KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. UME HA JJEKAPCTBEHMUS ITPOAYKT CW3MLITHUTENHA ATEHUMS NO NEKAPCTBATA
Kpamxa xapaxkmepucmuka Ha NDOZYKma - Mpuaoxerue 1

o pos e ARG OILT /RS2 E

| PaspeweHue Ne

67464-7 N3 10

Cyclophosphacon 500 mg powder for solution for injection BG/MA/MP - ..cconv..
Cyclophosphacon 1 g powder for solution for injection OGOBPEHUB N ........vcenranrsereesssdessssassnsanssssnssnsssieenss
Cyclophosphacon 2 g powder for solution for injection

L{uxnodochakon S00 mg npax 3a HHKEKLUHOHEH pasTBOP
[luxnodocdakoH 1 g npax 3a HHKEKLHOHEH pasTBOP
uknodochakoH 2 g npax 3a HHKEKIHOHEH pa3TBOP

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

Enun dnakon Lluknodocdakon 500 mg mpax 3a HHXKEKLHOHEH PasTBOp ChABPXKA Lukinodochamu L
MoHoxuapat (cyclophosphamide monohydrate) €KBHUBAJICHTEH Ha 500 mg uuknodpochaMua
(cyclophosphamide).

Enun d¢nakon I{uknodochakon 1 g mpax 3a HHKEKUHOHEH pasTBOp ChbABPKA uurodochamul
moHoxuapat  (cyclophosphamide — monohydrate) ~ €KBUBANCHTEH  Ha 1 g uuxknopochamMun
(cyclophosphamide).

Ennn dnakon Lluknodochakon 2 g mnpax 3a HHXKCKLHOHEH pasTBOp CbhAbpika uuknodochamu
MoHOXUApaT (cyclophosphamide — monohydrate) ~ €KBUBANCHTCH  Ha 2 g uukiodochamu
(cyclophosphamide).

3. JIEKAPCTBA ®OPMA

[Tpax 3a MHKEKLIMOHEH pa3TBOP.
Benu kpucTany WK KPUCTAJICH Mpax.
4. KJIAHUYHU JAHHHU

4.1. TepaneBTHYHH NOKA3AHHHA

[luknodocdamu ce U3Moa3Ba B KOMOMHALMS ¢ XHMUOTEPANEBTHIHH CXCMU HIIH CaMOCTOSITEJTHO, B
3aBUCHMOCT OT nokasanusara. L{ukinodocdakoH € nokasaH 3a JE€HEHHE Ha!

g X poHHYHA TUM(OLKMTHA JICBKEMHS (XJUI);
. Octpa numdobnactra neskemus (OJ1I);
. KaTo nmoAroTBHTEHA Teparnus NPy KOCTHOMO3bYHA TPAHCIUIAHTALMS, MPU JICYEHHETO Ha 0CTpa

numdobnacTHa JeBKEMHs,, XPOHHYHA MUEJIONeHHA JIEBKEMHUs H OCTpa MHEJION/IHA NIEBKEMHS, B
KOMGHHALMS C TbYETEpanHs Ha LsJIOTO TAIO0 Wik OycyngaH;

. Bonect Ha XOYKHH, HEXOUKHHOB JTUM(POM U MYJTHILJICH MIETION:
. MeracTaTH4eH paK Ha SHYHULIMUTE I IbpAaTa;

y AIIOBAHTHO JIEYEHWE Ha paK Ha Ir'bpAaTa;

. Capkom Ha KOuHT;

. JipeGHOKIEThYEH pak Ha 6euTe NpoOOoBe;

. ABaHCHpaJ HJIH METACTaTHYEH HEBPOOIACTOM,

. YKMBOTO3acTpAallaBally aBTOMMYHHH 3a001BajIns: TEXKKH NPOrpecHpatii
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HeQpHT ¥ rpaHyoMaTo3a Ha BereHep.
4.2. JI0O3MpPOBKA H HAYHUH HA NPHJIOKEHHE

LlnknodocdaMun € 3a MHTPaBEHO3HO W NEPOPANHO MPHUNIOKEHHE.

Luxnodochamua TpaGea ga ce npunara camo OT MEAMLIMHCKH CMECLMANIMCT C ONUT B (IPOTHBOPAKOBATA
xuMuoTepanus. Lluknodpocdamua Tpsabea aa ce npuiara caMo B MEAHLIMHCKH 3aBE/IEHUA, KBAETO MOXKE Aa
Ce OCBLLECTBABA PENOBEH KOHTPOJ HA KIMHUYHHUTE, ODMOXMMHYHHTE M XEMAaTOJIOTMYHHTE NapaMeTpH
npeny, no BpeMe U ciel NPUIIOKEHHETO ¥ N0 YKa3aHMUATA Ha cnelnanucTd B o0/1acTra Ha OHKOIOTUATA.
NaneHuTe npenope4aHd JO3M ca [NIaBHO 3a JedeHuHe ¢ Luknodochammua karo MoxoTepanus. B
KOMOHHaLM € APYTH LIMTOCTATHLHM ¢ MofoOHAa TOKCHYHOCT € HEOOXOAWUMO PpeiyKIHUs Ha J03aTa MY
yJbJ/KABaHE Ha OYHBKATA MEXIY KYypCOBETE JieHCHHUE.

Hosuposka

Ho3uporkara TpAGBa Aa ce onpeaes HHAUMBUAYAIHO 32 BCEKH NMallMCHT.

Jlo3upoBKaTa ¥ MPOAB/KHTEIHOCTTA Ha JIeYeHWE W/MNM MHTEPBAJMTE HA IMOYWBKA 3aBHUCAT OT
TEepaneBTH4YHMTE MNOKa3aHMs, MW3MON3BaHATA CXeMa Ha KoMOuHMpaHa XHMHOTEpanud, OOMIoTO
3/lpaBOCTIOBHO CHCTOSIHWE Ha MalMeHTa H GYHKIMUTE Ha OPraH1Te, H OT PE3YNTATHTE OT 1abOpaTOPHUTE
M3CNeABaHKS (M NO-CIEUKATTHO OT OpOosi Ha KPbBHUTE KIIETKH).

[Tpu KoMOMHALKA ¢ APYTH LIMTOCTAaTHUM C NOJ00HA TOKCHYHOCT, MOXE fia C€ HAJOXH HaMajdasaHe Ha
J03aTa U YABJDKABAHE HA HHTEPBAJIATE Ha MOYHBKA.

Moxe nga ce obmuciaum ynorpebata Ha JIEKapCTBEHW [pPOAYKTH, CTHMYJHUpALIM XeMaronoesaTa
(XeMaTOTIOeTHYHH PacTEXHH (AKTOPH M JIGKapCTBa, CTUMYNMpALUY €pUTPONOE3aTa), 34 Aa C& HaMalu
PUCKBT OT YCIOXHEHWA, CBbpP3aHM C MUENOCYINpPEecHs W/UiaM 3a Ja ce TMOMOTrHE 3a YCKOpABaHE Ha
YCBOSBAHETO HA NpEABUACHATA J03A.

[To Bpeme Ha WM HEMOCPEACTBEHO ClE NPUIIOKEHHETO, TPAOBA a ce IPUEME HIIH NIPUIOKHU Upe3 HHbY 31
JOCTATBLYHO KOJIHUYECTBO TEYHOCT, 3a Ha C€ CTHMyIMpa Auype3ara, ¢ Led Aa ¢€ HaMalu PHUCKLT OT
NOBMIIIEHA TOKCHYHOCT CHOpPAMO MUKOYHMTE NBTHILA. 3aTora, Uxknopochamun Tpadea jga ce npunara
cyTpHH. Brxkre Touka 4.4,

AxTuBHpaHeTO Ha UHMKJIOPochaMHJ H3IUCKBA XemnaTaleH MmeTabonu3bM, 3aTeBa I[EpopanHOTO H
HHTPABEHO3HOTO NMPHUIIOKEHHE Ca 334 NPEANOYNTAHE.

lIpunoocenue

LunsodochaMu € MHEPTEH N0 aKTUBKHPAHETO MY OT 4epHoapobuute eH3nMH. Kakrto, obaye, ¢ BCHYKH
[IUTOCTATHLIM, C€ Mpenopb4YBa pPa3TBOPHTE Ja CE€ MNPUrOTBAT OT cChelHanHo o0yueH nepcoHanl B
peAHa3sHa4eHy 3a LIENTa NOMEUICHUS.

To3u, KOATO MPUroTBA pasTBOpa, TpAOBaA Aa M3NOA3BA 3aLlMTHHM pbkaBHUM. Tpabpa na ce npeanpueMar
CreLiMalHU MePKH, 3a 1a ce U30erHe nonajaHe Ha Kanku OT pasreopa B ounte. C Te3u MaTepHald He TpadBa
Ja paboTsT KeHH, KOUTO ca OpEMEHHH HJIH KOUTO KbPMSIT.

[lepopanHo NPUIQKEHHE
Mo:xe Ja ce NIPUroT8H THHKTYpa IpH pa3TBapsHE Ha Mpax 3a MHXEKLHUOHEH pa3TBop B Aromatic Elixir

USP.

HMHTpaBeHO3HO MPUIIOKEHHE
JlekapcTBeHHTE NPOAYKTH 3@ HHTPABREHO3HO NPUIOKEHHE TPAOBA Jja ce IPOoBepsABaT BU3YalHO 3a H

[TO3BOJIABAT TOBaA.




MHTpaBeHO3HOTO NPHIIOKEHHE € 3a NPEANOYHTaHE 1A C€ OCLIECTRIBA KaTO HHPY3HS.
3a 713 cé HaMaJi BEPOATHOCTTA OT MpPOsBa HA HEXENaHHW PEaKiuM, KOUTO Ca CBbP3aHK ChC CKOPOCTTA Ha
npuiokeHne (HanpuMep JMIEB OTOK, rnaBoboaue, Ha3alnHa KOHIECTUS, IIapeHe Ha CKana),

urknodochamua Tpadea a ce npuiara MHOro 6aBHO KaTo MHXKEKLUUS HITH HHQY3us.

[poabaxkuTeHOCTTa Ha HHBY3uATa ChUto TpaO8a Aa 6bAe cbobpasena ¢ obeMa H BHJa Ha pasTBOPHTENA,
H3M0/I3BaH 32 HHPY3HTA.

AKO ce Mpuara JUpeKTHo, ukiodochaMu 3a NHTPABEHO3HO NPHIOKEHHE TPAOBA Ja C¢ pa3TBOPH BB
¢nauonoruuen pasrsop (0,9% pa3TBOp HAa HATPHEB XJIOPHA).

LinxnodochaMuy, pasTBOPEH BBB BOJA, € XUITOTOHHYEH H He TpADBa Aa ¢e puaara AMpeKTHO.
3a uudys3nsa, unaknodocamua Tpsdpa na ce padrsaps BhB BOJA 3a WHXEKUMM W Aa ce npuniara 4pes
uHY3KA ¢ NPENOPBLUAHH PAITBOPH 38 HHTPABEHO3HO NMPUJIOKEHKC.

[Tpeay npuiiokeHHE ChIbPKAHHETO HA (nakoHa TpsOBa Aa c€ Pa3TBOPH B MOAXOMSUIO KOJMYECTBO
¢u3vonornuer pasteop (0,9% w/v pasTBOop Ha HaTpHEB XJOpUA) IpH NpubaBsaHE HA Pa3TBOPUTE/SA BbB
¢daxoHa ¥ HHTEH3MBHOTO MY pa3kjallaHe 10 MbJIHOTO pasTBapsHe Ha npaxa. Pa3TBapsHeTO € 3aBbpPUICHO
cJliesl mojydaBpaHeTo Ha Oucrbp pastBop ¢ pH mexay 4 1 6.

MHXEeKUMOHHMAT Pa3TBOP Ha UMKIOdochaMHUA € CbBMECTHM CbC CHEAHHTE WH(Y3HOHHH pa3TBOPM:
Pa3TBOP Ha HATPUEB XJIOPHA, pa3TBOP Ha FJIHOK03a M pa3TBOP Ha KaJlkeB XJIOPHA.

[Ipen HHTPABEHO3HOTO MPUIOKEHHE NPAXbT 32 HHXEKLUHMOHEH pa3TBop TpAOBA Ja € HAIbHO Pa3TBOPEH.

[NauueHTH ¢ yepHoApobHA HEROCTATEYHOCT
Texka uepHoApoOHA HeNOCTATBUHOCT MOXe pAa ©Oble cBbp3aHa ¢ HaMmaneHa aKTHBauHA Ha

uuknodocdamus. Topa Moke Aa NPOMEHN ePEeKTUBHOCTTA Ha JIeueHHeTo ¢ uukiodocdhamua 1 Tpsadea aa
ce UMa MPEABHA, KOraro ce u3bupa 103aTa U ce ThKyBa OTMOBOpAa Ha NIEYEHHMETO ¢ HM3bpaHaTa 103a OT
CTpaHa Ha mauMeHTa. TeXKU cnydau Ha uepHoapodHa HEROCTAaTLUYHOCT H3HCKBAT HaMaJIABaHE Ha 103aTa.
[Ipenopbupa ce HaMansiBaHe Ha 403aTa Ha 25% npH nauMeHTH CbC CEPyMHO HHBO Ha OunnpyOunta or 3,1 10
5 mg/100 ml.

[TauneHTH ¢ OHLOpeUHA HENOCTATLHHOCT

[Ipu nauuenTu ¢ 6x6peuHa HeaOCTATEYHOCT, OCOOEHO NMPH NMAIMEHTH ¢ Texka ObOpeyHa HeNOCTATEYHOCT,
HaMaJIeHOTO OLOpeYHo eNMMHHHpaHe MOXKe Aa AoBee A0 NOBUILEHH NJIa3MEHU HHBa Ha nukinodochamun
H HeropuTe MeTaboauTH. ToBa MoXe Jia ROBEAE AC NOBHILIEHA TOKCUHHOCT M TpsAOBa 1a ce uMa NpeABH],

KOraTto ce onpeacsisa 103artd 11pH TC3H INaluCHTH.

Linknodocdhamua u HerosuTe MmeTaboJIUTH MOraTt aa 6bat elMMUHKUPaHH Ype3 1Hann3a, BIIPEKA e MOXKe
14 UMa pa3IHKH B KIIHPBHCA B 3aBUCHMOCT OT U3MOJI3BAHUA METOA HA Axanu3a. [1py nauueHTy, Mpu KOUTO
CE Hajara INpoBeXJAaHETO Ha AMANlM3a, LMKIMTE Ha MPHJIOKEHHE Ha LuKkIodochaMua ¥ quanu3a Tpabsa aa
Obaar peayBaHH ¢ NOYKBKU. BrxTe TOUKa 4.4,

[lanneHTH B cTap4yecka Bb3pacT
[lpy nauMeHTH B cTapyecka Bb3pacT [IposiBaTa Ha TOKCHYHOCT U HeoOXOANMOCTTA OT KOPEKIHA Ha J03aTa
OTpa3sBaT NO-BUCOKATa YECTOTA Ha MpOABA Ha HaMmalieHa YepHoapoOHa, ObOpeyHa, ChpAeUHa Ul




Hela

Jluncea cneunduuHa wHbopMauusa, Lluknodocdamua e npuiaran Ha jeua. He ca Habmopaeanu
cnelr(prUyUHH peakLyHn 0Py TazHu NONynauus.

AKO JIMTICBA MpeANnHCcCaHKe Ce NPENOpbYBAT ClIEAHUTE AO3HPOBKH:

LuknodocdakoH

. 33 NPOABKMTENHO JICUEHHE NpH Bb3PacTHH M Jeua - 3 10 6 mg/Kg TENCCHO TErfio AHEBHO
(exsuBaneHTHH Ha 120 g0 240 mg/m? TenecHa MOBLPXHOCT);

. 3a nepHoAn4HO nevenne 10 go 15 mg/kg TenecHo teryo (exBuBaneHTHH Ha 400 go 600 mg/m?
TeJleCHa NOBLPXHOCT) HA UHTEPBANU OT 2 A0 5 JHH,

¢ 3a BHCOKO JO3MPaHO NEPHOAHYHO JedeHue, Hanpumep 20 no 40 mg/kg TenecHo Terno

(exsuBaneHTHH Ha 800 n0 1600 mg/m? TenecHa NOBLPXHOCT) H MO-BUCOKH HA03H (HaNpHMeEp Npejik KOCTHO-
MO3bYHA TPAHCIUIaHTAllMA) Ha HHTepBany oT 21 10 28 aum.

[IpuroTeaHe Ha pa3TBOpa
3a NpHroTBsiHe Ha HHXKEKIIMOHEH pa3TBOP KbM cyxarta cybcranuus ce npubass CbOTBETHOTO KOJIUYECTBO

dH3HONOru4eH pa3TBOP.

Cy6cTannuara ce pa3tBaps 6bp30, ako (IIakoHUTE CE PAa3KIATAT CHIIHO Cllef pubassaHe Ha pa3TBOPHTEIS.
Ax0 cyOCTaHUHATA HE Ce Pa3TBOPH BEAHATa M HAITLJIHO, CE MpEenopbuBa Ja ¢ce U34yaKa HAKOIKO MUHYTH.
PasTBOPBHT € NMOAXOAAL] 32 HHTPABEHO3HO MPUJIOXKEHHE, KaTo ce npenopbuBa Aa ObAe noA gopMara Ha
WHpY3uA. 3a KpaTKOTpalHH HHTPABEHO3HH MHQY3WH, NPHroTBEHWAT pasTBop Ha liuknodocdakon ce
npubaps KbM pa3TBOp Ha PuHrep, pu3roNorHueH pa3sTBop MK INIIOKO3€H pasTBop A0 obul 0beM, HanpuMep
500 ml.

[TpoAb/DKHTENHOCTTA Ha HHY3uATa MOXe Aa Obae oT 30 MUHYTH 10 2 4aca, B 3aBHCHMOCT OT 06eMa.

IIpoaABIKHTETHOCT HA JICYEHHETO

TepaneBTHHHHUAT UUKbBA Ha JeueHHE Moxe Aa Oblle nosrapsH Beekd 3-4 ceaMUUH. [TpoabIKHTENHOCTTA
Ha JieYeHHE H HHTEPBAIMTE HA NOMMBKA 3aBUCIT OT TEPANCBTHHHUTE [10Ka3aHH S, U3I10/13BaHATA CXeMa Ha
KOMOHHMpaHa XHMHOTepanus, OOIIOTO 3APaBOCAOBHO CbCTOSAHHME Ha TaLMEHTa, JabopaTOpHHTE
MOKa3aTeNu ¥ BL3CTAHOBIBaHEeTO Ha 6pos HAa KPBEBHUTE KJIETKH.

Creyuaany npenopbyru 3a 003UPAKe

IIpenopvxu 3a Hamanagane Ha 003aMa NPU NAYUEHMU C MUEAOCYNpecus

bpoii 1eBKOUHTH Bbpo# TpomboLHTH Ho3a
m m
>4000 >100 000 100% ot npeasugeHaTa Ao3a
4000 — 2500 100 Q00 — 50 000 50% ot npeaRuaeHaTa 4034
<2500 <50 000 Haraxjane 10 HopMalii3npaHe Ha
CTOHHOCTHTE HIIH HHAKBHAYAIIHO PELICHHE

Moxe aa ce Hallo)XM KOpUIHpaHEe Ha Jo3aTa IpH KOMOMHMpaHa Tepanuf ¢ JpYrH MHENOCYNPECHBHH
nexapcTsa. [I[penopbuBa ce KOpUrUpaHe Ha 4034aTa Ha LIUTOCTaTHHHUSA NPOAYKT KO HAH-HUCKOTO Bb3MOXHO
HMBO. 3a 1034aTa Ha LIUTOTOKCHYHHUTE JIEKAPCTBA NMPH KOMOUHUPAHO 1PUIIOXKEHH, MOJIS J1a C€
KbM TabaulaTta 3a peryjupaHe Ha 103aTa CHpamo Opos Ha KPLBHUTE KNETKH NP 3ano4BaH




4.3. IIpoTHBONOKa3aHHE

Huxnodochamuz € NpOTHBONOKA3AH NPHU NALHEHTH ChC:

. CBPBXUYBCTBHTEJHOCT KbM LIHKJI0G0c(aMu, KbM HAKOH OT HETOBHTE METabOIMTH HIIH KbM HAKOE
OT MOMOLIHKTE BELIECTRA,

. OCTPH MH(EKLHH;

. KOCTHO-MO3bYHA anna3us;

. MH(PEKIHHY HA THKOYHHUTE ITHETHIA;

. OCTPa TOKCHYHOCT Ha ITHKOYHHUTE MIBTHILA OT UUTOTOKCHYHA XHMHOTEPAHA HITH JIbUYETEepanis,

. OOCTPYKLMH [PH H3THYAHE HA YPHHATA.

LluknodochamMua He TpsiGBa na ce U3MOJN3BA MPH JNCUYCHUE HA HEMAIMTHEHH 3a00sIABaHUs, C U3KITIOUEHHE
Ha HMYHOCYTIPECHS IIPY XXHBOTO3aCTPALLABALLMA CHCTOSHHS.

Lluxnodocdamuz e NPOTUBONOKA3AH N0 BPeME Ha OpEMEHHOCT.
4.4, CrneuHaJIHH NpeaynpexkaeHns U NpeAnaiHd MepKH NpH ynorpeda

OnucaHuTe TYK H B APYTruTe TOUMKH PHCKOBH (PaKTOPH 3a TOKCHUHOCTHTE Ha LHMKIOGOCcPaMUI H TAXHATA
MOC/IeJOBATEIHOCT MOXE Jia €A IIPOTHBONOKA3aHH, ako UHKIodgochaMull HE ce U3M0J3Ba 32 JeUeHHE Ha
)KMBOTO3aCTpalllaBallld CBCTOSIHHA. B Te3an cnyyaw ce Hanara HHOUBHAYAIHA OLEHKA HAa pHCKa U
O4YaKBaHHUTE NOJM3H.

[TPEOVIIPEXAYHHA

Muenocynpecusi. KMyHOCYNpecHUsi. UHMEKIUY

. JleueHueTo ¢ HMKkNO0PochaMua MOXe 1A MPEeAH3BHKA MUEJIOCY IPECHS H 3HAUKUTEHO NOTUCKAHE Ha
UMYHHHS OTTOBOP.

° HObmkamtara ¢e Ha nukiaodochaMupg Muenocynpecus Moxe JAa MpeAU3BHKa JIEBKOMEHHA,
HeyTponeHus, TPOMOOLUUTONEHUSA (CBBP3aHa C NOBULLEH PHCK OT KbPBEHE) ¥ aHEMMU .

. TexxxaTa HMYHOCYNIpECHS BOJAM AO CEPHO3HH, NMOHAxora daranHd HHekunn. UMa cnrobileHud

ChUIO 3a cencHc W centuueH mok. HabmopasaHuTe HHbeKUMH NpH UHKIOGOochaMUA BKIOYBAT
MHEBMOHHMH, KAKTO W ApPYTrH OakTepHaHK, rbOUUHM, BUPYCHH, NPOTO30MHH U NIapa3siTHU UHPEKUUH.

. JlaTeHTHH HHPEeKUMH MoraT Aa Ob1ar peakTHBYpaHH. MiMa JaHHM 3a peaKTMBHPAHE HAa Pa3NU4HH
OakTepHanHu, reOMYHHK, BHPYCHH, NPOTO30HHHU U NaPA3HTHH NHPEKILINH,

. Hudekuuute Tpadsa na 6bAaT TpeTHpaHH MO NMOAXONSL HaYHH.

. AHTAMHKPOOHA npodunakTuka Moxe jJa Obje NMokasaHa B HAKOW Clydyan Ha HEYTPONEHHUs No
[peLeHKa Ha JeKyBallus NeKap.

. B cnyuait Ha HeyTtponeHuuHa Tpecka, TpsOBa jAa ce HaszHauaBaT AHTHOMOTHULM W/HIH

aHTUMHKOTHLM. Lluxknodbochamua Tpabea Aa ce U3N0A3Ba C MOBUUICHO BHHMMAHHE, aKo W300LIO e
H3II0/13Ba, NIPU MALUEHTH € TEXKKO YBpeAaHe Ha QYHKUMATA Ha KOCTHUA MO3BK U [IPH MAlMEHTH C TEXKKa
HMYHOCYIIPECHS.

° AKO He e KpallHO HeoBxoqumo, unkiiodochamun He TpsbBa j1a Obae Npunarad Ha NailMeHTH ¢ OpoH
Ha sesxonuTuTe nox 2500/u! (knetku/mm?*) u/wmu npu tpomGoumtu noa 50 000/ul (xietku /mm?).
. JleuenneTo ¢ unknodochamMua Moxe a He Ob¢e rTokazaHo, Uik TpabBra na ce NpexbCHE HITH J03aTa

Jla ce HaMaJiy, fpY NalHEeHTH, KOUTO UMAT MJIH KOUTO pa3BHBAT CCPUO3HA HHPEKLHA.
. [To npyHIMN ¢ MOBHIIABAHE HA A03aTa HuKinodochamua Hamanssa Opost Ha nnepude




. Haii-HuckuTe CTOHHOCTH (HAAMpP) HA JIEBKOLUMTUTE U TpOMOOLMTHTE OOMKHOBEHO C€ JIOCTHTraT B
cenMHUUM | U 2 oT neueruero. KOCTHUAT MO3BK Ce BL3CTaHOBsBA CpaBHMTENHO Obp30, a HUBaTa Ha
neprdepHUTE KPbBHH KIETKH Ce HOPMaJIM3Mpar, KaTo Npasuio, ciiel okojo 20 aHu.

. Texxa Muenocynpecus TpabBa J1a ce o4yaksa, 0cOOCHO NpY NalUWUEHTH, IEKYBaHU NIPeAd W/ UK Ha
JIeKyBaHHy €HOBPEMEHHO C XMMHOTEPAIUs U / HIH NTBUYETEPANHS.

. CTpor XeMaToJIOrMueH MOHUTOPHUHT CE Hajlara 1npy BCHYKH MALMEHTH N0 BpeMe Ha JICUCHHUETO.

. BposT Ha neskoiutuTe TpabBa Aa ObAC YCTAHOBABAH MpEJAX BCAKO MPUIOKEHHE U PEOBHO TO

BpeMeE Ha JieYeHHeTo (Npe3 HHTEpPBANU OT 5-7 JHM, KOraTo Ce 3anoysa J€UYeHUe, KaKTO M Ha BCEKH 2 OHH,
ako GpOoST Ha NeBKoLMTHTE criafane noa 3000 knetku / MUKpouTLp (kneTku/mm?),

° BpoaT Ha TpoMOOLUTHTE U HUBOTO Ha XeMornobuHa Tpadsa fa ObRAT ONpPEAC/AHN MPEAU BCAKO
MPUJIOKEHUE U HA PABHU UHTEPBAIIHA CNEA NMPUIOKEHHE.

Ypo- ¥ HePOTOKCHYHOCT

. XeMoparuyeH IMCTHT, TIHEJIUT, YPETPHT M XEMAaTypHs ca OWIH HaOMIORaBaHu I1PH JIeUEHHE C
uukaodochaMu. Bb3MOXKHO € a ce pa3BHAT si3Ba / HEKpO3a Ha NUKOYHHA MexXyp, Gubposa / KOHTpaKTypa
M BTOPHYEH paK.

. YpOTOKCHYHOCTTA MOXeE Aa CTaHEe NPHYKMHA 3a [peKbCBale Ha JICYEHHUETO.

. [Topagu $HuOpoO3a, KbpBEeHE, WM BTOPHYHO 3/I0Ka4decTBEHO 3abojsABaHe MOXKe Ja CE€ HaNOXH
H3BBbPILBAHETO HAa LHUCTEKTOMMSL.

. HMa cpoblueHns 3a cryuad Ha YPOTOKCHYHOCT € paraneH H3XoZ.

. YPOTOKCHYHOCTTa MOXE€ Ja CE€ MNpPOsBH, KaxTO NpPH KpaTKOCpO4HA, Taka H [pH ABJIrOCpOYHa

ynotpeba Ha umkiodochamua. Mma cbobuicHMs 3a XemoparnueH LUCTHT CJieJ [MPUHJIoKEHHE Ha
eIHOKPAaTHHU A03H uukiopochamMmul.

¢ JIvuerepanusa unx nedeHue ¢ OycyndaH B MUHANOTO HWIM €JXHOBPEMEHHO C JNEYEHHCTO C
uukiodocthaMua MoXe a YBEJMUYH PUCKa OT NPeLU3BHUKAH OT LHUKIO(ocPaMul XeMoparuyeH IHCTHT.

o LlucTHTHT, MO IIPHHLIMI, TbPBOHAYaNHO € abaKkTepHaneH, HO BIIOCISACTBHE MOXE Ja C€ pa3BHE
BTOpYYHA DaxTepuralHa KONOHH3auu4.

e [Mpeay HA4anoTO Ha NEYEHHETO € HEOOXOAMMO Aa Ce M3KJIIoHaAT HIIM OTCTPAHAT OOCTPYKLUHMH Ha
MUKOUHUTE NbTHILA. BuxTe Touka 4.3.

. VYpuHHUSA ceaAMMEHT TpsabBa Aa Ce MpoBepsiBa PeAoBIO 334 HAJHYHE HA €PUTPOUUTH WU JIpYTH
MpU3HaLUY Ha ypo / HeGPOTOKCHUHOCT.

. Luknodochamua Tpsdea na ce U3MNO03Ba C MOBUILCHO BHUMAHME, aKO M300LIO Ce H3NO0a3Ba, NIPH
NatHeHTH ¢ aKTUBHY UH(PEKUMHU HA ITUKOYHHTE NIBTHUILA.

. TpabBa fa ce 3amoyHe JEHEHHE ¢ MecHa M / WIIM jla Ce OCHrypd obduiHa XujpaTauus 3a
npefiM3BHKBAHE Ha ANYPe3a, 3a 1a MOXKE 3HAYMTENHO Ja C€ HaMalKu YecToTaTa U TEXKECTTa Ha TOKCHYHOCTTA
CNpAMO MUKOYHHA MeXyp. BaXkHo e na ce ocurypy peJIoBHO H3npa3BaHe Ha MMKOYHHS MEXYD Ha NalNEeHTa,

. XeMaTypuaTa 0OMKHOBEHO NMPEMHHABA 33 HAKOMKO JHM ClleJ KaTo JIEYEHHETO € UHKIogochamMul
Oba¢ CpsAHO, HO € Bb3MOXHO U J1a IEpCUCTHpA.

. OO6GUKHOBEHO € HAIOXKHUTENHO Aa ce MpeKkpaTy neveHueTo ¢ uikinodocdaMu B cllyyad Ha TEXbK
XEMOpardyeH LUCTUT.

. [{uiiodochamua e CBbP3aH U ¢ HehpOTOKCHYHOCT, BKIIIOYHTENHO OBOpeuna TyOytHa Hekpo3a.

. XUTMOHaTpHEMHS, CBbpP3aHa C MOBHIIABAHE Ha OOUIOTO KOJHMYECTBO BORA B OPraHu3Ma, ocTpa

BOAHA MHTOKCHKALUS M CHHApOM, Hanoaobsmpawy AJIX (cMHAPOM Ha HEaJeKkBaTHa CeEKpelud Ha
AHTHAHYpPETHYEH XOPMOH) ca OMNIM AOK/Ia[BaHU BbB BPb3Ka C NIPHII0XKEHHETO Ha UHKIIopochamMua. B Tasu

Bpb3Ka MMa ChOOIIEHHUS U 33 Cy4dau ¢ aTajieH u3xXom.




KapauoTokcuyHocT. ynoTpeba npu naveHTy ¢be ChpAedHM 3abonsBaHus
o MuUOKapAHT 1 MHONIEPHUKAPAUT, KOUTO Morat a 6baar npuaApyKEHH OT 3HAYHUTE/ICH NCPUKAPACH

HW3JIMB M ChpIEYHA TAMMNOHANA, ca OunK HaGmoaaBaHHU NpH Jiedyenre ¢ uuknodochaMun U ca qoBeny Ao
TEXKa, MOHAKOra ¢garajiHa 3acToliHa ChbpAcYHa HEROCTATBYHOCT.

. XHUCTONMATONMOTHYHO M3CJeJBaHe € [0Kas3ano N'bpBOHAYANHO pa3BUTHE Ha XeMOparn4yeH
MHOKapANT. XeMONepHKapAUT BTOPUYHO Ce pa3BUBa 10 XEMOparnieH MAOKapAUT U HEKPO3a Ha MHOKap/a.
° Mma cnoOllieHHs 3a 0CTpa ChpASYHA TOKCHUHOCT NPU NPUIIOKEHWE HAa eIHOKpaTHa A03a OT IO-
mManko oT 2 mg uukirodocdamus / kg renecHo Termio.

o Cnea ¥3naraHeTo Ha CXeMH Ha JIe4yeHHne, KOHTO BKaouBat LuknodochamMua, npu MauueHTH € U 6e3
APYTH NMPH3HAUM HA KapAHOTOKCHYHOCT ca AOKAAABAHM CYNPaBEHTPHKYJIAPDHH apHTMHH (BKJIIOUMTENHO
NpeACHPAHO MBXKJCHE M TPENTEHE), KAKTO H BEHTPHKYNAPHU apUTMHH, BKITIOUMTENIHO TeXKa dopma Ha
yabnxkasane Ha QT vHTepBana, CBRP3aHa ¢ KAMEpHA TaAXHAPHUTMHUA.

. PHCKBT OT KapJHOTOKCHYHOCT NPH NPUNOXKEHHE Ha UHMKJIohOochaMHA MOXKE Aa ce YBe/lH4H
HalpUMeEpP ceJ BUCOKH J03M uMknodocdaMui, NpH NaUMEHTH B CTAp4eCKa BL3PacT, KaKTO W [pH
MalUeHTH ¢ aHAMHECTUYHHU JaHHU 3a JhUeTepanus Ha cbpiaeuHara obnacT ¥ / WM NPEIUUIHO HIIH
ChI'BTCTBALLO feUeHHe C APYTH KapJAHOTOKCUYHH areHTH. Buxkre Touka 4.5,

. OcobeHo BHUMaHME e HeoOXONMMO MPH NMaUUeHTH C PUCKOBH (haKTOPH 3a KApOUOTOKCHUHOCT H
MpH MalMeHTH ¢ MpeaecTBaULo ChbpAcyHo 3abonsaBane.

benoapofHa TOKCHYHOCT
. [TuesMOHHT W OenoapobHa ¢ubpoza ca Habmogasanu 10 BpeMe H CNEX JCUECHUE C

nukiaodochamua. BenoapobHa BeHo-oKIy3auBHA 6oaecT U ApyrH (popmu Ha OenoApobHA TOKCHYHOCT,
CbLIO Ca OUNTH AOKNAABAHH,
Mma crobienus 3a SenoapobHa TOKCHYHOCT, BOJELA 1O AMXATENHa HEAOCTaTbYHOCT.

. Bunpekn 4e decTorara Ha CBbp3aHaTa ¢ UMkiopochamu] OenoapobHa TOKCHUYHOCT € HHCKa,
NPOTHO3aTa 33 3aCETHATHTE NALMEHTH € NoLua.
. KbCHOTO HayaJlo Ha MHEBMOHUT (moBede OT 6 Meceua cleA HAYaloTO Ha JEUYEHHMETO C

uHkjiodochaMiI) U3raexKaa, 4e € CBbp3aHo ¢ 0COOCHO BHCOKA CMBPTHOCT. [ITHEBMOHHUT MOXKE fla Ce pa3Bue
JOPH FOIMHH cJlIed JleueHHeTo ¢ nukiiodpochamuz,.

. Mma cbobuieHus 3a octpa OenoapodHa TOKCHYHOCT Ciefl NPUIOKEHWE Ha eAWHHUHA Jo3a
uMkaogochamua.

BTopuyHY MaJIHHEHOCTH

. KakTo npu BCHUYKHM IIMTOTOKCHUHHK TepalldH, JIEUEHUETO C UMKIO(pOoChHaMU BKIOUBA PUCK OT
BTOPYYHH TYMOPH H TEXHHW NPERUIECTBEHULIM 34 KbCHU NOCNEACTBHA.
. HapacTBa pHCKBT OT paK Ha NMUKOYHUTE NBTHUUIA, KAKTO M PHUCKBT OT MHEJIOAUCIIACTHUHY

MPOMEHH, 4YAaCT OT KOHMTO HpOrpecHMparT AC OCTpU IeBKO3d. [Ipyrd 3nokadecTBeHH 3abosgBanus,
noknagsaHy cien ynorpeda Ha HuknodochaMu WM CXEMHY Ha KOMOUHKMpaHa XUMHOTEPANKA ¢ YUYaCTHETO
Ha UUKNogocgamua, BKIoYBaT 1umM(PoM, pak Ha LLIUTOBHIHATA XKJ1€3a H CAPKOMH.

. B HAKOM ciaydald BTOpUYHA MATMTHEHOCT CE € pa3suila HIKOJAKO MORMHY CJIed KaTo JICYECHHETO C
nHkiaodocdamun € 6uno npekpareHo. Mma cpobiiieHus 3a 310Ka4eCTBEHH 3a00sBaNIMs Cliel eKCNO3YLIHS
Ha nyoja B yTpobara.

. PHCKDBT OT pak Ha MUKOUHHMA MEXYp MOKe jaa ObAe 3HaYMTENIHO HaManeH 4pe3 npodunakTika 3a
XEeMOparuueH LUCTHT.

BeH0-0kNY3UBHO HepHOAPOOHO 3abonsBaHe
. BeHo-0xny3uBHO depHOApoOHO 3abonssane (VOLD) € noknagsaHo npH na
urknogochamua.




. LluTOpe AYKTHBHHUAT pEXUM B MOArOTOBKAaTa 3a TPAHCIUIAHTALIMA HA KOCTEH MO3BK, KOATO CE
CBCTOH OT NpHIOKEHHE Ha LKKIodocdamMua B kKoMOHHaUMs ¢ 06bYBaHE Ha LANOTO TAI0, OycyndaH, uin
IPYTH CPENCTBa, € HACHTH(ULUMPAH (BHXTE TOUKA 4.5) KaTO OCHOBEH PHCKOB (PaKTOp 3@ PAa3BUTHUETO Ha
VOLD. Cnen UMTOPEAYKTUBHATA TEPAlus, KIHHUUHUAT CUHAPOM OOMKHOBEHO C€ pa3ssuBa -2 CeIMHIIM
Cnefl TPaHCIUIAHTAUKATA H CE€ XapakTepu3Hpa ¢ BHE3anHO [MOBHIIABAHE Ha TErnoTo, OGonesHeHa
XenaroMerajius, aClUT K XunepounupyouHeMus / K bATEHULA.

. OceeH TOBa, ¥Ma CHOOILEHHS 3a nocTeneHHo pa3putHe HA VOLD npH mauueHTH, nojy4vyaBally
MPOABKHTENTHO BPEME HUCKH 103U MMYHOCYNIPECHBHH 1034 LHKIohochaMu.

. Kato ycnoxHeHus na VOLD Moxe fa ce pa3BURT XenaTtopeHaleH CHHAPOM M MYJITHOpPraHHa
HenocTaTbuHOCT. MUMa chobirenus 3a cebp3ano ¢ unkiodochamun VOLD ¢ daralieH H3XO0Z.

o PuckoBH GakTopH, TNpeApasnojarailyd nauuestute 3a paszsuthe Ha VOLD ¢ BHCOKH n03u
LIUTOpEAYKTHBHATA TEPANHA BKItOUBAT:

- ChILECTBYBALLO HapyllieHHe Ha yepHoapobHaTa PyHKUHKS;

- NpeAllecTBalla Tb4eTEpanusa Ha KOpeMa

- HE3210BOJTUTENICH PE3YyaTaT OT TEpaIlUATA.,

[ 'eHOTOKCHYHOCT

. LiuxknodochaMua € reHOTOKCHYEH W MYTarcHEH, KakTo NpH COMATHYHH, TaKa M IpH MbXKH H
KEHCKM 3apOAMIIHM KJIeTKH. ETo 3amo no BpeMe Ha neqeHue ¢ uukiodochamuj xeHu He TpAOBa Aa
3a0peMeHABAT U MbXKeTe TpAOBa Ja HE Ch3/aBaT Aella.

. MuxkeTe TpabBa na He craBat ballu A0 6 Meceua clnel Kpas Ha NeYeHHETO.

. JlaHHWTE NpH UBOTHH MMOKA3BAT, 4e€ €KCIO3MUIIMATA HA OOLUMTH N0 BPEME Ha PA3BUTHETO Ha
donukynnuTe MOXe 13 QOBEJC N0 HaMaNABaHE HA HECTOTaTa Ha 3aKpenBaHe Ha OMJOACHATa AHLEKIIETKA
BbpPXY CTEHATa Ha MATKATa M pa3BUTHETO Ha HopMaliHa BpeMEnHOCT, U 10 MOBHILEH PHCK OT MANlpOpMAaLIH A,
Tean edext TpaOBa Ja ce UMAT NMPEBJABKA B cliyyall Ha nnanupano 3abpemeHsBaHe MJIH Ha OPEMEHHOCT
clie] CTMpaHe Ha JieueHHeTo ¢ nHkiodochamu. TouHaTa MPOABHKUTENHOCT Ha Pa3BUTHE Ha QOJIUKYIIHUTE
MPH XOpa He e H3BECTHA, HO MoXXe aa e noseue oT 12 Mecela.

. CexcyalHO aKTHBHHTE XEHH H Mbxe TpaOBa na Hanon3Bat ¢eKTHBHH METOAM 33 KOHTpALENIU
o BpeEME Ha Te3H NEPHOJM.

BuxTte cbio Touka 4.6

Edextn Bppxy depruauTera

. LinknodochaMua okazsa BIMSHHE Ha OOreHE3aTa ¥ criepMaroreHesara. To# Moxe [a IpUYHAHH
CTePUJINTET U MPH ABATa MOJA.

. Pa3BATHETO HA CTEPHUIMTET U3rNEXKIa 3aBUCU OT A03aTa UUKIopochaMull, NpoaAbIKUTENIHOCTTA
Ha IEYEHHUETO, KAKTO ¥ ChCTOAHUETO HA DYHKLMATA Ha TONOBUTE XKJIE3U 10 BpeMe Ha JIEUEHHETO.

. [Tpean3BUKAHUAT OT UHMKIO(QOchaMUA CTEPUIMTET NpPM HAKOM MALHMEHTH Moxe Ja Onje
HeoOpaTHM.

TlalldeHTH OT HEHCKH MOJI

* AMEHDPEH, BPCMEHH2 UTH IMOCTORHHA, CBbP3dHAa € MNOHUXKEHA CEKPCUUA HA CCTPOI'CH U NTIOBUILICHA
Ha rOHaJAO0TPOIIHH €€ PA3BHBA B CAHA 3HAYUTEIHA HaCT OT dKCHHUTEC, JICKYBaHH C HHKHOQJOCC];)EIMHI[.

¢ [lo-cneuuanHo [MpHA NO-Bb3PdCTHUTE XKCHH, aMCHOPCATA MOXKC Jd ObJIE MOCTOAHHA.

o BLB BPB3Ka C JICHCHHUETO C LlHKJIOC]JDCdJ&MH,[I uMa chLOOLLUEHNS 3a OJIMFTOMCHOPCA.

® MGMH‘{ETH, JICKYBaHH C uumocbombamu,u no BpEME Ha npeﬂnyﬁep're'ra, ODHKHOBEHO pa3iBubaTt
BTOPpHYHH IIOJIOBH benesu HOPMAJTHO H UMAT PEAOBHA MCHCTpPYallHu4.

. MomunueTa, JleKkyBaHH ¢ uMknodochamMua no Bpeme na npeanybeprera BhoOC
npobaem aa 3abpeMeHesT.




. MoMu4eTa, JieKyBaHi ¢ uMkaogocdaMui, KOUTO ca 3anma3vin SHYHUKOBATAa CH (QPYHKIHA Clel
NPUKNOYBAHE HA IEYEHHUETO, ca C MOBHUIIEH PUCK OT Pa3BUTHE Ha IIPEXAECBPEMEHHA MEHOMay3a (cnupaHe
Ha MEHCTpYaLUATa npeau Aa HasppiaT 40 roquHu).

[lanueHTH OT MBXKH NOJI

° Mupxere, 1eKyBaHH ¢ LMKIogochaMui, MOXeE Ia pa3BUAT OJUTOCIIEPMHUS HITH a300CNEPMHUS, KOUTO
0OMKHOBEHO Cca CBbP3aHH C MTOBHUIICHA CEKPEUMSA Ha TOHAAOTPONMUH, HO HOPMAaJIHa Ha TECTOCTCPOH;

. CexcyanHaTra NOTeHTHOCT U NUOKA0TO OOMKHOBEHO C& HE3aCETHATH NPH TE€3H NALUEHTH;

° MomueTa, jJekyBaHH ¢ uHHKIodocdaMua no BpeMe Ha npeanydeprera MOXKe Aa Ce pasBHAT
HOpPMAJIHH BTOPUYHUTE MOJIOBK Oenesn, HO MOXe Aa MMAT OJIMTOCTIEPMHA HJTH a300CNIepMHuS;

. B13MOXHO € Aa ce IpeaAu3BHKa H3BECTHA CTENEH Ha TECTUKYIapHa aTpogHs;

. Luknodochamua-npeAn3BUKaHATa a300CNEPMHs € 00paTHMa NPpH HAKOH MallHEHTH, BBITPEKH Y
TOBa MOXKE /A Ce MPOSIBA HAKOJKO MOJWHHU ClEl MPEeKpaTABaHE HA NEUCHHUETO,

o MbxeTe BpeMEHHO OKAa3alu € CTEPUJIHH OT uYKiogochamMu] BNOCIEACTBHE MOraT Ja CTaHar
Daliu.

AHadUIaKTHYHY PEaKLUK, KPbCTOCAHA CBPbXYYBCTBHTENHOCT ¢ APYTH aKWINPANIN argHTH
BB Bpb3Ka ¢ NPUNCKEHHETO HA LHKIoGochaMuI HMa JaHHN 3a aHaHJIAKTHYHH PEAKIIMH, BKJITIOYHTETHO

H 33 TAKHBA € cbaTaneH H3XOMA.

Hsma 1aHHy 3a BL3MOXKHA KPBCTOCAHA CBPBXUYBCTBHTCIHOCT C APYIH aJIKHJIHPALIHN arcHTH.

Hapyluiapaxe 3a3/ipaBgBaHeTO Ha paHy
. Luxknodochamua Moxe Aa HAPYLLU HOPMANTHOTO 3a3/1paBsiBaHe Ha paHara.

MPEAITASHU MEPKH

Astoneuyst

. HMa crobiueHus 3a anoneuus 1 BepoATHOCTTA H 34 MOABAa HapacTBa C MIOBHIIABaHE Ha J03aTa.

¢ AJloneuuATa MOXe [a nporpecupa 4o MaetlinBOcCT.

. Moxe Za ¢e OYaKBa KOCAaTa Ja ¢& Bb3CTAHOBH CNE] NpeKpaTsBaHe Ha JICHEHHUETO ¢ JICKAPCTBOTO

HJIH JOpH B XO04a Ha CaMOTC JICUCHHUE, BBLIIPEKH HC HOBATa KOCAd MOKC A Obae pa3JinuHa o CTPYKTYpPa H
LBAT.

['agene ¥ NOBpLIUIAHE

. [Tpunoxennero Ha uuknodochamMua MoKe Aa MpeJAU3BHKa rajleHe 1 NoBpbLIAHE.,

. Tpabsa na 6baaT B3eTH NpPeABHJA CBOCBPEMEHHW MepkW 3a ynotpebara Ha aHTHEMETHUM 3a
npexoTBpaTsAeaHe U obneKHaBaHe Ha raJIcHETO H NOBPBLIAHETO.

. EnHoBpeMEHHATA KOHCYMallMAd Ha ankoxoa Moxe ga ofocTpH nNpeau3BHKAHHTE OT

uuknogochaMu NOBPLILAHE U FajieHe.

CroMaTuT

o [TpunokeHueTo Ha unknodochamMua MoKe Ja NPHUHHY CTOMATHT (Opaner MYKO3HT).

- Tpsabpa na Obpaat B3eTH NpeaBUI CBOCBPEMEHHH MEPKU 3a NPENOTBpaTsBaHe K oblek4aBaHe Ha
CTOMATHT.

[TapaBeHO3HO NPHIACKEHUE
. LIurocTaruunug edexT HA HuknodochaMu ce NposBsBa Cliel HEMOBOTO akK
OCBIUECTBABA I'IaBHO B 4YepHUA Apob. CneaoBaTeNHO PUCKLT OT YBpeKJaHE Ha
[IapaBE€HO3HO NPHIIOKEHHE € HUCHK.




. B ciyuaii Ha HHIMAEHTHO MAapaBeHO3HO NPUIOXKEHUE Ha uukiaodochamu, nudysuara Tpada aa
ce chpe BeJHara, NONagHAJHSAT M3BLH KPBLBOHOCHMS CBbJ pasTBop Ha Lukinodocdamun tpsadsa na ce
acnupHpa c KaHIoNAa 0T MACTOTO, H Jia ¢e NpeaAnpHeMaTt APYrd NOAXOASILH MEPKH,

Ynorpeba npu nanueHTy ¢ 666peuHo yBpexaaHe

[Ipu naumeHTd ¢ OBOpeuHO yBpexaaHe, OCOOEHO MpH MALMEHTH C TEXKO ObOpeuno yBpexnaaHe,
HamaleHaTa 6pOpeuHa ekCKpeLuMs Moxe Jia 0BeJe A0 MOBHUILIEHH 1Ia3MEHH HUBA Ha LUKJIohochaMu U
HeropuTe MeTabosuTd. ToBa Moxe 1a AOBEAE A0 NMOBHMILABAHE HAa TOKCHYHOCTTA ¥ TpsdBa Aa ce B3eMe
npeABK NpH ONpeeNsHe Ha A03aTa [IPH Te3u NalueHTH. Buxkre cuuio Touka 4.2.

Ynorpeba npu MaLUMEHTH ¢ YepHOAPOOHO yBpexane

Texxo uepHoAPOGHO yBpexKaaHe Moxe Ja ObJe CBBP3aHO C OHMKEHO aKTHBUPaHE Ha uHisiopochamMuaa.
ToBa MOKe Ja NpoMeHH e(peKTHBHOCTTA Ha JIEYEHHETO ¢ LUHKIopochaMu H TpsOBa J1a ce B3EME NPEABUL
npu #360pa Ha JO3aTa M IPY ThIKYBaHE HAa OTTOBOpa HA W3bpaHaTa A03a.

Ynorpeba npy NaUMEHTH CIER ANPECHANECKTOMUS
[TIpy nauueHTH ¢ HaaOLOpevHa HEAOCTATBYHOCT MOXKE Ja C€ HaJOXKHM YBEJIHYCHHE Ha J03aTa IpH

KOPTHKORA 3aMECTUTE/IHATA Tepalls, KOraTo Te ¢a M3/JI0KEHH Ha MOBHIIEHA TOKCHYHOCT, AbJDKAINA C¢ Ha
LIKTOCTATHLH, BKIIOYUTENHO LUKAoPochaMua.

4.5. BzaumoneiicreHe ¢ Jpyru JIeK2pCTBEHH NPOAYKTH U APYIrH GopMH Ha B3aHMONeiCTBHE

[InanupaHo €QHOBPEMEHHO NPHA0XKEHHE HJIHM [OCNENOBATEC/HO NPHIOKEHHE HA JAPYTH BEILIECTBA HIH
Tepanud, KOWTO MOTaT Jia MOBHUIAT BEPOATHOCTTA OT M TEXKECTTA HA TOKCHUYHHUTE eeKTH (MOCPEACTBOM
¢hapMakOAHHAMHUHU UJTY QapMaKOKHHETAYHH B3aHMOJCHCTBHA) W3HCKBAT BHHMAaTENHA HHAMBUAYAHA
OLIEHKa Ha OYaKBaHHTE MON3H M pucKoBe. [TauueHTHTE, IPH KOUTO CE M3MON3BAT NOAOOHN KOMOHHALHH,
TpsOBa Aa ce HabmojJaBaT BHHMATEJIHO 3a IpPU3HAUM Ha TOKCHYHOCT, ¢ LEN JAa C€ MpeAnpHeMar
HaBpeMEHHM MepkH. [laumeHture, JekyBaHH ¢ LUMKAodochaMu/ W JEeKapCTBEHH MPOAYKTH, KOHTO
HaManaBaT HeroBoTo jaeiicTBaHe, TpsAOBa Ja Ce CNERAT 3a Bb3MOXKHAO MOHMXaBaHE Ha TepaneBTHYHATa
e(peKTUBHOCT H HEOOXOANMOCTTa OT KOpeKLHA Ha 103aTa.

BzauMoaelicTBuS, NOBINABAILM (PapMaKOKHMHETHKATa Ha UMKA0(ochaMua 4 HEroBUTE METa00IUTH
[ToHUXKEeHOTO aKTHBHpaHe Ha LukiodochaMua MOKE Aa IPOMEHH edeKTHBHOCTTA Ha JIEUEHHETOC HEro.
BeulecrBara, KOMTO 3a0aBAT aKTHBHPAHETO Ha LMKkNogochamul ca:

- AIpenudTaHT

- bynponuon

- BycyngaH: uMa JaHHu 33 3abaBel KIMUPLHC K YALJDKABAHE BPEMETO HAa E€NUMHHAIHOHEH
MONYKHBOT HAa LUHKIOPOchamMKua MpH NaLUMEHTH, NOIYYaBall BMCOKH J03H LHKIO(POC(haMH] 10~ MAJIKO OT
24 yaca cJiesl KaTo ca NONYYHJIH BUCOKH J1034 OycyadaH.

- HunpodnokcalH: Koraro ce € mnpuiaran npead nevenue ¢ uuknogochamua (ocobeHo B
YCNOBHATa HA KOHAHIIMOHHPAHE Ha MPEeAILECTRallA TPAHCIUIaHTallM Ha KOCTEH MO3bK), UMNpodIoKcaLH
e JIOBeJl 10 pELIMAMB Ha OCHOBHOTO 3abonsBaHe.
- XnopaMpeHUKON

- OayxKoHa30J

- HMTpakoHason

- [ipacyrpen

- CyndonaMmuau

- Tuorena: UMa JaHHM 3a CHJIHO MEXHOWpaHe Ha OMOKTUBALUATE HA LUKIOPD
BbB BHCOKOLAO30BHU CXE€MHM Ha KOMOMHHMpaHa XHUMHOTEpanHd, KOrato THOTerna ce
nuknodgochamum.
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o [loBuliaBaHe Ha KOHUCHTpalUuATA Ha LHHTOTOKCHHYHHH MeTaDONUTH MOXKE Ja Bb3HHUKHE pH

eJJHOBpeMeHHa yrnoTpeda c:

- ATNonypHHON

- Xnopanxuapar

- I [MMeTHANH

- Hucyndupam

- [‘nuuepanaexun

- MHyKTOpH Ha YOBEIIKATE XeMaTaJHW W eKCTpaxenaTaiHd MHKPO3OMAJHH €H3HMH (HampuMep
uuToXpoM P450 eH3uMHTe): MOTEHUMATHT 33 HHAYKLUMA Ha XeEnaTaJHUTe M eKCTpaxenaTalHUTe
MHKPO30OMAlIHH €H3UMH, TpaAbBa Za ce MMa NpeABHJ B Cily4yal Ha NPEAlIeCTBAIC WM ChIBTCTBALIO
JICYEHHE ¢ BELIECTBa, 38 KOWTO € H3BECTHO, Y€ NMPEAM3BHKAT MOBUILEHA AKTUBHOCT HA TE3H €H3UMH KaTO
pudaMIuH, peHobapOuTas, kapbamazenut, GEHUTOUH, KbAT KAHTAPHOH H KOPTHKOCTCPOU/IH.

- [IpoTeasHy WHXMOUTOPH: €JHOBPEMEHHOTO MPHIIOKEHHE HA MPOTEa3HH MHXMOHUTOPH MOXE Ja
MOBHILM KOHLIEHTPAIMATA HA LU TOTOKCHUHKTE MeTaboaNTH. 3a U3NON3BAHETO Ha Oa3UpaHu Ha NIpPOTeaseH
HHXUOMTOpP CXEMH Ha JleueHHe € YCTAHOBEHO, Y€ € CBbp3aHO C MO-BUCOKA YECTOTA Ha HHpeKUuuH M
HEYTPONEHHUs MTPH NALUEHTH, IEeKyBaHU ¢ HukIodocamu, fokcopyOorumH u etorno3ua (CDE), 0TKONIKOTO
npy n3non3saHeTo Ha NNRTI 6asupanu cxemMu Ha kKoMOUHUpaHa XHMHOTEpamusl.

. OHAAHCETPOH

Mma paHHM 3a  (QapMakOKHMHETHYHO B3aUMOJACHCTBHE MEXJAY OHAAHCETPOH W BHCOKH JO3HM
urxnogpochamua, koeto Boau Ao Hamanseane Ha AUC Ha uvxknogocdamua.

dapMakoJHHAMHYHH B3aMMONEHCTBUS W B3aUMOACHCTBHA C HEHM3BECTEH MEXaHM3bM, MOBIMABALIU
edeKTHBHOCTTA Ha LiMKNodochaMui

Kom6unHpasa uin nocneasaia ynorpeda Ha uuknogochamMua v Apyru 1ekapcTBEHH NPOAYKTH ¢ NoA0OHa
TOKCHYHOCT MOXe a foBelie 10 KOMOMHHpaHH (MOBULLIEHU) TOKCHUHH €(EKTH.

. lMoBHILEHA XEMAaTOTOKCHYHOCT M / MIM HMYHOCYNpecust Moxe ja ©Obiae pesyitaT oT
KOMOMHHpaHUTe ePexTH Ha LHknogochaMua ¥, HanpUMep:

- ACE unxubutopu: ACE unxuburopure MOrart aa npeAn3BUKAT JEBKOMEHUS.

- Hatanuaymab

- [TaknuTakcen: MMa JaHHH 3a NOBHILIEHA XeMaTOTOKCHYHOCT, KOrato unkiogochamua € npunara-
cnea MHPY3HUATA HA NAKITHTAKCE,

- Traznaum auypeTHuy

- 3UA0BYAUH

[TosullleHaTa KApAUOTOKCHUHOCT MOXe Ja Obaie pe3ynTat oT koMOMHUparusa edekT Ha uukiogochamua
W, HarIpuMep:

- AHTpaLHKINHU

- LlutapabuH

- [leHTOCTATUH

- JIbuerepanus Ha cbpAcYHaTa obnact

- TpacTty3symab

¢ [NMoBniueHaTa SenoapobHa TOKCMYHOCT MOXeE A2 Aa Obiae pe3ynaTaT oT KoMOUHUpaHus eekT Ha
HHKIoPochaMiuAa U, HAlpUMeED:

- AMUOIAPOH

- G-CSF, GM-CSF (rpaHyJoLMT KOJOHHH-CTUMYNUpaul ¢(akTop, TpaHyJo
KOJIOHRH-CTUMYIHpall akTop): B Hayunn cboblUeHHs ce npeanojara NoBULLEH

TOKCUYHOCT MpPH MALKEHTH, IEKYBAHN ¢ XUMHOTEPAIHs, KOATO BKAIOYBa LUKIIO
GMCSF.

11



. [NoBuieHaTa HEePOTOKCHYHOCT Moxe Ja Onae pesyntaT oOT KOMOMHHpaHHs edekT Ha
uuknodochamMui U, HaTpUMep:

- AMQOTEPHLINH b

- HMugoMeTauuH: UMa JaHHM 3a OCTpa BOJHA MHTOKCHKAaUUsA NMPU €AHOBPEMEHHO TIPHIIOKEHHUE C
HHAOMETAIHH.

. VCHIBaHe HA APYTH TOKCHUYHH €EeKTH

- A3aTHONPHH, MOBHUILIEH PUCK OT XENATOTOKCHYHOCT (uepHoipobHa HEKpo3a)

- BycyndaH: AoKiafBaHH ca MOBMLUEHA 4ECTOTa HAa 4YepHO/ApoOHa BEHOOKNY3MBHa Oonect M

MYKO3HT.
- [IpoTeazHu UHXHOUTOPHU: MOBUILIEHE YECTOTA HA MYKO3UT

Jpyry B3auMonencTBHs
»

AnKoxon
ITpy KHBOTHHU C TYMOPH € HabJr01aBaHo NMOHMKABAHE Ha aHTHTYMOpHATA aKTHBHOCT 1P NIPHEM HA €TEHOJT

(aJ1KOXOJT) IO BpeMe Ha NepopaiHa HUCKOA030Ba Tepanus ¢ UMKiodochaMu.
[Tpy HAKOM MAlMEHTH, AJIKOXONBLT MOXE 1a 000CTPH NPEAM3BUKAHUTE OT UMKI0GOCHAMUL NOBPBILAHE U

rajcHc.

. Eranepuent

[Ipy mauueHTy ¢ rpaHysnoMaTtos3a Ha Berenep, n06aBsHETO Ha €TaneplLENT KbM CTAHRAPTHOTO NEYEHHE,
BKIIOUMTENHO LMkiodochamMua, € OMI0 CBbpP3aHO C I0-BHCOKA 4YeCTOTa Ha HE-KOXHH COMMAHH
3JI0KAYECTBEHH TYMODH.

. MeTtpoHnnaazon

Ha6monasaHa e ocTpa eHledasonaTis npy MalMeHTH, NnogyyaBaltd UUKiIogpochamMua H METPOHHAA3ON.
[TpuuHHHO-ClIEACTBEHATA BPB3Ka HE € JOKa3aHa.

B npoyusaHe npu >KUBOTHH, kOMOMHaLuaTa OT LHKIodochammua ¢ METPOHHAA30M € Oua CBbp3aHa ¢
MOBHLIEHA TOKCHYHOCT OT CTpaHa Ha LukKnodochamuz.

. Tamokcugen
EnHospeMennaTa ynotpefa Ha TaMOKCH(EH U XHMHOTEpanusa MOXeE na NOBUUIM PUCKA OT pa3BHTHE Ha

TpoMO0oeMOOTHUHU YCIIOXKHEHH .

BaaumopeficTBUs, nOBAMABalM (apMakOKHHETHKaTa YU / UAW edeKTUBHOCTTAa Ha APYTH NEXapCTBEHU
NPONYKTH

. bynponuoH

CYP2B6 metabonu3ambT Ha uukinodochaMua Moxe Aa nHXUOKHpa MeTabosin3Ma Ha OyIIpOIHOH.

. KyMmapuum
Mma fgaHdH, KakTo 3a yBeJIHUYaBaHe, Taka M 3a HaMmajsiBaHe eQexkTUTE Ha BapdapuHa [1pH NalLUEHTH,
NexKyBaHy ¢ Baphapyul H LUKA0dOoCPaMUA.

- [{uKkiocnopuH
YCTaHOBEHO € MOHMXKABAHE Ha CEPYMHUTE KOHLUEHTPALUMH HA LIKKIOCIIOPUH NPH NaLNEHTH, NOJy4aBally
koMOuHanuaTa HuKIohochamMua ¥ LUKJIOCHOPHH, B CpaBHEHHUE C TE3H, NONyYaBald camo
BzanMogelicTBHETO MOXKE Aa JOBEAE AOQ yBENM4aBaHE CAydanTe HA peakLMATa TP
peunnueHT (graft versus host disease).

. Henonspusupallld MUOPENAKCaHTH
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JleueHuero ¢ nukaodochaMu/l NPHUHHABE 3HAUMTENHO ¥ MPOABIDKUTENHO HHXMOHpaHe Ha aKTHBHOCTTA
Ha XOJIMHecTepa3zaTa. Moxe JAa ce npeAu3BHKa yAbKEHa ankes NMpH €AHOBPEMEHHO NPH/IOKEHHE Ha
IETIONAPH3UPALIN MYCKY/THH PENaKCaHTH (HANpUMED CYKUMHUIXONKH). AHECTE3HONIOrbT TpsAOBa Aa ObaaT
npeaynpencH, ako NalHeHTsT € Oun nexkyBad ¢ nuknodocdamun B pamkure Ha 10 AHK Mpean BbBEXKAAHE
B 001112 aHecTe3H .

. JWroKCHH, B-aleTHAAUIOKCHH
MMma paHHy, 4€ LMTOTOKCUYHOTO JIeUYeHHe HapywlaBa 4pesBHara pe3opOumsi Ha JHTOKCHH W p-

alleTHIIUTOKCHH TabIEeTKH.

® Baxcuun
[Topaau KMYHOCYIIPECUBHUTE edEeKTH Ha uuknodochaMua, MOXe Aa ce 0YaKBa HaMaJjliBaHe Ha OTroBOpa
KbM BaKCHHHpaHe. M3mon3BaHeTo Ha >KMBH BaKCHHH MOXe Aa A0BeJe IO NpPEAN3BMKAaHa OT BAKCHHATA

UH]EKLMA.

. Bepanamun
HMMa gaHHH, Ye UMTOTOKCHUYHOTO JieYeHHe HapyllaBa upeBHaTa pe3opOiuus npv nepopanHo NpHIOKEHHE

Ha Bepanamul.
4.6. DepTHanTer, GPEeMEHHOCT H KEPMENE

1 luknodochamua npeMuHasa niaieHTapHara 6apuepa. Jleuennero ¢ yuknodocpamu] ¥Ma reHOTOKCHUEH
ebeKT 1 MOXe Jla NPUYMHM YBpEXKAaHe Ha MNI0Ja, KOraro ¢e npuiara npy OpeMEHHH XKeHH.

. Habmonasanu ca MangopMalMy MpH Jelia, POACHH OT Maiiku, JIEKYBaHH ¢ uHKIoochamMua rno
BpeMe Ha NbPBHA TPUMECTBp Ha OpeMeHHOCTTa. Bbhnpeku Tosa, UMa W chobuieHus 3a Jeua Oe3
MajiOpMaliii, POJEHH OT JKEHH, IEKYBaHH ¢ HUKIoGOC(haMu] 10 BpeMe Ha IIbPBHA TPHMECTEP.

. HanaraHe Ha JeiicTBHeTO Ha uuknodochamua B yrpobata Moxe Aa AOBeJE 10 COHTaHEH aboprT,
sabaBsiHe Ha pacTexka Ha nnoja U GPeTOTOKCHYHH ePeKTH IIPH HOBOPOAEHOTO, BIIIIOUHTENTHO JIEBKONTEHHUA,
aHEMH S, NTAHLUTONCHHUS, TEKKA XHIIOMJIa31sA HA KOCTHUSA MO3BK U FaCTPOSHTEPHT.

. JIaHHUTE NpH XXWMBOTHH MMOKAa3BaT, Y€ TNMOBUIIEH PHUCK OT IpeKbCBaHe Ha OpPeMEHHOCTTA U OT
mandopMalid NPOALDKABA Ja CBLIECTBYBa M CE/l MPEKpaTsBaHE Ha JICYEHHETO ¢ uunkiIodpochamun,
JIOKATO ChLIECTBYBAT OOLMUTH / GONMKYJIH, KOUTO ¢ca OMIIM M3NOXKCHW Ha AeHCTBHETO Ha LMKIChochaMU
110 BpeMe Ha BCHKa eaHa oT pa3uTe Cu Ha ¢b3paBane. Buxre 8 Touka 4.4, | eHOTOKCHYHOCT.

. Axo uuxnodochaMui ce H3No3Ba Mo BpeMe Ha OpEMEHHOCT WM ako nalUeHTKaTa 3adpeMeHee,
A0KATO ce JIeKYBa ¢ TO3M JIEKAPCTBEH NMPOAYKT MM HEMOCPEACTBEHO Cliel JCUCHHETO (BXK. Touka 4.4,
["eHOTOKCMYHOCT), NalieHKaTa TpsAORa aa Objle YBEAOMEHA 32 [TOTEeHUHAIHUS PHCK 32 (peTyca.

. Liuknodpochamua npemuHaBa B MaHyHHOTO Masko. MiMa HaHHM 32 HeyTpoONeHHA,
TpoMOOLMTONEHNS,, HHUCBK XE€MOTrJIOOMH W JAuapus MNpy Jciia, KbPMEHH OT XEHH, JIeKyBaHH C
nukiaopochamua. Xenute He TpsOBa Aa KbPMSAT 110 BPEME Ha JIEUEHHETO € LKKIoPochamu.

4.7. EdexTH BLpXY cnioco6HOCTTA 32 lodHpaHe K paboTa ¢ MaIUHH
[Tpu nayuesTHTE, MOANOMKEHH Ha JieueHHe ¢ LHKIodochamMny, MOXE 1a ce NOSBAT HEXKENaHH TEKapCTBEHH

PEAKIUY (BKJIIOMHTENIHO HanpuMep 3aMasHOCT, 3aMblIIEHO BHXialle, HapyIUeHHUs Ha 3PEHHETO), KOHTO
OHXa MOIJIH Ja MOBJUSAAT BbpXy cnocobHOCTTA 3a wodupare ik pabota ¢ MalunHH. Jlek




4.8. HexelaHH JeKapCTBEHH CpelCTBA

CnuchkbT Ha HeXeNaHHTEe peakund Ha udkiao@ochaMua B TO3d JOKYMEHT <€ OCHOBaBa Ha
MOCTMAPKETHHIOBU JJaHHY (BXK. 0-A0MY).

YectoTa Ha HJIP ce ocHoOBaBa Ha ciepHaTa iiacuduxayusa: Muoro yectd (>1/10), Yectn (>1/100 mo
<1/10), Heuectu (>1/1 000 no <1/100), Peaku (>1/10 000 ao <1/1 000), Muoro peaku (<1/10 000), C

HEU3BECTHA YecToTa (OT HAIMYHUTE JaHHH He MOXeE Jia Ob/1e HanpaBeHa OLEHKA)

HexenaHy NeKapCTBEHHK peaKLMH
CHcTeMO-0praHH# KITacOBe Ilpeanountan MedDRA TepmuH YecToTa
(SOC) cvrnacio MedDRA-
bazaTta JaHHH
UHOEKLUHWHU U 'Nudexunn YectH
HHOECTAILIUH [THeBMOHMA HeuectH
Cencuc Heuectn
CenTi4deH 10K MHoro peaxd
HEOITITA3MMU- OcTpa MHENOKIHA ICBKEM K Penku
HNOBPOKAYECTBEHMH, OcTpa NnpoOMMENIOUUTHA JIEBKEMHS
3JIOKAHECTBEHH U MuenogHcnnacTHYEH CHHAPOM Penky
HEOITPEAEJIEHH (BKIJI. BTopHUYHH TYMOpDH
KHUCTH U [TOJIUIIN) Pak Ha DBKOYHUA MEXYDP Penxu
Pak Ha NHKOYHHWTE TBTHILA Peaxu
Tymop nu3Kc cHHOpOM Penku
[Iporpecns Ha chileCcTRYBallL Penkwu
MAaJIMCHEH NMPpOUEC MHoro peaku
He-XomxkuroB nuMdb oM C HeH3BECTHA YECTOTa
Capkom
bLOpeuHO-KIIETBHEH KapUHHOM C Hex3BeCTHA 4eCTOTA
Pak Ha O6B0peuHOTO NereHye C HeH3BECTHA YECTOTA
Pak Ha IMHTOBHUIOHATA KNEe3a C Heu3BECTHA 4eCTOTa
KapuuHoreHHH ehekTH BLPXY C HeW3BECTHA 4ECTOTA
NMOTOMCTBOTOQ C HEH3BECTHA 4YECTOTa
C HEHU3BECTHA HECTOTA
HAPYLUEHHWSA HA KPBEBTA | Muenocynpecus MHoro yectu
H JIMMDHATA CUCTEMA | JleskoneHud MHoro uectH
HeyTponenus MHOro 4yecTH
MbebpuiiHa HEYTPONEHUS YecTH
TpomOouuronenns Heuectu
AHeMHA HeuecrH
HuceMunupaHa unTpaBasanHa | MHoro peaku
KOoarynawms
XemMonuTHuHo-ypeMHucH ciHapoM | C Hen3BecTHa HecTroTa
[TaHuuTONEHUs
ArpaHyJIouHMTO32 C HeniBecTHa yecToTa
['paHyNOUMTONEHHUA C HeM3BECTHA YECTOTA
JiumgoneHns C Hen3BecTHA YECTONE
IToBMILEH XeMOornobun - L
HAPYUIEHHUA HA HmyHocynpecus
HMYHHATA CHCTEMA
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AHadunakTHuHa/AHadunakroMaHa

peakLus

Peakuus Ha CBPbXUYBCTBUTETHOCT

AHadHIAKTHYEH LIOK

Heuectn
MHoro peakn

HAPYUIEHHUA HA HapylieHua Ha OBynauusTa Heuectn
EHIAOKPUHHATA [ToHWXEeHH HHBA HA KCHCKHUTE HeuecTn
CUCTEMA NOJIOBH XOPMOHHM
ObpaTMy HapylIeHHs Ha Peaku
OBYyNalKaTa
CHHApOM Ha HenoaxoAslla MHoro peaku
CeKpeLMsa Ha aHTUOUYPETHUEH
xopMoH {SIADH)
BoaHa MHTOKCHKaLUMS C HeW3BeCTHa YECTOTA
HAPYIIEHHWA HA AHOpeKCcHA Heuectu
METABOJIN3IMA HU Jexuaparaius Penku
XPAHEHETO XHNOHATPHEMHUSA MHOro penku
3anpbixKKa Ha TEUHOCTH Muoro penku
[ToBHilteHa KpBBHA 3aXap C Hen3BecTHa yecToTa
[ToHMKEeHa KpbBHA 3axap C HEeH3BecTHa HecToTa
NMCUXHUYHHN HAPYILIEHHA | O6bpkasocT MHuoro peaku
HAPYILHEHHSA HA [Tepudepna HepponaTUA Heuectu
HEPBHATA CUCTEMA [TonuHeBpONATHA Heuectu
Hespanrus HevecT
["pyoBe Penku
HAucrezuns MHoro peaku
Xuvnore3ua Muoro penku
3aMagHOCT MHoro peaku
Xenartanna enuedanonaTus MHoro peaku
[TapecTesus MHuoro peaku
CungpoMm Ha obpaTuma C Hen3BeCcTHa 4€CTOoTA
nesKoeHuedanonarus
Ha 3aHUA BAJT HA MO3BKA
MuenonaTus C HeH3BECTHA YECTOTA
Jduzecre3ud C HeW3BecTHa 4ecToTa
XUNOecTe3IHA C HEM3BECTHA YECTOTA
Tpemop C HenszBecTHa YecTOTa
[Tapocmus C HeY3BECTHA YECTOTA
Exuedanonatus C HEM3BECTHA YeCcTOoTa
HAPYLUIEHHU S HA O4YUTE 3aMBriieHO BIKIAHE Penxu
3pHTEIHH HapyileHus Msoro peaku
KOHIOHKTUBHT MHoro peaku
* EneM na knemnava MHoro peaku
[loBHILIEHA NaKpUMaLMA C HEH3BECTHA YECTOTA
HAPYIIEHHUA HA YXOTO ['nmyxoTta Heuectu
U JIABUPHHTA Hapywenus Ha cnyxa C HEM3BECTHA YECTOTA
TUHHTYC C HEHIBECTHA 4ECTOTa
CBbPAEYHHA HAPYILIEHHUA Kapavomnonarus HeuecTH
Muoxapaur Heuectn
**CrupaeyHa HEJOCTATLYHOCT Heuecru
Taxukapaus Heuectn
BeHTpUKYIapHa apUTMHA
ApUT™MHA

CyrnpaBeHTPHKYJIApHa apUTMHUA
CobpacueH apect
BenrpukyapHa dubpunanus
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AHTHHA MEKTOPUC
MuokapaeH uhdapkT
[Tepuxapaut

ATtpranHa ¢ubpunanms
BeHTpHKY/1apHa TaxyKapaus
KapauorexneH oK
[TepvkapaeH H3NUB
Muokapavania xemoparms
JleBokaMepHa HEAOCTATLYHOCT
bpagukapaud

[lannuTauus

Yawnxked QT uureppan
Hamanena ¢ppakuusa Ha
usTnackeaHe (GOH)

MHoro peakH
MHoro peaku
MHoro perku
MHuoro penku
C HeH3BECTHA MecToTa
C HeH3BeCTHA 4eCTOoTa
C HeH3BecTHa 4eCcToTa
C HEeH3BECTHA YecTOoTa
C HeH3BECTHA 4eCTOTa
C HeHU3BECTHA YECTOTA
C HeH3BeCcTHa HecToTa
C Heu3BecTHa H4eCToTa
C HEHW3BECTHA HECTOTA

ChbAOBH HAPYILUEHHWA

KpbBOHITHB
Tpomboembonus
XUNepToHus
XHUMOTOHUSA
benonpobua emBonus
Beno3Ha Tpomb03a

Penku

MHoro peaxu

MHoro penxu

MHoro penkv

C HeH3BECTHa UeCToTa
C HeuzBecTHa YeCTOTa

Backynur C Heu3BEeCTHa 4ecToTa
[TeprdpepHa nexemus C HeunapecTHa 4ecToTa
3auepBaBaHe C Heu3BecTHa 4YecToTa

PECTIMUPATOPHY, N'PBJAHHU | Octbp pecnuparopen AUCTpec Muoro peaku

U MEIUACTHHAJIHHA curaApomM(ARDS)

HAPYIHEHUA XpoHHYHA MHTEPCTHUIIMANTHA MHuoro penku
Genonpobua
¢ubpoza
BenonpobeH enem MHoro peaku
bpoHxocnainm MHOro peaku
Hucnues MHoro peaku
XHUNoKCHs MHoOro peaku
Kamnuua MHoro peaku
Hecneunduuru Senoapobiu MHoro penku
Hapy IEHUS

HazanHa KoHrecTus

Hazanen auckoMopt
Opodapunreanna bonxa
PuHopesn

Kuxane

BenoapobHO BEHOOKNY3HBHO
1ab0519BaHE

O6nurepaTuBeH OPOHXUOIHUT
Oprand3avpaHa NHEBMOHHA
AneprddeH anBeoauT
[IHeBMOHUA

IlnespaneH U3NTHB

C HeunsBecTHAa YecToTa
C Hen3BEeCTHA YecToTa
C HeH3BeCTHa 4YecToTa
C HeHn3BECTHA 4YeCTOTAa
C HeH3BeCTHA 4eCTOTa
C Heu3BECTHa Y€CTOTA

C Heu3BecTHA YecToTa
C HeuzBeCcTHA 4YecToTa
C Hen3iBeCcTHA YeCToTa
C HeW3BecTHA YecToTa
C Heu3BeCTHA YecToTa

CTOMAILIHO-YPEBHH
HAPYIIEHHA

XeMoparuueH eHTepoOKOIUT
OCTbp NTAHKPEATHT

AcUuT

YnuepauHy No TUTraBHILIHTE
CroMaTuT

Hviapus

[TospbiuaHe

KoucTunanus

[apgene

MHoro peaku
MHoro peaku
MHoro peaku
MHoro peaku
MHoro pe Kbz
MHﬂr l_ o
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AbaomMuHanHa bonka
AbaoMuBHaNeH auckom@opT
Be3nanenue Ha napoTHaHaTa
xiela

CTomalliHo-4YpesHa XeMOparus
Konut

C Heus3BecTa UecToTa
C HeM3BeCTHA YecToTa
C HeM3BECTHA 4UeCTOoTAa

C HeH3BEeCTHA 4ecToTa
C HeH3BecTHa 4YecToTa

EHTEpHT C HEeH3BECTHA YECTOTA
Tudnur C Hen3BeCTHA YeCTOoTA
XEIIATOBHMJIMAPHHA Hapyuienus Ha yepuonpobHaTa Penku
HAPYILIEHUA byHKUMA
XenaTur Peaku
BeHookny3ugHa bojiect Ha uepHusa | MHOro peaxy
npod
AKTHBHpaHe Ha BUPYCEH XEMATHT MHoro peaku
XenaroMeranus MHuoro peaku
Awarenuua MHoro peaku
XONeCTaTHYEH XENaTHT C Heu3BeCcTHa 4YeCToTa
LIUTOAHTHYER XEaTHT C HeH3BeCTHA YECTOTa
Xonectaza C HEM3BECTHA YECTOTA
XenaTOTOKCHYHOCT ¢ C Hen3IBeCTHA HECTOTa
yepHoapobHa
HENOCTATHYHOCT
[TogHlIABAHE HHBOTO HA C HeM3BECTHA YECTOTa
OnnupyOGHuHa B KpbBTa
AbBHopmHa yeproapoOna pyHkuua | C HEW3BeCTHA YECTOTA
[TosHiLaBaHe Ha YepHOAPOOHUTE C Heu3BECTHA YECTOTA
€H3UMM
HAPYILIEHWNA HA Anoneuus MHoOro yecTH
KOXATA U Onnewwussisane HeuecTn
IMOAKOXHATA ThKAH Ob6pus Peaku
HepMmatur Penku
Cruapom Ha Stevens-Johnson MsHoro pegku
TokcuuHa enuaepManta Hekponusa | MHoro peaku
TeXKH KOXKHH peakunu MHuore peaku
[I[poMsHa Ha uBeTa Ha ANaHuTe, | MHOre peaku
HOKTHTE, X0AH1a
Epurema B oOntusanara obnact MHOro penku
TokcHueH koxeH obpus MHoro peaku
[IpypuTycC (BKMOMKTENIHO MHoro penku
BB3MATUTEIHH NPOLECH Ha
KO2KaTa, IPUAPYIKEHH ChC CHIIEH
cnpbhex)
Epurema myatudopme C HeHn3BECTHA HECTOTA
CunapoM Ha nanmapHo-rinantapHa | € HeU3BeCTHa 4ecToTa
EPUTPOAU3ECTEIUS
Y pTukapua C Hen3pecTHA YeCcToTa
Bnucrep C Hen3BeCTHA YecToTa
Epurema C Hen3BecTHA 4ecroTa
OTouu No nMUUETO C HEW3BECTHA YECTOTA
Xunepxuaposa C Hen3BecTHa 4ecToTa
HAPYLUIEHHWA HA Pabaomuonusa MHoro peaku
MYCKYJIHO- Kpammny MHoro peaku
CKEJIETHATA CHUCTEMA Ckaepoaepmud C HEHN3BECTH?
H CbEJUHHUTEJIHATA MyckynHU cnasmu C HeusBe a-:- .
ThKAH Muanrus C Heuse Vi 18"
ApTpanrus C Heus ! THi3
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HAPYHIEHHUA HA
BEbBPELIMTE U

[IMKOYHUTE ITbTHULLA

[HucTtur

Mukpoxemarypus

XemMoparvyeH UHCTHUT
MakpoxemaTtypHs

CyOypeTpaneRr KpLBOHU3IHB
HHTepcTUHLIMAIHO BB3MNATCHHE,
¢ubpo3a U ckneposa Ha NUKOHHHUA
MEXYP

bnOpeuna HepocTaThHIIOCT
Hapyuicuus na 6u6peudre
[TosHiICHY HXRA HA KPEATHH B
KpLBTA

BrnOpeuna Tybynapsa Hekpoza
Hapywenue na TyOynapHara
dyHKUMA

Tokcuuna HedponaTus
XeMoparuueH yperepur

LIMCTUT € yauepauum
KoHTpakTypa Ha NHKOYHHA MEXYD
HedporeneH 6e3skycex nuaber
ATHUITAYHH 33 THKOUYHHA MeXyp
EnUTENIHU KIIETKH

[ToBHLIIEHA HUTPOrCH KPBBHA ypes

MHuoro yect
MHOIro 4ecTH
YecTH
YectH
MHoro peaku
MHoro peaku

Mmnoro peaku
Muoroe peaku
MHoro penku

MHoro peaku
C Heu3BEeCTHAa UecToTa

C Heu3iBecTHA 4ecToTa
C HeM3BecTHAa YecToTa
C Heu3BeCTHA HeCToTa
C HEHM3IBECTHA UeCTOTa
C HeH3BeCTHA HeCcTOoTAa
C HeHU3BeCTHA YEeCToTa

C Heu3BeCTHA 4ecToTa

CbCTOAHNUA, CBBP3AHH

ITpexxnespeMeEeHHO pax/jiaHe

C HeM3BeCTHA YecToTa

C EPEMEHHOCTTA,

POOJOBHI H

[NOCIEPOOOBHA INEPHO

HAPYILIEHHUA HA Hapywena cnepmMaroretiesa YectH

BB3INNPOU3IBOIHUTEJIHATA | Hapywena oBynauus HeuectH

CUCTEMA HI'LPIATA k&% AMcHopes Penky
*** AzocriepMmus Penkwu
¥*xQnurocnepmus Peaku
beannoaue C HeW3BECTHA YECTOTA
(OBapuanHa HEAOCTAThYHOCT C HEM3BECTHA YECTOTA
OnuromeHopes C Heu3BecTHa 1ecTOTa

TecTukyapHa atpodus

[Toumr>keHH HUBA HA CCTPOreH B
KpbBTa

[IoBMieHE HHMBA HA TOHAAOTPOIIHWH

B KPBBTA

C HeuaseCcTHa 4HecToTa
C HeulBEeCTHA YEeCcTOTa

C HeH3IBECTHZ YecToTa

BPOJEHH, PAMWITHHA H

['EHETHYHH
HAPYLIEHHW A

HurpayrepvHHa CMBPT Ha NNoaA
Mandopmaumns Ha nnoaa

3abaBaHe Ha pacTema Ha InjIoaa
detanHa TOKCHHUOCT

C Hex3BEeCTHA YeCTOoTa
C Hel3BeCTHA 4YecTOTa
C HeH3BEeCTHA 4ecToTa

OB HAPYUIEHHUA U
EQEKTH HA MSCTOTO HA

[IPUJIOXEHHE

[loBuiteHa TenecHa TeMneparypa
Brpucaiie

ACTeHH S

YmMopa

O61110 Hepa3NnONOKEHHE
BovanaleHue 11a TMTaBHILIATE
bOJIKa B MBPJINTE

"nasobonue

HOJTKa

MynTHopraliHa HeJoCTaTb4HOCT
Peakiliid Ha MACTOTO Ha
MHXXEKLMATA MHPY3INATA

MHOro 4ecTH
YecTH
YecTH
YectH
YecTH
YecTH
Penku
Muoro penku
MHoro peaku
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(TpomGo3a, Hekpo3a, nedur,
BbL3naneHue, bomka, oTOK,

epHTEMA)

[Inpexcus C HEeH3BECTHA YeCTOoTA

Enem C HEH3IBECTHA YECTOTA

[‘punonoaobHo 3abonssane C Heu3BECTHA YECTOTA
HU3ICJIEABAHHUA [loBHIICHH cepyMHHU HHUBA HA Heuecty

NaKTaTHa AeXuIaporetasa
[Topumend Hupa Ha C-peaktuBuug | HeuectH

NPOTEHUH
EKI" npoMeRu HeuectH
Hamanena nepokamepha ppakuus Heuectu
Ha u3taacksale (LVEL)
[ToBHIIaBaHE HA TEJNIECHOTO TEIIO MHoro peaku

'MosHIEH PHUCK OT NHEBMOHMS KM OBOCTpAHE HA NMHEBMOHHA (RK/IOMHTENHO M C daTaneH u3xol), pasiHYHH
GaxTepyanHy, FrEOHYHK, BUPYCHH, NPOTO30MHH, Napa3HTHH HHPEKLIKH, peakTHBUPAHE HA NATCHTHH HHQEKLAH, B TOBA
YHCJIO BHpYCeH Xematut, TyOepkynosa, JC BHpyc c mnporpecusHa MyNTHOKanHa JeBKoeHUedanonarus
(sknrounTenHO W ¢ daranen uzxon), Pneumocystis jiroveci, xepnec 3octep, Strongyloides, CeNCHC U CENTHYEH OK
(BKNIOUMTENHO ¢ (aTaneH H3XOoa)

* HabmoaapaHH BLB BPB3KA ChC CBPBXUYBCTBUTETHOCT

** BKNKOYHTENHO ¢y4an ¢ PaTaneH Hixon

*** [lepcucTHpaltm

Crobniapase Ha MOAO3UPAHHN HEXKENAHU PEAKLUH

Crob1iaBaHeTo Ha MOAO3MpaHH HeXeNaHW peakild ciell pa3pelaBaHe 3a ynorpeba Ha neKapCTBEHUSA
MPOAYKT € BaXHO. TOBa MO3BONABA Ja NpoAkKH HAOMIOACHHCTO Ha CHOTHOLUCHHETO MOJ3a/pHCK 3a
nexkapcTBeHud npoaykT. OT MEAWLUMHCKHTE CHELMaNMCTH C€ M3KCKBA Ja cbhoOIl@BaT BCAKA MOAO3HpaHa
HEXeNaHa peakius upes: ManbiHUTEeNHa areH1Us 110 iekapcTsaTta, yi. ,,Jlamss ['pyes® Ne 8, 1303 Codus,
Tel.: +359 2 8903417, yebeaiiT: www.bda.bg

4.9 IIpeno3zupane

° CepHO3HHTE NOCJCACTBHA OT NPEAO3MpAHE BKJIOHBAT INPOABH HA N030-33BMCHMHU TOKCHYHH
ebeKTH KaTo MHEJOCYNpecHs, YPOTOKCHYHOCT, KapAHOTOKCHYHOCT (BKJIIOUHTENIHO ChpAcYHA
HeJAOCTATBhYHOCT), BEHO-OK/1Y3UBHO YepHOipoOHOo 3abonsBate U croMaTuT. BHIKTE TOUKa 4.4,

. [TanMeHTHTE, NpPH KOHUTO Ce € MOoJyuusio mnpeaosupare, Tpabea na ObJarT BHHUMATEIHO
MOHHTOPHPpAHY 33 Pa3BUTHE HA TOKCHYHU e(eKTH, H NO-CNEUHAJIHO Ha XEMaTOTOKCHYHOCT.

. He e u3BecTeH cneuudryeH aHTHAOT Ha unknodochamui.

* Huxnodochamua u Herosute Metabonutu Morar Aa 6baT oTCTpaHeHH ¢ Anann3za. CneloBaTenHo

€ NToKa3aHa CliClIHa XEMOoAHajln3a MNpH JJICUYCHUEC Ha BCAKO NPEAO3UDAHE CbC CYHUHMIHA LCH HITH cnyt{aﬁﬂo
NMpEAO3KPaHE Nilit HHTOKCHKALHA.

. [TpenosvpaneTo TpabBa na ce oBNajee ¢ NOATbPKALIM MEPKH, BKIIOUUTENHO NOAXOJAILH, Hal-
ChbBpEMEHHH METOJIM 32 JleueHHe Ha BCUMKH €IHOBPEMEHHO BL3HUKHAIM HHQEKLUUH, MUETIOCYIIPECHS UK
NPYTH TOKCHYHH edekTH, B cnyyai, 4ye ce MosBAr.

[TpodunakTHkara Ha ILUCTHT C MECHA MOXE Ja NOMOTHE 3a NPCAOTBPATABaHE WK OrpaHU4aBaHE Ha
YPOTOKCHUYHHTE €EKTH OT NPELO3UPAHETO ¢ LUKNOdochaMul.
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5. GAPMAKOJOTHYHHU CBONCTBA

5.1. ®apMakoIHHAMHYHH CBOHCTBA
(dapmakoTepaneBTHYHA rpyna: aHTHHeortacTHYHH cpeactsa. ATC kon: LO1AAO]

LuknodochaMua € LHTOCTATHK OT rpyrnara Ha okcazapochopyHHTE ¥ XMMHUHO C€ OTHACH KbM a30THHUA
unput. LuknodocdaMua e ¢ JokasaH UATOCTATHYCH €eKT NPH MHOTO BHJOBE TYMOPH. To# ¢ HeaKTHBEH
in vitro ¥ ce akTHBHPA OT MHKPO3OMHHTE €H3HMH Ha MepHHA Apob A0 4-xuApoKCHUHKNODOChaMH ], KOHTO
e B paBHOBecHe ¢ TaBToMepa angodocdamua. 1IMTOTOKCHUHOTO neHcTBHME Ha uMknopochamua ce
OCHOBaBA Ha B3aMMOJEHCTBHETO MeEXJy HeroBHTe ankwmmpawmu Mmerabonmutd # JIHK. AxTHBHHTE
METaGONHTH Ha LMKIohochaMu ca AIKHAHPaLIH areHTH, OT KOHTO Ce OCBILECTBABA TPAHCPEp HA aJIKAJIHH
rpynu keM JTHK no BpeMe Ha npoueca Ha KIETBYHOTO AEICHHE, KATO MO TO3W HAYHH CE Bh3NpPeniATCTBa
HopManHHus cHuTes Ha JIHK. ToBa ankunMpaHe BOAH A0 NMpeKkbeBaHe H cebp3pane Ha JIHK-sepute 1 JITHK
¢ GenTbYHHMTE KPbCTOCAHM BPB3KH. B KNEThYHHA UMKBJ, npemMHHaBaHero BbB (paza G ca 3abass.
[TuToTOKCHYHMAT edeKT e HecnenuguyeH 3a Ta3u (asa, HO € crelHUYeH 3a KACThUHHA LHKbIL

He Moxe Oa ce H3KJIIOUM KPBCTOCAHA PE3HCTEHTHOCT, OCOOEHO KbM CTPYKTYPHO OJIH3KH IIMTOCTATHLH,
kaTo HpochaMua, KaKTO U KbM APYrd anKUJIUpally areHTH.

5.2, ®apMaKOKHHETHYHH CBOHCTBA

Luxnodocdamua ce pesopbupa nOYTH HATBIHO B TacTpO-HHTECTHHANHMUA TPAaKT CleA NEPOPATHO
NPHIOKEHKE C BpeME Ha eNIMMHHALIMOHEH NOJIYXKHBOT B paMKuTe Ha 4-8 yaca, KakTo 32 NepopajiHo, Taka
M 33 MHTPaBEHO3HO NpuackeHue. CpeHOTO BpeMe Ha ENTHMHHALIHOHEH TOMYXKHBOT Ha UHKnodochamun e
7 yaca MpH BB3PAcTHH K 4 Yaca NpH xela.

B yoBelUKHS OpTaHH3bBM, Cle/l MPHJIKCHHE HA €Ha ¢AHHCTBEHA HHTPAaBEHO3HA MHXKEKIMA MapKHpaH
uuknohochaMiA ce Habmoasa pA3Ko MOHHKABAHE HA MJ1a3MEHATa KOHLEHTpaUus Ha unknogocdaMua 1
HeroBHTe MeTabOMHTH B cregBalyuTe 24 yaca, BBIPEKY Ye U cnep 72 yaca MOXKe Ja NNEPCHCTHPAT AOTOBHMH
HHBA.

Tofit e HeakTHBEH in Vitro U ce NpeRbPILA B AKTHBHA PopMa in vivo.

LuxnodochaMul € HeaKTHBHO ,,pro drug” BeLIECTBO ¢ AKTHBHH ANIKHIHPALIK METaOONHTH, NONY4CHH NPH
MeTabOH3bM B YEPHUs Apo0, HOCTHTalld NMHKOBH HUBAa 4-6 yaca cie] HHTPABEHO3ZHOTO MPHJIOKEHHUE.

Mosxe 1a ce npefiu3BHKa NOBUILIABAHE HA YePHOAPOGHUTE eH3UMH. OCHOBHOTO BELIECTBO Ce CBbp3Ba Cllabo
C a3MEHUTE MPOTEHHH, HO AKTHBHH MY MeTaGONHTH ca B 3HAUUTENHA CTENEH CBBP3aHH ¢ TAX. OCHOBHOTO

BELECTBO Clel MPHIMKEHHe IIMPoKo ce abcopbupa B opraHusMa H NMpPEMHHABA KPbBHO-MO3BYHATA
Gapuepa, nnaneHTapHara Gapuepa U ce OTKpPHBA B aCHUTHATa TEHHOCT.

Luxknodocdamua 1 HeroBuTe MeTabUIMTH CE EIUMHHMPAT r1aBHO npe3 OnOpeuure.

KpbBHHTE HHBA Clle] HHTPABEHO3HO H NEPOPANHO NPHIOXKEHHE Ca OHOCKBUBAJICHTHH.

5.3 IIpen KAHHHYHH AAHAH 33 0€30NaCHOCT

Ocmpa mokcusrocm

B cpaBHeHHE ¢ APYTHTE LMTOCTATHIUH, OCTPaTa TOKCHYHOCT Ha UMKIOpOochaMHll € CPaBHHTENHO HHCKA.
ToBa e A0Ka3aHO NMPH HM3NHMTBAHHS C MHILIKH, MOPCKH CBHH4YeTa, 3aiiuy M xydera. Ciell €IHOKpaTHA
HHTpPAaBeHO3Ha HHxekUus, LDso npu muibxose e okono 160 mg/kg, npu MuwkH U MOpckHu cBrHYeTa 400

mg/kg, npu 3aiium 130 mg/kg u npu ky4era 40 mg/kg.

Xpornuyna mokcuvHocm
X pOHHYHOTO NMPUIGKEHHUE HA TOKCHYHH JO3H €a JOBENH A0 YepHOAPOOHH yBpe
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B u3nuTBAHHA NPH XHBOTHH, UMKNOo(ochaMH H HEroBHUTE METaOONUTH Ca NOKA3AIH MYTAr€HHH,
KapIIHHOIeHHH U TepaTOreHHU eeKTH.

6. OPAPMAILEBTUYHUA JAHHHR

6.1. ChnuchKk Ha NIOMOIIHHTE BEIICCTBA
HsamMma

6.2. HechLbBMECTHMOCTH

PasTBOpH, CHABPKALH OSH3UIOB AIKOXOJ, MOraT Jla HaManAT cTabUIHOCTTA Ha UKIOhochaMHA.

6.3. Cpok Ha rooHocT

Cpox na zoonocm va Lluknoghocghaxon 8 neomeopenus praxox
2 TOIUHHA

Cpox ra 200nocm Cieo pasmeapane 3a UHMpPageHO3HO NPULOdICEHUE

XuMnyHara i $H3HYHa CTAaOMIHOCT NIpH ynoTpeda € Aoka3aHa (B pa3TBOP Ha HATPHEB XJIOPHI M INIOKO3HH
pa3TBOpH) 3a 24 yaca npH temneparypa ot 2°C-8°C,

Ot MuxkpobHoNordyHa riejHa To4ka, pasTBOpbLT TpsOBa Jla ce H3noj3Ba BeAHara. AKO HE Ce H3NOoN3Ba
BeJlHara, BpeMeTO 3a ChXPaHCHHE Ha NOTOBHA 3a ynotpebda pazTBOp H YC/IOBHATA HAa ChXPaHEHHE NpelH
ynorpeba ca OTrOBOPHOCT Ha NoTpeOuTens U He OU Tpsabsano na Owvaar noseue oT 24 yaca npH 2°-8°C,
OCBEH aKO pa3sTBAPSAHETO € H3BLPLICHO MMPH KOHTPONUPAHH U BaNHAUPAHH aCENTUYHH YCIOBUS.

6.4. CnenuajHu yCJIOBHS HA ChXPAHCHHE

Ha ce cbxpanaBa nox 25°C,

[IuxnogochakoH He TpabGRa Aa ce H3MON3BA CNEA H3THYAHE CPOKA HA FOAHOCT, 0003HAYEH HA ONaKOBKATA.
Ha ce cpxpaHsBa B OpUTrHHANIHATA ONAaKOBKA.

Cnen moiyyaBaHe Ha pas3TBopa (KAaKTO 33 MHTPABEHO3HO, Taka M 3a NEPOPATHO MPHIOKEHUE) Aa ce
CbXpaHsABa B XNaAUNHHK (2°C-8°C) ¥ aa ce nasu OT CBETJIHHA,

6.5. BHA H CHAbLPKAHHE HA ONAKOBKATA
[Tpo3paunu cTbkieHH (uakonn Tan Type 1. Besika kapToHeHa KyTHs Chabpika 1 (iakoH.
He BcHKH BHAOBE ONAKOBKH MOrat Ja ObAaT mycHaTH Ha nasapa.

6.6. ChnenHa/IHu NpeaAna3HA MEePKH [IPH H3XBLPJAsAHE M paboTa

Ynorpebara u NpUroTBAHETO 3a npuyoxeHne Ha LluknogocdakoH TpadBa xa cTaBa BHHAH KaTo CE B3€MAaT
[10Z] BHUMaHWE MEPKHUTE 3a 6e30MmacHOCT npH paboTa ¢ UHTOTOKCHYHH JICKaPCTBEHH NMPOAYKTH.
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Ako (IAaKOHMTE Ce CbXpaHABAT HaJ NpEnoOpbUYUTENHATA TCMICpPaTypa, TOBA MOXE Ja NpeAN3BHKA
pasrpakJaHe Ha aKTHBHOTO BELIECTBO, KOETO MOXE Jla C€ YCTaHOBH MO MOABATa Ha XbJTa pa3ToNeHa Maca
BbB dakoHuTe. GIaKOHUTE, CBABLPXKALIM PAa3TONEH NPOAYKT, He TpAOBa Aa Ce U3MON3BAT.

LuknodocdaMui € IMTOTOKCHUEH areHT. YnoTpebara U NOArOTOBKA 3a NPHJIOKEHHE HA LUMKIOPOChHaMKL
BUHary Tpa6sa fa ObJe B CHOTBETCTBUE C AKTYATHHUTE YKa3aHHs 3a Ge3onacHa pabora ¢ TOKCHUHH areHTH.
C nekapcTBEHHS NPOAYKT He TpAOBa fa pabOTAT KEHU, KOMTO ca OPEMEHHU HITH KbPMAT.

Tpabpa na ce mpeanprUeMar aiekBaTHU AeHCTBHS W NPEANAa3HH MEPKH NPH H3XBBPJISHETO HA OTNAABLH H
npazHy QIakOHH H MEIMIMHCKH u3jenus (CIPUHLIOBKH, MIJIK W JAp.), H3NON3BAaHH NMPH pa3TBapsHE H
[IPUJIOYKEHHE.

7. IMPUTEXATEJI HA PASPEINEHHUETO 3A YIIOTPEBA

DAPMAKOHC AJ]

6yn.”Tlefio K. SiBopoB” Ned4, er.|
Codus 1164

bvarapus

8. HOMEPA HA PAZPEIIEHHETO 3A YIIOTPEBA

Per.Ne:

9. JATA HA IIHPBO PA3SPEIIABAHENIOJHOBSABAHE HA PA3IPEIIEHHETO 3A
YIIOTPEBA

Hara Ha TBPBO pa3peliaBaHe:
JlaTta Ha NoCNeaAHO NOAHOBABAHE:

10. JATA HA AKTYAJINBUPAHE HA TEKCTA

10/2024
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