KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

V To3u lekapcTBeH NPOAYKT MOAJIEKHU Ha JOMBJIHUTEIHO HabmoaeHue. Tosa e no3Bosu 0bp30To
yCTAHOBsIBAaHE Ha HOBa HH(GOpPMaUMA OTHOCHO Oe3onacHocTTa. OT MEAHLIMHCKHUTE CIIEIHAJIMCTH C€
M3MCKBa Ja CHOOIIAaBaT BCAKA MOJA03MpaHa HeXKeslaHa peakuMs. 3a HauMHa Ha cbhoOllaBaHe Ha
HEXKeJIaHW PeaKLIMM BHXKTE TOYKa 4.8

1. HME HA JIEKAPCTBEHHA ITPOAYKT

KonBynekc 500 mg cToMallHO-YCTOHYMUBH KaricyJii, MEKH. e e
Convulex 500 mg gastro-resistant capsules, soft /Jc’ L?O’...ZJ . .

- e e = — i om

). KAYECTBEH M KOJMYECTBEH ChCTAB | o ELsrt 26 -07- 2024

i

| kancyna ceabpxka 500 mg Bannpoesa kucenuna (Valproic acid). ©

3a MbJIHUA CITUCBK HA MOMOIIHUTE BEILECTBA BUXKTE TOUYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

CToMalHO-yCTOHYMBA KancyJia, MeKa
[IpoabaroBaTtu, po30BH KEJIATHHOBH KAlCYJIM CbC CTOMALIIHO-YCTOHYMBO MOKPHTHE.

4, KJ/IMHHUYHU JAHHHU
4.1 TepaneBTHYHH NOKaA3aHHA
Enunencuu:

JleyeHue Ha MbPBUYHHU Mr€HEPAITU3UPAHH EMWISNITUYHM MTPUINIAIbLIM, BTOPUUHHU reHepaJIM3UpaHH
eNMWJIENTUYHH MPHUINAJAbLH U HEITbJIHH €MWJIENTHYHH MTPUNAIbLH.

bunonapru pazcmpoucmesa.

JleueHue U nmpoduIaKTHKa Ha OCTPU MAHUAKAIIHM €MMH301H CBbpP3aHH C OMpOJIAPHU pa3CTPOMCTBA.
JleyeHne Ha MaHHUEH €NU30 MPU OUIOJISIPHO pa3CTPONUCTBO, KOraTO JIMTHHU € IMPOTUBONOKA3aH, UIIK HE
ce Tosiepupa. [Ipoab/pkaBaHe Ha JIeUEHHETO Clle[ MAHUEH €MU30[ MOXeE Aa ce 0OMHUCIH NPH
MalMEeHTH, KOUTO Ca Ce MOBJIHAIM OT BaJMPOAT MPH JICYEHHETO HA OCTPa MaHHA.

Muepena.
[TpodminakTka Ha MUTPEHO3HH MPUCTHIIM B CIy4ai, 4ye HIMa €(PeKT OT NpujaraHe Ha OpPYruTe aHTH-
MUI'PEHO3HH JIEKApCTBEHH CPEACTBaA.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

J1o3upoBKa
[Ipeanarar ce GpopMu Ha KoHByJIeKC ¢ paziMyHa MOLHOCT M 4034 3a HHAMBUAYAJTHO JO3HpPAHE Ha
JIEKapCTBEHMUS MPOAYKT.

Lnwiencuu u MauHuuHu enu3oo0u npu OUNOIAPHO PA3CMPOUCMEO

ﬂega OT >KCHCKH I10J1 H KCHH C JICTCPOACH MOTCHILIHAJI

JleueHueTo ¢ Banmpoar TpAOBa 1a ce 3arno4yHe U MpocjeasBa OT JieKap ¢ KJIMHUY
Ha eI1JIercus, OMINOPHO pa3CTPOHCTBO WIIM MUrpeHa. Bannpoar He TpsiOBa na
Jela OT )XEHCKH I10J1 U TIPH JKEHH C JI€TEPOIAEH NMOTEHLHAJl, OCBEH aKO JPYTrHUTe Jie

e



HeeDeKTHBHH WM He ce MoHacAT Aobpe (BX. Touka 4.4 u 4.6), a mon3aTta U pHCKBT TpAOBa
BHUMATEJIHO Ja C€ OLEHABAT NPH PSAOBHU KIIMHHYHHM MPETIeIH.

Bannpoar ce npeanucsa U OTMycKa B CHOTBETCTBUE ¢ [Iporpamara 3a npeana3ssaHe oT OpeMEHHOCT
[pH ynotpeba Ha Bannpoar (Bxk. To4ka 4.3 u 4.4).

Banmnpoar TpsaOBa a ce npeanucBa NpeJdMHO KaTo MOHOTEpAIus, ¢ Hall-HMCKaTa ePEKTHBHA 11034,
aKO € BB3IMOXHO, B JIEKapcTBEHa GopMa ¢ YABDKEHO ocBoOOXKAaBaHe. JIHeBHaTa 103a TpaOBa na Obae
pa3aeieHa [oHe Ha JIBe OTAENHH JO3H (BX. ToUKa 4.0).

Mbxe
IIpenopbuBa ce JJEUEHHETO ¢ KoHByJIeKC Aa ce 3aro4uHe U KOHTPOIHpa OT CHELHAJIHMCT C ONHT B

JIEYEHUETO HA eMWIETICHA, OUMOIAPHO pa3CTPOHCTBO MITH MUTpeHa (BK. TOMKH 4.4 U 4.6).

Ennnencun
ITo npuH1MN, JHEBHATa f03a TpsAOBa Aa Obae pasaeneHa Ha HAKOKo nmpvema. [lo Bpeme Ha
MOHOTEpAIHATA C BAINIPOEBa KUCEIHHA, obLIaTa THEBHA A03a MOXKe [a ¢ NpHJiara €AHOKpaTHO, Beuep

(10 MaKkCUManHa gHeBHA A03a ot 15 mg/kg).

HeobxoauMuTe THEBHH J03M BApUpPaT B 3aBUCHMMOCT OT Rb3pacTTa U TeJIeCHOTO Terno. OnTuManHara
[103a C€ Onpeaess OCHOBHO OT KOHTPOJA Ha MPUNANBIMUTE; HE € HEOOX0IWMO PYTHHHO M3CIEABAHE HA
[UIa3MEHUTE KOHLIEHTpallMi. Bepeky ToBa, onpeaeisHeTO Ha IU1a3MEHHUTE KOHLEHTPALHH MOXKe a
Ob/Ee OT M013a MPH HEAOCTATHYEH KOHTPOJ Ha NPUNAABLMTE WIHA NPH MpearonaracéMy CTpaHH4HH
edekTH (BXK. TOYKA 5.2).

Mouorepanusa

Bw3pacmnu

[TepBoHavanHo ce npunarat 600 mg gueHO (5-10 mg/kg TenecHo Terno), ¢ nocjaeaBalio MOCTENEHHO
noBuilaBaHe ¢ 5-10 mg/kg Ha 3-7 NHEBHH HHTEPBAIH JOKATO CE€ MMOCTHIHE KOHTPO HA MPUMaIbLHUTE.
OOHKHOBEHO TOBA Ce NMocTHra ¢ AHeBHa Ao3a ot 1 000-2 000 mg (20-30 mg/kg TenecHo Terno). Ako
ce MOCTHIHE aleKBaTEH KOHTPOJI Ha MPHNAZBLUMTE MPH H3IIOJI3BAHE HA Ta3¥ JO3HPOBKA, 103aTa MOXKE
na ce yeenuuu a0 2 500 mg nHeBHO.

ITeouampuyna nonynayus

[TepBoHauanHo ce nmpunarar 10-20 mg/kg TenecHo Terno, ¢ nocjeaBalo MOCTENEHHO MOBUIUABAHE C
5-10 mg/kg Ha 3-7 IHEBHH HHTEPBAIH JOKATO C€ IIOCTUIHE KOHTPOJI Ha npHnaabuute. OGHKHOBEHO
TOBA Ce NocTHra ¢ AuesHa A03a 20-30 mg/kg tenecHo tero (3a OpHeHTaLMA BKTE ChILO Tabnuuarta

33 JO3HPaHE). AKO ¢ TE3U 03U HE MOXKE [1a C€ MNOCTUTHE afCKBATEH KOHTPOI1 HA NMPHUNAABLIMTE,
JHEBHATAa 1034 MOXKe [1a ce yBeauuu Ao 35 mg/kg tenecHo terno. B oTaennm cay4an € Bb3MOXKHO 1a

Obae HeoOXoaUMO U3NoJI3BaHe Ha 103K Haa 40 mg/kg/neH.

[Tpu neua, NpyH KOUTO C€ Hajnara aa ce mpuwiaratr no-BMcokH 103u ot 40 mg/kg/neH, e Heobxoaumo
PENOBHO Ja C€ KOHTPOIUpAaT 1abopaTOpHUTE U XeMaTOJIOTHYHH [10Ka3aTelH.

Heya ¢ mezno Hao 20 kg: TlpenopbuBa ce HavanHa 103a oT 300 mg AHEBHO.

Ilopann He0OXOAUMOCTTZ OT TUTPHPAHE HA J{03aTa, CHLIO TAKA 34 JeLa ce NnpejiaraT ¥ Te4HH GopMu
Ha KoHBYJIEKC.

[Tayuenmu 8 Hanpeounaia es3pacm
QapMaKOKMHETHKATa Ha BAJINpOAaT MOXKE Ja ¢ MPOMEHH I1PH NauMeHTH B HarpeaHala Bbh3pacT.

JlosupoBkara Tpsabpa J1a ce oflpeaesiyd B 3aBUCHMOCT OT KOHTPOJIa Ha NPHOaAbLUTE. (BXK. CBLIO TOYKA
5.2)

IIpenopvueam ce creonume OHegHu 003U 3a 6aANPOAM
(Tabnuuara e 3a OpMEeHTHPOBKA ):

Buapact TenecHo Terno CpenHa no3a
(kg) (mg/nHEeBHO)

3-6 Mecena =5,5-7,5 150

6-12 meceua =7,5-10 150-300




1-3 roguHH ~10-15 300-450
3-6 roguHA ~]5-20 450-600
7-11 roguau ~2(-40 600-1200
12-17 roauHH =4(-60 1 000-1 500
Br3pacTHu (BKIIOUMTETHO >60 1 200-2 100
ITAIIMEHTH B HAIIpEeIHaIa

Bb3pacT)

Hayuenmu ¢ 6vbpeuna nedocmamvynoCm WUIU HAPYUWEHUE HA YEPHOOPOOHAmMa QYHKYUA

I[Ipu namyenTH ¢ O6p0pevHa HEMOCTATHYHOCT MOXKE A C& HAJIOXKH HaMalsIBaHE HA JO3aTa WK
yBeJIMYaBaHe Ha J03aTa IIPH MaLMeHTH Ha XeMoauanusa. Bajpoar ce oTaeNns npy nuanusza (Bx.
touka 4.9). JlosupoBkara TpadBa a ce MPOMEHA cnopel KIMHHYHOTO MpOCiiedABaHe Ha NMAllMeHTa
(B. Touka 4.4). lozara TpsOBa ga ce ONpeeny Bb3 OCHOBA HA KIIMHHYHATA KapTHHA, ThH KaTo
MOHHTOPUPAHETO Ha IJ1a3MEeHHTe KOHLIEHTPAllMH MOXKe /1a ObJie ITOABEKAAIIO (BK. CHIIO TOYKA J.2)

KomOnHupana repanusn

[Tpu 3amouBaHe Ha jeucHHe ¢ KOHBYJIEKC KancyJiv NpH NALHEHTH, KOUTO BeUe MPOBEXKIAT JICUCHHE ¢
IPYTY AHTUKOHBYJICAHTH, IO3HPOBKATA Ha W3MNO0M3BaHMA Npeau MEAUKaMEeHT TpsaOBa 6aBHO na ce
HaMaJIsBa. 3anoysaHeTo Ha Tepanusa ¢ KonBynekce TpAOBa a ce OCHIUECTBABA [IOCTENEHHO 10
JocTUrane Ha Habels3aHaTa d03a ciie] okono 2 ceaMulid. I1pu npuiarade Ha KoHByNEKC kancysy B
KOMOHHAIMA ¢ AHTHKOHBYJICRHTH, KOHTO HHAYUMpAT aKTUBHOCTTA HA YEPHOAPOOHHTE EH3UMH, Harlp.
deHuTouH, GenodapbuTan Win kapbamasenuH, MOXKe Aa Ce HaJIOXKH ITOBHIIIABAHE HA J03aTa ¢ J 10
10 mg/kg/nHeBHO.

Cnen mpeycTaHOBABAHE Ha MPHEMa Ha HHAYKTOPH Ha YePHOAPOOHUTE €H3UMHU € Bb3MOXKHO 12 Ce
IMOCTHTHE afeKBAaTeH KOHTPOJ Ha MPHIIABIIHTE MPpH U3MOJI3BaHEe HA NO-HUCKH 103U KOHBYIIEKC
KarncyJd. [Ipu enHoBpeMeHHO npuiaraHe Ha OapOHTypaTy U mpu HaOMOAABaHE HA NPOABY Ha
cequpane (0cobeHo MpH Aena), TpAORa a ce Hamallu 103aTa Ha bapOuTyparure.

bunoggpuu pazcTpoHCTBA H MHI'PeHA

ITo oTHOImMEeHUE Ha [TOKa3aHUATA ,,0HIMOIApHH Pa3CTPOICTBA” U ,,IPOMIIAKTHKA HA MUIPEHA”, He ca
MPOBEXKAAHH KOHTPONHUPAHU KIHHHYHH IIPOYHBAHUS IIPH AELA U IOHOLUIY WIH NPH NALMEHTH HAA 65
rOAYLIHA BB3pacT.

bunoasipau pazcrpoiicTBa (CaMO P Bb3PaCTHU NALACHTH )

Octpa Tepanni: IIpenoppura ce HadanHa go3a ot 600-900 mg nHeBHO. CHIIHO BB30YACHU MallMEHTH
MOJXKe J1a ¢ce TpeTHpat ¢ A03u 40 1500 mg axHesHo. [focTteneHHO noBUinaBaHe HA A03aTa TpAOBa Aa ce
U3BBPIIBA HA HHTEPBAJIU MEXKIAY 2 U 4 IHU K 114 ¢e CHIPOBOXKAA ¢ MOHUTOPHpaHe Ha IUIa3MEeHHUTE
KOHLUEHTpauuM (0OM4YaliHM TeparneBTHYHU rpaHuiM: Mexay 50 v 125 ml/1) go orbenaspane Ha
KIHHHUYHO MOA0OPEHHE WM MOSBA Ha HEKeJaHHd NeKapCTBEeHH PEeaKIIHu.

[ IpodunaxTrika Ha perausy: O0uyaliHUTe AHEBHH 034 ca Mexay 1 000 u 2 000 mg.

MaHHAHHA eNU304H NPH OHNOAPHO PA3CTPOHCTRO
Bv3pacmuu
JlHeBHaTa f03a TpAOBa a ObAe YCTAaHOBEHA M KOHTPOJIUPAaHA MHAMBHYATHO OT JIEKYBAILHA JIeKap.
[IpenoppuUTENHATA HAUAJIHA AHEBHA A03a € 750 mg. OCBEeH TOBA B KINTHHHYHHM H3MMWTBAaHMA HaYaiHA
no3a ot 20 mg Banmnpoat/kg TemeCHO TErJIo ChUIO NMOKa3Ba NPUEMIIMRB IMpodHIT Ha Oe30IMacHOCT.
DopMHTE ¢ YIBIKEHO OCBOOOKIaBAHE MOTAT A4 OBAAT NPHUIAraHH €IUH ITET, HJIH ABa IIBTH JHEBHO.
Hozata Tpsabea na 6b2e yBEeNWUEeHa KOJIKOTO € Bh3MMKHO MO-0Bp30, 33 J1a ¢¢ TIOCTHIHE Hali — HUCKaTa
TEepPANECBTHYHA 1034, KOATO BOJAH A0 XKENaHHA KIIHHU4YEH e(eKkT. JJHeBHaTa no3a Tpabsa na Onae
ananTHpaHa CIIpAMO KIHHUYHHA OTTOBOP, 3a [ C€ onpeAeNd Hal-HUCcKaTa epeKTHBHA 1034 34
MHIUBHAYAITHUSA NALUECHT.
Cpendara qHeBHa 003a 0OHKHOBeHO Bapupa Mexkay 1 000 u 2 000 mg pannpoat. Ilaiiyerf i, KT
[OJTy4MaBaT AHEBHH JO3M NMO-BHCOKH OT 45 mg/kg TENIeCHO TETJI0 JHERHO, TPAGBA A3/Fhuiy o-’?atzo
BHHMATEJHO MPOCAeIIBaHH. X
IIpoasinkaBaHeTO Ha JSUEHHETO 33 MAHHHHM e300 MPH OUIIONAPHO pa3CTpOy @
alalTHPAHO MHIMBHIYAIHO, KaTO C€ U3IONI3Ba Hal-HUCKATa e)eKTHBHA A034. %
2,




Heouampuuna nonynayus
EdukacHoctra Ha KonByneke npu aeua noa 18 roavHH B JICHEHHETO HA MAHHHHK €MU30IH MPH

OHMMONAPHO Pa3CTPOICTBO HE € YCTAHOBEHA. 3a noBedye HHGOopMaLms 3a He30nacHOCTTa NPH Aelia,
BHXTE TOuKa 4.8.

[TpoAb/KHTENHOCTTA Ha JIEYEHHETO ce OMpPENesis OT JeKyBallus JIEKap.

Murpena (caMO npH BE3PacTHH MALUEHTH)

Kenu c oemepooen nomenyuan u OpemMenny Hernu

Konsynekc TpsaOBa [1a ce 3alo4yHe OT CNELMaJIMCT ¢ KIMHHYEH OIUT NPHU JIeYeHHE Ha MHIPEHA.
JleyeHueTo TpaOBa 1a 3allOYHe, CaMO aKO APYry JeUeHUs ca Hee()eKTHBHU WM HE Ce MTOHACAT (BXK.
Touka 4.3, 4.4 u 4.6) u non3zara ¥ pucKbT TPAOBAa BHUMATENIHO A4 C€ OLECHABAT NMPH PYTHHHH

Mperiiciu.

Cnen 3anouBaHe Ha JieueHHe ¢ 300 mg AHEeBHO, pa3Ae/ICHH HA OTACIIHM [IPHEMU, THEBHATA 034
[IOCTENIEHHO C€ MOBHIIABa A0 0TOeAs3BaHe HA KITMHHYHO NMOJO0peHHe WK MOABA HA HEXEJIaHH
nekapcTBeHH peakuyu. [loBeuyero nauueHTH 61xa MOIIIM 1a OBAAT JIeKyBaHH e(peKTUBHO C AHEBHH
no3u ot 600-900 mg.

HavyuH Ha NpUIOKEHHE
[Iepopanno npuwioxeHHe
Kancynure Tpa6Ba Ia ce mpueMat Le/Id, ¢ MaJIKO TEYHOCT, IO BPEME WITH CIIER XPaHEHe.

4.3 IIporuBOmOKa3aHHsA

= CBpBX4YYBCTBUTENHOCT KbM aKTUBHOTO BELLIECTBO WITH KBM HAKOE€ OT NOMOLIHHUTE BELIECTRA,
n30poeHu B TouKa 6.1

— AKTHBHO 4epHOAPOOHO 3abonsBaHe

— AHAMHECTHYHH JaHHM 3a TEXKO YBpeXIaHe Ha PyHKLMATA HA YEPHHUA Apod, 0coOEHO BBR
BpBH3Ka C IPHEM HA JIEKAPCTBEHH MPOAYKTH

- UepHoapobHa nopdupus

— [MpodunakTuka Ha MUTPEHO3HU NPUCTBITU NPH OPEMEHHU U KEHHU B IETEPOJHA Bb3pacT, KOUTO
HE M3T0N3BAT SPEKTHBHU METOH 32 KOHTPALENLUA 1O BPEME Ha JIEYCHHUETO ¢ BAJNpOaT (BiK.
TouKa 4.4 n 4.6). Tpabra na ce U3KNIOUK BPEeMEHHOCT IIpe/IN 3an04YBAHE HA JIEUEHUHE C BAINPOAT

— [TallHEHTH ¢ MUTOXOHAPHAIHH HapYIIEHUA, IPUYMHEHH OT MYTALMH B AAPECHUS I'€H, KOAHPALl

MHATOXOHAPHAJIHKA €H3uM nonuMepasa v (POLG), ranp. cunapoM Ha Alpers-Huttenlocher,
KaKTO W IPH Aela noj 2 roguiiHa Bb3pacT, 33 KOUTO C€ CMATA, Y€ UMAT HapyllIeHHE, CBhP3aHo C

POLG reHa (Bmx ToOuKka 4.4)
- [TauueHTH C U3BECTHH HApPYLLICHNUS B YPEHHUA LMKBI (BXK. To4ka 4.4)

JleyeHue HA emUIIEIICUA
- [Io BpeMe Ha OpeMEHHOCT, OCBE€H KOraro HAMa IMoAXO0AA1I0 aTepHaTUBHO IeYeHHe (BHXK TOYKA

4.4 u 4.6).
- [Ipn >xeHU ¢ AETEPOAEH NMOTEHLMAJ, OCBEH KOTaTO ca U3ITBJIHEHH YCIIOBUATA Ha MporpaMara 3a
npeana3saHe oT OpeMEHHOCT (BHXK TOUYKa 4.4 M 4.6).

JleueHue Ha GUNOAAPHO pa3CTPORCTBO M NPOPHIAKTHKA HA MUTPEHO3HH NIPHCTHNH
- [To Bpeme Ha OpeMeHHOCT (BHAK TOuKka 4.4 u 4.6).

- [Ipn >xeHH ¢ JeTepoAeH NOTEHLMAT, OCBEH KOraTo ¢a M3ITHJIHEHH YCNIOBUATA Ha MporpaMara 3a
npeana3Bade oT OpeMeHHOCT (B Touka 4.4 u 4.6). .

4.4 ChneuHaJHH npeaynpexJIeHHA H NpeANAa3HH MePKH NPH yHoTpeda




[Iporpama 3a npeanaisaHe oOT OpeMeHHOCT

Bannpoar uma BUCOK T€paTOreHeH MOTeHUHA ¥ IIPH JeuarTa, U3J10)KeHH Ha BaJINpoar In utero, uMa
BUCOK PUCK OT BpPOJEHH MaipOpMaLIMM U HApYLIEHUs B Pa3BUTUETO HA HEPBHATa CUCTEMa (BXK. TOYKa

4.6).
KoHByJieKC KancyJiv € MPOTUBOIOKA3aH B CJIEJHUTE CIIyYaH:

JledeHue Ha enuIerncus
- Ilo Bpeme Ha OpeMEHHOCT, OCBEH KOraToO HAMa IMOAXOAALIO0 aITePHATUBHO JIeYEHHE (BHXK

Touka 4.3 u 4.6).
- IlpM )KeHH ¢ AeTepoaeH NOTEHLUMaJl, OCBEH KOraTo ca U3IIbJIHEHHW YCJIOBUATA HA NporpaMara

3a Mpeana3BaHe OT OpeMeHHOCT (BWX TO4Yka 4.3 U 4.6).

JleyueHre Ha OUNOJASPHO PA3CTPOMCTBO U NPOMHIAKTHKA HA MUTPEHO3HH MPUCTBIH
- Ilo BpemMe Ha OpemeHHOCT (BHxK Touka 4.3 U 4.6).
- Ilpu xeHH ¢ AeTepoAeH NOTEHLMAal, OCBEH KOraTo ca M3MbJIHEHH yCJIOBUATA Ha Mporpamara
3a rpeanasBaHe oT OpemeHHOCT (B Touka 4.3 u 4.6).

YclI0BMS Ha nporpamara 3a npejna3BaHe 0T OpeMEeHHOCT:

[IpennucBauAaT nekap TpsaOBa na rapaHTHpa, 4e:

- MHAMBHAYaJHUTE OOCTOATEJICTBA Ca 3aAB/DKUTEIHO OLIEHSIBAHH BbB BCEKH OTAEJIEH CITy4aH,
KaTO MauMeHTKaTa TpsaOBa aa Oble BKIOUYEHA B JUCKYCHATA, 3a [1a CE€ OCUTYPH
aHraXXKMPaHOCTTA U, J1a ce OOCHAAT TepareBTHYHUTE Bb3MOXKHOCTH H Jla C€ rapaHTHUpa
HEHHOTO pa30UpaHe Ha PUCKOBETE U HEOOXOAUMHUTE MEPKH 3a CBEXKIAHE Ha PUCKOBETE J10
MHHUMYM.

- MOTEeHUMaTbT 32 HACThbIIBaHe Ha OPEMEHHOCT € OLIEHEH MPH BCHYKH NMALMEHTKH OT XKEHCKH
MoJI.

- MauMeHTKaTa e pa3dpasia M NOTBbPAUIIA, Y€ OCh3HABA PUCKOBETE OT BpOJIEHH MajihopMalLliH H
HapylLUE€HUsA B Pa3BUTHETO HA HEPBHATA CHCTEMA, BKJIFOYMTE/IHO CTENEHTA Ha TE3H PUCKOBE 3a
Jeuara, ¢ €KCro3MLMs In utero Ha Bajimpoar.

- [auMeHTKara pa3Oxpa HEOOXOAUMOCTTA OT MPOBEXKIAAHE HA TECT 32 OPEMEHHOCT Npeau
3aMI04YBAHE Ha JICYEHHUETO M IO BPEME Ha JICYEHUETO, KAaKTO € HeOOX0IMMO.

- MalMeHTKaTa € KOHCYJITHpaHa Mo OTHOLIEHHWE Ha KOHTpALIENIMATa U € B CbCTOSIHHE J1a Ce
cb0oOpa3u ¢ HeOOXOAUMOCTTA OT HU3MOJI3BaHe Ha eeKTUBHA KOHTpauenuus*, 6e3 npexbcBaHe
10 BpEME Ha LEJIMs [IEPHO Ha JICYEHHUE C BAJIMpoar.

- nauMeHTKarta pa3dupa HeoOXOOUMOCTTA OT peAOBEH (ITOHE BEIHBXK MOJMIIHO) Mperje Ha
JICYEHHUETO OT CMELIHAIUCT C OITUT B JICYEHUETO Ha eIuierncus, OUINoJISspHO pa3CTPONUCTBO HUIIH
MHIpEHa.

- [auWeHTKaTa pa3dHupa HeOOXOAMMOCTTA Aa C€ KOHCYJITHpA CbC CBOS JIeKap BeJHara oM
rJ1aHupa OPEMEHHOCT, 3a Jja ¢C€ OCUI'YpPH CBOEBPEMEHHO O00CHXKIAHE U NMPEMHUHABAHE KbM
aJITEpHATUBHH BB3MOXXHOCTH 34 JICYEHHE MpEau 3a4eBaHe U MPeaU 1a ce NMpeKpaTH
KOHTpaLernLuMsTa.

- MauMeHTKara pa3OMpa HeoOXOAUMOCTTa OT CIELIHA KOHCYJITALlMs ChC CBOS JIEKap B Cy4aii Ha
OpeMeHHOCT.

- nauMeHTKarTa e nojiyyuna PbkoBOACTBOTO 3a malMeHTA.

- TNaLMEeHTKaTa MOTBbPXK/JaBa, ye € pa3Opasia pUCKOBETE U HEOOXOAMMHTE Mpeana3Hu MEPKH,
CBBbpP3aHH ¢ ynorpedara Ha Bannpoat (['oauiueH dopmynsp 3a NOTBBPKIAEHHE OCH3HABAHETO
Ha pUCKa).

-

Te3u YCJ10BHUA CE€ OTHACAT H 34 ) KEHH, KOHUTO INMOHACTOALIIEM HE Ca CECKCYA/THO aKTHB
NpCAINMHUCBALLHUAT JICKAp CMATA, Y€ CbLIECTBYBAT yﬁeﬂHTE.TIHH [IPHYHHH 1a CC ITOCOS
HACTBIIBAHC HA 6peM€H HOCT.

ﬂ,ega OT KCHCKH I10.1



- IIpennucBaluTe Jiekapu TpsOBa a ca CUTYPHH, Y€ POJAMTENIMTE/MOIaralMTe rPyXKH 3a Aeua
OT ’K€HCKH I110J1 pa30UpaT HeOOXOAMMOCTTA J1a CE CBBPXKAT ChC CNELIMAIUCT BeHara ciejl
KaTO JIETETO OT KEHCKH IMOJI, KOETO MpUeMa BaJINpoar, Mojy4yd MeHapxe.

- IlpeanucBalMAT Jekap TpsAOBa Aa rapaHTUpa, Y€ pOAMTEIMTE/ToJIarallluTe FPHKM 3a JieLia OT
YKEHCKH 0JI, KOUTO ca MOJYUYHJIH MeHapXxe, ca MoayyuId noapodHa uHpopmauus 3a
PUCKOBETE OT BPOAECHH MaJipOpMaLlMM U U30CTaBaHE B Pa3BUTHETO Ha HEPBHATA CHCTEMA,
BKJIFOUMTEJIHO CTEMEHTA Ha Te3W PUCKOBE 3a JIellaTa, ¢ €KCMO3MUHMA 1n utero Ha BaJipoar.

- Ilpu nauMeHTKH, KOMTO ca MOJy4YH/IM MEHapXe, MPEANMCBALIMAT JieKap TpsAOBa J1a NpeoLeHsBa
€XXKEroJJHO Hy»>KJ1aTa OT Tepamnus C BaJNpoar v J1a OOMMCIIM aJITEPHATUBHU Bb3MOXKHOCTH 3a
je4yeHue. AKO BaJINPOaT € €AMHCTBEHOTO MOAXOAALLO JieUeHUe, TpAOBa Ja ce 00CHAAT
HeoOXOAUMOCTTA OT U3MOJI3BaHe HA €(PEKTUBHA KOHTPALIEINLMS U BCHUYKH JIPYTH YCJIOBUS Ha
[Iporpamara 3a npeanasBaHe oT OpeMeHHOCT. CneuHaiucThT TPAOBA 14 MO0XKH BCUYKH
YCHUJIUA JIETETO OT KEHCKH I0J1 [1a IPEMUHE Ha aJITEPHATUBHO JICYEHHE, NIPEaU aa €
HaBbPLIWIIO ITbJIHOJIETHE.

TecT 3a OpeMeHHOCT

[Ipenu HayanoTO Ha JIEYEHUETO C BaMpoar TpsaOBa Aa ce u3kiIo4u OpemeHHocT. He TpsabOBa na ce
3ar04Ba JIEYEHHE C BAJINPOAT MPH XKEHH C IeTEPO/IEH NOTEHIHAI 0e3 OTpULIaTE IEH PE3yJITaT OT TECT
3a OpeMeHHOCT (KPBBEH TECT 3a OPEMEHHOCT), NOTBBPAEH OT JIeKap, 3a J1a C€ U3KJIIOYH HeXKellaHaTa

ynorpeba rno BpeMe Ha OpeMEHHOCT.

KoHTpauenuus

JKeHute ¢ neTepoaeH MOTeHLUHal, Ha KOUTO € MpeANUcaH Bajarnpoar, TpsadBa 1a u3noi3sar epeKTUBHA
KOHTpauenLus 0e3 NpeKbCBaHe Mpe3 Leaus NepHo] Ha JIeYeHUue ¢ Bainpoar. Ha Te3u nauueHTku
TpsOBa ga ObJ1e NpeaoCTaBeHa u3depnaresiHa HHGoOpMaLMs OTHOCHO IMpeaAna3BaHeTo OT OpeMEHHOCT
1 TpsAOBa 1a ObAaT HACOYEHHM 3a CHBET OTHOCHO KOHTPALIENLHUS, aKO HE M3M0JI13BaT €()EKTHBHA TaKaBa.
TpsbBa na ce M3Mo/3Ba Hal-MaJIKO €AUH €()EKTUBEH METO/ 3a KOHTpaLeNnLUMs (3a NpeaAnoOYUuTaHe
He3aBUCHMA OT notpedurens popMa, KaTo HaNpUMep BbTPEMATOYHA CIIMpalla WM UMIUIAHTAT), HIIH
JIB€ JIOMbJIBAIIM c€ JOPMH Ha KOHTpaLENLHUs, BKIIOYUTETHO OapuepeH meton. UHAMBUOYyaTHUTE
obcrosTencTBa TpAOBa /1a ce OLIEHABAT MPU BCEKU OTAEJIEH ClIydail, Korato ce u3oupa MeToj Ha
KOHTpaLEenLus, KaTo NnalydeHTKara TpsadBa aa ce BKIOUYM B 00CHXK/IAHETO, 3a [1a C€ rapaHTHpa HeMHaTa
AHTKUPaAHOCT U CMa3BaHETO Ha u3OpaHUTe MepkH. Jlaxke 1a uMa ameHopes, T4 TpaOBa na crna3pa
BCHYKH CHBETH 3a €(PEKTUBHA KOHTPALIEITLIUA.

CpeacrtBa chaAbpKallld €CTPOreH

EnHoBpemeHHaTa ynorpeda cbe Cpe/ICTBa ChAbPHKALIH ECTPOINeH, BKIOYHTEIHO ChAbPXKALIUTE
€CTPOreH XOPMOHAJIHK KOHTpALIENTUBY, OW MOIJIO Jia IOBEIE€ 10 HaMa/lsiBaHe Ha e(DUKACHOCTTa Ha
Bajinpoart (Bx. Touka 4.5). [Ipeanucsaiure Jiekapy Tpa0Ba a npocaeAsBaT KIMHUYHUS OTTOBOP
(KOHTPOJI Ha NPUNAABbLKTE) NPH 3ar04YBaHE WM MpeKpaTsBaHe Ha JIEYEHUETO ChC CPEJICTBA

ChAbPXKAIIK €CTPOreH.

["oauineH nipersied Ha JICYEHUETO OT MEAULIMHCKH CIIELUATTUCT

CneunanuctsT TpAOBa MMOHE BEAHBXK MOAMILIHO J1a MPELEHABA Aajly BajINpoar € Hal noaxoasuoTo
JIeYeHHe 3a nauMeHTkara. CneunanucTsT TpAOBa Aa o0chau ['oauuHus GopMyIIsp 3a NOTBBPXKACHHE
OCBH3HABAHETO Ha PHUCKa IIpH 3arI04YBaHE HA JICYEHHETO H IPH BCEKH I'OJMLIECH Mperiel, M aa
rapaHTHpa, 4Ye MalMeHTHT € pa3dpa CbAbPKAHHUETO MY.

[InaHupaHe Ha OpeMeHHOCTTA
3a roKa3aHUETO EMUJIENCHs, aKO JKeHaTa IIaHupa 1a 3a0pemMeHee, TepanuaTa ¢ Baanpoar TpsadBa na
C€ MPEOLEHHU OT CIELHAIIUCT C OMUT B JICHEHUETO Ha EMUJICTICHUS M [a € OOMMCIIAT alTepHATHBHH
BB3MOXKHOCTH 3a JieueHue. TpsOBa fga ce nojioKat BCUYKH YCHIIMS, 3a [1a Ce NIPEMHUHE Ha MQAXO7S
aJITEepHATUBHO JIeYEHHUE NMPEIH 3a4eBaHe U NMPeaH NpeKpaTIBaHe Ha KOHTPALIEILIMATA. £

JIEYEHHETO HE € Bb3MOXKHA, )KeHaTa TpsAOBa J1a NoJIy4yH AOIbJIHUTEIHA KOHCYJITALlUs 7
PUCKOBETE C BAJINpOAaT 3a HEPOJAECHOTO JIeTe B MoAKpena Ha HHPOPMUPAHOTO i B3e /
OTHOCHO CEMEHHOTO IJIAHUPAHE.
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3a rnokazaHHeTO OMMOJIAPHO Pa3CTPOMCTBO HJIM MHUIPEHA, aKO XKEHaTa IJlaH|pa J1a 3adpemeHee,
TpsOBa /1a ce MpoBee KOHCYJITALMS ChC CMEeLMATUCT C OMMUT B JICYEHUETO Ha OMIIOJIAPHO
pa3CcTPOMCTBO U MUIPEHA U JICYEHHUETO C BaJINMpoaT TpAOBa 1a ce NpeyCTaHOBH, U aKO € HEOOX0AUMO
1a ce MPEMMHE Ha aJITEPHATHBHO JIEYEHHE MPEAM 3a4€BaHE U MPeH NMpeKpaTsIBaHe Ha

KOHTpauenuuAaTa.

B cnyyaii Ha OpeMEHHOCT

AKO ’eHa, KOSTO Ce JIEKYBa C BaJIlpoar, 3abpemeHee, T4 TpsAOBa He3abaBHO Ja ce HACOYM KbM
CMELIMAJIMCT, 3a Ja Ce NMPEeOLIeHH JIEYEHHETO C BAJIMPOAT M J1a ce 00CHAAT a/ITepHAaTUBHU
Bb3MO>KHOCTH. BCHUUKM NMallMEHTKHU ¢ €KCMO3ULIUA Ha BaJIPOAT M0 BpeMe Ha OPEMEHHOCT M TEXHHUTE
napTHBOPH TpsAOBa Aa ObJAT HACOUYEHHU KbM CMELHMATMCT 3a OLICHKA W KOHCYJITUpaHe (CreuraIn3upaH
MpeHaTajJeH MOHUTOPHHI') OTHOCHO €KCIOHUpaHaTa OpeMEHHOCT (BHXX TOYKa 4.6).

dapMalieBTHT TpaOBa 1a rapaHTHpa, 4Ye
- TpH BCAKO OTIYCKaHE Ha BAINPOAT € MpPeJ0CTaBEHa KapTa Ha NalMeHTa U NMalUeHTKUTe
pa30upaT HEHHOTO CbAbpPKAHUE.
- MAlUMWEHTKWUTE ca MOCHBETBAHM /1a HE CIIUPAT JICYEHHUETO C BAJIINPOAT U HE3ab0aBHO 1a ce
CBBPKAT CbC CMNELIMAIMCT MPH MUIaHUPaHa WK MOA03UpaHa OPEMEHHOCT.

OOyuUTeIHU MaTepHaIH
3a n1a ce NoANOMOrHaT MEJULIMHCKUTE CTEeLMaJIUCTH U MALMEHTKUTE B AEUCTBUATA Ja ce U3berHe

eKCITO3MIMATA Ha BAJINPOAaT 10 BpeMe Ha OpeMEeHHOCT, NMPUTEXATEIAT Ha pa3pelleHHETO 3a ynorpeda
e MpeaocTaBul 00YyUHUTETHH MaTepUalli 3a MOACUIIBAHE HA MpPeAyIPEXACHHUATA U NMPeJOCTaBIHE HA
yKa3zaHHs OTHOCHO yroTpedaTa Ha BaJIMpoaT MPH XKEHHU C AeTEPOAEH NOTEHLHa1 U HHGOpMaLIMs 3a
ChABPXKAHHETO HA MpOorpamara 3a npeana3saHe oT OpeMeHHOCT. Ha BCHUKM )KEHH ¢ AeTepoaeH
MOTELHAaJl, KOUTO M3I0JI3BaT BaJINpoaT, TpAOBa Ja ce NMpeIoCTaBH PbLKOBOCTBO 3a MallMEHTA U KapTa
Ha MalMeHTa.

Tpsabra na ce u3non3pa roauineH GopmyJisp 3a NOTBbPXKAEHHE OCb3HABAHETO HA PUCKA MPH
3a0YBaHe Ha JIEYEHHUETO M M0 BpeMe Ha BCEKH I'OJIMIIEH MperJiel Ha JIeYeHHEeTO C Bajilpoar OT

CIICOHAJIHUCTA.

Ynorpeba 1npy NaluueHTH 0T MbXKKH I10J1

PeTpocnexkTHBHO 0OcepBallMOHHO NMpOy4YBaHe MOKa3Ba MOBULLIEH PUCK OT pa3CTpONCTBA Ha
HEBPOJIOrHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu neua, yuuro Oaiuu ca
JIEKYBaHM C BaJIIpoar rnpe3 3-Te Mecella Nnpe/iv 3a4eBaHeTo, B CpaBHEHHUE C AeLaTa, YHMTO Oallu ca
JIEKYBaHH C JIAMOTPW)KHUH WJIH JIeBeTHpaLeTaM (BxK. To4ka 4.6).

KaTo npennasHa msapka, NpearnycBaliuTe Jekapu Tpsadsa 1a UHGOPMHpAT MALUEHTHTE MBbXKE 3a TO3H
MOTEHLIMAJIEH PUCK (BX. TO4YKa 4.6) U 1a 00ChAAT HEOOXOAUMOCTTAa OT OOMHUCIISAHE Ha €(DEKTHBHA
KOHTpAaLETLIMA, BKJIIKOYUTEIHO M 3a NapTHBOPKATa, 110 BpeME Ha ynorpedaTra Ha BaJIMpoaT U B
NpOABb/DKEHHE Ha MOHE 3 Mecella ciiell MpeKpaTsaBaHe Ha JiedeHUeTo. [laliueHTUTe OT MBIKKHU MOJI He
TpsAOBa Aa AapsABaT criepMa Mo BpeMe Ha JIeUeHHETO W B MPOABb/DKEHHE Ha MOoHe 3 Meceua cliefl
[peKpaTsaBaHe Ha JIEYEHHUETO.

[laLpeHTUTE OT MBAKKH M0J1, JEKYBAHH C BAJIIIPOAT, TpAOBA peIOBHO J1a Ce€ MPErJieXKAaT OT JICKYBalll1s
M4 JIEKap, 3a Ja ce MpeLUeHH Jajli BaJIpoaThT OCTaBa HaAN-IOAXOAALLIOTO JICYEHHUE 3a TAX. 3a MaLUMeHTH
OT MBXKKH I10J1, KOUTO [UIAHUPAT J1a 3a4eHaT Jere, TpsAOBa Aa ce OOMHUCIAT U Aa ce o0ChAAT ¢ TAX

HHAUBHAYAJIHUTE oOcTosATencTra. [IpenopbunuTenHo e npu HeOOXOAMMOCT Jia ce Mo
CMELIHAIUCT C OIMHT B JICYEHUETO Ha EMUJIENICUS, OUIOIAPHO pa3CTOMCTBO WK M



Hanuunu ca o0y4MTeNHH MaTepUasiy 3a MEIUIIHHCKH CIIELIMATIMCTH U NaUMEHTHTEe Mbxke. Ha
MAlMEHTHTE OT MBYKKH IO, H3TION3BALH BAINpoaT, TpaOBa fa ce npeaocTaBy ppKOBOACTRO 32
MalAeHTa.

Yepeowcoane na veprus Opob. Ilpenu 3anousane Ha JIEUEHHETO TPAOBA a4 C€ HaNpaBH NMOAPOOHO
H3cJIe[IBaHE HA YePHOAPOOHHTE MOKA3aTENH, KOETO Jia CE MOBTapA NEPUOINYHO Ha 6 Mecewa, 0cobeHo
1py OOJMHH C MOBHILEH PUCK U TAKMBA C AHAMHECTHYHH AAHHM 3a YepHOApoOHO 3abonapaxe; NoaoOHH
nauseHTy TpAOGBa na 6baaT BHUMATETHO KIIMHHYHO HaOm0AaBaHH (BXK. ChILO TOYKa 4.8).
YepHoapoOrnTe GyHKLKOHATHHA TECTOBE TPAOBA /1a BKIIIOUBAT U3C/IEABAHE HAa NPOTPOMOHHOBO
BpeMe, TpaHCaMHUHa3H WM OWupyOrd Wuin (uOpHH AerpagalldOHHH NMPOAYKTH, B Hauanorto ¢
BE3MOKHO MOBHILIABaHe Ha TpaHCaMHHa3uTe, OOMKHOBEHO TO € MPEXOAHO M CE€ MOBIMABA HA
HaMaJIIBaHETO Ha JO3HPOBKATA.

[Ipu nanyeHTHTe ¢ OHOXMMHYHHN OTKIIOHEHHA TpAOBa Aa 6bae H3BbpHICHA IOBTOPHA KJIMHHYHA
NpeleHKa U H3CIeIBaHE HA MTOKA3aTeJIUTEe Ha YepHOAPOOHATa (MYHKIMA (BKIIOUYHATEITHO
NpOoTPOMOHHOBO BpeMe) TpIOBa 1a C€ MOHUTOPHUPAT A0 TAXHOTO HOPMATH3HPAHE.

[TaTonorHyHo NOBHILEHOTO NPOTPOMOHHOBO BpeMe, OCODEHO NPHAPYKEHO C NMATONOTHYHH CTOHHOCTH
Ha JPYTH ChOTBETHM TECTOBE, H3UCKBA CIIMPAaHE HA JICYEHHETO.

[1pu nauMeHTH, MPH KOUTO B TepaneBTHYHATA CXEMa € BKJIIOYEHA BAINPOEeBa KUCEIHHA € 0T0eA3aHo
HapyIIeHHE Ha YepHoApoOHaTa PyHKLINA, BKIIOYHTEIIHO YepHOAPOOHA HEIOCTATRYHOCT ¢ daTaneH
usxon. Haii-uecTo M3M0KEHH Ha PUCK ca A€liaTa, 0cOOCHO o 3 roauIinHa Bb3pacT U TE€3U ¢ BpOAECHU
MeTaOOJIMTHH WM JereHepaTHRHH 3a001ABaHNA, OPraHUYHO MO3IBYHO 3a007IBaHEe WIH TEHKH
MPHUNAIBLM CBBP3aHH C YMCTBEHO M30cTaBaHe. [IoBeueTo OT T€3W HHUMAEHTH Bb3HUKBAT IIpe3
TBEPBHUTE 6 Mecela OT 3aMnOYBaHe Ha JICYCHHUETO, NIPEAMMHO MexXy 2-1a ¥ 12-Ta cexMHLIa U
OOHMKHOBEHO NPH M3MOJI3BaHE Ha AHTUKOHBYJICAHTHA nonuTepanud. [1py Ta3u rpyna naupeHTy TpsbOBa
Ja ¢e Mpearno4ynTa MOHOTEPANHATA.

B HayanHuTe cTaaMM HA YepHOAPOOHA HEAOCTATHYHOCT, KIIMHHUYHHTE [I0KA3aTE/IU MMAT TI0-To/IAMa
CTOHMHOCT OT 1a00paTOPHHTE H3CIEIBaHUA 3a TOCTABAHE HA NPABWIHA AKarHo3a. TexXKOTO Wiy
taTanHo YepHOApOGHO 3ab0NABAHE MOXKE a C€ MPEAIIECTBA OT HECIICLUPUYHH [TPOABH, OOUKHOBEHO
C BHE3aMHO Ha4allo, KaTo 3aryba Ha KOHTPOJI BEPXY MPHIIAAbLMTE, HEPA3NOI0KeHHe, OTNIaAHAIOCT,
NeTaprus, OTok, 0e3aneTHTHe, NoBpbillaHe, KOPEMHH 0OIKH, CbHIIMBOCT, XKbIATeHHHA. ToBa ca
MOKa3aHMs 3a He3abaBHO IMpeyCTaHOBABAHE HA MpHeMa Ha AekapcTBeHus npoaAykT. [lauuenTure
TpaAOBa Aa Obzar npedyrpeacHd He3abaBHO J1a YBEIOMAT JIEKYBallMA JIeKap 3a NosABa Ha 1ogoOHH
MPOSABH C Orjiel MPOBEXAAHE Ha H3C/IeABaHUA. Bee owte He € HAMMBIIHO ACHO KOH M3C/IEBaHUA UMAT
MPOrHOCTHYHO 3HAYE€HHE, HO BEPOSTHO MO-roJIAMO 3HAYCHUE HMAT HAKOH TECTOBE CRBP3AHU €
DenThUHATA CHHTE3a, HAMp. [IpOTPOMOHHOBO BpeEME.

[Ipu manpeHTH ¢ HapyuieHa YepHoApoOHa QyHKkiMA, TpadBa He3a0aBHO [a ce MPeyCTaHOBH
€IHOBPEMEHHHUS IIPHEM HA CATMLIMIIATH, [TOPAdY €IHAKBHTE ITBTHIIA Ha METaDOH3IbM, KOETO
MMOBHILIAB& PHCKA OT YEPHOHPOOHA HENOCTATHYHOCT.

Xemamonozuynu: Ilpeau zanoypaHe Ha JIeUEHHE, KAKTO M NpeaH ONepaTHBHA HHTEPBeHLMA, TpAOBa Aa
ce MPOBEJAT aJleKBATHH KPBBHM H3cneaBaHuA (Opoi Ha KPbBHUTE €N1IEMEHTH, BPpEME HA KbpPBEHE H
KOaryaalMOHHH TECTOBE), C OrNISA ONpPEAEsigsHe HA €BEHTYANIEH PUCK OT 105Ba HA YCAOXKHEHHA, KaTo
KbpBeHE (BaK. IO TOYKA 4.8). [lanueHTuTe ¢ aHAMHECTHYHH JAHHH 34 YBpEXKIaHE Ha KOCTHHA MO3BK
TpabBa na 6waaT BHUMATENHO HaAbMOAaBaHU.

Hanxpeamuunu: OTOEn43aHU ca MHOTO PEAKH CTy4YaH Ha TEXKBbK [IAHKPEATHTH, KOHTO € BE3MOXKHO 1a
Obae ¢ ¢artaneH u3xoa. PUCKET OT aTaneH U3xon € no-rojisM npy Majik Jela 1 HaMajssa ¢
MOBHUINABaHE HA BB3PACTTa. BBE3MOXKHO € TeXXKUTE POPMH HA MPUNAABLHA HJIM TEXKOTO HERPOJOTHUYHO
yBpexkaaHe B KOMOMHALIMA ¢ aHTHKOHBYJ/JICHBHATa Tepanua Aa OhIaT pUCKOBH (PaKTOPH 3a TEXEK
MaHKpeaTHT. PUCKET OT (aTajeH H3X0A C€ NOBUINABA NMPH Bb3HUKBAHE Ha YepHoapoOHa
HEAOCTATHYHOCT 3a€AHO ¢ naHkpeaTHT. [lauueHTrTe TPadBa na 6bAaT npeaynpeneHH He3abarHo Ja ce
KOHCYJITHPAT ¢ JIEKYBALIMA JICKAP NPH NMOABA HA CUMITTOMHM CYCTNIEKTHH 3a NaHKpeaTHUT (Hanp
6oaku, rageHe, nospeitare). [Ipn nogobHu naupeHTy € HeobXxoaHMa BHHMATETHA KITHHE
npelieHKa (BKIIOYHTEIHO OMpe/IeISHE Ha CEpyMHATa aMHMia3a);, NMpH YCTaHOBABaHE H /
Tps6Ba a ce MPEyCTAHOBH JEUEHHETO C BATIPOEBa KHceIHHa. [IpH MaLMEHTHTE ¢ afjapd
NaHHM 34 MAHKPeaTHT TPAOBAa Jla ce NpOoBeXKAa BHHMATEIHO KIMHUYHO HAOMoeH1e

4.8).




Hoeuwasane na menecnomo mezrno: MHOro 4ecTo IpM JEYSHHE ¢ BANNPOAT CE YBEAHYABA TEJIECCHOTO
Terno, koeto 61 Moo Aa 6bae U3paseHo U nporpecusHO. I1pn 3anouysane Ha NeYeHUETo, NNaLUMEHTHTE
TpsaOBa Ja ObOaT mpeaynpeaeHH 3a aIeKBATHH MEPOIIPHATHSA C OTNIEA MUHHMAIM3IUPAHE HAa PHCKa OT
[IOBHIIIABAHE HA TEJIECHOTO TEIJIO.

Cucmemen aynyc epumemamosyc: Makap 1 paako, BAINpoaT MoXke Jia Nped3BUKa CHCTEMEH JIYITyC
epUTEMATO3YC WIH Aa BJIOLIM CBhLISCTBYBALL JIYTyC €PHTEMATO3YC.

Kapbanemenoeu azenmu: He ce npenopbpusa ¢THOBPEMEHHO MpUJIaraHe Ha BAINPOEBa
KHCEJIHHA/HATPHEB BaNMNpoaT M KapOaneMeHOBY areHTH (BXK. Touka 4.5).

Xunepamonemus: Ilpy nonosupane Ha eH3UMEH AePHLIMT Ha YpeiiHHA LIMKDJ, PEAM 3aoYBaHe Ha
JIEYeHHETO ¢ BAJIMPOERA KUCEHHA TpaOBa Aa ce npoBeAaT NoApoOHH H3caeABaHMA 32 METAOOIMTHH
HapYLUICHU, I0paJd PUCKa OT Bh3HUKBAHE HA XHUIIEPAMOHEMHA MpEAN3BUKaHA OT BAJIIIPOAT.

Tupeouoru xopmonu: B 3aBHCUMOCT OT IU1a3MEHUTE KOHLIEHTPALIMH, BAIIIIPOAT MOXKE J1a U3MECTH
THPEOHAHHUTE XOPMOHH OT MACTOTO MM Ha CBBLP3BAHE C IUTa3MEHHTE NIPOTEHHH K 1a MNOBHIIH TEXHHS
MeTabOIH3BM, KOETO Oa OB 0 MpeanoiaraeMa (paniiydpa AWarHo3a 3a XHIOTHPCOHIH3EBM.

Camoybuticmeo/cyuyuonu udeu wiu kiunuyno eaowasane.; CpobllaBa ce 3a CYHLUMAHU UIEH €
OBeJACHHE TIPH MNALIHCHTH JIEKYBAHHU ¢ aHTHEMILIEITHYHA MEJAUKAMEHTH BB BPB3Ka ChC CEPHO3HH
noxkazaHud. [Ipu MeTa-aHanH3 Ha paHAOMH3HPaHH, 1ALEe00-KOHTPOIHpaHU MPOYYBAHUS C
aHTHETNHWIETITHYHH CPEACTBA ChLIO € 0TOeNnA3aHo cnabo nosuiaBaHe Ha pUCKa OT CYHLIMIHH HIEH H
noseneHUe {Bx¥K. CbINO TOYKA 5.1). MexaHM3MbT 3a Bb3HHKBAHE Ha TO3H PHUCK HE € U3BECTEH, 2
HaJIMYHHTE JaHHH He W3KJIKOUBAT CHINECTBYBAHETO Ha MOBHIIEH PUCK MO OTHOLUIEHHE HA HATPUEB
BaJIIIPOAT.

[To Ta3zu npyuyrHa, nauueHTUTe TpAOBa na O6bAAT PEIOBHO MPOC/IEAABAHY 34 IPH3HALIM Ha CYHLIMAHH
HACH H MOBEACHHE M Aa ¢€ UMa NPEJBUI NPOBEkKAaHe Ha CbOTBETHO JieueHue. [launeHTure (1
[MOJAraluTe rpi>ky 3a NalMeHTHTe ) TpAOBa Aa 6BAAT NOCHBETBAHHU J1a MIOTHPCAT MEAULIMHCKH ChBET
PH BH3HUKBAHE HA NMPH3HALM 32 CYHLIMIHH HAEH WIH NOBEIEHUE.

Iayuenmu cve 3axapen ouabem. Toi KaTo BaNNpoAar ce enMMHHUPA NpeAUMHO npe3 6x0penure,
4acTH4HO NoA opMa Ha KeTOHOBH Tella, TOBA MOXKE [1a JOBEE 10 (PaIIKMBO MOJOKUTEITHH Pe3yATaTH
MPH H3C/I€IBaHe HA YPHHATA MPH NOTEHUHANHY THA0STUIIH.

Enunencua: BHe3anmHOTO NpeycTaHOBABAaHE HA MpHEMa Ha BaJIMpoaT MOXKE Ja NOBHUILHM Y€CTOTaTa Ha
NPUNagbLMUTE,

Hegdhuyum na xapuumur nammumow mpancgepasa (CPT) mun I1:
[TanpeHTH ¢ HAIWYeH JedUHUMT HA KAPHUTHH NanMUTOWI TpaHcdepasa (CPT) tun Il Tpadea na O6vpar
NpeaynpeAcHH 3a I10-FOJIIM PHCK OT pabIOMHOMHK3a, KOTaTo MPpUEMaT BaJIlipoar.

Hayuenmu ¢ uzeecmno wiu noOo3UPARO MUMOXOHOpUIHO 3aboaseane.

Banmnpoar Mmoxe 1a mpean3BUKa WIK Ja BACLIM KIMHUYHUTE [IPU3HALM Ha MOLISKALIMTE
MUTOXOHIPHAITHHA 3a00/IABaHMA, IPHYUHEHH OT MyTaluud B muToxonapuanHara JIHK, kakTo u B reHa
B aapoto, koaupawl POLG. [To-cneunanHo, No-BUCOK NPOLEHT Ha BANPOAaT-HHAYUHMpaHa OCcTpa
YepHOAPOOHA HEAOCTATBYHOCT H CBBP3aHa C YepHHUA Apo0 CMBPT ce ChOoOHIABA NPH NALMEHTH ¢
HacleACTBEHH HEBPOMETAOONUTHH CHHIPOMH, MPHYHHEHHW OT MYyTAaLlMH B I'€Ha, KOAMpalll
MHTOXOHAPUAJTHKA €H3uM nonnmepasa v (POLG), nanp. cunapom Ha Alpers-Huttenlocher.
Hapymenus, cebp3anu ¢ POLG, Tpabsa na ce noao3upar npy nalyeHTH ¢ paMuNHa aHaMHe3a WK
Hacou4Ballld CHMIITOMH Ha ¢Bbp3aHo ¢ POLG HapyuieHre, BKIKOYHTENIHO, HO HE CaMO Heobd

KIHHAYHA MPOABA, M30CTABAHE B PA3BUTHETO, NICUXOMOTOPHA perpecus, aKkCoOHallHa ¢
HEBPOIIaTHA, MHOTIATHSA, LepebpanHa aTakcus, OPTaiIMOIUIETHs WIH YCIIOKHEHA MH

okuunuranHarta obnact. TectsT 3a POLG MyTalius ce U3BbPLUBA B CHOTBETCTBHE €
KJIMHHYHA MPAKTHKA 34 IMArHOCTHYHATA OLCHKA Ha TAKMBA HapylueHus (Bx. Touka 4\3E

ge)
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Copbumoan:
To3m nexapcTBeH MPOAYKT ChAbPKa BB BeAKa Kancyna 12,7 mg copburon,
4.5 BzaumoJe#cTBHE ¢ APYTH JIeKAPCTBEHH NPOXYKTH H APYTrH GOpMH HAa B3AHMOXCHCTBHE

Egexmu na sannpoam evpxy opyau AeKapCcmeenu npooyKmuy

- Hesponenmuyu, MAQ unxubumopu, anmudenpecanmu, 6eH300UA3enutU

Banmnpoat Moxe [1a noteHUMpa epeKTa Ha Ipyr# NICHXOTPOIIHH BELUECTRA, HAIIP. HEBPOJISNITHLIM,
MAO uHXUOWTOPH, aHTHOENpecaTHH H OEH30AHa3EeNHHM; [0 Ta3H NMPHYMHA CE NMPENopPbYBa
BHUMATENHO KJIMHHYHO HaOII0/IcHHE H TIPH HeOOXOAMMOCT aJanTHpaHe Ha go3aTta. KombuHaumsATa ¢

KJIOHa3eaM MOXKe Ja npeau3Buka abcaHcu,

- Ankoxon
Banmnpoar Moxke 1a TOTEHUHpAa SPEKTUTE Ha ATIKOXO0/a.

- Qenobapbuman
Bannpoar noBuinaBa cepyMHHTE KOHLIEHTpaLMH Ha (eHobapbuTan (nmocpeacTBOM HHXHOMpaHE Ha

yepHOApOoOHMA MeTaboNu3bBM) U € BB3MOXKHO, OcOOEHO NpH Jeua, Bb3HHkBaHe Ha cenauui. [lo Tasu
NPHYMHA C€ NPEeNnopbYBa NOCTOAHHO KIMHUYHO HA0MIOAEHHE Npes MBPBATE 15 IHH Ha
KOMOMHHMPAHOTO JICUEHHE ¥ He3abaBHO HaMalABaHe Ha J03UTE Ha ¢peHoOapOuTan NpH BB3HUKBAHE HA
cemanua. I1pu HeoGxonuMocCT TpAOBa 1a ce ONpenenaT I1a3MeHUTe HUBa Ha ¢deHoOapOuTal.

- lpumuoon

BannpoaT nopuiaBa IUila3MeHHTE HUBA HA NPUMHUACH C NOCAEABAIO OOOCTPAHE HAa CTPAHUYHHTE
edekTH (KaTO CealHa); TE3W CUMITTOMH OOMKHOBEHO OT3BY4aBaT MpH MPOABDKHTEIHO JICUCHHE.
[IpenopwyBa c€ BHUMATEHO KIMHUYHO MOHUTOpHpaHe, 0coOEHO NMpH 3aro4BaHe HA KOMOHHHUPAHOTO

JISYECHUE H TUTPHPAHE Ha 03aTa I[IpH HEOOXOAUMOCT.

- Qenumoun

Bannpoat noHwiapa 00MUTE IUIa3MEHA KOHLUEHTPpALIMH Ha GeHUTOHH. Bannpoar Cchino Taka
yBenIuyaBa CBOOOAHUTE QpakLHMU Ha PEHUTOMH C [MOIBA H& EBEHTYAJIHH CUMITTOMH Ha IIpelo3upaHe
(BaJinmpoar U3MeCcTBa (PEHUTOMH OT MECTaTa Ha CBBP3BaHE C IUIa3MEHHUTE NPOTEWHH H HaMajigBa
yepHOoAPOOHUA My MeTabonm3bM). [10 Ta3u npuvMHa ce nmpenopbysa BHUMATEIHO KIMHHYHO
MoHHTOpUpaHe. [Ipn n3cnenBaHe Ha IIa3MeHUTE HUBA Ha (PEHUTOUH, TPAOBA 11a ce ONpenensaT Npeau

BCUYKO Te3H Ha cBoboaHaTa opma.

- Kapbamazenun
[Ipn egHOBpEMEHHO MPWIOKEHHE Ha kapbaMa3eldH 1 BaJlIpoaT, UMa ¢bOOLUIEHHA 3a [0ABA Ha

KJIHHHYHA TOKCHYHOCT, Thil KATO BANMPOAT MOXe [1a MOTEeHLMpPA TOKCUUHUTE e(EeKTH Ha
kapbamMazenuH. [To Tazu npHUHHA ce MpenopbYBa BHUMATENHO KIHMHHUYHO HabnioaeHue, ocobeHo B
HA4aJI0TO Ha JICHCHUETO; NMPH HeoOXOoAMMOCT TpAOBA 1a C€ PeryiiupaTr J03HTE.

~ Jlamompuocun

BannpoaTt Moxe na HaMay Metaboau3Ma Ha NaMOTPIOKHH M 4 YIBIKH HErOBUA MOTYKUBOT. [10
Ta3u NPUYHHA, [IPY HeOOXOOUMOCT, TpaAOBa Aa ce peryaupa ao3ata (a c€ HaMaJii 403aTa Ha
naMoTprkuH). KoMOHHauMATa Ha TaMOTPWXKHH B BAJIIIPOAT MOXKE 1A MOBULLM PUCKA OT Bb3HUKBAHE
Ha (CepuO3HH) KOKHH TpOABH, 0COOEHO NpH Aeua.

- 3U008YOUH
Baanpoar Moxxe Ja [MOBHIUM TUIa3MEHUTE KOHLIEHTPALUKM Ha 3MA0BYAMH, KOETO BOJAM A0 MOBHUIUEHZ
TOKCHYHOCT Ha 3UJOBYIHH.

- Bumamun K-3aeucumu anmuxoazyranmu u auemurcaiuyulosa KUcCeaund
BB3MOXHO e NOBHIIIABaHE HA aHTHKOATYJIAHTHUA ePekT Ha Bap(apHH, APYTH KyMap
aHTHKOAaryJIaHTH H TpOMOOLIMTHUA aHTHarperaHTeH e(eKT Ha aleTWICATMLIMIOBATA §
H3MECTBaHe OT BaJIPOAaT OT MEeCTAaTa Ha CBbP3BAHE C IUIA3MEHHUTE MIPOTEHHH. I‘[pm'pn
BpeMe TpAOBA [1a ce CNeAM YECTO MO BpeMeE Ha ACUEHHETO ¢ Opa/iIHd aHTHUKOAryJIaHTH.



- Temozonomuo
EnHOBpeMEHHOTO NpiUlaraHe Ha TEMO30JIOMHI U BAJIIIPOAT MOXE Jla Npeau3BUKa c1abo HaMaleHue Ha
KJIUPBHCA HAa TEMO30JIOMHKI, KOETO HE C€ CUXTA 32 KIIMHUYHO 3Ha4YHMO.

- Humoounun
EnHOBpeMEHHOTO JIEHEHUE C HATPUEB BAIINIPOAT M HUMOJMUIIKH MOXKe J1a yBeauuH ¢ 50%

CKCIIO3UaATa C HUMOAHWITHH.

Ebexmu na opyzu eewgecmsa ebpxy Hampueg earnpoam

AHTHENWIICOTHYHWTE CPEACTBA C €H3UMHO UHAYLUHpall eekT (BKIN. penumour, henobapbuman,
NPUMUOOH, Kapbamazenur), TOHWKaBaT ILUIa3MEHUTE HMBA Ha Bannpoar. Ilo a3y npuudHa, npH
NpoBeXAaHe Ha KOMOHHUpPaHO JieueHHe TPAOBA Aa ce AJanTUpaT AO3UTE ChbOOPA3HO TUTA3MECHHUTE HHBA.

Ot Opyra cTpaHa, KOMOMHaALMATa Ha BAJINPOAT ¢ eabamam MOXE 1A MOBUILY CEPYMHHTE
KOHLIEHTpALIMH Ha Bannpoart. [lo Tasu npuuuHa TpAOBa Aa e MOHMTOpHpa JO3MPOBKATA Ha BAINIpoesa

KHCCJTHHA.

KakTo Mé’@ﬂﬂxuff, TaKa H XJIOPOXUH OHMxa MOTJIM [a TTIOHWXKAT Inpara Ha 11ojABa Ha I'bpHOERC. OcBeH TOBa
MBEDHDXHH MOXKE Oa IIOHHKH HHUBATA4 Ha BaJlIIpoar. IIo Tazm [TPHHHUHA MOXKC a CC HAJIOKH CBHOTBETHO

pEeTryJIHpaHE Ha N03dTa HA BAJINPOCBA KUCC/IHHA.

[Ipu eqHOBpeMEHHO NMPUICIKCHHUE Ha BaJIIPOCBa KHCEJIMHA H A2eHmu C UCOK AuHumem KoM
CEbPIBAHE C NAAIMERUME NPOMEUHU (HAND. QYeMUACAIUYWIOS8A KUCeAuna), € Bb3MOXKHO NOBHILIaBaHe
Ha TUIa3MEHHTE HABA Ha CBODOHA BAMIPOEBa KUCEIHHA.

[1pu eaHoBpeMeHHa yNoTpeda C yuMemuour Wik EpUMpPOMUYUH, MOXKE Aa Ce NIOBHUILAT IUIa3MEHHTE
HUBA Ha BAJIMPOEBA KUCEINMHA (BCIIEACTBUE HAMAJIEH HEPHOAPOOEH MeTabONU3IbLM).

[Ipu mauueHTH, TpeTHPAHH €AHOBPEMEHHO C BAIMPOESBA KUCE/IUHA U Kapbaneremu, OO 0TOeNA3aHO
MNOHIKABAHE HA HYMBATAa Ha Basimnpoesa kucenyda a0 60-100% B pamkure Ha aBa auu. [lopaau 6bp3oTo
Ha4aJIO M CTENEeHTa Ha HAMATIABAHETO, MPH MALMEHTH, IIPH KOMTO ChCTOAHUETO Beve € CTAOMTH3HpaHO
C BAINpPOEBa KMCEIIMHA, HE Ce BB3NpUEMa eAHOBPEMEHHOTO IIpWilaraHe Ha kapbarneHeMH, KoeTo

TpaOBa na ce n3bAarea (Bxk. Touka 4.4).

Xonecmupamun MOXe 1a HaManu abcopbLMaTa Ha BAINIPOEBa KUCETUHA.

Cpedcmea CvObpicayyl ECMPO2eH, GITIONUMERHO CHOBPICAUU eCMPO2EH XOPMOHAIHY
KOHMPpayenmusu

Ectporennre ca uHAYKTOpH Ha H3o¢opmu Ha UDP-rmokypoHosun TpaHcdepazata (UGT),
yuyacTBallld B IMIOKYPOHHPAHETO Ha BaJpoaT U MOT4aT Ja YBETHYAT KIMPBHCA Ha BANIPOAT, KOETO Ja
JOBee 10 HAMAJIEHA CEPYMHA KOHLICHTpALMA Ha BaJiNpoaT H Bb3MOXHO HaMa/IABAHE HA
epHUKacCHOCTTA Ha BannpoaTta (BXK. Touka 4.4). Jla ce obMuciu npocneasBaHe Ha CEpYMHHUTE HUBA HA
BA/INIPOATA.

Ot apyra cTpaHa, Ba/INpoaT HAMa €H3UM-UHAYLHpalll ePEKT; BCIECICTBUE Ha KOETO BaJINIpOAaT He
HaMaJlsgBa eHKaCHOCTTA Ha €CTPONMPOreCTaTUBHHUTE CPEACTBA MPHU XEHHU NMPHEMAaIIIA XOPMOHAITHH
KOHTpPALIEIITUBH.

Memamuzon
EaHOBpeMEHHOTO MPUIMKEHHE HA BANNPOAT ¢ METAMHU30JI, KOHTO € HHAYKTOP Ha JICKapCTBO-

MeTaboMH3Hpally eH3uMH, BKIIOYHTENHO CYP2B6 n CYP3 A4, Moxe aa A0BeaE N0 HaMg

[Topanu ToBa ce NMpenopbYBa NOBHILIEHO BHUMAHHE FIPU €AHOBPEMEHHO MPWIOKE
BaJIIPOAT; KIIHHUYHHAT OTrOBOpP M/WIM HABATa Ha JIEKapCTBaTa TpAOBa Aa Ce Npoc
NOAXOAAL] HAYHH.

Hpyeu ezaumodeticmeusn




IIpenopbuBa ce BHUMATENHO H3MON3BAHE HA BANMNPOEBA KUCEIHHA B KOMOHHALIMA € [10-HOBH
AHTHENMWIENTHIIH MTOPaJy HEAOCTATEYHO NPOYYBaHE Ha TAXHATa (papMaKkoAMHAMHKA.

4.6 DepTHIAHTET, OpEeMEHHOCT H KbpMeEHeE

BPEMEHHDCT H XKCHH C JETEPOACH NNOTCHIIHAJI

JleueHUe Ha enUIeIICHA

. Bannpoat e npoTiBoniokasaH 1o BpeMe Ha OpeMEHHOCT, OCBEH KOTATO HAMA MOAXOAALIO
aNTEPHATHBHO JIEUCHUE
. Bannpoar e NnpoTHBONOKA3aH MPH XEHH ¢ JETEPOACH MOTEHLMAI, OCBEH KOraTo €a H3IbJIHEHH

YCJIOBHATA Ha MporpaMara 3a npeanassaHe oT OpeMeHHOCT (BroK Touka 4.3 1 4.4)

Jleuenne Ha OUMONAPHO Pa3CTPOHCTBO

. Bannpoar e poTHBOIOKa3aH Mo Bpeme Ha OpeMEeHHOCT

. Bannpoar € npoTHBONIOKAa3aH IPH KEHHU ¢ JIETEPOACH NMOTEHLHMAN, OCBEH KOI'ATO Ca H3ITBJIHECHH
YCIIOBHATA Ha IporpaMara 3a npeamnaspaHe ot OpeMeHHOCT (BHK Touka 4.3 u 4.4)

Tepamozennocm u eghexmu 8bpxy pazeumuemo 0m in utero excCrosuyun

Puckose, ceabp3aHu ¢ eKCno3uyua Ha 6aINpOam no 6peme Ha Opemennocm

[Ipu xeHHTE, KAKTO MOHOTEPAIHATA, TaKa ¥ NOJINTESPANUATA C BAINPOAT Ca CBbP3aHH ¢ aOHOPMEH
M3X0a Ha OpeMeHHOCTTa. HalHyHKUTE JaHHM MOKA3BaT, Y€ aHTHEeNMWIeNTHYHAaTa MOoIHTepanus,
BIUTIOUBALL[A BAIIIPOAT, € CBBP3aHa ¢ MO-BUCOK PUCK OT BPOJACHU MaTpOpMaLU B CpaBHEHHE C
MOHOTEpanus ¢ BalIMpoar.

[TokazaHo e, ue BANINpOAT NpeMHHAaBa IUaliCHTapHaTa 0apuepa KaKkTo NpH )XUBOTUHCKY BUAOBE, TaKa
M IIpH XOpa (BX. TouKa 3.2).

[Ipy XMBOTHH: YCTAHOBEHU Ca TEPAaTOTEHHU €(PeKTH NPU MHULIKH, IUTEXOBE Y 3aHLIM (BXK. TOUKa 3.3).

Bpooenu manhopmayuu & pezyimam Ha excno3uyust in utero

J[aHHHTE, MOJYYEHH OT METa-aHAIHN3 (BKJIKOUEHH PErHCTPH U KOXOPTHH MPOYUYBAHUA ) OKA3BAaT, Ue
10,73% oT Aeuara Ha XXEHH ¢ eNUIIENCHA, EKCIMTIOHHPAHH HA MOHOTEpAIKA ¢ BaNpoarT M0 BpeMe Ha
OpeMeHHOCTTa ¢Tpajat oT BpoaeHd MandopMauui (95% Cl: 8.16 -13.29). Topa npeacrasnssa mo-
BHCOK PHCK OT TEXKH Man(opMalHH OTKOJIKOTO B ofliaTa nomyaalusd, NpH KOATO PUCKBT € OKOJI0
2-3%. PHCKBT € 10303aBHCHM, HO IIparoBara J103a, o4 KOATO He ChLUIECTBYBA PUCK, HE MOXKe J1a ¢e

ONnpecaciu.

HasinuHuTe JaHHU MOKA3BAT HApaCTBAHE HA CIyvaWTe Ha MAJKU U TeXKH MangopMauud, Hal-
YECTHTE CJTyuad Ha ManQopMallii BKIIOYBAT AC(EKTH Ha HEBpATHATa TphOa, IMLIEB NUCMOP(PHIBM,
3aellKa YCTHa H BbJIYa MacT, KPaHUOCTEHO3ad, ChbpASYHH, OBOPEUHH H YPOTEHHTAIHH ASPEKTH, H
nedexTH Ha KpaHHHLMTE (BIJIIOUHTENHO ABYCTpaHHa arvla3vs Ha JTbYEBATA KOCT), H MHOXKECTBO
AaHOMAJIMH Ha pa3/IMYHH CUCTEMH B YOBEUIKHMSA OPFraHH3bM.

In utero ekCrIo3ULIMA Ha BAANPOAT MOXE A4 JOBEAE OO YBPEKAAHE Ha CITyXa WM INTIyX0Ta B Pe3yJiTar
Ha MaihopMaLMH Ha YLIWTE W/ HITH HOCA (BTOpHYEH €(EKT) W/HIIH B PE3yJITAT HA JHPEKTHA
TOKCHYHOCT BbpPXY CITYXOBUA anapart. MiMa ciy4yau, ONMCBAILM KAKTO €THOCTPaHHA, TaKa H
ABYCTpPaHHA [NyXOoTa WIH YBpeXXJaHe Ha ciiyXa. He 3a BCHUKH ClTy4yaH ca AOKJIA[BaAHH pe3

Excnosuiys in utero Ha BAANPOAT MOKE Ja A0Be/e 10 OYHH Man(OpMalliH (BKITIOWY

MHKPOQTAIMHUS ), KOUTO ce choOIIaBaT BbB Bpb3Ka C APYrd BpoA€HH MangopMaLyy

MaidopMalIiKd MOTaT [1a 3aCETHAT 3PEHHETO. 3
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Hapywenus 6 pazeumuemo Ha HepeHama cucmema 6 pe3yimam na eKCRo3ulun in utéxg



JlaHHM NOKA3BAT, Y€ €KCMO3HIMA Ha BATHIPOAT in tlero MOXeE Aa UMa HeONaronpuaTHH €QEKTH BEPXY
NCHXHYECKOTO U PUINYECKOTO pa3BUTHE Ha ACLATA, H3IOXKEHH Ha TaKaBa €KCO3HULMA. PHCKDBT
M3rjiexaa € J0303aBHCHM, a Iparopara 1034, N0 KOATO PUCKBT He ChILECTBYBA, HE MOXE J1a ce
YCTAHOBH Bb3 OCHOBA Ha HAJIMYHUTE AAHHHU. TOYHUAT PHCKOB MeCTAlIHOHEH NEPHO/] 32 Te3U e(eKTH €
HECUT'YpeH H BB3MOKHOCTTA 32 PHUCK 110 BpeMe Ha LiaaaTa OpeMEHHOCT He MOKe [a Ce H3KIIOYH.
[IpoyuBanus NpH Jelia B ApeIyYHTHIIHA BE3PACT, H310KEHH Ha EKCTIO3HIMA HAa BAJINPOAT in ufero mno
BpeMe Ha OpeMEHHOCT MOoKa3Bar, 4e npu 10 30-40% ot ciyqaurte ce Habaogasa 3a0aBgHE B TAXHOTO
paHHO Pa3BUTHE, KaTO rOBOP, MTO-KBCHO NPOXOXKAAHE, M0-HUCKH HHTEIIEKTYAITHH CMOCOOHOCTH, JTOLWH
€3HKOBH YMEHHA (rOBOpeHe H pazdupaHe) U NpodeMH ¢ rnaMmerra.

Koeduuuent 3a uatenaureHTrocT (1QQ), olieHeH npH aeua Ha 6 roAMHHM ¢ aHaMHe3a 3a €KCIO3UIINA Ha
BaJITIPOAT in utero, e cpeaHo 7-10 MyHKTa [0-HHUCHK OT TO3H NPH AeLa, KOUTO Ca H3JIOXKEHH Ha JpYyrH
aHTHETTIJIEITHYHH MpoAYKTH. MMa qoKazatesicTBa MpH Aella ¢ eKCIIOZULMS Ha BaNpoaT, Ye pUCKBT OT
HapylLIaBaHe B MHTENEKTA MOKe Ja OBLIe HE3aBHCHM OT KOS(HLIMEHT HA MHTEIMIEHTHOCT (1QQ) Ha
MaiikaTa, BBIIPEKH Ye poJiATa Ha CMYIIABALIUTe (PAKTOPH HE MOXKE Ja Ce U3KIIOUH MPH [elia.

H&HHHTG MO OTHOLUCHHC HA ABLJITIOCPOYHHA H3X0 Cd OrpdaHHYCHH.

HanuuHuTe JaHHH NOKA3BAT, Y€ JELIATA C €KCIIO3UIMA Ha BAJINIPOAT in utero ca ¢ MNOBUILECH PUCK OT
Pa3CTPOMCTBA B AYTHCTHYHHUA CTIEXTHP (MPHOINIUTENIHO TPH NBTH) U ASTCKH ayTH3BM (OKOJIO MeT
MbTH) B CpaBHEHUE ¢ o011aTa MOIMy/Ialus Ha NPOYYBaHETO.

OrpaHH4eHH JaHHH TIOKA3BAaT, Ye MPH AeliaTa M3JI0KEHH Ha eKCHO3MLUA HA BANPOAT in utero uMa Io-
roJisMa BEPOATHOCT 3a NPOSBA HA CUMIITOMM KaTo Ae(PULIMT Ha BHUMaHHUETO/XHIICPAaKTHBHO
pascTpoiicTeo (attention deficit/hyperactivity disorder, ADHD).

Kenu 6 oemepoona evzpacm

Cpedcmea cvobpacauju eCmpozeH

CpeAcTra ChOBPAKALIMY €CTPOreH, BKIIOYHMTEHO ChABPKAILH €CTPOreH XOPMOHAIIHH KOHTPALICIITUBH,
MOraT Jia YBeIHYaT KIHPBHCA Ha Balpoar, KoeTo 61 MOrio aa noBee A0 HaMansBaHE HA CEpyMHATa
KOHLIGHTpAIIMA HA BAIPOAT U Bb3MOXXHO HaMallaBaHe Ha €(MKACHOCTTAa Ha BaJINPoAr (BX. Touka 4.4 »

4.5).
Axo scenama naanupa bpemennocm

3a NoKa3zaHHeTO SMUJICTICHSA, aKO XXKEeHATa IUTaHHpa Aa 3adpemMeHee, Tepanuara ¢ Bannpoar rpadsa 1a ce
NPECLIEHH OT CIICLIMAJIMCT C OIUT B ICYCHUETO Ha ETIIENCUs U 1a ce OOMHUCIAT aTTepHaTHBHH
BB3MOXHOCTH 32 JIeueHHUe. TpabBa 1a ¢€ MojoKaT BCHUKH YCHWIHA, 34 Ja ce MPEeMHHE Ha NOAXOAAII0
QITEPHATHBHO JIeYCHHE NPEIH 3a4EBAHE U NPEIM NPEeKpaTABaHE HA KOHTpaLenLUaATa (BIK TO4Ka 4.4).
AKO CMAHATa Ha JICYEHHETO HE € BB3MOXKHA, JKeHaTa TpaOBa [a NoJIy4H AOITbJIHUTENHA KOHCYJITAHHKA
OTHOCHO PHCKOBETE ¢ BAINPOAT 3a HEPOACHOTO AETE B M10AKpPeENna Ha HHPOPMHUPAHOTO f B3eMaHe Ha

PECLICHHUEC OTHOCHO CEMEHHOTO ILTAHHPAHC.

3a nokazaHueTo OUIIONAPHO PasCTPOHCTBO U MUIPEHA, aKO XXEHATA TIaHHpa Aa 3abpeMeHee, TpaOBa
Ja ce MpoBeie KOHCYITAUMA ChC CIIEHATIHCT C OIHT B JICUEHHETO Ha OUNOJSPHO pasCcTPOHCTBO H

MUI'PCHA, JICHCHUCTO C BANpPOAT T‘pﬂﬁﬂﬂ Aa CE€ NMPCYCTAHOBH, H 4KO € HBDﬁKGﬂHMO Aa CC [IPCMHUHC Ha
ANITCPHATHBHO JICYCHHC IIPCAH 3a4CBAHC H NIPCAH NIPCKPATABAHC Hd KOHTPALICTILIHATA.

bpemennu sicenu

Bannpoat kaTo JeueHHe HA OUMNONAPHO pa3CTPOACTBO U NPOPUIAKTHKA Ha MUTPEHO3HH [[PUEFHIY ©
MPOTHBOMNOKa3aH 3a ynoTpeda no speMe Ha OpeMeHHOCT. Banmpoar kato nedenue 3a gsIgiRiAge 2
TIPOTUBOIIOKA3aH MpH OPEeMEHHOCT, OCBEH KOraTo HAMa NMoAXOoAsUl0 aITEpHATHBHOACYS BIDK %/
Touka 4.3 u 4.4). S ;
=
=
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AKO X€eHa, KOATO C€ JICKYBa C BaJllIpoar, aaﬁpemeﬂee, TH T'pHGBa He3abaBHO Ja caf U
CreqyHainuceT, 3a Jda CC NMPCOLUCHH JICHCHHUETO C BA/IITPOAT H 4 CC 00CHIOAT ANTCPHARKE Z
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ITo Bpeme Ha OpeMEHHOCT, TOHHYHO-KJIOHHYHUTE IbpYOBE Ha MailKaTa M eMWICTITHYCH CTaTyC C
XHIIOKCHSA MOTraT J1a HOCAT OIPEXeNIeH PUCK OT CMBPT 34 MaHKara H 1ioaa.

AKO, BBIIPEKH H3BECTHHUTE PUCKOBE C BaANpOaT NpH 6PEMEHHOCT H Ce[ BHHMATEIHO OOMHUCIIIHE Ha
ATTEPHATUBHO JIEUEHKE, IPH M3KITIOUHTETHH 00CTOATENCTBa OpeMEHHATA XeHa TpAOBa fa nomy4yasa
BaJITIPOAT 3a eNWICNCHA, NPENOPbYBA CE:

- Jla ce H3mon3Ba HalW-HUCKATa e(PSKTHUBHA 40324 W [ia C€ pasjens AHEBHATa 103a BaJINpoaT Ha
HAKOJIKO MaJIKH JI03H, KOMTO TpAOBa Ja ce IpUeMarT npes Leans AeH. Ynorpebara Ha
NekapcTBeHa GopMa ¢ YABDKEHO 0¢BOOOKIaBaHE MOXKeE A € 3a NpeanouyHTaHe npea ZpyrH
nekapcTBeHH GopMH, 3a 1a ce u30erHaT BUCOKH MaKCHMAJTHH TU1a3MEHH KOHLICHTPALUH (BXK.
Touka 4.2).

BeudykM NalMEHTKH ¢ €KCITO3HIMA Ha BAJINPOAT 110 BpEME Ha OPEMEHHOCT U TEXHUTE MapTHLOPH
Tpa6Ba Aa 6BOAT HACOUEHH KbM CIICLIMATHMCT € OIUT B TEPATOJIOTHATA 33 OLICHKA ¥ KOHCY/ITHPaHe
OTHOCHO eKCIoHHpaHata OpeMeHHoCT. TpabBa na ce H3BbPINIBa CMICLMATH3UPaH NpeHaTaleH
MOHHTOPHHT 3a OTKPHBaHE Ha BB3MOXKHA 110#Ba Ha AeEKTH Ha HEBpATHaTa Tpbda WK ApyrH
mangopmaiid. [IpuemaneTo Ha 1o6aBku ¢ donyeBa KMCENHHA NMpead SpeMeHHOCTTa MOXKE a HaMaJlu
pucka oT AedeKTH Ha HeBpalHaTa Tpbh0a, KOWTO MOTaT Aa C€ MOABAT [IPH BCAKA OPEMEHHOCT.
Hanuunute nauun obaue, He Npeanoarar, 4e oauesaTa KHCE/IMHA MPeJOTBPATABA MOABATA HA
BpoAEHH AedeKTH WK MadOpMaLIHU NOopaiy eKCIO3ULIMA HA BAITIpOAaT.

HanuuuuTe JaHHW JaBaT OCHOBaHME [a ce NpHeMe, Y€ aHTHKOHBYJICHBHATA MOHOTEpAIHA € 3a
IIpeATIOMHTaHe NpH JieueHHe Ha OpeMeHHH XxeHu. [Ipeau 3abpemeHsBaHe TpaOBa aa ce NPEOLEeHH
roJIeMMHATA Ha A03aTa H J1a C€ H3MO0JI3Ba Hal-HUCKaTa ¢PEKTUBHA 10332 U IHEBHATA 1034 Ha
BAJIIPOAT Ja CE pa3iei B HAKOJIKO MaJIKH J03M, KOUTO Aa ¢e MPHEMAT fpe3 IeHd, ThH KaTO HMa
IAHHH, Y€ H3XOOET OT MATOJOrH4YHaTa OPpEMEHHOCT € CBBbP3aH ¢ IMO-BUCOKH JHEBHH 1034 H
rojeMMHaTa Ha HHAMBHAYANHATA 03a. UecToTaTa Ha AS(PEKTUTE HA HEBpAJIHATA TPpHOa ce
MOBHIIABA C YBeJM4YaBaHe Ha go3uTte, ocodeHo Hag 1 000 mg. Ilpenoprusa ce pasaensHeTo Ha
o0LIaTa 1033 HA HAKOJIKO OTAEIHH NIpHeMa U yroTpedaTa Ha PopMHU C YABIHKEHO OCBODOK1aBaHe
MOXeE Jla C€ MPEAIOYMTA NPe]] OCTAHAIIMTE JIEKAPCTBEHH (POPMH, 32 Ja ce U30erHaT BUCOKH MTHKOBH
ru1azMeHd koHLeHTpauuH. [lo BpeMe Ha OpeMeHHOCT ePEKTHRHATA aHTUCTTMIIEITTHYHA WIH
aHTMMAaHMITHA Tepanus ¢ BAIpoar He TpaOBa na ce npekbeBa 0e3 NpeoleHKa Ha MOJI3HTE H
PHCKOBETE OT JICUEHHETO C BAJIMPOAT OT JieKap C KJIMHHYEH OIUT B JICYEHUETO HA SMWICNICHSA W/WIH
OHMOAApPHO pascTpoilcTBo. Brnpekn ToBa, TpaOBa a ce 3aMouHEe CEUHalH3HPaHO TIPEHATATHO
[pociieAsBaHe ¢ Lie)l 1a ce OTKpPHe Bb3MOXKHA NoABa Ha JAedeKTH Ha HeBpaiHaTa TPE0a WM ApyTH
mandopmaurH. bpeMeHHHTe TpAOBa na 6bAaT BHUMATEIHO KM3CIICABAHHU ¢ YJITPa3ByKOBa

JIMarHOCTHKA M JAPYTH MOAXOAAINU MEPONIPUATHA (BXK. TOUKa 4.4).

[lokazaHue ..[MPOHUIAKTHKA HA MUTPEHO3HN aTaKH ™

KonByJieke e MpoTHBONOKa3aH 3a rpodrIakTHKa Ha MUTPEHO3HH NIPUCTHITH 110 BpeMe Ha OPEeMEHHOCT
M JKEHY C AeTepOJeH MOTEHIMAJ, KOUTO HE W3MOI3BaT €PEKTHBHA METOAH 32 KOHTpALENLMs 110 BpeMe
Ha JIGYEHHETO ¢ BAIMNPOaT (BX. TOUkH 4.4 U 4.6 no-rope). Tpadpa na ce U3KIMIOUM OPEMEHHOCT Npeay
J€4YEHUE ¢ BaNNpoar.

Puck 3a HOBOPOAEHOTO
- MHoro paako ca JOKIaJBaHU CTY4Yad HA XeMOparuyeH CHHAPOM MPH HOBOPOAEHH, YHHTO
MaliKi ca MpHeMAaNnd BaJINMpoar 110 BpeMe Ha OpeMEeHHOCTTa. T03H XeMOparut4eH CHHAPOM €
CBBP3aH ¢ TPOMOOUMTONECHUS, XMNOGPUOPHHONCHEMHS H/WIIH 10 HAMAISIBAHE Ha APYIH
akTOpH Ha KPBBOCHCHpBaHeTO. APUOPHHOrEHEMHA € NOKIaBaHa CBIIO H MOXe Aa Obae ¢
daraned uzxol. To3n xemoparnueH CHHAPOM, 0baue, TpaOBa Aa C€ pasrpaHHuH OT

Mpd HOBOPOAECHHU.
- Chy4ad Ha XHINOIIMKEMHS ca OMIIM JOKNIaABaHH NNPH HOBOPOAEHH, YHUTO
BAJINPOAT IO BpeEME Ha TPETHUA TPUMECTHP OT OpeMEeHHOCTTa



- Cnyuan Ha XUNOTHPEOHH3IBM ca OMH JOKIaABaHU NIPK HOBOPOIEHH, YHHTO MAHKH Ca
PHEMATH BaJIIPoaT 110 BpeMe Ha OPEMEHHOCT.

-  CuuapoM Ha OTHeMaHeTo (KaTo, ¥ B 4aCTHOCT Bb30OYyHa, pa3apasHHTETHOCT,
CBPBXBB30YIMMOCT, HEPBHOCT, XUIIEPKHHE3HSA, HAPYLIEH TOHYC, TPEMOP, KOHBYJICHH H
HapyLIeHHA Ha XPAaHEHETO) MOJKeE J1a CE MOABH ITPH HOBOPOACHH, YHHTO MAHKH Ca MIpHeMaTy
BAJIMIPOAT MO BPEME Ha NOCIETHHA TPHMECTBP OT OPEMEHHOCTTA.

MEXe M OTeHUHaNeH PUCK OT pa3scTpOHCTBAa HA HEBPOIOrHYHOTO pa3BUTHE MPH Jielia YMKTO Gallu ca
JIEKYBaHH C BAJINPOAT [Ipe3 3-T¢ Mecella NNpeid 3a4€BaHeTo.

PetpocnekTHBHO 00CEpBalIMOHHO MPOYYBaHE B 3 CKAHAWHABCKH TEpPXKABH MOKA3Ba MOBHLIEH PHCK OT
pasTpoiiCTBa Ha HEBPOJIOTHYHOTO pa3BHTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 no
1 1-roguiHa BB3pacT), YHUTO Oallly ca JIEKYBaHH ¢ BAIMNPOAT KATO MOHOTEpAIllKA Nnpe3 3-Te Mecela
NpENH 3a4eBaHETO, B CPaBHEHUE ¢ JieliaTa, YUHTO Dailly ca JIEKyBaHH C TaMOTPHKHH WIH
NIEBETUPALIETAM KaTO MOHOTepanus, ¢ 00001eHO KOpHrupaHo chboTHoleHne Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuar kymynatuseH puck oT NDD Bapupa Mexay 4,0 % u 5,6 % B
rpyIaTa Ha Bampoar chpsiMo Mexay 2,3 % u 3,2 % B koMOMHHpaHaTa rpyna Ha
JIAMOTPHXKHMH/IeBeTupalieraM. [IpoydBaHeTo He € AOCTATBYHO MalllabHo, 3a Aa ce H3CIIEABA BPB3KATA
cbe crieluuan noaTHose NDD, a orpaHHUYeHHATA HAa IPOYYBAHETO BKIKOUBAT ITOTEHLUHANHO
,,3aMBIIABaHEe", CBBP3aHO € MOKA3aHMETO U Pa3liuky BbB BPEMETO HA MpOoC/ieAdBaHe MEXAY IPYNHTE C
exkcniosuuug. CpeJHOTO BpeMe Ha NpocieAdBaHe Ha AeLiaTa B Ipynara ¢ BaJnpoaT Bapupa Mexay 2,0
1 9,2 ronuHy B cpaBHeHMe ¢ 4,8 ¥ 6,6 roAMHM 32a feliaTa B rpynara ¢ JaMOTPHKHH/TIEBETHPALIETAM.
Karo usano e Bp3aMoxeH nosuiieH puck oT NDD npu aeua Ha 6auy, ekysany ¢ Bannpoar rnpes3 3-Te
Mecela nNpeAH 3a4€BaHeTo, HO MPUHMUHHOCIEICTBEHATA Bpb3ka ¢ yoTpebaTa Ha BalIpoaT HeE €
norebpaeHa. OCBeH TOBa B NPOY4BAaHETO HE € oueHeH pucksT oT NDD npu aeua, yukro dawm ca
COIPEJTH NIPUEMA Ha BaINpoaT MoBe4e OT 3 Mecella MNpeay 3a4eBaHeTo (T.€. € Bb3MOXKHA HOBa
crnepMaToreHesa 6e3 eKCno3uLKMa Ha BAIPOAT).

Karo npearnasHa Mapka, peAnNKCBallMTe JieKapy TpaOBa 1a HHPOPMUPAT MMALIMEHTHTE MBIKE 3a TO3H
[IOTEHLMATIEH PUCK M Ja 00CHIAT HEOOXOAUMOCTTA OT e()eKTUBHA KOHTpALICTTIHA, BKIIOYHTETHO 32
MAPTHLOPKATA, JOKATO U3IMOJI3BAT BAIMNPOAT M NIOHE 3 MECELIa CIEA MPEKpaTABaHe Ha JICYCHHETO (BiK.
Touka 4.4). [lauMeHTUTE OT MBKKH NOJI He TpAOBa Aa AapsBar crnepma Mo BpeMe Ha JICYEHHETO H B
NpoAL/DKEHHE Ha MOHE 3 Mecela clie]l MpeKpaTaBaHe Ha JTIEUCHHETO.

[TanneHTHTE MBXKE, JIeKYBaHM ¢ BaJamnpoar, TpaOBa peAOoBHO Ja ce MPeryieXAaT OT JIEKyBallui '
JIeKap, 3a Ja ce OpelieHH Ja/ld BaJNnpoaThT € HAM-NOAXOASIIOTO JIEYEHHE 3a TAX. 32 NAaLHEHTH OT
MBKKH [10J1, KOHTO IUIAHUPAT 214 3a4eHat Aete, Tpabea na ce OOMUCHAT K Aa ce oOChIAT ¢ TAX
MOAXOOAILM AITEPHATHBHU Ha JIeUeHHEeTO. BBB BCekM OTAeNeH CiTy4al TpabBa Aa ce npeLeHAT
HHIMBHAOYyanHUuTe obcToATencTRa. Ilpenopr4Ba ce NpH HEOOXOAHMMOCT Aa C€ MOTHPCH ChBET OT
CIIELHATMCT C ONMUT B JIEUEHHETO HA eMWIENCHA, OMNOIAPHO pa3CTPOMCTBO WIH MHIPEHA.

Knpmene

ExckperusTa Ha BAMMPOAT B MAHYMHOTO MJISKO € B AHanasoHa ot 1% go 10% ot cepyMHHTe HUBa Ha
MaiikaTa. XeMaTOJOrHYHHA HAPYLIEHHS ca HAaOII0JaBaHHu [P HOBOpOAeHW/0edeTa, Koraro ca KbpMEHH

OT Maiiki, NpUEMaJU BAIIpoaT (BXK. To4ka 4.8).
Tpabsa na ce B3eMe pellIeHHEe OTHOCHO CITHPaHe HA KbPMEHETO WIIH NPEYCTaHOBABaHE/OrPaHHYEHHE
Ha je4yeHHeTO ¢ KOHBYJIEKC, KATO ¢€ HMAT NPEABHI NMONZHTE OT KbPMEHE 3a ACTETO H NON3aTa OT

JJedeHHe 3a MaKlKarta.

QeprHanTeT

depTHIMTETA NTPU MBXKE (BK. TouKa 4.8). JloknanepaHH Ciiy4aHd [10Ka3ear, Y€ Hapylug
¢depTIIHUTETA Ca OOPATUMH Clea NPEyCTAHOBABAHE HA JICUEHHETO.



4.7 Edexrn Bbpxy cnocobHocTTA 32 modHpane H padoTa ¢ MAIIHHM

B peauna ¢iyyan, KOHTPOIBT Ha TIPUNAABLHTE BCJIESACTBHE JICYCHHETO ¢ BAINIPOEBA KHCEIHHA MOXKE
14 Jaje Bh3MOXHOCT HA MAlMEHTUTE aKTHBHO JIa y4acTBarT B [IbTHaTa OOCTAHOBKA.

Burpeku TOBa MaLKHEHTHTE YIIPaBIABAlH MOTOPHO NPEBOJHO CPEACTBO HITH KOHTO paboTAT ¢
MAallHMHH, Tpa6Ba Ja 6BaaT NpeayrnpeacHH 3a pMcKa OT MPEXOHa ChbHIMBOCT, OCODEHO B ClTy4aH, MpH
KOMTO C€ NPpOBEXJa KOMOMHHPAHO NeYeHUe ¢ HAKOJIKO aHTHENMHWIENTTHYHH NPOAYKTA HIIH MpH
eJHOBpPEMEHEH MPHEM Ha OECH30AHUA3CIINHH.

4.8 HexeJdanu JJeKAPCTBEHH PeAKIHH

HexenaHuTte IEKapCTBEHH peakiUy ca KATETOPU3HPAHH CBHITIACHO ClIEAHATa YECTOTA:
Muoro yectu (>1/10), yectu (>1/100 mo <1/10), nwevectn (=1/1 000 mo <1/100), peaxu (>1/10 000 no
<1/1 000), muoro peaku (<1/10 000) ¢ HenzBecTHa YeCTOTA (OT HUTMYHHUTE JAHHH He MOXe na O6wze

HalpaBeHa OLICHKA).

Hapywenus na kpvema u aumpnama cucmema.

Bannpoat uHxubupa BTOpus eTan Ta TpoMOOLIMTHATA arperalis, KOeTo BOAH X0 YIbKABAHE HA
BPEMETO Ha KbPBEHE U YecTo A0 TpoMbouToneHus. OOMKHOBEHO T€3H NMPOMEHH Ca CBBP3aHH C
M3II0/13BaHE Ha MO-BUCOKH OT NPENOPhYaHHTE NO3M U ca ¢ obdpatum xapakrep. TpombouuToneHus
BCJIEACTBHE Ha aeduiMT Ha dakTop VIII/von Willebrand celiio Taka MOXKe 1a 10BeAe A0 yABJDKaBaHE
Ha BPEMETO Ha KbpBeHe. BB3MOXKHO e chilo Taka Aa c€ HabmoaaBa H30NHPaHO HaMallsBaHe
KOHLIEHTpauMuTe Ha (pUOpHUHOreHa.

YecTo € Bb3MOXKHO Ja Bb3HHKHE 00paTHMO NMOTHCKaHEe Ha KOCTHHA MO3bK. CIIOHTAHHHUTE KOHTY3UH
WIH KbpBEHE ca MOKA3aHHe 33 MPeyCTaHOBABAaHE NPKHEMA Ha JIEKapCTBEHHA NPOAYKT A0 H3ACHABAHE HA
[APHYHHHTE.

B13MOKHH ca BB3HUKBAaHE Ha arpaHyJIoOLMTO3a M MOHAKOTa Ha TuM@ouuTosa. B peaku cinydau ce
ch0oOII}aBa 32 EPUTPOLIMTHA XHITOILTA3HS, JIEBKONECHHUA U NNAHUWTOIICHHS; Clle/l IPEYCTaHOBABAHE Ha
TedeHUETO OO YCTAaHOBEHO HOPMATIU3UPAHE HA KPbBHATA KapTHHA.

Hapywenua na umynnama cucmema.
B HakoHM ciyuau e oTOens3aHa noseara Ha BacKyauT. CbhoOlaBa ce 3a anepruvHy peakiuH (0T 00puE
10 peaklHH Ha CBPBXYYBCTBUTENHOCT). PIOKO € YCTAHOBEH CHCTEMEH JIYITYC €PHTEMATO3YC,

Hapywenua na enooxpunnama cucmema.
Psanxo ce cro0laBa 32 YBEJIMUECHH HUBA HA TECTOCTEPOHA.

Hapywenus na memaboauzma u xpanenemo.

BB3MOXKHO € MOoSBa HA XHIIepaMOHeMHUs 0e3 OTKIIOHEHHA B YEPHOAPOOHHTE QYHKLIMOHATITHH TECTOBE.
YecTo MOXKe Ja BE3HHKHE H30/IMpaHa H YMEPEHa XUIIEPAMOHEMUS, KOATO OOMKHOBEHO € NpEeXoaHa U
HE W3HCKBA [IPEYCTAHOBABAHE HA JIeUE€HUETO. BBIIpeKkH TOBA, T4 MOXE A4 ce ChIIPOBOXKIA ¢ KIHHHYHH
NPOSBH KATO NOBPBIIAHE, ATAKCHS U 3aMbIJisBaHe Ha Ch3HaHUETO. [1pu nosiBa Ha MOAOOHH CHMIITOMH,
TpaGBa Aa ce NpeycTaHOBH MPHEMBbT Ha BaJIIpoeBa kucenrHa. CpodllaBa ce ChIIO 3a XMIIEpaMOHEMHS
CHIIPOBOZIEHA C HEBPOJIOrHMYHA CUMITTOMATHKa (BxK. Touka 4.4). B peaku cayqan e orbensgsaHa nossa
Ha oTtouM. B peaku ciryuau € 0TOeNnA3aHo 3aT/IbCTABAHE.

Hcwcuunu napywenus.
Hernpecus.

Hapywenus HQ HepeHama cucmema:
[IoHskora ce croOLIARA 32 ATAKCHSA, CBETOBLPTEXK H TPEMOP, MOSBATA HA KOUTO BEPOSITHO 3aBj
[PpWIOKEHaTa [o3a.

aHTHKOHBYJICaHTH. [TpH MOHOTepanus TS Bb3HHKBA B PEIKH CIIY4aH B HA4al0TO Ha Te
O0OHKHOBEHO € ¢ MpexoAeH xapakrep. Paako ce otOens3par ciryuau Ha jieraprug 4 06
HAKOH CJIydau NporpecHpaliid 10 CTYNOP U MOHIAKOra ChbIipOBOAEHH ChC XATIOLHHALIH
KOHBYJICHH. B MHOrO penkH ciiy4ad ca HaOmoagaBaHu eHledaonatua U xoMa. Hecto



CBBLP3BAT C M3MOJI3BaHE HA MHOTO BUCOKHM HAa4YalHU JO3U HIIM KOMOHMHHpaHE ¢ APYyrH
AHTHKOHBYJICAHTH, 0coOeHo ¢ peHoOapbuTan. OOuKHOBEHO Te ca 00paTUMH NpH HaMallsIBaHe Ha
A03aTa WK NpPeyCTaHOBABAHE Ha JIEYEHHUETO.

Cpobllara ce 3a MHOTO PeIKH CITy4ad Ha oOpaTUMH €KCTpanMpaMUIHA CUMITTOMM BKJIIOYBAIIH
MapKHMHCOHH3BM HJTH NPeXOAHa IEMEHLMs CBbP3aHu ¢ 0OpaTMMa MO3b4Ha aTpOPHA.

B13MOXKHO € BL3HMKBAHE Ha MOBULICHA €HEPrUu4HOCT. [10 NpUHLIMN TOBA € MOJICKHTENHO, HO B HAKOH
CIy4aH ce ¢hoOLIaBa 3a NPOSABY HA arpecus, XUIEPAKTUBHOCT H NMPOMEHH B NOBEACHHUETO.

Psnko ca orOens3ssaHM MOABA HA LIIYM B YILIMTe M 3aryba Ha ciryxa (oOpaTHMM WiKn Ae(PHUHUTHBHM ),
BBIPEKH Ye He € JOKa3aHa MPUYHHHO-CJIEICTBEHA BPb3KAa.,

B penxu ciyuau ce cbo01aBa 3a riiaso0oIue U HUCTarbM.

HabmonaBanu ca ChILO rajieHe, ceaydpaHe, eKCTpanupaMyIHH HAPYIICHHA.

B penku ciiydau ce cboOLaBa 3a AUILIONHA.

CmomauiHo-upesHu HAPYUeHUA:
MHoro paako ce cpoOlaBa 3a NAaHKPEaTHT, NMOHAKOra ¢ ¢aTaneH Uu3Xxoa (BX. Touka 4.4). Bb3MOXKHO €

NMOBHIIIABAHE HA AMETUTA, A JICYCHHUETO C BAJNPOEBA KUCENHHA MHOTO Y€CTO MpeaU3BHKBA
yBeJIHHaBaHe Ha TEAECHOTO TErJio, KOETO MoKe Aa Obae N3paseHo U IMporpecHBHO (BX. Touka 4.4). B
HayaNoTO HA JIEUEHUETO MOXKE 1a Bb3HUKHAT NO-JIEKH [IPOABH Ha JpasHEeHe Ha CTOMAaXa U 4YepBaTa.
Moxe na ce HabntoJapart rajieHe, NMOBpPbIIAHE, O€3alEeTHTHE H KOHCTHITALIUA.

Xenamobunuapru napyuenus.
BB3MOXHO € NOBHIIABAHE HAa TpPaHCAMWHA3UTE B HAYAJIOTO HA JIEUeHHETO. B penku ciryuau cnen

NpHEM Ha BAJINPOEBa KMCEINHA, Bb3HUKBAT CEPHO3HN HAPYIIEHHA Ha YepHOAPOOHAaTa (PYHKIH,
KOMTO MOHAKOTa ca ¢ (arasieH usxoa (Bx. cpmio 4.4). Paako ce Habmonasa nopgpupus.

Hapywenua na koxcama u nOOKOICHAMA MKAH.

[Tpu Hakoun GonHuM e HabmoaaBaH npexoaeH kocona. To3H edekT BepOATHO HE € CBBP3aH ¢ A03aTa.
[TopacTBaHETO Ha KOCATa HOPMAJIHO 3aMOYBa B PAMKUTE HA LIECT MECELIa, HO € Bb3MOXKHO TA 1a CTaHe
no-kbaApasa. Hecto ce cpoblara 3a HApYLIEHUA HA HOKBTA H HOKBTHOTO JIOXKeE. Panko ce crolluapa 3a
noppupus. MHOro psaako ce ordens3BaT CHIHO U3pa3eHO OKOCMARAHE U akHe.

B penku cirydan ce HablrogaBaT KOXKHM peaKLMH, KaTo eK3aHTemaroszeH oopuB. [1o n3knwueHue ce
otdena3BaT Ciy4ad Ha TOKCHMYHA €NMAePMAlIHA HEKPOJIM3a, OTACIHHU ClIy4an, CHHAPOM Ha Stevens-

Johnson’s u eputema Mmyntugopme.

Hapywenus na Myckyano-cxearemnama cucmema u Cb€OUHUMeRHama moKaw.

HMMma crolblueHus 32 HaMajsBaHe Ha MHHEpanHaTa IUTbTHOCT Ha KOCTUTE, OCTEOMNeHHd H OCTEeonopo3a
NpH NAaLHEHTH Ha NPOoABLKUTENHA Tepanud ¢ KoHByneke. MexaHH3MBT Ha T€3H e(PEKTH BBpPXY
KOCTHHS MeTabOoNH3LM HE € H3BECTEH.

Hapyuenus na bvbpeyume u nuxounume nomuya:

BB BpB3Ka C J€HEHUETO C BAITIPOEBA KUCEIHHA ¢a OTOENA3aHHA ¢AMHUYHH CTy4au Ha CHHIPOM Ha
daskoHH (QYHKLMOHANIEH HeeKT Ha MPOKCUMATHHTE TyOynd BoAeI A0 IMKKO3ypHA,
aMHHOALMAYpHuA, GocdaTypHsa U YPHKO3YpPHA), HO OCHOBHHUTE MEXaHU3MH Ha Bb3HHKBAHETO MY ca BCE
OLLe HEH3IBECTHH.

YecTo e HabmoaaBaHa ypHHAPHA HHKOHTUTEHLIMA.

Hapywenun na ev3npouszeooumennama cucmema u cepoama.
Psagko ce ¢cp001taBa 3a MMOJIMKHCTO3HN AMYHMLHE, KAKTO H 33 AMCMEHOpes U aMeHoped. MHoro paako
ce 0TOEeNnA3BA rMHEKOMACTHA.

Bpooenu, ghamunnu u cenemuunu HapyuieHus.
Bponenu manopMalMi M HapyLU€HHA B pa3BUTHETO (BK. ToUKa 4.4 B Touka 4.6).

Heouampuuna nonyarayun

[IpoduneT Ha Ge3011acHOCT Ha BANMPOAT 3a NeANaTPHYHATA MOMYJIALMA € CPABHHUM C
BB3PACTHHUTE, HO HAKOH HEXKE/IAHH JICKAPCTBEHH PeaKLMK Ca IMO-TEXKO H3PA3CHH HITH K
[JIaBHO B NeJUHaTpH4HaTa noryjauug. ColiecTByBa CrielM(PHUYEH PUCK OT TEXKKO YBpeX




yepHus Apo6 pH HOBOPOAEHH M MPH MaJIKH Jeua, 0cobeHo npu Aeua rnoAd 3 roaMHH. OCBEH TOBA, 3a
MAaJIKHTe Aella ChLUESCTBYBA CneLM@UYeH pUCK OT pa3BUTHE HA MAHKPEaTUT. 1e3M pUCKOBE HaMaIABaT
¢ yBenu4uaBaHe Ha Bhr3pactTa (BK. Touka 4.4). [Icuxy4iHN HapylueHHs, KaTo arpecHBHOCT, Bb30yaa,
HapylleHUEe Ha BHUMAHHETO, aDHOPMHO NMOBEICHHE, MCHXOMOTOPHA aKTHBHOCT M HApYILIeHa
CNOCOGHOCT 3a yucHe, c€ Hab/rogaBaT NpeIMMHO B NeIUaTpHYHATAa [TOMyJIalus.

CrobniapaHe Ha MONO3IUPAHU HEXENAaHU peaklHK

Cro01maBaHeTo Ha MOZO3HPAHH HE)XXENaHHU peaKUHH CIIeA pa3peluaBaHe 3a ynorpeda Ha JieKapCcTBEHHA
MPOIYKT € BaKHO. ToBa MO3BONABA A4 ce MpoAbIKHA HabIIOAEHUETO HA CHOTHOWEHHETO MOMN3a/ PHCK
33 JICKAPCTBEHHUA NPOAYKT, OT MeIULIMHCKHUTE CMIELIMATICTH ce U3UCKBA a ChoOLIaBaT BCAKA
[MoA03MpaHa HeXeNnaHa peakius Yypes U3nsnHHUTENHAaTa areHUMs o JEKapCeTBara, yi. ,,Jlamsan

['pyeB’’ Ne 8, 1303 Codus, ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeno3Hpane

Or0ensazaHu ca cJIydyad Ha HHUMOCHTHO WM LeNeHacoueHO npeaosupane. Ilpyu nasmeHu
KOHLIEHTPALMH J0 5-6 MbTH MO-BUCOKH OT MAKCHMAJTHUTE TEPANICBTHYHH HHBA € MAIIKO BEpOATHA

nosepa Ha apyru CUMITTOMH OCBCH IraJICHE, NMNOBPBIIAHE H 3aMAaAHOCT.

[Ipu Texkko npeao3upaHe, HAMp. MpH IUTa3MEHH KOHUEHTpauuK 10-12 iyt no-BUCOKHU OT
MaKCHMAaJIHUTE TepaneBTHYHHU HHBA (BXK. CBIIO TOUKA J5.2), ca BB3MOXKHH TeXKKO notuckane Ha LIHC u
quuiaHeTo. CHMOTOMUTE 0baye MOXKe Ja BapHpaT YyBCTBHTENIHO. [Ipd MHOrO BUCOKH IUTIa3MEHH
KOHLIEHTpalMH ca otdena3any npunaasuy. Cuo0litapa ce 3a nogsa Ha MO3BbYEH OTOK H MOBHILLIEHO
BbTpeuepenHo Hajdrane. Orbensa’aHu ca HAKONKO CMBPTHH CAy4Yas CJISA MHOTO TOAAMO Npeao3HpaHe.
[Tpu npeLieHKa Ha clTy4ai Ha UHTOKCHKaLUsA, TpAOBa fa ce HMa NpeABH/ BE3IMOKHOCTTA 3a A00aBeHa
TOKCHYHOCT BCJEACTBUE HA MHOTOKPATeH MpUeM Ha MEAMKAMEHTA, Harp. NPH HaMEpEeHUE 3a
caMOYyOHHCTBO.

[Ipu MHTOKCHKALMS C€ IPENOPbUYBA NMPOBEXKAAHE HA MEPONPUIATHS B OONTHHMYHA OOCTAHOBKA, KATO
MpeIM3BHKBAHE HA NOBPBLIAHE, CTOMALLIHA MPOMUBKA, KOMAHIHO JHLIAHE U APYI'H MEPKH 34
NoAAbPKAHE HA XKU3HEHUTE QYHKLIHMH.

YcnewmHo ca nprlaraHi XxeMoauaau3a U xeMonepdysus. [Ipunaras € ¢ulno Taka HaNOKCOH
HHTPAaBEHO3HO, [IOHAKOra ¢ opajieH MMPUEM Ha aKTUBEH BBIJICH,

5. ©OAPMAKOJOI'HYHU CBOHUCTBA

5.1 PapmMaKOIHHAMHYHH CBOHCTBA

(dapmakoTepaleBTH4YHa rpyna: aHTHETTIIENTULM, TPOHU3BOAHM Ha MacTHU KuceluHH, ATC kox:
NO3AGO].

MexaHu3bM Ha JEHCTBHE

Haii-BepOsTHHAT MEXaHH3BM Ha JCHCTBUE € MOTCHLUMpPaHe Ha HHXHOWTOpHATA pOJIA Ha FraMa-aMHHO
OyTHpoBata kucenuHa (GABA) upes noBiusBaHe HA NMO-HATATHIUHHA M CHHTE3 WIH Ha mMeTtabonin3ma.
AKTHBHpaHeTO Ha Jekapbokcunaszara Ha rTyTAMHAHOBATA KKcelMHa U notuckadeto GABA
TpaHCAMMHA34Ta, BOAM [0 U3PA3CHO ITOBUIIABaHE HAa KOHUEHTpauuuTe Ha GABA B ¢cMHaTO30MHTE U
MEXKIYCHMHAINITUYHaTA Uenka. Kato HeBpoTpaHcMUTEPEH HHXHOUTOp GABA BB3NpensaTcTBa Npea- U
NOCTCHHANTUYHOTO pa3sTOBapBaHE, KaTo MO TO3H HAYUH NPEAOTBPATABA PA3NIPOCTPAHEHHUETO Ha
KOHBYJICHBHATA AKTHBHOCT.

MapMakoAMHAMHYEY ePEKTH
Bannpoeparta KMcenuHa € aHTUKOHBYJICAHT

KOHLEHTPALMOHHH CHOCOOHOCTH,

KnunuyHa edekTHBHOCT B 6€30MacHOCT




HoOpata eQekTUBHOCT U OBP3UAT €DEKT NpH JIeHEHHETO HA MAHHAKAJIHH €MTH30H NpH OOJIHH
OUNOIAPHO Pa3CTPONUCTBO € YCTAHOBEHO MPH peulia Ianeto-KOHTPOIUPaHH KIIMHHYHH [POYYBaHU.
EdexTuBHOCTTA Ha BAINPOAT NPH NpOoQIIaKTHKa HA MUTPEHO3HH MPUCTBITH € A0KA3a MPH HAKOJKO
Iw1aLedo-KOHTPOJHPaHH ABOHHO cleni npoy4yeaHud. [IpoabmkurenHara ynorpeba no oTHOIIIEHHE Ha
TOBA MOKA3aHMUE € U3C/IeIBAHA 3a NCPUO 10 3 T'OJIMHH,

[Ipn MeTa-aHanu3 Ha paHIOMHU3HPAaHH, IauedO KOHTPOIMpPaHX NMpoy4YBaHUA BKIOUBaLM 11
AHTUETTHJIEITTUYHH JIEKAPCTBEHHU MpoaykTa (0b1mo 199 npoyuraums obxBamainm 27 863 nauueHra B
rpynure TpeTHpaHH MEAUKaMEHTO3ZHO U 16 029 6o/HM nNpHeManu maaiebo) npuaokKeHH 3a JeueHue
Ha eMWIENCHUA, IICHXHATPHUYHH 3a00/1BaHHA ( BKIIOUMTENIHO OUNONAPHH Pa3TPOHCTRA, IMH30(PEHHS H
CTPaxOBM HEBPO3H) WIH APYrH HapyLUcHUA( BKI. HEBponaTHiHa 60/Ka), OH YCTAHOBEH MOBHILEH
PHCK OT CYMLIHAHO CBbP3aHH CHOMTUA (CYMLIMHH HAEH H NOBEACHUE) NIPH OOJIHHTE TPETUPAHH C
AHTHETTHJIETITHLIM B CpaBHEHHE ¢ Te3U Npuemainy mwianedo. [Iposasure Ounu eaqHakBo pasnpeeseHH 3a
BCUYKHY NTPOYYBAHM IIpENapaTH U Ce U3ABWIM MEKAY 2-Ta U 24-Ta CeIMHULIA OT 3anQuYBaHe Ha
JICYEHHETO. PHCKBT OT CYMLIMAHYU HIEU U NOBEACHUE MTPH NALIMEHTH TPETHPAHH C AHTHENWIEITHYHH
AEKApCTBEHU NMPOOYKTH 6un oueHeH Ha (0,43%, MoYTH ABa MbTH MO-BUCOK OT TE3H NMPUEMAIH r1auedo
(0,24%), koero cboTBETCTBA HA 2 ciry4as Ha | 000 6onHM OT rpynaTa npHeMaa aHTHENWIENTTHYHU
CPEACTBa B CPABHEHHUE ¢ Ta3H B3WMana ruianedo.

5.2 Q@apMAKOKHHETHUYHH CBOHCTBA

Abcopbuus
CTOMAIIHO-YCTOMYMBHTE KallCy/IH 0CBODOXKAABAT AKTHBHATA CHCTABKA CAaMO B THHKHTE YEPBAa, KBIETO

T4 ce abcopbupa. AbcontoTHata OHoHanM4HOCT € noutd 100%. BupxoBu M1a3MeHH KOHIIEHTPALIMHU Ce
JOCTHrar ciaen 2-3 yaca. ETHoBpeMeHHHMAT NpHeM Ha XpaHa He OKa3Ba BIHAHHE Ha KOJIMUYECTBOTO
abcopbHpaHO BEMIECTBO. B 3aBHCHMMOCT OT HHTEpBala MeXIy MPHEMHTE, PABHOBECHH CEPYMHHM HHBa
Ce oCcTUrat ciefl 2-4 1HU. EexTuBHUTE TepaneBTUHHY IUIaA3MEHH KOHLICHTpaLUKK ca Mexay 40-

100 mg/1 (278-694 umol/l) npu natmentu ¢ envnencus u Mexay 50-125 mg/l (300-700 umol/l) npu
HAKOHU OOJIHM ¢ OMIIOAapPHO pa3CTPOICTRO HIIH MUTPEHA.

Orbensg3aHH ca roJIeMH pa3iiyis Ha IUIa3MEHUTE HHBA MEXIY MAlIHEHTH, KAKTO OT pasjIM4yHH IPYITH,
TaKa M OT €[lHA U CbLLA IPpyTa.

PaiznpeneneHue
CBBbp3BaHeTO Ha BANPOAT C [UIa3MEHHTe NPoTerHH e okosio 80-95% IIpu mnasMenu HHUBa Han

100 mg/l ce ypenuuasat cBo60aHUTE QpakurH. BannpoaT npeaAUMHO ce pasnpeaens ¢ KphBTa.
KoHleHTpauMsATa Ha BAINMPOaT B rphOHaYHOMO3bYHATA TEHHOCT € CPaBHHMA C KOHLIEHTpalMaTa Ha
¢cBoOOAHM (PpaKkLMH B IU1a3MaTa. Bannpoat npeMrHaBa Npe3 IUTaLleHTaTa, a TAKa ChILO CE H3ThbYBA B
Man4HOTO MAAKO (1-10% oT ob1uTe CepyMHH KOHLIEHTPALIHH).

buorpanchopmMalms
Banmnpoar ce merabonnsupa B YepHHA ApoO, NPeaMMHO NOCPEACTBOM [NIIOKYpOHHpaHe. Bannpoar
UHXHOHUpa udToXpoM P450 eHsuMHaTa cucTeEMa.

EnuMHERUpaHe
Banmpoar ce exckpeTHpa npeinmHo npe3 6b6peuute noa ¢opMa Ha riIIOKOpYHUIM.

EMMMHHAIHOHHHMAT Oy XUBOT € 10-15 yaca U e 3HAYMTETHO MO-KPATHK MPH Aella, H MO-TOMHO
6-10 vaca.

Cneyuannu 2pynu nayuenmu

llannenTy B HanpeaHana ep3pacT: PapMakoKMHETHKATa Ha BaJINPOAT MOKe Aa ObJe NpoMeHeHa npH
MalKUCHTH B HAlpEAHAIA BL3PACT IMOPAaH MO-TOJIEMHUAT 00EeM Ha pasnpeaenacHHe H HAMaJICHOTO
CBBP3BaHE C ILU1a3MCHHTE MPOTEHHH, KOETO MOXKE a JIOBeAE 0 NOBUILIABAHE HA KOHLIE AN,

cBODOIHHUA NMPOIYKT. / o
IlaumenTtu ¢ 6u6peyHo yepexxaaHe: Ilopaan HaMaleHOTO CBBP3BaHE C IUIA3MEHUTE

-

%

BOJIH MOBMIIABAHE HA KOHUEHTPALMMTE Ha CBOOOAHHKSA NPOAYKT, (PapMaKOKHHETHK? T | D

MOXxce 1a Ob/ie IPOMEHEHA NPH NALIMEHTH C HapylleHa 66peyHa QyHKIHS. g0

[laumeHTH ¢ 4epHOAPOOHO YBpEXIaHe: re / Ny
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[ToMy>HBOTBT Ha €NHMHHALMS € 3HAYHTENIHO YABJDKEH MPH NAlMEHTH C UHPO3a H DOJIHH, KOMTO Ce
BB3CTAHOBABAT OT OCTHP XEMAaTHT B CPAaBHEHHUE ¢ KOHTPOJIMTE, KOETO NOKa3Ba HapylllaBaHe Ha
KJIHPBHCA MPH MNALWEHTH C HApyLIeHa YepHOoApOOHa QyHKUHS.

[Ipu neua uan 10 rogMiiAa B3pACcT M MpU IOHOIIM KIIMPBHCHT Ha BANNPOAT € NOA0OEH Ha TO3H,
YCTaHOBEH NMpPH Bb3pacTHH. [Ipu neauaTpuyHUTE MauMeHTH oA 10 roIMHH CHCTEMHHAT KIHPBHC Ha
BaJIIPOAT BapHpa ¢ Bb3pacTTa. [Ipn HoBopoaeHuTe H OedeTaTa 10 2 Mecella, KIHPBHCHT Ha BAJIIPOAT
e [TOHIDKEH B CPAaBHEHHE C TO3M MPH Bb3PACTHH H € HAH-HUCBHK HENOCPEACTBEHO cell paxaaHeto. B
0030p OT Hay4HAaTa JIMTEPATypa € MyOIMKYBaHO, Yye TU1a3MEHHAT NMOMYXXUBOT Ha Bajrpoar npu Hedera
noxa 2 Mecewa rMoKa3epa 3HaYMTeNIHa BapHabUNHOCT Ha cTOHOCTUTE OT 1 10 67 yaca. Ilpu nena Ha
Bb3pacT OoT 2 10 10 rogHM KIHPBHCHT Ha Bannpoar € ¢ 50% no-BHCOK OT TO3H NPH BE3PACTHH.

5.3 IIpeaknHHH4YHH JAHHH 33 De3onacHoOCT

HicnenpaHuATa 3a XpOHHYHA TOKCHYHOCT C BaJIIPOAT MPH IUTBXOBE K Ky4€Ta NMOKa3a/IH HaManeHa
criepMaToreHesa U TECTUKYJIapHa aTpodus.

B npoyuBaHMs 3a TOKCUMHOCT NPHA MHOTOKPATHO Mpiiarale ca CboOLIEHU TECTHKYIapHa
HereHepalys/aTpodus WK HapylleHUs B CIIEPMATOTeHE3aTa U HAaMalIABaHe HA TEIJIOTO HAa TECTUCHTE
IpH BB3PACTHH IUTBXOBE U KydeTa ciief epopaHoO NpUIToKeHHe B 1034 choTBETHO 1 250 mg/kg/nen
i 150 mg/kg/neH.

[Ipy FOBEHWITHH [LTBXOBE HAMAISABAHE HA TEFNIOTO HA TECTHCHTE € HaOMoaaBaHO CaMO NPH 1034,
HaJBHINABAIllH MaKCHMAaJTHaTa MoHocHMa A03a (0T 240 mg/Kg/ned pH HHTPaNepHTOHEAITHO WIH
MHTPABEHO3HO NpPWIOXKeHKe), 6e3 CRbp3aHu XHCTONAaTONOrHYHU nNpoMeHH. He ca HabmonaBanu
e(DEeKTH BbPXY MBXXKHTE pPENPOAYKTHBHY OpPraHyd NpH N0HOCUMH 103U (10 90 mg/kg/neH). Bu3 ocHOBa
Ha T€3H JaHHH KOBEHWIHHWTE JKMBOTHHU HE CE CUMTAT 3a MO-NOJATIMBY IO OTHOLIEHUE HA HAXOOKH B
T€CTHCHTE, B CPABHEHHE C Bb3PACTHHUTE. 3HAUCHHUETO HA HAXOAKHTE B TECTUCHTE 3a MeaAHaTpUHHATA
NOIyJIaLUA HE € UIBECTHO.

B npoyupaHe 3a ¢pepTUANTETA NPH ILTLXOBE, BANNPOAT B 103K 10 350 mg/Kg/IHEeBHO HE NTOBIIMABA
penpoAyKTHBHATa QYHKLMA IPH MbXKKMTEC UHIUBUIH. BBIpeKkH ToBa HHPEPTHIIMTET TIPH MBXKE €
MASHTHOHLHPaAH KaTO HeXeNlaHa peakuua rpu xopara (BxK. TOYKH 4.6. U 4.8).

[IpH reHOTOKCHYHHUTE M3CNEeOBaHUs HE € YCTAHOBEH MyTareHeH noreduuan. [Ipu npoy4ysaHusra 3a
KapLIMHOT€HEH NoTeHUMan O1na ycTaHOBeHa IO-roNiaMa YeCTOTa Ha FIOAKOKHU PUOpOCaApKOMH IIpH
MBKKHU TILUTbXO0BE. He € U3BeCTHO 3HaUEeHHETO Ha TE3H JaHHH 3a xopa. BannpoarsT e nokasan
Oe3cnopHa TEPaTOre¢HHOCT MPH KUBOTHH.

6. PAPMALEBTHYHH JAHHH

6.1 Crnuchbk HR NOMOLIHHATE BellleCTBA

Kapuon 83

I'muuepon 85%

Kenatuu

Turano guokcuzn (E 171)

KenezeH okcua yepseH (E 172)

XNOPOBOAOPOAHA KHCEJIMHA

MerakpunoBa KucelHHa-eTnakpwiaT kononuMmep (1:1) aucnepeus 30%
Tpuerwn uprrpat

Maxkporoa 6000

["muuepon monocreapar 45-55 tun 11

6.2 HecnBMECTHMOCTH
Henpunoxnmo
6.3 Cpox HA rogHoOCT

5 roauHu




6.4 ChnenHalHH YC10BHS HA ChbXPaHEHHE

JTa ce coxpanaBa noza 25°C. [la He ce cbxpaHsBa B XJIaWJIHHK WIH 3aMpa3aBa.
Jfa ce cbxpaHaBa B OPMIMHAIHATA OMAKOBKA, 3a Aa Ce NMPEeAna3y OT CBETIHHA.

6.5 BuaH cbAbpKAHHE HA OMMAKOBKATA

AnymuaneBa/PVC GnucrepHa onaxkoBka win arymuHueBa/PVC/PVDC 6nncrepHa onakoska,
ceabpakaina 40 win 100 kancynu.

6.6 CpnenHajHH Npeana3sHH MEPKH NPH H3XBhPJIAHE

HaMa cermmaidy H3UCKBaHUA.

7. IIPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH, Schlossplatz 1, 8502 Lannach, ABcTpus

8. HOMEP(A) HA PABPEIIIEHHUETO 3A YIIOTPEBA

Per. Ne 20000206

9. JATA HA II'bPBO PA3PEINABAHE/TIOJHOBSIBAHE HA PASPEILIEHHUETO3A
YIIOTPEBA

Harta Ha mspBO pazpewiaBane: 06 rouu 2000 r.
JlaTta Ha nocnneaHo noaHoBaBaHe: 30 mai 2011 r.

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

04/2024




