KPATKA XAPAKTEPUCTHKA BA ITPOJAYKTA

¥ To3u tekapcTBEH MPOOYKT MOLIEKH Ha JOMBJIHUTEITHO HabmoaeHue. ToBa 1ie no3soaM 6sp30To
YCTAaHOBSABAHE HA HOBA MH(GOpPMALIMA OTHOCHO Oe3onacHoCTTa. OT MEAULIMHCKHTE CIIELIMAIMCTH CE
M3HCKBa Jd ChoOLAaBaT BCAKA O03MPaHa HEXelaHa peakuys. 3a Ha4MHa Ha crolbulaBaHe Ha

HEXXEeNaHK PEaKLMH BIDKTE TOUKa 4.8.
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2. KAYECTBEH U KOITHYECTBEH CbCTAB

Bcesxa Tabnerka Konsyneke xpono 300 mg cvabpaxa 300 mg Hatpues Bannpoart (sodium valproate).
Bcesaka tabnerka KoHpyseke xpoHo 500 mg cxaspka 500 mg HaTpueB Bannpoart (sodium valproate).

[ToMOlIIHH BEUIECTBA ¢ H3BECTHO NCHCTRHE:
KoHeyneke xpoHo 300 mg chabpka 42 mg HaTpuil BBB BCAKa TableTKa ¢ yAb/DKeHO ocBoboXaaBaHe.
Koueynekc xpoHo 500 mg cbaspxka 70 mg HaTpuit BEB BCAKa TabIeTKa ¢ YIBDKEHO 0CBOOOKIaBaHe.

3a NBITHHUS CMHUCHK HA NOMOIIHUTE BellecTRa BUKTe Touka 6.1.

3. JEKAPCTBEHA ®OPMA
Tabsetka ¢ yasmixeHO 0cBOOOKIaBaHE.

benu, ¢ opanna dopMma, pasgenwTenHa THHUA W rpaBapaH Haamue ,,CC3”, pecn. ,,CC5” ot enHara
CTpaHa.
TaGnerkara Moxe Aa Obae pa3znesieHa Ha ABE PaBHH J03H.

Konsynexc xpono 300 mg Tabnetku ¢ ynwnkeHo ocBodoxnaeane u Konsyneke xpoHo 500 mg tabnerku
C YAB/DKEHO OCBOOOXKAaBaHEe C€ NPWIAraT [PH BE3PACTHH, A€LIA W FOHOLLH.

4. KJIHNHHYHHA JAHHH
4.1 TepaneBTHYHH MOKAIAHHUSA

Enunencus

. H’bQGH‘IHﬂ cEHEPQIHIUpan HQHHII()’!;HH denuizencuu

°  Tunose npucThNH: abcaHCH, MUOKJIOHUYHH, FeHepaAIH3UPaHid TOHHYHO-KJIOHUYHH,
WHGAHTWIHM Cl1a3MHu
° ['eHepalH3HpaHH EMHICIICHK U CTTIICTTHHHH CHHAPOMU: abCaHCHa eIl
MHOKJIOHHYHA enuiencud (CHHAPOM Ha Janz), eNWIENCHUs ¢ reHepaiu3
KJIOHHYHH [IPUNATbLUU NPU chOY3aHe, (POTOCEH3UTHBHH eNWICNICHH
°  Cunapom Ha Lennox-Gastaut

HI¢

° DoxaInu (RAPURATIHU) RPUCHTONL U ENUENCHE C Ik De3 emODUYHA 28)




bunoaspHo apeKTHBHO Pa3cTPOHCTBO
Jleyenue u npodUIakTHKA HA MAHWIHH €NH30U MPpH OUITONAPHH pa3CTPOHCTRA.

4.2 J10o3MpOBKA H HAYHH HA NPHJIOKEHHE
L O3UpoBKa

Kounyneﬁc XPOHO € € VID/LKCHO OTACIIAHC Ha HATPUCBHA BAJIIIpOAT, KOCTO HaAMAJIABA ITHKOBATA
KOHLUCHTPALH#A 1 OCUT'YPSARBRA I1O-paBHH IUIA3MCHH KOHLCHTPALWH HNpC3 UCITHA [ICH.

JHeBHATA JO3UPOBKA CE OMpeess B 3aBUCHMOCT OT BB3pAcTTa U TEJIECCHOTO Terio. [IpenopruuTenHo
e 1a ce B3eMe [10J1 BHUMaHWEe HHAMBUOYa/THATA YyBCTBUTEIHOCT KbM Ba/lnpoeBa kucennHa. He e Ouna
YCTAHOBEHA 3aBHCHMOCT MEXKIy AHEBHATA 10334, CEpYMHATa KOHLIGHTPALMS U TePaNeBTHUHHS eeKT, 1
3aTOBa ONTUMAJIHATA A03a TpAOBa Aa ce onpenesis OCHOBHO CNopea KIHHWYIHHAA OTTOBOP.

ena oT JKEHCKH NTOJ M KEHU C IETEPOIECH MOTEHUUAN

JleueHHeTo ¢ Bannpoat TpAOBa 1a ce 3anoyHe U NpocieAaBa OT JIeKap ¢ KJIMHUYEH OITHT B JIEYEHHETO
Ha erWIeTNcHd Wik SUNONsApHO pascTpoicTBO. Banmpoar He TpadBa na ce M3MoJ3Ba NPH AcLia OT
KEHCKH MOJ H IIPH XKEHH ¢ JEeTEPOAEH NOTEHLMAA, OCBEH aKO APYTHTE JCUYCHHS ¢a HeePEKTHBHHU WIH
HE ce MoHacAaT aodpe (Bx. Touka 4.4 1 4.6), a noJjizata ¥ pUCKBT TpA0Ba BHHMATEIHO A C€ OLICHABAT
MpH peAOBHHU KJIHHHUYHH NPErjieau.

Bannpoar ce npeanucaa M OTITyCKa B CbOTBETCTBHE ¢ [Iporpamara 3a npeanaspaHe ot OpeMEHHOCT
npyu ynotpeda Ha Bannpoar (Bx. Touka 4.3 u 4.4).

Bannpoar TpsaOBa na ce npeanvcea MpeaWMHO KaTO MOHOTEpANHA, C Hail-HHCKaTa e(DeKTUBHA [034,
aKO € Bb3MOXKHO, B JIEKapcTaeHa ¢opma ¢ yanmkeHo ocsoboxaaBane. JlHeBHaTa go3a TpabBa na Opae
pa3acsieHa OHE Ha JBE OTACJIHU A03H (BXK. Touka 4.6).

Mxe
IIpenopbuBa ce neueHuero ¢ KOHBY/IEKC 1a ¢ 3al04He U KOHTPOJIUpA OT CHELMAIMCT C ONUT B
JIC4E€HHETO HA eNMHJICTICHA WIH OMMOJBIPHO pa3CcTPOMCTBO (BXK. TOUKH 4.4 1 4.6).

Enunnencus:

MoHoTepanua
ObxuaiiHaTa JO3UPOBKA € KAKTO CIIEIBA:

Bw3pacmnuu
Jleuenuero ce 3anousa ¢ 500-600 mg aHeBHO, cnen KoeTo ao3ara 6aBHO ce MOBHIIaBa HA TPHAHEBHH

MHTEPBAJIH, 0O NOCTHIaHe Ha KOHTPOJ BLPXY NMPHCTHIUTE. TOBa Hal-ueCcTo ce nOCTUra NpH A03UPOBKA
mexay | 000 mg u 2 000 mg naeBHo T.e. 20 30 mg/kg TenecHa maca. Korato He ce moJy4yH aaeKkBaTeH
KOHTPOJI BbPXY NPHUCTBITMTE IIPH Ta3Hd JO3UPOBKA, 103aTa MOKe Aa ce noBUIH A0 2 500 mg aHeBHO.

[leouampuyna nonynayust

Heya nao 20 kg:

[IspBoHavanHata g03a TpsAdBa ga 6Obae 250-300 mg AHEBHO (He3aBHCHMO OT TEIIOTO) C paspeaeHH
MHTEPBAJIM Ha NIOKaYBaHe, A0 MOJYYaBaHe Ha KOHTPOJI BbpXY [PHCTRIIMTE, HAM-4€CTO TOBA Ce
noyiyuyaBa npH 20-30 mg/kg TenecHa maca nHeBHO. Korato He ce noiryyuu agekBaTeH KOHTPOI BEPXY
MPHUCTBITATE MPH Ta3H N03UPOBKA, TOraBa A03aTa MOXe J1a ce noBMLIH 40 35 mg/kg TenecHa Maca
IHEBHO.

Heya noo 20 kg
(OOKKHOBEHO HAYATHATA AO3UPOBKA € npubauzutento 10-15 mg/kg renecHo Terno Ay

MakcumanHa a03a ot 50 mg/kg/24 yaca.

Xopa e nanpeonana eb3pacm
Bpnipekn, ue ¢papMakOKHHETHKATA HA BAINPOaTa ce€ NIPOMEHs C HanpeJBaHe Ha



OrpaHH4eHO KIMHWYHO 3HAYEHHE U JO3MPOBKATA Ce OTIPELENs OT KOHTpOIa BbpXY NpucThnUTe. C
Bb3pacTTa HapacTBa 00eMbT Ha pa3npelesiCHUE Nopaay HAMalIEHOTO CBBP3BaHe CbC CEPYMHHA
aIOyMHH, 0eabT HA CBOOOAHOTO 1EKapCTBO HapacTBa. Tosa TpaOBa 1a ce HMa npel BUA NPH
KIMHUYHOTO HHTEpNpeTUpaHe Ha IU1a3MEHHWTE HHBAa Ha BANPOEBAaTa KUCEIHHA.

IHayuenmu ¢ 6vbpeuna HedocmamvbyHoCm WWIU HAPYIERUe Ha YepHoopobrama QyHKYun

[1pu nanueHTH ¢ 6BEOpeUHa HEAOCTATEYHOCT MOXKE J1a CC HAJIOKH HaMalIiBaHE Ha 103aTa WIH
yBe/1HYaBaHe Ha 403aTa [PH NMallMeHTH Ha XeMoaManuia. Bannpoar ce oraend npy avaiusa (BK. Touka
4.9). Hosuporkara Tpsabea a ce MpOMeHs Copea KITHHWYHOTO MNPOCAE/IABAHE HA NALIMEHTA (BXK. TOUKa
4.4). JlozaTa Tpadea 1a Obje cbobpa3cHa ¢ KIMHWUYHUTE NPOABH, JOKATO MOHUTOPUPAHETO HA
[UIA3MEHHTe KOHLUEHTpaLKH MOXe aa Obi¢ HeBEPEeH OPHEHTHP (BXK. TouKa 5.2).

KomOHBEHpaHna Tepanud

Korato ce 3anouBa nedyenue ¢ KoHBy/IeKe XpOHO NMPH MaLMEHTH, KOMTO BEY€ MpUEMAT ApPYTH
aHTHKOHBYJICAHTH, IPUEMET HA NTOCIeAHHTE TpAOBa Aa ObAaT criupaH OaBHO U MOCTENCHHO, a
NMOBHILIABAHETO Ha A03aTa Ha KoHBYNeKc XpoHO TpabBa fa cTaBa NOCTENEHHO, KATO LENTa €
ONTHMAJTHATa JO3UPOBKaA Aa ObAe AOCTHUrHaTa 3a OKOJIO ABE CEAMHLU. B HAKOM clmy4au ce OKazea
HeoOXOOMMO J1a ce MOBMIIM AHeBHaTa o3upoBKa ¢ 5 o 10 mg/kg/aHeBHO, KOTaTo ce mpusiara
KOMOUWHALHA ¢ AHTUKOHBYJICAHTH, KOUTO NpPeIM3BUKBAT MHIYKLHA HA YepHOApOoOHATA eH3UMHA
aKTMBHOCT, HanpuMep - $eHuTonH, peHobapduran u kapMabasenuH.

Cnen npexpaTaBaHE IPHEMa HA €H3UMHHU HHAYKTOPH, € Bb3MOXHO J1a Ce NMOCTHIHE KOHTPOI BBPXY
MPUCTBIMUTE ¢ NTO-HUCKM 1031 KoHBysieke XxpoHo. KoraTo ce npunara ¢XHOBpeMeHHO ¢ OapOuTypatu u
ce 3abenexHn U3BECTHO ceaupaHe (ocobeHo MpH aelia), no3ara Ha OapOutyparta TpsabBa na O6ba¢
MOHUWXKEHA.

l{eduampuyna nonyrayun
NB. Ilpu neua, npy CECTOSHUAETO, MIPU KOETO C€ H3UCKBA N03UpOBKaTa Aa ObIE N0-BHCOKA OT
40 mg/kg/nHenHo, Tpabra na ce MOHUTOPUPAT KIIMHUYHO-XUMHUYHHTE K XeMAaTOJIOTHUHUTE

[IapaMeTpH.

OnTtHUMaTHaTa K03UPOBKA Ce OTIPEACIIA INIABHO OT MOCTHIAHETO Ha KOHTPOJ BbPXY NMPUCTBITHTE U
peJOBHO M3MEpPBaHE Ha ILUTa3MEHMTE HUBA He € HeoOxoaumo. UsmepBaHeTo Ha nia3MeHWTE HHBA,
ofaue, ¢ HeoOXOIUMO U MOXE Ja ObAe H3KTIOYHTETHO TTOJIE3HO, KOraTo He ¢€ MOCTHra J00bBp
KJIHHH4YEeH KOHTPOJ WJIH CE NMOA03Hpa MogBaTa Ha HEKEMaHU peakuMH (BxK. Touka 5.2).

AdeKkTHBHM NICHX03H (CaMO MPH BL3PACTHH NAITHEHTH):
[lpenopryBa ce mppBoHayuanta g103a S00-1000 mg aHerHO, pa3aeneHa Ha equH-ABa npueMa. CUIHO

BH30YAE€HHW NalMeHTH MoraT Ja Obaat AekyBanM ¢ ao34 10 1 500 mg/aHepHo. I[locTeneHHO NokayBaHe
Ha 103aTa MOXKe 1a C€ U3BbPIUBA npe3 2-4 nHH, KaTo TO TpAOBa ga O6bjae NpuapyKEHOo ¢
MOHHUTOPHPAHE Ha IUTa3MEHWTE HMBA (TepaneBTHuHH rpandum S(0-125 mg/1), moKkaTo ce MoCTUrHe
)KENAHUAT KAUHAYeH edeKT unu ce NOABAT HexelaHu peakUuuH. [IpodpunakTHYHOTO NeUeHHE €
WHAWBUYAJTHO U C€ IPOBEXJA ¢ Hall-HUCKATa €()eKTHBHA A034.

llecuampuuna nonyiayun

EdmnkacHocTTa Ha KOHBYNEke nipu Aeua noa 18 rogMHu B N€4e€HHeTO Ha MaHHHHH €MU301H IpH
OMITOJIAPHO pa3CTPOHCTBO HE € yCTAaHOBEHA. 3a noBeye nHpopMalua 3a Oe30nacHOCTTA NPH JeLa,
BYOKTE TOUKA 4.8.

HayuH Ha IPHJIOMKCHHC

KoHByieke XpOHO TabNeTKH ca npegHa3HAYEHH 3a OPATHO MPHWIOXKEHHKE.

KoHByJiekc XpOHO MOXe [a Ce pHeMa eAMH IThT WM ABa NbTH AHEBHO. Tabnetk
XpOHO MOrar Aa ObaaT pa3uyrnBaHu Ha MOJIOBUHKH, HO HE TpaOBa na 6baaT pasTy
cabBKBaHU. TabneTkure TpaOBa Aa ce MPUEMAT C A0CTATBYHO TEYHOCT 10 BpeMe
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4.3 IlporrBonokazanus
KoHBynexc XpOHO e MPOTHBOIOKA3aH B CNIEAHHTE CITydaH:

- CBPBXUYBCTBUTENIHOCT AKTUBHOTO BEIIECTBO WIH KBM HAKOE OT MOMOILIHMUTE BELLECTRA,
13bpoeHHU B TOUKa 6.1.

- AKTHUBHH 4yepHOApoOHH 3a00IIBaAHHSA

- (daMUITHA aHAMHE3a 32 TEeXKKA 4epHOAPOOHa AMCHYHKLMA (B YaCTHOCT CBbp3aHa C MPHEM Ha
JEeKapcTRa)

- [lopdupus

- EoHOBPEMEHHOTO NPUIOHKEHHUE ¢ MEPIOXHH

- OCTbp ¥ XPOHHMHEH XEMaTUT

- [launeHTH ¢ MHTOXOHOPHANIHK HApYLICHMS, IPHYHHEHH OT MYTaLlMH B AJPEHHS reH, KOAHpalll
MUTOXOHAPHATHMUSA €H3UM nosnMepaza y (POLG), Hanp. cuaapom Ha Alpers-Huttenlocher,
KaKTO M NpH Jella MoJ 2 roAvIIHA Bb3pacT, 32 KOMTO C€ CMATA, Y€ UMAT HapyllleHHe, CBbP3aHO C
POLG reHa (Bwx To4ka 4.4)

- [launeHTH ¢ U3BECTHU HApPYLUEHUA B YPEHHUA LIMKDBI (BK. TOUKa 4.4)

JleyeHre Ha enuiencus

- [To BpemMe Ha OpeMEHHOCT, OCBEH KOraTo HAMA NMOAXOAANIO AJITEPHATHBHO JieueHHEe (BHXK TOYKA
4.4 u 4.6).

- [1p# sxeHH ¢ AeTEPOAECH NOTEHIIHAN, OCBEH KOraTO Ca M3MBJIHEHH YC/IOBUATA Ha MporpaMara 3a
npeanassaHe 0T OpeMEHHOCT (B TOuKa 4.4 U 4.6).

JleyeHue Ha OUNONAPHO Pa3CTPOHCTBO

- [Io Bpeme Ha OpemenHoCT (BUX TouKa 4.4 u 4.6).

- [IpH 3keHH ¢ AeTepoAeH NOTEHIHall, OCBEH KOraTo ¢a H3MTbJIHEHH YCJIOBHATA Ha NporpamMara 3a
Mpeana3BpaHe oT OpeMeHHOCT (BHWX To4ka 4.4 U 4.6).




4.4. CpnelnHaJHH npeaynpexacHus U NpenaiHH MEPKH npu ynorpeda

IIporpama 3a npeanassaHe 0T DpeMeHHOCT

BannpoaT HMa BUCOK TepaTOreHeH MOTEHLHAJ M NP ACLAaTa, HIIOKEHH Ha BAJIIIPOAT in utero, HMa
BMCOK PHUCK OT BpoAeHH MahopMaluK 1 HapyllleHUs B pa3BUTHETO Ha HEpBHATa CUCTEMA (BXK.

TO4Ka 4.6).

KOHB}’HGKC XpOHO € TIPOTHBCIIOKA3aH B CJICJHUTE CITYUaH.

JleyeHHe Ha erntHunencus
- [lo BpeMe Ha OpPEeMEHHOCT, OCBEH KOraTo HAMAa MOAXOAALIO ATEPHATHBHO JIEUCHHUE (BHXK TOYKA

4.3 u 4.6).
- [1py xeHu ¢ JeTepoleH NOTeHLHal, OCBEH KOraTo ca W3NBbJIHEHH YCIIOBUATA Ha MporpaMara 3a

npeana3sade oT OpeMeHHOCT (BHxK TOUKA 4.3 U 4.6).

JleueHUe Ha OUIONAPHO PA3CTPONHCTRO
- [To BpeMe Ha OpeMeHHOCT (BHXK TOuka 4.3 1 4.6).
- [Tpy sxeHM ¢ neTepoAeH NOTEHLHA, OCBEH KOraTo ca U3NbJHEHH YCJIOBHATA HA NporpaMara 3a

npeanaspaHe oT OpeMeHHocT (BHx Touka 4.3 u 4.6).

Yc/I0BMS Ha ITPOrpaMara 3a npeana3BaHe 0T OpeMeHHOCT:

[IpennucBalpAT Ackap TpaOpa Aa rapaHTHpa, Ye:

- MHANBHAYAJTHUTE OOCTOATENCTRA ca 3aB/KUTENTHO OLIEHABAHH BB BCEKH OTAEJIEH Clly4yai,
KaTo NalMeHTKaTa TpaOBa Ja Obe BiIIOYEeHa B JUCKYCHATA, 34 Ja C€ OCHIYPH aHTaXXKHPAHOCTTA
i, na ce oOCHIAT TEpaneBTUYHUTE BB3MOXHOCTH M [1a C€ rapaHTHpa HEHHOTO pa3bHpaHe Ha
pUCKOBETE U HEOOXOOHMHUTE MEPKH 3a CBEXKAAHE Ha PUCKOBETE 00 MUHUMYM.

- MOTEHUHUAITBT 3a HACTBIBaHe HA OPEMEHHOCT € OLIEHEH MPU BCHUYMKH NALUEHTKH OT XKEHCKH MOJI.

- nayueHTKaTa € pa3dpana ¥ NOTRbPAWIA, Y€ OCH3HABA PUCKOBETE OT BPOASHH Mal(popMallii U
HapyLICHHUA B Pa3BUTHETO HA HEPBHATA CUCTEMA, BKIIIOYUTETHO CTEMEHTA Ha TE3W PUCKOBE 3a
[e11aTa, ¢ eKCMO3ULIMA In utero Ha BAJIIIPOAT.

- [nalMeHTKaTa pa3zdupa HeoOXOAUMOCTTa OT NPOBEXIaHe HA TECT 32 OPEeMEHHOCT Npenu
3a[I0UBAHE HA JICYEHUETO H IO BpEME Ha JISHEHHETO, KaKTO € HeobXoauMo.

- NALUMEHTKATA € KOHCYJITUpaHa 110 OTHOLIEHHE Ha KOHTPALENILMATA ¥ € B ChbCTOAHHE a Ce
chOOpazH ¢ HEOOXOAUMOCTTA OT U3NOJI3BAHE HA €hEeKTHBHA KOHTpaUenuns*, 6e3 npexkscpaHe
10 BpeMe Ha LIeJIHA MepHOoA Ha JICYEHHUE ¢ BaJIIIpoar.

- [MALHEHTKaTa pa3bupa HeoOXOAMMOCTTA OT peoBeH (MOHE BeAHLX IOAKILHO ) Nperie Ha
JICYEHHETO OT CIIELMAITMCT ¢ OITUT B JICYEHHETO Ha SIMMIEICHA, OUNONApHO pa3CcTpOHCTBO.

- nauMeHTKaTa pa3bupa HeoOX0IUMMOCTTA Aa C€ KOHCYJITHpA ChC CBOA JIEKap BeIHara oM
TUIaHUpa OPEMEHHOCT, 34 14 C€ OCUrypH CBOSBPEMEHHO 00ChKNaHE U NPEMHHABAHE KbM
ANITEPHAaTUBHH BB3MOXHOCTH 34 JICUCHUE MMPEIM 3a4EBaHe H NIpeau Oa ce NpeKpaTH
KOHTpALIENLHATA.

- NAaLMEHTKATa pa3drupa HeOOXOAMMOCTTa OT CIEIIHA KOHCYJITALMA ChC CBOA JIEKap B Cyuai Ha
OpEeMEHHOCT.

- nauyMeHTKaTa e nony4uwia PbKOBOACTBOTO 34 MaLlMEHTA.

- MalHeHTKaTa MOTBbPXKIAABA, Y€ € pa3dpana pUCKOBETE U HEOOXOAUMHTE MPEATNIa3HH MEPKH,
CBBbp3aHH ¢ ynoTpebara Ha Bannpoar (I'oauiueH ¢popMynap 3a NOTBPXKAECHHE OCB3HABAHETO HA
PHCKa).

Tesn ycrioBHA ce OTHACAT U 3a JKE€HH, KOUTO MOHACTOALLEM He ca CEKCYAJTHO aKTHBHH, OCBEL
NpPeANUCBaLMAT JIEKap CMATA, Y€ ChLUECTBYBAT yOSAUTEIHHA IPHYHHH 1A CE MTOCOYH,
OT HACTBINBAHE Ha OPEMEHHOCT.

Jeua oT )K€HCKHU noJ
- IIpeanMcBaniuTe NeKapH

A0Ba a ca CUI'YPHH, Y€ POIMTEINTE/TIONATALL




>KEHCKM NOoJ1 pa3dupat HeoOX0AMMOCTTa Ja CE CBBPKAT ChC CIICLHANIMCT BEHAra ciie]l KaTo
JETETO OT HKEHCKH T0J1, KOETO MpUeMa Baniipoar, Noly4ys MEHapXe.

- [IpeanucBalumAT Jiekap TpaOBa Aa rapaHTHpa, Y€ POAMTEIINTE/NTOJIAralMTE I'PHXKH 3a Aelia OT
KEHCKH I10J1, KOUTO ca NOTyYHIH MEHApXeE, ¢a NONyYWIH noapoOHa HHGOpMaLHs 3a pHCKOBETE
OT BPOAEHH MaOPMALHU U H30CTaBaHE B PA3BUTHETO HA HEPBHATA CHCTEMA, BK/IFOYHTETHO
CTEMEHTA Ha TE€3W PUCKOBE 3a JielaTa, C eKCHO3HLKS In utero Ha Baampoar.

- [Ipy NauMeHTKH, KOUTO ca MOTYUYWIH MeHapxe, MPEANUCBALMAT Jiekap TpsabBa na npeoLieHABa
€XEroAHO HY)KIATa OT TEPANKA C BAINPOAT U Aa OOMHUCIIH aJITePHATHBHH Bb3MOXXHOCTH 34
NeyeHre. AKO BAINPOAT € EAMHCTBEHOTO NOAXOAALLO JICUECHHE, TpA0Ba na ce o6ChaaT
HeOOXOAMMOCTTA OT W3IT0/I3BaHe Ha eeKTUBHA KOHTPALLIHA ¥ BCHYKH APYIY YCJIOBHA Ha
[Iporpamara 3a npeanassane ot OpemMeHHOCT. CieUHaNUCTRT TPAOBA Aa MOJIOKH BCHUYKH
YCHJIMA JETETO OT JKEHCKH 110J1 Aa NPEMHUHE Ha AJITEPHATHBHO JieYEHHUE, NPEIH Ja € HaBBPIIHIIO

ITBJIHOJICTHE.

TecTt 3a HpeMeHHOCT
Hpeawn HauanoTo Ha JICUEHHETO ¢ BANIPOAT TpAOBa Aa ce u3kmoun OpemennocT. He Tpabea na ce

3aM04Ba JICUEHHE C BAJIIPOAT IPH JKEHHU C AETEPOAEH TOTeHUMaN €3 OTPHIATENEH PE3YIITAT OT TECT
3a OpeMEHHOCT (KpbBEH TecT 3a OpeMEHHOCT), NOTBBPAEH OT JIeKap, 3a Ja C€ H3KIIIOYH HEXE/IaHATA
ynorpeba rno ppeMe Ha OpeMEeHHOCT.

KouTpauenuus

JKennre ¢ neTepoacH NOTEHLMAN, HA KOMTO € NMPEANNHCaH BafpoaT, TpsAOBa a U3N0N3BAT
edexTrBHA KOHTpauenuKa 6e3 npekbeBaHe Mpe3 LU NepHoA Ha ileueHHe ¢ saanpoar. Ha Tesu
NnalnveHTKH TpAOBa Aa ObJAC NperocTaBeHa H3UepnaTelHa HHQOpMALHA OTHOCHO MPeAIia3BaHeETO OT
OpemMeHHOCT U TpAOBa Ja 6bAAaT HACOUEHH 3a CHBET OTHOCHO KOHTPALIENLIMS, aKO HE W3IOA3BAT
eeKTHBHA Takasa. Tps0OBa na ce H3MOA3Ba HAH-MAIKO €IMH €(PEeKTHBEH METON 3a KOHTPaLlenius
(33 MpeANnoYHTAHE HE3aBUCHMA OT NnoTpedurens ¢opMa, KaTo HalpUMep BETPEMaTO4YHa CIHpasia
WITH UMILIAHTAT), HIH ABE AOMBABALLM ce (OPMH Ha KOHTpaLIEIILUA, BKJIIOYHTEIHO Gapueper
Metod. MuanBuyanHure obCcTodTeNncTBa TpAOBa Aa ce OLIEHABAT NPU BCEKH OTAENEH Ciayyaii,
KOraTo ¢€ H30Hpa METOJ Ha KOHTpaLenuus, KaTo nalleHTKaTa TpsaOBa f1a ¢e BKJIKOYH B
00CHIKRAHETO, 34 14 Ce rapaHTHpa HeHHaTa aHTaKMPAHOCT M CMA3BAHETO HAa M3OpaHUTE MEpKH.
Haxce na uma ameHopes, T4 TpabBa 1a crazBa BCHUKH CHBETH 3a €PEeKTHBHA KOHTPALICTILIMA.

CpencTea chabpKaIlH €CTPOreH

ExHoBpeMeRHATa ynoTpeda Cbe cpeacTsa ChAbPKAILH €CTPOTeH, BKIKOYHTEIHO ChAbPKALLIMTE
€CTPOreH XOPMOHA/IHH KOHTpaUuenTuBy, OU MOTJIO 1a JOBe/e 10 HaMallsBaHe Ha €¢(PHKAaCHOCTTA Ha
Bannpoat (Bx. Touka 4.5). [lpeanucpainre nexapu Tpabpa Aa MpocieAABaT KIMHHYHHA OTrOBOP
(KOHTpO/ Ha NpUNaXbLMTE) NMPU 3a[I0YBAHE WIH NPEKPaTABAHE Ha JIEYEHHETO ChC CPEACTBA

CbABPKAllA €CTPOTEH.

["ogumen nperjaea Ha JEYEHHETO OT MEeHLIMHCKH CRelIHATUCT

CrneunanucTeT TpabBa MOHe BEAHBK FOAHIIHO Aa MPEeUSHBA 1AM BAIpoar € Hail MoAXOAALIOTO
Ne4eHHue 3a naumenTkara. CneunanucTsT Tpa6Ba na obceau [Noaviuuus GopMyap 3a
NOTBBPIKACHHUE OCH3HABAHETO HA PHCKa MPH 3aMI0YBAHE HA JIEYEHHETO U NPH BCEKH MOJMILEH
npernea, U ia rapaHTHpa, Y€ NaHEHTHT € pa3dpan cbAbPKAHHETO MY,

[ lnanupane Ha OGpeMeHHOCTTa
3a NOKa3aHHETO EMWJIENICHS, aKO XKEHATA IJ1aHMpa Aa 3a0peMeHee, TepanuaTa ¢ Baanpoar Tpabsa aa
C€ MMPEOLCHH OT CMELIUANIACT C ONMT B ICUEHUETO HA CITHIIETICUA M Ja ce OOMHUCHAT aNTepHATUBHH
BB3MOXKHOCTH 3a JieueHHe. TpabBa aa ce mosjioxkaT BCHUKH YCHIIHA, 3a Ja C€ NPEMHHE Ha
[MOAXOAALLO AITEPHATHBHO JICUECHHE NPEIH 3a4eBaHe W NMPEIH NPeKpaTABaAHE HA KOHTPALICTLIYATS
AKO CMAHaTa Ha IEYEHHETO He € BB3MOXKHA, JkeHaTa TpaGBa Aa MoJy4H JOIbJIHHTENHA
KOHCYJITallisi OTHOCHO PUCKOBETE ¢ BAINPOAT 3a HEPOJAECHOTO AETE B MOAKPENA HA U
H B3eMaHe Ha peLleHHUE OTHOCHO CEMEHHOTO MiIaHupaHe.
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MpoBEac KOHCYIITAUHA CBC CIICHHAIIUCT C OIMUT B JICHCHHUCTO Ha 6HHOHHPHO pEISCTpDﬁCTBG H
JICHEHHETO C BAJIIIPOAT TPHGBEI. aa ce MMpPCyYyCTAaHOBH, H AKO € HEOﬁKOﬂHMO Aa CC NIPpCMHHC Ha
AJITCPpHATHBHO JICUCHHE MPCOH 3a4CBaHe U MPEIH TIPCKPATABAHC Ha KOHTPALCTILHATA.

B caydai Ha OpeMEHHOCT

AKO eHa, KOATO Ce JIEKyBa ¢ BaNnpoar, 3abpeMeHee, T4 TpadBa He3abaBHO J1a ce HACOUYM KbM
CTICLIMANIMCT, 3a /1a C€ NPEOLUCHH JIEYEHHUETO ¢ BANMPOAT U 14 ce OOCHAAT aITepHATUBHH
BB3MOXHOCTH. BCHYKHM MMAUMEHTKH ¢ €KCTIO3ULMA Ha BAINPOAT 110 BpeMe Ha OPEMEHHOCT M TEXHUTE
napTHLOPH TpsiOpa Aa ObJaT HACOUEHH KbM CIELHATHCT 34 OLICHKA U KOHCYJITHPAHE
(crieLHasM3KpaH APEHATAIEH MOHHUTOPHHI ) OTHOCHO €KCINIOHUpPaHATa OpeMEHHOCT {BHXK TOUKA 4.6).

dapmMalieBTET TpabBa Ja rapaHrupa, ue

- [IPH BCAKQ OTIIYCKAHE Ha BAJIpOaT € NNMpCAOCTABCHA KapTa Ha MalUCHTA U TTallMCHTKHTC

pa3OHpaT HEMHOTO ChAbPKAHHE.
- MalHEeHTKUTE Ca MOCHBETBAHH Ja He CIIHpAT JISYEHHETO ¢ BAJINpoaT U He3abaBHO 1a ce CBbpKaT

ChC CIIELMATTACT NPH TJIaHApaHa WK NI0103UpaHa OpeMeHHOCT.

OO0yuuTeJHU MaTepUaIn

3a Ja ce NOANOMOTrHaT MEAHLIMHCKHTE CIeLMATHCTH M MAUMEHTKHUTE B ACHCTBUATA Ja ce H3berHe
EKCTNO3HLKATA Ha BAJINPOAT MO BpEME HAa OPEMEHHOCT, MPUTEXKATE/AT HA Pa3pelICHUETO 33
yroTpeda e npeaocTaBuI 00y4UHTENTHA MaTepHAIH 3a IOACWIBAHE HA NMPEAYNPEKACHUATA U
NpeA0CTaBAHE HA YKa3aHHUs OTHOCHO ynoTpedara Ha BaIpoaT NMPH 3KeHH ¢ AeTepolieH MOTEHLHAN !
HHOpMaLIHA 32 COBPXKAHHETO Ha NMporpaMara 3a npeanasBaHe ot OpemeHHocT. Ha BCuuK# XeHH ¢
AeTEPOACH MOTELIMAl, KOMTO M3MOM3BAT BANNpPOAT, TpAOBa Ja ce Npei0CTaBH PLKOBOICTBO 34

MalMeHTa ¥ KapTa Ha MALMECHTA.
Tpabea na ce u3non3sa roauiieH GopMysap 3a NOTBBPKACHHE OCh3HABAHETO HA PUCKA MPH

3al104BaHe Ha JICHCHHUCTO H 110 BPpEME Ha BCCKH I'OAHUICH ITPCrJICA Ha JICUCHHUCTO C BaJINIpoaT OT
CIICHUHAJIHUCTA.

Yrorpeba npH MALMEHTH OT MBXXKH IO

PeTpocnekTUBHO 00CEpBAUMOHHO MPOYYBaHe [I0Ka3Ba MTOBUILEH PUCK OT pa3CcTpONCTBA Ha
HeBpOAOrHIHOTO pa3BUTHE (neurodevelopmental disorders, NDD) npu neua, unuro daiuu ca
JIEKyBaHM ¢ BAINpoar npes 3-te Mecewla rpeau 3a4eBaHeTo, B CpaBHEHUe ¢ Aeuara, YMHTO baliid ca
NEeKyBaHM ¢ JAMOTPIDKHMH WIH JieBeTHpaueTaM (BXK. Touka 4.6).

KaTo npeanasHa Mapka, npeaNHCBalIWTe JeKapu TpAOBa 1a MHQOpMHpAT NallMEHTHTE MbXKE 34 TO3H
NOTEHLHAMEH PUCK (BK. TouKa 4.6) U aa oOchaaT HeobxoaumocTTa oT OOMHKC/IAHE Ha e(PEeKTHBHA
KOHTpaLENLus, BKIIOUHTE/HO M 3a IIapTHLOPKATa, 110 BpeMe Ha yroTpedaTa Ha BANNPOAT U B
[NpOAB/DKEHHE Ha NMOHE 3 Mecella cnel IpekpaTaBaHe Ha ieueHueTo. IlauneHTHTe OT MBXKH 11071 HE
TpsAOBa [a JapaBaT CIIepMa 1o BpeMe Ha JISHEHUETO W B NPOALIKCHUE Ha NTOHE 3 MeceLa clie
PEKpaTABaHE HA JICYCHHUETO.

[TauueHTHTE OT MBIKKH MMOJI, IEKYBAHH C BAJNpPOAT, TPAORA peIoBHO [a C€ NMPErIeXKAAT OT JIEKYBaLlHs
M JIeKap, 3a Ja ¢e NPeLeHH JaNK BAANpoaThT OCTaBa HAM-MOAXONALIOTO JISUSHHE 3a TAX. 3a NMalMeHTH
OT MBXKKH T10J1, KOUTO TUTAHUPAT J1a 3aYeHaT JeTe, TpsAdBa Ja ce OOMHCIAT U a4 ¢e OOCHAAT ¢ TAX
MOAXOAALUH aITEPHATHBH Ha JleueHHEeTO. BBB BCekH otaeneH cayyali Tpabea ia ce OlLEHAT
HHIUBUAYAITHUTE 00cTOATENCTBA. [IpenopBLYMTENHO € MPH HEOOXOXMMOCT Aa C€ NMOTBPCH CHBET OT
CNELHATIUCT ¢ OMHUT B JIGUEHHUETO HA eMIIETICHA HIH OHUIIOJIAPHO PasCTOHCTRO.

HanuuHu ca DﬁY‘IHTEHHH MaTCpHaJik 3a MCAHUIIHHCKH CIICHHATHCTH H NALHEHTHTC MK
NALHEHTHTE OT MBbsKKH I[10J1, H3I10N3BALHK BAIIPOAT, Tpﬂﬁﬂa Aa CC NpeIdOCTAaBH PbKQBEOXR
[IALUEHTA.




Camoyduiicmeo/Cyuyuoru MUCAU Wit KIUHUYHO érowiasane. 1Ipy NauMeHTH, JIeKyBaHHM C
AHTHETHJICNTALIY IO pa3/InyHU NOKA3aHHA ca ¢hoOLIaBaHH CyHUMAHA uaeaurs U rnosegeHue. Mera
aHaM3 Ha PaHJOMHU3HPAHH, IALE00-KOHTPOJIMPAHH H3TIMTBAHHMA HA aHTHEIMWICIITHLIM ChIIO TI0Ka3Ba
MaJIBK, HO MOBHUILEH PHCK OT CYHLUHAHA HaealMs M MOoBeAcHHe. MeXaHM3MBT Ha TO3H PUCK HE € SICEH
1 HAJTHYHHATE NAHHH HE H3KJTIOYBAT BE3MOXKHOCTTA 3a MOBHUIIEH PACK NPH HATPHEB BAJIIPOaT.

3aroBa nalHeHTHTE TpAOBa Ja OBAaT NMpocieAsBaHN 33 NPM3HAlUHK Ha CYHLIMAHA HAeallHd H NTOBEIEHHE
U TpAOBa 1a ce npeAnpUeMe CLOTBETHOTO NeveHre. Ha mauueHTHTE (M XOpaTa, KOUTO ¢ IPHXKAT 34
TAX) TpAORa Aa ce 00bpHE BHUMAHHUE a NOTHPCAT JE€KAPCKHU CLBET, B CITy4aH, Ye ¢e MOABAT ITPHIHALIH

Ha CYULUHIOHA HACaUHWA U ITOBCOACHHUC.

Heproopobru: pyTHHHO H3MEPBAaHE Ha YyepHOoApoOHaTa QYHKLMUA TpabBa na 6bae U3BLPLICHO Npeau
3aMMOYBaHE HA JICYCHHETO H NEPUOAHYHO NMPOBEXAAHO Mpe3 MBLPBUTE LIECT Mecella, 0cobeHo npH Te3u
NaUMEHTH, KOMTO IMONAAAT B PUCKOBA I'PyNa WJIH KMAT AHAMHECTHYHH IaHHH 3a 3a00IsBaHe Ha
yepHus Jpod. Takuea nauueHTH TpAORa Ja ObOaT OOEKT Ha Y4ecTO MOHUTOpHpaHe (BXK. Touka 4.8).

Xemamonoauynu: 11peau 3anoypaHe Ha JICHEHUETO, KAKTO M MIPeU XUPYPru4ecKka HHTEPBEHIIHA,
KIMHHUMCTBT TpadBa Ja ¢ce NOACUIYPH, KaTO H3BbPLUM KPBbBHH TeCTOBE (U30pOsBaHe Ha KPBBHUTE
€IIEMEHTH, U3MEPBAHE HA BPEME HA KbPBEHE, KOAryJalMOHHH TECTOBE), C Lie]1 H30ArsaHe Ha
YCNOXHEHHS, CBBP3aHHU ¢ KpbBOTEYCHHE (BXK. TOUka 4.8).

Hanxkpeamum: MHOro psaako ce cr0011aBa 3a TEXKHA NaHKPEAaTHTH, KOUTO Morar aa Obaat dbaTtaiHu.
PUCKBT OT ¢aTaneH U3xo € no-rojsfaM nNpyu MaJiky Aclia H HaMaliiaBa ¢ HApacTBaHE HA BL3pacTTa.
Texxu npunaabLM WIK TEXKH HEBPOJOTHMYHH YCIIOXHEHHA C [pUaradHe Ha KoMOMHHpaHa
aHTHUKOHBYJICHBHA TEpANMA MoraT ga Ob1aT puckoB (akTop 3a TeXXBK NaHKpeaTHT. ChbuyeTaHHETO Ha
YEpHOAPCOHO YBPEXKAAHE C MAaHKPeaTHT NOBULIABA pUCKa OT (hatanieH u3xol. [laumeHTure TpaOBa Na
OBJAT NOCHBETBAHM 4 C€ KOHCYJITUPAT C JIEKYBALUs CH JieKap He3abaBHO cieql nogsara Ha
CUMIITOMM OT CTpAHA HA XpPaHOCMUJIATEIHUA TPaKT WIH MaHKpeaTUT (HanpuMep KopeMHa 0oJika,
rajicHe U NoBpsllade). MeIULUHCKO H3cTeaBaHe (BIIIOUMTENHO H3MEPBAHE HA CepyMHATa aMIJIa3a)
TpaOBa fAa 6be U3BBPLICHO MPH MALMEHTHTE, MPH KOUTO C€ MOJ03Hpa NMaHKPEeaTHT, 4 TEYEHHETO C
KoHBysiekc XpoHO Tpa0OBa Aa Obae NpeKpaTeHO, aKO AHArHO3aTa MMAHKPEATHT Ce MOTBBLP/M.

Hanvanagane: BannpoarsT 4eCTO NMPEAA3BUKBA HApacTBAHE HA TENECHOTO TErjio, KOeTo MOoXKe Ja
OBbJIe 3HAaUMTEITHO H NIPOTpecMBHO. BCHukK nauueHTH, TpaOBa Aa ObaaT npenynpeaeHH 3a TO3H PHCK
[IpM 3allOYBAHE HA JICUEHUETO U Ja ObJaT NpeaAnpHeTH ChOTBETHHTE MEPKH 3a MpedoTBPaTABAHE Ha
HaITbJIHABAHETO.

Cucmemen aynyc epumemamoodec: CrieUHaTHO BHUMaHHe € H3UCKBA, KOraTo TOBA JIEKAPCTBO CE
M3I10J13Ba NMPH MALKMEHTH, KOHTO UMAT CUMITTOMM, HACOYBALIX KbM CHCTEMEH JIYMYC epHTEMATONEC H
[O-pAAKO CHMITTOMHM Ha APpYro MMyHHo 3abonasane. (BXx. Touka 4.8).

Tedxcky KOJICHU HeJCeRan U PEeaKyuu U an2uoedem

Texku koxcHHU HexenaHM peakuuu (Severe Cutaneous Adverse Reactions, SCARs), kaTo CHHIAPOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcuuna enuaepmanna nekposnsa (Toxic
Epidermal Necrolysis, TEN) n nekapcTeena peakuus ¢ eo3uHodHaus U cuctemun cumnromu (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputrema Mmynrudopme 1 aHrHoenem, ca
¢bOOILEHHU BBB BpB3Ka € JIeHeHHeTO ¢ Bannpoar. [launexrture Tpabea na 6saaT HHGOPMHPaHH 34
NPHU3HALKWTE W CUMIITOMUTE Ha CEPHO3HH KOXKHM MpOsABU U Aa ObIaT HablllogaBaHH BHUMATENHO. B
ciry4ai, 4ye ce HabmonasaT npusHaun Ha SCARs win aHruoenem, € HeobxoauMa Obp3a OLIEHKA H
IeYeHHETO TPAOBA J1a Ce MpeyCTaHOBH, ako AuarHo3ara Ha SCAR unu anruoezieM ce NOTBBPIH.

Xunepamonuemun. Korato ce nogo3upa eH3uMeH AeULUT B YpelHUA LIHKEJI, Ollle TIPeIH 3a04YBaHe
Ha JICYEHHUETO ¢ BAINpoaT TpadBa a ce U3BbPLIAT CHOTBETHUTE METaOOTUTHH M3CIIEABAH
PHUCKa OT XHIEepPaMOHUEMHS, CBBP3aHa ¢ MPUIOKEHHETO Ha BAJINPOAT.

3axapen ouabem: BannpoatsT ce elTHMHHHpA [TPEAUMHO Ype3 6B0peuuTe, YacTHYUH
KETOHHH TeNa, KOeTO MOXKe 2a fAaae PalllinBo NONOKHTEIHHM pPe3yITaTH NPH TeCTy
TpAOBa a UMa Mpell B NPH AHArHOCTHLMPAHE Ha BE3IMOXKHH AHabeTHLH.



Heduyum na xapruumun nammumouwr mpancpepaza (CPT) mun 11
[TaumeHTH ¢ HanUyeH AeULUT HA KapHUTHH nanMuToun tpaHcdepasa (CPT) tun II Tpabera na Owaar
npeaynpexeHy 3a Mo-rojigM pruck oT pabaoMHOIH3a, KOraTo [pyHeMar Bannpoar.

lHayuenmu ¢ uzeecmHo uau NOOCOIUPAHO MUMOXOHOPUATHO 30006aHE.

BannpoaT MOK€ [1a [IpeAM3BUKA WIK J1a BJIOLIH KIHHHYHHTE NPU3HALM Ha NOLIEKAIRUTE
MMTOXOHAPHAIIHH 3a00n9BaHmusA, MPUHKHEHH OT MyTalMK B MUTOXOHApHanHata /IHK, kakTo H B reHa
B aapoTto, kogupaul POLG. [lo-cneunanHo, No-BUCOK NMPOLIEHT HAa BaJIIPOaT-UHAYLIMPaHa OCTpa
yepHOAPOOHA HEAOCTATHYHOCT M CBbp3aHa ¢ YepHUA Apod CMBPT ce cbodlaBa Mpu NalUeHTH ¢
HACJICACTREHH HeBPOMETaOONMTHH CHHAPOMM, MPHUUHEHH OT MYTALIMM B FeHa, KOAWpALL
MHTOXOHApHATHMA eH3uM nonumepasa y (POLG), Hanp. curapom Ha Alpers-Huttenlocher.
Hapyenus, cebp3anu ¢ POLG, TpabBa na ce nogo3upar npy nauMeHTH ¢ paMUIHa aHaMHe3a Wik
HaCOYBallld CHMITTOMH Ha CBbp3aHo ¢ POLG HapylieHHe, BKIIOYUTEITHO, HO HE caMO HEODACHUMA
eHUedanonaTud, pedpakrepHa enuiencus (pokaana, MHOKIOHHYHA), CTATYC SIWIENTHKYC C
KJHHHYHA MPOABa, U30CTABAHE B PA3BUTUETO, ICHXOMOTOPHA PErpecHs, akCoOHajIHa CEH30MOTOPHA
HEBPOIATHA, MHOMNATHA, LiepeOpanHa aTakcusi, OPTaJIMOIUIErHA WIH YCIOXKHEHA MHIPEHa C aypa B
okuunutanHaTta obnact. Tectst 3a POLG MyTalKs ce U3BbpUIBA B CHOTBETCTBHE ¢ HACTOALLATA
KJIHHHYHA [PaKTHKA 34 AWArHOCTUYHATA OLIEHKA HA TAKMBA HapylIeHUs (BK. To4uka 4.3).

4.5. B3aumoaelcTBHE ¢ ZPYIH JIeKAPCTBEHH NPOAYKTH H Apyrd ¢opMH Ha B3aHMoJeiicTBHe

Edexmu na sarsnpoama 8bpxy opyeu aexapcmea

- Hesponenmuyu, MAQO- unxubumopu, anmudenpecanmu u 6eH300Ua3enunU

BannpoatbT MOXe a NMOTEHUMpa ePeKTUTE HAa APYTH MCHXOTPOINHM CPENCTBA, KaTO HERPOJIENTHLIM,
MAQO-uuxubuTOopH, aHTHAENpecaHTH KU OeH3oanaszenrHu. [IpenopbuBa ce KIMHHYHO MOHUTOpHpaHe
U, NIPpH HeOOXOAHUMOCT, A03aTa TpaOBea Ja 6bae KOpHripaHa.

- Denobapbuman

BannpoaTsT NOBHILABA CEPYMHHUTE KOHLICHTPAUUH Ha peHodapOuTana (Ob/hkH ¢e Ha NMOTHCKAHE Ha
YEepHOAPOOHUA KaTaboNMM3BM) H MOXKE J1a C€ MOAYYH CeAUPAHE, MO-YECTC CPEIaHo MpH JELa.
[Ipenopbura c€ KIMHHYHO MOHUTOPUpAHE Npe3 MbPBUTE |5 AHU HA KOMOUHHUPAHOTO JIEUEHHE C
He3abaBHO HaManaBaHe Ha f03ata Ha deHobapbuTana, ako ce NPOABU CeaAUpaHe, KAKTO M OTpeaciiaHe
Ha IJ1a3MeHHTe HKBA Ha PeHobapbuTana npu HeOOXOAUMOCT.

- IIpumuoon

BannpoatsT nOBUILIABA IUTA3MEHUTE HYMBA HA MPUMHAOHA ¢ U30CTPAHE HA HEXKENTAHHTE peakLUuH (KaTo
CEAUpaHe), KaTo T¢3H Dene3u ce npoABSIBAT NPU NMPOALKHTENHO JieueHue. [lpenopbuBa ¢e KITMHUYHO
MOHHTOpUpaHe, 0CoOEHO B HAYANIOTO Ha KOMOMHHpaHa Tepanusa ¢ KOPUTMpaHe Ha 403aTa Nnpu
HeOOX0AMMOCT.

- Qenumoun

BannpoaTkT noHWwkaea obiiaTa niasMeHa KOHUEHTpauusa Ha peHHTOHH. [lo-uecTo Bannpoarst
NoBHILIaBa cBOOOAHUTE POpMH Ha PEHHTOMHA, C BE3MO)KHH CHMITTOMH Ha npeao3upaHe (BanpoaThbT
U3MECTBa (PeHMTOHHA OT MECTATa Ha CBbP3BAHE BbPXY IUIa3MEHMTE IIPOTEMHH K HAMATABA
4epHOApOoOHHA My MeTaboH3bM). [Ipenopbyea c€ KIHHHYHO MOHHTOPHPAaHE, KOraTo ¢e ONpeaAeIAT
1asMeHWTe HUBa Ha ¢eHrTOruHA. TpadBa na ce onpeaensart U cesoboauure GopMu.

- Kapbamazenun
CboOulaBa ce 3a IpOABH Ha KIIMHUYHA TOKCHYHOCT MPH €AHOBPEMEHHO MPHWIOKEHHE Ha BANIMPOAT U
kapbamMa3enuH, Thb# KaTO BAANPOATHT MOXKE Aa MOTeHLMpa TOKCHUHHA eeKT Ha KapOaMase

KOpHTHpaHe Ha 103aTa [py He0OXOOUMOCT.

- STamompuocun
BanmpoatsT MOXKE Aa HAMATH MeTaboIM3Ma Ha TaMOTPH)KWHA U Aa MOBHILLIN CpeaH
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noayxuBoT. ClleJ0BaTeliHO, MpU He0OXOAUMOCT, Ao3aTa TpAOea Aa 6bae kopurHpaHa (HaMansiBaHe Ha
A03aTa Ha JJamMoTprkHHa). CeBMecTHaTa yrioTpeba MoXKe 1a YBEIIHUH pHcKa OT 00pHBH.

- 3u008YOuH
BannpoareT MOXKE Aa MOBHIIM IU1a3MEHAaTa KOHLIEHTpaUXA Ha 3UOOBYHH, KOETO Ja JOBEAE 0

[MOBHIIABaHEC TOKCHYHOCTTA Ha 3UAOBYAHHA.

- Bumamun K-3asucumu anmuxoazynanmu

AHTHKOAryIaHTHUAT ePexT Ha BapdapvH U APYTHTE KYMAPHHOBH aHTHKOATYJIAHTH MOXe a ce
[MOBHILM BCJIEACTBHE HA U3MECTBAHETO UM OT MECTaTa Ha CBHP3BAHE BHPXY [LN1a3MEHUTE NNPOTEUHH OT
BaJIIpoOeBaTa KUceMHa. Yecto TpsbBa Aa ce MOHUTOPUPA NPOTPOMOHHOBOTO BPEME.

- Temozonuo
EnHOBpeMEHHOTO NPUIOKEHHE Ha TEMO30JIOMH/T H BAINIPOAT MOXKE Ja JOBEE 10 JEKO HAMASIBAHE Ha
KJIHpBHCA HA TEMO30JIOMH], KOETO HAMA 3HAMHMAa KIMHUMHA CTOMHOCT,

- Meghroxun
Yckopsapa MeTabONH3Ma Ha BAJINpoaTa U UMa KOHRYJICUBEH €(EKT, Mopaau KOeTo, B CJTyuai Ha

KOMOWHKMpaHa Tepanusi, MOXKe Ja ce Haboaasar repUoBe.

- Humoounun
EQHOBpEMEHHOTO JE€YEHHE ¢ HATPUEB BAJIINPOAT W HUMOIWUNHMH MOXe Aa yeeawdd ¢ 50%
CKCIIO3HLIMATA ¢ HUMOOKRIIMH.

- Knozanuw

EnHOBPEMEHHOTO JIEYEHHE ¢ BAJNPOAT U KIO3ANMH MOXKE Ja MOBHIIH PHCKA OT HEYTPOTICHHUA U
KJI03aNnHH-HHAYLHpaH MHOKapaIHT. AKO € HeoOXonMMa CBIBTCTBalla ynotpeba Ha Bajmpoar ¢
KJIO3aIuH, € HEOOXOIUMO BHUMATETHO NPOCICAABAHE H 32 ABETE CHOMTHA.

Egexmu na opyeu rexapcmesa gvpxy sampoama

AHTHETTWIENITALATE C EH3UMEH MHAYyuupail edekT (gerumoun, gpenobapbuman, kapbamazenun)
HaMaldBaT IJ1a3MeHaTa KOHLIEHTPALMA Ha BaNpoeBaTa kKucenuHa. Jlosuposkara Tpadea 1a Obje
KOpHIrHpaHa ¢boOpasHO IUIa3MEHUTE HHBA B ClyyauTe Ha KOMOMHMpaHa Teparusl.

Ot apyra crpana, koMOuHaLMATa herbamam W BANNPOAT MOXE Na MOBHIIM IJIa3MEHHTE HHBA Ha
Baslnpoata. JJosupaHeTo Ha Bannpoara TpadBa Aa c€ MOHUTOPHPA.

Meghroxun v xa0poxur MOTAT Na NOHKAT NPUCTHIHKUA npar. Megroxun B N0OaBKa MOXE 1a [TOHUXKH
HUBOTO Ha Bainpoara. [losara Ha KoHBynekc XpoHo TpaOBa ChOTBETHO Ma Objie KOPHrHpaHa.

B cyuanTte Ha eHOBpeMeHHaA ynoTpeba Ha BaNMPoaT ¢ 8ewecmea ¢ 8UCOK aunumem Ha Cevp38ane
KbM RAAIMeHUume npomeuny (Hanp. aCMpHH), IVIa3MEHHTE HHBAa Ha CBODOOIHATA HATPHEB BAJIIIPOAT
MOT'aT Aa ce MOBUILAT.

[1nasmeHHTe HHBA Ha BAINPOATa MOTaT [ HAPACHAT (KaTo pe3yJITaT OT HAMATEH YepHOAPOOEH METaboTHIBM)
[MpA €AHOBPEMEHHO MPHIIOKEHUE C YUMEMUOUH WIHA ePpUMPOMUYUHN.

Kapbanenemnume awmubuomuyy MOraT Ha HAMAJIAT [U1a3MEHATa HATPHER BaJINPOAT [0

cyOTEpaneBTHYHH HHBA. AKO Ce Hajlara npuwioKeHHe Ha TaKMBa aHTHOHOTHLM, MPEMOPBUBa CE YECTO
MOHHTOPHpPAHE Ha IUIA3MEHHTE HUBA HA BANNIPOEBATAa KHCEIMHA. —

Xorecrmuparvun MOXe 1a HAMany abcopOLMATa HA BAINPOATA.

(pedcmea CoObPOCauut eCpo2et, KII0YUMETHO CoOBPICAUH eCTPOCER XOPMOHWINU
Ectporenute ca HHAYKTOPH Ha m3odopmu Ha UDP-rmokyponosin tpascdepasara (UG



MIOKYPOHMPAHETO Ha BANNPOAT M MOTAT J1a YBETMYAT KIMPbHCA Ha BATIPOAT, KOETO [a A0BeIE A0 HaMalicHa
CepyMHA KOHIIEHTpalIMA Ha BAIPOaTa M BE3MOYKHO HAMAIABAHE HA eMKACHOCTTA HA BAMPOATa {BK. TO4Ka 4.4).
Ja ce oOMucu nmpocnespaHe Ha CepyMHHTE HUBA Ha BAIIPOATA.

Or apyra cTpaHa, BaJINPOAT HAMA €H3UM-HHAYLMpAL eeKT, BCICACTBHE HA KOETO BAIPOAT He HAMANABA
€(UKACHOCTTA HA ECTPOIPOFECTATUBHUTE CPEACTBA [IPU JKEHH NMpHEMALIY XOPMOHAITHH KOHTpaLIeNTHBH.

Memamuzon

EmHOBpeMeHHOTO MPWICAKEHHE Ha BATIPOAT ¢ METAMMBOJL, KONTO € HHAYKTOP Ha JIEKapCTBO-MeTabo/IM3HpalLiKY
ersrMH, BioiouHTeTHO CYP2B6 n CYP3 A4, Moxe a IoBede 10 HaMa/1aBaHe Ha IV1a3MEHHTE KOHLIEHTpalldH Ha
BAHIPOAT, ¢ IIOTEHUMATHO HAMATABAHE HA KTMHMYHATA epHKacHOCT. [lopami ToBa ce MpenophyBa MOBUILECHO
BHHMAHWE TPH €THOBPEMEHHO ONPH/IOXKEHHE Ha METAMI3(N Y BANMIPOAT; KITMHHYHHUSAT OTTOBOP W/HITH HABATA Ha

JleKapCTRaTa TPAORa Ja c€ MpOC/IeAABar MO NOAXOAAL HA4KH.

Llpyeu ezaumooericmeus

M3nuckea ce BHHMaHME MPH €AHOBPEMEHHO NPUIIMKeHHe HA KOHBYNEKC XPOHO ¢ NO-HOBU aHTUETTHIISITTHLIM,
YHATO PapMaKOJAHHAMHKA MOXKE [d HE € HAITRJIHO YCTAHOBEHA.

46 DepTIiTHTET, OpeMEHHOCT H KbPMeHe

BpeMeHHOCT 1 YKE€HH C AETEePOJIEH NOTEHLHA

JleyeHHue HA ernTUJIETICHA

. Bannpoar e npoTHBoroka3aH Ho BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HIMa MMOIXOIAIL0
AITCPHATHBHO JICUEHUE
o Bannpoar e MpoTUBOMOKA3aH IIPH XKEHH C AeTEPOJCH MOTEHLHAT, OCBEH KOTaTO ¢a M3MKIHEHH

YCJIOBHATA HA MpOorpaMarta 3a rnpeana3paHe oT OpeMeHHOCT (BHX To4ka 4.3 u 4.4)

JleueHue Ha OMMONAPHO PA3CTPOUCTBO

. Bannpoat € NpOTUBOIIOKA3aH MO BpeMe Ha DpeMeHHOCT

. BannpoaT € NpOTUBONIOKA3aH NPH JKEHHU ¢ AETePOAeH NMOTEHLUUA, OCBEH KOFraTo ¢a M3ITbJIHEHH
| YCIIOBHUATA Ha IIPOrpaMata 3a npeanassaHe oT OpeMeHHOCT (BrK ToqKa 4.3 1 4.4)

Tepamozennocm u ehexmu 8bpxy pazeumuemo om in utero excnosuyus

Puckoge, cebp3anu ¢ eKCno3uyus Ha aInpoam No epeme Ha BpemeHHocm

[Ipu xeHUTE, KAKTO MOHOTEpANHATA, TaKa H NOJIMTepanMATa ¢ BaNNpoaT ca CBbp3aHH ¢ abHOpMeH
M3X0A Ha OpeMeHHOCTTa. HanMuaMTe JaHHU NOKA3BAT, Ye AHTUETIMICITHYHATA TOJIMTEPANUA,
BKJIIOUBALIA BAINPOAT, € CBbP3aHa ¢ MO-BHCOK PUCK OT BPOJAECHH MapOPMALIUH B CPABHEHHE C
MOHOTEPAIHS C BAINpPOAT.

[lokasaHo €, 4e BanNpoOAaT MpPEMHHABA IUTALICHTAPHATA Oapyepa KakTo NpH )KHBOTMHCKHY BHAOBE, TaKa

U [IPH XOpa (BXK. TOUKA 3.2).
[Ip¥ »KUBOTHH: YCTAHOBEHHU Ca TepPaTOreHHH eeKTH NPH MHUILKH, IUTEXOBE H 3aiiLM (BXK. TOYKa 5.3).

Bpooenu manhopmayuu 8 pezyimam na excrozuyus in utero
HaHHUTE, NOTy4eHH OT META-aHATU3 (BK/HOUYEHH PErUCTPH U KOXOPTHH NPOYUBAHHA) MTOKA3BAT, e
10,73% oT meuara Ha >KEHH C ETTAIIENCHS, EKCTIOHUPAHH Ha MOHOTEPANHA ¢ BANNpPOAT Mo BpeMe Ha
OpeMmeHHOCTTa cTpagart oT BpoaeHHu MandopMauuu (95% Cl: 8.16 -13.29). Tora npeacTapiaBa no-
BUCOK PMCK OT TE€KKH MajiQOpMaLiMK OTKOJKOTO B 0011aTa [OMyJals, PH KOATO PHUCKBT € OKOJIO 2-
3%. PUCKbT € 10303aBUCHM, HO MparoearTa 034, [ojk KOATO He ChLIECTBYBA PHCK, HE MOJKE J1a Ce
OnpeaenH. -

AePeKTH Ha KpaHHLMTE ( BIJTIOUMTENIHO ABYCTPAaHHA alaa3us Ha JIb4YeBaTa KocT),
aHOMAaJIMM HA pa3/IMYHY CUCTEMH B YOBELIKHA OPraHU3bM.




In utero eKCro3HLIMA Ha BAJINPOAT MOXE J1a AOBEAE 10 YBPEXKIAHE Ha CITyXa WIH ITyX0Ta B pe3yrar
Ha MaJihopMaLMH Ha YLOWTE H/WIHM HOCA (BTOpHUEH €(EKT) WU B PE3YJITAT HA JHPEKTHA
TOKCHYHOCT BBbPXY CIAYXOBHA anapar. Uma ciaydau, onuMcBallii KakTo €QHOCTPaHHAa, TaKa H
NBYCTpaHHa IN1yX0Ta WIH YBpeXaaHe Ha cryxa. He 3a BCHUKH ciiyyau ca 1OK/I1aABaHH PE3YJITATHTE.
Koraro ca goKkiaaBaHu pe3yiTaTd, B MO-FOJIMATa YACT OT CIYYAHTE HAMA BB3CTaHOBABAHE.

Excrio3vuus in utero Ha BanmpoaT MOXKe Aa AoBede 40 OYHH MaJIPOopMaLUH ( BKIIIOUMTEHO KoJ1060Ma,
MHKpO(TaIMHS), KOUTO C€ CHOOLABAT BBB BPb3Ka C APYyry BpOAeHH MalipopMaumH. Te3un ouHm
MasipopMalli MOTAT J1a 3aCErHAT 3PEHHUETO.

Hapyviuenus e pazeumuemo na HepeHama CUcmema 8 pe3ytimarm Ha eKcno3uyus in utero

JIaHHH MOKAa3BaT, Y€ EKCIIO3MLMA Ha BANIIIPOAT in utero MOXKe Ja UMa HeONaronpUATHH €PEeKTH BBPXY
MCHXHYECKOTO U (PHUINYECKOTO pa3BMTHE Ha AellaTa, HITOKEHH Ha TaKaBa EKCIO3ULHA. PHCKBT
M3IEKAA € 10303aBHCHM, a NparoBara 1034, Mo KOATO PUCKET HE CBUIECTBYBA, HE MOXE J1a C€
YCTAHOBH Bb3 OCHOBA HA HAIMMHMUTE JAHHW. TOYHUSAT PUCKOB FECTALIHOHEH NEPHON 34 TE3H €EKTH €
HECHI'YPEH M BB3MOXKHOCTTA 3@ PUCK IO BpEeMe Ha LiasiaTa OpeMEHHOCT He MOXKE [la Ce U3KIIIOYH.

[IpoyuBanus npu Aeua B Npeay4HJIMIIHA BB3PAcT, H3NMOXKEHU HA €KCIO3ULIMA HA BAJIIPOAT In utero no
BpeMe Ha OpeMeHHOCT mokaszpar, ue npu 10 30-40% ot cry4daurte ce HabmoaaBa 3a0aBsHe B TAXHOTO
PAHHO pa3BHUTHE, KATO FOBOP, MO-KbCHO MPOXOKIaHE, NO-HUCKH HHTEJIEKTYaHH CIIOCOOHOCTH, JIOLIH
€3HKOBH YMEHHH (roBOpeHe H pa3dupane) ¥ npobnemu ¢ namerra.

KoeduuneHT 3a unTenuredTHoCT (1Q), OLleHeH npHu Aeua Ha 6 rOAHMHM C aHAMHE3a 33 eKCIIO3ULMA Ha
BAJINPOAT in utero, € cpeano 7-10 MmyHKTa MO-HUCHK OT TO3M MMPH JI€Ud, KOMTO Ca HATOXKEHH! Ha OpYyru
AHTHETIWJIENTTUYHHU NMPOaYKTH. MMa JoKa3aTelicTBa MPH ELA ¢ EKCIIO3UUHA Ha BAJINPOAT, Y€ PUCKBT OT
HapylllaBpaHe B HHTEJIEKTa MOXKe Aa Ob/1e He3aBHCUM OT KOS(PULMEHT Ha HHTeNMreHTHOCT (IQ) Ha
MalikaTa, BBIIPEKHU U pOJIATA HA cMYlllaBaliyuTe GaKTOPU HE MOXKE Ja ¢ H3KITIOUH MPH Jela.

JlaHHUTE NO OTHOWICHHUE HA AbJAIOCPOYHHA U3IX0A Ca OI'PpaHHYCHH.

HanuuyHuTe AaHHH NMOKAa3BaT, Y€ eLara C €KCHO3ULMA Ha BAJINIpOAT in ufero ca ¢ NMOBUIIEH PHCK OT
pasCTpOiCTBA B ayTUCTHYHHUA CNEKTHP (ITPUOIH3UTENHO TPH ITBTH) H AETCKH ayTHIBM (OKOJIO MMeT
[MbTH) B CpaBHEHHE ¢ 00111aTa ITOMyalHsa Ha ITPOYYBAHETO.

OrpaHMY€HM A3HHH [IOKA3BAT, Y€ MPH ACLATA H3JIOAKECHH HA €KCIO3HLIMA Ha BajlMpoart in utero HMa fo-
roJsiMa BEPOATHOCT 3a NPOSBa Ha CHMIITOMM KaTo Je(UUHNT Ha BHUMaHHETO/XHIEPAKTHBHO
pazctpoiicTBo (attention deficit/hyperactivity disorder, ADHD).

/Kenu & Oemepoora ev3pacm

Cpeocmaa CbObpHCaUU eCmpozen

CpeacTsa ChALPKALLM €CTPOTeH, BKIIFOUHTEIHO ChIbPAALLM €CTPOreH XOPMOHATHH KOHTPALIETITHBH, MOTaT /14
YBEITHYAT KIIHPHHCA HA BATIIPOAT, KOETO OM MOITIO f1a AOBE/IE N0 HAMATISIBAHE Ha CEPYMHATA KOHLICHTpALIMS HA
BATTIPOAT H BE3MOXKHO HAMAIIBAHE Ha €(PHKACHOCTTA HA BAANpoar (k. Touka 4.4 u 4.5).

Axo ocenama naanupa bpemennocm
3a noKa3aHUETO eNnwiIencHs, ako KeHaTa IU1aHupa Aa 3abpeMeHee, TepanuaTa ¢ BaInpoar TpabBa Ja ce
MPEOLICHH OT CMEUHANIHCT C OIMHUT B JICYUEHHUETO Ha eNWIETNICHA U 1A ¢€ OOMUCTAT alITepHATHUBHH
Bb3MMKHOCTH 3a jieyeHHe. TpaOBa Aa ce nosiokaT BCHUYKH YCUITUA, 3a Ja ce MPeMUHe Ha TOAXOARIIO
aITCPHATHUBHO JIEYEHHE TIPEAH 3aueBaHe H [pelH [PEeKpaTABAHE Ha KOHTpaLenuusaTa (BHx Touka 4.4).
AKO cMsHaTa Ha JIECYCHHETO HE € Bb3MOXKHA, JKeHaTa TpadOBa Aa NONYUH AOMBJIHHUTE/IHA KOHCY/ITalus
OTHOCHO PHCKOBETE C BAINPOAT 3a HEPOACHOTO AETE B NOAKPENa Ha MHPOPMHPAHOTO H B3EMaHe Ha
pE€lIeHHE OTHOCHO CEMEHHOTO [L1aHHpaHe.

3a noKasaHHeTo OHITOJBIPHO pPa3CcTPOICTRO, aKo XKeHaTa [UTaHHpa Aa 3abpemeHee, Tp
NpoBee KOHCYATALHA ChC CMIELHAHMCT C OIMT B JIC4YEHUETO Ha OUIONAPHO pascTp
JICUEHHETO C BaJIpoar TpaOBa Aa ce NpeyCcTaHOBH, U aKO € HeoOX0oauMO J1a ce rpe
aNTepHAaTHBHO JIeY€HHE MPEAH 3aUeBaHe U NMpeay NPEKPaTaBaHe Ha KOHTPALIEIHA



Bpemennu orcenu
Bannpoar karo JieueHHe Ha OUITONAPHO pa3CTPOMCTBO € MPOTHBOMOKA3aH 3a ynoTpeba rno BpeMe Ha
OpeMeHHOCT. Bannpoat kaTo JieuecHUE 3a ENWIENCUS, € MPOTHBONOKA3aH NPH OPEMEHHOCT, OCBEH

KOraTO HAMAa NOAXOAAILO aITEPHATHBHO NeyeHUe (BIDK TOYKa 4.3 U 4.4).

AKO XeHa, KOSTO c€ JIEKYBa ¢ Bajinpoar, 3adpeMeHee, T4 TpaOBa HezabaBHO 1a ce HACOUH KbM
CNELMAJIMCT, 33 [1a Ce MMPEOLIEHH JIEUEHHETO ¢ BAIMNPOAT U Ja ce 00CHaAT ATTEPHATHBHH Bh3MOMXHOCTH.
[lo Bpeme Ha HpeMeHHOCT, TOHHYHO-KJIOHHYHHUTE rbpUOBe Ha MalKaTa U enuienTHUeH CTaTyC ¢

XMIMOKCHA MOTAT Aa HOCAT OMpele/IEH PUCK OT CMBPT 3a MalKaTa M IU10Ja.

AKO, BBIIPEKH H3BECTHHTE PHCKOBE C BAJIPOaT NpH OPEMEHHOCT H C/ieA BHHMATETHO OOMHCIIAHE Ha
alITePHATHBHO JICYEHHE, TIPH M3KJIIOUHTENIHH 00CTOATENCTBA OpeMeHHaTa )keHa TpAOBa Ja nomxyyasa
BAJINPOAT 33 eNHJIETICHA, IPEeNnopbUBa Ce:

- Jla ce u3non3Ba Hal-HHCKaTa edeKTUBHA A03a U [1a Ce pa3fesia ZHEBHATA 103a BAAMpOoaT Ha
HAKOJIKO ManKU J03H, KOUTO TpAOBaA Na ce MpPUEMaT Mpe3 LeJIUd AeH. YnoTpedara Ha JIeKApCTBEHA
dopMa ¢ yap/bkeHO ocBOOOKIaABaAHE MOXE Ja € 3a NPEANOUHTAHE Npea APYTH JIEKAPCTBEHH
dopmy, 3a Ja ¢ce n3derHaT BUCOKH MaKCUMAJIHU I1a3MEHU KOHLUEHTpallHH (BXK. TouKa 4.2).

Bcuuky MauMeHTKH ¢ €KCIIO3NLMS Ha BAINPOAT 110 BpeMe Ha OpeMeHHOCT M TEXHUTE MapTHbOPH
TpsOBa Ia ObIAaT HACOYEHH KBM CIICLIHAINCT ¢ OMMUT B TEPATOJIOrHATA 33 OLIEHKA U KOHCYNTHPAHE
OTHOCHO eKCrNOoHHMpaHaTa OpeMeHHOCT. TpAbBa Aa ce H3BbLPLIBA CIIELHATIU3UPAH NIPEHATAJIEH
MOHUTOPHHT 3@ OTKPHMBAHE Ha BB3MOXKHA NOARA HA A¢PEKTHU Ha HeBpanHata Tprda unu apyru
mandopmaumu. [IpHeMaHeTo Ha po0aBku ¢ $oIHEBA KMCENTMHA NTpean OpeMeHHOCTTa MOXKE 1a HaMaJTH
prcka OT AePEeKTH Ha HEBpaJHATa TpbOa, KOUTO MOraT Aa ce MOABAT NP BCAKA OPEMEHHOCT.
Hanuunure nanHu obaye, He npeanonarar, ue GonueBaTa KUCeIMHa MpeAoTRPpaTABa NOABaTa Ha
BPOAEHH AedeKTH WM MaipopMaLIMH MIOPaaH €KCIIO3HLMS Ha BaJnpoar.

TEpﬂl’lHﬂTﬂ C BAJIIIpOAT HE TPHSB& Hd CC [IPCKBLCBA 0e3 NMpEOUCHKA HA IMOJISUTC H PUCKOBETE OT
JICHCHHETO C BAJINTPOAT 34 NMAUHECHTKATA, OT JICKAp C KJIHHHUYCH OIMHT B JICHCHHETO Ha SITIICIICHA HJIH

OUMNONAPHO Pa3CTPOMCTRO.

PUCK 3a HOBOPOAEHOTO

- MHoOro paako ca JoOKNIaABaAHM CIIy4au Ha XEMOparuyeH CHHAPOM [P HOBOPOAECHU, YMHTO MAKH ca
MPUEMAITH BAINPOAT 110 BpeMe Ha OpeMeHHOCT To3H XeMoparuieH CHHIPOM € CBBP3aH ¢
TPOMOOLIMTONEHHS, XUITO(PUOPUHONEHEMHA WM A0 HAMaJsIBaHe Ha JPYTH GakTopH Ha
KPBBOCHCUPBAHETO. A(PUOPHHEMHA € AOK1aABaHA ChLIO U Moxe Aa Obae ¢ ¢daraneH u3xon. Tosu
XeMOparuueH cMHApoM, obade, TpaOBa Ja ce pasrpaHHyH OT Ha BUTaMHH K-3aBHCUMHTE
(QaKkTOpH, HHAYLMPaHH OT peHoOapOHTan iy Apyry eH3MMHA HHAYKTOpY. CeoBaTeHo, OposT
Ha TPOMOOLUMTHTE, HHBOTO Ha (pMOPHHOreHa B IU1a3MaTa, KoaryJallMOHHH TeCTOBE U akTopH
Ha KPBBOCHECUPBAHETO TPAOBA [1a ce M3CNeABAT NPH HOBOPOIECHH.

- Ciy4au Ha XHUIIOTJIMKEMMUs ca OWIIH JOKIaABaHHU NPY HOBOPOAECHHU, YHHATO MaKH Ca PHEMATH
BAJIIIPOAT MO BPEME Ha TPETUS TPUMECTBP OT OpeMeHHOCTTa

- Cnydyau Ha XHIIOTHPEOUIH3IBM Ca DMK JOKJIaABAHM NIPH HOBOPOAEHH, YHHTO MAaMKH ca
[IpMEeMaJIA BATHIPOAT MO BpeMe Ha OpeMEHHOCT.

- CHHIpOM Ha OTHEMaHeTo (KaTo, H B YaCTHOCT Bb3Oyaa, pa3apa3HUTEIHOCT,
CBPBXBB30YAUMOCT, HEPBHOCT, XMIIEPKMHE3HS, HAPYLLEH TOHYC, TPEMOP, KOHBYJICHH M
HapYyILUEHHS Ha XPAHEHETO) MOJKE 1A Ce MOABH IPpH HOBOPOACHH, YMHTO MAHKH ca MpHeMaH
BAJINIPOAT 10 BpEME HA NOCICIHMA TPUMECTHD 0T OpeMeHHOCTTA.

MbKe U MOTEHIHANIECH PHCK OT PA3CTPONUCTRA HA HEBPOJIOTMYHOTO PA3BUTHE NPH AElia YHHT
JEKYBaHH C BaAMpoaT Ipe3 3-Te MeceLa Ipeay 3aUeBaHeTo.

PeTpocnekTHBHO 0OCEpBALIMOHHO MPOYYBAHE B 3 CKAHIWHABCKH JIbPXKABH NOKA3BA N
pa3TpOUCTBA Ha HEBPOMOrUYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) n
| I-roguwiHa Bb3pacT), YHUTO Oallty ca JIEKYBaHM C BAJIPOAT KATO MOHOTEPANHSA T1PE
Mpeau 3a4E€BAHETO, B CPABHEHHUE C JI€iiaTa, YHHUTO Oally ca NeKyBaHu C JJAMOTPHKHH




JeBeTUpalleTaM KaTo MOHOTeparnus, ¢ 000011eHO KOPHripaHo choTHoUEeHHue Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanusat kymynatueeH puck ot NDD papupa mexay 4,0 % u 5,6 % B
rpymnara Ha Bainpoat cupamo Mexay 2,3 % u 3,2 % B koMOMHMpaHaTa rpyna Ha
NaMOTpWKHI/NeBeTHpaleTaM. [IpoyuBaHeTo He € AOCTAaTHYHO MaulabHo, 3a 1a ce H3c/eBa Bph3KaTa
¢be cneuuduyuan noarunose NDD, a orpaHuyeHHATa Ha TPOYYBAHETO BK/IHOYBAT NOTEHLHAJIHO
,,3aMBIIISBaHe", CBbP3aHO ¢ NOKAa3aHUETO U Pa3IMKK BBB BPEMETO Ha IMPOC/ICAABAHE MEXKAY IPYIUTE C
excno3uuusa. CpeJHOTO BpEME Ha MpOCHeASBaHE HA JelaTa B rpynara ¢ BajlipoaT Bapupa Mexay 5,0 u
9,2 roguHu B cpapHeHue ¢ 4,8 U 6,6 rogUHH 3a AcLATa B PYHNATa ¢ JIaMOTPH)XHH/JICBETHPALICTaM.
Karo nano e sp3MoxkeH nosuineH puck or NDD nipu aeua Ha 6ainy, JeKyBaHH ¢ BAINPOAT npes 3-Te
MeceLa Mpeax 3a4€BaHETO, HO MPUYMHHOCIEACTBEHATA BPb3Ka ¢ yroTpedara Ha Bannpoar He €
noTBbpacHa. OCBeH TOBA B MPOYYBAHETO HE € oueHeH pUcKkbT 0T NDD npu neua, unuro dauu ca
CTipeny NpHEMa Ha BAJIMpoaT nogeye OT 3 MeCeLa NMpeaH 3a4eBaHeTo (T.€. € Bb3MOXKHA HOBA
cnepMaToreHesa 6€3 eKCIO3ULIMA Ha BAJINPOAT).

Karo npeanasHa MApKa, NpeaAnKeBallUTe JieKapH TpsaOBa J1a HHPOPMUPAT MALMEHTUTE MEBXKE 3a TO3H
MOTEHLHAIIEH PUCK U a 00CBHAAT HE0OXOAMMOCTTA OT €)eKTHBHA KOHTPALEIILMS, BKIIIOYKHTEIHO 32
NMapTHLOPKATA, JOKATO H3MOJ3BAT BAJIPOAT M MOHE 3 Mecela Cliel npekpaTaBaHe Ha JEUEHHETO (BXK.
Touka 4.4). [TauneHTUTE OT MBXKKH MOJI HE TPAOBRA Aa napsABaT criepMa [0 BpEeMe Ha JIEYEHHETO U B
NpOABLIHKEHKE Ha NTOHE 3 Mecela Cliel NpeKpaTaBaHe Ha JIeYEHHUETO.

[TauueHTHTE MBKE, JIEKYBaHH C Balpoar, TpAOBA PEHOBHO [1a ¢€ NMPENICKIAT OT JeKyBallks I'd
JeKap, 3a Ja c€ MpeUeHH Jalu BalINpoaThT € HAH-NMOAXOIALOTO JEYESHHE 3 TAX. 34 MAaLMEHTH OT
MBXKKH 1071, KOUTO IUTAHUPAT Aa 3a4eHaT AeTe, TpAOBa aa ce OOMHUCHIAT U aa ¢e 0OCHAAT ¢ TAX
NOAXOJALIK ATEPHATHBH Ha JieyeHUETO. BB BCEKH OTAENEH cnydai TpaOBa aa ce IpELCHAT
MHAWBHAYATHUTE 00cTosTeNncTRa. IlpenopbuBa ce npu HEOOXOAUMOCT Aa Ce MOTHPCH CLBET OT
CHELHAIIACT ¢ OMUT B JICYUEHHETO Ha CMUIETICHA WM OUIIONSAPHO pa3CcTPOHCTRO.

KbpMeHe

Exckpeunsta Ha Ba1MpoaT B MAaHYMHOTO MJIAKO € B AWana3oHa oT 1% no 10% ot cepyMHUTE HHBA Ha
MarkaTta. XeMaToJIOTMYHHU HapylIeHHA ca HabmiogaBaHy [Py HOBOpOAeHU/0ebeTa, KoraTo ca KbpMeHH
OT MalKH, NpUEMAH Bannpoar (Bx. Touka 4.8).

Tpﬂﬁﬂa Ila ce B3€M€ peLIeHNEe OTHOCHO CMHpaHe Ha KbPMEHETO WIIM NMPeyCTaHOBIBaHE/OrpaHHYeHHe
Ha JieyueHHeTo ¢ KOHBYIEKC XpOHO, KaTo ce UMAT MpeaBu MOJI3UTE OT KbPMEHE 3a AeTeTO H MoJj13aTta
OT JiIeYeHHKe 3a MaruKaTa.

DOepTHIANTET
HMma cpobiienuns 3a aMeHopesi, NONMIMKUCTO3HU AHYHHULM M YBEIUYEHH HUBA HA TECTOCTEPOHA NPHU

KEHH, NpMeMany Banmnpoar (BxK. Touka 4.8). IIpunaradeTo Ha BannpoaTr MOoKe CbLIO Aa HAPYLIHK
dbepTUNMTETa NP MBXKe (BK. Touka 4.8). JlokaaBaHM Cliy4yad NOKa3BaT, Ye HapyllIEeHUATa Ha
depTHAUTETA ca OOpAaTUMHU Clie] NPEYCTAHOBABAHE Ha JICUCHUETO.

4.7  EdeKTH BbpPXY CNOCOOHOCTTA 32 MIodpHpane H paboTa ¢ MALIIHHH

He ca usBectan. IIpunaraHero Ha KOHBYIIEKC XPOHO MOXKE []a YCTAHOBH ITBIIEH KOHTPOJI BEPXY [MPUCTBIIMTE,
TaKa 4Ye CbOTBETHMS NALMEHT Ja [pUTexaBa LogHOPCKA KHHKKA.

[NalmeHTiTe TPAOBA Ja OBAAT NPEMYTIPEACHH 32 PUCKA OT MPEeXOAHA CHHITMBOCT, OCOOSHO B CITYYAHTE Ha
AHTUKOHBYJICAHTHA NOIMTEPAITNHA KM KOMOMHMPAHETO ¢ 6eH301Ma3eMUHH.

48 HexenaHn JeKapcTBEeHH peaKiiHy
Hapywenuwn na kppvema u aumgprnama cucmema: Bannpoara noTucka BTOpHs €Tal OT TPOMDOLHTHATA

arperaius, KOeTo BOAH A0 YAB/DKABAHE HAa BPEMETO Ha KbPBEHE H YECTO 10 TPOMOOLWIOTIg s na‘%
0BHMKHOBEHO Ca CBbP3aHH C IIPHIOKEHHE HA A03H 110-BHCOKH OT NMPENOPLUNTETHHTZA SA popaTrmity,




IpEKBCBaHE Ha JieueHneTo. [ToHsakora Moke Aa ce nomy4yd U U301MpaHO HaMaJIABaHE Ha
dhudpuHoreHa.

Hapywenust na enooxpunnama cucmema: Hanuue ca U30JUpaHy ChOOLIEHHUS 3a HEPEJOBHU NEPHOAH
Ha aMeHopes. Paako ce cbobliasa 3a yBEJIMUEHH HHBa HA TECTOCTEPOHA.

Hapyviuenus na memabonuzma u xpaneremo: Moxe fa ce noiryuu XunepaMoHHeMus €3 MpoMeHH B
TECTOBETE, KOHTO OTpa3ABaT YyepHoApobHaTa pyHkuua. M3onupaHa U yMepeHa XUIIepaMOHHEMHS
MOXKE Ja € TMOJTYUYH Ye€CTO, HO T4 OOMKHOBEHO € MPEXOAHA U He Hajara npekpaTsiBaHe Ha JIeYEHHETO.
Ts obaue MOKe da C€ NPOsSBH KIMHUYHO C NOBPBLLUIAHE, ATAKCHA H MPOrpeCHpAILO 3aCATaHe Ha
¢h3HaHWeTo. [Ipu nodraTa Ha TAKUBa CHMIITOMM C€ HAJIAra NpeKpaTsBaHe Ha JeueHUeTo ¢ KoHBynekc
XpoHO. XHnepaMOHHEMHSA ¢ HEBPOJOTHYHY CAMITTOMH Ch1IIO € Bb3MOXHA (BXK. Tovka 4.4). Paako ce
cbo0I1IaBa 3a NosBa Ha OTOUM. Paako ce cpobinaBa 3a 3aTIbCTABAHE.

CblleCTBYBAT pelKM CbOOIIEHNA 3a pa3BUTHE HA MTAHKPEATHUT, NOHAKOra ¢ aTajIeH U3XO0 (BXK. TOYKa
4.4),.

Hapywenun na nepgnama cucmema: Paako ce cboOllaBa 3a 10sABa Ha aTAKCHA U TPEMOP U CE CUMTA,
ye Te NpeACTaBNABAT A0303aBUCUMH €(DEKTH.

[lonakora ce ¢cpob1iaBa 3a ceaupaill €pekT, HO OOMKHOBEHO TOBa C€ MOJIy4YaBa NpH KOMOHHALMA ¢
ApYTy aHTUKOHBYJICAHTH. [Ipy MOHOTEPANMA TOBA MOXKE Ja CE MOJTY4H B PeAKH CITy4YaH Ipe3 paHHHUTE
eTanu Ha JieYeHHETO U OOMKHOBEHO € npexoaHo. Cboblasa ce 3a peKH C/y4ad Ha OTITYCHATOCT WU
00BbPKAHOCT, MOHAKOra NpepacTRalliy A0 CTYIOp, MOHAKOra aCOLUMUPAHH € XanoLMHALUY WIH
KOHBYJICHA. MHOro paako € Hal/moaaraHa eHepalonaTis Wix KoMa. Te3u ciayvad Hal-4ecTo Morar
Aa 6baaT CBbp3aHu ¢ TBbPJE BUCOKA [MbpBOHAYAIHA [03a WU TBEpAC OBP30 NOKaYBaHE Ha
A03UPOBKATA, KAKTO M C €AHOBpEeMEeHHa yrnoTpeba Ha ApyrH aHTUKOHBYJICAHTH, Hanp. deHobapburan.
Teau edpexTH ca 0OpaTUMHU NPH CNIHPAHE HA JIEYEHUETO WIH HaMaAJISIBAHE HA N03WPOBKATA.
CblLIeCTBYBAaT MHOTO PeAKH ChOOIECHHA 3a MPEXOAHH €KCTPAHPaMHIHA CHMITTOMH, BKJI.
MAPKMHCOHM3BM. BB3MOXKHa € U 0OpaTHMa eMERLIMA.

Moxe xa ce moayud MoBMIIaBaHe Ha BHUMAHHETO, KORTO OOMKHOBEHO € ¢ 011aroTBopeH edekT, HO
MOHAKOra € Bb3MOXKHA arpecHs, XHIepaKTHBHOCT WM NOBeJeH4eCKO 0ObpKBaHe.

[To-paako ce crobliaBa 3a NpexoJHa WIM TpaiiHa 3aryba Ha ClTyxa, KaTo NpHIHHHO-CIIeACTBeHAaTa
Bpb3Ka 3a TORA HE MOKe J1a ObJie yCTaHOBEHA.

B penku cnyyau ce cpo0luaBa 3a JUILIONHA.

Pecnupamopnu, 2peOHU 4 MEOUACMUHAAHU HADYWEHUR.
HeuecTh: nneppaneH U3auB {€03HHOPWIEH).

Cmomawno-upeenu Hapyuenus: [1oBUILIaABAHE HA alleTHTa K CBOTBETHO HapaCcTBaHE Ha TErJOTO HE ca
HeoDUYaiHH ABneHUs (BXK. TOUKa 4.4). JIeKH CTOMalUHKY IPAa3sHEHHA H MHOTO TO-PAAKO IaJeHe ca
4EeCTO ABJICHUE HPH HAKOH NMALMEHTH, 0OCOOEHO B HAYAJIOTO HA JIEYEHHETO, HO Te Morat aa 6naar
H30erHaTy Uype3 NpuWiaraHe Ha €EHTEPOCONIBEHTHA HATPHEB Balnpoat, Hanp. KOHBYJIEKC Kancyau WiH
KoHByEKC XpOHO MO BpeME WIH Cliell XpaHEHE.

Xenamoburuapru napywenus: HapyiuieHua BB PYHKLUMATA Ha YepHUs Apod, yepHoapoOHa
HEIOCTATbYHOCT, BKITFOUUTENTHO M ¢ QaTaTHHM NOCHSAMLM, MOXKE Ja CE MOTYHH MPH NALMEHTH, YHETO JICHEHHE
BKJIFOUBA HATPUEB BANIPOAT WIM HATPHEB BaIIpoar. [ lalMenTyTe ¢ Hal-roisM pUck ca aeLa, Hai-Beye Ha
Bb3pacT MO TPM 'OJIMHHU M TAKHBa, C BpOAeHH MeTabOJIMTHY WIH AereHepaTHBHM 3a0019BaHuA,
OpraHAYHH MO3BYHU 3a00MABAHKA HIH TEXKH NPHIATbIM, CEhP3aHH C YMCTBEHA H30CTAHATIOCT. TaKKBa
HHLIMICHTH MOTaT Ja C€ CTy4aT Har-Beve Mpe3 IMBPBUTE LUIECT MECELia OT JIEYEHHETO, KaTo [1€epHoaa ¢ Hak-
FOJIAM PUCK € MEXKIY BTOpaTa Y ABAHAECETATa CEAMHLIA 1 OOMKHOBEHO 3acATa MalMeHTH Ha NOJIMTepanys
C aHTUKOHBYJICAHTH. | IpM Tazu rpyna nalyeHTH MOHOTEPAITMATA € 34 MPEATOYHTAHE.

KSIMHHYHWTE CUMITTOMM C€a FO-NOKA3ATEIeH IMPU3HAK, OTKOJIKOTO JTa00paTOpHHTE NMOKA3aTe/ M B DAIEE
Ha YyepHOApoOHaTa HeAOCTaThUHOCT. Cepro3Ha WM (paTaiHa XeNaTOTOKCUUHOCT MOYKE A Ce Vi
HeCTIELIM(HUYHA CUMITTOMH, 0OMKHOBEHO C BHE3AMHO HAYaNo, Kato: 3aryfa Ha edekra ot g
NPUNAABLNTE, PHIHUECKO HEPA3TIONOKEHHE, CIabOCT, BAIOCT, OTOLM, AHOPEKCHA, NOBPBLJARR, AOE
00K, ChHIIHBOCT, XHITCHHLIA. Te3n MpH3Hatu ca CUrHaI 33 He3a0aBHO TpeKpaTsBaHe| {HE NoYe
HeofXxoanMmo € nauMeHTHTE Ja O0bAAT NIpeABAPHTENHO HHCTPYKTHPAaHH, Ye TpAOBa HE3aDRB




YBEOMSAT JIEKYBallMs JIEKap [pH I0ABaTa HA HAKOH OT OMMCAHUTE CUMOTOMHU. Thii KaTo npeAcTaBIsABA
TPYAHOCT OMNpeAe/ISHETO HAa TOBA KO U3C/IeABaHe 1a CE M3BBPIIIM, aKO TOBA € HeOOXOAHMO, YMECTHO €
14 ce 3anoy4He ¢ TeCTOBE, KOMTO ¢ OTHACAT A0 NPOTEHHOBATA CUHTE3a Hanp. NpoTpoMOHHOBO BpeMe.
[ToBHmeHHTe YepHOAPOOHH €H3HMMH He ca HeoOuuaitHO ARJICHHE NPH JIEYEHHE ¢ BaJATNpoaT, KaTo TOBA
OOMKHOBEHO € MPEeXOIHO WIH Ce MOBIHABA OT MOHWXKABaHE Ha IO3UPOBKATA.

[TauueHTH ¢ TakMBa OMOXHMMHUYHH aHOMAJTUH B X0Ja Ha JICUEHHETO NEPHOAUYMHO TPsAOBa aa ObaaT
KITHHUYHO OLICHABAaHU U Aa UM OBJaT H3BbpLIBAHH TECTOBE 3a ONpede/siHe Ha YepHOoApoOHaTa
¢YHKLHA, BIJTFOUATENHO NPOTPOMOMHOBO BpeMeE, 40 BBE3BPBUIAHE HA MNOCICAHHTE B HOPMATHH
rpaHduM. [ToHskora H3aMeHerus B MPOTPOMOMHOBOTO BpeME, MPOAb/KABAIM AKIr0 BpeMe, 0C00eHO
BbB BPb3KA C JIPYTH pPeJIEBAHTHA aHOMAJIMH, U3UCKBAT NPEKpaTABaHe Ha JieueHHeTO. Beskaksa
CBNBTCTBANIA YNIOTpeba Ha cCaTMLMIATH TpAOBa 1a Obe NMpeyCTaHOBEHA, Thil KaTO T€ H3NMOJI3BAT
CbLUIMTE METa0OIUTHH NBTULIA.

Hapywenusa na xooxcama u nodxoxchama mokan: Y HAKOU NMALMEHTH MOXE a CE MOJYHH NPEXOJeH
koconaa. To3m eexkT He € 10303aBHCHM M OOMKHOBEHO B PAMKHTE Ha LIECT Mecelia 3anoyBa
HOPMAJIEH PACTEX Ha KOCaTa, BEIIPEKH Y€ KOocaTa MOXKE J1a CTaHe MO-KbApaBa OT npeadiuHaTa. Yecto
ce cboDlIaBaT HapyIIEHUA HA HOKBTA H HOKBTHOTO JIOXKe. 3HAMUTE/THO NMO-PAIKO ce ¢hoOliiaBa 3a rnoasa
Ha OOpUBU U XUP3YMTH3IEM. MMa peaku cbobiieHns 3a KOXKHH peakUMH, KaTo eK3aHTeMeH 00puB. B
H3K/IIOYUTEITHO PEIKH CITYUYaH ce chOOLaBa 3a TOKCHYHA €NMUAECPMAaIHA HEKPOJIH3a, CHHIPOM Ha
Stevens-Johnson u epureMa MmyntugopMme. AxHe. C HEU3BECTHA HECTOTA: XHMEPITUIMEHTALH.

Hapywenus na memaborusma u xpanenemo. Moxe aa ce nosyuu xvnepaMoHueMHs 6e3 MpoMeHu B
TECTOBETE, KOUTO OTpa3ABaT YepHoApoOHaTa ¢yHkuus. H3onupaHa u yMepeHa XurepaMOHHEMHS
MOXKE /12 C€ MOJTyYH YECTO, HO T OOMKHOBEHO € MPEeX0OAHA U HE HaJlara rpeKpaTiBaHe Ha JICYCHHETO.
Ts obaue MOxKe 11a ce MpOABH KIMHUYHO C NOBPBLIAHE, ATAKCHSA M NPOrpecHpallo 3acAraHe Ha
cb3HaHHeTO. [Ipy MosBaTa Ha TakMBa CUMITTOMH C€ HaJjlara NpekparsBaHe Ha JiedyeHHeTo ¢ KoHBynekc
XpOHO. XHIIEPaMOHUEMHUS C HEBPONOTMMHM CUMITTOMH CBUIO € Bb3MOXKHa (BxK. TouKa 4.4). Paaxo ce
cb0oOLlUaBa 3a N0sBa Ha OTOLH.

ChbluecTByBaT peKH ChOOLIEHHS 3a pa3BUTHE HA MAaHKpeaTUT, MOHAKOTa ¢ ¢aTaieH H3XoH (BX. TOYKa

4.4).

Hapywenusn na mycxyino-ckenemnama cucmema u coeounumennama moxan: iMa cprobienus 3a
HamalisBaHe HA MHHEPaJHATA ILTbTHOCT Ha KOCTUTE, OCTEOINEHH 1 OCTEONOpo3a Npy NalHeHTH Ha
MPOABKHTENHA TepanHs ¢ KoHByneke. MexaHU3MbT Ha T€3H ePEKTH BbPXY KOCTHHA MeTab0IH3EM
HE € U3BECTEH.

Hapywenua na 6vbpeyume u nuxounume nomuiya: CblleCTBYBAaT MHOTO PEJKH ChOOILIEHHS 3a
pa3sBUTHE Ha 00paTHM CHHIApoM Ha Fanconi (aedekT B npokcuManHata 6n6peuna TyGynapHa yHxLms
C pe3ynTar INIIOK03ypHs, docaTypra, aMHHOALMAYPHA U YPUKO3YpHS ), CBBP3aH C TEPaNuATa ¢
BAJIIIPOAT, HO MEXAHH3MBT MY BCE OLIE HE € HAMbJIHO H3ACHEH.

Yecro € HabmoaaraHa ypUHApHA HHKOHTHTEHLHA.

Hapywenua na evanpoussooumennama cucmema u 2bpoama: MHOTO pAaKo MOXKE 1a ¢e NOTy4H
THHEKOMACTHA.

Bpooenu, hamunnu u 2eHemusnu Hapyuienus
BpoaeHn MandopmalMH M HapyLUeHUs B pa3sBHTHETO (BXK. Touka 4.4 U Touka 4.6).

[pyeu: CbluecTBYBaT PeIKH ChOOLIEHH 3a NOABA HAa BaCKYJIMTH. AJIEPrUYHH PeaKLHH (0T O6pHBH 10
XHIICPCEH3UTUBHH PeaKLMK) ChIIO ¢a Bb3MOXKHH. TpaiiHa iwu obparruma 3ary6a Ha cnyxa, KaTo
BPh3KATA MEXKIy MPUUMHATA U edeKTa He € u3sicHEHa. —

IleqnaTpHYHA NONY.IAUNHSNA
[TpogunsT Ha O€30MacHOCT HA BANPOAT 32 NeAWATPHYHATA MOITY1aLHs € CPaBHU
BB3PaCcTHHTE, HO HAKOHW HEXENaHH JICKAPCTBEHU PEaKLMM ¢a NMO-TEXKO U3pa3eHH
[JIABHO B [leAHaTpH4HATa norynanus. CbluecTBYBa clelHPHYEH PUCK OT TEXKKO



N€elia ChLLUECTBYBA ClielM(UYeH PUCK OT Pa3BUTHE HA MAHKpEaTuT. Te3n pUcKkoBe HAMaJIABAT C
yBEJIMYaBaHe HA Bb3pacTTa (BxK. To4Ka 4.4). I[lcuxu4Hy HapyLIEHHA, KaTO arpeCUBHOCT, Bb30yaa,
HapylleHHE HA BHUMAHHETO, aOHOPMHO MOBEACHHUE, ICHXOMOTOPHA aKTHBHOCT U HapyLUEHA
CNOCOOHOCT 3a yueHe, ce HabIroaaraT NpeUMHO B [I€AMaTpHYHATA MMOITYJIalHA.

CroblllapaHe Ha NOAQ3HPAHN HEXEIAHH PEAKUIUH

CboOwasaHeTo Ha NMojJ03MpaHH HeXXeNlaHH peaKUUH Cliel paspellaBaHe 3a ynotpeda Ha iekapeTBeHUA
NPOAYKT € BakHo. ToBa no3sonsBa aa ce NpPoABLIKH HaONIOACHHETO HA CBOTHOLUEHHETO MOJI3a/PHCK
3a eKapCcTBeHUs NMpoaykT. OT MeIMILIHHCKHTE CMELIHAIMCTH CE U3MCKBA Aa ChoOLIaBaT BCKa
MofO3MpaHa HexenaHa peakuus ype3 U3nmbnHUTENnHaTa areHUM 10 JeKapeTBara, yi. ,,JJaman

['pyes’’ Ne 8, 1303 Codwusa, Ten.: +359 2 8903417, yebcanT: www.bda.bg.

4.9 Ilpego3upane

MMa chobimenns 3a ciiydyad 3a NMpeJo3HpaHe Ha BAJINIPOAT - CIyYaiHO WIH ¢ Liel caMoyOUHCTBO.
[Ina3zmMeHy KOHLEHTPALMH, KOUTO HAJBUILABAT MET 10 LIECT ITbTH MAKCUMAJHHUTE TEpaneBTUYHH
CTOHHOCTH, OOMKHOBEHO C€ U3ABABAT C raZicHe, MNOBPBIUIAHE H CBETOBBPTEK, XHUITOTOHNA,
XUNopedeKcHusd, MHO3a.

ITpu MacKUBHO MpeAO3UPAHE, T.€. INIa3MEHU KOHLEHTPALMM JECeT - ABAaNECeT MMbTH HaJl MAKCUMATTHHUTE
TeparieBTUMHU CTOHHOCTH, MOXKE [1a C€ MOIYyYH CEPHO3HO MOTHUCKAHE HAa LCHTPA/IHATA HEPBHA CHCTEMA
1 avumiaHeTo. CHMNTOMHTE MOraT fa ObAaT pa3/IMYHM K NOHAKOra MOTaT Aa ce Nno;IyvaT M rbpuYOBe
MPH Te3W BUCOKH IU1a3MEHHU HUBA (BK. Touka 5.2). ChIleCcTBYBAT CHOOIICHHS 32 MO3BUYEH OTOK H
[IOBHLLEHO BBTpEeUEPENHO Halsrane). HMMa choOLIEHHS U 32 CMBPT B pE3YJITAT Ha CBPBXIIPEA03UpAHE.
HasnureTo Ha HATPHI B CbEAUHEHUATA C BAJINIPOAT MOXKE J1a NOBEAE A0 XHIICPHATPHEMHA B CITYUYAHUTE
Ha NPEAO3UPaHE. |

BOIHNYHOTO JIeHeHHUE NP CBPBXITPEAO3HpaHe BKIIOUBA MPUIaraHe Ha CpeacTBa, Npeau3BHKBALLH
NOBPBLIAHE, CTOMALIEH JIABAXK, aCUCTUPAHO AUILAHE U JPYTd PpeaHHMALIMOHHU MEPOTIPUATHSL.

XeMoguanuza ¥ xemonepdy3us ce npuwiarar ycnemso. M3nonsea ce cblio BEHO3HO IPWIOKEHHE Ha
HaIOKCOH, MTOHAKOTa €IHOBPEMEHHO C aKTHBEH BBIJICH OpaJIHO.

S. ®APMAKOJOIrH4YHU CBOUCTBA

5.1 @apmMakoaNHAMHYHH CBOHCTBA.
QapmakoTepaneBTHYHa rpyrna: Aaruenwientadndy ¢peactea, ATC koa: NO3 A GO1.
HaTpueBHAT BANNpPOAT € aHTHKOHBYJICAHT.

Haki-cuiHo u3pa3seHHAT HAYMH Ha ACHCTBUE Ha BAJINPOATa € NOTEHUHpaHe HHXUOMTOPHHUA edeKT Ha
rama-aMMHO MacneHata kucenuHa (I AMK) upes nelicTBUE BbpXYy CUHTe3aTa U MeTabonu3Ma Ha
["’AMK.

HoOpuat edext H OBp30TO AeiicTBHE Ha BAIIPOATA 34 JICUSHUE HA OCTPH MaHUMHHU €MTM30AM MPH
MAlHEHTH ¢ MAHHHHO-ACTIPECHBHHU (OMNOIapHH) pa3CcTPOHCTBA € J0Ka3aHO OT peaMua mauedo
KOHTpOJIMpaHi KIMHAYHH npoyuyBaHuia. EQekTsT Ha BanpoaTa 3a NpOIB/DKHTETHO JIeYEHHE Ha MaHHUA
(moBeue OT 3 CEAMHLM) 8Ce owye He € 0OCHXKNAaH B KIIMHUYHY Npoy4uBaHHs. EdeKTHBHOCTTA Ha
Ba/iNpoarta B NpoduIakTHKaTa Ha MUIPEHATa € A0Ka3aHa B peIHUa TU1aueto KOHTPOJIHPAHH JBOHHO
cneny npoyusaHus. [IpodbIKUTENTHOCTTa Ha ynoTpeda Npy TOBA NMoKasaHHe € U3C/ICABAHA 32 [IEp

J0 TPH F'OJHHH. A No

B Hakou in-vitro vicnenBaHus ce cbo0llaBa, 4e HATPHEBUAT BAINPOAT MOJXKE 3 CTH Apg<Hl ‘76%0
PEUIHKALMATA, HO H3CJICABAHHA BEPXY NepudepH KPbBHA MOHOHYK/IEAPHH KieTKH 31X - - §* N2
HOCHTE/IM MOKA3BAT, Y€ HATPUEBUAT BAINPOAT HE NPUTEKABA MUTOr€HOTION00EH edd) 2. gf 3&:} A ,;j‘:“*;l, \ >
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5.2 {dapmMakoKHHETHYHH CBOHCTBA

[L1asMeHHAT [TOMYKUBOT HA HATPHEBHA BAIIPOAT ce ABMKH Mexnay 8 u 20 yaca. OOUKHOBEHO TOH €
No-KpaThbK y Aela.

[1pH nauMeHTH ¢ Texkka ObOpeyHa HEJOCTATHYHOCT MOXKE Ja e OKaXe HeoDOXoauMo Ja ce IIPOMEHH
[O3HPOBKaTa B ChOTBETCTBHE ¢ HUBATa Ha CBOOOIHHA HATPHER BAJINPOAT B CEpyMa.
[penopburTenHaTa eheKTMBHA TepanieBTHYHA rpaHMLIA HA MJIa3MEHKTEe HHBA HA HATPHEB BaiNpoar ¢a
40-100 mg/1 (278-694 pumol/l}. Tezn CTORHOCTH MOTaT Aa 3aBUCAT OT BPEMETO Ha B3IUMaHE Ha
npodaTa U HATMUHETO Ha Ko-MeauKaims. [IpoueHTsT Ha CBOOOIHOTO (HECBBP3aHO) JIEKAPCTBO €
0bukHOoBeHO Mexay 6% u 15% ot 00110TO 1a3MeH0 HHBO. BB3MOXKHOCTTA 3a 110ABa Ha CTPaHUYHH
e()eKTU HapacTBa NpH CTOHHOCTH Ha MIa3MEHUTE HABA, KOWTO HAJABHLIABAT €(PEKTHBHATA
TepareBTUYHA rpaHyLa.

dapMakonOrHuHUTE (MJIH TEPANEeBTUHUHH) eekTH Ha KOHBYIeKC XpOHO He KOopenrupaT TACHO C
00LHOTO WM cBOBOAHO (HECBBP3aHO) M1a3MEeHO HUBO Ha BAJINpPOarT.

Mdopmynarta Ha KoHBYNEKC XPOHO € C KOHTPONHpaHO OCBOOOXKAaBaHe HA aKTHBHO JACHCTBALLIOTO
BELECTBO, KOETO MpU HapMaKOKHHETHYHH M3CNEABAHUA € [10KA3a/10 N0-MaNIKU (PIIYKTYalUH B
1a3MEHUTE KOHIEHTPALMH, CPABHEHO C APYTrH U3BECTHHA (POPMH -KOHBECHLIUMOHATHU MJIK C U3MEHEHO
ocB0oOOKAaBaHe Ha HATPHER Balrpoar.

B ciiyqauTe, npHd KOMTO H3MEPBAHETO Ha IUIA3MEHUTE HUBA CE CUMTA 32 HEOOX0AUMO,
¢apmakokHHeTHKaTa HAa KOHBYJIEKC XpOHO NpaBH H3MEPBAHETO HA IUIA3MEHUTE HHUBA B MO-MaJjika
CTETCH 3aBUCHMMO OT BPEMETO Ha B3WMaHe Ha rpodara.

dopMmynarta Ha KoHBYJIeKC XpOHO € OMOCKBHBAJIEHTHA HA APYTH BAMINPOATH ¢ KOHTPOJIKPAHO
OCBOOOXKAaBaHE OTHOCHO CPEeAHUTE 30HH O] KPHBaTa, OTPa3sBallla IU1a3MEHUTE KOHLEHTPALMH 1O
OTHOLIEHHE Ha BpeMeTO. DapMaKOKHHETHUHHTE JaHHH 3a steady-state nokasBar, 4¢ NHKOBATa
KOHLEHTpaUMA {Cemax) 1 MMHHMAaNHaTa KOHLEHTpAUUs (Cmin) Ha KOHBYJIEKC XpOHO C€ HAMUPAT B
paMKHTE Ha epeKTHBHATA TepaneBTUYHA FpaHuLa Ha IUIa3MEHUTE HUBA, KOATO € OOLIONpHETa 3a
HaTpHEeB BaJINIPOAT.

[Ipu neua Han 10 roaMinmHa BE3PACT H MPH FOHOIH KIHPBEHCHT Ha BaJINIPOAaT € NoZOOEH Ha TO3H,
YCTaHOBEH NpH Bb3pacTHU. [lpn neanarpuunuTe nauydeHT! noj 10 roaMHH CUCTEMHMAT KNHPBHC Ha
Ba/INpoarT BapHpa ¢ Br3pactra. [Ipu HoBopoaeHuTe u 6ebeTaTa 00 2 Mecela KIIMPBHCHT HA BAINPOAT €
[MOHW)KEH B CPaBHECHHE C TO3HM MPH BB3PACTHH H € HAR-HUCHK HETIOCPEACTBEHO Clel paxaaHero. B
0030p OT Hay4HaTa JTUTEpaTypa € MyOJIMKYBaHO, Y€ TUIA3MEHHAT TIONYKHUBOT Ha BAINPOAT NpH OedeTa
noa 2 Mecela rnoka3pa 3HauyMTeNHa sapHabHITHOCT Ha cToHHOCTHTE OT | 10 67 yaca. IlpH nena Ha
Bb3pacT oT 2 A0 10 ronMHH KIUPBLHCHT Ha Bannpoar € ¢ 50% rno-BHCOK OT TO3U NPH BB3PACTHH.

5.3 IpeaxknuuH4HH JaHHH 3a OezonacHocT

B npoy4BaHus 3a TOKCUYHOCT IIPH MHOTOKPATHO IpUJlaraHe ca CbOOLIEHH TECTHKY/IapHa
JercHepauus/aTpogus WiK HapyLUeHUs B CliEpMaToreHe3aTa U HaMaJIIBaHE Ha TEIIOTO H& TECTUCHUTE
Py BB3PACTHH [UIBXOBE H KydeTa clie] NepopaiHO MPUIOKEHUE B 103U ¢boTBeTHO 1 250 mg/kg/nen
u 150 mg/kg/neH.

[Ipu 10BeHWIHH ILTBEXOBE HAMAJIABAHE HA TEIJIOTO HA TECTHCHTE € HabJII0JaBaHO caMo TIPH JO3H,
HaJBYLUABAaLIM MakCHMAJTHaTa NoHOCHMa J03a (0T 240 mg/kg/neH npH UHTpanepUTOHEATHO WIH
MHTPAaBEHO3HO MPUIIOKEHHUE ), Oe3 CBbp3aHu XHUCTONATOJOTHYHHE ITpoMeHu. He ca HabmoaaBaHu
e(heKTH BBPXY MBKKHTE PENPOLYKTHBHH OPraHy NpH noHocHMu no3M (a0 90 mg/kg/nen). Buv3 ocHoBa
Ha Te3W JaHHH FOBECHUTHUTE XKHUBOTHH HE C€ CUUTAT 3a I10-IOAATIIMBH 110 OTHOLIEHUE HA HAXOJKH B
TECTUCUTE, B CPaBHEHHE C Bb3pacTHUTE. 3Ha4YE€HHUETO Ha HAXOKUTE B TECTUCHUTE 3a N¢IHATPpHUYHATA
NOITy1aLMA He € H3BECTHO.

B npoyuBaHe 3a ¢pepTHIHTETA IPH IUTBXOBE, BANNpPoAaT B K034 10 350 mg/kg/nHeBHO HE NMOBIUIBA
PENpPOAYKTHBHATA GYHKIUMA [PH MBKKHTE HHAMBUAN. Bbnpexu ToBa HHMEPTHIHTET NP (X}
WICHTU(ULMpPaAH KATO HEXKEJlaHa peakuus npu xopara (BK. Toukd 4.6. 1 4.8).

He ca u3BeCTHU ApYTH NPEIAKIMHUYHHE JaHHH, KOUTO 4 JaBAT HAa U3MHCBRAUIUTE JIe
JOMBJIHUTENIHE HHPOPMALIUA, OCBEH Ta3H, KOATO € BKJIIOUEHa B APyTHTE pa3ae/iv
XapakTepucTHKa Ha npoaykra (SPC).



6. PAPMAHEBTHYHH JAHHH

6.1 Cuncpk HA NOMOIMHHTE BellleCTBA

Anpo Ha Tabnerkara:

MoHOoXHApAaT HAa TUMOHEHA KHCETTMHA

Ervwnuenynosa

KononuMmep Ha aMOHHEB MeTakpuiar (Tyn B) (cbappxai copOMTHA KHCETTHHA)
[Ipe4ucTeH Tank

KonouneH CWIHLIKEB TUOKCH]

Marnesues creapar.

OUIMOBO TOKPUTHE.

KononuMep Ha aMOHHMER MeTakpunaT (Tun A & B) (ceabpxanl copOUTHA KHCENHHA)
[TpeurcTeH Tank

Kapmenosa HaTpyeBa con

TuraHor auokcua (E 171)

Tpuetun uurpar

BanunuH

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoct

5 rooAHU

6.4 CneuHaHH YCJIOBHA HA ChXPARHEHHE

Hsama cneunanHy W3UCKBaHUA 3a TCMIICPaTyp4aTd Ha CbXpPAaHCHHKC. OnakoBKaTa 1a ce ChXpaHABa

[UTBTHO 3aTBOPEHA.
Pa3zyyneHuTe TabneTky a ce CbXpaHABaT B INHULIETO.

6.5 Bnau chAbLPXKAHHME HA ONMAKOBKATA

a) CTeKiIEHO HHille ¢ kexubaped UBAT (XuapoauTuuHo yctoiuus T II1, PhEur) 1 HDPE 64n kanak
Ha BHHT, 3al[ATEH cpelly cnydaitHo oteapaHe 1 HDPE 064na otkecBaiila ce neHTa, MOCTABEHO B
KapTOHEHA KYTHA.

WJIH

6) HDPE nunuuapuyHo mwHiie 3a tabnetky ¢ LDPE kanak Ha BuHT, 3aTBapsll ce ¢ MpHLLpaKBaHe U

3aLMTEH cpelly cayvaiHo otBapaHe, LDPE oTkbcBallia ce eHTa ¥ YIUThTHUTEIEH NMPBCTEH,
[NOCTABEHO B KAPTOHEHA KYTHS.

WIIH

¢) PE unnunapuuen dnakon ¢ HDPE 6450 kanaue, 3aluMTeHO cpely C/iydaifHo oTBapsHe 1 LDPE
Osta OTKbCBALIA ce JIeHTa ¢/0€3 aOCopOeHT, NOCTABEHO B KAPTOHEHA KYTHS.

OnakoBKH:
KonBynekc xpono 300 mg: 50 u 100 Tabnerxu.
Koueynekc xpoHo 500 mg: 30, 50 u 100 Tabnerku

He BcHukn BUOOBE ONAKOBKHM MOTaT Aa ObAaT IMMyCHATH B npoaaxoda.

7. ITPHUTEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

G. L. Phrama GmbH, Schiossplatz 1, 8502 Lannach, Apctpusa




8. HOMEP(A) HA PAZPEIIIEHUETO 3A YIIOTPEBA

Konsyaekc xporo 300 mg
20030189
Konbynekc xpoHo 500 mg
20030190

9. JATA HA ITBPBO PAZPEUIABAHE/MIOJHOBSIBAHE HA PASPELHLIEHHETO 3A
YIIOTPEBA

JlaTta Ha 1mbpBO paspewtasane: 17 mapt 2003 r.
Jlata Ha nocneaHo noaHossasane: 14 mapt 2008 r.

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

1172024




