W3NLNHUTENHA ATERLIAR NO NTEXAPCTBATA
Kpamxa xapamnpucnm& Ha NPOGYKIAa Mﬁua- i

KPATKA XAPAKTEPHCTHKA

Paspewerue Ne

€262/77 060610

WONe oo A reoniernseniensraan.
Hamakcup 2,5 mg HIDKECKIIMOHEH pa3TBOP B IIPEABAPHTEIHO HAITRIHEHA CIIPHHIIOBKA
Namaxir 2,5 mg solution for injection in pre-filled syringe

1. HME HA JEKAPCTBEHMSI ITPOAYKT

Hamaxcup 7,5 mg HIDKEKLHOHEH pa3TBOP B IIPEABAPHUTEIIHO HAMMBIHEHA CIIPHHIIOBKA
Namaxir 7,5 mg solution for injection in pre-filled syringe

Hamakcup 10 mg HIDKEKIMOHEH pa3TBOp B NPEABAPKTEIHO HAMLIHECHA CIIPHHIOBKA
Namaxir 10 mg solution for injection in pre-filled syringe

Hamaxcup 15 mg HIDKeKIIMOHEH pa3TBOp B IIPEABAPHTEIIHO HAITBIHEHA CIIPHHIIOBKA
Namaxir 15 mg solution for injection in pre-filled syringe
2. KAYECTBEH A KOIMMECTBEH CBCTAB

Hamaxcup 2,5 mg: Besika nIpe/iBapuTENTHO HammbIHeHa cnpuriioska ot 0,33 ml cexappixa 2,5 mg
metoTpekcar (methotrexate).

Hamaxcup 7,5 mg: Beska npeiBapuTeHO HameIHeHa cnpusuoBka ot 0,30 ml ceaspka 7,5 mg
meroTpekcar {methotrexate).

Hamaxcup 10 mg: Besdka npeiBapHTeHO HAaIThIHeHa cnipHHLIOBKA ot 0,40 ml chaspka 10 mg
MeToTpekcar (methotrexate).

Hamarxcup 15 mg: Besaka npeapapHTeHO Harb/iHeHa cipHHEIOBKa ot 0,38 ml chaspxa 15 mg
MeToTpekcatr (methotrexate).

3a IThJIHHA CITMCHK HA ITOMOIHHMTE BellleCTRa BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®0OPMA

HIDKEKLIMOHEH Pa3TBOp B NpeIBAPUTENHO HAITHIHEHa CIIPHHLIORKA (MIDKEKUMOHEH Pa3sTBOP)
BUCTHP, KWITO-OPaHAKEB pasTBOp O3 BHAEMH YaCTHIH

Ocmonanuret: 280 — 320 mOsm/kg

pH: 7,0-9,0

4. KJIHHHYHHU JAHHHA

4.1 TepaneBTHYHH NOKAZAHHS

Hamakcup e nokasaH 3a Jie4eHHe Ha

- AKTHBCH PEBMATOHACH APTPHUT NPH Bb3PaCTHH NALHCHTH,

- HOJIMAPTPUTHH (POPMM HA TEKBK, AKTHBECH IOBCHWIEH HAHONATHYEH apTPHT, K
TIOBJTHABAT OT HECTEPOMAHH NpPOoTHROBRE3NauTenH cpenctea (HCIIBC);

- TEAbK, PE3HCTCHTCH HHBATHIM3Hpalll ICOPHA3UC, KOHTO HE CE NOBIHUABA OT _
Teparus, Karo Hanpumep pororepamis, PUVA B perHHOHAH, M TeXKa GopMa Ha #
aPTPUT NPH BB3PACTHH NAIMEHTH. |
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- Jeka 0 yMepeHa creneH Ha 0onect Ha KpoH Win caMOCTOATENHO, HIH B KOMOHHALHA C
KOPTHKOCTEPOHIH NPH BH3PACTHH MALMEHTH, KOWTO HE ¢€ NMOBIHABAT HIH Ca ¢ HETIOHOCHMOCT
KbM THOITYPHHH.

4.2 J103EpOBKa H HAYHH HA HPHJIOKEHHE

BaxHo npeaynpexieHHe OTHOCHO A03HpoBKaTa Ha HamakcHp (MeTOTpeKcaT)

3a leyeHHe Ha PCBMATOUCH apTPHT, FOBCHWICH HAHONATHYEH apTPHT, IICOPHASHC H NICOPHATHEH
aptpur, Sonect Ha Kpon, Hamakcup (MeToTpekcar) Tpa0Ba Aa ce H3M0JI3BA CAMO BeAHDbK
ceamuano. [lorpeimnnara J03UpoBKa NpH H3NON3BaHETO Ha HaMakcHp (METOTpEKCaT) MOXe J1a I0BEIE
N0 CCpHO3HH HEXKEITAHH PeaKUiH, BKITIOYHTEIHO CMBPT. Mornd, npodeTere MHOIO BHHMATETHO TasH
TOYKA B KPATKATA XapaKTePHCTHKA Ha IIPOAYKTa

Merotpekcart Tpa6Ba Aa ce MpeANUCcBa CaMO OT JIEKapH, KOHTO MMAT OIHT C H3MOI3BaHETO HAa
METOTPEKCAT H HAITHJIHO pa30HUpaT pUCKOBETE OT TEPAIAATA C METOTpeKcaT. PYyTHHHO NPUIOKEHHETO
Tpa0Ba Ja ce HIBBPINBA OT 3IPABHH CHENHAATHCTH. AKO KIMHHYHATA CHTYalMA NO3BOJIABA, JICKYBallus
JieKap MOXe, B OTIpeAeNICHH ClIy4an, 1a Aejlerupa MOJK0XXKHOTO NPHIOKeHHe Ha CAMHUTS NMALIMeHTH.
[TatmenTrTe TpabBa na 6BxaT HHGOpMUPaHH H 00y4eHH Ha NPABWIHATA TEXHHKA HA HHXKEKTHPAHE
NPH CAMOCTONTEIHOTO MIPHIOKEHUE Ha MeToTpekcar. [Ibpsara nmkekigia Hamakcup TpabBa na ce
H3BEPIIA NOA NPAKO MEJMLIMHCKO HabmoaeHHe.

HaMakcup ce HIbKeKTHpa NMOAKOXKHO BeAHBAK CEAMHTHO.

[ManeHTsT TPAORA Oa ObAE H3PHIHO OCBEIOMEH, U¢ MPHJIOKCHHETO € BEAMDbiK CeAMHATHO.
IIpenopbuMTeIHO € Aa ce onpeacit KOHKPETeH NOAXOAAN IEH OT CeIMHILIATA KaTo NIEH 3a
HIDKEKTHPAHE.

EnuMuHNpaHeTo Ha METOTPEKCAT € HaMaJIEHO MPH MallHEHTH ¢ TPETO MPOCTPAHCTBO HA
pasnpeaencHue (ACUMT, IUICBpaJieH H3JIHB). TaKkHBa NAUMEHTH ce HYXKIaaT OT 0cOOEHO BHHMATETHO
HabmoneHHe 3a MosgBa Ha TOKCHYHOCT, H B HAKOH CJIYYaH € HeOOX0AHMO NOHIKABAHE HA 103aTa WIH
NpeKpaTaBaHe Ha MPHIOKEHHETO HA METOTPEKCAT (BXK. TOUKH 5.2 H 4.4).

JIO3HpPOBKa NpPH BE3PACTHA MAUMEHTH ¢ PeBMATOHIEH apTPUT
HpenoprunTenHaTa HadYaIHA 1033 € 7,5 Mg METOTPEKCaT BEAHLK CEAMEYNO, KOATO Ce npuara

NOAKOXKHO. B 3aBHCHMMOCT OT HHAMBHAYAIHATA RKTHRHOCT Ha 3a00/11BaHETO H MOHOCHMOCTTA OT
CTPaH4 HAa MAHEeHTa, HAYATHATa 033 MOXKE Ja C€ MOBHIIABa [TOCTENCHHO ChC CTHIKA OT 2,5 mg Ha
cenMuua. Ilo npurimn ve TpadBa Na ce HaABHINABA CEIMUYHA A03a oT 25 mg. Benpeku ToBa, 1034
Hax 20 mg/ceMHIIA ca CBBEP3aHH ChC 3HAYMTETHO YBEIHYEHHE HA TOKCHYIHOCTTa, 0CO0EHO ¢
NOTHCKAHE HAa KOCTHOMO3bYHATa PYHKIMA. OTroBop KbM JI€YEeHHETO MCOKE Ja ce 04akBa CJICK OKOJIO
4-8 cepmuim. [pu nocTHTaHe Ha TEpaneBTHIHO JKEJIAHKUS PE3YNTaT, 103aTa TpAdBa Ja ce HOHIKaBa
NOCTENEHHO A0 Hal-HHCKATA BB3MOXKHA ¢JeKTHBHA NOAABPXKAIIA 034,

Jo3MpOBKa NpH Aena W FOHOIIM noj 16 ToAMHH ¢ NOMHAPTPUTHH (POPMH Ha IOBEHHIIEH HAHONATHYECH
aAPTPUT

Ilpenopwunrennara ao3a e 10-15 mg/m? renecna nopepxHoct (T1I) BeARbAE CeAMHATHO, KOATO C€
NpHAATa upe3 NOAKOKHO HHKekTHpane. [Tpu cirydan, KOUTO ca pepakTepHH Ha Tepainid CeIMHYHATA
X033 MOXE Ja ¢ce NMOBHIIH 10 20 mg/m? TejlecHa MOBLPXHOCT/BeAHBK ceammuno. Bee nak, ako
A03aTa ¢¢ MOBHUIIH, € HeoOX0AMMa TIOBHITIEHA YECTOTA Ha NMPOCICAABAHE.

[TaiprenTn ¢ FOUA Tpa6Ba BHHaru aa OpAaT HACOUBAHH KBEM PEBMATOJIOT, CIICLIHAJIMCT B JICYEHHETO
Ha ACLA/FOHOIIIH.

Ynotpeba npu Aena < 3 roguniHa Bb3pacT HE Ce NPENOPHYBa, Thil KATO HAMA NOCTATh
JAaHHH 3a ¢PHUKACHOCT H 6e30MacHOCT 3a Ta3H NOoMmyJaluHs (BX. To4uka 4.4).

J0o3KpoBKa IIPH NAIMEHTH ¢ ICOPHA3ZUC BYJTAPHC M ICOPHATHYEH APTPHT =
[IpenophUHTEIIHO € €/IHA CCMHIIA TIPS HAYATOTO HA TEPAITHATA J1a Ce IIPUIOHKH NaPEHTS

SE/H/1416/001-011/1B/020/G 20@“3}5,% 0L



no3a oT 5 — 10 mg, 3a Aa ce OTKpHAT HIHOCHHKPA3HH HEXKeNTaHU peakiuy. [ipenopbudTeHaTa
HAYQIHA /1032 € 7,5 Mg METOTPEKCAT BEAHLK CeIMATHO, TIPHIOKEHH NOAKOKHO. Jlosara Tpabea aa
ce MOBHIIABA MOCTENEHHO, HO TIO NPHHIMII He TPAORa ]a HAABHINABA CEAMMYMHA N03a OT 25 mg
MeToTpekcar. [lo3u, Haasriuaeany 20 mg Ha ceqMHILIa MOraT /1a OBAAT CBBP3aHHU CHC 3HAYHTEIHO
NOBUIIABAHE HA TOKCHYHOCTTA, 0COOEHO KOCTHOMO3BbYHA cynpecHd. OTroBop KbM JIEUCHHETO
OOHMKHOBEHO MOXKE Aa C€ 0YaKBa ciiel okono 2-6 ceamuii. [Ipn mocTurane Ha TepaneBTHIHO
JKEIITAHHA pe3yJITar, A03aTa TpaOBa a ce MOHMKABA NOCTENICHHO 0 Hal-HUCKATa BE3MOXKHA
e(eKTUBHA MO THprKAlla A03a.

Jo3nposka npH nanyedTH ¢ 6omect Ha KpoH
- HnxyximoHHO nevenue:

25 mg/cenMuIIa, KOUTO Ce MPUIAraT MOAKOKHO.

OTroBop KbM JI€HEHHETO MOXe /1a CE€ 09aKRa ¢es okoao 8 1o 12 ceAMHIM.
- IMopaepikaino eueHHe:

15 mg/cenMuiia, KOUTO ce MpHIAraT HOAKOMKHO.

HsMa gocTaThbuHO ONMT B NeiHATpHYHATA MOMYJIALHA, 38 A4 € Mpenopbya HaMakcHp 3a Je4eHne Ha
bonecrra Ha KpoH nipe Tasy nonynamas.

Maxcumana ceomwena 0o3a

Jlo3ata TpaOBa Aa ce MOBMINABA CIIOpPe] CTy4as, HO MO MPHHITAMN He TpaOBa Ja HaJBHIIABa
MaKCHMAalTHaTa MPeNopbUMTE/THA CeaMUYHA 1032 OT 25 mg. B HAKOH ciIydan 1o H3KITIOYCHHE MOXE Ja
€ KIHHHYHO ONpaBJIaHO MPHIAraHe Ha MO-BAECOKA 1034, HO He TpAOBa Ja ce MpeBHILAaBa
MAKCHMATHATA CEAMHYHA A03a OT 30 mg MeToTpeKcar, Thi KaTo TOKCHYHOCTTA IIE C& YBCITHYH
3HAYUTENHO.

IanmenTn ¢ 6L0peUHO YBpeXKIaHe
Hamaxcup Tpabea fa ce H3MO3Ba ¢ OBHIICHO BHHMAHHE [PH MAlMEHTH ¢ YBpeAcHa 616peyuna

¢yrxuma. JJozara TpaOBa Ja ce aianTHpa, KakTo cle/iBa:

KpeatuHuHOB KdpbhHC (ml/min) | Jlosza

> 60 100 %

30-59 50 %

<30 HamakcHp He TpsOBa Na ce H3M0N3Ba

Biokre Touka 4.3

TlanyeHTH ¢ YepHOAPOOHO yBpeKmaHe
MertoTpekcaT TpaGBa a ce Nprara ¢ MoBHLICHO BHUMaHMeE, aKo H300L10 ce mpHiara, NpH NalHeHTH
C TEKKO HACTOAIIO HIIH TPeAHUIIHO YepHOApoOHO 3afonaBaHe, 0COOEHO aKo ¢e AB/DKH Ha aIIKOXOI,

MeroTpekcaT € npoTHBONOKAa3aH, ako OWIHpyOHHET ¢ > 5 mg/dl (85,5 pmol/l).

3a MBJIHHA CIMCBK NPOTHBOIIOKA3AHHA BHXKTE TOUKa 4.3.

Ynorpeba npy MALMEHTH B CTAPYECKA BH3PACT

[Ipu naupeHTH B cTapyecka Bb3pacT Tpa0OBa Aa ce HMa OpeBH/l NOHW/KABaHE HAa 03aTa, MOpalH
HaMaJieHa YepHoApoOHa H OB0pedHa QyHKIMA, KAKTO M NOpaiH NO-HHCKH (POJIATHH 3aacH, KOHTO CE
Ha00/1aBaT ¢ MOBHIABAHE Ha BH3PACTTA.

YHQ!:EBG& ITPH NAIIHEHTH C TPLTO NPOCTPAHCTBO HA pa3sfipeACNCHHE (IUVICBPATHH H3TUBH, aCLIdT

I3 el * \.
Tei KaTo NpH NAUMEHTH ¢ TPETO NPOCTPAHCTBO HA PA3NPE/ICNICHHE BPEMETO Ha MOJyeTl u/ Topaie ﬂﬁf?s@,
METOTPEKCAT MOXKE Ja C€ YABJDKH 10 4 ITbTH Hal HOPMAJIHATA NPOANDKHTEIHOCT, B HS KORChy® 'Ff;"‘%g ;«g‘:: |
MOKe JIa Ce HANIOXKH TIPEKPATABAHE HA NPHUIOKEHHETO Ha METOTpeKCaT (BXK. TOUKH 3.2/M ). a7 T 2155
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HamakcHp MIDKEKLIMOHEH pa3TBOP CE MpUiIara NoAKOXHO.
Obmara NpoaBIXHTEHOCT HA JICYSHHETO CE OTPEIeNia OT JICKYBAIITHA JIEKap.

3a AOITHIHUTETHE HHCTPYKUHH 3a ynorpeba u pabora BIDKTe TO4Ka 6.0.

3adenexka:
AKO C€ MPEMHHARA OT NepopanicH NpHEM KbM NAPEHTICPAIIHO NPAICKCHHS MOXKE 11a € HeoDXOMHMO

NOHMWXKABaHE Ha N03aTa NopaJu BapnadujiHara OHOHANTMYHOCT Ha METOTPEKCAT CJCH IIEPOPaIHO
NIPHJIOXKEHHE.

Moxe aa ce oOMucan nobaRgHe Ha poNHeBa KCEIHHA CHITIACHO HACTOAIIHTE PHKOBOACTBEA 3a
NieueHHe.

4.3 IlpormBomoxazaHuad

HamakcHp € MpOTHBOIIOKA3aH B CJIy4all Ha:

- CBPBXYYBCTRHTEJIHOCT KbM AKTHBHOTO BEIISCTBO WIH KbM HAKOE OT MMOMOIIHHTE BellleCTBa,
130poeHH B TOUKA 6.1,

- TEXKKO YepHOAPOOHO yBpexkaaHe (Bxk. TouKka 4.2),

- 3noynoTpeda ¢ ankoxon,

- TexKo OBOPeUHO yBpexkaaHe (KpeaTHHHHOB KIHpBHC oA 30 ml/min, sixre Touxn 4.2 1 4.4),

- NpeJINeCTBAINN KPBBHH JHCKPa3HH, KATO KOCTHOMO3BbYHA XHIIOIUIA3Hs, JCBKONCHNS,
TPOMOOLHTONEHHS, HITH TEKKA AHCMHA,

- CEPHO3HH, OCTPH HIH XPOHHYHH HH(pEKUMH, KaTo TyOepkynosa, HIV win npyrd CHHIpDOMH Ha
UMyHEH neuimr,

- A3BH Ha YCTHATA KyXHHA H YCTAHOBEHA CTOMAIIIHO-IpeBHa f3BeHa Gorecr,

- OpeMeHHOCT K KbpMeHe (BXK. ToUKa 4.6),

- ©OHOBPEMEHHO BAKCHHHPAHE C JKHBH BaKCHHH (BK. TOUKH 4.4 u 4.5).

4.4 CpoenHaJHH DpeAyNpeXAeHHS B IpeANa3HH MePKH NpHA ynorpeda

HamuentrTe TpabRa Aa OBAAT ACHO HH(DOPMHpAHH, Y€ JICHEHHETO TPAOBa Aa ¢ NpHIara BeAHbK
CeIMHYHO, He BCEKH JICH.

[lanmenTHTe, MOAIOXKEHH Ha TEpanus TpAORa ce HaOMOoAaBaAT N0 NOAXOANKIN HAYHH, TAKA e
[PU3HALIMTE Ha RE3MOKHHTE TOKCHYHH eEeKTH WK HEeXKeTaHH peakiiy Aa MOTaT /1a ¢ OTKPHAT H
OLICHAT ¢ MHHMMAJTHO 3aKb¢cHeHHe. ETo 3amo Metorpekcar Tpadea Aa ce mpwiara caMo OT HITH IIOA
HabIOIeHHETO Ha JIEKApH, YUMHMTO 3HAHHA H OITMT BKIIOYBAT ynoTpebara Ha aHTHMeTabonuTHA
Tepanud. [lopaayu BE3MOKHOCTTA OT NMOsIBa HA CEPUO3HHM MITH TOpH (aTalHH TOKCHYHH PEaKIHH,
NalUeHTHT Tpa0ea Ja Oble HaMbJIHO HHGOPMHPAH OT JIEKaps 3a ChOTBETHHTE PHCKOBE H
NpenopbYaHHTE MEPKH 3a 0€30MacHOCT.

IIpenopryHTEIHE OPerjeAn 4 MEPKH 3a Oe300acHOCT

IIpenu 3amoupade MK Bb300HOBABAHE HA TEPANWI ¢ METOTPEKCAT, CJISH MEPHO Ha MOYMBKA:
[TenHa KpBHBHA KapTHHA ¢ AHdepeHLManHo OpoeHe U TPOMOOIUTH, YepHOAPOOHH CH3UMM,
OHIHPYOMH, cepyMeH atOyMHH, peHTTreHorpadus Ha TphJicH KOII H H3c/eIBaHus Ha 650peyHara
byaxumA. [IpH KIMHHYEY NOKa3aH!A Ja ce W3KIoYaT TyDepKyno3a B XCNaTHT.

I1o BpeMe Ha neveHueTo (Hal-MaNkO BEIHBXK MECCYHO NMpe3 MbPBUTE IIECT MECce

MECeLa clie TOBAa):
ITpn nopuiaBaHe Ha A03aTa TPAOBA CHIIC Aa C€ U3BHPIIBA YECTO NMPOCIIEAABaHE.

1.  Ilpernexa Ha yCTHaTa KyXHHA M I'bPJIOTO 33 IIPOMEHH [0 JIATABHLIATA. L TR g

2. IIbiHa kpbBHa KapTuHa ¢ Audepentmanto Gpoexe H TpomGowuTn. [ToTuckaneTo Ha |
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XEMOII0e3aTa, IPEeAH3BMKAHO OT METOTPEKCAT MOXKE Ja BH3HMKHE BHE3AMMHO H IIPH BHIHMO
OezonacHM 703K, Beeku cuneH cnan B Opos Ha JIEBKOIMTHTE WIH TPOMOOLMTHTE € HOKa3aHHe
3a He3aDaBHO CIIHpaHe Ha JISKAPCTBECHUA MPOAYKT H IPHIArane Ha NoJXoAdina noixbpixalia
TepanHd. [lanmenTaTe TpabBa Aa OBAAT NOCHBETBAHM A3 CHODINABAT 3a BCHUKH MPH3HAIH H
CHMITTOMM, KOUTO ca MOKa3aTeaHM 3a uHpekiua, [larguenTTe, Ha KOHTO CE NIPHIaraT
CHUIEBPEMEHHO XEMAaTOTOKCHYHH JIEKAPCTBEHH NPOAYKTH (Hanp. JedayHomua) Tpadea na
ObaaT BHUMaTeNTHO HabmoaBaHy Upes MpOCcAIBaAHE Ha KPhBHATa KapTHHA H TPOMOOITHTHTE.

3.  Hscneppanus Ha uepHOZpoOHATA QYHKIMA
JleueHue He TpaOpa Aa ce 3anoYea Wi TpAOBa Aa ce NPEYCTaHOBH, aKO MMa NICPCHCTHPAIM HIH
3HAYMTECTHH aHOMAHH B Y¢pHOAPOOHHTE (DYHKIIMOHATHM H3CIeABaAHAA, IPYTH HEHHBa3NBHH
H3CciTeIBAHMA 3a YepHOApoOHa ¢ubpo3a Wi 4epHOXPOOHH OHOTICHH.

BpemeHHO MoBHmagaHe Ha TPAHCAMHMHAZMTE A0 ABA WM TpH METH HAJ| rOpHaTa rpaHMila Ha
HOpMaTa ¢ yectora oT 13-20 % e crobinasano npu nauueHTH. [IpOABEKHTEIHOTO NOBHLLIABAHE
Ha YSPHOAPOOHHTE €H3MMH H/WITH HAMAIABAHETO Ha CepyMHHs aIOyMHH MOXKE J1a €
MOKA3aTEIHO 38 TEXKa XENATOTOKCHYHOCT. B cirydail Ha NOCTOAHHO NOBHINIABAHC HA
YepHOAPOOHHTE eH3UMH, TpAOBa Ja ce OOMHCIIH NOHMKaBaHe Ha 03aTa WM NPeKpaTABaHe Ha
TEpaInuATa.

XucronoruyHuTe NpoMeHH, pudpo3aTa ¥ No-paaAKko YepHoapoOHATA LMPO3a MOXKE A3 HE CAa
NpeIMECTBAHH OT NATONOIHYHH YepHOAPOOHN GyHKIMOHANHE H3cTeABaHus. iMa ciryyan Ha
LMpPO3a, [IPH KOHTO TPaHCAMHMHA3MTE ca B HopMaTa. [Topaau ToBa Tpabea fa ce OOMHCAAT
HEMHBA3HBHH JHATHOCTHYHH METOAH 3a Ha0JoAeHne Ha YepHOAPOOHOTO CHCTOSHHE, B
AOITBTHEHHE KbM YePHOAPOOHHTE PYHKLMOHATIHN H3cneaBaHuA. YeproapoOHaTa OHoncHd
Tp:AOBa Aa ce pa3riexk/a Ha HHAMBHIYAlIHAa OCHOBA, KaTo ce B3eMaT NpeABHA CHITBTCTBALHTS
3a60J19BaHHA HA NALHEHTA, MEAMLMHCKATA AHAMHE3a ¥ PUCKOBETE, CBBP3aHH ¢ GHONCHATA.
PHCKOBHTE (paKTOpH 3a XeNaTOTOKCHYHOCT BKITIOYBAT NMPEKOMEPHA MPeAHIIIHA KOHCYMALHA Ha
AJTKOXO]I, MOCTOAHHO MMOBMINaBaHe Ha YePHOAPOOHHUTE eH3HMM, AHAMHE3A 33 YepHOAPOOHO
3abonseane, paMuiHa aHAMHE3A 33 HACTECTBEHH YepHOAPOOHH 3a0oaBaHmA, 3aXapeH Auader,
3aTJIECTABAHE B MPeARIISH KOHTAKT ¢ XENaTOTOKCHYHH JICKapCTBa HITH XHMHYHH BEIISCTBA U
NPOXBIDKHTETHO JIEGCHHE C METOTPEKCAT.

flo BpeMe Ha ledeHHe ¢ METOTPEKCAT He TPAOBA Jja c€ Ha3HAYABAT JOMETHKTENHO
XeNaTOTOKCHYHH JIEKAPCTBEHH MPOAYKTH, OCBEH aKO He e a0COMOTHO HEO0XOAHMO.
Koncymaimara Ha ankoxon tpabBa aa ce m3bsarea (k. Toukd 4.3 v 4.5). IIpy naimenTH, KOUTO
NpHEMaT eJHOBPEMEHHO APYrH XeTIATOTOKCHYHH JIEKapCTBEHH MPOAYKTH TpAOBa 1a ce
H3BBPINEBA 110-BHUMATEIHO NPOCEAIBaHEe Ha YEPHOAPOOHHUTE EH3UMH.

UsnckBa ce NOBHINEHO BHHMAHKE MPH MALMEHTH ¢ HHCY/THHO3AaBHCHM 3axapeH auaber, Thil
KaTo M0 BPEME Ha TepalMaTa ¢ METOTPEKCAT B M30JHPAHH CIYYaH € pa3BHBa YepHOoApoOHA
1Hpo3a 6€3 MOBHINaBaHe Ha TPAHCAMHHASHTE.

4. brOpeunara ¢pyHkima TpaAOBa a ce npocneasra upes uciaeABaHua 3a 6p0peunara GyHkUHA H
aHanm3 Ha ypuHaTa (BX. Toukd 4.2 1 4.3).
Twit kKaTO METOTpEKCAT Ce ETHMHAHNpA TJIABHO 4Ype3 OBOpewmTe, NpH 6B6peyuHo yBpexKnaHe
TpAOBa [a ce 04aKBaT MOBHINEHH IUTA3MEHHM KOHLEHTPALHH, KOSTO MOXKE J1a IOBEAE IO
CEPHO3HH HEXKENIaHH PeaKIHH.,
Koraro 6s6peunara ¢yHkiMg Moxke Ja € KOMIIPOMETHpaHa (Harp. MPH MAIHEHTHTE B
cTapyecKka Bb3pacT), npociesBaHe TpsaGea aa ce u3BbpLIBa no-vecto. Toa ce oTHaca 0cobeHO
B CIy4aH, 4e ce NpHaraT e{HOBPEMEHHO JIEKAPCTBEHH NPOAYKTH, KOHTO OKa3BAT BJI
BLPXY €JIHMHHAPAHETO HA METOTPEKCAT, MPUYHHABAT YBpeXAaHe Ha Op0perHTe (
HECTSPOMIHH NMTPOTHBOBBL3NAIMTETHH JIEKAPCTBEHH CPEACTBa) WIM KOUTO MOraT
Ja JOBeJaT B0 YBpeKIaHe Ha XeMonoesarta. Jdexuapartauuara Mo3Ke CBIIO TaKa
TOKCHYHOCTTA Ha METOTPEKCAT.
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5.  OueHka Ha auxaresyHara cucTeMa: TpsbBa na ce BHUMAaBa 3a CHMITTOMH Ha YBpeaaHe Ha
6enonpobuara QyHKIMA M, aKO ¢ HeOOXOAHMO, Aa CE H3BBPIMH GyHKIHOHATHO H€NoApO6HO
u3cnenBaHe. benoapodbHoTO 3acAraHe H3nuckea Obp3a AMarHo3a U NpekpaTisaHe Ha
merorpekcar. benoapobua cuMnroMu (0cobeHo cyXa, HEMPOAYKTHBHA KAILTHIA) HIH
HecrnielHpHYEH ITHEBMOHNT, HACTHIIM/AK O BpeMe Ha Tepanus ¢ METOTPEKCAT MOXKe /ia ca
MOKA3ATEIIH 34 [FOTEHIHAJIHO OTAcHa JIe3Hd H H3UCKBAT NIPEKBCBAHE HA JICUCHHUETO H
BHHMATEIIHO H3cleBaHe. Moxe 1a BE3HHKHE OCTHP HIIH XpOHHYEH HHTEPCTHIHAJICH
IHEBMOHHT, YECTO CBBP3aH ¢ e03HHO(HINS B KPBBTA, KaTo ca Cho0maBaHH H CMBPTHH CITYYaH.
BIpeku KMTUHHYHATA BapHAGHIHOCT, THIIHYHHMAT NALMEHT ¢ MPeAU3BHKAHO OT METOTPEKCAT
SenogpobHo 3abonaBane ¢ ¢ MOBHIICHA TEMIEpATYypPa, KALLTHIIA, AUCITHES, XHITOKCEMHS, H
HIMYHE HA HHQWITPAT IPH peHTTeHOorpadua Ha TpBAHHA Kom H TPIOBa Na ce H3KTIOUH
aHpexMe. benoapodHoTo 3acarane u3ucKea Obp3a JHarHo3a M NpeycraHOBABAHE HA
JICYEHHETO ¢ MeToTpekcar. Tora yBpexaaHe MOXe Jia ce Habmoaapa py BCHYKH JO3K.

OcseH TOBA ce ChOOIIABA 33 YIIMOHAIIHA ANMBE0ONapHa XeMOparns, KOraTo METOTPEKCAT Ce
H3MOJI3BA 338 PCBMATOJIONMYHH M CRBP3aHH C TAX NOKaszanui. ToBa crOMTHE MOXE CHILO Aa €
CBBP3aHO C BaCKYJIHT H ApYTH KoMopOHnHocTH. TpaOea na ce OOMECIAT CBOCBPEMEHHH
H3CJSABaHWS NPH ChbMHEHHE 34 IMYJIMOHAJIHA aJIBEONapHA XEMOPAris 3a NOTBhpKAABAHE HA
IHAarHo3ara.

6. [Topanu edexra My BEpXYy HMYHHaTa CHCTEMa METOTPEKCAT MOXKE Jla HApYIIH OTTOBOpa KbM
BAKCHMHALIMA H J2 OKAKE BIMAHHE BEPXY Pe3y/ITaTa OT MMYHOJIOrHaHH Tectope. Heobxomumo e
CPHIIO OCOOEHO MOBHINEHO BHHMAHHE NPH HATHUYE HA HEaKTHBHH, XPOHUYMHH HHEKIHH
(Banp. xeprec 3ocTep, Tybepkynosa, xenarhr B wnu C) nopagu eBeHTyanHo akTieHpade. Ilo
BpeMe Ha TEpAITHA ¢ METOTPEKCAT HE TPA6Ba Aa ¢e H3BLPIIBA BAKCHHAIMSA C JKMBH BAKCHHH (BXK.
Touku 4.3 u 4.5).

[TpH DauMeHTH, PHeMAll HUCKH JO3H METOTPEKCAT MOTAT ia B3HHKHAT 310Ka4eCTBEHH IHMGPOMH,
KaTo B TO3H CJIy4aii TepanusTa TpaOBa Aa ce nMpeycTaHoBH. Ako MTHMGPOMBT HE NOKa3Ba [IPH3HALM Ha
CIIOHTAHHA perpecH, C¢ Hajlara 3aro4pafHe Ha IMTOTOKCHYHA TeparH.

Crolinasa ce, ue ¢IHOBPEMEHHOTO MpUaraHe Ha ¢onaTHH aHTarOHHCTH, KATo
TPHMETONPHM/CyIpaMETOKCA30I B pAKH CITyYaH NMPHYHHABA OCTpa MeraiodIacTHa NAHIATONICHHSA
(BX. TOUKa 4.5).

[Tpu Teparnds ¢ METOTPEKCAT MOTAT Jia Ce MOABAT NOBTOPHH PeaKLMH HA paAHalHOHHO HHAYLIIRPAaH
REPMATHT H CTHHYEBO m3rapaHe (recall-peakiug). IIcopHaTHYHMTE JIE3MH MOTAT Aa ce O0OCTPAT IpH
UV-o0nryBane U €JHOBPEMEHHO MPWIOKEHHE HA METOTPEKCAT.

EnuMHUHMpaHeTO Ha METOTPEKCAT € HAMANICHO TIPH NMALMEHTH ¢ TPETO MPOCTPAHCTBO Ha
pa3npezneneHue (aCIMT, IUTEBpAJICH H3JHB). TaKnBa NalHEeHTH ¢e HyXXAasAT OT 0CO0EHO BHHMATETHO
NpOCEAsBaHe 38 TOKCHYHOCT M C€ Hanara NOHWKABAKE Ha J103aTa WIIH, B HIKOH CJTy4aH,
npeKpaTiABaHe Ha NPUICKEHHETO Ha MeToTpeKcar. [Ipeay 3anodsane Ha NeYyeHHE ¢ METOTPEK CaT
TUICBPAJIHMTE HIIHBH U acLMTHT TPAORa 1a ce ApeHHUpart (BXK. TOYKA 5.2).

Jnapusra ¥ yIuepo3HUAT CTOMATHT MOTAT Jia €a TOKCHYHH €)eKTH W U3HCKBAT [IPEKLECBAHE HA
JIeYeHHETO, 3all0TO B NPOTHBEH CITyYait MOXKe Ia BE3HMKHE XEMOParH4eH €HTEPHUT ¥ CMBPT OT

nepgopana Ha YepBara.

BrTaMHHHATE NPOAYKTH HAH APYTH NPOAYKTH, ChIbpKalM GonueBa KHceIHHA, QOIHHOBA KHCETHHA
WIHA TEXHUTE NPOH3BOHH MOTAT Aa HaMaAT €()eKTHBHOCTTA HA METOTPEKCAT.

[Ipn neyeHneToO Ha NICOpHAa3HC, ynorpebaTa Ha MeToTpeKcat Tpalea Ja ce orpaHH4M Ao
pe3UCTEHTEH MHBATMAM3HpALI IICOPHAIUC, KOWTO HE ce MOBIHABA YCICIIHO OT APYTH
TepanHi, HO CaMO KOraTo HArHO3aTa € YCTAHOBEHA ¢ NOMOINTa Ha OHOMCHA H/HWIH CJ1
ASPMAaTOJIOrHYHA KOHCYITTAl[HA.
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[Ip» nalMEeHTH ¢ OHKOJIOTHYHH 3a00JIBaHHsA, NOJYJaBAILH TEPAIHA ¢ METOTpeKcaT HMa ChoOLICHHA
3a eHlledanonaTus/ nesxoeHIe(anonaTHA, KOHTO HE MOTAT J1a ce H3KIIOYAT H MPH TepalHi ¢
METOTPEKCAT NPH HEOHKOIOrMYHHA TOKA3aHHA.

[IporpecuBra MynTH(okanHa JepkoeHnedaronaThs (1IMJI)

Hma cpo0LIeHn 3a cTydad Ha [porpecdBHa My ITHdoxaiina neskoeHnedanonarrs (1IMJI) npu
MALHEHTH, KOUTO IOJTy4aBaT METOTPEKCAT, NPSOAAMHO B KOMOHHAIMA ¢ APYTO HMYHOCYIIPECHBHO
cpencteo. IIMJI moxe fa € ¢ neTajleH H3xol M TpabBa qa ce uMa npenBHA nNpH AudepeHIHaIHATA
AHAr{Ho3a MpH KMYHOCYIIPECHPAHH MAlHEeHTH C [I0ABa Ha HOBH MM BIIOINABAHE Ha HCBPOJIOTHUYHHTE
CHMITTOMH.

OEPTHNHTET H PENPOAYKLMA

Depmunumem

3a METOTpeKCaT UMa cHO0IIEeHHs, Ye MPH XOpa NPHYMHABA OJIHTOCTIEPMEA, MEHCTPYAlTHa AXCHYHKIHMS
M aMCHOpeA [0 BpEME Ha JISUSHHETO M 34 KPaThK MEPHOJ clIel MPEKBCBAHETO MY, KAKTO M HapyllIeHHs
Ha (epTUIHTETA, 3aCATALIM CIIEPMATOTEHE3aTa H OBOTEHE3aTA [0 BpeME Ha NPHEM — TE3H eekTH ca

obpaTiMK NpH NPEKPaTABAHE HA TePalHATA.

Tepamozennocm — penpooyKmueen puck

MeToTpekcaT MPHYHHABA EMOPHOTOKCHUHOCT, abopT 1 (heTanHu nedekTH Ha rwioaa npH xopa. Ilo
Ta3M NPHYHHA BE3MOKHHUTE PHCKOBE 34 €(heKTH BBPXY PEMPOAYKIHATA, CIIOHTaHEH abOPT H BPOICHH
MaldopMalHH TpIOBa 1a ce OOCHAAT ¢ NALMEHTUTE OT KEHCKH ITOJ ¢ ASTEPOACH NOTSHIHA (BXK.
Touka 4.6). TpaOra Aa ce NOTBBPAM JHIICa Ha OPEMEHHOCT TIpeay Aa ce u3nomea Hamakcup. I1pu
JledeHHe Ha JKEHU B ACTEPOAHA Bb3pacT TpAOBa [a ¢e NPWIokH e(peKTHBHA KOHTPALIEILHA 10 BpeMe
Ha JeUYEHHETO H NOHE 1eCT Mecela Cliell TOBa.

Biokre TOUKa 4.6 32 CHBET 33 KOHTPALIETHINAA NPH MbXKE.

IleAMaTPUYHA NONYIALWA
He ce npenoppuBa yrorpebara npH gelia <3-rofHiiHa Bb3PacT, Thi KATO HUIMYHHTE A3HHH 32

eHKacHOCT H 6€30MacHOCT [IPH Ta3H NOMyNalMd ca HeAOCTaThuHH (BXK. TouKa 4.2).

[ToMOIHH BEIIECTBA:

Hampui
To3m nexapcTBEeH NPOAYKT ChABPKA Mo-Manko oT 1 mmol HaTpuii (23 mg) Ha x03a, T.€. MOXE a ce
KaKe, Y€ NMPAKTHYECKHA He ChABPKA HATPHIA.

4.5 BiaEMogeHcTBHE ¢ APYTH JIEKAPCTBeHH NPOIYKTH M APYrH (POPMH Ha B3IaHMOACHCTBHE

A.J'II{OXOJI, XEMATOTOKCHYHH JICKAPDCTBEHH NPOAYKTH, XEMATOTOKCHYHH JICKAPCTBCHH TIPCAYKTH
BG]JOHTHDC’ITH MCTOTPCKCAT [a ITPOABH XCIIATOTOKCHYCH ecbelcr C¢ YBCIIHYaBa IMpH peAo0BHa

KOHCYMALIHA Ha AlTKOXON H KOraTo CBUICBPEMEHHO CE MPUEMAT APYTH XENaTOTOKCHYHH JICKAPCTBEHH
NPOAYKTH (B3K. Touka 4.4). [lanyeHTHTE, KOUTO €ITHOBPEMEHHO MPHEMAT APYTH XENATOTOKCHYHH
TeXapcTBeHH NPOAYKTH (Hamp. JiehyHoMHa) TpaOBa Aa ce NpocneasBaT ¢ 0co0eHO BHUMAHHE.
Crinoto TpsAbBa a ce B3eMe NpeaBH NMPH €AHOBPEMEHHOTO NPHIOKCHHE HA XeMaTOTOKCHYHH
NEKAPCTBEHH NPOAYKTH (HAMp. NehIYHOMH/, a3aTHOIIPHH, PETHHOMAH, cyidacanasid). YecroTara Ha
NAHLUTONEHUA ¥ X€TATOTOKCHYHOCT MOKe JIa C€ YBEIIHYH, KOraTo Jie(hmyHoMnz c¢ KOMOHHHpa C
METOTpEKCAT.

KomGHHHpaHO JieyeHHe ¢ METOTPEKCAT H PETHHOHIH, KaTO ALMTPETHH WIH €TPETHHAT,
pHCKA OT XeNaTOTOKCHYHOCT.
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JlekapcTBEHH ODPOAYKTH C HEXKENAHH PeaKUMH BbPXY KOCTHHA MO3BK
I1pu neueHwe ¢ NEKApCTBEHHU MPOAYKTH, KOMTO MOTAT Ja OKAXKAT HEKEJIAHH PeaKIHH BbPXY KOCTHUA

MO3BK (Hamp. CyoHaAMHIH, TPHMETONPHM-CYIPaMETOKCa301, XJIopaM(peHHKOI, MHPHMETAMHH)
TpAOBa Aa ce 0ObpHE BHHMAHUE HA BE3MOXKHOCTTA 34 H3PA3CHO YBPEIKAAHE HA XEMOIIOe3aTa.

Bzaumodeiicmeun, oxazeauu eusnue gvpxy ynompebama na mo3u 1eKapCcmeer npooyKm
B3aumooenicmeus, koumo Mo2am 0a ROGUILAIN HUGAIMA HA MEMOMPEKCam.

A30TeH OKCHJ

Ynotpebara Ha a30TeH OKCH/ 3aCiUIBA e(peKTa Ha METOTPEKCaT BepXy MeTabomuamMa Ha QonueBa
KHCEJIHHA, TPeOM3BUKBalkH NOBHIICHA TOKCHYIHOCT KATO TEXKKA HENPEABUANMA MUCTIOCYTIPECHA H
CTOMATHT. BBIOpeKu ye T03H ePekT MOKE 1A C& HAMAJIH Ype3 MPHUIOKEHHe Ha KaneeB (oluHar,
eIHOBpPEMEHHAaTa ynioTpe0a Ha a30TeH OKCHI H METOTPEKCaT TpAOBa a ce H30ATBa.

AHTHOHOTHIIM

B orpennu ciyyan, aHTHOMOTHIM, KATO MIEHHIWIHHH, IMIMKONEITHAM, CyI(OHaAMHIH,
HHIIPODIOKCALIAH H LedanOTHH MOTAT Aa HaManAT OB0pedHHs KIHPBHC Ha METOTPEKCAT, TaKa 49e Aa
NPEeAN3BHKAT MOBHINIEHH IUTA3MEHM KOHUEHTPAILHH Ha METOTPEKCAT ¢ MOABA HA CHITETCTBAINA
XEMaTOJIOTMYHA U CTOMANIHO-YPEBHE TOKCHUYHOCT.,

JIBK&ECTBBHH MNPOAYKTH ¢ BHCOKA CTCIICH HA CBHP3BANHC ¢ MIAIMCHHTE IMPOTCHHH
MGTOTPGKC»&T C€ CBEBP3BA ¢ INIA3MCHHTE IIPOTEHHHA U MO2KE 1A Oblie H3MECTEH OT APYTHA JICKAPCTBCHH

NPOAYKTH, KOHTO C€ CBBP3BAT ¢ IPOTCHHHUTE, KATO CAITMIIIATH, XHITOTTHKEMWIHH CPEICTBA,
IOMYpPeTHLH, CyIpoHaAMUIH, JAQEHWIXHIAHTOHHH, TeTPALHIJTHHH, XJI0paM({eHHKOI H
pP-aMHHOOEH30€Ha KACE/IHHA H KHCEIMTE NIPOTHBOBL3NAIMTENHH CPEACTBA, KOHTO MOTaT A3 N0BEAAT
J0 MOBHIIEHA TOKCHYHOCT, KOTATO ¢€ M3NO0M3BAT 3a¢{HO.

[Ipobenemn, cnabu OpraHvuHH KMCENWHH, IHPA30AH W HECTEPOMIHH POTHBOBB3MATIHTEHH
CpelcTBa

[Ipobenenmn, cnabure opraHMYHN KHCEIIMHH, KATO OPHMKOBHTE JUYPETHLI H THPA3OJIATE
(deHnnOyrazoH) Morar ja HAMaJIAT eNMMMMHHPAHETO HA METOTPEKCaT H MOXKE Aa Ce ROMYCHE, Ye Mo-
BHCOKHTE ILUIA3MEHH KOHLIEHTPALMH HHAYLHPAT [10-BUCOKA XEMATOJIOTHYHA TOKCHYHOCT. CHIIECTBYBa
CBLIO BB3MOXKHOCT 3a MOBHIIEHA TOKCHYHOCT, KOTaTO c€ KOMOMHHpPAT HHCKA J103a METOTPEKCAT H
HECTEPOHAHN NPOTHBOBBIMATMTENHH JICKAPCTBCHHU MPOYKTH WIH CATALIHIATH.

JlekapcTBeHH KOHTO NPENH3IBHKBAT 4TE€H AC

EaHOBpeMEeHHOTO NMpHIarale Ha MPOAYKTH, KOHTO NPEAH3BHKBAT onareH ACHHIMT (Hanp.
CyNOHAMHOM, TPHMETONPHM-CYI(aMETOKCa30/I) MOXKE Ja JOBefe 10 MIOBHLICHA TOKCHIHOCT Ha
MeToTpekcar. ETo 3amo ce npenopsusaT ocoGeHH MPHKH IIPH HANWYHE Ha CHLISCTBYBAIL ASPHUIMT Ha
¢onHeBa KUCETHHA.

HuxubUTOpH Ha MPOTOHHATA NIOMIIA -
EAHOBPEMEHHOTO NPIIOXKEHHE HA HHXHOWTOPH Ha IIPOTOHHATA IOMIIA, KATO OMENPa3ol HIIx

NaHTOIPAa30/ MOXKEe Aa AOBeJAE A0 B3auMOACHCTBUA: EAHOBPEMEHHOTO MPUIOKEHHE HA METOTPEKCaT |
OMenpa3oi BoAm A0 3abaBeHo OBOpeuHO eMMMHUHIpaHe Ha METOTpeKcaT. B koMOHHaIms ¢
NAHTONPa30JI B €IMH CiIy4aii ce cholinapa 3a MHXHOHpaHo Ob0peyHO eMMMHHMpaHe Ha MeTaloHTa
7-XHAPOKCHMETOTPEKCAT ¢ MHAJITHA M BTPHCAHE.

Cyadacanazun
Brnpekn ye KOMOHHALIMATA OT METOTPEKCAT H cyidacanasHH MOXKE Ja JOBCIE [0 YBET
e(PHMKACHOCTTA HA METOTPEKCAT M B PE3YJITAT HA TOBa Ja AOBEIEC KO MOBEYE HEMKETT
nopaay HHXHOUpaHeTO Ha CHHTe3a Ha (POITHEBA KHCE/IMHA vpe3 cyndacaiazuH,
peaKiiH ca HabmoaaBaHH CaMO B OTACTHH PEAKH CITYUYAH B XOAA Ha HAKONKO PO

JIpYTH aHTHMPEBMATHIHH JIEKAPCTREHH NPONYKTH VR J}; .
Ilo npuHUMn He TpsAORa Aa € OYAKBA NOBHLIABAHC HA TOKCHYHHTE ¢(DEKTH HA MeTomeKcaf KOTaTO |
SE/H/1416/001-011/1B/020/G 2%33! ,g,% S



Hamakcup ce nmpuiiara 3a¢iHo ¢ Ipyrd aHTHPEeBMATHYHH JISKAPCTBCHN NPOAYKTH (Hanp. CheAHHEeHNA
Ha 3/1aTOTO, IEHHIMAAMHAH, XHAPOKCHXJIOPOKBHH, CyJiacalasiH, a3aTHONPHH, UKIOCTIOPHH).

Bzaumooetcmsus, xkoumo mozam 0a norRuNCam HUSAMa HAa Memompexcam.
Il KTH. Ch HeBa Wi dormmMHOBA KMCEIHMHA

BrTraMHHHH NTPOXYKTH WIH OPYTH NPOAYKTH, CHABPXKAIRH PolTHEBa KHCENNHA, POITHHOBA KHUCEIHHA
WIHM TEXHHTE NPON3BOAHH MOTAT J1a HAMAJIAT ¢()eKTHBHOCTTA HA METOTPEKCAT.

HamuTkH, KOHTO ChABPKAT KOGEHH UITH TeOhHTHH
IIpexoMepHaTa KOHCYMalMs Ha KO eHH- M TeODWIHH-CHIBOKAIIM HANMMTKH (kade,

Ko(peHH-CHABPIKALIH Oe3aTKOXOITHH HANHTKH, YepeH Yaii) Tpa6Ba Aa ce W30Area 1o BpeMe Ha JIiCHeHHE
¢ METOTPEKCAT, ThH KAaTO e(peKTHT Ha METOTPEKCAT MOXKE Ja ¢€ OTCIa0H 0T BE3MOXKHOTO
B3aMMOACHCTBHE MEKIY MCTOTPEKCAT H METHJIKCAHTHHHTE 34 aICHO3HHOBHTE PELEITOPH.

Apyau ezaumooeiucmeun.

Ilepopanxy aHTHOUOTHITH

[TepopanHu aHTHOHOTHIIH, KATO TETPALHKINH, XJa0paMPpeHUKONI H HeabcopOupyeMH
LWIHPOKOCIICKTEPHA aHTUOMOTHIIH MOTAT Ia CE HAMECAT B CHTEPOXEIIATATHATA LHPKY/Ialug, 9pes
MHXUOUpaHe Ha YpeBHATa (pnopa WK NOTHCKaHE Ha OaKTepHATHHUA METabOIHU3EM.

Bzaumooeidicmeun, oxazeauu enunnue sopxy ynompetama na opy2u 1eKapcmeenit npooyKmiu

JHEH BaAKCHHH

ITopaan BE3MOKHHATE My ¢(PEKTH BEPXY HMYHHATA CHCTEMA METOTPEKCAT MOXKE Aa KOMIIPOMETHpa
BaKCHHAJICH OTTOBOP HJIH Z1a AOBEAE A0 JalIHBH pe3yITATH OT HMYHOJIOFBMHH TeCTOBE
(MMYHONOrMYHH NPOLEAYPH 3a OLICHKA HAa IMYHHATa peakiui). [Io BpeMe Ha Tepanus ¢ METOTPEKCaT
He Tpa0Ba Jia ce H3BbPINBA BAKCHHAIIMSA C KMBH BaKCHHH (BiK. ToukH 4.3 H 4.4).

MepxanTonypHH
MeroTpekcaT NOBHINABA IWIA3MEHATE KOHLIEHTpAli Ha MepKanTonypuH. ClienoBaTeIHO NPH
KOMOMHHpPAaHETO Ha METOTPEKCAT C MEPKAINITONYPHH MOXKE Jla € HeoOXoauMo ajaliTHpaHe Ha I03aTa.

TeothWIHH
MerorpekcaT MOXKe Ja HaMalld KIHpBHCA Ha Teo(H/THH; HHBaTa Ha Tco(unHH TpAOBa Aa ce
MPOCIENABAT, KOraTo €€ H3IMOJI3Ba SAHOBPEMEHHO C METOTPEKCAT.

4.6 PepTHIHETET, GPeMEHHOCT H KbPMEHE

Kenn ¢ nereponen noreHHaN/KoHnTpauenuys npH KeHH

JKenure He TpAOBa ga 3abpeMeHABaT MO BpeMe HA TEpAIMA ¢ METOTPEKCAT, 4 TpAOBa Aa W3IO0A3BaT
epeKTHBHA KOHTPALICTILMA 10 BpeMe Ha JICYeHHe ¢ METOTPEKCAT M NoHe 6 Mecella cies ToBa (BXK.
To4Ka 4.4). [Ipein 3ano4yBane Ha Tepamus *EHATE B ICTCPOAHA Bb3pacT TpaGBa Aa Obaat
HH(OPMHpPAHH 32 PHCKA OT MAI(POPMALIHH, CBBP3aHH C METOTPEKCAT H TpAOBa CHC CUIYPHOCT 1A Ce
H3KTIOYH BCAKA CHINECTBYBAIMA OPEMEHHOCT, KAaTo ce NMpenpHeMaT HeoOX0MMHITe MEPKH, HAMIP. TeCT
3a OpemeHHOCT. KoraTo € kmuHIMHO 060CHOBaHO TecTORETE 3a HpeMeHHOCT TpsORa Ja ce IOBTAPAT IO
BpEME Ha JIeYEHHEeTO (Hamp. clell [IPonyCK B KOHTpauenuuaTa). [1auueHTKH B AeTEpOAHA Bb3PacT
TpsAOBa Aa 6bAaT KOHCYJITHPAHH IO OTHOLICHHE Ha MpeANa3BaHe OT M IUTaHHpaHe Ha GpeMeHHOCT.

- KoHTpanemis npH Mbxe
He e W3BeCTHO Jany METOTPEKCaT ¢€ OTKpHBA B cniepMara. [IpoyuBasms npu »XHBOTHH
FeHOTOKCHYHOCT, TaKa 4€ PHCKBT OT FreHOTOKCHYHH €()eKTH BEPXY CIEPMaT030

HAMMBJIHO J1a c€ U3KMOUH. OrpaHWueHHTe KIMHHYHH AaHHH HE MOKA3BaT MNOBHINCH TN f—; \
maadopMaLH WK abopT ciie eKCMO3HIHA Ha alnarta Ha HECKH JIO3H METOTPEK 1 GT# S
L ?%,.‘.‘:_E,_ K +
E g . ! : “
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30 mg/cenmmiia). 3a NO-BHCOKHTE AO3H HIMa JOCTATHYHO JAHHH, 33 Ja C€ OLCHAT PUCKOBETE OT
MangopMauMi K adopT cliell eKCIo3HIMA Ha 6ainara.

[IpenopbuBa ce kaTo NpeAna3Ha MAPKA MO BpeMe Ha JICUCHUETO M NoHe 3 Mecela Cie/i CInpaHe Ha
METOTPEKCAT CEKCYANHO AKTHBHHUTE MAIMEHTH OT MBXKH MOJ1 HIH TEXHHTE MAPTHROPKH Aa H3II0NI3BaT
HaACKAHA KOHTpalenug. Muxere Be TpaOBa ma gapaBart cniepMa [0 BpeMe Ha TepanHaTa HiH B
paMKUTe Ha 3 Mecella Clielt IPeKpaTABaHe Ha METOTPEKCaT.

bpemMeHHOCT

MeroTpekcar € NIPOTHBONIOKA3aH Ti0 BpeMe Ha 6peMEeHHOCT IPH HEOHKOJIOTHYHH NOKa3aHHA (BXK.
TO4Ka 4.3). AXO BCE Mak BE3HUKHE OPEMEHHOCT 10 BpeMe Ha JIEYCHHETO ¢ METOTPEKCaT WM A0

6 Mecela ciel TOBa, MAlMEHTKaTa TpA6Ba Oa noTyyn uH(popMaLKa OTHOCHO PHCKA OT YBPEKIAIH
e(eKTH BBpXY JCTETO, CBBP3aHH ¢ JISUeHHETO, H TpAOBa Ja ce M3BBPIIH YIATPAa3ByKOBO H3C/IeIBaHe, 32
Ia ce MOTBBPAH HOPMAJTHOTO Pa3BUTHE Ha IUTOJA.

[Ipu npoy4BaHHd BHPXY JKHBOTHH, METOTPEKCAT MOKA3Ba PENpoAyYKTHBHA TOKCHYHOCT, OCOOCHO Ipe3
ITbPBUA TPUMECTEHP OT OpeMeHHOCTTA (BXK. TOuKa 5.3). JlokazaHo €, Ye METOTPEKCAT € TEPaTOreHEH 3a
Xoparta; cpo0masa ce, 4e IpUYMHABA (peTalTHa CMBPT, a00OPTH W/HIK BPOAECHH AHOMATHH
(Hanp.uepenHO-ANLIEBH, ChbpAcYHO-ChIoBH, [IHC K 3acarainqy KpaiHHIETE).

MeTtoTpekcar € MOLIEH TEpaTOreH MPH Xopa, ¢ MOBHIIEH PHCK OT CIIOHTAHHH abopTH, OrpaHHuYCH
BETPEYTPOOEH pacTek M BpoAeHH MandOpMAliMH TIPK eKCTIO3HLIMA 10 BpeMe Ha OpeMEHHOCT.

- Cronrannu abopTH ca cbobmapanu np 42,5% ot OpeMeHHHTE )KEHM Ha JICYCHHE C HUCKH A03H
MeToTpekcat (No-Hucky ot 30 mg/ceqmMuna), B cpaBHeHHe CbC ChOOmeHaTa yecroTa oT 22,5%
PN NALMEHTH CbC CHIIHTE 3a00M4BaHMA, HO NIEKYBAHH C Pa3IHYHH OT METOTPEKCAaT JISKapCTBA.

- I'onemu BpoaeRU AedeKTH ¢a B3HUKHAIH IpH 6,6% OT JKMBUTE paXKAaHH [IPH €KCIO3HPAHH
J)KCHHU HA JIEYeHHe ¢ HUCKH A03H MeToTpeKcaT (1o-HuCckH ot 30 mg/cenMuiia) o BpeMe Ha
bpeMeHHOCT, B cpaBHEHHE ¢ NPHOIM3HTENHO 4% OT )KMBHTE paXXAaHUA TIPH MAUMCHTH ChC
cpmMTe 3a60ABaHHsA, HO JIEKYBAHH C PA3IMIHH OT METOTPEKCAT JIEKapCTBa.

HsiMa nocTaTh4HO JaHHM 3a €eKCMO3HIMATA Ha JO3H METOTPEKCAT MO-BHCOKH oT 30 mg/ceAMHILIA TIO
BpeMe Ha OPEMEHHOCT, HO Ce OYaKBAT MO-BUCOKH Y€CTOTH HA CIIOHTAHHH adOpTH H BPOICHM
ManGOpMaLIHH,

Koraro npunoxeHHeTo Ha METOTPEKCAT € MPEKBCHATO NPEIH 3a9eBaHeTo, ce Cho0HIaBa 32 HOPMATHO
IPOTHYAINH OpeMEeHHOCTH.

Kspmene
MertoTpekcat ce ekckperrpa B kbpMara. ITopagn Bp3MOXKHATA NOABA HA TEXKH HEXKCIaHH peaKIHH

NpU KbpMayeTo, NedenneTo ¢ HaMakcHp e nmpoTHBONoKkasaHo o BpeMe Ha KbpMeHE (BK. TouKa 4.3).
ETo 3aii0 kepMeHeTO TpAOBa J1a ce mpeKpaTH Npeay H Mo BpeMe Ha JIeYCHHETO.

Oeprunurer
MeroTpekcaT oka3Ba BIHIHHE BbPXY CIIepMaTOreHe3ara i OBOre¢He3aTa, 1 MOKe 1a I0BEAe 10
HamaneH eprunurer. Crodlapa ce, ue rpH Xopa METOTPEKCAT BOAM AO OJMTOCIIEPMHEH,

MEHCTpPYaJIHi CMYIIEHHS ¥ aMeHopes. B noBeueTo ciyuad Te3u e(heKTH H3ITIeKIA ca 0OOpaTHMH ClieN
MpeKpaTsaBaHe HA IEYCHUETO.
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4.7 EdexTn Bppxy cnocobHocTTA 32 modupade 7 paboTa ¢ MAMHEHEEA

ITo BpeMe Ha IEYCHHETO MOTAT Jia CE MOABAT CHMITTOMH OT CTPaHa Ha HEpPBHATA CHCTEMA, KaTo yMOopa
u 3aMasHocT. HamakcHp HMa ¢1a60 WM yMepeHO BIMAHME BBPXY CIIOCOOHOCTTA 3a MIOGHpaHe H
pabora ¢ MallliHH.

TampenTrTe TpAOBa A3 OBAAT MHCTPYKTHpPAHH A2 0BT NpeANa3INBH NPH 3aNI0YBAHE HA JICYEHHE ¢
HamMakcHp H, aKo ca 3acerHarH, 1a H30ArsaT MoTeHIHATHO ONACHH JeHHOCTH, kaTo modHpaHe H
pabota ¢ ManMHK.

4.8 HexeJaHH NeKAPCTBEHHA PeaKIHH
PesioMe Ha npodia Ha 6e30MmacHoCT

Hai#i-cepuo3HMTE HEXKENIAHH PeaKLM¥ OT METOTPEKCAT ca: MOTHCKAHS HA (PYHKI[HATA HA KOCTHHA
MO3BK, OesionpoOHa TOKCHYHOCT, XSMATOTOKCHYHOCT, O0h0pevyHa TOKCHYIHOCT, HEBPOTOKCHYHOCT,
TpoMboeMOOMHYHN CHOMTHA, aHA(HUNAKTHYEH IIOK M CHHAPOM Ha Stevens-Johnson.

Haii-yecto HabmoaapaHuTe (MHOTO YECTH) HEXKEIAHH PeakliHi Ha METOTpEKCaT ¢a
racTPOHHTECTHHAIHATE HapylIeHHs (Hanp. CTOMATHT, JUCIencud, abaoMuHanHa 60nka, rafeHe,
3ary0a Ha anieTHT) H OTKJIOHEHHATa B YepHOApoOHHTE PYHKLIMOHAIIHH H3CJIC/IBaHHA (Hamp. [IOBHINCHHA
anaHUMH aMuHoTpacdepasza (ALAT), acmaprat amuuoTpacdepaza (ASAT), 6unupyOnn, ankanHa
docdarasa). Jpyru yecro HabmoaaeaHu (UeCTH) He)KeJIaHH PEAKLAH Ca: JIEBKOIICHHA, aHEMHH,
TPOMOOLIMTONIEHHA, IN1aB0b0jIHe, yMOpPa, CHHIIHBOCT, THEBMOHHA, HHTSPCTHLIMATIEH

AJIBEOJIHT/THEBMOHHT, Y€CTO CBBP3BAHE ¢ €O3HHODUIMA, S3BH B YCTaTa, JHAPHSA, €K38HTEM, €PHTEMA
H chpOex.

Haii-3HauHMHTE HEXKETIAHU PEaKIMH €4 IOTHCKAHE HA XEMOIMOSTHIHATA CHCTEMA H CTOMAIITHO-YPEBHA
HapYLICHHUS.

TaGnH4eH CIIHCHK HA HEXKEJIAHHTE JICKAPCTBCHH PDCAKIIHH

H3non3BaHu ca CIEAHUTE O3HAYEHHA, 33 [a C& CHCTEMATH3HPAT HEXKCIIAHATE PEakI[HH IO YeCTOTa:
MHOTO decTi (1/10), yectu (>1/100 no <1/10), nedectu (>1/1 000 mo <1/100), peaxn (=1/10 000 go

<1/1 000), muoro penxu (<1/10 000) u ¢ HeusBecTHa YecToTa (OT HATHUHHTE IAHHH HE MOXKe f1a Onae
HamnpaBeHa OLIEHKa).

Hudeximu 1 HHbecTaruy

Heuectn: (papHHrUT

Penkn: HHeKUHH (BKJI. peaKTHBHPaHE HAa HEAKTHBHA XPOHU'MHA HH(EKLHA), CETICHC,
KOHIOHKTHBHT

Heornasmy - 106pokaYeCTBEHH, 3110KA4YE€CTBEHH H HeonpeneneH! ( BKIIIOYHTEIIHO KHCTH W MOJTHITH
MHoro peaku: nuMdoM (BXK. OMMcaHke MO-A0TY)

Hapyiienus Ha XpLBTa # TuM{HaTa CHCTEMA

YecTn: NICBKOTICHMA, aHEMHA, TPOMOOLIMTOTICHISA

HeuecTn: NaHIHTONCHHKSA

MHOro peaku: arpaHyJOLMTO3a, TEKKHA NEPHOIH Ha MOTHCKaHE Ha KOCTHHSA MO3EK,
nmuMponponudepaTHBHE HapyLICHUA {BXK. OMHCaAHMe NO-IOIY ).

C Heu3BeCTHA
YeCcToTa: eo3HHOHINA

HapyiieHns Ha HMYHHATa CHCTEMa
Penxu: aNleprUMHH peakid, aHabHIakTHUEH IOK, XHIToraMarno0ynuxe
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Hapywmenns Ha MeTabonmusMa U XpaHEHETO
Heuecn: OTKITIOYBAHE HA 3axapeH Anaber

IIcHXUYHY HADYLUCHUSA
Heuecrn: aenpecus, 0ObpKaHOCT

Penxu: IIPOMEHH B HACTPOESHHETO

HapyineHrd Ha HEPBHATA CHCTEMA
YecTn: rnasoboKe, yMopa, CbHIMBOCT

HeuecTn: 3aMasHOCT

MHuoro penku: boska, MyckyiHa c1abocT, nNapecresus/Xxunoecresus, MPOMEHH B YCCIIAHETO 33 BKYC
(MeTajieH BKYC), KOHBYJICHH, MCHHHIH3bM, OCThpP CCIITHYCH MEHHHTHT, Napanu3a

C HeH3BECTHA

YeCTOTA! eHuedanonaTus/ nepKocHuedanonaTuy

HapymeHng Ha ouuTte
Penxu: 3PHTE/THH HAPYILIEHHA
MHoro peakH: HapyIEHO 3peHHe, PCTHHOIIATHA

CbpaeyHH HapyIeHHs
Penuu: NIEPHKAPIHT, TIepAKAPACH H3IIMB, NMEpHKapAHa TaMIIOHAAa

CbII0BYM HApYUIEHHS
Peaxm: XUNOTOHUA, TpoMOoeMOOMIHY CHOUTHS

PecnmpaTOpHW. TPBAHH H MEIHACTHHAIHH HAPYHICHHA
YecTH: IHEBMOHMA, KHTEPCTULMAJIEH AJBEOJIMT/IHEBMOHHT, Y€CTO CBBP3aH C e03HHOGHIHS.

CHMITOMHTE, KOUTO COYAT MOTEHIHMATHO TEKKO 0e0oApodHO ypexnaHe
(MEHTEpCTMIIMAIIEH IMTHEBMOHHT) €a: CyXa, HEMPOAYKTHBHA KALIUTHIIA, 3a/{yX H BHCOKA
TeMIIepaTypa

Peaxm: benoapoSHa Gpudpo3a, MHEBMOHHA, IPHIHHEHA OT Preumocystis jirovecii, 3anyX B

SpoHXHAlIHA ACTMA, IUICBPAJIEH H3JTHB

C Heu3BeCTHaA

4eCTOTA: eIMHCTAKCHC, MYJIMOHAITHA AIBecNapHa XeMoparus

CroMaInHO-4YpEBHA HAPVIIICHUA
MHoro yecTH: CTOMAaTHT, THCTIENICHA, TaieHe, 3aryba Ha aneTHT, abnomunanrHa 6oska

YecTu: A3BH B yCTaTa, fHapui

HeuecTn: CTOMAILHO-YPEBHH A3BH H KbPBEHE, CHTCPHT, NOBPBIIAHE, IAHKPECATHT
Penxu: THHTHBUT

MHoro peaAkH: xeMareMesa, XeMaTypHs, TOKCHYEH MEeTaKoJIOH

XenaToOMIHapHH HAPYIIEHHA (BXK. TOYKa 4.4)
MHOro 9eCTH: NATOIOrHYHH H3CHEABaHHA Ha YepHoaobHaTa dyukima (nospmmenn ALAT, ASAT,
ankamHa gocaraza v GunHpyGHH).

Heuectn: uppo3a, ¢pubposza H MacTHa JereHepailia Ha YepHUA Apod, HaMandBaBe Ha CEpPyMHUs
anOyMuH
Penxu: OCTEHP XeNaTHT

MHoro peaky: 4YepHOApoOHa HEAOCTATEYHOCT

Hapynienns Ha KOXaTa ¥ NOAKOXKHATA THKAH

YecTu: €K3aHTEMa, epHTEMA, TIPYPHTYC

Heuecrn: doToceHCHOMIH3AIS, KOCONAA, YBEANYABAHE Ha PCBMATHYHHTE B
KOXKATA, Xepnec 30¢Tep, BACKYNHT, xepretudopMeHH 00pHBY HO K

Peaku: IIOBHINEHA MArMEHTALHA, aKHe, ITETeXHH, eKXUMO03a, ATIEPriveH B
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MHoro peakH: cUHApOM Ha Stevens-Johnson, TOKCHYHA enHaepMaTHA HEKPOIH3a (CHHAPOM Ha
Lyell), nopsineHH MHrMeHTHH TIPOMEHH HA HOKTHTE, OCTPa NApOHHXHA,
$YypYHKYII03a, TENICaHTHEKTA3HH

C HeH3BeCTHA

YeCTOTA: KOXKHa eKchonranns/eKchOIHATHBEH NSPMaTHT

H €HHA Ha MYCKYJIHO-CKENIETHATA CHCTEMA U ChE JIHATA ThKAH

HeuecTn: apTpanrys, MHaJIl'li, OCTE0nopo3a

Penxu: cTpec dpakrypa

C HemspecTHa

4eCTOTA: OCTEOHEKPO3a Ha YSIOCTTa (BTOPHUHO cief TuMGonpodepaTUBHATE HAPYILICHH ).

Hapymenua Ha 656penyme ¥ MHKOYHWTE ITHTHIA

Heuectn: BL3MANCHHE W YILEpalli Ha IIHKOYHHA Mexyp, OrOpeuno yBpexaane, HapylIieHa
MHAK1LIHA

Penkn OB0pedHa HeAOCTATHFYIHOCT, OMINTYPHA, AHYPHA, €JIEKTPOIUTHH HapylIeHHA

C Hens3BecTHA

YecToTa: [IPOTEHHYPHA

HapyilicHWe Ha BE3NPOM3BOAMTENHATA CHCTEMA M bPLOATA

HeuecTn: BB3MAJICHHE H A3BH Ha BJIATAJIHINETO

MHoro penkm: 3aryba Ha MHOHMAO, AMIIOTEHTHOCT, THHEKOMACTHSA, OJIMTOCTIEPMHS, HAapYIlieHa
MCHCTPYalHs, BArMHAIHO TeYCHHE

OO0y HapymeHHd U €(heKTH Ha MACTOTO Ha OPHJIOKEHHE

Penxu: TpecKa, 3ab0aBeno 3a3npaBsiBaHe Ha PAHHTE

MHOTo pekH: JOKaTHO yBpexaaHe (00pa3yBaHe Ha cTepWIcH abciiec, TUNOAHCTPOdHI) Ha MACTOTO
Ha HHKEKTHpPaHe CIIe/ MHTPaMYCKYJIHO WIH NMOJK0KHO NPHITOKESHHE.

C HeH3BeCTHA
YeCTOTA: aCTCHHA, OTOK, HEKPO3a Ha MACTOTO Ha HIDKEKTHPAHS

Onucanve Ha U36paHH HOKENAHH PEaKLIHK

[TosBaTa K TEXKECTTa Ha HEXKEJIAHHTE PeaklMH 3aBUCAT OT J03aTa M YECTOTATa HA MPWIOKeHHE. Bee
Nak, ThH KAaTO TEXKKH HEKEIAHH JIEKAPCTBEHH pPeaKilHA MOTaT Jia e MOABAT AOPH APH MO-HACKH JI03H,
€ BOKHO NALMEHBTHTE [1a ce HabMOoAAaBaT peJOBHO OT JleKaps Ha KPaTKH HHTEPBAJIH.

Jinmbpoma/mambonponudepaTHBHE HApPYIIEHHS: HMa ChOOLICHH ¢€IMHAYHH CITyJaH Ha TIHMGPOMa H
ApYTH TAMQONpPOINdEpaTHBHY HAPYIIEHHS, KOHTO B MOBEYETO CIydaH OTUIYMABAT I1pH
IIpeKpaTABaHe Ha JICUEHHUETO ¢ METOTPEKCAT.

[To npHHIRAT NOAKOXKHOTO MPHIOKeHHe HA METOTPEKCaT € ¢ o0pa NoKaTHA TOHOCHMOCT.
OOuKHOBEHO ca HAOMIOAaBaHH CaMO JIEKH JIOKATHH KOKHH PEaKUMHY (TAKURA KATO yCeEIllaHe 3a
napeHe, epUTEMa, OTOK, IPOMSIHA Ha HBETa, ChpOex, cineH chpbexk, O0nka), KOUTO oTcaadsar o

BpEME Ha TEPAITHUATA.

CroflnaBane Ha NONO3UPAHH HEKEIAHH PEaKIIHU
CrobmaraneTo Ha NOAO3HPaHN HEXENIAHH pPeakKliH Cliel paspellaBaHe 3a ynorpeda Ha JIeKapCTBeHHA
NPOIOYKT € BakHo. ToBa MO3BO/IABA @ IPOXB/DKH HAOMIOASHHETO HA CHOTHOIIEHHETO MOJI3a/PHCK 34
JIeKAPCTEeHHA NpoAyKT. OT MEOWIIMHCKHTE CTICLHATTACTH Ce W3MCKBA 1a ChOOIIABAT BCAKA
NOAOHPaHA HexKeJlaHa peakupa upe3 MameiaHHTEHa areHLMs N0 ieKapcTeata, yi1. ,.Jlams
Ne 8, 1303 Codus, Ten.: 02 8903417, yebGeaiit: www.bda.bg.

4.9 Ilpexozmpane

a) CHMIOTOMH Ha NpeAO3UPAHE
TokcHYHOCTTa HA METOTPEKCAT 3aciAra MnpeJUMHO XeMONOETHYHATA CHCTEMA.
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6) JleueOHH MEPKH NIpH Npe/Io3MpaHe
Kamumesuar donuuar ¢ cneuadHyeH aHTHACT 32 HEYTPATH3HpaHe Ha TOKCHIHHTE HEXKETaHU ehexTH
Ha METOTpPEKCAT.

[Tpu cnyyakiHo npeno3npaHe TpAOBa B paMKHTE HA €/IHH Yac Ja ce MPHNOXKH HHTPABEHO3ZHO HITH
HHTPaMYCKYJIHO KalnueB (pOJIMHAT B /1034, KOATO € paBHAa HWIH [10-BHCOKA OT IIPEBHINCHATA 1032 Ha

METOTPEKCAT M TIPHIIOKESHHETO 1A MIPOIRIKH, TOKATO CEPYMHHTE HHEA Ha METOTPEKCaT JOCTHIHAT
1077 mol/l.

IIpn MacHBHO IpEAO3UpaHe, MOXKE Ja ¢a HEOOXOAHMMH XUApaTalMg H AJIKATH3HPAHE HA MMKOYHHTE
MBTHINA, 33 A3 C€ TIPSAOTBPATH OTIAraHe Ha MeTOTpeKcaT H/HIH HeropuTe MetabonuTy B 650peunnTe
kaHam4eTa. JlokazaHo €, 4ye HUTO XEMOJHAIH3aTa, HHTO TIEPHTOHEATHATA HANA3A NToA00paBaT
e/IMMHHHpPAHeTO Ha METOTpeKCaT. 3a ¢heKTHBHO OYHCTBAHE HA METOTPEKCAT ce chodlaBa NpH
M3M0I3BAaHE HA OCTPa, HHTEPMHTEHTHA XEMOAUAIM34, H3IIOM3BALla JHATH3ATOP ¢ BUCOKA

IPOILY CKJIMBOCT. |

5. ®APMAKOJOIrHYHHU CBOUCTBA
5.1 PapmakoanRAMHYHH CBOHCTBa

QapMakoTeparneBTHYHa rpyna: ARTHHEOIUIACTUYHH H UMYHOMOXYIHPAIH CPe/ICTBA,
HMYHOCYTIpECaHTH; Apyrd uMyHocynpecant, ATC xon: L04AX03

AHTHpPEBMAaTHYCH JIEKAPCTBEH TIPOAYKT 3a JIeueHHE HAa XpOHWYHH, BBLIIAIHTE/IHE PEBMATHIHH
3a00/IBAHKMSA H [TOJIHAPTPATHH (POPMH Ha I0BEHWIEH HANONIATHYEH apTpHAT. MMyHOMOXy MHpAIIO U
IPOTUBOBB3NANMTENHO CPEACTBO 3a JieueHHeTo Ha GonecTra Ha KpoH.

MexaHH3BM HA JIekHCcTBHE

MeToTpeKcaT € AaHTarOHHCT Ha GoNHEBaTa KHCEIHHA, KOHTO MPHHAVIEHKH KBM KJIac IHTOTOKCHYHH
CpeIcTBa, N3BECTHH KaTo aHTMMeTabonuTH. Toii aelicTra upe3 KOHKYPEHTHO HHXHOHpaHe Ha eH3MMAa
auxuapodonaT penyKTasa H Mo To3H HauuH notucka cuaresa Ha JIHK. Bee ome He ¢ H3CHEHO, JalH
e(pHKACHOCTTA HA METOTPEKCAT 3a ACUEHHETO Ha MCOPHA3HC, ICOPHATHYEH apTPHT, XpOHHYCH
noNMMapTPHT U GoJiecT Ha KpoH ce JBDKH Ha NPOTHBOBEIMAJHTENICH WIM HMYHOCYTIPECHBEH €(EKT H
AO KaKBA CTEeNIEH MHAYHHPAHOTO OT METOTPEKCAT YBCAHYCHHE Ha EKCTpalleTyIapHHTE aIeHO3HHOBH
KOHHEHTPALHME BbE BE3MANICHHTE MECTa JOTIPHHACH 3a Te3H e(PEKTH.

MexayHapoaHH KIHHHYHH IIPENOPbKH OTPa3sBaT yrnoTpeOaTa Ha METOTPEKCAT KaTo CPeICTBO Ha
BTOpH W300p 3a NanmeHTH ¢ HoecT Ha KpoH, KOMTO HMAT HEMOHOCHMOCT HWJH HE Ca YCIIENH Ja ¢

MOBJIHAST OT HMYHOMOYJIATOPH OT IThpPBA JIHHAA, KaTO a3aTHOIpHH (AZA) Wiy 6-MepKanTonypuH
(6-MP).

Hexxenanure crOuTHs, HabnronaBaHH B H3CJIEABAHHATA, IPOBSACHH C METOTPEKCAT NpH OoJecT Ha
KpoH ¢ H3non3sale Ha KyMyJIaTMBHE J03H, He ¢a MOKA3aJId paziiiveH npodun Ha 0e30nacHOCT Ha
METOTPEKCAT, B CPpaBHEHHE ¢ Bede ycTaHOBReHHA npodun. [1o Ta3n npudrHa, MPH H3MOJA3BaHETO Ha
METOTpEKCAT 3a JieueHHe Ha 6oecTTa Ha KpoH € Heo6xoauMo Mo chims HaYHH Ja ce 0ObpHE
MOBHIIEHO BHUMaHHKE, KAKTO H NPH APYTHTE PpCBMATHYHH H HEPEeBMATHYHH MOKA3aHKA 32 METOTPEKCaT
(K. ToukH 4.4 1 4.6).

5.2 @PapMaKkoKHHETHYHH CBOHCTBA

AGcopOums 4o
Cnen nepopaliHO nNpunokeHHe MeToTpeKcar ce abcopOHpa OT CTOMAITHO-YPEBHHAS TP =/v g3 ﬂé‘@ﬁ .
NPHII0KEHHEe HA HHCKM A03H (03upoBka Mexy 7,5 mg/m* u 80 mg/m® TesiecHa MOBADIHOCTR .00 0\, i

cpextaTa buonanmyHocT € npubamsuTenHo 70%, HO ca BE3MOYKHH 3HAYHTEHH Hi
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H MHTPaUHAMBHYATHH OTKIOHEeHHA (25 — 100%). MakcuMaHH cepyMHH KOHLCHTPAIIHH CC MOCTHT AT
cnen 1-2 vaca.

BHOHATHYHOCTTA IIPH MOAKOKHO HIDKeKTHpaHe € nodTH 100%.

Pa3 EJICHHE

[IpubmusurenHo 50% OT MeTOTpeKcaT ce CBBP3BaT ¢ IIa3MeHHTE TpoTeHHH. Cliex pasnpencisHe B
TBKaHHTE Ha OPraHu3Ma, ccobeHO B YepHus apob, 6K0penmTe ¥ Janaka, ¢ OTKPHBAT BHCOKH
KOHIISHTpaLU#H 1o ¢opMaTa Ha NONMIITYTAMAaTH, KOHTO MOTaT Aa ¢¢ ChbXPaHABaT B MPOABLDKEHHE Ha
ceIMHLM WK Mecer. Koraro ce npunara B HUCKH 103H, METOTPEKCaT IIPEMHHABA B
1IepeOpOCHHANHATA TEYHOCT B MUHHMAJIHH KOJIHYeCTBa. TepMHHATHMAT NOMYKHBOT € CPEaHO M0 6-7
yaca H MOKA3Ba 3HaYMTETHM pasniuns (3 - 17 gaca). Bpemero Ha noay*HBOT MOXKE Ja One
YABIDKEHO A0 4 TETH HAJl HOPMATHATA MPOARDKHTEHOCT MPH MALMCHTH, KOUTO HMAT TPETO
NPOCTPAHCTEO Ha paslpefcicHue (IUICBpaiicH H3JIHB, ACLIAT).

bu copm
[Ipubmusurento 10% ot npunoXkeHaTa A03a HA METOTpeEKCaT ce MeTaboNIH3Hpa HHTpaXenaTallHoO.
OCHOBHHMAT MeTaboONNUT € 7-XHAPOKCHMETOTpEKCaT.

EnuMHHHpaHe

Exckpeipsra, mpeIMMHO Ha HEpoMeHeHaTa GopMa, ce H3BLPIIBa OCHOBHO Npe3 OubpeliuTe upes
rmoMepy/iHa QUITpalHd H aKTHBHA CEKPELHA B NPOKCHMATHUTE TyOYIIH.

[IpuGausurenno 5 - 20% metoTpekcar u 1 - $% 7-XMAPOKCHMETOTPEKCAT CC ETHMHMHHPAT Ype3
AuThuKaTa. ChillecTBYBa H3pa3eHa eHTepoXenaranHa HPKYJIams.

Cneyuannu nonyiayuu
B cnyqaii Ha Gp6peuno yBpexaane, eMMMHHHAPaHETO ce 3a0aes 3Ha9ATE/HO. He e H3BeCTHO
HapYLICHO SMMMHHHpaHE, CBBEP3aHO ¢ 9epHOApOoOHO YBpEXKIaHe.

5.3 IIpeaxnEHHEYHHA AAHHH 33 0€300ACHOCT

XPOHHYHA TOKCHYHOCT
ITpu npoyuBaHHs 32 XpPOHHYHATA TOKCHIHOCT, IPOBEAEHH BhPXY MHULIKH, IUILXOBE H KyJeTa ca

HaOMmoOAaBaHA TOKCHYHH edeKkTH NoJ opMaTa Ha raCTPOHHTECTHHAIITHH JIC3HH, MHETIOCYTNIPECHS U
XEATOTOKCHIHOCT.

MyTareneH H KaHIiepOreHeH NOTeHIHA
JIBJrocpoUYHn npoy4BaHH MpH ILTBXOBE, MHIIIKK H XAMCTEPH HE MPEAOCTABAT JOKa3aTeCTBa 32

TYMOPOTEHCH NMOTEHIHANI HA METOTpekcaT. MeToTpekcaT nmpe JU3BUKBA I'¢HHH H XPOMO30OMHH
MYTAlHH KaKTO in vifro, Taka M in vivo. IlpH Xxopa ¢e nogo3upa MyTareHeH eQeKT.

PenponyKkTHBHA TOKCHYHOCT
YCcTaHOBEHH ca TepaTOreHHH e(PEKTH NPH YeTHPH BHAA (TUTBXOBE, MHIIKH, 3aHLH, koTk#). [IpH pesyc
MaKal(d He ¢a HaCThIIWIM MapOpMalHK, CPABHUMH C Te3H IPH XOpa.

[IpoyuranMsTa NpH JKHBOTHH NOKA3BAT, Y€ METOTPEKcaT yBpexkaa deprunureTa, eMOpHO- H
(eTOTOKCHYEH € U € TepaTorencH. MeToTpekcaT € MyTareHeH in vivo H in vitro. ThH KaTo He ca
NPOBEKIAHH KOHBEHIIHOHAIHM NTPOYYBAaHH4 3a KAHLEPOr€HHOCT H AaHHHUTE OT MPOYYIBaHHA 33
XPOHMYHA TOKCHIHOCT IIPH IPH3avH ca MPOTHBOPEYHBH, C€ CIHTA, Y€ METOTPEKCAT He MOXKe A3 0bae
KJIACHPHIHEPAH NO OTHOIICHHE HA HETOBATA KAHIIEPOTEHHOCT 32 XOpaTa.

6. ®APMAIEBTHYHH JAHHH

6.1 ChnucbK Ha DIOMONHHATE BEIMEeCTBA

Hatpuer xnopna

HatpHep xuapokcup 3a kopuriupase Ha pH o
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Bona 3a uHXeKuuu
6.2 HecbBMeCTHMOCTH

[Topaau nunca Ha NPOy4BaHMs 32 HECHBMECTHMOCTH TO3M JIEKapCTBEH NMPOIYKT He TpsAOBa Ja ce
CMECBa C JPYTH JIEKAPCTBEHH MPOIYKTH.

6.3 Cpok Ha rogHocT
2 TOJIMHH

6.4 Cpenna/HH yC/I0BHS HA CbXpaHEHHE

Ja ce cbxpansBa nog 25°C.
CpxpansBaiiTe npeBapUTEIHO HANTbIHEHUTE CTIPHHLIOBKY B KAPTOHEHATa OINaKOBKa, 3a J1a ce
NpeanassAT OT CBETIHHA.

6.5 BuaucbAbLPKAHHE HA ONAKOBKATA

OnakoBka

[IpeaBapuTEHO HAITBIHEHH CTIPUHLIOBKH OT Ge31BeTHO cThK0 (Tum I) ¢ BMecTumocT ot 1 ml, ¢
MOCTABEHA WIJIA 33 MOJKOXKHO HHXKEKTHPAHE M TBBP/Ia 3alllUTHA Kanavka BepXy uriata. [lpeana
OrpaHH4MTe/IHa YacT Ha OyTanoro ot xyopodyTunosa ryma (v 1) ¥ ractmacoBa npbpYka, BKapaHa B
npeaHara yact, obpa3ysaiiku OyTanoro Ha cnpuHLOBKaTa. <[IpeaBapUTENIHO HAITBIIHEHHTE
CIMPUHLIOBKM ca CHabJIeHH ChC 3allMTHA CHCTEeMa, KOATO Tpeana3Ba oT yOoxkaHe ¢ uriara cief
ynorpeba.>

BuoBe onakoBKH
Hamakcup npeBapuTeTHO HAITBJIHEHH CIIPHHLIOBKH chabpkaT nmo 0,33 ml (2,5 mg), 0,30 ml (7,5 mg),
0,40 ml (10 mg) unu 0,38 ml (15 mg) pasTeop.

Hamaxcup 2.5 mg, 7.

OnakoBku 1o 1 1iH 4 CIPHHLIOBKA M KOMOMHHUpPaHH ONIAKOBKH, ChABbpamu 12 (3 onakoBkH X 4)
CIMPHUHLIOBKH <3a€HO C TaMIIOHH, HAIOEHH CbC CIIUPT>.

He BcHUKHM BHI0BE ONMAKOBKHM Morar ja Obaart mycHaTu B npoaaxoa.

6.6 Crnenua/JHH npeana3HH MepKH NPH H3XBLPJ/IsiHe H pabora

HauuubT Ha paboTa U u3XBBpisHE TPsAOBA /1a ca B ChOTBETCTBUE C MECTHUTE CTAH/IAPTHH H3UCKBAHMA,
KaKTO MPH JPYruTe LIMTOTOKCUYHH JIEKAPCTBEHH NMPOAYKTH. bpeMEeHHH KE€HH OT MEAMLIMHCKHSA

nepcoHa He TpsabBa aa paborsat w/wim aa npunarat Hamakcup.

MertoTrpekcar He TpsaOBa 1a BNM3a B KOHTAKT ¢ KOKaTa WM Jurasuuure. B ciyyail Ha KOHTaMHHALMA,
3acersartara obsact TpsabBa Ja ce npoMuUe ¢ A0CTaTb4YHO KOJIMUECTBO BOJA.

CaMo 3a eqHOKpaTHa ynoTrpeoa.

Heusznon3BaHusT JICKAPCTBEH IMPOAYKT WJIH OTNAaJABYHHUTE MaTCPHAJIH OT HEI'O Tpﬂﬁ
B CbOTBETCTBHE CbC CTAHJAAPTHUTE U3HUCKBAHHSA 34 IMTOTOKCHYHH MPOAYKTH.

MHCTPYKIHHE 32 NOAKO0KHO NPHJIOKEHHE
Haii-no6pure MecTa 3a HHXKEKTHpaHE ca:
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- ropHara 4acT Ha Oefpara,
- KOpeMa, ¢ M3KITIOYEeHHe Ha 001aCTTa OKONO IThIIA.

1.  Ilouncrere 30HaTa OKOJIO H3OPAHOTO MACTOTO HA HIDKEKTHpaHe < (Hamp. ¢ OMOIITa Ha
NPHIOKEHHS AJIKOXOJIeH TaMIIOH) >.

2. H3gppnalTe pa3Ko 3aHWTHATA [UIACTMACOBA Kanadka.

3.  Odopmere KoxKHa I'BHKA, KAaTO JIEKO NPHTHCKATE 001aCTTa HA MACTOTO HA HIDKEKTHPAHE.

4, I'bHKaTa TpAOBa Aa ce ABpPXKHA NPUTHCHATA, JOKATO CIIPHHIIOBKATA C€ OTCTPAHH OT KOXKAaTa CJICA
HHDKEKTHPAHETO.

5.  3a nace u3berHe 3ary0ara Ha JIEKApCTBEH INPOXYKT NPH H3MNOI3BAHE HA NPEBAPHTEIIHO
HaIlkJIHEHA CIIPHHIOBKA, NP HHKEKTHPaHe HE OTCTPaHABAWTE BB3AYLIHOTO MEXYpUe OT
CIIPHHIIOBKATA.

6.  Bkapaiite WriaTa m3LANO B KOJKATa MOA BI'BJ OT 90 rpagyca.

=

HNxexTHpaiiTe TEMHOCTTA 11011 KOXKATA, KaTO 0aBHO HaTHCcKaTe HYTAN0TO KBM JHHOTO Ha

CIPHHIIOBKATA.,

8.  H3pagere CpHHIIOBKATA OT KOXKATA NOA CHIMUA BI'eJl 0T 90 rpaayca. AKo CIIpHHIIOBKATA €
cHa0/ieHa ChC 3alllUTHA CHCTEMA, PBXKTE NMPBHCTa CH BhPXY OyTanoTo, AOKATO OTCTPaHABATE
CIIPHHIIOBKATA.

9.  Ipedsapumento HanvARERU CRPUHYOBKY CbC CUcmema 3a be3onacHocm:. OPHECHTHpaNTe UriaTa

aaneye or cebe CH H ApyTH XOpa, aKTHBHPAHTe 3alllHTHATA CHCTEMA Ype3 CHITHO HATHCKAHE Ha

OyTanoTo. 3AMHTHOTO MOKPHTHE aBTOMATHYHO 1€ TIOKPHE HIJIATA M IIe ce Yye "InpaksaHe”, B

ANOTBBPXICHHE HA AKTHBHPAHETO Ha 3aIMTATA.

7. HOPHTEXATEJI HA PAZPEINIEHHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg S
2031 GA Haarlem

Hunepnanmua

8. HOMEP HA PA3PEIIEHHUETO 3A YIIOTPEBA

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

9. JTATA HA OBPBO PASPENIABAHE/MOHOBABAHE HA PASPEHIEHUETO 3A
YHOTPEBA

Jara Ha mbpBO paspelaBane: 22.06.2016 .
Hara Ha nociieano noasopseane: 30.11.2021 r.

10. JATA HA AKTYAJIMZHPAHE HA TEKCTA
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