KPATKA XAPAKTEPUCTHUKA HA TMTPOAYKTA

¥ Tosu nexkapcTBeH NPoOayKT MOUIEKH HA JOMbIHHTENHO Habmonenue. Tosa Lie no3sou 6Gbp30To
YCTaHOBSIBAHE HA HOBAa HHPOPMaLHUsa OTHOCHO Oe3onacHocTTa. OT MEMIMHCKHTE CNELMATHCTH ce
M3UCKBA J1a Cbo0O1IABaT BCAKa M0/103MPaHa HeKellaHa peakius. 3a HAYMHA Ha ChODIIIABAHE Ha

HEKEJTaHH peakLnM BUKTe Touka 4.8

1. HWME HA JJEKAPCTBEHUS TIPOAYKT

Kongyneke 300 mg cToMalIHO-yCTOHUMBH KancyJiM, MEKH
Convulex 300 mg gastro-resistant capsules, soft

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

R ——

~
NANBLAHUTENHA ATEHUNA NO NEKAPCTBATA

Kbm Pez. N

Kpamka xapakmepucmuxa Ha npogykma [Mpuroxerue |

PaspeuweHtie N:

|

BG/MA/MP -

,
Ogobperue N

I kancyna cbabpaka 300 mg Bannpoepa kucenuna (Valproic acid).

3a MbAHUA CITUCHK HA TMOMOLIHMTE BELIECTBA BHIKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

CromalluHo-ycToHYMBA Kancylla, MeKa.

2’02

OBBJ'IHH, PO30BH KETAaTHHOBH KarCyJ/lH ChC CTOMaLUHO—yCTOFI‘-IHBO MOKPHTHE.

4. K/IMHHYHH JAHHHU
4.1 TepaneBTHYHH HOKA3AHHS

Enunencuu:

JleueHne Ha MbPBHYHM reHEPATU3HPAHH EMWICTTUYHH NIPUNAABLH, BTOPHYHH F€HEPaIH3HPaHH
CINUJIENITHYHH MPHNAJABLK H HEITbJIHK eNWISNTHYHU NPUIAbLIM.

Bunonspuu pazempoiicmsa:

Jleuenne n npoduaakTHKA Ha OCTPH MAHMAKAIIHU €MH30/1M CBbP3aHH C GUIOJISPHU Pa3CcTPOHCTRA.
JleyeHue Ha MaHHEH €Mnu30/1 NpH GUIOJIAPHO Pa3CTPOMCTBO, KOTAaTO JIMTHIA € MPOTHBONOKA3aH, UIH He
ce Toneprpa. [Ipoab/KaBaHe Ha IEYEHHETO Clle/l MAHHEH €MH30/1 MOKE J1a ce OOMMCIIH NpH
NalMeHTH, KOUTO Ca Ce MOBJIHAIM OT BaJINPOAT MPH JICUEHHETO HA OCTPA MaHMs.

4.2 Jlo3HpoBKa H HAYHH HA NPHJIOKEHHE

EO3H[}OBKB

[lpeanarar ce popmu Ha KoHByJieKe ¢ pa3/inyHa MOLUHOCT W /1032 32 HHAMBHYAIHO 103MpaHe Ha

JIEKApCTBEHHA NPOAYKT.

Enwiencuu u manuiinu enuzo0u npu OUNoAApHO Pazcmpoicmeo

Jela OT JKeHCKH 110J1 M JKEHH ¢ IETEPO/IeH NOTEHLIMA

INPpH p€AOBHH KIIHHHYHH npernenu

b N.




Bannpoar ce npeanucea 1 oTmycka B cboTBeTCTBHE C [Tporpamara 3a npeanaseane oT GpeMeHHOCT
npH ynorpeba Ha Baanpoar (Bx. Touka 4.3 u 4.4).

Bannpoar Tps0Ba a ce npeanHcea NpeAMMHO KaTO MOHOTepanus, ¢ Hali-HHCKaTa e)eKTHBHA 1034,
aKO € Bb3MOXHO, B IEKapCTBeHa JopMa ¢ YABDKeHo oceoboxknaraHe. [lHeBHaTa n03a Tpabea na 6uae
pasfesieHa MOHe Ha JBe OTAEAHH J03H (BK. TouKa 4.6).

Muoxe
INpenopbuBa ce neyenuero ¢ Konpynexc na ce 3anouHe H KOHTPOIMPA OT CHELMAIUCT C ONHT B
JICYEHHETO Ha ENHNENCHA WIH OUNONSpHO pascTpOHCTBO (BXK. TOUKH 4.4 4 4.6).

Enusencan

[lo npuxumn, nHeBHaTa 103a TPAOBa aa Obae pasneneHa Ha HIKoONko npueMa. [1o Bpeme Ha
MOHOTEpanuaTa ¢ BaNMpoeBa KHcenHa, obluaTa AHEBHA 1038 MOXKeE 1 Ce MPUIara eHOKPATHO, BeYEp
(no makcumaHa qHeBHa no3a ot 15 mg/kg).

HeobxoauMuTe THERHU 103K BAPHPAT B 3aBUCHMOCT OT Bb3pacTTa H TeNecHoTo Terno. OnTHManHaTa
7103a ¢e ONpe/ie/isl OCHOBHO OT KOHTPOJIA Ha NPHNAABIIMTE;, HE ¢ HEOOXOAMMO PYTHHHO M3CNIEIBaHe Ha
IL1a3MEHHTE KOHLEHTpaLK. Brnpeky ToBa, onpeaensHeTo Ha NIAa3MEHNTE KOHLEHTPAIIMK MOXeE A3
Objie OT M0/13a NPH HEAOCTATHHEH KOHTPO/ HA MPUIAABLIMTE WK MPH NIPEANOAaraeMy CTPaHHYHH
edexTH (BK. Touka 5.2).

MoHoTepanun

Bwapacmuu

[IbpBonayanHo ce npunarar 600 mg aHesHo (5-10 mg/kg TenecHo Terno), ¢ NoCAEABaILO NOCTENEHHO
nosuiagaxe ¢ 5-10 mg/kg na 3-7 qHEBHM HHTEPBAITH AOKATO C& MOCTHIHE KOHTPO/ Ha NPHITAbLMTE,
O6HKHOBEHO TOBA ce NOCTHra ¢ AHeBHa 102a oT 1 000-2 000 mg (20-30 mg/kg TenecHo Terno). Ako
Ce NOCTHIHE aIeKBATEH KOHTPOJ1 HA NPHIAABLLUHTE NPH H3NOA3BAHE Ha Ta3H JO3HPOBKA, 103aTa MOXKE
Ja ce ysenuqu ao 2 500 mg AHeBHO.

ITeouampuyuna nonyaayus

ITspeonayanno ce npunarar 10-20 mg/kg TenecHo Tero, ¢ NOCAEABALIO NOCTENEHHO MOBUILABAHE C
5-10 mg/kg Ha 3-7 THEeBHH HHTEPBAIHM OKATO C€ IOCTHIHE KOHTPOI Ha NpHnagbuuTe. OGHKHOBEHO
TOBA Ce NoCTHra ¢ AHeBHa Ao3a 20-30 mg/kg TenecHo Terno (3a opueHTaUUs BHXTE ChINO TabaHLaTa
3a J03HpaHe.). AKO € TE3H [03H HEe MOXKE Aa Ce MOCTUTHE a[IeKBATeH KOHTPOJ Ha MPHNAbLMTE,
AHEBHATA /1034 MOXE J1a ce yBenuyH no 35 mg/kg TenecHo Terno. B oTaenuu cnyyau e Bb3MOXHO Ja
OBae Heobx0AUMO H3nON3BaHe Ha 203W Haj 40 mg/kg/neH.

[lpu neua, npu KOKTO ce Hanara Ja ce NpuiaraT No-BHCOKH 034 oT 40 mg/kg/nen, e Heobxoanmo
PEAOBHO Aa Ce KOHTPONHpAT TJaGopaTOpHHUTE H XeMaTOJIOMHYHH MOKA3aTe .

Heya ¢ mezno nao 20 kg: Tlpenophusa ce Hauanua ao03a ot 300 mg axeBHO.

[lopagu Heo6x0AMMOCTTA OT THTPHpaHe Ha 03aTa, CHLLO TAKA 3a AeLa Ce MPEIAaraT U TeuHH GopMu
Ha KoHBynekc.

llayuenmu ¢ nanpeonana évspacm
PapMaKOKMHETHKATA Ha BANMPOAT MOXE 1a Ce NPOMEHM NP MALHEHTH B HANPEHANA Bb3PacT.

HOSHPOBK&T& TpﬂﬁBa Aa CE OMpCIEeiIH B 3aBHCHMOCT OT KOHTpPO.Ia Ha NPpHMAABILHTE. (B)K. ChIIO TOYKA
5.2)

IIpenopwusam ce creonume OHeaHU 003U 3G 8aINPOAM
(Tabnuuara € 3a OpHEHTHPOBKA):

Br3pact TenecHo Terno Cpenna nosa
(kg) (mg/nHeBHO)

3-6 meceua =5,5-7.5 150

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

1-3 roauHuU =10-15 300-450

3-6 roguHK =15-20 450-600




7-11 ronuHu =20-40 600-1 200
12-17 rogunn =40-60 1 0001 500
BnapacTau >60 1200-2 100
(BKNHOUHUTETHO MALKEHTH
B HallpeiHaja Bb3pacT)

Tlayuenmu c 6vbpeuna nedocmamyHocm wWunu HapyuieHue Ha Yeprodpobunama gynxyus

Ilpu nanpenTy ¢ 6u6peyHa HETOCTATBYHOCT MOXE A C€ HAJIOKH HAMATABAHE HA J03aTa KM
yBeAHYaBaHe Ha J03aTa NPH MaLKHEeHTH Ha XeMoaHanu3a. Bannpoat ce otaens npy nuanusa (Bx.
Touka 4.9). [loaupoekara Tpa6Ba fa ce MPOMEHS CMOpe KIHHHYHOTO NMPOC/IEIABaHE HA NALMEHTA
{Bxk. Touka 4.4). [losata TpabBa na ce onpeieny Bb3 OCHOBA HA KIIMHHYHATA KAPTHHA, Thii KATO
MOHHUTOPHPAHETO Ha TUIA3MEHHTE KOHLEHTpallMH MOXe fa Gbie noasexaaito (BX. CbILo Touka 5.2)

KomOnnupana Tepanna

I1pu 3anouBane Ha JieyeHHe ¢ KOHBYNEKC KANCYJTH NpK NaLHEHTH, KOUTO BEYE MIPOBEHAAT IEYEHHE C
ApYTd aHTUKOHBYJICAHTH, JO3MPOBKATA HA HU3NON3BAHMA NPEAH MeQHKaMeHT TpsaOBa OaeHO 1a ce
Hamanaea. 3ano4BaHeTo Ha Tepanua ¢ KoHBynekc Tpa6Ba 1a ce OChUIECTBABA MOCTENEHHO 10
AocTHrane Ha Habenasanara no3a cinen okono 2 ceqmuuM. [py npunarane va Konsynekc kancynm
KOMOMHALIMA ¢ AHTHKOHBYJICAHTH, KOMTO HHIYLIMPAT aKTHBHOCTT2 HA YEPHOAPOOHHTE EHIUMM, HAMp.
tenutoun, derobapburan unu kapbamazenuH, MOXKeE 14 Ce HAOKHM MOBMINABAHE HA 103aTa ¢ 5 110
10 mg/kg/aHeBHo.

Cneln npeycraHoBsBaHe Ha MPUEMa HA HHIAYKTOPH HA YePHOAPOOHHTE €H3MMH € Bh3MOMKHO Ja Ce
MOCTHIHE 8ICKBATEH KOHTPOJ Ha MPUNAABLLUMTE NPH H3MNON3BaHe Ha NO-HUCKH 103M Kousyneke
karncynu. [Ipu eaHoBpeMeHHO ipHnarave Ha 6apOuTypaTH M NpH HaGoAaBaHe HA NPOABH Ha
cenupane (ocobeHo npu aeua), TpadBa Ja ce HaMaIH A03aTa Ha GapOuTyparTe.

[lo oTHOLIEHKE Ha NOKa3aHHETO ,,6HNONAPHH PA3CTPOIHCTBA”, He Ca NPOBEXAaHH KOHTPOIMpaHH
KJIMHAYHY NPOYYBaHHA NPH J€La ¥ OHOLIM HIIH MPH MALMEHTH Haj 65 roJHLIHA Bb3pacT.

BHnoaapHy pascTpoiicTBa (caMo NPH BL3PACTHH NALHEHTH)

Octpa Tepanus: TTpenopbysa ce HauanHa Ao3a ot 600-900 mg aHeBHO. CHITHO BB36YAEHH NALMEHTH
MOKe [1a ce TpeTHpar ¢ A03d 10 1 500 mg anesHo. [loctenenHo noexinaBate Ha go3ara TpsAGBa aa ce
H3BBPIIBA HA HHTEPBATU MEKAY 2 11 4 IHH M /1a ce CBIPOBOXKIA ¢ MOHHTOPHPAHE HA IUIA3MEHHTE
KOHUEHTpatuH (0buyaiiH1 TepaneBTHYHK rpanuun: mexay 50 u 125 ml/1) po orGenaspane Ha
KIHHUYHO NOACOpEeHHE WM NOSBa Ha HEKENAHH NIEKaPCTBEHH PEAKLIHH.

IMpodunakrrka Ha perauey: OGHualinnTe AHEBHKM No3H ca Mexay | 000 u 2 000 mg.

Manpiiny endu3odH Nps GHNOAIPRO pa3CTPolicTBO
Buv3pacmnu

JueBHata f03a Tpa6Ba na GbAc ycTaHOBEHA M KOHTPOJIMPaHa HHIHBHAYANHO OT IEKyBaLUMs JiEKap.
[Ipenopbumre/HaTa HaYaHa JHeBHA f03a € 750 mg. OCBEH TOBa B KJIMHHYHH H3MHTBAHHA Ha4anHa
Ho3a ot 20 mg Bannpoat/kg TenecHo Terjo ChLIO NOKa3ka NPHEMHB Npodun Ha Ge30MacHOCT.
DOpMUTE ¢ YABIDKEHO OCBOOOKIaBaHE MOraT Aa Ob/IAT NPUIaraHy €HH BT, HK JBA IThTH AHEBHO.
Hozara Tpabea na 6be yBeNHUYEHA KOIKOTO € Bb3MOXHO 110-0bp30, 3a 12 ce MOCTUIHE Hali — HUCKaTa
TepaneBTHYHA 1034, KOATO BOAM 10 XKeJlaHHA K1MHHueH edexT, /IHeBHaTa n03a 1psa0OBa na 6bae
ajanTvpaHa CnpsaMo KIHHHYHUA OTrOBOP, 33 Ja CE ONpPEAE/H HaH-HHCKaTa edeKTHBHA A03a 3a
HHOWBHAYATHHA NIALHCHT.

Cpennara nHeBHa no3a oOHkHOBEeHO Bapupa mexay 1 000 u 2 000 mg sannpoar. ITauHeHTH, KOUTO
NOJIy4aBaT AHEBHH 034 NO-BUCOKH oT 45 mg/kg TenecHo Terno AHEBHO, Tpa6Ba na Gbaar
BHHMATEJIHO NPOCTEAABAHH.

ITpoaB/DKABAHETO Ha JIEYEHHETO 3a MAHHHHH €NH30AK NPH GHMONAPHO PascTPOHCTBO TPACEAEA Dk
ajanTUPaHo HHAMBHAYAITHO, KATO Ce H3MOo/3Ba Hal-HHCcKaTa epeKTHBHA 103, ’&5{8‘

$

Heouampuuna nonynayun :
EdmxacnocTTa Ha Konpytexe npu Aeua noa 18 roanHu B JieUeHHETO HA MaHHHKK enu3d i
GHNONAPHO Pa3cTPORCTBO HE € ycTaHOBeHa. 3a noeeue uHGopManms 3a GezonacHOCTTa \ lﬁu

BHXKTE TOYKa 4.8.




[Ipoab/DKUTENHOCTTA Ha IEYSHHETO Ce ONpEAEN OT NCKYBALIHA JICKap.

Hauun Ha npunoxeHHe

IMepopanHo npwioxkeHne
Kancynure TpabBa na ce MpHEMAT LiesiH, ¢ MAKO TEYHOCT, 110 BPEME HITH CJIEH XpaHeHe.

4.3 IIporaBomoKa3aHus

CBpBbX4yBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO HIIM KbM HAKOE OT MOMOLLUHKHTE BELIECTRA,
136poeHH B TOYKA 6. ]

AKTHBHO YepHOApoOHO 3a0onarane

AHaMHECTHYHM NaHHH 3a TEXKKO yBpeXaaHe Ha QYHKUMATA Ha yepHEA Apod, 0coBeHO BLB BPb3Ka
€ NpHEM Ha JIEKapCTBEHH IPOAYKTH

YepHoapobHa nopdupus

almeHTH ¢ MMTOXOHIPHAHH HapYLIEHHSA, IPHYHHEHH OT MYTALMH B AAPEHHS eH, KOAHpALL
MHTOXOHApUHanHus eH3uM nonumepasa y (POLG), Hanp. cunapom Ha Alpers-Huttenlocher, kakTo
¥ [IPH 1eua noAa 2 rofMIliHa Bb3PacT, 3a KOHTO Ce CMATA, Y€ MMAT HapyileHue, cBhp3aHo ¢ POLG
resa (Bux T. 4.3)

TNaLHeHTH ¢ H3IBECTHU HAPYILEHHA B YPeHHUA LMKBA (BXK. Touka 4.4)

JleueHue Ha enunencus

[lo Bpeme Ha 6peMEHHOCT, OCBEH KOraTo HAMA MOAXOAAIIO ANTEPHATHEHO JIEUEHHE (BHK TOUKA
4.4u4.6).

TIp¥ eHH ¢ 1eTepoeH NOTEHLINAT, OCBEH KOraTO €a H3MbJIHEHH YCIOBHATA HA NPOrpaMara 3a
npeana3sane oT OpeMeHHoCT (BiK Touka 4.4 W 4.6).

Jleyenue Ha GHIMONAPHO pascTPOHCTRO

4.4

o BpeMe Ha GpeMeHHOCT (BIXK Touka 4.4 u 4.6).

Hp# seHH ¢ neTepoNeH NOTEHUHA, OCBEH KOTATO €a U3MTBJIHERH YCHOBHATA Ha NpOrpaMara 3a
npeanassane oT OpeMeHHOCT (BEDK Touka 4.4 u 4.6).

Coeusanns npenynpexiesds B NpeanazHH MEPKH NpH ynorpeda




HEOI‘ERM& 3a npeanaisaHe oT 6EOM8HHOCT

Bannpoat nma BHCOK TepaToreHeH noTeHLMan 1 NpH AelaTa, H3TOKEHH Ha BANMpPOAT in utero, HMa
BHCOK PHCK OT'BPOJCHH MandOopMalii U HAPYILUEHHA B Pa3BUTHETO Ha HEPBHATA CHCTEMA (BXK.
Touka 4.6).

KoHByJiekc Kancy/nH € NPOTHBONOKA3aH B CIIEHUTE CITyYaH:

Jlewenue Ha enunencus

- ITo BpPEME Ha GpeMeHHOCT, OCBCH KOTaTO HAMA MNOAXOAAIO ANTCPHATHBHO TCYCHHE (BP[)K TOUYKaA
4.3 n4.6).

- [Ip# >xeHH ¢ aeTepoaeH NOTEHLIMAN, OCBEH KOraTo Ca H3MbJIHEHH YCIIOBHATA HA MPOTPaMAaTa 3a
npeanaspaHe o1 OpeMeHHoCT {BHXK TOUKa 4.3 H 4.6).

JleucHue Ha 6GunonApHO pa3CcTPoOcTEY

- Ilo Bpeme Ha OpemeHHOCT (BHK TOUKa 4.3 u 4.6).

- Ilpw xeHH ¢ IETepOaEeH MOTEHLIHAN, OCBEH KOraTo ca H3MbIIHEHH YCIIOBHATA HA NpOrpamara 3a
npeanaisaHe oT GpeMeHHOCT (BHXK Touka 4.3 H 4.6).

Yenosug Ha nporpaMara 3a npenaseade oT 6peMeHHOCT;

IpeanuceamuAT Nexap TpabBa aa rapaHTHpa, Ye:

- HHHMBHAYANTHATE OOCTOATENCTBA Ca 3 L/IKHTEIHO OLEHABAHH BLB BCEKH OTJENCH CITydai,
Kato naumMeHTKara Tpadsa fa Ob/ie BKIIIOYEHA B IMCKYCHATA, 34 1a C€ OCHIYPH aHT&KHPaHOCTTa
#, aa ce 0OCHAAT TepaneBTHUHUTE BL3MOXKHOCTH U A1a Ce TapaHTHPa HEHHOTO pasbupaHe Ha
PUCKOBETE M HEOOXOAHMHUTE MEPKH 32 CBEXJAHE Ha PUCKOBETE 0 MHHHMYM.

- MIOTEHUHATET 34 HACTBNIBAHE HAa OPEMEHHOCT € OUCHEH MPH BCHYKH MaLHEHTKH OT JKEHCKH NoJl.

- NauueHTKaTa € pa3bpana W NOTBLPAKIIA, e OCh3HABA PUCKOBETE OT BPOAESHH MandopMaluy 1
Hapylli€HHA B Pa3BMTHETO HAa HEPBHATA CHCTEMA, BKIIOYHTENTHO CTEMEHTA HA TE3H PHCKOBE 3a
Jeuara, ¢ €eKCO3HLMA in utero Ha BANNPOAT.

- nauxeHTKaTa pa3bupa HeOOXOIUMOCTTa OT NMPOBEXARHE Ha TECT 3a GPEMEHHOCT Npeay
3aMOYBAHE HA NEUYEHHETO U MO BPEMe Ha JISYCHHETO, KAKTO € HeOOXOOHMO.

- TIALLHEHTKATA € KOHCY/ITHPaHa MO OTHOLICHHE HAa KOHTPALENMUMATA K € B ChCTOAHHE 1A CE
cb0o0Opa3y ¢ HeoGXOAHMOCTTA OT H3ION3EaHe Ha e()eKTUBHA KOHTpaUenUus*, 6e3 npexbepane
f10 BpEME Ha LIE/INA NEPHOA Ha JICUEHHE C BaJMpoar.

- MalMeHTKaTa pasbxpa HeoOXONUMOCTTA OT peJoBeH (MOHe BEAHBXK MOJHIIHO) Nperie Ha
NeYeHUETO OT CMIEUHATHCT C OMMT B JICUCHHETO HA SMUWIENICHA HIH GUNonapHo pa3scTpoicTso.

- nauMeHTKaTa pasbupa HeoOX0AUMMOCTTA 1 Ce KOHCYNTHPA ChC CBOA JIEKAp BEJHAra LIOM
niaHupa 6peMEHHOCT, 3a 1a €€ OCHTYPH CBOSBPEMEHHO 00CHKIaHE ¥ IPEMHHABAHE KbM
ANTEPHATHBHH Bb3MOKHOCTH 3a JICHEHHE NIPE/IH 2aueBaHe H NpPeaH 4a Ce NPEKpPaTH
KOHTpAaLENLMATA.

- nalueHTKarTa pa3bupa Heo6X0AUMOCTTa OT CHIELIHA KOHCYNITAalMA CBhC CBOA JieKap B CiTy4aii Ha
GpeMeHHOCT.

- NnalMeHTKaTa € nofy4una PLKOBOACTBOTO 3a MallHEHTA.

- NaLKEHTKATa NOTBLPXKABA, Y€ € pa3bpana PUCKOBETE H HEOOXONUMHTE TIpEANa3HH MEPKH,
CBbp3aHH ¢ ynotpebara Ha Bannpoar (loauiueH GopMyaap 3a NOTBbPXKIAECHHE OCh3HABAHETO Ha
pucka).

Te3u ycloRHA Ce OTHACAT M 34 XKEHH, KOMTO MOHACTOSNLIEM HE CA CEKCYATHO AKTHBHH, OCBEH KOraTo
NpeaNuCBAILMAT JIEKAP CMATA, Y€ ChIECTBYBAT YOSAMTENHH NPHYKMHH 1 ce MOCOYH, Y€ HAMA PHCK
OT HACTBMBaHe Ha GpemMeHHOCT.

Jeua oT xeHckH non
- [peanucpakTe Nekapu TpAGBa Aa ca CHIYPHH, Y€ POOUTENHTE/MONArALIMTE
KEHCKH 1ol pa3dupaT Heo6X0AUMOCTTa 2 C€ CEBPIKAT ChC CNELHAMAKCT BEAH

HETETO OT XKCHCKH I1OJI, KOCTO HEHeMa BMHE&T, l'lOJ'lz:IH MCHapXe,

'.4




IIpeanuceamusaT nekap TpabBa ia rapaHTHpa, Ye POAMTENHTE/IONAralliUTe TPHKHM 33 AELA OT II

AHEHCKH N0, KOUTO €A MOTyYHJIH MEHAPXE, ¢a NOTYYHIH NoJpo6Ha HHGOPMAaLHA 3a pUCKOBeTe
OT BPOJCHH MaIOPMALIMH U H30CTaBaHE B PAa3BUTHETO Ha HEPBHATA CHCTEMA, BKIIIOYHUTENHO
CTENEHTa Ha TE3H PHCKOBE 3a JIENATa, C eKCTIO3KLMS in utero Ha BaMpoar.

- [1pu MaLMeHTKH, KOUTO ca MOAYUYMIH MeHapxe, NPeANUCBaLMAT JieKap TpabBa Aa npeoLeHsBa l
€XKErOAHO HYXKNATA OT TEpaITHA C BAIIPOAT H [la OGMHCIH AlTTEpHATHBHH BB3MOXKHOCTH 32
AeveHHe. AKO BAINpOAT € eJHHCTBEHOTO MOAXOAALIO JieueHHe, TpAGBa aa ce obchasT
HeoOXOIUMOCTTa OT H3MION3BAaHE Ha e(PEKTHBHA KOHTPALITILIMA H BCHUKH APYTH YCIOBHA HA
[Iporpamara 3a npeana3spake oT OpeMeHHOCT. CneuuanieTsbT TpAGRa A2 NONOKH BCHUKH
YCHIMs IETETO OT HKEHCKH MON Ja NPEMHHE Ha ANTEPHATUBHO NedeHHe, NPEH [1a € HABBPLIKAO
TIBJIHONETHE.

Tect 3a GpemenHoCT
[Ipean HayanoTo Ha neueHneTo ¢ Bannpoat TpAGBa Aa ce uakmouu Gpemennoct. He Tpabsa na ce

3aro4Ba IeUEHHUE C BANMPOAT APH HEHH C JAETEPOIEH NOTeHUHAN Ge3 OTpHUATENEH PE3YTAT OT TeCT
3a OpeMEHHOCT (KPhBEH TeCT 3a GPEMEHHOCT), NOTBBP/IEH OT JeKap, 3a 1a Ce H3KIFOUYH HeXeNaHaTa
ynotpe6a no Bpeme Ha OpeMeHHOCT.

Kourpanemius

JKenute ¢ neTepoaeH NOTEHLMAN, Ha KOMTO € [peAnHcaH Baanpoar, TpsbBa 1a H3NON3BaT
eekTHBHA KOHTpauenuusa Ge3 npeKbCBaHe Mpe3 LeTHs NEPHOL Ha NeueHHe ¢ Banmpoat. Ha Tesu
nauueHTkH Tpsdea ga 6be NpeaocTaBeHa H3vepnaTenHa HHGOPMALMA OTHOCHO MPEANa3BaHeTo OT
GpemennocT 1 Tpa6Ba Aa OBAAT HACOHEHH 3a CHBET OTHOCHO KOHTPALIENLUMS, AKO HE H3MOJT3BAT
etexkTHBHa Takaea. TpaGea na ce u3non3pa Hal-ManKko eUH e)eKTHBEH METO/ 32 KOHTpaLIeNLUs
(32 npeano4nTate He3aBACHMA OT MoTpebuTens dopMa, karo HaNPUMEpP BTPEMATOYHA CIMpana
HJTH HMIUTAHTAT), WIH ABE AOMBJIBALIM C€ POPMH HA KOHTpPaLELHs, BIJIIOMHTENHO GapHepeH
meToA. Unausuayanuute ofcToaTecTa TpAGEA [1a ce OLIeHABAT MPH BCEKH OTAENEH Cyuaii,
KOraTo ce H30Mpa METO/ Ha KOHTPALIENIIMS, KaTo NalMeHTKaTa TpAOBa Aa ce BIIOYH B
00CHKIaHETO, 32 /1a CE rapaHTHPa HeifHATa AHTAKHPAHOCT ¥ CIIA3BAHETO Ha H3OpaHHUTE MEpKH.
Haxe na uma ameHopes, T4 TpAOBa Na cMa3Ba BCUYKH ChBETH 3a eEKTHBHA KOHTPALICTILIHA.

CpeAcTBa CHABPMKALIY ECTPOTEH
EnnospemeHHaTa ynotpeba che CpeacTBa ChIBPHKALIA ECTPOTEH, BKIKOYHTENHO CHABPKALINTE

€CTPOreH XOpMOHAIHH KOHTPALIENTHBH, OM MOIJIO fa NOBeAe A0 HAMANABAHE HA e(PUKACHOCTTA HA
Bannpoar (Bx. Touka 4.5). [IpeanucpainuTe nexapu Tpsbea Oa NpocneRsBaT KIMHHYHHA OTTOBOP
(KOHTPO/ Ha NPMNAXBLMTE) NPH 3aN0YMBAHE HIH NMPEKPATABAHE HA JEYEHHETO ChC CPENCTBa
ChLABPKALIH €CTPOTEH,

FO,QHI.UCH nperjaen Ha JeYCHHETO OT METHUHHCKH CAEIIHATHCT
CrieunanucTsT TpAOBa NOHE BEAHBXK FOAHMILHO Aa MPELEHSBA Jai BAINPOAT € Hail moaXoasHoTo

neyeHHe 3a nauxeHTKara. CneuuanMeTsT Tpadsa na ob6cban [Noauwmus bopMynap 3a
NOTBbPXAEHHE OCH3HABAHETO Ha PHCKA IIPH 3aMOYBaHe HA JIEUEHHETO H NPH BCEKH rOMIUIEH
npernen, ¥ a rapaHTHpa, 4e NauMeHTHT € pazdpan ChAbPKAHHETO MY.

ITianupaHe Ha HpeMeHHOCTTA
3a nokazaHKeTO eNUNIETICHA, AKO XeHaTa M1aHHpa [a 3abpeMeHee, TepanuaTa ¢ Bannpoar Tpatsa na
Cce MPeOLIeHH OT CIELUANHCT C OTHT B JICHEHHETO HA EMUIENCHS i a ce OOMHCNAT ANTEPHATHBHH
BB3MOKHOCTH 32 leucHHe. Tpabpa na ce nonokaT BCHUKH YCHINA, 34 Ia C& MpeMHHe Ha

NOAXOAALLO ANTEPHATHBHO JIEYEHHE NPEAH 3a4€BaHE H NpPeH NPEKpaTIBaHe HA KOHTPALENLUHNATA,
AKO CMsAHATa Ha JIEYEHHETO HE € BH3MOXKHA, JKeHaTa TpAGBa 1a nonyuH JOTbIHHTE HA

KOHCYJITALHA OTHOCHO PHCKOBETE C BANMPOAT 32 HEPOAEHOTO AETe B MIOAKPENa Ha HH(l)OpMHpaHOTO___
i B3emaHe Ha pellleHHe OTHOCHO CeMelHOTO maaHupaHe.

3a nokasaHueTo GUNONAPHO Pa3CTPOHCTBO, aKo JKEHATa IU1aHHpa aa 3abpemenee, Tpat
NPOBEAE KOHCYNTALKA ChC CIELMATHCT ¢ OMHT B JICUEHHETO Ha GHIONAPHO PascTpo
JIeYeHHETO C BANNpoat TpA6Ba 1a ce MPeyCTAHOBH, H 8K0O € HeOOXOAMMO /1a ce TIpeM




ANITCPHAaTHBHO JIEUCHHE NPEAH 3aHEeBAHE H NP NIPEKpaTABaHE Ha KOHTpaLEenumMAaTa.

B cayyaii Ha GpeMeHHOCT

AKO KEHa, KOATO ce NIEKYBa ¢ Bajlnpoat, 3abpemeree, T4 TpAOBa He3abaBHO /1A CE HACOUH KbM
CNEeLHANINCT, 3a f1a Ce MPEOLEHH JIEUEHUETO C BAMNpoaT U Aa ce o0CHAAT AITEPHATHBHH
BB3MOXKHOCTH. BCHUKH NALIMEHTKH ¢ €KCMO3ULIMA Ha BAIIPOAT [0 BPEME Ha OpeMEHHOCT H TEXHHTE
NapTHEOPH TPA6Ba na ObAaT HACOUEHH KBM CMELHMAIHCT 3a OLEHKA U KOHCY/ITHpaHe
{cneuuanu3MpaH NpeHaTaaeH MOHHTOPHHT) OTHOCHO eKCIIOHHpaHaTa GpeMeHHOCT (BEXK To4Ka 4.6).

OapMalueBsTLT TPAOBA J1a rapaHTHPA, Ye

- TNPH BCAKO OTMYCKAHE Ha BANNPOAT € NMpeJOCTABEHA KApPTa Ha MAlWEHTA H MALMEHTKMTE
pa3bupaT HelHOTO ChbAbPKAHHE.

- NalMeHTKHTE ca MOCHBETBAHM JIa HE CITMPAT JICYEHHETO ¢ BaNMpoaT M He3abaBHO 1a ce CEbpkKAT
CBC CMELMAINCT NPH MIAHHPaHa WK OA03ApaHa GPEeMEHHOCT.

O6yuuTE HH MaTepHATH

3a na ce NOANOMOrHAT METHUMHCKHTE CNIELHANTICTH M NAUMEHTKHTE B AEHCTBHATA 12 € H3berHe
EKCTI03HLIMATA Ha Ba/INPOAT N0 BpeMe Ha OpeMEHHOCT, NPUTEKATE/IAT HA PaspelieHHeTO 3a
ynotpe6a e npeaocTaBil 00yYHTETHH MaTEpHaAITH 3a NOJCHIIBAHE Ha NPEYTIPEXIEHHATA U
NIPEAOCTABSAHE HA YKA3aHUS OTHOCHO yNoTpebara Ha BANpPOAT MPH JKEHH C AeTePOoAeH MOTeHLHAN H
HHPOPMaALIHA 33 ChABLPKAHHETO Ha MporpaMarta 3a npeanassaxe ot OpeMeHHOCT. Ha Bcuuku xenw ¢
AETEPOIeH NOTEUHAIT, KOUTO H3MOJ3BAT BANPOAT, TpAOBa Ja ce NpeocTaBl PEKOBOACTRO 34
NAUMEHTA H KapTa Ha MalUeHTa.

Tpabsa na ce u3non3pa roaMileH GOpPMYIIAP 32 MOTBBPXK/CHHE OCh3HABAHETO HA PUCKA NPH
3aMOYBAHE Ha JICYECHHETO H 1O BPEME Ha BCEKH FOAMILIEH Nperyie]l Ha IEYEHHETO ¢ BAMpPOAT OT
CreuMaIucTa.

=

Ynotpeba OpH nauMeHTH OT MBAKKH MO

PetpocnekTHBHO 06cepBallHOHHO IPOYYBaHE MOKa3Ba NIOBHILEH PHCK OT PascTPOHCTEa Ha
HEBpoOJIOrHuHOTO paseuTHe (neurodevelopmental disorders, NDD) npu aeua, ynaro Gamp ca
NIeKyBaHH C BaJpoar npe3 3-Te Mecela NpeIH 3a4eBaHETO, B CPABHEHME ¢ JeliaTa, YMHTO Banld ca
JIEKYBaHH C JJAMOTPIDKHH WIH JIEBETHpaLIETaM (BkK. Touka 4.6).

Kato npeanasna Mapka, npeanuceailyTe gekapd TpAGBa Aa HHGOPMHPAT NALUMEHTHTE MBXKE 33 TO3H
NOTEHUHANEH PHCK (BXK. TOUKa 4.6) W 12 06cbAAT HeoOX0aUMOCTTa OT OOMHCSHE Ha edheKTHRHA
KOHTPAUENLiMA, BKIOYHTENHO W 3a IapTHLOPKATA, 1O BpeMe Ha ynoTpebarta Ha Baanpoar u B
NpoALIDKEHHE HA NMoHE 3 Mecela cel NPeKpaTaABate Ba JeueHHeTo. ITaUMeHTHTe OT MBXKKH [OJ1 HE
TpaOBa Jia JapABAT CrepMa [0 BPEME Ha JIEHEHHETO U B MPOIBIDKEHHUE Ha MOHE 3 Meceua cnen
NpeKpaTaBaHe Ha JICYEHHETO.

[TauueHTHTE OT MBXKKH MO, JIEKYBAHH C BANNpPOAT, TpAOBa peIOBHO /1a ce NPEriexaaT OT JIeKyBallus
T JI€Kap, 3a fia C€ NPELEHH AallH BAINPOATHT OCTaRa Hal-MOAX0AALIOTO ISYEHHE 32 TAX. 3a NaLMEeHTH
OT MBXKH T10J1, KOHTO [UIAHHPAT Aa 3adeHatr aere, TpaOBa Ja ce OOMHCIAT M Aa ce 0OCHIAT C TAX
NOAXOAAILM aNTEPHATHBH HA NeueHHeTo. BLe BecekH oTaeneH cayyaii Tpabea aa ce oueHIT
WHIHBHIyaIHUTe obcToATencTBA. [TpenopsyuHTenHo € npH HeOGXOIMMOCT Aa Ce NOTHPCH CHBET OT
CTIELMAITHCT C OTIHT B JIEHEHHETO HA €MUJIENICHA HITH GUIONAPHO pa3cTOHCTBO.

Hanwuumu ca 06y'~{HTeJ'IHH MaTepHalil 3a MCAHLUMHCKH CIICLHATHCTH U NALUHEHTHTE MBIKE. Ha
NAOHEHTHTE OT MBbXKKH MO/, H3MOI3BaLlid BANNpOarT, T’pﬂGBa Ja cE NpCAoCTaBH PEKOBOAC
Ial{HeHTA.

Vepeaxcoane na vepnus Opob: Tlpenu 3anousaHe Ha JeweHHeTo TPOBA Jla Ce HANpaBu
M3C/IeABaNHE Ha YEePHOAPODHHTE NoKa3aTesH, KOETo a c& MOBTapd NEPHOAMUHO Ha 6 M




MpH GOHH C NOBHIIEH PUCK M TAKHBA C AHAMHECTHYHH JaHHH 3a YepHOApPOobHO 3abondapaHe; nofobHH
nauHeHTH TpAGBa Na 6bAaT BHUMATENHO KIMHWYHO HabnoaaBaHy (BX. ChILO Touka 4.8).
UepHoapoOHHTE (yHKUMOHATTHH TECTOBE TPAOBa [a BKIIOUBAT H3C/IEABAHE HA IPOTPOMOHHOBO
BPEME, TPAHCAMHHA3H H/HIH OHnupyOuH With GUOpHH fRerpanalHOHHK npoayKTH. B Hauanoro e
BB3MOMKHO NOBHIIABAHE HA TPaHCAMHHA3HUTE; OOMKHOBEHO TO € MPEXOIHO H CE NOBIIHABA OT
HaMaJIABaHETO HAa NO3HPOBKATA.

[Ipu nauxenTUTE ¢ GMOXMMHYHH OTKIOHEHUS TPAOBa Aa 6bae HIBLPIIEHA MOBTOPHA KIMHHUHA
NpelieHKa H NoKa3aTeHTe Ha YepHOAPOOHATA QYHKIMA (BKIHOUHTEIHO NPOTPOMOUHOBO BpeMe)
Tps6Ba 1a ce MOHHTOPHpAT JI0 TAXHOTO HopManu3HpaHe. [1aTONOrHYHO NOBKIIEHCTO MPOTPOMGHHOBO
Bpeme, 0coOEHO NPHAPYKEHO C NMATONOTHYHH CTORHOCTH Ha JPYTH ChOTBETHH TECTOBE, H3UCKBA
CTHPAHE Ha JIEYEHHETO. _

[Ipu nauMeHTH, MPH KOUTO B TEpPaNeBTHYHATA CXeMa € BKJIIOYEHA BAINPOERa KHCeHHA € oTena3aHo
HapylUeHHe Ha YepHoapobHaTa QyHKLHNA, BRIIOUMTENHO YepHOAPOo6Ha HENOCTATLUHOCT ¢ daTancH
u3xoll. Hali-4ecTo u3/okeHn Ha pHCK ca aeuara, ocobeHO 1ol 3 roJHILIHA BL3pacT U TE3H C BPOACHH
MeTabONHTHH HITH leTeHepaTHRHY 3a00ABAHHA, OPraHHYHO MO3BUYHO 3ab0NIABaHe WM TeXKH
MpUNagbLM CBbP3aHK C yMCTBEHO W30cTaBaHe. [ToBeueTo oT Te3su HHUMAEHTH Bb3HHWKBAT Npe3
nbpBUTE 6 Meceua OT 3aNOYBAHE Ha JIEYEHHETO, MPEAUMHO MeXTY 2-Ta U 12-Ta cenqMuia 1
OOHMKHOBEHO MpPH M3MI0NI3BAHE HA AHTHKOHBYNICAHTHA ToHTepanus. [1pu Tasu rpyna nauueHTH Tp46Ba
Jia ce NpeanoYuTa MOHOTEparnusTa.

B HavanuuTe cTanMM Ha YepHOIPOGHA HEOCTATLYHOCT, KAMHUYHHTE MMOKA3ATENH HMaT M0-ToNiMa
CTOHHOCT OT 1a0OPaTOPHHUTE M3CNEABAHKA 3a MOCTABAHE HA MPABWIHA AHArHO3a, TEXKKOTO HIIM
datanHo yepHonpoGHO 3aboNsBaHE MOXE Ja Ce NPeAIIECTBA OT HECIEUH(DHYHH NPOSBH, OGHKHOBEHO
C BHE3AMMHO Ha4aslo, Karo 3aryda Ha KOHTpON BBPXY MPHIIAIbLKTE, HEPA3IIONOKEHHE, OTIIAAHANIOCT,
AeTaprus, oTok, 6e3aneTHTHe, NOBPbLIAHE, KOPEMHH GONKH, CHHIIMBOCT, KbATeHHLA. ToBa ca
nokasaHus 3a He3abaBHO NPEYCTAHOBABAHE Ha MPHEMA Ha JeKapcTBEHHA npoaykT. [laumMeHTHTe
TpabBa Aa 6b1aT npeaynpeaeHH He3abaBHO @ YBEOOMAT JIEKYBALLMS JICKap 3a [OSBa Ha NOJOGHH
NIPOSIBH € OCJIEA MPOBEXKIaHE HA W3cenBaHHs. Bee olie He € HAMBIIHO ACHO KOH M3CJIEABAHHA HMAT
MPOrHOCTHYHO 3HAYEHHE, HO BEPOSTHO MO-TONAMO 3HAYEHHE HMAT HAKOH TECTOBE CBBP3aHH C
OenTbyHaTa CHHTE3a, HAMP. NPOTPOMGHHOBO BpeMe.

[lpy maupeHTH ¢ HapyLieHa YepHoapodHa yHKUKA, TpAOBa He3abaBHO Aa Ce MpeyCTaHORH
€IHOBPEMEHHHA NIPUEM Ha CAIMLIMIATH, NMOPaAM €JHAKBHTE MBTHLIA HA METabONH3LM, KOETO
NOBHMILIABA PHCKA OT 4epHOAPOOHA HENOCTATBYHOCT.

Xemamonozuunu: TIpeay 3anousaHe Ha NeYeHHe, KAKTO H IPEAM ONEPaTHEHA HHTEPBEHLMA, TpaGBa aa
ce NPOBeJAT afeKBaTHH KPbBHH H3CAeNBaHKs (OPOH Ha KPBBHHTE €EMEeHTH, BPEMe Ha KbpBEHE H
KOary/auHOHHH TECTOBE), C OTJIe] ONPEAETSHE Ha CBEHTYANEH PHCK OT NOABA HA YCIOXKHEHHUA, KaTo
KbpBeHe (BX. CbLIO TO4Ka 4.8). [JaLMeHTHTEe c aHAMHECTHYHM TAHHH 33 YBPEXKAaHE HAa KOCTHHS MOIbK
TpabBa na 6paaT BHUMAaTENHO HabMI0OAaBaHY.

Hanxpeamuuﬁu: OT0enA3aHy ¢a MHOro PECAKH CllyYaH Ha TECHbK NaHKPEaTUTH, KOWTO € Bb3MOXKHO aa
6nae ¢ paTaneH nixon. PucksT OT haTanen W3XOM € MO-TOSAM NPU MATIKH JELIA H HAMANABA C
MOBULIABAHE HA BBL3PacTTa, Bb3MOKHO € TeXKHTE HOpMH Ha NPUNAABLH HITH TEXKKOTO HEBPOJOTHUHO
yBpeXaaHe B KOMOMHALWA C aHTHKOHBYJ/ICHBHATA TEPanHA 1a ObAaT PICKOBHU (aKTOPH 33 TEKBK
NaHKpeaTuT. PUCKBT OT ¢aTaneH M3x0A ce NoBHLIABA TIPH BH3HUKBAHE HA YepHOApoOHa
HEAOCTATBLYHOCT 3a€AHO C MaHkpeaTHT, [laiMenTuTe Tpabsa na GbaaT npeaynpeaeHu He3abaBHO [a ce
KOHCYNTHPAT ¢ JIEKYBaLIMs JIEKAp NpH N0ABa HA CHMNTOMH CYCTIEKTHH 33 NAHKPEATHT (Hanp. KOPEMHH
6onku, ragexe, noepeinane). [1py nonobHU NaUUEHTH € HeOBXONHMA BHUMATENHA KIHHHYHA
npeLeHKa (BKIIOYHTETHO ONPEACNAHE HAa CEPYMHATa aMIIA3a); NPH YCTAHOBABAHE HA MAHKPEATHT
TpAbBa ta ce NpeyCTaHOBH JIGYEHHETO ¢ BanNpoeBa kKucenuna. [lpy nauueHTHTe ¢ aHAMHECTHYHH
JaHHH 3a NaHKPeaTHT TpADBa na ce npoBeX1a BHUMATENHO KIMHHYHO HabmoneHne (BXK. CBLIC TOYKA
4.8).

Hosuuasane na meaeciomo mezno: MHOTO 4eCTO NPH JIEYEHHE C BAINPOAT CE yBE
Terno, koeTo 64 Morno Aa &bae u3paseHo u nporpeckBHo. IpH 3anouBane Ha Jeue
TpaGBa Ja 6b1aT NMpeXyNIpeACHH 32 AA€KBATHH MEPOTIPHSTHS C OTAEl MEHHMANIHIH
NOBHIIIABAHE HA TEJIECHOTO TerJo.




Cucmemen aynyc epumemamosyc: Maxap 1 paaxo, BainpoaT MOXeE Jia PEAHIBHKA CHCTEMEH JTYITYC
€pHTEMATO3YC HITH 12 BIIOLIH CBHILECTBYBALIL JIYyC epUTEMATO3YC.

Teowcku koJcHU HedCeNant peakyul U AHZUOEOeM

Texkn KoxHH HeskenaHH peakuuu (Severe Cutancous Adverse Reactions, SCARSs), kato cunapom Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcuyHa ennaepManta Hekponuza (Toxic
Epidermal Necrolysis, TEN)} u nekapcTseHa peakums ¢ €03HHODHIHA H CHCTEMHH cHMITTOMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epureMa Myt opme H aHrioeznem, ca
cboOlIEeHH BBB BPB3Ka ¢ IEYeHHETO ¢ Bannpoar. [lanuenTuTe TpaGra ga 6baaT MHGOPMHUpPaHH 3a
NpH3HALMTE H CHMIITOMMTE Ha CEPHO3HH KOXHH MPOABH M Aa ObaaT HabNkoaaBaHH BHHMaTeNnHo. B
ciryyaii, ue ce Habmoaasat npu3Haun Ha SCARs wian aHrnoeneM, € Heobxonuma Gbp3a oLeHKa U
NIe4YeHHETo TpAOBa fa ce NpeyCTaHOBH, ako JHarHozaTta Ha SCAR wnu aHrnoenem ce noTebpay.

Kapbanemenosu azerimu: He ce npenoprupa eAHOBPEMEHHO NpiIIaraHe Ha Bannpoesa
KHCETMHa/HaTpHeB BaNpoar U kapbaneMeHOBH areHTH (Bx. Touka 4.5).

Xunepamonemus: TIpn nogozvpaHe Ha eH3IUMeEH JeDHITMT Ha YPEHHUR UHKBI, TIpEIH 2aToyBaHe Ha
JIEYEHHETO C BAINPOEBa KHCeNuHa TpAaOBa Aa ce nNpopeaar noJpobHH u3cneABaHUs 32 METADOAKTHH
HapYLIEHHS, NOPaaH PHCKA OT FE3HWKBAHE HA XWNepaMOHEMHS NPEIH3BHKAHA OT BAINPOAT.

Tupeou()uu XOPDMORU. B 3aBHCHUMOCT OT nnazMeHHTe KOHUCHTPalUHH, BaJINIpOAT MOXKE Aa H3MECTH
THPEOHAHHTE XOPMOHH OT MACTOTO HM Ha CBBP3BAHE C NMNAMEHHTC NPOTEHHH H Ja NOBHILIH TCXHHA
MeT 360J'll/l31:M, KOETO Ja NoBeae A0 npeanoniaraema (baﬂmmsa AHWATHO3Aa 38 XHNOTHPCOHIHUIBM.,

Camoybuticmso/cyuyuonu udeu wiu KAuHuYHo eromasane: Cro0WAaBa ce 32 CYHUMIHH HIEH €
NoBeJeHHE NPH NALMEHTH NEKYBAHH C AHTHETIMNIENITHYHH MEMKAMEHTH BB BPB3Ka CBC CEPHO3HH
nokaszanu4. [1pu Mera-aHanus Ha paHoOMH3MpaHH, Nnalebo-KOHTPOIHPAHH MPOYUBaHHA C
AHTHETIHNIENTHYHK CPECTBA CHIN0 € 0TOeNA3aH0 cnabo MORHIIABAHE HA PHCKA OT CYHLIHAHH HAEH H
noBeaeHue (BiK. CbILO TOUKA 5.1). MexaHM3MBT 32 Bb3HHKBAHE HA TO3H PHCK HE € H3BECTEH, a
HAJIHUHHUTE JaHHM HEe MIKIIYBAT CHUIECTBYBAHETO HA TIOBHILEH PHCK MO OTHOLIEHHE Ha HATPHEB
BAJINIPOAT.

[To Ta2u npuuuna, nauneHTure TpadBa Aa OLAAT PESOBHO NPOCISASBAHH 34 PU3HALY HA CYWLIMIHH
HIEH H NOBEICHHE H Aa CE HMa NPEABHI NMPOBEKAAHE HA CHOTBETHO NeueHHe. [lauuenture (1
NOJArailyTe IPHXKH 32 MaLUeHTHTe) TpAGBA A2 6bAAT NOCHBETBAHH [ MIOTHPCAT MEAHLIMHCKH ChBET
NpH BE3HUKBaHE Ha MPU3HALM 3a CYHLIHIHH HAEH WIH NOBEJEHHE.

Hayuenmu cove 3axapen Ouabem: Toit KaTo BANNPOAT Ce EIMMHHKPA NPEAXUMHO nipe3 ObbpeLuTe,
YaCTHYHO NOA (OpMa Ha KETOHOBH TENA, TOBA MOJKE Ja Joseae 10 GallliMBO NONOKHTENHH pe3yIITaTH
NpH M3CIIeABaHE Ha YPHHATA NPH AOTEHUHAIHH IHa0eTHLIH,

Enwrencus: BHe3anHOTO npeyCcTAHOBABAHE HA MPHEMA HA BAJIMPOAT MOXKE Ja MOBHILIH HECTOTaTa Ha
NPHNATBLHTE.

Hepuyum na xaprumun naamumoun mpancgepaza (CPT) mun II:
MaumeHTd ¢ HaTHYeH AePHUMT Ha KapHHTHH nanmutoun TpaHcdepasa (CPT) tun Il Tpadea ma Geoar
npeaynpencHH 3a NMo-rojiaM pUck oT paGroMHONN3a, KOFaTo NpUeMaT Balnpoar.

Hayuenmu ¢ useecmuo wiu ROOOIUPAHO MUMOXOHOPUAIHO 3a00a86aHE!

Bannpoat Moxe 1a Npeau3BHKA MM Ja BIOWM KITHHHYHWTE NPU3HALK Ha NMOAIeKAIIHNTE
MHTOXOHIpPHANIHY 3a0019BalKS, IPHUHMHEHH OT MyTallu B Mutoxouapuantata JIHK, kakTo u B rena
B aapoTo, koaupaui POLG. [To-cneuxanHo, no-BMCOK MPOLIEHT Ha BaJiNPOAT-HHAYLIHPaHA OCTpa
4epHO/IpoOHa HENOCTATEYHOCT H CRBP3aHa ¢ 4epHHS Apod CMBPT ce chobllaBa npH nauue
Hac/IeICTBEHH HEBPOMETAOONIHTHH CHHAPOMH, IPUYHHEHH OT MYTALIHH B F€Ha, KOHpa
MHTOXOHJAPHANTHHA €H3UM monuMepasa ¥ (POLG), Hanp. cunapom Ha Alpers-Huttenloc
Hapyiwenus, cesp3ann ¢ POLG, Tpa6ea na ce nogo3upart npH NalydeHTH ¢ paMHiza a te
HaCOYBALIH CHMITTOMH Ha cBbp3aHo ¢ POLG napyieHue, BIUTIOMHTEITHO, HO He caMo REGHACHF MY
eHuedanonatys, pedpakTepHa enuiencus (GOKATHA, MHOKIIOHHYHA), CTATYC SITANENTHIKSE ¢ S




KJIMHHYHA MPOABA, H30CTABAHE B PA3BMTHETO, ICHXOMOTOPHA PErpecHs, aKCOHAIHA CEH30MOTOPHA
HEBpONATHs, MHOTIATH, Liepebpanta aTakCHa, opTaNIMONIErHA WIIH YCIOXKHEHA MHTPEHa C aypa B
oKuunuranuara obnact. TectsT 3a POLG MyTauus ce H3RbpIIBa B ChOTBETCTBHE C HACTOALLATA
KIHHHYHA NPAKTHKA 33 AWarHOCTHYHATA OLIEHKA Ha TAKHBA HapylueHus (BHXK. Touka 4.3).

Copbumon:
Tosu nexkapcTeeH NpoAYKT CbhABpPIKa BbB BeAka Kancyna 7,7 mg copburon.

4.5 BiaumopeiicTBHe C IPYTH JIeKAPCTBEHH BPOAYKTH B Apyra opMH Ha BlauMoeilicTBHe

Egexmu na sarnpoam evpxy Opyeu sexapcmeen npooyKmu

- Hegponenmuyu, MAC unxubumopu, anmudenpecanmu, Genzoduazenunu

Bannpoar moxe aa noreHumpa edekTa Ha APYri NCHXOTPOIHH BELIECTBA, HAMIP. HEBPOIENTHLIM,
MAOQO uHxuGHTOpH, anTHaenpecaTHU W GeH300HA3ENHHU; 11O TA3K NPUUKHA Ce NIPENOPbYBa
BHMMATEJIHO KTMHHYHO HabMIOEeHHE H NpH HeoOXOAMMOCT ananTipaHe Ha ao3ata. Kom6Guuaumsara c
KIOHA3EMaM MOXKe Aa NpeaAu3BHKa abcaHcH.

- Aaxoxon
Bannpoat MOxe 1a noTeHurpa eeKTHTE Ha aTKOXOJa.

- Penobapbuman

Bannpoar nosuinasa cepyMHHTE KOHUEHTpaLwu Ha heHobapbuTan (mocpeacTBoM uHxubupaHe Ha
4epHOAPOOHHA MeTaBONMHIBM) K € BB3IMOXKHO, 0COGSHO NPH Aeua, BL3HHKBaHE Ha ceaanys. [1o Tasu
[IPHYHHA Ce MPENopbUBa MOCTOAHHO KIMHHYHO HabNloneHHe Npe3 MbpBHTE 15 aHuU Ha
KOMOHHHPAHOTO NeueHHe W He3abaBHO HaMaABaHe HA fO3WTe Ha (HeHoGapOUTaN NpH BL3HMKBAHE HA
cenaums. IpH HeobxonumocT Tpabea Aa ce onpenenaT NiasMeHHTe HHUBA Ha eHobapbuTan,

- Hpumuoon

Bannpoar nosuinasa niasMeHUTE HUBA HA NMPHMHIOH C NOCIEABAWLO OGOCTPSHE HA CTPAHHYHHTE
eexTH (kaTo ceauma); Te3H CHMNTOMH OGHKHOBEHO OT3BY4aBarT MpH NPOALIKHTEIHO JIeHEeHHe.
[1penopbuBa ce BHUMATENHO KIIHHHYHO MOHHTOPHpPaHe, 0COGEHO NpH 3ano4BaHe Ha KOMOHHHPAHOTO
JIEYEHHE H TUTPHUPaHE Ha J03aTa MPH HE0OX0UMMOCT.

- Denumoun

Banmpoar noxrkasa obwimTe I1a3MeHH KOHLEHTPAUMH Ha dheHuToMH. Bannpoart cbiio Taka
yBenu4ara ¢so0oaHHTe Gpakiiuu Ha GCHUTOHH C MOABA HA CBEHTYATHH CHMITTOMH HA MPEN03UPaHE
(BaiNpoat W3MecTBa (PEHUTOMH OT MECTATA Ha CBBP3BAHE C [U1a3MEHHUTE NPOTEHHU H HaMagBa
uepHOApOoOHHA My MeTa6oauzbm). [o Ta3u NpHUKHA Ce NpenopbyBa BHUMATETHO KITHHHYHO
Monutopupane. [Ipa uacnenpaHe Ha nnasMeHHTe HUBa Ha PEHUTOMH, TPAGBa Ja CE ONpenesaT Npeau
BCUYKO Te3H Ha cBoboaHaTa Gopma.

- Kapbamazenun

Ipu eqHOBPEMEHHO NpUIIOKEHHe Ha KapOaMasenuH # BANIpoar, MMa ChoGLIEHHS 32 NOABA Ha
KNIMHHYHA TOKCHYHOCT, Thif KATO BAJINPOAT MOXE /1a NOTEHLMPA TOKCHYHHTE edekTH Ha
xapbamasenuH. [To TasH ApUHMHA Ce NPENOPbYBA BHUMATEAHO KIMHHYHO HabIIoJeHIE, 0cOGEHO B
HAYaJI0TO Ha JIEYEHHETO; NPH HEOBX0AMMOCT TPAOBa Aa ce Pery/IHpaT SO3MTE.

- Javompuscun
Bannpoat moxe na Hamanu MeTaGoNM3Ma HA JIAMOTPIDKMH H Na yIBIKH HETOBUSA MONY>XHBOT. [To
Ta3d NPUYHHA, NP4 HeoOxoauMocT, TpabRa fa ¢e perysivpa mo3ara (1a ce HAManKW 003aTa Ha
JaMOTPHKHH). KomMOHHALMATE HA TAMOTPIDKHH M BANNPOAT MOXKE 1A NOBULIM PHCKa OT
Ha (CepHO3HM) KOXKHHM [IPOABH, 0coBEHO NpH Jeua.

- 3udosydun
Bannpoat Moxe 1a NOBHLUK NNa3MEHHTE KOHLEHTPAUHH Ha 3UAOBYIHH, KOETO BOIH
TOKCHYHOCT Ha 3HA0BY/HH.



- Bumamun K-3a6ucumu anmuxoazyianmu u Qyemuicaruyulosd Kucemma

Bb3MOXHO € NOBHINABAHE HA AHTUKOATY/IaHTHHA eDeKT Ha BapdapHH, APYrd KyMapHHOBH
AHTHKOAryNlaHTH H TPOMOOLIMTHHA aHTHArPEraHTeH eeKT Ha ALETHICATHUHIOBATA KHCEMHHA Ciel
M3MECTBAHE OT BAINPOAT OT MECTATA HA CBBP3BAHE C TUIA3MEHHTe NMpoTeHHH. [TpoTpoMEHHOBOTO
BpeMe TpAOBa 1a ce Ce/IH YECTO N0 BpeMe Ha JIEYEHHETO C OPANHH AHTUKOAryJ1aHTH.

- Temozonomuo

E}IHOBPCMCHHOTO MpHIaralHe Ha TEMO30JIOMH/L H BAJINPOAT MOXKE Aa NpeJH3BHKA cnado HaManeHue Ha
KJIMPBHCA HA TEMOZ0JIOMHA, KOETO HE C€ CUHTA 32 KIIHHNYHO 3HAYHUMO.

- Humoounusu
EnnoBpeMEHHOTO NTEYEHHE ¢ HATPHEB BAINPOAT H HAMOOUNHH MOXKE /12 YBENHYH ¢ 50%
EKCTIO3KLIUATA ¢ HHMO/HIHH.

-Knozanun

EnHOBpeMEHHOTO NieueHHE € BANMPOAT H K/103aMHH MOXE 12 [IOBHILH PUCKA OT HEYTPOTICHHS H
KJI03aNHH-WHAYLIMPaH MHOKapAuT. AKO e HeobXxo/lMMa ChLIBTCTBANA YNoTpe6a Ha Banmnpoar ¢
K/I03aIHH, ¢ HEOOXOAHMO BHHMATETHO NMPOC/IEAABAHE H 3a BETe CHOUTHA.

EQGKMH Ha agzeu BeW{ecmed 8bPXy HAMpUes saApoam

AHTHENUNENTHYHHTE CPEACTBA ¢ EH3HMHO HHAYLHpall edekT (BkN. denumoun, penobapbuman,
npumudon, kapbamasenun), NOHHWKARAT N/1a3MEHHTE HHUBA HA Bannpoar. 1o Ta3u npHuMHa, npu
MpoBeXkaHe Ha KOMOMHMpaHO NeucHue TPAOBA Na ce ANaNTHPAT N03UTE ChOOPA3HO NIa3MEHHTE HUBA.

Or gpyra cTpana, KOMOMHALMATA HA BAIMPOAT € heabamam MOXe 1a NOBHIIH CePyMHHTE

KOHLEHTpauuH Ha sanmpoar. 1o Ta3u npuyitia TpaOBa 1a ce MOHHTOPHPA JO3HPORKATA Ha BAINPOEBA
KHCE/HHa.

Kakro meghroxun, Taka u xr0poxun GUXa MOTIIM 18 TIOHH3KAT Mpara Ha nosiBa Ha rop4ose. OcBeH TOBa
Me(noXHH MOXKE 1a NOHWKH HHBATA Ha Baanpoar. [To Ta3u npHYKMHA MOXeE N3 C& HATIOXKH CHOTBETHO
perynvpaHe Ha [03aTa Ha BAINPOEBa KUCEIHHA.

[1py eaHOBpeMEHHO NPHITIOKEHHE HA BANNMPOCBA KHCENHHA K a2eHmu ¢ GUCOK adyunumem Kom
C8BPIBANE C RAAIMERUME NPOMEUHY (HAND. AYeMUICATUYWIOEA KUCEAUHA), € BHIMOXKHO MOBHIIABAHE
Ha MJIa3MEHUTE HHBA Ha CBOGO/IHA BAINPOEBA KHCENHHA.

[1pu eaHoBpeMeHHa ynorpeba ¢ yumemuoun UNN epumpoMuyur, MOXe Aa ¢e NOBMIUAT NIa3MEHHTE
HHBa Ha BAJINIPOEBA KHCENHHA (BCIIEACTBHE HaMAlleH YepHoApobeH MeTabonn3sm).

[py nauneHTH, TpeTUPaHH SAHOBPEMEHHO C BANNpPOSBa KUCENHHA H kapbanenemu, Huno otoenssaHo
MOHHKABaHE HA HHBATA Ha BaNpoeBa kucenuHa ao 60-100% s pamkuTe Ha ABa auu. [lopanu 6vp3oTo0
Ha4aJlo H CTeneHTa Ha HaMaSABAHETO, IPH TAIIHEHTH, NPH KOHTO ChCTOAHHETO BeYe € CTAGHIM3UpaHO
C BANMPOEBAa KMCEIMHA, HE CE Bh3NPHEMA €HOBPEMEHHOTO NpUIaraHe Ha kapbaneHeMH, KoeTo
Tpabra na ce u3Garpa (Bxk. TOuka 4.4).

Xonecmupamun Moxe Ja HaMaiu abcopbuusTa Ha BaNpPOEBa KMCENTHHA,

Cpedcmea cvOvpicauy ecmpozen, 6KHONUMEIHO CHOLDICAUSU ECIMPOZEH XOPMOHMTHY
KOHMpayenmueu

Ectporenure ca uuayxropu Ha h3odopmu Ha UDP-riokypoHozun TpaHcdepasara (U lz
Y4acTBaUlH B INI{OKYPOHHPAHETO Ha BAAMPOAT M MOTAT [a YBEIHYaT KJIHPHHCA Ha BATIDAA
AOBE/e 10 HAMANICHA CepYMHA KOHLIEHTPALIHA Ha BAJINPOAT H Bb3MOXHO HAMAJIABaHY
eukacHocTTa Ha Bannpoara (Bx. Touka 4.4). Jla ce 06MHCITH IIpocneasBaHe Ha cep
BaNnpoara.




Ot apyra cTpaHa, BaIIPOAaT HAMA €H3UM-UHTYLHpaLl ¢pekT; BCIESICTBHE Ha KOSTO BAJINpPOAT He
HamauisiBa e(pMKaCHOCTTa Ha €CTPONPOreCTaTHBHHTE CPeCTBA NPH KEHH NPHEMALLH XOPMOHAJIHY
KOHTpPALIENTHBH.

Memamuzon

EQHOBPEMEHHOTO MPHIICKEHHE HA BAINPOAT C METaMH30J1, KOHTO € HHAYKTOp Ha JIeKapCTBO-
metabonu3vpallid eHsumu, BrnodnTenno CYP2B6 u CYP3 A4, moke na aoBelie 0O HAMANSABAHE Ha
IIA3MEHHTE KOHLEHTPALIHH Ha BaNNpoar, ¢ NOTEHUHATHO HAMaJIfABAHE Ha KIWHMYHATA eUKACHOCT.
[Topaau ToBa ce npenopbHBa MNOBHIUEHO BHHMAHKE NMPH €HOBPEMEHHO MPHI0KEHHE HA METAMH30I U
BA/INPOAT; KIMHHYHHAT OTTOBOP M/WJIM HUBATA Ha JiekapcTBaTta TpaOea na ce npocieadear rno
MOAXOAALL HAYHE,

Apyeu e3aumodeticmaun

Hpenopqua €€ BHUMATEJIHO H3MOJ3BaHE Ha BATINIPOEBA KACC/IUHA B KOMOHHALMA C MO-HOBH
AHTHEMHNCTITHLH NOpadHd HEAOCTATRYHO NPOYYBAHE HA TAXHATA CbapMaKO;‘.'lHHaMPIKa.

4.6 ®epTHIHTET, OPEMEHHOCT H KLPMEHe

Bpeuennoc’r H XKEeHH C A€TepoleH NOTEeHUHAN

JleueHue Ha enunencus

. Banr[poar € MPOTHBOIMNOKA3aH No BpEME Ha GPCMCHHOCT, OCBEH KOTaTO HAMA Noaxondaiio
aNTSpPHATHBHO [ICYCHHE
. Ba.nnpoar € MPOTHBOIMOKA3aH MPH JKEHH ¢ ACTCPOJCH NOTEHLHAN, OCBEH KOraTO €a H3MbJIHEHH

YCJIOBHATA Ha NPOrpaMaTa 3a npeanaisade or OpemeHHoCT (BHxk Touka 4.3 u 4.4)

Jleuenne Ha OUNONAPHO PA3CTPOICTEO

. Bannpoar e npoTHBONOKa3aH Mo BpeMe Ha GpeMeHHOCT

. Bannpoar e npoTHBONOKa3aH MpH XKEHH ¢ ASTEPOJICH NOTEHUHAN, OCBEH KOTATO €4 U3MbAHEHN
YCIIOBHATA Ha NpOrpaMarta 3a npennassaHe or 6pemenHocT (BHXK Touka 4.3 1 4.4)

Tepamozennocm u egpexmu 6bpxy pazsumuemo om in utero excno3uyus

Puckose, cevpsanu ¢ excnosuyun Ha 8aNPOam no apeme Ha OPemMentocm

Ilpu skeHHTE, KAKTO MOHOTEPANMUATE, TaKa H NOJUTEPANHATA C BalIPOAT Ca CBbP3aHH ¢ abHOpMEH
u3xo/ Ha 6peMeHHocTTa. HalHuHHTE NaHHH NMOKA3BaT, Y€ AHTHETHIENTHYHATA NONHTEPANHA,
BKAIOYBALLA BAMPOAT, € CBbP3aHa C MO-BHCOK PUCK OT BPOAeHH MaopMalHi B CPABHEHHE C
MOHOTEpan#s ¢ BaINpoar.

IMokaszaHo e, 4e BaImpoaT MpeMiHaBa I1alleHTapHaTa 6aprepa KaKTo MPH )XHBOTHHCKH BHJIOBE, TaKa
H NpH xopa (BkK. Touka 5.2).

IpH XMBOTHH: YCTAHOBEHH Ca TEPATOTEHHH €eKTH NPH MHLLUKH, IUTbXOBE H 3aiilM (BK. TouKa 5.3).

Bpooenu mangopmayuu & pezynmam na excnosuyus in utero
JlaHHHUTe, NOMy4YEeHH OT MeTa-aHANIN3 (BKJIFOYEHH PEFHCTPH W KOXOPTHH NIPOYUYBAHHSA) MOKA3BAT, 4€
10,73% oT AcuaTa Ha K€HH ¢ SNHIICNCHA, EKCIOHHPAHH Ha MOHOTEPANHsA C BAINPOAT 1O BpEME Ha
BpemeHHOCTTa cTpajar ot BpoaeHH MandopManuu (95% CI: 8.16 -13.29). Toea npeactasnasa no-
BHCOK PHCK OT TeXKKH Man(opMaLiHy OTKONIKOTO B of1laTa NOMyNaLis, MPH KOATO PUCKEBT € OKOJIO
2-3%. PuckbT € 10303aBHCHM, HO MPAaroBarta J03a, NojJ KOATO HE CHLIECTBYBA PHCK, HE MOXE
onpejeny.

Hanu4HuTe gaHHM NOKa3BaT HAPaCTBAHE HA CNYYAaHTe HAa MAIKH H TeXKH Mandopma
YECTHTE CilyHan Ha ManGopMalMy BRIIOYEAT NeeKTH Ha HEBpaJiHATA TphOa, JHLER
3a€lIKa YCTHA U BbJ1Ya NAacT, KpaHHOCTEHO33a, ChPAECYHH, O1L0peyHH H ypOreHHTATHH




AeheKTH Ha KpaHHHLMTE (BIITIOYHTENHO IBYCTPAHHA aILia3us Ha IbYEBaTa KOCT), U MEOMKECTBO
AHOMAJIMH Ha PasIMYHH CHCTEMM B YOBEIIKHSA OPraHU3bM.

[n utero ekcrno3uuMa Ha BANMPOAT MOXKE Ja JJOBEJE 10 YBPEKAAHE Ha CyXa WIH CyXOTa B PE3yJITaT
Ha MandopMaLIMK Ha YLUIHTE W/MIH Hoca (BTOpUYEH edieKT) W/HITH B PE3YNTAT HA NMPEKTHA
TOKCHYHOCT BbpXY CyxoBHs anapaT. MMa ciyuau, onucealii KakTo eiHOCTpaHHa, Taka H
ABYCTpaHHA Fyx0Ta MK yBpeXaaHe Ha cmyxa. He 3a BCHUKH cTyyau ca JOKIaABaHH Pe3yNTaTHTE,
Korato ca noknaasanu pe3ynTaTH, B Mo-rojsmara 4acT OT CIy4YauTe HIMA Bh3CTAHOBABAHE.

Excnosuuus in utero Ha Banmpoat mMoxe aa J0Bede A0 O4HH Man(opMalHH (BKAKOUYKHTEIHO konoboma,
MHKpPO(TANIMHSA), KOHTO ce ChoOMABAT BHB BPb3Ka C APYTH BpoaeHH mandopmauns. Tesn ounn
ManQopMallii MOraT Ja 3aCETHAT 3PEHHETO.

Hapywenun 6 pazeumuemo na HepgHama cucmema 6 pe3yamam Ha excnosuyus in utero

JlanHu noka3par, ue eKCMOIHLMS HA BAaNNpPOAT in ufero MoXe 12 HMa HeGNaronpuaTHY eeKTH BEPXY
NICHXMYECKOTO M (PU3HUECKOTO pa3BHTHE HA A€LATa, H3NIOKEHH HA TAKaBa EKCTIO3HLMA. PHCKBT
H3TTIEXK/A € 10303aBMCUM, a NParoBara 034, NoJl KOATO PUCKLT HE CHIUECTBYBA, HE MOXE /14 CE
YCTaHOBH Bb3 OCHOBA HA HATHYHHTE AaHHK, TOUHHMAT PUCKOR TECTaLHMOHEH MEPUOA 3a Te3H eeKTH €
HECHIYPEH U BBE3MOKHOCTTA 32 PHCK I10 BPEME Ha LisinaTa GpeMeHHOCT He MOYKE 13 CE H3KIIFOUH.
Ilpoy4Banns npu fena B Npeay HIHILHA Bb3PACT, HATOKEHH HA EKCIIO3HUMSA Ha BAINPOAT in utero no
BpeMe Ha OpPEMEHHOCT MOKa3Bar, de npu Ao 30-40% ot cnyyauTe ce Habnonasa 3abaBsiHe B TAXHOTO
PaHHO pa3sBHTHE, KATO I'OBOP, NO-KbCHO TNPOXOXKIAHE, NO-HHCKH HHTENEKTYATHH CIIOCOOHOCTH, JIOLH
€3UKOBH YMEHH (roBopeHe H pazbupaHe) M npobneMy ¢ naMerra.

KoedunuuenT 3a uHrenurenTHoct (1Q), oueHeH 1ipy meua Ha 6 TOAMHM ¢ aHAMHE3A 33 eKCNO3HLUMSA Ha
BANPOAT in utero, e cpenHo 7-10 MyHKTa HO-HACHK OT TO3H NPH NEL@, KOHTO Ca HITOKEHH Ha APYTH
aHTHeIIUNIENTHYHH NpoAyKTH. MMa TokasaTesicTBa NpH eLa ¢ eKCTIO3HLMS Ha BAJINPOAT, Y€ PHCKBT OT
HapyllaBaHe B HHTEJIEKTa MOXKe Aa Obie He3aBHCHM 0T KoeuuueHT Ha uHTenurenTHoeT (1Q) Ha
MaiikarTa, BBIIPEKH Y€ POJIATA HA CMYLUABAILKTE (AaKTOPH He MOXE [1a Ce M3KIIIOUH MpPH NeLa.

HaHHHTe 10 OTHOLIEHHE HA OBJACOCPOYHHAA U3X0/ €A OrpaHHYCHH.

Hanu4nute tanhu NoKa3eat, ue JeLiaTa ¢ €KCIIO3ULIMA Ha BAMPOAT in ufero ca ¢ MOBHIIEH PHCK OT
Pa3CTPOACTBA B AYTHCTHUHHA CNEKTLP (NPHOAM3NTENHO TPH MBTH) M IETCKH AYTH3BM (OKOJIO NET
MbTH) B CpaBHEHHUE ¢ o011aTa NOfyNaiMs Ha NPOYYBAHETO.

Orpaunqeﬂn JaHHH NOKA3BaT, Y€ [IPH AcUAaTa H3N0XKEHH Ha CKCITO3HLUNA Ha BaJINpoar in utero iMa no-
roJiiMa BEPOATHOCT 3a NMPOABA HA CHMITOMH K4TO JeHLIMT HA BHHMAHHETO/XHNEPaKTHBHO
pascTpoiicTeo (attention deficithyperactivity disorder, ADHD).

Kenu ¢ oemepoona evapacm

Cpedcmea cvovpicatyu ecmpozen

CpencTea ChOBbPIKALIH €CTPOTEH, BJIFOYUTENHO ChABLPXKALUM €CTPOreH XOPMOHAHH KOHTPALIENTHEH,
MOraT Ha yBE/ITHYAT KIIHPLHCA Ha BaNmnpoar, Koero 6" MO0 Ja JOBEAE 10 HAMANABAHE Ha CEpPYMHaTa
KOHLEHTPALHA Ha BaINPOAT H Bb3MOXKHO HAMA/IABAHE HA e(PUKACHOCTTA Ha BANNpoaT (BXK. Touka 4.4 4
4.5).

Axo xcenama naanupa bpemernnocm

3a noxa3aHHETO ENMMIENCHA, aKO XKEHaTa IU1aHHpa Na 3abpeMeHee, TepanusTa ¢ sainpoar Tpabsa Ja ce
MPEOLEHH OT CIIELHAIMCT C OTHT B ICUCHHETO Ha EIMWIENCHA M Aa ce OOMUCIIAT AnTepHAaTHBHH
Bb3MOXHOCTH 3a JieueHHe. TpaGea na ce nonokar BCHUKH YCHITHA, 33 Ja C& MPeMKHE Ha M0,
ANTEPHAaTURHO JIEYEHHE NPEH 3aUeBaHe H P NpeKpaTABaHe Ha KOHTpauenu1ara (B
AKO CMfHaTa Ha /IEYEHHETO He € Bh3MOXKHA, 'KEeHaTa TPAOBA [1a MONYYH NOMLIHHTENHA
OTHOCHO PHCKOBETE C BAINPOAT 3a HEPOACHOTO ACTe B NOAKpPena Ha HHPOPMHEPaHOTO
PELIEHHE OTHOCHO CeMEHHOTO IaHHpaHE.




3a noka3saHueTo GUNONAPHO pa3cTPOMCTBO, aKO JKeHaTa NiaHKpa a 3a0peMeHee, TpaOBa aa ce
NpoBeie KOHCY/ITALHS CBC CTIELHAIIACT C OTHT B JIEYEHHETO Ha BUNOAPHO PasCTPOHCTBO, JIEYEHHETO
C BaIMpoAaT TpAGBA 1a C€ NPEYCTaHOBH, H aKO € HeoOXOaHMO Aa ce MPEMHHE HAa ANTEPHATHBHO
NledeH’e NPeaH 3aueBate Y Npelu NpexpaTaBaHe Ha KOHTPALEMLMATA.

Bpemennu dcenu

Bannpoar kaTo AeyeHHe Ha GHNONAPHO Pa3CTPOHCTBO € MPOTHBONOKA3aH 3a ynoTpeba no BpeMe Ha
GpemenHocT. Baanpoar kaTo neveHue 3a EMWIENCHA, € NPOTHROMOKA3aH NPH GPEMEHHOCT, OCBEH
KOraTo HaMa NOoJAXOAALIO ANTEPHATHBHO NeveHHue (Bok Touka 4.3 v 4.4).

AKO eHa, KOATO Ce JleKyBa ¢ Bannpoar, 3abpemenee, T4 Tpabsa He3a6aBHO /1a Ce HACOUH KbM
CTIELIHANMCT, 3a 14 C€ NPEOLIEHH JIEYEHHUETO C BAJNPOAT H Aa ¢€ 00CHAAT ANTEPHATHBHH BE3MOXHOCTH.
Mo BpeMe Ha OpeMEeHHOCT, TOHHYHO-KJIOHHYHHTE MbPYOBE HA MalikaTa H eNMIEeNTHYEH CTATYC ¢
XMMOKCHA MOTaT Aa HOCAT OMpEAeNieH PUCK OT CMBPT 3a mMaiikara v mioa.

AKO, BENPEKH W3BECTHHTE PHCKOBE C BAINIPOAT NpH GPEMEHHOCT H CEA BHUMATENHO OGMHCIIAHE Ha
ANTEPHATHBHO JIeHYEHHE, MPH HIKIOUHTENHH obcToRTencTra OpeMeHHaTa xeHa TpsOBa Aa nonyuaea
BAJINPOAT 3a €MUJIENCHA, [IPernopLUBa ce:

- Jla ce uanon3pa Haii-HuckaTa e(peKTHUBHA 1032 W Ja CE pa3/ielis JHeBHATA 1034 BAINIPOAT Ha
HAKOJIKO MAJIKH 103M, KOUTO TpAOBa na ce npueMar npes nenus ieH. Ynorpebara Ha
neKapcTBeHa Gopma ¢ yABIKEHO OCRODOKIaBAHE MOXKE Na € 34 NPEANOYHTaHE Npea APYyrH
neKapcTBeHH GOPMH, 3a Ja ce W3berHaT BHCOKH MaKCHMATHH IU1a3MEHH KOHLIEHTPaUMH (BXK.
Touka 4.2).

BcHuky MaUMEHTKH ¢ €KCTIO3MLIKA HA BANIIPOAT MO BPEME Ha GPEMEHHOCT H TEXHHTE MAPTHLOPH
TpaOBa fa 6bAAT HACOYEHH KbM CMELHATNCT C ONHT B TEPATONOTMATA 32 OLIEHKA H KOHCYJITHPAHE
OTHOCHO eKCnoHHpasaTa 6peMeHHOCT. TpabOBa fa ce M3RLPILBA CIELMANM3HPAH MPEHaTaleH
MOHHMTODHHT 33 OTKPHBAHE Ha Bh3MOXKHA 110482 Ha AeeKTH Ha HEBpaJiHaTa TpbOa WK APYTH
manpopmatny. [puemanero na nobaeku ¢ donuera KHCeNUHA NpeaH GPEeMEHHOCTTa MOXKE 1a HAMATH
pHcka oT AeeKTH Ha HEBpATHATa TPLOa, KOMTO MOTAT Ja Ce MOSBAT NPH BCAKA GPeMEHHOCT.
Hanuuunte nannu obaue, He npeanonarar, Ye GoineBara KUCENHHA NPeAOTBPATABA I10ABATA Ha
BPOJEHH Ae(DEKTH HWIH Mal(opMalMH MOpaaH eKCIMO3HLUA Ha BANTIPOAT.

HanuuyHKTe 1aHHK NaBaT OCHOBaHHUE Ja Ce TIPHEME, Y€ AHTHKOHBYJICHBHATA MOHOTEPANHS € 3a
NpeanoYHTaHe NpH NeueHne Ha OpemeHHH skeHH. [Ipean 3abpeMeHARaHe TpaGBa na ce npeoLeHH
roNIeMHHATa Ha JI03aTa H Ja Ce M3I0N3Ba Hali-HUCKaTa eeKTHBHA 1032 ¥ IHEBHATA 1038 Ha
BANTIpOaT Ja Ce pa3fie/I B HAKOJIKO MAJIKH [103H, KOMTO J1a Ce IPHEMAT Nnpe3 AeHs, Thil KATO HMa
JaHHH, Y€ H3XOAbT OT NATOJOTHYHATa OPEMEHHOCT € CEBP3aH ¢ MO-BHCOKH JHEBHH 1034 H
roieMHHaTa Ha HEAMBHAYanHaTta fo3a. Yecrorara Ha Aedekrure Ha HeBpanHaTa Tpha ce
NIOBHILABA C YBEJTHYABAaHE Ha no3ute, ocobedo Hag 1 000 mg. [IpenopbuBa ce pazfaeasHeTo Ha
oflliaTa 103a Ha HAKOKO OTAENHH NpHema M ynoTtpebaTa Ha GopMH ¢ yanmxeHo oceoboXk1aBane
MOe [1a Ce NPeNnoyurTa Npel, OCTaHAIMTE JieKapcTBeHH (OpMH, 3a 1a ce H30erHaT BHCOKH NHKOBH
nyiasMeHH konuentpauui. [lo Bpeme Ha OpemeHHOCT edeKTHBHATA AHTHENMNENTHYHA WK
aHTHMaHHIHa TepalHA C BAINPOAT He TpADBa Aa ce npeKbeBa Oe3 NpeoLeHKa Ha NOJI3UTE H
PHCKOBETE OT JIEYEHHETO C BANPOAT OT JIeKap C KITHHHYUEH ONMT B JICYEHHETO Ha ENWIENCHS WIWIH
Hunonspuo pascTpoicTeo. Bripeku ToBa, TpaGea aa ce 3anovHe CreUMATH3HPEHO NPEHATATHO
NpocieiBaHe C Lie [1a C€ OTKPHE Bh3MOXHA NOABA Ha JeeKTH Ha HeBpaJiHaTa Tph0a wnu Apyru
mandgopmanuu. BpeMeHHHTe Tpsa6Ba Aa GbaaT BHUMATENHO K3CIEBAHH ¢ Y/TPA3BYKOBA
AHArHOCTHKA M APYIH NMOAXOAALIM MEPONPUATHA (Bik. TouKa 4.4).

Puck 3a HOBODOIEHOTO
- MHoro paako ca 10KnaaBaHM CTy4aH Ha XeMOpParnieH CHHIPOM MpPH HOBOPO,

MaiKH Ca NpHEMANH BaINpoar no BpeMe Ha OpemeHHocT. Tozu xemoparuye




daraneH n3xon. To3u xemoparuueH cHHAPOM, ofaue, TpAOBa [a ce pasrpaHHYH OT
HaMaJsBaHeTo Ha BUTaMHH K-3aBucHmuTe pakTopu, HHAYUMpaHH oT enobapbuTan u
€H3MMHH MHIYKTOPH. CneoBaTenHo, 6poaT Ha TpoMOOLMTHTE, HHBOTO Ha hUOpUHOTeHA B
nj1a3MaTa, Koary1alOHHH TecToBe M (aKkTOpH Ha KPBBOCHCHpPBAHETO TpabBa Aa ¢e H3cAenpaT
[PY HOBOPOACHH.

= Cnyuau Ha XHMOMTIHKEMHA ca OMIH AOKIAABAHH TIPA HOBOPOAEHH, YHHTO MaMKH ¢a NPHEMAITH
BAJIMPOAT MO BpeMe HA TPETHA TPHUMECTHP OT OpeMeHHOCTTA

= Cnyuau Ha XMTOTHPEOMIN3bM ca OWIIH JOKIaABAHH MPH HOBOPOJEHH, YHHTO MAKH ca
NPHEMATH BATNPOAT MO BpeMe Ha GpemeHHOCT.,

= CuHIpOM Ha OTHEMaHeTO (KaTo, H B YACTHOCT Bb30Yya, pa3fpasHUTETHOCT,
CBPBXBB30YAHMOCT, HEPBHOCT, XHIIEPKHHE3HA, HapYILLEH TOHYC, TPEMOP, KOHBYJICHH H
HapYIEHHA Ha XPaHEHETO) MOXE AA CE MOSBH NPH HOBOPOAEHH, YHHTO MaiKH ca NpHEManu
BANMPOAT NO BPEME HA ITOC/ISIHUA TPUMECTBP OT OpeMeHHOCTTA.

Muike B NOTeHUHAIEH PHCK OT pa3cTPOHCTEA HA HEBPOJIOTHYHOTO PA3BUTHE MPH Acna YHHHTO Oaiu ca
JIEKYBAHH ¢ BANINPoAT Nnpe3 3-Te Mecela npeay 3a4eBaHeTo.

PetpocniexTHBHO 00CEpBAMOHHO NPOYYBaHe B 3 CKAHIWHABCKY IbPiKABH ITOKA3BA TIOBHLIEH PHCK OT
pasTpoiiCTBa Ha HEBPONOrHUHOTO pa3sHTHE (neurodevelopmental disorders, NDD) npu aeua (ot 0 1o
11-roaninHa BB3pacT), YMHTO GalliK ca IEKYBaHH C BANNPOAT KaTo MOHOTEpanus npe3 3-Te MeceLa
NpEaH 3a4YE€BAHETO, B CPABHEHHE C JIELIaTa, YMHTO GalM ca NeKyBaHH C TAMOTPHKHH HITH
JIeBETHpAUeTaM KaTo MOHOTEpanHs, ¢ 06061meHo KOpHrHpaHo choTHouleHHe Ha piacka (HR) 1,50
(95% CI: 1,09-2,07). Kopurvpanuat kymynatisen puck ot NDD eapupa mexay 4,0 % 1 5,6 % B
rpynara Ha BaNNpoar cnpamo Mexay 2,3 % u 3,2 % B komOuHMpanaTa rpyna Ha
namoTpukHH/neseTHpaueraM. ITpoyusaHeTo He e nocTaThuHO MaiaGHoO, 3a N1a Ce HACIEABA BPL3KaTa
cbe cnendHynM noaTunose NDD, a orpaH{4eHHATA HA POYYBAHETO BKIIOYBAT MOTEHUHANHO
»3aMBITIABaHE", CABP3aHO C MOKA3aHHETO H PA3/IMKH BBB BPEMETO HA MPOCICIABAHE MEXIY IPYITHTE C
excnozuuua. CpeaHoTo BpeMe Ha NpocnelaBaHe Ha Jelara B rpynara ¢ Balnpoar sapupa mexzay 5,0
# 9,2 roauHu B cpaBHeHue ¢ 4,8 U 6,6 rOAMHH 32 AELATA B rPYIIATA C JAMOTPHIKHH/IEBETHPALIETAM.,
Kato usno e re3MoskeH noeuileH puck or NDD npu aeua Ha 6awu, iekyBauu ¢ Banmpoar npes 3-te
Mecela NpeH 3a4eBaHeTo, HO MPHMHHHOCIEACTBEHATA BPh3Ka ¢ ynoTpe6ara Ha BalIpoar He €
noTRLpAcHa. OCBEeH TOBA B NPOYYBAHETO HE € olieHeH pHckbT oT NDD nipu aetia, unuTo Gailik ca
CrpesH NpyeMa Ha Balmpoar Mnoeeve oT 3 Mecela NpeaH 3a4eBaneto (T.e. € Bb3MOXKHA HOBa
crepMmaroreHesa 6e3 eKCno3uLUMA Ha BANNpoaT).

Karto npeanasHa mapka, npeAnHCBalUHTE NiekapH Tpa6sa n1a HHGOPMHpAT NalMEHTHTE MBXKe 32 TO3H
NIOTEHLHASIEH PUCK H Aa OOCHIAT HEOOXOAUMOCTTA OT ePeKTHBHA KOHTPALIENLMSA, BKJIIOYHTEIHO 32
NapTHLOPKATA, JOKATO H3MOJ3BAT BANPOAT M NIOHE 3 Mecewa cilel IpeKpaTaBaHe Ha JIeYCHHETO (BaK.
TouKa 4.4). [TauHeHTHTE OT MBIKKH O He TPAGBA a JapABAT criepMa M0 BPEME Ha JISYEHHETO H B
NpoAb/DKEHHE Ha NoHe 3 Mecena cle/l MPeKpaTsBaHe Ha JIeUYEHHETO.

INauueHTHTE MBKE, IEKYBAHH C BAJINPOAT, TpA6Ba peIOBHO Aa ce NpPEereXaaT OT JIeKyBallnd TH
Jiekap, 3a Aa C€ MpeLEHH JafH BaNnpoarbT ¢ HAH-MOIXOISHIOTO JIeUeHHE 3a TAX. 3a MaLUHEHTH OT
MBKKH T10J1, KOMTO TUIaHUPAT /i 3a4eHaT AeTe, Tpabra 1a ce OOMHCIAT K Aa ce o6ChasAT ¢ TAX
MOAXOAALIH ANTEPHATHBH Ha JieucHHeTo. BLe Bcexn otaeneH cny4aii Tpabea aa ce npeUeHAT
HHIMBHOyanHuTe obcroaTencTea. [Ipenoptuea ce Mpu HEOOXOAUMOCT fa CE MOTHPCH ChBET OT
CHELHATHCT € OTTHT B JICYEHHETO HA eNHIENCcHA WY OHNONAPHO pascTPOMCTRO.

Knpmene

EkckpeuusaTa Ha BaImpoaT B MalHYHHOTO MIIIKO € B AHanasoHa ot 1% no 10% ot cepyMHUTE
maikara. XeMaToIOrHYHH HapylleHHs ca HabmoaaBaHN NpH HOBOPOaeHK/GebeTa, kora
OT MalikH, NpHeManu Bannpoar (Bx. Touka 4.8).
Tpsabsa 1a ce B3eMe peLIEHHE OTHOCHO CIHPAHE HA KbPMEHETO WM MPeyCTaHOBABAHE
Ha nevyeHHeTo ¢ KOHBYJIeKC, KaTo ce HMaT NpeaBU/ NTON3UTE OT KbPMEHE 3a IETETO
JieueHHe 3a MafikaTa.




DepTHAATET

HMma cpobiuenns 3a ameHoped, NOJTAKKMCTO3HH SHYHHLIM M YBEHYEHH HUBA HA TECTOCTEPOHA MpH
WEHH, NpHeManH Bannpoar (Bxk. Touka 4.8). Ilpunaranero Ha Banmpoat MOXe CbLUO A HAPYLIH
tepTrnTeTa NpH MBXKE (BK. Touka 4.8). JOKNagBaHH Cllyyau roKa3sart, Ye HapylieHHATa Ha
(epTHnHTETa ca OOPATHMH CleJ IPeyCTaAHOBABAHE HA JIEYEHHUETO,

4.7 EdexTn BLpxy cnocofHocTTa 32 IIoHPAHE H patoTa ¢ MANIHHA

B peauua cnyyad, KOHTPOABT Ha NPHNATBLHTE BCICACTBHE IEHEHHETO C BANMPOEBA KUCEHHA MOXKE
lla Aajne Bb3MOXKHOCT Ha MaLMEHTHTE aKTHBHO 13 Y4acTBaT B MbTHATa 00CTaHOBKA.

BbnpexkH ToBa NMallMEHTHTE YNPABJIABALINA MOTOPHO NMPEBOAHO CPEACTBO KM KOKTO paboTaT ¢
MAaLIMHH, TpabBa Aa ObAAT NpeqyNpeacHH 3a PHCKA OT PeX0AHa CHHIUBOCT, 0cOBEHO B CTyYan, NpH
KOMTO C€ NPOBEKAA KOMOHHHPAHO JIEYEHHE C HAKONKO AHTHEMMWIENTHYHH MPOAYKTA WIH NpH
eQHOBpPEMEHeH NMpHeM Ha GeH30,1Ma3eHHu.

4.8 Hexenann JeKapCTBEHH PEAKHAHK

HesxenaHuTe JIeKAPCTBEHH peakLMH Ca KATEropH3HpaHH ChracHo ClieHaTa YecToTa:

Muoro uectn (=1/10), gectn (=1/100 no <1/10), veuectu (=1/1 000 zo <1/100), peaxu (=1/10 000 ao
<1/1 000), muoro peaxu ( <1/10 000), ¢ HeuapecTHa uecToTa (OT HAJTMYHHTE AAHHH HE MOXe 1a Gbae
HANpaBeHa OLEHKA).

Hapywenusa na kpvema u numghnama cucmema.

Bannpoar uaxuGHpa BTopus eran Ta TpOMOOUNTHATA arperaiys, KOETO BOAM [0 YIb/IKAaBaHe HA
BPEMETO Ha KbPBEHE H YecTo 0 TpoMBounToneHHa. OGUKHOBEHO TE3H TIPOMEHH Ca CBhP3aHH ¢
M3M0N3BAHE HA M0-BUCOKH OT NPENOPBYAHUTE 103K K ca ¢ obpaTum xapakTtep. TpomGoumToneHus
BCheAcTBHe Ha AeHUHUT Ha daxrop VIII/von Willebrand cbimo Taka Moxe Aa noseae a0 yab/KapaHe
Ha BPEMETO Ha KbpBeHe. Br3MOKHO € ChILo Taka Ja ce HabmoaaBa H30MHPAHO HAMATISBaHE
KOHLEHTPALHHTE Ha GHOpHHOTEHa.

YecTo € BbIMOKHO /1a BL3HHKHE OOPaTHMO MOTHCKAHE Ha KOCTHUS MO3BK. CIOHTAHHHTE KOHTY3HH
WIH KbPBEHE Ca NOKA3AHHE 32 NMPEYCTaHOBABAHE MPHEMa Ha JIEKapCTBEHHS MPOIYKT N0 W3ACHABAHE Ha
NPHYHUHHUTE.

B13MOKHH ¢4 Bb3HMKBAHE Ha arpaHy/IOUMTO3a H MOHAKOra Ha Jiumpountosa. B peaku ciyqau ce
cboOIaBA 32 EPUTPOLIMTHA XHIIOIUIA3HA, IEBKOTICHHA W IAHLIHTONEHHS; CJie/] IPeyCTaHOBABAHE HA
NeYeHHeTo 6i1N0 YCTAHOBEHO HOPMATH3HpaHe Ha KpbBHATa KapTHHA.

Hapywenun na umynnama cucmema:
B nakou ciyyau e orhengsaHa nossara Ha Backyaut. Crobluasa ce 3a anepruvHe peakuut (o o6pus
A0 PeakilHH Ha CBPbXYYBCTBHTEIHOCT). PAAKO € YCTAHOBEH CHCTEMEH JTYITYC €pHTEMATO3YC.

Hapyuwenua na endoxpunnama cucmema
Paako ce crofluara 3a yBeNHUEHH HHBA Ha TECTOCTEPOHA.

Hapywenus na memabonusma u xpanewemo:
B13MoxkHO € nosBa Ha xunepaMoHeMHs 6e3 OTKIOHEHHA B 4epHOAPOSHHUTE (yHKIIHOHATHN TECTOBE.
HecTo MOXeE 112 BE3HHKHE H3OJHPAHA M YMEPEHA XUITepaMOHEMHS, KOATO OGHKHOBEHO € NPEX0aHa H
He H3MCKBA NPEYCTaHOBABAHE HA JieueHHETo. BBIpekd TOBa, TA MOXe [a ce CHIPOBOXNKAA C KTHHHYHH
MPOABH KATO MOBPLLIAHE, ATAKCHA M 3aMBITIABAHE HA Chb3HAHHETO. [1py MoABa HA NOAOGHH CHMITOMH,
TpabBa fa ce MpeyCTaHOBH NPHEMBT HA BaNNpoeBa kucenuHa, Cho01IaBa ce ChLIO 32 XHNEPAMOHEMHS
CBNPOBOAECHA € HEBPOJIOTHYHA CHMNTOMATHKA (Bx. Touka 4.4). B penku cnyuan e otGenssana noapa
Ha orouu. B peaku ciyuau e orbena3aHo 3aTITRCTABAHE.

Hewxuunu napywenusn.:
Henpecns.

Hapywenus na nepsrama cucmema:




[Tonskora ce cbobL1aBa 3a aTAKCHA, CBETOBBPTEX H TPEMOD, MOABATA HA KOMTO BEPOSTHO 3ABHCH OT
NPUIIOKEHATA J1034,

IMouskora ce chobluara 3a ceAalms, OGHKHOBEHO MO BpeMe Ha KOMOMHHDAHO JIeUeHHe C JpYrH
AHTHKOHBY/cAHTH. [Ipy MOHOTEpanus T4 Bb3HHKBA B PEKH C/ly4ad B HAYANIOTO HA TEPAIMATA H
O0OHKHOBEHO € ¢ TIpexoAeH xapakTtep. Paako ce orbenA3eart cnyyan Ha detaprus u 00BPKaHOCT, B
HAKOH CJIy4aH MPOrpecHpaLiy A0 CTYNOP M MOHAKOra ChIIPOBOAEHH CHC XANIOLMHALIMH HITH
KOHBYJICHH. B MHOTO penku cnyyau ca HabmoasaHy eHuedanonaTa 1 koma. Yecro Teau nposask ce
CBBP3BAT C M3MO/3BAHE HA MHOTO BUCOKH HAYAIHH N03H WIH KOMOHHHpAHE C ApYTH
AHTHKOHBYJCaHTH, 0cobeHo ¢ peHobapbuTan. O6HKHOBEHO Te ca 0B6paTHMH NMPH HaMaIABaHE Ha
[03aTa WK NPeyCTaHOBABAHE Ha NeYEeHHETO.

CpobiuaBa ce 3a MHOTO peJIKH CITy4aH Ha O0paTHMH eKCTpANMpPaMUHH CHMITOMH BKJIIOUBALIH
NAapPKHHCOHH3BM WITH NpeX0aHa AEMEeHLMA CBBP3aHH ¢ 0fpaTHMa MO3bYHA aTpodus.

B13MOXHO € Bb3HHKBAHE HA NOBHLIECHA eHEPrHYHOCT. [1o NpUHLMN TOBA € MONMKKUTEIHO, HO B HAKOH
C/lyuan ce cboD11aBa 3a HPOSBH HA aTPECHA, XMIEPAKTHBHOCT U MPOMEHH B NIOBEACHHETO.

Psanko ca oTGens3saHH NosABa Ha WyM B YLLUHTe U 3aryda Ha ciyxa (o0paTuMu unu aedHHuTUBHY),
BBIIPEKH Y€ HE € JOKa3aHa NPHUHHHO-CNEeICTBEHA BPh3Ka,

B penku cnydan ce cbobuasa 3a rnaBoGonne U HHCTArbM.

Habnropapans ca cbilo raaeHe, CeAMpaHe, eKCTPaNnMpaMHAHN HapYIUEHHA.

B peaxu cnyuau ce chofiuaBa 3a AUILIONKA.

Pecnupamopnu, 2pbOHU U MEQUACTUHATHY HADYIEHUA:
Heuecty: nnespaineH uznue (eozunoduien).

CmoMauino-4pesHu HapyweHus.

MHoro psazgko ce crobLIaBa 33 NaHKpeaTHT, NoHAKora ¢ (paTaneH uaxon (Bx. Touka 4.4). Bramoxno e
NOBHILABAHE HA alleTHTA, 4 JIYEHHETO ¢ BAINPOEBA KHCEIHHA MHOMO YECTO NMPEeW3BHKBE
yBEIHYABAHE HA TEJECHOTO TENJIO, KOETO MOXKe Na Obe u3pa3eHo 1 nporpecHBHoO (BXk. Tovka 4.4). B
HaYa/10TO Ha JICYEHHETO MOXKE J1a Bh3HHKHAT NMO-JIEKH MPOSBH Ha IPa3HEHE Ha CTOMAXa W YepBara.
Mosxe na ce HabmonaBar rajeHe, NOBpbLIaHe, 6e3aneTHTHE U KOHCTHHALMA.

Xenamobunuapru napywenus.:

BbamoxxHO € noBULIaBaHe Ha TPAHCAMWHA3MTE B HAYATOTO Ha NeueHHeTo. B peaku cnyvau cien
NPHEM HA BANNPOEBA KHCEHHA, BL3HUKBAT CCPHO3HH HApYIUEHHA Ha YepHoApoOHaTa dyHKUuA,
KOWTO NOHAKOra ca ¢ aTaieH u3xo/ (Bk. cblo Touka 4.4). Paako ce nabmonasa nopdupus.

Hapywenua na xosxcama u nOOKOHCHAMI MbKAN.

IMpu Hakou 6osHK e HabnroaaBaH npexoaeH koconan. To3u eeKT BEPOATHO He € CBBP3aH ¢ J03aTa.
INopacTraHeTo Ha KOCATa HOPMAJTHO 3aMoYBa B PAMKHTE Ha IIECT MECELIA, HO € BLIMOXHO T3 14 CTaHe
no-kbApaea. Yecto ce croblaBa 3a HapyLIEHUA Ha HOKETA H HOKBTHOTO Jioxke. PAlko ce chofuiasa 3a
nopthupua. MHOro paako ce¢ 0T0eNA3BaT CHAHO H3PA3EHO OKOCMABAHE M AKHE.

B peaxy cayuau ce Habmonasar KOXHH peaKklIMH, KaTo ek3anTemaroses oOpus. [lo HakmoyeHue ce
oTOenA3BAT CAy4YaH HAa TOKCHYHA eNUIEPMANHA HEKPOIM3a, OTAEIHY Cly4yan, CHHAPOM Ha Stevens-
Johnson’s u eputema MynTudopme. C HeM3BECTHA YECTOTA: XHIEPIHTMEHTALIMS,

Hap)naenwi HQ Mycxyﬂno-cxeﬁemuama cucmemMa u Cbec)uuumeﬁuama MBbKAax.

HMma croblienns 3a HamansBaHe HA MUHEpATHATA TLTBTHOCT Ha KOCTHTE, OCTEONEHHA H OCTEOMOPO3a
NpH NaLMEHTH HA NPOAL/DKUTENHA Tepanus ¢ KoHByneke. MexaHH3MBT Ha Te3H eeKTH BBPXY
KOCTHHA MeTaDONIH3ILM HE € H3BECTEH.

Hapywernun na 6vbpeyume u nuxounume nemuwa:
BB Bpb3Ka C IeUEHHETO C BATMPOEBa KMCENHHA ca 0TOENA3aHH €AMHHYHH CIY4aH HA CHHAPO
DankoHH ((yHKUHOHAaNeH AedeKT Ha NPOKCHMANHHTE TyDyIH BOAEW A0 FIIHKO3YpHS,
aMHHOaUMAYpHA, hocdaTypHa U YPUKO3YPHA), HO OCHOBHHTE MEXAHH3IMH Ha BH3HHKBA
OlIE HEM3BECTHH.

Hecto e HabnionaBaHa ypHHapHa HHKOHTHTEHLNA.




Hapviuenus na 6u3npoussodumenHama cucmema u 2bpoama.
Papko ce chobmiara 3a MONHKHCTOZHH SHYHHLM, KAKTO M 32 IMCMEHOPEA M aMeHopes MHoro paaxko ce
0oT0eNA3BA THHEKOMACTHA.

Bpooenu, hamurnu u zenemuunu napyueHus:
Bponenn mandopmauun v HapylIeHHs B pa3BUTHETO (BXK. TOuka 4.4 ¥ Touka 4.6).

Heduampuuna nonyaauin

[TpodusT Ha Ge30MacHOCT Ha BAINPOAT 3a NeAHATPHYHATA MOMYNALMA € CPABHHM C TO3H MpPH
BB3PACTHHTE, HO HAKOW HEXENAHM JIEKAPCTBEHH PEAKIIMH Ca NO-TEeXKO H3Pa3eHH WM ce cpeluar
TIaBHO B MEJHATPHUYHATA NomynauHs. ChLIECTBYBA CMIELM(PHUEH PHCK OT TEXKO YBPEKIaHE Ha
YyepHHA Apob NpH HOBOPOAEHK W MPH MajKH ela, ocobeHo npu aeua noa 3 roaunu. OcBeH ToBa, 3a
MAJIKHTE Jlella CLUIECTBYBA CNIELUH(HYEH PHCK OT Pa3BUTHE HA NaHKPEaTHUT. Te3n PUCKOBE HAMAIABAT
C YBelW4YaBaHe HA BB3PacTTa (BXK. ToUKa 4.4). IICHxHYHH HAPYLUEHHS, KATO arpeCHBHOCT, Bb30ya,
HapyLIeHHEe HA BHHMaHHETO, aGHOPMHO NOBEAEHHE, MCHXOMOTOPHA AKTHBHOCT M HapyLIeHa
CNocoBHOCT 32 yueHe, ce HabmoJaBaT NPEAHMHO B NEHATPUYHATA TIOMYIAlHA.

CrobliapaHe Ha MOJO3UPAHH HEXeNaHH PEAKLIMU

CrobuasaHeTo Ha NOIO3HPaHH HEXKENAHH PEakLIMK C/ief pa3peLiaBaHe 3a ynotpeba Ha JIeKapcTBeHHA
OpoAYKT € BaxkHo. ToBa Mo3BoniABa Aa ce MPOALIKH HADMIOCHHETO Ha CHOTHOLIEHHETO M0/13a/pUCK
3a JIEKAPCTBEHHA NPOAYKT. OT MEAULIMHCKHTE CIELHATUCTH e M3MCKBA Ja ¢hobGlIaBaT Beaka
NOJ03HpaHa HeXeNnaHa peakiua 4pe3 M3anenHHTENHATA areHuMs 110 neKapeTsaTta, ya. ,,JlamsH
Ipyes’” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiir: www.bda.bg,

4.9 [Ilpeno3mpane

Orfenssanu ca cy4aH Ha HHUWASHTHO WIH UEICHACOUYEHO NpenosupaHe. [Ipy nnasmeHu
KOHIIEHTPALMH N0 5-6 MBTH NO-BHCOKH OT MAKCHMANHHTE TEPANEBTHYHH HHBA € MAJTKO BEPOSTHA
nosBa Ha APYTH CHMIITOMU OCBEH rajeHe, NOBPbLLIAKE H 3aMasHOCT.

I1ps Texko npenosupaHe, Hanp. NpH MIa3MeHH KoHUEHTpauuH 10-12 MbTH 00-BHCOKH OT
MaKCHMATHHTE TEPANEBTHYHY HitBa (BK. CHIUO TOYKA 5.2), ca Bb3MOXKHH TeXKO noTHckaHe Ha [THC u
Ouwadero. CumMnToMuTe obayue MOKe Aa BAPKPAT YyBCTBHTENHO. [Ip MHOro BHCOKM Nnna3MeHH
KOHUEHTpauu# ca othensasaHu npunaisun. Chobasa ce 3a MosBa HA MO3BYUCH OTOK H ITOBULLIEHO
BhTpeYepenHo Hansrake. OTOena3any ¢a HAKOIKO CMBPTHH C/Ty4as Cllefl MHOTO FOfIAMO NPeo3HpaHe.

IIpu npeneHka Ha cayyail HAa HHTOKCUKALMA, TpaOBa a ce UMa NpeBH] BR3MOKHOCTTA 3a aobaseHa
TOKCHYHOCT BCJIEACTBHE HA MHOMOKDATEH MPHEM HAa MEXHKAMEHTA, HATIP. IPH HAMEpPEHHE 3a
caMoyOHiicTRO.

IlpH HHTOKCHKALIHA Ce IPEeNnopbYBa NPOBEKAAHE HA MEPONPUATHA B 6ONHHYHA 00CTAHOBKA, KATO
NpeH3BUKBAHE Ha NOBPBUIAHE, CTOMAIIHA IPOMHBKA, KOMAHIHO JHLIAHE H APYTH MEPKH 34
NOJXbPIKAHE HA XKHIHEHHTE (PYHKLIUH.

Ycneuno ca npuiaraHi xeMoaHanu3a H xemonepdyzus. [punaran e cblio Taka HATOKCOH
HHTPaBEHO3HO, MOHAKOTA C OPAJICH MPHEM HA aKTHBEH BBIJIEH.

5. ®APMAKOJIOI'MYHHA CBOMCTBA

5.1 PapMakoIHHAMMYHE CBOHcTBA

NO3AGO].

MexaHusbM Ha aeiicTeHe

Haii-BeposTHHAT MEXaHH3bM Ha JeHCTBHE € MOTeHLypaHe Ha MHXUOMTOpHATA pons
amuHo6yTHpoBaTa kucenuHa (GABA) upes noBiufABaHe HAa NO-HATATHLUIHMA I CHHTE3
MeTaboNn3Ma. AKTHBHPaHETO Ha AeKapboKcniasaTa Ha r1yTaMHHOBATA KMCETHHA H T




GABA TpaHcaMHHa3aTa, BOAH 0 H3pa3eHO NOBHIIABAHE Ha KOHLeHTpauunTe Ha GABA B
CHHANTO30MHTE H MEXKIYCHHaNTH4HaTa Lenka. Kato HeBpoTpancMUTepeH HHXHOHTOp GABA
BL3NPENATCTEA NPEA- H NOCTCHHANTHHHOTO Pa3sTOBAPBAHE, KAaTO N0 TO3M HAYMH NPEAOTBPaTABa
Pa3’NpoCTPaHEHHETO HA KOHBYJICHEHATA AKTHBHOCT.

®apmakoMHAMHYHH edeKTH

BannpoeraTa KMCENHHA € AHTHKOHBYICAHT

ITcuxoTponHaTa aKTUBHOCT Ha BaNnpoaT BOAH A0 NMo-100pa Ba30MOTOPHA KOOPAHHALIAS W TOBHILCHH
KOHUEHTPALUMOHHH CMOCOOHOCTH.

KnunuyHa ehekTHBHOCT M Ge30macHoCT

Hobpara epeKTHBHOCT H ObP3HAT eeKT NPH NeYeHHeTO Ha MAHHAKAJTHH eNIM30AM NMpH GOMHY ¢
GMnoNApHO pascTPOICTBO € YCTAHOREHO MPH PEAHLA ILTALE00-KOHTPOIUPAHH KITHHHYHH [IPOYUBAHHA.

I[pu meTa-aHanu3 Ha paHIOMH3HPaHH, TaLEet0 KOHTPOIMPAHH NPOYYRAHHA BK/IOUBAIM 11
AHTHENTMNIENTHYHH JIEKAPCTBEHH NpoaykTa (06wo 199 npoyusanuna obxeaimamm 27 863 naunenTa B
rpyIUTe TPETHPaHH MeAMKaMeHTO3HO H 16 029 6onHu npHeMany miauebo) NPHIIOKEHH 3a JieYeHHe
Ha enuiencys, NCUXHaTpUUHK 3a00N1ABaHHA (BIIIOYHTENHO GHNONAPHH pa3TpoiicTRa, K3oPpeHna 1
CTPaxoBH HEBPO3H) WK IPYTH HapylueHUA( BKJI. HEBpONaTuiHa 60nka), WU yCTAHOBEH NOBHILEH
PHCK OT CYHUMIHO CBbP3aHH CLOMTHA (CYHUMAHH WAEH U NMOBEACHHE) NIPH GOJIHMTE TPETHPAHH C
AHTHEMHJIENTHLH B CPABHEHHE C Te3H npHematuH niauebo. [1posBrTe GUNH eQHAKBO pasnpeneseHH 3a
BCHYKH MPOYYBaHH MPeNapaTH H e H3ABWIH MeXAY 2-Ta H 24-Ta CeIMHLIA OT 3aN0o4YBaHE Ha
Ae4eHHeTO. PUCKBT OT CYHUHAHH UIICH H MOBEACHHUE NPH MMAUHEHTH TPETHPAHH C AHTHEMWIENTHYHH
NeKapCcTBEHH NpoaykTH 6w oueHeH Ha 0,43%, NouTH ABA MTBTH NO-BHCOK OT TE3H NpueManu nnaueto
(0,24%), xoeto croTBeTCTRA Ha 2 ciyyas Ha | 000 GonHu OT rpynara npHeMana aHTHENHIETITHYHH
CpeACTBa B CPAaBHEHHE C Ta3W BIMMasIa nnauebo.

5.2 DapMAKOKHHECTHYHH CBOHCTBA

Abcopbuus
CroMaurso-ycToHYMBHTE Kancysin ocBoOOXKAABAT AKTHBHATA CHCTABKA CAMO B THHKHTE Y€pPBa, KbAETO

T4 ce abcopbupa. AGcontotHara 6HonanuyHocT e oyt 100%. BbpXoBu IU1a3MeHH KOHLEHTPALMHM ce
AOCTHraT cjiefl 2-3 yaca. EJTHOBDEMEHHHAT NPUEM Ha XpaHa He 0Ka3Ba BAMSHHE Ha KOMHYECTBOTO
abcopGupaHo BelecTs0. B 3aBHCHMOCT OT MHTEPBaIa MEXIY NMPHEMHTE, PABHOBECHH CEPYMHH HHBA
ce pocturar cnen 2-4 nHH. EQexTHBHHTE TepaneBTHYHH N1a3MEHH KOHLEHTpALMY ca Mexxay 40-

100 mg/1(278-694 pmol/l} npu naupenTH ¢ enmencus n Mexay 50-125 mg/1 (300-700 pmol/l) npu
HRKOH GOJIHH € GHNONAPHO pascTPoOHCTRO.

OrGenszanm ca roJleMH pamiHuHA HA TUTA3MEHHTE HHBA MEXTY MTALHEHTH, KAKTO OT paiIH4HH TPYIH,
TAKA H OT €HA U ChILA Tpyna.

Pasnipenenenue
CBBp3BaHETO Ha BaNNPOAT C M1A3MEHHTE [IPOTeHHH € okoso 80-95% TMpu niasMeHH HUBA Han

100 mg/l ce ysenuuagar csobomHute dpakiiuu. Bannpoar npeauMuo ce pasnpenens ¢ KpbBTa.
KoHueHTpaumnaTa Ha BANnpoar B rpLOHaYHOMO3BYHATA TEYHOCT € CPABHHMA ¢ KOHLIEHTPALMATA Ha
cBoboaHM (ppakLiu B na3MaTa. Bannpoat npeMuHaBa npes NialleHTAaTa, a TAKa ChLIO C€ H3bYBA B
MaiuHHOTO MIIAKO (1-10% oT 061uHTE cCepyMHH KOHUEHTpAlIHK).

Buotpancopmanus
Bannpoar ce merabonusupa B uepHus Opo, NpeaUMHO NOCPEACTBOM MIIOKYpPOHUpaHe. Bannpoart
HHXHOHpa uuToxpoM P450 en3uMuara cucrema.

EnumMunupate
Bannpoar ce exckpeTnpa npeanMHo Tipe3 616peunTte nox ¢popma Ha TITIOKOPYHHIIM.

EnuMUHaLMOHHUAT monyxueot e 10-15 yaca M e 33auMTENHO NMO-KPaTEK NpH JeUa, H It
6-10 vaca.

Creyuannu zpynu nayuenmu




IlaunenTy B HanpeiHana BL3pacT: PapMakOKWHETHKATA Ha BaNMpoaT Moxe 2 Gble mpoMeHeHa npu
[IAUKMEHTH B HAMPEAHANA BL3PAcT MOpalH [0-TONEMHAT 00eM Ha paznpeaeicHHe H HAMAIEHOTO
CEBBP3BaHE C IUIA3MEHHTE MPOTEUHH, KOETO MOXE Ja JOBE/IE 10 NOBHIIABAHE HA KOHUEHTPALMHTE Ha
cBoOOAHMA MPOIYKT.

Hauuentn ¢ 66peuno yepexpaane: [lopann HaManeHOTO CBBP3BAHE C NIA3MEHHTE NIPOTEHHH, KOETO
BO/JHM [IOBHIIAEAHE HA KOHUEHTPALMHATE HA CBOGOIHHA POAYKT, (PApMakOKMHETHKATA Ha BaIMpPoOaT
MOXe Ja Oblie MpOMEHEeHa NPH NALMEHTH ¢ HapyLueHa 6bOpeuna pyHKUMA.

[MaumeHTH ¢ YephoapoGHO YBpEKIaHe

[lonyHBOTET Ha €NHMHHALINSA € 3HAYHTENHO YAb/DKEH NPH NALHEHTH C LIMPo3a H GOTHH, KOMTO ce
Bb3CTAHOBABAT OT OCThP XEMATHT B CPABHEHHE C KOHTPOJIHTE, KOETO NOKA3B4 HapyllaBaHe Ha
KIMPBHCa TPH NIALMEHTH ¢ HApYIlUeHa YepHOAPOGHa QYHKLUMS.

[Ipv geua 1an 10 roaMuIHa BB3PACT W NPH KOHOLIH KJIMPBHCET Ha BAINPOAT € NOA0GEH Ha TO3H,
YCTaHOBEH NpH BE3pacTHH. [lpu neauatpu4nuTe naumenT noja 10 roAMHN CHCTEMHHAT KIIHPBHC HA
BANNpoar Bapupa ¢ eu3pactra. [Ipn HoBoponenuTe u Gebertara 1o 2 Meceua, KIHPBHCEHT Ha Bannpoar
€ TIOHIKEH B CPABHEHHE C TO3H TPH BL3PaCTHH H € Hal-HUChK HeMOCPeACTBEHO clie paxaaHeTo. B
0030p OT Hay4HaTa NMTepaTypa e MyGAHKYBaHO, He MIA3MEHHUAT NONYXKMBOT HA BaANpoar npu 6ebera
noj 2 Mecella NoKa3Ba 3HAUMTEHA BapHaGIIHOCT Ha cToiiHocTUTe OT 1 0 67 Haca. Ipu aena Ha
BB3pacT oT 2 10 10 roaWHK KIWPHHCET Ha BANNpPoaT e ¢ 50% Mo-BHCOK OT TO3H NPH BB3PacTHH.

5.3 IlpenxiuHAYHA JAHHK 33 Ge30mAcCHOCT

MacenpanuaTa 3a XpOHHYHA TOKCHMHOCT C BANIPOAT NIPH IUTHXOBE W KYHETa NOKA3aIH HaMaleHa
CrEepMaTOreHe3a H TECTHKY/IapHa aTpodus.

B npoyusanuns 3a TOKCHYHOCT NPH MHOTOKPATHO NpHIAraHe ca ChoOIIEHH TECTHKYIApHA
JereHepauus/aTpodus WK HapyLUeHHUs B CTIePMaTOreHE3aTa H HAMAJISBAHE HA TErNOTO HA TECTHCHTE
TIPH BL3PACTHH TUTBXOBE M Ky4€Ta ClE/ EPOPaNHO NPUIOKEHHE B A03H ChOTBETHO 1 250 mg/kg/nen
v 150 mg/kg/nen.

IIpy 10BEHHIHH MTbXOBE HAMANARAHE HA TETJIOTO HAa TECTHCHTE € HAOMIAABAHO CaMO TIPH JIO3H,
HaJBUILIABAIN MAKCHMAasHaTa NoHoCcHMa f103a (oT 240 mg/Kg/neH Npu HHTPaNepUTOHEARHO HITH
MHTPaBEHO3HO IPUAOXKEHHE), 6e3 CBBP3aHH XHUcToNaTonornyHy npomenu. He ca Habmonapanu
eeKTH BbPXY MBXKKHTE PeNPOLYKTHBHHM OPraHH MPH MOHOCKHMH 103H (o 90 mg/kg/new). Bb2 ocHoBa
Ha TE€3H [JaHHH HOBEHWIHHTE XKHBOTHH HE CE CUMTAT 3a MO-NOAATIMBH M0 OTHOLIEHHE HA HAXOJKH B
TECTUCHTE, B CPABHEHHE ¢ BH3PACTHHTE. 3HAUCHHETO HA HAXOJKHMTE B TECTHCHUTE 3a NeJHATPHYHATA
NOMyNalMs He € WIBECTHO.

B npoyusane 3a $pepTHAHTETA NpH IUTBXOBE, BAAMpoaT B 103H o 350 mg/kg/aHeBHO He nopIHsBa
penpoAyKTHBHATa YHKUMA NPH MBXKHTE UHAMBHIH. BENpekH TOBa HH(EPTHAMTET NpH MBXKe €
HACHTHHLMPAH KaTO HEeXKeNaHa peakUua NpH xopata (Bx. Touku 4.6. u 4.8).

I1pH reHOTOKCHYHHMTE M3C/IeIBAHHA HE € YCTaHOBEH MyTareHeH noTesdunan. [1py npoyusanusTa 3a
KapiLHHOI'eHEH NOTEHLHa OHIa YCTAHOBEHA NMO-TO/IAMa YECTOTA Ha NOAKOXKHH (GHOPOCAPKOMH NpH
MBXKKH NIbXxose. He € 3BecTHO 3HAYEHMETO Ha TE3H JaHHM 3a Xopa. BannpoatsT nokasan GescnopHa
TEPATOTE€HHOCT MPH JKHBOTHH,

6. PAPMAHEBTHYHH TAHHHU
6.1 CnuchK Ha NOMOIIHATE BelleCTBA

Kapnon 83

I'mauepon 85%

HKenatan

Turanos auokeun (E 171)

JXKenesen okcua vepsen (E 172)

ConHa kHcenuHa

MeTakpuioBa KHCeHHa-eTwIakpuaaT kononumep (1:1) mucnepcuna 30%
Tpuernnos uurpar

Makporon 6000




I'nuuepon MoHocTeapat 45-55 Tvn 11

6.2 HecnBMecTHMOCTH

Henpunoxaimo

6.3 Cpok Ha roaHoct

5 roamun

6.4 CpenHa/IHH YCIOBHSA HA ChXpPAHEHHE,

Ha ce coxpansba noa 25°C. [la He ce chbXpaHsaBa B XJaTHIHHK HIH 3aMpa3asa.
Jla ce cbxpaHfARa B OPUrHHANHATA ONIAKOBKA, 3a Ja Ce NPEAIa3H OT CBETIIHHA.

6.5 Bujau cLABPXRAHHE HA ONAKOBKATA

Anymunuesa/PVC 6nucrepHa onakoska WiH anymunneea/PVC/PVDC GnuctepHa onakobka,
cbabpxatia 100 kancynn.

6.6 CnennajaHn npeinazHn MEPKH NPH HIXBLPJIAHE

HsaMa cneunanHy u3HCKBaHHA.

7. TNPHTEXATEJ HA PA3PEHIEHHETO 3A YIIOTPEBA
G. L. Pharma GmbH, Schlossplatz 1, 8502 Lannach, Ascrpus

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20000210

9. JIATA HA ITBbPBO PA3PEIITABAHE/TIOMHOBABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Jara Ha mepBO paspewmiasaHe: (06 toum 2000 r.
Jara Ha nocneqHo nogHoeasaue: 30 maii 2011 r.

10, JTATA HA AKTYAJIM3BUPAHE HA TEKCTA
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