KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

V¥ To3u siekapCTBEeH NMPOAYKT MOJUIEKH Ha JOMBJIHUTEIHO HaOoaeHue. ToBa 1ie mo3sosu Obp30To
YCTaHOBSIBAHE HA HOBA MH(pOpMaLMS OTHOCHO 0e30macHoCTTa. OT MEJHMIIMHCKHUTE CIELHATHCTH Ce
W3HCKBA J1a ChOOLIABAT BCAKA MOA03HMPaHa HEKe/laHa peakius. 3a HaYMHa Ha ChOoOIIlaBaHe Ha
HeKelaHW peaKLiMK BUKTE TOo4YKa 4.8.

1. UME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlenakun Xpono 300 mg 1abNeTKH ¢ YABIKEHO 0CBOOOK/1aBaHe y ?0 ‘;) jdp_\ -

Depakine Chrono 300 mg prolonged release tablets ——
6¥2z3 16031

2.  KAYECTBEH U KOJJMYECTBEH CbCTAB -

Beska rabnerka evabpxka 199,8 mg narpues Basnpoat (sodium valproate) u 87 mg Bannpoesa
kucenunHa (valproic acid), orrosapsiuuu Ha 300 mg narpues Bajnpoar (sodium valproate) 3a Tadierka.

[ToMOI1IHO BelecTBO ¢ U3BECTHO AeicTBUEe: HaTpui 28.31 mg/TaduieTka (BK. Touka 4.4)
3a 1MbJIHUSA CITUCHK HA MOMOIIHUTE BELIECTBA, BUKTE TOUKA 0. 1.

3. JJEKAPCTBEHA ®OPMA

duamupana TadeTka ¢ YbJIKEHO 0CBOOOK/1aBaHE.

4. KJUHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHA

Ennjaencus

e |IbpBHUYHO reHepaJu3HpaHy eNUICICHH U NPHITaabLH

e  lHnoBe NpUCTBIIK:
abcancu (petit mal), renepanu3npanu TOHHYHO-KJIOHMYHHU (grand mal), TOHHYHK U ATOHUYHH
MPHIATBLIH, MHOKJIOHHYHH NMPUCTBIH, HH(MAHTHIIHH CIIA3MH.

e [‘eHepanu3upaHM €MUICTICHH H CMTHICTITHYHH CHHAPOMH:
abcaHCHA eTUJICIICHS, FOBEHU/THA MUOKJIOHUYHA CITHIICTICHA (CHHAPOM Ha Janz), enuiencus ¢
FeHEepaIU3HpPaHH TOHMYHO-KJIOHHYHH NPHIIAIbLK NTPH ChOYKAaHe, POTOCEH3UTHBHH €ITHIIETICHH.

e  (Cunapom Ha Lennox- Gastaut.

e  Cunapom Ha West.

e  (DokasHu (rnapuraJIHM) ernuiIencHi U NPUCTHITH ¢ WK 0€3 BTOPUYHA FeHEepaIU3alus.

bunoasipuo pacrpoicTBo

Jleuenue Ha MaAHHEH €NMH30/1 NPH OUITOJIAPHO Pa3CTPOHCTBO, KOraTo JIMTHH € NPOTHBOIIOKAa3aH HIIH He
ce Tonepupa. [lpoab/nkaBane Ha JIeUEHHETO Clie/l MAaHHEH €IH30/1 MOZKe J1a ¢€ OOMMCIIH T1PH
MALMEHTH, KOUTO Ca C€ MOBJIUAIH OT BAJINPOAT MPH JICUEHHETO HA OCTPa MaHHUA.

[Ipn aena: kKato cCaMOCTOATEIHA TEpANUA UK B KOMOMHALMSA C JIPYT aHTHETTHJICIITHYEH JIEKApCTBEH
MPOAYKT: '
JleueHue Ha reHepaJn3MpaHa enuiIencus: KJIOHUYHH, TOHHYHH, TOHHYHO-KJTOHHYH}
adCaHCH, MUOKJIOHHYHH NPUCTBHITH, aTOHUYHH MPUNAIbLUM; CHHAPOM Ha Lennox-
Jleyenue Ha napuMaHa enuiencHus: napumajiHd NPUCTBITH ¢ WK 0€3 BTOPHUHH
NpHNaJbLH.




4.2 /1o3uMpoBKA H HAYHH HA [PHJIOKEHHE

JHo3aTta Tpa6Ba Aa ce aganTHpa cbOOPa3sHO BB3PACTTa, TENECHOTO TETJIO H HHAWBUAYAIHATA
YyyBCTBUTEIHOCT. TabneTkaTa MoKe Ja ce €N, HO He TpaOBa Aa ce CAbBKBA WY CTPHBA.
TepanesTHyHa epeKTHBHOCT OOMKHOBEHO C€ I10CTHUra MpH MmiuasMeHH HuBa mexay 40-100 mg/1 (300 -
700 umol/l). OnTHMAaTHOTO MIa3MEHO HUBO CE pPa3iMyaBa MEXIy OTACJIHHUTE HHAMBUIH, & BEPOATHO
M [PH €AWH H ChI MHAWUBUI B PA3JIMUHH MOMEHTH OT BpEME.

[Ipu naupeHTH, KOUTO HE MOJMyYaBaT APYro NMPOTHBOENHUIECNTHYHO JICYEHHE, 3a NPEANOUYHTAHE €

103aTa Aa ce NOBHIIABA MOCTENEHHO HA HHTEPBAIHM OT 110 2-3 OHU 10 JOCTUraHe Ha ONTUMaHaTa

o3a.

[Tpx NpexBBLPIAHE OT JICUEHHE ¢ APYT JEKAPCTBEH NPOAYKT, HIIH AITEPHATUBHO, KOraTo ¢€ BKIKOYBA
KaTo JOMBIHUTEIHA MEIHKALHA KbM MPeAXOAHO NeueHHe, 3aMsaHarta ¢ JenakuH XpoHo 300 mg
TpAOBa Ja ce MPaBU MOCTENEHHO TaKa, Ye OITHMAJIHATA 103a 4 Ob/ie AOCTHIHAaTa €AHOBPEMEHHO C
HAMAJISIBAHETO H CIIHPAHETO HA APYTUs JeKapCcTBeH MpoayKT. [IpU npexBbprisiHe OT KOHBEHUHOHATHH
tabnetku Jdenakud kpM Henakud XpoHo 300 mg, AHeBHaTa 103a TpaOBa fa ce 3anasH.

[Tpu HEe0OXOAMMOCT, MPUOABAHETO HA APYTO MPOTHBOEMUICNITHHHO NEYEHHE TPAOBa a ce U3BbPLUBA
MOCTENEHHO.

lozuposka

B o6wmuMs cnyyait mepsoHadanHarta ao3a € 10-15 mg/kg aHeBHO, oTroBapswa Ha 2-5 TabneTku

(300 mg) unu 1-3 Tabnetku (500 mg) 3a noedero nauuedtH (60-100 kg). lo3zata tpsadsa aa ce
TATPHUpA JO ONTHUMATHO HHUBO, H [1a C€ pa3aeny Ha 1-2 AHeBHHW NpHEMa.

IIpu ev3pacmuu B 001K cmyuai no3arta e Mmexay 20-30 mg/kg anesHo, orroBapsiuy Ha 4-10
tabnetku (300 mg) ninu 2-6 Tabaetku (500 mg), ako nauueHThT € Mexay 60 u 100 kg. B cnyuaii, ue
HE MOKe Ja ce TIOCTUIHE OBIaAABaHE Ha MbPHOBETE ¢ Ta3U A03a, TO TA MOXKE Ja Ob/ie yBETHUEHA.
[MaumenTsT TPsOBa 12 Ce clieAM CTPUKTHO B clyyail, ye Nosy4yapa JHEBHA 1034 [10-BHCOKA OT

50 mg/kg.

3a Oeya Hali-uectaTta 003dpoBKa € okoio 30 mg/kg nHEBHO.

Manuen enn3oa npH OHOONSAPHO pa3CcTPoOIicTBO

[Ipu ev3pacmuu.

HueBHaTa no3a Tpadsa na 6bae ycTaHoBeHa 4 KOHTPOJIUpaHa HHAHBUIYATHO OT IEKYBALHS JIEKap.
[TpenopbuaHata HayanHa AHeBHA 103a € 750 mg. OcBeH TOBA B KIIHHHYHH HW3MHTBAHHUA HA“aJIHA 4034
ot 20 mg Bannpoat/kg TeJieCHO Terno cbulo NMoKa3Ba NpHeMIHB Npodui Ha Oe3onacHocT. PopMHTE ¢
VABJDKEHO OCBOOOKAABAHE MOrarT aa ObaaT MpUIaraHy BeAHBX WM /1Ba ITbTH AHEBHO. J/lo3aTa TpsdBa
Na ObAe YBeJIMUEeHa KOJIKOTO € Bb3MOXKHO 110-0bp30, 3a Ja Ce MOCTHIHE HaH-HUCKaTa TepaneBTHYHA
O03a, KOSITO BOJH 0 XenaHusa kinuHu4deH edexr. /lHeBHaTa go3a TpsabBa na Obae ananTHpaHa CpAMO
KNUHHUYHUS OTFOBOP, 3a [1a ¢€ ONpeneiu Hal-HHcKaTa epeKTHBHA 103a 3a HHAUBKIYATHHS AALMEHT.
CpenHara nHeeHa no3a odukHoBeHO Bapupa mexay | 000 u 2 000 mg sannpoar. [launeHTH, KOUTO
[OJTy4aBaT OHEBHU HO3H MO-BUCOKH OT 45 mg/Kg TeNecHo Terjo IHEBHO, TpAOBa Aa ObaaT
BHHMATEJTHO [IPOC/IEAABAHH.

[IpoabskaBaHeTO Ha JIGYEHUETO 33 MAHUHHH €MIM304H1 IIPH OUITONIAPHO pa3CTPOHCTBO TpAOBa Aa Obae
ananTUpaHO HHIMBUAYAHO, KaToO C€ M3M0JI3Ba Hal-HUCKaTa epeKTHBHA 103a.

CrnenMaaHy nomyjaaluu

Heya

Ennnericns

OT nepopanHHUTE JIEKAPCTBEHH QOPMH, C/CAHHTE JIEKAPCTBEHH (POPMH Ca NO-NoAXOAALLHM 3a
npuJiaraHe npd Aeua Ha Bb3pact oA 11 roaudud (CHpon, MepopaieH pa3TBOpP U rpaHy/in).

IIpn nauyeHTH ¢ OBOpPEYHA HEAOCTATHYHOCT

{Ipn nauneHTH ¢ OBLOpeUHa HEIOCTAaTBYHOCT MOXKE 1a C€ HAJIOKH HaMansBaHe Ha J03aT44
yBe/IMYaBaHe Ha J03aTa NP MaUMeHTH Ha XxeMoauatvsa. HaTpues Banpoat/Bannpog 4
OTACIIS NpH Auanu3a (Bxk. Touka 4.9). JlozupoBkara TpsbBa 1a ce npoMeHs cnopes / £

npocjieasBaHe Ha nauyeHTa (BxkK. Touka 4.4).




burosppHo pa3cTpOHCTRO

fIpu oeya u ronowu

EduxacHoctTta Ha JlenakuH Xpoxo 300 mg 3a neuyeHue Ha MAHWIHH €MU3011 NPH OHNONAPHO
pa3CTPOMCTBO He ca OWIM OLICHSIBAHM MPHU NaLMEeHTH Ha BH3pacT noa 18 roauuu. 3a uadopMaius
CBBp3aHa ¢ 0e30MacHOCTTA NMPH Je1a BIKTe To4Ka 4.8.

Jlela OT XKeHCKH MOJ U XKEHH ¢ IETEPOACH MOTSHLHA

Neuenuerto ¢ Menakuu XpoHo 300 mg TpsabBa ga ce 3anoyne U Habnroaaga OT CNEUHATHCT ¢ ONMT B
JIEYEHHETO Ha €MUIENcHa WiH OunonsapHo pazctpoiictro. Bannpoart He TpsabBa Aa ce U3noa3Ba npu
fielia OT XKEHCKH MOJ M XKE€HH C AETEPOACH MOTEHLIHAN, OCBEH KOTraTo JPpYryTe JIEYEHHS Ca
Hee(PEeKTHBHH WM He ce MoHacaT gobpe (Bk. TOUKU 4.4 1 4.6).

[Tonsara v pUCKBT TpOBa BHUMATENHO /14 CE CLIEHABAT [IPY PYTHHHHKTE TNpErieAd Ha JICYEHHUETO.
Bannpoar ce npeanucea U oTnycka B ¢hoTBeTcTBUE ¢ [Iporpamara 3a npeanassaHe oT OpeMERHOCT
Mpyv ynotpeda Ha pannpoart (Bx. TOUKU 4.3 u 4.4).

3a NMpeanoYKUTaHe € BaINpoaT Aa ce NPEeANUCBa KaTo MOHOTEpanus ¢ Hail-HUCKaTa eeKTMBHA 1034,
aKko € Bh3MOXKHO, KaTo MeKapcTBeHa opMa ¢ YABIKEHO OCBOOOMKAaBaHe, 3a Ja C€ NPEaoTBPaTAT
BHCOKH MHKOBM IMJa3MeHH KOHUEHTpaunu. JkHeBHaTa 103a TpAOBa na Ob/1€ paz/eieHa Hal-Manko Ha
NBe €AWHHYHH J034 {BXK. TOYKA 4.6).

Mubke
[IpenopbuBa ce nedenuero ¢ Jlenakun Xpono 300 mg Aa ce 3anoyHe H KOHTPOAUPA OT CNELHATHCT C
OIIHT B JIEYCHHETO Ha €MWIETICUA WK OHUMONAPHO pa3cTpOHCTBO (BXK. TOUKH 4.4 H 4.6)

Cnen ocBoOOXKIaBAHETO HA aKTUBHOTO BELLIECTBO, B X014 Ha Mpolieca Ha 3a0aBeHO OCBODOX/AaBaHe U
B CJCACTBHE OT MpUpOAATa HA IOMOLUHUTE BELIECTBA B ChCTaBa MY, WHEPTHHUST MATPHKC HE C€
abcopOupa OT XpaHOCMUIATEIHUS TPAKT, a C€ ETMMHHHPA C H3IIPAKHEHHATA.

4.3 IlpoTuBonokazanus
Henmaxun Xpouo 300 mg € npOTHBONOKA3aH IMPH CIICAHUTE CUTYALIUU:

- CBpBXYYBCTBHUTEHOCT KBM HATPHEB BAINPOAT WIH KBM HAKOE OT MOMOWHUTE BEILUESCTBA,
H30pOEHH B TOUKa 6.].

- OCTBp XeNnaTuT HJIN XPOHUYECH XETNATHT.

- JluyHa unu paMUITHA aHAMHE3a 3a TEXKBK XE€NMATHT, 0COOEHO CBbP3aH C JIEKapCTBA.

- Yepnoapobua noppupus.

- Bannpoat € NpOTHBOMOKAa3aH NPH NalUEHTH ¢ MUTOXOHIPHAIHU HAPYLUSHUS, IPHAUUHEHH OT
MyTalUU# B SAPEHHA I'eH, KOAUpaLll MUTOXOHAPHAITHHA €H3HWM noauMepasa y (POLG), nanp.
ciHapoM Ha Alpers-Huttenlocher, kakTo ¥ npy Aeua noa ABeroaMuiza Bp3pact, 3a KOUTO ¢
CMATA, Y€ UMAT HapylueHue, cBbp3aHo ¢ POLG reHa (Bx. Touka 4.4).

- TlauMeHTH C M3BECTHH HApPYLUSHHUS B YPEHHUA LUKBI (BHXK TOUYKa 4.4).

- TlaumMeHTH ¢ HEKOPUTHPAH CUCTEMEH NHLPBUYEH KAPHUTHHOB AePUUMT (BXK. Touka 4.4

JatiMeHTH ¢ PHCK OT XUNOKAPHUTUHEMHA ).

JleyeHHe Ha enunencus

* O BpeME HAa OpeMEHHOCT, OCBEH KOFaTo HAMA MOAXO0AAUIO AITEPHATHBHO JICYEHHE (BK. TOYKH
4.4 n4.6).

*  NpH KEHH ¢ JETEPOJEH MOTEHIHAJ, OCBEH KOTaTO ca M3MbJAHEHH ycnoBUaTa Ha [Iporpamara 3a
npeana3pade OT OpeMEeHHOCT (B, TOUKH 4.4 1 4.6).

Jleuenue Ha OUNOJAPHO PA3CTPOHCTBO:

* 10 BpeMe Ha BpeMeHHOCT (BK. TOUKH 4.4 1 4.6).

*  [IpPH KEHH C ACTEPOAECH NOTCHUMAN, OCBEH KOTaTO €a W3ITBJIHEHHU YCIIOBHATA Ha [Iporpajaraan
npeanaspaHe OT OPEMEHHOCT (BXK. TOUKH 4.4 1 4.6). é@w 6

.4 B Cnaﬂnn npeaynpexieHHs H NpeinasHH MEPKH NpH OTeﬁ

Momuuera/lepoiikn/Kenn ¢ aerepoaes norenunan/bpemennocr:



Jenakud Xporo 300 mg He Tpa0Ba Ia c€ U3NOJI3BA NPU MOMHYETA, AEBOHKH, NMPH KEHHU C
AeTEpOIeH NOTEHLKAN unu OpeMeHHU KeHH, OCBEH B CITy4a, KOraTo ajiTepHaTHBHHTE JIeYeHUA ca
HeeEKTHBHH MJIH HE C€ MOHACAT NOPalHd BUCOK TEPATOT€HEH MOTEHLMAN U MIOBHUIEH PHCK OT
CEPHMO3HU HApYLUEHHA B pa3BUTUETO Ha 6edeTa H3NoXKEHH BbTPEYTpOOHO Ha Banmnpoar. [lonsara u
PHCKBT TpAOBa BHAMATENHO [a CE OLEHAT 110 BpeMe Ha pPYTHHHH Tper/iesiy, rpes3 mybepreTa U
CIIELIHO KOTATO >K€HaA ¢ AeTepOoAcH NMoTeHIHan, aekyBaHa ¢ Jlenakun XpoxHo 300 mg niaHupa
OpeMEHHOCT WAM MPeAcTOU OpeMeHHOCT.

JKeHu ¢ neTepoaeH NOTeHUMan TpsOBRa aAa H3NON3BAT €eKTHBHA KOHTPALETILHA O BpEME Ha
neyeHue U Ja OpAaT MHQOPMHpPAHH 33 PUCKOBETE CBBP3aHM ¢ ynorpebara Ha [lenakuu
Xpono 300 mg no Bpeme Ha OpeMeHHOCT (BK. Touka 4.6).

JlexapsaT TpaOBa Aa rapaHTHpa, Ye Ha NMALIMEHTKATA € [Pe0CTaBeHa bJ1HA HHpOopMaLIK 3a
PHCKOBETE, KAKTO ¥ CbOTBETHHU MATEPHANIH, KaTO OpouIypa 3a NallMeHTa, 3a 1a MOAINOMOTHE
pa30UpaHETO H OTHOCHO PHCKOBETE.

MenHOHHCKUAT crieuranucT Tpadsa aa € ydeneH, ue nanMeHTKara pasoupa:

. EcTecTBOTO U TE€XKeCTTa Ha PUCKOBETE I[PH €KCTIO3ULHA 110 BpeMe Ha OpEMEHHOCT, T10-
CIMELIHAIHO 3a TePaTOreHHH PHCKOBE H HAPYLUEHHS B PA3BHTHETO.

. HeoOxoauMocTTa OT epeKTHBHA KOHTPALETILIUA.

. HeobxoauMocTTa OT peaoBeH Mperies 1 OLUEeHKa Ha JEYCHHUETO.

. Heo0Ox0auMOCTTa OT CMNEIIHA KOHCYNTAIIMA, aKO TAIaHHpa OpeEMEHHOCT WK € Bb3MOXKHA

OpeMeHHOCT.

Ilporpama 3a npeanaiBale 0T OPEeMEHHOCT
Bannpoat UMa BUCOK TEpaTOreHEeH NMOTEHLUAN U AeLIATA, C eKCIIO3ULIUA iR ulero Ha BAIIIPOAT ca ¢

BUCOK PHCK OT BpOAeHH Ma(opMaLMH W HApPYLUEHHS B pa3BUTHETO Ha HEPBHATa CHCTEMA (BiK.
TOYKa 4.6).
Henakun XpoHo 300 mg € npoTUBOMNOKAa3aH MpH CIEAHHTE CHTYalHH:

JleyeHHUe Ha enunencus

. no BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HAMA MOAXOAALI0 aNTEPHATUBHO JeUeHHeE (BXK.
TOukH 4.3 U 4.6).
. MPH KEHU C AETEPOJIeH NMOTEHHAN, OCBEH KOIaTO ¢a HM3MMbJIHEHU ycnoBmiITa Ha [[porpamara

3a npe/rna3BaHe 0T OpeMeHHOCT (BkK. TOUKH 4.3 1 4.6).

JleueHue Ha OMNOJAPHO Pa3CTPORCTBO

. no epeMe Ha OpeMEHHOCT (BXK. TOuku 4.3 1 4.6).

. MPH KEHU C AETEPOAEH MOTEHLMAJ, OCBEH KOraTo ca U3IblHEeHH ycnosuaTa Ha [porpamara
3a NpeanassaHe oT OpeMeHHOCT (B, TOUKH 4.3 1 4.6).

Ycinosug Ha [lporpamarta 3a mpena3BaHe 0T OpeMEHHOCT

[IpeanucpauAT nekap TpsAOBa na rapaHTHpa, 4e

. HHAMBHAYANHUTE 00CTOATENCTBA TPAORA Na OBHAAT OLCHABAHH BbB BCEKH OTIACIIEH Cly4aH,
KaTo NayMeHTKaTa Opae BKIKOUESHA B JUCKYCHATA, 34 J1a ¢€ TapaHTHpa aHraxupadocTra |, Ja
ce OOCHAAT TepaneBTHUHUTE BL3MOXKHOCTH H JIa C€ rapaHTHpa HEHHOTO pa3bupaHe Ha
PHCKOBETE Y HEOOXOAUMMTE MEPKH 3a CBEXK/IAHE HA PUCKOBETE 10 MUHHMYM;

. MOTEHUHATHT 3@ HACTBIBaHE HA OPEMEHHOCT € OLEHEH MPU BCHYKH NALMEHTKH OT YKEHCKH
[on;
. MaieHTKAaTa € pazdpana y npuesia pHCKOBETE OT BPOAEHHU ManpopMallid U HapylIeHHS B

Pa3BUTHETO HA HEPBHATA CUCTEMA, BKIKOYUTENHO CTEMEHTA HA TE3W PUCKOBE 3a AcLara, ¢
EKCMO3ULMA 7 ulero Ha BaINpoat,

. malMeHTKara pa3onpa HeoOXoAUMOCTTA OT IPOBEXKIAHE Ha TECT 3a OpEeMEHHOCT Mpear
3al104BaHEe Ha JIEWEHHETO U M0 BpeMe Ha JISUEHHUETO, KAKTO € HEODXOAUMO;
. NAUMEHTKATA € KOHCYNTHPaHa MO OTHOLIEHUE HA KOHTPALIENIUMUATA H € B ChbCTOAS

CboOpa3u ¢ HEOOXOAWMOCTTA OT H3MOJI3BaHe HA e(PeKTHBHA KOHTIpauenuus (3 {f e
NOAPOOHOCTH, MONA BIXKTE MOATOUKA ,,KOHTPALENIHA™ HAa TOBA NpPeXy NPekAEHIE

0e3 NMPEKBCBAHE 110 BPEME Ha LUCJIHA NICPHOO HA JICHCHHC C BAJINPOAT,




. nauHeHTkaTa pazdupa HeoOX0AMMOCTTA OT PEACBEH (MTOHE BEHBXK MOAHIIHOC) NperJie]] Ha
JIEUEHHUETO OT CTIELMATHCT C ONUT B JICHEHUETO Ha EMUIENCHS, OMTIONSAPHO Pa3CcTpOHCTRO;

. NMaLHEeHTKaTa paddrupa HeOOXO0AUMOCTTA J1a C€ KOHCYJITHpa ChC CBOA JIEKAp BedHara oM
[1aHupa OpeMeHHOCT, 3a Aa C€ OCUTYPH CBOEBPEMEHHO 00CBHKIAHE M IPEMHHABAHE KbM
aNTepHAaTMBHA BB3MO)KHOCTH 34 JICUEHHE NPeAH 3a4eBAHETO H NPEAH Aa C€ NPEeKpaTH
KOHTpALENLIUATA;

. naLHeHTKaTa pa3bHpa HeOOX0OMMOCTTA OT CrElHA KOHCYJITalMsA CbC CBOS NIEKAp B CIy4aH Ha
OpeMEHHOCT;

. MalHeHTKaTa e Noayynna PEKOBOACTBO 3a MaLlHEHTA,

. MailiMeHTKaTa MOTBbPXK/aBa, ue e pa3dpasna OMacHOCTHTE M HEOOXOAUMUTE NpEeAIa3Hy MEPKH,
CBbP3aHH ¢ ynoTpebaTa Ha Bayinpoart (["'oauiueH GopMynsap 3a MOTBBPAKACHUE OCH3HABAHETO
Ha PUCKA).

Te3wn ycioBUs C€ OTHACAT U 34 XKEHHW, KOUTO TIOHACTOALLIEM HE €A CEeKCYaATHO aKTHUBHH, OCBEH KOraTo
MpeANHCBalHAT JIeKap CMATA, Y€ ChLUECCTBYBAT YOS/IUTENHH NPHYHHHM /1a CE NOCOUH, Ye HAMA PUCK
OT HACTBINBAaHE Ha OPEMEHHOCT. |

eua OT KeHCKH HOoJ |

. [IpeanucpainMTe Jekapu TpaOBa 4a ca CUIYPHH, Y€ POAMTEANHTE/NMONarallivuTe rpHXKH 3a Jela
OT >KEHCKH o pazdypaTt HeOOXOOUMOCTTA Ja C€ CBBPXAT CbC CINELHAINUCT BeIHara clell ‘
KaTO JETETO OT KEHCKH I0J1, KOETO IIPHEMa BaJINpoar, NoJy4H MeHapxe.

. [IpeanuceaiusT nekap TpadBa ga rapaHTupa, Ye pOAUTEINTE/ TIonaralluTe FpUKM 3a Jieua Ot |
>KEHCKH IMOJ1, KOKTO ¢a MOJIYYHJIM MeHapXe, ¢a NoNyuWik noApodHa uHdopMaLius 3a
PHCKOBETE OT BPOAEHH MahopMallMK U H30CTaBaHe B PA3BUTHETO HA HEPBHATA CUCTEMA, |
BKJIIOUYHMTEHO CTENEHTA Ha TE€3H PHCKORBE 3a JA€laTa C €KCIIO3KLIMA in ulero Ha Bainpoar.

. [IpH MatMeHTKH, KOUTO Cca MOJYYHIIH MEHapXe, MPpeanUCcBallUAT Jiekap TpsaOBa f1a npeoueHaBa |
€XXeroJHO HYXKAATa OT TEparMs ¢ BaINpoar U 1a OOMUCIH aITCpPHATHBHH BB3IMOXHOCTH 3a
nevyeHre. AKO BaINpPOAT € ¢AMHCTBEHOTO MOAXOAALLO JeUeHHe, TpA0Ba na ce obcbau ‘
HEOOXOAHMOCTTA OT H3NON3BaHE HA €(PEeKTHBHA KOHTPALIENLIMA H BCHUKH JPYTrY YCIIOBUA Ha
[lporpamara 3a npeanassaHe ot OpeMeHHOCT. CMEUMATUCTBT TpAOBA A NOAOKH BCUUKH ‘
YCHTHA JETETO OT )KEHCKM IMoJT Aa MPEMHHE HA AJITEPHATHUBHO JieUeHUe, NPe/u 1a €
HABBPUIWJIO IILIHONETHE. |

' Tecr 3a GpeMeHHOCT |
[Tpenu HauanoTO HA JICYEHUETO ¢ Bannpoar Tpadea Aa ce H3kmoud OpeMeHHOCT. He TpaOBa na ce

| 3aMOYBA JIEUEHHE C BAJIIIPOAT MPU KEHHU C JeTepOAcH NOTeHUMAaN 6e3 OTpHUATENIEH pe3yaTaT OT |
TECT 3a OpeMEHHOCT (KPbBEH TECT 33 OPEMEHHOCT), IOTBBPAEH OT JIeKap, 3a Aa Ce H3KIKOUYH
HeXkesiaHaTa ynotrpeda rno BpeMe Ha OpeMEeHHOCT. |

KoHTpauenius |
Kenurte ¢ neTepoacH MOTEHLMAN, HA KOUTO € NIpeAnucaH Bannpoar, TpAdBa Aa W3noa3Bar |
eexTHBHA KOHTpauenuus 0e3 NpeKbCBaHe Mpe3 LUENns MepHod Ha JiedeHue ¢ Bainpoat. Ha tesn |
nalHeHTk# TpadBa Ja Oble npeaocTagedHa uidepnaTteniHa MHPopMaLHs OTHOCHO NPeANa3BaHeTo OT
OpeMeHHOCT U TpsAOBa Aa ObAAT HACOYEHH 3a CHBET OTHOCHO KOHTPAIIEMLIUS, aKO HE H3TOJI3BAT
edeKTHBHA KOHTpauenuysa. Tpabea ga ce H3no3Ba Hal-Manko eAUH e)eKTUBEH METO/ 3a
KOHTpaUenuua (3a NpeanouuTaHe HE3aBHCHMA OT MOTPEOUTENS QopMa, KaTO HarpuMep |
BETPEMATOUHA CIIMpaNia UIIH HMIJIAHTAT), WK ABE JOMBIBALLM C€ (POPMH Ha KOHTpaLEILLHA, |
BKJIKOUMTETHO OapuepeH meTtoa. Muausuayannure obcroarencrsa TpadBa na ¢ce OUEHABAT IpH |
BCEKH OT/ENECH C.Iyyai, Korato ce u3dupa MeTol Ha KOHTpaLEluMs, KaTO naHeHTKaTa TpadBa aa

| Ce BKJIIOMH B OOCEXJAHETO, 3a Aa C€ rapaHTHpa HeMHaTa aHrKUPAHOCT U CMA3BAHETO Ha ‘
u3dpanuTe Mepku. Jlaxke aa uMa ameHopes, T4 TpAOBa 1a cna3Ba BCHYKH CHBETH 33 €eKTUBHA
KOHTpaLenuus.

| CpeacTBa ChIbpXAlLIHA €CTPOTEH S

EnHorpemeHHaTa ynorpeba Ha cpeacTBa ChbALPKALWH €CTPOreH, BKITIIOUYHTENHO ChATHRNANASN
€CTPOIeH XOPMOHAIHK KOHTpaLenTUBY, OW MOT/a J1a Hamallki €(pUKacHOCTTAa Ha Ball égk
Touka 4.5). [lpeanucpaluyvre neyeHue TpadBa Aa NpoCaeaIBaT KIHHAYHUA OTrOBOP
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[PHITaAbLUTE U KOHTPOJI Ha HACTPOEHUETO ), KOTaTO 3aMoYBaT WIH MPEKbCBAT NPHEMA Ha
| IPOOYKTH, ChABPKALLH €CTPOTreH.
Ot npyra cTpaHa BaNnpoaT He HaMaIsABa e(PUKACHOCTTA HA XOPMOHA/THUTE KOHTPALIEIITHBH

['oauiLIEH niperiel Ha A€YEHHETO OT MEAHLIMHCKH CNELHATHCT

CrieiManucThT TPIOBA NOHE BEAHDBK FOJAMIIHO 4 NpeLedsaBa JaId BAJINPOAaT € HaH MoAXoAIuoTo
jledeHue 3a nandedTa. CneuuanuctsT TpAOBa aa 00chau ['oanuaus GopMyIisp 3a NOTBbPKACHUE
OCBh3HABAHETO Ha pUCKa NpH 3aMo4YBaHe Ha JICYCHHETO H TMPH BCEKH IOAHIIEH Nperje], 4 aa
rapaHTHpa, 4¢ MaLyeHTLT € pas3dpall CbAbPKAHHETO MY.

[InaHnpaHe Ha OPEMEHHOCTTA

3a MoKa3aHHETO €MHIIENCH, aKO KeHaTa MiaHupa Ja 3abpemeHee, TepanuaTa ¢ Baanpoart Tpsadea aa
Ce MPEOLIEHU OT CMELHUAUCT C OINKUT B JIEUEHUETO Ha CIUICTICHA U 1a ce OOMUCIAT ATEPHATHBHU
Bh3MOXCHOCTH 3a jiedeHue. Tpsadea da ce MOaoKaT BCUYKH YCHIIHMS, 3a A C€ IIPEMHHE Ha
MOAXOIANI0 ATTEPHATHBHO JIeUeHHE MPeaHr 3a4€BAHETO U NIPeH NPEKPATABAHE Ha KOHTpaLEeNnuMsITa
(BX. TOUKa 4.6). AKO CMSiHaTa Ha IS4E€HHETO HE ¢ BB3MOKHA, eHara TpsOBa a nojayuu

| HOMbJIHWTENHA KOHCYJITALIMA OTHOCHO PHCKOBETE ¢ BAMPOAT 3a HEPOASHOTO AETE B MOAKpena Ha
MH(OPMHPAHOTO H B3€MaHe Ha pellieHHEe OTHOCHO CEMEHHOTO TUTaHUpaHe.

3a nokazaHueTo OUMONAPHO pa3CTPOMCTBO, AKO JKEHATA IMITaHUpa N1a 3a0peMeHee, TpaOBa aa ce
MPOBE/e KOHCYJITALHA ChC CICLHAIMCT C ONMUT B JIEYEHHETO HA OUNOIAPHO Pa3CTPOHCTEO H
JeYeHHETO ¢ BajmpoaT TpaOBa [a ce MPeyCTaHOBH, U aKO € HEOOXO0ANMO [1a ce PEMUHE Ha
aNTepHaTUBHO NEYEHHUE NTPEAH 3aUE€BAHETO W NPEAH NPEKPATABAHE HA KOHTPALIENUHUATA.

| B cryuail Ha OpeMeHHOCT

| AKO €Ha, KOATO Ce JIEKYBa ¢ Balnpoar, 3abpemeHee, T Tpa6Ba He3a0aBHO 1a ce HACOYH KbM |
CTICLIMATKCT, 3a Ja Ce MPeOLEHH JISYEHHETO C BAIIPOaT U J1a ¢€ 00ChAIAT ANTEPHATHBHU
BB3MOKHOCTH. [IalIMEHTKUTE ¢ €KCMO3ULIMA Ha BAJIINPOAT [0 BpEMe Ha OPEeMEHHOCT ¥ TEXHHUTE
NapTHEOPH TPAOBa Aa 6bAaT HACOMEHH KbM CMIELMAMUCT ¢ ONIMT B TEPATOJOTUATA 34 OLIEHKA U ‘
KOHCY/ITUpaHe OTHOCHO €KCIOHHpaHaTa OpeMEHHOCT (BXK. TOUKa 4.6).

DapmaueBTHT TpaOBa 1a rapaHTHpa, Ye: ‘

. MpH BCAKO OTIYCKaHE Ha BaNMpoarT € npeaocTtaBeHa Kapra Ha nalMeHTa ¥ MALHEHTKUTE
pa3OMpaT HEMHOTO ChAbPXKAHHE.

K ALIMEHTKHUTE ¢4 MOCHBETBAHH a4 HE CIIUPAT JEUYCHHETO ¢ BAANPOAT U He3abaBHO 1a ce ‘
CBBPXKAT ChC CMNELIMATHCT MPH IUIAHHPaHa WIH MOI03HpaHa OpPeMEHHOCT.

| OOYUMTENIHH MaTEepHaIU

3a j1a ce nOANOMOTrHAT MEAULHHCKUTE CIIELIMAIMCTU U MALMEHTKUTE J1a ¢ U30erHe eKCno3uLMATa ‘
Ha BaiNpoar Mo BpeMe Ha OpeMeHHOCT, MPHTEKATENAT HA pa3pellIcHHETO 3a ynotpeda ¢
MPENOCTABI OOYUHUTEIHY MAaTEpHasIv 3a NO/ICHSIBAHE Ha MIpeaynpeXxaeHHATa U NpefoCcTaBsAHe Ha
yKa3zaHHUs OTHOCHO yrnoTpedara Ha BaJmpoaT ApPH KEeHHU ¢ IeTepoaeH NMoTeHUyan U HHgopMaLu 3a
chAbpkaHueTo Ha [lporpaMara 3a npeanaspaHe oT OpeMeHHOCT. Ha BCHUKU skeHM ¢ 1eTepo/ieH
MOTEeHLHANI, KOUTO M3II0/3BAT Bajiipoat, TpadBa fa ce npeaocTaBu PhKOBOACTBO 3a NaLUeHTa H
Kapra Ha nauueHTa.

Tpsadea na ce usnonzea ['oauiues GopMyndp 3a NOTBBPNKAECHUE OCH3HABAHETO HA PHCKa NpY
3aNOYBaHE Ha JICYEHHETO U [10 BPEME Ha BCEKM MOAMLIECH Tpernea Ha JICUEHHETO ¢ Bannpoart OT ‘
CTIELIKAJTHCTA.

Ynorpeba npy_MaluMeHTH OT MBXKH N0

PeTpocnekTHBHO 00CEpPBALIMOHHO NPOYYBAHE NOKa3Ba MOBUILLIEH PUCK OT pa3CcTPONCTBA H
HEBPOJOrHUHOTO pa3euTHe (neurodevelopmental disorders, NDD) npn aeua, uuurto 0a
NEKYRAHH C BAMNPOAT Mpe3 3-Te MeceLa npeaH 3a4eBaHeTo, B CpaBHEHHe ¢ AeHATa, YHH
NEKYBaHH ¢ TAMOTPHXKHH MK JIEBETHPALIETAM (BXK. TOUka 4.6).



Kato npeanaszua Mapka, NpearucBalluTe Jiekapu TpA0Ba a HHPOPMHUPAT NALIMEHTHTE MBXKE 32 TO3H
noTeHUHaNeH puck (BX. Touka 4.6) u n1a o0cuAsT HeOOXOAUMOCTTa OT OOMHCIIAHE Ha €()EeKTHBHA
KOHTpaLenLHsA, BKIOYHTEHO U 32 NapTHHOpKAaTa, N0 BpeMe Ha ynoTtpedara Ha Bannpoar H B
MpoABIDKEHHE Ha MOHE 3 Mecella cne npeKkpariBaHe Ha TeueHHeTO. [lauMeHTHTe OT MBXKH MOJT He
TpaOBa Aa JAapABaT CliepMa Mo BpeMe Ha JIEYEHHETO H B IPOABIDKEHHE HA TIOHe 3 Mecella chexl
MPEKPAaTABAHE HA JIEYEHHETO.

[TauKeHTHTE OT MBXKH NOJ, JIEKYBAHH C BAINpoaT, Tp2OBa peAOBHO J1a c€ MNMpernexaaT OT JeKyBallus
Y JieKap, 3a Aa ¢e NpeleHH Jaji BaANpoaThT OCTaBa HaH-NMOAXOAALIOTO JICYEHHE 32 TAX. 3a NalHEHTH
OT MBXKKH TIOJI, KOMTO TJIAHUpAaT Ja 3au4¢Har aete, Tpadsa 1a ce 0OOMUCIAT U Aa ¢ 0OCHAAT € TAX
MONXOMALLM AITEPHATHBY HA NedeHUeTo. BB Bceku oTeieH ciiy4ai TpadBa 1a ce OLEeHAT
MHIMBHAYATHHTe obcToaTencTBa. [ IpenoprUYMTENHO € Npy HeODXOAUMOCT f1a ¢¢ MOTHPCH CHBET OT
CIIELHAJIUCT ¢ ONMMT B JIEYEHHETO HA EMMUJIENCHA UIIH OUITONAPHO pa3CcTPOHCTBO.

Hanuuuu ca 00y4YHTETHH MaTepUaTK 3a MEAHLHHCKH CELHAIUCTU M MalUMEHTUTE MBbake. Ha
NaLUHEeHTHTE OT MBXKKH I1071, H3IION3BallUK BANIpoaT, TpadBa 1a ce NpeaoCTaBH pbKOBOACTBO 34
NauMdeHTa.

IIpeoynpexicoenun

Teorcko yspercoarne Ha 4epRUuA opoo

Y C/I0BHS 32 Bb3HUKBAHE

Psanko ca HabmoaaBaHH TEXKH YepHOAPOOHH YBpPEKAAHUA, 3aBLPIIBALIM IOHAKOTa (PATaTHO.
OnuThT NOKa3Ba, Ye MALHEHTH C MO-BHCOK PUCK, OCOOEHO B CITyYauTe Ha MHOXKECTBEHA
AHTHKOHBYJICMBHA TEPAIug, ca Ella Ha BB3PacT MOA 3 FOIMHH ¢ TEXKKH NMPHITAABUH, 0COOEHO Te3H C
MO3bYHH YBpEKIaHUA, 32a0aBeHO YMCTBEHO Pa3BUTHE W/HIH BPOASHU METADOIMTHH HapylLIEHHUS,
BKJIFOYHTE/THO MUTOXOHAPHAIHY HAPYIIEHHS KaTO KAPHUTUHOB Ae(ULMT, HAapYIUEHUsA B YpeHHHUA
LuKbI1, POLG MyTtauuu (Bx. Toukd 4.3 1 4.4) uiu geredepaTHBHA 3ab0n9BaHuA.

Cnen 3-roavinHa 8b3pacT PUCKBT C€ peayliipa 3HAUUTE/IHO U IPOTPECMBRO RAMAJIABA C Bb3PacTTa.

B noseueto cayyau 4epHOAPOOHHTE YBpEKIaHHUA C€ YCTAHOBABAT B MBPBUTE 6 MECELa HA JIEUEHHETO.

CyMIITOMATHKA

KAHHHYHHTE CHMIITOMM €a OT CBLISCTBEHO 3HAUYCHHKE 34 MOCTABAHETO HA paHHA IHArHO34.
[lo-cnenuanHo, cieAHUTE ChCTOSHUS, KOMTO MOTAT Ja NPEAXO0XK/AAT KbATEHHUATa TpaOBa na ce
B3€MAT NpeaBHI, 0CODEHO NPYU PUCKOBU NALMEHTH (BXK. MO-rope ,,¥Y CTI0BHA 3a BB3HUKBaHE™):

- HecTMeUHHYHH CUMITTOMHU; OOMKHOBEHO ¢ BHE3AIMHO HAYaJI0 KaTO aCTEHHA, aHOPEKCHS, JICTAprus H
CHHJIMBOCT, KOUTO NOHAKOTA ¢€ MPUAPYIKABAT C MOBTAPALIO CE NOBPBIUIAHE U KOPEMHH DONKH.

- [IpYU NAUMEHTH C CTTHIEICUSA, MOBTOPHA MOABA Ha IbPYOBETE.

[TauuedTuTe (MK ceMelicTBaTa Ha OoNlenyBally Aeua) TpaOBa na ObaaT HHCTPYKTHPAaHH Aa
cbOOLABAT BEJHArA HAa JEKYBallyUg NeKap nospata Ha TaxuBa cuMmToMu. Hezabasuo TpabBea aa ce
K3BBPLIK 1abOpaTOpHO H3CNeABaHE Ha YepHOApoOHAaTA (PYHKLHUA B JONBIHEHHE KbM KITHHHYEH
nperiae.

HabmoneHus
H3cnenpanusta Ha yepHOApOOHUTE (PYHKLHH TPAOBA N1 C€ U3BBPLUAT MPEAU JIEUEHHETO, CJIEA KOETO
NEePUOIHYHO Mpe3 NLPBUTE 6 Mecelia oT TepanuaTa. Cpea oOUualHUTE H3CIeABaHUA, Hal-3HAUUMU ca
H3CJIEIBAHMATA, KOHTO OTPa3aBaT NMPOTEHHOBHA CHHTE3, 0CODEHO NPOTPOMOHHOBOTO BpEME.
[loTeBbpKaaBaHETO Ha HEOOHUYAHHO HUCKO NPOTPOMOWHOBO BpeMe, 0CODEHO 3a¢AHO C APYrH
OHOTOMMYUHU OTKIIOHEHHS (3HAYHTETHO HAMAJABaHE Ha PUOPUHOTEHA U KOArynallMOHHUTE QaKToOpH;
MOBHLLEHO HUBO HA OMMUpYOUH U NMOBHILIEHHA TPAHCAMMHA3W) Hanarar cripaHe Ha TepanuaTa ¢ JdenakuH
XpoHo 300 mg. Kato npeanasHa MspKa 4 B CJTyyail Ha €eAHOBPEMEHEH TPHEM Ha CaTHLIMIATH
OC/JCAHHUTE ChILO TPAOBA [1a Ce CrpaT, ThH KATO UMAT CbLIMA NBT HA MeTabosin3vpaHe,

Iankpeamum
MHoOTI0 psSAKO Ca JOKIAABAHH CIIyYay Ha TEKBK MAHKPEATHT, KOUTO MOKeE Aa cac ¢
Takusa cayuau Morat aa ce HabnraaBaT HE3aBUCUMO OT Bb3pacTTa U NPOABIKHTE



TepanHaTa. Mankure feua ca ocodeHo pMCKOBa rpyna, HO TO3H PHCK HaMalifBa ¢ yBeIHUaBaHe Ha
BB3pacTTa. TeXKHTE I'bpUOBE, HEBPOJIOrHUHHTE HAPYLUEHUs! WIH AHTHKOHBY/ICHBHA TepalMs MOrar Ja
ca puckoBH (aktopu. UepHoapoOHaTa HEAOCTAaTHYHOCT C NIAHKPEATHT MOBMILIABA PHCKa OT (daTaneH
H3XO.

ITaimenTHTe ¢ KOpeMHH O0aKM TpAOBa He3abaBHO Ja ObAaT nperienany. B cimy4yal Ha maHKpeaTHT,
JIe4eHHETO ¢ BAIIIpoaT TpsabBa Ja ce NPeyCTaHOBRH.

Cyunuonu muciau u nogeoenue

CpnobInaBaHy ca CyMUMIHA HASAHNA U IOBEACHHUE NMPH MALIMEHTH, JIEKYBAHH ¢ MPOTHBOETIHAEIITUYHH
CpeACTBa NPH HAKONKO NOKa3aHus. MeTaaHaIu3 Ha paHAOMH3UPAHH I1aLebo KOHTPOIHpPaHH
W3MUTBAHUA Ha NIPOTHBOENMWICITHYHH JIEKAPCTBA CBLUO NMOKa3Ba ¢1ad0 MOBHUIEH PUCK OT CYMLIUAHA
Kaealys v mopeacHHe. MexaHu3MbT, KOHTO 00yCiaBs TO3U PUCK HE € U3BECTEH H HANTHYHHUTE JaHHH
HE U3KJIFOYBAT BH3MOKHOCTTA 3a MOBHIIIEH PUCK [IPH NPUEMAaHe Ha HATPHER BANNPOAT/BaNNpoeBa
krcendHa. ClieJ0BaTENRHO, NaUHEHTUTEe TpAOBa Aa ObAaT NPOCNEASBaHH 3a IPH3HALIM HA CYHLIMAHA
Haealnd ¥ noseaetue H Tpabea aa Obae odbMuciaeHo nogxoasuo neueHue. [launenture (1
OonHorneaaunTe) TpadBa 1a ObAAT CbBETBAHH Ja ThPCAT HE3A0ABHO MEIHUMHCKA KOHCYJITALIUA, aKO
Bb3HHKHAT NPH3HAUK HA CYULIMAHA HACaLUs WIH TIOBEECHHE.

Cpeocmea, coowpircauiu kapbanerem
EnHoBpeMeHHaTa ynioTpeda Ha HATPUEB BANPOAT/BAINMPOEBa KHCETHHA H KapOareHeM He ce
MpenopbUBa (BX. CbLIO ToUYKa 4.5).

Hayuenmu ¢ u3geCMHO Wik ROOOIUPAHO MUMOXOHOPUATHO 3a00/1A6aHe

BannpoaT Moxe J1a Npear3BHAKa WK 42 BJOIIH KIMHUYHHTE NMPU3HALY HA NMOINEXKALUMTE
MHTOXOHAPHAIHU 3a00NsBaHUA, IPHYUHEHU OT MyTauuu B MmuToXoHApuanHara JJHK, kakto u B
koaupawna POLG aapeH red. [lo-cnenynanHo, No-BHCOK NMPOLEHT Ha BaNTpoaT-WHAOYLHpaHa oCcTpa
YyepHOAPOOHA HEIOCTATLYHOCT U CBbp3aHa ¢ YEpHHA JApo0 CMBPT ¢ ChOOLLABA NPH NALIKEHTH C
HacleACTBEHH HEBPOMETAOOIHMTHY CHHAPOMH, NPUYHHEHH OT MYTAallMH B KOJHPALLHAT
MHTOXOH/IpHANIHUA eH3UM nonuMepasa y (POLG) rew, Hanp. cudapom Ha Alpers-Huttenlocher.
Hapymenus, cesp3anu ¢ POLG, TpsOBa na ce moao34dpar rpH NauMeHTH ¢ paMHIHa aHaMHe3a HITH
HACOYBALLM CHMOTOMH Ha cBbp3aHo ¢ POLG HapylueHue, BKIIFOUUTETHO, HO HE CAMO HeOOACHUMA
eHuedanonaTus, peppakTepHa enuiencus (poxaaHa, MHOKJIIOHHYHa), CTATYC EMHIENTHUKYC C
KIMHHYHA MPOABa, H30CTABAHE B PA3BUTHETO, NICUXOMOTOPHA pPerpecHs, akCOHa/IHa CEH30MOTOpHA
HeBPOIIATHA, MHONATUA, LHepedenapHa aTakcus, OQTaIMONIIETHA UK YCIIOXKHEHA MHIPEHA ¢ aypa B
oKlMnuTanHaTa 004acT. TectbT 3a POLG MyTauus ¢e H3BbpLuBa B CbOTBETCTBHE ¢ HACTOSRIATA
KINHHHYHA [IPAKTHKA 34 AMarHOCTHYHATA OLEHKA HAa TAKMBA HapyLIEeHHWs (BX. Touka 4.3).

Ymeotcnenu kongyicuu

KakTo ¥ npH Apyrd aHTHEMUIIEITHYHH JICKapCTBA, HAKOH NALMEHTH MOraT Jia NoaAy4var, BMECTO
nopoOperne, 0OOPAaTUMO BROIUABAHE - YBEC/HMHEHH YECTOTa H MHTEH3UBHOCT HA KOHBYJICHHTE
(BKIIOUHMTENHO BJOLICH €MHJICNITUYEH CTATYC), UM NMPOSBA HA HOBKH BUIOBE KOHBYJICHH NPH
MPUIOKEHHE Ha BajlpoaT. B cayyait Ha yTe)KHEHW KOHBYJICHM, NALKMEHTHUTE TPAOBa Aa Obaar
MOCBLBETBAHH 1a €€ KOHCY/ITHpAT He3abaBHO C fiekapsa cH (BkK. Touka 4.8).

Tescku KOXCHI HeMCEAAN U PEAKYHN U QHZUH0e0eM

Texxkun KOKHH HexkenaHu peakumu (Severe Cutaneous Adverse Reactions, SCARs), kato cuHAPOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJIS), TokcHuHa enuaepManHa Hekpoausa (Toxic
Epidermal Necrolysis, TEN) u nekapcTeeHa peakums ¢ €03HHOQUIHA H CHCTEMHH cumiTromMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputema MyntudopMme 1 aHrvoesnem, ca
¢hOOINEHH BBB Bpb3ka C JIeueHWeTo ¢ Bannpoar. [launenture Tpadea na Obnat MHPOpMUpaHH 3a
MPU3HALKTE W CHMIITOMMTE Ha CEPHO3HH KOXKHH NMpPOABYU W Aa Obaat HabmrodaBaHH BHUMAaTENHO. B

Ilpeonasnu mepku npu ynompeba
[Ipenu 3anouBaHe Ha JieYeHHETO TPAOBA Aa Ce U3IBBPLIAT H3CNEABAHHUA Ha HEPHOP

(Bx. Touka 4.3 [lpoTHBONOKAa3aHHA), U MEPUOAUYHO Mpe3 NbPBHTE 6 Mecela, ocode




nmauueHTH (. Touka 4.4). [lpu npoMeHH B CBHITbTCTBAIUTE JIEKAPCTBEHH NPOAYKTH (MOBHILIABAHE Ha
no3ara Wi Ao0assHe), 32 KOUTO € W3BECTHO, Y€ BJIHAAT Ha YEpHHUSA Ap0oD, MOHMTOPHPAHETO HA YEPHUA
Apob TpsAGBa /a ce pecTapTHpa cnopen ciay4vas (BIDKTe CBILO TOYKa 4.5 OTHOCHO PHCKa OT YBpex/1aHe
HA YepHHA Jpo0 ChC CANHLWIATH, APYT'H aHTUKOHBYJICHBHH CPEACTBA, BKJIIOYHTEHO KaHaOHUAKOM).
KakTo npy noBeyeTo NPOTUBOSITIIENTTHYHH JIEKapCTBa, MOXKE Aa Ce 3a0€J1exkKH JIEKO MOBHIICHHE Ha
YepHOAPOOHHUTE €H3UMH, OCOOEHO B HAYAJIOTO Ha TEPANMATA; TE€ Ca MPEXOAHH H H30JHUpaHH. [1pu Te3n
MALMEHTH CE MPENOPhYBaT NO-3aabJI00UYSHH JTaOOPaTOPHH U3CIIEABAHHS (BKIIIOUHTENHO
pOTPOMOHHOBO BPEME); MOXKe 1a ce OOMHCIM KOPUTHPaHE Ha /103aTa, KATO NPpH He0OXOAMMOCT
CHLOTBETHHTE M3C/IeABaHUA TpAOBa Aa ce NMOBTOPAT.

[Ipeau 3anoyBaHe Ha NEUCHUETO WU NIPEAH OMEpaLiMa, KAKTO U B CTy4aH Ha CIIOHTaHHO
KPBbBOHACAJAaHE HIH KbPRCHE €€ NIPENOPHYBAT KPBbBHH H3CJI€ABAHHSA (ITBJIHA KPBBHA KapTHHA,
BKJTFOUUTETHO Opoii Ha TpoMOOLMTH, BpeMe Ha KbpBeHe) (Bx. Touka 4.8 Hexxenanm nekapcTseHH
pEaKLIHHU).

Bonpeku ye MMyHHH HapylUeHHs ca HaDIIONaBaHW CaMO KaToO H3KTIOUEHHE MO BpeMe Ha
npunoxkeHueto Ha Jlenakud Xpono 300 mg, noreHumnanHara nonsa ot Jemakun Xpono 300 mg
TpaOBa Aa ¢e OLIeHH CNPAMO MOTEHUHATHATA OMACHOCT IPH NAaLMEHTH ChC CHCTEMEH JTYIYC
€pPUTEMATO3YC.

HapylieHus B ypeHHUA [IMKbLI U PUCK OT XHIIEPAMOHHEMHS

[Tpu nogo3upaH eH3uMeH AedHIUT Ha ypeHHUS UKD, PENH JICUCHHETO TpsAOBa /1a ce W3BBpIUAT
MeTaOOTMTHH W3CIIEIBaHHA, MOPaAH PHCK OT XHIlepaMOHHEMUS, 3apaar BaaInpoaT (BX. TOUKH 4.3 H
4.4 TTalHEHTH ¢ PUCK OT XMINOKAPHUTHHEMHS U TEKKO YEpHOAPOOHO YBPEKAAHE).

[lallMEHTH ¢ pUCK OT XHNOKAPHHTHHEMHUA

[IpynoxkeHueTo HA BANNpoaT MOKE Aa NMPEAY3BUKA M10sBaTa HIY BJIOWABAHETO Ha
XHITOKAPHHUTHUHEMHS, KOSITO MOJKE 1a JOBEAE A0 XHMEPAMOHHEMHS (KOATO MOXKE Ja A0BEAE A0
XurnepaMoHemMuy4Ha eHuedanonarus). HabnonaBanu ca u aApyru CUMITOMH, KaTo YEpHOAPOOHa
TOKCHUHOCT, XMITOKETOTHYHA XHIIOTTHKEMUS, MHOTIATHUA, BKJIFOUUTEIIHO KAPAUOMUONMATHS,
pabaAOMHONN3a, CHHIPOM Ha PaHKOHM, IT1ABHO NPH MALUEHTH C PUCKOBH (PaKTOpH 3a
XHIMOKAPHUTHHEMHS MU C BEUE CBHUISCTBYBALLA XUITOKAPHUTHHEMHS. [lallHEHTHTE C MOBHILEH PHUCK
OT CHMIITOMATHYHA XUITOKAPHUTHHEMUSA TIPH JICUCHHE C BAIINPOAT BKIIOYBAT NALMEHTH C
META0OJIUTHU HAPYLICHHA, BKNIOUUTENHO MUTOXOHAPHAIHM HAPYLIEHHUS, CBBP3aHH C KAPHUTHHA (BXK.
¢hi0 Touka 4.4 TlaliweHTH ¢ U3BECTHO WM [IOA03HPAHO MHTOXOHIPHATHO 3a00NABaHE U Hapy LLEHHUA
B YPEHHHUA LIMKb] U PHCK OT XUINEPAMOHHEMHS ), HAPYILIEHHUSA B XPAHUTENHUSA MPUEM HA KAPHHTHH,
NalldeHTH Ha BB3pacT nold 10 roanHu, eAHOBpeMEeHHA ynoTpeda Ha MUBANaT-KOHIOTHPAaHH JIEKapCTBa
WIH Ha JPYTH aHTHENMUIEITHLH.

[MannenTute Tpadsa na 6paaT NpeaynpeacHyU Aa CLOOINABAT He3a0aBHO 3a BCAKAKBY NPH3HALMY Ha
XHIEPAMOHHEMHSA KaTO aTaKCUA, HAPYLIEHO Ch3HAHKE, NOBphUaHe. Tpabsa na ce odmucnu nobdasgane
Ha KAPHUTHH, KOrato ce Habn1oaaBaT CUMITTOMH Ha XHITOKAPHHTHHEMHA.

[TalMeHTH CBC CHCTEMEH ITBPBHYEH KAPDHHUTHHOB Ae(HULUUT H KOPHIHpaHa XHITOKAPHUTHHEMHSA MOTAT
Ja ObaaT JEKYBaHK C BAINPOAT CAMO aKO MOJ3UTE OT JIEYEHHUETO C BANNPOAT HAABULIABAT PHCKOBETE
MpH Te3H NALKECHTH U HAMA TeparneBTHYHa anTepHaTuBa. [Ipy Te3n nauneHTH TpaOBa Aa ce npuiara
MOHHTOPHUHF HA KAapHUTHHA,

[TauneHTuTe ¢ ocHoBEH ASPHUMT Ha KAPHUTUH nanmuToun TpaHcdepasa (CPT) tun Il Tpabea na
OBAaT MpeayNpeAcHH 3a MO-rofieMUs pUcK OT padaoMuonIu3a 1ipy npueM Ha sainpoar. [lpu
naLueHTH Tpadaa aa ce oOMuCIM nodaBsHEe Ha KAPHUTHH,

Bk, cuino Touku 4.5, 4.8 u 4.9.



[TanpeHTHTE TPsiOBa Aa OBAAT NpeAyIpPeACHH 338 PUCKA OT HAJAaBaHe Ha TEMIO B HAYAJIOTO Ha
JIEUeHHETO, H € HeOOXOAMMO J1a ce npeanpueMe MOAXOAd1Ia CTpaTerus 3a HaMalABaHe Ha TO3H PHCK
10 MUHHMYM (Bx. Touka 4.8 HexxenaHu nekapcTBeHH peaKUHH).

[MTauuenTH ¢ HATHYeH AehULIMT HA KApHUTHH nanMmuTor TpaHcdepasa (CPT) tun 2 tpabea xa 6vaar
npeaynpeaeHH 3a No-rojisM puck oT pabooOMHOIM3a, KOTATO IIPHEMAT BaJImpoar.

He ce npenopruBa NPpHEMaHETO HA ANKOXOJ 110 BPEME Ha JIEYEHHE C BAIINPOAT.

dena

[pu pneua Ha BB3pacT N04 3 TOAWHU C€ NMPENOPBYBA MOHOTEpANHs NpH NpeanucsaHe Ha JlenakuH
Xpouno 300 mg, HO nNpeau 3ano4uBaHe Ha TepanuATa, NOTEHLHAIHATa non3a o1 Jenakud XpoHo

300 mg TpabBa Aa ce OLICHHW CTIPAMO PHCKA OT YEPHOAPOOHO YBPEXKIAHE HIIH NAHKPEATHT NPH TaKHBa
nauMeHTH (BxK. Touxa 4.4. TexxKko yBpexKlaHe Ha YepHUs APo0 W BXK. CbIO TOUYKa 4.5).
EnnoBpeMeHHaTa ynoTpe0a Ha canMuyiaTy TpaOBa na ce u304rsa Ipy JAeLia 1o 3 roJHHH Mopaiu
OMAacHOCT OT YePHOAPOOHA TOKCUYHOCT (BXK. CBLIO TO4Ka 4.5).

bLOpeuHa HeAOCTATHLYHOCT
Moke da ce HAN0XKH HaMmaliaBaHe Ha ao3aTa. 1bi KaTo NpOC/ie ASBaHETO HA NNa3MeHaTa

KOHLIEHTpalMs MOXKE [1a € MOABEXKAALLO, A03aTa TPAOBa 1a C€ KOPHUIrHpa CbOOpa3HO KIMHUYHOTO
[pocneasBaHe.

Hatpn#
To3u nekapcTBeH NpoAyKT cbabpika 28,31 mg HaTpuit BbB BCAKa TabNeTKa, KOUTO €A EKBUBAJIEHTHH

Ha 1,4% oT NpenopbUUTENIHUA MakCUMaleH THeBeH npueM Ha C30 ot 2 g HaTpuil 3a BB3pacTeH.
4.5 Bianmoae#HcTBHA ¢ APYTH JIeKAPCTBEHH MPOIYKTH H ApYrH GpOpMH HA B3aHMOJeHCTBHE
BingaaHe HA BATHPOAT BLPXY APYTH JeKapCTBEHH CPEACTBA

Heeposenmuyu, MAQO unxubumopu, anmuodenpecarmu u 6en300uazenitu

Henaxkuu Xpono 300 mg moxke a noTeHuMpa epekra Ha Ipyrd NCUXOTPONHU CPEACTBaA KATO
HepponenTHUH, MAO HHXMOUTOpH, aHTUAENPECAHTH H DEH30/IMa3CTHHH; CIIEAOBATENHO CE NPENopbUBA
KITMHMYHO NpOociieisBaHe, KaTo MpH Heo0X0AuMOCT po3ara Tpadsa Ja ce KopurHpa.

Jlumu
HenakvH XpoHo 300 mg nsMa eexT BbpXy NNa3zMEeHUTe HHBA HA NHTHS.

Denobapouman

Jlenmaxun Xpono 300 mg nosuilapa rasMeHUTe KOHLICHTPaLUMH Ha ¢peHobapduTan (nopaau
HHXHOKWpaHe Ha uepHOAPOOHUA KaTabOIM3bM) H MOKE 14 C€ CTUIHE [0 cefailud, 0co0eHo npy Jeua.
CnenoraTenHo, npe3 NbLPBUTE |15 AHU OT KOMOWHHPAHOTO NEUYEHHE, CE NPENOPBYBA KIHHHYHO
[pociieAsBaHe ¢ HE3a0ABHO HAMANTSIBaHE A03ara Ha (peHoOapOHTal NpH BE3HHKBAHE HA CEAallis, KaTo
NpH HEOOXOIUMOCT Ce H3CNIeABaT TUTa3MEHHTE HHRA Ha deHODapOuTan.

[pumuodon

Henaxknu XpoHo 360 mg noBHLIABA IU1a3MEHUTE KOHLIEHTPALMK Ha MPUMUIOH C YTEKHABAHE HA
HeX<KeJIAaHUTE My peakluu (KaTo ceaaluns); TE3U NPU3HALH H3YE3BAT NPH ABJITOCPOYHO JIEHEHHE,
[penopbusa ce KIMHHYHO NpOCieAsBaHe, 0COOEHO B HAYA/1I0TO HA KOMOHHHpaHa Teparnus U NipH
HeOOXOAHMOCT — KOPEKLIUA Ha a03aTa.

Denumourn
Jenmakun Xpono 300 mg noHuwkapa o0LLIATA IJIA3MEHA KOHUEHTpaLUa Ha GpeHUTOUH. O
Jenakud XpoHo 300 mg ysenduasa csodoaHata ¢popma Ha (PEHHTOHH C BB3MOXKHOCT O
CHMITOMH Ha IIpeio3vpaHe (BanilpoeBaTa KUCENUHA H3MECTBA GEHUTOWH OT MeCTaTa
IU1a3MEHKWTE NPOTEHHH ¥ MOHIKABA YepHOAPOOHUS My KaTabonu3bmM). [Topaau Tosa cé




KIMHWYHO NpociieisBaHe; KOoraTo ce W3C/eABAaT Ia3MEHUTE HHBA Ha PEHUTOMH, TpAOBa 1a ce onpeneim
cBoboanara gpopma.

Kapbamazenuu
Hanuue ca ¢cboOIIeHHA 32 KIMHHYHA TOKCUYHOCT MPU CbBMECTHO NpWIarane Ha BaJINIPOAT C

kapOaMasenuH, ThH KaTo BANMPOAT MOXKe Ja MOTEHIIMPa TOKCHYHHA €(DEKT Ha KapbaMasenuH.
[NpenoppuBa ce KIMHHYHO NMpOC/esBaHe, 0cOOEHO B HA4aJIOTO Ha KOMOWHHMpaHaTa Tepailus, KaTo MpH
HeOOXOAHMOCT A03aTa Ce KOPHIUpa.

Jamompusicun

Henakun XpoHo 300 mg Hamangsa MeTabony3Ma Ha TAMOTPYDKHH M YBENTHYABaA CPEIAHHS MY
IMOTYXHBOT [OYTH JBa NBTH. TOBa B3aUMOJACHCTBHE MOXE 1a IOBEJE /10 YBEIMUEHA TOKCHYHOCT Ha
NaMOTPWKHH, B HACTHOCT CEPUO3HHA KOXKHU OOPHBH.

CrnenoBaTtesiHO, NpenopbyBa ¢€ KIIMHWYHO HabIoaAeHHe H KOPUTHpaHe Ha Jo3aTa (HaMalaBaHe 103aTa
Ha TAMOTPIOKHH) KOrato € HeOOXOIUMO.

Juoosyout
Bannpoar Moe 1a NMOBHLIY IU1a3MEHATa KOHLICHTpaLIMA Ha 3UI0BYAHH, KOETO J1a A0BeAE 0 MOBHIIEHA
TOKCHYHOCT Ha 3UJOBYAHH.

Denbarmam
BannpoesaTa KMCE/IMHA MOXKE Aa HAMAIH CPEAHUS KITHPBHC Ha ¢endamar ¢ 1o 16%.

Onanzanun
BanmnpoepaTta KMCENYMHA MOXKE Ad HAMAIH KOHLUEHTPALIWATA Ha OJJAH3alHH.

Pygpunamuo

BannpoeBaTa kucelnHa MOXe 1a A0BEAE A0 YBEAHYaBaHE Ha IUIA3MEHHTE HHBA Ha pyduHamu. Tosa
yBeJIMYEHHE 3aBUCH OT KOHUEHTPALMATA Ha BAINIpoeBa kKucenrHa. [ToBUIIeHO BHHMaHHE Ce H3HCKBa
0oco0eHO NpU Aela, Thil KaTO TO3M €(DEKT € [10-BUCOK B Ta3H MOIIy1aLus.

ITponoghos
BannpoepaTa KucesiMHa MOXe J10 IOBe/IE /10 YBENMUAaBaHe HUBaTa Ha nponodon B KpbeTa. [Ipn
e/THOBpPeMeHHaTa yrnoTpeda ¢ Bajinpoar, TpsadBa 1a ce 0OMHCIM HAMAIABAHE HA A03aTa Ha NPOonogolL.

Huvoounun

ExHoBpeMeHHOTO N€UYEHHE ¢ HUMOONUITHH U BAIMPOEBA KUCE/THHA MOXKE A YBEHWYH NJla3MeHara
KOHLEHTpalusA Ha HUMOAUITHH ¢ 50 %. CnegosatenHo, TpaOBa 1a ce HaMaJM J103aTa Ha HUMOIHUITHH B
CITYYaHn Ha XHITOTCH3HA.

Biausinne HA APYTH JIEKAPCTBA BLPXY BAIPOAT

[TpoTHBOENIIENTUYHHTE CPE/CTBA C €H3UM-UHAYLMpaLl €DEKT (B TOBA YHUC/IO DEHUTOHH,
deHobapbuTan, kapbamMa3enuH) MNOHWKABAT CCPYMHHUTE KOHUEHTpAaUMH Ha Bannpoar. B ciyyai Ha
KOMOHHMpaHa Tepanus, 103UTe TpsaOBa Ja ce KOPUTHPaT cChOOPAa3HO KIMHHYHHA OTFOBOP U HUBOTO UM B
Kp®HBTA.

Ot apyra ¢Tpada, komOMHauuaTa o1 denbaMar U BaNNpOAT NOHWKAaBA KIIMPBHCA Ha BANNpOEBaTa
KucenuHa ¢ 22% no 50%, v ceaoBaTeiHoO yBeAHYaBa MAa3MEeHUTE KOHLIEHTPAWU Ha Ba/INIpoeBaTa
kucenuHa. Jfosara Ha Bannpoar TpsadBa aa ce Habnroaasa.

MeTtaGonuTHTe Ha BANMNpPOEBaTa KUCEIIMHA MOTAT [1a C€ YBEJIHUAT B CJTy4al Ha €IHOBPEMEHHA yoTpeda ¢

OBbJAT BHUMATEHO HaONK01aBaHH 3a MNMpH3HAUH H CHMIITOMH Ha XUNEPAMOHUEMHA.

MednoKBHH MOBUILABA MeTA00IM3MA HA BANIIpOEBAaTA KUCEIHMHA H HMA KOHBYJICUBEH
TOBA B ¢/Iy4an Ha KOMOWHHpaHa Tepanus MOraT 1a Bb3HUKHAT eNHUISNTHYHHY MPHIIa




B ciyvali Ha eqHOBpeMEHHA ynoTpeda Ha BAIIIpoaT U CHITHO CBbP3aHH ¢ NMPOTEHHHTE BEIECTBA
(acnHpuH), CEepyMHHTE HMBa Ha CBOOOHATA BAINPOEBA KHCEIHHA MOTAT J1a C€ TOBHLLAT.

B ciyyait Ha eqHOBpeMeHHa ynoTpeda Ha BUTaMHH K-3aBMCUMH aHTHKOAryJIJaHTHH (pakTopH, TpaOBa aa
ce M3BBPIIBA CTPOTO NPOCNeAIBaHE HA NPOTPOMOHHOBOTO BpEME.

Husata MeTabonuTHTE Ha BaNMpOEeBaTa KMCEJIMHA MOTaT 1a Ce MOBHLIAT (BCEACTBHE HA pEayLIMPaH
qyepHOApoOeH MeTaboNnu3bM) B ClTyyal Ha €THOBPEMEHHA yIoTpeda ¢ UMMETHIUH WITH EPUTPOMHLIMH.

Kapbanenem (MaHANICHEM, MEPOIICHEM, UMHIICHEM)

Hamangasane HHMBaTa Ha BAINPOCBA KMCENWHA B KPBBTA, ca OWIM AoK1aJBaHU [P €AHOBPEMEHHATA
ynotpeda cbC CHABPXKALIMA KapbaneHeMH CpeACTBa, BoAelM 0 HamanasaHe ¢ 60-100% Hnsara Ha
BAINPOEBA KHCEJIHHA B MPOABIDKEHKE Ha 2 THH, MOHAKOra CBbp3aHo ¢ rbpyose. [lopaan Obp3oTo
HAYAJIO M CTereHTa Ha MOHW)XaBaHe, €JHOBPEMEHHOTO MPpUJIaraHe Ha ChABPXKALIM KapOarneHeMH
CpEJICTBA NPH MNalMEHTH CTAOWITU3MPpaHN Ha BAJIMPOEBa KUCEIMHA TpA0Ba J1a ce n3bsarea (Bx. Touka 4.4).
AKO JIeYEeHHETO ¢ Te3H aHTHOHOTHLIM MOke 11a ce u30erTHe, TpaOBa Aa ¢¢ U3BBPLIM CTPUKTHO
npocieasBaHe Ha KpbBHUTE HUBA Ha Jlenakun XpoHo 300 mg.

Pugpavmnuyun

Moske 1a [MOHHWAKH KPbBHUTE HUBA Ha BaJllPOEBa KMCEJIMHA, KOETO BOHM O JIAIICA HA TEPANEBTHYEH
edext. ETO 3a1110, MOKE /12 C€ HAJIO»KM [103aTa Ha BAINPOAT Ja ¢€ KOPUTHpa MPH CbBMECTHO
NpHiokeHHe ¢ pudaMULIHH.

[Ipomeasnu unxubumopu
[1Ipn enHoBpeMeHHaTa yrioTpeda Ha NpoTeasHH MHXHOWTOPH KaTo JIONIMHABHP, PHTOHABHD, C€ HAMaJIABar
Ia3MEHUTE HUBA HA BaINIpoOarTa.

Xorecmupamviun
[lpu enHoOBpeMeHHa ynoTpeda, XonecTHpaMUH MOXE a JOBeAe N0 HaMalliBaHE Ha IU1a3MEHHTE HUBA HA
BAIITIPOAT.

Memamuzon

MeTaMH30IBT MOXKE Ja HAMAJTH CEpYMHHTE HHMBA Ha BAJIMPOAT NPU €AHOBPEMEHHO TTPHIIOKEHUE, KOETO
1a JOBEAE 0 MOTEHLIHAIHO HaMAalIAiBaHe Ha KITMHUYHATA e(pUKaCHOCT Ha Barpoar. Jlekapure,
MpeANUCBALLH NeueHHe, TpsadBa ga HadmoapaT KIHHUYHHS OTTOBOP (KOHTPOJ Ha NPUNAIbLUUTE WIH
KOHTPOJ Ha HACTPOEHHUETO) M Ja OOMHCIIAT NPOCeAsABaHE Ha CEPYMHHTE HUBA Ha BAJIIIPOAT, aKo €
NOAXOAAILO.

Memompexcam

B HskOM noKnaau ce OMUCBa 3HAYHUTETHO HAMAJIABAHE HA CEPYMHUTE HHBA Ha BAJINPOAT CJIEA
NPIWIOYKEeHHe HA METOTpEKcaT ¢ MosBa Ha rbpuose. [lpeanuceauimre nexapu TpadBa aa rpocneassar
KIMHAYHUA OTTOBOP (KOHTPOJ Ha MLPUOBETE WM KOHTPO Ha HACTPOSHHETO) H J1a NipeABUAAT
NpocnelsBaHe HA CEPYMHHTE HUBA Ha BalNpoaT, ako € HeoOXoanmo.

Apyru B3auMoaeHcTBHA

Puck om yspesicoane na uepins opod
EnnoBpemenHara ynotpeda Ha canduuiaT TpaOBa Aa ce H304rsa npy Aeua rnoj 3 rogulliHa Bb3pact
nopajard pHUCK OT YepHOIPOOHA TOKCHYHOCT (BXK. ToUKa 4.4).
Eanoepemennata ynorpeda Ha Bannpoar ¥ MHOMXKECTBEHA aHTUKOHBYJ/ICUBHA Tepanus MNOBHLIABA PUCKa
OT YBpeK/aHe Ha uepHusa apod, ocobeHo npu MalkH Jela (BxXK. Touka 4.4).
EnHospemenHara ynotpeda ¢ kaHaOMAKON NOBHLLABA YECTOTATA HA NOBHILIABAHE HA €H3HMHHT
TpaHCaMHHa3K. B KIIMHMYHM NPOYYBaHUS MPY NALMEHTH OT BCHUYKH BB3PaCTH, MoJyyasallk
e JTHOBpeMeHHO KaHabuauon B n1o3u ot 10 no 25 mg/kg v Bannpoar, ce crodLIaBa 3a M08
ALT Haa 3 nbTH Haa ropHara rpaHyua Ha HopMara npu 19% ot mauuenture. Tpadsa 1
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noaxoasil MOHHTOPHHIT HA HCPHHA I.l,pﬂﬁ., KOrato BaJiripodart ce Hi3no13ea CAHOBPCMCHHO
AHTHKOHBYJICHBHH CpPEICTBd € NIOTEHUHAIHA XSITATOTOKCHYHOCT, BKJIOUUTCITHO KaHaOu




Ja ce 0OMHCIM HaMalnABaHe Ha J103aTa WK NpeKpaTsaBaHe Ha JICYEHHETO B ClTy4ai Ha 3HAYUTEHH
aHOMaJIMH Ha YepHOapoOHHUTE MapameTpH (BxK. Touka 4.4).

EaHOBpeMEHHOTO NPHI0KEHHE HA BAINPOAT H TOMHPAMAT H.IH ALl€TA301aAMHA € CBbLP3aHo ¢
eHuedasionaTnd W/ uau xunepamonuemus. [lauMeHTHTE NEKYBaHH ¢ TE3H JBA JIEKAPCTBEHH NIPOAYKTA
TpaOBa BHUMATEJIHO 1a ¢€ Ha0I0/1aBaT 3a MPU3HALM U CUMITTOMH Ha XHIIEPAMOHHEMHYHA
cHuedanonaTus.

Keemuanun
EnHoBpeMEHHOTO NMPUIOKEHHE HA BAIMPOAT ¢ KBETUANINH MOXKE 1A YBEJIWYH PHCKa OT
HEYTPOTEHUA/ICBKOTIEHHA.

Cpedcmsa CvbObpICALYU eCIMPO2EH, EKIOYUMETTHO COOBPIHCAUU €CMPOSEH XOPMORWIHU
KOHmMpayenmusy

Ectporenure ca HHAYKTOpH Ha W3odopmu Ha UDP-rnokypoHosun tpancdepasara (UGT), yuacrBaium B
rTIOKYPOHHpPAHETO Ha BAIMNPOAT U MOTaT /1a YBEAHYAT KITUPBHCA Ha BATIIPOAT, KOETO Aa AOBENE A0
HaMa/leHa CEpYMHA KOHLICHTPALIMA Ha BAINPOAT H Bb3MOXHO HAMA/IBAHE Ha €PUKACHOCTTA Ha
pasmpoarta (Bx. Touka 4.4). Jla ce obMucIH npocneasBaHETO HA CEPYMHUTE HUBA Ha BaNNpoar,

Ot gpyra cTpaHa BAIIpOAaT HAMAa €H3UM-HHIYLUHpaLll eQeKT; BCAEACTBUE HAa TOBA, BANNPOAT HE CHYWKABA
e(h)eKTHBHOCTTA Ha eCTPONPOrecTATUBHHTE CPEACTBA IPH KEHH B3eMallli XOPMOHATHH
KOHTpALEITTHBH.

ITusaram-konocupanu rexapcmsa

EnHOBpeMeHHOTO MPUIIOYKEHHE HA BANPOAT H MTHBAIAT-KOHIOTHPaHU JiekapcTea (KaTto LedIHTopeH
MHBOKCHIT, aaedOBUP AUITHBOKCH, MUBMELMJIMHAM M MUBAMIIMLIAIMH) TpAOBa Aa ce u30sArea nopaau
MOBHUIEH PUCK OT U3UCPIIBAHE HA KAPHUTHUH (BXK. ToYka 4.4 []aliMeHTH ¢ pUCK OT XMMMOKapHUTHHEMHA).
[TanueHTHTE, NPH KOUTO HE MOKE /1a ¢€ U30ErHe CbBMECTHOTO NMpUIoKeHHe, TpadBa aa Obaar
BHUMAaTEMHO HabmoJaBaHH 3a NPU3HALK ¥ CUMITTOMH Ha XUITOKAPHUTHHEMMA.

Knozanun

EnHoBpeMeHHOTO JIEYUEHHE ¢ BAINPOAT U KIO3alKUH MOXKE Ja MOBUILH PHCKa OT HEYTPOIEHHS H
KJIO3anNHH-HHAYLHPAH MUOKApAUT. AKO € He0OX0aHMa CHITBTCTBALLA YTIOTPeDda Ha BAJINPOAT ¢ KIO3AITUH,
¢ HeOOXOIMMO BHUMATEIRO IPOC/IeISBAHE U 3a IBETE CHOUTHAL.

4.6 DepTHARTET, OPEMEHHOCT H KbPMEHe

bpeMeHHOCT H KCHH ¢ 1eTepoAeH NOTEHLHAJ

Jevenue nHa enwiencus

e Bajnpoart e NpOTUBOIOKA3aH MO BpeME Ha OPEMEHHOCT, OCBEH NMpH JIUNCA Ha MOAXOAALLO
ATTEPHATHBHO JICHYCHHE

¢ BajnpoarT € NpOTHBOIIOKA3aH ITPH XKEHU ¢ AETEPOACH MOTEHIHAI, OCBEH KOTaTO ¢a U3ITb/IHEHU
ycnoeuaTa Ha [lporpamara 3a npeanassaHe OT OpeEMEHHOCT (BXK. TOUKH 4.3 u 4.4)

Heuenue na bunosipro pazcmpoicmeo
¢ Bannpoar ¢ npoTHBONOKa3aH NoO BpeMe Ha OPeMEHHOCT

e Bannpoart € npOTHBOIMIOKAa3aH NPH kKEHU ¢ AETEPOAEH MOTEHLIHA, OCBEH KOTaTO ¢a U3MbJIHEHH
ycnoeuaTa Ha [IporpamMara 3a npeanasgade OT OpeMEHHOCT (B, TOUkM 4.3 1 4.4)

TepaToreHHOCT M e()eKTH BLPXY Pa3BHUTUETO N ulerQ EKCIO3HIUS

Puckoee, cebp3anu ¢ excnozuyud Ha sampoam no 8pese Ha bpeMeHnocm
[Ipu ;keHHUTE, KAKTO MOHOTEPANUATA ¢ BAINPOAT, Taka U NOJUTEpANUATA C BANNPOAT
APYTH AHTHEMTHISTITULH, YECTO Ca CBBP3aHH ¢ a0HOPMEH HW3X0/1 HA OpPeMEHHOCTTA.



Hanuunure JaHHM NMOKA3BAaT YBENIMYEH PHCK OT TEXKH BpPoAeHH MAIGOpMaLMK U HapyLUICHNA Ha
pPa3BUTHETO H& HEPBHATA CHCTEMA U B ABATA ClIydasd — KAKTO MPU MOHOTEPANsA, Taka H MpH
[IOJIMTEPANHA C BANIPOAT, B CPAaBHEHHE C MOMyalys 0e3 eKCIIO3UIHA Ha BaJpoar.

[TokaszaHo e, ue BaJINpOAT NPeMHHABA Mpe3 [UalleHTapHaTa Dapuepa KaKTo MpH KHBOTUHCKH BUIOBE,
TaKa M fIpY Xopa (BxK. TOYKa 5.2).

[TpH »KHBOTHH: MPH MHLLUKH, TUTEXOBE M 3afL{H ca IOKa3aHHM TEPATOreHHH eheKTH (BXK. TOUKa 5.3).

Bpooenu margopmayuu 6 pezyimam na excro3uyud in utero

MeTaaHaiK3 {BKIKOYBALL pericTPH ¥ KOXOPTHU NPOYYBaHHA ) TOKa3Ba, 4ye okoJio 11% oT nenara Ha
KEHHU C ENMJIEINCHA, EKCTIOHUPAHH Ha MOHOTEpANMA ¢ BANNPOAT Mo BpeMe Ha OpeMEeHHOCTTa UMart
TEXKK BpoAaeHH Mandopmauuu,. ToBa e noseye OT pUCKaA 3a TEXKKH MangopMalHH B oOLIaTa
nomyaaLus (okono 2-3%). PUckbT 3a TEXKH BpoAeHN Man@opMalUUd NpY AeUa Chel in utero
EKCITO3HIIHA Ha aHTHENWJICITHYHA JICKapCTBEHA MOIUTEPANINASA, BKJAIOUYBALLA BaJIIIPOAT, € MO-BUCOK OT
TO3Y Ha aHTHETNIWJICMTTHYHA JICKapCTBEHA TEpanug, KOATO HE BKJIIOYBA BAJIIIPOAT.

PHCKBT € M0303aBUCHM [PH MOHOTEpAl{A ¢ BANPOAT, KATO HAJIMYHUATE JAHHH MOKA3BAaT, 4e €
O0303aBUCHM M NIpH NOJIMTEpanHA ¢ Banpoart. Belpekn ToBa, Aparopata 103a, MNoJ KOSTO HE
CBIIECTBYBA PHUCK, HE MOXE /1a C€ OIPEaeIIH.

HanuyHHTe NaHHHM MOKA3BAT HApPACTBAHE Ha CYYAUTE HAa MAJIKHU U TEXKHU Mangopmauuvd. Han-
YyecTHTE CJIY4an Ha MaidopMaluy BKIIOUBAT ACGEKTH Ha HEBpATHATA TPBHOa, THLEB TUCMOPPU3BM,
3aellIKa YCTHA U BbJIUYa NacT, KpaHUOCTEHO3a, CbpACYHH, OBOPEUHH W YPOreHUTANHHU Ae(EeKTH, H
nedeKTH Ha KpaitHULMTE (BITIOUYUTEAHO ABYCTPAHHA alUla3vs Ha AbYEBATA KOCT), U MHOXKECTBO
AHOMAJIHHM Ha Pa3/INYHHU CUCTEMH B YOBELIKHA OPraHH3bM.

EKCoO3HUHATA in uferc Ha BAJIIPOAT MOXE 14 JOBEIE A0 YBPEK/IAHE Ha CITyXa HIIH IJTyXoTa nopaau
ManpopMaLiMy Ha YIITUTE W/HIK Hoca (BTOpHYeH edeKT) W/HITU AUPEKTEH TOKCHYEH €(EKT BbPXY
cnyxoBus anapar. CnyyauTe ONMUMCBAT KaKTO €AHOCTPAHHA, TaKa W ABYCTpPaKHa [J1yXoTa UiH
yBpexaaHe Ha cnyXa. He 3a BCHuYkH ciiyyau ca cwobieHH pesynratu. Korato ca cvo0LeHu
Pe3yNTATH, B MO-TONAMATA YacT OT CIYHAaHTE He ¢€ Ha0MIJaBra Bb3CTAHOBABAHE.

EKCRO3HLIMNA in ufero HA BANMPOAT MOXKE Ja AOBEAE A0 O4HH MaidopMaLMy (BKIIOUUTEIHO Konoboma,
MHKpOdTATMHS), KOUTO C€ CbOOLLABAT BBB Bpb3Ka ¢ APYrH BpoaeHu masdopmauuu. Te3n ouyHu
MangdopMauMK MOTraT /1a 3acerHaT 3peHHETO.

Hapyuienus ¢ pazeumuemo na vepgHama cucmemMa 6 pe3yimam Ha eKcno3uyuws in utero
JaHHH MOKa3BaT, Y€ eKCIMO3ULHSA Ha BANNPOAT in ulero MOXKe 1a UMa HEONAronpusaTHH €PeKTH BLPXY
NCHXHYECKOTO H (PHIHUYECKOTO pa3BUTHE HA AeLATa, H3TOKEHH HA TaKaBa eKCIMO3HLUA. PUCKDBT OT
HapyLUEHHA B Pa3BUTHETO HA HEPBHATA CUCTEMA ( BKIIIOYUTEHO ayTH3BbM) H3MIIEXAA € 10303aBHCHM,
KOraTo BaflmpoaT ¢ce U3NoMi3Ba KaTo MOHoTepanus. Bsnpexku ToBa, nparopaTa 103a, oA KOATO PUCKBT
He CBHLUIECTBYBA, HE MOKe Jia C€ YCTAHOBH Bb3 OCHOBA Ha HANTHYHMTE daHHW. KoraTo Banmnpoar ce
H3M0/13BA KaTO NMOJWTEPAIvs ¢ APYTrd aHTHEMWIENTUYHH J1€KAPCTBEHH NPOAYKTH, PUCKBT OT
HapYyLI€HNS B pa3BUTHETO Ha HEPBHATA CMCTEMA B [TOKOJIEHHUETO CBILO 3HAUHTE/THO C€ YBE/IHYaBa B
CpaBHEHME C TO3M MpPH Aela OT oduIaTa Momnyjauus “id poAeHHU OT HEJIEKYBaHU MAHKH C EMH/IENCHS.
TOYHHAT PHCKOB recTaluMOHEH MEPHO 3a Te3H e(PeKTH € HECUTYPEH H Bb3MOXKHOCTTA 3a PUCK N0

BpeMe Ha LisijiaTa OpeMEeHHOCT HE MOXKE 1a C€ U3K/TIOUM.

Koraro Banrnpoat ce npuiara KaTo MOHOTepaius, Mpoy4YyBaHus NpH JcUa B Npeay4YH/IALIHA Bb3pacT,
H3/10K€HH HA €KCMO3HULMSA Ha BAINPOAT i utero No BpeMe Ha OpeMEeHHOCT nokassar, 4e B 10 30-40%
OT ¢cnyyauTe ce Habmoaasa 3adaBaHe B TAXHOTO PaHHO Pa3BUTHE KaTO: FOBOP, MO-KBCHO MPOXOKIaHE,
O-HUCKH UHTEJIEKTYAJIHH CIIOCOOHOCTH, JIOLIH €3UKOBH YMEHHS (rOBOpeHE H pa3dupaHe) u npobiemMu
C MaMeTTa.

KoedpuuureHT 3a HHTENUreHTHOCT ([QQ), OLIeHEH MpH Xeua Ha 6 roavHH ¢ AaHAMHE3a 34 eKCIO3HLUHMS Ha
BANINPOAT in utero, € cpeAHO 7-10 MyHKTa NO-HUCHK OT TO3U MPH Jella, KOWTO €a U3JI0XKEHH Ha JJPYIH
AHTHENWIETITHYHH TIPOAYKTH. UMa nokazare/icTsa rpu Aeua ¢ eKCIIO3ULUSA Ha BANIPOAT, Y ACKBHO
HapylllaBaHe Ha MHTEEKTa Mo)Ke Aa ObAe HE3aBUCUM OT KOSDUIUUEHT HA UHTEJIMTEHTHOZA (@ L He 0
MalikaTa, BbNPEKH Y€ pOJIsTA HAa CMYILLABALINUTE PAKTOPH HE MOXE J1a C€ M3KIO4HY NpH/Aal

™
JIaHHUTE 1O OTHOLIEHHE HA IBJITOCPOUHUA M3X0/ Ca OTPAHUUYCHH. = [opfyRs
HanauuuuTe JaHHH OT NOMyNauydoHHO 0a3upato U3NMUTBAHE MOKA3BAT, Ye AeuaTa ¢ eKqGRAUINEHg:
BAJITIPOAT {A lifero ca ¢ NOBULIEH PUCK OT Pa3CTPOHCTBA B AYTUCTUYHHSA CIIEKTHP (TIPHY @ TR ¥
] -
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3 MBbTH) U JE€TCKH ayTH3BM (OKOJIO 5 TbTH) B CPABHEHHE C MOTYJ1aUHUATa HA TE3H 0e3 €KCIIO3HUMA B
MPOYYBAHETO.

HanuuuuTe AaHHH OT IPYToO NOMyJalMOHHO Da3HpaHO U3MMTBAHE MIOKA3BAT, Y€ AELATa U3JI0KEHH Ha
eKCIMO3MLMA Ha BANINPOAT in ulero ca ¢ MOBHLIEH PUCK OT Pa3BUTHE HA CUMIITOMH KaTO ASQULMT Ha
BHUMAHHETO/XHIIEpaKTUBHO pa3cTpoiicTeo (attention deficit/hyperactivity disorder, ADHD)
(npubausurento 1,5 MbTH) B CpaBHEHHE € MOMYJaLMATA HAa Te3H 0€3 eKCMO3ULIMA B IIPOYUBAHETO.

[leya om dcencku noit, 0e8OUKYH U JCEHU C OemepPOOer ROMEHYUAR (6. no-2ope U moyxka 4.4)
CpeacTea ChbAbPAKALUM €CTPOT€H, BKIIIOYHTEHO ChABPXKALLY €CTPOrCH XOPMOHATHH KOHTPAaUENTHRH
MOTAT [1a YBeJIWYaT KIMPbHCA Ha BAJIMPOAT, KOETO OH MOTTIO Ja TOBEAE 10 HAMAIBAHE HA CEpYMHATA

KOHLIEHTPALMA HA BAIPOAT M B3MOXHO HAMANABAaHE Ha €PEKTHUBHOCTTA Ha BAMPOAT (BXK. TOUKH 4.4
H4.5)

Axo dicenama naauupa bpemenrocm

3a NoKa3aHMETO eIMWISNCHs, aKO KeHaTa MaHKpa Aa 3adpeMeHee, TepanuaTa ¢ Baanpoar tpsdea fa ce
MPEOLICHH OT CMELHAJIMCT C OITUT B JICYEHHUETO HA EMAJIENICHA U Ja ce OOMHUCIIAT AITEPHATHBHH
Bb3MOKHOCTH 3a JieueHue. TpadBa na ce NojIoxKaT BCHUKH YCWIMS, 3a [1a C€ IPEMHHE HA MOAXOLIO
ATTEPHATHBHO JIEYEHHE NPE]IM 3a4€BAHETO U NPEAH NMPEKpaTABaHe Ha KOHTpaUuenuMaTa (BXK. Touka 4.4).
AKO CMAHATa HA JIEYCHHETO HE € Bb3IMOXHA, sKeHaTa TpADBa 1a NoIyyu JOMbIHUTEHA KOHCYNTalUs
OTHOCHO PUCKOBETE C BAINPOAT 3a HEPOAEHOTO AETE B MOJAKPena Ha HHPOPMHPAHOTO H B3eMaHe Ha
peLeHue OTHOCHO CEMEHHOTO IUTAHHpAaHe.

3a nokazadreTo OHNONAPHO Pa3CTPOHCTBO, AKO JKeHaTa IUTAaHMPa Aa 3adpemeHee, TpAOBa Ja ce npoBeae
KOHCYJITALHA ChC CIMEUHATHCT ¢ ONUT B JICHEHHETO Ha OUIIOASAPHO Pa3CTPOUCTBO M JIEYEHHETO C
BAJIIIPOAT TPAOBA a C€ NPEeYCTAHOBH, U aKO € HeOOX0AUMO, TpA0Ba Ja ce NPEMHUHE Ha ANTEPHATUBHO
feYeHHe Apeau 3a4EBAHETO U MPEIH NpEeKpaTaBaHe HA KOHTPAUEILHATA.

Bpemenitu ncenu
Banmpoar kaTo JieueHue 3a OUIIONAPHO pa3CTPOHCTBO € MPOTHBONOKA3aH 3a yIotpeda no BpeMe Ha
OpemenHOCT. Bannpoart, KaTo jicueHHe 3a ENWICTICHA € NPOTHBONOKA3aH pH OPEMEHHOCT, OCBEH KOraTo
HAMA NMOAXOAAI0 ANTEPHATUBHO JieueHHe (BX. TOUKU 4.3 1 4.4).
AKO 3KeHa, KOATO Ce JIEKYBa ¢ BaInpoar, 3adpeMeHee, T TpaOBa HE3a0aBHO Ja C€ HACOYH KbM
CMELHANHKCT, 3a Aa ce 00CHIAT anTepHATHBHH Bb3MOXCHOCTH 3a JieueHue. [10 BpeMe Ha OpemMeHHocCT,
TOHHYHO-KJIOHHYHHTE I'bpUYoBe NPY MaHKaTa U €MUICNTHYEH CTATYC ¢ XHIOKCHA MOTaT [1a HOCAT
onpeaeaeH PUCK OT CMBPT 3a MalKaTa H IUI0/1A.
AKO, BBIIPEKH H3BECTHHTE PUCKOBE ¢ BAJHIPOAT NpU OPEMEHHOCT U CNed BHUMATENHO OOMUCIIAHE HA
aJITEPHATHBHO JIEYEHHE, TIPH HKTIOYHUTETHH 00CTOATENICTBA OpeMeHHAaTa XKeHa Tpa0Ba Aa rnoayuaea
BAJINPOAT 3a €MTUJIENCHS, TPENOpPbYBa Ce Aa:
® (e M3M0JI13Ba Hall-HUCKATa ePeKTHRHA 1034 M 1a Ce pasfenid AHEBHATA /103a BAINpPOoAT Ha
HAKOJNKO MAJIKM A03M, KOWTO TpAOBa 1a ce NpUEMaAT fpes Lenud neH. YnortpedaTa Ha
nekapcTBeHa (GopMa ¢ yABIDKEHO OCBOOOKIaBaHE MOXKE /1A € 3a NPEATIOUUTAHE Npe] APYTH
nexkapcTBeHH POPMH, 3a Aa ¢e W30erHaT BUCOKH MAKCHMATHH TUIa3MEeHH KOHLIEHTPALMH (BXK.
Touka 4.2).
BCHUKH NALHEHTKH ¢ €KCIIO3HULIMA HA BAJITIPOAT MO BpeMe Ha OPEMEHHOCT W TEXHUTE NapTHREOPH TpabBa
na 6b1aT HACOUEHH KbM CITCLHAIKCT ¢ OMNUT B TEPATONOrUATA 3a OLIEHKA H KOHCYJITUpaHe OTHOCHO
eKCroHHpaHaTa OpeMeHHOCT. TpaOBa 1a ce U3BBPLUBA CMEUHATH3IUPAH NPeHaTalleH MOHUTOPHHT 3a
OTKpPHBaHE Ha BH3MOXKHA NOABA Ha AedeKTH Ha HEBpaJiHaTa TpbOa WIH Apyrd MaldopMaLuy.
[TpuemaneTo Ha nobOaBku ¢ PonveBa KUceIUHa Npead OpeMEHHOCTTa MOYKE 1a HAMAJIH PUCKA OT
nedeKTH Ha HeBpaslHaTa Tpb0a, KOUTO MOTaT /A ce MOABAT NPH Begka OpemenHocT. Hannunure 1aHHM
obaue, He npearonarar, ye oaMepaTa KMCEIMHA MPeAOTBPaTABA MOABATA HA BPOACHH ASPEKTH UK
MasipopMalMy NOpaay eKCNO3HUHA Ha Balfpoar.

Puck 3a hosopoodenomo
- MHoro paako ca A0KJaiBaHUW CITy4Yad Ha XeMOParH4eH CUHAPOM NPH HOBOPOAE @
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ca [PUEMAaTH BAIIIPOAT 10 BPEME Ha OpeMeHHOCT. 103H XeMopardyeH CHHAPO! fvL '*
TPOMOOLMTONEHHA, XUITOPHOPHUHOTEHEMHS W/HWITH A0 HAMalsBaHe Ha ApyTH ¢af

KpbBOCBCHPBaHETO. APUOpUHOreHeMHs € JOK/aABaHa ChIIO U MOke Ja Obae pary




To3u xemoparudeH cMHApPOM, obaue, TpsadBa 4a ¢ pa3rpaHHYH OT HaMalSBaHETO Ha BUTaMHUH K-
3aBHCHMHTE (PaKTOPH, HHIYLIMpaHH oT ¢eHodapOUTa H eH3UMHHU HHAYKTOpU. CleA0BaTENHO,
Opoa Ha TPOMOOLUTHUTE, HUBOTO Ha PHOPHHOrEHa B NJla3MaTa, KOaryJaluHOHHH TECTOBE H
(dhakTOpU Ha KPBbBOCECUPBAHETO TPAOBA Ja C€ U3CIEABAT IIPH HOBOPOIAEHH.

- Ciy4au Ha XMIOIMMKeMHUs ca OWIN JOKNIaJBaHUA MPH HOBOPOAEHH, YHHTO MAHKH €A NPHEMAITH
BAJINIPOAT MO BPEME HA TPETUS TPUMECTHP OT OPEMEHHOCTTA.

- Chnyuas Ha XMIIOTHPEOHIU3bM ca OUTH AOKIAABAHH NP HOBOPOJAEHH, HHHTO MaHKH ca
npyUeMaliy BaaNpoaT no BpeMe Ha OpeMeHHOCTTA.

- CHHIpOM Ha OTHEMaHeTo (KaTo, U B HaCTHOCT Bb30yAa, pa3apasHUTENTHOCT, CBPbXBB30YAHUMOCT,
HEPBHOCT, XMIIEPKUHE3HA, HAPYLLIEH TOHYC, TPEMOP, KOHBYJICHH H HApDYLIEHHS HAa XPaHEHETO) MOXeE
fa Ce MOSIBH MpH HOBOPOASHH, UANTO MAHKH ca MPUEMAlTH BaINpoarT Mo BpeMe Ha NOCISIHUS
TPUMECTBP OT OPEMEHHOCTTA.

Muke H NOTEHIHAIEH PHCK OT PAa3¢TPOHCTBA HA HEBPOJOrHYHOTO PA3BHTHE NPH JeUa YHHTO
Damy ca JieKyBaHH ¢ BAINPOAT npe3 3-Te Meceila npeH 3a4eBaneTo.

PeTpocnekTHBHO 00CEPBALIMOHHO MPOYYBAHE B 3 CKAHAMHABCKH AbPXABH NOKA3BA NOBULLIEH PHCK OT
pa3CTPOICTBA Ha HEBPOJIOTUYHROTO pa3BuTHE (neurodevelopmental disorders, NDD) npu neua (ot 0 oo
| I-roaina BB3pacT), YHKTO Oallm ca IEKYBaHH ¢ BANINPOAT KaTO MOHOTEpanMsa npe3 3-Te Mecela
[peay 3a4CBAHETO, B CPABHEHHE C JeLaTa, YAUTO Oallly ca JIEKYBaHH ¢ JTAMOTPIKHH WK
JieBETHpALIETaM KAaTO MOHOTEpanus, ¢ 0000LEeH0 KOPUTHpaHo ChoTHOLIEHHE Ha pyucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuar kymynatueeH puck ot NDD Bapupa mexay 4,0% n 5,6 % B
rpyInara Ha BaJnmpoat cnpsamo mexay 2,3 % u 3,2 % B komOuHUpaHaTa rpyna Ha
NnaMOTPpHXKHH/TeBeTHpaueTaM. [IpoyuraHeTo He € JOCTaThYHO MalLabHO, 34 [a e W3C/IEABa BpB3KaTa
cbe cnendnuHr noaTunose NDD, a orpandyeHuaTa Ha NPOYYBAHETO BKIIOYBAT MNOTEHILIHATHO
»3aMBIIABAHE™, CBBP3aHO C MOKA3aHUETO H Pa3/IMKH BBB BPEMETO Ha MPOCHEAABAHE MEXIY MPYIINTE C
ekcnozuumsa. CpeIHOTO BpeMe Ha NMpOociaeAaBaHe Ha Aeuarta B rpynara ¢ Bajanpoar papupa mexay 3,0
u 9,2 ronuHu B cpasHeHMe ¢ 4,8 1 6,6 roaAHHM 3a AeuaTa B rpyrnara ¢ JJaMOTPH>KHH/NIEBETHPALIETAM.
Kato wano e ps3MoxeH nopuineH puck ot NDD nipu aeua Ha dauy, nekyBaHud ¢ Baanpoar npes 3-te
Mecela MPeay 3aUeBaHeTO, HO TIPUYHUHHO-CISACTBEHAaTa Bph3ka ¢ ynotpebdara Ra Bainpoar He e
noTBLpAeHa. OCBEH TOBA B [IPOYUBAHETO HE € OleHeH pucKeT oT NDD npu aeua, ynurto dauu ca
CMpEeNH NPUEeMA Ha BaJINpoaT Nose4de OT 3 Mecella NPEIH 3aUeBaHETO (T.€. € Bb3MOXKH2 HOBA
criepMmatoreHesa 6€3 €KCIIO3HUMA HA BANIPOAT).

KaTo npeanasHa MsapKa, MPeAMUACBALLIMTE NeKapy TpAOBa Ja HHPOPMHPAT NAlUEHTHTE MBbKE 32 TO3H
NOTEHUHANIEH PHCK M 1a 00CHAAT HEOOX0AUMOCTTA OT €(PeKTHBHA KOHTPALIETLMS, BRJIIIOUHTE/HO 34
NapTHROpPKaTa, AOKaTO H3IOI3BaT BANIMPOoaT 4 NOHE 3 MeceLa crie/] NpeKpaTaBaHe Ha NeYeHHETO (BK.
TouKa 4.4). TIauMEeHTUTE OT MBKKH MO HE TpAOBa A& IapsABAT CNepmMa Mo BPEME Ha JIEYEHUETO U B
NPOABIKEHHE HA MTOHE 3 Mecella CNIEA NPEKPATABAHE Ha JICYEHUETO.

[TlauHeHTHTE MBXKE, NSKYBAHHW C BaINpoaT, TPA0Ba PEIOBHO J1a ¢ Mpernexaar OT JIeKyBallKs I
nekKap, 3a J1a ce rpeueHy JanH BAINpoarsT € Hal-MOAXOASIIOTO JIeYeHWe 3a TAX. 3a MalUeHTH OT
MBIKKH MON, KOUTO [JIAHWpAT Aa 3adeHar AeTe, TpAOBa 1a ce oOMUCHAT U 1a ce O0CHAAT ¢ TIX
MOAXOAA11H ANTEPHATHBH Ha JIeueHUeTo. BbB BCeKHW OTAENEH cayuait Tpadea fa ce npeueHT
HHAUBHAYATHUTE 06cTosTencTRa. [IpenopbyBa ¢ce mpu HEOOXOAUMOCT f1a C€ MOTHPCH CHBET OT
CNIELHANTHCT C ONMT B JIEUCHHETO HA CTIUIENCHS HAM OUNONIAPHO pa3CTPOMCTRO.

Knpmvene
EkckpelpaTa Ha BaJIpoaT B KbpMAaTa € HHUCKA, ¢ KOHUeHTpallusa Mexay 1% no 10% ot cepyMHuTe HUBa

Ha MaitkaTa. Bb3 OCHOBA Ha JIMTEPATYPHHUA H KIIMHUYECH ONUT, KbPMEHETO TpAOBa Ja ¢e nmpepazrieaa
KaTo ¢€ B3e¢M¢ NoJ BHHMaHKe npoduna Ha Oe3onacHocT Ha JlenakHH XpoHo 300 mg, ocobeHo

X€MAaTOIOTUMHUTE HApYLIeHHd. (BK. Touka 4.8 HexenaHu NeKapCcTBEHHU peakiivH).
Tps0bpra 1a ce B3eME pelLlIEHHE OTHOCHO CIIMPAHE HAa KbPMEHETO WM NPEyCTaHOBABAHE/ OrpayMg
neueHHeTo ¢ Jlenakun Xpono 300 mg, KaTo ce UMAT NpeABUA TION3HTE OT KbPMEHETO 3a TR
NoJ13aTa OT JIEUEHHUETO 3a MaHKara.

PepTrHaAnTET




HMa cnoOl1LeHHs 3a aMeHOPes, MOJIMKHUCTO3HH ANYHULIM U YBEIHYEHH HMBA HA TECTOCTEPOHA NPH
KeHH, TIpHeManu Bannpoar (Bx. Touka 4.8). [Ipunarasero Ha BANpOAaT MOXKE CbILO A4 HApYILIH
depTunurera npu Mbxe (Bx. Touka 4.8). Hapyuiennara Ha GpepTHANTETa B HAKOH CIIyUaH ca
oOpaTUMH Haii-MaJIKo 3 Mecella clie]] peyCcTarROBABaHE Ha NeueHHeTo. OrpaHdyeH Opol Kok1aBaHu
CITyuau MPeAIo1arar, 4e 3HaUMTENHO HAMAJISBAHEe Ha J103aTa MOXE Aa Noao0pH PepTHIIHTETA.
Bunpeku ToBa, B ApYry Clly4ad, HAMa JaHHH 32 00paTUMOCT Ha 0e3MI0AHEeTO NPH MBXKE.

4.7 EdexkTH BbpXY CIOCOOHOCTTA 32 IIodHPpaHe H padora ¢ MALLHHH

[TarmenTure TpAOBa Aa OBAAT NPEAYNPEACHH 32 PHCKA OT CHHJAHBOCT, OCOOEHO B CIyYaH Ha
NMPOTHBOIBLPUOBA NONUTEPANKs WK B KOMOHHaUMA ¢ OeH304Ha3eNUHH (BK. Touka 4.5 [Ipyru
B3aMOEHUCTBHA ).

4.8 Hexenann JeKapcTBEHH peakUHH

Hanonieana e caearHaTta CIOMS kiacudHKaiibs 3a YECTOTA HA HEXKEJIAHHUTE JIEKAPCTBEHHU PEAKLHM:
Mmuoro uectu (Z1%); dectu (1% U <10 %); HeuecTH (Z0,1 u <1%); peaku (=0,01 u <0,1%); MHOTO
peaku (<0,01%); ¢ Hen3BeCcTHa YeCcTOTa (OT HATHYHHUTE JIaHHU HE MOXKe Ja OBAC HanpaseHa OLECHKA)

Bpooenu, gpamiwtnu 1 cenemunnu napywmenusi(eusxc moyxa 4.6)
Bponenu mandopMali W HapYILIEHUA B pa3sBUTHETO (BXK. TOYKa 4.4 1 Touka 4.6).

Hapywuenua na kpvenama u aumgpnama cucmema

Yectu: asemud, TpombounTtoneHus (BxK. Touka 4.4)

HevecTH: maHUUTONEHHUA, JICBKOTICHHA

Penku: HeZOCTaATBYHOCT HA KOCTHHUS MO3BK, BKIKOUMATEIHO YMCTA aria3ug Ha YEPBEHHS KPbBEH pen,
arpaHynoIMTO3a, MAKPOLIMTHA aHEMMS, MAKPOLIUTO3a

Hzcnedsanus

Penxu: noHMXEHHU HABA Ha KOoarylalMOHHUTE GaKTOpH (TIOHE HA € JUH OT TAX), OTKIIOHEHHUA B
KoaryJlJallHOHHUTE TeCTOBE (HaAlpUMeEp YIB/KEHO MPOTPOMOUHOBO BpeME, YABNXKEHO aKTUBHPAHO
MapuyHanIHoO TpOMOOIUIACTUHOBO BpeMe; YABIIKEeHO TPOMOHHOBO BpeMe; yBeaudcH INR) (Bix.
TO4YKH 4.4 u 4.6), HeAOCTUT HA OHOTHH/OMOTHHMKIA3A

C Hen3BeCcTHa yecToTa: npyaoOHTa aHoManus Ha Pelger-Huet*

*CroOluara ce 3a npuaodura anomasus Ha Pelger-Huet B ciiyuau cbC ¥ 0€3 MHENOAUCILIACTHYEH
CHHIAPOM.

Hapyuenus na neperuama cucmema

MHOro 4ecTH: Tpemop

UecTH: ekcTpandpaMHAHU HAPYLLEHHUS, CTYNOP*, COMHOJIEHTHOCT, KOHBYJICUM ™, HAPYLLEHHA B
naMeTTa; riapodoike; HUCTArbkM, HAKOJMKO MHHYTH CJIel HHTPaBeHO3HA HHXKEKLIHA MOXKE 1a HACTBITH
3aMaiBaHe (IpH HHTPAaBEHO3HO MPIIOKEHHE, 3aMassHOCT, MOXKE A4 C€ MOJIYYH 34 HAKOJKO MHHYTH H
OOHKHOBEHO H34E3BA CMIOHTAHHO CMEA HAKOIKO MUHYTH)

HeuecTr: koma*, enuedanonarua™®, neraprua®, oOpaTtuM NapKUHCOHU3BLM, ATAKCHA, NAPECTE3MA.
HeuecTu: yTe)XKHEHH KOHBYJICHH (BXK. TOUKa 4.4)

Peaku: obpatuMa neMeHUMs CBbp3aHa ¢ oOpaTiMa LepebpaliHa aTpodua, KOTHUTHBHH HapylIEHHA
*CTynop H Jietaprus, BoAeLH MOHAKOra A0 NpexoaHa Koma/eHnedanonartds; Te ca Ouau
CAMOCTOATETHH UJIH CBBP3aHH ¢ MMOBHLLIABAHE YECTOTATA HA MPUOBETE B X0/1a HA TEPANUATA, H
HaMansBaT NpH CIIMPaHE HAa JICUEHAETO Wi NIOHW)KAaBaHE Ha J03aTa. 1e3M cay4au Bh3HUKBAT Hal-
YECTO NpH KOMOUHHpaHa Tepanus (ro-cneyruanHo ¢ eHobapbuTan WiM TOMHpaMaT) UM CAEa
BHE3aMHO YBEIMUYaBAHE HA JO3UTE BAJIIPOAT

Hapyvuwenua na oyume
Penkn: nunnonus

Hapyutenwt na yxomo u aabupunma
YecTv: nmyxoTa




Pecnupamopru, 2pwOHU 4 MeOUaC MuHAIHU HAPYVILEHUA
HeuecTu: nnespaneH U3NUB (€03UHOPWIEH)

CmomMauno-upesHu Hapyuienis

MHoOro uecTH: rageHe™

YecTH: nospblUIaHe, BH3NANEHUA Ha BEHUHMTE (OCHOBHO XHUIIEPIIa3Hsi HAa BEHLIUTE), CTOMATHT, OOJIKA B
ropHaTa 4acT Ha KOpEMa, IHAPHA YeCTO Bb3HUKBAT MPH HAKOH MAllHEHTH B HAYANIOTO HA JIEYEHHETO, HO
OOMKHOBEHO M34e3BaT ClIel HIKOIKO THH Oe3 NMpeKpaTaBaHe Ha JICYEHHETO

*Habmoaapa ce CbUIO HAKOIKO MHHYTH Cle[l HHTPABEHO3HO HHKEKTHPAHE ChC CTIOHTAHHO 3aTHXBAHE B
paMKHTE Ha HAKOJIKO MHUHYTH

HeuecTH: naHKpeaTuT, MTOHAKOra ¢ daTancH u3xox (Bx. Touka 4.4)

Hapywenus na 6vbpeyume u nuxounume nsmuyd

YecTu: ypuHapHa HHKOHTHHEHLIHS

HeuecTu: 616peyHa HEAOCTATHUHOCT

Penxu enypesa, TyOyJoHHTepcTULIMANIEH HEPPUT, 0OpaTHM CUHAPOM Ha Fanconi, HO MEXaHM3MBT Ha
OECHCTBHE OLLE HE € ACEH

Hapywenus na xooicama u nookoxcHama moKa

YecTH: cBpBXYYBCTBUTENIHOCT, MPEXOAHA H /MK 10303aBUCHMA alONELHA, HAPYLIEHU HAa HOKTHTE H
HOKBbTHOTO JIETJIO

HeuecTH: aurnoeaem, 00OpHB, HapyLIEHHS Ha KOChMa (KaTo HeoOHYarHa CTPYKTypa Ha KOChbMa,
MPOMEHH B 1IBETa HA KOCHMA, HEODHUUYAEH pacTeX Ha Kocata)

Penxm: TOkcHYHa enuaepMaliHa HEKpOJIM3a, CHHAPOM Ha Stevens-Johnson, epurema MmynrHdopme,
CHHAPOM Ha IEKApCTBEH OOPHUB C €03HHOMUNIUSA H CUCTEMHH CHMIITOMH (DRESS)

(C HeM3BeCcTHA 4eCTOTa: XHINISPIUIMEHTALLUS

Hapywenun na Myckyano-ckeremuama cucmema U CoeOURUMenHama moukan

HeuecTH: HaMalieHa KOCTHA MUHEPAJTHA FUTbTHOCT, OCTEONEHUS, OCTEONOPO3a U PPAKTYPH MpH
MalHEeHTH Ha npoab/KuTeNnHa Tepanus ¢ Jenakud XpoHo 300 mg. MexaHu3MsT, 110 ko#iTo JlenakuH
Xpono 300 mg noBnMsBa KOCTHUA META0ONU3BM, HE € YCTAHOBEH.

Penoku: cHcTeMeH Nymyc eputeMato3yc (Bxk. Touka 4.4), pabooMnonniza (Bxk. Touka 4.4).

Hapywenus na endoxpunnama cucmema

HeuecTh: cuHapoM Ha HapylieHa cexkpeuusa Ha AJIX (SIADH), xunepanaporeHussM (XUp3yTUIBM,
BUPHJIM3BM, AKHE, MBXKH THIT ANONEUMsA WHNHY YBeIHYEH aHAPOreH)

Penkn: XMNOTUPEOUIUIBM (BXK. TOHKA 4.6)

Hapyuenua na memaboauzma u xparnenemo

YecTH: XHIMOHaTpUEMUS, YBEMTWYEHO Tero*

* [ToBHUIEHOTO TeXECHO TErJO TPAOGBa Aa OBbJ1€ BHUMATENHO NMPOCIeAABaHO, Th KaTo € GakTop 3a
NOJHKHUCTO3EH OBapHalieH CHHAPOM (BxK. Touka 4.6)

Penku: xunepamoHueMus™ (BK. Touka 4.4}, 3aTIbCTIBAHE

*BB3MOKHO € 1a HACTBIMAT CTy4ad Ha H30JHpaHa Wi YMepeHa XunepaMmoHueMua 6¢3 npomaHa B
yepHOAPOOHHTE (PYHKLIMOHAITHH TECTOBE U TOBA He Tps0Ba Aa Obae NpUYKHA 3a NpEeKpatTsIBaHe Ha
TepanuaTa. C1v00111aBaHO € U 32 XUnepaMoOHUEeMHUs, CBbP3aHa ¢ HEBPOJIOTHYHH CUMNTOMH. B TakuBa
ClydaH € HeoDXOAUMO f1a & OOMUCIAT ACMTBITHUTENHH U3C/IeABaHHSA (BXK. TOUKH 4.3 U 4.4 HapyuieHus
B YpeHHHA UKKDBJ H PUCK OT XHepaMoHeMus W [TallHEHTH C pUCK OT XUMMOKAPHUTHHEMHSA ).

C HeM3BeCTHA YeCTOTa: XHIMOKAPHUTHHEMHUSA (BXK. TOUKH 4.3 u 4.4)

Heonnasmu - 00bpoKkavecmeeu, 310KAUeCmMEeNnu U HeONPEOCACHU (GKIFOMUMEAHO KUCTIU U
Peaku: MUETIOAMCTINACTHYEH CHHAPOM

Cvoosu napyuenis
Yectu: xemoparus (B, To4kH 4.4 U 4.6)
HeuecTu: BacKyuT




Obwyu napywenwst U eeKmu Ha MACMOMO HA NPUIONCEHUE
HeuectH: XMNOTEPMHS, HETEXKBK NMEpUGEPEH eeM

XenamobunuapHu HapyueHus
Yectn: yepHOAPOOHH yBpeKIaHHs (BX. TOUKa 4.4)

Hapywenus na 8u3npouzeooumenHama cucmema u 2bpoama
YecTH: aucMmenope

HeuecTu: ameHOpes

Penxu: Gesrnonse npu Mbxke (BxK. ToUyKa 4.6), NOMMKHCTO3HH ARYRALH

Hcwxuunu napyruenus

YecTH: ChCTOSHHME HA OOBPKAHOCT, XaMOLMHALIMH, arpecust™, aXXuTalua*, HApYIEHO BHUMAaHHE *
Penky: abHOpMHO noseacHUe*, ICUXOMOTOPHA XUMEPAKTUBHOCT ¥, HapyllleHa cnocobHOCT 3a
obyuyeHue™*

*Tesu HexeNaHH NEKapCTBEHU peaKklMU ca HaboAaBaHW OCHOBHO MPH NeAHaTpUYHAaTAa [onyjanus

Brusnue evpxy 1abopamopri u OuazHOCmuNHu U3CAe08aHUA

Tsii kaTO BaNMpoOAT c€ OTAELSA OCHOBHO MNpe3 6uOpenuTe, YaCTUUHO NoA (hopMaTa HA KETOHHH Tena,
pe3ynTarThT OT HANpPaBEeHHA TECT 3a OTACACHUTE KETOHHH Tejla MOXKE /1a € MOABEK1all NPU MALHEHTH C
anader,

[leauaTpuyHa nonyaanus

[IpodunsT Ha 6e30MaCHOCT HA BAJIMPOAT B NEAUATPHYHATA TOMYJIALMA € CPAaBHUM C TO3H MpH
Bb3PACTHH, HO HAKOM HEXEJIAaHU peakUHH Ca MO-TEXKH WIK ce HabNoJaBaT rf1iaBHoO B NeAMAaTpU4YHaTa
nonyJanus. ChIIECTBYBA OCO0EH PUCK OT TEXKKO YepHOAPOOHO yBpekKIaHe NpU KbpMaveTa U MaJlky
aena, ocobeHo Ha Bb3pacT Mo 3 roAWHHA. Mankure aeua CpLIo ¢a U3JI0KEeHH Ha OCO0EH PUCK OT
naHkpeaTuT. Te3n pUCKOBE HAMAIABAT ¢ YBEAHWYaBaHe Ha Bb3pacTia (BxkK. Touka 4.4). Ilcuxuunu
pa3CTPONCTBA KaTo arpecus, Bb30yna, HapylweHUe Ha BHUMAHHETO, HEECTECTBEHO MOBEACHHUE,
MCHXOMOTOPHA XUTNIEPAKTHUBHOCT M HapyllleHa crocO0HOCT 3a 00yveHue ce HalIIoaBaT riaBHO NpH
NCaAUATPUYHATA [TOMyMaLHA.

Cphobl1aBaHe HA HEKEJIAHH PeaAKIIHH

Cpo01aBaHeTo Ha MOJAO3UPAHH HEKEIaHH peaklUu cnell pa3peluaBaHde 3a ynorpeda Ha nexapcTBEHUS
NPOAYKT € BaKHO. T0Ba MNO3BOJIABA A4 [IPOABILKH HAOIHOIEHUETO HA CHOTHOLIEHHETO M0J13a/PUCK 3a
JIEKapCTBEHHUA NPOAYKT. OT MEIHMUMHCKHUTE CNIEUHAIUCTH C€ H3UCKBA J1a ChOoD1IaBaT BCsKa
MOJA03MpaHa HEKENAHA PEaKLUA dpes:

M3nbnHUTENHA areHLMs N0 JIeKapcTBaTa

yi. ,,JJamsaH ['pyes” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yebcaitT: www.bda.bg.

4.9 Ilpeaozupamne

[IpM3HalM H CUMIITOMH

[Tpu3HanKTEe HAa OCTPO MACHBHO NMPEAO3HpaHe OOMKHOBEHO BKIIOYBAT KOMA C MYCKYJIHa XHUIIOTOHUS,
XurnopeduieKCus, MH0O3a, HapyllieHa auxatenHa PpyHKLHus, MeTab0IMTHA anA03a, XUIIOTOHHSA U
LIUPKYJIaTOPEH KOoJlanc/1iokK.

Cnea MacHBHO MPEAO3HPAHE Ca HACTBIBAIM CMBPTHH C/1yYaM; BBIIPEKH TOBA, OOMKHOBEHO
OIaronpusATEH.

CuMnTomMuTe 00aye MOraT J1a BapupaT U ¢€ ChoOLIAaBRa 3a I’bPYOBE NPH MHOTO BHCOK
Cpo0Ou1iaBa ce 3a c/iyyau Ha HOBHMILIEHO MHTPAKPAHHATHO HAJIATAHE CBBP3aHO ¢ MO3b
HanuudeTo Ha HATPUH B CBEAUHCHUATA ¢ BANIIPOAT MOXKE Ja JOBEAE N0



XUMEPHATPHEMHSA B CTYHAHTEC Ha IPEAO3HUPAHC.

OpnagsaBade
B cnyyait Ha npexo3upaHe ¢ BaMpoaT, BOACIIO A0 XMNIEPAMOHEMHS, MOXKE J1a C€ NPHIONKH KapHUTHH
HHTPABEHO3HO, 3a a ¢ HOPMAJIH3UpAT HUBATa Ha AMOHAKA.

5. ®APMAKOJIOTMYHH CBOHCTBA
5.1 @apMakoAHHAMUYHH CBOHCTBA

dapmakorepaneBTHYHA rpyna:; [[poTHBOSMTUNIENTUYHH CPEACTBA
ATC kon NO3AGOI
[1IMpokocneKThPeH NPOTHBOSIIWACIITHYCH JIEKAPCTBEH POAYKT.

Bannpoat ynpa)kHsgBa €peKTHTE CH ITABHO HA HUBO LIEHTPANTHa HEPBHA CHCTEMA.
MdapMakoIOrHUHUTE U3CIECABAHUS BbPXY XKUBOTHU AEMOHCTpUpaxa, ye Jenakun XpoHo 300 mg
MpUTEkKABa MPOTHBOMBPYOBH CBOUCTBA MPH Pa3TUUHH MOIETH HA EKCIEPHMEHTATHA CITWIETICHS
(reHepaiM3upaHy H MaplUHaTIHH I'bPUOBE).

[Tpu xopa, Aenakun XpoHo 300 mg cBIllO AeMOHCTPHpa IPOTHBOEITMIIENITHYHA AKTHBHOCT MPH
pPa3IU4HH BHIOBE EITHIEIICHS.

OCHOBHHMAT MY MEXaHH3BbM Ha JE€HCTBUE BUIUMO € cBbp3aH ¢ noacwiBane Ha [ AMK-epruunara
aKTUBHOCT.

5.2 PapMakOKHHEeTHYHH CBOHCTBA

Pasznpenenenue

[IpemuHaBaHe npes fUlaleHTaTa (BxK. Toyka 4.6).

Bannpoar npemMuHaBa npe3 ruialeHTapHaTa daprepa KakTo NpH *KUBOTHH, TaKa W NPH XOpa.

- [1pu KMBOTHHTE, BAJINPOAT MPEMHHABA Npe3 IUIALEHTAaTa B OA00HA CTENEH KaTO [IPK XOpaTa.
- Hsaxonko nybnukauumn ca W3ciaeaBajii Npyd Xxopa KOHUEHTPALMUTE Ha BAINPOAT B ITbIHATA
BPBB Ha HOBOPOACHHU NMpH paxaaHe. CepyMHHTE KOHLCHTPAUHH Ha BaINpoaT B NbITHATA BPLB,
[10Ka3Balllk Te3H BbB GeTyca, ca moA00HH WM JICKO 3aBHILEHHU B CPABHEHHWE € TE€3M HAa MalKara.

MeTabonusem
Hatpuesuat Bannpoar ce abcopduipa Obp30 ¥ NUKOBH IUTa3MEHH HUBA CE€ MOCTUIaT B PAMKHTE Ha | -

4 yaca, ctabuneH e B npoAbkeHHe Ha 4 - 14 uaca. |lpu nepopanex npuem, 85-100% ot no3sara ce
abcopOupa. [TonyXKHBOTHT rpu NOBeYETO NalMeHTH € 8 - 20 yaca, HO B OTAE/IHH C/IYYaH MOKE 13
Ob/Je 3HAUMTENHO NO-ABILT. [IpH HapymieHa Obp0peuna QyHKLUg, NOTYKUBOTHT Ha BaJMpoara e
yabJDKeH. [InasMeHHAT NoJTY»KHBOT MOKe f1a ce YabAxH 10 60 waca npu neua noa 2 Meceua, Ho NpH
MO-roJieMH Aeua Tol € noaobeH Ha TO3M NpU Bb3pacTHU. BianMoBpbikaTa Mexay JadeHaTa A03a v
edekTa, ChOTBETHO MEKAY NJIa3MeHaTa KOHUEHTpalMa U edeKTa, He ¢a TOYHO OueHeHH. PaBHOBeCHO
cbeTogHue (steady state) Ha ia3MeHaTa KOHLEHTpaLMs e JOCTHIa B MOBEYETO Cly4au cined 3 - 5 1HH
neyeHue. JIMKBOpHATa KOHUEHTpauus Joctvra npudnuzutenno 10% ot nnasMenaTa KOHLIEHTpaLHs.
HatpueBust Bannpoar ce CBbp3Ba C MIIa3MEHHUTE NPOTEUHH B MpHOIH3uTenHO 90%. Brucokara cteneH
Ha CBBP3BAHE C MPOTEMHUTE MOXE Ja NPEAU3BUKA PHCK OT KIIMHHYHO 3HAYUMH B3aUMOJEHCTBHSA €
APYT'H NIPOTHBOEMUAEIITHYHH JIEKAPCTBEHH MPOAYKTH, 0COOEHO (PEHUTOUH (BXK. To4Ka 4.5).
3an0BOAHUTENEH KIHHHYEH eeKT OOMKHOBEHO C€ ROCTHUIa NMpHU KoHUeHTpauud mexay 300-700 pmol/l,
HO € HeOOXOIHUMO Jla Ce B3eMe NMpPEABHI LI0CTHATA KIIMHWYHA CUTYaLUA TIPU NaUMeHTa (BXK. TOUKa
4.2).

OCHOBHHAT BT 3a OHOTpaHChOpMalIUA HA BANNPOAT € NIKOKYpPOHUpaHeTo (~40%), npeAUMHO ype3
UGTIA6, UGTIA9 n UGT2B7. :
HatpueBuAaT Bannpoar c¢ MeTaboIM3Mpa BbB BUCOKA CTEIMEH K CE EKCKPETHPA B YPHHATA PSAT (gY
HA KOHKOTHPaHU META0O0JIUTH. R
Jenaknn XpoHo 300 mg nma no-AUcKa Cpay ¥ € ¢ N0-MaJIKO PAYKTYaLIMH B IUTa3MeHgfa
KOHLIEHTpALIHA Npe3 ASHA B CPaBHEHHE ¢ racTPO-PE3UCTEHTHHUTE TaOJETKH.




Heouampuynu nayuenmu

Jeua Ha su3pacT Haa 10 roauHy U IOHOLIM MMAT KJIMPBHC Ha BANNPOAT NOAOOEH Ha TO3U NpPH
pb3pacTHU. [1pu neaMaTpUyHHU MaLIMeHTH Ha Bb3pacT noj 10 roAHHH CHCTEMHHA KITHPBHC Ha
BANINPOAT CE pa3iMiaBa B 3aBUCUMOCT OT Bh3pacTra. [IpH HOBOpOAEHH H KbpMaueTa Ha BB3pacT 10
2 Meceila KTMPBbHCHT HA BallpOaTa € HaMaJIeH NpY CpaBHEHHE C TO3H TIPH BB3PAacTHY H € HaH-HUCHK
HEMTOCPEACTBEHO cnel paxaaHeTo. Hpu npernen Ha HaydyHaTa AUTEPATYpa, NOJY>KHBOTHT Ha
BAJINPOATA IIPH KbpMAaYETa Ha BB3PacT A0 2 Mecelia MOKa3Ba 3HAYHTEHH pasauky oT | oo 67 vaca.
ITpu neua Ha Bp3pact 2 — 10 roavHM, KIMPBHCHT Ha Bajmpoata € ¢ 50% mo-BHUCOK OT TO3H [IpPH
BB3PACTHH.

5.3 MpeakiHHHYHH JAHHH 32 De3onacHOCT

[MpoyuBaHHs MPH KUBOTHH M0KA3BAT, Y€ €KCMNO3MLMATA HA BANpPOAT ik ufero BOAU KO MOP(OIOrHuHY
/MM GyHKLUMOHAITHY NMPOMEHH Ha CITyXOBAaTa CUCTEMA NPH INTBXOBE H MHIIKH.

Bannpoar He nNoka3Ba nNpy aHAM3 N Vilro MyTaréHHOCT HHTO MPH DAKTEpHH, HUTO BLPXY KIETKH OT
MHLIA TMM$OM H He uHAyLMpa penapauud Ha JJHK B MepBUYHU XeNaTOUMTHHU KYJITYPH OT ILTBX. In
vivo, obaue, ca MoJIy4eHH MPOTHBOPEUNBH PE3YTATH 32 TEPATOTCHHHUTE JO3H B 3aBUCHMOCT OT
HauHHA Ha OpUIoKeHHe. Cnea NepopanHo NpHIIOXKEHHE, HAH-4eCTO M3MOJI3BaHHUA HAYHH Ha
[IPUIOKEHHE MPH XOpa, BAIMPOATHT HE HHAYLHMPA XPOMO3OMHH abepalidi B KOCTEH MO3BK OT IUIBX
UAH JOMHHAHTHH NeTalHU €(PeKTH NpHd MULIKKH. UHTpanepHTOHEATHOTO NHXKEKTUPAHE HA BANNPOAT
NOBHIIaBa HakbcBaHe Ha Bepurute Ha JIHK n XpoMO30MHU yBpexIaHuA Npu rpysavd. B
JIONBAHEHHE, B MyOIHUKYBaHHU MPOYUYBAHUA € ChOOILABAHO 34 YBEIMYEH OOMEH MEXKAY CECTPHHCKHUTE
XPOMATH/IH TIPH NALHEHTH C SMUIICTICHUSA, MPHEMAIIH BAIINPOAT, B CPABHEHHUE C HEJIEKYBaHH 30paBy
yYacTHHUUHM. BbIpeku TOBa, H3KMIOUYBALLU CE PE3YATATH €A MONYUYEHU NPH CpaBHABaHE HA JAHHUWTE NIPH
NALMEHTH C SMTHACTICHA, TEKYBAHH C BAJINPOAT, ¢ TE3H HA HENMEKYBAHH MAllMEHTH C SITHICTICHA.
KnuHnyHoTO 3HayeHUE Ha Te3u pe3yaTatH 3a JJHK/XpoMoO30MHUTE € HEH3BECTHO.

HekaHHUUHHUTE JaHHH HE MOKa3BaT OCOOEH PUCK 3a XOpaTa Bb3 OCHOBA HA KOHBEHLUHOHAIIHA
NPOY4YBaHUS 32 KAHLEPOTEHHOCT.

Penpooyxmusna moxcuunocm

Bannpoarst HHIYHHMpa TEpaTOreHHH edekTH (MandopMault Ha MHOKECTBO OpraHHH CUCTEMH) B
MHLIKH, IJTBXOBE M 3aild. OTKJIIOHEHHA B MOBEASHNETO ¢a CHOOLIABAHU B HHAWBHUAHTE OT [MBPBO
MOKONCHHE HA MHULUKH H MUIBXOBE C/IEI €KCIIO3MLMS in utero. HAKOHW NoBEeAeHUYECKH MPOMEHH Ca
HabnrogaBaHH CBILUO H BbB BTOPO MOKOJIEHUE, a CHLUHUTE ¢a OWIU TO-TPYAHO 3a0€NIEKHMH B TPETO
NOKOJEHHE Ha MHLLKH CJIE/1 OCTpPa in utero eKCno3vUMA Ha MbPBOTO NMOKOJICHHE HA TEPATOT€HHN J03H
pasinpoar. CKpUTUTE MEXAHW3MH H KJIMHUYHATA 3HAYUMOCT Ha TE€3U OTKPHUTHUA Ca HEU3IBECTHH.

B npoyuBaHHs 33 TOKCUYHOCT NPH MHOMOKPATHO MPUIaraHe ca CbOOLIEHW TECTUKY/1apHa
JereHepalna/aTpodHa HIH HapyLIeHHA B CHEPMATOreHe3aTa i HaMajiBaHe Ha TErNOTO Ha TECTHCHTE
[PH BB3PACTHH IUTBXOBE U Ky4eTa CJie] NepopanHo NpunoxeHue B 1031 cboTBETHO 400 mg/kg/neH u
150 mg/kg/neH, HaXO/IKH B TECTUCUTE, CBBP3aHH ¢ HKMBa 0e3 Habnraasan HebnaronpusaTeH edexT (no
observed adverse effect levels, NOAELSs) ot 270 mg/kg/aeH npu Bu3pacTHY mhbxoee H 90 mg/kg/neH
IIPH Bb3PaCTHH KyyeTa.

CpaBHeHHMATa Ha IpaHHLIMTE Ha De3onacHOCT Ha Dazara Ha excrpanonvpanara AUC npu mibxose U
KydeTa [TOKa3BaT, Y€ MOXKe Jia HaMa rpaHuua Ha 6e30macHocCT.

[Ipu 10BEHHIHHU NABXOBE HAMAIABAHE HA TErJIOTO HA TECTHCHUTE € HalII0AaBaHO CaMO IPH J03H,
HAABULIABALLM MakCHManHaTa noHocuMa no3a (ot 240 mg/kg/neH npy HHTpanepUTOHEaTHO WK
HHTPaBEHO3HO APHIOKEHHE), O€3 CBbP3aHH XHUCTONATONOrHUHY NpoMeHH. He ca nabmonasaHu
eheKTH BBPXY MBKKHTE PEIIPOAYKTUBHH OpraHM npu noHocumu 1034 (1o 90 mg/kg/nen). Bv3 ocHoBa
Ha Te3H JaHHH IOBEHWTHHTE )KHUBOTHH HE C€ CUMTAT 3a NO-NOAATIHMBH 10 OTHOLIEHUE HA HAXOAKH B

omynauMs He € H3BECTHO.

B npoyuBaHe 3a ¢pepTHANTETA MPH TUTBXOBE, Balrnpoar B 403U 10 350 mg/kg/nneBHo
peNpOAYKTHBHATA PYHKUMS NPH MBXXKHUTE HHAUBHAU. BBpekun ToBa uH(pepTUNHUTET
UAEHTUQUIIMPAH KaTO HeXKeslaHa peakuus MpH xopata (Bx. ToUkH 4.6. u 4.8).



6. PAPMAHEBTUYHH JAHHH

6.1 ChnucnbK HAa NTOMOUIHHTE BelIeCTBA

Etun LHETYyno3a, XHIIpOME103a, CHIHLIHUEB AHOKCHA, KOJIOHACH XHAPaTHPAaH, 3daXdpHH H&TPHH,
NOoJIHaKpHIaT, MakKporoJj, Talak, THTaHOB JHOKCHA.

6.2 HecbBMECTHMOCTH

Hama paHHu.

6.3 Cpox Ha roasocrt

3 TOIHHH.

6.4 ChnenHaJHH YCJJOBHS HA CHXPAHECHHE

To3u nekapCTBEH NPOAYKT HE H3UCKBA CMIELIMATIHH YCIOBUS HA ChXpPaHEHHeE.
6.5 Bujau chabpaxaHne HA ONAKOBKATA

Kyrtns ¢be 100 tabnetkn (nnactmacosu tyou 2x50)

6.6 CrnenuanaHu HPeANAIHH MEPKH NPH HIXBLPJIAAHE

HamMa crieLimaIHy U3HCKBAHHA.

7. MPUTEXATEJA HA PABPEILIEHHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

82 avenue Raspail
94250 Gentilly
Opanuma

8. PETUCTPAHHOHEH HOMEP

Per. Ne 9900385

9. JATA HA ITHPBO PASPEIHABAHE/TIOJHOBABAHE HA PAJPEHNIEHHETO 3A
YIIOTPEBA

JaTta Ha nspBO pa3pewapaHe: 15.12.1999
Ilata Ha nocnenHo noaHoeaeanHe: 11.10.2011

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

04/03/2025




