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1. HME HA JJEKAPCTBEHMS IPOAYKT | Paspewenue Iy

Lluknopocpamua Cangos 100 mg/ml koHueHTpar 3a HH}KEKHHOHEH/HHd]yBHOHE:H pa3TBoOp
Cyclophosphamide Sandoz 100 mg/ml concentrate for solution for injection/infusion -

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexku ml cpappka nukinodocdhamun monoxuapar (cyclophosphamide monohydrate), chorBeTcTBal

Ha 100 mg uuknodochamua (cyclophosphamide).

Bceku dnakoH ot 5 ml chabpika uukiopochamua MoHOXHApaT, cboTBeTcTBalL HAa 500 mg
LuuKJ10dochamMu.

Beceku dnakon ot 10 ml epabpka uuknodochamua MoHoxuapart, ceorBercTBall Ha | 000 mg
Lukiodochamu.

Bceku daakon ot 20 ml chabpka uukiopochamua MoHOXHApAT, cboTBeTcTBall Ha 2 000 mg
uuKiIodochamu.

[lToMOIIHHU BelIeCTBA ¢ U3BECTHO NEHUCTBUE

Bcexku ml Llukinodochamun Canao3 coabpxka 585 mg eraHos (a1koxoi) U 192 mg nponuiieHrImkoon.

3a MbJIHUA CIUCHK HA NMOMOILIHUTE BelllecTBa BHXKTE Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

KoHueHTpaT 3a HHXXEKLIMOHEH/MH(Y3HOHEH pa3TBOP.
buctbp, 6e31BeTeH 10 CBETJIOKBJT pa3TBop. [IpakTHUYeCcKU CBOOOIEH OT BUAUMH HACTHLIM.

4. KJNIMHHUYHU JAHHU
4.1 TepaneBTHYHH NOKA3aAHHUSHA

[{uknodocdhamua MoxKe a ce M3MOJI3Ba CAMOCTOATETHO WM B KOMOMHALIUA C APYTH
XHUMHOTEpaneBTHYHU CPEICTBA, B 3aBUCUMOCT OT nokaszanusTa. L{uknodocdamun e nokazax npu

JICYEHHWE HA BB3PACTHH M JeLa OT S-roJIMIIHa Bb3pacT 3a JICYUEHHUE Ha:
e XpoHuuHa IuMdpoumnTHa Jeskemus (XJIJI)
e Octpa numdpouutha neskemus (OJLI)

e Karo moaroTBUTEeNIHA TEpANUs NMPU KOCTHOMO3b4YHA TPAaHCIUIAHTALIMsA, MPH JIEYEHUETO Ha
octpa numdoO1acTHA JIEBKEMUS, XPOHHYHA MHEJIOI€HHA JIEBKEMHS U OCTpa MHEJIOr€HHA
JIeBKEMMS, B KOMOMHALMA C JrbUeTeparnus Ha UAJ10TO TS0 WM 6ycyiidan

e Jlum¢pom Ha XOIKKUH, HEXOIXKKUHOB JIMM(POM U MYJITUIUIEH MUEJIOM
e MeracTaTHuyeH paK Ha SUYHULIMTE U I'bPAUTE
e AIIOBAaHTHO JIEYEHHE Ha paK Ha Irbpaara
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[luxnodochamun TpsOBa na ce npunara camo 0T MEAUUMHCKH CMIELIHATTMCT C OTMT B
NpOTHBOpaKoBaTa XxuMHoTepanus. Lluxnodbochamua tpadea na ce npusara camo B 60AHHYHH
3aBEICHH, KbIETO MOXKE /12 C€ OCBLIECTBABA PEAOBEH KOHTPOJ HA KIIMHWYHHMTE, OHOXMMHYHHTE H
XeMaTOJIOrHYHHTE MapaMeTpH NPeaH, N0 BpeMe H Clied NPHIOKEHHETO H MO YKA3aHHATA Ha
CMELHATHCTH B 0O1aCTTa HA OHKOJIOTUATA.

OZHpPOBKA

Ho3upoBkara TpaOBa ga ¢e onpeac/iii HHAUBHAYAIHO 32 BCEKH nauMeHT. JJo3ure u
NPOALDKMTENHOCTTA Ha JIeYeHHE W/HAH HHTEPBAITUTE HA fIeYEHHE 3aBUCAT OT TEpaleBTUUYHUTE
[MOKa3aHHA, U3MOoN3BaHaTa cXxeMa Ha KOMOHHHpaHa XUMHOTEpanus, o0LOTO 3APAaBOCIIOBHO ChCTOAHUE
Ha NalieHTa U PYHKIHMATa Ha OpPraHUTe, KakTo U OT pe3yJiTaTUTe OT 1abopaTopHH u3cneaBaHus (1
No-CMeLMaTHO OT NpocieAdBaHe Ha Opos Ha KPBBHUTE KIIETKH).

[Tpu kOMOHHALMA C APYrH LIMTOCTATULIM ¢ NOA0OHA TOKCHHYHOCT, MOXE 1a Ce Hal0XK1 HaMalaBaHe Ha
N03aTa WIH YAB/DKABAHE Ha HHTEpBAIUTE 03 ICUCHHE.

Moaxke aa ce obMucad ynorpebara Ha JIeKapCTBEHU CPeCTBa, CTUMYAHpaIX XeMoroe3aTa (KOOHHA
CTUMYJIHpall GakTop M JEKapcTBa, CTUMYJIHpPALIM epUTPOIioe3aTa), 3a Ja C€ HAMaIH PUCKa OT
YCJIOXKHEHHS, CBBP3aHH ¢ MUENIOCYNpeCHs W/WIH 3a Aa ¢ce [IOMOrHe 3a YCKOpABAaHE Ha YCBOSBAHETO Ha

[IpeABUACHATA 403a.

[Tpenn, Mo BpeMe Ha WM HENOCPEACTBEHO Clied NMPIWICKEHUETO, TPAOBA Aa ¢ NMPHEME MITH NMPHIIOKH
ype3 HHDY3HA, JOCTAaTHYHO KONHYECTBO TEYHOCT, 3a Ja C€ CTUMYHpa AWype3arTa, ¢ Lel Aa ce HaMalld
pHCKa OT TOKCHYHOCT 10 OTHOLICHHME Ha YpHHApHHA TPakT. 3aToBa uukiodochamua Tpsadea aa ce
npuiara cyTpuH. Buokre Touka 4.4,

OTroBOpHOCT HA JIEKAPA e 12 B3eMe pelleHHe 32 ynorpedara Ha nukaodpochaMu] CbIIacHO
PHKOBOACTBATA 34 ONEPATHBHO J1E€ICHHE.
[TocouyeHuTe M1O-J0My AO3M MOTAT Aa C€ PasrjiexknaT KaTo OOIIH [IPEenopPBKM:

XeMaTOoJIOrHMHY M COAUAHH TYMODH
a. 3a eXKCIHEBHO JICUEHHE:
3 — 6 mg/kg TenecHo Tero (= 120 — 240 mg/m? TenecHa NOBBPXHOCT), HEPKEKTHPAHH
MHTPABEHO3HO

6. 3a HHTEPMHTEHTHO JICYEeHHeE:
10 — 15 mg/kg TenecHo Terno (= 400 — 600 mg/m? TenecHa MOBBLPXHOCT), HHKEKTHPaHH

MHTPABEHO3HO, ¢ MHTEpBaNnH 6e3 Tepanus OT 2 10 5 AHM.

B. 3a HHTEPMMTECHTHO JICYCHHE C BUCOKH JO3MU:
20 — 40 mg/kg TenecHo Terno (= 800 — 1 600 mg/m? TenecHa MOBbPXHOCT), HHXKEKTHPaHH
MHTPABEHO3HO, ¢ UHTEepBanu 6e3 Tepanus ot 21 go 28 nuu.

KaTo nOAroTOBKA 32 TPAHCILUIAHTALMA HA KOCTEH MO3bK
2 nnu 60 mg/kg unu 4 aun 50 mg/kg TenecHo Terno, MHKEKTUPaHU UHTPABEHO3HO.

Ako ce npunara pexuM Sycyadan-uukinodpochamua (Bu/Cy), mepsara no3a uuknodochamug tpadna
1a ce NPWIOKH Hai-Mmainko 24 yaca cnea riocieaHara ao3a Oycyndgad (Bxk. Touku 4.4 n 4.5).

ABTOMMYHHH 3a00n9BaHHA
Ha mecen 500 — 1 000 mg/m? TenecHa nMOBbPXHOCT.

HauneHTH ¢ YepHOAPOOHO YBpexaaHe R NG

TeXKOTO YePHOAPOGHO yBpexIaHe MOXKe 113 Obe CBbP3aHO C HAMAIEHO aKTHBHMpaHe WA | v

unknodochamua. ToBa MoXe Aa NMPOMEHH €(PEKTHBHOCTTA HA JIEHEHUETO C umcnotbﬂ MM H TP

Ja ce MMa npeaBua npH u3bopa Ha o3aTa ¥ OLIEHKATa HA OTrOBOpa KbM H30paHaTta 1038 (B BodKe
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JTozaTta TpabBa na 6bae HaMaNeHa NPU MALMEHTH C TEXKO YepHOApoOHO yBpesxaaHe. HamanaBane Ha
ao3ata ¢ 25% ce rpenopeysa rpH NaLMEHTH CbC CEPYMHM KOHLIGHTpaUWH Ha OunnpyOuH or 3,1 —

5 mg/100 ml (= 0,053 — 0,086 mmol/l).

[laiineHnTH ¢ 6L6peuHo yBpeKIaHe

[Ipy naumenTu ¢ 6p0peyHO yBpexkaaHe, 0COOEHO MpU NAUMEHTH ¢ TEXKKO OBOpeYHO yBpeKaaHe,
HamalneHata OLOpeuHa eKCKpeLMs MoXe Ja NOBeAE A0 NOBHLUABAHE HA MIAa3MECHUTE HUBA Ha
puitopochamua M HerosuTe Metabonuti. ToBa MoXke Ja oBeAe 1O MOBUILIEHA TOKCUYHOCT U TpAOBa
Na ce UMa MpeABU NPU OTIpeAe/IAHe Ha 103aTa [IPH TaKUBa NALMEHTH (Bx. To4vka 4.4). [Ipenopbysa
ce HaMasisBaHe Ha fao3ata ¢ 50% npH cKopocT Ha riioMepyiHaTa ¢grurrpauus noa 10 mli/MunyTa.

Huwiodocdamua u HeroBure meTaboNMTH MOrarT 4a ¢e JUATM3HUpaT, BEIIPEKH Ue MOJKe Ja UMa
pa3NHKH B KIHPBHCA B 3aBUCHMOCT OT U3N03BaHaTa AMann3Ha cucteMa. [Ipu nmauueHTH, KOHTO ce
HYXJadT OT Auanu3a, TpabBa aa ce uMa NpelBH NMOCTOAHEH HHTEPBAl MEXAY NPHIOKEHHETO HA
uMKinodochaMua ¥ LIHKIHTE HA aManu3a. Brokre Touka 4.4.

Crapuecka Bh3pacT

[Ipy nauMeHTH B CTap4eCKa BH3PacT, MOHUTOPHHILT 33 TOKCHYHOCT H HEOOXOAMMOCTTA OT KOPEKLH
Ha Jo3ara TpsaOBa Ja oTpassBa MO-BUCOKATa YECTOTAa Ha HaMaJleHa YepHoApoOHa, 6b0peuna win
chpacuHa GYHKLIMS WIH Ha JPYTH OPraHu ¥ ChITbTCTBALLUM 3a00/19BaHHA WM ApYyra JIEKApCTBEHA
TE€parnuA NP Ta3| MIOMmyauus.

[leauatpyyHa nonynauus
Huxnodochamun Canaos He TpadBa ga ¢€ H3MOA3Ba APH ASLA HA BB3PACT MOA S TOAWHH OT

cbo0OpaXkeHHs 3a 6€30MacHOCT OTHOCHO NMOMOUIHHTE BeuiecTBa. (Bxk. Todyka 4.3 [IpotmBonokaszanus u
Touka 4.4 Lluknodochamun Canuos cbabpxa nponuwieHrnukon u Huxknodocdamug Cannos ceabpxa
eTaHoN (anKoxXoi).)

Huknodocdamua ¢ npunaras npu aeua. [ipopunsT Ha 6e3onacHOCT Ha UUKIIodochaMua npu
neIHaTPHYHH NMALHEHTH € Noao0eH Ha TO3H B NOMyIaLMATa IPH Bb3PACTHH.

Moaudukauus Ha Jo3aTa NOpagd MHENOCYITpecHs]

[lo BpeMe Ha NeueHHETO ¢ uuKIogochamua TpadBa peIOBHO a C€ H3BBLPILUBA U3CNEABaHE Ha Opod
JEBKOLMTH U TpomOoLuuTH. [Ipenopbusa ce go3aTa 1a c€ KOPUrHpa, ako € HeobxoauMo, ako
NPH3HAUMTE HA MHEJIOCYNPECUs CTaHAT 3a0eeKHMH.

Mons, BiXTe Tabauuarta no-aony. CeAHMEHTHT HA YpHHaTa TpAOBa CLLO Ja Ce NPOBRepABa peAOBHO
33 HAJTHYHE Ha CPUTPOLIMTH.

Bpoii aexonaTa/pl bpoii TpombonrTH/Ll Hosa
>4 000 > 100 000 100% ot nnanuupanara ao03a
2 500 -4 000 50 000 - 100 0600 50 % ot n1anvpaHara a03a
<2 500 < 50 000 llo3ata na ce npoirycHe, JOKaTo

CTOMHOCTHTE CE€ HOPMATH3IUPAT
WIH C€ B3eMe UHIHWBUAYaAITHO
peleHue

[Tpy koOMOHHHpaHa Tepanya MOXe Ja ce HAJIOXKH Ja ce 0OOMUCIIM TONBIHUTENHO HAMAIABAHE Ha
H03aTa.

HauuH Ha NpUNOKEHHE
uodochaMug € HHEPTEH A0 AKTHBHPAHETO MY OT 4YepHOAPoOHUTE eH3uMH. Brnpek
MpH BCHYKH LHTOCTATUYHH CPEJICTBA, CE MPENOPbYBA PA3PEKAAHETO HA PA3TBOPHUTE [
cnenuanHo obyuen nepcoHas B ripeJHaA3HAYEHUTE 34 LIEJITa OMEIEHMA.

[Ipeana3uu Mepku, kouto TpadBa na 6baaT B3eTH Npear paboTa Cbe WM NPUIOHKEH
JIEKapCTBEHHA NPOAYKT




Xopara, pabotely ¢ mpoaykTa, TpAOBA Ja U3MOI3BAT NpeanasHy prkaBuuM. Heobxogumu ca Mepky,
3a Jia ce u30erHe nomnajaHe Ha Kanku oT NpoAaykTa B o4ute. C npoaykra He TpiabBa na paboTAT )KeHH,
KOUTO ca OpeMeHHH WIH KOHTO KbpMHT.

ObeMBT Ha pa3pexxaalliua pa3TBoOp 3a paspexaaHe Ha llnknopocdamua Cannos, crabpIKAalLL
1uKodocdaMu, 3aBHCH OT HAYHMHA Ha MPWIOXKEHHe, KOHTO 11e Obae U3NOn3BaH.

HUudy3us:

Ako Lnknodochamua Cannos (cpabpxan uukiogocdaMua) Uie ce UIno3ea Karto i.v. HH(y3u,
100 mg/ml koHUEeHTpAaT TpAOBa Aa C€ Pa3TBOPAT ¢ NOAXOAAL 00eM OT CIECAHUTE PA3TBOPHUTEIH A0
nocTUrade Ha ¢punanHa koHueHTpauus 0,4-20 mg/ml.:

- 0,9% HaTpueB Xn0puUa pasTBoOp

- 0,45% HaTpueB xnopua pasTBOp

- 3% nekcTposa

- 3% aexctpoza u 0,9% HaTpHeB XJIOpUI pa3TBOP

l l HPCKTHO HHXKCKTHPAHC!

Ako Luknogocdhamua Cannos (cbappkai uukinopochamMu) e ce H3noa3sa 3a JHPEKTHO (i.v.)
uxekrupane, 100 mg/ml koHUeHTpaT TpsOBa Aa ce pa3TBOPAT A0 KOHUEHTpauuA ot 20 mg/ml ¢
MOAX0AA1] O0EM OT CACAHHTE PA3TBOPUTENIH:

- 0,9% HaTpHes xOpHA pasTBOP

- 0,45% HaTpHeB XNOpHA pa3TBOP

- 5% zexcTpoza

- 5% nexctpoza u 0,9% HaTtpuer xyopHa pasTBOp

Huxnodochamua Canaos (crappxam nuiodochamMua), peKOECTHTYHPAH BbB BO/a, €
XHNOTOHHYEH H He TPA0BA 14 ce AHXKEKTHPA NHPEKTHO,

3a YKa3aHHA OTHOCHO pa3peXIaHETO HA JICKAPCTBCHHA IMPOAYKT IMPEeaH IMPHIOKEHHC BUXXTC TOUKA 6.6.

E HTPABCHO3HO (IV ) OPHIOXKEHHE

I/Il-ﬂ'paBEHOBHDT O NMIPHIAOXKCHHC € 34 IPCAIIOYHUTAHE d €€ OCBhIICCTBABA KATO HHbe3HH.

3a Ja ce HaMau BCPOATHOCTTA OT IMpPOABa Ha HEKCIAHH PCAKLMH, KOHTO Ca CBBP3aHH CBC CKOPOCTTA
Ha I[IpHTOXKCHHC (H&Hp. JIHLUECB OCTOK, mamﬁonue, Ha3dlHa KOHICCTHA, IIAPCHE Ha CK&J’IH&),

urtodochamug Tpabsa ga ce npwiara MHOro 6aBHO KATO MHXKEKIMA WIH HH(Y3HS.
[IpoabpKMTEIHOCTTA Ha HHY3unaTa (Bapypatla ot 30 MHHYTH 10 2 Yaca) TpadBa Aa € noaxoadua 3a
obeMa H BUAA HA TEUHHA HOCUTEN, KOHTO LUE CE NpWiara Kato HHpy3u.

Hexapc*rBeHme NPOOYKTH 3a HHTPABCHO3HO NNPUJIOXKCHHC Tpaﬁaa Ad CC IIPOBCPABAT BHU3YAJIHO 3a
HaJIHYME HA 9aCTHLIH M 00e3lBeTABaHE Mpean NMpUNIOXKEHHE, KOTaTO pasTBOPHT H KOHTEﬁHEp‘bT

IMMO3BOJIABAT.

3a JOMBIHUTETHH YKA3aHUS OTHOCHO PaspekaaHeTo Ha JIEKAPCTBECHHUS NPOAYKT NpeAH NMPHUIIOKEHHE
BHKTE TOUYKA 6.6.

4.3 IlporEBonokazanusn

i L — . . e

[uxnopochamua Cangos € NpOTHBOMOKA3aH NPH MAUWEHTH HA Bb3PacT NMoA, 5 FOAMHH, TOHEXE

CBABPKA MOMOLUHHTE BEILECTBA €TAHON M IPONKICHITIHKOI, KOHTO MOXE Ja ¢a TOKCHYHH nopaju

OrpaHMYeHHsA MeTadOIMTEH KanauMTeT B Ta3KH Bb3pacToBa rpyna (Bxx. Touka 4.4). mﬂ f]
4

Tuxnodochamun CaHnos e NPOTHBONOKA3aH CHIIO MPH NMallMEHTH C:
¢ CBPBXYYBCTBHTEJHOCT KbM LUHKIOQOChHaMHI, KbM HAKOU OT HETOBUTE MeTab
HAKOS OT NMOMOLLHHTE BEILIECTBA, H30pOeHM B TOUKA 6.1;




OCTPH HH(PEKLMH;

KOCTHOMO3bYHA aria3ksa WIK MOTHCKAHE HA KOCTHUA MO3BK MPEAH JICYECHHUETO,
MHOEKIUM Ha MUKOYHUTE ITbTHUILA;

OCTpa YpOTeJIHAIHA TOKCHYHOCT Clie]l IHTOTOKCHYHA XUMHOTEpaIua WAH JIbYeTepanus;
oOCTpYKLMA B H3TUMAHETO HA YPHHATA,

KbspMeHe (B, Touka 4.6);

TEXKKa yIlUepalHa Ha CTOMALIHO-UYPEeBHUA TPaKT.

Lluknodochamun He Tpabea na ce U3NON3Ba MpH jiIeYeHHE Ha 3a00ngBaHus, KOUTO HE ca
3JIOKaYECTBEHH, ¢ H3KIIIOYEHHE Ha UMYHOCYIIPECHS NMPH XKUBOTO3ACTPAlUABAIlHA ChCTOSHHA.

44 ChnenHa/JHH NpeIynpeXIcHHAA H NPeANAIEA MEPKH npn ynorpeda

Mpeaynpexnenns

AHabHIAKTHYHH PEAKLIMHU, KPHCTOCAHA YYBCTBUTENHOCT ¢ APYIH alIKWIHpAallli CPeacTBa
CrobmaBa ce 3a aHaQWIAKTUYHU PeaKUHH, BKITIOYATEIHO TAKUBA ¢ (PaTaNeH U3X0I, BbB BPb3Ka C
urknopochamua. Crodilapa ce 3a Bb3MOXKHA KPBCTOCAHA YyBCTBHTEMHOCT C APYTH aJIKHIIMpaLlH

CpencTBa.

Muenocynpecus, UMYHOCYNIpecHsa, HHPEeKLIHY
Jleuenuero ¢ uukIodochaMua MOKe 12 MPHYKHU MHUENOCYTIpecHs (aHEMUs, TCBKOTMEHNUA,

HEYTPOTICHHA H TPOMOOLMTOINICHHA ) U 3HAYHTEIHO MOTHCKAHE HA UMYHHHUSA OTTOBOP, KOETO MOXKE J1a
JOBeA€ A0 CEPHO3HH, NOHAKOra daTaHi HHPEKLKH, CENCUC U CENTHUEH oK. ChoblliaBaHHTe
MH(EKIIMH Opy NpUnaraHe Ha HMKIogocdaMu BKIKOUYBAT NHEBMOHHSA, KAKTO H JIPYTH DaKTepHasiHu,
reOMYHH, BUPYCHH, MPOTO30HHH M NMapa3uTHU WHQPEKLMU.

Moxe na ce peakTHBUpAT JaTeHTHH HHDeKLMH. Uma chollieHns 3a peakTHBUpaHe HA pasindHA
faxTepuanHy, rbOMYHH, BUPYCHH, NPOTO30MHU H Napa3sHTHH UHMEKLIMM.

MHdekuuy, BE3HUKBAIIM M0 BpeME HA JieueHHe ¢ uki1o¢ochaMull, BINTHOUNTENHO HEYTPONEHUYHA
TpecKa, TpAGBa Aa ObJAT IEKYBaHH 10 MOAXOAAIL HAYUH, AHTUMHKpOOHATa MpodHIaKTHKA MOXE A2
Obae nokasaHa B HAKOH ClIydau Ha HEYTporneHHs (Mo NpeUcHKa Ha JIEKYBaLlus nekap). B cyyait Ha
HeYTpOMEeHHYHa Tpecka, TpadBa aa ce npwiarat aHTHOMOTHLM W/UAY AaHTHMHUKOTHLH.
[{nknodochamua TpabBa a ce N3MON3BA ¢ NOBULLEHO BHHMaHUE (WIH a HE C€ H3I0JI3Ba) NpU
MalMEHTH C TEKKO y8pexcoane Ha DYHKYuama Ha KOCMHS MO3bK U NPU NALMEHTH ¢ TEXKA
UMYHOCYTpPEeCHs.,

HeobxonuMo € BHUIMaTENHO XeMATONOTHYHO MOHUTOPHPAHE 34 BCUYMKH MALMEHTH 10 BpeMe Ha
JEYEHUETO. XeMaTONOrMYHUTE NapaMeTpH TpAOBa Aa ce NpoBepABaT NMpeaH BCAKO NMPHIOXKEHHE H
PEOOBHO 110 BpeMe Ha JiedeHHeTo. Moxke 1a ce HalOXH Mo-4ecTo HabmoaeHue, ako OpodaT Ha
neskouutHTe cnaaxe non 3 000 knerkw/mMukpomuTsp (kKnetk/mm?). [lpenoprsusa ¢ce Kopekiua Ha
Jo3ara nopanu Muenocynpecus (Bx. Touka 4.2).

OcBeH ako He € KpaiiHo HeoOxoguMo, nukiogocdamua He TpAOBa Aa ce NpuUiara rpH MalHeHTH ¢
Gpoit Ha neBkouuTHTe noj 2 500 K1eTKW/MHUKpOIHTLP (IU1eTky/ mm® W/nunu 6poit Ha TpoMBoLMTHTE
noa 50 000 xneTkn/MUKponuTEp (K1eTkn/mm?).

[To mpuHUMN, HamanaBaHeTO Ha Opos Ha NMepHEePHUATE KPBBHH KIIETKH H TPOMOOLIMTUTE, KAKTO U
BPEMETO, HeOOXOAMMO 3a BL3CTAHOBABAHE, MOXKE J1a Ce YBEJIMUAT ¢ NOBUILIABAHE HA JO3HTE

nuKiodochamMu.

Hal-HUCKHATE CTOMHOCTH (HAJUp) Ha JIEBKOLUMTHTE U TPOMOOLIMTUTE OOMKHOBEHO Ce
ceaMHUH | U 2 oT neueHrueTo. KOCTHUAT MO3BK C€ BB3CTAHOBABA CPABHUTENIHO OB
nepudepHH KPbBHH KNETKH C€ HOPMATH3UpAT, KaTO NMPaBWIo, ¢inea okono 20 aHu.




Jleuenne ¢ uuiodochamuz He TpAdBa Aa ce HazHa4yaBa WM TpAOBa 1a ce NpeKbCHe, WM Ja €€
HAMAJTH J03aTa NMPH NalHEeHTH, KOUTO UMAaT HIH pa3BUAT CEPUO3HA MH(EKIMA.

Texka Muenocynpecus TpaOBa a ce ouakea, 0CoO€HO NPH MaLMEHTH, MPECABAPHTENHO WHIIH
e JHOBPEMEHHO JIEKYBaHH ¢ XUMHOTEpANnd H/ WM JIbUeTEpanus.

TOXCHYHOCT Ha YPUHAPHUSA TPAKT U HEPPOTOKCHUHOCT

XeMoparuyeH UUCTHT, MUEUT, YPETEPUT H XEMATYpus ca OWIH CHOOLLABAHW HOPH JICUCHME C
urknodocdamua. BraMOXKHO € Ja ce pa3BUAT A3Ba/HEKPO3a Ha THKOYHHUA MEXYp,
(ubp03a/KOHTPAKTYpa ¥ BTOPUHEH paK. Y pOTOKCHYHOCTTAa MOXKE [1a CTAHE NMpPHYKHA 32 NPEKbCBAHE HA
neyenuneto. UMa cboliueHUA 3a CiTydyad Ha YPOTOKCHUHOCT ¢ (paTajicH H3XO[.

Y POTOKCHUYHOCTTAa MOXKE Ja Ce IIPOABH, KAKTO MPH KPaTKOCPO4YHa, Taka W MPH ABJrocpovHa ynorpeba
Ha uukinodochamua. Uma crobieHns 3a xeMoparuueH UMCTUT CJIE] MPHITOKEHHE HA €THOKPATHH
no3u wukinogochamun. [lopaau ¢pudposa, kbpBeHe UMK BTOPHYHO 3JI0KA4YECTBEHO 3a00naBaHe MOXe
Ja C€ HANIOXKH H3BBPLIBAHETO HA LIMCTEKTOMHS. IIpeauiuHa Wi eAHOBPEMEHHA TbUYETEpanHa WiH
nedeHHe ¢ Oycyndax Moxke Ja MOBUIIAT PUCKA OT NPEAU3BHKAH OT LUUKN0¢OochaMHa XeMOparuyeH
UMCTHT. LIMCTHTLT, No NpUHLKI, MbPBOHAYANHO ¢ abakrepuaneH. B nocneacTeue Moxe Oa ce pasBHe
BTOpHYHA OaKTepHalHa KOJIOHH3ALIHUA.

[Ipeau Ha4aNnoOTO HA JEYEHHUETO € HEOOXOAMMO 1A CE U3KJIIOHAT UIH OTCTPAHAT OOCTPYKUMHU Ha
NMUKOYMHHTE MbTUILA. BrokTe Touka 4.3. YpurapHusaT cenuMmeHT TpsadBa 1a ¢e npoBepsaBa peAOBHO 3a
HAJIMYHE HA EPUTPOLIMTH WIH APYTH NPH3HALM Ha ypo/HedpoTokcuuHOCT. [Toaxoasmio neyeHue ¢
MecHa (mesna) WHIH Ja ¢e OCUIypH OOWIHA XMpaTalus 3a NpeJU3BHKBaHe Ha JMype3a, 3a 1a MOXE
Na c€ HaMaJTM 3HAYHTEJTHO YECTOTATa U TEXKECTTA HA TOKCUYHOCTTA CIPAMO NUKOUHMA MeXyp. BaxHo
€ a C€ OCUrypH PeHOBHO U3IIpa3BaHe Ha MUKOYHMA MEXYP HA NAUHEHTa. XeMaTroypusaTa OOMKHOBEHO
MPEMHHABA 33 HAKOJAKO HHU CJIeJ] KAaTO JIEYEHUETO ¢ UMKnodochaMMA e Cripe, HO MOXe 1a
nepcuctupa. OOHKHOBEHO Ce HaJjlara ClIMpaHe Ha JICHEHHETO ¢ HMKIohochaMu B cyvai Ha TeXbK
XeMOparu4eH LUACTHT.

Jleuenuero ¢ uknogocdamun cuillo Taka ce CBbpP3Ba C HEPPOTOKCHHUHOCT, BKMIOYHTETHO 6b0peuHa
TyOy;1Ha HEKpO3a.

XHUnoHaTpHEMHUS, CRbp3aHa ¢ MOBUIIABAHE HA 00IIOTO KOJWYECTRO BOJA B Opraii3Ma, ocTpa BOAHA
MHTOKCHKaLUA # cuHapoM, Hanoaobasauy CHCAJLX (CHHApOM Ha HealleKBaTHA CeKpelusa Ha

aHTUAHYPETHYECH XOPMOH) ca OWNK AOKIaABaHH BHB Bpb3Ka C APHAOKEHUETO Ha Liukinodochamu,.
Cro0inaBaHu ca ciydau ¢ paTaneH U3xoa.

KapanoTokcHYHOCT, yroTpeda npy NANMEHTH Che ChpAEYHH 3a00naBaHHS

MHUOKApAUT U MHONIEPHUKAPAUT, KOKTO MOraT aa ObAaT NpUAPYKEHH OT 3HAMMUTENICH NEPHKApIEH
M3JIMB M ChpJIedHa TaMIIOHana, ca Ounu chodularaHn npy nedueHue ¢ unKinodocdamMua U ca JOBENM A0
TEXKA, MOHAKOTA (aTajiHa 3aCTONHHA ChPACYHA HEAOCTATHLYHOCT. XHCTONATOJOTHMHO H3CIEIBAHE €
[OKAa3aIo NMPpeAMMHO pa3BUTHE Ha XeMoparddyeH Muokapaut. UMa cLobileHns 3a xeMonepuKapIuT,
KOHTO BTOPMYHO C€ pa3BUBA Clie] XxeMopariieH MHOKapAUT K HEKpo3a Ha Muokapaa. Mma cboblenus
3a OCTpa ChpAeYHA TOKCHUYHOCT MPH MpU/araHe Ha e JHOKpaTHHU 103U No-HUCKkH ot 20 mg/kg

LHuKIogochamMm.

Cnen u3nraraHe Ha CXeMM Ha IeUeHHE, KOMTO BKITIOYBAT LuKiIodochaMua, ca crobLuaBaHH
CYIpaBEHTPUKYJIApHH apHTMHH (BKITIOUUTETHO NPEACHPAHO MBXKACHE H TPENTeHe), KAKTO H 3a
KaMEPHH apHUTMHU ( BIJTIOUMTETHO TEXKO yAbKaBaHe Ha QT uHTEpBana, CBbpP3aHO C KAMEpHA
TaXHApHUTMMU ) TIPH NALMEHTH CbC MU O€3 Apyrd NpHU3HALM HAa KapAHOTOKCHUYHOCT.
PUCKBT OT KapAUOTOKCUYHOCT, CBBbP3aHa ¢ UMKIoGochaMul, B pe3yJITAT Ha JTIEUEHH
HKnodochaMua Moxe, HalpUuMep, Ja ¢e NMOBUILHU Cle[ NMpuiaraHe Ha BUCOKH J03H
NpY [NALMEHTH B CTAPUECKA BB3PAcCT, KAKTO U IPH NAaLMEHTH ¢ NPEAULLIHA TbYETED
obnact WHWIH NpeaHIIHO WIH eJHOBPEMEHHO JIeYeHHe C APYIrd KapAMOTOKCHYHH ar

4.5.)




OcobeHo BHUMaHUE € HeoOXOAMMO NPH MALMEHTH C PUCKOBH (PAKTOPH 32 KAPAHOTOKCHYHOCT U NPU
NauHeHTH ¢ NPEIILECTRAILO ChpACHHO 3a00/IIBaHE.

benoapobHa TOKCHYHOCT

[THesMOHHT M OenoapodOHa ¢pubpo3za ca HabMOOABaHM MO BPEME HA U CIE] JICHCHHE C
umiiopocdhamua. benogpobna BeHOOKTY3MBHA GonecT U Apyrd ¢opmMH Ha 6enoapobHa TOKCHYHOCT,
ca OWNH cbilio crobiasann. Yma crobiienus 3a HenoapobHa TOXCHYHOCT, BOJeIIA JO AUXATENIHA
HeJOCTAThYHOCT. BBNpekH ye yecTOTaTa Ha CBBp3aHaTa ¢ UMKIoGochamMun denoapodbHa TOKCUUHOCT
€ HHCKA, MPOrH03aTa Ha 32CErHATUTE NMAUUEHTH € Jowa. KbCHOTO HAYan0 Ha THEBMOHMUT (11oBede OT 6
Mecella clie] Ha4yaloTo Ha JIEYEHHETO ¢ HUKIohochaMua) H3MIeKAa, Y€ € CBBP3aHo ¢ OCOOEHO BUCOKA
CMBPTHOCT. IIHEBMOHHT MOXe 1a Ce pa3sBHE JOPH FOANHH ClEl JIeueHUeTo ¢ unknodocpammua. Mma
cHOOIIEHHS 32 ocTpa HenoapobHa TOKCUUHOCT CIIE/ NMPUACKEHHE HA €IMHUYHA 1034
uuxnogocdamMu.

BTopuuHH 310Ka4eCTBEHHU 3a001aBaHUA

KakTo npu BCHYKH LIMTOTOKCUMHH TEPAIMH, JICYUCHUETO ¢ LMKIodocdaMua BKIIOYBA PUCK OT
BTOPUYHH TYMOPH H TEXHH MPEKYPCOPH, KaTO KbCHH [1OCIEACTBHUA.

[ToBHIIIaBa C€ PUCKBT OT paK Ha MUKOYHUTE NMbTHLLA, KAKTO U PUCKBT OT MHEIONUCILIACTHYHH
MPOMEHMU, HacT OT KOUTO MPOrPecHpaT A0 OCTPH JieBKeMHUH. Jlpyru 3jioKayecTBeHH 3a00nsIBaHus,
JOKNaABaHM ciaef ynotpebarta Ha uuiodochaMua HIK CXEMH Ha JO3HpaHe ¢ LMKIodochamun,
BKJTIOUBAT TUM(POM, paK Ha IIUTOBHAHATA AUIE3A H CAPKOMH.

B HfKOHM ciyuan, BTOPUYHHTE 3JI0KA4ECTBEHH 3a00/1BaHHA Ca C€ PasBHJIM HAKOJIKO MOJIMHHU Clie]l KaTo
Ne4YeHHETO ¢ MKaodochamua € OKUI0 NpeKpaTeHo. 310Ka4YeCTBEHH 3a00/I9BaHHA ca CboOIIIaBaHH
CBILO CJIeZl €KCMO3HIIMA Ha IU10Aa B yTpodara.

PUCKBT OT pak Ha MAKOYHHA MeXyp MOXe Jia Ob/ie 3HaYMTEIHO HaMalieH Ype3 npodriakTyka 3a
XeMOparu4eH LUCTHT.

BeHookay3uBHa Sonect Ha uepuus gpod (BOBY )
BenooknysusHa 6onect Ha uepHus gpod (BOBY ) ce crobiiara npy nalueHTH, JEKyBaHH ¢

HKtodochaMua, NpeIUMHO NPH NALKEHRTH, NMOYYaBalll LUTOPEAYKTHBEH PEXHM IPH NMOAroTOBKA
33 TPAHCIUIAHTALHA Ha KOCTEH MO3bK, B KOMOHHALMA ¢ 00TbYBAHE HA LIANOTO TANO, OycyndaH Hiu
OPYTH cpeactsa (B, Touka 4.5). Cnell UATOpENYKTHBHA TEPANUA, KIHHUYHHUAT CHHIPOM OOUKHOBEHO
ce pa3BMBa | 10 2 ceAMHMUM ClleA TPAHCIUTAHTALIMATA M CE€ XapaKTepH3Upa ¢ BHE3aNHO MOBHUILIABAHE Ha
TErnoTo, 6oie3HeHa XernaToMerains, aCUHT U xunepdwimpybunemus/surreduua. OcBeH TOBa, MMa
CchOOILEeHHs 3a ocTeneHHo pa3zsuTe HA BObY /] npy nauuesTH, nosy4aBaliau Mpoab/BKHTETHO
BpeMe HHUCKH J03H HMYHOCYTNPECHBHH N03H LHKIodochamun.

Karto ycnoxuenna or BObBY /| Moxe na ce pa3sBuAT XeNATOPEHAIIEH CHHAPOM M NOIHOPraHHa
HegocTaTbyHOCT. MMa cpobilieHus 3a cpbp3aHa ¢ uuknopocdhamun BObY/] ¢ daranen usxog.
PuckoBu daxropu, npeapa3nosiaraily nalueHTATe 3a paseutue Ha BOBY/I, sxmousaTt npeauiixo
HapyulcHHe Ha YepHoapoOHaTa dyHKLUNA, MPEAUILIHA JIbUeTepania Ha KOpeMa, KAKTO | T€3H C HHChK
pe3yaTaT 3a €PeKTHBHOCT.

Croobuiaea ce, dye yecrorata Ha BObBY/] € nmo-Hucka, ako ce cra3pa HHTepRaln oT 24 yaca ¢ien

MOCASAHOTO NPHUIOKEHWE HA OycyndaH U MbPBOTO MPUIOKEHHe Ha uMKIogochamua (Bxk. Touku 4.2
H 4.5).

I"eHOTOKCHYHOCT
HuxnodocdamMun € reHOTOKCHYEH W MyTare¢HeH, KaKTo MpH COMATUYHU, TAKa H NMPH MBKKHUTE H
YKCHCKHTE 3apOIHILHH KICTKU. 3aTOBa XKeHuTe He TpadBa da 3a0peMeHABAT, a MbXKeTe He TpaOBa na
Cb3IaBaT ACLA [0 BpEME Ha JIEYSHHETO ¢ LUMKIIodochaMui.

Keuure He TpaAOBa qa 3a0peMeHABAT 10 BpeMe Ha JIeYeHHETO U 3a nepron oT 12 Mecela cief
NpEeKpaTABaHE Ha TeparuATa.

MmxeTe He TpadBa Ja Ch3AaBaT ACLA 10 BPpEME Ha JISUCHUETO H 3a NEePHOA OT 6 Mecelia ¢
NpeKpaTABaHE Ha TEParluATa. |

[ipoyuBaHusATa NpH XKUBOTHH MOKA3BAT, Y€ CKCMO3HLIMATA HA OOLIMTH IO BpeMe Ha pa3B
GONMKYIUTE MOXE 1 IOBEE 10 TIOHIKEHA Y€CTOTA HA UMIUIAHTALMA U PAa3BHTHE HA HO 'PQ
OpeMEHHOCT, KAKTO H /10 NOBHILEH PHCK OT Maipopmaunu. To3n edekTt TpabBa aa ce uma




NpH IVIaHUpaHe Ha 3a0peMeHABaHE WU [IpU OPEMEHHOCT clie/l CHIUPAHE Ha JIEUEHHUETO C
urknogochamun. TounaTa NpoABIKHATETHOCT HA Pa3BUTHE HAa QONMKYAUTE IIPH XOpa HE € U3BECTHA,
HO MOXe 1a 6wae no-asira ot 12 Meceua. CeKCyaTHO aKTUBHHUTE XXEHH M MBKE TpAOBA Ja W3non3Bar
e(DEKTHBHK METOIH 3a KOHTpALIETILMA NTpe3 TOBa BpeMe (BXK. To4Ka 4.6).

DepTUnurer

Luxnodocdamua nosnuaBa OBOreHe3ara M criepMaToreHesara. ToH Moe Ja MPUYUHH CTEPUITUTET
npy ABaTa noya. Mbxere, nekysanu ¢ uukiiopochamua, Tpadea ga 6paat nHGOPMHPaHH 3a
BL3MOXKHOCTTA 3a KPHOKOHCEPBALIUMSA Ha CMIEPMA MPEIH 3an04YBaHe Ha ICUCHUETO (BXK. To4UKa 4.6).
Jlanmd HacTBNBA CTEPUIMTET M3IJIEXKIa 3aBUCH OT J03aTa UMKIodochamMua, MpoARKHTENHOCTTA Ha
TEpaNUATa U CbCTOAHMETO HA NOHAAHATA QYHKIKA [0 BpeMe Ha JICYEHHETO.

[laliMeHTH OT XEeHCKH MO

AMeHOpea — KAKTO BPpEMEHHA, TaKa M NMOCTOSAHHA — CBbp3aHa ¢ HAMaJIeHa CEKPELIMA Ha €CTPOreH K
NOBHIIIEHA CeKpells Ha FOHAOTPONHHH, c& HabAK0AaBa 3HAYHATE/IHO YECTO NPH KEHH, JIEKYBaHH C
uuxsiogochamua. OcobeHo nMpu No-Bb3PacTHU KEHU, AMEHOPEATA MOXKE Ja Ob/ie NoCTOAHHA.
Cpobi1aBa ce ¢chLIO 32 OTUFOMEHOPEA BbB Bpb3Ka ¢ NEYCHHETO ¢ LUHKNIO(PochaMHuI.

IlauueHTH OT MBXKH 110

[Tpy MBiKe, IeKyBaHu ¢ HHKIIoQochaMul, MOXKE 1a CE€ pa3BUe OJIMIOCIIEPMHA MK a300CMePMHu,
KOMTO ODMKHOBEHO €a CBBP3aHU ¢ MOBUILICHA CEKPeLIMA Ha rOHAAOTPONHUHH, HO HOPMAalIHH HHBA Ha
TeCTOCTEPOH.

[To npUHUMN CEKCyanHaTa ITIOTEHTHOCT U JIMOUIOTO HE CE 3aCATAT IPH TE3H NMAllUEeHTH.

MomMuera, TeKyBaHH ¢ HMKIIOochaMHI npeau mydeprera, MOraT Ja pa3BUAT HOPMAJTHH BTOPHYHH
MOJIOBH 0€N1€3H, HO € BE3MOXKHO Ja HMAT OJIMrOCIEPMHA HIIH a300CTIEPMHUA.

Moake Ja HACTBITH U3BECTHA CTENEH Ha TECTHKYAapHa aTpoduA.

A3oocrniepMHATa, NpHUKHHEHA OT UHKIodgocdamun, € obpaTuma MpH HAKOM MALMEHTH, HO
oOpaTUMOCTTa MOX€ a HACTHIIA HAKOJIKO MOJAHHHM Cliel Kpasd Ha JiedeHHETO.

MBKe, KOUTO BPpEMEHHO Ca HMaJIH CTEPUWIMTET BCIEACTBHE HaA JIEYEHHE ¢ UMKTodocdhamMun, ca
cTasanu 6allu Ha NO-KbCEeH eTarl.

HapviuasaHe Ha 3a3/1paBABaHeTO HA paHU
LuknodochamMua Moxke Aa HAPYILH HOPMAJTHOTO 3a3paBsiBaHE HA PaHH.

[leguaTpu4Ha nmomynauus

[Tuxnodocdamun CaHaos € NpOTHBONOKA3aH NPH NMALMEHTH Ha BB3PACT Mol 5 roAnHH {BXK. TOYKA
4.3). Huxnodochamua Cannos cuabpKa €TaHO H NPONMHICHIJIMKOA, KOUTO MOXKeE J1a IOBEJAT IO
TOKCHYHOCT IPH NALMEHTH MO 5-roJAMIIHA BB3PACT, B PE3yJITAT Ha aKYMYJIHPAHETO HA TE3M
MOMOLUHH BELIECTBA, NIOPaAX OrpaHUueHHs MeTabOoNIMTeH KanaluuMTeT B Ta34 Bb3PacToBa rpyna (aBere
MOMOLIHH BELIECTBA C€ KOHKYPHPAT 3a eH3UMa ankoxon aexuaporeHasa (alcohol dehydrogenase
enzyme (ADH)).

IIpeana3un MepkH

AnoneLvs

HMma cbollueHus 3a amoneuus, KaTo TA MOXKE [1a ¢€ TIPOABH MO-4ECTO ¢ NOBHILABAHE HA J03aTa.
AnoneuunsaTa MOXe Ja NporpecHpa Ao IeluBoct. Moxe fa ce oyakBa KocaTa Ja ¢€ BL3CTAHOBH cle]
[PEKPATABAHE HA JICYEHHUETO C JIEKAPCTBOTO WM IOPH B X014 Ha CAMOTO JieueHHe, BLIIPEKH Ue HoBaTa
Koca MOXe Aa Obe pasiivyHa 1o CTPYKTYpa U LBAT (BX. Touka 4.8).

["apeHe U NOBpBIIAHE
[TpunoxeHneTo Ha HUKI0GochaMUA MOXKE A NPeau3BHKa FraJeHe W NoBphllaHe. Tps
NpeABUA ChBPEMEHHUTE PBKOBOCTBRA 3a YNOoTpeba Ha aHTHEMETHLIM 32 MPEAOTBPAT
obnekyaBaHe Ha raiAcHETO U NMOBPHLIAHETO.

KoHcyMauusaTa Ha aKoXoJ1 MOXKE 1a 3aCHIH FafieHETO U NOBPBIIAHETO, NPEIH3BH
uuknodochamua (Bx. Touka 4.8). [lopagu Toea, ynorpebara Ha ankoxos TpadBa 1




CtoMaTuT

[Tpunoxenunero Ha uuKiIodochamma Moxke a IPHIHNHHU CTOMATHT (NepopajieH Myko3uT). Tpabsa na
ce MMar NpeaBH/ ChBPEMEHHHTE PLKOBOJCTBA 332 NpoduiakTHKA M 00JIeKYyaBaHe Ha CTOMATHT (BXK.
Touka 4.8). TpsaOGra 1a ce oCUrypy BHUMAaTENHA OpANHA XUIr'HeHa, OCOOCHO NMPH NO-BUCOKH NO3H.

Bceuuky uHekiMM TpadBa Aa OBOaT NCKYBaHU NIPEeAH 3aN04BaHEe Ha JIEUEHHETO.

[lapaBeHO3HO NPUJIOKEHHE
LiprocTarHuHHUAT edekT Ha HHKI0gochaMU CE NMPOABABA CJIEA HETOBOTO aKTUBUPAHE, KOETO CE

OCBILIECTBABA INTaBHO B YepHHA Apo0. CneaoBaTeTHO PUCKBT OT YBPEXKAAHE HA ThKAH OT CAY4adHO
NapaBeHO3HO MPUIOKEHHE € HUCDHK.

B cayuait Ha MHLUMAESHTHO NapaBeHO3HO NMPWIOXKEHHE Ha UHKT1odochaMul, HHPY3UuaTa TpAOBa f1a ce
cripe BeJHara, nonajHajius U3BbH KPbBOHOCHHS ChJ Pa3TBOP Ha LHKIoGochaMua TpsOBa na ce
acTIMpHpa ¢ KaHioda OT MACTOTO M Ja ce NMpeanpHeMaT APYTrd NOAXOAALIM MEPKH. 3aC€rHATOTO MACTO
TpsaOBa cnej TOBa Aa ce MpoMHUe ¢ PU3HONOTHYEH COJICH pa3TBOP, KATO PHKATa WK Kpaka Tpa0sa aa
[OYHBAT.

Ynotpeba npu narxeHTH ¢ 6b0peuHo yBpexaaHe

[Tpu mauueHTH ¢ 6BOpPEUHO YBpEXKAaHe, OCOOCHO NMPY NALHUEHTH C TEXKO OBOPEUYHO YyBpeKIaHE,
HaManeHaTa 6b0pedHa excKkpeuya MOXKe 1a A0Bee A0 MOBHLICHH TU1a3MEHHN HHMBA Ha
muKiodochamun u Herosure Merabonuty. Topa Moxe na noBeae OO MTOBUILABAHE HA TOKCUYMHOCTTA H
TpAOBa Aa ce B3eMe NPeABHA NMPH ONpeaesAHe Ha 103aTa MpH Te3H NauueHTH. Brkre ¢b1uo To4Ka 4.2.

Ynorpeba npu nalueHTH ¢ YEPHOAPOOHO YBPESKIAHE
TexkoTo yepHOApOOHO YBpeXkKAaHe MOXKE a C€ CBbP3Ba C HaMaleH edekT Ha uukinogochammua. Topa

MOJKe J1a MpoOMeHH e(eKTHBHOCTTA Ha JIeHCHHETO ¢ knodgochamu ¥ TpadBa ga ce B3eMe NpeaBui
npy u30opa Ha 103aTa B NIPY UHTEPIIPETHPAHE HA OTrOBOpa KBM M3OpaHaTa no3a. Biwkre Touka 4.2.
[Topaau nopoureHHuns edext Ha LMKIOdOChaMH, NALUEHTHTE ¢ OCTpa nopdupusa Tpadsa aa ce
NeKyBaT BHHMATE/HO.

3noynoTpedaTa ¢ aIKOX0A MOXE 2 YBEJIMMM PUCKA OT YepHOAPOOHA HeocTaThYHOCT. [TauMenTuHTE ¢
NpeallecTBall XenaTyuT TpaOera ga ObaaT HaOMOOaBaHH BHHMATENHO, Thi KATO € Bh3MOXKHA
pEeaKTHBALIMA Ha XelaTuTa JOpH Clie]] IIpeKpaTaBaHe Ha ieYeHHeTo ¢ uHKiIodocdamu.

Ynorpeba npy NAaUMEHTH clied aApeHaleKTOMHUS

[Ipy naupenTH ¢ HaROBLOpeYHa HEAOCTATHLYHOCT MOXKE J1a C€ HAJTOXKH YBEJIMUCHHE Ha 103aTa IMpH
KOPTHKOCTEPOMA-3aMECTHTETHA TEPAITHSA, KOTaTO T¢ €2 UIIOXKEHH HA MOBHILEHE TOKCHYHOCT,
ABJDKaLla ¢€ Ha LMTOCTAaTHULIH, BRIIOUHTETHO LMKkIodochamMua.

Ynorpeba npu naitueHTH cbe 3axapeH auaber

[TpenopruBa ce MOBHIICHO BHUMAHHE ChILIO M NPH NALMEHTH CHC 3aXapeH auadeT, ThH KaTo
nuitodochaMun Moxke 1a B3anMOAEHCTBA C MHCYJIMH M IPYTH XUNIOTTMKEMUYHH cpencTia. [Tpu
ovabeTHiM HMBATa HA KpbBHATA 3axap TpaOBa Ja ce NpocneAdaBaT peaOBHO, 3a 1a C€ KOpHUTHpa
HaBpeMeE aHTHOHabeTHaTa Tepanus (BX. ChlO TOUKa 4.5).

Ynorpeba npu NaldeHTH, KOMTO HACKOPO ca NMPEeThpNey onepaius
[To npuRLMA, HUTOCTATULIMTE (BIJTIOUUTENTHO HMKNodocdhamun) He TpabBa fa ce npunarar npu
NnaldeHTH, KOUTO ca OllepUpaHu Npeau no-Manko ot 10 aHu.

Linknogochamua Canaos ceabpxka €TaHo (aJTKOX0J1)

OT TOBa JIEKAPCTBO € €KBHBAIEHTHO Ha 15 ml 6upa vnm 6 ml BuHo.

ANKOXOABT B TO3M MPOAYKT BEPOATHO MOXKE Jla NOBJIKMAE Ha Aena. Te3n edhekTH Moxe
ycelllaHe 3a ChHIIMBOCT H MPOMEHH B MOBEAEHHETO. AJIKOXO'BT MOXKE 3 TIOBJIHAE CIIO
KOHLICHTPALMA ¥ YYaCTHE BbB PUIHUCCKU AEHCTBHA.




Ho3a ot 60 mg/kg/nen ot ToBa IEKApCTBO, NPUIIOKEHA Ha BB3pacTeH ¢ TenecHo Terno 70 kg wie
nosefe Ko ekcrno3uuusa Ha 351 mg/kg eTaHomn, KoeTo MOXE Aa AOBEAE AO MOBHIIEHH HHBA Ha aJIKOXOJT
B KpbBTa 0KoJo 58 mg/100 ml.

Ho3sa ot 60 mg/kg/neH oT TOBa JIeKApCTBO, NPWIOKEHA HA €T HA 5-rOAMLIHA Bb3PACT C TEIECHO
Terno 18 kg we noeeae Ao ekcnosvuMa Ha 351 mg/kg eTaHom, koeTo MOXKe Aa [oBee A0 NOBUILEHH
HHMBa Ha aJKoXoJ B KpbBTa okono 58 mg/100 ml. 3aToBa T03M nekapcTBEeH NpOAYKT € MPOTUBOMOKA3aH
MpH AeuUa Noja S-roauiiHa Bb3pacT (Ba. Touka 4.3).

B cpaeHeHHEe, BB3pacTeH, KOMTO e M3nni yama BUHO Wi 500 ml Supa, HuBaTa Ha aIKOXON B KPBLBTA €
BEpOATHO Ja ca oxono 50 mg/100 ml.

EIHOBpEMEHHUAT TIPHEM C JIEKAPCTBA, ChbABPKALIM MPONWICHITIMKOJ WIH €TaHOJI MOXE Ja JOBEAE 0
aKyMyJIApaHe Ha €TaHOJ U Ja HHAYLHMPA HeXeaH! peakUrH, 0coOeHO Npy MIAAH Aella ¢ HUIChK WIH
Hepa3BUT MeTabONUTEH KalaLMTET.

[ToHexxe TOBa neKapcTBO OOMKHORBEHO C€ Npwiara OaBHO B MPOAB/DKEHHE HA 30 MUHYTH 10 2 yaca,
€(PEKTET Ha ATKOX0J1a MOXKE J1a C€ MOHWXKH.

KonuuecTBOTO aNkoXxo B TO3H JIEKAPCTBEH MPOJYKT MOXKe Aa HapyluHu Baluata cnocobHOCT Ia
modupaTe WY A2 U3NOA3BaTe MALLMHHM (BXK. TOuKa 4.7).

Koan4ecTBOTO aKOXO0A B TO3U JieKapCTBEH NMPOOYKT MOXE J1a NPOMEHH NEeHCTBUETO Ha JApYrU
JeKapcTBa (Bxk. Touka 4.5).

Ila ce uMa npeaBHA NpH OpeMEHHHU JKEHM, MALUSHTH ¢ YepHOAPOOHO 3a00nsABaHe, ENWIETICHS HWIH
XOpa, CTpaJaliid OT aIKOXOJHU3BM.

uEKHOd!OCQbHMEQ CEEQOS CHAbPMXKa NPONMHRACHT TTHKON

To3u nekapcTBEH MPOAYKT ChAbpXKa 192 mg nponuieHrnuKo BsB BCEKH ml. 3aToBa TO3H JiekapCcTBeH
MPOAYKT € MPOTUBOIIOKA3aH MpU JeUa NoJ S-roJuiIHa Bb3pacT (BX. To4ka 4.3).

Brnpeks Ye 3a NpONMWICHINIHKOJ HE € 10Ka3aHO, Y€ MOXE [1a IPHYUHM PENPOSYKTHBHA TOKCHYHOCT
WIH TOKCHYHOCT 3a Pa3sBHTHETO [IPH JXHBOTHH WM XOpa, TOH MOXE J1a JOCTUIHE IUT0JA U Ce OTKpHBa
B MJIAKOTO/KbpMara. [lopaan ToBa, NpMAGKEHHETO HA NPOMWICHITNKON NPpH OpeMEHHH JKeHH, TpsabBa
na ce 0OMHCIA 3a BCEKH OTHACNIEH CTyyai.

HeobxoanMo e MeaAHLIMHCKO HabMOAeHHUE NPH TALUEHTH ¢ YBpeaeHa OLOpeuHa win yepHoaApoOHa
dbyHKUHA, IOpagH CHOOIaBaHe HA Pa3IHYHU HexkeNlaHu cbbuTHA Karo 6K6peuna mucdyHKLIMA (ocTpa
TyOynHa Hekpo3a), ocTpa 6bOpeyHa HeAOCTATBbYHOCT H YepHOAPOOHA THCOYHKIMA, KOWTO Ce
CBBP3BAT C NMPOMMIEHITHKON (BXK. TOUKHK 4.2 U 4.8).

4.5 BianmopelicTBHE ¢ APYIrH JJeKAPDCTBEHH NPOAYKTH H ApYrH GopMHa HA B3aHMoNeHcTBUE

Linxnogochamu € HeakTHBEH, HO ce MeTaboau3upa B yepuna apo0, rnasHo ot CYP2AG, 2B6, 2C9,
2C19 1 3A4, 10 aBa aKTUBHM MeTaOOUTA.

[1naHupaHOTO € AHOBPEMEHHO NPWIOKEHHE HIIH NOCIEA0BATETHO IPHAOKEHNE HAa APYTH BELSCTBA
MM NIeYeHU ¢ LuxnodochaMmua, KOUTO MOTAT a MOBULIAT BEPOATHOCTTA OT U TEXKECTTA Ha
TOKCHYHHTE €PeKTH (NOCPEACTBOM dhapMaKOAHHAMHYHU WIH (apMaKOKHHETHYHHM B3aUMOICHCTBHA)
M3UCKBAT BHUMATEIHA UHAWBUIYANIHA OLIEHKA HAa OMaKBaHWUTE NOM3H U PUCKOBE.

[TaupeHTHTE, IPU KOMTO C€ U3MON3BAT NOoAOOHH KOMOHHALIMK, TpAOBa Aa ce Habmoaa
33 MPH3HALIM Ha TOKCHYHOCT, ¢ 11eJ1 Ja ce NpeANpUeMAT HaBpeMeHHH MepkH. Taiue
nUKI0(hochaMuA ¥ IEKAPCTBEHH CPEACTBA, KOUTO HAMAMABAT HEFOBATa AKTUBHOCT,
POCAEAABAT 32 BE3MOXKHO NIOHHXKABAHE HA TEPANEBTUYHATA €DEKTHBHOCT H HEOOXOANMOGTTA 4T~
KOPEKIHA Ha [103aTa. :: LS

-
-

R
—~—aly -.';"'-.--I:..: ; --:'._.I;I_,_E o i'rl.‘ ' !
H ? ‘ge‘ 1 "r .P .::?-._




B3anmMoaeHcTBHA, IOBJHABALIM QTPHLATENHO (apMakOKHHETHKATa Ha LMKIodocdhaMuI M HETOBUTE

MeTabOoIuTH

» HamayeHOTO akTHBHpPaHe Ha LHKI0¢POocHaMHI MOXKE Aa MPOMEHH €(DEKTHBHOCTTA Ha JICUEHHETO C
nukinogocdamua. BeiecTsa, KOMTO 3a0aBAT aKTUBHPAHETO Ha UMKAOQochaMUl BKIIOUBAT:

AIpenuTaHT

bynponuoH

bycyndan: crobiapa ce 3a NOHWKEHO €IMMUHUPaHE Ha UHKIogochaMHI M yIb/DKABAHE Ha
BPEMETO HA eNMMMMHHALIMOHEH MOTY>KHBOT MPH MALMEHTH, KOUTO Ca MOJYYHIIH BUCOKA J03a
LHKI0gocdaMua B paMKHUTE Ha IMO-MaJKo OT 24 vaca ciie BUcoka 103a Oycyadan. Crobuapa
Ce 3a MOBHIIEHA YeCTOTa Ha YepHOAPOOHO BEHOOKTY3HBHO 3ab0nABaHe U MyKO3UT IPH
€HOBPEMEHHO NIpWIMKEeHHE (BXK. TOUKH 4.2 1 4.4).

[lMnpoduokcaliH: KOraro ce npuiara rpeam JedeHue ¢ umkinodocdamuy (M3Moa3BaH B
YCJIOBHA Ha KOHAUUMOHUpPAaHE NpEeay TPAHCIUIAHTAUMA HAa KOCTEH MO3bK), UHIpOodoKcaliH
MOJKE Ja [MPHYHHH perpecus Ha OCHOBHOTO 3abo0/ABaHe.

XnopamdeHHKON

A3010BH aHTHMHUKOTULM ((hIYKOHA30M, HTpakoHazon): U3BecTHO e, Ye a30ToBHTE
AHTUMHAKOTHLM HHXHOHpAT eH3uMHUTe Ha tuToxpom P450. Crobiuagra ce 3a nopuInesu
KOJIMYECTBA TOKCHMYHH NMPOIYKTH OT pa3rpaxaaHeTo Ha upkinodochaMua B KOMOMHALMA C
UTPaKOHAa30JL.

HMuxubutopu Ha CYP2B6 u CYP3 A4 (HeBupanuH, puTOHABHP): €THOBPEMEHHOTO
NPIWIOKEHHE MOXKe 1a HaMalld e(pHKacHOCTTa Ha LHKodochaMig

[Ipasyrpen

CyndonamMuau, Hanp. cyadaauasuH, cyndamMeTokcazon U cyadanipuinH

Tuorena: uMa crOOILECHHA 3a CUITHO MHXMOMpaHe Ha OMOaKTHBALMATA HA LIHKI0(ochaMua OT
THOTENA MPH BUCOKOAO30BH CXEMU Ha XMMHOTEpanu, KOrato THOTENa € npuioxeHa 1 yac
npeau nukinogocpamua. [locneaoBaTeTHOCTTa H BPEMETO Ha MPUIIOKEHUE Ha TE3H ABa
JICKapCTBEHM MPOAYKTa MOraT Aa ObAaT OT pellaBallo 3HaUEHHE.

OnaaHceTpoH: HMa csolilieHus 33 GapMaKOKMHETUYHO B3aUMOJAEHCTBHE MEXTY
OHAAHCETPOH U BUCOKH A03M LuMKnogocdamu, Bogeilno Ao Hamanapaue Ha AUC Ha
uukinodochaMu,.

Nuxuburopu Ha CYP3 A4 (rpeiingpyT (TU1040Be WK COK)): €4HOBPEMEHHOTO MPUIOKEHHE
MOKe JJa HAMATH €(PHMKACHOCTTA WU Ja YBEIHYH TOKCUYHOCTTA Ha LMKIoGochaMHu.
HUunyxropn Ha CYP3 A4 (prudaMnuiiEH, XBIT KAHTAPUOH ). €XHOBPEMEHHOTO MPHIOKEHHE
MOXKE /1a HAMaIU €(PHKACHOCTTA WIM Aa YBEJIMYU TOKCUYHOCTTA Ha LuknodocdaMun.

¢ [JoBHLIEHa KOHLUEHTpALUA HA LIUTOTOKCHYHH META00IHTH MOXE J1a C€ MOABH [IPH:

ANONMypHHOJI: ChOOLLIaBa C€ 3a YBEIUYABaHE Ha MOTUCKAHETO HA KOCTHHA MO3BK.
A3aTHONPHH; MIOBUILEH PHCK OT XEMaTOTOKCHYHOCT (MepHOAPOoOHa HEKPO3a)

XJnopanxuapar

[IimeTHAUH

Ancyndupam

["nuuepanpexun

IlpoTeasnu MHXHOUTOPH: eAHOBpeMEHHATa ynoTpeba Ha npoTeazHd HHXHOHTOPH MOXKe Aa
MOBMIUH KOHLEHTpaLHATA HA UHTOTOKCHYHHTE METa0OJHMTH. Y CTAHOBEHO €, Ye ynoTpebaTa Ha
CXEMH Ha jieueHHe, Da3ypaHM Ha NPOTea3HU HHXHOUTOPH, € CBBbp3aHa ¢ Mo-BHCOKAa YeCTOTa Ha
HHQEKLUHHA U HeYTPONeHUs NIPH MallUeHTH, MpHeMaiy wriiodochaMnul, 10KCOpYyOUIIHH U
erorto3ua (LIJE), oTkonkoTo npu cxeMH Ha nosupaHe Oazrpanu Ha NNRTI. Cvobiiaba ce 3a
[MOBHIIECHA HECTOTA HA MYKO3MT NpH KOMOHHUpaHO nevenue ¢ uukiogochamun (LIE) u
CaKBMHAaBHD.

MHAYKTOPH Ha YOBELIKHTE XeNaTajlHH K eKCTpaxenaTaTHi MHKPO3OMAaTHH €H3H
upToxXpoM P450 ensumure): IoTeHUMAN®T 32 HHAYKUMA HAa XE€NATATHH H €KCTP
MHKPO30OManHH €H3MMH TpaOera Aa ce uMa npeJBH/ NpH NpealieCTRAIIO WIH
€IHOBPEMEHHO JIeYeHHUE C BELECTBA, 32 KOUTO € M3BECTHO, Y€ MPEJU3BUKBAT
aKTHBHOCT Ha T€3U €H3UMH KaTo pudamMnuH, peHoOapOuTan, NpUMHIOH, Kap
(GEHUTOMH, HKBIT KAHTAPUOH, OEH30AHA3ENMUHH H KOPTHKOCTEPOUIH.
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PapMakOJUHAMHYHH B3IAUMOJECHCTBHA W B3aHMOJAEHCTBHA ¢ HEHM3BECTCH MEXAHH3BM, MOBIHABALIH
ynorpebaTa Ha nMrnodochamua

KombunupaHa Wiy nocieasauia ynorpeba Ha uukiogochamMu H ApYrd CPpEACTBa ChC CXOHA
TOKCHUYHOCT MOXeE Aa JoBeje A0 KoMOuHKpaHH (NOBHIlLIEHH ) TOKCHYHH eDEeKTH.

o [lopHIlIeHaTa XeMaTOTOKCHYHOCT W/ MK UHMYHOCYTIPECHA MOKE [1a Ca B pe3yJITaT OT
KOMOHHHUpaHUTe edeKTH Ha LUHKITodochaMu U, HAIpUMEP

- ACE naxuouropu: ACE HHXubuTOpHTE MOXKE Aa NPUYHHAT NEBKOMECHHA.

- Haranusymab

- Iakmurakcen: CroblaBa ce 3a MOBHUICHA XEMAaTOTOKCUYHOCT, KOraTo LHKIodpochaMu e
npuiaraH cieg HHeY3usa Ha NaKiIuTaKcell.

- Thasuauu auyperuin (Hanp. xuapoxnopruasua): Crobuwasa ce 3a MOBULLABAHE Ha
NOTHCKAHETO HA KOCTHHUA MO3BK.

- 3WA0BYaUH

- KnozanuH

e JloBuieHaTa KApAUOTOKCHYHOCT MOXE 1A € pe3ynTaT oT KoMOHHHUpaH eeKT OT HHKIo¢ochaMu
H, HanIpUMep
-  AHTpauMK/IHHH
- MHUTOMHULIMH
-  Ipurapabun
- IlenTocraTun
- JIbueBa Tepanus Ha chbpAe4HHATa 00J1aCT Wik OOJIbUBAHE HA LIAJIOTO TANIO B KOMOMHALIMA ¢
BHCOKH A03M LUKI0GochaMul
-  TpacTy3zymad

e [loeuiienara 6enoapobHa TOKCHYHOCT MOKe a ObJie pe3ynTaTt oT KoMOMHHMpaHusA eeKT Ha
uusodochamun 1, HanpuMep
- AMHOOApoOH
- G-CSF, GM-CSF (granulocyte colony-stimulating factor, rpaHyTOUHT KOJTOHHSA CTUMYJIHPALLL
daxrop, granulocyte macrophage colony-stimulating factor, rpaHyiouMT MakpodareaneH
KOJIOHHA CTUMYJIHpalll $haKkTop): choOLIECHUATA NpeanoaaraT MoBUILeH pHCK oT BenoapobHa
TOKCHYHOCT NP NALUEHTH, JIEKYBaHH C LIHTOCTATHYHA XHMHOTEpanys, BKIFOUYBAILA

iuknogochamun u G-CSF unu GMCSF.

¢ [loBuilieHaTa HePPOTOKCHUYHOCT MOXKe Ja ObAe pe3ynTar oT KOMOMHHpaHHUA eeKT Ha
knodochamug ¥, HanpUMep
-  Am¢otepuuun B
- HAHpoMeTtauMH: uMa cboOLIEHHA 3a OCTpa BOJHA HHTOKCHKALMA MPH € AHOBPEMEHHO
NPUWIOKEHHE ¢ HHAOMETAIHH.

EE!FH B3aUMOJEHUCTBUS

*  AJIKOXO

{Ipu >XMBOTHU ¢ TYMOpH € HaOMI0AaRaHO MTOHWKABAHE HA AHTUTYMOPHATA AKTHBHOCT MPH NMPHEM Ha
€TaHOJ (AJTKOXO0JT) H €AHOBPEMEHEH NPHEM Ha HUCKa J03a UMKIogocdhaMun nepopanyo. I1pu HAKoH
MALMEHTH, AJIKOXOIBT MOKE 13 MOBMILM raJ€HETO U MOBPBIIAHETO, NPSAW3IBUKAHH OT
uprnodochamun. [lopanyu ToBa, NallMEHTHTE, JIEKYBaHH C HHKI0¢gochamMu He TpaOBa ga
ynorpebsapat ankoxon. Lluxinodochamun CaHnos e NpoTHBONOKa3aH MPU NALMEHTH Ha Bh3pacT NoA
5 roAMHU Nopaiu CbAbPKAHUETO HAa €TaHOJN U MPONUWIEHINIUKON (BXK. TOUka 4.3).

e ETtanepuent

[Ipu mauMeHTH ¢ rpaHy/I0MaTo3a Ha BereHep, n00aBSHETO HA eTAHEPLIENT KbM CTAH/
BKTIOYBALIO uMKIodocaMua, € OWIO CBbP3aHO ¢ MTO-BHCOKA YE€CTOTA HA HE-KOXKHH C
3/I0KAYE€CTBEHH TYMOPH.

o Merponuzazon




Crobuiasa ce 3a 0cTpa eHiledaionaTis Npy NalUeHTH, MOTy4YaBall LMKIuTodochaMua 1
MeTpoHHaa30. [IpHunHHO-ceACTBEeHAaTa BPB3Ka HE € ACHa.

B npoyuBaHHs NPH XXHUBOTHH, KOMOMHALMATA OT LUKIOPOChHaMHI C METPOHHAA30] € OWla CBBP3aHa ¢
MOBHIIEHA TOKCHYHOCT Ha LIHKJI0(ochaMu.

e TamokcudeHn
EnnoBpemeHHaTa ynoTpeba Ha TAMOKCH(IEH ¥ XHMHUOTEPAIUA MOXKE 12 IOBHUWIH PUCKA OT Pa3BHTHE
Ha TPOMO0eMOONINYHU YCIIOKHEHUS.

B3anMozaercTBHA, MOBAMABALIH (PapMaKOKHMHETHKATA H/HWIK ACHCTBHETO Ha APYIH IEKApCTBa
e DbynponuoH
MeTtabonu3mMeT Ha uMkiIodochamua ot CYP2B6 Moxke Aa HHXHOMpa MeTabonv3Ma Ha OynpONHOH.

o Kymapuuu
Cro01uaBa ce, KaKTO 3a NOBMIIIABAHE, TAKA H 32 HamMaABaHe HA epeKkTUTe Ha BapdapHH NpH
NaleHTH, NpHeMallid BapdapuH ¥ uuKiodochamMHa.

¢ lluknocnopus

HabmonaBatu ca mo-HUCKH CEPYMHH KOHLIEHTpALIMM HA LIMKJIOCTIOPHH MPH MaLMEHTH, TPHEMALLH
koMOHMHALMA Ha LMKIIOodochaMua B LMKJIOCTIOPHH, B CPABHEHHE C TE€3M MALMECHTH, KOUTO NPHEMAT
caMo muKIocnopHH. Takosa B3auMOAEHCTBHE MOXE JIa JOBEAC A0 MOBULLCHA YECTOTA HA peakLMA Ha
npucaakara cpeury npuemauka (graft versus host disease (GVHD)).

¢ JlenonapHaupallll MHOPENAKCAHTH

JleueHueTo ¢ uuKinodocdamua NpHIMHABA 3HAYHUTE/THO H NMPOABLKHUTETHO HHXUOUpaHe Ha
AKTHBHOCTTA Ha XOJIMHeCTepa3ara. Moxe 1a ce NMossH NPOABIDKHTENHA alTHEs TIPK €AHOBPEMEHHO
NPUAOKEHHUE HA JeMONApU3HpaAIlY MYCKY/IHH peTakCaHTH (Harp. CYKUMHHIXONWH, CYKCAMETOHHYM ),
B pe3yJ/ITaT Ha MOHWKABAHE HA HUBATA Ha [ICEBAOXOJIMHECTEpa3a. AHECTE3HOOr'BT TPAOBA Oa Oble
npeaynpeacH, ako MalueHTsT € OUIl JIeKyBaH ¢ udkiaogocdamMun B pamkure Ha 10 1uu npeny
BEBEXJaHEe B 00111a aHeCTE3HA.

e JIMrokcuH, p- alleTUIAMIOKCHH
HAmMa ¢pobmeHus 3a HapymeHa abcopOLusa Ha JUMOKCHH U B- aUeTHUIIMIOKCHH TaONMeTKH 110 BPpEeME Ha
€AHOBPEMEHHO NMpuarate ¢ IMTOTOKCHYHO JICYEHHUE,

e Bakcunu

[Topaay HMyHOCcynpecHBHHTE €eKTH Ha LiuknodochamMua, MoXKe Ja ce O4aKBa HaMaJIaBaHe Ha
OTroBOpa KbM BakcHMHHpaHe. M3noa3paHeTo Ha )KUBH BaKCHHH MOXKE J1a JOBeAe J0 MpeAH3BHKaHA OT
BakCcHHaTa MH}pexuus.

e Bepanamun
Crofuasa ce 3a HapyuieHa upeBHa abcopbuua nmpu nepopaieH NpUeM Ha BeparaMull.

¢ CyndoHUNypeiiHH IPOU3IBOAHH
HupoTO Ha KpBBHA 3axap MOXe Jia cnagHe, ako uukiopochaMud M CyaPoHHITYpeiHY NPOU3BOAHH Ce
M3M10/13BAT €AHOBPEMEHHO.

4.6 @epTHIAHTET, OPpeMEHHOCT H KbPMEHE

JXeHH ¢ JeTepOocH MOTEHLHA
Mowmuuera, 1eKyBaHH ¢ LuKinodochaMul Mo BpeMe Ha npeamnmybeprera, 0oOMKHOBEHO p
HOPMATHY BTOPUYHH MOMOBU XapaKTEPUCTHKH U UMAT peIOBHA MEHCTPYaLIM.

Momuuera, neKyBaHH ¢ LuKiiodochamMua no speMe Ha npeanybdeprera, B IOCIEACT




MomuueTa, JekyBaHH ¢ HuKaodochaMu, KOUTO ca 3ana3uiv QyHKIUUATA Ha SHUHHLIMTE Clle]
3aBbPIIBAHE HA JIEUEHHETO, Ca HANIOKEHHU Ha MOBHILEH PHCK OT pa3BHTHE Ha NMpeXAeBpEMEHHA
MeHoTiay3a (CriHpaHe Ha MeHCTpyauuara npeau 40-roauiiHa pp3pacT).

KoHTpauenuusa npyu Mbxe ¥ XKEHH
XKeHuHre He TpaAOBa aa 3a0peMeHABAT 10 BpEMe Ha JISUEHHETO U 3a nepuoy, oT 12 Mecena ciex

[pEeKpaTABAHE Ha JIEUCHHETO.
Mnxete He TpsbBa Aa cTaBar OalM o BpeMe Ha JIEUSHUETO H 3a [epUol OT 6 Mecela cief

INpEKPATABAHEC HA JICUCHHUCTO.
CEI{C}’HJIHG AKTHBHMTC XCHH U MTLBIKC Tpaﬁaa Ja H3IOJA3BaT eq)BKTHBHH MCTOOH 34 KOHTpAaLCIILHNUA IIPE3

TOB& BpeMe.

bpeMEHHOCT
Linknodochamua npeMuHaBa npe3 IulalieHTapHaTa dapuepa.

Hma MHoro orpaHuyMeHH JaHHM 3a ynoTpedarta Ha uuknogochamua npy OpeMeHHd xeHu. ma
ChOOILEHHA 32 CepHO3HH MHOXECTBCHH BPOAEHH OTKJIOHEHUS ciiell yrnoTpedara npes nbpBuUs
TPUMECTB).

[TpoyuBaHMATA MpPU KUBOTHH ca [TOKA3ATH TEPATOTCHHOCT U JIpyra perpoayKTHBHA TOKCHUHOCT (BiK.
TouKa 5.3).

Mmaiiki npeaByUa JaHHHTE OT ¢CHODOLLEHHS NIPH XOpa, NMPOYYBAHUATA BEPXY KMBOTHH U MEXaHH3Ma Ha
neficTBHe Ha LMKIodochaMu, He ce MpenopbuBa Ja ce ynorpedsBa no BpeMe Ha OpeEMEHHOCT,
0COOEHO MpeE3 MIbPBUA TPUMECTDBP.

M3naranero Ha nukinogochamMuy in uterc MoXxe aa nOBEAE A0 COHTaHeH abopr, 3a0aBsaHe Ha pacTexKa
Ha r1oga U PeTOTOKCHYHHU e(deKTH, MPOABABALIHU C€ IPH HOBOPOAECHOTO, BIJIIOYMTEITHO
NIEBKOLIMTOTIEHHS, aHEMHS, IAHLKTOTIEHH A, TEXKKA XHIMOIUIa3kA HA KOCTHHA MO3BbK H raCTPOEHTEPHT.

HPH BCCKH OTACJICH Cﬂ}"{ﬂﬁ MOTCHIHANHATA I10J13a OT JICHEHHCTO 'I]JHGB& Aa €€ IIPpCUCHH CIIPpAMO
NOTCHUHAJIHUA PHUCK 34 ILJ1o44a.

KbpMeHe
[luxnodochaMua ce eKCKpeTHpa B KbPMAaTa M MOXKE J1a IIPUYUHY HEYTPONESHUSA, TPOMOOLIMTONEHHA,

HUCBK XeMOrNI0OMH H anapua npu aeua. Luknodocdamua € npoTuBONOKa3aH 1o BpeMe Ha KbpMeHe
(BK. TOouka 4.3).

DEPTHNUTET
Luxnodochamua noBIKABa OOreHe3aTa H crniepMarorenesara. Moxe fa pHYNHU CTEPHITHOCT U IPH

asata nona. [Ipu xenure uuKIo¢pochaMua Moxe Aa NPUUHHHM MpeXoAHa WIH IOCTOSHHA aMeHopes,
OJIMTOMEHOpES, 8 MOMYETATa, JEKYBaHH ¢ iHKIodochaMua no Bpeme Ha npeamybeprera, MOXKe Aa
pa3BHUAT OJHUIOCIIEPMUA WIIH a300cTiepMHa. MbxeTe, TeKyBaHH ¢ LIMKI0hochaMua, MOKE 1a pa3BHAT
OJIMroCnepMHa MK azoocniepMus. [1penu 3amouBaHe Ha IeUEHHE MPU KEHH U MBXKE C
nukinodochamun, e Tpadea ga 6vaaT HHGOPMHPAHU 32 BBIMOKHOCTTA a4 ChXPaHAT KU3HECTTOCOOHH
AHLECKICTKA WIH CIEPMAaTO30HIH NPEAM JICHSHHETO.

4.7 EdexTn Bopxy cnocofHOCTTA 32 modupaHe H pafoTa ¢ MALIUHH

[Tpn nauueHTH, NOIJIOKEHHM Ha JIeUSHUE ¢ uMKnopocdhamMui, MOXKE 13 €€ MOABAT HEXKEJTaHU pPeaKIiHH

(BKJIIOYBALLH raJcHe, MOBpbIUAaHE, 3aMasHOCT, 3aMBIJICHO BHKAAHE, HAPYIIEHHA HA 3pEHHETO), KOUTO
MOX€E Aa AOBIMAAT cnOCOoDHOCTTA 3a WodrpaHe unH pabota ¢ mamnun. Lnknodocdamma nggg:L
ChABpPXa NMOMOIIHO BEIIECTBO eTaHoN (AIKoXou). KonnyecTBOTO ankoxo/1 B TORa JieKap
NoBJuse Ha criocobHOCTTA 32 wodupaHe UM paboTta ¢ MalikMHH (BxK. To4Ka 4.4). Pen
iopupane win padora ¢ MalunHK TpsOBa na ¢ Ha 6aza MHAMBUYANHA OLCHKA.

4.8 Hexenann JeKaAPCTBEHH PeaKIHH




YecToTaTa Ha HEXENAHUTE PEaKLiMy, ChboOLICHHN B TabnuuaTa 11o-10J1y, € U3BNIeYeHa OT KITHHHYHH
M3MHTBaHHA U OT [MOCTMAPKETHHTOBHA OIKT H € OMPEACNICHA KATO € U3M0JI3BaHa ClleiHaTa KOHBEHLIUA:

MHOro 4ectH (>1/10), wectu (> 1/100 mo <1/10), neuecn (= 1/1 000 no <1/100), peaxu (> 1/10 000
no <1/1 000), muoro peaks (< 1/10 000) 4 ¢ HEHM3BECTHA YeCTOTA.

CucteMo-opraeH Kiac IIpenopnunTenen Tepmun 00 MedDRA YecToTa
(COK)
Mudekunu 4 uHbecTauuu Hudexuun’ Yectn
[THeBMOHUS? Heuectn
Cencuc! Heuectn
Heonnazmu — Ocrpa neBkeMus’ Peaxu
N00pOKAYECTBEHH, MuenoauciacTUUeH CUHAPOM Penxu
3/I0KaYECTBEHH M BTopnuHH 310KaYECTBEHH 3300N9BaHNA Penxu
HEOMPEACNEHH {BKJI. KHCTH U Pak Ha NHKOYHHA MEXYp Penxu
MO/KITH ) Pax Ha yperepa Penku

CUHAPOM HA TYMOPEH JTH3HC (XUNIEPYPHKEMMUS )
HexoHKKHHOB CHHIPOM

MHoro peaku
C HeHu3BecCTHA

4yecToTa
CapkoM C Hen3BecTHa
4yecToTa
bBOpPEeUHO-KIETHUCH KAPLHUHOM C Heun3sBeCTHA
4yecToTa
Pak Ha OB0peuHOTO IEreHye C HeH3BeCcTHa
4yecToTa
Pak Ha IIIMTOBWIHATA XK1€3a C Hen3BecTHa
YeCTOTA
HapyuieHus Ha Kpb8Ta H Muenocynpecus® MHOro 4ecTH
nuM{HAaTa CUCTEMA JleBkomeHus MHoro yectH
HeyTtponeHus MHoro yecTH
deOpunua HEYTPONICHHA Yectu
TpombouuroneHus Heuectn
AHeMuA HeuecTn

JiceMMHHpaHa BbTPECHAOBA Koaryalus
XeMOJUTHUYHO-YpeMHYEH CHHAPOM

MHoro peaxu
MHoro peaxn

ArpaHy1oUHTO3a C Heu3BeCTHA
4ECTOTa
JInmdoneHus C HeusBecTHA
4EeCTOTa
[Tonwxen xemornobuu C Heu3BecTHa
4YeCTOTa
Hapyiesys Ha HMyHHaTa HUmyHocynpecus MHoro yectH
CHCTEMA AHapwnakTuuHa/ AHapUIaKTONAHA peaKLms HeyectH
Peakiiyis Ha CBpBXUYBCTBUTENHOCT HeuecTu
AHa(QHIaKTHYEH HIOK MHoro peaku
Hapyienns Ha engokpuHHata | CHCAJIX (cuaapom Ha HeanekBaTHA CEKpelud Ha | Peaku

CHUCTEMA

AHTHJHYPETUUESH XOPMOH)
BoaHa HHTOKCHKALUKUA

C Heu3BecTHa

YeCTOTa
Hapyuienns Ha Merabonusma 1 | AHOPEKCHS Heuecrn
XpaHeHEeTo Jlexuaparaums Penku
XHUnoHaTpHEMHSA MHoro peaku

3aabpKaHe Ha BOJA
[loBHiLEeHA rNMOKO3a B KPHBTA

[IoHuxeHa rnoKo3a B KPBETa

[Icuxu4uHH HapylIeHHUSA

CbcrosHUe Ha oObpkBaHe




Hapyuienus Ha HepBHaTa [Tepucepra HeBpoOnaTUA HevectH
CHCTEMA [TonrnHeBpONaTHs HeuecTn
Heppanrusa Heuectr
KonByncun Penku
3amMasHOCT Penxu
Jncreysus MHoro peaxu
XHUIIOTey313 MHoro peaku
[lapecTe3ns MHoro peaku
HespoTokcHuHoCT C HeH3BecTHA
YeCTOTA
CuHapoM Ha oOpaTuMa 3aaHa C HeuzBecTHA
neskoeHuedanonarys’ 4yecToTa
Exuedanonarms C HensBecTHA
4YEeCTOTa
HapyiieHus Ha ovuTe 3aMBIIIEHO 3pEeHuUe Penxu
3pUTENTHO YBpEXKAaHE Peakwu
KOHIOHKTUBMT MHoro peaxku
OTOK Ha OKOTO’ MHoro peaku
[loBHLIIECHA NAKpHMaLUA C HEeU3BeCTHA
4eCTOoTa
Hapywienus Ha yXOTO H I'nyxota Heuectn
nabupuHTA [Liym B yiumre C Heu3BeCTHA
4eCTOTa
ChbpaeHHH HapylLLIEeHUA KapavomuonaTHs Heuectu
Muoxkapaur HeuectH
CbpaeyHa HeAOCTATBYHOCT® Heuectn
Taxuxapaung HeuyecTu
KamepHa apuTMus Penxu
CynpaBeHTPUKYJIAPHA APUTMHUA Penku
KamepHo MBKaEHE MHoro peaxu
CreHnoxkapaus MHoro peaku
MuokapaeH HHDApKT MHOro peaxku
[lepukapaut MHoro peaku
[TpeachpaAHO MBXKIEHE MHOro peaku

Cupneuen apect
KamepHa Taxukapaus

KapanoreHeH ok

IlepuxapnacH H3IHB

bpaauvkapaus

[lannuraumu

Ynbioken QT Ha enekTpokapanorpama
MHoKapaeH KpEBOH3/IUB
JleBoKaMepHA HEAOCTATBYHOCT

HaMmaneHa ¢pakiiuga Ha N3TIACKBaHE

Cba0BH HapyIIEHHA

3auepBABaHe
KpbBOK3ITHE
TpomboembomHs
XUNEPTOHUA

MHoro penku
C HeH3BecTHa
YeCTOTa
C HeHW3BecTHa
yecToTa
C HeH3BeCTHaA
yecToTa
C HeM3BeCcTHA
4YecToTa
C HeusBecTHa
YeCcTOTAa
C HeH3BecTHA
YecToTa
C Heu3BecTHa
yecTora




XMUIIOTOHUSA MHoro peaku
benoapobua embonus C Heu3BecTHa
4yecToTa
BeHo3Ha TpomO03a C HEU3BECTHA
4eCcToTa
Backynur C HeH3BeCcTHA
YyecToTa
[Tepudepna ucxemus C HeH3BECTHA
4yeCcTOTa
PecrniupaTopHH, rpbIHH U CHaapoMm Ha ocTep pecnivpaTopeH guctpec (COPJI) | Muoro peaxu
MEAMACTUHANHM HapymeHus™ | XponunuHa GenogpobHa uHTepcTHUHANHA Gubposa | MHOro peaxu
benoapobeH orok MHoro peaku
bponxocnazsm MHoOro peaku
JlncnHes MHoOro peaxu
XHUINOKCHA MHoro penku
Kaumnuua MHoro penku
benoapobHa HeAOCTATEYHOCT MHoro peaxu
benoapobua xuneproHns MHoro peaxku
HazanHa KOHrecTus C HeM3BeCcTHA
4ecTOTa
Opodapunreanta 6onka C HeHnsBecTHA
4yecToTa
PuHopes C HeH3BeCTHA
4YeCcTOTa
Kuxane C Hen3pecTHaA
4YEeCTOTa
benoapobna BeHOOKTY3HBHA OonecT C HeH3BecTHa
4yecToTa
ObnurepaTHBEH OPOHXUOJIHT C Heu3BeCcTHa
4ecToTa
ANCPruvcH alBeosIuT C HeH3BECTHA
4YeCcTOTa
C Heu3BecTHa
[IHeBMOHUT YecToTa
C HeM3BeCTHA
I1neBpaneH U3nUB 4eCTOTa
CTroMaliHO-4peBHH HapyuleHHA | Bp3naleHue Ha TUraBuuara Yecrn
XeMOparuyeH eHTEpOKOIUT MHOro peakn
s13Ba MHoro peaxku
OcCTbp NaHKpeaTUT MHOT0 peaKu
Acuur MHoro peaku
CTOMaTHT MHOro peaKH
Huapus MHoro peaxu
[Torprinane MHoro peaku
3anex MHOro peiku
['anene MHoro peaku
Kopemua bonka C Heu3BeCTHA

Br3naneHue Ha NapoOTHAHUTE CIIIOHYEHM XJIE3H
CToMAaLIHO-YPEBEH KPBhBOM3/IHR

Bo3arnaneHue Ha LHCKYyMa

Konurt

yecToTa
C Heu3BeCTHaA
4yecToTa




Extepur C Heu3BeCTHA
4eCcToTa
Xenarobwnuapuu Hapyiuenna | Hapywerna yepHoapofHa ¢yHkums YecTH
XenaTur Penxu
Benoorny3ueHo YepHOApOOHO 3ab0nsaBaHe MHoro peaxu
XenaroMmeranua MHoro peakH

KbnreHuna
XOonecTaTUuYeH XEenaTuT

MHoro peaxu
C HensBecTHA

4eCTOTA
XenaToToKCHYHOCT ' C HEH3BECTHA
YECTOTa
LIUTONMUTHYEH XenaTUT C HEH3BECTHA
4eCcToTa
Hapyluenns Ha Koxara Anoneuus’'’ MHOro yecTH
NOAKOXHATA ThKaH Obpus Penku
JlepMaTHuT Penkwu
Obe3LBeTABaHE HAa HOKTHTE Penxu
O6e3lBersBaHe Ha Koxkarta'? Penxu
CuHapoM Ha Stevens-Johnson Penku
TokcHyHa enuaepMaTHA HEKPOIM3a MHoro peakn
JInuepa epuremMa MHoro peaku
[IpypuT (BKAIOUHTETHO BB3INAIUTENCH ChpOex) MHoro peaku

Eputema myntudopme
CHHAPOM Ha naJIMapHO-IJIaHTapHA

MHoro peaku
C HeuzBeCcTHA

EPUTPOIH3ECTE3NA (CHHAPOM PBKa-Kpak) YEeCTOTA
YpTukapus C Heu3BeCTHa
4YECTOTa
Eputem C Hen3BecTHa
4YecToTa
OTok Ha JTULETO C HeH3BecTHA
4eCcToTa
Xunepxuaposa C HeusBecTHA
4yeCToTa
HapyweHnus Ha MyCKyaHO- PabaomMuonuza MHoro peaku
CKEJIETHATA CHCTEMa H Kpamnu MHoIo peaku
ChEAMHHUTEIHATA THKaH Cxneponepmus C HeusBecTHa
4YeCTOTa
MyCKYJIHH ¢ra3sMu C HeusBeCTHA
4eCTOTa
Mmuanrus C Heu3BecTHa
4YecTOTa
ApTtpanrus C Heu3BecTHa
YeCTOTa
HapyuieHus Ha Ou0penuTe U Lucrur MHOro yectu
NMUKOYHHUTE [TBTHILA Mukpoxemarypus MHOro 4ecrtu
XeMOparuueH UUCTHUT YectH
MakpoxeMaTypus Yecru
CyOypetaneH KpbBOH3/IHB MHoro peaku
OTOK HA CTEHAaTa Ha MUKOYHHA MEXYDp MHoro peaku

Oubpo3sa v ckepo3a Ha THKOYHHAA MEXYP
b1OpeuHo yBpexkaaHe

[IoBULLIEH KpEaTHHHH B KPbLBTA
bubpeuna TyOynHa Hekpo3a

Hapyuienue Ha 6b0peunure TyOynu

ToxcuuHa HedponaTus




XeMOoparuueH yperepur

C HeHu3BeCTHa

YeCTOTa
KoHTpakTypa Ha IUKOYHUA MEXYP C HEU3BECTHA
4yecToTa
Hedporenen 6e3skycen auabder C HeusBecTHa
4eCTOTA
ATHIIHYHH CMTHTEIHMA KIETKHA Ha MUKOUHHA MEXYP C HEH3BECTHA
4ECTOTa
[ToBuILIEH ypeeH a30T B KpbBTa C HeusBecTHa
4yecToTa
CBCTOSHHA, CBBP3aHH C [TpexxaeBpEMEHHO paXkaaHe C HEU3BeCTHA
OpeMeHHOCTTa, POAOBUA H YeCcTOTA
NOCIIEPOAOBHA NEPHON
Hapyuienuns na Hapyumiernue Ha cniepMaToreHe3ara YecTu
BBL3NIPOH3BOIUTENHATA CHCcTeMa | Hapymienue Ha oBynauuaTa (pAaKko HeOOpaTUMO) HeuectH
U I'bpaara AMeHopes > Penku
Asoocnepmus/acnepmus Penku
OnaurocrnepMus’ Penku
besnnoaue C HeusBecTHA
YeCTOTa
HenocTaTb4HOCT HA AHYHKLIATE C HeMu3peCTHA
4yecToTa
OnuromeHopes C HeusBeCTHA
4YeCTOTA
ATpodHA HA TECTHCHTE C HeusBecTHa
4eCcTOTa
Bpoaenu, paMUnHY H BrrpeMaTouHa CMBPT C Heu3BeCTHA
reHETHYHHM HapyllIeHUA YEeCTOTA
detanHa MandopMauus C Hen3BecTHa
4YeCcToTa
3JabapaHe Ha pacTeka Ha IU10Ja C HEHU3BECTHA
4eCTOTa
deTanHa TOKCHYHOCT C HeusBecTHa
4ecToTa
KaHueporeseH eQekT BbpXy NOTOMCTBOTO C HeusBecTHA
4ecToTa
O6um HapyLieHHa U epekT Ha | Tpecka MHoro yecTH
MSICTOTO Ha MPWJIOKECHHE Btpucase YectH
ACTCHHA YecTu
HepasnonoxeHue YecTH
YMopa YecTn
boJika B repaure Peaoku
I naBobonue MHoro peaku
[TonuopraHHa HEAOCTATBHYHOCT MHoro peaku
Peakuuu Ha MACTOTO Ha HHXXEKTHpaHe/MHY3HA MHoro penku

(TpoMb03a, HeKpo3a, ¢i1eOuT, Bb3naneHue, 0oJika,
OTOK, EPUTEM )
baBHO 3a3apaBABaHE HA PaHH

C "ensBecTHa
YyecToTa

HUscnensauus

[ToBHilleHa KpbBHA JIAKTAT ACXHAPOTreHa3a
[loBuireH C-peakTHBEH NMPOTEUH

[IpomeHu 8 EKI

HamaneHa ¢pakuus Ha U3TNACKBAHE Ha JIABATA
kamepa (LVEF)

HaaaasaHe Ha Terio

[10-HACKU HHBA HA XKEHCKUTE MOJIOBH XOPMOHHU

Heuvectn




[loHwkeHn HUBA HA €CTPOTeH B KPBBTA C HeusBecTHa
4ECTOTa
[ToBuLIEHH HUBA Ha FOHAJOTPOINH B KPbBTA C HEeU3BECTHA
4ecToTa

! MOBHMIIEH PHCK OT MHEBMOHHA H 060CTpAHE Ha NHEBMOHMA (BKIIOUMTENHO ¢ (paTaleH HIXOM), APYTH
bakTepHaTHy, rbOMYHY, BUPYCHMU, IPOTO30HHH U Napa3HTHY UH(PEKIUH, pEaKTHBKPaHe HA JaTEHTHU
uH(EKIHH, BTIOUHTEIHO BHPYCEH XENaTHT, Tybepkyiosa, JC rupyc ¢ nporpeciBHa My ATH(OKanHa
neskoeHLedanonatid (BKIIOYHTENHO ¢ daTalleH U3XOR), preumocystis jiroveci, Xxepnec 3ocrep, strongyloides,
CEeNcHC M CENTHYEH MIOK (BITHOYHATENHO € daTaneH u3xon).

¢ BKNIOYHTENTHO ¢ haTaneH W3xoa

3 BKMIOYHTENTHO OCTPa MUEJTONIHA JIEBKEMHSA, OCTpa IIPOMHUETOLMTHA JIEBKEM U

* mposABeHa KaTO HEAOCTATBYHOCT Ha KOCTHHA MO3BK, MAHLMTONEHNA, HEYTPOINIEHHA, arpaHyJIOUMTO3a,
rpaHyNOLMTONEHUA, TPOMOOLUTONERMA (YCIIOKHEHHUE OT KbPBEHE), IEBKONCHMS, aHEMUA

3 mposiBEHA KAaTO MHEJIONATHA, NeprdepHa HEBPONATUA, NOJHHEBPONATHA, HEBPAJIrug, TH3ECTE3NA,
XHMIIGECTEIUA, [TApECTE3Hs, TPEMOP, AUCIeY3Hs, XUIOTEY3HA, TAPOCMHUSL.

® nposBeHa kaTo riapobonye, MPOMEHEHO NICUXHYHO PYHKUMOHHpaHE, NPUNaIbLXd 1 aOHOPMHO 3peHHe OT
3aMBbITIEHOCT 0 3aryfa Ha 3peHHe

7 Habmonasa ce BbB BPb3Ka ¢ alepriyHa peaxumns

 BRIIOUHTENHO ¢ daTaneH H3Xo

? BeIpexy, ye 4ecToTaTa Ha 6eJloApoOHa TOKCHYHOCT, CBbp3aHa ¢ HMKIopochaMul € HUCKa, POrHo3aTa 3a
3aCETHaTHUTE NALUEHTH € JIoLIA.

19 YepHoapoOHA HEAOCTATHYHOCT, YepHOAPOOHA eHledaTonaTHs, aCUMT, XeNaTOMeraius, XbITeHHLa, NOBHLIEH
OuwMpyOUH B KpbBTa, NOBUILCHH YepHOAPpOOHM eH3uMH (ASAT, ALAT, ALP, rama-GT)

'l Moxe na nporpecupa A0 OIUICILIHBABAHE

'2 Ha nnaHuTE H [IETHTE

13 TTepcucTHpaly

3abenexka:

Hsakou yenoxuHenus kato TpomMboeMbonus, AMCeMUHHPaHA HHTPABACKYIapHA KOATYJIaLUsA U
XEMOJIHTHYHO-YPEMHYEH CHHAPOM MOTaT Jia C€ NOABAT B pe3y/iTaT Ha NMOAJIeXKaloTo 3abonaBake, HO
YE€CTOTATA HA Te3M YCIOKHEHHA MOXKe Ja C& YBEIWYM nopanu xumuorepanusta ¢ Lluknogochamun
Cannos.

Cpo011aBaHe Ha NOAO3HPAHH HEXE/AHU PEAKIIHU

CrobliapaHeTo Ha MOAOIMPAHMN HEXKEITAHKM PEAKLIMH ClIe] paspelnasaHe 3a ynorpeba Ha
JIEKapCTBEHUS NPOLYKT € BakHO. TOBa No3BONABA Aa NPOABL/DKH HaOMOAEHHETO HA CHOTHOLLIEHUETO
r0Ji3a/pHCK 3a JIEKAPCTBEHHA NPOAYKT. OT MEAMUMHCKUTE CIIELIHATUCTH C€ H3UCKBA A ¢hOOLIABAT
BCAKA MOAO3MPAHA HEXENaHa peakims upe3 N3nbIHUTENHATa arcHUUA 110 IeKapeTBarTa, yi. ,,JamsH

[pyes” Ne 8, 1303 Codpus, ten.: +35928903417, yebceaiit: www.bda.bg.

4.9 Ilpenosupane

CepHo3HMTE NMOCIEICTBUA OT NpeAc3dpaHe BKIAKOYBAT MPOABHA HA J0303aBHCHMM TOKCHYHH eEeKTH
KaTO MHUEJIOCYTNIPECHSA, YPOTOKCHYHOCT, KAPAUOTOKCUHHOCT (BKAIOYMTENHO ChPASHHA
HeJOCTATEMHOCT), BEHOOKITY3HBHO Y€pHOAPOOHO 3ab0onsBaHe U croMaTHT. Brokre Touka 4.4,

[TauueHTHTE, KOUTO ca SWM Npeao3UpaHy, TpAOBa BHUMATENHO Aa Obaar HaOmogaBaHU 3a pa3BUTHE
Ha TOKCHYHH €(eKTH M MO-CNEeMATTHO Ha XeMaTOTOKCHYHOCT.

Hama cneuudHueH aHTUAOT NpH Npeao3dpaHe ¢ HHKnogochamua.

Huxnodochamua H HeroBHTe MEeTAOONHTH MOraT Aa ObAaT OTCTPAHEHH Ype3 JHaIH3a. 3aTOBA €
MoKa3aHa CliellIHA XeMOAHau3a MpH JICYEHHUE Ha BCAKO MPEAO3HPAHE ChC CYHIIMAHA LEN, CTydaiHo
npeno3upaHe WY HHTOKCHKALHUA.

HpH [pcao3npaHe TpﬂﬁBa Aa CC O4YaKBa MHCJIOCYIIPCCHA, TIPEIWUMHO JICBKOILIHTOIICHNA. T
[MpOAB/DKHTCITHOCTTA HaA MHCIIOCYIIPCCHATA 2aBHCAT OT CTCIICHTA HA NPCA03UPaHE. Heo
BHHMATECI/THO NTpoC€daBaHeC HA KPbBHATA KAPTHUHA U H&ﬁ.l'llﬂ,[lﬁHHE Ha [IalUHCHTA.

[Tpn HeyTponeHus Tpabea na ce MpuiokK NpodunakTika Ha UHGEKLHH, a NPH HATAY




— aJIeKBaTHAa aHTHOHOTHYHA Tepanus (LIHPOKOCNIEKTbPHA aHTHOMOTHULIM, €BEHTYATHO B KOMOMHALIUA C
G-CSF/GM-CSF).

[Tpu TpoMOouuTOneHUs TpAGBa 1a € OCUTYPH 3aMECTBAHE C TPOMOOLIUTH CIOpEa HYKIUTE.

[Tpenozupanero TpsabBa ga ce oBnaaee ¢ NOALBPAKALIN MEPKH, BKITIOYHTENHO NMOAXOOALIH, Hak-
ChBpPEMEHHH METO/IH 3a JICUCHUE HA BCUYKH €JHOBPEMEHHO BB3HHUKHAIH UHPEKUHH, MHETOoCYpecHs
WIH JPYTrH TOKCHYHH €(PEKTH, B CTyuail, e ce MosBAaT.

[Ipodunakriuka Ha UMCTUT ¢ yponpoTekTop ¥YpomurekcaH (INN: MecHa) Moxke ga nOMoTHeE 3a
NpeAOTBPATABAHE WM HaMaJIABaHe HA YPOTOKCHYHHUTE e(PEKTH B CITy4ail HA NPEeO3HPAHE C

uuknodochamun.

5. ®APMAKOJOI'MYHH CBOUCTBA

5.1 dPapmMakoagHHAMHYHH CBOICTBA

PapmakoTepaneBTHYHA rpyna: AHTHHEOIUIACTHYHH H MMYHOMOAY/IHPALLH CpeICTRa,

AHTHHEOMNACTHYHH CPECTBA. ANKWIMpAILKW areHTH. AHano3u Ha asotHud unput, ATC xon;
LO1AAQ].

[uxnodochamun e nokazan, ye IMa LUTOCTATUUEH e(eKT IPH MHOTO BHAOBE TYMOPH.

[luxnodochamua yuacTsa peposTHO B S- v (2-¢pa3aTta Ha KIE€TBYHHA LMKBIL.

OcTaBa 1a ¢ JOKaKE AU LUMTOCTATHYHHUAT e(eKT 3aBUCH H3LIO OT ankuiHpaHero Ha JJHK unn
OPYTH MEXaAHH3MH MMAT POJisf, KATO MHXMOMpaHE Ha MpOLECUTE Ha TpaHCHOpMaLMsA Ha XPOMATHH WITH
uHxuOupane Ha JIHK nonumepasu. MetabonuTsT akposiedH HAMAa aHTHHEOIUIACTHYHA AKTHBHOCT, HO
€ OTTOBOPEH 3a HeOMaronpUATHUA YPOTOKCHYEH edeKT.

HMmyHocynpecuBHHAT edexT HA nukiiodochaMua ce OCHOBaBa Ha (pakta, ye uuknodochaMua HMa
HHXHOMpai edekT BpXY B-knetkure, CD4+ T-knerkure U B no-Maika creneH sppxy CD8+ T-
KineTkuTe. B nonwiiHeHHe ce npuema, vye LuknodochamMua iMa MHXHOHpaLL eeKkT BBpXY Cynpecopa,
KOWTO perynupa knac IgG2 anturena.

KpbcrocaHa pe3ucTeHTHOCT, OCODEHO MpH CTPYKTYPHO OIM3KU UUTOTOKCUYHM areHTH, Hamp.
udochaMull, KAKTO U APYrH aNKUIUpallM CPEACTBA, HE MOXKe J1a Ce M3KITIOHH.

5.2 DapMAKOKHHETHYHH CBOHCTBA
I {uxnodocdamna ce nprunara kKaTo HEAKTHBHO NpPEIEKApCTBO, KOETO C€ aKTHBHpPA B YepHUs Apod,

A6copOLug
Iuknodocdamun ce abcopbupa 6bp30 U MOYTH HAIMBJIHO OT MECTATA HA MMAPEHTEPATTHO NIPHIOKEHHE.

PasnpeaeneHue
[To-manko ot 20% ot uuknodocdamug ce CEBP3Ba ¢ IUIA3MEHHTE MPOTEUHH, CBBP3BAHETO C

MIPOTEUHUTE Ha MeTabonuTuTe Ha LUMKI0dochaMUa € No-BUCOKO, HO no-Manko ot 70%. Jlo kakea
CTENEH aKTUBHUTE METabONMMTH c€ CBBP3BaT ¢ MPOTCHHA, HE € U3BECTHO.

[luxnogochaMun ce OTKpUBA B LiepeOPOCNIHHANIHATA TEHHOCT U KbpMara. Lluknodochamua m
MeTaboIUTHTE My MOFAT Z1a MpeMHHAT Mpe3 IUTalleHTaTa. W [l
o -V

MeTtaboau3sM

Linknodochamua ce akTHBHpa B YepHHA Apo0 40 aKTHBHUTE MeTa0ONHTH 4-XHIPOK
kIodochamMug U angogocpamua (TaBToMepHa popMa Ha 4-XHAPOKCH- LHHKI0POC
¢aza I merabonnsom ot uuroxpom P450 (CYP) ensumu. Paznuunan CYP uzoeHznmu
OnoaxtuBupaHeTo Ha unKiIodochamua, skmourTentHo CYP2A6, 2B6, 2C9, 2C19u 3

ol B
i N 1.

LTI




2B6 nposassBa Hali-BUCOKaTa 4- XMAPHKCIIAa3HA aKTHBHOCT, JleToKCHKalMATa ce W3BBPILBA MPEAUMHO
upe3 rryTatHoH-S-TpaHcdepasu (GSTAL, GSTP1) u ankoxon nexuaporenasa (ALDHI1, ALDH3).
JIBa 70 YeTHpH 4aca cjie] npujarale Ha UHkiodocdamui, NIa3MeHATe KOHUECHTPALUNA Ha aKTHBHHTE
MeTa0OUTH Ca MaKCHMAJTHH, CNIe/ KOETO HAacThIIBa Obp30 HamMansBaHe HA IUIA3MEHUTE

KOHLICHTPALHH.

EnuMHHMpaHe
[LnasMeHHAT MOJTY>KHUBOT Ha LMKJIoGochaMua e okono 4 no 8 yaca npH Bb3pacTHU U Jella.
[TnasMEeHUAT NOTYKHUBOT HA AKTHBHUTE METADOTUTH HE € M3BECTEH.

Cnepn npwiaraHe Ha BUCOKH i.V. 03K B PAMKHTE HA aJIOTCHHA TPAHCIIAHTALHWA HA KOCTEH MO3EBK,
Nnaa3MeHaTa KOHLEHTpaUHsa Ha YHCT LMKiodgochaMua cieasa IHHEHHA KHHETHKA OT TLPBH pel. B
CpPaBHEHHE ¢ KOHBEHLIMOHAJIHATA Tepanud IpH JieueHUeTo ¢ uuKiiogocdaMul MMa MOBULIABAHE HA
HeaKTHBHUTE MeTaDOJIUTH, KOETO MMOKa3Ba HACHIIAHE HA AKTUBUPAILIATE €H3UMHH CHCTEMH, HO HE M Ha
eTanure OT MeTtabon3Ma, Bojellly A0 HeakTHBHHM MeTabonuTH. [lo Bpeme Ha Tepanus ¢ BUCOKH AO3M
uuKiiodochaMua B NpoaBHDKEHHE Ha HAKOJIKO AHH, HMa NOHWXKABaHE B IUIOLITA MO KpUBATa Ha
[U1a3MEHa KOHLIEHTPALKA-BpEME Ha H3XOAHOTO ChEAUHEHHE, BEPOATHO MOPaaAH ABTOMHIYKLHUS HA
aKTHBHOCTTA HA MMKPO3OMHHA METa00IH3BM.

HuxnodocdaMua M HeroBuTe MeTabOUTH Ce EKCKPETHpAT NPEeAUMHO upe3 6nOpelnTe.
5.3 IIpeakIHHHUHH JAHHH 32 0€30IIACHOCT
OcTpa TOKCHYHOCT

OcTpara TOKCHYHOCT Ha HUKJI0o(ochaMu € CpaBHUTENHO HUCKa. TOBa € AEMOHCTPHPAHO NPH
M3IMUTBAHUA C MHIIKH, MOPCKH CBHHYETA, 3ai1IM U Ky4eTa.

XEOHH‘{H& TOKCHYHOCT
XPOHH‘{H{}TO [NPUITOKCHHUC HA TOKCHUYHHA N03H1 € A0BEIO OO0 '-lepHD,E[pﬂﬁHH JIC3HH, NTPOABCHH KaTo

MACTHa A€r¢HEpalns, CJICIBaHa OT HeKpo3a. UpeBHarta nuraBHia He € Owna 3acerHara. [Iparst 3a
XenaToToKCHYHHTE edekTH ¢ 6un 100 mg/kg npu 3aitim 1 10 mg/kg npu kyuera.

MyTareHHOCT ¥ KaHIiepOreHHOCT

MyTareHHuTe epeKTH Ha HKiiodochaMua ca AEMOHCTPUPAHHU B PA3HYHH in-vitro y in-vivo
uznumeanus. XpoMo30MHH abepauuu cliesl NpriokeHHe Ha HUKiIodochamuy ca HaOMoAaBaHH CBHILIO
npu xopa. Kanueporennure edexTy Ha UHKII0GochaMua ca AEMOHCTPHPAHU MPH NPOYYBAHUA BEPXY
KUBOTHH MPH MIIbXOBE U MHULIKH.

TepaTorgHHOCT

Tepmozennume egpexmu Ha unkiogochaMua ca AEMOHCTPUPAHH MPH PaBIHYHH JKUBOTHH ( MHILIKH,
[UTEXOBE, 3aiLH, pe3yc MaliMyHH U KyueTa). Llnkinodochamun Moxe 1a NpHYHHY CKEJIETHH, THKaHHH,
KaKTO U Ipyru Mmangopmanuu.

6. P©APMAIEBTHYHH JAHHH

6.1 CoHChbK HA NOMOIIHHTE BelIeCcTBAa

Etadon, 6e3Bo/1eH
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HeotBopeH ¢aakoH: 2 roAMHH

Cnen nbpBOTO OTBApsAHE:

Bcekn yacTuuHO m3non3saH ¢GpaakoH TpaOBa a ce ChbXpaHABa B XJIaIWJIHHK IIPU TeMnepaTtypa ot 2°C
g0 8°C. IlpoaykTsT TpaOBa fa ce U3MOA3Ba B pAMKHUTE Ha 28 JHH ciel TbPBOTO OTBapaHe. Beako
OCTAaHAJIO KOJIHMECTBO OT MPOAYKTA TpaOBa a ¢€ H3XBBHPIIH.

Cnen pasTBapsHe:
XHMHYHaTa U PuzntHa cTaOWIHOCT NpH yrnoTpeda Ha pa3pedeHHs pa3TBOp € AEMOHCTPHpaHa

chI1acHO Tabnuuara [Mo-gOJIY.

Tadauna: CbxpaHeHHe HA NHKI0QOCPAMHA pa3peileHH pa3TBOPH

Cbxpanenne
Pa3peanTe.
IIpu crafiia Temaepatypa |B XJaguaHHK
(mon 25°C) (2°C - 8°C)
)
9 mg/ml (0,9%) HaTpueB xopHa 10 12 yaca 10 3 THu
H
4,5 mg/ml (0,45%) narpues 10 12 4aca I —
XJIOpUL
50 mg/ml (5%) aekcTposa 1o 12 yaca no 3 AHU
50 mg/ml (5%) nekcTposa n
9 mg/ml (0,9%) HaTpueB xiopua A0 12 waca o 3 auu

Ot MUKpOOHONOrHYHA MIEAHA TOYKA, pa3peIeHUAT IeKapCTBEH NMPOAYKT TpAGBa Na ce U3MoJI3Ba
He3a0aBHO. AKO He ce H3M0J13Ba He3abaBHO, BPEMETO 3a CbXPaHECHHE B YCIIOBUATA Ha ChXPaHEHHE
npeay ynorpeba ca OTTOBOPHOCT Ha NOTpedUTENA M1 HOpManHO He TpaOBa Aa ca no-Awary ot 24 yaca
nipu 2°C — 8°C, 0CBEH ako pa3spe)k1aHeTO € H3BBLPILUEHO MPH KOHTPOJHPaHHU M BAJIMLAHPaHH aceTHYHH
YCIIOBUA.

6.4 ChoenHanHH ycl0BHS HA ChbXpaHeHHE
Jla ce cpXxpaHaBa B xaaWwiHHK (2°C — 8°C).

3a ycnoBUATa Ha ChbXpaHeHHe clel pa3pexaaHe ¥ ITbpBOHAYA/IHO OTBapAHe Ha JIEKAPCTBEHWNA NMPOAYKT
BMOKTe TouKka 6.3.

6.5 Bua H chrABpKAHNE HA ONMAKOBKATA

@dnakoH ot 6e31BeTHO ¢THKIO THN | ¢ 6poMOOYTIWIORA r'YMeHa 3anyluanka THi I, 3anedaraH ¢
aTyMHHHMEBa 00KaTKa ¢ TBMHO OpaHXKeBa IJlacTMacoBa OTHYMBALA Ce Karayka.

OnaxkoBku:
- 1 MHOroI0308 qU1aKOH, ChABPKALL 5 mi KOHLUEHTPAT 32 UHKEKLMOHEH/HH(YIHOHEH pa3TBOP,
ekBuBaneHTeH Ha 500 mg umknodocdamus.

- 1 MHOrono30B nakoH, ceaspxail 10 ml xOHUEHTpaT 32 HIXKEKUHOHEH/UH(DY3IHOHEH pa3TBop,
ekBuBaieHTeH Ha 1 000 mg muxknodochamun.

- 1 MHOTO0308B naKkoH, cbabpxKanl 20 ml KOHUEHTpAT 32 HHXKEKLIMOHEH/HH(PY3HOHEH p
exkBuBaieHTeH Ha 2 000 mg umuxknodochamun. |

He Bcuuky BHAOBE ONMAKOBKH MOTaT aAa ObAaT MyCHATH Ha Mna3apa.

6.6 Coennajgsn nNpesna3sHH MEpPKH NPH A3XBLPJIAHE H pabora




HuknodochaMun € HHEPTEH, OKATO Ce aKTUBUpPa OT YepHOAPOOHUTE €H3UMHU. Brripeku ToBa, KakTo
NpU BCHUKK LIMTOCTATHYHH CPEACTBA, C€ NPENOpbHBa Ppa3TBAPAHETO [1a C€ H3BBPIIBA OT 00YyUeH
IEPCOHAJ, B ONPEACIICHOTO 32 LIEJITa MACTO.

Ilpeonasnu mepxu, koumo mpabea oa 6voam e3emu npedu paboma cv¢ WY RPUTONCEHUE HA
NeKAPCMEEHUR NPOOYKM

JInueTo, koeto paboTH ¢ MPOAYKTa, TPAOBA Aa HOCH 3alUWTHU pbKaBULM. TpsadOea Aa ce BHUMAaBa
NpOIYKTHT Aa He nomnagxe B ounte. [IponykTsT He TpsbBa Aa ce MpUroTBA OT XEHH, KOHTO ca
OpeMEHHH WIH KBPMAT.

O6eMbT pa3TBOp, HEOOX0AMM 3a paspexaaHe Ha Lluxnogochamun Canaos, cbabpIKAaLL
mukitodocdamu, 3aBUCH OT HAUHHA HA MPHWIOKEHUE, KOUTO 1ie Obae U3Moa3BaH.

Hupexmua unocexyua.

Axo Huknodochamua Cannos (cpabpxkam ipkiopochamua) ite Obe U3II0N3BAH KATO JUPEKTHA
(i.v.) nikekuud, 100 mg/ml koHueHTpaT TpsdBa Aa ce pa3TBOPH 40 KOHUEHTpauua ot 20 mg/ml ¢
noaxoaauy 06eM oT CICAHUTE paspeAKTENH:

- 0,9% HaTpueB XJIOpUI pa3TBOp

- 0,45% HaTpHeB XJIOpHA pa3TBOP

- 5% nexcrpo3za

- 5% nexctposa u 0,9% Harpuer xOpHA pasTBOP

Hugpyzua:

Ako Luxnodochamua Canpos (cpappxkam unkinodochamua) we Obae U3MoM3BaH KaTo 1.V, HHPY3u4,
100 mg/ml xoHeHTpaT TpRbOBa N2 ce pa3peau ¢ NOAXOMALL 00EM OT CIAECAHUTE pa3peNuTeNd A0
JocTurade Ha ¢unHanHa koauenrpauusa 0,4-20 mg/ml:

- 0,9% HaTpueB xyOpUa pa3TBOP

- 0,45% HaTpHeB XNOPUI Pa3TBOP

- 5% nexcTposa

- 5% nexcrpo3za 4 0,9% HaTpHUEB XJIOPHA PA3TBOP

IHaxnopochamua Cangos (cpabpxam peKI0PpochaMu), peKOHCTHTYHPAHR BLB BO/A, €
XHOOTORHYEH H He TPAOBA A2 ce HHXKEKTHPA NHPEKTHO,

HMutpeeHo3na (i.v.) ynorpeba
[IpenopbuBa ce HHTPABEHO3HOTO MpWIAraHe 4a ce H3BbpIIBA KATO HHPY3UA.

OTroBOPHOCT Ha JIEKYBAIIUA JIEKAp € Ja pellld Kak Ja Ob1e npunoskeH HuiodochamMua CbriacHo
ACUCTBAILUTE PHKOBOJACTRA 34 JICHEHHE.

[TpumepHu obemu uuKIogochaMua KOHLICHTPAT U pa3peauTe, HEOOXOAUMHU 32 paspeXxaaHe [0
KOHLIEHTpauHs B aAHana3oH ot 20 mg/ml (3a aupexTHa ukekuus) v 0,4 mg/mi (3a uadysus) ca
JageHH B Tabnunara no-goiy Kato pLKOBOACTBO 3a £o3a ot 100 mg.

Tabaana: Ilpamepan 00emn 3a paapemaﬂe HA MHKJI0PochaMu)

Ho3a [ 3a AHPEKTHA HHXECKIAA 3a naagy3usa (0,4 mg/ml)
(20 mg/ml) .

3a 100 mg noza 1 ml (100 mg/ml) KOHueHTpaT
+ 4 ml paspeauten

Paspexnane 33 HHQY3UA UK WHKEKLIAS

Cmovnxa 1

TeMmneparypa 20-25°C 3a 5 MUHYTH npeau ynorpeda.




Bceku ml ot nekapcrBenusa npoaykTt cpaspxka 100 mg nuxnodocdamua.

Moxe aa e HeoOXoauM noseye oT eauH dnakoH unknogochamua 100 mg/ml koHueHrpar 3a
MH(QY3HOHEH Pa3TBOP 33 AOCTHUraHe Ha HeoOXxoaumara J03a 3a nauuMeHTa. B acenTuuHM ycioBus
H3TEIJIETE HeOOXOAMMOTO KOJHYECTBO LIHKIOGochaMu KOHLUEHTPAT 38 HH)Y3KOHEH pa3TBOP KaTo
M3MoJ13BaTe KanuOpHpaHa cnpuHuoBka. Hanpumep, 3a nosa ot 1 000 mg unknodochamua e 6nae
HeoOxoaumMo aa ce n3terny koaudecteo 10,00 ml ot koHueHTpaTa.

Cmuvnxa 2

3a IHpeKTHA HHXEKLIHNA pa3peaeTe H3TEMNIEHOTO KOTHUECTBO OT KOHLEHTpAaTa 40 KOHLEeHTpawus ot 20
mg/ml upe3 nobaesHe Ha noaxoaswy obem or 0,9% Harpues xnopua pasteop, 0,45% Harpues xopun
pa3TBop, 5% aekcTposa UM 5% aeckcrposa u 0,9% HaTpHEB XJIOPHA pa3TBOP.

3a undyausa, HeobxonUMHAT 00eM LHKI0dochamMua KOHLIEHTPAT 3a UH(GY3HOHEH pa3TBop TpadBa aa
ce HIKekTHpa B 1.v, cak ¢ 0,9% Hatpuer xnopug pastsop, 0,45% HaTtpueB xnopun pasTeop, 3%
AeKCeTpo3a WK 5% aexctposa U 0,9% HaTpues xsopua pasteop 3a uH@py3ui. [lomyueHuaT pa3TBop 3a
uH(Yy3Ua TpAORa Na e ¢ MMHMManHa KoHueHnTpauud 0,4 mg/ml.

Cmvnxa 3
OrcTpaHeTe CIPHHLIOBKATA W CMECETe ChABPKAHHETO Ha UH(PY3HOHHMS CaK MM OYTHIIKA PBbUHO ¢
noneeLo ce NBWKeHHE.

Cmvnka 4

KaxTo npu BCHYKH NapeHTepanHy NPpOAYKTH, MOIYHESHHAT PA3TBOP 3a HH(Y3uA TpAOBa J1a ce MpoBepH
BH3YQIHO 3a HATMYKE Ha YaCTULIM ¥ [IPOMSAHA B LIBETA NPEAH NIpWiaraHe, Koraro pasTBopsT U
KOHTeHHEePLT No3BoJgBaT. Cleln paspexaaHe pa3sTBOpPbT € OUCTLD ¥ Oe3UBETEH A0 eKo *baT. CaMo
OHcThp pasTeOp TpaOBa Aa ce U3Noj3pa. 1sH KaTo pasTBOPBT € MHOIO HACHTEH, MIOHAKOTa TOH MOXE
Ja KpHcTallM3Mpa ¢ speMeto. B To3u cayuaii, pa3TBopbT He TpAOBa Aa ce u3nosi3Ba U Tpabea na ce
H3XBBPIH.

Cmwvnka 5

3a Aa ce HaMaly BEPOATHOCTTA OT NOABA Ha HEXKEJIaHW peaKUMH, KOUTO U3TJIeXKAAT 3aBUCHMH OT
CKOPOCTTA Ha MpUIoKEHHE (Hanp. OTOK Ha JIMLETO, rMaBoboine, HazalHa KOHIeCTHA, yCellaHe 3a
rnapeHe Ha ckaimna), uukinogocdamua TpaOBa Ja ce NPUIOKH KaTO MHDKEKLMA WIH MH(pY3HS MHOTO
6aBHo. [Ipoab/xkHUTENHOCTTA HA HHY3HATa (B AHana3oH oT 30 MUHYTH 10 2 yaca) TpaOBa na e
NOaXoAAllIa 3a 00eMa M BHAA Ha HOCEILATa TEYHOCT, KOATO LUE CE BJIMBA.

[IpaBunara u perynauuure 3a paboTa ¢ LMTOCTAaTULM M0 [IpaBWiIo TpAORa Ja ce cna3sar npu padora ¢
WM paspexaade Ha [luknogochamua Cannos. Pazpexaanero tpabBa, JOKOIKOTO € Bb3MOXKHO, Aa C€
M3BBLPIIH B obe3onaceH OoKe ¢ ramunaper av30yuer nomox. JInueTo, koetro paboTH ¢ Npoaykra
TpAOBa Aa HOCH 3alliIMTHA MAaCKa M 3alLMTHM pyvrkasuyu. B cnyuait Ha pasnuB, MACTOTO Tp40Ba na ce
H3MIaKkHe OOMIHO ¢ BOAA.

Heun3znonspauuar JCKAPCTBCH NMPOAYKT WIH OTHHAABYHHTC MaTCpHAIIHA OT HET'O TpﬂﬁBa Aa CC H3XBBPJIAT
B CHEOTBETCTBHE C MECCTHHUTC H3HCKBAHHA.

7. IIPATEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57,
SI-1000 Ljubljana
CnoBeHuUd

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA
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Hata Ha mepBo paspeiaBane: 05.03.2024
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