KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1.  WME HA JEKAPCTBEHMS [TIPOAYKT ol 602

Mertorpekcat Akopa 100 mg/ml koHueHTpaT 32 HHQY3HOHEH pa3TBOP _
Methotrexate Accord 100 mg/ml concentrate for solution for infusion E rZ_J /} 17 -01- 2055

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Beeku ml chabpka 100 mg metoTpekcar (methotrexate).
5 ml ot pasrBopa chabpxar 500 mg MeToTpeKcar.

10 ml ot paszrBopa ceabpakar 1000 mg meToTpekcar.

50 ml ot pastBopa chabpkat 5000 mg MeToTpekcar.

[ToMOIIHH BELIECTBA C H3BECTHO JICHCTBHE:
10,60 mg/ml (0,461 mmol/ml) HaTpum.

3a MLJIHKUS CITIUCHK HA MOMOILIHUTE BELLECTBA BUXKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

KoHluieHTpaT 3a UHQY3HOHEH pa3TBOP.

[Tpo3paueH, xwbat pazteop ¢ pH 7,0 to 9,0.

4. KJAHAYHU JAHHHU

4.1 TepaneBTHYHH NMOKA3AHHA

OcTpa MMMOLMTHA JIEBKEMHsl, HEXOUKHHOBH JIMM(OMH, OCTEOr€HEH CapKOM, a[if0OBaHT W NpH HANPEAHAIIO
3a60J1BaHe OT paK Ha I'bp/aTa, METaCcTa3upall MM PeLIMAMBUPALL PaK HA r1aBaTa U LHUATA, XOPHOKAPLIMHOM H
noao6Hu TpododaacTHH 3a00IIBaHUs, HAMPEIHAN paK Ha MHKOYHHMSA MEXYp.

4.2 JTo3MpOBKA H HAYHH HA NPHJIOKEHHE

NPEAYIIPEXAEHUWS
Tlo3aTa TpsiGBa Ja ce alaNTHPA BHUMATEHO B 3aBUCMMOCT OT TeJleCHaTa MOBbPXHOCT NPH H3MOJI3BAHC Ha

METOTPEKCAT 3a JIeYeHUE Ha OHKOJIOTHYHH 3200./151BAHHHA.
Crneai NPUIOKEHHE HA HENMPABHJIHO H3YHCJIEHH A03H ca OiH cpboOlIaBaHu (aranHu ciay4yad Ha
WHTOKCHKaLMs. MeIHLIMHCKUTE CMeUMaMCTH M NauueHTHTe TpsabBa Ja ObaaT Hamb/IHO MH(OPMHMPaHH 3a

TOKCHYHHUTE €(PEKTH.

Metorpekcat Akopa 100 mg/ml e xunepToHuyeH K He TpAOBa J1a ce npuijiara MHTPAaTeKalHo.

HauyuH Ha pUI0KEHHE

JleueHueTo TpAOBa Ja 3aMoy¥He WM Ja Ce MPOBEKIa Clie]| KOHCYNTaluus C JieKap ChC 3HAUMTE/ICH ONHT B
LIATOCTATHYHO JICYEHHE. .

MeroTpekcaT MOKe Aa ce Mpujara WHTPaMyCKyJHO, HHTPaBEHO3HO HJIM HHTpaapTep
Axopa 100 mg/ml e XunepToHU4eH U He TpAGBa aa ce mpuiara HHTpaTekanHo. JI03upog
W3YMC/IABA HA M2 TeJlecHa MOBBbPXHOCT WK TesiecHo Terno. Jlozu Haa 100 mg meToTpey
Moc/IeaBalLO MPHIoKeHHe Ha honuHoBa KucenuHa (Bixkre ,,CnacsaBaHe ¢ Kaiuues Qo



nony. IloHacTOsIIEM HHUTO €4HAa OT Te3H AO3MPOBKH HE MOXKE A4 Obae kinacurUMpaHa KaTo CTaHAApTHO
nevenue. Thit KATO MPHIOKEHUETO H TPENOPbKHTE 34 A03WpaHEe MPH JICUEHHe C METOTPEKCAT BB BHCOKH H
HUCKM [O3M Ca pa3jiM4H{, €a AAJEHH CaMO HaH-4eCTO H3MOJI3BAHHTE HACOKH. 3a pgoswWTe, HauWMHA H

OCNCIOBATEIHOCTTA HAa MpWIoKeHHe, TpaOBa Ja ce HM3BbplUBAa CrpaBka C aKTyaiaHHTT nmyOnUKyBaHU
PBKOBOACTBA.

3a MHCTPYKLMH OTHOCHO Pa3pesIaHeTO Ha JIEKAPCTBEHHS NPOIYKT NPpEaH MPHUIOKCHHE, BIDKTC Tou4Ka 6.6.

EDS HPOBKA

MeToTpeKcaT MOXe [a ce NpHiara Karo KOHBEHUMOHAIHa HHCKOJO3WpaHa Tepaniui, YMEPEHOA03HpaHa
TEpannsi U BUCOKOJO3HPaHa TEparus.

Koneenyuonaniiama HUCKOO03Upana mepanua. 15-50 mg/m? TenecHa NOBBPXHOCT CEAMHUYHO MHTPABEHO3HO
WIH MHTPaMYCKYTHO B €[iHa Wi nopeue A03d. 40-60 m g/m? TeJlecHa MOBBPXHOCT (32 paK Ha riaBata v [IKATA)
BeAHBK CEIMHYHO KaTO HHTPaBEeHO3Ha O0TyC HHIKEKLHA.

Ymepenodosupana mepanus: Mexay 100 mg/m? no 1000 mg/m* TenecHa NOBBLPXHOCT B €AHOKPATHA 1033, IIpu
aBAHCHMPAJ CKBAMO3CH EMMTENCH PaK M PaK Ha NMHKOYHHA MEXyp MOraT 1a Ce M3no/a3bar YMEPEHH J03H

metorpekcart a0 100-200 mg/m? (Buxre ,,Cnacqasane ¢ Kaalues donnHat”).

Bucokodosupana mepanua: 1Ipyd HAKOU 3J10KaUECTBCHH 3a60MABAHMS, BKIIOUHTENHO 3TOKAYECTBEH JTMM(OM,
ocTpa TMMQOLMTHA JIEBKEMHS, OCTEOreHeH CApKOM K METACTATHYICH XOPHOKAPLIMHOM, MOraT Ja ce H3MoN3BaT
n03u ot 1000 mg/m? TenecHa MOBBPXHOCT WK NMOBEYE, NPHIOKEHH 33 24 yaca. Bucokono3zupaHaTa Tepanus ¢
MeToTpekcar Tpabsa na 6bje nocnensaHa OT CracaBaHe C KAILHCE ¢onuHAaT (32 JOITBIHHTENHO pedepupaHe
KbM TepaneBTH4YHUTE PbKOBOACTBA, BUXKTE ,,CMacABaHe C KAIIHCB donuHat”).

CnacsBaHe ¢ KaluMeB QoJIHHAT

Twii KaTO CIIACUTENHHAT PEXKKM Ha A03HpaHe Ha KanlMeBUs PONHHAT 3aBHCH B FOJIAMa CTENEH OT 103MpOBKATA
K HaYHHA Ha NPHUAOXKEHHE HA METOTPEKCAT MIPK YMEPEHO W BUCOKO AO3MpPAHE, TCPaNCBTHIRHIAT aJITOPHUTBHM Ha
METOTPEKCAT 1lle JUKTYBa PEKMMA Ha O3UPAHE MPH CNAcABAHC C KAIIHEB ¢onunar. ETo 3aio, 3a J03NpOBKaTa
4 HaUMHa Ha IPHIOXKEHHE Ha KasiliueB (omuHar, ¢ Hail-100pe € Na ¢ OTHECETe KbM NPUI0KHMUTE PBHKOBOACTBA
33 yMepeHo- ¥ BUCOKONIO3MpaHa Tepanus ¢ METOTPEKCaT.

B nonbJiHEHHE KbM NPHIOKEHUETO Ha KAJILMEB (PONIHHAT, MEPKHTE 32 OCHIypABAHC Ha Obp3a eKCKpeLHATa Ha
MeToTpeKcaT (MoAAbPKAHE Ha BHCOKO HUBO Ha OTIE/IAHE HA ypHHA H A/IKATTM3HPaHE Ha ypHHAaTa) ca HEpa3Jeniia
4aCT OT CNIACHTE/THATA Tepanus ¢ kannues GonuHat. bubpeunara GyHKIUnA TpAOBa fa ce ClIeH Upe3 eXESTHEBHO
onpeaeNaHe Ha CEPYMHHA KPEaTHHHH.

BrapacTan

Ocrtpa mumonuraa Jeskevun (OJLI)
B HHCKHM I03H METOTPEKCAT Ce Mpriara B pPAMKHTE Ha KOMIUIGKCHH TepaneBTHYHH airOPUTMH 34 [IOJABPAHAHS

HA PEMHCHA NPU BL3PACTHH C 0CTPa MMMGOLMTHA eBKEMH, HopManHuTe eMHIHM JI03H ca B [Uana3oHa ot
20-40 mg/m? meroTpekcart. [Topabpxaia no3a 3a OJUT e 15-30 mg/m? BeAHBXK WK ABA [TETH CEOMHHYHO.

Hpyru npuMepH .

. 3,3 mg/m? B koMOHHALMA C APYT UMTOCTATHK BEAHBK AHEBHO B MPOAB/LKCHHE Ha 4-6 ceAMUILIH.

. 2,5 mg/kg Bcsika CeAMHLA.

. Bucokono308 pexcum Mexary 1 fo 12 g/m® (IV 1-6 uaca), nosTapsill ¢ Ha BCCKH 1-3 cenmMe

. 20 mg/m? B KOMOMHALMA C APYTH LIMTOCTATHLM BEJHEAK CEMUHO.

Paxk Ha rspaarta T
LknMuHaTa KOMOHHALHA ¢ LHKA0GOChaMHA, METOTPEKCaT U dnyopoypaLia ¢ H3 S ALK . KB

Tepanus KbM paguKaTHa MacTEKTOMHA MPH ITbPBHHEH PaK HA rbPAATa C MONOKHTEIRE &

sbanu. JlozaTa Ha MeToTpekcar € 40 mg/m? BEeHO3HO Ha ITbPBHA W OCMHI [IEH OT LIHKBJAV X
Ha 3-CeIMHYHM MHTEPBAIH. MeTOTpekcaT, B MHTPaBeHO3HH /03K oT 10-60 mg/m?, Mo




LAKIHYHATATa KOMGHHUpaHa cxema ¢ APYrd UMTOTOKCHMHM JIeKAapCTsa 32 JIEYCHUC HA HANpeHal paxk Ha
rbLpOaTa.

OcreocapkoM
EdexkTuBHATa aNIOBAHTHA XUMMOTEPAaNHA M3MCKBA MPHIOKEHHWETO Ha  HAKONKO LIHTOTOKCHYHH

XHMUOTEpPaneBTHYHHN JleKapcTBa. B JoMbAHEHHe KbM BHCOKOAO3MPaH METOTPEKCAT M CHIacABAHC C KanLueB
dOTMHAT, MOXKE fia Ce MPHIOKAT AOKCOPYOHLIMH, LUUCILIATHH H koMOUHAUKA OT OICOMHLUMH, JAKTHHOMHLIMH H
nuknodocdamun (BCD). MetoTpexcaT ce H3nON3ea BbB BHCOKH J03M (8,000-12,000 mg/m?) BegHbMK
ceAMMYHO. AKO € HEAOCTATh4YHA 33 MOCTHraHe Ha peajna CepyMHa KOHLCHTpAlud OT 10~ mol/l B xpas Ha
pHdy3uATa, J03ara MOXe na OpAe yBenuueHa Jio 15 g/m? mpu nocneasawoTro neuenne. Heobxoauma e
crIacHTe/NHa TMHUS Ha JleueHye ¢ kanuues GouHaT. MeToTpeKkcaT ¢ H3Mon3Ba Chillo Taka KaTo CaMOCTOATEIHO
NICYEHHUE NIPU METacTATHYEH OCTEOCApPKOM.

JIAnA B cTapYecka BL3PacT
[Ip1 nauueHTH B CTapyecKa Bb3pacT Tps6Ba na ce MMa NpeIsH HaMaIABaHE Ha J103aTa, opaau peayLuvpaHaTa

yepHoapoOHa W ObOpeuHa (yHKOMA, KAKTO M MO-HHCKHTE dbonaTHU pe3epBH, KOHTO ce HabniopaBar ¢
HalIpeBaHe Ha BE3PacTTa.

[JaumenTH ¢ yBpeneHa 6bOpeuHa @yHKIHA
MeToTpekcaT TpAGBa fia ce H3MON3Ba ¢ NOBHIIEHO BHUMAHUE NPH MAlHEHTH C HapyllicHa O6bOpeuHa QyHRKUHS.

PeskumuTe 3a fo3upaHe TpabBa na GbAaT NPUBEACHH B CbOTBETCTBHE C KDEATHHHHOBHA KITMPLHC H CEPYMHHTE
KOHLIEHTPALIMH Ha METOTpeKCar.

» AKO KPEaTMHHHOBUAT KIHPHHC (ml/min) e > 50, Moxke 11a ce MPHIOKH 100% ot mo3ara Ha METOTPEKCAT.
* AKO KpeaTHHHHOBHAT KAHpBHC (ml/min) e 20-50, Moxe 1a ce npuaoky 50% ot no3ara Ha METOTPCKCAT.
o AKO KPEeaTHHUHOBHAT KIHpPBHC (ml/min) e < 20, MeTOTpEKCAT HE TpAOBa Ja ce mpunara.

ManvenTy ¢ yepeaeHa yepHonapobua GyHxuus
MeToTpexcar TpaOBa 2a ce mpujiara ¢ NOBHIICHO BHUMAHHE, 4KO 130010 ce mpunara, MpyU MaUHEHTH CHC

3HAYMMO HACTOSIIO WM NpeauIHo 3a60/sBane Ha uepHua Apod, 0COOEHO KOraTo € MPHYHHEHO OT ynorpeda
Ha ATKOXOJN. MeToTpeKcaT € MPOTHBONOKAa3aH, aKo CTOHHOCTUTE Ha Gwinpybuna ca > 5 mg/dl (85,5 pmol/l). B
clyuaif Ha NOCTOAHHO YBETMUABAHE HA YEPHOAPOOHO-CBBP3AHUTE CHIUMH, TpaOBa fa ce 0OMHCIH HaMaTABaHe
Ha [03aTa WIH NpeKpaTsBaHe Ha JIEYCHUETO.

IlegnaTpnaHa nomyJanHd
[Ipn megMaTpU4HH NALMEHTH METOTpeKcaT TpabBa Aa ce W3NON3BA C BHUMauue. JleucHHeTo TpaOBa na Obae

crofpaseHo ¢ MyONIUKyBaHUTE TEPANICBTHYHH AJITOPHTMH 32 €L (BixTe TOUuKa 4.4).

4.3 IIpornBonoxa3zaHns

- CBpBbXYYBCTBUTEIHOCT KbM 8KTHBHOTO BELIECTBO WM KbM HAKOE OT MOMOLIHKTE BELICCTEA, n30poeHH
B Touka 6.1.

- Texko yepHOAPOOHO HapyleHHe (BK. TOUKa 4.2),

- 3noynorpeba ¢ anKoxod.

- Texko 6B6peuHo HapyLieHHe (KpeaTHHUHOB KITHPBHC NO-HHCBK OT 20 m}/min, BK. To4ka 4.2).

- ChluecTByBald KPbBHM OUCKpasHH, KaTO XHMOMIasud Ha KOCTHHA  MO3DK, NEeBKOTICHMA,
TpoMOOLIHTONEHHs. HIIH 3HAYHMA aHEMHA.

- CepuO3HH, OCTPH HIH XPOHHUHH HHDEKLIMH, KaTo TyGepkynosa wix XH1B.

- SI3BM B ycTHATA KyXHHA H H3BECTHA AKTHBHA raCTpO-HHTCCTHHANIHA A3BCHA bonecrT.

- Kepmene (Bx. Touxa 4.6).

- ExnoBpeMeHHO MPWIOKEHHE Ha XKHBH BAKCHHH.

4.4 CrnenmajJHu OpeAYNpexXIeHHA H NpeANa3’HH MEPKH NIPH ynoTpeda

BbB BPB3KA C MHTPABEHO3HO NMPHIOXKEHHE € ChODLIABAHO 3a daTanHa TOKCHHYHOYTS
ysuKcIgBaHe Ha ao3ata. [Tpy u3dKcnsBaHeTo Ha no3aTa TpAabBa Ja ce Noaxoxaa ¢ ocob
b
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»JJO3HPOBKA ¥ MPUIOKEHHE™).

[Topamu pHcKa OT TEXKKU TOKCHYHH PEaKUHH (KOHTO MOraT ja Ombiar daranHu), MeToTpekcaT TpsadBa na ce
M3MO3BA CAMO NPH JKMBOTO3acTpallaBallM HeorulacTHYHM 3abonsBaHua. [lo BpeMe Ha JeYeHHE Ha

aI0Ka4YecTBeHH 3a60/SBAHNSA C METOTPEKCAT ca chobLuaBaHy cMbPTHH ciry4aH. Jlekapsat Tpa6ra na nHpopMupa
MALMEHTa 3@ PUCKOBETE OT JIEYEHHUETO M NauMeHTHT TpAGBa Na 6b1e HenpeKbCHATO HabMoNaBaH OT JieKap.

@epTHAHTET
CnobliaBa ce, 4e [PH XOpa METOTPEKCAT MPHYMHABA HapyleHWe Ha (EepTWIMTeTa, ONMroCTepMHA,

MEHCTpyaiHa AMChYHKUMA U aMeHopes, MO BpeMe Ha U 3a KPaThK MEPHOA OT BpPEME Cnell CrHpaHe Ha
TepanuaTa, 3acaraifki CriepMaToreHe3aTa ¥ OoreHe3ara o BpemMe Ha Neproaa Ha MPHIOKEHHETO My — eeKTH,
KOMTO H3IJIexKAa ca 00paTMMHU [1pU NpeyCTaHOBABAHE HA NEYEHHETO.

TepaTOreHROCT — PHCK OT PENPOTYKTHBHH NP0 /ieMH

MeToTpeKcaT pUUHHABA eMOPHOTOKCHYHOCT, abopT U MangopMaii Ha IIIofa MpH Xopa. [Topany ToORa, C
NALHEHTKHTE B JETEPONHA Bb3pacT TpabBa Aa ce 06CHAAT Bb3MOXHUTE €PEKTH BBPXY PENpOAyKUHATS, abopr
1 BpOAEHH MalihopMauuH (BX. Touka 4.6). [Ipy HEOHKONOrHYHH NOKa3aHA TpAOBa Aa c€ MOTBLPAH JIHIICATA
Ha GpeMEHHOCT NpeaH H3NoN3BaHe Ha MeToTpekcaT AKOPA. AKO C€ JICKYBAT XKEHH B CEKCYaTHO 3psiia Bb3pacT,
Tpa6Ba J1a ce H3BbPLUBA e)EKTHBHA KOHTPALCNILIMA TIO BpeME Ha JICHCHHUCTO H TIOHE LIeCT Mecela Ciie/l TOBa.

3a KOHCYJITAllds OTHOCHO KOHTPALIETILMA 33 MBXKE BXK. TOUKa 4.6.

[IporpecEBHa MyaTHpoKaIHA JeBKkoennedanonaTus (TIMI)

HMMa chobluenus 3a CIy4ad Ha nporpecusHa MyntvdokanHa neskoeHuedanonatus (IIMJI) npu maupeHTH,
KOMTO MOJIy4aBaT METOTPEKCAT, NPEAUMHO B KOMOHHALKSA ¢ Apyro HMYHOCYNPECHBHO CPEACTBO. TTMUJI Moxe
114 € C JIETaNeH U3X0 M TpAOBa 1a ce MMa NMpeABHA NpH AudepeHLManHaTa AHard03a Npy UMyHOCYNpeCHPaHu
nalMeHTH ¢ NOABA HAa HOBH WIM BJIOLIABaHEe HA HEBPOJIOTHYHHTE CHMITTOMH.

CanapoM HAa TYMOpEH JIH3HC

MeToTpeKcar, KakTo i APYTH UKTOCTATHYHH JIEKAPCTBEHHU NPOYKTH, MOXE Ja HHIYIHpPa CHHAPOM Ha TYMOPEH
JIW3KC MPH MalKeHTH ¢ 6bp30 pacTAINY TyMOpPH. [loaxoaauH noaabLpKaliu 1 ¢hapMaKOJIOrHYHH MEPKH MOrar
Na NPeAOTBPATAT WM Ja HaMaJIAT TE€3M YCIIOKHEHHS.

MeTtorpexcar u HCTIBC
BLB BpB3KA ¢ €JHOBPEMEHHO JIEHEHHE C METOTPEeKCaT (0OMKHOBEHO BBB BHCOKHM A03H) H HECTCPOHIHH
npotusopb3nanureny cpeacrea (HCITBC) ca ¢ HEOYaKBaHH TEKKH (BKNMIOYHTETHO (PaTanHu) MHEnoCynpecHs,

anIacTHYHA AaHEMHS M CTOMALITHO-YpeBHA TOKCUYHOCT (BXK. TOYKA 4.5 ,,BzaumoneicTBHE C APYrH JICKApCTBEHH
MPOAYKTH H ApYrH (OpMH Ha B3IaHMOACHCTBHE™).

@OTOYYBCTBUTEJTHOCT

[Ipy HAKOM MALMEHTH, NPHEMALLlH METOTPEKCAT, € HabmoaaBaHa QOTOUYBCTBHTENHOCT, NPOABABAIlA CC HPE3
peKoMepHa peakuMs B PE3y/ITaT Ha CITbHYEBO M3rapaye (BX. Touka 4.8). MiznaraHero Ha HHTCH3WBHA CITBHYICEA
ceTiuHa uaH UV nnum TpabBsa fa ce n364rea, OCBEH ako He € 10 MeAMLIMHCKH nokasanus. [lanuenTuTe Tpabaa
A4 W3MOJ3BAT NOAXOMALIA CITHHLIE3AIUTA, 3a /1a Ce NPEANa3aAT 0T HHTCH3WBHA CJIbHYEBa CBET/IMHA.

EQHOBPEMEHHOTO JIEYEHHE C METOTPEKCAT H TbUeTEepanusl MOXe a YBCIIHYM PHCKA OT HEKPO3a Ha MEKHTS
THKAHU U OCTEOHEKpo3a.

M HTpaBeHO3HOTO MPUIOKEHHE Ha METOTPEKCAaT MOXKe a AOBEJE KO OCTHP eHuedaTHT U OCTpa eHUShaNonaTHs,
¢ Bb3MOKEH (aTalleH U3XO/.

MeToTpeKCAT H IIeBPAJICH H3JIHB/ACIHHT
MeTtoTpekcaT ce enMMHHKpPa OaBHO OT aKyMy/MpaHa B OpraHH3Ma T€HHOCT (Hanp. nne
Tosa BOOHM OO YABDKEH TEPMHHANEH TIONY>KMBOT M HeouakBaHa TOKCH4HOCT. IIpH n
HAaTpynBaHE HA TEYHOCTH, C€ MNpPEMOphYBA APEHDK HAa TCUHOCTTA MOPEIH 3ano4B
MOHMTOPHPaHe Ha I1a3MEHHUTE HHBAa HA METOTPEKCAT.




IIpu nosBa Ha CTOMATHT, AWapHs, XeMaTeMe3a WiH YCPHH U3NPAKHEHUS, TEpanHATa C METOTPEKCAT TpabBa aa

6bae NpeKpaTeHa, Nopajd OMACHOCTTa OT XeMOParHueH eHTepUT WK CMBPT OT NepQOpalvA Ha YEpBaTa HiH
P

pexuaparauus (K. Touka 4.8 ,,Hexenanu JCKapCTBCHH peakLuu’).

CLCTOSHHS, MPU KOHTO MMa AeUUMT Ha QonueBa KMCeNWHA, MOraT [a MOBHLIAT PHCKA OT TOKCHYHOCT Ha
METOTPEKCAT.

[TpH JleueHHE C BUCOKH JO3H, METOTPEKCAT He TPSOBa Aa C€ CMECBa ¢ Pa3TBOPH, KOHTO ChABPXAT KOHCEPBAHTH
(BrOK cBILO 6.6).

Pa3TBOPHTE HA METOTPEKCAT, ChABPXKAIM KOHCEPBAHTA OEH3WIOB ATIKOXO, HE ce NPENnophHBAT 32 ynotpeba
npu kepMauera. Chobwiasa ce 3a CHHAPOM Ha 3ajyllaBaHE C daraneH H3XOA MpPH KbpMayera Ciel
KHTPABEHO3HO JIeYeHHE Ha PA3TBOPH, ChABLPXKALIKW KOHCECPBaHTa GeH3WwIoB ankoxo. CHMITOMHMTE BKJIIOYBAT
6bP30 HAYAIO Ha PECTTMPATOPHH NPOGNEMH, XHIIOTOHHS, OpasHKapka U CBPEYHO-CHAOB KOJIANC.

Hageknun 1iH AMYHOJOTBYHHE 3400/ 19BAHHA

MeroTpekcar TpsSOBa fa ce H3MOo/3Ba C roIIMO BHUMAHHE BBB BPB3Ka C aKTHBHA uHbeKLUs 1 OOMKHOBEHO €
NPOTHBONOKA3aK NpPH MAaLMEHTH C SBHA NMOTHCKAHE HA HMYHHUS OTFOBOp MJIH KOraTo HMYHOAE(pHLMTET CE
AEMOHCTpHpa upe3 1a60paTOpHH H3C/CABAHHAL.

MosKe a2 BE3HHKHE [THEBMOHHA (KOATO B HAKOH CTy4an MOXKe Ja JOBEAC A0 AMXATC/IHA HEAOCTATBYHOCT). BB
BpB3Ka C JICUEHUE C METOTPEKCAT MOTaT /1a Bb3HHKHAT NOTCHUHANHO (aTanHN ONIOPTIOHUCTHYHH HHPEKLIHH,
RKITIOUMTEHO TMHEBMOIMCTHA IMHEBMOHHSA (TIHEBMOHHMS, TIpWUMHEHA OT Pneumocystis jirovecii). Korato
MALMEHTHT NposBaBa Gea0APOGHH CHMITTOMH, TpAdBa Ha ¢c MMa MpEABUI BE3MOXKHOCTTA 33 ITHEBMOHHA ,
nprYHHeHa OT Preumocystis jirovecii (BIKTE TOYKA 4.8).

HmMynH3anHuH

MeToTpeKcaT MOXKe 12 TIOBUAE Ha Pe3YNTATHTE OT HMYHOJOTHIHH TECTOBE. HMyHu3zaumara cjiex BAKCHHaLUA
MOXe fa Obe Mo-Maiko eheKTUBTHA BB BPb3Ka C JIeUeHHe ¢ MeToTpekcaT. Ocobeno TpsaOBa na ce BHHMAaBa
MPH HATMYHME HA HEAKTUBHM, XPOHHYHH WH(pekuuy (Hanp Xeprnec 30cTep, TyOepkyno3a, xenatut B win C),
[opajgH BL3IMOXKHO akTHBHpaHe. OGMKHOBEHO HMYHH3ALUA C )KUBH BUPYCH HE C€ NPENophsa.

IpocaeasBane Ha JCUEHHETO

[TaumeHTHTe, KOUTO 3aMOYBAT JIEYEHHE C METOTpeKcaT, TpadBa na OvAaT BHUMATENHO NMPOCAeAABaHH, 33 Aa
MOJKe MPHU3HALMTE Ha TOKCHYHY edekTH Ja 6BAAT OTKPUTH He3abaBHO. AHAIM3BT MPEAHM JedeHHeTo TpadBa aa
BIUIOYBA IThAHA KPHBHA KapTHHa ¢ JuepeHuuando 6poeHe ¥ TpOMOOLMTH, 4yepHOAPOOHH EH3UMM,
uzcnensanus 3a xenarut B u C, nHdekunn, Op6peusn GyHKUHOHATHH TECTOBE H peHTreHorpagus Ha rppieH
koul, TokcHuHH edeKTH Ha METOTPEKCAT MOXE Jia Bb3HUKHAT AOPH MPH HHCKH IO3H H NOPajiH TOBA € BAKHO
[alMEeHTHTe, MOLIMKEHH Ha JeyeHHe Aa ce HabmiopapaT BHHMMartesHo. [loBeqeTO HeXenaHH peakiuH ca
o0paTHMH, aKO C€ OTKPHAT PaHo.

Crnen 3anouBaHe Ha JeHeHHETO WIH MpH MPOMAHA B 103aTa, KaKTO U M0 BpeME Ha NEPHOAHN CBhC 3aBHULICH PHCK
OT MOBMILEHH HHBA Ha METOTPEKcaT (HarmpUMep NpH aexuapaTauus), TpA0ea aa ce H3BbLPLIBA MPOCACAIBAHE.

Ako e HeoOxoanMo, TpAOBa Ja ce U3BBPLIM OHONCHA Ha KOCTCH MO3BK.

MOHHTOPHPAHETO HA CEPYMHHTE HHBA MOXE 1a HaMaJlH 3HAYMTEIHO TOKCHYHOCTTA HA METOTPEKCAT H €
HeOGXOAMMO PyTHHHO HabNIOIEHHE HA HUBOTO Ha CEPYMHHA METOTPEKCAT B 3aBHCHMMOCT OT 103aTa M CXEMATa

Ha JICHEHHC.

JleBKonenns # TPOMGOIMTONEHAA BH3HAKBAT OOHKHOBEHO 4- 14 IHH Cie]] NPUIOKCHHUE
B penku ciyyad peLdiMB Ha JIEBKOTICHHA MOXKE JIa C¢ NOABH 12-21 pHM cnen NpUAOKEH
Jleyennero ¢ MeToTpekcar TpaGea Ja NpPOAB/DKH CaMO ako ION3aTa MpEBHLIANS
MHeNoCynpecHa (BIOKTE Touka 4.2).




TpoMOOLIMTHTE, NeUeHHeTo TpadBa Aa Obae CHpAaHO He3a0aBHO W fia ce MpOBeAe MOAXOoAAINa NoAAbpKalla
tepanus. [laipenTuTe Tpabsa ga ObAaT HHCTPYKTHpaHW na CcHOOLABAT BCHYKM MNPH3HAUHM H CHMITTOMH,
npeanonaramy HHexkuud. IIpn nauueHTH, npuHeMmalllh ¢AHOBPCMEHHO XEMATOTOKCHYHH NEKapCTea (Hanp
nedyTyHOMH, TPHMETONPUM/KO-TPHMOKCA30M H UMTapabHH), KpbBHATA KApTHHA H TpombouuTHTe TpAOBA KA
ce NpocaeaBaT BHHMATEIHO.

Yepuoapobun ¢yaxnaoHanan tecrope: OcobeHo BHMMAHHE cnejsa Ja Ce o0OBbpHE HA MoO#BaTa Ha
yepHOApOOHA TOKCHYHOCT. JIeueHHETO He TpAOBa Aa ce 3armo4Ba Wi Tps0Ba Aa ce MpeKpaTy Npy HaHYHe Ha
aHOMAIMH B YPHOAPOOHHMTE (yHKUMOHAIHH TECTOBE WK YePHOAPOOHA OHOMCHS, WIH aKO TAKHBA CE PA3BHAT
o BpeMe Ha Tepanuara. Te3n oTkIoHeHHs TpAOBa Na ¢ BbPHAT KbM HOPMA/IHHTE CTOHHOCTH B PAMKHMTE Ha
Be CeIMMLH; CIIEA KOETO JIeMeHHeTo Moxke 1a 6bAe B30OHOBEHO M0 MPELIEHKA Ha JieKapA. Heobxoaumu ca
NOMBIHKTENHH H3CJEIBaHHA, 3a 1a CE YCTAHOBH JaNH CepUHHHUTE XUMHYHH yepHOAPOOHH H3CneaBaHHs HIIH
nponenTHaHUAT konareH Tun 1l ca JocTaTbyHO HANEKAHH, 32 A MAEHTHOHUUMPAT XEMATOTOKCHUHOCT. Ta3u
oLeHKa TpaGBa Aa AudepeHIHpa NAUMEHTHTE €3 HHKaKBH PHCKOBH GbaxTOpH M MALMEHTH C PUCKOBH (PAKTOPH,
HATIPHMED MPEAHILIHA IPEKOMEPHA KOHCYMALIHS Ha AlKOXOJ, TPaHHO NOBHILIEHHE HA YepHOAPOOHHTE CH3UMH,
aHaMHe3a 3a uepHoapoOHo 3abonsBaHe, amunHa aHaMHe3a 32 HACJICACTBCHH uyepHOApoOHHU 3abonaBanu,
3axapen auabeT, 3aTIbCTABAHE H NpEJMIUEH KOHTAKT ¢ XEMATOTOKCHYHH JICKApCTBA MM XHMHKAIH H
MPOABDKUTEIHO IEUSHUE C METOTPEKCAT WK KyMY/IaTHBHH 103K OT 1,5 g unu noseue.

CKpVHHHr Ha €H3HMHTE, CBbp3aHH C UCPHHA apo6 B cepyMa: IIpexoaHo nokayBaHe Ha HHBAaTa Ha
TpaHCAMHHA3HTE A0 JBA WIH TPH MBTH HaJl rOpHATa rPpaHHLIa Ha HOPMATHOTO & cpo0UIaBaHo ¢ yecToTa oT 13-
20%. B cnyuyall Ha NOCTOAHHO NMOBMILEHHE HA YEPHOAPOOHO-CBBP3AHHTE EH3IMMHU, TpabBa Aa ce oOMHCIH
HaMAIABAHE Ha 2103aTa UIH NMPEeKpaTABAHE Ha JIEUSHHETO.

HncyaunosaBacHM qaaber
[laupeHTHTe, CTPajalld OT HHCYIHHO3aBHCHM nraber TpabBa na 6bOAT BHUMATENHO HAOMOMABAHM, MOPAAH
BBE3MOMKHOCTTA OT BB3HHUKBAHE HA YepHOAPOoOHa LIMpO3a H MOBUIIABAHE HA TPAHCAMHHA3UTE.

[opaau MOTEHUHANHO TOKCHYHHS €(peKT BbPXY YepHHS AP0, NO BPEME HA JICUEHHE C METOTPEKCAT HE TpadBa
14 Ce AaBaT JOMBbJIHHTEJHH XEMaTOTOKCHUHH JIEKapCTBA, OC6EH AKO He € KAMeE2OPUYHO Heobxooumo, a
KOHCYMALMATA Ha aikoxos Tpabpa Aa ce M30ArBa WM 3HAYMTENHO Aa CC HAMAIH (k. Touka 4.5). Ilpu
NaUMeHTH, eAHOBPEMEHHO NPHEMAILH APYTH XENaTOTOKCHYHH JiekapeTsa (Hamp nedpayHomMun), € Heo6XoAUMO
f1a ce npeAnpreMe BHUHMATENHO IPoc/ieBaHe Ha 4ePHOAPOOHHTE SH3HMMH. CBLIOTO C/IeABa fa Ce HMA NPEABAL
i NpH €AHOBPEMEHHO MPHIIOKEHHE HA XEMATOTOKCHYHH JIEKAPCTBA.

[TpH nauMEHTH, NOMY4aBaIH HUCKHK J03H METOTPEKCAT MOraT Aa Ce NOABAT 3MOKA4CCTBEHH NUMG$OMH; B TAKBB
cJTyuaii, Te4eHHETO ¢ METOTpeKcaT Tpa6Ba Aa ce NpeyCcTaHOBH. AKO nMMGOMMTE HEe PErpecHpaT CMOHTAHHO, €
HeoOXOAKUMO 11a Ce 3aMoyYHe LIMTOTOKCHYHA Tepanus.

Frbpeuna ynxnusa: JleueHHETO ¢ METOTPEKCAT NPH MALIHEHTH ¢ HapyllleHa 6u0peuna ¢yHxuus Tpabea 1a ce
npocnenssa Ype3 6b6peuHH GyHKUHOHATHH TECTOBE H AHAJIH3 HA YpHHATA, Thii KaTo HapyiueHata ObOpedHa
dyHKLHA HaMaNnABa eTUMHHUPEHETO HA METOTPEKCAT, KOETO MOXKE Aa I0BEJC A0 TEHKH HEXC/IAHN PEaKUHH.

B cioyuau Ha BBIMOXKHO ObOpeuHo yBpexiaHe (HanmpHMep NpH NAUMEHTH B HalpoAHAIA BBL3pAcT), €
HeoOXoIMMO BHUMATENHO MpochenssaHe Ha OwnOpeuHata ¢yukuus. ToBa BaKH B ocobeHa cTeneH 3a
¢/HOBPEMEHHOTO NpHIAraHe Ha JIeKapCTBEHW MPOMYKTH, KOMTO MOBIMABAT €KCKpELHATa HA METOTpekeart,
MPUYHHABAT yBpexaaHe Ha O6buOpeuute (Hanmp HECTEPOHMAHH MPOTHBOBBLINATHTEIHH CpE/ACTBa), WIH KOHTO
MOFaT MOTEHUMAAHO Aa AOBEAAT O XEMOIOETHUHH HapylieHHs. [lexuaparauusaTa MOXe CBHILO J1a YCHIH
TOKCHYHOCTTa Ha MeToTpeKcar. [Ipenopbusa ce aikalu3upaHe Ha ypuHATa W QOpCHpaHO MOBHLIABAHE HA

JUuype3ara.

WA N
Tuxarenna cucrema: Mojke Ja ce pa3Bre OCTbP WIH XPOHHUYEH HHTEPCTHUHANICH MHEBMPMHR IILETOLE P

¢ eosuHO(GUNHMA, KATO HMa ChOOLIEHH CMBPTHH Ciyyad. CHMITOMHTE OGHKHOBEHO// QIS AT
Kauuyia (ocoGeHo cyxa HENpOIYKTHBHA KallUTHLA) U MOBHILIEHA TEMICpaTypa, 3a KOHEo:aiLk g

na 6LaT MPOCAEAABAHH NPH BCiKa NocreABalla Bu3uTa. [lauuenture TpsbBa na 6baar "
OT ITHEBMOHHT H MOCHBETBAHH J]a CE CBBPKAT ChC CBOA Jiekap He3a0aBHO, aKO Pa3BHAT )

3aAyX.




Ocsen TOBa ce ¢bhoblliaBa 3a MyNMOHAJHA anBeojiapHA XEMOparui, Koraro METOTpeKcaT CC H3Mo/a3Bsa 3a
PEBMATONOTMYHHM U APYI'H, CBbP3aHH C TAX noxa3aHus. ToBa cEOHTHE MOXKe CBLIO 2 € CBBP3aHO C BACKYJIMT H
npyrd komopGuanocTn. TpsabBa na ce 0OMUCNAT CBOCBPEMEHHH U3ClIeIBAHNA MPH CbMHEHHE 3a ITyJIMOHANHA

anBeosiapHa XeMoparui 3a NnoTebpzKAaBaHC Ha AHaArHo34aTa.

MeroTpekcar TpsabBa Na 6b4e CrpsH NpH nauueHTH ¢ 6enopobHH CAMITOMH M € HeOOXOANMO Jia Ce H3BBPLIH
3anb1604eH0 o6cenBaHe (BIITIOYHTENHO PEHTreHOrpadus Ha rpbIeH KOll), 3a J1a €€ M3KMOUH HHeKuma. AKo
ce MOO3Mpa MHIYLMpaHo OT MetoTpekcar Genoapobuo 3abonseaHe, TpsabBa Oa ce 3alOYHE JICUCHHE C
KOPTHKOCTEPOM/IH, a JIEYeHUETO C MeToTpekcar He Tpabba Obe NoAHOBABAHO.

BenoapoGHHTE CHMITTOMH H3HCKBAT 6bp3a AWarHOCTHKA M CIIHPAHE Ha JICYEHHETO C MeToTpekcaT. [IHEBMOHMT
MOJKE [1a Bb3HHKHE [IPH BCHYKH AO3H.

BaTraMBHEH NpenapaTd WiM APYrH NpoAyKTH, ChAbpXKallH ¢onuesa KUCenuHa, (OTHHOBA KHCEMNHA WIH
TEXHWTE MPOHU3BOAHH MOTaT Aa HAMAJAT €PEKTHBHOCTTA HA METOTPEKCaT.

HeanaTpudna nonyaannsa: Merorpekcar TpabBa a ce M3MO3Ba C MOBHUIICHO BHUMAHHE MMPH NIEAHATPHYHH
naumenTH. Jleuenwero Tpabea na 6bAc B CHOTBETCTBHE ¢ NyOIMKYBaHHWTE TEPaneBTHYHH CXCMH 32
neaMaTpuuHa nonynauus. CepHo3Ha HEBPOTOKCHYHOCT, 4€CTO MAHM(ECTHPAHA KATO IeHEpPATH3HPaHH HIIH
$oKanHM MPUCTBIH, € choblLlaBaHa ¢ HEOYAKBAHO MOBMILICHA 4eCTOTa CpeJl NEAHATPUYHH NAUMEeHTH C OCTpa

nuMbo6racTHA IEBKEMHS, KOMTO ca WY JIEKyBaHH C YMEPEHO03MPaH METOTPEKCAT HHTPABEHO3HO (1g/m?).
IIpH CHMNTOMATHYHHM MALMEHTH 4ecTO ce Habmonapar neskoeHUedanonaTHs WWIH MHKPOAHTHONATHYHH

kaauMpHKATH NPH AMaTHOCTUYHHUTE 0Opa3HK H3CNeABaHuA.

IIanuenTH B CTApYeCKa BH3PACT

[opagu BrolaBaHe Ha uyepHOApoGHaTa U OnOpeuHaTa yHKUHMA, KAKTO M HaMaJEHUTE 3amacH OT ¢oiHeBa
KUCENMHA, NPU NaLMEHTH B CTApUYecKa Bb3pacT TpAOBa fa ce MMAT NPEABHI OTHOCHTENHO HHCKU A03H. Tesn
nauueHTH Tpabea ga 6baaT BHUMaTEHO HA0/MI0AaBaHH 38 paHHHU NPH3HALK HA TOKCHYHOCT,

HaTtpui
To3u nexkapcTBeH NMPOAYKT chbAbpxka 194 mg Harpdii B MakCHMalHaTa MPEnopbYHMTENHA THEBHA 11033,

eKBUBANEHTHO Ha 9,7% oT npenopbyaHii ot C30 MakCHMalIeH JHCBEH XpaHHUTEIEH MPHEM OT 2 g HaTpHH 32
BL3PACTEH.

4.5 B3aumopgelicTBHe ¢ APYrH JEKAPCTBE¢HH NPOAYKTH H Apyrd ¢opmMu Ha B3aHMOAeHCTBHE

Lunpoghnoxcayun
EKCKpeLMATa Ha METOTPEKCAT € Bb3MOXKHO Aa 6bae HaManieHa (OBHUILEH PHCK OT TOKCHYHOCT).

Hecmepoudnu npomusosvinanumentu cpeocmea (HCIIBC)

HCYIIBC He Tps6Ba aa ce Npunarart npeay HiH €IHOBPEMEHHO ¢ BHCOKH JIO3H METOTPEKCAT, H3NOM3BaHH IIpH
JIEeYEHUETO Ha ChCTOSHHS KaTo octeocapkoma. CpofluasaHo e, ye eqHoBpeMeHHOTO npuiaokenre Ha HCIIBC
M METOTPEKCAT BbB BUCOKH J03H € J0BEJIO A0 NOBHLIABAaHE U YABJKaBaHE HA CCPYMHHMTE HHBA HA MCTOTPEKCAT,
MMAILO 34 pe3ysaT CMBPTHHU CTy4ad BCACACTBHE HA TEXKKH XeMaTONOTHYHA H CTOMAIIHO-YPEBHA TOKCHYHOCT.
Hamuue ca crobuwenns, ye HCIIBC u canvuunature HamandaBaT TyOy/iHaTa cekpeuss Ha METOTPCKCAT B
*KHBOTHHCKM MOJIE/IM ¥ MOTAT Jia MOBUILAT HEroBaTa TOKCUHMHOCT Ype3 MOBHLIABAHE HA IUIa3MCHHTE MY HHUBATA.
EnnoBpemenHoro siedende ¢ HCIIBC M HHMCKM 103M METOTpeKcaT TpAOBa Aa ce npujara ¢ MOBHLIEHO

BHAMAHHC.

Azomen oxcuo
Ynotpebara Ha a30TeH OKCHI NMOTEHLKMpa eeKkTa Ha METOTPEKCaT BbPXY (OIaTHHA meTabgst
00 TMOBHIIEHA TOKCHYHOCT, KAaTO TEXKKA HENpedBUANMAa MHEJIOCYNPECHS H CTOMATH

HHIP&TE‘KMHQ HpHﬂD}KEHHe, J0 MNOBHIIEHA TCXKKA, HEHPGJ],BHI[HM& HEBPQTGKCH'-IHUCT. "-ll sk T
F_ ” . . r
HaMallHd "IPGB HPHJ[U}KGHHe Ha& KaJlLIMCB CPOHHHEIT, HO CBMEBPEMEHHG CBITETCTBALLATE l.f';- AR HE .

OKCHJ, U METOTpEKcaT Tpabea Aa ce K3barea.



Jechaynomuo
MeroTpexcaT B KOMOHHaLHs C JISGITYHOMH/ MOXE J1a YBE/IH'K pHCKa OT MaHLMTONEHHA.

IIpobeneyuo
Br6peunuar Ty6yleH TPAaHCNIOPT ¢ Hamansdsa OT npoGeHelMA, U U3M03BAHETO MY 3a€[JHO ¢ METOTPEKCAT
TpabBa na ce U3bArea.

Henuyununu
[TeHUUIIHHKTE MOraT Aa HaManaT ObOpetHMs KIMPBHC Ha METOTPCKCAT. XeMaTOJIOrKYHa U CTOMAlIHO-YpeBHA

TOKCHYHOCT ca HabmogaBaHn B KOMOMHALMA ¢ BUCOKA U HUCKA 1038 METOTpEKCAT.

Mepopannu anmubuomuyu

[lepopanHuTe aHTHOHOTHLM KAaTO TETPALUIIIHH, xsopamdennkon U HeaGcopOUpyeMHTE WKPOKOCTIEKTHPHH
AHTMGHOTHLIM MOFaT fAa TIOHWXKAT upeBHara alcopOund Ha METOTpEKCaT WIH 1 HHTepdepupaT ¢
eHTepoXenaTanHaTa UHpKyJalHua |pes WHXUOHpaHe Ha upeBHaTa (uiopa W IO TO3M HA4MH TMOTHCKAHE Ha
MeraGonusmMa Ha MeroTpekcaT or Oakrepuure. B u30onupaHd ciydau € cpo01aBaHo, Ye¢ KOMOHHAUMATA
TPMMETONpUM/CYI(paMETOKCa30/ € NOBUILINIA MHUEIOCYIpECHATA P NMAalMEeHTH, NEKyBaHH C METOTPEKCAT,
BEpPOATHO NMOPAJHN MOHIDKEHATa TyOY/IHa CeKpeLA WWIH agUTHBHUSR aHTHdONATEH €eKT.

Xumuomepanesmustu npooyKmu
VaenuuaBaye Ha OnOpeyHaTa TOKCHYHOCT MOXE nAa C€ HaOmoaapa NpU MPUIOKEHHE HA BUCOKHM O3M

METOTpEKCAaT B KOMOMHALMA C MOTEHIHATHO He(POTOKCHUHH XHMHOTCpaneBTHYHHA CpEICTBA (Hampumep
LIUCTUIATHH).

Paouomepanus
EAHOBpEMEHHO NPHIOXKEHHE Ha JIbYeTepantsa 1 METOTPEKCAT MOXKE 1a yBEJIMYH PUCKA OT HEKPO3H Ha MEKUTE

TBKAHH H OCTCOHEKPO3a.

Lumapabun
EQHOBpEMEHHOTO JIEUEHHE C uuTapabMH ¥ METOTPEKCaT MOXE Ja YBENMHUH PHCKA OT TEKKH HEBPOJIOTHYHH
cTpaHHUYHK epEKTH, BAPHpALIH OT rnaBobonye A0 napanusa, KoMa H MHCYITO-NOJO00HH €NU30LH.

Xenamomoxcuinu npoOyKmu

PuckbT OT MOBHILEGHA XEMaTOTOKCHMYHOCT NpPH EIHOBPEMEHHO NpPWIOKEHHE Ha METOTpeKear ¢ APYrH
XeMaTOTOKCHUHM NMpPOAYKTH HE € Mpoy4BaH. B TakuBa ciydau obaue, ¢ AOKNANBaHa XeNaTOTOKCHHHOCT.
flanueHTHTe, MOMYYaBallidi CHOBTCTRAILC JIEUCHHE C JICKapCTBa ¢ W3BECTCH xenaToTokcuueH edexr (Harp
nedyHOMHU/, a3aTHOMPHH, CyldacanaluH, peTHHOMAW) TpAbBa Ja OBAAT BHHMATE/HO HaOMONaBaHH 33
NpH3HALM Ha BCAKAKBO YBENMYCHHE HA XENATOTOKCHIHOCTTA.

Xemamomoxcuuru npooyKmu

JIOMbAHUTENHOTO YIPWIOXKEHME HA XEMAaTOTOKCHYHHM JICKapCTBEHM MPOLYKTH NOBHUILIABa BEPOATHOCTTA OT
TEsKU XEMATOTOKCHUYHH HEXeJTaHH PEAKLIMM KbM METOTpeKcaT. EHOBPEMEHHOTO NPHUIIOKCHHE Ha METaMM30J1
M METOTPEKCAT MOXKE Ja YBEJIHYH XEMATOTOKCHUYHHA eeKT Ha MeToTpekcar, 0COOEHO NpH NAUMEHTH B
cTapuecka sb3pact. Cle10BaTelHo, €AHOBPEMEHHOTO MPHNOJKEHHT TpsabBa aa ce H30ATBa.

Teogpunun
MerToTpeKcaT MOXE J1a HaMaJli KJIHPBHCA Ha teodwimH. ETo 3aillo, KOTaTO C€ M3MO/3Ba EAHOBPEMCHHO C

METOTPEKCAT, HUBATa Ha TeoQuNH TPAOBA Na ce HabmonaBar.

Meprxanmonypun
MeToTpekcaT MOBULIABA [UIA3MEHWTE HHBA Ha MEPKANTOMypHH. CnepoBaTenHo,
METOTPEKCAT M MEPKaNTOMyPHH MOXe Jla HAIOXH KOPHUIHpaHEe Ha 7103414,

Jlexapcmeenu npoOyKmu ¢ 6UCOKO C6bP3BANE C NAAIMERUME NPOMEURY
MeroTpekcar ce CBbP3Ba YaCTHUHO CBC CEPYyMHNMA anbymuH. dpyrn BUCOKO-CBBP3E
canuMupnaTth, GeHnibyTasoH, GeHHTOUH U CyI(QOHaMHAM MOraT jia NoBULIAT TOKCH



ype3 HIMECTBAHE OT MECTATa Ha CBBP3BAHE.

Pypozemuo
EQHOBPEMEHHOTO TpPHIOKEHHE Ha (ypo3eMull H METOTpEKCat MOJKE Aa AOBeAe A0 MOBHMUIEHHW HHBA Ha

METOTpEKCAT, NOpaau KOHKYPEHTHO HHXUOWpaHe Ha TyOy/HaTa CeKPELIUA.

Bumamuniu
ButaMHHHUTE MpenapaTH, CbAbpXKalln (onreBa KHCeNMHA HIH Hel{HM NMPOW3BOAHM MOrar ja AOBEAAT IO
HaMaJIeH OTrOBOp Ha CUCTEMHO MpWiaranus METOTPEKCAT, obaue CHCTOSHHUATA, MpH KOMTO HMa HEAOCTHI HA

q}OﬂHEBﬂ KUCeJIMHA MOTraT Aa NOBHUIAT PHCKA OT TOKCUUHOCT MCTOTPCKCAT .

Huxubumopu Ha npOMOHHAMA nOMNa
JluTeparypHHu JaHHHM MOKa3BaT, 4e €AHOBPEMEHHOTO NpUIOKEHHe HA HHXMOMTOPH HA NMPOTOHHATA MOMIA H

METOTPEKCAT, 0COOEHO BbB BUCOKH JI03H, MOXKE JIa HMa 32 pe3y/TaT MOBULIEHH H YABDKSHY IIa3MEHH HUBA Ha
METOTPEKCAT H/HTH HEFOBUTE META00IMTH, KOHTO € BE3MOXKHO 14 JNOBEJAT A0 TOKCHYHOCT.

4.6 ®epranuTeT, 6peMEHHEOCT H KbPMCHE

¥enu ¢ feTepoeH MOTEHIHA/ KOHTPAUENIHA NPH KCHH
¥enuTe ne Tpabea na 3a6peMeHABAT MO BPEMC Ha TCparui ¢ METOTpPEKCAT ¥ TpaOBa a U3MO3BAT e)eKTHBHA

KOHTDALICNLKSA N0 BPEME Ha JICYCHHETO C METOTPEKCAT M TIOHE wecT Mecewa ciaen ToBa (Bx. Touka 4.4). Ilpean
3aMO4YBaHe Ha JIEUSHMETO, JKEHHTE ¢ AeTepOJeH MNOTCHUHAI Tpsa6ea Aa 6bAaT MHGOPMHpAHH 3a pucka OT
ManhOpMaLIK, CBbP3aHH ¢ METOTPEKCaT, ¥ BCAKA CHLIECTBYBAINA OPEMEHHOCT TpA0Ba 2 Ce HU3KMOUH CBbC
CHIYPHOCT, KaTO C€ NPeAnpHemMar NoAXoAAuu MEpKH, Hanp. ypes TecT 3a 6peMeHHOCT. [10 Bpeme Ha JIEUCHHCTO
recToBeTe 3a GpeMeHHOCT TpA0Ba Aa 6BAaT NOBTAPAHY, KAKTO € KITMHUHHO Heo6x0oAUMO (HaNpUMep IIPH BCCKH
MpPOMyCK Ha KOHTpauenLy). [TalMeHTKHTE ¢ pernpoAYKTHBCH notennman TpAOBa na OBAaT ChbBETBAHH OTHOCHO
NpeOTBPATABAHE H IIaHHpaHe Ha OPEMEHHOCT.

Ko ey IpyU MBiKe
He e WM3BeCTHO AANH METOTPEKCAT C€ HamMuMpa B CEMCHHATa TEHHOCT. [TokazaHO €, 4€ METOTpEKCaT €

FEHOTOKCHYEH MpH MpOy4BaHMSA C JKHBOTHH, Taka He PHCKBT OT reHOTOKCHYHH eeKTH BbPXY KICTKHTE B
crepMara He MOXKE HAIThHO 2 ObJ¢ M3KIIOYEH. OrpaHH4eHH KIHHWYHHA JaHHH HE [OKa3BaT MOBUUICH PHCK
oT Man(poOpMaLHH WIH CTIOHTaHeH abopT Crell eKCro3UIIMA Ha falara Ha HUCKH JO3H MEeTOTpeKcaT (1mo-Mallko
or 30 mg/cenmuyno). Ilpy NO-BHCOKH [O3H JIMNCBAT NOCTATBHYHO JAHHM 3a OLEHKA Ha DHCKOBETC OT
MandopMaLMK WIH CTIOHTaHeH abopT Cilel eKCTo3uLnA Ha Oamara.

[Ipy ceKCYaTHO aKTHBHHTE NALHEHTH MBKE HITM TEXHHTC MAPTHLOPKH OT HKEHCKH 110J1, KATO NPeATa3Hi MEPKH
ce mpenopbyBa A2 H3NON3BAT HAJIeXAHA KOHTPAUENLMA 1o BPEME Ha Ne4eHHeTO HA MAlMEHTa OT MBXKKH M0 H
noHe 3 Mecewa C/Ie/l CIMpaHe Ha MpUeMa Ha MeToTpekcar. Mbxere He TpaGBa Aa JapsABaT CEMEHHA TEUHOCT MO
BpeME Ha JIEYCHHETO WM B MPOAB/DKEHHC Ha 3 MeceLia ¢/iel] [peyCTaHOBABAaHE Ha NMPHEMa Ha METOTPEKCAT.

BpeMeHHOCT
MeTtoTpeKcar € NPOTHBONOKA3aH Mo BpEME Ha 6peMEHHOCT NpH HEOHKOJOTH'HH NoOKa3aHHA. AKO HaCTBIIH

GpPeMEHHOCT 10 BPEME HA JIeYEHHE ¢ METOTpEeKCaT H [0 HIecT Mecela ciel ToBa, TpAOBa JAa Ce HanpaBH
MeJHLMHCKA KOHCYJITaLMs OTHOCHO PHCKa OT BpE/IHH RB3JEHCTBHA BPXY AETETO, CBBP3aHH C JICUCHHETO, H 1a
ce HanpaBAaT exorpad)Cky U3CNeABaHu, 3a Aa CC NOTBLPAH HOPMaJIHOTO pa3BUTHe Ha 1u1oJa. I1pn npoyusaHud
¢ JKMBOTHHM METOTPEKCAT NOKasa PEenpOAYKTHBHA TOKCHYHOCT, ocoBEHO mpe3 MLpBHA TPUMECTHP (BX.
Touka 5.3). JlokazaHo e, 4e METOTPEKCAT HMa TepaTOr¢HeH edekT npu xopa; crobwaea ce, e NPUIMHABA CMbPT
Ha T1NOAa, CIOHTaHHM aGopTH W/MIM KOHTEHWTATHH aHOMAaiWH (Hanpumep, KpaHdodauuanH{, Ha
CHPAEYHOCHAOBATA M LEHTPAIHATA HEPBHA CHCTEMA U CBBP3aHH ¢ KpaiiHHKLIMTE).

MeToTpeKcaT € MOLIEH TEpaToreH MpH Xopara, KaTo [pH Hero UMa TOBHMIUECH PHC
OrpaHHYeHHe Ha BHTPEMATOUHUA PacTeX H BPOLCHH mangopmalyHl B cAy4Yad Ha €l
OpeMEHHOCT.
» CrioHTaHeEy abopTH ca chOOLIEHH NpH 42,5 % OT OpEMEHHHTE JKEHH, C EKCTIO3HLIHA ¥
¢ merorpekcar (no-manko ot 30 mg/CeAMHYHO), B CPaBHCHHC CbC croblIeHara




MalHeHTKHTE, AEKYBaHH C APYTH JIEKapCTBa, Pa3IHYHH OT METOTPEKCAT.
e [Tpu 3xeHH, KOHTO MO Bpeme Ha OPEMEHHOCT ¢a ¢ EKCMO3HLIKA Ha HHCKOA030BA TEpalliil ¢ MeTOTpeKcaT (no-

Manko ot 30 mg/ceIMUYHO), ce Ha0oAaBaT 3HAYHMH BPOICHH aedexTH npu 6,6 % OT KUBOPOACHHTE ACLA, B
cpaBHeHHe ¢ NpuOnu3uTenHO npu 4 % OT MUBOPOACHUTE OT MALMCHTKH, NEKyBaHW C JPyrH JICKApCTBa,
pa3/IN4HK OT METOTPEKCAT.

HaluuHuTe OaHHH 33 eKCHO3MIMA Ha METOTPEKCAT Mo BpeMe Ha OpeMEeHHOCT, MO-BHCOKA OT 30 mg/cenMuua,
ca HENOCTAThUHHM, HO CE OYaKBAT MO-BUCOKHM Y€CTOTH HA CMIOHTaHHW abopTH M BPOACHH MaidopMaliK, T0-
CTIELHATHO MPH AO03H, KOHTO OOMKHOBEHO C€ U3MON3BAT NPH OHKOIOrH'HHN MOKAa3aHHA.

Korato NpuIOKEHAETO HA METOTPEKCAT € NPeKhCHATO Npeay 3a4ucBaHe, Ce croblliaBa 3a HOPMAJIHA
OpeMeHHOCT.

Koraro ce ¥3ron3sa TpH OHKOJOIMYHH TOKa3aHHA, METOTPEKCAT HE TpabBa Ja ce mpuiara no BpeMme Ha
6pemeHHOCT, 0coOeHO Nnpe3 MbPBHA TPUMECTHP HA 6pemeHHOCTTa. IIpH BCeKM OTAENICH CllydaH Moi3aTa OT
nedeHHeTo TpaOBa Aa ce NpeueHsBa CnpAMO BB3MOKHHA PHCK 34 MIOMA. AKO JIEKApCTBOTO C€ H3TOJA3BA IO
BpeMe Ha GPEMEHHOCT WJIH aKO MalMeHTKATa 3a0peMeHee N0KaTO NPHEMA METOTPEKCAT, T TpsaOBa na ObAe
HA(oOpMHUpaHa 3a MOTEHUHATTHHA PUCK 34 MI0Ja.

KspMene
MeToTpeKcaT ce eKCKPeTHpa B MaluMHOTO MIISKO B TAKMBA KOHLICHTPAllMH, 1€ ChLISCTBYRA PHCK 32 JETETO

IOpY B TEPANEBTHYHH A034. ETO 3310 KbPMEHETO TpAGBa Ja Ce NPEKPATH NPEH IEYEHHE C METOTPEKCAT (BXK.
Toyka 4.3).

PDEepTUIHTET
MeToTpeKcaT 3acsara CiepMaToreHe3ara i 0OreHesara ¥ Moxe Jia HaMall deprranrera. Croduiaea ce, ue npH

XOpa METOTpeKcaT NPHYMHSBA OJIMIOCIEPMHsA, MCHCTPYailHa nuchyHKIHA H aMeHopesd. B noseuero ciy4aH
Te3u eeKTH H3CNeKNA, ue ca 0OpaTHMH CiEl NPEYCTAHOBABAHE HA JICHCHHCTO. TBi KaTO B NO-BHCOKH AO3H
MeTOTpeKcaT Moe Aa Obfe NeHOTOKCHYEH, NP OHKONOrMYHM NOKA3aHMA, JKEHH, KOWTO ILTAHUPAT Ja
saGpeMeHesT, TpAGBa Aa ce OOBPHAT KbM LCHTBP 3a TCHETHYHH KOHCYJITAlMH, RO BB3MOXKHOCT TIpeaH
TeparnnaTa, a MbXeTe TpiA6Ba ia MOTLPCAT CbBET OTHOCHO BE3MOXKHOCTTA 33 3aMpasiBAHC Ha cnepMa npenu
3aouBaHe Ha TepanuaTa (Bxk. Touxa 4.4),

4.7 Edexts BLpXy c00c0GHOCTTA 332 mWodupaHe H paboTa ¢ MAIIHHA

IMopanu daxra, Ye KaTo HeXENaHH peaKLMH MOTaT [a ¢e NOABAT OTNaAHANOCT H CBETORBPTEIK, a CIOCOOHOCTTA
3a peakius M MpeLeHka MoXe fa Obae HapylieHa, TOBa TpaGBa Aa ¥Ma NpeABUJ, HanpuMep npu wodHpaHe
WM W3BBLPLUBAHE Ha NeHHOCTH, H3UCKBALLK BUCOKA CTENEH Ha NPELIM3HOCT.

4.8 Hexeranu JeKapcTBeHH peaKIHH

Koneenyuonania u 6UCOKOO003UPAHA MePanus
YecTOTATA M CTENEHTA HA CEPHO3HOCT Ha HEXeENaHUTE JIEKAPCTBEHN PEaKLMKU 3aBUCH OT NPUIOKCHaATa 1034,

NPOABL/DKHTEHOCTTa HA €KCHO3HULMATA H HAUHHA HA IPHIIOKEHHE, HO CTpaHH'HH edexTH ca HabNOJaBaHK NpU
BCHYKH 03K K MOJKE Aa BB3HMKHAT MO BCAKO BpeMe OT jeueHHeTo. [loBeyeTo HexenaH peakiuu ca obpaTrMy,
KOTaTo Ca OTKPUTH B paHeH cTafuil. Koraro BL3HUKHAT TEXKKH PCaKIHH, 103aTa TpaOBa Aa ce HaMalH WiIH
fledeHHeTo A2 ce NPEeYCTAHOBY M 1a ce NpeAnpHeMaT MOAXOAAIIN MEPKH (BHX TOUKA 4.9). AKO JICUCHHETO C
METOTpeKCaT ce Bb30GHOBABA, TOBa TPAGBa Ja CTaBa C MOBHUIICHO BHHMAHHE, CIIE[ O/1€KBATHA NnpeLeHKa Ha I1o-
HATATBYHATA HYIXKJA OT JiexkapcToTo. M3ncksa ce noBuiueHa OMTE/THOCT NO OTHOIMEHHE Ha BCEKH PELIIIHB Ha
TOKCHYHOCTTA.

Haii-uecto cLoBIIABAHHTE HEXENAHU NEKAPCTBEHH peaKUMM BKITIOYBAT YJILCPO3CH CTOMAPE itk Steus
rafeHe M NOAyBaHe Ha kopema. JIpyrH 4ecTO CBOOLIABAHH HEKENAHH pPCAKURH / ) -
HeoOuualiHa yMopa, BTpPHCaHe W MNOBMILCHA TEMMEpaTypa, CBETOBBPTEK, HaMalic f
HHbeKIMH. JleueHueTo ¢ GONMHOBA KUCEIHHA 110 BPEME BHCOKO03HPAHATA TEPANHA MOAK
Wik na obnekyu penuua Hexxenanu ebekr. [lpr npusHaild Ha JICBKOMCHHA CC Tk
NPEeyCTAHOBABAHE HA JICYEHHETO.




CHcTeMo- Muoro 4yecTH Yecerw HeuecTu Peaxu Muoro peaxkn C HenspecTHa
opraHes (2 1/10) (= 1/100 {=z 171 000 (21/10 000 (< 1/10 000) YyecToTA
KAAC no <1/10) no <1/100) 1o < 1/1 000) (OT HATUMHNUTE
JAHHH HE MOXE
na Objie
HAMpABEHA
OLICHKA)
Hudekiu H Xeprnec 30cTep Cencuc,
HHpecTalLHu ONMOPTIOHUCTHYHH
ek (Morar
Ja Onaar GarTanHH B
HAKOH Cliyvau),
HMTOMErano-
BUPYCHH HHPEKLHH
Copaednn [TepuxapacH
HapyLICHHS H3/IHB,
NEPHKAPINT
nepMKapaHa
TAMNOHALA
HapyweHus JleBKOIICHHS, [HanuuToncHMA, MeranobnactHa Texku en3oau Ha KpbBOM3NHEH,
HA KPBBTA H TpomOoumTo- arpaHyJiounTo3a, | aHCMUA MOTKUCKAHE Ha XEMATOMM
nuMprara NeHUA 4 aHeMus, | XeMaTonoeTHYHH KQCTHHS MO3BK,
CHCTEMA HapYLUIECHNA annacTU4Ha
AHEMMKA,
nuMaseHONATHA,
e03HHOQUNHA H
HEYTPONECHK,
nuMponponuge-
pPaTHBHH
HapyLIeHHs
HapymeHus AHapunaKTOUAHH HUmyHocynpecus,
Ha HMYHHATa peaKiMH, XHIIOrama-
CHCTEMA aneprudeH raobynHHEMHKA
BACKYJIHT ) i
Hapymexus JaxapeH anader
HA
meTabonuImM
a H
XpaHEHETO
[TenxuvHu beacnHue, [Tcuxo3a
HapYIMCHHSA KOTHUTHBHA
ancPyHKLUNA
HapyiueHus ["naBobonue, JamasHoCT, Texxo HapywieHo | bonka, MyCKy/IHa
Ha HEpBHAT2 OTIIAZHANOCT, 0ObPXaHOCT, 3peHHe, NPOMERU | c1abocT HiTH
CUCTEMA CHHIMBOCT Jernpecus, B HACTPOCHHETO, napecTe3us Ha
NPUNAALIIH, napeaa, KpaHHULIATE,
KOHBYJICHM, HapYILUCHHE Ha MHUACTCHHA,
eHlecdanonaThi roBOpa, BKI. NpPOMEHH BbB
JAV3ATPHA H BKYCOBHTE
adazuns, yceilaHua (MeTalneH
MHEONaTHA BKYC), MCHHHTH3bM
(napanusa,
MOBPBLUIAHE), OCTHP
ACENMTHYEH
| MEHHHIHT
HapyweHna 3pUTETHH KOHIOHKTHBHT,
Ha OKOTO HapyLUICHMS, PETHHONATHA,
3aMBIIIEHO npexoaxa cnenora/
3PCHUE 3ary0a Ha 3peHue,
nepuopouTaneH
oToK, OnedapHur,
enmdopa, A '
dorodobus 4 RV
Heonnasmu OraenHy cnydau T
zobpokayect Ha TUMEOM, ALy
-BCHH, KOHMTO ca
3NIOKAYECTBE JATUXHA/IH B




HH H peauua caydau,
HEYTOTHEHM CNEX Xaro
{ BKITIOUHTE NEUEHUETO C
HO KHCTH H METOTPEKCAT €
TIOJTHITH) OHI0 OpEeKbCHATO.
Craosn Backynut XUMOTOHHA , MozpucH OTOK,
HapyILEeHHA TpoMbBoeMBOaNY- neTexsn
HH CHOHTHS {BIUL
apTepyvaiHa
Tpombo3a,
uepebpanna
TpoMB03a,
tpombodaedur,
J5100Ka BEHO3HA
TpoM003a,
BCHO3H4
rpoM003a Ha
pEeTHHATA,
benoapobHa
eMBonHs)
Pecnuparops Benonpobuu bBenoapobHa dapuurut, anHes, | [IHesMoHMA, Octbp
H, IPBIAHHU N YCNOKHEHHUA $udposa OpoHxHanHa NMpUYHHEHA OT 6enonpoben 0TOK
MEIHACTHHAN ropaix acT™Ma Pneumocystis
HH HHTEPCTHLHANEH jirovecll, 3aayX,
HapyLleHHS anBeonut/ XpOHHYHA
NMHEBMOHKT H 0OCTpYKTHBHA
CBBP3aHH C TAX 6enonpobHa
CMBPTHH Cly4yaH Oonecr.
(He3aBHCUMH HabGnawnaparsu ca
OT M03aTa M HHPEKLMH,
NpOABJIKH- BKJIOYHTETHO
TCNHOCTTA Ha [THEBMOHHA.
JEUCHHETO C [lnespancH U3NHB
METOTPEKCAT).
Tunu4HuTe
CHMNTOMU MOTAT
Aa Opzar: obwo
3abonasaHe;
CyXa, ApasHeila
KatllJIHHa, 3agyx
AporpecHpatll 1o
JIMCTIHES B
nokoi#f, 0onka s
IEPAKTE, TPECKA.
AKO UMa
CHMHEHHS 32
TaKHBA
YCROXHEHHS,
NEHEHHETO C
METOTPEKCAT
TpabBa aa ce
NpeKpaTH
He3a0aBHO K
HHpEKNUUTE
{BKTIOYHTEIHO
NHEBMOHUA),
Tpabea na Gbaar
H3KTIOYEHH,
CtomainHo- | 3aryba Ha Hnapus Cromaiuno- ['MHTHBHUT, Xemaremesa
YPEBHA aneTur, rafacHe, | (ocobeHo npes YPEBHO KBPBEHE H | CHTEPHT, MesieHa | (NOBPBLIAHE HA
HapyLICHHS NoBPHINAHE, IMepBUTE 24-48 43BH, IAHKPEATHT | (KbLPBABH KPBB), TOKCHYCH
kopeMHa Donka, | vaca caen H3ANPaKHEHHA ), MEraxonoH
BE3MANCHHE U NMPHAOKEHHE Ha manabcopbiius
A3BH Ha METOTPEKCAT)

NMraBUUATA Ha
yCTHATa KyXHHa
H I'bPIIOTO
{ocobeHo npes




nupsuTe 24-48

yaca cael
NPUTOKEHHETO
Ha
METOTPEKCAT).
CromarHr,
AHCMENCHA
Xenaro- [loBuineHHe Ha PaseuTHe Ha Ocrbp xenaTHT ¥ | PeakTuBHpaHe Ha MerabonuTH
GuanapHH CH3UMMKTE, CTEATo3a Ha XErnaTOTOKCHY- XPOHUYEH XEITATHT, | HapYIUCHHA
HApPYLICHHS CBBLP3AHH C yepHHA 2peo, HOCT ocTpa 4epHoapoOHa
yepHus apod dubpoza JlereHepauns.
(ALAT, ASAT, LHpO3a (Bb3HUKBA OcBeH TOBa ca
anka/tHa YECTO, BBAPEKH HaOO1aBaHH
¢pocarasza H PEAORHO Xepnec CUMMIIEKC
OHnHpyOHH) . NpocieaaBaHuTe, Xernarut 1
HOPMAJIHH yepHoapoOHa
CTOHHOCTH Ha HEZOCTATHLYHOCT
4epHOAPOOHHUTE (BHXK CBILO U
EH3HUMMH); GenexKUTe OTHOCHO
nuvadereH yepHoapoOHaTa
MeTal0/IN3bM; duoncua B ToMKA
cnaj B CEPYMHUA 4.4),
AnGyMHH.
Hapyuiexna Ex3auTeMa, Ypruxapus, IToBuuIcHH QypPYHKY 034, Exchonnauns Ha
Ha KOXaTa H ePHTEMA, NUIMEHTAUHA Ha NATMEHTHH TEJICAHTHEKTa-3HH, Koxara/ekchonuna
MOAKOXHATA IPYPHTYC KOWara, KOconal, | NPOMEHH Ha OCTpa NapOHHXHA. THBCH JCPMAaTHT,
THKaH YBEIIMMEHHE Ha HOKTHTE, AKHE, OcBeH TOBA ca KO HA HEKpO3a
PEBMATHYHH [MCTEXHH, JOKNaABAHK
Bb3JI4, XEpnec CKXHMO3H, HOKapaHO3a,
30CTED, epUTEMa XMCTOILIA3MEHH H
GoneaneHn esun | mynTudopme, KPHITTOKOKYCOBH
OT MCOPHATHYHN KOKHH MUKO3H H
NIaKH; TEXKH CPUTEMATOIHH AHCEMHHHDAH
TOKCHUHH 0OpHBH Xepnec CHMNIeKc,
PEaKLIHK: AnepruicH
BACKYJIUT, BACKY/HUT,
xeprneTHGopMeH XHAPAICHHT
0oOpHB Ha KOXarTa,
CHHIAPOM Ha
Stevens -Johnson,
TOKCHYHA
erHacpManTHa
HEKPOIN3a
{CHHAPOM Ha
Lyells),
$hOTOUYBCTRH-
TENHOCT
HapyuicHus Ocreonopoaa, Crpec ppakTypH OcTeotickposa Ha
Ha apTpairha, 4emoCTTa
MYCKYJIHO- MHANTHS (BTOPHYHO KbM
CKeNeTHaTa nuMmdonponndepa
CUCTEMA H THBHH
ChEAHHHUTEIH HapylLIEeHHA )
ara ThKaH
HapyiweHus Br3naneHue u bbOpeuna [TpoTenHypUA
Ha yiauepauya Ha HeAOCTATBYHOCT,
OnOpeunTe M NUKOYHHA MEXYp | OJIMCYpHS,
NMUKOYHHUTE {C BB3MOXHA aHYpHA,
NLTHILA XEMaTYPHA H a30TEMMUA,
IH3YpHA) XHMEPYPHKEMMHA,
MOBUILCHO HUBO
Ha KPEATHHHH H
ypes B cepyma *
HapywmeHnus Bo3naneHue u 3ary6a Ha nHGHLD,
Ha ynuepauMs Ha HMI‘ID’I‘EHTH
PENPOAYKTHB BATAJIULLETO. 0JIUrocnep H
HaTa

HapyLeHa




CHCTEMaA W MEHCTPYallns,

rbpaara BarMHAJIHO TEYEHHE,
besnnoame,
TMHEKOMACTHS

O6uu Texxu anepruysm Bucoxa

HApYilleHHs peaKlHH TEeMNEparypa,

U ¢pexTH Ha [MpOrpecUMpaLiuy a0 BJIOUIEHO

MACTOTO Ha aHaPHUIAKTHYCH 3apacTBAHE Ha PaHH

NPHICKEHKE LIOK

CneaHuTe HeXejaHM peakuuu ca cbobllapaHW ChbINO, HO YECTOTATA MM HE € YCTaHOBEHA: THEBMOHMA,
NpUYHHEHa OT Preumocystis jirovecii (BKJIIOUHTENHO PELMAMBH), CMBPT Ha MIIOAA, YBpeXJaHe Ha MJoza,
abopT.

CucmemHna op2anna moxkcuunocm

JTumpom

[lpy nauueHTH Ha HUCKOIO3HpPaHA TepanMs, MOXE Ja ¢e MOSIBU 370KaueCTBEH NHM(POM, KOHNTO MOXE 14
[PeMHHE B PEMHCHA CJI€]] CHUPAHE HA JIEYEHUETO C METOTPEKCAT, K CASJ0BATENTHO MOXE 11a HE H3UCKBA HHKAKBO
LMTOTOKCHYHO JieueHue. [TbpBo TpaOBa Aa ce npeycTaHOBY NpUeMa Ha MeToTpekcaT Tpsabea ¥ ako NUMPOMLT

HE perpecHpa, 4a €€ 3ano4HC NMoAXoNALC JICHCHHE.

XemMamonozuyna mokKCuiHocm

MeToTpekcaT MOXKE 2a MOTHCHe XeMoIoe3aTa M Ja MPHYHMHM aHeMUA, alllaCTHYHA aHEMHA, MAHUMTONEHHMS,
JEBKOTIEHHKA, HeyTponeHus W/ wiKW TpombouwToneHus. Mertorpekcar Tpabea Ja ce Mnpuiara ¢ MOBHILEHO
BHHMAaHHeE TIPH NMaLKEHTH ChC 3/10Ka4eCTBEHH 3a00NSBaHUA U TOANEXKAUIM (AKTOPH, BIIUACIIM Ha XEMOTOE3aTa.
[lpn neueHue Ha HEOMIACTHYHH 3abonsBaHMHA, METOTpeKcaT TpAbBa Ja ce rpunara camo MpH YCIIOBHE, Y€
NOTEHLUMANHUTE MOJ3H HAAXBBLPIIAT PHCKA OT MHENIOCYTIPECHUS.

benu opobose

benogpobHo 3abonspane, MPUUHHEHO OT METOTPEKCAT, BIUTIOUMTETHO OCTPBD WIIH XPOHHYEH HHTEPCTHIIHANICH
NMHEBMOHHT, € MOTEHIHATHO OMNacHO YCIOXHEHUE, KOETO MOXE fia C€ NMOSABH IO BCAKO BpeMe OT JIEYEHUETO.
Ta3u HexenaHa peakuus € AOKJIaJBaHa NPYU HUCKH A03M M HE BUHATH € HanmbaHO oOpaTtHMa. CproOliaBaHy ca
CMBPTHM cnyual. IlpuzHaum Ha GenoapobHO 3acAraHe WM CHMIITOMH, KaTO CyXa HEMPOLYKTHBHA KALLUTHLA,
XxpeMa, GOJIKK B IbPAMTE, 384yX, XMIIOKCEMHA H HHQWITPAT Ha PEHTIeHOBA CHUMKA Ha Oenute apodose, UM
HecnelM(PpUUHA THEBMOHHA, NOABHIIH CE BbB BPb3Ka C JIEUEHHE C METOTPEKCAT, MOraT Ja ca HHAHKATHBHH 3a
TOTEHIIMATHO CEPHO3HO YBpEXJaHe M 12 W3HCKBAT MPEKbLCBAHE HA JICYEHUETO W BHUMATENIHO OOCIEeNBaHE.
BenoapoOHK NMPOMEHN MOTAT Ja Ce NMOABAT NPH BCHUKM 1034. TpAbBa Aa ce U3KIIOYH Bb3MOXHA HUHPEKLHS

(BKJIFOYMTETHO MHEBMOHMA).

CmomawHo-upeaen mpaxkm

AKO ce nosBH MOBPBLIAHE, AHAPHA KWIM CTOMATUT, BOACIIM A0 AEXMApATaUMA, JICYEHHETO C METOTPEKCaT
TpAOBA Aa Ce NpeyCTaHOBH, AOKATO NauMEHTHT HE CE BB3CTAHOBH. MOXe 1a Bb3HUKHE XEMOPAru4eH SHTEPUT
H CMBPT, IPHUKHEHA OT nepdopauns Ha yeppara. MerorpekcaT Tp20Ba fa e M3M0JI3Ba C NOBHILEHO BHHMaHHE
NPH NAUMEHTH ¢ NENTHYHA A3Ba WNM yhauepo3eH KoMUT. CTOMAaTUTBT MOXe Ja Obaar npeaoTBpaTeH WIH
obneKueH upe3 NPOMUBKHM Ha yCTaTa ¢ (POHHOBA KHCENIHHA.

Yepen dpob
JleyeHneTo ¢ MeToTpeKcaT BKIIOUYBA MOTEHLMANEH PUCK OT OCTBP XEMATHT M XPOHUYHA XEeNaTOTOKCHUYHOCT
(pubpoza u uMpoza). XpOHHMUHATA TOKCHYHOCT € [OTeHUWANTHO ¢aTaJHa W BB3HHMKBA YecTO clef
MpoABbLKUTENHA ynoTpeba (No NpuHUMN ¢nea 2 WK NoBeuve FOAWHM) U cliel obuia KyMYJgEReHa~Heag. [10-
BucoKa OT 1,5 rpama. [lpy npoy4BaHHa Ha NALMEHTH ¢ NCOpHA3KC ¢ HabMoaaBaHo, Ye x¢ )/
NPONOPUHOHAIHA HA KyMYJIaTHBHATa J03a W CE MOTCHLUWpa OT aJlKOXOJU3IbM, HAJHOP 74
Bb3pacT.




[IpexoaHo BAOLIABAHE HA CTOMHOCTUTE HAa YEPHOAPOOHMTE CH3UMHHU 4ECTO C€ HabMroaaBa cnel SIeUeHHe ¢
METOTpEKCaT W OOMKHOBEHO He Hajlara NMpoMsHa Ha JedeHueto. Hanuuuero Ha aOHOpMHU yepHOAPOOHH
CTOHHOCTH W/WIM HAMAIABAHE HA CEPYMHUA al0YMHH MOXKE A2 € HHIAMKATOP 3a TEXKKA XeNaTOTOKCHUYHOCT.
MeToTpeKkcar NpyuKHHABA peakTHBHpaHe Ha xenaTHT B uH@ekunn n uzoctpaHe Ha xenaTut C HHPEKLHH, B
HSKOU caydad ¢ daraneH W3xon. Hakou cnyyaw Ha peakTuBHpaHe Ha XernatHT B ca HacThnunu cnen
nmpeKpaTaBaHe Ha npHeMa Ha MeroTpekcar. Heobxoanumo € Ja ce u3BbpllaT KIHHHYHH M J1abopaTropHH
W3C/IEABAHHKA, 3a Ja H3cNeABa BCAKA MOARA Ha 4epHOApPOOHO 3a00nABaHe Npu NALUMEHTH CHLC CHLUECCTBYBALL
xenatiT B unu C undexuun. Bb3 0CHOBA Ha TE€3M U3CNEABAHMUA, ICUESHUETO C METOTPEKCAT MOXKE 14 CE€ OKaXKE
HEMOAXOAMAILO 32 HAKOH MaLUEHTH.

B cnyuait Ha HapylleHa yepHOAPOOHa PYHKLYSA, HEXKENAHATE €PEXTH HAa METOTPEKCAT (B YACTHOCT CTOMATHT)
Morar aa 6LaaT U30CTPEHH.

bvbpeyu

MeTtoTpekcar MOXXKe Ja MpHYHHH YBpexcaaHe Ha Ovbpeuurte, KOeTO MOXE jJa AoBene Ac ocTtpa ObbpedHa
HEAO0CTATBYHOCT. brOpeuHaTa GyHKUMA MOXE 1a C€ BIOIUH CJIe BUCOKOAO3HpaHa Tepanua 4O TAKaBa CTETIEH,
ye OTAECNAAHETO HA METOTPEKCAT C€ MHXHOMpa, B pe3yJTaT Ha KOETO MOXKE Ja ce MONYYH CHCTEMHA
METOTpeKcaTHa TOKCH4HOCT. C Len npenorBpaTiBaHe Ha ObOpeyHa HEJOCTaTBYHOCT, Ca NPENOPbYHTESIHH
anKanM3upaHe Ha YPHHATA M aJeKBATEH MPHEM Ha Te4HOCTH (Hai-mManko 3 |/aen). [Ipenopbusa nacneapane Ha
cepyMHUs METOTpeKcaT W ObOpeunara QyHKLUMA.

Koorca

CepHo3HH, B HAKOM Cliyday (aTaiHM KOXKHH peaKkUMH, BKIIOUHMTEITHO TOKCHYHA €NHAEpMailHa HEeKpoJiM3a
(cungpom Ha Lyell), cunapom na Stevens-Johnson u eputema myntudopMe ca JOKIaJBaHH B paMKUTE Ha
HAKOJIKO JHH Clied NepopanHo, HHTPaMYCKYJIHO WA MHTPABEHO3HO JIEYeHHE C METOTPEKCAT B €AHHHUYHN HAH
MHOTOKPaTHH 103H. PalUALIMOHHHUAT OEPMATHT W CTBHYEBOTO W3rapaHe MOXE Jia ¢e 3aabiboyar no BpeMe Ha
ynotpebara Ha METOTPEKCAT.

HHC

Uma cpobieHns 3a neskoeHuedanonaTus ciel HHTPAaBEHO3HO JICUEHHE C METOTPEKCAT MPH NAaLIMEHTH, KOMTO
ca DU NOAJIOKEHH HA KpaHUOCNIHHAIIHE NbUeTepanus. TexKa HeBPOTOKCHUUHOCT, HECTO CE NMpoABsABallla KaTo
reHepanu3upaHy WK QOKaNHH MPUCTBIH, € OWna ¢hoOLIaBaHA ¢ HEOUAKBAHO MOBUILIEHA YECTOTATA MPH Jclia
¢ ocTpa nuMpobnacTHa NeBKeMus, JEKYBaHH ¢ YMEPEHO BHCOKa A03a HHTpaBeHo3eH Metotpekcar (1 g/m?).
[Ipy cuMnITOMaTHYHHUTE MALMEHTH B PEHTTEHOBH H3C/IEABaHHA YECTO Ca YCTAHOBABAHH NeBKOCHUedanonaTus
W/WIIH MHKPOAHMHONMATHYHHA KanUHpHKaTH.

XpoHH4YHA NeBKOeHUe(anonaTis ChLI0 € JOK/IAABAHA IIPH NALMEHTH, JICKYBAHH C MHOTOKPATHU BUCOKH 03U
METOTPEKCAT 3aeAHC ¢ (POJHHOBA KHMCEAWHA, J0pd M 0€3 CBMBbICTBALAZ KPaHHAIHA NbYeTEepartus.
IlpekpaTaBaHeTO Ha TepanuATa ¢ METOTPEKCAT HE BUHATH BOAM [0 MBJHO BL3CTaHOBsABaHe. [Ipy nauueHTH,
JEKYBaHH C METOTPEKCaT TabneTkH, cbio € choOaraia neBkoeHUe(anonaTHs.

EavH crnyvail Ha npexoleH OCTbP HEBPOJAOTMYEH CHHApPOM € Hab/ioAaBaH NpH NAaLHEHTH, MOMLJIOKEHH Ha
Tepanusid ¢ BUCOKa Jo3a. [lpossure Ha Ta3yk HEBPOAOTrHYEH CUHAPOM MOFaT Aa BKAOYBAT HeoOuWualHO
nopeJeHHe, POKATHH CEH3OMOTOPHH CHMITTOMH, BIJIIOUUTENHO NPEXOAHA CNENOTa ¥ aHOpMANHU pedieKkcH.
TouHaTa npHYMHA € HEACHA.,

Cnyyaud Ha HEBPOJIOTHUHM HEXEJaHW peaklMH, BapHpaluly OT rinaBobonue J0 napainza, KoMa H HHCYATO-
noAOcOHH enu30a4 ca OWTH JOKAaABaHU NPEeUMHO NPH ASUA Y IOHOLIM, NMOMJIOKEHH Ha CHITBTCTBALIO AEUEHUE
¢ uuTapabuH.

Humpamexanna mepanus
CybakyTHaTa HEBPOTOKCHUHOCT OOMKHOBEHO € 00paruMa ciea NpeyCTaHOBABAHE Ha NMPUEMAa Ha METQTPEKCAT.

Cucremo-oprases knac | Yectu (> 1/100)

Llentpanna v nepudepHa | [naroGonue, XMMHUEH apAXHOUZHT, ROAOCTPA
HapyWEHHS Ha HEpBHATA | HEBPOTOKCHYHOCT, HEKPOTH3Hpallia

CHCTEMA ReMHUEIHHH3HPALIA JIEBKOSHLEhanonaTus




["acTpO-MHTECTHHAIHH ["'apeHe ¥ NoBpblLIAHE
HapYLIEHHS
O61M HapyuIeHHS H Bucoka remneparypa
edeKTH Ha MACTOTO Ha
[IPHACKEHHE

XuMuynuam apaxHououm, KOUTO MOXE Ja Bb3HHKHE HAKOMIKO 4Yaca Clel UHTPATEKATHO MPUNOXKEHUE Ha
METOTPEKCAT, ¢€ XapakTepu3upa ¢ rnaBobonue, Oonku B repba, cxBallaHe Ha BpaTa, NOBpPbIUAHE, TPECKA,
MEHHHIH3BM M II€OLMTO3a B LepeOpocnuHalHaTa TEYHOCT, CXOOHA C Ta3W Mpy OaKTEPUANEH MEHHHIHT,
ApaxXHOUAUTHT OOMKHOBEHO M34€3Ba B PAMKUTE HA HAKOJIKO AHH.

Cybaxymunama HegpOMOKCUYHOCM, TNABHO Cled YECTO IMOBTAPAIO0 HHTPATEKATIHO MPWIOKEHHE, 3acara
NpeAUMHO MOTOpHUTE (VYHKUMH B MO3bKa HiIH TIpbOHAYHWA MO3BK. MOXe 14 BBE3HHKHE
napanapesa/napanjierus, ¢bC 3acAiraHe Ha €JWH WJI¥ TOBEYE CMHWHAJIHKM HEPBHU KOPEHH, TEeTparuvierus,
uepedpanHa AMCPYHKUNA, KpAHRAITHO-HEPBHA Napannsa ¥ ernUnenTHyYHy NpunaabLH.

Hexpomuzupaw demuenunuzupawja reexoernyedhanronamus MOXe Aa Bb3HUKHE HAKOJKO MECELa WIH rOOUHH
cnel 3ano4YBaHe Ha MHTpaTeKanHa repanus. ChCTOAHUETO CE XapaKTEpH3Hpa ¢ NMPOrpeCHBHO HEBPOJIOTHYHO
BJIOLLIABAHE ¢ BHE3aNHO Hayaso, 0OBPKAHOCT, pa3Apa3HUTEIIHOCT H CBHIIMBOCT. B KpalHa cMeTka MOXKe 11a ce
MOABM TEXKKA AEMEHUMUS, OAU3apTPHA, ATAKCHA, CITACTUYHOCT, FbpHOBe U KoMa. CbCTOSHUETO MOXE aa Obae
daranHo. JleBkoeHuedanonaTuaTa ce cpella NpeaguMHO MPH MALWEHTH, HA KOWTO ca OMIM NPWIOXKEHH NO-
rONeMH KOJUYECTBA METOTPEKCAT MHTPATEKANHO B KOMOWHALMA ¢ KpaHHANHA ThYETEpanui WHIH CUCTEMHO
[IPH1araH METOTPEKCAT.

Cnea MHTpaTEKATHO NPWIOKEHUE HA METOTPeKcaT TpabBa fa ce cneau 3a NpU3HaLM HA HA HEBPOTOKCHYHOCT
(MEHMHreanHO BbananeHue, NpexoaHa WiM TpaiiHa napesa, eHuedanonaTus).

CnobuiapaHe Ha NOAO3ZUPAHK HEXKETIAHH PEAKLIMH
CrobiiapaneTo Ha NOAO3MPAHH HEXKENaHH PeaKLIMM clle] pa3peluaBaHe 3a ynorpeda Ha JeKapCTBEHUS NPOLYKT

¢ BaXHO. ToBa Mo3BONABa Aa NPOAB/LKH HAONIOAEHUETO HAa CHOTHOLUEHUETO NOA3a/PUCK 33 JIEKAPCTBEHHA
npoAYKT., OT MEAMLIMHCKUTE CNESUHAIMCTH C€ U3MCKBA [1a ¢boOIIABAT BCAKA NOAO3MPAHA HEXEeNaHA peakLus
ype3 HalMOHaIHa CUCTEeMa 3a ChobLnaBaHe:

H3nbIHMTENHA areduys 1o JIeKapcTBaTa

yi. . JdamsaH I pyes” No 8

1303 Codus

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpexo3upane

OnuTsT ¢ Npeao3upaHe Ha NPOAYKTA € KaTO W10 CBbP3aH ¢ NEPOPATHOTO U UHTPATEKANHO JIeYeHHe, BbIPEKH
ye Npeao3upaHe € ChoOILUARAHO CBUIO TaKa BbB Bpb3Ka C HHTPABEHO3HO U HHTPAMYCKYJTHO NPHIIOKEHHE.

CrobueHnaTa 3a nepopaiHo NPeJo3UPaHe HeCTo ca OMITH B PE3YNTaT Ha CAYYaeH XHEBEH BMECTO CEAMUYEH
npueMm. Hecto choOLIABAHUTE CHMITTOMH Cliel NEpOpaniHo Mpeao3UpaHe BIJNIIOYBAT CUMIITOMH M NMPH3HALM
Ha0/l0AaBakly BbB (PAPMaKOJOTHUHH J03H, NO-CNELHATHO XeMaTONOrHYHH H CTOMAIIHO-YPEBHH PEAKLMH KATO
NIEBKOMNEHHS, TPOMOOLIMTONEHHMSA, AHEMHA, TAHLIMTONICHUSA, HEYTPOTEHHSA, MHEJIOCYNPECHs, MYKO3HT, CTOMATHT,
A3BH B yCTaTa, raficHe, NOBphIUAHE, CTOMALIHO-YPEBHH A3BH, CTOMALIHO-YPEBHO KbpPBEHE, B HAKOH ClTyuaH He
ce crobinana 3a cumnroMu. Uma crobiuenus 3a CMBPTHH CiTydaH, CBbp3aHH ¢ npeaos3upane. B Tesn cayuau
CBILO Taka ce CbhoOLLaBa 34 CbCTOAHHUS, BKJIIOYBALIY CEMCUC HIIH CENTHUYEH 1I0K, 6hOpeuHa HeAOCTATHYHOCT H
anjacTH4YHa aHeMH1.

Hai-dyecTiTe CUMNTOMH Ha MHTpaTeKaHO npeaosupane ca ot LIHC, sxirounTenHo maanﬁﬂn —~ERAeL
NOBPbIIAHE, MPHIIAABLIH KK I'bPHOBE H OCTPa TOKCHUYHA eHUedanonaTHa. B Haxou cnyyan m
cHMNIToMH. MiMa CHoOLLEHHA 3a CMBPTHH CJTyYaH Cliefl KHTPaTEKanHo npeaosupane. B Teayfnyt GRHIC ‘ ;
ce c¢boOuiaBa 3a lepedpanHa XepHHA, CbMNBTCTBALIA MNOBMINEHO BBTPEUEPENHO H? it
eHueanonaTus.




[Ipenopvuumenro aeuenue
Aumudomna mepanua. Tpabea na ce npunoxH GONMHOBA KUCENTHHA NAPEHTEPAHO B 1034 HaH-MAJIKO paBHa Ha

[103aTa Ha METOTPEKCAT, KOTaTO € Bb3MOXXHO, B PAMKHTE Ha €AMH 4ac OT NpeaoskpaHeTo. PoaHHOBA KHCENTHHA
€ MOKa3aHa fAa CBeJe A0 MHHMMYM TOKCHYHOCTT2 M [a NPOTHBOACHCTBA Ha €QEKTa OT MpEeAO3upaHe ¢
meroTpekcar. JleueHHeTo ¢ posiHeBaTa KucearHa TpaOBa Ja ce 3amo4He Bb3MOXKHO Hak-CKopo. KoJkoTo e mo-
ABJIbI HHTEPBANBT MEXKAY NPHACKEHHETO Ha METOTpPEKCAT U 3alIOYBAHETO HA (POJIMHOBA KHCE/IMHA, TOJIKOBA €
no-cnab6 edekrsT Ha GOAMHOBATA KHCENHHA B MOTHCKAHETO Ha TOKCHYHMTE edektu. Heobxoaumo e
npocneasBaHe Ha CEPYMHUTE KOHLIEHTPALHKd Ha METOTPEKCAT, 3a 1a MOXKE a Ce onpeaeiii ONTHManHaTa 103a
(GonrMHOBA KHUCENNHA U NPOABLJDKATEIHOCTTA Ha JIEYEHHETO.

B cnyyaii Ha TexKo npeno3upaHe, Moxe a € HeoOX0AMMa XHIPATALHA M ankanu3vpaHe Ha ypyHaTa, 3a Aa Ce
IPEJOTBPATH MPELIMITMTHPAHETO HA METOTpeKcaT H/WiIM HeroBute MetabonutH B ObOpeunure TyOynm.
CraHgapTHaTa XeMOAHAIH3a K NEPHTOHeAlIHaTa AMAIN3a HE Ca NMOKA3BalH 3aCHJIBAHE HA €IMMHHUPAHETO Ha
meToTpexcar. [Ipy¥ MHTOKCHKALMA ¢ METOTpEKCcaT MOXeE Aa Ce OMHMTA OCTPa HHTCPMHTCHTHA XEMOIHAIHM3A ¢
M3NON3BAHE HA CHIIHO NPOIYCKJIUB AHANK3ATOP.

HHTpaTekanHo npeao3upaHe MoXe Ja M3UCKBA MHTEH3MBHHM CHCTEMHH MOAXbPKALIKM MEPKH, KaTO CHCTEMHO
NPHIAraHe Ha BUCOKH JO3M (oNHeBa KMCENMHa, alkaiHa AHype3a, OCTPO ApPEeHHpaHe Ha LepebpocrnuHaiHa
TEYHOCT BEHTPHKY/HA TyMbanua nepdys3us.

5., ®APMAKOJOI'NMYHU CBOUCTBA

5.1 PapMaxkoxHHAMHY1HH CBOHCTBA

(dapMakoTepaneBTHYHaA rpyna: AHauo34 Ha ponresaTa KHCe/IHHA
ATC kon: LOIBAOI

MexaHU3bM Ha ACHCTBHE:

MeToTpekcar e aHTaroHMeT Ha (QoiueBara KHCeNMHA C LIMTOCTaTHYeH edekT. Merorpekcar nHxubupa
MpeBPBUIAHETO HA (PONMEBA KUCENTHHA B TETPAXUAPOPOIHEBA KHCEIHHA, ThH KATO CHEANHEHHETO HMA NO-BHCOK
adHHHTET KbM eH3uMa auxuapodonar peqykrasa oT eCTECTBeHUs cyDcTpaT donnesa kucennHa. B pesyarar,
cuHTe3a Ha JIHK v o6pasyBaHeTo Ha HOBM KNneTkd ce HHXUOupart. MetoTpekcar e s-(a3oBo cnelH@HyeH.

KnuHruHa eprkacHoCT H 0€30MacHOCT:
AKTHBHO TNIposindepupallliTe THKAHH, KaTO 30KAaYECTBEHH KNeTKH, KOCTEH MO3bBK, (PEeTanHu WIETKH, €MHTEN,
OyKaJiHa M YpeBHATA JIUraBMLa OOHKHOBEHO Ca HAH-UYBCTBHTEIHHA KbM METOTPEKCAT.

8.2 PapMaKOKHHETHIHH CBOHCTBA

AbcopOuus:

Cnen MHTpaBeHO3HO NMPHIIOKEHHE, THKOBUTE CEPYMHM KOHLIEHTPALIMH HA METOTPEKCAT Ce JOCTUraT Cjiel OKOJIO
0,5 - 1 yac. Hannue e mMpoxa HHTep- H HHTPa- HHAMBUAYAIHA BapHabUaHOCT, OCODEHO NPH MOBTAPSLLUH CE
no3y. Hacuuiane Ha nepopanuara aGcopbuus HacTbNBa npu Ao3M Haj 30 mg/m?,

Paznpenenenue:
Oxkono nonoBuHara oT abcopOupaHug MeToTpEeKcaT € CBbp3aH ¢ IUIa3MEHUTE NPOTEUHH, HO CBBP3BAHETO €
obpaTHMo. MeToTpekcaT NeCHO AMPYHOUpPA B KJIETKMTE, KATO HAaW-BUCOKHM KOHLEHTPALMH C€ AOCTHIHAT B
yepHHA Apo0, B Aanaka U ObOpeuunTe MOXke Aa ObAe YCTRHOBEH Noj (jopMaTa HA NOJHMIYTaMaT, KOWTO MoXe
Aa Ce€ 3ana3H B NPOAB/DKCHHE HA HAKOJIKO CEAMMLM WIH MeceUH. MeToTpeKkcaT B Mo-Majlka CTENeH NpeMrHaBa
CBILO H B rpbOHAYHO-MO3bYHATA TEHHOCT.

buoTpaHchopMauMa ¥ €IMMHUHHPAHE: s
BpeMeTo Ha MONyXHBOT € npubau3uTenHo 3 a0 10 yaca npu HUckoAo3HpaHa Tepanns K MPMENIA3 bt
15 yaca npu BHCOKOAO3ZMpaHa Tepanus. ENMMHHUpAHETO OT MiasMaTa € TPH(asHO U M
METOTPEKCAT C€ OTAE/IA HENMPOMEHEHA B YPHHATA B paMKuTe Ha 12 daca. %
%




5.3 TIlpeaxnuHHYHR JAHHH 32 0€30RACHOCT

[TpoyuBaHHATA NpPH KUBOTHH NOKA3BaT, Y€ METOTPEKCAT YBPEXKAa PEPTWIHTETA U € eMOPHO- H (PETOTOKCHUEH
¥ TepatoreHeH. MeToTpekcaT e MyTareHeH in vivo W in vifro, HO KJIHHHYHATa 3HAYUMOCT € HEHU3BECTHA, ThH
KaTO NPOYYBaHUATA 3a KAPLHHONEHHOCT MPH I'PH3a4H €A NoKasalH QHBEPre€HTHH Pe3y/ITATH.

6. DAPMAIEBTHUYHHU JAHHU

6.1 Cnucitk HAa NOMOHNIHHTE BenjecTea

HaTtpues XUXpoKcHa
Bona 3a uHXekUHH

6.2 HechBMECTAMOCTH

[MTopaan nunca Ha NPoy4BaHHUS 33 HECHBMECTHMOCT, TO3M JIEKAPCTBEH MPOLYKT HE TPAOBa a CE€ CMECBA C
APYTrY A1€KapCTBEHH MPOAYKTH, OCBeH M30poeHuTe B ToUKa 6.6.

6.3 Cpok BHa rognoct

HeoTBopeHHn ¢nakoHH: 2 roauHu.
Cnea nbpso oTeapaHe Ha ¢nakoHa: [a ce u3nonssa HezabaBHO ciiell OTBapAHE.

Cnea paspexaaHe:

XuMUyeckaTa U gu3ndecKaTa cTabHIHOCT Ha pa3peacHHs pasTBOp € A0Ka3aHa B pa3TBop Ha rnwkosa (5%) u
pa3TBOp Ha HarpHeB Xjopua (0.9%) npu koHUeHTpauuu ot 5 mg/ml u 20 mg/ml 3a 36 waca npu 20-25°C u 35
nHU npH 2-8°C. Paspenenust npoaykT € crabuned B ABaTa paspeauTens MpH ABeTe KOHUEHTPpaUmuu 3a 36 Jaca
npu 20-25°C u 35 auu npn 2-8°C. Ot mukpoOGuonoru4Ha rneaHa To4yka, npoaykTeT TpabBa aa ce u3non3ea
BeJHara. AKO He ce M3MOA3Ba BeJHara, NEPHOABbT HA U3MOJI3RAHE H YCIIOBHATA HA ChXpaHEHHE NnpeaH ynorpeba
¢a OTrOBOPHOCT Ha noTpeduTens U He TpAOBa Aa HaaBUILABAT 24 yaca npH 2 1o 8°C, 0CBeH ako pa3peKaaHeTo
HE C€ M3BbPLUBA MPU KOHTPOJIMPAHU M BATHAKMPAHH ACENTHYHH YCIIOBHA.

6.4 CroennranHy YC/IOBHE HA CbXpPaAHEeRHe

Ha He ce cbxpaHasa naj 30°C.
3a YCAOBHATA Ha CbXpaHEHHE CAeld pa3peKaaHe, BIKTe Touka 6.3.

6.5 Baan chaAbpxKaHEE HA ONAKOBKATA

5 ml: 5 ml nunuHApHYEH GrakoH OT Npo3pauno cTukao (Tun 1), 3aneyarad cbec cuBa OyTHIIOBA N'yMEHa
3anyllanKa M aTyMHHHEBO KPaJICKO CHHBO OTYYMBALLO CE Karade.

10 ml: 10 ml uununapudeH dnaxon ot npo3payHo cTekiIo (THN [), 3aneuaTaH che cHBa OYyTHAOBa rymMeHa
3allylIaJIKa H &TyMMHHEBO OPaHXKEBO OTHYIRALLO CE Kanaye.

50 ml: 50 ml umnunapuuen ¢nakox oT npo3padno cThKIO (THN ), 3anevaraH cbe cMBa OyTHNOBA ryMeHa
3anyllanka M aTyMUHHEBO XXBJITO OTYYTIRALLO Ce Kanade.

Bupose onakosku: | pnakoH B kapTOHEHA KYTHA, 3a onakoBkH oT 5 ml, 10 ml 1 50 ml.
5 ¢nakoHa B KapTOHeHa KyTHf, 32 onakoBkH ot 5 ml, 10 ml 1 50 ml.

He BCukH BUAOBE ONAKOBKK Morar aa 6b1aT mycHaTH B npoaaxoa.

6.6 Crnenuannn npeanas’Hu MEpPKHA NPH HIXBLPIAAHE




PasTeopbT TpsGBa Aa ce NpoBepH BU3yanHo npeau ynorpeba. Tpadea na ce uanonssa caMmo 6UCTLP pasTBOp O3
YACTHLIH.

MeTtoTtpekcat Akopa 100 mg/ml KoHueHTpaT 3a HGY3IHOHEH pa3TBOp MOXKeE Aa Obae JOMBIHHUTENHO pa3peaeH
¢ noaxoaA1la cpena 6e3 KOHCepBaHTH, KaTO pa3TBOP Ha roKo3a (5%) wiu pasTeop Ha HaTpueB xUIOpHI (0,9%).

Ilo oTHoIneHHe Ha paboTaTa TpaORa Aa ce UMAT NpEABUA ClIEAHKHTE OOLIH MPENTOPBHKHM:

[MpoayxTeT TpabBa Aa ce U3MON3Ba W NMpUara caMo oT obyueH nepcoHan; CMECBAHETO Ha pa3TBOpa TpAOBa Ja
ce MpoBeJe B OMpeleleHH 30HM, NMpeJHAa3HAYeHW 33 3aUlMTa Ha NEPCOHANa M OKOJMHATa cpefla (Hamp.
obesonacedy kabHHK), TpsaOBa 1a ce HOCH 3alUMTHO ODAEKNO (BKNKOUMUTENHO PHKAaBHLM, NPEANA3HA OYWIa H

MAacKH, aKo € HeoOXOHMO).

bpeMeHHHUTE JTHLUA OT MEJULIMHCKU mnepcoHan He Tpabea na bopasaT c¢ke U/MnM Aa npunarat MeroTpekcar
Axopn 100 mg/ml koHueHTpar 3a nHGY3HOHEH pa3TBOp. MeToTpekcaT He TpsaOBa Ja BAM3a B KOHTAKT ¢ KOXKaTa
WK nurasuuMTe. B cnydaii Ha 3aMBpcABaHe, 3acerHarara obnact Tpabea na ce npomue HeszabaBHO ¢ OOWIIHO
KOJTMYECTRO BOA, HAH-MANKO B IPOABL/DKEHHE Ha 1€CeT MUHYTH.

Camo 3a equokpaTHa ynoTpeba. HenznonssaHuar pa3TBop Tp20Ba Aa ce H3xBLpaH. Ornagbuure TpaOBa 1a ce
H3XBBPAAT BHUMATENHO B NIOAXOALIH OTAENIHH KOHTEHHEPH, 1CHO 0003HA4YEHHU criopell CbABbPXKAaHUETO CH (ThH
KaTO TENECHHUTE TEYHOCTH U EKCKPETH Ha MauWeHTa MOraT Aa CBhAbPXKAT 3HAYHMTENHH KOJIHYECTBA OT
AHTHHEONJIACTHYHUTE CPEACTBA, C€ MPEANOJara, 4¢ Te, Kakro ¥ MaTepUald KaTo 3aMbpPCEHO CIaHO Oenbo,
CbILIO TPAOBA Aa ¢ TPETUPAT KATO ONaceH oTnaabk). HeM3non3BaHUAT NPOAYKT WK OTNAAbYHUTE MaTepHaly
TpAGBa Aa ce YHULUIOXKAT YPE3 UIrapaHe, B CbOTBETCTBHE C MECTHHTE H3HCKBaHHA.

Heobxonumoe e na 6baar HaJIMYHM aJeKBaTHU CTAHOAPTHH NMpOUEAYPH 34 cay4aliHO 3aMbpCsABaHe NOpaaM

pa3niMBaHe; €KCMO3UWLHATA HA NMepcoHalla Ha aHTUHEOIJIACTHYHM cpeacTsa Tpadea na 6bae NOKyMEHTUpaHa H
npocneaseaHa.

7. IMMPATEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z 0.0,

ul. Tasmowa 7,
02-677, Warszawa, Mazowieckie,

ITomua

8. HOMEP(A) HA PABPEINIEHHMETO 3A YIIOTPEBA

Per.Ne 20160117

9, TATA HA ITBPBO PA3ZPEINABAHE/TIOTHOBABAHE HA PASPEHNIEHHUETO 3A
YIIOTPEBA

Iara Ha mbpeo pa3pelnapane: 05.04.2016r.
Hara na nocneano noaHoeseane: 15.11.2021 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

Hoemepn 2024 r.




