KPATKA XAPAKTEPUCTHUKA HA IIPOJAYKTA

V¥ To3u jieKkapCTBEH MPOAYKT MOMJIEKH HA JONMBJIHUTENIHO HaldmoieHre. Tosa e no3sonu 0bp30T0
yCTaHOBSIBAHE HA HOBA HHQOpPMaLHs OTHOCHO Oe3onmacHOCTTa. OT MEIHIIMHCKHTE CIIEIHAJINCTH ce
M3MCKBA J1a ChOO1IABAT BCAKA 110/I03MPAHa HEXkKEJIaHa peaklivs. 3a HaYMHA HA CbhOOLABaHE HA
HeJKeJIaHW peakllMH BUKTE TOUKa 4.8.

1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Jlenakux 500 mg cTOMAaUIHO-YCTOHYHBH TaOJIETKH

Depakine 500 mg gastro-resistant tablets 0/\7 O /99X 30

6927 160 my

2. KAYECTBEH U KOIMMECTBEH CbCTAB
Besika Tabnerka cbabpka S00 mg Hatpues Bainpoar (sodium valproate).

[ToMOLIIHO BELIECTBO € U3BECTHO JIeHCTBHE: HATpUi 69,19 mg/TabneTka (Bxk. Touka 4.4)

3a MBbJIHUA CITUCHK HA NMOMOIIHUTE BEleCTBA BUKTE TOUKA 6. 1.
3. JEKAPCTBEHA ®OPMA

CToMalIHO-yC¢TOHUMBA TabeTKa, OLBETEHA B ¥KBJITO.

4. KIUHHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

Ennaencus

e [IbpBHMYHO reHepaIM3HpPAHH CITHUIICTICHH U TIPUTTIAIbLIH

e | UMoOBE NPUCTBIIH:
adbcaHcH (petit mal), reHepaiu3upaHd TOHHYHO-KJIOHHYHH (grand mal), TOHHYHH M aTOHHMYHHK
MpUNa by, MHOKJIOHHYHH TIPUCTBITH, HH(PAHTHIIHH CTIa3MH.

e [ eHepa/M3UPAHHU CITHIICTICHH U €MTHJICNITHYHH CHHIPOMM:
abcaHCHa ernuiIercus, IOBEHUIHA MHOKJIOHHYHA eIMUIeNCHs (CHHIPOM Ha Janz), enunencus ¢
reHepaIM3HPAHU TOHUYHO-KJIOHHYHH TMPUNAIbLH PH CbOYK/1aHe, (POTOCEH3UTUBHH CITHUIICTICHH.

e  (Cunapom Ha Lennox- Gastaut.

e  (Cunapom na West.

e  (okasnu (napuMaHH) erUICNCHH H IMPHCTBITH ¢ WK 0€3 BTOPUYHA I'eHEepaTH3alldsl.

bunoasipuo pascTpoHcTBO

JleueHne Ha MaHHUEH €rU30/1 NPH OUIOJIAPHO PA3CTPOUCTBO, KOIaTO JIMTHH € NMPOTHBOIIOKA3aH MJIU He
ce Tojiepupa. llpoabikaBaHe Ha JEYEHHETO CJIe/I MAaHUEH erMU30/1 MOKe J1a ¢ce OOMUCIIH NpH
MaLMEHTH, KOUTO Ca CE€ MOBIHAIHA OT BAJINIPOAT [PH JICUEHHUETO HA OCTPa MAaHHS.

Ilpu aena: Kato caMoCTOATE/IHA Tepanusd WK B KOMOMHALIUA ¢ APYT aHTHENWICNTHYEH JIEKAPCTBEH
[NPOJYKT:

Jleyenue Ha reHepasii3vpaHa ernuiierncus: KJIOHHYHHU, TOHHYHH, TOHUYHO-KJIOHHYHH TTPUTA/IbLM,
a0CaHCH, MUOKJIOHHYHH MPHCTBITH, aTOHHYHH NPHUINaabUKU: cHHIpoMm Ha Lennox-Gastaut;

Jleuenue Ha napLMaIHa EMUICNICHSA: NTAPLMATIHH IPHCTHITH C WK 0€3 BTOPHUYHH reHepaiuifipatin
[IPUIAbBLIN. ’

4.2  Jlo3upoBKa H HAYMHH HA NPHJIOKEHHE

Ta3u popma He e noaxoasua 3a aeua noj 6 ro/MIHa Bb3pacT (PHCK OT 3a/1aBsiHE).



gﬂilll POBKA

Cpenna ao3a Ha 24 yaca:
-noApacTBaluM H Bb3pacTHH: oT 20 10 30 mg/kg (3a npeanounTaHe e Aa ce U3MOa3Ba TaOIETKA, XPOHO
TabneTka Win rpaHyjiipaHa GopMa ¢ YABDKEHO OCBOOOKAaBaHE ).

Hauun na npunodcenue
[lepopanHo NpUIOKEHHE,

IlneBHaTa 40323 TpaOBa Ja ce npueMa B 2 Wi 3 NpHeMa, 3a NPEeANOYUTAHE MO BpEME Ha XpaHEHe.

Hauano na nevenuemo

AKO MallieHTHT € O NEKYBaH BEUE C APYTrd aHTHEMHISOTUYHU MPOAYKTH, BKJIIOYBAHETO HAa HATPHUEB
BaJNpoat TpAdBa Ja CTaHe MOCTEINEHHO, TaKa Ue Ja C€ JOCTHIHE ONTUMA/IHA JO3HPOBKA 3& OKOJIO ABE
CeMHIM U CNIE€/l TOBA, aKO € HeOOXOAHUMO, J1a C€ peayLMpaT CHIIBTCTBALLIUTE TEPAHH, B 3aBUCHMOCT
OT MOCTUIHATHA KOHTPOJL.

AKO NAlHEHTHT HE MpHEMA APYId aHTHCITWICNTHYHH CPpEACTBA, 34 IPEANOYUTAaHC € J03aTa A4 CC
YBETHYAaBa HA BCCKH 2 WK 3 AHH, TaKa 4¢€ a C€ JOCTHIHC ONTHMANHA A03HPOBKA 3a OKOJI0 €HAa
ceamMuna.

AKO € He0OX0AHMO, KOMOHHMPAHO NEUEHHE C APYTO aHTHENWIENITUMHO CpeacTBO TpADdBa na ce
BLBEXAa MOCTENEHHO (BX. ToUKa 4.5 B3aUMOAEHCTBUA € APYTH JIEKAPCTBEHU MPOAYKTH U APYTH
GOpMH Ha B3aUMOIEHCTBUE).

MaHneH enH304 NPpH OHNOIAPHO PAICTPOHCTBO

Iipu ev3pacmmu

JIHeBHaTa n03a TpAOBa 1a ObA€ YCTAHOBEHA M KOHTPOJIMpaHa HHAMBUAYANHO OT JICKYBALLKWA JieKap.
[IpenopbuaHaTa HauanHa gHeBHa A03a € 750 mg. OcseH TOBa B KIIMHUYHM U3MUTBAHHUA HauyallHa 1034
ot 20 mg Bannpoat/kg TeqecHO Terao ChIIO MOKa3Ba NpHeMInB rpodun Ha OeszonacHocT. Dopmure ¢
yABDKEHO 0CBOOOXKAABAHE Morar Aa ObJart npwiaraiy BEOHBXK WM ABa ITbTH AHEBHO. [o3aTa TpadBa
Ja OBbJIC YBEIUUEHA KOJNKOTO € Bb3MOXHO I10-0BP30, 32 [1a €€ MOCTUIHe Hal-H1CKaTa TepaneBTHYHA
1034, KOATO BOAU N0 XKeaaHus KIMHHUeH edekT. /lHeBHaTa 1034 TpadBa aa Obae agjantupaHa crpsiMo
KITMHUYHHSA OTrOBOP, 3a Ja ce onpeaesii Hail-HMCKaTa e()EKTUBHA [103a 3a HHAWBHAYAMHHS MallUeHT.
CpenHata qHeBHa 103a 00OMKHOBeHO BapHpa mexcay 1 000 u 2 000 mg Bannpoart. IlaumeHTH, KOUTO
MojAy4aBraT JHEBHH /103U NMO-BHCOKH OT 45 mg/kg TenaecHo Terno AHeBHo, Tpabsa aa 6baar

BHUMATEIHO MPOCTIEAABAHH.
[IpoaBLIDKABAHETO HA ACUYEHUETO 32 MAHUEIHU €NMU300U [IPH OUNOAPHO pa3cTpOHCTBO TpsOBa na Obv1e
aAanTHPaHO WHAWBHIYANHO, KATO CE€ U3M0/3Ba HalH-HHUCKATa eEKTUBHA 1034.

CrieuHaIHM nonyJaaliiu

Heya

Enunenicus

OT NepopanHUTE JEKAPCTBEHH (POPMH, CIIEAHHTE JISKAPCTBEHH QOPMH ca TO-MIOAXOASLIHA 32
npufiaraiHe npu aela Ha su3pact noa 11 roauHy (cuporr, nepopaseH pa3TBOP U FPaHyJid ).

[1pu naiyenTy ¢ OLOpeyuHa HEAOCTAaTLUHOCT

[Mpu nauuerTH ¢ 6BOPEUHA HEAOCTATHHUHOCT MOXKE A C€ HAJTOKHW HamalsiBaHe Ha A03aTa HUiH
yBENMYABAHE HA 03aTa NPH MALUMEHTH HA XeMoaHalu3a. HatpHes ganrpoar ce oTaens Npy AHaNK3a
(Bk. Touka 4.9). Josuposkata TpaOBa na ce MpOMEHsA CHOPEA KJIMHHYHOTO POCACASBAHE HA
nauveHTa (Bx. To4Yka 4.4).

bunoaapHo pasCTPOUCTBO
ITpu oeya u onowu




EdukacHoctra Ha [lenakun 500 mg 3a neuenne Ha MaHWHHY €MTH30AM NPH OKIOJIAPHO Pa3cTPOHCTBO
He ca OWIM OLIEHABAHH IIPH MALMEHTH Ha Bb3pacT noA 18 roaunu. 3a undopmaLims CBbp3aHa ¢
Oe3omacHOCTTA NpU Jeua BHXKTE TOUKa 4.8.

Jlelia OT MEHCKH IMOJI M XKEHH ¢ AeTEPOIeH NOTeHIIHATT

Jleuenuero ¢ Jlemakun 500 mg TpsOBa Aa ce 3anovHe U HAOJII0AaBa OT CIIEUHMANMUCT € OHUT B
JIEYEHUETO Ha eNWIESNCHA WK OUNOAAPHO pa3cTpOUCTBO. Bannpoar He TpaOdBa na ce U3nosssa npy
Jelia OT KE€HCKH MO U )KEHH C AETEePOJACH NOTEHUHMAN, OCBEH KOraTo APYIHUTE JIEUEHHS Ca
Hee(hEeKTHBHHU WM HE C€ MOHAcCAT 100pe (BK. ToukH 4.4 U 4.6).

[Ton3aTa ¥ puCKBT TPAOBA BHUMATENHO /1a CE OLUEHABAT [P PYTHHHHUTE MNPETNIEAH Ha JICYEHHETO.
Banmpoar ce npeanucea 4 OTMycka B cboTBeTcTBHE C [Iporpamara 3a npeanaisaHe oT OpeMEHHOCT
rpu yrnorpeda Ha Bajanpoart (Bx. Touku 4.3 u 4.4).

3a npeAnoUYUTaHE € BAJINPOoAaT Ja Ce MPEANUCBa KaTO MOHOTEpariks ¢ Hal-HUCKaTa eeKTHBHA 11034,
AKO € Bb3MOYKHO KaTo NeKapcTBena opma ¢ yabsixkeHo oCBoOOXKAaBaHe, 3a Ja Ce NMPeAoTBPaTAT
BHCOKH MHKOBH IUTA3MEHH KOHUEHTpaLUHH. J|HeBHATa 103a TpaOBa na 6bae pazaencHa HaiH-MaJko Ha
IBE eqUHUYHH JO3HU (BxK. Touka 4.6).

Muxke
Ipenopbuba ce nedendeto ¢ Jenaxnu 500 mg na ce 3amoyHe U KOHTPOJIMPA OT CMELMAJIUCT C OIHT B
NIeUEHHETO Ha €NMUIIENCHA WIH OUINONAPHO pa3CTPOHCTBO (BXK. TOUKH 4.4 1 4.6).

Cinen ocBoOOXKAaBaHETO HA aKTUBHOTO BELLECTBO, B X0/a Ha Mpoleca Ha 3abaBeHO 0CBODOKIaBaHE U
B CJIEICTBUE OT NPUPOATa Ha NMOMOLIHHTE BELECTBA B CbCTABa MY, HHEPTHHUAT MATPHKC HE ¢
abcopOHpa OT XpaHOCMHIATEIHUA TPaKT, a ¢€ SNTUMHHUPA C U3MPAKHEHHUATA.

4.3 IlporuBOonoKa3zaHHA

Henaxun 500 mg € npoTHBOIIOKA3aH NPH CAEAHUTE CUTYALIHH:

- CBpBXYYBCTBHTETHOCT KBM HAaTPHUEB BANINPOAT MAH KBM HAKOE OT MOMOUIHHTE BELIECTBA,
H30pPOeHH B TOUKa 6.1.

- OcCTBp XEnaTUT WM XPOHHYEH XElaTHT,

- JInyHa wnu paMriIHa aHAMHE3Aa 3a TEKBK XEMATUT, 0COOEHO CBBP3aH ¢ JIEKApCTBa.

- YepHoapoOHa nopdupus.

- BanmpoaT € npoTHBONOKAa3aH MPH NALUEHTH ¢ MUTOXOHAPHAIHH HAPYLUCHUA, TPUYHHEHH OT
MYTALIHH B SAPEHHUA MeH, KOAWpaLl MUTOXOHAPHAIHHA €H3UM nosumepasa v (POLG), Hanp.
cuHapoM Ha Alpers-Huttenlocher, kakTo ¥ npH aena noa AsBeroaMIuHa BL3pacT, 3a KOUTO C¢
CMSATA, Y€ UMAT HapyuleHHe, cBep3aHo ¢ POLG reHa (Bx. Touka 4.4).

- [laumeHTH ¢ U3BECTHU HApYLUCHUA B YPECHHHSA UUKDBI (BXK. TOUKa 4.4).

- [lamueHTH ¢ HEKOPHIHPAH CUCTEMEH IMbPBHUYEH KAPHUTUHOB AedHLUT (BXK. TOUKa 4.4

[TalMEHTH ¢ PUCK OT XUMMOKAPHUTHHEMHS ).

JleyeHHUE HA enUIAEICHUA

*  no BpeMe Ha OPEMEHHOCT, OCBEH KOTaTo HAMA [MOAXOAALIO alTEPHATUBHO JieueHye (BXK. TOUKH
4.4 u 4.6).

*  MpH KEHH ¢ JCTEPOJECH NOTEHLHAJ, OCBEH KOraTo ca U3NbIHEHHM ycsoBugTa Ha [Iporpamara 3a
npeanassaHe oT OpeMeHHOCT (BXK. TOUKHU 4.4 u 4.0).

JleueHHe Ha OUMOJISIPHO PA3CTPOHUCTRO
* [0 BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.4 u 4.6). e
*  [IpPH XKEHH C JETepOAeH MOTEHUHAN, OCBEH KOTaTO Ca U3TbJIHEHH yCioBusaTa Ha [poppan |

npeanazBaHe oT OPpEMEHHOCT (BXK. TOUKH 4.4 1 4.6).

4.4 CoennanHH npeaynpexIeHHA H NPEeANA3ZHH MEpKH NpH YyNoTpeda

Momuuera//leBoiikn/AKenu ¢ nerepoaen noresunair/bpementocr



{ Jlenakuu 500 mg He TpaAOBa Aa c€ W3NON3Ba IPH MOMHYETA, JEBOHKH, ITPH XKEHH C AETEPOJEH
[IOTEHLHA WJIH OPEMEHHH XKEHHU, OCBEH B ClTy4ai, KOraro ajITepHaTUBHUTE JIEYEHHS Cca

‘ HeeDeKTHBHY WU HE C€ [IOHACAT NMOpPaJgH BUCOK TEPATOr€HEH MOTEHLMA U ITOBHIIEH PHCK OT
CEPHO3HH HapYLIEHHMs B Pa3sBUTHETO Ha OebeTa uznokeHy BETpeyTpoOHO Ha Bannpoart. [lonsara u

| pHCKBT TpAGBA BHUMATENTHO 14 CE OLIEHAT 10 BpeMe Ha PYTHHHH Mperienu, npes mybeprera u
CIIELIHO KOraTo »eHa C ieTepodeH NoTeHuMal, nekyeana ¢ Jdenakun 500 mg ruiaHupa OpeMeHHOCT

| WY NpeacTou OPEeMEHHOCT.

| JKeHH ¢ neTepoaeH noTeHunan TpAOBa 1a H3NOJA3BAT ePEKTUBHA KOHTPALCIILHA 110 BPEME Ha
JledeHue U Aa 0baaT HHQOPMHUPAHHK 3a PHCKOBETE CBBbp3aHH ¢ yriorpedara Ha enakun 500 mg no
BpEMe Ha OpeMEeHHOCT {BK. TOUYKa 4.6).

JlexapsaT Tps0Ba fa rapaHTHpa, Ye Ha MaLMEeHTKATa € NPeIcCTaBeHa MTb/IHA MH(popMaLnd 3a

PUCKOBETEe, KAKTO H CbOTBETHH MaTepHally, Karo Opolllypa 3a MalM1eHTa, 3a Ja MOAMOMOrHe
| pa30upaHeTO U OTHOCHO PHCKORBETE.

MeaUIHHCKHUAT CrIeUHanucT TpAOBa aa € ydoeneH, ye NauMeHTKaTa pasoupa:

| EcTecTBOTO M TEXKECTTA HA PHCKOBETE IPH €KCIIO3HLUHMA N0 BpeMe Ha OPEMEHHOCT, To-
CTIeLIMAJTHO 32 TEPATOr€HHH PUCKOBE U HAPYLICHHS B Pa3BHTHETO.

| HeobxoanmocTTa OT epeKTUBHA KOHTPALIETILHS. |
. Heob6xoauMocTTa OT peAOBEH MpErie] H OLIEHKA Ha JIEYeHHETO. |

B HeoOxoaumocTra OT CelHa KOHCYITAlMA, ako MJ1aHupa OPEeMEHHOCT HUJIM € Bh3MOXKHA

OpeMeHHOCT.

IIporpama 3a npeana3paHe 0T OpeMeHHOCT |
‘ BannpoaT HMa BUCOK T€paTOreHeH MOTEHUHaNA U AeuaTa, C EKCNO3ULIUA ik ufeFo Ha BAINPOAaT ¢a ¢

BUCOK PHCK OT BPOJASHH ManQopMaLMK ¥ HApYLUEHHS B Pa3BHTHETO H& HEPBHATA CHCTEMA (BIXK. |
| Touka 4.6).
‘ Henakun 500 mg e NpoTUBOMNOKa3aH MPH CAEAHHUTE CUTYaLHUH: |

| JleyeHUe HA enUIEnCHs \

* 110 BpeMe Ha GPEMEHHOCT, OCBEH KOTATO HAMA NOJXOAALIO AITEPHATHBHO JIEYEHHE (BXK.
Touku 4.3 u 4.6), |
*  [IpH KEHH C AETEPOJIEH MOTEHLINAJ, OCBEH KOTaToO Ca H3MbJIHEHH YC/I0BHATa Ha [Tporpamata

34 peana3BaHe OT OpeMEHHOCT (BX. TOUKK 4.3 u 4.6). |

| JleyeHue Ha OUMOJIAPHO Pa3CTPOICTBO |
. Mo BpeMe Ha OpeMEHHOCT (BX. TOUkH 4.3 4 4.6).
K MpH KEHHU C JETEPOJIEH NMOTEHLHAS, OCBEH KOTATO €a MU3MbJIHEHH ycnoBuATa Ha [Iporpamata |
3a Npeana3paHe oT OpeMeHHOCT (BxK. TOMKH 4.3 U 4.6).

Ycnosus Ha [Tporpamarta 3a npeanaspate o1 OpeMeHHOCT
‘ [IpennucBauiuaT aekap TpsdBa Aa rapaHTHpa, Ye:
. HHAHBHAYAIHUTE 00CTOATENCTBA TPAOBa 4a ObAaT OLUCHABAHH BbB BCCKH OTACCH ClyHai,
‘ KaToO NMalMeHTKaTa Obae BKIIOYEHA B AUCKYCHSATA, 3a 1a C€ FapaHTUpPa aHrHKHPAHOCTTa H, na |
ce 0OCHAAT TEpaNeBTUMHUTE BB3MOXHOCTH M Aa C€ rapaHTHpa HeHHOTO pa3OxpaHe Ha |
PHCKOBETE U HEODXOIMMHTE MEPKH 3a CBEXKaHE HA PUCKOBETE 10 MUHUMYM; ‘

‘ . [ICTCHUHANET 3d HACTBITBAHE HA GpeMEHHDCT € OUCHCH FPH BCHYKH TMalIHCHTKH OT KCHCKH
IOJI, ‘
| . [NIALIUCHTKATA € pazﬁpana H NMpHUEAa pHCKCBETE OT BPOACHH MEUId)OpMElLIHH H HAPYUICHHA B

pa3BUTUETO Ha HEPBHATA CUCTEMA, BIKJIIOUHUTENHO CTEMNEHTA Ha T3 PHCKOBE 3a Jeuara ¢ ‘
EKCNO3HULIHUA 11 Hlero Ha BANIpPOoAar;

| . naldeHTKaTa pa3dupa HeoOXOAHMOCTTA OT NPOBEXAAHE HA TECT 3a OpeMEHHOCT NI ;
o AN VR i} Y
- 3anoyYBaHe Ha JICUCHUETO U 10 BPEME Ha JISUEHHETO, KaKTO € HEODX0AUMO; A SIS AN
. NAaLUEHTKATa € KOHCYATHPaHa 110 OTHOLLIEHHE HA KOHTPAUENUMATA U € B CbCT Hﬁ?f acki.. B x

MOAPOOHOCTH, MOJIS BHXKTE MOATOUKA ,,KOHTPALIENLMA ™ Ha TOBA MpeayNpex HH,E B K&WTD), |
! 0e3 NpeKbCBaHE MO BPEME HA LEHA NCPHON HA JIEYEHHE ¢ BATNIPOAT; T g vel |
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. nalMeHTKaTa pa3dupa HeoOXoAUMOCTTA OT PEIOBEH ([MOHE BEAHBXK MOAHUIIHO) Mperiea Ha
JIEUEHHETO OT CMELHAJIUCT C ONUT B JICHCHUETO HA ENUIETICHUS, ODUITONIIPHO Pa3CTPOHCTBO;

. nalHeHTKaTa pa3drpa HeoOXOAHMMOCTTA Aa € KOHCY/ITHPA ChC CBOS JIEKApP BEAHAra oM
J1aHupa OpeMEHHOCT, 3a Ja C€ OCUIYPH CBOEBPEMEHHO 00CHKIaHe U NPEMHHABAHE KbM
a/ITEPHATHBHH Bb3MOYKHOCTH 3a JIEUEHHE OpeH 3a4€BaHETO H NpeH 1a ¢e NPEeKpaTH
KOHTpALIeILIMATA,;

. nayMeHTKaTa pazdupa HeoOXOAHMOCTTA OT CNENIHA KOHCYNTAlUs CbC CBOA JIEKap B Cily4al Ha
OpeMEHHOCT;

. MalMEHTKAaTa € oy nia PEKOBOACTBO 32 MMALHEHTA,

. nallMEHTKAaTa MOTBBK/ABA, Ue € pa3bpana ONacHOCTHTE H HEODXOAUMUTE NPEATIa3HU MEPKH,
CBbP3aHH ¢ yrorpebara Ha Bannpoart (['oguiueH Gbopmysp 3a NOTBbPKAEHHE OCH3HABAHETO
Ha pUCKa).

Tesn yCliOBHA ¢€ OTHACAT M 34 JK€HHM, KOUTO IIOHACTOSILIIEM HE Ca CEKCYANHO aKTHBHH, OCBEH KOIaTO
MPeANUCBAIUAT JEKAP CMATA, Y€ ChIIECTBYBAT YOSAHUTEIHH MPHYHHH Aa C€ NOCOYH, YE HAMA PHCK
OT HACTHIBAHE HA OPEMEHHOCT.

Hela o1 KEHCKHU NoJI

. [IpennucpawyTe nexkapy TpsaOBa 1a ca CUTyPHH, Y€ PORUTENHTE/TIONAralMTe MPHXH 3a Jewa
OT JKEHCKH I10JT1 pa3OHpaT HeoOXOAUMOCTTA Aa ¢€ CBBbPXKAT CbC CHELMANIMCT BEIHAra cliel |
KaTo JIETETO OT )KEHCKH I10J1, KOETO MpHEMa BANpOAaT, MOJAYYH MEHapXxe.

. [TpeanucBaMAT iekap TpaOBa na rapaHTHpa, Y€ pOAMTENUTE/NONAaraluTe rPHXKM 3a aeua o1
AKEHCKH MOJ, KOMTO Ca NMOJYUYHIM MEHApXe, ¢a MONYUUIH NoApodHa uHpopMau 3a
pPUCKOBeTe OT BpOACHH MaOpMalMM W U30CTABAHE B PA3BUTHETO HA HEPBHATA CUCTEMA,
BKJIFOUHMTEJIHO CTENMEHTA Ha TE3H PUCKOBE 34 JiellaTa ¢ €KCIIO3HLMA [r ufero Ha BaJIIIpOar.

. [Ipy MalHeHTKH, KOMTO Ca NOJYYHIIH MEHapXe, MPEeaNUCBALLMAT JiEkap Tps0Ba aa npeoleHABa
€KEFO/IHO HY)KAATa OT TEpAIMs ¢ BAJITIPOAT U /1a OOMHUCTH aNTEePHATHBHU BH3MOXKHOCTH 34
jedeHue. AKO BaNmpoar € eIMHCTBEHOTO NOAXOAALLO AcyeHne, TpadBa da ce 00chau
HeOOX0AHUMOCTTA OT H3NOM3BAHE HA ¢(PEKTHBHA KOHTpALeNUUs ¥ BCHYKH APYTH YC/IOBHA Ha
[Tporpamara 3a npeanazeane oT OpeMeHHOCT. CrieuManucTbT TPAOBA [1a MOJNI0KH BCUYKH
YCHIIMS IETETO OT KEHCKH NOJT 12 TPEMUHE HA AITEPHATUBHO JICYEHHE, IIPEAH 1A €
HABBPIIWIIO MBJIHOIETHE.

TecT 3a OpeMEHHOCT

[Ipesu Ha4aNOTO Ha iEUEHHUETO ¢ BANNpoaT TpadBa aa ce U3koud dpeMenHocT. He Tpsabsa pa ce
3aMOYBa JIeUeHHE C BANNpoaT NPH KEHH ¢ ACTEpOoAeH roTeHuan 0e3 oTpuuaTeeH pe3yiTar oT
TECT 3a OpeMeHHOCT (KPbBEH TECT 3a OpeMEeHHOCT), MOTBBPAEH OT JIEKap, 3a Ja C€ H3KIIIOYH
HeKeaHaTa ynotpeda 1o ppeme Ha OpeMEHHOCT.

KodTpauenuus
JKeHuTe ¢ AeTepo/ieH NOTeHLMAll, Ha KOMTO € MpeAnucaH Bainpoar, TpabBea Aa U3non3ear
e(eKTHBHA KOHTpaLEenuusa 0e3 NnpeKbCRaHe Npes UeNnd NepUoa Ha neueHue ¢ sannpoar. Ha Teau |
MalMeHTKHY TpsOBa Aa Ob/ie NpeaoCcTaBeHa U3UEPNATENHA HHPOPMALIMA OTHOCHO MPEANa3BaHETO OT |
OpeMeHHOCT M TPpAOBa Aa ObAAT HACOUEHM 34 CHBET OTHOCHO KOHTPAUEMIIMNA, AaKO HE U3NOA3BAT |
e(peKTHBHA KOoHTpauenuus. TpadBa na ce W3noi3Ba Hail-MaJIko €1MH €PEeKTUBEH METO 3a
KOHTpauenuus (3a NpeAnoYMTaHe He3aBHCHMA OT NMOTpedHTens ¢opma, KaTo HalpHMEP ‘
BbTPEMATOYHA CITMPANIA UJIH UMIUIAHTAT), WM ABe AOITbABALLH ce GOpMU HA KOHTpaLENUus, |
BKIIFOUHTENNHO DaprepeH MeToa. UHAMBUIyanHHTe oOcTosTENCTRBA TpAOBa na ce OLEHABAT MPH

BCEKH OTAENCH CJyuai, Korato ¢e H3dMpa METOA Ha KOHTpALETILUs, KaTo NaluueHTKaTa TpadBa na ‘
ce BKIIOUYH B 0OCHAKAAHETO, 3a Ja C€ rapaHTHpa HEHHATA AHIAKHPAHOCT M CNAa3BaAHETO Ha ‘
n30pannuTe Mepxu. Jlake 1a nma ameHopes, T4 TpsOBa 1a cra3Ba BCHYKH ChBETH 3a €(DEeKTHBHA
KOHTPALETILIHA. 2

CpeacTpa ChAbpKALIK €CTPOreH

EnHospemeHHaTa ynotpeda Ha CpeacTBa ChAbpPKALIM €CTPOreH, BKIOUYUTENHO Cb
eCTPOTreH XOPMOHAIHH KOHTpaUCITUBH, OU MOrfa 1a HaMaiT¥ ePMKACHOCTTA Ha B |
Touxa 4.5). [Ipeanuceawute jgeuenue Tpadbea da nNpocneassaTr KIMHHYHHA OTMOBO (f(m{Tp@n:Ha
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| npHnaapLMTE H KOHTPOJ Ha HACTPOCHHETO), KOTATO 3aMOYBaT WM NPEKbCBAT NIpHEMa Ha
| MIPOTYKTH, ChAbPKAILH €CTPOTEH.
Ot apyra cTpaHa BAINPOAT HE HAMaNABA €(PHUKACHOCTTA HA XOPMOHAIHHTE KOHTPAUENTHBH. |

"'oaMUIeH npernie Ha JIeYEHUETO OT MEAHLIMHCKH CIICLHAIMCT
CrneudanicThT TpAOBa MOHE BEAHBK MOJAMINHO [a MPELCHABA JAJIH BAIIPOAT € Hal-TIOAXOAALLIOTO
neyeHue 3a naiuenTa. CneunanuctsT TpadBa da o6cwan [oauiudua GopMynap 3a NOTRbPKACHHE |
OCBHIHABAHETO HA PUCKa MPH 3ano4YBaHe Ha JICYEHWETO W MPU BCEKU FOULICH NPErnesa, U aAa |
rapaHTHpPA, Y€ MAUUEHTHT € pa3dpan ChABPKAHHETO MY.

| TIlnanupaHe Ha GpeMeHHOCTTa |
3a moka3aHHeTO €MHAETICHI, aKO »KEeHaTa IUlaHHpa Ja 3abpeMeHee, TepanuAaTa ¢ Banpoar TpabBa na |
| ce mpeolieHU OT CHELUHAIIMCT C OMUT B JICHEHHUETO HA EMMUINENCHS M Aa ce OOMHCIAT aITepHATUBHU
Bb3MOKHOCTH 3a edeHHe. Tpabsa ga ce rnonokar BCUUKH YCUITHA, 3 Aa CE NPEMUHE Ha |
MOJAXOAALIO ATEPHATHBHO JIEUSHHE TIPEIH 3a4€BAHETO H MPEIH NPEKpaTABaHE Ha KOHTpalenIuaTa |
(BK. To4Ka 4.6). AKO CMsIHAaTa Ha JICYEHHETO HE € BB3MOXKHA, »KeHaTta TpadBa Jla Moay4u
OONBAHUTENHA KOHCYATALIMSA OTHOCHO PHCKOBETE C BANPOAT 3a HEPOACHOTO AETE B MTOAKPENA Ha
MH(GOPMHPAHOTO H B3eMaHe Ha pellieHHe OTHOCHO CEMEHHOTO IUIaHUpaHe. |

3a mokaszaHueTo OUMONMAPHO pa3cTPONCTRO, aKO XKeHaTa IUTaHHpa aa 3abpemence, TpsabBa na ce
MPOBEAE KOHCYITAUUSA ChC CIIELHATHUCT C OMUT B JEUEHHETO HA OUMONAPHO pa3CTPOHCTBO H

NeYeHHETO ¢ BaJIMpoaT TpAOBA Aa ¢e NpeyCTaHOBH, U aKO € HEODX0IUMO Ja ce IPEMUHE Ha |
ANITEPHATHBHO JISYCHHKE NPEOH 3a4€BAHETO U NPEAH NMPEKPATIBAHE HA KOHTpaLENUMATA.

B cnyyaii Ha OpeMEHHOCT |
AKO Y€Ha, KOATO ce JIeKyBa C BaJnpoar, 3abpemMeHee, T4 TpaOBa He3abaBHO jla ¢ HACOUM KbM |
CMELIHATTUCT, 3a J1a Ce NPEOLIEHH JIEUEHHETO C BAINPOAT U J1a ¢€ 0OCHAAT alTepHATHBHH

BBL3MOKHOCTH. [JallMEHTKUTE ¢ €KCMO3KUIMA Ha BAMMPOAT NO BPEME Ha OPEMEHHOCT U TEXHHUTE
| mapTHROPH TpAORA Aa 6BAAaT HACOUEHH KbM CNELHAIMCT ¢ OTMT B TEPATONOIrHATA 34 OLIEHKA M |
KOHCYJITHpaHE OTHOCHO €KCIIOHHpaHAaTa OpEMEHHOCT (BK. TouKa 4.6). |

PapMaueBTHT TPAOBA 14 rapaHTUpaA, Ye:

. MPU BCAKO OTIYCKAHE HAa BAJINPOAT € npeaoctaBeHa Kapra Ha naudeHTa K MauueHTKUTE |
| pa3dupaT HEHHOTO ChAbPKAHHE.
¢ MalMEeHTKUTE Ca IOCHBETBAHM /14 HE CIUPAT JICYEHHETO ¢ BAJINpOoAaT U He3abaBHO aa ce

CBBPKAT CBC CMNICHHATHCT NMPH TVNIAHHUpaHa WK NOJ03UpaHa 6PEMEHHDCT.

Ob6yuuTenHH MaTepUAIH

3a na ce MOANOMOrHaT MEAUUHHCKHTE CMESLHATHCTH M NMAUMEHTKUTE [1a ¢¢ M30ErHe €KCIO3HLHATA

Ha BANMpOAaT IO BpeME Ha OPEMEHHOCT, NPUTEXKATENAT Ha paspelieHUETO 3a yrnoTpeda €
MPEJOCTABUI OOYUHTEIHH MaTepHaIH 33 NOACHIIBAHE HA NPEAYNPEKACHHATA H PEIOCTABAHE HA |
YKa3aHud OTHOCHO yroTpedaTa Ha Bapoar NpH *EHHU ¢ AeTEPOACH NoTeHUWAN U HHPOpMaLHH 3a
chABPXkaHUeTO Ha Ilporpamara 3a npeanazeaHe oT OpeMeHHOCT. Ha BCHUKH JKEHHU ¢ AeTepoaeH |
MOTEHLMAN, KOUTO H3NOA3BAT BaANpoart, TpAdBa Ja ce npeaoctaBi PHKOBOACTBO 3a NMaLUeHTa H |
Kapta Ha nauueHTa. |

Tpabpa aa ce uinoa3sa I oanwed ¢popMynsp 3a NOTBBPKAEHHE OCH3HABAHETO Ha pHCKa NpH |
3aMOYBAHE Ha JIEYEHHETO H MO BPEME HA BCEKH MOAHLLIECH MPEraAea Ha JICYEHHETO ¢ BAINPOAT OT |
CrielHaJIMCTa.

NIEKYBAHH C JTAMOTPHKHH HIH JIEBETHPALICTAM (BA{. TOUKA 4 6).




KaTo npeana3na Mapka, mpeAnucBalliuTe lekapy TpadBa 1a MHGOPMUPAT MALMEHTHTE MBXKE 3a TO3H
NoTeHIHaIeH pUCK (BX. ToUKa 4.6) ¥ na o0ChAAT HE00X0AMMOCTTa OT OOMHUC/ISIHE Ha €(PEKTHBHA
KOHTpAlleniys, BKIIOUUTETHO M 3a MapTHBOPKATA, [10 BpEME Ha yrnoTpebaTa Ha BaArpoar U B
NpOABLIKEHHE Ha MOHe 3 Mecella clie/l PEeKPaTsIBaHe Ha JICUCHHETO. [lalHeHTHTE OT MBIKKH 110J1 HE
TpaOBa na gapaBaT CriepMa Mo BpeMeE Ha JISUeHUEeTO U B NPOABIDKEHHUE Ha MOHe 3 Mecella chel
MpeKpaTABaHe Ha JICYHCHHETO.

[TaLieHTHTE OT MBIKKH IIOJI, JIEKYBAHH ¢ BaJIIPoaT, TPAOBa PEIOBHO Aa ¢€ MpPEriexaar oT JeKyBallus
W JIEKap, 3a [1a ce NPELCHH JAIH BAJINPOAThT OCTaBa Hal-TOAX0AAIOTO JIEYCHHE 3a TAX. 3a MALHEHTH
OT MBXKKH [0/, KOMTO [UIAHUPAT Aa 3aveHar jgete, TpaOBa 1a ce OOMHUC/IAT M Aa ¢€ OOCHAAT ¢ TIX
NOAXOAALIN aITePHATUBH Ha JeueHHeTo. BBB BCeKH oTaelieH ciayval TpabBa Ja ce OLeHAT
UHIUBUOYATHUTE 00cToATencTRa. [IpenopbhuuTtenHo e npyd HEOoOX0AUMOCT Aa ¢ NMOTHPCH CHBET OT
CIMIELIHAJIMCT € OIMT B JEUYEHHETO Ha €NUIENICUA WIH OHIOJASPHO Pa3CcTPOHCTBO.

Hanvuuau ca oOyuHTENIHUA MAaTEpHATH 33 MEAULIMHCKH CIELMANUCTH M NALIMEHTHTE MbxKe. Ha
MAalMeHTHTE OT MbKKH T10M, U3MMOJI3BALLY Bannpoat, TpabBa Aa ce MpeaocTaBU PbKOBOJICTBO 34

nanrcHra.

Ilpeoynpeorcoerun

Teacko yepedicoane Ha HepHUR OpoD

YcaoBuUA 33 Bb3HUKBAHE

Panko ca HabnogaBaHW TEKKY YEPHOAPOOHHM YBPEXKAAHHA, 3aBBPLIBALWIY [OHAKOA (PATaTHO.
OnUThT NOKAa3Ba, Y€ MalMEeHTH ¢ HAl-BUCOK PHCK, 0CODEHO B CIIy4YauUTE HA MHOKECTBEHA
AHTHKOHBYJICHUBHA Tepanmui ca JAella Ha Bh3pacTt Noj 3 rOAMHH € TEXKH NPUIIaAbLH, 0CODEHO TE3H C
MO3bYHH YBpEXK/IaHHA, 3a0aBEHO YMCTBEHO pa3BUTHE W/ HUAU BpOACHH METaDONMTHH HapYyLUEHHS,
BKJIIOYHTETHO MHTOXOHIPHATHH HAPYIIEHHS KATO KAPHUTHHOB Oe(PULIMT, HApYLUEHNUs B ypEeHHUS
uukeil, POLG myTanuu (B:x. Toukd 4.3 u 4.4) wid nereHepaTtyvBHU 3a00J19BaHHS.

Cren 3-roavluHA Bb3PacT, PUCKEBT €€ peyurpa 3HAYUTEAHO H NPOrPECHBHO HaMaJIABa C Bb3pacTTa.
B noBeueTo cnyyau, TAKMBA YEPHOAPCOHU YBPEXKAAHUS CE YCTAHOBABAT B MbpBUTE 6 MeceLa Ha
NIEYEHHETO.

CuMnToMaruka

KJHHHYHHTE CHMITTOMH €a OT CHUIECTBEHO 3HaueHHe 3a NOCTABIHETO Ha paHHa auarHosa. Ilo-
CIMELIHAIHO, CIIEAHUTE CBCTOAHMA, KOMTO MOTAT Jia MPeAX0KAaT K bATeHHIaTa, TPA0BA Ja ce B3eMat
npeaBul, ocCOOEHO MPH PUCKOBU NAUMEHTH:

- HecneuHpHYHH CHMITTOMH OOMKHOBEHO ¢ BHE3aINHO HAYalo, KATO aCTe€HHUA, AaHOPEKCHS, JIETAPTrUA U
CbHJIMBOCT, KOMTO MOHAKOra ¢ MPUAPYIKABaAT ¢ MOBTAPALLO C€ NOBPBLUAHE U KOPEMHHU OONKH.

- MIPHM MALHEHTH C eNWIENCUA, NOBTOPHA MOABA HA MbPYOBE.

[Maumnentnre (MK ceMmelcTBaTa Ha GofleayBallM AcUa) TpsOBa Aa ObAAT HHCTPYKTUPAHU a
chOOMIARAT BeJHAra Ha JCKYBALLMA JIeKap nosBaTa Ha TakuBa cuMnToMH. HezabaeHo TpabBa aa ce
H3BBPLIH N1abopaTOPHO M3C/IeABAHE HA YepHOAPOOHAaTa (PYHKUHS B AONB/HEHHE KbM KJIMHUYCH
nperne.

Habntonenus
H3cnensanus Ha yepHOApoOHHUTE QPyHKLUH TPIOBa fa ¢& W3BBPLUAT MPEAH JICUEHHETO, Cllel KOETO
NEPHOANYHO NMpe3 NbpBHTE 6 Mecelia oT TepanuaTa. Cpen odudaiiHUTE U3CIeIBaHMs, Hali-3HAYMMH ca
M3C/ICIBAHUATA, KOUTO OTPa3ABaT MPOTEHHOBHA CHHTE3, OCOOCHO NpOTPOMOHHOBOTO BpeMeE.
[loTRBbpAaBaHETO Ha HEODHYAHHO HUCKO MPOTPOMOHHOBO BpeMe, 0CODEHO 3ae/IHO C ApyTH
1abOpaTOPHH OTKJIOHEHHUA (3HAYUTETHO HaMaNgBaHe Ha QUOPHHOIEHA ¥ KOaryIallMOHHHTE (¢ s
[MOBHILIEHO HHBO Ha OMIKMPYOHH H MOBHILIEHH TPAaHCAMHHA3H) HANAraT CIMPaHe Ha Tepanyaa e.~* "j;:i N
Jenaxun 500 mg. Kato npeanasHa MapKa M B Cy4yail Ha €AHOBPEMEHEH MPHUEM HA CANHINATHA, + Y
MOC/EAHKTE ChLLO TPAOBA 1A ce CIIPAT, Thil KATO Te MMAT CbLUMA (TBT HA MeTabommnpafe.:
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MHOT0 pAAKO ¢a IOKJIaIBaHU CTY4al Ha TEXBK NAHKPEATHT, KOUTO MOXKE Aa ca ¢ (PaTaJIeH H3XO.
Takusa cTydad Morat aa ce HaboaaBaT HE3aBUCHMO OT Bb3pacTTa U MPOAB/DKHTEIHOCTTA HA
Teparuata. MaikuTe Jeua ca ocobeHO PUCKOBa IPynia, HO TO3H PUCK HaMaJisiBa ¢ YBE/IHYaBaHE Ha
BB3pACTTa. TEHKUTE IbpPUOBE, HEBPOJOTHYHHUTE HApyLIEHHs WIH AaHTUKOHBYJICHBHATA TEPaIidi MOraT Ja
ca puckoBH (akTopu. YepHoapoOHaTa HeJOCTaTHYHOCT C ITAHKPEATHT NOBUILABA PHCKA OT daTajieH
M3XO0]1.

[TaumenTuTe ¢ ocTpa kopeMmHa Honka TpadBa HezabasHo na 6baar npernenanu. B coyyail Ha
MAHKPEATHUT, IEYCHHUETO C BAINpoaT TpaOBa Aa ce npeyCTaHOBH.

Cyuyuonu mucau u noeeoentie

Cpo0LIaBaHi ca CyHLMAHA WASALUA W TIOBEAeHHE [IPH MALMEHTH, JIEKYBAHH C NPOTUBOEMHUIIETITHYHH
CpeacTBa IPH HAKOMKO NOKazaHWsA. MeTaaHaiM3 Ha paHJOMU3HpaHH M1anedo KOHTPOJIHPaHH
H3NHMTBAHHA Ha MPOTHBOCTIMIICITHYHH JIEKAPCTRA CHLIO MOKa3Ra c/1abo NOBUILEH PUCK OT CYHLIUAHA
naeauus v rnoseaeHue. MexaHusmMbT, KOHTO 00yCNaBsa TO3M PUCK HE € U3BECTEH U HAJIMYHUTE JaHHH
He M3KJIIOYBAT Bb3MOKHOCTTA 33 MOBHLLEH PUCK NPH MpUEeMaHe Ha HaTPHEB BANTPOAT/BaNIPOEBa
kucenuHa. Cllie10BaTENHO, NaLMEHTUTE TPAORA /1a ObAAT MpociieAdBaHH 3a MPU3HALM Ha CYMUMIHA
nacaUuHs v osejcHHe U TpgOBa na Obae oOMucneHo noaxoaswpo jeyeHue. [MauMenture (1
OonHornmenaurTe) TpAOBa na 6HOAT CHBETBAHH Aa THPCAT He3abaBHO MEAHLMHCKA KOHCYJIITALIUA, aKO
Bb3HHKHAT MPU3HALUM Ha CYULIMOHA HAeaLHs WiH MOBEACHUE.

Cpeocmea, cvOvpiicaiiu Kapbanenem

EnnoBpeMeHHaTa ynorpeda Ha HATPUEB BANNPOAT U KapbaneHeM He ce MPEnopbyBa (BXK. ChLLO TOHKA
4.5).

Hayuernmu c uzsecmio unu noOOIUPAHO MUMOXOHOPUATHO 3aD01ABAHE

Bannpoart MOXKe 1a NpeAU3BUKA HITH 14 BIIOIIH KIIHHHYHMTE NPU3HALK Ha OMUIEXKALLHNTE
MUTOXOHZIpHATHU 3a00/19BaHHs, NPUUYUHEHHU OT MyTalMy B MUTOXOoHApHanHata JIHK, kakTo v B
kogupaiuns POLG sapen red. [To-crienmanHo, no-BHCOK MPOUEHT Ha BaINpoaT-UHAYLIMPaHa ocTpa
4EepPHOAPOOHA HEAOCTATBYHOCT M CBBP3aHa ¢ YePHHA Ap0o0 CMBPT ¢€ ChOOLAaBA MPH NALMEHTH C
HACJIeACTBEHU HEBPOMETAOOIUTHH CUHAPOMH, NPUUUHEHH OT MYTaUHH B KOAUPALLUAT
MHTOXOHAPHANHMA eH3UM nonumepasa y (POLG) red, Hanp. cuHapom Ha Alpers-Huttenlocher.
Hapyiuenus, cepp3anu ¢ POLG, TpaOBa aa ce noao3dpar npH MaUHEHTH ¢ paMUITHA aHAMHE3a WM
HACOUBAIIA CHMNTOMH Ha cBbp3aHo ¢ POLG HapyuieHne, BKNIOUHTENHO, HO HE CaMo, HeoDACHHMA
eHuedanonarus, peppaktepHa enunencus (QoKantHa, MUOKIOHHYHA), CTATYC ENWIENTUKYC C
KIHHHUYHA NpOosiBa, U30CTaBAHE B pa3BUTHETO, TCHXOMOTOPHA PErpecHs, akCOHaIHA CEH30MOTOpHA
HeBpOMaTHs, MHOMaTHA, LepebenapHa aTakcHs, o TATMOIUIEr U WK YCIOKHEHA MUIPEHA C aypa B
okuunurandata oonact. TectsT 3a POLG MyTau#s ce¢ U3BLPILIBa B CHOTBETCTBHE C HACTOALLATA
KIHHHYHA NPpaKkTHKa 3a JUArHOCTHUUHATA OLUEHKA Ha TaKHBa HapyLweHus (Bx. Touka 4.3).

Ymesicnenu Koneyncui

Kakto ¥ npH Bpyry aHTUEMUICNTHUHH NIEKapCTBA, HAKOH MAalWEHTH MOrar Aa [10/y4ar, BMECTO
noaodpeHue, 00paTUMO BJIOILIABAHE - YBEMHYEHH YECTOTA H HHTEH3UBHOCT HA KOHBYJICHUTE

( BKJIFOUMTEITHO BIOLUEH EMUISIITHYEH CTATYC), WU NPOABa HA HOBH BUAOBE KOHBYJICHH MPH
APWIOKEHUE HA BaNNpoat. B ciiyyal Ha YTEKHEHH KOHBYJICHM, NTallHeHTHTE TpsaOBa na Obaar
NOCHBETBAHM [ CE€ KOHCYATUpAT He3abaBHO ¢ nekaps cH (BK. Touka 4.8).

TerncKku KOMCHU HeXCeAan PeaKyil & anzuoedem

Texxku KOKHH HexenaHu peakiluu (Severe Cutaneous Adverse Reactions, SCARSs), kato cuHapOM
Ha Stevens-Johnson (Stevens-Johnson Syndrome, SIS), TokcuuHa enuaepMania Hekponu3za ( Toxic
Epidermal Necrolysis, TEN) n nekapcTBena peakums ¢ €03HHODWINA H CHCTEMHH cumnTomu (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema myiTHOpME U aHTHEE; éﬁ;éa
ChOOIUEHH BbB BPb3Ka ¢ jieueHHeTo ¢ panmpoar. [lauveHtHTe Tpsabea na Obaat nHpop pa 38
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MPHU3HALUKUTE H CUMIITOMHTE Ha CEPUO3HU KOXKHH NPOABH U Ja 0paaT HadMro1aBaHH B

cyuai, ye ce Habmoaaeart rnpusHaud Ha SCARs win aHruoeneMm, € Heobxoauma Ob am’iemca u T ]

ne4YeHHeTO TPAGBA Ja Ce NPEYCTaHOBH, ako AHarHo3ata Ha SCAR wiau aHruoesiem cel QEBLp,uu _;' :u'?' i
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Ilpednaznu mepKu npu ynompeba
[Ipeau 3anouBaHe Ha JIEYEHHETO Tpa0Ba Ja ce U3BBPLUAT U3C/IEABAHUSA Ha qepﬂoﬂpoﬁume GYHKLHH

(Bk. Touka 4.3 IlpoTHBOINOKAa3aHNA), U IEPUOANYHO NPE3 MBPBHUTE 6 Mecela, 0CODEHO MPH PUCKOBH
nmaleHTH (BxX. Touka 4.4). Ilpn npoMeHHn B CbIIBTCTBALLUTE IEKAPCTBEHH NTPOAYKTH (NOBHILIABAHE HA
Ji03aTa wid A00aBsaHe), 3a KOUTO € U3BECTHO, Y€ BAUAAT Ha YEPHHUS ApoD, MOHUTOPUPAHETO HA YEPHHUS
apob TpabBa J1a ce pecTapTupa cnopel ciry4as (BUKTE ChI0 TOYKA 4.5 OTHOCHO PHCKA OT YBPEXAaHe
Ha YepHHA Apod ChC CATMIIMNATH, APYTY AHTUKOHBYJICHBHH CPEICTBA, BKTIOUHTENHO KaHAOUIHOT).
Kakrto npy noBedeTo NpOTHBOSTIUICIITHUHH I€KapCTBa, MOXKE Ja ce 3a0esiexkH IEKO NMOBHUICHHE Ha
YEPHOAPOOHHTE EH3HMH, OCOOCHO B HAUAIIOTO HA TEPAMNHATA; T€ €a NPEXOAHH U H3oaupaHH. [Ipu Te3n
NaLMeHTH ¢€ MPENoPbYBAT N10-3aXbJIOOYCHH NadOPaTOPHU H3CIEABAHHA ( BEJIIOYHTEIHO
NpOTPOMOMHORO BpeMe); MOske a ce OOMMCIIM KOPUTHpaHe Ha 103aTa, KAaTo MPH HEOOXOAHUMOCT
CHOTBETHHTE M3C/eaBaHUs TPAORa /1a Ce MOBTOPAT.

[Ipean 3armouysaHe HA NEYEHUETO HITH TIPEAM OMNEPALIMs, KAKTO U B CIIyYaH Ha CIIOHTaHHO
KpBBOHACAAaHE HJIH KEPBEHE C€ MPEnopbUBAT KPBBHH H3CAEABAHUA (THJIHA KPBBHA KapTHHA,
BKJIFOUHTENHO Opoit Ha TpOMOOUMTH, BpeMe Ha KbpBeHe) (BXK. Touka 4.8 HexxenaHu nekapCTBEeHH
peaKkIL{uy).

BunpekH ue MMyHHH HapylUueHHUs ca HabmoaaBaHH caMO KATO M3KTKUYEHHE IO BPEME Ha
npunoxenuero Ha Jlenakud 500 mg, norenuuannara nonsa ot denakud 500 mg Tpabsa aa ce oleHH

CpAMO NMOTCHUHANMHATA OHNACHOCT HPH MANHUEHTH CbC CHCTCMCH JIYITYC CPHTCMATO3YC.

Hapvuienyusa B ypelHHS UUKBA H PUCK OT XHNCPAMOHUEMHS

Ilpu noxo3upad eH3UMeH AeBHUNT Ha ypeiHUS LMKBIL, NPEay JeYEHUETO TpI0Ba Aa c€ U3BbpLUAT
METAOOIUTHH H3CAEABAHHS, MOPAId PUCK OT XHNIEPAMOHHEMHUA, 3apaiH BaINpoaT (BX. TOYkH 4.3 U
4.4 [TaLMeHTH C PUCK OT XHITOKAPHHUTHHEMHS H TEeKKO 4epHOApOOHO YBpexKaaHe).

[IaliMeHTH ¢ PUCK OT XHIIOKAPHUTHHEMHS

[ IpU0KESHHETO HA BAJIIPOAT MOKE /A Mpear3BHKa MOsABAaTa WM BIOIIABAHETO HA
XUIOKAPHUTHHEMHA, KOATO MOXKE a JOBEAE 10 XMNIEPAMOHUEMHUA (KOATO MOXKE Aa AOBEAE N0
XunepaMoHeMH4uHa eHuedanonatus ). HabnonaBany ca v Apyryu CUMITOMH, KaTO YepHOAPOOHa
TOKCHYHOCT, XHIIOKETOTUYHA XHNOMTHKEMUS, MHONATHS, BRIIIOUHTEIHO KAPAUOMHONATHA,
pabIoOMHOIH3a, CHHAPOM Ha (PaHKOHH, TAaBHO TMPH NALMEHTH C PUCKOBH JaKTOPH 3a
XHMOKAPHHTHHEMHA UJIA ¢ BEUE CHILIECTBYBAlla XUNOKAPHUTHHEMMS. [lalMeHTHTE ¢ NOBULLIEH PHCK
OT CHMNTOMaTHYHA XUITIOKAPHUTHHEMHSA MPH JIEYEHHE ¢ BATNPOAT BKJIIOUYBAT NALMEHTH C
MeTa00MUTHY HApYILEHHS, BKJIIOYHTENHO MUTOXOHAPHATHH HapyLIEHHA, CBBP3aHH ¢ KapHUTHHA (BX.
cblo To4Yka 4.4 [lauMeHTH ¢ U3BECTHO MM NMOJ03ZHPAHO MUTOXOHAPHATHO 3a00/IBaHEe W HAPYILICHHS
B YpEHHHUA LIMKbJI H PUCK OT XHUIIEPAMOHHEMHS ), HAPYLIEHHA B XPAHHTETHHAA MNPUEM Ha KAapHUTHH,
flalMeHTH Ha Bw3pacT oA 10 ronuHu, eaHOBpeMeHHa ynoTpeda Ha NUBaNaT-KOHIOMUPAHH JICKapcTRa
HJIH Ha APYrHd aHTHCTTHIIENTULIH.

[TauneHTuTe TpaOBa na ObAAT nMpeaynpeacHHU aa cbo01aBaT He3abdaBHO 3a BCAKAKBH NPH3HALMU Ha
XUIMEpPaMOHUEMHS KaTO aTakCHs, HAPYILUEHO Ch3HaHUE, NOBpbIlaHe. Ipadsa na ce oOMUcau n0DaBsiHe
Ha KApHUTHH, KOraTo ce HabAKAaBaT CUMIITOMM HA XMITOKAPHHTHHEMUA.

[TauueHTH ChC CHCTEMEH NBPBUYECH KAPHUTHHOB ACHULIMT H KOPUTrHpaHa XMMOKAPHUTUHEMHS MOTaT
na OBJAaT NeKyBaHH ¢ BAIMPOAT CaMO aKO MOA3UTE OT JISUEHUETO C BAJINPOAT HAJBHLIABAT PUCKOBETE
NpH Te3H MALMEHTH H HAMA TepaneBTHYHa anTepHaTHRa. [IpH Te3n nauMeHTH TpadBa Aa ce npunara

MOHHTOPHHT Ha KAPHUTHHA. L \
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Bx. cpito Touku 4.5, 4.8 1 4.9,

[TauuenTHuTe TpAOBa na ObAAT NpEAyNpe/eHH 3a pHCKA OT HaJllaBaHe Ha TETJIO B HAYaNoTO Ha
JeUeHHUeTOo, U € HeOOX0AUMO fa ce NpeanpueMe NMoAXoAq1a CTpaTerys 3a HaMaJisiBaHe Ha TO3H PHCK
A0 MHHHMYM (BX. Touka 4.8 HexenaHu IeKapCTBEHH peakLUH).

[TaneHTH ¢ HAJIMUEH AeUUHT HA KApHUTHH nanMutont tpaHcdepasa (CPT) tun 2 tpadea ga 6baar
npeaymnpeaeHH 3a No-rojisM puck ot padIoMHOH3a, KOraTo PHEMAaT BaJHIpOAr.

He ce NpenopsuUBa NMPHEMAHCTO Ha AJIKOXOJI MO BPEME Ha JICHMCHHE € BAINpoOar.

[dena

[Tpu gena Ha BH3PACT nMOA 3 FOAUHU e NIPENOpPBYBAa MOHOTEPAIH NPU NMpEANACBaHe Ha JlenakuH

500 mg, HO mpeaH 3aroYBaHe Ha TepanuATa, DOTeHUHaNHaTa noJsa oT JenakuH 500 mg TpsadBa na ce
OLIEHH CTIIPSIMO PUCKA OT YEPHOAPOOHO YBPEXKAaHe UIIM MaHKPEaTHUT NPY TaAKWBA NALUUEHTH (BXK. TOYKA
4.4, Texko yBpexaaHe Ha YepHHUA ApOo0 H BXK. CHINO TOUKA 4.5).

EnnospemeHnHara ynoTpeba Ha caJIHLMIATH TpAOBRa qa ce W3d[rea npu aeua noj 3 roZMHH Nnopaax
ONMACHOCT OT YEPHOAPOOHA TOKCHYHOCT (BX. ChIIO TOUKA 4.5).

bLOpeYHA HEA0CTATHLYHOCT

Moske ma ce HanoXKH HaManABaHe Ha o3aTa. b KaTo MpocieasBaHeTO HA TUIa3MeHaTa
KOHLIEHTPALIMA MOXKE /1a € MTOABEXalll0, Ro3aTa TpAOBa Aa & KOpHUrupa cbo0pa3HO KIMHHYHOTO
npocneasBaHe.

Hatpni
To3u ekapcTBReH NPOAYKT chAbpika 69,19 mg HaTpuii BLB BCAKA TabieTKa, KONTO ¢4 €KBUBAJIEHTHH
Ha 3,5% OT NpenopbUHTENHUA MAKCUManEH AHeBeH npueM Ha C30 o1 2 g HaTpuil 3a BL3pacTeH.

4.5 BiaumMoleHiCTBHSA C APYTH JIEKAPCTBEHH NPOAYKTH H ApYrH GopMH HA B3aUMOJEHCTBHE
BinsiHMe HA BAINPOAT BLPXY APYCH JIeKApPCTBA

Hesponenmuyu, MAQ unxubumopu, anmuoenpecanmu u 6eH300uUQ3enuHL

Henakun 500 mg Moxe na noteHurdpa €eKTa Ha ApYrH NCUXOTPOINHU CPEICTBA KATO HEBPOJIENTHLH,
MAOQO HHXUOHUTOPH, aHTHACTIPECAHTH H OEH30IHA3ENTHHH; CNEA0BATEIHO C€ NPENOPbYBa KITMHHYHO
NpoCIeAsiBaHe, KATO NPH HEOOXOAUMOCT J103aTa TpAOBaA 1a C& KOpUrupa.

Sumun
Jlenakuu 500 mg HaMa epeKT BepXy MJIa3MEeHHWTE HUBa HA JIUTHA.

Denobapouma

Menaxnn 500 mg nopnaBa naa3MeHHTe KOHIEHTPAauUHu Ha derHobapOouTan (nopaau HHXHOHpaHe
Ha YepHOAPOOHHS KaTaDOMH3BbM) M MOXE 1a C€ CTUNHE 10 ceaaums, ocobeHo npu aeua. CreloBaTelHo,
npe3 nbpBUTE 15 AHH OT KOMOHHUPAHOTO NEUEHHE, Ce NPENOpPbYBa KIIMHUYHO NPOCIIEASsBaHE C
He3a0aBHO HAMAaJISIBaHE 103aTa Ha peHoDapOUTan NPy Bb3HUKBaHE HA CeJaLus, KaTo fpu
HeOOXOAHUMOCT C€ U3C/ICABAT M1a3MEHHUTE HUBA Ha ¢eHobapOUTan.

Hpunmuoon

Jlenakun 500 mg noBHIIABA MIAZMEHHTE KOHUCHTPALHH HA NTPUMHAOK C YTEXXHABAHE Ha
HEKETAHUTE MY peakuUvy (KaTo ceaauus ); TE3U MPH3HALIM H3UYE€3BAT MPH ABJTOCPOUHO JIEHEHHE,
[lpenopbuBa ce KTHHUYHO ApOCeAsBaHe, 0COOEHO B HAYAA0TO Ha KOMOWHHpaHa Tepanua U py_

HEOOXOAMMOCT — KOPEKLIMS Ha [103aTa. TN
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IUIa3MEHHUTE MPOTEHHH M NIOHWKABA YSPHOAPOOHHUA My KaTtabonu3bm). [lopanu ToBa ce npenoprusa
KTMHHUYHO NIPOCTEIBaHe; KOraTo ce M3c/IeaBaT IVlasMeHHTe HUBa Ha GeHUTOMH, TpAOBa Aa ce onpeneny
cBoboHaTa popMa.

Kapbamazenun

Hanwniie ca crodieHuns 3a KTMHUYHA TOKCHYHOCT MPYA CHBMECTHO NPHJIaraHe Ha BaJlnpoar ¢
kapOamMaseruH, Thi KaTo BAIIpoaT MOKE /1a MOTEHLIMPA TOKCHYHU e(eKT Ha kapOamasenuH.
ITpenopbuBa ce KITMHUYHO MPOCNEAABaHe, OCOOEHO B HAYAJIOTO HA KOMOHHMpAHATA Tepanus, KaTo NpH
HeOOXOMUMOCT [103aTa ce KOpUrupa.

Javompuxcun

HNenakuH 500 mg Hama1aBa MeTaboIN3Ma Ha JIJAMOTPHIKUH W YBE/IMYABa CPEIHHNA MY [0JIYKUMBOT MOYTH
2 TbTH. TOBa B3aMMOJCHCTBUE MOXKE 14 JOBENE A0 YBEIMYEHA TOKCHYHOCT HA TAMOTPIKHH, B YaCTHOCT
CepHO3HU KOXXHH 0OpPHBHL.

CrnenoBaTesTHO, Npenopb4Ba e KIMHHYHO HAONI0IeHUE U KOpHI'HpaHe Ha fo3aTa (HaMansBaHe Ha
N03aTa Ha JIAMOTPIXKHH), KOTaTO € Heo0X0AuMO.

3udosyoun
Banmnpoar Mo€e Aa MOBULLM I1a3MEHATA KOHLEHTPALMA Ha 3WAOBY/IHH, KOETO 1a A0BeAE N0 NOBULLIEHA
TOKCHYHOCT Ha 3UIOBYAHH.

Denbamam
BannpoeBaTta KHMceslMHa MOYKE Aa HAMAJIY CPeAHUA KITMPBHC Ha gendamar ¢ 10 16%.

Chiarnzaniin
Banmpoesarta kucesIMHA MOKe /1a HAMAJTH KOHUEHTPaLUATa Ha OnaH3anu1H.

Pygunamuo

BannpoesaTta kucenHHa MOk Na A0BEAE A0 YBEAWYABAHE HA IJIA3MEHHUTE HHUBA HA py(uHamua. Tora
YBEJIMYCHHUE 3aBHUCH OT KOHLIEHTpALMATa Ha BaanpoeBa KUCcEMHHA. [I0BUILIEHO BHUMaHHE C€ H3UCKBA
ocobeHo NpH Aela, Thil KaTo TO3H €(EKT € NO-BUCOK B Ta3H I10ITyJ1aLKs.

Ilponoghon
BainpoeBata kMceMHa MOXKE 10 A0BeAe 0 YBeJIH4YaBaHe HUBaTa Ha nNponogoin B KpbBTa. [pu
¢IHOBpeMeHHaTa ynotpeda ¢ BaInpoar, TpaOBa Aa ce OOMUCIIH HaMallaBaHE Ha J03aTa Ha nponodon.

Humoounun

EAHOBpEMEHHOTO JIEYEHHE ¢ HUMOOHWITHH H BANNPOEBa KHCETHHA MOXKE [1a YBENHYH [UTIa3MEHATa
KOHLeHTpauusa Ha HUMoaunuH ¢ 50%. CrenoraresiHo, TpsAOBa Aa ce HAMANHK £03aTa HA HUMO/IUITYH B
CIy4Yal Ha XMTIOTEH3HS.

Biusinne HA APYTH JeKAPCTRA BLPXY BAANpoaT

[TpoTHROEMUIENTHYHATE CPEACTRBA C €H3UM-UBAYLMpaLl €pekT (B TOBA YUCAO PEHUTOUH,
devobapbuTan, kapbamaszenuH) MOHWKABAT CEPYMHHUTE KOHUCHTPAIIMKY HA BAANpOEBaTa KHCENHHa. B
c/lyyayd Ha KOMOHHMpaHa Teparus, J031Te TpA0Ba Aa ce KOpUrupart cboOpasHO KITHHHYHUS OTrOBOP M
HHBOTO UM B KPbBTA.

Ot apyra crpaHa, KOMOHHALIMATA OT (pesidamMaT U BAJINPOAT MNOHHKABA K/IHPBbHCA HA BAJIIIPOERATA
kucenuHa ¢ 22% no 50%, 1 cneaoBaTenHo, ypenMyana IjIa3MEHHTE KOHLUEHTPAL UM Ha BAJITIPOEBATA
kucenuHa. Jlozata Ha sanmnpoat TpAOBa na ce HabsoaaBa.

eruTOMH WK deHobapduTan. CrenoBaTenHO, NAUMSHTUTE NEKYBAHH C TE3U JIBE JICKapCT
ObIaT BHUMaTENHO HabMoAaBaHKW 3a NPU3HALM H CHMITTOMM Ha XHIEPaMOHHUEMMS,



B cnyuaii Ha eqHOBpeMeHHa yrioTpeba Ha BaINpOaT U CHITHO CBbp3aHH ¢ NPOTEHHHTE BELIECTBA
(acriMpHH), CEpyMHHTE HMBa Ha cBOOOIHATA Ba/ITIPOEBa KUCE/IMHA MOraT Aa e NOBHLLAT.

B ciyuaii Ha eqHOBpeMeHHa yrioTpeda Ha BUTaMUH K-3aBUCHMU aHTHKOAryNaHTHU (akTopy, TpaOBa na
Ce M3BLPHIBA CTPOro NpoCcieasBaHe Ha NPOTPOMOHMHOBOTO BpEME.

Husata Ha MeTaDOJMTHTE HA BAINPOSBaTa KUCEAMHA MOTAT Ja ce MOBULLIAT (BCACACTBHE Ha peoyLMpaH
YEePHOAPOOEeH METaDONMU3BM) B ClTy4ail HA €IHOBPEMEHHA YyNIOTpeDda ¢ LMMETHANH HITH €pHTPOMHULIKH.

Kapbaneriem (MIaHATIEHEM, MEPOIIEHEM, UMHIIEHEM )

Hamanssave HMBaTa Ha BAINPOEBa KUCEJIMHA B KPbBTa, ca OWH IOKJTaIBAHU NMpPH €HOBPEMEHHATa
ynotpeba cbC ChAbPXKALLNA KapbaneHeMH cpeacTBa, Boaela 1o Hamanssase ¢ 60-100% nuBara Ha
BAJINPOEBA KHCEIHHA B MPOABL/DKEHUE HA 2 THH, [IOHAKOra CBBp3aHo ¢ rbpyose. [lopaau Obp30TO
HAYAIO U CTENECHTA HA MOHKKABaHE, €AHOBPEMEHHOTO MPU/IaraHe Ha ChABpXKaLlM KapOaneHeMHu
CpeICTBa NMPpH NALUMEHTH CTaOWIM3HpaHH Ha BAIIPOEBA KHCEIMHA TpAOBA 1a ce U30Area (BK. Touka 4.4).
AKO NEYEHHETO C TE€3H AaHTHOHOTHIIHY HE MOXKE Aa ce u3berHe, TpaOBa Aa ce U3BBHPUIN CTPUKTHO
npocJ/iesBaHe Ha KpbBHUTE HUBA Ha enaxkuH 500 mg.

Pugpavnuyun

Mosice 1a NOHWKH KPbBHHTE HHBA Ha BAJINMPOSBATa KUCEIMHA, KOSTO BOAU A0 JIMICa Ha TepaneBTHYEH
ecbekT. ETo 3a1110, MOKE J1a C€ HAJIOXKH 103aTa Ha BAINPOAT [a € KOPHIHpa MpH CbBMECTHO
NMPUNOKEHHUE ¢ pUdaMITHLIUH.

Hpomeasznu unxubumopit
[Tpu exHOBpeMeHHaTa ynoTpeda Ha ApOTEa3HH MHXHOMTOPH KaTo JIOIIHHABHUP, PUTOHABHP, C€ HAMaABAaT
[UIa3MEHWTE HUBA Ha BANMpoAaTa.,

Xoaecmupaviun
[Tpu enHOBpEeMEHHA yNOTpeda, X0NMeCTUpaMHH MOJKe Ja A0BEJE 10 HAMa/ABaHe Ha IUTa3MEHUTE HUBaA Ha
Banmpoar.

Memawvizon

MeTaMH30TBT MOXE 12 HAMAJTH CEPYMHHUTE HWBA HA BATIIPOAT IPH €AHOBPEMEHHO TIPHIIOXKEHHE, KOETO
1a JOBeAE A0 MOTEHLHWAMHO HaMajIiBaHe Ha KIIMHMYHATA ePUKACHOCT Ha Bannpoar. Jlekapure,
MpeANUCBalLLH TeueHHe, TpaOra fa Hab0AaBaT KITHHUYHHA OTTOBOP (KOHTPO Ha NMPUNAABUMUTE WIH
KOHTPOIT HA HACTPOSHHUETO) K 1a OOMUCHAT NpocieasBaHe Ha CEpYMHHTE HHBA Ha BAJINPOAT, aKo €
MOAXOASAMLIO.

Memompercam

B HAKOM DOKSIANH CE ONKMCBA 3HAYUTENTHO HAMANABAHE HA CEPYMHHUTE HHBA Ha BaNMNpoar cien
MpHJIOKEHHE HAa METOTPEKCAT ¢ MoABa Ha rbpuose. [lpeanvcalinte nekapy TpaOBa 1a npocieaasar
KJIMHHYHHAS OTroBOP (KOHTPOJ Ha MbPYOBETE MU KOHTPOJ HA HACTPOCHHETO) W 4 NPECABHAAT
pocieasBaHe Ha CEPYMHHTE HUBA HA BAJINPOAT, aKko € HEOOXOIHMO.

JApyrn B3aumMoaelcTBHSA

Puck om yapeoicoane na yepnuus opod

EnHoepeMennata ynorpeda Ha canvumiati TpaOBa 1a ce W304rea npH aeua nod 3 roaMilHa Bb3pacT
NOpagx PHCK OT YEpHOAPOOHA TOKCUYHOCT (B, TOuKa 4.4).

EnHoBpemerHaTta ynoTpeba Ha BainpoaT W MHOXECTBEHA AHTHKOHBYJICHBHA Tepanis NOBHLIABA | pHCKa
OT yBpe:kAaHe Ha YepHUA apod, ocobeHo npu Maliky aeua (Bx. Touka 4.4). T
ExnnoBpemeHHaTa ynotpeba ¢ kaHaOMAMON IIOBULLIABA 4€CTOTATA HA MOBHIIABAHE HA €H fam 2. _ﬂj?“
TpaHcaMHHA3H. B KIMHUYHY NPOYYBAHMS (IPH NALIMEHTH OT BCHUKH BB3PACTH, NONYY pi

e THOBpeMeHHO KaHaOuauon B 1o3u ot 10 10 25 mg/kg v Bannpoar, ce ¢cboOiLaRa 3a _
ALT Haj 3 mbTH Ha ropHaTa rpaHyla Ha Hopmata npd 19% ot nauuentute. Tpabs F& ok }-’l"lpﬂ.H{HHBﬂa L]
MOAXOIAIL MOHHTOPHHI Ha HEpHHs Apod, KOrato BajiNpoar ce U3Mno3Ba eJHOBpeMeEH 0 Gﬂpyrﬂ R




AHTHKOHBYJICHBHHM CPEICTBA C MOTeHLMallHa XeMaTOTOKCHYHOCT, BIUTIOUHMTENTHO KaHabNanoa, 1 TpadBa
na ce 00OMHCTH HaMalsiBaHe Ha [103aTa Wi MPEeKpaTsIBaHe Ha JICYCHHETO B CIyYald Ha 3HAUMTEITHK
AHOMAJIMH Ha YepHOAPOOHHTE napaMeTpy (BxkK. Touka 4.4).

ExHOBpeMeHHOTO NPHJICKEHHE HA BAJMPOAT H TOMHPAMAT € CBBLP3AHO ¢ eHNedaIoNaTHA H/H/N
XHnepaMoHHeMus. ITallMEHTHTE JIEKYBaHH € TE3U JBA JICKAPCTBEHHU NMPOAYKTa TpAOBA BHUMATEHO J1a
ce HaOmoJaBar 3a NpU3HALK U CUMITTOMM Ha XHUTEepaMOHHMEMUYHA eHLedaionaTus.

Keemuanun
EnHOBpEMEHHOTO NPWICKEHHUE HA BAJIIPOAT ¢ KBETHAIIMH MOXKE 12 YBEJIHYHA PHCKA OT
HEYTPONEHHUS/TIEBKOIICHHA.

Cpedcmea cvobpiicatju ecmpoceit, KIHOUUMENHO CbObPHCAUU eCMPO2et XOPMORAIHU
Konmpayenmueu

EcTporenute ca HHAYKTOPH Ha u3odopmu Ha UDP-rimokyponosmn tpancepasara (UGT), yuacteauiu B
MOKYPOHHPAHETO HA BAJINPOAT W MOFaT Ja YBEJIMUAT KJIHPBHCA HA BANPOAT, KOETO Aa AOBEAE [0
HaMaJicHa CEpyMHa KOHLICHTpaLl|s Ha BaJMpoaT H Bb3MOXKHO HaMaAlABaHe Ha €(pPMKAaCHOCTTA Ha
Bannpoara (BxK. Touka 4.4). a ce 0OMHUCIH MpOCneAsBaHETO HA CEPYMHUTE HUBA HA BAJITIPOAT.

Ot apyra cTpaHa BaJlpoaT HAMA EH3HM-UHAYLHMpaLl €(PeKT; BCIS/ICTBHUE HAa TORA, BAITNIPOAT HE CHU)KABA
e(eKTHBHOCTTA Ha €CTPONPOreCTATHBHHTE CPEACTBA IIPH KEHH B3EMaLLH XOPMOHAJTHH
KOHTPAaLENTHRH.

Husaram-xowiozupanu aexapemed

EAHOBpeMEHHOTO NMPUACKEHHE HA BAJIMPOAT H MUBAIAT-KOHKOMMPAHH JIEKapeTBa (KaTo LedaAdTopeH
MUBOKCHI, a1e(OBHP AUITHBOKCHII, MMBMEUAIHHAM U NMBAMITHLMIMH) TpAOBa J1a ce u30area nopaau
MNOBHIIIEH PHCK OT H3YEPIIBAHE HA KAPHWUTHH (BK. Touka 4.4 [lalmeHTy ¢ PUCK OT XMIIOKAPHUTUHEMHUS ).
[TaumeHTHTE, NPH KOHMTO HE MOXKE J1a ce H30erHe CbBMECTHOTO NpUIoKeHHe, TpAbBa na 6baar
BHUMATENHO HaO/110AaBaHH 3a MPH3IHALM H CUMITTOMU Ha XHIIOKAPHUTUHEMHA.

Knosanun

EnHoBpeMEHHOTO JieueHHe ¢ BAINpOaT M KJI103aNHH MOXE /1a MOBHUIU PUCKA OT HEYTPOINEHUS U
KJI03aMUH-MHAYUUPaH MHOKApOUT. AKO € He0OX0oMMa ChITBTCTRALLA YNOTPeDA Ha BAIPOAT ¢
K103alKH, € HeOOX0AHMO BHUMATETHO NMPOCNEAgIBaHE H 3a ABETE CHOMUTHA.

4.6 DepruanTeT, OPEMEHHOCT H KbpMeEHe

bpeMeHHOCT N KeHH C J€TEPOoAeH NOTECHIHA

Jlevenue na enwiencus

¢ Bannpoat e npoTuBooKasaH no BpeMe Ha OpeMEHHOCT, OCBEH MPH JIMICA HA MOAXOASUIO
ANITEPHATHBHO JICYEHHE

» Bannpoat € NnpOTUBONOKA3AH IPH AKEHHU C AETCPOAECH NMOTEHIIUANL, OCBEH KOraTo ¢a HU3ITbJIHCHN
ycnoBuaTa Ha [Iporpamara 3a npeanasaHe oT OpeMeHHOCT (BXK. TOUkH 4.3 H 4.4)

HHevenue na OuUnoO/SIpHO pazcmpoucmeo

e Bannpoar € npoTHBONOKa3aH Mo BpeMe Ha OpeMEHHOCT
Bannpoar e npoTHBOMNOKA3aH MpH XKEHHA ¢ NETEPOIEH NIOTEHLHAI, OCBEH KOraTo ¢a U3IIbIIHEHH
ycnosHATa Ha | [porpamara 3a rpeanasBaHe oT OpeMEHHOCT (BAK. TOHKH 4.3 v 4.4)

TepaToreHHOCT U €DEeKTH BLPXY PA3BUTHETO OT in ulero eKCNo3ULMA

PHLH()E’E,’ 68?}[)3&”1! C EKCROIUYUA na ediinpoant RO speMe Ha 6p€.ﬂ€HHULHI




Hann4HuTe JaHHH MOKA3BaT YBENHYEH PHCK OT TEKKH BPOACHHU MaNGOpMalUUH H HAPYLLEHUA Ha
Pa3BUTHETO HA HEPBHATa CUCTEMAa M B ABATA CIy4as — KakTO FIpH MOHOTEparus, Taka H MpH
MOMUTEpaIug ¢ BalpoaT, B CPaBHEHNE C MoMyauua 0e3 eKCro3ULMA Ha Bajnpoar.

[loxaszaHo e, ue BaJIMPOAaT NpeMHHaBa Mpe3 NJalleHTapHaTa Dapyuepa KakTo NpH XKUBOTHHCKH BUIOBE,
Taka M NpM Xopa (B». TOYKa 5.2).

[TpH KHBOTHH: MPH MHLUKH, IUTBXOBE U 3aHLIM ca JOKA3aHH TEPaTOreHHH ¢PeKTH (BXK. ToUKa 3.3).

Bpooernu mangpopmayuu 6 pezyrmam na excrozuyus in utero

MeTaananu3 (BKIIOUBALL PETHCTPH M KOXOPTHH NMPOYUYBAHMA) MOKA3Ba, ue Okoio 1 1% ot geuara Ha
KEHH C e[UNIETNICHA, EKCIOHHPAHK Ha MOHOTEPAIHA ¢ BaJINpoar 1o BpeMe Ha SpeMeHHOCTTa UMarT
TEXKKH BpoaeHH Mandopmaliui. Toea € mopeue OT pPUCKa 3a TEXKHU MandopMaLvu B od1uarta
nomynaus (okoso 2-3%). PUCKBT 3a Texxkd BpoaeHH MandopMaLvMu NpH Aela ciel in utero
€KCIMO3MLMA Ha aHTHEMTHIENTHYHa JIEKAPCTBEHA MOUTEPAIYS, BKIFOYBALIA BATINPOAT, € MO-BHCOK OT
TO3H Ha aHTHEMWIENITHYHA JIEKAPCTBEHA Teparius, KOATO HE BKJIKOYBA Baanpoar. PUCKDLT €
I0303aBHCHM IMPU MOHOTEPAIHS C BAITIPOAT, KAaTO HAIMYHHATE JaHHH MOKa3BaT, Y€ € J0303aBHCHM H
MpHy MoJUTepanua ¢ BaJnpoar. Bepeku ToBa, rparosarta 03a, NMoA KOATO HE CHLUECTBYBA PUCK, HE
MOXKE Ja ce Onpeaesin.

HanuuHuTe JaHHM MTOKA3BAT HAPACTBAHE HA CJIYMAMTE Ha MAJIKH M TEXKH malidopmaunu. Haii-
YECTHUTE ClIyyad Ha MapOPMALIMY BKAKOYBAT AedeKTH HAa HEBpaiHaTa TpbOa, AMLEB AUCMOPPHIBM,
3aellKka YCTHA M BbJ14a NacT, KpaHUOCTEHO3a, ChPIAEeYHH, OBOPEUHH U YPOTEHUTATHN TEPEKTH, H
AedeKTH Ha KpaHHULHUTE (BKJIIOYHTENIHO ABYCTpaHHa arvla3us Ha jb4eBaTa KOCT), U MHOXECTBO
AHOMAJIMHM HA pa3jiMuYHU CUCTEMH B YOBELLKHUA OPraHUu3bM,

Ekcrio3uumaTa in ufero Ha BaNINpoOaT MOXKE Aa JOBEAE A0 YBPEKAAHE Ha CNyXa WM MyXoTa Hopaiu
MandopMaluy Ha YIIWTE /KWK Hoca (BTOPHYEH edeKT) H/HAN AUPEKTEH TOKCHYEH €PEeKT BBPXY
cIyxOoBuA anapar. Ciy4adTe ONMCBAT KAKTO €IHOCTPAHHA, TaKa H ABYCTPaHHA IIYXOTA MU
yBpexJaHe Ha ciyxa. He 3a BcuukH cliyuan ca cbobieHH pesynaratu. Koraro ca cbobuieHu
PE3y/ITaTH, B NO-TOMAMAaTa YacT OT CydauTe He ce Habmoaara Bb3CTAHOBABAHE.

Excno3uuua in utero Ha Bainpoar MoOXe Aa A0Beje A0 O4HH MaT(OpMaLHMH { BKITIIOYHTENIHO KOJ000Ma,
MHKpPOQTATIMHUS), KOUTO ce ChODIIIaBaT BBEB Bpb3Ka ¢ APYrd BpoaeHu MaigopMauuu. Te3u oyHu
MaiopMauMy MOraT a 3acerHaT 3peHHETO.

Hapyiuernus 8 pazeumuemo na HeperHama cucmeMa 6 pe3yamam Ha eKCne3uyus in utero
JIaHHM MOKAa3BaT, Y€ SKCMO3ULIMS Ha BANNIPOAT M ufero MoxKe /1a UMa HebnaronpuaTHH ePEKTH BBPXY
MCUXHUECKOTO U PUIHUECKOTO Pa3BUTHE Ha [€LaTa, H3JI0KEHH Ha TAKABa €KCIIO3ULMA. PHCKBT OT
HapyHI€HHA B Pa3BUTHETO HA HEPBHATA CUCTEMA ( BKIIIOUMTEIHO ayTH3IBM) M3ITIEK/1a € N0303aBUCHM,
KOraTo BaJMmpoaT € W3N03Ba KaTo MOHOTepanuia. Bbrpeku ToBa, nparopara 103a, oA KOATO PUCKBT
HE CBHIIECTBYBA, HE MOXE 14 C€ YCTAHOBH Bb3 OCHOBA Ha HAJIMMHMUTE JaHHH. Korato Bannpoar ce
M3M0JI3Ba KATO MOJUTEPANdA ¢ APpYrd aHTHENWISNTHYHH JICKAPCTBEHU MPOAYKTH, PUHCKBT OT
HAPYLIEHHUA B Pa3BMTHETO HA HEPBHATA CUCTEMA B NOKONEHHETO CHLO 3HAYHTEIHO CE YBEJIMYABRA B
CpaBHEHHE ¢ TO3U MPH Aela OT 0bIaTa Nonynaunua Wiki pOAEHHU OT HENEKYBAHH MAMKH C EMHIENICHS.
TOYHUAT PUCKOB FreCTALIMOHEH MEPHO/ 3a T€3H e(PEeKTH € HECHIYPEH H Bb3MOKHOCTTA 3a PUCK MO
BpeMe Ha LasiaTa OpEMEHHOCT HE MOXKE [1a C€ M3KIIOYH.
Korarto Bainpoat ce npusiara KAT0O MOHOTEpPANuA, NPOY4BaHHA NPH Jela B PEIYYHIIHIIHA Bb3pacT,
H3I0KEHH Ha eKCNO3ULIMA Ha BAIIIPOAT in uferc 1o BpeMe Ha OpeMEHHOCT Nnokaseart, 4y¢ B 10 30-40%
OT cAy4yauTe ce HabnraaBa 3a0aBaHE B TAXHOTO PAHHO pa3BUTHE KATO: TOBOP, MO-KBCHO MPOXO0KIaHe,
MO-HUCKHU KWHTEJIEKTYATHH CMIOCOOHOCTH, JIOWH €3MKOBH YMEHHA (FOBOPEHE M pa3OHUpane) U npodiaemu
C [AMETTAa. o T
KoebnuveHnT 3a HHTENMHTEHTHOCT (1(Q), oueHeH npy fieua Ha 6 roAMHH C AaHAMHE3a 3a eRE] | Ha'
BAJINIPOAT in Htero, € CpeaHo 7-10 nyHKTa Mo-HUCHK OT TO3U NPH Jeua, KOMTO ¢a U3 | Yy
AHTHETWIENTHYHK NPOAYKTH. MMa I0Ka3aTe/ICTBA MPH A€La ¢ EKCTIO3HIINA Ha BANNFPaT: qu HCKBT OT t
HApYIUABAHE HA UHTENIEKTa MOXKe Na Obe HE3aBUCHM OT KOe(MUHEHT Ha uHTenureHFHOCT (IQ) Ha -
MaHKaTa, BBIPEKH Ue poJSTa Ha CMyllaBalliTe PaKTOpH He MOXKe Ja ¢€ H3KITIoUH nﬁ)q"jtggqa; Tl
\\ e

')

T e i



JlaHHHTE 110 OTHOLIEHHE Ha ABATOCPOUHMSA H3X0A Ca OrPaHHYECHH.

HanuuauTe gaHHH OT NOMYNaLHOHHO 0Aa3MpaHO U3MUTBAHE MOKA3BAT, Y€ ACLATa C eKCIIO3HLMS Ha
BAJIIPOAT M utero ¢a ¢ MOBULIEH PHCK OT pascTpOHCTBA B Ay THCTHUHHA CEKTHP (MPUOIU3UTETHO
3 MbTH) U AETCKHM ayTU3IBM (OKONO 5 METH) B CpaBHEHHUE C MOMYMALHATA Ha Te3H Oe3 eKCNOo3HLHA B
MPOYYBAaHETO.

Hanuuuure JaHHHM OT APYro NOMyJallMOHHO 0a3MpaHO M3MHUTBAHE MOKA3BAT, Y€ ACLIATa U3JIOKEHH Ha
eKCIIO3HLMS Ha BAIMPOAT in ulero ca ¢ MOBKHIIEH PUCK OT pa3BHTHE HAa CHMIITOMH KaTO Ae(PHULMT Ha
BHUMAHUETO/XUIIEPAaKTUBHO pa3cTpoicTBO (attention deficit’/hyperactivity disorder, ADHD)
(npuOAH3HTENHO 1,5 METH) B CPABHEHHE C MOMYJIALIMATA HA TE€3W 0€3 €KCITO3HULIMSA B MMPOYYBAHETO.

Jleya om scencku non, 0e8oUKHU U JICEHU C Oemepoden NOMeHYuan (6xc. no-zope u mouxka 4.4)
CpeAcTBa cbABPXKALMA €CTPOr€H, BKIIIOYUTEHO ChAbPKALUHY €CTPOreH XOPMOHAIHH KOHTPALETI THBH
MOraT fa yBeJdu4aT KIMPBHCA Ha BAJINPOAT, KOeTo OM MO0 Ja AOBeAE A0 HAMAJIABAHE Ha CEpYMHATa
KOHLIEHTpALUg Ha BANNPOaT H Bh3MOKHO HaMaIsiBaHE HA €(DEKTUBHOCTTA Ha BaNmpoar (BxX. ToukH 4.4

H4.5)

Ako dxxcenama nnanupa Gpemenrnocm

3a nokazaHHeTO eNMWIENCHA, ako eHaTa IL1aHupa ja 3abpeMeHee, TepanusaTa ¢ Baanpoat TpadBa aa ce
MpeoleHH OT CMELHATINCT C OMMT B JIEMEHWETO Ha EMWIENCHA U Ja ce OOMMCIAT alTepHATHBHH
BBE3IMOXKHOCTH 3a JiedeHue. TpsadBa fa ce nomoXKaT BCHUKH YCWIHA, 3a Ja C€ NMPEMHHE Ha MoaAxoasiuo
ANTEPHATHBHO JIEHEHHUE MPEeaH 3aUeBaAHETO M MPENU MPEKpaTABaHe Ha KOHTpauenuusara (Bx. Touka 4.4).
AKO CMfAHaTa Ha JICYCHHETO HE € BB3MOXKHA, KeHaTa TpA0Ba Aa MNOIYYM AOITLAHHTE/IHA KOHCYJITALMSA
OTHOCHO PHUCKOBETE C BAIMNPOAT 3a HEPOAECHOTO AETE B MOAKPENna Ha UH(POPMHUPAHOTO H B3eMaHe Ha
peLlIEHHE OTHOCHO CEMEHHOTO TUTaHHpaHE.

3a rnokaszaHueTo OUMONAPHO Pa3CTPOHCTBO, aKO EHATA IUIaHUpa Ja 3adpeMmeHee, TpabBa na ce nposene
KOHCYNTALMA CbC CIHEUHAIIMCT C ONHUT B JICYEHHETO HA OHMIIONAPHO pa3CTPOMCTBO U JIEYEHHETO C
Ba/mpoar TpaOBa Aa ce MpeyCTAaHOBU, H ako € HeoOXxoaumo, TpadBa Na ce NMpeMHHE Ha anTePHATHBHO
neyeHHe Mpeay 3aYEBAHETO M MPEeAM NpEKpaTABaHe Ha KOHTpaLlenuusra.

bpemennu sicenu

Bannpoat kato neycHue 3a OUNMOAPHO pa3CTPOHCTRO € NMPOTUBOINOKA3aH 3a yNoTpeda Nno BpeMe Ha
OpeMmenHocT. Bannpoat, KaTo neueHHe 3a eMUIENCHA € MPOTUBOTIOKa3aH NPU OPEMEHHOCT, OCBEH KOTaTo
HAMA MOAXOJAILO AITEPHATUBHO JieUeHHE (BXK. TOUKHU 4.3 U 4.4).

AKO KeHa, KOATO C€ JICKYBa ¢ Barpoar, 3abpemeHee, Ta TpaOBa He3aDaBHO Aa C€ HACOYH KbM
CHEUMANHCT, 32 1a ¢€ OOCHAAT ANTEPHATHBHH Bb3MOXKHOCTH 3a nevenue. [lo Bpeme Ha OpemeHHOCT,
TOHHYHO-KNOHHYHHMTE IbPHOBE MPH MakKaTa W €NWIeNnTHYeH CTATYC ¢ XMIMOKCHA MOraT Ja HOCAT
OIIpeaesieH PUCK OT CMBLPT 3a MadikaTa U TU1oJa.

AKO, BBITPEKH M3BECTHHTE PUCKOBE C BAJIMPOAT NPH OPEMEHHOCT H Cliel BHUMATEJIHO OOMUCIISHE Ha
ANITCPHATHBHO NIeUeHKe, NMPH H3KIIOUHTENTHH 00CTOATENICTBA OpeMeHHaTa »eHa Tpg0Ba Ja Mnonyyasa
BAJINPOAT 3a ENHIENCHs, MPEeNopbhUBa ce Ja:

® Ce W3M0/3Ba Hal-HUCKaTa €(PEKTUBHA /1034 U [1a C€ pa3ens AHEBHATA 403a BAJIINpOoAaT Ha
HAKOJIKO MAJTIKK 1034, KOUTO TPAOBa Ja ce MPHEMAT Ape3 Leus aeH. Y norpebara Ha
JaekapcTeeHa opma ¢ yABKEHO OCBOOONKIaBAHE MOKE 1A € 3a NMPEANOYUTaHE fpel IpyTH
nAekapcTBeHHM (GOpMH, 3a 1a c€ u3berHaT BUCOKH MaKCHMATHH IUIa3MEHU KOHLEHTPALMH { BK.
To4yka 4.2).
BCHUKH NAaLMEHTKH ¢ €KCMO3ULMA HA BAINPOAT 110 BpeMe Ha OpeMEHHOCT U TEXHUTE NapTHLOpU Tpadaa
na ObJAT HACOUYEHH KBM CMEUHATUCT € ONUT B TEPATOJONHATA 3a OLICHKA H KOHCYJITUHPAHE OTHOCHO
eKCrioHHpanata OpeMeHHOCT. Tpa0dBa fa ce U3BBbpLIBaA CIELIMATU3HPAH TIPEHATAIEH MOHUTOPHHT 32
OTKPHBaHE Ha Bb3MOKHA MOABA Ha JeEeKTH HA HEBPATHATa TPb0a WiH APYTrH MaIQOPMALIHH.
[TpremaneTo Ha nodarky ¢ GonueBa KHceNHHa Npell OPEMEHHOCTTa MOXKE /la HAMallu PACKA @T - i~
nedexTH Ha HeBpaJiHaTa Tpb0a, KOMTO MOTaT Aa ce NOABAT NPH BCAKa OpeMeHHOCT. Hanpe HHWMHHH
obaue, He fipeaAnoarar, 4e GoaueBaTa KHCe/HHa NPpEeAoTBpaTABa NosBara Ha BpOACH |
MaTihopMaLMK NMOpaau €KCHO3HLMA HAa BaJINpoar.

Puck 3a Hogopooenomo




- MHoro pagko ca A0KIajBaHH ClTy4al Ha XeMOparHyeH CHHAPOM MPU HOBOPOJAEHH, YHHTO MAaKMKH
ca TIpUeMalli BaJMNPOAT MO BpeMe Ha OpeMeHHOCT. To3H XeMoparuieH CHHIPOM € CBBp3aH ¢
TpoMOOLIMTONEHHS, XHIIOGUOPHHOTCHEMUS W/ WK A0 HAMANIABAHE HA Apyrd GaKTOpU Ha
KpbBOChCHpBaHeTo. AGuOpruHOreHeMus € IOK/I1aABaHa ChIUIO M MOXeE Aa Obae ¢ (aTalleH U3XOA.
To3u xemoparuueH cHHAPOM, obaue, TpsadBa Aa ce pa3rpaHU4Hd OT HAMAIABAHETO Ha BUTAMHH K-
3aBUCHMUTE (PaKTOPH, HHIYLHUPaHHU OT (peHoOapOHUTan U €H3UMHH HHAYKTOPpU. Cle10BaTeHO,
Opos Ha TpOMOOLUTUTE, HUBOTO HA (PpUOpPHUHOrEeHa B I1a3Marta, Koary/lalMoHHH TECTOBE H
¢akTOpH Ha KPHBOCECHPBAHETO TPAOBaA a ce M3C/IEABAT [IPH HOBOPOIEHH.

- Cnyyad Ha XMIIOTJIMKeMHs ¢a OWIU AOKIaABaAHH MPU HOBOPOAECHH, YHHTO MAHKH Ca NpUEeMaly
BAJNPOAT IO BpEMEe Ha TPETHA TPUMECTHP OT OPeMEHHOCTTA.

- Ciyyad Ha XMOOTUPEOUAW3bM ca OWIHM JOKIAZIBaHHW MPH HOBOPOIEHH, YHHTO MAKKH ca
NpUeMaly BaJINpOaT No BpeMe Ha OpeMEHHOCTTA.

- CvHIpOM Ha OTHEMAHETO (KaTo, ¥ B YaCTHOCT Bb30y/4a, pa3ApasHUTENTHOCT, CBPbXBB30OYAUMOCT,
HEPBHOCT, XUINEPKUHE3USA, HAPYLICH TOHYC, TPEMOP, KOHBYJICHH M HapYyLUEHHAA HA XPAHEHETO) MOXKE
Ja ce MOSBH MPH HOBOPOJEHHU, YHHTO MaHKH ca NpUeMany BAINPOAT NO BpeMeE Ha MOCTEAHNA
TPUMECTBP OT OpeMEHHOCTTA.

Mubaxe H MOTEHUHAJEH PHCK OT PA3CTPOiCTBA HA HEBPOJOTHYHOTO PA3BHTHE NMPH Nelia YHHTO
Oa1H ca JeKYBAHH ¢ BAJINPOAT npe3 3-Te Mecela NpeaH 3a4€BaHeTo.

PetpocniekTuBHO 0OCEpPBAalIMOHHO NMPOYYBaHE B 3 CKAHAWHABCKHU JbPXKABH MOKA3Ba MMOBUILEH PUCK OT
pa3CTPONCTBA HAa HEBPOMROrHYHOTO passuTHe (neurodevelopmental disorders, NDD) npu aena (ot 0 1o
1 |-roauiuHa Bb3pacT), HHHUTO Dally ca IeKyBaHH ¢ BANNPOAT KaTO MOHOTEpanusa npe3 3-Te Mecela
[peay 3a4eBaHeTo, B CPaBHEHHE ¢ IellaTa, YUUTO OAlUU Ca JIEKYBAHH C JJAMOTPHUAKHH UITH
neBeTHpaUeTaM KaTo MOHOTepanus, ¢ 0000IIEHO KOPUTHPAaHO CROTHOLIEHHE Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). KopurdpadHHat kymyaaTueeH pyuck oT NDD Bapupa mexay 4,0 % v 5,6 % B
rpynara Ha Bajinpoart cnipsaMo Mexay 2,3 % u 3,2 % B komOHMHHpaHaTa rpyna Ha
namMoOTpHKKWH/NIeBeTHpaueTam. [IpoyuBaHeTo He e A0CTaThYHO MamabHO, 3a Ja ce U3CIIeBa BPb3KaTa
cbe cneurduudH noarunoBe NDD, a orpaHHueHHATA HA MPOYYBAHETO BKJIKOYBAT MOTEHLHMAIIHO
,,3aMBIJIEBaHE™, CBbP3aHO C MOKA3aHHETO U PA3JIMKH BB BPEMETO HA NPOCCAABaHE MEXAY I'PYIIHTE C
exkcrnosduua. CpeaHOTO BpeMe Ha Mpoc/ieAsiBaHe Ha AeLaTa B Ipynara ¢ Banpoar Bapupa mexay 5,0 u
9,2 rogMHH B cpaBHeHHe ¢ 4,8 1 6,6 roAMHM 3a AeUaTa B rpynara ¢ JaMOTPHKHH/JIEBETHPALIETAM.
KaTto usno e BpamoxkeH ropuiueH puck or NDD nipu neua Ha 6awum, neKyBaHM ¢ BJIIPOAT npes 3-1e
Mecella Mpeay 3a4eBaHeTO, HO MPUYHHHO-CREACTBEHATA Bpb3ka ¢ ynoTpebara Ha BaINpoaT HeE €
noTebpaecHa. OCBEH TOBA B MPOYYBAHETO HE € oueHeH pUCKLT oT NDD npu aeua, yuuto Oawum ca
CIpENH NPHEMA Ha BANINPOAT NoBeUe OT 3 Mecela NpeaH 3a4eBaHeTo (T.€. € Bb3MOKHA HOBA
cnepMmaroreHe3a 0e3 eKkCno3WLMs Ha BaJIIIpoar).

KaTo rnpeanasHa Mapka, npeANMcBalIUTE Jickapy TpsadBa 1a HHPOPMUPAT NAUMEHTHTE MBIKE 32 TO3H
MOTEHLHANICH PHCK U Aa 00CHAAT HEOOXOIHMOCTTA OT e(}eKTHBHA KOHTPaLeNUMs, BKAKYHTENHO 32
MapTHLOpPKATa, A0KATO M3IICA3BAT BAINPOAT U IOHE 3 MeceLa cliel MPEeKpaTsBaHe Ha JIEHEHUETO (BXK.
Touka 4.4). [TauMeHTUTe OT MBXKKH [0S HEe TpAOBa Ja JapsaBart CepMa 110 BpEME Ha JISUEHUETO U B
NPOABLIHKEHHUE Ha TIOHE 3 Mecela cliel [peKpaTABaHe Ha JIEYEHUETO.

[TaueHTHTE MBXKE, JIEKYBAHH ¢ BANMNPOAT, TpsiOBa peIOBHO /1a CE fperekaaT OT NEKYBALLUA TH
JaeKap, 3a Ja ¢€ NpeLeH JaTH BAIMPOAaThT € HAl-MOAXOAIOTO JIeYeHHe 3a TAX. 3a MaLMEHTH OT
MBXKKH T10J1, KOUTO IIJIAHUPAT /1A 3a4eHar JeTe, TpAOBA a c€ OOMUC/IAT K Ja ce oOCBHAAT ¢ TIX
NOAXOAALLH &ITEPHATHBU HA NeUeHUETO. BLB BCEKH OTAE/EeH cny4ail TpsOBa 1a ce npeLeHaT
WHAWBUAYaHHTE obcToATencTRa. [Ipenopbusa ce npyu HeOOXOAUMOCT /14 CE MOTHPCH CHBET OT
CRELHANKMCT ¢ ONUT B ICYEHUETO Ha MUICTNICHA MK OMIONAPHO pa3CTPOHCTRO.

KupMene )
EkcKkpeuuaTa Ha BaJipoaT B KbPMATA € HHCKA, ¢ KOHUEeHTpauus mexay 1% a0 10% or ¢ XMWQ wﬁ\

Ha MalikaTa. Bb3 OCHOBA Ha nUTEpaTypHHS M KIMHAYEH ONUT, KbpMeHETO TpadBa aa
KaTO ¢€ B3€Me Nno/1 BHHMaHWe npoduna Ha 6e3zonacHocT Ha denakun 500 mg, ocode
X€MaTONOTMUHHTE HapyLUeHHs (BxK. Touka 4.8 HexxenaHH ieKapCTBEHHU PEaKLIUK).




Tpabpa na ce BzeMe pellieHHEe OTHOCHO CNHpaHe HAa KbPMEHETO WIH NPEYyCTaHOBSBaHE/OrpaHUUECHHE
Ha JieueHHeTo ¢ JenakuH 500 mg, KaTto ce UMAT MPEABHA MON3HTE OT KbPMEHETO 34 AETETO W MONI3aTa
OT JJeueHUETO 3a MaHKaTa.

DepTHIANTET
HMma cphoOlieHns 3a aMeHoped, NMOJHKHCTO3HHY SHYHMLM U YBEJIHYEHH HMBA HA TECTOCTEPOHA 1ipH

KEHHM, TpUEMAIIH Banpoar (BK. Touka 4.8). [lpinaraHeTo Ha BaIMpoaT MOXKe ChIIO /1a HApyIUIH
deprunurTeTa rpu Muxke (Bx. Touka 4.8). HapyuieHuara Ha epTHIMTETA B HAKOHU CITy4du ca
o6paTHMH Hali-MaJIKO 3 Mecela ciiel IpeyCTaHOBSBaHe Ha neueHueTo. OrpaHuyeH Opoil A0K/1aaBaHu
cJydau Ipearnosiarar, Y€ 3HaUMTEIHO HaMansgBaHe Ha [103aTa MOXKe 1a NoJoopu pepTHIHTETA.
Burpek# ToBa, B APYTM CNy4Yad, HAMa JaHHH 32 OOpaTUMOCT Ha O€3MIOAHETO NPH MBXKE.

4.7 EdexkTn BbpPXY CHOCOOHOCTTA 32 INodHpaHe H padoTa ¢ MALUHHH

[TauueHTHTE TpaOBa na OBAAT NpeXyYNpeieHH 32 PHCKA OT CHHIHBOCT, 0COOEHO B Cly4YaH Ha
NPOTUBOIEPYOBA MOJIMTEPAITHS UM B KOMOWHaLKs ¢ OeH30aMa3envHy (Bx. Touka 4.5 [pyru
B3aUMOJACHCTBUA ).

4.8 HexenaHn 1eKapcTBeHU PeaAKUHH

H3nonzeana e cnegHata CIOMS knacHdHKauMs 3a 4ECTOTA HA HEXKEJTAHUTE JIEKAPCTBEHH PEaKLH:
MHoro dectH (1%); yect (=1% u <10%); Heuectu (0,1 u <1%); peaxu (=0,01 u <0,1%); MHOTO
penku (<0,01%), ¢ Hem3BecTHa YecTOTA (OT HAJTHUHUTE JAHHYU HE MOKe 1a ObIe HarpaBeHa OLIEHKA).

Bpooenu, hamunnu u cenemunnu napyuenus (esc. mouxa 4.6. bpemennocm u kepmene)
BponeHu MandopMalMA W HAPYLUEHUA B Pa3BHTHETO (BX. TOUKK 4.4 H 4.6).

Hapyuenus na xpvenama u aumepnama cucmema

YecTH: aHeMus, TpoMOouUTONEHUS (BXK. TOUKa 4.4)

HedecTu: naHLMTONEHUS, IEBKOMEHHS

Penky: He2oCTaThYHOCT Ha KOCTHUA MO3BK, BKIKOUHTENIHO YACTA AIUIAa3KWA HA YePBEHHA PeL,
arpaHyJIOLUTO3a, MAKPOLIMTHA aHEMUS, MAKPOLMTO34

Hzcneosanun

Peaku: NOHMXKEHH HHBA HA KOAryJalHOHHUTE (hakTopH ([IOHE Ha €AHH OT TAX), OTKJIOHEHUA B
Koary/JIallIMOHHUTE TeCTOBe (HalpHMep YABJIKEHO MPOTPOMOMHOBO BpeMe, YABJIKEHO aKTHBHPAHO
napudaiHo TpoMOONIAaCTHHOBO BpeMe; YABIIKEHO TPOMOUHOBO Bpeme; yBenuueH INR) (Bxk.
TOUYKH 4.4 ¥ 4.6), HEAOCTHT Ha OMOTHH/OHOTHHHU1a3a

C HeHn3BeCTHA Ye€CTOTA: NMPUAOOUTA aHOoMaTus Ha Pelger-Huet™

*Crpobiapa ce 3a npraodbura aHomanuda Ha Pelger-Huet 8 ciiyuau cwe 1 De3 MuenoaucrnacTuyeH
CHHAPOM.

Hapywenis na nepsnama cucmema

MHoOro 4ectu: TpemMop

UecTH: ekcTpanvpaMHAHH HAPYLUIEHHS, CTYTIOP*, COMHONEHTHOCT, KOHBYJICHH™, HApPYLLICHUS B
MaMeTTa; r1aBpo0oaue; HUCTarbM; HAKOMKO MUHYTH CNeA HHTPABEHO3HA HHKEKUWS MOXKE 1a HaCThIH
3aMaliBaHe (1pKY HHTPABEHO3HO MPUIOKEHHUE, 3aMASHOCT, MOXKE ia C€ NOTYYH 332 HAKOINKO MUHYTH U
O0OHKHOBEHO H34€3Ba CNOHTAHHO Clel HAKOJIKO MHHYTH)

Heuectu: koma*, eHuedanonarus™®, neraprus*, o6paruM NapKUHCOHU3IbBM, ATAKCHSA, TAPECTE3UA
HeuecTy: yTeKHEHU KOHBYJICHM (BXK. TOUKa 4.4)

Penku: obpatuMa aeMeHUHA CBbp3aHa ¢ oOpaTiMa LepebpanHa aTpodus, KOTHUTHBHH Ha ymeﬂuﬂ
*CTynop u sieTaprus, BOACUIM NMOHAKOTA J0 NpeXoaHa koMa/eHuedanonatus; Te ca O
CaAMOCTOATE/IHH WIH CBBP3aHH ¢ MOBHUIIIABAHE YECTOTATA HA MBPUYOBETE B XOAa HA T af&l}a:l’a,.,n ‘
HaMalABaT [IPU CliMpaHe HA ICUEHUETO WK NOHHKAaBaHE Ha A03aTa. 1 e3u cayyau HSH/KB&I Haﬁ- -
YeCcTO MpHU KOMOMHUpaHa Tepanus (No-cneUaiHo ¢ peHodapOUTal UK TONHpaM

BHE3aMHO YBEIMUYABAHE HA JO3MTE Ha BaJINpoar.




Hapywenua na ouume
PeaKy: AMTUIONHA

Hapywenua na yxomo u rabupunma
YectH: rmyxota

Pecnupamopnu, 2pvOHU U MEOUACMUNAIHY HADYULEH U
HeuecTn: nneppaneH H3NUB (€03UHOPUIIEH)

Cmomawno-upegnu Hapyuwieus

MHoro yecTH: ragene®

YecTu: NOBpbillaHe, BH3NAJICHHUA Ha BEHIIUTE (OCHOBHO XUIIEpILIa3vs HA BEHUMTE), CTOMATUT, DONKa B
rOpHara 4acT Ha KOpeMa, JUapHsa 4eCTO BH3HUKBAT MPH HAKOHW MALHEHTH B HAUANNOTO Ha JICYEHHETO,
HO OOMKHOBEHO H34€3BaT clie HAKOJIKO JHH 0e3 NpeKpaTABaHe Ha JICHECHHUETO

*Habnmoaapa ¢ ChLIO HAKOMKO MUHYTH CJle HHTPABEHO3HO HHIKEKTHUPAHE ChC CMOHTAHHO 3aTHXBAHE
B PAMKUTE Ha HAKOJIKO MUHYTH

HeuyecTy: naHkpeaTuT, NOHAKOra ¢ dhatane u3xoa (Bx. Touxa 4.4)

Hapywenusa na 6vbpeyume u nuxounume nomuiyd

YecTH: ypHHapHa HHKOHTHHEHLIMS

Heuectu: 6p0peuHa HEAOCTATBYHOCT

Penku: eHypesa, TyOyNOHHTEpPCTHLIHANIEH HePPHT, 00paTHM CHHAPOM Ha Fanconi, HO MEXaHHU3MBT Ha
OEHCTBHE OLUE HE € ACEH

Hapywenust na xoocama u nOOKoCHama myvKam

YecTH: CBPBXUYBCTBHTENHOCT, MPEXOIHA H/HMIIH A0303aBHCHMA aNoONEeUHA, HAPYILEHUA HA HOKTHTE H
HOKBbTHOTO JIErJ10

Heuectn: aHruoeaeM, oOpHB, HapyLIEHHA Ha KOChMa (KaTo HeoOWUaliHa CTPYKTYpa Ha KOCHMa,
MPOMEHH B [IB€TA HA KOCHMA, HeoOMUaeH pacTex Ha Kocarta)

Peaku: TOKCHUHA eNMUAEpMaTHa HEKPOJIU3a, CHHAPOM Ha Stevens-Johnson, epurema Myntudopme,
CHHAPOM Ha JIeKapCcTBEH OOpHB ¢ e03uHOPpuIng U cucteMHH cumnroMy (DRESS)

( HeM3BECTHA YECTOTA: XUMEPIUIMEeHTaLUMs

Hapyuienuﬂ Ha MYCKYJAHO-CKeJlemudmd cucmema u CHEOUHUMETHAMA MBKAH

HeuecTH: HamMa/ieHa KOCTHA MUHEPATHA TUTBTHOCT, OCTEOIIEHH, OCTECNOPpo3a U GpakTypH NpH
NaLUHEHTH Ha NPOALDKUTENHA Tepanys ¢ Jerakun 500 mg. MexauusmeT, mo koito Jdenakud 500 mg
MOBIHABA KOCTHHA METAbONHU3BLM, HE € YCTaHOBEH

Penku: cucTeMeH aymyc epureMaTo3yc (BXK, Touka 4.4), pabzoMuonusa (8:x. Touka 4.4)

Hapyuwenua na enooxpunnama cucmemda

HeuecTH: cunapoM Ha HapyleHa cexkpeuus Ha AJIX (SIADH), xunepaHaporeHU3bM (XHP3YTH3IBM,
BHPHJIM3bM, AKHE, MBKKH TUI AJIONELHUA W/ WIIH YBETUYEH aHAPOreH)

Penku: XHIIOTHPEOHOU3IBM (BX. TOUKA 4.6)

Hapywenus na memaboauzma u xpanenemo

YecTu: XUNOHATPUEMHSA, YREIUUCHO TErI0™

* TToBUILIEHOTO TeIECHO TErN0 TpAOBa Aa Obae BHUMATENHO MPOCNEAABAHO, Thil KaTo € hakTop 34
MOJUKUCTO3EH OBApPHAalICH CHHAPOM (BX. TOUKA 4.6)

Peaku: xunepaMOHHEMHA™® (BXK. TOUKA 4.4), 3aT/IBCTABAHE

* BE3MOXKHO € J]a HACTBIIAT C/IyYaH Ha H30JIHpaHa HIH yMEpPEHa XHIIepaMOHHEMHUs Oe3 poMsAHa B
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4.3 Mapyfienmin.

c/lyyaH € HeOOXOAUMO A2 c€ OOMHUCIAT AOMBJIHUATEIHH U3CIEABAHHUA (BXK. TOUKH 4.3
B YPEMHUA LIUKBJ H PUCK OT XHIiepaMoHeMus | [1anHeHTH ¢ PUCK OT XHIIOKAPHHUTH
C HEeH3BECTHA YECTOTA: XHITOKAPHUTUHEMUS (BXK. TOUKHU 4.3 K 4.4)
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Heonnasmu - 0obpoxauecmgeHu, 310KQUeCMBeR U U HEORPEOEAEHU (GIIIIOUYUMETIHO KUCU U ROAURY)
Penku: MHENOIUCTUIACTHYEH CHHAPOM

Cwvoosu napyuienus
YecTH: XeMoparus (Bx. ToUkH 4.4 n 4.6)

HeuecTu: BacKynuT

Obwu napyuenus u epexmu Ha MACMOMO HA RPWIOJCEHUE
HeyecTH: XMNOTepMUA, HETEKBK NNEpUPEPEH €1eM

Xenamobwiuapru HaApYIUeHus
Yectu: uepHOApoOHH yBpexaaHus (BXK. ToUuKa 4.4)

Hapywernus na 8v3npouzeodumennama cucmema u 2yspoama

YecTH: aucMmeHopes

HeuecTu: ameHopes

Penku: 6e3mnonue npu Mbxke (BK. TOYKa 4.6), MOAUKUCTO3ZHH SHYHULM

Hewuxuunu napyruenun

YecTH: cb¢TOIHHE Ha 00BPKAHOCT, XATIOLIMHALMH, arpechHd *, axxuTaums™®, HapyUIeHO BHUMaHHe™
Peaku: aOHOpPMHO TOBeIeHHE ™, ICHXOMOTOPHA XMIIEPAKTUBHOCT®, HapyllIeHa cnocoOHOCT 3a
o0yueHne™

*Te3u HexeNlaHH JIEKAPCTBECHU peakiLMU ¢a Ha0noaaBaHH OCHOBHO NPH [1€AHaTPUYHATA MOy 1AM

Brusnue ebpxy 1a60opamopHu tt OUAHOCIMUNHU U3CAE08AHUA

THi KaTO BANMpoAT ¢€ OTAECAS OCHOBHO npe3 OBOpenuTe, 4aCcTUUHO MO (HOPMATA HA KETOHHHU TENa,
Pe3yNATATHT OT HAMIPABEHHS TECT 3a OTACICHUTE KETOHHM TeJIa MOXKE Aa € MOABEKAALL [1PY MALUEHTH C
avader.

[leaaTpryHa norynauus

[lpoduneT Ha De30naCHOCT HA BANNPOAT B NEAXATPUYHATA MNOMYNALIMA € CPaBHHUM € TO3H fpH
Bb3PAcTHH, HO HAKOH HEKEITaHH PeaKLiHM ca NO-TEKKH WX C€ HAOII0AAaBAT [NIABHO B [eHATPUYHATA
nomynauua. CbLIECTBYBA OCOOEH PHCK OT TEXKKO YSPHOAPOOHO YBpEXKAaHe TIPH KbpMaueTa ¥ MaJjIku
geua, ocobeHo Ha Bb3pacT nod 3 roduHu. MankuTe Aeua CbhlIO ¢a H3N0KEHU HA OCODEH PUCK OT
MaHKpeaTUT. Te3d pUCKOBE HAMAJISIBAT ¢ YBE/IMYABAHE Ha BB3pacTra (BXK. Touka 4.4). [ IcHxUuHn
pa3CTPOMCTBA KaTO arpecus, Bb30yJa, HapyllieHHe Ha BHUMAHUETO, HEECTECTBEHO TOBEECHUE,
MCUXOMOTOPHa XUIEPAKTHBHOCT H HapyLUEHa CcNOCOOHOCT 3a 00yueHHe ce HaDIAaBAT [JIaBHO NIPH
neauaTpHYHaTa NomyJlauus.

Crof11aBaHEe HA HEXKETAHH peakuHM

Cpo0IapaHETO Ha MOAO3UPAHH HEXKETAHW peakliii ciel pa3peliaBane 3a ynoTpeda Ha JlekapcTBEHHUS
MpOAYKT € BaKHO. TOBa MO3B0JIsSBA /A NPOABL/LKH HADIIOOEHUETO HA CHOTHOMIEHHETO MOJI3a/PUCK 34
JIEKApCTBEHUA NMPOAYKT. OT MEAHLIMHCKHUTE CNEUHATHUCTH C€ U3MCKBA Ja ¢bodLIaBaT BCAKA
MOoAO3MpaHa HEXKENaHa peakLus 4pes:

HanmpnnuTenHa areHIiug no AeKkaperpara

yi. ,,JlamaH ['pyes” Ne 8,

1303 Codua,

Ten.: +35 928903417,
yebcalt: www.bda.bg.

4.9 Ilpeaozupane

| IpysHany U CUMITTOMM o =
[Ipu3HaumuTe Ha OCTPO MAaCUBHO NPEeAO3UPaAHE OOWKHOBEHO BIUTHOUBAT KOMA ¢ MYCKYJT mu(ommm, A )
xumnopedaekcHs, MHO3a, HapyLLIeHa InXaTe/IHa QyHKLUMA, META0ONHTHA aLMa03a, XU Tﬁn{/m Hoo > k 3

LMPKYTATOPEH KONAMNC/LUOK. | | 2
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Cnen MacHBHO Npedo3UpaHe ca HaCTHIIBATH CMbPTHH CIIY4Yau; BbIIPEKH TOBA, OOMKHOBEHO H3XOABT €
OnaronpHATEH.

CuMniroMHTe 0bade MOraT Aa Bapupar H ce cho0ilaBa 3a rbpYoBe [IPH MHOIO BUCOKH IL1a3MEHH HUBA.
Cpobiuasa ce 3a cryvyan Ha NOBHILEHO HHTPaKpaHHATHO HAMNATAHE, CBBP3aHO ¢ MO3bUEH OTOK.
Hanuuueto Ha HATpU B CheAMHEHUATA C BAJIIPOAT MOXKE J1a I0OBE/E 10 XMIICPHATPUEMHS B CITYHaUTE Ha
NpeNo3UpaHe.

OBnagsiBaHe
B ciryyaii Ha npeo3upaHe ¢ BAINPOAT, BOACLLIO N0 XHAEPAMOHEMHA, MOKE [1a C€ NPHJIOKH KApHUTHH
HHTPaBEHO3HO, 32 Ja C€ HOpMalM3HpaT HUBATA HA aMOHSKA.

5. ©®OAPMAKOJOIr'HYHH CBOHCTBA

5.1 dapmMaxkoAMHAMHYHH CBOHCTBA

dapMakoTepaneBTHUHA rpyna: [lpoTuBOENWICHITHYHH CpEeICTBA
ATC kon : NO3AGO]

HeroBute aHTHKOHBYJICHBHH CBOMCTBA ACHCTBAT CPELLy pazHUHK BUIOBE I'bpUOBE NPH KHBOTHHTE H
MpUNagBELUH NPH Xopara.

EkCriepUMEHTATHUTE H KIIMHHYHH NPOYY4BaHHA Ha BaJNpoaTa MoKa3BaT JBa THIMA MEXaHU3MH Ha
AHTUKOHBYJICUBHO N€HCTBUE:

[TopBUAT € npAK hapMaKONOruueH ePekT, CBbP3aH ¢ MIa3MEeHHTE H MO3IbYHHTE KOHLIEHTpaLMK Ha
BAJINIPOATA.

BTOpHAT OYEBUAHO € HHAMPEKTEH ¥ HAR-BEPOSITHO € CBBP3aH ¢ METaDONUTHUTE Ha BanmpoarTa B
MO3BKa, ¢ H3MEHEHHE B HEBPOTPAHCMHUTEPUTE WM C AUPEKTHHU MeMOpaHHH edexkTH. Haw-
pPa3IpPOCTpaHEHATa XUIIOTE3A € CBbP3aHa ¢ rama-amuHoOyTupoBara kucenusa (GABA), HuBara Ha
KOATO C€ MOKAYBaT C/eA MPHICKEHHE Ha Ballipoar.

Bannpoarst Hamansea MpoAb/LKUTEIHOCTTa HA UHTEpMeAUepHaTa (pa3a Ha CbHS C €IHOBPEMEHHO
yabJbkaBaHe Ha OABHOBBITHOBHS ChH.

5.2 @apmMakoKHHETHYHH CBolcTBA

Pasnpegenenue
[TpeMuHaBaHe Mpe3 rulaLeHTaTa (BA. Touka 4.6).
BannpoaT npeMuHaBa npe3 rnjaueHTapHaTa OapHepa KakTo Npy KUBOTHH, TaKa H [IpH Xopa.
- TlpH KMBOTHHUTE, BANNPOAT [IPEMHHABA PE3 TUTALICHTATa B MOA00HA CTENEeH KaTo MpH Xopara.

-  Haxkonko nyﬁnﬂﬂauuu ca M3CJAEABANIM MPHU XOpa KOHUEHTPAUMHTE HaA BaJIIPOAT B NMbIIHATA
BPBB HA HOBOPOACHH MIPH PaXXIaHE. CepyMHHUTE KOHUEHTpPALUKH Ha BANNPOAT B NBMHATA BPbB,
MoKa3Balilkl Te3H BbB (bewca? ca MOJOOHH HJHW JIeKO 3aBHILICHH B CPaBHEHHE ¢ TE€3H Ha
MaHUKaTAa.

MeTaboau3bM

[Ipy nMpoRreACHUTE pa3nHUHK papMaKOKMHETHUYHM NPOYHBAHHA Ha BAINpPOAaT € OIWIO YCTAHOBEHO, Ye:

- 6HOHANMYHOCTTA HAa HATPHEB BAJINPOAT B KpbBTA CJICA NEPOPAICH fIpUeM € Npudau3uTento 100%.

- 00emMBT Ha pasrpeesieHue € orpaHUYeH OCHOBHO 0 KpbBHATA LMPKyJauusa H O0bp30 odMeHsawara ce
eKCTpaLe/yapHa TeYHOCT. BannpoarsT npeMuHasa B rpbOHaYHO-MO3BYHATA TEYHOCT U MO3BKA;

- TJTa3MEHHAT NMOAYKUBOT € 15-17 yaca.

- TEpaneBTHYHATA €PEKTUBHOCT H3UCKBA MUHUMANHA cepyMHa KoHuUeHTpaums oT 40-50 mg/l ¢ mmpok

auanazon mexay ot 40-100 mg/l. ToaabpxaHeTo Ha HUBa Haa 200 mg/l Hanara peﬂyu,u;péigﬂgg___ TN
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- OCHOBHHAT ITET 3a OHoTpaHchopMaLUsa Ha BAJINPOAT € NIIOKYpoHUpaHeTo (~40%), npeAMMHO ype3
UGT1A6, UGT1A9 u UGT2B7.

- HATPMEBHAT BAJIIPOAT C€ EKCKpPeTHPa IJIaBHO C YPHHATA, ClIe]l KATO ce MeTaboIH3Hupa Ypes
rIOKypOHH3auua 1 6eTa-OKcHaaln.,

- MOJIEKYJIATA HA BAIIMPOATa Ce AMATTW3MPa; XeMo1Hanu3aTa, obave, moBAMABa CaMO CBODOAHATA
¢pakuma Ha BaJinpoaTa B KpbBTa (pubausutenHo 10%).

- BAIIMPOATHT HE MHIYLMPa €H3UMKTE, YUacTBallM B META00IMTHATA CHCTEMA Ha LIHTOXpoM P450.
[Mopanu TORA, 3a pa3ikKa OT [NOBEYETO AHTHETHIIENTHLIH, TOH HE YCKOPABa COOCTBEHOTO CH
pasrpakjaHe, HUTO ITbK TOBA HA APYTHTE BEWECTBA, KATO €CTPOTEHH, TIPOreCTOrEHH H OPAJIHH
AHTHKOAryJIAHTH.

Heouampuunu nayuenmu

Heua na sb3pacT Hag 10 roadHu U FOHOLUK UMAT KAHPBHC HA BAINPOAT NoAOOEH Ha TO3H NIPH
Bb3pacTHH. [Ipy neauaTpUyHH MalLMEHTH Ha BB3pacT noAd 10 roaMHH CUCTEMHUA KIIUPBHHC Ha
BaNNpoAaT CE€ padiMuaBa B 3aBUCUMOCT OT Bb3pacTTa. [IpH HOBOPOAEHHM H KbpMauyeTa Ha BB3pacT 210
2 Mecella KINPBbHCET Ha BaJINpoata € HaMalieH NPH CpaBHEHHE ¢ TO3H IPH Bb3PACTHH H € HAU-HUCEHK
HETIOCPEACTBEHO clie]] paxkaaHeTo. I1pH npernea Ha HayUHaTa NHTEPATYPA, MOJNYKHBOTBT Ha
BAJINIPOATA MPH KbpMaueTa Ha Bb3PacT A0 2 MeceLa MoKa3Ba 3HaAYUTEIHM pa3iukH oT 1 1o 67 uaca.
[Ipu neua Ha BB3pacT 2 — 10 roguHu, KIHMPBHCHT HA Banipoara € ¢ 30% mo-BHCOK OT TO3H MpH
BbL3PACTHH.

5.3 TlpeAKAHHHYHH JaHHH 32 0€30MaCHOCT

[TpoyuyBaHHs NpU XXUBOTHH NMOKA3BAaT, 4€ €KCMO3ULUATA HA BAJINPOAT in fero BOAH 10 MOPHONOrHIHH
/WK (PYyHKLUMOHATHH IIPOMEHH HA CIYXOBATa CHCTEMA TNIPH IUTBXOBE H MHILLUKH.

Bannpoart He Noka3Ba MNpH aHAIMU3 i1 Vilre MyTareHHOCT HUTO NPH 0aKTEPHHU, HUTO BBPXY KIETKH OT
MULIY TUMPOM U He HHAYLMpa penapaums Ha JIHK B mbpBHYHH XeNaTtoUMTHH KYITYPH OT MABX. /n
vivo, obade, ca noayyeH!u NMpoTHBOPEUHBH pE3YITATH 3a TEPATOr€HHHTE A03H B 3aBHCHMOCT OT
HayyHa Ha nNpuiaokeHue. Clen nepopaiHo NpUNoXKeHHe, Hal-4ecTo W3NOI3BaHMA HAUMH Ha
MPUJIOKEHHE TPH XOPa, BAITIPOATHT HE HHAYLUUpPa XPOMO30MHH abepaluH B KOCTEH MO3BK OT IITBX
HJIA NOMHHAHTHH JICTATHU €(PEKTH NpH MUIUKH. MHTpanepHTOHEANHOTO HHXKEKTHpaHe Ha Bainpoar
NOBHLAaBa HakbcBaHe Ha Bepurire Ha JJHK n XxpomMo30MHU yBpexaaHua rpu rpuzadu. B
OOTIbJAHEHHE, B MyOJIMKYBaHH NPOyUBAHHA € CHOOLLABAHO 32 YBE/JIHYEH OOMEH MEXy CEeCTPUHCKUTE
XPOMATHAH NPH NAIUEHTH C ENWIENCHS, IPUEMALLH BaNNPOAT, B CPaBHEHHE ¢ HEJIEKYBAHH 3/paBH
y4yacTHUUHU. Beripeky TOBa, HIKITIOYBALIIU C€ pe3YJITATH Ca NOJYYeHU NPH CpaBHABaHE Ha JaHHHUTE NpU
MaLMEHTH C EMANENCHA, JIEKYBaHM C BANINPOAT, C TE3U HA HEJIEKYBAHH NMAIMEHTH C ETTHIICTICHUS.
KnuanudoTo 3HaueHne Ha Te3u pesyntarty 3a JJTHK/Xpomo3oMHUTE € HEH3BECTHO.,

HeknuHMuHMTE AJAHHH HE MOoKa3BaT 0CODEH PUCK 3a XOpaTa Bb3 OCHOBA HA KOHBEHILIMOHAJIHH
MPOYYBAHUA 32 KAHUEPOTEHHOCT.

Penpodyxmugna mokcuyHocm

BannpoarsT HHAYLUHpa TEPATOreHHH eQeKTH (MaiGopMaLIMHd Ha MHOXKECTBO OPTaHHH CUCTEMH) B
MULIKH, MIBXOBE H 3aH1IU. OTKIOHEHHS B NOBEACHUETO ca ChOOLIABAHH B HHAUBUAUTE OT IIBPBO
NOKOJICHHE HA MHUILKH H IUTBXOBE CAE €KCNO3ULHSA {1 ufero. HAKOU NOBEACHUECKH MPOMEHH ca
HaOII01aBaHy CBILO U BLB BTOPO MOKOICHUE, a CHIUIUWTE ca OWIH NO-TpyAHO 3a0€NIE)KUMH B TPETO
MOKOJICHUE HAa MHULLUKH ClIea OCTPA {1 wlero eKCNO3HIIHA HA MMBPBOTO MOKONEHHE HA TEPATOTEHHH I03H
pasinpoar. CKpUTUTE MEXAHH3MH H KJIIMHAYHATA 3HAYWMOCT Ha Te3H OTKPHUTHA €A HEH3BECTHH.

B npoy4BaHHA 32 TOKCHYHOCT NPH MHOTOKPAaTHO MPWIAraHe ¢a CbOOLLEHH TECTUKYIapHa - -—
aercHepauus/aTpohus UIU HapyLIEHHA B CNIEPMATOreHe3aTa H HamMassBaHe Ha TETJI0TO '
NPHU BB3PACTHK TUIBXOBE K KYUETA /el MePOPAIHO NMPUI0KEHUE B 031 CHOTBETHO 4

MNpH BB3paCTHH KYHCETA. : ".'.'. o0
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CpaBHeHHATa Ha rpaHULMTE Ha Oe30nacHOCT Ha Oa3ata Ha excTpanonupanHata AUC npy nmibXoee B
Ky4eTa MoKa3RaT, Y€ MOXE Ja HAMa rpaHUlIa Ha 0e30MacHOCT.

[pu 1OBEeHHMIIHK TUTEXOBE HAMaJBaHE Ha TETJIOTO Ha TECTUCHTE € Habs0aaBaHO caMo NMpPH J03H,
HaJBHIHABAIH# MaKCHMAaIHaTa OHOCUMa 1032 (0T 240 mg/kg/neH npy UHTpanepUTOHEAIHO HTH
WHTPABEHO3HO NPUIOXKeHue), 0e3 cBbp3aHu Xucronatonorudxu npomedu. He ca nabmonasanu
e(eKTH BbPXY MBKKHTE PENpPOOYKTHBHU OpPraHH NpH NOHOCUMH A034 (10 90 mg/kg/neH). B3 ocHOBa
Ha TE€3H JAaHHH IOBEHWIHHUTE KHBOTHH HE C€ CUMTAT 3a NO-MOAATIUBH [10 OTHOIIEHHE HA HAXO/IKH B
TECTUCHUTE, B CPABHEHHE C Bb3PacTHUTE. JHAUEHHETO HA HAXOAKUTE B TECTUCHTE 3a NEAHATPHYHATA
NOMyJjlallid HE € U3BECTHO.

B npoyuBaHe 3a (epTHIMTETA IIPH TUTEXOBE, BaNnpoar B 1034 A0 350 mg/kg/nHeBHO He nosnyvABa
pernpoayKTUBHATA PYHKLHMSA [IPH MBKKUATE HHIUBUAW. Bhnpeku ToOBa HHQEPTWIHTET IPH MBKE €
HIEHTHOHLUMPaH KATO HE)KeNaHa peakUus NpH xopaTta (BXK. ToUkH 4.6. 1 4.8).

6. OPAPMAHEBTHYHH TAHHH

6.1. CnuchbkK HA NOMOUIHHTE BelllecTRA

[TosuaoH K 90; kanuHeB CWIMKAT; TANK; MATHE3UEB CTEAPAT; NOJUETHIIEH [JIMKO; HAPEBHYHO
HuwecTe; moBuIoH K30; THTAaHOB AHOKCHA, KBIT XKEJIC3CH OKCHI, LISYJI03€H aleTaT ¢ranar,
AUeTUundranar, MaKporoiJi.

6.2 HecbBMECTHMOCTH

Hama nanHu.

6.3 Cpok Ha roaHoCT

3 roauHH

6.4 ChneunaaHH yCJIOBHS HA CbXPAHCHHE

To3u iekapcTBEH NPOAYKT HE M3KCKBA CIIELMAIHY YCIOBHS Ha ChXPaHEHHE.

6.5 Bua H chABpKAHHE HA ONIAKOBKATA

[Monunpon#ieHOB (PaKOH ¢ NOJMETUIIEHOBA 3aMyLIANIKa ¢ MATEPHS IPOTHB OBNAKHIBAHE.
Besaka onakoBka cbabpxa 40 Tabnetku.

6.6 CroenuManHH NpPeANA3HN MEePKH NPH U3XBHLPJIAAHE

Hama cnenmaiHui U3UCKBAHMUAL.

7. MPUTEXATEJ HA PAZPEIHIEHHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie
82 avenue Raspail

94250 Gentilly
DpaHuH

8. HOMEP(A) HA PABPEIIEHUETO 3A YITOTPEBA

Per. Ne 20010250




9. JATA HA ITbPBO PA3PEIIABAHE/IIOJHOBSBAHE HA PAZPEIIEHHUETO 3A
YIIOTPEBA

Hata Ha mepBO pazpetnapane: 26.02.2001
IaTta Ha mocneaHo nogHoBgBaHe: 26.10.201]

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

04/03/2025




