¢ 4 ml oT KoHIEHTpaTa ChaBbPKA IEMETPEKCel AMHATPHM, ekBUBaeHTeH Ha 100 mg
HeMeTpeKce.

Enun ¢nakon ¢ 20 ml ot KOHIIEHTpaTa chABpPKA IEMETpPEKce ] TMHATpUH, ekBuBaneHTeH Ha 500 mg
eMeTpeKcen.

Enun ¢nakon ¢ 40 ml ot KOHIIEHTpaTa ChABpPKA IEMETpeKce ] TUHATpu, ekBuBaneHTeH Ha 1 000 mg
neMeTpeKce]]

Jpyry cbCTaBKH ca MOHOTHOTIIUIIEPOJI, HATPUEB XUAPOKCH] (3a Kopurupane Ha pH) u Boza 3a
nHxekuun. Brokre Touka 2 , Ilemerpekcen Pfizer chabpixa HaTpuid®.

Kak H3rJjaexaa HeMeTpeKceu Pfizer u xakBo CbABbpPiKa OIlIaKOBKaTa

Ilemerpexcen Pfizer koHueHTpat 3a HHPY3HOHEH Pa3TBOP (CTEPHIICH KOHIIEHTPAT) € OUCTBP,
0e31BETEH /IO CBETIOXKBJIT WITH 3eTICHOXKBIIT PAa3TBOP, MPAKTHUECKH 0€3 BUIUMH YaCTHIIH, B CTHKIICH
(raxoH.

Bcesika onakoBka chabprka equd (iakod cbe 100 mg/4 ml, 500 mg/20 ml wiu 1 000 mg/40 ml
nemMeTpekce] (KaTo meMeTpeKce ] TUHATPU ).

He Bcuuku BHIOBC OIMAKOBKKU MOrarT aa 6T>,I[aT ITyCHATHU Ha 1a3apa.

IIpure:xkaTes Ha pa3pelIeHNETO 32 yIOTPeda
Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles

benrus

IIpoussoaure

Pfizer Service Company BV
Hoge Wei 10

1930 Zaventem

benrus
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3a JOIIBJIHUTCIIHA PIH(i)OpMaL[I/IH OTHOCHO TOBa JICKapCTBO, MOJIs, CBbPKCTEC CC C JIOKATTHUA
NPpCACTABUTCII HAa IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

BE
Pfizer SA/NV
Tél/Tel: 4322 554 62 11

BG

[atizep JlrokcemOypr CAPJI, Kion beirapus

Ten.: +359 2 970 4333

CZ
Pfizer, spol. s r.0.
Tel: +420-283-004-111

DK
Pfizer ApS
TIf: + 454420 11 00

DE
PFIZER PHARMA GmbH
Tel: + 49 (0)30 550055-51000

EE
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EL
Pfizer EAAAZ AE.
TnA.: +30 210 6785 800

ES
Pfizer, S.L.
Tel: +34 91 490 99 00

FR
Pfizer
Tél: +33 (0)1 58 07 34 40

HR
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

IE

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0) 1304 616161

IS
Icepharma hf.
Simi: +354 540 8000

IT
Pfizer S.r.l.
Tel: +39 06 33 18 21

81

LT

Pfizer Luxembourg SARL filialas Lietuvoje

Tel. +370 52 51 4000

LU
Pfizer SA/NV
Tél/Tel: 4322 554 62 11

HU
Pfizer Kft.
Tel: +36 1488 37 00

MT
Drugsales Ltd
Tel.: + 356 21 419 070/1/2

NL
Pfizer bv
Tel: +31 (0) 800 63 34 636

NO
Pfizer AS
TIf: +47 67 52 61 00

AT
Pfizer Corporation Austria Ges.m.b.H.
Tel: +43 (0)1 521 15-0

PL
Pfizer Polska Sp. z o.0.
Tel: +48 22 335 61 00

PT
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

RO
Pfizer Romania S.R.L.
Tel: +40 (0)21 207 28 00

SI
Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja

farmacevtske dejavnosti, Ljubljana
Tel: +386 (0)1 52 11 400

SK

Pfizer Luxembourg SARL, organizacné zlozka

Tel: +421-2-3355 5500

FI
Pfizer Oy
Puh/Tel: +358 (0)9 430 040



Cy SE

Pfizer EAAGg A.E. (Cyprus Branch) Pfizer AB

TnA.: +357 22817690 Tel: +46 (0)8 550 520 00
LV UK (Northern Ireland)
Pfizer Luxembourg SARL filiale Latvija Pfizer Limited

Tel.: +371 670 35 775 Tel: + 44 (0) 1304 616161

IlaTa Ha MOCJECAHO MpepasrjaeKaaHe Ha JUCTOBKaTa

[MonpoGHa uHpOpMaIKs 3a TOBA JICKAPCTBO € IpeJoCTaBeHa Ha yeOcaiita Ha EBporietickaTa areHIus
10 JIeKapcTBaTa http://www.ema.europa.cu.

Ta3u nucroBka e HanmyHa Ha Bcnuku e3ui Ha EC/EUII Ha yeOcaiita Ha EBporeiickara areHmus 1mo
JIeKapcTBara.

[Tocouenara no-moy HHMOPMAIHSA € IpeAHa3HaYeHa CaMO 32 MEIUIIMHCKHU CHEUATIICTH:

HNucTpyknuu 3a ynorpeda, padora M M3XBbpJIsiHE
1. IIpunaraiiTe aceNTHYHA TEXHUKA I10 BPEME Ha pa3pekJaHETO Ha IEMETPEKCE 3a IPHIIOKEHUE KaTo
WHTpaBeHO3HA HHQY3HS.

2. N3uucnere no3arta u 6pos guakonu [lemerpekcen Pfizer, kourto ca HeoOxoaumu. DIaKOHBT
ChIbprKa U3NMUIIBK IIEMETPEKCel, 3a 1a Ce OCUTYpH JIOCTAaBsIHE Ha OIPeIEICHOTO Ha €TUKEeTa
KOJIMYECTBO.

3. HeoOxoguMusT obem OT memMeTpeKce]] KOHIEHTpaT TpsiOBa na Obae paspenen xo 100 ml ¢
WHKEKIIMOHEH Pa3TBoOp Ha HaTpues xiopun 9 mg/ml (0,9 %), 1 npuitoskeH KaTo HHTPaBEHO3HA
nHQYy3us B TeueHue Ha 10 MUHYTH.

4. ITpuroTBeHUAT CHIOpe]l YKa3aHUsTa Pa3TBOP 3a HH(Y3US Ha IEMETPEKCE € CbBMECTUM C
WH(Y3MOHHHU CaKoBe U MH(PY3MOHHH CHCTEMH OT HOJIMBUHUII XJI0pua U nonunonedus. [lemerpekcen e
HECHBMECTHM C Pa3TBOPUTENH, ChIbPKAIIN KaIINN, BKIIOYUTEIHO pa3TBOp Ha PuHrep nakrar n
pasTBop Ha Punrep.

5. JlekapcTBeHUTE TIPOAYKTH 3a MapeHTEpaIHa yrnoTpeda TpsOBa ga ObAaT MHCTIEKTUPAHU BU3YaTHO 3a
YaCTHIIM ¥ IPOMSHA Ha [IBeTa npean ynorpeda. [la He ce ynorpeOsBa mpyu HANUYNE HA YaCTHUITH.

6. Pa3TBOpI/ITC Ha IEMCTPEKCEA Ca CaMO 3a CJHOKpAaTHa yHOTpe6a. Bcesko Hen3no3BaHO KOJIUYECTBO
HJIIN OCTAaTBhK Tp$I6Ba Ja €€ U3XBBHPJIU B CbOTBETCTBUC C MECTHUTEC N3UCKBAHUS.

Ilpuzomesnne u npedynpesicoenus npu npuoicerue: Kakro v Ipyrute NOTSHIINATHO TOKCUIHU
MPOTUBOTYMYPHH CPENICTBA, OOPABEHETO U MPUTOTBIHETO Ha MH()Y3UOHHUS Pa3TBOP IIEMETPEKCe]]
TpsOBa a craBa BHUMaTenHo. [IpernopbuBa ce 1a ce U3Mon3BaT PhKaBUIU. AKO pa3TBOPHT Ha
eMeTpeKce]] TIoNaHe BhPXY KoXKaTa, H3MHUITE KOXKaTa BeHara U CTapaTellHO ChC CallyH U BoJa. AKO
Pa3TBOPHT HA IEMETPEKCE]T MOMAHE BbPXY JIMT'ABHIIA, IIPOMHITE OOMITHO ¢ Bojaa. [lemeTpekcen He
npuuuHsIBa Mexypu. Hama cnernuduuen aHTHIOT 3a SKCTpaBasaliys Ha nmeMeTpekce. JJoknaasanu ca
HSIKOITKO CITy4asi Ha eKCTpaBa3alys Ha eMeTPeKCel, KOUTO He ca OI[EHEHH KaTo CEPUO3HU OT
n3cnenoBatens. ExcrpaBazamusTa TpsiOBa qa Ob/ie KynupaHa CIIOpel MeCTHaTa CTaHIapTHA PaKTHKA,
KaKTO TIPU APYTUTE He-BE3UKAHTH.
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