KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

V¥ To3u ilekapcTBEH NpOAYKT MOUIEKH Ha JOMbJIHUTEIHO Ha0mo1eHue. Tosa e no3poau Obp30To
yCTAHOBSIBaHE Ha HOBa MH(pOpMaLHs OTHOCHO OGe3onacHocTTa. OT MEAMUMHCKHTE CIELHAIUCTH Ce
M3HCKBA J1a ChOOLIIABAT BCAKA 110/103MpaHa He)KeJlaHa peaki|s. 3a HaYMHa Ha choOLlaBaHe Ha
He)KeJIaHH peaklMH BHKTE TouKa 4.8.

1. UME HA JIEKAPCTBEHUA INPOAYKT |
A0 1A}
Jlenakun 57,64 mg/ml cupon

Depakine 57.64 mg/ml syrup ¢ ; > % 07 -02- 2025

2. KAYECTBEH U KOJIHYUECTBEH CbCTAB

I ml cupon ebabpka S0 mg Bannpoesa kucenuHa (valproic acid), orroapsio Ha 5,764 g/100 ml
(57.64 mg/ml) narpuer Bannpoat (sodium valproate)

[ loMOLIHKM BeLIeCTBA C U3BECTHO JICHCTBHE: MPOIHINIAPAXHIPOKCHOEH30aT, METH.I
napaxuapokcudensoar, ravuepos, 105 mg/ml copburon (E 420), 3axapo3sa, eranon 0,00135 mg Ha
BcekH 5 ml cupor.

3a MbJIHUA CITHCHK HA MOMOILIHHTE BELECTBA BUKTE TOUKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

buctbp, 6e3usereH 10 01€/105KbAT CHPOI ¢ apOMaT Ha Yepelua.

4. KIMHUYHHU JAHHH
4.1 TepaneBTHUYHH NOKA3AHUSA

Ennaencus

e [IbpBHYHO reHepasIu3upaHH eMUICTICHH H MPHITATbLH

e TunoBe NpUCTBIK:

aGcaHcH (petit mal), reHepasin3MpaHd TOHHYHO-KJIOHHYHH (grand mal), TOHHYHH W ATOHHYHH
MPUNAAbLUH, MHOKJIOHHYHH MPHCTBITH, HH(AHTHIHH CIa3MH.

o [eHepanu3upaHM CIMHICIICHH H CITHJICTTTHYHH CHHAPOMH:

a0CaHCHA ernuJIeNCHA, KOBEHH/IHA MHOKJIOHHYHA eNUJIencHs (CHHIPOM Ha Janz), enuiencus ¢
reHepaiM3upaHi TOHHYHO-KJIOHHYHH MPHIAIbLUM NPH ChOYKAaHe, POTOCEH3HTHBHH EIMUIICTICHH.
e Cunapom Ha Lennox- Gastaut.

e (CunHapom Ha West.

e (DoKaJHH (NapUHATHH) EMTHICNCHH U NMPUCTBITH ¢ WKW 0€3 BTOPHYHA FeHepaIu3alius.

bunoasipuo pascrpoiicrso

JleyeHue Ha MAHHUEH €MU30/1 MPH OUITOIAPHO Pa3CTPOHCTBO, KOraTo JIMTHH € NMPOTHBOIOKA3aH HJIH HE
ce Tosepupa. [IpoabiukaBane Ha JICUEHHETO Clle/l MAHHEH €MH30/1 MOZKe /1a ¢ce OOMMCIIH MpH
MAUMEHTH, KOUTO €a Ce MOBJIUAJIN OT BAJINPOAT MPH JICYCHHETO HA OCTPA MAHHUA.

[Ipu aeua: KATO caMOCTOATE/IHA TEparnus WK B KOMOMHALIMA C JIPYT aHTHEITHJIENTTHYEH JICKAPCTBEH
MPOAYKT:
Jleyenune Ha reHepasu3npaHa ernuierncus: KJIOHMYHH, TOHHYHH, TOHHYHO-KJIOH

a0CaHCH, MHOKJIOHHYHH TTPUCTBITH, aTOHUYHH MPUMALBLUK: CHHAPOM Ha Lenn
West.




JleueHue Ha naplUHaNHa eMUIENCHS: NapUHATHH NPUCTHIH ¢ WIH 63 BTOPHYHH reHepalH3UpaHu
NpUNaAbLH.

4.2 J03ApOBKA H HAYHH HA DPHJIKEHHE

OOwuyuafinarta 103MpoBKa 3a 24 yaca e:
- KbpMauera ¥ neua: 30 mg/kg (3a npeanounTate e Aa ce M3NO3Ba CHPOM nepopaneH pasrBop
MM rpaHynupaHa gopma ¢ yabikeHo ocBoboxIaBaHe).
- IOHOIIM ¥ BB3pacTHHU: OT 20 10 30 mg/kg (3a npeanounTane e aa ce M3nos3ear Tabuerky,
XPOHO TabneTkK WK rpaHy/iHpaHa GopMa ¢ YObIKEHO 0cBOGOkKAaBaHe).

To3u nexapcTsen NpooykT ce NpeanucBa B MHWIMIpaMH.

B}JTHJIKEITE CBbC CHpONna C¢ MNpeaocTaBa 3aeJHO CBC CIIPHHHOBKA 3a IEpOPATHO NMPHIOKEHHE, KOATO Ce
BKAPBAa B Kalla4yKaTa Ha ajanrepa.

Hauun na npunoscenue
[lepopanHo npunoxexue.

Ilepopannuat pasreop Tps6Ba na ce npMeMa camo ¢ MOMOLLTA Ha CMIPHHLIOBKATA 3a MepopaiHo
npunoxkeHue (010 6yTano, koeTo ce HaMUpa B OMaKOBKaTa).

3a npennovnTaKe e JHEBHATa 1034 [1a Ce MPHEMa N0 BpeMeE Ha XpaHeHe:

-~ B /IBa NpHEMa 3a Aella rnoa 1 roguHa

— B TpH NpHema 3a aena Haja | roguHa.

Hauano na nevenuemo

AKO MauHeHTBT € OunN JIeKyBaH Beye ¢ ApYTH aHTHENWICTHYHY NPOAYKTH, BKJIIOUBAHETO HA HATPHEB
BANINpoAaT TpAOBa na CTaHe MOCTENEHHO, TAKa Ye [1a Ce JJOCTMIHE OMTHMA HA JO3UPOBKA 33 OKOJIO JIBE
CCAMHLH H Cell TOBa, ako € HeoDXoauMo, Aa ce peayLHpat CBITBTCTBYBALIHTE TEPANHH B 3ABHCHMOCT
OT MOCTHIHATHA KOHTPOI.

AKO NAaUHEHTHT He NMpUeMa APYTH aHTHENHIICITTHYHH POIYKTH, 32 NIPEANOYHTAHE € 03aTa 12 Ce
NOoBHIUABA MOCTEMNEHHO HA HHTEPBAJIH OT MO 2 - 3 AHH 10 OCTHraHe Ha ONTUMAIHATA /1032 3a OKOJ/IO
€AHa ceaAMHLA.

AKO € HATIOXKHTEITHO, KOMOHHHPAHO JIeYeHHE C ApYT AHTHENHUNENTHYEH NPOAYKT Ce BbBEKIA
NOCTENEHHO (BX. Touka 4.5 B3auMOAeHCTBHA C APYrH IEKAPCTBEHH NPOLYKTH H npyrH GopMH Ha
B3aUMOAEHCTBHE).

Manuen enn3on npx 6ANCAAPHO pascTpoiicTBO

ITpu év3pacmuu

/lHeBHaTa No3a Tpa6Ba 1a 6BAe YCTAHOBEHA M KOHTPOIHpaHa WHIMBUAYATHO OT JIEKYBalllUs JeKap.
[penopbyaHaTa HavanHa AHeBHa Ao3a € 750 mg. OcBeH TOBa B KIIMHHYHK H3MHTBAHHMSA HAYANHA 03a
ot 20 mg Bannpoat/kg TENECHO TETJIO CBHILO NMOKA3Ba MPHEMITHB npodun Ha 6e3onacHocT. Gopmure ¢
YABIDKECHO OCBOOOXK 1aBaHe MoraT Aa 6baaT NPUIAraHU BeJHBX WIH ABAa MbTH IHEBHO. Ho3ara TpsabBa
Aa Objie yBENHMUEHA KOMKOTO € Bb3MOKHO NM0-6Bp30, 32 Aa Ce MOCTUTHE Hall-HHCKATA TEPAIEBTHYHA
fi03a, KOATO BOH 110 KeNaHHs KIHHHYCH eexT. JlnesHaTa no3a Tpsabea na 6wae ananTHpasa cnpsMo
KITHHHYHHA OTroBOp, 3a 1a C€ ONpeeaH Hal-HUCKaTa eeKTHBHA 1032 32 HHAMBHIYATHHA MTALUEHT.
CpenHara nHeBHa 1032 0OMKHOBeHO BapHpa Mexcay 1 000 u 2 000 mg Bannpoar. [lauueHTn, kouro
NOTy4aBaT AHCBHU IO3H [10-BUCOKH OT 45 mg/kg TeAecHO Terno AHeBHO, TpaOBa Aa 6baar
BHHMATENHO NPOCICAABAHH.

INpoabiKaBaHeTo Ha JIEHEHHETO 32 MAHWIHY €NMH30IM NPH OHUNongpHO pascTpoicTBO Tps6Ba aa Obae
aJanTHpaHO HHIUBUIYAITHO, KaTO Ce M3M0JI3BA Hal-HUCKATA edekTHBHA 1034.



CrneuyanHy normyilauuu

Heya

Enunencus

OT nepopadHUTE NEKAPCTBEHH POPMH, CEAHHTE NEKAPCTBEHH QOpMH ca MO-MOOXOAALUM 32
fipuiaraHie npH aeua Ha Be3pact nol 11 roauHu (cupon, nepopajieH pa3TBop Y rpaHyH).

HPH MalHEHTH C 6'&6!.')6"-[H3, HCOOCTATHYHOCT

[pu naumeHTH ¢ 6B6peUHa HEAOCTATEYHOCT MOXKE 118 C& HANTOXKM HAMAIABAHE HA 103aTa WM
yBeJIM4aBaHE Ha J034Ta MPH MALUHEHTH HA XeMoauanu3a. Hatpuer Bannpoar ce oTaens npu Anannsa
(BX. Touka 4.9). Jo3supoBkara TpadBa 1a ce NpoOMeHs Copen KIIMHHUYHOTO NMpOciesiBaHe Ha
nauueHTa (BX. Touka 4.4).

bUMoNApHO pa3cTPOUCTBO

TIpu Oeya u onowu:

EdukacHoctTa Ha JlenakuH 57,64 mg/ml cupon 3a neyeHHe Ha MAHUIHHK €MU30AH NpH OUNONAPHO
pa3CcTpONCTBO He ca OWIH OLIEHABAHH [1pH NMaUUEHTH Ha BB3pacT noj 18 roauHu. 3a vHpopMaLus
CBbp3aHa ¢ 6e30MmacHOCTTA MpH Jielia BUXKTE Touka 4.8.

_.!_],eg,a OT XKE€HCKH [10J1 H KCHH € ACTEPOCH NMOTCHLIHAN

Jleuenuero ¢ Jlenakun 57,64 mg/ml cupon TpsaORa na ce 3anmouHe u Hab/04aBa OT CHELUHATIUCT ¢ OTUT
B JICYEHHETO Ha enuiencus Wik SUNoaapHo pascTpoicTBo. Bannpoar He TpabBa Oa ce H3Mo3Ba MpU
fletia OT KEHCKH MO W JKEHH C AETEPOACH MOTEHLHAN, OCBEH KOraTo APYruTe JICUEHHA ca
Hee(DeKTHBHH MJIH He ce NOHAcAT 100pe (BX. ToukH 4.4 1 4.6).

[TonzaTa U pucKbT TPAOBA BHUMATEIHO 14 C€ OLICHABAT NPH PYTHHHUTE MperyieaH Ha JICUeHUeTO.

Bannpoar ce npeanucea 1 oTmycka B cboTBeTcTBUE ¢ [lporpaMara 3a npeanaseaHe ot OpeMeHHOCT
npy ynotpeda Ha Bannpoat (Bx. TOukd 4.3 v 4.4).

3a npeaAnouMTaHe € BANMPOAT Aa CE MPEANKHCBAa KaTO MOHOTEPATIMA M B Hail-HUCKaTa ePEeKTHBHA 034,
aKo € Bb3IMOXHO KaTo JieKkapcTBeHa $hopMa ¢ YABIKEHO 0cBOB0KAaBaHE, 3a Aa ¢ NPEeIOTBPaTAT
BHCOKH MMHKOBH IJ1a3MEHU KOHLUEHTpalMH. [JHeBHaTa A03a TpAOBa na ObAe pa3aesieHa Hal-MalKo Ha
IBE €AWHUYHH A03H (BXK. TOUKa 4.6).

Mubxe
[Npenopbuea ce neueHuero ¢ [enakun 57,64 mg/ml cupon aa ce 3anoyHe ¥ KOHTPOJIHpa OT
CMELMAIUCT € OMHT B JICHCHHETO Ha enwiefICHa ik OUNONAPHO pa3CTpOMCTBO (B, TOUKH 4.4 U 4.6).

Cnen ocBoboxaaBaHeTO Ha aKTUBHOTO BELIECTBO, B X0[a Ha rnpoueca Ha 3abaBeHO OCBOOO 1aBaHe H
B CIEOCTBUE OT (pUpOJaTa HA MOMOLIHHUTE BEIUECTBA B ChCTABA MY, MHEPTHHUAT MATPHKC HE ce
abcopbrpa 0T XpaHOCMWIATENHHA TPAKT, a CE ENMMHHHPA C H3NPAKHEHUATA.

4.3 IIporuBonokazanusd

Henaku# 57,64 mg/ml cupon € NpoTHBONOKAa3aH APH CAETHHTE CHTYaLlHU:

- CBpBXUYYBCTBUTEIMHOCT KbM HATPHEB BAPOAT WIK KbM HAKOE OT MOMOIIHHUTE BELECTBA,
u30poeHH B Touka 6.1.

- OcTobp XenaTHT UNYU XPOHUUEH XEMaTHT.

- JInuHa unu gpaMKiIIHA aHAMHE3a 3a TEXBK XeNaTUT, 0CobeHO CBLP3aH C JIEKapCTBa.

- YepHogpobHa nopdpupus.

- Bannpoar e npoTHBONOKAa3aH MpH flaLUEeHTH ¢ MUTOXOHAPHAJIHH Hapyiile
MYTALHH B AAPEHHA I'€H, KOAKWPALL MHTOXOBAPHAIHHA €H3HM MMOJIUMEP
cuHapoM Ha Alpers-Huttenlocher, kakTo u npu aeua noa aABeroaulIHa
CMATA, Y€ UMaT HapylieHHue, cBbp3aHo ¢ POLG reHa (Bx. Touka 4.4).

- [lauveHTH ¢ W3BECTHU HapyLUEHUA B YpeHHHUS UUKBI (BXK. TOUKa 4.4).
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- TMaumeHTH ¢ HEKOpPUTrHpaH CUCTEMEH ITbPBHYCH KAPHUTUHOB AedULMT (BX. Touka 4.4
[TaumeHTH C PUCK OT XHNOKAPHUTHHEMMUA ).

JleueHue Ha enunencU

* 10 BpeMe Ha OPeMEHHOCT, OCBEH KOTAaTO HAMA NOOXOAAILO ATEPHATHBHO JICYEHHE (BX. TOUKH
4.4 n 4.6).

*  TIPH XKEHH C JETEPOACH MOTCHLMAT, OCBEH KOTaTo Ca M3MTIHEHH yC/IoBHATa Ha [Iporpamara 3a
npeanazsade ot OpeMeHHOCT (BXK. Touku 4.4 u 4.6).

Jeuenue Ha HunonapHo pa3cTpoilcTBO
* IO BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.4 1 4.6).

*  IIPH XKEHH C ACTEPOJECH NMOTEHLHAJ, OCBEH KOTaTo Ca H3ITBJIHEHH YCI0BHATa Ha [Iporpamara 3a
npeanaspaHe ot OpeMeHHOCT (BxK. TOUkH 4.4 1 4.6).

4.4 CrhneunHaJIHY NPEAYNPSKICHHA H NpeaANAaA3ZHKE MEepPKH NPpH ynoTpeda

Momuuera/leolixu/XKenu ¢ nerepoaen norenunays/bpemennocr:

HenakuH 56,74 mg/ml cupon He TpsAbBa na ce U3MOJI3Ba NMPH MOMHYETA, AEBOIHKH, IPH XEHH C
JeTepoAeH NoTeHLMan wik OpeMeHHH KEeHH, OCBEH B CTy4al, KOrato anTepHaTUBHHTE JIEYEHHA ca
HEe(PEKTHBHU WK HE CE MOHACHT MOopaldH BUCOK TEPATOreHeH NOTeHLHAN H MOBULLEH PUCK OT

| CEpMO3HH HapylleHUA B pa3BUTUETO Ha O6ebeta uinokeHu BrTpeyTpobHO Ha Bannpoar. [lonzara u
PUCKBT TPAOBA BHUMATEHO /1a CE€ OLIEHAT MO BpeMe Ha PYTHHHH NMperieau, npes mybdeprera u
CMELIHO KOraTo XeHa ¢ IeTepoaeH NoTeHuHal, ekyeaHa ¢ denakud 56,74 mg/ml cupon mnaHupa
OpEeMEHHOCT WIIH NpeACcTOH OpEeMEHHOCT.

XeHu ¢ geTepoaeH NoTeHUMaN TpAOBa Ja U3NoA3Bar eeKTHBHA KOHTpaUenuus fno BpemMe Ha

neueHue H 1a Obaatr HHGOPMHPAHH 3a PHCKOBeETE CBBP3aHH ¢ ynoTpebaTa Ha Jlenakun 56,74 mg/ml

CHpOIN N0 BpeMe Ha OpeMEHHOCT (BXK. Touka 4.6),

JlekapaT TpabBa na rapaHTHpa, Ye Ha MaLMEHTKAaTa € NpeAoCTaBeHa MbaHa uedopmaLus 3a
PHCKOBETE, KAKTO M CLOTBETHU MaTEpHAIH, KaTo Opollypa 3a NallMeHTa, 3a Aa NOANOMOrHE
pa3OHpaHeTO i OTHOCHO PHCKOBETE.

MeaHUMHCKUAT cneuHanucT TpadBa Aa e yOeaeH, ue nauMeHTKaTa pa3bupa:

. ECcTEeCTBOTO U TEKECTTA HA PUCKOBETE MPH EKCIIO3ULIMA N0 BpeMe Ha OpeMEHHOCT, No-
CNIELIHAITHO 33 TEPATOT€HHHU PUCKOBE W HapYILIEHUS B pa3BUTHETO.

. HeobxoaumocTTa 0T epeKTHRHA KOHTpAaLEMLIKS,

. HeobxoanMocTTa OT peaoseH nperien v OLEHKA Ha JAEHEHHETO.

. HeobxoauMocTTa OT crneliHa KOHCYITaUuMA, ako riaHupa OpeMEHHOCT UK € Bb3MOXHA

OpeMeHHOCT.

Iporpama 3a npeanasBaHe 0T S PEMEHHOCT
BannpoaTt MMa BUCOK TepaToreHeH MoTeHUran U AeLUaTa, ¢ eKCINO3HWLMS in ulero Ha BaNpoaT ca ¢

BMCOK PHUCK OT BpOJeHH MallpOpMalLIMU H HapyLlIeHHS B pa3BUTHETO HA HepBHATa cHCcTEMA (BK.
To4YKa 4.6).
Henaxux 56,74 mg/ml cupon € NpOTUBOIOKA3aH NPH CIIEAHUTE CHTYALINM:

JleueHve Ha enuaencHs

. 1o speMe Ha OpPeMEHHOCT, OCBEH KOTATO HAMA NOAXOARLLO ATTEPHATHBHO AeUeHHE (BXK.
TOUKH 4.3 u 4.6).

. MPpH JKEHH C AETEPOJICH NOTEHLHAN, OCBEH KOTdaTO €a H3MBJIHEHH YCIOBHATA Ha [ Iporpamara
3a MpeanasBaHe oT OpeMeHHOCT (BX. TOYKH 4.3 U 4.6). '

JledeHHe Ha OUNONAPHO Pa3CTPOUCTBO

. 10 BpeMe Ha OpeMeHHOCT (BX. TOUKH 4.3 n 4.6).

. MPH XKEHHU C ACTEPOIEH NOTEHLIHA, OCBEH KOTaTo €a H3MbIIHEHH YCIIOBHAT
33 Npeana3BaHe oT OpeMeHHOCT (BXK. TOUKH 4.3 u 4.6),
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¥Ycnosus Ha Ilporpamara 3a npeanassase OT OpeMEHHOCT

[TpexnuceawuaT nekap TpaOBa ga rapaHTupa, ue

HHAWBHIOYaNHHUTE obcToATENCTBA TpabBa na OblAT OLIEHABAHM BB BCEKH OTAEICH CTydai,
KaTo NMalMeHTKaTa Ob4e BIHOYeHa B JHCKYCHATA, 3a [a C€ rapaHTHpa aHraXXHpaHOCTTa H, Aa
ce OOCBHIAT TEPANEeBTHYHUTE Bb3MOXKHOCTH U Ja C€ rapaHTupa HeiHHOTO pa3bupaHe Ha
PUCKOBETE U HEOOXOAUMHUTE MEPKHU 3a CBEXKIAHE HA PUCKOBETE IO MUHUMYM;

NOTEHLHANBT 32 HACTBHIIBaHE Ha OPEMEHHOCT € OLEHEH MPH BCHUYKH MAaLMEHTKH OT )KEHCKH
non;

NnaldeHTKaTa e pazbpaa U npuena pucKOBETE OT BPOAEHH ManidopMaluid U HapYUIEHUSA B
pa3sBUTHETO Ha HEpBHATA CHCTEMA, BKIIKOUYHTE/NHO CTEMNEHTA Ha TE3W PUCKOBE 3a JElaTa, C
CKCTIO3HLIMA [N ultero Ha Balmnpoar;

nauydeHTKaTa pazbupa HeoOXOOUMOCTTa OT MPOBEKJAHE HA TeCT 3a OPeMEHHOCT npean
3a104YBAHE HA JICUSHHETO U MO BPEME HA NIEYEHHETO, KAKTO € HEOOXOOUMO;

NaLMEHTKATa € KOHCYJITUPAHA 10 OTHOLWEHHUE HA KOHTPALIEIIIHATA H € B CbCTOAHHE 1A CE
cboOpa3y ¢ HEOOXOAUMOCTTA OT H3INOJI3BAHE Ha e(PEKTHBHA KOHTpaUenuus (3a AONbJIHUTENHH
MOAPOOHOCTH, MOJISL BHXKTE MOATOYKA ,,KOHTpaLENUMA“ Ha TOBa NpeayNnpeKAeHHe B KapeTo),
6e3 npexbCBaHe NO BpeMe Ha LW NEPUO Ha JICUEHHUE C BaJINPOaT;

nauneHTKaTa pa3dupa HeOOXOAUMOCTTA OT peAoBeH ([TOHe BEHBXK MOAUILIHO) Nperien Ha
JIEYEHHETO OT CMELIHANIUCT C OMHT B JICHEHHETO Ha eNUIencua, OMNonapHo pa3cTpoONRCTRO;
nauMeHTKaTa pa3idbupa HeoOX0AMMOCTTA Aa C€ KOHCYJITHpPA ChC CROS JIEKAap BEAHAra oM
[U1aHupa OpeMEHHOCT, 3a Aa Ce OCUTYPH CBOEBPEMEHHO 00CHKIaHE U MPEMUHABAHE KBM
ANTepHATUBHHY BH3IMOXHOCTH 32 JIEYEHHE MPEAH 3aUYEBAHETO U NIPEAM 1A CE NMpEeKpaTH
KOHTPAaLIENLHATA,

naLdeHTKaTa paibvpa HeoOX0AUMOCTTA OT CMiELIHA KOHCY/ITALIUS ChC CBOA JIEKap B C/Iy4ai Ha
OpeMeHHOCT;

MAUWEHTKATa € NOJy4YHia PbKOBOIACTBO 3a NAaLKEHTa;

MaUHEHTKATa NOTBbPKaaBa, e e pazbpana onacHOCTUTE U HEOOXOAUMHTE NMpeaNa3HH MEPKH,
CBbP3aHH ¢ ynotpedara Ha Bannpoat (['oauweH GopMynsp 3a NOTBbPKACHHE OCH3HABAHETO
Ha pHCKa).

Te3u YCNAOBHUA CC OTHACAT H 34 XKCHH, KOHUTO MNOHACTOAUICM HEC €A CEKCYAITHO AaKTHUBHH, OCBCH KOIrato
MpCANMUCBAUIHAT JCKApP CMATA, HC CHIHCCTBYBAT Y6B,E[HTE3JIHH [IPUHHHH A& CC ITOCOYHH, Y€ HAMA PHUCK
OT HACTHINBAHE HAa 6p€M€HHOCT.

Ilenia oT KEHCKH on

Tect 3a HpemMeHHOCT

[TpeanucealuuTe N€Kapu TpAOBa Aa ca CHIYPHH, Y€ POAMTENNUTE/TIONAralHTe IPHXKH 3a aeua
OT XEHCKH NoJ1 pa3dbupat HeoOXoauMOoCTTa 1a ce CBBPXKAT ChC CIeLMAIUCT BEIHAra Cliel
KaTO JETETO OT KEHCKH NOJ, KOETO NpHeMa BANNPOAT, NOAYYH MEHApPXE.

[lpeanuceBaiunaT nekap TpaOBRa aa rapaHTHpa, Y€ pOAUTENNUTE/TIONAralluTe MPUKH 3a IeHa OT
YKEHCKH MOJI, KOUTO ca NOJy4YHIH MeHapxe, ca nony4mwnv noapodHa uudopmaums 3a
pPHCKOBETE OT BpoJicHH MandopMaliMi U H30CTAaBaHE B Pa3BHTHETO HA HEPBHATA CHCTEMA,
BKJIIOYHMTEJIHO CTEMEHTa Ha TE3W PUCKOBE 32 AeLiaTa C €KCIIO3ULIUS in utero Ha BaNpoar.

[Ipy nauMeHTKH, KOMTO ca NOTY4YWIH MEHapxe, NpeAnqcBalluaT nekap Tpadsa Aa npeoueHssa
€3KEeroHO HYXK/aTa OT Teparius ¢ BaInpoaT ¥ Ja OOMHCIH aJITEPHATHBHH BE3MOXHOCTH 32
neyeHyue. AKO Ba/INpoar € €IMHCTBEHOTO NOAXOAALIO ieueH e, TpadBa ga ce odcbau
HeOOXOAMMOCTTa OT U3MO3BaHe Ha e(PeKTHUBHA KOHTpALENLUUsA W BCUYKH OPYTH YC/IOBUS Ha
[IporpamMara 3a npeanazsaHe ot 6peMeHHOCT. CeUHANHCTLT TPAOBA Aa NOI0XH BCHUKH
YCHIIUA J€TETO OTF XKEHCKH 10/ 1a IPEMHHE HA AITEPHATHBHO JICYEHHE, NMpeaH [1a €
HaBBLPLIWIO MBJIHOETHE.

ﬂpeﬂﬂ Ha4aJ10TO Ha JCHCHHETO C BAINpOAT TpﬂﬁBﬂ Aa €€ U3IKJIHOYH 6PEMCHHOCT.
3aMOo4Ba JCHCHHAC C BAJINIPOAT ItPH KECHHU € ACTEPOACH MMOTCHLUHAN bes OTpHLATE




TECT 3a OpeMEeHHOCT (KpPBBEH TECT 3a OPEMEHHOCT), MOTBBPAEH OT JIeKap, 3a /a ¢e H3KIKYH
He)KeslaHaTa ynorpeba no Bpeme Ha OPEMEHHOCT.

KonTpauenuus
Kenure ¢ aerepoieH NOTeHLUHAN, Ha KOMTO € MPeANUCaH Balnpoar, TpadBa Ja H3nos3Bar

eeKTHBHa KOHTpaLIenuus 0e3 rnpexpCBaHe Npe3 LeTus NepHo] Ha edeHHe ¢ Bannpoar. Ha Te3u
NaLMeHTKH TpabBa na 6vae npenocTaseHa H3depnaTeasHa HHPOPMALUA OTHOCHO MMPesNa3BaHeTO OT
OpEeMEHHOCT M Tps6Ba Ja OB1aT HACOUEHH 33 CHBET OTHOCHO KOHTpAaLIENUHA, aKO HE H3MI0/3BaT
eexTHBHa KOHTpauenuus. Tpabpa oa ce U3noa3Ba Hal-Manko €1UH ePEeKTHBEH METON 3a

KOHTpaLEenuus (3a npesrnoYydTane He3aBUCHMa oT notpedurens ¢opMma, KaTo HarnpuMep
BLTPEMATOYHA CIMpAa WIN UMIUIAHTAT), HIIK B€ AOIMLJIBALLHK ce GOPMH Ha KOHTpALEINLIHS,
BIJIIOYHTENHO DapuepeH Metoa. UHouBHayanHuTe obcroaTencTra TpabBa 1a ce OUEeHSBAT NpU
BCEKH OTAENIEH Cy4ail, korato ce H3dupa METod Ha KOHTpalelUmsa, KaTo nauMeHTkara Tpadsa aa
ce BKJIIOYM B 0OCBHKAAHETO, 32 [a Ce rapaHTHpa HEHHATAa aHrAXKUPAHOCT M CMa3BaHeTO Ha
u3bpaHuTe MepkH. Jlaxe na vMa ameHoped, Ta TpabBa Ja cna3zsa BCUMUKM ChBETH 3a epeKTHBHA

KOHTpAaLECITUHA.

Cpeacrsa cbaAbpXKallH €CTPOreH

EnHospeMeHHaTa ynotpeda Ha cpeacTBa ChIbpKaLlH €CTPOreH, BKAIOUUTENHO ChAbPKALIH
eCTPOreH XOPMOHAJIHM KOHTpauenTUBH, OM MOrJla 1a HaMajld €PUKaCHOCTTa Ha Bannpoar (Bix.
TO4Ka 4.5). Ilpeanuceaimuyre neyeHue TpAbBa Aa NpocneadaBaT KIMHHYHKA OTrOBOP (KOHTPON Ha
MPUNAABLUMTE H KOHTPOJ Ha HaCTPOEHHETO), KOraTo 3ano4YBaT WIH NPEKLCBAT NNPHEMa Ha
MPOAYKTH, ChABPXKALUHA ECTPOTEH.

Ot apyra cTpaHa BanfpoaT HE HaMalsBa ePHKAaCHOCTTa HA XOPMOHATHHUTE KOHTPALENITHBH

[oauuleH npernen Ha JIEYEHHETO OT MEAULMHCKH COELIMATTHCT

CrnenuanuctsT TpadBa MoHe BEAHBX roAMLIHO Aa NPELEHABA JaNH BaNpoar € Hai NoaXOoAALOTO
neqeHue 3a naumneHTa. CneunanuctsT TpabBa fna o6cbau ['oauiwnHug GopMynap 3a NOTBbPKAEHHE
OCB3HaBAHETO HA PUCKA NPH 3aMoyBaHe HA JICUEHHUETO U MPH BCEKH TO/IHLIEH NIperie, H 1a |

rapa’Tyvpa, 4e NalUeHTHT € pazOpan ChbABP)KAHHETO MY.

[InanvpaHe Ha OpeMeHHOCTTa

3a NokazaHHETO eNWIENCHs, aKO XKEeHATA IUV1aHHpa Aa 3a0peMeHee, TepanuaTa ¢ Bannpoar tpadea ga
CE MPEOLEHH OT CNELMATTUCT ¢ OMUT B JIEUEHHETO HA CWIENCHS U Ja ce OOMHCIIAT ANITepHATHBHH
Bb3MOXXHOCTH 3a JieueHHe. TpsabBa a ce NonoxaT BCHYKW YCHITHA, 3a Aa C€ NPEMHHE Ha
MOAXOAALIO ANTEPHATHBHO IEYEHHE NMPEAH 3a4€BAHETO H NpEAH NpeKkpaTABaHe Ha KOHTpaLeNLHATa
(Bk. TOuka 4.6). AKO CMAHATA Ha JISYEHHETO HE € Bb3MOXKHA, )KeHaTa TpabBa Aa noyyu

O BIIHUTENHA KOHCYJITALIMs OTHOCHO PHMCKOBETE C BATNIPOAT 3a HEPOJAEHOTO AETE B MOJAKpena Ha
WHQOPMHPAHOTO H B3EMaHE HA pELIEHHE OTHOCHO CEeMEHOTO IUIaHUpaHe.

3a NoKa3aHUETO OHITONAPHO Pa3CTPONCTBO, KO XXeHaTa IlaHupa a 3abpeMeHee, TpaOBa aa ce
poOBEJE KOHCY/ITALKA ChC CMELIMANIMCT C OfHT B JIEHEHHETO Ha OUMONAPHO pa3CTPOHCTBO H
NIEYEHHUETO ¢ BaNMpoat TpsadBa 1a ce NpeyCTaHOBH, M aKO € HeoOX0AUMO J1a ce NMPEMHUHE Ha
aJITEPHaTHBHO JICUEHHUE NpelX 3a4CBAHETO U NPeAM NpeKpaTABaHe Ha KOHTpaLEnuuaTa.

B cayuaii Ha OpeMeHHOCT

AKO jKeHa, KOATO CE JIEKyBa C Balnpoar, 3adpeMeHee, T4 TpaOBa He3abaBHO na Cce HACOYH KbM
CIIeLIHAJIMCT, 34 A4 C€ NPEOLEHH JEUEHHETO C BAINPOAT H Aa c€ 00CHAAT a/ITepHATHBHH
BL3MOXKHOCTH. [TaltHEHTKHTE ¢ €KCIO3HLIMA HA BANNPOAT 10 BpeMe Ha OPEMEHHOCT U TEXMERS

NapTHEOPH TpsOBa Aa OBAAT HACOUEHH KbM CIICLIMANUCT € OMHT B TEPATOJIOTHATA 3¢ /..-
KOHCY/THpaHe OTHOCHO €KCMNOHWpaHata 6peMeHHOCT (BX. Touka 4.6). 5}
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. MPH BCAKO OTITYCKAHE HA BAIMpoAaT € npeaocraseHa Kapra Ha nalHeHTa U NalHeHTKHUTe
pa3bHpaT HEHHOTO ChAbP>KaHHE,

. NalHEHTKUTE Ca NOCHBETBAHM [Ja HE CIIUPAT JISYEHHETO ¢ Bainmpoar ¥ He3abaBHO J1a ce
CBBPKAT ChC CMIEUMANTHCT NPH IUIaHMpaHa WIH NOJ03KpaHa OpeMeHHOCT.

OO0y4HTEJIHH MaTepHaIH

3a Aa ce NOANIOMOTHAT MEAHLIMHCKUTE CMIEHHATMCTH M NALHEHTKUTE Aa ce W3berHe ekcrio3uyuaTa
Ha BAIMpOAT [0 BpeMe Ha OpeMEeHHOCT, PUTEXATENAT Ha pa3peLleHHeTo 3a ynoTpeba e
NpeaoccTaBil 0OyUHTENHH MaTeEPHAIH 3a TIOACH/IBAHE Ha MpeIyNpeKACHHATA H TIPEAOCTAaBAHE Ha
yYKa3aHUA OTHOCHO ynoTpebaTa Ha BanNpoaT NPH XKEHH ¢ JETEPOACH MOTEHUHAI U HHOopMauus 3a
CbABpKaHueTO Ha [IporpaMara 3a npeana3Bane oT OpeMeHHOCT. Ha BCHUKY KE€HHU ¢ AETEPOAEH
MOTEHLIHAJ, KOUTO H3MON3BAT BAINPOaT, TpA0Ba Aa ce€ NpeaocTaBH PLKOBOACTBO 33 NallMEHTa U
KapTta na naumenra.

Tpabea na ce u3non3ea ['onuiueH popMynsap 3a NOTBLPKAECHHE OCh3HABAHETO HA PHCKa MpPH
3af0YBAHE Ha JICYEHUETO U TIO BPEME Ha BCEKH I'OJIMIUEH Mperae] Ha NEYEHHETO ¢ BaJINpoar Ot
CMeLHAIHCTA.

YnoTtpeba npy NaLUMEHTH OT MBXKH M0JI

PetpocniektvBHO 06cepBaLMOHHO MNpPOYYBaHE TMOKa3Ba TMOBUIIEH PHUCK OT pasCcTpOHCTBA HA
HEBPOJIOTHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu aeua, yuuto OawM ca
JIeKYBAHH ¢ BaJMpoaT npe3 3-Te Mecela Mpeau 3a4€BaHETO, B CPaBHEHME ¢ AchliaTta, YMMTO Dallid ca
MEeKYBAHU C TaMOTPHXKUH WU JieBeTUpAaLIeTaM (BXK. TOUKA 4.6).

Karo npeanasHa MApka, NpeaAnHCBALIMTE JeKapd TpadBa na HHPOPMHUpAT NALMEHTHTE MBXE 34 TO3M
MOTEHUHAJIEH PUCK (BXK. Touka 4.6) U Aa obcpAAT HeoOXoAMMOCTTa OT OOMUCIAHE Ha €(PEKTHBHA
KOHTpaLenuus, BKJIIOYMTETHO M 3a MAapTHbOpKAaTa, Mo Bpeme Ha ynorpebara Ha Bajnnpoatr U B
NPOABJDKEHUE HA MMOHE 3 Meceua Ciiea NMpPeKpaTaBaHe Ha JEYeHUETOo. [TallMEeHTUTE OT MBXXKH MOA HE
TpabBa [Oa gapdBar criepMa MO BPEME HAa JIEUCHHETO W B MPOABLKEHHE HA [IOHE 3 Mecela cnen
npexpaTsBaHe Ha JICUCHHETO.

[TaupeHTHTe OT MBEXKKH O, JIEKYBAHHM C BAIINPoaT, TpA0Ba peaOBHO A C€ MPErexaaT OT AeKyBallus
W IeKap, 3a [a C€ NPEUECHN AanH BaNNpoaThT OCTaBa HAK-MIOAXOAAILOTO NEYEHHE 3a TAX. 32 NMAaUHEHTH
OT MBXKKH MMOJI, KOUTO TUTAaHUpaT Aa 3a4yeHaT aeTe, TpAadBa Aa ce oOMHCIAT U Aa ce oOChIAT ¢ TAX
MOAXOAALUM ANTEPHATUBH Ha JeueHHeTo. BB BcekH oTaeneH cnyvaii TpabGBa Oa ce OLIEHAT
WHAHBHAyalHHTe ofcToATesncTBa. [IpenopbunTe/lHO € NpH HEOOXOAHMOCT a c€ MOTbPCH CHBET OT
COELHATIHCT C OIMT B JICYEHHETO HA eNUAENCUA WK OMNOJIAPHO pa3CTPOHCTBO.

Hanuunu ca o0yudTeNIHH MaTepHaH 3a MEAUUMHCKH CMELHaNHCTH M MaLMeHTUTE Mbke. Ha
MaUMEHTHTE OT MBKKH MO, H3MOI3BaLlH BAINpoaT, TpAOBa Aa ce Npe10CTaBy pPbKOBOACTBO 32
NayUeHTa.

Hpeoynpescoenun
Texcko yepexncoane na yepHun opod

Y ¢A0BHS 32 Bb3HHKBAHE
Psako ca HaOM00aBaHW TEXKH YEPHOAPOOHH YRpeXKAAHHA, 3aBbPIIBALLY NOHAKOTa (paTaHO.
OnuTHT NOKa3Ba, Ye MalNeHTH ¢ HaH-BUCOK PHCK, 0COOEHO B CAYUYAUTE HA MHOXKECTBEHA
aHTHKOHBYJICMBHA TEpanus, ¢a Aela Ha Bb3pacT Nod 3 roAHHY C TEXKKH MPUNAABLLH, 0CRE
MO3BYHHM YBPEKAAHHU, 3abaBeHO YMCTBEHO pa3BHTHE W/HIIH BPOAESHH METADONUTHH §
BKTHOUHTE/THO MUTOXOHIPHAITHY HAPYLUEHHS KaTO KADHUTHHOB AeQHUMT, Hapylue 1
{ S

é

':Sr

uuKksa, POLG MyTanuuu (BX. Touku 4.3 u 4.4) unu nereHepaTuBHU 3abonsBaHuA.
Cnea 3-roauinHa BL3pacT, PUCKBT C€ peAYUMpa 3HAYHTEJIHO U MPOrpeCHBHO HAME
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B noreyero cmyyan TakMBa yepHOAPOOHH YBpekKIAHMA CE€ YCTAHOBABAT B MBPBHTE 6 Mecelia Ha
NIEYEHHETO.

CuMrroMaTHka

KIMHMYHUTE CUMITTOMM Ca OT ChLUSCTBEHO 3HAUCHUE 3a MOCTABAHETO HA paHHA auarHo3a. Ilo-
CIeLHATHO, CeAHHUTE CHCTOSHHUA, KOMTO MOTAT Ja NPeAX0oXAaT XbATeHHUATa TpAOBa na ce B3eMar
NpeABMA, OCOOEHO NMPH PHCKOBH MALMEHTH (BXK. NO-rope ,,YCcnoBus 3a BL3HKUKBaHe ).

- HECMEUM(PUYHH CHMIITOMH, OOHKHOBEHO C BHE3AMMHO HAYAJI0 KATO aCTeHMs, AHOPEKCHA, JIETAprus H
CHHAMBOCT, KOMTO MOHAKOra ce NpuapyXaBat ¢ IOBTAPALLO C€ NMOBPBIUAHE H KOPEMHH OONKH.

- IpY NALMEHTH C eNKNENCcUs, MOBTOPHA MOABA HAa bPHOBETE.

[TauueHTHTE (MK ceMelicTBaTa Ha Ooneayealy aeua) Tpadea na 6baaT UHCTPYKTHpaHH ja
cb0OLIABAT BeAHAra Ha JIeKyBallMs ieKap rnospaTa Ha TakueBa cuMnToMH. HezaGasHo Tpabpa na ce
H3BBPLLIH TabOPaTOPHO H3CNEeABAHE HA YEPHOAPOOHATA (PYHKIIHA B JOMBIAHEHHE KbM KJIMHUYEH
npernea.

HabmoneHus

H3cnenpanus Ha yepHoIpobHUTE QyHKUMHM TpaOBa 1a ce U3BBLPLUAT MPeH JICUEHHETO, CJle] KOETO
NEPHOAMYHO Npe3 MBpBUTE 6 Mecewa oT Tepanuara. Cpen oOU4aldHUTe U3CTeIBAHHATA, Hal-3HAYMMH ca
M3C/IeIBAHUATA, KOUTO OTpa3sBaT MPOTEUHOBUSA CHHTE3, OCODEHO NPOTPOMOHHOBOTO BpeMe.
HoTBbpkaaBaHeTO HA HEODHHAHHO HHCKO NPOTPOMOHHOBO BpeMe, 0COOEHO 3aeHO C APYFH
nabopaTOpHH OTKIOHEHHA (3HAYMTETHO HaMaABaHe Ha GUOpKHOreHa W KoaryJalWOHHHTE (PaKTOPH;
MOBHLUECHO HMBO Ha OWIHPYOMH W MOBHUILIEHHU TPAaHCAMHHA3K) HANTaraT cnupaHe Ha Tepanusara ¢ Jlenakuy
57,64 mg/ml cupon. Kato npeana3Ha MaApka 1 B cy4ait Ha eAHOBPEMEHEH NPHEM Ha CAMIIAIATH,
nocneHuTe ChLlo TpabBa Aa ce cnpat, Thi KAaTO TE€ WMaT ChIMS ITET Ha MeTabonH3upaHe.

IHauxkpeamum

MHoOro paaKko ca AOKIaABaHM CIy4ad Ha TEXBK MaHKPEaTHT, KOUTO MOJKe jJa ca ¢ daTaieH H3Xoa.
TakuBa cirydaun morat Aa ce Habro1aBaT HE3aBHCHMO OT Bb3pacTTa H NPOIbKUTENHOCTTA Ha
TepanuaTa.

MankuTe aeua ca 0coOEHO PHCKOBA Ipyrna, HO TO3M PUCK HAMAJIABA C YBE/IWYABAHE HAa Bb3pacTTa.
TeKKHTE I'bpYOBE, HEBPONOTHYHHTE HApYLLUEHUS WIH aHTHKOHBYJICUBHATA TEparnus MOraT aa ca
PUCKOBH HaKTOPH.

YepHoapobHaTa HEAOCTATBYHOCT C MAHKPEATHT MOBHILABA PHCKA OT (JaTaneH H3XOoM.

[laurieHTHTE € OCTpa KopeMHa bosika Tpabea He3abaBHO na 6bAaT npernesanu. B ciayuait Ha
NaHKpPEeaTHT, JIEYEHHETO ¢ BAJHTpOoaT TpAOBa Aa ce NpeyCTaHOBH.

Cyuyuonu muciu u nogeoernue

CrobinapaHy ca CydLMAHA HICALIMA M NOBEACHHE NPH NMALMEHTH, ICKYBaHH C MPOTHBOENUWIECTITHYHU
CpeacTBa Mpy HAKOJKO NokaszaHua. MeTaananuz Ha paHIOMH3HPaHK Tiauedo KOHTPOIHPAHU
H3MIUTBAHKMSA Ha NPOTHBOCNUIENTHYHH JIEKAPCTBA CHILO MOKa3Ba cabo NOBHULIEH PUCK OT CYHLIMAHA
HaealMa H rnopegeHHe. MexaHu3MbT, KOHTO 00ycliaBs TO3M PUCK HE € H3BECTEH W HATMMHUTE NaHHU
He H3IK/IIOYBAT BH3MOXKHOCTTA 33 NOBHULUIEH PUCK PH MpHEMaHe HA HATPUEB BAIIPOAT/BAIpPOEBa
kucenuHa. CiiejoBaTe/iHO NaudeHTHTE TpAOBa na OvaaT npocieasBaHy 3a MPU3HALIM Ha CYHLIHAHA
uIeaLMs W noseaeHue u Tpabpa na 6bae obMucaero noaxoaawo seveHue. [Naunernture (1
fonHorneaaunte) Tpabea Aa 6HAAT CHBETBAHH 1A THPCAT He3a0aBHO MEAMLIMHCKA KOHCYJITAUMA, aKO
Bb3HMKHAT NPU3HALM HA CYHUMIHA HUICALHs WA NOBEACHHUE

Cpeocmea, coOvpricauiu Kapbanenem
EnnoBpeMeHHaTa ynotpeba Ha HATpUEB BANNPOAT/ BANNPOEBA KUCETHHA U KapbaneHeM He ce
ApenopbUBa (BXK. ChLIO TOUKA 4.5).

Iayuenmu c uzgecmHo Wil HOOOIUPAHO MUMOXOHOPUATHO 3ab0AR8aANHE
Bannpoar Moxe 1a npean3BHKa WIH [a BJIOLUN KIMHHHHATE [IPU3HALIM Ha NOUTeag
MHUTOXOHAPHAIHH 3200J19BaAHMA, IPUMHHEHH OT MYTaLIMH B MUTOXOHApHanHaTta JIHE
koaupawus POLG agped red. [lo-cnenManio, no-BUCOK NPOLEHT Ha BANNpoaT-RH I
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yepHoAPOOHA HEAOCTATHYHOCT M CBbP3aHa ¢ YepHHA ApoO CMBPT ce choOI1aBa NPH MALMEHTH C
HACJiCACTBEHH HEBPOMETA0OIHTHH CHHIPOMH, MPHYHHEHH OT MYTALIMH B KOAHPALLHAT
MHUTOXOHApHA/IHHA eH3uM noninmepasa Y (POLG) rex, Hanp. cunapom Ha Alpers-Huttenlocher.
Hapyuwenns, ceep3aiu ¢ POLG, Tps6ra 1a ce nono3upat nNpu nauueHTH ¢ paMHIHa aHaMHe3a WK
HACOYBALUH CUMITTOMH Ha cBhp3aHO ¢ POLG HapylieHue, BIIIOYHTENHO, HO HE caMo HeoOsACHHMa
eHuedanonaTua, pedpaxrepHa enuiencus (poxaTHa, MHOKJIOHHYHA), CTATYC eNWIETHKYC C
KJIMHKYHA [POABa, H30CTABAHE B PA3BHTUETO, ICHXOMOTOPHA perpecus, akCOHATHA CEH30MOTOPHA
HEBpONaTHi, MHONATHA, LepebenapHa atakcud, opTanMornieris Wid yc/10)KHEHa MUTPEHa ¢ aypa B
okuunuraiHata obnact. TecTsT 3a POLG MyTauMa ce H3BbpLIBA B CHOTBETCTBHE C HACTOALIATA
KJTHHHYHA NpaKkTHKa 3a JHarHOCTUYHATA OLICHKA Ha TaKMBa HapyLUEeHUA (BXK. Touka 4.3).

Ymeocnenu Konsyacui

KakTo 1 npH Apyru aHTHEMWIENTHYHK JICKAPCTBA, HAKOM NallMEHTH MOTAT Aa NOTY4ar, BMECTO
noaobpeHue, oOpaTUMO BIIOLLIABAHE - YBEIHYEHH YECTOTA H HHTEH3HBHOCT Ha KOHBYJICHHUTE
(BKJIFOMMTEHO BIIOLIEH €MWIENTHYEH CTATYC), WM NPOsSBa HA HOBU BUAOBE KOHBYJICHH [IpH
MPHUIOKEHHE Ha BAINpoar. B ciy4ait Ha yTe)XHEHH KOHBYJICHM, NauxdeHTHTe TpAOBa Aa ObaaT
MOCHBETBAHHU 114 C€ KOHCYJITUpAT He3abaBHO C Jiekaps cH (BX. Touka 4.8).

Texcku KoXMCHU HedcelaRu PeaKyuul U anzuoeoem

Texku kOkHH HeskenaHu peakuuu (Severe Cutaneous Adverse Reactions, SCARS), kato cHHApPOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcuuHa enuoepManta Hekposn3a (Toxic
Epidermal Necrolysis, TEN) u nekapcteeHa peakuus ¢ €03MHOGHINS M CHCTEMHN cuMnToMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema MmyaTHdopMe 1 aHrnoeaem, ca
cbOOLUEHH BBB Bpb3Ka C IeueHHeTo ¢ Bannpoar. [lauweHture Tpadea aa 6baat MHGopMHUpaHH 3a
MPU3HALMTE H CHMITTOMUTE HAa CEPHO3HHM KOXKHM NMpoABH M Aa Obaar HabnogaBaHu BHUMAaTENHO. B
clliy4ya#, dye ce Habmoaasat npusHauu Ha SCARSs wnu aHruoeaem, € HeobxoauMa Obp3a OUEHKA U
NIe4eHHUETO TpaOBa ga ce NpeyCTaHOBH, ako AWarHo3aTta Ha SCAR wnH anruoenem ce noTBLPIAM.

Ipednaznu mepxu npu ynompeba

[Ipenu 3anoysaHe Ha neyeHHETO TPAOBA a C€ U3BBPLIAT U3C/IEABaHUA HA YEPHOAPOOHHUTE DYHKLHH
(Bx. Touka 4.3 [IporuBonoxkasaHus ), 4 MEPUOAMYHO Mpe3 MbpBHUTE 6 Mecena, ocobeHo OpH PUCKOBH
naureHTH (BXK. Touka 4.4). IIpu npoMeHH B CHITBTCTBALLMTE JIEKAPCTBEHH NPOAYKTH (MOBULLIABAHE Ha
A03aTa HIH 100aBsHE), 38 KOMTO € U3BECTHO, Y€ BAHAAT Ha YEPHHUA pod, MOHHTOPHPAHETO HA YEPHUA
apob TpabBa na ce pecTapTUpa CNope ciTydas (BHXKTE CBhLUO TO4YKa 4.5 OTHOCHO PHCKA OT YBpex1aHe
Ha YepHHUA Ipod CbC CATULIMNATH, IPYTH AHTUKOHBYJICHBHH CPEACTBA, BKIIOYHUTETHO KaHabuauon).
KakTo npy noeedeTo NPOTHBOEMUIETTTHYHH JIEKAPCTBA, MOXE /1a Ce 3a0eIeKH NEKO NMOBHIWEHHUE HA
YepHOAPOOHHTE EH3HMH, 0COOEHO B HA4YaNlOTO Ha TepalnuaTa; Te ¢a NPeXOAHHU Y u3onnpaHH. [1pu Te3u
MALMEHTH Ce TNPEeNnopbUBAT N0-3a1bA004eHH 1abopaTOpHHU H3cneaBaHHA (BKIKOUHTETHO
NPpOTPOMOHHOBO BpEME); MOXE Na ce OOMHUCIK KOPHMIMpaHe Ha A03aTa, KaTo NpyH HEOOXOAHMOCT
CbOTBETHHTE U3c/ieaBaHUd TpAOBa na ce MoBTOpAT.

[lpeau 3anoyBaHe Ha NEYEHHETO HITH MPEIH ONEpaLHs, KAKTO W B CJTyYaH Ha CMOHTAHHO
KPBbBOHACAIAHE WM KbPBEHE CE€ MPENOPBbUBAT KPbBHU U3CIeABaHUA (ITbJIHA KPbBHA KapTHHA,
BKJIIOUHMTENTHO Opoil Ha TpoMOOUMTH, BpeMe Ha KbpBeHe) (Bxk. Touka 4.8 Hexxenann nexkapcTeeHH
peakL1u).

Bbnpeku ue HMyHHHW HapyLuIeHHus ¢a HabmoaaBaHH caMO KaToO U3KITIOUYEHHE MO BpeMe Ha
npunoxeHueto Ha flenakvn 57,64 mg/ml cupon, noteHuyandara nonza ot JlenakwH 57,64 mg/ml
cHpon TpaORa Ja c€ OLIEHH CIIPAMO MOTEHLMANHATA OMACHOCT MPH MALMEHTH ¢hC CHCTEMEH NTYITYC
€pPHTEMATO3YC.

H&E_‘{I.I.IEHHH B yECﬁHHH UOHKDB H DUCK OT XHIICPAMOHHCMHA




[1pu nopo3npaH eH3UMEH ASPULMT Ha YpeHHHA UHKBI, MPEH JEYEHHETO TpaOBa na c€ U3BLPUIAT
META0ONUTHHU U3CIICIBAaHHMA, [TIOPAaJH PUCK OT XUIEpaMOHHEMHUA, 3apail BANIIpoaT (BX. TOUKH 4.3
4.4 TTaiiueHTH C PHUCK OT XHMOKAPHUTHHEMHUA U Texko 4epHOAPOOHO YBpeXKIaHe).

HQQLIGHTH C PHCK OT XHITOKAPDHHTHHCMHAA

[Ipr10/KE€HHETO Ha BANIPOAT MOXKE Aa NPEAM3BHKa NMOABATAa WK BIOIIABAHETO Ha
XUNIOKapHHTHHEMHSA, KOSTO MOXKE [1a IOBEIE 10 XUMepaMOHUEMHA (KOATO MOXE a NOBeAE 10
xunepamMoHeMuyHa eHuedanonatus). Habnonasanu ca U apyru CUMNTOMM, KaTo YepHOAPOOHA
TOKCHUYHOCT, XHITIOKETOTHYHA XHNOTTIMKEMHUS, MUOMATHA, BIIIOMHTENHO KapAUOMHOIATHA,
pabroMHONH3a, CHHAPOM Ha (DaHKOHH, IIABHO MPH MALIMEHTH C PHCKOBH (akTopH 3a
XHITOKapHHUTHHEMHA WIH ¢ BeYe CHIHECTBYBAllla XHNOKAPHUTHHEMHS. T1auHEeHTHTE ¢ NOBHILEH PHUCK
OT CUMITTOMaTHYHa XUMIOKAPHHTHHEMHS TIPH JIEYEHHE C BAJIIIPOAT BKIKOYBAT NALIMEHTH C
MeTaOOIMTHHY HAapYLUEHUS, BKJIFOUMTENIHO MHTOXOHAPHAIIHY Hapy1UeHHUA, CBbP3aHH C KAPHUTHHA (BXK.
cbio To4Ka 4.4 [alueHTH ¢ U3BECTHO WITH NMOAO3IUPAHO MUTOXOHAPHANHO 3ab0NsABaHe ¥ HAPYLUCHUS
B YPEHHHUS LHUKDBJI H PHCK OT XUIIEPAMOHHEMMS ), HAPYIUEHNUS B XPAHHTENHHUA [IPHEM HA KAPHHUTHH,
NaUMEeHTH Ha Bb3pacT nox 10 roamHu, eqHoBpeMeHHa ynotpeda Ha NHBaNaT-KOHIOrHPaHH JIEKapCcTBa
WJIH HA OPYTY aHTHENWIEITFHLH.

[Taunenture Tpabra aa ObaaT npeaynpeneHH aAa cbollaBaT He3abaBHO 3a BCAKAKBH NPH3HALM Ha
XMIIepaMOHHEMUS KAaTO aTakCHA, HapyllleHO Ch3HaHue, nospruliade. Tpabsa na ce obmMuciu nobasaxe
Ha KapHHTHH, KOraTo ce HabJKaaBaT CHMIITOMH Ha XHITOKAPHHTHHEMHA.

[laLmeHTH CBC CHCTEMEH MbPBHYEH KAPHHTHHOB N€PULMT K KOPHIrHpaHa XHITOKAaPHHTHHEMHS MoraT
Aa ObaaT NeKyBaHU ¢ BaNNpoaT CaMo ako MOM3KTE OT IEHEHUETO ¢ BANNPOAT HANBHUILABAT PUCKOBETE
MpH TE3H NMALUHEHTH H HIMa TepaneBTHYHA altepHaTHBa. [Ipu Te3u nauneHTH TpsOBa Aa ce npHiara
MOHHTOPHHI HA KAPHUTHHA.

[TaueHTHTE C OCHOBEH AeUUMT HA KAPHUTHH nanMutowi tpancgepaza (CPT) tun Il Tpsabea na
OBaaT NpeaynpeacHy 3a Nno-roneMus puck ot pabaomMuoansa npy npueM Ha annpoar. [lpu Te3u
nauueHTH TpadBa 1a ce oOMUCIH 10DaBAHE HA KAPHUTHH.

B:x. cbiio Toukun 4.5, 4.8 1 4.9.

[TaunenTrre Tpabea Aa ObAAT NpeAyNpeaCHH 3a PUCKA OT HA/L1aBaHe Ha TErI0 B HAYANoTO Ha
NE€YESHHETO, H € HEOOX0AUMO aa ¢ce NpeAnpHeMe NoAXOASIa CTpAaTerus 3a HaMasIABaHe Ha TO3H PHUCK
00 MHHHMYM (BXK. TouKa 4.8 HexxenaHM JIeKapcTBEHH PEAKLIHH).

[TauneHTH ¢ HaNTMYEH JePUUMT Ha KapHUTHH NanMUTOUI TpaHchepaza (CPT) tun 2 Tpabea aa 6paat
MPeaYNPEAEHH 3a MO-TOAAM PUCK OT pabIOMHOU3a, KOraTo MpUeMaT BaIIpoar.

He ce npenopbyBa NMpHEMAHETO Ha AJIKOXON M0 BPEME HA JIEYEHHE ¢ BATNMPOAT.

Jena

[1pu neua Ha BB3pacT noA 3 roAUHHM C€ NPENOpbYBAa MOHOTEPAIHKA MPU Npeanycpade Ha Jlenakux
57,64 mg/ml cupon, HO npeau 3aMoyYBaHe HA TEPANMUATA, NOTEHUMAIHATA No3a oT JenakuH
57,64 mg/ml cupon Tp46Ba ga c€ OLIEHHU CNPAMO PUCKA OT YePHOAPOOHO YBPEKAAHE WU MAHKPEATUT
Mpy TaKKWBa NalMeHTH (BXK. Touka 4.4. Texko yBpexaaHe Ha YepHHUA Apo0 U BK. chlLO ToUKa 4.5).
EaHospemeHHaTa ynoTpeba Ha cannunnati TpadBa aa ce u304area npy aeua noa 3 roauHyd nopaau
OMACHOCT OT HYePHOAPOOHAa TOKCHUYHOCT (BK. ChLIO TOuKa 4.5). .

b1LOpeYHA HEeAOCTATHLYHOCT
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Moke na ce HalToXKH HaMallABaHE Ha Ao3aTa. 1bH KaTo npocneassaHeTo Ha Iuia3MeHaTa
KOHLIEHTpaLUsA MOXe Ja € NoABexaaLlo, 103aTa TpabBa Aa ce KopHrupa ¢cbo0pa3sHO KIMHHYHOTO
NpoCaesiBAHE.

Harput
To3u nekapcTBeH NPOAYKT ChAbPKA No-Manko oT 1| mmol Hatpuii (23 mg) B 1 ml, T.e. npakTHueckwu

HE CHABPXKA HATPHHA.

Copburon

To3u nekapcTBeH Npoaykr ceabvpxa 105 mg/ml copburon.
CopOuTONBT € U3TOYHHK Ha $pyKTOo3a. [lalMeHTH ¢ HacIeACTBEHA HETTIOHOCHMOCT KbM QpPYKTO34,
PAAKO reHeTHUHO 3abonsiaHe, He TpadBa 1a npUeMaT TO3H IEKAPCTBEH NPOIYKT.

EtaHon

To3u nekapctseH npoaykT cpabpxa 0,00135 mg eranon Ha Bcekd 5 ml cupon. Konnuectroto B 5 mi
OT TO3YW JIEKapCTBEH NPOAYKT € eKBHBaNeHTHO Ha no-Maiko oT 0,00003 ml 6upa wnm 0,00001 ml
BHHO.

MankoTo KOJIMYECTBO €TaHOJ B TO3H JIEKAPCTBEH APOAYKT HAMA 1a UMa 3abesierkuMH eeKTH.

4.5 B3aumMoaelCTBHA ¢ APYIrH JEKAPCTBEHH NPOAYKTH H APYIH ¢OpPMH HA B3auMOJeHCTBHE
Bansigse Ha BAINPOAT BLPXY APYIH JIeKApCTBA

Hesponenmuyu, MAQ unxubumopu, anmuodenpecarnmu u 6eH300uazenuru

HenaxkuH 57,64 mg/ml cupon Moxe na noTeHLMpa edeKTa Ha IPYyrH NCHXOTPONHH CPEACTBA KaTo
HepponenTHUH, MAQO uuxubutopu, aHtTuaenpecanTy U OeH30Q4a3eNUHH; CNIEA0BATENHO, CE
npenopbUuBa KIKHUYHO NpochieasBaHe, KaTo Mpy HeOOXOOMMOCT ao3aTta TpaOBa 1a c€ KOpUTHpa.

JTumui
Henaxux 57,64 mg/ml cupon HAMa edeKT BBPXY NMNa3MeHHTE HHBA Ha IMTHUA.

Penobapbuma

Henaxnn 57,64 mg/ml ¢cApoNn noBHINABA NJIA3MEHHTE KOHIUEHTPAUHH HA penobapbuTan (nopaam
HHXUOHpaHe Ha YepHoApoOHMs KaTabonMIbLM) H MOXKE Aa C€ CTMTHE 0 cealus, 0coOEHO NpH Jeua.
CrnenoBaTesnHo, npe3 mopBUTe 15 JHH OT KOMOMHUPAHOTO JIEYEHHE, CE MPENOoPbUBA KITHHHUYHO
npocneassaxe ¢ HezabaBHO HaManBaHe fo3aTa Ha PpeHobapOUTan NpH BL3HMKBAHE Ha CeJalMA, KATO
MpH HeOOXOAUMOCT ce H3c/eaBaT IU1asMeHHTe HUBa Ha denobapbuTan.

Ipuvuoon

Henaxun 57,64 mg/ml capon NoBHILIABA NIAIMEHHTE KOHUEHTPAMHA HA IPHMHAOH C YTEXHABAHE
Ha HEXEJTaHUTE My peaKlMy (KaTo ceaauus); Te3u MPU3HALIA U34YE3BAT MPH ABITOCPOHHO JIEHEHHE.
[IpenopbuBa ce KIMHHYHO NpocieassaHe, 0coOeHO B HAUAIIOTO Ha KOMOWMHHMpaHa Tepanus H [pH
HeOoOXOAHMOCT — KOpEKLIMA Ha J03aTa.

Denumoun

Henakns 57,64 mg/ml cnpon nonnxkasa o6maTa naazMeHa KOHUEHTPALHA HA QEHUTOHH.

OcgeH T0OBa, lenakuH 57,64 mg/ml cupon yeennuara csoboanata gopMa Ha GEHHUTOMH C BB3MOXKHOCT
OT NOSIBa HA CUMIITOMH Ha NIpeAO3MpaHe (BAINpoeBaTa KHCEMMHA U3MECTBA PEHUTOUH OT MECTaTa My Ha
CBBLP3BAHE C IUIA3MEHUTE NIPOTEHHH W MOHMXKABA YepHOAPOOHUA My kaTabonu3nm). [lopaay Toea ce

ce onpeaeny ceoboaHara gopma.

Kapbamazenun
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Hamuue ca cpobuieHns 3a KIIMHUYHA TOKCHYHOCT MPH CHBMECTHO NPHJIAraHe Ha BaJINpoar ¢
kapOaMa3seriH, Thit KaTo BaJINMpOoaT MOXKE 1a NOTeHUHpa TOKCHYHHUA edekT Ha kapOama3enuH.
[Tpenopbura ce KIMHHYHO npocieasBaHe, 0coDeHO B HA4YAIOTO Ha KOMOWHHPAHATA TEPAITHA, KATO IPH
HeoOXOAHMOCT 03aTa ce KOPHIHpa.

Jlamompuwicun

Henakun 57,64 mg/ml cupon HamanABa MeTabo/iN3Ma Ha IAMOTPYOKHH W YBEJIMUABA CPEHHSA MY
NOY>KUBOT IMOYTH 2 ITbTH. TOBa B3aUMOIeicTBYE MOXE [1a JOBee 10 YBEIIHYEeHA TOKCUYHOCT Ha
JIAMOTPH)KHH, B HACTHOCT CEPHO3HH KOXHH 0OpHBH.

CrnenoBaTtesiHO, NPENnoppHBa C€ KIMHUYHO HabMOAeHHEe W KOPMIrHpaHe Ha Ao3aTa (HaMansiBaHe Ha
1034aTa Ha TaMOTPHIKHUH ), KOTaTO € HEOOXOAHMO.

3udosyoun
BanmpoaT Moxe Ja NOBHUINY U1a3MeHaTa KOHLEHTpallMs Ha 3HI0BYAHH, KOETO Aa JOBEE 10 MOBHUILICHA
TOKCHYHOCT Ha 3MXOBY/IUH.

Denpamam
Bannpoepata kucenHHa MOXKe a HaMalli cpeaHMs KIMPBHC Ha denbamar ¢ 1o 16%.

Onanzanun
BannpoeBara KucenHHa MOYKE 1a HAMaJTKM KOHLIEHTPALIMATA Ha OIaH3aMHH.

Pygunavuo

BannpoeBara kMCenHMHa MOXKe fa J0BEIE 10 YBEMYaBaHe Ha IU1a3MEeHUTe HHRa Ha pyduHamua. Tosa
YBETHUE€HHE 38BUCH OT KOHLEHTPALIMATA Ha BANNpoeBa KUcenHHa. [IoBHIIEHO BHUMAHKE CE H3UCKBA
0coOEHO NpH Aela, Thid KaTo TO3H €(EKT € MO-BUCOK B Ta3H MOMyNaLus.

Iponoghon
BannpoeBaTa KHCeTHHA MOXE 0 JOBEAE N0 YBEJIHYaBaHE HUBATa Ha riporiodon B kpbeTa. [Ipu
eJHOBpeMeHHaTa ynorpeba ¢ sampoar, Tpsbsa aa ce odMHCIM HaMAIABAHE HA A03aTa Ha nponodon.

Humoounun

EnHOBpeMEHHOTO NeUeHHE ¢ HIMOAMITHH K BAJINMPOEBa KHCEITMHA MOXeE J1a YBEJIWYH [U1a3MeHaTa
KOHLEHTpaLMg Ha HUMoaunuH ¢ 50%. CrnenosarenHo, TpadBa aa ce HaMasiM 103aTa HA HUMOIUITUH B
CITy4ait Ha XHIOTEeH3MA.

Bannanre Ha APYTH J1eKapcTBa BLPXY BAAnpoaT

[TpoTHBOSHUNIENTHYHUTE CPEACTBA ¢ €H3UM-HHIYLIHpall €beKT (B TOBa YUCIIO GEHHTOMH,
¢peHobapburan, kapbamazenyH) NOHKWKABaT CEPYMHHTE KOHLIEHTPALMH Ha BAIApoeBaTa KMCe/IMHa. B
CiTyyau Ha KOMOHHHUpaHa Teparnusn, 103uTe TpAdBa Aa ce KOpUrupaTt ¢boOpa3HO KNIMHHYHHA OTrOBOP U
HUBOTO UM B KPBBTA.

Ot apyra cTpaHa, xoMOMHaLmsTa oT dendaMat M BaANpoaT NMOHWKABA KIHPbHCA HAa BANNpOCBaTa
kucenuHa ¢ 22% no 50 %, v cnepoBarenHo, yBenuyaga njiaaMeHHTE KOHIIEHTPALIMK Ha BalINpoeBara
kucenuHa. Jlo3arta Ha Bastnipoar Tpadea aa ce Habmoaaea.

MeTabonuTuTe Ha BANpPOEBATa KUCENIMHA MOTAT 1a C€ YBEIHWYaT B CTy4ai Ha eTHOBpeMEeHHa ynorpeba ¢

beHUTOHH MW deHoDapbuTan. CreoBaTenHo, NalUeHTHTE NEKYBAaHH C Te3U ABe neKapcTea Tpadsa aa
ObaaT BHUMaTenHO Habmo1aBaHH 3a MPU3HALIK H CHMITTOMH Ha XMIIEPaMOHHEMHMSL.

B cnyqaﬁ Ha CIHOBPCMEHHA ynmpeﬁa Ha Banpoart U CWIHO CBbP3aHH C NIpOT
(acnupuu), CCPYMHHTE HHBA HA cBoCoaHaTa BA/INMPOCBATa KHCCIIHHA MOrarT a4
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B cmyuaii Ha eqHOBpeMeHHa ynoTpeba Ha euraMuH K-3aBMCHMMM aHTHKOArynaHTHH $akTopH, TpabBa aa
C€ U3BBLPUIBA CTPOro NpociiesBaHe Ha NPOTPOMOHUHOBOTO BpeMe.

Hupata Ha MeTabonuTHTe Ha BaIMpoeBaTa KMCEIMHA MOTaT Aa ¢ MOBUUIAT (BCJIEACTBHE Ha peayLMpaH
yepHoApoOeH MeTabOoMH3IBM) B CITy4aid Ha €JHOBpEMEHHA ynioTpeba ¢ UMMETHUANH WK EPHTPOMHLIMH.

Kapbanenem (naHuneHeM, MEpONIEHEM, HMHTICHEM)

Hamanasane HMBaTa Ha BAINPOEBA KUCEIMHA B KPBBTA, ca OWIH AOKIAIBAHH NPH €IHOBPEMEHHATA
ynotpeda chbC ChAbpAKallK KapbaneHeMH CpelicTBa, BoAellH A0 HaMamaBaHe ¢ 60-100% HuBara Ha
BAIMIPOCBa KHCEWHA B FIPOJBIKEHUE HA 2 IHH, MOHAKOTa CBBbP3aHo ¢ repyose. [lopaau 6np3oTo
Hayano U CTeNeHTa Ha NOHWXKaBaHe, eHOBPEMEHHOTO MPWIAraHe Ha ChAbprKallik kapbarneHeMu
CPeACTBa NMPH NAaLHeHTH cTaOWIM3HpaHH HA BANIMPOEBa KMCENHHa TpsaOBa ga ce u3baraa (Bxk. Touka 4.4).
AKO IEUEHHMETO C TE3H AHTUOHOTHLIM HE MOXKE Aa ce H3berHe, TpsAOBa Ja ce M3BLPILUH CTPHUKTHO
MpocieAsBaHe Ha KPbBHUTE HUBA Ha /lenmakuH 57,64 mg/ml cupon.

Pugpamnuyun

Moxe na MOHWKH KPbBHHTE HHBA Ha BaJIpOEBaTa KMCENHHA, KOSTO BOAH 10 JIUTICA Ha TEpareBTHYEH
edext. ETO 3a1i10, MOXKe Aa Ce HATOXKH JO3aTa Ha BAINPOAT A C€ KOPHIHpa NPH ChbBMECTHO
NPWIOKEHHE ¢ PHAMITULIKH,

IIpomeasnu unxubumopu
[Tpu eqHOBpeMeEHHAaTa yrioTpeDa Ha NPoTeasHH HHXMOMTOPH KaTo NOMHHABUP, PUTOHABHP, C€ HaMalABaT
[U1a3MEHUTE HHBA Ha BANNpPOATA.

Xoaecmupamun
[Npu eqHOBpeMeHHa ynoTpeba, XoNeCTUpaMuH MOXKE 1a I0BeIE A0 HAMANABAHE Ha IUla3MEHUTE HUBA Ha
BAJINpOAT.

Memamuzon

MeTaMH30JTET MOXKE J1a HaMaJli CEPYMHUTE HUBA Ha BAINMPOAT NMPH €MHOBPEMEHHO MPHIOKEHHUE, KOETO
Ja A0Befe J0 MOTEHLMATHO HaMAISIBaHE Ha KIHHUYHATa €(PUKAaCHOCT Ha Banpoart. Jlekapure,
MPeArYCBALLH JISYeHHE, TpAOBa 1a HabmogaBaT KIMHUYHHA OTTOBOP (KOHTPO/ Ha NMPHaAbLMTE WIH
KOHTPOJT Ha HACTPOEHHETO) U JJa OOMMCIISAT NPOCIeIABaHe HA CEPYMHHTE HHBA Ha BalMpOaT, ako €
AOAXONALIO.

Memompexcam

B HsakOH AOKIIaH C€ OMMCBA 3HAYMTEITHO HaMaA/IABaHE Ha CEpYMHHMTE HHBA Ha BANNPOAT Cliejl
MPpWIOKEHHE HA METOTPEKCAT ¢ NoABa Ha rppuose. [Ipeanucealuure nekapu TpsbBa na npocneassar
KJIMHHYHHA OTTOBOP (KOHTPOJ Ha I'bPYOBETE WM KOHTPOJ Ha HACTPOSHUETO) M 1a NPEABHAAT
NPOCNEARBAHE HA CEPYMHHATE HMBA HA BAJIMPOAT, aKO € HEOOXOAHMO.

JApyru B3aumogeicTBHA

Puck om yspeodicoaue na weprnusn opot
EnnospeMenHara ynorpeba Ha canuumnaTti Tpsdsa Aa ce #304rsa npu aeua noa 3 roquiliHa Bb3pacT
NOpaiH PUCK OT YePHOAPOOHa TOKCHUYHOCT (BK. TouKa 4.4).

EaHospemeHHaTa ynorpeba Ha painpoat U MHOXKECTBeHAa AHTHKOHBYJICHBHA Teparnis NOBUINABRA PUCKA
OT YBpeKJaHe Ha YepHHA Apod, 0COOEHO Npy MallkM feua (8. Touka 4.4).
EnnospemeHHaTa ynorpeba ¢ kaHabuauon NopuilaBa 4eCTOTaTa Ha NMOBHILIABAHE HA €H3HMH
TpaHCaMHHa3H. B KIMHUYHM NPOYUYBaHWA NPH NALMEHTH OT BCUYKH Bb3PAcTH, MOTy4Yara
eAHOBpeMeHHO kaHabuauon B Ao3u ot 10 g0 25 mg/kg u Bannpoar, ce cbobLara 3a No
ALT Han 3 rbTd Haa ropHaTa rpaHuua Ha HopMata npu 19% ot nauuenture. Tpabea
NOAXOAALL MOHHTOPHHI HA YepHHA ApOD, KOraTo BalnfpoaT ce U3No/3Ba eAHOBPEeMEHH
AHTHKOHBYJICHBHH CPEACTBA € MOTEHMATTHA XEMATOTOKCHYHOCT, BKIKOUYHTENHO KaHab
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Ja ce oOMHUCITH HaMaJIiBaHE Ha 03aTa WM MpEKpaTaBaHe Ha JISUCHUETO B CITy4yad Ha 3HAYMTEITHH
AHOMAJTMM Ha YepHOAPOOHHTE NnapaMeTpH (BXK. TOuKa 4.4).

EAHOBpeMEHHOTO NPHIIOAKEHHE HA BAJINPOAT H TOMHPAMAT HJIH ALETA30JaMH] € CBBP3aHo ¢
eHnePANONATHR H/HAA XHOepaMOHHemAsn. [laleHTHTe JleKyBaHH C Te3U JBa JICKAPCTBEHH NMPOIyKTa
TpabBa BHUMATENHO Aa ce HabioaaBaT 3a NPU3HALIM ¥ CUMITTOMH Ha XMIICpaMOHHEeMHUYHa
eHuedamonaTus.

Keemuanun
EAHOBPEMEHHOTO MPUIOXKEHHUE HA BAINPOAT ¢ KBETHAMTMH MOXE [1a YBEJIMYM PUCKA OT
HEYTPONEeHNA/NEBKONEHMA.

Cpedcmea coObpacauin ecmpozer, BKIOYUMENHO ChObPICAUU eCMPOZEH XOPMOHATHU
KOHMpayenmueu

EcTtporenure ca HHIYKTOpH Ha w3cdopmu Ha UDP-rmroxypoHo3wt TpaHcgepasara (UGT), yyacTeauiu 8
rMOKYPOHHPAHETO Ha BANMPOAT M MOTaT A YBEMUWYAT KIMPBHCa Ha BATIIIPOAT, KOSTO Aa J0BEeE 10
HaMaJleHa CepyMHA KOHLIEHTPALMA Ha BANMPOAT H Bb3MOXKHO HamaliaBaHe Ha e(hHKACHOCTTa Ha
Bainpoara (Bx. Touka 4.4). [la ce 06MHCITH NpocneasBaHeTO Ha CEPpYMHHTE HUBA Ha BaJpoar.

Ot Apyra cTpaHa Bainpoar HAMa eH3UM-HHAYLHpall edexT; BCIeACTBHE HAa TOBA, BANMNPOAT HE CHW)KaBa
e(eKTHBHOCTTa HA €CTPONPOrecTATHBHHTE CPEACTBA NPH KEHH B3EMALLM XOPMOHAJTHH
KOHTPALIEITTHBH.

Iusanam-xonwozupanu rexapcmsa

EnHoBpeMEHHOTO NPHIOKEHHE Ha BAINPOAT M MHBANAT-KOHIOTHPAHH JeKapeTea (KaTto ue@aMTopeH
MUBOKCHI, aJ6(OBHP AHTTHBOKCII, MHUBMELIWINHAM H NUBAMIHUWIKH) TpAOBa Oa ce u3bArea nopaiu
NOBHULLIEH PHCK OT M34epnBaHe Ha KapHUTHH (BxkK. Touka 4.4 TlaLiMeHTH ¢ pUCK OT XMIIOKAPHHTHHEMHA).
[MaumeHTHTE, MPU KOUTO HE MOKE Aa Ce H3DerHe CLBMECTHOTO NMpHnoxkeHune, Tpsadea na 6bnaar
BHUMAaTEHO HaOMIOAaBaHH 3a MPU3HALM M CHMIITOMH Ha XUNIOKapHHUTHHEMUIS.

Knozanun

EAHOBPEMEHHOTO JIEYEHHUE ¢ BATIIPOAT M KIQ3aMH MOXKE [1a MOBUIUM PUCKA OT HEYTPOIIEHHA U
KJI03aMHH-HHAYLIMPaH MUOKAPAMT. AKO € HeoOX0aMMa CHITETCTBALLA YNOoTpeda HA BAIMPOAT ¢ KIO3AaMHUH,
¢ HeoDX0AUMO BHUMATETHO NPOCTICAABAHE M 3a ABETE CHOMTHA.

4.6 PepTHanTeT, OPEMEHHOCT H KbpMeEHe

bpeMeHHOCT H XKEeHH ¢ JETEPOAEH NOTEHIIHA

Jleuenue na enunencus

¢ Bannpoar e NpoTHBONOKAa3aH Mo BpeMe Ha OPEMEHHOCT, OCBEH NMPH JIMIICA HA MOAXOAALIO
aJITepHAaTHBHO ICYEHHE

¢ Baanpoar e NpoTHBONOKa3aH MMPH XEHH ¢ ACTEPOIAEH NOTEHUHAN, OCBEH KOTaTO ¢a H3IMHIHEHH
ycnoBHuaTa Ha [lporpaMara 3a npeana3ssate oT SpeMeHHOCT (BxK. Touky 4.3 W 4.4)

Heuenue na Gunosipno pazcmpoucmeo
e Basnpoart e npOoTHBONOKA3aH NO BpeMe Ha OpeMEHHOCT

e Bannpoar € MpOTUBOMOKA3aH MPH XKEHU C AETEPOAECH NOTEHLHAN, OCBEH KOraTo ca U3NbAHEHH
ycnosusnara Ha [Iporpamara 3a npeana3pane oT OpeMeHHOCT (BXK. Toukn 4.3 1 4.4)
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TepaToreHHOCT U €eKTH BbPXY DA3BUTHETO in ufero SKCIO3ULIs

Puckose, cevp3anu ¢ excnozuyus Ha saanpoam no epeme Ha bpemennocm

[Ipu Ke€HHTE, KAKTO MOHOTEpANHXATa ¢ BaNNpoar, Taka M MOJHTEpanuaTa ¢ BaAMpoaT, BKIIOUYBALIA H
ApYryd aHTHENWIENTHUH, Y€CTO ca CBbp3aHH ¢ a0HOPMEH U3X0[ Ha OpeMEeHHOCTTA.

HanuuHuTe 1aHHH NOKa3BaT yBEAHUEH PUCK OT TEXKKH BPOACHH Ma(POPMALIHU M HADYUICHHS Ha
pa3BUTHETO Ha HEPBHATA CUCTEMA U B IIBaTa CJTyyas — KakTo NIPH MOHOTEpanHus, Taka U NpH
[OJIUTEpAIius ¢ BaJNPOAT, B CPABHEHHE C MOMyJJalUd 0e3 eKCMo3UMLUMa Ha BAINpOoaT.

[MTokazaHo €, ye BannpoaT NpeMyHaBa npes IialeHTapHaTa OapHepa KaKkTo MPpH >XHBOTHHCKHU BHIOBE,
TaKa Y NpH Xopa (Bx. Touka 5.2).

[1pu >KMBOTHH: MPU MHUILKH, TUTbXOBE M 3alilti ca A0Ka3aHH TepaToreHHH edexT (BX. Touka 5.3).

Bpooenu manghopmayuu 6 pesyamam Ha excnouyus in utero

MertaaHanu3 (BKJIIOYBALL PEFUCTPH H KOXOPTHH NPOYUYBaHUA) NMoka3ea, 4ye okono 11% ot aeuarta Ha
YKEHH C EMWIETICHA, EKCITOHHPAaHH Ha MOHOTEPANUsA C RANNPOAT Mo BpeMe Ha OpeMEHHOCTTa HMaT
TeXKKH BpoAeHH MandopMalik. Tosa € moseye OT pUcKa 3a Texkd MandopmaLuy B o6L1aTa
nomyJauus (0kono 2-3%). PUCKBT 3a TEHKKH BpoAeHN MasipOpMaLiK NPH AeLA CNeq in utero
eKCITO3HLIMA HAa AHTHEMTHIENITHYHA JIEKApCTBEHA MOJAMTEPAIKA, BKIIOUBALLA BAIIPOAT, € MO-BHCOK OT
TO3W Ha aHTHEMHWICNITHYHA JIEKAPCTBEHA Tepanusi, KOSTO He BKIIOUBA BANNPOAT.

PuckbT € 10303aBHCHUM TIPH MOHOTEpANHA C BaNIpoaT, KaTo HAJTHYHUTE JaHHU MOKa3BarT, ye €
10303aBUCHM H MPH NOJAUTEPANUA ¢ Bannpoat. BurnpekH ToBa, nNparosara 103a, Mo KOATO HeE
CBIHECTBYBa PHCK, HE MOXE 1A Ce OMNpele/t.

Hanuunure naHHY NOKA3BAT HapacTBaHE HA CiIyvauTe Ha MalKH M Texku mandopmarmu. Hai-
YECTHTE CIy4au Ha ManpOpMAaLIMH BKJIIOYBAT JeeKTH Ha HeBpanHaTa Tpb0a, NMLER JUCMOPODHIBM,
3acllKa YCTHA H BbLJTYa MacT, KPAHHOCTEHO3a, ChPAEYHH, OBOpEUHH U YPOreHHTATHH AeEKTH, H
NeeKTH Ha KpaMHULIMTE (BKIIOYUTEIHO ABYCTPAHHa arula3na Ha JIbYEBATa KOCT), H MHOXECTBO
AHOMAaJTMH Ha Pa3THYHH CUCTEMH B YOBEUIKUS OPraHHU3IbLM.

ExcnosuumaTa in utero Ha BANpOAT MOXKE J1a JOBEAE 10 YBPEKIAaHE Ha ClIyXa WIH [NyX0Ta nopaiu
MaJIGOpMALIMK HA yIIUTE W/WIK Hoca (BTOpUUEH edeKT) W/ WK AUPEKTEH TOKCHYEH e(peKT BbpPXY
cayxoBus anapat. CiryyauTe ONMCBAT KAKTO €1HOCTPAHHA, TaKa M ABYCTPAHHA INTYyX0Ta WIH
yBpexJaHe Ha ciyxa. He 3a BCHUKH cimydau ca crobuleHu pesyntaTH. Korato ca chobuieHH
pe3y/TaTH, B MO-roiAMara 4acT OT CITy4auTe He ¢e HaOmoaaBa Bb3CTAHOBSABAHE.

Excrniosvums in ulero Ha BannpoaTt MOXKe 1a AoBeae A0 OYHH MandopMaLMK (BKIIOUYHTENHO Konoboma,
MUKpodTanMHs), KOUTO ce chodlllaBaT BbB Bpb3ka ¢ Apyry BpoaeHH masidpopmaiu. Te3n ounu
MaJIpOpMaLlHK MOTaT [a 3aCErHaT 3pEHHETO.

Hapywenua 8 pazgumuemo Ha Heps8HAMA CUCMEMA 8 pe3yiman Ha eKCho3uyua in utero
JaHHM NOKa3BaT, 4€ €KCIO3MLIMA HA BANIPOAT in utero MOXe aa MMa HeOnaronpusaTHu eexkTH BLpXy
MCHXHYECKOTO U (PU3MUECKOTO Pa3BUTHE HA J€1aTa, HATOKEHH HAa TaKaBa eKCNO3HLMA. PUCKBT OT
HapyLUICHHS B Pa3BUTHETO Ha HEPBHATA CUCTEMA ( BKITHOUUTETHO ayTH3bM) U3MIEKAA € 10303aBUCHM,
KOraTo BAIMNpPOAT CE H3MOM3Ba KaTO MOHOTEpanusA. Benpexky ToBa, nparoeata [03a, N0A KOSTO PUCKET
HE CBLUECTBYBA, HE MOXE [1a C€ YCTAHOBH Bb3 OCHOBa Ha HANHW4HHTe AaHHH. KoraTto Bannpoar ce
M3I10JI3Ba KATO MOJIUTEPanus ¢ APyTryd aHTHEMHWIENTHYHHU NEKAPCTBEHH MPOAYKTH, PUCKBT OT
HAPYUWEHHSA B PA3BUTHETO HA HEPBHATA CUCTEMA B MTOKOJEHHETO ChLIO 3HAYMUTEIHO CE YBE/MYaBa B
CpPaBHEHHE C TO3H NPH aeua 0T odLaTa rnomynanus Wid pOACHH OT HEeNEKyBaHH MaiKH C ENUIENCHs.
ToYHHMAT PHCKOB recTaLMOHEH NEPHO/ 32 TE3HM €(PEKTU € HECUTYPEH H BB3MOXHOCTTA 338 PUCK NO
BpEME Ha LisutaTa OpEMEHHOCT HE MOXKE a C€ M3KITIOUH.

Korato panmpoar ce nphujiara kaTo MOHOTEpanus, Npoy4YBaHUA MpH Aella B Npeay4YWITHLIHA Bb3pacT,
U310)KEHW Ha EKCTO3MUMA Ha BaJIMpoarT in ulero No BpeMe Ha OpeMeHHOCT NMOoKa3ear, q & 30-21 e
OT ciyuavre ce HabmroaaBa 3abaesiHe B TAXHOTO PaHHO Pa3sBHTHE KATO: FOBOP, NO-KbGHE y g

MO-HUCKH HHTENeKTYAHH CNTOCODHOCTH, JIOLIHM €3UKOBH YMEHHA (TOBOpeHe U pa3Oufaly
C NaMeTTa.
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KoeduumeHT 3a vHTenurenrHoct (IQ), oueHex npu neua Ha 6 roAWHHU C aHaMHe3a 3a eKCNO3ULMA Ha
BaJINpOAT in ulero, € cpeaHo 7-10 myHKTa Mo-HUCHK OT TO3M MPHU AeLd, KOUTO ¢a H3IOKEHH Ha JApYyrd
aHTHENMWICNTHYHH NPOAYKTH. IMa JokazarencTea npH Aela ¢ €KCNO3ULMNA Ha BaJINpoaT, Ye PUCKBT OT
HapyLlaBaHE Ha UHTENEKTa Mo)e 1a Obe HE3aBUCUM OT KOEQHIIHEHT Ha HHTENHreHTHOCT (IQ) Ha
Malkara, BEIPEKH Y€ posigTa Ha CMYLIaBaluuTe GaKTOPH HE MOXE JIa CE H3KJIKOUHM NPH Jela.
JIaHHHUTE NO OTHOLIEHHE Ha ABJIFOCPOYHHA H3X0/1 Ca OrPAHHYCHH.

HanwyHuTEe JaHHHW OT NOMYJIAMOHHO 0a3UpaHO W3NMHUTBAHE MOKA3BaT, Ye ACLATA C CKCIIO3IULIMA Ha
BINPOAT in ufero ca ¢ MOBULUEH PUCK OT pa3CTpOHCTBA B ayTHCTHYHHA CIEKTHP (MpHOTU3UTETHO

3 NBTH) U AETCKH aYTH3BM (OKOJIO 5 ITbTH) B CPaBHEHHE C MOITyJalMaTa Ha Te3H 6€3 eKCIo3nuLHS B
MPOYYBAHETO.

HanuuyHuTe AaHHU OT ApYro NOMy/jJaudOHHO 0a3UpaHO UINMUTBAHE MOKA3BRAT, Y€ ACLATA C EKCMO3ULIHA
Ha Banmpoar in utero ca C NMOBHIUEH PHCK OT pa3BUTHE HA CHMITTOMH KaTo AeQHULHT Ha
BHUMaHHETO/XHUNEPaKTHBHO pa3cTpoiicTBo (attention deficit/hyperactivity disorder, ADHD)
(npubnuauTenHo 1,5 MbTH) B cpaBHEHHE ¢ NMOMyaLMATA Ha Te3u 6e3 eKCIo3ULMA B NPOYyYBAHETO.

Lleya om scencxu non, Oesouixu u Jcenu ¢ 0emepooer nomenyuan (8c. no-zope u mouxka 4.4)
Cpenctea CpabprKalliy €CTPOreH, BKINIOUHTENHO ChABPXKALLHY €CTPOreH XOPMOHATHH KOHTPALENTHUBH
MOTAT 74 yBENMHUAT KIHPBHCA Ha BAINPOAT, KoeTo OH MO0 Aa AOBeE A0 HAMANsABaHE HA CepyMHATa

KOHUCHTpALMA Ha BAINPOAT H Bb3MOXXHO HaMasnaBaHe Ha €)EKTHBHOCTTA Ha BaJInpoar (Bx. TOUkH 4.4
H 4.5)

Axo xcenama naanupa bpemenrnocm

3a MOKa3aHHETO EMHIENCHA, aKO XKEHATA I1aHupa Ja 3adbpeMeHee, TepanusTa ¢ Bannpoar Tpadsa aa ce
MPEOLEHH OT CNEUHATHUCT ¢ ONUT B JICYCHHMETO Ha ENWIENCHA U Ja c€ OOMMCIIAT aITepHaTHBHH
BBL3MOXKHOCTH 3a JieueHHe. TpsabBa Ja ce MosoxaT BCUYKH YCWIHA, 3a [a ¢€ MPEMHHE Ha MOAXOAALLO
ANITEPHATUBHO JICYEHHE MPEH 3aUE€BAHETO M NMPEOU NMPEKPaTABAHE Ha KOHTpauenuusaTa (BxK. To4ka 4.4).
AKO CMAHATA Ha JIEUCHHETO HE € Bb3MOXKHA, XeHaTta Tpa0Ba [a MoayyH JOMBIAHHTENHA KOHCYJTTaUus
OTHOCHO PHCKOBETE ¢ BANNpPOAT 3a HEPOAECHOTO AETE B MOJAKpeNa Ha HHGOPMHPAHOTO H B3EMaHE Ha
peLueHHe OTHOCHO CeMeHHOTO IUIaHHpaHe.

3a nokazaHueTo OUNONAPHO Pa3cTPOCTBO, AKO XEHaTa fuaHdpa aa 3abpeMeHee, TpabBa na ce nposeae
KOHCYJTTALMS CbC CIIEUHATMCT C ONUT B JICUEHUETO Ha OMMONAPHO pasCTpOMCTBO W JICHEHUETO C
BAIMPOAT TPsOBa 1a ce NpeyCcTaHOBHU, M aKO € HeoOX0oAHMO, TpabBa na ce NMpeMHHe Ha ANTepHATHBHO
NevYeHre NpeH 3a4EBaHETO U NPEAH NPEKPATABAHE HA KOHTPALIENLHMATA.

bpemennu dicenu
Bannpoart karo neueHne 3a OUNIONAPHO pa3cTPOMCTBO € MIPOTHBONOKA3aH 3a ynorpeba ro Bpeme Ha
OpemeHHOCT. Bannpoart, Karo jieueHue 3a ENWIENCcHa € NMpOTHBOMNOKa3aH Npu OpeMeHHOCT, OCBEH KOraTo
HAMA NOAXOAALIC ATTEPHATHBHO JieyeHUe (BK. TOUkU 4.3 1 4.4).

AKO XeHa, KOATO ce JIEKyBa C Bairnpoar, 3ad0peMeHee, T TpsAOBa He3abaBHO /1a C€ HACOUYHU KbM
CMELMATHCT, 32 Ja ¢e 00CHAAT AITePHATUBHY Bb3MOXKHOCTH 32 NeuveHue. [1o Bpeme Ha OpeMeHHOCT,
TOHUUYHO-KNOHHYHHUTE MbPUYOBE NMPH MANKATa U eMWIENTHYEH CTATYC C XHIOKCHA MOTaT Ja HOCAT
onpeneneH prcK OT CMBPT 3a MaikaTta M nJioaa.

AKO, BLITPEKH H3BECTHHTE PUCKOBE C BATIIPOAT NPH OpPEMEHHOCT M cniell BRUMaTeNHO OOMHCIIAHE Ha
AITepHATHBHO JIEYEHHE, MPH H3KITKOUHTENHH obcToATencTBa 6pemMeHHaTa keHa Tpabsa na nomy4asa
BAJINPOAT 3a eMUIENCHA, MPEenopbyBa ce Aa:

e  Ce W3NOoN3Ba Hal-HUCKaTa €PEKTUBHA /1032 M [a C€ pa3enid AHEBHATA [03a BaANpoar Ha
HAKOJIKO MAJIKH 103U, KOMTO TpAOBa Ja ce MpUeMar npes Lenus AcH. Ynortpebara Ha
neKapcTeeHa QopMa ¢ YIbTAEHO 0¢cBOOOMIaBAHE MOXKE 1A € 3a [PeANOYHTAHE npea ApYTH
JIEKapCTBEHH PopMH, 3a 1a ce u3berHat BUCOKY MakCHMalTHH TU1a3MeHH KOHLEHTpaLMy
Touka 4.2).

BcHYKH NauUMeHTKH ¢ eKCMO3ULMA Ha BaNIpoar no BpeMe Ha OpeMEeHHOCT U TEXHHUTE 11
na 6baaT HACOHEHH KBbM CIIELIMATHCT C ONMUT B TEPATONOrUsTa 33 OLIEHKA H KOHCYJITH
€KCIOHUpaHaTa OpeMeHHOCT. TpadBa aa ce u3BbpIIBA CNELUHANH3UPAH NIPEHATANIEH
OTKpPHBaHe Ha Bb3MOXHA MOsSBa Ha AedEKTH Ha HeBpanHaTa TprOa win apyryd Mand
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[IpuemaneTo Ha nobasku ¢ donmreBa KucenuHa npean SpeMeHHOCTTa MOXKE J1a HaMaJTd PHCKa OT
Ne(eKTH Ha HEBpanHaTa Tpbha, KOMTO MOrarT Ja ce NoABAT NpH Beska 6pemeHHocT. HanuuuuTe naHHM
obaue, He npearnonarar, ye GoaueBaTa KMCeIMHa MpeaoTBpaTABa NOSBATA HA BPOAESHH AedeKTH WK
Ma/popMaLIMK MOpaJH €KCIIO3HLIMA Ha BaJIpoar.

Puck 3a Hogopodenomo

- MHoOro pagko ca A0KJ1aJIBaHH C/Iy4YaH Ha XEMOpArHyeH CHHAPOM NPH HOBOPOAEHHU, YHHTO MaHKHU
Ca npremManu Baimnpoar no ppemMe Ha 6peMeHHoCT. To3M XeMoparuieH CHHAPOM € CBBP3aH C
TpOMOOUMTONEHUA, XHIMTODUOPUHOTCHEMHA W/ WIIH 10 HaMallaBaHe Ha Apyrd ¢akTOpH Ha
KPbBOCHCHPBaHETO. APUOpHHOreHEMHUS € N0K/TaABaHa ChllO M MOXe Aa Obae ¢ daTaneH u3xom.
To3u xeMoparuyeHn cHHAPOM, obaue, TpaOBa Aa ce pa3rpaHU4H OT HaMallABaHETO Ha BUTAMHH K-
3aBUCHMHTE QaKTOpHU, HHIYUHPAaHH OT PeHoDapOUTaN U eH3UMHU HHAYKTOpH. Cliea0BaTEeNHO,
Opos Ha TpomOoLMTHTE, HUBOTO HA PUOPHHOTEHA B IUTA3MAaTa, KoarylallHOHHH TeCTOBE U dakTopH
Ha KPBBOCHCUPBAHETO TpAOBa Na ce H3cnenBaT NpH HOBOPOAEHH.

- Cryuyad Ha XUNOrnukeMus ca OWiH AoKIaJBaHH MPH HOBOPOJEHH, YHHTO MalKH ca NMpHeMalTy
BAJIMTPOAT 10 BpeMe Ha TPETHSA TPHMECThP OT OpEMEHHOCTTA.

- Ciyyan Ha XMIOTHPEOHIN3IBM ca OHIIM IOKNaABAHH NPH HOBOPOAEHHU, HHUTO MAKKH ca NpHEeMaIH
BaNMpoaT no BpemMe Ha OpeMeHHOCTTA.

- CHHApPOM Ha OTHEMAHETO (KaTo, M B YaCTHOCT BH30ynda, pa3saApasHUTENHOCT, CBPbXBBH30YAUMOCT,
HEPBHOCT, XMINEPKHHE3NA, HApYLIEH TOHYC, TPEMOP, KOHBYJICHH H HApYILIEHHS HA XPAHEHETO)
MOXe J1a Ce MOABHU IIPH HOBOPOAECHH, YUHHUTO MalKH ca NMpHEMANIH BAJINIPOAT IO BpeMe Ha MOCaeAHNA
TPHUMECTLP OT OpeMEHHOCTTA.

Mnxe H NMOTEHINHAJEH DHCK OT Eﬁ3¢T@ﬁCTBa Ha HEBPOJIOrHYHOTO DA3IBHTHE TIIPDH aela HHHTO

faln ca TeKYBAHH ¢ BANNPOAT Nnpe3 3-Te Mecena NpeaH 3a4eBaHeTo.
PeTpocnekTHBHO 00CEPBAUMOHHO MPOYUYBAaHE B 3 CKAHAWHABCKH IBPXKABH NTOKA3BA [TOBHLLIEH PUCK OT

pa3CTpOHCTBA HA HEBPOJIOrHYHOTO pa3BHuTHe (neurodevelopmental disorders, NDD) npu neua (ot 0 no
1 1-roauiiHa BBb3pacT), YHUTO DALy ca NeKyBaHM ¢ BAINPOAT KaTO MOHOTEpanMA rpe3 3-Te Meceila
Npean 3a4eBaHETO, B CPaBHEHHME C elaTa, YMHKTO OalliM ca JIEKYBaHU C IAMOTPHKHH HITH
JleBeTHpaLieTaM KaTo MOHoTepanus, ¢ 06ob1ueHo kopurupaHo csoTHOWeHUe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupauust kyMyaaTiseH puck ot NDD sapupa mexay 4,0 % u 5,6 % B
rpynata Ha BaJinpoat cnpamo Mexay 2,3 % u 3,2 % B koMOHHMpaHaTa rpymna Ha
naMoTpiKuH/neseTHpaueTaM. [IpoyuBaHeTo He e 10CTaTHYHO MalabHO, 3a [a Ce U3CcaeaBa Bpb3KaTa
¢he cneundruru noarunose NDD, a orpaHuueHUsTa Ha MPOYYBAHETO BKJIKOUBAT MOTEHLIMANHO
»3AMBIIABAHE", CBBP3aHO C MOKA3AHHUETO M PA3IUKH BbB BPEMETO Ha MTPOC/ICAIBAHE MEKIY IPYTHTE C
ekcno3vuua. CpeHOTO BpeMe Ha MpocNesiBaHe HA Aellata B IpynaTa ¢ BaJlnpoar saprHpa Mmexay 5,0 u
9,2 roauHH B cpaBHeHHE ¢ 4,8 H 6,6 rOAMHHM 3a JeliaTa B rpynarTa ¢ JaMOTPHKHH/IIEBETHpALIETaM.
KaTto wsu10 e Bb3moxeH nosuiueH puck ot NDD nipu neua Ha Oali, neKyBaHH ¢ BalInpoar npes 3-Te
MeceLia peaHd 3a4€BaHETO, HO MPUUMHHO-CIEACTBEHATa BpBb3Ka ¢ ynoTpebarta Ha Bannpoar He €
noreupAcHa. OCBEH TOBA B NIPOYUYBAHETO He € oueHeH pUcksT 0T NDD npu aeua, yunto Gam ca

CIIpeNH NpHEeMa Ha BaJINIPOAT MOBeYe OT 3 Mecela NMPeaH 3a4eBaHeTo (T.€. € Bb3MOXKHA HOBA
criepMaToreHesa 6e3 eKCrno3vLMs Ha BaJTpoar).

Karo npeanasHa Msapka, npearnucBaluTe jgekapy Tpadsa a1a HHPOPMHUPAT NaLMEHTHTE MBKE 3a TO3U
MOTEHUMANEH PUCK H Ja 00CBIAT HEOOX0AUMOCTTa OT €(PEKTHBHA KOHTpAaLENUHA, BKIOYHTESHO 33
[apTHLOPKATA, JOKATO M3NON3BAT BANIMPOAT H MOHE 3 Mecela Cllel MPEKpaTABAHE Ha JIEYEHHETO (BK.
Touka 4.4). IlauHeHTHTE OT MBXKKH [10J1 He TpAOBaA Aa AapABaT criepMa Nno BpeMe Ha JIEYEHUETO U B
NPOABDKEHHUE Ha NOHE 3 MeceLa clie] NPEKpaTABaHE Ha NIeYEHHETO.

[TanueHTHTE MBXKE, NEKYBAHH C BANNPOAT, TpIOBa PEIOBHO /Ia CE Mperiexnar ot JICKYBaLlHs Td
NieKap, 3a Aa Ce NpeLeHHd Jaly BaINPOaThT € Hali-M0AX0AALOTO JieueHKe 3a TAX. 3a Majgsen 05 ~
MbKKH 110j1, KOUTO IUIAHHpAT [1a 3a4eHar Jete, Tpadsa na ce oOMucnAT u aa ce obCt Y &
MOAXOOALUM ANTEPHATHBH HA NeYeHUEeTO. BbB BcekH oTaeneH cimyvaii Tpabsa na ce/fipeX ¥ oA %’;5
HHAMBHAYATHHTE obcToaTencTea. [lpenopruea ce npy HEOOXOAMMOCT Aa ce NOTHACHQ L"'ﬁéé‘
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Khpmene

ExckpeltdsiTa Ha BaaNpoar B KbPMAaTa € HUCKA, ¢ KOHLeHTpaus Mexay 1 % go 10 % ot cepymuuTe
HMBa Ha MalKaTa. Bb3 OCHOBA Ha NUTEpaTYPHUA M KJIIMHHYEH OIHT, KbpMEHeTO TpAabBa na ce
npepasriefia Kato ce BieMe noj BHMMaHue npodwna Ha 6e3onacHocT Ha JlenakuH 57,64 mg/ml cupor,
0cODEHO XEMATONOIrMYHWTE HapylLIeHHA (BXK. Touka 4.8 HexenaHun nekapcTBeHH peakLIMH).
ExckpeunsaTa Ha Ba1Npoar B MAHYHHOTO MJIAKO € B aMana3oHa ot 1 % no 10 % ot cepyMHHTE HUBA Ha
MaiKkara. XeMaToNOrHYHH HapyleHHs ca HabmroaaBaHu NpH HOBOpoAeHW/ 6ebeTa koraTo ca KbpMeHH oT
MaiKy, mpyUeMai Bannpoar (Bx. Touka 4.8).

TpsaOBa na ce B3eMe pellleHHe OTHOCHO CITUPaHE Ha KbPMEHETO WIH MpeyCTaHOBABaHe/OrpaHHHYeHHe Ha
neyeHHeTo ¢ JenakuH 57,64 mg/mi cuporm, kaTo ce UMAT NMpeABHI NOM3HTE OT KbPMEHETO 3a NETETO U
0J13aTa OT JICUEHHETO 33 MaHKaTa.

DepTHIHTET

Mma cpobLieHHs 3a ameHopes, NOJMKHCTOIHH AHYHHLM M YBEJIHYEHH HUBA HA TECTOCTEPOHA TIPH XKEHH,
MpyeManu sainpoar (Bx. Touka 4.8). [Ipwiaranero Ha Bannpoart Moxke Chilo Aa HapyUiH depTUIHTETa
nMpy MBKe (BXK. TouKka 4.8). HapyuieHusTa Ha depTundreTa B HAKOM clTydyau ca oOpaTUMH Hal-Manko
3 Mecella cJel NpeyCTaHOBABaHE Ha JieweHueTo. OrpaHuyeH Opoit AoKIaBaHH ClTyyaHn Npeamnosarar,
ye 3HAYMUTENIHO HAMaNgBaHe Ha A03aTa MOXeE a nonodpH deprHnuTeTa. Bhbnpeku ToBa, B APYTH
C/Iy4aH, HAMa JaHHM 3a 0OpaTHMOCT Ha 6€3MNOIHETO NPH MBXKE.

4.7 EdexTH BLpXY cnocofHOCTTA 32 WodHpaHe H paboTa ¢ MAIHHH

[TauwenTure Tpabea fa 6baaT NpeaynpeacHH 3a PHCKA OT ChHJAHBOCT, 0COOEHO B CITyHaH Ha
[MPOTHBOIbPUOBA MOJHTEPAIIHA HIH B KOMOHHAUMA ¢ 6eH3oauasenuHu (Bk. Touka 4.5 «dpyru
B3aHMOACHCTBHA ).

4.8 Hexkenann ieKAPCTBEHH PeaKUHH

H3nonssana e cneanata CIOMS knacudukanus 3a 4ecToTaTa Ha HEXKENAHUTE IEKAPCTBEHH PEaKLIMK:
MHoro yectH (21%); yectu (1% u <10 %); Hevectu (20,1 u <1%); peaxu (20,01 u <0,1 %); MHOTO
peakH (<0,01%), ¢ HeH3BeCTHA 4ECTOTA (OT HANMUHHMTE AAHHM He Moxke Ja Ob1e HanpaseHa OUEHKa).

Bpooenu, hamunnu u cenemuunu napywenua (exc. mouxa 4.6. ,, bpemennocm u kvpmene )
Bpoaenu mangopmaidy M HapylLleHUs B pa3BUTHETO (BX. TOUKH 4.4 U 4.6).

Hapywenus na kpognama u aumgrnama cucmema

YecTu: aHeMus, TpoMOOLIMTONIEHHS (BXK. TOYka 4.4)

HevecTH: maHUMTONMEHHS, TEBKOMEHMUS

Pexu: HEAOCTATHEUHOCT Ha KOCTHHA MO3ZBK, BIIIOMUTE/THO YHCTA AIUIa3HA HAa YePBEHHA KPbBEH pe/l,
arpaHyJIOLUHMTO3a, MaKpPOUUTHA aHEMHUs, MAKPOLIMTO3a

Hscreosanus

Penky: nOHMKEHH HHBA HA KOarylalHOHHUTE GakTopH (NOHE Ha €IHH OT TAX), OTK/IOHEHHUA B
KoarynauHOHHHTE TECTOBE (HanpHMep YALDLKEHO NPOTPOMOHHOBO BpeMe, YABDKEHO aKTUBUPAHO
napuuantHo TpoMOOIUIaCTUHORBO BpeMeE; YABDKEHO TPOMOMHOBO BpeMe; yeeaHdeH INR) (Bxk. TOUKH
4.4 u 4.6), HenOCTHI Ha OHOTHH/OHOTHHH1A3A

Hapywenua na nepsnama cucmema
MHoro uecTu: TpemMop

HecTd: ekcTpanupaMUIHU HapyuleHHs, CTYNOp*, COMHONEHTHOCT, KOHBYJICHH, HAPY
rnaBodonue; HUCTarbM; HAKOAKO MHHYTH CNe/l HHTPaBEHO3HAa HHXXEKLIUA MOXE Na
3aMaiBaHe (11PH UHTPABEHO3HO MPWIOXKEHHE, 3aMasHOCT, MOKE 1a CE NOJIY4H 34 H
OOMKHOBEHO U3UE3BA CIIOHTAHHO CJlel HAKOJIKO MUHYTH)
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Heuectn: koma*, eHuedanonaTusn®*, neraprus®, obpatiM NapKkUHCOHM3BM, ATAKCHA, MAPECTE3UA
Penxu: obpatiMa geMeHUNUS cBbp3aHa ¢ oOpaTtuMa uepebpanHa aTpodus, KOTHUTHBHH HapyLICHUS
*CTynop U neraprus, BOACUIH NMOHAKOra 10 NpexoaHa KkoMa/eHiuedanonaTHs; Te ca OWiH
CaMOCTOATENHH WIH CBBP3aHH C MOBHILIABaHE YECTOTATa HAa MbPUHOBETE B X0/1a HA TEPANMATa, H
HaMmaJiaBaT MpH CIHPAHE Ha JICYEHHETO WM NMOHH)KABaHE Ha 03aTa. Te3u ciTy4yau Bb3HUKBAT Hai-
YyecTo Npd KOMOHHHpaHa Tepanus (No-cneuyanHo ¢ peHobapburan WiK TonHpaMar) WiH cnef
BHE3AIMHO YBENHYaBaHe Ha JO3WTE BaJINpoar.

Hapywenwi na ouume
Penxku: aunnonus

Hapywenus na yxomo u rabupunma
YecTH: rnyxora.

Pecnupamopuu, 2pvOHU U MEOUACMUHATHU HADYULEHUA
HeuecTu: naespaicH U3MHB (€03UWHOMWIEH)

Cmomauuno-yupesnu HapyuieHus

Mmnoro yecTu: ragexHe*

HecTu: noBpbllaHe, Bh3NAJIEHHA HA BEHUMTE (OCHOBHO XUNEPIUIa3HA Ha BEHUMUTE), CTOMATHT, 6onka B
rOpPHATA 4acT Ha KOpeMa, IHapHs YeCTO Bb3HUKBAT MPH HAKOH MALMEHTH B HAYATOTO HA JIEYEHHETO, HO
OOMKHOBEHO M34e3BarT clle[l HAKOJKO AHH 63 NnpexpaTiBaHe Ha IEYEHHETO

*Habnronasa ce ¢bUIO HAKONKO MHHYTH Clell HHTPaBEHO3HO HIDKEKTUPAHE ChC CTIOHTAaHHO 3aTHXBAHE B
paMKHTE HA HAKOJIKO MHHYTH.

Hedectu: naHkpeaTyT, noHsAKora ¢ ¢araneH W3xoa (Bx. Touka 4.4).

Hapywuenusa na 6vbpeyume u nuxoynume nomuwia

YecTH: ypHHapHaZ HHKOHTHHEHLHA

Heuectn: 650peuHa HEMOCTATBYHOCT

Peaxu: eHypesa, TyOyTOHHTEpCTHLMAIEH HEDPHUT, 0OpaTHM cHHApPOM Ha Fanconi, HO MEXaHW3MBT Ha
NEHCTBUE OLLE HE € ACeH

Hapywenua na Kodxcama u nooxkoxcHama muKkam

HecTH: CBpBXYYBCTBHTEROCT, NPEXOAHA W/WIH J0303aBHCHMA allONELNHA, HAPYIIEHHA HAa HOKTHTE H
HOKBTHOTO JIETJIO0

HeuecTu: anruoenem, oOpuB, HapyleHHA HA KOCbMa (KaTo HeoOWYaiHa CTPYKTYpa Ha KOChMa,
NMPOMEHH B LIBETA HA KOCHMA, HeOOUYAEH pacTexk Ha KocaTta)

Penku: TOKCHYHA eNUASPMATHA HEKPONH3a, CHHAPOM Ha Stevens-Johnson, eputeMa MmyaTugopme,
CHHIPOM Ha fieKapcTBeH 00puB ¢ eo3nHodHInA H cHeTeMHH cuMnroMu ( DRESS)

C HEW3BECTHA YECTOTA: XHUMEPNMUTMEHTALUS

Hapywenus na Myckyiano-cxeaemuama CucmemMa u CbeOURUMERRAMA MbKAH

HedecTd: HaManeHa KOCTHA MUHEPANHA TUTBTHOCT, OCTEONEHHA; 0CTEON0po3a U PpakTypH NpH
MauHeHTH Ha Npoab/KUTENHA Tepanus ¢ Hdenakud 57,64 mg/ml cupon. MexaHU3MBT, 10 KOWTO
Henaxun 57,64 mg/ml cupon noBnuABa KOCTHUA MeTabONH3ILM, HE € YCTAHOBEH

Penku: cucteMeH nymyc epureMatosyc (Bxk. Touka 4.4), pabnomuonuia (Bxk. Touyka 4.4)

Hapyuuernun na enooxpunnama cucmema
HeuecTn: cunapom Ha HapywieHa cekpeuua Ha AJ1X (SIADH), xunepaHaporeHu3sM (XUpP3yTUIBM,
BUPWIM3BbM, AKHE, MBKKH TUI AI0MNELHA W/HIH YBETHUYEH aHAPOTEH).
Peaku: XUNoTHpeouaussM (BX. Touka 4.6)

Hapywenusa na memaodoauzma u xparnenemo
YecTn: xnoHaTpeMus, yeeau4eHo terno*
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* [ToBULIEHOTO TenecHO Terao TpAdBa aa 6ba¢ BHUMATEHO NMPOCeaaBaHO, Thi KaTo € dakTop 3a
NOJHKKUCTO3EH OBapHaneH CHHAPOM (BX. Touka 4.6)

Penku: xunepamoHueMus™ (Bx. Touka 4.4), 3aTIbCTIBaHE

*BB3MOXHO € 1a HACTBIAT C/Ty4Yad Ha K30JIHpaHa WK yMepeHa XHnepaMoHHeMus 6e3 npoMsaHa B
yepHoApoOHUTE PYHKLIMOHAIIHH TECTORE M TOBA He TpaOBa Ja Obae NpUUMHA 33 NPeKpaTaBaHe Ha
tepanuaTa. Cho0l111aBaHO € W 32 XUNEPaMOHHEMHKA, CBbP3aHa ¢ HEBPOJOTHYHH CUMNTOMHU. B TakHBa
Cy4YaH € HeoOXoanuMo a ce OOMHUCIAT JOMBJHMTENHHU W3cAeARaHNA (BXK. ToukH 4.3 u 4.4 Hapywenna
B YPEMHHUA UMKBJ H PUCK OT XUNepamMoHeMHs U [IaLlMEHTH ¢ PUCK OT XUMTOKAPHHUTHHEMHSA ).

C HeH3BeCTEHA YeCcTOTa: XMIIOKAPHHTHHEMHA (BXK. TOUKH 4.3 1 4.4)

Heonnasmu - dobpoxavecmeseru, 310kauecmeeryu U Heonpeoeenu (6K1. KUCMU U NOAUN)
PeakH: MHENOOHCILIACTHYEH CHHAPOM

Cv008U HApY1eHUR
YecTH: xemoparus (BxK. ToukH 4.4 u 4.6)
Heuectu: Backyaut

Obwyu Hapywenus u eghexmu Ha MACMOMO HA NPUAONCEHUE
HeuecTH: XHIIOTEPMHA, HETEXKBK NEepUdepeH eaem

Xenamobwiuapru HapyueH st
Yectu: yepHoaApoOHH yBpexxaaHHus (Bx. Touka 4.4)

Hapywenua na eb3npouzgooumennama cucmema u 2vpoama

YecTH: IHCMEHOpES

Heyectu: ameHopes

Penxu: 6e3nnoaune npu Muxke (Bx. Toyka 4.6), NOJIHKACTO3HH SHYHHLIM

Hcwxuunu napyuwenus

YecTH: CBCTOSHHUE Ha OOBPKAHOCT, XATIOUMHAUMH, arpecua®, axuTauua*, HapylueHo BHUMaHue™*
Penxu: abHOpMHO noBeaCHUE™, MCHXOMOTOPHA XHIIEPAKTHBHOCT*, HapyllueHa cnocobHOCT 3a
obyuenue*

*Te3n HexxenaH NEKapCTBEHU peakuuu ca Ha0MoAaBaHH OCHOBHO MPH NEAHaTpHYHATa NOMyaLus.

Baustnue ebpxy 1abopamopru u OUAZHOCTRUYHI UICAE08AHUA

T kaTo BANNpOAT ce OTAENS OCHOBHO MNpe3 6x0peinTe, YaCTHYHO noa GopMaTa Ha KETOHHH Tea,
PE3yNTATHT OT HANPaBeHUs TECT 3a OTACNIEHHTE KETOHHH Te/1a MOXE J1a € NOABEXK ALl NMPH MAUKEHTH C
auader.

[leavaTpyUuHa OOMyJALIHS

[TpodunbT Ha H€30MacHOCT Ha BaJINpoaT B NeAHATPHYHATA NONYNALUKUA € CPABHUM C TO3H [PH
Bb3PacTHH, HO HAKOH HEXKEJIaHW PeaKUHK Ca Mo-TeXKH WIH ce HabM0JaBaT IMIaBHO B [eANATpHYHATA
nomyjgauuda. CbliecTBYBa 0COOEH PUCK OT TEXKO HePHOAPOOHO YBpPEXOaHe NMPH KbpMaveTa i MANKH
Ieua, 0cobeHo Ha BB3pacT Mok 3 roauHd. MankuTe aetla Cbllo ¢a HIOMXKEeHH Ha 0CoDeH PHCK OT
naHkpeaTHUT. Te3u PHCKOBE HAMAIABAT C YBEHYARaHE Ha Bb3pacTTa (B:k. Touka 4.4). [Ncuxuunm
pascTpoHCTRA KaTo arpecus, Bb30yaa, HapyllueHHe Ha BHHMaHHETO, HEECTECTBEHO (1OBEACHHE,
[ICHXOMOTOPHA XHIIEPAaKTUBHOCT ¥ HapyLlleHa cnocoOHOCT 3a 0byueHHe ce HabaoaaBaT raBHO NpH
neadaTpyHyHaTa 1noryaums.

CrobutaBasie Ha HeXKeJIaAHN peaKkuHH
Cph0o0LIaBaHETC HA MOAO3UPAHU HEXKETAHU PEAKLIMM ClIEH pa3peiuaBaHe 3a yrnorpeba
MPOAYKT € BaXXHO. ToBa No3Bo/iABa Aa NPOAB/DKH HAlMIOIEHHETO HA CHOTHOUICHH
NeKapCcTBeHUA NPOaYKT. OT MEAULHHCKHUTE CASLIMATHCTH Ce U3HCKBA Aa ¢boblae
noao3upaHa HeXenaHa peakLus 4pes:

H3nbnHuTENHA areHUUMA No nekapcTeara
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yn. ,,Jdaman ['pyep’” Ne §,
1303 Codus,
Ten.: +35 928903417,

yeOcalit: www.bda.bg.

4.9 Ilpeao3npane

[IpM3HauH H CHMITTOMH

[Tpr3HauMTe Ha OCTPO MACHBHO Npefo3upaHe OOMKHOBEHO BK/OYBAT KOMAa ¢ MYCKYJTHA XHITOTOHMS,
xunopednekcHa, MHO3a, HapylleHa avxatenHa (yHkuusa, MeTabonuTHA ailMao3a, XWIOTOHHS H
LHMPKYJIATOPEH KOJarnc/ oK.

Cniea MacHBHO HpeRo3MpaHe €a HACTBLIBAJIM CMBPTHH CITyyYad; BBHIPEKH TOBA, OOMKHOBEHO W3XOILT €
Onaronpusire.

CumnromuTe obade MOraT a Bapypar W ce cbo0OLiIaBa 3a MbPUOBE MPH MHOTO BUCOKH TU1a3MEHH HHBA.
CpobiilaBa ce 3a cyyaHu Ha MOBHILEHO HHTPAKPAHHATIHO HAIITAHE, CBBP3aHO C MO3BUYEH OTOK.

Hanuunero Ha HATPHiA B ChEIMHEHUATA C BATINPOAT MOXKE [1a AOBE/E 10 XHUINIEpPHATPHEMHA B CTyUAHTE Ha
npeao3rpa-de.

OsnagsaBpaHe
B ciyuail Ha npeno3MpaHe ¢ BaNMpoar, BOACLIO A0 XHITepaMOHEMUS, MOXeE 1a ce
NPWIOKH KAPHUTHH MHTPaBEHO3HO, 3a Ja ¢ HOPMaJIM3HPAT HUBATA Ha aMOHAKa.

5. PAPMAKOJOTI'MYHHU CBOUCTBA

3.1 ®apmakoaHHAMUYHH CBOHCTBA

QapmakoTepanesTHYHA rpyna: IIporusoenunenTuiHu cpeacTsa
ATC kon NO3AGO]
LIIupokocnekTbpeH NPOTHBOCMUIENTTUYEH IEKAPCTBEH NMPOIOYKT.

HeroBute aHTUKOHBYJICUBHH CBOMCTRA JICHCTRAT Cpellly Pa3IH4HH BUAOBE I'bPHOBE MPH XKHUBOTHHUTE U
NpyUnagbiy NPH Xopara.

ExcnepuMeHTATHH U KITHHAYHK MPOYUBaHUA Ha BAIINpoOaTa N0Ka3saT ABa THNA MEXAHH3MH HA
AHTHKOHBYJICUBHO JEHCTBHE:

[InpBHAT € npak papMakonordyeH ePexT, CBbP3aH C IVTa3MEHHTE U MO3bYHUTE KOHLIEHTPALUHK Ha
BAJINPOATA.

BTOpHAT OUEBHAHO € HHAWUPEKTEH W Hal-BEPOATHO € CBBbP3aH ¢ MeTaboNMHTHTE Ha BAJINpOATa B
MO3bKa, C U'3MEHEHHE B HEBPOTPAHCMHUTEPHTE WIH ¢ AUPEKTHH MeMOpaHHu edekTH. Hait-
pa3NpoCTpaHeHaTa XMNoTe3a € CBbp3aHa ¢ rama-amuHoOyTHpoBaTa Kucenusa (GABA), HuBaTa Ha
KOATO C€ MOKAYBAT C/Ie MIPUI0KEHUE Ha BaNINpoar.

BannpoarsT HaMansgBa NPOAB/DKUTESIHOCTTAa HA HHTEPMEAHEPHATa (a3a Ha CbHA C €IHOBPEMEHHO
yAb/DKaBaHe Ha OaBHOBBIHOBUA CHH.

5.2 ®apMaKOKHHETHYHH CBOHCYBA

PasnpeseneHue
[IpeMuHaBaHe npe3 nnaueHTara (Bxk. To4ka 4.6).

BannpoaTt npeMuHaBa npe3 nnaleHTapHaTta 0apHepa KaKTo NPH JKUBOTHH, TaKa U I
- [Tpu >KMBOTHHUTE, BAIMPOAT MPEMHHABA Npe3 NalleHTaTa B NoAOOHA cTerne




- Hakonko myOaukauuy ca usciiefBajid MpKW XOpa KOHLEHTPALMHTE HA BAIMpOAT B NMbIHATA
BPBB Ha HOBOPOACHM NpH paxzaaHe. CepyMHHTE KOHLEHTpPAaLMH Ha BalnnpoaT B MbIIHAaTa BpPHB,
NMOKa3Bally Te3W BbB deTyca, ca moaoOHU Wik NeKo 3aBUIICHH B CPaBHEHHME C T€3W Ha MaHKarTa.

MeTabonu3eM
[Tpu nposenenure paznvuHy GapMakOKHHETHYHH NPOYYBAHHUA Ha BaNpoaT € OWI0 YCTAaHOBEHO, Ye:
-  OMOHANMHUYHOCTTA Ha HATPHEB BAJINPOAT B KPBBTA Clle OpA/IEH MPUEM € NPHOIHIHUTENHO
100%.

— 00eMBT Ha pa3npeaeacHHE € OrpaHH4YeH OCHOBHO A0 KpbBHATa LIMPKYalMa ¥ Obp30
obMeHaLaTa ce eKCTpalie/IylapHa TeuHocT. BannpoatsT nmpeMuHaBa B rppOHaYHO-MO3BYHATA
TEYHOCT U MO3bKA.

—  NAa3sMEHUAT NOTYXKUABOT € 15-17 yaca.

- TepaneBTH4HATa e(PEeKTHUBHOCT H3MCKBA MMHHMAJIHA cepyMHa kKoHUeHTpauus ot 40-50 mg/l ¢
lWHpoK Auanaslod Mexay ot 40-100 mg/l. [Toaaspskanero Ha HuBa Haa 200 mg/l Hanara
peayuMpaHe Ha J034aTa.

—  NOCTOsIHHA [U1a3MeHa KOHLIEHTpAaLaA ce A0CTUra 3a 3-4 qHu.

—  BAINpOATHT C€ CBbP3BA BbB BHCOKA CTEINEH C IUIA3MEHWTE NPOTEHHH, KOETO 3aBUCH OT A03aTa
U C€ CTHra A0 HACHIIAHE.

—  OCHOBHHAT NBT 3a OHOTpaHCcOpMallMg Ha BaNMNpoar € rioKypoHHpaHeTo (~40%), npeauMHo
upe3z UGT1A6, UGT1A9 u UGT2B7.

—  HATpHEBUAT BAJINPOAT Ce €KCKPETHPa INaBHO ¢ YPUHATA Cled KaTo ce MeTabonuzupa upes
rMIOKypoHU3aLHa U beTa-okcHIallus.

—  MOJIEKYJaTa Ha BaNNpoOaTa ¢ JHATH3Upa; XeMoaHanu3sara, obaye, nosnusaBa caMo ceoboaHara
¢dpakuma Ha Bannpoarta B KpebTa (Npubauzutento 10%).

~  BaINpOaThT HE HHIYLIMpA eH3HMMTE, Y4acTBaLW B META00NMTHATA CHCTEMA Ha LIMTOXPOM
P450. [Topaau ToBa, 3a pa3idiKa OT MOBEYETO AHTHENWISIITHLM, TOH HE YCKOPABa
COOCTBEHOTO CH pa3rpaxiaaHe, HUTO NbK TOBA HAa APYIHTE BELIECTBA, KATO €CTPOreHH,
POreCTOreHH U OPaiHH aHTHKOAryJtaHTH.

[Teouampuunu nayuenmu

Jleua Ha Bb3pacT Haa 10 roAuHU 4 IOHOLIH UMAT KJIIMPBHC Ha BAJINpoaT MoaAo0CH Ha TO3W NpH
Bb3pacTHH. [1py nequaTpuyHH nauydeHT! Ha By3pact nof 10 roaMHu CUCTEMHHS KIHPBHC Ha
BAJIMPOAT Ce pa3/iddaBa B 3aBUCHMOCT OT Bb3pacTTa. IIpH HOBOpPOAECHH M KbpMaue€Ta Ha Bb3pacT 10
2 Mecela KNYPBLHCHT HA BAINPOATA € HAMAJICH NPH CPABHEHHE ¢ TO3M MPH Bb3PaCTHH M € HAH-HUCBK
HEMOCPEeACTBEHO ciel paxaaHeTo. [Ipu npernea Ha HayyHaTa AWTEpaTypa, NOAYKHUBOTHT Ha
BJINPOATa NPH KbPMAYETa HA BB3PACT N0 2 MeceLla NOKAa3Ba 3HAYUTEIHH Pa3iiHKH ot | a0 67 yaca.
[Ipn neua Ha Bu3pacTt 2 — 10 roavHH, KITMpBHCEHT Ha Bannpoata € ¢ 50% no-BHCOK OT TO3M MNpH
BBL3PACTHH.

5.3 [IpeaxkTHHKYHH NAHHH 32 6€30NACHOCT

npUY‘iBEHHH Npy KUBOTHH NMOKaA3BAT, HC CKCMO3HLHMATA HA BAJIITIpOAT in ulero BOAU 10 MOpd)OHUFH‘-IHH
H/ WU d))’HKU;HOHaﬂHH MPOMCHH Ha CTYXOBaTa CHCTCMaA T1PH TNTBEXO0BE H MHIUKH.

Bannpoat He Moka3pa NpH aHANKU3 i Vitro MyTareHHOCT HUTO MpH 6aKTEPHH, HUTO BBPXY KIETKHU OT
MHLLH TUMPOM U HE HHAYLMpa penapauvd Ha JTHK B NbpBHYHM XEMaTOUUTHH KYATYPH OT ITBX. /n
vivo, obaue, ca MonyueHHU NpOTHBOPEYHBH pe3yJITaTH 3a TePaTOreHHUTE 103 B 3aBUCHUMOCT OT
HAYMHA Ha TIpUNOokeHHe. Clien NepopanHo NpuiIokKeHHe, Hal-4eCcTo U3NOA3BaHHA HAYKH Ha
MPUIOKEHHE [IPH XOpa, BATNMPOAThT HE HHAYLHPAa XPOMO30MHH a0epalMi B KOCTEH MO3bK QIHH
W/H JOMHHAHTHH NETAHH ePeKTH NpH MULUKH. HHTpanepuToHeanHoTo HH}KeKTHpaHe . /_",:,. ¥
noBHILaBa HaKbcBaHe Ha Bepurure Ha JIHK u xpomMo3omMuH yBpexnanus npu rpusa
AOMbJAHEHHE, B MyONHKYRaHH NMPOYYBAHHUA € CbOOIIABAHO 3a YBEIHYEH OOMEH Me 4/
XpOMAaTHIH MPH NMAUHUEHTH C EMHAESNCHA, NTPHEMALILH BAJINPOAaT, B CPABHEHHE C HeJlg
y4acTHULUM. Bbnpeku TORa, H3KIIOYBALLY CE PE3Y/ITATH ¢a NMOJYUYEHU NIPH CPABHSE
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NMAaHCHTH C CIIKWJICTICHA, JICKYBAHH € BAJINPOAT, C TE3H HA HENCKYBAHH MNMallHCHTH C CTTUJICIICHA,
KIMHHNYHOTO 3HaYEeHHE HA T€3H PE3YJITATH 34 I[HI(/XPOMO?-OMHTE € HEH3BECTHO.

HexnHHHYHHTE NaHHK He MoKa3BaT ocobeH PHCK 3a Xopata Bb3 OCHOBa HAa KOHBCHLIHOHAIHH
NMpOYHYBaHHA 34 KaHUCPOIr€HHOCT,

Penpodykmuena moxcuunocm

BanmpoaTsT HHAyUHpa TepaToreHHU edexTu (MandopMaltid Ha MHOXECTBO OPraHHH CHCTEMH) B
MHILKH, UTbX0BE U 3aHUH. OTKIIOHEHHA B MOBEACHHETO ca ChOOIaBaHH B MHOWBHIWTE OT MbLPBO
MOKOJIEHHE Ha MHUIKH H IUTBXOBE ClI€/l EKCRO3HLMA in utero. HAKOM NOBEACHYECKH MPOMEHH ca
HabaoaBaHy ChIO M BbB BTOPO MMOKOJIEHHE, a ChUIUTE ca OWIH NO-TpyaHO 3abeNeXuMH B TPETO
MOKOJIEHHE Ha MHLUKH CeA OCTPa in ulero eKCNo3uiiks Ha MbPBOTO MOKOJIEHHE Ha TepaTOreHHH J03H
Basiripoar. CKpUTHTE MEXAHM3MH M KIIMHUYHATA 3HAYMMOCT Ha T€3U OTKPHUTHS ca HEU3BECTHH.

B npoy4BaHHA 32 TOKCUHHOCT NPY MHOTMOKPATHO MNpiUlaraHe ca cboOLIeHH TeCTHKYIapHa
aereHepauus/arpodus WiH HapyLIeHHUs B CHIEPMAaTOTeHe3aTa i HAMATABAHE HA TEIJIOTO Ha TECTUCHTE
IPH BBL3PACTHH IUILXOBE U Ky4eTa clel NepopaiHO NpHioKeHHe B 1034 choTBeTHO 400 mg/kg/neH u
150 mg/kg/neH, HaX0AKH B TeCTHCHTE, CBbpP3aHK ¢ HMBa 6e3 HabntonapaH HebaaronpuATeH edekT (no
observed adverse eftect levels, NOAELSs) ot 270 mg/kg/nen npu Br3pacTuu ribxoBe u 90 mg/kg/nen
[pY Bb3PACTHHU KyYeTa.

CpaBHeHMsATA HA rpaHyLMTE Ha De3onacHOCT Ha Ha3zaTa Ha excTpanonupaHata AUC npu mbxoBe U
Ky4€Ta NOKa3BaT, Y€ MOXKe Aa HAMA rpaHHLa Ha O€30NMacHOCT.

[1p1 10BEHNUNHYU ITEXOBE HAMAJIABAHE HA TErNOTO HA TECTUCHTE € HabnionaBaHO caMo NIpH A03H,
HaJBHLIABALIH MAaKCHMasIHaTa MoHOCKHMa 103a (oT 240 mg/kg/neH npH HHTpanepUTOHEeaIHO WUITH
HHTPaBeHO3HO NMpWIOKeHUe), 6e3 CBbp3aHHU XHCTONATOJIOrHYHM npomeHH. He ca HabnroaasaHu
e(PEKTH BBPXY MBXKKHTE PENPOIYKTHBHH OpraHy npH noHocHMH 1034 (10 90 mg/kg/nex). Bu3 ocHoBa
Ha Te3d AAHHH IOBEHHWIHHTE XKUBOTHH HE CE€ CHMTAT 33 MO-NOJATIIHBH MO OTHOLUEHHE HAa HAXOAKH B
TECTHCHTE, B CPABHEHHE ¢ Bb3PACTHHUTE. 3HAYEHUETO HA HaXOJKHTE B TECTHCUTE 3a NeIHaTpHYHATa
NOMyJialMsi He € U3BECTHO.

B npoyuBaHe 3a pepTramMTeTa NPH IWILXOBE, BannpoaT B A03M 10 350 mg/kg/nHeBHO He NOB/IKABA
pENpOIYKTUBHATA PYHKLMSA NPU MBAKHUTE HHAWBUAK. Bblipeky TOBAa HHPEPTUNHTET NPU MbXKeE €
UOIEHTHPHLUMPAH KaTO HEXEJIARA peakiua rpy xopata (Bx. ToukH 4.6. 1 4.8).

6. OAPMAIIEBTHYHH JAHHHA

6.1. CnHcbhbK Ha NTOMOIIHHTE BelllecTBA

MeTtunnapaxuapoxkcubensoar, nponunnapaxuapokcubensoar, 3axapo3a, copOHTON, MNIMLEpON, apoMaT
Ha vepeluy (ChabpKa €TaHo ), XJTOPOBOAOPOAHA KHCENHHA, KOHLICHTPHpaHa UK HATPHER XHAPOKCU L
pH =173 - 7,7, npeuncrena Boaa.

6.2. HeCLBMECTHMOCTH

Hama naHHH

6.3 Cpok Ha rogHocrt

2 roaAuHH

6.4 CnenHann yC/10BHA HA ChbXPaHEHHE

Ha ce n3nonsea no | mecen cinea mbpao OTBapdaHe Ha OyTHIKATA.
Ha ce cbxpaHsaBa npv Temneparypa noa 25°C npeau v ciieq MbpBO OTBAPSAHE HA
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6.5 Bua u chabpkaiHe HA OMAKOBKATA

KaproHeHa onakoBka, cbobpkauia 150 ml cupon B crbkneHa 6yTwika ot kadaBo CTHKIO ¢ Hana
[1aCTMAcOBA Kafayxa, 3alliuTEHa OT JeLa U MepUTe/IHA CIIPUHLIOBKA 33 NEPOPATHO NMPIIOKESHHE.

6.6 CneuHannH npeanasHH MepKH NPH H3XBLPJIAHE

3a na OTBOPHTC Gy'runl{ara, HaTHCHCTEC HAAOTY U 3aBBPTETE MPEANa3HaTa Kana4vka. E}’THJIK&TH TpflﬁBa
da CC 3arBapi CJied BCAKaA yno*rpeﬁa.

7. NPHTEXATEJI HA PASPEHNIEHHETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly

QOpaHuMs

8. HOMEP HA PAZPELUIEHHETO 3A YIIOTPEBA

Per. Ne 20010272

9. JATA HA ITBPBO PABPEUNIABAHE/TMMOJHOBABAHE HA PABPEHIEHHETO 3A
YIIOTPEBA

JHara na mepBo paspewasane: 06.03.2001
JlaTta Ha nocneaHo noaHoeaBaHe:; 12.01.2012

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

18/12/2024
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