KPATKA XAPAKTEPUCTUKA HA IMMPOAYKTA

V¥ To3u nexkapcTBeH NpoOayKT MOJJIEKH HA JOMBIIHUTEIHO Habmonenre. ToBa 1e no3sosu OBP30TO
yCTaHOBsIBaHE Ha HOBa HH(pOpMaLUs OTHOCHO Oe3onacHOCTTa. OT MEIMLIMHCKUTE CHELHAIIMCTH Ce
M3MCKBA J1a ChOOIIIaBaT BCsKA MOAO3MpaHa HeXKeJlaHa peakius. 3a HaYMHA Ha ChOOIaBaHe Ha
HEeXKEJIaHU pPeaKkLuH BHXKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHUS MMPOJYKT IHUTENHA AEL

i 1L

Jenakun Xpono 300 mg TabyiieTkH ¢ yabIKEeHO OCBﬂﬁomﬂaﬁaﬁe . muKa Ha npogykma [ Tpy o
Depakine Chrono 300 mg prolonged release tablets | 7 ,9 o l-? ¥

A2yEr 1108 g
2 KAYECTBEH H KOJIMYECTBEH CBHCTAB ' o .|

Beska tabnetka cbabpxka 199,8 mg narpues Banmpoar (sodium valproate) u 87 mg Bannpoesa
kucenuHa (valproic acid), otrosapsmu Ha 300 mg Hatpues Bannpoat (sodium valproate) 3a Tabnerka.

[loMOLIIHO BeLIECTBO ¢ M3BECTHO JieHcTBUE: HaTpuit 28,31 mg/rabneTka (BXK. Touka 4.4)
3a MbJIHUS CIIUCHK HA MOMOIIHUTE BELECTBA, BUXKTE TOYKa 6. 1.

: 7 JEKAPCTBEHA ®OPMA

Dunmupana TabneTka ¢ yIbJKEHO 0CBOO0XK1aBaHe.,

4. KIUMHUYHU JIAHHU
4.1 TepaneBTHYHH NOKA3AHHS

Ennaencus

e IIbpBHYHO reHepaau3HpaHy eMmUIENCHH U MPHIA/IbLH

e Tunose npucTbIM:
abcaHcH (petit mal), renepanu3upanyu TOHHYHO-KJIOHWYHH (grand mal), TOHHYHH W ATOHWYHU
MpHUNAABLUH, MUOKIIOHHYHH MPUCTHITH, HH(PAHTHIIHH CIAa3MH.

e l'eHepalu3UpaHH ENUICTICHH H €NUIICTITHYHH CHHPOMHU:
abcaHCHA eMUIIENICHs, FOBEHWIHA MUOKIIOHHYHA eITUIeNcHs (CHHIAPOM Ha Janz), enuiencus ¢
FeHEePaAIM3HPAHH TOHHYHO-KJIOHHYHH TNPHINIAABLH MPH CHOYkK/1aHe, (POTOCEH3UTUBHU EMUIIETICHH.

e  Cunapom Ha Lennox- Gastaut.

e Cunapom Ha West.

e  (Dokannu (MapUHaAIHK) EMTUIETICHH U NPUCTBITH C WK €3 BTOPHYHA reHepaIn3alus.

bunoasipuo pascrpoiicTso

JleueHne Ha MaHHEH enU30/1 NpH OMMOJIAPHO PA3CTPOICTBO, KOTAaTO JIMTHIA € MPOTHBOMOKA3aH HITH HE
ce Tonepupa. lIponk/nkaBate Ha JIeYEHHETO ClIE/I MAHHEH €TTH30/1 MOYKe J1a ce OOMMCITH MpH
MAlHEHTH, KOMTO Ca CE MOBJIUAIM OT BAJNPOAT MPH JICYEHUETO HA OCTPa MaHMH.

Ilpu iena: KaTo caMOCTOATENHA TeparHs WKW B KOMOHHALIMSA C JAPYT aHTHENMIENTHYECH JIeKAPCTBEH
[POAYKT:

Jleuenue Ha reHepaiM3HpaHa enuIencus: KJIOHHYHH, TOHHYHH, TOHHYHO-KJIOHHYHH [IPHIIA
abcaHCH, MHOKIIOHHYHH MPUCTBITH, aTOHWYHH TIPUNAIbIM; CHHAPOM Ha Lennox-Gastaut:
Jleuenne Ha napunanHa enuIencUs: NapUHaIHH MPUCTBITH ¢ WK €3 BTOPHUHH reHep
[IPUIA/IbLLH.




4,2 JI03HpOBKA H HAYHH HA NPHJI0KEHHE

Jo3ara TpsOBa 1a ce anarTupa cso0pa3HO BB3PACTTa, TEJAECHOTO TEMNIO M MHAHBHIYATHATA
qyBCTBHTEAHOCT. TabneTkata Moxe Ja ce aenu, HO He TpAOBa Ja ce CABBKBA WM CTPMBA.
TepanepTHYHa ePeKTHBHOCT ODMKHOBEHO CE€ MOCTHIa MPH Ia3MeHd HuBa Mexay 40-100 mg/1 (300 -
700 umol/l). OnTUMATHOTO IUTa3MEHO HUBO CE Pa3NIHYaBa MEXAY OTAETHUTE HHAWBHIH, 4 BEPOATHO
U TNIPH €JHH M CBIIl HHAKWBH/ B pa3/IM4HH MOMEHTH OT BpeMe.

[Ipn nauxMeHTH, KONTO HE NMOyYaBatT JPyro NPOTHBOESIUNENTHYHO JIeHeHHE, 3a IPEANOYHTAHE €

103aTa Ja ce NMOBHIIaBa IMOCTENEHHO HA HHTEPBAIH OT I10 2-3 IHHU A0 TOCTHIaHE HAa OIITUMAaJIHATA

n03a.

[1pH MpexBBPIISHE OT JISUECHHUE C APYT JIEKaApCTBEH IPOAYKT, WIH AITEPHATHBHO, KOTaTO C€ BKIIOYBA
KaTO JOMBbJIHUTENHA MEAUKALIMA KbM PEIXOAHO NedeHue, 3amaHaTa ¢ Jenakun XpoHo 300 mg
TpsAOBA a Ce MPaBH NOCTENCHHO Taka, Y€ ONTHMANIHATA 032 Ja 6bJe AOCTHrHATa €JHOBPEMEHHO C
HaMalBaHETO M CIHPAHETO Ha ApYyrus JCKapCTBEH NMPOAYKT. [IpH npexpupisHe OT KOHBEHLHOHAIHH
Tabaetku Jdenakud kuM Jenakud Xpono 300 mg, nHeBHaTa f03a TpsOBa Aa ce 3aiasm.

[Ipu HeoOXoaMMOCT, MPUOABAHETO Ha APYTO MPOTHBOCMMICIITHYHO JIEUeHHE TPAOBa 1a ce H3BBPLLBA
OCTETNEHHO.

Lozuposka

B o6uius ciryya# mepBoHayaiHata 103a € 10-15 mg/kg aAHeBHo, oTroeapsaina Ha 2-5 TabneTkH

(300 mg) v 1-3 Tabnerku (500 mg) 3a nopeueto nauueHTH (60-100 kg). o3zara Tpsabea na ce
TUTPHpA A0 ONTHMAaHO HHBO, K J1a CC pa3e/ii Ha 1-2 nHEBHH NpHeMa.

IIpu ev3pacmuu B 00WMA cmydail ro3ata € Mexcay 20-30 mg/kg aHeBHoO, oTroBapsiuu Ha 4-10
Tabnetku (300 mg) win 2-6 Tabnerku (500 mg), ako nauueHTsT € Mexxay 60 u 100 kg. B cnyuaii, ue
He MOXKE 1a Ce MOCTHIHE OBJIa/IIBaHE Ha MbPUYOBETE € Ta3H 034, TO TS MOXe Ja Oble yBeuyeHa.
[lauueHTHT TPAOBA Aa ce ciean CTPHKTHO B CIIyYai, Ye Momy4yaBa JHEBHA 1034 10-BHCOKA OT

30 mg/kg.
3a Oeya nak-yecTata no3upoBka e okono 30 mg/kg mHeBHO.

Mannen enn3oa npn OHNOJSAPHO PA3CTPOHCTBO

IHpu ev3pacmuu:

JlHeBHaTa 032 TpadBa na Obae ycTaHOBEHa M KOHTPONUpPaHa HHAMBHIYAHO OT JEKYBAallKs JieKap.
Ilpenopbryanara Havya/Ha AHeBHA no3a € 750 mg. OcBeH TOBA B KNIMHHHYHH H3MUTBAHUA HAYaJIHA 1032
oT 20 mg Banmnpoart/kg TeNecHO TErno ChUIo NoKassa NpueMaHB npodun Ha 6e3onacHocT. GopmuTe ¢
YABIDKEHO OCBODOKAaBaHe MOraT Ja 6bJaT NpuWIaraHy BeJHbX WM ABa ITbTH AHeBHO. Jlo3aTa Tpabea
na 6bAe YBENMUUEHA KOJIKOTO € BE3MOXKHO NMO-01p30, 33 Ja ce MOCTHTHE Hali-HHCKAaTa TepaneBTHYHA
A03a, KOATO BOAM J0 XKenaHuA KIHHH4YeH edekT. JInesnaTa no3a Tpg6sa na 6vae agantupana cripaMmo
KAMHHYHUA OTTOBOP, 3a Aa C€ Olpe/iesIH HaH-HUCKATA e(PEeKTUBHA 1033 33 HHAWBHIYATHHS NALIHEHT.
Cpennara nHeBHa A03a 00MkHOBeHO Bapupa mexay | 000 u 2 000 mg sannpoar. [latmenty, kouro
MOTy4aBaT AHEBHH JO3H NO-BHCOKH OT 45 mg/kg TenecHo terno nHeBHO, TpsaOBa Aa ObaaT
BHUMATEIHO NPOCIeAsBaHH.

[IpoasmKaBaHETO Ha JICUEHHUETO 3a MAHUHHHU €MTU304H NpH OUMONIAPHO Pa3CTPONCTBO TpsOBa fa Obae
aganTHPaHO HHAMBUIOYAJIHO, KaTO C€ U3MON3BA Hall-HHCKaTa edeKTHBHA 1034.

CrnenyanHy nonynanuu

Heya

Envnencus

Ot mepopannuTe NekapcTBeHU POPMHU, CIEHUTE JIEKAPCTBEHH (GOPMHU €a 110-MOAXOAAUIM 3a
[pyaraHe npu Aeua Ha Be3pacT noa 11 roaunu (cupon, nepopaneH pa3TBOp H rpaHyJin).

Ilpy nanpenTn ¢ OEOpeYHa HEAOCTATHYHOCT

NpoceiaBaHe Ha NallieHTa (BK. Touka 4.4).




bunonspHo pascrpoiicteo

IIpu deya u wHOWY

E¢uxacnoctra Ha Jenakun Xpono 300 mg 3a neyenre Ha MAaHWHHHE eNH301H npy SunonspHo
pasCcTPOHCTBO He ca OWIM CLICHABAHH NPH MALMEHTYH Ha BB3pacT rof 18 roaunu. 3a HHQOpMalIK
CBBbp3aHa ¢ De30MmacHOCTTa IMpH Aeua BIKTE Touka 4.8.

Zlena OT XEeHCKH 1o H JKEeHH ¢ AeTEPoJeH NOTEHIHMAT

Jleuenuneto ¢ enakun Xpono 300 mg TpaGea aa ce 3amouHe ¥ HAGMIONaBa OT CIIELHAIUCT ¢ OLMMT &
JICHCHUETO Ha eTIWJIENICUA MM OMIIONAPHO pascTpolicTBo. Bannpoar He Tpa6Gea na ce H3momsea [pH
AI€NA OT KEHCKH MO K XKEHH C ACTEPOACH NMOTEHIHAN, OCBEH KOraTo APYTHTE JICYEHUSA ca
Hee(EKTUBHH HIH HE ce MoHacAT no6pe (BxK. TOUkH 4.4 1 4.6).

Ilonzara 1 pucKeT TP16Ba BHHMATENHO a CE OLEHABAT MPH PYyTHHHHTE Nperyiey Ha JICYEHHETO.
Bannpoar ce npeanucBa H OTIycKa B CHOTBETCTBHE C ITporpamara 3a npeanaspaHe ot 6peMEHHOCT
npu ynorpeba Ha Banpoar (BX. TOUkd 4.3 u 4.4).

3a MpeAnoYHTaHe € BANIPOAT [1a ¢ MpPeINUCBa KaTo MOHOTEpanus ¢ HaH-HUCKaTa epeKTHBHA 1034,
aK0 € Bb3MOXHO, KaTO JIeKapcTBeHa popMa C yABIDKEHO OCBOOOKIaBaHe, 3a /14 Ce [IPEAOTBPATAT
BUCOKH IIMKOBH TL1a3MEHH KOHLCHTpaLuH. /IHeBHaTa no3a TpaGBa fa Oble pasmeneHa Hali-MalKo Ha
ABE CAUHHYHM TO3H (BXK. TOUYKa 4.6).

Mtxe
Ipenopbuga ce neyennero ¢ demakun Xpono 300 mg na ce 3anouue u KOHTPOJIApA OT CHELHATHCT ¢
OTIHT B JICYCHHETO Ha EMMIIETICHS WK OUNONSPHO PasCTPOHCTBO (BXK. TOUkH 4.4 U 4.6)

Crnen ocBoOOKARBAHETO Ha aKTUBHOTO BEUIECTBO, B X042 Ha npoLeca Ha 3adaBeHO OCBOOOXKIaBaHE U
B CICACTBUE OT NpHpoaaTa Ha TIOMOIUHHTE BEIIECTBA B ChCTaBA MY, MHEPTHUAT MATPHUKC HE Ce
abcopbupa OT XpaHOCMWIATENTHHA TPAKT, 4 CE ETMMHHHPA ¢ H3NIPROKHEHHUATA.

4.3 IlpoTHBONOKA3IANHSN
HNenakun Xporo 300 mg e npoTHBOMOKA3aH NPH CAEAHUTE CUTYalIHH:

- CBpBXUYYBCTBHTETHOCT KbM HATPHUER BAINPOAT WIHM KBM HAKOE OT MOMOLLHHTE BELLECTBA,
H30pOCHH B TOuKa 6.1.

- OcTbp XenaTuT WK XpOHHUEH XeTIaTHT.

- Jluyna WK paMHITHa aHAMHE3a 3a TEXKBK XelATHT, 0COBEHO CBBP3aH C JIEKapCcTBa.

- Yepnoapobxa noppupus.

- Bannpoart e npoTuBonokasaH npu NaUMeHTH ¢ MATOXOHAPHATHH HAPYILIEHHS, IIPUMHHEHH OT
MYyTallui B SAPEHKA I'eH, KOAUPAL MUTOXOHIPHAIHUS €H3HM nonumepasa y (POLG), nanp.
cuHapoM Ha Alpers-Huttenlocher, kakTo # npu neua noa nperogumiza BB3pAacT, 3a KOUTO CE
CMSATa, 4¢ UMAT HapymeHHe, cBbp3aHo ¢ POLG rena (x. Touka 4.4).

- llaumMeHTH ¢ U3BECTHH HAPYIUEHUsA B YPEHHMS UMKB (BIDK TOUKA 4.4).

- TauueHrn ¢ HekOpHrUpaH CHCTEMEH MbPBHYEH KAPHUTHHOR AepUUHT (BXK. Touka 4.4
[TauMeHTH ¢ pUCK OT XUIIOKAPHUTHHEMHS ).

JleyeHue HA enuACIICHS

* MO BpPEME Ha OPEMEHHOCT, OCBEH KOraTo HAMa MOAXOALIO ANTEPHATUBHO JIeueHHe (BK. TOYKH
4.4 u 4.6).

*  MPUIKEHH C NETEPOICH NOTEHUHAN, OCBEH KOraTo ¢a U3IbIHEHH YcioBHsATa Ha [porpamara 3a
npeanasBaHe OT OpeMeHHOCT (BK. Touku 4.4 1 4.6).

JleueHHe Ha OUITONAPHO pa3cTpOHCTBO:

*  TI0 BpeMme Ha OpeMeHHOCT (Bk. ToukH 4.4 u 4.6).
*  TIpH XKEHH C NETEPO/ICH MOTEHIIHAN, OCBEH KOTaToO Ca M3MBIHEHH YCIOBHATA Ha [Iporpapéfac
rpeana3ssaHe oT OpeMeHHOCT (BX. ToukH 4.4 U 4.6).

4.4  Cnenuaiuu npeaynpexieHus H NpPEANa3HH MePKH NIpA ynoTpe6a
| Momuyera//lesoiixu/Aenn ¢ anetepoaen notenunan/bpeMeHHoOCT:




Henaxun XpoHo 300 mg He TpsOBa fa ce H3MON3Ba NPU MOMMUYETA, HCBOHKH, TIPH XKEHH C
AeTepoeH MOTeHLHan Hin OpEMEHHH XeHH, OCBEH B Ciiyuak, KOTaTo aJITEPHATHBHHTE JICUYEHHS ca
HeepeKTUBHH WIH He C€ MOHACAT MMOpafA BHCOK TEPATOIeHEH MOTEHIMAS W NOBHIIIEH PUCK OT
CEpUO3HH HapyllleHHs B pa3BHMTHETO Ha Hebera M3noxkeHH BTpeyTpoOHO Ha Baanpoar. [Tonsara u

| PHCKET TpsOBa BHUMATENTHO Aa C€ OLICHAT IO BpeMe Ha PYTHHHH Npersiean, npes myéeprera u

CTICIUHO KOraTo X€Ha C AeTepOAeH NMOTSHLHAN, JicKyBaHa ¢ [lenakun XpoHo 300 mg njaHupa
OpEMEHHOCT HITH NpeacTOor OpEeMEeHHOCT.

Kenu ¢ nerepoaeH noTeHUMan TpsAOBa Aa M3n0n3BaT €PEeKTHBHA KOHTPAUETILHMS 11O BpeME Ha
JeYeHne U Aa ObpaaT HHPOPMUpPAHU 3a PUCKOBETE CBBP3aHH ¢ ynotpebara Ha [lenakus
XpoHo 300 mg no speMe Ha OpemeHHOCT (BX. TOUKA 4.6).

JlekapaT TpsaOBa na rapaHTHpa, 4e Ha [ALHCHTKATA € NPeJoCTaBeHa MhJIHA HHOPMALMA 3a
PHCKOBETE, KAKTO H CHOTBETHH MaTepHANH, KaTo OpolIypa 3a MallMeHTa, 3a 42 NOAMNOMOIHE
pa3bHUpaHeTo H OTHOCHO PHCKOBETE.

MeaHUHHCKHAT CIEHANMMCT TpAOBa aa e yoeneH, e nauueHTkaTa pasdupa:

. ECTECTBOTO H TEXECTTA HA PUCKOBETE MPH EKCHIO3UIHA N0 BpeMe Ha OpeMEHHOCT, [o-
CTEeUHATHO 34 TEPATOr€HHHU PUCKOBE M HAPYLICHHS B Pa3BUTHETO.
. HeobxoauMocTra 0T ePEKTHBHA KOHTPALIETIIIHA.
| » HeobxoaumMocTTa OT pejoBeH Nperien ¥ OIEHKA Ha JISUEHUETO.
. HeobxoauMmoctra ot cnelHa KOHCYITalus, aKo IUIaHHPa OpEMEHHOCT HIH € Bh3MOMHA
OpPEMEHHOCT.

| Iporpama 3a npeanaspane oT GpeMenHOCT

Bannpoat uma BUCOK TEPATOr€HEH MOTEHLHAN U JeLaTta, ¢ €KCIIO3ULIUA in utero Ha BaaNpoar ca ¢
BHCOK PHCK OT BPOJEHH MaI(pOpPMaliMi U HapyIHEeHHUd B pa3BUTHETO HA HEPBHATa CHCTEMA (BXK.
Touka 4.6).

Henaxkun XpoHo 300 mg e npoTUBONOKa3aH MpH CJIEAHUTE CUTYaLHH:

JlevueHHe Ha eNUNENCHA

. 110 BpeMe Ha OPEMEHHOCT, OCBEH KOraTo HAMa IOAXO0JALIO AJITEPHATUBHO jIeYeHHe (BXK.
TOYKH 4.3 1 4.6).

. MpH KEeHH C ACTEPOIEH NOTEHLHAN, OCBEH KOTaTO Ca M3MBbJIHEHU ycaoBuaTa Ha [Iporpamara
3a npearnassaHe oT OpeMeHHOCT (BXK. ToUkH 4.3 U 4.6).

| Jleuenue HA GUNOAAPHO Pa3CTPOHCTRO

. o BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.3 H 4.6).
. TPH KCHHU C AETEPOJCH NMOTEHLHAT, OCBEH KOraTo Ca M3ITBJIHEHH YCNIOBUATA Ha [Iporpamara
3a MIpPEeAna3BaHe 0T OpeMeHHOCT (BX. TOUKH 4.3 H 4.6).

| YcnoBua Ha lIporpaMara 3a npeanassaHe oT OpeMeHHOCT
| [Ipeanuceaumat sexkap TpsadBa aa rapaHTHpa, 4e

. WHAWBHAYAIHUTE oOcTOoATENCTBA TpabBa fa 6baaT OUEHABAHH BBB BCEKH OTIEAEH CiTyyaii,
KaTo nalHeHTkara 6p/1e BKIIOYEHA B JUCKYCHATA, 3a [1a C€ rapaHTHpa aHraXHpaHOCTTa H, 12
ce 00CHAAT TEPANEBTHYHHUTE BH3MOKHOCTH H J1a CE rapaHTypa HeHHOTO pa3bupaHe Ha
PHCKOBETE H HEOOXOUMHUTE MEPKH 32 CBEXKJAHE HA PUCKOBETE 10 MUHHUMYM;

| ¢ NOTEHIHANTBT 34 HACTHIIBAHC HA ﬁpBMEHHUCT € OLCHCH IIpH BCHYKH MNalUHCHTKH OT XKCHCKHU

oI,
. nanuveHTKAaTa € pa3Opaia M pHena PUCKOBETE OT BpOJeHH MandopMaliMi M HapYUIEHU] B
Pa3sBUTHETO Ha HEPBHATA CHCTEMA, BKJIFOUHTEHO CTEMEHTa Ha TE3W PUCKOBE 3a JAELATA, C
EKCTIO3MUMNA in ufero Ha BaJHIPOAT;
. [TalMEHTKaTa pa3bupa HEOOXOOHMOCTTA OT NIPOBEXKIaHE HA TecT 3a OPeMEHHOCT nmpeay ?Se‘h
34aM0YBAHE Ha JIEYEHHETO U 10 BPEME Ha JICYCHHUETO, KAKTO € HeoOX0AHMO;

. MALUHCHTKATA € KOHCYNTHPAHA 1O OTHOIUCHHE Ha KOHTPALECIIIHUATA H € B CBCTOAHHUE 1 o p

cboOpa3H ¢ HeoDXOAHMOCTTa OT H3NOM3BaHE Ha e)eKTHBHA KOHTpauenius (3a A0oNH/ AT
[TOAPOOHOCTH, MOJIA BHXKTE MOATOUKA ,,KOHTPALIENLIHA" Ha TOBA NpeayrnpexiacHue RkEbeTo

Oe3 NpeKkbCBaHe M0 BpeMe Ha eI NEPUOA Ha IEYSHHE C BAJITTPOAT;




. NailHeHTKaTa pa3bHpa HEOOXOAUMOCTT2 OT peOBEH (MIOHE BEXHTEK FOJHILHO) MPErje Ha
JIEYEHUETO OT CIIELIMATHCT C OMMT B JIEUEHUETO Ha eNWIencus, OUIONIPHO pa3CTPOUCTRO;

K NnauxeHTKara pa3brpa He0OXOJUMOCTTA Aa C& KOHCYJITHPA ChC CBOA JIEKap BEJIHATA IIOM

ILNaHHpa OPEMEHHOCT, 3a [1a C€ OCHTYPH CBOEBPEMEHHO 00CHKIaHe U IPEMUHABAHE KBM .
ATTEPHATHBHH Bh3MOXKHOCTH 3a JICUEHHE TPENU 3a4E€BaHETO U MpeaH Aa ce NpeKpaTH

KOHTpaLCILUATA, |
. MMalfMeHTKaTa pa3dHpa HeOOXOAUMOCTTA OT CNElIHA KOHCYATALIUA ChC CBOS JIEKap B CJIydail Ha
OpeMeHHOCT;
. NalMEHTKATa € Noyuuna PEKOBOACTBO 32 NAIIMEHTA,

. nalMeHTKaTa NOTBBPIK/IABA, Y€ € pazdpajia ONaCHOCTUTE M HEOOXOMUMHUTE MPeIa3HH MEPKH,
CBBp3aHH ¢ ynorpebata Ha Banmpoart (I'oguineH popMynsap 3a NOTBEPXKAECHHE OCH3HABAHETO
Ha pUCKa).

Te3u YCJI0BHA CC OTHACAT H 32 XKC€HH, KOUTO MMOHACTOAIICM HE Ca CEKCYAITHO aKTHBHH, OCBEH KOraro |

| IPEAMUCBALLIMAT JICKap CMsATA, Y€ CHIIECTBYBAT YOEAHTEIHH IPHYHHH Aa C€ MOCOYH, e HAMA PUCK |

| Konrpanenims

TecTt 3a OGpEMEHHOCT |

OT HacTBIBaHE HAa OpeMEHHOCT. |

gega OT AKHCHCKH 1TOJ

. [IpeanuceaimuTe nekapy Tpabea na ca CUTYpPHHM, Y€ POOUTENUTe/IoNaralMTe IPWKH 3a Jeua |
OT XEHCKH Mo pa3dupar HeoOX0AMMOCTTa Ja ce CBLPXKAT ChC CIIELIHAIMCT BegHara cliel |
KaTO JETETO OT XKEHCKH M0/, KOETO MpUeMa Banmnpoart, NoJyud MeHapXe.

. [IpeanuceainuaT nexap TpadBa a rapaHTUpa, Ye poAHTEMTE/TIoNAralluTe MPUXXY 32 Jela OT
JKEHCKH MOJI, KOHUTO ca MOJYYHIH MEHApXe, ¢a NOTy4TH noapobua uHdopMaus 3a .
PUCKOBETE OT BpPOJAeHH MaIpOPMalIMM ¥ H30CTARaHE B PA3BUTHETO Ha HEPRHATA CHCTEMA, |
BKJIIOYMTENTHO CTENEHTA Ha TE3M PHCKOBE 32 IelaTa C eKCIIO3UIHA i1 ulero Ha BaJINPOAT.

. [Ipn manueHTKH, KOMTO Ca NOJYYHTH MEHapXe, NPeANUCBALIMAT JieKap TpaOBa 1a NpeoLeHsBa
€XKEeroHO Hy»KJaTa OT Teparius ¢ BajinpoaT U Aa 0OMUC/IH ATTePHATHBHY BB3MOXHOCTH 32
JICYEHHE. AKO BaIpoaT € eJUHCTBEHOTO NMOAXOAALIC NeYeHue, TpabBa aa ce o6¢ham '
HeOOXOHMOCTTA OT H3NO/3Bade HA eeKTUBHA KOHTPALIETILMS H BCHUKH JAPYTH YCIOBHS HA
[Iporpamara 3a ripeana3saHe OoT OpeMeHHoCT. CnelHanMcThT TPAGRA 13 MONOKH BCUUKH
YCHJIHS AETETO OT JKEHCKH 10T 13 MPEMUHE Ha AITEPHATHBHO JIEUEHHE, MPEH Ja €
HaBBPLUWIO ITHJIHOJIETHE.

[Ipeay Ha4aloTO Ha JICYEHHETO ¢ BaAMpoat Tpadea Aa ce usknouu Opemenroct. He Tpabea nace |
3aMoYBa JIEYEHHE C BANIIIPOAT [1PH XKEHH C JIeTepOACH TOTeHIMaN §e3 OTPULIATENEH Pe3YIITAT OT
TECT 3a OPEMEHHOCT (KPbBEH TECT 3a OpeMeHHOCT), MOTBBPAEH OT JIEKap, 32 4 CE W3KJII0YU
HEKENaHaTa yrorpeda rno BpeMe Ha OpeMeHHOCT.

JKeHuTe ¢ AeTepOAeH NOTEHLIHA, HA KOUTO € MpEeAIHCaH BanMpoaT, TpaOsa Ja H3Nom3BaTt
edeKTHBHA KOHTpauenuus 6e3 NpeKbeBaHe NMpe3 LeiMus NepHoOA Ha JieueHue ¢ Bannpoar. Ha te3u
nanueHTKH TpadBa na Ope npelocTaBeHa H3depnaTenHa HHPOPMALIMA OTHOCHO MPEANa3BaHETO OT
bpemeHHOCT H TPAOBa Na 6bAAT HACOUEHH 32 ChBET OTHOCHO KOHTPALENLIUA, aKO HE M3IO3BAT |
eheKTHBHA KOHTpauenuua. TpabBa Aa ce U3noN3Ba Hal-Manko eIMH epeKTHBEH METO 3a
KOHTpaNEniMa (33 NPeJANOYHTaHEe He3aBUCHMa OT noTpebuTtens ¢popMa, Karo HanpuMep
BbTPEMATOUHA CIHPa/ia KIIH UMIUIZHTAT), WIK AB¢ AOMbBIBALIY ce GOPMH Ha KOHTPALIEIILIIA,
BKIIOUYHTENHO DapnepeH Metol. HuauBuayanHute obcrosTencTea TpabBa Aa ce OLEHABAT TPy
BCEKH OTAENEH Clly4al, KoraTo ¢e u3bxpa METOA Ha KOHTpaLENIInA, KaTo malMeHTKaTa TpaOBa aa
Ce BKJIIOUYHM B OOCHHIAHETO, 3a Aa C€ rapaHTHpa HeliHaTa aHraXXHMPAaHOCT W CMAa3BaHETO HA
H3bpanuTe MepkH. Jlaxe 1a uMa aMeHopes, T TpAOBa /1a CNa3Ba BCHUKH CHBETH 3a ebeKTUBHS

KOHTpaLICTILIHA.

CpeacTea ChAbPKALUMN €CTPOTEH
EnnoepemetiaTa ynoTpeba Ha CpeACTBA ChABPIKALLM €CTPOTeH, BKIKYHUTENHO ChABPKA

€CTPOT€H XOPMOHAITHH KOHTPAaLENITHBY, OU MOIJ1a 1a HaMaltK e(pUKACHOCTTA Ha Bﬂﬂl‘lpGaT
Touka 4.5). [Ipeanucsatnure neyeHue Tpsa6Ba aa poCeaABaT KIHHUYHHUA OTroBop (Ko
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NPUNAABLNATE H KOHTPOJI HA HACTPOEHHETO), KOTATO 3aM04YBaT WiH MPEKbCBAT NIPHEMA Ha
NPOIYKTH, ChABPIKALIY €CTPOTEH.
Ot Apyra cTpaHa Banmpoat He HaManABa e(pHKACHOCTTa Ha XOPMOHATHHTE KOHTPAUENITHBH

['oauitien npernen Ha NEYEHHETO OT MEMUMHCKH CIIEITHATMCT

CrnenmanueTsT Tp6Ba MOHE BEAHBK FOJULIHO /1a MPELEHABA JAH BAINPOAT € Hall MOIXOALIOTO
JIeYeHHe 3a nauneHTa. CrneunanueTsT Tpa6Ba aa o6chan INoautHua GopMynap 3a nOTBBPKIEHHE
| OCH3HABAHETO Ha PHCKA MPH 3aNOYBaHE Ha JICUCHHETO M NPH BCEKH FOAHILEH Nperiel, ¥ aa
rapaHTupa, Y€ NaureHThT € pa3dpan cCbaAbPKAHHETO MY.

IInanupane Ha OpeMeHHOCTTa

| 3a nOKa3aHHETO eMWIENICHA, aKO XKEeHATa IUTaHHpa 1a 3a6peMeHee, TeparuiTa ¢ BaJIIpoAT TpsAOBA Aa
CC NPEOLICHH OT CNIELIHATIMCT € ONMT B JICYCHUETO HA ITMIIENCHA U 1a C€ OOMHCIIAT ANTePHATHBHA |
BB3MOKHOCTH 3a NeyeHHe. TpsA0dBa na ce nookar BCHUKH YCHIHA, 32 1a Ce IPEMHUHE Ha

MOAXOAALLO ANTEPHATHBHO JICYEHHE NPENH 3a4€BaHETO U NPEAH NpeKpaTABaHe Ha KOHTPALENuITa |
(Bx. TOuKa 4.6). AKO CMsIHATA Ha JICYEHHETO HE € BE3MOXKHA, JKeHaTa Tpa6Ba 1a moayyn
AOMBITHUTENHA KOHCYATALHA OTHOCHO PUCKOBETE C BA/MIPOAT 32 HEPOAEHOTO ACTE B IOAKPENa Ha

| HHYOPMHPAHOTO H B3eMaHe Ha pellleHHe OTHOCHO CeMENHOTO TUTAHHPaHE.

3a noka3aHHeTo GHNONAPHO Pa3CTPOHCTBO, AKO JKEHaTa ILTAHUpa 1a 3a0peMeHee, TpsabBa na ce
TPOBEJC KOHCYJITALHA CBC CICLMANIUCT € OIUT B JISYEHHETO HA OUMONAPHO pa3CTPOHCTBO
JIEYCHHETO C BANNpoaT TPSOBa Ja Ce NPeyCTaHOBY, H aKO € HeOOXOIUMO 1A Ce NPeMUHE Ha
ATTCPHATUBHO JICHEHHE NPEIK 3a4€BAHETO H MPERH NPEKpaTaBaHe HA KOHTpaLEeNLHUATa.

B cnyu4ait Ha GpemMeHHOCT

AKO XeHa, KOATO Ce JIeKyBa C BaJNpoar, 3abpeMeHee, Ta TpAOBa He3a6aBHO 13 CE HACOUM KbM
| CTIELIHAMTNCT, 33 [1a CC MPEOLCHH JISYeHHETO C BAINPOAT | 1a ce 00CHAAT ATTEPHATHBHH
BB3MOXKHOCTH. laliueHTKUTe ¢ excro3HIMa Ha BANNPOAT MO BpeMe Ha GPEMEHHOCT H TEXHUTE
napTHEOPH Tp#0Ba Na 6B1aT HACOYEHH KbM CMIELMANHCT C ONUT B TEPATONOIMATA 33 OLICHKA U
KOHCYJTHPaHE OTHOCHO €KCITOHHpaHaTa OpeMeHHOCT (BX. Touka 4.6).

®apMalesTET TpAOBa 1a rapaHTHpa, Ye: |
L

Mpy BCAKO OTIMyCKAHE Ha BANMNPOAT € NpeaoctapeHa Kapra Ha MalLKeHTa ¥ nauMesTKUTE
pa3sbupaT HEHHOTO CHABPIKAHHE.
. MalHCHTKHTE Ca [MOCHBETBAHM 4 HE CIIMPAT JICHEHHETO C BANNPOAT H He3abaBHO /12 ce
| CBBPXKAT ChC CNCLUATHCT MPH MJIAaHUpaHa WIH NOg03UpaHa OpeMeHHOCT.

OO0yuHTENTHH MaTEPHAIIH

3a 1a ce MOANIOMOrHAT MEULIMHCKHTE CELMANIMCTH U MALMEHTKHTE 12 ce H36erHe eKCro3uuaTa |
Ha BaMpOaT Mo BpeMe Ha OPEMEHHOCT, MPUTEXKATENAT Ha Pa3peLEHHETO 3a yroTpeba e |
[PENOCTABKIT OOYYHTENHH MATEPHAIIH 32 NIOCHIBAHE HA PELYNPEKACHHATA U NPEAOCTABAHE Ha
yka3aHus OTHOCHO ymoTpebaTa Ha BANMPOAT NPH XKEHH C IETEPOAEH NMOTEHLMAN H HHPOPMALKs 32
ChAbpxkanueTo Ha Ilporpamara 3a npeanassane ot 6peMeHHocT. Ha BCHUKH XeHH ¢ feTepoeH

| IOTCHIIHAT, KOUTO M3MON3BaT BaJINpoaTt, TpA0Ba Aa ce npeocTaBHd PLKOBOACTBO 3a MaLMEeHTa M
Kapra Ha naiuenra.

Tpabea na ce uanonssa [Nonnuen gopmyisp 3a NOTBBEPAKACHHE OCH3HABAHETO Ha PUCKA MpH |
| 3aM0YBAaHE HA JIEUCHHETO H MO BPEME Ha BCCKH FOAMILIEH MPETJIEN HA AEUYEHHETO C BAJNPOAT OT |
| crieLMaiMCTa. |

Ynorpeba npu MauMeHTH OT MBXKKH N0

PeTpocnekTrBHO 06CepBaLIMOHHO MPOYYBaHE MOKA384 MOBHIUICH PHCK OT pa3CTpOMCTBA
HEBPOJIOrHYHOTO pa3suTHe (neurodevelopmental disorders, NDD) npu aena, uuuto 6a r@
NIEKYBaHH € BAIIIPOAT Mnpe3 3-Te MeceNa Npeay 3aUeBaHeTo, B CPaBHEHHE ¢ JCLAaTa, YH
[IEKYyBaHH C TAMOTPHXXHH WK JieBeTHpaueTaMm. JIpyru npoyusanus obade He Npeano



noBuiieH puck ot NDD cren excniosuums Ha Oamiata Ha sannpoar. Ce0BaTe/IHO HATHYHHTE aHHH
Ca HEIMOCNICAOBATE/IHU U MPUUHHHO-CIEACTBEHATA BPb3Ka C BAJINPOAT € HECUTypHa (BXK. TouKa 4.6).

Kato npeanasHa Mapka, NpeANMcBalOyTe JieKapH TpAGBa Aa HHOOPMHPpAT NAUHEHTHTE MBKE 33 TO3H
OTEHLHANICH PHCK (BiK. To4Ka 4.6) u 1a 06chaaT HEOGX0nMMOCTTa OT O6MHCHIAHE Ha e(heKTHBHA
KOHTpAUEIUHMA, BKIIOYHTEIHO H 3a TApTHBOPKAT4, 110 BpeMe Ha ynoTpebaTa Ha Banmpoar U B
NpOoAbJDKEHHE Ha NoHe 3 Mecela ciiel peKpaTABaHe Ha JeYeHUeTo. [JalMeHTHTE OT MBKKU O] He
TpAOBa Ja HapABAT CriEpMa MO BPEME Ha JICYEHHETO H B MPOABIKEHHE HA [TOHE 3 MeceLa cliel
NpeKpaTABaHe Ha JIEeYEHHETO.

[TauneHTHTE OT MBXKKH 110J1, JIEKyBaHH C BAINPOAT, TPIOBa PEAOBHO 1A Ce MPEriaekIaT OT JIEKYBallIHA
FA JICKap, 3a Aa CC NPELCHH JaJH BAJHIPOATHLT OCTaBa HANW-TIOAXOAALIOTO JIEYEHHE 3a TAX. 3a MALIHEHTH
OT MBXKKH IO, KOUTO IUTAHMpAT Ja 3a4eHaT JeTe, TpAOBa na ce OOMMCIAT U 1a ce 0OCBAAT C THX
MOAXOAALIH aNTEPHATHBH Ha JIeYeHHEeTO. BLB BCeku oTIeneH ciy4ail Tpa6Ba ga ce OLIeHAT
HHAMBUIYaTHHTE obcToATencTea. [IpenopbunTenHo € npH HEOGXOAUMOCT N1a Ce OTBPCH CHBET OT
CIICLHATHCT C OITMT B JIEYEHHETO HA €MUJICICHA WITH OUIOIAPHO pa3CTPONCTRO.

Hannyau ca o0y4HMTETHH MaTepHany 3a MEJHLHHCKH CIIELMATMCTH H NMaLMEHTHTe Mbxke. Ha
NalHEHTHTE OT MBXKH 11071, H3NIO/3BallK BANNpOAaT, TpAOBa Na ce MpeJocTaBy phbKOBOACTEO 3a
NnauHeHTa.

Ilpedynpericoenun

Teswcko yapeswcoarne Ha wepHua Opood

Yci10BUS 32 BE3HHKBAHE

Psinko ca HabmonasaHu TexXKH YepHOAPOOHH YBPEXKIaHHS, 3aBbPIIBAINN MOHAKOra daTanHo.
OnureT N0Ka3ea, 4€ MALMEHTH C N10-BHCOK PHCK, OCOGEHO B CITyHANTE HA MHO)KECTBEHA
aHTHKOHBYJICHBHA TEpaIui, ca [ieila Ha BB3PACT NOX 3 rOAMHH ¢ TEXKH NMPUNALBIM, 0COBEHO TE3H C
MO3bYHH YBPEIIaHH, 3a6aBEHO YMCTBEHO Pa3BHTHE W/HITH BPOAEHH METaGONHTHY HapyILEHHUS,
BIJTFOYHTE/THO MUTOXOHAPHAITHH HAPYIIEHUA KATO KapPHUTHHOB Ae(HLUT, HADYIICHUS B YpeitHHS
KB, POLG myTaunm (Bx. Touku 4.3 1 4.4) wiu ereHepaTUBHH 3360 I9BaHHA.

Cnen 3-rofMiliHa Bb3pacT PUCKEBT C€ peyLHPa 3HAYHTEHO K MPOrpeCUBHO HaMaJIfABa C Bh3PACTTA.

B nmoBeueTo ciyyan YepHOAPOGHHTE YBPEXKIAHUA CE YCTAHOBABAT B ITHPBUTE 6 MECELA HA JISYSHUETO.

CUMIITOMAaTHKA

KJIHHHYHHTE CHMITTOMH €a OT ChLIECTBEHO 3HAYEHHE 33 MOCTABIHETO HA paHHa IUarHos3a.
o-cnieunanHo, creHNTE CHCTOSHUA, KOMTO MOTAT [a MPeIX0KAAT K bITEHHUATA TpsAOBa Aa ce
B3eMaT NPEABH/, 0COOCHO MPH PHCKOBH MALMEHTH (BXK. M0-rope ,,Y CIOBUA 33 BL3HHKBaHe ):

- HecTieMPHYHH CUMITTOMH; OOMKHOBEHO ¢ BHE3AITHO HAYAIIO KATO aCTEHHA, aHOPEKCHI, IETaprus H
CBHJIHBOCT, KOMTO MOHAKOra C€ NPUAPYKABaT ¢ MOBTAPALIO C€ NOBPbLUAHE M KOPEMHH GOIKH.

- IPH NAalHEeHTH ¢ €NMWIESNCHs, NOBTOPHA MN0sABa Ha I'bPYOBETE.

[lanmeHTHTEe (MM cemelicTBaTa Ha OonexyBawny aela) TpabBa na Gpaar HHCTPYKTUPaHH Ja
ChOOLLABAT BeIHATa HA JIEKYBAILLKUA JIEKap N0SBATa Ha TakuBa cuMnTomu. HezabagHo TpadbBa ga ce
H3BBPLIH JJaDOPATOPHO U3CIEABAHE HA YePHOAPOOHATA DYHKIMA B AOITBIHEHUE KbM KITHHHYEH
nperiaen.

Habnioneuusa
HacnenpaHusata Ha yepHOAPOOHHTE (PYHKLIMH TpAOBa Ja ce W3BBLPLUAT NPE/IH JICUEHUETO, CNell KOETO

NEPHOAMYHO Npe3 MbpBUTE 6 MeceLia OT TepanusiTa. Cpen oOHYalHUTE H3CIeIBAHKA, HaH-3HAYMMH Ca
M3C/ICABAHUATA, KOHTO OTPa3siBaT NPOTCHHOBHS CHHTE3, 0COOEHO NPOTPOMOUHOBOTO BpeME.

OHONOTHYHH OTK/IOHEHHA (3HAYMTENTHO HaMaNABaHe HA GUOPMHOreHa U KOary/TaUHOHHHTE DALY

[NoTBBprKAaBaHETO HA HEOOUHAIHO HHCKO POTPOMOHHOBO BpeMe, 0COGEHO 3a€IHO ¢ Opyru g&“w fo %

[IOBHLICHO HUBO Ha OWIHPYOUH U NOBUILICHH TPaHCAMHMHA3H) Hasarat CMHpaHE Ha TepanuaYa ¢/ e
XpoHo 300 mg. Karo npeanasya Mapka u B cily4aii Ha eAHOBpEMEHeH NpHeM Ha camuuwialp.E | W
MOCHEeAHHTE CHLIO TPAOBA Aa ce CIIPAT, TbH KAaTO UMAT CBLIUA ITLT Ha MeTabOoTH3upaHe. %
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IHanxkpeamum

MHOTO pa1KO ca JOK/Ia/IBAHU CITy4an Ha TEXbK MAHKPEATHT, KOUTO MOXKE J1a ¢a ¢ GaTaneH U3XO/I.
TakuBa ciy4au Morar fa ce HabIONaBaT HE3ABUCUMO OT BH3PACTTA U NPONBIDKUTEIHOCTTA Ha
TepanusTa. Mankure neua ca 0ocobeHO pHCKOBa I'PyTia, HO TO3H PHCK HAMATIAB2 C YBE/IHUABaHE Ha
BB3pacTTa. Texkkure rbpyoBe, HEBPOIOTHYHHTE HAapYLICHHA WIH aHTHKOHBYJICHBHA Tepalvs MOTraT Ja
Ca PUCKOBH (akTopH. YepHoapoOHaTa HeIOCTATHYHOCT ¢ MAHKPEATHT TOBHILIABA PHCKa OT daTaieH
A3XO0.

[TarpeHTHTe ¢ KOpeMHn 6071KH TpaOBa He3abaBHO na GbaaT npernenany. B ciyyaii Ha [TAHKPEATHT,
NEYECHUETO ¢ BAIMIPOAT TpAOBa 114 ¢e NMpeyCTAHOBH.

Cyuyuonu mucnu u nogeoenue

Crolluasanu ca CynunHa HealHs U MOBECHHE IPH MALUMEHTH, JISKYBaHH ¢ MPOTHBOCTTHIENTHYHH
CPEeACTBa NpPH HAKOJKO noka3aHHi. MeTaaHany3 Ha paHAOMH3UPAaHH I1aNe60 KOHTPOIHPaAHH
H3MHUTBAHWA HA IPOTHBOETHICIITHIHH JICKapCTBa CHILO MOKa3Ba cAabo NOBHIIEH PHCK OT CyHLIMIHA
Heauus u noeeneHue. MexaHU3MBT, KOWTO 00ycnaBs TO3H PHCK HE € U3BECTEH U HAJTMYHUTE NAHHH
HEe M3KITFOYBAaT BE3MOXHOCTTA 32 MOBHLIEH PHCK NPH NMPHEMaHe Ha HATPHEB BANPOAT/BAJINPOEBa
KucenuHa. ClIeA0BATeNHO, NaLUMeHTHTe TpAOBa 1a 6baaT NpociesBaHH 3a NPH3HALM Ha CYHLMAHA
WiealuMs U nobBegeHHe 1 TpabBa Ja 6vae oOMHCIeHO nogxondwo aeueHue. [NauuenTure (1
GonHornenauure) Tpadsa na ObIAT CHBETBAHH Ja THPCAT HE3aBaBHO MEAMIIMHCKA KOHCYJITALAA, AKO
BBE3HUKHAT NMPU3HALUM HA CYHLIMAHA HACAlUHWA WIH [IOBEACHUE.

Cpedcmea, cvovprcaniu kapbanenem
EnHoBpemMeHHaTa ynoTpeba Ha HaTpHeB BaINPOAT/BAINIPOEBa KHCEIHHA U KapGaneHeM He ce
penops4Ba (BxkK. CBIIO TOYKa 4.5).

Hlayuenmu ¢ uzgecmuo unu ROOOIUPAHO MUMOXOHOPUATHO 3ab0NRGANHE

BanmpoaT Moxke fja Npeau3BHKa WAK A BJIOLIM KIHHHYHHUTE NIPU3HALM HA TIOLIEXALIHTE
MHUTOXOHIPHAIIHHU 3a00/ABAHMS, MPUYNMHEHH OT MyTalMK B MUTOXOHApHaiHarta JIHK, kakTo u B
konupamius POLG anpeH ren. [lo-crieunanHto, no-BHCok NPOLEHT HA BANNPOAT-HHIYLIMPAHa OCTpa
4€pHOAPOOHA HEAOCTATLYHOCT H CBLP3aHa C YepHHs Apos CMBPT ce ChOBIIaBa IPH NALUEHTH C
HAaCICICTBEHH HEBPOMETA0ONMTHH CUHAPOMH, IIPHYHHEHH OT MYTAUMH B KOOUPALLHAT
MHTOXOHAPHATHHA €H3MM nionuMepasa y (POLG) ren, Hanp. cunapom Ha Alpers-Huttenlocher.
Hapywenus, cebp3atu ¢ POLG, Tpabsa na ce nomgo3upat npu naumeHTH ¢ GaMHIHA aHAMHE3a WIH
Haco4Balllid CHMITTOMH Ha CBBbp3aHO ¢ POLG HapylueHHe, BKIIIOYHTENHO, HO HE CaMO HEODSCHUMA
eHUedanonarud, pedpakrepHa enuiencus (GokanHa, MUOKIOHHYHA), CTATYC eMHICITTHKYC C
KMTHHHYHA NPOsBA, H30CTaBaHE B PA3BHUTHETO, [ICHXOMOTOPHA PETpecus, aKCOHANHA CEH30MOTOPHA
HEBPOTIATHA, MHOMATHA, LiepebeniapHa aTakcHs, OPTATMOTIIErHs WK YCAOKHEHA MHTPEHA C aypa B
okuunuranuara obnacr. TectsT 3a POLG MyTaums ce M3BbpLUBa B CHOTBETCTBHE C HACTOALIATA
ININHUYHA PAKTHKA 33 HArHOCTHYHATA OLICHKA HA TaAKHBa HapyLieHHUs (BXK. Touka 4.3).

Ymeoscnenu xongyacuu

KakTo 1 npu Apyry aHTHENHUIETTHYHH JIEKAPCTBA, HAKOW MALMEHTH MOTaT 1a [OJIy4aTt, BMECTO
noobpeHHe, 0OpaTMO BiIOLIABAHE - YBENHYCHH YECTOTA H HHTEH3UBHOCT Ha KOHBYJICHUTE
(BKJTIOUHTE/THO BIIOLUEH eMMIIENITHYEH CTAaTyC), WIH NMPOsiBa HA HOBH BHUIOBE KOHBYJICHH pH
MPHJIOXKEHHE Ha BANTNpoat. B ciiy4aii Ha yTeXKHEHU KOHBYJICHH, TALMEHTHTE TPIOBa 1a Obaar
NMOCHBETBAHH [1a C€ KOHCYNTUPAT He3abaBHO ¢ siekaps cH (BXK. Touka 4.8).

Teswcxku KOCHU HedCeNanu PeaKkyuu 1 an2uoedem
Texxu koxkHM HeXxenanu peakumH (Severe Cutaneous Adverse Reactions, SCARSs), kaTo cunapom Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcHuna enmuaepmansa HekposiM3a ( Toxic
Epidermal Necrolysis, TEN) u nekapcreena peakuus ¢ eo3HHOGWIHA ¥ CUCTEMHH CHMIITOMM (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema MynTHdopMe K aHrH IOSACURGAS 1p
ChOOLIEHH BB BPB3Ka C JAeyeHHeTo ¢ Bannpoar. [Mauuextrnte Tpabsa 1a 6baaT HHOOPMA s ¥3
MPH3HALUKUTE H CUMNITOMHTE Ha CEPHO3HHU KOXKHH TMPOABH H Ja ObaaT HabMonaBaHy BHY @ L
City4au, ye ce Habrogasar npusHaiu Ha SCARS Wwim aHrHoeneM, € HeoOXxoauma Obp3a (Jreduka

NIe4eHHETO TpAOBa Na ce NpeycTaHOBH, ako AMar#osata Ha SCAR wiun aHrnoenem ce molegoh




Ilpednaznu Mepxu npu ynompeba
[Tpeam 3anouBaHe Ha JeyeHHETO TPAOBa 1a ce U3BBPILAT H3CIEABAHUA HA YSPHOAPOOHUTE PYHKIMH

(Bk. Touka 4.3 [IpoTuBOINOKa3aHHA), U NEPHOAMUYHO MIpe3 MLPBHTE 6 Mecena, 0COOEHO NMPH PHCKOBH
nauyeHTH (BX. Touka 4.4). [Ipy npoMeHH B CBITBTCTBALIMTE JIEKAPCTBEHH MPOMYKTH (MOBHILIABAaHE Ha
A03aTa WIH J00aBIHE), 3a KOUTO € U3BECTHO, Y€ BIWAAT Ha YepHHUS Jpo0, MOHUTOPHPAaHETO Ha HEPHHSA
apob TpsabBa na ce pecTapTHpa cniopel ciryyas (BIDKTE CBILO TOUKA 4.5 OTHOCHO PHCKA OT YBPEXAaHe
Ha YEpHHs Apod ChC CATHLMIATH, IPYTH aHTHKOHBYJICUBHH CPEICTBA, BKAKOYHATETHO KaHAOHIHOM).
KakTo npu nose4eTo NpOTUBOCTIWICNITHYHH JICKAPCTBA, MOXeE Ja ce 3a0eliexxy JiekKo NOBHIIEHHE Ha
4YEePHOAPOOHHTE €H3UMH, OCOOEHO B HAHAJIOTO Ha TEPAlHATA; Te ca MPEXOAHM U H3onupaHnu. [Ipu Tesn
NaLMEHTH Ce NPEenopPbYRAT NMO-3a1bJI00UEHH 1ab0paTOpHHU H3ceaABaHUA ( BKAOYHTETHO
MPOTPOMOHHOBO BpEME); MOXKE JIa e OOMHUCITH KOPUTHPaHE HA J034Ta, KATO NPH HEOOXOAMMOCT
CbOTBETHUTE U3CJIeABaHHA TpAOBa 1a C€ MOBTOPAT.

[Ipeau 3anouysaHe Ha IEUSHUETO WK NMPEAH ONIEPaUNs, KAKTO H B CJIyHaH HA CIIOHTAHHO
KpbBOHACAaHE HIH KBEPBEHE C€ NPENOPHYBAT KPBBRHHU H3C/eIBaHuA (IThbJIHA KPEBHA KapTHHA,
BKIIOYHMTESTHO Opoi Ha TpoMOOUMTH, BpeMe Ha KbpBeHe) (Bxk. Touka 4.8 HexenaHu fnekapcTeeHH

pPeaKLMH).

BBripekH 4e HMYHHH HapylIeHUs ca HabnoaaBaHu caMo KaTo M3KJIIOUYEHHE IO BPpEME Ha
npuwioxkeHueTo Ha Jlenakun Xpoxo 300 mg, noreHunanHara monza or Jenaxkun Xpono 300 mg
TpaOBa J1a Ce OLIEHH CNPAMO MOTEHLMAIHATA ONACHOCT MNPH NALUMEHTH ChC CHCTEMEH JYITYC
EPHTEMATO3YC.

H&p}fﬂleHHH B }{peﬁﬂﬂﬂ OIHUKDH]I H PUCK OT XHINICPaAaMOHHCMHA

[1pu noao3upaH €H3UMEH ACPHLIUT Ha YpEHHHW LIMKBIL, IIPEH JiIeueHHeTo TpAORa 1a ce H3BLpINAT
METaOOJIUTHH H3CIIEBAHKA, ITIOPAAM PHCK OT XHIIEPAMOHHEMHA, 3apa/iy BANNPOAT (BXK. TOYKU 4.3 U
4.4 T1aureHTH ¢ PUCK OT XHITOKAPHUTHHEMHS U TEXKO YepHOAPOOHO YBpEXIaHe).

JlalMEHTH € PHCK OT XUMOKAPHUTHHEMHSA

[IprnoskeHuero Ha BaJINpoaT MOXKe Ja NpeAU3BUKA MOABaTa HWIH BJIOLLIABAHETO Ha
XUITOKAPHUTHHEMHA, KOATO MOXKE [a JOBEAE A0 XUIIepaMOHHEeMHS (KOATO MOXKe a AOBede A0
XHNepaMoHeMHYHa eHuedanonatus). Habaronasanu ca M Apyr¥ CHMIITOMH, KAaTO YepHOApOoOHa
TOKCUYHOCT, XHITOKETOTHYHA XUMOTITMKEMHSA, MHOTIaTHA, BKIIIOYUTETHO KAPAHOMHONATHS,
pabaoMuoanza, CHHAPOM Ha MaHKOHU, IMABHO HPH MALIMEHTH C PUCKOBH (paKTOpH 3a
XHIMOKaPHUTHUHEMHS UJIH ¢ BEY€E ChLIECTBYBallla XHITIOKApHUTHHEMUSA. [lalldeHTHTE ¢ MOBUINEH PUCK
OT CUMITTOMATHYHa XUITOKAPHUTHHEMHUS NPH JICYEHHE ¢ BANNPOAT BKJIIOYBAT MALHEHTH C
METabOIMTHH HapyLIEHHWs, BKIIOYUTEIHO MUTOXOHAPHATHH HAPYIIEH!S, CBBP3aHH ¢ KAPHUTHHA (BX.
cpiio To4Yka 4.4 [TallneHTH ¢ H3BECTHO WM NMOJO3MPAHO MUTOXOHIPHAITHO 3a00/IABaHe U HAPYILEHUS
B YpEHHHSA UHKBJ H PUCK OT XUMIEpAMOHHEMUA ), HAPYLIECHHUA B XPAHUTETHHUS IIPHEM Ha KADHHUTHH,
MALHEHTH HA Bb3pacT oA 10 roauHy, egHospeMeHHa ynotpeba Ha NMBalaT-KOHIOTHPaHH JIEKapCTBa
WM Ha JPYTH aHTHENMWIETITHIIH.

[lampentuTe Tpsadea Aa ObaaT rpeaynpeacHH Ja cbo0IIaBaT He3abaBHO 33 BCAKAKBH NPU3HAIM Ha
XHIIEPAMOHHEMHA KaTO aTaKCHs, HAPYLLEHO Ch3HaHUE, NOoBpbllaHe. Tpabea ga ce 0OOMHCIH no0aBiIHeE
Ha KapHHTHH, KOT4TO ¢€ Hab/Ir01aBaT CUMITTOMM HA XHITOKAPHUTHHEMHUSL.

[TaLMeHTH CBC CHCTEMEH ITbPBHYEH KAPHUTHHOB AC(hULIMT H KOPUrHpaHa XHITOKAPHUTUHEMHS MOTaT
1a ObAAaT NEKYBaHH ¢ BAMIPOAT CaMO ako MOJI3UTE OT IEYEHHUETO C BANMPOAT HAABUIIABAT PUCKOBETE
[P T€3M NAIMEHTH W HAMA TeparneBTHUYHA alnTepHATHBRA. [IpH Te3n nanueHTH TPAOBa 12 Ce NpHIar:
MOHHTOPHHI HA KAPHUTHHA.

OBbIaT rnpeaynpeieHy 3a Mo-rojieMus puck ot padAoOMHOAK3a NPU NPHEM Ha BANNpoar.
nauHeHTH TpadBa na ce obMuUciu n1o0OaBAHE HA KAPHHUTHH.



Bx. ceuio Touxku 4.5, 4.8 u 4.9.

[TlaunenTuTe TPAOBa na OBAAT NpeAyNpEeeHH 32 PHCKa OT Ha/llaBaHe Ha TErJIO B Ha4aJloTO Ha
JIEYEHHETO, H € HEOOXOAMMO 1A ce NPEANPHEME NOAXOAALLA CTPATErH 3a HAMAJIABAHE HA TO3H PHCK
10 MUMHUMYM (Bx. TOuKka 4.8 HexxenaHu JekapCTBEHH PEAKLH).

[TammeHTH ¢ HATMYEH OePHULMT HA KApHUTHH nanMuToun Tpancdepasza (CPT) tun 2 Tpabea na Opaar
NpeqynpeacHH 3a NO-TOMAM PUCK OT pabIOMHOIN3a, KOraTo MpUEMAT BaJIIpoar.

He ce npenopb4Ba MPHEMAHETO Ha ANKOXOJ M0 BpEME Ha JIEYeHHE ¢ BaJIpoar.

Jdeua

[Ipn menia Ha BB3pacT NoA 3 rOMHM ce NpenopbyYBa MOHOTEpAIHA AP NpeanucBade Ha Jlenakux
XpoHo 300 mg, HO MpeAH 3ano4YBaHe Ha TepanuATa, MOTEHUHAIHATA Noa3a oT Jenakuu XpoHo

300 mg TpabBa na ce OLEHM CNPAMO PHCKA OT YEPHOAPOOHO YBpeXXJaHe WIH MaHKPEATHT NP TAKHUBA
MaluMeHTH (BXK. Touka 4.4. Texko yBpe)xAaHe Ha YePHHUA Opo0 H BXK. CBIIO TOUKa 4.5).
EnHospeMeHHaTa yrnoTpeba Ha canvuiaTy TpaOBa 1a ce u3bArsa npH geua noj 3 roauHY nopaiu
OINACHOCT OT YepPHOAPOOHA TOKCHYHOCT {BXK. CHLIO TOYKa 4.5).

bu0OpeuHa HEAOCTATHYHOCT

Moxe na ce HAOXKH HaMallgBaHe Ha /103aTa. Thil KaTo MPOCIeAIBaHeTO Ha IUTA3MEHATA
KOHUEHTPaLHUA MOXKE Aa € [I0ABEK a0, 403aTa TPAOBa 1a ¢& KOpUrupa ¢cho0pa3Ho KIMHHYHOTO
npociensBaHe.

Harpui
To3u nekapcTBEH NPOAYKT chabmika 28,31 mg HaTpuii BbB BCAKa TabneTKa, KOUTO Ca €KBUBAJICHTHH

Ha 1,4% oT nmpenopbUUTEIHNA MaKcuManeH aHeBeH npueM Ha C30 ot 2 g HaTpuit 3a BE3pacTeH.
4.5 BsanMoaeHCTBHA ¢ APYrH JIEKAPCTBEHH APOAYKTH H APYrH (pOPMH HA B3aHMOACHCTBHE
Bausinne na BaInpoar BLPXY APYTH JIEKAPCTBEHH CPEACTBA

Heeaponenmuyu, MAQ unxubumopu, anmudenpecanmu u 6en300uazenuiy

Henakun XpoHo 300 mg Moske na noreHuupa eQeKTa Ha Ipyru [ICHXOTPOITHH CPEICTBA KATO
HespoenTHIH, MAO HHXHOHTOPH, aHTHAeNpecaHTH ¥ OEH30AHA3ENIUHY; CASAOBATENHO CE NPEnophyBa
KJIMHUYHO MpocheasBaHe, KaTo Npyu HeoOXOOUMOCT Ho3arTa TpaOBa J1a ¢& KOPHIHpA.

Jlumuti
HenakuH XpoHo 300 mg HsaMa €peKT BbpXY [NIa3MEHHTE HUBA HA JIHTHAL.

Penobapbuman

Jdenaxun Xpouo 300 mg noeHIuaBa I1a3MeHUTE KOHLEHTpaLUH Ha ¢peHoOapOuTan (nopau
HHXHOHpaHe Ha YepHOapoOHHUA KaTaboNH3IBEM) H MOXKE Ja Ce CTUI'HE A0 cefalivsA, 0COOEHO MpH Jela.
CnenoBaresiHo, Mpe3 MbpBUTE 15 IHU OT KOMOMHHMPAHOTO NIEYEHHE, CE NPENopPHUBA KIMHUYHO
npociaeaaBaHe ¢ He3adaBHO HaMaIsiBaHe f03ara Ha (peHoOapOuTan nNpy BR3HHKBaHE Ha Ceaalms, KaTo
py HEOOXOMMMOCT CE U3ciIeBaT IU1a3MeHUTe HHBa Ha (eHoDapOuTan.

Ipumuoon
Jenaxnn Xpono 300 mg nosuinaga ru1a3MeHUTe KOHLIEHTPALIMK HA TIPUMHJIOH C YTEXHABAHE Ha
HEKEJIAHHTE MY PEaKUMH (KaTo cefalms); Te3H NPU3HaALM H34e3BaT NPH IBJITOCPOYHO JICHEHHE.

[1pernopbuBa ce KIIMHHYHO [TPOC/IeAABaHe, 0COOEHO B HAYANO0TO Ha KOMOMHHpPAaHa Tepanus U NpH
HEOOXOAUMOCT — KOPEKLIUA Ha 103aTa.

Denumoun

Henakun Xpono 300 mg noHwkapa odltara riazMeHa KoHueHTpauus Ha heHuTonH. Ocs
HenaxkrH Xporo 300 mg yeenu4aBa ceoboaHaTa Gopma Ha GEHUTOHH ¢ BE3IMOXKHOCT OT I1
CHMITTOMH Ha 1peo3upaHe (BaIpOeBaTa KHCEMHA M3MECTBA (PEHUTOMH OT MECTaTa My Ha



[UTa3MEHHUTS NIPOTEHHH U NIOHIDKABA YepHOAPOOHHKA My KaTabonuzbM). [lopanu ToBa ce mpenoprusa
KITHHUYHO NMPOCNENABAHE; KOTAaTO Ce U3CIIeABAT IUIA3MEHHTE HHBA Ha (JeHUTOMH, TpAGBa Ja ce ornpeneiu
ceoboaHara dopma.

Kapbamasenun

Hammiie ca cho0lieHns 3a KIMHHIHA TOKCHYHOCT NMPH ChbBMECTHO NIPHJIaraHe Ha BATIPOAT C
kapbamasenuH, Thbif KaTo BalNpoaT MOXe Ja NOTeHUMpa TOKCHUHKA e(eKT Ha kapbaMaseruH.
[IpenopbuBa ce KIMHUYHO MPOCAEAIBaHe, 0COOCHO B HAYATIOTO Ha KOMOHHMpaHAaTa TeparHi, KaTo NpH
HEOOXOAUMOCT 103aTa CE KOPHTHPA.

Jlamompuorcun

Jenaxkun Xpoxo 300 mg HaMangasa mMeTab0IM3Ma Ha JTAMOTPIDKHH H YBEJIMYABA CPEHUA My
MOIY>XMBOT MOYTH iBa ITHTH. ToBa B3aMMOACHCTBHE MOXeE 1a IOBENE [0 YBEIHYEHA TOKCHYHOCT HA
NTAaMOTPHXKHH, B YaCTHOCT CEPHO3HH KOXKHH OOPHBH.

CileqoBaTenHo, MPENopbhYBa C€ KIIMHIYHO Ha0JII0IeHHE ¥ KOPUTHPAHE Ha f03aTa (HaMajIgBaHe N03aTa
Ha JIAMOTPIDKHH) KOTaTo € HeOOXOIHMO.

Juoosyoun
Bannpoat Moxe Aa [OBHILM IU1a3MeHaTa KOHIEHTPaLKA Ha 3UI0BYAMH, KOSTO Ja JOBEAE [0 MOBHILEHA
TOKCHYHOCT Ha 3HJOBY/AHH.

Depbamam
BannpoeBara kuceiMHa MOXE Z1a HAMAIH Cpe/IHHA KIIUpBHC Ha denbamar ¢ go 16%.

Onavzanun
BannpoeBara KMCenMHa MOXKe ja HAMAIH KOHIIEHTpAaLUsATa Ha OJTaH3aIHH.

Pygunamuo
Bannpoesara kncenMHa MOXe Ja JOBE/Ie A0 yBENWYaBaHe Ha [U1a3MEHHTE HUBa Ha pyduHamusn. Tosa

YBEJIMUEHHE 3aBUCH OT KOHLECHTpALIMATA Ha BAINPOeBa KucenHHa. [ToBHiIeHo BHUMaHUe ce U3HCKBa
ocobeHo npu aena, ThH KaTo TO3H edeKT € No-BHCOK B TA3M MOy /TaLHA.

IIponogon
BanmpoesaTa KHCenrHa MOXe 10 IOBEE 10 yBeNHYaBaHe HMBATa Ha niponogon B kpueTa. [Ipu
€AHOBpEMEHHaTa ynoTpeba ¢ Bannpoar, TpAdBa Ja ce 0OMHCIH HamalBaHe Ha fo3aTa Ha mponodon.

Humoounun

ETHOBPeMEHHOTO JIeYeHHE ¢ HUMOIMITHH M BaJIIPOEBa KMCETHHA MOXKE 14 YBEIHYH IUIa3MeHATA
KOHLICHTpaLHsa Ha HUMOHITHH ¢ 50 %. CnenoBatenHo, TpadBa 1a ce HAMANK 103aTa HA HUMOAMITUH B
C/Ty4ai Ha XUIMOTEH3HUAL.

BiausiHHe HA APYTH JleKAPCTBA BbPXY BAJNPOAT

[IpoTHBOENHNENTHYHHTE CPECTBA ¢ EH3UM-UHIAYLMpalll €deKT (B TOBa HHCIO DEHUTOMH,
enobapbutan, kapbamasenuH) NOHIDKABAT CEPYMHHTE KOHLIEHTPALMH Ha Bainpoar. B CITy4YaH Ha
kOMOHMHHpaHa Teparms, Jo3uTe TpAOBa [la ce KOPHTHPAT ChoGPa3HO KIIMHHYHHUA OTFOBOP H HUBOTO MM B
KPBHBTA.

Ot apyra cTpaHa, KoMOWHaUMATa OT Genbamar 1 BaJIIPOAT OHWKABA KIIMPHHCA HA Ba/IIIPOEBATA
KuceMHa ¢ 22% 0 50%, u cneioBaTeNIHO YBETHYaBa IUTA3MEHHTE KOHUEHTPALIMH Ha BaJINpoeRaTta
kucenuHa. Jlozata Ha Bannpoar TpadBa J1a ce HabaoaaBa.




B ciryuai Ha eTHOBpeMeHHa ynoTpeba Ha BaJINPOAT H CUITHO CBRP3aHH ¢ NIPOTEHHHTE BEIECTBA
(acnupHH), CEpYMHHTE HHBa HA cBOGOIHATA BAJIMPOEBA KUCENMHA MOTAT [a Ce MOBHUILAT.

B ciyqalt Ha enHoBpeMeHHa ynotpeba Ha BUTaMHH K-3aBHCHMM AaHTHKOAIyIaHTHH ¢akTopH, TpaOBa Na
C€ M3BBPLIBA CTPOTO MPOCIEAIBAHE Ha NPOTPOMOUHOBOTO BpEME.

Hupara Metabonirure Ha BampoeBaTa KHCEIMHA MOTAT 1a ce NOBUINAT (BCISACTBHE HA peayuupaH
YepHOAPOOEH MeTabONMU3BM) B CITy4aii Ha €AHOBPEMEHHA YHOTpeOa ¢ LMMETHIHH WIH EPUTPOMHILIHH.

Kapbanenem (nasueHeM, MEpOneHeM, HMHUITEHEM )

HamansiBaHe HHBaTa Ha BaINpOSBa KHCEMHA B KPBBTA, ca OWIH JOKIaABAHM MpH €AHOBPEMEHHATA
yrnoTpeda cre ChAbPXKAILH KapbaneHeMu CpelcTBa, BOAEIM 10 HamaisBaHe ¢ 60-100% HupaTa Ha
BAJINPOEBa KHCEITHA B NPOAB/DKEHUE Ha 2 IHH, TIOHAKOra CBbp3aHo ¢ repuose. [Topaau 6bp3oTo
Ha4ajIo U CTCNEHTa Ha MOHKaBaHe, eTHOBPEMEHHOTO NMPHIATAHE HAa ChABPKAILM KapbaneHeMu
CPeACTBA MpH NMalMeHTH CTA0MTM3MPAHK Ha BANNpPOEBa KHCENHHA TpAGBa a ce H36sraa (BxK. ToYka 4.4).
AKO JIEYEHHETO C TE3H aHTUOMOTHLIM MOXe N1a ce u3berne, TpAbBa a ce H3BBPILIH CTPHKTHO
NpocieAsBaHe HA KPbBHHTE HHUBA Ha JlenakuH Xpono 300 mg.

Pughamnuyun

Moxke 1a MOHKKH KPBBHUTE HHBA HA BAINPOEBA KUCEITHHA, KOETO BOAM A0 JIMIICA Ha TepaneBTHYCH
epekT. ET0 321110, MOXE Jla Ce HaIOKH I03aTa Ha BAIIPOAT Aa C€ KOPUIHPA IIPH ChBMECTHO
NMPHIOKEHUE ¢ PUPAMITHLIKH.

IIpomeasnu unxubumopu
I1pu enHoBpemeHHaTa ynoTpe6a Ha NPoTea3sHH HHXHOUTOPH KATO JIONTHHABUD, PMTOHaBHD, CE€ HAMAJIABAT
[UTa3MEHUTE HHBA HA BaJIIIPOATA.

XonecmupamuH
Ilpu emHoBpeMeHHa ynoTpeba, XoNecTHpAMHH MOXE 112 IOBEAE /10 HAMANABAHE Ha TUIa3MEHMTe HIBA HA
BaJIIPOAT.

Memamuzon

MeTaMH30,TbT MOXKe /1a HAMAJIH CEPYMHHTE HHBA Ha BANTPOAT MPH CIHOBPEMEHHO NPUWIOXKEHHE, KOETO
fla noBeae N0 NOTCHLUHAIHO HAMAABAHE Ha KTMHUYHATA eUMKacHOCT Ha Banmpoar. Jlekapure,
PEATMCBALIH JIEIECHHE, TPAOBA 12 HabMOAABAT KIHHHYHHA OTTOBOP (KOHTPOJ HA NIPUNATBLIATE WIH
KOHTPOJ1 Ha HACTPOCHHETO) H 12 OOMHCINIAT MPOCEIABAHE HA CEPYMHHTE HHBA Ha BAINPOAT, aKO €

[10AX0NAIIO.

Memompexcam

B HskoH n0K1a1M Ce ONMHCBA 3HAUMTETHO HAMAJIABAHE HA CEPYMHHTE HHUBA HA BAJINPOAT Clie]l
MPRIIOKCHHE Ha METOTPEKCAT ¢ NoABa Ha repuose. [ Ipeanuceatuure nexapu Tpadea na npocneasear
KITHHUYHMA OTTOBOP (KOHTPO HA IbPYOBETE WIH KOHTPOJT HAa HACTPOEHHETO) H 1a TPENBHIST
NMpOCeAsBaHe Ha CEPYMHHTE HHUBA HA BAJIIIPOAT, aKo € HEOOXOIMMO.

JApyru zanmogeiicreus

Puck om yepexcoane na vepnus Opob
ExHoBpemeHHaTa ynoTpeba Ha canuwiaTy Tpsabpa a ce H364rBa NpH 1eua Noa 3 rouiiHa Bb3pacT
MOpaaH PUCK OT YepHOAPOOHa TOKCHYHOCT (BX. TOuKa 4.4).

EnHoBpeMeHHaTa ynoTpe6a Ha BanpoaT i MHOXECTBEHa AHTHKOHBYJICHBHA TP NOBHLIABAYT
OT YBpexJaHe Ha YepHHA Apo0, ocoOeHo npH Maslku aena (Bx. Touka 4.4). / *
EaHoBpemeHHara ynioTpe6a ¢ kaHaOMAKMOJ MOBHILABA JECTOTATA HA MOBHILABAHE HA CHIUA @%}
TPaHCaMHHa3H. B KITMHH4HKN NPOYYBAHHS TIPH NALMEHTH OT BCHYKM BL3PACTH, NOMyYaBalf
€HOBPEeMEHHO KaHaduaHon B no3u ot 10 mo 25 mg/kg v Bannpoar, ce cbobluasa 3a noep !
ALT Haa 3 nbTH Haj ropHaTa rpaHiLia Ha HopMaTa 1pu 19% OT nauMeHTHTeE. Tpabea na ¢
MOIXOIALL MOHHTOPHHT Ha Y€PHHA APOO, KOraTo BAIMPOAT C€ HU3II0/3Ba €AHOBPEMEHHO C N




AHTHKOHBYICUBHH CPEICTBA C MOTEHUMANTHA XSMAaTOTOKCHYHOCT, BIJTFOUMTEHO KAHAGHAMO, H TpaOBa
Jia ce OOMMCIIH HaMaIBAaHE Ha 103aTa WIIK TIPEKPATABAHE HA JIEYEHHMETO B CTy4aii Ha 3HAYMTE/HH
aHOMAJTMU Ha YepHOAPOOHUTE napameTpH (BXK. Touka 4.4).

EanoBpeMeHHOTO NPHIIOMKEHHE HA BAIPOAT H TONHPAMAT HJIH ALETA30/1aMHJ € CBHLP3AHO C
eHUePATONaTHA WA/ XHnepaMonnemnst. [laimenTyTe IeKyBaHu ¢ Te3U IBa IEKAPCTBEHH NPOAYKTA
TpsAOBa BHHMATE/IHO [1a Ce HabMo1aBaT 3a MPU3HALM M CHUMIITOMH HA XMIIEPaMOHHEMHYHA
eHledaronaTHa.

Keemuanun
EHOBPEMEHHOTO NPIIOKEHHE HA BAIIPOAT C KBETHAITHH MOKE Ja YBEJIMYH PHCKA OT
HEYTPONECHHA/ NEBKOIIEHHUS.

Cpeocmea cvOvpoicayu ecmpozeH, BKIOYUMENRHO CbObDICauU ECMPOCEH XOPMOHANHU
KOHMpayenmusu

Ectporeryre ca uHaykrope Ha u3ogopmu Ha UDP-rimokypoHosun Tpatcdepasata (UGT), Yy4acTBalH B
[TOKYPOHHPAHETO Ha BANNMPOAT U MOTAT Aa YBEIHYAT KJIMPBHCA HA BAINPOAT, KOETO A4 AOBEJE 110
HaMmalleHa CepyMHa KOHLICHTPALMA Ha BANNPOAT H BE3MOXXHO HaMaIABaHe Ha e(pHKAaCHOCTTA Ha
Barnpoara (BX. Touka 4.4). Jla ce 0OMHUC/IH MPOCAEAABAHETO Ha CEPYMHHMTE HHBA HA BaJINpoar.

Ot ApyTa cTpaHa BAIMpoaT HAMA EH3UM-HHIyLMpall eeKT; BCISACTBHE HA TOBA, BAJINPOAT HE CHHXKABA
€(PeKTHBHOCTTA Ha eCTPONPOrecTATHBHHTE CPEACTBA NPH JKEHH B3eMALIH XOPMOHATHH

KOHTpaLEITTUBH.

ITusanam-xonozupanu rexapcmea

ENHOBPEMEHHOTO NpHIIOKEHHe Ha BAAIIPOAT M MHBA/IAT-KOHIOTHPAHH nekapcTBa (KaTo uedauTopeH
MMHBOKCH, aAe(POBHP AUIHBOKCHII, TMBMELIAITHMHAM M NMBAMITHLIWIMH) TPAGBa 1a ce W3bsarsa nopaau
[OBHINICH PHCK OT H3YEPMBAHE HA KAPHUTHH (BXK. TO4Ka 4.4 I1alMeHTH ¢ pHCK OT XMIIOKAPHUTHHEMHS).
[TaumeHTHTE, NPH KOUTO He MOXce J1a ce H3GerHe ChbBMECTHOTO HpPHIONEHHE, TpadBa ga 6baat
BHMMATEJIHO HaOMIONaBaHK 34 PH3HALM H CUMIITOMH Ha XHITOKAPHUTHHEMHUS.

Knozanuwn

EnHOBpeMEHHOTO JleueHHe ¢ BaINPOoAaT U KJI03aITMH MOXKE /1 TIOBHILIY PUCKA OT HEYTPONEHUs U
KJ103aIiH-MHIYHpaH MHOKAPIHT. AKO € He00X0MMa CHITHTCTBALA YNIOTpe6a Ha BAMPOAT ¢ KITO3alH,
€ HEOOXOOMMO BHMMATENTHO MPOCIIeAABAHE H 3a IBETe ChOUTHAL.

4.6 DepTHAMTET, OpeMEHHOCT H KbpMeHe

bpeMeHHOCT M JKeHH ¢ JeTepoaeH NOTEHNHAT

Jlevenue na enunencus
* Bannpoar e nporuBonokazaH no BpeMe Ha GPeMEHHOCT, OCBEH TIPH JIMIICA HA MOAXOMALIO
AITTEPHATHBHO JIEYeHHE
¢ Banmnpoar e NnpoTHBONOKA3aH NPH XEHH C IETEPOAEH NMOTEHIHAN, OCBEH KOTraTO ¢a MAMThIHEHN
yciroBuATa Ha Ilporpamara 3a npeanaspane oT GpemMeHHOCT (BXK. TOUKM 4.3 H 4.4)

Jleyenue na bunoasipro pazcmpoiicmeo
e Bannpoar e npotHBonokazaH no BpeMe Ha GpeMeHHOCT

* Banmpoat e NpOTHBOMNOKa3aH NPH KEHH ¢ AECTEPOAECH MOTEHIIHAN, OCBEH KOTATO CA H3MbJIHEHH
ycnosusTa Ha Ilporpamata 3a nipesnassane ot SpeMeHHOCT (BK. ToukH 4.3 1 4.4)

TepaToreHHOCT H edeKTH BBPXY PA3BHTHETO in wlero €KCIIO3HIIUS

Puckoge, c6bp3anu ¢ eKcRO3IuyuA Ha 6aIMPOAM no 8peme Ha GPEMEHHOCT
[1pu xeHHTe, KAKTO MOHOTEPANHUATA C BAIPOAT, Taka U MOJHTEPANHATA C BaJIIpoAaT, BKJIK]
ApYTH aHTHENWJICTIITHLIH, YECTO Ca CBBP3aHU ¢ aDHOPMEH U3xoa Ha GpeMeHHOCTTA.




HanuuHure JaHHU NOKa3BaT yBENHYEH PHCK OT TEXKKH BPOJIEHH ManbopMaLuH 1 HapYLICHHAA Ha
Pa3BHTHETO Ha HEPBHATA CHCTEMA M B IBATA CITY4as — KAKTO MPH MOHOTEPANHMA, TAKa U NPH
TIOJIMTEPANHs C BaNIpPOAT, B CPABHEHHE C MOy lalug 63 eKCNO3HLHMA Ha BaJINpoar.

INoxazaHo e, e Bannpoar npeMHHaBa Npes3 IUIalleHTapHATa GapUepa KaKTo NPH XKHBOTUHCKH BHIOBE,
TaKa H IpH Xopa (Bx. Touka 5.2).

I1pu XHBOTHH: NPH MHUILKH, TUTHXOBE H 3aifLv €a JOKA3aHH TEPATOreHHH eeKTH (BK. TOUKA 53).B
MPEJIHHIYHA IPOYUBAHMS CC IEMOHCTPHPA 0303aBHCHMO HAMaBaHe Ha (hETAHOTO TETJIO NMPH
XKMBOTHH C i1 ulero eKCIIO3HULMA Ha BANTIPOAT CIIPAMO SKHBOTHHU 03 excniosuims (Bk. Touka 5.3).

Bpodenu mangpopmayuu 6 pezyrmam na excnosuyus in utero

MeTaaHanus (BKIIOYBALL PErHCTPH M KOXOPTHH MPOYYBaHUA) NOKa3Ba, ue okoo 11% ot nenata Ha
XKCHH C eNHNENnCHs, EKCNOHMPaHH Ha MOHOTEPAIHKA C BANNpoOaT MO BpeMe Ha 6peMeHHOCTTa UMAT
TEKKH BPOICHH Mandopmanuu. Tosa € nmoBede oT pHeka 3a TexXkH MaadopMaLHH B o6inara
romyauys (okosto 2-3%). PHCKBT 3a TEXKH BPOJCHH MangOPMALIMH NIPU AELa Chen in ulero
CKCIIO3HULIHMA HA aHTHETHIENTHYHA TEKapCTBEeHa MOMTEpanysA, BKJIOYBAILA BAJINPOAT, € HO-BHCOK OT
TO3H Ha aHTHENMIIENTTHYHA JIEKAPCTBEHA TEPANHA, KOATO HE BKIIOYBA BAJINPOAT.

PHCKBT & N0303aBHCUM NIPH MOHOTEPAIHA C BAIMPOAT, KATO HATHYHUTE ZAHHH HOKA3BAT, YE €
A0303aBMCHM H [PH MOJHTEpaIus C BannpoaT. Benpexu ToBa, mparoeara 1034, Moj KOATO He
ChLIECTBYBA PHCK, HE MOXE [1a Ce OMpeaeiy.

HanuunuTe NaHHH MOKA3BAT HAPACTBAHE HA CTYYAaHTE HA MATIKH H TEXKKH Mandopmaumu. Haii-
YECTUTE ClTyHad Ha ManopMauyy BKITOYBAT Ae(DEKTH Ha HEBpATHATA TPLOA, IHLEB THCMOPOHIBM,
3aCllKa YCTHA ¥ BBJI4A MACT, KPAHHOCTEHO3a, ChpAeUHH, 6bOpeUHH U YporeHHTanHH AedekTH, 1
Je(EeKTH Ha KpaHHULKTE (BIJTIOYHTENHO ABYCTPAHHA aIlla3Ha Ha TbYEBATA KOCT), H MHOMKECTBO
AHOMAJIMM Ha Pa3IHYHH CUCTEMH B YOBELIKHA OPraHHU3IBM.

ExcriosuumaTa in utero na panmpoat Moxe Aa JOBeJe N0 YBPEXIAHE HA CITyXa WK [IyX0Ta [opajau
MaJIpOPMALIHH Ha YIINTE /KM Hoca (BTOpHYeH edeKT) WM AUPEKTEH TOKCHYEH edheKT BLpXy
CTyXOBUA anapar. CIy4yauTe ONMCBAT KaKTO €HOCTPAHHA, TAKA M ABYCTPaHHA FIIyXO0Ta WM
yBpexaHe Ha ciyxa. He 3a BcHukH cnyyau ca cbobuienud pesyntatu. Korato ca chobiieHn
pe3yTaTH, B MO-ro/1AMaTta 4acT OT CIyYauTe He ce HAOM01aBa Rb3CTAHOBABAHE.

Excniosvums in utero Ha Baampoatr Moxe Aa AOBEE [0 OYHU MaiPOpPMALUK (BIUTIOUMTEITHO Kon0b0oMa,
MHKpo(Tanmus), KOMTO ce ChOOINABAT BLB BPB3KA ¢ APYTH BPOJCHH Mangopmaimi. Tezn ouHu
MallpopMalliH MOTaT Aa 3aCETHAT 3PEHHETO.

Hapywenus é pazsumuemo Ha HEPSHAMA CucmemMa é pe3yamam Ha eKCRO3UYUA in utero
JlaHHM NOKa3BaT, e EKCIIO3ULIHMS Ha BANIPOAT i Ulero MOXKE Na MMa HeGIarONpHATHA €QEKTH BBPXY
NCHXWYECKOTO U (PH3HUECKOTO pa3BUTUE HA ACLIATA, N3N0KEHH HA TAKABA €KCMO3MLMA. PHCKBT OT
HAapyIeHHs B Pa3BUTHETO HA HEPBHATA CUCTEMA (BKITIOYHTENHO ayTH3bM) H3MIEK/1a € A0303aBHCHM,
KOraTo BaJIlIpOAT €€ H3MOJI3Ba KaTo MOHOTEpanus. Brnpeku ToBa, nparosata A03a, MOA KOATO PUCKET
HC CBIICCTBYBA, HE MOXKE [1a C€ YCTaHOBH Bb3 OCHOBA Ha HaNM4HMTe NaHuu. Koraro Bannpoar ce
H3II0JI3BA KATO TIOJIATEPAHs C APYTH aHTHEMANENTHYHH IEKaPCTBEHU MPOLYKTH, PUCKBT OT
HapyLICHHs B Pa3BHTHOTO HA HCPBHATAa CHCTEMA B MOKOJEHHETO CHUIO 3HAYMTENIHO CE YBEIUYaBa B
CPaBHEHHE C TO3H MPH Aela OT 001uaTa Moy IauHs Wi POJAEHH OT HeJIeKyBaHH MaiKH ¢ €MWIEICHs.
TouHHAT pUCKOB recTaliuOHEH MEPHO 3a Te3H e(DEKTH € HECHTYPEH U BE3MOKHOCTTA 34 PHMCK Mo
BpeMe Ha LiJiaTa OpEMEHHOCT He MOXKE 1A C& U3KITIOUH.

Korato Bajinpoar ce npuiara KaTo MOHOTEpaIA, NPOYYBaHUS TIPH NeLia B MPEAYYMIALIHA BB3PAacT,
M3MOXCHH HA €KCNO3HLMA Ha BANINPOAT i1 utero 1Mo BpeMe Ha OpeMeHHOCT MoKa3ear, ue B ao 30-40%
OT CTy4auTe ce Hab/foAara 3abaBsHE B TAXHOTO PAHHO PAa3BUTHE KATO: FOBOP, MO-KBCHO TpOXOXKaaHe,
TO-HHUCKH HHTEJIEKTYATHH CIIOCOOHOCTH, JIOLUM €3HKOBH YMEHHA (TOBOpEHE W pasbupaHe) u npobaemu
C MamerTa.

KoeduuueHt 3a unTenurentHocT (IQ), oueHeH Npy fella Ha 6 rOAWHH ¢ AHAMHE3a 33 EKCIIO3MF
BANIPOAT i1 ulero, € cpeaHo 7-10 MyHKTa NO-HUCHK OT TO3H MPH Aela, KOMTO ca H3JIoKEH / p’
aHTHENWIENTTHYHY NIPOAYKTH. MiMa fokasaTencTsa NpH ela ¢ EKCO3ULHA Ha Bamnpoar, e % >
HapylllaBaHE Ha HHTENEKTa MOXKe /1a ObAe He3aBUCUM OT KOe(pULIMEHT HA UHTEMUreHTHOdT Q) PI:
MaHKaTa, BBIIPEKH Y€ pO/IATa Ha CMYLUABAIIMTE (AKTOPH HE MOXKE 12 C€ HIKTIOYM py a¢ '
JIaHHHTE [0 OTHOLICHHE Ha ALIATOCPOUHMS H3XO[ €A OrPAHHYEHH. \ %
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HanuyHuTe 1aHHU OT HOMyNALMOHHO 0a3MpaHO H3NWTBAHE NMOKA3BAT, Y€ JelaTa ¢ €KCMO3ULMA Ha
BaJINPOAT in uiero ca ¢ MOBHUIEH PHCK OT pa3CTPOMCTBA B AYTUCTHYHHA CMEKThD (TIPHOIHIHTENHO

3 MbTH) U JETCKH ayTH3BM (OKOJIO 5 IMMBTH) B CPaBHEHHE C MOMyAALMATa Ha Te3H 0e3 eKCHO3HLUA B
NpOY4YBaHETO.

HanuyHHWTe AaHHK OT Opyro NOMyJalMOHHO Oa3UpaHO H3MMTBAHE MOKA3BAT, Ye AeLaTa H3T0KEHH Ha
EKCIMO3HIMA Ha BAJINIPOAT in ulero ca ¢ NMOBULICH PHCK OT PA3BHTHE HA CUMIITOMH KaTo JAe(pHLMT Ha
BHUMaHHUETO/XHINIEPAKTHBHO pa3cTporcTBO (attention deficit/hyperactivity disorder, ADHD)
(MpHONH3HTENHO 1,5 ITETH) B CpaBHEHHE C MOITY/IALIHATA Ha Te3H 0€3 eKCMO3HULMA B IIPOYUYBAHETO.

Hucko 3a cecmayuonnama sv3pacm mezno 6 pe3yamam in ulero Ha excno3uyus

Hsaxon enuaeMHONIOrMYHH NIPOy4YBaHHA TIOKA3BaT II0-BHCOK PHCK OT paskJaHe ¢ HUCKO 3a
recTalHOHHaTa Bb3pacT Terso (small for gestational age, SGA) (SGA ce onpenens xaTto Terno npu
paxkgaHe noa 1 0-THa nepCceHTHA, KOPHTUPaHO CMOpPeA reCTALMOHHATA BB3PacT, CTPATHOHULIMPAHO MO
[OJT) TIPH ACLA C in utero eKCIO3WIMA Ha BAIIPOAT, B CPABHEHUE C Nella 0e3 eKCIO3ULKA WM C
€KCIO3HHMA Ha NaMoTpHaKHH. SGA ce Habmoaaea npu npubanzurento 11-15% ot neuara ¢ in utero
eKCIO3HLIMA Ha Bannpoar, 8-9% ot fenara ¢ ekcno3ULKs Ha TaMOTPIKHH, U 5-10% ot aeuara, KOUTO
ca 6e3 eKCro3nLHA.

Hastmynure JaHHYU NIPH XOpa He NO3BONABAT Aa C€ HAMPABH 3aKTIOUECHHE 3a NIOTEHMAJIEH
J0303aBUCHM e(eKT.

Heya om ocencku non, 0egoiixu u Jdceru ¢ demepooer NOMEHYUAN (8XHC. RO-20pe U MOHKA 4.4)
CpeacTBa ChABPXKALLH €CTPOreH, BITIOYHTENHO ChABPXKAIIY €CTPOreH XOPMOHAIHH KOHTPALIEITHBH
MOTaT Ja YBEJIMYAT KJIIMPHHCA Ha BAINpoaT, KoeTo 61 MOrio aa Josene [0 HaMalnsIBaHe Ha cepyMHaTa

KOHUEHTPALIMA Ha BAIMPOAT H Bb3MOXXKHO HaMATABaHe Ha €(PEKTHBHOCTTA HAa BAIMPOAT (BXK. TOUKH 4.4
u4.5)

Axo oicenama niauupa Gpemennocm

3a MMoKasaHMeTO EITHIIETICHS, aKO JKeHaTa IiaHupa Oa 3abpeMeHee, TeparusTa ¢ Banpoat TpAbBa Ja ce
MPEOLCHH OT CIICLIHATHCT C OIUT B JIEUEHHETO Ha CMIWNENCHA B 12 C€ OOMUCIIAT ATepHATHBHH
BL3MOXKHOCTH 3a JieueHHe. Tpa0Ba a ce nonokaT BCUUKH YCWIHA, 33 a CE TIPEMHHE HA MOIXOASLLO
AITEPHATUBHO JICYCHHWE TIPEIH 3a4€BAHETO H MPEAU NPEKPATABAHE HA KOHTpaUENLuaTa {BxK. Touka 4.4).
AKO CMAHATa HA IEYEHHETO HE € BE3MOXKHA, JKeHaTa TpsAOBa Ja MOTyH4H JOMbIHUTE/IHA KOHCYITALNA
OTHOCHO PHCKOBETE C BAINMPOAT 3a HEPOAECHOTO JETe B MOJKpena Ha HHPOPMHPAHOTO i B3eMaHe Ha
pellieHHe OTHOCHO CEMEMHOTO IUTaHHpaHe.

3a NOKa3aHMETO OMIIONAPHO Pa3CTPONCTBO, ako XKeHaTa IaHHpa 1a 3abpeMenee, TpaGBa 1a ce NpoBeAe
KOHCYJITALIMA ChC CMIELUANIMCT ¢ ONUT B JICHEHHUETO Ha OUMONAPHO pa3CcTPONCTBO H N€YEHHETO C
BAJIITPOAT TPA0BA /1a C€ NPEYCTAHOBH, U aKO € HEOOX0AMMO, TpAOBa [1a e MPeMHHE HA aJITEPHATHBHO
JICYCHHE NPEy 3aYCBAHETO W [IPEIH MPEKPATABAHE HA KOHTPALCNLIMATA.

bpemennu scernu

Banmnpoar kato ne4eHHe 3a OUITONApHO pa3cTPOHCTBO € NPOTHBOIIOKA3aH 3a yroTpeba 1o BpeMe Ha
OpeMeHHOCT. Bannpoat, kaTo ieueHue 3a eNMuiernicus € NPOTHBOIIOKA3aH IPH OPEMEHHOCT, OCBEH KOTATO
HAMA NOOXOAAIIO ATITEPHATUBHO JIeUeHHE (BK. TOYKH 4.3 1 4.4).

AKO JX€Ha, KOAITO Ce JIeKyBa C Ba/INpoaT, 3adpemeHee, T TpaOBa He3abaBHO 2 ce HACOYM KBbM
CIIELMAINCT, 33 Aa C€ 00CHIAAT ATTEpHATHBHU BB3MOXKHOCTH 3a fieuenue. [To BpeMe Ha 6peMeHHOCT,
TOHHYHO-KJIOHHYHHTE IbPUYOBE [IPYH MAMKATA M EMWISNTHYCH CTATYC C XHIOKCHUA MOTAT [1a HOCAT
ONnpeaeneH pUCK OT CMBPT 3a MaliKarTa M ruioa.

AKO, BBIIPEKH H3BECTHHTE PUCKOBE C BAINPOAT NMPU OpeMEHHOCT H clie/l BHUMATEIHO OOMUCTISHE HA
ATTePHATHBHO JICYEHHE, MPU U3KITKOYUTENTHH 00CTOATENCTBA OpeMeHHaTa >keHa TpaOBa na Mojryyasa
BAIIIIPOAT 32 EMUWICTICHS, NIPENophUBA CE Ja:

® Ce M3MO/I3Ba Hak-HUCKaTa edeKTHBHA 103a U Ja ce pa3aens AHCBHATA 034 BAJINPOAT He
HAKOJIKO MATKH I03H, KOMTO TpAOBaA f1a ce NpUEMaT npe3 LeaMs AeH. YnoTpebaTa Ha
NeKapcTBeHa PopMa ¢ yIBDKEHO 0CBOOOKAaBaHE MOKE f1a € 3a PEANIOUHTAHE MPE)
NEKApCTBEHU (POPMH, 3a Ja ce U3BerHaT BUCOKH MaKCHMAJIHH TUTA3MEHH KOHLIEHTPAfME
TOYKa 4.2).




BeHdky nauMeHTKH ¢ eKCMNO3HLMS Ha BATIPOAT N0 BpeMe Ha GPEMEHHOCT M TEXHHTE NapTHLOpH TpAOBa
1a 6BIaT HACOYCHH KbM CTIELMATIMCT C OIUT B TEPATONOrHMATA 32 OUEHKA H KOHCYNTHpaHe OTHOCHO
CKCMOHMpaHaTa OpeMeHHOCT. TpabBa /ia ce H3BBPLUEA CTICLHATH3HPAH NTPEHATAIEH MOHHUTOPHHT 34
OTKPHBAHE HA BL3MOXKHA NOABA Ha NeeKTH Ha HeBpaTHaTa TpBOa WIH APyrd MandbopMaru.
[IpuemaneTo Ha n00aBKH ¢ HONHEBa KHCENMHA NIPeIH OPEMEHHOCTTAa MOXKE 12 HAMAJTH PHUCKA OT
ne(peKTH Ha HeBpaHaTa Tpb0a, KOMTO MOraT 1a Ce IOSBAT [pH BCAKa OpeMeHHOCT. HammuuTe naHHu
obaue, He npeanonarar, ye $honuesata KHCENHHa MPeJOTBPATIBA NIOABATA HA BPOJACHH IE(HEKTH WITH
MaJIpOPMAIIMH TOPAIH eKCIIO3UIIHSA Ha BAJIIIpOAT.

Puck 3a nosopodenomo

= MHoro psako ca roxknagBaHu cryyad Ha XeMOpariueH CHHAPOM NPH HOBOPOAEHH, YHITO Maiiki
Ca MpHEMaTy BaINpOoaT Mo BpeMe Ha OpeMeHHOCT. To3u XeMOoparuyeH CHHAPOM € CBBP3aH C
TPOMOOUMTOMNEHHS, XMNOPHUOPHHOreHEMHS W/WIH A0 HaMaJIsBaHe Ha APYTH (pakTOpH Ha
KPBBOCHCHPBAHETO. AQUOPHHOreHEMHS € IOKIaABaHA CHUIO H MOXe J1a Obae ¢ daTalieH H3XOo.
To3u xeMoparuyen cuHapoM, obaue, TpsaGBa Aa ce pa3rpaHUiH OT HAMAIABAHETO Ha BUTaMMH K-
3aBUCUMHTE QaKTOPH, HHAYHHPaHu OT (peHoOGapOHTaN M eH3UMHM HHAYKTOpH. CrleqoBaTeHO,
Oposi Ha TPOMOOLMTHTE, HHBOTO Ha GHOPHHOreHa B M1a3MaTa, KOAry/JIALHMOHHH TECTOBE M
(paKTOPH Ha KPbBOCHCHPBAHETO TPAOBA 1a CE W3C/ICABAT MPH HOBOPOLEHH.

- Ciydau Ha XMIOTIMKEMHsA ca OWIM NOKIaBaHH NIPY HOBOPOAEHM, YHUTO MaiikH ca NpUeMasiH
BAJINPOAT 10 BpeMe Ha TPETHA TPUMECTBD OT OpeMEHHOCTTA.

- Ciyuau Ha XHNOTHPEOUIU3BM Cca OWIH TOKIAABaHH NPH HOBOPOOEHH, YHHTO MaHKHU ca
NpHeMalli BAJIHpOAaT M0 BpeMe Ha OpeMeHHOCTTA.

- CHHApOM Ha OTHEeMaHeTo (KaTo, M B YaCTHOCT Bh30Yya, pa3ApasHUTENHOCT, CBPBLXBB30OYIHMOCT,
HEPBHOCT, XHIEPKUHE3HS, HAPYLIEH TOHYC, TPEMOD, KOHBYJICHH M HAPYILEHHS HA XPaHEHETO) MOXKE
fla e IOABH NDH HOBOPOACHH, YUMHTO MAHKH Ca NPHEMalTH BAIPOAT MO BpEME Ha NoC/1e JHHSA
TPHMECTBP OT OpeMeHHOCTTA.

MBoke H HOTEHIHAIECH PHCK OT PA3CTPOHCTEA HA HEBPOJIOrHIHOTO PA3BHTHE NIPH JIela YHHTO
Damy ca IEKYBAHH ¢ BAINPOAT npe3 3-Te Mecena npeaH 3a4e¢BaHeTo.

PeTpocnexTuBHO 06cepBaLMOHHO ITPOyYBaHe B 3 CKAHIHHABCKH ObpKABH TIOKA3Ba NOBHILEH PUCK OT
Pa3CTPOHCTBA Ha HEBPONIOTHYHOTO pasBuTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 no
I'1-rogruna BB3pacT), YuMTO GalM ca IeKyBaHH C BAJIPOAT KATO MOHOTEPAITHA npes 3-Te Mecela
TTpEAX 3a49€BaHETO, B CPABHEHHE C JeLaTa, YAHTO OallM ca JIEKyBaHH C TaMOTPKHH WITH
JICBETHpALIETaM KaTo MOHOTEpanus, ¢ 0000LWEHO KOPHrupaHo ChOTHOWIEHHE Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupauuar kymynaruseH puck ot NDD Bapupa Mexay 4,0 % n 5.6 % B
pymnata Ha BalInpoar cnpamo mexay 2,3 % u 3,2 % B komOHHHpaHaTa rpyra Ha
NaMOTPHXHH/JIEBETHpALIETaM.

Jpyru ob6cepBalHOHHY MOIyJaUMOHHH NMPOYYBAHHA He MMOKa3BaT /1a HMa [TOBHILEH puck oT NDD npu
feLla, YHUTO OaLU ca MbiKe, IEKYBaHH C BaIIIPOAT KATO MOHOTEPAITHS npe3 nepuoaa 3—4 Mecerna
MpEIH 3a4CBAHETO, B CPABHEHHE C MBXKeE, JICKYBAHH ¢ JIAMOTPIDKHH H/IM JIEBETHPALIETaM KaTo
MOHOTEepanus.

Pa3znukuTe B 1u3aiiia Ha NPOyYBAHETO, BKIIOUMTEIHO KOHTPOIIA 0 OTHOLICHHE Ha CMYUIABALIHTE
(hakTopu ¥ moaGopa Ha NOMyJaLUATA, MOTAT Aa MONMPUHECAT 34 PA3IMKUTE B HAXOAKUTE OT
npoyusaHeTo. B ronbiHeHne, HANMYHITE NAHHU NpeANONarar, ye GaKkTOpH, pasin4HH OT
CKCIIO3HIIMATA Ha BAINpPOAT, BKNIKOYHTETHO OCHOBHO 3a00sisBaHe Ha GallaTa, MOXe 1a 1ONPHHECAT 3a
HabmoJaBaHaTta acouauus. Kato wsno jaHHUTE OTHOCHO MTOBHLIEHUS prck oT NDD npu aeua Ha
Oauiy, IeKyBaHH C BAMPOAT B MPOIB/DKEHHE Ha 3 MeceLia NIpeay 3aUeBaHETO, Ca HETMOCIEeIOBATEITHH,
2 MPH1HHHO-CNIEICTBEHATA BPB3Ka C BAINPOAT € HECHI'YPHa.

Karto npeana3sHa Mspka, mpeaNUCBAIIWTE JeKapd TpAGea fa HHQOPMMPAT NALUEHTHUTE Mb
MOTEHLINAJIEH PHCK U 13 OOCHIAT HEOOXOAUMOCTTA OT e(DeKTUBHA KOHTPALEHLHS, BKIIOY
NapTHEOPKATA, JOKATO H3MOJI3BAT BAJINPOAT H NIOHE 3 Mecela clie/l NpeKpaTaBaHe Ha Jiey
TouKa 4.4). [1auKeHTHTE OT MBXKKH 10N He TpsOBa Na napsABaT CFIEpMA MO BpeMe Ha Jieye
NMPOAB/HKEHHE Ha TMIOHE 3 Mecela ciief] MPeKpaTIBaHe Ha JICYEHHETO.




[laupeHTHTE MEXE, TEKYBaHH C BAITNPOAT, TPAOBA PEIOBHO [ C& MPEMIEK/AT OT JEKYBALIHS TH
JieKap, 3a Aa e NMPELECHH Aald BaINPOAThET € Hal-NOAXOAAILOTO AEYEHHE 32 TAX. 33 MalHeHTH OT
MBXKKHM 101, KOUTO IUIAHHPAT Ja 3a4€HaT AeTe, TpadBa 1a ce OOMHCIAT U 1a ce 00CHAAT C TAX
MOAXOAAIIM aNTEPHATHBH HA JICYSHHETO. BBB BCEKH OTaAEeACH ciyyaii TpaOBa 1a ce npeLeHs T
HHIWBHOYyaTHUTE oOCcTOosTencTBa. [Ipenoprusa ce npH HEOOXOAMMOCT fa Ce NOThPCH ChBET OT
CNELIUATHUCT C ONUT B JICYEHHETO HA ENHJICTICHA WIM OUNONAPHO pa3CTPONCTRO.

KonpmeHe
ExckpeLuaTa Ha BANMpoaT B KbpMaTa € HHCKA, C KOHLIEHTpaLws Mexay 1% 1o 10% ot cepyMHUTE HUBA

Ha MaiikaTta. Bb3 OCHOBa Ha IMTepaTypHUA M KIMHHUYCH ONUT, KbpMEHETO Tpsi6Ba 1a ce nmpepasriesa
KaTo ¢€ B3€ME 110/] BHUMaHHe Nnpo¢rna Ha 6eszonacHoct Ha Jlenakun XpoHo 300 mg, ocobeHo
XEMAaTO/IOrHYHHTE HapyLIeHHA. (BX. Touka 4.8 HexenaHn NekapcTBeHHM peakLidH).

TpsAbBa n1a ce B3eMe peleHHe OTHOCHO CIIMpaHe Ha KbPMEHETO WITH MPEyCTAHOBABAHE/OrpaHHYEHHE Ha
neyenyeTo ¢ Jlenakun XpoHo 300 mg, kaTo ce UMAT NpeABHU/T MOJIBHTE OT KbPMEHETO 3a IETETO U
oJ3ara OT JICUCHHUETO 3a Malikara.

DepTHIHTET
Mwma crobiueHus 3a aMeHoOpes, NOJHKUCTO3HH AHYHMLIM K YBEJIHY€HH HHBA Ha TECTOCTEPOHA MpH

KEHH, IPUEMATTH Ba/IpoaT (BXK. Touka 4.8). [IpuiaraneTo Ha BaNmpoar MoXe ChUIO A2 HAPYLIH
pepTiniHTETa NPH MbXke (BXK. Touka 4.8). Hapyluenusra Ha epTHINTETa B HAKOH CiTy4au ca
oOpaTHMU Hai-MaNko 3 Mecella c/iell IPeyCTaHOBABaHe Ha jiedeHHeTo. OrpaHudeH Gpoil nOK/IaaBaHH
CTy4aH MpearnosnaraT, 4e¢ 3HaYMTeTHO HAMANIABAHE Ha /103aTa MOXe Aa nonobpu deprunurera.
Brnpeku ToBa, B ApYry cIyyau, HAMa JaHHH 32 oOpaTHMOCT Ha Ge3MIoaueTO MMPpH MBXKE.

4,7 EdexTu BLpXy cnocobGHocTTA 32 InodHpane n pabora ¢ MaINHM

[TaumnenTure TpabBa na 6baaT MpeAYNPEACHH 32 PHCKA OT CHHAMBOCT, 0OCOGEHO B CITy4au Ha
MPOTHBOrbP4OBA NMONKTEPANHUA WIH B KOMOHHAIMA ¢ 6en3oanasemiiH (BXK. Touka 4.5 Jpyru
B3aUMOIEHCTBHIA ).

4.8 Hexenanu nekapcTBens peakusu

Mznonspana e caenHata CIOMS knacndukanms 3a 4ecToTa Ha HEXENaHHTE NeKAPCTBEHH PeaKLIMMK:
MHoro 4ectH (21 %); uectn (1% u <10 %); neuecth (30,1 u <1%); peaku (0,01 u <0,1%); MHOTO
peaku (<0,01%); ¢ Heu3BecTHA YecTOTa (OT HATMUHUATE JAHHU HE MOXKE N4 Obje HaripaBeHa OLIEHKAa)

Bpooenu, hamunnu u 2enemuynu Hapyuienui(euic mouxa 4.6)
Bpoaenu mangopmaumu u HapylIeHHd B pa3BUTHETO (Bik. Touka 4.4 U Touka 4.6).

Hapywenua na xpvenama u aumgpnama cucmema

Yectu: anemus, Tpombonuronenns (Bxk. Touka 4.4)

HeuecTH: maHIMTONEHUS, TEBKONEHHA

Penku: HEAOCTATBYHOCT Ha KOCTHHS MO3BK, BKJTFOUMTE/HO YHCTA AILUTa3UsA Ha YEPBEHHUS KPBBEH pen,
arpaHyJICLIHTO3a, MAKPOLIMTHA aHEMHsl, MAKPOLIMTO34

Hzcneosanus
Penku: noHuwkeH# HYUBA HA KOATyNALMOHHUTE (PaKTOpH (MOHE HA €AMH OT TAX), OTKJIOHEHHUS B
KOary/allMOHHHATE TeCTOBE (HanpuUMep yABRIKEHO MPOTPOMOHHOBO BpeMe, YBIKEHO aKTHBHPaHO
NapLUUaTHO TPOMOOIUTACTHHOBO BPEME; YABIKEHO TPOMOUHOBO BpeMe; yeeauteH INR) (Bik.
TOUYKH 4.4 ¥ 4.6), HeNOCTUI Ha OHOTUH/OHOTUHMIA3a

C HEH3BECTHA 4ecToTa: MpuaoOHTa aHomanua Ha Pelger-Huet*

*CroOluasa ce 3a npuaodura aHoManus Ha Pelger-Huet B criyuau cbe 1 6e3 MUEIOAMCIUTACT

CUHIPOM,

Hapywenua na nepenama cucmema
MHoro 4yecTu: Tpemop




HecTu: ekcTpanMpaMHIHH HapyLUEHHs, CTYNOp*, COMHOJIEHTHOCT, KOHBYJCHH ¥, HapylIEHU] B
NameTTa; r1aBodosHe; HUCTArbM; HAKOJIKO MHHYTH CJIel HHTPaBEHO3HA HEDKEKIHS MOYKe J1a HACTBITH
3aMaHBaHe (MPH HHTPABEHO3HO NPHIOKEHHE, 3aMAAHOCT, MOXKE /13 Ce IMOTYYH 32 HAKOJIKO MUHYTH
OOHKHOBEHO H3Ue3Ba CIIOHTAHHO Cle/ HAKOJIKO MHHYTH)

Heuecn: koMa*, enueanonarus*, neraprus*, obparum MaPKHHCOHH3BM, aTAKCHA, ITAPeCTe3U.
Heuectu: yTexuenH koHByncun (Bx. Touka 4.4)

Penxu: obpaTuma neMeHuMa cBbp3ana ¢ o6paTima epeOpatHa aTpodua, KOTHHTHBHH HAPYLICHUS
*CTyniop u netaprus, Boaew  NOHAKOra 10 NPeXoqHa KoMa/eHuedaonaTus; Te ca O1mH
Ca4MOCTOATE/THH HITH CBBP3aHH C NOBHIIABAHE YSCTOTATA HA I'bPYOBETE B X012 HA TEpanusTa, H
HaMaJliBat TIpH CITMPAHE Ha JICYEHMETO WITH NIOHIKABaHe Ha fo3aTa. Te3H clyyau Bb3HMKBAT Hali-
“E€CTO NPH KOMOUHHpAaHa Tepanus (Mo-CrieuHaHo ¢ GeHoGapOuTaT WK TOMHPaMAaT) WIH cien
BHE3AITHO YBEITWYABAHE HA JOIUTE BaINpOAaT

Hapywenun na ovume
Peaku: aunnonus

Hapywenus na yxomo u aabupunma
YHYectu: rityxora

Pecnupamopnu, spvOnu u meduacmunaniu napywenus
Heuectn: rieBpaneH usmue (€o3suHobwIeH)

Cmomawno-upesrnu napyuenus

MHoro yecTH: raneHe*

Yecru: noBphlIaHe, Bb3MaIeH s Ha BEHLMTE (OCHOBHO XHITEPIIA3Hs Ha BEHUHUTE), CTOMATHUT, 00IKa B
TOpHata 4acT Ha KOpeMa, Inaps 4CCTO Bb3HHKBAT NPH HAKOH NaLMEHTH B HAYAIOTO Ha JIEYEHHETO, HO
ODMKHOBEHO H34€3BAT CJIEM HAKOJIKO JHHU 6€3 NPEKPATABAHE Ha JISUSHHETO

*Habmonasa ce ChIIO HAKOMKO MUHYTH Cllel HHTPABEHO3HO HH)KCKTHPAHE CBC CIIOHTaHHO 3aTHXBAHE B
PaMKHTE Ha HAKOJIKO MUHYTH

Heuectu: naHkpeatHT, noHsikora c daraneH u3xoa (BX. Touka 4.4)

Hapywenus na 6vbpeyume u nuxounume nemuya

HecTH: ypHHapHa HHKOHTHHEHLIUY

HeuecTn: 650peuna HegocTaThyHOCT

Penku eHypesa, TyGynounreperunnaneH Hedpwr, oOparum cuHapoM Ha Fanconi, Ho MeXaHU3MBT Ha
ASHCTBHE OLE HE € SICeH

Hapywenua na xooicama u nodxoxcnama mvxan

HecTu: CBpLXYYBCTBUTENHOCT, IPEXOIHA U /MK H03032BHCHMA ANIONeLHA, HapyLICHHUA HA HOKTUTE H
HOKBLTHOTO JIETJIO

HeuecTn: anrnoeneM, oOpuB, HapylleHUs Ha KOCHMA (Kato HeoOHualiHa CTPYKTypa Ha KOCHMa,
NPOMEHH B LIBETA HA KOCHMA, HEOOHMYAeH pacTe Ha KOcaTa)

Pesticn: TOKCHYHA eNMIepMalTHa HEKPOJIM3a, CHHAPOM Ha Stevens-Johnson, eputema MmyaTidopMe,
CHHIPOM Ha JIEKapCTBEH OOPHUB C €03UHOMMINA M CUCTEMHH CHMIITOMH (DRESS)

C HEH3BECTHA YECTOTA: XHNEPIHIMEHTALIHA

Hapyuenus na Myckyano-crelemunama cucmema u coeOuHUmemnama noKan
Heuecru: HamaneHa KocTHa MMHEpaJIHA [UTBTHOCT, OCTEOMEHHS, OCTEONOpPo3a U PpakTypu npu
AIIMCHTH Ha NPOABIDKHTENHA Tepanud ¢ [lenakud Xporo 300 mg. MexaHuaMbT, 1o koiito Jenakun
XpoHo 300 mg noBnusBa KOCTHHA METABOMHIBM, HE € YCTAHOBEH.

Penxu: cucreMeH Mynyc epureMarosyc (Bx. Touka 4.4), pabnoMuonusa (Bx. Touka 4.4),

Hapywenusa na endoxpunnama cucmema
Heuectu: cHHapoM Ha Hapyinena cexpeuus Ha AJTX (SIADH), xunepanaporeHussm (xupf
BHPH/IH3BM, aKHE, MB)KKH THIT TONENMS K/HIN YBEIHYeH aHAPOTeH )
Penxu: xunotupeouanssM (Bx. Touka 4.6)



Hapywenus na memabonuzma u xpanenemo

YecTH: XMIIOHATPUEMMUS, VBETHUEHO Terso*

* [IoBHLIEHOTO TEIECHO TErNO TpAOBA Na 6bae BHHMATEIHO NPOCIEAIBAHO, Thil KATO & (dakTop 3a
MOJIHKHCTO3EH OBapHaJIEH CHHAPOM (BX. TOUKa 4.6)

Penxu: xunepamonnemus* (Bxk. Touka 4.4), 3aTTbCTABaHEe

*BB3MOKHO € 12 HACTBIIAT CITyUaH Ha H30JIMPaHa WM yMEPEHa XHNIEPAMOHMEMHUR Oe3 NPOMSHA B
4€PHOAPOOHHTE (yHKUHOHAHHM TECTOBE U TOBa He Tps6sa Na 6be NpHuKMHa 3a [peKpaTABaHEe Ha
TepanusTa. Ch0OOLIABAHO € H 33 XHNEPAMOHHEMHS, CBbP3aHa ¢ HEBPOJIOTMYHH CHMITTOMH. B TakuBa
CITy4ad € HeoOX0AUMO J1a c€ OOMUCIIAT NOITBIHUTENHH H3CTEBAHKUA (BXK. TOUKH 4.3 u 4.4 Hapyuenus
B yPSHHHA LIMKBJT H PACK OT XHIIEpPAMOHEMHA H [TaliMeHTH ¢ pHCK OT XHMTIOKAPHUTHHEMHA).

C HEH3BECTHa YECTOTA: XHMOKAPHUTHHeMH (BX. TOUKH 4.3 1 4.4)

Heonnasmu - 006poxaiecmaenu, 310Kavecmeenu u HeonpedeieH (6KIIGUUMENTHO KUCIU U nOIUNY)
Penku: MHENOAUCILIACTHYEH CHHAPOM

Cv006u HapyuieHus
Yectut: xemoparus (Bx. To4kH 4.4 u 4.6)
HeuectH: BacKyauT

Obwu Hapywenus u egpexmu Ha MACMOMO HA RPUROICEHUE
HeyecTH: XHNoTepMus, HETEXBK nepUdepeH eaeMm

XenamobwiuapHu Hapyuten
YecTH: 4epHOAPOOHH yBpeKAaHMs (BX. TOUKa 4.4)

Hapywenua na 663npouzsooumennama cucmema u 2bpoama
UecTu: aucMeHopes

Heuectu: aMeHopes

Peaxu: Ges3mnonue mpu Mubxe (BxK. TOUKA 4.6), NONHKUCTO3HM SHYHUIN

Hewcuunu napywenun

HecTH: cbeTOsHKE HA OOBLPKAHOCT, XAMOLUMHALIMY, arpecHs *, askutaums®, HapylIeHO BHUMaHue*
Penku: aGHOPMHO noBeeHUE™, MCHXOMOTOPHA XHIIEPAKTHBHOCT, HapylleHa CrocobHOCT 3a
00yyenne*

*Te3u HeXxeNaHH JIeKapCTBEHH peakiluy ca HabaraBaHH OCHOBHO NPpH DEeIHATPHYHATA MOMYIaLMs

Brusinue 6vpxy 1ab60pamopru u OuazHOCMUYHY U3CACO8AHS

I'bH KaTO BAIMPOAT CE OTOENA OCHOBHO Mpe3 GuOpeLyTe, 4acTHYHO 10 ¢opMaTa Ha KETOHHHU Tera,
PE3YNTATET OT HANPABEHHA TECT 3a OTAE/ICHHTE KETOHHH Teja MOXE J1a € MOABEXK/IAlll NPH MNALKMEHTH ¢
nunader.

[lenHaTpUuHa oMyaLHA

[podunbT Ha He3onacHOCT Ha BaNNpPOAT B NEAMATPHYHATA TOITYNALIUS € CPABHAM C TO3H npu
BB3PACTHH, HO HAKOH HEXHENTAHH PEAKINH Ca MO-TeKKH HIIH Ce HabMIOAaBaT [MABHO B eAHATPUHHATA
nomynaiua. ChbIECTBYBa 0CO6EH PHCK OT TEKKO YEPHOAPOOHO yBpekIaHe pH KbpMadeTa H MAJIKH
Aeua, ocoDEHO Ha BB3pacT noJ 3 roAHHH. MankuTe feua chilo ca HajIoKeHH Ha 0coben PHCK OT
MaHKpeaTHT. 1€31 pUCKOBE HAMAJIIBAT C yBeTHYaBaHe Ha Bb3pacTra (BX. Touka 4.4). [TcHXHYHK
Pa3sCTPOHCTB2 KaTo arpecus, Bb30yja, HapyllleHHe HA BHHMAHHETO, HEECTECTBEHO MOBEACHHE,
[ICHXOMOTOpPHA XHNEPAKTHBHOCT M HAapyllIeHa CNOocOOHOCT 3a 06yueHue ce HabmoaaBaT raBHoO Npy
neAXaTPUYHATA MOMyIALUS.

CnodmasaHe Ha HeXEJAHA PEAKIHHA
CrobuiaBaHeTo Ha NOAO3MPAHH HEXENAHH PEAKLIMH Cllefl pa3peLiaBane 3a ynorpeba Ha 11
MPOXYKT € BakHO. ToBa 103BONABA 12 NPOABIKH HAOMIOAEHHETO HA CHOTHOLLEHHETO O3
NCKApCTBEHUA NPOAYKT. OT METHLIMHCKHTE CIIELIMAJIMCTH C€ W3HCKBA 14 ChOOLIABAT BCS
[MOJO3UpaHa HEXKENaHa peakLus yYpes:

H3nbiHHTeNHa areHUms o JiekapeTpara



yii. ,,JlamaH ['pyes” Ne 8,
1303 Codus,

Ten.: +35 928903417,
yebOcaiiT: www.bda.bg.

4.9 Ilpenozupane

[Tpu3Haild H CHMITTOMUY

[IpuzHanKTE HA OCTPO MACHBHO Mpeao3upaHe OOMKHOBEHO BKJIIOYBAT KOMa C MYCKYJIHAa XUIIOTOHHUA,
XUnope@IeKCcHs, MHO3a, HapylleHa AuXaTenHa pyHKUuMa, MeTabOMUTHa alma03a, XHIOTOHHA H
LIMPKYJIATOPEH KOJMAIC/LIOK.

Cilex MacCHBHO MpeIO3HpaHe Ca HACTHIIBAIM CMBPTHH CITy4YaH; BBIPEKHA TOBA, OOMKHOBEHO H3XOOBT €
OarofpHuATEH.

CuMrroMuTe 00aue MOraT Aa BapupaT ¥ ce ¢hoOHiaBa 3a rbpYOBE NPH MHOIO BUCOKH TUTa3MEHW HHBA.
CrollLaBa ce 3a ciIyvan Ha NOBUIUEHO HHTPAKPaHHAJIHO HaATaHE CBBP3aHO ¢ MO3BUYEH OTOK.
HamraieTo Ha HATPUH B CHEIMHEHHMATA C BAIIPOAT MOXKE Aa N0BEAE 0

XHUIIEPHATPHEMHS B CITYHaHUTE HA MMPEAO3IUPAHE.

OBaaasiBaHe
B cimy4aii Ha npeno3upaHe ¢ BaNPOaT, BOACIIO A0 XHUIEPAMOHEMHSA, MOXE 1A C€ MPHIOKH KapHWTHH
HHTPABEHO3HO, 3a [1a Ce HOpMAaJIM3MpaT HHUBaTa Ha aMOHSKA.

5. ®APMAKOJIOTHYHU CBOHCTBA
5.1 dapmMakoaRHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHa rpyna: [lpoTusoenunenTUyHU cpeacTsa
ATC xog NO3AGO]
LIMpOoKOCTIEKTEPEH NMPOTUBOCITHUIICTITHYEH JIEKAPCTBEH NMPOOYKT.

Bannpoat yrnpaxH:aea epeKTUTe CU rMaBHO Ha HUBO LICHTpaslHA HEPBHA CUCTEMA.
QapMaKONOTUYHHTE HU3CIEIBAHUA BBPXY KMBOTHH JeMOHCTpHpaxa, ue enakHH XpoHo 300 mg
MPUTEXABA MPOTHBOIbPYOBH CBOMCTBA NPH Pa3iIMYHH MOIENH HA €KCIIEPUMEHTATHA eHIIeNCHA
(reHEepany3UpaHU M NapLHATIHH I'bPYOBE).

[Tpu xopa, denmakun Xpono 300 mg cbli0 1eMOHCTpHpa NIPOTHBOETIUISNTTHYHA AKTUBHOCT MPH
pa3InuHK BUAOBE €MHIESTICHA.

OCHOBHHAT MY MEXaHU3bM Ha JeliCTBHE BUOAUMO € CBBp3aH ¢ noacuisade Ha I AMK-epriuunara
aKTUBHOCT.

5.2 QDapmMakOKHHETHYHH CBOHCTBA

PasnpeneseHue

[IpeMuHaBaHe Npe3 rIallcHTaTa (BX. TouKa 4.6).

Bannpoar npemuHaBa rpes rnnaleHTapHara Oapuepa kakTo Npy AHUBOTHH, TaKa U NMPH Xopa.
- ITpu ’)KUBOTHHMTE, BAJNPOAT IIPEMHHABA Npe3 ILTalieHTaTa B 10400Ha CTENEH KAaTo MIPH Xopara.
- Hskonko nybnukauyu ca u3cieBaiu MpH Xopa KOHLEHTpALMKHTe HA BANNPOAaT B TbIIHATA
BPBB HA HOBOPOAEHH NpH paxkaaHe. CepyMHHTE KOHLICHTPALMK Ha BANNPOAT B ITbIIHATa BPbB,
NOKa3Balllk Te3H BbB (peTyca, ca NoaoOHH WY JIEKO 3aBUILIEHH B CPaBHEHME ¢ T€3H Ha MalKaTz

Meta6onn3sM S
HatpueBuaT sannpoart ce abcopbupa 0bp30 ¥ MUKOBU IL1a3MEHU HUBA Ce NOCTUraT B pa @'
4 vaca, cTabuieH ¢ B mpoaw/DKeHHE Ha 4 - 14 yaca. [1pu nepopanen npueM, 85-100% o1 |jnGeqra“gerg™
abcopbupa. [lomyKMBOTBT MPH MOBEUETO NAUKUEHTH € 8 - 20 yaca, HO B OTAE/IHMU Clly4ad ) c%é\ R
Obae 3HaYuTenHO No-abibl. [lpH HapylueHa OBOpeuHa QyHKUMA, MOJYKUBOTHT HA BATINMPEQTA




yAb/DKeH. [LlnasMeHHAT nony)XHBOT MOXe 1a ¢ YOBIDKH 10 60 yaca NpH Aelia Mo 2 Mecela, HO npu
I0-rojIeMH JI€la TOH e NoaoOeH Ha TO3H NPH Bb3pacTHU. B3aumoBpb3kaTa MeXIy AageHaTa 103a H
eeKTa, ChOTBETHO MEXKAY NIa3MEHaTa KOHLIEHTpaLHs H eheKTa, He ca TOYHO OLEHeHH. PABHOBECHO
CBCTOAHHE (steady state) Ha IMa3MEHATa KOHLIEHTPAUMA Ce ZOCTHrA B [IOBEYETO Ciy4adu cnen 3 - 5 aHu
neveHne. JINKBOpHaTa KOHUEHTpauHs JOCTHra IpuomM3uTenHo 10% OT ruiasMeHaTa KOHLEHTPAaLUH.
HarpueBHAT BaJpoat ce CBbp3Ba C I1a3MEHHUTE NPOTEHHH B NPUOIM3UTENHO 90%. Bucokara cTenien
Ha CBbP3BAHE C NPOTCHHHTE MOXKE A MPEAN3BUKA PUCK OT KIHHHYHO 3HAYMMH B3aUMONCHCTBHS C
[pyTH NPOTHBOCMWIENTHYHH JIEKAPCTBCHH NPOAYKTH, 0C06eHO HEeHUTOHH (BXK. TOUKa 4.5).
3af0BONMTE/NIEH KIIHHHYEH edeKT OGHKHOBEHO € OCTHTA ITPH KOHUEeHTpaLHd Mexxay 300-700 umol/l,
HO € He0OX0AMMO Nia ce B3eMe NPEABUA LIOCTHATA KITHHHYHA CHTYaUHs NpH nauuMeHTa (BX. To4kKa
4.2).

OCHOBHHAT BT 32 GHOTPaHC(OPMALIAA Ha BAINPOAT € MNIIOKYPOHHPAHETO (~40%), npeaumHo upes
UGTI1A6, UGTIA9 n UGT2B7.

Hatpueuar Banmnpoar ce MeTaboH3Hpa BbB BUCOKA CTENEH U CE €KCKPETHDA B ypHuHara noj ¢popmMara
HA KOHIOTUpPaHU MeTaboJIUTH.

Henaxkun XpoHo 300 mg uma no-Hucka Cpax H € ¢ IO-MaJIKO Gaykryaumu B rasmMeHara
KOHLIEHTPALHA [1pe3 NeHA B CPABHEHHE C racTPO-PEe3HCTEHTHUTE TabIeTKH.

Heouampuunu nayuenmu

Jlena Ha Bb3pacT Haa 10 rodHHH M FOHOLLM MMAT KIHPBHC HA BAJIIPOAT NoAo6eH Ha TO3H npu
Bb3pacTHH. lIpu neauaTpyyHu nalueHTH Ha Bb3pacT nox 10 roguHy CHCTEMHUS KITHPBHC Ha
BaJINpoaTt C& payintiaBa B 3aBUCHMOCT OT BB3pacTra. [Ipu HOBOPOOEHH U KBpMayeTa Ha BB3PACT [0
2 Mecella KITHPBHCBHT Ha BAJITIPOATA € HAMAJIEH [IPU CPABHEHME C TO3H MPH BB3PACTHH U € Hali-HHUCBK
HEMIOCPEACTBEHO CleN paxkaaHeTo. [Ipyu npernen na HayuHaTa UTEpaTypa, NOMYKHBOTHT Ha
BA/INpOaTa NPpH KepMaueTa Ha Bb3pacT 10 2 Mecella NNOKa3Ba 3HAYHTEMHH Pa3inky oT | 1o 67 uaca.
Ilpn neua Ha eBp3pact 2 — 10 roAWHH, KIMPBHCHT Ha BATMIPoaTa € ¢ 50% Mo-BHCOK OT TO3M [PH
BH3PACTHU.

5.3 Ilpeaxknnunynu xanun 3a GezonacHoCT

IpoyuBanug npH XHBOTHH NOKA3BAT, Y€ €KCIIO3NLMATA HA BASTIPOAT i ulero BOW 10 MOPPONOrHYHH
WWIH (GyHKUHOHAHY NPOMEHH Ha CITyXOBATa CHCTEMA IIPH TUTHXOBE M MHILIKH.

Bannpoar He noka3ssa NpM aHaNM3 in vitro MyTareHHOCT HHTO TIPH OaKTepuH, HHTO BbPXy KIETKH OT
MHIIH TIMOOM U He HHAYLMPpa penapauus Ha JIHK B mbpBUYHK XeNATOLHTHH KYJATYPH OT mrbX. In
vivo, obaue, ca NoTyueHH NPOTHBOPEYHBH PE3YJITATH 33 TEPATOTEHHUTE NO3H B 3aBHCUMOCT OT
Ha4YHHa Ha npwiokeHHne. Cien nepopanHo NpUNokeHHe, Hall-YeCTO H3NOI3BAHMA HAYHUH Ha
MPWIOKCHHE NPH X0pa, BaMpoaThsT HE HHAYHHPa XPOMO3OMHH abepalii B KOCTEH MO3BK OT IUTBX
WY JOMHHAHTHH NETATHH e(eKTH MpU MHIIKH. HHTpanepHToHea HOTO HHYKeKTHpaHe Ha BaJINpoar
NOBHLIABA HAKBECBAHE Ha BepuruTe Ha JIHK u xpomMo3oMHH yBpexknaHus npu rpuzaun. B
NOMBJIHEHHE, B IyO/IHKYBaHH NIPOYYBaHHA € ChOOLIABAHO 32 YBENMUYEH OOMEH MeX Iy CECTPUHCKHTE
XPOMATHAH MNpH NAUKEHTH C EMUIENCHSA, IPHEMALIM BAINPOAT, B CPABHEHME C HEJIEKYBAHU 31PaBH
YHacTHHUH. Brnpeky TOBa, H3K/TIOYBALLYM CE PE3YNITATH Ca NIOTy4YeHH NIPH CPaBHABAHE HA NAHHUTE npH
TIALIMCHTH C CMUJIENCHs, 1€KYBAHH C BATINPOAT, C TE3H HA HEJIEKYBAHU NALMEHTH C eMWIETICHUS.
KIHHHYHOTO 3HAYEHHE Ha Te3d pesynTath 3a JIHK/XpoMo30MHTE € HeH3BECTHO.

HexknuHuuHuTe 1aHHHM He MoKa3BaT 0coGeH PHCK 33 XOPaTa Bb3 OCHOBA HAa KOHBEHLIMOHATHH
MPOYYBaHUA 32 KAHLIEPOTE€HHOCT.

Penpoodyxmuena moxcuunocm
BannpoaTsT uHIylHMpa TepaToreHHH edekTy (MandopMalty Ha MHOKECTBO OpraHHU CHCTEMH) B
MHIUKH, ILTLXOBE U 3aHLH.

I1pu MuLIKH, IUTEXOBE M 3akUK, in utero eKCNO3HLMA HAa BAINPOAT NpeaAH3BHKA 10303aBHCH
HaMaJIABAHC Ha TEMIOTO Ha MUI0AA, BbTPeyTpoOHO 3abaBsHe Ha pacTeka U HaMANISBaHE Ha
OT r/1aBaTa A0 OCHOBATA Ha ONMalikaTa B CPaBHEHHE C dKHBOTHH 6€3 eKCIMO3HILMAL.
OTK/IOHEHHS B IOBEACHUETO Ca ChOOLIABAHH B MHAHBHIUTE OT MbPBO MOKOJCHHE HA MHLL
IUTXOBE C/iC/] CKCIO3ULMA in ulero. HAkoM noBeneHUYECKH TPOMEHH ¢a HA0MIOAABAHH Chlil




BTOPO [TOKOJIEHHE, & CBIIUTE ca OWIH MO-TpyAHO 3abesie’KMMH B TPETO MOKOJEHUE HA MUILIKH CJ1e]
OCTpa in utero eKCNO3HUMA Ha IMPBOTO MOKOJECHKWE Ha TepaTOreHHH A03H Bannpoar. CKpUTHTE
MEXAHH3MH W KIMHHYHATA 3HAYHMOCT Ha T€3M OTKPHTHA Ca HEU3BECTHH.

B npoy4BaHus 32 TOKCHYHOCT NIPH MHOFOKPATHO IIpWIaraHe ca choOLIEeHH TECTHKYIapHa
AereHepalua/aTpodus WK HapYLIEHH B CTIEPMATOrEHE3aTa H HAMAIABAHE Ha TEINIOTO HA TECTHCHTE
IMPH BB3PacTHH MUILXOBE U Ky4YeTa CJIe/l [IEPOPATHO MPHIIOKEHHE B 103K ChoTBeTHO 400 mg/kg/nen u
150 mg/kg/neH, HAXOOKKH B TECTHCHTE, CBBP3aHH ¢ HUBa 6e3 HabmonaBaH HeGnaronpuaTeH edekt (no
observed adverse effect levels, NOAELs) ot 270 mg/kg/nen nipu ep3pacTHi wrsxose 1 90 mg/kg/nen
IIPH Bb3paCTHH Ky4erTa.

CpaBHeHHATA Ha rpaHMIIMTE Ha Oe3onacHocT Ha 6a3aTa Ha ekcTpanoaupanara AUC npu mibxoBe u
KydeTa MOKa3BaT, Y€ MOXe Ja HAMA rpaHuLia Ha 0e30MacHOCT.

I1pH OBEHUITHH IUTHXOBE HAMANABAHE Ha TETJIOTO HA TECTUCHTE € HAbMOJaBaHO CaMO MPH JO3H,
HaABHLIABALIM MaKCHUMaTHaTa MOHOCHMa 1032 (0T 240 mg/kg/neH npu UHTpanepHTOHEATHO WITH
HHTPABEHO3HO NPHIIOKEHHE), 63 CBbp3aHH XHUCTONATONOrMUHH npomeny. He ca HabmogapaHu
e(PeKTH BhPXY MBKKUTE PENPOIyKTHBHU OPraHH MpH MOHOCKMH 103H (10 90 mg/kg/neH). Br3 ocHOBa
Ha TE€3H JaHHH IOBEHHITHHTE )XMBOTHH HE C€ CUMTAT 32 N0-TIOJATIHEH MO OTHOIIEHHE HA HAXOOKH B
TECTHUCUTE, B CPABHEHHE C BB3PACTHHTE. 3HAUCHHUETO HA HAXOAKHTE B TECTHCHTE 34 I€AHATPHYHATA
NOMyJiallua HE € U3BECTHO.

B npoyuBaHe 3a QepTHIHTETA NMPH ILTHXOBE, BANPOAT B K03 10 350 mg/Kg/aHeBHO He NOBIUABA
penpoayKTHBHATA QYHKIHS NPH MBXKHTE HHAMBHAH. Bunpeky ToBa MHPEPTHUIINTET IPH MBKE €
HISHTU(PHIMPAH KAaTO HEKeNaHa peaKUHs MpH XopaTta (BX. ToukH 4.6. u 4.8).

6. PAPMAILEBTHYHHU JAHHHA
6.1 CnHCLK HA NOMOHIHHTE BellleCTRA

ETun uemynosa, XHnpoMesiosa, CHITHIIHEB JHOKCHI, KOIOWIEH XUAPATHPAH, 3aXapHH HATPHIA,
[NOJHAKPHAIAT, MAKPOI'oll, TAJIK, THTAHOB JHOKCHI.

6.2 HecbBMecTHMOCTH

Hsama naHHH.

6.3 Cpok Ha rogHocTt

3 roaMHM.

6.4 Crneunajinu yCIOBHS HA ChXPaHEHHE

To3u nekapcTBEH MPOIYKT HE H3MCKBA CIIELIHATHH YCIIOBHA Ha ChXPaHEHHE,
6.5 BuaHcbLABPKAHME HA ONAKOBKATA

Kyrtusa cee 100 tTabnerku (rnactMacoBH TyOH 2x50)

6.6 CrneunajlHH NpeaAna3HH MEPKH NPH HIXBbPIAHE

Hsma crieuyaiHu U3UCKBAHHS.

7. IIPUTEKATEJI HA PABPELIEHHUETO 3A YIIOTPEBA

Sanofl Winthrop Industrie
82 avenue Raspail

94250 Gentilly




OpaHuus

8. PETHCTPAIIMOHEH HOMEP

Per. Ne 9900385

9, HAATA HA ITbPBO PAZPEINIABAHETIOTHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hara Ha mepBO paspeinasane: 15.12.1999
Jlata Ha mocneaHo rmoaHoBgBaue: 11.10.2011

10. JAATA HA AKTYAJIM3BUPAHE HA TEKCTA
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