KPATKA XAPAKTEPUCTHKA HA TPOAYKTA 2. 7
B R0 o250
V¥ To3u iekapCcTBEH MPOAYKT MOUIEKH HA JIOMTBJIHUTEIHO HAOmoAeHHE. ToBa 1ie 1no3Bou 6’Bp30T0*_?“\5 7/{{ ssinse]
YCTAHOBSIBAHE HA HOBA MH(OpPMaLIMS OTHOCHO Oe3omacHocTTa. OT MEANUMHCKHTE CIIELIMAIUCTH Ce

W3HUCKBA JIa ChOOLIAaBaT BCAKA MO/I03MpaHa HeXKeJlaHa peaklMs. 3a HAaYMHa Ha cboOlllaBaHe Ha 1.1.=11-.2025. |
HEKEeJIaHW peaKkliMM BHKTE TOo4YKa 4.8.

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Jlenakuu 500 mg ctoMaiHO-YCTOHYUBH TaOIETKH
Depakine 500 mg gastro-resistant tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Bceska tabnetka cpabpxka 500 mg HatpueB Bannpoat (sodium valproate).

[[OMOILIIHO BELIECTBO C U3BECTHO AercTBHE: HATPUH 69,19 mg/TabneTka (BK. Touka 4.4)
3a IMbJIHKA CITUCHK HA MOMOLIHHWTE BellleCTBa BUKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

CToMmallHO-yCTOMYMBA Ta0IeTKa, OLIBETeHA B XKBbJITO.

4. K/IMHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

Ennnencus

e [IbpBHYHO reHepaIu3UpaHH €MUACTNICHH W ITPUINATbLH

e Tunoee NpUcCTBIK:
aOcaHcw (petit mal), renepanu3zupaH TOHHYHO-KJIOHWYHM (grand mal), TOHHYHHK W ATOHUYHU
MPHUIaAbLUH, MUHOKJIOHUYHH MPUCTBIH, HH(PAHTHIHH CIIa3MH.

e [‘eHepaliM3HpPaAHH EMUJICTICHU H ENTUJICNITHYHH CHHIPOMMH:
abcaHCHa ernuiIerncHs, OBEHW/IHA MUOKJIOHHYHA ernujiencus (CHHAPOM Ha Janz), enuiencus ¢
reHepaJIM3upaHy TOHHYHO-KJIOHUYHH MPHUITaABLM MPH CbOYK/1aHe, OTOCEH3UTHBHHU CMUJICTICHH.

e  Cunapom Ha Lennox- Gastaut.

e Cunapom Ha West.

e  (MokajJHH (NapUHATHH) eNUICTICHH U MPHCTBITH ¢ WK 0e3 BTOpUYHA reHepasn3alius.

bunojasipuo pascrpoicrBo

JleyueHue Ha MaHHEH €NMU301 MPH OUIOJIAPHO Pa3CTPOUCTBO, KOraTo JIMTHH € NMPOTUBOIOKA3aH HITH HE
ce Tonepupa. [ Ipoabs/pkaBaHe Ha JIeUEHUETO ClIel MAHUEH €MTU30/1 MOKe J1a C€ OOMMCIIH TMPH
MalMeHTH, KOUTO ca Ce MOBJMSIN OT BaJNpoaT IpH JICUYEHHETO Ha OCTpa MaHM4.

[Ipn xena: Kato camoCTO[TE/IHA TEpanus UM B KOMOUHALMA C APYT AHTHEITHIIETTTHYEH JIeKapCTBEH
MPOAYKT:

JleyeHue Ha reHepajiM3upaHa ernuiIencus: KJIOHHYHH, TOHHYHH, TOHHYHO-KJIOHHYHH MPHITAbLIH,
abcaHCH, MHOKJIOHHYHHU MPUCTBITH, aTOHUYHH [pUNaabLM; CHHApOM Ha Lennox-Gastaut:

JleueHue Ha napLUaiHa eNUJICTICHA: NapUHaIHH MPUCTHITU C WK 0€3 BTOPUYHH FEHEp&ﬂE}HEﬁﬂE R
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E{BH pOBKA

Cpeauna no3a Ha 24 yaca:
-nogpacTBauiM 4 Be3pacThu: oT 20 1o 30 mg/kg (3a npeAnoYHTaHe € 1a ce H3Moj3Ba TablieTka, XpOHO
TabneTKa WiK rpaHyjipaHa dopMa ¢ YABKEHO OCBOOOKIaBAHE).

Hauun na npunodxcernue
IlepopanHo MPUIOKEHHE.

HHeBHaTa no3a TpAOBa Aa ce puUemMa B 2 UM 3 npyueMa, 3a NpeanoYHTaHe Mo BpeMe Ha XpaHeHe.

Hauano na aeyenuemo

AKO naLMeHTHT € OMN NeKyBaH Beve ¢ ApYTH aHTHEMWICITTHYHH NPOAYKTH, BKIIIOUBAHETO HAa HATPUEB
BaJIMpoAaT TpAOBA 1a CTAHE MOCTENEHHO, TAKa Y€ Ja ¢€ JOCTHIHE ONTHMAITHA JO3HPOBKA 3a OKOJIO JBE
CEIMMLIM U Clie/l TOBA, aKO € HeoOX0AUMO, 1a ce peIyLHpaT CEIIBTCTBALIIHTE TEPANIMH, B 3aBUHCHMOCT
OT MOCTUTHATHA KOHTPOJL.

AKO NMalLMeHThT HE NMpHEMA OPYTrHd aHTUCITHWIICIITHYHH CPEACTBA, 34 NPEANIOHHMTAHEe € A03aTa Aa CC
YBCJIHYaBa Hd BCCKH 2 WK 3 OHH, TaKa Y€ Aa ¢€ JOCTHUTHEC ONTHUMAJIHA JOZHPOBKA 34 OKOJIO €HA
CeaAMHILA.

Axo e HeoOXoauMo, KOMOMHHPAHO JICHEHHUE ¢ APYrO aHTHENMWIENTHYHO CPEACTBO TPAOBa Aa ce
BBBEM(A ITOCTENEHHO (BX. Touka 4.5 B3auMoIeHCTBUA ¢ APYTd IEKAPCTBEHH NIPOAYKTH H APYIH
GopMH Ha B3aUMOAEHCTBHE).

MaHHeH enu30A NPH OHNONAPHO PA3CTPOHCTBO

{Ipu ev3pacmru

JHeBHaTa 103a TpAOBa n1a ObA€ YCTAHOBEHA M KOHTPOJIMPAHA HHAHBHAYAITHO OT JIEKyBaLUUs JeKap.
[Tpenoppuanara HayanHa aHeBHA 403a € 750 mg. OcBeH TOBa B KIIMHHUYHY U3NMUTBAHUA HAYAIHA J03a
ot 20 mg Bannpoat/kg TenecHo Teryao ChUIO MOKa3Ba NPUEM/IUB NpoduI Ha 6e3omacHocT. @OpMHTE ¢
yABDKEHO OcBOOOXIaBaHe Morar a ObJaT npwiaraHd BeAHBX WM [Ba TbTH AHEBHO. Jlo3aTa TpsadBa
na Obie yBenyeHa KOJKOTO € Bb3MOXKHO MO-0Bp30, 3a Ja C€ MOCTHUIHE Hal-HHUCKATA TEpANeBTHYHA
110334, KOSITO BOAHU OO KejlaHMA KIMHHYeH edekT. JJHeBHaTa f103a Tpadsa 1a Obae aganTyupaHa ClipsaMo
KITUHHYHHI OTTOBOP, 34 [a CE onpeeny Hal-HACKaTa €PEeKTHBHA 1033 3a HHAWBUIYATHHA NALIHEHT.
Cpennara qHeBHa no3a oOukHoBeHO Bapupa mexay | 000 u 2 000 mg sannpoar. [launenrH, KouTo
[MoJTy4aBaT JHEBHU JO3H MO-BHCOKM OT 45 mg/Kg TeIecHO Terao AHEBHO, TpAOBa j1a ObaaT
BHUMATEIHO MPOCNICAABAHH.

[Ipoawp/pKaBaHETO Ha JISYSHUETO 32 MAHUITHY €MK3014 NpH OMIOJNIAPHO pa3cTpOHCTBO TpsiOBa Na O6ba¢
a[aNTHPAHO WHAWBMIYATHO, KATO C€ U3I10JI3Ba Hali-HICKATa e(PEKTHBHA 034.

CrieLHajH{ MOy IaLdH

Henya

Enunencus

OT nepopajlHUTE JIeKapCTBEHHU POPMH, CIETHATE TEKAPCTBEHH GOPMH Ca MO-NOIXOAALIH 32
Npuaralde NpU Aeua Ha Bb3pacT noj 11 roanHu (cuporn, nepopajieH pasTBop H IpaHyJIH).

[Ipu nauueHTy ¢ OBOpEUHA HEAOCTATHLHYHOCT

[Tpy nauueHTH ¢ 60peUHA HEAOCTATHEYHOCT MOXKE Ha C€ HAJTOKU HaMalTsABaHE Ha 103aTa HIH
yBeNHYaBaHE Ha 303aTa NPH NALUMEHTH Ha Xxemoananusa. Hatpres Bainpoart ce oTaend npH JHanH3a
(Bx. Touka 4.9). JosupoBkara TpadBa ga c€ NMPpOMEHs CIopel KIMHHYHOTO MpOoCieASBaHE Ha
naHeHTa (BXK. Touka 4.4).

bunoaspHo pa3cTpoHCTBO
Ilpu deya u ionouu




EjukacHoctra Ha Jlenakud 500 mg 3a neyenre Ha MaHUWHY €T30 PH OHNONAPHO pa3CcTPoOHCTBO
He ca OWJIM OLIEHABaHH TIPH NaLMEHTH Ha Bb3pacT noa 18 roaunu. 3a nHGOpMaLIMA CBBP3aHa ¢
Oe30MacHOCTTa NPH AeLa BIDKTE Touka 4.8,

Jle11a OT »eHCKH IO/ H KEHH ¢ ICTEPOAECH NOTEHLMA

Jleyenuero ¢ Jlenakun 500 mg rpadsa Aa ce 3anouyHe U HabJIOAaRA OT CMICHHANTACT C ONUT B
JIEYEHHETO Ha enuiencus wid SUMNOJIIPHO pa3cTpoiCcTBO. Banmpoar He TpaOBa aa ce »3nosssa rnpu
JIella OT XXEHCKH IMOJ1 M ’KEHH ¢ JETEPOAEH MOTCHUMAN, OCBEH KOTATO APYTUTE JIEYECHHS ca
Hee(peKTUBHH WIH He c€ noHacaT ao0pe (Bxk. Touku 4.4 u 4.6).

[Ton3zata ¥ pUCKBT TPAOBAa BHUMATEITHO J1a C€ OLIEHABAT [1PY PYTUHHUTE Tperieid Ha JeHEHUETO.
Bannpoar ce npeanKcBa H OTIycka B cboTBeTCTBHE C [lporpamara 3a npeanassade ot OpeMEeHHOCT
npu yroTpeda Ha pannpoar (BXK. To4KU 4.3 u 4.4).

3a npeanouYdTaHe € BaJIpoaT Aa ce MpeAnUucBa KaTo MOHOTEpanus ¢ Hail-HHCKaTa e(PEKTUBHA 1034,
aKo € Bb3MOXKHO KaToO JIeKapcTBEHA PopMa ¢ YABIDKEHO OCBODOXKIABaHE, 34 14 C€ NMPEAOTBPATAT
BHCOKH IMMKOBH MJIa3MEHU KOHIleHTpaluuHd. JJHeBHaTa n03a TpsOBa Aa Obae pa3geneHa Hait-Manko Ha
JBE eJHHHUYHH N03H (BXK. TouKa 4.6).

Mtxe
[Ipenopbuea ce neyenuero ¢ /lenakud 500 mg aa ce 3arOo4YHE M KOHTPOJIHPA OT CIELMAIMCT ¢ ONUT B
JIeYEHHEeTO Ha CITUACHCHA WK OUNIONSAPHO pa3CTPOUCTBO (BXK. TOUKH 4.4 1 4.6).

Cnen ocsoboXkaaBaHETO Ha aKTUBHOTO BelIECTBO, B X0/1a Ha Mpolieca Ha 3abaBeHO OCBOOOKAaBaHE H
B CJIEACTBHE OT MPHPOATA HA MOMOIIHHTE BEIIECTBA B ChHCTARA MY, HHEPTHHAT MATPHUKC HE ce
abcopOupa OT XxpaHOCMUNATeIHUA TPaKT, a ¢c¢ eIMMHHUPA C H3NpaKHEHHUATA.

4.3 IlpoTnBOMOKA3AHHA

Henakud 500 mg ¢ npoTUBONOKa3aH IpH CNeAHUTE CUTYaLMHK:

- CBpBXYYBCTBHTEIIHOCT KbM HATPHUEB BAJITPOAT WIH KBM HAKOE OT [IOMOIUHHUTE BELECTBA,
u30poeHu B Touka 6.1.

- OcTbp XENATUT WIH XPOHHYEH XEMaTHT,

- JluyHa nau paMuUIIHA AHAMHE3a 33 TEXBK XeNnaTUT, 0COOEHO CBbp3aH ¢ JIEKapCTBa.

- UYepnoapobHa noppupus.

- Bannpoart e nNpoTHBOIOKA3aH NPH NALUEHTH ¢ MUTOXOHAPHAIHA HAPYLUEHUS, IPUHHHEHH OT
MYTALIMH B SAPEHUSA M'eH, KOAUPALL MUTOXOHAPUATHHS eH3uM nonumepasa y (POLG), Hamp.
cuHpoMm Ha Alpers-Huttenlocher, kakTo u npy Aeua moa ABEroAuMiiHa Bb3pacT, 3a KOUTO ¢€
CMATa, Y€ UMaT HapyuleHue, cBbxp3aHo ¢ POLG rena (Bx. Touka 4.4).

- [TauMeHTH ¢ U3BECTHH HapYILI€HHUA B YpEHHHA LIMKBI (BK. TOouka 4.4).

- TlauneHTH ¢ HEKOPUTHUPAH CUCTECMEH NMBPBUUEH KAPHUTHHOB AeHUUIMT (BXK. TOUuka 4.4
[TaLHeHTH C PUCK OT XUNOKapHUTUHEMUA ).

JleueHHEe HA enuJIencUd

* 10 BpeMe Ha OpeMEHHOCT, OCBEH KOrato HaMa MoAXOAAIlo aJTEPHAaTHBHO JIEUEHHUE (BXK. TOUKH
4.4 u4.6).

*  DOPH XKEHH C JIETEPOAEH NOTEHLHAJ, OCBEH KOTaTo ca H3MbjHeHH ycnopuaTa Ha [Iporpamara 3a
npearnaspaHe OT OpeMeHHOCT (BXK. TOUKH 4.4 U 4.6).

JleyeHune Ha OUMONAPHO Pa3CTPOHUCTRO

* [0 BpeMe Ha OpeMeHHOCT (BX. TOYKHU 4.4 1 4.6).

*  [PH KEHH ¢ AeTePOACH NOTEHUHAN, OCBEH KOTaTo ca U3IThJIHEHU YCioBUsTa Ha [Tporpatiamais 7y
npeAnasBaHe oT OpeMeHHOCT (BXK. TOukHd 4.4 v 4.6).

4.4 CnennaJHH NpeAYNPEKACHUA H NPEANAIHH MEPKH NPH ynorpeda

—— e e : _ —_—
Momnueta/deBoliku/AKenu ¢ aeTepoaeH norenunal/bpemennoct



Nenakun 500 mg He TpaOBa Ja ce H3MOA3BA MPH MOMHYETA, ACBOHKH, PH )KEHH C AETEPOICH
NOTEHIMAT WIH OPEMEHHH JKeHH, OCBEH B ClIy4al, KOraTo ajiTepHaTHBHHUTE JICUYCHHS Ca |
Hee()eKTHBHY HIIU HE C€ MOHACAT MOPAaJH BHCOK TEPATOreHeH MOTEHIMAN W NOBUIICH PHCK OT

| CepHO3HK HapylUEHHSA B pa3BUTHETO Ha OebeTa M3noXeHH BLTPEYTPOOHO Ha Bannpoar. [lonzarau |
PUCKBT TPAOBa BHUMATEITHO Aa C€ OLIEHST N0 BpeMe Ha PYTHHHH [peraeau, npes mydeprera v
CIELHO KOTATO ’KeHa ¢ J€TepoJeH NoTeHIHal, JekyBraHa ¢ [JJemakun 500 mg nnaHupa OpeMEHHOCT |
WM npeacTod OpeMEeHHOCT.

Kenu ¢ neTepoaeH noTeHLMan Tpa0Ba Aa U3N0A3BAT ePEKTHBHA KOHTPALICIILHA IO BpEME Ha
| neyenue U Ja 6baT HHPOPMHpPAHH 32 PUCKOBETE CBBP3aHHu ¢ ynoTpebara Ha Jlermakud 500 mg no |
BpeMe Ha OpeMeHHOCT (BxK. TOUKa 4.6).

Jlexapar TpaOBa ga rapaHTHpa, Y€ Ha MAIMEHTKATa € NPEeJOCTaBeHa MKIHa HHpopMalins 3a
PHMCKOBETE, KaKTO U ChbOTBETHH MaTEepUail, KaTto Opolllypa 3a MMalLMEHTa, 3a 1a MOATIOMOrHe |
pa3OHpaHeTO H OTHOCHO PUCKOBETE.

MenuIMHCKUAT clieUHaTneT TpaOBa na € yoeleH, ye NaLMeHTKaTa pa3oupa: |

. EcTecTBOTO M TEKECTTA HA PUCKOBETE MPH EKCTIO3ULIHA 110 BpeMe Ha OpeMEeHHOCT, To-
CIIELHAJIHO 332 TepaTOreHHH PUCKOBE U HAPYLUECHHUS B PA3BHTHETO. |
. HeobxoauMocTTa 0T €(pEKTHBHA KOHTpPALICNLHA.
. HeobxoaumMocTTa OT peJOBEH Nperaea 1 OLEHKa Ha NeYEHHUETO.
. Heo6x0aUMMOCTTa OT CMEIHA KOHCYATALWA, aKO TUIaHHpa OpeMEeHHOCT HITH € BE3MOXKHA

' OpeMEeHHOCT. |

IIporpama 3a npeanaisaHe oT OpeMeHHOCT
Bannpoar “Ma BHCOK TEPATOreHeH NOTEHLMAM M IelaTa, C eKCMO3ULINA in Ufero Ha BaITIpoar ¢a ¢

BUCOK PHCK OT BPOAE€HH MajiopMallii H HapyIEeHHs B PA3BUTHUETO HAa HEPBHATA CHCTEMA (BIK.
Touka 4.6).
HenaxuH 500 mg e npOTUBONOKA3aH NMpPH CACTHUTE CHTYALIUH:

JeyeHue Ha enwiencus

. Mo BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HAMA MOAXOAALIO ANTEPHATHBHO JIEYEHHE (BXK.
TOukH 4.3 1 4.6). |
. [1pH YKE€HHU C JeTepoeH MOTEeHLIMAN, OCBEH KOTaTo ¢a M3Mb/IHEHH yCIoBHATA Ha IIporpamara

3a Mpeana3BaHe 0T OpeMeHHOCT (BXK. TOUKH 4.3 1 4.6). |

JleyeHUe Ha OMMOIAPHO PA3CTPOUCTBO |
. o BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.3 1 4.6).
| NpH JKEHH C AETEPOACH TOTEHIIMAL, OCBEH KOraTo ¢a U3IMBJIHEHH ycnoBuaTa Ha [Iporpamara ‘

3a npeana3BaHe OT OpeMeHHOCT (BXK. TOYKH 4.3 U 4.6).

Ycnosus Ha [Iporpamara 3a npeana3sBaHe OT OpeMEeHHOCT

| [IpennucBalnUAT Jiekap TpAOBa 1a rapaHTHPA, Ye:.

. WHAUBHAYANHHATE 00cTOgTeACTBa TpaOBa na OBbJaT OUCHSABAHH BbB BCEKH OTAE/NEH CAyYaH,
KaTo MaldeHTKaTa 6b1¢ BKIKOYEHA B JUCKYCHATA, 34 Ja C€ rapaHTHpa aHTKUPAHOCTTa UM, Na |
ce OOCHAAT TEPANCBTHYHHTE Bb3MOMHOCTH 4 Ja Ce rapaHTHpa HEHHOTO pa3OHpaHe HA
PUCKOBETE H HEOOXOIUMHUTE MEPKH 3a CBEMCAAHE HA PUCKOBETE 10 MHHHUMYM, |

. NOTEHLMANLT 3a HACTHIIBaHE Ha OpeMEeHHOCT € OLIEHEH MPH BCHYKH MAallUEHTKH OT JKEHCKH
MoJi; ‘
. MALMEHTKATA € pa3Opana H MpUelia pUCKOBETE OT BPOACHH Mali(OpMallMy U HAPYLIEHHUA B

Pa3BUTHETO HA HEPBHATA CUCTEMA, BKIHOYHTETHO CTEMECHTA HA TE3H PACKOBE 34 AeLara C ‘
CKCMO3HLIM N Ulero Ha BaMpoar;

. MalLlHeHTKaTa pa30rpa HeoOXOAHUMOCTTa OT NPOBEKIAHE HA TECT 3a OPEMEHHOCT npegp——-=~J .
3aMO4BaHE Ha JICUEHHETO H [0 BpeMe Ha JICYEHHETO, KaKTO € HEODXOAUMO, 2 w‘ﬂ:\“‘ﬂM o % N

*  MAalLMeHTKaTa € KOHCYJTHpaHa 1o OTHOLIEHHE Ha KOHTPALIENTUHUATA H € B ChCTO cﬁ%ﬂ/ = R NC
cpOOpasu ¢ He0OXOAUMOCTTA OT M3MOJI3BaHe Ha ECIJEKTHBHH KOHTpauenums (3 papptian: | .ﬁ'-’ : \a

MOAPOOHOCTH, MOJIA BHXKTE MOATOYKA ,,KOHTPALEILHA" HAa TOBA TIPEIYTIPEXKT 1—135 F If:{sl{:iél“.z?f_‘[E
Oe3 nMpekncBaHe MO BpeMe Ha LENTHs NEPUOA Ha JICHEHHE C BAJIIPOAT;




| * nanMeHTKaTa pazoupa HeoOX0AHMOCTTa OT peoBeH (MOHE BEAHBXK FOQHUILHO) NIpernes Ha
JIEUEHUETO OT CIICLIHAITHCT ¢ OIUT B JIEYCHHETO HA enwiencus, OUmonsapHo pa3CTpoicTBO;

. nauMeHTKaTa pa3bupa HeoOXOOUMOCTTA [1a CE KOHCYJITHPa ChC CBOs JIEKap BeHAra oM
IU1aHHpa OpeMEHHOCT, 3a /1a € OCHI'YPH CBOEBPEMEHHO 0OCHKAAHE H NPEMUHABAHE KbM
ANTepPHATUBHU Bb3MOKHOCTH 3a JICUCHHE NPEIH 3a4€BAHETO H MpeH 1a C€ NMPEeKpaTH

KOHTPALETILHATA,

. nalrMeHTKaTa pazoupa HeoOXOAUMOCTTA OT CIEILHA KOHCYJITAlIMA ChC CBOA JIEKap B CIyvaH Ha
OpeMEHHOCT;

. HalMeHTKaTa e onyunna PLKOBOICTBO 3a MallHEHTAa,

. narMeHTKaTa NOTBBPKIARa, Y€ € pa3Opalia ONacHOCTHTE H HEOOXOAUMHTE Npena3sHy MEepKH,
CBBp3aHu ¢ ynorpebara Ha Bannpoar ([ oauiieH GopMyiap 3a NOTBBPKACHHE OCB3HABAHETO
Ha PUCKA).

Te3H yCIOBHA C€ OTHACAT H 3a )KEHH, KOUTO MMOHACTOALLEM HE Ca CEKCYaJIHO AKTHBHH, OCBEH KOTATO
| NIpeNMCBALIHAT JIEKAP CMATA, Y€ ChLIECTBYBAT YOCAUTEIIHY NPUHHHH 1A Ce MTOCOYH, Y€ HIMA PHCK
| OT HacThIBaHe Ha OpEeMEHHOCT.

Hena oT »KeHCKH MO

. [TpeanucBaluTe NeKapu TpAOBa Aa Ca CHTYPHH, Y€ pOAUTENHTE/MONAarallMTe MPHKHU 3a Aclla
OT >KEHCKH MoJI pazdupar He0OX0AUMOCTTA J1a Ce CBBPIKAT ChC CMNELMANTUCT BeAHAra ciell
KaTO AeTEeTO OT »KEHCKH M0J1, KOeTO MpueMa BAIINPpOaT, NOJIYYH MEHAPXE.

. [Tpennmuceaiuat nekap TpabBa Aa rapaHTypa, Ye pOAUTETHTE/NONAraliuTe TPHIKM 3a JeLa OT
KEHCKHM TOJI, KOMTO ¢a MNOJYYHIX MEHapXe, ca NoAy4UIy noapodHa HHDopMaluus 3a
PHCKOBETE OT BPOJeHH MaOopMaLMH H H30CTAaBaHE B Pa3BHTHETO HA HEPBHATA CHCTEMA,
BIUTIOUMTENHO CTEIEHTA Ha TE3H PUCKOBE 3a JieLaTa ¢ eKCIO3ULIMA in ufero Ha BANNpPOAT.

. IIpu nanyMeHTKH, KOMTO Ca MOJYYHIM MeHapXe, PEANUCBALIUAT JIEKap TpA0Ba 1a NpeoLeHsBa

| €XEroaHO Hy»JaTa OT TEpanus ¢ BAINpoaT 4 1a 0OMUCIH alTepHATUBHH BB3MOXKHOCTH 34

nevyeHHe. AKO BAINPOAT € eIMHCTBEHOTO MOAXOASKILO JIeYeHHe, TpaOBa Aa ce 00ChaH

He0OXOIHMOCTTA OT M3MON3BAHE HA €(PEKTHBHA KOHTPALIEILIMSA M BCUYKH APYry YCIIOBHA Ha

[Iporpamara 3a npeanazepaHe oT OpeMeHHOCT. CneuHaTuCcThT TPAOBa [a MOJTOXKH BCHYKH

YCUJIMA AETETO OT KEHCKH ITOJ1 Ja NIPEMHUHE Ha AJITEPHATUBHO JIEYEHHE, NIPEIH J1a €

HaBBPLUIIO ITBIIHONETHE.

Tecr 3a peMEeHHOCT

[Tpeau HAYAIOTO Ha JIEUEHUETO ¢ BanTpoar Tpadea Aa ce u3kmoun OpemeHHocT. He Tpsabsa aa ce
3aMoy4yBa JIEYEHHE C BaNMpoaT NPpH KEHH ¢ JeTeposieH NOTCHIUaI O6€3 OTpULIaTENEH pe3yaTaT OT

| TecT 3a 6peMeHHOCT (KPBBEH TECT 3a OpeMeHHOCT), MOTBBPAEH OT JeKap, 3a [a € H3KIIOUH
HexXeslaHaTa ynoTpeba no BpeMe Ha OPEMEHHOCT.

KoHTpaueniys
XKeHuTe ¢ neTepoaeH MOTEHUKAN, HA KOMTO € NpeAnUCaH Bajnpoar, TpadBa aa H3non3ear
e)eKTHBHA KOHTpaLETLHA 0e3 NpeKbCBaHE Mpe3 LENHA Nepruo Ha JeycHue ¢ sannpoar. Ha tesu
MalMeHTKH TPAOBa Ja Obje npeaocTaBeHa H3depnaTe/ Ha HHPopMaLKs OTHOCHO Mpeana3BaHeTo OT
OpeMeHHOCT M TpaOBa Ja 0b1aT HACOYEHH 34 CHBET OTHOCHO KOHTPALIETIUHs, aKO HE H3MO3BaT
ebexTuBHa KOHTpaueniuus. Tpabsa aa ce U3nNON3Ba HAl-MaNKo eAHH ePEKTHBEH METO/ 34
KOHTpaUENLHA (32 MPeANOYHTAHE HE3ABUCHMA OT NOTPeONTENA (POPMA, KATO HANIPHMED
BbTpPEMaTOYHA CIIHpaia WM UMIUIAHTAT), WM JIBE AOMbJABALM ce GOPMH Ha KOHTpaLETLHA,
BKJIIOUHMTENHO OapuepeH Metoa. UHauBuayannure o0CTOATECTRA TPAORA 1a CE€ OLIEHABAT NPH
BCEKH OTOENEH CTydal, Korato ¢¢ M30upa MeToa Ha KOHTpaUerlus, KaTo NnaillieHTKaTa TpabBa na
ce BKJIIOUYH B OOCHKAAHETO, 3a a ¢ rapaHTHpa HEHHaTa aHrKHPaHOCT M CNAa3BaHETO Ha
H30paHuTe MepkH. Jaxe 1a HMa aMeHopesd, TA TpAOBa 1a crna3pa BCHUYKH CHBETH 3a €(PEKTHBHA
KOHTpaLenLH.

CpeAcTBa CHABPXKALH ECTPOrEH

€CTPOreH XOPMOHAIIHH KOHTPAaLENTUEH, OHW MOrJia 1a HaMaJlu ecbm{acmcwa Ha BaJl p@ﬁ (BH{., a
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NPHNagbLUHMTEe H KOHTPOJI HA HACTPOCHHUETO), KOFaTO 3arlOYBAT WM NMPEKLCBAT NPHEMA Ha
NMPOAYKTH, ChABPKALIH €CTPOIEH. |
Ot apyra ¢TpaHa BajIpoaT He HaMalaBa €pHKaCHOCTTA HA XOPMOHATHMTE KOHTPALICITTURH,

['omMineH mperaea Ha JJeYEHHETO OT MEIUUMHCKH CIIEUHATHCT

CrneuuanucThT TpAOBA NOHE BEIHBXK MOAMILHO Aa MpeLieHsABa JalTid BaINpoaT € Hai-MoaXoaALI0TO
NeyeHKe 3a naiyeHTa. CnelManuctsT TpAOBa Aa obcvau [oauiiamus GopMynsp 3a NOTBBPKAEHHE
OCBH3HABAHETO HA PUCKA MPH 3aMO4BaHE HA JICYEHHETO U NPH BCEKH TOULICH MPErnea, U Aa
rapaHTHpa, 4é NalMeHTBT € pa3dpan CbabpXKAHHETO MY,

[InanupaHe Ha OpEeMEHHOCTTA

3a nokazaHHETO SMWIETICHA, aKO JKEHaTa NAaHMpa Aa 3adpeMeHee, TepanuaTa ¢ Bainpoar TpsOra 1a
ce NPeOLIEHH OT CIELHAIUCT C OIUT B JICYCHHAETO HA SMMHUIICTICHSA U Ja C€ OOMMCIAT anTEpHATUBHH
BBL3MOXHOCTH 3a JiedeHUe. Tpabsa fa ce nosiokaT BCHYKM YCWIHA, 3a [a ¢c€ NpeMHHe Ha
NOAXOAALLO ATTEPHATHBHO JISUEHHME NIPeH 3a4€BAHETO U MPEIH MPeKpaTABaHE HA KOHTpalenuqara |
| (Bk. Touka 4.6). AKO CMAHATa HA IEYEHUETO HE € Bb3MOKHA, )keHaTa Tpabea Aa noayuu |
OOMBJIHUTENHA KOHCYITAlLMA OTHOCHO PUCKOBETE ¢ BAINIPOAT 34 HEPOAECHOTO ETE B MOAKpENa Ha
MHPOPMHPAHOTO H B3EMAHE HA pPELIEHHE OTHOCHO CEMEHHOTO TUTaHHMpPaHE.

3a mokazaHHeTOo OUITONAPHO pa3CcTPONHCTBO, aKO AKeHata IUlaHupa Aa 3adpeMeHee, TpAbBa aa ce
[IpOBE/Ee KOHCYJITALMA ChC CMIELIHATIUCT C OMUT B JICHEHHETO Ha OUIIONAPHO pa3cTpoiCTBO H
JIeYeHHETO ¢ BAINpPOoAaT TpAOBa Aa ce MPeyCTAHOBH, U aKO € HeoOX0aUMO Ha ce ITpeMUHE Ha
aITEPHATHBHO NEYECHHE NIPEAH 3aUEBAHETO W MPE/IU MPEKPATABAHE HA KOHTPALICTILIMATA.

B cnyyaii Ha HpeMeHHOCT

AKO XeHa, KOATO Ce JIEKYBa C BajINpoar, 3adpeMecHee, T4 TpAOBa He3a0aBHO J1a ¢€ HACOYH KbM
COELIMAIHCT, 32 4 Ce MPEOLICHH JICUEHHETO C BAINPOAT U 1a ce 00CHAAT ATepHATHBHH
Bb3MOKHOCTH. [ laUMEHTKUTE ¢ EKCMO3HLKA Ha BAJINPOAT IO BpeMe Ha OPEMEHHOCT H TEXHHUTE
NapTHLOpH TPAOBa Aa ObAAT HACOYEHH KBM CIIELMAIHCT C OMUT B TEPATONMOrHUATAa 3a OLICHKA U
KOHCYJITHpaHe OTHOCHO eKCTIOHUpaHaTa OpeMeHHOCT (BXK. To4ka 4.6).

DapMaieBTHT TpAOBa 1a rapaHTHpAa. Ye:

. [IPH BCAKO OTIYCKAHE HA BANMPOAT € npejocTabeHa KapTa Ha nalMeHTa U MALHEeHTKHTE
pa3OHpaT HEHHOTO ChABPMAHHE. |
. NALMEHTKHTE ¢4 MOCHBETBAHH Ja He CIIMPAT JICUEHUETO ¢ BaINpoar H He3aGaBHO Aa ce |

CBBPKAT ChC CMELIMAJIMCT NPH IUIAHKPaHa WIH NoA031upaHa OpeMeHHOCT.

OOvuHTEeNHH MATEpUAIH |
| 3a ga ce MoANOMOrHaT MEAMUMHCKUTE CAELMATIMCTH ¥ NALMEHTKHTE 1A Ce U30erHe eKCno3uuysaTa
Ha BAJIpOoAaT Mo BpeMe Ha OPeMEHHOCT, MIPUTEKATEIAT Ha pa3pelICHUETO 3a ynoTpeda e
[IPENOCTABHI OOYYHTETHH MATEPHAITH 3a NOACH/IBAHE HA TIPEAYNPEXKACHUITA H IPEOCTABIHE HA |
yKa3aHus OTHOCHO YIOTpebaTa Ha Bajnpoart NpH KEHH ¢ AETSPOACH MOTCHLINAl M HHpOpMaLHi 32 |
| chabpaaHuero Ha Ilporpamara 3a npeanassase ot OpeMeHHocT. Ha BCHUKH JKE€HH ¢ AeTepoaeH

| MOTEHLMAN, KOUTO U3MOJ3BaT Bajrpoar, TpsAdBa ga ¢e npeaocTaByd PHKOBOACTRO 32 MaLMEHTa U |
Kaprta Ha nauueHTa. |

Tpabea na ce uznonzea ['oauiueH GopMynsap 3a NOTBBPKIACHHUE OCB3HABAHETO HA PHCKA NPH
3aMOYBAHE HA JIEUEHHETO U N0 BPEME HA BCEKU COJAMLICH MPErae] Ha JEUEHUETO ¢ BAOPOAT OT |
| CMICLIHAIACTA.

“‘..’ ! Tuh
PerpocnexkTusHO 06CEpBALIMOHHO MPOYYBAHE NOKA3Ba NOBUIIEH PUCK OT Pa3CTPONCTBA am fnﬁff‘ a \
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Karo npeanasHa Mapka, MpeANMCBAUIMTE AeKapH TpAOBa 1a HHHOPMHPAT NALMEHTUTE MBbXKE 3a TO3H
[oTeHIMAaleH pUCK (BX. TOUKa 4.6) U 11a 00CHAAT HEOOXOANMOCTTA OT OOMHCIIIHE Ha e(peKTHBHA
KOHTpALETILHs, BKTIOUHTETHO H 32 NapTHEOPKATa, 10 BpeMe Ha ynoTpebaTa Ha BAINPOAT U B
Ipoib/DKEHUE Ha TIOHE 3 Mecela cilel NpeKpaTaBaHe Ha JicueHueTo. IlauuMeHTHTe OT MBXKKH 10N He
Tpa0Ba Jla fapABaT criepMa 0 BpeMe Ha JIEYEHHETO W B MPOABIKEHHE Ha MIOHE 3 Mecella crel
NMpeKpaTABaHEe Ha JIEUEHUETO.

[TaupeHTHTE OT MBXKKH 110/, JIEKYBAHH C BAINPOAT, TPAOBA peIOBHO [1a C€ Nperjexaar OT JIEKyBaliys
TH JIEKAp, 3a Ja C€ MPEUEHH JaTH BAJINPOAThT 0CTaBa Hal-NMOAXOAALIOTO JIEUECHHE 3a TAX. 32 MalKEHTH
OT MBIKKH [TOJ1, KOUTO [UIAHHWPAT [1a 3a4€HaT eTe, TpAOBa a ce OOMHUCHAT U Aa ce OOChIAT C TAX
MOAXOAALIN aNTEPHATHBH HA JleueHHETO. BbB BcekH oTaeneH ciy4ail TpsadBa na ce OLeHAT
MHAHBUAYATTHHTE oOcToATencTRa. [IpenopsunTenHoO € npH HEOOXOAMMOCT Aa C€ MOTHPCH CHBET OT
CHELUANTUCT ¢ OITUT B JIEYEHHETO Ha eMWICMCHA HIIH OUNONAPHO pa3CTPOHCTBO.

HanvuHu ca 06yHHTENHA MaTEpHAITH 32 MEAMLMHCKH CTIIELHANMCTH H MauveHTiTe Mbxe. Ha
[TALMEHTUTE OT MBIKKH [10J1, H3TION3Ballld BAINpPoaT, TpA0Ba la ce NpeaoCcTaBH PbKOBOACTBO 34
nalHeHTa.

Ipedynpesicoenun

TexcKo yepedxcoaHe Ha YepHUR Opob

YcnoBud 32 BE3HHKBAHE

Psaxo ca HabMIOJaBaHH TEXKH YEPHOAPOOHH YBPEXKIaHUS, 3aBBPILBALY NOHAKOra GaTajiHo.
OnuThT NOKa3Ba, ue MallMeHTH ¢ Hal-BUCOK PHCK, OCOOEHO B CITyyauTe Ha MHOXECTBEHA
AMTHKOHBYJICHBHA Teparus ca JISLa Ha Bb3PACT MO/ 3 FOJIMHHU C TEKKH IpUNaagbLy, 0CODEHO TE3H €
MO3bYHH YBpeXKIaHus, 3a0aBeHO YMCTREHO pa3sBUTHE W/WIH BPOACHH META0OMIHTHH HAPYLUCHMH,
BKAKOUHTEIHO MUTOXOHAPHAIIHH HAPYLICHUSA KaTO KAPHUTHHOB ACQULHT, HAPYLUCHUS B YPEHHUA
kb1, POLG myTauuu (BX. Toukd 4.3 U 4.4) wiu aereHepaTBHU 3a001sBaHHA.

Cnen 3-roauiliHa BB3pacT, PHCKBT CE€ peAYLMpAa 3HAYMTEITHO U NPOrpecHBHO HaMallgBa C Bb3pacTTa.
B nose4yeTo cay4vau, TAKHBA UepHOAPOOHH YBpPEXAAaHHA C€ YCTAHOBABAT B TbPBUTE 6 Mecela Ha

JICYCHHUETO.

CuMrromMaTHka

KiMHHYHHTE CUMITTOMH €a OT ChILECTBEHO 3HAUCHHUE 3a MOCTABAHETO HA paHHA AUarHo3a. [lo-
CNELMATHO, CJIEIHHUTE ChCTOSHHSA, KOWTO MOraT Aa IPEaX0XKIaT XK bATeHHIlaTa, TPA0OBA a ce B3eMaT
NpeABUI, OCOOCHO IMPHU PHCKOBH MNaLIHEHTH:

- HecnellMpHYHN CUMNTOMHA OOUKHOBEHO ¢ BHE3AMNHO Ha4allo, KaTo aCTeHHS, aHOPEKCHA, JIETApPTrHs H
CHHIUBOCT, KOMTO MIOHSKOTA C€ MPUAPY>KaBaT ¢ MOBTAPALLO C€ MOBPBILAHE U KOPEMHU OOJIKH.

- IPH MALXEHTH C ENWIETNCHS, MOBTOPHA MOABA Ha I'bPUOBE.

[MawsedTuTe (MK cemeiicTBaTa Ha OonenyBaly Acla) TpAOBa Aa ObAaT HHCTPYKTHPAHH Ad
¢cbOOILIABAT BeHAra Ha NeKyBallHsA JieKap [osBaTa Ha TakuBa cuMntomu. Hezabasxo TpsabBa na ce
M3BBPILH Ta00paTOPHO W3C/IEABAHE Ha YEPHOAPOOHATa (PYHKIUA B JOMBIHEHUE KbM KIHHHYEH
npernen.

HabmoneHus
Hacnenanus Ha yepHOApoOHUTE QYHKIMM TPAOBA A4 c€ U3BBLPLLIAT MPEeaU JICHEHHETO, CJIEd KOETO
NEPHOAHYHO Npe3 mbpBuTe 6 Mecela oT TepanuaTa. Cpea oOWyaliHUTe H3CIEIBAHUA, HAH-3HAUYHMH Ca
M3CJIeIBAHHATA, KOHTO OTPa3aBaT NPOTEMHOBHSA CHHTE3, OCOOEHO NMPOTPOMOHHOBOTO BpEME.
[ToTBbpKOaBAHETO Ha HEOOHUYAHHO HUCKO POTPOMOHHOBO BpeME, OCOOEHO 3aeIHO C APYTH
1abopaTOPHH OTKIOHEHHUS (3HAYHTENTHO HaMaTABaHe HA (PUOPHHOreHa U KOarylalMOHHHTE
NOBHIIEHO HUBO HA OWIMPYOHMH U NOBUILIEHH TPAHCAMHAHA3H) HAJIAraT CIIMpaHe Ha Tepan
HNenakuH 500 mg. Kato npeana3na Mapxka 4 B cly4ail Ha € JTHOBpPEMEHEH IIPUEM HA Canu
MOCIEIHATE ChIIO TPAOBA /1a ce crpart, Thil KATO T€ UMAT CHIUUA ITET HAa MeTabomu3upa

ITankpeamum



MHOTO pSJAKO ca JOKJIaJABaHH CITy4aH Ha T&KbK MaHKPEaTHT, KOUTO MOXKE a ca ¢ QaTajleH H3XOo[.
TakuBa clly4ad MOrar jia ce HaOJiogaBaT HE3aBUCHMO OT BB3pacTTa H NMPOABDKUTEIIHOCTTA Ha
TepanuaTa. Mankure aeua ca ocobeHO pHCKOBA rpyna, HO TO3H pHCK HaMajlgBa ¢ YBEJIHYaBaHE Ha
BB3pacTTa. TeXKHTE MbpUOBE, HEBPOJIOTHYHUTE HApYIIICHH WM AHTUKOHBYJICHBHATA TepalHd MoraT a
ca puckosu dakropH. HepHoapoOHaTa HEAOCTATHHHOCT ¢ MAHKPEATUT [IOBUILABA PHCKA OT daTaneH
H3XOZ.

[TareHTHTE ¢ OCTpa KOopeMHa 6oJika TpsaOBa HezabaBHO Na ObaaT npernesady. B cioyuai Ha
MaHKPEATHT, JIEYSHHETO C BAMNPOAT TpA0Ba Aa ce NpeyCTaHOBH.

Cyunuonu mucau u nogeoenue

Cro0l1{aBaHy ca CYHUHAHA HAealius U MOBEACHHE NPY NALMEHTH, JIEKYBaHH C NNPOTUBOCNWICIITHYHH
cpeacTBsa NpH HAKONKO Noka3aHus. MeTaaHau3 Ha paHAOMM3UpaHH 11aleb0 KOHTPOJIHpaHU
W3NIKTBAHHA Ha NMPOTUBOENIIENTHYHH JIEKapCTBa ChLIO NOKa3Ba €1abo NOBHILEH PUCK OT CYHLMAHA
HaeaLus U noseaeHHe. MexaHH3MBT, KOHTO 00yClaBs TO3H PUCK HE € U3BECTEH U HaJIMUHUTE JaHHH
HE M3K/TIOYBAT BB3MOKHOCTTA 32 [TOBHIIEH PHCK NPH [pHEMaHe Ha HaTPHUEB BAMpOaT/BaINpoeBa
kucenuHa. Cle/loBaTeIHo, nauyeHTuTe TpiadBa Ja ObaaT npociieasBaHy 3a APH3HALM Ha CYHULIMIHA
Uaeamua ¥ oBedeHHE H TpaOBa aa Obae 0OMHUCICHO NOaXoaso JeyeHue. [lanueHTuTte (U
6onHoregayuTe) TpaOBa 1a 6BAAT CHBETRAHHU J1a ThPCAT HE3aDABHO MEAULIMHCKA KOHCYJITTALUs, aKo
BB3HHKHAT MPH3HAIH Ha CYULIMHA HAEALUA UITH TIOBEACHHE.

Cpeocmea, cvovprcauiu kapbanenem
EnHoepemeHHaTa ynoTpeba Ha HaTpHEB BAIPOAT U KapbarneHeM He Ce Nnpenopbysa (BxK. ChLIO TOHKa
4.5).

Hauuenmu ¢ uzgecmuo Wil NOOOIUPAHO MUMOXOHOPUATHO 3a001A6aHE

Banmpoat MoXxe 1a NMpeAU3BUKA WM 1a BIOIIH KIHHHYHHTE NPH3HALHN Ha MOLIEXKALIHTE
MHTOXOHJIPHAITHHM 3a00JABaHus, IPHUMHEHH 0T MyTauvH B MuToxoHapuanHara JHK, kakto u B
komupatdsa POLG sapeH red. [lo-cnieuunanHo, no-BHCOK NPOLIEHT HA BAILIIPOAT-HHAYLIHpaHa oCTpa
yepHOAPOOHA HEIOCTATBYHOCT M CBBpP3aHa ¢ YepHUA ApoO CMBPT ce ChOOINABA [TPH NMALIMEHTH C
HACNEICTBEHH HEBPOMETAOOIUTHHY CHHIPOMH, IMMPUYHUHEHH OT MYTaLUH B KOOUPALIHAT
MUTOXOHAPHATHHUA eH3uM nonumepasa y (POLG) ren, Hanp. cunapoM Ha Alpers-Huttenlocher.
Hapymenus, cebp3anu ¢ POLG, TpsOBa aa ce noao3upar npy nauuMeHTH ¢ gaMHIIHA aHaMHe3a WIH
HACOYBALIH CHMIITOMH Ha ¢Bbp3aHO ¢ POLG HapyilleHHe, BKITIOUUTENHO, HO HE caMO, HECOACHUMA
ennedanonarus, peppakrepHa enwiencus (GokanHa, MHOKIIOHAYHA), CTATYC EMHAENTHKYC C
KITMHHYHA NPOABa, H30CTABAaHE B PA3BUTHETO, [ICHXOMOTOPHA PErpecha, aKkCOHATHA CEH30MOTOpHA
HeBPOIIATHA, MUOTIATHSA, LiepedesiapHa aTakcUA, O(PTAIMOILTErnd WIH YCIOXKHEHA MHT'PEHA ¢ aypa B
okuunutanHara obnacrt. TectsT 3a POLG MyTauns ¢ce H3BbplIBa B CHOTBETCTBHE ¢ HACTOAILIATA
KIHHHYHA MIPAaKTHKa 3a JHAarHOCTHYHATa OLIEHKA Ha TaKMBa HapyLueHHs (BxkK. Touka 4.3).

Ymeocnernu koneyicuu

KakTo v py apyryd aHTHENWIEITTHYHM J€KApCTBa, HAKOH MalMEHTH MOraT a MoIy4aT, BMECTO
noaoOpeHre, oOpaTUMO BIOILIABAHE - YBEIMUECHH HECTOTa H HHTEH3HBHOCT HA KOHBYJICHHTE
(BIUTHOUHTENHO BIOWUIEH eNUASNTHYEH CTATYC), WIH NPOSBa HA HOBH BHAOBE KOHBYJICHH MpH
NMpHIOKEHHE HA Ba/npoaT. B ciyyaii Ha yTeXKHEHH KOHBY/ICUM, NIAaLMEeHTHTe TpaOBa na Opaat
MOCHhBRETBAHM Ja c€ KOHCYATHpAT He3abaBHO ¢ Jiekaps cH (BxX. Touka 4.8).

TexncKu KOJMCHU HEMCEeIARU PeaKy i U GHZHoe0eM
TekkH KOXKHH Hexxenanu peakiiuu (Severe Cutaneous Adverse Reactions, SCARSs), kaTo cuHapoM
Ha Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcu4Ha ennaepManHa Hekponusa ( Toxic
Epidermal Necrolysis, TEN) 1 nekapcreeHa peakiius ¢ €03HHO(GH/IUA M CUCTEMHH cUMNTOMHU (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema myntugopme H aHruoe
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Ilpeonaznu mepku npu ynompeba
[pean 3anmoyBaHe Ha IeueHHUETO TPAOBA Ja € U3BBPLIAT U3CIEeABaHUA Ha YEPHOAPOOHUTE PYHKLIHH

(Bxk. Touka 4.3 IIpoTHBONOKa3aHuA), H MEPHOIUYHO TIpe3 MbPBUTE 6 Mecela, 0COOEHO IPYU PHCKOBH
nauueHTH (BXK. Touka 4.4). [Ipy npoMEHHU B CHITBTCTBALUUTE JIEKAPCTBEHH NPOAYKTH (MMOBUILIABAHE HA
n03aTa Uiy no0aBgHe), 3a KOUTO € H3BECTHO, Y€ BIIUAAT HA YEPHHA P00, MOHUTOPHPAHETO HA YEPHHA
apo6 TpAOBa fa ce pecTapTHpa CHOpe Cliy4as (BHKTE ChILO TOYKa 4.5 OTHOCHO PHCKA OT YBpeXaaHe
Ha YyepHus Apob ChC CaMUWNATH, APYTH AHTHKOHBYJICHBHU CPEACTBa, BIJIIOYHTETHO KaHaOHAHOM).
KakTo npu noeeveTo NPOTHBOESMWISITTUYHH IEKAPCTBA, MOXKE Ja ce 3a0E/IeNH JIEKO NOBHIIEHHE HA
YyepHOAPOOHUTE EH3UMH, 0OCOOEHO B HAYAJIIOTO HA TEPANHATa; T€ Ca NPEXOIHH M u3oaupanH. I1pu te3n
MalMEHTH C€ NPENOPbYBAT M10-33ABI004YEHH 1a00paTOPHH H3CIeIBaHUA (BITIOUHTEITHO
NMPOTPOMOHHOBO BpeMe); MOXe Aa ce OOMUCHH KOPMIHPAHe Ha 03aTa, KaTo [P HEOOXOAMMOCT
CBOTBETHHTE M3CNCABAHUSA TpSOBa fa ce MOBTOPAT.

[Ipenu 3arnoypaHe Ha JICYEHUETO WIIM MpPEOH ONepalya, KaKTO H B CJIyYaH Ha CTIOHTaHHO
KpBBOHACAIAHE WJIH KbPBEHE CE NMPENOPBYBAT KPHBHH H3CNeABaHMA (ITbJIHA KPbBHA KapTHHA,
BKTIOUMTETHO Opoii Ha TPOMOOLIMTH, BpeMe Ha KbpBeHe) (Bxk. To4ka 4.8 Hexxenann nekapcTBeHH

PEaKLHH ).

BuIpeky ue IMYHHH HApYIIEHHA ca HaOMOAaBaHH CaMO KaTo H3KTIOYEHHE MO BPEME Ha
npunoxeHueTo Ha Jenakun 500 mg, noteHuWanHara non3a ot Jlenakud 500 mg Tpsbsa aa ce olleHH
CIPAMO MOTEHLMATHATA OMACHOCT NPU NALUEHTH ChC CUCTEMEH JTyITyC epHTEMATO3YC.

Hapymenus B ypeHHHS LMKBI M PUCK OT XHIIEPAMOHHEMMA
[Tpu noao3upaH eH3uMeH JeULMT Ha YPEHHMS UKD, Pey JIeHeHHETO TPAOBa a ce W3BbpLIaT
MeTabONIUTHH M3CNeABAHUA, IOPAAY PHCK OT XMIIEPAMOHUEMHS, 3apaay BAIPOaT (BX. TOUKH 4.3 U

4.4 TTauMEeHTH C PHCK OT XHUIMOKAPHUTHHEMHA H TE€KKO YepHOAPOOHO yBpEXKAaHe).

[TaliHeHTH ¢ PUCK OT XHIIOKAPHHUTHHEMHSI

ITpunoxkeHWeTo Ha BAINPOAT MOXKE Ja MPEAU3BHKA 109BaTa HIH BIIOILIABAHETO HA
XMIIOKAPHUTHHEMUS, KOATO MOXKE 4a OBe[e R0 XHIIEPaMOHHEMHS (KOATO MOJKe Jla IoBeae A0
XUnepamoHeMHUHa eHiiedanonarus). HabnogapaHy ca ¥ Ipyrd CHMOTOMH, KATO YEPHOAPOOHA
TOKCHYHOCT, XHIIOKETOTHYHA XHUMTOMTUKEMHUSA, MUOMIATHA, BKTFOYHTENIHO KapAMOMHOIATHS,
padaoMHOSH3a, CHHAPOM Ha DaHKOHH, TJ1aBHO NPH NALIMEHTHU C PUCKOBH (PAKTOPH 34
XHIIOKAPHUTHHEMHS WIIH C Bede CHIECTRYBALIA XUNTIOKAPHHTHHEMU. [lallMeHTHTe ¢ MOBHILICH DHCK
OT CHMITOMATHYHA XWUIIOKAPHHTHHEMHUA NPH JICYEHHE ¢ BANNPOAT BKIKOYBAT NALHEHTH C
MeTAaDONUTHH HAPYIICHHSA, BKJIKOUMTENTHO MUTOXOHAPHAIIHU HApyLUEHHA, CBBP3aHH ¢ KAPHUTHHA (BX.
cho Touka 4.4 TlaliMeHTH ¢ U3BECTHO WITH NOA03UPaHO MHTOXOHAPUAIHO 3aD0/ABaHe U HapyLUECHUS
B ypeliHHs LIMKBJI H PUCK OT XHIIEPAMOHHEMHA ), HAPYLUEHHUSA B XPAHUTEIHHA MPHEM Ha KapHMTHH,
NalUeHTH Ha Bb3pacT noa 10 roauHy, enHoBpeMeHHa yroTpeda Ha NMBaNaT-KOHIOTHPaHH JIEKapcTBa
WAH Ha APYTH aHTHENWICTTTHLM.

[TauunenTHTe TpaOBa Aa ObAAT MpeaynpeacHH Aa cbo0LaBaT He3abaBHO 3a BCAKAKBH MTPH3HALM Ha
XHIIEPAMOHHEMHS KaTO aTaKCcHs, HAPYLIEHO Cb3HaHWe, NoBphIlaHe. 1pabBa na ce odMucnn godassHe
HA KApHUTHH, KOraTo ¢e HabnioaBaT CUMITOMH Ha XHIOKapHATHHEMHS.

[MTaumeHTH CBC CHCTEMEH ITBPBHYEH KAPHATHHOB OeMHUHT W KOPUTHpPaHa XUMOKAPHHUTUHEMHUA MOTAT
Aa ObJaT NEKYBaHH ¢ BAJIMPOAT CaMO aKO MOI3HUTE OT JISYEHHETO ¢ BaJIpOaT HAJBHILIABAT PHCKOBETE
NPy Te3u NMAlUEeHTH ¥ HAMa TepaneBTHYHa antepHaTHea. [Ipu Te3un nauneHT TpsadBa 1a ce npusiara

MOHHMTOPHHT Ha KAPHUTHHA.

[TauueHTHTE ¢ OCHOBEH Je(PHUUT Ha KapHUTHH MaIMHATOUN TpaHcdepasa (CPT) tvn
ObJaT npeaylpeacHH 3a Mo-rojieMHs pucK OT padaOMHOIIH3A NIPH ITPUEM Ha BaJmpo
nalMeHTH TpadBa na ce odMucnu 1oOaBAHE HA KAPHHTHH.




Bxk. ¢cbo Touku 4.5, 4.8 u 4.9.

[Manuenture TpaOBa Aa ObAaT NpeayIPEACHH 32 PUCKA OT HaJAaBaHE Ha TETJIO B HA4aNoToO Ha
JISYEHHETO, H € HEOOXOAMMO 114 ce NpeAnpHeMe NOAXOAALLA CTpaTerHd 3a HaMajIABaHEe Ha TO3M PHCK
10 MUHMUMYM (BXK. Touka 4.8 Hexxenanu ieKapCTBEHH pEaKLMH).

[TatmeHTH ¢ HaHyeH nehHUUT Ha KApHUTHH nanMmutoun Tpancdepasa (CPT) tan 2 TpsOsa na 6bpaat
peayrnpeAcHH 3a MO-roisiM pyUCcK OT pabIoMHONM3a, KOraTo NNpHEMaT BajlNpoar.

He ce npenopb4YBa NpHeMaHeTO Ha aIKOXOMN MO BpEME Ha JISYEHHE ¢ BaIpoar.

deua

[Tpu neua Ha BB3PACT NOA 3 FOJWHY Ce NMPENopbYBa MOHOTEpANHUA NPH NpEANnKHcBaHe Ha JlenakuH

500 mg, HO MpeIH 3aMoYBaHe Ha TepanusTa, MOTeHUHaTHaTa noisa oT Jenakud 500 mg tpabsa aa ce
OLIEHHU CIIPAMO PHCKa OT YepHOAPOOHO yBpesk/laHe WIH MAHKPEATUT NPH TaKKMBa MalHEHTH (BX. TOYKA
4.4. Te:kKo YBpeXxXaaHe Ha YepHHA ApoO M BXK. CBILO TOYKA 4.5).

EnnoBpemeHHaTa ynorpeba Ha canvuuiaaTi Tpadsa Aa ce u3dArsa npH Aela noja 3 roAHHA Mopaiu
OMacHOCT OT YEPHOAPOOHA TOKCHYHOCT (BX. CBILO TOUYKA 4.5).

b1n0peuna HeROCTATHYHOCT
Moske na ce HaJTO>KHM HaMansBate Ha Ao3ata. ThH KaTo npocieasBaHeTo Ha Iu1asMeHaTa

KOHLIEHTPAaLHd MOXeE J1a € MOABEeKalll0, fo3aTa TpAOBa 1a ce KOPHrHpa ChoOpa3sHO KNTMHHYHOTO
NpochacAsBaHe.

Harpni
To3u nekapcTBeH NPOAYKT chabpxka 69,19 mg HaTpuH BB BesAka TabneTka, KOMTO Ca €KBUBAJICHTHH

Ha 3,5% OT NpenopbYUTEIHUA MakCHMasieH JHeBeH rpueM Ha C30 oT 2 g HaTpHH 3a BB3pacTeH.
4.5 B3aumMonelcTBHA ¢ APYTH JIeKAPCTBEHA TPOAYKTH H APYrH GopMH HaA B3aHMOAeHCTBHE
BaHsHHE HA BAJNPOAT BLPXY APYIrH JIeKapcTBa

Hegponenmuyu, MAQ unxubumopu, anmudenpecarnmu u 6eH300uazenuniy

Memaxuu 500 mg Moxke 1a noTeHLMpa edekra Ha ApYTH NCHXOTPOIHH CPeICTRa KaTO HEBPOJETITHIIH,
MAQO nuxuburopu, aHTHASNpecaHTU U OeH30IMa3ENTHHY; CJIETOBATENHO C€ MIPenopbyBa KIHHHYHO
npociieifiBaHe, KaTo npu HeoOXoauMOoCT Ao3aTa TpabBa Ja ce kKopurupa.

JTumuii
Jenaxkux 500 mg HaMa edekT BupXY IUIa3MEHUTE HUBA HA JIUTHS.

Denobapbuman

Tenakun 500 mg nopuIaBa NJIa3MeHHTE KOHIEHTPaKH Ha PpenobapbuTan (nmopany HHXHOUpaHe
Ha YepHOAPOOHUA KaTaboNM3bM) H MOXKE 1a C€ CTHUTHE 10 ceaalms, ocodeHo npu aeua. Crie10BaTe HO,
npe3 mbpBUTe 15 Ak O KOMOHHHPAHOTO JIEYEHKE, Ce NPENopbuBa KIHHHYHO NMPOCeasBaHe C
He3a0aBHO HaMansaBaHe A03aTa Ha peHOOapOUTAN NPH Bb3HHKBaHE Ha CEAALHA, KaTO MpH
HEOOXOAMMOCT C€ M3C/Ie/IBaT IJTa3MEeHUTe HUBa Ha (peHoOapOuTan.

[Ipumuodon
Nenaxnn 50 mg noBHIIABA NJa3MEHHTE KOHIEHTPAUHH HA MPHMHI0H C YTEXHABAHE HA
HEXKEAHUTE MY PeaKLMH (KaTo cealus); Te3d NMPHU3HaLH H3YE3BaT MPH ABITOCPOYHO JICHEHHE.
[penopbuBa ce KIMHUYHO NpoceasBane, 0cO0EHO B HAYAJI0TO HA KOMOHUHHpaHa TeparHs U rpu
HeOoOXOAUMOCT — KOPEKLIMA Ha 403aTa.

Denumour
Jenaknun 500 mg noHwkaga 001aTa NJIA3MEHA KOHLEHTpauns Ha pesuTouH. OCBg)

HenaxkuH 500 mg yepenuuasa cBoSoaHaTa hopMa Ha PEHUTOUH C BB3IMOKHOCT OT I0ABA aﬁ M,I'ITDMH gt ,ﬁm ;
Ha Npeao3upaHe (BaINpoeBaTa KMCEIHHA H3MECTBAa PEHHUTOWHA OT MECTAaTa My Ha CBBP3 ,H;e, c SR
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[UTa3MEHHTE NPOTEMHH M MOHIKABA YEPHOAPOOHHUA My KaTabonu3bm). Ilopamy ToBa Ce npenopbUba
KJIMHUYHO NMpOCIeABaHe; KOTaTo C€ M3C/IeABaT [U1Aa3MEHUTE HUBA Ha (PEHHUTOHH, TPAOBa Aa CE OIpeac/In
ceobonHara dopma.

Kapbamazenun

Hanuiie ca cpodineHns 3a KIIMHMYHA TOKCHYHOCT NPU CHBMECTHO MTPWIaraHe Ha BaJInpoar ¢
kapOamaseliH, Thit KaTo BANMpPoaT MOXeE J1a MOTEHLIMPa TOKCHYHHA €eKT Ha KapbamasernHH.
[IpenopruBa ce KIHHHYHO NpOCieqsBaHe, 0cOOEHO B HAYaIOTO HA KOMOMHHMpaHaTa Tepanus, KaTo IpH
HeoOXOUMOCT 103aTa C€ KOpUTHpa.

Jlamompuoiciat
Henaxux 500 mg Hamansipa MmeTaboIM3Ma Ha JJAMOTPHXKKHH U YBENTHYABa CPEIHHA MY MOTY>KHBOT MOYTH

2 mbTH. TOBa B3aUMOEHCTBHE MOXKE a JOBEAE A0 YBEIUUEeHA TOKCHYHOCT Ha JIaMOTPIDKHH, B YaCTHOCT
CEPHO3HH KOXXHH 00pUBH.

CneaopaTteHo, IPenopbyBa C€ KIMHWYHO HaOJIIOAEHHE M KOPUTHPAHE Ha A03aTa (HaMalsiBaHe Ha
703aTa Ha JIAMOTPHKHMH), KOraTo € HeoDX0IUMO.

3uooeyoun
Bannpoar Moxce Aa MOBHUILY IJIa3MEHATA KOHLEHTpAalUsi Ha 3WIOBY/IHH, KOETO [a NOBeie A0 [MOBUIIIEHA
TOKCHYHOCT Ha 3UA0BYAHH.

PDenbamam
Bannpoepata KHCENMHA MOXKE 1a HAMAIM CPeJHMA KIMPBHC Ha (enbamart ¢ 1o 16%.

Onauzanun
BanmnpoeBaTta KMCcENMHA MOXE [1a HAMAIH KOHLICHTpaLHATa Ha OJIaH3aMHH.

Pygunamuo

Bannpoesarta KMCeIMHA MOKE J1a JOBE/IE 10 YBENHYABAHE Ha IUTA3MEHHTE HUBA Ha py(duHamua. Tosa
YBEJIMYEHHE 3aBHCH OT KOHLIEHTPALMATA Ha BAJIMPOeBa KucenyHa. [[oBUILIEHO BHUMaHHE Ce H3HCKBA
0cO0€HO TIPH ZIella, Thif KaTo TO3W €(EKT € M0-BHCOK B Ta3y MOMyiallks.

IIponoghon
BanmnpoeBata KrcelMHa MOXKe 0 I0Be e 0 YBe/IM4YaBaHe HUBATA Ha 1ponodon B kpbBTa. IlpH
eIHOBpeMeEHHATa ynoTpeba ¢ Banmpoar, TpadBa Ja ce 0OMHUCTH HaMallABaHe Ha A034Ta Ha Mporoosi.

Hunvoournun
ENHOBPEMEHHOTO JIEYEHHE ¢ HUMOIWITHH H BANMPOEBa KHCEIMHA MOXKE Ja YBENHYH M1a3MEeHaTa

KOHIIEHTpaLMsA Ha HuMoauImiH ¢ 50%. CaenosatenHo, TpsOBa Aa ce HaMalIK 403aTa HA HUMOIMITHH B
CITyYal Ha XUITOTCH3MA.

BangHHe HA APYIH JiEKAPCTBA BLPXY BAJNpoaT

[TpoTHBOENUIENTUYHHUTE CPEACTBA C EH3UM-MHAYLMpALl eQeKT (B TOBA YHCI0 PCHUTOMH,
¢peHoOapOHuTan, kapbama3sernuH) NOHMWKaBaT CEpYMHHUTE KOHLEHTPALHK Ha BAINPOEBaTa KHCeIHHA. B
¢/ydyan Ha KoOMOMHHMpaHa Tepallis, 103UTe TPAOBA Aa ce KOPUTHpaT ChoOpa3HO KNWHUYHKSA OTTOBOP H
HHBOTO UM B KPBBTA.

Ot gpyra cTpaHa, koMOMHaMaTa oT penbamar v BAJINPOoAT MOHKWKABA KIIHPBHCA HA BAIIIpOEBaTa
kucenuda ¢ 22% no 50%, v cnenosarenHo, yenay4yaBa rnjia3MEHHTE KOHLIEHTPALIMH HA BAJINIPOEBATA
xucenuHa. Jlozata Ha Bajinpoart Tpabea na ce HaboAasa.

MeTabonuTHUTE Ha BAIIPOSBATA KUCEIMHA MOTAT [1a Ce YBENUYaT B CIy4yaH Ha €eAHOBPEMEHHa
bennTouH win perodapduran. CrnenoBaTenHo, NAUUEHTHTE JIEKYBAHH C TE3H [IBE JIEKAPCT
ObaaT BHMMAaTeAHO HabMmoAaBaHH 3a MPU3HALM M CHMITTOMH Ha XUTIEPaMOHUEMMUS.

. N
MednokBHH noBuILaBa MeTabOIM3Ma HA BANMPOEBATA KMUCE/IHHA U UMA KOHBYJICHBEH € &ICT,'; 'rmpaﬂﬂ s
TOBA B CJTyYan HA KOMOHHHMpaHA TEParnuA MOrar /1a Bb3HUKHAT eMWIENITHYHY NMPUNaabLUMN, o, = - 7L




B cnyuaii Ha eqHOBpeMeHHa ynoTpeda Ha BalpoaT ¥ CHIHO CBBP3aHH C MPOTCHHHUTE BEILIECTBA
(acrMpuH), CepyMHUTE HMBA Ha CBOOOIHATA BAJHIPOECBA KHCENHHA MOTaT [a Ce NOBHILIAT.

B ciyyait Ha eqHOBpeMeHHa ynorpefa Ha BuTaMUH K-3aBHCHMH aHTHKOAryJIaHTHH (akTopH, TpadBa aa
ce W3BBLPIIBA CTPOro NpocieassaHe Ha MpoTPOMOUHOBOTO BpEME.

HusaTa Ha MeTaOonuTHTE HA BAJINPOECBATa KACEMMHA MOraT [1a Ce MOBUIIAT (BCIIEACTBHE HA pelyLHpaH
yepHOApoOeH MeTaboU3BM) B CiTy4yail Ha eJHOBpeMeHHa ynoTpeda ¢ IMMETHINH WIH EPUTPOMMLHH.

Kapbanenem (niaHunieHeM, MEPOTIEHEM, HMHUTICHEM)

HamanseaHe HUBATa HA BAMIIPOEBa KUCETMHA B KPBBTA, ca OWIH JOKIAJABAHH [IPH €IHOBpPEMEHHATA
yrioTpeda che ChAbPAKAINM KapOarneHeMu cpeacTsa, Boaellia 10 HamanasaHe ¢ 60-100% HuBata Ha
BATMPOERa KHCENMHA B MPOAB/DKEHHE Ha 2 AHH, TTOHAKOra CBLP3aHo ¢ rbpyose. Ilopaay 6bp3010
HAYa/0 M CTENEHTa Ha MNOHWKaBaHe, €JHOBPEMEHHOTO NMPHIAraHe Ha ChAbPXKaLilM KapdaneHeMu
Cpe/CTBa TIpH MalMeHTH CTabMITH3HPaHH Ha BaNIpoeBa KUcelMHa TpsabBa na ce u3barea (Bx. Touka 4.4).
AKO NEYEHUETO C TE3H aHTHOHOTHLIM He MOXeE Aa ce u3berHe, Tpsadea ga ce U3BBPLLUM CTPUKTHO
nmpocieAdBaHe Ha KppBHHUTE HKBa Ha Jlenakun 500 mg.

Pugpamnuyun

Moske a NOHMKH KPbBHHTE HARA HA BANIMPOEBATAa KUCEAHHA, KOSTO BOAM 10 JIMIICa HA TepaneBTHYEH
epexr. ETO 331110, MOKE Aa ce HANTOXKH 103aTa Ha BANPOAT [1a CE KOPHIUpa NMPH CHBMECTHO
NPUIOKEHHE ¢ pUPaMITULIUH.

IIpomeaznu unxubumopu

[Ipy eqHOBpeMeHHaTa ynoTpeda Ha MpOTEa3sHH HHXHOUTOPH KaTo JIONMHABHD, PUTOHABUD, Ce HAMAABAT
[1a3sMEHHTE HMBA Ha BaIipoara.

Xorecmupamun

[Ipu egHOBpeMeHHa ynioTpeba, XoaecTHpaMUH MOXKe 1a A0BEE 10 HaMa/lABaHe Ha MJIa3MEHHTE HHBa Ha
BaJINpoAar.

Memamuzon

MeTaMH30T6T MOXKE 18 HAMaIH CEpYMHHTE HHBA Ha BAINPOoAT TPy €IHOBPEMEHHO MPUIIOKEHHE, KOESTO
1a JoBeae A0 MOTEHIIHANHO HaMasiBaHe Ha KITHHMYHATa €PUKACHOCT Ha Bannpoar. Jlekapure,
MpeAnUCBalliy JiedeHHue, Tpabra na HabmMoaaBaT KIHHUYHHA OTTOBOP (KOHTPOJ Ha NMPHNaABLUHTE WIH
KOHTPOJI HA HACTPOSHHETO) U 1a OOMHCIIAT NPOCIEAABaHE HA CEPYMHHTE HUBA Ha BAJINIPOAT, aKo €
MOAXOASILIO.

Memompexcam
B HAKOM ZOKIANH C€ OIMMMCBA 3HAYMTENTHO HAMAIABAHE HA CEPYMHHTE HMBA HA BANIIIpoAT clel
IPUIOKEHHE HA METOTPEKCAT ¢ MosiBa Ha repuoBe. [Ipeanuceamure nekapu TpsabBa da npocneassar

KIIHHUYHHA OTTOROP (KOHTPOJ Ha FBPUYOBETE MITH KOHTPOJ Ha HACTPOSHMETO) U a NPEeABHUAAT
NMpocieasBaHe Ha CEPYMHUTE HUBA Ha BAINIPOAT, aKO € HEOOXOAHMO.

Jpyru B3anMoaciicTBHA

Puck om yepeacoane na weprus Opob

EnuoBpemeHHaTa ynotpeba Ha camvumiaTi TpsaOBa /1a ce u3bsarea npy Aewa 1o 3 rouMiliHa Bb3pacT
nopaan PHCK OT YepHOAPOOHA TOKCHYHOCT (BX. TO4Ka 4.4).

ExnospeMeHHaTa ynoTpeba Ha BalnpoaT H MHOKECTBEHAa AaHTUKOHBY/ICUBHA TEPAIHs IIOBHLLIABA PUCKA

OT YBpeKIAaHe HA YEPHHA ApoD, 0COOEHO MpH MANIKH eLa (BXK. Touka 4.4). AR RN
EnnospemeHHata ynortpeba ¢ kaHabuadoJ1 NoBylIaBa YE€CTOTATa Ha NIOBHIIABaHe Ha €H3H ;f',f T '"‘“:'g{f' |
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eTHOBpeMeHHO kaHabuauon B no3u ot 10 a0 25 mg/kg v Bannpoar, ce crodLasa 3a 1nos hq&{e Hﬂ
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AHTUKOHBYJICHBHU CPEICTBA C MOTEHITHATIHA XeNATOTOKCHYHOCT, BITKOYMTENTHO KaHAOUIHO!, U TpAORa
na ce OOMHCIH HaMaTIBaHE Ha J03aTa WM MIPEKPaTABAHE Ha JICYCHHETO B CTyYaH Ha 3HAUUTEITHH
aHOMAJTMH HA YepHOAPOOHUTE napamMeTpH (BxK. ToUKa 4.4).

EAHOBPEMEHHOTO NPHAOKEHHE HA BANNPOAT H TONHPAMAT € CBbP3aHO ¢ eHueaIonaTus U/ Hin
xunepamonuneMus. [lalMenTyTe NeKyBaHu C TE3H /1Ba JICKAPCTBEHH MPOAYKTa TpAOBa BHUMATETHO Aa
ce HabmOaaBaT 3a MpU3HALIM U CUMITTOMH Ha XMINepaMOHHeMH4Ha eHledanonaTus.

KeemuanuH
EnHoBpeMEHHOTO NPHIOKEHUE Ha BANIIPOAT C KBETHATIHH MOXKE [1a YBEIHYM PHUCKA OT
HEeYTPOTICHH/JIEBKOTICHHUS.

Cpedcmea cvOvpiucauju eCmpo2eH, SKIIONUMEARO CbObPIHCAYU eCMPOZEH XOPMOHWIHU
KOHMpayenmueu

Ectporenure ca unaykropu Ha uzohopmu Ha UDP-riokyponoswn tpadcdepasara (UGT), yuactBailiy B
FMOKYPOHUPAHETO HA BAJMPOoaT M MOTAT J1a YBETNUYAT KITUPBHCA HA BaIIpOaT, KOETO a JOBEAe A0
HamManeHa CepyMHa KOHLEHTPALUA Ha BAJMIPOAT K BB3MOXKHO HaMallaBaHe Ha ePUKACHOCTTA Ha
Ba/IMpoara (BK. Touka 4.4). [la ce odOMuCcH npociieI1BAHETO HA CEPYMHUTE HMBA HA BAJMPOAaT.

Ot apyra cTpaHa BaIIPOAT HAMA €H3MM-HHAYMpaLl eeKT; BCAEACTBHE HA TOBA, BATNPOAT HE CHHKABA
€(eKTUBHOCTTA HA €CTPONPOrecTATHBHHTE CPeACTBA IPH )KCHH B3eMallli XOPMOHA/IHH
KOHTpaLICITTHBH.

[Tusanam-xonozupanu nexapcmsa

EXHOBPEMEHHOTO NPUIOKCHHE Ha BaNpoar ¥ NUBAIaT-KOHIOIMPaHH A€KApCTBa (KaTto e AMTOPEH
MUBOKCWJI, a1€()OBUP JWTIMBOKCHI, MUBMEIIUIMHAM Y NMMBAMITHLIWIHH) TPAOBa aa ce U304area nopaau
MOBHILEH PUCK OT H3YEPNBAHE HA KAPHUTHH (BX. Touka 4.4 [[auneHTH ¢ pUCK OT XHITOKAPHUTHHEMHA ).
[MaiyeHTHTe, NPH KOUTO HE MOXKeE 13 C€ H30erHe CbBMECTHOTO MPMIIOKEHHE, TpaOBa aa Obaar
BHHUMATEAHO HAOMOAABAHH 3a MPU3HALM U CHMITTOMM HA XHTIOKapPHHUTHHEMHS.

Knozanun

EnHOBpeMEHHOTO JIEUEHHE ¢ BANINPOAT ¥ KI03aNUuH MOXKE Ja MOBUILHN PUCKA OT HEYTPOIIEHHS H
KJ103aNHH-HHAY LHPAH MHOKApAUT. AKO € HeoOXoIuMa CBIThTCTRALLA yIIoTpeda Ha Banmpoar ¢
KJ03anuH, € HeoOX0AMMO BHHUMATEJIHO TpOociesiBaHe U 3a IBeTe CLOUTHS.

4.6 PepTHAHTET, GPEMEHHOCT H KbPMEHe

BPEN!EHHGCT HKCHH C J€TEPOACH NOTEHIHA

Jevenue na enwrencua
¢ Bannpoar € NpOTHBOMOKA3aH 110 BpeMe Ha OpeMEHHOCT, OCBEH IMPH JIUTCA HA NIOAX0AAILO
ANTEPHATUBHO JICYEHHE

e Bannpoat e MPOTHBONOKA3aH MPU XKEHH C JAeTEPOAEH ITOTEHLMAN, OCBEH KOraTo ¢a U3MbJHECHH
yciiousTa Ha Hporpamara 3a npeanassaHe oT OpeMeHHOCT (BXK. TOUkH 4.3 1 4.4)

Jevuenue na bunonapro pazcmpoiicmso

e Bannpoar € npoTHBOMOKa3aH Mo BpeMe Ha OPEMEHHOCT
Baqnpoar e NpOTUBONOKAa3aH NPH KEHHU ¢ AETEPOICH NMOTEHLUHAN, OCBEH KOTATO Ca U3IMbJIHEHH
ycrnoBusiTa Ha [Iporpamara 3a npeanasBaHe OT OpeMEHHOCT (BK. TOUkU 4.3 U 4.4)

TepatoreHHOCT M €EKTH BLPXY PA3BHTHETO OT in utero €KCIO3HLINS K,

Puckoge, cebp3anu ¢ exCROUYUA HA BAINPOAM RO 8PEMeE HA DpeMeHHOCM e \! :

[Tpy >keHHTE, KAKTO MOHOTEPANHMATA C BANNpPOAT, TaKa ¥ NOJIUTEPANUATa ¢ Baanpoar, BRUfig9saifid y -, i&, » |,

APYTH aHTHECMTUIEHTULIM, YECTO Ca CBbpP3aHH ¢ aOHOPMEH M3X0[ HAa OpeMeHHOCTTA. \% R RN PR A
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HanuyHuTe JaHHH MOKa3BaT YBEITUYCH PUCK OT TEXKKH BPOACHH M&ﬂ¢leMHHHH H HapYUCHHA HA
Pa3BHTHETO HAa HEPBHATA CUCTEMA W B ABATA ClIyYas — KaKTO IPH MOHOTCPAIN, TAKa H IIpH
MMOJIHTEpANUA ¢ BANINPOAT, B CpAaBHEHHC C NTIOITYJIAllHA 0e3 eKCno3nuMuA Ha BAINIPOAT.

[TokazaHo e, ue BaNMpPoOAaT NIPEMUHABA Mpe3 [U1alleHTapHaTa Oapyepa KakTo MPH JKUBOTHHCKH BHAOBE,
TaKa M [IpH Xopa (BX. To4Yka 5.2).

[Tpu >KMBOTHM: TIPH MHLUKH, TUTEXOBE M 3aHLIM ca JJOKa3aHH TepaTOreHHH e(deKTH (BXK. Touka 5.3). B
MPEAKTHHUYHY TIPOYUYBAHHA €€ IEMOHCTPHPA 10303aBHCHMO HaMalAaBaHe Ha eTanHOTO TEro NpH
YXUBOTHH C in ufero eKCIO3HLHA Ha BANNPOAT CIPAMO XKHBOTHH 0€3 eKCO3ULMA (BXK. ToYKa 5.3).

Bpooenu manghopmayuu 6 pesyamam Ha excrozuyua in utero

MeTaaHau3 (BKTIOUBALL PEFTUCTPH M KOXOPTHH MPOYYBAHUNA) MOKa3Ba, 4ye 0koao 11% ot neuara Ha
KEHU C ETTWIENCHA, EKCIIOHMPAHH Ha MOHOTEPANus C BaiNpoar 1o BpeMe Ha OpeMEHHOCTTAa UMAT
TEXKKH BpoJeHH ManidopMauuu. ToBa € MoBe4e OT PUCKA 3a TeXKH MandopMaldH B obiaTa
nomynauus (okoso 2-3%). PUCKBT 3a TexkKH BpOAEHH MangopMaluH NPH aella Clie in utero
EKCIIO3HIIMA Ha aHTHEIMWIEIITHYHA JIeKapCTBeHa MMOJIUTEparus, BKTIOYBRALIA BAIIPOAT, € II0-BUCOK OT
TO3Y HA aHTUENWIEITHYHA JIEKAPCTBEHA Teparms, KOSTO HE BKJIIOURA BANNPOAT. PHCKBT €
N0303aBHCHM TIPH MOHOTEpaN#s ¢ BAANpPOaT, KaT¢ HAIMYHUTE JaHHH MOKAa3BarT, ye € J0303aBHCHM H
TIPH IOIUTEPANHA ¢ BAINPoaT. Briipeky ToBa, paroBaTta A03a, 110/ KOSATO HE CBIIECTBYBA PHCK, HE
MOX€E JIa C€ ONPEIEH.

HanmuyHute JaHHH MOKa3BaT HApACTBAHE Ha CITyYaWTe Ha MAIIKM M TeXKH MasipopMaunu. Hak-
YeCTHTE CJyyaH Ha Mam(opMaLiK BITIOYBAT AedeKTH HAa HEBpalHaTa Tpbba, THIEB THCMOPPH3IBM,
33ellIKa YCTHA M BhJI4Ya [1acT, KpaHHOCTEHO3a, ChpAevHH, ObOPEUHU ¥ YPOreHUTAIHH Ae(eKTH, H
nedexTH Ha KpalHHLIMTe (BKIIOYHTENHO ABYCTPAaHHA arulasus Ha 1bYeBaTa KOCT), U MHOXKECTBO
aHOMAJIHH Ha Pa3/IiYHH CUCTEMH B YOBELIKHA OPraHH3bM.

Excnozuiumdgra in utfero Ha BaNNpoaT MOXKE Jla TOBEE 10 YBPEXKAAHE Ha CITyXa WM NIyXOoTa 1opaaH
Mas(pOpMaLiiK Ha YIIMTE H/WAY Hoca (BTOpPUYEH €(PEKT) W/HITH AMPEKTEH TOKCHYEH €DEKT BBPXY
ciyxoBHA anapat. CiydanTe OMMCBAT KakTO €AHOCTPAHHA, TaKa M IBYCTPaHHA IIyX0Ta WIH
yBpexcaaHe Ha ciryxa. He 3a Bcuuku ciyvad ca cbo0LIeHH pesyarard. Korato ¢a cboOIIeHH
pE3yATAaTH, B NIO-TOIIMATa YacT OT CyJauTe He ce HaObJioAaBa Bb3CTAHOBABAHE,

Excrio3sduus in ufero Ha BAJNMPOAT MOXE Aa AOBEAE A0 O4YHM MandopMalUH (BKHOYHTEIHO KoltoboMma,
MHKPOdTATMHSA), KOWTO C€ ChOOINABAT BEB BPB3Ka C APYTH BPOACHU MandopMatki. Te3n o4HH
MangopMaLMKH MOTaT [a 3aCErHAT 3PEHUETO.

Hapywenus 6 pazeumuemo Ha HepeHAmMa CUCMema 8 pe3yamam Ha eKCno3uyus in utero

JIaHHW 10Ka3BaT, Y€ EKCIO3HLMA HA BANPOAT in ufero MOXe 1a UMa HeONarorpusaTHH €PEKTH BBPXY
MCHXMYECKOTO M (PHINYECKOTO PA3BMTHE Ha AELATa, U3JIOKEHHU HA TakaBa EKCIO3HLMA. PHCKBT OT
HapYILIEeHHS B PA3BUTHETO Ha HEPBHATA CUCTEMA (BITIOUYUTENHO ayTH3BM) H3FIEK/A € 103034BUCHM,
KOraTo BAJIMPOAT ce H3M0J3Ba KaTO MOHOTepanua. Brapeky ToBa, riparoBarta 103a, oA KOATO PHCKBT
He CBIIECTBYBA, HE MOXE Aa C€ YCTAaHOBH Bb3 OCHOBa HA HAITMYHKTE JaHHU. Korato Banamnpoar ce
M3MMOJI3BA KaTO MOJIHTEPAnMA ¢ JPYrH AHTHENMWISNTHYHH JIEKAPCTBEHH NPOIYKTH, PUCKBT OT
HApyIIeHHS B pa3BUTHETO HA HEPBHATA CHCTEMA B MTOKOJIEHHETO CBHLIO 3HAYHTENHO C€ YBEIHYABa B
CpaBHEHHE ¢ TO3H IpHU Aeua OT o0ILAaTa NOMyMalus HIIH POJEHH OT HENEKYBAHH MaHKH C CIIWICICHS.
ToYHUAT PUCKOB FECTALIMOHEH MEPHOJ 33 TE3U €PEKTH € HECUTYPEH H BE3MOKHOCTTA 38 PUCK 10

BpeM¢e Ha ianiata OpeMEHHOCT HE MOXE J1a C€ H3KTIOUH.

Koraro pannpoar ce npunara Karo MOHOTEpanus, Mpoy4BaHus MpH A€UA B IpeyYHIHIIHA Bb3PacT,
M3JI0KEeHH Ha €KCTIO3HLIMA Ha BaNIpoar in utero no Bpeme Ha OpeMeHHOCT MokKa3eart, ue B 10 30- 40%
OT ciIyuauTe ce Habmoaapa 3abaBsHe B TAXHOTO PAHHO PA3BHTHE KATO: FOBOP, MO-KBCHO

FO-HUCKH HHTENEKTYalHHU CrIOCOOHOCTH, NOLUH €3HKOBH YMEHHUSA (rOBOPEHE U pasﬁupakjpm m
C MaMeTTa.




HapylIaBaHe Ha WHTENIEKTa MOXe a ObJe HE3aBUCHM OT KOSPHULIHEHT Ha HHTEMUreHTHOCT (1Q) Ha
MaiikaTa, BBIIPEKH Y€ pONiATa Ha CMYLHABaIUTE (GAKTOPH HE MOJKE [1a C€ M3KIFOYH TIPH AeLa.
JaHHUTE 0 OTHOUIEHWE Ha IBJATOCPOYHUA U3XO0O[ Ca OTPAHHYCHH.

HanuuuuTte JaHHH OT NMOMYJIaHHOHHO 0a3MpaHO U3NMHTBAHE [10OKA3BAaT, Y€ J€LaTa C €KCIIO3HLHA Ha
BAJIIPOAT in utero ca ¢ MOBUIIEH PUCK OT pa3CTPOMCTBA B ayTHCTUUHHS CIIEKTHP (MPHOMH3IUTENIHO
3 IBTH) ¥ 4ETCKH ayTH3BM (OKOJIO 5 MBTH) B CPABHEHHE C MOMYyNALMATA HA Te3H 0e3 €KCIO3ULIMA B
IPOYyYBAHETO.

Hanuuudre JaHHU OT APYTO NOMyJalHOHHO Oa3HpaHO M3MMTBAHE [I0KA3BaT, Ue AeuaTa H3JI0XKEHH Ha
eKCIO3MLIMSA Ha BAINPOAT in ufero ca ¢ MOBUIIEH PUCK OT pa3BUTHE Ha CUMITTOMH KaTo Ae(QHUUT Ha
BHUMAHUETO/XMIIEPAKTHBHO pa3cTpoiicTro (attention deficit/hyperactivity disorder, ADHD)
(npuOH3uTEenHO 1,5 METH) B CPAaBHEHHE C NOIY/IAIUATA Ha T€3H 0€3 €KCNO3HLUHA B MPOYYBAHETO.

Hucko 3a cecmayuonnama evapacm mezao 6 pe3yimam Ha in utero eKcno3uyus

Hsaxou enuaeMHOIOrHYHH NPOyvBaHHUA MOKA3BaT NO-BHCOK PHCK OT paKJaHe ¢ HHCKO 3a
recTalidOHHaTa Bb3pacT Tersio (small for gestational age, SGA) (SGA ce onpeaend KaTo TErno npx
paxnaade noj 10-THS MepCeHTH A, KOPUTHPAHO CIIOPE] Fe€CTallHOHHATA BB3PacT, CTPATH(HULIMPAHO MO
[10JT) IIPM JieLia C in utero €KCTIO3HWLHMS Ha BAIIPOAT, B CPAaBHEHUE C Ie1a Oe3 eKCIIO3KLMA WITH C
EKCMO3uLMa Ha TaMOoTpHKHMH. SGA ce Habmoaasa npu npudnusutesHo 11-15% ot nenara ¢ in utero
eKCIIO3MIMA Ha Bannpoart, 8-9% oT jeliaTa ¢ €KCNO3ULKA Ha TaMOTPWXHH, U 5-10% oT aeuara, koUTo
ca 6e3 eKCrO3ULHA.

HamuuHuTe JaHHH NP XOpa HE MO3BOIABAT Ja C€ HANpPaBH 3aKIIOYEHHKE 3a [10TeHLHANeH
N0303aBUCHM e(eKT.

Heya om sicencku noa, 0eB8OUKU U JCeHU ¢ 0emepoder nomeHyuan (6xc. no-2ope u moyxa 4.4)
Cpeactea ChIbpAKallK €CTPOreH, BKITIOUHUTENHO ChAbPKAILH €CTPOTEH XOPMOHAIHH KOHTPALIENITHBH
MOTaT Ja YBeIu4aT KIHpPbHCA Ha BAJINPOAT, KoeTo OM MOIJIO Aa NOBEAE A0 HAMANIABAHE HAa CEpyMHATA
KOHIEHTPALIMA HA BANNPOAT U BE3MOKHO HaMaliBaHe Ha €()EKTHBHOCTTA Ha BaIlpoart (BXK. TOYkH 4.4

1 4.5)

Axo xcenama nranupa bpemennocm

3a noxazaHUeTo ENIENCHs, aKO JKeHaTa IUaHupa Aa 3abpeMeHee, TepanuaTa ¢ BaInpoar TpadBa aa ce
MPEOLEHH OT CHELMATMCT C ONMUT B JICYSHHETO HA €MWIeNCUus KM Ja ce OOMHCIAT alTepHATHBHH
BB3MOXKHOCTH 3a NleueHue. Tpabea ga ce MojoXaT BCUYKY YCWIHA, 32 A4 ce MPEeMHUHE Ha MOAXOASAO
aITTEpPHATUBHO JICYEHHE NPEIH 3a4EBAHETO M NPeaH NPEeKpaTABaHE Ha KOHTPALICTILHATA (BX. TOUKA 4.4).
AKO cMsiHAaTa Ha JICYEHHETO HE € BHL3MOXKHA, )KeHaTa TpadBa Aa NMOoIy4M AOMBIHWTEHA KOHCYNTalus
OTHOCHO PHCKOBETE ¢ BANNpOAT 3a HEPOAEHOTO AETE B MOJAKperna Ha HHQOPMHPAHOTO H B3eMaHe Ha
peLleHHue OTHOCHO CEMEHHOTO IUTaHHpaHE.

3a nokaszaHHETO OCHNONSPHO Pa3CTPOMCTBO, aKO )KeHaTa fJiaHupa Aa 3abpeMeHee, TpaOea aa ce npoeeae
KOHCYJITALIMA CbC CHOEHMATMCT C OMWT B JICYEHHETO Ha OUMONSPHO PasCTPOHCTBO H JIEHEHHETO C
BaNpoat TpabBa fa ce MpeycTaHOBH, U 4KO € HeoOXOMMMO, TpAOBa Ja C€ MpEeMHHE Ha AITEPHATHBHO
JIeYEHHE MpeaH 3a4EBAHETO U NPEAU NIPEKPATABAHE HA KOHTpaLIETLIHATA.

Bpemennu scenu
Bannpoat kaTo nedeHue 3a OUNOJNIAPHO pa3CTPOHCTRO € MIPOTHBOMOKA3aH 3a ynoTpeda 1o Bpeme Ha
OpemeHHOCT. Banmnpoar, KaTo JieueHUe 3a eNWIETICHA € MPOTHBOMOKa3aH NIpH OPEMEHHOCT, OCBEH KOrato
HAMAa MOOXOJAII0 aATTepHATHBHO JeucHHE (Bx. TOUKHK 4.3 U 4.4).

AKO KeHa, KOATO ce JeKyBa ¢ Banmpoar, 3abpeMeree, T8 TpAOBa He3abaBHO 11a C€ HaCOYH KbM
CMEeLMAIUCT, 3a Ja ce 00CHAAT anTepHATHBHU BB3MOXHOCTH 3a JieueHue. [1o BpeMe Ha OpeMEHHOCT,
TOHHYHO-KJIOHWYHHTE IbPYOBE NMPH MAHKaTa U €MUWIEITTHYEH CTATYC ¢ XUITOKCHSI MOTAT [1a HOCAT
ornpeneneH pUck OT CMBPT 3a MalikaTa M I0Ja.

AKO, BBITPEKH H3BECTHUTE PUCKOBE C BAJINPOAT MpH OPEMEHHOCT H ciie BHUMATETHO 00
AITEPHATHBHO JICYEHHE, MPH H3KTIOYHTENHH 00CTOATENCTBA OpeMeHHaTa )eHa TpaOBa
BaJIMIPOAT 3a eMWIENcH, Mpenopbysa ce aa:

® Ce H3M0J13Ba Hal-HHCKaTa ECDEKTHBHEI A034 H Aa CC pasiaciia AHCBHATA 11034 B
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nekapcTBeHa GopMa ¢ YIBDKEHO OCBOOOKAaBAHE MOXKE J1a € 3a NPEANoYHTaHe npea APYrH

nexapcTBeHH GopMy, 3a a ce u3berHaT BUCOKM MaKCHMAaIHH IUTIa3MEHHM KOHLIEHTPALHH (BX.

TOUKA 4.2).
BceuukH NalMeHTKH ¢ eKCITO3HLIMA Ha BaJIIPOAT No BpeMe Ha OPEMEHHOCT U TEXHHUTE NMapTHEOPH TpAdBa
aa 6bAaT HaCOYeHHM KbM CIIELIMAJIMCT C OITKT B TEPATOJIOTHUATA 34 OLIEHKA M KOHCYJITHPaHe OTHOCHO
ekcrioHupaHaTa OpeMeHHOCT. TpAdBa 1a ce U3BBPILBA CTICIUATIU3UPAH NpeHaTaNleH MOHHTOPHHT 34
OTKPHBaHE Ha Bb3MOXHA MosABa Ha Ae(eKTH HA HeBpasiHaTa Tphda HiTH ApYrH MajipopMalikH.
[IpremaneTo Ha 0o6aBKU ¢ GoMHEBa KUCEIMHA TPEIH OPEMEHHOCTTA MOXKE J1a HaMaJTH pHCKa OT
nedeKTH Ha HeBpaTHaTa Tpb0a, KOWTO MOraT Aa ce MOSABAT MpH BCAKa OpeMeHHOCT. HanuuHuTe naHHu
oBaye, HE MpPEAToNarar, 4e Go/iieBaTa KUCENHHA MPeJOTBPATABa OABaTa Ha BPOAEHH Ne(EKTH HiH
MaJIpopMaLIMH NOPaIH €KCIO3HLIMSA Ha BaIIpoar.

Puck 3a nosopodenomo

- MBHOro psaako ca AOKJIaJBAHH CIy4Yad Ha XEMOPArH4YeH CHHAPOM TPH HOBOPOASHH, YHHTO MaHKH
ca pUeMalli BaJIIpoar no BpeMe Ha OpeMeHHOCT. To3u XxemoparuieH CHHAPOM € CBbP3aH ¢
TpoMOOLMTONEHHA, XHITOPUOPHHOTeHEMHS WHITH 10 HaMaJIaBaHe Ha JpyIrH GakTopH Ha
KpPBBOCBCHPBaHETO. AGHOPHHOreHEMHS € AOKIIaiBaHa ChIUIO H MOXeE 1a Ob/1e C daTaeH U3XoA.
Tosu xeMoparudeH cuHApoM, obaue, TpaOBa Aa ce pa3rpaHUYH OT HaMaJIABaHETO Ha BUTaMHH K-
3aBUCHMHTE (QAaKTOPH, HHAYLUPAHH OT peHoOapOUTan U eH3SUMHHU MHIYKTOpH. Clea0BATENHO,
6pos Ha TPOMOOIIMTUTE, HUBOTO Ha GUOpHHOreHa B IUIa3Mara, Koary/JlalHOHHH TECTOBE H
¢akTOpH Ha KPBBOCHCUPBAHETO TPAOBA /la C€ H3CMEABAT IIPH HOBOPOAECHH.

- Cny4ad Ha XMNOTJIMKeMUs ca O1id JOK1aiBaHU [P HOBOPOASHH, YHHTO MAHKH ca NpHeMaiu
BAJINIPOAT 10 BPEME Ha TPETH TPUMECTHP OT OPEMEHHOCTTA.

- Cnyyau Ha XMIIOTHPEOUIHU3bM ca OWIH TOKITaBaHH NPH HOBOPOAECHH, YHHTO MaHKH ca
MpHeMalli BANNpPOAT 1o BpeMe Ha OpeMEHHOCTTA.

- CyHOpOM Ha OTHEMAHETO (KaTo, M B YaCTHOCT Bb30ya, pa3ApasHATENHOCT, CBPbXBB30YIUMOCT,
HEPBHOCT, XUIIEPKUHE3Ms, HAPYLLIEH TOHYC, TPEMOP, KOHBYJICHH W HapYIIEHHS HA XPAHEHETO) MOXeE
J1a ce MOABH NPy HOBOPOJSHH, YMHUTO MaHKH ca MPHEMATH BAINPOAT 110 BpEME Ha MOCNIEIHMA
TPUMECTBP OT OpEeMEHHOCTTA.,

Muoxe M HOTEHIHAJEH PHCK OT PA3CTPOHCTBA HA HEBPOJOTHYHOTO PAZBHTHE IIPH Aela YHHTO
OallH ca JeKYBAHH ¢ BAJINPOAT Npe3 J-T1e Mecella NpeaH 3a4eBaHeTo.

PeTpocnekTHBHO 00CEPBALIMOHHO NTPOYYBAHE B 3 CKAHIHHABCKH IbPXKABH MOKa3Ba MOBHILICH PMCK OT
pa3CTPOMCTBA HA HEBpOTOrHYHOTC pa3euTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 1o
| 1-roauinHa BB3pacT), YMHTO Oalld ca NeKyBaHH ¢ BAIMpPOaT KaTo MOHOTEPAIHS 1Ipe3 3-Te Mecela
Mpead 3a4UeBaHeTO, B CPAaBHEHHUE € ASLATa, YUHMTO OalluM ca JISKyBaHH C TAMOTPHXKHH HIH
AEBETHPALIETAM KaTO MOHOTEpanus, ¢ 00001LeHO KOpUripaHo cboTHOUICHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuar kymyaatueeH puck ot NDD sapupa Mexay 4,0 % n 5,6 % B
rpynaTa Ha BaInpoart crpaMo Mexay 2,3 % u 3,2 % B koMOHHHMpaHaTa rpyna Ha
NTAMOTPYOKUH/TIeBeTUpaLieTaM. [IpoyyuBanero He € A0CTaThb4HO MalabHo, 3a Aa ce WiciieqBa Bph3KaTa
¢be cnenu@uuHy noarunoese NDD, a orpaHHYeHUATa Ha MPOYYBAHETO BK/IKOYBAT MOTCHIIHAIHO
,,3aMBIIABaHe", CBHP3aHO ¢ NMOKA3aHUETC H Pa3IMKH BB BPEMETO Ha NMpocjieAdBaHe MKy IpynHTe ¢
excrniozuuus. CpeJHOTO BpeMe Ha NMpocieisBaHe Ha JellaTta B rpyrnara ¢ Bampoar Bapupa mMexay 5,0 u
9,2 roavsy B cpaBHeHHe ¢ 4,8 H 6,6 roUHH 3a AellaTa B rpynaTa ¢ JaMOTPIDKHH/IEBETHpALIETaM.
Karto usno e Bp3MoxeH nopuiieH puck or NDD npu gena Ha 6ailin, 1eKyBaHM € BAINPOAT Mpes 3-Te
Mecella Tpear 3a4€BaHeTO, HO MPUYUHHO-CAEACTBEHAaTa Bpb3Ka ¢ ynoTpedara Ha Balnpoar He €
notebpacHa. OcBeH TOBa B MPOYUBAHETO HE € oLeHeH pUcKbT oT NDD npu aena, unmTo Oawnu ca
CIIpesid MpHeMa Ha BAJINpOoAaT Noeeye OT 3 Mecela NpeaH 3a4eBAaHETO (T.€. € Bb3MOXKHA HOBa
criepMatoreHesa 06e3 eKcrno3ruuys Ha BINpoar).

Karto npeanazsa Mapka, NpeANHCBAILUATE eKkapH Tpa0Ba Aa HHPOPMHUpAT MALMEHTHTE
MOTEHUHATIEH PHCK U Aa 00CHAAT HEOOXOUMOCTTA OT €(PEKTHBHA KOHTpALENLMA, B <
NMapTHbOpPKaTa, JOKATO W3I0I3BaT BAIPOaT U MOHE 3 Mecela Cliel MpEeKpaTABaHe H ﬁx{ \ \
To4Ka 4.4). [lalMeHTHTE OT MBXKH 1101 He TPAOBa Ja JapsaBaT criepMa 1o BpemMe Hajfied i uer?&rn %_ "
MpONB/UKEHHE Ha TIOHE 3 Mecela ¢lie/l [peKpaTaBaHe Ha JISYEHHETO. - (R




[TaumeHTUTE MBXKe, TeKYBaHH ¢ BaJINpoaT, TPAOBa PEeIOBHO J1a Ce NpEerfiesKaar OT JIEKyBalus Iy
JieKkap, 3a Aa ce MPelleHH NaJTH BAINPOAThT € Hal-TIOAXOAAIIOTO JICHEHHE 3a TAX. 3a MaUMeHTH OT
MBIKKH T0J1, KOMTO TUTaHHPAT Aa 3aueHaT AeTe, TpAOBa Ja ce OOMHUCHAT M Aa ce 00ChIAT € TAX
MOAXOAAIIM ANTepHATHBY Ha JledeHHeTo. BLB BCekH OTAeNeH ciiyyal TpaOBa 1a ce NpeueHAT
UHAMBHAYATHHTEe oOcToaTencTea. [Ipenopryea ce npu HEOOXOAHUMOCT [1a C€ IOTBPCH CHBET OT
CICLHAUCT C OMHT B JISYEHHETO HA SMWICTICHA HWJIH OHMOIAPHO pa3CTPOHCTBO.

KLpMmeHe
ExckpellgfTa Ha BAIMPOAT B KbpMaTa € HUCKA, ¢ KOHLeHTpaLusa mexxay 1% go 10% ot cepymHuTe HHBa

Ha MaiikaTa. B3 OCHOBA Ha TUTEPaTYPHUA M KIHHWYEH OIUT, KbPMEHETO TPA0Ba Aa ce npepasriena
KaTo ce B3eMe Mo/ BHHMaHue npoduna Ha 6e3onacHocT Ha Jlenakun 500 mg, ocodeHo
XE€MAaTOAOTHYHHTe HapylieHus (BxK. Touka 4.8 Hexxenanm nekapcrBeHd peakUuuH).

Tpabsa na ce B3eMe pellieHHE OTHOCHO CIUpaHe Ha KbPMEHETO WM NPEyCTAHOBABAHE/OrPAHHYEHHE
Ha neueHueTo ¢ enakuH 500 mg, xaTo ce UMaT NpeaBUI MOJINTE OT KbPMEHETO 34 IeTETO U Noa3ara
OT JIE4CHUETO 34 MaHKarTa.

PDepTHABRTET
HNMma cpobiueHuns 3a aMeHopes, MOMTHKUCTO3HH AHYHHIM U YBETHYCHH HHBA HA TECTOCTEPOHA MPH

KEHH, TTpUeMalli Balnpoat (BK. Touka 4.8). [IpunaraneTo Ha BampoaT MOXKE CBILIO J1a HApYIIH
depTunuTeTa Npu MbKe (BX. Touka 4.8). HapyweHusnTa Ha pepTHIHTETA B HAKOH CIIyYaH ca
oOpaTuMu Hali-malko 3 Mecelia cnell IpeyCTaHOBABaHE Ha nedeHuero. OrpaHHueH Opoit nokiaaBaHu
CIIydya IMpearnoiararT, Ye 3HaYMTe/HO HaMalliBaHe Ha [03aTa MOXe Aa noaodpy depTiinTeTa.
BrnpekH TOBa, B APYTH CIIy4aH, HAMAa JaHHU 3a 00paTHMOCT HA 6€3IUI0IMETO [IPU MbIKE.

4.7 Edextn BopXy cnocoOHOCTTA 32 MOHpaHe H padoTa ¢ MALLIHHH

[TaupenTuTe TpAOBa Aa OBAAT NpEAYTNPEACHH 332 PHCKA OT CHHJAHBOCT, OCOOEHO B CITyUYad Ha
MPOTUBOrBEPUOBA MOJIMTEpaIys WIH B KOMOUHALMA ¢ OeH30aMa3enmyuHH (BXK. Touka 4.5 dpyru
B3aHMOACHCTBUA ).

4.8 Hexenann 1eKapCcTBEHH PeaKUHA

Hsnonseana € cneanata CIOMS knacudukaiuyg 3a 4YECTOTA Ha HEXKENAHUTE IEKAPCTBEHH PEAKLIHMHU:
MHuoro uectH (>1%); dectH (1% u <10%); Hedectn (Z0,1 1 <1%); peaku (0,01 1 <0,1%); mHoro
peaku (<0,01%), ¢ Hew3BecTHa yecToTa (OT HATUYHHUTE AaHHU HE MOXKe Aa Obje HallpaBeHa OLEeHKA).

Bpoodenu, pamurnu u cenemuunu napywenus (6sc. mouxa 4.6. bpemennocm u Kepmene)
Bpoaenu MandopMalumMH ¥ HapyILICHUA B PA3BUTHETO (BX. TOUkH 4.4 1 4.6).

Hapywernus na kpvenama u aumuama cucmema

YecTH: aHeMHs, TpoMOOLMTOEHHS (BXK. TOuka 4.4)

HeuecTH: NaHUMTONEHUA, TEBKONEH U

Penku: HEAOCTATHYHOCT Ha KOCTHHUA MO3IBK, BIUTHOYHTEIHO YKCTA aria3isa Ha YEPBEHU pe,
arpaHyJIolUHMTO3a, MAKPOIIMTHA aHEMHS, MAKPOLIUTO3a

Hzeneosarnus
Penxy: noHW:Xe€HW HUBA HA KOAryJaUMOHHUTE (PaKTOPH (ITIOHE Ha €IHH OT THX), OTKIIOHEHHUA B
KOary/1allHOHHUTE TECTOBE (HANPHMEP YABKEHO NPOTPOMOHHOBO BpeME, YABLDKEHO aKTHBHPAHO
napLuHanHO TpOMOOIUIACTHHORO BpeME; YAB/LKEHO TPOMOHHOBO BpemMe; yeenudeH INR) (Bixk.
TOUKH 4.4 u 4.6), HenoCcTHr Ha OHOTHH/OMOTHHHUAA3A

C Heu3BeCTHA 4ecToTa: NpuaoduTa aHomamud Ha Pelger-Huet™®
*Cro01aBa ce 3a npuaobura aHomanys Ha Pelger-Huet B cnydau ¢be 1 6€3 MHENOaAKUCILIA

CUHIPOM.

Hapyiwuenus na nepgnama cucmema
MHOro yectTH: TPEMOP




YecTH: ekcTpanMpaMHIHKA HAPYLIEHHS, CTYNIOp*, COMHONIEHTHOCT, KOHBYJICHH*, HapyIlIeHHs B
NaMerTa; rnaBodoire; HUCTarbM, HAKOJKO MHHYTH ClJie] HHTPAaBEHO3HA HHDKEKLMA MOXE /14 HACThITH
3aMmaiipaHe (MpH HHTPaBEHO3HO NIPHIOKEHHUE, 3aMasHOCT, MOXE J1a Ce TOJIYYH 3a HAKOJIKO MHUHYTH H
OBOMKHOBEHO HM34€3Ba CMOHTAHHO CJIE] HAKOJIKO MHHYTH)

Heuectu: koma*, eHuedanonatua*, neraprus™®, o0paTuM NapKUHCOHH3EM, ATAKCHS, NMAPECTEIN
Heuecti: yTexKHEHH KOHBYJICHH (BXK. TOUKa 4.4)

Penxu: obpaTiMa IeMeHLMA CBbp3aHa ¢ oOpaTima uepedpanta arpodHs, KOTHUTHBHH HapyUICHHA
*CTynop M JIeTaprus, BOJAEUIM MOHAKOra JO MpeXOAHa kKoMa/eHuedanonarus; Te ca o1y
CAMOCTOATENTHY HJIH CBBP3aHH ¢ MOBHIIABAHE HECTOTATA Ha MbPYOBETE B XO/Ia HA TEpanusTa, U
HaMaJIABaT NPH CIIHPaHE Ha JICYSHUETC WK MMOHWKABAHE HA 403aTa. T€3M Cily4aHd Bb3HHKBAT Hal-
4ecTO NMpH koMOMHUpaHa Tepanus (1o-cnelyanHo ¢ (peHodapbHTan WK TOImHpaMar) WIH Cliel
BHE3AIHO YREJIWYABAHE Ha J03UTE HA BaJINPOAT.

Hapywenwn na ovume
Penku: quruionus

Hapywenun na yxomo u nabupunma
Yectu: rmyxora

Pecnupamopnu, 2pvOHU U MEOUACMUHAIKY HADYUWEHUA
HeuecTH: nueepaieH U3NuB (€03HHOPWICH)

Cmomauino-4pesHy HapyueHA

MHoro 4decTH: raacHe*

YecTH: NOBpBLIAHE, BB3NANIEHUA HAa BEHLIMTE (OCHOBHO XMIIEPIUIa3xsd Ha BEHUUTE ), CTOMATHT, OOJIKa B
ropHaTa 4acT Ha KOpeMa, JHapHus YeCTO Bb3HUKBAT MPH HAKOH NALMEHTH B HAYalnoTO HA JEYECHHETO,
HO OOMKHOBEHO W34€3BAT CJiell HAKOIKO AHM Oe3 npekparsBaHe Ha JICYCHHETO

*Habmonasa ce ¢hillo HAKOIKO MUHYTH C/1e/I HHTPABEHO3ZHO HHXKEKTUPAHE ChC CIIOHTAHHO 3aTHXBAHE
B PAMKHTE Ha HAKOJIKO MUHYTH

HeuecTh: naHKpeaTHT, OHAKOra ¢ gaTalieH u3xon (BxkK. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nomuwa

YecTh: ypvHapHa HHKOHTHHEHLIHA

HevecTH: OB0peuna HEAOCTATHYHOCT

Penku: eHypesa, TyOyJIOMHTEpPCTHLMANIEH HEQpUT, oOpaTHM cHHApOM Ha Fanconi, HO MEXaHU3MBT Ha
ICHCTBUE OLIE HE € ACEH

Hapywenus na xoscama u nookodxchama movxaH

YeCTH: CBPBXYYBCTBUTENHOCT, MPEXOAHA H/WIH 10303aBUCHUMA AJIONIELNSA, HAPYUIEHHA HA HOKTHTE H
HOKBTHOTO JIEIJIO

Heuectu: anrvoenem, o6pue, HapylLleHHsa Ha KOChbMa (KaTo HeoOHYaiHa CTPYKTYypa Ha KOChMa,
MPOMEHM B LUBETa Ha KOChMa, HEOOMYAEH PACTEXK HA KOCATa)

Penku: TOkCHYHA eNMUepMaiHa HEKpOH3a, CHHOpOM Ha Stevens-Johnson, eputema MyaTugdopme,
CHHAPOM Ha JIEKapcTBEH OOpUB ¢ €o3uHOMUINA U CUCTeMHH cuMmnToMu (DRESS)

C HEHW3BECTHA YECTOTA: XUIISPNUTMEHTAIIMA

Hapytuenus na Myckyano-ckeaemuama Cucmema u CoeOUHUMeIHama movKan

Heuecty: HamMateHa KOCTHA MHHepaJiHa IUTBTHOCT, OCTEOTIEHHSA, OCTEONOPO3a U (PPAKTYpH NPHU
NaLHEHTH Ha npoabkuTelHa Tepanua ¢ Jenakud 500 mg. MexanusmeT, no xoitto Jdenakux S00 mg
NMOBJIMABA KOCTHUA META0OMUIBLM, HE € YCTAHOBEH

Penxu: cuctemMer Tynyc eputeMaTo3yc (Bx. Touka 4.4), pabaomuonusa (Bx. Touka 4.4)

Hapywenua na enooxkpunnama cucmema
Heuectu: cuHapom Ha HapyueHa cekpeuus Ha ALX (SIADH), xunepanaporeHH3sm
BUPHIH3BM, aKHE, MBKKH THUI aJIONELHS M/UITH YBETUYEH aHAPOTeH) | _ 1
PenKH: XMMOTHPEOUAN3BM (BK. TOUkKa 4.6) { PN EETR R | 5 \




Hapywenuwt na memabonuzma u xparnenemo

YecTH: XHNOHATpUEMHUS, YBEIWYEHO Terno*

* TToBHILIEHOTO TENEeCHO TerNIo TpAOBa na Obae BHUMATEIHO NpocieAIBalo, Thil KaTo € GakTop 3a
MOJIMKUCTO3EH OBapHANCH CHHIPOM (BXK. TOUKa 4.6)

Penku: xunepaMOHHEMHA™ (BXK. TOUKa 4.4), 3aTIIBCTABaHE

* Bp3MOXHO € /1a HACTBIIAT CJIy4ad Ha H30/IMpaHa Wi YMEpeHa XHuIepaMoHHeMHA Oe3 MpoMsaHa B
yepHOAPOOHUTE QYHKLHOHAIHHY TECTOBE H TOBa He TpAOBa aa Obae npHYMHa 32 NPEXpaTABaHe Ha
TepanusaTa. Cho0LIABAHO € H 32 XHIIEpaMOHHEMHU, CBLP3aHa ¢ HEBPOJIOTHYHH CUMITOMH. B TakuBa
CITydaH € HeoOxoaumMo aa ce oOMUCIST AOMBIHUTETTHH H3ceaBaHua (BK. TOUYKU 4.3 u 4.4 HapyuieHus
B YpeifHUS HHMKBI ¥ PUCK OT xunepamMmoHeMus U ITallHeHTH ¢ pUCK OT XHIIOKAPHHUTHHEMHU ).

C Heu3BEeCTHA YECTOTa: XHMOKAPHUTHHEMHS (BXK. TOUKH 4.3 U 4.4)

Heonaazmu - 0obpokauecmsenu, 310Kauecmeen U HeonpeoeieHu (GKIIONUMENHO KUCmy u nOJunuy)
Penky: MUETOAUCIUIACTUYMEH CHHAPOM

Cvoo6u napyuien
Yectn: xemoparus (BxK. Toukd 4.4 u 4.6)
HeuecTH: BaCKy/IUT

Obwyu HapyweHus u egpexmu Ha MACMOMO HA NPUROHCEHUE
HeuecTH: x¥noTepMus, HETEXbK nepudepeH eaem

Xenamobunuapru Hapyuenus
YectH: uepaoaApoOHY yBpexaaHUA (BXK. ToUuka 4.4)

Hapywenua na evanpouzeodumennama cucmema u 2vpoama

YecTH: aUCMEeHOpEA

HeuecTu: ameHopes

Penku: 6e3nnoaue npu mexe (Bx. ToUka 4.6), NOJIUKUCTO3HH AHYHYLH

ITcuxuunu napywenus

YecTH: ¢bCTOSHKHE Ha 0OBPKAHOCT, XAMOLUKHALHY, aArpEecHA™, aKUTalUA™, HApYIICEHO BHUMaHHe™
Penku: aOHOpMHO noBeAeHHE*, NICHXOMOTOPHA XUIIEPAKTUBHOCT*, HAPYLLIEHA CNIOCOOHOCT 3a
00yueHune*

*Te3n HexenaHH JIeKapCTBEHU peakiuK ca HabArJaBaHH OCHOBHO MpH MeJHaTpUUHaTa NonyJsiaums

Brusnue evpxy nabopamopuu u ouazHocmuuiu U3c1e08anun

Txii kaTo BaNNpPOAT c€ OTAEA OCHOBHO Ipe3 OBOpenrTe, 4aCTHYHO NoA Popmara Ha KETOHHHU TeJa,
pe3yaTaThT OT HANPABEHUA TECT 3a OTAENECHUTE KETOHHHU TeNla MOXe Ja € NMOoABSKAaIl NPU MaLMEHTH C
auaber.

[leauaTpuyha nNoOoyiaLus |

[TpodwibT Ha Oe30MacHOCT Ha BAINPOAT B NEAHATPHYHATA MMOMY/1aLHeg € CPABHHUM C TO3M MpPH
Bb3PAaCTHH, HO HAKOHM HEXENAHU PEAKLIUH €a MO-TEKKH MM ce HADMIOAABAT IMABHO B MEAUATPAYHATA
nonynaiina. CbiIeCTBYBa OCOOEH PUCK OT TEXKO YePHOAPOOHO YBpEXKIAaHE NTPU KbpMadeTa U MaJIKH
aena, oco0eHO Ha Bb3pacT Nnoa 3 roAdHU. MankuTe Aela ¢bllo ¢a U3T0XKEHH Ha 0CODEH pUCK OT
naHkpeatdt. Te3n pUCcKOBe HaMaNgBar ¢ YBE/IMUABAHE Ha BB3pacTTa (BX. Touka 4.4). IIcHXHUHH
pa3CcTPOMCTBA KaTO arpecus, Bp30yaa, HapylueHUe HA BHUMAHHETO, HEECTECTBEHO MOBECHME,
MCHXOMOTOPHA XUIICPAKTHBHOCT U HApyLUeHa CNIOCOOHOCT 3a 00y4eHHe ce HabNrogaraT ri1aBHO Npu
MEAWATPHUYHATA NOMYJIALIUA.
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yi. ,,Jlaman I'pyes” Ne 8,
1303 Codus,
Ten.: +35 928903417,

yebcaiiT: www.bda.bg.

4.9 Ilpeaoszupane

IIpU3Hauy ¥ CHMITTOMH

[Ipu3HanMUTE HA OCTPO MAaCHBHO TpeA03HpaHe OOMKHOBEHO BIJIHOYBAT KOMa C MyCKYJTHA XMIIOTOHHS,
XHIopedIEKCH, MHO3a, HapyLileHa JUXaTeNHa (PyHKLHA, MeTaboIMTHA allMa03a, XUTIOTOHUA H
LMPKYJIATOPEH KOMANC/LIOK.

Crieql MaCHBHO MpeNO3HPaHE Ca HACTHIBANIM CMBPTHH CITY4aH; BBIIPEKH TOBA, OOMKHOBEHO H3XOMBT €
OnaronpusTeH.

CuMrtoMHTe 00a4e MOrar ia Bapupar H ce ¢cboOlLaBa 3a rbpYoBe [PY MHOTO BHCOKH TUIa3MEHH HHUBA.
Cpob1naBa ce 3a CTydyaHd Ha MOBUINEHO HHTPAKPaHHAITHO HAATaHe, CBbP3aHO ¢ MO3BUEH OTOK.
HanuumeTo Ha HaTpHii B ChEMHEHUATA ¢ BATINPOAT MOXKE Ja IOBEAE IO XUIIEPHATPHEMHS B CITyYaHTE Ha
npeno3upaHe.

OsnansBaHe
B ciyuaii Ha npeao3vpaHe ¢ BAIIIpoatT, BOAELIO 10 XHUIIEPAMOHEMHS, MOXKE a C€ NMPHIOKH KapHUTHH

MHTPaBEHO3HO, 32 Ja C€ HOPMAJIU3UpaT HUBATA Ha aMOHSKa.

5. @®APMAKOJOI'MYHU CBONCTBA
5.1 dapmMakoAHHAMHYHH CBOHCTBA

dapmMakoTepaneBTH4YHA rpyna: I1IpoTHBoCNUNIENTHYHH CpeACTBA
ATC kox : NO3AGO]

Herosute aHTHKOHBYJICHBHH CBOHCTBA AeHCTBAT CpEULy pPa3/IHYHU BUAOBE IbBPUOBE NP XUBOTHHTE U
MpHUTIaAbLM [IPH XOparTa.

ExcnepuMeHTATHNTE U KIMHHYHH MTPOYYBaHUA Ha BAIIPOATa [TOKA3BaT ABa THIAa MEXaHH3MH Ha
AHTHKOHBYJICHBHO AEUCTBHE:

[TepBUAT € npsak GapMakonorH4eH e(eKT, CBbP3aH C IUIa3MECHHTE H MO3bYHHTE KOHLIEHTPALHH Ha
BAJIMIPOATA.

BTopHAT OUeBHIHO € HHAMPEKTEH W HAH-BEPOATHO € CBBP3aH ¢ METabONIMTUTE Ha BaIlIpoara B
MO3bKa, ¢ Hi3MEHEHHE B HEBPOTPAHCMUTEPHTE WIH C AMPEKTHY MeMOpaHHHU edekTH. Haii-
pa3npocTpaHeHaTa XUIoTe3a € CBbp3aHa ¢ raMa-aMuHoOyTupoBara kuceausa (GABA), HMBaTa Ha
KOATO C€ MMOKAYBAaT clie]l NPUIOXKEHUE HA BanIpoar.

BannpoarbsT HaMansea NpoABIDKUTENTHOCTTa HA HHTEPMEIMEPHATA (pa3a Ha CBbHA ¢ €JHOBPEMEHHO
yOb/DKABAHEC HA OABHOBBLIIHOBHS CLH.

5.2 dapmMakoKHHETHUHH CBOHCTBA

PasnpeneneHue
[IpemuHaBaHe npe3 riaueHTara (Bx. Touka 4.6).
Bannpoat npeMrHaBa npe3 ruiatleHTapHaTa fapyepa KaKkTo IpH )KHBOTHH, TaKa H MpH Xopa.

- Ilpu XHBOTHHUTE, BANNpOaT NPEMUHABA MPe3 IUTALEHTATA B TOA0OHA CTEMEH KATO MPH XOpara.
-  Hsakonko nybnukauuu ca u3ciedBajyd MNPH XOpa KOHLUEHTPAaUUMTE Ha BMHPO&W AT
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ITpn npoBeaeHUTe pazIHYHU GapMaKOKHHETHYHH NPOYYBAHUA Ha BAJIMPOAT € OUNO YCTaHOBEHO, Ye:
- GHOHATMYHOCTTA HAa HaTpHEB BAANpoaT B KPBBTA Clie]l NepopaieH npyeM e npubnusurento 100%.
- 00eMBT HA pasnpee/IeHHEe € OTPAHWYEeH OCHOBHO 10 KPBBHATA LIMPKYynaius ¥ 6bp30 oOMeHIIaTa ce
eKCTpaLiely/lapHa TeMHOCT. BannpoarsT npeMrHaBa B rpbOHAYHO-MO3BYHATA TEUYHOCT H MO3BKA;

- NJIa3MEHHUAT NMOMYXKHBOT € 15-17 yaca.

- TepaneBTHYHATa €PEKTHBHOCT H3MCKBAa MUHHMAaNHa CepyMHa KOHUEHTpaLKa oT 40-50 mg/l ¢ mmpok
avana3oH mexay ot 40-100 mg/l. loaaspkaHeTo Ha HuBa Hag 200 mg/] Hanara pexyuHpaHe Ha
no3ara.

- IOCTOSHHA I1a3MeHa KOHLIEHTpallua ¢e qocTura 3a 3-4 IHH.

- BAINIPOATHT ¢ CBbP3Ba BB BHCOKA CTEMNEH ¢ IUIa3MEHUTE [IPOTEHHH, KOETO 3aBHCH OT J403aTa H Ce
CTHUTa 10 HACULLAHE.

- OCHOBHMSAT ITBT 3a OHOTpaHcGopMalivg HA BATIIPOAT € IIIOKYpOHUpaHeTo (~40%), mpeanMHO 4pe3s
UGT1A6, UGT1A9 u UGT2B7.

- HATPHEBUAT BAJNIPOAT C€ eKCKpeTHpa IaBHO C YPHHATa, CJIe/] KaTo ce MeTabou3upa 4ypes
rIOKYpOHH3aLus U DeTa-okcyuaauus.

- MOJIEKYJIATA Ha BAJIMIPOATA CE AHATIM3Mpa; XeMOAHaIu3aTa, obaye, MoBIMUaBa camo cBOOOAHATA
dpakims Ha BajnpoaTa B kpbBTa (Mpudnusurento 10%).

- BAJIMPOATHT HE HHAYLIHpA €H3WMHTE, YUacTBallld B META00NHMTHATA CHCTEMA Ha LUTOXpoM P450.
I[Topazu TOBa, 3a pa3/iMKa OT MIOBEYETO aHTHEMHIEOTHLY, TOH He yCKOpABa COOCTBEHOTO CH
pasrpakjaHe, HUTO ITbK TOBA HA [PYTUTE BELIECTBA, KATO €CTPOr€HH, MPOreCTOrCHH H OpaJTHH
AHTHKOATyJIaHTH.

Iecouampuunu nayuenmu

Jleua Ha BB3pacT Hag 10 ronMHU ¥ IOHOWM UMAT KIUPBHC Ha BANPOAT MOA0OEH Ha TO3H NpH
Bb3pacTHH. [IpH neanaTpHYHM MALMEHTH HA Bb3pacT nof, 10 rotMHn CHCTEMHHA KIIMPBHC Ha
BAJIIIPOAT C€ PadIM4aBa B 3aBUCHMOCT OT Bbh3pacTra. [IpH HoBOpoaAeHH H KbpMaUeTa Ha Bb3pacT [0
2 Mecela KIHPBHCBHT Ha BAINPOATa € HAMaJIEH NPH CPABHEHHE C TO3H I1PY BH3PaCTHH H € HAH-HHCBK
HEMOCPEACTBEHO clie] pakaaxero. [lpu npernen Ha Hay4HaTa JIMTEPATYPa, NOTY>KUBOTBHT Ha
BAJIIPOATA NP KbpMaveTa Ha BB3pacT J0 2 Mecela NoKa3Ba 3HaUMTEIHH pa3fiMky oT 1 10 67 vaca.
[Ipu gena Ha BB3pacT 2 — 10 roguHy, KIMpBHCHT Ha Baninpoata € ¢ 50% no-BHCOK OT TO3H NpH
Bb3PACTHM.

5.3 IlpeakIHHUYHH JAHHH 32 0€30MaCHOCT

[Tpoy4BaHUsA MU KUBOTHH MOKA3BAT, Y€ EKCMO3NLIMATA HA BAJINPOAT i1 ufero BOAW N0 MOPQOIOTHYHH
W/ WY PYHKLHOHAITHH MTPOMEHHW HA CYXOBATa CUCTEMA MPH ILUTEXOBE U MHLIKH.

Bannpoart He noka3sa Npu aHaIW3 in vitre MyTar¢ HHOCT HUTO NPH DAKTEPHH, HUTO BbPXY KNETKH OT
MHIIH JTHMGOM H He HHOyLHpa penapauud Ha JJHK B NbpBUUHH XENTATOUUTHYU KYJITYPH OT [UTBX. /1
vivo, o0ade, ¢a NoJiyMeHH NPpOTHBOPEYHBH pE3YJITATH 34 TEPATOr€HHHTE 103U B 3aBUCHMOCT OT
Ha4YHHa Ha NpuiokeHHe. Criell NEPOPATTHO APHIIOXKEHHE, Hal-4eCcTo U3NON3BaHKsi HA4YHH Ha
[IPUITOYKEHHE MPH XOpa, BAJIMPOATHT HE HHYLHPa XPOMO3OMHH abepallii B KOCTEH MO3BK OT ILTBX
WIH JOMHHAHTHH JeTaIHH eQeKTH NIPH MULIKH. UHTpanepuTOHEaTHOTO HHKEKTHPAHE Ha BanMmpoart
NOBHilIaBa HakbcBaHe Ha Bepurute Ha JJHK u xpoMozoMuu yBpexaaHus pd rpusauu. B
AOMBAHEHHE, B ITyOJUKYBaHH NPOYYBAHHA € ChOOLIABAHO 3 yBE/lMYeH 0OMEH MEX Iy CECTPHHCKHTE
XPOMAaTHZH [pX MALMEHTH C ENMWIEIICHs], TpYeMalll BalnpoaTt, B CPaBHEHHE C HEJICKYBaHH 3/IpaBH
yuyaCTHULHM. BBIIpeKn TOBa, H3K/TIOYBAINM Ce pe3yNTaTH ca MONYYEHH IIPH CpaBHABaHE Ha JAHHHWTE NPU
NALUEHTH C ENUIIENCHA, TIEKYBAHH C BATIPOAT, C T€3H HA HENEKYBAHH IMalIHEHTH C €MHUIENCHS.
KiiuHHYHOTO 3Ha4eHHe Ha Te3u pe3ynraTH 3a JIHK/xpoMo3zoMuTe € HEH3BECTHO.

HexIHHMYHHTE JaHHH HE TIOKa3BaT 0COOEH PHCK 3a XOpaTa Bbh3 OCHOBA HA KOHBEHHHDHMHH

MMpoy4yBaHHA 34 KAHLCPOTr€HHOCT. ‘, .
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[Tpy MHILIKH, IUTBXOBE M 3aiLIU, in ufero eKCIO3HLMA Ha BaNnpoaT Npe/M3BUKa 10303aBHCHMO
HaMa/IAaBaHe Ha TETJIOTO Ha IUI0Ja, BhTPeyTpoOHO 3abaBsiHe Ha pacTexka U HaMalIgBaHE Ha Jb/DKHHATA
OT [J1apaTa J0 OCHOBATA HA OMAUIKATa B CPABHEHHE C KUBOTHH 0€3 eKCIO3ULIMAL.

OTK/IOHEHHA B TIOBEJEHHETO ¢a CHOOILABAHM B HHAMBHIHTE OT ITBPBO [MOKOJIEHHE Ha MULIKH H
[UTBXOBE Cle] €KCIO3HLMA in utero. Hakou NoBeeHYECKM MPOMEHH Ca HabJII0aBaHH ChLUO H BB
BTOPO NOKOJIEHHE, a CHIUHTE ca OWIH NO-TpyARO 3a0€/1eKMMHU B TPETO MOKOJICHUE HA MHILIKH ClIe]
OCTpa in ufero eKCno3uliMs Ha MHPBOTO NOKOIEHHE Ha TEPATOreHHH 1034 Bannpoar. CKpHTHTe
MEXaHH3MH M KIIMHHHYHATA 3HAYUMOCT Ha TE€3H OTKPUTHA Ca HEU3BECTHHU.

B npoyuBaHng 3a TOKCHYHOCT NMPH MHOTOKPATHO MpHIAaraHe ca ChoOLUEHH TECTUKYMapHa
nereHepauus/arpod s Wik HapyLIEHWs B CIICPMATOT€HE3aTa H HaMalsBaHe Ha TErJIOTO Ha TECTHCHTE
IPH BB3PACTHH ILTEXOBE H KydeTa ciefl [epopajiHO NpUIoKeHHe B 1034 ChoTBeTHO 400 mg/kg/neH 1
150 mg/kg/nen, HaXoAKH B TECTUCUTE, CBBP3aHU ¢ HUBa 6¢3 Habmo1aBaH HebnaronpusaTeH ePekT (no
observed adverse effect levels, NOAELs) ot 270 mg/kg/nex npu ps3pacTHH risxose U 90 mg/kg/nen
MPH Bb3PACTHH KYyYETA.

CpaBHeHHSTa Ha rpaHHALUTEe Ha Oe3onacHocT Ha 0a3aTta Ha ekctpanonupaHaTa AUC npH nisxose U
KyuyeTa [IOKa3BaT, 4e MOjXKe [a HaiMa rpaHiia Ha 6e301acHoCT.

[1pu 10BEHWTHU TUTBXOBE HaMaJIsiBaHE Ha TEIVIOTO Ha TeCTHCHTE € Hab/moJaBaHO CaMoO IIPH J03H,
HaJABHULIABALLM MaKCHMaTHATa NMOHOCHMA Jo3a (o1 240 mg/kg/neH 1pu HHTPanepUTOHEATHO WU
HMHTPABEHO3HO MPWIOKEHUE), 6e3 CBbP3aH XUCTONATONOrHYHH nipoMeHH. He ca Habmonapanu
ebeKTH BbPXY MBKKHTE PeNnpoAYyKTHBHH OpraHy NpH NoRocHMH 103H (1o 90 mg/kg/nen). Bp3 ocHoBa
Ha Te3H JaHHH IOBEHIHHTE XXMBOTHH HE C€ CUMTAT 33 I0-NOJaT/IMBH 110 OTHOLLIECHHE Ha HAXOIKH B
TECTHCHTE, B CPABHEHHE C BB3PACTHUTE. 3HAUECHHETO HA HAXOAKUTE B TECTHCHUTE 34 NMeJHATPHYHATA
MOMyJlalika HE € H3BECTHO.

B npoyusane 3a GepTUINTETA INPH IUTHXOBE, BANNPOaT B 103 10 350 mg/kg/nHeBHO He noBaHIBa
pENpPOAYKTHBHATA (QYHKLMA NMPU MBKKUTE HHAWBHAK. BbIpekn ToBa HHPEPTHIIHUTET MPH MBXKE €
HICHTH(PHULMPAH KaTO HEXeaHa peakursa NpH xoparta (BXK. To4ku 4.6. H 4.8).

6. OAPMALEBTUYHH JAHHHA

6.1. CrHebK HA NOMOLIHHTE BeHieCcTBA

[TouaoH K 90; kanuueB CWIMKAT, TAJK, MarHe3ueB cTeapar; MOMHETUIEH [TIMKOJI; LIApEBHYHO
Huiecte, noBuaod K30; THTaHOB JHOKCUI; BT XeENE3eH OKCHI; LIeTYJIO3€H auerar ¢raar;
OMeTHIgTanaT, MakKporod.

6.2 HecbBMeCTHMOCTH

Hama gaHHu.

6.3 Cpok Ha roaHocr

3 roauHHU

6.4 CoeuHa/iHH YCJOBHA HA CbXPAHEHHE

To3u JIEKApPCTBEH MNPOAYKT HE H3HCKBA CMIENHAIIHH YCI0OBHA HA CbXPAaHECHHE.

6.5 Buau cLAbLPKAHKE HA ONNAKOBKATA

Bcsaka onakoBka cbabpaxka 40 Tabnetk.
6.6 ChnennajJHH NpeANA3IHH MEPKH NPH H3IXBLPJISIHE

Hsama cneuunanHH H3HCKBAHUA.




7. TIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail
94250 Gentilly

Opanuus
8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEDBA

Per. Ne 20010250

9. JHATA HA ITbPBO PA3PEINABAHE/TIOAHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Hata Ha nbpBO paspewasaHe: 26.02.2001
JlaTta ra nocnegHo nmoaHosasaHe: 26.10.2011

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

23/10/2025
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