KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

V¥ To3u nekapCTBEH NPOAYKT MOAJIEKH Ha JOMBJIHUTENIHO HabmoaeHKe. ToBa 11e no3Bosiu OBp30TO
yCTaHOBSIBAHE HA HOBA HH(OpMaLIUMA OTHOCHO Oe3omnacHocTTa. OT MEAULIMHCKHUTE CIIELIHAJIUCTH CE
M3MCKBA J1a ChOOLIABAT BCsIKa NMOAO3MpaHa HeXKeJlaHa peaklys. 3a HauMHA Ha CboOlIaBaHe Ha

HEeXXeJIaHW peaKLIMH1 BHKTe Tovka 4.8.

i
¥ PLY I

1. VME HA JEKAPCTBEHHS IMPOJIYKT e AKOOOOL0s™

Konsynekc 50 mg/ml cupon J/_Q" G /77 16 -[7- 2024
Convulex 50 mg/ml syrup e, Y S

2. KAYECTBEH 4 KOJIMMECTBEH CBbCTAB

| ml cupon cvabppka S0 mg HaTpueB Bannpoar (sodium valproate).

[loMOIIHM BELECTBA C U3BECTHO JAEUCTBUE: JIMKA3UH, METHJI NTapaXuApOKCHOEH30aT, MPOITHII
napaxuJapokcubeH3oar.
3a MBbJIHUA CITMCHK HA MOMOIIHUTE BelLlleCTBA BHXKTE To4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

Cuporn.
be3uBeTeH 10 J1€KO KBJATEHHKAB Ha LIBAT pa3TBOP.

4. K/IMHHYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHUA

JledeHre Ha NMbPBUYHH M€HEPAIM3UPAHU ENWISNITUYHH NTPUNAAbLIHU, BTOPHYHH FreHEepAIU3HPaHH
EMWIENTUYHU NMPUNATBLU U HEMBJIHU €MUJIENTTHYHH TTPUITAABLIH.

JleyeHue Ha MaHHUEH €MU30/1 NPH OUMNOJIAPHO Pa3CTPOMCTBO, KOraTo JIMTHH € MPOTHBOMOKA3aH, WIH He
ce Tosiepupa. [Ipoab/bkaBaHe Ha JIEYEHHETO CJIel MAHUEH €ITM30/ MOXe J1a ce OOMHUCIIH NpH
MallMEHTH, KOUTO Ca Ce MOBJIMAJIM OT BAJINIPOAT MPH JIECYEHUETO HA OCTPA MAHMS.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

KoHBYJIEKC CHpOII € MpeIHa3Ha4Y€eH CIeLHaTHO 3a JIeYSeHHEe Ha MAJIKM Jiela, BbB BPb3Ka C HErOBHS
MPHATEH BKYC, KOHUTO YJIECHABA MPHUJIOKEHHETO.

KoHByJ1eKC CHpON ChAbpXKA 3aXapHHUA 3aMECTHTEIT JIMKA3HH W 10 Ta3H NPUYMHA HE MPUYHHABA HJIH
yBeJIMyaBa Oposi Ha KapuecHre.

Jlena OT JKEHCKH M0J1 M JKEHHM C JIETEPOJIEH NOTEHLIHA
JleueHueTo ¢ Bannpoar TpsAOBa J1a ce 3aro4YHe U NpoC/easBa OT JIEKap ¢ KIMHUYEH OIUT B JIEYEHHETO
Ha EMUJIETICUS WJIM OMIIONISPHO pa3cTporcTBO. Banmnpoar He TpsabBa na ce u3non3ea npyAckHao
JKEHCKH T10J1 M ITPH XKEHH C IeTEPOAEH MOTEHLIMAll, OCBEH aKO JPYrHTe JICUEHHS ca x{.
He ce noHacaT 1o6pe (Bx. Touka 4.4 u 4.6), a 1o13aTa ¥ pUCKBT TPAOBA BHUMATE ‘S$
/ R
=

NpH pCA0OBHHU KIIMHHUYHHU IIPETJICH.

Bannpoar ce npeanucaa v otnycka B cboTBeTcTBHE ¢ [Iporpamara 3a npeanaspa

npy ynorpeba Ha Bajmnpoar (BxkK. Touka 4.3 u 4.4). =
<



Bannpoar tpabea aa ce npeanucea NpeinMHO KATO MOHOTEpaNHA, ¢ Ha-HHUcKaTa edpeKTHRHA A03a,
aKo € Bb3MOXXHO, B JIEKAPCTBEHA PopMa ¢ yab/DKeHO ocBoOO napane. JlHesHaTa no3a TpadBa na Onae
pa3jiejieHa NOHE Ha ABE OTACIHU A03HU (B, TOUKa 4.6).

Mpaxe
[IpenoppuBa ce neueHHeTo ¢ KOHBYNIEKC [1a Ce 3aM04HE H KOHTPOJIHpa OT CIIELMANIACT C OIUT B
NEYEHHETO HA CMWIETNICUS WK OUNONAPHO pa3CTPOHCTBO (BiK. TOUKH 4.4 U 4.6).

Ho3upoBka
[Ipeanarar ce ¢gopMu Ha KoHByJIeKe ¢ pa3iHyHa MOUWHOCT H 1032 3a MHAHBUAYAJTHO JO3UpaHe Ha

JIEKApCTBEHUS MPOIYKT.

I[To npuHLMMN, NTHEBHATA A03a TpAOBa na Objie pa3aesieHa Ha HAKoako npuema. [1o Bpeme Ha
MOHOTEpaNUATa ¢ HATPMEB BAJINPOAT, odlIlaTa IHEBHA 103a MOXKE [1a Ce Npuiiara ¢AHOKPaTHO, Bevep
(no MakcuManHa ao3a ot 15 mg/kg).

HeobGxoauMuTe JHEBHH J03H BapHparT B 3aBHCHMOCT OT BL3pacTTa M TeJIeCHOTO Terno. OnruMaiHarta
703a Cce OIIpee)is OCHOBHO OT KOHTpPOJIA Ha NPHINALbLMTE; HE € HEODX0AUMO PYTHHHO U3CJIeABaHE Ha
[U1a3MEHHUTE KOHLICHTpau#uH. Bbnpeku ToBa, onpeaensHeTo Ha IUIa3MEeHHUTe KOHLIEHTPallHH MOXE Ja
O6bae OT 0J13a MPU HEAOCTATHUYEH KOHTPO Ha NpUNagbLUMTe WIHM IIPH NPEANnoaraeMy CTpaHHYHH
edexTd (BXK. TouKa 5.2).

Monorepanns

Enunjaencusn

leduampuuna nonyaayus

[TepBroHauanHo ce npunarar 10-20 mg/kg TeaecHo Terao AHEBHO, ¢ MOCEABAIO MOCTENEHHO
nosumasaye ¢ 5-10 mg/kg Ha 3-7 1HEeBHU MHTEPBAJIM JOKATO CE MOCTHIHE KOHTPOA Ha MPHMATBLIMUTE.
O6HuKHOBEHO TOBA ¢e MOCTUra ¢ AHeBHa no3a 20-30 mg/kg TenecHo Terno (BXK. CBILO Taka 34
OpHeHTaLMA TabnHUaTa 3a 1o3MpaHe). AKO ¢ Te3H 4034 He MOKe Ja ce MOCTHIHE aJleKBaTeH KOHTPOJI
Ha NMpHITaAbUXTE, JHEBHATa 1034 MOXKe [1a ¢e yBennHuu 10 35 mg/kg tenecHo Terno. B oraenum ciyyau
€ Bb3IMOXKHO Aa O0bae HeoOXoauMo H3no3Bade Ha no3u Hald 40 mg/kg/nen.

[Ipu neua, npu KOUTO C€ HAara ja c€ npuiarar 1no-sMcokM ao3u ot 40 mg/kg/neH, e HeobxoaMMO
PEOOBHO Aa ¢€ KOHTPONUpaT 1abopaTOpHUTE U XeMATOJOrHYHH MMOKa3aTENH.

Heya c mezno nao 20 kg: IlpenopwbuBa ce HavanHa go3a ot 300 mg AHeBHo.

IIpenopvusam ce cneonume Onesnu 003u 3a sarnpoam
(Tabnuuara € 3a OpHEHTUPOBKA);

Bw3pacT TenecHo Termno CpenHa no3a

(kg) mg/neH ml/nen
3.6 Mecella ~5,5-7,5 150 3 ml
6-12 mecela ~7,5-10 150-300 3-6 ml
1-3 roguHH ~=]10-15 300-450 6-9 ml
3-6 rOIHUHH =]15-20 450-600 9-12 ml
7-11 roogyHU =20-40 600-1 200 12-24 ml

Hayuenmu ¢ 6vbpeuna nedocmamvuHocm u/unu HapyuwieHue Ha YepHoopobrama Qyurxyus
[Ipy mammenTH ¢ OBOpEUHa HEOOCTATHLYHOCT MOJKE Ja C€ HAJIOXKH HaMallaBaHe HA 103aTa WiH
YBEJIHYaBaHE Ha 03aTa NpH NaLMEHTH Ha XeMoauanusa. Bannpoar ce oTaens npy Ananusafs
To4ka 4.9). JlosupoBkara TpAOBa a ce NpoOMeEHs cropel KIHHHYHOTO MPOoc/ieIsBaHE Ha // S
(Bx. Touka 4.4). [lo3ata TpsabBa /ia ce onpeneny Bb3 OCHOBA Ha KIMHHUHATA KAPTHHa, Ahidks
MOHHMTOPHPAHETO Ha TUTa3MEHUTE KOHLEHTpALlKKU MoXe Na Obae noasexaauo (Bx. ¢ / b

ManniiHH enNH301H NPH OHNOJISIPHO Pa3CTPOHCTBO



Bw3pacmuu

JiHeBHaTa fo3a TpaAdBa Aa ObAe yCTaHOBEHA U KOHTPOJIMpaHa HHAHBUIYAIHO OT JEKYBAIIHA JIEKap.
llpenopbyurTesnHaTa HavyaiHa aAHeBHA 1034 ¢ 730 mg. OCBeH TORa B KIMHWYHH U3NIUTBAHHI Ha4vaHa
no3a ot 20 mg Banmnpoar/kg TenecHo Terno chlo AOKa3Ba NMpUEMJIMB Npodun Ha 6e30MacHOCT.
PopMHUTE ¢ yABDKEHO 0CBODOXKAABaHE MOraT Aa ObJAT MPUNAraHy €WH ITbT, WK ABA [THTH AHEBHO.
Ho3ata Tps0Ba na Obae yBeaudeHa KOJKOTO € Bb3MOXHO NMO-0bp30, 3a [a Ce NMOCTHrHE Hall — HUCKaTa
TEpANeBTHYHA 034, KOATO BOJAM J0 KeJaHUA KIMHUYEH edekr. [JHeBHaTa no3a Tpabpa ga 61nae
azanTUpaHa CIpAMO KIMHHYHHUA OTIOBOD, 3a Ja ce OolpeaeH Hah-HUCKaTa e(peKTHBHA 1034 3a
UHIMBUAYaIHHA MALHUEHT.

Cpeanarta AHeBHa 11032 00MKHOBeHO Bapupa Mexay 1 000 n 2 000 mg Bannpoar. ITanuedTd, KoMTO
MoJy4aBaT AHEBHH AO3H NO-BHCOKH OT 45 mg/kg TenecHO Terno, Tpadra aa 6bAaT BHUMATEHO
[IPOCNEASBaHH.

IponbmkapaHeTo Ha JICHEHHETO 32 MAHUHHHU €MMH30OH NMPH OUMOJIAPHO pa3CTPOUCTBO TPAOBa 1a Obje
afanTupaHo HHAMBUAYATHO, KaTO C€ M3II0/13Ba HAll-HUCKATA e(PEKTHBHA 1034.

Heouampuuna nonyaayus
besonacHocTTa M edukacHocTTa Ha KoHBYNeKe 3a Jie4eHHe Ha MaHMITHU €NW30AU NMPH GHIONIPHO

pa3CcTpOHRCTBO He ca OMIIH OLEHsABAHM TP HAUKEHTH o 18 roauHu.
KomOuHupana repanusa

Enunencus

l1pu 3anouBaHe Ha JeueHHe ¢ KOHBYNIEKC cHpoN NpH NMalLUeHTH, KOUTO BEYe NMPOBEXAAT JICUECHHE C
JApYTH aHTHKOHBYJICAHTH, TO3HPOBKATA HA M3NOJI3BaHHA NPeAM MeAHKaMeHT TpsaOBa 6aBHO Aa ce
HaMasngBa. 3anoyBaHeTo Ha tepanusa ¢ KoHBynekc cupon Tpabea Aa ce OChILECTBABA MOCTENEHHO [10
AOCTUraHe Ha HabendsaHara nosa caefl okono 2 ceqmutu. [pu npunaraHe Ha KouBysiexe cuporn B
KOMOHHAUMA ¢ AHTHKOHBYJICAHTH, KOHTO HHAYLIHPAT aKTHBHOCTTA HA YEPHOAPOOHHTE EH3HUMH, Harmp.
peHuTONH, PeHobapOuTa WK KapbaMasenuH, MOXKe a ce HAJIOXKK [TOBHILIABAHE HA [103aTa € 5 110
10 mg/kg/nen.

Crien npeycTaHOBABAaHE HA NpHEMa HA UHOYKTOPH Ha HEPHOAPOOHHUTE €H3UMH € Bb3MOKHO Ja ce
[MOCTUTHE aJleKBaTeH KOHTPOJ/I Ha MPHINAbLUMTE MPH U3NON3BaHe Ha N0-HUCKH 103H KOHBYIEKe CHpOIL.
IIpu eqHOBpeMeHHO Mpunarane Ha 6apbuTypaTu U npu HabmoAaBaHe HAa NPOABU Ha CEAMPAHE
(ocobeHo npu aeua), Tpadbpa ga ce HaManu ao3aTta Ha GapOuTyparuTe.

ManniinH enu30aH NpA GHNOJISAPHO Pa3cTPOiHCTBO

Buw3pacmnu

[IHeBHaTa 1033 TpAOBa Aa 6bAe yCTAaHOBEHA M KOHTPOJIMpaHa HHAHBHAYAIHO OT JIEKyBalLMs JieKap.
[IpenopbynTeHaTa HayanHa HeBHA A03a € 750 mg. OcBeH TOBa, B KIIMHMYHM W3NUTBAaHUSA HAYa/HA
no3a ot 20 mg Bannpoart/kg TeaecHO Terao CbUlo AOKa3Ba MPUeMIHB podui Ha 6e30MacHoCT.
PopmuTe ¢ yab/pkeHO ocBoOokgaBaHe Morar Ja ObJaT NpWiaraHu eMH ITbT, WK ABA ITH JAHEBHO.
Jlozara TpaGBa na OBle yBeTHYEHA KOJIKOTO € Bh3MOXKHO NMO-0BP30, 3a [a ¢€ NMOCTHrHe Hail-HHCKATa
TEpPaneBTHYHA 033, KOATO BOJIH JO JKEJaHHA KIHHUUYEH edexT. /lHeBHaTa no3a Tpabea na 6bac
ajanrvpaHa CrpaMo KIHHHYHHA OTIOBOp, 34 Ja c€ onpelesiu Hall-HucKaTa eeKTHBHA 1034 3a
WHAWBUIYATHUA MAlIUEHT.

CpenaHara aHeBHa no3a 0OMKHOBeHO Bapupa mexcay 1 000 u 2 000 mg sanmnpoar. [auueHTH, KOMTO
TOJTy4YaBaT AHEBHU JO3H NMO-BHCOKH OT 45 mg/kg TeecHO Tero, Tpabra Aa 6baaT BHUMATENHO
MpoCaeIABaHHU.

IIpoab/pkaBaHeTo Ha JIEUEHHETO 32 MaHHUIHH €NU304 NpU OUNONAPHO PascTpoicTBO TPAbRa na Gbae
ajanTHpaHO WHIMBHIYAJIHO, KATO C€ H3M0A3Ba Hali-HUCKaTa e(DeKTHBHA J034.

Hecuampuuna nonyrayus
bezonacnoctTa U eukachocTTa Ha KoHBYNeke 3a jeueHne Ha MaHUIIHHU €TH300H1 IPH 6
pasCTpOHCTBO He ca OMIIH OlLICHSBAHH NPH NMalMeHTH 1o 18 roguHu.

HauuH Ha NpUIOKEHHE
IlepopanHe npunoxexnue




KoHuByekce cupor € 3a opanHa ynotpeba U TpaGBa Ja ce npuema 110 BpeMe WK ¢l XpaHeHe. 3a
TOYHO AO3HpPaHe, B KAPTOHEHATA OMAaKOBKA € NOCTABCHA IpadyHpaHa A03aTopa CIpPHHLOBKA.

4.3

IporuBonoKasanus

CBpBXUYYBCTBUTEJTHOCT KbM aKTHBHOTO BELLECTBO UJIM KBM HAKOE OT IIOMOLIHHUTE BELeCTBa,
H30poeHu B To4Ka 6.1

AKTHBHO 4epHOApoOHO 3abonasane

AHaMHECTHYHH JIaHHH 3a TEXKKO YBpeXkIaHe Ha QYHKUHATA Ha YEPHHUA APOO, 0COOEHO BB
BPB3Ka ¢ [IPUEM Ha JIEKAPCTBEHHU MPOIYKTH

YepHoapobua nopdupus

[latpeHTH ¢ MUTOXOHAPHAITHA HapYIICHUS, MPUYHHEHH OT MyTalUUH B AAPEHHA F€H, KOOWpaLl
MHTOXOHApPHANIHAA eH3uM nonuMepasa y (POLG), Hanp. cuHapoM Ha Alpers-Huttenlocher,
KaKTO H MpPH ACLA NoA 2 rOAMIIHA Bb3PacT, 38 KOUTO Ce CMATA, Y€ UMAT HapylleHHE, CBBP3aHO C
POLG rena (Bwk Touka 4.4)

[TauyieHTH ¢ M3BECTHHU HAPYLUEHHA B YPEHHHUSA LUKBI (BXK. TOUka 4.4)

JleyeHHe HA eNIHAENICUA

[To BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HAMa NOAXOAAWIO ANTEPHATUBHO NeHeHUe (BUK TOHKA
4.4 u4.6).

[Ipu sxeHU ¢ NeTepOAEH MOTEHLUAN, OCBEH KOraTo ¢a U3MbJIHEHH YCNIOBUATA HA NporpamMara 3a
nperna3paHe oT OpeMeHHOCT (Brx TOUKa 4.4 U 4.6).

JIleyeHue Ha OUNONAPHO Pa3CTPOUCTRO

1o Bpeme Ha OpemeHHOCT (BHAK TOUKA 4.4 1 4.6).
[IpH >KeHH ¢ AeTEPOJAEH NOTEHUMAI, OCBEH KOraTo ¢a M3MbJIHEHH YCNOBHATA Ha NporpaMara 3a
npenna3eaHe oT OpeMeHHOCT (B Touka 4.4 1 4.6).

4.4 CoeunaiHRg npeaynpe:xJeHHs H NpeANa3HH MepPKH NpH ynorpeda




IIporpama 3a npeanassaHe 0T OpeMeHHOCT

Bannpoar ©Ma BUCOK T€paTOreHeH NMOTEHLMAJ U NP [eLara, U3JI0KEHHU Ha BaJINpoar 1n utero, iMa
BHCOK PHCK OT BpOJeHH MaipOpMallMK U HApYILIEHHS B Pa3BUTHETO Ha HEPBHATA CUCTEMA (BX.

To4Ka 4.6).
KoHBYJIEKC XpOHO € MPOTHUBOIIOKA3aH B CJIEAHHUTE CITy4aH:

JleyeHue Ha enuJIerncus
i [To Bpeme Ha OpeMEHHOCT, OCBEH KOraTo HAMa MOAXOAALIO AJITEPHATHBHO JIEYEHUE (BHXK TOYKA

4.3 u4.6).
- [Ipu >keHH ¢ AeTepOAEH MOTEHILMa, OCBEH KOTraTo ca M3ITbJIHEHW yCJIOBUATA Ha Iporpamara 3a

npeanaspaHe oT OpeMeHHOCT (B To4ka 4.3 u 4.6).

JleyeHne Ha OMMOJIAPHO Pa3CTPOMUCTRBO
. [To BpeMe Ha OpeMeHHOCT (BWxK To4ka 4.3 1 4.6).
- [Tpu >xeHH ¢ IeTEPOAEH MOTEeHLIMaJl, OCBEH KOraTo ¢a U3IbJIHEHHU YCIIOBUATA Ha Mporpamara 3a

npeana3BaHe oT OpeMeHHOCT (BHxkK Touka 4.3 1 4.6).

Yc1oBHs Ha mporpaMara 3a npearna3BaHe oT OpeMEHHOCT:

[IpennucBalusaT Jiekap TpsOBa na rapaHTHUpa, Ye:

- MHJMBHIYAJTHUTE OOCTOATENCTBA Ca 3aIb/DKMTEIHO OLIEHABAHU BB BCEKH OT/IEJIEH ClIy4a,
KaTo NMauueHTKara TpsadBa 1a Obae BKIKOUEHA B JUCKYCHATA, 3a J1a C€ OCUTYPH aHIaXXKHPaHOCTTA
H, 1a ce 00CHAAT TepaneBTHYHUTE Bb3MOXXHOCTH M J1a C€ rapaHTHpa HEHHOTO pa3OupaHe Ha
PUCKOBETE H HEOOXOUMHUTE MEPKH 3a CBEKJaHE HA PUCKOBETE 10 MUHHMYM.

- NMOTEHLIMAI'BT 3a HACTBIIBaHEe HA OPEeMEHHOCT € OLEHEH MPH BCHYKH MALIMEHTKH OT )KEHCKHM MOJI.

- MalMeHTKaTa € pa3Opaja U MOTBbPAUJIA, Ye OCh3HABA PUCKOBETE OT BPOAEHH MaihOopMallii U
HapyLIEeHUs B Pa3BUTHETO HAa HEPBHATa CUCTEMA, BKJIIOYMTEJIHO CTENEHTa Ha Te3H PUCKOBE 3a
AeLara, ¢ €eKCIo3MuMs 1n utero Ha BajIpoar.

- MaluMeHTKaTa pazdupa HeOOXOAUMOCTTA OT MPOBEXKIAAHE HA TECT 32 OPEMEHHOCT Npeau
3aMI0YBAHE HA JICYEHUETO M MO BPEME Ha JICYEHHETO, KAKTO € HeOOXOAUMO.

- MAaUMEHTKATa € KOHCYJITHpPaHa 0 OTHOLIEHHWE Ha KOHTPALENLMATA U € B CbCTOSHHUE /1a Ce
cboOpa3u ¢ He0OOXOAMMOCTTA OT M3MOJI3BaHe Ha e()eKTHBHA KOHTpauLenuusa*, 6e3 npekbcBaHe
M0 BPEME Ha LIEJIUS NIePUO Ha JIeYeHUe C BaJIIpoar.

- nalMeHTKara pa3orupa HEOOX0AMMOCTTa OT pedOBeH (MOHE BEIHBXK M'OAMILHO) Mperje/a Ha
JIEYEHUETO OT CIELIMAJIUCT C OIMMUT B JICYEHUETO Ha CMMJIENICHSA, OUMONSAPHO Pa3CTPONCTRBO.

- nalMeHTKaTa pa3oupa HeoOX0AMMOCTTa /1a C€ KOHCYJITHPA ChC CBOA JieKap BeJHara oM
[U1aHupa OPEMEHHOCT, 3a /1a C€ OCMI'YPH CBOEBPEMEHHO O0CHXIaHE U NMPEMHHABAHE KbM
aJITEpHaTUBHH BB3MOXKHOCTH 3a JIEUEHHE MPeIH 3aUeBaHe U NMpeaH Ja ce NMpeKpaTH
KOHTpAaLIETLUITA.

- MaLMeHTKaTa pa3oupa HeOOXOAMMOCTTA OT CIEelIHA KOHCYJITALMA ChC CBOA JIEKap B CIy4yail Ha
OpEeMEeHHOCT.

. NMalMeHTKaTa € nojay4uudsia PBKOBOJICTBOTO 3a NallMeHTAa.

- MalMeHTKaTa MOTBBPXKAaBa, ye € pazOpaja puCKOBETE U HEOOXOAUMHTE NpeAra3sHi MEPKH,
CBbpP3aHH ¢ ynorpebdara Ha Bannpoat (['oauiueH popmynsap 3a NOTBBPKAEHHE OCH3HABAHETO HA
PUCKA).

Te3u ycnoBus ce OTHACAT M 3a XKE€HH, KOMTO MOHACTOALIEM HE ca CEKCYATTHO aKTUBHH, OCBEH KOraTo
MPEANMCBALIMAT JIEKap CMATA, Y€ ChLUECTBYBAT YOEAUTETHH IPUYMHH J1a Ce MOCOYH, Y€ HAMA PHUCK
OT HACThbIIBaHE Ha OPEMEHHOCT.

Qega OT KCHCKH [10J1

- [IpennmucBaiumTe nekapu TpsadBa ga ca CUTypHH, Y€ pOOUTEIUTE/TIONaraiuMTe
KEHCKH I10J1 pa3OupaT HeoOXOAMMOCTTA J1a C€ CBBPXKAT ChC CINELIMAIUCT BE
JAETETO OT KEHCKHM 110J1, KOETO MPUeMa BaJInmpoar, MoJIy4yd MeHapXxe.



- [IpeanucBaluAT 1ekap TpsaOBa J1a rapaHTUpa, Y€ POAMTEIMTE/NoJaralliiTe FPUIKHM 3a Jela ot
KEHCKH I10J1, KOUTO ca IMOJy4YHUJIH MEHapXe, ca MoTy4YrId noapodHa uHGopmMallus 3a pUCKOBETE
OT BpOJIEHH MaJihOpMalIMKi U H30CTaBaHE B Pa3BUTHETO HAa HEPBHATA CUCTEMA, BKJIFOUMTEJIHO
CTErNneHTa Ha Te3H PUCKOBE 3a Jellara, ¢ eKCMO3uLMs in utero Ha BaJIrpoar.

. [Ipu manMeHTKH, KOUTO ca MOJYYUJIM MEHApXe, MPEANUCBALLMAT Jiekap TpAOBa Ja npeolieHsBa
€XKEeroJIHO Hy>KJ1aTa OT Tepanus ¢ BaJIpoarT U J1a OOMHUCIIH alTepHAaTUBHU Bb3MOXXHOCTH 3a
Je4yeHHe. AKO BaJmpoar € €AMHCTBEHOTO NMOAXOAALIO0 JeueHue, TpsAadBa 1a ce o0ChaaT
HEOOXOMMOCTTA OT M3MOJI3BaHe Ha e(eKTHBHA KOHTpALIEINLIMs U BCHYKH JIPYTH YCJIOBHS Ha
[Iporpamara 3a npeanassaHe ot OpemMeHHOCT. CrielHaIMCTBT TPAOBA /1a MOJ0XKH BCHYKH
YCHJIMA OETETO OT XKEHCKH MMOJI J1a MPEMHHE Ha aJITePHAaTUBHO JIEYEHHE, TIPEJIM a € HaBbPILIMUIIO

[TBJIHOJICTHC.

TecT 3a OpeMEeHHOCT
[Ipeau Ha4yanoOTO Ha JIEYEHUETO C Basmpoat TpsadBa aa ce uskiroun OpemeHHocT. He TpaOBa na ce

3a104Ba JICYEHUE C BAJINPOAT MPH KEHHU C JeTepOAEH MOTEHLMa 0€3 OTpULIaTeNIeH pe3yJsITaT OT TeCT
32 OpeMEHHOCT (KPbBEH TECT 3a OPEMEHHOCT), MOTBLPAEH OT JIEKap, 3a [1a C€ U3KIIOYH HeXKeJlaHaTa

ynotpeda 1o BpeMe Ha OpeMEeHHOCT.

KonTpauenuus

JXenure ¢ neTepoeH NOTEHLMAJ, Ha KOMTO € NMpeAnucaH Bajrpoar, TpsabBa aa u3noa3Bar
e(peKTUBHA KOHTpaLenuus 6e3 npekbcBaHe Mnpe3 Lejiud Nepuo/l Ha jiedeHue ¢ Basinpoat. Ha Te3u
[MAUMEHTKH TpAOBa Aa Oblie npeaocTaBeHa u3depnaresiHa HHpopMauus OTHOCHO MPEANna3BaHeTO OT
OpeMeHHOCT ¥ TpsibBa na ObAAT HACOYEHH 3a ChbBET OTHOCHO KOHTpALIEINLIMs, aKO He M3I0I3BaT
e(peKTHBHA TakaBa. | psA0Ba fa ce U3noJi3Ba Hail-MaJIKo €IMH €(PEKTHBEH METO 3a KOHTpaLleni1s
(3a mpearoYuTaHe He3aBUCUMA OT noTpedburens ¢popma, KaTo HaNpUMep BbTPEMATOUYHA CITHpaJia
WJIM UMIUIAHTAT), WJIH IBE€ JOMBJIBALUH c€ (JOPMH Ha KOHTpALIENLKA, BKIIOYHTETHO OapuepeH
meToa. MHauBHayalHUTE OOCTOATENICTBA TPAOBA /1a C€ OLIEHABAT MPH BCEKH OTAEJIEH CJIy4aii,
KOraTo ce u30Mpa METO Ha KOHTpaLIEILMs, KaTO NMallMeHTKaTa TpaOBa J1a ce BKJIIOYH B
00CBHXKIAHETO, 3a /1a C€ rapaHTUpa HEMHATa aHrXUPAHOCT M CIa3BaHETO Ha H30paHHUTE MEPKH.
Jaxe na uMa aMeHopes, T4 TpsOBa Aa crna3Ba BCHUKH ChBETH 3a e()eKTUBHA KOHTPALIEILIHS.

CpeacTBa cbaAbPXALIH ECTPOreH

EnHoBpemeHHaTa ynoTpeda cbC CpeACTBa ChABbPXKALIM €CTPOreH, BKIIOYUTEIHO ChIAbPKALIUTE
€CTPOreH XOPMOHAJIHH KOHTpaLEeNTHBH, OU MOIJIO J1a JOBEAE 10 HaMallsiBaHe Ha e()UKAaCHOCTTa Ha
Basmpoar (BxK. To4ka 4.5). [Ipeanucsaiiure nekapu TpsOBa na npocieasBaT KIIMHHYHHA OTTOBOP
(KOHTPOJI Ha MPUIIAIBLIMTE) MPH 3alO4YBaHe WIH NPEKpaTIBaHE Ha JIEYEHHETO ChC CPEICTBA
ChABPIKALIH €CTPOreH.

[‘oamilieH 1nperne Ha JISYEHHETO OT MEAMLIMHCKH CIIELIHAJIUCT

CrneuranucTsT TpAOBa MOHE BEAHBXK I'OJUIIHO J1a NMpeLeHsBa AajIk BaJIpoar € Hail MoAXO0AALLO0TO
JIeYeHHe 3a nauMeHTkara. CneuyanuctsT TpaOBa Aa o6cbau [Noaumuus popMynsp 3a
MOTBBPKJACHHE OCh3HABAHETO HA PUCKA MPH 3allO4YBaHE Ha JICYEHUETO W MPH BCEKH MOQHUILEH
nperJyie/l, ¥ Aa rapaHTHpa, 4e rnauMeHTsT € pa3dpain CbaAbp)KaHHETO MY.

[InaHupaHe Ha OpeMEeHHOCTTA
3a MoKa3aHHETO EMHUJIETICHS, aKO JKEHaTa IUlaHMpa J1a 3abpemMeHee, TepanusaTa ¢ BaJnpoar Tpabsa Ja
C€ MPEOLCHH OT CMNELIMATTUCT C OINMT B JICYEHUETO HA EIMUJIETNICHUSA U J1a C€ OOMMCIIAT aJITEpHATHBHH
Bb3MOXKHOCTH 3a JieueHHe. TpsOBa na ce rono)kar BCHYKHM YCHIIMA, 3a [a C€ TIPEMHHE Ha
MOAXOAALLO aITePHAaTHBHO JIEYEHHE MPEIH 3a4€BaHe U MPEaU NpeKpaTIBaHe Ha KOHTpALIEILMATA.
AKO CMsHaTa Ha JIECYEHHUETO HE € Bb3MOJKHA, )KeHaTa TpaOBa Ja MoJy4d J0ITbJIHHUTEHA
KOHCYJITaLIMsl OTHOCHO PUCKOBETE C BAJINPOAT 3a HEPOAEHOTO AETE B MOAKpena Ha HHGOpMUpaHe
H B3€MaHe Ha peLIEHHE OTHOCHO CEMEHHOTO IJIAaHUpPAHE.

3a nokazaHHeTO OMIIOJIAPHO pa3CTPOMCTBO, aKO JKeHaTa TUTaHMpa Aa 3abpemeHee,
[MPOBEE KOHCYTALUs CBC CIELIMAIMCT C OIUT B JIEYEHUETO Ha OUIONIAPHO pa3cTpaf
JICYCHHETO C BaJIIIpOaT TpsOBa [a Ce NMPeyCTaHOBH, H aKO € HeOOXOHUMO J1a ce Tpe



AJITCPHATHBHO JICHCHHUC TIPCAH 3a4CBAHC H MIPEOH MNPECKpATABAHC HA KOHTPALCIILMATA.

B ciyuai Ha OpeMeHHOoCT
AKO XeHa, KOATO c€ JIEKyBa ¢ BaJllpoar, 3abpemeHee, T4 TpaOBa He3ab0aBHO 1a c€ HACOYH KbM

CIELIHAJIMCT, 3a J1a C€ MPEOLIEHH JICYEHUETO C BAJIINPOAT H Aa ce 0OCHAAT aITEpHAaTHBHH
BB3MOXXHOCTH. BCHUKH MaLlMEHTKH C €KCIIO3MLIMS Ha BAJIIIPOAT IO BpeMe Ha OpPEMEHHOCT U TEXHHUTE
MapTHHOPH TpsAOBa Ja ObIaT HACOUEHH KbM CMELIMAIIMCT 3a OLIEHKA U KOHCYJITHPaHE
(crieuMaiM3MpaH NpeHaTajeH MOHUTOPHHT ) OTHOCHO €KCIIOHUpaHaTa OpeMeHHOCT (BHXK To4Ka 4.6).

dapmaneBTHT TpsAOBA a rapaHTHPA, Ye

- [IPH BCAKO OTITYCKAHE Ha BAJINIPOAaT € Npe€aoCTaB€HA KapTa Ha Nallku€HTa U NAaLHECHTKUTE

pa30upaTr HEHHOTO CbhaAbp)KAHKE.
: MallMEHTKHUTE Ca MOCHBETBAHM J1a HE CIIUPAT JICYEHHETO C BAJINpPOAaT U He3a0aBHO Ja Ce CBbpIKaT

CBhC CIELHATIMCT MPH IJIaHUPaHa WJIM 10A03MpaHa OpeMEHHOCT.

OOyuyHTEIHH MaTepPHAJIH

3a J1a ce MOANOMOrHaT MEAULIMHCKUTE CIIeLIMAJIMCTH U NALIMEHTKUTE B IEHCTBUATA Aa ce u3berHe
€KCIO3HLMATA HA BAJIIIPOAT MO BpeMe Ha OpEMEHHOCT, MPUTENKATEJIAT Ha pa3pellieHHETO 3a
ynotpeda € npeaocTaBil 00y4YUTEIHH MaTEpHaIi 3a NMOJACHIBAHE Ha MpeynpexXaeHUITa H
npeaocTaBsHe Ha yYKa3aHUsl OTHOCHO ynotpebaTa Ha BaJpoar MpH KEHHU ¢ NeTEPOAEH MOTEHILIHA U
HH(pOpMaLMs 3a ChAbPXKAHUETO Ha Mporpamara 3a npejna3paHe oT OpeMeHHOCT. Ha BCHUKHM JKeHH ¢
JIETEPOJIEH MOTELMal, KOUTO M3I10JI3BaT BalNpoar, TpsOBa J1a ce npeaocTaBd pPbKOBOJICTBO 3a
NMalMeHTa U KapTa Ha MaleHTa.

TpsabBa na ce u3Mos13Ba rofMieH GopMyJiap 3a NOTBbPXKIEHHE OCh3HABAaHETO HA PUCKA IPH
3ar04YBaHe Ha JICYEHHETO M MO BPEME Ha BCEKH TOJMLIEH MperJiell Ha JJEeYEHHETO ¢ BAINPOAaT OT
CIIeL{HaJIMCTA.

Ynorpeba npy NauMEHTH OT MBXKKH T10J1

PeTpocnekTHBHO 00CEpBAaLIMOHHO MPOYYBaHe MOKa3Ba MOBHINEH PHUCK OT Pa3CTPOMCTBA Ha
HEeBPOJIOrH4YHOTO pa3BuTHE (neurodevelopmental disorders, NDD) npu neua, unuro 6aiu ca
JICKYBaHH C BaJIlIpoaT Mpe3 3-Te Mecela Npeid 3a4€BaHeTO, B CPaBHEHHE C JieLaTa, YUMTO Oalu ca
JIEKYBaHH C JJAMOTPH)KHUH WJIM JIEBeTUpalleTaM (BxK. Touka 4.6).

KaTo npeanasHa mspka, npeanucBallure Jekapu TpsadBa na HHPOPMHPAT NMALMEHTUTE MBXKE 33 TO3M
MOTEHLIMAJIEH PHCK (BXK. TOUYKa 4.6) ¥ 1a 00CHAAT HEOOXOAMMOCTTA OT OOMHUC/ISIHE Ha e(PEKTUBHA
KOHTpaLEIKs, BKIFOYHTEIHO W 3a NMapTHbOpKaTa, 110 BpeMe Ha ynorpebdara Ha BaJimpoar U B
MPOJbJDKEHHUE Ha MOHE 3 Mecela clie]] MPeKpaTaABaHe Ha JiedeHHETO. [TallHeHTHTE OT MBKKH MOJT He
TpsAOBa 1a napsABaT criepMa Io BpeMe Ha JISYUeHHETO M B MPOIb/DKEHHE Ha MOHE 3 MeceLa clie]
[MPEKpaTABAHE HA JICYUEHHUETO.

[TaumeHTHTE OT MBXKKHM 10J1, JIEKYBAaHH C BAJINpPOAT, TPAOBa peIOBHO Jia Ce MPErjiexaaT OT JIeKYBalL|s
A JIeKap, 3a J1a ¢ MpeLEeHH JaJId BAJINpOoaThT OCTaBa HAK-MOAXOAAIIOTO J€YEHHE 3a TAX. 3a NMalHeHTH
OT MBXKKH I10JI, KOMTO [UTaHKUPAT J1a 3a4€HaT jJieTe, TpAOBa 1a ce OOMMCIIAT U [1a ce€ OOCHAAT ¢ TAX
MOAXOASALIM aJITEPHATHBU Ha JIeYeHHETO. BBB BCEKH oTaeneH ciayyaii TpaOBa na ce OLEHST
MHIUBUAYaTHUTE 00CTOsATENCTBA. [IpenoprunTeIHO € Npy HEOOXOAUMOCT /1a Ce MOTBPCH CHBET OT
CNELHAIUCT C OIMT B JICYEHUETO HA EMUJIETICUA UK OUIOJISPHO Pa3CTOMCTBO.

Hanuynu ca oOyunTeIHM MaTepualii 3a MEIMIIMHCKHU CIIELIMAJIMCTH U NALMEeHTHTE MbxKe. Ha .

[TALIUCHTA.

Vepeowcoane na uepnus opo6. Ilpenun 3ano4aHe Ha JiedueHHETO TPAOBa 1a ce HAaNpaB
H3CJieIBaHE Ha Y€PHOAPOOHHTE MOKa3aTell, KOETO Aa Ce MOBTaps NepHOJUYHO Ha 6



nauMeHTH TpAOBa Aa ObAAT BHUMATENHO KITMHMYHO Habmonaeanu (Bx.. cpluo 4.8 Hexenanu
JIEKApCTBCHHU peaKiiiH)

YepHoapobHUTE PYHKIIMOHAHHN TecTOBE TpAOBA Aa BKJIIOYBAT K3cacABaHE Ha MPOTPOMOHUHOBO
BpeMe, TpaHCaMHUHa3H WHIHY OWnHpyOHuH Wi GuOpUH aerpalallMoHHH NpOoAYKTH. B Havanoro e
Bb3MOXHO NOBULIABAHE HA TpaHCAMHHAa3UTe; OOMKHOBEHO TO € NMPEXOAHO U Ce NOBAMABA HA
HAMAJIABAHETO HA JO3HPOBKATA.

[Tpy naumeHTUTE ¢ OMOXUMHYHHU OTKJIOHEHUs TpAOBa Aa 6bae U3BBPLISHA MOBTOPHA KITHHUYHA
NMpELUCHKA A U3CIISABAHE HA NMOKA3aTeNINTE Ha YepHoApoOHaTa GyHKUMSA ( BKIIOYHTEIHO
MpOTPOMOHHOBO BpeMe) TpaOBa a ce MOHUTOPHpAT A0 TAXHOTO HOpMaIM3UpaHe. Bonipeku ToBa,
MaTOJOTMYHO NOBUILEHOTO NPOTPOMOUHOBO BpeMe, 0COOCHO NPHIPYKEHO ¢ MATONOTHMHH CTOMHOCTH
Ha APYrY ChOTBETHH TECTOBE, U3WCKBa CITUPAHE HA JICYEHHUETO.

[Ipu naiueHTH, py KOUTO B TEpaneBTHYHATA CXeMa € BKJIIOUEHA BANPOEeBa KUCEIHHA € oTOeNA3aHo
HapyLieHHe Ha YepHOApoOHaTa PYHKLUM, BKIIIOUYHTENHO YepHOAPOOHA HEAOCTATBUHOCT ¢ daTalcH
nsxoa. Haii-uecTo U3/105keHM Ha pHCK ca aeuara, 0coOeHO 11oa 3 rogyiuHa Be3pacT W TE3W C BPOJAEHH
MeTaOOIMTHH KU JereHepaTHBHHU 3a00JI9BaHKsA, OPraHHYHO MO3BUYHO 3a004ABaHE WM TEXKKH
NPHNAABLM CBBP3aHU ¢ YMCTBEHO H30CTaBaHe, [I0BEYETO OT TE3U MHUMIECHTH BL3HUKBAT Npe3
MbPBUTE 6 Mecela OT 3aMI0YBaHE HA JICUEHUETO, MPSABMHO MKy 2-Ta U 12-Ta ceaMuLa U
OOMKHOBEHO IMPU U3IOJI3BaHE HA AHTHKOHBYJICAHTHA noauTtepanui. [Ipu tasu rpyna nauMeHTu Tpabaa
Aa ce MpeanoyMTa MOHOTEpanuaITa.

B HayanHuTe cTaaMH Ha YepHOAPOOHA HEIOCTATHLYHOCT, KIMHWYHHUTE MOKA3aTeIM MMAT MO-TOIAMAa
CTOHHOCT OT J1ab0opaTOPHHUTE H3C/ICABAHUSA 33 MMOCTABAHE Ha MPaBWIHA AMATHO3A. 1€XKOTO WIH
¢daranno YepHOOpoOHO 3ab0NABaAHE MOXKE [a Ce NMPEIIeCTBa OT HeCNeUUPUUHH NMPOoABH, OOHKHOBEHO
C BHE3aMHO HA4yaJslo, KaTo 3aryba Ha KOHTPOJI BbPXY MPUIAABLLHWTE, HEPa3MOIOXKEHHE, OTNANHAIOCT,
neTaprus, oToK, 0e3aneTuTHe, NOBpbIiaHe, KOpeMHH O0IKH, CHbHJIMBOCT, KBJITEHHLA. ToBa ca
NOKa3zaHUA 3a He3abaBHO MPEyCTAHOBABAHE HA NMPHeMa Ha IeKapCTBeHUs npoaykT. [lauMeHTrTe
TpaOBa na ObaaT npeaynpeacHU He3abaBHO Aa YBEAOMAT JIEKYBALIUs JEKAp 3a [TOsABa Ha NoA0OHM
MPOSABH C OTVIE/] MPOBEXKAAHE HA U3CNeNBaHUA. Bee olue He € HAMbIHO ACHO KOH H3C/IeBaHUg UMAT
NPOrHOCTHYHO 3HAY€HUE, HO BEPOATHO NO-TOJIAMO 3HAYEHHE UMAT HAKOU TECTOBE CBBLP3aHH C
OenTbuHaTa CUHTE3a, HANP. NNPOTPOMOHHOBO BpEME.

[Ipy nauMeHTH ¢ HapyLueHa YepHoapoOHa PyHKUHM, TpAaOBa HezabaBHO Aa ce MPeyCTaHOBH
€JHOBPEMEHHHUS NIPUEM HA CAIMLIMNIATH, NTOpaaH eJHAKBUTE MBTHLIA Ha MeTabOJIH3BM, KOETO
[MOBHILIABA PUCKA OT YepHOOpOoOHA HEAOCTATHYHOCT.

Xemamonozuynu: 11penn sanouysaHe Ha eYeHHE, KAKTO M NIPEY ONEPATHRHA HHTEPBEHLINA, TPAOBa na
Ce MpoBeJaT aJeKBATHH KPBBHH H3cieABaHus (OpoH Ha KPLBHUTE €IEMEHTH, BpEME Ha KbPBEHE H
KOaryjlalHOHHH TECTOBE), C OTNIEA OTIPEACAsAHE HA €BEHTYANICH PHCK OT M049Ba Ha YCJIOXKHEHHA, KaTo
KbpBeHe (BXK. ¢hLIO 4.8 Hexxenanu nekapcreenu peakiium ). [lalilmeHTHTE ¢ aHAMHECTHYHM JaHHM 32
YBpPEXJaHe Ha KOCTHHUA MO3BK TpAOBa Na ObJaT BHHMATENHO Habm0JaBaHHu.

Ianxpeamuunu: OrOEnA3aHU ca MHOTO PEAKH CIIyHaH HA TEXKBbK MAHKPEaTHTH, KOHWTO € BE3MOXHO 14
Obae ¢ pataneH u3xon. PUCKBT oT ¢aTaneH U3Xo[ € No-ro/sM NpH MAJIKU Aelia H HAMaIsiBa C
MOBHIIABAHE HA BLE3PAcTTa. BB3MOXKHO € TEXKUTE (OPMH HA NPUNAaIbUH WIH TEXKOTO HEBPOJIOTHUHO
yBpexaaHe B KOMOMHaLIMR ¢ aHTHKOHBYJICHBHATA Tepanus Aa 6bAaT pUCKOBH (DAKTOPH 32 TEXKBK
NaHKpeaTHT. PUCKBT OT QaTajleH U3XOA ce MOBHILABA MPH Bb3HHKBAHE HA YepHOApoOHa
HEAOCTATRYHOCT 3a€AHO ¢ NnaHkpeaTHT. IlaunentuTe Tpadpa na 6baaT npemynpeneHd HezabasHo na ce
KOHCYJITHPAT ¢ JICKYBalllWA JieKap MPH 101Ba HA CUMIITOMH CYCNEKTHH 3a NaHKPeaTHT (HaMp. KOPEMHH
OONKH, rageHe, noBpsiiane). [1py nogobHU naumeHTH € HeoOXoaHMMa BHUMATE/IHA KIMHAYHA
NpeLeHKa (BKIIIOUHTENIHO ONpeaesHE Ha CEpYMHATa aMKJiaza); MPH YCTAHOBABAHE HA NMaHKpPEaTHT
Tpa0Ba 1a ce NPEeyCTaHOBU JICHEHHETO ¢ BAJIMpOeBa kKucenuHa. [1pu nalMeHTHTe ¢ aHaMHECTHUHH
JaHHH 33 MaHKPEAaTUT TPAOBA 1a ce NPOBEXKIa BHUMATEHO KJIMHHYHO HabMoaeHHe (BXK. ChILIO TOUYKa

4.8). ‘

losuwasane na mesechomo mezno: MHOTO 4eCTO NpH JieU€HHE C BAJIIPOAT CE YBEN
TEerno, KoeTo Ou Morno aa 6bae u3paseHo U nporpecueHo. Ipu 3anousaHe Ha neyeH
TpaOBa na OBAAT NpeAYNIPEACHH 3a aJICKBATHH MEPONPHUATHSA C OrJIe] MHHHMAJIH3HP
NMOBUILIABAHE HA TEIECHOTO TETJIO.



Cucmemen aynyc epumemamosyc. Makap 4 paako, BAINPOAT MOXe Aa NMPeAH3BHKa CHCTEMEH JYTycC
EPUTEMATO3YC WIH A BJIOLIHM CHIECTBYRALY JYITYC EPHTEMATO3YC.

Xunepamonemus. llpu nogozupaHe Ha eH3MMEH AePHUMT HA YpPEHHHS LIMKDBJI, TIpEeIM 3alloyBaHe Ha
J€YEHHETO ¢ BANMPOEBa KUce/HHa TpsaOBea Aa ce nmpopeaaTt noApoOHH M3cieaBaHUsA 33 MeTabOJAUTHH
HapyLICHUA, IIOpaJd PUCKA OT Bb3HMKBAHE HA XUIIEPAMOHEMMSA NpPEeOXH3BHKaHa OT BaJIMpOAT.

Tupeouonu xopmonu. B 3aBUCUMOCT OT IUTA3MEHUTE KOHLCHTPALIMH, BAJINpoaT MOXKe Na H3IMECTH
TUPECOUAHHUTE XOPMOHH OT MACTOTO UM Ha CBBHP3BaHE C IUIa3MEHUTE NMNPOTEUHH U 1A TIOBUIIM TEXHHS
MeTabONMU3BM, KOETO Aa HOBEE A0 NpeanoaaracMa ¢allllivepa JHarHo3a 3a XUIOTHPEOHAH3BM.

Camoybuticmso/cyuyudnu udeu wiu Kiunuyno growasane: Cbo0111aBa ce 3a CYHLHAHU HIIEH €
NnoBeA€HUE NPH NALHEHTH JIEKYBaHH ¢ aHTHEITWICITTUHYHU MEIUKAMEHTH BbB BPBb3Ka ChC CEPHO3HH
nokazanus. [1pu MeTa-aHanM3 Ha paHAOMH3UPAHM, IU1ALEDO-KOHTPOIHPAHH MTPOYYBAHHS C
AaHTHEITWIEITTUYHHM CPEACTBA ChILO € 0THENA3aH0 ¢1ab0 NOBULLABAHE HA PUCKA OT CYHMUHAHH HICH U
NOBEICHHE (BXK. CBIIO TOYKA 3.1). MexaHH3MBT 3a Bb3HHUKBAHE HA TO3H PHUCK He € H3BECTEH, a
HAJIMYHHUTE JaHHU HE U3KIIOUBAT ChLUECTBYBAHETO Ha NIOBUILEH PUCK MO OTHOLIeHHe HA KoHBYNeKc.
[1o Tasu npuunHa, mauMeHTUTe TpsAOBa 1a 6BAAT PEAOBHO MPOCIEAABAHH 32 NPU3HALIKH HA CYHLIUIHH
HAEU U NOBEOECHHE H Ja ce UMa NpeABH NPOBEKIaHE Ha ChOTBETHO JeueHue. [laumeHTure (1
noJjiaraliiTe PHXH 3a MaUMeHTHTe) TpsAOBa na 6bOaT NOCHBETBAHH 1A MOTHPCAT MEAULHHCKH ChBET
NP Bb3HUKBAHE Ha MPU3HALIM 32 CYMLMAHHU UIEH WU NMOBEIECHUE.

Enwiencwi: BHe3anHOTO NpeyCcTaHOBABaHE Ha MMpUEMa Ha BaJIIIPOaT MOXKE Ja [MOBHUILLIH 4eCTOTaTa Ha
[IPUNAOBLHTE.

Kapbanemenosu azenmu: He ce npenoprsyBa eTHOBPEMEHHO NPHIAraHe Ha BaJIMPOEBa
KHCENTHHA/HATPHEB BANNpPOAaT M KapbaneMeHOBH ar¢HTH {Bx. Touka 4.5).

Hayuenmu covc 3axapen ouabem. Topi KaTo BannpoaT ce eNMMHUHHpA NpeaUMHO Tipe3 OB0penuTe,
YAaCTHYHO MOX (POpPMa Ha KETOHOBH Tefa, TOB& MOJKe Aa JoBeae 1o ¢alMBO MOJOKHUTEIHH pE3yITaTH
NP U3CNeBaHe HA YPUHATA MPH MOTEHUHAIHN AMa0eTHIIN.

Heguyum na xaprumun nanmumoun mpancgepaza (CPT) mun I1:
[lauMeHTH ¢ HATMYEH ASQHLIMT HA KAPHUTUH naaMuTowt TpaHcdepasa (CPT) tun II Tpabea xa 6baar
NpeaynpeacHH 3a Mo-rojifiM pyucK oT pabaoMHOMH3a, KOraTo NpHeMar Bajinpoar.

TTayuenmu ¢ uzeecmno wiu NOOVIUPAHO MUMOXOHOPUARHO 3abona6ane.
Bannpoar Moke a NpeM3BHKA WK 1A BJIOIUH KIMHHYHHTE MIPH3HALM Ha MOAJIEXAIHTE
MHTOXOHApPHAIHH 3a00/1sBaHusA, MPHUKHEHHU OT MyTaimu B MUToXoHaApHanHaTa JIHK, kakro u B rexa
B 1aApoTo, koaupail POLG. Ilo-cneunanto, 110-BHCOK MPOLIEHT Ha BannpoaT-iHAyLUMpaHa ocTpa
4epHOAPOOHa HEAOCTATBYHOCT H CBBP3aHa ¢ YepHus Apod CMBPT ce choOL1aBa NPy MalUeHTH ¢
Hac/€ACTBEHH HEBPOMETAD0NMMTHH CHHAPOMH, MPHUHHEHH OT MyTalUKH B FeHa, KOJMpall
MUTOXOHAPHATHUA €H3UM NonuMepasa y (POLG), Hanp. cuHapoM Ha Alpers-Huttenlocher.
Hapyuilenus, cepp3anu ¢ POLG, TpabBa na ce nogo3upar Mpu nauMedTy ¢ GaMiiHa aHaMHeE3a WIN
HacouBallH CHMIITOMH Ha CBBEp3aHO ¢ POLG HapylieHUe, BKIKOYHTETHO, HO HE CaMO HEOOACHHUMA
eHuedanonaThs, peppakrepHa enuiencus (GokatHa, MUOKJIOHHYHA), CTATYC €MIIENTHKYC C
KTMHUYHA [IPOABA, H30CTABaHE B Pa3BUTHETO, IICHXOMOTOPHA perpecus, akCOHaJTHA CEH30MOTOPHA
HEBpONAaTHA, MHONIATUA, LepeOpaliHa aTakcHs, OPTATIMOTUIETHA MITH YCIIOXKHEHA MUTPEHA C aypa B
okuMnuranHata obnact. TectsT 3a POLG MyTanus ce H3BbpIIBa B CHOTBETCTBHE C HACTOALLATA
KJIWHHYHA MPaKTUKa 33 IHArHOCTHYHATA OLEHKA HA TAKKMBA HapyWeHUs (BX. Touka 4.3)

Hughopmayua 3a nayuenmu cvc 3axapen ouabem:
Konsynekc 50 mg/ml, cupon 3a aeua cbabpaa H3KYCTBEHH MOACIAAMTENHN U NO TazM
Aa Ce W3IMOJI3BA OT MALMEHTH CBC 3axapeH Auader. Benpeku ToBa, Tpabea 1a ce B3e
BBINIEXUAPATHOTO chAbpKaHHe oT 0,05 BU (aneTvdHM eAMHULKM) Ha MUJTUJIUTBD CH



KoHBynekc cipon cbAbpKa THKa3vH {pa3TBOp HA MANTHTOA). [lallMeHTH ¢ peaAKH HacneACTBEHH
npo6aeMH Ha HEMOHOCHMMOCT KbM (DPYKTO3a HE TpAOBA J1a MpUEMAT TOBA JIEKAPCTBO.

KoHByfeKC CHpON ChABPXKA METHJ NapaxuaApokcHOeH30aT U nponui napaxuapokcudensoar. Moxe
Ja MPHUYHHH aNepruvHy peakiliy (Bb3MOXKHO € Ia ca OoT 3abaBeH THN).

KoHBynekc cupon csabpxka npubauzurenHo 4 mmol (win 92,4 mg) satpuit Ha no3a. Tosa Tpabea aa
ce MMa MpeABHA NPH Aelia HA AUETA ¢ KOHTPOJIMpaH NPHEM Ha HATPUH.

4.5 BiauMoaeHCTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H ApYrd GpopMH Ha B3auMoJeHcTBHE

Edexmu na eannpoam evpxy opy2u Aekapcmeenu NPooyKmu

- Hesponenmuyu, MAQO unxubumopu, anmudenpecanmu, 6eH300uUq3enuHu

BanmnpoaT Moxe 1a noTeHuMpa edexra Ha ApPYTry MCHXOTPOITHH BELLECTBA, HANP. HEBPOJICIITHLIH,
MAQO HHXHMOUTOpPH, AHTHAECNPECATHH U OCH30QHA3CTIHHMU; MO Ta3H MPUYHHA CE MPENopbYBa
BHMUMATETHO KIIMHUYHO HaOMoAeHHe U IPpH HEOOXOAUMOCT ajanTUpaHe Ha aosara. KoMOuHanusTa ¢
KJIOHa3ernaM MoXe Jia peJu3BHKa abcaHCH.

- Ankoxon
Bannpoar Moxe Aa noTeHUUpa €PEeKTUTE Ha ATKOX0oa.

- Qenobapbuman

BanmnpoaT nopuilaBa cepyMHHTE KOHLEHTpallMK Ha peHobapbuTan (nocpeacTBoM HHXHOHpaHe Ha
yepHOApOOHMA METAOOTH3BM) H € Bb3MOXHO, 0COOEHO NMpH Jela, Bb3HUKBaHe Ha cenauus. 1o Taszu
MPUYHHA Ce NPeropbuBa NOCTOAHHO KIMHHYHO HAOMOAeHHe npe3 IMTbpBHTE 15 AHU Ha
KOMOWHHPAHOTO NeYeHHE W He3abaRHO HaMallgBaHE Ha N03UTe Ha peHOOapOUTan Npy BE3HHKBAHE Ha
cenaums. [Ipu HeobxoauMocT TpadBa na ce onpeaeaT rasMeHuTe HUBa Ha PpeHobapdbuTal.

- Ilpumuoon

Bannpoar nosuilapa rula3sMeHUTe HHBA Ha NPUMHUJIOH € MOCIEABRALI0 000CTpAHE Ha CTPAHHYHHUTE
eeKTH (KaTo ceJaliua); Te3M CUMITTOMH OOMKHOBEHO OT3BYYABAT MPH MPOABIKUTETHO JIeHeHHE.
[IpenopbuBa ¢c€ BHUMATENHO KJAMHUYHO MOHUTOPHpAHE, 0OCOOEHO MpH 3aro4YBaHe Ha KOMOHHHPAHOTO
JIEYEHUE U TUTPHYPAHE Ha J03aTa NPU HEOOXOAUMOCT.

- Denumoun
Bannpoar noH#kasa oOLUMTe [U1a3MEHH KOHLICHTpaLHK Ha (eHUTOHH. Bannpoar cbino Taka

yBeaMuaBa cBo00JHUTE (pakuuu Ha (PEHUTOHH C TIOABA HA €BEHTYAJIHU CHMIITOMM Ha TNPeAO3HpaHe
(Basnpoat u3MecTBAa PEHUTOMH OT MECTaTa Ha CBBP3BAaHE C ILVIa3MEHHTE MPOTEHHH H HaMaJlfaBa
yepHOApOoOHUA My MeTabonuzbm). 1o Tasu npuuKHA ce NpenopbYBa BHHMATEIHO KIHHUYHO
MOHHTOpHpaHe. [Ipy H3cneBaHe Ha ITa3MEHHTE HUBA HAa (PEHUTOMWH, TpAOBA Aa ce ONpeaeAT Npeau
BCHUYKO Te3M Ha cBoboaHara dopmMa.

- Kapbamazenun

Ilpu enHOBpEMEHHO NPUIOKEHUE HA KapOaMa3enuH 1 BAJINpoaT, MMa CbOOILUECHHA 34 NOABa Ha
KAHHHYHa TOKCHYHOCT, ThbH KaTO BAINPOAT MOXE A4 NOTEHUHUPA TOKCHUHUTE edeKTH Ha
kapbamazenuH. [1o Tasu npuunHa ce NpenopeYBa BHUMATENHO KIMHHYHO HabnoaeHne, oco0eHO B
HAYyaJloTO Ha JICYEHHETO; NIPHU HEOOX0OUMOCT TpSOBa Aa Ce peryjupar J03HUTe.

- Slamompuoicun
Banmpoar moxe aa Hamanu MeTaboIH3Ma HA JIAMOTPIDKHH H J1a YABJKH HETOBHS 1101
Ta34 NIpUYHHA, NPH HEOOXoauMOcCT, TpAOBa a ce peryJrpa no3ara (a ce HaManu A
naMOTpHKKH). KoMOHHaLMATa Ha TAMOTPIKHH M BaJMpoaT MOXe Aa MOBHLIW DU
Ha (CEpUO3HU) KOXKHH MPOABH, 0COOEHO MpPH ACLA.

- 3uco8youn



Baanpoart Moxe Ja NOBHUIM IUTa3MEHUTE KOHLUIEHTpaUKMy Ha 3UNOBYIMH, KOETO BOAM O MOBULIEHA
TOKCHYHOCT Ha 3HJIOBYAHH.

- Bumamun K-3asucumu asmuxoazyiaumu u ayemuiCanuyuiosa Kuceaiuna

B13MOXHO € MOBHILIABAHE HA AHTHKOATYJIAHTHHA eQeKT Ha BapdapHH, ApYyrd KyMapHHOBH
AHTUKOATYJIAHTH 1 TPOMOOLIMTHHA aHTHArperaHTeH e)eKT HA ALCTWICATMUMIOBATA KUCEITUHA CIIe]
H3MECTBAHE OT BaJIIPOaT OT MECTaTa Ha CBbpP3BaHE ¢ IUIa3MeHUTE NPoTeHHH. [IporpoMOKMHOROTO
BpeMe TpAOBa Aa C€ CNEAW YECTO IO BPEME Ha JIEYEHUETO C OPATTHHA aHTUKOAryJIaHTH.

- Temozonomuo
EoHOBpeMEHHOTO NpWiaraHe Ha TEMO30JIOMKI H BaNMPOAT MOXe 1a npeau3suka cnabo HamaneHue Ha
KMUPBHCA HA TEMO3OJIOMHA, KOETO HE C€ CUMTA 3a KIIMHHYHO 3HAYMMO.,

- Humoounuxn
EJHOBPEMEHHOTO JICUEHHE ¢ HATPHMER BAINPOAT U HUMOJAMIIMH MOXKe Aa yBenruHn ¢ 5(%

CKCIO3IMUATa C HUHMOAMWIIHH.

Ecbexmu na opyveu arexapcmea evpxy Hampues eainpoam

AHTHENTWIENTTHMHUATE CPEACTBA C €H3UMHO HHAYLMpall edekT (BKI. henumoun, ghenobapbuman,
npuMuOOH, Kapbamaszenun), TOHWKABAT MIa3MEHHTE HUBa Ha Bajpoar. [1o Tazu npuyuHa, npu
NPOBEXJaHE HA KOMOMHMPAHO eveHue Tpa0Ba 1a ce aaanTupar AO3HTE ChoOpa3HO MJIa3MEHHUTE HHBA.

Ot npyra crpaHa, KoMOMHaLMATA Ha BAJINPOAT ¢ gerbamam MOKe 1a MTOBUIIH CepyMHHTE
KOHLIEHTpaLIMK Ha BannpoarT. 110 Ta3u npuunHa TpadOea Aa ce MOHHTOpPHpA AO3NPOBKATA HA BaJIIIpOEBa

KHCEIIMHA.

Kakto megroxun Taka H xa0opoxux OMXa MOTJIH 14 NOHWXKAT fpara Ha rnosea Ha rop4ose. OCBeH ToBa
MeqUIOXHH MOXKE A4 MOHWKHM HHBATAa Ha Baanpoar. [1o Tasu npuyKHHa MOXe [1a ¢€ HAJIOKH ChOTBETHO
peryidpaHe Ha 103aTa Ha BINPOEBa KHUCETHHA.

[lpn eTHOBPEMEHHO MPUNOKEHUE HA BAINIPOEBA KUCEIHHA U d2eHINU C GUCOK AP UHUMEM KbM
CEBP3BAHE C NAAIMEHUME NPOMEUHU (HAND. AYEMUACATUYUN08A KUCETUHT), € BE3MOXKHO TOBHILABAHE
Ha IUTA3MEHMTE HHMBA Ha CBOOOAHA BaJllIpOEBa KMCETHHA.

[Ipy exnOBpeMeHHa ynotpeda ¢ yumemuoun UK epumpoMuyuy, MOXKe J1a ce NOBHLIAT IUIa3MEHHTE
HUBA HA BAJIIPOCBA KHCEIIHHA ( BCIIEACTBHE HaMasleH YepHOAPOOeH MeTaboNH3BM).

[1pu nanmeHTH TpeTHpaHH €AHOBPEMEHHO C BaJINPOEBa KHCENHHA U kapbanenemu, OUN0 oTOEs13aHO
MOHWKaBaHE HA HHBaTa Ha Bajnpoesa KucenuHa ao 60-100% B pamkure Ha nBa aHu. Ilopaau 6Bp3oTo
Ha4aJio M CTEIeHTa Ha HaMaJIABaHEeTo, NIPH NalMeHTH, NPH KOMTO ChCTOAHHETO Bede € CTa0WIIH3HpaHO
C BAJIITPOEBA KACEJIMHA, HE C€ Bb3IPUEMA €IHOBPEMEHHOTO MPHJIaraHe Ha KapOaneHeMH, KOETO
TpsAbBa na ce n3bsArea (Bx. Touka 4.4).

Xorecmupamun MOXe 1a HaMany abcopOLuATa HA BANNpOeBa KHCETHHA.

Cpedcmea cvOvbpacauyu eCmpozen, 8KIIOYUMENTHO CoObPICAUU eCMPO2EN XOPMOHWIHU
Koumpayenmueu

EcTporenuTe ca HHIYKTOpH Ha U3odopmu Ha UDP-rniokypoHo3mn Tpancepasara (UGT),
Y4acTBalllH B I''TIIOKY POHHPAHETO Ha BAJNPOAT H MOTAT Ja YBEJIUYAT KIMPBHCA Ha BAJINPOAT, KOETO A4
JOBeAe N0 HaMaleHa CEpYMHA KOHLIEHTPALIMA HA BAJINPOAT U BB3MOXKHO HaMalNgBaHe Ha —
epuKacHOCTTA Ha BajMpoaTa (BK. Touka 4.4). [la ce obMucan npocieasBade Ha Cepy
BaJI[IpoOAaTa.

Ot apyra cTpaHa, BaJlIpoaT HAMA €H3UM-HHAYLMpaLl edeKT, BCIEJCTBHE HA KOETO
HaMaJIsiBa e(PHKACHOCTTa Ha ECTPOTIPOreCTATUBHHUTE CPEeNCTBA MPH KEHH MPHUEMALI]
KOHTPALCITTUBH.




Memamuzon

EnHOBpeMEHHOTO NPHJIOKEHHE Ha BaJMPOaT C METAMM30J1, KOUTO € MHOYKTOP Ha JIEKapCTBO-
MeTabonu3vpauivd €H3uMHU, BKITIOUHTENHO CYP2B6 n CYP3A4, Moxe 1a AoBEe 10 HaMasigBaHe Ha
NasMeHWTe KOHUEHTPALUHUH Ha Bajinpoar, ¢ NOTCHUWAJIHO HaMalsBaHe Ha KIMHWYHATA €(HKACHOCT.
[Topaau ToBa ce npenopb4Ba MOBALICHO BHUMAHUE ITPH €AHOBPEMEHHO NMPUNOKEHHE HA METAMH3ON H
Ba/INpPOaT; KTMHUYHUAT OTTOBOP H/WIH HUBATA Ha JIEKapcTBaTa TpaOBa na ce NpocaeasBar 1o

NMIoAXOIA1I] HAYHH.

pyau 6z2aumodeucmeun

Hpenop*bqﬂa CC BHUMATCIIHO UATKMI3BAHC Ha BAIIPOCBA KHCCIIMHA B KOMﬁHHﬂHHH Mmo-HOBH
aHTHCITHUNECTITHLH MOpadd HCAOCTATBEYHO MIPOYYBAHE HAd TAXHATA (bapMal{O,HHHaMHKH.

4.6 PDepTHIANTET, OPEeMEHHOCT H KbpPMeHe

BpEMEHHOCT HGKEHH C JeTEPOACH ITOTCHIHAJ

JleyeHHe HA enuiierncus

. BﬂJ’Il’IpD&T € NIPOTHBOITIOKA3dH I10 BpEME€ Ha 6PCMEHHDCT, OCBEH KOrarQo HaMa rnoaxomsimnio
AJITCPHATHBHO JICUCHHC
* BBJ'II'IPOE[T € NNPOTHBOINOKA3aH IIPH KCHH C ACTEPOACH NNOTCHLIHAJL, OCBCH KOIraTO Ca N3IIBJIHCHH

YCAOBHATA HA MPOrpaMara 3a npeana3BaHe 0T OpeMEeHHOCT (BHXK Tovuka 4.3 u 4.4)

JledeHue Ha OUNONAPHO PA3CTPOHCTBO

. Bannpoat € NpoTHBOMNOKa3aH no BpeMe Ha OPEMEHHOCT

. Bannpoar € npoTHBONOKa3aH NPH >KEHHU C JETEPOAEH MMOTEHLKAN, OCBEH KOTaTO Ca U3ITLIHEHH
 YCJIOBHMSATA HA Mporpamara 3a npeanassaHe oT OpeMEHHOCT (BHxk To4ka 4.3 n 4.4)

Tepamocennocm u eghexmu 8bpxy pazeumuemo om in utero excno3uyus

Puckose, c6bp3anu ¢ eKCROIUYUS Ha 8AINPOAm no epeme Ha bpeMeHHocm

[Ipu xeHuTe, KAKTO MOHOTEPANHATA, TaKa U MTOJIMTEPAIUATA C BANIIIPOAT ca CBbP3aHH ¢ aGHOPMEH
M3X0/J Ha OpeMeHHOCTTa. HamHYHMTE JaHHW MOKa3BaT, Y€ aHTUETIWIENITHYHATA ITOJIHTEPalH,
BKJIIOYBAILA BA/INPOAT, € CBbp3aHa ¢ MO-BUCOK PUCK OT BpPOAEHH Mal(OpMalHH B CPABHEHHE C
MOHOTEpAInus ¢ BAJIPOAT.

IlokazaHo e, ue BannpoaT NpeMHHaBa IUlalleHTapHaTa 0apuepa KakTo NPH KUBOTHHCKY BHAOBE, TaKa

H NpH xopa (BXK. ToYKa 5.2).
[IpH )KHBOTHH: YCTAHOBEHH Ca TEPATOT€HHHU €(PEKTHU NPU MUILKH, TUTbXOBE W 3aiiLM (BK. TOUKa 5.3).

Bpooenu manghopmayuu 6 pesyamam na excnozuyus in utero

JaHHHTE, MOJy4eHH OT METa-aHaJIN3 (BKITIIOYEHH PETMCTPU W KOXOPTHH NPOYUBaHU) ITOKa3BaT, 4e
10,73% ot neuara Ha )XeHH ¢ eMWIENcH, EKCNIOHUPAHH Ha MOHOTEPANKA ¢ BAJINPOAT 10 BpEME Ha
OpeMeHHOCTTa cTpaaar oT BpoaeHU mandopmarmu (95% CI: 8.16 -13.29). Toea npeacrarasgBa no-
BMCOK PHCK OT TEXKH MaJi(pOpMAaLMH OTKOJKOTO B 001IaTa rnonyiauus, pH KOATO PHCKET € OKOJIO 2-
3%. PUCK®T € 10303aBHCHM, HO MParoBaTa J103a, Mo KOATO HE ChLIECTBYBA PHCK, HE MOXKE [1a Ce
OMpeacu.

HanuuHuTe NaHHM NOKa3BaT HAPACTBAHE HA CIy4auTe Ha MAJIKH M TEXKU Manidopmarmy. Haii-
YECTHTE C/Tyuad Ha MangopMauMK BKITIOYBAT JetheKTH Ha HEBpalHaTta TpbOa, JIMUEB JHCMOPDH3BM,
3a€llKa YCTHA U BbJI4a [1acT, KpaHHOCTEHO34a, ChpACYHH, ObOpeUHH W YpOreHHTAIHH Ae(eKTH, U
NedeKTH Ha KpalHULIMTE (BKIIIOYHTENHO ABYCTPAHHA aIjIa3us Ha JTbYeBaTa KOCT), U MHO
aHOMAJIHH Ha pa3IMYHHA CUCTEMH B YOBCIIKHA OPraHHU3bM.

[n utero eKCro3MLKs HA BAJIIIPOAT MOKE [1a IOBEAE 0 YBPEXAaHe HA CIyXa MM 171
Ha MaJ(opMaUUH Ha YIIWTE W/HIH Hoca (BTOPHYEH e(eKT) W/HWINA B PE3Y/ITAT HA U
TOKCHYHOCT BbPXY CAYXOBHA anapaT. ima ciyyau, onucBallld KakTo eAHOCTPAaHHA,



ABYCTPaHHA [IYyXO0Ta WIH yBpeXkaaHe Ha cayxa. He 3a BCHukM cay4an ca JOKNIaABaHH PE3YJITATHTE.
Koraro ca Nok1aABaHH pe3ysITaTH, B NO-Ir0OJIAMaTa YacT OT CIYYaUuTe HAMa Bb3CTAHOBABAHE.

Excrnosnius in utero Ha BIIIpOaT MOXKE Ja A0BEAE A0 OYHU MAI(POPMALIMH (BKITIKOUHTEIHO KoJI0bOMa,
MHKPO(TAJIMHEA ), KOUTO c€ ChOOLLIABAT BbB BPb3Ka C APYrHd BPOAEHH Mai(popManiu. 1e3n OuHH
Mas1hOpMaLIMM MOTaT Aa 3aCerHAT 3PEHUETO.

Hapywenun 6 pazeumuemo na nepgnama cucmema 8 pe3yimam Ha eKCno3uyus in utero

JlaHHH NOKAa3BaT, Y€ €KCMO3MILIMA Ha BaJNpoaT in Utero Moxe Aa HMa HeONaronpusTHH €QEKTH BLPXY
MCHXHYECKOTO W (PUBHUECKOTO Pa3BUTHE Ha JIELIATa, MIIOXKEHH HA TAKaBa eKcrno3uius. Pucker
M3TJICKAA € JO303aBUCHM, a NIparoBarta J03a, Mo KOATO PUCKBT HE ChLICCTBYBA, HE MOXE J1a CE
YCTAHOBRM BB3 OCHOBA Ha HAUIMYHHUTE JaHHK. TOYHUAT PUCKOB reCTaALHOHEH MEPHON 32 TE3H €EKTH €
HECHI'YPEH H Bb3MOXXHOCTTA 332 PHCK I10 BpeMe Ha LisiaTa OpeMEHHOCT HE MOXKE J1a C€ H3KITIOYH.

[IpoyuBaHus Np# Acla B NMpeIyHWIHIIHA Bb3PacT, HITOXKEHH Ha €KCMO3KULMA Ha BAJINPOAT in utero no
BpeMe Ha OpeMeHHOCT TioKa3Bart, ue npH 1o 30-40% ot cnyyaurte ce Habmonasa 3abaBsHe B TAXHOTO
paHHO Pa3BUTHE, KATO FOBOP, NMO-KBCHO NPOXOKAAHE, NMO-HHCKH MHTENEKTYATTHH CIIOCOOHOCTH, OIH
€3UKOBU YMEHHA (FOBOpeHe M pa3bupane) v mpobiieMHu ¢ Namerra.

KoeduumeHTsT Ha HHTEAUreHTHOCT (1QQ), oueHeH npy Aeua Ha 6 roAWHH C aHAMHe3a 3a eKCNO3HLIHA
Ha BAJINpPoarT 1n utero, € cpeaHo 7-10 IMyHKTa No-HUMCBK OT TO3HM MMPH A€, KOUTO ¢a H3JI0KEHHA Ha
APYTH aHTHENWJICIITUHHH MpoayKTh. MMa nokazarencrsa fpH Jela ¢ eKCrio3uuysa Ha BaImnpoar, Ye
PUCKBT OT HApYLLUABAHE B UHTECKTA MOXKE Ja Oble HE3aBMCHUM OT KOS(PULHEHTAa Ha HHTEJIMTE€HTHOCT
(IQ) Ha MaiikaTa, BBIIPEKH Ue POJISTA HA CMYLIIABALIUTE (PAKTOPH HE MOXEe a C€ M3KIIXOYH NIPH Aeua.

ﬂﬁHHHTB 10 OTHCIUICHHUC Ha ABJINOCPOYHHA U3X0A Cd OI'paHHYCHH.

HannuHure JaHHU MOKa3BaT, 4Ye JeLaTa ¢ €KCMO3UilMg Ha BaJINIpoarT in utero ca ¢ OBUIHEH PHUCK OT
pa3CTPOICTBA B AYTUHCTHYHHA CHEKTHP (NMPUOTU3UTEIHO TPH N'BTH) U AETCKU AYTH3IBM (OKOJIO I1€T
MbTH) B CpaBHEHME ¢ 0011aTa MoMmynalks Ha NpOYy4YBaHETO.

OrpaHuyeHHn JaHHH NOKA3BAaT, Ye [P JiellaTa UIIOKEHU Ha eKCNO3UUKMA Ha BaJIpoar in utero uMa no-
roJisiMa BEPOSTHOCT 33 [POABAa HA CHMITTOMM KaTo A€(MULIMT Ha BHHMaHUETO/XHIIEPAKTHBHO
pascTpoiicTBo (attention deficit/hyperactivity disorder, ADHD).

Kenu 6 Ooemepoona ev3pacm

Cpedcmea cvOvpicauiu eCmpozet

Cpeacrsa cbAbpKaLIKA €CTPOTeH, BKIKUYUTETHO ChAbPKAILH €CTPOreH XOPMOHAITHH KOHTPALICITHBH,
MOTAT Ja YBEJIM4AT KIMPBHCA Ha BaJIIpoaT, KOeTo OM MOTJIO Jia A0BEAE AO HaMaIABaHE HA CepyMHATA
KOHLUEHTPALMs Ha BAMNPOAT H BE3MOXKHO HaMalliBaHe Ha e(PUKACHOCTTA Ha Baamnpoar (BxK. Touka 4.4 u

4.5).

Ako scenama naanupa bpemennocm
3a NOKAa3aHMETO ENWIENCHS, aKO YKEHaTa IL1aHupa Ja 3abpeMeHee, TepanuaTa ¢ Bainpoat Tpa6Ba aa ce
NPEOLIEHH OT CMIELHANIHCT C OIUT B JICYEHUETO Ha ENWIENICUA U J1a ¢€ OOMMCIIAT AITepHATHBHY
Bb3MO)KHOCTH 32 JieueHHe. TpadBa 1a ce ronoxat BCHYKH YCHIHA, 3a 4 C€ NPEMHHE Ha NMOAXOAALIO
ANTEPHATHBHO JICYEHHUE MPENM 3aUE€BAHE M NPEIH NpeKpaTABaHe HAa KOHTpalenuusaTa (Bmk Touxa 4.4).
AKO CMAHaTa Ha JICYCHHETO HEe € BL3MOXKHA, XKeHaTa Tpia0Ba Aa NoAy4d JOMbAHUTEIHA KOHCYATALMA
OTHOCHO PHCKOBETE ¢ BaMpOaT 3a HEPOAECHOTO AETe B NOJAKpena Ha MHPOPMMPAHOTO i B3eMaHe Ha
pELUECHHE OTHOCHO CEMENHOTO MIaHHpaHe.

3a nokaszaHKWeTo OHNONAPHO pa3CTPOICTBO, aKO XKeHaTa IUTaHHpa Na 3abpemeHee, TpabBa
MPOBEJE KOHCYJITALMA CbC CIIELIHATHCT ¢ OIUT B JICYEHUETO Ha OUNONIAPHO pa3cTpoiicT
JICYCHHETO C BaNmpoat TpAOBa Na ce MpeycTaHOBH, H aKO € HeoOX0IUMO 1A Ce npeM
a/ITCPHATHBHO JICYEHHE MPENH 3a4€BaHe U Nped NpeKpaTABaHe HA KOHTPpaLeNLHATA.

bpemennu Jncenu



Bannpoart kato JieueHHe Ha OUIIOAPHO pa3CTPOMCTBO € MPOTHUBOIMIOKA3aH 3a yrnoTpeda no BpemMe Ha
OpeMeHHOCT. Bannpoar Karo JieueHHe 3a enwierncus, € NpoTUBONOKa3aH NpH OpeMEHHOCT, OCBEH
KOraTo HAMa NMOAXOALIO ANTEPHATUBHO NleyeHHe (BiK Touka 4.3 U 4.4).

AKO KeHa, KOSTO ¢€ JIEKyBa ¢ Bajllnpoart, 3abpeMeHee, Ta TpadBa He3abaBHO a ¢ce HACOYH KbM
CMIEeHAIMCT, 3a Ja CE€ [TPEOLICHH JIEYEHHETO ¢ BAJIMPOAT M J1a ce 00CHIAAT aJITEPHATUBHH BE3MOXHOCTH.
[lo BpeMe Ha HpeMEHHOCT, TOHHYHO-KJIOHHYHKTE I'bpYOBE HA MaliKaTa H €NUJICIITHYEH CTaTYC C
XHITOKCHA MOraT Aa HOCHT OINpeAEsICH PUCK OT CMBPT 3a MalKata H IU10a.

AKO, BbNIPEKH U3BECTHUTE PHCKOBE C BAJINPOAT NpH OpeMEHHOCT U ¢nell BHUMATE/IHO OOMHUCIISHE Ha
aJTepHAaTHUBHO NIeYeHHE, [IPH U3KIIOUHTENIHM 00cToATEICTRa OpEMEHHATA XKeHa TpaOBa aa noiy4yasa
BAJITIPOAT 3a ENMWICIICHA, IPEeNOpPBYBA Ce:

- Jla ce u3non3ea Hail-HHCKaTa e(peKTHBHA 034 U /14 C€ pa3dens AHeBHATA 034 BAJINpoarT Ha
HAKOJIKO M&TKH J03H, KOUTO Tpa0Ba Aa ce nmpyuemMar npe3 Luejus geH. Y norpebara Ha
NeKapcTBeHa QOpMa ¢ YABDKEHO 0CBODOMK1aBaHE MOXKE 1a € 33 NpeAnoYuTaHe Npea Apyru
JIeKapCTBEHH (POPMH, 3a Aa c€ U30erHaT BUCOKH MAKCHUMAJIHH TJ1a3MEHH KOHUEHTPALHH (BXK.
TouKa 4.2).

BCHUYKH NALIMEHTKH C €KCIMO3HIWA Ha BaJNpoaT Mo BpeMe Ha OpeMeHHOCT U TEXHHUTE MapTHbOPH
TpAOBa na 6bOaT HACOYCHM KBM CIIELMAIMCT € ONMMT B TEPATOJIONMATA 3a OLIEHKA M KOHCYJITUPAHE
OTHOCHO eKCNoHHpaHaTa 6peMeHHocT. Tpabpa Aa ce H3BBPILBA CrICHATIM3UPAaH NMpeHATaNEH
MOHHUTOPHHT 32 OTKPUBAHE Ha Bb3MOXHa NosABa Ha Ae¢eKTH Ha HEBpanHaTa Tpb0a WiIn Opyru
Mangopmaumu. IlpuemaneTo Ha [oOaBkU ¢ ¢onMeBa KMCeIMHA nNpeay OpEMEHHOCTTa MOXKE 1a HaMalTH
pPHMCKa OT Ae(PeKTH Ha HeBpalHaTa Tpbba, KOMTO MOrarT Ja ce MOABAT NPH BCAKA OPeMEHHOCT.
HanuuHurte naHHH obade, He nMpeanonarar, 4ye GoMeBaTa KUCEIHHA NIPeROTBPATABA NOABATA HA
BpOAeHH JedeKkTH Wik MandopMaLii NOpaaHd €KCIIO3UIMA HA BAIMPOAaT.

HanuyauTe AaHHK JaBaT OCHOBAHUE Ja CE NPUEME, Y€ AaHTHKOHRBRYJICHBHATA MOHOTEPAIHA € 3a
NpearnoYUTaHe IpH JieueHue Ha OpeMeHHH eHU. [penn 3abpeMeHsaBaHe TpAOBa Ja ce NpeoLeHH
roleMHHAaTa Ha 103aTa U 1a C€ U3I10/13Ba HaH-HUCKaTa e(peKTHRHA 103a U AHEBHATA 1034 Ha BAJIIPOAT
Ja C€ pa3fesii B HAKOJIKO MaJIKM J103H, KOMTO [a ce [IpUeMar fpe3 JeHs, ThbH KaTO HMa JaHHH, Y€
H3XO04BT OT NATOJIOrH4YHaTa OPEMEHHOCT € CBbpP3aH C O-BUCOKHU JIHEBHH AO3H W MOJIEMMHATA Ha
WHAMBUAYaANHATa A03a. HecToTaTta Ha AePEKTUTE HA HEBpAJIHATa TphOa ce NMOBHILABA ¢ YBEJIHYABAaHE
Ha no3ute, ocobeno Hax 1 000 mg. [lpenopbuBa ce pa3znenaHeTo Ha oflaTa 0o3a Ha HAKOMKO
OTAEAHU NPUEMA H YIIOTpeOaTa Ha POPMH € YABDKEHO 0CBOOOXKAaBaHE MOXKE [1a CE€ MPEANOYHUTA Npen
OCTaHAJMUTE JIEKAPCTBEHH (POPMH, 33 Aa ce U30erHaT BUCOKH ITMKOBH IL1a3MEHH KOHLIeHTpauuu. I1o
BpeMe Ha OpeMEHHOCT €(PEKTUBHATA aHTHENMWIECNTHYHA WIH AaHTUMAaHHUIHHA TepaluA ¢ BAJINPOAaT He
TpAOBa na ce NpeKbCeBa 0€3 MPeoLieHKa Ha MOI3UTE M PUCKOBETE OT JIEUEHHETO ¢ BAJINPOAT OT JieKap C
KJIMHHYEH OIMUT B JICYCHHETO Ha eNWIENCHUa Wik OUNOASpHO pascTpoicTBo. Brnpeku ToBa, TpsaGea
Ja ce 3anoyHe CeUMalIN3UpaHo NIPEHATAlHO Npoc/ieAdBaHe ¢ Lied Aa ¢ OTKPHE Bb3MOIKHA ITOABa Ha
nedeKTH Ha HEBpaiHaTa Tpb0a uin Apyru maiadopmauud. bpemennuTe TpabBa a ObAaT BHUMATEIHO
U3CEABAHH C YJITPa3BYKOBA AUATHOCTUKA U APYrd NOAXOAAINN MEPONPHATHS (BXK. TOUKa 4.4).

PHUCK 332 HOBOPOAEHOTO
- MHOro panko ca IokiaaBaHH Ciy4daH Ha XeMOparuieH CHHAPOM [IPH HOBOPOOAEHH, YHHTO

MaHKH Ca [IPHEMAIIH BAJIIPOAT N0 BpeMe Ha OpeMeHHOCT. To3H XeMoparuieH CHHIPOM €
CBBP3aH ¢ TPOMOOUMTONEHUS, XUNOGUOPHHOreHEMHS H/WITH 10 HAMANSBAHE HA JPYTH
(paKkTOpPH Ha KPBEBOChCHpBAHETO. APUOpHHOreHEMHA € TIOKIABAHA CBILO B MOXKeE Ja Obje ¢
¢aranen u3xoa. To3n xeMoparnyeH cHHAPOM, obave, TpaOBa J1a ce pa3rpaHHyH OT
HamaIsIBaHETO Ha BHTaMUH K—3aBucumuTe hakTopy, HHAyLHpaHH oT PpeHobapbuTan u
€H3UMHH HHIYKTOPH. ClieaoBaTeNHO, OpoAT Ha TPOMOOLUTHTE, HUBOTO HAa PUOpHHOTEHa B
J1a3MaTa, KoaryJalMOHHH TeCTOBE U (PAKTOpPHY Ha KPBLBOCHCHPBAHETO TPAGBA N1a ce u3censar
NPU HOBOPO/JICHH,

- (Cnydad Ha XMIIOITIMKEMHS ca OMJIM 10KNAIBAHH MPH HOBOPOAEHH, YUHTO MANKM C
BAJINIPOAT IO BPEME HAa TPETUA TPUMECTHP OT OPEMEHHOCTTA.

- Ciyvyan Ha XHIIOTHPEOHAU3BM ca OUNU NOKITaABAHU [TPU HOBOPOJAEHH, YUHT
[pHeMaly BaINpoarT no BpeMe Ha OpeMeHHOCT.

- CuHIpOM Ha OTHEMAaHETO (KaTo, U B YaCTHOCT Bb30y/1a, pasApa3sHUTEIHOCT,
CBPBXBB30YAUMOCT, HEPBHOCT, XUNEPKHHE3MA, HAPYUIEH TOHYC, TPEMOP, KOH




HAPYLIEHHUS Ha XPAaHEHETO) MOKE Ja Ce MOABHM [IPY HOBOPOACHH, YUHTO MaHKH ca NMpHEMAaIH
BAJIIPOAT I10 BpEME Ha MOCAEAHNA TPHMECTEP OT OpeMEHHOCTTA.

M1ke M MOTEHLIHANIEH PUCK OT pa3cTPOMCTBA HA HEBPOJOTHYHOTO Pa3BHTHE MpPU Aeua YAUTO Oaluu ca
JIEKYBAHH ¢ BaJINpoarT npe3 3-Te Mecella NPead 3aYEBaHETO.

PeTpocnekTHBHO 0OCEpBaLIMOHHO MPOYUYBaHE B 3 CKAHAWHABCKH AbPXKABH MOKA3Ba MOBHILIEH PHUCK OT
pa3TPOICTBA Ha HEBPOJIOIrM4HOTO passutue (neurodevelopmental disorders, NDD) nipu neua (ot 0 o
11-roguilHa Bb3PacT), YMUTO DalllM ¢a JIEKYBAHHU ¢ BAJIIIPOAT KATO MOHOTEepanus rnpes3 3-te Mecela
Npeaqd 3a4€BaHETO, B CPABHEHHE € ACLATA, YMMTO Dallly ¢a JICKyBaHH € JJAMOTPHXKHH HITH
NeBeTHpaLeTaM KaTo MOHOTepanud, ¢ 060011eHo kopurupaHo cboTHOLEeHHe Ha pucka (HR) 1,50
(95% CI1: 1,09-2,07). KopurupaHust kyMynatHeeH puck oT NDD Bapupa mexay 4,0% 1 5,6 % B
rpynaTa Ha BaINpoar cripaMo Mexay 2,3 % u 3,2 % B koMOMHHpaHaTa rpyna Ha
JaMOTpHXKHH/eBeTHpaueTaMm. IlpoyuBaHeTo He € JOCTATBYHO MallabHO, 3a Ja c€ U3cjie1Ba Bpb3KaTa
¢bC crietuduunu noarunose NDD, a orpaHdueHUATA Ha NPOYUYBAHETO BKJIIIOYBAT MOTCHUHUANHO
,»3aMBIJIIBAHE™, CBBP3AHO C NMOKA3aHMETO U pa3/IMKU BbB BPEMETO Ha MpoCieasBaHe MEeXIy Ipyfnure ¢
ekcrosuupa. CpegHOTO BpeMe Ha NMpociieJsdBaHe Ha AclaTa B rpynara ¢ Baanpoar eapypa Mexay 3,0
U 9,2 roanHu B cpaBHeHue ¢ 4,8 1 6,6 roguHM 3a AellaTa B Irpynara ¢ JJaMOTPHKUH/IeBETHPALIETAM.
Karo usaino € Bp3MoxeH nosuuieH puck ot NDD npu aeua Ha famny, nekyBaHH ¢ Bannpoar npes 3-te
MeceLa Iped 3aUeBaHETO, HO IPUYHUHHOCEACTBEHATa BPb3Ka ¢ yroTpedaTa Ha BAINPOAT HE €
noTeepacHa. OCBEH TOBA B [POYYBAHETO HE € OLEHEH pUCKBT OT NDD npu aeua, ynuto Oaluu ca
CrIpeny npyUeMa Ha BaJInpoar [oBevYe OT 3 Mecela IIPEIN 3a4eBaHETO (T.€. € Bb3MOXKHA HOBA
criepMaToreHesa 6e3 eKCllo3ULMA Ha BaIIPOAr).

pMaToreHesa 6e3 eKCrno3uLKMsa Ha BaJIIPoar).

Kato npeanasHa MApka, NpeANUCBAIUTE JiekapH TpAOBa Aa HHQOPMHpAT NAUMEHTHTE MbKe 3a TO3H
NOTEHLIHAIEH PUCK U Aa 00CHAAT HEOOXOOUMOCTTA OT €(PEKTHBHA KOHTPpALICTILIMA, BKJTIOUYHTENHO 3a
NapTHBOPKAaTa, AOKATO M3MO/3BAT BAJINPOAT H MOHE 3 Mecela ciel MpeKpaTABaHe Ha JIEYEHHETO (BXK.
ToYKa 4.4). [lauMeHTHTE OT MBIKKH 1OJ1 He TpAOBa 1a AapABaT CliepMa M0 BPeME Ha JICHEHHETO H B
NpOABL/DKEHHE Ha MOHe 3 MeceLa Cllea NpeKpaTiaBaHe Ha JIeYEHHETO.

[TaumeHTHTE MbAKE, IEKYBAHHU ¢ BAJINpOAT, TpAOBa peJOBHO Aa C€ NMPEriexAaT OT JIEKYBallHA I'H
neKap, 3a 1a C€ NPELESHHU Jajid BaNNpoaThT € HAaH-TIOAXOAAINOTO JEUCHHE 3a TAX. 3a NalUeHTH OT
MBXKKH IOJI, KOMTO IUIAHMPAT A4 3a4yeHar aete, TpAadBa aa ce oOMHUCHAT U Ja ce oOCcbaAaT ¢ TaX
NOJXO/JSALIN ANITEPHATHBY Ha JieueHHeTo. BLB BCekH OTaeNneH ciryuai TpsaOBa Aa ce NpeLeHAT
HHAMBUOYaNHHUTE obcToATencTea. [Ipenoprusa ce mpu HEOOXOAUMOCT J1a ¢€ NMOTLPCH CHBET OT
CIEeLHAJIUCT ¢ ONKUT B JICYEHHETO Ha eNISTICHA WIH OHINONAPHO pa3cTpOoiCTRBO.

Knpmene

Exckpeumsita Ha Banmpoar B MAHUYMHOTO MIISAKO € B auanasoHa ot 1% ao 10% ot cepymHHMTE HMBA Ha
MaHKaTa. XeMaToNorHyHH HapyueHHa ca Habmo1apaHu MpH HOBopodeHH/6ebeta, KOrato ¢a KbpMEHH
OT MaiKH, MpUeMallk panipoart (BxkK. Touka 4.8).

Tpsabea na ce B3eMe peLIeHHEe OTHOCHO CIIMPAHE Ha KbPMEHETO MIIH NpeyCTaHOBABaHe/OrpaHHYeHHE
Ha JeueHUeTO ¢ KOHBYJIEKC, KATO Ce MMAT MpeJIBH NOJI3UTE OT KbpMEHE 3a JIETETO H 11013aTa OT
NeYeHre 3a MauKara.

PepTHANTET

Hma cpobluenns 3a aMeHopes, MOJMHKMCTO3HY RHYHHLM U YBETTHYEHH HHBA Ha TECTOCTEPOHA NPHU

¢epTunuTeTa NpH MBXKE (BXK. Touka 4.8). JloknaaeaHu ciry4an NoKasBar, He HapylleH
peprwinTeTa ca oOpaTHMHU Clie/] MPeyCTaHOBSABAHE Ha JICUCHHETO.

4.7 EdeKTH BLpXY ¢nocodHOCTTA 3a modHpaHe H padoTa ¢ MAIUNHH



B peauua ciy4au, KOHTPOIBT Ha NPUNIANBLIMTE BCCACTBHE JIEYEHHETO C BAJINPOEBA KHUCEIHHA MOXe
1a fajie Bb3MOXHOCT Ha MallHeHTUTE aKTHBHO Ja y4acTBaT B TbTHATA 0OCTaHOBKA.

Bbnpeky TOBa NaLMEHTHTE YIIPaBIABALH MOTOPHO NPEBOJHO CPEACTBO WIH KOUTO paboTAT ¢
MaLIMHK, TpA0Ba aa Obaar npeaynpeaeHH 3a pUcKa OT [IPEXOAHA CHHIMBOCT, 0COOEHO B Ciy4aH, [pH
KOMTO C€ NPOBEXAa KOMOMHHPAHO JICUEHHE ¢ HAKOIKO AHTHENHIENTAYHHN NPOAYKTa HIH MpH
eIHOBpEMEHEH MPHEM Ha OEH301MA3ETIHHU.

4.8 Hexenann NeKapcTBeHH PeaKIHA

Hexenauure JIeKapCTBEHH PEAKLMHK €A KATENOPU3UPAHU ChITIACHO CNEAHATA YeCcToTa!
MHoro decty (>1/10), yectu (>1/100 go <1/10), Heuectu (>1/1 000 po <1/100), peaxu (=1/10 000 no
<1/1 000), muoro peaku (<1/10 000).

Hapywenus na xpvema u aumghpnama cucmema:

Bannpoar HHXuOUpa BTOpHSA eTan Ta TPOMOOLIMTHATA arperaims, KOeTo BOAY A0 YAb/KaBaHe Ha
BPEMETO Ha KbPBEHE U YECTO 10 TpoMOOLUTONEHHA. OOMKHOBEHO TE€3H ITIPOMEHH €A CBBP3aHU ¢
M3IIOJI3BAHE HA [10-BHCOKH OT NMpenopbYaHUTe J03H U ca ¢ oOpatum xapakrtep. Tpombouuronenus
BCIIeAcTBHE Ha Aeduumt Ha daxrop VIll/von Willebrand cbsio Taka Moxxe na fioBefie 10 YAbJDKaBaHe
Ha BpEMETO Ha KbpBEeHE. Bb3MOXKHO € CchILe Taka Aa ce HabmoaaBa H30IMpalo HaMansaBaHe
KOHLIEHTpALUUTE Ha hubpHHOreHa.

YecTo € BE3MOXKHO 14 BB3HUKHE 00paTUMO NOTHCKAHE HA KOCTHUA MO3BK. CIIOHTAHHHTE KOHTY3UK
WIH KbPBEHE Ca NOKa3aHHE 33 MPEYCTAHOBABAHE NPHUEMAa Ha JICKAapCTBEHHUA NPOAYKT 10 U3ACHABAaHE Ha
MpUYHHHTE. Bb3MOXCHU ca Bb3HAKBAHE Ha arpaHyJIOLMTO3a M MOHAKOra Ha nuMgounTosza. B penku
c/iydau ce ¢boOLIaBa 3a epUTPOLUTHA XUITOILTa3HA, JEBKONEHHUA U MAHUHUTOINCHH, Cle]]
[MpeyCTAHOBABAHE HA NEUEHUETO OWIO YCTAHOBEHO HOPMAJIM3MPAaHE HA KpbBHATa KapTHHA.

Hapywenusa na umynnama cucmema.
B HakoM ciy4aH e otdenszaHa noseara Ha BacKyJIMT. ChoOLLaBa ce 3a ajiepruuHH peakuui (ot oOpus
10 peakllii Ha CBPbXUYYBCTBHTEIHOCT). PAOKO € YCTAaHOBEH CUCTEMEH JIyNyC EPHUTEMATO3YC.

Hapywenus na enookpunnama cucmema.
Crobliasa ce 3a €IMHUYHH cJIyd4ad Ha IMCMEHOopes U aMeHopesa. MHoro paako ce otbenassa
THHEKOMACTHS.

Hapywenus na memaboausma u xpaneremo.

B13M0XHO € nosiBa Ha XunepaMoHeMua 6e3 OTKIOHEeHUA B 4epHoApOOHUTE (DYHKLIHOHAIIHUA TECTOBE.
YecTo MOXKE a Bb3HHMKHE H30JIHpaHa M yMepeHa XHIIEpaMOHEMHSA, KOATO OOHKHOBEHO € NIPeXoJHa H
He U3MCKBa NpeyCcTaHOBABAaHEe Ha JIeYeHHeTO. BbIIpekH TOBa, TS MOXKE A4 € ChIPOBOKIA ¢ KIMHHYHH
MPOSBH KaTO MOBPbLLAHE, ATAKCHA M 3aMbIIIABAHE HA Chb3HaHMETO. [IpHU NoABa Ha MOJOOHH CUMIITOMH,
TpAOBA Aa ce MpeyCcTaHOBH NPHEMBT HA BaNpoeBa kuceianHa. Crodiuasa ce ¢blllo 3a XMIIEpaMOHEMHA
CBHIIPOBOJIEHA C HEBPOJIOrHUYHA CUMIITOMATHKA (B, Touka 4.4 CrielHaaHy NpeaynpexacHHs H
npeanasHxi MepkM 3a ynorpeba). B peakn cimyuau € otOens3aHa nosea Ha oToud. B peaxu cny4yau ce
cbOoOLIaBa 3a 3aTIIbCTABAHE.

[lcuxuunu napywenus.
Henpecus.

Hapywenus na nepgnama cucmema:
[Ionsikora ce cb0o0LIaBa 3a aTAKCHUSA, CBETOBBPTEXK Y TPEMOP, MOABATA HA KOUTO BEPOATHO 3aBUCH OT
pUIOKEeHaTa 103a.

[lonsikora ce croOlIaBa 3a cenaLms, OOMKHOBEHO 110 BpeMe Ha KOMOMHHPAHO JieYeHHE 4/ Ty
aHTHKOHBYJICAHTH. [Ip® MOHOTeparnusa T4 BE3HHKBA B PEJIKM CJIyday B Ha4ajoTO Ha -‘{z..
0OMKHOBEHO € ¢ npexoaeH xapakrep. Paako ce ordensa3BaT ciiyuyau Ha neTaprua U ofybh
HAKOH Cly4Yad NMpOorpecHpaliy A0 CTYNOp U NOHAKOTa ChIIPOBOASHHU ChC XaTIOLMHA
KOHBYJICHH. B MHOIO peiku cnyyvaun ca HabmogaBaHu eHuedganonaTud U koMa. Hec1y
CBbP3BaT C U3MOJI3BAHE HA MHOTO BUCOKHM HAYAJIHU A03M WIM KOMOUHMpAHE ¢ apyT



aHTHKOHBYJICAHTH, 0COO€HO ¢ PeHoOapOuTan. OOHKHOBEHO Te ca OOpaTUMH NpH HaMaABaHE Ha
J103aTa HIH MPEyCTAHOBABAHE HA JICYEHHUETO.

CpobliaBa ce 3a MHOTO PEIKH CiTy4yad Ha 0OpaTHMM €KCTparnupaMUIHU CUMITOMU BKJIIOYBALIH
NapKHHCOHU3BM HUJIH NMPEXOHA IEeMEHLIHA CBBP3aHH ¢ 0OpaTMa MO3bYHA aTpous.

B13M0OKHO € BB3HUKBAHE Ha [OBHILIEHA €eHeprHYHOCT. [10 MpHHIIUN TOBA € MOJIOXKUTENHO, HO B HAKOH
ClIyyaH ce ¢bo0l1aBa 3a NPOsSBH HA arpecHi, XUIEPAKTUBHOCT H MPOMEHH B MOBEACHUETO.

Pranxo ca otOend3BaHH NOABA HA LIYM B YIUHUTE W 3aryba Ha c¢imyxa (obpatuMu Wid Re(pMHUTHBHH),
BBIIPEKH Y€ HE € A0KA3aHa IPUYHHHO-CJIE/ICTBEHA Bph3Ka.

B peaxu cnyyau ce cpo01LaBa 3a ri1iaBobOIHe U HUCTArbM.

HaGarogasaHu ca CBLIO rajeHe, ceanpaHe, eKCTpanupaMy/IHH HapYIICHHA.

B peaku ciydau ce croOliljaBa 3a JUILIOMUA.

Cmomauuno-upesHy HapyueHus:

MHoro paako ¢e ¢po0luaBa 3a NaHKpPeaTHT, NNOHAKOora ¢ gataneH U3xol (BxK. Touka 4.4). BeaMoxHO €
MOBHIIIABAHE HA AIICTHTA, a JIEUEHHETO C BAINPOEBA KUCEIMHA MHOTO 4€CTO fIpEeIM3BHKBA
yBEJIMYaBaHE Ha TENECHOTO TErJI0, KOETO MOXKe Aa ObJe U3pa3eHO U NPOrpecUBHO (BXK. Touka 4.4). B
HAYyaJIOTO Ha JIeUEHHETO MOXKE /1a Bb3HHKHAT MO-NEeKH MPOABH Ha Jpa3HEeHe Ha CTOMAxa U 4YepBara.
Moxe na ce nabnoaarar razeHe, roBpbiLaHe, H€3aNeTUTHE H KOHCTHNALUA.

Xenamobunuapru HapyuueHus

B13M0XHO € NOBMILABAHE HA TPAHCAMHMHAZUTE B HAYAJIOTO Ha JiedeHHeTo. B peaku cinyqau cnea
MPHEM Ha BAJIINPOEBA KHCENMHA, Bb3HUKBAT CEPHO3HM HapYilleHUs HAa YepHOAPOOHATa PYHKLMA,
KOMTO NOHAKOra ca ¢ parasieH uzxon (Bxk. ¢bilo 4.4 CrieLHanum npeaynpexxaeHus U CneLraIHu
NpeAna3Hi MepKH IpH ymorpeda). Pagko ce Habniopasa mopdupms.

Hapywenua na xoocama u nOOKoICHamMa myKan.

YecTo ca chobluasa 3a HApYLIEHWA HA HOKBTA U HOKBTHOTO JIOXKE.

[Tpu Hakou Gonnu e HabmoaaBaH NpexoaeH koconan. To3u ehekT BepOATHO HE € CBBP3aH ¢ J03ara.
[TopacTBaHETO HA KOCATAa HOPMAJTHO 3alOUBa B pAMKHMTE Ha LIECT MECela, HO € Bb3MOXHO T4 Na CTaHe
no-kwAapaBa. Paako ce crobiiaBa 3a nopdpupma. MHOro psako ce ordens3Bar CHIHO U3pa3eHo
OKOCMABAHE U aKHE.

B peaxu cimydau ce HabmiogaBaT KOXKHHM peakUHHU, KaTo exk3aHTeMaroseH obpus. 1o uzkmodeHue ce
oTOENA3BAT C/TYY4au HAa TOKCHYHA eNUepMaliHa HeKpPOJaU3a, OTAEIHH CIyYan, CHHAPOM Ha Stevens-
Johnson’s ¥ epuTemMa MyaTHPOPME.

Hapywenua na Myckyaso-cxeaemnama cucmema u CoeOUHUMENHAMA MbKAH.
MMa cboblueHna 3a HaMaisBaHEe HA MHHEpA/HATa [UTBTHOCT Ha KOCTHUTE, OCTEONEHHS U OCTEoNopo3a

[IPH MaLUUEHTU Ha IPOABDKUTENIHA Tepanus ¢ Kousynekce. Mexauu3MbT Ha Te3U €PeKTH BBPXY
KOCTHHMSA MEeTADOIHU3BM HE € U3BCCTEH.

Hapywenus na 6vbpeyume u nuxounume nemuwia:

B1B Bpb3Ka C JIEYEHHETO ¢ BaJINIPOERa KHCEIUHA Ca 0TOe/NA3aHH €AMHUYHHU C/Ty4Yal Ha CHHAPOM HA
DaHKOHH (PYHKUMOHANIEH ACPEKT Ha NPOKCHMATHHUTE TyOYIHM BOACIL O TIIOKO3YpHH,
aMUHOaUMRYpHA, pocharypHs U YPHKO3YpHS ), HO OCHOBHUTE MEXAHH3MH Ha Bb3HHKBAHETO MY Ca BCE
Olle HEU3BECTHH.

YecTo ¢ HabnoaaBaHa ypuHapHa HHKOHTHTEHUMA.

Bpooenu, pamunnu u cenemuunu HapyuteHus
Bpoaenu mandopmaiiuy U HapylLleHHs B pa3BUTHETO {BXK. Touka 4.4 H Touka 4.6).

Heouampuuna nonyaauun
[IpodunsT Ha Be30NMacHOCT Ha BAINPOAT 32 [IeAHATPHYHATA NOMYJIallk € CPaBHUM C 20AT 0P
Bb3PACTHUTE, HO HAKOH HEXEJIAHH JICKAPCTBEHU PEAKLIMH €a MO-TEXKKO HIPA3EHH W -

rJ1aBHO B MeAHaTpU4HaTa nomyaanua. CbluecTByBa cnelMpHUYEH PUCK OT TEKKO
4YepHHUA Apob NpH HOBOPOACHH U NPH MAJIKM AeLia, 0coOeHOo NpH AcLa nox 3 roz
MaJIKMTE Aeila ChLIEeCTBYBa CIELU(PHYEH PUCK OT Pa3BUTHE Ha NaHKPEaTHT. 1e3
C YBeNH4aBaHe Ha Bb3pacTra (BixK. TouKa 4.4). [IcuXU4YHH HapyLLIeHHd, KaTo arpe




HapylieHWe Ha BHUMaHueTo, aOHOPMHO NOBEIEHHE, ICHXOMOTOPHA aKTHBHOCT H HapylleHa
criocoOHOCT 3a yueHe, ce HabnoaaBaT NpeaIUMHO B NEAHATPpHYHATA NOMyNalMA.

CrofliiapaHe Ha IOAO3UPAHH HEKENAHH PeaKIIuy
Crob1aBaHeTo Ha N0I03UPaHHM HEXKETIAaHU PEAKLIMY Cle/] pa3pellaBaHe 3a ynorpeba Ha JiekapcTBeHUA

MPOAYKT € BaXKHO. TOBa MO3BOJIABA 1a ce NMPOABJDKY HabMIONEHUETO Ha CHOTHOLUIEHHETO I0J13a/PHCK

34 JICKApCTBCHHA [IPOAYKT. OT MEeQULIMHCKHTE CIELHANTHCTH € H3UCKBA Ja ¢boOIIaRaT BCAKA
MNoAO3vupdHa HOXKC/TaHd PCAKIIUA HPC3 HU3nmbaHuTeHATA areHUMA 10 JCKApCTBaTa, YJI. ,,ﬂaMHH

I'pyer’’ Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebecait: www.bda.bg.

4.9 Ilpeao3upane

OT0esg3aHM ca cly4vyad HA MHIMAEHTHO KM LEJICHAaCOUYeHO npeao3upaHe. [Ipu nnazMenn
KOHLEHTPALMHU 10 5-6 MBTH NO-BUCOKH OT MAKCHMAITHUTE TEpareBTHUHU HUBA € MAJIKO BEPOATHA
NosiBa Ha APYrH CHMIITOMH OCBEH rafieHe, HOBPBLIAHE H 3AMasHOCT.

[Tpu TexKO npeao3rMpaHe, HaMp. IPU IU1a3MEeHH KOHLIEHTpaudy 10-12 nbTH N0-BUCOKH OT
MaKCHMAIHHUTE TepareBTHYHH HUBa (BXK. CBINO TOUKA 5.2), ca Bb3MOXHH TeXKO noTHckaHne Ha [JTHC u
nuiaHeTo. CuMmnroMuTe obaue Moxe Ja BapupaT YYBCTBUTENHO. | IpH MHOIO BUCOKH ILIa3MeHU
KOHIIEHTpauMH ca ordbenszany npunaabun. CbobllaBa ce 3a NnosBa Ha MO3bUY€H OTOK M MOBHILEHO
BbTpeuepenHo Hanarade. Orbenasalu ca HAKOIKO CMBPTHH CITy4as Clie MHOTO IoJISMO NPEAO3HPAHE.
Hanuuvero Ha HaTpUil B CbEAWHEHHUATA C BAMMPOAT MOXKE Ja AOBEAE A0 XHIICPHATPUEMMA B CIIYYaHTE
Ha Npeno3HpaHe.

[Ipu npeueHka Ha ciyyai Ha MHTOKCHKallid, TpaORa Aa ce ¥Ma NpEABHI Bb3MOXKHOCTTA 32 Ao0aBeHa
TOKCHYHOCT BCJIEACTBUE HA MHOIOKpAaTeH MpHEeM Ha MEAUKAMEHTa, Hanp. Npy HaMEpeHHE 34
camMOyOHiCTBO.

[IpH MHTOKCHKALMA C€ NpPEnopbLUYBa NMPOBEXKAaHE HA MEPONPHATUA B DONTHHYHA 0OCTAHOBKA, KATO
NpeaU3BUKBAHE HA MOBPBUIAHE, CTOMAIHA MPOMUBKA, KOMaHOHO OULIAHE U APYTH MEPKH 3a
MOAAbPKAHE HA KU3HEHUTE PYHKLIMH.

YcnelwHo ca rnpuiaraHd XxeMoaMasnusa U xemonepdysud. [lpunarad € cbliio Taka HaJIOKCOH
UHTPaBE€HO3HO, MOHAKOra C OpajicH MpHEM Ha aKTHBREH BBITIEH,

5. @GAPMAKOJOTHYHUM CBOUCTBA

5.1 {PapmMakoIHHAMHYHYE CBOHCTBA
(apmMakoTeEpaneBTHYHA Ipyna; aHTUETIHISITTHLH, NMPOM3BOIHH Ha MacTHH KucenuHu, ATC kox;

NO3AGOL.

MexaHu3bsM Ha JeHCcTBUE

BannpoesaTa KHCEIMHA € aHTHKOHBYJICAHT.

Haii-BepoATHUAT MEXaHHW3BM Ha ACHCTBHE € MOTEHUHPAHE HA HHXUOUTOpHATa poJiA Ha raMa-aMHHO
OyTHpoBarta kicenuHa (GABA) upe3 nopnMsABaHe Ha MO-HAaTaThIIHUA M CHHTE3 WIK HA MeTabonu3Ma.
AKTUBHUpAHETO Ha AekapOOKCHIa3aTa HA NTYTAMHHOBATA KHCEIMHA U NoTHCKaHeTo GABA
TpaHCaMHHAa3aTa, BOAM A0 U3pa3cHO MOBHIIABAHE Ha KOHUeHTpauuuTe Ha GABA B CHHamTo30MHTE U
MEKIyCHHaNTHYHaTa Lenka. Karo HespoTpaHcMHTepeH HHXHOUTOPp GABA BB3npenaTcTBa npea- U
NMOCTCHHANTHYHOTO Pa3TOBapBaHE, KaTo 10 TO3W HAYKUH MPELOTBpaTABA pa3NpOCTPAHEHHETO Ha
KOHBYCHBHATA aKTHBHOCT. [IcHXOTpoIHaTa aKTHBHOCT HAa BAINpPOAT BOAM A0 no-106pa Ba3oMOTOpHA
KOOpAWHALMA U MOBHLLIEHH KOHUSHTPaUHOHHH CIIOCOOHOCTH.

KiMHUYHA edHKACHOCT H He30MacHOCT
ITpu meTa-aHaIM3 Ha paHROMHU3HpPaHH, IU1ale00 KOHTPOJMPAHHU NPOYYBAaHHUA BKIIOYBA
11 aHTHENWIENTHUHH JIeKapcTBEHH NpoayKTa (00wo 199 npoyusanus oOxsamailu
B rpYINUTE TPETUPAHH MeAHKAMEHTO3HO U 16 029 6onxuu npuemanu mnaue6o) npun
Ha CIHJICTICHA, NCHXHATPHYHH 3a00ABaHUs (BKJIKOUHUTEIHO OUNOASPHH pa3CcTpoic
CTPaxOBH HEBPO3H) WIIM APYI'M HapyilueHHA( BKI. HEBponaTUuHa Honka), OUI yerax
PHCK OT CYMUHIHO CBbP3aHH CbOMTHA (CYHLIMIHH WACH U MOBEAEHHNE) NPH GONMHHTE



AHTHEIMWICNTTHLIA B CPAaBHEHHUE ¢ Te3H npuemaiui riauebdo. Ilpoasure OUIH eqHAKBO pa3npeaeneHH 3a
BCHYKM NPOYYBAHW MNpenapaTy ¥ ce U3ABWIH MeXy 2-Ta ¥ 24-Ta ceIMHLa OT 3aMo4YBaHe Ha
JedyeHHETO. PUCKDBT OT CYHMLIMJIHH HOEH H TIOBEACHHE NIPU NALMEHTH TPETUPAHU C AHTHEITUACTITHHHH
JeKapcTBEHH NPOoAYKTH 6un oueHeH Ha 0,43%, no4TH aBa ITHTH NO-BHCOK OT TE€3H NpHEManH rutauebo
(0,24%), koeTo choTBeTCTBA Ha 2 ciyyas Ha 1 000 6oiHH OT rpynara, npMemMana aHTHENWIENTUYHHN
CpeACTBa B CPAaBHEHHE C Ta3H B3MMasa niaauebo.

5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbuus

CToMalHO-YCTOHYMBHTE KalCyJd OCBOOOKAaBaT aKTHBHATA ChCTABKA CAMO B TBHKHTE YE€pPBa, KBAETO
Ta ce abcopbupa. AbcomoTHaTta OMoHanHIHOCT € NovTH 100%. BbpXx0OBH IU1a3MEeHH KOHLIEHTPALIMH ce
aocturat |-3 yaca cnen npuema. EqHOBpeMEHHMAT IIpHEM Ha XpaHa He OKa3Ba BIKWAHHUE Ha
KOAM4ECTBOTO abcopOUpaHo BeliecTBO. B 3aBUCUMOCT OT HHTEpBAJIA MEXAY NPHEMHUTE, pABHOBECHH
CEPYMHH HHBA C€ AOCTUraT cnen 2-4 nHu. EQeKTHBHUTE TEpaneBTHYHH IUIa3MEHH KOHLUEHTPAaUUU ca
mexay 40-100 mg/l (278-694 umol/1) npu naudeHTH ¢ SIMWIETICHA.

Ot6enazaHy ca rojleMHU pasiiyvMs Ha IU1a3MEeHUTE HUBA MEXUTY MAUMEHTH, KaKTO OT pa3iIMyHHU pyIly,

TaKa ¥ OT €AHa ¥ ChLla rpyna.

Pasnpenenenue
CBBbp3BaHETO HA BAINPOAT ¢ IUIa3MEHUTE NMPOTeHHM € okoyo 80-95% [1pu nnazmenu HUBa Haa

100 mg/l ce yeennyapar ceoboaHuTe (pakumu. Baanpoar npeAUMHO ce pasnpeaesns ¢ KpbBTa.
KoHueHTpauuaTa Ha BANIPOAT B rpbOHAYHOMO3IBYHATA TEHHOCT € CPABHMMA ¢ KOHLIEHTPALMATa Ha

cBOOOJHHM pakLUuM B na3Mara. Bannpoar npeMrHABaA IPE3 IUIALIEHTATA, 4 TAKA ChILO € U31bYBA B
Mai4UHOTO MITAKO (1-10% oT 001muTE CepyMHH KOHLIEHTPALMH ).

buoTtpancdopmanng
Bannpoar ce Metabonusnpa B 4yepHHAA ApoO, NpeIMMHO NOCPEACTBOM IMIOKYpOHHpaHe. Baanpoat

MHXHOKpa uMTOXpoM P450 eHsuMHaTa cucTeMa.

EnuMUHUpaHE

Bannpoar ce ekckpeTupa npeanMHo npes 0pdpeLHTe nox GopMa Ha rIIIOKOPYHUIH.
ENMMUHAUMOHHHMAT NOIXYKUBOT € 10-15 4aca ¥ e 3Ha4YHTENHO NO-KpaThK NpHU Aela, M 1no-touHo 6-10
yaca.

Cneyuannu 2pynu nayuenmu.
[TaunenTu ¢ 660peuHO yBpeucaane: [Topaau HaMallEeHOTO CBBbP3BaHE C IUTA3MEHUTE MPOTEHHH, KOETO

BOAM NMOBHIIABAHE HA KOHUEGHTPAUMUTE Ha CBOODOAHUA NPOOYKT, (QapMaKOKHHETHKATA Ha BANMpOar
MOXe Ja Obpae MpOMEHEeHa NpH NalHeHTH ¢ HapylleHa 0p0peyHa PyHKL M.

[TallneHTH ¢ 4YepHOAPOOHO YBPEAKIAHE

[TomyKUBOTHT Ha €NUMUHALIMA € 3HAUUTEIHO YAB/DKEH MPH MALMEHTH ¢ LiHpo3a H O0/IHH, KOUTO Ce
BB3CTAHOBABAT OT OCThP XCIMATHT B CpaBHEHHE C KOHTPOJIUTE, KOETO MOKa3Ba HapyllaBaHe HA
KJIUpPBHCA MPU MAUMEHTH ¢ HapylueHa YepHoApoOHa ¢yHKLIMAL.

[1pu neua Han 10 roaviuHa BB3pacT M MPH IOHOWIHM KIIMPBHCBLT Ha BANPOAT € NoAo0eH Ha TO3H,
YCTAHOBEH IpY BB3pacTHU. lIpu neanatpuynure nanyeHTH noa 10 roaMHH CHCTEMHHUAT KIKPBHC Ha
BAJINPOAT Bapupa ¢ Bh3pacrtra. IIpH HoBOpoaeHHTe U OebeTaTa 0 2 Mecena, KIMPBHCHT HA BaJIpoaT
€ NMOHW)XEH B CpaBHEHHE C TO3M MPH BB3PACTHH U € HAl-HUCHK HEMNOCPEACTBEHO Clie] paxaaHeTo. B
0630p OT Hay4HaTa JIMTepaTypa € My0aHKyBaHO, e IUTa3MEeHUAT MOTY>KMBOT Ha Bajmnpoat npm 6ebera
nojJ 2 Mecella rnokassa 3HauMTenHa BapuabHIIHOCT Ha cToiHocTHTe OT | 1o 67 yaca. [1pu nena Ha
Bb3pacT oT 2 A0 10 roagMHH KIMPBHCHT Ha Bannpoar € ¢ 50% no-BUCOK OT TO3U NPH Bb3PACTHMR. —

3.3 IlpeakIHHHYHH JAHHH 3a 0e30nmacHOCT S

HM3ciaensaHusTa 32 XpOHHYHA TOKCHYHOCT ¢ BAITIPOAT IIPH IUTHXOBE H Ky4eTa NoKaiafm ‘
CNIEPMATOr€He3a M TECTHKYNapHa aTpodua. %’ e



B npoyuBaHui 3a TOKCHYHOCT MPH MHOT'OKPATHO NpWIiaraHe ca cbofblIeH TeCTUKY1apHa
AereHepalua/atpodus Wik HapylleHHs B CIEPMaTOreHe3aTa H HaMallABaHEe Ha TETVI0TO Ha TECTUCHTE
NpH BL3PACTHH TUTBXOBE H KydeTa Cllesi IEPOpaiHO NpUIIokKeHHe B 403U cboTBeTHO 1 250 mg/kg/nen

v 150 mg/kg/neH.
[1pn 10BEHUTHH ILXOBE HAMAJIABAHE HA TETJIOTO HA TECTHCHTE € HA0JII0aBaHO CaMO MPH A03H,

HaJABHLIABAlM MaKCHMAaJTHaTa noHocuMa o3a (oT 240 mg/kg/aeH npH HHTpanepUTOHEATHO WIH
UHTPaBEHO3HO NPUIOKEHHUE), 6€3 CBBP3aHH XMCTONATONOIHYHH npoMeHH. He ca HabmonaBaHu
€(PEKTH BbPXY MBXKKHTE PENPOIYKTHBHH OpraHu Nnpu noHocuMH 1o3m (Ao 90 mg/kg/nex). B3 ocHoBa
Ha T€3W JaHHH FOBCHWIHHWTE KMBOTHH HE CE€ CUMTAT 3a MO-TIOIaTIUBH 10 OTHOLIECHUE HE HAXOJKH B
TeCTUCHUTE, B CPABHEHHUE C BL3PACTHUTE. 3HAUYCHHUETO HA HAXOIKHUTE B TECTHCHTE 3a NEAUAaTpHYHATA
NONyJiaUKs HE € U3BECTHO.

B npoyuBaHe 3a epTUIMTETA NPH IUTBXOBE, BAANMPoAaT B A03W A0 350 mg/kg/nHEeBHO HE MOBIHABA
penpoAyKTHBHATA QYHKLIHA NIPH MBXKWTE HHOUBUAM. Benpeku ToBa HHPEPTWIMTET NpH MBXKE €
HACHTU(DHLIMPAH KATO HEeXEMaHa peaKUns nNpH xopata (BxK. Touku 4.6. u 4.8).

[Tpu reHOTOKCHUYHHUTE H3C/IeABAHMA HE € YCTAHOBEH MyTareHeH noreHuyan. [Ipu npoyuBaHHusaTa 3a
KapLUUMHOT€HEH MOTEHLUHMA OUna yCTaHOBEHa NO-TONIAMA YECTOTA HAa NOAKOXKHU PUbpocapkoMH npu
MBKKHW ITEX0BE. He € U3BECTHO 3HAaUeHHETO Ha Te3U JaHHHM 3a Xopa. Bannpoar nokazan 6escriopHa
TEpaTOreHHOCT MNPHY KHBOTHHU.

6. PAPMAILIEBTHYHH JAHHH

6.1 Cnuchbk HA2 NOMOILKBHTE BelllecTBA;

Harpues Xxuapokcua

TeueH ManTUTON

MeTtun napaxuapokcubensoar (1,0 mg/mi)
[Iponun napaxuapokcudensoar (0,4 mg/ml )
3axaput Hatpu# (1,0 mg/ml)

Hatpues uuknamar (3,0 mg/ml)

Hatpues xnopun

ManuHoBa eCeHLUA

[IpackoBeHa eceHLIUS

[IpeuncreHa BoJa.

6.2 HecbBMECTHMOCTH

Henpuioxumo

6.3 Cpok Ha roanocT

5 TOAUHH

6.4 ChnennanHH yCJI0BHA HA ChXpPAaHEHHE.

Ha ce cxxpaHaa noa 25°C.
Ha ce cbxpaHaBa B OpUrHHa/lHaTa OMTAKOBKA, 34 [1a Ce NPEANnasH OT CBET/IHHA.

6.5 BnaucbabpkaHHe Ha ONMAKOBKaTAa

CreiuieHa OyTrnka ¢ kexaubaped usAat (100 ml). [TonneTHnenoBa 103aTOpHa CIPHHLIOB
(rpagyupaHa B mg M ml) ¢ noaucTupeHoBo dyTano.



6.6 ChnenHaaHH NpeaNa3HH MEPKH NPH H3XBBLPJsAHe H paboTa

Cnexn Besika ynorpeba, o3upalara ClpUHLIOBKa TpAOBa Ja ce OTAEIH, 4a C€ U3MHE CTapaTeNdo M J1a
ce MOJACYILLH.

7. NPUTEXATEJ HA PAZPELNIEHHETO 3A YIIOTPEBA

G.L. Pharma GmbH
Schlossplatz |

8502 Lannach

ABCTpHA

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20000205

9. IJATA HA ITBPBO PAZPEINIABAHE/TIOAHOBABAHE HA PAZPELNIEHHETO 3A
YIIOTPEBA

Jara Ha mepBO paspewasade: 06 ronu 2000 T,
HNara Ha nocneaHo nogHosaBaHe: 30 mai 2011 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

04/2024




