KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
POEVEX SV,

¥ To3u niekapcTBeH NPOAYKT NOUIEKH Ha TOMBIHHTETHO HAGMIOICHUE. ToBa ue no3oau Obp3oTo
YCTaHOBSABAHE HAa HOBA HH(OPMAIIHA OTHOCHO Ge30nacHOCTTA. OT MEAHIMHCKHTE CHIeHATHCTH ¢e

M3HCKBA J1a CHOOLIABAT BCSKA 110/103MPaHa HekKellaHa peakiius. 3a HaYMHA Ha ChOBLIABaHe Ha 07 -00- °
HEXKeJlaHW peakLiHK BUKTe Touka 4.8. 6 Er9.47 UL~ 1

1. UME HA JIEKAPCTBEHUS [TIPOAYKT

Jlenakun Xpono 500 mg TaGneTku ¢ yabikeHO 0cBOGOK 1aBaHE
Depakine Chrono 500 mg prolonged release tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska Tabnetka chabpika 333 mg natpues Baanpoar (sodium valproate) u 145 mg Baanpoesa
KucesinHa (valproic acid), otroBapsium va 500 mg Hatpues BaJ rpoar (sodium valproate) 3a TaGnerka.

[TomoIHO BelecTBo ¢ U3BECTHO JeiCTBHE: HaTpuH 47,21 mg/rabnerka (Bx. Touka 4.4)
3a MbJIHKHA CIIMCHK HA MOMOLIHHMTE BELIeCTBA BHAKTE TOUKA 6. | |

3 JEKAPCTBEHA ®OPMA

Duimupana TabneTka ¢ yabKEHO 0CBOOOKIaBaHE.

4. KIUHUYHU JAHHHU
4.1 TepaneBTHYHH NOKA3aHHA

Ennnaencus

*  |IbpBHYHO reHepaaM3MpaHH eNMMIENICHH U NPHNATBIH

e  Tunoee npucTbnu:
abcaHcu (petit mal), reHepaiIM3HpaHH TOHHYHO-KJIOHHYHH (grand mal), TOHHYHM K ATOHHYHH
NPHNAABLUH, MHOKJIOHHYHH MPHCTHIMH., HH(PAHTHIIHH CIIA3MK.

| eHepaiM3HpaHH eNWICNICHH M eNMHIENTHYHH CHHJIPOMM:
abCaHCHA eMTUIICTICHSA, IOBEHH/IHA MHOKJIOHHYHA eITHIIeTICHS (CHHJIpOM Ha Janz), enuiencus ¢
FCHEPAIH3HPAHH TOHHUYHO-KJIOHHYHH NPUNAABIUM NpH cbOYIkKAaHe, GOTOCCHIUTHBHH eMHIICIICHH.

e Cunapom Ha Lennox- Gastaut.

e Cunapom Ha West.

e  DokasHu (MapUHATHH) €MHIETICHH W PHCTBITH ¢ WK 663 BTOPHYHA reHepau3alus.

bunoasipuo pascrpoiicrso

Jleuenue Ha MmaHHMeH enu301 NpH GUNOSIPHO PasCTPOHCTBO, KOraTo JIMTHII € MPOTHBOMOKA3aH HIH HEe
ce Toaepupa. llpoabirkaBane Ha JieueHHETO Clle/1 MAHHEH €MH30/1 MOJKE 114 e OOMMCITH npH
TALMEHTH, KOUTO ca Ce MOBJHAIN OT BA/INPOAT MPH JICYCHHETO Ha OCTPA MaHHS.

[Ipu geua: Kato caMOCTOATEHA Teparnis WK B KOMOMHALINS C JAPYTI aHTHEITHJIENTTHYEH JIEKAPCTBEH
MPOAYKT:

Jleuenune Ha reHepasM3Mpana enuICNCH: KIOHHYHH, TOHHYHH. TOHHYHO-KJIOHHYHH [T
adCaHCH, MHOKJIOHHYHH MPHCTBITH, ATOHMYHH MIPHIATbLM: CHHIpOoMm Ha Lennox-Gas
Jleyenne Ha napumanna enuiencus: napuHaiHm [IPHCTBITH ¢ HIH 0e3 BTOPHYHH e
[MPUINAIbLH.




4.2 To3MpOBKa H HAYHH HA NPHJIOKEHHE

Hozara Tpsabea ga ce aganTupa cb06pa3HO BB3pacTTa, TENECHOTO TEMIO H UHAWBHOYyaJIHATA
4YBCTBHTENHOCT. Tabnerkara Moske 1a ce AeNH, HO He TpA6Ba [a ce CABBKBA HIH CTpHUBA.
TepanerTiHa epeKTHBHOCT OGUKHOBEHO CE MOCTHIA MPH U1a3MEHH HHBA mexcay 40-100 mg/1 (300-
700 pmol/T). OnTEManHOTO IUTA3MEHO HHUBO Ce pa3nu¥aBa MeXIy OTACIHMTE HHAMBUIY, a BEPOSTHO H
NpHU €OHH U CBLI HHIWBH/ B PA3JIMYHH MOMEHTH OT BpEME.

ITpu nmaumenTy, KOUTO He NOMyYaBaT APYro MPOTHBOENMIIEITHYHO JIEUEHHE, 33 MpEeANOYHTaHE €
A03aTa ja ¢€ MOBHLLUABA MOCTENEHHO HA HHTEPBANM OT 10 2-3 IHM A0 JOCTUTaHE HA ONITHMATHATA
nosa.

Ilpu npexeupiisHe OT NeHeHHE ¢ OPYT JIEKAPCTBEH IPOAYKT, WIH aJITepPHATHBHO, KOTATO C€ BKJIIOYBA
KaTo NOMbJIHATE/IHG MEMKALMA KbM NMPEIXO0AHO Je4eHHe, 3amaHaTta ¢ Jenakun Xpono 500 mg
TpaAOBa Aa ce MpaBH NOCTENEHHO TAKa, Ue OMTHMAJIHATA 1032 14 6be NOCTHIHATA €XHOBPEMEHHO ¢
HAMAJIABAHETO H CITHPAHETO HA APYTHA NEKapCTBEH NpoayKT. IIpH npexBupisHe OT KOHBEHUHOHATHY
Tabnetku Jenakun ke Jenakun XpoHo 500 mg, nHeBHATA 71032 TpAOBa [Ia ce 3anasm.

[Tpu neobOxonumocT, MpubaBsaHeTO HA APYro NPOTHBOESIUIIETTHYHO JICUSHHE TpaAOBa na ce U3BBPLIBA
TIOCTEIEHHO.

Hozuposxa

B obwus cyvait mepBoHadanHata nosa € 10-15 mg/kg mHeBHO, OTroBapsaula Ha 2-5 TabJIeTKH oT
300 mg unw 1-3 Tabnetku o1 500 mg 3a nosederto naumeHTH (60-100 kg). ozata Tps6Ba na ce
THTPHPA A0 ONTUMATHO HUBO, H /14 C€ pazaeny Ha -2 THeBHH nMpHeMa.

Ilpu eb3pacmuu B 061K CTy4ail no3ara e Mexay 20-30 mg/kg aHeRHO, OTrosapsuid Ha 4-10
Tabnetkd ot 300 mg wnum 2-6 Tabnerkn ot 500 mg, ako NMALMUEHTHT € mexay 60 u 100 kg. B cnyuait,
1€ HE MOXE Ja Ce NIOCTHIHE OBJIaJABAHE HAa IbPYOBETE C TA3H 103a, TO TA MOXKE J1a ObJe YBeIUYeHa.
[TaunentsT TpabBa na ce creaH CTPUKTHO B CTy4aid, ye NOyYaBa AHEBHA 1032 [O-BHCOKA OT

50 mg/kg.

3a Oeya Haii-yecTaTa J03HpOBKa € okoyo 30 mg/kg AHEeBHO.

Manuen enu3on npn GunonspHo pascrpoiicTBo

IIpu 8v3pacmnu:

JlHeBHaTa no3a TpsAbea 1a 6BpIe yCTAHOBEHA M KOHTPONTHpaHa UHIHBHIYATHO OT JICKyBalLUA JieKap.
IpenopbyaHaTta HauanHa AHEBHA n03a € 750 mg. OCBeH TOBa B KIMHHYHH W3TUTBAHNS HAYAIHA 71034
oT 20 mg Bannpoat/kg TenecHo Terao cbuio MoKa3ea MPHEMIHB pocun Ha 6esonacHocT. QopMuTE ¢
YABJDKEHO OCBOOOXKAaBaHe MOTaT Ja ObJaT NpuiaraHy BEAHLXK WIH JBa TbTH AHEBHO. Jl03aTa Tpabra
na Oble yBeJMYeHa KOJIIKOTO € B3MOXHO No-6bp30, 3@ [a ce MOCTHIHE Hali-HUCKATa TepareBTUYHA
7103, KOATO BOH 110 K€NaHKs KTHHUYEH edekT. [IHeBHaTa 103a Tpadsa na Gbae ajanTupaHa crpaMo
KIIHHUYHHA OTIOBOD, 33 A2 CE ONpeaey Hal-HHCKaTa e(heKTHBHA /1034 33 MHAMBUTY ATTHHAS NaLHEHT.
Cpennara aHeBHa n03a 0OGMKHOBEHO Bapupa mexay | 000 u 2 000 mg Baimnpoar. [laiueHTH, KOHTO
[OMy4aBaT AHEBHU 03H NO-BUCOKH OT 45 mg/kg TenecHo Terno aHeBHo, Tpabea aa 6Gbaat
BHUMATEJIHO MPOC/IeAIBaHH.

IlpoabwkaBaHeTo Ha TeHeHHETO 32 MAHHMIHH EMH301M TIPH GUIIOTAPHO pa3CcTpoHCTBO TpaOEBa Aa ObAe
ananTHpPaHO HHAUBUIYAIHO, KaTO Ce M3I10JI3Ba Hal-HUCKATA e)eKTHBHA /1034.

Crnenyandy nonynaalyy

Heya

Enunencus

OT nepopaiHHTe NeKapCTBEHH GOPMH, ClIeIHHTE IEKAPCTBEHH (OPMH ca M0-NOIXOAAIIH 34
MpuiaraHe fp aeua Ha Bp3pacT nox 11 roaunu (caporn, rnepopaieH pasTBop U rpaHysiu).

IIpy mauneHTH ¢ 6B0peyna HeIOCTaTLYHOCT

[Ipu naunenTH ¢ 6pOpeyHa HEJOCTATEYHOCT MOXE 12 CE HANIOKK HAMATABAHE Ha 104
YBCIIHYABAHE HA [103aTa NPM NMallHEHTH Ha XeMoauaiu3a. Harpues BaﬂnpoaT/Baﬂnp 5
OTAes MpH [nanu3a (BxK. Touka 4.9). JosupoBkara Tpa6Ba aa ce MpoMeHs criopex K

[pocleasBaHe Ha MauMeHTa (Bx. Touka 4.4).



bunonspHo pascrpoiicTeo

{Ipu deya u ronowu

EdukacHocTra Ha Jlemakun XpoHo 500 mg 3a jieueHHe Ha MaHMIHY enH30H NpH SUNOJAPHO
Pa3CTPOHCTBO He ca OWM OLIEHSBaHM [IPH NMALHEHTH Ha BB3pacT noJ 18 roauny. 3a HHpOpMaLHA
CBbp3aHa ¢ 6€30MacHOCTTA NPH JeLa BHikTe Touka 4.8.

Zleua oT KEHCKH MO M KeHH ¢ eTepoieH MOTeHLHA

Jleuennero ¢ Jenaxun XpoHo 500 mg Tpa6ea na ce 3arouHe W HaBMIONABA OT CIIELMAIHCT C ONHT B
JISHCHHETO Ha EMTUIIENICHA WIH OHIIONAPHO paicTpoiicTeo. Bannpoar He TpsaGsa na ce w3nonssa npu
AcUa OT HKEHCKH IMOJ U )KE€HH C NETEPOAEH NMOTEHLHAN, OCBEH KOraTo JAPYrHTE JICUSHUS Ca
Hee(PEKTHBHU HITH He ce NoHacAT 2o6pe (Bxk. ToukH 4.4 1 4.6).

[lonzata # pUCKBT TpAOBa BHUMATENHO 1A C€ OLCHABAT NPH PYTHHHHUTE NpErean Ha ISYEHUETO.
Bannpoart ce npeanucBa M OTIYCKa B CHOTBETCTBHUE C [lporpamara 3a npeana3ssaHe ot 6peMeHHOCT
npu ynotpeba Ha Bannpoar (Bx. ToukH 4.3 u 4.4).

3a mpeanovMTaHe € BaINpoar Aa ce NpeannHcBa KaTo MOHOTEpanks B Hai-HUCKaTa e(EKTHBHA R03a,
aKo € BE3IMOXKHO KaTo JIeKapCTBeHa (popMa ¢ YABbILKEHO ocBoboXK NaBaHe, 3a 1a C& NPeNOTBPATAT
BHCOKH MHKOBH [U1a3MEHH KOHUEHTpaUuH. [lHeBHaTa Ao3a TpsOBa Aa O6bae pa3djieneHa Hali-Manko Ha
JB€ €AHMHUYHH RO3H (BXK. TOUKa 4.6).

Mubxke
[Ipenopbusa ce neuennero ¢ Jenakuu Xpoxo 500 mg aa ce 3anoune u KOHTPOJIHpa OT CIELHANTHCT ¢
OTHT B JICYCHHETO Ha ENHUIENICHA HIIH OUNONAPHO pa3cTPOHCTBO (BXK. TOUkH 4.4 1 4.6)

Cnea ocBoG0oXKaaBaHETO HAa AKTHBHOTO BELIECTBO, B XOAa Ha npoueca Ha 3abaBeHO 0CBOOOXKAaBaHE U
B CNCICTBHE OT NMPHPOAATa HA MOMOIIHMTE BEWIECTBA B CHCTaBA MY, HHEPTHHAT MATPHKC HeE ce
abcopGupa OT XpaHOCMHIIATE/HHS TPAKT, a CE ENMMMHHHPA C H3MPAKHEHUATA.

4.3 IIpoTHBOnOKA3anHSH

Henakun Xpono 500 mg e npoTHBOnoOkasaH npy crieaHUTE CHTYALHH:

- CBpPbXYYBCTBHTEAHOCT KbM HATPHEBR BANINPOAT, AHBANNPOAT, BAJANMPOMHA, HIH KbM HAKOE OT
MOMOUIHHTE BELIECTBA, U3OPOEHH B TOUKa 6.1.

- OcThbp XenaTuT UK XpOHHUYEH XENaTHT.

- Jluyna unu paMUnHA aHAMHERA 34 TEXBK XEMNaTHT, 0cOBEHO CBbP3aH ¢ JIEKapcTRa.

- Yepunoapobua nopgupus.

- Bannpoart e npoTuBONOKa3aH NpH NaLMeHTH ¢ MHTOXOHAPHUATTHH HapyLUEHUSA, IPHYHHEHH OT
MYTalluH B AAPEHHA reH, KOAUpall MUTOXOHAPHAIHUA €H3UM noauMepasa y (POLG), namp.
cHHApoM Ha Alpers-Huttenlocher, kakto u npu aeua noa neeroamiina BB3PACT, 3a KOUTO ce
CMATa, 4 UMAT HapylieH#ue, cBbp3aHo ¢ POLG rena (Bx. Touka 4.4).

- llaneHTH ¢ U3BECTHH HapylIeHH B YpeHHMA LMKBI (BXK. TOUKA 1.4).

- HalmeHTH ¢ HEeKOpHTHpaH CUCTEMEH MBPBHYEH KAPHHTHHOB AeduuMT (BXK. Touka 4.4
[lauueHTH ¢ pUCK OT XUNOKAPHUTHHEMMA ).

JleyeHue HA enuencus

* IO BpeMe Ha OPEMEHHOCT, OCBEH KOraTo HAMa MoaXOASLIO anTepHATHBHO fleHeHUe (BXK. TOYKH
4.4 u 4.6).

*  TIPUIKCHH € NE€TEPOAEH NOTEHUMAN, OCBEH KOraTo Ca M3ITb/IHEHH YCIOBHATA Ha [Iporpamata 3a
npeanassane OT SpeMeHHOCT (BXK. ToukH 4.4 1 4.6).

Jleuenne Ha OUNONAPHO pa3cTPONCTRO:

* MO BpeMe Ha OpeMeHHOCT (Bxk. ToUkH 4.4 u 4.6).

*  MPHIKEHH C AETEPONEH MOTEHIIMAN, OCBEH KOTATO Ca M3MBIHEHH YCJIOBHS
npeanasBaHe 0T OPeMEHHOCT (BK. TOUKH 4.4 U 4.6).




4.4 Chneunanuu npeaynpexieHHs H NpeaNa3HH MEPKH NPH ynoTpeba

| Momuueta/leBolixn/AKenn ¢ nerepojen norennuan/bpemennocr:
Henakuh XpoHo 500 mg He TpsabBa na ce M3MON3Ba NPH MOMHYETA, JEBOWMKH, MPH HKEHH C

AeTepoieH NOTeHIAN WM OpeMEHHM XXEHH, OCBEH B Cy4dail, KOraTo aTepHaTUBHHTE fIe4EHHUs Ca

HquJEKTHBHH MK HC CC IMOHACAT NMOpagn BUCOK T€paTOreHEH NOTEHUHAT H MNOBHIIEH PHCK OT

CEpHO3HH HapylilleHHs B pa3BHTHETO Ha OebeTa H3noxkeHH BETpeyTpobHO Ha Bannpoat. [Tonsara u

PHCKBT TpAOBa BHUMATEITHO 1a C€ OLIEHAT NO BpeMe Ha PYTHHHHU Nperieu, npes mydeprera K
CHELIHO KOTaTo KeHa ¢ ACTEPOAeH NoTeHUHa, NeKyBaHa ¢ Jlenakun Xpono 500 mg nnanupa
OpemeHHOCT WITH NpeacTon 6peMeHHOCT.

JKeHH ¢ neTeponeH noTeHUMan TpAbBa 1a H3NON3BAT eeKTHBHA KOHTPALIENLMS MO BpeMe Ha
neyenure U aa Obaat HHGOPMUPAHH 33 PHCKOBETE CBBP3aHK ¢ ynoTpebara Ha Jlenakun XpoHo
300 mg no BpeMe Ha HpeMeHHOCT (BX. Touka 4.6).

JlexapsT TpabBa 1a rapaHTHpa, Y€ Ha NalMeHTKaTa € NPeaoCcTaBeHa MbiHa HHGOpMaLlMs 3a
PHCKOBETE, KAKTO U CHOTBETHH MaTepHaliH, KaTo Opolurypa 3a nalHeHTa, 3a Ja NoANOMOrHe
pazbUpaHeTo i OTHOCHO PHUCKOBETE.

MenHuMHCKHAT creurdanucT Tpabea na e ybeaeH, ye nauMeHTkata pa3bupa:

. ECTecTBOTO M TEXECTTa HA PHCKOBETE NPH EKCNO3HLIKA 110 BpeMe Ha BpeMEHHOCT, No-
CMELIHAIHO 33 TEPATOTE€HHHY PUCKOBE U HAPYLIEHUA B Pa3BUTHETO.

. HeobxoauMocTTa ot eheKTHBHA KOHTpaLeniuA.

. HeobxoanmMocTTa oT peaoBeH nperie u OLIEHKE HA JICUEHHUETO.

. Heobx01MMOCTTa OT criewHa KOHCYNTaLMA, AKO MaHUpa OPEMEHHOCT WIM € Bb3MOXKHA

OpeMeHHOCT.

IIporpama 3a npeana3BaHe oT GpeMEHHOCT

Bannpoat #ma BUCOK TepaToreHeH NOTEHLMAN H AELIaTa, C eKCIIO3HIINA in ufero Ha BaJINpoaT ca ¢

BUCOK PHCK OT BPOAEHH MalIpOPMALIHA M HAPYILIEHUA B PA3BUTHUETO Ha HEPBHATA CUCTEMA (BXK.
TOUYKa 4.6).

Henakun XpoHo 500 mg e npoTHBOMOKazaH NpH ClneaHUTE CHTYaLIUK:

JledeHue HA eNUIencUs

. 110 BpeMe Ha OpeMEHHOCT, OCBEH KOTATO HAMA NOAXOAALIO aNTEPHATHBHO NeYeHHe (BK.
TOYKH 4.3 1 4.6).

b INPH KEHH € NETEPOACH NMOTCHLIHAJI, OCBEH KOIraTO ¢a H3ITbJIHEHH YCJIOBHATA Ha ﬂporpamam

3a npeana3Bade o1 OpeMeHHOCT (Bx. TOYKH 4.3 u 4.6).

JleyeHue Ha GUNOAAPHO PA3CTPOACTBO
. o BpeMe Ha OpeMeHHOCT (Bx. TOUKkH 4.3 1 4.6).

. NIPH XEHHU C AeTepOeH NOTEHUMA, OCBEH KOTAaTO Ca U3MbAHEHH ycnoBuaTa Ha [Iporpamara

3a ripeana3saHe ot OpeMeHHOCT (BxK. TOUKH 4.3 ¥ 4.6).

Ycaosua Ha [porpamara 3a npeanassaxe oT GpEMEHHOCT

[NpeanucBalnusaT nexkap TpadBa aa rapaHTupa, ye

. HHAHBHAYAIHHTE 00CTOATENICTBA TPAORA 1a OBAAT OLEHABAHHM BbB BCEKH OTAENER
KATO NAalMEHTKATa OB/ BKIIOYEHA B IUCKYCHATA, 33 114 C€ rapaHTHpa aHra Q\Wﬂ
ce 00CHAAT TEpaneBTHYHHTE BE3MOKHOCTH H 1a C€ rapaHTHPa HEHHOTO p /u PEHCT

PHUCKOBETE ¥ HEOOXOAMMHTE MEPKH 3a CBEXIAHE HA PUCKOBETE JO MUH A0
. MOTEHUHANBT 34 HACTBINBAHE Ha OPEMEHHOCT € OLIEHEH MPH BCHYKH ALY ?r v
non; !
@
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. nauMeHTKaTa e pasdpana v npuena pUCKOBETE OT BpoAeHH MatGOpMAailiK M HapyLLIEHHUS B
Pa3sBUTHETO Ha HEPBHATA CHCTEMA, BK/IIOYUTENTHO CTENEHTA Ha TE3H PHCKOBE 3a AELaTa, C
CKCMO3HLINA in ufero Ha BAJINPOAT,

. nauyeHTkaTa pasbupa HeoOX0AMMOCTTa OT NPOBEXKAaHEe Ha TECT 3a OPEMEHHOCT NpeaH
3aMOY4YBaHE HA JIEYEHHUETO M IO BpEME Ha JISUSHHUETO, KaKTo € HeoOX0aAUMO;

. NalMEHTKATAa € KOHCYITHpaHa No OTHOUIEHUE HA KOHTPALEILHATA U € B ChbCTOSHHUE JIa Ce
cb0Opa3su ¢ HeOOXOAUMOCTTA OT H3NOA3BaHE HAa ePEKTHBHA KOHTPALIETILIUA (33 JOTbIHHTEHHY
MOAPOOHOCTH, MO BHXKTE MOATOUKA ,,KOHTPALIENLMA“ Ha TOBa NpeAyNpexAeHHE B KapeTo),
bes npexbeBaHe 110 BpeMe Ha LiesTHA MEPHOA Ha JICYEHHUE ¢ BAJINPOAT;

. MauMeHTKaTa pa3dupa HeOOXOIMMOCTTa OT peoBeH (MOHE BEAHBX MOAHLIHO) nperyen Ha
JIEYEHHETO OT CNICLIMATHCT C OTUT B JICYEHHETO Ha €NWIENCHsA, OUMOIAPHO pa3cTPOHCTBO;

. NaLHeHTKaTa pasdupa HeoOX0AMMOCTTa 1a ce KOHCYITHpA ChC CBOA JIeKap BeHara LIoM
IUiaHHpa OpeMEHHOCT, 3a /1a C€ OCHIYPH CBOEBPEMEHHO O0CHKIAHE U IPEMHHABAHE KbM
aTCPHATHBHH BBE3MOXCHOCTH 32 JIEUeHHE NPEIH 3a4EBAHETO U NPeJH 1a ce NPEKPATH
KOHTPALIC[ILHATA;

. NalMeHTKaTa padbrupa HeoOX0AMMOCTTa OT cHelliHa KOHCYATALMSA ChC CBOS JIEKap B C/Tydaii Ha
OpeMeHHOCT;

. MalHeHTKaTa € nony4ynna PekoBOACTBO 3a NauueHTa;

. NaLMEHTKaTa NOTBBbPKAABA, Ye € pa3bpana onacHOCTHTE M HEOOXOAUMMTE MPEANA3HA MEPKH,
CBBP3aHU ¢ ynorpeOara Ha pannpoart (loauiuen opMynsp 3a NnoTebpiaeHHe 0CH3HABAHETO
Ha pHCKa).

Te3n ycnoBHA ce OTHACAT U 3a XEHH, KOMTO MNOHACTOSALIEM HE Ca CEKCYalTHO aKTUBHH, OCBEH KOTaTo
MPEANUCBAIIUAT JIEKap CMATa, Y€ ChLUECTBYBAT yOSAHTETHH NPHHIHHM 1 CE MIOCOUH, Y€ HAMA PHCK
OT HacTbMNBaHE Ha OPEeMEHHOCT.

Jeua ot KeHCKH noJ

. INpexnuceauure nekapu Tpabea Na ca CUrypHH, Ue POAHTETHTE/TIONArALIMTE FPHIKH 33 lela
OT YKCHCKH MoJT pa3bHpaT HEOOXOOMMOCTTA 1a CE€ CBBPXKAT ChC CMNELIMATHCT BEAHAra cief
KaTo AETeTO OT MEHCKH [0/, KOETO NPpHEMa BAINPOAaT, NOMYYH MEHApPXE.

. IpeanucpalHuaT nexap TpabBa fa rapaHTHpa, Y€ POAUTENHTE/NONATALIATE MPHXKH 3a JeLa OT
>KEHCKH NOJI, KOMTO ¢a NOMY4YHIH MEHapXe, ca Noay4nunu noapobHa HHbOopMalLUg 3a
PHCKOBETE OT BPOACHH MalihopMalMK M H30CTaBaHe B Pa3BUTHETO HAa HEPBHATA CHCTEMa,
BK/TIOYHTETHO CTETICHTA HAa T€3H PUCKOBE 33 I€LATA C KCIIO3UUMA i1 ufero Ha BANpOAT.

. IIpn naLMeHTKH, KOMTO ca MOMYYHIXH MEHApXe, MpeanHCBaLLHAT Jiekap Tpa6Ba 1a npeoueHsBa
€XXETOIHO HY KIaTa OT TEpanus c Balnpoar ¥ Aa OOMHCIH aJITEPHATHBHY BL3IMOXHOCTH 3a
neyeHHe. AKO BaJINpoaT € €IMHCTBEHOTO NOAXOAAO JeYeHHe, TpadBa fa ce o6cham
HEOOXOAMMOCTTA OT M3MO/I3BAHE Ha e(PeKTHBHA KOHTPALENIIMA H BCHYKH APYTH YCIOBUS Ha
[Iporpamara 3a npeana3paxe oT GpeMeHHOCT. CneuHaATHCTHT TPAOBa 12 MOMOKH BCHUYKH
YCWIHA AETETO OT XKCHCKH MM0J1 Aa MPEMHHE Ha aNTEPHAaTHUBHO JIEUYEHHE, NIPEaH 1a €
HaBbPIIWIO MLIHOJETHE.

Tect 3a OpemeHHOCT
[lpean HavanoTo Ha sleueHHeTO ¢ BaNpoat Tpsa6ea na ce Wikmouu GpemeHnocT. He Tpsabea na ce
3aN04Ba JICYCHHE C BAJINIPOAT MPH KEHH ¢ ACTEPOCH NoTeHUHan 6e3 oTpHUATeNIeH pe3yaTaT oT
TECT 32 OPEMEHHOCT (KPBBEH TeCT 3a 6peMEHHOCT), MOTBBPICH OT NeKap, 3a [a ce H3KTIOUH
HEXKenaHaTa ynotpeda no Bpeme Ha OpeMeHHOCT.

KoHTpauenuus
KeHHTe ¢ neTepoaeH NOTEHUHAN, HAa KOUTO € MPEeANHCaH Bannpoar, TpadBa 1a U3no/

eeKTHBHA KOHTpaLeNnuMa 6€3 NPeKbCBaHe Npe3 LEJIHs MEPHO HA IEYEHHE C BAIITIPY

3

OpeMeHHOCT M TpaOBa Aa 6bAAT HACOUEHH 3a CHBET OTHOCHO KOHTPALENLIHS, KO F
epeKTHBHA KOHTpauenuus. TpsaOBa fa ce H3NM0/I3Ba Hall-MaIKo €IMH eEKTHBEH
KOHTpaLENLUHA (38 NPeANOYHTAHE HE3ABHCHMA OT NoTpebuTens gopMa, KaTo Hanp
BbTPEMATOYHA CITHPAJIA HIH HMIUIAHTAT), HIH ABE JOMBLJBALUM C¢ GOPMH HA KOH
BmMounTeHO DapuepeH meton. UuausuayanHute oberoatencrea tpabea 1a ce oLl

' H



BCOKM OTIENEH Clly4aH, korato ce H30upa MeTol Ha KOHTpaLETILIMA, KaTo MaUMeHTKaTa TpabBa aa
ce BKIIIOUH B OOCHKIAHETO, 3a /1a C€ rapaHTHpa HEWHATA AHTAKHPAHOCT M CMIa3BaHETO HA
W30paHHTe Mepku. [lake 1a MMa ameHoped, T2 TpA6BA a cna3Ba BCHUKM ChBETH 32 epeKTHBHA
KOHTpaLELMA.

CpeAcTBa ChALPXKALUK ECTPOreH

EnnoBpemenHara ynorpe6a Ha cpeacTBa ChABPXKAILM ECTPOTEH, BKTIOUHTENHO ChIbPKALIHN
€CTPOreH XOPMOHAIHK KOHTPAaLUENTHEH, OH MOriia a HaMaTH e(PHKacHOCTTA Ha BANNpoar (Bx.
To4xa 4.5). llpennucsauwmre neuerne Tpa6sa na NpocneasBaT KIHHHYHHA OTTOBOP (KOHTpON Ha
NpHNanbLUXTE H KOHTPON HA HACTPOSHHUETO), KOraTo 3afo4yBaT UM NPEKBLCBAT MPHEMA Ha
MPORYKTH, CBABPXKALLUH ECTPOIEH.

Ot Apyra cTpaHa BaINpoaT He HaManABa e(pUKACHOCTTa HA XOPMOHAITHHTE KOHTPALEeNITHBHU

['oauilieH npernea Ha NEYEHHETO OT MEAULIMHCKH CIELUATHCT

CrneuHanucTsT TpAGBA NOHE BEAHBXK FOANILHO Ja NPELEHABA JaH BAJINPOAT € HaH NOoAXOAAIIOTO
Ne4eHHE 3a nauueHTa. CneuyanuctsT Tpabra ga o6cban ogumHKa hopMyITap 3a NOTBBEPKIEHUE
OCBH3HABAHETO HA PHCKA NPH 3aMo4BaHe Ha JIYEHHETO W IIPH BCEKH FOAMLICH Npernes, U Aa .
rapaHTHpa, Ye NauMEeHTHT € pasdpan CbaABPKAHHETO MY.

IlnaHupade Ha OpeMeHHOCTTa

3a Moka3aHHUETO eNUNENCHS, aKo XKEHaTa UiaHupa Na 3abpeMeHee, TepanuaTa ¢ Bajnpoar Tpabsa na
C€ MPEOLEHH OT CMNIEUMANUCT C ONMT B IEHEHHETO HA ENUIIENICUA H 1a Ce OOMHCTIAT a/ITEPHATHRHH
BBb3MOXHOCTH 3a NlevyeHue. Tpsadsa na ce NonoxaT BCHUKK YCHNIHS, 33 14 C€ NIPEMHUHE Ha
MOXOAALIO ANTEPHATHBHO JICUEHHE NPENH 3a4YEBAHETO H [IPeH NMPEKPATABAHE HA KOHTPALIENLIMATA
(Bic. To4Ka 4.6). AKO CMAIHATa Ha JIEHEHUETO He € BE3MOXHA, XeHaTa TpA6Ba na Nnomyyu
AOMBJIHUTENHA KOHCYJITAUHA OTHOCHO PHCKOBETE C BAANpOAaT 3a HEPOAEHOTO AeTe B MOJKpena Ha
HH(POPMHPAHOTO il B3EMaHE HA PELWICHHE OTHOCHO CEMEMHOTO ILTaHUpaHe.

3a nokasaHHeTo GHMONAPHO PasCTPOHCTBO, KO XKeEHATA IU1aHKpa /1a 3abpeMeHee, TpaGBea aa ce
NMPOBENE KOHCYITALIHA CBC CHELIMANIHCT € ONMT B JIEYEHHETO Ha GUNIOAAPHO pascTpoNCTBO U
JIEUEHHETO C BAINpoaT TpsabdBa a Ce NpeyCcTaHOBH, H ako € HeOGXOUMO Aa ce APEMHHE Ha
ATTEPHATHUBHO JICYEHHE NPENH 3aUEBAHETO Y NPEH NMPEKPATABAHE HA KOHTPALELMSTA.

B ciyuail Ha OpeMeHHOCT
AKO 3eHa, KOSTO Ce IEKyRa ¢ BaJINpoarT, 3abpeMetee, T4 Tpabpa He3a6aBHO 1a ce HACOYH KbM

CNICLHANTHCT, 32 [1a CE MPEOLIEHH JIEYEHHETO C BAIPOAT U [1a ce 00CHAAT ANTEPHATHBHU
Bb3MOXHOCTH. [TaLMeHTKHTE ¢ eKCNO3HUMS Ha BANNPOAT MO Bpeme Ha GPEMEHHOCT W TEXHHTE
MapTHLOPH TPAOBa Aa ObAAT HACOYEHH KbM CHICLHANHCT C ONTUT B TEPATOMOTHATA 3@ OLEHKA H
KOHCY/ITHpaHe OTHOCHO eKCIIOHHpaHaTa OpeMeHHOCT (BK. TOUKa 4.6).

®apMaLEeBTHT TpAOBa 1a rapaHTHpa, ye:

. PH BCAKO OTITyCKaHE HA Bannpoar e npeaocrtaseHa Kapra Ha nauveHTa v naupeHrkuTe
pazbupat HEHHOTO CHAbPKAHME.
. NALMEHTKHTE Ca NOCHBETBAHH 14 HE CIIMPAT JICYEHHETO C BAINPOAT M He3a0aBHO Aa ce

CBBP’KAT CBC CMICLIHAIUCT NMPH IUTAHHPpaHa WIH MOA03HpaHa OPEMEHHOCT.

Obyuutennu Matepuanu
3a 1a ce NoANOMOrHaT MEIHLIMHCKHTE CHELHATHCTH H NALIMEHTKHTE Ja ¢e HiberHe ekcno3uLMaTa

Ha BaNMpOAT MO BpeMe Ha OpeMEHHOCT, NPHTEXKATENAT Ha Pa3peLIEHHETO 3a yroTpeba ¢
NPENOCTaBUI OOYYHTENHH MaTePHaH 3a NOICHIBAHE HA NPELYNPEXKICHHATA H MPEAOCTABIHE Ha |
YKa3aHHs OTHOCHO y1oTpebaTa Ha BANNPOAT IIPH KEHH C JeTEPOeH NOTEHUHAN U UpPTT HASHD R
ChAbp)KaHHeTo Ha [Iporpamara 3a npeanassane ot OpeMeHHOCT. Ha BCHUKH xeHy
NOTEHLHAJ, KOMTO H3NON3BAT BAINPOAT, TpAORa 2a ce npenoctaBu PrKOBOACTEG
Kapra Ha mauueHra.




Tpabsa na ce usnonssa IN'oouiuex GopMynsap 3a NOTBBPKAEHHE OCHIHABAHETO HA pHCKa NpH
3aMOYBAHC Ha JICHEHHETO H MO BPEME Ha BCEKH FOAHLIEH NPET/AE/ Ha JIEYEHHETO ¢ BANNPOaT OT
CHELHATHCTA.

Ynotpeba npy naiMeHTH OT MBXKH I1OJT

PerpocnekTBHO 00cepBaliHOHHO NMPOYYBaHE NOKA3Ba MOBUIIEH PHCK OT pa3cTpo#cTBa Ha
HEBPOJIOrHYHOTO pasBuTHe (neurodevelopmental disorders, NDD) npu neua, uumto 6atuu ca
JIEKYBaHH C BAJINPOAT Mpe3 3-Te MecewLa Nnpey 3a4€BaHeTo, B CpaBHEHHe ¢ JeaTa, YHHTO 6alliy ca
JIEKYBaHH C JIAMOTPHXKHH WIIH JIEBETHpaLIETaM (BX. ToUKa 4.6).

Karto npeanasha msapka, npeanucsaimTe nekapH Tpabsa aa HHPOPMHPAT NALMEHTHTE MBXKE 3 TO3H
MOTEHLMANEH PHCK (BX. TOUKA 4.6) U Ja 06¢HAAT HeOBXOAUMOCTTA OT 06MHCIAHE Ha ebeKTHBHA
KOHTPALCTILH, BKJIIOYMTE/IHO H 338 MapTHLOPKATA, [10 BpEME Ha yroTpebaTa Ha BANNPOAT H B
MPOABJDKCHHE HA NMOHE 3 Mecela ciie] NpeKpaTaBaHe Ha ieYeHHueTo. [TauMeHTHTe OT MBXKKH Mon He
Tps0Ba a NapABaT CriepMa Mo BPEME HA JIEYEHHETO H B MPOIb/KEHHE Ha NOHE 3 Mecewa chen
NpEeKPATIBaHE Ha JIEYUEHHETO.

[TaupeHTHTE OT MBKKH NON, IEKYBAHH C BAINPOAT, TPAGBA PEAOBHO a ce NperexIar ot NeKyBaLus
rd JIeKap, 3a Aa ¢ NPELIeHH AanH BANNpoaThT OCTABA HAM-NOIXOAALIOTO JICUEHHE 34 TAX. 33 MaLlHEHTH
OT MBXKKH [10J1, KOMTO IU1aHKPAT [1a 3a4€HaT aeTe, TpaOBa na ce OOMMCNAT U 1a ce 00ChbadT ¢ TAX
NOAXOAALIH ANTEPHATHBH Ha NevdeHUeTo. B1B BCekH oTAeneH cmyyait TpabBa 4a ce OLeHST
HHAUBHIYANHHTE oOcTosTencTea. [IpenoppunTenHo € npu HEOBXOAUMOCT A3 Ce MOTBPCH ChBET OT
CMELHATTHCT C OMHUT B IEYEHHETO HA EMH/IENICHA HIIM GHMONSIPHO pa3CcTPOHCTRO.

Hanuunu ca 00yunTeHn MaTepHani 3a MeIMLIMHCKH CMELMATHCTH K NalMeHTHTe Mbxke. Ha
NALHCHTUTE OT MBXKKH 11071, H3MO3BALUM BANIPOAT, TpAOBA Ja ce NPea0CTaBH PLKOBOICTBO 32
TaLMeHTa.

Hpedynpesicoenun

Texcko yspesicoane Ha ueprun Opo6

YCIOBHSA 33 Bb3HHKBAHE

Panko ca HabmoaaBaHu TeKKY HEPHOAPOOHH YBpPEXKIaHNS, 3aBbPLIBALIH NOHAKOTA daraiHo.
OnuThbT HoKa3ea, Ye NALKEHTH C NMO-BHCOK PHUCK, 0COBEHO B CITyYauTe HA MHOXKECTBEHA
AHTHKOHBYJICHBHA TE€palHs Ca aeLa Ha Bb3PacT M0 3 rOAMHH C TEKKH NPUIAAbLHU, 0COOEHO TE3H ¢
MO3bHHH YBPEXKIaHHA, 306aBeHO YMCTBEHO Pa3sBUTHE WHIIM BPOLEHH METABOIHTHH HapyLIEHUS,
BKTIOYMHTETHO MHTOXOH/IDHATTHH HapYIIIEHHA KATO KAPHUTHHOB Ae(PHLUMT, HAPYIUEHHS B YpeitHHS
Lk b1, POLG MyTauunu (8. ToukH 4.3 1 4.4) unn aerenepatieHM 3abonsBanus.

Cnea 3-roauuiza BB3pacT, PHCKBT Ce pefyLMpa 3HAUMTETHO U IPOrPECHBHO HAMAIIABA C Bb3pacTTa.
B noseuero cay4au, TakMBa YEPHOAPOOHH YBPEX/IaHUS ce YCTAHOBSBAT B TbPBHTE 6 Mecela Ha
JIEYEHHETO.

CumnToMaTHka
KJIMHHYHUTE CHMITTOMM €a OT ChLUECTBEHO 3HAYEHHE 32 NOCTABAHETO HA paHHa auarHo3sa. [lo-
CNELHATHO, CACAHUTE CHCTOAHHA, KOMTO MOFaT Aa NPeAXOXKAAT KBIATeHHUATa, TpAOBa 1a ce BleMar
npeaBHA 0COOEHO NMPH PUCKOBH NAaLMEHTH (BXK. o-rope ,,Ycaosus 3a Bb3HHKBaHe™).

- HECMELMPHYHH CHMITTOMH OGHKHOBEHO C BHE3AMIHO HAYalo, KaTo aCTEHHA, AHOPEKCH, NeTaprua v
CBHIMBOCT, KOHTO MOHAKOTA C€ NPUAPYKABAT ¢ MNOBTAPANIO CE MOBPbLUAHe H KOPEMHH GOJIKH.
- IPH NAUMEHTH C €MWIENCHS, MOBTOPHA NOABA HA CEPYOBETE.

Haunenture (win cemeiicTBata Ha GonenyBawu nena) Tpabea na 6LAAT MHCTPYKTHYS iR\Ra
cboOLIaBaT BeHAra Ha JIeKyBalllUA JI€Kap NOsABaTa HA TAKHMBA cuMIToMy. Hezaba /"
H3BBPLIH J1aDOPATOPHO M3C/EABaHE Ha YepHOAPOOHATa DYHKLMA B AONbAHEHHE Kbl
npernea.

Habnrogenus



H3cneasanus Ha yepHOAPOGHHTE QYHKUMY TpsOBa fa ce M3BLPLIAT NPENH IEYEHUETO, CIE] KOETO
TICPHOUYHO NPE3 TbpBHUTE 6 Mecena ot Tepanuarta. Cpen o6HyaitHKTe U3C/IeABAHNS, Hall-3HAYHMH Cca
M3CICABAHHUATA, KOUTO OTPA3ABAT IPOTEHHOBHA CHHTE3, OCOBEHO NIPOTPOMEHHOBOTO BpEME.
[NoTebpKaaBaHETO Ha HEOOHUYATHO HHCKO NPOTPOMOHHOBO BpeMe, 0COBEHO 3a€HO ¢ APYTH
nabopaTOpHH OTKIOHEHHA (3HAYMTENHO HAMATIABAHE HA ¢ubpuHoreHa U koarynaumMoHHKUTE dakropu;
MOBULIEHO HUBO Ha OIIMPYOUH H MOBHILEHH TPAaHCAMHHA3M) HANaraT CIHPAHE HA TeparuaATa ¢
HenaknH Xpono 500 mg. Kato npennasHa mapka 1 s CTy4aH Ha €AHOBPEMEHEH NMPHEM Ha CaTMLIIATH,
NOCNEAHHTE CBILO TPAOBA Ja Ce CIpaT, Thil KATO Te HMAT CbILMA LT Ha MeTabomH3upaHe.

ITankpeamum

MHOr0 psifiko ca NOKJIAZBAHH CTYYAH HA TEXBK NAHKPEATHT, KOUTO MOXe J1a ca ¢ (aTalieH H3XOI.
TakuBa ciryyan Morar na ce HabMIONABAT HE3ABUCHMO OT Bb3pacTTa H NPOIL/DKHTENHOCTTA Ha
TepanuaTa. MankuTe neua ca ocobeHo puckosa rpyna, HO TO3M PMCK HaMa/lABa C YBeJIMYABAHE Ha
Bb3pacTTa. TeXXKUTe rbpYoBe, HEBPOIOrHYHHTE HAPYILEHHS HTH AHTHKOHBYJICAHTHATa Teparus MOrar
Ia ca pHCKOBH (pakTopH.

HepHoapo6HaTa HEROCTATLYHOCT C NAHKPEATHT MOBHILABA pHCKa OT daTaneH u3xox,

INauyenTure ¢ ocTpa kopemHa Gonka TpaGea He3abaBHO n1a Gbaat npernenaHyd. B ciyyaii Ha
MTAHKPEATHT, JICHEHHETO C BAMpoaT TpiOBa Ja ce NpeyCcTaHoBH.

Cyuyuonu mucnu u nogedenue

Cvo0uiaBaHy ca CyMUHANA UOCALIMA H MOBEACHHE IpH MALHEHTH, NEKYBAHH ¢ AMPOTHBOEUIETTHYHH
CPEACTBA MPH HAKOKO NoKa3aHus. MeTaaHaau3 Ha paHIOMM3HpaHH 1aue6o KOHTPOJIHpaHH
HSITMTBAHHA Ha IPOTHBOCTIMIEITTHYHH JIEKapCTBa ChLIO N0Ka3Ba cn1abo NOBMIIEH PUCK OT CYHIIHOHA
HAcalHs U noBeaeHHe. MexaHH3MBT, KOHTO 06yCaBs TO3M PHCK HE € M3BECTEH W HATHYHMTE DRaHHH
HE H3KIO4BAT BB3MOXKHOCTTA 32 MOBHILEH PUCK NMPH NPUEMAHE HA HATPUEB BaNnpoat/painpoesa
KHCennHa. CliefoBsaTesTHO, NalMeHTHTe TpAGBa aa 6uaat MpOCAeABaHH 3a MPH3HAUM HA CYHLMAHA
HIICalus H NOBEACHHUE H TpaOBa na 6bae oOMucneHo noaxoasio neuenne. IauueHTute (n
GonuHorneaaunre) Tpadsa na 6bIAT CHBETBAHH 13 TbPCAT He3a0aBHO MEAMLIMHCKA KOHCYITALM, aKo
BB3HHKHAT MPU3HALIM HA CYMLIHAHA Healus WK NMOBEICHHE.

Cpeocmea, cvovpicauu kapbanenem
Eanospemennara ynorpefa Ha HaTpues BA/INPOAT/BANNPOCBA KHCENHHA H kapbaneHeM He ce
NpENopHYBa (BXK. CHIIO TOYKa 4.5).

IMayuenmu ¢ uzsecmno unu nodoszupano MUMOXOROpuAnno 3aboireane

Bannpoat mMoxe na npean3suka wiM aa BAOIIH KITHHHYHHTE PHU3HAUM Ha MOJLIeXKAalllHTe
MHTOXOHAPHANHH 3a00/14BaHHUA, TPHYHHEHHN OT MyTalMK B MHTOXOHApHanHaTa JIHK, kakTo u B
konupaina POLG sapeH ren. Mo-cneunanto, rno-BHCOK MPOLCHT Ha BANMPOAT-HHyIMpaHa 0cTpa
HEPHOIPOOHA HEAOCTATEYHOCT H CBBP3aHA C YEPHHS Apod CMBPT ce cbob1iaBa NPU NALKMEHTH ¢
HAC1eICTBEHN HEBPOMETAOONHTHU CHHAPOMH, NMPUYHHEHH OT MYTALIHH B KOAUPALLMAT
MHTOXOHADHAIIHKA eH3UM nonumepala ¥ (POLG) ren, Hanp. cunapom na Alpers-Huttenlocher.
Hapyuweuus, cewpsann ¢ POLG, Tps6Bsa na ce NOAO3HUPAT NPH MAUKMEHTH C paMKIHA aHAMHE3a WIH
HacoqBalllH CHMITTOMH Ha CBbp3aHO ¢ POLG HapylieHue, BIIOUHTENTHO, HO HE CaMO HEOBSCHUMA
eHuedanonatus, pedppaxrepHa enuencus (dokaina, MHOK/IOHHYHA), CTATYC EMWIENTHKYC C
KJIMHHYHA NIPOABA, H30CTABaHE B PAa3BHTHETO, NCHXOMOTOPHA perpecHs, akCOHATTHA CEH30MOTOpHA
HEBPOTIaTHA, MHOTIATHA, Liepebenapha aTakcus, OGTANIMOINErHS WM YCA0KHEHA MHIPEHA € aypa B
OKUMNUTaNHaTa obnact. TecTwbT 3a POLG MyTauns ce H3BbpLIBA B CHOTBETCTBHE ¢ HacTofALlAaTa
RAHHHYH2 NPAKTHKA 33 THarHOCTH4HATA OLIEHKA HA TAKMBA HApyLIEHHA (BK. Touka 4.3).

Ymesicuenu xongyacuu
KakTo H Npu ApyTH aHTHENWIENTHYHM TEeKapCTBa, HAKOW MALMEHTH MOFaT 1a nomyy
noaobpeHue, 0OPaTUMO BAOLIARAHE — YBEJHUEHH YECTOTa H MHTEH3HBHOCT HA KO
(BIJTIOYHTENHO BIOLIEH EMWIENTHYEH CTATYC), Wi ROSBATA HA HOBH BHIOBE KO
B ciyuait Ha yTesKHEHH KOHBYICHH, NALMEHTHTE TpOBa Aa 6vaaT MochBETRAHH
He3abaBHO C NieKaps cH (BkK. Touka 4.8).

Texncku KONCHU HENCENANU PeaKyuu U anzuoedem



Texku koxHHM HexenaHu peakunt (Severe Cutaneous Adverse Reactions, SCARs), kato CHHAPOM HA
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcuuna enuaepmanHa Hekponuza (Toxic
Epidermal Necrolysis, TEN) u nekapcTBeHa peakums ¢ €03HHODHIHUA N CHCTEMHH CHMITTOMHM (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputema MynTHhOpME U aHTHOEAEM, ca
CbOOIUEHH BBB BPb3Ka ¢ IedeHHeTo ¢ Bannpoar. [lauvenTure Tpabea na Guaat UH(POpMHpaHH 3a
MPU3HALUKMTE U CHMITTOMHTE Ha CEPHO3HH KOXHHU NPOsABH M Aa ObaaT HabmonaBaHd BHUMATETHO. B
CiTy4aH, 4e ce Habntoaasat npusHauu Ha SCARs wau aHruoeneM, € Heob6xoauMa 6bp3a oLEHKA U
nevyeHueTo Tp420OBa na ce npeycTaHoBH, ako nuarHosarta Ha SCAR wiu aHrHoenem ce NOTBBPAH.

Ilpeonasnu mepru npu ynompeba

[lpenu 3anousane Ha fe4eHUETO TPAOBA 1a e M3BLPLIAT H3CTEABAHMS HA YePHOAPOOHUTE BYHKLMH
(B. Touka 4.3 IIpoTHBONOKA3aHHUA), H MEPHOAMYHO NPE3 MBPBUTE 6 Mecelia, 0COBEHO MPH PUCKOBH
nauxeHTH (BXK. Touka 4.4 ). [Ipn npoMeHH 8 CHITBTCTBALUMTE NEKAPCTBEHH NPOAYKTH (MOBMILIABAHE HA
03aTa WK Ko0asaHe), 32 KOHTO € H3BECTHO, Y€ BIHAAT HA YePHHUA APos, MOHHTOPHPAHETO HAa YepHUA
npob TpabBa Ja ce pecTapTHpa CNOpPe CITyuan (BHXXTE CHLUO TOYKA 4.5 OTHOCHO PHCKA OT YBpeXIaHe
Ha YepHHUA Jpod CbC CATHUWIATH, APYTH AHTHKOHBYJICHBHH CPeCTBA, BKIKOUHTEIHO KaHabuauon).
KakTto npu nose4eto npoTHBOESNMIENTHYHH 1EKAPCTBA, MOKE Na ce 3abeNieskH JEKO MOBHILIEHHE Ha
4EPHOAPOOHHTE eH3UMH, 0COOEHO B HAYANOTO Ha TEPaNUATa; Te Ca NpexoaHu K u3onupanu. [Tpu Tesu
NalUMEHTH Ce€ MPEeNnopPBYBAT NO-3a1bA00OYEHH NA0OPATOPHHU U3CAEABAHHA (BINTIOUHTETHO
MPOTPOMOHHOBO BPEME); MO3KE 1a C€ OOMHCTH KOPUIMpaHe Ha 103aTa, KaTo MPH HEOBXOANMOCT
CbOTBETHHTE H3C/IeABaHHA TpAOBA Aa ce MOBTOPAT.

[Ipeny 3anouyBaHe Ha JIEYEHHETO HIH MPEAH ONEPALIHA, KAKTO W B CAYYAH Ha CIOHTAHHO
KpbBOHACALAHE WITH KbPBCHE C€ NPENOPBLYRAT KPBLBHH H3C/ICABAHMA (ITBJIHA KPbBHA KAPTHHA,
BKJIIOUHTENHO Opoif Ha TPOMOOLIMTH, BpeMe Ha KbpBeHe) (BXK. Touka 4.8 Hexenanu nexapcrTeeHu
PEaKLUH).

Bbrpeky e HMyHHM HapylIEHHS ca HabI0JaBaHH CaMO KAaTO H3KIIOYEHHE MO BPEME Ha
npunoxenteTo Ha Jlenakun Xpono 500 mg, noteHuuanHara nonsa ot denakux Xpouo 500 mg
TpsbBa na ce OUeHH CMPAMO NMOTEHLMATHATA ONaCHOCT MNPH MALMEHTH ChC CHCTEMEH JTYITYC
€PHTEMATO3YC.

Hapytuenns B ypedHUS UMKBI U PHCK OT XHNIEPAMOHHEMHS

Ipu nono3upan ensuMen aedUUUT Ha ypeliHHA UMKBA, PEaX NeYeHHeTo TpAGBa fa ce H3BbPLUAT
MEeTaDONNTHH H3CE1BAHNS, MOPAIH PHCK OT XHIIEPAMOHHEMHS, 3a2Pajid BANMPOAT (B, TOYKH 4.3 U
4.4 TlauueHTH ¢ PUCK OT XHIOKAPHHTHHEMUA U TexXKo YepHOApOOHO yBpexaaHe).

[latMeHTH ¢ PHCK OT XHMOKAPHUTHHEMHS

[IpunoXeHHETO Ha BANNpPOAaT MOXe Jla Npean3BHKa NOABATA WM BJIOLIABAHETO Ha
XUIIOKAPDHUTHHEMHS, KOATO MOXKE 1a NOBENE A0 XUNEePpaMOHHEMHS (KOSTO MOXKE Na NOBeAe A0
XHrepamMoHeMH4Ha eHuedanonarus). Habmonapanu ca W apyru cumnromu, kato yepHoapobHa
TOKCHYHOCT, XHNOKETOTHYHA XHNOTJIMKEMHUS, MHONATHA, BIITIOYHTENHO KapIHOMHOMATHS,
padbaoMHONN3a, CHHAPOM Ha (PaHKOHH, IMABHO NPH NALUEHTH C PUCKOBH taxkTopH 3a
XUNIOKAPHUTHHEMHA WJTH C BEUe CHLUECTBYBAIA XHITOKADHHUTHHEMHA. [laLMeHTHTe C MOBULIEH PHCK
OT CUMITTOMATHYHA XMNOKAPHATHHEMHSA TIPH JIEUEHHE C BAIINPOAT BKIIOUYBAT MNALMEHTH C
METaOONHTHH Hapy WIEHHS, BKITIOYHTENHO MHTOXOHIAPHAITHH HAPYLLIEHHS, CBbP3aHH C KAPHUTHHA (BIK.
ChIO To4Ka 4.4 TTalneHTH ¢ U3BECTHO HITH NOJO3UPaHO MUTOXOHAPHAITHO 3a60NIABAHE # HAPYLIICHUS
B YPEHHHA LIMKBI H PHCK OT XUIEPAMOHHEMUS), HAPYLUEHHS B XPAHUTETHHUS TPHEM HA KAPHHTHH,
MaUXeHTH Ha Bb3pacT noA 10 roaHHH, eaHospeMeHHa ynoTpeba Ha MUBaNaT-KOHIOTUP '

HJIH Ha ApYTH aHTHEMWIENTHLIM.

[launeHnTHTe TPaOBa Na ObaaT npeaynpeneny na crobLIABAT He3abaBHO 3a BCAK
XHMEPaMOHHEMHA KAaTO aTAKCHA, HaAPYLIEHO Ch3HaHue, noepbltane. Tpabsa na
Ha KapHHTHH, KOraTo ce HaboAaBaT CUMITTOMH Ha XMITOKAPHUTHHEMHUS.



[TaLeHTH cBbC CHCTEMEH ITbPBHUYCH KADHHUTHHOB IIE(I)H[IHT H KODHI'HpaHa XHITIOKApPHHTHHEMHA MOTraT
Ja Obaart JICKYBAHH C BAJNIIPpOAT CAMO 4KO MNMOM3HUTE OT JICUCHHETO C BAJINTPOAT HAABHUINIABAT PHCKOBETC
Mpyu T€3¢ NAaUHCHTH H HAMA TCPANICBTHYHA AJITCpHATHEBA. an TC3H MAUHEHTH TpHGBa Ha CC Mpyujara
MOHHTOPHHTI Ha KAPpHHTHHA.

[TanMeHTHTE C OCHOBEH AePULIMT Ha KAPHUTHH naaMuTonn TpaHcdepasza (CPT) Ttun Il Tpsbea pa
OBbaaT NpeayNnpeacHH 3a NMo-roJIEMHS pUCK OoT pabAoOMHOIH3a NTpH npHeM Ha Bannpoart. [Ipu Te3u
nauueHTH TpAdBa 1a ce obMuciin n1obaBaHe Ha KAPHUTHH.

Bik. ¢bi1o ToUukH 4.5, 4.8 u 4.9.

[TaumeHTHTE TPAOBa Na ObAAT NpeayNpeaeHH 3a pUCKA OT HaAAaBaHE Ha TErJI0 B HAYAJIOTO Ha
JIeYEHHUETO, ¥ € HEOOXOIHMO [1a ce NpeANpUeMe NOAX0AA11a CTPaTErHA 3a HaMalsABaHe HAa TO3H PHCK
10 MUHUMYM (BXK. Touka 4.8 Hexenanu nexkapcTBEHH peakUnu).

[TauueHTH ¢ Hanu4eH AepUUUT Ha KApHHTHH nanMuToW TpaHedepasza (CPT) tun 2 tpabea na 6naar
npeaynpeacHH 3a No-rojiaM puck o1 pabaoMHONK3a, KOraTo NpHeMar Bajinpoar.

He ce rnpenopbvUBa NPpHEMAHETO HA ANMKOXO0ON MO BPpEME HA JICYECHHUC C BaNIIpoarT.

Jeua

[1pu neua Ha BB3pacT NoA 3 rOAHHU C€ NPEeNnopLYBA MOHOTEpAlNHs NMPH NpeAnydcBaHe Ha JlenakuH
XpoHo 500 mg, HO npeay 3ano4YBaHe Ha TepanuaTa, oreHuManHara noiaza ot Jdenakun XpoHo

500 mg TpsbBa na ce OLEeHH CNPAMO PHCKA OT YePHOAPOOHO YBpeXKAaHe WAX NMaHKPeaTHT NP TAKHBA
NalKeHTH (BXK. ToYka 4.4. TexKo yBpexaaHe Ha YepHHUA Apod U BK. CBLUO TOYKA 4.5).
EnHoBpeMeHHaTa ynoTpeba Ha canyununati Tpadbsa na ce u3barea npu geua noa 3 roAWHU Nopaau
PHUCK OT 4epHOAPOOHa TOKCHYHOCT (B3K. CBLIO TOUKa 4.5).

BbrOpeuna HeAOCTATLYHOCT
Moxe a ce HATOKHU HamMansBaHe Ha 403aTa. TBH KaTo NpocieasBaHeTO Ha IU1a3MeHaTa

KOHUCHTpPALHUA MOXKE 4 € NOABEACAAL0, 1034aTa TpHGBﬁ Aa C€ KOpHTHpa C'I:Oﬁpﬁ3HD KIIHHHUYHOTO
npociaciaiaBaHe.

Hatpnii
To3u nekapcTBeH NPOAYKT ¢babpka 47,21 mg HaTpuii BbB BCaKa TabneTka, KOMTO Ca €KBHBANIEHTHH
Ha 2,4% OT NpenopbUMUTENHHA MaKCHManeH qHeBeH npHeM Ha C30 ot 2 g HaTpwuii 3a BB3pacTeH.

4.5 B3anMoaeHRCTBHSA ¢ APYIrH JIEKAPCTBEHH NMPOAYKTH H Apyrd GopMH HA B3aHMOAEHCTBHE
Bausinue Ha BAJIIIPOAT BLPXY APYIH JI€KAPCTBA

Hegpoaenmuyu, MAO unxubumopu, anmuodenpecanmu u benzoouazenunu

Aenakud XpoHo 500 mg Moxe aa noTeHuMpa edexra Ha JpyrH NCHXOTPOINHH CpeCTBa KaTo
HesponenTHUH, MAQO HHXHOHTOpPH, aHTUAENpecaHTH U OEH30IUa3eNHHM; ClIe0BATENHO C€ MPENOpPBUBA
KNMHHYHO MPOCTeaABaHe, KATO NP HEOOXOAUMOCT J03ata TpaOBa Aa ce KOopHrupa.

STumuii
Henakud XpoHo 500 mg HaMa edeKT BbPXY [JIA3MEHUTE HHBA HA JIUTHA.

Denobapouman
Aenakun Xpono 500 mg noBHIIABA NNAIMEHHTE KOHIUEHTPAaUHH HA peHobapOuT
HHXUOHpaHe Ha 4epHOAPOOHHA KaTaboNH3bM) H MOXKE N1a C€ CTUIHE A0 Ceaalits, OC
CnenoBatenHo, npe3 ALpBHUTE |5 AHH OT KOMOMHHPAHOTO JIEYEHHE, Ce NMPEnopbY
rpocneasBaHe ¢ He3abaBHO HaMansgBaHe J03aTa Ha heHoDapOuTan NpH Bb3HUK
[MpH HeOOXOAUMOCT C& M3CAEABAT [Na3MeHUTe HUBa Ha denobapbuTan.

Hpuvuoon



Aenaxknu Xpono 500 mg noBHmaBa nAa3MEHATE KOHNERTPALIHA HA NPAMMIOH C YTEKHABAHE HA
HEXENaHHTE MY peaklMH (KaTo ceNaliis); Te3U NPU3HALIA U34E3BAT MPH ABATOCPOUHO JIEUEHHE.
[TpenopbuBa ce KIHHHYHO NPOCNEAABAHE, 0OCOOEHO B HAYATOTO Ha KOMOMHHpaHa Teparus U npy
HeOOXOAMMOCT — KOpeKLMs Ha 103aTa.

Denumour

Jenakun Xpono 500 mg nonwkapa o6mara njiazMena KOHUEHTPAUHA Ha pennToun, OCBEH TOBA,
Henakun XpoHo 500 mg yBennyaBa ceobonHaTa ¢popMa Ha GEHHTOMH C BB3MOXHOCT OT MOABA Ha
CHMNTOMH Ha npefo3upaHe (BaNNpoeBaTa KUCe/IMHA H3MECTBA (PEHUTOMH OT MECTATA MY Ha CBhDP3BaHE C
[U1a3MeHHUTE MPOTEUHH U MOHIKaBA YEPHOAPOOHHA MY kaTabonu3bM). [Topanu ToBa ce npenopbusa
KJIMHHYHO TNpOCTIe1IBaHe; KOraTo Ce H3CNeaBaT [U1a3MeHHTe HUBa Ha eHUTOMH, TPAOBA Na ce onpenenH
ceobonHara dopma.

Kapbamazenun

Hanuue ca crobuieHHs 3a KIMHHYHA TOKCHYHOCT NPH ChbBMECTHO NPHIAraHe Ha BATAPOAT C
kapbaMazenuH, T KaTo BANPOAT MOXE J1a MOTEHUHPa TOKCHYHHA ebeKT Ha kapOaMa3enuH.
[Ipenopbusa ce KIMHHYHO MpPOC/eAiBaHe, 0COGEHO B HAYAIOTO Ha KOMOHHHpAHATa TeparHs, KaTo IpH
HEOOXOOWMOCT 103aTa CE KOPHTHpa.

Jamompuoicur

Henakvu Xpono 500 mg Hamanssa MeTaboNM3Ma Ha IRaMOTPIXKHH H YBENHUABA CPEAHKA MY TIOJTy-
AKHBOT NOYTH 2 METH. ToBa B3aUMOAEHCTBHE MOKeE 1a IOBEAE A0 YBEIHYEHA TOKCUYHOCT Ha
NaMOTPHXXHH, B YaCTHOCT CEPHO3HU KOXXHHU OOpHBH.

Criez0BaTeIHO, MpEenopbyBa & KITMHHYHO HA0/TIOAEHHE U KOPHIMpaHe Ha [103aTa (HAMaIBaHe 103aTa
Ha JJAMOTPHXXHH) KOraTo € HeoBXoaAHMMO.

3uoosyoun
BannpoaT Moxe Aa NOBMILY [U1a3MEHATa KOHLICHTPALIMA Ha 3HI0OBYAMH, KOETO a IOBE/E 0 MOBULIEHA
TOKCHYHOCT Ha 3WJOBYIHH.

Peabamam
BannpoesaTa kucenvHa MOXe 1a HAMAIH CpeTHUA KITHPBHC Ha dendamat ¢ 1o 16%.

Onanzanun
Banmnpoesara kucenrHa Moxe Jla HAaMalIH KOHUEHTPAUMATA Ha ONaH3alMHH.

Pyghunavuo

BanmpoesaTa kuceauHa MOKe Aa 10Bee A0 YBeNMUaBaHe Ha Mia3MEHHTE HWBa Ha pydHHamua. Topa
yBeNHYEHHE 3ABHCH OT KOHLIEHTpaUMATa Ha BalnnpoeBa kuceuHa. [ToBHILIEHO BHUMAHHE CE HIUCKBA
0co0EHO NPH eua, Thi KaTo TO3H eEeKT € NO-BUCOK B TasH MOMYJIALHA.

Hponoghon
BannpoesaTa kucesiMHa MOXke A0 A0BeJE A0 YBeUYABAHE HMBATa Ha Npornodo:n B kpbeTa. [TpH
eJHOBpEMEHHATa yToTpeda ¢ Baanpoar, TpsOBa aa ce OOMHCAH HAMANIIBAHE HA J03aTa Ha Nponodor.

Humoounun

E1HOBpEMEHHOTO JleYeHHe ¢ HUMOINIHH H BAJINPOEBA KHCEIMHA MOXKE [1a YBE/IHYM IU1a3MeHaTa
KOH1IEHTpauHsa Ha HUMOIHNHUH ¢ 50 %. Cnexorarento, TpabBa Aa ce HaMaIM 103aTa Ha HUMOIHITHH B
C/Iy4yal HA XHUIIOTEH3HA.

Banguue Ha Apyru JlekapcTBa BLPXY BaAANpoaT
[IpoTHBOENWIENITHYHHTE CPEACTBA C EH3UM-MHIyUMpaL] edeKT (B TOBA YHCTO BeHH
deHobapOHTaN, kapbamaseniH) NOHIKABAT CEPYMHHTE KOHLIEHTPAIMY Ha BAIpOe
B ciryyan Ha komOuHMpana Tepanug, no3uTe TpA6Ba Aa ce KOpHIrupaT ChoOpazHo
HUBOTO WM B KPbBTa.



KHCenuHa ¢ 22% 1o 50%, 1 crenosaTesiHoO yBeIHUaBa IUIA3MEHHTE KOHLIEHTPALIMH Ha BAMPOSBaTa
KHcenuHa. [losata Ha Bannpoar TpaOBa Aa ce Habmioaaea.

MeTabonuTHTe Ha BA/NMPOEBATa KUCETHHA MOTAT [1a CE YBEJIHYAT B Clyuail Ha eNHOBPEMEHHa yroTpeba ¢
hernToHH MK penobapOuran. Crie0BaTeNHO, NALUMEHTHTE IEKYBAHH C TE3H [BE nexkapctea TpadBa na
6baaT BHUMATENHO HAaGITIONABAHH 32 PH3HALA M CHMITTOMH HA XHNEPaMOHEMUS.

Me¢nokenH nosrinasa MeTaboMH3Ma Ha BallpoeBaTa KMCETHHA M HMa KOHBYJICHBEH edekT; mopaau
TOBA B C/Ty4aH H2 KOMOMHMpaHa Tepanks MOTaT 8 Bb3HHKHAT eMWIETTTHYHH NPHMTATbLM.

B ciryvaii Ha eaHOBpeMeHHa ynoTpea Ha BAIMPOAT U CHJTHO CBBP3aHU C MPOTEUHHUTE BELIECTBA
(acnupHH), CepyMHHTE HHBa Ha CBOOO/IHA BAIMPOEBA KMCEIMHA MOTAT A1a ¢& MOBUILIAT.

B ciry4aii Ha eaHoBpeMmeHHa ynioTpeba Ha BUTaMuH K-3aBUCHMH aHTHKOATY1aHTHY dbakTopH, Tpabea ga
C€ U3BBPIUBA CTPOro NpocneasaBaHe Ha IPOTPOMOHHOBOTO BpeEME.

HupaTa Ha MeTabONUTHTE Ha BaJINPOEBATA KHCENMHA MOTAT /1a Ce NMOBHIIAT (BC/IECTBHE HA PEIYLIMPaH
HEPHOAPOOeH MeTaboIU3bM) B ClIy4al Ha eHOBPEMEHHA yroTpe6a ¢ LMMETHANH HH ePHTPOMULIMH.

Kapbanenem (naHUNeHeM, MEPONEHEM, HMHIIEHEM)

HamansBane HHBaTa Ha BanNpoeBa KHCETHHA B KPBBTA, Ca WM JOKIAIBAHM IPH €AHOBPEMEHHATA
ynotpeba cbe ChAbPXALLM kKapOaneHeMu cpeacTBa, BOAeLIM A0 HamanssaHe ¢ 60-100% Huparta Ha
Ba/IIpOCBA KHCE/IMHA B MPOIB/DKCHUE Ha 2 IHM, MOHAKOra CBbP3aHo ¢ rbpyose. [Topanu 6bp3oto
HA4alno U CTEMEHTA Ha NOHWXaBaHe, eNHOBPEMEHHOTO HpHIaraHe Ha ChAbPXKALIM KapbaneHeMu
CPEeACTBA NPH NALUKEHTH CTaDUIIH3HUPAHU Ha BATIPOEBa KHCEMHA Tps6Ba fa ce H3barsa (Bxk. Touka 4.4).
AKO JICYUCHHETO C Te3H aHTHOMOTHLIH He MOXe J1a ce H3berte, TpAGBA a e H3BBLPIIM CTPUKTHO
MpoCACIMBaHE Ha KPBBHUTE HUBA Ha JlenakuxH XpoHo 500 mg.

Pupamnuyun

Monce 1a NOHWKH KPBBHUTE HHBA HA BANTIIPOEBA KMCEIMHA, KOETO BOJIH /10 JIHIICA HA TEPAeBTUYEH
eekT. ETo 34110, MOKe [a Ce HAJIOMH J103aTa HA BAINPOAT J1a C& KOPUTHPA NPH ChBMECTHO
TPUIIOKEHHE C PUDAMIHLHH.

TIpomeasnu unxubumopu
[1pu eaHOBpeMeHHaTa ynoTpe6a Ha MPOTEa3HN HHXUGHTOPU KAaTO IOMUHABHP, PUTOHABMD, CE HAMAJISIBAT
1a3MEHUTE HUBA HA BAJINIPOATA.

Xosecmupamviun
[pu enHoBpeMetHa ynotpeba, xonecTHpaMHH MOXe /1a 10BEE 10 HAMAIABAHE HA IUIA3MEHHTE HUBA Ha
BaJIMPOAT.

Memawviuzon

MeTaMH30/TBT MOXE 1a HAMAIH CEPYMHHTE HHBA Ha BAINIPOAT NPH €HOBPEMEHHO NPHIOKEHUE, KOETO
Aa noBeAe A0 MOTEHUMANTHO HAMANABAHE HA KIIMHUYHATA €(DUKACHOCT Ha Bannpoar. Jlekapure,
PEANHCBALLH JieUeHHe, TPOBa na HaboAaBAT KTHHHYHMA OTrOBOP (KOHTPOA HA NPHITATbLHTE Wik
KOHTPOJI HA HACTPOEHHETO) M 1A OOMHCIIAT MPOC/IEIABAHE HA CEPYMHHTE HMBA HA BAIIPOAT, aKO €
NOAXOASALLO.

Memompercam
B HAKOM NOKNTanu ce ONUCBA 3HAYMTE/IHO HAMAJIABAHE HA CEpyMHHTE HHBA Ha BAJINPOAT chen
NpoCiesiBAHE Ha CEPYMHUTE HUBA Ha BA/INPOAT, KO € HEOOXOIMMO.
Hpyru B3auMoaeficTBus

Puck om yapesicoane na wepnus opot




EnnospemenHata ynotpeba Ha cannumnnati Tpabsa aa ce H36ATBa NpH Aeua Noa 3 roaUiuHa Bb3pacT
Mopany PUCK OT 4ePHOAPOOHA TOKCHUHOCT (BXK. Touka 4.4).

EnxnospemenHata ynotpe6a Ha BANNpoaT 4 MHOXECTBEHA AHTHKOHBY/ICHBHA TEPAlMs MOBHIIABA pHCKa
OT YBpEXK/JIaHe Ha YepHuA Apob, ocobeHo npu manku meua (BXk. Touka 4.4).

EnHoBpeMenHata ynorpeba ¢ kaHaGHAKMON NOBMILABA YECTOTATA HA MOBHILABAHE HA EH3UMHUTE
TPaHCAMHHA3H. B KIHHWYHH NPOYYBAaHHA NDH MALMEHTH OT BCHYKH BB3PACTH, NOTYYaBALIH
€[IHOBPEMEHHO KaHaOKaHON B 1034 ot 10 1o 25 mg/kg v sannpoar, ce cbobLIaBa 32 NOBHILABAHE Ha
ALT Han 3 mbTi HaJ ropHaTa rpaHMLIa Ha HopMata nipu 19% ot naumenTHTe. Tpsa6Ba na ce YIIPaXHABA
MOAXOAAIL MOHHTOPHHT HAa YEPHHA P00, KOTaTO BaNMpoaT Ce H3No3Ba EAHOBPEMEHHO C APYTH
aHTHKOHBYJICHBHH CPEIICTBA C MOTEHUHAIHA XeNaTOTOKCHYHOCT, BIJTIOYHTETHO KaHabuauon, U Tpabaa
fia ce OOMHC/TH HaMaNABaHe Ha JI03aTa WITH NPEKPATABAHE Ha JIEYEHHETO B CITy4ail Ha 3HAYMTE/THU
aHOMA/THH Ha YePHOAPOOHHTE mapameTp (Bx. Touka 4.4).

EAHOBpeMEHHOTO HPHJIOKEHHE HA BANPOAT M TONHPAMAT HUIH AHETA30TAMML € CBLP3aHO €
eHneganonarus u/uan xunepamonuemusn. lalyeHTHTE IeKyBaHH C TE3H B JISKAPCTBEHH NPOayKTa
TpaOBa BHHMATEITHO J1a ce HalNioIaBaT 3a NPU3HALIM M CHMITTOMH Ha XHMIIEPAMOHHEMHYHA
eHuedanonaTus.

Keemuanun
EfHOBPEMEHHOTO MPUIIOKEHHE Ha BANNPOAT ¢ KBETHATIMH MOXeE /1a YBETTHYH PUCKa OT
HEYTPONEHUA/IEBKONEHMA.,

Cpedcmea cvOvpaicawyu ecmpozen, BKIIOYUMENHO CoObPICAUU eCmpOCeH XOPMOHATHU
Kormpayenmuau

Ectporennte ca HAYKTOpH Ha u3odopmu Ha UDP-rimokyporosun tpancdepasara (UGT), yuacTsaiy B
MNIHOKYPOHHPAHETO Ha BAIMPOAT M MOraT [1a YBEJIHUAT KJIMPBHCA HAa BAINPOAT, KOETO /1a JOBE/IE A0
HamaneHa CCpyMHa KOHLICHTPALIMA Ha Ba/NIPOaT W Bb3MOXKHO HamangsaHe Ha eUKacHOCTTa Ha
Bajinpoata (Bx. Touka 4.4). Jla ce o6MHCIIH MPOCIeASBAHETO HA CEPYMHHTE HHBA HA BANPOAT.

Ot npyra cTpaHa Bajinpoar HiMa eH3MM-HHAYUKpall epeKT; BCAEACTBHE HA TOBA, BanNpoaT He CHHXaBa
e(EeKTHBHOCTTA Ha €CTPONIPOTeCTATHBHUTE CPECTBA MPH JKEHH B3EMAILM XOPMOHAJTHH
KOHTpALENTHERH,

ITusaram-xonocupanu aexapcmsa

EQHOBPEMEHHOTO NPWIOKEHHE HA BANNPOaT U MHBAIAT-KOHIOTUPAHHK NleKapcTBa (KaTto uepauTopeH
MHBOKCH1, aA€POBUP AMMHMBOKCHII, MMBMELIWTHHAM H MUBAMITHLIWIMH) TpsaGBa Aa ce W364rea ropaau
MOBHILIEH PHUCK OT U3UEPNBAHE HA KADHHTHH (BXK. Touka 4.4 [TaumeHTH ¢ pHCK OT XMNIOKAPHHTHHEMUS).
[NauMeHTHTE, NPHU KOMTO HE MOXE Aa ce U36erHe CHBMECTHOTO npUnokeHue, Tpadea 1a 6nLaar
BHUMATE/THO Hal/IH01aBaHH 32 MPU3HALN U CHMITTOMH Ha XWITOKAPHUTHHEMMS..

Krozanun

ENHOBpeMeHHOTO NleueHHe C BATNPOAT H KJI03AMHH MOXe Ja TOBHLUHM PHCKA OT HEYTPONEHHSA U
K/I03alHH-HHIY UMpaH MHOKapInT. AKO € HeoOXOAWMa CBITBTCTBALIR YNoTpeba Ha BANNPOAT ¢ KNO3ariuH,
€ HeOOXOIMMO BHMMATEJTHO NMPOCAEAABAHE U 3a IBETE CLOMTHS.

4.6 DepTHAHTET, OPEMEHHOCT H KLPMEHe

bpeMeHHOCT H JKEeHH ¢ AETEPOAEH NMOTEeHI[HA

Jlevenue na enwrencus
 BannpoarT e npoTHRONOKa3aH no BpeMe Ha OpeMeHHOCT, OCBEH MPH AKNCA Ha MO
AITCPHATUBHO JieYeHHe / ‘

ﬁ'

* Bannpoar e npoTHBONOKa3aH Npu xKeHH ¢ AETEPOaEH NOTEHLHA, OCBEH KOrafod
ycnosunTa Ha [lporpamara 3a npeanaizeaune ot 6peMeHHOCT (Bx. Touku 4.3

Jlewenue na 6uno.spHo pazcmpoiicmso
* Bannpoar e NnpoTHBOMOKAa3aH MO BpeMe Ha OpeMeHHOCT




¢ Bannpoar e npoTHBONOKA3aH NPH KEHH ¢ JETEPOAEH NMOTEHLHAN, OCBEH KOTaTO €4 H3ITBIHEHH
ycnosusaTa Ha [Iporpamata 3a npeanassaHe oT OpeMeHHOCT (BK. TOYKH 4.3 1 4.4)

TepaToreHHOCT M eeKTH BEPXY PA3BHTUELTO iR utero eKCHo3ULINA

Puckose, cevp3anu c excnozuyus na eannpoam no épeme Ha opemennocm

[1pH xkeHuTe, KAKTO MOHOTEpANUATA ¢ BATNPOAT, TaKa U MOJIHTEPArMATa ¢ BAINPOAT, BITIOYBAILA H
ApYry¥ aHTHETIHJIENTHLIH, Y€CTO ¢a CBBbP3aHU ¢ aBHOPMEH H3Xo Ha OpeMEHHOCTTA.

HannuHnTe AaHHW NOKA3BaT YBETHUEH PHCK OT TEXKH BPOAEHH Man(OpPMaLIHK U HAPYLIIEHHS Ha
Pa3BMTHETO Ha HEPBHATa CHCTEMA H B ABATa CJIy4as — KaKTO IPH MOHOTEPANHA, TAKa M NPH
ONIMTEpaNHA C BaNMNPOAT, B CPABHEHHE C NMOMynauMs 6e3 ekCrno3HLHI Ha BAINpoar.

[Toka3aHo e, 4e BannNpoaTt npemMUHaBa Npe3 riaueHTapHaTa 6apHepa KakTo NPH >KUBOTHHCKH BUIOBE,
TaKa ¥ NIpu xopa (BXK. Touka 5.2).

I'IpH )KMBOTHH: NPH MHILIKH, MTHXOBE M 3aiLM ca JOKa3aHK TepaToreHHH eeKTH (BXK. TouKa 5.3).

Bpooenu mangopmayuu 6 pesynmam na excnozuyus in utero

MeTaaHanu3 (BKTIOUBALL PETUCTPH M KOXOPTHHU NPOYYBAHKA) [TOKA3Ba, Ye okono | 1% oT aeuara Ha
KEHH € CTTHIIENCHA, EKCNOHHPaHH Ha MOHOTEpAIHs ¢ BAINPOAT MO BpeMe Ha OpeMEHHOCTTa HMAaT
TeXKKH BpojeHn Mandopmaunu. Toea e noBeue oT pucka 3a TexkH Mandopmaluu B odiiara
nomnyJnauus (0Koso 2-3%). PHCKDBT 3a TexxkH BpoAeHH MandopMaLIHH NP eua cieq in utero
€KCMO3HLIMA Ha aHTHENWICTITHYHA JIEKAPCTBEHA MOJIUTEPanus, BIUTIOYBALA BAINPOAT, € NO-BHCOK OT
TO3H HA AHTHEMWICNTHYHA JIEKAPCTBEHA TEPallys, KOATO HE BIJIIOYBA Bannpoart. PUCKbT €
JI0303aBHCUM TMPH MOHOTEpPANNA C BAJINPOAT, KATO HAIMYUHHUTE AaHHH MMOKa3BaT, 4e € J0303aBHCHM H
MpH NoaHTepanus ¢ Bannpoat. Bunpeku ToBa, nparoara n103a, Nog KOATO He CHILECTBYBA PHCK, HE
MOJKE /1a CE OMpPeHeIH.

HanW4HuTe AaHHH NOKa3BaT HAPACTBAHE Ha CITyYaHTe HAa MAJIKH W TeXKH MandopMauuu. Haii-
YECTHTE CITy4an Ha MandopMauuu BKIIOYBAT aedeKTH Ha HeBpanHaTa Tpb6a, THUEB THCMOPHHIBM,
3a€liKa YCTHA H BbJT4a MacT, KPAaHHOCTEHO3a, ChpAeUHH, 6BOpeUHN U yporeHUTaNHHU AedekTH, U
AeeKTH Ha KpaHHHLMTE (BKJIIOUMTENIHO ABYCTPAHHA aruia3ks Ha IbYeBaTa KOCT), U MHOXKECTBO
AHOMA/NIHH Ha Pa3/IMYHH CHCTEMH B YOBELLKHA OPraHU3bM.

ExcniosnuunsTa in utero Ha Bannpoat Moxe fia 10BENIE R0 YBPEXKAAHE HA CTYXa HIIM TyX0Ta Nnopaiu
MandopMaLtHK Ha yUIHTE H/WNK HOca (BTOPHYEH €(eKT) WWIM IHPEKTEH TOKCHYEH ePeKT BBPXY
CyxoBus anapat. Clly4auTe ONMUCBaT KaKTO €OHOCTPaHHA, TaKa H ABYCTPaHHA [TyXOTa HiH
yBpexIJaHe Ha cnyxa. He 3a Bcuuku cayyau ca chobiienu pesyntatd. Korato ca crobuiexu
pe3yaTaTH, B MO-roasMaTta 4acT OT CTy4auTe He ce HaG/lonaBa BL3CTaHOBABAHE,

Excno3uuus in utero Ha Bannpoar Moxe 1a J0BeIE A0 OUHH MalopMaLMH (BKIHOYHTENHO KonoBoMma,
MHKPOQTANIMHUsA), KOUTO Ce ChOOLABAT BbB BPBb3Ka C APYTH BpoaeHH MandopMatmu. Teu ounu
MapopMaLMM MOTaT J1a 3aCErHaT 3peHHETO.

Hapywenun ¢ pazsumuemo na nepenama cucmemd 6 pe3yamam Ha excno3uyus in utero

JlaHHH NOKa3BaT, Ye eKCIO3ULMSA Ha BAMPOAT in ufero MOXKe 1a HMa HeGIaronpHaTHH edeKTH BBPXY
IICHXHYECKOTO H PH3IHUECKOTO Pa3BHTHE HA JELATa, M3I0KEHH HA TaKaBa eKCIO3HUMSA. PHCKBT OT
HapyLIEHHA B pa3BUTHETO Ha HEPBHATA CHCTEMA (BIUIIOMUTEIHO aYTH3BM ) HIrJIEXKAa € J0303aBUCHM,
KOraTo BaJIpoat c€ H3MOoJI3Ba KaTo MOHOTepanusa. Bbnpeku ToBa, Nparoeara 103a, MO KOSTO PHCKBT
HE CBLICCTBYBA, HE MOXeE /1a ce yCTAHOBH Bb3 OCHOBA Ha HanWYHMTe AawHu. Korato Bannpoat ce
H3MO/13Ba KaTO NOJIHTepanus ¢ Apyrd aHTHEMWICNTUYHH JIEKAPCTBEHH NPOOYKTH, PHCKBT OT
HapylWEHUA B pa3BUTHETO HAa HEPBHATA CHCTEMA B MTOKOJIEHUETO CHLIO 3HAYUTENHO CE YBEIHYABA B
CpaBHEHHE C TO3H MpH fela OoT o011aTa NOMyNaluus WM POAEHH OT HENEKYBAHH MAlKH ¢ ENUIENCHS.
TOYHHAT PUCKOB recTALHOHEH NMEPHOA 3a TE3H ePEKTH € HECHIYPEH H Bb3MOXKHOCTTA 33 PHCK IO
BpEME Ha UA1aTa OPEMEHHOCT HEe MOXKE /1a C€ H3KITIOUH. '
Koraro Bannpoar ce npuiara KaTo MOHOTEpAanus, NPOy4BaHKA NPH AeLia B Npeayy
H3NTOXKEHHU Ha €KCIIO3MUNA Ha BANNpPOAaT in ufero No BpeMe Ha OpeMEHHOCT NoKa3sa
OT Cly4yaHTe ce HabMmoaaBa 3a0aBsHe B TAXHOTO PaHHO Pa3BUTHE KATO: FOBOP, NO-
MO-HHCKH HHTENEKTYAIHH CIOCOOHOCTH, JIOLIH €3MKOBH YMEHHA (FOBOPEHE H pas3
¢ namerTa.




KoegpuimeHt 3a nuatenurentocT (IQ), olleHen npu aeua Ha 6 rogHHU C aHAMHE3a 338 eKCMO3HLHA Ha
BaNNpOar in utero, € cpeaHo 7-10 MyHKTa MO-HHCHK OT TO3M MPH Aela, KOWTO Ca H3JIOKEHH Ha IPYTH
AHTHENMIENTHYHHU NPOAYKTH. IMa floka3aTecTBa NPH AeLia ¢ €KCNO3ULHMS HA BAINPOAT, Y€ PUCKBT OT
HapylllaBaHe Ha HHTENICKTa MOXKe Aa Oblc He3aBHCHM OT KoedHLMeHT Ha HHTenurenTHOCT (IQ) Ha
Mafikara, BBIIDEKH Y€ pONsATa Ha CMYLLABaILMTE (GaKTOPH HE MOXKE [ Ce M3KIIOUH MPH AeLa.
JaHHUTE M0 OTHOWIECHHE HA ABJITOCPOUYHKSA U3XO/l Ca OrPAHHYEHH.

HannuHrTe JaHHK OT NOMYJJAUMOHHO Ha3HpaHo U3NHUTBAHE MOKA3BAT, Ye /IeLaTa ¢ eKCMO3HLMA Ha
BANPOAT i1 utero ca ¢ MOBHILEH PHCK OT Pa3cTPONRCTBA B AYTHCTHUHMSA CIIEKTEP (MTPHOIH3MTENHO

3 MbTH) A IETCKH aYTH3BM (OKOJIO 5 ITBTH) B CpaBHEHHE C MOMYJIALUMATA HA Te3U 0e3 eKCIIO3HIINA B
MPOYHBAHETO.

HanuvuHuTe 1aHHU OT ApYTo MOMyNAaUMOHHO 6a3MpaHO H3MTHTBAHE MMOKA3BAaT, Y€ [elaTa H3T0KEHH Ha
€KCMO3MLHA Ha BAINPOAT i1 ufero ca ¢ NOBMLUIEH PHCK OT Pa3BUTHE Ha CUMINTOMH KaTo Ae(HIIMT Ha
BHUMaHHETO/XUIIEPAKTHBHO pa3cTpoicTBo (attention deficit/hyperactivity disorder, ADHD)
(npubnusuTento 1,5 meTH) B cpaBHEHHE ¢ NOMYNAUMATA HA TE3H 6€3 EKCTIO3HLIMA B NPOYYBAHETO.

Heya om dcencrku noa, 0es0UKU u dcenu ¢ Oemepoder ROMeryuan (6xc. no-2ope u mouxa 4.4)
CpeacTea ChbObpXKALIH €CTPOTEH, BKITIOYHTENHO ChABPXKAIUM ECTPOTEH XOPMOKAIHHM KOHTPALIENTHBH
MOFaT J1a YBEJH4YAT KIIMPBHCA Ha BAJINPOAT, KOeTo O MOTJIO Aa A0BeAe A0 HaMajldBaHE Ha CEpYMHATa

KOHUEHTPpALlHA Ha BAIMNPOAT H Bb3MOKHO HAMAIABAHE HAa ¢EKTHBHOCTTA Ha BANINPoaT (BX. ToUkH 4.4
H4.5)

Axo scenama naanupa bpemenrocm

3a NokazaHUeTO ENKIEIICUS, aKO XKEHaTa I1aHHpa 1a 3abpeMenee, TepanusTa ¢ BammpoaT Tpsabea Ja ce
MPEOLICHH OT CNELIHAIUCT € OMMT B ICYEHHETO HA EMTMAETICHA K 3 c€ OOMUCIIAT ANTEPHATUBHH
Bb3MOKHOCTH 3a jieucHHe. Tpsabpa Oa ce nosoxar BCHUKY YCHIHS, 38 [1a C€ NIPEMHMHE Ha MOAXOMALLO
ANTEPHATHBHO JICYEHHE NPEAM 3aUCBAHETO H NMpPeAH NpeKpaTaBaHe Ha KOHTpauenuHATa (BX. Touka 4.4).
AKO CMSHATa Ha JICYEHHETO HE € Bb3MOXKHA, JKEeHaTa TpAOBa 1a NOMY4H AOMBIHUTENIHA KOHCY/ITAaLMA
OTHOCHO PHCKOBETE C BaJMpOoaT 3a HEPOACHOTO JeTe B MOAKpPena Ha HHGOPMHPAHOTO i B3EMaHE Ha
pelleHHe OTHOCHO CEMEHHOTO TU1aHHUpaHeE.

3a noka3aHHeTO GHMOMAPHO Pa3CTPOHCTBO, aKO XKeHaTa IU1aHHpa 1a 3abpeMeHee, TpAOBa a ce nposee
KOHCY/TALMA CHC CMELHATUCT € OIHT B NIEYEHHUETO HA OUIIONAPHO pasCTPOHCTBO H JIEHEHHETO C
BaNnpoart TpAOBa a ce NpeycTaHOBH, U aKO € He0OXOAHMO, TpAOBa Na ce MPEMHHE Ha ANTEPHATHBHO
JIEYEHHE TTPEAH 3aYEBAHETO W NPEAH NPEKpaTABAHE HA KOHTPALICNLIHATA,

bpemennu ncenu
Bannpoar karo fieueHne 3a OHNONApHO pa3cTpoiCTBO e NpoTHBONOKAa3aH 3a ynotpe6a ro BpeMe Ha
OpeMeHHOCT. Bainpoar, KaTo JieueHHe 3a eNWIencud € NPOTHBOMOKA3aH MPH 6PEMEHHOCT, OCBEH KOraTo
HAMA MOAXO0AAWO aITEPHATHBHO JeHeHUe (BXK. TOYKH 4.3 u 4.4).
AKO )eHa, KOSTO Ce JIeKyBa C BAJINPOAT, 3abpeMeHee, T TpsOBa He3abaBHO 1a ce HACOYM KbM
CTICLIMAIKCT, 33 f1a ¢e 00CLAAT ATTEPHAaTUBHH Bb3MOXKHOCTH 3a jieveHue, 1o BpeME Ha OpeMEeHHOCT,
TOHUHYHO-KIIOHWYHUTE IbPUOBE IPH MaiKaTa U ENWIENTHYEH CTATYC ¢ XHMITOKCHA MOTAT /1a HOCAT
OTpPEeIENeH PUCK OT CMBLPT 3a MalKara H I10a.
AKO, BBITPEKH H3BECTHHTE PHCKOBE C BAJINPOAT NMPH GPEMEHHOCT H Cl1e/l BHUMATEJIHO OOMMCIISHE HA
aTePHaTHBHO IEYEHHE, NPH MIKIIIOYHTEAHH 00CTOATENCTBa OpeMeHHaTa keHa TpaOBa Aa nomyyasa
BAJIIPOAT 3a ENWIENcHa, MpenopbryBa ce Ja.
¢ Cce M3N0/3Ba Hal-HUCKATa eheKTHBHA 1034 U 12 ce pa3ens JHEBHATa J03a BAINpoaT Ha
HAKOJIKO MaJIKH J03H, KOMTO TpadBa J1a ce npueMar npe3 ueiaus aeH. YrnorpeGara Ha
nekapcrseHa (opMa ¢ yIWDKEHO 0CBOOOKAABAHE MOKE 14 € 3a NPeAnodYrTaHe npe ApyrH
NexapcTBeHH (BOPMH, 33 14 e HIOETHAT BUCOKH MAKCHMATHH IU1a3MEHH KOHLIEHTPALHH (BXK.
TO4Ka 4.2).
BCHYKH MAUHEHTKH C eKCMO3HLIMA HA BAINPOAT MO BpeMe Ha GPEMEHHOCT M TEXHHMTE NapTH
Aa 6bAAT HACOYEHHN KBM CMELHATIMCT C OMHMT B TEPATONOrHATA 33 OLIEHKA M KOHCYJITHpaH
eKcnoHupanara OpeMentocT. Tpabea Aa ce W3BBPLIBA CIEUMATH3NPAH PEHATAIEH MOH
OTKPHBaHE Ha BB3MOXH2 MOABA Ha tedeKTH Ha HeBpasiHaTa TpbhOa Win apyru Mangopm
[puemaneTo Ha n06aBKH ¢ PoHEBa KHCeNHHa NpeaH OpeMEHHOCTTa MOKe 1a HaManu phck:
Ae(eKTH Ha HeBpanHaTa TpbOa, KOMTO MOTAT Ja ce MOABAT MPH BeAka OpeMeHHocT. Han ﬁ%:




obaue, He npeanonarar, ue GonHeBaTa KHcelMHA APeAOTBPaTABa MOABAaTa Ha BPOJAEHHU JedeKTH win
MasipopMaLliK NopaaH eKCIIO3ULIMA Ha Banpoar.

Puck 3a nosopodenomao

- MHOro paako ca A0KnafiBaHH ClIyyald Ha XeMOparmueH CUHAPOM MpH HOBOPOASHH, YHHTO Maliku
ca nNpUeMalty Banpoar no speme Ha Opemensoct. TO3U XxeMOparu4eH CHHAPOM € CBbP3aH C
TpoMOOUHTONEHHA, XHITOPUOPUHOTEHEMHS W/HIIM N0 HAMANABAHE Ha ApYrd GaKTopH Ha
KPpBbBOCBCUPBAHETO. AQUOpHHOIrEHEMHA € IOKNazBaHa ChILO U MOXe 1a Obae ¢ dataneH H3xXod.
To3u xeMoparvueH cHHApPOM, obaue, TpabBa na ce pa3rpaHHYH OT HaManABaHETO Ha BUTAMHH K-
3aBUCUMMTE $HaKTOPH, HHAYLUUPAHU OT eHobapbuTan v eH3MMHH HHAYKTOPH. ClieaoBaTenHo,
O6pos Ha TPOMOOLIMTHTE, HUBOTO Ha pubpHHOreHa B rtasMara, KoaryJialHOHHH TECTOBE H
({akTOpH Ha KPbBOCHCHPBaHETO TPAOBa Na ce W3CeABaT MPH HOROPOAEHH.

- Cmydyan Ha XMNOTJIHKEMHA ca OWIH NOKNAABAHH NPH HOBOPOAEHH, YHHTO MAKK ca NpHeMaH
BaJINpoaT MO BpeMe Ha TPEeTHs TPUMECThP OT OpeMEHHOCTTA.

- Ciyyau Ha XMNOTHpeOHAW3®bM ca OWIH AOKIAABAHH MPH HOBOPOAEHH, YHHTO MaiikH ca
NpUeMany BaINPOaT NO BpeMe Ha OpeMEeHHOCTTA.

- CuHapoM Ha OTHEMAHeTO (KaTo, M B YaCTHOCT Bb30yna, pasapasHHUTENHOCT, CBPLXBL30YAHMOCT,
HEPBHOCT, XUIIEPKUHE3HS, HAPYLLEH TOHYC, TPEMOP, KOHBYJICHH U HAPYLLUEHHUS HA XPAHEHETO)} MOMKE
1a ce NMOABH MPH HOBOPOAEHH, YHHTO MAMKH ca [TPHEMAJTH BAINPOAT MO BpeME Ha NOC/IeJHHS
TPUMECTHP OT OpeMeHHOCTTA.

Mbxe ¥ NOTCHIHAIEH PHCK OT Pa3cTPOHCTBA HA HEBPOJOTHYHOTO PA3BHTHE NPH Jena YHHTO
0amu ca JeKyBaHH ¢ BAJINPOAT Npe3 3-Te Mecela NpeAH 3a49€BaHETO.

PeTpocniekTHBHO 0OCEpBallMOHHO MPOyYBaHe B 3 CKAHAMHABCKH ObPXKaBH 0Ka3Ba MOBHILEH PUCK OT
pa3CTPOHCTBA HA HEBPOMOrHYHOTO passuTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 go
| l-roaumHa 863pacT), YuHTO Oalllt ca TEKYBAHU ¢ BANMPOAT KATO MOHOTEpaNHs fipe3 3-Te Mecela
Npeay 3aY€BAHETO, B CPaBHEHHE C leuaTa, YUHTO Oally ca IEKYBaHH C JIAMOTPHKHH WU
JIeBETHPALIETAM KaTO MOHOTepanus, ¢ 000011eHo KOpUrupaHo cboTHOlIeHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuat kymynatuee puck ot NDD Bapupa mexxay 4,0 % u 5,6 % B
rpynara Ha Bainpoat cnpsamo Mexay 2,3 % u 3,2 % B koMOuHHpaHaTa rpyna Ha

naMoTpHAKHH/ neseTHpaueTaM. IlpoyuBaHero He € [ocTaTbyHO MalabHo, 3a Ja ce U3c/eBa Bpb3Karta
cbe crieunPHruHy noarunose NDD, a orpaHHUYeHHATa HAa MPOYUYBAHETO BKIKOUBAT NOTEHLUHATHO
»3AMBIIISBAHE", CBbP3aHO C TOKa3aHHUETO H Pa3/IMKH BbB BPEMETO Ha NPOCTeAsBaHe MEXIY IPYHTE C
exkcno3vura. CpeaHoTO BpeMe Ha NMpocneasBaHe Ha AeLaTta B Fpyrara ¢ Bainpoart Bapupa Mexay 5,0
H 9,2 roauHun B cpaBHeHHE ¢ 4,8 K 6,6 roanHH 3a AeLaTa B rpynara ¢ JaMOTPHKUH/JIEBETHpaLETaM.
KaTo 110 € Bp3MoxkeH nosuitieH puck oT NDD npu aeua Ha 6auiu, nekyBaHd ¢ BaInpoar npes 3-te
MeceLla NpeaH 3a4€BaHeTO, HO MPHYHHHO-CIIEACTBEHATA BPb3Ka C YoTpebaTa Ha Bajnpoar He €
notebpaeHa. OCBeH TOBa B NIPOYUBAHETO He € oueHeH pucKBT oT NDD nipu aeua, yuuTo Oaiu ca
CNIPESTH NPHEMA Ha BAJIMIPOAT NOBEYE OT 3 MeceLa Npeayr 3a4€BaHeTO (T.€. € Bb3MOKHa HOBA
cniepMartoreHesa 6e3 eKCrno3ruUUs Ha BaImpoar).

Kato npeanasHa MapKa, npeanucBalluTe nekapH Tpabea n1a HHGOPMHpPAT NAaHHEHTHTE MbXKeE 3a TO3H
MOTEHUHAIEH PUCK W A3 00CHAAT HEOOXOAUMOCTTA OT e(PEKTHBHA KOHTPAUECTIUHKA, BKIIOYUTEITHO 32
[apTHLOPKATA, AOKATO W3NOI3BAT BAINPOAT H NOHE 3 Mecela cliel MpekpaTABaHe Ha JIeYEHHETO (BK.
Touka 4.4). [lauHeHTHTE OT MBKKH NON He TpAOBa Aa 1apsABaT cnepMa Mo BPEME Ha /IEUSHHETO U B
MPOABIKEHHE HA NOHE 3 Mecela ciell TIpeKpaTABAHE HA NIEYEHHETO.

[TauneHTUTEe MBXKE, IEKYBAHH C BANpoaT, TpAOBa pEOBHO Aa & MPErnexnar oT JIeKyBaLiui r'4
JieKap, 3a 1a ce MpeueHd JATH BANNpoaThT € HaH-NMoAX0AAUI0TO IEYEHHE 3a TAX. 3a NaLUHeHTH OT
MDBKKH NOJ1, KOMTO TUTAHKPAT [1a 3a4eHaT aete, TpabBa na ce oOMuchaT u 1a ce oOcpasaT ¢
MOAXOAALLH AJITEPHATHBU Ha eUEeHUETO. BbB BCekH OTaeNeH ciay4ail TpsaOBa na ce npepet
WHAMBHIYaHHATE 00cTosTEnCTRA. [IpenoptuBa ce npy HEOOXOAUMOCT aa ce MOThPC) 74 NECTC

CMELMAITHCT C OFHT B IEHEHHETO Ha ENIIENCHA WIH GHMONAPHO Pa3CTPOHCTRO. WD/, ik
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EkCkpeuHaATa Ha BANMPOAT B MAHYMHOTO MJIAKO € HUCKA, C KOHLEHTpauus Mexay 1% no 10% ot
CepyMHHUTE HUBA Ha Makkara. B3 0CHOBA Ha NHTepaTypHHA M KJIHHHYEH OTHT, KbPMEHETO TpAOBa 1a
ce npepasriiena Karo ce B3EMe Mo BHUMaHHe Mnpoguna Ha besonacHocT Ha Jlenakud Xposo 500 mg,
OCODEHO XEMATONIOrHYHHTE HapylueHus (. Touka 4.8 Hexenanu nekapcTBeHn peakumnH).

Tpsabea na ce Bieme pelieHHE OTHOCHO CIIMpaHe HAa KbPMEHETO WM NpeyCTAaHOBABAHE/OrPAHMUYEHHE
Ha JieyeHHeTo ¢ JlemakuH XpoHo 500 mg, karo ce umar npeBUI MOI3KTE OT KbPMEHETO 34 JAETETO H
110J13aTa OT JICYEHUETO 3a MakKara.

DepTHAHTET
HMa cho0LIeHHA 32 aMeHOpes, MONNKHCTO3HH AHYHULIM M YBE/TMYEHH HHBA HA TECTOCTEPOHA NPH

2KE€HH, NPHEMANIH BanMpoar (Bx. To4ka 4.8). [IpunaraHeTo Ha Banmpoar MOXeE ChIIO Ja HAPYIIH
¢eprunuTeTa npu Muxe (BX. Touka 4.8). Hapylenunsra va gepTundTeTa B HIKOH C/Ty4aH ca
obpaTUMH Haii-Maniko 3 Meceua cnel npeycTaHOBABaHe Ha neyeHHeTo. OrpaHnyeH Gpoit 1oKknanBaHK
CIyuad nIpenrnosarar, 4e 3HauyHTEIHO HaManABaHE Ha 03aTa MOXe Aa nogobpu depTUINTETA.
Brnpeku TOBa, B Ipyry Cityyad, HAMA JaHHH 33 OOpaTHMOCT Ha GE3MI0AHETO NIPH MBIKE.

4.7 EdexTn BLpxXy cnocobHocTTa 32 o HpaHe H paboTa ¢ MAIHHK

[launenTyTe Tpabea na 6baaT NpeaynpeacHH 3a PHCKA 0T CHLHAHBOCT, 0CO6EHO B CTyYau Ha
MPOTHBOIbPHOBA NOJMTEPANHA WiK B KOMOHHALMA ¢ OeH3oaHa3eniHu (Bx. Touka 4.5 “JIpyru
B32aHMOACHCTBUA ).

4.8 HexeaHH NeKAPCTBEHH PEAKUHH

H3nonssana e cnegnata CIOMS knacudukaums 3a 4eCTOTa HA HEXENAHHTE JIEKAPCTBEHH PEaKLIHH:
MHoro dectu (21 %); uectu (1% u <10%); vevectu (>0,1 u <1%); peaku (>0,01 u <0,1%); mHOrO
peakH (<0,01%]), ¢ Heu3BeCcTHA YecTOTa (OT HANHYHUTE NaHHH He MOxe Aa 6bAe HanpaBeHa OLiEHKA)

Bpooenu, pavuanu u 2enemuunu Hapyuwenua (6xc. mouka 4.6 Bpemennocm u xeprene)
BpoaeHu mangopMalivy 4 HapyllleHHA B PA3BHTHETO (BXK. TOYKH 4.4 1 4.6)

Hapywenusa na kpvenama u awmghnama cucmema

YecTn: aneMus, TpOMOOLUMTONEHHS (BXK. TOUKa 4.4)

HeuecTH: naHIIMTONEHHS, 1EBKOIEHHUA

Penku: HENOCTATBYHOCT HA KOCTHHA MO3BK, BKJTIOUMTENIHO YMCTA allla3ust Ha YepBEHHUS KPbBEH pex,
arpaHynolKTO3a, MAaKPOLIMTHA aHEMHA, MAKPOLIHTO3a

Hacreosanun

PeIKH: NOHIKEHH HHBA HA KOArynauHOHHHUTe GakTopH (MOHe Ha €1UH OT TAX), OTKJIOHEHHS B
KOary/lalHOHHHTE TECTOBE (HANPHMED YABKEHO IPOTPOMOUHOBO BpeMe, YIRI)KEHO aKTHBHPAHO
MaplMaNTHO TPOMOOILTACTHHORO BpEeMe; YIbIXKEHO TPOMOUHOBO Bpeme; yeenuueH INR) (Bx. ToukH
4.4 ¥ 4.6), HexocTHT Ha SHOTHH/OHOTHHMIA3A

Hapyrwenun na nepenama cucmema
MHOIr0 4ecTH: TPEMOP

HecTH: ekcTpanupaMUIHH HAPYILLEHHSA, CTYNOP*, COMHONEHTHOCT, KOHBYJICHH*, HAPY LIEHHA B
MaMeTTa; r1aBo00/He; HUCTArbM; HAKOIKO MUHYTH C/leJ] HHTPABEHO3HA HHXXEKLIHA MOXE [a HACTBITH
3aMaiiBaHe (NMPH HHTPABEHO3HO MPHIIOKEHHE, 3aMasHOCT, MOKE 11a c€ NOJTYYH 33 HAKOIKO MHHYTH U
OOHKHOBEHO, KOETO U34€3Ba CIIOHTAHHO ClieAl HAKOJIKO MHHYTH)

Heuectn: koma*, enuedanonatva*, neraprus*, obpartuM napKHHCOHWIBM, aTAKCUS, NApPECTEINA
HedecTH: yTeXKHEHH KOHBYICHH (BK. Touka 4.4)

Penku: obparnma aeMeHUHA cBbp3aHa ¢ obpaTuma Lepebpaitta aTpodHa, KOTHHTHBHU
*CTynop H jieTaprus, BOAELLH NMOHAKOra A0 NPexoaHa koma/eHuedanonaTus; Te ca
CaMOCTOSTE/IHH WIIH CBBP3aHH C MOBULIARAHE Y€CTOTATA HA T'bPYOBETE B XO/a Ha T,

BHC3ANMHO YBCJIIHYABAHC HA JO3HTE BANINpoar.




Hapywenua na ouume
Penku: aunnaonus

Hapywenwi na yxomo u nabupunma
Yectu: rayxorta

Pecnupamopru, 2pbOonu u MeOuacmuHaiHu HapyueHus
Heuecru: nnespaneH uanue (€03nHodpuicH)

Cmomawro-upeanu napyuienus

MHoro uecTu: rageHe*

YecTH: nosprulane, Bb3naneHUs Ha BEHLMTE (OCHOBHO XUNEpIUIa3ua Ha BEHLIUTE), CTOMATHT, DOJIKa B
FOpHAaTa 4acT Ha KOpeMa, AMapHUs YECTO Bb3HUKBAT IPH HAKOH NAaLHEHTH B HAYANIOTO HA AEYEHHETO,
HO OOHKHOBEHO HU3UYE3BAT CEM HAKOJIKO IHU 663 NpeKpaTaBaHe Ha JIEUEHHETO

*Habnronasa ce ChIo HAKOIKO MUHYTH C/IEA MHTPABEHOZHO HHXEKTHPAHE CbC CIMIOHTAHHO 3aTHXBaHE
B PAMKHTE Ha HAKOJIKO MUHYTH

HeuecTu: nankpeartuT, NoHAKoTa ¢ datanen usxoxn (Bx. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nomuya

YecTH: ypuHapHa HHKOHTHHEHLUS

Heuectu: 650peuHa HeOOCTATHHHOCT

Penxu: eHypesa, TybynouHtepcTuumanes Hepput, o6patum cHHapoM Ha Fanconi, HO MeXaHH3MbBT Ha
NEHCTBHE OLLE HE € ACeH

Hapywenun na koxcama u nookosxcrnama moxan

HecTu: cBPBLXYYBCTBHTENTHOCT, NPEXOAHA W/HAH J0303aBUCHMa AJTOTIELHS, HapyHICHHS Ha HOKTHTE M
HOKBTHOTO JIETJIO

Heuectu: anruoenem, obpus, HapyleHHs Ha kocbMa (KaTo HeoBHualiHa CTPYKTYpPa Ha KOChMa,
NPOMEHH B L1BETa HA KOCBMa, HeODHYaeH pacTex Ha KocaTa)

Peqkn: TOKCHYHA enUaepMaHa HeKpoIH3a, CHHAPOM Ha Stevens-Johnson, eputema MYJITHQOpME,
CHHIPOM Ha JICKApCTBEH OOPHB ¢ eo3uHOBWINA K cHeTeMHH camnTomu (DRESS)

C HeM3BECTHA HECTOTA: XMNEPNHIMEHTALHSA

Hapywuenusn na MycKyiHo-creremnama cucmema u CoeOUHUMenHama movkan

Heuectu: HamManeHa KOCTHa MUHEPAIIHA [LTBTHOCT, OCTEOTIEHHS; OCTEONOPO3a U dbpakTypH npH
MalMeHTH Ha NPOAB/DKHTEHA Tepanus ¢ JlenakuH Xpono 500 mg. MexauusMsT, no kofito Jdenakun
XpoHo 500 mg nosausBa KOCTHHs METABONMHIbM, HE € YCTAHOBEH

Penxu: cucremen nymyc eputemartosyc (k. Touka 4.4), pabaoMuonusa (Bx. Touka 4.4)

Hapywenws na endoxpunnama cucmema

Heuectn: cuHapom Ha napyuleHa cexpeuns Ha AJIX (SIADH), XUMNEPAHAPOreHH3IBM (XHP3YTH3BM,
BUDWIH3BbM, aKHE, MBXKH THI aN0MELHA W/HIH YBETHYEH aHAPOTeH).

Penku: xunotHpeounussM (Bx. Touka 4.6)

Hapywenus na memaboauzma u xpanenemo

Yectn: xHnoHaTtpuemus, yeenrueHo ternio*

* IosuieHoTo TENECHO Terno Tpabsa Aa 6bae BHHMATE/HO NpOCNeAsBaHO, Thit KaTO € GakTop 3a
MOJIMKHCTO3€H OBapHaJieH CHHAPOM (BX. TOUKa 4.6)

Penkn: xunepamonuemus* (Bx. Touka 4.4), 3aTILCTIB2HE

*BB3MOKHO € 1a HACTLIAT CITy4an HA U30JIMPaHa WIH yMepeHa XHAEPAMOHHEM
4EPHOAPOOHHTE (PYHKLIMOHATHH TECTOBE U TOBA He TpsOBa na 6bie NpuuKHa
TepanuaTa. CpodIIaBaHO € U 33 XMNIEPaMOHHEMHS, CBHP3aHA C HEBPOIOTHUHWY AR
CITy4aH, € HeoDXOANMO na ce OOMUCIAT NOMBIHUTENHH H3CIEABaHHA (BXK. THER
HapytueHus 8 ypeiHia LMK U pHCK OT XHnepamMoHeMHs U ITauueHTH ¢ pH
XHIOKAPHHTHHEMUA ). |
C Heu3BeCTEHa YECTOTA: XHMOKAPHUTHHEMHA (BX. TOuKkH 4.3 u 4.4) e




Heonnazmu - oobpoxauecmeenu, nokavecmseny u neonpedenenu (8K1. KUCMU U ROAUNY)
Penku: MHENOIHCIIACTHYEH CHHAPOM

Cvoosu napywenus
Yectn: xemoparus (K. Touku 4.4 u 4.6)
HeyecTu: BacKyuT

Obwu napywenus u epexmu Ha MACMOMO HA NPURONCEHUE
Heuectn: xunorepmus, HerexuK nepudepeH enem

Xenamobunuapnu Hapyuenua
Hectur: yepHOOpOOHH yBpexaHus (Bx. Touka 4.4)

Hapywenui na 8v3npouseooumennama cucmema u 2vpdama

YectH: aucMeHopes

Heuectu: ameHopes

Peaxu: Gesmnonue npu mubxe (BX. Touka 4.6), MOJUKHCTOZHH SHUHHLM

Heuxuunu napywenus

HecTH: cbeTogHHE Ha OOBPKAHOCT, XaNIOLMHALIMM, arpecHn*, axuTauus*, HapyiieHo BHUMaHHe*
Penku: abHOPMHO noBeaeHHe™*, NCHXOMOTOPHA XHMEPAKTHBHOCT*, HAPYILLEHa CNOCOBHOCT 32
o0yueHHe™.

*Te3u HexenaHH NIEKapCTBEHH PeakUMH ca HabMIOIaBAHH OCHOBHO NPH neaAHaTpHyHaTa NOMyalus.

Bauanue evpxy nabopamopru u Ouaznocmuunu u3caeo8anus

Twit kaTo BayIMpoaT ce 0TAEA OCHOBHO NMpe3 GbGpeunTe, YaCTHYHO MO GOPMATA HA KETOHHH TeJa,
PE3YJITATLT OT HAPABEHHA TECT 3a OTAENIEHHTE KETOHHH TeJIa MOXKe /12 € MOJABEXIALL NPH MALMEHTH C
ouaber.

[leanaTtpryHa nonynaims

ITpoduabT Ha Ge30MacHOCT Ha BanNMpoAT B MEAUATPHYHATA [TOITYNALMS € CPABHUM C TO3U npu
BB3PACTHH, HO HAKOH HEXKETAHH PEaKLIMH Ca MO-TeXKH WK ce HabaloaaBaT [MaBHO B NeAMaTpUYHATA
nomynauus. ChllecTByBa 0COGEH PHCK OT TEXKO YepHOAPOGHO yBpexaaHe npH KbpPMauyeTa U MaJIKH
Aeua, 0cobEHO HA BB3PAcT NoA 3 roaHHH. MankuTe Jeua ChUIO Ca HANOKEHH Ha OCO0eH PHCK OT
MaHKpeaTUT. Te3n pUCKOBE HAMAABAT C YBEIIHYaBaHE HA BB3PacTTa (BxK. ToukKa 4.4). [TCHXHYHM
Pa3CTPOHCTBA KATO arpecus, Bb30y/1a, HapylLlleHHe Ha BHHMAHUETO, HEECTECTBEHO [IOBEJEHHE,
NCHXOMOTOPHA XHIIEPAKTHBHOCT H HapyLlUeHa CNOocOOHOCT 3a 06yueHHe ce HabNIOaBAT r/1aBHO MpH
neaAHaTpHYHATa MOMyNALIHA.

Cro0maBaHe HA HeXeTaAHH Peakinu

Cro0aBaHeTo Ha NO103MPaHH HEXENAHH PeaKiMM Clell pa3peluaBaHe 3a ynotpeba Ha leKapCcTBEHUA
NpOAYKT € BaXKHO. ToBa N0O3BOJIABA A2 NPOAB/DKH HAGTIONEHUETO HA CHOTHOLLEHHUETO noJ13a/pUck 3a
JIEKapCTBEHHUA NPOAYKT. OT MEAHUMHCKHTE CTIELIMATHCTH C€ H3UCKBA /1a ChOBILIABAT BCAKA
NOI03UpaHa HEXKeNaHa peaKLus upes:

M3mbiHHTENHA areHU s 1o eKapcTBaTa

yi. ,JdamsaH I'pyep” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yebcaiit: www.bda.bg.

4.9 Ilperxo3upane

[IpH3Hali ¥ cUMOTOMM

XHNOpeQIEeKCHs, MHO3a, HapyLLIEHa AUXaTeHA BYHKLMA, MeTaboIMTHA alnIo3
LIHPKYNaTOPEH KOnarc/1iox.




Ciiel MaCHBHO MPEO3MUPAHE Ca HACTLIIBAIN CMBPTHH CJTy4aH.; BBIIPEKH TOBA, OGHMKHOBEHO H3XOMIBT €
O1aronpHATEH.

CumMnromute obaue MoraT Aa BapHpar U ce ¢ho6LIaBa 3a bPHOBE IPH MHOTO BUCOKH [LTA3MEHH HHBA.
Cpobluasa ce 3a CJTy4an Ha NOBHILEHO HHTPAKPaHHATHO HAAraHe, CBbP3AHO C MO3bYEH OTOK.

Hannunerto Ha HaTpuit B CheIMHEHHATA C BANMPOAT MOXKE 1a AOBEJIE 10 XMIIEPHATPHEMHS B CITYUAUTE
Ha Npeao3UpaHe.

OBnanspaHe
B ciyuaii Ha npeno3upane ¢ BaAIpoar, BOJELLO A0 XHIMIEPAMOHEMHS, MOXKE 112 C€ MPUIOXKH KaPHUTHH
HHTPABEHOZHO, 33 [1a € HOPMAJTH3HPAT HYBATa HA AMOHSAKA.

5. ®APMAKOJOI'MYHHU CBOMCTBA
5.1 PapMakoaIHHAMHYHH CBOHCTBA

®apmakoTepanesTHdHa rpyna: [lpoTuBoenuienTHuHu cpeacTsa
ATC koo NO3AGO1
LLIMpokoCcneKTbPEH NMPOTHBOENMKIENTHYEH JIEKAPCTBEH TPOLYKT.

Bannpoart ynpaxHaBa epeKTHTE CH ITAaBHO Ha HUBO LEEHTPAIHA HEPBHA CHCTEMA.

({apMakoMOTHYHHTE HU3C/IeIBRHMS BEPXY XKHBOTHH MOKa3eat, ue Jenakud XpoHo 500 mg nputexasa
MPOTHBOTBLP4OBH CBOHCTBA MPH PA3AHYHH MOIENIN HA EKCIIEPHMEHTANHA ENKIIENCHS (TEHEPaTH3HPAHH
H NapLUHaTHU I'bpUYOBE).

Ipu xopa, Jlenakus XpoHo 500 mg CBILO IEMOHCTPHPa MPOTHBOEMTUAENTUYHA AKTHBHOCT [1pH
pa3IHYHH BHIOBE CMUJIETICHA.

OCHOBHHAT My MEXaHH3bM Ha NEHCTBHE € CBbP3aH ¢ noacHIBaHe Ha [ AMK-epruuHaTa akTHBHOCT.

5.2 PapMaKOKHHETHUYHH CBOHCTBA

PasnpeaeneHue
[IpemuHaBaHe npes rutaueHTara (Bxk. Touka 4.6).

Basnpoar npeMHHaBa npe3 niaueHTapHaTa 6apdepa KakTo NpH XHBOTHH, TaKa H MpH Xopa.

- [1pu kvBOTHHTE, BANNpOAaT NpeMHHAaBa NPE3 MaLeHTaTa B NOAOGHA CTENEH KaTo NPH X0paTa.
- Hskonko mybnukauku ca u3ciaeasand NpH XOpa KOHLUEHTPaUHHTE Ha BANTPOAT B ITHNHATA
BPBB Ha HOBOPOIEHH NpH paxaaHe. CepyMHHTE KOHUEHTPALMY HA BAMPOAT B ITbNHAT2 BPLE,
MoKa3BallH Te3u BbB (PeTyca, ca NOAOOHM WM JIEKO 3aBUILIEHH B CPABHEHHE C Te3W Ha MaiikaTa.

Metabonusnm
HaTpueBuat Bannpoat ce abcopGupa 6bp30 H MHKOBH M1a3MEHH HUBA CE NIOCTUIAT B paMKuTe Ha 1-4
yaca, cTabuieH e B npoabkeH|e Ha 4-14 vaca. [1pu nepopanex npuem, 85-100% ot no3arta ce
abcopbupa. [1onyKHUBOTHT NpH NoBe4eTO NaLueHTH e 8-20 yaca, HO B OTAEITHH CTYYal MOXe [a Gbe
3HAYHTEHO NO-ABIBI. [1py HapyweHa 6s0peuna dbyHKLMS, NOMYKUBOTBT HA BANINPOATA € YABJIKEH.
[na3mMeHHAT HOTY)KUBOT MOXKE 1a ce yabmicd 10 60 4aca npu feua noa 2 Mecelta, HO MPH M10-TONEMH
Aeua ToH e noaobeH Ha TO3M NMpH BL3pacTHH. B3anmoBpb3kaTa Mexy naneHara 103a 1 edekTa,
CBOTBETHO MEXITY TUIa3MeHaTa KOHUEHTpauus u edekTa, He ca TOUHO oleHeHud. PapHoBecHO
CBECTOAHHE (steady state) Ha nIa3MEHaTa KOHLUEHTPALUMS C€ JOCTHra B [IOBEUETO CAYYaH Clleq 3-5 aAHu
neyeHHe. JIMKBOpHaTa KOHUEHTPALIMA TOCTHra NpHOAH3HTeNHO 10% OT ra3sMeHaTa KOHLCHERS
HatpuesusaT Bannpoar ce CBbP3Ba C MIa3MEHWTE NPOTEMHH B npubausutento 90%. B
Ha CBbp3BaHE C NPOTEHHUTE MOXKE J1a MPEAH3IBUKA PHCK OT KJIMHHYHO 3HAYUMH B3auglh
APYTH NPOTHBOECNWICNTTHYHH JIEKAPCTBEHH NMPOAYKTH, 0COOEHO PeHHTOHH (BXK. TO
3amoBonuTeENneH KNHHHYEH €DEeKT OOMKHOBEHO Ce 10CTHIa NPH KOHLIEHTPALIMH Me

HO € HeO0XOOMMO Ja ce B3eMe MPEABUI LINOCTHATA KNMHHYHA CHTYALIUS MPH MaLi
4.2).




OCHOBHMAT MBT 3a HHOTpaHchOpMaLHA Ha BANIIPOAT € IIIOKYpOHHpaHeTo (~40%), npeauMHO ypes
UGT1A6, UGTIA9 u UGT2B7.

HaTtpuesusat Bannpoat ce MeTabonu3Mpa BbB BUCOKA CTENEH M CE eKCKPETUpa B YPHHATA noa dopmara
Ha KOHIOTHPaHH MeTaboNUTH.

Henakun XpoHo 500 mg uMa no-HUCKa Cmax M € € NO-MANKO GAYKTYALIMH B TUIa3MEHaTa
KOHUEHTpaLHA Npe3 JICHA B CPaBHEHHUE C racTpO-PEe3HCTEHTHUTE TableTKH.

Heouampuunu nayuenmu

Heua Ha Bb3pacT Hax 10 roAMHH U IOHOLLM UMAT KJIMPBHC Ha BAIMpPOoatT NoAao0eH Ha TO3H IipH
Bb3pacTHH. IIpy neanatpuyHy nauueHTH Ha BB3pacT nod 10 roanHu cHCTEeMHHS KIHPBHC Ha
BAIMPOAT C€ pa3jiH4aBa B 3aBUCHMOCT OT Bb3pacTra. [Ipy HOBOpOACHH H KbpMadeTa Ha Bh3PacT A0
2 Meceua KITMPBHCHT Ha BAINPoaTa € HaMaJieH MPH CPaBHEHME C TO3U MPH BH3PACTHH K € Hal-HUCBK
HENOCPEACTBEHO ClleR paxaaHeTto. [IpH npernea Ha Hay4HaTa nuTepaTypa, NONYKHBOTHLT Ha
BANINMPOAaTa MPH KbpMaYeTa Ha Bb3PacT 0 2 MECeLia NOKa3Ba 3HAYUTEHH paznuku ot 1 o 67 yaca.
[Ipu neua Ha Bb3pacT 2 — 10 roauuu, KIMPBHCBT Ha Bainpoara e ¢ 50% no-BMCOK OT TO3M NpH
Bb3PAaCTHH.

5.3 IlpeaknuHuYHH JAHHH 32 Oe30NACHOCT

[IpoyuBaHMs MPH KHBOTHH MOKA3BAT, Y€ €KCMNO3ULIMATA HA BAINPOAT in Llero BOAKH A0 MOPDOIOrHYHH
W/WIH QyHKLUHOHAIHH MPOMEHH Ha CJIYXOBaTa CHCTEMA MPH [UTBXO0BE H MHILLKH.

Bannpoat He nokassa npu aHanu3 in viftro MyTareHHOCT HUTO NPH OaKTEPHH, HUTO BBPXY KJIETKH OT
MHLIM THMQOM H HE HHAYLHpa penapauusd Ha JIHK B nbpBHYHH XEMaTONMTHH KYATYPH OT ILTEX. [n
vivo, obaue, ca Moay4YeHH NPOTUBOPEYHBH PE3YJITATH 38 TEPATOTEHHHUTE J03HM B 3aBUCHMOCT OT
HAaYHHa Ha NpUIoxkeHue. Crea nepopanHo NpUWIoKeHHe, HalH-4eCTO H3NON3BAHMSA HAYUH Ha
NPHJIOKEHHE MPH XOpa, BAINPOAThT HE HHAYLIMpAa XPOMO30MHH abepalliH B KOCTEH MO3BK OT TUTbX
WIH JOMHHAHTHU NIETANHH edekTd ripy MUIIKH. UHTpanepuToHeanHoTO HHXXEKTHPAHE HA BATAPOAT
NoBHINIABa HaKbLCBaHe Ha Bepurute Ha JHK v xpomo3oMuu yepexnanua rnpu rpusaud. B
JOITbJIHEHHE, B IMyONHMKYBaHH NPOYUYBAHHA € ChOOLIABAHO 3a YBEJIHYEH OOMEH MEXKAY CECTPHHCKHUTE
XpOMAaTH/H NMPH NalMeHTH C SIHIETNICHS, TPHEMALIY BAIIIPOAT, B CpaBHEHHE C HENIeKYBAaHHU 3/1paBH
YYaCTHHUM. BbIpeKku TOBa, M3KAIOUBALLUH CE Pe3y/TaTH ¢a NOMYYEHH NPH CpasHABaHE HA TaHHUTE MPH
MauMeHTH ¢ eMWIENCHA, JIEKYBAaHH € BAANPOAT, € Te3H Ha HENEKYBAHHW MALIHEHTH C EMHJIENICHS.
Knunn4HOTO 3HaueHUe Ha Te3u pe3yaTatH 3a JIHK/XpoMo30MHTE € HeH3BECTHO.

HekNMHHHYHHTE NaHHH HE NOKAa3BaT OCODEH PHCK 3a XOopaTa Bb3 OCHOBA HA KOHBEHLIMOHAIHH
[IPOYYBAHHA 338 KAHLEPOTEHHOCT.

Penpoodykmuena moxcuunocm

BannpoarsT MHAYUHpa TepaToreHHH edeKTH (MandopMaLi Ha MHOXKECTBO OPraHHH CUCTEMH) B
MHLLIKH, [UTbXO0BE H 3aHLH. OTKIOHEHHUS B IOBEIEHUETO ca CbO6IIaBaHH B HHAWBHAMTE OT MbPBO
MOKOMACHHE Ha MHLLUKH M ILTbXOBE CJI€ CKCMO3ULIMA in utero. HAkoH noBeAeHUECKH NPOMEHH Ca
HabmoaasaHH CbLUO H BbB BTOPO NOKOJIEHHE, a ChUIMTE ca OWIK No-TpyAHO 3a6eIe)XHMH B TPETO
MOKOJICHHE Ha MHLIKH CJIE[l OCTPA in ufero eKCNo3uLUMsA Ha MbPBOTO NMOKONEHHE HA TepaTOTEHHH [03H
BANMpoAaT. CKPHUTHTE MEXAHH3MH H KIIMHMYHATA 3HAYMMOCT Ha T€3H OTKPHTHA Ca HEH3BECTHH.

B mpoyuyBaHHA 3a TOKCHYHOCT MPH MHOTOKPATHO NpWiaraHe ca ChoOIeHH TECTUKYIApHA
AereHepauus/aTpous HNK HapyIEHHS B CNEPMATOreHE3aTa M HAMA/ISIBAHE Ha TErJI0TO Ha TECTUCHTE
MPH Bb3PacTHH MIILXOBE U KYY€ETa Cll€l IEPOPATHO NMPHIOKEHHE B 1034 choTBeTHO 400 mg/kg/neH u
150 mg/kg/aeH, HaXonKK B TECTHCHTE, CRBP3aHu ¢ HUBa Oe3 Habnonasan HebnaronpusateH edekT (no
observed adverse effect levels, NOAELSs) ot 270 mg/kg/neH npu B13pacTHH MAexoBe H 9
NPH Bb3PacTHH Ky4eTa.

(CpaBHeHMsTa Ha rpaHULMTE Ha Oe30MacHOCT Ha Oa3ara Ha excTpanoaupaHata AUC
KydeTa MOoKa3BaT, Ye MOXe 1a HAMa rpaHMLa Ha Be3onacHocT.

[Ipu 1OBEHHIIHH UTBXOBE HAMAa/IABaHe Ha TETJIOTO Ha TECTHUCHTE € HAOMOOaBaHo ¢
HaJABKLIABALLH MaKCHMAalHaTa noHocHMa no3a (ot 240 mg/kg/neH npu uHTpanep
HHTPABEHO3HO MPHIOXKEHHE), O€3 CBBP3aHH XHCTONATOMONHYHH npoMedH. He ca H




€(PEKTH BBPXY MBLKKHTE PEMPOLYKTHBHH OpPTaHHU MpH MOHOCHMH 103H (1o 90 mg/kg/nen). By3 ocHoBa
Ha Te3H NAHHH IOBEHHWIHHTE XKHBOTHH HE C€ CUMTAT 3a MO-MOJATIMBH MO OTHOLIEHHE Ha HAXOAKHU B
TECTUCHTE, B CPABHEHHE C Bb3PACTHUTE. 3HAYEHHETO HA HAXO/KHTE B TECTUCHTE 32 NEeIHATPHYHATA
MOMYyNalUs HE € U3BECTHO.

B npoyuBaHe 3a QepTHIHTETA NPH [LTBXOBE, BAINIPOAT B A03H A0 350 mg/kg/AHEBHO He NMOBAMABA
penNpOAYKTHBHATA (PYHKLHA NPH MBKKHTE HHAMBHAH. Borpeku TOBa HHGEPTUIUTET NPH MbXKe €
HICHTH)HULIMPAH KaTo HeXeNaHa peaklus NpH xopara (Bx. Touku 4.6. 1 4.8).

6. PAPMALEBTHYHH J1AHHHA
6.1 ChnHcbK HA NTOMOIMHHTE BeIeCTBA

ETvn uenynosa, XHnpoMenosa, CHIMUHMEB IHOKCHA, KOJOHAEH De3B0EH, CWIHLMEB THOKCHA, KOJIOHIEH
XHApPATHPAH, 3aXapHH HaTpHii, NONHaKPUIAT, MAKPOroJl, TaJIK, THTAHOB JTHOKCHUAL.

6.2 HecbBMecTHMOCTH

Hama nanxHu.

6.3 Cpok Ha rogHoct

3 roavHu.

6.4 CnenHalHH YCJIOBHA Ha ChXPaHEHHE

To3un nekapcTBeH NPOOYKT HE M3HCKBA CMIELMAIIHH YCIOBHA Ha ChXPAaHEHHE.
6.5 Bng H chabpikaHne HA ONAKOBKATA

KyTtus ¢ 30 Tabnerku ( mactMacosa 1y0a).

6.6 CneuHaaHH NpeANa3HH MEPKH NPH H3XBHP/IAHE

Hama cneliuajiHi U3HCKBaHHA.

7. INPHUTEAXATEJ] HA PA3SPEIIEHHETO 3A YIIOTPEBA

Sanofi Winthrop [ndustrie

82 avenue Raspail

94250 Gentilly

OpaHums

8. HOMEP(A) HA PA3ZPEIIEHHETO 3A YTIOTPEBA

Per. Ne 20010812

9. JATA HA ITBPBO PA3SPEUIABAHE/MIOAHOBABAHE HA PA3ZPELIEHU
YIIOTPEBA

JlaTta Ha mbpRO paspewaBane: 23.07.2001
Jlata Ha nocaeano nognosgBane: 11.10.2011




10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

18/12/2024




