U3NLAHUTENHA ATERUNA 10 NEKAPCTBA 1A

Kpamxa xapakmepucmuKe Ha npogyxma - flpuroxenus 1

01cO1 904 ILLI2LTD .
KPATKA XAPAKTEPHCTHKA H@Eﬂkﬂlﬁ— --------------------

HME KAPCTBEHHS I PaspeueHue neBCLIALER AC/P.%;[]:ZI}Z -
) o o . Jr
OgOBDOHUE No vovosssemnsszrselooinses

Hamakcup 2,5 mg HIKeKIHOHEH PasTBOp B [IPeBAPHTENHO HAITEIHEHA CIIPHHLIOEKA
Namaxir 2,5 mg solution for injection in pre-filled syringe

Hamakcup 7,5 mg HEXXKeKIMOHEH pazTBOp B NPSIBAPHTENHO HAITEITHEHA CIIPHHLIOBKA
Namaxir 7,5 mg solution for injection in pre-filled syringe

Hamaxcup 10 mg pHxeKIIHOHEH Pa3TBOP B NpeIBApHTENIHO HAMBIHEHA CIPHHIIOBKA
Namaxir 10 mg solution for injection in pre-filled syringe

HaMakcup 15 mg HHKeKIMOHEH pa3TBOp B MpeABAPHTENHO HAITLIHEHA CIIPHHIIOBKA
Namaxir 15 mg solution for injection in pre-filled syringe
2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Hamvarxcup 2,5 mg: Beska npeBapHTeNHO HambiteHa cnpuHnoeka ot 0,33 ml ceaepxka 2,5 mg
METOTpEKCaT (methotrexate).

Hamaxcup 7,5 mg: Beska npeasapuTe/itio HanbiHeHa copiELoska ot 0,30 ml cxappka 7,5 mg
MeToTpeKcar {methotrexate).

Hamaxcup 10 mg: Beska npeasapuTeHo HanwiHeHa cripiHuoska ot 0,40 ml ceappxa 10 mg
METOTpeKcaT (methotrexate).

Hamaxcup 15 mg: Besika npenpapurento HambiHeHa cnpuHioeka ot 0,38 ml ceabpxka 15 mg
METOTpEKCaT (methotrexate).

3a OBJTHUA CIHCHK Ha HOMOIHATE BEHICCTBA BICKTE TOvKa 6.1,

3. JEKAPCTBEHA ®OPMA

HH:KeKIMOHEH PA3TBOP B NPEIBAPUTENHO HAITBJIHEHA CIIPHHIIOBKA {MIDKEKLIMOHEH Pa3TBOP)
BHCTBP, KEITO-Opames pasTeop Oe2 BUAUMH YaCTHIH

OcmonanureT: 280 — 320 mOsm/kg

pH: 7,0-9,0

4. K/IHHHYHH JAHHHN

4.1 TepaneBTHYNH NOKA3AHAS

Hamaxcnp € II0Ka3aH 3a JIeYEHHE Ha

- AKTHBEH PEBMATOMAEH apPTPHT NPH BB3PACTHH NALMEHTH;
- NONHAPTPUTHH FOPMH Ha TEKEK, AKTHBEH FOBEHWIECH HIHOMATHYEH apTPHT
MOBJIHABAT OT HECTEPOMIHH TIpoTHBOBL3nankHTeNHH cpenctsa (HCITBC);
- TEKBK, PE3UCTEHTEH HHBATHIH3HpAIL [ICOPHA3HC, KOHTO He ce NOBIHABA pyTH 7
Tepanui, kaTo Hanpumep ¢ototepanus, PUVA n petiHHOHau, M Texxka ¢o \"5;’; ' N ,‘ e
APTPHT I1pH BL3PACTHH MALHCHTH. RE N RO
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- JgKa 10 yMepeHa crerneH Ha Gonect Ha KpoH WiH caMOCTOATENHO, WIH B KoMOMHALEA C
KOPTHKOCTEPOHIH IPH PB3PACTHH NALMEHTH, KOWTO He e MOBJIKABAT HIH Ca C HEFOHOCHMOCT
KEM THOITYPHHH.

4.2 [Jo3upoBKAa H HAMHH HA NPHJIOKEHHE

BaxkHO npeqynpexaenae 0OTHOCHO A03ApoBKaTa Ba HaMakenp (MeToTpexcaT)

3a JleueHKEe HAa PEBMATOHJIEH APTPHT, IOBEHIIICH HAMOMATHYEH apTPHT, NICOPHA3MC M BCOPHATHYEH
apTpHT, 6onect Ha Kpon, HamakcHp (MeToTpekcar) Tpa6Ba Aa ce H3INO3Ba CaMO BEAHRDXK
ceamuuno. [Torpernsara Jo3MpoOBKa NPH H3roN3eaneTo Ha HamMakcHp (MeTOTpekcar) Moske 1a NOBeAe
J0 CEPHO3HH HeXeNTaHH peakiMH, BIUIIOUHTeNHO cMBPT. Mons, npouerere MHOro BHUMATE/IHO Ta3H
TOUKA B KPaTK4Ta XaPAKTEPHCTHKA HAa MPOAYKTA

MeroTpekcat Tpa6Ba Ja ¢e MPeATHCBa CAMO OT JIEKapH, KOMTO MMAT OITHT ¢ H3MON3BAHETO Ha
METOTPEKCAT U HAITLIHO pa3bHpaT PUCKOBETE OT TEpANUATa ¢ MeToTpekcaT. PyTHHHO NPHIOKEHHETO
TpsA0Ba /]2 C& H3BBPINRA OT 3APABHH CTIEUMANHCTH. AKO KTHHHYHATA CHTYALHs [103BONIABA, EKYRAIAA
ICKap MOXe, B ONPENE/IEHH cyHaH, Aa ACNernpa MnoJKOKHOTO NIPHIOXKEHHE Ha CaMHTE [TalHeHTH.
MMamyentare TpaGea na 6baaT unGOPMHUPaHK 1 00YUYCHH HA NPABIIHATA TEXHHKA HA HEDKCKTHPaHe
APH CAMOCTOATENHOTO NPUWIOKEeHHE Ha MeToTpekcart. [1spBata nikexuna Hamakcup TpabBa aa ce
M3BBPIIM TIOA MPAKO MEAMIIMHCKO HabmoIeHu e,

HaMmaxkcHp ce HEKEKTHPA MOAKOKHO BeARbK ceAMHYHO.

IMaimeRTHT TPAOBa Aa Ohae U3PHUHO OCBENOMEH, Y€ NPHAOKEHHETO € BEAHBXK CeAMAMHO.
[penoprudTenHO € Aa ce ompeneH KOHKPeTeH NOIXOAAIL ASH 0T CEAMHLIATA KATO ACH 34
HHXSKTHpPaHE.

EnrMHENpaHeTO Ha METOTpEKCAT € HAMATICHO TPH NALHeHTH ¢ TPeTO NMPOCTPAHCTBO HA
pasnpenencHye (aclT, UeBpaieH H3MHB). Takuea NallHeHTH ce HYKIAAT OT 0c00SHO BHUMATEITHO
Hab/mojeHuE 3a NOABA HA TOKCHYHOCT, H B HAKOHM CITy4al € HeoOX0OMMO NOHIDKaBaHe Ha /103aTa HiH
NPEKPATABAHE Ha PHIOKEHHETO HA METOTpEKCaT (BX. TOUKH 5.2 U 4.4).

O3MPOEKA NIPH BH3DACTHH NAUMEHTH C PEBMATOKAEH HT
[Ipenoprunrentara HayanHa Ko3a e 7,5 Mg METOTPEKCAT BEIHBHK CeAMHYHO, KOATO CE MPHIAra
MOAKOKHO. B 3aBHCHMOCT OT HHAHBHAYATHATA AKTHBHOCT Ha 3a00JABAHETO H NIOHOCHMOCTTA OT
CTpaHa Ha MallHeHTa, HAYanHaTa 103a MOKE Jia e TIOBHIIABa NOCTENEeHHO ¢hC CTHIKA OT 2,5 mg Ha
ceaMura. Io npuHimn He TpaOBa Ja ce HAABMINABA CEAMHYHA J03a OT 25 mg. BrupeKH TOBa, JO3H
Hag 20 mg/ceamMula ca CBBP3AHH CBC 3HAMHTCTHO YBENHUEHHE Ha TOKCHYHOCTTA, 0cODEHO ¢
MOTHCKaHE Ha KOCTHOMO3E4HATa (yHKIHA. OTroBop KbM JICUSHHUETO MOJKE JIa ce OYaKBa ClIe[ OKOIO
4-8 cenmum. ITpu nocTHrane Ha TEPAaNEBTHYHO XKeNaHUA pe3ynTarT, fo3ara Tpabsa na o€ NOHMKaBa
MOCTETNIEHHO 0 HaH-HUCKATa BE3MOXKHA e)eKTHBHA NOAABPIKALIA 1034,

Jlo3nupoBka pH el A IOHOMWH o1 16 roguHy ¢ monuapTpUTHH GOopMM Ha KOBEHHIICH HAMONATHYEH
apTpHT

IIpenopruntennata ao03a e 10-15 mg/m? TenecHa norspxHoceT (T11) BeARBE ceAMHIHO, KOATO C&
npHJlara 4Ypes NoAKOoXKHO HIbkekTHpaHe. [lpH cmyvau, KoMTo ca pedpakTepHH Ha Tepanus ceaMHUyuHaTa
033 MOXKE J1a Ce TIOBHIIM a0 20 mg/m’ TenecHa MOBbLPXHOCT/BeANb K CeAMAYHO. Bee nak, ako
J03aTa ce [IOBHIIH, € He00X0AUMA TIOBHINIEHa YeCTOTa Ha IpociiedBaHe.

INammerTr ¢ JOMA Tpatea BuHaru qa 6baat HacoUBaHH KbM PEBMATOJION, CIISLHAIHCT B IEYCHHETO
Ha JeUa/HOHOUIM.

Ynotpeba npu fena < 3 roguiina BE3pacT He ce NPenophuBa, Thil KATO HAMA JOCTATBYHO
AaHHH 3a epUKacHOCT H Ge30MacHOCT 3a Tasy nomynaius (8. Touka 4.4).

HO3HQOBK3 TIPH NAUWHEHTH © [ICOPHA3HC BYITapHC H NICOPHATHYCH apTPHT

IlpenoprunTenso e eMHa ceamMHIa IPSIH HAYANOTO HA TEPanuaTa Aa ce TIPHIIOKY 11
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Aoza oT 5 — 10 mg, 3a Aa ce OTKPHAT HAHOCHHKPa3HH HeXelaHH peakiu. IIpenoprunTtennara
HauajiHa 1032 € 7,5 Mg METOTPEKCAT BeAHbAK CeAMHYEO, NPHIOKEHH NoaKokHo. Jfozara Tpabea aa
ce MOBHINABA MOCTENEHHO, HO MO MPUHUMI He TpAOBA Aa HA/IBHINABA CeAMHYHA 1034 OT 25 mg
MetoTpekcar. Jlo3n, Hagermaramy 20 mg Ha ceMMIla Morar aa 6BJaT CBBP3aHH ChC 3HAYHTEIHO
TNIOBHINABAHE HA TOKCHYHOCTTA, 0cO0EHO KOCTHOMO3BUHA cynpechd. OTroBop KbM JISHEHHETO
OOHKHOBEHO MOXE JIa Ce O4aKsa cliefl 0kono 2-6 ceamuim. [Ipu nocturade Ha TepaneBTHIHO
JKETIaHKA pe3ynTaT, A03aTa TpAOBa Aa ce NOHIKABA NOCTENIEHHO 0 HaH-HHECKaTa BE3MOMKHA
ehexTHBHA MO TBPKAILA 1034,

O3HPOBKa TIPH MalWeHTH ¢ SostecT Ha Kpon
- HHayKkuHoHHO NeyeHne:
25 mg/ceAMHIA, KOUTO Ce MPUIAraT MOAKOMKHO.
OTTOBOP KM JISYeHHETO MOKE [ ¢e OYaKsa cliell oKono 8 o 12 ceaManu.
- Ilonarpxalne neveHue:
15 mg/cenMuLa, KOWTO Ce MPUIATAT MOJKOXKHO.

Hama moctaTeHHO ONHT B NEAWATPHYHATA HOMy/IALKA, 32 Jia ce npenopkya Hamakckp 3a neyenue Ha
Gonectra Ha KpoH npH TasH monyaws.

Maxcumanna cedmuuna doza

Hosata TpaGea Aa ce MOBRHIIIABA CIIOPEN CIIy4yas, HO IO TPHHUHN He TpaOBa fia HaBHIIaBa
MaKCHMATHATA NPEMOPBYHTENHA CeIMHYHA 1038 0T 25 mg. B HakoM cmyyaH 10 H3KIOYEHHE MOXKe Aa
€ KIMHHYHO CNPABNAHO [ipHNaraie Ba HO-BUCOKA 71034, HO He Tpa0Ba Ja ce IpEeRHILAaBa
MAKCHMAJHATA CEAMHYHA Jo3a oT 30 mg MeTOTpeKkcaT, TEH KaT0 TOKCHYHOCTTA [IE C& YBETHYH
3HAYHTEIHO.

TManuenTy ¢ 6p6peuno yepexnane

Hamakcup Tpabea na ce uznonaea ¢ NOBHIIEHO BHUMAHKE TIPH NAIMEHTH © YEpeleHa Op0pedHa
¢bynkms. Joszara Tpabea na ce apanTHpa, KakTo cre/Ba:

KpeatnnunoB xmmapsuc (ml/min) | Hosa

> 60 100 %

30-59 50 %

<30 Hamaxcup He Tpsabpa na ce H3NON3BA

Buxre Touka 4.3

IMTaupenTy ¢ 4YepHOAPOGHO YBpeKIAHE
Metotpekcar Tpa6Ba ga ce mpunara ¢ IOBMIIEHO BHUMAaHKE, ako H300110 ce npuiara, mpH MalHeHTH

€ TEXKO HACTOAIMO HIH NpeaHIIHO YepHoApoGHO 3a00isMBaHe, 0cobeHO ako c& OBIKH Ha aJIKOXOJ.
MetoTpexcar e NpoTHBOIOKa3aH, ako OHIMpyOuHDBT € > 5 mg/dl (85,5 pmol/l).

3a MBJIHHA CTIHCHK TIPOTHBOTIOKARAHHSA BHXKTE TOUKA 4.3.

VYnorpeba opH DaltHeHTH B CTapYECKa BE3PAcT

ITpr nauuedTH B cTapuecKa Bp3pacT TpAORa Aa ce HMa NPEBH MOHIKABAHE Ha J03aTa, Topajd
HaManeHa 4epHoApoOHa U Gp0pedHa GYHKIMA, KAKTO H MOPaIy MO-HUCKH (OJATHH 3anacH, KOHTO ce
HalinoaBar ¢ NOBHIABAHE Ha BH3pacTTa,

Vnorpeba [py NanHeHTy ¢ TPETO MPOCTPaHcTBO Ha pasnpeiencHue (TNEBPANHHE HIIWEH, aCLHT)
Twsit kaTO NPH NALKEHTH C TPETO MPOCTPAHCTEO Ha pa3npe/ielieHHe BPEMETO Ha MOJLYEITHM

Haune Ha npunosxense
JlexapcTBERHAT NPOAYKT © CaMO 33 AHOKpaTHa yroTpeba.
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HamakcHp HHKEKIIMOHEH pa3TBOP C& NPHIIara IOAKOKHO.
O611aTa MPOXBDKHTENHOCT Ha JIEYEHHETO Ce OTIPEAENA OT JISKYBALUMA JICKAp.
3a FOMbIHUTETHH HHCTPYKLMY 38 yroTpeba H paboTa BHXKTE TOUKA 6.6.

3abenesxka:

AKO ¢¢ NPeMHHABA OT NepopaneH NpHeM KBM MapeHTepanHo NPHIMKeHHe MOXKe a € HeoOXoIMMOo
NIOHKKABaHEe HA 103aTa nopaax BapuabiiHata OHOHAIWMHOCT HA METOTPEKCAT Cell MepOpaiIHO
NPHIOKCHHE.

Moxe na ce oOMHCITH no6aBsHe Ha (olTHeBa KUCETHHA CHIIACHO HACTOAIIHTE PEKOBORCTEA 3a
JeYeHUe.

43 IIpormBOomoKazanHs
Hamaxcup e npotuBonokasan B cydaii Ha:

- CBPBXYBCTBUTENHOCT KbM AKTHEHOTO BEILIECTBO WIH KbM HAKOE OT [IOMONIHHTE BELHECTRa,
n30poeHH B Touxa 6.1,

- TeXKO YePHOAPOOHO YBpexaaHe (Rx, Touka 4.2),

- 3noynorpefa ¢ aKoxol,

- TexKo 6BOpeuHo yBpekaaHe (KpeaTHHHHOB KITHpBHC 1o 30 ml/min, Biskre Touku 4.2 0 4.4),

- TpeIIECTBAINH KPbBHH JUCKPA3HH, KATO KOCTHOMO3EYHA XHIOIUIA3HA, JICBKOTICHHS,
TPOMOOLHTONEHHMA, HITH TEKKA AaHEMHUI,

- CEPHO3HH, OCTPH HIH XPOHHYHH HHpeKIHH, KaTo TyOepkynoza, HIV wnn apyru cunapoMu Ha
HMYHeH AedHLIMT,

- A3BH Ha YCTHaTa KYXHHA H YCTAHOBEHa CTOMAITHO-YPEBHA f3BeHa Honecr,

- OGpeMEHHOCT M KbpMeEHe (BXK. TOYKa 4.6),

- €/THOBPEMEHHO BAKCHHHMPAHE C JKMBH BAKCHHH (Bx. Touku 4.4 u 4.5).

4.4 CrHenna/jHH OpeIynpexIeHHS H npeIna3HH MePKH npu YOoTpeba

IMaupenrure Tpabea na 6bAAT AcHO HHGDOPMHpPAHH, Ye IeMEHHETO TPAGRa Ja ce NMpUiara BEARNbK
CeIMHYHO, HE BCEKH JIEH.

Iaupentnre, noanoxkeHy Ha Tepanka TpadBa ce HabMonaBaT NO MOIXOAAL HAYHH, TaKa Ye
[PH3HALKMTE Ha Bb3MOXKHHTE TOKCHYHH eeKTH WIH HEXEIAHH PeaKlMH 12 MOTAT 1a C€ OTKPHAT H
OLEHAT ¢ MHHHMAITHO 3aKhCHEHHE. ET0 3am0 MeToTpekcaT Tpabea fa ce Npuiara ¢camMo OT M [0
Ha6IIOIEHHETO HA JIEKapH, YHHTO 3HAHHUS M ONHT BKITIOYBAT ynoTpebaTa Ha aHTHMeTa0ONIHTHA
Tepanus. [lopaau BEIMOMKHOCTTA OT TOABA HA CEPHO3HH HIH A0pH (aTayHi TOKCHYHH PeaKiMH,
NapMeHTHT Tpa6Ba Na Obae HATETHO HHGOPMHPAH OT JIEKapA 3a CHOTBETHHTE PUCKOBE H
IpenopbUYaHHTe MEPKH 3a Ge30MacHOCT.

IIpenopLunATeIHA Nper/IeAH H MEPKH 3a Ge30macHOCT

[Ipenu 3anouBane Wik BH300HOBABAHE Ha Tepamus ¢ METOTPEKCAT, Cll¢]] TIEPHOJ Ha TIOYHBKA:
[IbnHa KpBBHA KApPTHHA ¢ JUepeHIHaTHO GpoeHe B TPOMOOLHTH, YEPHOAPOOHH SH3HMH,
OumupyOHH, cepyMeH anbymui, peHTTreHorpadus Ha IPbAEH KOW W U3cleIBaHns Ha Gp0peuHara
Gbynrupa. [Ipy KIHHHYHA NOKA3aHAA A ¢e U3KITIOYAT TyOepkyyio3a M XemaTHT.

[lo BPEME HA JICHCHHETO (Haﬁ-MaJ'IKO BEAHEXK MECCUHO TIPE3 NHEPBHTE IIIECT MECCLIA H HA B
Mecela cinell ToRa):

IIpn nosnuIaBaHe Ha no3aTta TpAOBA CBLIO Ja Ce H2BBPIIBA YeCTO NMPOCIESAABaHE. {
1. Tlpernen Ha ycTHaTa KyXHHA H TBPIOTO 33 MPOMEHH TI0 JIArapHIIaTA.

2. IlbnHa KpbBHA KapTHHA ¢ AMepeRIHaTHO GpoeHe U TPOMBOLMTH. HOTHCK&H@T(R{
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Oe3omacHH no3u. Beeku cunen cnan B 6pos Ha I€BKOLUMTHTE WIH TPOMOOIMTHTE € NIOKa3aHHE
3a He3abaBHO crMpaHe Ha JIEKapCTBeH:Ms NPOIYKT H NpHIaraHe Ha MoIXO[fINA ToAAspKalIa
tepanud. [lanmpenTrTe TpabBa Na 6bOaT MOCHEBETBAHH Na CHOOILABAT 33 BCHYKH IIPH3HALM H
CHMIITOMH, KOMTO Ca NIOKa3aTeJ/IHH 32 MHpekuua. ITannenTuTe, Ha KOKTO Ce NpHIarat
CBIIEBPEMEHHO XeMAaTOTOKCHIHH NEKAPCTBEHH IPOMYKTH (Hanp. neduryHoMua) Tpabea na
fbaaT BHUIMATENHO HAaOMIOAABAHH Upe3 MPOCTEAABAHE Ha KPBBHATA KapTHHA H TPOMOOIMTHTE.

3. HscnenpaHud Ha uepHoapobHaTa hYHKIHA
Jlevenne He TpaOBa na ce 3anouBa WK TpAOBA a ce PEYCTAHOBH, aKO WMA NEPCHCTHPALIM HIIH
3HAYUTENHH 8HOMAJIHHA B YePHOAPOOHHTe QYHKIHOHAIHH H3CIeABAHNSA, NPYTH HEMHBa3HBHH
H3CIeIBaHuA 3a yepHoapoOHa ¢rOposa niu yepHOnpoOHU GHonCHH.

BpemeHHO noBHINaBaHe Ha TPAHCAMHHAZHMTE A0 JBa WM TPH ITHTH HaJl FOPHATA IPaHMLIA Ha
HOpMAaTa ¢ wecToTa oT 13-20 % e crobimasano npH nauuenTH. [IPpOABIDKMTENHOTO NOBHLIABAHE
Ha YepHOAPOOHHTE SH3HMH H/HITH HaMAISIBAHETO HA CEPYMHHA anOyMHH MOXKE [a €
TOKA3ATENH 33 TEXKKA XeNaTOTOKCMYHOCT. B cmyyali Ha nocTosHHO NOBHITABAHE HA
gepROApoSHUTE eH3nMy, TpAOBa fa ce oOMHCAM MOHIDKABAHE HA J1034Ta MIIH MPEKpaTABAHE Ha
Tepanuara.

XHCTONOrHYHHTE NPOMEHH, GHOpo3aTa H MO-PAAKO YepHOApoOHaTa IMPO3a MOXKE Ja He ca
MpeIIECTBAHH OT NATOJOTHIHH YepHOApoOHH QYHKUHOHANHH H3cneasanua. Mma cnydau Ha
LHPO3a, IPH KOHTO TPAHCAMHHA3HTE Ca B HopMara. [lopaau Toea TpabBa Aa ce obMuUcHaT
HEMHBA3HUBHH JMATHOCTHYHH METO/IH 33 HaOmoaeHHe Ha UepHOAPOOHOTO CHCTOAHHE, B
AOTBJIHEHNE KEM UePHOAPOOHATe PyHKUHOHAIHN W3cTenBaHAs. YeptoapobnaTa buoncut
TpAOBA 1a Ce pasriienaa Ha HHAHBUAYAIHa OCHOBA, KATO ¢€ B3eMAaT NPEABH/] ChITETCTRALINTE
3a00/ABAHHA Ha MALUEHTA, MEJHITWHCKATA AHAMHE3a H PHCKOBETE, CBbP3aHH ¢ GHONICHATA.
PHckoBHTE hakTOpH 3a X€NATOTOKCHYHOCT BKIIOYBAT NPeKOMEPHA NMPEAMIIHA KOHCYMallid Ha
ANKOXOJ, NOCTOAHHO TORMIIABAHE HA YEPHOAPOGHHTE EHIMMM, aHAMHE3a 33 YepHoapobHO
zabonsBade, paMIIHA aHAMHE3A 33 HACJIEACTBEHH YepHOAPOOHH 3a00MRaHHs, 3axapeH qualer,
3aTIBCTABAHE H NMPEANILIeH KOHTAKT C XeMATOTOKCHYHH JIeKapcTBa HIIH XHMHYHH BEILECTBA H
TIPOABIDKHTETHO JISIEHHE C METOTpEK AT,

1o BpeMe Ha TledeHIe ¢ METOTPEKCAT He TPAOBA /1a ce Ha3Ha4daBaT JOIBJHHTEIHO
X€NATOTOKCHYHH JIEKAPCTBEHH HPOIYKTH, OCBEH aKo He € abCcoNnoTHO HEOOX0aHMO.
KoHncymaumsaTa Ha ankoxon TpaOsa aa ce w3barea (BK. Toukd 4.3 1 4.5). IIpy nanyeHTH, KOUTO
MPHEMAT eXHOBPEMEHHO IPYTH XeNIATOTOKCHYHH JIEKapCTBEHH NPOAYKTH Tpsabsa ga ce
H3BBPIIBA NO-BHHUMATENHO NIPOCNeAsBaHe Ha YEPHOAPOOHHUTE EH3HMH.

H3uckea ce MOBHIIEHO BHHMAHKE PH MALHEHTH ¢ HHCYIHHO3ABHCHM 3aXapeH nualeT, Thid
KaTo MO BPeMe HA TePaMMATa ¢ METOTPEKCAT B H30JIMPaHK CITyday ce pa3BUBa 4epHoApoGHa
uxpo3a 6e3 MoBHIIABaHE Ha TPAHCAMHUHA3HTE.

4.  bubpeunara pynxums TpabGea oa ce mpocneassa upes HicneasaHud 3a Gb6peumara Gpynxips U
aHaIu3 HA ypuHATa (BXK. To4kH 4.2 11 4.3).
Twif KaTO MeToTpeKcaT ce eNMMUHKpa IMaBHO Ype3 6e0penuTe, npu OEOpeYHC yBpeKAaHe
TpAOBa Aa ce OUaKBAT NOBHIICHH IU1a3MeHH KOHLIEHTPAIHH, KOSTO MOXE Aa 0Bele A0
CEPHO3HH HEXKENAHH PEaKIiH.
Korato 650peunara ¢pyHKIHA MOXe Ja € KOMIPOMETHpaHa (Harp. pA NalHeHTHTE B
cTapyuecka Bb3pacT), MpocieAsBane TpaGBa Aa ce H3BLpInRa no-decto. Tosa ce oTHacs ocobeHO
B CJTydai, Ye ce mpuiaraT ¢AHOBPEMEHHO JIEKApCTBEHH NPOAYKTH, KOHTO OKa3BaT BIHSIHHE
BbPXY €THMUHHPAHETO Ha MeTOTpeKcaT, IPHYHHABAT yBpexk/aHe Ha Ou0Openre (Ha
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BenoapobHaTa GyHKIHA H, aKO € HeOOXOXHMO, 1a ¢ M3BBpPIUH (YHKIHOHANHO OenoapobHo
n3cnensane. benoapobHoTo 3acarane usuckpa 6bp3a AuarHo3a H NpeKpaTABaHE Ha
MeToTpekcaT. benoapobuu cummromMu (0cobeHO cyXa, HENPOAYKTHRHA KAIILTHIA) HITH
HecnelH{HIeH MHEBMOHHUT, HACTHIIMIIM 110 BpEME HA TEpanui ¢ METOTpeKcaT MOXKe Jia ca
NOKasaTenH 3a NOTEHHANHO OTIACHA J1€3HA H H3HCKBAT [IPEKBCBAHE HA JJEYEHHETO H
BHHMATE/AHO H3cTieBaHe. Moxke [a BE3HHKHE OCTBP MJIH XPOHHYEH HHTEPCTHLHANIEH
HEBMOHHT, Y€CTO CBBP3aH ¢ €O3HHOPWINS B KPBRTA, KaTo ca ¢ho0lllaBaHi H CMEDTHH Clydau.
BBIIpexn KIMHHYHATA BapHaOITHOCT, THIHYHHSAT MALMEHT ¢ IPEJIH3IBHKAHO OT METOTpEKCAT
GenonpobHo 3ab0ABaHe € C MOBHIICHA TEMNIEPATYPA, KALLIHLA, AHCITHEA, XUIIOKCEMHA, B
HaJH4YHe Ha HHQUITPAT NpH peHTreHorpadus Ha rPLAHAS KOLI H TPAOBA /1 Ce H3KIIFOUH
nHexps. BenoapobuoTo 3acsarane w3kcksa Obp3a AMATHO3a H NPEYCTAHOBABAHE Ha
NIEYEHHETO ¢ MeTOTpeKcaT. ToBa yBpekaane MosKe Ja ce HaOnonaea pu BCHYKH A03H.

OcgeH ToBa ce cho0llaBa 3a MyJIMOHAIHA AJIBECIAPHA XeMOparus, KoraTto METOTPEKCaT e
H3M0/I3Ba 32 PEBMATOJIOrHYHH H CBBP3aHH ¢ TIX [10Ka3aHKd. ToBa CLOMTHE MOXKE CBILO Ja €
CBBP3aHO ¢ BACKYNHT H APYTH KOMOpOKIHOCTH. Tpabea ma ce 0OMUCTIAT CBOEBPEMEHHH
U3CTIeZBaHHA IPH CEMHEHHE 3a MJIMOHAITHA allBEOTapHa XEMOParis 3a NOTBEPXKIaBaHe Ha
JAHACHO3aTA.

6.  Tlopanu edexra My BhpXy HMYHHATa CHCTEMA METOTPEKCAT MOKE 1A HAPYIIM OTTOBOPA KbM
BaKCHHALHA H a OK&Ke BIIHAHHE BEPXY pe3y/Tara 0T HMyHOIOMHYHH TecToBe. Heobxommo e
CBIIC 0COGCHO MOBHIIEHO BHHMAHHE NP HAIMUME Ha HEAKTHBHH, XpOHHYHH HHGEKIHH
(namp. xepniec 30cTep, TyGepKynosa, xenaTHT B unu C) nopaan eseHTyanHo akTHeHpare. I1o
BpeME Ha TCpariid ¢ MCTOTPEKCAT HE Tpnﬁna Ja ¢c H3IBBLPIIEA BAKCHHALHA ¢ JKHBH BAKCHHH (BJI(.
ToukH 4.3 u 4.5).

[Ipu maiMeHTH, PHEMAIIH HUCKH J103H METOTPEKCAT MOTaT 1a Bh3HHUKHAT 310KaYECTBCHH JTAM(OMH,
KaTo B TO3H ciiy4ail TepammsiTa TpaGBa Aa ce MpeycTaHoBH. Ako THMPOMBT He NOKAa3Ba NMPUHALN Ha
CMOHTAHHA pPerpecHi, C€ HAara 3afnovMBaHe Ha ITMTOTOKCHYHA TEParHA.

Crob1uaea ce, ye eMHOBPEMEHHOTO TIPHAaraHe Ha HOaTHH aHTArOHHCTH, KaTo
TPHMETONpPHUM/Cy/IhaMeToKCa30/1 B PEIKH CIyYaH IPHIHHABA OCTPa Merano0acTHa NaHIMTONEHHA
{Bx. TouKa 4.5).

TIpu Tepamnus ¢ METOTPEKCAT MOTAT A4 C€ NOABAT NOBETOPHH Peakiiii Ha PAIHALHOHHO HHITYLHUpPaH
JEPMATHT U CITFHYEEO M3rapsHe (recall-peakums). [IcopHaTHuHHTE 1€3MH MOTaT Aa ce 00OCTPAT NPH
UV-obnb4Bate H eAHOBPEMEHHO NPHIOKEHHE HA METOTPEKCAT.

EmMMHHHpaHeTO Ha METOTPEKcaT € HaMaleHO MpH NalHEHTH C TPETO MPOCTPAHCTEO Ha
pa3snpeneneHue (acIWT, TeBpaten HIMB). Takusa NalMeHTH ce HYKAAAT OT 0CODEHO BHUMATENHO
NpOCIesBaHe 33 TOKCHYHOCT H C€ Hallara [OHK/KABAHE HA [103aTa HIH, B HAKOH ClTy4aH,
MpeKpaTABaHe Ha NPHIOKEHHETO Ha MeToTpekcat. [Ipenu 2ano4Bane Ha leYeHHE ¢ METOTPEKCAT
MJEBPATHUTE W3/THMBH H aCLMTHT TpAOBa Jia ce peHHpAT (BK. ToUKa 5.2).

Juapusita H yNIepo3sHHAT CTOMATHT MOTAT J1a ¢a TOKCHYHH e(eKTH H H3MCKBAT NPEKBCBAHE Ha
JICUEHHETO, 3alII0TO B NPOTHBEH Cilydaii MOXKe 1a Bb3HHKHE XeMOpPardieH eHTCPHT H CMBPT OT
nepdopalla Ha YepBara.

BHTaMHMHHHTE MPOLYKTH HiK APYrH NPOIYKTH, ChAbPKAllw (hoHeBa KHCeTHHA, (ONMHOBA KHCEIHHA
WJIH TeXHUTE [IPOM3BOIHH MOTaT Ja HAMAIAT e)eKTHBHOCTTA HA METOTPEKCAT.

[1pu neweHHeTO Ha ACOPHA3KC, yNoTpebaTa Ha METOTPEKCaT TpAOBa Ja ¢e OTpaHHYH Ji
PE3HCTEHTEH HHBANTHIM3HPAIL NCOPHA3HC, KOMTO HE Ce NOBIUABA YCTIEIHO OT APYT
TepanHsi, HO caMO KOraTo AUarHO3aTa € yCTaHOBEHA C TIOMOIITa Ha Ouoncus w/
JePMATONIOrHYHA KOHCYITTALHA.

Hpﬂ NalHEHTH ¢ OHKOJIOHYHH BaGOﬂﬂBaHHS{, NOTyvaBalH TeparnHsa ¢ METOTPeKCa
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3a eHiedanonaTia/ iepkoeHedaronaTHs, KOUTO He MOTAT /ia ¢e M3KTIOYAT H TIPH TEpanus ¢
METOTPEKCAT ITPH HEOHKOOTHYIHH ITOKA3AHNA.

IIporpecuena myatudokanHa neskoeHnedanonatua (JTIMJI)

HMa crolmenns 3a crydad Ha nporpecusHa MynTHOKanHa Jepkoenniedanonaras (IIMJI) npu
NalHEHTH, KOKTO NOMy4aBaT METOTPEKCAT, IPENMMHO B KOMOKHaIHS ¢ IPYTO HMyHOCYTIPECHBHO
cpenctso. IIMJI Moske #a e ¢ netanen w3xox u TpAGBa 1a ce MMa NPeIBH NPH AHUGEpeHIMATHATA
AHAarHO3a NpH HMYHOCYTIPECHPAHH MAlMEHTH ¢ IOSBA Ha HOBH HITH BJIOLIaBaHe Ha HEBPOJOTHIHHTE
CHMITTOMH,

DepTUINTET B PENPOAYKLIAS

Depmunumem

3a MeToTpeKcaT HMa ChODLIEHHA, Y& PH XOpa NMPHYHHABA OJIMrOCIIEpMHUs, MEHCTPYa/IHa AMCHYHKIIHA
H aMEHOped N0 BPEME HA ICUEHHETO M 33 KPAThK NEPHO CIEA NPEKBCBAHETO MY, KAKTO M HAPYIUEHUS
Ha (epPTHIHMTETA, 3aCATaLIH CIIEPMATOreHe3ara i OBOTEHE3aTa Mo BpeMe Ha NPHEM — Te3M eekTH ca
0OpaTHMH NIPH NpekpaTABaHe Ha TepanusTa.

Tepamozennocm — penpooyKmMueeH puck

MertoTpekcar NpUYHHABA eMOPHOTOKCHUHOCT, abopT K deranuu nedekTy Ha moaa npu xopa. Ilo
T43W NPHYHHA BE3MOKHHTE PHCKOBE 33 €(eKTH BEPXY PENpONYyKIMATA, CIIOHTAHEH abopT H BPOAEHH
mampopMaitHi TpAGBa J1a ce 06CHIAT ¢ IAMEHTHTE OT KCHCKM 101 ¢ ICTePOAeH MOTEHIHA (BXK.
Touka 4.6). Tpabea na ce noTBbpOM NHNca Ha OpeMeHHOCT npean Aa ce k3noa3sa Hamakcup. [lpu
NeyeHHE Ha XKEHA B IETEPOAHA BB3pacT Tpabea Ja ce NPWIoKH edeKTHBHA KOHTPALCIHA 110 BpeMe
Ha JIeYEHHETO M MOHE IIECT MECENa CJIe]] TOBA.

BrkTe Touka 4.6 3a chBeT 3a KOHTPALECTILIUA NPH MEBXKe.

HenmarpsyHa nomynanus
He ce npenopruBa ynorpebara npH nena <3-roIWiIHA BB3PACcT, ThH KaTC HUIHYHHTE JaHHH 33

edrracHOCT B 6€30NACHOCT MPH Ta3H MOy IaLUMA ¢a HeAOoCTaThHH (BXK. Touka 4.2).
[ToMOIITHH BEIHECTRA;

Hampuii
To3u nexapcTBeH MpoayKT CBEABPNKA 110-Manko oT 1 mmol HaTpuii (23 mg) Ha 1034, T.e. MOXeE /ia ce
KaKe, 4€ MPaKTHYECKH He ChABbPIKA HATPHid.

4.5 BsammopaeiicTBHe ¢ APYIH JIEKAPCTBCHH NPOIYKTH H Apyrd GOPMH HA B3AHMOACHCTBHE

ANKOX0]1, XeNaTOTOKCHYHH JICKAPCTBEHH NPOAYKTH, XEMaTOTOKCHYHH JICKAPCTBEHH NPOXYKTH
BepoATHOCTTa METOTpPEKCAT Ja MPOSBH XeMaTOTOKCHYEH eEKT ce YBEJIHYaBa IIPH PElIOBHA
KOHCYMALHA Ha ATTKOXOJ H KOT'aTO CHIICRPEMEHHO C€ [IPUEMAT APYrH XeNaTOTOKCHIHH JICKAPCTBEHH
NponyKkTH {BA. Touka 4.4). [lauMeHTHTE, KOHTO eMHOBPEMEHHO NIPUEMAT IPYTH XENaTOTOKCHIHH
JIEKApCTBEHH NIPOAYKTH {Hanp. nedTyHoMua) TpaORa Aa ce NpocneasBaT ¢ 0coOEHO BHHMAHHE.
Cainoro Tpabsa na ce B3eMe NpeaBKA NPH €XHOBPEMEHHOTO NPHIOKEHUE HA XEMATOTOKCHYHH
NeKapcTBEHH NPONYKTH (HAND. eIYHOMH/, a3aTHONPUH, PETHHOHAH, cyidacanazun). UecToTaTa Ha
TIAHUMTOIEHHA H XETIATOTOKCHYHOCT MOXKe JIa C€ YBEIHYH, KOTaTo NeUIyHOMH]L ¢e KoMOHHHpa ¢
MeToTpeKcar.

PHCKA OT XCTIATOTOKCHYHOCT.
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JIeKapCTBEHH NPOIYKTH C HexeNlaHH peaklluy BbPXY KOCTHHS MO3BK

IIpu nedenme ¢ NeKapeTBEHH POAYKTH, KOHTO MOTAT Ja OKaXKaT HEXKEMaHH PeaKiMy BBPXY KOCTHHA
MO3BK (Hamp. cyndoHaMuIH, TpUMeTOnpHM-cyiaMeTOKCA30, XJIOPaM(PEHHKO, TAPHMETAMHH)
TpabBa na ce 06bpHE BHUMAaHKE HA BE3MOKHOCTTA 33 H3PA3¢HO YBPEXKIAHE HA XeMOIoesarTa.

Bzaumooeiicmeun, oxazeauqu enunnue gwpxy ynompebama Ha mo3u 1eKapcmeen npooyKkm

B3aumodeiicmsun, xoumo mozam 0a ROBUULAIN HUBAMA HO MEMOMPEXCam:

ABOTEH OKCHII

Ynotpebara Ha a30TeH OKCHA 3aCHIBA edeKTa Ha METOTpeKeaT BhpXy MeTabonmsMa Ha GonHeBa
KHCEIIHHA, NPSAM3BUKBANKH MOBHINEHA TOKCHYHOCT KaTO TEXKa HEMPEIBHANMA MHEIOCYTIPECHA B
CTOMATHT. BRIpexH ue To3u ediekT MOXE /la ce HAMANH YPe3 NPHIcKEHHNE Ha KaTIHuep GonyHar,
eHOBpEMEHHAaTa YNoTpeba Ha a30TeH OKCH H METOTPEKCaT TpAGRa fa ce u3baArea.

AHTHOHOTHUH

B oraenHu cioyvan, aHTHOMOTHIIH, KATO NEHANMIHHH, [IHKONENTHAH, CY/I(poHaMuH,
nunpodnokcadH H HedanoTHH MOrat a Hamanat OLOpedHHs KIMPBHC HA MEeTOTPeKCaT, Taxa He Ja
NPEAM3BHKAT MOBHIICHH TIIa3MEHH KOHLIEHTPAIHH HA METOTpEKCaT ¢ MOABA HA CHNBTCTBALIA
XEMaTOJIOMHYHa H CTOMAaUIHO-UPSBHA TOKCHYHOCT.

JlexkapcTBeHH NPOAYKTH C BHCOKA CTENEH Ha CRBP3IBaHE ¢ IUIa3MEHHTE NPOTCHHH
MertoTpekcar ce cBbP3Ba C IUIa3MEHHTE MPOTEHHH H MOXE 1a O'bJie H3IMECTEH OT JAPYrH JIEKapcTREHH

OPOIYKTH, KOMTO ¢€ CEBP3BAT ¢ IIPOTEHHHTE, KAaTO CANHITWIATH, XHIICTJIAKEMHUYHH CPEJICTRA,
JUypeTHLH, cynidoHaMiuan, THQeHIXUIAHTOMHE, TETPALMKITHHE, XI0paMeHHKO 1
p-aMHHOOEH30€Ha KHCETHHA H KUCETINTE MPOTHBOBB3NATHTENHE CPE/ICTBA, KOUTO MOraT Aa AOBeJaT
IO NOBHIIEHa TOKCHYHOCT, KOTATO CE H3TION3BAT 3a¢IHO.

[Mpobenera, cnabH OpraHHMYHH KHCETHHH, NHPA30ad H HECTEPOMIHH NPOTHBOBE3MANMTEIHH
cpeicTBa

ITpoGenenun, cnabure opraHHYHH KHCENKHHH, KaTO OPUMKOBHTE AHYPETHLIM H MHAPA3OIHTE
(PeHnn6yrasoH) MOraT 1a HaMaJIAT eIHMHHHPAHETO HA METOTPEKCAT H MOXKe Aa ¢€ AOIYCHE, Ue Io-
BHCOKHTC ILUTa3MCHH KOHLOCHTPALHH HKEIYLUHPAT MO-BHCOKA XEMATOJNIOTHYHA TOKCHYHOCT. C'I:I].IBCTB}FBa
CBIUO FB3MOKHOCT 34 NOBHHIEHA TOKCHYHOCT, KOTATO ce KOMOWHHPAT HHCKA 1034 METOTPEKCAT H
HECTEPOUIHH NIPOTHBOBE3IATHTEIIHH ICKAPCTBEHH TIPOAYKTH HIIH CANHLMIATH.

JlexkapcTBEHH MPOAYKTH, KOUTO NPEeAM3BHKBAT onaTeH AehHIAT

EnHOBpeMeHHOTO pHaraHe Ha MpOAYKTH, KOHTO NPeAM3BHEBAT (onaTeH JietuuuT (Hamp.
cynpoHAMUIH, TPHMETONPUM-CYI(PaMETOKcaz01) MOJKe 1a IoBefie IO OBHIIEeHa TOKCHYHOCT Ha
MmetorpekcaT. ETo 3amo ce npenopbusat 0coOGeHR MPEDKH MPH HAMHYHE HA CHINECTBYBAIN ACOHINT Ha
thonuena KHcenHHA.

HHXHﬁHTOEH Ha [MPOTOHHATA MOoMIIa
E,II,HOBPGMGHHOTO MpHIOXKCHHE HA HHXHGHTO]JH Ha MpOTOHHATa TIOMIIA, KaTo OMENpa3o)l HITH

MAHTONPAa30] MOKE Ja IOBENE A0 B3auMoaelcTBiA: EQHOBpeMEHHOTO MIPHNOKEHHE HA METOTPEKCAT H
OMENPa30N BoAH A0 3abaBeHo GHOpeUHO eNMMHHHPaHe HA MeTOTpeKeaT. B xoMOHHaLKA ¢
NAHTONPA30] B €AHH cliy4ait ce chobimara 3a nuxubupaHo 6p0peyHo eJTHMHHMpaHe Ha MeTabonMTa
7-XHAPOKCHMETOTPEKCAT ¢ MUAITHA H BTPUCAHE.

Cyadacanazun

Brhpeks ye KoMOHHALHATA OT METOTPEKCAT H CyNdacanasdy MoXKe 1a JOBE/e [0 yBENMYaBs
e(HKacHOCTTa HAa METOTPEKCAT H B PE3YJITaT Ha TOBA Ja JOBEJE 10 NOBEUE HEXENIAHH Ig
nopaay¥ AHXHOHPAHETO Ha CHHTE3a Ha (oslHeBa KMCE/IMHA Ypes cysidacanasut, TaKHB4
peaKuMH ca HabmoaBaHK caMo B OTRENHH PEAKH CTy4aH B X0[a Ha HAKOJIKO NpO

JpyTH aHTHPEBMATHYHH JIeKapPCTBEHH NPOIYKTH
o npuHLMn He TpAGBA 1a ce OYaKBa TIOBHITABAHE HA TOKCHYHHTE ¢(DEKTH Ha Me
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Hamakcup ce npunara 3aeHo ¢ APYryd aHTHPEBMATHYHH JIEKAPCTBEHH NPOIYKTH {Harp. CbeAHHEHHA
Ha 371aTOTO, ICHULIMIAMHH, XHAPOKCHXJIOPOKBHH, CyndacaiasiH, a3aTHONPHH, LHKIOCTIOPHH).

Bzaumooeiicmaua, Koumo Mo2am OQ RORUNCAM HUSAINA HA MEMOMPexcanm:
IIpomvKkTH, chABPXKAIM (hoIHeBa HIH GONHHOBA KHCEIHHA

BuTaMHHHH MPOTYKTH HIIH APYTH IIPOAYKTH, CHABPAKALIM (OITHEBa KHCEIHHA, PONMHOBA KMCETHHA
IIH TEXHWTE NPOH3BOAHM MOTaT Ja HaMaJIAT €()eKTHBHOCTTAa HA METOTPEKCAT.

HanuTku, KOUTo ebabspxar ko(end Win Teo(InH

IlpekoMepHaTa KOHCYMaLHMA HA KOQeuH- Wi Teo(WIHH-CBABKAUIE HATIHTKA (Kade,
KOQEHH-ChABPIKAILHA He3aMKOXOTHH HANMTKY, YepeH Yaii) TpaGea aa ce m304rea no BpeMe Ha JIEUEHHE
C METOTpeKcaT, ThH KaTo eeKThT Ha METOTPEKCAT MOXKE Ja Ce OTCaalH OT Bh3MOKHOTO
B3aHMOZEHCTBHE MEXKTY METOTPEKCAT H METHJIKCAHTHHUTE 33 3ICHO3MHOBHTE peLieITOPH.

Hpyzu ezaumoodeiicmeun:

IepopanHy aHTHOMOTHLIH
ITepopantu aHTHOHOTHIM, KaTO TETPALMKIIHH, XT0paMBEeHHKO) H HeabcopOHpyeMH

IIAPOKOCHEKTHPHH AHTHOHOTHLIM MOTAT A4 & HAMECAT B €HTEPOXeaTaTHATa HPKylalua, Ypes
HHxHOHpaHe Ha UpeBHaTa (opa WK NOTHCKaHe Ha OakrepHaNHAs MeTaboTHIBM.

Bzaumooeiicrmeun, oxazeaniu 8IURRUE ELPXY yROMpPebama Ha Opyzu TeKapCMeenu npodyKmu

JKuBH BakcHHM

[Topaau pE3MOKHHTE MY eeKTH BLPXY HMYHHATa CHCTEMA METOTPEKCAT MOXKE J1a KOMIIpPOMETHpa
BaKCHHAJICH OTTOBOP MITH /14 ICBE/IE A0 QammHBH Pe3yATaTH OT HMYHOJROMMYHH TECTOBE
(MMYHOIOTHYHH NMPOLIEAYPH 3a OlleHKa HAa HMyHHaTa peakid). Ilo Bpeme Ha Tepanus ¢ METOTpPeKcaT
He TpAOBa J1a ce H3BBLPLIBA BAKCHHALIHA ¢ )KHBH BAKCHHM (BXK. ToukH 4.3 1 4.4).

MepxkanTomrypus
Mertotpekcar nosUNIaBa MIa3MEeHHTe KOHLISHTPAllMH Ha MepKanTomyprH, Clie0BaTe/IHO NpH

KOMGHHHP&HCTO Ha MECTOTPCKCAT ¢ MEPKANTOIMYPHH MOXKE a4 € HeobxoAUMO ajarnTHpaHe Ha no3ara.

Teotunua
MeroTpekcar Moxe a HAMaNH KIMPEHCA Ha TeodHIHH; HUBaTa Ha TeoduHH TpabBa 1a ce
[POCHEIIBAT, KOTATO € H3NOM3Ba €IHOBPEMEHHO C METOTPEKCAT.

4.6 DepTHAHTET, GPEMECHHOCT B KbpMEHe

HKenu ¢ nereponeH norenuHanr/KoHTpanennns npy skeHH
JKenuTe He TpaOBa na 3abpeMeHABAT M0 BpeMe Ha TEPAIKA C METOTpEKCaT, a TpAbBa Aa H3I10/3BaT

edeKTHRHA KOHTPALICTILIAA N0 BPEME Ha JIeYeHHE ¢ METOTPEKCAT H MoHe 6 Mecela caiell ToBa (Bix.
Touka 4.4). [Ipeny 3anoyeane Ha TepanHA XCHHTE B JeTepoiHa Be3pacT Tpabsa na Obaat
HH(OPMHpPAHH 33 PHCKA OT Man(OpMaLHH, CBBP3aHH ¢ METOTpeKcaT ¥ TpA0Ba ChC CHIYPHOCT Jia ce
H3KIIOYH BCAKA CHINECTBYBAINA OPEMEHHOCT, KAaTO C¢ Mpe/INPHEMAT HEOOXOIHMHTE MEPKH, HAlIp. TECT
3a OpemennocT. Korarto e kinuaniHO 060cHOBaHO TecToReTe 3a GpeMeHHOCT Tp:A6Ba Aa ce NOBTapAT Mo
BpeMe Ha JICGeHHETO (Hanp. cJied MPONyCK B KOHTpallenimaTa). [lauHeHTKH B JeTEPOJHA BE3PacT
TpAbBa na 6baaT KOHCYJITHPaHH 10 OTHOIICHHE HA TIpena3BaHe OT U IUTaHHpaHe Ha OPEMEHHOCT.

KoNTpanenima npu Mbke
He € ®3BeCTHO naIM METOTPEKCAT ¢e OTKPHBA B criepMara. IIpoyusaHus npH >KHBOTHH Il
FeHOTOKCHYHOCT, TaKa 4€ PHCKBT OT TeHOTOKCHYHH €(EKTH BBPXy CIICPMAaTO30MIHTE
HAIIB/IHO 12 ce M3KMo4H. OrpaHHYeHHTE KIHHWYHH JAHHH HE NMOKa3BaT MOBHIIEH D
MasiGopMalHy BaH abOPT CAAE, eKCHIO3HIMA Ha DalllaTa Ha HHCKH J03H METOTPEKCaT
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30 mg/cenmina). 3a MO-BUCOKHTE A03M HAMA AOCTATHUHO JAHHH, 34 JIa C€ OLIEHAT PUCKOBETE OT
MandopManiH WK abopT ciiel eKCIo3HIMA Ha Gawmara.

[Ipenoppysa ce kaTo NpeAna3Ha MAPKA (0 BPeME Ha JIEUEHHETO H TOHE 6 Mecella c/ie]] CTIMpaHe Ha
METOTPEKCAT CeKCYATHO 8KTHBHHTE NAIIHEHTH OT MBXKKM TNI0JI WIM TEXHHTE NapTHEOPKH Jia H3NoJA3BaT
HaJeKAHA KoHTpauenimsa. Muxkere He TpaGpa a JapABaT CHEPMa MO BpeMe Ha TepalHATa Hid B
paMKHTE Ha 6 Meceria cliell TPEKPaTABAHE Ha METOTPEKCAT.

bpemeHHOCT
MeTtoTpekcar e NIPOTHBONOKA3AH IO BpeMe Ha GPEMEHHOCT NPH HEOHKONOTHYHH NOKa3aHus (BXK.

Touka 4.3). AKO Bce naK Bb3HMKHE GPeMEHHOCT IO BpEME Ha JICUSHHETO ¢ METOTPEKCAT HITH JI0

6 Mecelia ciien TOBA, TIALHEHTKaTa TPAGBA fa MOIYYH HHOOPMALMA OTHOCHO PHCKA OT YBPEXKAALIM
e)eKTH BRPXY JIETETO, CBBP3AHH ¢ JIEHEHHETO, M TPAOBa Ja ¢e H3BBPIIH YATPa3BYKOBO H3CNIENBaHE, 32
lla ce MOTBBP/M HOPMAITHOTO Pa3sBHTHE HA IUIOAA.

IIpy NpoyuBaHHA BBPXY KHBOTHH, METOTPEKCAT IOKA3Ba PElIPONYKTHBHA TOKCHIHOCT, 0cobeHO npes
[IBPBHA TPUMECTHP 0T OpeMeHHOCTTA (BK. TouKa 5.3). JlokasaHo e, ye MeTOTPEKCaT € TePaTOreHeH 3a
Xopara; cbo01aBa ce, e MPHYHHABA (eTaTHa CMBPT, A00PTH H/HITH BPOJCHH aHOMANHH
(Hanp.YepenHO~THIEBH, CBPASYHO-ChA0RH, LIHC win 3acaraiuy kpafHHIMTE).

MeroTpekcar ¢ MOLIEH TePaTOTreH IPH XOpa, ¢ NOBULICH PHCK OT CHOHTAHHH a00pTH, OTpaHHYEH
BBTPEYTPODEH PacTeK H BPOACHH MandopMaLuy IIPH KCTIO3HIMA IO Bpeme Ha 6peMeHHOCT.

- Cnonranan abopti ca chobmasauu npy 42,5% oT GpeMenHNTe 5KEeHH Ha JiedeHHe C HHCKH J1I03H
MeToTpekcat (no-HuckH ot 30 mg/ceMuLIa), B CpaBHEHHE che CrOOIIEHATa YecToTa oT 22,5%
TIPH NAlHEHTH CHC CHIIUTE 3a00NABaHKA, HO JICKYBAHH C Pa3IMuHHA OT METOTPEKCAT JIeKapCTBa.

- lonemu Bponenn pedexTH ca BE3HMKHAIE NpH 6,6% OT KUMBHTE PRKIAHHA NPH €KCIIO3HPAHH
KEHH Ha JIeYcHHe ¢ HUCKH JI03M MeToTpekcar (o-HUCKH ot 30 mg/ceaMuNa) No BpeMe Ha
OpemMeHHOCT, B CpaBHEHHE C NPUGIIMZHTENHO 4% OT JKHBHTC PaXkIAHMS [IPH NALKEHTH Che
ChliuTe 3200N9BaHKA, HO TEKYBAHH C Pa3THYHH OT METOTPEKCAT JIeKapcTea.

Hama nocTaTeuHO AHHH 33 €KCTIO3HIMATA HA 103H METOTPEKCAT mo-BHCOKH OT 30 mg/ceamuiia no
BpEME Ha OpeMeHHOCT, HO € OUAKBAT NO-BHCOKH YECTOTH HA CIIOHTAHHH abOpTH H BPOACHH
MaadhopMalHH.

Korato npunoxeHHeTo Ha METOTPEKCAT € IPEeKLCHATO NPES/TH 3a4eBaHeTO, ¢ ChoOIIaBa 334 HOPMATHO
[IPOTHYAINHY OpeMEHHOCTH.

Kspmene
Mert QTPEKCAT Ce CKCKpPCTHpa B KEpMATA. Hopall,ﬂ BB3IMOXHAETA MMOABA HA TEHH HEXKEIIaHH peakulm

npH KspMayueTo, leyeHHeTo ¢ Hamakcup e mpoTHBONOKazaHo Mo Bpeme Ha KbpMeHe (Bik. Touka 4.3).
Ero 3amo xepMeneTo TpAbBa Aa ce MpeKpaTH HpeId H 10 BpEMe Ha ICUCHHETO.

Deprunurer
MertoTpekcar oka3Ba BIMAHHE REPXY CIEPMATOTCHE3aTA H OBOT€HE3aTa, H MOXKE Ja JOBEJE 10

aamaned dpeprunnrer. Crobimaea ce, ve NpH Xopa METOTPEKCAT BOOH AC OJIMTOCTIEpPMHS,
MEHCTPYaJTHH CMYIIEHHA H aMeHopes. B moseuero cTyyan Te3H edekTH H3rIexaa ca oOpaTuMu ciej
NpeKpaTABaHe Ha JIEUEHHETO.
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47 Edexrn Bbpxy cnocobuocrTa 32 modupane H pabora ¢ MAIIAHR

Ilo BpeMe Ha neYeHHETO MOTAT Ja Ce MOABAT CHMITTOMH OT CTPaHa Ha HEPBHATA CHCTEMA, KATO yMopa
H 3aMasHocT. HaMakcHp HMa cnabo unn ymMepeHo BIHAHHE BBpPXY clIOCOOHOCTTa 3a WobHpaHe H
paboTa ¢ MALLIHHH,

[TaunenTure Tpabea na GbAAT HHCTPYKTHPAHH Na ObAAT NPEANA3THBH MPH 3aMOYBAHE HA JICUCHHE C
Hamakcup H, aKO ca 38CerHaTH, Ja H30ArBaT NOTEHIHAIHO ONACHH JASHHOCTH, KATO IOQHpPaHEe H
paboTa ¢ MalmHHK.

4.8 Hexenanu JeKapCTREHH PeaKNHA
Pestome na npoduia Ha Ge3onacHocT

Haii-cepHo3HHTe HeXENaHH PeakLiMH OT METOTPEKCaT Ca: NOTHCKaHe HA QYHKIMATA Ha KOCTHHA
MO3BK, 6en0/ipo6Ha TOKCHUHOCT, XeNaTOTOKCHYHOCT, OB0peYHa TOKCHYHOCT, HEBPOTOKCHHHOCT,
TpoMBoeMbonHYHH CHOMTHA, aHa(UIAKTHYEH IIOK H CHHApOM Ha Stevens-Johnson.

Hali-uecTo HabmonaraHHTe (MHOIO YECTH) HEXEJTAHH PEAKIIMM Ha METOTPEKCAT ¢a
racTPOMHTECTHHAJTHHTE HapylleHHs (Hamp. CTOMaTHT, Jucnencus, abpoMHAanHa 6onka, raaeHe,
3aryba Ha aleTHT) 4 OTKIOHEHHSTA B YePHOAPOOHHTE HYHKIIHOHATHM H3CTIEABaHHA (HAMP, MOBHIICHH
anauul amunotpacdepaza (ALAT), acnaprat amuHoTpactepasa (ASAT), Ounupy6un, ankaina
docdaraza). lpyru decto HabMoAaBaHH (MecT) HEKEITAHK PEaKIHK Ca: JIeBKOTICHHA, AHEMHK,
TpOMOONUTONEHHS, ITIABOGONHE, YMODPA, CHHIMBOCT, THEBMOHMSA, HHTEPCTHIHATEH
AJTBEONTHT/IIHEBMOHHT, Y€CTO CBBP3BAHM C e03HHOGMIMA, 13BH B YCTATA, IHapHi, eK3aHTEM, EpHTEMA
H cuple.

Haii-3HauuMKTe HEXXENAHM peakL MK ca [TIOTHCKaHe HA XeMOMOETUYHATA CHCTEMA H CTOMALIHO-UPEBHA
HapyLIEHHS.

TabnuyeH cIHCHK Ha HEXenaHuTe JeKAPCTBEHK PEakiHy

Hzmonzeand ca CACAHHTS O3HAUCHHA, 3a A3 ¢¢ CHCTECMAaTHIHPAT HOKETTAHHTE PeaKIl|H 110 gecrora:
MHOTO 4ecTH (>1/10), uect (>1/100 go <1/10), Hewectr (=1/1 000 mo <1/100), peaxn (=1/10 000 ao
<1/1 000), muaoro peaku (<1/10 000) H ¢ HeH3BecTHa YecToTa (OT HATMIHHTE JAHHH He MOXe Na Obae
HallpaBEHa OLIEHKA).

Hudexupun 1 pudecraliuu

Heuecrn: dapHHTHT
Penxn: HHpEKIUY (BKII. peaKTHBHpaHe HA HEAaKTHBHA XPOHH4YHA MHMeKi), CENCHC,
KOHIOHKTHBHT

HeonnasMu - 1oGpokadecTBeHH, 3N0KAYECTECHH H HeonpeeneHH ( BIKJIYHTEIHO KHCTH W HOJIHITH)
MHoro peakn: THMGOM (BXK. ONHCAHHE MTO-0Y)

Hapyinenus na kpeeTa ¥ iuMQHaTa CHCTEMA

Yecri: JIEBKOTICHHSA, AHEMHA, TPOMOOIMTOIICHHSA

HeuecTh: TIHIMTONEHHA

MHOTO peikH: arpaHyJIOLMTO3a, TEXKH MEPHOJH HA MOTHCKAHE HAa KOCTHHS MO3BK,
nuMbonponndepaTHEHN HapylueHus (BXK. OIMCaHKe Mo-10My).

C HeH3BecTHA
4ecToTa: e03HHODWIHA

Hapyinenng Ha UMyHHaTa CHCTEMA
Penku: AMCPTHYHM PeakiHH, aHaQUIaKTHYEH LIOK, XUNOraMarao0yinHH
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Hapymienus Ha MeTabonHIMa H XpaHEHETO
Hewectn: OTK/TIOYBAHE Ha 3aXapeH nHabeT

Icuxuuny HapyIIEHAS
Hewectn: nerpecHs, 06bPKaHOCT
Penxu: MPOMEHH B HACTPOSHHETO

Haggmemm Ha HEPBHATA CHCTEMA

Yecr: raago6oNne, yMOpa, ChHITHBOCT

Heuectn: 3aAMAAHOCT

MHoro peaku: 6omka, MyCKyIJTHa ¢1ab0cT, NapecTeRHA/XHITOSCTE3M, IPOMEHH B YCEIIAHETO 34 BKYC
{MeTaneH BKyc), KOHBYJICHMH, MEHHHIH3bM, OCTB ACENTH4YEH MEHHHIHT, NapaiH3a

C HeH3BeCTHA

4ECTOTA: eHuehanonaTua/neBKoeHIedanonarus

Hapyiennsa Ha oumte
Penxu: 3pHTENHH HAPYLICHUA
MHoro peaxy: HapylleHO 2peHHe, peTHHOTIATHA

ChbpreyHH HAPYIIeHHA
Penku: MEPHKAPINT, TICPHKAP/IEH H3JTHB, [IEPHKAPIHA TAMIIOHAA

CBbI0BH HapyIHEHHS
Penxu: XHMOTOHNUS, TPOMO0eMOOTHYHH CHOHTHA

PecnmparopHy, rpsaHE M MEAHACTHHAITHH HAPYLICHHA
Yecrn: MHEBMOHHS, HHTEPCTHLMAICH AJIBSOJTUT/TIHEEMOHHT, Y€CTO CBBP3aH ¢ €O3HHOMHITHL.

CHMIITOMHTE, KOMTO COMAT MOTEHIHATHO TexXKOo GenonpobHo ypexmaHe
(MHTEpCTHIMATICH MTHEBMOHHT) Ca: CyXa, HEMPOAYKTHBHa KALIUTHLA, 3a0yX H BHCOKA
TeMIEpaTypa

Pemxu: GemonpobHa ¢ubpo3a, nHeEMOHNA, PHMYHHEHA OT Preumocystis jirovecii, 3a0yX H

OpoHXHaTHA acTMA, TUIEBPATIEH H3NIHE

C HeusBecTHa

YecToTa: €MHCTAKCHC, Iy IMOHAITHA alnBeoJapHa XeMoparas

CroMammHO-9peBHH HAPYIIEHHAS
MHOTO UecTH: CTOMATHT, AMCHENCUS, rafeHe, 3aryba Ha aneTHT, abioMHHanHa Goska

Yecn: A3BH B yCTaTa, AHAPHSA
Heyectn: CTOMATHO-YPEBHH A3BH H KbPBEHE, eHTePHT, NMOBPBINAHe, MaHKPeaTHT
Penku: THHTHBHT

Muoro PEOKH: XeMaTeME3a, XeMaTypHa, TOKCHUCH METrako/IoH

XenarobunuapHn Hapymenns (Bx. Touka 4.4)
MHoro yecTH: NATONOTHYHM H3CleABaHus Ha YepHoAoOHara PyHkuua (mopHmeHH ALAT, ASAT,
ankainHa docdaTtaza H SHIMpYOHH).

Heyects: nupo3a, pUOpo3a U MacTHA JEreHepalis Ha HEPHUA Apod, HaManABaHe HA CEPYMHUs
an0ymMuH
Penxn: OCTBP XEMAaTHT

MHoro penkH: 4epHoApoOHA HEOCTATEUHOCT

Hapyinenus Ha KoMaTa M DONKOMHATA THKAH

Yecu: €K3aHTEMa, EpUTEMa, MPYPUTYC

Hewectn: doToceHCHOMNM3aMA, KOCOMA, YBEIUYABAHE HA peBMATHYHH \
KOJKATa, XEPIIEC 30CTep, BACKY/IHT, XepneTHhopMeHH 0GpHBH 1O &

Peaxn: TIOBHILICHA MMATMEHTALIHA, AKHE, METEXHH, EKXHMO03a, alepruieH '
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Muoro pemxu: cuHapom Ha Stevens-Johnson, TokcHYHa enHacpMaliHa HeKpon3a (CHHAPOM Ha
Lyell), nopxineHy MUrMEHTHA NPOMEHH Ha HOKTHTE, OCTPa NapOHHXH,
dypyHKy03a, TeNeaHrHeKTa3uH

C HeuzBecTHa

4ecToTa: KOJHa eKcoIHanua/eKcoTHATHEEH JePMATHT

HapvineHnnsa Ha MyCKYJTHO-CKEETHATA CHCTEMA H CheJMHHTETHATA ThKaH

Heuectn: apTpairus, MEAIFHA, OCTEONOpo3a

Penku: cTpec (ppakTypa

C HeHM3BECTHa

YyecToTa: OCTeOHEeKpO3a Ha YENIOCTTa (BTOPHYHO ciel TMMGOoNpoaudepaTHBHHTE HAPYLICHAA ).

Hapvmenna ga 6R0peliHTe ¥ MAKOYHUTE NHTHIIA

Heuectn: BB3IAJICHUE M YIILEpallHd Ra MHKOYHHA MeXyp, Op0peyuHo yBpeskiane, HapyleHa
MHKIOHA

Peaxn 6p6peuHa HeROCTATHYHOCT, OJIKIYPHA, aHYPHA, eNEKTPOIIHTHH HAPYIICHHS

C HeH3BecTHa

qecToTa: NpOTEHHYPHA

Ha SHHA HA BBINPOAIBOANTEIIHATA CHCTEMA H I'bEpAaTa

Hevecri: BEINAJIECHHE H A3BH HA BIAraTHIOCTD

MHoro peaku: 3aryGa Ha THOM0, HMIOTEHTHOCT, THHEKOMACTHA, OJIMTOCIepMEis, HapyllleHa
MEHCTpYallHaA, BArHHATHO TeYeHHE

O6uy HapylieHns ¥ edeKTH Ha MECTOTO Ha NPAIOKEHHE

Penxn: Tpecka, 3a0aBeHo 3a3/lpaBsBaHe HA PAHHTE

MHoro penKH: NOKaMHO yBpexkaaHe (00pazyBaHe Ha CTepHIIeH abcliec, THNOAHCTPOGHA) Ha MACTOTO
Ha HIDKCKTHPAHE CJIefl HHTPaMYCKYJTHO HIIM TIOJIXOKHO TIPHITOKEHHE.

C HeuseecTHa

4eCTOTA: aCTEHHA, OTOK, HEKPO3a Ha MACTOTO Ha HHIKEKTHpPaHE

QOnucaHie Ha W3OPAHH HEKeNIAHH PEeaKIaH

TlosBaTa H TeXKECTTa HAa HeKENaHUTE PeaKLHH 3aBHCAT OT A03aTa H 4eCTOTaTa Ha NpHIoxkeHHe. Bee
naK, THH KaTo TexKH HeKeNIaHH JIEKAPCTBEHH PEAKIIHHA MOTAT A3 CE TIOABAT JOPH MPH MO-HHCKH J03H,
€ BDKHO MALHEHTHTE Ja ce HaGIIORABaT PeJIOBHO OT ieKapd Ha KPaTK{ HHTepBalH.

Jlrmpoma/namponponHdpepariBHE HADYINEHHA: EMa CHOOIIIEHH €TMHHYHM ClTydaH Ha JTHM(OMa H
ApyrH auMdonponiudepaTHEHH HapyLIEHHA, KOWTO B MOBEYETO Cy4an OTIHYMABAT IPH
NIPeKpaTdBaHe HA JICYEHHETO C METOTPEKCAT.

o npHHIMI NOOKOKHOTO NPHICKESHNAE HA METOTPEKCAT € ¢ A0bpa NOKATHA MOHOCHMOCT.
OOHKHOBEHO ca HaOMONaBaHH CaMO NeKH JIOKAJTHH KOJKHH peakilMH (TaKMBa KaTo ycelnaHe 3a
napeHe, epuTeMa, OTOK, IPOMAHA Ha LBeTa, chpbex, cuileH cepbex, Gonka), KouTo oTcnabBar no
BpeMe HA TepasiHAaTa.

Crobmagane Ha NONO3MPAHH HEMETAHH PEAKIIMH
CpobL1aBAHETO HA NOJO3MPAHK HEXENaHH PeakLH cie/l pa3pemagane 3a ynorpeba Ha ieKapcTBEeHHs
NPOAYKT € BaxHo. TOBa nosonasa 4a MPOab/LKH HAOMIOAEHHETO Ha CHOTHOLISHHETO NOJI32/PHCK 38
NEKapCTBeHUS NMPonyKT. OT MEAULIMHCKHTE CIISLMANIHCTH C& H3HCKBA 1a CholIaBaT BesKa
NIO03MpaHa HekenaHa peakuus upes M3nbinuTenHa areHuua no jekapcTeara, ya. ,,
Ne 8, 1303 Codpus, Ten.: 02 8903417, vebeaiir: www.bda.bg.

4.9 Ilpeaozupane

a) CuMOTOME Ha npeJo3HpaHe

TokCHYHOCTTA Ha METOTPEKCAT 3aciara NPpeaHUMHO XEMONIOCTHYHATA CHCTEMA.
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0) JleueOHM Mepk# OpPH Npeao3Hpade
KaJlL[!ieBHﬂT (l)OJ'IHHaT € CHeIIPIle‘[eH AHTHOOT 34 Hey"rpanﬂsnpaﬂe Ha TOKCHYHHTE HEHKCITaHH BtbeKTH
Ha METOTpPEeKCaT.

I1pu cny4aiino npeaosHpaHe TpAOBa B paMKHTE Ha eIHH 4ac Jla ce NPHIOKK HHTPABEHO3HO MITH
HHTpaMYCKYJ/IHO KaJlllHCB qJOJIHHaT B A03&, KOATO € paBHA WIH NO-BHCOKa OT NIPEBHIIEHATA N03a Ha
METOTPEKCAT M MIPHIIOKEHHETO JIa IPOABLIDKH, I0KAaTO CEPYMHHTE HABA HA METOTPEKCAT JCCTHTHAT
10”7 mol/l.

Hpr MacHBHO NpeNo3HpaHe, MOXe Ja ca HeoOXOAMMH XHIPaTaLud U alkajlH3UpaHe Ha THKOUHHTE
THTHIIA, 32 A3 C& MPeJOTBPATH OTJIAaraHe Ha METOTPEKCAT W/WIH HeroBuTe MeTabonuTh B 650peuHuTe
kaHarveTa. J[oKa3aHo e, ue HHTO XeMOJHATH34aTa, HHTO TIEPHTOHEATHATa JHATH3a nojjobpseat
SJIHIMHHHPAHETO HAa METOTpeKCaT. 3a epekTHRHO OUHCTBAHE Ha METOTPEKCAT ce choOLIaBa NpH
H3MOJI3BaHE HAa OCTPa, HHTEPMHTEHTHA XeMO1HATH3a, H3MON3Balla AHAIHA3ATOP ¢ BHCOKA
TPOITYCKITHBOCT.

5.  @®APMAKOJIOTAYHH CBOHCTBA
5.1 @apMaKoIHRAMHYHH CBOicTBA

DapmakoTepaneBTHYHA TPYNA: AHTHHEOIUTACTHYHH H HMYHOMOIYJIHPAIH CPERCTBA;
HMYHOCYTIPECAHTH; Apyra uMyHocynpecanth, ATC xoa: LO4AX03

ANTHpEBMATHYCH JIEKApCTBEH NPOAYKT 34 JNieueHHe HA XPOHHYHH, BB3NANMTEIHE PEBMaTHIHH
3a0onsaBaHKA H MONTHAPTPHUTHH (JOPMH HA IOBEHHIIEH HAXONATHYEH apTPHT. HMYyHOMO Ty THpAIio U
MPGTHBOBB3IIATHTENHO CPECTBO 3a JieucHueTo Ha Oonectra Ha Kpon.

Mexanninm Ha TelicThie

MBTOT])GKC&T € AHTarOHHUCT Ha (})onuena'ra KHCCIIHHA, KOHTO l'lpI{Ha,DJle)KH KBM KJ1aC HHTOTOKCHYHH
cpeacTBa, M3BECTHH KaTo anTumeTaboiuTH. Toii aeiicTRa Upe3 KOHKYPEHTHO HHXHOMpaHe HA eH3HMa
)Z[HXPII[]JOCIJOJIaT pEOoyKTaza H mO TO3H HAYHH NOTHCKA CHHTE3a Ha I[HK Bcee Olllg He € H3IACHCHO, JaJTH
e(bHKaCHOCTTa Ha MeTO’I‘peKC&T 34 ICUCHHCTO Ha MICOPHA3HC, ncopnamqeﬂ ApTPHT, XpOHH‘{BH
nonHapTpHT U 6omecT Ha KpoH ce IB/KH Ha NpOTHBOBB3NANKTENSH HIH MMYHOCYTIpECHBEH €eKT 1
A0 KaKea CTEIICH HH)IYI.[HpaHOTO oT Mem'rpelccaT YBBJ]H‘-IGHHG HAa exc*rpauenynapmire AJCHO3HHOBH
KOH].[GH"[‘paI_IHH BbE BBEINAIICHUTE MECTA ,ElOl'IpP[HaCSI 34 Te3H EElJeKT}‘I.

MesxayHapoAHH KNHHHYHA NPEMOPBKH OTpasABaT yroTpebara Ha METOTPEKCAT Karo CPeNcTBO Ha
BTOpH 1300p 3a nalHeHTH ¢ 6onect Ha KpoH, koHTO HMaT HENOHOCHMOCT HJIM HE ¢4 YCIENH /1A ce
HOBJTHAAT OT HMYHOMOXYJIATOPH OT ITEPBA JIMHHA, KAaTO a3aTHOMPHH (AZA) WM 6-MepKaNTOIyPHH
(6-MP).

Hexenanure cuburig, HabniogapaHH B W3CNeABAHHATA, IPOBEJEHH ¢ MECTOTPekcat npH 6oaecT Ha
Kpos ¢ n3nomsBaHe Ha KyMyIaTHBHH JI034, He ¢a NI0Ka3aJI} pa3inyeH npodnn Ha GezonacHoCT Ha
METOTpEKCaT, B CPaBHEHHE ¢ Beue yeTaHoBeHus npodun. [o tasu npuuKHA, NPH H3I10N13BAHETO HA
METOTpeKcarT 3a NedeHne Ha Gonectra Ha KpoH € Heo6XoauMo o chliKi HauHH A3 ce 00bpHe
NOBHIIEHO BHUMAHHE, KAKTO U NP APYTHTE PEBMATHYHH H HEPEBMATHYHHK IOKa3aHHA 33 METOTPEKCAT
(Bk. ToukH 4.4 1 4.6).

5.2 (®apMaKoKHHETHYHH CBOHCTBA

Abcopbuus

Caen nepopaliHo NPHIOKEHHE METOTpeKcaT ce abcopOHpa OT ¢CTOMALIHO-4PeB
IPKIIONKEHNE HA HHCKH A03H (J03HPOBKa Mexay 7,5 mg/m? u 80 mg/m? Tenec
cpegHaTa GHOHATHYHOCT ¢ NpHOITHUTENHO 70%, HO Ca BE3MOXKHH 3HAYHTCIHH
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H HHTPaHHAUBUYAIHH OTKI0HeHHA (25 — 100%). MakcuManHH cepyMHH KOHLIEHTpalMH C€ OCTHIaT
cnen 1-2 gaca,
BbronanHuHoCTTa NPH NOAKKHO HIDKEKTHpaHe ¢ nouTH 100%.

Pasnpenenenue
[Tpubamsurenno 50% o1 MeTOTpeKCaT c€ CBBP3BAT ¢ IUTa3MeHHTe MpoTeHHK. Cnej pasnpeaeiie B

THKaHHTE Ha OpraHu3Ma, ocobeHo B uepHHA apob, 6pOperMTe M 1anaka, c¢ OTKPHBAT BHCOKH
KOHLIEHTpalHH 1of, popMara Ha TINIHIITYTAMATH, KOHTO MOTaT Ja Ce ChbXPaHABAT B NPOJB/DKEHHE Ha
cenMHLH HIn Meceld. Korato ce mpunara B HHCKH JI03H, METOTPEKCAT [IPEMHHARA B
HepeOpoCHHATHATA TEYHOCT B MHHHMAITHY KOIHYECTRA, TepMHHATHHAT NOTYXKHBOT € CPeaHo 1o 6-7
4aca H NoKa3ea 3BaYHTeNHy paznidus (3 - 17 uaca). BpemeTo Ha MONmyKHBOT MOXe [ia Obzie
YOBKEHO N0 4 THTH HaJl HOPMAJIHATA MPOIB/DKKTEHOCT NPH NALHEHTH, KOUTO HMAT TPeTO
MpPOCTPaHCTBO Ha pasnpenencHe (TeBpaieH W3IHB, acLIMT).

buotpaschopmanis

[Tpu6ausurento 10% o1 nmpHnoxeHara /103a Ha METOTPEKCAT ce MeTaDONM3HPa HHTPAXENATAIHO.
OCHOBHMAT MeTabOIMT ¢ 7-XHIPOKCHMETOTpEKCAT.

EaumMuHHpaHe
Exckpeluara, NpeJUMHO Ha HenpoMeHeHaTa hopmMa, ce H3BBPLIBA OCHORHO Npe3 OB0pelnTe upes

rIoMepyJiHa GUITpaLKA H AKTHBHA CEKPELlHA B NIPOKCHMAITHHTE TyOYIH.
Mpubnuzutento 5 - 20% meroTpekcar H 1 - 5% 7-XHAPOKCHMMETOTPEKCAT Ce ETHMHHHMpAT 4pe3
Aurpukata. ChINecTByBa n3paleHa eHTEPOXENATAIHA [MPKYIIALLHA.

Cneyuanuu nonyrayuu
B ciry4aii Ha 650peduno yBpexaaHe, enMMUHUpaHeTO ce 3abaBa sHauHTenHO. He e u3BecTHO
HApYLICHO ETMMHHUPAHE, CEBP3aHO ¢ YePHOAPOGHO YBpEKaaHe.

53 Ilpeax HHHYHH JaHHH 3a Ge30macHOCT

XpoHHYHA TOKCHIHOCT

ITpr npoyyBaHKA 3a XpOHWYHATA TOKCHYHOCT, IPOBEAEHH REPXY MHILIKH, IUTEXOBE H KyUeTa ca
HaOJIIOaBaHH TOKCHYHH edekTr Dol GopMaTa Ha MACTPOHHTECTHHATHH JIE3HH, MHETIOCYTIPECHS H
XEMATOTOKCHYHOCT.

MyTarenen ¥ kaHLEPOreHeH MOTEHIHAAT

JBArocpoYHH IPOYMBaHKA MPH MUTEX0BE, MEINKH W XaMCTEPH He IPEAOCTABAT NOKA3aTe/ICTBA 32
TYMOPOTEHEH IMOTCHUHANT Ha METOTPEKCAT. MeToTpekcaT NpeaH3BHKBA TEHHH K XpOMO3OMHH
MYyTalUH KaKToO i# vitro, Taka H in vivo. [Ipu xopa ce nomosupa MyTareHeH e(exT.

PenpoyKTHBHA TOKCHIHOCT
YCTaHOBEHH ca TEPATOreHHH ¢(J)eKTH TIPH YeTHpH BHA (TUIbXOBE, MHIIKH, 3ai1H, KoTKH). [lpu pesyc
MAKAllH He ¢4 HACTBIIWIH MasihOpMaLIMK, CPABHHMH C TE3H MPH Xopa.

[TpoyuBaHHATa NPH )KKHBOTHH JIOKA3BAT, Y& METOTPEKCAT YBpekaa GepTiinTeTa, eMOpHO- H
(heTOTOKCHUEH € H € TepaTtoreHeH. MeToTpekcar e MyTareHeH in vivo M in vitro. Thil KaTO He ca

]
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6. DAPMANEBTUYHH JAHHHA
6.1 CuoHcek Ha TOMOIIHHTE BelecTBa

Hatpues xnopun
HatpueB xuapokcuz 3a kopurupase Ha pH
Bopa 3a umxekuuu

6.2 HecbBMECTHMOCTH

ITopanu nunca Ha Npoy4YBaHHA 32 HECHBMECTHMOCTH TO3H JIEKAPCTBEH NMPOJYKT He TpabBa J1a ce
CMeCBa C IPYTH JIEKapCTBEHH MPOAYKTH.

6.3 Cpok Ha rognocT
2 roMHH
6.4 ChnennajJHH yCJIOBHA HA ChbXpaHEeHHE

Ja ce cpxpansea nmoa 25°C.
CpxpaHsBaiiTe NpeIBapHUTENIHO HAITbJIHEHWTE CIIPHHLIOBKH B KAPTOHEHATa ONaKOBKa, 3a J1a ce
NpeanassT OT CBET/IMHA.

6.5 Buau chAbPKAHHE HA ONAKOBKATA

OnakoBka:

[IpenBapuTenHO HAMBJIHEHH CIPHHLIOBKH OT Ge31BeTHO cThKIIO (THM I) ¢ BMecTuMocT ot 1 ml, ¢
NOCTaBEHA HIJIa 32 MOAKOKHO HIDKEKTHPaHe W TBbp/a 3aLMTHA Kanavka BppXy Hriara. [Ipenna
OrpaHHYMTENHA YacT Ha OyTanoro oT xJiopobyTHiaosa ryma (Tvm I) ¥ rulactmacoBa npb4Ka, BKapaHa B
npeaHara 4act, obpa3yeaiiku 6yTanoro Ha cnipuHLOBKaTa. <[IpeaBapHTENHO HAITBIHEHHUTE
CTIPUHLIOBKH ca CHabeHH ChC 3allMTHA CHCTEMA, KOATO Mpenassa ot yboxkaaHe ¢ Uriara cieq
ynotpeba. >

Bunose onakoBKH:
Hamakcup npeaapHTeIHO HaITbJIHEHH CIPHHLOBKH chabpakat no 0,33 ml (2,5 mg), 0,30 ml (7,5 mg),

0,40 ml (10 mg) wmm 0,38 ml (15 mg) pasteop.

Hamaxcup 2.5 mg,

OnakoBkH no | WK 4 CIPHHIIOBKH H KOMOMHUPAHH ONAKOBKH, ChABPXKalH 12 (3 onakoBkH X 4)
CMNPHHLIOBKH <3a€HO C TAMIIOHH, HAMIOEHH ChC CIHPT>.

He Bcuuku BHIOBE ONaKoOBKM Morat Jia GbaaT mycHaTH B npoaakOa.

6.6 Cpoenna/JHH NpeJna3sHH MEPKH NPH H3XBbLpJisiHe H padoTa

nepcoHa He TpsOBa na paboraT W/unu na npunarat Hamakcup.

MertoTpekcar He TpaOBa Jia BNM3a B KOHTAKT C KOXKaTa WK JiMraBuumre. B coyua
3acernarara obnact Tpsa0Ba a ce MpoMKMe ¢ JOCTaTh4YHO KOJIHYECTBO BOJA.

Camo 3a elHOKpaTHa ynotpeba.
2022-12 MAH transfer
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HeM3non3saHuAT nexapcTBeH MPOAYKT HIH OTHANBUHHTE MAaTEPHAIH OT Hero TpAbdBa 1a ce H3XBEPIAT
B CBOTBETCTBHE ChC CTAHJAPTHATS H3HCKBAHMSA 32 IHTOTOKCHYHH TPOXYKTH.

HHCTPYKIHHE 32 DOAKOXKAQ IPHI0KEHHE
Haii-100puTe MecTa 3a HIDKEKTHpAHE ca:

- ropsara 4act Ha 6enpara,

- KOpeMa, ¢ H3KIIOUEHHE Ha ofJ1acTTa OKONO NbIa.

1.  TloukcTere 30HaTa OKONIO W3OPAHOTO MACTOTO HA HH3KEKTHpaHe < (Hamnp. ¢ MOMOIITa Ha

[IPUNIKEHUA AMKOXONIEH TAMIIOH) >.

HManppnaiiTe pa3ko 3a0IHTHATA ITACTMACOBA KATAYKA.

Odopmere koxHa IBHKA, KaTO JEKO NpUTHCKATE 00IacTTa Ha MACTOTO Ha HEDKEKTHpaHe.

I'bHKata TpadBa 1a ce ABPKH MPATHCHATA, I0KATO CIIPHHLIOBKATA C€ OTCTPAHH OT KOXKaTa Clell

WHKEKTHPaHETO.

5. 3a pa ce m3berHe 3aryfaTa Ha eKapcTBEH MPOAYKT NP H3M03BaHE HA [PEABAPHTENHO
HAITBbJIHEHA CIIPHHIIOBKA, NIPEITH HHIKEKTUPAHE HE OTCTpaHABAHTe BB3IYITHOTO MEXypye oT
CIIPHHLIOBKATA.

6.  BkapaliTe HIJ1aTa H3L10 B KOXKATA 11oJ brba oT 90 rpagyca.

7.  HmxexTHpaiiTe TEYHOCTTA IO KOXKATA, KaTO 6aBHO HaTHcKaTe OyTanoTo KbM JBHOTO Ha
CTpHHLIOBKATA.

8. H3sBanere cIpHHILIOBKaTa OT KOXAaTa MOA CHIIHA B 0T 90 rpagyca. AKo COPHHLIOBKATA €
cHabneHa ChC 3alHTHA CHCTEMA, JIPBIKTE NPHCTa CH BBpXy OyTanoro, J0KaTo OTCTPaHsABaTe
CIIPHHLIOBKATA.

9. Ilpedsapumenno KaneaHeHu CAPUHYOSKY CbC CUCHEMA 3a He30nachocm: OpREHTHPAHTE MrjiaTa
Aaneye ot cebe cH U APYTH X0pa, aKTHBHPANTE 3aIIHTHATA CHCTEMA YPe3 CHIHO HATHCKAHE Ha
OyTanoro. 3alKTHOTO MOKPKHTHE ABTOMATHYHO Lile TIOKPHE KWIVIaTa H Ie ce Yye "lipakeaue”, B
NOTEBPKACHHE Ha aKTHBHPAHETO HA 3allUTAaTa.

Bw

7. IPHTEXKATEJ HA PASPEHIEHUETO 3A VIIOTPEBA

Teva B.V.
Swensweg 5

2031 GA Haarlem
Hunepnanmus

8. HOMEP HA PAZPEIIIEHHUETO 3A YIIOTPEBA

Hamaxkcup 2,5 mg - per. Ne 20160190
Hamaxcup 7,5 mg - per. Ne 20160191
Hamaxcup 10 mg - per. Ne 20160192
Hamakcup 15 mg - per. Ne 20160193

9. JATA HA ITBPBO PA3ZPEINIABAHE/TIONHOBABAHE HA PAZPEIIIEH
YIIOTPEBA

Jlata Ha mepBO pa3spemarane: 22.06.2016 r.
Hara Ha nocnenHo mogHoBasane: 30.11.2021 r,

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

2022-12 MAH transfer 20221215
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