KPATKA XAPAKTEPUCTHUKA HA IMTPOAYKTA

V¥ To3u nekapcTBeH NMPOAYKT MOMIEKH Ha JOMBJIHUTENHO HabmoneHue. Tosa wwe no3sosii 66p30To
yCTaHOBSIBAHE Ha HOBA HH(pOpMaLIMA OTHOCHO 6e3onacHOCTTa. OT MEAMLIMHCKHUTE CIIELIMAJIUCTH Ce
M3KMCKBA J1a chOOLIaBaT BCsAKa MMOAO3MpaHa HeXeJlaHa peakuus. 3a HaYMHA Ha CbOOLaBaHe Ha
HE)KEJIaHU PeaKLMHM BHXKTE TO4YKA 4.8.

| NAMLAHITERHA ATEHUIS N0 NIEKAPCTBATA
1. HUME HA JIEKAPCTBEHUSA ITPOAYKT ' Kpamka xapakmepucmuka Ha npogykma. [IpuAoXenue 1
KouBysekce xpoHo 300 mg TaG/ieTKH ¢ yIhDKeHO 0cBOGOKAABALES: AL Ojo/‘??/ A= l
e T pTOEEETE s €585, 176 M
Ko npann $00 oy solissoncs prssmmn wodlm oy L g

Convulex chrono 500 mg prolonged-release tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Bcesika Tabnerka KonByneke xpoHo 300 mg ceabspka 300 mg HaTpues Baimpoar (sodium valproate).
Bcsika Tabnerka KonBynekc xpoHo 500 mg ceabpxka 500 mg HarpueB Banmpoar (sodium valproate).

[ToMoLIHM BellleCTBa C U3BECTHO JIEHCTBHE:
KonBynekc xpoHo 300 mg cbabpka 42 mg HaTpui BBB BCsika TaljieTKa ¢ yAB/DKEHO OCBOOOXKIaBaHe.
Konsynekc xpoHo 500 mg cpabppxa 70 mg HaTpuii BB BCsAKa TabiieTka ¢ yAB/DKEHO OCBOOOXJaBaHe.

3a MBJIHKWA CMIMCHK Ha MOMOILIHUTE BellleCTBa BHXKTE To4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnerka ¢ yabmkeHO ocBOOOKNaBaHe.

benwu, c oBaniHa PopMa, pasaenurenHa JTMHUAA U rpaBupad Haanuc ,,CC3”, pecn. ,,CC5” ot enHara
CTpaHa.
Tabnerkara Mmoxxe na Obae pa3aesneHa Ha ABe PaBHHU AO3H.

Konsynekc xpoHo 300 mg Tabnerku ¢ yanpkeHo ocBobokaaBaHe U KonByneke xpoHo 500 mg Tabnerku
C YIABIDKEHO OCBOOOXKIaBaHe Ce MpUiIarar rmpy Bb3pacTHH, €LA M FOHOLIM.

4. KJIMHAYHU JAHHUA
4.1 TepaneBTHYHH NOKA3AHHS
Enunaencus

o ITvpeuyuno 2enepanu3upanu NPpURaocs YU U enwiencuu
°  Tunose npucTbnu: abcaHCH, MUOKJIOHWYHH, F€HEPATTU3HPAHH TOHUYHO-
MH(}paHTUIIHM cIa3MHU
° ['eHepasiM3MpaHU CMUJIETICHU U EMTWISNTHYHU CHHAPOMH: a0CaHCHa e
MHOKJIOHHYHA enuiencus (CHHAPOM Ha Janz), enuiencus ¢ reHepajius
KJIOHWYHH NpUNaabUy NMpH cu0yxkaaHe, GOTOCEH3UTHBHH eNMUIEIICHA
°  CunapoM Ha Lennox-Gastaut




° Dokannu ‘HﬂEgHMHﬂz npucnronu U enuiencuu ¢ uiu be3 EMOPUYHA CEREPATUIAUUR

BunoasipHo apeKTHBHO pa3CcTPOHCTBO
Jleyenune U npoduIakTHKa Ha MAHWHHU €MU3011 TTPHU OUNOJIAPHH pa3CTPONCTRBA.

4.2 [do3uMpoBKA H HAYHH HA NMPHJIOKEHHE

gOSH@BK&

KoHByneKkc XpOHO € C YAB/DKEHO OTAENISTHE Ha HAaTpUEeBHs BaJIpoaT, KOETO HaMasifiBa MMKOBAaTa
KOHLIEHTPALUA U OCUT'YPABa MO-paBHHU IUIa3MEHH KOHLEHTPALUMHU NPE3 LeIUs ACH.

,[[HGBHEITEI JAO3HPOBKaA CE€ OoNnpe€aciia B 3aBHCUMOCT OT Bb3pacTra U TCIICCHOTO TEIJIO. l'lpenop'ht{menﬂo
€ Ja C€ B3€ME 1101 BHHMaHHUE HHAUBHAYaJIHATA YYBCTBUTCIIHOCT KbM BaJIIIPOCBA KHCCJIMHA. He e Ouna
YCTaHOBE€HA 3aBHCHMOCT MEXAY NHEBHATA 1034, CEpYMHATa KOHUEHTPALHUA H TEPAIICBTUYHHSA ECbBKT, H
3aTOBAa OIITHMAJIHATA 1034 T'pHGBa Ada C€ onpeac/isi OCHOBHO CIIOpPEA KIMHHYHHA OTIrOBOP.

Jlena OT )KEHCKH I10J1 M 2KEHH C AETEePOJIEH NOTEHIHA

JleyeHueTo ¢ Bannpoar TpAOBa Aa ce 3ano4YHe U NMpOoCieasBa OT JIEKap ¢ KJIMHHUYEH ONMT B JICYEHHETO
Ha enuwierncus Wik OUNoaspHO pa3cTpoicTBO. Banmpoar He TpAOBa fa ce U3MoI3Ba NpH Aeua ot
YKEHCKH I0JI U MPH JKEHHU C IETEPOACH MOTEHLMAN, OCBEH aKO APYIUTe JIeYEHUS ca Hee(PEKTUBHHU WU
He ce noHacsaT nodbpe (Bxk. Touka 4.4 1 4.6), a non3ara U pUCKBT TPAOBA BHUMATEJIHO A C€ OLIEHABAT
MpH PeAOBHH KIMHUYHHU NpETJIeaH.

Bannpoat ce npeanucea U oTIycka B cboTBeTcTBUE € [Iporpamara 3a npeanasBase ot OpeMEHHOCT
npu ynorpeba Ha Bannpoar (Bx. Touka 4.3 u 4.4).

Banmnpoar TpsbBa aa ce npeanycBa NPeIUMHO KaTO MOHOTEpanus, ¢ Ha-HUCKaTa e(DEKTHBHA 1034,
aKo € Bb3MOJKHO, B JIEKAPCTBEHA (popMa C yAB/DKEHO OCBOOOXKAaBaHe. JJHeBHaTa 103a TpsAOBa 1a Obae
pa3aesieHa IoHe Ha 1Be OTAEHHU A03H (BXK. TO4Ka 4.6).

MBbxe
[IpenopbuBa ce neyeHreTo ¢ KoHBYyJIEeKC a ce 3arno4yHe U KOHTPOJIUPA OT CMNELIMAIUCT C OMNUT B
JICYEHHETO Ha eMWIETNICHA WIK OUIIOJISPHO pa3CcTPOMCTBO (BXK. TOUKH 4.4 U 4.6).

Enuaencus:

MosnoTepanus
O6uuaiiHaTa JO3UPOBKA € KaKTO CJie/iBa:

Bw3pacmnu

Jleuenuero ce 3anoura ¢ 500-600 mg nHEeBHO, cliea KOeTo Ao3aTta OaBHO Ce MOBUILIABAa HA TPUAHEBHH
MHTEPBAJIU, 10 NTOCTUraHe Ha KOHTPOJ BBPXY NpHUCThIIUTE. TOBa HaW-4€CTO ce MOCTHUra IpU JO3HPOBKa
mexay 1 000 mg u 2 000 mg aueBHo T.€. 20 30 mg/kg TenecHa Maca. Korato He ce rnoiy4M aieKBaTeH
KOHTPOJ1 BBPXY NPUCTHIIUTE MPH Ta3H AO3UPOBKA, A03aTa MOXe Ja ce noBUilM A0 2 500 mg nqHeBHO.

[Teouampuuna nonyaayus

Ileya nao 20 kg:
[ITspBOoHavanmHaTa a03a TpsadBa na 6bae 250-300 mg nHeBHO (HE3aBUCHMO OT TEIVIOTO) € pa3peieHU
MHTEPBAJIM Ha MOKa4BaHe, A0 NOJy4YaBaHE Ha KOHTPOJI BbPXY MPHUCTBIIMTE,; HA-4€CTO TOBA CE
noayuasa npu 20-30 mg/kg TenecHa Maca AHeBHO. Korato He ce noyy4d aieKBaTeH KOHTPOJI BbPXY
MPUCTBITATE MPH Ta3W JO3UPOBKA, TOraBa J103aTa MoXke Aa ce noBuiuM Ao 35 mg/kg TenecHa Maca
OHEBHO.

Heya noo 20 kg
OOMKHOBEHO HayaJlHaTa 103upoBKa € npubauszuresHo 10-15 mg/kg TenecHo Termno a
nocJjieIBaHO OT NMOKa4YBaHe Ha I03MpPOBKaTa MpPU pa3peleHd UHTEPBAIIH, 10 JOCTHUra

makcuMaiHa ao3a ot 50 mg/kg/24 yaca.



Xopa 6 nanpeonana v3pacm

Bbnpeku, ye papmMakOKMHETHKATa Ha BAJINpoarTa ce MPOMEHS C HalpeBaHe Ha Bb3pacTTa, TOBA UMa
OrpaHUYE€HO KJIMHUYHO 3HAYeHHE M JO3UPOBKATa ce OIpeesis OT KOHTpoJa BbpXy npucTbnuTe. C
Bb3pacTTa HapacTBa 00eMBbT Ha paslipeaeseHHe Nopaad HaMaJIeHOTO CBbP3BaHe ChC CEPYMHHS
anOyMuH, 1ebT Ha CBOOOJHOTO JIEKapCTBO HapacTBa. ToBa TpAOBa na ce UMa npea BUI NPH
KJIMHAYHOTO MHTEPIIPETUPAHE Ha TUIa3MEHUTE HMBA Ha BaJIIPOEBAaTa KMUCEJIMHA.

Ilayuenmu c 6vbpeuna nedocmamvyHOCM WUIU HAPYUIEHUE HA YepHOOpobHama GyHkyus

[Ipu1 nauuenTH ¢ Ob0pedHa HeJOCTATLYHOCT MOXKE J1a C€ HAIIOXKKM HaMaJIsBaHe Ha J03aTa WM
yBeJIMYaBaHE Ha [103aTa PH MNalMEeHTH Ha XeMoauanu3a. Bamnpoar ce otaesis npy auanusa (BXK. TOYKa
4.9). Jo3upoBkaTa TpsaOBa a ce MPOMEHs Crope]l KITMHUYHOTO MpOocieAsBaHe Ha MalMeHTa (BX. TOUKa
4.4). Hdo3ara TpabBa na Opae cboOpazeHa ¢ KIMHUYHHUTE MPOSABH, I0KATO MOHUTOPUPAHETO Ha
[J1a3MEHUTE KOHLIEHTPALMK MOXe a Obae HEBEPEH OPHEHTHP (BXK. TOYKA 5.2).

KoMOuHHpaHa Tepanus

Korarto ce 3ano4Ba ne4eHue ¢ KOHBYJIEKC XpOHO NMPH NaLMEHTH, KOMTO Be4e NMpUeMar Apyru
aHTUKOHBYJICAHTH, MPHEMBT Ha NOC/IeAHUTE TpAOBa Aa ObAaT criMpaH 6aBHO M MOCTENEHHO, a
MOBHILIABAHETO Ha no3aTta Ha KoHBYJ1IeKC XpOHO TpsaOBa a cTaBa NOCTENEHHO, KaTo LieJiTa €
oNnTHUMaJIHaTa JO3MpPOBKa Aa ObJie JOCTUrHaTa 3a OKOJIO ABE CeIMMIM. B HAKOHM ciyyau ce oka3Ba
HeoOXOAUMO J1a ce MOBUIIIM AHEBHATa 103MpoBKa ¢ 5 10 10 mg/kg/nHeBHO, KOraTo ce npusiara
KOMOHMHALIMA C aHTUKOHBYJICAHTH, KOMTO MPEAU3BMKBAT HHAYKLMA Ha YepHOAPOOHaTa €eH3MMHa
aKTUBHOCT, HarpuMep - peHuronH, peHobapburan u kapmabazenuH.

Cnen npekpariBaHe MpUeMa Ha €H3MMHHU HHIYKTOPH, € Bb3MOXHO J1a C€ MOCTUTHE KOHTPOJI BEPXY
MPUCTBIIUTE ¢ MO-HUCKH 103U KoHByneke XpoHo. KoraTo ce npwiara eqHoBpeMeHHO ¢ 6apOuTypaTu U
ce 3a0esiexx U3BECTHO ceaupaHe (0coOeHO MpH aeua), no3aTa Ha 6apouTypara TpaOBa na Obae
MOHKKEHA.

Ileouampuuna nonyrayus
NB. Ilpu neua, Npu CbCTOSHHETO, MPH KOETO C€ M3UCKBa NO3UPOBKAaTa Ja ObJe Mo-BUCOKa OT
40 mg/kg/nHeBHO, TpsOBa 1a c€ MOHMTOPUPAT KIMHUYHO-XUMHUYHHUTE U XEMAaTOJIOrHYHUTE

napameTpH.

OnTtuManHaTa 103MpOBKa ¢e OIpeAesis IVIaBHO OT MOCTHIaHETO Ha KOHTPOJI BbPXY NPHUCTHIIMUTE U
pPENIOBHO U3MEpBaHe Ha MJla3MEHHUTE HMBa He € HeoOxoaumo. M3mepBaHeTO Ha IU1a3MEHMTE HUBA,
obaue, e HEOOXOAUMO U MOXKe J1a Obae U3KITFOUUTETHO MOJE3HO, KOraTo He e MOoCTHra 100sp
KJIMHUYEH KOHTPOJI WIH CE NMOA03Mpa MOosABaTa Ha HEXKEJIAaHU peakUMM (BX. TOYKa 5.2).

AdEeKTUBHH MCUXO3H (CaMO IMPU BB3PACTHU MALIUEHTH):
[IpenoppuBa ce mbpBoHavyanHa no3a 500-1000 mg nHeBHO, pa3zesieHa Ha eqUH-ABa NpueMa. CHITHO

Bb30yA€HM NaLMeHTH Morar aa Obaat JiekyBaHu ¢ 4034 10 1 500 mg/aHeBHo. [TocTeneHHo nokayBaHe
Ha J103aTa MOXKe [1a C€ U3BbpILIBa Ipe3 2-4 IHH, KaTo TO TpAOBa a ObAe NpUAPYKEHO C
MOHHMTOpHpaHe Ha IUIa3MEHHUTE HUBA (TepaneBTUYHM rpaHuiM 50-125 mg/1), 1okaTo ce NOCTUTrHe
YKEJTAHUAT KJIMHHYEH €(EeKT UIIH Ce MOABAT HexeslaHH peakuuH. [IpodunakTHUHOTO NieuyeHue e
MHAWBUIYAITHO M C€ MpOBeX/a ¢ Hal-HUcKaTa eeKTUBHA 103a.

Ileouampuuna nonynrayus

EduxacHoctTra Ha KOoHBYNEKC npu aeua rnoxa 18 roayHu B JIeYEHHETO HA MAHUHWHM €ITM30/IH NPH
OMNONAPHO pa3CTPOMCTBO HE € yCTAaHOBEHA. 3a noBe4ye HHGopMalMs 3a Oe30nmacHOCTTa IpH JAelia,
BIOKTE TO4YKa 4.8.

HayuH Ha NpUIOKEHHE

KOHB}’J’IGKC XPOHO TaOJIETKH ca Np€aHa3HAYCHH 3a OPaJTHO IIPHJIOXKCHHCE.

KoHByJieKC XpOHO MOXKe [1a c€ MpHUeMa €IMH ITbT WIH JBa MbTH AHEeBHO. TabneTkure Ke
XPOHO MOrar aa ObaaT pa3yynBaHHM Ha NMOJIOBUHKH, HO He TPsAOBa 1a O6bAaT pa3TpoLLdRe




CABbBKBAaHH. TabneTkure TPHGBEI Aa ¢€ npueMar € J0CTaTb4YHO TEHYHOCT 10 BPEME HJIH CJIEA XPaHCHE.

4.3 IlporHBOonmoKa3aHHS
KOHBYJIEKC XPOHO € MPOTUBOINOKA3aH B CJICAHUTE CITyYau:

- CBpBbXYYBCTBUTEIHOCT AKTHBHOTO BEIIECTBO MJIM KbM HAKOE OT IIOMOLHUTE BEILECTBA,
M30poeHH B TO4Ka 6.1.

- AKTHBHM 4e€pHOApOOHH 3a00/1BaHHUS

- damuIHa aHaMHE3a 3a TeXKa YepHOoApoOHa AucyHKLHS (B YaCTHOCT CBbp3aHa C IPUEM Ha
JIEKapCTBa)

- [Topdupus

. EnHOBpEeMEHHOTO NPHIIOKEHHE C MEPIIOXHH

- OcTbp ¥ XpOHHYEH XENaTUT

- [TaiMeHTH ¢ MUTOXOHJIPHATHY HapyLIeHHs, MPUYUHEHH OT MyTaLlMH B IPEHHs I'eH, KOAUpalll
MHMTOXOHAPHAJIHUA eH3uM nonumepasa y (POLG), nanp. cunapom Ha Alpers-Huttenlocher,
KaKTO W IPH Aeua Mo 2 roaUiliHa Bb3pacT, 3a KOMTO C€ CMATa, Y€ UMAT HapyIlIeHHe, CBbP3aHo C
POLG rena (Bwk To4ka 4.4)

- [TaunMeHTH ¢ U3BECTHU HApYLUECHUS B yPEeHHHUS LMKBJI (BXK. TO4Ka 4.4)

JleyeHHe Ha eMUIENCHA

- [To Bpeme Ha OpeMEHHOCT, OCBEH KOraTo HiMa MOAXOAALIO aJITEPHATUBHO JIEYUEHHE (BHXK TOYKA
4.4 u4.6).

- [Ipu >xeHu ¢ AeTepOeH MOTEHLMa)l, OCBEH KOraTo ca M3IThbJIHEHH YCJIOBUATA Ha NporpaMara 3a
npeanasBaHe 0T OpeMeHHOCT (BHX Touka 4.4 u 4.6).

JleyeHue Ha OUNONAPHO Pa3CTPOUCTBO

- [1o BpeMe Ha GpeMeHHOCT (BHK TOUKa 4.4 1 4.6).

- [Ipu >xkeHu ¢ JeTepoaeH NOTeHUHall, OCBEH KOraTo ca U3IIbJIHEHH YCJIOBUATA Ha MporpaMara 3a
npeanasBaHe oT OpeMeHHOCT (BHXK To4ka 4.4 1 4.6).




4.4. CrnenuajHu npeaynpexIeHHsl H NpeANa3HH MePKH NpH ynorpeoda

*
IIporpama 3a npeana3saHe 0T OpeMeHHOCT

Bannpoar uMa BUCOK T€paTOreHEH MOTEeHLMA U IPH JeliaTa, M3J1I0)KEHH Ha BaJINpoar in utero, MMa
BHCOK PHMCK OT BPOACHH Maji(pOpMallii U HApYUICHHUS B Pa3BUTHETO Ha HEPBHATA CUCTEMA (BXK.
To4Ka 4.6).

KOHBYyJIEKC XpOHO € MPOTHBOIOKA3aH B CJEIHUTE CITyUYaH:

JleyeHue Ha enuJencus
- [To Bpeme Ha OGpeMEHHOCT, OCBEH KOraTo HaMa MoAXOAIIO0 aITePHATUBHO JIeYEHHE (BHXK TOYKA

4.3 u 4.6).
- HpH KCHH C J€TCPOACH NOTCHLHAJ, OCBCH KOrato €Ca U3IIbJIHCHH YCJIOBHUATA HA MMporpamMara 3a

npeanasBaHe oT OpeMeHHOCT (Bxk Touka 4.3 1 4.6).

JleyeHHe Ha OUIMOJIIPHO Pa3CTPONCTBO
- [To BpeMe Ha OpemeHHOCT (BHK TO4YKa 4.3 1 4.6).
. [Tpu >xeHM ¢ AeTepoieH MOTEHLIHAaJ, OCBEH KOraTo ca U3IbJIHEHH YCJIOBUATA Ha Mporpamara 3a

npeana3BaHe oT OpeMeHHOCT (BHXK To4uka 4.3 1 4.6).

YcnoBus Ha porpamara 3a npeana3BaHe oT OpeMEeHHOCT:

[IpennucBamuAaT nexap TpabBa na rapaHTypa, ye:

- MHIMBUAYAJTHUTE OOCTOATENICTBA Ca 3aIbJDKATEITHO OLICHABAHU BbB BCEKH OTAEJIEH CITy4a,
KaTo NnauueHTkaTa TpsAa0Ba 1a Obae BKIIOYEHA B JUCKYCHATA, 3a /1a C€ OCUI'YPH aHraXXKHpaHOCTTa
i, 1a ce OOCHAAT TepaneBTHYHHTE Bb3MOXKHOCTH U J1a Ce rapaHTHpa HEHHOTO pa3OupaHe Ha
PUCKOBETE U HEOOXOOUMMUTE MEPKH 3a CBEXKJaHE Ha PUCKOBETE 0 MUHUMYM.

- MOTEHLMAIBT 32 HACThIIBaHE HA OPEeMEHHOCT € OLICHEH MPU BCHYKH MAaLMEHTKH OT )KEHCKH IOJI.

- MalMeHTKaTa € pa3opaja ¥ MOTRbPANHJIA, Y€ OCh3HABA PUCKOBETE OT BPOAECHH MajipopMaLIMH H
HapyLI€HHUs B Pa3BUTHETO Ha HEPBHATa CUCTEMA, BKJIFOYMTEJIHO CTENEHTa Ha T€3H PHCKOBE 34
JleraTa, ¢ eKCIo3MIMs in utero Ha BaJinpoar.

- ManMeHTKaTa pa3dupa HeoOXOAUMOCTTa OT MPOBEXKAAHE HA TECT 3a OpEeMEHHOCT Mpeau
3aro4YBaHe Ha JICYEHHETO U TI0 BpeMe Ha JIeYeHHETO, KaKTO € He0OXOaUMO.

- NalMeHTKaTa € KOHCYJITHpaHa Mo OTHOLIEHHe Ha KOHTPALETLUMATA U € B CbCTOSHHE J1a Ce
ch00pa3u ¢ HeOOXOAUMOCTTA OT HU3IO/I3BaHe Ha epeKTHBHA KOHTpauenuus*, 6e3 npekbCcBaHe
Mo BpeMe Ha LieJIks MepHo Ha JIeYeHHe ¢ BaJINpoar.

- nalMeHTKaTa pa3dupa HeoOX0AMMOCTTA OT peOBEH (MOHE BEAHBX NOAULIHO) Nperjen Ha
JICYEHHETO OT CITELIHAJIMCT C OMMUT B JICYEHHUETO Ha EMUIETICUs, OUITONAPHO pa3CTPONCTBO.

- namnMeHTKaTa pa3oupa He0OXOQUMOCTTA J1a C€ KOHCYJITHPa ChC CBOA JIEKap BeHara 1mom
rU1aHupa OpeMEHHOCT, 3a Ja C€ OCUI'YPH CBOEBPEMEHHO OOCHKAaHE U NPEMHHABAHE KbM
aJITepHATUBHHU BH3MOXKHOCTH 3a JICYEHHE MPEH 3a4eBaHe U MPEeaM Ja ce NpeKpaTH
KOHTpaLenuuATa.

- NnaLMeHTKaTa pa3oupa HEOOXOAMMOCTTA OT CIELIHA KOHCYJITallMs CbC CBOS JIEKap B ClIy4yad Ha
OpeMEHHOCT.

- NnalMeHTKaTa € mojyuunyia PBKOBOACTBOTO 3a MallUEHTA.

- NalMeHTKaTa OTBbPXKAaBa, Ye € pa3dpasa pucKOBETEe U HEOOXOAUMHUTE MPEATIa3HH MEPKH,
CBBP3aHHu ¢ ynorpebara Ha Bannpoar (["oguieH Gpopmysisp 3a NOTBbPKAECHHE OCH3HABAHETO HA
pUCKa).

OT HacTbIIBaHEe Ha OPEeMEHHOCT.

Jlenia OT JKE€HCKH [0J1
- Hpe,unucﬂamme JeKapy TpaOBa fa ca CUT'YpHH, Y€ pOJAMTEIMTE/TIoaralydTe rpus

. — T — T




YKEHCKH MoJ1 pa30upaT HeOOXOAMMOCTTA 1a C€ CBBbP)KAT ChC CIICLIMAIMCT BEIHAra cje/l KaTo

JIETETO OT XKEHCKH I10J1, KOeTO MpHeMa BaJIpoar, MoJIy4Yd MEHapXxe.

- [TpeanucBammAT Jiekap TpAOBa a rapaHTHpa, Y€ pOAMTENIMTE/ToJIaralliuTe FPHXKH 3a Jela oT
’KEHCKH I10J1, KOMTO ca NOJTy4YHTH MEHApXe, ca NOJy4YWIH noapodHa nHopMaL|s 3a pUCKOBETE
OT BpOA€HH MaJipopMaLlM4 U U30CTaBaHE B Pa3BUTHETO Ha HEPBHATA CUCTEMA, BKJIIOYMTEIIHO
CTEINEeHTa Ha Te3W PUCKOBE 3a JelaTa, C eKCIO3MLIMA 1n utero Ha Bajmnpoar.

- [Ipu naLKHeHTKH, KOUTO ca MOTYYWIM MEHapXe, MPeANUCBaLUAT JieKap TpAOBa 1a npeoleHsaBa
€XKEeroIHO Hy»KJaTa OT Tepalus C BajJIpoaT U Ja OOMUCIIU aITTEPHATUBHH Bb3MOXHOCTH 32
nedyeHHe. AKO BAJIIIPOAT € €AMHCTBEHOTO MOAXOAAIIO JIEUEeHHUE, TpAOBa a ce 00CHAAT

He0OXO0JMMOCTTA OT M3MOJI3BaHe Ha e(heKTUBHA KOHTpaLECNLKA U BCHYKH APYrd yCIOBUA Ha

[IporpaMara 3a nmpeana3BaHe ot OpeMeHHOCT. CieUUaIMCTHT TPAOBA [1a MOJIOKH BCHYKH

YCHJIHS J€TETO OT >KEHCKH I10J1 1a MPEMUHE Ha aJITEPHATUBHO JIEYEHHUE, MPEIH a € HaBbPLIKIIO

MbJIHOJIETHE.

TecT 3a OpeMEHHOCT

[Ipeny Ha4asOTO Ha JIEUEHHETO C BaJIMpoart TpAdBa Aa ce u3kmoud OpemeHHocT. He TpsabBa na ce
3aro4Ba JIeueHHe C BAINPOoAT MPH JKEHHU C eTepoJieH NMOTeHLHa1 6e3 OTpULIaTeIeH pe3yJITaT OT TECT
32 OpeMeHHOCT (KpbBEH TeCT 3a OPEMEHHOCT), MOTBBPAEH OT JIEKAp, 3a Aa Ce U3KIIOYM HEeXXejlaHaTa
ynorpeba no BpeMe Ha OpeMEeHHOCT.

KoHTpauenuus

YXKeHuTe ¢ IeTepoieH NMOTEHLHAJ, Ha KOMTO € MpeanucaH Balanpoar, TpAaOBa aa U3roi3Bar
e(eKTHBHA KOHTpaLenuus 0e3 npeKbCBaHe Mnpe3 LieJIMs MEPHO Ha JieueHUe ¢ Bainpoart. Ha te3u
MalMeHTKH TpaOBa na 6bae npeaocTaBeHa u3vepnareaHa HHGOpMaLMs OTHOCHO MPeArna3BaHeTO OT
OpeMeHHOCT M TpsAbBa na 6baT HACOUEHHU 3a ChBET OTHOCHO KOHTpALIETILIMA, aKO HE U3MO3BaT
edekTHBHA TakaBa. TpsaOBa Ja ce U3MOo/3Ba Hal-MaIKo €MH €EKTUBEH METO/, 38 KOHTpaLeTILUA
(3a nmpeano4YMTaHe He3aBUCHMA OT NoTpedbuTens Gopma, KaTo HallpUMEP BETPEMAaTOYHa Clvpasia
WM UMIUIAHTAT), WIH JBE JOMBJIBAIIH ¢e (JOPMHM Ha KOHTpALEMLKs, BKJIIOYUTETHO OapuepeH
meroa. MHauBuayanHuTe obcTosTesncTea TpAOBa Aa ce OLIEHABAT IIPYM BCEKH OTIEJICH CITy4aH,
KOraro ce 30Mpa MeTo/l Ha KOHTpaLeILUs, KaTo NalMeHTKaTa TpsOBa 1a ce BKIIIOYH B
00CHKIaHETO, 3a 1a Cce rapaHTHpa HeMHaTa aHraXXMPaHOCT M CIa3BaHETO Ha M30paHUTE MEPKH.
Jlaxxe na iMa aMeHopes, T TpsAOBa 1a cna3Ba BCHYKH ChbBETH 32 €()EKTUBHA KOHTPALICIILIUA.

Cpezncrea cpabpXKallli €CTPOreH
EnHoBpeMeHHaTa ynorpeba cbC CpeCTBa ChAbPXKALH ECTPOreH, BKIFOYHUTEIHO ChAbPIKAILHTE

€CTPOreH XOPMOHAIIHK KOHTpPaLIeNTUBH, OW MOTJIO [1a I0BeIe 0 HaMalsBaHE Ha e(PUKACHOCTTA Ha
Bajinpoar (Bxk. Touka 4.5). [Ipeanuceamure 1ekapu TpsaOBa aa npocieasBaT KIMHUYHHA OTTOBOP
(KOHTPOJI Ha MPHUMALBLMTE) IIPH 3alI04YBAHE HJIM NIPEKPATABaHE Ha JICYUEHHETO ChC CPEACTBA
ChABbPIKALIU ECTPOreH.

["oauineH nperjel Ha J€YEHHETO OT MEAUWLMHCKH CNELHATHCT
CrneumaJucThT TPSAOBa MOHE BEHBXK FOAUIIHO Ja NMPEeLeHsBa Jajld BAINPOAT € Hail MoAXOAs1I0TO

JIe4yeHHe 3a nauuMeHTkara. CrnelHanucTsT TpAOBa Aa o6chau ["'oauiuHus GopMyIsp 3a
NOTBbP)KIEHHE OCh3HABAHETO HA PHCKA MPHU 3ar04YBaHE Ha JICYEHHUETO U MPH BCEKH MOJMIIEH
nperyiel, ¥ Aa rapaHTHpa, Y€ MalUeHTHT € pa3dpa ChAbPIKAHUETO MY.

IlnaHupaHe Ha OpeMEHHOCTTa
3a noka3zaHHETO ENMUJIETICHA, aKO JKE€HaTa IJIJaHMpa J1a 3a0peMeHee, TepanuaTa ¢ Bainpoar TpsadBa aa
Ce MPEOLEHH OT CTICLIMATIUCT C OMHUT B JIEYEHUETO HA EMHWJIETICHA U 11a C€ OOMHMCIIAT aJITEpHATHBHH

AKO cMsHaTa Ha JICYEHHETO He € Bb3MOXKHA, )KeHaTa TpAOBa a Nnojiy4u JOMbJIHUTE
KOHCYJITALIMA OTHOCHO PHCKOBETE C BaJINPOAT 3a HEPOAEHOTO JIETE B MOAKpPEra Ha j
i B3eMaHe Ha pelLleHUe OTHOCHO CEMEMHOTO IJIaHUPAHE.

3a rnokazaHMETO OUIIOJIAPHO PA3CTPOMCTBO, aKO JKEHaTa IUIaHupa 1a 3abpeMeHee,



NpoBEAC KOHCYJITaAllHA CBC CIICUHATUCT C OIIHUT B JICHCHHECTO Ha GHHOJISIPHO paSCT]JOﬁCTBO H
JICHCHHUCTO C BaJIIIpOAaT TpﬂﬁBa Aa CC MIPCYCTAaHOBH, H aKO € HeoOX0oauMO J1a ce [IPCMHHC Ha
AJITCPHATHBHO JICUCHHUE MNPECAH 3a4C€BAHE U NIPEAM NPEKpATABAHE Ha KOHTpaLCIILMATA.

B cinyyaii Ha GpeMeHHOCT

AKO XeHa, KOSTO Ce JIEKyBa C BaJinpoar, 3abpeMmeHee, T8 TpsaOBa He3a0aBHO J1a ce HACOYH KbM
CIIELIMAJTKCT, 3a J1a C€ MPEOLICHU JIECYEHHETO C BaJIMpOoAaT U Ja ce 00ChaAAT aJITepHAaTUBHH
BB3MOXHOCTH. BCHUYKH MalMEHTKH ¢ €KCIO3MIMA Ha BaJIIpoaT Mo BpeMe Ha OpEMEHHOCT U TEXHHUTE
NapTHHOPU TpsAOBa Aa 6bAAT HACOYEHU KbM CIELMATIUCT 3a OLIEHKA U KOHCYJITHpPaHe
(cneLMaiM3MpaH MpeHaTajleH MOHMTOPHUHI ) OTHOCHO €KCIOHUpaHaTa OpeMeHHOCT (BHXK To4Ka 4.6).

@&EM@QGBT‘BT !QJIGB& [a rapaHTHpa, 4¢€

- MpPH BCAKO OTITyCKaHE Ha BAJIINpPOAT € NMPeAOoCTaBeHa KapTa Ha NMaLMeHTa U MalUEeHTKHUTE
pa3bupaT HEHHOTO ChAbPXKAHHUE.

- MalMEeHTKUTE ca MOCHBETBAHM J1a HE CIIMUPAT JICYUEHHETO ¢ BAJINMPOAT U He3a0aBHO J1a ce CBBPXKAT
ChC CMELMAITMCT TpH IJIAaHMpaHa WK NMoJo3upaHa OpeMeHHOCT.

OO0y4HTETHH MaTEPUAIIH

3a fa ce NMoANOMOrHaT MEJULIMHCKHUTE CNIELIHAJIMCTH U MallMEHTKUTE B ICHCTBHATA Ja ce u30erHe
€KCIMO3UILMATA Ha BAJIMPOAT IO BpeMe Ha OpeMEHHOCT, IMPUTEXKATENAT Ha pa3pelleHHUeTo 3a
ynotpeba € npeaocTaBuyl 00y4YMTEIHH MaTepHaI 3a MOJACUIIBaHE Ha NMpeayNpeKACHHATa U
NpeaoCTaBAHE Ha yKa3aHUA OTHOCHO yrnoTpebara Ha BaJIMpoaT NPHU KEHHU ¢ AETEPOJECH MOTEHLIHA H
MH(OpMaLKA 3a CbABPXKAHUETO HA MporpamMara 3a npeanassaHe ot 6peMeHHOCT. Ha BCHUKH )keHH ¢
JETEPOJIEH NOTEeLMal, KOUTO U3IOJI3BaT BaJIpoar, TpaOBa Aa ce MpeAoCTaBd PbKOBOJACTBO 3a
NalMeHTa ¥ KapTa Ha NnaiueHTa.

Tpabera ga ce u3nos3ea roguiueH GopmyJisap 3a NOTBbPXKACHHE OCh3HABAHETO HA PHUCKa IPH
3al04YBaHe Ha JICYEHUETO M MO BpeMe Ha BCEKH FOAMIIEH Mperyiell Ha JIEYeHHETO ¢ BaJIMpoar OT

CIICHa IUCTA.

Yno;;;peﬁa I[TPH MNALKUCHTH OT MBXKKH T10J1

PeTpocrniekTHBHO 00cepBallMOHHO MPOy4YBaHE MOKa3Ba MOBULLIEH PUCK OT pa3CTPOMCTBA Ha
HEBPOJIOrHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu aeua, yuuTo 6amu ca
JIEKyBaHM C BJINpOAT Ipe3 3-Te Mecela Npeau 3a4eBaHeTo, B CpaBHEHHUE ¢ JelaTa, YMuTo Oainu ca
JIEKYBaHHM C JIAMOTPW)XXHUH WJIH JIEBETHpaLeTaM (BxK. TOYKa 4.6).

Karo npeana3Ha Msapka, npeAnUcBallMUTe JieKapu TpsAOBa Ja HHPOPMHUpPAT MALIMEHTUTE MbXKE 32 TO3M
MOTEHLIMAJIEH PUCK (BXK. TO4Ka 4.6) U 1a 06chHAAT He0OXOAUMOCTTa OT OOMHUCIIsIHE Ha e)eKTHBHA
KOHTpaLENLHMs, BKJIIOYUTEIHO U 3a MapTHbOPKaTa, 110 BpeMe Ha ynotpebarta Ha BaJINpoaT 4 B
MPOAB/DKEHHUE Ha MTOHE 3 Mecela Clie]l IpeKpaTiaBaHe Ha JIe4eHHETO. [[allMeHTHTe OT MBXKKH I10J1 HE
TpsAOBa [a AapABaT criepMa o BpeMe Ha JIEYEHHETO M B MPOAB/DKEHUE Ha MOHE 3 Mecewa cliel
MpeKpaTsABaHe Ha JICYEHHUETO.

[TarmeHTHTE OT MBIKKH 0J1, JIEKYBaHH C BaJIlpoaTt, TpAOBa peIOBHO [a Ce Mperyiexaar OT JIeKyBall|s
I'¥ JIeKap, 3a J1a ce MPeLeHH JaJld BAJIMPOaThT OCTaBa HAU-MOAXOAAIIOTO JEYEHHE 3a TAX. 3a NMalMeHTH
OT MBXKKHM 10JI, KOMTO TUIAHUPAT [a 3a4€Har aeTe, TpAOBa aa ce OOMUCIAT U Aa ce 00CHIAT C TAX
MOJIXOAIIH aJITEPHATHBH Ha JiedeHHEeTO. BBB BCeKH OT/IeJIEH ciTy4daii TpAOBa 1a Ce OLICHAT
UHIWBUAYAJIHUTE oOcToATeNCTBA. [IpenopbuuTeIHO € Npu HeOOXOAUMOCT J1a C€ MOTBPCH ChBET
CMELMATHCT C OIHKT B JICYEHHETO Ha EMWIETICHS HJIM OMMOJIAPHO pa3CTOMCTRBO.

Hanuuau ca 00yudTeIHH MaTepHaIi 3a MEJIULIMHCKH CINELHAJIUCTH U MALMEHTUTE Mb
MalUEHTHTE OT MBXKKH TIOJI, U3MOJI3BALlM BalImpoar, TpAOBa 1a ce npeaocTaBu pPbKOB
MalyeHTa.



Camoybuticmeo/Cyuyuonu MUCIu uiu KIuHUYHo énouwasane. 11pyu nalueHTy, NeKyBaHH C
AHTHETTWIENITHLIM 110 pa3/IMYHH MOKa3aHUs ca ChoOLIaBaHM CyMLIM/IHA Waealus U noBeaeHue. Mera
aHaJIM3 Ha paHIOMM3HUPAaHH, IU1aLe00-KOHTPOIMPAHH M3IIUTBAHUSA HA AHTHEITHICNITHLM ChLIO MOKa3Ba
MaJIbK, HO MOBUIIEH PUCK OT CYMIIMJIHA MJealus U NoBeaeHue. MexaHu3MBbT Ha TO3U PUCK HE € SCEH
M HAIMYHHUTE JaHHHU HE M3KJII0YBAT Bb3MOXHOCTTA 3a [MOBHIIEH PUCK [PH HATPHUEB BaJIIIpPOAT.

3aroBa nauMeHTHTe TpAOBa Aa ObAAT NpocneasBaHM 3a MPU3HALIM Ha CYULIMHA HWealus U NoBeAeHHe
U TpAOBa Ja ce nmpeAnpueMe CbOTBETHOTO JiedeHUe. Ha naumMeHTUTe (M X0opara, KOMTO C€ IpyXKar 3a
TsAX) TpsOBa na ce 00bpHEe BHUMaHME /14 MOTHPCAT JIEKAPCKH CBBET, B CJIy4yai, Ye Ce MOABAT NMPH3HALH
Ha CyMLMIHA MeaLMs U MOBEICHHE.

UeproOpobru: pyTUHHO M3MEpBaHe Ha YepHoApoOHaTa QyHKuMA TpaOBa na Obe U3BbPLIEHO Mpeau
3ali04YBaHe Ha JICYeHHETO M MEePUOIMYHO MPOBEXKAAHO Mpe3 ITbPBUTE LLIECT Mecela, 0COOEHO MpH Te3H
MaLMEHTH, KOMUTO MOMaaaT B pUCKOBa rpyrna Wi UMaT aHaMHECTHYHH JaHHH 3a 3a00/1BaHe Ha
yepHus Apo0. TakuBa nauueHTH TpAOBa na ObAaT 00EKT Ha 4YeCTO MOHUTOpHpaHe (BXK. To4Ka 4.8).

Xemamonozuuynu: 1Ipeau 3ano4yBaHe Ha JICYEHUETO, KAKTO M MPEAU XUPYPruyecka MHTEPBEHLIMS,
KJIMHHLMCTHT TPAOBa Ja ce MOACHTYPH, KaTO U3BbPLIH KPbBHH TECTOBE (M30pOsiBaHE Ha KPbBHUTE
€JIEMEHTH, U3BMEPBaHE Ha BpeMe Ha KbpPBEHE, KoaryJallMOHHH T€CTOBE), C L€/ u30IrBaHe Ha
YCJIOXKHEHHMS, CBbP3aHH C KpbBOTE€YEeHHE (BX. ToYKa 4.8).

Ilanxkpeamum.: MHOro psaako ce cbo011aBa 3a TEXKKHU [TaHKPEeaTUTH, KOUTO Morar Ja Obpaat ¢aTtaiHu.
PucksT OT daraneH U3xXoz € mo-rojisiM Mpy Majiki Aeua ¥ HaMaJisiBa C HapaCTBaHE Ha Bb3pacTTa.
Texxku npUnagbLKM WIH TEXKKHA HEBPOJIOTMYHH YCJIOXKHEHHS C MpUHJiaraHe Ha KOMOMHHMpaHa
AHTMKOHBYJICUBHA TEepaIlis MOrar Ja 0b1aT pUCKOB ()aKTOp 3a TEXbK NaHKpeaTUT. ChYETaHUETO Ha
yepHOAPOOHO yBpeXAaHe C MaHKPEaTUT MOBUILIABa pUcKa OT daraiieH usxoa. [lauuenture Tpabea aa
ObJaT NOCHBETBAHM J1a CE KOHCYJITUPAT C JIEKYBaLUs CH JieKap He3abaBHO ciell nosiBaTa Ha
CUMIITOMH OT CTPaHa Ha XpaHOCMMWJIATEIHUA TPAKT WIH MAHKPEaTHT (HarpuMep KopeMHa 0oJika,
raZieHe ¥ NMoBpbllaHe). MeaMIMHCKO U3cieaBaHe (BKIIOYMTEIHO U3MEPBaHe Ha CepyMHAaTa aMuiiasa)
TpsiOBa aa Obae U3BBPLICHO NMPH MALMEHTUTE, P KOMTO CE€ MOA03Hpa NaHKPEATUT, a JICYEHHUETO C
KonBynekc XpoHo TpsaOBa qa 6bie NpeKpaTeHo, akO AUarHo3ara NaHKpeaTUT ce MOTBbPIH.

Hanvanaeane: BannpoarsT 4€CTO NPEAU3BMKBA HAPACTBAHE HA TEJIECHOTO TErJI0, KOETO MOXe 1a
Obe 3HAYUTETHO U MporpecuBHO. BcuukH nauueHTH, TpsAOBa na ObAaT npeaynpeacHu 3a TO3U PUCK
MpH 3aroYBaHe Ha JICYUEHHUETO U Ja ObaT NMpeArnpUeTH CbOTBETHUTE MEPKH 3a NpeAOTBpaTABaHe Ha
HaITbJIHABAHETO.

Cucmemen aynyc epumemamodec.: CrieliualHO BHUMaHHe Ce U3MCKBA, KOraTo TOBA JIEKApCTBO Ce
M3I10JI13Ba MPH MAallMeHTH, KOWTO UMAaT CUMIITOMHM, HAacOYBAaILllM KbM CHCTEMEH JIYITYC €pUTEMATOAeC U
MO-pAAKO CUMIITOMH Ha APYro HMYHHO 3a0onsaBaHe. (BXk. Touka 4.8).

Xunepamonuemus. Koraro ce noio3upa eH3UMEH NE€QULIMT B YPEHHHS LIMKBJI, OLUE MPEAH 3ar04YBaHe
Ha JIEYeHHUETO ¢ BaJINMpoat TpAOBa Aa ce U3BbPIIAT CbOTBETHUTE METAOOIUTHH U3CII€IBAaHUA, OpaaH
PHCKa OT XMIIepaMOHHEMHS, CBbP3aHa C MPHJIOKEHHUETO Ha BaJINpOar.

3axapen ouabem. BannpoaTsT ce eTMMHUHUpPA NpeIUMHO Ype3 Ob0peunTe, 4acTUYHO noA ¢popmaTa Ha
KETOHHH TeJla, KOeTO MOXe Ja Jaje (GalurBO MOJIOKUTEIIHHU pe3yJITaTH MPU TECTyBaHE Ha ypHHaTa U
TpsaOBa 1a UMa Npea BUA NPH AMarHOCTULIMPaHe Ha Bb3MOXKHHM JHA0eTHLIH.

Heguyum na xapunumun nanmumoun mpauncgepasza (CPT) mun I1:
[TauueHTH ¢ HaH4YeH aeUUMT Ha KapHUTHH naJiMuTona TpaHcdepasa (CPT) tun II Tpads
MpeAyNpeAacHH 3a MO-TOJIAM PUCK OT pabaOMHO/IK3a, KOraTo NMPHEMaT BaJINpoar.

[layuenmu ¢ uzgecmmno uiu nOOO3IUPAHO MUMOXOHOPUAIHO 3A00NIA6aHE:

Banmnpoar Moxke 1a npear3BHKa HWIM [a BJIOIIY KIMHUYHUTE MPU3HALIM Ha MOIUIeXKaL
MHUTOXOHAPHAJIHHU 3a00JIsIBaHKMA, MPUYMHEHH OT MyTallMi B MUTOXOHApUaiHaTa [JHK,
B sapoTo, koaupaul POLG. Ilo-cneunanHo, no-BUCOK MPOLIEHT HA BaJINpoaT-uHAYLMpa



yepHOApOOHAa HEAOCTATHYHOCT U CBBpP3aHa ¢ YEPHUA ApOO CMBPT ce choOl11aBa MpH MAaLMEHTH C
HaCJIeICTBEHH HEBPOMETAOOJIMTHU CHHIPOMH, MPUYMHEHH OT MyTalLlMU B M'eHa, KOAMpALIl
MUTOXOHApHAITHHA eH3uM nonumMepasa y (POLG), Hanp. cunapom Ha Alpers-Huttenlocher.
Hapyenus, cebp3anu ¢ POLG, TpsabBa na ce noao3upar npy NauMeHTy ¢ (paMUiIHa aHaMHe3a WK
HacOYBalLlld CUMNTOMH Ha cBbp3aHO ¢ POLG HapylmeHue, BKIIOUYMTETHO, HO HE CaMO HEOOsICHUMA
eHLedanonatus, peppakrepHa enuiiencus (poxkaiHa, MUOKIOHUYHA), CTATYC EMUIENTHKYC C
KJIMHUYHA MPOsABa, H30CTaBaHE B Pa3BUTUETO, ICHXOMOTOPHA perpecus, akCOHaJIHa CEH30MOTOPHa
HEBpOMNAaTHs, MHONATH, LepedpaliHa aTakCHs, OPTAIIMOIUIETHS WIH YCII0)KHEHAa MUIPEHa C aypa B
okuunuTanHara obnact. TectsT 32 POLG MyTauus ce u3BbpLIBa B CbOTBETCTBUE C HACTOSALLATA
KJIMHUYHA MMPAaKTHKa 3a AMarHOCTUYHATA OLICHKA Ha TAKUBA HapyLUeHUs (BX. TO4YKa 4.3).

4.5. BiaumojgeilicTBHE ¢ JPYIrH JIeKAPCTBEHH NPOAYKTH H APYrd GopMH Ha B3aHMoJelcTBHE

Egexmu na sannpoama évpxy opyzu aexkapcmea

- Hesponenmuyu, MAQO- unxubumopu, aunmuodenpecanmu u benzoouazenunu

BanmpoarsT MOXXe Aa NMOTEeHLMpa €PeKTUTE Ha APYTH NCUXOTPOIIHU CPEACTBA, KATO HEBPOJICNTHLIH,
MAQO-HHXHOUTOPH, aHTUENpeCaHTH U 6eH30aua3enuHH. [IpenopbyBa ce KIIMHUYHO MOHHTOPHpPaHe
1, Npy1 He0OXOAUMOCT, Ao3aTa TpAOBa Aa Obae KOpUrHpaHa.

- @enobapbuman

BannpoarbT noBUillaBa CEPyMHUTE KOHLICHTpaLUU Ha ¢peHobapOuTana (ABDKM ce Ha MOTHCKAaHE Ha
yepHOApOOHMA KaTaboMM3bM) U MOXKE J1a Ce MOTY4YH CeAMpaHe, M0-4eCTO CPeLlaHo MpH aeLa.
[IpenopbuBa ce KIMHUYHO MOHUTOPHpPaHe Mpe3 MbpBUTE 15 AHU HA KOMOMHHPAHOTO JI€YEHHE C
He3a0aBHO HamaJIsiBaHe Ha Jo3ara Ha (peHOOapOuTaia, aKoO ce MPOSBH CEAUPAHE, KAKTO U ONpeAeIsHe
Ha Tu1a3MeHUTe HUBa Ha ¢eHoOapOuTana npu He0OXOAMMOCT.

- Ilpumuoon

BanmpoaTsT noBMilIaBa ryia3MEHUTE HUBA Ha MPUMHUAOHA C U30CTPSHE Ha HEXKEJIAaHUTE peaKkLHH (KaTo
cequpaHe), KaTo Te3u Oesie3u ce NposABIBaT MPH MPOAB/DKUTEINHO JieyeHHe. [IpenopbuBa ce KIMHHYHO
MOHHMTOpPHUpaHe, 0COOEHO B HAYAJIOTO HA KOMOWHHpPaHa Tepanus ¢ KOpUrupaHe Ha J03aTa IpH
HEOOXOAMMOCT.

- Denumoun

BannpoartsT noHwkasa of1ara ruia3MeHa KOHUeHTpaLuusa Ha ¢peHUuTouH. [1o-dyecTo BanmpoaTsT
noBHilaBa cBobogHUTE GopMH Ha PeHUTOHUHA, C BB3MOXXHHU CUMITTOMH Ha Npeao3upaHe (BajanpoaTsbT
u3MecTBa (eHUTOMHA OT MECTaTa Ha CBbpP3BaHe BbPXY IUIa3MEHHUTE IIPOTEUHHU U HaMaJliBa
yepHOoApoOHUA My MeTabonu3bM). [Ipenoprysa ce KIIMHUYHO MOHHTOPHUpPAHE, KOraTo ce OINpeaessaT
Jla3MeHWTe HHBa Ha ¢peHuTouHa. TpaOra aa ce onpenensar U cBoboaHuTe PopmHu.

- Kapbamaszenun

CpobuiaBa ce 3a NPOsSBM Ha KJIMHUYHA TOKCHYHOCT MPH €IHOBPEMEHHO MPUJIOXKEHUE Ha BAJINIPOaT U
KapOamasernuH, Thil KaTo BaJIMPOAaThT MOXKE Jja MOTEHLMpa TOKCHYHHS eeKkT Ha kapbamasenuHa.
[IpenopbuBa ce KIIMHUYHO MOHUTOPHpaHe, 0COOEHO B HAYaJI0TO HAa KOMOMHHUpaHa Tepanus ¢
KOpHUIHpaHe Ha J103aTa NPH HEOOXO0AUMOCT.

- Jlamompuoicun
BannpoarbT MOXe Aa HaMalli MeTabo/IM3Ma Ha JaMOTPHIKMHA M a TIOBUILM CPEAHOTO BpeME Ha

noiy>kuBoT. ClieoBaTeNHo, MNPy HeOOXOAUMOCT, A03aTa TpAOBa Aa ObJe KOpUrHpaHa (HamajisBaHe Ha
n03aTa Ha JaMOTpWxkHHa). CbBMeCTHaTa yrnorpeda MOXe 1a YBEJIWYH PUCKa OT OOpPUBH.

- 3uooeyoun
BanmpoaThT MOXe Ja NMOBUIIM IU1a3MeHaTa KOHLIEHTpALMs Ha 3MA0BY/IMH, KOETO J1a
MOBHILIABaHE TOKCHYHOCTTA Ha 3UJI0BY/IUHA.




[MOBHIIH BCJICACTBUE HA HSMECTBAHETO HM OT ME€CTaTa Ha CBbP3BaAHE BHPXY IUIA3MCHHUTE IMPOTCHHH OT
BAJINMTpO€BaTa KUCCJIHHA. YecTo TPHGBH Ada C€ MOHHTOpPHPa l'lpOTpOMﬁHHOBDTO BpEME.

- Temo3zonuo
EnHOBpeMEeHHOTO NpUJIOKEHHE Ha TEMO30JIOMM]I H BaJIIIpOaT MOXKe Ja JOBee 0 JIEKO HaMaslsBaHe Ha

KJIHPBbHCA HAa TEMO30JIOMH/l, KOETO HAMA 3HAaYHMa KIIMHHYHaA CTOMHOCT.

- Meghnoxun
YckopsaBa MeTaboM3Ma Ha BalmnpoaTta ¥ MMa KOHBYJICUBEH €(PEKT, MOpaaH KOETO, B CiIy4ai Ha
KOMOHMHHMpaHa Teparius, MOXKe Ja ce HaObJoaaBaT r'bpyOBeE.

- Humoounun
EQHOBPEMEHHOTO JIEYEHHE C HATpPHEB BAINpPOaT W HHUMOAMIMH MoOxe na yeeaudd ¢ S50%
€KCIIO3ULIMATA C HUMOIUITHUH.

Edhexmu na opyeu aexapcmsa evpxy eainpoama

AHTHENMWIENTHLIMTE C €eH3MMEH HHAYyLUpall edekT (penumoun, henobapbuman, kapbamazenun)
HaMaJIsBaT IUIa3MeHaTa KOHLIEHTpallMs Ha BajinpoeBara kuceauHa. JlosupoBkara TpsaOBa na Obae
KOpHrHpaHa ¢cbo0pa3HO IUIa3MEHUWTE HHBA B ClTy4yauTe Ha KOMOMHHpaHa Teparms.

Ot gpyra ctpaHa, KoOMOMHaUMATa geabamam U BAINPOAT MOXKE Ja MOBHILIH IUIA3MEHUTE HUBA Ha
Banmnpoara. Jlo3aupaHeTo Ha Baimnpoara TpsaOBa Aa ce MOHUTOPHpA.

Megnoxun v xa10poxun MoraTt a NOHWKAT NPUCTHITHUA npar. Meghnoxun B noGaBka Moxe aa NOHWKH
HMBOTO Ha Banmnpoara. JJozara Ha KoHBynekc XpoHo TpsOBa ChOTBETHO Aa ObAe KOpUrHpaHa.

B cinydauTe Ha eqHOBpeMEHHA ynoTpeba Ha BaJllIpoaT ¢ ewyecmeaa ¢ 6UCOK aguHumem Ha C8bP36aHe
KbM niaazmeHume npomeuru (Harp. aCliMpUH), IJIa3MEHUTE HUBA Ha CBOOOJHATA HATPUEB BaJIpoaT

MOrart aa ce€ rnoBHIIAT.

[InazmMeHuTe HMBA Ha BAJIIPOAaTa MOraT Jja HapacHar (KaTo pe3yJIrar OT HaMalleH YepHOAPOoOeH MeTaboTH3bM)
MPH €AHOBPEMEHHO MPUIOXKEHHE C YUMEMUOUH UITH epUMPOMULYUH.

Kapbanenemnume anmubuomuyu Moratr Ha HaMaJIAT [U1a3MEeHaTa HaATPUEB BAJINPOAT 10
cyOTepaneBTHYHU HMBA. AKO Ce Hajlara NpujioKeHHe Ha TaKUuBa aHTUOMOTHLIM, MMPENOPBHYBA CE YECTO
MOHHMTOpPHpaHEe Ha IUIa3MEHUTE HUBA Ha BaJIMpOeBaTa KUCEIHHA.

Xonecnmupamvun MoXe 1a Hamau abcopOLMATa Ha BAIIPOATa.

Cpeocmea cvOvporcauyu ecmpoeeH, GKII0YUMETHO CbObPICAUU eCIMPO2EH XOPMOHWIHU KOHMPAYenmueu
Ectporenure ca uHaykropu Ha u3odopmu Ha UDP-rimokypoHosun tpaHcgepasara (UGT), yyacTsaum B
NTIOKYPOHHPAHETO HA BAMIPOAT M MOTaT 12 YBEJIMUAT KITMPBHCA Ha BAIIPOAT, KOETO J1a 0BE/IE 10 HamarieHa
CepyMHa KOHLIEHTpalus Ha BAIIPOaTa M Bb3MO)KHO HAMA/IIBaHe Ha e(PUKaCHOCTTa Ha BaJIpoara (Bx. Touka 4.4).
Jla ce oOMHCITH MpociesiBaHe Ha CepyMHHUTE HHBa HAa BAJIIPOATa.

Or apyra cTpaHa, BAINPOAT HIMa €H3UM-HHIYLMpalll eeKT, BCIICACTBHE Ha KOSTO BAMIPOAT HE HAMA/IABA
e(hMKaCHOCTTa Ha ECTPOIPOreCTaTHBHUTE CPECTBA IPH JKEHH MIPHEMALLM XOPMOHATTHH KOHTPALICTITUBH.

Memamuzon

EnHOBpeMEHHOTO NPWIOXKEHHE Ha BAIIIPOAT ¢ METAMU30J1, KOMTO € MHIYKTOp Ha JIEKAPCTBO-M
emsyMH, BKourTetHO CYP2B6 u CYP3 A4, moxke 1a oBefie IO HAMAJIABaHe Ha IUIa3MEHHUTE KO
BAIITPOAT, C MOTEHLMA/THO HaMalIsBaHE Ha KIIMHWU4YHAaTa eukacHOCT. ITopaau ToBa ce npenops
BHMMAaHHE NMPH €THOBPEMEHHO MPHWIOXKEHHE Ha METAMH30J1 M BAIPOAT; KIIMHUYHUAT OTTOBOP

JNieKapcTBaTa TPAOBa J1a ce TPOCIISABAT IO TMOAXOAALL HAYKH.

Lpyeu e3aumooeticmeus \\




H3uckBa ce BHUMaHHE NP €THOBPEMEHHO NMpuiokeHHe Ha KOHBYJIEKC XpOHO ¢ MO-HOBU aHTHEITWJICTITHLIM,
qusATO (hapMaKOJWHAMMUKA MOXKE [1a HE € HAITBJIHO YCTaHOBEHA.

4.6 @eprusmTeT, OPeMEHHOCT H KbpMeEHe

BpeMEHHOCT M XEHH ¢ AETEPOJIEH NOTEHIIHAI

JleyeHue Ha enuUJIerncUs

- B&HHPO&T € IPOTHBOIIOKA3aH 110 BpPC€MC Ha 6peMGHHOCT, OCBE€EH KOrato HsaMa noaxogdaino
AJITCPHATHBHO JICHCHHC
o Ba.rlnpoaT € NNPOTHBOIOKA34dH IIPH XX€HH C ACTCPOACH IMOTCHLHAJI, OCBCH KOIraTO Ca U3ITbJIHCHH

yCJIOBHMSATA Ha Mporpamara 3a npeana3BaHe oT OpeMeHHOCT (Bvxk Touka 4.3 u 4.4)

JleueHune Ha OMITONAPHO Pa3CTPOMCTBO

. Bannpoar € npoTHBONOKa3aH 1o BpeMe Ha OpeMEHHOCT

. Banmnpoar € nmpoTUBOIIOKa3aH IMPH XKEHHU C JEeTEPOAEH MOTEHLIMAJl, OCBEH KOraTo ca M3ITbJIHEHH
 YCJIOBHATA Ha Mporpamara 3a npeanassaHe oT OpeMeHHOCT (B Touka 4.3 u 4.4)

Tepamozennocm u eghexmu 6vbpxy pazeumuemo om in utero eKcno3uyus

Puckose, c8bp3anu ¢ excno3uyus Ha 6ainpoam no epeme Ha bpemenHocm

[Ipu xkeHUTE, KAKTO MOHOTEpAaNMATa, TaKa U MOJUTEPANMATA C BAJINPOAT ca CBbP3aHHU ¢ aOHOpMEH
u3X0J Ha OpemeHHOcTTa. HanuyHMTE NaHHHM MOKA3BaT, Y€ aHTHENUJICNITHYHATA MOJIUTepanus,
BKJIIOYBALLA BAINPOAT, € CBbp3aHa C [10-BUCOK PUCK OT BPOJACHH MaJIpOpMaLIMH B CPaBHEHHE C
MOHOTeparus ¢ BaJIIpoar.

[TokazaHo e, 4ye Bajmpoart NpeMHUHaBa IUlalleHTapHaTa OapUepa KakTo NMpH XXMBOTUHCKH BUI0BE, TaKa
M MpH Xopa (BXK. TOYKa 5.2).

[TpH >KMBOTHM: YCTAHOBEHH Ca TePaTOreHHU e(PEeKTH MPH MHUILKH, IUTbXOBE M 3aiLM (BXK. TO4Ka 5.3).

Bpooenu manghopmayuu 6 pesynmam na excnosuyus in utero

JlaHHUTE, MOJTY4YEHH OT METa-aHaJIM3 (BKJIFOYEHH PETHCTPU U KOXOPTHH NMPOYYBaHMA ) NTOKA3BaT, 4e
10,73% oT neuara Ha )K€HM C €eNWJIENCUs, EKCIIOHUPAHU Ha MOHOTEpAnHs C BAJIMPOAT [0 BPEME Ha
OpemMeHHOCTTa cTpaaat oT BpoaeHU MaipopMaumu (95% CI: 8.16 -13.29). Tosa npeacrasnssa no-
BUCOK PUCK OT T€XKH Maj(OopMaLIMM OTKOJIKOTO B oO1uara nomyJjaaums, Mpyd KOATO PUCKBT € OKOJIO 2-
3%. PuckbT € 10303aBUCHUM, HO Mparopara 103a, MoJl KOATO HE ChLIECTBYBa PUCK, HE MOXE J1a ce
ONpeIENH.

HanuyHuTe 1aHHHM NMOKa3BaT HapacTBaHE Ha CITy4YauTe Ha MAJIKM M TeXKH MaihopMaumu. Haii-
YeCTHTE CJIy4ad Ha MaipopMallMK BKIIOYBAT AeGeKTH Ha HEBpaJIHaTa TpbOa, ULeB AMCMOpPDUIBM,
3aelllKa YCTHA M BbJIYa MacT, KpaHHOCTEHO3a, ChbpAeYHH, ObOpEYHH U YPOreHUTaIHHU AePeKTH, U
nedexTH Ha KpaiHULIMTE (BKJIFOYMTENIHO BYCTPaHHA arula3us Ha JIbY4eBaTa KOCT), H MHOXECTBO
aHOMAaJIMU Ha pa3]IM4YHU CUCTEMH B YOBELIKHSA OPraHU3bM.

In utero ekCno3MIMs Ha BAJIMPOAT MOXE Ja JOBEAE A0 YBPEKIAHE Ha CIIyXa WM ITyXoTa B pe3yiaTar
Ha MaJihopMalliy Ha YIIMTE W/ WIK HOca (BTOpHUYEH €(eKT) W/HWIHK B pe3y/ITaT Ha AUPEKTHa
TOKCHYHOCT BBPXY CIyXoBusA anapat. Uma cimyyam, onyMcBallM KakTo €JHOCTpaHHa, Taka
JIBYCTpaHHAa TTyX0Ta WIH yBpexIaHe Ha ciayxa. He 3a BCHUKM Cily4au ca JOKJIaABaHU pe3yJITaTHTE.
Koraro ca qokiagBaHM pe3yJITaTH, B MO-rojiiMara 4acT OT CJIy4yauTe HIMa Bb3CTaHOBSBAHE.

Excno3uiys in utero Ha BaJImpoaT MOXe Aa AoBeJAe 10 OYHH MandopMaluH (BKIIOYUTENTH / T‘r A3
MHKpO(dTaJIMKS ), KOUTO ce ChOOLIABaT BbB Bpb3Ka C APYrd BPOACHHU ManpopMmaLmH. TezH & E
MandopMaLM¥ MOraT [1a 3aCerHaT 3peHHETO. _-g- ,@f

I[&HHH [MOKa3BaT, Y€ CKCIIO3HLIKMA Ha BaJIIIpOoaT in utero MOX€ a UMa HBGH&FOHPHHTH

Hapywenus 6 pazsumuemo na nepgnama cucmema 6 pe3yrmam Ha eKCno3uyus in ute ’
MCUXUYECKOTO U (PU3UYECKOTO pa3BUTHUE HaA JeLiaTa, U3/I0)KEHHU Ha TaKaBa €KCITO3HLIMA.\R




H3rjexiaa € 10303aBMCHUM, a Iparoeara a03a, rnoa KoATO pPUCKBT HC ChLICCTBYBA, HC MOXKC Jid CC
YCTaHOBH BB3 OCHOBA HA HAJIHMYHHUTC NdHHH. TounusaT PHCKOB I'cCTallHOHCH IICPHO/ 3a TC3H ed)ex'm c
HCCHI'YPEH H BB3MOXXHOCTTA 34 PHUCK I10 BPCMC Ha 1pljlaTa 6PCM€HHOCT HC MOXKE [a C€ U3KJIFOYH.

[Ipoy4BaHus NpH AeLa B NpeIyYWIHIIHA Bb3pacT, H3/I0)KEHH Ha €KCMO3ULIMA Ha BAINPOAT 1n utero o
BpeMe Ha OpeMeHHOCT noka3sar, 4e npH 10 30-40% ot ciaydaure ce HabmoaaBa 3adaBsHe B TAXHOTO
paHHO pPa3BHTHE, KATO rOBOP, MO-KBCHO MPOXOXKAaHe, MO-HUCKH UHTENIEKTYaTHH CIOCOOHOCTH, JIOLIH
€3MKOBH YMEHHA (TrOBOpeHe U pa3bupaHe) H npobyieMH ¢ MaMeTTa.

KoeduuueHT 3a uHTEeIUreHTHOCT (1Q), oLieHeH npu aena Ha 6 roAWHH C aHaMHe3a 3a €KCIO3HLIMA Ha
BAJINPOAT in utero, € cpegHo 7-10 IMyHKTa MO-HUCHK OT TO3HM MPH Jella, KOUTO Ca U3JI0KEHU Ha ApyrH
aHTUEeNWIeNTHYHH NpoaAyKTH. UMa noka3aTesncTsa NpH Aela ¢ eKCro3vLMs Ha BaIIpoaT, Y€ PUCKBT OT
HapylllaBaHe B MHTEJIEKTa MOKE Aa Ob1e HE3aBUCHUM OT KOS(ULIMEHT Ha UHTEJMIeHTHOCT (1Q) Ha
MaiikaTa, BBIIPEKH Y€ poJisSTa Ha CMyInaBaliuTe GakTOpU HE MOXE Jla C€ U3KJIFOYH TP JeLa.

H&HHHTB M0 OTHOLICHHE Ha OAbJI'OCPOYHHA U3XO0A Ca OIrPaHHYCHH.

HanuyHuTe JaHHM MOKA3BaT, Yye Jelara C €KCIO3UIUMS Ha BaJINPOAT in utero ca ¢ MOBHUILEH PUCK OT
pa3CTPOMCTBA B ayTUCTHYHMA CNIEKTHP (MPHOIU3UTENIHO TPH MbTH) U AETCKHU ayTH3BM (OKOJIO MET
MBTH) B CpPaBHEHME C 001aTa nomyjialusa Ha MpOy4BaHETo.

OFPEIHH'-IB‘HH AaHHH IMOKa3Bart, 4€ IpH AcLaTa U3JI0OKECHH Ha CKCIIO3HLMA Ha BAJINIpOoaT in utero Uma rno-
rojamMa BE€pOATHOCT 3a MNposiBa HAa CUMIITOMH KaTo ,[l,erHLIHT Ha BHHM&HHGTO/XHHEP&KI‘HBHO

pasctpoiicTBo (attention deficit/hyperactivity disorder, ADHD).

/Kenu 6 0emepoona ev3pacm
Cpeocmea covovpoicauiu ecmpozer
CpencTsa ChIbpIKaLIM €CTPONeH, BKIFOYUTETHO ChIBPKALLM €CTPOreH XOPMOHATHM KOHTpaLIEITTHBH, MOTaT J1a

yBeJIM4aT KJIMpbHCa Ha BAINPOAT, KOeTo OH MOIJIO [1a IOBE/IE 10 HaMa/IsIBaHe Ha CepyMHATa KOHLIEHTpaLHsA Ha
BAJIIPOAT M BE3MOXKHO HAMAJIIBAHE Ha €(PUKACHOCTTA Ha BAMIPOAT (BXK. Touka 4.4 1 4.5).

Axo xcenama naanupa bpemenrnocm

3a MoKasaHHeTO eMUJIETICHS, aKO JKeHaTa IUIaHUpa Ja 3adpemMeHee, TepanusaTa ¢ Balmnpoar TpaOBa na ce
NPEOLEHH! OT CINEeLIMAIIUCT C OTIUT B JIEYCHUETO Ha ETHJICTICUA U Ja c€ OOMUCIIAT aJITEpHATHBHH
BB3MOXXHOCTH 3a jeueHue. TpsabBa qa ce mono)kat BCHYKU YCHUITUS, 3a J1a C€ MPEeMHHE Ha MOAXOAAIIO0
aJITEPHATUBHO JIEYEHHE NPEIY 3a4€BaHE U MPEU MPEKpaTABaHe Ha KOHTpaLenuMaTa (BHK Touka 4.4).
AKO CMsIHAaTa Ha JICYEHUETO HE € Bb3MOXKHA, KeHaTa Tpa0Ba /1a Noy4d JOMbJIHUTEIHA KOHCYITalus
OTHOCHO PHUCKOBETE ¢ BaJIMPOAaT 3a HEPOJAECHOTO AeTe B MOAKpeNna Ha HHPOPMHPAHOTO i B3€MaHE Ha
pellleHHe OTHOCHO CEMEHHOTO IUIaHUPaHe.

3a nokaszaHHETO OMITOJIAPHO Pa3CTPOHCTBO, aKO XKEHaTa IUTaHMpa Aa 3abpeMeHee, TpsaOBa aa ce
[MPOBe/I€ KOHCYJITALUA ChC CIELIHAJIUCT C OMMT B JICHEHHETO Ha OUMNOJIAPHO pa3CTPOHCTBO H
JIEYEHHETO ¢ BAJIMpoaT TpsAOBa J1a ce MPeyCTaHOBH, M aKo € He0OX0AMMO 1a ce MPEMHHE Ha
aJITEPHATUBHO JIeYeHHE NPeIM 3a4eBaHe U Mpey NMpeKpaTsBaHe Ha KOHTPALICNILHUATA.

bpemennu dncernu

Baympoar karo eyeHrHe Ha OMMONAPHO pa3CTPONUCTBO € MPOTHBOIMOKA3aH 3a ynoTpeba 1o BpeMe Ha
OpemMeHHOCT. Basmpoar kato jedeHue 3a enwierncus, € MpoTUBONOKa3aH NpH OPEMEHHOCT, OCBEH
KOraTo HAMa MOAXOAIIO aNTepHATHBHO JiedeHHe (BHK Touka 4.3 1 4.4).

AKO XeHa, KOATO ce JIEKyBa ¢ BaJIrpoar, 3abpemeHee, T4 TpaOBa He3a0aBHO J1a C€ HACOYU Kb

CHeLHAJIMCT, 3a [a C€ MPECOLUCHH JICUCHHUETO C BAJINIPOAT M [ia CC OﬁC’bﬂﬂT AJITCPHATHBHH BHEAMQRAC ¢ E[

[1o BpEME Ha GPGMGHHOCT, TOHHYHO-KJIOHHYHHTC I'bpYOBC Ha MaiKaTa ¥ erUJICNTHYCHA
XHITOKCHA MOraT aa HOCAT OINpCACI/ICH PHCK OT CMBPT 34 MaMuKara M ruiojaa. $
L




BAJITIPpOAT 3a CIIKWICIICHA, MPCIIOpbYBa CC.

- Jla ce u3non3Ba Hail-HMUCKaTa eEKTUBHA 103a U J1a Ce pa3/ie/is AHEBHATa [03a BAJIIIpOAaT Ha
HAKOJIKO MAJIKM 034, KOMTO TpsAOBa a ce mpuemar npe3 Leius JeH. Ynorpebara Ha JiekapcTBEeHa
¢opMa ¢ yaOBDKEHO 0CBOOOKJaBaHE MOXKE /1a € 3a MpeANoOYUTaHe Npe APYTH JIeKapCTBEHH
¢opmu, 3a 1a ce u3berHaT BACOKH MaKCMMAaJIHHU TUIa3MEHH KOHLEHTPaUUH (BXK. To4Ka 4.2).

BCHYKHM NaLMEHTKH C eKCITO3ULIMA Ha BAJINPOAT 110 BpeMe Ha OpeMEHHOCT U TEXHUTE NMapTHHOPH
TpsibBa na ObAAT HACOYEHH KBM CMELMATIUCT C OMMUT B TEPATOJIOrMATA 3a OLIEHKA U KOHCYJITHPaHe
OTHOCHO €KCINOHMpaHaTa OpeMeHHOCT. TpsA0Ba a ce H3BBbpIIBa ClIELHAIU3UpaH [PEHaTalIeH
MOHHMTOPHHT 3a OTKPMBAaHE Ha Bb3MOXKHA MOABa Ha 1e(EKTH Ha HEBpasHaTa TpbrOa Wik Apyru
mandopmauuu. [Ipuemanero Ha no6aBKkH ¢ GonueBa KMCEIUHA Npeau OpeMEHHOCTTa MOXKE 1a HaMaJli
pHucka oT gedeKkTH Ha HeBpaJiHaTa TpbOa, KOUTO MOraT Aa Ce MOABAT NMPU BCAKa OPEMEHHOCT.
Hanuyaure nanHu obadve, He nMpeanosnarar, 4e goiMeBaTa KUceIMHa MpeJoTBpaTsaBa MosABaTa Ha
BPOJAEHH Ae(eKTH WIK MaipOopMaLIMU NOpaay €KCIIO3ULIMA Ha BaJIIpoar.

TepanusTa ¢ Bannpoat He TpsAOBa a ce NpeKkbeBa 6€3 MpeoLeHKa Ha MOJ3UTE U PUCKOBETE OT
JICYEHHETO ¢ BAJINPOAT 3a MALUMEHTKATa, OT JIeKap C KJIMHHYEH ONUT B JICYEHUETO Ha EMHJICTICUS WU
OUNONIAPHO Pa3CTPOUCTBO.

Puck 3a HOBOPOAEHOTO

- MBHOro psako ca JOKIaJBaHH ClIy4ad Ha XeMOpari4eH CHHAPOM IMPU HOBOPOIEHH, YHUTO MalKH ca
MpYEMAIM BAIIPOAT MO Bpeme Ha OpeMeHHOCT TO3H XeMOoparnyeH CHHAPOM € CBbP3aH C
TPOMOOLIMTONEHHU, XUTNIOPUOPHHOreHEMHS W/IWTH IO HAMaIIBaHE Ha ApYTH (GakTopy Ha
KpBBOCHCHpBaHETO. AGHOpHHEMHS € IOKIaiBaHa ChIO U MOXKe Aa Obae ¢ araneH uzxoa. To3u
XEeMOparu4eH CHHIPOM, obaye, TpsOBa aa ce pa3rpaHd4M OT Ha BUTaMUH K-3aBucumuTe
(hakTOpH, HHAYLMpPaHH OT (heHOOApOHTAN WIM APYTH €H3UMHH HHAYKTOpH. Clie10BaTesHO, OposT
Ha TpOMOOLIMTHTE, HUBOTO Ha PUOpHUHOreHa B MJjia3Mara, KoaryJalHOHHH TeCTOBE H (aKTOpH
Ha KPbBOCBCUPBAHETO TPAOBaA a ce u3ciaeABat MpU HOBOPOAEHH.

- Cny4au Ha XMIOIJIMKEMHs ca OWIM NOK/IaiBAHU NPU HOBOPOAECHH, YHMTO MalKH ca MpHeMalu
BAJINPOAT 10 BPEME Ha TPETHA TPUMECTHP OT OpEMEHHOCTTa

- Cnyyad Ha XMIIOTHUPEOMAM3bM ca OWIIH JOKJIaJBaHU NP HOBOPOJAEHH, YHHTO MaKKH ca
MpUeMaIi BaJIIpoar 1o BpeMe Ha OpeMEeHHOCT.

-  CuHOpoMm Ha OTHeMaHeTo (KaTo, H B YaCTHOCT Bb30yda, pa3apa3sHUTETHOCT,
CBPBXBB30YAMMOCT, HEPBHOCT, XHIIEPKHHE3HS, HAPYLLIEH TOHYC, TPEMOP, KOHBYJICHH H
HapyLIEeHUs Ha XpaHEHETO) MOXe J1a Ce MOABH ITPH HOBOPOJEHH, YAMTO MaMKH ca IpUeMay
BJIIPOAT I10 BpeMe Ha MOCIECAHUS TPUMECTBP OT OpEMEHHOCTTA.

MBke ¥ MOTEHLIMAJIeH PUCK OT Pa3CTPOMCTBA HA HEBPOJIOTHYHOTO Pa3BUTHE MPHU [ella YUUTO Oalny ca
JIEKYBaHM C BaJINMpoaT npe3 3-Te Mecella NpeJid 3a4eBaHeTo.

PeTpocnekTHBHO 00CEpBaLIMOHHO MPOYYBAHE B 3 CKaHAMHABCKHM AbpP)KAaBH MOKa3Ba MOBHUIIEH PHUCK OT
pa3TpOMCTBa HA HEBPOJIOrHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu neua (ot 0 go
1 1-roguinHa Bb3pacT), YMMTO Oallly ca JIeKyBaHH C BaJIIIpOaT KaTO MOHOTepanus npe3 3-Te Mecela
Npeay 3a4eBaHeTO, B CPaBHEHHE C JIeLlaTa, YAHUTO Oallly ca JIEKYBaHH C JJAMOTPHXKHH WIH
NeBeTHpalleTaM KaTo MOHOTepanus, ¢ 0000111eHO0 KOpUrupaHo cboTHOIeHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanusat kyMynatuseH puck or NDD Bapupa mexxay 4,0 %o u 5,6 % B
rpynara Ha Bajmnpoar cnpsamo Mexay 2,3 % u 3,2 % B komOMHHMpaHaTa rpyna Ha
naMoTpHXKHH/neBeTupaueraM. [IpoyuBaHeTo He € nocTaTh4HO MalabHo, 3a [a ce U3cieBa Bpb3Kara
c¢be cneuuduuam nogrunose NDD, a orpaHn4yeHusTa Ha MPOYYBAHETO BKJIKOYBAT MOTEHLUMAIH
,»3aMbIIiBaHe", CBbP3aHO C MOKAa3aHHETO M Pa3JIMKH BbB BPEMETO Ha MPOC/ICAIBAHE MEXKY
exkcro3uma. CpeJHOTO BpeMe Ha NMpoceIsBaHe Ha JeliaTa B rpynara ¢ BajinpoaT BapHp2
9,2 ronuHHU B cpaBHeHHe ¢ 4,8 u 6,6 roaMHU 3a JeLiaTa B rpynara ¢ JJaMOTPH)KUH/JIeBe 7 0
KaTo 1o e Bb3moxkeH nopuiieH puck ot NDD npu neua Ha Gauy, ieKyBaHH ¢ BaJIIIPOE

MeceLa Npe/ii 3a4eBaHeTo, HO IIPUYHHHOCIIE/ICTBEHATA BPB3Ka C yNoTpedara Ha Balnposy 5

ek
norebpaeHa. OCBeH TOBa B MPOy4YBaHETO He € olleHeH puckbT oT NDD npu geua, ynnig @aﬁt@i’: |
Crpesid NpreMa Ha BaJIpoart MoBeye OT 3 Mecelia MpeAM 3a4eBaHeTo (T.€. € Bb3MOXKHA RQBA” ™ - .. o




CIICpMATOrcHC3a 0e3 eKCIo3HuLMA Ha BMHPU&T).

Kato npeanasHa Mspka, NpearnucBallure Jekapy TpabBa 1a nHGopMHUpaT NaLMEHTUTE MBXKE 3a TO3H
MOTEHUHMAJIEH PUCK U Ja 00ChaAT HEOOXOAUMOCTTA OT e()eKTHUBHA KOHTpALENLIMA, BKJIIOUYUTENIHO 3a
MapTHbOPKAaTa, IOKATO MU3I10JI3BaT BAJINIPOAT U MOHE 3 Mecella cliel MpeKpaTaABaHe Ha JICYEHHETO (BXK.
To4ka 4.4). [lauueHTUTE OT MBIKKH MOJI HEe TpAOBa a JapsBaT CliepMa M0 BpeMe Ha JICYEHHETO U B
MPOAB/DKEHHE Ha MOHE 3 Mecela cilell MpeKpaTsIBaHe Ha JICYEHHUETO.

[TauueHTHTE MBAKE, JIEKYBaHH C BaJIIpoaT, TpsAOBa peIOBHO J1a e MperyieXaar OT JeKyBallus I'u
JieKap, 3a J1a ce NMpeLeHHU JaJIM BaJNpoaTsT € Hal-MoAXOAALIOTO JIeYeHHE 3a TAX. 3a MALHEHTH OT
MBXKKH T10J1, KOUTO TUTAaHMPAT J1a 3a4YeHaT AeTe, TpAOBa aa ce OOMHCIAT U Aa ce 0OCHAAT C TAX
MOAXOAALIM aJITEePHATHBH Ha JleueHHeTo. BbB Bceku oTaeneH ciyyaii TpsaOBa aa ce npeLeHsT
MHAWBUOYaATHUTE oOcToATencTBa. [IpenopbuBa ce nmpyu HEOOXOAUMOCT J1a Ce MOTHPCH CHBET OT
CMELMATUCT C OMNHUT B JICYEHHETO Ha EMWJIETNCUs I OUMOJIAPHO pa3CTPOMCTRO.

KbpMeHe

ExckpeuusaTa Ha BaJnpoaT B MAaMdYMHOTO MJISKO € B Auana3oHa ot 1% no 10% ot cepyMHUTE HHBa Ha
MaiikaTa. XeMaTOJIOTHYHH HapylLIeHHUs ca HabmoaaBaHU NMpyU HOBOpoAeHH/O6ebera, KoraTo ca KbpMEHH
OT MalKH, IIpUeMaJIi BaJINpoar (B>K. Touka 4.8).

TpsabBa na ce B3eMe pellieHHE OTHOCHO CMMpaHe Ha KbPMEHETO WJIM MpeyCTaHOBsABaHe/OrpaHHUYEHHE
Ha JieyeHHueTo ¢ KOHBY/IeKC XpOHO, KaTO ce MMaT MpeaBHA MOJ3UTE OT KbPMEHE 3a IETETO M MoJi3aTa
OT JICYEeHHE 3a MalKara.

QepTUIHTET

HMmMa cbob1eHHs 3a aMeHOpes, MOJIMKUCTO3HU SHYHHULM M yBEJIWMYEHU HUBA HA TECTOCTEPOHA IpH
)KEHH, NMpUeMasId Baynpoar (Bx. Touka 4.8). [IpunaraHeTo Ha BaJnmpoaT MOXe ChIIO /1a HApYLIH
depTunuTeTa NpH MBXE (BXK. To4ka 4.8). Jloxiaasanu ciiy4au rokasBar, 4e HapylIEHHUATa Ha
dbepTramuTeTa ca 0OpaTUMHM Clle[] IPEeYCTaHOBSABAHE Ha JICYEHHETO.

4.7 EdexTn BbpXy cnOCOOHOCTTA 32 IO(pHPaHe H padoTa ¢ MAIIHHH

He ca u3eectHu. [ Ipunaranero Ha KOHBYsieKC XpOHO MOXKE J1a YCTAHORHM ITH/IEH KOHTPOJI BBPXY MPUCTHITUTE,
TaKa Y€ ChOTBETHUS MALMEHT Aa NMPUTEkKaBa IoGbhOPCKa KHHKKA.

[NTarpeHTHTe TPsAOBa Aa ObAAT MpeayIpeaeHH 3a PUCKa OT MPEeXOJHa CHHIMBOCT, 0OCOOEHO B CITy4alTe Ha
AHTMKOHBYJICAHTHA TOJIMTEpanusl WIM KOMOMHMPaHETO ¢ O€H30AMa3EMUHH.

48 HexelaHH JIEKAPCTBEHH PeaKIHH

Hapywenua na kxpvema u aumgpnama cucmema: Bannpoara noTucka BTOpUs e€ran oT TpoMOOLIMTHATa
arperaims, KOeTo BOAM 10 YAbJKaBaHEe Ha BPEMETO Ha KbPBEHE M YECTO A0 TpoMOoLuMTOneHus. Te
OOMKHOBEHO Ca CBbP3aHHU C MPHJIOKEHUE HA 103 MO-BUCOKH OT MPENOPBYMTEIHUTE U ca OOpaTHUMH.
CNOHTaHHOTO HaTbPTBAHE WK KPBbBOTEUYECHHE Ca HHAUKALMH 3a MPEKBCBAHE Ha JICYEHHETO, I0KATO HE
ce nousty4ar uscneasanusTa. [lo-paako ce cbobluaBa 3a MOTUCKaHE Ha YEPBEHHUA KPBBEH pefl,
JIEBKOIEHHUS WIH MAHUMUTOINEHMS; KPbBHATa KapTHUHA C€ Bb3BpPbIla 10 HOPMAJIHUTE CTOMHOCTH MPH
npexbcBaHe Ha JieyeHueTo. [IoHskora Moxe aa ce Mmojly4yd M U30JIMpaHO HaMaJIsBaHe Ha
¢ubpuHoreHa.

Hapywenusa na enookpunnama cucmema: Hanuue ca u3oadpaHu cboO11IeHHs 3a HEPEIOBHU NIEPHOAU
Ha aMeHopes. Paako ce cpo01aBa 3a yBeJIMUEHH HUBA HA TECTOCTEPOHA.

Hapywenusa na memabonusma u xparnernemo. Moxe 1a ce noayqu XxurnepaMoHueMus 6e3
TECTOBETE, KOUTO OTpa3sABaT yepHoApoOHaTa pyHkums. M3onupaHa u yMepeHa xumepa
MOK€ J1a ce MOJTYYH 4eCTO, HO TS OOMKHOBEHO € MpexXo/JHa U He Hajlara npekparsBaHe
Ts obaue Moxe 11a ce MPOSABH KJIMHUYHO C MOBPbIIAHE, aTAKCHS M MPOrpecHpallo 3ac
cb3HaHHeTO. [Ipy nosgBara Ha TaKHBa CHMITTOMH C€ Hajlara rpeKpaTaBaHe Ha JIeYUeHHE
XpOHO. XHUIepaMOHHEMHKS C HEBPOJIOTMYHH CHMITTOMM CBIIO € Bb3MOXKHA (BXK. TOYKA



cboO1IaBa 3a MosABa Ha OTOLM. Paako ce chobluaBa 3a 3aTIbCTABAHE.
CohluecTByBaT pekd ChOOIIEHHs 3a pa3BUTHE Ha MAHKPEATHUT, MOHAKOra ¢ ¢atajieH u3xoA (BX. TOUYKa
4.4).

Hapywenusa na nepenama cucmema: Psako ce cpo011aBa 3a 110siBa Ha aTaKCHA M TPEMOP U C€ CUMTA,
ye Te NpeACTaBIABaT J0303aBUCUMH €(EeKTH.

[lonsxora ce cpobuiaBa 3a cequpall €heKkT, HO OOMKHOBEHO TOBA CE MOIy4YaBa IPU KOMOUHALMA C
Apyrd aHTUKOHBYJICAHTH. [IpU MOHOTeparnus ToBa MOXKe J1a Ce MOJy4H B PeIKH CJIy4YaH npe3 paHHUTE
eTaly Ha JICYHeHUETO U OOMKHOBEHO € npexoaHo. Crobiasa ce 3a peAKu Clly4ad Ha OTITyCHAaTOCT WM
00BPKaHOCT, MOHAKOra NMpepacTBally A0 CTYNOp, IOHAKOra aCOLMMPAHH C XATIOLMHALMH HITH
KOHBYJICMH. MHOro paako e HabmopaaBaHa eHuedanonaTus Wik koma. Te3u ciiydan Hai-4ecTo Morat
na ObaaT CBbpP3aHM C TBbPAE BUCOKA IMbpPBOHAYAIHA 1033 WM TBbpAe Obp30 MoKauBaHe Ha
NO3UPOBKATa, KAKTO U C €JHOBPEMEHHA yrnoTpeda Ha APYyrd aHTUKOHBYJICAHTH, Harp. ¢peHobapburai.
Te3u edexT ca 0OpaTUMU NMpU CIIUpPaHE Ha JIEYSHUETO WIM HaMaJIsBaHe Ha JO3UPOBKATA.
ChlecTByBaT MHOTO peKH ChOOIIEHHUS 3a MPEXOJHH eKCTParMpaMHUIHA CUMITTOMHM, BKJI.
MapKMHCOHM3BM. Bb3MOXKHa € M oOpaTiMa neMeHLUS.

Mosxe aa ce nony4yu NoBHIIaBaHE HA BHUMaHUETO, KOeTO OOMKHOBEHO € ¢ 611aroTBopeH edekT, HO
MOHAKOra € Bb3MOXKHa arpecHs, XUIepakTUBHOCT WIH MOBEIEHYECKO 0OBPKBaHe.

[To-psnko ce cpoO1aBa 3a MpexoaHa WK TpaiHa 3aryfa Ha ciyxa, KaTo IpU4YMHHO-CJIEICTBEHATa
Bpb3Ka 3a TOBAa HE MOXKe 1a ObJie yCTaHOBEHa.

B penkwu cirydau ce cro0LuaBa 3a JUTLIONMMA.

Cmomawno-upesnu napywenus. [1oBulIaBaHe Ha aneTUTa  CbOTBETHO HApPacTBaHE Ha TErJIOTO HE ca
HeoOM4aliHU ABJIEHUA (BX. TOYKa 4.4). Jlexu cTroMallHU Apa3HEHUsS U MHOTO MO-PAAKO rajieHe ca
4eCTO SBJICHHE NMPH HAKOH MAaLMEeHTH, 0COOEHO B HAYAJIOTO Ha JICYEHUEeTO, HO Te MoraT Ja Obaar
u3berHaTu ype3 npuiaraHe Ha €eHTepOCOJIBEHTHA HATPUEB BaJINpoat, Hanp. KoHByJIeKke Kancyinu Wiu
KoHBy7nekc XpOHO Mo BpeMe WIH Clie/l XpaHEeHe.

Xenamobunuapnu napywernus: HapyuieHus BbB QyHKUMATA Ha YepHUA ApoO, yepHOApOOHa
HEIOCTaTHYHOCT, BK/TIOYUTETHO M C (haTaTHH NOCIIEAMLIE, MOYKE a Ce MOJTyYH IMPH NAalMEeHTH, YHETO JIEUSHHE
BKJTHOYBA HATPHUEB BA/INPOAT WIM HaTpHeB Banmpoar. [laipeHTrre ¢ Hail-rosisiM pyck ca Jieua, Hail-Bede Ha
BB3pacT MO TPY F'OAUHU U TaKUBa, C BPOACHW MeTaOOJIMTHU WK IereHepaTUBHU 3a001aBaHuA,
OpraHM4YHHY MO3BYHH 3a00JIABAHUS WM T€XKH MPHUIAIbLIM, CBBP3aHU ¢ YMCTBEHA M30CTaHAIOCT. TakuBa
WHLMACHTH MOIaT [1a Ce CITyYaT Hal-Beye MNpe3 ITbPBHUTE LLIECT MeceLia OT JICYEHUETO, KaTo NepUoa ¢ Hau-
roJisiM PUCK € MEXy BTOpaTa U JABaHa/ieceTara CeAMHLIA 1 OOMKHOBEHO 3acsra MalMeHTH Ha NojauTepanys
C aHTUKOHBYJICAHTH. [ IpH Ta3u rpymna naupeHTH MOHOTepanusTa € 3a NMpeAroYHTaHe.

KiTMHM4HMTE CHMITTIOMH Ca M0-TI0Ka3aTeNleH MPU3HAK, OTKOJIKOTO JIAOOpaTOpHUTE MOKA3aTeN M B PAHHHTE CTAIUH
Ha YyepHOApoOHaTa HeAOCTaThYHOCT. Cepro3Ha WM (aTanHa XeNnaToTOKCHYHOCT MOXKE 1a Ce Mpeaxoka OT
HecrieL(pHUYHA CUMITTOMH, OOMKHOBEHO ¢ BHE3aITHO Ha4aJ10, KaTo: 3aryba Ha eyekra OT JICYEHHETO BBPXY
NpUNagbLMTE, PU3HYECKO HEPA3IIOIOKEHHE, Cl1aboCT, BAJIOCT, OTOLM, AaHOPEKCHS, NMOBPbLLIAHE, KOPEMHA
O0JIKa, ChHJIMBOCT, XHITEHHLA. Te3H MpU3HALIM ca CUIHal 3a He3a0aBHO NpEKpaTsBaHE Ha JICYEHHETO.
HeobxoaumMo e naumeHTure Aa ObaaT npeaBapUTeIHO HHCTPYKTUPAHH, Y€ TpsAOBa He3abaBHO a
YBEIOMST JIEKYBaLllMs JIeKap NP MOsABaTa Ha HAKOHM OT ONMCAaHUTe CUMNTOMM. T'hbi KaTo npeAcTaBisBa
TPYAHOCT OIPENEISHETO Ha TOBA KO€ M3CJIe/IBaHe /1a C€ U3BBPILIH, aKO TOBA € HEOOXOAUMO, YMECTHO €
JIa ce 3all04YHE C TECTOBE, KOMTO C€ OTHACAT A0 NMPOTEHHOBATa CHHTE3a Hamp. MPOTPOMOHHOBO BpeEME.
[loBumeHHuTe 4epHOAPOOHH €H3UMH HE ca HEOOUUYaMHO SBJIEHHME IPH JIEYEHHE C BAJINPOAT, KaTo TOBa
OOMKHOBEHO € MPEXOAHO WJIM C€ MOBJIMABA OT MMOHWKABaHE Ha JO3UPOBKATa.

[TaupeHTH ¢ TakuBa OMOXMMHYHH aHOMAJIMU B XOJ1a Ha JICYEHUETO NMepUoaUYHO TpsaOBa na 6baar
KJIMHAYHO OLICHSABAaHH M Ja UM ObAaT W3BbPIIBAHU TECTOBE 3a ONpeesisHe Ha YepHOoApoOHaTa
byHKLMSA, BKIIFOYUTETHO MPOTPOMOMHOBO BpeMe, 10 Bb3BPbIIAHE Ha MOC/IEAHUTE B HOPMaJIHU
rpaHuLM. [IoHdAKOra H3MeHeHHUs B MPOTPOMOHWHOBOTO BpeMe, NMPOAbJKABALU ALJITO BpeMe, SC00RHS
BBB Bpb3Ka C APYT'H peJIEBAHTHH aHOMAJIMH, U3UCKBAT MPEKPaTABaHE Ha JieueHHETO. Bes -n/_ )
CBITBTCTBALLA YIIOTpeba Ha caTMLIWIAaTH TpAOBa 1a Oblie MpeyCcTaHOBEHA, Thil KaTo Te U}
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Hapywenus na xooicama u nookooxcnama movkan.: Y HAKOM MALIUEHTH MOXKE 1A CE IMOJIYY 1@ /&
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HOpPMaJIeH pacTeX Ha KocaTra, BBIIPEKH Y€ KOcaTa MOXKeE J1a CTaHe No-KbApaBa OT NpeauinHara. Yecro
ce choOIIaBaT HAPYIEHHA Ha HOKBTS U HOKBTHOTO JIOXKE. 3HAYUTETHO MO-PAAKO ce CboOLIaBa 3a nosisa
Ha OOpHMBH U XMp3YHTU3bM. UMa peaku choOLIeHHA 3a KOXKHU peakLiMM, KaTo eKk3aHTeMeH obpus. B
M3KJIFOYHUTEJTHO PEeIKH ClTy4aH ce choOllaBa 3a TOKCUYHA eNMAepMaiHa HEKPOJIM3a, CHHAPOM Ha
Stevens-Johnson u epurema Myatudopme. AKHe.

Hapywenusn na memabonuzma u xpanenemo. Moxe Ja ce noy4u XurepaMoHUEMHs O€3 MPOMEHH B
TE€CTOBETE, KOUTO OTpa3sABaT 4yepHoApoOHaTa (pyHkuus. M30nMpaHa U yMepeHa XurepaMmOHHEMHS
MOJKE J1a Ce IMOJTY4H 4eCTO, HO T OOMKHOBEHO € MpeXOHa H He Hajlara rpeKkpaTsaBaHe Ha JICUEHHETO.
Ta obaue MOXKe Aa ce NPOSBU KJIMHUYHO C MTOBPBIIAHE, aTAKCHA U MPOrpecHpalllo 3acsiraHe Ha
c¢b3HaHueTo. [Ipu nosiBaTa Ha TakKMBa CUMIITOMM CE€ Hajara MpeKpaTsaBaHe Ha jJe4yeHHETo ¢ KoHByJieke
XpOHO. XHIepaMOHHEMHA C HEBPOJIOTHYHU CUMITTOMH CBILO € Bb3MOXKHA (BXK. TOUka 4.4). Paaxo ce
cpoOl11aBa 3a 110siBa Ha OTOLH.

ChlIecTBYBAT peAKH ChOOIIEHUA 3a pa3BUTHE Ha MAHKPEATHUT, NOHAKOra ¢ (atajieH u3xo (BXK. TOYKa
4.4).

Hapywenus na myckyniio-ckenemnama cucmema u cveounumeanama mokan: UMa cpo01uenus 3a
HaMaJIsiBaHe HA MHHEpAaJIHATa IUTbTHOCT Ha KOCTHTE, OCTEONEHUsS U OCTEONOpo3a MpHU NAaLMEHTH Ha
npoab/DKUTENHa Tepanus ¢ KonBynekc. MexaHU3MBT Ha Te€3M €EKTH BbPXY KOCTHUS METabOIU3bM
HE € U3BECTEH.

Hapywenus na 6vopeyume u nuxoynume nomuuya: ChlIECTBYBAaT MHOTO PEAKH CHOOIIEHHA 32
pa3BuTHE Ha 0OpaTuM cuHApOM Ha Fanconi (zedext B npokcuMaiHata 0b0peyHa TyOynapHa QyHKUHUA
C pe3yJiTaT NIIOKo3ypus, hocharypus, aMUHOAUMAYPUS U YPHUKO3YpHsl), CBBP3aH C Teparusara ¢
BaJINIPOAT, HO MEXaHU3MBT MY BCE OILll€ HE € HAITBJIHO U3SICHEH.

YecTo e HabmonaBaHa ypuHapHa HHKOHTHUTEHLIMS.

Hapywenua na 6v3npouzeooumennama cucmema u 2bpoama. MHOro psaako Moxe Ja ce Mnory4u
TMHEKOMAacCTHs.

Bpooenu, pamunnu u cenemuvnu napyuenus
Bponenu MaipopMaLMi U HapyLI€HUs B pa3BUTHETO (BXK. TOuka 4.4 ¥ Touka 4.6).

Hpyzu: CpllecTBYBAT peaKH ChOOLICHHS 3a M0sABa Ha BaCKYJIMTH. AJIpru4HH peakuuu (0T 0OpUBH 110
XHUITEPCEH3UTHBHHU PeaKLMH) ChILO ca Bb3MOXKHHU. Tpaiina win oOpaTuma 3aryba Ha ciryxa, KaTo
Bpb3KaTa MeXIy NpUYMHAaTa U e()EeKTa He € U3SCHEHA.

[leanaTpruuHa nonyJanus

[TpodmrsT Ha 6€30MacCHOCT Ha BAIIIPOAT 3a NeJAHaTpU4YHaTa IOIyJIalMs € CPaBHUM C TO3H IpH
BBH3pAaCTHHUTE, HO HAKOH HEXKEJIaHH JIEKAPCTBEHH PeaKLIMM Ca MO-TEeKKO U3Pa3eHH WM Ce cpeLuar
rJIaBHO B MeauaTpyuyHaTa nomynauus. ColiecTByBa CrieU(pHYEH PUCK OT TEXKKO YBPEXKAAHE HA YEPHHUS
Apod npH HOBOPOAEHH M MPU MAJIKM JeLia, ocobeHo npH aeua noa 3 roaMHd. OCBEH TOBa, 3a MAJIKHTE
Aela ChIIECTBYBA CrielM(pHYeH PUCK OT pa3BUTHE Ha MaHKpeaTHUT. Te3H pUCKOBE HaMaJIABaT C
yBe/Ii4aBaHEe Ha Bb3pacTTa (BX. Touka 4.4). [IcCMXW4HM HapyLIEeHUs, KaTO arpeCUBHOCT, Bb30yaa,
HapylLUeHHe Ha BHUMAHUETO, aDHOPMHO IMOBEJCHHE, [ICHXOMOTOPHA aKTHBHOCT M HapylleHa
criocoOHOCT 3a yyeHe, ce HabmoaaBaT npeaMMHO B NeAHWaTPUYHATA MOy JIaLus.

Cpo0liaBaHe Ha NOO3MPAHU HEXEJIaHU PeaKLIUU
Crob1aBaHeTO Ha MOJO3MPAHH HEXEJIaHU PeaKlMM cliell pa3pelliaBaHe 3a ynorpeda Ha JIeKapCTBEHUA
MPOAYKT € BakKHO. ToBa Mo3BOJIsABA J1a C€ MPOAB/DKH HaOIOAEHHETO Ha ChOTHOLIEHHETO 110J13a/pUCK

3a JIEKapCTBEHUA NMPOAYKT. OT MEIULIMHCKUTE CIIELIMATTMCTH C€ U3MCKBa J1a ChOOIaBaT BCAKa

NoJO3MpaHa HexkelaHa peakuus upe3 M3mbiaHuTenHaTa areHuus 1o JiekapcTaara, yai. ,,J1
['pyeB’” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpenosupane

Mma crobiieHns 3a ciryyau 3a Npeao3upaHe Ha BaJITIPoOAT - CIIy4aiHO WIH C LIeJl CaMOy



[InazMeHH KOHLEHTpPALMK, KOUTO HaJABMLIABAT IMET A0 WIECT ITbTH MAKCUMAJTHUTE TEPaneBTHYHH
CTOMHOCTH, OOMKHOBEHO C€ MU3ABABAT C rafIcHe, MOBPbLUAHE U CBETOBBPTEXK, XUITOTOHHS,
XUnopedaexkcus, MHO3a.

[Ipu MacHBHO NpeO3HpaHe, T.€. IUIa3MEHH KOHLICHTPALMK JECET - ABAIECET MTbTH Hall MAKCHMAJTHUTE
TepareBTHYHH CTOMHOCTH, MOXKE JIa Ce TOJTy4Yd CEPHO3HO MOTUCKAHE Ha LIEHTpajHaTa HEPBHA CUCTEMaA
1 aumaHero. CUMNToMUTE MOraT Aa ObAaT pa3jIMYHH M MOHAKOra MOrar Ja ce nojiy4yar ¥ rbp4yoBe
MpH T€3W BUCOKH IJIa3MEHH HHBA (BXK. To4ka 5.2). CbluecTByBaT ChOOLIEHHUS 3a MO3BYEH OTOK H
[MOBHIIEHO BBTpeYepenHo Haisarane). Mma cpo01eHus ¥ 3a CMBPT B pe3yJITaT Ha CBPBbXITpe03UpaHe.
HanuyueTo Ha HaTpHii B ChbeIMHEHHUATA C BAJINPOAT MOXKE Ja AOBEAE N0 XUINIEPHATPUEMHS B CITyYaUTe
Ha nmpeao3upaHe.

BOJIHMYHOTO JIeYeHHe NPH CBPBXIIPeI03MpaHe BKJIIOYBA [TpUIaraHe Ha CpeACTBa, NPeAU3BUKBALIU
MOBPbIlaHE, CTOMALIEH JIaBaX, aCHCTUPAHO AHWILAHE W IPYTH peaHUMALIMOHHH MEPOIPUSATHS.

Xemoauanusa U xemonepgy3us ce npuiarat ycnewmHo. M3nonssa ce cbiio BEHO3HO MPUIOKEHHE Ha
HAJIOKCOH, MOHAKOra €AHOBPEMEHHO C aKTUBEH BBITIEH OPAJTHO.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmMaxkoJHHAMHYHH CBOHCTBA.

®apmakorepaneBTHyHa rpyna: AHTuenwientudHu cpeactea, ATC kon: NO3 A GO1.
HatpueBHAT BAINpoaT € aHTHKOHBYJICAHT.

Haii-CiiHO M3pa3eHUAT HAYMH Ha IeHCTBME Ha Bajllpoara € NoTeHUMpaHe HHXUOMTOPHHUSA eEeKT Ha
raMa-aMHHO MacJieHaTa kucenuHa (TAMK) upe3 nelicTBue BbpXy CHHTE3aTa U MeTabou3Ma Ha
["TAMK.

Hobpusat edext 1 Obp30TO ASHCTBUE HA BaIIpoaTa 3a JICYEHUE Ha OCTPU MAHUMHH €MU301H IIpH
MalMeHTH C MAHUIHO-eNnpecBHM (OUIOJIApHHM) pa3CTPOMCTBA € I0Ka3aHO OT peauua riauedo
KOHTPOJIMPaHH KJIMHUYHM npoy4BaHus. EdekTsT Ha Bajinpoara 3a NpoAb/DKUTENHO JICYEHHE Ha MaHHUs
(oBeye OT 3 cCeIMHLIN) 8ce ouye He € 00CHKIaH B KIMHUYHHU Npoy4BaHus. E¢ekTUBHOCTTA Ha
BaJIMpoaTa B NpodHIakTHKaTa Ha MUIpeHaTa € JOKa3aHa B peauua Iuiauebo KOHTPOJIMPaHH JIBOHHO
crnenH npoy4uBaHus. [Ipoab/DKUTENIHOCTTa Ha ynoTpeda npy TOBa IIOKa3aHHUE € U3CJIeIBaHa 3a NEPHO.
10 TPH FOAUHH.

B HsAKOM in-vitro u3cneaBaHus ce cboOlaBa, 4Ye HATPUEBUAT BaJNpoaT MoxXke aa ctuMyvpa HIV
peruIMKaLMaATa, HO U3C/ieIBaHUA BLPXY NnepudepHrd KpbBHH MOHOHYKJICapHH KIeTKH oT HIV-
HOCHTEIH NOKa3BaT, Y& HATPUEBHAT BAJINPOAT HE MPUTE)KaBa MUTOr€HONOA00EH eEKT BHPXY
uHaykuuaTa Ha HTIV pennukauusara. EQexTsT Ha HatpueBus BanmnpoaT BepXy HIV pernnmkaimsara
ex-vivo € MHOro BapuaOuJieH, Hai-Bede 10 OTHOLLIEHHE Ha KaYyeCTBO, BEPOATHO HE € CBbP3aH ¢ J03aTa
M HE € JOKYMEHTHPaH MpH XOopa.

5.2 ®apMaKkoOKHHETHYHH CBOHCTBa

[Tna3sMeHHAT MONY>KHBOT Ha HATPUEBHS BAJINpOoAT ce ABKU Mexay 8 u 20 yaca. OOGMKHOBEHO TOM €
MO-KpaThK y Aela.

[Ipu maLMeHTH ¢ TexKKa ObOpeyHa HEAOCTAThYHOCT MOXKE [1a C€ OKaXKe HEOOXOAMMO J1a ce MPOMEHH
NO3MpOBKaTa B CbOTBETCTBUE C HUBAaTa Ha CBOOOJHMA HaTPUEB BAJIIIPOAT B CEpyMa.
[IpenoppunTenHaTa epeKTUBHA TepaneBTHYHA IPaHMLIa Ha IJIa3MEHUTE HHBa Ha HATPHEB BAJINPOAT ca

00uKkHOBEeHO Mexay 6% u 15% ot 061moTo 1a3mMeHo HUBO. BB3MOXKHOCTTa 3a MosABa
e(peKTH HapacTBa MPH CTOHHOCTH Ha IUIa3MEHUTE HUBA, KOUTO HaJIBULIABAaT €()EeKTHBH
TeparneBTHYHAa IPaHMLIA.

dapmakoJIorHyHUTe (WM TepaneBTUYHH) epekTH Ha KOHBYJIEKC XpOHO HE KOpeJIHpa
0010TO HJIH cBOOOIHO (HECBBP3aHO) IUIa3MEHO HUBO Ha BaJIIIpOaT.



®opmynara Ha KOHBYIEKC XpOHO € ¢ KOHTPOJIMPaHO OCBOOOXJaBaHe Ha aKTUBHO JI€HCTBALLOTO
BEIIECTBO, KOETO MpH (JapMaKOKHHETUYHHU M3CJIEIBAHMA € MOKa3alo Mo-MaJIKM QUIyKTyalluu B
IUIa3MEHUTE KOHLUEHTPALMK, CPABHEHO C JPYTH U3BECTHU (POPMHU -KOHBEHLIMOHAIHH HITH C H3MEHEHO
OCBODOYK/1aBaHE Ha HATPUEB BAJIIPOAT.

B ciyuyauTte, MpU KOMTO H3MEPBAHETO Ha IUIA3MEHMTE HUBA CE CYUMTA 32 HEOOXOIUMO,
¢apMakoKHMHeTHKaTa Ha KOHBYJIEKC XpOHO MpaBd U3MEPBAHETO HA IUIA3MEHHWTE HUBA B I10-MaJIKa
CTeIeH 3aBUCHMO OT BPEMETO Ha B3MMaHe Ha npobara.

®opmynara Ha KOHBY/IEKC XpOHO € OMOEKBUBAJIEHTHA HA IPYTH BJINPOATH C KOHTPOJIHUPAHO
ocBOOOK1aBaHE OTHOCHO CPEHUTE 30HHM IO KpHBaTa, OTpa3sBallla IUIa3MEHUTE KOHLIEHTPALIMH I10
OTHOILIIEHHE Ha BpeMeTo. PapMakOKMHETHYHMTE JaHHM 3a steady-state mokas3Bar, ye IMKoBaTa
KOHUEHTpaLHUs (Cmax) ¥ MUHUMaTHaTa KOHUEHTpaUus (Cmin) Ha KOHBYJIEKC XPOHO C€ HaMHUparT B
paMKHTe Ha e)eKTHBHATa TepaneBTHYHA IPaHULIa Ha TUTa3MEHHUTE HHUBa, KOATO € ob1onpueTa 3a
HaTpPHEB BaJIMpPOAT.

[Tpu neua Hax 10 rogMinHa BB3pacT M MPH IOHOLIM KIMPBHCHT Ha BAJINpOAT € NoAOOEH Ha TO3M,
YyCTaHOBEH INpHU Bb3pacTHU. [Ipu neguarpuyHuTe nauueHTy noA 10 rotMHH CHCTEMHMAT KJIMPBHC Ha
BaJINpoAaT BapHpa ¢ Bu3pactra. [Ipu HoBoponeHuTe U 6edeTaTa 10 2 Mecella KIIMPBbHCHT Ha BaJIIPoarT €
MOHI)KEH B CPAaBHEHHWE C TO3H IPH Bb3PACTHHU U € Hail-HUCHK HEMOCPEACTBEHO cliell paxaaHero. B
0030p OT Hay4HaTa JIuTepaTypa € MyOJUKYBaHO, Y€ IJIa3MEHUAT MOTYXKHBOT Ha BaJInpoat npu 6edera
oA 2 Mecela Moka3sa 3Ha4MTeIHa BaApHabWIHOCT Ha cToiHOocTUTe OT 1 10 67 waca. [Ipu neua Ha
Bb3pacT oT 2 10 10 roauHH KIMPBHCHT Ha Bajnpoar € ¢ 50% no-BUCOK OT TO3M NPH BB3PaCTHH.

53 Ilpeak/THHHYHH JAHHH 32 0e30MaCHOCT

B npoy4BaHHs 3a TOKCHYHOCT IPY MHOTIOKPAaTHO MpWiaraHe ca CbOOLIEHU TECTHKYJIapHa
nereHepauus/aTpodus WK HapyLIEHUs B CliEpMaToreHe3ara U HaMaJiiBaHE Ha TEIJIOTO Ha TECTHCHUTE
MMpH BB3PACTHH IUTBXOBE U Ky4eTa Clie]l IepopaiHO NMpUoxeHue B 1034 cboTBeTHO 1 250 mg/kg/nen
u 150 mg/kg/neH.

[Ipu IOBEHIIHH IUTbXOBE HaMaJIsiBaHE Ha TETJIOTO Ha TECTUCUTE € HaOMoaaBaHO caMo MpH N03H,
HaJBMILIABALIY MaKCHUMaJHaTa MoHOcHMa 103a (0T 240 mg/kg/eH Npy HHTPANEPpUTOHEATHO HUITH
MHTPAaBEHO3HO NMpUJIOKeHHe), 6e3 CBbp3aHu XHUCTONATOJIOrHYHH NTpoMeHH. He ca HabmronaBaHu
e(eKTH BbPXY MBXKHTE PENPOAYKTHBHH OpraHH IpH noHocumH 1034 (1o 90 mg/kg/nen). B3 ocHoBa
Ha T€3W JaHHHU IOBEHWIHUTE )KUBOTHHU HE CE€ CUMTAT 3a I10-[10JaTJIMBH 110 OTHOLIEHHE HA HAXOJKH B
T€CTHCUTE, B CPAaBHEHHE C Bb3PAaCTHUTE. 3HAYEHHUETO Ha HAXOJKHUTE B TECTHUCHTE 3a NeJHaTpuyHaTa
MOMyJialis HE € U3BECTHO.

B npoyuBane 3a ¢pepTHiIMTETa PH IUTHXOBE, BaIpoar B 1034 A0 350 mg/Kg/IHEBHO He MOB/IHABA
penpoayKTHBHATa GYyHKUUSA MPH MBXKKUTE HHAMBHIH. BBIpekH ToBa HHYEPTHIMTET MPH MBXKE €
uaeHTUHULIMPaAH KaTo HeXellaHa peakuus Mpu Xoparta (Bx. TOUkH 4.6. u 4.8).

He ca u3BeCTHH ApYrd NPEAKIMHUYHHM JaHHH, KOUTO [a AaBaT Ha H3IMHCBALLUTE JIEKAPCTBOTO
OOMBbJIHHATENHA HHGOPMALMA, OCBEH Ta3H, KOATO € BKJIIOYEHA B IPYTHTE pa3/ie/Id Ha KpaTKara
XapakTepucTHKa Ha npoaykra (SPC).

6. OAPMAILEBTHUYHHA JAHHHA
6.1 ChnHcbK HA NIOMOIIHHTE BelllecTBAa

Anpo Ha TabneTkara:

MoHoxuapaT Ha IMMOHEHA KUCEJIHHA

ETnnuenynosa

KononuMep Ha amoHHeB MeTakpuiaT (Tun B) (chabpaall copOMTHA KMCEJIMHA)
IIpedyucTeH Tajk

KosionaeH CHuLMeB JUOKCU

Marse3ueB creapar.

OUIMOBO MOKPHTHE:
Komnonumep Ha amoHHeB Metakpwiar (Tun A & B) (cbabpalll COpOMTHA KMCEIHHA)




[Ipeuncren Tank
Kapmenosa HaTpueBa co
TuranoB muokcua (E 171)
Tpuerun uurpar
Banunux

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

S roAvHHU

6.4 ChnenHa/lHH YCJIOBHS Ha CbXPaHEHHe

HsMa cneuyanHu M3MCKBaHUA 3a TEMIIepaTypaTa Ha cbXxpaHeHHe. OnakoBKara Jia ce ChbXpaHsaBa
TUTBTHO 3aTBOPEHA.
Pa3zuyneHure TabneTku ga ce CbXpaHABaT B LIMILETO.

6.5 Bwuau chraAbpKaAHHE HA ONAKOBKATA

a) CTeKJIeHO muMile ¢ kexiubapeH uBAT (xuaponutuuHo yctoiuus T 111, PhEur) u HDPE 641 kanak
Ha BHHT, 3alllMTEH cpelly ciay4aiHo otBapsHe © HDPE 0sna oTkbeBaila ce jeHTa, nocTaBeHo B
KapTOHEHa KyTHS.

WIH

6) HDPE uununapuuHo muue 3a Tabnetku ¢ LDPE kanak Ha BUHT, 3aTBapsll ce ¢ NMPULLPAKBaHE U
3alUTeH cpelry ciny4daiHo otBapsiHe, LDPE oTkbeBallia ce ieHTa M YIUTbTHUTEJIEH NPBCTEH,
MMOCTABEHO B KAPTOHEHA KYTHS.

WM

¢) PE unnunapuyeH ¢pnaxkoH ¢ HDPE 6sn0 kanade, 3amureHo cpemy ciay4daiHo orBapsHe U LDPE
Os1a OTKBCBALLA ce JieHTa ¢/0e3 abcopOeHT, MOCTaBEHO B KAPTOHEHA KYTHS.

OnakoBKH:
KonByinekc xpoHo 300 mg: 50 u 100 Tabnerku.

KonBynekc xpoHo 500 mg: 30, 50 u 100 Tabnerku

He BCHYKHM BHIOBE ONMAKOBKH MOrart Jia Ob/1aT ITyCHAaTH B Mpoaaxoa.

% MMPUTEXATEJI HA PABPEILIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

Koneynekc xpoHo 300 mg
20030189
Koneyneke xpoHo 500 mg
20030190

9. JATA HA ITbPBO PA3PEINIABAHE/TIOJJHOBSIBSAHE HA PA3PEILIE
YIIOTPEBA

Jara Ha mepBO pasperuasane: 17 mapt 2003 r.




Hara Ha nocnenHo nogHossiBaHe: 14 mapt 2008 r.

1. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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