KPATKA XAPAKTEPHCTHKA HA IPOIYKTA A J 9 20% 2/

1. HME HA JEKAPCTBEHUSA ITPOAYKT 67321 I b -12- 207;

EGerpexcar 20 mg/ml HHXEKLIMOHEH pa3TBOp B [peABapUTETHO HAlTbJIHEHa CIIPHHIIOBKA
Ebetrexat 20 mg/ml solution for injection in pre-filled syringe

3. KAYECTBEH U KOJJUYECTBEH CbCTAB

Bcexy ml MHKEKLIMOHEH pa3TBOP Chabpka 20 mg METOTPEKcaT (kato 21,94 mg IMHATPHUEB
METOTpEKCAT).

Besika npeiBapuTEIHO Halb/IHEHA CIIPUHIIOBKA € 0,375 ml uHKeKUMOHEH Pa3TBOP ChAbpHa 7,5 mg
METOTpEKCAT.

Besika npeiBApUTENIHO HabJIHEHA CTIPMHLIOBKA € 0.5 ml uHKEeKUMOHEH pa3TBOp chabpka 10 mg
METOTpEKCar.

Bcsika mpeiBapUTESIHO HAITb/IHEHA CIIPUHIIOBKA € 0,625 ml MH>XEeKLMOHEH pa3TBOp ChAbprKa 12,5 mg
METOTpeKcar.

Bcsika npeBapUTE/IHO Hallb/IHEHA CIIPHHIIOBKA € 0,75 ml HHKEKLMOHEH pa3TBOP ChAbpKa 15 mg
METOTpEKCaT.

Bcsika mpeBapuTeTHO HAMbJIHEHA CIIPHHIIOBKA C 0,875 ml HHKEKIIMOHEH pa3TBOp ChAbpKka 17,5 mg
METOTpeKcar.

Bcsika npeiBapuTENIHO HAITbJIHEHA CTIPUHIIOBKA C | ml MHXKEKLMOHEH pa3TBOp chabpika 20 mg
METOTpEKCAT.

Bcesika npe/iBapyuTe/IHO HaITh/IHEHA CIIPUHIIOBKA C 1.125 ml MHKEKIMOHEH pa3TBOp ChAbpIKa 22,5 mg
METOTpEKCAT.

Besika npeaBapUTEIHO Halb/IHEHA CIIPHHLIOBKA C 1.25 ml MHXXEKIIMOHEH Pa3TBOP ChAbPXKA 25 Mg
METOTpEKCaT.

Bcsika npeiBapUTETHO HAITbJIHEHA CTIPUHLIOBKA € 1,375 ml MH>KEKLIMOHEH pa3TBOp ChAbpxKa 27,5 mg
METOTpeKcar.

Besika npeiBapUTEIHO HAITbJIHEHA CTIPUHLIOBKA € 1.5 ml MHKEeKUMOHEH pa3TBop chabpika 30 mg
METOTpEKCAT.

[ToMOLLHM BelllecTBa ¢ M3BECTHO JIEHCTBHUE:!
Beexyu ml HHKEKLIMOHEH pa3TBOp chabpxka 0,18 mmol/ml Harpwuii (4,13 mg/ml HaTpwi).

3a IThJIHMSA CITMCHK Ha MOMOLIHUTE BELECTBA BHXKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

UHKeKLIMOHEH Pa3TBOP B MPE/IBAPUTEIHO Hallb/IHeHA CIIPUHLIOBKA

BUCTBP, KBJITEHUKAB HH)XXEKLIMOHEH pasTBOP.

4. KJIUHUYHU JAHHHA

4.1 TepaneBTHYHH MOKA3AHHS

- OcTbp peBMaTOM/EH apTPUT NPH Bb3PacTHH MALHCHTH

- TMonuapTpuTHH GOPMH Ha TEXKKH, OCTPH, FOBEHHIHH HAHOMIATHHHH apTPHUTY

OTroBOpPsT KbM HECTCPOHIAHH ﬂpﬂTHBOB'b3H&HHT@J’[HH JIEKapCTBECHH CPCAGYBS
HE3a/10BOJIUTEJIEH.
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- Texxu peKaTUMTPAaHTHH HHBATHAH3HPALIH GopMH Ha NICOPHA3KC MPH HEAACKBATCH OTTOBOP KbM
NpYTH BHIOBE TEPAMHH, KaTo GoToTepanus, PUVA-Tepanus 4 peTHHOMIH, H TEKBbK MICOPUATHICH

apPTPUT NpH BE3PACTHH MALIMEHTH.

4,2 Jlo3upoBKa H HAYMHMH HA NPHI0KEHHE

Baxdo npeiynpexiedue NIpH DPHIKCHHE HA EGerpexcat (METOTPEKCAT):

3a leyeHHE HA PEBMATOHAEH APTPHT, IOBEHWTHH HAHOMATHIHK apTPUTH (FOUA) u ncopHasuc
E6erpexcar (MeToTpekcaT) TPOBA Aa ce H310/138a CAMO BEARBK CeAMHAYHO,

["peuiKK npu AO3IHPAHETO NMPH ynorpebara Ha EOerpekcar (METOTpEKCAT) MOTaT Ja AOBEAAT 20
CEPUO3HH HEXENaHH PEAKLIMH, BIIIOUHTETHO B CMBPT. Mons, mpoyeTere Ta3H TOYKa OT Kparkata
_ X4paKTepHCTHKA Ha NMPOIyKTa MHOTO BHHMATEJIHO.

EGerpexcar TpsabBa Ja ce NPeuCcBa CaMo OT JISKapH € OTIHT B U3IIO/I3BAHCTO MYy M N'BIIHO pa3bupaHe

H4 PHCKOBETE OT TepanuATa ¢ METOTPEKCAT.

E6GeTpeKcar ce HEXKEKTHP BEIHBXK CEAMHYHO.

[MauuenTrTe TPAGBA H3PHYHO Jia 6BAAT HHPOPMUPAHH, H€ E6erpekcar ce npuiiara CaMo BEAHbK
CeAMHIHO.

[TpenopbuBa ce Aa ce ONpe/en TOHCH JIeH 0T CEAMHLATA KaTo ,, ACH 34 MHDKEKLHA".

[MauuentuTe TpaGBa Aa 6baaT HHGOPMHPAHH H oOyueHy Ha MPaBHIHATA TEXHHKA HA HHXEKTHPAHE
[pH CAMOCTOATENTHOTO NMPWIOXKECHHE HA METOTPEKCAT. [TepeaTa MibKekua EGeTpekcar TpaOBa na ce
H3BBLPIIM MO MPIKO MERHLIMHCKO HAOMIOACHHE.

J[o3MpOBKaA NPH NAUHECHTH C PEBMATOHICH APTPHT.

[IpenopbuMTEIHATA HA4YallHA 034 € 7,5 mg BeIHBXK CEIMHYHO, MPUITOXKEHA TTOAKOKHO,
HHTPaMYCKYHO HWIH MHTPAaBEHO3HO. B 3aBHCHMOCT OT HHIHBHIYATHUA OTTOBOP Ha 3a00JISBAHETO U
NOHOCHMOCTTA Ha MallMeHTa, HaYaTHATa 1032 MOXE /ia ce yBenuiasa. He TpaOBa Ja c¢ NMpeBHINaBa
ceaMuuHa 103a oT 25 mg. Jo3u, Haasuiuasaiy 20 mg/ceAMHYHO, C€ CBBP3BAT CbC IHAUUTCIIHO
yBe/IHuaBaHe Ha TOKCHYHOCTTa Ha MPOAYKTa, 0cOBEHO MOTHCKaHE Ha KOCTHUA MO3bK. OTrOBOp Ha
ledeHueTo TPAGBa Na ce 04aKBa NMPHOTUIUTENIHO ClEN 4 — § ceqmui. Clie] MOCTUraHETO HA JXKEAaHUA
TepaneBTHYCH pe3yITar, J03aTa TpA0Ba 1a C€ HaMaNH NMOCTENEHHO A0 Bb3MOXKHO HaH-HHCKATa
edexTHBHA noAIbpKALLA 1034,

o3UpOBKA NpH Aena ¥ FOHOWM A0 16 roAHHM ¢ ONHAPTPHTHH dopMH Ha IOBEHHIIEH UTHOTIATHYCH
aApPTPUT:

INpenopwunrtenHara no3a € 10-13 mg/m? TenecHa nosbpXHOCT (BSA)/ ceMu4HO. B cyiaH, KOMTO HE
ce MOBIHABAT OT TepanuaTa, CEAMHYHATa J032 MOXKE [a C€ YBEIHIH 10 20 mg/m? TenecHa
NOBBLPXHOCT/ ceAMHUHO. [IPHIOKEHHETO Ha NO-BUCOKH O3H H3UCKBA MO-HECTO npocieassaHe Ha
NalLMUEHTA.

lMopanM HEAOCTATHYHO HHGPOPMALMA OTHOCHO HHTPABEHO3HOTO NPUIOXKEHHE TTPH Jela ¥ IOHOLIH,
NapeHTEPATTHOTO MPUWIOKECHHE € OrPaHKHYEHO 10 NOAKOXKHO M HHTPAMYCKYTHO.

[Manpentu ¢ KOUA Tpa6Ba aa ce leKyBaT B peBMATOJIOTHYHH 3BEHA, CTICLIHATH3HPAHH B JICHCHHC Ha
AELIa/TOHOLIH.

Vnorpebara npu Aeua rnoa 3-roaqiiHa Bp3pacT He ¢ Npenoppiea, THil KaTO OMKTHT IIPH Ta3H
Bb3pacTOBA rpyna € HeAOCTAThUCH.

Jlo3MpoBKa Npy Bb3PAaCTHH € TEXKKA dopMa Ha 1COPHAINC BYJITAPHC MIIN NNICOPHATHYEH APTPHT.
[Npenophuba ce eHa CEAMHMLIA NIPEAH 3aII0UBaHE Ha TepantaTa 1a cc NPHWIOKH NAPSHICPFBINE.JEeCTOBA
no3a oT 5 — 10 mg, ¢ 1leN YCTAHOBABAHE Ha HAHOCHHKPATHYHH HEXXENaHH peakis w«w o,
[TpenopbuMTeHATA Ha4alHa J03a € 7,5 mg BeIHbXK CCAMH'HO, IPUIIOKEHA /BN %
HHTPaMYCKYJIHO WIIH HHTPaBeHO3HO. Jlo3ara TpsOBa Ja c€ YBEJIHNYH, aKo € =/ ROt HRr
fla ce NpeBHIIaBa CEAMHMYHA 1032 OT 25 mg meToTpekcar. Jlo3H, Ha/IBHILaBaL ftotde

1.

\

CBBP3BAT CHC 3HAYUTENHO YBENHYaBaHe Ha TOKCHYHOCTTA Ha NPONyKTa, OCO
KOCTHMS MO3DBK. B ofms crydait oTroBOp Ha JIEUEHHETO TPAOBA 2 CC O4aK
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— 6 cenqmuy. Crel NOCTUTAHETO HA JKeNaH!A TEPanceBTHICH pesyrart, no3ara TpadBa 1a ce HaMalli
[OCTEMEHHO A0 BL3MOXHO Haii-HUCKaTa eeKTHBHA noAxbpXKalla 103a.

Jo3ara TpsOBa 1a ce yBE/IH'H, aKo ¢ HeoBX0AKMMO, HO He TPAOBa Aa ce NpeBUilaBa CeAMHHa 1032 0T
25 mg MeToTpeKcaT. B HAKOM CTyHaH Mo M3KIKHCHHE [10-BHCOKATa 1032 MOXe 11a 6b/ie KIIMHUYHO
o6ocHOBaHa, HO He TpsOBa [a NpeBHlIaBa MaKCHMAIHA 1032 O1 30 mg METOTpeKcaT, ThH KaTo
TOKCHYHOCTTA 3HAYKUTENHO 11IE C€ NOBHILH.

[TauMeHTH ¢ Hapylli¢HA oBbOpedHa M yepHoapobHa GYHKUKA:
EGerpexcar Tpabpa fa ce npuiara ¢ ocoBeHO BHIMAaHKE MIPH NALMEHTH ¢ HapylleHa 6p0peuHa

dbyukuus. Jlozata Tpabsa fa ce afianTipa KakTo C/IC/iBa.

%, OT A03aTa, KoATO TpAbBa Aa e NMPHIIOKH

KpeaTHHHHOB KJTHPBHC (ml/min)
> 50 100 %

20 — 50 50 %
< 20 MeroTpekcar He TpabBa Aa ce Mpuiara.

MeroTpexcaT TpsaOBa J1a ce NpAiara MHOro npeanasjimeo, ako u3001110 ce npwiara, NpH NaluMeHTH €
TeKO HACTOALIO MM MPEAMLIHO YepHOAPOOHO 3abonssane, ocobeHO aKo € MPUYMHEHO OT aJkKoXo.
[TpunoxceHneTo Ha METOTPEKCAT € MMPOTHBOMNOKA3HO TTPH croliHocT Ha Gunupy6uH Hag S mg/dl (85,5
umol/l), Bxk. Touka 4.3.

Crapuccka Bb3pacT
[lpy naLueHTH B CTapUyecKa Bb3pacT Tpsa6Ba Aa ce OOMHMCHK HaManABaHe Ha 103aTa NOpaH

HaMmasieHaTa uepHoapobHa u 6b6peyHa GyHKUMA, KaKTO H Mopaiy 10-HUCKHUTE pe3epBy Ha PONaTH,
KOMTO HaMaIABaT ¢ HAMpeBaHe HA Bb3pacTTa.

Vnotpe6a npy NaMeHTH ¢ TPETH 00eM Ha pa3nPe/ie/ICHAE (IUIEeBPAIHY U3NBU, aCLIMT).
Toii KATO [PH NALMEHTH ¢ TPETH 00EM Ha pasnpefie/ieHHe MOy KHBOTLT Ha METOTPEKCAT MOXKeE 11a

6bI€e yIb/DKeH 10 4 MbTH Hajl HOPMAJTHATA IPOXBIDKHTETHOCT, MOXe a € He00X0AHMO HaMaIsiBaHe

Ha J03aTa KIH, B HAIKOH CITy4ad, NPeKpaTABaHe HA MPHIOKEHUCTO Ha MeTOTpeKcaT (BXK. TOUKH 5.2 K
4.4).

[Ipoab/DKUTEAHOCT M HAYHH HA NPHIOKEHHE.

To3u eKapcTBEH MPOAYKT € CaMO 3a €THOKPATHO NPHIIOKCHHC.

MeToTpeKcaT HHKEKHHOHEH pa3TBOp MOje 11a C& HIDKEKTHPA HHTPaMyCKYJIHO, HHTPABEHO3HO KK
NnoAKOX<HO (MpH AeLa ¥ I0HOLIH CaMO NOAKOKHO HITH MHTPaMYCKYJTHO).

[Tpx BB3pAcTHK MALMEHTH HHTPABEHO3HOTO NPHIIOKCHHE TpsiGBa Ja 6bae non dopmara Ha GOMyC.
Moss sikTe U TOoMKa 6.6.

Hpa,ubmkmenuom'ra Ha JIeYeHHETO C€ ONpeaciia OT JICKapi.

[Ipenu yrnorpeba pa3TBOPHT a C€ NPOBEPH BU3YAIIHO.
Jla ce MpWJIaraT CaMo pa3TBOPH O€3 HATHHHE Ha HaCTHLH 8 TAX.

TTa ce n30sArBa KOHTAKT C KOXKATa U aurasuiuTe! B criyuail Ha 3aMbpcsBaHe, 3aCerHaTHTE y4aCTblH
TpaGBa He3a6aBHO Aa Ce H3MHAT OOHIHO C pona! Bixre cbio Touka 6.6.

JleueHHETO Ha PeBMATOUICH apPTPUT, IOBEHUNEH HAMONATHIEH apPTPUT, TEKEK NcopHasHc ByIrapuc u
NCOPHATHYCH APTPHUT C METOTPEKCAT H3HCKBA NMPOIBILKUTETHO JIEHCHHE.

PeBMaTOHIAEH apTPHUT
TepamneBTHUEH pe3yATaT NpH MALMEHTH ¢ pEBMATOHACH apTPHT MOXE J1a C€ OMaK

B13MOXKHO € CHMITTOMHTE /13 C€ MOABAT OT HOBO cA€A MpeKpaTABaHC Ha JCYCHH

Texxu GOpMH HAa NCOPHA3HC BYITAPHC H NCOpHaTHYHH apTPHUTH
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TepaneBTHUEH PE3YITAT MOXKE Jia C¢ OUaKBa Cle] 2-6 ceAMULIH. B 3aBHCHMOCT OT KJIHHHMYHATA
KapTHHA ¥ TPOMEHKTE Ha NabopaToOpHUTE NAPAMETPH, TOCPANHATA MOXKE Ja CC Bb300HOBH WIH
NpeKpaTH.

3abenexka:

Koraro ce NpeMHHaBa OT MEPOPATHO NPH/IOKEHNE KbM NAPEHTEPATHO NIPHJIOKEHUE, MOXE na ce
HATOKH HAMAJISBAHE HA 7103aTa, MOPaJIH pasiniHaTa OMOHAIIMYHOCT HAa METOTPEKCAT CJIE CPOPAIHO
NPIIOKEHHUE.

Mosxe 1a ce OBMHC/H NpuioxkeHHe Ha donnesa WK GoNMHOBA KHCE/IMHA CIOPEA HACTOALIMTE

NpeNnopPbKH 3a JICUCHHE.
4.3 IIpoTHBONOKA3AHHSA

MeTtoTpeKkcar e [IPpOTHBONOKAa3aH NpH:
- CBPBXUYBCTBUTEHOCT KBM METOTPEKCAT HITH KbM HAKOS OT MOMOLIHHKTE BCLIECTBA, ONKCaHH B
TOuKa 6.1;

- TEXKKO YEPHOIAPOOHO YBpEKIaHe, 8KO CepyMHHUAT 6unupy6ut e > 5 mg/dl (85,5 pmol/l) (rx.
ChILO TouKa 4.2);

- ATKOXOJTU3BM,

- TeXKO 6b0peuHo yBpexaaHe (KpeaTHHHHOB KIIMPBHC < 20 ml/min) unK cepyMeH KpeaTHHHH
Hax 2 mg/dl (Bx. cbillo Touka 4.2 1 4.4),

- CBLIECTBYBALIM KPBBHH JHCKPA3HH, KATO XMTIOILUIA3HA HAa KOCTEH MO3BK, JICBKOIICHHUA,
TpOMOOLIMTOTIEHNA HIH 3HAUHTE/HA AHEMHA,

- UMYHEH AeQULHT,

- CepUO3HM, OCTPH WX XPOHMYHH HHPEKLIHH, KATO tyGepkynosa u XUB;

- CTOMATHT, A3BH B YCTHATa KyXHHa H aKTHBHA raCTpO-HHTECTHHAIHA A3Ba,

- 6peMEHHOCT M KbpMeHe (BX. ToukKa 4.6);

- ¢IHOBPEMEHHO NMPWIOKEHUC HA )KUBH BAKCHHHU.

4.4 CpoenmajiHd NpeAynpexnacHHs H NIpeaANna3HH MEPKH NpH ynoTpeda

TMauyeHTUTe TPAGBA U3PHUHO Aa GBAAT HHGPOPMHUpPAHH, HC TEpANUATa CC MpuUiara BEAHbK CEAMHTIHO,
a He BCeKH JieH. HenpaBIHOTO MpIoKEHHE HA METOTPEKCAT MOXKe ia JOBEJIE KO TECIKKH,
BIUTIOUMTETHO MOTEHLUHAIHO CMBPTOHOCHH, HEXETAHH PEaKUMH. 3paBHUTE npo¢eCHOHAIUCTH H

nanueHTHTe TpAOBA a ObAAT ACHO HHCTPYKTHPaHH.
WMa chobmasanys 3a daraneH kpad, ocoOeHO NPH MaLMeHTH B CTApYecKa Bb3pacT, NpRIara/in

HHIHICHTHO €2KeIHEBHO CCAMNYHATA N034.

T[Topaay BB3MOXKEH TOKCHUYEH e(eKT BbPXY UepHUL npob, He TpAOBa Aa ce JaBaT JONBJIHHTEIHO
XeNaTOTOKCHYHH JIEKapCcTBa 10 BpeMe Ha JICUEHHETO C METOTPEKCAT, OC6EH aKO MOBA HE € abconaiomuo
neobxodumo 1 Tpa6Ba 1a ce n36ArBa KOHCYMaLMATA HA AJIKOXOJ1 MITH MHOTO fla €& OTPaHutH (BX.
Touka 4.5).

BrOpedna pyHKnad

[Tpu HanuuKMe HA PUCKOBH (PAKTOPH, AOPH K MPH IPaHHHH C¢TOWHOCTH Ha MOKA3aTEJIMTE, KaTo
HapyueHa 6x6peuna GyHKUKS, €THOBPEMEHHOTO MPHIIOKEHHE Ha HECTEPONIIHH
NPOTHBOBB3MATHTE/IHH CPEACTBA HE CE NMPEnopbiBa (BB3MOXKHA € TIOBMLIEHa TOKCHYHOCT).

IIpu naumeHTr ¢ HapyuieHa 6s0peyHa GYHKLHA, TEHEHHETO C METOTpEKCaT TpsAOBa Ja C€ U3BbPIIBA
caMO ¢ MOBHILEHO BHUMAHHE ¥ MO-HUCKH J03H, Mopaay 3a0aBeHOTO €TMMHHHPAHE HA METOTpEK AT
(BXK. TOUKa 4.2).

T1it KATO METOTPEKCAT CE EKCKpeTUpPa NpeauMHO upe3 6p0pennTe, B ciry4an H
MOJKE J1a ce OYaKBaT FOBHIIEHH KOHLIEHTPALHH Ha METOTPEKCAT, KOETO a A0
HeXeJIaHHN peaklIMy KaTo HapylileHa 6bp6peyHa yHKIms 10 61p0peuna HegoC



ca TEXKH HeXKeTAHH PEaKLH, BKTIOUHTEIIHO CMBPT, BBB Bpb3ka C MPUIOKEHHETO HA HECTEPOHAHH
NPOTHBOBB3MAIHTEHH ICKAPCTBEHA CPECTBA.

Mo BpeMe Ha IEYEHHe ¢ METOTPEKCAT MOXE 1ia € pa3BHe pioLIaBaHe Ha OBOpeuHaTa QyHKIMA €
[IOBHILABAHE HA ONpeAeeHH 1ad0opaTOpHH MOKa3aTeNN (KpeaTHHHH, ypes B IMKOYHA KHCE/THHA B

cepyma).

I'acTPOHATECTAHAIHA TOKCH'THOCT

CpoTOSHUS BOACIIM OO JeXuaparauud (eMe3a, inapus, CTOMATHKT) MOrar ChILlo Aa YCHWIAT
TOKCHYHOCTTA Ha METOTPEKCAT MOPajH MOBHILICHHK HHBA Ha METOTPEKCAT. B Te3m ciyuan TpsOBa na ce
cnpe ynotpefara Ha METOTPEKCAT 10 H3UEIBAHETO HA TE3H CHMITTOMM.

MeTtoTpekcaT n HjieBpAJIHH H3ABA/ ACIHTH

[TpH nauHeHTH ¢ MATONOTHYHO HATPYNBAHE HA TEUHOCTH B TEJECHHTE KyXHHH (,,TpeTH 00eM ) KaTo
ACLIAT WJTH TUIEBPATHH H3IHBH, € YIBKSHO NOTYETMMHHHPAHETO Ha METOTpEKCAT, KOETO BOJAHU A0
HEOYaKBaHAa TOKCHYHOCT.

[IneBpanHUTE U3JTMBH W ACLUMTLT TpaAGBa Ja Ce APSHHPAT NPEeAH 3aN04BaHE HA JICUEHHE C
METOTPEKCAT.

[o npuHLMN € Heo6XOAWMO TIOBHIIICHO BHUMAHHE TPH ALMEHTH ¢ MHCYTMHO3aBUCHM AMaleT, KaKTo
| [IpY MALMEHTH C YBPEXKIAHe Ha 6enoapobHaTa GyHKUMA.

Nundexndn BIA AMYHOJOrRYHEE ChCTOSHHSN

Bzemaiiky npeaBH Bb3MOXKHHA ebeKT Ha METOTPEKCAT BBPXY HMyHHATa CHCTEMa, METOTPEKCAT MOXKE
113 IOBJIHAE Ha PE3y/ITaTHTE OT BAKCHHALINATA U H3CICIBAHAATA (MMYHOJIOTHYHH MPOLEYPH 32
yCTAHOBABAHE HA UMYHHH peakLyH).

CnenoBaTeHO TpAOBa a ce n30ATBa BaKCHHALIMA C )KUBY BAKCHHH [10 BPCME Ha JIeYeHHE C
merotpekcat. Ma cpoblueHns 3a quceMHHHpaHa uHQEKIMA C IWapKa CEA BaKCHHALIKsA TIPOTHB €1pa
mapKa nMpH MaUHeHTH Ha JISHEHHE C METOTPEKCAT.

MeToTpeKCAT HHIYLIMPa PEAKTHBUPAHC Ha HHEKLUMS ¢ XenaTHT B Wik BIIOIIABAHC HA MH(peKLHA ©
xenaTiT C, B HIKOHU CJIy4aH ¢ daraneH KpaH. Hsakonko ciaydas Ha peakTHBHpaHe Ha vH(pEeKIHUA C
xenaTuT B ca ce MPOABWIH CNEJl MPeKpaTsABaHe Ha JICUCHHETO C METOTPEKCAT. Tpabpa aa ce NpoBeaaT
«IMHMYHM M 1abopaToOpHH U3CIIeBaHus, 32 Ja C¢ OLUCHH KIHHHUYHO CHIIECTBYBALIO YEPHOAPOOHO
3a0onsaBaHe MPpH MalMeHTH C NPEAHIIHA undexuys ¢ xematut B unn C. B pesynTar, JEHEHHETO C
METOTpPEKCAT MOXe JIa HE € MOAXOAAINO NPH HAKOH MalHeHTH.

JIOIbJIHUTENHO, HEOOXOAHMO € ocoBeHO BHHMAaHKE NPY HATMYHETO Ha HCAKTHBHH, XpOHHHHH
MH(EKLMM KaTO Xepnec 30CTep WK Ty6epKy103a, NOpaaH Bh3MOXHO aKTHBUPAHE.

[To BpeMe Ha JieueHHe C METOTPEeKCaT MOXe /1a CE HOABH OMOPTIOHUCTHYHA UHPEKLIMA, BKIIFOUHTEIHO
IHEBMOLIMCTHA ITHEBMOHHS, KOATO MOJKe /1a 3aBbpIIH C JIETANICH Kpai.

Beaoapobua TOKCHIHOCT

BenoapobHu YCI0KHEHHS, TUIEBPAICH H3/THB, aBCOUT HIIH [IHEBMOHHT ChC CUMITTOMHU KaTo 00110
Hepa3MoNOXKeHWe, Cyxa ApasHeIla KallTiLa, IUCITHCA MpH HATOBapBaHe 10 AHCTIHEA TIpH [OKOH,
KanumLa, 6onka B rpbAHUA KOLU, TEMIIEpaTYpa, XMIOKCEMHA H MH(WITPATH MPH PEHTTEHOBO
H3CJIeBAHE HA IPhIHMA KOL, NOABABALIH CE MO BPEME Ha JIEHCHHC C METOTpEKCaT, MOraT Ja ca
NPU3HALM 32 BE3MOXHO ONaCHO YBPEKIAHE C Bb3MOKEH JIETAJIEH KpaH.

[To BCAKO BpEME Ha JICUEHMETO MOXKE 14 BB3HUKHAT OCTPHU 6enonpobuu 3a00/151BaHUA, H
METOTPEKCaT, KATO MHEBMOHHT, KOSTO HE BUHArH & HallbTHO o6paTHMO U Bele € ChoO
BCHYKH 703K (BKITIOYMTENHO HUCKHM 1034 OT 7,5 mg/CeAMHYHO).

AKO ce MOJO3UPAT TAKKBA YCIIOXKHEHHs, TPAOBA He3a0aBHO J1a CE CIpe JCUEHHETO C
KaTo € HeOoGXOIMMO /1a Ce pasrpaHHuM OT HHbeKuus (Hanpumep NHEBMOHHA).
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OcReH TOB2 ce ChOOIIAaBa 3a MMy IMOHAJIHA alBeoiapHa XeMOparia, KoraTo METOTPEKCAT CC U3MoI3B4
33 PeBMATONIOTHYHH Y Py, CBbHP3aHH C TAX MOKA3AHHA. ToBa chOKUTHE MOXE CBLIO A € CBBP3aHO C
BACKYMHT M pyr® komopbunnocty. Tpabsa na ce OOMMCI/IAT CBOEBPEMEHHH H3CJICABaHUA NIPH
ChMHeHHMe 3a ITy/IMOHAIHA ATIBEONIaPHA XEMOparis 3a MOTBbPA/ABAHE HA 1MArHO3ATA.

KoxBa TOKCHYHOCT
Morart na ce MOsSBAT TEXKH, MOHAKora GaTanHy anepryiHy KOXKHH peakLuy KaTo CHHAPOM Ha
CTtuBbHC-J[PKOHCHH H TOKCHYHA enuepManHa HEKPOIH3a (cunapoM Ha Jleiin).

@®oTO9YBCTBHTEIHOCT

[lpy HAKOH MHAWBYAH, NPHEMALIIH METOTPEKCAT, € waOmoaasaHa GoTO4YYBCTBHTE/IHOCT,
NpOABABALLA CE Ype3 NIPEKOMEPHA Peaklins o/l ¢hopmaTa Ha CITLHYCBO H3rapAHe (BHXK TOYKA
4.8). UanaraHeTo Ha HHTEH3UBHA CTBHUYECBA CBCTIIHHA HITH UV nbus TpabBa na ce u3bArsa,
OCBEH aKO He € MeqULMHCKH nokasaHo. TTauuenTuTe TpAOBa Ia M3MOMI3BAT NOAXOAAIA
CTBHLIE3ALMTA, 32 /14 ce MIPeANnas3aT OT MHTEH3NBHA CIbHYCBA CBETIIHHA.

WUHAYUMpaHUAT OT pagyaluya JEPMATHT U CIIBHUEBO M3rapsHe MOraT 1a ¢e NOABAT OTHOBO MO BpEMe
Ha TepanuiTa C METOTPEKCAT (peaKlK Ha npunoMuaxe). [lcopyaTHUHHTE IE3NH MOTAT Ja Ce BIIOLIAT
110 BPEME Ha YJITPaBUOJIETOBO JBUEHHE H CAHOBPEMEHHO NPHIOKEHHC Ha METOTpEeKCaT.

[Npy nauxMeHTHTE, MOTYYaBalIK HICKA 1038 METOTpEKCaT, IOHAKOTa Morat 14 ce€ MOABAT MAJIUTHEHH
AUMGOMM, KOUTO B HAKOH CITy4aH MOTaT [ PErpecHpar CIe/l CIHPaHe Ha JIEHCHHCTO C METOTPEKCAT.
Ako nMMGOMHTE HE PErpeCHpaT CIIOHTaHHO, € HeoOXO0MMMO 3arnoysaHe Ha JIe4YeHUE C IHTOCTaTHLIA.
[TopMILIEHa YECTOTA Ha TUMGOM NO BPEME Ha JICYCHHE C METOTPEKCAT HE C€ OTKpHEA B CKOPOLIHO
Npoy4BaHe.

WUHTpaBeHO3HOTO IPHIOKEHHE Ha METOTPEKCAT MOXe 1a IOBEAE 10 OCTHP cHUedanuT (Bb3NaICHHE
Ha MO3bKa) B ocTa eHuedanonarus (HeoOuyaiHa MpomsHa Ha MO3BKa) ¢ daTaieH KpaH.

IIpozpecuena MYTMUPOKATHA JeeKkoeHuedanonamun (IIMJ1)

HMmMa chOBIIeHHUA 32 CITY4aH Ha NPOrpecHBHA My ITH(HOKATHA neskoenuedanonarus ([IMJI) npu
NALMEHTH, KOMTO MOAYYaBaT METOTPEKCAT, MPEMMHO B KOMOMHALHUA C APYro MMYHOCYNIPECHBHO
cpeactso. IIMJI Moxe [1a € C IETAICH H3XOA 1 TpaGBa Ja ce VMa NnpeaBHA Npu AudepeHUHANTHATA
JIMATHO34 TIPH MMYHOCYTIPECUPAHH NALIHEHTH C N05Ba Ha HOBH WIH BJIOLIABAHE HA HEBPOJOTHHHMTC
CHMITTOMH.

Ynorpeba B cTap4ecKa Bb3pacT

HMma chobimaBanus 2a darageH kpait, ocobeHo Npy MALMEeHTH B CTapuecKa Bb3pacT, Npuiiarait Ho
NOrpelka eXeJHEBHO ceIMUYHaTa Jo3a. [lo-crenuanHo nauueHTUTe B CTapuecka BB3pacT TpadBa Ja
6bIOAT H3C/IeABAHH Ha MO-KPaTKH MHTEPBAH 32 PAaHHHM MPHU3HALM HA TOKCHHHOCT. Jlo3aTa METOTpEKCAT
TpaGBa na 6bae KOPUrkpaHa, NOpaau HANPeJBAHETO HA BH3PACTTA M MOHIKEHATA yepHOApOOHa H
6u0peuna hyHKUHA (BXK. To4ka 4.2)

I[MeanaTpudna DOMYJIAKHSA
JleueHHETO C METOTPEKCAT NPH Jela M IOHOIDW TpaOBa 1a 0bAe BLBEICHO H MPOCICABAHO CaMo OT

crneuManmucTH ¢ AOCTATbYHO OIMAT B AHUArHOCTHIHPAHCTO H JIEYECHHETO Ha CHOTBCTHOTO 3a00/1BAHE.

MepTUWINTET H PENPOAYKTHBHOCT

DepTHIHTET
C1po6bl1aBa ce, Ye IPH XOpa METOTPEKCaT NPHIHHABA ONIMIOCNIEPMHA, MEHCTDY
aMeHOpeA, 110 BpeMe Ha H 3a KPaThK NeproJl OT BpeMe ciie/l CIIHpaHe Ha Teparl
HpyWeHns Ha QEPTIUIMTETA, 3acAraiiki CriepMaToreHesara M 00reHesara 1o Bp
MIPHIIOKEHUETO My — €(EKTH, KOUTO M3ITIEK]a Ca oOpaTHMH TpH NMPeyCTaHOB
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TepaTOreHHOCT — PHCK OT PEIIPOAYKTHBHH npobneMH

MeToTpeKcaT NpUYHHABA EMOPHOTOKCHUHOCT, aGopT u MandpopMaLMH Ha IUTO/1a PH XOpa. [Topanu
TOBA, ¢ MAUMEHTKUTE B JIETEPO/IHA Bb3PacT Tpabea aa ce OOCHAAT Bb3MOXKHHTE edeKTH BBPXY
penpoayKTHBHOCTTA, aDOpT 1 BPOACHH masopMatiiH (B. TouKa 4.6). 3a(b/DKUTETHO TpsaOBa Aa ce
NOTBBLPAM AUncaTa Ha OpeMEHHOCT MpeaH H3MO/I3BaHE Ha Eb6erpexcaT. AKO CE eKyBaT XKEHH B
CEKCYANIHO 3psUla BB3pacT, TpAOBa 1a e W3BLPINBA edeKTHBHA KOHTpaLenuys Mo BpeMe Ha JISHCHHETO
M MOHE WIECT Mecelia Cnejl TOBa.

3a KOHCYNTALMsl OTHOCHO KOHTPAUCTILMA 32 MBXC BXK. TOUKA 4.6.

IIpenopbuBaHH H3C/IeIBAHA H MEPKH 32 0€30MACHOCT
[Taupentite Tpsi6Ba Aa ObAAT BHUMATEIHO HabGII0IaBaHy IO BpeMe Ha JICUEHHETO ¢ METOTPEKCAT, 34
71a MOraT CUMITTOMHMTE Ha HHTOKCHKaLuA A Obaar 3abensa3aHd BeAHara.

[Tpeau 3anoysaHe Ha TEPANHAL
MLJIHO KPBBHO HM3CNe/(BaHe ¢ AH(EPSHLHMANHO 6poeHe U TPOMOOLIMTH

onpezensHe Ha HePHOAPOOHH eH3HUMH (AJIAT, ACAT), 6unupyOuH

cepyMeH anOyMHH

aKO € HeODXOAMMO peHTreHorpagus Ha rpbJAcH KOill

6bOpeyHH QYHKLHOHATHH TECTOBE (aKO € HEO6XOAMMO C KPEaTHHHHOB KJIMPBHC)
CEpOJIOTHYHO M3CJICABaHE 3a XENATHT (A, B, C)

aKO & HeoBX0AUMO TPAOBa a Ce M3KMOYH TyOepKyi03a

[lo Bpeme Ha TepanmnaTa (BeAHBX CEIMHYHO Npe3 MbPBHTE JBC CeAMULIHM, cJie]] TOBA HA BCEKH NBC
CeIMHLIA TIpE3 CIEABALINAA MECell; Cle/l TOBa, B 3aBUCHMOCT OT 6pos IEBKOLMTH H CTaOWIHOCTTA HA
[aLMeHTa - OHe SHH ITHT B MECe1la Npe3 CICABAIIMTE LIECT MECELIA H GG/ TOBA HAi-MaJIKO BEIHDBNK
Ha BCEKM TPH MeceLa).

ChIUO NPHU yBEIHYABAHE HA 1032Ta WK NPH MOBHLICHH HHBA Ha METOTPEKCAT (Hanp. nopaau
AEXHAPATALMSA, NOBHIIEHA TOKCHYHOCT Ha meToTpekcar) Tpa6Ba Ja ce OOMHCIIH yBeIHaBaKe Ha
yecTOTaTa Ha MPOC/IcABAHE Ha MALHEHTA.

. Tlpernen Ha yCTHATA KyX4Ha H M'bpJIOTO 32 MPOMERH B JYrapvLaTa.
2.  ITniHa KpbBHA KapTHHA ¢ AHQEPEHLMATHO GpoeHe M TPOMOOLIUTH.
3. Hscnensane Ha yepHoapoOHaTa GyHKUMA

He TpabBa na ce 3amovsa Je4eHHE WK TO Tpa6Ba Ja Obje NPeyCTaHOBEHO, KO Ca HAIHLC
[IOCTOSHHHU WIH 3HAYHUTEHH OTKIOHEHHA B NIOKA3ATE/IMTC HA yepHOpoOHaTa QYHKIH, APYTH
HeMHBa3HBAHM M3C/IeqBaHuA 3a yepHoApoOHa puopo3a WK yepHoapoOHa dHomncHs.

[MpexoaHy yBeAMHEHHA HA TPAHCAMHHASHTE [0 [1Ba WK TPH ITETH A ropHaTa rpaHHla Ha
HOpMaTa ca Hab/moJaBaHH C YeCTOTa 13-20% ot nauueHTHTe. [10CTOAHHY MOBUIICHHUS HA
yepHOAPOGHUTE EH3UMH W/ HaMAJLIBAHE Ha CEPYMHMA aTGyMHH MOXKe J1a ca NoKasaren 3a
Te)KKa XernaToTOKCHUYHOCT. B cnyuait Ha TpaHHO YBETHYCHHC HA yepHOAPOOHHUTE EH3UMH,
TpsGBa fa ce 0GMUCIIM HaMaNABAHE Ha J103aTa WK NPEyCTAHOBABAHC Ha JIEYEHHUETO.

XHCTONOrMYEM NTpoMeHH, ¢ubpo3sa 1 No-pAaako yepHOAPoGHa LIMPO3a, MOXeE f1a He ObJaT
[peALIeCTBaHH OT OTIJIOHEHHA BBB by HKLHOHATHKTE YepHOAPOOHH TecToBE. MiMa Cilyyan Ha
LMpO3a, KOTATO TPaHCAMHHA3HTE Ca HOpManiHH. 3aToBa e HeoOXOAMMO J1a C€ HMAT NIpeABHI H
HeUHBA3MBHM JHACHOCTMYHU METOMH 32 MOHHTOpHpaHe Ha ChCTORHHETO Ha HCPHIUL ALY
NOITBIIHEHHE KbM QYHKLMOHANHATE YEPHOAPOOHH M3CIIC/IBAHHA. KbM uepHoapefSa
Tpsa6Ba Ja ce NoAX0KAa HHAUBHUIYAITHO, KATO C& MMAT IPEABHA CBITBTCTBA ok
Ha MALMEHTa, MMHATATA aHAMHE3a K PUCKOBETE, CBBP3aHH ¢ OHoncus. Pucyfnd
XeNaTOTOKCHYHOCT BK/IFOYBAT MpeaxoxK/Iaila 3HauuTe/IHa KOHCYMallud Ha ] S
[OBMIIEHHE Ha YEPHOAPOOHUTE eH3UMH, MHHATIA aHAMHE3a 34 uepHOApOOHp ;:g
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(amiiHa OGPEMEHEHOCT C HACTIEACTBEHH 4epHOAPOOHH HapylIEHHA, 3aXapeH Anaber,
3aTTbCTABAHE U MpeMIIHa ynoTpe6a Ha XeMaTOTOKCHYHH JIEKapCTBa MITH XHMHYUECKH
BELL{ECTBA, KAKTO H MPOABDKHTE/HO JICUECHHE C METOTPEKCAT.

He Tpsa6Ba Aa ce NPeANHCBaT AOMBIHUTENHA XENATOTOKCHYHHU JICKapCTBEHH NPOLYKTH 1O
BpEME Ha JICUSHHETO ¢ METOTPEKCAT, OCBEH aKO HE € kpaiHo Heobxoaumo. Tpabsa na ce
H3GArBa KOHCYMALMATA Ha ankoxon (Bwk T.4.3 u 4.5). HeobxoauMo € Aa ce NpoBexKIa
CTPUKTHO MPOC/EAABaHE HA YEPHOAPOOHHTE €H3UMH NPH NALMEHTH, KOUTO NPHEMAT
eJHOBPEMEHHO APYTH XeNATOTOKCHYHH JICKAPCTBCHH NPOLYKTH.

Heo6xoaumo € MOBUIIEHO BHAMAHKE MPH NAHEHTH ¢ HHCYJIMHO3aBUCHM 3aXapeH aHaber, ThH
KATO MO BPEME Ha JIEYEHHETO C METOTPEKCAT, B CAMHMYHH CiTyHan ¢ 6UI0 YCTAHOBEHO Pa3BUTHE
Ha yepHoapoOHa [Mpo3a 6¢3 NnoBUlllaBaHe HA TPAHCAMHHAZHTE.

4.  Tlpocneassane Ha GuGpeyHara GpyHKUMA/CEPYMHH CTOAHOCTH Ha KpeaTHHUHA
AKO € TIOBHIIEH CepyMHHA KpPeaTHHUH, 103aTa TpAGBa fa ce NoHwkH. He pabBa na ce
[POBEXKA JIEHEHHE C METOTPEKCAT, aKO CePyMHHUTE CTOMHOCTH Ha KpCATHHHH €2 Hal 2 mg/dL

B coyyaii Ha rpaHUYHH CTOMHOCTH Ha MOKA3aTe/INTe Ha 610peunaTa pyHKUMA (HAMPHMEp B
HAMpeAHANa Bb3PACT) NPOCICAIBAHETO TpabOBa J1a c€ U3BBPIIBA NO-YECTO (NO-BHUMATENIHO).
ToBa ce oTHacsa 0COOEHO, aKO AOITBJIHMTENIHO Ce AaBaT JIEKAPCTBEHH CPENCTRA, HapyLlaBalill
eIMMHHHPAHETO HA METOTPEKCaT, NPUYHHABALLH He()POTOKCHYHOCT (HaMp. HECTCPOHIHH
NPOTHEOBB3NAIMTENIHH JIEKAPCTBEHH CPEACTBA) WM € BB3MOXKHO Aa A0BeAaT A0 HapylICHHA Ha
XeMAaTOonoe3ara.

S, PasnurBaHe HA NAlLMEHTA BBB BPB3KA C BB3MOXKHA GenoapobHa AMCHYHKLMS, AKO €
HEeOBGXOAHMO, C& U3BbPLIBA GYHKLIMOHATHO H3CNeABaHe Ha GennTe npodose.

3abenexKn

[Topamy pHcKa 3a Bb3HMKBAHE HA TEXKH M AOPH (aTasHH TOKCHYHH peaKiiui, MalHeHTHTS Tpadea na
6'bIaT HAITBIHO HH(MOPMHUPAHH OT JIEKaps 32 BE3MOKHUTE PHCKOBE (BKIQUHATEITHO paHHH NIPU3HALA 1
CHMITTOMM Ha TOKCHYHOCT) M MpenopbuBaHuTe MepkH 3a GesonacHocT. Te Tpa6Ba ga 6baaT
WHGOPMHMpPAHH 32 HEOOXOJUMOCTTA J1a €€ KOHCYITHPAT He3a0aBHO ¢ JleKaps, ako Ce MOABAT CHMITOMH
Ha UHTOKCHKALIMA, KaKTO H 3a HeoOXoauMocTTa OT NOCICABALILO HaOmoeHye 3a CHMIITOMH HA

HHTOKCHKALMA (BKTIOUHTENHO PEAOBHH NabOpaTOpHH M3CIIeBaHUA ).
TToau Haz 20 mg/CeAMUYHO CE€ CBBP3BAT ChC 3HAUMTETHO YBE/M4aBaHe Ha TOKCUMHOCTTA Ha NPOIyKTa,

OCOBEeHO MOTHCKAHE Ha KOCTHHA MO3BK.

CnennajiHa 3abes1exKa
KOHTaKTHT Ha METOTPEKCAT C KOKATa M JIMraBuuuTe Tpiabea na ce u3bdarea. B CITyyaH Ha 3aMBpCABaHE,
3aCErHATHTE YUacThiM TpAOBa fa ce U3MHAT ODWITHO ¢ BOJA.

To3u JIeKapCTBEH NPOAYKT ChAbPKA T0-MAJIKO OT | mmol (23 mg) HaTpHii B €1HA 1034, T.€. HA
MPaKTHKA HE CBABPXKA HATPHH.

4.5 BsanmoxelicTBHE ¢ IPYTH JCKAPCTBEHH NPOAYKTH H APYTH GOPMH Ha B3aHAMOAEHCTBHE

[Tpu MpoBeAeHH EKCIEPHMEHTH C XKHBOTHH € YCTAHOBEHO, e HECTEPOHAHHMTE NIPOTHBOBEINANIHTEIHY
nexapcteHH cpeacrsa (HIIBJIC) xaTo canHLnioBa KHCENMHA, MOTaT Ad HAMAJIAT TyOynapHara

CeKpeLys Ha METOTPEKCAT 1 CHOTBETHO JIa YBEIHYAT HErOBaTa TOKCUMHOCT. B KIHHYMHY V30
[pY MALMEHTH C PEBMATOM/IEH APTPHT, NIPH KOMTO Ca NPHJIAraHy e{HOBPEMCHHO -/,""
CATMLIIOBA KMCEJIMHA He € HabJIoAaBaHo MIOBHIIABAHE HA HEXETAHUTE JICKAPCTBEHM Do
Na ce MPOIBIDKH JIEUEHHETO HA PEBMATOMIEH apTPUT C TAKHBA JIEKAPCTBEHH POy & o N

Tepanua ¢ HACKH JO3H METOTPCKCAT, HO CaMO ITOA CTPHUKTCH JICKapCKH KOHTPOJIL. —




EAHOBPEMEHHOTO MPUIIOKEHHE Ha AHXKHOWTOPH Ha NPOTOHHATA HoMINa (OMENpaso!l, MAHTOIPA3OI,
JIaH301Ipa3ou) MOJKe Jia AoBefe 0 3a0aBeHa WK NOTHCHATA eJIMMUHALIMA npe3 OnOpetTe Ha
METOTPEKCAT H [a JOBEJE A0 NOBHUIEHH M1a3MECHH HKBA Ha METOTPEKCAT C KIIHHHYHH NPH3HALM U
CHMITTOMH 33 ToKcH4HocT. Heo6x0auMo € NOBHILEHO BHUMAHHE MPH MIAUKCHTH C HapyllIEHa

6BOpeuHa QyHKUHA.

PenoBHATa KOHCYMAllis HAa aJIKOXOJI M Np{iema Ha IIpyTH XeaTOTOKCHYHHU JIEKapCTBEHH MPOAYKTH
NOBMIIABA BB3MOMKHOCTTA OT XENaTOTOKCH4HH epeKTH Ha METOTPEKCAT.

[laLMeHTH, NpHEMALK MOTEHLMAIHO XeMaTOTOKCHHHH JIeKapCTBEHH CPEACTBA M0 BPEME Ha TepaluaTa
¢ MeToTpekcar (Hanp. JieTyHOMHUA, a3aTHOTIPHH, cyndacanasuH ¥ PETHHOKIM), TPAOBa Na obaar
BHHMATENHO HabM10AaBaHH NOpaaH BE3MOXKHOCT 32 NOBHILICHA XernaToTOKCHUYHOCT. 110 BpeMe Ha
neuenne ¢ E6eTpekcaTr KOHCyMaluaTa Ha alKoXon TpsGBa 1a ce H3bArBa.

Canumunary, GenuwiOyTa3oH, GQeHHTOHH, 6apOHTYpaTH, TPAHKBHJIAHTH, TIEPOPATHH KOHTPALICTITHBH,
TETPUMKJIHHH, ACPUBATH Ha AMMIOTTHPHH, cyn(pOHAMHIH U P-aMHHOOEH30CHa KHCETHHA H3MECTBAT
METOTPEKCTAT OT CepyMHHTE aNGyMHHH, KATO 110 TO3M HAYHH ce yBeHuapa Herosata OMOHANTHYHOCT
(KOCBEHO NOBHILIABAHE HA no3ara).

[MpoGeHuma 1 cnabu OpraHU4HY KHCENHH Chillo MOTaT Jd HaManaT TyOynapHaTa ceKpeLns Ha
METOTPEKCAT ¥ 10 TO3M HauMH MHAMPEKTHO /12 NOBHILIAT 103314,

B HAKOH C/Tyy4aH, aHTHOHOTHLIM, KaTO NEeHHUUWIHHH, IIHKONETAAN, cyndoHaMHAH U 1edanoTHH
MOTAT, B OTACAHM CJIY4aH, 1a HAMAIAT GBOpeuHMa KIMPBHC HA METOTPEKCAT, KaTo yBEINHaT
CepyMHHTE My KOHLIEHTPALMH K Aa TIPEH3BHKAT eJHOBPDEMEHHA XEMATOJIOIHYHA K racTpo-
MHTEeCTHHAMHA TOKCHYHOCT.

Ty6ynHaTa CEKpELHA Ce MOHIKaBa OT wunpodaokcauuH, Ynorpebara Ha METOTPEKCAT C TO3H
nieKkapcTBeH NpoAyKT Tpabsa Aa ce npocieassa BHUIMATCIHO.

[lepopanauTe aHTUOMOTHLIM, KATO TETPALMKIINHH, xnopamdenukon 1 HeabcopOupaiuu ce
LIMPOKOCTIEKTHPHH aHTHOHOTHLIH, HHXUOUpAT YpeBHaTa (iopa WK MOTHCKAT DakTepUaIHUA
MeTabomM3bM M MOpad TOBA MOTaT a HaManAT YpCBHATA a6copOLHs Ha METOTPEKCAT WK 1a OKaXaT
BIMAHHE BBPXY €HTEpOXenaTaniHaTa My LMpKyTaLiiA.

[Tpu (npe-) MEAHKALMA C ICKAPCTBEHH NPOLYKTH C HexxenaHu eeKTH BbpXy KOCTHHMA MO3BK (Hanp.
cynpoHaMHIM, TPUMETOTIPUM-CYJi(pameTokcason, xJ10paMMEHUKON, THPUMETAMHH), TpabBa Ja ce HMa
npeABHA Bb3MOXXHOCTTA 38 U3pa3eHH XeMATOMOCTHYHH HAPYIICHHUA.

EHOBPEMEHHOTO NPHIOIKEHHE HA METAMH30J1 ¥ METOTPEKCAT MOME A YBEJIHYHM XEMATOTOKCUHHA
edeKT Ha METOTpeKcaT, 0COOEHO NPH NALMCHTH B CTApYECKa pb3pacT. Cre0BaTeNHO,
eHOBPEMEHHOTO NPHIIOXKCHHE TpabBa aa ce H30ATBa.

EQHOBPEMEHHMST MPHEM € NIEKAPCTBA, KOWTO NPEAN3BHKAT neduuuT Ha donaty (Hanp. CyIQOHaAMHAN,
TPUMETOTIPUM-CY1(PaMETOKCA30), MOXKE 113 NPEIM3BHKa NOBHIIEHA TOKCHYHOCT Ha METOTPEKCAT.
Ocobeno BHMMaHKE TpAOBa 1a ce oGbpHe NpH AeULMT Ha ¢onueBa KUCENNUHA.

Ot Apyra cTpaHa, €JHOBPEMEHHHAT MPHUEM Ha JICKAPCTBCHH MPOAYKTH, ChABPXKALIH (POTHHOBA
KHCeMHA, WIH BUTAMHUHHH NPOAYKTH, KOUTO ChABPIKAT donuena KKCENMHA WIHM HEHHH MPOU3BOAHH,
MOTAT 2 HapyluaT e(HKacHOCTTa Ha MCTOTPEKCAT.

ITo mpaBHIIO, HE C& OYAKBA MOBHLIEHA TOKCHIHOCT Ha METOTpPEKCAT [TpH €IHOBPEMEHEH NpPHEM Ha
E6erpekcaT W ApYT'd aHTHPEBMATOMHH JICKapCTBCHH IpOAYKTH (HANp. CheAMHCHHA Ha 371
eHMIWIAMHH, XHIPOKCHXIOPOKBHH, CyiacanasiH, a3aTHONIPUH, [UKJIOCTIOPHH).

TRk
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Benpeky ye KOMOMHALMATE OT METOTPEKCAT K cysndacanasii MOXe Ja yCHI ege 5
METOTPEKCAT, NOpagy MHXMOMPAHETO Ha CHHTE3a Ha honueBa KMCeIMHa OT Cynhag
Bb3HHKHE MOBUILEH PUCK OT 3aCHIIBAHE Ha HEXKEIAHUTE PEaKIIHH, KOETO € Ow10 H3P
OT/E/HH TIALMEHTH B HAKONKO KITHHUYHH NMPOY1BaHHA.
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MeTtoTpexcat MOXe Aia HaMalH KIHpbHCa Ha teodunuH. HeoGXoauMo ¢ mpocnesBaHe Ha KPbBHHTE
HHBA HA TeO(QWIHH MPH eJHOBPEMEHHO MPWIOKEHHE C METOTPEKCAT.

Tpa6sa na ce U3GArBa MPEKOMEPHATA KOHCYMALlMA Ha HAMHTKH, ChABPKAIlH kadeHH WK TCOPWIHH
(kade, 6e3aNKOXOIHH HANMTKHU, ChABPAKALIH kodeuH, MepeH Yait) o BpeMe Ha TCpanuAta ¢
METOTPEKCAT, Thif KaTO € BE3MOXHO NOHIDKaBAHE e MKACHOCTTa Ha METOTPEKCaT NopajaH Bb3MOXKHO
B3aHMOJCHCTBHE MEXIY METOTPEKCAT K METWIKCAHTHHH Ha a¢HO3SHHOBUTC PELIEIITOPU.

KoMOHHHpaHOTO NPHIOKEHHE Ha METOTPEKCAT H nedTy HOMHI MOXKE 1@ [MOBUIIN PHCKA OT
[AHLATONEeHHs. MeToTpekcaT BOAM 0 MOBHIUCHHE Ha IUTA3MCHUTE HIBA HA MEPKAITTOITY PHHHTE.
[Topaau Ta3H NpHYKHA NPH KOMOMHALMA € TAKKBA NPOXYKTH C€ Halara KOpeKitMA Ha J03aTa.

VnoTrpe6aTa Ha a30T€H OKCHJI MOTEHLMPA €(PeKTa Ha METOTPEKCaT BBpXY metabonusMa Ha PonueBa
KHCEJIMHA, KOESTO BOAH JI0 NOBMILEHA TOKCHYHOCT, KaTO TEXKA HeNpeBHANMA MHUCTIOCYTIDECHA 1
cTOMATHT. Berpeku de To3u edeKT MOXKe 1a ce HaMalH 4Ype3 MPHUIOKCHHE HaA KaILHCR ¢ oNHHaT,
cHITBTCTBaLaTa ynoTpeda Ha a30TeH OKCH H METOTpeKCaT TpsaOBa na ce H3bAraa.

MeToTpeKcar € NPOTHBONOKA3aH NP €AHOBPEMEHHO MPUIOKEHHE Ha KHUBH BAKCHHH (Bx. Touxku 4.3 H
4.4).

PDapMaKOKHHETUYHH B3ANMOAECHCTBUA
Tpabpa na ce UMAT NpeABHA (apMaKOKHHETHYHHTE B3aUMOICHCTBHA MEXIY METOTPEKCAT,

AHTHKOHBYJICUBHH JIEKaPCTBEHH NMPOAYKTH (MOHWKCHN KPbBHH HHBA HA METOTpEKCAT) U S-
¢myopoypauua (TIOBULIEHO t2 Ha 5- dutyopoypat).

4.6 ®eprTHIHTET, OPEeMEHHOCT H KbPMEHE

bpemeHHOCT

MeToTpeKkcaT € NpOTHBONOKa3aH 110 BpEME Ha GpeMeHHOCT NPH HEOHKOJIOTMYHH NOKa3aHUA (BX.
Touka 4.3). AKO HacTbNM 6peMEHHOCT MO BpeMe Ha JIEUCHHS ¢ METOTPEKCaT H 210 1HeCT Mecela ¢nea
TOBa, TPA6BA Aa Ce HANPaBH MEIHLIMHCKA KOHCY/TAlMA OTHOCHO PHUCKA OT BpEHH BB3ACHCTBUA BBPXY
NEeTeTo, CBBP3aHU C JIEYEHHETO, H Aa Ce HAIpaBAT exorpad)cKky H3CNiCABaHHUA, 32 1a CC NOTEbPAH
HOPMAJTHOTO pa3BHTHE Ha ILU101a.

TIpu NpoyuBaHMs ¢ XXHBOTHH METOTPEKCAT NOKa3a peMpoXyKTHBHA TOKCHHHOCT, ocobeHo nmpe3 MbpBUS
TpuMecTBp (BX. Touka 5.3). JIokasaHo €, ue METOTpekcaT HMa TEpaTOr¢HeH eteKT NpH Xopa;
cboBLIABA Ce, Y€ PMUMHABA CMBPT HA IUI0/1a, CIOHTaHHU abOPTH W/IWITH KOHTEHHTATHH aHOMAITHH
(HanpuMep KpaHHO(ALMAIHH, Ha ChPAEYHOCHAOBATA H LIEHTPAIHATA HEPBHA CHCTEMA H CBBP3AHH C
KpalHULIKTE).

MeToTpeKcaT € MOLLEH TEPATOTEH NPH XOPara, KaTo NpH HETo MMa NMOBHULICH PHCK OT CHIOHTAHCH
abopT, orpaHMYeHNe Ha BBTPEMATOUHHA pacTeX U BPOACHH maaopMalidK B CITy4yai Ha eKCIIO3ULIMA
1o BpeMe Ha OpeMeHHOCT.

» CrionTaHHu abopTH ca chobiieHH npH 42,5 % oT 6peMeHHUTE KECHH, ¢ €KCIO3HLIMA Ha HHCKOI030B2
TEepanusi ¢ METOTpEKCaT (M0-MAlKo OT 30 mg/cegMHYHO), B CPABHEHHE CbC ¢HO0LEHATa 4ECTOTA OT
22.5 % npH NauMeHTKUTE, ACKYBaHH C APYTH JICKapCTBa, padiMiHA OT METOTPEKCAT.

« TTpH 5KEHHM, KOUTO 110 BpeMe Ha OpeMEHHOCT €a ¢ EKCIIO3HLIHA HA HUCKO030Ba Tepaltha
MeToTpeKcaT (mo-Manko oT 30 mg/ceAMUYHO), ce HAOMOJaBaT 3HAUHMH BPOACHH N1€G)L,
OT XHBOPOJEHHUTE Jelia, B CpaBHeHHe ¢ MPUOITU3UTENHO NPH 4 %o OT KHBOPOICHHTC o
NieKyBaHH ¢ ApYyTH JEKapcTBa, pa3iHYHH OT METOTPEKCAT. =
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HanHuuuTe RaHHHM 3@ eKCIIO3ULIMA Ha METOTPEKCAT 110 BpEME Ha OpeMEHHOCT, N10-BUCOKA OT 30
mg/ceAMHLIA, Ca HEAOCTATHYHH, HO C€ OYaKBaT O-BHCOKY YECTOTH HA CIIOHTAHHH abOpTH ¥ BPOACHH
majpopMaiLHu.

Koraro npwioKeHHETO Ha METOTPEKCAT € NIPEKBhCHATO [peny 3a4yeBaxe, ce CHodIaBa 3a HOPMANHA
OpeMEHHOCT.

KeHu ¢ aeTepoaeH OTEeHLMAL/ KOHTpAUEIIIUA TPH KeH!

YKenute He TpAOBa Ja 3a0peMeHsBAT NO BpeME Ha TCpanis ¢ METOTpEKCaT K TpaOBa a U3NON3Bat
ed)eKTHBHA KOHTPALETILHA 10 BPEME Ha JIEUCHHETO © METOTPEKCAT M TIOHE 6 Mecella Cliell TOBa (BiK.
Touka 4.4). TIpeau 3ano4uBaHe Ha JICUEHHUETO, IKEHHUTE C neTepoieH NOTeHIMal TpAOBa 1a Obnar
HHGOPMHPAHH 32 pUCKa OT MasiopMaLIUy, CBBP3aHH ¢ METOTPEKCaT, H BCAKA ChIIECTBYBAILA
6peMeHHOCT TPAOBa a Ce UIKITIOUM CBC CHIYPHOCT, KaTo ce npeanpHeMat MoAXOAAIH MEPKH, HaTp.
ype3s TecT 3a GpemMeHHOCT. 110 Bpeme Ha JICHCHHETO TecToBeTE 3a OpemeHHoCT TpAOBa Aa ObAaT
[OBTapAHU, KAKTO € KIMHHYHO HeoGxoauMo (HampUMep MpHU BCEKH NpOIMyCK Ha KOHTpAaLENLus).
[TauueHTKUTE ¢ pENPOMYKTHBECH MOTECHLHA TpaGBa ia GBHAAT CHBETBAHH OTHOCHO NMPEIOTBPATABAHC M
[1aHHpaHe Ha OpPEeMEHHOCT.

Ko en DK MBXE

He e M3BECTHO AT METOTPEKCAT Ce HaMHpa B CEMCHHATA TEYHOCT. [Toka3aHO €, Y€ METOTPEKCAT €
FeHOTOKCHYEH TIPH MPOYyUBaHHA ¢ KHUBOTHH, Taka ue pUCKbT OT reHOTOKCHYHH €PeKTH BbPXY
KJIETKMTE B criepMaTa He MOK€ HAITBJIHO 1a 6bae HakmoueH. OrpaHHUeHU KIHHHYHA JaHHH HE
[IOKA3BaT MOBHIIEH PUCK OT MaiipopMaLMi WM CIIOHTAHCH aBopT cnea ekcno3nLua Ha baiara Ha
HKCKH O34 METOTpEKcaT (M0-MaJIKo OT 30 mg/ceamutiHO). IIpH MO-BHCOKH A03H JUNCBAT BOCTATHUYHO
NaHHH 33 OLEHKa Ha PHCKOBETE OT MandopMaliny Wik CIIOHTAHCH aGopT cnea ekcrno3uuus Ha bamara.

[Ipu ceKCyaTHO aKTHBHHTE MALMEHTH MBKE HIH TEXHUTE NMapTHHOPKY OT KEHCKH MOJ, KaTo
npeAnasHd MEpKH ce NPenopb4ba Aa Uinoaseat HaJe)KHa KOHTPaLenuus 1o BpeMe Ha JICUCHUETO Ha
aLMeHTa OT MEXKKH N0/ M NOHE 3 Mecella Clie CIHPaHe Ha npHeMa Ha MeToTpekcaT. MbxeTe HE
Tpsi6Ba [a AapsABaT CEMEHHA TEUHOCT MO BPEME Ha TeueHHeTO WIH B IPOABb/DKEHHME Ha 3 Mecela Clel
peyCTaHOBABAHE Ha PUEMA HA METOTPEKCAT.

KnpMeHe

MeTOTpeKCAT € NPOTHBOMOKA3aH B MEPHO/ia Ha KbPMCHC (. TouKa 4.3), ThH KATO NPEMHUHABA B
KbPMATa M IMa PHCK OT Pa3BHTHE Ha TOKCHYHOCT ¥ KbpMaueTo. AKO € HEOOXOHMO JIEHEHHE C
METOTpPEKCAT M0 BPEME Ha NIEPHOAA Ha KbPMEHC, KBPMEHETO TPAOBA Jia ce MPCKPaTH NPEH 3ano9Batc
Ha JICYEHHETO.

DepTHANTET
MeTtoTpeKcar 3aciara cnepMaTOreHe3ara i 0OrcHe3aTa u MOJKeE J1a HAMATH PepTHIHTETA. Cro0111ana

ce, 4e NPH X0pa METOTPEKCAT NPHIHHABA ONUTOCTICPMHA, MeHCTpyasiHa nuchyHKLHA M aMeHopes. B
MOBEUETO CIy4aH Te3H edeKTH H3rnexia, Hc ca o6paTHMHK CleJl MPEeYCTAHOBABAHE HA JIEYCHHETO.

4.7 EdexTn BbpXy ¢I0COOHOCTTA 32 mo(apane H padoTa ¢ MAIIHHA

[o Bpeme Ha ynorpebarta Ha METOTpEKCaT MOTaT /1a ¢« MPOABST HEXENAHH PEaKUHH OT CTpaHa Ha
[IEHTpANHaTa HEPBHA CHCTEMa KaTo yMOpa ¥ BEPTHUIO, KaTo B OTIETHHU CTydYan Moxe aa Obae
HapyIlieHa COCOOHOCTTa 32 1ogupaHe w/unu pabota ¢ MaulHHM (BX. TOYKa 4.8). Toea Baxky B 1IO-

rojisMa CTeneH MpH ynorpedaTa Ha alKkoXoJl.

4.8 Hexenand JeKapcTBeHH PEAKIHH
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TlosBaTa ¥ TEXKECTTA Ha HEXE/IAHUTE PEaKLMK 3aBICH OT NpUIaraHara 103a H 4€cToTaTa Ha
npunoskexue Ha EGerpekcar. Jlopn npu HHCKH 103K MOraT /a BB3HHUKHAT TEKKH HEMKEJIAHH PCaKUHY H
3aTOBA € HeOGXOMMMO BHUMATETHO NpocnesBaHe Ha MalHEeHTUTE MPe3 KpaTKi HHTEPRATIH.

[loBeueTo HeXeNaH! peakLyH ca oOpaTHMH, ako ¢e YCTaHOBAT PaHo. [Tpu nosiBa Ha HeXeNaHH
peakiluy, Ao3aTa Tpa0Ba /la ce HaMaJlK WK TeparnHiTa a ObJc MPEKpPATEHA, KAaTO CC B3EMAT
CHOTBETHUTE MEPKH 3a HEYTPAJIM3UPAHE Ha HEXKETAHHTE edexTH (BX. ToukH 4.9). Tepanuira ¢
METOTPEKCAT MOKE Jia Ce NMOJAHOBH CaMo CJIEAl BHUMATEIHA IPELICHKA Ha HEOOXOAMMOCTTA OT HEA U C
MOBMILIEHO BHHMAaHMeE 3a OBTOPHA MOsABa Ha TOKCHYHOCT.

YecToTaTa B TabuLaTa € ONpeaesicHa KakTo CJICNBa.
mHoro uecTH (= 1/10), yectws (> 1/100 < 1/10), HeuecTH (> 1/1000 ao < 1/100), peaxu (= 1/10 000 xo
< 1/1000), muoro pexk# (< 1/10 000) , ¢ HewsBecTHa 4eCTOTA (OT HAMYHKTE JaHHU HE MOJXe 1a OBae

HanpaBeHa OlleHKa).
JIOIMLIHUTENHN JaHHH Ca NTOCOUCHH B tabnuuaTa no-Aoy.
[Tpu BCAKa KaTeropys B 3aBUCUMOCT OT YeCTOTaTa, HEXKEIaHuTe peakliu ce H30POeHN B HU3XOIAIN

pea 1no OTHOLUCHHC HA TAXHATaA CCPHUO3HOCT.

Morar na ce NOABAT CJCAHHUTE HexKeIaHH pCaKUMH:

MHoro Yectu HeuectH Peakwu MHOro peaxkH C
YECTH HEU3BECTHA
JecToTa

HUudexunu u Xeprniec Cencuc Xepnec OnopTiOHH-
HH(pEeCTaLHU 30CTEP CHUMILIEKC, CTHYHH
XemnaTuT HHpEKIHUH
(B HAKOHM
CJTY4aH ¢
daraneH
kpai),
NETAIEH
CETCHC,
XHMCTOILIa3-
MEHA U
KPHITTOKO-
KOBA
MMKO3HA
HOKapauo3a,
NEeCUMUHH-
paH Xeprec
CHMILIEKC,
HH)EKUHH,
NPHYHHECHH
oT
uMTOoOMEra-
NIeH BHPYC,
BKJTIOUHTEJI-
HO
NHEBMOHHA,
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xenatut C.
Heonna3zmu — OTtaenHu
noopoxauec- cJTydaH Ha
TBEHH, nuMoom’
3J10KAYECTBE-
HM H
Heonpeaee-
HH (BKJL.
KHCTH K
MONMIN)
HapyiueHus | Tlepxowuro- | [anuutone- | Meranobmact | Texko UumdaaeHo-
Ha KpbBTa H [EHUS, HHA, Ha aHeMH [OTHCKAHE Ha J1aTH4,
nuMpHaTa TpoMOOLIMTO- | arpaHyJio- KOCTHUA e03uHOPHITH
cHcTEMa neHus, LMTO34, MO3BK, H
aHEeMMA XeMaTOoIoe- arU1acTHYHA r{ey*rponeﬂnn
TUYHH AHEMHA, P
HapyLLICHHA nuMgponpo-
NH(epaTHBHH
HapylweHus
(BHXK
OIHCAHHETO
no-A0y)
Hapyumenus Texxwu Xunorama- [AMyHOCY-
Ha IMYHHATA anepradHy rnobGynMH-  [IpecHs,
cUcCTEMA peaKkLuu A0 eMpA MOBHILIEHA
aHa(puIaK- TeMIeparypa
THYEH IDOK. . asiepruveH
BaCKY/IMT
Hapyiienus 3axapeH
Ha avaber
MeTabonmn3ma
¥ XpaHEHEeTo
[TenxuuHH Henpecus  [[I[poMeny B
HapyLIeHHA HACTPOEHHUETO,
PEXOJHH
apyLLUEHHA Ha
B3MPUATHETO
HapyiueHuna nasobGonue, [Xemunapesa, | Ilapesa, boka,
Ha HepBHATa yMOpa, CBETOBBP- rOBOPHH MYCKYJIHA
cucTreMa CHHJIMBOCT, [T, HapylleHud, BACTEHHA Ha
napectesua. [OOBPKAHOCT, | BKIIIOUHTENHO palHULIUTE,
TEPUOBE, qU3apTpUs H  MPOMsAHA BbB
eBkOeHUE- |ada3ud Kyca
anornarvs/e MeTajIeH
HilePanona- KYC), OCTBP
TUs ((IpH CENTHUEH
mapeHTepa- EHHUHTHT,
HO €HHHTH3BbM
MIPUIOIKEHHUE napaimsa,
) HOBP']::III&H) -
HapymeHus Texxu
HA OUHTE 3pPUTETHU
HapyLICHHA ]




(HEACHO WK
3aMBIJICHO
BUXK/AHE),
TeXKKa
JH30MHA C
HEeH3BECTHA
€THOJIOIUSA
CrpacuHu Xunotonus  [[lepukapamr,
HapyLIeHUA nepUKapAcH
3JIHB,
epuKapAHa
TAMIIOHAA
Crli0BH Bacxynutu | Tpom6oembo
HapyLIeHWs (xaTo NAUYHH
cummToM Ha | chOuTHA’®
TEHKKA
MHTOKCHKALH
).
Pecnuparop- Benogpobuu | [TyamoHan- | apHHrHT, [Muesmouut- | ITynmonan-
HH, TPBAHH H ycioxHeHus, | Ha ¢ubposa, | pecnuparo- | Ha Ha
MeANaCTHHAT NBJDKAIM CE€ | TIeBpaieH | peH apecT MHEBMOHHS, | ajBeo/iapHa
HU Ha M3/1MB XpOHHYHA Xemoparus
HapyuICHUA HMHTEPCTULIH- 0OCTpYKTHB-
aneH Ha
anBeoIUT/ benoapodbHa
MHEBMOHHT H 0onecr,
CBBP3aHH C OpoHXHaHa
TAX CMBPTHY acTMa
crydau’
CtomawHo- |Jluncana | duapus’ S13BU U ExHTEpHTH, XemaTemesa | Hemndek-
YPEBHH areTHT, KbpBEHE B | METiEHa, LIHO3EH
HapylIeHHs® | rajaeHe, cToMaIlHO- | MHIBHHHT IEPUTOHUT
NOBpBLIAHE, YpEeBRHHA
KOpPEMHa TPaKT,
Oonka, IaHKpeaTuT
BBL3NAJICHUE
M 93BH HA
JMraByLIaTa
Ha YCTHaTa
KyXHHa H
rbPIOTO’
Xenatoon- | IloBuuiasa- PazpuBane |OcThp Octpa YepHoapo©O
NTHapHU He Ha Ha MacTHa | XEMaTHT H yepHoApoOHa | Ha
HapylleHus | MepHOapo0- JAereHepa- | XenmaTOTOKCH- | HEKpO3a HEe0CTaTh4-
HHUTE M4 Ha YHOCT HOCT
€H3UMH yepHUs
(AJIAT apo0o,
[I'TT], dubposa u
ACAT nuposa’;
[ITOT], HaMaJiaBaHe
aJIKajHa Ha
¢docdarasza cepyMHHUA
H anOyMHH.
ounupyOHH)
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HapyueHus ExzanteMa, | Yprukapud, | [lopuuieHo OcTpa BnoiweHo
Ha KoXKaTa H epuUTeEMa, hOTOYYBCT- | MMTMEHTHpa~ | MAPOHMXHUA, | 3a3/paBARaH
MOAKOXKHATA cBpOex. BUTEJIHOCT, | HE Ha dypyHKyJ1034, | € Ha paHH,
ThKaH NnosyiIIeHa | HOKTUTE, TelaHrMeKTa- | excgosuna-
NUrMeHTa- | OHUXOMAHK3a, |3HA. 1A Ha
LM Ha aKHe, KOXKaTa/
KOMATa, NETEXHH, ekcdornuna-
Koconam, EeKXHMO3H, THBEH
HOAYNO3a, | My/aTH(OpME- OEpMaTHT
Done3HeHH | Ha epUTEMA,
Ne3UH Ha KOXHH
[COpHasuc- | EpUTEMATO3H
HUTe ILNaKH, | 1 OOpHUBH.
TEKKU
TOKCHYHH
peaKLHH:
0OpHBH C
MEXYPH MO
Ko2Kara,
CHHJPOM Ha
CTHBBHC-
JDXOHCHH,
TOKCHUYHA
endacpmas-
Ha
HEKPOJIH3a
(cuHapoM
Ha Jleiin),
peakiyHy Ha
GbOTOUYBCTB
HTETHOCT
HapymeHuns Aprpanrus, |Ctpec- OcTeoHexpo
Ha MHAT U4, ¢dpakTypa Ha 3a Ha
MYCKY.THO- OCTEOTOPO- | KOCTHTE, YeMIOCTTa
CKeJleTHaTa 3a. (BTOpHUHO
cHCTEeMa U KBM
CHLEHHUTEI- TAM@OIpO
HaTa TbKAH ndepaTHBHH
HApYILLEHH) |
Hapywenns Boanaienue | A30TEMHUA. [Tporeudypui
Ha M 93B3 Ha
OBOpeumTe U MHKOYHHSA
MUKOYHHTE MEXYP
MHTHILA (BB3IMOXKHA
€
XeMaTypHi),
IU3YpHA.
CobcTOAH S, DeTanHu Abopr CMBpT Ha
CBBP3aHHU € masngopmMa- deryca
OpeMeHHOCT- LIKH
Ta, POACBHA
H
NoCcNepoaOBH
s IEPHOJL
Hapywenus Barusanso |Osmvrocnep- |Hapyuwe R
Ha BBL3MANICHHE | MHA, OBOT'€HE34)
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BB3NPOU3BO-
[MTEeNIHATA
CHCTEMA H
repAaTa

H A3BH,

MEHCTPYaJIHH
HapyLICHHS,
KOMTO
perpecHpar B
Kpas Ha
JIEYEHHETO

CIIEPMATO-
reHesa,
3ary0a Ha
HbH a0,
KMITOTEHT-
HOCT,
BarMHaJIHO
TEUEHHE,
Oe3Ioaue

061
HapYLIEHUSA
1 e(peKTH Ha
MACTOTO Ha

Cnen
HHTpaMyc-
KYJTHO
NPHJIOHKE-

[ToeuileHa
TeMmneparypa’

Hexkpo3a B
MSICTOTO Ha
UHXXEKTHPa-
He, OTOK

NPIIOKEHHE HHAE Ha
METOTpPeK-
caTt, Morart
Aa ce
MOABAT
o0
JTOKAJTHH
HeXXeJIaHH
peaxKuHH
(4yBCTBO Ha
napeHe) Wik
yBpEKIaHe
(o6pasyBane
Ha CTEPUNBH
abcliecH,
HapylleHHe
Ha MacTHaTa
ThKaH) B
obnacTra Ha
HHOKeKTHpa-
HETO.

| npeTprsBal o6paTHO pa3BHTHE B TOBEUETO CIIY4aH CIE/l CMIMPAHE Ha JICHEHUETO C METOTPEKCAT

2 [ThpBM NPU3HALM 32 TE3H XKHUBOTO3ACTpalIABAIIM YCAOKHEHHA MOTaT Aa Opaar: pebpuimrert,
BB3MANEHO FHPIO, A3BH HA YCTHATA JIMTABHIA, TPANONIONO0HH OILTAKBAHUA, CHITHO U3TOLUEHWE,
eNMCTAKCHC M AepMaToparus. M3non3sasero Ha METOTpeKcaT TpAOBa Aa ce NpeKpaTH He3a0aBHO, ako
6pOAT HA KPBBHHUTE KIIETKH 3HAYMTEIHO HAMAasIee.

3 HeoBXONMMO € J1a C& H3SCHH OaKTepHanHa WM MHKOTHYHA CETTTHLIEMHA!

4 BRITIOYHTETHO ApTEPHATIHA H MO3BYHA TpomOo3a, TpoMGodedwuT, ae16oKa BeHo3Ha TpomOo3a,
Tpo3MB03a HA PETHHAIIHKTE BEHH, MTYJIMOHAITHA embonuA

5 He3aBUCHMO OT 403aTa W NPOAB/DKUTENHOCTTA Ha TIEUYCHHETO ¢ METOTpeKCaT

6 AKO ce MOSBAT AHAPHA WIH A3BH B OPaNHaTa Wi QapuHreanHara 00nacT, IE4eHHETO MOXE /1A €
HeOOXOIMMO Ja ¢€ TMPEeKpaTH Mopaji PHCK OT raCTpOMHTECTHHAIIHH nepdopaliii WiH XeMOparu4eH
EHTEPHT

7 ocoBeHo npe3 MbpBUTe 24-48 yaca cieA npunoxenuero Ha Eberpexcat

8 4aBII0aBa Ce YECTO HE3aBHCHMO OT PEAOBHHA MOHHTOPUHT W HOPMATHUTE CTOHHOCTH Ha
yepHOApOOHHUTE EH3UMHU

9 TToAKOMHOTO MPIUIOKEHHE HA METOTPEKCAT ce MoHacs fo6pe nokanHo. Jocera ca
caMo JIEKH JIOKATIHH KOXHH PeaKiH, KOUTO HAMaJIABAT B X0/1a Ha JICYEHHETO.

OnucaHye Ha M30paHU HEXKENAHH JIEKAPCTBEHH PEAKIIHM
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JIumpom/numbonponupepaTHBHA HApYLIEHHA: HMA cHOGLIEHH 33 OTAEIHH CiTy4al Ha THMGOM U
npyru numdonponndepaTHBHN HAPYLICHUS, KOWTO ¢a HAMAJIENHN B pEAMLIA CIy4au, cyie KaTo
JleueHHETO C METOTpeKCaT € OHJIIO MpeyCTaHOBCHO.

HejxeNaHUTE peaKkiiyy, KOMTO ce HabmonaBaT OOUKHOBEHO NPH NO-BUCOKH 03K METOTPEKCAT B

OHKOJIOFMATA BKJTIOYBAT:
Heuecmu: Texxka nedponarus, 6b0peuHa HeAOCTaTbHHOCT
Mnoeo pedxu: Heo6wuuaiino ycelase B yepena, NpexoaHa cienora/zaryba Ha 3peHHe

CrofiaBaHe Ha OAO3HPaHH HEKENAHH PEAKLIH
Cpo0611aBaHeTo HA MOJ03HPaHU HEXeJIAHH peaKiMH Cie] paspeliaBate 3a ynotpeba Ha eKapCTBCHHA

MpOAYKT € BaxxHo. ToBa nozsonAsa 1a NpoabIKH HabMIOIEHHETO HA ChOTHOIIEHUETO TOJ3a/PHUCK 32
NeKapcTBEHH MPOAYKT. OT MENAMLMHCKHTE CIICUMATNCTH CE M3UCKBA N1d chrobmapar BCAKa
MOA03MUPAHA HEXKENaHa PEAKLMs Ype3 HALMOHAJIHA CHCTCMA 32 cboOlasane KbM M3nsHHTENHATA
areHLMs 10 JexapcTparta, ya. ,,JlamMan Ipyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebcair:
www.bda.bg.

4.9 Ilpeao3mpane

a) CHMOTOMY Ha NIPEO3UPAHE

ONHUTHT CNejl TyCKAaHe Ha N1a3apa € NoKasaJl, Ye NMPEe03HuPaHe ¢ METOTPEKCAT HACTHNBA NPEAHMHO
cTie/l IEPOPAITHO TIPHIIOIKEHHE, HO CHILO K ClIe/l HHTPaBEHO3HO HIIM MHTPaMyCiy.THO NPUIOKECHHE.
CpOGIIEHUATA 32 NIEPOPATTHO MPEeIO3UPaHE €A 3a NPHETa N0 HEBHUMAHHUe CEAMH™HA 11032 KaTo HCBRA
(kaTo 0611a K032 WIH pas/ieieHa Ha HAKOJIKO OTIC/HH npuema). CUMIITOMHTE CIIEA IEPOPATTHO
[peIO3MpaHe 3acAraT MPeIHMHO XeMOMOETHYHATA U FaCTPO-HHTECTHHATHATA CHOTCMA.

CUMIITOMUTE BKTIOUBAT JIEBKOLIATONEHUA, TPOMOOLMTONEHNS, aHEMHA, NMAHLMTONICHHS, HEYTPOTICHHA,
OTHCKAaHe Ha KOCTHMS MO3bK, MYKO3H, CTOMATHT, A3BH B YCTHATA KyXHHa, raJIeHC, IOBPDIIAHC,
racTpO-HHTECTHHAITHH A3BH ¥ IraCTPO-UHTECTHHANHO KbPBEHC. [Tpy HAKOM NALHEHTH HE CE
Hab10AaBaT NPHU3HALH Ha NPERO3NpaHe,

Hma choGIIeHN S 33 CMBbPTHH CITyuaH B pe3YJITaT Ha npejjo3npane. B Teau ciy4au ce cboOIIaBa CBINO
3a Cerncuc, cermTHyeH ok, 6p0peyna HEAOCTATEHHOCT M AMIaCTHYHA AHEMHA.

6) JleueHnue npu NpeRo3vpaHe
CrieunduyeH aHTHAOT, KOHTO HEYTPaJIM3HPa HEXEIAHUTE TOKCHUHUTE edeKTH Ha METOTPEKCAT, €

KajauueB QONHHAT.

AKO JIEBKOLIATHTE C€ MOHIKAT NPH HUCKA 1032 METOTPEKCAT, Hamp. 6-12 mg kaauues dOoNUHAT MOXE
Na ce HIDKEKTUPAa Bb3MOXHO Hali-CKOpO MHTPaBEHO3HO WK MHTPAMYCKYJIHO, IOCIICABAHO OT
MpIUIaraHe HAKOJIKO ITbTH (HaH-MajlKo 4 reTH) Ha CHIIATA 4032 IIpe3 HHTEpBaiH oT 3 1O 6 yaca.

B cyuait Ha MACMBHO NMPERO3UpPAHE, MOXE Jla C& HAJIOKH XUJpaThpatre H ypHHapHa aJTKATH3aLIM4, 32
1a c¢ MpeJoTBpaTH NPEeHUIHTAUMATa HA MCTOTPEKCAT WM Herosute MeTaboUTH B IIMKOYHUTE
nbTULIA. XeMOAWAIM3aTa U NEPUTOHEATIHATA AHAIH3a HE Ca NOKA34TH, HC riofoOpsBaT
eTMMUHHPAHETO Ha METOTpeKcar. KiMa cboOLICHHS 33 NOCTHraHe Ha edeKTHBEH KITHPBHHC Ha
METOTPEKCAT ¢ OCTPa, MHTEPMUTEHTHA XeMORHAH3A C H3NONI3BAHE HA IHATH3aTOP ¢ BUCOKA
NIPOIYCKIIHBOCT.

[Tpy naLMeHTH C PEBMATOMAEH APTPHT, MOITHAPTPUTEH IOBEHHICH HAWOTIATHHCH apTpHT, ICOPHATHYEH
apTPHT WK NICOPHA3HC BYJIFAPHC, MPHIOKEHHETO HA donueBa Hwin GONMHOBA KHCETHHA MOXKE N1a
HAMATHM TOKCHYHOCTTA Ha METOTpPEKCAT (racTpO-HHTECTHHATHH CUMITTOMM, BB3NAJICHHE J&™=
NUrapvIaTa Ha ycTara, Koconaja H oBHIaBaHe Ha yepHOAPOOHUTE CH3UMH), BHXK TO
[IpenopwuBa ce npocieadBaHe Ha HABaTa HA BHTAMHH B> npeau H3NOJA3BAHETO Ha
KHce/IMHa, Thil KaTo ¢onueBaTa KHCEIHHA MOXKE /la MacKHpa nepuumT Ha BHTAMHH/
MalMeHTH Ha Bb3pacT Haj S0 roAuHu.
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5. ®APMAKOJOTHYHH CBOMCTBA
5.1 <dapMakoIMHAMHYHH CBOHCTBA

dapmaxoTepaneBTHYHA rpyna: AHTHHEOIUIACTHIHN 1 MMYHOMOJ[y THpall{ CPeACTBA;
WmynocynpecopH, JIpyrH HMyHOCYNPECOPH, ATC xox: LO4AX03

MeTOTpeKCaT € aHTarOHHCT Ha (onxeBaTa KHCEIHHA, MPUHAIICHKH KbM IPynara Ha IHTOTOKCHYHHTE
areHTH, H3BECTHH kaTo aHTHMeTabonuT. ToH AEHCTBA UPE3 KOHKYPEHTHO uHXUOHpaHe Ha €H3HMa
auxuapodonaTpeayKTasa v no To3M Ha4HH uHxubupa cunresa Ha JIHK. Jlo cera He € yCTaHOBEHO
nany eeKTHBHOCTTa Ha METOTPEKCAT — MPH NEHEHHE Ha NCOPHAINC, [ICOPHATHYEH apTPHT H
XPOHHYEH NONHAPTPUT — €€ AB/DKU Ha MPOTHBOBB3NATUTEHHS WIH H& KMYHOCYIPECHBHUA edexT U
NIOKOJIKO MHAYLIHPAHOTO OT METOTPEKCAT MOBULIABAHE HA eKCTpaLICTyIapHaTa KOHLICHTPaLlHA Ha
aJCHO3MH HA MECTATa Ha BB3NAICHHC AONPHHACA 32 TE3H eEKTH.

52 @apMakoKHHCTHYHH CBOHCTBA

[Tpu nepopaiHo NPHIOKEHHE METOTPEKCAT CC aGcopOupa 0T CTOMALIHO-UPEBHHA TPaxKT. [Tpn
npwioKeHue B HUCKH 1034 (7,5 mg/m? g0 80 mg/m’ TenecHa MOBBPXHOCT), CpeAHaTa OHOHANHYHOCT
e npubnusuTenHo 70%, BHIPEKH Ye Ca BEIMOXKHH 3HAYUTCITHA MEXYHHINBHLY ATHU H
WHTPaNHAWBUIY ATHH OTKIIOHCHHA (25-100%). TL1asmMeHy MKOBM KOHLIEHTPALMH C€ JOCTHIaT 3a 1-2
yaca. BHOHATMYHOCTTA € CXO/HA MPU NOAKOXKHO, HHTPAaBECHO3HO H MHTPaMy CKYyJTHO NPWIOKEHHE.
[Tpubsusurenso 50% OT METOTPEKCAT CE CBBP3BA C TUIAIMCHHTC npoTeutn. 1Ipy pasnpeaensHe B
TBKAHWTE HA OPraHH3Ma, TOH Ce aKyMyJIMpa NPeIHMHO B HCPHHA apo0, OuOpeLMTe H nanaka noa
bopmaTa Ha MOMUTTyTAMaTH, KOMTO MOTaT Jia C& 3ana3fr B POAL/DKEHHE Ha CEIMULIM HITH MECELH.
KoraTo ce npwiara B HUCKY 034, MUHHMAITHH KO/I4EeCTBA METOTPCKCAT [IpeMHHABAT B JIMKBOPA; MpH
BHCOKH 103K (300 mg/kg TENecHO TErIo) B JIMKBOPA C& OTKPHBAT KOHLICHTPAIIHH ot 4 no 7 pg/ml.
BpeMeTo Ha €IMMHHALMOHCH TOY’KHBOT CPEHO © 6-7 qaca, KaTo 3Ha4MTeNHO Bapupa (3-17 4aca).
[Tpu MauMeHTH ¢ TpeTH 00eM Ha pasNpe/ic/iCHHE (TUIEBpAIHM H3JIMBH, ACUUTH), ETHMHHALHOKHHAT
[IOJTY>XMBOT MOXKE J1a ce YABJIKH IO 4 moTi. [TpubausurenHo 10% oT NpuioXeHaTa 1032 METOTPEKeaT
ce MeTaGoNM3Upa B YepHus Apo6. OCHOBHUAT METADOMHT & 7-XHAPOKCUMETOTPEKCAT.
EAMMHHHpAHETO IMaBHO Ha HEMPOMEHEHATa dbopMa ce U3BBpIUBa Mpe3 GBOpeurTe, Ype3 rnoMepyiHa
dbunTpauys ¥ aKTHBHA CEeKpeLs B MPOKCUMATHATE TyGynu. [Tpubansutento 5-20% meToTpekcat U 1-
5% 7-XKMAPOKCHMETOTPEKCAT Ce eIMMHHHPAT "pe3 HUThUKaTa. MmMa u3paszeHa eHTepoXenaraiia
LMPKYy1aum4.

B ciyuait Ha 6B0pevHa HEAOCTATBYHOCT CC Ha6/1I01aBa 3HAYMTENHO 3a0aBsHe Ha enMMHuHUpateTo. He
e YCTAaHOBEHO AQNH Ce HapyluaBa eJIMMHHMPAHETO NPH NALMEHTH C uepHOApoOHa HEMOCTATEYHOCT.
MeTtoTpexcaT mpeMHHaBa Npe3 IU1alcHTapHaTa Gapuepa NpH IUTbXOBE U MaHMYHH.

5.3 [IpexrkiaAHYHAH TAHHH 32 Oe3onacHOCT

XpoHKHYHA TOKCHYHOCT
[TpoBeaeHUTE H3CACABAHHUA 33 XPOHMYHA TOKCUYHOCT MPHA MHUILKH, ILTLXOBE U Ky|eTa, MOKa3Bar

TOKCHUHH eheKTH noa popMaTa Ha racTPO-HHTECTHHAIIHH JIC3HH, MHENIOCYIPCCHA H
XeNaTOTOKCHYHOCT.

MyTareHeH ¥ KAHLIEPOr€HEH NOTEHIHAT
[Ipu npoBeAeHH ABJATOCPOHHA H3CJIeABAHHA MPH TUTbXOBE, MHIIIKH K XaMCTCPH HE ca OTKPIEX

OKa3aTeNcTBa 3a TYMYPOTeHEH NOTeHIIHA HA METOTPEKCAT. MeToTpeKcaTt MpH4HHA ,/
XpOMO30MHH MYTallMH KaKTo in vilro, Taka in vivo. [Ipeanonara ce HATHYHE Ha My/¥ali
MpH Xopara.

PenpoaykTvBHAa TOKCHYHOCT
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YCTaHOBEHH ca TEPATOreHHH €PEKTH NpH YSTHPH BUAA XKHUBOTHH (IUTBXOBE, MHILIKH, 3aiLIH, KOTKH).
[pu MaiiMyHH pe3yC He ca YCTAHOBEHU maipopMalH, CPABHUMH C T€3H NPH XOpa.

6. ©®APMAIEBTHYHH JAHHH

6.1 CnHchbK HAa NOMONIHHTE BemecTBA

Hatpues xuiopha
HatpHes XuapPOKCHA (3a Kopekuus Ha pH)
Bopaa 3a MHKEKLUHH

6.2 HecLBMECTHMOCTH

[lopaau NMMca HA IPOYHBAHKMSA 32 HECHBMECTUMOCTH, TO3H JIEKAPCTBCH MPOAYKT He TpAOBa aa ce
CMECBA C APYrH JEKapCTBEHH NPOLYKTH.

6.3 Cpox Ba rogsocr

2 rogvHH
[poaykTsT TpalBa Ja c€ U3MON3Ba BEHAra CIIC] OTBAPAHETO MY . BuxTe TOUKa 6.6.

6.4 CoenmajHg YCJI0BHS HA CbXPaHEHHE

3a yCIOBMATA HA CHXPAHEHHE CJIe/l ITbPBO OTBApAHE BIDKTE TO'KA 6.3.
ITa ce cexpauara nop 25°C.
Jla ce chXpaHABa B OpPHIMHa/IHATa OMAaKOBKa, 3a [1a C€ NPEANa3H OT CBCTIHHA.

6.5 Bujgd chabpXaHHE HA ONAKOBKATA

E6erpekcar ce mpeiara B NpeiBApHTENHO HAMTBJIHEHH CIIPHHIIOBKA € o6em ot 1,25 ml (3a 0,375 ml,
0,5 ml, 0,625 ml, 0,75 ml u 0,875 ml), 2,25 ml (3a 1 ml, 1,125 ml, 1,25 ml u 1,375 ml) nm 3,0 mi (3a
1,5 ml) ot 6e3upeTHO CTHKIO (THN I CHITIACHO Esponeitckata dapmakories) ¢ €11aCTOMEPEH
HakpaiHHUK M OyTaNo ¢ eIaCTOMEPEH CTONCP.

Besika KyTHS ChABPKa | NpeABAPHUTETHO HAMBIHEHA CTIPHHUOBKA € 0,375 ml, 0,5 ml, 0,625 ml, 0,75
ml, 0,875 m], 1,0 ml, 1,125 m}, 1,25 ml, 1,375 ml wiu 1,5 ml HHOKEKIIMOHEH Pa3TBOP, HHXXCKIMOHHH
UITIM 33 eHOKpaTHA ynoTpeba cbe WK Ge3 npeanasHa Kanaika H TaMIIOHH CHC CIMPT.

'pynoBy ONaxkOBKH, ChABPKALIH 4, 5, 6, 12 wiu 30 npeABAPUTENHO HATBIHEHH CIIPHHLIOBKH

(1 npeaBapyHTENHO HAITLJIHEHA CIIPHHLIOBKA B KAPTOHCHA KyTHA).

He BcHUKM BHIOBE OTIAKOBKM MOraT aa 6baT mycHaTH B npojaxoa.
6.6 Cnenuajnd ODpeANa3HH MEPKH NPH H3XBLP/sAHE H paboTa
M3no/3BaHETO M H3XBBPIAHETO TPAGBa fa 6ble KaKTO MpH APYrd LNTOCTATHIHH MPOAYKTH B

CHOTBETCTBHE ¢ MECTHHTE M3MCKBAHHA. bpeMeHHHTE KEeHU OT MEAHLIHHCKHA TIEPCOHAT HE TpsAOBa Ja
npriaraT Wuau u3nonssar EoeTpekcar.

H3HCKBAHMATA 33 LIMTOTOKCHYHH MPOIYKTH.

7. IIPUTEXATEJ HA PABPEIHIEHHETO 3A YIIOTPEBA
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Ebewe Pharma Ges.m.b.H. Nfg.KG, Mondseestrasse 11
A-4866 Unterach, ABCTpHA

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per.Ne: 20090471

9. JATA HA ITBPBO PA3PEINIABAHE/MOJHOBABAHE HA PASPEINEHHUETO 3A

YIIOTPEBA
Jlata Ha mepso PY: 27/10/2009
JlaTa Ha MOC/eAHO NOAHOBSBAHE: 19/09/2014

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2024
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