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1. HME HA JEKAPCTBEHUS IMPOAYKT

Hamakcup 10 mg MHKEeKLIMOHEH pa3TBOP B [PEABAPUTEIIHO HAMTB/IHEHA CIIPHHIIOBKA
Namaxir 10 mg solution for injection in pre-filled syringe

Hamakcup 15 mg MHKEKLMOHEH pa3TBOP B IPE/IBAPUTEIHO HAITbJIHEHA CTIPHHIIOBKA
Namaxir 15 mg solution for injection in pre-filled syringe

2. KAYECTBEH U KOJIMYUECTBEH CbCTAB

Hamaxcup 10 mg: Beska npeasapurenHo HanbiaHeHa cipuHuoBka ot 0,40 ml ceabpxka 10 mg
meToTpekcar (methotrexate).

Hamaxcup 15 mg: Beska npeaBapuTesIHO Hammb/iHeHa cnpyHLoBKa ot 0,38 ml chabpxka 15 mg
meToTpekcar (methotrexate).

3a IMbJIHUA CITUCHK HA NMOMOLIHUTE BelllecTBa BHXKTE TOUYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
MHKEKLIMOHEH Pa3TBOpP B NPeABaAPUTE/IHO HATb/IHEHA CIIPUHLIOBKA (MHXKEKLIMOHEH pa3TBOp)
bucTbp. KbITO-OpaHKEB pa3TBOp 0€3 BUJAUMH YaCTHLIH

Ocmonanuret: 280 — 320 mOsm/kg
pH: 7,0 — 9,0

4. KJUHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHA
Hamakcup e nokasaH 3a JieueHHE Ha

- AKTUBEH PEBMATOM/ICH apTPHT INPH Bb3PaCTHHU MALHEHTH;

- MOJIMAPTPUTHH (D)OPMH HA TEKbK, AKTUBEH IOBEHHJIEH HIHOMATHYEH apTPUT, KOUTO HE Ce
MOBJIUABAT OT HECTEPOMHH NpoTHBOBB3NaauTeHu cpeacrea (HCIIBC);

- TEXbK, PE3UCTEHTEH MHBAJIMANW3HPALLL ICOPUA3UC, KOUTO HE ce MOBAUABA OT JAPYrd GopMH Ha
Tepanus, kato Hanpumep dororepanus, PUVA u petuHOoMaH, U TexKa popma Ha NcopHATHUYEH
APTPUT NPH Bb3PACTHH MMALIMEHTH.

- JieKa J10 yMepeHa cteneH Ha Oosiect Ha KpoH WK caMOCTOSTE/THO, MK B KOMOMHALIUA C
KOPTHKOCTEPOM/IH NMPH Bb3PACTHH MALIMEHTH, KOUTO HE CE€ MOBJIMABAT HJIM Ca C HEMOHOCUMOCT

KBM THOTYPHHH.

4.2 Jlo3MpPOBKA H HAYMHH HA NPHJIOKEHHE

BakHo npeaynpex/ieHnne OTHOCHO J03upoBKaTa Ha Hamakcup (MeToTpekcar) /0
i X/

3a jieueHHe HA PEBMATOM/IEH apTPHT, OBEHWIEH HIMOTIATHYEH aPTPHT, NMCOPHA3HUC U NCOPHATHYEH - \ :

aprput, 6osect Ha Kpon, Hamakcup (MetoTpekcar) TpsifBa 1a ce H3M0J13Ba €aMO Befiubok 0 |-

i

ceamuuno. [lorpewnara 103uMpoBKa npu u3no3zsaHeTo Ha Hamakcup (MeToTpekcar) ﬂfi(}ﬁéﬁa'ﬂﬂ nosexe | / .
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10 CEPHO3HH HEXKEJIAHH peaKLMH, BRIIIOYHTEITHO CMBPT. Mong, npodeTeTe MHOrO BHHMATE/IHO Ta3H
TOYKA B KPATKATA XAPAKTEPUCTHKA HA NPOIYKTA

MeTtotpekcaT TpabBa Ia ce MpeANHCEa CaMO OT JIEKAPH, KOMTO HMAT OIHT ¢ H3MON3BAHETO HA
METOTPEKCAT H HAITBJIHO pa3bHpaT PHCKOBETE OT TEPAITHATA C METOTPEKCAT. PYTHHHO MPUIOKEHHETO
Tpsa6Ba 1a ce U3BHPLUBA OT 3APABHH CNELHATHCTH. AKO KTHHHYHATA CHTYaIMA N03BOJIABA, JIEKYBALIHS
JieKap MOXe, B OTIPEAEIECHH CITyHan, Na JeJierupa NOXKCKHOTO MPHIOKSHHE Ha CAMHTE NALMEHTH.
[NaunenTuTe TpaGea na 6paaT MHGOpPMUpPaHH M O6ydYCHH Ha NMPABHIIHATA TEXHMKA Ha MIDKEKTHpaHe
IIPH CAMOCTOSTENHOTO MPHIOKEHHE Ha MeToTpeKcar. [Tspeara umkexums HamaxcHp Tpa6Ba 1a ce
H3BBPINH MO/ NPAKC MEAMLMHCKO HabmoaeHue.

Hamaxcup ce MIDKeKTHpa NOAKOXHO BEAHDK CeAMHTHO.
[NarpenTsT TpAOBa a Obae H3PHUHO OCBEIOMEH, Y€ MPHIOKECHHETO ¢ BeAHhK CeAMHYHO,

[IpenopbuxTENHO € Aa CE OMpeReNd KOHKPETCH NOAXOAAIN ACH OT CEAMMLIATA KATO JIEH 38
HHDKEKTHpaHe.

EnMHHHPAHETO Ha METOTPEKCAT € HAMaJICHO MPH NMALMEHTH C TPETO MPOCTPAHCTBO Ha
pasnpeaenenue (aCLHT, IieBpasieH WIHB). Takupa NalMEHTH ¢ HyXAAAT 0T 0CO0€HO BHUMATEIHO
Ha0moAeHHe 33 NOABa HA TOKCHYHOCT, ¥ B HAKOH CTyuad € HeoOXxoauMo noHmkaBaHe Ha 03aTa HiIH
NPEKPATABAHE Ha MPWIOKEHHETO Ha METOTPEKcaT (BaK. TOUKH 5.2 U 4.4).

Jl03MpOBKa NPH BEIPACTHH NALMEHTH ¢ PEBMATOMIEH APTPHT
[IpenopbyHTENHATA HAYaIHa 1038 € 7,5 mg METOTPEKCAT BeANbAK CCAMHIHO, KOATO Ce NpHiara

NOAKOXKHO. B 3aBHCHMOCT OT HHAHBHAYAHATA AKTUBHOCT Ha 3800/15BaHETO H TOHOCHMOCTTA OT
CTpaHA Ha MALMEeHTa, HAYaJIHATA [03a8 MOXKE 13 C¢ NOBHIIABA NOCTENEHHO CHC CTHIKA OT 2,5 Mg Ha
CeaMHIIA. 3a N03M, KOHUTO He MoraT Aa ObAaT NoCTHrHaTH ¢ NamiXxir, Ca HATMYHH APYTH JIEKapCTBEHH
NPOAYKTH ChABPKALLH METOTPEKCAT ¢ HeobxoauMara koHueHTpauus. ITo mpuHumn He Tpabea na ce
HAJBHLIABA CEIMMYHA 1032 OT 25 mg. Brnpexu ToBa, 1034 Hax 20 mg/cenMuIia ca CBbP3aHH CBC
3HAYMTENHO YBEIHUEHHE HA TOKCHYHOCTTA, 0COo0EeHO ¢ NOTHCKaHe HA KOCTHOMO3BYHATA (yHKIMS.
OTroBop KbM JIEYEHHETO MOXKE Zia c¢ 0vaxBa cief okoo 4-8 ceqMum. IIpu nocTuraxe Ha
TepaneBTHYHO XeNaHN Pe3yTaT, Ao3aTa Tpabsa Ja ce NOHIDKABA MOCTENEHHO 0 Haﬁ-HHcKaTa
BH3MOXKHA ePeKTHBHA NOJATBPXKAllA J034.

Ho3upoBKa npy Aela W FOHOMMN NoA 16 roAMHH ¢ 1o KHTHH GOPMHU Ha IOBEHWICH MAMONATHYEH
apTpyT '

Npenopsunrenyara go3a ¢ 10-15 mg/m? renecna nosnpxsoct (TI1) Beamsix ceamu2HO, KOATO C€
NpHiara Ypes MoJKOoXKHO HiDKeKTHpaHe. Ipu cirydan, KOHTO ca pepakTepHH Ha Tepanus CCAMHYHATA
1038 MOKe Jia ¢e HoBHIIH 0 20 mg/m? TenecHa NOBLPXHOCT/BeAEbX ceAMEYRO. Bee nak, ako

J038Ta CC MOBMLIH, € HeOOXOAHMa NOBHIICHA YeCTOTA HA NPOC/IEAABAHE,

[Taumentn ¢ FOUA TpaGsa BuHArM Aa OBAAT HACOMBAHH KbM PEBMATOJOT, CMICHATHACT B JIEUEHHETO

Ha 2cUa/IOHOIIH,

YrnoTpeba npu Aena < 3 rOHIUIHE BE3PACT HE CE MPEropbuBa, Thi KATO HAMA JOCTATBYHO HAIMYMHH
AAHHH 38 eQHUKACHOCT M e30nacHOCT 3a Ta3u nomynauus (BxX. Touka 4.4).

Ho3rpoBka Npy NAUMEHTH ¢ ICOPHAIUC BY/ITAPHC H NCOPUATHYEH APTPUT
[TpenopbunTENHO € €IHA CeMHIIA MTPEAH HAYANOTO Ha TEPANMATA /18 C€ MPHIIOXKH MAaPCHTEPAJIHO TeCT

ne3a ot 5 — 10 mg, 3a Oa ce OTKPHAT MAMOCHHKPA3HH HEXeNaHH peakiH. [lpenopburTenHaTa
HA4YaIHa 034 € 7,5 mg METOTPEKCaT BeANDK ceIMETHO, PHIOKCHH NoAKokHO. JlozaTa Tpabpa Aa
ce MOBUIIIABA MOCTENEHHO, HO MO NPHUHIMN He TpAOBa Aa HaABHILABA CEAMHYHA 1034 OT 25 ey
metoTpekcar. Jlo3u, HaasHInaBaiy 20 mg Ha ceMHLIA MOraT Aa ObJAT CRLP3aHM c'Lc :
NOBHLIABAHE HA TOKCHYHOCTTA, 0CO0CHO KOCTHOMO3BYHA cynpecHda. OTroBop KbM JI€
OOHKHOBEHO MOJXKE Aa Ce O4aKBa CJIER OKOJIO 2-6 ceamuu. Ilpy NOCTHraHe Ha f %

edexTHBHA NOQIbLPKAIA 1034.
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Jo3uposka nmpu nayeHT! ¢ bonect Ha Kpon
. HHIYyKIIMOHHO JIeYeHHeE:!

25 mg/ceamuLia, KOUTO C€ NPWIAraT MOAKOMXKHO.
OTroBop KbM JICUEHHETO MOXKeE Jla ce oMaksa ciel okono 8 no 12 ceamum.

- [Nozaspxalno neYcHHE:
15 mg/ceamMuLIa, KOMTO C€ NMPUNATaT MNOAKOKHO.

Hsama focTaThyHO ONMT B NEAHATPHYMHATAE NOIMYJIalMs, 3a Aa ¢ npenopbua HamaxcHp 3a neueHue Ha
6onecrra Ha KpoH 1IpH Ta3u nomynaLms.

Maxcumanna ceOmunna 0osa

JlozaTa TpabBa 2a ce NOBMALIABA CTIOPEeA CiTy4as, HO O NPHHLKMI He TpsAOsa la HaIBMLIABa
 MaKCHMAIHATa NPENOPHUHTENTHA CEAMHYHA 1038 OT 25 mg. B HAKOH clTyyau N0 H3KIIOYEHHE MOXe J1a
e KIMHW4HO ONPABAAHO NpU/AaraHe Ha Mo-BHCOKA 1038, HO HE TPAOBa Na ce NMpeBHIlaBa
MaKCUMATHATA CEAMMYHA A03a OoT 30 mg MEeTOTPEeKCaT, ThH KATO TOKCHYHOCTTA LIE C€ YBEITHYH
3HAYMTEITHO.

IlanmeHTH C 0 e
HaMakcup TpabBa Ja ce H3M0JI3Ba ¢ MOBUILEHO BHHMAHHE NTPH NALMEHTH ¢ yBpeacHa Ondpeana

byuxips. Jo3sata Tpabsa Ja ce afanTHpa, KakKTo cleasa:

KpeaTHHHHOB _@’bﬂc (ml/min) | Jlosa
>60 _ 100 % -
30— 59 50 % |

[<30 ~ | HamaxkcHp He m_n_éaa Ja ce H3Mo3Ba |

Buxre Touka 4.3

eHTH ¢ Y4epHOAPOOHO e

MeTtoTpekcaT TpabBa Ja ce npuara ¢ NOBHIIEHO BHHMaHHe, ako H300110 ce mpunara, NPy NaLHEeHTH
C TEXKKO HACTOSIIC HIIH NMPEAMIIHO YepHOAPOOHO 3abonaBaHe, 0cobEHO ako ce AB/DKH Ha aJIKOXOJ.

MeToTpeKcaT € MpOTHBOMNOKAa3aH, ako OWIHpyOuHsT € > 5 mg/dl (85,5 pmol/l).

3a MLIHKMA CIIHCHK NMPOTHBONOKA3AHHS BHDKTE TOUka 4.3.

¥n H €HTH B YyeCcKa Bh3

[1py naigieHTH B cTApYecKa BL3pacT Tpabsa Aa ce HMa IpeIBK/ NOHIDKABAHE HA 03aTa, TOpaan
HaMasieHa YepHOAPoOHa M OBOpeuHa dyHKIM, KAKTO M MOpaay NO-HUCKH (poaTHH 3anacH, KOHTO ce
Ha0/MOAAaBaT ¢ MOBHIIABAHE HA PH3PACTTA.

Ynorpeba IpH NanMeHTH ¢ TPETO NPOCTPAHCTRO Ha pajnpezeneHne (IUleBpaiHi HITHB
Toii kaTO MY NAIMEHTH C TPETO NPOCTPAHCTBO HA pasnpeneneuue BpEMETO HA nonyemmmpaﬂe Ha

METOTPEKCAT MOXe J1a C€ YAB/DKH J0 4 IThTH Hak HOpMAJTHATA NPOABDKHTE/THOCT, B HAKOH CTydad
MOXeE J1a C€ HATTOXKH MPEeKPAaTABAHE Ha NPWICKEHHETO Ha METOTPEKCaT (BXK. TOHKH 5.2 1 4.4).

HauyH Ha npunoxeHue

JlexapcTBeHHMAT MPOAYKT € CaMO 3a €XHOKPaTHA ynoTpeda.
HaMakcHp HIDKEKILHOHEH Pa3TBODP C€ NMpHara NoAxoXHO.

O6111aTa NMPOXKIKHTENHOCT HA JIEHCHHETO ce OnpeAe/a OT JICKyBalHA Nekap.
3a JOIMBJIHUTENIHH HHCTPYKLHH 3a ynorpeba u pabota BIDKTE TOYKA 6.6.

3abenexxa:
AKO ce npeMMHABA OT MEPOPANCH NMPHEM KbM NMapeHTepaTHO NPHICKEHHAE MOXKe
NOHIDKABAHE Ha A03aTa nopanu Bapuabunnara GHOHATHMMHOCT HA8 METOTPEKCAT CJie
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NPHIOKEHHE.

Moxe na ce ooMucan nodapaHe Ha GoJHeBa KHCEIIMHA CHITIACHO HACTOALIMTE PBKOBOACTBA 34
NeYeHMe, |

43 IIpoTHBOIOKA3ZARHA

Hamakcup € mpoTHBOMOKAa3aH B CITy4YaH Ha:

- CBPBXYYBCTBHTETHOCT KbM AKTMBHOTO BEINECTBO WIM KbM HAKOE OT TOMOLIHWTE BEIECTRA,
n30poeHH B TO4Ka 6.1,

- TEXKKO YepHOAPOOHO yapexc.uaue (BX. TOUKa 4. 2)

- 3noynoTpeda ¢ ankoxodn,

- 1exxko Obbpeuno yspexxnane (kpeaTHHMHOB KIMpBHC noA 30 ml/min, BiokTe TOUKK 4.2 M 4.4),

- npeAIeCTRALIM KPBBHH JUCKPAa3HH, KATO KOCTHOMOIBYHA XHITOIUIA3U, JICBKONECHUS,

- TpoMboLMTOIIEHHS, YWIH TEXKKA AHCMHA,

- CEPHO3HH, OCTPH WIH XpOHHYHH UH(peKIHH, KaTo TyOepKyno3a, HIV wim apyru CHHApOMH Ha
MMYHEH JAepHLHT,

- SI3BH Ha YCTHATa KyX#Ha M YCTRHOBEHA CTOMALOHO-YpeBHA 13BeHa Honecr,

- 6peMEHHOCT H KhpMeHe (RK. Touka 4.6),

- eJHOBPEMEHHO BAKCHHHPAHE C KUBH BaKCHHH (BXK. TOukH 4.4 H 4.5).

44 CnensaJBE OpeAYNpPeAACHEN B NPeANAIHH MEPKH NPH ynoTpe6a

[MaumenTrre TpOBa A8 OBAAT ACHO HH(bopMupa}m, ye JiedeHneTo TpabBa a ce npuaara ne,mm
CeAMHYHO, HE BCCKH ACH.

[TaumeHTHTE, MOAIOXKEHH HA Tepanus TpaOBa ce HAOMOAABAT N0 NMOAXOIALL HAYHH, TAKa Y4¢
NPHU3HALKTE HA Bb3MOXKHHTE TOKCHUYHH €(DEeKTH WIH Re)XeNnaH! peakiiMH a MOTaT Aa Ce OTKPHAT U
OLICHAT ¢ MHHHMAJIHO 3aKbCHeHHE. ETo 3amo MeToTpekcar TpabBa ra ce npuiara caMo OT HJIH NOJ
HaOMOAEHHETO Ha JIEKAPH, TMHTO 3HAHKA H OTIMT BKMIOUBAT yrnoTpebaTta Ha aHTHMeTaboNIHTHA
Tepanus. ITopaan BE3MOXHOCTTa OT MOSBA HA CEPHOIHH WIH AOPH (aTanHH TOKCHUHM PEAKLIMH,
NalHeHTHsT TPAdBa na 6bae HAMBNHO HHPOPMHPAH OT JIEKaps 38 CBOTBETHHTE PHCKOBE H
MpENOpBYAHHTE MEPKH 3a He30NacHOCT.

Hpenop'bqnmnn nperjean & MepkHu 3a 6esonacnocT

yeIH 3AMQYBAHE UAH BH30OHOBABAHE HA TEPAITHS r TOTDEKCE ed IIEPHOO HA TTOYHBKA
ITunHa KpeBHA KapTHHA ¢ AMdepeHIManHo 6poeHe M TpoMOOLIMTH, YEPHOAPOOHM CH3IUMM,
6unupy6un, cepyMen anGyMuH, peHTreHorpadHs Ha rPhJieH KO M H3C/IeBaHNa Ha 61.6peunara
¢yHkups. [TpH KNIHHHYHH NOKA3aHHA AA C€ M3KMOYAT TyGepKyno3a H XenarTHr.

Ilo BpeMe Ha NEYCHHETO

[ocouennTe No-A0y H3cleABAHMA TPAOBA 12 Ce MPOBEXIAT BCAKA CSAMHLIA MpPe3 MLPBHTE ABE
CEAMHMIIH, CJie/] TOBA HA BCEKH JiBE CEAMHLIM Npe3 CNeABALHA MECELl; Cliell TOBA, B 3aBHCHMOCT OT
Opos Ha IeBKOLMTHTE H CTAOWTHOCTTA HA NALMEHTA, TOHE BEIHRK MECCYHO Npe3 CCABALIUTE LecT
MEcella H TNIOHEe Ha BCEKH TPH Mecela cJie] TOBa.

[To-yecToTo HaGmoneHue TpabBa na ce oOMuUCAN B NpK NoBHIUABaHE Ha Ao03aTa. OcobeHo BHHMaHUE
ce H3HCKBA NPH NALMEHTHTE B CTApueCKa Bh3pacT, KOMTO TpAOBA na OnaaT npernexaaHy rno-4ecto 3a
padHH NPU3HALA HA TOKCHYHOCT. |

1. Ilpernen na ycTHAaTa KyXHHA H I'bPJIOTO 38 MPOMEHH O JIMTABHLIATA.

2.  IIwiaHa KppBHA KapTHHA ¢ AHQepeHUManHO Opoene U TpoMOormTH. [loTHCKAHETY A
XeMON0e3aTa, MPEeAU3BUKAHO OT METOTPEKCAT MOXKE /1a BE3HUKHE BHE3AITHO H MRd
6esonacHm n03n. Beeku cuieH cnaa B 6pos Ha N€BKOLATHTE HITH TPOMGOIMTHI¢ €3
332 He3a0aBHO CIIMPAHE HA NIEKAPCTBEHHMA NMPOAYKT Y MpHIaraHe Ha noaxoafina 108
tepanud. [TatpenTyre TpaGBa Aa 6BAAT MOCHBETBAHM A CHOOMIABAT 34 BCHUKH RRXk
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CHMIITOMH, KOMTO ¢a MOKA3aTeNHH 3a uHdekuus. ITanueHTvTe, Ha KOHTO C€ NpuWnarar

CBHINEBPEMEHHO XEMATOTOKCHYHH JICKAPCTBEHH NMPOAYKTH (Hanp. NedayHOMKA) TpaOBa Aa
OBAaT BHMMATEAHO HAOmoaaBaHu 4pe3 NpocieaABaHe Ha KPbBHATA KAPTHHA H TpoMboLTHTe.

3.  H3cnenmaHus Ha YepHOAPOOHATA GYyHKLMA
JleueHue He TpaOpa Aa ce 3ano4Ba WK TpabOBa Na ce NPEeyCTaHOBH, aKO HMa MEPCHCTHPAINY WIH
JHAYMTE/IHM AHOMAITMM B YepHOAPOOHUTE PYHKLMOHAIHN H3CJIEABAHHS, APYTH HEMHBAINBHH
W3CICABAHHAA 32 YepHOAPoOHa pudpo3a unH gepHOaPOOHH OHONCHM.

BpeMeHHo NoBHIlIaBaHe Ha TPAHCAMMUHAZHTE 0 AB& WIH TPH IHTH HAJl FTOPHATA I'PAHHLIA HA
HopmaTa ¢ yectoTa oT 13-20 % e cpobimaBano npu nawpeHTH. [IpoABKHTENHOTO NOBHINABAHE
Ha 4epHOAPOOHHTE eH3UMH H/HWIH HAMAJISBAHETO Ha cepyMHHUS aTOyMHH MOXKE /1A €
[IOKA3&TE/HO 33 TEKKA XeNaToTOKCHIHOCT. B Cityuail Ha IOCTOSHHO NOBHINABAHE Ha |
yepHOAPOoOHHTE eH3UMMU, TpAGBA Na ce OGMMCIM MOHIDKABAHE HA HO3ATA WIH MPEKPATABAHE Ha

TePaNHATA.

XHCTONOTHYHHTE IMpoMEHH, Gubpo3aTta | no-paaxo 4epHoApoOHATA LMPO3a MOXKe 13 He ca
NpeIecTBAHN OT, MATONIOrHYHH YePHOAPOOHH QYHKLMOHAIHH H3chenBaHus. MMa ciayyaun Ha - -
LMPO348, ITPH KOKHTO TPaHCAMHHA3HTe ca B HopMmaTta. [lopaau ToBa Tpabsa na ce oOMucnaT
HEHHBA3HBHH JHATHOCTHYHH METOM 38 HabMmoAcHHEe Ha YepHOAPOOHOTO CHCTOSHME, B
AOITH/ITHEHHE KbM YepHOAPOOHMUTE PYHKIUMOHAITHHY Hacieasakna. YepHoapobHaTa Guoncus
TpaAGBa Aa ce pa3rnexia Ha HHOAHBHAYAIHA OCHOBA, KATO C€ B3eMAaT NPeBH/ CHITETCTBAIIHTE
3a00/IBaHUA HA NAIMEHTa, MCAULMHCKATA AHAMHE3a B PUCKOBETE, CBBP3aHH ¢ GHoncuaTa.

PuckoruTe GakTOpH 38 XenaTOTOKCHMYHOCT BKIIIOYBAT MPCKOMEPHA IIPEAMIIHA KOHCYMALUA Ha
AJIKOXOJ1, MOCTOAHHO NMOBHIIABAHE HA YEPHOAPOOHHTE €H3IUMH, AHAMHE3A 38 YEPHOLPOOHO
3aGonspaHe, paMUITHA aHAMHE3a 328 HAC/IeACTBEHH YepHoaApo6GHM 3abonapaHus, 3axapeH auaber,
3aTUIBCTABAHE H MPEAHIIECH KOHTAKT C XeNaTOTOKCHYHH JICKAPCTBA WM XUMHYHH BEHIECTBA H

HPO,‘C{'I:JMTGJIHD JICYCHHUC C METOTPCKCAT.

[To BpeMe Ha JedeHHe C METOTPEKCAT He TpAOBa a e Ha3HAYaBAaT JOIMBJIHMTEIHO
XeTIATOTOKCHYHH JIEKAPCTBEHH NPOIYKTH, OCBEH KO HE € afcomoTHO HEo6X0MMO.
Koncymanfiara Ha akoxosn TpaGBa Aa ce H36area (BxK. ToukH 4.3 u 4.5). IIpn naiMeHTH, KOUTO

NMPHEMAT CAHOBPEMEHHO APYTH XENATOTOKCHYHH JICKAPCTBEHH NPOXYKTH TpaOGBa aa ce
H3BBpIIBA [I0-BHHMATENHO IMPOCeqaBaHe Ha YepHOAPOOHHTE CH3IHMH.

H3uckea ce NOBUILIEHO BHUMAHHKE ITPH NAaLMEeHTH ¢ HHCYJIMHO3aBHCHM 3axapeH auaber, Toi

KATO MO BpEME HA TEPAIMATA ¢ METOTPEKCAT B H3ONHPAHH CITy'aH Ce PasBHBA YePHOAPOSHa
LHpo3a Oe3 NopulliaBaHE HA TPAHCAMHHAZHTE. 1

4.  bpbpeunara pyHKIHA TpHOBa fa ce nmpocieaiBa Jpe3 HIC/ICABAHHS 34 Gsﬁpeqnam GYBRKLMA H
aAHAMM3 Ha ypHHAaTa (BXK. Touky 4.2 1 4.3).
Tl kaTO METOTPEKCAT Ce eIMMUHKPA rNaBHO upe3 Obbpennre, npu 61.6peqm YBpexaHe
TpsaOBa fa ce 0OYaKBaT MOBUINEHM IJIA3MEHH KOHLUECHTPALIHH, KOETO MOXe Aa A0Bee JI0
CEPHO3HR REXKENAHH PEaKIliH.
KoraTo 6n0peunara pyHKIMSE MOXE /12 € KOMIPOMETHPAHA (HAND. NPH NAlHCHTHTE B
CTAPYECKA BB3PACT), NpocieasBaHe Tp2ORa na ce H3BBPINBA NO-4ecTo, ToBa ce 0THacH 0CoBeHo
B cyualf, ye ce MPWIAraT eAHOBPEMEHHO JICKAPCTBCHH MPOAYKTH, KOHTO OKA3BAT BIHAHHE
BLEPXY SJINMHHHPAHETO Ha METOTPEKCAT, MPUMHHABAT yBpeXIaHe Ha Ob0perre (Hamnp. |
HeCTCPOHIHM NMPOTHBOBBINAIMTENHH JIEKAPCTBEHH CPEACTBA) HIH KOHTO MOTAT MO /,
Ja JOoBedaT A0 YBpPEKAAHE Ha xeMonoesara. JlexuaparalsaTa MOXkKe ChILO TAKA 199
TOKCHYHOCTTA HA METOTPEKCAT. |

5.  Ouenxa Ha auxaresiHaTa cucreMa: Tpa0Gpa aa ce BHMMaBa 38 CHMIITOMH HA YBD&}
6enonpobHara ¢pyriams 4, ako € HeoOXOaHMO, 1A Ce H3BBHPLIH QYHKIHOHATHO (¢
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w3chenBane. Benoapo6HOTO 3acAraHe M3UCKBA 6bp3a AMArHO3a U MIPEeKpaTABaHE Ha
meToTpekcaT. benoapobuu cuMIroMn (0cobeHO cyxa, HENMPOAYKTHBHA KALIUTHLA) MITH
HecnenmHIeH NHEBMOHHUT, HACTBITWIM 10 BPEME HE Teparnus ¢ METOTPEKCaT MOXKE Jia ca
IOKAa3aTe/y 3a NMOTEHIMAIHO ONACHA JIe31A ¥ H3UCKBAT NIPEKbCBAHE HA JICYCHHETO H
BHHMATENHO H3cnensaHe. Moxe na Bb3HHKHE OCTBP HWIH XpOHHYEH HHTEPCTHIIHAICH
MHEBMOHHT, YE€CTO CBLP3aH ¢ €03HHOMINA B KPBBTA, KaTo ca ChboOmaBaHH H CMBPTHH CITYYaH.
Bnnpeku KIHHHYHATA BApHAOHIHOCT, THIIMYHHUAT MALMEHT ¢ NIPEAU3BHKAHO OT METOTPEKCAT
GenoapobHo 3abonasane e ¢ NOBHILICHA TEMMNEPATYPA, KALILTHLIA, AUCITHESA, XHITOKCEMHS, H
HATHUME HA WHPMITPAT NPH peHTreHorpadyua Ha rPbAHUA KOLI 4 TpiaOBa Ja ce H3KIIIOYH
uHdexima. benoapobuure 3a601aBaHNs, MPHYHMHEHH OT METOTPEKCAT HE BHHATH Ca HAITBIIHO
oOpaTMH. ToBa yBpexaaHe Moxe Aa ce HabmolaBa NPH BCHYKH J03M.

OceeH TOBa ce chOOIaBa 3a MyJIMOHAJTHA R1TBEONIapHA XEMOparus, KOraTo METOTPEKCaT ce
M3MOT3BA 38 PEBMATOJIOMHYHH M CBbP3aHH ¢ TAX mokazanua. Tosa chBuTHe MOXE CBHLIO Aa €
CBBP3aHO ¢ BaCKYJIMT H APYrd KoMopOuaHocTh. Tpabsa na ce oOOMHUCIAT CBOEBPEMEHHH
M3C/IEBAHHA NPH CbMHEHKE 32 ITyJIMOHAIHA QJIBCOJIAPHA XEMOPArHs 3a NOTBbPKIAaBAHE Ha
AUArHo3ara.

6. [lopanu edexra My BLPXY HMYHHATA CHCTEMA METOTPEKCAT MOXKE 4 HAPYLIH OTrOBOpPa KbM
BAKCHHAIIMA M 13 OKAXKe BITHUE BhPXY pe3yJ/TaTa OT UMyRONOrH4YHM TecToBe. Heobxomumo e
CBINO OCOOEHO MOBHUIIEHO BHUMAHHE MPH HAIMYHE H& HEAKTHBHH, XPOHHYHH HHPEKLHH
(Hamnp. xeprnec 3ocTep, TyOepKyn03a, Xxenatut B vnu C) nopanu noTeHUKHANHO akTHBHpane. Ilo
BpEME Ha TEpAIs ¢ METOTpPeKCaT He TpaOBa Aa ce H3IBLPLIBA BAKCHHALMSA C 3KHBH BAKCHHH (BX.
TOYKH 4.3 1 4.5).

[Npu nauveHTH, NpHEMAIld HUCKH JO3H METOTPEKCaT MOTAT 14 BE3HHKHAT 3/10KaYECTBEHH TUMPOMM,
KaTo B TO3H C/Ty4aii TepanuaTa TpsOBa fa ce NPeyCTaHOBH. AKO JUMPOMBT HE NOKa3Ba MPH3HALM Ha
CTIOHTaHHA perpecHs, ce Hajlara 3ano4uBaHe Ha HTOTOKCHYIHA TEpanMs.

Coo01maBa ce, ye SAHOBPEMEHHOTO NpHIaraHe Ha GoNaTHH AHTArOHKUCTH, KaToO
TPHMETONPHM/CyN(PaMEeTOKCa30N B PEIIKH Cyuad MPUUHHABA OCTPA METraobIacTHa NaHUNTOINCHHS
(BX. TOUKa 4.5).

DOTOYYBCTBUTENHOCT
ITpu HAKOM HHAMBHAH, MPHEMALIH METOTPEKCAT, € HabmoaasaHa (POTOYYBCTBHTEIHOCT, MPOABABaLIA

ce upe3 NpeKkoMepHa peakims noj fopMarta Ha CTbHYEBO H3rapsHe (Bink Touka 4.8). Hanaranero Ha
HHTEH3MBHA cirbHUEeBa cBeTIHHA Wi UV a1bun TpabBa na ce n3darea, OCEECH AKO HE € MEAHLUMHCKH
noka3aHo. [lauenTiTe TpAOBa 18 U3MOM3BAT NOIAXOAALL2 CTLHLE3AINTA, 34 Aa C€ IPEANAa3sT OT
HHTEH3MBHA CTbHYCBA CBET/IHHA,

[To BpeMe Ha Tepanua ¢ METOTPEKCAT MOTAT Aa C¢ MOABAT MOBTOPHH PEAaKUMHM HA PaXHALMOHHO
HHAYUHpPaH JIEPMATHT H CTbH4eBO HarapsaHe (recall-peakums). Ilcopuaruunure nesum Morar Ja ce

oboctpar npu UV-001puBaHe H € IHOBPEMEHHO NPIIOKECHHE HA METOTPEKCAT.

EnvMuHHpaHETO HA METOTPEKCAT € HAMAJICHO NPH NALUMEHTH C TPETO MPOCTPAHCTBO Ha
pasnpezneneHre (aCLMT, IUIeBpanieH M3HB). TakMBa NALMEHTH C¢ HYXAAAT OT 0COOCHO BHHMATEHO
NpoCJieAsBaHe 38 TOKCHYHOCT H C€ HAara NoHkKaBaHe Ha f03aTa WiH, B HAKOH CITYYaH,
NpeKpaTABaHe Ha NPHWIOKEHHETO Ha MeToTpekcaT. [1pean 3anmousane Ha JeYeHHE ¢ METOTPEKCAT
IUIEBPASIHMTE M3JTHBH H aCHUTHLT TpAOBA J1a ce ApeHHpaT (BX. TOYKa 5.2).

JICYEHHUETO, 3al0TO B MPOTHBEH ClTydai MOXe a Bh3HUKHE XEMOPAruyeH €HTEPHT H CMB
nepgopalus Ha YepBaTa.

ByuTaMHHHMTE NPOAYKTH WIH APYTH NPOAYKTH, ChALPXKAINY ponuesa kucenHHa, Gonu
WIH TEXHHTE NPOM3BOAHM MOTaT Aa HAMAIAT e(heKTMBHOCTTA HA METOTPEKCAT.
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[Tpu neveHHeTO Ha NCOpHasKC, ynoTpefara Ha MeToTpeKcaT TpAOBa Ja ce OFpAHMYH 10 TEXEK,
PE3HCTEHTEH HHBATMH3HPALN TICOPHA3MC, KOUTO HE ce MORIHABA YCNICITHO OT APYTH POPMH Ha
Tepanui, HO CAMO KOTETO AHATHO34Ta € YCTAHOBEHA ¢ MOMOIITA Ha GMONICHA W/HIH Cles
AePMaTONIOrHYHa KOHCYATalN.

[Tpn naiMeHTH ¢ OHKOJIOTMYHH 3a60NIBaHNS, NOJTY4YaBaliH TEPANHA C METOTPEKCAT MMa ChODLIEHHA
3a eHlledanonaTia/IeBKocHLIeANonaTHsA, KOHTO HE MOTaT /18 C& H3KIOYaT H an TEPanus ¢
METOTPeKCaT IIPH HEOHKOJIOrHYHA NOKA3aHUA.

IporpecusHa mm@oxmma neskoeHuepanonarua (1IMJI)
MMa chobiieHHs 3a ciyyial HA MPOrpecHBHa MynTH(OoKaNHa JeskoeHuedaronaria (IIMJT) mpu

MAIIMEHTH, KOHTO MOTYYABAT METOTPEKCAT, HPSAHMHO B KOMOHHALMA C IPYTO MMYHOCYIIPECHBHO
cpeactso. [IMJI Moxe Aia € ¢ eTaaeH u3xoz 1 TpabBa Aa ce Ma npeaABu NpH THGEepeHLMATHATA
AHATHO3a NPH HMYHOCYTIPECHPAHH NalMEHTH ¢ NTOABA HA HOBH WM BJIOIIABAHE HA HEBPOJIOTUYHHTE
CHMITTOMH.

DeprivreT ¥ PENPONYKIHA

Depmunumem

3a METOTPEKCAT HMa ChoOLIeHN, Ye NPH Xopa NPHYMHABA OJIMIOCHEPMHS, MEHCTPYATHE AHCHYHKIHA
H BMEHOpes MO BpeMe Ha JIMCHHETO H 38 KPaThK NEepHOA ClIe MPeKLCBAHETO MY, KAKTO H HApYIICHUSA
HA QePTHNHTETA, 3ACATAIIH CIIEPMATOINeHEe3aTa M OBONCHE3aTa N0 BPpEME Ha IIPUEM — Te3H edexTH ca

o0paTHMM NIPH npelcpaTmue HA TEPAaIHATa.

Tepamaaennocm — penpodyxmusen PUCK
MeToTpeKcaT NPHUHHABA eMOPHOTOKCHUYHOCT, abopT H deTanHu AcexkTH Ha roaa rpH xopa. o

TA3M MPHYMHA BH3MOKHHTE PHCKOBE 38 €eKTH BBpPXY PenpORYKLUHATa, CIOKTaHEeH abopT M BpOICHH
Mandopmaipm TpadBa aa ce 06ChAAT C NANMEHTHTE OT XKEHCKH MOJ C JETEPOREH NOTCHLHAN (BXK.
Touka 4.6). Tpabea aa ce norebpam nunca Ha SpeMeHHOCT Npean aa ce m3nomspa Hamakcup. Ipn
riedeHHe Ha )KCHH B JETepOAHa BB3PACT TPAOBA 21a ce NMpIoXKH e(PEKTHBHA KOHTpaLIEILH 110 BpEME
' Ha JIeYEHMETO H NOHE MeCT Mecella CJIie/] TOBA. . |

BioxTe Touka 4.6 3a CHBET 38 KOHTPALEITLHS TIPH MEXE.

IeauatpyyHa [oNyIays .
He ce npenoprnuBa ynorpebara npu aeua <3-roaMIlHa Bb3PACT, Thif KATO HAJIMYHKTE JaHHH 38 .
eduxacHOCT K $€30MACHOCT NPH TA3M NOMyJIAllkA Ca HEAOCTATHYHHM (8x. TOUuKa 4.2).

[loMouIHY BeleCTBA:

Hampusi
To3u nekapcTBeH NPOAYKT ChABPKA NMo-Manko or 1| mmol Hatprit (23 mg) Ha n034a, T.€. MOXKe Aa ce
Kaxe, e MpaKTHYESCKM He ChAbPKA HATpHi.

4.5 BoammoneiicTBAe ¢ APYTH JIEKAPCTBEHE NPOAYKTH H APYTH GOPME HA BiaEMOAcHcTBHE

AJKOXOJ]I, XeIATOTOKCHYHHY JIEKADCTBEHH PO, XEMaTOTOKCHYHH ICKADCTBEHH NIPOAYKTH
BeposTHOCTTAa METOTPEKCAT AA MPOABH XENMATOTOKCHUEH €(eKT C€ YBE/IHYaBa NMPH PEAOBHA
KOHCYMALHS Ha ATTKOXOJI H KOTaTO ChIIEBPEMEHHO Ce NPHEMAT JPYTH XENaTOTOKCHYHH JIEKAPCTBEHH
NPOAYKTH (BXK. TOUKA 4.4). [lanneHTHTe, KOUTO €AHOBPEMEHHO NMPHEMAT APYTH XENMATOTOKCHYHH
NIEKAPCTBEHH MPOAYKTH (Hanp. neduyHoMma) Tpabea aa ce npocneasBar ¢ 0coOeHO BHHMAHHS
Cainoro Tpabea 11a ce B3eMe NMPEeABHA NPH €IHOBPEMEHHOTO ITPIIOKEHUE HA XeMATOTO
JIeXapCTREHH NPOAYKTH (HAND. jieGIyHOMH], a38THONPHH, PCTHHONAH, cyadacan
NAHIMTONECHHUA M XENATOTOKCHYHOCT MOJKe /18 CE YBE/IUMH, KOraTo JieQIyHOMHI/ ¢€ K¢

MCTOTPCKCAT.

.-l.r_

I(omﬁmmpaﬂo JICUCHHE C METOTPEKCAT H PECTHHOHAH, KATO ALUHTPCTHH HAH GTPBTHH
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PHMCKA OT XENIATOTOKCHYHOCT.

[TpunoXeHHETO Ha AOMMBJIHUTEIHH XeMaTOTOKCHYHH JIEKAPCTBEHH IIPOAYKTH [0BHINABA BEPOATHOCTTA
OT TE€XKH XeMAaTOTOKCHYHH HEXEIAHM PEaKLMM KbM METOTpeKcaT. ENHOBPEeMEHHOTO NMPHUAOKEHHE Ha

METAMM30J1 H METOTPEKCET MOXKe 18 YBEJINYH XeMaTOTOKCHYHUA edeKT Ha MeToTpexcar, 0cobeHO npH
naLMeHTH B CTapyuecKa Be3pacT. CleaoBaTenHo, eAHORPEMEHHOTO NPHIOKEHHe TpiOBa na ce u3biArea.

JlekapcTBEHH NPOAYKTH C HEXEJIaHH Peakuni BhpXY KOCTHUA MOIBK

IIpy neyeHUe ¢ JIEKAPCTBEHH NMPOAYKTH, KOHTO MOTAT Ja OKAXKAT HEXETaHH PeakLii BbPXY KOCTHMS
MO3BK (HAMp. cyN(OHAMHAHN, TPHMETOTIPHM-CYIPaMeTOKCa3o, xaopaM(peHHKoN, MHPHMETAMHH)
Tpabpa 1a ce o0bpHE BHIMAHME Ha BE3MOKHOCTTA 38 H3PA3CHO YBPEXKAAHE HA XEMOIIOE3aTa.
EAHOBpEMEHHOTO NMPHIOKEHHE HA METAMH30II H METOTPEKCAT MOXKE /18 YBEITHUH XeMaTOTOKCHUHHS
edexT Ha MeToTpeKcaT, 0cOGEHO MpH NMALMEeHTH B cTapuecka Be3pacT. Ilopanu ToBa eAHOBPEMEHHOTO
MpIIoXKeHne TpsOBa /ia ce U3barsa.

B3aumooelicmaun, oxazsauiu eausHue 8spxy ynompebama na mosu aémpcmu RpooOyKm

Biaumodeticmsus, xoumo mMo2am O0Q nosuwiam Hueama Ha Memompexcam:

A30TEeH OKCHI

VnotpebGaTa Ha a30TeH OKCHJ 3aCHIBa e(eKTa Ha METOTPEKCAT BbpXy MeTabosiH3Ma Ha ouesa
KUCEJTHHA, TPeAH3BUKBANKH NOBHILIEHA TOKCHYHOCT KaTO TEXKKa HENPECABHAHMA MHEIOCYTIPECHA H
CTOMATHT. BBIIpeKkH e TO3H eeKT MOoXkKe Zia Ce HAMANIH Ype3 MPHIOXKEHUE Ha KAMLHEB (GonuHar,
enHOBpeMeHHaTa ynoTpeba Ha a30meH OKCHI H METOTpexcaT TpaOBa Ja ce u3barsa.

AHTHOHOTHIH

B otaennu ciydad, aHTHOHOTHIM, KATO IICHHHHAHEM, ITHKONENTHAM, CyI(pOHAMMAH,
uHnpodnoKcauMH ¥ edanoTHH MOTAT a HAMANST 6B0peuH s KNUPBHC HA METOTPEKCAT, TaKa Ye na
NPEAH3BUKAT NOBMIIECHH MUIA3MEHH KOHIIEHTPALMM H& MCTOTPEKCAT C MOABa HA CHITBTCTBALIA
XEMATONIOFHYHA H CTOMAWHO-YPEBHE TOXCHYHOCT.

JlekapCTBeHN NPOAYKTH ¢ BHCOKA CTENCH HA CBHP3BAHE ¢ JIA3MEHHUTE NPOTEHHH

MeToTpexcaT ce CBbpP3Ba C IUTa3MEHUTE POTEHHH H MOXKe 18 6bAe H3MECTEH OT APYIH JICKAPCTBEHH
NPOAYKTH, KOHTO CE€ CBHP3BAT C IMMPOTCHHHUTE, KATO CATMIIHIATH, XHNOTIHKEMHYHH CPE/ICTBRA,
OHYpETHIM, CyadoHaMuan, AMPeHWIXHAAHTOMHY, TETPALMKIMHY, X10paMpEeHHKOI H
p-aMHHOGEH30€HA KHCETHHA W KHCEJTHTE NMPOTHBOBB3NAIMTENHH CPEACTBA, KOMTO MOraT Aa NOBCAAT
IO NOBMINEHA TOKCHYHOCT, KOTATO ¢€ M3MON3BAT 3aeIHO.

ITpobenermz, cnadby OpraHWIHH KMCEIHUHHM, TAPA30IM U HECTEPOUIHH MPOTHRORHAMNA

CpPECTRA p

[TpoGenenma, cnabure opraHWYHKY KMCEJIMHH, KATO OPHMKOBHTE JHYPETHIH H MHPA3OJIKTE
(bermnbyTazoH) MOraT A& HAMANAT ETHMHMHHPAHETO HA METOTPEKCAT H MOXE Jia C€ JOMyCHE, Ye Mo-
BHCOKHTE IUIa3MEHH KOHUEHTPALMH WHAYUMPAT [0-BHCOKA XEMATONIOrHYHA TOKCHYHOCT. ChIIECTBYBA
CBLIO BE3MOXHOCT 3a MOBHIICHA TOKCHYHOCT, KOraTo € KOMOHHHPAT HHCKA 038 METOTPEKCaT H

HECTECPONIHHM NPOTHBOBBINANHTCIIHHA JICKAPDCTBCHH MPOAYKTH HIH CATHUWIATH.

JICKAPCTBEHH  KOMTO 11 BMKBAT (oJaTeH

EaHOBpEMEHHOTO MPHIAarale Ha MpoJyKTH, KOHTO NPEAN3BHKBAT donareH aepuimT (Hanp.

- cyndhoHAMHTH, TPHMETONIPHM-CYJI(PaMETOKCA30]1) MOXKE A AOBEE A0 NOBHIIEHA TOKCHYHOCT HA
merorpexcatr. ETo 3a1mo ce npenopsuBaT 0COOSHH MPOKH NMPH HATHYHE Ha ChLIECTBYBAI AehHIMT Ha
¢onHeBa KMCEIHHA.

HuxuburopH Ha NpOTOHHATA NIOMIIA

ENHOBpEMEHHOTO NPWIOKEHHE HA HHXHOMTOPH HA MPOTOHHATA NOMIIA, KATO OME
NaHTONPA30J MOXKE A3 AOBSAE AC B3auMOAcHCTBHA: ENHOBpEMEHHOTO IpHIOKE
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7-XUAPOKCUMETOTPEKCAT C MHAJITHA U BTPHCAHE.

Cyndacanazuy

Brnpexy ye KoOMOMHALMATA OT METOTPEKCAT H cyadacanasiH MoxXxe Ja ZOBEJE A0 YBe/IHYaBaHe Ha
e(hHKACHOCTTA Ha METOTPEKCAT ¥ B PE3YJITAT Ha TOBA 1A AOBEJE A0 MOBEUE HEKEJAHU PEaKiuH,
nopaan HHXHOMPAHETO Ha CHHTe3a Ha GOsMeBa KHCEIHHA Ypes CYI(pacanasiH, TAKHBA HeXeNaHH

peakLin ¢a HabMmoJaRaHu CaMo B OTACNIHA PEIKH CITy4YaH B XO8 Ha HAKOJIKO (IPOYIBAHHA.

Jpyry aHTHPEBMATHYHH JIEKAPCTBEHH NPONYKTH
ITo npuHuKn He TPAGRA Aa ce OUaKBa NMOBHIIABAHE HA TOKCHYHHTE e(PEKTH Ha METOTPEKCAT, KOraTo

'Hamaxkcup ce nmpuiara 3a¢iHO ¢ APYTH aHTUPEBMATHHHY JIEKAPCTBEHH NPOXYKTH (HANp. CheAHHCHHS
Ha ATOTO, MEHHLIWIAMHMH, XHAPOKCHXIOPOKBYH, cyndacanasyi, a3aTHONPHH, HHKIOCIIOPHH).

HIE!OOHQEHH

[{uxaocnopHH MOXe Aa NOTeHLMpa edHUKACHOCTTa H TOKCHYHOCTTa Ha MeToTpekcaT. ChllecTByBa
NOBHLIEH PHCK OT OB0pesHa aAuchynkuma. OCBEH TOBA, CHIIECTBYBA OHOIOTHYHA BEPOATHOCT 34
pEeKOMEPHA HMYHOCYTIPECHSA H CBBP3aHHTE C Hed YCIOKHEHMS.

B3zaumooeticmeun, xoumo Mozam Oa ROHUNCAM HUSAMA HA Memompexcam.

I1 KTH, CbIb €Ba WiIH HHOBA KHCE/IMHA
BuTaMHHHH NPOAYKTH WIH JAPYTH MPOAYKTH, CHALPKAIIH (POSHEBA KHCEJIHHA, (POJTHHOBA KHCETHHA
WK TEXHHTE NMPOH3BOAHH MOTAT JIa HAMANAT e(peKTHBHOCTTA HA METOTPEKCAT.

HanuTku, KOUTO CHABPKAT KOPEHH WIH TeOQUITHH

[TpexomepHaTa KOHCYMALMA HA KodeHH- WIH TeoPHNTHH-CHIBLpKAINY HANUTKH (Kade,
KOQeHH-ChaBpKaLlH (e3aIKOX0JHH HAIMTRH, YepeH Yaii) TpaOpa fa ce H363rBa N0 BpeMe Ha JieYeHHe
¢ METOTPEKCAT, Thii KATO e(peKThT Ha METOTPEKCAT MOXKE Ja ce OTC/1abH 0T BE3MOKHOTO
B3aHMOAENCTBHE MEXKAY METOTPEKCAT H METHJIKCAHTHHHUTE 38 874CHO3HHOBUTE PELIETITOPH.

Apyzu e3aumooeucmsusn.

Ile aHTHOU

ITepopanuu aHTUOHOTHLM, KATO TETPALMKIHH, XnopaMpeHHKON H HeabcopbupyeMH
INHPOKOCTIEKTHPHH AaHTUOHOTHLIM MOTaT AA C€ HAMECAT B EHTEPOXEMaTaIHaTa LMPKYJIALMA, Ype3
MHXHOMpaHe Ha YpeBHATA (UIopa WM NoTHCKaHe Ha OakTepHanHus MeTabOIH3BM.

B3aumooeiicmeun, 0Ka3eauiu snuRnue edPXy ynompebama Ra Opy2u NeKapCmeeRu npodyxmu

XvBY BAKCHHH
Iopaay BB3MOXHHTE MY €deKTH BbpXy HMYHHATA CHCTEMA METOTPEKCAT MOXKe 8 XOMITPOMETHpa

BAKCHHAJICH OTTOBOp WIH Aa AoBeae A0 Gamiinsl pe3yITaTH 0T HMYHONOTHYHH TECTOBE

(MMYHOJOTMYHH NPOLIEAYPH 33 OLICHKA HAa HMYHHATA peakiims). [lo Bpeme Ha Tepanmus ¢ METOTpeKcaT
He TpAOBa 114 ce H3BBPIIBA BAKCHHALMA C )KHBH BAKCHHU (BX. TOUukH 4.3 1 4.4).

MepKanTomnypuH
MeToTpexcaTr NOBMILARA TUIA3MEHHTE KOHIIEHTPALMM Ha MepkanTonypuH. CieaoBaTesiHo Npy

KOMOHHUPEHETO Ha METOTPEKCAT ¢ MEPKANTOMyPHH MOXeE Aa € HeobXxoaAUMO afanTTHpaHe Ha 1034aTa.
TeogpunuH

MeroTpekcar MOXe Aa HAMAIIH KIMpbHCa Ha TeO(HIHH; HUBaTa HA TeOGHIHH TpaOBa na ce
NPOCNENABAT, KOTATO C€ H3NOI3Ba €AHOBPEMEHHO C METOTpPEKCAT. '

4.6 DepraanrteT, (peMeBHOCT B KbpMeHe

A EeHH ¢ €H HOoTE 0 e H XeHH
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XKenure He TpaOra Aa 3a0peMeHABAT 110 BpeMe Ha Teparus ¢ METOTPEKCAT, a TpabBa a U3non3paT
eeKTHBHA KOHTPALICILHA 10 BPEME Ha JICUCHHE C METOTPEKCAT M NoHe 6 MeceLia crie ToBa (BaXK.
Touka 4.4). Ilpenn 3anovuBaHe HA TEPANHI JKEHHTE B IETCPOHA Bb3pacT TpaOBa fja Obaar
HH(OPMHPAHH 38 PHCKA OT MaJIOpMaLlHH, CBBP3aHH C METOTPEKCaT ¥ TpAOBa ChC CHIYPHOCT fia ce
H3KIIOYHM BCAKA ChHIIECTBYBAINA OpeMEHHOCT, KATO ce MpeanpHeMaT HeoOX0QMMHTE MEPKH, Hamp. TECT
3a 6pemenHocT. Koraro e KIMHHYHO 000CHOBAHO TecToBeTe 3a 6peMeHHOCT TpAOBa Ja ce MOBTAPAT NO
BpeMe Ha JIeueHHeTO (Hamp. ciell MpoNmycK B KOHTpauenuuaTa). [lalMeHTKH B 1eTepoaHa BL3pacT
TpsGBa 1a OBLAAT KOHCYATHPAHH 110 OTHOIIEHHE HA NPEANa3BaHe OT W [UIAHUpaHe HA OpeMEHHOCT.

KoHTpauermiug npH MuKe
He e u3BecTHO JajiM METOTPEKCAT Ce OTKpHBA B criepMaTa. [IpoyuBanns NpH XHBOTHH [OKA3BAT

FeHOTOKCHYHOCT, TAKa Y€ PHCKBT OT FeHOTOKCHYHH e()eKTH BBPXY CIIEPMATO30HANTE HE MOXKE
HAITRJIHO Ja ce M3KMoYK. OrpaHMueHHTe KITMHHYHH AAHHH He NMOKA3BAT NMOBHILIECH PHCK OT
mandopMaLi Wi abopT ClieA eKCMO3MLMA Ha fainaTa Ha HHCKM J03H MeToTpekcat (NOo-HUCKH OT
30 mg/ceamuuia). 3a NC-BUCOKHTE AO3M HAMA JAOCTATHUHO JaHHH, 34 1A € OLICHAT PHCKOBETE OT

MandopMali WiH abopT ciiel eKCno3HLMA Ha famara.

I]penapwna CC KATO NpeAna3Ha MApKa 1no speMe Ha JICHCHHCTO U TTOHE 3 Mecella cnej CIIHpaHC Ha
METOTPEKCAT CEKCYRITHO AKTHBHHUTE MALMCHTH OT MBXKH 1101 WITH TEXHHUTC NMapTHbOPKH 1a H3I10JI3BaT

HaJeXKIHA KOHTpauenuud. Mexkere He TpaOpa na AapsBaT criepMa IO BpeMe HA TEPAIMMATA WM B
PaMKMTe Ha 3 Mecela crie]l PeKPaTABaHe Ha METOTPEKCaT.

bpemMeHHoOCT
MeToTpeKcaT € NpOTHBONOKA3aH N0 BpeMe Ha 6peMEHHOCT NPH HEOHKOJIOTHYHH NOKa3aHMA (BX.

To4Ka 4.3). AKo Bce nak Bb3HHKHe OpeMEHHOCT 0 BPpEME HA JIEYCHHETO ¢ METOTPEKCAT WIH A0

6 Mecewa CJie]| TOBA, NaLMEHTKaTa TpSOBa 1a NOMyYH HH(pOPMAaLE OTHOCHO PHCKA OT YBpeXIally
eeKTH BLpPXY A€TETO, CBBP3aHH ¢ JCUEHHETO, N TPAOBA J1a ce U3BBPILH YITPA3BYKOBO M3C/ICABAHE, 3a
Ia ¢e TIOTBBPAH HOPMAITHOTO Pa3BUTHE Ha ILTOJA.

[Ipu npoyusaHMs BEPXY XMBOTHH, METOTPEKCAT NOKA3BA PENPOAYKTHBHA TOKCHYHOCT, 0C0OEHO npes
MBPBHA TPHMECTDP OT OpeMeHHOCTTa (BXK. TOuka 5.3). Jlokas3aHo €, 4e METOTPEKCAT € TEPATOreHEH 3a

Xopara; ¢10011aBa ce, Y¢ NpHYHHABA deTanHa CMbPT, 400pTH W/WIH BPOACHH aHOMAIIHH
(Hanp.4epenHo-IHLECBH, ChpAcuHO-ChAOBH, LIHC niu 3acaramu kpafiHMUMTE).

MWRG&T € MOUIEH TePaTOreH NMpPH XOpa, ¢ MOBHIIEH PUCK OT CNOHTAHHH abOpTH, OrpaHH4cH
BETPEYTPOOEH pacTexk H BPOACHH MaJIpopMaliMM NPH eKCITO3ALMA 110 BpeMe Ha HpeMEeHHOCT.

- CroHTaHHH aboptu ca c'boﬁmaaanﬂ npu 42,5% ot OpeMEHHHTE KEeHH HA JICYCHHE C HUCKH 03U
meroTpekcaT (no-HuckH ot 30 mg/ceamuila), B CpaBHEHHE CbC ChOOIIEHATa HecToTa OT 22,5%
TP MALUMEHTH CBC ChIIMTE 3a00MABAHHS, HO JIEKYBAHH ¢ PAIHYHH OT METOTPEKCAT AEKapCTBa.

- I'onemu BponeHH AeexTH ca BB3HUKHAIH NpH 6,6% OT XUBUTE POKIAHUA NPU EKCIIOZHPAHH
KEHH Ha JIEUEHHE C HHCKH J03H MeTOoTpeKkcaT (no-Hucku ot 30 mg/cenmuiia) no BpeMe Ha
OpeMeHHOCT, B cpaBHEHHE ¢ NPHOAM3UTENHO 4% OT XHMBUTE pAXAAHHS TIPH NMALHEHTH CBC

CBIHTE 3a00/IABAHHA, HO JICKYBAHH ¢ Pa3IMYHM OT METOTPEKCAT JIEKAPCTBA.

HsaMa pocTaThb4yHO AaHHH 38 EKCMO3HLMATA Ha O3H METOTPEKCaT no-BHUCoKH oT 30 mg/ceaAMHLa No
BpeMe Ha OPEeMEHHOCT, HO ¢€ O4aKBaT M0-BUCOKH 4€CTOTH HA CIIONTAHHY 800pTH H BPOJEHH

MaadopMalud. *

Korato nphioxkeHKHETO Ha METOTPEKCAT € MPEKBCHATO NMpPeM 3a4eBaHeTO, Ce CHOoDmana 3a HOPMANHO
npoTHMaI OpeMEeHHOCTH. . -
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KbpMene |
MeroTpexcar ce eKCcKkpeTHpa B KbpMata. JlopaZin BL3MOXKHATA NOABA HA TEXKH HEXKEJIAHH PEaKLiuM

IIPH KspMadeTo, JedeHHeTo ¢ HaMakcup e NpoTHBOIIOKA3aHO 1O BpeMe Ha KbpMeRe (B, Touka 4.3).
- Ero 3amo kppMmeHeTo TpaOBa Ja ce mpexpaTH NpeaM M o BpeMe Ha JIEYeHHETO. -

DepTHAHTET

MeToTtpekcaT 0Ka3pa BIIMAHHE BLPXY CIIEpMAaTOreHe3aTa H OBOreHe3aTs, M MOXe Ja A0BeAE A0
HaMaseH pepTuauTeT. Crobiaea ce, 4€ IpH Xopa METOTPEKCAT BOAM A0 OJTMTOCTIePMHKA,
MEHCTPYa/IHH CMYILEHHE H aMeHoped. B nosedero ciiyuau Te3u edekTH H3rjaexaa ca oOpaTiMH cien
NPCKPATABAHE HA JICUEHHETO.

4.7 EdexTn pbpxy cnocobroctTa 32 modrpane u pabora ¢ MAIMBHA

[To BpeMe Ha JICYEHHETO MOTAT J1a C€ MOABAT CHMMTOMH OT CTpaHa Ha HEPBHATA CHCTEMA, KaTO yMOpa
u 3aMasHocT. Hamakcup HMa ¢1a60 win yMepeHo BiinsHMe BbpXy ciocoOHOCTTA 3a lnodHpaHe U
pabora ¢ MALIHHH.

[NaumenTrre Tpabera na ObAAT HHCTPYKTMpPAHH 2 Gma'r NpeAna3iuBH MPH 3aM0YBaHE HA JICHEHHE C
HaMakcCHp M, aKO & 3aCerHaTH, Ja H36ArsaT NOTEHIMATHO ONAacHH AeHHOCTH, KaTo wodHpaHe H

pabora ¢ MaIHHK.
48 Hewenann JEKAPCTBERH PeaKIBK
IOMe Ha npodia Ha [acH

Haif-cepno3HuTe HexeaHH peakiiMM OT METOTPEKCAT ¢a: NOTHCKAaHE Ha GYHKUHATA HA XOCTHHS
MO3BK, 0e1oApoOHa TOKCHYHOCT, XeIIaTOTOKCHYHOCT, 6b0peyHa TOKCHIHOCT, HeBPOTOKCHUYHOCT,
TpoMboeMbonHuHH chOKTHA, aHadIIAKTHYEH LIOK H CHHIAPOM Ha Stevens-Johnson.

Haii-yecro nabmonasaHuTe (MHOIO 4ecTH) HeXeNaHU peaKIMi Ha METOTPEKCAT ¢4
TaCTPOMHTECTHHAITHMTE HAPYINEHMs (Hanp. CTOMAaTHT, Aucnencus, abnomuHanHa Gonka, rajexe,
3ary0a Ha areTHT) H OTKIOHCHHATA B HEPHOAPOOHHTE (PYHKIMOHATHH H3CICABAHUSA (HAIMp. IIOBHUIDEHH

anaHuH amuHoTpacepasa (ALAT), acnaprar amuHoTpacdepasa (ASAT), 6uupy6us, ankanHa
(pocdaraza). Jpyru gecto HabnoaapaHH (UeCTH) HEXEIGHH PEaKLMH Ca: TEBKONCHUA, AHEMHS,

TpomboumTOnenus, rnasobonne, ymopa, CbHIMBOCT, THEBMOHHA, HHTEPCTHMLIHA/ICH
AITBEOTHT/ITHEBMOHHT, Y€CTO CBBLP3BAHH C €03MHOHNMA, A3BH B YCTATA, IHAPHI, €K3AHTEM, EPUTEMA

H CBpOexK.

Haii-3Ha“TMMHTE HeXXENaHH PeakliMH ca MOTHCKAHEe HA XeMOMOETHYHATA CHCTEMA M CTOMALITHO-9PEBHH
HapyLIeHHA. |

TabawueH cIHUCHK HA HEXEJIAHHUTE J1e HH

. 3no/3BaHH ca ClIeHHTE O3HAYCHHA, 32 /1A C€ CHCTEMATHIHPAT HEXEJIAHUTE PEaKLIMH IO YE€CTOTa:
MHOro YectH (21/10), yectn (21/100 no <1/10), Hewectn (21/1 000 no <1/100), peaxu (>1/10 000 o
<1/1 000), mroro peaxu (<1/10 000) u ¢ Heu3BecTHa yecTOTA (OT HANMYHMTE AAHHH HE MOXe Ia Onae

HATNpaBeHa OLEHKA).
Hindexumy u undectaimy

Hewvecru: (papHUHTUT
Penxmn: MHEKIHH (BK1. peaKTHBHpaHe Ha HEAKTHBHA XPOHHYHA HHGEKLMA), CeNCHC,
KOHIOHKTHBHT . .
Heornasmu - no6pokayecTsesu, 3NOKAYECTBEHH H HeonpeaeneHH (BKIIO
MHoro peaxu: auM@poM (BXK. ONHCAHKHE MO-A0TY) .
€HHA Ha H HATA CHCTEMA
YecTn: JIEBKOTMEHHS, AHEMHS, TPOMOOLIUTONICHUA
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Hevectn: NMaHUMTONCHHSA

MBHoOro peaxu: arpaHyJOLUTO38, TEXKH MEPHOAH HA MOTHCKAHS HA KOCTHHA MO3EK,
numdonponHdpepaTUBHH HapylIeRHUA (BXK. ONUCAHHE NO-I0MIY).

- C HeH3BeCTHa

4YeCTOTA: e03HHODHIHA

Hapyuienvs Ha HMYHHaTa CHCTEMA
Penku: aNepriyHu peaKkiMM, aHahuiakTHyeH mox, :mnorauarnoﬁynuuemm

Hapyinenus Ha meTabonu3mMa U XpaHEHETO
HeuecTH: OTKIIOMBAHE Ha 3axapen aHader

[IcHXMYHH HADYIIEHHS
HeuectH: aenpecus, 00bpKaHOCT

Penxwu: NMPOMEHH B HACTPOCHHETO

HapviuieHis Ha HEPBHATA CHCTEMA
Yecru: rnaBobonue, ymopa, CbHJIHBOCT

HevecTu: 3aMastHOCT

MHoro peaku: 6onka, MycKyJiHa ¢nabocT, napecTe3us/XHIOeCTe3Hd, MPOMEHH B YCEIIAHETO 38 BKYC
(MeTaneH BKyC), KOHBYJICHH, MEHHHTH3BM, OCTHP 8CEITTHYEH MCHHUHTHT, Napaiusa

C Heu3BecTHA |

4eCTOTA: eHueanonarus/neskoeHuedaronaTus

Hapviienus Ha ounre
Penku: 3PUTETHY HApPYLICHHSA

MHoro peaxy: HapYIICHO 3pEHHE, PETHHONATHA

ChpAeyHH HapYLIEeHHs .
Penxu: MEPHKAP/MT, NEPUKAP/CH HITHB, NEPHKAPIHA TAMIIOHA/A

CuI0BH HAPYILICHUS
Penxu: XHIIOTOHHA, TPOMOOEMOOIHUYHH CHOUTHA

PecnupaTOpHH, rPBAHH 4 MEAHACTHHAIHH HAPYILUIEHHA
YecTu: NMHEBMOHHA, MHTEPCTHLIMANIEH AJIBEOJIHT/ITHEBMOHHT, YE€CTO CBBP3aH ¢ COZHHO(HIHA.

CuMNIToMHUTe, KOWTO COUAT MOTEHLIHANHO TekkO0 OenonapobHo ypexnaHe
(MHTEPCTHLIMAJIEH MTHEBMOHHUT) €a: CyXA, HCMPOAYKTUBHA KalUTHLIA, 3a0yX U BUCOKA
TeMIrcpartypa

Penxu: oenoapobra dubpo3a, NHEBMOHMA, TPHYUHEHA OT Pneumocystis jirovecii, 3aayX H

OpoHxHanHA aCTMA, TUIEBPATICH H3IUB

C HensBecTHa

YecToTA: eNHCTAaKCHC, MyAMOHA/IHA ANBEOIAPHA XeMOparus

CTOMALUHO-YPEBHK HAPYIIECHHA
MHoro yecTH: CTOMATHT, AMCNENCHS, raicHe, 3aryba Ha aneTuT, abnoMHHanHa Oonka

HectH: A3BY B YCTATa, AHapHs

HeuecTu: CTOMALLHO-YPEBHH A3BH U KbPBEHE, CHTEPHT, NMOBPHiilaHE, MaHKPEaTUT
- Penku: TUHTHBUT

MHoOro peaku: xeMaremesa, XeMaTypHs, TOKCHYEH MErakoaoH

XenaToOunHapHY HapyiieHus (BX. Touka 4.4)

MHoOro 4eCTH: NATONOrHMYHH U3CNEIBAHUA Ha uYepHOAOOHaTa PyHKUMA (NNOBULLIEBH

ankaina pocdaraza v OHIHPYOUH).

HeuecTu: ipo3a, pubposa 1 MaCTHA AercHepanus Ha yepHus apod, Hamanse
anbymMuH

Penxu: OCTBP XENAaTHT
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MHoro peaxy: uepHOAPOOHA HEAOCTATHYHOCT

Hapyinenus Ha KOXKaTa K NOAKOXHATA THKAH

Yecru: €K3aHTEMA, EpHTEMa, TIPYPHTYC |

Heygectu: peaxiy Ha GOTOUMYBCTBHTEIHOCT, KOCONA/, YBeHYaBaHe Ha peBMATUUHHUTE BH3JTH,
S3BH M0 KOMKATA, XepIieC 30CTep, BACKYJIHT, xeprneTndopmeHH oOpHBH 110 KOKaTa,
yPTHKapHS

Penxu: NMOBHIICHA MUIMEHTALHA, AKHE, MeTEXHH, €KXHMO3a, aJIepri4eH BACKYIHT

MHOro peiKH: CHHAPOM Ha Stevens-Johnson, TOkCHYHA enMUAEpManHa HEKPOIH3a (CHHAPOM Ha
Lyell), noBrineny NUrMeHTHH NMPOMEHH HA HOKTHTE, OCTpA NAPOHHUXHA,
GypYHKY103a, TelICaHTHeKTa3uu

C Hen3BecTHA _— ‘

4eCTOTa: 'KOXHa exchonmnais/exchomuaTiBeH ACPMATHT

HapvineHus Ha MYCKYJHO-CKEJIETHATA CHCTEMA H CHhEAMHUTEIHATA THKAH

HewecTn: apTPaNTid, MHAIITHA, OCTEONOpO3a

Pemxu: cTpec QpakTypa

C HeM3BECTHA |

JeCTOTA: OCTEOHEKPO03a Ha MeMIOCTTa (BTOPHUYHO cliefl TUMGPonpoIHepaTUBHUTE HAPYIUICHH ).

Hapyinenus Ha 61.0peuyre 1 nHkoUHHTE MLTHILA |

HeuecTu: BBINAJICHHE H YJILIEpalHa HA NMHKOYHHA MeXyp, OBpOpedHo ynpenc.naﬂe, HAPYIICHA
MHKLIHA

Penx 010peuna HEOCTATEYHOCT, cumrypm aHypHA, ENeKTPOJIHTHH HAPYIICHUS

C HeusBecTHA

4ecToTa: npo'reuﬂypm

Hapyinenws Ha B3npOH3BOANTE/IHATA CHCTEMS M Ibp/IATA

Hevectn: BB3MNAJICHHE M 3BH HA BJIAFATHIETO

MHoro peaku: 3ary6a Ha THOMI0, HMIIOTEHTHOCT, THHEKOMACTHA, mmmcnepm HapylU¢Ha
MEHCTpYAaiHi, BarHHAJIHO TEUeHHe *

OG6uy HapymeHns H ¢peKTH Ha MACTOTO Ha IPWIOKEHHE
Penxu: Tpecka, 3adaBseHo 3a3/JpaBgaBane HA PAHHUTE

MHoOro peaxn: JOKIHO yBpexaaHe (06pasysaHe Ha cTepuicH abcuec, TMNOANCTPOdUS) HA MACTOTO
Ha MIDKEKTHpaHe cie HHTpaMyCKYJTHO HWIH TIOAKOXHO NPHIOKEHHE.

C Hen3BeCTHA -

4eCTOTA: ACTEHHA, OTOK, HEKPO3& HA MACTOTO Ha HHIKEKTHPAHE

| aHHe HA HeKeJl '

TMosBaTa ¥ TEXECTTA HA HEXETAHHTE Peaki[iM 3aBHCAT OT JA03aTa M YeCTOTATA Ha MpiokeHue. Bee
naK, Thi KaTO TeHKH HEXETAHH JICKAPCTBEHH PEaKHH MOTAT Aa € NMOABAT AOPH NMPH NO-HUCKH AO3H,
e BAYKHO NallMeHTHTE Ja ce HaOMmoAaBaT peOBHO OT JIeKApA Ha KPATKH HHTEPBAJIH.

Jinmdoma/numponponudepaTHBHH HAPYLICHHA: UMA CHOBIIEHH eAMHITHH CJTy4ay Ha JuMpoma K

APYTH AMMOnpONHGEepPaTHBHA HAPYIIEHHA, KOMTO B MOBEYETO C/IyYaH OTLIYMABAT TIPH
MPEeKpaTABaHe HA JICUCHHETO ¢ METOTPEKCAT.

Ilo mpuHIMN NMOAKOKHOTO MPHIIOKEHHUE HA METOTPEKCAT € ¢ A00pa 10KANHA NOHOCHMOCT.
OOHKHOBEHO ca HAOMIOAABAHM CaMO JIEKM JIOKAITHH KOXHH peakiiuM (TAKHMBA KATO ycemaue 3a
napeHe, epUTEMA, OTOK, MPOMAHA HA I(BETA, ChpOex, CUICH c'hpﬁexc, Oonka), KoMTO OTC/Aa0BaT
BpEME Ha TEPANHNAITA. . //‘ N .'Mﬂ o 4,

Cro6uaBaHe Ha [OLOMPAHN HEME/IAHH PEAKUNH i
- Cro0maBaneTo Ha IOAO3HPAHM HEKEIIaHH PeaKLMM CJ1e]] paspeuraBaHe 3a yno'rpeﬁa .. '_’__
MPOAYKT € BAKHO. TOBA NO3BOJIABA Aa NPOABDKH HaOMOAEHHETO HA CHOTHOMCHH

JeKApCTBEHMs MPOAYKT. OT Menmmncmne CIIELIMANIHCTH Ce M3HCKBA A CHOOINABAT B
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NOAO3HpPaHa HeXeNaHa peakipa upe3 HamwiHUTeHa areHIMS 110 JIEKapCTsaTa, yi. ,,Jdaman ['pyes”
Ne 8, 1303 Cotua, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpenosnpane

C HAa 03 e
ToxcHIHOCTTE Ha METOTPEKCAT 3acAra NPeAMMHO XEMOITOSTHYHATA CHCTEMA.

6) JleueOuu MEpKH NpH NMPEAO3HpPAHE

Kammesnar ¢onHHAT € cielH(PHYCH AHTHIOT 38 HEYTPATMIHPaHe Ha TOKCHYHUTE HEXeAaHH ePeKTH
HAa METOTPEKCaT.

ITpu caysaiiHo npeao3upase TpaOBa B paMKHTE Ha €IHH 4ac Jla Ce MPHIOKH UHTPRBEHO3HO HIIH
MHTPAMYCKYJIHO KATLMEB QOTHHAT B 032, KOATO € PABHA MNH NO-BHCOKA OT NMPEBHIICHATA 1038 Ha
METOTPEKCAT K MPWIOKEHUETO Aa MPOARDKH, T0KATO CEPYMHHTE HHBA HA METOTPEKCAT AOCTUTHAT
107 mol/l. . |

[Tpn MacHBHO mpeao3HpaHe, MOXE Aa ca HEOOXOAWMMH XHApATALNA U AITKANTH3IMPAHE HA TTHKOYHUTE
ITHTHINA, 38 J8 CE MPeJOTBPATH OTJIArAHEe Ha METOTPEKCAT W/ IN Heroeure MeTabonuti B 656peunure
kaHamdera. JIoKa3aHo e, 4e HITO XeMOZHATIH3aTa, HHTO NEPHTOHeaNHaTa AMaH3a noaobpasar
eJIMMHHHPAHETO HA METOTPeKCaT. 3a eEKTHRHO OUHCTBAHE HA METOTPEKCAT Ce Chobllara NpH
H3M0/I3BaHE HA OCTPa, HHTEPMHTEHTHA XeMOAMAIH3a, H3TI0/I3BAlNA JHANIH3ATOP C BUCOKA
MPONYCKIITHBOCT. -

5. ®APMAKOJIOTHYHH CBOUCTBA
5.1 @apMakoARHEAMHTHH CBONCTBA

dapmMakoTeparnesTHYHa rpyna; AHTHHEOIUTACTHYHH M HMYHOMOIY/IMpAlllH CPe/CTBS;
HMYHOCYTIPECAHTH; ApyrH HMyHocynpecanTd, ATC xoa: LO4AX03

AHTHpeBMaTHYEH NIEKAPCTBEH MPOAYKT 38 JICYUEHHE Ha XPOHWYHM, BB3NANMTE/IHH PEBMATHYHH
3a00NABaAHKSA ¥ NOMTHAPTPHTHE GOPMM Ha IOBEHIWIeH HANONATHYEeH apTPHT. UMyHOMOAYTHPAINO 1
MPOTHBOBBL3NANHTETHO CPEACTBO 3a JiedeHHeTo Ha bonectra Ha KpoH.

MexaHu3bpM Ha aelicTsie

MeToTpeKcaT € aHTAroHHCT Ha (onHeBaTa KHCEIMHA, KORTO MPHHAAJICAKH KbM KNAC HHTOTOKCHYHU
CpeACTBa, M3BECTHH KaTo aHTHMeTabonuTH. Toii neficTBa upes KOHKYPEHTHO HHXHOHpaHe Ha eH3UMA
auxuapodoaT peAyKTa3a B Mo TO3H HAYHH notucka cHHTe3a Ha JIHK. Bee ome He e m3sacHeHo, aanu
e(HKACHOCTTA Ha METOTPEKCAT 38 JIEHCHHETO Ha NICOPHA3HC, ICOPHATHYEH APTPHT, XPOHHYCH
noaAapTpHT U GosecT Ha KpOH ce u/DkH Ha NMPOTHBOBB3NAIHTENCH HIIH HMYHOCYITPECHBEH €(EKT H
10 KaKBa CTEreH HHAYLMPAHOTO OT METOTPEKCAT YBEJIMUCHHE HA EKCTPALICTYIAPHITE ANCHO3HHOBH
KOHIIEHTPALMHK BBHB BB3NMAICHUTE MECTa JOTIPHHACH 38 Te3H C(PEKTH.

MexayHapoHH KITHHHYHH NPENOPBHKH OTPA3ABAT yNoTpedaTa Ha METOTPEKCAT KAaTO CPEACTBO Ha
BTOpH M300p 3a mauHeHTH ¢ HomecT Ha KpoH, KOHTO HMAT HENOHOCHMOCT HIH HE Ca YCINEJIH fa ce
NOBJTHAAT OT MMYHOMOAY/IATOPH OT IThPBa JIMHHA, KATO A3aTHONPUH (AZA) WM 6-MepKanToImypHH

(6-MP).

Hexcenanure cr0uTHe, HAOMOAABAHN B H3C/NIEIBAHMATA, MPOBECHHU C MEeTOTpeKcaT IpH Bonect Ha
KpoH ¢ #3non3saHe Ha KyMYJIATHBHH JIO3H, HE Ca I0KA3a/IH padiiuueH Npodrn Ha 6€30nacHOCT HE
METOTPEKCAT, B CpABHEHME ¢ Beue ycTaHoBeHHa npodui. 1o Tasu npuumHa, npy H3n -
METOTpEKCAaT 34 JieveHue Ha Gonectra Ha KpoH e HeoOXO0aUMO MO CHUINA HAYHH /1A Cf
NMOBHILICHO BHHMAHHE, KAKTO U NPH APYrHTE PEBMATHYHH H HEPEBMATHYHH NOKA3E
(BX. TOukH 4.4 1 4.6).
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5.2 OapMAKOKHHETRYNE CBOHCTBA

A6copbuma
Caen nepopanHo NMPHAGKEHHE METOTpekcaT ce abcopOupa oT cToMalHO-YpeBHHA TpakT. [IpH

NpUIOKESHHE HA HHCKH J034 (A03UpOoBKa Mexay 7,5 mg/m? u 80 mg/m? TenecHa MOBEPXHOCT),
cpenHaTa OMoHaTMMHOCT € mpuOnH3nTenHO 70%, HO ca BE3MOXKHH 3HAYUTEIHHU HHTEPHHAHBHIY ANTHH
H HHTPAHHAMBHOY&NHH OTINIOHCHHR (25 — 100%). MakcumanHy cepyMHH KOHUCHTPAUHH Ce NOCTHIaT
cnen 1-2 gaca.

bHOHANHYHOCTTA NPH MOAKOXKHO MIDKEKTHpaHe ¢ moyuTd 100%.

Pasnpeaencuue
ITpubnusurento 50% ot MeTOTpeKcaT ce CBBP3BAT ¢ IUIa3MEeHHUTE MpoTedH|. Cnex pasrpesensHe B

THKAHHTE Ha OPraHu3Ma, oco0eHo B uepHMa apob, Opbpeumre U Aanaka, ceé OTKPUBAT BHCOKH
KOHLIEHTPALMH noA dopmaTa Ha NONMIIyTAMATH, KOUTO MOTAT Ja C€ ChbXPAHABAT B MPOAB/DKCHHE HA
ceaIMMLM WIH Meceld, Koraro ce npunara B HHCKK J03H, METOTPEKCAT IPEMHHABA B
nepeSpocnuHanHATa TEHHOCT B MHHUMAJIHH KOJIMYECTBA, TEPMHHANHHMAT NMOJYXKHBOT € CPeaHO Nno 6-7
yaca W NMOKa3Ba 3HAYHTENHH paznucus (3 - 17 gaca). BpeMmero Ha nomyxmBoT Moxe aa Onae
YABDKEHO 0 4 IrbTH HaJl HOpMAJTHATA MPOL/DKHTETHOCT MPH MAIHEHTH, KOMTO HMAT TPETO
NPOCTPAHCTBO HA pasnpeaencHue (TUIeBpaieH HJIHB, ACLIMT).

Buorpaxcdopmaups

Ipubnusurento 10% ot npuioXkeHaTa 7038 HA METOTPEKCAT ce MeTaboNIH3Mpa HHTpaXenaTarHo.
OCHOBHHAT MeTAbOJIHT € 7-XHAPOKCUMETOTPEK AT,

EnuMuHupase - |
ExckpelmsaTa, NpeAMMHO Ha HEMPOMEHEHATa GOopMA, Ce H3BBPIIBA OCHOBHO Mnpe3 6b0pewmTe upes
rJIOMepy/THa QUATPALMI M AKTHBHA CEKPELUS B MPOKCHMAITHHTE TyOyy.

[Mpubauzurenno 5 - 20% Merorpexcar U 1 - 5% 7-XHIOPOKCHMETOTPEKCAT C€ CIMMHHHPAT Ypes
XKThukaTa. ChINeCTRYBA H3pa3eHA EHTCpOXeTIaTaIHA LMpPKY AL,

Cneyuannu nonyrayuy
B ciayuait Ha 6B0peuHo yBpexaaHe, eTMMHHHpaHeTO ce 3abaBs 3HauMTeHO. He e m3BecTHO

HAPYIUCHO €JIMMHHHpPaHe, CBbP3aHO ¢ 9epHOAPOOHO YBpeXaaHe.

5.3 TIlpeaxnHHHYHE JaHHH 33 Oe3onacHoCT

XPpOHHYHA TOKCHYHOCT | .
ITpu npoy4saHH 38 XpOHHYHATA TOKCHYHOCT, NMPOBEXEHH BbPXY MHIIKH, ILTBXOBE H Ky4eTa ca

HabmoaaBaHH TOKCHYHH edekTH NoA ¢opMaTa Ha FACTPOHMHTECTHHANIHH JIE3HUHM, MHEJIOCYTIDECHS U
XenaTOTOKCHIHOCT.

MyTareHeH ¥ KaHLEepOreHeH NOTeHLHA |
JABATOCPOYHH NMPOYYBAHKA NPH IUIEX0BE, MHLIKH H XaMCTEPH HE NPEAOCTABAT AOKA3ATE/ICTBA 34

TYMOPOTEHEH IMOTeHLMAN HA MeToTpeKcaT. MeToTpekcaT npeIH3BHKBa NeHHU H XpOMO3OMHH
MYTAI[HH KAKTO in Vifro, T&KA H in vivo. [IpH xopa ce noao3Hpa MyTareHeH e(exT.

PenmpoayKTHBHS TOKCHYHOCT |
YCTaHOBEHH €A TEPATOreHHH €(PEKTH NpH YETHPH BHAR (IUTEXOBE, MULIKH, 3ai1H, KOTKH). [Ipu pesyc

MAKALM He Ca HACTBIIWIH MATIPOPMALIHH, CPABHHMH C TE3H NPH XOpa.

[IpoyuBanusTa MPH XKUBOTHH MOKA3BAT, Y€ METOTPEKCAT YBpeXkKaa pepTuianTeTa, €eMOpHO-
¢eToTOKCHUCH € H € TepaToreHeH. MeTOTpeKCaT € MyTareHeH in vivo M in vitro. Toli
NMPOBEXIAHH KOHBCHLMOHANTHH NMPOYYBAHHUA 38 KAHLIEPOreHHOCT U JAHHHTE OT
XpOHHYHA TOKCUMHOCT MPH Ipr3avul ca NPOTHBOPEYHBH, C€ CUHTA, e METOTPEK
KIACE$RNEPAH N0 OTHOLICHHE HA HErOBATA KAHLIEPONEHHOCT 38 XOpaTa. t ( .

\ .
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6. ©OAPMAIEBTUYHU JJAHHU

6.1 CpnucebK HA NOMOIIHHTE BelleCcTBA

HaTpues xyiopua
HaTpueB xuapokcua 3a kopurupane Ha pH
Boaa 3a MHKEKLIMH

6.2 HecbLBMECTHMOCTH

[Topaau surnica Ha MpOy4BaHMUs 32 HECHBMECTUMOCTH TO3H JIEKAPCTBEH MPOAYKT He TpsOBa J1a ce
CMECBa C JIPYTH JIEKAPCTBEHH MPOJYKTH.

6.3 Cpok Ha roaHoct

2 rOJIMHH

6.4 CnenHaJiHH YCJIOBHSI HA CbXPAHEHHe

Jla ce enxpansBa non 25°C.
CobXpaHsBaiTe NpeJBapUTE/IHO HANMBJIHEHUTE CIIPHUHIIOBKH B KAPTOHEHATA OMaKOBKa, 3a /1a ce
npeanassT OT CBeT/IHHA.

6.5 Buamu cbabpKaHHEe HA ONAKOBKATA

OnakoBka
[TpeiBapUTEIHO HAITBJIIHEHH CIIPUHLIOBKH OT Oe3uBeTHO c¢ThKJI0 (THN ) ¢ BMecTumocT ot | ml, ¢

MOCTaBEHA MIJIa 3a M0KOKHO WHIKEKTHUPAHE W TBbP/a 3alllMTHA Kanayka Bbpxy uriara. [lpeana
OrpaHAYMTESIHA YacT Ha OyTanoTo oT XJopoOyTuiaoBa ryma (Tu l) v ruiactmacoBa npbyka, BKapaHa B
npeaHara 4act, oOpa3zyBaiku OyTasioTo Ha cnpuHLOBKaTa. <llpeaBapUTeNIHO HAITbJIHEHHTE
CMPUHIIOBKH ca CHa0IeHHN CbC 3alllUTHA CUCTEMA, KOATO Mpeana3sa ot yOoxkaaHe ¢ urijara ciej
yrnorpeda.>

BuaoBe onakoBKH
Hamakcup npeaBapuTe/IHO HanbJIHEHU CIPpUHLIOBKU cbabpkaT no 0,40 ml (10 mg) unm 0,38 ml

(15 mg) pasrBop.

Hamarxcup 10 mg
OnakoBkH 1o 1 Wi 4 CNpUHLOBKKH U KOMOMHUPAHHU ONMAKOBKH, ChabpakKaluu 12 (3 onakoBku x 4)
CIMPHUHLIOBKH <3aeJHO ¢ TaMITOHH, HAaNlIOE€HH CbC CIUPT=.

Hamaxcup 15 mg :
OnakoBkH 10 1 WK 4 CNPUHUOBKH U KOMOMHHMPAHHU OMAKOBKH, ChabpxKally 12 (3 onakoBku X 4)
CIPUHLIOBKH H 6 (6 OMakoBKH X |) CIPHHUOBKH <3a€/IHO C TAMIIOHH, HaNoOEHH ChC CITUPT>.

He BCMUKM BHI0BE ONAKOBKH MOraT aa Ob1aT NycHaTH B npo/1axoa.
6.6 CpnenHa/HH NpeANa3sHH MEPKH NPH H3XBLPJIAHE H pabdoTa

HaunnbT Ha paboTa ¥ U3XBbLpJIsiHE TPAOBaA J1a ca B CbOTBETCTBHE ¢ MECTHHTE CTAH1aPTHH H3HCKBaHHUA,
KaKTO MPH APYrUTE UIMTOTOKCHYHH JIEKAPCTBEHH TPOAYKTH. bpeMEeHHH KEeHH OT ME/IMLIMHCKHA
nepcoHas He TpsaOBa aa padorsat w/uim na npuiarat Hamakcup. &

¥

MeTtoTpekcar He TpsOBa J1a B/iW3a B KOHTAKT C KO)KaTa WM Jurapuumre. B ciyyail Ha KOHTaMUHALIMA,
3acernHarara objact TpsaOBa 1a ce MpoMHUe ¢ J0CTaThb4YHO KOJIHUYECTBO BOJIA.

Camo 3a eiHOKpaTHa ynorpeoa.
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HeuznonzpaHuar nexapcmeli NPOAYKT WIH OTNIAALYHHTE MATEPHANIH OT HEro _mnﬁna A8 C€ H3XBBPJIAT
B CBOTBETCTBHE ChC CTAHAAPTHUTE M3HCKBAHMA 34 LIHTOTOKCHYHH NMPOAYKTH, -

HucTpyxnEn 32 NOJKOXEO NPH/I0KEHHE
Haii-nobpurte Mecra 3a HIDKEKTHpaHE ca:

- ropHara 4act Ha Oeapara,

- KOpeMa, ¢ MIKMmoYeHHe Ha obnacTra OKOJIO IThIA.

1.  THouncrere 30HaTA OKONO HIOPAHOTO MACTOTO HA MHKEKTHpaHe < (Hanp. ¢ TOMOLI(TA Ha

. MPHIOXKEHHA ATKOXONIEH TAMIIOH) >,

HaaspnaiiTe pa3ko 3alHTHATA IUIACTMACOBA Kanaydka.

Odopmere kOKHA 'bHKA, KATO JIEKO NPUTHCKATE 00/1aCTTAa HA MACTOTO HA HIDKEKTHpaHe.

I'bHKaTa TpaGBa na ce APk npmcnara, AOKATO CIPHHIIOBKATA CE€ OTCTPAHH OT KOXKATa Chef

HHKCKTHPAHETO.

5.  3a pace u3berHe 3arybata Ha JeKapCTBeH MPOAYKT NPH H3NOI3BAHE HA npemapmenﬂo

HAITWIHEHA CIPHHLIOBKA, NPEIH HIDKEKTHPAHE HE OTCTPAHABANTE Bb3XYITHOTO MeXyp'ie oT

CIIPUHIIOBKATA.

BxapaiiTe urnata 310 B KOXKaTa noa srea ot 90 rpanyca.

HMxexTHpailiTe TEYHOCTTA MO KOXKATA, KaTO OaBHO HaTHCKATe OYTanoTo KbM ABHOTO HA

CIIPHHLIOBKATA.

8.  Hapamere CPHHLIOBKATA OT KOXKATA NOA CHIMHA BI'bJ OT 90 rpanyca. Axo CIpHHIIOBKATa €
CHA0/IeHA CHC JAIHTHA CHCTEMA, APRKTE NPHCTA CH BBPXY OYyTaNoTo, JIOKATO OTCTpAaHABATE

CIPHMHLIOBKATA. |
9.  Ilpedsapumenno nHameineHu CNPUHKOBKYU CbC cucmema 3a Gezonackocm: oprueHTHpaliTe UriaTa

aaneye ot cebe CH M APYTH XOpa, AKTHBHpPAHTE 3aIMTHATA CHCTEMA Ype3 CHIIHO HATHCKAHE HA
OyTasoTo. 3aHMTHOTO NOKPHTHE SBTOMATHUHO IIE NOXPHE HITIATa M 1€ ce uye "mpaxsaHe”, B
NOTBBPKACHHE HA aKTHBMPAHETO HA 3alMTATa. | |

nalh ol N
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7. IIPHTEXATEJ HA PAPEIMIEHHETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5
2031 GA Haarlem

Hunepnanaus

8. HOMEPHA PAZPEHIEHUETO 3A YIIOTPEBA

Hamakcup 10 mg - per. Ne 20160192
Hamaxcup 15 mg - per. Ne 20160193

9. JAATA HA ITbPBO PA3PE]]IABAHE/IIOI[HOBHBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBO paspeiapaune: 22.06.2016 r.
Ilara Ha nocnenno nogHosspaxe: 30.11.2021 r.

10. IOATA HA AKTYA/IH3HPAHE HA TEKCTA
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