KPATKA XAPAKTEPUCTUKA HA ITPOJAYKTA

V¥ To3wu jiekapcTBEH NMPOAYKT MOUIEKH Ha JIOMBJIHUTENIHO HabmoaeHue. Tosa wie no3soau 0bLp30To
yCTaHOBSIBaHE Ha HOBA UH(pOpMaLIMs OTHOCHO Oe3onacHocTTa. OT MEJIMUMHCKHUTE CIIELIHAIMCTH Ce
W3MCKBA J1a ChOOIIIaBaT BCAKA M10/103MpaHa HeKelaHa peakius. 3a HauMHa Ha choOlllaBaHe Ha

HE)KEJIaHU PeaKLMKU BUXKTE TouKa 4.8.

. HWME HA JIEKAPCTBEHHUA IMTPOAYKT mUKa Ha npogykm
(;/0 QUIOKII”
KouBynekc 50 mg/ml cupor ey S

Convulex 50 mg/ml syrup éy/f_} ) - ZU

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

I ml cupon ceabpka S0 mg HaTrpueB Bannpoar (sodium valproate).

[[OMOILIIHK BELIECTBA C U3BECTHO ACUCTBHUE: JIMKA3UH, METHJT NapaxuapoKCHOEH30aT, NMPOIKJI
napaxu/JpoKCcHOeH30aT.
3a MbJIHUS CMHMCHK HA MOMOILIHUTE BellleCcTBA BUXKTE TOUYKA 6.1 .

3. JEKAPCTBEHA ®OPMA

Cuporn.
be3uBeTeH 10 JIEKO KBJITEHUKAB Ha LIBAT pa3TBOP.

4. KJ/IMHHUYHU JAHHHU

4.1 TepaneBTHYHH NMOKA3AHHUS

JleueHue Ha MbPBUYHH F€HEPAIU3UPAHHU EMWISTITHYHU NPUNAbLIM, BTOPHYHH F€HEpaIu3upaHH
ENMUJICTITHYHH MPHUITAAbLUH U HEITbJIHU €MUJICNITUHYHH MPUNATbLIM.

JleyeHue Ha MaHHWEH ernU30/1 NpH OUIOJIAPHO PA3CTPOMCTBO, KOraTo JJUTHH € NMPOTHBOMOKA3aH, U HE
ce Toaepupa. llpoabskaBane Ha JIe4YEHUETO Clie/l MAaHUEH €MU30/ MOKe J1a ce€ OOMMCIIH NIPH
MaLKMEHTH, KOUTO Ca Ce MOBJIMAJIM OT BaJINpOAaT IPH JICYEHUETO HA OCTpa MaHHA.,

4.2 103MpOBKA H HAYHH HA NPHJIOKEHHE

KOHBYJIEKC CHPOII € NpeIHa3HauYeH CIeLMAaIHO 3a JIeYeHHe Ha MAJIKM Jiella, BbB BPb3Ka C HETOBUS
[MPUATEH BKYC, KOUTO YJIECHSIBA MPUIOKEHHETO.

KOHBYJIEKC CHPOII Ch/IbPIKA 3aXapHHS 3aMECTHUTEJT JIMKA3HH U 110 Ta3K NPUYHHA HE NPUYMHABA WJTH
yBejMuaBa Oposi Ha KapUECHTE.

Jlela OT JKEHCKH 110J1 U JKEHH ¢ IeTePO/IEH ITOTEHLIHAI
Jleyenuero ¢ Baznmpoar TpadBa J1a ce 3anoyHe W MPOC/IEAsBa OT JEKap ¢ KIMHHYEH OIMT B JICYEHHETO
Ha enuJIerncus Wik OMNosApHO pascTpoicTBo. Bannpoar He TpsaOBa 1a ce W3IoJ3Ba npu aeua ot

JKCHCKHM T0J1 U TIPH JKEHH C AETEPOJEH MOTEHLMA, OCBEH aKO JIPYTrUTE JICYEHHS ca HEECPEWEHH MIIA

He ce noHacsT 100pe (BkK. To4uka 4.4 1 4.6), a monzara ¥ PUCKBT TPSAOBAa BHUMATEIHO J1a/ce OHEHABAT
[IPH PCIOBHHU KIMHUYHH TTPErJIC/1HU. [/ y .
Bannpoar ce rnpeanucsa U oTiycka B cboTBeTcTBHe ¢ [Iporpamara 3a npeanassane 6}56Menﬁﬂcr "
npyv ynorpeda Ha BaJinpoar (Bxk. Touka 4.3 u 4.4). \'1 = |



Bannpoar TpsaOBa aa ce npeanucBa NpeAUMHO KATO MOHOTEpalHi, ¢ Ha#-HUCKaTa €PEKTHBHA 1034,
aKo € BB3MOXKHO, B IEKapPCTBEHA GopMa ¢ YABIDKeHO ocBoOOKAaBaHe. /IHeBHaTa fo3a TpaOBa aa Obnae
paz/iesieHa NOoHe Ha ABE OTAESTHHA OO3H (BXK. TOYKa 4.6).

MbKe
[Ipenopbusa ce nedeHHeTo ¢ KOHBYEKE Aa ce 3aMo4He U KOHTPOJUPA OT CNEUKAIUCT ¢ OITUT B
JeYEHHETO Ha enWIencua Wid OUNONAPHO pa3CcTPOHCTBO (BXK. TOUKH 4.4 1 4.6).

QOBH POBKa

[Ipennarar ce popmu Ha KoHBYNekc ¢ pazaidyHa MOIMHOCT H 1034 32 HHAHWBHIYAITHO AO3UPAHE Ha
JEKapCTBEHHA MPOAYKT.

[To npuHUMIL, AHEeBHATA J03a TpAOBa ga Obae pazaeneHa Ha HAKOJIKO npuema. 11o Bpeme Ha
MOHOTeparnuATa ¢ HaTPpHEB BaINpoar, obLuara THEBHA 1033 MOXe Aa ce NMpuiara €AHOKPaTHO, Beuep
(10 MakcHManHa xo3a ot 15 mg/kg).

HeobxonuMHuTe AHEBHH JO3HM BapupaT B 3aBHCHMOCT OT Bb3pacTTa H TeNeCHOTO Terjio. OnTUMaHaTa
J03a ce oNpeaess OCHOBHO OT KOHTPOJIa Ha IMPHNaABLMTE; HEe € He0OX0AUMO PYTHHHO H3CJIEBaHE Ha
[UTA3MEHUTE KOHLUCHTpAUHH. BbIipeku TORa, ONpEaeNIHETO Ha [U1a3MEHWUTE KOHLIEHTpallMH MOXKE 1a
Obae OT Nnosi3a npy HEAOCTAThUYEH KOHTPOJ HA NPHUNaAbLUMUTE WK NpU NpearoaraéMu CTpaHHYHH
epekTH (BXK. TOUKA 5.2).

Mouorepanus

Ennaencus

[Teouampuuna nonyirayus

[TvpeOoHavanHo ce npwnarat 10-20 mg/kg TenecHo Terno AHEBHO, ¢ MOCIEARAILO MOCTENEHHO
nospuwasane ¢ 5-10 mg/kg Ha 3-7 nTHEBHM MHTEPBAIA AOKATO CE MOCTHTHE KOHTPOJI HA MPUIATBLIUTE.
OOHUKHOBEHO TOBA ¢e MOCTUrra ¢ AHeBHa g03a 20-30 mg/kg TenecHo Terno (BXK. CBILO Taka 3a
opHeHTaLus TabnHLiaTa 3a no3HpaHe). AKO C T€3U JO3H HE MOXKE JIa C€ MMOCTUIHE aIeKBATEH KOHTPOT
Ha NpyunagbuXTe, JHEBHATA A03a MOXe Aa ce yBeawuM Ao 35 mg/kg TenecHo Terno. B otaesnHn cimyyan
€ Bb3MOXKHO 1a Oblde HeoOXoquMo u3non3sane Ha no3u Haa 40 mg/kg/neH.

[Ipu aeua, mpu KOUTO CE€ Hajlara aa ce npuiarar no-sucokH Ao3u ot 40 mg/kg/neH, e HeobxoauMo
PEROBHO Ja C€ KOHTPOMUPAT J1abopaTOPHUTE H XEMATOJOTHYHH MTOKA3aTeH.

Heya c mezno nao 20 kg: IlpenoprvuBa ce HayanHa go3a oT 300 mg aHeBHO.

Ilpenopvueam ce cneonume oneeru 0o3u 3a 8ainNpoam
(Tabnuuara e 3a OPpUEHTHPOBKA):

Bbapact TenecHo rerno CpenHa nosa

(kg) mg/neH ml/neH
3-6 Mecela ~5,5-7.5 150 3 ml
6-12 mecella ~7.5-10 150-300 3-6 ml
1-3 ronunu ~]10-15 300-450 6-9 ml
3-6 roauHu ~15-20 450-600 9-12 ml
7-1]1 roaunn =20-40 600-1 200 12-24 ml]

Hayuenmu ¢ bobpeurna HeCoCmamvyYHOC WUNU HAPYIERUE HA YepHOOpobHama QyHKyus

[Ipn naumeHTH ¢ ObOpedHa HENOCTATBYHOCT MOXE Ja CE HAJIOXKHM HaMaIsBaHe HA A03aTa WIH
yBEJIMYaBaHE Ha 103aTa NpH MalHEHTH Ha XxeMoauanusa. Bannpoar ce oTaens npH AManusa
Touka 4.9). JloaupoBkara TpabBa 1a ce NpOMEHA cnope/l KIMHUYHOTO NpPOceaBaHe Ha
(BX. Touka 4.4). [lozaTta TpsabBa na ce onpeaeny Bb3 OCHOBA Ha KIMHHYHATA KAPTHHA,

MauHiiHH enN30QH NPH GHOONSIPHO PA3ICTPOHCTBO




Bw3pacmnu

IlHeBHaTa no3a Tpabea na Obae yCTaHOBEHA M KOHTPOJIMpPaHa HHAMBUAYAIHO OT JICKYBALLHA JiIeKap.
[lpenoprumTenHaTa HayalHa AHEBHA a03a € 750 mg. OCBEH TOBA B KJIMHWYHH H3MHMTBAHUA HAYa/lHa
ao03a ot 20 mg Bannpoar/kg TenecHo Terno ¢bLIO MoKa3sa MpUeMiIMe Npodui Ha 6€30NMacHOCT.
MOopMHTE C YABKEHO 0CBODOXKAABaHE MOoraT Aa OBbAAT NpUIaraly eMH ITbT, WK ABA ITBTU AHEBHO.
Ho3ara Tpabpa ga Obae yBeaMdYeHa KOJIIKOTO € BB3MOXKHO NMO-0BP30, 32 Aa CE MOCTUIHE HAH — HUCKaTa
TepaneBTH4YHa 1034, KOATO BOAH IO *KeJaHuA KJIIMHUYeH edekT. /IHeBHaTa n03a TpabOBa na Obae
ajalnTUpaHa CrIpAMO KIMHHYHHKA OTrOBOP, 3a a CE ONpeJesIH HaH-HUCKaTa e(pEKTHBHA 1032 32
MHIUBHIYATHMSA NAlAEHT.

CpenHara aHeBHa Jo3a oOukHoBeHO Bapupa Mexy 1 000 u 2 000 mg sanmnpoar. [TauuenTu, kouTo
Noay4aBaT JHEBHH A03H MO-BUCOKH OT 45 mg/kg TenecHo Terno, TpadBa na 6baaT BHUMATEIHO
[pocaeasBaHH.

[Ipoab/IkaBaHETO HA JICYEHHETO 38 MAaHUHHH €MU30AH NpH OUTIONIAPHO pa3cTpoicTBO Tpabea na Obae
anantTUpaHoO MHAMBUIYAIHO, KATO Ce U3IM0J3Ba HA-HUCKATa eEKTHBHA J1034.

[leouampuuna nonyrayus
be3onacHocTTa M eprkacHocTTa Ha KOHBYEKC 3a IeYEHUE HA MAHUIAHH eNU30AH Mpy OUnoAspHO
pasCcTPORCTBO HE ca DMK OLIEHABAHM TPU NauMeHTH noa 18 roauHsu.

KomMOuHHpaHA TepanHa

Enuaencas

Ipu 3amouBaHe Ha neyeHue ¢ KOHBYJIEKC CUPOIN MPH NALUMEHTH, KOUTO BEUE NMPOBEKIAT JIeUEHHE C
APYT¥ AHTHKOHBYJICAHTH, JO3UPOBKATA HA H3NOM3BAHHMA Npean MeJHKaMeHT TpAOBa OaBHO 1a ce
HamassiBa. 3anoupaHeTo Ha Tepanus ¢ KoHBynekc cupon TpsAOBa J1a ce OCBINECTBARA MOCTENEHHO A0
JOCTHraHe Ha Habensd3aHata go3a cien okono 2 ceaMuuy, [Ipu npunarane na Kousynekc cupon B
KOMOHHALMsA ¢ aHTHKOHBYJ/ICAHTH, KOMTO HHAYLMPAT aKTHBHOCTTA Ha YEPHOAPOOHHTE EH3HMH, HaIIp.
(peHnTOuUH, (heHoOapOuTan Wik KapbaMa3senyH, MOXKE Aa C€ HAJIOXKH MOBHIIIABAHE Ha J03aTa ¢ 5 A0
10 mg/kg/neH.

Cien npeycTaHOBABAHE HA NpHEMa HA HHAYKTOPH Ha YEPHOOPOOHHTE €H3HUMH € Bh3MOXKHO fa ce
MOCTUIHE aICKBATEH KOHTPOJI Ha NPUNIAJbLHUTE MPH H3MO/I3BaHe HA NO-HUCKK N03H KOHBYJIEKC CHpPOTI.
[Ipn enHOBpeMeHHO npuiarane Ha 6apbuTtypatH M npu HabaronaBaHe HA MPOABU HA CeMpaHe
(ocobeno npu geua), TpabBa Aa ce HaMalH 103aTa Ha bapbuTyparure.

MaHWHHH eNH30A4 NPH OHNOJIAPHO pa3cTpoHCTBO

Bw3pacmuu

JHeBHaTa no3a Tpadea Aa 6bae yCTaHOBEHA M KOHTPOJIMpaHa HHAMBHAYAJIHO OT JIEKYBaIMA JeKap.
[IpenopruntenHara HayanHa qHeBHa A03a € 750 mg. OCBeH TOBA, B KJIMHUYHM M3MIMTBAHHUA Havya/lHa
no3a ot 20 mg sannpoar/kg TesecHo Teryio ChUIO NMOKa3Ba NMPUEMIMB Npod i Ha 6€30MacHoOCT.
DopMuTe ¢ yIBIKEHO 0CBOOOXK1aBaHE MOraT ja ObAaT NPHIIAraHK €AMH ITET, WKW JBa ITbTH JHERBHO.
Jlo3ata TpabBa na 6bae yBENHUEHa KOKOTO € Bb3MOXHO MO-GBP30, 3a 1a Ce MOCTUTHE Hali-HMCKATa
TEpaNeBTH4HA 1032, KOATO BOAM A0 XKeNaHUs KiMHU4YeH edekT. JIHeBHaTa qo3a Tpsabea 1a Obae
afarTypaHa CnpsAaMo KIMHHYHHA OTrOBOP, 34 J1a ce ONpele/H Hal-HHCKaTa epeKTHBHA 1034 34
MHAMBHIYAJTHHA MaLIUEHT.

CpeaHara 1HeBHa 1032 06MKHOBEHO Bapupa Mexkay 1 000 u 2 000 mg sampoar. [TauMeHTH, KOUTo
NOJIY4aBaT AHEBHH J03H [10-BHCOKH OT 45 mg/kg TenecHo terno, Tpsadtsa Aa 0bJaT BHUMATETHO
[IpochesBaHH.

[IpoarmkasateTo Ha MeUEHHETO 32 MAHHIHH €MTH30H NPH GUIIONAPHO pascTpoiCTBO TpAGBa aa Obe
ananTUPAHO HHAMBALYATHO, KATO CE U3I10JI3Ba Hai-HUCKaTa epeKTUBHA J103a.

Heouampuuna nonynayun
pa3CTPOUCTBO HE ca DWIH OLEHABAHU NMpH nauMeHTH noa 18 roauHmu.

Ha4ynH Ha NpHIOKEHHE
[lepopanHo npunoxeHHe




KoHByJsiekc cupon e 3a opajiHa ynotrpeba n TpaOBa a ce pueMa 1o BpeMe WM CIIeA XpaHeHe. 3a
TOYHO A03MpaHe, B KAPTOHEHATa OMIAKOBKA € NOCTaBEHa MPaJlyHpaHa 103aTopa CIIPHHUOBKA.

4.3

IlpoTHBONOKaIaHHA

CBpBXUYBCTBHTENHOCT KbM aKTUBHOTO BELIECTBO HJTH KbM HAKOE OT ITOMOLIHHTE BEILECTBA,
H30poeHu B TOYKa 6.1

AKTHBHO 4YepHOAPOOHO 3ab01aBaHe

AHAMHECTHYHH JaHHHU 3a TEXKKO yBpexiaHe Ha HyHKUHATA HA YEPHHUA Npob, 0COOEHO BB
BPB3Ka C NPHEM Ha JIEKapCTBEHH MPOAYKTH

YepHonpobna nopdupus

[TauHeHTH ¢ MUTOXOHAPHAIHH HAPYIUEHUS, IPHYMHEHH OT MyTallMH{ B AAPEHHS F'eH, KOAWpall
MUTOXOHAPHANHUG eH3KM noauMepasa vy (POLG), vanp. cuagpomM Ha Alpers-Huttenlocher,
KaKTO M NpH Jela nol 2 rof{IIHA Bb3PacT, 3@ KOWTO C€ CMATA, Y€ UMAT HapyllleHHE, CBbP3aHO C
POLG rena (svk Touxa 4.4)

[lanMeHTH ¢ M3BECTHU HApYLUEHUA B YpeHHHS LHKBI (BX. TO4YKa 4.4)

JleuerHue Ha enunencud

[To BpeMe Ha OpeMEHHOCT, OCBEH KOTATO HAMA MOIAXOASLIO alTEPHATHBHO JIEUeHHE (BIDK TOYKA
4.4 u 4.6),

[py xeHH ¢ AeTepOieH NOTEHIMANl, OCBEH KOraTO Ca U3ITbITHEHH YCJIOBHATA HA [IPOrpaMaTa 3a
peanasBaHe OT OpeMeHHOCT (BHXK Touka 4.4 1 4.6).

JleyeHue Ha OUITONAPHO pa3cTPOUCTBO

4.4

[1o Bpeme Ha BpemeHHOCT (Brx Touka 4.4 U 4.6).
[Tpu xenu ¢ nerepoieH NOTEHLUMAI, OCBEH KOTaTo ca U3MbIHEHH YCIOBUATA HAa MPOTpaMara 3a
npeatiazBaHe OT OpeMeHHOCT (Bik Touka 4.4 ¥ 4.6).

Crenunanny npelynpexxkieHHs H NpeANa3HH MEPKH Npn ynoTpeba




HEO[’ERMH 34 NpeAnaiBaHe oOT GEEMCH HOCT

Banrnpoat uMa BUCOK TEPATOr€HEH MOTCHUMAN U [IPHU AeLaTa, H3/10)KeHH Ha BAJIMpOoAar in utero, UMa
BUCOK PHCK OT BPOAECHH Mal(pOpMaLliH 4 HapylIEHHS B PA3BUTHETO HA HEPBHATA CHCTEMA (BXK.

TOuKa 4.6).

KoHByneKkc XpoHoO € NpOTUBONOKA3aH B CIEHUTE CIYYaH:

JeyeHue Ha enunencus

- [1o BpeMe Ha OpeMeHHOCT, OCBeH KOraTo HAMAa MOAXOAALLC aNTEPHATHBHO NedeHHe (BIK TOYKA

4.3 u 4.6).

- [1pu xeHH ¢ aeTepoeH NOTEHLHA, OCBEH KOTaTO Ca M3MbJIHEHH YCIOBHATA HAa AporpaMara 3a

npeanaiBaHe ot OpeMeHHOCT (BHXK Touka 4.3 U 4.6).

Jleyenune Ha OUMONAPHO Pa3CTPORCTBO
. [Io Bpeme Ha OpemeHHOCT (BiK Touka 4.3 K 4.6).

- Hpu xeHH ¢ AeTepOeH MOTEHLHA, OCBEH KOTraTO ca H3ITbJTHEHU YCJIOBHMATA Ha IIporpaMara 3a

npeaiaipaHe oT OpeMeHHOCT (BWXK Touka 4.3 H 4.6).

Y¢J10BHs Ha porpaMata 3a npejana3Bale oT OpeMeHHOCT:

[IpeanucBawuAT nekap TpaOpa na rapaHTHpa, 4e:

- WHAMBHAYAJHHUTE OOCTOATENCTBA Ca 3aJIb/DKHTEIHO OLEHABAHN BbB BCEKH OT/IEJIEH CTyyaii,
KaTo nauueHTKaTa TpAObBa na Oble BKIIOUEHA B IMCKYCHATA, 32 1a CE OCHIYPH aHTAKUPAHOCTTA
[, Aa ce 00CHAAT TepaneBTHYHHTE Bb3MOXHOCTH H [a ce rapaHTHpa HEMHOTO pazbupaHe Ha
PHCKOBETE U HEOOXOAHMHTE MEPKH 3a CBEXKIAHE Ha PHCKOBETE 10 MHHHMYM.

- NOTEHUHANBT 38 HACTBIIBAHE HA OPEMEHHOCT € OLIEHEH TIPH BCHUYKH MALMEHTKH OT KEHCKH T10J1.

- MaLMeHTKaTa € pa3dpana U NOTBLPAHIIA, Y€ 0Ch3HABA PHCKOBETE OT BPOAEHH Maa(hopMAaIHH H
HapyLICHHUA B Pa3BATHETO HA HEPBHATA CHCTEMA, BIJIFOYHTENIHO CTENEHTA HA TE3H PHUCKOBE 3a

JeLara, ¢ eKCMO3ULMA In utero Ha Baampoar.

- NauMeHTKaTa pasbupa HeobXOAUMOCTTa OT MPOBEXKAAHE HA TECT 3a OPEMEHHOCT NIpeaH
3a1104YBaHe HA JICYCHHETO H 10 BPEME Ha JIEYEHHUETO, KAKTO € HEODXOIUMO.
. MaLlMEHTKATa € KOHCYATHpaHa o OTHOIIEHHe HA KOHTPALEIILIMATA U € B ChbCTOSHUE /1a Ce
cbOOpPa3u ¢ HeOOXOAMMOCTTa OT H3MOJI3BaHe HA epeKTHBHA KONTpaLienuusa*, 63 npeKsCBaHe

[0 BPEME Ha LIEIHA NEPUOA Ha JICYEHHE ¢ BAJHIpOaT.

- nalueHTKarta pasdupa Heo6xoaUMOCTTa OT peAOBEH (MOHE BEAHBK I'OAMLIHO) [pernen Ha
JIEYEHHETO OT CNCLHATHUCT C OMHUT B JICYEHHETO Ha EMWIENCHA, OHNMOIAPHO Pas3cTPOCTBO.

- MauMeHTKaTa pazoupa HeoOXOAMMOCTTA Aa Ce KOHCY/ITHPA ChC CBOA JIEKap BEIHATA ILOM
naHupa OpeMEHHOCT, 3a [1a C& OCHTYPH CBOEBPEMEHHO OGCHKIAHE H IPEMHHABAHE KBM

ANTCPHATHEHH Bb3MOXKHOCTH 3a JICHCHHC NpEeaH 3a4UeBaHe U [IPCAH Aa CC MPCKpaTH

KOHTPAUCIIUHATA.

- NalMeHTKaTa pa3bupa HeoOXORMMOCTTa OT CNeLIHAa KOHCY/ITaUMs ChC CBOA JieKap B cayuaif Ha

OpeMeHHOCT.
- NaluMeHTKaTa € 11oay4yuna PEKOBOACTBOTO 3a MaLIKEHTA.,

- MalMeHTKaTa NOTBBPXKAaBa, Ye € pas3dpaja PUCKOBETE H HEOOXOIUMHUTE NPEeNNa3HH MEPKH,
CBBP3aHM ¢ ynotpebara Ha Banmpoart (I'onuuieH GopMyap 3a NOTBBPKIACHHE OCH3HABAHETO Ha

pHCKa).

Tesu ycnoBHs ce OTHACAT M 3a KeHH, KOMTO NOHACTOSAIIEM HE Ca CEKCYATHO AKTUBHH, OCBEH KOTATO
MPEANUCBALIHAT JIEKap CMATa, Y€ ChIIECTBYBAT yOSAUTETHH NPHYHHHU Ja C€ MOCOUHM, Ye HAMA PUCK

OT HaCTBLNIBaHE HA OPEeMEHHOCT.

Jleta oT M eHCKH Mo

ACTCTO OT XKCHCKH [10J1, KOCTO NPUEMA BaINpoaT, [MOJIyUd MeHapxe.

: [TpeanucBaiute nekapy TpAGBa Aa ca CHIYPHH, Y€ POAMTENINTE/MONATALINTE [PHF a}l/:(efuafﬁw -
|




- [IpeanucBallkAT Nexap TpaOBa Aa rapaHTHpa, Ye POAUTEAMTE/ TIONarallIMTE MPHXH 3a Aeld OT
)KEHCKM IOJ1, KOHTO ¢a NOJYyYWIH MEHapXe, ca NOTy4Hny noapobHa UHQOPMALIHA 32 PHCKOBETE
OT BPOJEHH MaJIPOPMAaLIMK K H30CTABAHE B PA3BUTHETO HA HEPBHATA CUCTEMA, BKIIIOUYUTEIHO
CTETEHTa Ha Te3W PUCKOBE 3a AeLaTa, C €KCMO3UUHMA in utero Ha BaJITIpoar.

- [Ipy mallMeHTKH, KOKTO ¢a OOTYYWIH MEHapXe, IPeANHCBALIMAT Jiekap TpA0OBa Ja NMpeoLecHABa
€KEroJHO HY»KAaTa OT Tepanus ¢ BaJNpoaT U Ja 0OMHCIH anTeEpHATHBHY BL3MOKHOCTHU 3a
JNeYeHHe. AKO BAJIMIPOAT € eAHNHCTBEHOTO MOAXOAALLO JIeueHHe, TPAOBa Aa ce 0OChAAT
HEOOX0IHMOCTTA OT H3MON3BaHE HA €PEKTUBHA KOHTPALCTILIMA H BCHYKH APYTH YCIOBHA Ha
[Iporpamara 3a npeanaspaHe ot OpemMeHHOCT. CnieMANUMCTHLT TPAOBa Ja NOJ0XKH BCHYKH
YCHJTHS I€TETO OT XKEHCKH I1071 Ja PEMHUHE HA ATTCPHATHBHO JIEYEHUE, NPEIH J1a € HABLPILMIIO
MbAHOJIETHE.

TecT 3a OpeMeHHOCT

[Ipean HaYAIOTO Ha ICUCHHETO ¢ Bannpoat TpabBa 1a ce u3kmoud 6pementoct. He Tpa6sa na ce
3arno4Ba JICYCHHE C BAJINPOAT NMPH XKEHH ¢ NETEPOJAEH NTOTeHLUMaN 6e3 OTpHLIATENIEH Pe3yTaT OT TeCT
33 OpeMeHHOCT (KpbBEH TECT 32 OPEMEHHOCT), MOTBBPIEH OT JIeKap, 34 Jia e U3KJIKOUYH HeXelaHaTa

ynotpeba no Bpeme Ha OpeMeHHOCT.

KoHTpauenuyus

/Kenure ¢ neTepoaeH NOTEHUMA, Ha KOUTO e NMpe/ANnucaH Balnpoar, TpaOBa Ja H3oN3BaT
e(heKTUBHA KOHTpALIENLMA 63 NpeKbCBaHe Npes Lenus Neproa Ha jiedeHHe ¢ BannpoaT. Ha te3u
NnaluMeHTKH TpsaOBa Na 6bae npegocTaBeHa W34epHaTeiHa HHPOPMaLIHA OTHOCHO MPe/a3BaHETO OT
OpeMeHHOCT M TpabBa Ja 6baaT HacOYeHH 32 CHBET OTHOCHO KOHTpALENLIMA, aKO HE H3IIOJ3BaT
eexTHBHA TakaBa. TpabBa na ce M3non3Ba Hail-MaNKO eJUH ¢(PEeKTHBEH METO/ 3a KOHTpaLenms
(3a mpeaAnoYHTaHe He3aBUCUMA OT NoTpeduTens GpopMa, KaTo HAPUMEP BETPEMATOYHA CnHUpania
WX WMIUIAHTAT), WIK ABE NONBLABAINY ¢€ (HPOPMH HA KOHTpALENUMA, BKIIOYHTENHO GapHepeH
MeToA. MHauBuayannute obcToaTeNcTBa TpsabBa 1a ce OUEHABAT NMPH BCEKH OTAENEH ClTyual,
Koraro ce M30Mpa METOMl Ha KOHTpaUEeNLUMs, KaTo MalueHTKaTa Tpa0Ba Ja ce BIJTIOYH B
00CHKIAHETO, 32 1A C€ rapaHTHpa HEHHATA AHFKUPAHOCT K CMA3BAHETO HA U3GPAHUTE MEPKH.
Haxe na uma amMeHoped, T4 TpabBa na cra3Ba BCHUKH CHBETH 32 e(heKTHBHA KOHTPALENLIMA.

Cpeanctsa CbaAbpIKALLM €CTPOTEH

EnHoBpemeHHarTa ynorpefa cbC CpPeACTBa ChAbPIKALLM €CTPOTeH, BKIIOYHTETHO ChAbPXKALIMTE
€CTPOreH XOPMOHAIHH KOHTPALIEITTHBH, OH MOIIO 1a A0Bee A0 HaMaIABaHe Ha eUKACHOCTTA Ha
BAJINpoaT (BXK. Touka 4.5). [lpeanuceaiuute nekapu Tpabpa fa OpocneNsBaT KITHHHYHHESA OTTOBOP
(KOHTPOJ Ha MPHUNAABIUNTE) NPH 3aN04BAHE WK MPEKPATABAHE Ha JICYUEHHETO CbC CPEICTRA
ChAbPIXKALLH €CTPOreH.

[ ofMuleH npernea Ha AEYEHHUETO OT MEMIIMHCKH CIELMATUCT

CneunanucTsT TpAOBA MOHE BEAHBXK MOJULIHO a [IPEUEHBa NIl BANNPOAT € Hall NOAXOAAILOTO
NeueHHe 3a nauMeHTKara. CneuranHeTsT Tpabsa na obcbau [oaMiunus popmynsap 3a
NMOTBBPKACHHE OCBE3HABAHETO HA PHCKA NPH 3al04BaHe HA JICYEHUETO U MPU BCEKHU rOJUIIIEH
[Ipernea, U Ja rapaHTHpa, Ye NALMEHTLT € pa3bpan ChaAbPKAHHETO MY,

[LraHupaHe Ha BpeMEHHOCTTA

3a NOKA3aHHUETO EMUIIETICHS, aKO XKeHaTa IUlaHHpa Aa 3abpeMeHee, TepanusTa ¢ BaInpoar Tpsbea aa
CC MPEOLECHH OT CMELHAIIMCT € OIHT B JICYCHHETO Ha €MIWIENCHA U 1a ce OOMHCIIAT ANTepHATUBHH
BL3MOXXHOCTH 32 JieueHue. Tpa6pa fa ce Monoxar BCHUKM YCHIIHA, 32 Ja CE NIPEMHHE Ha
MOAXOAALIO AJITEPHATHBHO JICUEHHE NMPEAH 3a4YCBAHE H NIPEAM NMPEKPATABAHE HA KOHTPALEILUATA.
AKO CMAHATa Ha JIEHEHHETO He € BE3MOYKHA, skeHaTa TpA6Ba Aa NONy4H JOMbJIHHTEHA

KOHCYJITallHA OTHOCHO PHCKOBETE C BAINpOAT 3a HEPOACHOTO AETE B MOAKPENa Ha HHPOPMUPAHOTE-
W B3eMaHE Ha PELISHNE OTHOCHO CeMeHHOTO MaHHpaHe. ’._,Qﬁﬁsiﬁ"‘ 1y ! N
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NpOBefie KOHCYJITAUMA CBC CNELHATIUCT C OIIUT B JIEYEHHETO Ha GUIIONAPHO Pa3CTPORLTHEO i o
JICYCHUCTO ¢ BAINPOAT TpsAOBA 14 ce MPEYCTAHOBH, M aKO € HEOOXOAHUMO 13 ce NMpeMAHE Ha |




AJITCPHATHBHO JICUCHHUC TIPEIH 3a4CBaHE H MPEIH [IPCKpATABaHC HA KOHTpalUCnuuaTa.

B ciyyail Ha OpeMeHHOCT
AKO KEHa, KOATO Ce JIEKYBa C BaJnpoar, 3abpemeHee, T TpabBa He3abaBHO Oa ¢& HACOUYH KBM

CMIELIMAIMCT, 33 [1a CE MPEOLICHM JICUEHHETO C BAINPOAT U Aa ce 00CHAAT aAlITEPHATHBHH
Bb3MOKHOCTH. BCHYKH MallHEHTKH C €KCIIO3MIMA HA BAJINIPOAT 110 BPEME HA BPEMEHHOCT M TEXHHUTE
NMapTHROPH TPAOBA Na ObAAT HACOUCHH KbM CTICLHATUCT 34 OLEHKA M KOHCYJITHpaHe
(CrieLHanu3HpaH NpeHaTaleH MOHUTOPHHT) OTHOCHO €KCMOHMpaHaTa GpeMeHHOCT (BHK Touka 4.6).

PapmaleBThT TpaOBa 1a rapaHTHPA, Ye

- ITpK BCAKO OTIMYCKAHE Ha BANINPOAT € MNpeaocraBeHa KapTa Ha rnaluucHTa U NaUHEHTKHTE

pa30upaT HEHHOTO ChABPIKAHUE.
- MALIMCHTKHUTE Ca MOCHBETBAHM 1a HE CNIMPAT JICYCHHETO ¢ BaNpPOAaT U He3abaBHO Ja e CBbPIKAT

ChC CIELHAIKCT NMPH IUIaHHPpaHa WIH NOA03UpaHa OpeMEHHOCT.

OOyunTENTHH MATEPHAIH

3a 1a ce MOANOMOTHaT MEHUMHCKHTE CIICLIMANTHCTH M MALMEHTKHTE B ACHCTBHATA 4a ce H36erHe
CKCMIO3MUMATA HA BAINIPOAT MO BpeMe HA OPEMEHHOCT, IPHUTEKATE/IAT HAa PaspellIeHHETO 3a
ynoTpeba e npeaocTaBun 06yuHTEHH MaTepHAIH 32 NIOACHIBAHE Ha NMPENYPEKIEHHUATA U
NPENOCTABAHE HA YKA3aHUA OTHOCHO YNOTpedaTa Ha BAJINPOAT MPH KeHH ¢ JETEPOACH NOTEHIHAT 1
MHpOpMALMA 33 ChABPXKAHHETO Ha NPOrpaMara 3a npeanaspaHe ot 6peMeHHOCT. Ha BCHYKH skeHH ¢
ACTEpOACH NOTCUHAI, KOUTO H3NO0JI3BAT BAaNNpoaT, TpAOBa 1a ce NpeaoCcTaBH PbKOBOACTBO 34
NnauyeHTa 4 KapTa Ha naljeHTa.

TpsadBa na ce W3non3ea roguiueH GoOpMyIIAp 3a NOTBBPKIAEHHE OCh3HABAHETO HA PHCKa NpH
3aM0'BAHE HA JICHCHHETO W 10 BPEME HA BCEKH TMOJIMLICH NpEre Ha JIEYEHHETO C BANNPOAT OT
CMeLUHaIMCTA.,

Ynorpeba np¥ NaLHEHTH OT MBXKH [OJ

PeTpocnekTHBHO 06CEpBALMOHHO NPOYYBaHE NOKa3Ba NOBULLEH PHCK OT Pa3CTPOICTB2 Ha
HEBPOJIOrHYHOTO pa3BUTHE (neurodevelopmental disorders, NDD) npu aeua, yuuTo 6awm ca
NEKYBaHH ¢ BaNNpoaT npes 3-Te Mecela Npeau 3a4eBaHeTO, B CPABHEHHE C JIENIATa, YUHHTO Gal ca
JIEKYBaHH C JITaMOTPHKHH WM JieBeTHpaLeTaM (Bx. Touka 4.6).

Karo npeanasHa Mapka, npeanycBalunTe nekapy TpaGBa Aa HHPOPMHUPAT MALIHEHTHTE MBKE 32 TO3H
AOTEHUHANECH PUCK (BXK. Touka 4.6) 1 fa 06¢cHAAT HeOOXOAUMOCTTa OT OGMHCIAHE Ha epeKTHBHA
KOHTpAlICTILIHsA, BKITFOYMTEIHO H 3a MapTHOpKaTa, 10 BpeMe Ha ynoTpedaTa Ha BAJINPOAT U B
NpoAb/DKEHHe HA MMOHE 3 Mecewa crell NpeKpaTABaHE Ha IeYEeHHETO. [TaLMeHTHTE OT MBIKKH 10T He
Tpsi0Ba Aa JapsBAaT CHEpMa MO BPEME Ha JICHEHUETO H B NPOABLKEHHE Ha 1TOHe 3 Mecela el
[peKpaTaBaHe Ha JICYEHHETO.

[TauneHTHTE OT MBXKKH MOJ1, JIEKYBAHH ¢ BATNPOAT, TPA6Ba PEXOBHO Ja ce MperaeXxaaT OT JieKyBallus
MM JICKap, 3a Aa Ce NPELIEHH AaJIM BaJIPOaThT OCTAaBa HAH-MOAXOAAILOTO JICYESHHE 3a TAX. 33 NaLMeHTH
OT MBXKKH [10]1, KOUTO IVIAaHUPAT 1A 3a4eHaT aere, TpsadBa Aa ¢e 0OMMC/IAT U Aa ce oOChAAT ¢ TAX
NOAXOAALLN ANTEPHATHBY Ha JICUEeHHETO. BBB BCeku oTaAeneH ciyyail TpaOBa 1a ce OLeHST
HHAHBHAYaNHUTE 00CTOATENCTBA. [IpenopbunTenHo € mpU HEOBXOAUMOCT Ja ce NOTBLPCH CBBET OT
CNIELIMATHCT C OITUT B I€YCHHUETO Ha EMUIIETICHS MU OHMONAPHO Pa3CTOUCTBO.

Hanudnu ca 0byuHTeNHM MATEPHATH 32 MEAULIMHCKH CTICUMAHCTH M NauMeHTHTe Mbxe. Ha = o=
MAUMEHTHTE OT MEXKKH MOJ1, U3NON3BALUM BANPOAT, TPAGBA Aa CE MPEOCTABH PBKOBOACTBOAANS o " -
e
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NaLuKeHTH TpAOBa Aa 0bAaT BHUMATENHO KIMHWYHO HabaloaasaHH (BX.. cblio 4.8 Hexenanu
NEKAPCTBEHH PEAKLIUH)

YepHoapobHHTE QYHKLUHOHAIHHN TECTOBE TPAOBA Ja BKIIIOUMBAT M3C/CIBaHE Ha MPOTPOMOUHOBO
BpeMe, TpaHCaMHHa3H H/HIIH OMnupyObrH u/unu gubpHH aerpajauMoHHHN NpoayKTH. B HayanoTo e
Bb3MOXHO MOBHUIABAHE HA TPAHCAMHHA3HTE; OOUKHOBEHO TO € MPEXOAHO U CE MOBJIMABA HA
HaMa/IBaHETO Ha JO3HPOBKATA.

[Ipn naumMeHTHTE ¢ OMOXUMHMYHH OTIUVIOHEHUA TpA6Ra Aa Obae U3BbpHIEHA MOBTOPHA KIMHHYHA
MpeLEHKa M W3C/I€ABaHE HA NOKA3aTENUTE Ha YEpHOApOOHATA PYHKLMSA ( BKITIOUHUTEIIHO
NpOTPOMOHHOBO Bpeme) TpaOBa a ce€ MOHHTOPHUPAT AC TAXHOTO HOpManu3npane. Boapexu Tosa,
MaToJIOrMYHO NOBHIIEHOTO NPOTPOMOMHOBO BpeMe, 0coOeHO NMPHAPYKEHO C NMAaTONOTHUYHH CTOMHOCTH
Ha APYTrH CbOTBETHH TECTOBE, UBHCKBA CITMPAHE HA JICUEHUETO.

[Ipy nauveHTH, NMPH KOUTO B TEpaNeBTHYHATA CXEMA € BKIIIOYEeHA BaJIMPOEBa KHCEUHA € OTOENA3aH0
HapyuleHHE Ha YepHoapoOHaTa QyHKUMSA, BIITIOYHUTENHO YepHOAPOOHA HEAOCTATHYHOCT ¢ daTascH
H3xold. Hal-4ecTo H3N0KEHH Ha PHCK ca JenaTa, oco0EHO noa 3 roauiiHa BE3pacT U TE3U ¢ BPOAESHU
META0O/IMTHH WIH JereHepaTHBHU 3a00/I9BaHHA, OPraHHYHO MO3BbYHO 3a0019BaHEe WIH TEKKH
[MPHNIAJBLM CBBP3aHH C YMCTBEHO M30CTaBaHe. [lopeueTo OT Te€3M WHUMAEGHTH BL3HUKBAT I1pe3
NBPBHTE 6 Mecela OT 3aNnoYBaHe Ha JICYEHHETO, NPEAMMHO MEXIY 2-Ta M 12-Ta ceaMHLIa 1
OOHKHOBEHO TIPH M3MOJI3BAHE HA AHTUKOHBYJICAHTHA nonuTepanus. [Ipu Tasd rpyna nauMeHTH TpAbBa
Ja ce NpeanovuTa MOHOTEpanu1aTa.

B HauajHMTE CTAAHHY Ha YepHOAPOOHA HEAOCTATLYHOCT, KIIMHHYHHTE NMOKA3aTelM UMAT M0-TroJIsIMa
CTOHHOCT OT J1aDOpaTOPHHUTE U3CIeIBaHUA 3a MIOCTABAHE Ha NPAaBH/IHA JHArHO3a. TEXKOTO WIH
(haTaniHO yepHOAPOOHO 3ab0AABaHE MOXKE Aa CE MPEIIECTBA OT HECTIELIM(PHUHH NPOSBH, OOMKHOBEHO
C BHE3aMHO Ha4aJjio, KaTo 3aryda Ha KOHTPOA BbPXY NPHUMAABLIMTE, HEPA3TIONOKEHHE, OTTIAAHAIOCT,
neTaprus, OToK, Oe3aneTuTie, NOBPHILAHE, KOpeMHH DONKH, CBHINUBOCT, *bJITeHHLA. ToBa ca
MokasaHuA 3a He3a0aBHO TpeyCTaHOBABAHE Ha MpMEMa Ha JIeKapcTBeHHA Npoaykr. [TanueHTuTe
Tpa0Ba Aa ObAaT npeaynpeaeHd He3abaBHO /1a YBEAOMAT JieKyBalUKA JeKap 3a NosABa Ha NoAoGHHU
[IPOSABH ¢ OrJie MPOBEKAAHE HA H3cneaBaHud. Bee ollie He € HAaMBJAHO ACHO KOH HU3C/ICIBAHKA UMAT
IIPOFHOCTHYHO 3Ha4€HHe, HO BEPOATHO MO-TO/IAMO 3HAYCHHE UMAT HAKOU TECTOBE CBLP3aHM C
OenTbuHaTa CHHTE3a, HAMp. IPOTPOMGHHOBO BPEME.

[Tpn mauueHTH ¢ HapyweHa 4epHoApoOHa GyHKLUMA, TpaOBa He3a6aBHO N1a Ce NPeyCTAHOBH
€AHOBPEMEHHHA NMPHEM Ha CANHLHIIATH, NOPadX €AHAKBHTE ITBTHILA HA MeTaDOJIH3BM, KOETO
MIOBHLLIABA PHCKA OT YEPHOAPOOHA HEAOCTATHYHOCT.

Xemamonozuyny: 11pein 3anousaHe Ha JedeHHe, KAKTO B NPeAH OnepaTHBHA HHTEPBEHLMA, TpAGEa Aa
C€ NpoBeaAT acKBaTHY KPBBHU H3ciieaBaHus (Opoi Ha KPBBHHUTE €JIEMEHTH, BpeMe Ha KbPBEHE H
KOary/lalMOHHHU TECTOBE), € Ore] ONpeAc/isHe Ha €BEHTYAICH PHCK OT MOABA Ha YCAOAKHEHHA, KaTo
kbpBeHe (BxK. cbllo 4.8 Hexxenann nekapcreeHy peakuuH). ITauMeHTHTE ¢ aHAMHECTHUHM NaHHU 34
YBpeKIAaHe HA KOCTHHA MO3BK TpAOBa Aa 6baT BHUMATEIHO HAOIOAABAHH.

Hanxkpeamuunu: OT0eNA3aHA ca MHOTO PEIKH CIYYal Ha TEXKBK NAHKPEATHTH, KOMTO € Bb3MOXKHO 12
Obae ¢ (hatanen u3xol. PUCKBT oT daTaneH H3X04 € No-royaM Npy MaIKH Aelia ¥ HAMaJisgBa C
[IOBHILUABAHE Ha BB3pacTTa. Bb3MOXKHO € TeXKHTE POPMH Ha NPUNANBLH HIH TEXKOTO HEBPOIOTHYHO
yBpe€X/JaHe B KOMOHHALMA C aHTHKOHBYJICHBHATA Tepanus Aa ObJaT pUCKOBH (DAKTODH 3a TEHKBK
NMaHKpPEaTHT. PUCKBT OT (aTalleH U3X0/1 ¢e NMOBHLIABA NMPH BE3HUKBAHE HA YEPHOAPOOHA
HC0CTATbYHOCT 38C€AHO C NaHKpeaTHT. [lauMeHTuTe TpAbBa na 6baaT npenynpeneHu He3abaBHO Aa ce
KOHCYJITHPAT C JIEKYBaLUHA JIeKap NPy NOABa HA CHMIITOMH CYCIEKTHH 3a NaHKPEaTHUT (HATIP. KOPEMHH
Dosku, rageHe, nospuinane). [Ipu noaoGHU NaUKMEHTH € HEOOXOAUMA BHUMATEAHA KIIHHUYHA
(peLeHKa (BIJIIOUHTEIHO OlpEAeNIAHe Ha CEPyMHATa aMH/1a3a); NPH YCTAHOBABAHE HA TTAHKPEATUT
TpsOBa 1a ce NpeyCcTaHOBH JIEYEHHETO ¢ BANNPOEBa KUCEIUHA. TIpH nalueHTHTe ¢ aHAMHECTHYHH
IaHHH 32 [IAHKPEATHT TPAOBA Na Ce NPOBEXAa BHUMATENHO KIMHHYHO HabmoaeH e (BK. ChILO TOYKa

4.8).

Hosuwasane na menecnomo mezno: MHOTO YeCTO NP JiIEYEHHE ¢ BAIIMPOAT Ce YBEJUYAB
Tero, koero ou Morno a 6u/e u3paszeHo U nporpecHBHo. [Ipu 3amouBaHe Ha JieueHHET
TpaOBa fa ObIAT NpeAyNpeaeHH 32 ANeKBATHH MEPOTIPHATHS C OFNeS MHHHUMATH3HpaH
[MOBHUIABAHE HA TENECHOTO TETNO.




Cucmemen aynyc epumemamo3syc: Makap u paako, BanMpoaT MOXE Aa MpeaU3BUKA CHCTEMEH JTYIyC
EPUTEMATO3YC WIHK A BJIOIIH CHLUIECTBYBALIl JYITYC EPHTEMATO3YC.

Texcrku KosCHU HedXCeIQRU Peakyiil U an2uoedem

Texku koxHH HEKeNaHHU peakunM (Severe Cutaneous Adverse Reactions, SCARs), kaTo cMHApOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, 8JS), TokcvuHa enunepmanna Hexkponusa (Toxic
Epidermal Necrolysis, TEN) n nekapcTBeHa peakuus ¢ €O3UHOPWIHA U CUCTEMHHU cUMNTOMU (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputema myntudopme u aHruoenem, ca
cHODOLIEHH BBB BPb3Ka ¢ JIeueHHeTo ¢ Banpoart. [launenture Tpabea aa 6baat uHPOpMHpaHH 3a
MPU3HALINTE U CUMITTOMMTE Ha CEPUO3HH KOXCHH MPOABH U Ja Obaat HabmonaBaHH BHUMATEHO. B
ciy4yai, de ce Habmoaaeart npuzHauu Ha SCARs unu anruoenem, e Heodxoauma Obp3a OLEHKa H
JIeYEHHETO TpAORA J1a ce npeycTaHOBH, ako AuarHo3arta Ha SCAR wnu aHruoenem ce noTBbpau.

Xunepamonemun: Ilpyu nojo3rpaHe Ha €H3UMEH Je(PULIMT HA YPEeHHHA UHKB, Npedd 3aMno4yBaHe Ha
JICYEHHMETO C BAANPOEBA KUCEJIMHA TPpAOBA Ja ¢€ NMPOBEAAT NMOAPOOHH H3C/IeIBaHHA 38 METabONHUTHH
HapylleHHs, NOPaJl PUCKA OT Bb3HWKBAHE HA XHUIIEpaMOHEMHs MpedU3BHKaHA OT BAJIIPOAT.

Tupeouonu xopmonu: B 3aBUCHMOCT OT IIa3MEHUTE KOHLEHTPALMK, BAIINPOAT MOXKE Ja U3MeCTH
TUPEOHIHUTE XOPMOHH OT MACTOTO MM Ha CBBP3BAaHE C [UIA3MEHHUTE NPOTEHHH U [1a MTOBULLH TEXHMSA
MeTa0O0IM3BM, KOETO Ja JOBeae A0 peArnosaracMa (paillikBa JHACHO3a 3a XUITOTHPEOHIH3BM.

Camoybuucmeo/cyuyuonu uoeu unu Kiunusno srowasare. CrodLUABA C€ 32 CYULIMAHH HIEH €
NoBeAEHUE NPH [TALIMEHTH JIEKYBAHH C AHTUENTWJISIITHYHH MEIUKAMEHTH BbB BPB3Ka ChC CEPUO3HH
rnoxkaszaHud. [lpu Mera-aHanu3 Ha paHAOMU3HPAHU, IU1AUEO0-KOHTPOJIMPAHH MPOYUBAHHKA C
aHTHEMWICNTHYHM CPEACTBRA ChLUO € 0TOEa3aHO ¢cnabo MOBUILIABaHE HA PUCKA OT CYMUMAHH HAECH H
NOBEACHME (BXK. CHLIO TOYKA 5.]1). MeXxaHu3MbT 3a Bb3HUKBAHE HA TO3U PUCK HE € H3BECTEH, a
HATHYHHUTE JaHHH HE M3KIOYBAT ChLUECTBYBAHETO HA ITOBHIIEH PHCK ITO OTHOLICHHE HA KOHBYyeKcC.
[lo Ta3n npuumnHa, naureHTrTe TpadBa n1a ObOaT peIOBHO NMPOCIEAABAHH 33 NPU3HALIM HA CYHIIHIHH
UIEH Y MOBEJ/IEHHE H 1a C€ UMa NPEABH MPOBEXAAHE HA ChOTBETHO NedyeHue. IlaienTure (1
[onaraiure rpi:xi 3a nauMeHTuTe) TpsbBa na OpAAT NOCHBETBAHHM Aa NOTHPCAT MEAHUUHCKH CHBET
[Py BE3HMKBAHE Ha MPU3HALM 3a CYULIUMAHK UIEH WIH [T0OBEACHHUE.

Enunencus: BHE3anHOTO NpeyCTAHOBABAHE HA MPHEMa Ha BAJINPOAT MOXKE [a MOBHIILIH YECTOTATa Ha
NpHNaabLUUTE.

Kapbanemenosu azenmu: He ce npenopbvyBa eJHOBPEMEHHO MpUiaraHe Ha BaINpoeBa
KHCEeJIHMHA/HATPHEB Bajpoar U kapbanemeHoOBH areHTH (BXX. Touka 4.5).

Iayuenmu cvc 3axapen ouabem: Tbit kaTO BaNNPOAT ce eIMMHHHpPa NPEAUMHO nipes On0peumTe,
4aCTHYHO NOJ GOpMa Ha KETOHOBH TelNa, TOBa MOXe [1a AoBeje A0 GaluMBO MOJOKHTEIHH PE3YIITATH
[IPH M3C/IeABaHe Ha YpHHATa NPH NMOTEHLHaAHW THAOETHLIH.

Hepuyum na xapuumun nanmumoun mpancgepasza (CPT) mun II:
[MauneHTH ¢ HaH4eH AehHUUT Ha KapHUTHH nanMuTomn TpaHcdepasa (CPT) tun Il Tpabea na 6vaar
NpeaynpeaeHH 3a NO-ToJiIM PHCK OT pa0JIOMHOINN34a, KOraTo IIPHEMAT BAIIPOAT.

{layuenmu ¢ uzgecmno Wiy ROOO3IUPAHO MUMOXOHOPUANHO 2aborA6ane:

Bannpoar mMo)xe na npeaus3BUKa MM a BIOWH KIHHHYHHTE NPHU3HALM Ha MONeXALKTe
MUTOXOHAPHATHH 3a00/I1BaAHHS, NPUYHHEHH OT MyTalUMH B MHTOXOHApHanHaTa JIHK, kakTo U B rena
B 1apoT0, koaupat POLG. Tlo-cnenunanHo, no-BHCOK MPOLEHT Ha BAINpOAaT-HHAYLIMPaHa OcTpa
4epHOAPOOHA HEAOCTATLHHOCT U CRBp3aHa ¢ UepHHUsA Ipo0 CMBPT ce CrOOIIABA [TPH NaLMEHTH
HacneaCTBEHW HEBPOMETAOOIMTHH CHHAPOMH, NIPHYHHEHH OT MyTaLMH B IeHa, KOJHPALIl

MHTOXOHApPHA/IHHA €H3UM nosaumepazsa vy (POLG), Hanp. cuiapom Ha Alpers-Huttenloche ,H_,:;-?Q ”ﬁ;..‘ NG
Hapyuienus, cBbp3anu ¢ POLG, Tpga6Ba aa ce moaosvpar npu nauMeHTH ¢ GpaMuiHa ad HE& H.Flﬂ"“ \\{;
HACOYBALIY CUMITOMH Ha cBbp3aHO ¢ POLG HapyiueHue, BIIIOUHTENHO, HO HE CAMO He Sﬁi‘c}mnﬁa':, B B¢
eHuedanonats, peppakrepHa enunencus (pokaaHa, MHOKIOHHYHA), CTATYC eMANenTURYE:  ~° o . )
KIIMHUYHA NPOABA, U30CTABAHE B Pa3BUTHETO, ICMXOMOTOPHA PETPecHs, aKCOHANHA CEH3OMOIGpHA ™ &
T . oL
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HEBPOMATHA, MUOTIATHA, LiepeOpaiHa aTakcus, OPTAIMOIUIETHA WIH YCIIOKHEHA MHIPEHA C aypa B
okuunuranHara oonact. TectsT 38 POLG MyTauma ce H3pbpiiBa B CLOTBETCTBUE C HACTOALATA
KIMHUYHA MPaKTUKA 332 AMarHOCTHYHATA OLIEHKA HAa TAKMBA HApPYLIEHHUA (BXK. TouKa 4.3)

Hugpopmayus 3a nayuenmu coc 3axaper ouabem:.

KoHnBynekc 50 mg/ml, cuporn 3a neua ceAbp¥a U3KYCTBEHH NOACIATUTENM U 110 Tasy NPHHUHA MOXKE
na ce U3M0J13Ba OT NALMEHTH ChC 3axapeH auaber. BoripekH ToBa, TpaOBa 1a ce B3eMe 1101 BHHMaHHE
BbrIeXuaApPaTHOTO chabpxaHue oT 0,05 BU (aueruuny e IHHULIM) HA MUTHIIMTBP CHPOIL.

KoHByJIEKC CHPON CHABPKA JTMKA3HH (Pa3TBOP HA MAITUTON). [lalMeHTH ¢ peaKU HacCeACTBESHH
nNpoOIEeMH HAa HETIOHOCHMOCT KbM (pYKTO3a He TpAOBa /Aa MpUeMar TOBa JIEKapCTBO.

KoHByJIeKC CHPOTI ChABLPaXA METH NapaXHAPOKCHOEH30AT M MPONHA NapaXxuapokcubeHsoar, Moxke
na NPHYHHHA ATEprudHH peakuuy (Bb3MOXHO € J1a ¢a OT 3adaBeH T!n).

KoHpynekc cMpon cbabprka npuban3utendo 4 mmol (unu 92,4 mg) Hatpuid Ha 103a. ToBa TpsOBa aa
ce Ma MpeABHI NMPH ACLAa Ha AUeTa C KOHTPOJHUpaH [PUEM Ha HaTpHi.

4.5 Bzaumoae#icTBHE ¢ APYIH JEKAPCTBEHH NPOAYKTH H APYTrH GOPMH HA B3aHMOJelcTBHE

Edexmu na saanpoam evpxy opyzu rexapcmeeru npooykmu

- Hesponenmuyu, MAQ unxubumopu, anmuoenpecanmu, benzoouazenunu

Bananpoar Moxe aa noteHunpa edexra Ha APYru NMCUXOTPOINHH BELIECTBR, HaNp. HEBPOJICITHIIH,
MAQO uHXHOUMTODH, aHTHAETIPECATHY M OEH30AHA3ENWHK; 110 Ta3H NPHUYMHA CE MPENOPHUBA
BHHMATEJIHO KIIMHUYHO HaOMIOAeHHE M ITPH HeoOX0aUMOCT aaanTupane Ha ao3ata. KomOunauMaTa ¢
KJIOHA3€TMaM MOXe Ja Npean3Buka abcaHcH.

- Ankoxon
BaﬂnpDaT MOXK€ J1a MOTEHIIMpa ed:)em’rme Ha anKoOXO0Ja.

- Qenobapdbuman

Bajnpoart noBvillaBa CEPYMHHUTE KOHLIEHTpaUuy Ha geHoOapburan (nocpeacTeoM HHXHOHpaHe Ha
4YepHOAPOOHHA MeTabOMU3BM) U € Bb3MOXKHO, 0cO0€HO NpH Aelia, Bb3HHKBaHe Ha ceaauus. [1o Tasu
MPUYKHA C¢ MPENOPBHUYBA MOCTOSHHO KIMHUYHO HAOI0OAeHHE Mpe3 NbPBHTE 15 AHU Ha
KOMOMHHpaHOTO jleueHHe ¥ He3abaBHO HaMaJIIBaHE Ha J03UTe Ha ¢heHOO0apOMTAN NPH Bb3HHKBAHE Ha
cenaums. [Ipu HeoOxoaMMocT TpsAOBa 11a ce onpeaenaT Iia3MeHHTe HUBa Ha ¢deHobapOUTa.

- [Ipumuoon

Bannpoar noByiilapa niasMeHUTE HUBA Ha NIPHMUIOH € NOCIEABAILO 00OCTPAHE HA CTPAHUYHHTE
e(eKTH (KaTo celauus); Te31 CUMITOMH 0OHKHOBEHO OT3BYUABAT MPH MPOABIKHUTEIHO JICYEHHUE.
[Ipenopbusa ce BHUMATENHO KIIMHUYHO MOHUTOPHpaHe, 0COOEHO NpH 3aMo4BaHe HA KOMOUHHUPAHOTO
NEYECHHUE U TUTPHPAHE HA [03aTa MPpH HEOOXOAUMOCT.

- Qenumoun
Bannpoar noHwxasa oblHTe IL1a3MEHH KOHLEHTpaly Ha (heHUTOMH. Bannpoar chiuo Taka
yBenu4aBa cBobOAHNTE (hpakLuMK HA PEHHTOMH C NMOABA Ha €BEHTYATHH CHMNTOMH HA NMPEIO3UPAHE
(BanmpoaT #3MecTBa PEHUTOMH OT MECTATA Ha CBbLP3BAHE C TUIA3MEHUTE NIPOTEMHU U HAMANABA
YePHOOpOOHH My MeTaboaH3bM). [1o Tazu npuuyKHHA ce NpenopbyYBa BHUMATEHO KIHHUYHO
MOHUTOpHpaHe. lIpn uacnensane Ha rasMeHNTe HUBa Ha GEeHUTOMH, TPAOBa Ja ce onpenesaT pear.
BCHYKO T€3M Ha CBOOOAHATA QopMma.

- Kapbamazenun
[Ipy eqHOBpEMEHHO NPHIOKEHHE HA KapDdaMazenuH U BaNIpoaT, HMa ChOOLLEHHUS 3a I HB‘a H&"_""

o k

KIIMHUYHA TOKCHYHOCT, ThH KaTO BAINPOAT MOXKE A NOTEHUUPa TOKCHHHHTE €PEKTH HA * 1% .
kapbamasernuH. [To Tasu npHuKHa ce NpenopbyYBa BHHMATEIHO KITWHHYHO HaONIOAEH e, ﬁbdﬁe}m B
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Ha4YaJioTO Ha ICYEHHETO; NIPH HeoOXoauMocT TpAOBa J1a ce peryJHpar JO3HTE. - S




- Tamompuoicun
Bannpoat Moxe J1a HaMalu MeTab0M3Ma Ha IAMOTPHXKKMH H 1A YBJDKH HEroBUA NoNyKuBOT. [1o

Ta3W NpUUYHHA, IPH HeoOXoOMMOCT, TPAORA Oa ce peryaupa no3ara (1a ¢€ HAMAJIKM 103aTa Ha
namMoTpukuH). KoMOHHalMATa Ha TAMOTPHXKUH # BAINPOAT MOJKE 1A NMOBHIIH PUCKA OT Bb3HUKBAHE

Ha (CepHO3HH) KOXKHH TIPOABH, 0COOSHO Npu Aeua.

- 3udoayoun
Bannpoat Moxe Aa MOBULUY I1a3MEHUTE KOHLUEHTPALIMKM HA 3UAOBYAUH, KOETO BOAM J10 NOBULIECHA

TOKCH4YHOCT Hd 3HAOBYIHH.

- Bumamun K-3aeucumu anmuroazyranmu u Gyemuicaruyiuiosa Kuceauna

Bb3MOXKHO € MOBHIIABAHE Ha AHTHKOAryJJaHTHUA e€(eKT Ha BapapvH, ApYT'd KYMapHHOBH
AHTHKOAryJaHTH U TPOMOOLIMTHHA aHTHArperanTeH €exkT Ha aleTHICATHLIWIOBATA KHCE/IMHA ClIE
M3MECTBAHE OT BAJIPOAT OT MECTATA HA CRBP3BAHE ¢ IUIA3MEHHUTEe NpoTeNHU. [TIpoTtpombuHOBOTO
Bpeme TpsAbBa [a ce Cleau YeCTo 110 BPEME Ha NeUeHUETO ¢ OpaJIHU aHTHKOArylaHTH.

- Temozonomuo
EaHOBpeMEHHOTO NMpWiaraHe Ha TEMO30JIOMHUI M BAINPOAT MOXKE Aa Npeay3BHKa ¢/1ad0 HaMalleHHe Ha

KIIHpBHCA HAa TCMO30JIOMH I, KOCTO HE CC CHUHTA 34 KIHHHYHO 3HAYHMO.

- Humoounux
EZHOBPEMEHHOTO JIeUEHHE ¢ HATPUEB BAJIMPOAT U HUMOJUITHH MOXke aa yeenuuu ¢ 50%

CKCNO3UUNATA C HHMOJHIIHH.

-Knozanun
ExHOBpEeMEHHOTO JICHECHHE C BAJIMPOAT M KJAO3alMH MOXE Ja MOBULLUH PUCKA OT HEYTPOIMEHHA K

KJ103aMUH-UHAY LUUPaH MHOKApIUT, AKO € HeoOXxoIMMa ChITBTCTRALIA YIIOTpeda Ha BAJIMPOAT C
KJ103aIliH, € He00X0AUMMO BHUMATENHO NPOCeaaBaHe M 3a ABeTe ChOHTH.

Eghexmu na opyeu aexapemea ebpxy Hampues 8ainpoam

AHTHENWICIITUYHUTE CPEACTBA C €EH3UMHO HHAyuHpall €PeKT (BKN. penumoun, chenobapbuman,
NPpUMUOOH, kapbamazenun), MOHHWKABAT IUIA3MEHHUTE HUBA Ha Banmnpoar. [lo Tasu npuuuHa, npu
[MPOBEXJaHE HAa KOMOMHMPAHO JeueHHe TpaOBa Aa ce afanTHpaT A03HTe ChOOPa3HO MIa3MeHHUTE HUBA.

Ot apyra cTpaHa, KOMOMHaUMATA Ha BANINPOAT ¢ (enbamam MoXKe A3 NIOBUIIN CEPYMHUTE
KOHLEeHTpaUuKuH Ha Banpoar. [1o Tasu npuuyuHa TpsabBa na ce MOHUTOpHpaA JO3UPOBKATA HA BAINPOERa
KHCeJIMHA.

Kakto me@dhaoxun Taka v xaopoxurn GMxa MOTJIM 1a MOHWKAT Npara Ha nogBsa Ha ropyoBe. OcBeH ToBa
ME(PIOXHH MOXKE 1a ITIOHWKH HUBaTa Ha Bajamnpoat. [lo Tasu npuyurHa MOXe 1a ce HaJIOXkKH ChOTBETHO
peryjavpaHe Ha 103aTa Ha BAIPOEeBa KHCEJIHHA.

[Ipy e1HOBpEMEHHO MPHIOKEHHE HA BAINPOEBa KUCS/IHHA H Q2eHMU C 8UCOK auHumem Kom
CEBLP3IBARE C NIAIMEHUME NPOMEURY (HAND. AYeMWICAIUYUL08A KUCEAUNA), € Bh3MOKHO IIOBHILLIABAHE

Ha MNasMEeHUTE HHBA Ha CBODOAHA BANNpoeBa KUCEITHHA.

[1pn enHOBpeMeHHa ynoTpeda ¢ yumemudun WiH epumpomMuyun, MOXeE 1a Ce NMOBHILAT [UIa3MEHUTE

HHUBA Ha BAJINPOEBA KHCE/THHA ( BCIIEACTBHE HaMalleH YeEpHOApoOeH MeTabonH3EM). T

| ., 15 r'l",_:? -
[1pu nauMeHTH TPETHPaHH eIHOBPEMEHHO C BaINPOEeBa KUCEIMHA U kapbanenemu, GUNo HT6 gﬁoﬁ N
MOHM)XaBaHC HAa HMBATa Ha Banpoepa kuceanHa ao 60-100% B pamkure Ha aBa auHu. I1 amu 6BP3QTJ& - \‘f;;
Ha4yano v CTEMNEeHTa Ha HAMAIABAHETO, NIPH NALMEHTH, 1IPH KOUTO CHCTOAHHUETO BEYE € qmﬁ%mnpaﬂo T )

C BalMpoOeBa KUCENNHA, HE C& BH3NpUEMa SAHOBPEMEHHOTO NPUAAaraHe Ha KapﬁaneHeMH, mem AP A
TpsaOBa aa ce u3daraa (Bx. Touka 4.4). VT T A




XUJIECIHHPMHH MOXKE Na HAMAJIH aﬁcopﬁumm Ha Ba/IIIpOCBa KHCC/IHHA.

Cpedcmea cvObpIHCAUU ECMPOSEH, BKIIOUUMERHO CHOBPICAU ECMPO2ER XOPMOHATHU
KOHmMpayenmueu

EcTporernnTe ca uHayktopu Ha uzogpopmu Ha UDP-rimokypoHoszwn tpaHcdepazata (UGT),
y4acCTBaLIH B ITIOKYPOHHPAHETO HA BANTNPOAT W MOraT [a YBeAUYaT KIMPBLHCA HA BANNPOAaT, KOETO Aa
HOBeAe 10 HaMajleHa CepyMHa KOHLIEHTpAaLHA Ha BajJnpoaT H Bb3MOXHO HAMAaJisBaHe Ha
e(UKaCHOCTTA Ha Bannpoara (Bx. Touka 4.4). /la ce oOMuUcCAH npociaeasBaHe Ha CEPYMHHTE HUBA Ha
BaJjifpoara.

Ot apyra cTpaHa, BanpoaT HAMa €H3UM-HHAYLUMpall eeKT, BCICACTBUE Ha KOETO BATIPOaT He
HamMansBa ePUKaCHOCTTa Ha €CTPONPOreCTATHBHUTE CPEACTBA IIPH XKEHH ITPHUEMALUM XOPMOHAIHU
KOHTPALICTITHURH.

Memamuzon

ENHOBpEMEHHOTO NMPHUI0KEHHUE Ha BAINPOAT ¢ METAMM30J, KOWTO € MHAYKTOP Ha JIeKapcTBO-
mMeTabonuanpaly eH3umH, BKIIOYHTENHO CYP2B6 u CYP3 A4, Moxe 1a 1oBeae 10 HaMaJIdBaHe Ha
MNasMeHUTe KOHLUEHTPALMM Ha BAJINpPOar, ¢ MOTEHUMAAHO HaMa/lsABaHe Ha KIHHWUYHATA €(PHKACHOCT.
[Topanu ToBa ¢€ MPENOPHUYBA MMOBHIIEHO BHUMAHHUE MMPH €AHOBPEMEHHO MNPWIOKEHHE HA METAaMH30J1 U
BAJIIPOAT; KIIMHUYHUAT OTTOBOP UW/UJIM HUBATa HA JieKapcTBaTa TpabBa Aa ce npocieaaBar no
NOAXORALL HAYHH.

Hpyeu g3aumoodeucmeus

Hpenop’bqﬂa C€ BHUMATCIHO HU3IIOJI3BAHC Ha BaAJINTpOCBa KUCEIIHHA B KOMOHHaLMA M0-HOBH
AHTHENWICTITHUH IOPadH HEAOCTATbYHO IIPOYYBAHC HA TAXHATA (l)ﬁpM&KG,E[HH&MHKﬂ_

4.6 @epTHAHTET, OPEMEHHOCT U KbPMEHE

BpeMeHHOCT H KeHHM ¢ AeTepoAeH MOTEHIIHAJ

JleueHue HA enUNencus

. Bannpoart € NpoTHBOINOKAa3aH MO BpeMe Ha OpEMEHHOCT, OCBEH KOraTo HAMa NOAXOAALLO
ANTEPHATHUBHO JICUCHUE
. Bannpoat € npoTHBOIIOKAa3aH IMPH KEHHU C JETEPOAEH MOTEHLIKAN, OCBEH KOraTo Ca U3MbJIHEHH

VCNOBMATA Ha [IporpamMarta 3a npeana3saHe oT OpeMeHHoCT (BUXk Touka 4.3 u 4.4)

JleueHue Ha OUNONAPHO Pa3CTPONCTBO

. Baanpoar € npoTUBOMOKAa3aH 1o BpeMe Ha OpeMeHHOCT

. Bannpoat e npoTHBONOKa3aH NpH KEHH C AETEPOAEH NMOTECHLIUAJ, OCBEH KOTATO €a H3IIBJIHEHH
_YCNOBHSATA Ha MporpamMara 3a npeanasale oT OpeMeHHOCT (Brok Touka 4.3 U 4.4)

Tepamozennocm u echexmu 8bpxy pazeumuemo on in utero exCnoO3uyus

Puckoee, cevp3anu ¢ eKCROIUYUA HA 8AINPOAM NO 8peMe Ha bpemerHocm
[lpy )xeHHUTE, KAKTO MOHOTEPANUATA, TAKA H MOJUTEPANIMATA C BANPOAT ca CBBP3aHHU ¢ abHOpMEH
H3X0[ Ha OpeMeHHOCTTa. HalMuyHWTE AaHHM NOKAa3BaT, Ye aHTHENMWIENTTHYHATA NOJIUTEPAanHs,
BKJ1IOYBALIA BAINPOAT, € CBbP3aHa ¢ MO-BUCOK PUCK OT BpOJAECHH MandopMallii B CPABHEHHE C
MOHOTEepAaru1s ¢ BaJINpoar.

[fokazaHno €, ue BaInpoaT MPpEMHUHABA IUTaleHTapHaTa Oapyepa KakTo NpH )XKHBOTHHCKH BHOBE, TaKa
K NIpU xopa (BXK. TOUKa 3.2). ST I
Ilpy )KHBOTHH: YCTAHOBEHH €A TEPATOTeHHH €(EeKTH NIPH MHIIKH, TUThXOBE H 3aMLM (BXK. TEMK |

Bpooenu manpopmayuu e pezyamam na excnozuyus in utero
JaHHMTE, NoJy4eHH OT METa-aHalu3 (BIUIIOYEHH PETUCTPH U KOXOPTHH MPOYYBaHHUA) N aqm" qe
10,73% o1 peuaTa Ha KE€HH C eNUIENcUs, eKCNOHUPAHH Ha MOHOTEPAIHS ¢ BAJINPOAT Nl | [5910@,&

OpeMeHHOCTTa CTpanar oT BpoacHH Mandopmaunu (95% CI: 8.16 -13.29). Tora npeacral Ma AQ-




BHCOK PHCK OT TEXKH MaJpOpMaLMH OTKOJIKOTO B OOLIATA NOMyAAaLMs, IPH KOATO PUCKBT € OKOJIO 2-
3%. PuCKBT € 10303aBUCHM, HO NparoBaTa A03a, 0] KOATO He ChLIECTBYBA PHCK, HE MOJXKE J1a ¢
Orpeaey.

HanuunuTre 1aHHH MoKa3BaT HApaCTBAaHE Ha CIyYaMTe Ha MalKH M TeXKU MandopMmauuun. Haii-
YeCTHTE ClTyyad Ha Mai1dopMaliMi BKIIOYBaAT JedeKTH HA HEBpalHaTa TPhOa, THLEB AUCMOPDHUIBM,
3a€1Ka YCTHA H Bb/4Ya NacT, KPAHHOCTEHO3a, ChbpACYHHU, ObOpeUHH H YPOTeHUTATHH AedeEKTH, H
Ae(PEKTH HA KpAHHMLIUTE (BKJIIOUHMTENIHO ABYCTPaHHA aIula3Ha Ha TbYEBATa KOCT), H MHOXKECTBO
AHOMAJIMKM Ha pa3liM4H{ CHCTEMH B YOBELLKHS OpPraHH3bM.

[n utero eKcrno3uilkA HA BAJINPOAT MOXKe J1a AOBEE A0 YBpexKAaHe Ha CITyXa WK ITyX0Ta B pe3y/Tat
Ha Ma/opMaliuM Ha YUIHTE W/WIM Hoca (BTOPHYEH €(PEKT) W/HWIH B pe3yNnTaT Ha JUpeKTHa
TOKCHUYHOCT BBPXY CIYXOBHUA anapar. MMa cny4yau, onucBaliiv KakTo €IHOCTpaHHAa, Taka U
JBYCTpaHHa rjlyxorta Wi YBpexKIaHe Ha cnyxa. He 3a BCHUKM ClTydaH ca NOKJIABAHH PE3YIITATHTE.
Koraro ca aoxiafBaHu pe3yaTaTi, B [1I0-rojiiMaTa 4acT OT CJIy4yaHTe HIMA Bh3CTAHOBABAHE.

Excrnosuuus in utero Ha Bannpoat Moxe Aa AoBejie 10 OUMHH MandopMalH (BKIIOYHTENHO Konoboma,
MHUKpOQTaIMHUA), KOUTO Ce ChOOILABAT BbB BPpb3Ka C APYTH BPOJAeHH MaihopMmarmu. Te3n ounu
MandopMalMHi MOTaT ia 3acerHaT 3peHHETO.

Hapywenun ¢ pazeumuemo na HepHama cucmema 6 pe3yamam Hd eKCRO3UYUA in ulero

JlaHHM NMoKa3BaT, Y€ €KCNO3KLUMA Ha BANINPOAT in utero Moxke 1a MMa HeONaronpusaTHH epEKTH BBPXY
MCHXUYECKOTO U PUIHYECKOTO pa3BUTHE Ha AeLiaTa, M3/I0KEHH Ha TaKaBa eKCIO3UUMA. PUCKBT
H3rNIeKa € J0303aBHCHM, a paroearta [103a, oA KOATO PUCKBT HE ChIIECTBYBA, HE MOXE 1a CE
YCTAHOBH Bb3 OCHOBA HAa HAIMYHHMTE NAHHH. TOYHMAT PHCKOB FeCTALIMOHEH NEPUO/ 32 Te3H ePEKTH €
HECUTYPEH H BB3MOXKHOCTTA 33 PUCK IO BpeMe Ha Lasiata OpeMeHHOCT He MOXKE 1A C€ UBKIIOYH.

[lpoyuBanus npu Aeua B MpeayYHIMILHA Bh3PAcT, H3NOXKEHH HA €KCMO3HLMA HA BAJIPOAT in utero no
BpeMe Ha OpeMeHHOCT nokasear, ye npu Ao 30-40% ot ciyuaure ce HabnoaaBa 3abaBsHe B TAXHOTO
paHHO pa3BUTHE, KATO rOBOP, NO-KBCHO MPOXOXKaHe, NO-HUCKH HHTEIEKTYaIHH CIOCOOHOCTH, JTOIIN
€3HKOBH YMEHHS (rOBOpeHe H pa3bupaHe) U npoblaeMM ¢ MaMeTTa.

KoepuuueHTsT Ha MHTENUreHTHOCT (1Q), oLIeHeH npH aeLa Ha 6 FOAMHM ¢ aHAMHE3a 33 eKCIIO3H LU
Ha BaJIIpoar in utero, € cpeAHo 7-10 myHKTa Mo-HHUCHK OT TO3H MPH [IELla, KOUTO ca H3TOXKEHH Ha
ApPYTH aHTUENWIESNTAYHH NPOAYKTH. MMa Joka3aTeacTBa npy AeLa ¢ eKCrno3uiMA Ha Bapoar, ue

PHCKBT OT HapyLLaBaHe B HHTEJIEKTA MOXe Ja Obae HE3aBUCHM OT KOe(hHLIMEHTA HA HHTEIIUIeHTHOCT
(IQ) Ha malikaTa, BbNPEKH Ye poJIsATa HA CMYLIABAILMTE HaKTOPH HE MOXKE Aa C& M3KIIOUH IIPH AeLa.

HaHHUTE 10 OTHOLIEHHUE Ha ABJArOCPOUHHS H3X0/] Ca OTPAHHUCHH.

HanmMuHuTe NaHHM MOKA3BaT, Ye JIellaTa ¢ eKCIIO3ULIMA Ha BATMIPOAT in Utero ca ¢ MOBHIIEH PHCK OT
pa3cTPOMCTBA B AYTUCTHYHHSA CNEKTHP (MPUOTHU3UTENTHO TPU MBTH) M JETCKH ayTU3BM (OKOJIO [IeT
NbTH) B CpaBHEHKE ¢ 001IaTa MOMyiallisg Ha NPOYYBAHETO.

OrpaHyuyeHH IaHHH NOKA3BAaT, Ye NPH AeLIATa HJIOXEHHW HA eKCTIO3HLMI Ha BaJIMPOAT in utero MMa no-
ronsgma BepoATHOCT 33 NPOsABA HA CHMITTOMH KaTO Ae(HLUMT HA BHUMaHHUETO/XHUIIEPAKTHBHO
pascTpoiicTBo (attention deficit/hyperactivity disorder, ADHD).

Kenu 8 oemepoona evipacm
(Cpeocmea cvovpacawyu ecmpozen

-

- e

Cpeacrtsa chaBPKaLUN ECTPOreH, BIIIFOYHTEITHO ChAbKALIM €CTPOrEH XOPMOHAIHH KOHTP -ﬁ&ﬁi] o N
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MOTaT Aa YBEJMYAT KIMPBHCA Ha BAJIPOaT, KOeTO 61 MOIJIO Ja NOBee 10 HaMa/iBaHe Ha Qjﬁum-wg 4.,
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KOHLICHTpaUM4 Ha BaJINPOAT H Bb3MOXKHO HaMalABaHE Ha €(PUKACHOCTTa Ha BainpoaT (Bil a 4xw N\ ¢
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3a MoKasaHHETO eNWIIETICHA, ako JKEeHaTa fUlaHMpa 14 3adpeMeHee, TepanuaTa ¢ Baanpoar Tpabsa ga ce
MPEOLIEHH OT CNELHAJIACT C ONUT B JICYEHHUETO HA €NMWIENCHA U Ja ce OOMHUCIAT alTepHATHBHHU
Bh3MOXCHOCTH 34 JieweHHe. Tpsadpa a C€ Moji0KaT BCUUKM YCUIHA, 3a Ja ce NPEMHUHE Ha NOAX0IALLO
ANTCPHATUBHO JIEYeHUE NPEAU 3a4CBAHE U NPEM NPEKpATABAHE HAa KOHTpaLenuuaTa (BHK Touka 4.4).
AKO CMAHATA Ha JIEYEHHUETO HEe € Bb3MOXKHA, XeHaTa TpsOBa Ja NOJYyUYH JONBJIHUTENIHA KOHCYITaLMA
OTHOCHO PHUCKOBETE C BaJIIpOAT 3a HEPOJASHOTO AETE B IIOAKpENna Ha HHPOPMHUPAHOTO i B3eMaHe Ha
peLIeHHEe OTHOCHO CEMEHHOTO TUIaHUPaHe.

3a noKasaHHETO OMMONAPHO Pa3CTPONCTBO, AKO XKEHATA IU1aHUpa ja 3adpeMeHee, TpabBa aa ce
MpOBee KOHCYNTALMHSA ChC CIIELHAMUCT ¢ OMUT B JICUEHUETO Ha OUNMONAPHO pPa3CTPOHCTBO U
JIeYeHHETO ¢ BaAMpoar TpsOBa Aa ce NpeyCcTaHOBH, H aKO € HEOOXOAHUMO J1a Ce IPEMHHE Ha
aNTCpPHATURHO JISUECHHE NPEAM 3aUEBAHE M Mpely NpeKpaTaBaHEe Ha KOHTpaLIeNLHATa.

bpemennu dicenu

Bannpoar kato nevdeHde Ha OUNOIAPHO Pa3CTPONUCTBO € MPOTUBOIIOKA3aH 3a yroTpeba no speMe Ha
OpeMeHHOCT. Bannpoar KaTo JiIeUeHHUE 3a EMWICTICHSA, € MPOTHUBOMNOKa3aH Npy OpPEMEHHOCT, OCBEH
KOraTO HAMa MoaxoAAlIo AlITEPHATHBHO JedeHHe {BYK Touka 4.3 U 4.4).

AKO )€Ha, KOATO ce JIEKYBa ¢ BalIpoarT, 3abpeMeHee, T4 Tpsa0dBa He3abaBHO 11a ¢¢ HACOYH KBM
CIICLKATHCT, 32 Ja ¢€ [IPEOLICHH JICUEHHETO ¢ BAIMPOAT M A4 ¢€ OOCHIAT AITEPHATHBHH Bb3MOXKHOCTH.
[1o Bpeme Ha OPEMEHHOCT, TOHHYHO-KJIIOHWYHHUTE IbPUYOBE HAa MAaMKaTa U ENWISIITHYEH CTATYC C
XHIOKCUA MOTAT Ja HOCAT ONpeAc/IEH PUCK OT CMBPT 3a MaiKaTa H IU10ja.

AKO, BLIIPEKH U3BECTHUTE PUCKOBE C BAINPOAT NpH OPeMEeHHOCT U CAeA BHUMATEIHO OOMUCIsSHE Ha
AITEPHATUBHO JIEUCHHE, MIPH U3KTIOYUTENHYU o0CcTOsTECTBA OpeMeHHaTa )XxeHa TpabBa Aa no;xyyvasa
BAJINPOAT 3a €MWJIETICHS, NPENOpHYBA CE:

- [a ce n3noa3ea Hail-HHCKaTa e)eKTHBHA 4034 U Ja C€ pa3Aens AHEeBHATa A03a BAJMPOAT Ha
HAKOJKO MAJIKH J1034, KOUTO TpAOBa 1a ce mpHeMar npe3 Leadd AeH. Ynorpebara Ha
JiekapcTBeHa GopMa ¢ YAb/DKeHO 0CBOOOXK1aBaHe MOXKeE 1A € 34 NPEANOYHTaHe Npen Opyru
JIeKapcTBEHU GOpPMHU, 3a Ja ce n3berHat BUCOKH MaKCHMAaJTHH IUTa3MEHHM KOHLIEHTPaLKH (BX.
TOo4Ka 4.2).

BCHUKM NaLMEHTKHU C €KCMO3HLMA Ha BaJNPOAT O BpeMe Ha OpEeMEHHOCT M TEXHUTE MAPTHEOPH
TpAOBa 1a ObAAT HACOYEHH KbM CIECUHAINUCT € OMUT B TEPATOIOTHATA 32 OLIEHKA H KOHCYJITHpaHe
OTHOCHO €KCTOHMpaHaTa OpeMeHHOCT. TpgaOBa na ce U3BLPLLBA CNIEUMANIM3MpaH NIpEeHaTaNleH
MOHHMTOPHUHT 34 OTKPHBaHE Ha BH3MOKHA MOABa HA AeQEKTH HA HEBpaiHaTa TpbOa UK Apyru
MangopmaLri. [lpuemanero Ha 100aBkH ¢ posiMeBa KUCENTMHA Npeayd OpeMEHHOCTTa MOXKe 1a HaMasIH
pycKa OT Ae()eKTH HA HEBpaiHaTa Tpb0a, KOUTO MOTAT A Ce MOABAT MPH BCAKA OpeMEHHOCT.
Hanuunurte nanuu odaye, He npearnonarar, 4e pondenaTa KMCENMHA NPeaOTBpaTABa MIOABATA HA
BPOAECHH NEPEKTH UK MaAIPOPMALIMH NTOPAJH EKCITO3ULIMA Ha BaJIpOoArT.

Hanv4yHuTe 1aHHH JaBaT OCHOBAHHE [1a C€ NMpHEMeE, Y€ AHTUKOHBYJICHBHATA MOHOTEPAIIHS € 33
MPEANOYUTAHE TIPH JieueHHe Ha OpeMeHHH keHH. [Ipeau 3abpemensiBaHe TpgaOBa aa ce npeolLieHH
rOJIEMHHATA Ha JIO3aTa H Ja C€ H3M0/3Ba Hall-HMCKaTa eeKTHBHA 1033 U JHCRHATA 1033 Ha BaJIIPOaT
na ce pasac/iy B HAKOJIKO MaJKU A03H, KOUTO [1a ce NTpUEMaT Npe3 AcH, Thiif KaTo HMa JaHHH, Y€
M3XOXBT OT MATOJOrHYHaTa OPEMEHHOCT € CRbP3aH ¢ NO-BUCOKH JHEBHH O3 U rOJIEMHHATA HA
HHIHBHAYaIHaTa 103a. YecTtoTara Ha pedekTrTe Ha HEBpaJlHaTa Tpb0a Ce MOBHINABA C YBENHYABAHE
Ha 103uTe, ocodeHo Haa 1 000 mg. [Ipenopruea ce pazaensHeTo Ha ofWaTa 1034 HA HAKOIKO
OTJENHHU NpHeMa H ynoTpedarta Ha JOpMH ¢ YAb/DKEHO 0cBOOMKIaBaAHe MOXKeE Aa C€ MPERMOUNTA NpPeEa
OCTAHAIATE JICKAPCTBEHH (DOPMHM, 3a /14 ce H3DerHaT BUCOKM MMKOBH M1a3MEHH KOHLIeHTpaLmu. [1o
BpeMe Ha OpeMEHHOCT e(PeKTHBHATA aHTHENMWISITTHYHA WIH aHTHMaHHI{HA Teparis ¢ BAINMPOAaT He
TpsOBa Ja ce MPeKbCBa 0e3 NPeOUCHKA HA NON3NTE U PUCKOBETE OT JICYEHHETO C BANNPOAT OT JieKap ¢
KAUHUYEH OIMUT B ICYSHHUETO Ha EMUIIENCH W/WIH OUINIOIAPHO pascTpoiicTeo. Bhnpeku ToBa, Tpabea
Aa ce 3aroUHe CeLHANM3UpaHoO PEHATATHO NPOC/IEAABaHE C Lied J1a CE OTKPHE Bb3MOXKHA NOABA Ha
1e(eKTH HA HEBpanHaTa Tpbba Wiu apyru Mandopmauun. Bpemennure Tps6sa aa 6baar BH '

PHUCK 38 HOBOPOAEHOTO

- MHoro psako ¢a JOK/1aJBaHH C/Ty4ad Ha XeMOparuyeH CHHIPOM TNPH HOBOPO.
MaNKH ca NpHEMAaJIH BAJNPOAT 1o BpeMe Ha OpeMeHHOoCT. To3u XxeMoparuueH cH,




¢dakTOpH Ha KpbBOChCcHpBaHETO. AGUOPUHOrEHEMH € TOKTIa/IBaHa ChILO M MOXKe Ja Obae ¢
daraneH uaxol. To3u xemoparudes CUHHAPOM, obaye, TpAOBa Ja ce pasrpaHUyiu OT
HaMaJIfBAHETO HAa BUTAMHH K—3aBucuMuTe PakTOpU, HHAYLUMpPaHH OT deHobapbuTan U
€H3WMHH HHIYKTOpH. CneaoBaTenHno, Opoar Ha TpoMOOUMTUTE, HUBOTO HAa PHOPHHOTECHA B
[U1a3MaTa, KoaryJIallMOHHH TeCTOBe # GaKTOPHU Ha KPBBOChCHpBaHEeTO TpaOBa Aa ce uscaensar
Py HOBOPOREHH.

- Cny4ad Ha XUNOTTTHKEMUA ca OMIIH JOKNaABRAHH MPH HOBOPOACHH, YHUTO MaMKH Ca NpHEMANH
BAJITIPOAT MO BPEME Ha TPETHA TPUMECTLD OT OpEMEHHOCTTA.

- Cnyyau Ha XMIIOTUPEOUAU3BM ca OMIU NOKIAABAHHM MPH HOBOPOJACHM, YHHTO MaKH ca
IpyUeMalny BaJIpoaT Mo BpeMe Ha OpEeMEHHOCT.

- (CHHIpOM Ha OTHEMAHETO (KaTo, U B YaCTHOCT Bb30yaa, pasapa3zHUTEIIHOCT,
CBPBXBB3OYAUMOCT, HEPBHOCT, XMIIEPKUHE3HS, HAPYLICH TOHYC, TPEMOP, KOHBYJICHH H
HapyHICHHA Ha XPAHCHETC) MOXKE Ja CE MOABH MPH HOBOPOICHH, YHHTO MAHKH ca MpHEMATH
BAJINPOAT NO BPEME HA MOC/ICIHHA TPHMECTBP OT OpPEMEHHOCTTA.

MbxK€e H NOTCHLIHAIEH PHCK OT pascmoﬁcma Ha HEBPDOJIOIMYHOTO PA3IBUATHC MNPH €1d YHHTO Oallln ca

JICKYBAHH C BaJINIpOAT MPC3 3-Te Mecenia MNpean 3a4CB4aHETO.

PeTpocnexTMBHO 06CEPBALMOHHO MPOYYRAHE B 3 CKAHIAMHABCKM ObPXKaBH MOKA3Ba NOBUILEH PUCK OT
pa3TpOKMCTBA HAa HEBPONOTHHHOTO pasBuTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 no
I 1-rogMuiHa BB3pacT), YMHMTO DAaLlH ca JEKYBaHHM ¢ BallpoaT KaTo MOHOTepamnus npe3 3-Te Mecela
[peaH 3a4eBaHeTO, B CPaBHEHHE ¢ AeLaTa, YMKTO Oaluy ca JIEKYBaHH ¢ JIRMOTPWKHH HIH
JeBeTHpaLeTaM KaTo MOHOTEeparnus, ¢ 06001eHo xopurupaHo csoTHoteHue Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanusat kymynaruseH puck or NDD Bapupa mexay 4,0 % 1 5,6 % B
rpyrnara Ha Balnpoar cnpaMo mexay 2,3 % u 3,2 % B komOuHMpaHaTa rpyna Ha
NaMOTpHKHUH/AeBeTHpaLeTaM. [IpoyuBaHeTO He € JOCTAaTBYHO MalabHo, 3a Ja Ce H3cieIBa Bpb3KaTa
cbC cnetugpuuny noaTunose NDD, a orpaHHHEHHATA Ha MPOYYBAHETO BKJIKOUYBAT NMOTEHLHAIHO
»3AMBIIIBAHE ", CBBP3aHO C MOKA3aHHETO H Pa3IMKH BbB BPEMETO HA MPOCAECAABAHE MEXIY IPYIHTE C
excnosuuusl. CpeHOTO Bpeme Ha MpOCJeIiBaHe Ha JIeLaTa B rpynara ¢ Baipoar Bapupa Mexay 5,0
n 9,2 roauHH B cpaBHeHHe ¢ 4,8 ¥ 6,6 TOAMHH 32 AeliaTa B rpynara ¢ TaMOTPHKHH/IEBeTHpaLIeTaM.,
Karo wano € pp3aMoxkeH nopuied puck oT NDD npu neua Ha 6awm, 1eKyBaHH ¢ BaJIMPOAT npe3 3-Te
MECELId MPEaH 3a4eBaHETO, HO MPUYUHHOCAEACTBEHATA Bpb3Ka ¢ ynoTpedara Ha BaJlpoar He €
noTBbpAeHa. OCBEH TOBa B [POYYBAHETO HE € oueHeH pucksT ot NDD npu neua, yuMro Oamu ca
CTIpE€Jix NIPHEMA Ha BAJIIPOAT [I0BEYE OT 3 Mecela Npeau 3a4eBaHeTo (T.€. € Bh3MOXKHA HOBA
cnepmaroreHesa 6€3 eKCno3vMuusa Ha Bannpoar).

pmartoreHesa 6e3 eKCro3HLHg Ha Baspoar).

Kato npeanassa Mapka, NpeAnycBallATe jiekapi TpaOBa na HHHOPMHPAT NAUHEHTHTE MbXKE 33 TO3H
MOTEHLHAIEH PUCK M a 00CBAAT HEOOXOAUMOCTTA OT e(peKTHBHA KOHTPALENILHS, BKITIOYUTEIHO 32
NMapTHLOPKATa, JIOKATO H3MOJI3BAT BAIINIPOAT M NOHE 3 Mecela ciea npekpaTaBaHe Ha JIeHeHHETO (BK.
TouKa 4.4). [lauueHTHTE OT MBiKKH MoN He TpAGBa Aa apABaT criepMa 0 BpeMe Ha JISYEHHETO M B
MPOABIDKEHHE HA MOHE 3 MEcena clell MpeKpaTIBaHe Ha JICUSHHETO.

[launeHTHTEe MBXKE, IEKYBAHH ¢ BANNPOAT, TpAOBAa PEJOBHO Aa ce MpPErTexX/aT OT JIEKyBall1s Iy
JieKap, 3a Aa Ce MpELCHH JaJIH BAINPOAThT € Hal-MOAXOAAIOTO JICYEHUE 33 TAX. 3a NMallMeHTH OT
MBIKKH T10J1, KOMTO TUTaHMpaT Ja 3a4eHar JeTe, TpAOBa Aa ce oOMUCIAT M 1a ce o6CBAAT ¢ TAX
MOAXOMALIUM AITEPHATHBY Ha JeHueHHeTo. BB BcekH oTaeneH cimyyaii TpabBa 4a ce npeLeHsaT
HHAXBUAYaATHUTE obcTosATENCTBA. [IpenopbuBa ce npH HEOGXOAUMOCT [1a CE€ NOTBHPCH ChBET OT
CNEUHAJIHCT ¢ ONUT B JICYEHHETO HA CAWIECTICUA MM OHUNOJIAPHO pa3cTPoOHCTBO.

Knpmene
EkckpeuusTa Ha BaIpoaT B MaHYMHOTO MASAKO € B Auana3ona oT 1% a0 10% ot CEpyMHY

MahKara. XeMaTo/IOrHYHH HapylleHKs ca HabiioaaBaHy NpY HoBOpoaeHH/6ebeTa, koraT
OT MaHKkH, IPHEMANTH BAINPOAT (BXK. TOUKa 4.8).




Tpabea pa ce B3eMe pELICHUE OTHOCHO CNIUPaHe Ha KbPMEHETO WU npeyc:raHoBﬂBaHe/orpaHquHHe
Ha JeueHUeTO ¢ KOHBYIEKC, KaTO C€ UMAT MpeABK MOA3MTE OT KEPMEHE 34 ACTETO U NMOJ3aTa OT
neYyeHue 3a MarlKara.

DepTHAATET

HMa cholllieHns 3a aMeHopes, NOAMKHUCTO3HY SHYHHLM U YBEJIMUE€HH HMBA HA TECTOCTEPOHA MIPH
KEHH, NTpHeMalil Banpoar (Bxk. Touka 4.8). [IpunaraHeTo Ha BaIIIpoaT MOXKe CHLIO Aa HAPYIUHM
dbeprunurera npyu MBXKE (BxK. Touyka 4.8). JoxiagpaHu Ciy4yaH NoKa3par, Y€ HapyLICHHUATA Ha
dbeprunTeTa ca 0OpaTHMH Clel MPEYCTAaHOBABAHE Ha JICUYCHHETO,

4.7 EdexTn Bupxy cnocobHocTTA 32 IN0¢pHpane H padoTa ¢ MAIUHHA

B pennua cnyda, KOHTPOABT HAa IPUNAALLUMTE BCNIEACTBHE JISHEHHETO ¢ BAIMPOEBA KHCEJIHHA MOXKe
Aa Jaje Bb3MOXKHOCT Ha NMalHEHTHTE aKkTHBHO J1a Y4acTBaT B MbTHaTa 00OCTAHOBKA.

Bbnpeky TOBa MallMEHTHTE yIIpaBiaaBalll MOTOPHO NPEBOJAHO CPEACTBO MITH KOUTO paboTaT ¢
MaLUMUHH, TpAOBa a OBAAT NpeayNIpecHH 3a PUCKA OT [TPEeX0/AHa CbHJIUBOCT, 0COOEHO B ClIyyYaH, TIpH
KOHTO Ce NpoBeXxaa KOMOMHHPAHO JIeYeHHe ¢ HAKOMKO aHTUENWIEIITHYHH NMPOAYKTa HJIH NpH
eHOBpEMEHEH NMpHeM Ha OeH30oaHa3ENUHH.

4.8 Hexeqann JieKAPCTBEHH PeaKUHH

HexxenaHuTe NEKapCTBEHU PEAKLAM Ca KATErOPHU3UPAHHU ChITIACHO ClIeAHAaTa YeCTOoTa:

Mmuoro uyectu (=1/10), uectu (=1/100 no <1/10), seuectu (=1/1 000 go <1/100), peaku (=1/10 000 no
<1/1 000), mroro peaku (<1/10 000), ¢ Hen3BecTHA YecTOTa (HEe MOXKe 71a OBAe OlleHEHA OT HATHYHHTE
JaHHH }.

Hapywenua na xpvema u aumgbuama cucmema:

Bannpoar HHXHMOHpa BTOpHA eTan Ta TPOMOOLMTHATA arperalysa, KOeTo BOAM 0 YARIDKABaHE Ha
BPEMETO HA KbPBEHE U 4eCTO 10 TpoMOouuToneHuA. OOMKHOBEHO T€3H NPOMEHH ¢a CBbp3aHH ¢
M3M0JI3BAHE Ha [10-BUCOKH OT MpENopbYyaHUTe 1034 M4 ca ¢ 00parum xapaktep. TpoMOouuToneH1s
BeaeacTeye Ha nepuunt Ha gakrop VIIl/von Willebrand cwiio Taka Moxe na foseae 10 yAWDKaBaHE
Ha BPEMETO Ha KbpBeHe. Br3MoxkHO € cblio Taka na ce Habmoaara H30AKpaHo HaMalsIBaHe
KOHLIEHTpaLlMuTe Ha ¢pUOpUHOTEHa.

HecTo € Bh3MOXKHO [1a Bb3HUKHE 00paTUMO NOTHUCKAaHE Ha KOCTHUA MO3bK. CIOHTAHHHTE KOHTY3HH
WJIH KbpBEHE Ca MTOKA3aHHE 3a NPEyCTAaHOBABAHE NIPHEMA HA JIEKAPCTBEHHA MPOAYKT A0 H3ACHABAHE Ha
NMPHYHUHUTE. BE3MOXKHH Ca BE3HHKBAHE Ha arpaHyJIOLMTO3a U MOHAKOra Ha TMMQoUUTO3a. B peaku
CJIyyau ce cboOLIABa 32 €PUTPOLIMTHA XUIIOTUTa3Ks, TE€BKONIEHHMS H MAHIIHTONEHHS, Cle/
MpeyCTaHOBABAHE Ha JICUCHHETO OWII0 yCTAHOBEHO HOpMA/IM3HpaHe Ha KpEBHATa KapTHHA.

Hapywenua na umynnama cucmema.
B Hakou caydad € otOeng3aHa rnossara Ha BacKylHT. Chobluaga ce 3a aieprudHHu peakiuu (oT oopus
A0 peaKUKHd Ha CBPbXUYBCTBHTEIIHOCT). PAKO € YCTAHOBEH CUCTEMEH JIYMTYC EPUTEMATO3YC.

Hapywenua na enookpunnama cucmema.
Coobluara c€ 3a €IMHWYHH ClTy4dad Ha IMCMEHopes H aMeHopes. MHoro psaaxo ce otbesnsa3pa

TMHCKOMACTHA.

Hapywenus na memabonusma u xpanesemo:
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HE H3HCKBa NPEYCTAHOBABAHE HA JIEYEHHUETO. BLIIpeku TOBa, T4 MOXKe 1a Ce ChIIPOBOXKAA C -
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MPOSBH KaTO MMOBPBLIaHE, aTAKCHA U 3aMBIUIABaHE HAa Cb3HaHWeTo. [1pH nossa Ha moa00H TO#{Q;:&.""\,\ o

TpsaOBa Oa ce NpeyCTaHOBH NPUEMBT Ha BaJINpoeBa kucelnHa. Crobluasa ce cblio 3a Xun &MP[—IEMHH CN \,




npeanasHy Mepku 3a yrnorpeda). B peaku cnydau e orbenszana nmossa Ha oTolM. B peaku ciyyam ce
CBhOOIIABE 3a 3aTIIBCTABAHE.

[Tecuxuunu Hapywenus.
Hernpecus.

Hapywenus na nepenama cticmema.
[lonsakora ce cpo0OMIABA 38 ATAKCHA, CBETOBBPTEXK U TPEMOP, NOABATa Ha KOUTO BEPOSITHO 3aBUCH OT

[IPHJIOKEHATA 4034,

[lousxora ce ¢chobiaBa 3a cenauns, OGMKHOBEHO N0 BpeMe Ha KOMOHHHPAHO JIeUeHMe ¢ APyTH
AHTHUKOHBYJICAHTH. I1py MOHOTEpanus T Bb3HUKBA B PEJKH CITyHau B HAYAJIOTO Ha TEParHiITa U
0OHMKHOBEHO € C MPEXOAEH Xapakrep. Paako ce oTGenaspar ciiyuam Ha AeTaprus U o6bpKaHOCT, B
HAKOH CllyYau NMporpecupaliy A0 CTYIop U NOHAKOra ChbIPOBOAEHH ChC XAMIOUMHALIHK WIH
KOHBYJICMH. B MHOTO pellkH ciiydau ca HabmopasaHu eHueganonaTHs 1 komMa. Yecto Te3n npossu ce
CBBbP3BAT C M3I10J13BAHE HA MHOTO BUCOKH HAYAJTIHYU A03M WIH KOMOUHUpaHE C ApYTH
aHTHKOHBYJICAHTH, 0c00eHO ¢ PeHobapburan. OGHKHOBEHO Te ca 0GpaTHMM [IPK HAMaJIsBaHe Ha
103aTa WM MPeYyCTAaHOBABAHE HA JICUEHHETO.

Cpob1uasa ce 32 MHOIO PEAKH CTy4yal Ha oOpaTHMH eKCTpandpaMHIHH CHMITTOMH BKITFOMBALIH
MapKUHCOHU3BM WIIH NPeXOHa JEMEHLIMA CBbp3aHK ¢ 00paTHMa MO3buHa aTpodud.

B13MOXHO € BE3HHKBAHE Ha NOBULIICHA €HEPTrUIHOCT. [10 NPHUHUHMIT TOBA € MONOXKHUTEIHO, HO B HAKOH
CJIy4aH ce cb0o0LIaBa 3a NpOSBU HA arpecHs, XUNEePaKTHBHOCT H MPOMEHH B [TOBEACHHETO.

Psako ca orbendssany nossa Ha LIyM B yIIMTE U 3aryba Ha cimyxa (oOpaTuMH WiH ne(HHUTHBHHM),
BBIIPEKH Y€ HE € J0Ka3aHa IIPUUMHHO-CICACTBEHA BPb3Ka.

B penxu ciyyau ce cpobliasa 3a rimapobosive 4 HUCTArbM.

HabnronasaHu ca cbhuio rajieHe, ceidpaHe, eKeTpanupaMuIHH HApYIIeHUS.

B penku cirydad ce ¢cbo0l1LaBa 3a TUILTONHUA.

Pecnupamopru, epbOHU U MEOUACIURATHU HAPYUIEHUA .
HeuecTu: nneppaneH wanus (€03HHODUIEH).

CmoMauuno-4pesHu HAPYULeHUA:

MHoro paako ce ¢bo0lllaBa 3a NaHKPEaTHT, MOHAKOra ¢ daTaieH H3xon (BXK. Touka 4.4). BuaMoxHO e
[IOBHLIABAHE Ha aNeTHTA, a IEYCHHETO ¢ BANNpOeBa KMUCEJIMHA MHOTO YE€CTO HpeAH3BHKBA
YBEIUYABAHE Ha TEIECHOTO TETI0, KOETO MOXKE 1a Ob€ H3pa3eHO W IPOrpecHBHO (BXx. Touka 4.4). B
HaYaI0TO Ha JICHEHHETO MOXE Ja Bb3HHKHAT MO-JIEKH MPOSABH HA Jpa3HEHe Ha CToOMaxa H 4YepBara.
Moke na ce HabnronaBaT rajeHe, MOBpbIIaHe, O€3aneTHTHE U KOHCTUITALIUA.

Xenamobuwiuapru HApYUEeHUs

B13MOXHO € noBUILIaBaHE HA TPAHCAMWHA3HTE B HAYAIOTO Ha JleyeHueTo. B peaxu ciyvau cnen
[TPHEM Ha BaINpPOCBa KUCEITUHA, BB3HHKBAT CEPUO3HH HApYLICHHs HAa YepHOAPOOHATa (QyHKIKA,
KOHTO [OHAKOTa ¢a ¢ daTaneH u3xox (Bx. cbilo 4.4 Cneuyanty npeaynpeicieHHs H CReLHaIHH
npeanasHy MepKH npH ynorpeba). Paako ce Habmonasa nopdupus.

Hapywenua na xoxcama u nookoxcnama muxan:

Yecto ca cbobiuasa 3a HapyllieHHR Ha HOKBTS H HOKBTHOTO JIOXe.

[Tpy Hakown OonHm e HabmOJaBaH npexoeH koconal. To3u edekT BepoITHO He € CRLP3aH C J03aTa.
[lopacTBaHeTO Ha kOcaTa HOPMAJTHO 3anoYyBa B PAMKHTE Ha LIECT MECELIa, HO € BL3MOKHO TH 12 CTaHE
no-kpapasa. Pajako ce csobuasa 3a nopdupus. MEOro paako ce otéensn3BaT CHIHO H3pa3eHo
OKOCMSBaHE H aKHe.

B peaxu cryyan ce HabNroAaBaT KOXKHH peaKLMH, KaTo ek3aHTeMaroseH obpus. Io uskiouenue ce

OTOENIA3BAT Clly4aH Ha TOKCHHHA eMHAepPMaliHa HEKPOJIH3a, OTACTHYU CITyHau, CHHAPOM Ha S eﬁ%-ﬂ,f}‘om
Johnson’s u eputemMa Myntudopme. ﬁ?f‘ e
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Hapywenua na MycKyIHO-CKenemnama cucmemda u CbeOuHUMeIHaAma MovKan.



HUma chobllIcHMS 32 HaMalisBaHe HA MHHEpaJlHATa IUTBTHOCT Ha KOCTUTE, OCTEOMNEHHUA M OCTEONopo3a
MpY NalKUeHTH Ha NPOIB/LKUTENHA Tepanua ¢ KoHByeke. MeXaHU3MET Ha T€3U €PEeKTH BLpXY
KOCTHHS METa0O0JIM3BbM HE € U3BECTEH.

Hapywenus na 6vbpeyume u nuxoynume nomuya.

B®B Bpb3Ka ¢ JICUSHUETO ¢ BAINPOCBA KUCEIHHA ¢ 0TOC/IA3aHA €RAMHUYHU ClTy4Yad Ha CHHAPOM Ha
daHkoHH (PYHKIIMOHANEH JeheKT Ha MPpOKCHMaIHKTE TyOyJIM BoAewl 10 INIIOKO3YpHA,
aMHHOaUMIYpHus, pochaTypHs U YPHKO3YpHUS), HO OCHOBHHTE MEXAHHW3MH Ha Bb3HHKBAHETO MY Cd BCE
OLLE HEM3IBECTHU.

UecTo € HabmogapaHa YpHHAPHE HHKOHTHTEHLUS.

Bpodenu, hamuwinu u cenemusu HAQPYUIEHUA
BpoasHn MaihopMaLnM M HApYIIEHWA B pa3BATHETO (Bx. TOUKa 4.4 ¥ Touka 4.6).

Ieouampuuna nonynayus

[IpodnasT Ha 6€30NaCHOCT Ha BAJINPOAT 3a NEANATPUYHATA MOMYJIAUWA € CPaBHUM C TO3H MpH
Bb3PacTHUTE, HO HAKOH HEXEJIaHH JICKAPCTBEHH PEAKLIHH Ca NMO-TEXKO H3pa3eHH WM Ce CpeLlaT
[MaBHO B MeAWATPHYHATA nomynaums. CelecTByBa crieliM(pHUECH PHCK OT TEXKO YBpEXKAAHE HA
YepHHUA ApoO IIPH HOBOPOAEHH H NMPH MAJIKK 1eua, ocoOeHo npy aeua noA 3 roauHu. OCBeH ToBa, 3a
MAJIKHTE A€lla ChLUECTBYBa CrIeUH(pHYEH PHUCK OT pa3BUTHE HA NAHKpeaTUT. Te3H pUCKOBE HaMaJlABaT
C yBeJH4aBaHe Ha Bb3pacTTa (BXkK. Touka 4.4). IIcuxv4HH HapyllleHHd, KaTO arpeCUBHOCT, Bb30yaa,
HapyLleHHe HA BHUMaHHETO, aDHOPMHO MOBEACHHE, ICHXOMOTOPHA AaKTHBHOCT U HapyllieHa
CIIOCOOHOCT 3a YHEHE, ce Habmoaasar NpeauMHO B [IeAHATPUYHATA MMOIYJIaLlHA.

CrobiiaBaHe Ha NOJO3MPAHH HEXENAHH DEAKIIUM
Cbo0maBsaHeTO HA IOJO3UPAHH HEXEJTAHW PEAKLIMM CJIel pa3pelliaBaHe 3a ynotpeda Ha JJeKapCTBeHHA

NPOAYKT € BaXKHO. T0Ba No3BOJIABa Aa CE€ MPOAb/IKM HaOMIONCHHUETO HA CHOTHOLUEHUETO MOJ3a/PUCK
34 JIEKapCTBEHHUA NPOAYKT. OT MeAULMHCKUTE CIIELIMATMCTH C€ U3KHCKBA J1a ChOOIIABAT BCAKA

NoAo3MpaHa HeKeslaHa peakuus upes ManmbaHuTensara areHums No JiekapeTBara, yii. ,, JlaMay
['pyen’’ Ne 8, 1303 Codmus, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 IHpeaozupane

Orbens3aHu ca ciy4yau Ha MHUMASHTHO WJIH LieJIEHACOUYEeHO npeao3upane. I[IpH nnasMeHu
KOHLICHTPALMH 10 5-6 IbTH M0-BHCOKH OT MaKCHMAJTHHTE TEpalieBTUYHH HUBA € MAJIKO BEPOSTHA
NOABa HA APYTH CUMITTOMH OCBEH rajieHe, MOBpPbLIAHE ¥ 3aMAasHOCT.,

[Ipu Texxko npenosupatHe, Harp. MpH MW1a3MEHH KOHLUECHTpaUKK 10-12 mbTH MO-BHCOKH OT
MaKCHUMAaIHHUTE TEpPANeBTHYHH HUBA (BXK. CBLUO TOYKA 5.2), Ca BB3MOXHH TeXKO NMoTHckaHe Ha LIHC u
auiaHero. CuMnToMuTe obave MOKe Ja BapUpaT YyBCTBUTENHO. [TpH MHOrO BHCOKM TLNa3MeHH
KOHUEHTpAaLMHU ca oTOens3aHu npunaabud. ChoOHiaBa ce 3a nosisa Ha MO3bYeH OTOK M [TOBHUIEHO
BBTpeYEpenHo HanArane. Othena3aHu ca HAKOAKO CMBPTHH CITy4das cliell MHOTO roisiMO Npeo3HpaHe.
HannyneTo Ha HATPHH B ChEIMHCHMATA ¢ BAIMPOAT MOXKE 11a TOBEE 10 XUNIEPHATPUEMHSA B CITYYaHTE
Ha [peaO3HpaHe.

[Ip1 npeneHka Ha cny4aid Ha UHTOKCHKaLMA, TPAOBa Aa ce HMa MPeABH Bb3IMOXKHOCTTA 3a A0baBeHa
TOKCHYHOCT BCICACTBHE HA MHOTMOKpPATEH NPUEM HA MEAMKAMEHTA, HaMp. PpH HAaMEPEHHE 3a
camMOyOHUHCTRO.

[Ipy MHTOKCHKALIMA Ce IPenopbYBa NPOBEXKAAHE HA MEPONIPHATHA B 60IHUYHA 00CTAHOBKA, KaTO
MpEIH3IBUKBAHE HA MOBPBIUAHE, CTOMALIHA MPOMHBKA, KOMAHIHO AMIUAHE ¥ IPYFH MEPKH 3a
MOANBPIKAHE HA )KHU3HCHUTE (DYHKLIMH. e
YcnewHo ca npyuiarald XxeMoadannaa u xemonepgysua. [IpunaraH € colio taka HAJTOKCOH ;;m?;;
HHTPABEHO3HO, ITOHAKOra ¢ OpaJieH IpHEM Ha aKTUBCH BBIJIEH. o TN &




5. GAPMAKOJOI'MYHHU CBOHCTBA

5.1 ®dapmMakoAHHAMHYHH CBORCTBA
MdapMakoTepaneBTUUHA IPyNa: aHTUENWAESNTULY, NPOU3BOIHHU HA MACTHHU Kucenuuu, ATC xona;

NO3AGO].

MexaHu3bM Ha AEUCTBUHE

Bannpoepata KUCE/IHHA € aHTUKOHBYJICAHT.

Hail-BepoATHUAT MEXAaHU3BM HA ACHCTBHE € MOTEHUMPAHE HA HHXAOUTOPHATA pOJig HA raMa-aMUHO
byTuposara kucenuHa (GABA) upes nOBNHABaHE Ha ITO-HATATBIIHKA H CHHTE3 HIIX Ha MeTabou3Ma.
AKTHBHpaHETO Ha NeKapOOKCUNa3aTa Ha MyTaMHHOBaTa KHCEIHHA U noTuckaHeto GABA
TpaHCaMHWHa3aTa, BOAU /10 H3pa3eHo NMOBHILaBaHe Ha KOHUEHTpalKMuTe Ha GABA B CHHAITTO30MHTE U
MEXYCHHANTUYHATA Lenka. KaTo HeBpoTpaHecMuTepeH HHXuouTop GABA Bn3npensTcTBa npeji- u
MOCTCHHAITTUYHOTO pa3TOBAPBaHE, KaTO MO TO3M HaUMH NMpeaOTBpaTABA pa3sNpOCTPaHEHHETO Ha
KOHBYJICHBHATa AKTMBHOCT. [ICHXOTpONHATa aKTUBHOCT HA BAJINPOAT BOAM A0 M0-A100pa Ba3OMOTOpHA
KOOPAHHALHA Y MOBHLICHH KOHLUEHTPALMOHHH CTIOCOOHOCTH.

KiiHH4YHa eDUMKAaCHOCT H 0€3011aCHOCT

[Ipn MeTa-aHAIM3 HA PAHAOMU3HPAHH, N1aLedo KOHTPONHPAHH NMPOYYRAHUA BKJTKOUBALIH

11 auTHenMNENTUYHY NeKapcTBeHH npoaykta (00wo 199 npoyyranus obxpaujanm 27 863 nanumenTa
B PyNUTE TPETHPaHH MEAHKAMEeHTO3HO M 16 029 6onuu npueManu rianebo) NpuioXKeH 3a JeUeHHE
Ha efuiencus, ICHXHATPHUHH 3a0011BaHMA (BIUTIKOUMTEIHO OHIIONIAPHH pa3CTPOiCTBRA, IM30(PPEHHA |
CTPaxOBW HEBPO3H) WIKM APYTH HapYIICHHUA( BKA. HEBponaTu4Ha 60J1ka), OMN yCTAaHOBEH MOBHIIEH
PHUCK OT CYHUM/IHO CBEP3aHH CHOUTHUA (CYMLMIHU HICH U [TIOBEACHHUE) NMPH OONHUTE TPETHUPAHHU C
aHTHENWICIITULIH B CPaBHEHME ¢ Te3H npuemaiuy tauedo. [possure Gunu eqHakBo paznpenesieHH 3a
BCUYKH NPOYYBaHH MPETIAPATH U CE H3ABUIU MEXIY 2-Ta U 24-Ta ceAMULIA OT 3alO4BAHE Ha
NEYEHUETO. PUCKET OT CYHIIMOHU MOEH U NMOBEASHHE NPH MALKUEHTH TPETHPAHHU ¢ aHTHETTIIEITTHYHN
NEKApCTBEHU NPOAYKTU OUn outereH Ha 0,43%, no4uTH ABa ITETH NO-BHCOK OT TE€3M NPHeMaNH manebo
(0,24%), koeTo chrOTBETCTBA HA 2 ciiydas Ha 1 000 60onru oT rpynara, npHeMana aHTHEMWIETTHYHH
CPEACTBA B CpaBHEHHUE C Ta3H B3umasa uauedo.

5.2 PapMAKOKHHETHYHH CBOHCTRA

Abcopbuus
CTOMaUIHO-yCTOHYMBHTE KalCy/iM OCBODOKAABAT AKTUBHATA ChCTABKA CaMO B THHKHTE Y€PBa, KBAETO

Ta ce abcopOupa. AGconrorHara 6uoHanuuHocT € nouTd 100%. BepxoBu nnazMeHH KOHIEHTPALIMH CE
nocTHrat 1-3 vaca cieq npueMa. EAHOBpEMEHHHUAT NpUEeM Ha XpaHa He OKa3Ba BIIMAHUE HA

KOJIH4YECTBOTO a0copOupaHo BelecTBO. B 3aBUCUMOCT OT MHTEpBaJla MEXKIY NPHEMHTE, PABHOBECHH
CEpPYMHH HUBA ce AocTHrar cien 2-4 quu. EexTurHUTE TepareBTUHYHH IU1a3MEHH KOHLUEHTPAlMHM ¢a
mexay 40-100 mg/l (278-694 umol/l) npu nauH#eHTH ¢ ENKIEICHS.

OrbGens3anu ca rojJieMH pa3iHyys Ha MU1a3MEeHUTE HHBA MEXIY NMAUHWEHTH, KAKTO OT PA3IMUHH IPYIIH,
TaKa ¥ OT €JIHA U CbLIa rpymna.

PaznpeacaeHue
CBBbp3BaHETO HA BAJIPOAT € ILUTA3MEHHUTE NpPOoTerHH € okono 80-95% [Ipu nmnasmeHu HUBA Haf

100 mg/l ce ysennuaat ceoboanuTe ppakuun. BannpoaT npeauMHo ce pasnpeaens ¢ KPbBTa.
KoHueHTpaluuaTa Ha BaInpoaT B rppbOHaYHOMO3bYHATA TEYHOCT € CPaBHUMA C KOHLIEHTPALIMATA Ha
cBOOOIHM (PpaKUMH B [U1a3MaTa. Bannpoar npeMuHaBa npe3 ialieHTaTa, a TaKa ChLIO CE H3bUBA B
ManYHHOTO MIIAKO (1-10% oT 061LMTE CEpYMHH KOHLIEHTPALHH ).

buotpanchopmariys T e P
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Bannpoar ce exckperupa NpeaMMHO npe3 010peluTe noa gopMa Ha TIIOKOPYHHAH.
EnUMHHALIMOHHHAT MOy kUBOT € 10-15 yaca U € 3HaYMTENHO NOo-KpaThK IpU Jeua, U no-todHo 6-10
yaca.

Cneyuannu epynu nayuenmi.
[laupeHTu ¢ OB0peuno yepexaade: [lopany HaMaleHOTO CRBbP3BaHE ¢ IUTA3MEHHTE MPOTEUHH, KOETO

BOJH MOBUIIABAHE HA KOHLICHTPALIMKTE Ha CBOOOIHHA NMPOAYKT, (PapMakOKHMHETHKATA HA BAIIPOAT
MOKE aa Obae MpoOMEeHeHa IpH MalUeHTH ¢ HapylueHa 61p0peuHa dyHKLMA.

[[auWeHTH ¢ YepHOAPOOHO yBpeKIaHe
[ToMy»HBOTHT Ha EJIMMUHALIMA € 3HAYMTENHO YIB/DKEH NMPU NalMEHTH ¢ IKPO3a U GOJIHH, KOMTO Ce
Bb3CTAHOBABAT OT OCTHP XENATHUT B CPABHEHHE C KOHTPOJIMTE, KOETO MOKa3Ba HApylIaBaHe Ha

KIIUpBHCa NPH NALMEHTH C HapyLueHa YepHoapoOHa GyHKUHA.

[1pu neua Han 10 roaMilHa BE3pACT U NPU KOHOLIH KITUPBHCHT HA BANNpoaT € noaodeH Ha To3uy,
YCTAaHOBEH FIpH BB3pacTHH. [Ipy neauarpHyHuTe naumMeHTH nol 10 roiMHY CUCTEMHHUAT KIIMPHHC Ha
BaNIpoar sapupa ¢ Bp3pacrra. [IpH HoBopoaeHHTe U Oeberata no 2 mecella, KIIMPBHCHT HA BATINPOAT
€ MIOHKEH B CpaBHEHHE C TO3M NMPH BB3PAaCTHH M € HAH-HUCHK HEMOCPEICTBEHO cliel paxaaHeTo. B
0030p OT Hay4HaTa JIMTepaTypa € MyONHKYBaHO, Ye IUTa3MEeHUAT NOMYKUBOT Ha BajlnpoaT npu 6ebera
MoA 2 Mecela MOKA3Ba 3HaUYUTE/IHA BapHaOMIIHOCT Ha CTOHHOCTHTE OT 1 10 67 vaca. IIpu gena Ha
Bb3pacT oT 2 10 10 roaunu KIUpBHCHT Ha Bannpoart € ¢ 50% no-BHCOK OT TO3H NpH BB3PACTHH.

5.3 IlpeaxkuHH4YHH JAHHHU 34 Oe3omacHOCT

M3cnensaHusTa 3a XpOHHUHA TOKCHYHOCT ¢ BAJINPOoAaT NPH IUTbXOBE M Ky4yeTa NTIOKa3a/lldH HaMaJicHa
CNEPMATOreHE3a U TECTUKYIapHa aTpodHs.

B npoy4BaHHMs 3@ TOKCHYHOCT NIPH MHOTOKPATHO NpW/arade ¢a choOUIeHH TECTHKYIapHa
AereHepauns/aTpodusa Wiy HapylIeHHA B CTIEPMATOTEHE3aTa H HAMANABAHE HA TEIJIOTO HA TECTUCHTE
[(pY BE3PACTHH ILTbXOBE U KYUeTa Cllell NEPOPATHO NPUIOKEHHE B 103M cboTBeTHO | 250 mg/kg/nen
v 150 mg/kg/nen.

[IpH HOBEHWIIHH TUIBXOBE HaMaJlsIBaHE HAa TETNOTO Ha TECTUCUTE € HabMOAaBaHO CaMO TIPH A03H,
HaABMLIABALKM MAKCUMANTHATA noHocuMa a03a (0T 240 mg/kg/neH npu HHTpanepUTOHEATTHO HIIH
HHTPABEHO3HO MPHIIOKEHHUE), O3 CBBP3aHH XMCTONATOIOrMUHH NpoMeHH. He ca nabmonasanu
e(PeKTH BLPXY MBXKKHUTE PENIPOAYKTHBHH OpraHH NMpH nonocHMu a03u (Ao 90 mg/kg/nen). Bes ocHora
Ha Te3d JaHHH KOBEHITHHTE )KUBOTHHM HE CE CUMTAT 3a MO-NOAATIAMBH MO OTHOLIEHHE HA HAXOIKH B
TECTHCHUTE, B CPABHEHHE C Bb3PaCTHUTE. 3HAYEHHUETO Ha HAXOAKHTE B TECTUCHTE 3a MEeAHATPHYHATA
NOMNyaLui HE € U3BECTHO.

B npoyuBaHe 3a GpepTHUAMTETA NPHU IUTHXOBE, BAINPOAT B A03M J0 350 mg/kg/nHEeBHO He NOBRIHUABA
PeNpoyKTHBHATA (DYHKLIMA NIPH MBXKKUTE HHAXBHAAN. Bhpeku ToBa MHPEPTHINTET IIPH MBXKE €
MICHTHOHLUMPAH KAaTO HeXeJaHa peakuus OpH xopaTa (BXK. Touku 4.6. u 4.8).

[Ipy reHOTOKCHYHHTE H3CIIEBAHUA HE € YCTAHOBEH MyTareHeH noteHuual. [Tpu npoyusanusra 3a
KapLUHHOTEHEH MOTeHLHAT OWla YCTaHOBEHA MO-TOJAMa YECTOTA Ha TIOAKOKHH PUOpOCApKOMH Mpu
MBXKKH ITbXOBe. He e H3BeCTHO 3HaueHHeTO Ha Te3M AaHHHM 3a Xopa. Banmpoat nokasan 6escnopHa
TEPaTOreHHOCT MPH )KHBOTHH.

6. COAPMAIIEBTHYHM JAHHHU

6.1 Cnuchbk HAa NOMONMHHTE BeIECTBA:

HaTtpues xuapokcuna

TeueH manTutoN

Metnn napaxuapokcubensoar (1,0 mg/ml)
IIponun napaxuagpoxcubenzoar (0,4 mg/ml )
3axapuH Hatpuit (1,0 mg/ml)

Hatpues uuknamar (3,0 mg/ml)

Hartpues xnopuj




ManuHoBa eceHLUA
[IpackoBeHa eceHLUA
[IpeuucTeHa BOAA.

6.2 HecbBMECTHMOCTH
Henpunoxxumo

6.3 Cpok Ha rogqHocT
5 rOAHHH

6.4 ChnenmainHH YCI0BHS Ha ChHXPAHEHHE.

Ha ce cwxpansBa noa 25°C.
Ha ce ¢hXpaHSBa B OpUIHHAIHATA OMAKOBKA, 3a Aa c€ MPEeANa3Ht OT CBET/IHHA.

6.5 Bua H cBbABPKAHUE HA ONAKOBKATA

Croknena Oytuika ¢ kexnubaped upat (100 ml). [TonveTHneHOBa 103aTOpHa CIIPUHLIOBKA
(rpagyupana B mg W ml) c nonucTupeHoBo GyTtao.

6.6 CneunajHH NpeAnA3HU MEPKH NPH H3XBL)JsIHE H padoTa

Cnen Bcaka ynorpeta, Ao3upallara CIpHHUOBKA TpAOBa a ce OTAENH, Aa C€ M3MHE CTapaTeiHO H Ja

CE MOACYUIH.

7. TNIPUTEXATEJ HA PAZPEIHEHHETO 3A YIIOTPEBA

G.L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABCTpuUA

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20000205

9. JATA HA ITBPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPEHIEHHMETO 3A
YIIOTPEBA

Hata Ha mepBo paspewaBaHe: 06 oHu 2000 r.
Jara Ha nocnenHo nogHoBaBaHe: 30 maii 2011 r.

10. JIATA HA AKTYAJIU3UPAHE HA TEKCTA

11/2024




