KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

V¥ To3u jiekapcTBEH MPOIYKT MOJJIEXKH Ha NOMBJIHUTENHO HabmoaeHue. ToBa 1we no3soyii 0bp30To
yCTaHOBsIBaHE Ha HOBa HH(OpMalLHg OTHOCHO Oe3omacHocTTa. OT MEAHMLIMHCKHUTE CMELHAIMCTH Ce
M3HMCKBAa J1a ChOOIIAaBaT BCAKaA MOJI03MpaHa HeXKeJlaHa peaklMsa. 3a HaYMHa Ha ChOoOLIaBaHe Ha
HEXeJIaHW peakLMH BHXKTE TOUKa 4.8
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Koneynekc 300 mg cToMalliHO-YCTOWYHBH KarCyJli, MEKH | Pas; UGH 6 A — e
Convulex 300 mg gastro-resistant capsules, soft iy o YA /77 .6 -[7- 2024 I

2. KAYECTBEH A KOJIMYECTBEH CbCTAB | — e
| karicyna ceabpka 300 mg BanmnpoeBa kucenuHa (Valproic acid).

3a ITbJIHUA CIMMUCHK HA MOMOILLHUTE BEllleCTBA BHXKTE Touka 6. 1.

3. JIEKAPCTBEHA ®OPMA

CToMallHO-yCTOWYMBA KariCyJia, MEKa.
OBaJIHH, PO30BH YKEJIATUHOBH KarCyJIM CbC CTOMALIHO-YCTOHYHBO MOKPHUTHE.

4. K/IMHHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3ZAHHSA

Enwrencuu:
JledyeHue Ha MbPBUYHHU M'C€HEPAJIM3UPAHU €NTWIENTUYHH NPUNAIbLK, BTOPUYHH N€HEPAJIM3UPAHH

CITHJICIITUYHH MNPHUIIAABLHHA H HEITBJIHK CITUIICIITHYHH TTIPUIIAABLIH.

bunoaapru pazcmpoucmea.

Jledyenue ¥ npodHIakTHKa Ha OCTPH MaHHAKAJIHU €MU30H CBbP3aHH ¢ OUMNOJIAPHU pa3CTPOHCTBA.
JleyeHHe Ha MAHUEH €MU30/ [PX OUIMOJIAPHO pa3CTPOUCTBO, KOraTo JIMTUH € MPOTHBOIOKAa3aH, UJIK HE
ce Toaepupa. [IpoabipkaBaHe Ha JI€YEHHETO Cllel MAaHUEH E€MU30/ MOXeE /1a c€ OOMUCIIH TPH
MalMeHTH, KOUTO Ca CE MOBJIMSIHA OT BAJINIPOAT [PH JIEYEHHETO HA OCTpa MaHMS.

Muepena:
[IpoduiakTHKa HAa MUTPEHO3HHU MPUCTHITU B CIy4Yai, ye HAMa €(EeKT OT MpujiaraHe Ha JAPYTruTe aHTH-
MUTPEHO3HH JIEKAPCTBEHU CPEACTRA.

4.2 Jlo3HpoBKAa H HAYHH HA NMPHJIOKEHHE

,ﬂomposxa

[Ipennarar ce popmu Ha KoHBy1eKC ¢ pa3nuyHa MOIIHOCT M 034 3a HHAUBUAYATHO JO3UpaHe Ha
JIEKapCTBEHHS MPOAYKT.

Enunencuu u manuunu enuzoou npu OunoaspHo pazcmpoucmeso

Qega OT KE€HCKH I10J1 U KCHH C ACTEPOJACH MOTCHLIHAJ

JledeHueTo ¢ Bajinpoar TpAOBa Aa ce 3ano4YHe U MpocieasBa OT JieKap ¢ KIIMHUYE
Ha enuJiencus, OUNoJIAPHO pa3CTPONCTBO WM MUrpeHa. Bannpoar He TpaOBa na ¢




Hee(DEKTHBHH WM He ce noHacaT noOpe (Bxk. Touka 4.4 1 4.6), a nosizata ¥ pUCKLT TpAOBa
BHHMATEJIHO J1a CE€ OLICHARAT I1pH PEAOBHH KITHHWYHHU NPETrIean.

Bainpoart ce npeAnyicBa U oTnycka B choTBeTcTBHE ¢ [Iporpamara 3a npeinaspaHe oT OpeMEHHOCT
npu ynorpeba Ha Bannpoar (Bx. Touka 4.3 u 4.4).

Bannpoar Tps0Ba aa ce NpeAnucsa NpeJdMHO KaTo MOHOTEPANUs, ¢ Hal-HUCKaTa eeKTHBHA 1034,
aKO € Bb3MOJXKHO, B JIEKApCTBEHA (hopMa ¢ yaBJDKeHO ocBoboxAaBaHe. JlneBHaTa no3a TpadBa na Obae
pasziesieHa TOHe Ha JIBe OTAENHHU A03H (BXK. Touka 4.6).

Mpxke
[TpenopruBa ce nedueHMeTo ¢ KOHBYJIEKC Ja ce 3anoyHe H KOHTPOJIKpa OT CTICHHAIMCT C OTHT B

JIEYEHUETO Ha EMMWISNCHA, OUNOMAPHO pa3CTPOoHCTBO WIIH MUrpeHa (Bx. TOUkH 4.4 U 4.6).

Enuaencuu
[To mpuHLMN, AHEBHATa Jo03a TpAOBRa na Obae pasaesicHa Ha HAK0KO rpuema. [1o Bpeme Ha
MOHOTEpAIHATa ¢ BAJIMPOEBA KACEANHA, 00L1aTa JHEBHA 4034 MOXE Aa ¢e IIpriara eAHOKpaTHO, Be4ep

(10 MakCHManHa JHeBHa A03a oT 15 mg/kg).

HeobxoAMMHTE AHEBHH [103M BapHpaT B 3aBUCHMOCT OT Bb3pacTTa U TENECHOTO Terno. OnrumanHaTa
11034 ce onpeieNia OCHOBHO OT KOHTPO/IAa Ha NPHIIaABLMTE; HE € HEOOXOAUMO PYTHHHO H3C/CABaHE Ha
[U1a3MEHHTE KOHUEHTpaluuK. Bnnpeku ToBa, ONpee/sHETO Ha IUIa3sMeHHTEe KOHLIEHTPaLMH MOXeE J1a
OBJe OT MoJ13a NPH HEOJOCTATHYEH KOHTPOJ HAa NPUIMAABLMTE WIH MPY NPEANoIara€éMy CTpaHHYHH
edekTH (BxK. TOUKA 5.2).

Monotepanus

Bw3pacmnu

[TepBonauanHo ce npunarat 600 mg anesHo (5-10 mg/kg TenecHo Tero), ¢ nocaeaBaO NOCTENEHHO
nosuiiasaHe ¢ 5-10 mg/kg Ha 3-7 nHEBHU MHTEPBAJIA JOKATO C€ MOCTUIHE KOHTPOJ Ha MPHUNaAbLMUTE.
OGHUKHOBEHO TOBA Cce nocTura ¢ aHeBHa ao3a ot 1 000-2 000 mg (20-30 mg/kg TenecHo Terno). Ako
ce MOCTHTHe aJ€KBATEH KOHTPOJ HA NPHIIAALLKUTE [IPH U3MNON3BAHE HA Ta3H NO3UPOBKA, 103aTa MOXKE
na ce ypenuuu 1o 2 500 mg nHeBHO.

HHeduampuuna nonynayus

[TuproHauanHo ce npunarar 10-20 mg/kg TenecHo Terno, ¢ Noc/jeaABaLle NOCTENEHHO NOBUILIABAHE C
5-10 mg/kg Ha 3-7 MHEBHH HHTEPBAIM JOKATO C€ MOCTHUTHE KOHTPOA Ha npunaabiuTe. OOUKHOBEHO
TOBA c€ NocTHra ¢ AHeBHa no3a 20-30 mg/kg TenecHo Terao (3a opHeHTaLMs BIDKTE CbILO Tabauuara

3a JIo3upaHe.). AKO € TE3M JO3M HE MOXE [1a e [TOCTUTHE aJICKBATEH KOHTPOJI HA NpPHIIaJbLHTE,
JIHEBHATA J103a MOKe 14 ce yBenundd A0 35 mg/kg tenecHo terno. B oroenHy Ciryyay € Bb3MOKHO A4

Obae HeoOXoaUMO M3MoN3BaHe Ha 4034 Haa 40 mg/kg/neH.
[Ipu neua, npy KOUWTO CE Hanara a ce mpuyarat no-sHcoku 1o3u ot 40 mg/kg/neH, € Heobxoaumo
pPeJIOBHO Ja C€ KOHTPOJHPAT J1abopaTOPHHTE U X€MATONOTHYHH NOKA3aTEIH.

Heya ¢ meano nao 20 kg: Ilpenopbusa ce HavanHa go3a oT 300 mg QHEBHO.

[Topanu He0OXOAMMOCTTA OT TUTPUPAHE Ha A03aTa, CHIIO TAKa 3a ACLA Ce MPeAIaraT 1 Te4Hu GopMu
Ha KoHBYy€eKc.

Hayuenmu 6 nanpednana ev3pacm
(DapMaKOKMHETHKATA Ha BaJIMPOAT MOXKE J1a C€ MPOMEHH HPH NALMEHTH B HalpeqHAaJIa Bb3PacT.

JlosuposkaTta TpaOBa ga ce onpenesay B 3aBHCHMOCT OT KOHTpPOJ1a Ha MpHIIagbLMTE. (BXK. CHIIO TOYKA
5.2)

IIpenopvusam ce creonume onesru 003u 3a earnpoam
(Tabnuuara € 3a OpPUEHTHPOBKA):

Bw3pact TenecHo Terno CpenHa n03a
(kg) (mg/IHEBHO)

3-6 Mecewlia ~5,5-7,5 150

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




1-3 roaguHH =10-15 300-450

3-6 roguHH ~]15-20 450-600

7-11 roauHuU =~20-40 600-1 200
12-17 roAUHH ~4(-60 1 000-1 500
Bb3pactHH >60 1 200-2 100

(BKJIFOYHTENHO NMAaLAEHTH
B HanpeHaaa Bb3pacT)

Iayuenmu ¢ 6B6peuna HedoCmamuvuHOCM WUAU KAPYWEHUE HA YePHOOPpObHama QyHKyus

[Ipu naupenTy ¢ 6E0peUHa HEAOCTATEYHOCT MOXKE 1A €€ HAJIOXKH HamalsBaHe Ha 103aTa WiIH
yBeJIMYaBaHe Ha 103aTa [IPY MaLHCHTH HA XeMoaranu3a. Bannpoar ce otaens npy adanusa (Bix.
touka 4.9). JozupoBkarta TpAOBa J1a c€ NPOMEHs crnopel KIHHHYHOTO MPOCICAABAHE HA NMALHCHTA
(Bk. TOuKa 4.4). Jozara TpsaOBa na ce onpenesn Bb3 OCHOBAa Ha KIMHHYHATA KapTHHA, ThH KaTo
MOHHTOPHPAHETO HA [UTA3MEHUTE KOHLICHTpalUH MOXe Aa 6bAe MOABEKAALIO (BXK. CHIUIO TOYKA 5.2)

KomOHHHpaHa Tepanusa

[Tpu 3anouBaHe Ha NedeHue ¢ KOHBYJIEKC KancyJyiH NpH MNalldeHTH, KOUTO BEY€ MPOBEXKAAT JCUCHHE C
APYryU aHTHKOHBYJICAHTH, JO3HPOBKATA HAa M3NOI3BAHUA NIpeid MeAUKaMeHT TpaOBa OaBHO f1a ce
HaMaJigBa. 3anousaHeTo Ha Tepanus ¢ KoHBynekce Tpabsa J1a ce oCHIIECTBABA MTOCTENEHHO 10
JOCTUraHe Ha Habens3aHaTa J03a cinea okono 2 ceaMuud. [Ipu npwnarade Ha KOHBYJIEKC KaniCynu B
KOMOWHALIHA ¢ aHTUKOHBYJICAHTH, KOUTO UHAYLIMPAT AKTUBHOCTTA Ha YEPHOAPOOHNUTE €H3HMHU, Hamp.
¢dbenuTouH, peHobapOuTan UM KapbaMasernuH, MOXKe [a C€ HAJIOXKHK NMOBULIABAHE HA J1034aTa ¢ 5 110
10 mg/kg/nHeBHO.

Crnel npeycTaHOBsBaHE HAa NpUeMa Ha WHAYKTOPH Ha YEPHOAPOOHHTE €H3MMH € Bb3MOXKHO 1A Ce
NIOCTHIHE aJI€KBAaTeH KOHTPOJ Ha NMPUINIAAbLUATE MPH W3MOA3BaHE HA NMO-HUCKH 1034 KoHBynekc
kancyJd. [Ipu enHOBpeMeHHO npuiaraHe Ha Oapbutyparu u npy HabnoaaBaHe Ha NPOSBH Ha
cegupane (0co0eHO npu aeua), TpAbBa 1a ce HaMald 103aTa Ha OapOUTypaTHTe.

bHDOJISIDHH PA3CTPOHCTBA K MHI'PEeHA

[1o oTHOLLEHHWE Ha MOKa3aHUATA ,,OUIONIAPHHA pa3CTPONCTBA U ,,POGHIIAKTHKA HA MUIPEHA™, HE Ca
TIPOBEXKAAHH KOHTPOJHPAHU KJIMHUYHYU NPOYYBAHHM TIPH Jella U FOHOLLIH WIH NPH NAaUMEHTH Hal
65 roauiHa BB3PAacCT.

bunoaspHH pa3cTpoiicTsa (CaMO NPU Bb3PACTHH TIALIMEHTH)

OcTtpa Tepanusa: [IpenopbuBa ce HadanHa ao3a ot 600-900 mg nHeBHo. CunHO BB30yAEHH MALHEHTH
MOJKe [1a ¢ TpeTHPAT ¢ 1o3u Ao 1 500 mg nnepHo. [locrenenHo noBMmaBaHe Ha A03aTa TpAOBa na ce
H3BBLPILIBA HA HHTEPBAIH MeXAY 2 H 4 JHH M A3 C€ CHIPOBOXKIA C MOHHTOpHpaHE HA IUIA3MEHHTE
KOHLIEHTpalUuH (00MvaiHy TepaneBTHYHU rpaHdLu: Mexay 50 u 125 ml/l) no orbenassane Ha
KJIHMHHYHO NMOA0OPEHHE WITH MOABA Ha HEXKETaHU JIEKAPCTBEHH PeaKUMM.

[TpodunakTika Ha peuuansy: OOuyaliHHUTE AHEBHU A034 ca Mexay | 000 u 2 000 mg.

MauuiiHH enH301H OpH OHNOASIPHO PA3CTPOHCTBO
Bvzpacmmu

JHeBHaTa n03a TpAOBa 4a ObAe yCTaHOBEHA M KOHTPOJIMPAHA HHAUBUAYAIHO OT JIEKYBall[U4 JieKap.
[IpenopbpuMTENHAaTa Ha4yanHa AHeBHA n03a € 750 mg. OcBeH TOBa B KIMHHYHU U3NUTBAHHUA HayallHa
no3a ot 20 mg sannpoar/Kg TeeCHO TErJIo ChLIO NMOKa3ea NpuemMars npodui Ha 6e30MacHoOCT.
dopmuTe ¢ YOIBDKEHO ocBODOM IaBaHe MOTaT Aa ObAaT NpuiaraHy eHH ITbT, WM JBa IbTH JHEBHO.
JlozaTa TpabBa na Obae yBENHYEHA KOKOTO € Bb3MOXKHO NMO-0Bp30, 33 1a ce OCTUIHE HAall — HUCKATA
TeparneBTHYHa 1033, KOATO BOAM A0 XKeJIaHuA KIHHUYEH edekT. JJHepHaTa Ao3a Tpadbsa na Obje
afanTHpaHa CnpAMO KJIMHHYHHUSA OTTOBOP, 34 a C€ ONpEACIM HaH-HUCKATa e¢pEKTUBHA A034 34
MHIMBUIYATHUS [TALUEHT.
CpenHara nHeBHa 0033 00MkHOBeHO Bapupa Mexay 1 000 u 2 000 mg sanmpoart. Liafiue

BHUMATEJIHO MPOC/IeAIBAHH.
[IpoasxkaBaHETO Ha ICYEHUETO 32 MAHUMHHHM €MU3044 NPH OUIIONIAPHO pa3cTpd
aJlanTHpaHO HHAUBHAYAIIHO, KaTO C€ M3MON3Ba Haik-HUCKaTa epeKTHBHA [03a.



HHeduampuuna nonyaayus

EduxacHoctra Ha KoHByneke npy aeua noA 18 roquHH B JICYCHHETO HA MAHWMHM €NU30H NPH
GUIIOJAPHO pasCTPOMCTBO He € yCTaHOBeHa. 3a noeede HHopMaLKs 3a 6€30NacHOCTTA MPH Jelia,
BIDKTE TOUKA 4.8.

[poab/BKHTEIHOCTTA HA JIEYEHUETO ce Ofpeelia OT JISKYBalUsi NeKap.

Murpena (caMO NMPH BL3PACTHHU NALKUEHTH)

JKenu ¢ demepoden nomenyuan u bpeMeHHu Hcenu

KouBynekc Tpa0Opa na ce 3am0o4He OT CIIELMATUCT ¢ KIMHUYEH ONMT IIpH JICHEHHE Ha MUIPEHa.
JleuenueTo TpAOBa Aa 3anOYHE, CAMO aKo APYIH JICYCHHU: ca HEe(PEKTHBHH HIH HE CE€ MOHACAT (BK.
Touka 4.3, 4.4 1 4.6) M Non3ara M pUCKBT TPAOBA BHUMATEHO Ja Ce OLICHABAT IIPH PYTHHHH

NpCrijicaH.

Cnen zanouBade Ha JedeHHe ¢ 300 mg aAHeBHO, pa3[¢c/ICHH Ha OTACITHM NIPHEMH, NHEBHATA 1034
[IOCTENEHHO Ce MOBHILIaBa 10 oTOEAA3BAHE HA KIIMHMYHO NOAOOPEHHE HITH NTOSBa HA HEXKEJIAHH
nekapcTBeHH peaklmy. [losedero nauyeHTH 6uxa MOTJIHM Ja 6bAAT NEKYBaHH €EKTUBHO C THEBHU
no3d ot 600-900 mg.

HayuH Ha NpUIOKEeHHE
[lepopaniHo MPHAOKEHHE
Kancynure Tpabpa na ce npUeMaT e, ¢ MaJIKO TEYHOCT, 10 BPEME HIIH CJIEN XpaHEHe.

4.3 IIporaBonokazaHHA

—  CBpBXYYBCTBUTETHOCT KBM aKTHBHOTO BELUECTBO HIIM KbM HSKOE OT MOMOILHHTE BELUECTBA,
1n30poeHH B Touka 6.1

—  AKTHBHO YepHOAPOOHO 3a00nABaHe

— AHaMHECTHYHH JaHHHU 33 TEXKKO YBpeKAaHe HA PYHKLMATA HA YEPHUA po0, 0COOEHO BEB BpPb3Ka
C ITPHEM Ha NEeKApCTBEHH MPOAYKTH

— YepHoapobua noppupus

— IlpodunakTika Ha MUIPEHO3HU NPUCTHITU NPH OPEMEHHH H KE€HH B J€TEPO/HA BH3PacT, KOUTO HE
H3110/13BaT €)eKTHBHM METOH 3a KOHTPALETILHA 110 BpeMe Ha JIEYEHHETO C BaJNpoart (BXK. TOUKa
4.4 u 4.6). Tpadsa na ce U3KMOUH OpeMEeHHOCT [IPEAH 3aM04YBaHe HA JICYEHHUE C BAINpPOoAT

— [lauweHTH ¢ MHTOXOHAPHAJIHHA HapYIUEHMA, OPHYMHEHH OT MYTAlIMH B AOPEHHA N'EH, KOAWpalll
MHTOXOHAPHAJIHNA eH3uM noumepa3sa vy (POLG), Hanp. cuHapom Ha Alpers-Huttenlocher, xakTo
K TIpM ZIelia M0/ 2 FOQUIIIHA Bb3PacT, 3a KOUTO Ce& CMATA, Y€ UMAT HapylUIeHHe, cBbp3ano ¢ POLG

reda (B T. 4.3)
— [lantMeHTH ¢ H3BECTHH HapYIliEHUA B YPEHHUSA LHHKB (BX. TO4Ka 4.4)

JleyeHue HA enWIENICHSA
- [To BpeMe Ha BpEMEHHOCT, OCBEH KOraTO HAMA NOAXOAALI0 aJTEPHATUBHO JIeYEHHE (BIOK TOUYKA

4.4 u 4.6).
- HpH KEHH C ACTCPOALCH NMMOTCHIMA, OCBCH KOI'aTO Ca H3IMbJIHCHH YCIIOBHSATA Ha INpoTrpaMara 34

npeana3sBaHe ot OpeMeHHOCT (BHXK Touka 4.4 1 4.6).

JleyeHue Ha OMIONAPHO PA3CTPONCTBO

- [To BpeMe Ha BpemeHHOCT (B TOUKa 4.4 U 4.6).

- [IpH ’KeHH ¢ JeTepoAcH NOTEeH1IMaN, OCBEH KOTaToO Ca U3MBJIHEHHU YCIIOBHATA Ha NporpaMara 3a
npeanasBaHe ot dpemMeHHOCT (Brk Touka 4.4 1 4.6).

4.4 Chneunajns npeaynpexaeHHs H NpeANa3HH MePKH NpH ynorpebda




IIporpama 3a npeanassaHe 0T OpeMeHHOCT

BannpoaTt umMa BUCOK TepaTOreHeH MOTEHLMAJ Y MPH Aenara, H3JI0KEeHHU Ha BaJIIpoar in utero, uma
BUCOK PHCK OT BpOAE€HH MajiopMaliii U HapyLUIEHHS B Pa3BUTHETO HA HEpBHATa CUCTEMA (BXK.

TO4YKa 4.6).

KOHB}’J’IGKC KaliCyJik € MIPOTHBOIIOKA3aH B CJICAHHUTC CJIYHaH.

JleyeHHUe HaA enuJIerncUs

[Io BpeMe Ha OpEMEHHOCT, OCBEH KOraro HsAiMa IOAXOAS10 aJITEPHATUBHO JIEYEHHE (BHXK TOUYKA

4.3 u 4.6).
[Tpu >keHM ¢ JeTEPOEH MOTEHIIMAJI, OCBEH KOraTo ca M3ITbJIHEHHW YCJIOBUATA Ha MporpamMara 3a

npeana3BaHe oT OpeMeHHOCT (BHXK Touka 4.3 1 4.6).

JleueHHe Ha OUNONAPHO PA3CTPONUCTBO U NPODWIAKTUKA HA MUTPDEHO3HH MPUCTHIIH

[To BpeMe Ha OpemeHHOCT (B Touka 4.3 1 4.6).
[Tpu sxeHM ¢ AeTepoeH MNOTEHLMAJl, OCBEH KOraTo ca U3ITbJIHEHHU YCJIOBUATA Ha MporpaMara 3a
npeanasBaHe oT OpeMeHHOCT (BHXK Touka 4.3 U 4.6).

Yca0BHs Ha mporpaMara 3a npearnaspaHe 0T OpeMeHHOCT:

[IpennucBamuAaT nekap TpsaOBa na rapaHTHpa, ye:

UHIUBUIAYAJTHUTE OOCTOATENCTBA Ca 3ab/IPKUTEITHO OLICHIBAHU BbB BCEKHM OTIEJIEH CIy4aM,
KaTo nalMeHTKaTa TpsaOBa na ObJe BKJIIOYEeHa B JUCKYCHATA, 3a 1a C€ OCUTYPH aHTaKMPaHOCTTa
i, 1a ce 0OCBHAAT TEparneBTUHYHUTE Bb3MOXKHOCTH H Jla C€ rapaHTHpa HEHHOTO pa3OupaHe Ha
PUCKOBETE H HEOOXOAUMMTE MEPKH 3a CBEXK/AHE HA PUCKOBETE 10 MUHUMYM.

MOTEHUUATBT 3@ HACTBIIBAHE HAa OPEMEHHOCT € OLIEHEH IPU BCHYKH MAaLMEHTKH OT )KEHCKH MO
MauMeHTKaTa € pa3Opajia ¥ NOTBbpAWIIA, Y€ OCh3HABA PUCKOBETE OT BPOACHH MalpopMaLIMK U
HapylLlIE€HUs B pa3BUTHETO Ha HEpPBHATa CUCTEMA, BKJIFOUMUTETHO CTEINEHTa Ha Te3U PUCKOBE 3a
nerara, ¢ €eKCIro3MLMs in utero Ha Bajnpoar.

nalMeHTKara pa3oupa HeoOXOAUMOCTTa OT NPOBEXKIaHE Ha TECT 3a OPEMEHHOCT Ipean
3al0YBAaHE HA JICYEHUETO M IO BPEME Ha JICYEHHETO, KAKTO € HEOOXOAUMO.

MalMEeHTKaTa € KOHCYJTHPaHa 10 OTHOLICHHUE Ha KOHTPALIETILIMATA U € B CbCTOSHHE J1a Ce
cb0oOpa3M ¢ HeOOXOAMMOCTTA OT U3MOJI3BaHE HA e(PeKTHUBHA KOHTpauenuus*, 6e3 npekbcBaHe
10 BpEME Ha LIEJIMS MEPHO Ha JIEYEHHE C BaJINpoar.

nauMeHTKara pa3bupa HeOOXOAUMOCTTa OT peAOBeH (MOHE BEAHBK IOJMIIHO) Mperjie/ Ha
JIEYEHHUETO OT CMELIMAJIMCT C OMHUT B JICYEHUETO HA eNWIENCcUs, OUNoNIAPHO pa3CTPOMCTBO WJIH
MUT'PEHa.

NnalMeHTKaTa pa3dupa HeOOX0AUMOCTTA 1a C€ KOHCYJITHpPA CbhC CBOS JIEKap BeJHara oM
ru1aHMpa OpeMEHHOCT, 3a [a C€ OCHI'YPH CBOEBPEMEHHO 00CHK1aHe U TPEMHHABAHE KbM
AJITSpPHATUBHH Bb3MOXKHOCTH 3a JICUEHHUE NMPEaH 3a4€BaHe U MpeH J1a ce peKpaTH
KOHTpAaLICILMATA.

MaluMeHTKaTa pa3dupa HeOOXOAUMOCTTA OT CIELIHA KOHCYJITALMA CbC CBOS JIeKap B Cy4ai Ha
OpeMEeHHOCT.

[MALIMEHTKAaTa € MoJ1y4uia PbKOBOACTBOTO 3a MaLIMEHTA.

NalMeHTKaTa MoTBbPXK1aBa, 4ye € pa3Opasia pUCKOBETE U HEOOXOAMMMTE NMpEATNa3HH MEPKH,
CBBp3aHH ¢ ynorpedara Ha Bannpoar (I'oauweH ¢opmyisp 3a NOTBbPXKAEHHE OCh3HABAHETO HA
PHUCKa).

Te3u YCIOBHA C€ OTHACAT H 34 XKCHH, KOHUTO INMOHACTOALLCM HE Ca CCKCYAJTHO aKTHBHH, OCBCH KOIraTo

MpEeAUCBALLMAT JIEKap CMATA, Y€ ChLIECTBYBAT YOCAUTEIHH MPUUYHUHH Ja Ce MOCoY
OT HacTbIIBaHE HA OPEMEHHOCT.

Jlenia ot XKEHCKH 110J1

[IpeanucBalMTe JI€Kapy TpsAOBa 1a ca CHIYPHH, Y€ POJAMTEIUTE/NI0J1ara
KEHCKH 110J1 pa30OUpaT HEOOXOAMMOCTTA /1a CE CBBPXKAT ChC CNELHAIIMC \




JIETETO OT KEHCKH M0J1, KOETO MpHEMa BaJIlipoar, I0Jy4YH MeHapxe.
[IpeanucBamMAT JieKap TpsOBa /1a rapaHTUpa, Y€ POAMUTE/IUTE/TI0JIaralliuTe FPYXKHM 3a eLa OT
YKEHCKH 110J1, KOUTO ca MOJIYYHJIM MeHapXxe, ca MoJIy4YMsId noapodHa nHGopmaLus 3a pUCKOBETE
OT BpPOJIEHH MaJipopMallii U M30CTaBaHE B PA3BUTHETO HA HEPBHATA CUCTEMA, BKJIKOUMTEIHO
CTEIEHTa Ha Te3d PUCKOBE 3a JielaTa, ¢ €eKCMOo3MLHUs 1n utero Ha BaJINpoar.

- [Ipy malMeHTKH, KOUTO Ca MOJYYHJIM MeHapXe, NPeanuCcBallUAT Jiekap TpsaOBa 1a rnpeoueHsBa
€KEroJIHO HY»/1aTa OT Tepanus ¢ BaJINMPOaT U Ja OOMHUC/IH aITEPHATUBHH BB3MOXKHOCTH 32
Je4eHrue. AKO BaJINpoaT € eIMHCTBEHOTO MOAXOAALIO JeUeHHe, TpAOBa 1a ce o0ChaAT
HeOOXOAMMOCTTA OT MU3MOJI3BaHE Ha €(DEKTHBHA KOHTpALICNILUUA U BCHYKH APYTr'H YCJIOBHSA Ha
[Iporpamara 3a npeanaspaHe oT OpeMeHHoCT. CrielManucThT TPAOBA 1@ MOJI0KH BCHYKH
YCHJIHS JIETETO OT XKEHCKH M0J1 1a IPEMUHE Ha AJITEPHATUBHO JIEYEHHUE, NPEIH [1a € HaBbPLIUJIIO
MBJIHOJIETHE.

Tect 3a OpeMEeHHOCT

[Ipenu Ha4aJIOTO Ha JIEYEHHETO C BajIpoaT TpsaOBa na ce u3kmo4u OpemeHHocT. He TpsabBa na ce
3aroy4Ba JIEYEHUE C BAJINIPOAT IPH XKEHH C JE€TEPOJICH MOTEHLHaI 0€3 OTpHLIATEIEH PE3YJITAT OT TECT
3a OpeMeHHOCT (KpbBEH TECT 3a OpEMEHHOCT), MOTBBPAEH OT JIeKap, 3a /1a C€ U3KIIHOYH He)KeJlaHaTa
ynorpeba no BpeMe Ha OpeMEeHHOCT.

KoHTpauenuus

JKeHute ¢ neTepoaeH MOTEHLMAN, Ha KOMTO € MpeAnucad Bajnpoar, TpAdBa 1a U3roJs3sar
eeKTHBHA KOHTpaLernuusa 6e3 npekbCBaHe npe3 Liejivsd NEpUo/ Ha JieueHHe ¢ Banmnpoar. Ha Te3u
MalKMeHTKH TpsAOBa Ja Obae npeaocTaBeHa u3yepnareaIHa HHPOpMaLMs OTHOCHO IMPEAINa3BaHeTO OT
OpeMeHHOCT U TpsAOBa Ja ObAAT HACOUYEHHM 3a CbBET OTHOCHO KOHTpALEMNLHUs, aKO HE U3I10J13BaT
edekTHBHA TakaBa. 1psa0OBa aa ce U3NoJi3Ba HA-MAJIKO €HH e()eKTUBEH METO/l 32 KOHTpaLleNus
(3a mpeAnoOYMTaHe He3aBUCUMa OT notpeduTens ¢popma, KaTo HalpUMeEp BbTPEMaTO4YHa CriMpasa
WJIM UIMILIAHTAT), UK JIBE JOMBJIBALIM C€ (JOPMH Ha KOHTpALIENUMS, BKIIOYUTETHO ODapruepeH
meToa. UHauBuayanHure obcroaTencTsa TpaOBa 1a c€ OLIEHABAT MPU BCEKU OTIEJIEH CITy4aH,
KOraTo ce u30Mpa METOJl Ha KOHTpaLENLMs, KaTo NalHeHTKaTa TpsAOBa 1a ce BKJIIOYH B
o0CHKIaHEeTO, 3a J]a Ce rapaHTHUpa HelHaTa aHraKUPaHOCT U CNIa3BaHETO Ha U3OpaHUTE MEPKH.
Jlaxke 1a iMa ameHopes, T TpaOBa J1a cria3Ba BCHYKH CbBETH 3a e()eKTUBHA KOHTpaLIEILIUA.

Cpencrtsa cpabpKallld €CTPOreH

EnHoBpemeHHarta ynorpeda cbe CpeAcTBa ChAbpPXKALH ECTPOreH, BKIIOUYHUTEIHO ChAbpPKaLlUTE
€CTPOreH XOPMOHAJIHH KOHTpaLeNTUBH, OM MOIJIO J1a JOBEJE 10 HaMaJIiBaHE Ha €()UKACHOCTTA Ha
BaJimpoar (BxK. Touka 4.5). [Ipeanucaiumre Jiekapu TpsOBa 1a npocieasBaT KIMHUYHHUSA OTTOBOP
(KOHTpPOJI Ha MpUNAAbLUMUTE) IIPH 3aMl0UYBaHE WJIM MPEKpATIBAHE HA JICYEHUETO ChC CPEACTBA

CbAbpPiKalllh CCTPOI'CH.

[‘oauiieH nperJje/l Ha JICYEHUETO OT MEJAHLIMHCKH CIIELIHATTUCT

CneLmanucTbT TpAOBa NMOHE BEAHBK MOAMIIHO Ja NMPEeLEeHsBa Jajld BaJNpoaT € Hal noaxoasauoTo
JleyeHHe 3a nanyeHTkara. CneuuanaucTsT TpaOBa aa o6cbau ['oguiHug hopmyssp 3a
MOTBBPKJACHHUE OCH3HABAHETO Ha PUCKA IPH 3al04YBaHe Ha JICYEHHUETO U IPH BCEKHU N'OJIMILIEH
perJyie, ¥ 1a rapaHTHpa, Ye MalueHTHbT € pa3dpai CbAbP)KAHUETO MY.

[InaHupaHe Ha OpeMEHHOCTTa
3a nNoka3zaHUETO ENUJIENCUs, aKO YKeHaTa IJlaHupa Ja 3adpeMeHee, Tepanuara ¢ Bajarpoar TpsadBa aa
CE MPEOLIEHH OT CMELMAIIUCT C OMMT B JICYEHUETO Ha EMHJIEIICHS U J1a C€ OOMMCIIAT AJITEPHATHBHH
Bb3MOXKHOCTH 3a JieueHue. TpsaOBa aa ce noJjioxkar BCUYKH YCUJIHS, 3a [1a C€ TPEMHHE Ha
MOAXOSALIO AITEPHATHBHO JIEYEHHE TPEAH 3a4€BaHE H MPEIH NpEKpaTABaHE HA KOHTpALIENLIMATA.
AKO CMsHAaTa Ha JICYEHHETO HE € Bb3MOXHA, )KeHaTa TpAOBa J1a NOJIy4YH AOITbJIHUTETHA
KOHCYJITallUsl OTHOCHO PUCKOBETE ¢ BAJINpPOAT 32 HEPOJAEHOTO JIETE B MOJAKPENa Ha UL
M B3€MaHE Ha pelleHHEe OTHOCHO CEMEHHOTO IJIaHHpaHE.
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MHUI'PEHA, JICYCHHETO C BaJINpoart Tpﬂﬁﬂﬂ Aa C€ NMpE€YCTAaHOBH, H AKO € HeoOXO0IMMO J1a ce [TPEMHHE
Ha aJITCpHAaTHUBHO JICHEHHE MPEAH 3a4C€BAHE H NPEIH NPCKpaTABAaHC HA KOHTPALICITILIHATA.

B cnyuaii Ha OpeMEeHHOCT

AKO eHa, KOSITO ce JIEKYBa ¢ BaJinpoar, 3abpemeHee, T TpsaOBa He3ab0aBHO /1a ¢€ HACOYM KbM
CITEL[MAJIMCT, 3a J1a CE€ NPEOLIEHH JIEYEHUETO ¢ BAJINPOAT U Ja ce OOCHAAT anTepHATUBHH
Bb3MOXXHOCTH. BCHYKH MalMeHTKH ¢ €KCMO3MLIMA Ha BAJINIPOAT 110 BpeME Ha OPEMEHHOCT H TEXHHUTE
MapTHLOPHU TPAOBa Aa ObJAT HACOYEHH KbM CMELMAIIMCT 3a OLIEHKA W KOHCYJITHPaHe
(cneuyaaM3ypaH NnpeHaTajleH MOHUTOPUHT) OTHOCHO €KCIIOHMpaHaTa OpeMeHHOCT (BHXK TOYKa 4.6).

dapmanieBTHT TpA0OBa /1a rapaHTUpa, 4e

- [TPH BCAKO OTITYCKaHE Ha BaJINIpOaT € NpeA0CTaBCHA KapTa Ha [TAaHHCHTA H NIAUHCHTKHTC

pa30upaT HEHHOTO ChAbPIKAHHE.
. MalMEHTKUTE ca MOChBETBAHHM Jla HE CIIMpPAT JIEUEHHUETO C BAJIMpoaT U He3abaBHO J1a Ce CBbpXKaT

ChC CIICLHHAJIHUCT IPH IUVIAaHHPAaHA WK MMOAO03HpaHa GPGMEHH{}CT.

OOyuYMTEIHH MaTepHaIU

3a J1a ce MOANOMOrHaT MEULIMHCKUTE CMELHAIMCTH M MAaLIMEHTKUTE B JEUCTBUATA Ja c€ U30erHe
€KCIO3ULIMATA Ha BAINPOAT MO BpeMe Ha OPEMEHHOCT, IMPUTEKATENAT Ha pa3pelleHHETO 3a
ynorpeda e npeaocTaBu/l O0YYUTETHH MaTEPHAJIM 3a NMOJACHIIBAHE HA NPENYIIPEKIAECHHUATA U
NnpeJoCTaBsHE Ha YKa3aHUs OTHOCHO ynoTpebara Ha BaJIlIpOAaT MPH JKEHHM C IETEPOJICH MOTEHLMAN U
HHOpMalLIKA 3a ChbAbP)KAHUETO HA MPOrpaMara 3a rnpezrnasBaie oT OpeMeHHOCT. Ha BCHUYKH KEHH ¢
JIETEPOJICH MOTEeLMal, KOMTO M3MOJ3BaT BaJINpoar, TpsAOBa 1a ce Npe1ocTaBd PbKOBOACTBO 34
MallMeHTa U KapTa Ha MaluUeHTa.

TpsaGBa na ce U3nona3Ba roauiieH GopMyJisap 3a NOTBbPXKAEHHE OCh3HABAHETO HA PUCKA IPH
3aro4YBaHe Ha JICYEHHUETO M M0 BpEME Ha BCEKHM IOJAMLIEH Mperjie] Ha JIEYEHUETO C BaJNpOar OT
CreLIMaJIUCTA.

Ynorpeda npy nauMeHTH OT MBXKKH M0

PeTpocnekTHBHO 0OCEpPBALIMOHHO MMPOYYBAHE MOKAa3Ba MTOBUILIEH PUCK OT pa3CcTPOMCTBA Ha
HeBpoJIOrHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu neua, uuuro 6amu ca
JIEKYBaHHM C BaJIMpoar npe3 3-Te Mecela npeau 3a4€BaHeTo, B CpaBHEHME C Aelara, YMMTo Oalu ca
JIEKYBaHHM C JJaMOTPHXXHH WJIH JIeBeTHpaleTaM (BX. Touka 4.6).

Karo npeana3sHa mMspka, NnpeanycBaliuTe JeKkapy TpAaOBa 1a HHQOPMHpAT MaUUEHTUTE MbXKE 3a TO3H
MOTEHILIHAIEH PHUCK (BX. ToO4YKa 4.6) U 1a 00CHAAT HEOOXOAUMOCTTA OT OOMHCIISAHE HA €(DEKTHBHA
KOHTpALIEILIMA, BKJIIOYUTEIHO M 32 MapTHbOPKaTa, Mo BpeMe Ha ynorpedara Ha BaJINPOAT U B
MPOAb/DKEHHE Ha MOHe 3 Mecella ciell MpeKpaTsaBaHe Ha JiedeHUeTo. [lauMeHTUTE OT MBXKKH MO He
TpsAOBa J1a IapsaBaT criepMa 1o BpeMe Ha JIEYeHHETO U B MPOABIKEHHE Ha MOHe 3 Mecela cieq
[peKpaTsaBaHe Ha JICYEHUETO.

[TariMeHTHTE OT MBXKKH [10J1, IEKYBaHH C BaJINMpoat, TpAOBa peIOBHO Ja Ce IperjexaaT OT JeKyBallus
'Y JIeKap, 3a Ja ce NMpeLeHH JaJIK BaJIpoaTbT OCTaBa HAM-MOAXOASIIOTO JIEUeHHE 3a TAX. 3a MaLMEHTH
OT MBXKKH TMOJI, KOUTO TUIAHUPAT Ja 3a4eHaT jeTe, TpAOBa 1a ce OOMHUCIAT U Aa ce 00ChAAT ¢ TAX
MOJAXO/AIIM aJITEPHATUBH Ha JieueHUeTo. BbB BCEKH OT/EJIeH Cily4yait TpsaOBa 1a ce€ OUEHAT
WHAUBHAYATHHUTE o0cToATencTBa. [IpenopbynTeIHO € NpH HEOOXOAUMOCT J1a CE€ MOTHPCH CBBET OT
CIELIMAJIUCT C OTMT B JICHEHUETO Ha €MUWJIETNCHUs, OMIOJIAPHO pa3CTONCTBO WM MHUIPEHA.

Hanuunu ca oOyuynTEHH MATEPHAJIH 38 MEJMLIMHCKH CNIELIMAJIUCTH U NallHeHTUTE M.
MalMEHTUTE OT MBXKKH I10J1, U3MOJI3BALIM BaJIIIpoaT, TpsOBa Ja ce NMpeaoCcTaBU PbKOA : 2
nalMeHTa. '




rnmpH 6OIHM € MOBHILEH PHCK M TAKHMBA ¢ aHAMHECTHYHH AaHHH 33 YepHoApobHO 3abonsaBane; NoJoOHH
MalieHTH TpaOBa Ja ObaaT BHUMATENHO KIMHHYHO HabmoaaBanH (Bx. CbIo Touka 4.8).
YepHoapoOuuTte GyHKIMOHAIHHA TECTOBE TpaOBa Aa BIIIOYBAT U3CieBaHe Ha IPOTPOMOHHOBO
BpeMe, TpaHcaMUHa3M Wik 6unupyOuH wiunu QHOpHH AerpajallHOHHH NPOAYKTH. B HaYaioTo e
BE3MOKHO MMOBHIIIABAHE HA TPAHCAMMHHA3UTE; OOUKHOBEHO TO € [PEXOAHO H Ce TIOBJIHABA OT
HaMaJlsIBaHETO Ha JO3HPOBKATA.

[Ipn naumeHTHTe ¢ OUOXMMMYHH OTKIIOHEHHA TPAOBA Aa OBJic H3BbPLICHA [TOBTOPHA KIIHHHYHA
NpereHKa ¥ MoKa3aTenuTe Ha YepHoApoOHaTa GyHKUMS (BIIIOUHTENIHO MPOTPOMOHHOBO BpeEME)
TpaOBa Ja ¢c€ MOHUTOPHPAT 0 TAXHOTO HOpManu3upaHe. [1aTonoruuHo NOBUIIIEHOTO NPOTPOMOHHOBO
BpeMe, 0COOEHO NMPUAPYKEHO ¢ NATOJIOrHYHH CTOMHOCTH Ha JPYTH ChOTBETHH TECTOBE, M3HCKBA
CIIHPAHE HA JICYCHHETO.

[Ipu naLKMeHTH, MpY KOMTO B TEpaleBTHYHATA CXEMA € BIUIIOYEHA BANNPOcBa KHCENIHHA € 0TOe/IA3aH0
HApYILIEHHE Ha YepHOApoOHaTa QyHKUMA, BKIIOYHTETHO YEPHOAPOOHA HEAOCTATHYHOCT ¢ (PaTaIEH
uaxoa. Hali-uecTo H3NOXKEHH Ha PHCK ca enara, 0CO0EHO noJ 3 roaMilHa Bb3pacT U TE3H C BPOACHH
MeTabONHTHH WIH AereHepaTUBHU 3ab0JIsBaHKs, OpraHU4YHO MO3BYHO 3a00ABaHE WM TEKKH
NpHNaAbiH CBbP3aHU ¢ YMCTBEHO M30cTaBaHe. [loBeueTo OT T€3H HHUMACHTH BB3HHUKBAT IPE3
MBPBUTE 6 Mecella OT 3aro4YBaHe Ha JICUECHUETO, NPEAUMHO MeXIy 2-Ta U 12-Ta ceqmMuLa M
OOMKHOBEHO NPH H3MOA3BaHE HA aHTUKOHBYJICAHTHA nonurepanui. [Ipu tasu rpyna naumenTH TpaOea
Ja ce NIpeAnovMUTa MOHOTEpAliUATA.

B HayasHMTE CTAAMH Ha YepHOAPOOHA HEAOCTATBYHOCT, KIIMHUYHHUTE MOKA3aTe/IM HMAT NO-rojisMa
CcTOHHOCT OT J1abopaTOpHUTE M3C/IEIBAHNUA 32 IOCTABAHE HA NPABWIHA AHArHo3a. TeXKOoTo WM
dataiHo uepHoApoOHO 3ab0AgBaHEe MOXKeE J1a ce MpeAllecTBa OT HeCNEUMPHIHU NTPOSIBH, OOUKHOBEHO
C BHe3allHO Ha4yano, KaTo 3aryba Ha KOHTPOJ BBPXY [PUNAIBLIMTE, HEPA3NOJIOKEHHE, OTNAaAHAJIOCT,
NeTaprus, oTok, 0e3aneTHTHe, NOBPbIIAHE, KOPEMHH OO/KH, CHHIMBOCT, KBJITEHHLIA. {0Ba ca
MoKa3aHHA 3a He3abaBHO MIpeycTaHOBABAHE Ha MPHEMa Ha JeKkapcTBeHus npoaykr. [lauumeHntrre
TpsOBa na 6baT npeaynpeaeHn He3abaBHO Ja YBEOOMAT JIEKYBALIWA JIEKAp 34 NOsABa Ha NOJOOHM
NMpOABH € Orjlel NPOBEXAaHe Ha H3clieBaHuA. Bce ollle He € HAITBIIHO ACHO KOM M3C/e1IBRHUA UMaT
MPOrHOCTHYHO 3HAYEHHUE, HO BEPOATHO MO-TOJIAMO 3HAYCHHE HMAT HAKOH TECTOBE CBBP3aHH ¢
OesIThbYHATA CHHTE34, HAMp. MPOTPOMOUHOBO BpeMe.

[Ipx nanpeHTH ¢ HapyleHa YepHoApoOHa GyHKIMs, TpAOBA He3a0aBHO Ia ¢€ MPEYCTAHOBH
€AHOBPEMEHHHS MPHEM Ha CAJIMLWIIATH, TOpPaAdH €AHAKBHTE TBTHILA HA MeTabOIU3BM, KOETO
MOBHILIABA PUCKA OT YepPHOAPOOHA HEAOCTATBYHOCT.

Xemamonozuunu: IIpean 3anoyuBaHe Ha JISUEHHE, KAKTO KW IPed OnepaTHBHA HHTEpBeHUMA, TpabBa fa
ce MPOBEOAT a€KBaTHU KPLBHM H3caeABaHUs (Opoit Ha KPBEBHUTE €/1EeMEHTH, BpeMe Ha KbpBEHE H

KOaryiaukiOHRH TECTOB@‘), C ornied OrNpCACaHE Ha €BCHTYAJICH PHCK OT [104Bd Ha YCNIOXHECHHA, KATO
KbPBCHC (B}l{. Chbill0 TO4YKA 43) [lalimeHTHTE ¢ aHAMHECTHYHH JaHHH 34 YEPCKIAHEC Hd KOCTHHA MO3BK

TpsAaOra Aa O6bAAT BHUMATETHO HAONI0daBaHH.

Hanxpeamuunu: OrGeng3aHu ca MHOTO PEIKH CJIyUYad HA TEXDBK MAHKPEATHTH, KOMTO € Bb3MOXKHO Aa
Obae ¢ daraned H3xod. PUCKBT OT daTaieH U3XO0A € MO-rojiaM NpH MajKy A€La H HamMaJsifBa C
MOBHINABAHE HA Bh3pacTra. Bh3MOXKHO € TexkuTe GOopMH Ha MpUNALbLNA HIH TEXKOTO HEBPOJIOTHYHO
yBpeXxaaHe B KOMOHMHALIMS ¢ aHTUKOHBYJICUBHATA Tepanus Ja Ob1aT PHCKOBH (aKTOPH 32 TEKBK
NaHKpeaTuT. PUCKBT OT paTaneH U3xoa ce MOBMILABA MPH Bh3HUKBaHE Ha YEpHOIPOOHA
HEIOCTATHYHOCT 3a€IHO ¢ naHKpeatuT. [laumuenTure Tpabea aa 6baaT npegynpeacHy HezabaBHO Ja ce
KOHCYJITHpAT ¢ JIEKYBAIll1MA JieKap MpH MosABa Ha CHMIITTOMH CYCTIEKTHH 32 MAHKPEaTUT (Harp. KOpeMHH
Oonxu, ragexe, noppbuwane). [Ipy nonobHM naumeHTH € HeobxoaAMMa BHHUMAaTENHA KIMHAYHA
npeleHKa (BKIIOUXTEIHO Olpeie/IsHe Ha CEpYMHATa aMWiIa3a); NPH YCTAHOBSABAHE HA MMAHKPEaTUT
TpA0Ba Ja ce NpeyCTaHOBH JIEUeHUETO ¢ BajipoeBa kucenuHa. [Ipu naumMeHTHTEe C aHAMHECTHYHH
INAHHH 33 MaHKpeaTHT TpAOBa Ja ce MpOoBeXIa BHAMATETHO KIHHUYHO HabmoneHue (BX. ChLIO TOYKa
4.8).

ITosuwuasane na meaecnomo mezio: MHOIrQ 4ecTo NpH JIeUEHHUE ¢ BAINPOAT CE YBEY
Terno, koero 6 Moriyio Aa 6bae H3pazeHo H nporpecuBHo. [IpH 3ano4uBaHe Ha JICYFHACTO
Tpa®Ba na 6bAAT NpEeAYNPEACHH 3a aICKBATHH MEPOITPHATHA ¢ Orel MUHUMAIIH ! TN (- T
[IOBUIHABAHE HA TEIECHOTO TErJIO.



Cucmemen aynyc epumemamosyc.: Makap 4 psaKo, BallpoaT MOXe Ja NPeAu3BHKa CHCTEMEH JIYITyC
EPUTEMATO3YC WIH J1a BIOLIH ChLIECTBYBALI JYITYC €PHTEMATO3YC.

Kapb6anemenoeu azenmu. He ce npenopbysa ¢JHOBPEMEHHO IIPHIAaraHe Ha BAIMPOEBa
KHCEIMHA/HATPHEB BAJINPOAT B KapOarieMeHORH areHTH (Bx. Touka 4.5).

Xunepamonemun. Tlpu nojio3upaHe Ha €H3UMEH JePULIUT Ha YpeHHNA LMK, TIPEIH 3all0MBaHEe Ha
JISYEHUETO ¢ BATINMPOEBa KHceIHHa TpAOBa Aa ce mpoBeaar NoApoGHH H3CaeaBaHMs 3a METaOONMTHH
HapyWeHHsA, NOPaJH PUCKAa OT Bb3HHKBAHE Ha XUNEPAMOHEMHA IIPEAH3BHKaHA OT BaNpoar.

Tupeouonu xopmonu. B 3aBUCHMOCT OT IL1a3MEHHTE KOHLICHTPALIMHK, BANNPOAT MOKE 1a H3MECTH
THPEOUIHUTE XOPMOHH OT MACTOTO MM Ha CBbP3BaHE C MNIA3MECHHTE NMPOTEHHH W Aa NOBHIIH TCXHUA
MeTabolM3bM, KOeTO Aa A0Bele OO0 NpeanonaracMa Galuiuba JHarHo3a 3a XMIOTHPEOHIHIBM.

Camoybuiicmeo/cyuyuonu udeu wiu krunuyno eaowasane: Cpobinasa ce 3a CyHUHIHH HIEH €
MOBeIeHHE MPH NALUEHTH JIEKYBAHU C AHTHENTWIENTHYHH MEIMKAMEHTH BBLB BPB3Ka ChC CEPHO3HH
nokazanus. [Ipy MeTa-aHanu3 Ha paHAOMHUIUPAHH, ITAUEO0-KOHTPOIHPAHH OIPOYYBaHHS C
aHTHETHIENTHYHHA CPEACTBA CHIIO € 0TOeNd3aH0 ¢1abo MOBHINABAHE HA PUCKA OT CYHLIMAHU HIEH H
nosegeHUe (BXK. ChLUO TOYKA 5.1). MexaHU3IMBT 33 BE3HHKBAHE HA TO3H PHCK He € U3BECTEH, a
HAJIHYHHATE JAaHHH HE H3KJIIOYBAT CBLUECCTBYBAHETO HA NMOBHILNEH PHCK NO OTHOLIEHHE HA HATPHER
BJINIPOAT.

[To Ta3y npHYHHA, ALUEHTUTE TPAOBa Aa OBAAT peAOBHO NPOCIEASBaHH 3a NPU3HALM Ha CYHLIHAHU
UIEH H MOBEACHHE H a C€ MMa NpeABU NPOBEKAAHE Ha ChOTBETHO NeueHue. 1laumeHTHTe (1
NOJIaraldTe TPHKK 33 NalUeHTUTe ) TpA0Ba Aa ObAaT NOCHBETBAHH Ja MOTHPCAT MEAHLIHHCKH CBBET
IIPH Bb3HHUKBAHE HA MPH3HALM 33 CYHLIMIHH HAEH WIH NOBEACHHE.

Hayuenmu cve 3axapen ouabem: Thil KaTo Banmpoar ce eNTUMUHHpa NpeIuMHO npe3 6nOpeLuTe,
4aCTHUYHO 07 (hopMa Ha KEeTOHOBHM TeJla, TOBa MOXE Aa AOoBeje 10 GanliBo MONOXKHUTEIIHH PE3yITaTH
IIPH M3C/IeIBaHE HA YPHHATA TP MOTEHUHATHH JUabeTHLIM.

Enuwrencun: BHe3anHOTO NpeyCcTaHOBABAHE Ha TIPHEMA Ha BAAMPOAT MOXKE Aa MOBHILIH YECTOTATA HA
NIPHITAABLHTE.

Hepuyum na kapuumun naamumoun mpancgepasza (CPT) mun I1.
[TaumeHTH ¢ HANHYEH AeOULIMT Ha KapHUTHH nanMUToW TpaHcdepasa (CPT) tun Il Tpadea na 6saar
NpeaynpeleHH 3a Mo-rojiiM pUck oT paboMHONIK3a, KOraTo [PHUEMAT BaJINPOarT.

Hayuenmu ¢ uzsecmHo iy ROCOIUPAHO MUMOXOHOPUAHO 3aboaA8aHEe:

Bannpoar Moke 1a NpeAM3BHKA WK A4 BIOLIX KIMHUYHHTE NPH3HALM Ha NTOAJIEKALLHUTE
MHTOXOHIPHATHH 3a00NABaHUA, IPUYMHEHH 0T MyTaLMH B MUToXoHaApHanHaTta JIHK, kakro ¥ B reHa
B Axpoto, koaupawl POLG. Ilo-cneumaliHo, 110-BUCOK MPOLIEHT Ha BaAIpoaT-HHIYLHpaHa ocTpa
YyepHOAPOOHA HEAOCTATBYHOCT M CBbP3aHa C YEPHHA Jp0o0 CMBPT ce ¢boDIlaBa NPH MALMEHTH ¢
HacJeACTBEHH HeBpoMeTaOONIMTHH CHHAPOMH, IMPUYHHEHH OT MYTALHH B r€Ha, KOAHpalll
MHTOXOHAPHAJIHKMA eH3UM nosimmepasa y (POLG), Hanp. cuHapoM Ha Alpers-Huttenlocher.
Hapyiuenus, cesp3and ¢ POLG, Tpabra na ce noao34par MpH MalUMeHTH ¢ PaMHIIHA aHAMHE3a WIH
HACOYBAlllH CHMIITOMH Ha CBBp3aHo ¢ POLG HapylleHHe, BIUIFOUMTENHO, HO HE caMO HEOOACHUMA
eHiledanonarus, pedpakrepHa enwiencus (pokanHa, MHOKJIOHHYHA), CTATYC €MWIENTHKYC C
KJIHHHYHA MPOABA, H30CTaBaHE B Pa3BUTHETC, NCHXOMOTOPHA PErpecHs, aKCOHAIHA CEH30OMOTOPHA
HEBPOMNAaTHs, MHOTIATHUsA, LepedpanHa aTakcHs, 0QTaIMOIUIErHA WiIH YC/I0XKHEHAa MUIPEHa ¢ aypa B
oxuunuranHaTta obnact. TecTsT 3a POLG MyTama ce M3BBPIIIBA B CHOTBETCTBUE C HACTOAIIATA
KIMHAYHZ PaKTHKA 34 JUArHOCTUYHATA OLICHKA Ha TAKUBA HapyleHUs (BUK. Touka 4.3).

Copbumon:
To3u nekapcTBeH NPOAYKT CHABPKA BBB BCAKA KalcyJsa 7,7 mg copOHTOIL.

4.5 BsarMoaeiHicTBHE ¢ APYI'H JIEKAPCTBEHH MPOAYKTH H APYrd pOpMH Ha



Echexmu na sannpoam 6bpxy Opy2u 1eKapCmeeHyu RPOOYKMu

- Hesponenmuyu, MAQ unxubumopu, anmudenpecanmu, HeH300Ua3enUHY

Banmpoar Moike 1a NoTeHIKpa edeKTa Ha APYTrd DCHXOTPOITHH BELIECTBA, HANP. HEBPOJICNTULIH,
MAOQO HHXHOHUTOPH, aHTHACIIPEeCaTHHU M OEH30AHA3EMUMHM; N0 Ta3y NMPHYNHA ¢ NPEenophYBa
BHUMATEJTHO KJIHHHYHO HaOMOAeHHe H NPH HEOOXOAMMOCT aganTypaHe Ha f1o3ata. KomOHHauuMaATa ¢
KJIOHA3eNaM MOXE 11a NpeAU3BHKa abCaHCH.

- Anxoxon
Bannpoar Moxke Aa noTeHuupa eexTuTe Ha allkoxXoJa.

- @enobapbuman

BannpoaT NoeHiLaBa cepyMHHTE KOHLEHTpaUuuH Ha eHobapbuTan (nocpeacTeoM HHXHOHpaHe Ha
yepHOAPOOHHA MeTabONHU3BM) U € Bb3MOXKHO, 0cODEHO NpH Aeua, Bb3HHKBaHe Ha cenaums. Ilo Tasu
NPHUHHA C€ NPENOPBHYBA MOCTOAHHO KIHHHYHO Hab/II0OAEHHE Npe3 TbPBHTE 15 AHK Ha
KOMOMHHMPAHOTO JleYeHHe U He3abaBHO HaMaNABaHE Ha NO3UTe HA peHoOapOuTal NPH Bb3HHKBAHE HA
cegaius. [Ipy Heo6xoauMocT TpsAOBa fAa ce ONpeeaT [UIa3MEHHTE HHBa Ha (eHobapbuTan.

- [Ipumuoon

Bannpoat noBuiaBsa Iia3MeHMTe HHBA Ha NMPUMMACH € NIOCIEABALI0 000CTpAHE Ha CTPAaHHYHHTE
ehextd (KaTO cCeIaliMf); Te3H CUMITTOMH OOUKHOBEHO OT3BYYaBAT NPH MPOAB/DKHTENHO JICHEHHE.,
[IpenopryBa ce BHUMATENHO KIIMHMYHO MOHUTOpHpaHE, 0COBEHO NpH 3aroypaHe Ha KOMOHHHPaHOTO
JieueHHe 1 TUTPHpaHE HA /103aTa Ipyd HEOOXOAUMOCT.

- QeHumoun

Bannpoar noHwkapa oOLIUATE TJIa3MEHHA KOHLIEHTpaUUy Ha (GeHUTOMH. Banmpoar cbilo Taka
yBenTH4YaBa cBOOOIHUTE QpakIiMKH Ha (EHUTOUH C MOABa HA €BEHTYAIHH CUMIITOMH Ha NpeAO3UpaHe
(BaJinpoaT HU3MECTBA PEHUTOMH OT MECTATa HA CBHP3BAHE C IUIA3MEHHTE NPOTEUHH H HaMaJlsiBa
4yepHOAPOOHHUA My MeTaboun3beM). [1o Tasu NpHYHHA ce MpenopbYBa BHUMATEITHO KIIHHHYHO
MoOHHMTOpUpaHe. [Ipy u3caeaBaHe Ha NMIa3MEHHTE HUBA Ha (PEHHTOMH, TpA0Ba 21a Ce ONpeaenAT peay
BCHUKO Te3H Ha cBoDoaHaTa gopma.

- Kapbamazenun

[Ipu eTHOBpPEMEHHO MPWIOKEHHE HA kapOaMas3enuH U BaJMNpOAT, MMa ChOOLIEHHS 32 NT0ABa Ha
KIHHHYHa TOKCHYHOCT, ThH KaTo BAJNpPOAT MOXKE Ja NOTEHUMPA TOKCHYHUTE ePeKTH Ha
kapbamasernuH. [1o Tazu npHYHHA ce Mpenopb4Ba BHUMATE/IHO KJIMHHYHO HAOMOAEHHE, 0COOEHO B
Ha4aJIoTO Ha NEYCHHETO; MPH HeOOXOAUMOCT TpSOBa 1a ce perydpar J03UTe.

- Tamompuoicun

Bannpoar Moxe na HaMalli MeTabo/id3Ma Ha TaMOTPIDKHH U 14 YABJDKH HEroBHs NonyskusorT. [1o
Ta3¥ [IPHYHHA, TPH HeoOXOaUMOCT, TpAOBa Aa ce perysivpa Ao3aTa (a € HaMalld 103aTa Ha
naMoTprokHH). KoMOuHaLuATa Ha TAMOTPHOKHH H BAJIMPOAT MOXE Ja NOBUILIK PHCKA OT Bb3HUKBAHE
Ha (CepHO3HM) KOXKHH TpOosBU, 0CODEHO MpH aeLa.

- 3u008youH
Bannpoar Moxe 4a NOBUIUK IUIA3MEHUTE KOHUIECHTPALIMH Ha 3HAOBY/IHH, KOETO BOAH A0 MOBULIEHA
TOKCHUYHOCT Ha 3MA0BYJHH.

- Bumamun K-3as8ucumu Gnmuxoa2yiaumuy U ayemuicaruyuiosqa Kuceaund
B13MO0XKHO € MOBHILIABAHE HA AHTHKOAryJIaHTHUA ¢(EKT HA BapdapuH, APYTH KyMapUHO

AHTHKOATYJIAHTH M TPOMOOIIMTHHA aHTHArperaHTeH eeKT Ha alueTHICATHLIOBATa
H3MECTBAaHE OT BAJIMpOAaT OT MECTATA Ha CBbpP3BaHE ¢ IUIA3MEHHUTE NMPOTEeHHH. Ip

BpeMe TpAOBa Ja C€ CACAH YECTO 10 BPEME Ha JIEHEHHETO ¢ OpalHH aHTHKOAryJl

- Temozonomuo



EﬂHOBpEMﬁHHDTO pWJIAraHe Ha TEMO30JIOMHA H BaJTIpOaAT MOXE a MPCAH3BHKA cj1ab0 HaMaNneHHe Ha
KIIHpBbHCA HA TEMO30JOMH], KOETO HE C€ CHHTA 34 KIHHH4HO 3HAYTHMO.

- Humoounun
EnHOBpeMEHHOTO ACUYEHHE C HATPHUER BAJTIPOAT U HUMOAHUIMUH MOXe Ja yBenuuu ¢ 50%

CKCIIO3HLIHNATA C HUMOJIHIIHH.

Egexmu na Opy2u gengecmea gvpXxy Hampues earnpoant

AHTHEMWIENTHYHHTE CPEACTBA ¢ €H3UMHO MHAYLHpall edeKT (BK. dpenumoun, ¢henobapbuman,
NPUMUOOH, Kapbamazenur), IOHWXKABAT IUIA3MEHWTE HUBA Ha Bainpoart. [1o Ta3zu npyuynHa, npu
IpoBeXAaHe Ha KOMOMHUPaHO JieYeHHE TPAOBA 1a Ce aanTHPaT N03uTe CHOOpasHO IU1A3MEHUTE HUBA.

Ot apyra cTpaHa, KOMOMHAIMATA Ha BaJINpoar ¢ gerbamam MOXe Aa NOBHLUIH CEPyMHHTE
KOHLIEHTpaUMM Ha Bannpoart. [lo Tazn npyunHa TpabBa na ce MOHHTOPHpa 103UPOBKATA HA BaJlIpOEBa
KUCEIHHA.

Kakto meghroxun, Taka ¥ xropoxux GMXa MOIJIH 11a IOHUKAT Npara Ha Mnogea Ha rep4yoBe. OCBeH TOBa
Me(DIOXHH MOXKe A2 MOHWKH HHBATa Ha Bannpoar. [1o Ta3u nprYMHa MOXKe [1a C€ HaJIOXKH CEOTBETHO

PEryaAHpaHEC Ha 003aTa Ha BAIINpOCBA KHCCIIHHA.

[Ipy e HOBpEMEHHO NPHIIOXKEHHE HA BAANPOERA KUCENHHA K a2eHmu C 6UCOK aghurumem KoM
CBBbP36ARE C NAAIMEHUME NPOMEUHU (HANPD. AYEMWICAIUYUA08A KUCEAUHA), € Bb3MOXKHO MTOBHILIABAHE
Ha TU1a3MEHUTE HUBA Ha CBOOOHA BANNPOESBA KACEIHHA.

[Ipu exHOBpEMEHHA yNnoTpeda ¢ yumemuoun WM epumpomMuyun, MOXe a ¢e TOBUIIAT TJ1a3MEeHHTe
HHBA HA BAJAMNpPOEBa KUCEIMHA (BCIEACTBHE HAMAJICH YepHOApOOEeH MeTabONMM3IbM).

[Ipn nauMeHTH, TpETUPaHH €AHOBPEMEHHO ¢ BAINIPOEBA KUCENHHA U kapbanenemu, OWIO 0TOENI3aHO
NMOHMKaBaHe Ha HABATA Ha Bajmpoena kHcenuHa a0 60-100% B pamkuTe Ha apa qau. Ilopaam 6Bp3oTO
HA4aJIo M CTeNeHTa Ha HaMaJIABaHeTO, MPH NMAUUCHTH, NPU KOUTO CHCTOAHMETO Beve € CTabMIH3HPpaHO
C BUINPOERA KMCENTUHA, HE CE€ BB3MPUEMA CAHOBPEMEHHOTO NpUIaraHe Ha KapbarneHeMH, KoeTo
TpaOBa na ce u30area (BXK. Touka 4.4).

Xonecmupamun MOXe Na Hamaiu abcopbuuaTa Ha BaiNpoeBa KUCE/IHHA.

Cpeocmea cbObpIcaid eCmpozen, 8KAI0YUMENHO CbObPICAUU eCMPO2EH XOPMORQIHU
KOHmMpayenmueu

Ectporenure ca UHIYKTOpH Ha u30¢opMmi Ha UDP-rmokyponosun tpancgepasata (UGT),
y4acTBalil{ B IIIOKYPOHHPAHETO Ha BAJAMpOoaT X MOTaT [la YBeAH4aT KIMPBHCA Ha BAJIIPOaT, KOETO Ja
JOBeAE A0 HaMajleHa CEpyMHa KOHLIEHTpalMA Ha BaJlIpoaT U Bb3MOXHO HaMaJlaBaHe Ha
e(pHKaCHOCTTa Ha Bajnpoara (Bxk. Touka 4.4). [la ce oOMHCIH OpocensBaHe Ha CEpyYMHHUTE HHBA Ha
BAJINpoAara.

Ot apyra cTpaHa, BANNPOAT HAMAa €HIUM-HHAYLHpall €QEKT; BCACACTBHE Ha KOETO BAIMNPOAT HE
HamaisABa ¢(PUKACHOCTTA HA €CTPONPOreCTaTHBHUTE CPEACTBA MPH XKEHHU NpHeMallld XOPMOHAIHH
KOHTPALIEITTHBH.

Memamuzon

EnHOBpeMEHHOTO MPUIOKEHHE HA BAINPOAT ¢ METAMM30M, KOHTO € HHIAYKTOP Ha JIEKaAPCTBO-
MeTtabonuzupalum edzumMy, prnouMTeHo CYP2B6 1 CYP3 A4, MoXke na goeele 4O HAMAJIABAHE Ha
[U1a3MEHUTE KOHLICHTPAIlHY Ha BAIINPOAT, ¢ NOTCHLUKMAIHO HAaMasSBaHE Ha KIIMHHYHATA :,:,. OCT.

[lopanu ToBa ce NpenopbyYRa NOBHLUIEHO BHUMAHHE NPH €AHOBPEMEHHO NPUIOKEHHE Y 2 i)
BAJINPOAT; KIMHHYHHAT OTTOBOP W/WITH HUBATa Ha JieKapcTBaTa TpAOBa Aa ce NpocngAimn] 2

MOIXOASII HAYMH. Q
=
XL
Hpyeu s3aumodeticmaus 'é |
c:l;}". s &
W e N P Ch
g TN



HPBHOPBHBEI CE€ BHHUMATCIHO WU3NOJI3BAHE Ha BaAJIIIPOCBA KUCCITHHA B KOMOHWHAaLUA C TI0-HOBH
AHTHUCITWJICTITHLHA [10PadH HEJOCTATEYHO ITPOYUBAHE HA TAXHATA (bﬂpM&KD,E[HHaMHKﬂ.

4.6 DepruauTeT, DPpEMEHHOCT H KbpPMEHe

BPEMEHHOCT H2KCHH C J€TCPOICH NMOTCHITHA

Jleyenue Ha enuaencud

. Bannpoar e NpoTHBONOKAa3aH MO BpeMe Ha OPEMEHHOCT, OCBEH KOTaTo HAMA MOAXOAALLO
aITEpHATHBHO JIEUEHHE
. BannpoaT e NpOTHBOINOKA3aH NPH XKEHH ¢ AeTepo/ieH NOTEHLIHall, OCBEH KOraro ca U3MbJIHEHH

YCJIOBHATA Ha IMporpamMara 3a npeamnasane ot OpeMeHHoCT (BHX Touka 4.3 u 4.4)

JleyeHue Ha OMMOIAPHO PA3CTPOUCTBO

. Bannpoar e NpOTHBONOKA3aH Q BpeMe HA OpeMEeHHOCT

. Bannpoat € NpOTHBOMOKA3aH IIPH XKEHH ¢ IETEPOAECH MOTEHIMAI, OCBEH KOraTo ¢a H3NbJIHEHH
YCIIOBUATA Ha [IporpaMara 3a npezrnaspaHe oT OpeMeHHOCT (BUX To4Yka 4.3 1 4.4)

Tepamozennocm u eghexmu ebpxy pazeumuemo om in utero eKkCho3uyus

Puckoee, c6vbp3anu ¢ eKCROIUYUA HA 8ANPOAM NO 8PeMe HA DpeMeHHoCm

[IpH *xeHHTEe, KAKTO MOHOTEPANMATA, TAKA H NOJAUTEPAIIUATA C BAJINPOAT Ca CBBP3aHU ¢ abHOpMeH
H3xol Ha OpemeHHOocTTa. HaTMUHKTE JaHHHW MOKA3BAaT, Y€ aHTHEIWIEITUYHATA [TOJIMTepanus,
BKJTIOYBAILIA BJINIPOAT, € CBBP3aHA C [IO-BUCOK PUCK OT BpOAEHH MalpopMaLKU B CpaBHEHHE C
MOHOTEpAIUA ¢ BaJIpoar.

[ToxasaHo e, ye BANNpOAT NMpeMHHaBa IU1aleHTapHaTa OapHepa KakTo IPH XKMBOTHHCKH BUJOBE, Taka

M npH xopa (BXK. TO4uka 3.2).
[IpH >KHBOTHH: YCTAHOBEHH €A TEPATOT¢HHH €PEeKTH NpH MUILUKH, IUTbXOBE U 3aiilii (BXK. To4uka 5.3).

Bpooenu margopmayuu 6 peayamam Ha eKcno3uyus in utero

JIaHHHUTE, [MOJTYUYEHH OT METa-aHATU3 ( BK/IFOUEHH PErUCTPH H KOXOPTHH NPOYUYBAHMSA ) IOKA3BAT, e
10,73% ot neuara Ha XKE€HH C CIMUAJICTICHA, EKCIIOHHPAHHA HAa MOHOTEPAIH ¢ BAJINPOAT IO BpEME Ha
OpeMeHHOCTTa ¢cTpajaT ot BpoaeHu MandopMauuu (95% CI: 8.16 -13.29). Tora npencrasnasa no-
BHCOK PHCK OT TEXKH Man(dopMallMK OTKOKOTO B 0011aTa MOMyaLys, NMPH KOATO PUCKET € OKOJ10
2-3%. PHCKBT € 70303aBUCHM, HO MparoBaTa j103a, MoJ KOATO He CBHIUECTBYBA PUCK, HE MOXE 1A Ce

OTIpeAeH.

HanvyHKTe NAaHHHK NMOKa3BaT HApacTBAHE HA CIIYYaWTE HA MANKH H TEXKH Mandopmaunu. Hai-
YeCTHTE CJIy4Yan Ha MaTdopMaLIMH BKITIOYBAT OJe(PEeKTH Ha HeBpalHaTa Tp10a, JHLER AUCMOPhU3ILM,
33€IIKa YCTHA H Bh/I4a N1acT, KPAHHOCTEHO3a, ChpACHHH, Ob0OpeyHH H yporeHUTanHH JedeKTH, H
nedexTy Ha KpaHHULMTE (BKJIIOMKTEIHO ABYCTPaHHA arlasus Ha ILYEBATA KOCT), H MHOXKECTBO
aHOMA/THH HA Pa3IHMHHA CHCTEMH B YOBEIIKHA OPraHH3IbM.

In utero eKCMO3ULIMA HA BAJNPOAT MOXe J1a JOBEAE A0 YBpexXIaHe Ha C/IyXa WiH FMyXoTa B pe3ysTar
Ha MajopMaLHK Ha YIIMTE W/HIH Hoca (BTOpHYEeH e(dEeKT) WHIIH B pe3yJITaT Ha AMPEKTHA
TOKCHYHOCT BBPXY CIIYXOBHUA anapar. MMa cayyau, ONMCRAILM KaKTO ¢JHOCTpaHHA, Taka U
ABYCTpaHHA NTyXOTa WM YBpexKaaHe Ha ciyxa. He 3a BCHUKH cllydaH ca QJOK/aABAHHU pPe3yJITATUTE.
KoraTo ca noknaaBaHi pe3yaTary, B [10-rojiaMara 4acT OT CIy4YauTe HAMa Bb3CTaHO

Excnosnuus in utero Ha BajIpoaT MOXKE fa A0Bede A0 OUHH MaldopMaluu (BKITIOY
MHKpodTaIMHA), KOUTO ¢€ CbOOIIABAT BB BPb3Ka C ApYTrd BpOACHHU MalidpopMaLu
MaI(pOopMaLIMd MOTAT J1a 3aCE€rHaT 3pCHUETO.

Hapywenus 8 pazeumuemo Ha Heparama cucmemd 8 pe3yimam Ha eKCRo3uyus in



ITaHHM MOKA3BaT, Y€ eKCIIO3MLMA Ha BAJINPOAT in tlero MOXeE a uMa HeOnaronpuaATHU €(QPEKTH BBPXY
NCHXHUYECKOTO H PUIHUECKOTO PAa3BUTHE HA AELAaTa, H3JTOXKECHH Ha TAKaBa €KCNO3uLMs. PUCKDT
U3riaexaa e JO303aBHCHM, a NparoBaTa a03a, o4 KOATO PHCKbT HE ChIUECTBYBA, HE MOXKE Aa Ce
YCTAHOBRH Bh3 OCHOBA Ha HAIMYHHUTE NAHHUA. TOYHHMAT PHCKOB reCTallMOHEH MEePHO 3a TE3H PEeKTH €
HECHT'YPEH H Bb3MOXKHOCTTA 34 PHCK I10 BpeMe Ha LislaTa OpeMEeHHOCT HEe MOXKE Ja C€ U3KITIOYH.
[TpoyuBaHms MpH AeLa B NpenyHHIMILIHA Bb3PACT, HITOKEHH Ha EKCIIO3HNLHA Ha BAIMPOAT 1n utero no
BpeMe Ha OpeMeHHOCT noka3Beart, yue npu Ao 30-40% ot cayuaure ce Habmoaasa 3abaBiHe B TAXHOTO
pPaHHO Pa3sBHTHE, KATO FOBOP, NMO-KbCHO MPOXOXKIaHE, O-HUCKH HHTEJICKTYANTHH CIOCOOHOCTH, NOLWIN
€3UKOBHU YMeHUA (TOBOpEHE U pa3bHpaHe) U NpodJIeMH ¢ TIaMETTa.

KoeduuueHT 3a HHTenUureHTHocT (IQ), oueHeH npy Aeua Ha 6 rOAWHU C aHAMHE3a 3a €KCIO3HLHA Ha
BAJIMPOAT in utero, € cpeaHo 7-10 myHKTa ro-HHCcbK OT TO3U INPH A€Lia, KOUTO Ca U3JI0KECHH Ha IpYTH
aHTHETTHNCIITHYHHU NpoayKTU. Ma aokasaTencTBa Npu Jela ¢ eKCro3vLMg Ha BAJNPOAT, Y€ PUCKBT OT
HapyllaBaHe B MHTEICKTa MOoXke Aa Obie He3aBUCHM OT KoeuuueHT Ha HHTenureHTHo T (IQ) Ha
MaHKaTa, BBNPEKHU Y€ POJIATa Ha CMyLUaBaliMTe GaKTOpU HE MOXKeE 12 Ce U3KIHOUHM IPH Aeua.

JIaHHHTE MO OTHOLUEHHME HA ABJTOCPOYHHSA U3XO0] ¢4 OTPAHHYCHH.

HanuuHHTE JaHHM MOKA3BAT, Y€ AeLaTa C €KCIIO3ULIMA Ha BAJINIPOAaT in utero ca ¢ MOBHUIEH PHCK OT
pascTpoHCTBa B ayTHCTHUYHHS CIEKTHP (MPUOIM3UTENHO TPH IBTH) H AETCKH ayTH3BM (OKOJIO MET
MLTH) B CpaBHEHHKE ¢ o01aTa MoIyJjanns Ha MpOy4BaHETO.

OrpaHnyeHH JAaHHHA OOKA3BAT, Y€ MPH ACLATA U3JIOKEHU HA EKCIIO3UUMA HA BAINpPOAaT in utero UMa mo-
roJIfiMa BEPOATHOCT 3a MPOABa HAa CUMITTOMH KaTo AeDULIMT H2 BHHMAHUETO/ XUIIEPaKTHBHO
pascTpoiicTBo (attention deficit/hyperactivity disorder, ADHD).

Kenu ¢ oemepoona ew3pacm

Cpeocmea coovpxcaiyu ecmpozen

CpelacTBa CbABbPIKALUH ECTPOreH, BIUTIOYHTEHO ChABPKALUN €CTPOTeH XOPMOHAITHH KOHTPALIEIITHBH,
MOTAT Ja YBEIMYAT KIMPBHCAa Ha BaIIpoarT, KoeTto OM MO0 Aa JOBeAe 00 HaMallsBaHe Ha CepyMHATA
KOHLIEHTpALIMS Ha BAIIPOAT ¥ Bhb3MOXHO HaMaJIiBaHe Ha e(pUKAacHOCTTA Ha BalMpoar (Bx. Touka 4.4 u

4.5).
Axo xcenama naanupa bpemennocm

3a moKa3zaHHWETO eNMWISNCHA, aKo XKEHATa NniaHupa Aa 3abpeMeHee, TepanuaTa ¢ BAIPOAT TpaOBa na ce
MPEOLEHH OT CMNELHATIHCT C OIUT B JICUEHHETO Ha CMHJIENCHA H a4 ¢€ OOMHUCIAT aJITePHATHBHH

BB3MOXKHOCTH 3a JieueHHe. TpabBa Ja ce rosioxaT BCHUKHM YCHIIHA, 33 1a c€ NPEMHUHE Ha MOAXOAAII0
AJITEPHATHBHO JISUEHHE TIpey 3aUeBaHe M MpeJH NpeKpaTaBaHe Ha KOHTpaLenuuaTa (BHK Touka 4.4).
AKO cMsHATa Ha JIeYeHHETO HE e Bb3MOXKHA, XkeHaTa TpAOBa Aa Nonyyd JONBJIHUTENIHA KOHCYITAlINA
OTHOCHO PHCKOBETE C BAJIPOAT 32 HEPOJAECHOTO JETE B OAKpena Ha HH(POPMHUPAHOTO K B3eMaHE Ha
pelleHHe OTHOCHO CEMEHHOTO TJIAaHHUPAHE.

3a nokasaHueTo OHMNOJAPHO pa3cTPOHCTBO H MUTPEHA, aKO XKeHaTa IUlaHKhpa Aa 3abpemeHee, TpaOBa
1a ce NpoBeAe KOHCYITALUA ChC CHELIHAIMCT ¢ OITUAT B JICHEHHETO HA OUTIONAPHO Pa3CTPOMCTBO H
MHIPEHA, JIEYEeHHETO ¢ BaJINpoar TpAOBa Aa ce MPEYCTAHOBH, H aKO € HEODXOAHUMO [1a ce MpEeMHUHE Ha
aNTepPHATHBHO JICUYCHHE NIPEM 3aUcBaHE K NPEON NPEKPATARAHE HA KOHTPALICTILIMATA.

bpemerriu sceru

Bannpoar kato Jie4eHHE Ha OUIONAPHO pa3cTPOHCTRO U NPOPWIAKTHKA HA MUTPEHO3HH DPHCTERL
IIPOTHBONOKa3aH 3a ynoTpeda no BpeMe Ha OpeMeHHOCT. Bannpoar kaTo neueHue 3a  SATEY ;

MPOTUBOIOKA3aH MIPH OPEMEHHOCT, OCBEH KOraTo HAMa MOAXOASLIO ANTEPHATHBHO ACYHME
Touka 4.3 u 4.4)

AKO XeHa, KOATO Ce JIEKYBa ¢ BaJINpoart, 3abpeMeHee, T4 TpabBa He3abaBHO Aa ce R
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[lo BpeMe Ha 6PEMEHHOCT, TOHUYHO-KJIOHHYHHTE FbPUYOBE HA MAaHKaTa U CMHJICNTHYEH CTATYyC ¢
XHITOKCHS MOIaT Aa HOCAT onpeacsieH pUCK OT CMBPT 3a MalKaTa H IJIoa.

AKO, BBIIPEKH H3BECTHUTE PUCKOBE C BAJIMPOAT NpH OPEMEHHOCT U ClI€ BHUMATEIHO OOMHCIIAHE Ha
anTepPHATHBHO JISUeHUE, NIPH U3KITIOYUTENHU obcToATeNCcTBa OpeMEeHHaTa XKeHa TpsaOBa 1a nony4aea

BAJINPOAT 32 eNWICNCHA, NPENnopb4Ba Ce.

- Jla ce U3N0JI3Ba Haii-HKUCKaTa e(heKTHRBHA 4032 U Ja e pa3e/ia JHEBHATA 1034 BANNPOAT HA
HAKOJIKO MAJIKH 034, KOHTO TPAOBA Aa ce MpHEMaT Ipe3 Lenus aeH. Y norpedara Ha
nekapcTBeHa GopMa ¢ YABDKEHO 0CBOOOKAaBaHE MOXE Aa € 3a NIpeAnoYHTaHe npel Apyry
NeKapcTBeHH (POPMH, 3a Ja ce H30erHaT BUCOKH MAKCHMAJTHH II1a3MEHH KOHLIEHTPALMH ( BXK.

Touka 4.2).

Bcuuky MalMEHTKH ¢ eKCTO3MIIAA Ha BAATIPOAT [0 BpEME Ha OpeMEHHOCT M TEXHHTE NapTHLOPH
TpabBa na 6baT HACOUYEHHU KbM CIIELIMAITUCT C OMHUT B TEPATOJNIONHATA 32 OLIEHKA H KOHCYJITHpaHe
OTHOCHO €KCnoHHpaHaTa 6peMeHHOCT. TpsabBa na ce U3BBLpLIBA CNCLMATH3KPAH NPEHATANICH
MOHHUTOPHHI 33 OTKpHBAaHE HAa Bb3MOXKHA MOABA Ha Ae(PEKTH Ha HEBpaIHaTa TprOa WIH ApYrH
mandopMmaumu. [IpuemaHeTo Ha M0GaBKH ¢ QONUEBA KUCEIMHA IIPeAH OpeMEHHOCTTa MOJKE Ja HaMallv
pUCKa OT JedeKTH Ha HeBpanHaTa TpbOa, KOUTO MOTaT 14 € MOABAT IPH BCiKa OPEMEHHOCT.
Hanuuuute gaHHH obade, He npeanonarar, ye GoJIMEBaTa KUCEIMHA IIPEIOTBPATABA 104BATA HA
BpOACHH aedeKTH WiN MandopMaUUdH NOpaaH €KCIIO3ULIWA Ha BaJINpoar.

HanuuyuuTe naHHYW DaBaT OCHOBAHUE Ja CE€ NMPpHEME, Y€ aHTUKOHBYJICHBHATA MOHOTEPAIIHA € 3a
[IpeANOoYHTaHe MpH JieucHHe Ha OpeMeHHH keHH. [Ipenu 3abpemeHsBade TpabOBa a ce npeoueHH
rojleMHHAaTa Ha R03aTa M Ja ¢¢ U3M0JI3Ba Haii-HUCcKaTa e(peKTHBHA 1034 M AHEBHATA 1034 Ha
BAJINPOAT [1a Ce pasAciiv B HAKOJIKO MAIKH JO3H, KOUTO J1a CE€ MPHEMAT Mpe3 JCHA, Thi KaTo HMa
NAHHH, Y€ U3XOObT OT MATOIOTHYHATA OPEMEHHOCT € CBBP3aH C MO-BHCOKH JHEBHH JO3H H
rojieMHHATa Ha HHAMBHAyaIHaTa 103a. YecTtorara Ha JeeKTUTE Ha HEBpaJIHaTa TpwOa ce
[MOBUILIABA ¢ YBEIHUYABaHE Ha Jo3ute, ocobeHo Haa 1 000 mg. [Ipenopbuea c€ pa3aensHEToO Ha
o0l1aTa 10332 Ha HAKOJIKO OTAEIHU NpHeMa U ynotpebaTa Ha QOpMH C YIBIKEHO 0CBOOOKNaBaHe
MO2K€e 1ia ce MIpeAnOYnTa NPe OCTaHAIUTE JIeKapCTBEHU QOPMH, 3a Ja c€ U30EerHaT BUCOKH ITHKOBH
[UTa3MEHH KoHLUEeHTpauuu. [1o Bpeme Ha OpeMeHHOCT €PEKTUBHATA AaHTHEITHICTTTHYHA KWK
aHTUMAaHHKHA TepanmMs ¢ BAINpPoaT He TpaOBa fa ce NpeKbeBa 6e3 rpeoleHKa Ha NON3UTE U
PHCKOBETE OT JISUEHHETO C BAIMPOAT OT JieKap ¢ KIMHUYEH OIUT B JIEUEHHETO HA EMTHIIENCUS WK
OUnoJApHO pascTpoicTBO. Bhnipeku ToBa, TpaOBa 1a ce 3aMovHe CIEUHATIM3UPAHO NPEHATAITHO
[IpOCAeNsABaHE C LIEN Aa Ce OTKPHEe Bb3MOXXHA NOABA Ha IepeKTH Ha HeBpa/IHaTa Tpb0a WIH ApyrH
mangopmaund. bpemMeHHHTe TpaAOBa na O6baAaT BHUMATEITHO M3CNIEBAHH C YATPa3ByKOBa
OUArHOCTHKA M OPYTd NOAXOAALIN MEpOINpUATUsA (BXK. TOUKA 4.4).

[lokazanue ,.npodHAaKTUKa Ha MHTPEHO3HH aTaKH

KoHByeKC € NpOTHBOMOKAa3aH 3a NPO(HIaKTUKA Ha MUTPEHO3HHU NPUCTBIIK NO BpeMe HAa OPEeMEHHOCT
M KE€HM ¢ AeTEPOACH NOTEHLMAN, KOUTO HE M3IMON3BAT €(DEKTUBHH METOAM 32 KOHTPALICNLMA 110 BpEME
Ha JIeYeHHUETO ¢ BaJMpoat (BX. TOUkH 4.4 1 4.6 no-rope). Tpabea aa ce U3KOUM OpeMEHHOCT MPeau

JICUCHHUEC C BaAIIpoOart.

Puck 3a HOBOPOAEHOTO

-  MHoro paako ca JOKIaJBaHH CIy4yad Ha XeMOparuueH CUHAPOM TpH HOBOPOACHH, UHHTO
MaMiKH ca IMpUeMAalli BaIpoar no BpeMe Ha OpeMEHHOCT. TO3M XeMOoparuieH CHHIPOM €
CBBP34aH ¢ TpoMOoLMTONEeHIA, XHNIOPHOPHHOIeHEMHA W/ IIH A0 HAMAJIABAHE HA OPYTH
dakTOpH Ha KpBBOCHCHpBAHETO. AQUOPHHOreHEMUA € JOKJIaABaHa ChUIO U
¢aTtaneH u3xod. To3u xemoparMyeH CHHApPOM, obade, TpaOBa Ja ce pasrpaHU4BAL ?S‘E_HUMH o
HaMaJIiBaHETO Ha BUTaMUH K-3aBUCHMHTE (PAKTOPH, HHAYUHPAHHU OT PeHod i Qg
€H3MMHU UHOYKTOpU. CleaoBaTenHo, OpoaT Ha TPOMOOUHTHUTE, HUBOTO HA ¢ ﬁ N
[1a3MaTa, KOary/allHOHHH TECTOBE M (haKTOPH Ha KPEBOCHCHPBAHETO TPAGH i
IpH HOBOPOJICHH.

- CiyvaHd Ha XMIIOrJIMKeMUA ca OWiy JOKIIaaABaHH IPH HOBOPOIACHH, YMHMTO MAX
BAJIITPOAT I10 BpEME Ha TPETHUS TPUMECTBP OT OpEMEHHOCTTA
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- Ciyvau Ha XHITOTHPEOUIHIBM ca OHITH AOKIAIBAHH NPH HOBOPOJIEHH, YHHTO MaHKH ca
MpUEMaJIk BAJINPOAT MO BpeMe Ha OPEMEHHOCT.

- CHHIpOM Ha OTHEMAHETO (KaTo, U B YaCTHOCT BB30ya, pa3Apa3sHHTENHOCT,
CBPBXBB30YIUMOCT, HEPBHOCT, XMIEPKMHE3UA, HAPYLLUEH TOHYC, TPEMOD, KOHBYJICHH H
HAPYLLIEHHUS HA XPAHEHETO) MOXKE J1a Ce MOABM ITPH HOBOPOACHH, YHMTO MAMKK Ca NpHeMay
BAJIIPOAT MO BpPEME Ha MOCIIEAHUS TPUMECThP OT OpeMEeHHOCTTA.

MBboke M NOTEHUHAIEH PHCK OT PA3CTPOICTBA Ha HEBPOJIOTHYHOTO Pa3BUTHE NPH Aena YMrUTo Oamu ca
JI€KYBaHH ¢ BAIMPOAT Npe3 3-Te Mecela Mpe/iH 3a4€BaHeTO.

PeTpocnexTHBHO 00CEpBaLHOHHO MPOYYBaHe B 3 CKAHAWHABCKH AbPXXABH MOKa3Ba MOBHIIEH PHCK OT
pa3TpOICTRA Ha HEBPONOrHYHOTO paseuTHeE (neurodevelopmental disorders, NDD) npu neua (ot O xo
11-roaMIumHa BL3PACT), YUKUTO Oally ca NeKyBaHH C BAILIPOAT KaTO MOHOTEpAarnu mnpes3 3-Te Mecella
Mpean 3a4€BaHeTO, B CpaBHEHUE C Aenara, YHHTO Oalld ca JIEKYBaHU ¢ JIAMOTPIDKHH WIH
JIEBETHpALIETaM KaTO MOHOTEpanHs, ¢ 06001eHo KopUrupaHo CboTHOIIEHHE Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurnpanusar kymynatueeH puck oT NDD sapupa mexay 4,0 % u 5,6 % B
rpynaTa Ha BaJnpoar crupamo Mexay 2,3 % u 3,2 % B komOuHHpaHaTa rpyna Ha
NaMOTPHXHH/NeBeTUpaLieTaM. [IpoyyBaHETO He € JOCTAaThHYHO MalllabHo, 3a 1a ce U3C/ICABa Bpb3KaTa
chbe cneiduuny noarunose NDD, a orpaniueH#sITa Ha MPOYUBAHETO BKJIIOUBAT MOTEHLIHAITHO
,,3aMBITISIBaHE", CBBP3AHO C [IOKA3aHUETO U Pa3/IUKH BLB BPEMETO Ha INpocaenaBaHe MEKAY IPYNHTE ¢
ekcno3unus. CpeaHoTo BpeMe Ha npocieAsBaHe Ha ACLATA B rpyrara ¢ BaIPoaT Bapupa Mexay 5,0
1 9,2 ronuHH B cpaBHeHHE ¢ 4,8 M 6,6 roaHMHH 3a AeLaTa B rpynata ¢ JaMOTPHXKHH/JIEBETHpaLeTaM.
Kato uswio e pp3MoxeH nosuuieH puck ot NDD npu aeua Ha faiuy, JieKyBaHH ¢ Banpoar npes 3-Te
Mecella pey 3a4€BaHeTO, HO MPUYMHHOCIEACTBEHATa Bph3Ka ¢ ynorpebaTa Ha BaJnpoart He €
noTBbpAcHa. OCBEH TOBa B NPOY4YBAHETO HE € OlicHEH pUcKeT oT NDD mipu neua, uuuro dauu ca
cripeiM NpUeMa Ha BAINPOAT MOBe4e OT 3 Mecella MPean 3a4eBaHeTO (T.€. € Bb3MOXKHA HOBA

criepMaroreHes’a 0e3 eKCro3uLMsa Ha BAIINPOAaT).

Karto npeanasHa Mapka, npeaAnvcBaiiyTe JeKapu TpabBa Ja HHPOPMHUpPAT MALMEHTHTE MBXKE 32 TO3H
NOTeHLUHAIEH PHCK U Z1a 00CBAAT HeoOX0AuMocCTTa OT e(eKTUBHA KOHTpaLETILU, BKIIOYUTETHO 32
MapTHHOPKAaTa, JOKATO H3MOJI3BAT BAJIIPOAT Y [IOHE 3 Mecella el MpeKpaTABaHe Ha JICYCHHETO (BXK.
TouKka 4.4). IlauueHTHTe OT MBXKKH NOA He TpAOBa Aa JapsABaT criepMa Mo BPpEME Ha JIEUEHHETO U B
NpoAb/DKEHHE Ha MOHE 3 Mecela cel NPEeKpaTaBaHe Ha JICUEHHUETO.

[TauneHTHTE MBXKE, JIEKYBaHH ¢ BAJINIPOAT, TPAOBA PEIOBHO JIa CE MPErIeKOAT OT JCKYyBallKi I'H
JIEKap, 3a Ja ce MpeLcHU JaIH BaNPoaThT € Hali-MmogXOAAIOTO IEUeHHE 3a TAX. 32 MALMEHTH OT

MBKKH 110J1, KOUTO IUIAHUPAT Ja 3a4€Har JieTe, Tpa0Ba 1a ce OOMHUCIAT U Aa ce OOCBHAAT € TAX
MOOXOAAIIHY aTEPHATHBH HA TIeueHHeTo. BBB Bceku oTaeneH cnydaid TpaOBa Aa ce MpeLeHAT
HHOUBHAYANHUTE 00cTosATENCTBa. [IpenopbuBa ce npy HEOOXOAUMOCT Aa C€ MOTHPCH CHBET OT
CTNIELMAIHCT ¢ OMUT B JICYESHHETO Ha eNWIENCHA, OUTIONSAPHO pa3CTPOHCTBO HIIH MMI'PEHA,

Kspmene

ExckpeundaTa Ha BAINPOAT B MAKYHHOTO MJIAKO € B avanasoHa ot 1% ao 10% ot cepyMHuTe HHUBa Ha
maiikaTa. XeMaTOJOrMyHY HapyllieHHA ca HabmioaaBaHy IpH HOBOPOAcHH/OebeTa, Koraro ca KbpMeHHM
OT MaHKH, IPUEMAIH BAINPOAaT (BXK. TO4KA 4.8).

Tpsabea na ce B3eMe pelIEHHEe OTHOCHO CITUPAHE HAa KbPMEHETO WIM NIPEYyCTaHOBABaHE/OrpaHHYCHUNE
Ha neveHueTo ¢ KOHBYIEKC, KaToO ¢ce UMAaT MPEABH/ NOJ3UTE OT KbPMEHE 3a I€TETO U I0JI13aTa OT
JIeYEHHE 32 MaUKaTa.

DepTHARTET

s
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HMma crobuieHud 3a aMmeHopes, NOJIHKMCTO3HA AHYHHLM U YBEJIMUEHH HUBA HA TECT w
XKEHU, NpHeMany samnpoar (BX. Toyka 4.8). [Ipunaraneto Ha BANNpoaT MOXE ChII
depTUINTETA NPU MBKE (BK. TOUKa 4.8). JloKTaaBaHH Cly4au NOKA3BAT, Ue HAPYLIEN

depTIIHTETA ca OOPATUMH Cled NIPEeyCTAHOBABAHE HA JICUEHHETO. |;__V
_‘.-P"



4.7 EdekTn BopXy cunocofuocTTa 32 modupase 4 pabora ¢ MAIHHHA

B peauna ciydan, KOHTPOTBT Ha NPUNAABIUNTE BCISACTBHE JEUYEHHETO C BAMPOEBa KHCEIMHA MOXKE
Aa Aajle BL3MOXHOCT Ha MallMEHTHTE aKTHBHO Ja y4acTBaT B ITbTHATAa 0OCTaHOBKA.

BurpekH ToBa NaLMEHTHTE YIIPaBIABalld MOTOPHO NPEBOJHO CPEACTBO WIH KOHTO paboTAT ¢
MalllMHH, TPAOBa Aa ObAaT npeaynpeaeHH 3a pUcKa OT MpexoAHa ChHIMBOCT, 0COOEHO B CiTydaH, MpH
KOHTO Ce NPOBeKaa KOMOMHHPAHO JICYCHHE C HIKONKO aHTHENTWNENTHYHH MPOAYKTa WIH NpH

e JHOBpPeMEHEH MpUEM Ha OEH301Ma3ENHHM.

4.8 HexenaHH JEKAPCTBEHH PeaKUHH

HexxenaHMTe JieKapCTBEHH peaKLMH ca KaTerOpH3HpaHH ChbIJIACHO ClieAHaTa YecToTa:
Muoro gectu (>1/10), yectu (>1/100 no <1/10), neuectu (=1/1 000 no <1/100), peaxu (=1/10 000 no
<1/1 000), muoro peaxu { <1/10 000), ¢ Hen3BecTHa YecTOTA (OT HATUMHUTE AAHHH HE MOXe f1a Opae

HanpaBeHa OLICHKA).

Hapywenua na kpvema u aumgnama cucmema:.

Bannpoar uHxubupa BTOpHUA eTan Ta TpoMOOUMTHATA arperaiys, KOeTo BOJAU 4O YAB/DKaBaHE Ha
BPEMETO HA KbPBEHE H YECTO A0 TpoMOouuToneHus. OOUKHOBEHO Te3U MNPOMEHH Ca CBRP3aHH C
M3I10J13BAHE HA MO-BUCOKH OT Npernopb4aHUTe NO3HW U ca ¢ odparuM xapakrtep. TpomboLMToneHUs
pcieAicTBUe HA nepunut Ha paktop VIII/von Willebrand cwiuo Taka moxke 1a foBeae 10 yAB/DKABaHE
Ha BpeMETO Ha KbpBeHE. BB3MOKHO € ChIIO Taka Aa ce HabmogaBa U30AHPaHO HaMaJIABaHe
KOHLIEHTpalMuTe Ha GUOpHUHOreHa.

YecTo € BB3IMOYKHO 13 BE3HHKHE 0OpaTUMO MOTUCKAHE HA KOCTHHA MO3bK. CIIOHTAHHMTE KOHTY3HH
WIH KbPBEHE ca MOKa3aHHe 3a NPeyCTaHOBABAHE MPUEMA HA NEKAPCTBEHHUA NPOOYKT A0 U3SCHABAHE HA
[IPUUHUHHTE.

B1b3MOXKHH ca BE3HMKBAHE HA arpaHyJIOLMTO3a ¥ IIOHAKOFa Ha TuM$ounuTo3a. B penku cityyau ce
chOOIaBa 3a EPATPOLIMTHA XUITOTLIA3UA, JIEBKOMEHUA U MAHUHUTOIICHHA; CJIe[] NPEyCTaHOBABAHE HA
JevyeHreTo OWI0 YCTAHOBEHO HOPMANH3HNPAaHe Ha KpbBHATA KapTHHA.

Hapywenun na umynnama cucmema.
B Hakou ciry4an e oTGensn3aHa nospara Ha BacKyauT. Chobl1aBa ce 3a aepruvsM peakuuu (ot obpus
70 peaKlIHH Ha CBPbXYYBCTBHUTETHOCT). PAKO € YCTAHOBEH CUCTEMEH JTYITYC €PHTEMATORYC.

Hapywenun na enooxpunnama cucmema
Paako ce choDliljaBa 3a yBeJIHUEHH HHBA HA TECTOCTEPOHA.

Hapywenun na memabonusma u xparenemo:

BB3MOXKHO € M0sABa Ha XHUIMEpaMOHEMHA 6€3 OTKIOHEHHMS B HepHOAPOOHHTE PYHKUMOHANHH TECTOBE.
YecTo MOKe 1a Bb3HHKHE M30/MpaHa H yMEPEHA XHIIEpaMOHEMHUS, KOATO OOUKHOBEHO € MpeXoAHa H
He M3HCKBA NPEYCTAHOBABAHE Ha JIeueHHETO. Bblpeku ToBa, T4 MOXe Ja € ChIIPOBOXKAA C KIIMHUYHH
MPOABH KaTO MOBPBLUAHE, ATAKCHA W 3aMbIJIABAHE HA Cb3HaHHETO. [IpH nosea Ha NOAOOHH CUMITTOMM,
TpAOBa Ja ce NpeyYCTAaHOBH MPHEMBT Ha BAINMpOeBa KucenHa. CbhobliaBa ce Chilo 38 XUNEpaMOHEMUs
CBHIIPOBOAEHA ¢ HEBPOJIOTHYHA CUMITIOMATHKA (BK. Touka 4.4). B peaku cirydau e otdend3ana nossa
Ha oTou. B peak# ciydau e otdenga3aHo 3aT/BCTSBaHE.

cuxuunu napywenusn.
Henpecus.

Hapywenua na nepgnama cucmema:
[ToHsAkora ce crobluaBa 3a aTakCHsA, CBETOBBPTEXK U TPEMOD, [TOABATA HA KOUTO BEPOAT
[IpHUJIOKEHaTa 003a.

[lonskora ce cpobiiiapa 3a cenauus, OOMKHOBEHO 10 BpeMe Ha KOMOMHUPAHO JIeHEeHH
AHTUKOHBYJICAHTH. [1pU MOHOTEpanus T4 Bb3HUKBA B PeAKHK C/Ty4ad B HAYaN0TO Ha Te
0OMKHOBEHO € ¢ npexoJeH xapaktep. Paako ce otOenssBar ciiyyau Ha ietaprus 1 oosp
HAKOM CITy4aH NMporpecHpaliiy 10 CTYIOP Y NOHAKOra ChbIIPOBOACHH ChC XaTIOLUHALIMU

ppppp



KOHBYJICHH. B MHOrO peaxu cnyvau ca HabnoaaBany eHuedanonatis 4 koMa. Yecto Te3u NposBH ce
CBBP3BAT ¢ M3MI0JI3BAHE HA MHOTO BUCOKHM HAYAJIHH JO3H WIM KOMOWHHMPAHE C APYTH
aHTHKOHBYJICAHTH, 0CO0eHO ¢ PeHoGapOuTtan. OOUMKHOBEHO Te ca 0OpaTHMHM NMPH HAMANABAHE HA
J03aTa WIK NPEeyCTAHOBSIBAHE HA JIEUEHHETO.

Crpob1aea ce 3a MHOTO PpEAKH CTyvad Ha 0OpaTUMH eKCTpanHpaMHIHH CHMITTOMH BKJTHOUYBALIH
MapKHHCOHHU3BbM HIH NPEXOAHA IEMECHLIUA CBbp3aHHU ¢ 00paTUMa MO3bYHA aTpPOpHA.

B13MOXHO € BR3HHKBAHE Ha NOBHIIEeHA eHepruyHOCT. [10 mMpHHLUMN TOBA € MTOJIOKUTENIHO, HO B HAKOHM
cJTydal ce ¢choOLLaBa 3a NNPoABH Ha arpecus, XUNEPAKTUBHOCT ¥ ITPOMEHH B NOBEAEHUETO.

Panxko ca orOena3BaHy nofaBa Ha LIYM B YILHTE W 3aryba Ha ciyxa (00paTuMu Wi JePHHUTHBHH),
BBIIPEKH Y€ HE € I0KA3aHa NPUYHHHO-CIICACTBEHA BPB3Ka.

B penxu cinydau ce cpoOLIaBa 3a IJ1aBOOOIHE ¥ HUCTAl'BM.

HabmrionaBanu ca CBIO rageHe, CeIUupaHe, EKCTPANIMPaMUIHH HApYLIEHH.

B penxu cinydaM ce cro0111aBa 3a RMILUTOTHA.

CmomautHo-4pesHu HapYUeHUA!
MHoOro psaaKo ce ¢bOOLIAaBa 3a NAHKPEATHT, NOHAKOra ¢ dataneH u3xol (Bx. Touka 4.4). Be3MoxHO e

MOBHUIIABAHE HA alleTHTA, a JICYCHHETO ¢ BAJINMPOEBa KUCEIMHA MHOTO YeCTO MpeJU3BHUKBa
yBEJIHYaBaHE Ha TEJIECHOTO TErJI0, KOETO MOXeE Aa Oblie H3Pa3eHO U MNPOrpecuBHO (BkK. To4ka 4.4). B
HAYaJ0TO HA JIEYCHHETO MOKe 1a Bb3HHUKHAT NO-JICKH NMPOsSBY HA APA3HEHE HA CTOMAXa H YepBara.
Moxe 1a ce HabNOIaBaT rajacHe, MOBpPbIIAHE, 6€3aNCTUTHE U KOHCTHIIALIMA.

Xenamobunuapru HAPVUIEHUA.
BB3M0xHO € NoBHILIaBaHe Ha TPaHCAMHHA3UTE B HAYAJIOTO Ha JISUCHHETO. B peaku cay4au cnej

NpUEM Ha BaJIMIPOEBa KMCENHHA, Bb3HUKBAT CEPHO3HU HAPYILIEHUA Ha YepHOApoOHaTa QPyHKLUA,
KOMTO MOHAKOra ca ¢ ¢araned usxon (Bx. ¢biio Touka 4.4). Paako ce Habmonapa noppupus.

Hapywenua na xooicama u noOKoJICHama muvKan.

IIpu Hakou GonHu e HabmoaaBaH NMpexoaeH Koconaz. To3u edekT BepOATHO He € CBbP3aH C A03aTa.
[TopacTBaHETO Ha KOCATA HOPMAJIHO 3aM0YBA B PAMKUTE HA LLIECT MECEeLia, HO € Bb3MOXHO TH 1a CTaHE
no-KbJpasa. Hecto ce croblIaBa 3a HapyLIEHHd HA HOKBTA M HOKBTHOTO Jioxe. Paako ce cbobmasa 3a
nopduprsa. MHOro paako ce ordOeNA3BaT CHIIHO H3Pa3eHO OKOCMABAHE U aKHE,

B peaxku cny4au ce HabmoaaBaT KOKHHY peaklMM, KaTo ek3aHTemMaTo3eH oOpHB. [lo H3KmoueHue ce
oTOENIA3BaT CTy4an HA TOKCHYHA CMUACPMAJIHA HEKPOIU3a, OTAENHH CIIy4Yau, CAHAPOM Ha Stevens-
Johnson’s 1 eputeMa MynTugopme.

HHP_}JWEHHH HA MYCKVAHO-CKEAemHama cucmemdad U CHEOUHUMENHAMA MBKAH.

HUmMa croblueHus 3a HaMansaBaHe Ha MHHEpATHAaTa ILTBTHOCT Ha KOCTHTE, OCTCOINIEHHUA H OCCTEOINIOPO3a
IIpY IMMALIHEHTH Ha NPpOAB/DKHTCIIHA TCpalluA C KOHBYHEKC. MexaHH3MBT Ha Te3HU eq)eicr H BbpXY
KOCTHHS MeTaDOJIH3BM He € U3BECTEH.

Hapywenun na 6vbpeyume u nuxounume nomuiya.

B®B Bpb3Ka C JICYEHHMETO ¢ BaJIIPOEBa KHCEIMHA ca oTOeNA3aHHd eAHHUYHHI CITyYyal Ha CHHIPOM Ha
@ankoHH (PyHKLIMOHATEH ACPEKT Ha MPOKCUMATHHUTE TyOY/IH BOAEL A0 IMTHKO3YPHS,
aMHHOaUMAYPHA, GOCHATYPHS U YPUKOIYPHA ), HO OCHOBHHTE MEXaHU3MH Ha BL3HUMKBAHETO MY Ca BCE
OLe€ HEHM3BECTHH.

YecTo e HabmoaasaHa ypHHapHA HHKOHTHTEHLIMS.

Hapyuenua va 8v3npouszgooumensama cucmema u cvpoama.
Paako ce crobliaBa 3a NONMKHCTO3HH AHYHHLM, KAKTO M 32 AUCMEHOpes W aMeHopes MHOIo paako ce
oTbenas3Ba rHHEKOMacCTHA.

Bpooenu, pamunnu u zeHemuyHu HapYUeHun. §
BpoaeHu mangopMallii M HapylLIeHHS B pa3BUTHETO (BXK. Touka 4.4 ¥ Touka 4.6). %
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[JIABHO B MeHATPUYHATA Nonyiatua. ChliecTBYBa COCHUGPHUYEH PUCK OT TEKKO YBPEKAAHE HA
uepHUA Apod MpH HOBOPOACHH M TIPH MAJIKH flella, ocobeHo npu aena noAa 3 roguHd. OcBeH ToBa, 3a
MaJIKUTE JeLia ChilleCTBYBA CrICHH(pHUYECH PHCK OT pa3BUTHE HA MAHKPEATUT. TE€3H PUCKOBE HAMAJIABAT
C YBETHYaBaHe Ha Bb3pacTrta (Bx. Touka 4.4). [Icuxu4yHH HapyLIEHHA, KaTO arpeCHBHOCT, BL30yna,
HapyllleHHe HA BHUMaHHETO, aDHOPMHO MOBEAEHHE, ICHXOMOTOPHA aKTHBHOCT H HApYIUEHa
criocoOHOCT 3a ydeHe, ce Hab/IoqaBaT NpeauMHO B eAMaTpUyHaTa nomyamus.

CrobllaBaHe HA MOJO3UPAHU HEXEJAHH peaKLMH
C1o61iaBaHETO Ha NMOAO3UPAHH HEXENAaHU PeaKLHH Clie] pa3peLlaRaHe 3a ynorpeda Ha NeKapCTBEHHS

MPOAYKT € BaXKHO. TOBa MO3BOJIABA A4 CE MPOABIAKY HAOMIONEHHETO HA CHOTHOLIEHHETO MOJI3a/PUCK
3a JIEKapCTBeHH NpoayKT. OT MeAULIMHCKUTE ClIelIHalIMCTH Ce U3MCKBa [a choOLIaBaT BCAKa
MOJ03MPaHa He)KeNaHa peakuus uype3 UameiHuTenHaTa areHums 1o Jekapceraara, yii. ,, JlaMan
['pyen’’ Ne 8, 1303 Codms, ten.: +359 2 8903417, yebcaiit: www.bda.bg.

4.9 IlpenoszupaHe

OrbennzaHu ca CIy4Yad Ha HHUMACHTHO MIIH LENIEHACOYEHO nNpeao3rpaHe. I1pu niasMeHH
KOHLIGHTPALIMH 0 3-6 IIbTH NMO-BUCOKK OT MAKCUMAJIHMTE TepaleBTHYHH HHBA € MANKO BEPOATHA
MoABa Ha APYTH CUMIITOMH OCBEH rafeHe, MOBPBUIAHE U 3aMasHOCT.

[Tpu TexxKO Npeno3upaHe, HaNp. NpH ILUIA3MEeHM KOHUEHTpauuK 10-12 nbTH No-BUCOKH OT
MAKCHMAITHHTE TEPANEeBTHYHH HHUBA {BXK. CBILO TOYKA 5.2), ca Bb3IMOXKHH TexKO noTuckaHe Ha ITHC u
aumanero. CumntoMHuTe 0baue MOXe 1a BapupaT YyBCTBUTENHO. IIpH MHOTO BUCOKH IUIa3MEHH
KOHLICGHTpallMH ca orbenazany npunaabiu. CroOlluasa ce 3a 1foABa Ha MO3BUYEH OTOK H MOBULIEHO
BbTpevepenHo Hansarane. Orbensa3aHu ca HAKONIKO CMBPTHHU Cllydas CJie[ MHOTO Fo/IAMO Mpeao3upaHe.

[Ipn npelieHKa Ha Ciy4ail HA MHTOKCHKALIUA, TPAOBA Aa Ce hMa NpeaBU Bb3MOKHOCTTA 3a JobaBeHa
TOKCHYHOCT BCJIEACTBHE HA MHOTOKPATEH MPHEM HAa MeITMKaAMEHTa, Halp. IPH HaMepeHuUe 3a
caMOyOHICTRO.

ITpH HHTOKCHKALIMA Ce NPENopbYBa NPOBEKAAHE HA MEPONPHATHA B OOJIHMYHA OOCTAHOBKA, KaTO
NpeAW3BUKBAHE Ha NOBPBLIAHE, CTOMALITHA MPOMHUBKA, KOMAHJHO JHIIAHE U APYId MEPKH 3a
NoAAbpXKaHe Ha XXU3HEHHTE (DYHKLIMH.

YcnewHo ca nmpunarany xeMoauanusa U xeMmonepdysus. [Ipunaran € cblio Taka HaMTOKCOH
HHTPaBEHO3HO, [TIOHAKOra ¢ OpaJicH NMPUEM Ha aKTUBEH BBIJICH.

5. ®APMAKOJIOI'HYHU CBOMCTBA

5.1 ®PapMakoiHHAMHYHH CBOHCTBA

({apmaKoTepaneBTHYHA I'pyna: AHTHENWICNTHLIM, MPOXU3BOAHU Ha MacTHH kucemuHu, ATC koa:
NO3AGO],

MexaHU3bM Ha JEHCTBUE
Han-sepOosTHUAT MEXaHU3BM HA ACHCTBHE € MOTEHLUHUPaHe HA HHXHOWTOpHATa poJis Ha raMa-
amuHoOyTHpoBara kucenuHa (GABA) upes nopiusiBaHe Ha NO-HATATBHIIHKSA i CHHTE3 WIH Ha
MeTabonusMa. AKTHBUpaHeToO Ha AeKapOoKcuiazaTa Ha rTyTAMHHOBATa KHCETHHA H IIOTHCKAHETO
GABA tpaHcamHHa3zaTa, BOAM 40 W3pa3eHO NMOBUILABaHE Ha KOHLUeHTpauunTe Ha GABA B

Bb3NPENATCTBA MPEA- U NOCTCHHANTHYHOTO pa3TOBApBAaHE, KATO M0 TO3H HAYMH Ipe
pPa3NpoOCTPAHEHHETO HA KOHBYJICUBHATA aKTHBHOCT.

(dapMmakoguHAMUYHY €DEKTU
BannpoeBarta KHceJIMHA € AHTHKOHBYJICAHT
[IcuxoTporHaTa akTHBHOCT Ha BaJIMpOoAaT BOAH A0 Mo-Aobpa Ba3OMOTOpPHA KOOPAHH
KOHLEHTPALIHOHHH CNOCOOHOCTH.




KinnHuyHa eQeKTHBHOCT U He30MmacHOCT

Jo6pata edeKTHBHOCT K OBP3HAT €EeKT MpU TeueHHeTo Ha MAaHHAKAJIHH €NU30/M NIpH OOIHH C
OUNOAAPHO Pa3CTPONHCTBO € YCTAHOBEHO MPH PeAHLIA IU1aLe00-KOHTPOJHPAHH KIIHHHYHH NPOYYBaHHS.
EdekTHBHOCTTa Ha BaNNpoat Npy NpoduiakTHKa Ha MUTPEHO3HU NPUCTHITH € [I0Ka3a NPH HAKOJIKO
I1aue50-KOHTPOIHPaHH ABOHHO ciienu npoyusanus. [IpoasokuTenHaTa ynotpeba no OTHOLICHHE Ha
TOBA NOKa3aHUEe € U3C/EABaHa 3a NepHOoa A0 3 TOAUHH.

[Ipu MeTa-aHanM3 Ha PAHIAOMHU3UPAHH, TUIAUE00 KOHTPOJIMPaHH IpOy4BaHUs BKIIIOYBALIH 1]
aHTHENWIEITTHYHH JIeKapCTBeHH npoAykTa (odino 199 npoyuranus obxBawamy 27 863 nauueHTa B
rpyNHTE TPETHPAHH MEAMKAMEHTO3HO U 16 029 GonHu nprueMani 1auedo) NpUIoKEHH 3a JISUYCHHE
Ha eNMWISNICHA, ICHXHATPHYHH 3a60onaBanus (BKNIOUMTENTHO OHNONApHHK pa3TpONUCTBa, LUH3O(PEHHA U
CTpaxoOBH HEBPO3HU) HWAH JPYTH HapylueHUA( BKJI. HEBponaTHYHa 0onka), S yCTaHOBEH MOBUIIEH
PHMCK OT CYMLIHIHO CBbP3aHU CHOUTHA (CYHLIMAHHK WAEH U NTOBEACHUE) NPHU OOITHUTE TPETUPAHH C
aHTHEITWIENTTHLIH B CPaBHEHHE C Te3H nprHeMaiy rwiauedo. [Ipossure OunK enHakso pasnpenesieHy 3a
BCUYKH NPOYYBAaHH NPENAPATH U €€ U3ABWIA MeXAY 2-Ta U 24-Ta CEAMHLA OT 3aM04YBaHE Ha
Je4eHneTo. PHCKBT OT CYHUMAHH MAEH H MOBEACHHE NPH MaLUECHTH TPETHPaHH ¢ AHTHUENTHIICITHYHH
neKapcTBeHH NpoayKTy Oun oueHeH Ha (,43%, nouty nBa OBTH NMO-BUCOK OT TE3M MpUeMa rmianebdo
(0,24%), koeTo chOTBETCTBa Ha 2 ciiy4yas Ha 1 000 GonHM OT rpynara npuemana aHTHENTWISIITUYHH
CPEACTBA B CPABHEHHE C Ta3d R3WMaJia Maueo.

5.2 PapMaKOKHHETHYHH CBOHCTB2

AbcopbLps

CTOMAalllHO-YCTOHYHBHUTE KaNcyiu ocBobD0KIaBAT AKTHBHATA CHCTABKA CAMO B THHKHTE YEpRa, KbIAETO
T4 ce abcopObupa. AbcontoTHaTta OHoHaTHYHOCT € nNouTH 100%. BbpX0oBH IUTa3MEHH KOHLIEHTpailMy ce
AocTHrar caen 2-3 yaca. ETHOBpEeMEHHMAT NMPUEM Ha XpaHa HE OKa3Ba BJIMSAHHE Ha KOJIHYECTBOTO
abcopbupaHo BewecTso. B 3aBMCUMOCT OT MHTEpBAaNa MEXKIY IIPUEMHUTE, pPABHOBECHH CEPYMHH HHBA
ce JocTHrar cnea 2-4 aHu. EexTHBHUTE TepareBTHYHH [UTa3MEeHH KOHLIEHTpaLMH ca Mexay 40-

100 mg/l (278-694 pumol/l) mpu nauneHTH ¢ enunencus U Mexxay 50-125 mg/1 (300-700 umol/l) npu
HAKOU OONHH ¢ OUNONAPHO pa3CTPOHCTBO WIH MHUIPEHA.

Ot6eng3aHu ca rojieMd pa3iHuMs Ha MUIa3MEHUTE HHBA MEXIY MalMEHTH, KaKTO OT Pa3jIMYHU I'PYIA,

Taka 4 OT €JHa U Chllla rpyna.

PasnpeneneHue

CBBp3BaHETO HAa BAIIPOAT C IUIa3MEHMTE NMPOTEUHHK € OKosTo 80-95% [lpu nnasMenn HUBa HAL

100 mg/] ce ypenuuaBaT ¢cBoOOAHMTE ¢dpakLHU. Bannpoar npeauMHO ce pasnpeaens ¢ KPbBTa.
KoniuieHTpauuara Ha Bajfpoar B rppOHauYHOMO3bUYHATA TEYHOCT € CpaBHMMA ¢ KOHLIEHTPALIMATA Ha
cB0OOAHM (hpaKlMH B TU1a3Mara. Bannpoart npeMHHaBa Npe3 IUIaLeHTaTa, a Taka Cbllo C€ H3THYBA B
MaiguHOTO MiIskO (1-10% oT o61IUTE CepyMHH KOHLUECHTPALIVH).

buoTtpancdopmaims
Bannpoat ce Metabonnzupa B yepHHA ApoOd, peAMMHO NOCPEACTBOM ITIIOKYpOoHHpaHe. Banmnpoar
UHXHOHpa 1uToxpoM P450 eH3uMHaTa cHcTeMa.,

EauMuHUpaHe

Bannpoar ce ekckpeTupa npeauMHo rnpe3 6n0peunTe noa gopma Ha rNTIIOKOPYHHIIH.
EAMMHHAIMOHHUAT NoayxHMBOT € 10-15 yaca 4 € 3HaUUTETHO NO-KpaThK NpH Aetia, ¥ MO-TOYHO
6-10 yaca.

Cneyuantu 2pynu nayuenmu
llaiimeHTH B HaOpeaHana Bb3pacT: PapMakoKHHETHKATa Ha BaJIMpoaT MoXe Aa Obae f h -
NallMeHTH B HAIIpEJHaIa BB3pacT Mopaau Nno-rojieMUAT 00eM Ha pasnpeaeleHue U HME A
CBBbp3BaHe C IJIa3MEHHUTE NPOTEUHH, KOETO MOXKE Aa AOBEAE A0 MOBHMLIABaHE Ha KO IR
CBOOOAHMA MPOOYKT.

Lk



[TanueHTd ¢ 6nOpeuHo yepexaane: [Topaay HaManeHOTO CBbpP3BaHE ¢ TUIa3MEHHTE NMPOTEHHH, KOETO
BOIIM NMOBUILABAHE HA KOHLIEHTPaLMUTE Ha CBOOOAHHUA NIPOOYKT, (apMaKOKWHETHKAaTa Ha Banmpoar
MO3Ke J1a ObJle MPpOMEHEHA NPH NTAUMEHTH ¢ HapyLieHa ObpOpeuHa (yHKIHA.

[lanpeHTH ¢ 4EpHOAPOOHO YBpEKIAHE

[Tomy)XHBOTLT Ha €IMMHHALIMA € 3HAMUTEHO YABDKEH NP MALMEHTH C LMPO3a H OONHH, KOUTO Ce
BB3CTAHOBABAT OT OCTHP XEMATHT B CPaBHEHHE C KOHTPOJMTE, KOETO I10Ka3Ba HapyliaBaHe Ha
KJIMPBHCA TPH NALKMEHTH ¢ HapylueHa yepHoApoOHa GYHKIMA.

[Ipu neua #an 10 roaumiHa BB3pacT H NPH KOHOLIY KIWPBHCHT HAa BAIIPOAT € NOAOOEH Ha TO3M,
YCTAaHOBEH MPH Bb3pacTHH. [IpH neauatpudnuTe nauyeHTH nog 10 roiMHH CHCTEMHHAT KIHPBHC Ha
BAJINIpOaT BapHpa ¢ sb3pacTra. [Ipu HoBoponenure H OebeTara 10 2 Mecela, KIIMPBHCHT HA BANINPOAT
¢ NOHIKEH B CPABHEHHE C TO3H NMPH BB3PACTHH H € HAH-HUCHK HETIOCPEACTBEHO Clie/l paxaaHeTo. B
0630p OT HayuHara JIHTepaTypa e My0aMKyBaHO, Y€ L1a3MEHHAT HOMYKHBOT Ha BAIIIPOAaT npu Oebera
noz 2 Mecela NNoKa3Ba 3HauMTeIHa BapuabWIHOCT Ha cToiHocTHTe ot | 10 67 vaca. [1pu neua Ha
BB3pacT OT 2 A0 10 roauHy KIMpBHCBT Ha BapoaT € ¢ S0% mo-BHCOK OT TO3H NPH Bb3PacTHH.

5.3 [lpeakIHHH%HH NaHHH 3a fe30MaCHOCT

H3cnensaHHuATa 3a XpOHUYHA TOKCHYHOCT ¢ BAANpPOAT MpPH [UTbXOBE K KyUeTa MoKasajli HaMaJleHa
CIepMaTOreHe3a M TECTUKYJapHa aTpodus.

B npoyusaHHA 33 TOKCUYHOCT TP MHOIOKpPaTHO NpwiaraHe ¢a ChboOILEHN TECTHKYTapHa
JereHepaliua/aTpodus WK HApYLIEHU B CTIEPMATOreHe3ara U HaMallaBaHe Ha TETJIOTO Ha TECTHCHTE
[PH BB3PACcTHH IUTBXOBE U Ky4eTa clejl epopaliHo NpUIoKeHHe B 103 cboTBeTHO 1 250 mg/kg/neH
i 150 mg/kg/nex.

[Ipu rOBEHWIHH [UTBXOBE HAMAABAHE HA TEIJIOTO HA TECTHCUTE € HAOI0AaBaHO CaMO MPH J03H,
HAJBHILABALIH MaKCHMaTHaTa noHocHMa a03a (oT 240 mg/kg/neH npu UHTpanepUTOHEanHO Win
MHTPAaBEHO3HO NMPUIOXKEHHE ), O€3 CBBP3aHH XHCTONATONIOrHYHH NpoMeHd. He ca HabmonasaHu
ePEeKTH BhPXY MBXKHTE PENPOAYKTHBHHM OpraHu npy NoHocHMH Ao3u (1o 90 mg/kg/nen). Br3 ocHoBa
Ha T€3U JaHHH IOBEHWIHHMTE )KUBOTHH HE C€ CYWTAT 3a MO-NMOJATIMBH MO OTHOUIEHHE HA HAXOOKH B
TECTHCHUTE, B CPABHEHHE ¢ Bb3PACTHUTE. 3HAUEHUETO HA HAXOOKUTE B TECTUCHTE 3a MeIUaTPUYHATA
NOIyJ1alUMs HE € U3BECTHO.

B npoyuBaHe 3a GepTHIUTETA NIPH ILTBXOBE, BAIMIPOAT B 103K 10 350 mg/kg/nHEBHO HE MOBIHABA
peNpoOaYKTHBHATA (PYHKIMA NIPH MBIKKUTE HHOWBHAH. BbIipeku TOBa HHPEPTHITHTET IIPH MBXKE €
HIEHTHOHILMPAH KATO HEeXElaHa Peakuys NpH xoparta (Bx. ToukH 4.6. 1 4.8).

IIpH reHOTOKCHYHHUTE U3C/IEARaHUR HE € YCTAHOBEH MyTareHeH noreduuan. [Ipy npoyuesaHusara 3a
KapLMHOreHeH NMOoTeHIMan Ouia ycTaHOBeHa NMO-rofasaMa 4eCTOTa Ha NOAKOXKHH (PHOPOCApKOMH MPH
MBXKKHN IUTBX0BE. He € n3BecTHO 3HAUeHHETO Ha Te3W AaHHU 3a Xopa. BannpoaTeT nokazan O6e3cnopHa

TEPATOICHHOCT ITPH XKUBOTHH.

6. DPAPMAIIEBTHYHU JAHHH

6.1 CnuchbkK HA NOMOINIHHTE BellleCTBA

KapuoH 83

[ nunepon 85%

Xenatun

Turanos quokcun (E 171)

XKenezen okcua ueppeH (E 172)

ConHa kucenuHa

Metakpuiopa KMcenMHa-eTHnakpriar kononumep (1:1) aucnepcus 30%
Tpuetunos umMTpar

Makporon 6000

['munepon Monocteapar 45-55 tun 1l

6.2 HecnBMeCTHMOCTH




Henpunoxumo
6.3 Cpox na roguocr

S rOAWHH
6.4 ChnenHaJHH YCJIOBHS HA CLXPaHEeHHE,

Jla ce cexpansasa noj 25°C. [Ja He ce chxpaHiaBa B XJIAAWIHHK HIH 3aMpa3saBa.
Ha ce cbXpaHsBa B OpMrHMHalHaTa OMAKOBKa, 3a Aa ce MpeanasH oT CBET/IHHA.

6.5 BuJaH cBHALPKAHHE HA ONAKOBKATA

Anymuanesa/PVC 6nucrepHa onakoeka wid arymuaresa/PVC/PVDC 6nucrepHa onakoska,
ceabpkala 100 kancynu.

6.6 CrnepHa/IHH NpeANA3ZHH MEPKH IIPH H3XBhLPJISHE

Hsama cnermanHy U3SHCKBaHHUA.

7. TIPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PABPEIIEHHUETO 3A YIIOTPEBA

Per. Ne 20000210

9. JATA HA ITBPBO PA3PEIIABAHE/TIOJHOBABAHE HA PAZPELHLIEHUETO 3A
YHOTPEDBA

Hata Ha mepBo paspeluaBaHe: 06 1oHu 2000 1.
IlaTta Ha nocaeaHo nogHoBaABaHe: 30 mam 2011 r.

10. JATA HA AKTYAJIMFUPAHE HA TEKCTA

04/2024




