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¥ To3H nexapcTReR NPOAYKT NOJIEKH Ha JOEIHHTENHO HabmonenHe. Tosa me no3pomm 6Bp3o
YCTaHOBABaHE Ha HOBa HH(OpMaIH 0THOCHO OezomacHoctTa, OT MEAHLMHCKHTE CIICIHAMHMCTH Ce
HIUCKBa A3 cbo01IAaBaT BeAKa NOAO3NpaHa HesKelaHa peakKumd, 3a HaYyuHa Ha cHo6IMAaBAHE Ha
HexxellaHit peaklMH BHKTe Touka 4.8.

1. HME HA JEKAPCTBEHHS MPOAYKT

Kousynekc xporo 300 mg Tabnerkn ¢ yAmDKeHO 0CBOGOKIABAHE
Convulex chrono 300 mg prolonged-release tablets

KoHnBynekc xpoHo 500 mg TabeTku ¢ yABIKEHO 0cBOGOKaaBaHE
Convulex chrono 500 mg prolonged-release tablets
2. KAYECTBEH U KOJJHYECTBEH ChCTAB

Beaka rabnerxa KoHByneke xporo 300 mg cebpxa 300 mg narpees pannpoar (sodium valproate).
Bcaka Tabnerxa KoHsyneke xporo 500 mg chIbpxka 500 mg Harpuer panmnpoar (sodium valproate).

IToMolnHE BelNecTRa C H3BECTHO NeiicThue:

Kousynekc xporno 300 mg chabpika 42 mg HAaTpuli BBE BCAKA TabNeTka ¢ YABIDKEHO ocBobokKIaBanHe.
Komsynekc xporo 500 mg cbappxka 70 mg natpuii BBB Besika TallleTka ¢ YABKEHO 0CBo60XKAABaHE.

3a IMBJAHKA CHCEK Ha NOMOLHIATE BEHIECTRA BIATE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

TaGnetka ¢ yabmkeHo ocBOGOXKABAHE.

Beym, ¢ osanHa dopMa, pas/ieNuTeNHa JIMHAA ¥ rpaBHpal Haammc ,,CC3”, pecn. ,,CC5” o1 egnara
%a%a:;kara MOske Ta Objie pa3ielieHa Ha OBE PABHH JO3H.

Konsynekc xpono 300 mg TabneTky ¢ yanpkeHo oceobosknasane H Konpysexe xpono 500 mg Tabnetku
¢ YABIDKEHO 0cBOOOX/IABAHE Ce MPHJIATAT TIPH Bh3pacTHY, Jelia ¥ IOHOIH.

4 KJIHHUYHM JAHHU

4.1 TepaneBTHYHH NOKAZAHAR

Ennaencuna

. Ihgaamo ZERCPATUINPANU HPUNIOBYL U eRELTENCUYU

Tunoe npucTHIM: A6CAHCH, MIOKIOHU'HH, FEHEPaNU3ADAHA TOHMYHO-KNOHUYHY,
HHGAHTHIHY CITA3ME N
TeHepanTH3npaHy EMHIEICHH H eNHIIENITHYHE CHHAPOMH: abcaHCHA eNHNENCHESIOBE Lo
MHOKJIOHWYHA enunencus (CHHAPOM Ha Janz), enunencus ¢ reHepaln3npaty qgﬁ O
&7

KJIOHHTHY TIpHNa hLiH NPH cs0ykAaHe, GOTOCCHINTHEHH eTTHIICTICHN
° CraapoM Ha Lennox-Gastaut



. Poxannu (n {7} LCHTERE U eniIencil ¢ uau b MOPHYHAE 2EHepATN3

BunoaapHo ageKTRBHO pascTpoiicTRo
Jledenue u npodMMaKTHKA Ha MAHUHHY eNI30AH IIpH GHMONAPHHA pa3cTpoicTRA.

4.2 To3uposKa ¥ HAYKH HA OPHIOKEHHE

Hosnporka
KOHBYJ'IEKC XPOHO € ¢ YIRDKEHO OTORNAHE Ha HaTpHEBHA BANNPOAT, KOSTO HAMAJIABA ITHKOBATA
KOHLCHTPAIIHA H OCHUTYPABaA ITO-PABHY IJIATMEHN KOHIICHT PAITHH npe3 NeInd ZEH.

JHesHaTa NOINPOBKa Ce ONpelieid B 3aBHCHMOCT OT Bb3PAcTTa H TENECHOTO Terno, [TpenopbunTenso
€ /1a ce B3€ME M0} BAHMaHHe HHAWBHAyaNHaTa 1yBCTBHTENTHOCT KbM Baympoesa kucennia. He e Gnna
YCTaHOBEHA 32BHCHMOCT MEXIY AHCRHATA /1033, CEPyMHATa KOHUEHTDALMA ¥ TePaNeBTHIHHA eexT, 1
3aToBa ONTHMAIHATA J03a TpI0Ba M2 ce onpelJens oCHOBHO Cropel KINEUTHEA OTIOBOD.

Jena ot xkeHCKHM 110 ¥ XKeHH ¢ JeTepoeH MOTEHIHAT

Jleuenneto ¢ ranmnpoar TpaGBa Ja ¢ 3AMOYHE H IPOCTIEAARA OT JIEKAD ¢ KIIMHAYEH OIHT B JIETEHHETO
Ha enHAelcHs wmi Sunonsipro pascTpolicTso. Bannpoar He TpabBa Ha ce H3NOM3Ba NPH AeLa OT
JKEHCKH 0T M YIPH XEHH C [IeTepOeH IOTeHIMaN, OCBEH aKo APYTHTE JleueHus ¢a HeeeKTHRBHH HITH
HE Ce moHacAT nobpe (Bk. Touka 4.4 u 4.6), a NON3ATA H PHCKBT TPAOBA RHMMATEITHO 13 Ce OLICHABAT
TIPH peAOBHH KITNHUYHH Tperieay.

Banmpoar ce MpeAMHCBA H OTHYCKA B CLOTBETCTBHE ¢ [IporpaMara 3a npeJiiassaHe oT GpeMeHHOCT
npH ynotpeba Ha Banmpoar (Bx. Touxa 4.3 u 4.4).

Bannpoar TpsGBa Jia ce npe/inucsa MpeqUMHO KaTo MOHOTEpAIIHA, C Hali-HUCkaTa edeKTHBHE 1034,
axo e PH3IMOKHO, B JIeKapcTBeHa hopma c yabkeno oceoboxaasane. [[HeBHaTa A03a TpabBa fa Gae
pasnencHa MOHe Ha B OTOEIHA NO3K (BXK. TOUKa 4.6).

Emurencas:

MosoTepanun
O6uualtHaTa J03MPOBKA € KAKTO CleABa:

Brapacmuu

Jlewenweto ce sanousa ¢ 500-600 mg mgHeBHO, Cey xoeTo Ao3aTa §aBHO ¢e MORHMIIABA HA TPHIAHEBHN
WHTEDBANH, [0 MOCTHraHe Ha KOHTPOI BhpXy NpucThHIHTE. ToBa Hall-4eCTo ce NOCTAra NPH A03MPOBKA
mexny 1 000 mg 1 2 000 mg nHerHO T.e. 20 30 mg/kg TenecHa maca. KoraTo He ce NoydH afekBaTeH
KOHTPON BBPXY MPHCTERIINTE TIPH TA3H JOSHPOBKa, 103aTa Moxke Jja ce oM 40 2 500 mg aHeBHo.

Heduampuyna nonyrayus

Heya nad 20 kg:

TTeproHavanHata fo03a TpAabBa Na 6bae 250-300 mg AHeBHO (HE32BUCHMO OT TEINOTO) ¢ pazpeleHH
HHTEPBANH HA MOKAYBaHE, J0 NMONyYaBaHe Ha KOHTPOJ BLPXY IPUCTEIHTE; HAl-YECTO TOBA ce
nomyyasa rpy 20-30 mg/kg TenecHa maca mqueeHo. Korato He ce momy4H agekBaTeH KOHTPON BBPXY
TIPMCTHITUTE TIPH Ta3H JOIUPORKA, TOTABA JI03aTa MOjke J1a ce TIOBHIIH 1o 35 mg/kg TenecHa maca
JHEBHO.

Heya noo 20 kg
OO0nKHOBEHO HAYaNHATA JO3HPOBKa e npubIH3nTenno 10-15 mg/kg TenecHo Terno qHeBHO,
nocjeaBaHo OT NOKAYBaHe HAa JO3HPOBKATA IPH paspeneHY MHTEPBANM, A0 AOCTUraHe Ha

MaxcuManHa fo3a ot 50 mg/kg/24 qaca.

Xopa & nanpeonara av3pacm

BenpexH, de GapMakOKMHETHKATA Ha BAIPOATA ce IPOMEHS C HampepaHe HA Bhap
OrpaHMYEHO KITHHHYHO 3Ha4eHHE K JO3HPOBKATA ce ONpEens OT KOHTPOJIa BBPXY I
BB3pacTTa HapacTBa 06eMbT Ha pasnpe/eneHHe nopajd HaMalleHOTO CBbP3BaHE ChC




anbyMHeH, 1e/TbT HA CBOGOIHOTO IEKAPCTBO HapacTRa. ToBa TpAGBA Ja ce MMa Ipey BAJ [pH
KINHHYHOTO HHTEPpPETHPAHE Ha [NASMEHITE HHBA Ha Ba/MIpOSBATA KHCEINHA.

Hayuenmu ¢ 6vbpenna HeOocmamvyHoCcm WU HAPYUieRUe HA Yeprodpobrama dyuxyus

ITpr naupenTr ¢ 6x6pedHa HEQOCTATHLUHOCT MOXE 1 C€ HANOXKH HaMaNdBaHe Ha J03aTa WK
YBEIIH4YaBaHe Ha 103aTa NpH IMayHeHTH Ha XeMoAuann3a. Banopoart ce oThens npd gHani3a (BxK. 704K
4.9). llosuposxata Tpabsa 1a ce NMpoMers ciope] KIMHAYHOTO MPociefsaBaHe Ha MalienTa (BXK. ToUka
4.4). Jlosara Tpabea na Onae crobpaseHa ¢ KIMHHIHUTE POABH, LOKATO MOHHTOPHPAHETO Ha
INa3MeHHTe KOHUEHTpallHH MOkKe 1a Obae HeBepeH OpreHTHp (BXK. TOuKa 5.2).

KoMGHHHDaHA Tepamns

Koraro ce 3anousa fedenne ¢ Konpynekc XpoHO NpH NaUMeHTH, KOWTO BeYe NPHEMAT APYTH
aHTHKOHBYJICAHTH, IPHEMBT Ha NocTeIHUTE TpsGBa Aa baatr cnupaH GaBHO ¥ MOCTENEHHO, &
noBHINaBaHeTo Ha JozaTa Ha Konsysieke xpoHo TpaOBA Ja CTaBa HOCTENEHHO, KATo MENTa &
ONTHMANHATA NO3KPOBKA fa 65/le JOCTHTHATA 3 OKOMIO ABE CeOMHULH. B Hakou Ciryqay ce oka3sa
Heo5X0aMMO a ce NIOBRILK HEBHATA JO3HPOBKA ¢ 5 10 10 mg/kg/nHeBHO, KOraTo ce mpunara
KOMOHHALMS ¢ aHTHKOHBYJICAHTH, KOWTO MPeIM3IBAKBAT HHAYKIMA Ha YepHoApo6HaTa eH3UMHA
aKTHBHOCT, HAIIPHMED - eHHTOHH, deHoGapOrrran H kapMabasenuH.

Cres npexpataBane APHEMA HA EHIUMHN HHAYKTOPH, € FE3MOXHO 18 ¢e TOCTHIHe KOHTPOM BEPXY
NPACTERINTE ¢ N0-HHCKM Ao3n Konsyteke xpoHo. Korato ce npunara eqHoBpeMeHHO ¢ Gap6HTypaTh
ce 3alenexn U3BeCTHO cemupane (ocobeHo Npy Aena), Kosarta Ha GapGuTypara TpsOBa na Onae
TIOHKeHa,

Heouampuyna nonynayun

NB. Tlpu aena, npu CLCTOSHHETO, TIPH KOSTO €& M3UCKBA I03MPOBKATA [a GbJe No-BHCOKA OT
40 mg/kg/nueBHo, TpAGBA Aa € MOHMTOPHPAT KIHHHYHO-XMMHYHHATE A XeMATONOrHYHUTE
napaMeTpn.

OnTrManHaTa 1031POBKA C€ OIPe/iENiA IIaBHO OT NOCTHTAHETO HA KOHTPON BbPXY MPUCTHIMTE U
PEAOBHO M3MEPBAHE Ha NNa3MEHNTE HUBA He e Heoxoaumo, MamepeaneTo Ha MIasMeHATE HUBA,
obawe, ¢ HeoBXOTHMO U MOXKe J1a 6be M3KITIOUUTENHO TIOJIE3HO, KOTATO He Ce TIOCTHTa Zo65p
KIHHHYeH KOHTPO HiH ¢ IOR03HPA NOABATA HA HEKENAHN PeakiyH (Bx. Touka 5.2).

AdexTHBHE ICHX03H (CAMO TIPH BB3PACTHH NAUKCHTH):

Ipenopbisa ce mppBoAAYanHa Ao3a 500-1000 mg nHesHo, pasaeneHa HA eUH-ABa npuema. CUITHO
BB30y/IeHH NalHeHTH MoraT fa ObAAT AexyBaHR ¢ o3k A0 1 500 mg/quesno. [TocTenento nokaysane
Ha J103aTa MOXe Ja Ce U3PBPIIBA NIpe3 2-4 [IHM, KaTo To TpA6Ba Aa Oble NpHAPYKEHO ¢
MOHHTOPHpPaHe Ha Ia3MeHUTe HABa (TepaneBTHYHA TpaHuIM 50-125 mg/1), KOKATO ce MOCTHTHE
MeNAHAAT KTMHAYEH eeKT WK ce NIOABAT HeXeNaRu peakunn. [IpodunakruuHOTO NeYenne e
HHIMBANYANHO H ce TIpoBekaa ¢ Hafi-HHCKaTa eeKTHBHA J03a.

Ieduampuuna nonyaayus

EdmnkacnocTra Ha KonByneke npu nena noy 18 roquuH B NeueHAETO Ha MAHHIHA ENU3O00H IPH
Gunonapuo pascTpoiicTBo He € YeTanoBeHa. 3a noseve WHGOpPManus 3a Ge3orNacHocTra NIpH Aela,
BHIKTE TOUKA 4.8,

Hauun Ha npunoxkeHpe
Koneynekc XpoHo TabneTKH ca NpegHa3sHAYEHH 38 OPaIHO IPHIOKEHHE.
Kousyiexc XpoKo Moxe Jia ce npHeMa eIMH IThT WM JBA T TH AkcBHO. Tabnetkure KonBynekc -

XpoHO MoraT Aa 6bIar pa3uynBaHHi Ha IIOTOBHHKH, HO He TpA(Ba Aa GBOAT pa3TpoIllaBaHy HiH
capBKpatH. TabneTxuTe TPAOBA Ja CE IPHEMAT C JOCTATHYHO TEUHOCT 110 BPEME KK
/




4.3 IIpoTABonoKa3ZaAHMHA
KoHByneke XxpoHo e NPOTHBOTIOKA3aH B CIEAHUTE CAydaH:

. CBPEXYYBCTBHTEITHOCT AKTHBHOTO BEIIECTBO HITH KbM HAKOE OT IOMOLIHHTE BEMECTBE,
u3bpoenu B To9ka 6.1.

- AKTHEHH BepHOApoOHH 3a00nasanns

- DaMuITHA aHAMHE3A 38 TeXka FepHoAPoOHa HCPYRKIMA (B HaCTHOCT CBbp3aHa ¢ IpHEM Ha
JIEKAPCTBA)

- Tlopgupnsa

- EnHOBPEMEHHOTO NPHITOKEHNE ¢ MehNOXHH

- JcThbp H XPOHHAEH XenaTHT

. TauueHT ¢ METOXOHAPHANIHK HAPYINCHHA, NPHMHHEHH OT MyTalMy B AAPEHNN reH, KOANpal
MHTOXOHAPHATHHUA €H3IHM NoMHMepasa ¥ (POLG), Hanp. curapoM Ka Alpers-Huttenlocher,
KAKTO H IPH JeUa rof 2 TOAHINHA BB3PACT, 3a KOUTO CE CMATA, Y€ UMAT HapyMeHHe, CEBP3aHo ¢
POLG rena (Bix Touka 4.4)

- TTaliHeHTH ¢ H3BECTHH HAPYINEHHA B YpelHHs HUKBA (Bx. Touka 4.4)

l!ﬁ‘lCHHE Ha e[HIIencns

- ITo BpemMe Ha GpeMEHHOCT, OCBEH KOraTo HAMA TOAXOANILO ANTEPHATHBHO TeYeHAE (BIK TOYKA
4.4 14.6).

- ITp¥ xeHH ¢ AeTepOJEH MOTEHIMAN, OCBEH KOTATO ca H3MBIHEHN YCIOBUATA HA POrpaMara 3a

' npeanassade 0T GpeMeHHOCT (BIX TO4KA 4.4 W 4.6).

Jleyenne Ha GUIIONAPHO pascTpolicTho

- o BpeMe Ha GpeMeHHoCT (BiK Touka 4.4 1 4.6).
- T1pH JkeHH C IeTepOASH NOTEHLHAN, OCBEH KOTATO ¢a H3MBHEHH YCIIOBHATA HA MporpaMara 3a
npeAnaspade oT GpeMeHHOCT (BHXK TO9Ka 4.4 n 4.6).




4.4. Crnenmansm npeaynpexaeHAs B MpeANa3HH MEPKH npH ynotpefa

IIporpama 3a npeanaipane o1 6peMERHOCT

Bannpoar HMa BHCOK TepaTor¢HeH MOTEHIHAN W NPH AeUAaTa, H3NOXKEHH Ha BANMPoaT in utero, AMa

BHCOK PHCK OT BpOeHH MarOpMAIMH W HADYIICHHA B PAa3BATHETO Ha HEPBHATA CHCTEMA (BIXK.
TouK2 4.6).

KonBynekc XpoHO € MPOTHBOTIOKA3AH B CEAHWTE CTyYan:

JleweHHe Ha enunencus

- Tlo BpeMe Ha GPEMEHHOCT, OCBEH KOTATO HAMA MOJXOAAMIO ANTEPHATHEHO NieYeHHe (BIHNK TOUKA
43 u 4.6).
I1pu xeHH ¢ QeTEPOAEH MOTEHLHAN, OCBEH KOTATO Ca H3TB/IHEHH YCIOBHATA Ha NIPOrpaMaTa 3a
npeaseate oT GpeMeHHOCT (BHXK Touka 4.3 ¥ 4.6).

Jleyenue Ha GUNONAPHO paicTpoicTRO

- To speme Ha GpeMeHHOCT (B TOKa 4.3 H 4.6).

- Tlpw %eHH ¢ feTepolieH NOTEHIMAN, OCBEH KOTATO Ca W3IThJIHEHH YCIOBHATA Ha IPOrpaMara 3a
npeqnaspare oT GpemenHOCT (BrK ToUxa 4.3 1 4.6).

Ycnosug Ha fiporpamMata 3a npeiiaisate oT 6@M&HHOCT.'

ITpenuceBalmuaT nekap TpAOBa Ia rapaHTHpa, Ye:

- HHIKBHIY ATHATE 06CTOATENCTRA €A 3aXB/DKUTENHO OLEHABAHN FbB BCEKH OTACNEH CTydalt,
kaTo nauHeHTKaTa TpRGBa 12 Obae BITIOYEHa B JUCKYCHATA, 33 1A C€ OCHTYPH aHTRKUPAHOCTTa
#, na ce o0CBHISAT TepaneBTHYHATE BLIMOKHOCTH H Jja C¢ rapaHTHpa HelHOTO pasbupane Ha
PHCKOBETE M HEOOXONMMHTE MEPKH 3a CREKNARE HA PHCKOBETE IO MUHMMYM.

HOTEHOHANET 32 HACTBIIBAHE Ha GPEMEHHOCT € OEHEH NNPH BCHYKH MAMAEHTKH OT JKEeHCKH II0T,
nallHeHTkaTa ¢ pasbpana B NOTBRPAWNA, U¢ OCHIHARA PHCKOBETE OT BPOAEHH ManidopMalldy B
HapylICHHA B PA3BUTHETO HA HEPBHATA CHCTEMA, BKIFOUMTENHO CTErieHTa Ha TE31 PHCKOBE 3a
JenaTa, C eKCNO3MIMA in utero Ha BaIpoat.

TAlHeHTKATa pa3dupa HeoOXOMMMOCTTa OT MPOBEK/AHE HA TECT 3a BPeMEHHOCT Mpean
3am09BaHe HA JEYSHHETO M Tio BpeMe Ha JIeUeHRETO, KakTo e HeoOX0AnMO.

TIALMEHTKATA € KOHCYNTHPaHa N0 OTHOIIEHHE Ha KOHTPAUCNIAATA | € B CBCTOAHHE fa ce
chobpasu ¢ HeoGX0ANMOCTT OT H3NOJI3BaHE Ha eQeKTHRHA KORTpauennus*, Ges IpeKLcBaue
N0 BpeMe Ha LeTWA [IePHOL Ha IEYSHHE ¢ Ba/IIpoar.

falNeHTKaTa pa3bHpa HeoOXOGHMOCTTA OT pefOBeH (TIOHE BeAHLIK NOAAIIHO) TIperyie]] Ha
NEYEHUETO OT CHELMAMACT C ONKT B JIEYSHUETO HA EMENENcHs, OUNONAPHO pascTpoicTRO.
MalMeHTKATa paidHpa HeoOXOAMMOCTTA [ ce KORCYNTHPA ChC CBOA JIEKAP BEeAHATA MOM
nIasKpa SPEMEHHOCT, 32 A& ¢€ OCHTYPH CBOEBPEMEHHO 00CHKIAHE H NpeMIHABaHE KEM
ANTEpPHATHBHY Pb3MOXKHOCTH 34 JIeYeHNe NpeH 3aueBaHe | npe/i Aa ce rpexpaTH
KOHTpAUENIuATa.

NallAeHTKaTa pa3bupa HeoOX0AWMOCTTA OT CTIEIHA KOHCYNTAIMA CHC CBOA Jiekap B CIydaii Ha
6peMeHROCT.

MALMEHTKATA € TIONTydnna P’LKOBO,IICTBOTO 3a NMAHEHTA,

HALHEHTKATA NOTEBPK/AABA, Y€ ¢ pazbpana pHCKOBETE M HEOOXONWMHTe TpeNasHyu MEPKH,

CBBp3akM ¢ ynotpebara Ha pannpoar (IoaHimeH GopMyIAp 38 NOTEEPKACHHE OCE3HABAHETO Ha
pricka).

Tean YCOBHA CE OTHACAT H 34 XKCHH, KOHTO MOHACTOAIIEM HE Ca CEKCYAIHO aKTHBHH, OCBEH KOTATO

NPEANHCBALLMAT JIEKAP CMATA, M€ CHIISCTBYBAT YOSAUTENHH NPUYHHY Ja cE TOCOYH, 4e Hwa pACK
OT HacThIRaHe Ha HpeMeHHOCT.

[lena OT JKEHCXH TION
1T




KeHCKH non pasbupar HeoOXoZMMOCTT2 13 €8 CBBPIKAT CHC CTICLMATIACT BeJiHara cnej karo
AETETO OT KEHCKH MOJT, KOETO NIPHEMa BaJIpoaT, MONydy MeHapXe,

ITpenmAcsamaAT exkap TpaOBa na rapaHTHpa, e poAUTEINTE/NONATAIIHTE TPIKY 34 eNna oT
IEHCKHU OJT, KOHTO ¢a IOAyYHIH MEHapXe, ca NonyuH/A noApotaa nH¢OpMAIIHA 32 pHCKOBETE
OT BpoAcHH MajiOPMAITHH H H30CTABAHE B PRSBHTHETO HAa HEPBHATA CHCTEMA, BIITIOYATENHO
CTENEHTA Ha Te3H PHCKOBE 34 AelaTa, ¢ eKCHO3NLHA In Utero Ha BaINpoAaT.

ITpn naumeHTkH, KOKTO Ca HONYYWIH MEHApXE, NPERIICBAHMAIT Nekap Tpsbpa Na mpeoyeHssa
©XEro{HO HyX/JarTa 0T TepailiA ¢ BAMIPOAT H Az oGMHUCIH anTepHaTHBHY Fh3MOKHOCTH 33
NeYeHne. AKO BANIPOAT ¢ SARHCTBEHOTO TOXXOAAMO JIeHeHHe, Tpi6Ba Ja ce O6CHANT
HeoOXOAUMOCTTa OT H3MOT3BAHe HA eQeKTHRHA KOHTPALESHIUHA K BCHIKH APYTH YCIOBHS Ha
[Tporpamata 3a npeana3sraxe ot 6peMeHHOCT. CieUHATHCTHT TpaGBa Aa HONOXH BCHYKH
YCHIHA JETETO OT XeHCKH MO 12 MpEMHAE HA ANTTEPHATHBHO JeYeHHE, NPedH A3 € HABLPIINIO |
MBNHOJETHE.

Tecr 3a GpemennocT

Tipemyn HAYANOTO Ha NIeYeHHETo ¢ Banmpoar Tpadea fa ce makmodan Gpemerroct. He Tpabra 1a ce
3anovsa JeueHN)E ¢ BANNPOAaT MpH XKeHH ¢ AeTepolieH NOTeHIMAT Ge3 OTPHLIATENEH Pe3yITaT OT TecT
3a OpeMeHHOCT (KPBBEH TECT 3a GPeMEHHOCT), NIOTRBPAEH OT JICKAP, 34 Ad C¢ H3KITIOYH HEXKENAHATa
ynotpe6a Mo BpeMe Ha GpeMEHHOCT,

KoHhTpaueniua

JKenwrte ¢ feTeposieH NOTEHHAN, HA KOMTO € MpednHcan BAIIpoaT, TpA6Ba Ja H3o/X38aT
ehexTuBHA KORTpauemKd Ge3 NpeKLCBaHe Npe3 eNHs NePHos Ha NedeHve ¢ BamTpoat. Ha Tesu
nauneHTKH TpAbGBa Ja GbIe NpefocTaBeHa M3UepnaTenta HudopMalya OTHOCKO Npeana3BaHeTo OT
OpeMeHRocT ¥ TpaGBa fa GBAAT HACOUEHH 32 CHBET OTHOCHO KOHTpallenilys, ako He ¥3TOMBaT
edexTHBHA TakaBa. TpadBa na ce w3nomIBa Hall~Manko eqKH eeKTUBEH METOR 33 KOHTpaleNIHA
(3a npeanoysTaHe He3aBHCHUMa OT MOTpPebUTEA PopMa, KaTO HaPHAMEP BBTPEMATOYHA COHpana
WK AMILIAHTAT), WK JB¢ AONLABALOY ce POPMH Ha KOHTPALENUs, BKITIOUMTEIHO GapuepeH
MeToA. Mnauentyanuire obcToATeNncTBa TpsbBa Ja Ce OLEHABAT NPH BCEXH OTAENEH ciyJali,
KOTaro ce P[36Hpﬂ. METO HAa KOHTPaLCHIINi, KaTo NaljHeHTKaTa TpﬁﬁBa Ja C€ BKIIIOYH B

ofcrakIaneTo, 32 4 € rapaHTHpa HelfHATa aHT@KYPAHOCT K CIIA3BAHETO Ha W3GpaHHTe MEPKA.
Jaxe fa ©Ma aMeHOpes, T4 TPAORA Ja Cria3Ba BCHYKH CHBETH 32 ¢(eKTHBHA KOHTpaLENIus.

CpellcTRBa CL eCTpOreH

EnnoBpeMeHHATa ynoTpeda Che cpelcTBa ChIbPKAIK €CTPOTEH, BXTIOYMTENHO ChALPKAIIMTE
€CTPOred XOpMOHAIHH KOHTPALENTHEH, GH MOTTIO Aa IOBEHE 10 HaMaNnABaHe Ha edHKACHOCTTa HA
paympoat (gx. Togka 4.5). Ipenmumceanmre nekapy TpA6Ba Ma NpocneAAsaT KNMHUIHAA OTIOBOP
(KOHTPO Ha NPHNALBLMTE) NPH 3aN0YBAHE MM [IpEKPaTABAHE HA JEICHHETO CBC CPeACTBA
CHABDKALIA ECTPOTEH,

Coapmen npersen Ha NeUeHHETO OT METHIMHCKY CIEINANHCT

CrienuanncTsT TpabBa NoHe BENHBX FOTHITHO A4 NpelleHsBa ANy BANMPOAT € Hail TToAXOIAmOTO
nedenue 3a natmenTKaTa. CnendamicTsT TpAGEa na obcban loauuEua dopMyp 3a
NOTBLPKACHHE OCH3HABAHETO HA PHCKA NPH 3aN0uBaHe HA MeYSHAETO ¥ TIPH BCEKU FOMIIEH
npernen, & Aa rapaHTHPa, e NaHEHTHT € pazdpan ChAbPKAHUETO MY,

Inanupane Ha GpemMeHHOCTTA

3a moxa3aHueTO eTUAENICHs, aKo XKeHaTa NNaHHpa Aa 3abpeMeHee, TepanuATa ¢ Banpoat Tpaosa aa
ce IPEOLEHH 0T CNCHHATHCT ¢ OIHT B JICYEHHETO HA eNUIENCHA U 1a ce 00OMUCHST alTepHATHEHA
BHIMOKHOCTY 34 Niedenue. Tpabsa Aa ce momoXaT BCHYKH YCHINA, 38 Ja O IPEMUHE Ha
MOIXOAAING AMTEPHATHBRO jiedeHHe JIpeH 3aucBaHe H Npe Iy NpekpaTabane Ha KOHTpalemuaTa.
AKO CMAHATA Ha JICYCHHETO He ¢ BR3MOKHA, JKeHaTa TpA6Ba Aa NonyyH JONbIHKTENHA
KOHCY/ITAllHs OTHOCHO PHCKOBETE € BAANPOAT 33 HEPOAEHOTO AeTe B NOAXPENa Ha HHPODY

i B3gMaHe Ha penleHne 0THOCHO CeMEHHOTO MaHHpade.

3a nokasanunero Gumosa NAICTPOMCTBO, aKo KeHaTa IaH!




MPOBEE KOHCY/TAIMA CBC CTICHMANNACT C OIAT B JISUEHHETO HA GUNONAPHO Pa3CTPOHCTRO H
JiedeHneTo ¢ Banmpoar TpabBa Aa ce IpeycTaRoBH, H ako € HeoGXOAHMO Ja ce IPEMHHE Ha
anTepHaTHBHO TEICHAE NPEIY 3a9eBaHe M NIPeIH NPeKPaTABAHE Ha KOHTPAIENLAATA,

B cayyali Ha 6peMesHocT

AKO yeHa, KOfTO Ce JIEKYBa C Banmpoar, 3adpemeHee, T4 TpsOBa He3abaBHo JIa ce HACOTH KhM
CIEeLHATHCT, 32 Ja ¢€ NPEOLCHH NEYCHHETO ¢ BalIpoaT ¥ Aa ce 0GCHIAAT ATTePHATHBHH
RB3IMOKHOCTH. BCHUKH NallHeHTKH ¢ eKCIIO3KIHA Ha BAMIIPOAT 10 BpeMe Ha GpeMeHHOCT M TeXHHTE
napTHeOpH TPAGBa fa GBHaT HACOUESHH KbM CIIEOHANVCT 3a OLEHKa H KOHCYITHpaHe
(creumanu3sHpan MPpeHaTaleH MOHHTOPHHT) OTHOCHO EKCIIOMHPAHATA GPEMERHOCT (BinK TouKa 4.6).

dapMalerTrT TpsGBa Na ye

ITpH BCAKO OTIYCKaHE Ha BAMIIPOAr ¢ NMPeJOCTABCHA KapTA Ha HAUHEHTa H NalHEHTKUTE
pasbupaT HeliHOTO CRIBPKAHKE.

MAllMeHTKATe Ca MOCHBETRAHH JIa HE CIHPAT JICYEHHETO C BA/INMPOAT ¥ He3abaBHO /12 ce CBLPIKAT
CBhC COCHUATHCT NIPH IWIZHAPAHA HIM NOJO3HPaHa GPEMEHHOCT.

Obyuurenny Marepaanu

3a Za ce NOANOMOTHAT MEIMLMHCKHTE CIIEHATHCTH U NalMeHTKHTE B JeHCTBUAT2 Na ce w3berne
¢KCTIO3UIMATA HA BANNPOAT N0 BpeMe Ha OpeMeHHOCT, IPUTEXATENNT Ha pa3pelleHAeTo 3a
ynoTpeda e NpenocTaBun ofy4NTENTHE MaTepaaily 3a OACHIBAHE Ha peIynpekACHAATA H
npenocTaBiHe Ha yKa3saHHA OTHOCHO ynoTpedarta Ha BANNIPOAT IPH XeHH ¢ AETEPOISH NoTeHUHAN U
AHbOPMALINA 3a CHIBPKAHHETO Ha MMPOTPaMATa 3a mpeanasease ot GpemensocT. Ha BCHYKH XeRY ©
AETEPOJEH MOTELMAN, KOHTO H3MOJ3BAT BIMPOAT, TPAORA Aa Ce [IPE0CTaBH HKOBOACTRO 3a
nalyeHTa H KapTa Ha NanyenTa.

Tpsbea na ce w3non3sa rormes GopMysp 3a HOTEBPK/AEHHE OCH3HABAHETO HA PHCKA TIPH
3aMl04Bane Ha JICYCHHETO H IO BpeMe Ha BCEKH FONUIICH NPerVied Ha IEYCHHETO C BaNpoaT oT
crieuHarnicTa.

Camoybuiicmeo/cyuyudni Muchu wuiu KRuHuIHo enowaeare: TIpy NauueHTH, TEKYBaHH ¢
AHTHSITHAEITHIN NI PasTYHH MOKalaHKA ca cLOoDIaRanm CYHIKIHA Aealuns ¥ nopefenne. Meta
aHaJIH3 HA paHaOMu3HpaHH, nnanebo-KORTPONHPAHY M3NATBAHN Ha aHTHENHIENTHIIN CHINO NOKa3Ba
MaibK, HO OBHIUEH PHCK OT CyHIHMAHA HAealMsd H MOEeAeHKe. MeXaHH3MBT Ha TO3H PHCK HE € SCeH
4 HATMYHWUTE JaHHH HE W3KMIOYBAT EB3MOKHOCTTA 3a IOBHIUCH PHCK TIPH HATPHEB BaMmpoar.

3arosa naumenTHTe TpAGBa Na OhJAT IpoCieIABAHH 33 IPHIHALH HA CYMIIHIHA HAAlNs H HOBEICHHE
1 TpAGBA 1a ce npeAnpHemMe CHOTBETHOTO Nevenne. Ha nanuenTuTe (M XOpara, KOUTO Ce IPIDKAT 38
TAX) TpAGBa Na ce ofBpHE BHAMAHKE 4a MOTHPCAT JIEKAPCKH CHBET, B CAy4al, g€ C& MORBAT TPHIHALH
Ha CYWIIH/HA HSAIHA ¥ OBEICHHE.

Yeprodpobuu. pyTHHHO H3MEPBaHe Ha YepHOApOoOHATa (yHKIHA TpabBa a2 Ouae H3BBPUIEHO NPemH
3aIMOMBaHE HA MTEUYECHHETO M NEPHOIWIHO IPOBCKIAHO ITPE3 IMTBPRUTE MIECT MECENa, ocobeno TpH TE3H
MANHEeHTH, KOKTO TIONAJAT B pHCKOBA Tpyna WiH HMAT aHaAMHECTHYHH AHHH 33 saGonsisaHe Ha
yepuua npob. Taxwpa naunenTy TpsGBa ja GrAaT 06eKT HA 4€CTO MONMTOpHUpaKE (BX. Touka 4.8).

Xemamonozuinu: TIpeu 3amovBaHe Ha NCYEHRETO, KAKTO H IIPEH XUPYPrHIECKa HHTEPBEHIIHS,
KIUHHLMCTBT TPAOBA Aa ce MOJCHIypH, KATO M3BbPINH KPbBHH TecToBe (M3Gpossane Ha KPbBHHTE
ENeMeHTH, HIMEPRAHE HA BpEME Ha KhpBEHE, KoaryJTallMOHHH TECTORE), ¢ e n30ATBaHe Ha
YCAMKHEHN, CBBP3aHH ¢ KPpRBOTEUCHUE (RXK. TOUKa 4.8).

Ilanxpeamum: MHoro psako ce ¢ro01IaBA 33 TeXKKY TaHKPEATHTH, KOHTO MOTAT Ja 61:,:La'r cba"ra.nﬁu. E 2
PHCK®T OT aranes W3Xox e IO-TOJAM NPH MAJKH Hela H HaMafigBa ¢ HApACTRAHE HA Bh LN
Texku NprmanbUM KM TEXKH HEBPOIOTHYHH YCIOKHEHHA C MPHIaraHe Ha KOMOWHHP,
aHTHKOHBYNCHBHA TepaImiA MOraT Aa 6pAaT pucKoB (aKTOp 3a TeXBK naukpearut. Cb
yepHOAPoGHO YBpexkIaHe ¢ MAHKPeaTHT OBAINABA PACKA OT daraneH nixos, amue
6BbIaT nochBETBAHH J]a C& KOHCYNTHpAT C NIEKYBAlIAA CH Jekap He3abaBHO Cliesl MosBa




CHMTITOMH OT CTPAHA HA XPAaHOCMHJIATE/IHHA TPAKT AWM NAHKPEATHT (HauphuMep KopeMHa Goika,
rajicHe W NOBpLiane). MennuRHCKko H3cieABaNe (BI/IOYUTENHO H3MEPBAHE Ha CepyMHATa aMunasa)
TpAG8a fa 6b1e M3BBPIIEHO NP NALHEHTHTE, NPY KOUTO Ce N0A03MPA NAHKPEATHT, & TeYEHHETO C
KodEynekc Xporo Tpabsa ia GrJe NpekpaTeHo, ako AMArHO3aTa NAHKPEATAT Ce TIOTRLPIN.

Hanvannraane: BanmpoaTsT 9€CTO NpeAUBAKBA HAPACTBaHE HA TENECHOTO TEMN0, KOETO MOKE 13
6Bne 3HaurTeTHO # NporpecHBHo. Bemixs nauvenTy, Tpabea Ja 6baaT NpeqynpeieHH 32 TO3H PHCK
TIPY 3aM0YBaHe Ha NeYEHNETO H Aa GhAAT NPEANpHETH CHOTRETHUTE MEPKH 38 NPSAOTBPATARAHE Ha
HATbITHABAHETO.

Cucmemen aynyc epumemamodec: CneumManio BHUIMAHKE Ce HIUCKBA, KOTATO TOBA JIEKAPCTBO Ce
U3MON384 NPH MALHEHTH, KOHTO HMaT CHMITTOMH, HACOYBAlIA KbM CHCTEMEH JYIYC ePUTEMATONEC M
NO-pAAKO CHMITOMH Ha APYT'0 HMYHHO 3a00naBane, (BK. T04Ka 4.8).

Xunepamonuemun. Korato ce noo3upa eH3HMER AeauHT B ypeiiHHA OIHKBA, OLE NPEAH 3ail0uBate
HA JIEYEHHETO ¢ BANNpoaT TpA0Ba /2 ce U3BLPIIAT CHOTBETHUTE MeTACONHTHY W3CHENBAHMA, TOPAIM
pHACKa 0T XHIIEPAMOHHEMHEA, CBBP3IAHA ¢ NIPWIOKEHHETO Ha BANMPOAT.

Jaxapen Ouabem: BanmpoatsT ce eTMMURYpPa NpequMHo upe3s Gubpenure, yacTHYHO OX Gopmara Ha
KETOHHHK Tella, KOETO MOXKE Ja fade DafilHBo NONKATE M Pe3yTaTH NPH TECTYBAHE HA YPUHATA H
TpafiBa Nia HMa Npejl B IPA AAATHOCTHIMPAHE Ha BEIMOKHE AHaGeTHIw.

Heduyum na xaprumun nanmumoun mpancgepaza (CPT) mun H:
TTanpenTa ¢ Aanyves NedHIHT Ha KAPHATYH TAIMHTORN Tpanctepasa (CPT) tun II TpsGBa na Gvaar
NpexynpeAeHn 3a NO-roRAM PHCK OT PaGROMHOA32, KOraTo NIPUeMaT Banipoar.

TTayuenmu c useecmno i nODOIUPAHO MUMOXOHOPUANHO 3060NA8aNHE.

Bannpoar Moxe Aa Npen3BUKa HIH Ja RICINH KIHHHIRHTE TPH3HAOY HA NOLTCKAIATE
MHTOXOHApHATHH 3a00NIBaNNd, NPUIUHEHH OT MyTaUNK B MUTOXOHApHanHarta JHK, Kaxto # B reHa
B sipoto, kogupaiy POLG. Tlo-cneunanto, H0-BiCOK NPOLIEHT Ba BANNPOaT-HHIYLMpaHa ocTpa
9epHOZPOBHA HEMOCTATHIHOCT ¥ CBLP3aHa ¢ YePHNsS APOG CMBPT ce ChobImaRa ITpH NAHEHTH C
Hac/ieACTREHH HEBPOMETaOOHTHH CHRAPOMY, MPHIKHEHH OT MyTALUMH B reHa, KOIBPAIY
MHTOXOHJIPHAIIHHA €H3MM onuMepasa ¥ (POLG), sanp. cungpom Ha Alpers-Huttenlocher,
Hapywenns, cenp3ana ¢ POLG, Tpa6na fa ce NOAO3MpAT 1pH MatiieHTH ¢ JaMIIHa aHAMHE3a HTH
HacoYBalili CHMIITOMI Ra CBEp3ate ¢ POLG Hapyloen#e, BKIIOTMTENAHO, HO He CaMo HeoGacHAMa
enuedanonarus, pedpakrepra enmanencus (GOKATHA, MAOKIOHHIHR), CTATYC ENWIENTHKYC C
KITHHUYHA NPOSEa, H30CTABAHE B PAIBHTHETO, IICHXOMOTOPHA PETPECHS, AKCOHAITHA CEHIOMOTOPHA
HeBpONaTHs, MHOMATHA, Licpebpanta aTakcHy, ofTAMONJIETHS AIIH YCI0KHEHA MUATPEHA ¢ aypa B
oxumnuTannata o6mact. TeeTsT 32 POLG MyTaums ce n3pbpilisa B CHOTBETCTBHE ¢ HACTOXINATA
KITHHIYHA NPaKTHKA 32 JHArHOCTHIHATA OLIeHKA HA TAKARA HapyineHus (BxK. Touxa 4.3),

4.5. BzammopeitcTBHe C APYTH JeKAPCTBEHR NPOAYKTYH ¥ APYTH POPMH Ha B3auMojeiicTeHe

Edpexmu na sammpoama evpxy Opyai nexapcmea

~ Hegponenmuyu, MAO- unxubumopy, anmudenpecanmu u 6enzoduazenuni

BamnpoatsT Moxke 2 TOTeHNHpa edeXTHTE Ha APYTY IICMXOTPONAY CPEACTBA, KATO HERPOJIETITHIH,
MAO-unxuGurops, anTHenpecanT! 1 Gensofuazenusu. [Iperopsdsa ce KNHRAYHO MORATOPHpaHE
u, fipu neobxoaNMocT, Ao3aTa Tpabea Na Gbae KopUrupasxa.

- Penobapbuman R
BannpoatsT nopHiaBa cepyMHHTE KOHIEHTPAIH Ha deHobapGuTana (LM ce Ha 110
YepHOAPoOHUA KaTabonuabM) U MOXe 1a ce NOMYYH CefpaHe, 0-4eCTO CPSHIaHo NpH
Ipenopruba ce KIMHATHO MOHATOPHPAHE TIPe3 MEPBUTe 15 THYU Ha KOMOWHYPAHOTO
He3a0aBHO HamalsBaHe Ha jJ03aTa Ha QeHOGapGHTaNR, aK0 CE IPOSBY CeUpaHe,
Ha ITasMeHuTe HABa Ha deHoGapGuTana Npu HeoGXONMUMOCT.



- Mpusudon

BanmpoarsT noBHiNaBa MNR3MEHHTE HABA HA IPAMUIOHA C WIOCTPAHE HA HEXKENAHUTE peakumy (KaTo
ceaMpase), KaTo Tesn Genesy ce NpoABSBAT NPH HPOALKUTENHC feueHne. [Ipenopsapa ce KIMHNYHO
MOHHTOpPHpaHe, ocobeno B HananoTo Aa KOMOAHHPAHA Tepanis C KOPHIHpaHe Ha 03818 IPH
Heo0X0IUMOCT.

- Denumoun

BanmpoarsT moHKaBa 00DIaTa IaIMEHa KOHUSHTPANMS Ha (peAnuTomMH. [To-9ecT0 BaNIIpOaTHT
nopuwiasa ceobonHuTe HopMH HA HEHHUTOMHA, ¢ BH3MOXHY CHMITTOMH Ha TIPERO3upane (BANAPOATHT
n3MecTBa QEHMTONHA OT MECTaTa Ra CREP3IBaHe BhPXY IUTa3MeHTe TIPOTEHHY W HAMANsBa
YepHOAPOOHHI My MeTabommu3EM). [Ipenopbyna ce KIHHAYHO MOHHTOPHAPAHE, KOT'ATC C& ONPEAE/IST
NnasMeHuTe HuBa Ha GeHrTonia. TpaGsa na ce onpenenart n cbobogEATe hopMu.

- Kaptamazenun

Crobmasa ce 3a NposBH KA KIWAMIAA TOKCHIHOCT NPH e JHOBPEMEHHO IPUIOKEHHE HE BAAIpOaT B
xapGaMasenu, Thil KATO BANMPOATET MOXE Aa IIOTEHUHPA TOKCHUHRS e(ekT Ha kap6aMazenuHa.
IpemopsyBa ce KTMHHYIHO MOHHTOPMpaHE, 0COGEHO B HAYANOTO Ha KOMOWHHPAHA TEpAHS ¢
KOPHIMpaHe Ha H03aTa NpH HeoOX0aHMOCT.

~ Jamompuoicun

Bannpoarst MoXe fa RaMany MeTaboNH3Ma Ha NTaMOTPHKHHA ¥ 14 IOBAIUH CPEAHOT BpeMe Ha
Oy KHBOT, ClleZ10BaTeTHO, MPH HeoOXOAUMOCT, A03aTa TpAGRa A5 6bae XOpHTHpana (HAMATABAHE Ha
A03ata Ha N1aMOTPHXHHS). CrBMecTHATA YNoTpeOa MOXe /3 YReIMYH PACKA OT 0GpHBH.

- Judosydun
BannpoatsT MoKe la NOBHIIH Na3MeHATa KOHUCHTPAUHA Ha 3UAOBYAMH, KOETO Ja NoBele Lo
TOBHIIABaHE TOKCRYHOCTTA HA 3HOBYAHHA.

- Bumamun K-sasucumu anmuxoazynanmu

AHTUKOAryNAHTHHAT edekT Ha BapdapHH U APYTHTE KyMapHHOBH aHTHKOATyIaHTH MOXKE A ce
MOBHILN BCISACTEHE HA M3MECTRAHETO HM OT MECTaTa Ha CBBP3BaHE BHPXY ITa3sMEHITE MPOTEHHH OT
Bannpoerara kucenuHa. Yecto Tpadisa fa ce MOHATOpHPA NPOTPOMGHHOBOTO BpEME.

- Temozonud
EanoBpeMEHROTO MPHITOMkKEHHE Ha TEMO30JOMU] ¥ BAJIIPOAT MOXKE J1a JOREIE JI0 JiekO HAMATABAHE Ha
KNnpbHca Ha TEMO3ZONOMH, KOSTO HAMA 3HAMHMA KTHHHYHA CTOHHOCT.

- Megnoxun
¥Yckopara MeTab0nH3Ma Ha BAITIPOATA ¥ ¥MA KOHBYIICHBEH e)exT, IOpajy KOeTo, B Clyual Ha
KoMOMHNpaHa TEPATIAN, MOXKE /13 Ce HabmoARaT IEpUOBE.

- Humoounun

EIHOBPEMEHHOTO N€UCHHE C HATPHES RANNpoar H HEMORMOMH MOXe J1a ypermmum ¢ 50%
EKCMO3HUUATA ¢ HUMOIHTTHH.,

Edexmu na 9, Aexapemaq v npoama
AHTRCIHIICOTHRUTE ¢ SHIHMEH HEAYIHpam edekT (Penumoun, denobapbuman, xapbamazenun)
HaMalgBaT LIA3MeHaTa KOHUEHTPAIMS Ha BanpoeBaTa KiucenmuHa. Jo3ApoBkata TpaGea na Opxe

KOpurupaHa cbobGpasHo a3MeHHTE HHBA B CIyYanTe HA KOMDMHHPaHA TEpaTms.

Or apyra cTpaka, KOMGHHALHITS perbaram U BaIMPOAT MOKe 112 MOBKIIY TIIA3MEHHTE HIBA Ha
Bajnpoara. Jlo3upaneTo Ha Bannpoara TpaGBa 1a ce MOHUTOPHpA. ///_.\53;. :
9

Megpnoxun 1 xpopoxur MOTAT I TIOHWKAT NPUCTHITHAN Npar, Megioxuy B nobaBka MoKe:
HUBOTO Ha Bannpoara. J{osara Ra Konsyneke xporo 1pa0Ba ¢roTBeTHO A2 6Ba¢ KopH ;



B cnyuanTe Ha efHOBpeMEHHA YTIOTpeOa Ha RANNPOAT C 6EECMBA C BUCOK afIUHUMEM KA CEBPI6AHE
KoM HIaaMenume npomeuny (Hanp. aclHpHH), ia3MEHITE HIBA HA CBODOIHATA HATPHEB BANIPOAT
MOrar Aa Ce NGBHINAT.

TInasmesTe HYBa Ha BATMPOATa MOTAT [ HAPACHAT (KaTO Pe3yITTaT OT HaMaleH 9epHORpoGer MeTabomsEM)
TIPH €/THOBPEMEHHO NMPWIIOKEHHUE C yumemuduH WA epUMPOMUYUH.

Kapbanenemmane anmubuomuyy MOTaT Ha HAMATAT IUTA3MEHATA HATPHEB BAITIPOAT 10
CyGTepanesTHUHY HMBA. AKO CE Hanara NpHNOKeHHe Ha TaKHBa aHTHOMOTHIH, NIPENOPHYBA CE JECTO
MOHHMTOpUpPaHe HA MIa3MEHWTe HHBA Ha BANNPOCBATA KHCETHHA.

Xenecrmupaviss Mooke 12 Hamvami aGcopGUpsTA Ha BAMIpOaTa.

Cpedcmsa CoObpiCatifis eCImpOze, GRNIORUTNERHO COOBDOICAIU ECIPOSER XOPMONATTIY KOHMD@ermust
Ectporestirre ca vHIykTopH Ha i3odopyu Ha UDP-rmrokypoHcaun Tpanedepazara (UGT), yeacTeany B
I'MIOKYPOHUPAHETO HA BAITIPOAT M MOTET A YEENIHUAT KIMpPLHCA HA BATIIPOAT, KOETO 1 A0Be/IE 10 HaMasieHa
CEPYMHA KOHHEHTPAINA HA BANTIPOATA H BEIMOKHO HAMAIMIBAHE HA edHKACHOCTTA HA BANIPOATA (BX. Togka 4.4),
Ha ce o6MaicyI pocrieARBake Ha CEPYMHHATE HHBA HA BATIPOATA.

Or npyra CTpana, BANIPOAT HAMA SH3UM-HH/TYLHPAIT 6CeKT, BCNEACTRIE HA KOSTO BAINPOAT He HAMANSEA
e(HKACHOCTTA Ha eCTPONPOreCTATHRHHTE CPENCTEA TPH JKEHY IPHEMALLH XOPMOHAITHH KORTPAUSITIHEH,

Memanaszon

ENHOBPEMEHHOTO TIPHIOMKEHHE Ra BATTIPOAT ¢ METAMH307, KOMTO € HHAYKTOP Ha JeKapCTBO-MeTab 0 I3HpaLiH
etzvvH, axmosrTenTHo CYP2B6 n CYP3A4, Moke 1a ROBEE A0 HAMABAHE HA MI23MEHNTE KOHUEHTpallE Ha
BANMPOAT, C TOTEHIMATHO HAMA/BaHe Ha KIMHHIHATA edHKacHOCT. [Topamy ToBa ce Mpernopsasa MOBHINEHO
BHAMAHHE OPH eJHOBPEMEHHO IYITOMKEHHE Ha METaMIT30J M BYTPOAT; KITHHWSHIAT OTTOROP WHIH HUBATA Ha
nexapcTBara TpAGBA Az c& FPOCHISNSBAT IO TOMXONAI] HAYHH.

Hpyeu esaumodeticmenn

W3uckea ce BHUMaRWE NIPH eJHOBPEMEHHO NPWIcikeHve Ha KOHBYIEKC XPOHO ¢ T0-HORH aHTHEMTCITTHIT,
THATO (papMaKOTHHAMHKA MOXKE /I3 He & HAITRITHO YCTaHOBEHA.

46 depmumreT, iPeMEHHOCT B KhpMene

EpemenriocT

Banmpoat ¢ nipoTHBONOKA3aH 32 NedeHue Ha GUnoNspHO pascTpolCTRO MO BpeMe Ka GpeMeHHOCT.
Bannpoar ¢ nporueonokasaH 3a jiedeHUe Ha eMANETICHA IO BpeMe Ha GpeMEHHOCT, OCBEH KOTaTo
HAMA NOAXOINC ANTEPHATHBHO JieueHNe. Bannpoat e MpoTHROIIOKA3aH MPH KeHH ¢ NETEPOASH
NOTeHWHanN, OCBEH KOTATO ¢a H3T/IHEHH YCAOBAATA Ha IPOrpAMaTa 34 TIpeIna3sane oT GpeMeHHOCT
(Bk Touka 4.3 u 4.4),

Tepamozennocm u echexmu evpxy paseumuemo

KakTo MOHOTEpanusTa, Taka # NONHTEPATHATA ¢ BAANPOAT cA CELP3auy ¢ abHOPMEeH H3X0[] Ha
GpemerHocTTa. HanwynuTe JalHH NOKA3BaT, 1 aHTHEITMIICITTHIRAT TOMHTEpalid, BnoYBaila
BAJINPOAT, € CBBhP3aHA ¢ MO-BUCOK PUCK OT BpodeHU MandOpMaiiiy B CPABHEHHE C MOHOTEDAITHA ¢
BANNIPOAT.

ITokasaKo e, e BaAMPOAT NpeMHUHaba 1NaNeHTapHaTa Gapnepa KakTo MpH KUBOTHHCKH BUJIOBE, Taka
H TIpH Xopa (BiK. To49ka 5.2).
TIpH XVBOTHY: YCTAHOBEHM Ca TEPATOTeHHN €eKTH [IPH MULIKH, ILTEX0Be H 3aiip (B POYKA 5. 3)

Bpooenu mangpopmanuu
HaHuure, TodyqeHH OT MeTa-aHANTH3 (BITIOYEHH PETACTPH ¥ KOXOPTHH NPOYIRAHHUS
10,73% oT KenaTa Ha JKeHH C SMEICTICHA, SKCTIOHUPAHH Ha MOHOTepanyd ¢ BaNIpOa



GpeMeHHOCTTa CTPajaT oT BpoacHn Mandopmarmu (95% Cl: 8.16 -13.29). Tora NpeACTaRNABA TIO-
BHCOK PACK OT TERKH MAI(OPMAIHH OTKONKOTO B 0GIIATa NOTYMAUHAN, IIPH KOATO PHCKET € OKONO 2-
3%. PHCKBT € 10303aBHCHM, HO TIparopara J03a, oJi KOATO He ¢hINecTByBa PUCK, He MOXKE /A ce
onpelenH.

HanwinwuTe JauAH Ioxa’BaT HApAcTBaHE HA CITY9aHTe Ha MANKH H TEKKH Mangopmansd. Hait-
YECTHTE CMyHaH HA MaihOpMalliy BKIIOYBAT edeKTH Ha HeBpanHaTa Tpr6a, NHLeB JUCMopdUILM,
3aeliKa YCTHA ¥ BRJTHA MACT, KpaHHOCTEHO38, Chpaeuny, 6b0peunn 1 yporeHATAMHH AedexT, H
AedexTH Ha kpaliHuLMTe (BIIOYATENHO IBYCTPAHHA aNa3Hs Ha THYEBaTa KOCT), H MHOMKECTRO
aHOMANHH Ha PasNHYKH CHCTEMH B YOBCIUKMA OPraHHIbM.

In utero ekcnos3unKA Ha BANMPOAT MOXKE Aa IOBENiE 10 YBPEXKIAHEe HA CITYXA WM [IYX0Ta B Pe3ynTaT
Ha MandopMaiyH Ha yIIATe A/ITA Hoca (BTopiaeH edekT) WHIIH B pe3yNITaT Ha QUPEKTHA
TOKCHYHOCT BLPXY CIYXOBHA anapat. MiMa ciiydan, onMcBaimy KakTo eHOCTPaHHA, Taka H
ABYCTpPaHHa [yXoTa HIH YBpeKAaHe Ha cayxa. He 3a BCHUKH cly4aH ¢a JOKJIARBAHH pEeIyITATHTE.
Korato ca Aoknaneany pesyaTaTH, B IO-TONAMATA 9ACT OT CNTyYanTe HAMa BhiCTAHOBABAHE.

Excno3uuns in utero Ha BanmpoaT MoXe Ja foBeJie JI0 OYHH MandopMaiiu (BxmoynTenHo Konoboma,
MHKpoiTaNMAEd), KOMTO Ce CHOOGIIABAT BRE BPB3KA C APYTH BPOAeHH Mantdopmanmi. TesH odru
MalipopMalHe MOTaT 2 3aCEeTHAT 3peHMETO,

Hapywenua 8 passumuemo

JlatHu TI0ka3BarT, 9e eKCIIO3UIMA Ha BaNNpoar in ufero Moxe Ja ¥Ma ReGnaronpHaTHy edekTn BepXy
TICHXHYECKOTO H QH3HYECKOTO PA3BHTHE Ha [eLaTa, H3N0XKEHH HA TakaBa excno3unuy. PuckeT
H3PNEXKIA € D0303aBHCHM, A NParoBara o348, MoK XOATO PHCKET He CHIICCTBYBA, HE MOXE /1A ¢e
YCTaHOBH BB3 OCHOE2 Ha HATHYHATE JaHHH. TOYHHAT PHCKOB recTAIMOHEH MEPHOJ 3a Te3H edekTH e
HECUTYpeH M Bh3MOXKHOCTTA 33 PHCK ITO BpeME Ha Nsnara OpeMeHHOCT He MoXe 3 ¢& MIKTIOYH.

Tlpoy4paHus Ip¥ N€Na B TIpeAyMITHINHA BE3PACcT, HATOXKEHH Ha eKCTIO3NIUA HA BAMIpoaT in utero no
BpeMme Ha GpeMeHHOCT Nokasear, 4e npu a0 30-40% oT ciaygante ce Habmoxasa 3a6aBaHe B TAXHOTO
PaHHO pa3sATHE, KATO FOBOP, MO-KBCHO NPOXOKAHE, IO-HUCKH HHTENEKTYANHH CNOcoGHOCTH, NOWH
e3NKORY YMeHHd (TOBOpeHe H pasGHpaHe) H NpoOieMH ¢ MAMETTA.

KoednuuenT 3a narenurenTHoct (1Q), oueneH npu aeia Ha 6 TONMHNA ¢ aHAMHE3a 38 EXCIOIULMA Ha
BAJINPOAT in utero, € cpefHo 7-10 MyHKTa NO-HUCHK OT TO3H NPH Aela, KOUTO CA W3NOKEHH Ha ApYTH
aHTHEIHNENTHYHA MpoAYXTH. FiMa JoxasaTe/lcTsa MPH Aelia ¢ eKCTOIATAA HA BAJTPOAT, 9€ PHCKBT OT
HapyllaBane B HHTEIEKTa MOKe a8 0b/e He3aBHCHM OT KoeHIHERT Ha HHTeAHreHTHOCT (1Q) Ha
MafikaTa, BENpexy Je poNaTa Ha cMymapamuTe $axTopy He MOXE JIa Ce M3KNIOTH MPH Jena.

JanruTe M0 OTHOIIEHWE Ha IB/TOCPOYHHS U3XO/ C3 OTPAHMIEHH.

Handyuite AaHHY NOKA3BaT, Y€ AeNaTa ¢ eKCIIo3UIMs Ha BANNPOAT in ufero ¢a ¢ MORUIIeH puck OT
pazcTpoHCTEa B AYTHCTHYHHS CHIEKTHP (MPHONM3KHTENHO TPH ITTH) B JETCKH aYTH3EM (OKONO TeT
ThTH) B CpaBHEHHE ¢ 00LIaTa nomyNauns Ha NpoyYeaHeTo,

OrpaHudeny faHHK TOKA3BaT, 9e TIPH AEUATA H3IOXEHH HA eKCTIO3HIAS Ha BaJMpOoar in utero MMa no-
FoNAMa BEPOATHOCT 32 NPOABA HA CUMIITOMH KaTo AeHINT Ha BHEMaHHETO/XANIEPAKTHBHO
pascTpolicTeo (attention deficit/hyperactivity disorder, ADHD).

Henu 8 demepoona aespacm
Cpedcman coOvporcai ecmpozen
Cpe/iCTea ChIBpAKAIIH eCTPOTEH, BKITICUHTEITHO CEXBDAII ECTPONeH XOPMOHAHI KOHTDALETITHBYL, MOTAT JA ..
YBEIHUAT KIMPBHCA Ha BATIPOAT, KoeTo 61 MO0 ia IoBe/e A0 HAMATABAHE HA CEpyMHATA Rommm'pamm_gg
BAINPOAT ¥ BH3MOVKHO HaMATBSIBAHE Ha e HKACHOCTTA HA BAMIPGAT (B, Touka 4.4 i1 4.5).

Ao scenama nnanupa Gpemennocm
3a noka3aHMeTo eTUNENCHS, aKO KEHATA IIaHupa a yabpeMeHee, TepaluaTa ¢ Bl



npeoueHy 0T CIIEUUATACT C OTIMT B JIEYEHHETO Ha eMUNENICHA H fa ce OGMHCIAT arTepHATHBYH
BBIMOXKHOCTH 3a Newenne, TpaGea fa ce moaoxatT BCHYKH yCHIns, 3a 12 e IPEMUHE Ha NOAXONSII0
anTepHaTHBHO JiedeRHe MpeH 3a1eBane ¥ NPed NPeKpaTABaHe Ha KOHTPAUCIIWATA (BHK TOYKE 4.4),
AKO CMAHAT2 Ha ICICHIETO He ¢ Bh3MOKHA, JKEHATa TpA0Ba Ia NONYqH JOITBIHUTEIHE KOHCY ITAAS
DTHOCHO PHCKOBETE ¢ BAMMIPOAT 3a HEPONEHOTO AeTe B MOMKPEHa Ha RHPOPMHUPAHOTO # BiemMaHe Ha
peIIeHre OTHOCHO ceMeHHOTO MiaRnpane.

3a noxazanneto GHNONAPHO PascTPoHCTBO, ako KeHaTa IUTakUpa A2 3abpeMenee, TpabBa 1A ce
TpoBeJie KOHCYNTALNS ChC CIICUHANHCT ¢ ONHT B IeYeHHETO Ha Bunonspao pasctpolicTeo u
MieYeHHETO ¢ BAMIPOAT TPAOBa Ja ce npeycTaHOBY, H ako ¢ HeoOXOANMo Aa Ce NPeMuHe Ha
ATTEPHATHBHO NEYEHAE NPEHN 3aUSBaAHE H NPENH MPEKPATABAHE HA KORTPALIETIHATA,

Bpementiu sceriu

Bampoar xaro Jieyenne Ha GHNONAPHO pascTPoiCTRO € IPOTHBONOKA3AH 3& yrioTpeba 1o Bpeme Ha
GpemenHocT. BannpoaT xato Nedenve 3a eNHACHCUA, € IPOTHBONOKA3AH NP GPEMEHHOCT, OCBEH
KOraTo HAMa MOAXOAALIC aTTepHATHBHO Neyenne (Buk Touka 4,3 u 4.4).

AKo XeHa, KOATO ce JIEKYRA ¢ Balpoar, :afpeMenee, T Tpabba He3abaBHo a C& HACOUM KBM
CHIEUMANNCT, 38 Ja C€ PEOLSHH NEYEHHETO ¢ BaINPOAT N A3 ce 00CHIAT ANTEpHATHRBHH BE3MOKHOCTH.
TTo Bpeme Ha GpeMeRHOCT, TOHWYHO-KIOHHYKHATE I'hPUoke HA MAMKATA H eTHICHTHYEH CTATYC ¢
XMIIOKCHS MOTaT Ja HOCAT OTIpEAENieH PUCK OT CMBPT 3a Maitkata H nuola.

AKO, BSIIPEKH H3BECTHATE PACKOBE ¢ BATNPOAT NpH GPEMEHHOCT # Cefl RHUMATEHHO 0GMHCIANE Ha
TEPHATUBHO NEMEHKe, TIPH WIKMOYUTENHY obcToATeNcTRE HpeMeHHaTa KeHa TpabBa Ja noygasa
BANNPOAT 38 eNHKAETICHN, PENIOPRYRE Ce:

- /[la ce manon3ea Hafi-HuckaTa e)EKTHBHA 1034 W A Ce pas/ie/ia JHEBHATA 032 BANTIPOAT HA
AAKONIKO MaJiKH JO3%, KOHTO TP#GRA & ce npreMarT ripes meims Jen. Ynorpebara Ha fnexapcTReHa
dopMa ¢ yIBIKeRO ocBobGoxkaBaRe MOXKE 1A € 38 NPeATIOYATaRe Npe/l APYTH NEeKAPCTBEHRA
dopmu, 3a 2a ce n3bernar BUCOKY MAKCUMANTHH MNAIMERY KOHIUEHTPALHH (BX. TouKa 4.2).

BCHYKY MANMEHTKH ¢ eKCIIO3HIMA Ha BANIPOAT N0 BpeMe Ha GpeMeHHOCT i TEXHHTE NapTHLOPY
Tpa68a Aa 6bAAT HACOYEHH KEM CELMANNCT ¢ ONWT B TEPATOJIOTHATA 33 OLEHKA H KOHCYNTHPAHS
OTHOCHO eKCTIORnpanara 6peMentoct. TpaGsa Aa ce H3BHPIIRA CeUHAM3NpPaH NPEHATANCH
MOHHTOPHHT 34 OTKPABAHE HA BH3IMOWKHA HOABA Ha ethekTH Ha HeBpaTHATA TPROA Win HApyrn
Mangopmaus. Ipremaneto Ha KobaBky ¢ ponvesa xucenuna npeau SpeMeRHOCTTa MOKE Aa HaMan
PHCKa OT AehexTH Ha HEBPANHATA TPBOA, KOWTO MOTAT 2 Ce ITOABAT NpH BCAKa BpeMeHHoCT.
Hammmure ganun ofage, He npeqnonarar, 9e QoNresaTa KucennHa NpeAOTBPATABA ONBATA HA
BpoacHH RedexTH Witn MandopMauBn NOpany eXCIo3UUKA HA BANTIPOAT.

Tepanuata ¢ Bammpoar re TpAOBa A4 Ce TpeKsCBa Ge3 RPEONEHKa Ha NON3HTE N PHCKOBETE OT
NeYESHHETO C BANNPOAT 3a NAUHEHTKaTa, OT JEKAP ¢ IMHNYEH OTUT B ICUCHHETO Ha SNMUENCH HWiIH
6rnoNApHO pascTpofcTRo.

Puck 3a HOBOPOAEHOTO

- MHoro pasixo ca JoKNaaBaHK CHy4ad Ha XEMOPArHyeH CUHIPOM NP HOBOPOISHH, HHHTO Maik ca
TIp¥EMATH  BATIIPOAT IO BpeMe Ha GpemerocT To3u XeMopariteH CHHIPOM € CBLP3aH ©
TpOMOOLIUTONEHNS, XATIOGUOPHHONEREMHR /MM A0 HAMATARARE Ha JPYTH (JAKTOPH Ha
KPBBOCECUDBAHETO. AQHOpHHEMMA € JOKIANBAHA CRILC M Moxe Ja Ghae ¢ dataied #sxon,. Tosu
XeMoparsyen cuHApoM, o0ave, TpAOBa Na ce pasrpaHiMH OT Ha BHTAMHH K-3aBucHMuTE
paxropd, wHAYNEpary oT deHoGapGITTaN Wikt HPYTH eHIMMER HHIYKTOPH. CregoBatendo, Gpost—. -
Ha TPOMOOLHTITE, HUBOTO Ha HUOPHHOTEHA B IINA3MATA, KOATYIAUHOHHH TECTOBE J cbampﬂ \\\
Ha KPBEBOCECHPBaHETO TpihBa Na ¢e H3CTENBAT NIPH HOBOPOIEHH. : LN

- Caydau Ha XANomIHKeMus ca GWIIM JOKIANBAHY PH HOBOPONEHH, YHATO Ma
BANNPOAT MO BPEME Ha TPETHA TPHMECTLP OT GPEMEHHOCTTA

= Cnydau Ha XUII0THPEOHAHYEM ca GBI JOKNANBAHH TIPH HOBOPOJCHH, SHHTO
npHeMany BANNPOaT 1o BpeMe Ha BpeMeHHOCT.




~  CHHIpoM Ha OTHeMaHeTo (KATO, ¥ B YaCTHOCT B530yNa, pasApasKuTEIHOCT,
CBPBLXBBIGYIHMOCT, HEPBHOCT, XHNEPKHHEE3HA, HAPYLICH TOHYC, TPEMOp, KOHBYJICHH ¥
HAPYLIEHHA Ha XPaHERETO) MOKE 12 Ct ITOABH NPH HOBOPOZICHH, THITO Malfky ca mpHeMATH
BNTPOAT 110 BpEME Ha MOCTEAHNN TPUMECTLP OT GpeMeHHOCTTA,

KepuMese

Excxpenmsra Ha Bannpoat B Mal{uWHOTO MJIMKO € B AMamasoHa ot 1% a0 10% or cepyMHUTE HABA Ha
MalikaTa. XeMaTONOrMYHY HapyileHua ca Habmogasaln npn HosoponeHn/GeGeTa, KOTaTo ¢a KbpMEeHH
oT Malit, TpHeMany Bannpoar (k. Touka 4.8).

Tpabpa na ce BleMe PEIICHHE OTHOCHO CIIHPAHE Ha KbPMEHETO MIH TIpeyCTaHOBABAHE/OrpAHYYEHHE
Ha nieucHHeTo ¢ KorByIeKke XpoHO, XaT0 ce MIMAT NpelBul NON3HTe OT KbpMEHE 34 JETeTO H ToNsara
0T NegeHue 3a malikarta.

DepTHidTET

Hma crobuienns 3a aMeHopes, NONHKHCTOZHA SHYHHIM H YBETHIeHHN HAB2 Ha TeCTOCTEPOHA IIPH
XEHH, MPUEeMAITH BANMPoaT (Bxk. 107Ka 4.8). IIpunaraneTo Ha BaaHPOAT MOXKE ChILO AA HAPYUIA
depTannTeTa NpH MuXe (Bk. Toyka 4.8). J{oknajeans CJTyyau NOKA3BAT, Y¢ HAPYUICHHATA Ha
deprinnaTeTa ca o6paTHME CNEN IPEYCTAHOBASAHE Ha ACUCHHETO.

47  Edexru npxy criocoSROCTTR 33 Modupane ¥ paGoTa ¢ MAKIARH

He ca mssectau. Tlpiarareto va KoHRYZIEKS XPOHO MOJKE 12 YCTAHOBH ITRJIEH KOHTPOJT BEPXY TIPHCTRITHTE,
TaKa 1€ CHOTBCTHHA NALMEHT 1A PHTEKAaRa IOPLOPCKa KAHKKA.

Tamentyre 1pa6sa na GRAAT MpeAYTIPEICHH 3a PHCKA OT IPEXQIHA CRTHBOCT, OCODEHO B CTyualTe Ha
AHTHKOHBYJICAHTHA O/THTEpAnVA HH KOMOHHMpareTo ¢ 6eH30 a3 THHu.

48 Hexenaumn JeKAPCTBEHH PeAKIMH

Hapywenun na xpvema u numprama cucmema: Bannpoara norwcka BTOpHA eTan 0T TpoMGOLMTHaTa
arperais, KoeTo BOJM JI0 YIBDKABAHE Ha BpeMETO Ha KEpBEHE B 4ecTo A0 TpomOomATONCHEN. Te
OGHKHOBEHO ¢4 CHFBP3aHH ¢ NPHNOKEHME HA NIO3H NO-BHCOKY OT NPENOPBYUTETHATE K ca obparHmi,
CnoHTagROTO HATHPTBAKE MITH KPHBOTEHEHUE ¢A WHANKALMH 34 MPEKRCBARE Ha TEYEHHETO, JOKaTo He
¢e Noy4art uicneasannsTa. [lo-psako ce chobmara 3a NOTHCKAHE HA YepBeHAs KPBBEH pef,
JICBKOMEHHA HWIH MAHIHTONECHNS; KPHBHATA KaPTHHA Ce BHIBPDHIA A0 HOPMANHATE CTONHOCTH TPH
NpeKsCBate Ha tedeHHeTo, TTonskora Moke fia ce [OyYH H W30/HpaHO HaMaIABaHe Ha
dulpraorena.

Hapywenua na endoxpunnama cucmema: Hannue ca wionupadn crobuenus 3a HepeioBHN NEPHONH
Ha amenopes. Pzko ce crodinaBa 3a yBeTHUEHH HHBA HA TECTOCTEPOHA.

Hapywenus na memabonuama u xpanenemo: Moxe [a ce Mony4H XHNEpaMoHHeMHs O3 IpoMenH B
TECTOBETE, KOHTO OTpasABaT YepHoApoGHaTa Py Hiupa. V301mpana n yMepeHa XunepaMmoHueMas
MOJKe Ja Ce NIOIY4N 9ecT0, HO T8 0OHKHOBEHO € TpeXojiHa M He Hajlara MpeKpaTABaHe Ha IEUEHNETO.
Ts obaue Moxe Aa ce NPOABA KIHHATHO C NOBPBIAHE, ATAKCHA H TPOTPECHpanIo 3acarane Ha
chananuero. [ipi noABaTa Ha TaxHBa CHMATOMH Ce HANAra NpexpaTsipaHe Ha eyenuero ¢ KoHpymere
Xporo. XHnepaMoHHeMHs C HeBPOJOTHYHH CHMITOMH CHINO € BRIMOXKHA (BXK. Touka 4.4). Pagko ce
cpofiasa 3a NofBa Ha oTouH. PagKo ce ¢hobinasa 3a 3aTIThCTABANHE.

ColuecTByBaT peaxy cho0lIeHHA 38 Pa3BHTHE Ha TAHKPEATHT, NIoHAkora ¢ daranen wsxox (BK. TOUKa
4.4).

ce cq

Hapywienus na nepsrama cucmema. Pagxo ce c»ofInasa 3a 10sSBa Ha aTakCHT U 'rpeuoyy
a
R

4e Te HPeACTaB/IABaT 0303aRHCHMH edeKTH.
Tlondkora ce cobmasa 3a ceppait edext, Ho CORKHOBEHO TOBA CE NONYIABA TPH K:
ApYTH AHTHKOHBYICaHTH. [TpH MOHOTEpaHs TOBA MOXE JA CE TIONYN B PeIKH CIIyd
eTany Ha JIieYeHHeTO ¥ OOMKHOBEHO € NpexofHo. Chobmaga ce 3a peliky CIy4an Ha
00BPKaHOCT, IOHAKOT2 NPEPACTBANIH A0 CTYNOp, HOHAKOTa ACONMAPAHHM ¢ XATIOIHH

g



KOHBY IcHH. MHOTO paiko e nabmoJasaHa eHredaronatad Hitn koMa. Te3H Cfydan Hali-yecTo Morar
Aa OBAAT CBBP3aHH ¢ TBEP/E BHCOKA MHPBOHAYANHA 1034 Wla TREpRE GBp30 nokavyeare Ha
HO34POBKATA, KAKTO M C €AHOBPEMEHHA ynioTpeda Ha Apyrd aHTHKOHBYNCAHTH, HANp. denobapOuTarn,
Teau edextd ca o6paTHME NPH CIHPaHE HA IEYCHHAETO WM HAMAABaHEe Ha J03HPOBKATA,
CobInecTByBar MHOTO PENIkH CHOOUICHWA 33 NPEXOIHY KCTPANAPAMHIEY CHMITTOMH, BIJT.
NapKHHCOHIIbM. BhaMoxHa € # ofpatiMa AeMeHITHA.

Moxe Ra ce nonyun nosHmaBaHe Ha BHIM3HHETO, KOETO 0GHKHOBEHO € ¢ 61aroTeoper edexT, Ho
NIOHAKOTA € Fh3MOXKHA arpecus, XMNepaKTHBHOCT WIH OBeJeHYECKO 00BpKBAHE.

[MTo-psinko ce cholLiaBa 3a npexoHa W Tpalina 3ary6a Ha CiTyXa, KaTo NpHYHMHO-CAECTBEHATA
BpPh3Ka 3a TOBa He Moke 1a Objie ycraHOBeHa.

B penkn cnydan ce ¢ho0InaBa 3a FHILTOMHA.

Cmomauno-ypeenu napyuienua: [ToBHINABaHe HA anieTHTa H ChOTBETHO HAPACTBAHE Ha TEITIOTO He ca
HeoOH9aiHA ABNeHuR (B, Touka 4.4). Jlekn cTOMAIINE LPa3zHEHNS H MHOTO TIO-PAAKO FafieHe ca
9eCTO FRNCHYEE NIPH HAKOW TAllMeHTy, 0co0eH0O B HAYANOTO Ha ICYCHHETO, HO T¢ MOTaT Ja OhAaT
n30erHaTH Upe3 Npuiaraqe Ha eHTEpOCONBEHTHA HATPHER BATNPOaT, Hanp. KOHBYNEKC KANnCyNH wiv
KonBynexc XpoHO IO BpeMe WITH C/ie] XpaHeHe,

Xenamobunuapru napyuienus: Hapyimenns BLB GyHKIMATA HA Yephvs Npo6, YepHoapobua
HEAOCTATHYHOCT, BKITIOUMTENHO ¥ ¢ (aTanim NOCIeAMIUH, MOXKE A2 C& HOTYSH (pH NaNUEHTH, YHETO JeueHne
BKJIHOYB2 HATPHER BATTIPOAT WM HaTpHes Bamnpoar. ITampenTie ¢ nali-roiaM pack ca felia, Rali-ede Ha
B53pacT n0J] TPH FOJMHA H TAKWBA, ¢ BPOJICHY MeTabOMTHY Wil JereHepaTHBHE 3a00SBaHH,
Oprasyiik MO3HUHH 3a00NABAHHA KITH TEHKH MPHTATBLIH, CBEP3aHE ¢ YMCTBERa M3ocTasanocT. Takusa
HHIUACHTH MOTAT J2 Ce CNY4aT Haif-Bede pes ITEPBHTE INecT Mecela OT ISHeHASTO, KaTo NePAeAA ¢ Halt-
TOXSIM PHCK € MeXKAY BTOpATa H JBAHAeCETaTa CeIMHLA 1 OGHKHOBEHO 38CHTa NATWEHTH HA TIONWTepas
¢ aHTHKOHBY icaHT. [Tpd Ta3n rpyna NauHeHTs MOHOTEPAIHATA € 38 TPENOYNTIHE.

Krppmsaime cHMITTOMY €A NO-TIOKAATENEH IPH3HAK, OTKONKOTO JAG0pATOPHHTS IOKAATEH B PAHHHTE CTAIVH
Ha 9epHOPOOHATA HefocTarsuHoCT, CepHosHa Wi (DaTalHa XenaTOTOKCHIHOCT MOMKE 1A 0 IPEX0MIA OT
HechegyuaHY cHMITTOMY, 00MKHOREHO ¢ BHE3AITHO HAYANO, KATO: 3ary6a ua edekra OT ieYeHHETO BhPXY
MPANATLLIMTE, PH3HYECKO HEPAIMMONOKEHHE, CTAlOCT, BANOCT, OTOLH, AHOPEKCHS, NOBPHLIANE, KOpeMHa
Ganka, CEHAMBOCT, KaTTeHHNA. Teay NPHIHAIN Ca CHTHAN 34 He3aGaBHO NPEKpaTABAHE HA NEYEHHETO.
HeobxommMo e nammeHTHTe Aa GBAAT IPEABAPATENHO HHCTPYKTHPAHKH, Te Tpabna Hesabapno na
YBENOMAT NEKyBallHA ieKap NpH HOABATA Ha HAKON OT onmucaunuTe cuMirroMu. Toit kato npeAcTasasea
TPYOHOCT ONpeNieITHETO Ha TOBA KOE Wicie/BaHe Jja Ce WARBPIIA, aK0 TORA & HeOHXO0AHMO, YMECTHO &
Jia Ce 33MOYHe ¢ TECTOBE, KOKTO C€ OTHACAT HO MPOTEHHOBATA CHHTE3A HANP. MPOTPOMOHHOBO BpeMe.
ToruimennTe vepHOAPOOHH en3uMK He ca HeoOudaliHO SENeHUe NIPH JieYEHNHE ¢ BANMIPOAT, KaTo TOR2
00HMKHOBEHO € IPEXONHO HIH Ce TIOBTHABA OT MOHWKABAHE HA JO3HPOBKATA.

MManwentn ¢ Tak#Ba GHOXHMUTHI aHOMAJAH B X043 Ha IEUCHAETO NEPHOLITHO TpAGBa Aa Gear
KNHHMYHO ONCHARAHH H N2 UM OBIAT MIBEPIIBAHM TECTORE 34 ONpeAcisHe Ha YepHoApoDHATA
hyHKLMS, BIIIOUKTENHO TPOTPOMGHHOBO BpeMe, 0 BE3BPLIIAHE HA NOCTCAHUTE B HOPMATHI
rpandun. TToRAxora U3MEREHHS B IPOTPOMGHHOBOTO BpeMe, MPOT6IKABAINK THATC BpEME, 0CODEHO
BBB BPBE3IKA © IPYTH PENEBAHTHN AHOMAHH, HRUCKBAT IPEKPATABAHE HA Neueunero. Beskaksa
CRITETCTBAING yrioTpeba Ha camymnaTy TpAGBa fa Gbhe NpeycTAHOBEHA, Thil KATO Te M3NOA3RAT
ChlIMTe MeTaGONUTHH THTHINA.

Hapywenua na xoocama u nodkosichama mbkan: 'V HIKOY TALHENTH MOXE 18 C& oYM NPeXoieH
xoconaa. To3u edexT He e R0303aBHUCHM H OGHKHOBEHO B PaMKUTE HA WECT MEceLa 3aroYsa
HOpPMAJTeH PacTex Ha KocaTa, BLIIPEKH Je KocaTa Moxe Nia CTaH¢ NO-KbApasa OT npeauuHara, Yecro
ce cbobIarat HapyIIeHHs Ha HOKETS H HOKETHOTO f0Ke. 3HAYHTENHO NO-pAIKO Ce Cho0maRa 33 NoABa
Ha o0pHBY K XHP3YHTH3IHM. VIMa peaxn choOINEHns 3a KOKHHM peakiuy, XaTo ex3anTemed o6pus. B
H3KNIIOYHTENTHO PeIKM Cly4al ce cbollana 3a TOKCHYHA eMAAepPMaIHia HEeKpoau3a, CHHAPOM Ha
Stevens-Johnson u epuTemMa MynTHGOpME, AKHe.

TECTOBETe, KOUTO OTPa3ABAT qepnonpoﬁnam pynxuus. Vizommpana n yMepeHa xye
MOXE Na C¢ MONMYYH 4€CTO, HO TA OCHKHOBEHO & NPeXOOHa H HE Hanara npeKparta.
Ta oGave Moxke 18 ce NpoABH KIMHHYHO C NOBPBIIARE, ATAKCUS U NPOTPeCHpAINo 3a



CBh3HAAUETO. 1IpH noABaTa Ha TAKUBA CHMITTOMH C¢ Hallara PEXPATABAHE Ha Nedenrrero ¢ KorBytekc
XpoHO. XBnepaMOHHEMNA ¢ HEBPONOrHYHY CHMIITOMH CBINO € BE3MOKHA (k. ToUKa 4.4). Paaxo ce
choOluasa 33 NOABa HA OTOLH.

CellecTRYBAT pelXH CHOBIEHN 33 Pa3BHTHE Ha IAHKPEATUT, NOHSKOra ¢ daraied HaXox (BK. TOUKa
4.4).

Hapyuenun na MycKyIHo-ckelemuama cucmema u cvedunumennama muiar: Ma cpobmenns 3a
HaMafsBaHe HA MHHEPATHATA ITBTHOCT Ha KOCTHTE, OCTCOHCHNA ¥ OCTEOTIOPO3a TIPH MALHEHTH Ha
NpoAbDKATENHA Tepantid ¢ KoHBYneke. MeXaHH3MET Ha T€34 eheKTH BPXY KOCTHHA METAGONH3BM
HE € M3BECTeH.

Hapywenun ra Gvbpeyume u nuxousume nvmuwa: CoIIECTBYBAT MHOTO PEAKH CHOGINEHNA 38
pa3sutHe Ha oOpaTAM cuHApoM Ha Fanconi (aedekT B npoxcaManHara 6s6penna Tybynapha dyHkius
C pesynTar rmoko3ypHs, Gocdatyphd, aMHHOAIRAYPHA H YPHKO3YPHS), CEBP3aH C TepaluiaTa ¢
Ba/IIpoaT, KO MEXAHHIMBT MY BCE Olle HE € HAITLIHO W3ACHEH,

Yecro e HabmonagaHa ypHHAPHA HHKOHTUTEHIHA.

Hapywenun na ev3npouseooumenkama cucmema u zepdama: MHOIO paLKo MOXE JIa e NoIyTH
THHEKOMACTHA.

Bpooerv, pamunrnu u zenemuvny vapyuenus
Bpoznernu MandopMaliyy ¥ HapyIlcHHS B PasBUTHETO (BX. TOYKa 4.4 ¥ TodKa 4.6).

Apyzu: CHILECTBYBAT PElKH CHOOMICHHA 33 TIOABA HA BACKYIATH. ATepruaHH peakynH (ot o6pueM no
XMIEPCEHINTYBHY PeakLMi) CHINo ca Be3MoxkHaH. Tpalina wan obpatiMa 3ary6a Ha ciryXxa, KaTo
BPB3KATE MEXKIY NPAYHHAATA M edekTa He € U3ACHEHA.

MeauaTprana nomysands

TIpodBabT Ha GesonacHoCT Ha BATNPOAT 3a NEAWATPHIHATA NONY NALMA € CPABHAM C TO3H IpH
Bh3pacTHWTE, HO HAKOK HEXKENAHH JISKaPCTBEHH PEaKlidH ¢a TIo~TeXKo X3pa3eHy WK ce cpelar
TNIABHO B MeJRATPHYHATA monynauds. ChIlecTBYBA CICIH(HMIEH PHCK OT TEXKO YBPEX/IaHe HA TePHHA
Apob ApH HOBOPONEHH K MPY MAJIKY JeNa, 0co0eHO NPH Aeua mof 3 rogwuan, OCBeH TOBa, 32 MATKATE
Hella ChINECTBYBa CeiiuM4eH PHCK OT pa3BHTHE A NaHKpeaTHT. TesH PUCKOBE HAMANABAT C
yBeI9aBaHe Ha BE3pacTTa (BX. Touka 4.4). TIcHXeauy HapyIMIEHUA, KAaTo arpecuBHOCT, BE36YAa,
HapyleHne Ha BHUMAHWETo, abHOPMHO NOBeJIEHkE, NCHXOMOTOPRA aKTHBHOCT ¥ HapyiieHa
cnoco0HOCT 38 y4eHe, ce Hal/moNaBaT IpeANMHO B NEQUATPHYHATA TIOTY AL,

B e Ha NOJIO! CKENaHN peak

CrolmasakieTo Ha HOM03MPARH HEKeJaHH PEAKIAH Ciie] pa3pelnaBaHe 3a yNoTpe6a Ha NeKapCTBEHAN
IPOAYKT € BaxHo. ToBa N03BONARA /A CE NPOABIKN HAGNIONEHHETO Ha CHOTHOIUEHHETO N0132/pUCcK
32 NEKAPCTREHUA NPOAYKT. OT MENHIMHCKHTE CHELHATHCTH C& H3HCKBa 12 cho0manaT Besaka
[NOXO3WPAHS HEAETAHE peaking apes ML IHATETHATA areHIMA N0 eKapcTBaTa, yiu. ,,Jamiu
I'pyes’’ Ne 8, 1303 Codnst, Ten.: +359 2 8903417, yebcaiit: www,bda.bg.

4.9 Ifpenasupane

Hma cpodileHus 32 cllydaH 3a fpefo3npase Ha BANIIPOAT ~ Cy4YalHO WK ¢ UER CaMoyOHicTBO.
TInasmMeHn KORUERATPAIHY, KOUTO HANBHINABAT NET [0 ECT IThTH MAKCHMATHUTE TEPArICBTHIHY
CTOHHOCTH, 0OMKHOBEHO Ce WIMBABAT C TA/eHe, MOBPBILAHE U CRETOBBPTEX, XHIIOTOHNS,
Xunopednekcn, MHo3a,

Tlpn MacusHo MpenosyipaHe, T.€. Ta3MEHH KORUECHTPAUHH JECeT - IBANECET ITHTH HaX MaKCHMATHHTE ‘\\
TEpaNeBTHIHH CTOHHOCTH, MOXeE J1a Ce TIONYYH CEpUO3HO TIOTHCKAHE Ha NEHTPANTHATA HEPBHE CHC) '
‘o gaiyaneTe. CUMITTOMHTE MOTaT Aa OBJAT pasnHYHA ¥ MOHAKOTE MOCAT Ja Ce oy4aT ,ﬁ@s
NpH TE3W BUCOKY IUIa3MeHH HUBA (BK. T04Ka 5.2). ChimecThysar ChobIIeHnd 3a MO3bYeH 0YOK U
TOBHIIEHO BRTPEUEPEITHO Halrane). MMa coofImeHns | 32 CMEPT B Pe3yNITaT Ha cnp’sxr(pﬁo?@ﬁ{{
Hanmupero Ha HaTpuil B CheIMHEHUATA C BANTPOAT MOKE fa JAoBeAe A0 mnepnamnemnx‘"" ra
S,




Ha TIpe/Io3upane,
BoniiiHOTO nevuenHe NpH CBPBXNpPelo3ApaHe BKINIOUBA IPHIIATaHE Ha CPEACTBA, MPeAU3BHKBALIR
NOBpBIIAHE, CTOMALICH NABAX, ACUCTUPAHO AMLIARE M APYTH PeaHHMaLBONHA MEPOTIPHITH.

Xemonmanusa n XeMonepdysua ce NpUnArarT ycneimio. H3monssa ce chio BeHO3HO NPHAOKEHAE Ha
HATOKCOH, TOHAKOTE €XHOBPEMEHHO C AKTHBEH BLITIEH OPAIHO.

5.  GAPMAKOJOIHMYHHU CBOMCYBA

5.1 dapmakonuHaMu4HK cBolicTBA.

DapMakoTeparieRTHYHA Fpyha: AnTHennenTiyHK cpeactsa, ATC koxn: NO3 A GOl.
Hartpuesust Bantipoar ¢ aHTHKOHBYJ/ICAHT.

Haii-cTho H3pa3eHRAT HaTHR Ha ACHCTBHE Ha BANNIPoaTa € TIOTEHIMpate HEXUOHTOPHAS edekT Ha
raMa-aMHiHo MacieHaTa kucemunaa (FAMK) gpes nelicTeie shpxy cHntesata H MeTabosmama Ha
TAMK.

HobpusT edext U 61Lp3oTo neficTBle Ha BaNIIPOATA 34 NICUCHUE HA OCTPH MAHHIHH €NH30RH NpH
MalMeHTH ¢ MaHUHHO~IeNPeCHBHH (GHIToNapHN) pascTpolicTsa e NoKa3aHo OT pequua mianeto
KOHTpONMApany KJIMHUYHE Ppoy4BpaHns. EQexTeT Ha BaNnpoara 3a NpOABIDKUTENHO TedcHAE Ha MAHUA
(noseue oT 3 ceAMHUM) 8ce Oufe He € 00CHIKIRH B KITHHHYHH Hpoyybannd. EdexTnBHoCTTa Ha
Bannpoara B OpodHNAKTHKATA HA MATPEHATA € J0KA3aHA B peAnlia nnaueto KoHTpoupany neokHo
crenu npoyssakus. [IpoABIKHTENHOCTTA Ha yoTpe6a TPy TOBA OKA3aHHe € HACHeIBaHA 3a TIEPHOJ
JO TP FOJHHY.

B nsxon in-vitro n3cnelBanus ce chodasa, Ye HATPHEBHAT BRINPOAT Mose Ja cTuMympa HIV
PEITHKALMATA, HO H3CASARARKA BRPXY nephdepHl KpLBHH MOHOHYKIeapHH kieTku ot HIV-
HOCHTC¢TH 10Ka3BaTt, Ye HATPHEBHAT BATINIPOAT He NpATexkaBa MHTOreHONoORobeH edexT BopXy
nHaykuHATa B2 HTIV pernmikanuata. E¢exTsT Ha HaTpHesns sannpoat BepXy HIV pemuxauusra
ex-vivo € MHOro Bapabunes, Hall-seqe Mo OTHOMIEHWE HA KAYECTRO, BEPOATHO HE € CREP3aH C J03aTa
U He € JIOKYMEHTHpAKH [IPH XOpa.

5.2 dapmaKokHHETHIHA CBOiCTRA

TnasMeHHAT NOMYKHBOT HA HATPHEBHA BANMPOAT C& ABHKH MeXAY 8 i 20 uaca. OBukHOBEHO TOH €
TIO-KpaThK ¥ Acua.

TIp# naumenTr ¢ Tekka GnbpeHa HENOCTATHIHOCT MOKE /I3 CE OKAKE HEOBXOUMO Ja ¢& NPOMEHH
AO3UpOBKATa B CHOTBETCTBHE ¢ HHBaTa Ha cBo0OHHEA HaTPHEB BANTIPOAT B CEpyMa.
TpenoprunTennata eQeKTARHA TepaneBTHYHA MPAHINA HA IA3MEHATE HHBA HA HATPHER BAINIPOAT Ca
40-100 mg/l (278-694 umol/l). Tean cTOHHOCTH MOYaT Ja 3aBHCAT OT BPEMETO Ha BINMaHe Ha
rpo6aTa ¥ HATMYKETO Ha Ko-Mennkauus. [TpoueuTsT Ha cB0GOAHOTO (HECBLP3AHO) IEKAPCTBO €
0GHKHOBEHO MekIy 6% H 15% oT 06imoTo NAa3MeHo HUBO. BB3MOXHOCTTA 33 NOABA HA CTPAHMYHY
eexTH HapacTsa HpY CTOMHOCTA Ha NITa3MEHUTE HHBA, KOWTO HAJBAMASAT ¢PeKTHBHATA
TepanesTHYAA IPAHHLIA.

GapMaxoIOTHYHHTE (MM TepaleBTHYHN) edekTH Ha KOHBYNEKC XPOHO He KOPEIHMPAT TACHO ¢
o0woTo Wik cBoGOAHO (HECEBP3aH0) MIAIMEHO HARO HA BaJHIpoar.

@opmynata Ha KaHBYIEKc XPOHO € C KOHTPOIHPAHO 0cBOGOKIABAHE HA AXTHBHO NelicTBANOTO
BELIECTBO, KOETO NPH dapMaxOKHHETHIHH H3CTeABAHNS € [TOKA3AT0 NO-MaNKH GIyKTYauun B
Ia3MeHHUTe KOHIIEHTPALHH, CPaBRERO C APYTH HIBECTHH HOPMH -KOHBEHIIMOHANHM MY ¢ U3MEHEHO
ocsobok1aBale Ha HATPHUEB BAINPOAT.

B cryuawre, Npy KOMTO W3MEPBRHETO HA INAIMEHATE HABA CE CYMTA 3a HeoGXonuMo,
thapmakoxkyHeTnKaTa Ha KOHBYIEKC XPOHO NPaBy H3MEPBAHETO Ha MMA3MEHMTE HHBA B
CTETieH 3aBHCUMO OT BPEeMETO HA BIKMaHE Ha mpobaTa.

DopMynara na KonByneke xpoHo ¢ GHOEKBHBANEHTHA Ha IPyTH BaNNPOATH ¢ KOHTPO
ocBo6ork/1anate OTHOCHO CPEAHUTE 30HH MO KPHBATA, OTPaIBaINa NIA3MEHHTE KO
OTHOIICHHE Ha BpeMeTo. PapMakOKHHETHINATE JauHH 3a steady-state mokasmar, ue




konueHTPaIHs (Cmax) ¥ MUBAMATHATA KOHIEHTPAIHA (Cmin) Ha KOHBYIERC XPOHO C¢ HAMADAT B
paMKiTe Ha eeKTHBHATA TEPANeBTHYHA MPRHHIIA HA MLIA3MEHHTE HABa, KOATO € 0OLIONpHETa 34
HATPHEB BAINPOAT.

ITpn feua Rax 10 roxumHa BL3PACT ¥ NP IOHOINH KIRPHHCHT HA BANPOAT € MogoGeH Ha TO3H,
YCTaHOBEH Nph BeapacTiu. [Ipu nefuarpryHuTe TagHed T Mog 10 roaMHE CHCTEMAHAT KITHPBHC Ha
BA/MPOAT BApHpa ¢ RBb3pacTra. [Ipn HoBoponeHnTe 1 GebGeTarta 10 2 Mecena KIMPBHCET HA BANIPOAT €
HOHHXEH B CPABHEHUE C TOIM TIpH BH3PACTHY U € Halt-HUCHK HeNOCPEACTBEHO CNey| paxaaHeTo. B
0030p 0T Hay4YHaTa TUTEPATYpa € MyGIHKyBaHO, Je IUIA3MEHHAT MO KHBOT Ha BANNpoaT npu GeGera
moX 2 Mecella [oKa3Ba 3HATHTENAA BapuabunHocT Ha cTolHocTuTe o1 1 7o 67 waca, Ipu 1eua Ha
BB3pacT 0T 2 A0 14 roauHu IMPHACHT Ha BAIMPoAT e ¢ 50% Mo-BHCOK OT TO3M IPH BL3PACTHH,
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B npoyysanua 3a TOKCHYHOCT NIPH MHOMOKPATHO NpUNaraxe ¢a ChoGileHA TeCTRKYAapHa
AereHepallui/aTpogus WA HApYIHCHAN B CHEPMATOTEHE3aTa ¥ HAMANIABAHE Ha TErI0TO HA TECTHCHTE
7IpH BB3PACTHU IUTBXOBE M KYTUETA CIEl IEPOPaNHO NPHIOKEHHE B 03K choTBeTHO 1 250 mg/kg/nen
¥ 150 mg/kg/nen.

TIpA roBeHUNHY MUTEX0BE HAMAJABAHE HA TEIJIOTO Ha TECTHCHTE € HAGMOJABAHO CaMo TIPH J03H,
Ha(BULIABalIH MAKCHMANHATA NOHOCHMA 034 (0T 240 mg/kg/neH npH HHTpaNepHTOHEATHO HAR
HRTPaBEHOIHO NpHJIOXKeHHe), 663 CBBDP3aHN XMCTONATONOTHYIHY TpoMeHy, He ca Habmoganasy
edexTH BBPXY MBIKKKTE PENIPORYKTHBHH OPraHu HPH noHockMHu Jo3H (2o 90 mg/kg/new). B3 ocHOBa
Ha Te3H JaHHH IOBEHWITHHTE XHBOTHH HE CE CUMTAT 3a NO-MIONATIMEH 110 OTHOIIEHME Ha HAXCHKH B
TECTHCHTE, B CPaBHEHHE ¢ Bb3PACTHHTE. SHAYECHUETO HA HAXOOKATE B TECTHCHTE 32 NeJUATPWIHATA
Nonynaung e € HIBECTHO.

B npoyupane 3a gepTAnATeTa IPY IUTEXOBE, BANNPOAT B 1034 A0 350 mg/kg/nHenHo HE NORIHIBA
PeTPORYKTHBHATA QYHKIMA HPH MBKKHTC HHAUBEAY. Bhnpeku ToBa MHOEPTHINTET MPY MBXKE €
UACHTHQHIIKPAH KaTO HEXENAHA PeaKIus Npy Xopara (Bx. To3K# 4.6. u 4.8).

He ca u3secTHn ApyTH TIpeKIMHIIHH JIaHHH, KOUTO 3 JABAT Ha M3MHCBALHTE AEKAPCTROTO
HOMMBITHATETHA Hmbopmaum, OCBEH Ta3H, KOATO e BKIIOYEHA B APYTHTC pa3neiiy HA KpaTKaTa
XapakTepHCTHKA Ha npoaykTa {SPC).

6. DOAPMANEBTHYHH NAHHH

6.1 CnHcek B9 NOMONIAKUTE BeIIECTREA

Anpo Ha TableTKara;

MoHOXR/IpaT Ha TIMOHEHA KHCENYHA

Erunuenynosa

KornomuMep Ha aMORHEB METAKPANAT (TN B) (ChALpXall COpOUTHA KACETMHA)
TpewncTen Tank

KONOHIEH CHIALHER AHOKCHH

Marnesues creapar.

DUIMOBO TOKPHTHE:

Konosumep na amonnes Metakpunat (tun A & B) (coaspixaiy copfuTHa Kicenuna)
TlMpeyncren Tank

KapMmenosa uatprera con

Turasor nquoxcug (E 171)

Tpuetun upuTpar

Banwnuu

6.2 HecnaMecTHMOCTH

Henpunoxnmo




63 Cpok na ronsoct
5 roguHn
6.4 Cuoeunannu ycIoBHY Ha chXpAHEHHE

Hama cnemmaniy H3ucKRaHPA 33 TeMIIEpaTypaTa Ha chxpatenne, ONakopKkaTa Ja ce ChXpaHsaBa
TITHTHO 3aTROPEHA.
Pazyynedute TabneTkH 1a ce CBXPaHABAT B LIMLIETO,

65 Bnann chALpKARNE HA GOAKOBKATA

) Crerstedo wHme ¢ kexmbape uBAT (xMoponuTHuno yeroifuns Tun III, PhEur) u HDPE 6sa xanak
Ba BHHT, 3aI0HTeR Cpemy ciyvalHe oteapsue H HDPE S4na oTxbhoraina ce NeHTa, MOCTABEHO B
KapTOHERA KYTHA.

HITH

6) HDPE munmapprdHO mwine 3a Tabnetks ¢ LDPE kanax Ha BHHT, 3aTBapill ce ¢ NPUIIPAKBAHE A
3alUTeH cpelny cnydaiino orsapane, LDPE oTkbeBalia ce NeHTa H YILTBTHHTENEH NPLCTEH,

TIOCTABEHO B K2PTOHEH2 KYTHS.
WK

¢) PE mwmnapy@en dnakon ¢ HDPE 64no kanade, 3auTeHo cpelny cay4aiiko otsapane # LDPE
6sna oTKBCBAINGE Ce NeHTa ¢/Oe3 abcopGenT, IOCTABEHO B KAPTOHEHA KYTHI.

OriakoBKH:

Kongynexc xporo 300 mg: 50 1 100 Tabnerxy.

Kousynexe xporo 500 mg: 30, 50 1 160 Tabnerxn

He Beuaky BHAORE ON2KOBKM MOTAT Aa (pOaT NyCHATH B pofaxGa.

7.  HPHTEXATEJ HA PAIPENIEHMETO 3A YIIOTPEBA

G. L. Phrama GmbH, Schlossplatz 1, 8502 Lannach, ApcTpns

8. HOMEP(A) HA PASPENIEHMETO 3A YIIOTPEBA
Kongyneke xposo 300 mg
20030189

Kousynekc xporo 500 mg
20030190

9.  JATA HA ITbPBO PASPEIHABAHETIOAHOBABSHE HA PAIPEIIEHUETO 3A
YNOTPEBA

Jlara Ha mepBo paspewasane: 17 mapr 2003 r.
JlaTa Ba nocnenne nogHoBasane: 14 Mapt 2008 .

1. JATA HA AKTYANTH3NPAHE HA TEKCTA
01/2022
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