1. UME HA JJEKAPCTBEHUSI MPOIYKT e —————

EH/TOKCAH 200 mg, npax 2a UHAKEKIIMOHEH pa3TBOP
ENDOXAN 200 mg, powder for sofution for injection

EHJJOKCAH 300 mg, npax 3a MHXEKLIMOHEH pa3TBOP
ENDOXAN 500 mg, powder for solution for injection P T e D,

KPATKA XAPAKTEPHCTHKA HA NTPOAYKTA
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EHJIOKCAH 1 g, npax 3a HH)KEKLIHOHEH Pa3TBOp T T e e
ENDOXAN 1 g, powder for solution for injection
2. KAYECTBEH H KOJTHYECTBEH CbhCTAB
Expokcan 200 mg / 500mg /1 g
Envn dnakox Eunorccau CbAbDXKA:
| JlekapcTaeH AKTHBHO BELUECTBO
NpOaYKT Lnkrodochammnn monoxuapar {(cyclophosphamide monohydrate).

h eKBMBaNeHTeH Ha uukiaodochamua 6e3poneH (cyclophosphamide anhydrous)

Enpokcan 200 mg 213.8 mg (200mg)
| EHgokcaH 300 mg 534,5 mg (500mg)

Ennokcan | g 1069 mpg {1000mg)

3. JIEKAPCTBEHA ©®OPMA

Enpokcan /200 mg /500 mg / | g

[Ipax 3a HHKEKLIHOHEH pa3TBOp

4. KJIUHWYHUA TAHHA
4.1 TepaneBTUYHH MOKA3ZAHMUA
Luxknodocdamia ce npunara B cxeMa Ha KOMOMHHPAHA XHMHOTEPANHKS KAY KATO MOHOTEPAITHA I

JIeBKeMUU:
Octpy UK XPOHHYHH JIMMOMOLUMTHH ¥ MHUETOLUTHH IEBKEMHH.

Maiursenn numdomu:
bosaecT Ha XO4YKHH, HEe-XOUKHHOB NTHM(OM, MIa3MOLUHTOM

MeracTazupain 1 HEMETACTa3upPAIH 310KAYECTBEHH COHIHM TYMOPH:
¢ Pak Ha siYHHLIMTE

Tectrkynapuu TyMOpH

Pak Ha MiieuHara >xi1eza

JpeOHokTeThYeH pak Ha Genure Apobose

HespoGnactom

Capkom Ha FOunr

Pabnomuocapkom nipu aeua

Ocreocapkom




[IporpecyHBHH “aBTOMMYHHHU 3a0019BaHKHA"

HATTP., PCBMATOWICH apTPHT, [ICOPHA3HCHA APTpOoNAaTHA, CHCTEMCH CPUTEMATOACH AYTTYC, CKJICPOJACDMHUA,
CHCTEMHH BACKYJTHTH (HAMp. ¢ Hedpo3eH CHHPOM ), onpeaeneHH PopMu Ha rIOMEPYIOHEDPUT (Hanp. ¢
He(DPO3eH CHHIPOM), MUACTEHHA IPABMC, ABTOMMYHHa XEMOJIMTHYHA aHEMHS, CTYI0BOAr Ty THHALIHOHHH
OoslecTH, rpaHyioMaTo3a Ha Berenep.

MmyHocynpecrBHa Tepanusa NPH OpraHHa TPAHCIIAHTALHS

CBCTOAHMA NPEAH ATOTeHHA KOCTHOMO3bYHA TPAHCIIAHTALMA
¢  Texku annacTHYHH aHEMHU
» OcTpa THMQPOLHTHA H MHETOLHTHA N1EBKO3a
¢  XPpOoHHYHA MHUENOLUMUTHA JIEBKO3a

4.2 /l03MpoBKa H HAYHH HA NPHI0KEHHE

Lluknodocdamu e 3a HHTPABEHO3HO H NEPOPAITHO NPHIOKEHHE.

Lmknogocdamua Tpadea na ce npuiiara camo OT MEAHLIMHCKH CMELIHATTHCT C ONUT B MPOTUBOPAKOBaTa
xumMuoTepanui. Lluknodochamua Tpabra 1a ce npujiara caMo 8 MEAHLIMHCKH YUPEXKISHHS, KbIETO MOKE
[1a C& OCBUIECTBABA PENOBEH KOHTPOJI HA KIMHHYHHTE, OMOXUMHYHUTE H XEMATOJIONMYHHTE NapaMeTpH
Npelx, Ne BPEME M C1e NPUIMKEHHeTO 1 110 YKA3aHHUATA HA CNeLHalncTH B 00/1acTTa HAa OHKOTOFUATA.
JaneHvre npenopbuaHy JO3H ¢a rnagHO 3a NieyeHue ¢ UMknodochaMug kaTo MoHOTepanus. B KomOHHauMs
C IPYTrd LHTOCTAUM € NOA0OHA TOKCHYHOCT € HeOOX0AMMO pEayKIMA Ha 103aTa WIH Y IbKaBaHE Ha
MOYHBKATA MEXKIY KYPCOBETE NeUeHHE.

Hozuposra

Jlosuporkara Tpsabea aa ce onpene1s MHAWBHIVAIHO 32 BCEKH NAliMENT.

Jlo3upoBKkarta M NpoaLIKUTENHOCTTA Ha JISYEHHE W/ IK HHTEPBAIMTE HA MTOYHBKA 3aBUCAT OT
TEpaneBTUYHHTE MOKA3AHU, H3IOI3BAHATA cXeMA Ha KOMOMHHpaHa XHMHOTEparHs, 001O0TO 34paBoC.10BHO

ChCTOAHHE Ha NAUMEHTa H PYHKUHMATA HA OPraHuTe, H OT pe3yITaTUTE OT NabOPaTOPHMTE M3ceasaHusa (1
MO-CMNEUMAIIHO OT OpOS Ha KPbBHUTE KIETKH).

Ilpy KOMOHHALMA C APYTH LUHTOCTATULIM C TTIOAOOHA TOKCHYHOCT, MOXKE [1a CE€ HAJTOKU HaMalABaHEe Ha
n03aTa v yIb/DKaBaHe Ha MHTEPBAJIMTE HA MOUYMUBKA.

Moske 1a ce 0OMHCH yrioTpebaTa Ha NeKapCTBEHH MPOAYKTH, CTHMYJIHPALLH XEMaTonoe3ara
(XeMaTONOCTHYHHN pacTeHU GaKkTOPH U JIeKAPCTBA, CTHMYJIMPALLH €PUTPONIOE3aTa), 3a 4d ¢€ HaMallH
PHCKBT OT YCIIOMKHEHHS, CBbP3aHU ¢ MUESTOCYIIPECHS W/UITK 3a Aa ¢ MOMOrHE 33 YCKOpSBaHE HA
YCBOSIBAHETO Ha lipeABHAEHATA [103a.

[lo Bpeme Ha MW HEMOCPEACTBEHO CAeA NPHIOKEHHETO, TPAOBA 1A CE MPUEME HITH NPHIOKH Upe3 HHGY 3
A0CTAaThYHO KOJIMYECTBO TEYHOCT, 34 Ja C€ CTUMYIHpA JWype3ara, C e A2 ¢€ HAMATHA PUCKBT OT
MOBMIIEHA TOKCHYHOCT CIPAMO MUKOYHUTE MbTULLA. 3aTOBA, LiMkiIodochaMua TpsOBa 1a ce npuiara
cyTpHH. Buxkre Touka 4.4.

AXTHBMpaHETO Ha uMKIohochaMua U3HCKBA XenaralieH MeTaboIu3bM, 3aTOBA NEPOPATHOTO H
HHTPABEHO3HOTO NPHUIIDOXKEHHE Ca 34 MPEANOYHTAHE,

lpuroocenue
Huiciodochamug € nHepTeH 10 aKTHBHPAHETO My OT YepHoApodHUTE enzumu. Kakro, obaue, ¢ BcHukH

[IpCaHa3HA4YCHH 34 LenTa NOMCUICHNA.

To3u, KOHTO NPUroTBs pa3TBOpa, TpAGBa Na M3MO13BA 3AlHTHH PbKABULIM. Tps
CNeUHaTHH MEPKH, 3a J1a C€ H3DEerHe NOnajaHe Ha Karnky OT pa3TBOPA B QUUTE.
Aa padoTAT KEeHH, KOUTO ¢a OPeMEHHH HAH KOMTO KbPMSIT.
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[lepopanto npuaoxeHune

Moxe fa ce NIpUroTBX TUHKTYpa NPH pa3TBapsHE HA MPax 3a HHXKEKUHOHeH pasTeop 8 Aromatic Elixir
USP.

MHTPaBeHO3HO NPUIOIKEHHE
JleKapcTBEHHTE (IPOAYKTH 3a HHTPABEHO3HO npHIIGHKEHHE TPAGBA Aa Ce IPOBEPABAT BU3YAIHO 34 HATMYHE

Ha HEPA3ZTBOPCHH HaCTHUH H 34 NPOMAHA Ha UBETA NPEeaAH NPUIOKEHHE, KOIOTO pa3TBOPLT M ONTAKOBKATA
[OBBOJIABAT TOBA.

MHTPaBeHO3HOTO NPUIOKEHHE € 3a MPEANOUHMTAHE Ja C€ OCHUIECTRABA KATO MH(DY3HS.

3a 1a ce Hamalld BEPOSITHOCTTA OT MPOSBRA HA HEKENAHHM PEAKUMH, KOMTO Ca CBBP3AHM ChC CKOPOCTTA Ha
MPUI0KEHHE (HAMNP. JTUUER OTOK, FaBO0OANE, HA3AIHA KOHIECTHS, MAPEHE HA CKanna), UHKohochamul
TpsidBa Ja ce MpHUIara MHOTO DABHO KATO UHMKEKLIHSA UM HHDY3HS.

lIpoawmKkHTeTHOCTTA Ha HHGY3HATA ChILO TpsAOBa a2 Obae chobpa3zeHa ¢ 00emMa M BUA HA pa3sTBOPHTEN,
M3MNO/I3BaH 38 HHDY3HSATA.

AKO ce npunara IMpeKTHo, UHKNodochaMul 3a HHTPABEHO3ZHO NPUNOKEHHE TPSIORA /1a Ce Pa3TBOPH BB
¢m3ronoruuer pasraop (0,9% pasTeOp HA HATPHER XJIOPHA),

LiMKiohochamn, pasTROpEH BLB BOAA, € XHIIOTOHHYCH H He TpsdBa a Ce npuiara AHpPEKTHO.
3a undyznd, uuknodpocdamug Tpadea 12 ce pa3TBapA BLB BOAA 3a MHIKEKUMH ¥ Ja Ce npujara upes
MHQY3Us C MPENOPBLYAHH PA3TBOPH 32 HHTPABEHO3HO [IPHIIOKEHHE.

Iperu npunoxenne CxabpKauMeTo Ha hnaxkoHa TpAdBa Ja ¢e pa3TBOPH B NOAXOAALLO KOJTHUYECTBO
(u3nonoruued pasreop (0,9% w/v pa3TBOp Ha HATPHER XJIOPHU/) NIPH NIPUOABAHE HA PA3TBOPHUTEILS BBRB
GRaKoHa W HHTEH3MBHOTO MY pa3KiallaHe o MThJHOTO pasTBapsAHe Ha npaxa. Pa3TBapsHETO € 3aBbpLICHO
clef oNy4aBaHeTo Ha OuctTbp pasteop ¢ pH mexay 4 u 6.

MHKeKUMOHHHKSAT pa3TRop Ha LHKIOdOoCcHaMH € CHBMECTHM ChC CNIEAHUTE HH(Y3HOHHH Pa3TBOPH: pa3TBOD
HAa HATPUCB XJTOPH/, Pa3TBOP HA NTHOKO3a, pa3TBOP HA HATPHER XJIOpKUA H FIKKO3a, PA3TBOP HA HATPHUEB
XJTOPHA H KAJTHEB XJTOPWI U pa3TBOP Ha KATHEB XJOPUA U [IH0KO3a.

IIpeau WHTPaABEHOZHOTO MPHUAOKEHHUE NMPAXBHT 34 HIDKEKLIMOHEH PA3TBOP TPAOBA /1a € HA'b,THO PA3TBOPEH.

[TanMeHTH ¢ 4epPHOAPODHA HEAOCTATHLYHOCT

Texka uepHOLPOOHA HEZOCTATHUYHOCT MOKE Na Obae CRbP3aHA C HAMANEHA aKTHBALIHA Ha LUHMKIO(ochamMu.
Tosa Moxce 1a npoMeHy ePeKTUBHOCTTA Ha ICHEHUETO ¢ Uukacgochamua 1 Tpabsa Ja ce HMa NPeaBU,
KOTaTo ¢ U30Mpa 103aTa U CE€ THJKYEA OTTOBOPA HA IEUEHHETO ¢ H3DpaHaTa 1033 OT CTPaHa Ha MalMeHTAa.
Texkun cnyyan Ha yepHOOpOOHA HeIOCTATEYHOCT M3MCKBAT HAaMansBade Ha fo3ata. [Ipenopsusa ce
HaMaJiIBaHe Ha ao3ata Ha 25% TIpH NauMEeHTH ChC CEPYMHO HMBO HA OWMpyOrHa ot 3,1 1o 5mg/100 ml.

llaumenTu ¢ 6L0peuHa HenOCTATBUHOCT

[Tpy nauueHTH ¢ OBOPEUHA HEAOCTATHUHOCT, OCOOEHO IPH NALMEHTH ¢ TeKKa ObOpeuHa HEAOCTATLYHOCT,
HaManeHOTO OBLOPEUHO € 1TMMUHHPAHE MOKE 1A JOBE/IE A0 MMOBUILEHH IIJIA3MEHH HHBA Ha LIHKNOdochaMua U
HErOBHTE MeTaboNUTH. TOBAa MOXE 14 JOBEAE 10 MNOBULLIEHA TOKCHYHOCT U TpadBa Aa c€ UMa NpeaBu,
KOraTo c€ onpelesis J03MPOBKATA NPU TE3H MalHEHTH.

Luxaodochamua i Herosute Metabonnty Morat aa ObaaT eHMHHMPAHK YPe3 AHANHU3A, BBIIPEKH YE MOKE
A3 MMa pa3/IMKH B KIIMPBHCA B 3aBUCHMOCT OT M3MOA2BaHHA MeTod Ha Axanu3a. [1pu naug

ObJAT peayBaHM ¢ NO4MBKH, Bixre Touka 4.4.

[TalneHTH B HanpeAHaIa Bb3pacT
[lp1 mauveHTH B HanpeaHana Bb3pacT NPOSBATA HA TOKCHYHOCT H HEOOXOAMMOC




OTpa3sBaT M0-BHCOKATA YeCTOTA Ha NMPOARA HA HAMAICHA YEPHOApOoOHA, OBOpeUHa, ChpaeyHa HITH Ha ApyT
OpraH pyHKLHA U ChIVbTCTBAILH 3a00/9BaHUs WM APYTa JIEKAPCTBEHA Teparus MPH Ta3H MoMy. T1aLusl.

Heua:
Jluncea crieuupuuna nudopmarua. Luknodocdamua e npuiaraun xa neua. He ca Habnrojasanu
CHeLM(MHYHH PEAKLIMH TIPH TA3H NOMYJIALEHA.

AKO NIMICBA NPEAIUCaHHE Ce TMPEenopbUYBaT CNEAHHTE JO3HPOBKM:

Enpokcan 200mg /500 me /1 g

¢ 33 NPOIBIKHUTENHO JEUYCHKE NTPH BL3PACTHH M Aeua - 3 10 6 mg/Kg Te/NECHO TEri10 AHEBHO
(exBuBaneHTHH Ha 120 10 240 mg/m* TenecHa MOBbLPXHOCT)

* 3anepuonnyHo neueHre 10 10 15 mg/kg TeaecHo Terno (exsupaneHtHr Ha 400 a0 600 mg/m-
TEJIECHA TIOBLPXHOCT) HA HHTEPBAIH OT 2 A0 5 KHH

¢ 33 BMCOKO JIO3MPaHO NIEPHOAHYHO JieueHne, Hanp. 20 no 40 mg/kg TenecHo Terno (€KBHBANCHTHH Ha
800 no 1600 mg/m?® TenecHa NOBLPXHOCT) H O-BHCOKH A03H (HAITP. NIPEAH KOCTHO-MOZbUHA
TPAHCTUTAHTAUKA) HA MHTEpBAIK OT 21 10 28 aHu.

[IpuroTBsne Ha pasTROpa
3a NPHUIroTBAHE HA HIKEKLIMOHEH Pa3TBOP KbM cyxara CybcTaHims ce npubdaBs ChOTBETHOTO KOJHYECTBO
(pu3HONOrUYEH pa3TROP:

Exnpokcan 200 mg 500 mg l g
Paszreopuren 10 ml 25 ml 50 ml

CyOcTaHuuATa ¢ pa3Teaps Obp30, ako PMAKOHHTE Ce Pa3KkiIaTAT CHIHO CJie] NPHOaBsHE HA PA3TBOPHTEA.
AKO CyOCTaHIMATA HE Ce pa3TBOPH BEIHAra M HAMb/IHO, C€ NIPENOPbUBA 2 C€ M34aKa HAKOIKO MHUHYTH.
Pa3TBOpBT € noaxoasii| 3a HHTPABEHO3HO NPHIMKEHHE, KATO ce npenophyea Aa 6bae noa popmara Ha
HH]Y3HMS. 32 KPATKOTpaiiHM MHTPABEHO3HH HHDY3HH, NPUTOTBEHHAT pa3TBop HA EHJ0OKCaH ce MpudaBs KbM
pa3TeOp Ha Punrep, GpuzvonoruyeH pa3TRop WITH rTIOKO3EH pa3TBop 10 0011 0dem, Hanp. 500ml.
[TpoabmxuTenHoCTTa Ha HHGY3UATA MOXe 1a Obae ot 30 MHHYTH 10 2 Yaca, B 3aBHCUMOCT OT 00eMa.

IIpoankuaTETHOCT HA JTeUEeHHETO
TepaneBTHYHHAT UHKBIT HA IeYSHHE MOXKe 1a Obae NOBTapsk BeekH 3-4 cenMULiK. [IpoaABIKHTENHOCTTA HA
NeYeHUE H HHTEPBAIUTE HA MOYMBKA 3aBHCAT OT TepallCBTHYHHTE NMOKA3aHKS, H3II013BAHATA CXEMa Ha

KOMOHHHpaHa XHMHOTEpaIus, 001OTO 31paBOCJOBHO ChCTOSHUE HA MALMEHTA, NadopaTOpHUTE NMOKAa3aTeNH
H BH3CTAaHOBABAHETO HA OpOA HA KPbBHUTE KIETKH.

Creyuannu npenopsru 3a dozuparne:

{Ipenopvru 30 Havaiseane HA OO3AMA NPU NAYUECHMU C MUEIOCYRPECUSL.

bpoit 1eBkounTR | bpoi TpomMOonuTH Ho3za
(1] (1]
>4000 >100 000 100% oT npeapyaeHaTa 1034
4000 - 2500 100 000 — 50 000 30% oT npenBuacHaTa 1034
<2500 <50 000 Haraxxpase 10 HopManu3upaHe Ha CTOHHOCTUTE MM
HHIAUBUIYATHO PELIEHHUE

Moske na ¢€ HaIOKH KOpUrHpaHe Ha /103aTa NpU KOMOWHMpaHa Teparidst ¢ Apyrd MUe
nekapcrea. [lpenopsusa ce kopurupase Ha no3ata Ha HATOCTATHYHHSA MPOAYKT 10
HHBO. 32 103aTa HA HTOTOKCHYHHTE JIEKAPCTBA MPY KOMOMHHPAHO IPUIOKEHHE,
KbM TadJIMLATa 3a perynypaHe Ha 103aTa crpaMo O6pos Ha KPbBHHTE KNIETKH MIPH 3
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4.3 IIpoTnBOoNOKa3aHAS

Linknogochamua € nporHeonokasaH npu MauMeHTH Cbe:

CBPBXYYBCTBUTEIHOCT KbM LIMKIOMOCHaMK, KbM HAKOH OT HEFOBHMTE META0OJHUTH HIIH KbM HAKOE OT
[NOMOLIHUTE BEIIECTRA,

OCTPHU HH(PEKLIHH,

KOCTHO-MO3bLYHA afuiazus,

HHDEKIHH HA NUKOYHHUTE THTULA,

OCTPA TOKCHYHOCT Ha DHKOYHHUTE ITbTHLIIA OT LIMTOTOKCHYHA XUMHUOTEpAIIWA WIid TbYeTeparus
OOCTPYKLMH B H3THYAHE Ha YPHHATA.

Huxnodochavna He TpAOBA Ja €€ U3MON3BA IPH NSUCHUE HA HEMANWUTHEHH 3300JIIBaHMA, C M3KITIOUYEHHE Ha
HMYHOCYPECHA NPH }KHBOTO3ACTPALIABALIA ChCTOAHHS.

Huknogocdamun € npoTHRONOKA3aH MO BpeMe Ha OPEMEHHOCT.

4.4 Cnennanuu npeaynpekIeHHs H HPeXNA3HH MEPKH NPH YROTpebHa

OnucaHuTe TYK M B IpYTUTE TOUYKH PUCKOBH (PaKTOPH 38 TOKCHUHOCTHTE Ha LIMKIO(POChaMUA U TAXHATA
NOCNCOOBATCIIHOCT MOXKC [a C¢a [TPOTUBONOKA3aHKWA, aKO L],Hl(.flO(l)OC(l)ﬁMHﬂ HE CC M3IMOA3Ba 34 JICUCHHUC Ha
’KMBOTO3aCTPalIaBalll ChCTOAHMSA. B Te3u cayyau ce Hanara HHAWBM/yallHa OLEHKA HA PHCKA H
OUYAKBAHUTE NON3H.

HPEAYIIPEX/TYHHWA

Muenocynpecus, UMyHOCynpecHs, MHMEKLHH

Jleyenuero ¢ uMnoPochaMua MoKe Aa NPSAU3BHKA MHUETOCYNPECUS M 3HAYUTENHO NOTHCKAHE Ha
HUMYHHHS OTFOBOP.

JAbmkaiara ce Ha nuknopochaMua MUEIOCYNpecHs MOXE 1a NpeAH3BHKA JIEBKONEHH:A, HEYTPOIMEHH,
TPoMOOLMTONEHNS (CBBbP3aHA € MOBHILIEH PHCK OT KbPBEHE) U aHEMMH.

TexKaTa MMYHOCYNpecHs BOAW 10 CEPHO3HM, MoHsakora datannu, undekuuud. MMa cboblieHus cho
3a CCMNCHUC H cenTHYeH wok. HadmoaagaHuTe MH(peKUHMHA NpU UHKNohochamMul BKITHOYBAT MHEBMOHNH,
KAKTO H APYTrH ODaKTepHaliHu, MbOUUHHU, BUPYCHH, FIPOTO30HHH U Mapa3dTHH HHPEKLIHH.

JlareHTHU HHpeKUUU MoraT fa ObaaT peakTUBHpaHu. UMa naHHY 3a peakTUBHPAaHE Ha Pa3/IMYHH
OaxTepHasHH, FTEOUMYHH, BUPYCHH, IPOTO30HHH H NAPa3HTHU UHPEKLHH,

HMugekumnure TpadBa Aa Obaat TpeTUpaHH MO NOJAXO0IALL HAYHH.

AHTUMHUKPOOHA NpoduIaKkTHKA MOKE Ja ObAC NOKA3aHa B HAKOM CITyYau Ha HEYTPOTIEHHUS (10
MPEeUCHKa Ha NEKYBALUA JIeKap.

B cnyuaii Ha HeyTponeHuyHa Tpecka, TpIORa J1a ce Ha3HA4YaBaT AHTHOHOTULH H/WITH AHTHMHKOTHUH.
Lnknogochamun Tpsadea na ce M3nosi3ea C NOBHILICHO BHUMAHKUE, aKO H300LIO ¢€ H3M0.13Ba, NIPH
MALKHEHTH C TEKKO YBpEXKIaHe Ha GYHKLMATA HA KOCTHUA MO3BK H NPH MALHEHTH C TEKKA
HMYHOCYIIPECHS.

AKO He € KpailHO HeoDXoauMo, uknodochaMua He TpadBa 1a ObJe MpUaaraH Ha MAaLKUEHTH ¢ Opoi Ha
neskountHTe noa 2500/pl (knerku / mm?) u/uam Spoii Han TpomGouuTrTe noa 50 000/ul (kieTkw /
mm?).

Jleuenuero ¢ umknodocdamua Moxe na He Obae MOKazaHo, WK TPSORA 1a ce NPEKBCHE WM A03aTa Aa
CE& HAMA/H, TIPH MALHEHTH, KOUTO UMaT WIH KOHTO pa3BUBAT CEPHO3HA HH(PEKLIMA.

[To npyHUMN ¢ MosHIIaBaHe HA f03aT4 uumod)occbamm HaMauiaBa OposT Ha nepHgis :,......

S AU,

KJIIETKH H TPOMOOLIMTHTE U OT TaM BPEMETO, HEOOXOAHMO 3a Bb3CTAHOBSBAHE /. QAR

Hai-HnCKUTE CTORHOCTH (HAAMP) HA NEBKOUMTUTE H TPOMOOLMTHUTE OOHKHQE e IOCT Qﬁ\
ceaMHLK | U 2 oT neveHuero. KOCTHHAT MO3BK C€ BH3CTAHOBABA CPABHHUTE S Oh ‘m ﬁﬁ’f?ﬂﬂﬂ\\
nepuepHUTE KPLBHHU KIIETKH C€ HOPMAIU3NpAT, KaTO NMPABRUIO, ¢iea okofp 20k i« e "5’:3'\ ::* l
Teskka muenocynpecus TpsadBa na ce odaksa, ocobeHO NPH MaLHeHTH, JIeK %{ i T .r % #Jﬁa H,Jf N
Ha J1eKyBaHH €AHOBPEMEHHO ¢ XHMHOTEPAIHS M / UM JIbYeTepanus. Cfa PR 7 ,\.x

CTpOF XCMATOJNOMHYEH MOHHTOPHHT CE HAmara NpH BCHYKH NMAallUEHTH N0 BPONE H SHeHH( ”E@‘

”}EIM‘“‘ S
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bposaT Ha neBkoumuTUTE TPsAOBA Aa ObJEe YCTAHORSIBAH IPEAM BCAKO NMPUIOKEHHE H PEAOBHO 10 BPEME
Ha JISUEHHUETO (pe3 MHTEPBaNH OT 5-7 AHU, KOraTo C€ 3arouea JICHEHHE, KaKTO H Ha BCEKH 2 THH, aKo
OpoAT Ha NieBKOUMTHTE raaa noj 3000 KieTKky / MUKPOIUTBP (kneTku/mm?)).

bposaT Ha TPOMOOLMTHTE U HUBOTO HAa XeMOorjoOuHa TpadBa 1a 0bAAT ONpeASasHH NPEIH BCIKO
MPUIOKEHUE K HA PABHU HHTEPBATH €€ MPUAOKEHUE,

Ypo- U HeQPOTOKCHUHOCT

XeMOparuyeH LHCTHT, [THENHT, YPETEPHT Y XeMaTypHs ca OuNH HadMOAABAHH [IPH JIEHUEHHE C
uMknopochamua. Br3amMoKHO e Aa ce pa3BUAT A3Ba / HEKPO3a HA NHKOUHHA MEXYp, pudposa /
KOHTPAaKTypa ¥ BTOPUUEH paKk.

Y POTOKCHYHOCTTA MOKE /14 CTAHE MTPHUKMHA 33 MPEKBCBAHE HA JIEUEHHETO.

[lopanu ¢pubposa, KbpBeHe, HAW BTOPHYHO 3/10Ka4eCTBEHO 3ab0nsaBaHe MOXKE /1a e HATOXKH
M3BBPLIBAHETO HA LHMCTEKTOMMS,

HMma cboBlueHns 3a cnyyan Ha YPOTOKCHYHOCT ¢ (haTaneH U3xo/l.

YPpOTOKCHUHOCTTA MO3KE 13 C& NPOFBU, KAKTO NPY KPaTKOCPOYHA, TaKa H NPH AbATOCPOUHa YNoTpeda
Ha UrKnopocPamua. MMa croduieHHs 3a XeMoparuUeH LUCTHT Cliell NPUICKEHHE Ha €1HOKPATHH
103u uMknodochamu.

JIbyetepanus unu evenue ¢ Oycyndan B MUHAIOTO WM €IHOBPEMEHHO C JICHEHHETO C
UHKnoGochaMHUI MOKE 12 YBEIHYMA PUCKA OT NPEAN3BHKAH OT UHkIodochamMua XeMoparuieH LUHMCTHT.
HHCTHTLT, 10 NPpUHLKI, NBPBOHAYAIHO € 20aKTEPHAJIEH, HO BMOCIAEACTBHE MOXKE [1a CE pa3BHe
BTOpHUHa DaKTepHaiHa KOJTOHH3aLHA.

IIpean HayanoTo Ha neyeHueTo € HeOOXOANMO 1a e U3KTIOUAT MITH OTCTPAHAT OOCTPYKLIMU Ha
MUKOYHHATE NTBTHING. BikTe TOuka 4.3,

YpHHHHS ceanMeHT Tpa0Ba Aa ce NpoBEpABa PSAOBHO 32 HATMHUHE HA €PUTPOLIMTH MM JPYTH
py3HaUM Ha Ypo / HEPPOTOKCHUHOCT.

Uurxnodocdamun Tpsbea na ce U3MOA3Ba ¢ MOBHIICHO BHUMAHHE, AKO H3001110 C€ MU3I0JI3BA, MPU
MAlHUEHTH ¢ AKTUBHA UH(DEKUMK HA NHKOYHHUTE MbTHLLA.

Tpadsa na ce 3anouHe neueHne ¢ MecHa K / MK 1 ce OCUTYPH ODMNIHA XUApaTaLUA 32 NPEAU3BHKBAHE
Ha JMype3a, 3a 1a MOKE 3HAYHTENHO a C€ HAMAJIU YECTOTaTa M TEKECTTa Ha TOKCHYHOCTTA CIpSMO
MHKOYHHA MEXYD. BaXkHO € 1a ce OCUrypH peIOBHO M3Mpa3BaHe HA MMKOUHUS MEXYP Ha NalHEHTA.
XeMaTypHsiTa OOMKHOBEHO NPEMUHABA 33 HAKOJIKO JAHHM CJe/l KATO JISUEHHETO ¢ uuiiodpochamua Onae
CNPSAHO, HO € Bh3MOXHO H J1a NEPCHCTHPA.

OOHMKHOBEHO € HAJIOKUTENHO 1A € MPEKPATH JICUSHUETO ¢ nMKiodocdamMua B cirydan HA TEXKDBK
XE€MOparuyeH [UCTUT.

Lnknodochamua € CBLP3aH H ¢ HeHPOTOKCHUHOCT, BKITIOUHTENHO OB0OpeuHa TyOyHa Hekposa.
XHIMOHATPUEMHS, CBBP3AHA C OBUILIABAHE HA OOIOTO KOIUYECTRO BOJA B OPraHH3Ma, OCTpa BOHA
MHTOKCHKaIHA U CHHAPOM, Hanoaobaeau CHCA/IX (cuHapoM Ha HeanekBarHa CEKpelMs Ha
AHTHAMYPETHYEH XOPMOH) ¢a D1JIK 10K1a1BaHK BB BPB3KA C PUI0XKEHHETO Ha uMknogochamun. B
Ta3H BPb3Ka WMa ChODILEHHUA K 32 Cityyday ¢ GaTalleH U3Xo.

KapAMOTOKCHYHOCT, yNnoTpeda Npu NalueHTH Cbe ChpaeyHy 3ad0assaHus

MHOKapIUT U MUONEPUKAPAUT, KOUTO MOTAT Ja ObOAT NPUAPYKEHU OT 3HAYHMTENCH NEPHKApIEH
W3/IMB H CbpAECYHA TAMIOHAAa, ca OMIM HAaD O JABAHH MPH IEUEHHUE € LUKIOMOCHAMHA H Ca J0BE/H
A0 TeKKa, MNOHSKOora (paTanHa 3acTolHA ChpAcHHa HEAOCTATHYHOCT.

XHCTONATOIOMHYHO H3C/IEBAHE € TIOKA3aN0 MBPBOHAYANHO PA3BUTHE HA XEMOPArHYeH MHOKAP/IUT.
XEMOMEPUKAPAMT BTOPHYHO C€ Pa3BUBA 40 XEMOPArM4E€H MHOKAPAMT M HEKPO3a HA MHOKAp/a.

MMa crobLueHus 3a 0cTpa Chp/ieyHa TOKCHYHOCT MPH NPUIOKEHHE HA €AHOKPATHA 1034 OT N0-MallKo
OT 2 mg uuknopochamun / kg renecHo tero.

(Cnea W3jaraHeTo Ha CXEMHU Ha JiedeHHe, KOMTO BKIKUBAT LUKAodocdhamua, Apw
APYTH NPU3HALUM HA KAPIUOTOKCHUYHOCT ca AOKIAJABAHHU CYTNPaBEHTPUKY1aPHH
(BKJIKOYHTENTHO NPEACHPIHO MBXK/IAEHE U TPENTEHE ), KAKTO H BEHTPUKYJIAPHH
TeXKa popma Ha yabxkasane Ha QT uHTepBana, CBbP3aHA C KAMEPHA TaXH
PHCKBT OT KAPAHOTOKCHYHOCT NpH NPUIOYKEHHE Ha LHKNodochamMua MoK
cjiel BACOKH A03H LuKAodochamul, IpH NaLUMEHTH B HaNpeaHala Bb3pact,




AHAMHECTHYHH [1aHHH 3a NbYeTepanus Ha ChbpaevuHaTa 06aacT U/ Md NPEAHLLHO HIH ChITBTCTBALLO
JeuYeHwve ¢ APYru KapAKHOTOKCHYHU areHTH. Binkre Touka 4.5.

¢  OcobeHo BHUMAHHE € HEODXOHMMO NPH MALKMEHTH C PHCKOBH (PAKTOPH 3a KAPAHOTOKCHUHOCT U NPH
NALHEHTH € NIPEALIECTBALUO ChPACUHHO 3a00N9BaHE.

benoapobHa TOKCHYHOCT

. [THeBMOHUT H GenoapobHa pubdpo3a ca HabNKaBaHK NO BPEMe M Cilel NeueHUe ¢ uHKiogochamua.
benonpodHa BeHO-0Ky3MBHA OOECT U APYTH POPMH Ha OeoapodHa TOKCHHHOCT, ChIUO €A OUIH
AOKJ1a/IBaHH.

Hma cpoOleHus 3a HenonpodHa TOKCHYHOCT, BOAEIIA 10 IUXATE1HA HEAOCTAThUYHOCT.

e  DBbrpeku de yectoTaTa Ha cBbp3aHaTa ¢ UHKIodochamua denoapobHa TOKCHYHOCT € HUCKA,
MPOrHO3aTa 3a 3aCErHATUTE NAUUEHTH € JI0LIA.

e  KbCHOTO HAa4aNnO HA MHEBMOHHUT (MOBEYE OT 6 Mecela ce/l HAYAIOTO HA IEYEHHETO C
urKc1oochamMua} U3rIeKIa, Ye € CBLP3aHO ¢ 0cODEHO BUCOKA CMBPTHOCT, [IHEBMOHWT MOxe fa ce
pa3BUe JOPU TOANHM CAEN JIEUSHUETO ¢ UMK T0¢ochaMu.

. Mma cpoOiuenns 3a octpa beaoapodHa TOKCMUHOCT cnel NPHIOKEHUE Ha ¢AHMHHYHA 034
unk1ohochamu,

BTopuuH# MAJIMTHEHOCTH

*  KakTo npy BCHUKM LIMTOTOKCHYHH TEPANKH, J€UEHHETO ¢ BHKIIoPocdamua BIJIHOYBA PUCK OT
BTOPHYHH TYMODPH M TEXHU MPEALIECTRBCHULN 32 KbCHH MOCNSACTBHUA.

¢  HapacTsa pUCKDBT OT pak Ha MUKOYHHUTE MBTHIIA, KAKTO M PUCKBT OT MUEAOAUCIIIACTHYHH NTPOMEHH,
YacT OT KOHTO MPOrpecHpar 10 OCTPH JIeBKO3H. JIpyrd 310Ka4YeCcTBEHH 3a000ABaHHA, IOKIIAJABAHM CJIE]
yrnoTpeda Ha uukinohochamMua Kk CXeMH Ha KOMOHHUpPaHa XHMHOTEPAINUs ¢ YHaCTHETO Ha
uukaohochaMu, BKIOYBRAT TMMGOM, pak Ha [IMTOBHAHATA 1833 U CAPKOMH.

* B HAKOH clTy4yaHn BTOPHYHA MAJTMTHEHOCT C€ € Pa3BH;1a HAKOJIKO TOAMHH CAel KaTO JIEYEHHETO C
uuknogocpamua e Ouno npexpareno. Mma crolueHus 3a 310kadecTBeHH 3aD0osBaHUs Clell
€KCIMO3HLUMSA Ha IJioaa B yTpodara.

*  PHCKBT OT pak Ha MHKOYHUA MEXYP MOXKE 1a ObJe 3HAUHTE/IHO HAMANEH upe3 NPOPHIAKTHKA 3a
XeMOparu4eH UUCTHT.

BeHO-0ORIY3HBHO YepHOAPODHO 3a00asBaHE

e  Beno-oknysusHo yepHoapoOHO 3aboasBane (VOLD) e nok1aaBaHO NpU NaLHEHTH, JIEKYBAHH C
HUKIopochaMmu.

*  |[UTOPEIYKTHBHHUAT PEXHUM B MOArOTOBKATA 38 TPAHCIUIAHTALMSA HA KOCTEH MO3bK, KOATO C€ CHCTOH OT
[IPHIOKEHHE Ha LMKIo(ochaMua B koMOHHALKA C OOIBYBAHE HA LIAAOTO TANO0, OyCyipaH, WK ApYTH
CPEACTBA, € MASHTHU(PULIHPAH (BUXKTE TOUKA 4.5) KATO OCHOBEH PHUCKOB (DAKTOP 3a Pa3BHTHETO HA
VOLD. Cien uutopeny«KTHBHATA Tepanus, KIHHUUHUAT CHHAPOM OOMKHOBEHO ce pa3BHBa 1-2
CCAMHUH CJIE]] TPAHCIUVIAHTALMATA W C€ XapaKTEPU3HUpPa ¢ BHE3AIHO MOBUILABAHE HA TETNIOTO,
0ONe3HEHA XeNaTOMEralHs, aCUHT H XUNepOHIHPYyOHHEMHSA / JKBATCHHLA.

»  (OcseH TOBa, UMA CHOOLUEHHS 32 MOCTENeHHO pa3suTHe HAVOLD nipu nauyeHTH, nony4agaliu
NPOABL/KHTETHO BPEME HUCKH J03H HMYHOCYIIPECHBHU 103K UHKiiodochaMua.

. Karo yenoxhendsa Ha VOLD Moxke 1a ce pa3suaT XenaTopeHAIEH CHHAPOM H MYJITHOPFraHHa
HEAOCTAaTLYHOCT. HmMa crobuieHus 3a cebp3ato ¢ uvknodocdamun VOLD ¢ daTtanen uzxoa.

»  PuckoBu (pakTopuy, npeapasnofiaraluy nauMeHTHTe 3a pazeurue Ha VOLD ¢ BHcokH 1034
HHTOPEYKTHBHATA TEpanus BKJIKOURAT:

- ChIUIECTBYBAWO HAPYHUICHUE HA YEPHOApOOHaTa QyHKUMS,
- NpeAleCTBalla IbYETEpAa Ha KOPpeMa H
- HE3aJ0BOJIMTCIIEH PE3YIITAT OT TepanuaTa.

I eHOTOKCHYHOCT

. L{nknogochamu e reHOTOKCHYEH H MyTareHeH, KakTo npH COMaTHYHH, T
3apOAHIIHK KNeTKK. ETO 3a110 no speme Ha neveHue ¢ uvxaogocaMus
3a0peMeHaBaT U MbKeTe TpgOBa Aa HE Ch3AaBar Jieua.

*  Muxere TpsAOBa Aa He ctaBaT Oally A0 6 Meceua cnel Kpas Ha JICYEHHETO.
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e  JlaHHMTE NpH :KHBOTHH NOKA3BAT, Y€ €KCIIO3MUMATA HA OOLIMTH IO BPEME HA PA3BUTHETO HA
poauKynuTe MOXKE Aa JOBEIC A0 HAMAJABAHE HA YeCTOTATA HA 3aKPEenBaHE Ha OMIIOAEHATA
SAMLIEKIETKA BLPXY CTEHATA HA MAaTKaTa W pa3BHTHETO HA HOPMAa’1Ha OPEMCHHOCT, U [10 MOBHLLEH PUCK
oT Maadopmauui. Tesu edekT Tpadea Ja ce UMAT NPEBABKH/ B C.Tyvall HA ILNAHUPAHO 3a0peMEHABAHE
HiIK HA OPeMEHHOCT Ce CNUpaHe Ha JedeHueTo ¢ nukiodocthamua. TouHaTa NPOILLKHTERHOCT Ha
pa3BUTHE Ha (POIHMKYIMTE IPY XOpa HE € M3BECTHA, HO MOKe Aa Obae noBeue ot 12 Meceua.

¢  (eKCyanHO akTHBHHTE KEHHM ¥ MbXKE TpAOBa /1a U3No3eat eheKTHBHUA METOH 3a KOHTPALUENLIHA IO
BpEME HAa TE3H INCPHOIH.

Buxre ¢bio Touka 4.6.

Edektn Bbpxy depruidrera

e [lnknodocdhamua okazea BIUsHUE HA OOTEHE3aTa U cliepMaToreHesata. Tok MOXKe Ja MPHUHHH
CTEPHJIMTET W NPH ABATA ITOJA.

¢  Pa3BMTHETO Ha CTEPHIIMTET M3IJEXKAA 3aBUCH OT 103aTa LUKHKI0dOochamul, TPOABKHTSIHOCTTA Ha
JTEUEHHETO, KAKTO H ChCTOSHHETO Ha PYHKLMATA HA MNONOBHUTE HJIIE3H MO BPEME HA ICYEHUETO,

¢ [Ipeam3suxanusT OT uMkIOGocHaMUI CTEPUANTET MPU HAKOH MALKMEHTH MOXKE Na Dbl HEODpaTHM.

i laLeHTH OT KEHC KU 1O

*  AMmeHopes, BpeMEHHA WKW NOCTOSHHA, CBbP3aHa ¢ NOHWKEHA CEKPELMA HA €CTPOTeH M MOBMIIICHA HA
FOHAIOTPOMNKH CE Pa3BUBA B €/JHA 3HAYMTEIHA YACT OT JKEHHTE, JICKYBaHH C LHKIOPoCchaMUI.

o  Jlo-cneuuanHo npy nNo-Bb3pacTHUTE XEHU, aMeHopesaTa Moxke Aa 6bae NOCTOSHHA.

* BB Bpb3Ka ¢ jJeUYEHHETO ¢ UMKIoPOocHaMul UMa cbODLLIEHUS 32 OJIUrOMEHOpPEd.

e  Momuuera, nekyBanH ¢ udknodochamua no BpeMe Ha npeanyoepreTa, OOMKHOBEHO pPa3BHBAT
BTOPHYHHU NO/IOBH Delle3 HOPMATHO H UMAT PeOBHA MEHCTPYALMS.

e  Momuuera, nekyBaHu ¢ udKIohochamua No speme Ha npeanybeprera BIOCAEIACTBUE HAMAT APOO/EM
Aa 3adpemeHesr. ,

e  Mowmuuera, nexyBaHu ¢ HHKIODOCHAMHI, KOUTO ¢a 3ANA3HIH STHUHMKOBATA CH QyHKUMA Cren
MPUKIIOUBAHE Ha JIEUCHHETO, Ca ¢ MOBHLUEH PHUCK OT Pa3BHTHE HA NPEKICBPEMEHHA MEHONAY 34
(cnupaHe Ha MeHCTpYauusaTa npeM na Hasbpwat 40 roguHum).

[lauMEHTH OT MBIKKH 0.1

o  Mmuxere, nekyBaHH ¢ UMKI0(ochamMua, MOKE 2a Pa3BHAT OJIUIOCASPMHA HITH a300CN€pMHs, KOMTO
OOHMKHOBEHO Ca CBBLP3aHH C MNOBUILICHA CEKPeLHa Ha TOHAJOTPOIHH , HO HOPMAJIHa Ha TECTOCTEPOH,

¢  (CekcyaTHaTa NOTCHTHOCT W TMOUI0TO OOMKHOBEHO Ca HE3ACETHATH TIPH T3 (TaLIMEHTH.

e  Mowmuera, nekyBaHH ¢ UMKI0dochaMH/ 10 BpeMe Ha NpeanydepTeTa MOXKE Aa C€ pa3BUAT HOPMaJIHK
BTOPUYHHUTE NONOBU O€Ne3H, HO MOKE 1a HMAT OJIMIOCNIEPMHS HITH a300CTIEPMHUA.

¢  BB3MOXHO € J1a ¢€ NpeaU3BHKa H3BECTHA CTENEH HA TeCTUKYNapHa aTpodms.

e llnknogochamda-npeausBuKkaHaTa a300cnepMus € o0paruma Npy HAKOH MALHEHTH, BbIIPEKH Ye TOBA
MOKE 13 C€ NPOABH HAKONKO IOIMHM CAEA NPSKpaTABAHE HA JICUCHHETO.

e  MuKeTe BpEMEHHO OKA3a/lu Ce CTEPHUIIHM OT uukiIopocdamua BIIOCIEACTBHE MOraT 1a CTaHAaT daly.

AHA(PHUIAKTUYHM PEAKLIMH, KPBCTOCAHA CBPbXUYYBCTBUTEIHOCT ¢ APYIrH A1KMIHPALIH areHTH
Bte Bpb3Ka ¢ NpUNOKEHHETO Ha LHMKIodOoCOaMUA UMA JaHHH 33 aHA(PHUIAKTHUHH PEAKUMU, BKITFOUHTEIHO U
34 TAKMBA ¢ daTaieH W3Xo/l.

Hsama 1anHy 3a Bb3MOXKHA KPBCTOCAHA CBPBXUYBCTBHTETHOCT C JAPYTH AIKHIHPALLMY ar€HTH.,

Hapywiasaue 3a3/1papsBaHeTo HA paHH
* [{uxnodochamua MOXKeE 1a HApYLUH HOPMAJIHOTO 3a3JpaBsiBaHe HA paHaTa.

[IPEAITIAZHHU MEPKH

Ajnoneuuns
® HUmMa cbobLueHus 3a as1oneums v BEPOATHOCTTA U 3d MOABA HAPACTEA C I10
. AJoneuysTa MOXe Ia Aporpecupa 4o MIICHUBOCT.
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s  Moxke Ja ce oyakBa KocaTa 1a ¢€ Bb3CTAHOBM C.1€/1 NPCKPATABAHE HA JIEYEHUETO C JIEKAPCTBOTO MU
10pU B X044 Ha caMOTO NIeUEHHe, BBIIPEKH Ue HOBATa Koca MOXe J1a Obe pa3iMuHa Mno ¢CTpyKTypa
LIBAT.

[‘aleHE U NOBPLUIAHE

e [lpuioxenHero Ha LUHKTOPochaMmua MoXKe Ja NPEeAH3BUKA rajJeHe W NOBPbLIAHE.

¢  Tpadea na Obnar B3eTH NpeiBMA CBOCBPEMEHHM MEPKH 3a YNOTpebdaTa HA AHTHEMETHLIH 34
PEeAOTBPATABAHE H ODAEKYABAHE HA I'AICHETO H NOBPHINAHETO.

¢  EIHOBpPEMEHHATA KOHCYMALHA Ha alTKOX0i MOXKE 1a 000CTpH NPEAU3BUKAHUTE OT LHKI0MOCcham K1
MOBPBILAHE H rajeHe.

Cromatur
¢ [TpunoxeHueTo Ha nUKIIodochamMua MoXKe Aa MPHYUHK CTOMATUT {OpalIEH MYKO3HT).

¢ Tpsabea na Obaar B3eTH NpeaBU] CROEBPEMEHHH VEPKH 3a MPedOTRpaTABaHE H 00EKYaBaHe Ha
CTOMATHT.

[ lapapeHO3HO NIPUITOKEHHE

* llurocraTuurug edekT Ha nukiodochamMu ce NPosdBABa Ce/l HEFOBOTO AKTHBHPAHE, KOETO C€
OCBLLUECTBABA N1ABHO B yepHUA Apo0. Cnea0BaTeNHO PUCKBT OT YBPEK1aHE HA THKAH OT CIIyYaHHO
[IAPABCHO3HO MPHIMKEHHUE € HHCBK.

e B cayuaif Ha MHUMACHTHO NapaBeHO3HO [IPHIOKEHHE HA LrKIopocdamu T, HHPY3HATa TpADBa Aa ce
Cripe BEAHAra, NOMaAHAIMAT U3BbH KPBBOHOCHHA ChI pa3TBOP HA LHKRodochaMua TpadBa na ce
aCIUpHpad ¢ KaHi0Na OT MACTOTO, U 1a C& npeanprHeMar Apyry noaxoasaud MEPKH.

Ynorpeba npu nayHeHTH ¢ 6b0peuHo yBpeKIaHe

[Ipu nauuenTu ¢ 6uO6peuHO YBpekaaHe, 0cobeHo NpH NalMEHTH ¢ TeKKO O6K0peyHO yBpeKIaHe,
HaManeHaTa ObLOpPEUYHA SKCKPELMS MOXKE 4 JOBEAE A0 MOBHUIEHH MJIA3MEHH HUBA Ha LMKJIO(OoChaMHuI H
HErosuTe Metadbonutu. ToBa MOXKe 1a JOBEAE 10 NOBMIUABAHE HA TOKCHYHOCTTA H TpAdBa Aa Ce B3eMe
NPelBK/ NpH ONPEAENAHE HA 003aTa NMPH Te3M naleHTH. Bukre ¢b110 Touka 4.2.

Ynorpeba Npu NAUHEHTH ¢ YEPHOAPOOHO YBpeXaaHe

Texko uepHOAPOGHO yBpexaaHe Moske Aa Objie CBbP3aHO C MOHKEHO aKTHBHPAHE Ha UKo OCchamMHaa.
Tosa moke 1a NpoMeHH ePEKTUBHOCTTA HA NeYeHHETO ¢ LuKkiothochamua u TpadBa aa ce B3eMe NpeiBHA
NpH H300pa Ha A03aTa M NMpH ThIKYBaHE HA OTrOBOpa Ha W30paHaTta 103a.

Ynorpeda npy NAUKEHTH CIe a1pEHANSKTOMHA

I1pn nanmenTn ¢ HaadBLOpeUuHa HEJOCTATHHHOCT MOMKE /13 C€ HAJIOXKH YBEIMUYEHHE Ha J03aTa Mpu
KOPTHKOM] 3aMECTUTEHATA TEpANUS, KOraTo T¢ Ca U3 10’)KeHH Ha MOBHUINEHA TOKCHYHOCT, Ab/LKALLA CE HA
LMTOCTATHUYM, BKIIOYUTETHO UHKIoDochamua.

4.5 BsanMoaelcTBue c APYIH JIeKAPCTBEHH NPOAYKTH H APYrH GOPMH Ha B3anMOAeHCTBHE

[Lnanypano eIHOBPEMEHHO NPUIIOKEHHE HITH TOC/ICIOBATENHO PHNAOKEHHE HA PYTH BELLECTBA HIH
JICUEHHS], KOUTO MOTaT Aa MOBUILIAT BEPOATHOCTTA OT M TEXKECTTA HA TOKCUUHUTE €DeKTH ([IOCPeICTBOM
dapMakoAMHAMHUYHH WIH (DAPMAKOKHHETHYHH B3aMMO/IEHCTBNA ) M3HCKBAT BHUMATe THA UHIHBHya/lHA
OLUEHKA Ha OYAKBAHMUTE NMOJI3H W puckoBe. [launeHTuTe, Npyu KOUTO C€ U3NOIT3BAT NOAOOHH KOMOUHALIMH,
TpaOBa Ja ce HabMIOAABAT BHUMATENHO 3a MPU3HALIM HA TOKCHUHOCT, € 1€/ 1a C€ NpedNpUeMAT HABPEMEHHH
MepKH. IlannenThTe, 1eKyBaHN ¢ HUKIoDOChaMU B AEKAPCTBEHU MPOYKTH, KOUTO HAMANABAT HEMOBOTO
AcHcTBanE, TPAOBa 1a ce CNedsT 3a Bh3MOXKHAO NOHWKABAHE HA TepaneBTHUUHATA eeKT
HEODXOMMOCTTA OT KOPEKLIMA Ha 103aTa.

B3anmoneHcTBHA, nopavABaLIM GapMaKOKHHETHKATA Ha MKkIodochaMug v He
¢ [louvkeHOTO akTHBHpaHe Ha LKKIoGochamua MOXKe 1a NPOMEHH eEKT
Hero. Beulecrpara, kouto 3abapat akTuedpateTo Ha LUKiogochamma ca
- AnipenuTaHT
- bynponuou
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- bycyngpan: Hva gaHHu 3a 3a0aBeH KITHPBHC H YIB/KABAHE BPEMETO HA €/IMMHHALLHOHEH
MOMYKHBOT Ha LIHKI0GochaMUa MPU NALMEHTH, MO1YYABAIM BUCOKH N03H Huknodochamua no-
MaJIKO OT 24 yaca Ciiej] KaTo ca NOJYHHIH BUCOKY 103U Oycyidan.

- Hunpodaokcaunt: Korato ce € npunaran npeau jeueHue ¢ uyukIogochaMua (ocobeHo B
VCIOBMATA HA KOHIUMUMOHUPAHE HA NpeIliecTRAIIA TPAHCIIAHTALLMA HA KOCTEH MO3BK),
LIMITPOJUIOKCALIMH € A0BE.T A0 PEUHAHB HA OCHOBHOTO 3a0osisiBaHe.

- XJIOpaM(®EHUKO.1

- OaykoHazon

- UTpakonazon

- Hpacyrpen

- CyndoHamuau

- Tuotena: Mma naduu 3a cunHo nuxubpaHe Ha OHOKTHBRALMATA Ha uMkiodochamua oT
THOTEMNA BbB BUCOKOAO30BH CXEMH Ha KOMOWHHUpaHA XHMUOTEPAanKA, KOrato THOTena ce npuiara
| uac npeau ukrtopochamii.

. [loBUIIABAHE Ha KOHLUECHTPALIMATA HA IUTOTOKCHYHH META0OIMTH MOXKE 1a Bb3HHKHE [IPH
€/IHOBPEMEHHA YToTpeDa C:

- AnonypuHOII
- Xnopanxuapar
- HameTuauu
- Hucyndupam
- I nuepanaexua
- HHayKTOpH Ha YOBEHIKMTE XeMaTATIHH H eKCTPaXenaTalHid MEKPO3OMATHH €H3MMH (Hanp.
uuToxpom P450 ensumure): [loTeHU AT 32 HHAYKUHA HAa XeNATATHATE W EKCTpaxenaTanHuTe
MUKPO3OMAIHW €EH3UMU, TpAOBa Aa c€ Uma NpPeABHI B CIy4Yal Ha NPeAleCTBALO K
CHITBTCTBALLO JICUEHHUE C BCLUECTBA, 32 KOMTO € U3BECTHO, Y¢ NPEIU3BHKAT NOBULLEHA AKTUBHOCT
Ha TE3H €H3UMM KaTo pudamiun, peHobapdbutar, kapbamazennH, GEHUTOHH, JKbAT KAHTAPHOH U
KOPTUKOCTEPOHIH.
- IlpoTeasHn nHxuOHTOpH: EAHOBPEMESHHOTO NPHIGKEHHE Ha NPOTEa3HH HHXHOHTOPH MOXKe j1a
NOBHLIM KOHLEHTPAUMATA HA UUTOTOKCHUHKTE MeTabo1uTH, 3a H3Nnon3RaHeTo Ha DasMpaHy Ha
NPOTea3eH UHXUOHUTOP CXEMH Ha IEUeHHE € YCTAHOBEHO, Ye € CRbP3aHO C M0-BHCOKA YE€CTOTa Ha
MH(PEKUHMH H HEYTPONEHUA NMPH Mal[HeHTH, JIEKYBaHH ¢ UMKIodochaMna, AOKCOPYOHLIMH H
erono3ua (CDE), otkonkoro npu uznonssaneto Ha NNRTI 6azupany cxemHd Ha KOMOHHHpaHa
XUMHOTEPAIIHA.

. OHnaaHceTpOH
Mma nanHHM 3a papMakOKMHETHYHO B3aHMOIEHACTBHE MEXTY OHNAHCETPOH H BUCOKH 1031 LHKJIOGOChHaMu,
KOeTOo BOoAH 10 HaMaaasaHe Ha AUC na uuxknodocdamua.

DapMakoIMHAMHYHY B3aUMOJACHCTBHA H B3aHMOJSHCTBHS ¢ HEH3BECTEH MEXAHHUIBM, TTOBIHABALILH
epeKTHBHOCTTA Ha uMKIodochamu
KomOunripana nin nocseapaila ynorpeda Ha unkiopochaMun U ApyrH ISKAPCTBEHH NPOMYKTH ¢ NOA0OHA
TOKCHYHOCT MOXKE Aa 10BeAC 10 KOMOUHHUPAHH (MOBULIECHH) TOKCHYHH e(deKTH.
. [ToBHIIEHA XEMATOTOKCUYHOCT M / WIH HMYHOCYITIPECHS MOKe 1a Obe pe3yITaT OT KOMOMHHPpaHUTE
e(peKTH HA LMKITODOChaMua U, HAIpPUMEP
- ACE nnxnouropn: ACE uHXHOUTOpUTE MOTAT A4 MPEAU3BHKAT JICBKONEHUA.
- Hatanuzyma0o
- [aknurakcen: UMa nanHH 3a NOBULLIEHA XEMATOTOKCHYHOCT, KOraTo tHkiodochamui e
fpUJIaraH ciea HHQy3uaTa Ha MaKIMTaKCce.
- TuazuaHu anypeTHUH
- 3UA0BYAUH

° [loBuiEHATA KAPAMOTOKCUYHOCT MOXKE Obae pe3ynTaT 0T KOMOMHUpPAHUS
Y, HATIPHUMEP
- AHTPaLMKAHHH
- [{luTapabun
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- [leHTOCTATHH

- JIbyeTepanua Ha chpreyHara odact
- TpacTy3ymadb

e [TlosuweHara GenoapobHa TOKCHYHOCT MOXe Ja Aa Obje pe3yaTaT oT KOMOHHUpaHUs e(EKT Ha
uuknogocdamua 1, Hanpumep
- AMHOJApOH
- G-CSF, GM-CSF (rpaHy ot KO:I0HHK-CTHMYAupaiil (hakTop, FPaHyA0UHUTHO-MaKpodareH
KONOHHUH-CTUMYSIMpaul gakTop): B HayuHH chOOLIEHHA c€ PEANoNara MoBHIIEH PUCK OT
0es1oApOo0HA TOKCUYHOCT TIPU MAUMEHTH, JEKYBAHM ¢ XHMUOTEPANHs, KOATO BK/1OYBA

unknopochamun u G-CSF unn GMCSF.

¢ lloBuiucHaTa HEPpoTOKCHMUHOCT MOKE Ja ObAE pe3yiTaT 0T KOMOMHUPAHHWA eeKT Ha
udicioochaMu 1, HanpuMmep
- AMdotepuunH b
- MHaoMerauud: Mma faHHu 3a 0¢cTpa BOJHA MHTOKCHKALMSA TIPH €1HOBPEMEHHO MPHIIOKEHHE C
HHOMETALMH.

¢  YCWIBaHE Ha APYrv TOKCHUYHH ePeKTH
- A3aTHONPHH: NOBHILEH PUCK OT XeNMaTOTOKCHUHOCT (HepHORPOOHA HEKpo3a)
- bycyndau: nokiaasanm ca NOBUILIEHA Y€CTOTA HA YepHOAPOOHA BEHOOKITY3HBHa DONECT U
MYKO3HT.
- HpoTteasHy HHXHOMTOPH: NOBUILIEHA Y€CTOTA HA MYKO3HT

Hpyru B3auMOAC UCTBUA

e  AIkoxon

[Tpy XKHBOTHH € TYMOpH € Hab/0AaBAHO MOHKABAHE HA AHTHTYMOPHATA aKTWBHOCT NPH MPHEM HA €TAHOII
(aIKOXO0JT) M0 BpEME Ha nepopaiHa HUCKO 1030Ba Tepanus ¢ uxknodochaMul.

ITpH HAKOH NALHEHTH, ANKOXOJIBT MOKE Ja O0OCTPH IIPEeAH3BHKAHUTE OT LHKI0gochaMHa NOBPBLIAHE H
rajeHe.

° Etanepuent

[Tpu mauwenTy ¢ rpanynoMarosa Ha Berenep, 100aBIHETO Ha eTaHEPUENT KbM CTAHAAPTHOTO JICUEHHE,
BKJIIOYHTENHO LUKNO(ochamMua, € S1io CBbP3aHO ¢ MO-BHCOKA YECTOTA HA HE-KOXKHH COJIMAHH
3/10KAYECTBEHU TYMOPH.

. MeTpoHuaazon

Habmogasana € octpa endedanonarud npy nalMedTH, noIyyasamy urkiodocthaMul 1 METPOHHUAA30.L.
I Ip#4vHHO-CNEACTBEHATA BPB3KA HE € JOKA3aHA.

B npoyueaHe npH XKuBOTHH, KOMOHHALKATA OT LHKIodochaMUa ¢ METPOHHAA30] € OHila CBbpP3aHa ¢
MOBHIIEHA TOKCHYHOCT OT CTpaHa Ha uMKiIodocdamu.

e  Tamokcudes

EaxospemenHata yrioTpeda Ha TaMOKCH(EH W XUMUOTEPAITHA MOXKE A NMOBUIUH PHCKA OT Pa3BUTHE HA
TPOMOOEMOOJINYHH YCIOKHEH KA.

B3anmoneiicTrrid, nopnuseau dhapMakOKMHETHKATA W / WY ePEKTHBHOCTTA HA APYIH JICKAPCTBEHU
[LPOOYKTH

. bymponHoH
CYP2B6 merabonusmbt Ha nuknodochamua Moxke Na HHXUOUpa MeTadonuzmMa H

. Kymapunu
Mma naHHH, KAKTO 33 YBEIMYABAHE, TAKA M 3a HaMallsiBaHe ¢heKTHTE Ha Bapda
NEKYBAHHM C BappapuH ¥ uukaodocdamu.
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s  Uuxnocnopun

YCTaHOBEHO € MOHMKABaHE HA CEPYMHHUTE KOHLEHTPALIMH HA LMKIOCTOPHH NPH NAUNEHTH, NTOAYYaBaulu
KOMOHHaunATa UHKIOGOcHhaMua U UHKIIOCTIOPHH, B CPaBHEHUE ¢ TE3H, MOAYYABALIH CaMO LHKJIOCTIOPHH.
BiauMoaeicTeueTo MOXKe 1a 10BEAES A0 YBE/IHYABAHE CIYHAHTE HA PEAKUMATA TPAHCILIAHTAT CPELLY
peurnueHT (graft versus host disease).

e  Jlenonspusupauiy MUOPEIAKCAHTH

JleuenuneTo ¢ uMknopochamMna npUUUHIABR 3HAUMTEIIHO U NMPOABDKATEAHO HHXHOHPAHE HA AKTHBHOCTTA Ha
xonunectepasara. Moske na ce npeau3ByKa yab/hKeHa anHes NPy €QHOBPEMEHHO NIPHNOKEHHE Ha
AENONAPUINPALIM MYCKYIHH PEIAKCAHTH (HaNpP. CYKUMHKIXO/MH). AHECTe3HONIOrbT TP4A0Ba na Obaar
ApeaynpeseH, ako NaurdeHTsT € Oun JekyBaH ¢ LMKiIodocdamua B pamkute Ha [0 qHH Npe/id BbBeXKIaHE B
00112 aHecTe3uA.

*  JIurokcuH, B-aueTHAAHUIrOKCHH
MMa nanHmn, 4e UHTOTOKCHYHOTO JIeUeHHe HapyllaBa YpeBHATA pe30pOLMa HA TUTOKCHH H -
AUETHAAHTOKCHH TADJIeTKH.

o BakcHHH

[lopaau umyHocynpecustute edekTd Ha LMKIodochamMua, MOXKE Ja C€ 0YaKBa HAMAJIABAHE HA OTrOBOPA
KbM BakCHHHpaHe. M3n013BaHeTo HA KMBH BAKCHHY MOJKE J1a I0BEIE N0 NPeAU3BHKAHa OT BaKCUHATa
HHpEKLNA.

o Bepanamui
MmMa nanHHM, Y€ UMTOTOKCHYHOTO JieyeHHe HapyllaBa UpeBHaTa pe3opOLus NpH [1epOpatHO NMPHIMKEHHE Ha
BEpATIaMHIl.

4.6 QepTHIHTET, OPEMEHHOCT H KbPMEHE

Llnknogochamur npeMuHaa mialeHTapHata bapuepa. JleueHueTo ¢ uukiaodochaMul HMa reHOTOKCHYEH
e(eKT U MOXKE [1a TIPHYHHH YBpeXKAaHe Ha TU104a, KOFaTo ¢e npuiara npy OpeMeHHH! KeHH.

e«  Halmoaaeanu ca maagopmauMy npu aeua, poaeHH OT MaiKH, JJEKYBaHHU € LUKI0GOCHAMHU, 110 BpEME
Ha ITbPBUSA TPUMECTHP Ha OpeMeHHOCTTA. Burpekd ToBa, HMa H cboOLIeHHA 3a neua Oe3
MaJ1(pOpMaLIMK, POOEHH OT JKE€HH, IEKYBaH! ¢ UMK TodochaMu Mo BpeMe Ha TbPBHA TPHMECTHP.

* HM3narane Ha ae#icTereTo Ha uMKnodocdamua B yTpodara MOXKe 1a A0BeAE 10 CIIOHTaHEH adopT,
3a0aBAHE HA PACTEXa Ha MNoAa H PeTOTOKCHUYHH eeKTH NpH HOBOPOACHOTO, BITIOUUTEIHO
NEBKOTICHUSA, aHEMUS, MAHLUMTONEHHS, TEKKA XUIIOIIA3HA Ha KOCTHHUSA MO3BK H FacCTPOCHTEPHT.

*  JlaHHWTE NpH >KMBOTHH NMOKA3BAaT, Y€ MOBULICH PHCK OT NPEKbCBAHE Ha OPEMEHHOCTTA H OT
MaJIPOpMAaLMU NMPOAbL/IKABA A ChIIECTBYBA M C1e] NPEKPAaTABAHE HA IEHSHUETO ¢ UHKIIodOochamHn,
AOKATO CHIIECTBYBRAT OOLMTH / (DONHKYJTH, KOUTO ca OMJIM H3IOKEHH HA ASHCTBHETO HA
LHUKIO¢ocamMua o BpeMe Ha Beaka eHa OT azure ¢y Ha Ch3pABaHe. Buxre B Touka 4.4,
['eHOTOKCUUHOCT,

’ Ako urriofochamua ce U3MoN3sa Nno BpeMe Ha OPeMeHHOCT MJIH aKO NalUeHTKaTa 3abpeMeHee,
AOKATO C€ JIEKYBA C TO3H JIEKAPCTBEH NPOAYKT UM HEMOCPEACTREHO ¢le JieueHHeTo (Brxre B Touka
4.4, ' eHOTOKCHUYHOCT), NalMeHKaTa TpaOsa na Obae YReI0OMEHA 3a MOTEHUHANHMA PHCK 3a peTyca.

. Luxnogochamug npemuHaga B MaiiunMHoTO MAako. Mma faHHU 338 HeYyTpONEeHHS
HHCBK XEMOTTIOOMH U AUapUs MPH AeUa, KbPMEHH OT XKCHH, JICKYBAHH € LIHKJI
TpAOBA Na KbPMST MO BPEME Ha JICUCHUETO ¢ LKKIodocdamua.
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4.7 E¢exkTH BBPXY cocoGHOCTTA 32 WodHpaHe U padoTa ¢ MANIHHHA

[pu nauueHTHTE, MOANOKEHH HA NeUeHUE C UHKITOhochaMua, MOKE 1a CE NOABAT HEXKEJIAHH JIEKAPCTBEHH
PEAKLUHH (BKITKOUHMTEIHO HANP. 3aMasHOCT, 3aMbIJIEHO BHXKAAHE, HAPYILICHWS HA 3PEHUETO), KOUTO DHXa
MOTJIM Ja NOBIMAAT BHPXY CNOcoOHOCTTA 3a WodHpaHe WITH padoTa ¢ MallHHK. JIekapaTt TpsaOBa aa
NMPeUeHN HHIHBHAYATHO Bb3MOXKHOCTUTE HA NAUMCHTA 32 1oQHpaHe U padoTa ¢ MaluuHM.

4.8 Hexkennanu JieKapcTBEHH peakIHH

4.8.1 HexxenaHH peaknii OT KIHHHYHH H3INHTBAHHA
CHUCDHKBT HA HEXEAHUTE peakUrK HA LMKNodochaMua B TO3M JOKYMEHT C& OCHOBaBAa Ha
NOCTMAPKETHHIOBH A2HHHM ( BHXK [M10-105TY).

4.8.2 HesxenaHn peakliiH OT HOCTMAPKETHHIOBH IaHHH
HectoTa Ha HIP ce ocHoBaga Ha criienHara kaacudukauus; Muoro yectn (>1/10), Yeetn (=1/100 no
<1/10}, Heuectu (=1/1 000 go <1/100), Peaxu >1/10 000 go <1/1 000), Muoro peaku (<1/10 000), C

HEU3BECTHA YECTOTA (OT HATUYHUTE JAHHHU He MOXe a4 Ob/le HalpaBeHa OLEHKA)

HesxenaHu nekapcTBEHH peakUHH

CHCTEMO-OpraHHH KIIacoBe [Tpeanoudtan MedDRA TtepmuH YecToTa
{SOC) cvrnacHo MedDRA-
bazara JaHHH
MHOEKLMH U 'Uudexumu UecTH
HMHOECTALIMH [IHeBMOHUS HeuecTH
Cencuc HeuecTu
CenTHueH 10K MHuoro peaku
HEOTUIA3MH — OcTpa MHeNOHIHA JIEBKEMUS Penkn
HOBPOKAYECTBEHH, OcTpa NpoOMHEIOUHNTHA J1CBKEMHA Peaku
3JIOKAYECTBEHHU H MuenoaucnIacTHISH CHHAPOM Peaku
HEOTIPE/IEJIEHH (BKJ1. Bropuunun Tymopu Penxu
KHUCTH H ITOJIUIIH) Pak Ha nMAKO4YHHUA MEXYP Penku
Pak Ha mUKOYHHTE NBTHILA Penku
TyMOp JHU3HUC CHHAPOM Mtoro peaku
[Iporpecus na chluecTByBall MaTUrHeH npouec | C HEM3BECTHA YECTOTA
He-Xomxk1MHOB AMM@OM C HeM3BecTHa 4YecTOTa
Capkom C HeH3BecTHaA YecToTa
brOpeuHo-KI1eThYEH KAPLMHOM C HEeM3BECTHA YeCTOTA
Pax Ha OBOpEUHOTO NereHye C HeH3BECTHA YecToTa
Pak Ha miMTOBUAHATA XJ1E€3a (C Heu3BeCcTHA 4ecToTa
KapunHoreHHH edekTi BbpXY MOTOMCTBOTO C HeW3BecTHaA 4ecTOTa
HAPYILUEHWA HA KPBBTA | Muenocynpecus MHoro uecTH
H JIMMOHATA CUCTEMA | JleBkomneHusd MHoro 4ectu
HeyTponenns Mmuoro uectu
GelpriHa HEYTPOINEHHS YectH
TpombouuTOne s Heuectn
AHeMHA
HyceMHHMpaHa HHTpaBacKy1apHa KoaryJaius
XEMOJTUTUYHO-YPEMHYEH CHHAPOM
{laHuHUTONIEHHS
ArpaHyaouuTo3a
I panynouuronenuns
JlumponeHus OISR
[{oBMLLICH XEMOTJIOOUH \:"@ﬁ?*




LI B SR W U

HAPYILIEHHA HA
MMYHHATA CHCTEMA

MmyHocynpecus
AnadunaktiuHa/AHapunakToMHa peakuus
Peakuud Ha CBPbXUYYBCTBHUTEITHOCT
AnadulakTHUYEH LIOK

MHoro 4ecTu
Heuectu
HeuecTH
MHoro peakH

HAPYLIEHHA HA
EHAOKPHHHATA
CHUHCTEMA

HapyweHnus Ha opynaumsaTa

[ToHuKeHM HKUBA HA )KEHCKHTE MOJOBH XOPMOHH
OOpaTHMM HapyleHHS HA OBYJIALUATA
CHHIPOM Ha HENOAXO/ALLIA CeKpELHa Ha
aHTUAHYpeTudeH xopmon (SIADH)

Boana HHTOKCHKaUHS

HeuecTn
HeuecTu
Peaku

MHOro peaku
C "ew3BeCTHA YeCTOTa

HAPYLIEHHAA HA
METABOJIH3IMA U
XPAHEHETO

AHOpeKcUA
Jlexuapartaums
XHUnoHaTpuemus
3aapbHKKa HA TEUHOCTH
[loBuLieHa KPBBHA 3aXap
[TonnkeHa kpbBHa 3axap

HeuecTtu

Penku

MHuoro peaxu

MHoro peakm

C Heu3BecTHA YyeCcToTa
( HEeH3BEeCTHA YeCTOTAa

CuHapom Ha oOpaTHMa JeBkoeHLedanonaTus
Ha 3a7HHA 1511 HA MO3bKA

Muenonartus

Ju3zectezun

XHUNOCCTLINA

Tpemop

[Tapocmus

Exuedanonarus

IICUXHWYHHW HAPYIHIEHHA | Ob6bpkanoct MHuoro peaxy

HAPYIHEHHA HA [lepupepna Hesponarus HeuecTw

HEPBHATA CUCTEMA Llonuuesponarus Heuectr
Hespanrus HevecTH
[ bpuoBe Peaxwu
Jucresus MHOTO peaku
XHUIIOTe3 U MHOro peaku
3amasHOCT MHOro peaku
XenatanHa eduedanonarus MHoro peakwu
IlapecTesus MHOro peiku

C HeusBecTHA YeCTOTA
C HeuzBecTHa yecToTa
C HEeM3BECTHA 4YEeCTOTa
C HeH3BECTHA 4eCToTa
C Heu3sBecTHa 4e€CTOTA
C HeHW3BeCcTHa 4e€CToTa
C HeU3BReCcTHA YecTOoTa
C Heu3BECTHA YECTOTA

' HAPYLLIEHWS HA OUMUTE

3aMbrICHO BHXKAAHE
3PHUTEIIHUA HAPYUIEHUS
KOHIOHKTHUBHT

* Enem Ha kienava
[loBHlLeHa nakpyUMali1s

Penku

MHoro peaky

MHuoro penxu

MHoro peaxu

C HeMu3BeCTHA 4eCTOTA

HAPYIIEHHUA HA YXOTO
N JABUPHUHTA

I'nyxota
HapyweHus Ha cayxa
TunuTyC

HeuecTH
C Heu3BeCcTHA YecToTa
C HeUu3BeCTHA 4YeCTOoTa

' CHLPJIEYHU HAPYLLEHUS

Kapauomuonarus

Muokapaur

**(CbpieyHa HEAOCTATHYHOCT
Taxukapaus

BeHTpukynapHa apuTMH
ApHuTmus
CynpaBeHTPUKYIAPHA apUTMHS
CppaeyeH apecr

HeuecTn
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BenTpukynapHa gpudpunauus
AHIMHA NEKTOPHC

MuokapneH vHbapKT
[lepukapaur

ATpuanda ¢pudpunaums
BeHTpukynapHa Taxukapaus
KapauoreHeH 1ok
HepukapaeH H3nus
Muokapananna xemoparus
JleBokamepHa HEIOCTATBUHOCT
bpaavkapaus

[Hannurauus

Yavuken QT nuuTepBan
Hamanena ¢pakuus Ha watiackeane (OH)

MHOTO peaku
MHoOro peaku
MHoro peaku
MHoOro peaku
MHOTO peaku
C Heu3BeCTHA UeCToTa
C Heuw3BeCcTHA YyecToTa
C Hen3pecTHA YeCcTOTa
C Hen3BECTHA YecToTa
C HeWzBeCTHaA YeCToTa
(C HeH3BeCcTHa 4ecToTa
C HEH3BECTHA HeCTOTa
C HeH3BEeCTHA 4ecTOoTa
C HEH3BECTHA 4YECTOTA

CbAOBU HAPYLLIEHHW A

KpbBOH3IUB
Tpomboembo.1HA
XUMepTOHMUA
XHUNOTOHUS
benoapodua emoonus
BeHozHa TpoMm0oO3a
Backyaur
IHepudepHa ucxemus
3auepBsABaHe

Penku

Mtoro penku

MHoro peaxu

MHoro peaku

C HeuzBecTHA 4eCTOTA
C Heu3BeCTHA yecTOTA
C Heu3zBecTHa yeCTOTA
C veH3BeCcTHa 4eCcTOoTAa
C Heu3BeCTHA YecToTa

PECITUPATOPHH, I'PbJIHU
U MEJIMACTHHAJIHU
HAPYUIEHUA

Octop pecniuparoped aucTpec CHHAPoM{ARDS)
XpoHHAYHA UHTEpCTHLIMAIHA OestogpobHa
dhudpoza

benoapodeH enem

bpoHXOCna3bM

JIUcHes

XHUINOKCHS

Kaunuia

Hecneund@HyuHn OenoapoOHH HAPYLUECHHA
Haza.iHa kOHrecTus

Hazanen auckomdopt

OpodapuHreanta 6o1Ka

Punopes

Kuxane

benoapoOHO BeHOOKTY3HBHO 3a00:15BaHE
ObdnurepaTHBeH OPOHXHOJIUT
OpraHv3upaHa MTHEBMOHUS

AnepriyeH ajiBEOANT

{ IHeBMOHMSA

t Lneppanen n3ue

Mmuoro peaxu

MHoro peaku
MHuoro peaku
MHoro peaku
MHOro peaks
MHuoro peaku
MHoro peaku
MHoro peaku
C HeusBecTHa ueCTOTa
C Heu3BEeCTHA 4eCTOTa
C Heu3BECTHA YecTOTa
C HeW3BECTHA 4eCTOoTa
C HeH3BECTHA 4eCcToTa
C HeuspecTHAa uecTOTa
C Heu3BeCTHA 4YecTOTa
C Heu3BeCTHa YecToTa
C HeH3BECTHA 4eCTOoTaA
C Heu3BeCTHa 4ecToTAa
C veuws3BecTHa yecToTa

CTOMAUIHO-YPEBHH
HAPYLIEHHA

XeMOparvyeH eHTEPOKOJIMT
OcTbp NaHKpeaTUT

AcLMT

Yauepauuy 00 NUragulIMTe
CToMaTuT

HAunapud

Ilospbliane

KoHcTunanms

["agene

AOoMHHANIHA 00JIKA

Muoro peaku
Muoro peaku
Maoro peaku
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AbdaomuHanes anckomopr
Bb3nanienne Ha napoTHIHATa K1e3a
CTomaluHo-4peBHa XeMOparus
Konur

EHTeput
Trudnur

C HeM3BeCTHA YeCTOoTa
C HeurzBReCTHA 4eCToTa
C Heu3BeCTHA 4YecToTa
C HeusBeCTHA 4YECTOTA
C HeH3BecTHa 4ecToTa
C Heu3BecTHA 4YecToTa

k

|

XEINATOBHUJIMAPHH
HAPYIUEHHA

HapymeHus Ha wepHoapoOHara dyHKUUS
Xenartur

BeHnooknyzueHa H0A€CT Ha uepHUs Apod
AKTHBHpaHe Ha BUPYCEH XenaTHT
XenartoMeraius

KbaTeHuua

XOJIeCTaTHUYEH XENaTHT

LINTONATHYEH XEIaATHT

XonecTaza

XenaToTOKCHYHOCT ¢ YEPHOAPOOHA
HEAOCTATBUYHOCT

[ToBraBaHe HUBOTO Ha OMIHPYOHHA B KPbLBTA
ADHOpMHaA YepHOAPOOHA GyHKLMHS
[loByMiuaraHe Ha YEpHOOPOOHUTE EH3UMH

Penkn

Peaku

MHOro peikH

MHuoro peaku

Muoro peaxu

MHoro peaku

C HeusBecTHa 4eCTOTa
C HeusBeCcTHA YecToTa
C Heu3BecTHA 4yeCcTOTA

C HeW3BecTHA 4YecToTa
C Hew3BeCTHA YeCTOTA
C HeM3BEeCTHA YECTOTA
C HeM3BecTHA 4ecToTa

HAPYIUEHMUA HA Anoneums MHoro uectH
KOXATA H OnneiwnnssBaHe HeuecTu
[MOAKOXHATA ThKAH Obpue Peaku
Jlepmatur Penku
CuHapom Ha Stevens-Johnson MHoro peakH
TokcHuHha enuaepManHa Hekpoausa MHoro pejxu
TexKH KOXKHH peakilHH MHoro pejlku
[lpomMsAHa HA LBeTA HA JTAHHTE, HOKTUTE,
X0AHNa MHoOro pejaku
Epurema B oOnbuBaHara obnact MHoro peaku
TokcHyen KoxkeH 0OpUB MHOro peaku
[1pypuTyC (BKTIOUHTEIHO Bb3NAJIUTCIHH
NPOLIECH HA KOKATa, NPUAPYKEHH ChC CHITEH
ChpOex) MHoro peakH
Epurema mynrugopme C Heu3BeCTHA HECTOTA
CHHAPOM Ha NanMapHo-IUIaHTapHa
EPUTPOLH3ECTEZUA C Heu3BeCTHA YEeCcToTa
Yprukapus C HeM3BECTHA YECTOTA
baucrtep C HeW3BeCTHA YeCTOTa
Eputema C Heu3BecTHA YecTOTA
OTouH No nUueTo C HeW3BeCTHA YecTOoTa
XHIECPXUApPO3a C HeusBecTHA 4eCTOTA
HAPYHIEHUS HA Pabnomuonuza MHoOro peaku
MYCKYJIHO- Kpammu Muoro peaxu
CKEJETHATA CHUCTEMA | Cknepoaecpma C HeuzBECTHA HECTOTA
A CBEAUHUTEIIHATA MyCKyJIHH cna3mH C He Ha 4eCTOTa
TbKAH Muanrus
ApTpainrus
HAPYLLIEHHWA HA LyacTUr
bbBPELIUTE U MukpoxemaTypus
[MTUKOYHHUTE [TBbTHLLA XeMoparu4eH UUCTHT
MaKkpoxeMmaTypus
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[TOCJIEPOJOBHA TTEPHO/]

- CyDypeTpaicH KpbBOU3/IHB Mmuoro peaku

UnTepcTHUMATHO Bh3nasiedue, Gubpo3a v
CKJIepO3a HA MUKOYHHS MEXYP MHoro peakH
bbOpeuHa HeaOCTaTLYHOCT MHoro peaku
Hapyuiennst Ha ObOpeumTe MHoro peaku
[ToBMilIeHH HMBA HA KPEeaTHH B KPbBTA MHoro peaku
buOpeuHa TyOynapHa Hekpoia MHoro peaky
Hapyienne Ha TyOynapHata dyHKuHs C Heu3BeCTHA YECTOTA
ToxcuuHa HedpponaTua ' HeuzpeCTHA YeCTOTA
XeMOparuyeH yperepur C HEH3BECTHA YeCcTOTa
LucTyr ¢ yiuepauuu C HEU3BECTHA HYECTOTA
KoHTpakTypa Ha NHKOUHMUSA MEXYP ( HEeW3BECTHA YECTOTA
Hedporenen 6e3BkyceH aMader C HeH3BeCcTHA 4YecToTan
ATHIIHYHH 33 MHKOUHHR MEXYP EANTETHH C Hel3BeCTHA 4YecToTa
KAETKH C HeusBecTHa yecToTan
IloBMuIEeHa HUTPOTEH KPbBHA ypes C HeM3BeCTHA YecToTan

CBCTOAHUS, CBbP3AHH | IlpexaeBpeMeHHO pakiaHe ( Heu3BecTHA YecToTa

C bBPEMEHHOCTTA,

POJOBUA U

HAPYLLUEHUSA HA
BB3ITPOU3BOIUTEIHATA
CHUCTEMA U I'bPJATA

Hapyuiena cnepmartoreHesa
Hapyuiena opynanus

¥E* AMeHopes

*¥*Azocnepmus

¥**Onurocnepmus

be3nnoave

OgapranHa HEAOCTAaTHLUHOCT
OnuromeHopes

TecTukynapxa arpodus

[TonH>KeHH HHUBA HA €CTPOreH B KPbETA
[loBuiLeHH HUBA HA TOHAAOTPONHUH B KPBBTA

Yectu

HeuecTu

Peaku

Peaku

Peaxu

C HEH3BECTHA YECTOTa
C HeuzBecTHA YeCTOTA
C Heu3BeCcTHa 4eCTOoTa
C HeW3BECTHA YECTOTA
C HeusBeCTHA 4€CTOTA
C HeH3BECTHA 4YecToTa

BPOIAEHH, DAMHIIHH KU
rTEHETHYHH
HAPYUIEHHWUA

MuTpayTepHsHa cMBPT Ha MIoaa
Manpopmalims Ha rio/1a
3abapaHe Ha pacTexka Ha Maoaa
deraniHa TOKCHYHOCT

C HeM3BECTHA YecToTa
C Heu3BeCTHA HECTOTA
C HeM3BeCTHA 4ECTOTA

OB HAPYIUEHHA U
E®@EKTH HA MACTOTO HA
IMTPHJIOXEHHE

[TosviIeHa TenecHa TeMneparypa
Brpucane

AcTenus

YMopa

0010 Hepa3NoIoKeHHE

BbinaneHue Ha nurapuuuTe

bonxa 8 repauTe

['narobomnue

bonka

MynTHopranHa HeIOCTATBYHOCT
PeakuHuH Ha MACTOTO HA HHIKEKLHATA/
uHPy3uaTa (TpoMOO3a, Hekposa, §uiedur,
Bb3NAJICHHE, 00AKA, OTOK, SPUTEMA)
Iupekcns

Enem

['punonoaodHo 3adbosspaHe

MHoro uectu
YectHn
Yectu
Yectu
Yectn
Yectn
Penku
MHoOT0 peaku
MHoOro peaxu
MHoOro peaku

Ky i TN T

AMCHABEG THAYEPTOTA
% Fuapegina fectora
Y e bl Ty D

_?jaeé'%ﬂa,ﬂeﬂom
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N3CJIEABAHW A [loBriIEHH cCEpyMHU HMBA HA JIAKTATHA

ASXWaporenasa HeuecTH
[MoBHileHU HHBA Ha C-peaKTHBHUA MPOTEHUH HeuectH
EKI npomenu i HeuecTH
Hamanena nepokamepHa pakums Ha Hedectu
n3tnacksaHe (LVEF) Muoro peaku

[ToBHUIABAHE HA TENECHOTO TErJIo

' TIOBHLIEH PHUCK OT IMHEBMOHMA M OBOCTPAHE Ha THEBMOHMS { BKITIOUHTENHO U ¢ (haTaneH H3xoa), pa3inyHu
OAKTEPHAIHW, (EONUHU, BUPYCHHU, IPOTO30MHU, NAPA3HTHH HHOSKUMK, PCAKTHBUPAHE HA NATCHTHY
HH(EKLIMH, B TOBA YUCAO BUPYCEH XenaTHT, TyOepkynosa, JC BHpYC ¢ nporpecdBHa My rTHdOKaIHA
neBRoeHuedanonaTis (BKIWUYUTENHO K ¢ paTasieH Uixon), Preumocystis jiroveci, Xepnec 3ocTep,
Strongyloides, cencyc H CEeNMTHYEH LLOK (BKJIOYUTEHO ¢ (haTaleH H3Xon)

* HaO/1r01aBaHU BLB BpB3Ka CbC CBPbLXHYBCTBHTENHOCT

** BraoudTenHo cayyau ¢ garanex u3xon

*** [Mepcuctrpaiu

Crodmasane HA MORO3HPAHH HEKENAHH PeaAKNHH

CrollasaHeTo Ha NOJO3UPAHT HEKENAHH PEAKUHHU Cliel pa3pellaBaHe 3a yrorTpeda Ha NeKapcTBEHHS
MPONYKT € BaXKHO. ToBa N03B0/4BA Aa NPOALIKH HA0MOASHHETO HA CHLOTHOILEHHUETO N013a/PUCK 3a
NIEKAPCTBEHUS MPOAYKT. OT MEIMLIMHCKHTE CINElMATHCTH e W3KWCKBA Jia ¢h0o0111aBaT BCAKA [1003HpAHA
HEXKenaHa peakius upes Manbnnurenna arenuus no nekapereara, ya. , Jamad I'pyes™ Ne §, 1303 Codwns,
Ten.: +359 2 8903417, yebeaitT: www.bda.bg

4.9 Ilpeno3npane

¢  CepHO3HHUTE NOCACACTBUS OT NPe03HPaHE BKIIOUBAT NPOABH HA 10303aBHCUMH TOKCHYHH €(EKTH
KAaTO MHEIOCYNPECHS, YPOTOKCHUHOCT, KAPAMOTOKCHYHOCT { BKIIFOUMTENHO ChpaeyHa
HEA0CTaTLYHOCT), BEHO-OKNY3HBHO YEPHOAPOOHO 3a00/IsIBAHE M CTOMATUT. BHxkTe Touka 4.4,

) [TaunenTHTE, NPH KOMTO Ce € NOAYYKIO Npeac3rpane, TpAOBa Aa ObJaT BHUMATEHO MOHHTOPHPAHH
33 pa3BHTHE HA TOKCHYHH €(PEKTH, H MO-CTNICLMANTHO Ha XEMATOTOKCUYHOCT.

¢  He e u3Becren cneundrden aHTHIOT Ha uKMK10dochaMu.

. Linxnodochamua n Herosute MerabonurTu Morat Ja 654aT OTCTPAHSHU ¢ avatn3a. CneqoBaTe/HO €
MOKa3aHa CNeWHa XeMOAHaNH3a Mpy JSHSHUE Ha BCAKO NPe103UpaHe ChC CYHMLMAHA LEN HUITH
CIIYYAHAHO NpeAO3HPaHe WiTH HHTOKCHKALHA.

. [IpenosupaneTo TpadBa ga ce oBangee ¢ NOAALPXKAWK MEPKH, BKIKOUYHTEIHO MOAXOAALLM, Hail-
ChBPEMEHHH METO/IH 32 JIEYEHHE HA BCUUKH €JHOBPEMEHHO BEIHUKHATH HHPEKUUH, MUEOCYTIpeCHUst
MK OPYTHY TOKCHYHH €(PeKTH, B CiyHaii, Ue ce MosABAT.

[IpoduaakTiKkaTa Ha UMCTHT C MECHA MOSKE [a MOMOTHE 3a NPenOTBpaTABaHe WX OrpaHHYaBaHe Ha
YPOTOKCHUYHHTE ¢(PEKTH OT Npeao3upaHeTo ¢ UMKiodochaMun.

5. ®PAPMAKOJOIAUHYK CBOUCTBA

5.1 PapMakoIHHAMHYHH CBOHCTEA

[{uknogpocdammua e UMTOCTATHK OT rpynata Ha okca3zadochOPHHHTE H XUMHUYHO CE OTHACA KbM a30THHS
unpur. Huknogochamua e ¢ nokazan LMTOCTATHYECH eeKT [PY MHOTO BHOOBE TYMOPH. L& ”nBeH In
VIIrO H CE€ aKTUBMPA OT MHUKPO3IOMHUTE €H3HMM HA YePHHUsA Jp0od 10 4-XHAPOKCHUMIISH W}? SHTO € B

pasroBecue ¢ TasToMepa anaodpochamua. LiutoTokcuuHoTo ACHCTBHE Ha LMIUTOQOCMYMIT TE DEORIB] HA
B3aMMOACHCTBHETO MEXKIY HErOBHUTE ankvaupaluu Metabonnty n JJHK. AktueH "/ :6: %
LMKIOQOchamni ca aJIKHAUPALLH areHTH, OT KOUTO C€ OChILECTBABA TpaHChep HaRWGE] J:Pyﬂ bAK
JAHK no Bpeme Ha npoueca Ha KIETBYHOTO JejIEHHE, KATO MO TO3H HAUHH ce Bh3lRe ;Q@i‘ﬁdﬁﬁiﬂﬂm
cuttes Ha JIHK. Toea ankunupane poam a0 npexbepaHe U cebp3sane Ha JITHK-pgpRENCE Rk ,-‘i:%‘
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OeNTBbYHUTE KPLCTOCAHH BPb3KH. B KIEThUHMS UHKDI, NPEeMHHABAHETO BbB (paza G ca 3adass.
L{TOTOKCHYHUAT edekT ¢ HecneurdryeH 3a Tasu daza, HO € crieuuHUYEH 3a KIETbYHHUSA UHKDBIL.

He moe 1a ce H3KMOYH KPBCTOCAHA PE3UCTEHTHOCT, OCODEHD KbM CTPYKTYPHO OJM3KH LIMTOCTATHLM, KATO
HpocgamMul, KAKTO U KbM APYTH &TKHIUPALLIH AFEHTH.

3.2 PapMAKOKHHETHYHH CBOHCTBA

Linknogocdamug ce pe3opOHpa MOUTH HAMbLAHO B racTPO-HHTSCTHHATHUA TPAKT CAed NEPOPATHO
[MPHIOKEHHE C BPEME HA eJIMMHHALIMOHEH TMOJIYKHBOT B paMKKTe Ha 4-8 yaca, Kakro 3a nepopasHo, Taka H
3a MHTPABEHO3HO NpuokeHne. CpeaHOTO BpeMe HA eIMMUHAIIMOHEH MONTYKHUBOT Ha upknodochamul € 7
yaca NpH Bb3pacTHU H 4 vaca npu Aeua.

B uoBetkHa opraHu3bM, Chet MPUIOKEHHE HA €AHA e]MHCTBEHA HHTPABEHO3HA UHXKEK1M MapKHpaH
uursiodochamua ce HabullogaBa pA3KO CrIaaaHe Ha MNa3MeHaTa KOoHUEHTpauus Ha uHKinodochamua v
HErOBHTE META0OINTH B crieaBaliliTe 24 yaca, BhIPEKH He U cien 72 yaca Moxke 13 NepcHCTHPAT I0J0BHMH
HHBA.

Toi e HeakTHBEH In VItro W ce NperLPILA B aKTHBHA (hopma in Vivo.

Llsknogochamua € HeakTHBHO ,,pro drug” BELIECTBO ¢ AKTHBHH aJIKWIIHPALIH METAbOIHTH, MONY4EHH NMPH
META00NH3BM B YUEPHUS Ap0D, JOCTUralH NMUKOBH HUBA 4-6 Yaca ciie]l HHTPABEHO3HOTO MPUIIOKEHHE.
Moske na ce Ipean3BUKa MOBHLIABAHE HA YepHOAPoOHHUTE ex3suMH. OCHOBHOTO BELIECTBO C€ CBbP3Ba ¢J1a00
C MJTA3MEHHTE MIPOTEMHH, HO AKTUBHH MY METAa0O0IMTH €a B 3HAYHUTE/IHA CTENEH CBbP3aHH ¢ TAX. UOCHOBHOTO
BCLUECTBO Ce/1 MPUTOKEHHE LLUPOKO e AMCTPHOYTHpa B OPraHyM3Ma U NpeMUHABa KPbBHO-MO3bYHATA
Oapuepa, rinaueHTapHaTa daprepa U ce OTKpYBa B aCLIMTHATA TEYHOCT.

Luknodochamn u HeroBuTe MeTaOUIKTH c€ STMMHHUPAT [JIaBHO Tpe3 OnOperuTe.

KpbauuTe HUBa cieq MHTPABEHO3HO H NEPOPANHO MPUAOKEHHE ¢a GHOCKBHBANEHTHH.

5.3 [IpeakTHHNYHHE NAHHH 3a OelomacHoCT

Ocmpa mokcuunocm

B ¢cpaBHeHHe ¢ ApyryuTe UMTOCTAaTHLM, OCTPaTa TOKCHUHOCT Ha uMKI0hochaMua € CpaBHUTEAHO HHCKA.
Tosa e noKa3aHO NPH U3NUTBAHHA C MHILIKW, MOPCKH CBHHYETA, 3akLHM W KydeTa. Cnea eaHOKpaTHa
HHTpaBeHO3HA UHxXekUMe, LDsq npu navxose € okono 160 mg/kg, npu Muwiku u mopcku ceuHueTa 400
mg/kg, npH 3aiiun 130 mg/kg u npu kyuera 40 mg/kg.

XPpoHUuUHa moKcuiHocm

XPOHHUYHOTO MPHIOKEHHE HA TOKCHYHH 1031 Ca JOBE/H 40 YEPHOAPOOHH YBPEXKAaH s, MaHHU(ECTHpaLlH B
MacTHa fIereHepanus, NocneaBadHa oT Hekposa. UpesHaTa fiuMrasyia He € Ouia 3acerHara. [1parst 3a
XEMaTOTOKCHYHUTE ePeKTH npu 3aium € 100 mg/kg, a npyn kyyera cvoTBeTHO - 10 mg/kg.

B u3nuTBaHKA Npu xHBOTHH, LikJIodochamua 4 HeropuTe MeTaGoJMTH ca HOKA3AAU MYTAarcHHH,
KapLHHOreHHH W TEPATONeHHHU eIeKTH.

6. PAPMALIEBTUYHH JAHHUA

6.1 CnuchbK HA NOMOIIHATE BeHlecTBa
Hama

6.2 HechBMECTHMOCTH
Pazteopy, coabpxauiy 0€H3HN0B &TKOXOJ, MOTAT Ja HAMANAT CTa0UIHOCTTA Ha LuKnodochamua.

6.3 Cpok Ha rogHocT

Heomsopen
3 roanHu
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C1e0 pazmeapane 3a UHMPAGeHO3IHO RPUTONCEHUE
XUMHUUYHATA W DH3MUHA CTAOUTHOCT NpH yNoTpeda € nokasaHa (BbB BOJHH pa3TBOPU, B Pa3TBOP Ha HATPHEB
XNOpHA U ITIOKO3HHK pa3TBopH) 3a 48 yaca npu temnepartypa ot 2°C-8°C.

OT MUKpPOOHOI0rWUHA [ieaHa TOUKA, pa3TBOPBT TPAOBa Aa ce M3N0J3Ra BeaHara, AKO He Ce H3M0JI3Ba
B€JHAra, BpEMETO 3a CbXPAaHEHHWE HA FOTOBHA 3a yNoTpeda pa3TBop M YC/AOBUATA HA CBXPAHECHHE NPCAM

ynoTpeda ca OTTOBOPHOCT HAa NOTpeOUTENA M He On TpaodBaio Ja OvaaT noeeve ot 24 yaca npu 2°-8°C,
OCBEH aKO pa3TBaPSHETO € H3BbPLICHO NTPH KOHTPOJMPAHK U BAJIWIUPAHH aceMTHYHH YCIOBHA.

Creo pasmeapsine 6 Aromatic Elixir USP 3a nepopaino npurosicenve

[1pn koHUeHTpauus ot 2 mg uuknodocdamua / ml 8 Aromatic Elixir USP, xumuueckara u @usnueckarta
CTabH.IHOCT € J0Ka3aHa 3a 14 axu npu 2°-8°C.

6.4 CneuHa.1HH YCJI0BHA HA ChbXPAHEHHE

Ha ce cnxpansea noa 25°C.

Exaokcan He TpadBa Aa ce H3M0A3Ba ¢Ned U3THUAHE CPOKA HA TOAHOCT, 0003HAUEH Ha ONAKOBKATA.

a ce ¢bXxpaHsaBA B OpUrHHANHATA ONAKOBKA.

Cren nonyyasaHe Ha pa3sTBopa (KaKTO 3a HHTPABEHO3HO, TaKa H 3a NMEPOPATTHO ITPUIOKEHHE) 1a ce
chXxpanssa B xnaaunduk (2°C — 8°C) w na ce nasd ot cBeTIUHa.

6.5 Bua n chaAbLpKaHKE HA ONNAKOBKATA

(Mnakonu B cboTBETCTBHE ¢ DIN, HanpaBeHu oT 6e3useTHo cThkio (duakonu ¢ 200 mg, 500 mg v 1 g) ot
tdn I /eswio W ot knac [ ¢ paznuunu o8emu ot 20 mi, 50 ml, 75 ml.

3anywanky oT ¢cuB OpomOyTHA kayuyk, TN FM 157/1, ua Helvoet Pharma.
Flip-off 3anymanku, chetaBeHH OT anyMuHuesa obkaTka U PP-IHCKOBE, KOMTO He ¢a B IMPEKTEH KOHTAKT C

NpPOAYyKTA.

{ 0O1eMHUHH HA ONaKOBRKATA

dnakonu ¢ 200 mg x| uxl10
Maaxkonu ¢ 500 mg x|
PnakoHu ¢ 1 g x]

He Bcuuky BHAOBE onakoBkW Morar Aa ObaaT IycHaTH B npoaaxoda.
6.6 Cnennaany npeanasHy MepKH NPH H3XBLPAAHE H padoTa

Ynorpebara W NPUroTBIHETO 3a NpUIOKEeHHE Ha Exaoxkcan TpsaOBa Ja cTaBa BHHArM KaTo C€ B3eMar noj
BHUMAaHWe MEPKHMTE 3a DE30MacHOCT nNpH padoTa ¢ UUTOTOKCHYHH JEKAPCTBEHH MMPOAYKTH.

AKO (U1aKOHHMTE Ce CbXpaHABAT HAJ NPEMOPBLUMTE/IHATA TEMIIEPATYPA, TOBA MOXKE a MPEIH3BHKa
pa3rpaxnaHe Ha aKkTHBHOTO BELIECTRBO, KOETO MOXKE J1a C€ YCTAHOBH [0 MOABATA Ha XKbJITA PA3TOINEHA Maca
BbB (iIakOHHTE. DIAKOHHTE, ChAbPIKAIIK PA3TONESH NPOAYKT, HEe TPAOBA Ja Ce U3MO0JI3BAT.

Linknodocdamua € LHTOTOKCHYEH areHT. YNOTpedaTa H NoAroToOBKa 3a NPHIIOKE

BHHAru TpA0Ba Aa Ob/€ B CLOTBETCTBHE C AKTYANHHTE yKa3aHHs 3a Oe30nacHa p
AI'EHTH,

C JlekapcTseHys NPOAYKT He TpadBa Ja padboTaT KEeHH, KOUTC ca OpeMeHHH K.
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Tpabsa na ce npearnpueMar ajekBaTHU ASHCTBUS U AIPEANAZHH MEPKH MPW U3XBBPIISHETO HA OTNAAbIH H
IpasHy PJIAKOHH U MEANLIMHCKH HU3JIeNHA (CIIPHHLUOBKU, UIJTH U AP.), U3M0JI3BAHK NPH Pa3TBapsHe u
MPUIAOKEHHE.

7. HNPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
EKOOAPM I'PYIT A/l

yN. AtaHac Ayxos No29, eT.3,

1407 Codus, buiarapus

Tein: (02) 906 90 70

dakc: (02} 906 90 71

8. HOMEPA HA PASBPEHIEHHUATA 3A YIIOTPEBA
20020298

20020299
20020300

9. JATA HA ITbPBO PAZPEIIABAHE/TIO/JTHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBo pazpewarade:; 03 anpun 2002 r,
JlaTa Ha nocnenno nogHosasaue: 3 aexemspu 2007 r,

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

08/2023
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