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¥ To3n nekapcTBeH NPOLYKT NOAMIEKH Ha AOMBINHTENHO HabmoaeHue. Toba ue noseonm OBp3oTO - -
YCTAHOBABAHE Ha HOBa HHPOPMAIMA OTHOCHO GezonmacHocTTa. OT MEAHLHCKATE CeliHaMHCTH &
M3HCKEA 213 CROOIIABAT BCAKA TOI03MpaHa HeXeNaHa peakuus. 3a HaqHAa Ha ChobMmaBake HA
HeXeNnany peakuyn BIXTE Touka 4.8

1. UME HA JEKAPCTBEHHSA MPOAYKT

Konsynekc 500 mg cTOMalIHo-yCTONTHBA KaNCYIIW, MEKH
Convulex 500 mg gastro-resistant capsules, soft

2. KAYECTBEH H KOJTHYECTBEH CHCTAB
1 xanicyna csavpxka 500 mg Bannpoera kucennna (Valproic acid).

3a TEIHEA CHCHK Ha TIOMOMHATE BEN[ECTRA BUXKTE Toaxa 6.1,

3. JIEKAPCTBEHA ®OPMA

CroMallHO-ycTOHYMBA Kancyna, MeKa
ITpopbnrosaTd, po30BH KENATHHOBH KATICY Y ChC CTOMAINHO-YCTOHIMBO OKPHTHE,

4. KJIHOWYHH TAHHU
4.1 TepaneBTHYHH NOKA3AHENA

Enurencue:
Jleyenne Ha UBPEHYHHA ICHEPANH3IHPaHH SMHCIITUMHY [IPHNATEIH, BIOPHYHE TeHepanu3upaHu
ENHNCITHYHY NPHTIATLUH K HeTbIHH eMHIENITHYHH IPHITATBIH.

Bunonspnu pazempoiicmsa:

Jleveune u npoduNaxTHKa Ha OCTPY MaHMAKANHY €MH30AH CBbP3aHA ¢ OHPONAPHU pascTpoicTBa.
Jleqenre Ha MaHHeH eMM30 TPy GHIONAPHO PAICTPORCTBO, KOFaTO IATHH € IMPOTHBONIOKAAH, YITH He
¢e Tonepnpa. [Iponbmkasane Ha TeUeHNETO CJIe/ MAHHEH eMH30] MoXe A2 ce OGMHCIH IpH
TIallKeHTH, KOMTO Ca Ce TIOBJMANM OT BANPOAT NPH NEYEHNETO HA OCTPA MaHHA.

Muyepeng:
IpodnaxTika Ha MEHIPEROZHH TIPHCTRIHM B CITYRal, 9€ HAMA edpexT OT NIpUIATAHE HA OPYTHUTe aHTH-
MHTPEHO3HH JIEKApPCTBEHH CPECThaE,

42 JoanposKa ¥ HAYHH HAa UPHIGKEHHE

Jo3uposka
Ipennarar ce Gpopmu Ha KOHBYIEKC C pasnngHa MOMHOCT H 2033 33 HHAMBHIYAITHO JO3HpaHe Ha
NEKAPCTBEHIA TIPOAYKT.

Enunencru u mauuiinu enusodu npu Gunorspro pascmpoiicmso
Hena o1 xeHCKH ITON ¥ KeHY ¢ ASTEPOICH HOTeHIHAT

JeuenueTo ¢ BallIpoat T]JﬂGBa Aa CC 3aMO4He U IIpOCNeanBa OT NEKap ¢ KMTHHHYECH 1
Ha enmencus, GUNONSpPHO pa3cTPoHCTRO KiTH MKrpena. Banmpoar ve TpaGsa Aa cell




Jenla OT XKEHCKN 10N H NPH KEHH ¢ JeTepOLeH MOTEHHAN, OCBEH AX0 APYTATS NeUEHNI Ca
HeedeKTHBHH WIH He C& NIOHACAT JoOpe (BX. To9ka 4.4 m 4.6), a NON3aTa B PHCKLT TpAOBa
BHMMATENHO Ja c& OUeHABAT IPY PSAOBAN KIIMHIIHH TIperieIn.

Banmnpoar ce npeanucsa u OTNycka B choTBeTCTRHE ¢ [Tporpamara 3a npeanassane ot GpeMEHHOCT
npu ynotpe6a Ha sammpoar (B, Touka 4.3 1 4.4),

Bannpoar TpaGra fa ce Ipennucha MPeABMHO KaTO MOHOTEPAITH, ¢ Hal-HACKATa eeKTHEHE /1033,
aKo € Bb3MOXHO, B NeKapcTBeHa GopMa ¢ yaRIDKeHo ocBoboxaaBape. JHesHaTa f03a TpadBa fa Gnae
pasfencHa IIOHE Ha /(B¢ OTHENHM N03H (BK. TOUKA 4.6).

Enmnnencus

To npuHiMn, AHEBHATa 032 TPA6Ba fa Ghie paeNieHa Ha HIXONKO NpdeMa. [To Bpeme Ha
MOHOTEPANKATa ¢ BANMPOERa KHCENMHA, o61aTa fHeBHa N03a MOXKE A2 ce TIPANara ¢JHOKPATHO, Beuep
{mo MakcMManHa lHeBHa J03a oT 15 mg/kg).

HeofxoaMMATe JHEBHY X031 BAPHPAT B 3a8¥ICHMOCT OT BL3PacTTa H TEAECHOTO Terno. OrTHManHaTa
A03a c€ onpefes OCHOBHO OT KOHTPONA Ha NPANaTbRRTe; He € HeoOX0UMO PYTHHHO WICTIeIBAHE Ha
TAa3MEeHNTe KOHLEHTpauky. Bripexn T0Ba, ONpeensyReTo Ha TasMeHHTe KOHUESHTPEHHH MOXKe Ha
fbA€ OT NON3a NPH HENOCTATHYEH KOKTPON Ha MPUNATBIMTE Y (DA NPEANONAracMH CTPAHAYHI
edexTn (BXK, TouKa 5.2).

MosoTepanns

Bvapacmnu

ITspsonananno ce npunarar 600 mg nxerro (5-10 mg/kg TenecHo Tero), ¢ MOCNEABAIO NOCTENEHHO
nobuimaeane ¢ 5-10 mg/kg Ha 3-7 AHEBHH MNTEPBATH AOKATO C& NIOCTATHE KOHTPON Ha NPUNATLIHTE.
OGHKHOBEHO TOBA Ce NOCTATA ¢ AHEBHA No3a oT 1 000-2 000 mg (20-30 mg/kg TenecHo Terno). Ako

Ce NMOCTHTHe afleKBaTeH KOHTPON HA NPHIATLLUHTE NPY H3MON3BAHE HA Ta3u JOIMPOBKA, 1032713 MOXeE
Ja ce yeennan 10 2 500 mg arenso.

Hleduampuyuna nonynayus

[Tspsoravanto ce npuaarar 10-20 mg/kg TenecHo Terno, ¢ NocNenBamio NOCTENERHO MORAIABAHE ¢
5-10 mg/kg na 3-7 AHeBHYU HHTEPBAIM JOKATO CE MOCTHTHE KOHTPOJ Ha npunamsiute. OGHKHOBERG
TOBA Ce NOCTHrA C AHeBHa J03a 20-30 mgrkg TenecHo Terno (3a opHeRTaUNA BIXTE CLUIO TabNMLaTa
38 I03UpaHE). AKO ¢ Te3H JO3K HEe MOXKe Ja Ce IOCTUTHE ANEKBATEH KOHTPOJ Ha NpHIABIATE,
HHEBHATA 1032 MOXKE 2 ce yBenyudn 10 35 mg/kg TenecHo Tero. B OTmenHM clTydau € BB3MOXKHO Ja
Gbae HeoGXxoMMMO M3NON3BAHE HA o3k Had 40 mg/kg/nen.

[Tpm meua, Ik KOUTO ce Hasiara lia Ce RPHATaT Ho-BUCOKH Noak oT 40 mg/kg/nex, e neobxomimMo
PemOBHO Aa ¢€ KOHTPOINpaT JabopaTOPHHTEe H XEMATONOTHIHE TOKA3ATETH.

Heya c mezno nad 20 kg: Tipenopsusa ce navanna fo3a ot 300 mg THeBHO.

Tlopagu HeoGXoMHMOCTTa OT THTPHpaKe HA N03aTa, CHINO Taka 3a Jelia ce NPENIAraT U TedHH GOpMA
Ha Koupynekc.

Hayuenmu e nanpedunana evipacm
DapMakokHHETHKATA B4 BATIPOAT MOKE Ja Ce IPOMEHH NMPH TIALMEHTH B HATIpEIHANA BL3pacT.

Hosnposxata Tpabpa Ja ce onpeseny B 33aBUCHMOCT OT KOHTPONA Ha NPHNALbIKRTE. (BX. CHUIO TOYKA
5.2)

Ipenopvueam ce cnednume Onesru dosu sa earnpoam
(Tabnuliata € 3a OpHEHTHPOBKA):

Bwapact Tenecno Terno Cpenna no3a
(kg) (mg/muesHo)
3-6 Mecena =5,5-7,5 150
6-12 mecena ~7,5-10 150-300
1-3 ronuam =10-15 300-450
3-6 roanan =15-20 450-600
7-11 roguuy =20-40 600-1200




12-17 roavnn =40-60 1 000-1 500
Br3pacTHH (BKIIOTATENTHO =60 1 200-2 100
NallMesTn B HaNpeaHana

BH3PACT)

Hayuenmu ¢ Gvbpeuna HEPOCMAMBYHOCT WU HATYWLEHUE KA YePHOOPOBHAMa QyRKYUR

Ipy nauuenTyH ¢ GBGpPedHA HELOCTATHIHOCT MOXE Ja Ce HANOKH HRMAlABAHE HA JO3ATA WIH
yBe/IMdaBaHe Ha [03aTa NPH NAaUMEeHTH HE XeMOUaTH3a. Bainipoar ce oTAens Npu AManusa (BiK.
Touka 4.9). Hoswposkara Tpalaa fa ce MPOMEHS CTIOPE] KIHHAYHOTO NPOCNEAABANE Ha NIAUHEHTA
(8. Touka 4.4). lozata TpabBa Aa ce ONpe/ieNin Bb3 OCHORA Ha KIMHAHHATA KAPTHHA, Thi KaTo
MOHHTODHPAHETO HA IIA3MEHHTE KOHIECHTPalMy MoXke Na On/e mogsexaaine (Bx. CaIN0 TOUka 5.2)

KomGaanpana Tepanus

TIpu 3anoueane Ha nedenne ¢ KoHBYNExe kancyn IpH NaLMENTH, KOWTO Beve IPOBEXKAAT TIETEHHE ¢
APYTH aHTHKOHBYNCAHTH, ZO3HPOBKATA HA WINOMIBARAA NPEAN MeMKaMeHT TpsbBa 6aeHO 7a ce
HaMaiiBa. 3ano4paHeTo Ha Tepanuys ¢ KouBynexc Tpsbsa Ja ce 0ChUIECTBRA IOCTENEHHD 10O
ROCTHraHe Ha Habens3aHaTa 1032 CIICT 0KkoJo 2 ceaMuuH. Tlpn npasarane na KoHBysieke kancym B
KOMOHHALHA C aHTUKOHBY ICAHTH, KOHTO MHAYLAPAT aKTHBHOCTTA Ha YepHOAPOGHITE SH3UMM, HATID.
denntonn, denobapGnuTan unn xapbamasenss, Moxke 4a ce HAOKN TIOBKIDABAHE Ha LO3aTa ¢ 5 10
10 mg/kg/nuerHo.

Crez npeycTaHOBABaHE HA IPHEMA HA HHIYKTOPH Ha 9epHOZPOGHATS CHIHMMH € EL3MOMHO Ja C&
NOCTHTHE aleKBaTeH KOHTPON Ha UPHNAKLUHTE MPH HION3IBaHE Ha Ho-HACKK o3y Kousyexc
kancynu. [1pu ensoBpeMenno npunarane Ha GapbuTypaTy ¥ Npy HaGmMoNABaHe Ha NPOABH HA
cequpane (ocobero npy Aena), Tpabba a ce HaMANH N03aTa Ha GapGutypatHTe.

BHNoJSpHA Pa3cTpolicTBa B MATpeHa
o oTHowenVe Ha NOKA3ARMATA ,.OHITONAPHH pascTpolicTsa” n , NpodHNAKTAKA Ha MHTpPEHA”, He ca

NPOBEXAAHH KOHTPOIMPAHH KITHHWIHY IPOYYBaHAS TIPH Jeka W IOHODIK WA NPHU ITAIHERTH Hag 65
TOQWOIHR Bb3PACT.

Bunoasphn pascrpoiicTna (CaMo NpH BE3PacTHH HAHECHTH)

OcTtpa Tepanus: [Tpenopbusa ce Havanna Jo3a ot 600-900 mg aueBHo. CUIHO BB30YISHN NAIHEHTH
MO3Ke Jia ce TpeTupat ¢ Aok Jo 1500 mg nuepHo. INocTenenno nobRMIABANE Ha J03aTa Tps6Ba 1a ce
H3BHPINB2 HA WHTEPBANH MEXAY 2 ¥ 4 JTHM | 1a Ce CHIPOBOXK/A C MOHHTODHPAHE Ha NiaiMeHNTe
KxonuenTpauyy (obryaiiny TepaneBTHNMY rpaHKim; Mexay SO i 125 ml/)) 1o otGensspane Ra
KIHHAYHO NofoGpeHne nin MosAsa Ha HEXeJIAHH IeKAPCTREHH PEaKIHH,

Ipodunakraka ua perumnen; OGualivute AHeBHA 0031 ca Mexay 1 000 u 2 000 mg.

Manuiinn ennzou apn GENOISAPHO paicTpoiicTRo
Buvipacmnu

Muernara no3a Tpabsa fa Gue yCTaROBEHA I KORTPO/MPAHA HHAVBY/YATHO OT 1KY BAIMS NEKAP.
TlpenoprynTennaTa Hazanna AHeBHa 1032 ¢ 750 mg. Ocren TOBa B KTMAWYHN W3NATEAHNA HaqalHa
Rosa ot 20 mg saympoar/kg TENECHO TErNO CHILO Mokasa NpueMnye npodun Ha 6€30RacHOCT.
DopmHuTe ¢ YIBDKEHO ocBofoXKNaBaKe MOTaT Aa LT [IPHTAraky eAWH KT, WX JBa TETH JHEBHO.
Ho3ata Tpsiea na Gbe yBemmyeHa KONKOTO € Bb3MOXKHO HO-65p30, 32 a C¢ IOCTHTHE Hall — HACKATa
TEPaNCBTUYHA 1034, KOATO BOAM A0 XKeAayHA KiMandeH edexr. JIneBHaTa fo3a Tpabea Aa 6uae
afanTHPaHa CUPAMO KITHHHYHHA OTTOBOP, 32 12 ce oNpeleN Hali-HuCKaTa eQekTHRHE 1034 33
HHAHBHIYTHAS HANHEHT,

Cpennata nnepna fo3a 0GHKHOBEHO Bapypa Mexay ! 000 u 2 000 mg panmpoat. TTanmenty, KONTO
noJay4aRaT JHERHH 103U NMO-BHCOKH OT 45 mg/kg TenecHo Terno Auepno, tpabea 1a Guaar
BHHMATEHO IPOCHEAABAHH.
TIpoas/okaBateTo Ha MEICHHETO 32 MAHHHHHN eNM30H IpH GANONAPHO PascTpPoHCTEO
azanTHpaHO HHOMBMAYATHO, KATO C¢ H3M0J3Ba Hall-HicKaTa edexTHBHA D032,

ITecuampuyna nonynayus




EtuxachocTra na Konsynekc npH aena nod 18 roapnHu s eveHHeTo HA MARMIMHY T304 NPH
GUNONApHO PascTpolCTBO He ¢ ycTanoBeHa, 3a moBeve MHGOPMAIHS 32 Ge30NMaCHOCTTa TP A6l
BIDKTE TO9Ka 4.8,

TIpoILDXHTENHOCTTA Ha NeUSHUETO Ce OIPEShd OT JIEKYBalIHs JEKap.

Murpesa (caMo npH BR3pACTHY NALHENTH)

XKenu c demepoden nomenyuan u Bpesenny Jcenu

Kougynexc Tpsfsa a ce 3ano4He oT CNCUMANVCT ¢ KTAHHYEH OMUT EPH I¢YeHHE Ha MATPERA.
Jleuenuero Tpabba Aa 3anoHe, CAMO ako APYTH /ICUEHHS C8 HeSQeKTHBHHE HITH He CE TIOHACKT (BXK,
Touka 4.3, 4.4 n 4.6) ¥ NOA3aTa M PACKBT TPAOB2 BHUMATENHO Ja C¢ OLIEHABAT NPH DY THHEH
nperneny.

Cnep 3anousane na newenne ¢ 300 mg AHeBHO, PaIicNeny Ha OTHEAHH NPHEMH, JHEBHATA 034
AOCTENECHHEO ce TIOBMIIABA 1o 0T0eNA3BaHe Ha KNHHHWYRO NoaobpeAne AIM NOSBA Ha HeXenaHu
NexapcTReHu peakiui. [losesero nammenTs Giaxa Morm Ja 65atT NexyRanu eeKTHBHO ¢ J(HEBHH
no3u oT 600-900 mg.

Hauux Ha npunoxenue
Iepopanno Npunokenve

Kancynute TpaGea a ce npreMar e, C MATKO TEHHOCT, 1O BPEME AIH CIE) XpaneHe.

4.3 IpornBonoxazauMs

—  CBpBbXYYBCTBHTENHOCT KbM aKTHBHOTO BEIECTBO HIIH KbM HAKOE OT MOMOLUHHTE BellieCTEa,
mibpoeHn B Touka 6.1

—  AxTusHO YepHoapobGHo 3aGomipade

—  AHaMHECTHYHW JaHAH 3a TeKKO YBpexzaHe Ha QyHKIHATa Ha YepHua Apob, ocoleHo BhE
BPE3Ka ¢ IPAEM Ha JIEKapCTBEeHH NPOAYKTH

—  YepHoapoGra nopduprs

—  TlpodunaxthKka Ha MYIPEHO3HH NIPHACTHIK NpH GPEMEHHY i JEHH B IETEPOHA Bb3PacT, KOUTO
He U310A3BaT eEeKTURAN METO/IX 33 KOHTPALSNITHA OO BPEME Ha IeYeHNeTO C BANMPOAT (BK.
Touka 4.4 w 4.6). Tpabsa fa ce MIKITIOTH OPEMCHHOCT IIPEAM 38I0YBAHE HA TTEUEHYE ¢ BANMPOAT

—~  [lanueHTH ¢ METOXOHIPHANHY HAPYIISHHA, APHYMHENH OT MyTALMH B SAPEHAA I'eH, KOTHPALT,
MHTOXOHAPAATHHA eH3UM MonuMepasa ¥ (POLG), wanp. cunapoM Ha Alpers-Huttenlocher,
KaKTO H [IpH Aiella TI0A 2 rogvIDHa Bb3PacT, 32 KOWTO C& CMATA, Y MMAT HapyIIeHHE, CRBPIAHO C
POLG rena (sspk Touka 4.4)

~  TlanmenTy ¢ M3BECTHY HAPYINEHUA B YpeHHus UKD (BXK. ToUK 4.4)

Jleuenue Ha enuaencus
- Mo BpeMe Ha OpPeMEHHOCT, OCBEH KOTATO HAMA OIXO/AIO ANTEPHATUBHO NeveHue (BIK TOUKI
4.4 u 4.6},

- Tlpn sxeHn © AeTepolieH MOTERIMA, OCBEH KOTATO CA H3IThJIHEHH YCIOBHATA Ha IPOTPaMATa 33
npenmazsane ot GpemeRBoCT (B Touka 4.4 K 4.6).

Jleuenve Ha GUNONAPHO_PAICTPORCTBO U NPOdHIAKTHKA HA MHFpEHO3HH HPUCTHOA

- TMo speme na GpeMeHHOCT (BiK To%ka 4.4 1 4.6).
- Tlpw xkeHH ¢ AeTepoiieH NOTEHIHAN, OCREH KOTATO Ca M3MbLIHEHN YCIOBYSTA HA fIPOTpaMara 3a
fpeanasgane o1 GpeMeNRoOCT (BIXK TOYKa 4.4 1 4.6).

44 Coeuuanas NpesyupexAcHudS H APeANa3HA MePKH IPY yroTpela




I SMA 38 15 33BARE 0T GpeMeHno

Bannpoa'r HMa BUCOK TEPATOTCHEH MTOTCHIIHAT M TIPH AcHaTa, H3N0KEHN Ha BANNPOAT in utero, uMa

BHCOK PHCK OT BpoJIcHH MandopMalliHH H HapyIeHHS B PA3BHTHETO HA HEPBHATA CHCTEMA (BXK. TOTKA
4.6).

KoRByneKc Kancymu e BpOTHBONOKA3AH B CleJHATE CTydan:

Jleuesue Ha emMANENCHA
- Ilo BpeMe Ha GPEMEHHOCT, OCBEH KOTaTO HAME NOXOAIINO ANTEPHATHRHO NEueHNe (BIK
Touka 4.3 i1 4.6).
- TlpH xkeHH ¢ AeTepoIeH HOTEHLMAN, OCBEH KOTATO CA H3MTBIHEHN YCIOBHATA HA IPOTpaMata
3z MpeAna3sane or OpeMerHocT (Buk Touxa 4.3 1 4.6),

Jegenne Ha GanonapHo pascTpoiicTBo M IpodikaKTHKa Ha MHIPERQIHY IPHCTHIN

- Tlo spemMe Ha GpeMeHHOCT (Bik TogRa 4.3 U 4.6).

- TIpn XeHH ¢ AeTepOTeH MOTEHIHAN, OCBEH KOTATO Ca M3IBIHEHH YCAOBAATA HA POTPaMaTa
34 peAnassane ot GpeMeHHOCT (B Touka 4.3 U 4.6).

YcnoBHA Ha Nporpamara 3a fpeNuassate OT OpeMeHHOCT:

YipennuceamuaT nekap TpAOBa fa rapauTHpa, ge;

- HHAMBMAYATHATE OOCTOATEICTBA €a 33 IbIDKHTENIHO OLICHABARN BbB BCEKH OTAENEH CIyqait,
karo nalueHTkara TpaGBa Aa 6ble BXITIOYEH? B IUCKYCHATA, 34 JIA C€ OCHTYpPH
aHTaXUPAHOCTTA i, 42 ce OOCHIST TepaneRTHIRNTE Rb3IMOKHOCTH H [ia C¢ TapaRTHpa
HeHHOTO pa3bupare Ha PHCKOBETE U HEOOXOMMUTE MEPKH 33 CBEXARHE HA PHCKOBETE JIO
MHHHUMYM. _

TOTEHUHANLT 34 HACTLNBAKE Ha OPEMEHHOCT € OLeREH HPH BCHYKH NIAIACHTKY OT KEHCKH
non.

NalUKeHTkaTa ¢ pasbpana R HOTEHPIMIA, Je OCh3HABA PHCKORETE OT BPOAEHH MATQOpMaLHH 1§
HapymieHHA B PAIBHTHETO Ha HEPBHATA CHCTEMA, BRITIOUMTENHO CTCNEHTA HA Te3H PHCKOBE 33
Belara, ¢ eXCHO3MIMS in utero Ha BANINPOAT.

nalieHTKaTa pastupa HeoGXoIMMOCTTa OT MpoBEKRaNE HA TecT 32 SpeMeHHOCT Npem
3alI09BaHE Ha JIEICHHETO H [0 BPEME Ha IEHCHUETO, KakTO & HeODXOnMMO.

MAUMEHTKATA € KOHCY ITHPAHA 110 OTHOINEHHE HA KOHTPALELMATA K € B ChCTOSHUE 1a e
crobpasn ¢ HeofXoAHMOCTTa 0T HINOIIBaRE Ha eeKTHBHA KOHTpauenaua®, 6e3 npekLoeBane
0 BpeMe Ha UenHA MepHO HA NTeUeHNHe ¢ BANIPOAT.

naiHenTKara pa3dupa HeobXoNUMOCTTa OT peloReH (ITORE BeXNEK FOAHINHO) Nperes Ha
NEYEHNETO OT CIICUPAIINCT C ONUT B JICYSHHUETO Ha ETHASHCHA, GunonspHo pascTpoficTBo MY
MUTpeHa.

nanuenTkara paiéupa HeoOX0KHMOCTTA Aa ce KOHCYITHPA CBC CBOS JieKap BEHara oM
TUiaHupa GpeMEHHOCT, 38 1a Ce OCHTYPH CBOSBPEMERHO 0BCHKIAHE N NPEMUHABAHS KhM
anTepHATHBHH BB3MOXKHOCTH 34 JIeYeHHE NPeNH 3a4eBaHe ¥ NpedH Ja ¢¢ NPeKpaTH
KOHTpanemMATa.

nanweHTKaTa pasdupa HeoGXOIMMOCTTA OT CTICITHA KOHCYTTAIUA ChC CBOA Nlekap B ClTyyal Ha
tpemenHoCT.

NalMenTKaTa € Noayunna PEKOBOACTBOTO 32 NalHEHTa.

TIALMCHTKATA OTBBPRAABA, %€ ¢ pasbpana pacKoBeTe ¥ HeOGXODHMUTE NPEINAIHH MEPKH,

CBLP3aHK ¢ yrioTpeGara Ha sannpoart (I"oanmen GopMynap 3a NOTERLPKIEHHE OCHIRABAHETO
Ha pHCKa).

TIpeANKCBAIMAT IEKAP CMATA, 9¢ CHIIECTBYBAT YOSRHTEIHA NPHIHHH 2 Ce TOCOYH,
HaCThIIBAHE HAa GPEMEHHOCT.




HpexmacearnTe siekapn Tpsbea Ja ca CATYPHR, Ye POAMTESHTE/ ONArAlIMTE FPIDKH 32 feNa
GT JXEHCKH 1071 paibupar HeoGXONAMOCTTa Ja Ce CBBPAKET CHC CCLHANMCT BeAHara cliel
KaTo RETETO OT XKEHCKN 101, KOETO PHEMA BAITTIPOAT, HOAYdH MEHADXE.

Hpeanvucrammsar nexap TpsGea Na rapaHTHPA, 9¢ POARTENHTS/TIONATALIITE FPYKY 38 IEUA OT
AKCHCKH IIOVT, KONTO Ca TIONYSHITH MEHapXe, ca MONyIHAH noApobua nubopMaums 3a
PHCKOBETE OT BPOASH! MANGOPMALMH H H30CTABAHE B PAIBHTHETO H3 HEPBHATA CHCTEMa,
BKTIOUHTENIHO CTENCHTA HA TE3W PUCKOBE 34 ACHATA, C eKCIIO3AMA in Utero Ha Bamipoar.
TIpy nauyeHTKH, KONTO Ca IOy THITH MeHapXe, IpeANMHCBAITHAT Jiekap TpAGBa 14 TpeocHaBa
EXEroJJHO HYXKIATA OT TEPANAA ¢ BAATIPOAT H Ja 0GMHMCIH AJITEpHATHRAY BH3IMOKHOCTH 34
nedeHne. AKO BANNIPOAT € CARHCTBEHOTO MOAXOASUID NeYeHNe, TpAOBA Na ce 06CHAAT
BeolxomMMocTTa OT H3MNON3BaRE Ha edeKTHREE KOHTPALIEIILMS ¥ BCHYKH JPYTH YC/IOBHS Ha
[Iporpamara 3a npemaseane oT Gpemensoct. CHeMEACTET TPI6BA 13 TONOKY BCHIKA
YCHIHS IETETO OT XKEHCKH MO Ja IPEMHHE Ha aNT¢PHATHBHO NevieHue, [(peIy Aa e
HABBLPIIVLIO [IRIHONETHE.

Tect 3a GpeMeHHOCT
TIpenn HawanoTo Ha JiedeHHETo ¢ BANApoaT Tpabsa na ce wikmoun Gpemerroct. He tpaba ga ce
3a1104B4a lIUSHUE ¢ BATNPOAT NIPH XeHY C AETEPONICH NOTEHIMAT (&3 0TpHUATeAEH Pe3YJITAT OT TeCT

3a GpeMerMOCT (KPBBEH TeCT 3a GPEMEHHOCT), NOTBLPAEH OT JEKAP, 3 44 C& HIKMIOTH HEXKeAaHaTa
ynotpefa o Bpeme na GpemenHoCT,

K eriud

“Kennre c geTepozer NOTERUMAN, Ha KOUTO € MPEINACAH BANNPOAT, TpsOBa Na M3NON3BAT ceKTHBHA
KoHTpauennps 6e3 Npekncpane Npes UM IEPUOR Ha REHEHHE ¢ BA/NPoaT. Ha Tean nanveHTky
Tpabsa 1a GbIe peNocTaBeHA H3UEPHATENHA HHGPOPMALRA OTHOCHD IPENIAIBAHETO 0T GpeMeHHOCT
¥ TpaGra Aa 610aT HACOUCHH 3a CHBET OTHOCHO KOHTpALleNIHs, AKO He M3NON3RaT edeKTUBHA TAKaSA.
Tpsbea 1a ce n3nom3ea Kali-MaIko euH e)eKTHREH METOR 34 KOHTDALETIMS (33 PEANOIHTaRe
He3aBycuma oT notpeGurens gopMa, KaTo HanpHMep FHTPEMATOYHA CIIKPANA WA UMIUTAHTAT), Ui
JBe NOMLABAUIK Ce (OPMH HA KORTPAUENIHA, BRINIOTHTeNHO Gapuepen MeTon. Manuemayamamre
obctoarencTsa TpaGRa Ja ce OUEHABAT [Py BCeKy OTAENEH cyMal, KoraTo ce H36upa MeToR Ha
KOHTpaUeNind, KaTO NaNHeHTKaTa TprGBa Ja ce BKMOUYH B 06CHKIAHETO, 33 [fa Ce rapaHTHpa HeltHaTa
SHTVKHPAHOCT M CIIA3BAHETO Ha R3GpaynTe Mepky. Jaxke 1a WMa ameHopes, T4 Tpabaa 4a cnaisa
BCHYKH CHBETH 33 ¢peKTHEHA KOHTPAUENIHs.

BPEMEHHATA VI Ha CHC CPEACTEA Ch M e BKMIOYHTEH
[eH XOpMO H_KO eTTHRY, % MOT, oBele o BaHe Ha edUKACHOCTTA HA
Bajnpoar (B, Touka 4.5). I CBa nexapv TpalBa 1a npocieassaT Ky TTOB
J1_Ha IpHn HTEe 3aN0YBAHE MY NIPEKDATAB 8 Jedeny CPECTR
ch, W £CTDOTEH,

FD,QHIHBH npernel] Ha JIeYCHHETO OT MEIRTHHCKH CHENNaTHCT

CrenuanucTsT Tpabba NOHE BEJIFEHK MOMUINHO Aa IPEUEHABA JaNy BANNPOAT € Hall TIoAX0AALOTO
JledeHIe 33 naMenTxkaTa. CriequanvcTeT Tpabra fa 06enam Fommuyus GopMynsp 3a NOTBRMKICHAE
OCHABABAHETO HA PHUCKA NIPYU 3AMTOMBARE Ha ETEHHETO H NPHA BCEKY TONMIIEH LIPErnes, 1 aa
rapaHTHpa, e NAMEHTET € pastpal ChbabPKARNETO My.

IInanupane Ha GpeMeHHOCTTa

3a noKa3aAHWETO eMUMEIICHA, KO KEHATA NJIAUMDa Ja 3aGpeMenee, TepanAaTa ¢ Bannpoar Tps6pa Ja
C€ MNPEOUCHH OT CNICUUATACT C ORHT B IEUCHNETO Ha SNWISTICUA U Aa Ce OOMUCTIAT ANTepHATHBHA
BBIMOXNKHOCTH 33 egenue. Tpabra Ja ce NONOKAT BCHIKH YCUMKA, 34 14 ce HpeM'HHe Ha DOXOAALIO

JICICHHETO HE € BRIMOIKHA, XEeHATAa Tpaﬁsa Aa TIOITYYH NOMBTHATS/IHA KOHCY/ITAIHA O

PHCKOBETE ¢ BA/INPOAT 33 HEPONEHOTO NETe B MOAKPENa HA KHGOPMAPAROTO # BleM3
OTHOCHO ceMeliHOTO Ianupane.




3a noxasasHeTo GHNIONAPHO PaICTPOHCTBO MM MUIPEHA, AKO XKEHATa fUiaHMpa Aa 3abpeMenee,
TpAGBa Ja Ce NpoBeae KOHCY/ITALMA ChC CIERHATHCT C ONHT B JIEYCHHETO Ha GUIOaIpHO
pascTpolicTso # IedeHHETO ¢ Ba/MPOAT TPAOBA 42 Ce NPEyCTAHOBHK, ¥ ako € KeoGXoaumo aa ce
TpEMHHE HA ATTEPHATUBHO JIEUCHHUE NP 339€BAHE M MPEIH MPEKPATIBAHE Ha KOHTPANENUATA,

B _cnywaif Ha GpeMeHHOCT

AKO XeHa, KOTO Ce TeKyBa ¢ BaINpoar, 3abpeMenee, 14 Tpatipa He3abapHo fia ce HACOTH KbM
CHEIHANHCT, 33 1a Ce TNIpesiieH  JEUeHUETO ¢ BANIPOAT H Ja ce 0GCRAAT AITePHATHBHH
BB3IMOXKHOCTH. BCHUKY NAUMEHTKH ¢ eKCTIOZHIMA Ra BANIPOAT 110 Bpeme Ha GpeMeHHOCT Y TEXHUTE
HapTHLOPY TPAGEA 14 6Bt HACOUEHH KBM CNEUMANNCT 33 OLIGHKA M KOHCYNITHDaHE (CIEHMANN3HpaH
MpeHaTaleH MOHHTOPHHT) OTHOCHO eXCIIOHMpaHaTa GpeMenHoCT (Bl T09Ka 4.6).

GapmanerTsT TPAORA I8 rapaHTHpa, Y€
- MpH BCAKQ OTIIYCKAHE HA BAMIIPOAT ¢ NPe0OCTABEHA KAPTa Ha NAIMCHTA U NALACHTKHTE
pa3bupar HeliHOTO CHOBPKAHME,

- TAURERTKATE Ca NOChBETBARH A He CIHPAT NCUCHHETO C BATNIPOAT B He3abaBHo Na ce
CBBPKAT ChC COCHHAMKCT NPH IWIaHUpPaHa WK N10J03Upana GpeMeHHoCT.

Ofynyresny MaTepHamy

1133 na ce MOANIOMOrHAT MEIHIIMHCKHTE CTIELMANTHCTH H NAHSHTKATE B JeACTEUATA 4a ce usberne
EKCNIO3MIAATA HA BANNPOAT NG BpeMe Ha OpeMeHHOCT, IPHTEXATENAT HA pa3pellleHyeTo 3a ynoTpeda
€ PeNOCTaBH 0By AT THY MaTepnay 3a NOJCWIBAHE HA IPEAYNIPERICHANTA K IPeIOCTaBgHE Ha
yKa3auHa OTHOCHO yrioTpeGaTa Ha Bannpoar MPH KeHU ¢ AeTepoeH HOTERUHAN H BHGOpMaIs 3a
ChABPKAHHETO HA MPOTPaMaTa 3a OpeArazsane oT GpeMeHHOCT. Ha BCHYKY JKeHH ¢ AeTepoaen
MOTeUHAl, KOWTO H3NON3RAT BANNpoart, TpabBa fa ce IPENOCTARH PHKOBOACTRO 33 MALKEHTA K KapTa
HA MalHeHTa,
Tpsabsa Aa ce wanonIBa rogUIIEH GOPMYIAP 38 HOTRLPKACHAE OCHINABANETO HA PHCKA TIPH
3ano4BaHe Ha ISYCHAETO U IO BpeME Ha BCEKH FOAMHICH TIPETTe] HA IEYCHUETO ¢ BaNnpoar ot
CreMUATHCTA.

Vepeacoane na ueprust dpob: Tlpean sanousate Ha NeYeHNETO TPAGBA Aa C¢ HATIPABH MOAPOGHO
H3CeABaHe Ha YepHOAPOOHNTE NIOKA3ATENH, KOETO JIa CE TIOBTAPA MEPHOTAIHO Ha 6 Mecena, ocobeHo
npy¥ GOMHA ¢ NOBUINER PHCK W TakVBa ¢ AHAMHECTUYHY AaHHA 38 deproapobHO jabonssane; NofobHA
nalueHTH TpAGsa na GeaaT BRUMAaTETRO KitMuHO HaGmonanany (BX. cBMo Touka 4.8).
HepronpobuiTe PyHKUHOHATHY TeCTOBe TPA6BA 1A BKITIOMRAT WACIEABANE HA MPOTPOMOHHORO
BpeMe, TPaHCAMHHAsH W GumupyOns w/rim GUGPHY ferpagaimorHy NPORYKTH. B #auanoTo e
BB3MOXKHO NOBHINGBAHE HA TPaHCaMUHAIHTE; 00HKHOBEHO TO € [IPEXOAHO M CE NOBINsbA Ha
HaMAINIBAHETO Ha JO3HPOBKATA.

Tlpy naiienTHTE ¢ GHOXMMHYAY OTKIOHEHHS TpAGEA Na GLe HIBEPIIEHa OBTOPHA KIHERIHA
NpelleHka H W3CNeABAHE Ha TOKA3ATeIMTe HA YepHOIPOOHaTa dyHKIMA (BKHOIHTENHO
NpoTpOMGHHOBO Bpeme) TpaGsa Ja ce MOHHTOPHPAT A0 TEXHOTO HOPMANM3VpaRe,

TTaTodOrH9HO MOBAINEHOTO MPOTPOMEHHOSO BpeMe, 0coBeHD NPUIPYKEHO C NATONOTHIHY CTOHHOCTH
Ha AAPYTH ChOTBETHY TECTOBE, H3HUCKBA CTIUPAHE HA IEUCHUETO.

Tlps maumeHTH, NpY KOUTO B TEPaNesTHYHATA CXEMa € BKIHOYEHa BANIPOSBa KHCENHHA € OTOeIA3AH0
HapymeHue Ha YepHoApoGHaTa QyHKIUHA, BKIFOTHTENHO YepHOIPobHa HeJOCTATLYHOCT ¢ (aTaneH
u3xoz. Hali-gecto n3noxkenn Ha pUCK ca enaTa, 0co6eHo nox 3 ToAMILHA BEIpacT 1 TEIK ¢ BPOLSHH
METabONMTHY Mk NereHepaTyBHY 3200N98asYs, OPraHUIHO MO3EIHO 3a60NABANE WIH TEMKY
NPHIATLLUHA CBRP3AHM C YMCTBEHO H30cTaBatie, [ToBedeTo OT Te3n HHUMAEHTH BH3HHKBAT

Jia ce NpeNmoYNTa MOHOTEPATIHATA,
B uauankuTe cTagHn Ha 9EpHOAPOOHA HEAOCTATEYHOCT, KNUAHYRHTE ITOKA3ATEN HM
CTORHOCT OT NafopaTopHUTe H3CAEABAHHA 32 NOCTABAHE Ha NPABANHA JUarHo3a. Tex



daranno yeproapoGHO 3a6oNABAHE MOXKE Ja C& NPeIecTsa OT HecneUdUUHY NPOABH, 06HKHOBEHE
¢ BHE3AIIHO HAYano, KaTo 3aryba Ha KOHTPOJ BEPXY NPHNANBINTE, HEPAsTIONOKEHHE, OTHANHATOCT,
JeTaprus, oToK, 6e3aneTuTHe, NOBPHINAaHe, KOpeMHH GONKH, CHHIMBACT, XbATeHNNa, Topa ca
nokasanns 3a He3a0aBHO MPeyCcTaHOBABAHE HA NIPHEMA Ha JIEKAPCTBEHMA NPOAyKT. [TauneHTHTe
TpaGBa fa GbaaT NpefynpeneHH HezabaBuo A yBeIOMAT JieKyBaIus JIEKap 3a N0ABa Ha nogoCHH
TIPOABH C OTTEN NPoBEKAAHE HA M3cAeBaHus. Bee 0lne He € HATRIHO ACHO KOW H3CHCABARMA HMAT
MPOrHOCTAYHO 3HAYEHHE, HO BEPOATHO N0-TONAMO 3HAYECHHUE HMaT HAKOU TECTOBE CBhP3aHH ¢
6enTbunaTa cHHTeE3a, HANP. NPOTPOMOMHOBO BpeMe.

TpH nayuenATH ¢ KapylleHa 9¢proApobHa (yHKM, TpAGBa He3abaBHO Ia ce MpeyCTARORK
€IHOBPEMEHHHA NPHEM Ha CATHIJANATH, NOpaiH eAHAKBHTE ITETALIA Ha META60ITMIBEM, KOETO
TOBHIIABA PACKA OT YePHOAPOOHA HENOCTATRYHOCT.

Xemamonozuynu: Tlpeny 3anousane Ha NedeHHe, KaKTO H TIpeIy ONEPATHEHA HATEPBEHLMS, TpabBa qa
Ce NpoBeAaT aieKBaTHH KPBBHHA HicienBanns (Opoit Ha KPBBHITE eNeMeHTH, BpeMe Ha KbPBEHE |
KoaryJlaRoHHE TECTOBE), ¢ OFJIE]] ONpefeNsne Ha eReHTYalleH PHCK OT MOABa HAa YCHOXKHEHHS, KaTo
KbpBeHe (BX. Chillo Touka 4.8). IlauuenTHre ¢ AHAMHECTHIHA JAHHM 32 VBPExKAaHe Ha KOCTHHA MO3BK
TpabBa Oa 6bIaT BHHMATENHO Habmonanaty.

ITanxpeamuuru: Ot6end3ann ca MHOTO PERKH CyHalf H2 TEXEK NAHKPEATHTH, KOWTO & Bh3MOKHO Ja
6bne c daraner maxo. PHCKET OT aTaleH H3XOR € MO-TO/SAM MDY MAJKH Jjera H HaMangea ¢
IIOBHIIABAHE HA BE3PACcTTa. BE3MOKHO € TEKKHTE GOPMH HA MPHNANBUH HIH TEXKKOTO HEBPOJIOrHYHO
YBpekjaHe B KOMOGUHALNSA ¢ aHTHKOHBY/ICHBHATA TepanHa Ra OpAaT pAcKoBH GaKTOPH 33 TEXBK
nankpearut. PUCKBT oT daranen w3xon ce MosHINaBa (pH BE3HHKBaHe Ha TepHOAPOGHA
HEA0CTATEYHOCT 3a8HO C NAaHKpeaTHT. IauneHTHTe TpA0Ba A8 ObAaT npedynpeleHn He3abaBHO I3 ce
KOHCYNTHPAT © NIeKyBALLKA JICKAD NIPY NOARA HA CHMITTOMY CYCMEKTHH 38 NaHKpeaTHT (Hanp. KOpeMHY
Gonku, ranene, noepbiiane). [Tpy moxoGHN NaUKeHTH € HeobXoMIMa BHHMATE/THA KIHHHYHA
TIIPELEHKa (BKITIOYHTENIHO OnpeieNsHe Ha CePyMHATa aMITa3a); IPH YCTAHOBABAHE HA IAHKPEATHT
TpAOBa [ja e MPeyCTaHOBH JIEUSHHETO C BANNPOSBa KAcenuna. [IpH naifHeHTHTE ¢ aHAMHECTHYHH

AaHHY 3a [IaHKpeaTHT TpAGBha fa ce MpoBeka BHUMATENHO KIMHNYHO HAGIIOAeHAE (8. CHINO TOIKA
4.8).

Iosutuasane na menecnomo mezno: MHOTO 1ecTo IIpH netd¢HAe ¢ BaNpoaT ¢ yReIHIaBa TCIeCHOTO
Terno, koeto 61 Morno a 6s1e u3paseno 1 nporpecusno. [Tpu 3anouBane Ha NedeHHETO, MAUKEHTHTE
TpAGBa fa OB1aT npeynpecH] 32 aieKBaTHH MEPOIPHATHS C OTJie]l MUHIMAM3NPAHE HE PUCKA OT
TIOBHIlIaBaHe Ha TEJIECHOTO TErNo.

Cucmemen aynyc epimemamosyc: Makap ¥ pAifiko, BaNNPOAT MOXE JIa MPEU3BHKA CHCTEMEH JIyITyC
€pUTEMATO3YC WM 12 BIIOLIH CHIYECTBYBall YNYC €PHTEMATO3YC.

Kapbanemenosu azenmu: He ce npenoprasa eTHOBPEMEHHO IPHIAraye Ha BANNPOCEa
KNCeHHa/AATPHEB BANNPOAT H kapOaneMeHoBH areHTH (BXk. Touka 4.5),

Xunepamonemun: Tlpn nofio3upate Ha eH3MMeH AeHUNT Ha YPeWHNA UKL, NPEIH 3aNI0UBAHE Ha
TTeYeHHETO ¢ BAMpOEBa Kucena TpA0Ba JIa ce NpoBelaT NoApodHY wacnensaHws 3a MeTabonuTaun
HapyLieH#s, NOpal PUCKa OT BEIHNKBaHE Ha XHIIePaMOHEMHS NPEIWIBUKAHA OT BANIPOAT.

Tupeoudnu xopmoru. B 3aBHCHMOCT OT NIA3MEHNTE KOHLUECHTPALYH, BANNPOAT MOXKe 1a H3MECTH
THPESOHIHUTE XOPMOHH 0T MACTOTO HM Ha CBBP3IBAHE ¢ NAA3MEHNTE NPOTENHH U 13 TIOBUIIY TeXHU
MeTaboIH3BM, KOETO ia JORe/le o Npeamonaraema Ganmusa Jnardosa 3a XANoTHPEOUIHIBM.

Canmoybuiicmeo/Cyuyuonu UOey Uiy KIUHUYHO anowasane: CpobInaBa ce 33 CYHUARHR AJIEH €

NOBEACHHE TIPH NANEHTH NeKYBaHH C BHTHEIMIETITHYHA MEAHKAMEHTH BbR BP'B3Ka CbC cepmﬂ ‘\
nokasanus. [Tpd MeTa-ananns Ha paHAOMU3NPaHH, L1aUe60-KOHTPOTMPAHT IPOYHBAHRR ¢ 1 0
AHTHEMHUICITHYHE CPEACTBA ChHIO € 0TeNa3ano cnabo noBHIIaBAHE HAa PHCKA OT CY '
noBejeHue (BX. ChIIO TOUKA 5.1). MexaHn3MbT 3a PL3HHKBAHE HA TO3H PHCK HE € H
HAMIHHTE NAHHY HE M3KITIOUBAT CHIIECTRYBAHETO HA NOBHMINEH PHCK 110 OTHOIICH
BalIIpOAT.




Io Tamu nprynna, naukerTATE TPRGBa Aa GHAAT PefOBHO MPOCEARBARH 34 NPH3HALY Ha CYHINIHNA
HJeH U NOBEJICHAE M a c€ UMa NPeJRHA MpoBexKIAHe Ha ChOTRETHO Nevenne. IauvenTaTe (1
nonarampTe rPUKY 3a DAMeRTHTE) TPAGBa Ja GbAaT NOCHBSTBAHN Ja NMOTBPCAT MEIHUMHCKH CBBET
OpH Bh3HEKBAHE HA NPH3HALY 32 CYHLMIHY WIEH HNH TIOBECHHE.

Hayuenmu cve saxaper duabem: TrH KaTo BATIPOAT ce eMAMUHMPA NPeSUMHO Tpe3 GE6pemnTe,
4acTHIHO NoA (hopMa HA KETOHOBY TeNia, TOBA MOXE Na Jose/le A0 GamiABO NOMOKHTENHH PEIYATATH
NIpH M3cNeNBaKe Ha YPUHATA NP NOTEHIHATHY AuabeTuin.

Enurencun. Bre3anmHoTO NpeycTARORABAHE HA TPHEMA HA BAMNPOAT MOKe A4 TOBHIOH 9eCTOTATa Ha
NpBIATLUATE.

Hedmyum na xaprumun naimomoun mpancepepasa (CPT) mun II:
TanpenTn ¢ pannyen NedUUHT Ha KapHUTHH nanMuTonn Tpancepasa (CPT) tun 11 Tpabsa na Gnaar
NpelynpeJeHN 3a N0~ToNIAM PHCK OT pabAOMHOMH3a, KOTaTo NPHEMAT BANIIPOAT,

Hlayuenmy ¢ ussecmuo uiu NOOOIUPARC MUMOXOHIPUATHO 3a6oNTEaHE:

Bannpoar Moxe fia Npe/iHIRAKA WIH 3 BAONIH KNHHHYHATE NPHINALY Ha NOJUIEKALIATE
MHUTOXOHAPHANHA 3a60NABaHYUR, MPHIUHERN OT MyTAlliN B MuToXoHapHanHata JIHK, kaxTo ® B reda
8 Aaporo, xomupam POLG. Tlo-cienuanto, no-BACOK MPOLEHT Ha BANNPOAT-HHAY HHPAHA OCTpa
4epHOPoOHA HEAOCTATRYHOCT H CBLP3aHa ¢ YepHEA Kpob cMBPT ce chrobILaBA IPA NALKEUTH ¢
HacNeACTBeHY HEBPOMETA0OAHTHH CHHAPOMH, IPHYMHCHA 0T MYTALHY B TEHA, KOJMPAIT
MHTOXOHAPHATHEA eH3BM nionuMepasa y (POLG), nanp. cangpom na Alpers-Huttenlocher,
Hapywenns, cebp3ann ¢ POLG, TpaGea na ce nogo3dpar NpH HAMERTH ¢ PaMUIHA aHAMHE3A HITA
HacOYBAIA CHMIITOMM Ha ¢8bp3ano ¢ POLG HapylneHue, BKMIOUATENHO, HO He caMo HeoOacHuMa
enuedanonaths, pedpaxrepha emurencud (hoxanua, MEOKIOHATHA), CTATYC €MINIETITHKYC ¢
K/MAWYHA IPOSBA, W30CTABAHE B PA3IBUTHETO, IICHXOMOTOPHA PETPECHS, aKCOHATHA CeH30MOTOPRA
HEBpOTIATHSA, MHOTIATHA, UepeOpanHa aTakcud, odTanmMomierns WM ychoXHEHa MATPEHA ¢ aypa B
OKIHMUTanHaTa o6nract. TectsT 33 POLG MyTalma ce #3BBpIIBa B CHOTBETCTBAE ¢ HACTORIIATS
KTHHAYHA IPaKTHKA 3a [IMArHOCTHYHATA OLCHKA HA TAKHBA HApYIEHHA (BXK. Touka 4.3).

Cop6umon:
Tosn nexapereel NPOOYKT CHILPXKA BB BCsika Kancyna 12,7 mg copburon.

4.5 BaanmonelicTRAe ¢ APYTH NekaPCTBEHN HPOAYKTH B APYTH GOPMH MA BiauMogelcToHe
Edbexmu u npogm & ODY2u AeKapCinGery 1 u

- Hesponenmuyu, MAO unxubumopu, awmudenpecanmu, 6enzoduazenuniu

Bannpoar Moxe Jja noTeHIMpa edekTa Ha APYTH NCHXOTPONHH BeINECTBa, HATIP. HEBPONEITTHLHA,
MAOQ nuxuburtopy, aHTHAETpECATHHA # GERIONNAIENMNE; 0O TA3H IPHUMHA CE NPENOpLIBa
BHUMATENHO KTMHRHHO Habmonenne 1 nps HeoGXOMMMOCT alanTupakie Ha Mozara. KoMGHHaumaTa ¢
KIOHA3ETaM MOXKe J[a IPENIM3BHKa afcaHcH,

- Anroxon
BannpoaT Moxe 2 NOTeHIAP2 ediekTHTE HA ATKOXOJIA.

- Qericbaptuman
Banmpoart nopymapa cepyMERTE KOHUSHTPAlWMK Ha (eHobapGuTan (HocpeacTBOM HRXHOHpaKe Ha
4YepHOAPOGHNA MeTaboMH3LM) H ¢ BE3IMOKHO, 0CoBeHO NpH Jena, BL3HMKBaNe Ha ceaalma. ITo tan
NpUYMHA Ce MPENopbuBa NOCTONHAC KIMHHYHO Habmonesne npes mepeuTe 15 U Ba e
KOMOHHMpPaHOTO Jeuesve 1 HezabarHo HaMangBaHe Ha H03UTe Ha GetoBapluTan mpH BB3 BaHe Ha -/
cenauus. [Tpu HeoGxomumocT TpaGBa a ce oNpeRenaT MhasMeHuTe HYBa Ha Genobaps ¥

- Hpumucdon
Bannpoar nosuinapa MiasMeHHTE HABA HA IPUMBAOH ¢ NOCAEABAINO 0B0CTpsHE Ha C
edekTy (RaTo Ce/lalMA); Te3H CHMITOMYU OGMKHOBEHO OTIBYYABAT PY NPOLIBIRHTENHO |



Tlperiopb4sa ce BHEMATENHO KIMHHYHO MOHHTOPApPaHe, 0coGeH0 NPH 3aN04BANe HA KOMOMHUPAHOTO
siedeHHe U THTPHPaHE Ha J034TA NPH HEOGXOMMMOCT.

- Penumoun

Bannpoar noHmwkasa o0IHTe MrasMeH KOHUEHTPaMH Ha deruromH. Banmpoar cpmo Taxa
yBenp4ana caoboaHuTe Bpakie Ha QERHTORR ¢ NOAEA HA eBEHTYANHH CHMITOMY HA HPEA03HPaHE
(panmpoar maMecTBa GEHATOMH OT MECTATA HA CBHPIBAHE ¢ NNAZMEHNTE NPOTEHHH K HAMARABa
yeproapobuns My Merabommsbm). [To Tasm npHTHHA ¢ NPENophYBa BHUMATENRO KITAHHYHO
MoHuTOpHpane, IIpu nacieBane Ha WIASMEHATE HABA Ha QeHHTONH, TpOBa 1A C& ONPENEIT HpenH
BCHYKO Te3H Ha cBoDOsHaTA (opMa.

- Kapoamaszenur

TTpn enHoBpeMeHHO npuioKeryue Ha kapbaMaleNnuH 4 BANTPOaT, WMa cboblienHs 32 NosBa Ha
KIMHYMHA TOKCHIHOCT, Thit KaTo BANHpoar MoXkKe J1a NOTEHIHPa TOKCHIHATE edexTd Ha
kapGamasemin. [To Ta3u npAdiHa ce NpeNopriba BHHMATENHO KIHEATHO Habmoaewue, ocobero B
HAYANI0TO HA IeUEHHeTo; pu HeoGxoarMocT Tpabea Nna ce perymupar 4o3uTe.

- Jlamompuxcun

Bannpoar Moxe aa Hamany mMeTaGonusMa Ha TAMOTPHIKYH H A2 YABKR Herosuy nomyxusor. Ilo
Ta3u MpHYHHA, IpH HeoOXxopuMocT, TpabRa Aa ce perynupa 103aTa (#a ce HaMany NO3ATA Ha
NaMOTPIDRIH). KoMOUHAtMATE Ha TaMOTPIKAH W BATITPOAT MOXE [ NOBHIIH PUCKA OT BH3HUKBAHE
Ha {CePHOIHN) KOKHA NPOABH, 0cobEHO NpH JAena.

- 3udosydun

BMHPO&T MOXKE Ja NOBHIIM MNAIMEHATE KOHUCHTPAHHHA Ha 3HA0BY JIHH, KOSTO BOIU A0 NOBHIOEHA
TOKCHYHOCT Ha 3HJ0BYIIHH.

- Bumamun K-3asucumi anmuxoazynanm 4 Qyemuicanuyiiosa KUCERuHG

BB3MOKHO € TOBAITaBaRE HA aHTHKOAryJIanTHHA edexT Ha BapdapuH, APyTH KyMAPHHOBH
AHTUKOATYNAHTH W TPOMOOUMTHHA aHTHATPEr2aHTeH ePeKT Ha AleTWICATHIMIOBATE KHCETHHA Cle]
H3MECTBAHE OT BANNPOAT OT MECT4Ta HA CBRP3BAHE ¢ IUIAIMEHNTe NpoTeuHH. TiporpoMBunosoTo
BpeMe Tpa0sa 1a ce ClIeAN YeCTO 110 BPEME Ha IEYESHHETO C OPANHH AHTHKOATYIAHTH,

- Temoszonomud
EnHOBpeMEeHHOTO HpHITaTaHe Ha TEMO3OJIOMH] M BANIPOAT MOXKE Ja Mpeau3nyka ciabo HamManenwe Ha
KIHPBHCA HA TSMOZ0NOMHE, KOETO HE CEe CYUTA 38 KITHHHHMHO ZHAYUMO.

- Husmodunun

EnsORPEMEHHOTO NEYEHHE C HATPHER BANNPOAT H HUMOJMITMH MOKE fIa YBenndn ¢ 50%
EKCTIO3HUMATA ¢ HUMOIWITHH.,

Edrexmu na dpyau seujecmea ebpxy nampuee eannpoam

ARTHEMUACNITHYANTE CPEICTBA C CH3AMHO MEXYIHpais edekT (BRI enumoun, henobapbuman,
npusMudon, Kapbamasenyr), NORWKABAT TLIA3MEHUTE HIABA Ha Bannpoar. [To a3y npuvuHa, npu
npoBexaale Ha KOMOHHHPano NeveAne TPAOBA 1a Ce ANANTHPAT J03HTE CHOGPAIHO NNAMERNTE HIBA,

Ot npyra cTpaua, KoMOHHALMATA Ha BANNpPOAT ¢ henbamam MOKe [1a NOBHIIK CEPYMHUTE
KOHLIEHTPAINH Ha BANNPOAT. [1o Tass nprimna TpaOea Na ce MORATOPUpA J03HPOBKATA Ha Banipoesa
KHCEeANHa.

P

perynipaie Ha 103ara Ha BANIpOeBa KACEIHHA,



Tlpy eHOBPEMEHHEO MPHIIOKEHHE Ha BAMIPOSBa KUCEIUBA M Q2eHIMU C SUCOK GRURUMEM KbM
CELPIEANE C MILIMERIINE NPOMEUHY (HAND. AYERUACAINYUROBA XHCENUNG), & BRIMORHC NOBHITabake
Ha Ma3MEeHATE HIBA Ha cBoDOIHA BANIIPOEBA KHCENUHHA.

IIpn exnoBpeMenwa ynotpeba ¢ yumenuduy 1NN epimpoMuyus, Moke [a ce TOBHIIAT AAa3MEeHYTe
HHB2 H2 BAATIPOCBA KUCENHHA {BCICACTBHE HAMAJICH UepHOAPoOeH MeTaloHIEM),

TIpH NaiHenTH, TPETHPAHH ENHOBPEMEHHO ¢ BAINIPOCBA KHCEMIA A xapbanenemu, Giwio otbenssano
NOHIXABAHE HA HHBATA HA BANNPOERA Kncenuua Ko 60-160% g paMiuTe Ba nea nuw. (Topaxu Gup3oto
HAYANO U CTeNeHTa Ha AaMa/IBaHeTo, IPH NAIMEHTH, UPH KOATO CHCTOAHHETO BEYE € CTAGHINNPAHO
€ BaNTIpOeBA KUCENHA, HE C& BR3NPHEMa eAHOBPEMEHHOTO TPHUAArane Ha kapOameHeMH, KoeTD
TprOBa aa ce n36area (Rk. TOuKa 4.4).

Xonecmupamur Moxke g HaMaIH abcopbuyaTa Ha BANIPOEEA KHCETHHA.

Cpedcmaa crOrpIcai ecmpozen, GRIICHUMENHO CHOBDICAUI eCMPO2ER XOPMORAINY
KOHMpAyenmusy

EcTporenure ca HHAyKTopH Ha uzopopmu Ha UDP-rmokyporosun Tpakcdepasara (UGT),
Y4acTBAll B [IIOKYPOHHDAaHETC Ha BAJIIPOAT H MOTAT /13 YBENHMaT KAAPHHCA Ha BANNPOAT, KOSTO 43
AOBeNe o HAaMalleHa CepyMHa KOHIEHTPAUHA Ha BATNPOAT H Bh3IMOMKHO HAMAISRAHE HA
edmkacHocTTa Ha BAIMIpoaTa (BK. Touka 4.4). Jla ce o6MHCTY NIpOCTeidBakie Ha CepyMHATE HHBA Ha
BaJIIPOATE.

Or apyra cTpaHa, BANMPOAT HAMa SHIAM-NHAYIMPALL eQEKT; BCIEACTRRE Ha KOETO BAANIPOAT He
HaMasBa eUKACHOCTTA Ha €CTPOIIPOreCTaTHBHUTE CPENCTRA IPY KEHH MPHEMAITH XOPMORATHN
KOHTpPALICIFTHBH,

Memamuzon

EquoBpeMeHHOTO NpHAOKEHAE HA BANIPOAT ¢ METAMM3ON, KONTO € HHAYKTOP Ha JIEKAPCTRO-
Merabonmmpaun ensume, BR0InTeHe CYP2R6 u CYP3A4, Moe Oa foBefe 0 HaMadBate Ha
NIa3MEHHTE KOHUCHTPALAN Ha BATIIPOAT, ¢ TIOTCHIHANHO HaMAISRaHe Ha KIMHWMHATa eQAKacHOCT.
Tlopanw ToBa ¢e ApenopbYBA NOBUINCHO BHHMAHHE IPH eAHOBPEMEHHO MPHIIOKEHHE HA METAMHION H
BAINPOaT; KIKHAYHHUAT OTTOBOP WM HUBATA HA NEKapeTRaTa TpA6Ba a ce NPOCHeNsBaT o
TIOIXONAI] HAYHH,

Hpveu esaumodesicmsus

ITpenopnisa ce BHEMATENTHO H3TON3B2HE HA BANMPOEBa KACENWHA B KOMGHHALHS ¢ NO-HOBY
SHTHAETIAIETITHIA NOPATA HEXOCTATHIHO NPOYIBAHE HA TAXHATA (PaPMakOIUHAMHKA.

4.6 depraaurer, HpeMeHHOCT B KhPMeHe

BpeMeHROCT

Bannpoar e mpoTHBONOKA3AH 3a NeueHAE Ha GUITONAPHO PascTPORCTBEO H MUFPEHa 10 BpeMe Ha
OpemensocT.

Banmpoat e NpoTHBONOKA3AH 3a NeHeHHe Ha EMIIETICHY 10 BpeMe Ha GPEMEHHOCT, 0CRER KOraTo
RAMa NOOXOAAHO aNTEPHATHBHO JieueHue. Banmpoar e mpoTHBONOXA3aH IPH XKEHH ¢ eTepodeH
noTeHUHal, OCB¢H KOTATO ¢a HATHIHEHH YCIIOBHATA Ha IPOrpaMara 3a npeanassale ot GpeMextocT
(smx Touka 4.3 u 4.4).

Puckoge CEBP3AHU C EXCROZUYHA HA BAINDOGM RO 8PEME HA 6pemeuuocm
KaxTo MoHOTepanisTa, Taka i MONWTEPATIHATA ¢ BAINPOAT C& CBHP3AHH ¢ AGHOPMEH
BpeMenyocTTa. HanurwTe JaHHH OKa3BAT, Ye AHTHENMIENTHIHATA TOTATEPAIHNS,
BQJINIPOAT, € CEBP3AHA C O-BUCOK PHCK OT BPoZeHH MandopManiy B CPABHEHAE C M
BAIIIPOAT.



Tlokasano e, ye Bannpoar MPeMHUHABa NalleHTapHATa 6apHepa KakTo NPH XHBOTHHCKM BHIOBE, TAka
H TIpH xopa {BXK. TO9Ka 5.2).
TIpu HMBOTHM: YCTAHOBEHH Ca TepaTOreHHU ethem TIPH MHIIKH, IUTEXOBE M 32 (BK. Touka 5.3).

Bpodenu mangopmayuu

JlannuTe, IOMyHeHN OT MeTa-aHAN3 (BKNOUCHH DErHCTPA M KOXOPTHHA NIPOYYBaHUA) [I0KA3BaT, 9
10,73% oT fenaTa Ha JKeRN ¢ EMINICIICHA, eKCIIOHUPAHN Ha MOHOTEPANHS C BRIIPOAT [0 BPEME Ha
GpemeHHOCTTa ¢TpaaaT ot BpoAeRH Mandopmanun (95% CI: 8.16 -13.29). Tosa npencTapnisea 1o-
BHCOK PHCK OT TEXKKH MAT(QOpMalHH OTKONKOTO B 00INaTa MOMyNalAs, IPH KOATO PACKET € OKONO
2-3%. PHCKBT € 10303aBACHM, HO NIPAroBaTa A03a, O/ KOATO He CHINECTBYBA PHCK, HE MOXe 1A ce
Olpenenm.

Hamu4HATE nandy noka3Bar HAPACTBAHE Ha CITyJanTe Ha MANKW W TexKu Mandopmaipm. Hai-
YeCTHTE Clyyan Ha MangopMaliy BKIIOYRAT NeeKTH Ha HeBpannara Tphba, Manes qucMopdussM,
38eIIKa YCTHA H BRITA ITACT, KPaHHOCTEHO3a, ChpAeTHH, GROpedns H yporedHTamay nedekry, U
ReekTH Ha KpaHHHLHTE (BKTOTHTENIHO ABYCTPAHHA AlIJIA3/% HA THUEBATa KOCT), H MHOMKECTBO
aHOMAJTHA Ha PA3NTHYHH CHCTEMH B YOBEINKHS OPraHu3bM.

In utero excrosmIMA Ha BAMTIPoAT MOXe [ JoBeAe IO YBpexJaHe HA CIYXa WK THyXOTa B PesynTar
Ha MandopManyH Ha YIIHTe H/RTH Hoca (BTOpHSEH e)eKT) W/HIH B pe3yTaT Ha IMPeKTHA
TOKCHYHOCT BEPXY CITyXOBH anapat. YiMa ciydawy, onHcBaly KaKTo efHOCTPaHHA, TAKA H
IOBYCTpaHHA TIyX0Ta WK yBpEkAaHe Ha cinyxa. He 3a BcHaky cilyda ca AOKNa/iBaHH pe3y/ITaTHTE.
Koraro ca foxnansasn pe3yaTaTa, B AO-TONAMATA JacT 0T c/IyYanTe HIMA BB3CTAHORABAHE,

Excriosuuis in utero Ha Bannpoar MoXe Ja AOBeAE A0 oYM MandopManuH (BKMIOYUTENHO Konoboma,
MHKPOQTalMHs), KOMTO ce ChOOIIABAT BEB BpB3Ka ¢ APYTH BpofieHn MandopMatin. Tesn ouHA
MandopMalliK MOraT Ja 3aCerHaT 3PEHHETO.

Hapywenun 8 paseumuemo

Hauuu Nokasgar, 9¢ eXCIOULHA Ba BANNIPOAT in ulero MOXE 12 HMa HeOJIaroNpHATHH eekTH BbpPXY
ACHXHYECKOTO H HH3MTECKOTO paspUTHe Ha NellaTa, WAIOKEHH Ha TaKkaBa €KCTIO3HUNA. PHCKBT
M3rfexna e J0303aBHCHM, 4 [Iparosara A03a, o] KOATO PHCKET He CHINECTEYRA, HE MOXE Ja ce
YCTaHOBM B3 OCHOBA Ha HANWAHHTE JaHHKA. TOYHHAT PUCKOB TECTAUKCHEH NEPHO 3a Te3H eeKTH e
HeCHrypeH ¥ Bh3MOXKHOCTTA 32 PHCK [0 BpeMe Ha LianaTta GpeMeHHOCT He MOXe A3 Ce H3KMouH.
Tlpoy4panna pH mena B MpeAyTHIHIHA BB3IPACT, U3NO0MKEHH HA EKCIOIHIKA Ha BANNPOAT in Utero Mo
Bpeme Ha GpeMeBROCT 110Ka3Bar, e mpH 1o 30-40% or cry4anTe ce Habmozasa safassue B TAXHOTO
PaHHO Pa3sBHTHE, KATO TOBOP, NO-KBCHO NPOXOXAANe, T0-HACKH HHTENeXTYAHH CIoco0HOCTH, IO
€3HKOBH YMeHHA (roropene H pazGupane) » npo0bleMl ¢ namMeTTa.

Koednuuent 32 naTemrenTHocT (1Q), oleReH nph feua Ha 6 rOANE ¢ AHAMHE3A 33 eKCTIO3AIIAA Ha
BaJINpoar in utero, € cpeaHo 7-10 MyHKTa MO-HHCHK OT TO3M IIPA JENA, KOHUTO Ca W3NOKEHA HA APYTH
aHTHEMUACNTHYHH NpoayKTH. HMa J0Ka3aTeICTBA NPH JeNa ¢ eKCIO3HIINS Ha BANIPOAT, 1€ PACKBT OT
Hapywiapale B KHTENEKTa MOKe Ja Gbe He3aBHCHM OT KoeduIneHT Ha uaTeMHreHTHOCT (IQ) Ha
MafikaTta, BBIIPEKH Ue PosiTa Ha cMyInaBammTe GakTOPH HE MOXKE 4a C¢ HIKIFOWH TIpH Jena.

JlaHHATe MO OTHOIIEHHE Ha JWITOCPOTHHA U3XO0I CA OTPAHHYEHH.

HanuuinTe nanHy nokassar, ue Jenata ¢ eKCIO3HLMA HA BAJIPOAT in ufero ca ¢ OBUIUEH PUCK OT
pascTpoicTRA B AYTHCTHUHHSA CTIEKTHp (MPROMHIUTENHO TPH MHTH) 1 JETCKH ayTUIEM (OKOJIO TieT
TTETH) B CPaBHEHHe C 00INAaTa NOTyNAlHs Ha TPOYIBAHETO.

Orpadiidedy JaHHH TOKA3BAT, Y€ [PH JCUATa AITOKEHHA HA eKCIIO3NLMA Ha BATIPOAT in ;a'efo HMa nc,b _
FOMIAMa BEPOATHOCT 32 TIPOSBA HA CAMITTOMH KaTo HeUIAT HA BHUMAHHMETO/ XHTIEPAK by ‘
pascTpoiicTeo (attention deficit’hyperactivity disorder, ADHD).

Kenu & demepodna ev3pacm
Cpedcmea cvdvpoicauyu ecmpozen



CpeAcTsa CHIBPRALLA ECTPOTEH, BIITIOYHTETHO ChABPHKAIM €CTPONEH XOPMOHANHH KOHTPALEIITHEH,
MOTaT [a yBeJMYAT KITHPbHCA HA BANNPOAT, KOSTO 6B MOTTIO Ra JOBeHE JO HaManseale Ha CEpyMHATA
KOHL[CHTPAIMA Ha BAMNPOAT H BhaMOKHO HAMAIABAHE Ha ePHKACHOCTTA Ha BANPOAT (BXK. TOYKa 4.4 #
4.5).

Axo sicenama nnanupa 6pemerroc

3a NoKa3laHWeTO eNUNIENCHA, AKO JKeHaTa NaHupa 1a 3a6peMenee, TEPAIUATA ¢ BAIIPOaT TpaGBA Ha ce
NPEOLEHH OT CICNHANHCT ¢ GNHT B IEYeHUETO Ha ENANENCHS B A ¢e OOMACAIT anTepHATHBHY
EB3MOXKHOCTH 32 fevenute. TpsibRa Aa ce NONoXKaT BCHUKA YCHIAS, 34 4 C¢ [PeMHNE Ha NOXXOAAHIO
anTePHATHBHO NIEYCHHE NpeH 3a4eRaHS U NIPEe/IH NPeKkPaTaBaHe HA KOHRTpaUenLMATa (Bix Touka 4.4).
AKO CMARATA Ha JICYCHHETO He & BL3MOXKHA, JeHata TpAGBA 1a NONY9IH JOITBIHHTENHA KOHCYTTAlNA
OTHOCHO PACKOBETE ¢ BINPOAT 32 HEPOAEHOTO JETE B NOAKPENa Ha HHGOPMUPAHGTO i R3eMane Ha
peLIeHNe OTHOCHO ceMelinOTo RNanypane.

3a nokasarueTo GHNIGNAPHO Pa3CTPOHCTBO ¥ MATPeHa, ako KeHATa IIARHpa Aa 3abpeMenee, TpSGRa
Aa ce NpoBeRe KGHCYNTALNA Che CIIENHAINCT ¢ ONUT B JIEYSHNETO Ha GritonapHo paicTpoHcTeo N
MHTDeHa, NeYSHRETO ¢ BAMIPOAT TPAOBA a ce TIPEYCTAHORY, K ako € HeoGX0AHMO Aia ce NpeMuHe Ha
aITepHATHBHO JieYEHHE NIPeIH 3aUeBale W TPe/M NPEKPATABAHE HA KONTPaHCUHATA,

Bpemenu xeenu

Bannpoar kato Jeyenne Ha GHIONAPHO PascTPolicTBO i NPpoGUIAKTHKS HA MATPEHO3HY NPUCTRIN &
TPOTHBONIOKA32H 34 ynoTpeba 1o BpeMe Ha 6peMerHOCT. Bannpoar xato NeyeHse 3a enuencus, e
TPOTHBONIOKA3AH Npu GPEMEHHOCT, OCBEH KOTATo AAMA IIOAXOAMIIO ATTEPHATHRHO TeSeHHE (BIDK
TOUKa 4.3 1 4.4).

Axo xeHa, KOATO Ce NIeKyRa ¢ Banmpoar, 3afpemeree, T4 TpabBa He3abaBHO 13 ce HACOTH KEM
CHENMANNCT, 38 13 C€ NPEOUEHM NiedeHHETO € BAMNIPOaT K Ja c¢ 00CHIAT ANITEPHATHBHH Bh3MOKHOCTH,
Tlo speme Ha GPeMECHHOCT, TOHAYHO-KNOHUYHHTE IBPYORE HA MANKATA M SHMNENTHUEH CTATYC ¢
XHNOKCHA MOTAT JIa HOCKT ONpefic/ieH PHCK OT CMBPT 32 MalkaTa ¥ Toja.

AKo, BLIPEKN WIBECTHHTE PUCKOBE C BA/IPOAT NPH GPeMeRHOCT Y Cllefl BRMMATENHC OOMHCIAHE Ha
aNITePHATHBHO NEYCHUE, OPH HIKMOIHTENHY 06cToRTENCTRBA GpeMeHHATa KeHa TpalBa Aa nomy4aBa
BANIPOAT 33 SIHNENCHA, TpenopHIRa Ce:

- Ma ce usnonssa nafi-ruckata edeKTUBHA JO32 K Na Ce pasfens AHEBHATA J03& BANNPOAT Ha
HAKONKO MATKH XO3H, KOHTO TpAGBA 1A ce IpHeMaT npes Uenns feH. YoTpe6aTa Ha
NekapcTBeHA QOPMA ¢ YIBIDKEHO DCBOGONIARAHE MOXE Ja € 3a NPEANGYHTaNE NPEX APYTH
NeKkapcTBeHH HhopMu, 3a Ia ce W3GerHAT BHCOKK MAaKCHMANHR [UTa3MeHH KONLEHTPAHH (BK.
TouKa 4.2).

Boniki NaUREHTKH ¢ eKCTIO3ULNS Ha BANNPOAT 110 BpeMe Ha GPEMEHHOCT H TEXHATE NapTHLOPY
TpsOBa A8 62T HaCOUEHH KBbM CIICLMANCT C OLMT B TEPATONOTHATA 38 OUEHKA H KOHCY)ITHpane
OTHOCHO eKxcrionHpanara Hpementoct. Tpabra na ce HIRBPIORA CIEHRANHIAPAN [TpeHATANEH
MOHHTOPHHT 32 OTKPHBAHE Ha BH3MOKHA NTOABA Ha fedeKTH Ha HeBpanHaTa TPs5a Win Apyru
mangopmausn. Iippemaneto Ha NoGasku ¢ GonMesa kKicenHHa Mpeds 6peMeHHOCTTA MOXE A HAMAIH
pucka 0T ZedexTn Ha HeBpanHaTa TpLGa, KOHTO MOraT Ja Ce MORBAT IIPH Beaka GPeMeHHOCT,
Hamuenure nanny obade, He npeAnonarar, 9e GONREBaTa KACE/IHAA PeJOTRPATSBA NOABATA HA
BpOJCHH AedexTH WY MandopMalMi OPaH eKCO3RUMA Ha BAIIpoaT.

HaJmqHuTe NaHARA ABAT OCHOBAHHUE [ia Ce IPHEME, T aHTHKOHBYJICHBHATA MOHOTEDAT
NpefiNouATaHE NIPY JieucHie Ha OpeMeHRH xkeru, Ilpean 3abpeMenspane Tpiadna na ce
roneM¥HaTa Ha 7103212 M [1a Ce H3TI0/3Ba Hali-HucKaTa edeKTHBHA J03a U [IHEBHATA [
BANIIPOAT Na C€ Pa3sfAeii B HAKOIKO MAKH J03H, KOHTO A2 Ce TIPHEMAT Npes AeHsd, Th
JIaHHY, Y€ WIXOABT OT NATOAOrHIHaTa GPEeMEHHOCT € CBBP3aH C NI0-BUCOKH AHEBHH 1 yg-‘g
FONeMHHaTa Ha HHAWBHIyanHata fosa. Yecrorara Ha nedekTuTE Ha HEBpaNTHaTa TPHG



NOBHIIABA ¢ YBeIIM4aBAHE Ha Jo3uTe, ocobeHo Han 1 000 mg. IMpenoprusa ce pasgendHeTo Ha
ofmaTa 1033 Ha HAKOJIKO OTACTHE pHeMA B ynoTpebara Ha GOpMH ¢ YILIDKeHO ocBoGoXKIABARE
MOKe A2 ce NpeI0THTA Npel OCTAHANNTE JICKAPCTBEHN GOPMH, 33 1A ce H30eryaT BHCOKH IHKOBH
nnasMeHH Konuentpanyn. Ifo BpeMe Ha GpeMEHHOCT eQeKTHBHATA AHTHENWISTITHIHA WU
aHTHMaHHMITHA TepalTis ¢ BAMAPO2T He TPAORa Ja ce MPeKheBa §e3 NPeoleRKa Ha NOM3KTE H
PHCKOBETE OT JICYEHHETO ¢ BANNPOAT OT JeKap ¢ KHHHYEH ONHT B Aed9eHAETO Ha eNANeNcHs Wy
Gunonapro pascrpoHcTro. Bhripexu ToBa, TpAGBA Aa ce 3an0YHE CHELVANM3APAHO IPEHATANHO
OpOCTERABaHE ¢ UeN Ja ce OTKPHE Bb3MOXKHA NoABa Ha JAeekTH Ha HeBpAnHATA TPpBia WM APYTH
manbopmatud. BpemenunTe Tpabea Na 6BIAT BHHMATENTHO HICAEABAHH C YITPaIByKoRa
IMArHOCTHEA ¥ APYTH HOAXOANIIH MEPONPHATHA (BXK, ToUKa 4.4).

Iok e_JipodunaxTika Ha MHrPEHOSHH aTakH”

KoHsyiiexc e npoTrBONoKa3aH 3a NpodunakTHKa Ha MATPEHO3HA IPHCTEIH N0 BpeMe Ha 6peMeREOCT
H JXEHH C AeTepOJeH NOTEHIHAN, KOWTO He M3MOM3BaT eeKTHBHH METOAH 2a KOHTpaLEluA 110 BpeMe
Ha IEYCHNETO ¢ BANMNpPoaT (BXK. ToUKH 4.4 1 4.6 no-rope). Tpabea Aa ce MIKMOUN GpeMEHHOCT NIpenn
JiedeHHe © Bannpoar.

Prck 38 HOBOpONEeHOTO

- MHoro panko ca NoKNafBaHK CITy4aH HA XeMOPard9eH CHHAPOM [PH HOBOPOIEHH, YAHTO
Malku ca IpHEMATH BAIMIpoar 1o BpeMe Ha BpeMeHHOCTTA, T03M XeMOparvieH CHHIPOM &
CBBP3aH ¢ TpoMbolTONEREs, XHIoGHOPHHOTEHEMHS 1/MIH 10 HAMAITABAHE Ha APYTH
daktoph Ha KpBBOCKCUPBaHETO. AGHOPHHOTEHEMHA € JOKNAABANE CHLIC ¥ Moxke 1a Obre ¢
daranen u3xon. Tosn xeMoparuye cHHAPoM, obave, TpAGBA fa e pasrpaHndy oT
HaMalIfBapeTo Ha BUTaMAH K-3asucuMaTe GaxTopH, HHAYIWPaRY oT derobapburan H
EH3WMHH HHAYKTOpH. ClrefoBaTenyo, 6poaT Ha TpOMOOIMTHTE, HHBOTO Ha hUGpUHOrena, B
n/iasMata, koaryJalHoHHH TecToBe (HakTOPH Ha KPBBOCHCUPBAHETO TPAGBA A ce H3cheHBaT
TIpH HOBROPOJEHH.

- Cnyvau Ha XMnornukeMus ca Guny goknalsasy pH HOBOPOJEHM, YANTO MalikH ca ipHeMany
BAIPOAT NO BPEME Ha TPETHA TPHMECTHP OT GpemMedHocTTa

- Chydal Ha XHNIOTHPEORIN3BM ca (UM JOKIARBAHHM NP HOBODOREHH, YHHTO Maliky ca
NpHeMATH BATIPOAT [0 BpeMe Ha OpeMeHHOCT.

~ CuugpoM na oTHeMaHeTO (KaTo, A B 9aCTHOCT BE30YAa, pasipasHUTENHOCT,
CBPBXBLIOY IUMOCT, HEPBHOCT, XUIIEPKHHESNA, HAPYIUCH TOHYC, TPEMOD, KOHBYJICHA I
HapyTIEHWA HA XpaHSHETG) MOXKE 12 ce TTOABH NPH HOBOPOOEHH, YHIETC Maiky ca NPHEMATH
BANMIPOAT FIO BpEMe Ha NOCNEAHUA TPUMECTRD OT OPEeMERHOCTTA.

Knpmene

Ekckpelmara sa pammpoar 8 MaitTuHOTO MIKO € B Juanasona or 1% 1o 10% o1 cepyMuwTe HHBA Ha
Maitkara. XemaTonornyBy Hapylnenuy ca Rabnofasauu npu Hosopogeun/Gedeta, KOTaTo ca KbpMeHH
OT Malixy, TpHeMany Bammpoar (Bx. Touka 4.8).

Tpabsa Aa ce B3eMe pelEeHHE OTHOCHO CHMPAHE Ha KEPMEHETO WM NpeyCTaHORABaNe/OrpaHHteHHE
Ha nevenneTo ¢ KOHBYNEKC, KaTO c& MMAT NPERUL TON3HTE OT KbpMEHE 32 JAETETO M 10/13aTa OT
NeueHMe 3a malikara.

PeprHanTeT

HMa crobieHns 33 aMeHOPES, TIOMKUCTO3HH SHYHULM M YBEITMYIEHH HHBA HA TECTOCTEPOHA NIPH
JKeHH, IPHeMaNy BANTIPoaT (8. Touxa 4.8). [Ipunaranero Ha Ba/NpoaT MOXe CHINO A2 Hapyurd
depTnuTeTa Np MBNe (BK. Touka 4.8). Jloxnansanuy ciyqan rokassar, ue HApYUICHHATS Hﬁ__\
depriwmTeTa ca 00paTUMHE CEJ TIPEYCTAHOBABAKE HE JCUCHAETO.




4.7 EdextH BBpXY ciocolHocTTs 33 nrodupane n pabora ¢ MAUMAY

B pexuua cnysan, KORTPOTET RA NPANAKBIUTE BCAEACTRHE JIEYEHHETO C BANPOCSHA KHCETAHA MOKE
0a fage BLIMOXKHOCT Ha MAUNEHTHTe aKTHBHO Ja YY4CTBaT B ThTHATa OGCTAHOBKA.

BhIpekn TOBA HALHEHTHTE YNPABISBAMN MOTOPHO [IPEROIHO CREACTBO KM KoHTO paborat ¢
MamIaHK, Tpi6aa xa 6baaT npedyNpencHH 3a PHCKA OT IIPEXO/IHA CREMIRBOCT, 0COGEHO B CHIyYaM, TipH
KOHTO € NPOBEkKIA KOMOHHADAKG IeYeHHe C HAKONIKO AHTHETMNSNTHYHA NPOAYKTa HTH IpH
EQHOBPEMEHEH NPHEM Ha GeH30aHAIeIHRH,

4.8 Hexenans JekapeTBeHn PeAKIUN

HexenanvTe JEKapCTBEHH PEAKUHH €A KATEFOPHINPAHN CHITIACHO CIEIHAT JECTOTA:

Misoro wectr (21/10), wectn (>1/100 g0 <1/10), revectn (>1/1 000 mo <1/100), peakn (=1/10 000 zo
<1/1 000), muoro peaku (<1/10 000) ¢ HeH3BECTRE YecTOTa (DT HANMYNHTE NAHHWA He MOXE Aa 6536
HanpaBeHa OIcHKA).

Hapywenuna na kpvema u mumnama cucmema:

Bannpoar wrxubnpa BTopis eTal Ta TPOMOOLMTHATA AUPETaLWA, KOETO BOAH JO YABIDKABAHE HA
BPEMETO Ha KbPBEHE U 4eCTO 40 TpoMbouToneRns. OGMKHOBEHO TE3U IPOMEHK Ca CBAPIAHH C
M30/13BaHE HA N0-BACOKA OT HPEOPLYAHATE RO H ca ¢ obparnM xapakrep. TpomBouuTonesus
BeeficTRRE Ha fednunt na gaxtop VIll/von Willebrand caio Taka Moxe a HoBefe JO YABIDKABAHE
Ha BPEMETO Ha KxpBeHe. BEaMOXHO € CBINo Taka Ja ce Rabmonapa RIoTUpaHO HaMalBaKe
KOHUeHTpaundTe Ha ¢ubprnorera.

HeCTo € BEIMOKHO Ja BhIRHKHE 00PATHMO NOTHCKAHE HA KOCTHAR MO3bK, CIIOHTAHHUTE KOHTY3HM
WM KuPBEHE Ca TOKA3aHUE 3a HpeyCTAHOBSBAHE IIPHEMA Ha TeKapCTBEHMA IPOAYKT 2O MISCHABAKE Ha
TPUYHHATE.

BE3MOXKHHA Ca BLIHUKBAHE Ha arpaHyJiouHTo3a H HOHAKOTa Ba nuMdoiHTo3a. B peqku cayyau ce
c50011aBa 32 ePUTPOLKTHA XHIIONIA3HA, ieBKONEHNUA H IAHIATONEHN; Clel NPEyCTAHOBARANE HA
neveHHETo GHNO YCTAHOBEHO HOPMANHINPAHE HA KPhBHATA KapTHHA.

Hapywenua na umynnama cucmema:
B nskon cayyak e oTGensi3ana nosraTa va BackyvT. ChoOIIABA Ce 32 alepTHRHE peakuuy (0T 06puB
A0 PeaKIii Ha CBPLXTYBCTBUTENHOCT). PAAKO € YCTAHOBEH CHCTEMEN [TYITYC epHTeMaTa3yc,

Hapywewun na endoxpunnama cucmema:
Pazxo ce cho6inaBa 3a yBe/inYeHH HUBA Ha TECTOCTEPOHS.

Hapyuienun Ka mMemabonuama u xpanenemo:

BBE3MOKHO € N0ABa HA XHTIEPaAMOHEMHAS 6e3 OTIUIOHEHNA B UepHOAPOGHHTE QY HKIHOHATHH TECTOBE,
HYecTo Moke Na BL3HHKHE H3ORPAHA H YMEPEHA XHIIEPAMOHEMNAA, KONTO OOHKHOBEHO € NPEXOIHA H
HE H3WCKBA NpeyCTanoBaBae Ha eYeHHETO. BRAPEKH TOBa, TH MOXE JA C& CHITPOROK/A C KIMHITHH
TIPGABH KATO NOBpHIaHe, ATaKCHs W 3aMbIiIABane Ha Ch3HanmeTo. IIpH nossa Ha noJo6Hu CHMITTOMH,
TpAGBa /ia Ce MPeyCTAHOBH NPUEMBT HA BANIPOeRa kHcenHHa, ChobliaBa ce ChID 32 XUNCPaMOHEMHS
CBIIPOBO/ICHA ¢ HEBPOJIOI'UYHA CHMIITOMATHKA (BiK. ToWKa 4.4). B pexxcu cnygau e orfesssaka nossa
Ha oTouM. B pelikn cayyan e oT0E/M32HO JATILCTABAHE.

Tlcucuvunu napywenust:
Henpecus.

Hapyruenun na nepegHama cucmema:
Tomskora ce chobinana 3a aTakcys, CBETORBPTEX M TPEMOP, TIOABATA HA KOHTO BEPOATH
TIPUIIOMKEHATA 033,
TTonsikora ce cbobmasa 3a celaiiHd, GORKHOBEHO 110 BpeMe HA KOMOWHUPANO eHeHH

AHTHKOHBY/ICaHTH. [Tpu MOHOTepanus T4 BE3HAKBA B PeJIKY CYYYay B HAYATOTO Ha Tef)
OGHKHOBEHO € ¢ IpexofieH XapakTtep. Pamko ce 0T6ea3nar cllyyan Ha IETAprua ¥ 065
HAKOH CITyYaH NPOrpecHpaliy IO CTYITOP H IIOHAKOra CHIPOBOJSHH ChC XANIOINHATNA



KOHBYJICHK. B MHOTO peaxa cydan ca nabmonasanu enuedanonarus # xoMa. YecTo Te3d NPOABH ce
CBBPIBAT C WINOMIBAHES HA2 MHOTO BHCOXM HAYATHA JIO3H WM KoMOHHUpane ¢ Apyry
AHTHKOHBYJCAHTH, ocobeno ¢ derobapburan. OfuKHOBEHO Te ca 06PATHMY NP HaManBaHe Ha
H03aTa HIIH IPpeycTaHOBABAHE HA JIEUeHHETO.

Crolimasa ce 32 MHOTO PeAKH Cy4aH Ha 00PATAME eKCTpanipaMuIHR CHMITTOMM BXOYBANIH
NapKAHCOHK3bM WK NPEXOHA ACMEHIHA CRBP3aHH ¢ oOpariMa MO3EIHA aTpodur.

Bh3MOXKHO € BEIHHKBAHE Ha NOBHINEHA €RePrHaROCT. [1o MpUHNMN TOBA ¢ MONOKHTENHO, HO B HAKOM
cnyvau ce chofillaBa 3a fpoABH HA arpecys, XHNEePAKTRBHOCT H HPOMEHH B NOBENEHNETO,

Panko ca orbesissann nosBa Ra MyM B yIDHTe H 3ary6a Ha ciyxa (o6paTuMs win JedusuTubhy),
BBIPEKH Y€ HE ¢ JOKA3AHA NPHIHHHO-C/ICACTREHA BYBIKA.

B penxn crydad ce cpobuiaea 2a rnapoGonue M HUCTAIBM.

Habmonasarm ca cu0 raziene, ceaApane, eKCTpaUpaMHIRK HapYIeHH.

B peaxn ciywan ce choliasa 3a QUILIONHS.

CmomMauino-ypesHu Rapyenua:

MRoro panko ce chobimasa 3a maHkpeaTHT, HOHAKOra ¢ paraned W3Xox (BXK. Todka 4.4). Be3MO%HO e
TOBHIIARAHE HA AIIETHTA, A NEYEHUETO C BARNIPOSBA KHCENHHA MHOTO YeCTO NPSAH3BAKEA
YBEJIM9aBaHe HA TeIECHOTO TEIVIO, KOETO MoXe Ia 6b4¢ H3paseHO H IPOTPECcHBHO (BX. Touka 4.4). B
HavJalloTo Ha NICUSHKETO MaXke A2 BB3HMKHAT O-TEKd NPOSBH HA Apa3Hene HA CTOMAXA B YepBaTa.
Moaxe na ce RabMONABAT rajeHe, IOBPHIlAHE, 5S3aNeTHTHE H KOHCTHIALMA,

Xenamobunuapru napyuwenus:

B12MoKHO ¢ ToBMTIanake Ha TPARCAMHAASHTE B HAYANIOTO Ha NEUeHHeT0. B peaku ciydau cnen
TPUSM Ha Ba/INPOEBa KHCeNNHa, BhaHUKBAT CCPHOSHA HapyIeRHs Ha YepHonpoGuaTa QyHKLHA,
KOHTO [TOHAKOrE ca ¢ daranen ¥3xon (Bx. cunio 4.4). Paaxo ce rabmonasa nopdupus.

Hapyuienus na xoxcama u ROOKOHCHATG MbKAH,

Mpu Hakon Gomin ¢ Habmonanan npeXoieH koconad. To3u edexT seposTHO HE & CBLP3AH C O3ATA.
TlopacTsanerto Ha KocaTa HOPMANHO 3aII0YRA B PAMKHTE Ha IECT MECENa, HO & BBIMOXKHO TH 13 CTaHe
no-kuApara, Yecro ce cvobiliasa 3a HapyIleHHs HA HOKBTA B HOKSTHOTO Noke. PRako ce chobmana 3a
nopgmpra. Maoro paako ce oT6eAN3BAT CHIHO A3PA3EHO OKOCMABAHE U AKHE.

B pesnku ciyuan ce Habmonasar KOXKHY PEakiH, KaTo eK3arTeMatoseH o6pus. [To makmodeHne ce
oTGeNA3BaT ClTydaH HA TOKCHHHA EMHAEPMATHA HEKPOJM3a, OT/ACHHN ClyHaH, CHHIpOM Ha Stevens-
Johnson’s n epuremMa MynThdOpMe.

Hapyuienun na Myckynna-cxenemsama cucmema u CheOunumennama nokan;
Hma crobiieHna 32 HAMAABARE Ha MHHEPANHATA IUTETHOCT HA KOCTHTE, OCTEONEHHA H OCTEONOPO3a

MpH NaHeHTH Ha NPONLDKATENHA Tepanhs ¢ KoHsynexc. MexanuiMbT Ha Te3H edekTH BEPXY
KOCTHHS MeTalONHILM HE € HIBECTEH.

Hapywerun na 6vbpeyume y nuxounume nvmuua;

B18 Bph3ka ¢ IEYEHHETO ¢ BANNPOERA KUCENHHA Ca OTOENIA3aHA eAMHUYHA CITYYAY HA CHHAPOM Ha
Dankoun ($pyHruHoRaNen nedexT Ha IPOKCHMANHHTE TySY U RoAeil A0 TIHKO3ypHS,
aMAHOANHAYPYS, GochaTypHst U YPHKOIYPHA), HO OCHOBHITE MeXaHU3MY HA BE3HUKBAHETO MY Ca BCe
oule HEHIBECTRH.

Yecro ¢ HabmogaBana YPHHAPHA MHKOHTHTEHIHS,

Hapywenua na sv3npouzsodumennama cucmema u zpoama:
Paaxo ce chobiana 3a NOMMKHACTO3HM ARYTHUIM, KAKTO W 32 UCMEHOPER ¥ ameHopest. Muoro paako
ce 0T0enn3Ba rHSKOMACTHA.

Bpodenu, amurnu u zenemuynu napywenua;
Bponenv MandopMaiiy 1 HapynieHus B pa3BUTHETO (BX. Touxa 4.4 H Tovka 4.6).

Meduampuyna nonynoyus SH4
llpodumsT Ha Ge30nacHOCT Ha BANNIPOAT 33 NEAVATPUIHATA TIOTMYNALHA € CPABHUM 1‘1‘(5‘51;( 117+); SER
Bb3PACTHUTE, HO HAKOM HEKEKaHH JICKapCTRERN PERaKIUH Ca ITO~TEXKO H3Pa3eHH Pmi@ Of-Cpemar., ;.
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FIABHO B MeHaTPpHAHATA Romynaiud, ChliecTysa cnelMONYeH PHCK OT TEXKO YBPEXKIane Ha
9epHus Apos NPA HOBOPOASHH U TIPH MATKH Jena, 0coBeHo Npy fena mox 3 romuru. OcBeH ToBa, 33
MAIIKHTe JeUa CHUIeCTsYBa clielfatiHen pHCK 0T pasRHTHE Ha NaukpeaTuT, Te3d pHCKOBE HaMATABAT
C yBenruasaHe Ha BE3PAcTTa (BXK. Touka 4.4). [TeHxuann Hapyuienus, KaTo arpecuBHOCT, K530y /18,
HapyIieHue Ha BHHMaRUETO, 30HOPMHEO NOBECHHE, ICHXOMOTOPHZ AKTHBHOCT W Hapyena
CnocoGHOCT 38 yIeHe, ce RabnI04aBaT NPEANMHO B IEAUATPHIHATA MTOMY AU

Chobuianane Ha NONOIMPAHN HEKETAHH DEAKIHH

Crobuiasaneto Ha NONOSMPAHN HEKENAHN PeakiWH Clle/l paspeliaaHe 38 ynioTpeGa Ha TeXapCTRORNS
TIPOJYKT € BAXKHO. TOBA 103BONARA 13 C& NPONBLIDKH HalMOIEHUETO Ha CHOTHOMEHAETO TION3A/PHCK
33 NEKAPCTREHHA MPOAYET. OT MEAHUAHCKHTE CHENMATMCTH CE H3KCKRA a cbobaBaT BeaKa
MoZ03UpaHa Hexenana peakius apes Vb annTe1aaTa areHIHA 1o NeKapcThara, yi. ,, Jlamad
Tpyen’” Ne 8, 1303 Codms, Ten.: +359 2 8903417, yebealit: www.bda bg,

4.9 [Ilpegosnpane

OrGenszany ca Cy4an Ha MHIBACHTHO HIH TeeHACOYeHO npenosnpane. [Ipy nnazMenn
KOHIEHTPALMH 0 5-6 THTH MO-BUCOKH OT MAKCHMATHATE TEParieBTHYRN HABA € MATKO BEPOSTHA
MosABa HA APYTH CHMNTOMY DCBEH rajicHe, NOBPBIGAHE ¥ 3aMaaHOCT.

ITpn Texxo Npexolnpane, Hallp, AP NIAIMEHN KOHUERTpaIMH 10-12 METH TO-BHCOKM OT
MakCHMATHUTE TEPATIEBTHYHH HHBA (BXK. CHUI0 TOYKa 5.2), ca BL3IMOXKHY Tejkko notuckaxe Aa IJHC »
admaneto. CHMITOMATE 06ade MOXe Ja BapHpaT TyRCTEATENHO. TTpH MHOTO BUCOKH MIa3MEHH
KOHLUEHTPALHK ca oTdeNa3any npunarsyn. Coobmasa ce 32 MOARa Ha MOZLYEH OTOK K NMOBHIIECHO
BETPeUEpEnso Hanarane, O16ena3anH ca HAKOIKO CMBPTHH CIyHas CeX MHOTO FONSMO IpeO3HpaKe.
TTpy npelieHka Ha clydail Ra HETOKCHKAINS, TpIGBA Ja ce ¥Ma IpeIBHA BhIMOKHOCTTa 3a JobaBeHa
TOKCHYHOCT BONEACTRYIE Ha MHOTOKDATCH RPHEM Ha MENMKAMEHTA, HANp, NIPY HAMEPEUHe 32
camMoyOmicTso.

Tlpu uHTOKCHKALMA C€ MPeNoPbYBa NPOBEXIAHE HA MEPOIIPHATHA B GonHuuHA 0GCTAHOBKA, KATO
NPeU3BNKBANE HA TOBPBINAHE, CTOMAINNA IPOMKBKE, KOMBHAHO JHIIARE M IPYIH MEpPKH 32
TIOLABpKAHE HA KHIHEHHTE (JYHKIHH.

Yeneiwso ca NpHIAraHn XeMOAHaNi3a i xeMorepdyaus. TIpusiaran € CHINo Taka HATOKCOH
HHTPARCHO3HO, TIOHAKOra C OPalieH MpHEM Ha aKTHREH BLITIEH,

5. PAPMAKOJIOTrHYHH CBOMCTBA
5.1 dapMaroIHMSMAYHA cBOMCTRS

dapmakoTepaneBTHYRA TPYTIa: aRTHEMWUIENTHIM, TPOWIBOARH Ha MacTHY kncexmun, ATC xox:
NO3AGO!.

MexaHnatM Ba JeficTerAe
Halt-eeposTHUST MeXaHHILM HA NEHCTRHAE € TOTeHUHPAHEe Ha HHXHOUTOpHATA POJIA HA TaMa-aMHHO

OyTuposara kucenua (GABA) upes nonusBaHe Ha NO-HATATHLLIHHAA # CHHTE3 HITM HA MeTaGoORH3MA,
AKTHBHpaHETO Ha fekaplokcinasara Ha Iy TaMHOBATA KMCENWHA | oTHCKaReTo GABA
TPaAC2MHARA3ATA, BOIW IO M3PAICHO HOBHINABAYE HA KOHNEHTpauunTe Ha GABA B cHHanTO30MHTE ¥
MexXnycHHanTyyHaTa uenka. Karo uesporpaucMiteper nuxnbutop GABA BhaiipensTcTsa npes- o
MOCTCHHANTHYHOTO Pa3TOBAPBAHE, KATO N0 TO3H HATHH [peoTBPATAB2 Pa3NPOCTPAHEHNETO Ha
KOHBYJICHBHATA AKTHBHOCT.

GapmakonnBaMnyny edekTH

Bannpoesara KHCENWHA € AHTHKOHBY JICAHT
TcuxoTporiHara akTHBHOCT Ha BAIIPOAT BOAH A0 110-K06pa BA30MOTOPHA KOOPIANH
KOHLECHTPAUNOHHN ctocoOHOCTH.

Knurygya edexTMBHOCT ¥ Ge30HACKOCT




Hobpata epeXTHBHOCT H GHPIHAT eEKT NPH NEUEHALTO HA MAHKAKATHE ETH3OAH TIpH GOnkx ¢
GanonapHO pascTpolcTRO € YCTAHOBEHO NpH PEAMNA MANEG0-KOHTPONHPAHY KTHEHIHY IIPOYIBaHWN,
E¢exrusrocTTa na anmpoar npu npodunakTHKa Ha MUTPEHOSHH NPHCTLIN € NOKA3A TPH HAKOIKO
nnaueGo-KGHTpoHpanH ABolHO cieny npoyusaHud. [TpoqsmkHTe AT yHoTpe6a No OTHOMEHN S Ha
TOBA NMOKAIAHHUE € H3CTEABANA 32 TIEPHOA 1o 3 roAHHHE.

Tipy MeTa-aHanus Aa paHOMU3HPARA, Niauebo KOHTPONNpanY NPOYYBAKYSA BIUTOYBANTH | 1
BHTHEITHACHTHYAY JEKAPCTBEHN NpoAyKTa (0b1o 199 npoyusanuna obxpamamy 27 863 taluenTa 8
TPYHHTE TPETHPAHN MEAWKAMEHTO3HO ¥ 16 029 Gonmmy npreManH wiauefo) NPANONKEHH 3a feTeHHE
Ha EMAICICHA, ICUXHATPHIHA 3a00/19BaHNA (BKIMOYNTENHO GANONAPHA PasTpoicTea, M30HpeHHS U
CTPaXOBN HEBPOIM) WIK APYTH HApyIueRns( BKJ1. HeBponaTHyHa Gonka), GUn yCTaHoReH NOBYINEH
PHCK OT CYHIMIHO CEbp3aHy CHOHTHS (CYHIEAHN ueH ¥ NOBEJICHNE) TIPA GOTHITE TPETRPAHA ¢
ZHTHEWICTITHIM B CPABHEHME C Te3n npueMaty nnanebo. [possuTe Gunn eAHAKRO pasnmpeaencHy 3a
BCHYKH NPOYHBAHN HpeHapaTh H C¢ H3ABWIH MEXIY 2-Ta H 24-Ta cegMALA OT 3aN0UBAHE HA
nedeHueTo. PHCKBT OT CYHUMANH HNEN ¥ NTOBEJCHAS TIPH NANHEHTH TPETHPAHH ¢ AHTHENHACTITAYHA
NexapcTREHN NPORYKTH 611 olienen Ha 0,43%, MOYTH BA TLTH ITO~BHCOK OT TE3d MPHEMATH ITatieto
(0,24%), xoeto ¢woTBETCTRA HA 2 chy4as Ha 1 000 Gonmu oF rpynara NpHeMANa aHTHEMMIEITHYHM
cpercTsa B CpABHEHME C TA3W BIMMana ruraneto.

52 QapmakoxkHeTHIHM CBORCTEA

AScopbuns

CroMawho-ycToluuBHTe KANCYNH ocBoGoXKIaBAT SKTHEHATA CHCTABKA CAMO B TRHRHTE 9€PBa, KBALTO
% ce abcopbupa. ABcomoThaTa SroRANMIHOCT ¢ rtoaTe 100%. BRpXoBH NNaIMeRy KOHUSHTPALMT C&
nocTHrar cnen 2-3 yaca. EAHOBPEMCHHRSAT IPHEM Ha XpaHa HE 0Ka3Ba BIAFHNAE Ha KONHIECTBOTO
abcopSupano BemecTs0. B 3aBHCHMOCT OT RRTEpBANa MEXAY NPHEMHTE, PABHOBECHH CEPYMHH HUBA
ce Rocrurar cnef 2-4 auu. EQextHBHiTe TepalleRTHIHN INIa3SMEHY KOHICHTPAAR ca Mexzy 40-

100 mg/1 (278-694 pmol/l) mpw naumenTn ¢ emAnencks 1 Mesxxy 50-125 mg/l (300-700 umol/l) npr
HiIKoH GonHu ¢ GRNIONAPHO PA3CTPONCTRO KK MUTPEHA.

OrGenasatu ca ronemMu paitauna Ha 1lasMeHUTe HHBA MEX/Y TAUHESHTH, KAKTO OT PA3IHYRY Ipyny,
TAKa W OT eHa U ChIUa [PyTa,

Pazm el

CBbp3BaHeTo Ha BANNPOAT C NAIMEHHTE IPOTEUHHU € 0Kono 80-95% TIpy nasMeHn HUBA HaJ

100 mg/ ce ysemmaasar caoSonsmre dpaxipm, Banmpoar opeasMeo ce pasnpenen © KpbETa.
KonuenTpalnsTa Ha Banipoar B rppGHaTHOMO3HLYHATA TEIHOCT & CPABHAMA C KOHICHTPALHATA Ha
cBoGoann pakuwK B inamMara. Bannpoar npeMARasa Ipes NMIALEHTATA, 2 TAka CbILO C& HATHUBA B
MaltaroTo miiako (1-10% ot ofiute cepyMBU KOHIEHTPALMN).

BuotpaHcdopmaius
Bannpoar ce metaGonusupa B yeprAR npob, NpeNUMHO NOCPEICTEOM IIOKypoHEpane. Bannpoar
HEXHOBpa uTOXpoM P450 ensuMuaTa cacTeMa.

Enumunupane

Banmpoar ce ekckpeTHpa npeAMMAC npe3 Gu6penure o GoOpMa Ha TIIOKOPYHHIM.
EmnmsauronnuaT momy#aeot e 10-15 waca 1 e 3Ha9ATENHO MO-KPATEK HPY KENA, H TO-TOFHO
6-10 vaca,

Creyuannu zpynu nayuenmu
[agvenTy B Hanpeanana snipacy: PapMakoKWHETUKATA Ha BANpOAT Moxe Aa 6v1e npoMeReHa Npu
alMEHTH B HATIpeIRANA FE3PacT HOpajH [o-roNeMyAT o0eM Ha pasnipefeeHHe i HAMANCHOTO .
CBEp3Bake ¢ Ia3MEHHTE MPOTSHHN, KOSTO MOXKE J2 JOBE/e 0 NoBHINaBaHE Ha KOHLEHT ’m?\

cBoGORHMHS IPORYKT. - .
Haurerty ¢ 656peyno yppexaane: TTopany HAMAIEHOTO CBBP3BAHE C TLIATMEHNTE I
BOZIY MOBHIIABaHE Ha KOHUCHTPAUMYTE Ha cBOOOIHNA NPOAYKT, (hapMakOKHHETHKA
Modke 0a GbAe MpoMeHeHa P NaUHERTH ¢ HapyuleHa Gx6peuna dyHKIus.

TauwnenTy ¢ yepHoapoGHO YEpeXIane:




Tlomy#uBOTRT Ha eTHMRHALMS £ 3HAYHTENHO ¥ Ab/OKEH [IPA NAMEHTH ¢ HEPO3a K GONHE, KOWTO ce
BB3CTAHOBABAT OT OCTB] XENIATHT B CPABHEHNE ¢ KOHTPOHTE, KOSTO TIOKA3BA HAPYINABAKE Ha
KNHPBHCA NPA NAMEHTH ¢ HapyineHa YepHoapobua dyHxms.

Tpu rena Hag 10 rogpuHa BB3PacT 1 NPH IOHOMY KITMPEHCHT HA BAMIIPOAT € nonoGeH Ha T03W,
YCTaHOBEH IPH BbIPAcTHA. [lpH NMeuaTpiyHHTe NAUMEHTH N0A 10 rOARHA CHCTEMEHAT KIAPHHC Ha
BalpoaT BapHpa ¢ Bb3pacTTa. Ipu HosoposexnTe i GeGerara no 2 Meceua, KNMPBHCHT Ha BAITIPOAT
¢ MIOHHKEH B CPABHEHUE C TO3M MIPH RHAPACTHH H € Haf-HACHK RENMOCPEACTBEHO ClEl pakIaHeTo. B
0b30p OT HaydHaTa TATEpaTypa € MyGauKYBaHo, Te IIASMeHHAT IOy KHBOT Ha BANNPOAT IpH Gebera
oA 2 Mecena Noka3na IHAYMTENHA BapHabIHOCT Ha cToliHocTiTe 0T 1 A0 67 vaca. Mpw eua na
BB3pacT 0T 2 fo 10 roasHH KIMPLHCHT Ha BANNpoar € ¢ 50% no-BAcok T TO3M NPH BB3PACTHH.

53 Hpemumnuunn Janid 3a Gezonachocy

Hscnensanusra 3a XpoHHiH2 TOKCAYHOCT C BAIMPOAT MIPH MITXO0BE H KY4eTa NOKABANH HAMATIEHa
CIEPMATOTEHE3A M TECTHKY/IAPHA aTpodHs.

B nipoyysanus 33 TOKCHIHOCT TIPH MHOTOKPATHO TPHIAraHe ¢a choGIeHN TECTHKY AapHA
herexepauus/aTpodus AIH HAPYIUCHHS B CTIEPMATOTEHE3ATA M RAMAJIIBANE HA TEFNOTO Ha TECTHCHTE
TIpH BB3PACTHH MUTEXOBE H KYYeTa crieli IePOPATHO NPHIOKeHHe B 103 choTReTHO 1 250 mg/kg/nen
H 150 mg/kg/nesn.

TIpH OBEHATHH ITbX0BE HAMANABAKE HA TEMTIOTO HA TECTHCHTE € HABMOAABAHO CAMO IPH JO3H,
HAJBUIIARAITA MAKCHMATHATa NOHOCHMA 1032 (0T 240 mg/kg/neH npH BHTPaNepUTOHEATHO WA
HHTPaBEHO3HO IIPHNOXKeHUe), 6e3 CRbPaHN XUCTOTATONOTHYHA TpoMeHH. He ca nabmoganany
edIeKTH BHPXY MBKKHTE PENPOYKTHBHH OPrafH OpH NOHOCKEMY Ao (10 90 mg/kg/nex). Bb3 ocroBa
Ha Te3H JAHHH IOBCHWIHATE XXHBOTHH HE CE CUMTAT 3a NO-IOATMBY IO OTHOWEHNE Ha HAXOAKH B
TECTHCHTE, B CPABHEHHKE C BH3PACTHATE. 3HaUEHNETO HA HAXOJKWTE B TECTHCHTE 33 NeNaTpHdIHaTa
MOy NalFs He € H3BECTHO.

B npoy«4sane 3a gepTnBTETA NPY NTAHXO0BE, BANMPOAT B Z03d A0 350 mg/kg/IHEBHO He NOBNHABA
penpoRykTHBRATA QYHKINA IPH MEKKITE AETUBIIAN. Bblipeku ToBa HRQEPTUIINTET NIPH MBXKE &
HICHTHQUIMPAH KATO HEKEMAKA PEAKIHA IPH XOpaTa (BX. ToukH 4.6, u 4.8).

TlpH reHOTOKCAYHYTE H3CTIENBARYS HE € YCTAHOREH MyTareHeH roTeHian, TIpu NpoyuBaHHsTa 3a
KapUMHONCHeH NOTEHUHAN (12 yCTaHOBEHA NO-TONAMA 4eCTaTa Ha NoAKokuH GubpocapkoMu MpH
MBKKH IITbX0Be. He ¢ n3BeCTHO 3raYeHHETO Ha Teay NaHHu 33 Xopa. BammpoarsT e nokasan
6e3citopHa TEPATOTEHHOCT NPH HKUBOTHH.

6. GOAPMAIEBTHYHH JAHHHU
6.1 Coucek Ha noMoUIHATE BellECTRS

Kapnon 83

Tauuepon 85%

Kenaruu

Twranos ouokeng (E 171}

XKenesen oxcuz yeppen (E 172)

XNOpPOBOAOPGAHA KMCETHYA

Merakprunosa kucenHHa-eTRAAKpHIaT Xononumep (1:1) qucnepcns 30%
Tpuersn yurpatr

Makxkporesn 6000

Inumepos MosocTeapar 45-55 Tun 11

6.2 HecnBMecTUMOCTR
Henpunoxmmo
6.3 Cpox ua roguoct

S roanun




6.4 CrenHaany ycloBHES HA ChXpaHeHHe

Ja ce cexpaudsa ron 25°C. Jla He ce ChXPaHABA B XNANWAHKK WITH 3aMpa3siBa.
Jla ce ceXpansba B OPRTMHAIHATA ONAKORKA, 34 2 Ce NPeINIatH OT CBETIHHA.

6.5 BrI A CLILPAKAHNE HA ONAKOBKATA

Anymuanesa/PVC GnncrepHa onaxoska i anymuH#Eesa/PVC/PVDC 6mucTepra onaxoska,
conppkama 40 wmu 100 xancyna.

6.6 Crnenna,jAy NpeANAIHHN MEPKH OPH HIXBLJISHE

Hama cneunaniy u3uckpanvd,

7. TNPUTEXKATEJI HA PAJPEIIEHUETO 3A YIIOTPEBA

G. L. Pharma GmbH, Schiossplatz 1, 8502 Lannach, Ascrpus

8. HOMEP(A) HA PASPEINERHETO 3A YIIOTPEFA

Per. Ne 20000206

9. HATA HA IBPBO PAIPEINIABAHE/MOAHOBABAHE HA PAPEINEHHETO3A
YHOTPEEBA

Jata Ha Hepeo pazpemarane; 06 wad 2000 r.
Hata Ha pocnenno nopuosasane: 30 malt 2011 r.

10. JTATA HA AKTYAJIMSHPAHE BA TEKCTA

01/2022




