KPATKA XAPAKTEPUCTHKA HA IMPOJIYKTA

V Tozu nekapcTBeH NpoIyKT MOUIEKH Ha AOMBIHATENHO HabmoaeHue. ToBa e No3Boy OBbp30TO
YCTaHOBSIBAHE Ha HOBA HH(pOPMALIMs OTHOCHO Ge30macHoCTTa. OT MEIHLIMHCKUTE CIELHATHCTH ce
M3HCKBA /J1a ChOOIABAT BCSKa 110/103UpaHa HeXelaHa peaKiks. 3a HauMHa Ha ChoGLIABaHE Ha
HEXKEJIaHHU peaklMMy BHKTe Touka 4.8.

1. MME HA JIEKAPCTBEHUS ITPOAYKT

Jenakun Xpono 500 mg tabneTku ¢ yabmkeHo OCBOOOK/IaBaHE, . a&, Q2 '2
Depakine Chrono 500 mg prolonged release tablets :

o PRPFE 1109 a8 !
A KAYECTBEH U KOJIHMYECTBEH CHCTAB |

Besika tabnetka cbabpxka 333 mg Hatpues Baanpoat (sodium valproate) u 145 mg Bannpoesa
kucemHa (valproice acid), orrosapsiui Ha 500 mg HaTpuHes Basmnpoar (sodium valproate) 3a Tabnerka.

[TomortHO BelecTBo ¢ H3BeCTHO AelicTBHe: HaTPHiT 47,21 mg/TabneTka (BK. Touka 4.4)
3a MbJIHKS CIIMCHK HA MOMOLIHUTE BELECTBA BUKTE TOYKA 6. | .

Js JJIEKAPCTBEHA ®OPMA

DuimupaHa TabsieTka ¢ yIb/KeHO 0cBOOOXK 1aBaHe.

4. K/IMHUYHHU IAHHHU

4.1 TepaneBTHYHH MOKA3AHUSA

Enunaencus

* IIbpBuuHO reHepanu3npanu enuencuu U NpUNaTbLUK

e  TUnoBe NpUCTHIMU:
abcatcw (petit mal), reHepaM3UpaHH TOHUYHO-KJIOHHYHH (grand mal), TOHHYHM U ATOHWYHU
[IpUNABLH, MHOKJIOHHYHH MPHUCTHIH, HH(AHTHIIHU CITa3MHU.

e leHepanu3upaHu enmuIencUM M eruIenTHYHH CHHJIPOMH:
abcaHCHa eMUJIeTICHS, FOBEHHJIHA MUOKJIOHHYHA eMHIeNCHS (CHHApPOM Ha Janz), enunencus ¢
FCHCPATTM3HPAHH TOHUYHO-KIIOHHYHH TIPUINIAJAbLUHK NIPH cbOYK1aHe, (DOTOCEH3UTHBHHM eMHIICIICHH.

e CuHapom Ha Lennox- Gastaut.

e (CwuHapom Ha West.

e  DokagHM (NapLUMATHK) ENWIETICHA U PHCTHIH C WK 663 BTOPHYHA reHepaIH3alus.

bunoasipuo pascrpoiicrso

JleyeHne Ha MaHMEH enU30/1 PH GUMOJIAPHO Pa3CTPOUCTBO, KOraTo JIMTHIH € NMPOTHBOMOKA3aH HIIH He
ce Tosepupa. [lpoabiukasane Ha iedeHHETO Clle/l MAHHEH €MTH30/1 MOYKE 714 Ce OBMHCITH Npu
MALMEHTH, KOHTO Ca CC MOBJIHSAIN OT BAJINPOAT NPH JICYEHHETO HAa OCTPA MAHHS.

Ilpu gena: kato caMocTosITeIHa Tepanus HiH B KOMOHHALMS C APYT aHTUETTHIIENITHYEH JIEKAPCTBEH
MPOJIYKT:

Jleyenne Ha reHepanusupana enuIencus: KIOHUYHH, TOHHYHN. TOHHYHO-KIOHHYHMN MpUnalb
adCaHCH, MHOKJIOHMYHH MPUCTBITH, AaTOHHYHH TIPUTIAIBLMH: CHHIApPOM Ha Lennox-Gastaut:
JleueHne Ha napumaaHa ernuIenCUs: napLUUaIHU [MPUCTBIK ¢ WK O€3 BTOPUYHM I'eHepall
MPUITAIBIIH.




4.2 J0o3HpOBKa H HAYHH HA NPHJICKEHHE

Jlozara TpaOBa Aa ce amanTHpa choOpa3zHO BB3PACTTA, TENECHOTO TEJIO H MHIUBUTYATHATA
HyBCTBHUTEJIHOCT. Ta0eTkara MOXe na ce JeNH, HO He TpAGBa Aa ce CIbBKBA WK CTPHBA.
TepaneBTHiHa e(eKTUBHOCT OGMKHOBEHO C€ TIOCTHIA TIPH IUIA3MEHH HHBA MeXIy 40-100 mg/1 (300-
700 pmoV/1). OnTHManHOTO ITa3MEHO HUBO Ce PA3IMYaBa MEXKIY OTAEITHUTE HHAMBUIHU, 2 BEPOATHO H
PH €JUH H CbLI KHAUBH B PA3/IHYHH MOMEHTH OT BPEME.

[1py nauneHTH, KOMTO HE NOMY4aBaT APYro NPOTHBOETUIEHTHYHO eueHH e, 3a NpeAnoYUTaHe e
AO3aTa a C€ MOBHLIABA MNOCTENCHHO HA HHTEPBAIH OT N0 2-3 HU A0 AOCTUIaHe Ha ONTHMAHATA
03a.

[py npexsbpisHe OT JIEYEHHE € APYT NEKApCTBEH MPOMYKT, WIIH Al TePHATHBHO, KOTATO Ce BKIIKOUBA
KaTO NOMBJIHHTENHA MEIMKALlKs KbM TPEAXOAHO JledeHue, 3amaHaTa ¢ Jenakun XpoHo 500 mg
TpAOBA /14 c€ NMPaBH NOCTENICHHO TaKa, Ye ONTUMAITHATA 1033 Na HbIe AOCTUrHATA EIHOBPEMEHHO C
HAMAJIIBAHETO W CIIUPAHETO Ha APYTHSA NEKapCTBEH NpOAyKT. I1pu npexsbprsHe oT KOHBEHLHOHAIHH
Tabnerky Jenakun xkbM Jlenakus Xporo 500 mg, AHeBHaTa n03a TpsAOBa na ce 3anasm.

I Ipn Heo6xoaumMocT, PUOABAHETO HA NPYTO MPOTHBOEMHAEITHYHO ACUEHHE TpsOBa Aa ce U3BLPINBA
IOCTEIIEHHO.

Lo3uposka

B o01ums ciryuaii mepBonayanHara no3a e 10-15 mg/kg nHegHo, OTroBapsiua Ha 2-5 TabneTky ot
300 mg wim 1-3 Tabnerku ot 500 mg 3a noBedeTo nauneHTH {60-100 kg). Ho3zata TpsaOBa ga ce
THUTPHPA 10 ONTHMATHO HHBO, H [1a C€ pa3aen Ha 1-2 IHeBHH npHeMa.

IIpu ev3pacmuu B 06mua cayyail nosara € mexay 20-30 mg/kg aHeBHo, OTroBapsAilH Ha 4-10
Tabnetkn ot 300 mg unu 2-6 Tabnerxu ot 500 mg, aKO NALIUEHTHT € mexay 60 1 100 kg. B cryyaii,
HE HE MOXKC 114 CC NOCTUIHE OBNAIABAHE HA FBPUOBETE C TA3H 034, TO TA MOXe 1a 6bje yBennueHa.
[MaupeHTsT TpAGBa Na ce Clefi CTPUKTHO B CiTyy4aii, Ye MoTy4ara JHEBHA 1033 MO-BUCOKA OT

50 mg/kg.
3a Oeya Hait-uecTtata [O3HUPOBKA € 0Kos10 30 mg/kg nHEBHO.

Manuen enn3on npH GHROAAPHO Pa3CTPOIiCTBO

Ilpu ev3pacmuu:

JAHeBHaTa 1032 TpsbBa na Ob/ie YCTaHOBEHa H KOHTPONHPaHA HHIMBHAYATHO OT JeKyBalllys JICKap.
IIpenopryanata HayanHa nHeBHa 1032 € 750 mg. OcBeH TOBA B KIIMHHYHH WU3NTHTEAHHS HAYAIHA 032
ot 20 mg Banmnpoat/kg TeNecHo Tero ChLIO MOKa3Ba MPHEMITHB NPOdIUT Ha 6e30HaCHOCT. Qopmute ¢
YABIDKEHO OCBOOOKAaBAHE MOTaT 1a ObAAT NPHIATaHH BEJHBXK HIIH JIRA TTH AHEBHO. JlozaTa TpsAOBa
Aa Obae yBelnyeHa KOJKOTO € Bb3MOXKHO N0-6BP30, 33 1a ce MOCTUTHE Hal-HUCKATa TepaneBTUYHA
21033, KOATO BOIH 10 3KeNaHKs KNUHUYEH eekT. [HeBHata no3a TpsOBa 1a Obae aganTHpaHa ClpaMo
KIHHHYHHMA OTIOBOP, 3a Aa C€ ONpe/ieN Hali-HHCKaTa eEeKTUBHA 103a 32 MHIWBHIYATHHA NALIMEHT.
Cpennara JHeBHa 10332 0OMKHOBEHO Bapupa Mexxny 1 000 1 2 000 mg Bannpoar. [laumeHTH, kourto
MoJTy4aBat JHEBHH J03H [10-BHCOKHM OT 45 mg/kg TenecHo Teryio AHeBHO, TpAOBa na 6baaT
BHUMATEJTHO NPOCIeAsSBaHH.

INpoas/nxaBaseTo Ha NIEUEHHETO 33 MAHHMIHY €MU300H NIPH OunonspHo pascTpoiicTBo Tpadea aa 6bae
aNaNTAPaHO HHAHBHIYAIHO, KaTO C€ H3MOM3Ba Hali-HHCKATa eeKTHBHA J103a.

CreumanHy monyaalliy

Heya

Enunencus

OT nepopaiHuTe JIeKapCTBEHH QOPMH, CIICAHHTE NIeKapCTBEHH (QOPMHU €a MO-NMOAXOAALLM 3a

TIpHJIaraHe MpH Aela Ha Bb3pacT noa 11 roauHu (Cupor, nepopaieH pasTBoOp H IpaHyH).

Ilpy mauueHTH ¢ OBOpeyHa HeNOCTATHLYHOCT

[lpn naunentn ¢ 656peuHa HenoCTATEUHOCT MOYKe /1a Ce HATIOXKH HAMANABaHe Ha 103aTa WA

yBe/M4asaHe Ha [103aTa NP NaLMEHTH Ha XeMoauanusa. Hatpues Bannpoat/Bainpoesa KH¢eHvH
OTAensd Nnpu nuanu3a (Bx. Touxa 4.9). Jlosuposkara TpsGBa 1a ce NPoMeHs cnopel KAMHHIROED\
pocieasBaHe Ha MaLHeHTa (BxK. Touka 4.4), A




BUMIIONsSpHO pasCTPONCTBO

IIpu oeya u wonowu

EdukacHoctTa Ha Jlenakun XpoHo 500 mg 3a neyeHue Ha MAHUITHN €NM30M NPU GHIONAPHO
Pa3CTPOHCTBO He Ca OWIM OLEHABAHY MPH NALMEHTH Ha BB3pacT noA 18 roaun. 3a uadopmaLys
CBBbp3aHa ¢ 0€30MacHOCTTa MPH Aella BIDKTE TOUKa 4.8,

Jena oT JKEHCKH NOJI U XKEHHU ¢ NeTepoeH NOTEHUHAT

Jleuenuero ¢ denakun Xpono 500 mg tpabea na ce 3anodHe ¥ HAOMOAaBa OT CELHAIKCT C OIHT B
NICYEHHETO Ha eNWICHICUS w1k OUIONIApHO pascTpoiicTBo. Bannpoar He TpabBa na ce m3mon3ea npu
A€LIa OT XXEHCKH MNOJI M KEeHH C AETEPOICH MOTEHIHAJ, OCBEH KOTraTO APYTUTE NEYCHHS ca
HeeEKTUBHH HITH HE Ce NOHACAT AoOpe (Bx. Touku 4.4 1 4.6).

[lonzata u puCKET TPAGBa BHUMATEIHO J1a C€ OLICHABAT NPH PYTHHHATE NPErJieAd Ha ISYeHHUETO.
Bannpoar ce npeanucea u otmycka B crotBercTBHe ¢ [Iporpamara 3a npeanaszpaHe 0T GpeMEHHOCT
pH yrotpeda Ha Bannpoar (BxK. TOUKH 4.3 U 4.4).

3a NpeanoOYHTAHE € BaNIpOAT Ja ce NMpeArucBa KATO MOHOTEpanus B Hail-HUCKATA edeKTUBHA 1034,
aKo € Bh3MOXMHO KaTo JICKapCTBeHA opMa ¢ YABIDKEHO OCBOOOKAABAHE, 34 1A CE MPEAOTBPATAT
BUCOKH ITHKOBH [L1a3MEHH KOHLEHTpauMu. JIHeBHaTa 103a TpsabBa na Oble pasaescHa Hall-MalKo Ha
ABE €eAMHWYHH 103H (BXK. TO4YKa 4.6).

Mubaxe
[pentopbusa ce sieyenunero ¢ [lenakun XpoHo 500 mg Aa ce 3anoqHe ¥ KOHTPOIHPA OT CIELMATTHCT ¢
OMNMT B JICYCHHETO Ha CMWIESNCHA HITH OMNONAPHO pa3cTPOHCTBO (BXK. ToYKH 4.4 U 4.6)

Crell 0CBOOOKAABAHETO Ha aKTHBHOTO BELIECTBO, B XO/a HA Mpolieca Ha 3a6aBeHo ocBoGOMIaBaHe U
B CIEACTBHE OT MPHPOJAATa Ha IOMOILUHHTE BEUIECTBA B CbCTaBa My, HHEPTHHAT MATPHKC He ce
abcopbupa OT XpaHOCMIIATEHHA TPAKT, 4 Ce ENTAMHHHMPA ¢ H3TPOKHEHHATA.

4.3 Ilporusonoxkazanus

Henakud XpoHo 500 mg e NpoTHBOMNOKa3aH NPH CIEAHHTE CUTYALHH;

- CBpBXUYBCTBHTE/IHOCT KbM HaTPHEB BAJMPOAT, AMBAIIIPOAT, BAIIPOMMUI, WM KbM HAKOE OT
NOMOLIHHTE BEIUECTBA, H30pOeHH B Touka 6.1.

- OcCTbp XeNnaTUT WIH XPOHHYEH XEMaTHT.

- JluvHa unH QamunHa aHaMHE3A 33 TEXBK XENATUT, 0cOGEHO CBEP3aH ¢ JIEKapCTBA.

-  YepHoapobHa nopdupus.

- Bannpoat e NpOTHBOMNOKA3aH NPH NMALUHEHTH C MUTOXOHAPHAIIHH HAPYIUEHHS, IPUMHHEHU OT
MYTallH B SAPEHHS reH, KOQHpall MHTOXOHAPHATHHA eH3HM nonnMepasa vy (POLG), nanp.
cuHIpoM Ha Alpers-Huttenlocher, kakTo u npu geua moa ABeroauilHa Bb3pacT, 3a KOUTO ce
CMATa, 4€ UMAT HapyleHue, cBbp3aHo ¢ POLG rexa (Bx. Touka 4.4).

- llauueHTu ¢ H3BECTHH HApYLIEHHS B YPeHHHS UKD (BX. TOuka 4.4).

- IlauneHTH ¢ HEKOPUTHPAH CHCTEMEH MBPBHYEH KADHUTHHOB Ae(HLIMT (BX. TOukKa 4.4
IlateHTH C pUCK OT XUNOKaAPHHTHHEMHS ).

JleyeHHe Ha enHIenCcUs

* 0 BpeMe Ha OPEMEHHOCT, OCBEH KOraTO HAMA MOAXO/SAIIO alITEPHATHBHO ICYEHHE (B, TOUKH
4.4 1 4.6).

*  NpH KEeHH C JeTepONCH MOTCHUMAN, OCBEH KOraTo ¢a M3IbIHEHH ycnoBUATa Ha [Iporpamara 3a
npeanaspaHe oT OpeMeHHoCT (BX. TOUKH 4.4 H 4.6).

JleueHue Ha OMNONAPHO pPa3CcTPOICTRO:
* 10 BpeMe Ha OpeMeHHOCT (BX. Touku 4.4 u 4.6).

*  MpH KCHH C JETEPOeH NOTEHUHAl, OCBEH KOraTo ¢a U3IIbJIHEHH ycioBuaTa Ha [Tporpa
npeanassaHe oT OpeMeHHOCT (BXkK. TOUkH 4.4 U 4.6).




4.4 ChoennajaHn npeaynpexIeHHA H NPeANAIHH MEPKH NPH ynoTpeda

Momuueta//lepolikn/Aens ¢ nerepoaeH noreHuuat/bpemMennocT:

Henaxkun XpoHo 500 mg He TpaOBa na ce U3MOJI3Ba NPYH MOMHYETA, JEBOMKH, NIPH XKEHH C
AETEPOJAECH MTOTEHLUAI WIH OpeMEeHHU KeHH, OCBEH B CJTy4all, KOraTo aJlTepHATUBHHTE JICUEHHA ca
HEe(EKTHBHH HITH HE CE [TOHACAT NOPaAH BUCOK TEPATOT¢HEH MOTEHLIHAN H MOBHIIIEH PHCK OT
CEpPHO3HH HAPYIUCHHS B Pa3BUTHUETO Ha OebeTa uanomeHu BeTpeyTpoOHO Ha Bainpoar. [lonsata v
PUCKBT TPA0Ba BHUMATENHO Aa C€ OLIEHAT O BPpEME Ha PYTUHHH MPETJIEH, pe3 MmybepreTa H
CIIELIHO KOraTo KeHa ¢ AeTepOAEH NOTeHUHa, JeKyBaHa ¢ Jenakun Xpono 500 mg nnanupa
OpeMEeHHOCT WK NPeACTON OpeMEHHOCT.

JKeHu ¢ nerepoaeH NoTeHUMaN TpsAOBa fa u3no3BaT €peKTUBHA KOHTPALIENLHA MO BpeMe Ha
Jle4eHHe U Ja ObAaT HHHOPMHPAHH 332 PHCKOBETE CBbp3aHH ¢ ynotpebara Ha JlenmakuH XpoHo
500 mg no BpeMe Ha OpemMeHHOCT (B, Touka 4.6).

Jlekapat TpsaOBa aa rapaHTHpa, Ye Ha NAalMEeHTKATA € MPeAOCTABEHA MkyiHa HHpOpMAaLUA 3a
PHCKOBETE, KAKTO U CBOTBETHH MaTepHalii, KaTto Opolillypa 3a MalMeHTa, 3a 14 NOAMNOMOTHE
pa3OHpaHEeTO H OTHOCHO PUCKOBETE.

| MeauuUHCKUAT crieHanucT TpabBa aa e ydeneH, ye nauueHTKaTa pa3bupa:

. EcTecTBOTO M TEXKECTTa HA PUCKOBETE NMPH €KCMO3HIHA 110 BpeMe Ha OpeMeHHOCT, I10-
CIIELHATHO 33 TEPATOr€HHU PHCKOBE U HAPYIHEHUS B PA3BHTHETO.
. HeobxoauMmocTra oT epeKTHBHE KOHTpALEIILIHA.
| o HeobOxoanMocTTa OT peJoBEH niperiea U OLEHKA Ha JIEYEHHETO.
. Heo0xoauMMocTTa OT crielilHa KOHCYTALA, AKO TUTaHHpa OPEMEHHOCT MITH € BE3MOXKHA |
OpeMeHHOCT.

IIporpama 3a npeana3spaHe 0T 6peMeHHOCT

BanrnpoaT uMa BUCOK TepaTOr€HEH HOTEHUMAIT U AeLiaTa, C eKCIIO3HLIMS in ufero Ha BAJIIIPOAT ca C
BUCOK PHCK OT BPOICHH Mai(pOpMalyii U HapyILIEHUS B Pa3BUTHETO Ha HEPBHATA cHcTeMA (BK.
TOYKa 4.6).

Henakun XpoHo 500 mg e npOTHBONOKa3aH NMPpH CIIEIHUTE CHTYALIMU:

JleyeHHEe Ha eNMUWICIICHSA ‘

. [10 BpeMe Ha OPEMEHHOCT, OCBEH KOraTo HAMA MOAXOOALIO AITEPHATHBHO JIEYEHHE (BXK.
TOUYKHU 4.3 1 4.6).
. [pH XKEHH ¢ AETEPOAEH NOTEHLIHAN, OCBEH KOraTo ca U3IMbJHEeHH ycnoruaTa Ha [lporpamata

3a npeanaspade oT OpeMeHHOCT (BXK. TOUkH 4.3 u 4.6). ‘

JleyeHue Ha HBUNONAPHO PA3CTPORCTBO

. [10 BpeMe Ha OpeMeHHOCT (BX. TOUYKH 4.3 H 4.6).

| - NPH JKEHH ¢ JETEPOACH MNOTEHIMAJ, OCBEH KOraTo ¢a M3MBJIHEHH YcinosuaTa Ha [Iporpamara

3a npeana3paHe oT OpeMeHHOCT (BXK. TOUkH 4.3 u 4.6). ‘

Ycaosud Ha [Iporpamara 3a npeanazsade 0T OpeMEHHOCT

[IpeanuceaiyugT nexkap TpAdBa oa rapaHTUpa, 4e

. HMHIABHAYaJIHUTE 00CcTOATENCTBA TpabBa Aa ObAaT OLEHABAHH BBB BCEKH OT/ENICH CIyYal, ‘
KAaTo IallHeHTKaTa ObAC BIUIIOYCHA B JUCKYCHATA, 32 [a C€ rapaHTHpa AaHTAXHPAHOCTTA H, 2
ce 00CHAAT TepaneBTUYHUTE Bb3MOXKHOCTH U 1A C€ rapaHTHpa HeiHOTO pa3bupaHe Ha
PUCKOBETE H HEOOXOAMMHTE MEPKH 3a CBEXAHE Ha PHCKOBETE JIO MHHHMYM;

. MOTEHIHANBT 32 HACTLNIBAHE HA OPEMEHHOCT € OLICHEH IPH BCHYKH NALUHMEHTKH OT ) .-
no;




. NauMeHTKaTa € pa3dpana 1 pHena PUCKOBETE OT BPOJCHH MaN(pOPMALIMK U HAPYLICHHS B

| Pa3BUTHETO Ha HEPBHATA CUCTEMA, BKIIOYHTENHO CTENICHTA HA TE3H PUCKOBE 3a JeLaTa, C
EKCTIO3HLINA {17 ufero Ha BAIPOAT;

. NanueHTKaTa pazdupa HeoOX0NMMOCTTA OT IPOBEKAAHE HA TECT 32 GPEMEHHOCT npeax
38[I04BAHC HA JICYCHHUETO H MO BPEME Ha JICYEHHETO, KAKTO € HEOOXOMUMO;

. [MAHEHTKATA € KOHCYJITHPaHa 10 OTHOLICHHE Ha KOHTPALICHILHATA U € B ChCTOSHHE Na Ce
CbOOpa3sH ¢ HeOOXONUMOCTTA OT M3MOJ3BaHe Ha €(EKTHBHA KOHTpaUenLMs (3a JOMbIHUTEIHH |
MOAPOOHOCTH, MO BHXKTE MOATOYKA ,,KOHTPALIEMMA“ Ha TOBA NpenynpexaeHue B KapeTo),
0e3 npekbCBAHE 10 BpeMe Ha LENHA EPUOM HA eYeHHe C BaJIIPOAT;

. NAUMEHTKATa pa3dupa HEOOX0AUMOCTTa OT PeIOBEH (IIOHE BEAHEK FOAMLIHO) MPEreA Ha
JICHCHUETO OT CHELMANHCT C ONHUT B JICUCHHETO Ha ENMIIENCHA, SUNOIIPHO pPa3CTPOICTRO;

. MalMeHTKaTa pa3brpa HeOOXOAMMOCTTa 1a C& KOHCY/ITHPa ChC CBOS JIEKAap BEHAra LIOM
IUIaHUpa OPEMEHHOCT, 3a Aa Ce OCHI'YPH CBOEBPEMEHHO OBCHKIAHE U [IpeMHHAaBaHEe KBM
ANTEPHATHBHH Bb3MOXHOCTH 32 JICHeHHE NpPEAH 3a4€BaHETO U NPEAH 1A CE MPEKPaTy
KOHTpAIICITIIHATA,

. MalMeHTKaTa pasdoupa HeoOX0AHMOCTTa OT CNeLIHA KOHCYJITALMA ChC CBOS JIeKap B CiIyyYaii Ha
OpeMeHHOCT;

| NalHeHTKATA € NoTy4Yn1a PEKOBOACTRO 34 MaLMEeHTA;

. NalHeHTKaTa NOTBHPKIAABA, Ye € pasdpana ONacHOCTHTe H HEOOXOIHMMTE MPEANa3HH MEPKH,
CBbp3aHH ¢ ynotpedara Ha Bannpoart (I"oauies GopMynsp 3a NOTBBPXKACHUE OCBIHABAHETO |
Ha PUCKA).

Le3u yctoBus ce OTHACAT U 3a XEHH, KOWUTO NOHACTOSIIEM HE Ca CEKCYATHO aKTHBHH, OCBEH KOraTo |
NPEANACBALHAT JICKAp CMATA, Y€ CHUIECTBYBAT YOCAUTEIHH MPHYMHH [a C€ NOCOUH, Ye HAMA PHCK
OT HACTBIIBAHE Ha OpPEeMEHHOCT. |

Jlena or JKeHCKH Mo

. Ilpennucsainute nexapu TpsabBa fia ca CHIYPHH, Ye POIUTEUTe/ 0 araLHTe I'PWXH 3a Jieua
OT JKEHCKH T10J1 pa3dHpaT HeoGX0MUMOCTTa 1a Ce CRBPHKAT ChC CITELIHATUCT BEIHATa el
KaTO ACTETO OT KEHCKH I10J1, KOSTO NpHEMa BAIPOoaT, MOTy4H MEHapXe.

. Ilpennuceaiusar nexap TpaOBa Aa rapaHTHpA, Ye POAUTEIMTE/TIOIATALIHTE FPHXKH 33 Jela oT
JKEHCKH 110J1, KOMTO Ca NOTY4YHITH MeHapXe, ¢a NOTy4wIs noapobHa uxadopmanus 3a |
PHUCKOBETE OT BPOACHH Man()OPMALMH H H30CTABAHE B PA3BMTHETO HA HEPBHATA CHCTEMA,
BKTIOYHTEITHO CTENEHTA HA TE€3H PUCKOBE 3a IelaTa ¢ eKCIIO3HLIUS in ufero Ha BAIMPOAT. |

. [Ipy NauMeHTKH, KOUTO ca NOYUYHIIH MEHAPXE, TIPEATIMCBAIIMAT JeKap Tpsa0Ba 1a npeoucHsABa |
€KCTOOHO HY)KZATa OT Tepanus ¢ Baanpoar H Aa OOMHCIH A/ITEPHATUBHH BH3MOXKHOCTH 34
NEYEHHE. AKO BANIPOAT € €IHHCTBEHOTO NOAXOAALIO NEYEHHE, TPIOBA Aa ce 06CHIH |
HEOOXOAHMOCTTA OT M3MOJI3BAHE Ha e(PeKTHBHA KOHTPALETILIMSA ¥ BCHUKH JPYTH YCIIOBHA Ha
Ilporpamara 3a npeanassane oT 6peMeHHOCT. CrieLMANHCTLT TPAGBA a MOAOKH BCHUYKH
YCHJIAA IETETO OT XKEHCKH M0J1 Aa PEMUHE HA ANTEPHATUBHO NIEUEHHe, TIpeaH Aa €
HaBbPLUHIIO ITBAHONETHE.

Tect 3a OpemMeHHOCT

[peny Ha4anOTO Ha NeYeHHETOo ¢ BANMPOAT TPAGBA Aa ce H3KToUH GpeMentocT. He TpsdBa na ce
| 3ar04Ba ICYCHHE C BANMPOAT MPH XKEHHU ¢ JIeTePOAeH NOTEHUHAN 6e3 OTpULATENEeH PE3YIITAT OT
TECT 32 OpPEMEHHOCT (KPbBEH TECT 32 GPEMEHHOCT), MOTBbLPACH OT JIeKap, 3a J1a ¢e U3KITIOUYH
HexelaHaTa ynotpeda no BpeMe Ha OPEMEHHOCT.

Kourpauenius
/KeHHTE ¢ IeTepo/ieH MOTEHUHAN, HAa KOMTO € NPEANHCaH BaINpoar, TpsaOBa Aa U3NON3BaT |
edexTHBHA KOHTpaLenLus 6e3 NpeKbCBaHe Npe3 LETHA NEPHO Ha JICYEHHE ¢ Baspoar. Ha Tesu

MaHEHTKH TP#OBa fa Obie NpeocTaBeHa H3UEPTIATENHA HHOOPMALIHS OTHOCHO NPEANa3BaHETH ¢
OpeMEHHOCT W Tp#OBa Ja ObJaT HACOYEHH 33 CHBET OTHOCHO KOHTpaUenuus, ako He U310l / .
e(heKTHBHA KOHTpaLenuus. TpaGBa Na ce U3NOX3Ba HAl-MATKO eIHH eekTHBEH MeTon 3af/ S
KOHTpaLEMNLHA (32 NpeanoYxTaHe He3aBHCHMa OT NoTpebHTeNa hopMa, KaTo HarpuMep %‘
BETPCMATOHA CIIHPANA MM UMIUIAHTAT), MK IB€ IOTHABAIIM ce GOPMH Ha KOHTpaLenL \ T

BKITIOUMTENHO GapHepeH meton. HHaMBuayanHuTe obcToaTencTBa TpsGBa 1a ce oLeHIBAT\Y S




BCEKH OTAC/IEH ClTy4aH, KOraTo ce n30Hpa METOM Ha KOHTpALIenuys, Karo NalueHTKara Tpabea na |
ce BKIIOYM B OOCHKIAHETO, 32 1a CE FApaHTHPA HEMHATA AHTAKUPAHOCT U CIA3BAHETO HA
u30panuTe Mepku. Jlaxke na uMa aMeHopes, T4 TpAOBa l1a CTIa3Ba BCHYKM ChBETH 33 e(PEKTHBHA

KOHTpAaLeNiHA.

CpencTpa ChbAbpXKAILM €CTPOTeH

EnHnoBpeMeHHaTa ynotpe6a Ha CpencTBa ChAbPKALM ECTPOTEH, BKIKOUMTEIHO ChbAbPKALIH
€CTPOreH XOPMOHANTHH KOHTPALIENTHBH, O MOTJ1a la HaMaJTH eh)MKACHOCTTA Ha BAMpOAT (B,
TO4Ka 4.5). IIpeanuceaure neveHne tpabpa 4a nmpocaensBaT KIMHHYHMA OTroBop (KOHTpO. Ha
MPHITAABLMUTE U KOHTPOJT HA HACTPOGHHETO), KOTATO 3aM04BaT Wik NPeKLCBAT IPUEMA Ha
NMPOAYKTH, ChABPXAUIH €CTPOTEH.

Ot apyra cTpaHa BaIMpoar He HAMANABa ePUKACHOCTTA HA XOPMOHAIHUTE KOHTPALIENTHBH

I onMiueH nperjiea Ha JISYEHHETO OT MEIMLMHCKH CHEHHATHCT

| CnienmanueTsT TpA6Ba NOHE BEHBXK TOIMIUHO Aa NPELEHBA Jali BAINPOAT € Hal MOAXOMAILOTO
JIeeHHE 3a nanuenTa. CnelHaIuCTsT Tpabea na 00chau INognuHKus GopMyIsp 3a HOTBBPKACHKE
OCBH3HaBaHETO HA PUCKA NPH 3aMO4BaHe Ha JIEYCHHETO U TIPH BCEKH OAHILEH Mpernes, U aa
rapaHTupa, 4e NalHeHTsT € pa3dpal ChALPKAHHETO MY.

| lnanupane Ha SpeMeHHOCTTA i
3a MOKa3aHHETO MIWIETICHs, KO JKEHATa I1IaHHpa Aa 3aGpeMeHee, TEPANUATa C BAINPOaT Tps6Ba na |
CC NPCOLICHH OT CHCLIMATHCT C OMNHT B JICYCHHETO HA CIIHIIENCHA W Aa ce OOMUCIIAT ANTepHATHBHY ‘
BE3MOXHOCTH 34 sicyeHHe. Tpabra fa ce MoMoKAT BCHUKH YCUITHS, 32 1A Ce [IPEMHHE Ha

MOIXOAALIO aNTEPHATHBHO JICYEHHE NIPEAHY 3a4€BAHETO H MPEIH PEKPATIBAHE HA KOHTPALIEMITHATA
(Bk. TOuKa 4.6). AKO CMAHATA Ha JIEYEHHETO HE € Bh3MOMKHa, JkeHaTa TpsbBa fa [0JIyuH
JOMBIHHTENHA KOHCY/ITAUMA OTHOCHO PHCKOBETE C BAJINPOAT 3a HEPOAEHOTO [€Te B NOAKPENa Ha
HH(POPMHUPAHOTO Ji B3eMaHe Ha pellieHHe OTHOCHO CEMEHHOTO UIaHKMpaHe.

| 3a MOKA3aHHETO OUMONAPHO PascTPOMCTRO, aKO JKeHaTa IUIaHHpa a sabpeMenee, Tpabsa ja ce
MPOBEIC KOHCYATAIHA CBC CIICLIHATHCT C OMMT B JICYEHHETO HA OUIMONAPHO Pa3CTPOHCTRO M
JICIEHUETO C BAINPOAT TPAOBA [1a Ce NPEYCTAHOBH, M aKO € HeoGXOIMMO Na ce NPeMKHE Ha
ANITEPHATHBHO JICYCHHE NPEIH 3a4€BAHETO M MPEIH NPEKpaTABaHe Ha KOHTPALICTILUATA,

B cnyuaii Ha HpeMeHHOCT |
AKO JKeHa, KOATO Ce JIEKYBa ¢ BAJINPOoarT, 3abpeMenee, TS TpaOBa He3aBABHO Na ce HACOUH KbM
CIICLHATTUCT, 3a X4 C€ NPEOLICHH JIEYCHHETO C BANpoaT 4 Ja ¢¢ OOCHAAT aTepHATHBHM
BE3MO’KHOCTH. lallueHTKHTE ¢ eKCMO3HLMA HAa BAIMPOAT MO BpeMe Ha GPEMEHHOCT M TEXHUTE
NapTHHOPH TP:AOBa Na ObAAT HACOUEHH KM CNELMAIUCT C OMMT B TEPATONOTHSTA 32 OLEHKA U
KOHCYJITHPaHE OTHOCHO €KCITOHHpAHaTa OpeMEHHOCT (BXK. TOYKa 4.6).

®apMalleBTHT TpAGBa i@ rapaHTHpa, Ye:

. TIpH BCAKO OTITYyCKaHe Ha BAIMpPOAT e npeaoctaBeHa KapTa Ha nallMeHTa H NALHEHTKUTE
pa30MpaT HelHOTO ChABPIKAHME.
. MAUHECHTKHTE Ca MOCHBETBAHU Aa HE CIIMPAT JICYEHHETO ¢ BAINPOAT W He3abaBHO Aa ce

CBBPXKAT CbC CNCLUATIUCT NPH [UIaHUPaHa WIH Nog03HpaHa OpeMeHHOCT.

OOVYUTENHHU MaTEPHATH
3a Aa ce NOoANOMOIrHaT MeIULIMHCKUTE CIIELMANMHCTH H MALMEHTKHUTE 13 ce H3Gerte EKCITO3ULHUATA ‘
Ha Banpoart no BpeMe Ha OPEMEHHOCT, IPUTEKATENAT HA PA3PELCHHETO 3a yrIoTpeba e
npeocTaBui O0yUHTETHH MaTEPHAITH 33 MOACHIIBAHE Ha MpeIy NPeXIeHHUATA H NMpeAOCTaBsIHEe HA ‘
YKa3aHHs OTHOCHO ynoTpebaTa Ha BaliNpoaT MNPH XKEeHU C JETEPOAEH MOTEHLHA H HHQOpMaLIHA 32
ChbABpxaHUeTo Ha [IporpaMata 3a npeanassaHe ot 6peMeHHOCT. Ha BCHUKH JKEHH C JeTepoaey &-,
[NOTCHLMAT, KOUTO M3MOJI3BAT BaJINpoar, TpadBa Ja ce npeaoctaBi PLkoBoaCTRO 3a nauueHTAAY ~ 1o
Kapta Ha nauueHTa.




Tpsbpa na ce u3nonssa I'oaviueH GopMynap 3a NOTBBLPKAECHHE OCH3HABAHETO HA PHCKA ITPH
3aI10YBAHE Ha JIYEHHETO M I10 BpEME Ha BCEKH IOAMILCH Ipernel Ha JISYEHHETO C BANNPOoaT OT
crieuuyanucTa.

Ynorpeba np¥ NauMEeHTH OT MBXKKH [0

PeTpocnieKTHBHO 00CepBalMOHHO MPOYYBAHE I0KA3Ba MOBUILEH PHCK OT pa3CTPoiicTBa Ha
HEBPOJIOTHYHOTO pa3sHTHE (neurodevelopmental disorders, NDD) npu neua, uumro 6amu ca
JIEKyBaHH C BaJlIpOAT Mpe3 3-T¢ MeceLla Npeau 3a4cBaHeTo, B CpaBHEHHE ¢ AeLaTa, YUUTO Oamy ca
JIEKYBaHH € JTaMOTPIDKUH WM JIeBeTHpaLeTaM. Jipyru npoyusanus obaue He NnpeAnosnarar aa uMa
noBHiLeH puck o NDD cnen excnosuims Ha 6atgata Ha Bannpoar. CrefoBaTEeNHO HATMMHATE JaHHH
Ca HeMoCIEA0BATENNHH U NPHYHHHO-CIIEICTBEHATA BPh3Ka ¢ BAIIPOAT € HECUIYpHA (BX. Touka 4.6).

Karo npeanasHa Mspka, nmpeAnycBammTe ekapu Tpa6ea na HHGOPMHpAT NAlIUEHTHTE MBXKE 3a TO3H
MOTEHLHAJICH PUCK (BXK. TOYKa 4.6) H 1a 0OChAAT HEOOXOAUMOCTTA OT OOMHUC/IAHE Ha eeKTHBHA
KOHTpALCMHA, BKIIOYHTENHO H 3a NapTHBOPKATa, M0 BpeMe Ha ynoTpebara Ha BaJINpoar H B
NpoAb/DKeHHE Ha TIOHE 3 Mecela cilell IpeKpaTABaHe Ha NedeHHeTo. [laliMeHTHTe OT MBXKKH MO HE
TpAOBa A2 JapABAT CIEpMa MO BpeMe Ha JIEYEHHETO U B MPOABIKEHUE HA MOHE 3 Mecela clie/
NpekpaTABaHEe Ha JTeYEHHETO.

[laneHTHTE OT MBIKKH MO, JIEKYBaHH C BaNpoat, TpAOBa peJOBHO Aa ce MPErjexaaT oT JIeKyBalll 1Sl
T4 N1exap, 3a Aa Ce NpeLeHH Jaid BAIMPOAThT OCTaRa HAH-MOOXOAAIIOTO JIEHEHHE 3a TAX. 3a MaLHeHTH
OT MBKKH MOJI, KOHTO IUVIAHUPAT 14 3a4€HaT aete, Tpadsa 1a ce oOMUCIAT ¥ Aa ce 0OCHAAT € TAX
MOAXO/AIUH ATTEPHATURYU Ha JieYeHHETO. BB BcekH OTaeneH cimyyaii TpaOBa Na ce OLEHST
HWHANBHU Y ANHUTE oOcToATeNncTBa. [IpenopbulTenHo € npu HeoOXOAUMOCT Aa Ce IIOTBPCH CHBET OT
CIICLIHAJIMCT C ONKT B JICYEHHETO HA CIMUIIENCHS HIIH OUNIONAPHO pa3cTpoHCTRO.

HanvuHu ca 00y4uHTeNHH MaTepHaliy 3a MEIULIMHCKH CTIELIMATHCTH U NALHEHTUTE Mbxe. Ha
NALKEHTHTE OT MBXKKH 1101, H3MOJI3BALIM BaTIPOAT, TPAOBa Ja ce MPeNOCTABH PHKOBOACTBO 3a
NalyeHTa.

Ipeoynpesicoenun

Tesxcko yepencoane na wepnun 0pob

YCa0BUS 33 Bh3HHKBAHE

Psnko ca HabmoaBaHH TEXKH HYePHOAPOOHH YBPEKAaHUA, 3aBbPUIBALIM NOHAKOra (haTaTHO.
OnuThT MOKA3Ba, Y€ MAUKEHTH C MO-BUCOK PUCK, OCOBGEHO B CTYYaHTe HA MHOMXECTBEHA
AHTHKOHBYJICHBHa TepanHi ca [ela Ha Bb3pacT MoA 3 rOJAWHH C TEXKH NPUNAABLIH, OCOOEHO TE3H ¢
MO3BYHH YBPEKIaHHUA, 3aDaBEHO YMCTBEHO PA3BUTHE H/WITH BPOJEHH MeTaBONNTHH HapyIIeHus,
BKIIOUHMTE/THO MHTOXOHpHATHH HapyILeHHs KATO KADHHTHHOB [e(PHIIUT, HAPYUIEHHS B ypeitHus
uukba, POLG MyTauuu (Bx. Touku 4.3 u 4.4) Wi nereHepaTuBHM 3a6019BaHuA,

Cnej 3-rofmMiiia Bb3pacT, PUCKBT CE pelylLMpa 3HAUHTETHO H NPOrPECHBHO HAMAJIABA C BH3PacTTa.
B noseueTo ciryyau, TakuBa 4epHOAPOGHH YBpPeXKaHHA Ce YCTAHOBABAT B TbPBHUTE 6 MeceLd Ha
J€YEHHUETO.

CuMITOMAaTHKA

KNMHHYHHTE CHMIITOMH Ca OT ChILECTBEHO 3HAUSHHE 3a IOCTABAHETO HA PaHHa AuarHosa. [1o-
CMCHHANHO, CJIEAHHTE CHbCTOAHHMA, KOMTO MOraT ja NPEeaX0XkKAAT KbITCHHULATA, TPAOBA /1a ce B3eMaT
NpeaBUA OCOOEHO MPH PUCKOBH NMALMEHTH (BXK. O-rope ,,YcloBHs 33 Bb3HHKBaHE™).

- TIpH MALKWEHTH C EMUIIENCHS, TOBTOPHA M0SBa HA MbPYOBETE.

HManuentuTe (Win cemeiicTBata Ha 6onexyealid feua) TpGBa na 6BaaT MHCTPYKTHPAHH 1
CbOOILABAT Be/IHATa Ha JIEKyBalllHA JIeKap NoABaTa Ha TakMBa cUMITTOMH. Heza6aBHO Tpas %
W3BBPLIH 1a0OPATOPHO H3CTIeABaHE HAa YepHOAPOOHaTa QYHKUMA B AOMBIHEHHE KbM KIIHH
rnperne.




Habaronenus

H3cnenpanus Ha yepHOApoOHUTE QyHKIMH TpS6Ba 1a ce H3BBPINAT NPEIH JIEYSHHETO, ClIEd KOETO
MEpHOAHYHO Npe3 MbpPBUTE 6 Mecelia oT TepanuiaTa. Cpen oOHYaiiHHTE H3CIeABAHMA, HAl-3HAYMMH ca
H3CJIEIBAHUATA, KOMTO OTpa3sBaT NPOTCHHOBHA CHHTE3, 0COOEHO NPOTPOMGHHOBOTO BpEME.
lloTBBp2KAaBaHETO HA HEOOHYAHHO HHCKO IIPOTPOMOHHOBO BpeMe, 0COBEHO 3ae/IHO C APYTH
n1abopaTopHK OTKNOHEHHA (3HAYUTENHO HaMABAaHe Ha GUOPHHOTEHa W KOaryTaUHOHHHUTE (akTopH;
TMOBHILEHO HUBO HA OWIHPYOHH W OBHIIEHH TPAHCAMHHA3H) HANTAraT CIIHpaHe Ha TEPAIIHATA ¢
Henakun Xpono 500 mg, KaTo npesmasHa MApka H B CITy4aii Ha eJHOBPEMEHEH NIPHEM Ha CATTMLIATATY,
MOCENHHTE CBLUO TPAOBA A Ce CMPaT, Thil KATO Te UMAT CBHLIMS ITET HA METABOTH3HPAHE.

Hanxkpeamum

MHoro psako ca ZOK/IaZIBaHH CITyYad Ha TeKbK NaHKPEATHT, KOMTO MOXE Ja ca ¢ (aTaneH u3xon.
Takupa ciyuau Morat ga ce HabmonapaT He3aBHCHMO OT BB3PacTTa ¥ MPOAbIDKHTETHOCTTA Ha
TepanuATa. Mankure netia ca 0co6eHo pHCkOBa IPyIa, HO TO3HM PHCK HAMAJIABA C YBETHYABAHE HA
BB3pacTTa. [€XKHTE IrbpUOBe, HEBPOJOTHYHHTE HAPYLICHHA WIH AHTHKOHBYJICAHTHATA TEPAITMA MOTAT
Jla ca pUCKOBH (paKTOPH.

HepHoapoOHaTa HEAOCTATEYHOCT C [TAHKPEATHT MOBHINIABA PHCKA OT (aTalieH WX/,

[latmeHTHTE C© OCTpa KOpeMHa Gonka Tp:AbBa He3abaBHO Aa GbaaT npersenanu. B cayuaii Ha
NAHKPEATHT, JICYEHHETO ¢ BAIMPOAT TpiOBa a Ce NMpeyCTAHOBH.

Cyunuonu mucau u nosedenue

CpobluaBaHy ca CyHLMIHA MACALINS U NOBEIEHHE MPH IAUHEHTH, IEKYBAHH C MPOTHBOENMWIENTHYHHU
CpPeACTBa NMPH HAKOJIKO NMOKa3zaHHA. MeTaaHa/IN3 Ha paHAOMH3HNpPaHH IU1aueSs0o KOHTPOIHMpaHH
M3MMTBAHKS Ha NPOTHBOCTIMIENTHYHH JIEKAPCTBA ChLIO NOKA3Ba C1ab0 NMOBHIIEH PUCK OT CYHLMAHA
HaealMs M noBeACHHE. MexaHU3MBT, KOUTO 00yc/IaBs TO3H PHCK He € U3BECTEH H HATMYHUTE TaHHK
HE W3KJIIOYBAT Bb3MOXKHOCTTA 32 MOBHILIEH PHCK TPH NPUEMaHe Ha HATPUEB BalNpOaT/Balipoesa
khce/HHa. Cl1e0BaTeNHO, nauyeHTuTe TpAOBa Ja ObAaT NpocneAsBaHH 3a MPH3HALIM HA CYMLIMAHA
HAealHs H IOBEACHHE U TPAOBA /ia Obie 00MUCIEHO noAXoaA1lo nedeHHe. [anuenTuTe (U
GonHornena4ute) Tpsabea na 6baaT CHBETBAHK [a THPCAT He3a6aBHO MEIMLIMHCKA KOHCYJITAIIISA, AKO
Bb3HHKHAT IPH3HALM Ha CYMLUMIHA HEeallds WM NOBEISHUE,

Cpeocmea, cvovpicawin Kapbanenem
EnHoBpemeHHara ynoTpeba Ha HaTpHEB BaJMPOAT/BANINPOEBa KHCENHHA H KapOalleHEM He ce
npenopbyBa (BXK. CbILO TOYKa 4.5).

Hayuenmu c uzeecmno wiu nodO3IUPAHO MUMOXOHOPUATHO 3aD0ARBAHE

Bannpoar Moxe fa npeansBrKa HITH 1 BAOIUM KIMHAYHHTE NPH3HALIM HA MOLIEKAILHTE
MHTOXOHIIpHaIHU 3a00MABAHUA, MPHYHHEHH OT MyTaUMH B MUTOXoHApHANHaTa JTHK, KakTO U B
kopupawmsd POLG sapen reH. Tlo-cneuuanto, no-BHCok MPOLIEHT HA BANINPOAT-HHIYLIHPAHA OCTpa
4epHOAPOOHA HeOCTATEYHOCT H CBBP3aHa C YepHus Opo6 CMBPT ce ChoOLIABA NP MALMEHTH C
HaC/ICACTBEHH HEBPOMETA0O0IHTHY CHHIPOMH, IIPHYHHEHH OT MYTALIHH B KOAMPALIHUAT
MHUTOXOHApHATHHA €H3UM nonumepasa y (POLG) ren, nanp. cunapom Ha Alpers-Huttenlocher,
Hapywenns, cesp3zanu ¢ POLG, TpabBa 1a ce nogo3upar npy naudeHTH ¢ GaMiiHA aHaAMHE3a WIN
HACOYBallld CAMITOMH Ha CBbp3aHO ¢ POLG HapyllieHHe, BKJIIOYMTENHO, HO HE CaMO HeOOjACHUMA
eHuedanonatus, pepakrepHa enunencus (GokaaHa, MUOKIOHHYHA), CTATYC SMIENTHKYC C
KJIMHUYHA [IPOABA, H30CTaBaHE B PA3BHTHETO, ICMXOMOTOPHA PETPECHS, aKCOHAITHA CeH30MOTOPHA
HEBpOMAaTHA, MHONATHS, lepedenapHa aTakCHs, OQTATMONIErHs WK YCI0KHEHA MHTPEHA C aypa B
okuunuTasHata oonact. TecTsT 3a POLG MyTalms ce 3BbPIIBA B CLOTBETCTBHE C HACTOAIATA
KIMHHYHA NPaKTHKA 33 THArHOCTHYHATA OLIEHKA HAa TaKHBa HapyLleHHA (Bxk. Touka 4.3).

Ymeoicrernu koneyacuu |
Kakro 4 mpy IpyrH aHTHEIIMIENTHYHH JIEKAPCTBA, HAKOW MALHEHTH MOTaT Ja HOTyYar, Bme/cﬂ‘gg-
noaobpeHHe, 00paTUMO BIOIIABAHE — YBEJIMYEHH YECTOTA U HHTEH3MBHOCT Ha KOHBYJICHMTY )
(BKJIFOUHMTEHO BJIOLIEH ENMUIENITHYEH CTATYC), WIH NIOSBATa Ha HOBH BHJIOBE KOHBYJICHH C [Bal

B cityuail Ha yTe)KHEHM KOHBY/ICHH, MALIMEHTUTE TPAO6Ba Aa 6bAAT NOCHBETBAHM N1a Ce mm‘s ¥
He3a0aBHO ¢ Jekaps cH (BK. Touka 4.8). \ AR



Teoxcku KOXCHU Hedicenanu peaKyni U anzuoeoem

Texxxu koxxaM HeXxenanu peaklrH (Severe Cutaneous Adverse Reactions, SCARSs), xkaTo cuHapom Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcuuna enunepManna Hekponansa (Toxic
Epidermal Necrolysis, TEN) 1 nexkapcTBeHa peakums ¢ €03UHO(PWINA U CUCTEeMHH cuMItroMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema mynrudopme v aarHoeneM, ca
ChOOIIIEHH BBB BPB3KA C JIEUCHHETO ¢ Baanpoart. [laumenrure Tpabra aa 6naat undopmMupany 3a
[NpU3HALMTE U CHMIITOMHTE Ha CEPHO3HH KOXXHHU MPOABH U Ja ObaaT HabmoaaBaHH BHUMATENHO. B
ciyvai, 4e ce Habmonaear npusnauy Ha SCARSs unu anruoeneM, € Heobxoanma O6bp3a OLIeHKA H
nedeHueTo TpAOBa Ja ce npeycTaHOBH, ako avarHo3aTta Ha SCAR wim aHrHoeneM ce NOTBRLPAM.

Ilpeonaznu meprxu npu ynompeba
ITpenn 3anovBaHe Ha JICYEHHETO TPAOBa a ce U3BBHPINAT U3CNEABAHNSA HA YePHOAPOOHUTE QYHKUIMH

(Bx. Touka 4.3 IlpoTuBONOKa3aHuA), U NEPHOAMYHO Ipe3 TbPBUTE 6 Mecelia, 0COOCHO NPH PHCKOBH
MalueHTH (BK. Touka 4.4 ). [Ipu npoMeHH B CBITBETCTBAILUTE JICKAPCTBEHH IPOIYKTH (MOBHIABAHE HA
[03aTa WiH 100aBgHe), 32 KOUTO € H3BECTHO, Y€ BIIHAAT Ha YepHUA Jp0o0, MOHUTOPHPAHETO HA YEPHHS
npob Tpabsa na ce pectapTypa cnopen cirydas (BH)KTE CbLIO TOYKA 4.5 OTHOCHO PHCKA OT YBPEX/IAHE
Ha YepHUS ApO0 ChC CANMIMNATH, APYTH aHTHKOHBYJICHBHH CpPe/ICTBA, BKIIOYHTENHO KaHaOUIHOM).
KakTo npy nopeyeTo MpOTHBOCITUNENTUYHH JIEKapCTBa, MOXE 11a ce 3a0eNexKH JIEKO NOBUILIEHHE Ha
YepHOAPOOHHUTE EH3UMH, OCODEHO B HAYANIOTO HA TEPANIHUATA; T€ Ca MPEXOAHH ¥ W3onupaHu. [Ipu Te3n
MALMEHTH CE NIPENOpPbYBAT NO-3aAbJI00YEHH Ta0OPaTOPHH H3CeABAHUS (BKIIHOYHTETHO
NPOTPOMOMHOBO BpeME); MOXKE Aa c€ OOMHCIIH KOPATHPAHE HA 403aTa, KaTO NPU HeOOXOMUMOCT
CLOTBETHUTE H3C/€ABAHUA TPAOBaA Aa C€ MOBTOPAT.

[Tpenu 3amoyBaHe Ha JIEYCHHETO KM IIPEaH ONEepaLyi, KaKTO H B CITyY4aHd Ha CIIOHTAHHO
KPBLBOHACAAAHE HIH KbPBEHE CE MPENOPBUBAT KPbBHH U3CNeABaHHA (TbJIHA KpbBHA KAPTHHA,
BIUTFOUHMTENTHO Opo# Ha TpoMOOLIMTH, BpeMe Ha KbpBeHe) {BX. Touka 4.8 Hexenauu nexapcteenu

PEAKLIMH ).

Bunpeky ue UMYHHM HapyllleHHS ca HabmoaaBaHHU caMo KaTo M3KITIOUYEHHE [T0 BpeMe Ha
npunoxeHuero Ha Jdenakun Xpono 500 mg, noreHuunanHara nonsa ot JenakuH Xpono 500 mg
TpAOBa Jla ce OLEHH CIPAMO NOTEHLUWATHATA ONTACHOCT TMPH NALHEHTH ChC CHCTEMEH JTYITYC
ePUTEMaTO3YC.

HapyiieHnus B ypelHUSA UHKBI U PUCK OT XHMIEPAMOHHEMHS

I1pn nono3npaH eH3HMEH ASULIHT Ha YPEHHUA UHKDJ, [PEd JICHEHUETO TPIOBa 1a Ce U3BBPLIAT
METAOOIMTHH H3CJIE/IBAHMA, NIOPAIH PHCK OT XUIIEPAMOHHEMHS, 3apadu Bannpoar (BX. TOUKH 4.3 u
4.4 IJaMEHTH ¢ PHACK OT XUINOKAPHHTHHEMHUA M TEXKKO YEPHOAPOOHO YBpEXKAAHE).

na;U,EGHTH C PHCK OT XHITOKADHHTHHCMHA

[IprnoxkeHHETO HA BANNPOAT MOXE Aa MpEIU3BHKA MOSBATA WIKM BJIOLIABAHETO HA
XHUMIOKAPHUTUHEMHS, KOATO MOXE [a JOBEOE A0 XUIIEpaMOHHEMHA (KOATO MOXKe J1a JOBeE 10
XHIepaMOHeMHUHa eHiledanonaTtus). HabniogaBanu ca ¥ Apyrd CMMITTOMH, KaTo YepHOAPOOHa
TOKCHYHOCT, XUIMOKETOTHYHA XHITOITTUKEMHUA, MHONATHA, BIJIIOYHUTENHO KapAHOMHOIATHS,
pabaomuonuza, cHHApoM Ha PaHKOHM, ITIaBHO MPH NALMEHTH C PUCKOBH (HAKTOPH 3a
XHNOKapHHTHHEMHSA WIH C BeYe CHLUECTBYBallla XUIMOKapHUTHHEMHS. [lauMeHTHTE ¢ MOBUILIEH PHCK
OT CUMIITOMaTHYHa XHITOKAPHUTHHEMHUS [IPH JICYEHHUE ¢ BAJIIPOAT BKIIKOYBAT NALIMEHTH C
METaOOJTUTHM HapYLICHHA, BKIIKOYUTEIHO MUTOXOHAPHAIHU HAPYILICHHA, CBBP3aHH ¢ KAPHUTHHA (BXK.
Chulo To4Ka 4.4 [lallHeHTH ¢ H3BECTHO WK MOA03UPAHO MUTOXOHAPHANTHO 3a00MABaHe U HAPYII
B YPEHHMS LIHUKBJI H PUCK OT XHIIEPAMOHHEMHS), HADYLICHUA B XPAHUTE/THUA NTIPHEM HA KapHH
MauHEHTH Ha Bb3pacT noA 10 roauuu, eaHoBpeMeHHa ynotpeda Ha NUBANAT-KOHIOTUPaHH JI
WY Ha APYTH aHTHETTHIICITULIM.




Ilamenture TpaGea na ObAAT NpeayNpencHH Aa chOOIUABAT HE3a0aBHO 38 BCIKAKBH NpHU3HALK HA
XHNIEPAMOHHEMHA KaTO aTakCHs, HapyLICHO Ch3HaHKe, NoBphIHaHe. Tpa6Ba na ce o6MHCH no6aBgHe
Ha KapHHTHH, KOraTo ce¢ HabJII0IaBAT CUMITTOMH HA XHIIOKADHUTHHEMHUS.

[NanpenTH cbe CHCTEMEH MbPBUYECH KAPHUTHHOB Je(UIUT U KOPUrUpaHa XHIIOKAPHUTUHEMHS MOTaT
Aa ObJaT NeKyBaHH C BAJIIPOAT CAMO aKO TMOJI3HUTE OT JICYEHHETO C BITIPOAT HAJBHUINABAT PHCKOBETE
[pH TE3U MALMEHTH H HAMA TepaneBTHHA anTepHaTHBa. [Ipyu Te3u naumerTH Tpabsa na ce npwiara
MOHHTOPHHT H& KapHHTHHA,

[TauneHTHTE ¢ OCHOBEH AEDULIMT HA KADHUTHH MAJIMUTOMT TpaHcdepasa (CPT) tun I tpabea aa
OBAAT NpelynpeacHH 3a MO-TOJIEMHS PHCK OT pabIoMHONN3a IpH NMpHEM Ha Banmnpoar. [Ipu Te3u
MaLHeHTH TpadBa Aa ce oOMUCIH 106aBsHe HA KAPHHTHH.

Bx. ¢hilo Touku 4.5, 4.8 u 4.9.

[larpenTrre TpAGBa Aa 6BAAT NpeayNpPeacHH 3a PUCKA OT HaaAaBaHe Ha Teryo B HAYAIOTO Ha
JIEYEHHETO, H € HEODXOMHMMO J1a ce MpeanpHeMe MOAXOAALIA CTPATErua 38 HAMAJISBAHE HA TO3M pHCK
10 MUHUMYM (B TOuKa 4.8 Hexxenauu nekapcreeny peakumn).

[latHeHTH ¢ HaNMHYeH AeHHLIHT HA KADHHUTHH MAJIMUTOWT TpaHcdepasa (CPT) tun 2 tpa6ea na 6baar
MPeYNpeeHH 3a MO-roMAM PHCK OT pabIOMHONM3a, KOraTo MPUEMAaT BaJlpoar.

He ce npenoppuBa npuemManeTo Ha ankoXos no BpeMe Ha JIeYeHHe ¢ BaJINIPOAT.

Jdena

Ilpn neua Ha BB3pacT noA 3 roAWHH Ce MpenopHYBA MOHOTEepaIlHA MpH npeanuceale Ha Jlenakux
Xpono 500 mg, Ho npeaH 3anouBaHe Ha TepanuATa, MOTEHUXAIHATA non3a oT Jenakuu XpoHo

500 mg TpabBa na ce OLIEHH COPAMO PHCKA OT YepHOIPOGHO YBPCKAAHE WK NMAHKPEaTUT NPH TaKKUBa
NMalHEHTH (BXK. Touka 4.4. Texko yBpexkiaHe Ha 4epHus Opo6 H BK. ChILO TOYKA 4.5).
EnHospeMeHHaTa ynotpeba Ha canuuniati Tpabea aa ce u3b4rea [pH fielia DO 3 rOAWHY NOpaaH
PHCK OT YepHOAPOOHA TOKCHYHOCT (BJXK. ChHILO TouKa 4.5).

brlOpeuna HepoCcTATHLYHOCT

Moxe xa ce HaJIOKH Hama/IsiBaHe Ha no3ata. Thif KaTo NpOCIEaABaHETO HA [U1a3MeHAaTa
KOHLEHTpaUHA MOKC N1a € MOABEXKA1N0, 03aTa TPAOBA 1a c€ KOPHUTHpa ChOOPa3HO KIIMHHUHOTO
IIpocreqsBaHeE.

Hartpuii

T'o3u nekapcTeen npoaykt chabpxa 47,21 mg HATPHIi BbB BCAKa TabJieTKa, KOMTO Ca €KBHBAJICHTHH
Ha 2,4% OT NpenopLYMTENHUA MAKCHMAICH JHeBeH npkeM Ha C30 ot 2 2 HATPH# 3a BB3pacTeH.

4.5 B3aumogefiCTBHA ¢ APYrH JIeKADCTBEHH MPOAYKTH H IPYrH pOpMM HA B3aHMOAEHCTBHE
Bansinue Ha Ba/inpoar BepXy APYrH JieKapcTBa

Hesporenmuyu, MAO unxubumopu, aumudenpecanmu u 6en300uazenymu

Henaxun XpoHo 500 mg Moxke na moTeHumpa edekTa Ha OPYTH NICHXOTPOITHH CPeCTBa KaTo
HeBponenTHLH, MAO UHXUOHTOpH, aHTHIENPeCaHTH 1 GEH30ANA3ENHHHE, C/IEIOBATENHO Ce NpenopLYBa
KIIHHHYHO MPOC/CBAHE, KaTO MPH HEOOXOAMMOCT 03aTa TpAlBa Ja ce KOPUrHpa.

JTumuii
Hernakun XpoHo 500 mg HsAMa eeKT BbPXY FU1a3MEHHTE HHBA HA JTUTHS.

Denobapbuman
Jdenaxkun Xpono 500 mg nosHinaBa naasMennTe KOHIEHTpaunu Ha genodapdutan (nops
HHXHOUpaHe Ha 4epHOAPOOHHA KaTaboMM3BM) U MOXKe [1a Ce CTHTHE 10 ceauus, ocodbeHo npu
Cenosatento, npes mbpeute 15 1HM OT KOMOMHUPAHOTO SleyeHue, ce NpenopbyYBa KIHHUYHO




npocrienABaHe ¢ He3abaBHO HaMansABaHe Ao3aTa Ha (eHoGapOHTa PH BH3HUKBAHE HA CEAIA, KATO
[pH HeOOXOAMMOCT Ce U3C/EeABaT [U1a3MEHHTe HUBA Ha (heHoOapOuTai.

Hpumuoon

Aenakus Xpouo 500 mg nopnIaBa njasMeHHTe KOHNEHTPANNH HA NPUMH/IOH C YTEKHABAHE HA
HEMKETTAHUTE MY PeakLMM (KaTO CeAali); Te3H NPHU3HALIKM W3YE3BaT NPH ILITOCPOUYHO JIEHEHHE.,
Ipenoprua ce KIMHUYHO MPOCeasBaHe, 0COGEHO B HAYATIOTO HA KOMOMHMpPaHA Teparis 1 IpH
HEODOXOAMMOCT — KOpeKIMs Ha J03aTa.

Denumoun

Aenaxus XpoHo 500 mg nonu:kasa of1aTa niasMeHa KoHUeHTpanusa HA GpennTonn. OCBeH ToBa,
Henakun Xpoxo 500 mg yBenuuara ceoGogHaTa GopMa Ha GEHHTOHH ¢ BH3MOXKHOCT OT NOSBA Ha
CHMITTOMHM Ha MPEJOo3HpaHe (BaTIpOEBaTa KHCEMHHA H3MECTBA (PEHUTOUH OT MECTAaTa MY Ha CBBP3BAHE C
FLTa3MEHNTE MIPOTEWHH H MIOHKDKaBa YepHORAPOOHHA My KaTabonusem). Ilopaau ToBa ce npenopbusa
KAMHWYHO NPOC/ICAABAHE, KOTaTo CC M3C/IeABaT IUIa3MEHHTE HHBa HAa (PeHHUTOMH, TPsOBa Ja ce onpeaenu
ceoboaHara dopma.

Kapbamazenun

Hanniie ca cbo0LIeHN 38 KIIMHMYHA TOKCHYHOCT NPH CHBMECTHO NPHIAaraHe Ha BAJIIPOAT C
kapbama3eriH, Thi KaTo BainpoaT MOXe /1a MOTEHIMPa TOKCHYHHA ePeKT Ha KapbaMaseruH.
IpenopbuBa ce KIIMHUYHO MPOC/eAsBaHe, 0COOEHO B HAYANOTO HA KOMOMHHMPAHATA Tepanus, KaTo npH
HEOOXOIMMOCT 103aTa Ce KOPUTHPA.

Jlamompuoicu

Jenaxun Xporo 500 mg Hamansea MeTab01H3Ma Ha TAMOTPIDKHMH H YBETUUABA CPEIHHUA MY TOJTY-
KHBOT MOYTH 2 ITBTH. ToBa B3aMMOeHCTBHE MOXeE [a IOBEE 0 YBEMHYEHA TOKCHYHOCT Ha
NaMOTPWKHH, B 4aCTHOCT CEPHO3HH KOXXHH OOpHBH.

(CnenoBatenHo, Npenopb4pa ce KIHHHYHO HabmioJeHHe ¥ KOPUTMpAHe Ha [03aTa (HaMaIsBaHe n03ata
Ha JJAMOTPHXXHUH) KOraTo € HeoOXoauMo.

3udosyoun
Bannpoat Moxe fia NOBUIIH IUTa3MeHaTa KOHLIEHTPALIMSA Ha SUAOBYIHH, KOETO [1a IOBEAE 10 [OBULIEHA
TOKCHYHOCT Ha 3WAOBYIHH.

Denbamam
BannpoeBaTa KHCeTHHA MOXe Aa HaMaJlH CpeAHMs KITHpBHC Ha denbamar ¢ 10 16%.

Onanzanun
BanmpoesaTa kuceaHHa MOXKe 1a HaMaJIi KOHLIEHTPALIMATA Ha OJIAH3AIHH.

Pygunamuo

Banmpoeata kucenMHa MOXe 1a AOBENIE 110 YBEHYaBaHe Ha IUIa3MEHHTE HHBA Ha pyduHamuzn. Tosa
YBEIHYECHHE 3aBUCH OT KOHLIEHTpALIMATA HA BANNpoeBa kucenuHa. [losuuieHo BHHMaHHe ce H3UCKBa
OCODEHO MpH Jela, Thil KaTo TO3H eeKT e No-BHCOK B Ta3M MOy ALy,

ITponoghon
Bannpoesara kucesuHa Moske 10 IOBEJIE 10 YBENHYaBaHE HHBATA Ha MPONodoN B KPBBTA. [pu
€IHOBPEMEHHATa ynoTpeba ¢ Baspoar, Tpabsa 1a ce 06MHUCTH HaMANISBAHE HA A03aTa Ha MPOnodos.

Humoounun
ENHOBPEMEHHOTO JieHeHHE ¢ HUMOAMITHH K BAAMPOEBa KUCETHHA MOYKE 1a YBETUYH INa3MeHaTa

KOHLIEHTpaLus Ha HiMoaHivH ¢ 50 %. Cnenosatento, Tpa0Ba 1a ce HaMau 103aTa HA HUMOTHIIAL
Cly4yal Ha XHIIOTEH3HA.

Bausinue Ha APYTH J1IEKApCTBa BLPXY BAANPOAT
[TpoTHBOCTIHNETITHYHHTE CPEICTBA C EH3HM-HHIYLMpall edeKT (B TOBA UHCIO GEHHUTOHH,
(peHobapOuTas, kapbamMa3enrH) MOHHKABAT CEPYMHHTE KOHLCHTPALIMH Ha BA/INPOEBATA KHC



B crryuan Ha koMOMHMpaHa Tepamis, 103uTe TpA0BA 114 ce KOPUIHPaT CHOOPA3HO KIMHWYHHSA OTTOBOD K
HUBOTO UM B KPBBTa.

Ot apyra ctpaHa, KoMGHHaImMATa OT (ertbamar ¥ BAAMpPOAT MOHHKABA KIHPBHCA HA BaJIIIPOEBaTa
kucennHa ¢ 22% no 50%, u crie10BaTeNHO yBeIHYaBa TUIa3MEHHTE KOHLEHTPALMH Ha BANPOEBATA
KHcenuHa. Jlosara Ha Banmpoar TpgOBa na ce Habmonasa.

MertabonuTiTe Ha BaINpoeBaTa KHCEIHHA MOTAT Ja C€ YBENIMYAT B CITy4aii Ha €HOBPEMEHHA yII0Tpeba ¢
ennTouH WM deHobapbHTan. CreXoBaTe/HO, MAIMEHTHTE JIEKYBaHU C TE3U [BE nexapcTsa TpsAOBa aa
ObmaT BHUMATETHO HAOTIONaBaHH 3a NPU3HALIA H CHMITTOMH Ha XHTIEPAMOHEMH.

MednokerH noBuilaba MeTaboTM3Ma Ha BANNPOEBATA KHCETMHA H HMA KOHBY/ICHBEH etekT; mopaan
TOBA B CITy4al Ha KOMOMHHMpPaHa Teparisa MOTaT Jla BE3HHKHAT eMWISITTHYHHY MPUITaXBLIH.

B ciyyaii Ha eIHOBpeMeHHA ynoTpeba Ha BalIPOAaT U CHIIHO CBBP3aHH C [IPOTEHHHTE BEIIECTBA
{(aciMpHH), cepyMHHTE HMBa Ha CBOOOHA BANNPOEBa KHCEIMHA MOTAT 1a ¢e MOBHLIAT.

B crnyuaii Ha eqHOBpeMeHHa yrioTpeba Ha BUTAMHH K-3aBHCHMH aHTHKOAIYJIAHTHH (axTopu, Tpa6Ba na
C€ M3BBLPIUBA CTPOTO ITPOC/IEAABAHE HA MPOTPOMOHHOBOTO BPEME.

Hupata #a MeTabONHTHTE Ha BAINPOEBATa KUCENHUHA MOTAT [1a ce IIOBHILAT (BCISACTBHE HA pexylLMpaH
4epHOAPOOEH MeTabOMH3EM) B CTyHali Ha e/JHOBpPEMEHHA yRoTpeba ¢ IMMEeTHOMH WK EPUTPOMULIMH.

Kapbanenem (naHuneHeMm, MeporieHeM, HMHIIEHEM)

Hamandapase HMBaTa Ha BANIpPOeBa KHCEIHHA B KPBBTA, ¢a GWIH KOK/IaIBaHH NPH €THOBPEMEHHATA
ynorpeda che ChAbpKAaLIM KapbaneHemMu CpecTBa, BOACIIM A0 HaMansasade ¢ 60-100% Husara ua
BAJINPOCBA KHCETHHA B MPONBIDKEHHE Ha 2 IHY, MOHSKOTa CBLP3aHO ¢ repyoBe. [Topanu 6upsoto
HA4aJI0 ¥ CTCNCHTA HAa NOHWXKABAHE, CAHOBPEMEHHOTO NpHiAaraHe Ha ChAbPKally KapGaneHeMH
CPEACTBA MNpPH NMALMEHTH CTAOWTH3MPAHH Ha BA/lIPOeBa KUCeIHHa TpAGBa Ja ce u3barea (Bx. Touka 4.4).
AKO JICUEHHETO € Te3H aHTHOMOTHLIM He MOJKe Ja ce u3berHe, TpsaGBa fia ce H3BLPLIH CTPHKTHO
NnpocneasBaHe Ha KpbBHHTE HHBA Ha JlenakuH XpoHo 500 mg.

Pugpamnuyurn

Moxe fa NOHWKH KPLBHHTE HUBA Ha BAINPOEBa KHCEJIMHA, KOSTO BOAM IO JIAICA Ha TepaneBTHYEH
edekt. ETO 33100, MOKE 11a ce HATIOXKH 03aTa Ha BAMPOAT A ¢€ KOPHrHpa [IPH CHBMECTHO
IPHUIOXKEHHE C PU(PAMITULIHH.

Hpomeasnu unxubumopu
Ilpn enHoBpemeHHaTa ynotpe6a Ha NpoTea3sHH HHXMOUTOPH KATO JIOTIHHABHD, PHUTOHABHP, Ce HAMAIABAT
[U1a3MEHHMTE HUBA HA BAIIPOATA.

Xorecmupamun
Ipu eaHoBpeMeHHa ynoTpeba, XONeCTUpaMiH MOXKE a 0BEJIE 10 HAMABAHE HA TU1a3MEHHTe HUBA Ha
BaNIPOAT.

Memamuzon

MeTaMH30TLT MOXKE /12 HaMall¥ CEpyMHMTE HHBA HA BAIPOAT NP €IHOBPEMEHHO MNPHIOKEHHE, KOETO
Aa AOBEAE 10 NOTCHLIHANHO HaMa/lIBaHe Ha KNHHUYHATA €HKACHOCT Ha Banmpoar. Jlekapure,
MPCANMCBAIH JICHEHHe, TPAOBa Aa HabMOAaBaT KIMHIYHHA OTrOBOP (KOHTPOJ HA IPUNIAXbLIATE MK
KOHTPOIT Ha HACTPOEGHUETO) U 1a OOMUCIIAT MPOCIICASBAHE Ha CEPYMHMTE HHBA Ha BANMPOAT, aKO €

rnoaxoaauo.

Memompexcam
B HAKOM IOKNA/IH C€ ONKCBA 3HAYUTENTHO HAMAJIABAHE HA CEDYMHMTE HHBA Ha Ba/INpOat cien
MPUIOKEHHE HA METOTPEKCAT ¢ nosBa Ha repyose. [peantcsawmTe nekapu Tpabsa aa npo
KIMHHYHHSA OTTOBOP (KOHTPOIT Ha IbPYOBETE Wili KOHTPOJT HA HACTPOSHHETO) M 1a NPE/IB
pOC/eaAABaHe HA CEPYMHHTE HMBA HA BAJINpOAaT, ako € HEOOXOIUMO.,




JApyrd B3anMoaeHCTBHA

Puck om yepeosicoane Ha weprus Opob

EnnospeMeHHaTa ynotpefa Ha camMuWIaTy TpAaOBa Ja ce u36Arsa pH felia noj 3 roanLIHa BB3pPacT
MOpaay PHCK OT YePHOAPOOHa TOKCUMHOCT (BX. TOUKa 4.4).

EnnoBpeMeHHara ynotpefa Ha BajllpoaT H MHOKECTBEHA AHTHKOHBYJICHBHA TEPAIIHA [OBHIIABA pHCKa
OT yBpeXIaHe Ha YepHHA Apo0, ocobeHo npr Maku Aeua (BxkK. Touka 4.4).

EnnoBpeMeHHata ynorpeba ¢ kaHabWaHo NOBHINABA YECTOTATA Ha NIOBHILIABAHE HA €H3HMHUTE
TpaHCaMUHAa3W. B KIIMHWYHY NMPOY4BaHHA NP MALMEHTH OT BCUMKH BR3PACTH, NOTyYABALIY
€AHOBpeMEeHHO KaHaOMaKon B Ao34 ot 10 no 25 mg/kg u Bannpoar, ce cro6LIABA 32 TOBUILIABAHE H2
ALT Han 3 meTH Hajl ropHaTa rpaHMIia Ha HOpMAaTa nipH 19% oT nauueHTHTe. Tpabsa na ce ynpaxussa
NOAXOAAL MOHHTOPHHT HA YEePHHA ApOD, KOraTo BaIPOaT ce M3MOJI3BA €JHOBPEMEHHO C APYTH
AHTHKOHBYJICHBHH CPEACTBA C NOTEHLMATHA XENATOTOKCHYHOCT, BIIFOYHTENTHO KaHabuauos, u Tpabsa
Jla ce OOMHMCITH HaMansgBaHe Ha J103aTa WIK NPEKPATsBaHE Ha JICYCHHUETO B CTyyali Ha 3HAUMTEIHH
AHOMAJTHH Ha YepHOAPOOHHWTE MapaMeTpH (BK. Touka 4.4).

EQHOBPEMEHHOTO NPAJIOKEHHE HA BAINPOAT H TONHPAMAT HJIM ANETA30JAMH/I € CBHLP3aHO C
eHUedaronaTHs n/MiIH Xunepamonnemun. [TalpeHTHTE IEKYBaHH ¢ Te3u 1Ba JIEKAPCTBEHH NMPOOYKTa
TpaOBa BHUMATENHO 1a ce HabIoaaBaT 3a NPH3HAIM M CUMITTOMH Ha XHITepaMOHUEeMHYHA
EHUedanonaTus.

Keemuanun
EHOBpeMEHHOTO NPUNOXKEHHE Ha BAIMPOAT C KBETHANIHH MOKE /12 YBETHMYH PHCKA OT
HEYTPOIICHUA/ ICBKOTEHMS.

(pedcmea cvOvpIicayu eCmpo2er, BKAIOYUMENHO CoOBPICAUU eCMPO2EH XOPMOHAIHU
Konmpayenmueu

Ectporenute ca mumyxTopu Ha msohopmu Ha UDP-rmokypoHo3wt Tpancdepasara (UGT), yyacTBaiu B
[JIIOKY POHHDAHETO Ha BAMPOAT U MOFaT Ja YBETHYAT KIIHPBHCA Ha BAINPOAT, KOETO Ja OBEE 10
HaMancHa CepyMHa KOHLICHTPALMA Ha BAJIIPOAT M Bh3MOKHO HaMasisiBaHe Ha e()HKACHOCTTA Ha
Basinpoarta (Bx. Touka 4.4). [la ce o6MHCnuU NpociefsBaHeTo Ha CEpYMHHTE HUBA HA BaJIpoar.

Ot npyra cTpaHa Bannpoar HIMa CH3UM-UHAYLMpaul eeKT, BCISACTBYE HA TOBA, BA/INPOAT HE CHHXXABA
e(eKTHBHOCTTA HAa eCTPONPOTeCTATHBHHUTE CPEACTBA ITPH JKEHH B3eMallH XOPMOHAJTHH
KOHTPALIEITTUBH.

ITusanam-xonio2upanu rexapcmea

EnHOBpeMeHHOTO MNpPIIOKEHHE Ha BANNPOAT N MHBAIAT-KOHIOTHPAHH J1eKApCTBA (KATO LiepAUTOpEH
MHBOKCHJI, a1e(POBHP IUITMBOKCHI, MMBMELIWIHHAM H [IMBAMITHLIAINHE) TpsaOBa a ce u3barea nopajiu
IOBHILICH PUCK OT W3HEPIIBAHE HA KAPHHTHH (BXK. TouKa 4.4 [TauMeHTH ¢ PHCK OT XMITOKAPHUTHHEMAS).
[MauyeHTHTe, NPYU KOUTO HE MOXKE 1A ce U30ETHE CHBMECTHOTO MPUIIOKEHHE, TPAOBa a Gbaar
BHHMATEHO HaOMIOlaBaHH 3a NMPH3HALM M CUMITTOMH Ha XMITOKapHHTHHEMUS.

Knozanun

EAHOBPEMEHHOTO JIeYeHHE C BATIPOAT M KJIO3aN{H MOKE 13 TIOBULIH PHCKA OT HEYTPONIEHHA U
KO3aMH-HHIyLIHpaH MHOKapANT. AKO € HeoOX0aMMa CHITBTCTBALIA YIIOTpeba Ha BaIIPOAT C KJIO3aIHH,
€ HEOOXOIUMO BHAMATE/THO MPOCIIEAABaHe H 3a ABETE ChOUTHUA.

4.6 PeprnanTeT, OpeMEHHOCT H KbpPMEHe

bpeMeHHOCT H 3eHH ¢ AETEPOAECH NOTEHIIHAJ

Jevenue na enwnencus

* Bannpoat e npoTHBONOKa3aH 1o Bpeme Ha GPEMEHHOCT, OCBEH MPH JIUICA HA NOAXOA}
ANITEPHATUBHO JICUEHHE




e Banmnpoar € NpOTHBOINOKa3aH IPH XKEHH C JETEPOACH MOTEHL{HAN, OCBEH KOraTo ¢a H3ITIHEHH
ycioBysaTa Ha [ Iporpamara 3a nmpeanassane or 6peMeRHOCT (BK. TOUkH 4.3 U 4.4)

Heuenue na OUNOAAPHO pazcmpolcmeo
e Bannpoar € npoTyuBoIiOKa3aH 1o BpeMe Ha OpeMEeHHOCT

¢ Bannpoar e npoTHRONOKA3aH ITPH XKEHH C AETEPOACH MOTEHLIMA, OCBEH KOraTO ¢a U3IThJIHEHH
ycrnoBuaTa Ha [IporpamMara 3a npeanaseaHe oT OpeMeHHOCT (BXK. Touky 4.3 1 4.4)

Te PATOI'CHHOCT H ECIJEKTH BBDXY PA3BHUTHCTO in ulero eKCIo3ull

Puckose, cevp3any ¢ excnozuyua Ha eamnpoam no epeme na bpemennocm

[Tpu >xeHuTE, KAKTO MOHOTEPAITHATA C BAJIIPOAT, TaKa M MOJIMTEpaIUATA C BAINPOAT, BKAOYBAlIlA H
OpYrd aHTHEITWIENTHLM, 9ECTO Ca CBbp3aHH ¢ aDHOpMeH M3X0a Ha OpeMeHHOCTTA.

Hanuyaure naHHM NMOKa3BaT YBEJIUYEH PUCK OT TEKKH BpOoAeHU MandopMallui U HApYLLIEHHS Ha
Pa3BUTUETO HA HEPBHATA CUCTEMA H B JBaTa CiTy4ad — KAKTO NPH MOHOTEpAruya, Taka U NpH
NOJIMTEPAIIUA ¢ BAIIPOAT, B CPABHEHHE C NOMyJauys Oe3 eKCrno3ulus Ha BaJInpoar.

[TokazaHo €, 4e BaNMpoOAT NMpeMHHABA Npe3 MnaleHTapHaTa 6aprepa KakTo NPH )KHUBOTHHCKH BHIIOBE,
TAKa U IpH Xopa (BXK. To4Ka 5.2).

[Ipy )KMBOTHH: NPH MHULIKY, IUTEXOBE U 3aHLM ca JOKa3aHU TepaTOreHHH edekTH (BXK. Touka 5.3). B
NpeAKTHHHYHH TIPOYUYBAHUS c€ JEMOHCTPHPA J0303aBUCHMO HaMalisiBaHe Ha (PeTaNHOTO TETJIO MpH
JKUBOTHH C i1 ufero €KCIo3HLMs Ha BATINPOAT CIPAMO KUBOTHH 0€3 €KCIO3ULIMA (BXK. Touka 5.3).

Bpooenu manhopmayuu 6 pezyrmam Ha excno3uyus in utero

MeTtaaHanu3 (BKIIOYRBALI peTHCTPH W KOXOPTHH NPOYUYBaHHA) NMOKa3ea, ye okono 11% or gewara Ha
KCHH C €ITUJIETICHA, EKCMTOHUPAHH HAa MOHOTEPANMs ¢ BAJIMPOAT Mo BpeMe Ha OpeMeHHOCTTa MMAT
TEXKH BPOJICHH MalpopMauuu. ToBa e noBeue 0T PUCKA 34 TEXKKH MAI(OpMaLlMH B 001aTa
nonynaumsa (okoio 2-3%). PHCKBT 3a T€XKKH BpOJieHM MandopMaLIMH NpH AeLia cnel in utero
€KCIIO3WLIMA HAa aHTHEMWICIITUYHA JIEKapCTBeHA IoNUTepanis, BKIIOYBalla Bajnpoar, € 00-BHCOK OT
TO3H HA aHTHENHIICNTHYHA JIEKAPCTBEHA TEPANHA, KOATO HE BKITIOYBA Baanpoar. PHCKBT €
103032BHCHM NIPH MOHOTEpaInMA ¢ BA/INPOaTt, KATO HAJIMYHUTE JaHHH TTOKA3BAT, Y€ € /I0303aBHCHM H
IPH NOJIUTEparnu ¢ Bainpoar. Berpeku Tosa, nparosara 103a, NOJ KOATO HE CHILECTBYBA PHCK, HE
MOSKE J1a CE€ ONpeacnu.

HanuuHuTe NaHHHU MOKA3BAT HAPACTBAHE HA CITYYaWTE Ha MaJIKH U TexXKH Mandopmaliiy. Haii-
YECTUTE CITy4ad Ha MapopMaLiii BKAOYBAT JedeKTH Ha HeBpaliHaTa Tprda, AHUEB TUCMOPDHIEM,
3a€llKa YCTHA H BBJI4A MacT, KpaHUOCTEHO3a, ChbpAeYHH, OBOPEYHH ¥ YPOTeHHUTANHU AedeKTH, H
AedexTy Ha KpaHHHLHTE (BKIIOUHTENHO ABYCTpPaHHAa aruia3vs Ha IbYeBaTa KOCT), H MHOXECTBO
aHOMAJIMH Ha Pa3/IvYHH CUCTEMH B HOBELUKUSA OPraHH3bM.

ExcniozuuumaATa in utero Ha BAIIPOAT MOXeE /12 JOBee 0 YBPEKAaHe Ha CITyXa WM rAyXoTa mopaay
MaJI(OpMaLHH Ha YILIMTEe H/WIH HOCA (BTOPHYEH €(EKT) H/UIU JUPEKTEH TOKCHYEH €EKT BHPXY
cryxoBus amapar. Ciay4danTte ONHCBaT KaKTO €HOCTPaHHA, TaKa U ABYCTPAHHA NTyX0Ta KM
yBpexxaaHe Ha ciyxa. He 3a BCUYKH ciydaH ca cpo0LeHu pesyntati. Korato ca ¢boOLileHH
pe3yaTaTH, B NO-TONAMaTa 4acT OT C/IyYYauTe HE ce HabJlioAaBa BLb3CTAHOBIBAHE,

Excriosuums in utero Ha Balipoar MOXe Ja JoBeAe 10 OYHH MasdopMaLiiH (BIIKUYHTEIHO KOJIoOoMa,
MHKpOGTAIMHA), KOUTO ce ChOOLLIABAT BbB BPB3Ka C APYrHd BpoJeHH MajidopMaiuu. Te3u ouHH
MasipopMaLMi MOFaT Ja 3aCerHaT 3pEeHHETO.

Hapywenua e pazeumuemo na nepgnama Cucmema 6 pe3yarmam Ha excrno3uyus in utero
JaHHH TIOKa3BAT, Y€ eKCIIO3HLINA Ha BAJINPOaT in ulfero MOXe Aa UMa HeONarornpuaATHH epeKTH BBPXY
MCUXHUYECKOTO U PHUIHYECKOTO pa3BUTHE Ha JeLiaTa, HANIOXKEHH Ha TakaBa eKCMOo3HLUMA. PHCKET
HapyLi€HHA B pa3BHTHETO HA HEPBHATA CUCTEMA (BKJIIOYHTENHO ayTH3BM) H3IJIEKAa € /10303
KOraro BaNIpOAT ¢ U3TI0/13Ba KaTO MOHOTepanusd. Benpeku ToBa, nparosarta 4034, M0]1 Kod
HE CBIIECTBYBA, HE MOXE Ja C€ YCTAHOBH BB3 OCHOBA Ha HaluuHHTe naHHu. Koraro painp
M3M0J13Ba KATO IOJIMTEPANHA ¢ APYTH AHTHENWISNITUYHHU AEKAPCTBEHU MPOAYKTH, PUCKBT




TOYHHAT PUCKOB recTALMOHEH NEPHO 32 TE3U ehEKTH € HECHTYPEH H Bb3MOXHOCTTA 3a PHCK TIO
BpeME Ha LiA1aTa OPeMEHHOCT HE MOXKe Aa Ce M3KIIOYH.

Koraro Bannpoar ce npuiara kato MOHOTEPaNHs, POy YBaHHUS MpH Aela B NPEeAYYUIHIIHA BH3PAacT,
H3TOKCHA Ha CKCIIO3HLIMA Ha BANMpOAT in utero no BpeMe Ha GpeMeHHOCT nokaspar, ye B no 30-40%
OT Ciy4auTe ce Habmoaasa 3a6aBsHe B TAXHOTO PaHHO PA3BHTHE KaTO: rOBOP, MO-KBCHO MPOX0XKIaHe,
M0-HHCKH MHTE/IEKTYa/IHH CTIOCOOHOCTH, JIOIIH €3HKOBH YMEHHS (TOBOPEHE pa3bHpane) u npodiemu
C naMeTTa.

KoeduumeHt 3a untenurentHoct (IQ), olleHeH Npu elia Ha 6 FOIHHM ¢ aHAMHE3a 33 €KCIO3ULIMA Ha
BA/IPOAT i1 utero, € cpefino 7-10 MyHKTa NO-HUCHK OT TO3M HPH [eLa, KOUTO ¢4 H3I0KEHH Ha ApYyru
AHTHETTHJICITTHYHH NPOOYKTH. IMa nokasaTencTea rnpH geua ¢ ekcno3umus Ha Ba/IMPOAT, Y€ PHCKET OT
HapylaBaHE Ha HHTCIEKTa MOXe 1a ObJie HE3aBUCHM OT KOE(pHIHEHT Ha MHTETUMCHTHOCT (I1Q) Ha
MaHKaTa, BBIIPEKH Y€ PO/IATa Ha CMyIlaBalIuTe (aKTOPH He MOXE N1a Ce M3KITIOUH NpH AeLa.

JlaHHKTE 110 OTHOLIEHHE HA ABATOCPOUHHS M3X0 CA OrPpaHHYEHH.

Hanuyhute naHHu o1 nomynaudoHHoO 6a3MpaHo H3NHUTBAHE HOKAa3BaT, Y€ ASLIaTa C €KCIO3ULIMA Ha
BaINPOAT 77 ufero ca ¢ MOBULIEH PHCK OT Pa3cTPOKHCTBA B Ay THCTHYHKSA CIEKTBP (MPUOTHIHTEIIHO

3 MbTH) H AETCKH aYTH3IBM (OKOJIO 5 ITETH) B CPaBHEHHE C MOMyNalUATa Ha T€3H Oe3 eKCIOo3MiHS B
[POYUYBAHETO.

HanuyHuTe AaHHH OT NpyTo NOMyNaUMOHHO Ga3HPaHO H3MHTBAHE [I0Ka3BaT, Y€ JelaTa HINOKEHH Ha
CKCIIO3HLIUA HA BANINPOAT in yUlero Ca C NOBUILEH PHCK OT PA3BUTHE HA CUMITTOMH KATO AepULAT Ha
BHHMAaHHETO/XHIIEPAKTHBHO pa3cTPoicTRO (attention deficit/hyperactivity disorder, ADHD)
(MpubausuTeNHO 1,5 MBTH) B CPaBHEHHE ¢ MONYNALMATA Ha Te3H Ge3 €KCTMO3UIIHA B IPOYYBAHETO.

Hucxo 3a 2ecmayuonnama evspacm mezno 6 pezyamam ua in utero EKCHOZUYUA

Hakou enuIeMHONOrHYHH TPOYYBAHHS MOKA3BAT MO-BHCOK PHUCK OT pakaaHe ¢ HUCKO 3a
FecTalMOHHaTa Bp3pact Terno (small for gestational age, SGA) (SGA ce onpenens kato Tersio pH
pakaane nox 10-THA NePCEHTHI, KOPUTHPAHO CNIOPEA recTaMOHHATA BB3PacT, CTPATUGULIMPAHO 110
TOJ1) MPH Aela C in ulero eKCIIO3ULMS Ha BaJNPOAT, B CpaBHEHHME ¢ AeLa be3 €KCIO3MUHA WIH C
CKCMO3HLKMA Ha NaMOTpHkkH. SGA ce Habmonasa npu npubnusutenso 11-15% ot neuata ¢ in utero
CKCMO3HLIA Ha BANpoaT, 8-9% OT AelaTa ¢ eKCIO3HLMA HA TAMOTPIXHH, M 5-10% ot JenaTa, KOHTO
ca 6e3 eKCno3uuus.

Hanuunure nanHu npu xopa He NO3BONABAT 14 ce HanpaBH 3aKIIOYEHHE 33 MTOTEHLHAJIeH
J03032aBHCHM €(EKT.

Heya om scencku non, degoiixu u xcenu ¢ Oemepooer NoOMmeHyu! (8. no-2ope u moyka 4.4)
CpencTsa cbABPKALLM ECTPOreH, BKIKOUYHTETHO ChABPKallH €CTPOT€H XOPMOHATHH KOHTPALIETITHBH
MOTaT Aa yBEIIM4AT KITHPBHCA Ha BANINIPOAT, KOETO OR MOIJIO a JOoBeAe N0 HAMAISIBAHE HA CepyMHaTa

KOHLICHTpAaLMA Ha BAJINPOAT H BE3MOXKHO HaMaNiaBaHe Ha ePEeKTHBHOCTTA Ha Ba/IMpoar (BxK. TOUYKHU 4.4
u4.5)

Axo xcenama naanupa 6pemennocm
3a MOKa3aHHETO EIMHACIICHA, aKO XKEHATa r1aHKMpa Nia 3abpeMetee, TepanuaTa ¢ BaANpoar TpGea na ce
NIPEOLICHU OT CIMELMATHCT C ONHT B JIEYEHHETO HA CIMICIICUS H 114 C& OOMHMCIIST alTepHATUBHHU
BB3MOXKHOCTH 32 Nig4eHHe. Tpadea na ce nonoxkar BCHYKH ycHms, 3a fa ce NpEMHHE Ha NMOAXOIALLO
4TTCPHATUBHO JICYCHHE NPEIN 3a49€BAHETO U NPEIH NMPEKPATABAHE HA KOHTPALETLMATA (BK. TOuKa 4.4).
AKO CMSHATA HA JIEYEHHETO HE € Bh3MOXKHA, XKEHATA TpAOBa a NOTy4H JOITBJIHMTE/IHA KOHCYJITALIUS
OTHOCHO PHCKOBETE C BAINPOAT 3a HEPOAEHOTO AETE B MMOAKpPENa Ha MHPOPMUPAHOTO i B3eMaHe Ha
PELUICHHE OTHOCHO CEMEHHOTO ITaHHUPaHE.

3a NoKaszaHMeTo GUIOIIPHO Pa3CTPOHCTBO, aKO JKeHaTa rianypa na 3aGpemenee, TpsOBa 1a ce mpogese
ROHCYTTAlA CbC CNELMANKCT C OIMT B JICYEHHUETO Ha DUIIONAPHO PA3CTPOHCTRO U JICYEHHETO ¢
BaNMpoat TPAOBa Ja Ce NIPEYCTAHOBH, U aKO € HeOOXOaMMO, TpA0Ba Na ce MPeMHHE HA ATTEPHATHBHO
JICHCHHUE MPCAH 3a4€BAHETO H NPe/IH NPEKPaTABaHE HA KOHTPALICTILMATA.

bpemennuy xcenu

Banmpoart xato neyenue 3a GHNONApHO pascTpoiicTso e MPOTHBOMNOKA3aH 3a ynorpeba o B
OpemenHocT. Banmnpoar, kato neuenue 3a enuencus e [IPOTHBOIIOKA3AH IPH OpeMEHHOCT,
HAMA MOAXOJALUO ANTCPHATHBHO JIeYeHHe (BXK. TOYKH 4.3 U 4.4),




AKO X€EHa, KOATO Ce JIEKyBa C BalNpoar, 3abpeMeHee, T4 Tpa0Ba He3a0aBHO Ja Ce HACOYH KEM
CIIELMANKCT, 33 /1a C€ OOCHAT ATTEPHATUBHH BE3MO)KHOCTH 3a JiedeHue, ITo BpeMe Ha GpeMeHHOCT,
TOHAYHO-KJIOHHYHHTE I'bPYOBE NIPH MalKaTa ¥ SMUWISNTHUYEH CTATYC C XHUMOKCHI MOI'aT a HOCHT
ONpeAeeH PHCK OT CMBPT 3a MalKara H Iwioa.

AKO, BBIIPEKH U3BECTHUTE PUCKOBE ¢ BAJIPOAT MpH OPEMEHHOCT M ¢Jiell BHHMATETHO OOMMCIISHE Ha
aTTEPHAaTHBHO JICUCHHE, NMPU HU3KIIIOUHTEHH 0DCTOATENCTBA HpeMeHHaTa xeHa Tpa6Ba Aa nofy4yasa
BaJINpOAT 34 EOUNIENICHA, NPETIOphYBA Ce Aa:

®  CE M3MO0/I3Ba Hal-HHCKATa e(eKTHBHA [103a U Aa C€ pa3/iens JHEBHATA /1034 BAJIPOAT Ha
HAKOJIKO MAITKH J03H, KOMTO TpAOBa Ja ce NpHemar npes uenus AeH. Ynorpebara Ha
JIEKAPCTBEHA (POpMa ¢ yABIDKEHO 0CBOOOKAaBaHe MOXE J1a € 34 MPEAMOUMTAHE TIped APYrH
JIeKapcTBeHH GopMH, 3a Na ce M30erHaT BUCOKH MAKCHMAJTHM TUTA3MEHH KOHLICHTPALHH (BK.
Touka 4.2).
BCHYKM NAlMEHTKH C eKCTIO3ULIMA Ha BAINPOAT 0 BpeMe Ha GPEMEHHOCT ¥ TEXHHUTE MapTHLOPH TPAGBa
Aa ObAAT HACOYEHH KbM CNELMATHCT C OITHT B TEPATOJIOrHATA 32 OLEHKA U KOHCYJITHPAHE OTHOCHO
eKCIIOHHpaHaTa OpeMeHHOCT. TpsabBa la ce M3BBLPILBA CMELMATU3HPAH NPEHATANIEH MOHUTOPHHT 34
OTKPHBAHE Ha BB3MOXKHA NI0ABA HA IEPEKTH HA HeBpanHaTa Tpr6a WiH apyrd MaTpopMaliHH.
[Ipuemanero Ha nobaeku ¢ donuepa KHceIMHa MPeaH GPEMEHHOCTTA MOXKE []a HAMAIM PHCKA OT
ne(eKTH Ha HEBpaTHATa TPBOa, KOUTO MOTaT Aa ce MOABAT NMPH BCsika GpeMeHHocT. HanuuHuTe naHHu
obaue, He npeanonarar, 4e GponuesaTa KHCENHHA NPeJOTBPATABA NOSBATA HA BPOAEHH AedeKTH Win
MasopMalMH OPaaH EKCIMO3HLIMA Ha BaJINpoar.

Puck 3a Hogopoodernomo

=~ MHoro panko ca noxIanBaHM ciTy4aH Ha XeMOparuieH CHHAPOM IIPH HOBOPONEHH, YHHTO Maiiku
Ca MpHEMaH BAINPOAT N0 BpeMe Ha OpeMeHHOCT. To3H XeMoparnueH CHHAPOM € CBbP3aH ¢
TpoMOoumTOnIeHHs, XMNOPHOPHHOreHEMHUA /WK A0 HAMAaJABaHe Ha APyrH (GaKTopu Ha
KpBbBOCHCHPBAHETO. AQHOPHHOrEHEMHS € NOKIIaJIBaHa CBIIO H MOXke 1a 6b1e ¢ daraneH u3xo.
T'o3u XeMoparnyeH cMHIpOM, obaue, TpabBa [a ce pasrpaHUyd OT HAMAJIABAHETO Ha BHTAMMH K-
3aBUCUMHTE HaKTOPH, HHIYLUMpPaHH oT peHoGapOUTA M eH3UMHN HHAYKTODH. CIIe0BATEHO,
Opos Ha TpOMOOLIMTHTE, HHBOTO Ha (PHOPHHOreHA B IJ1a3MAaTa, KOaryNaLHOHHH TECTOBE H
(paKTOpH Ha KPBBOCHCHPBAHETO TPAOBa 1a Ce H3C/IEABAT NPH HOBOPOACHH.

- Cayvan Ha XUNOTMKEMHsA Ca OUNM TOKIaABAHK NP HOBOPOIEHH, YHUTO MaMKU ¢a IpHeMAaH
BJINIPOAT 110 BpEME Ha TPETUA TPHMECTHP OT OpeMEHHOCTTA.

- Ciyuau Ha XHIOTHPEOHAU3bM ca OWITH AOKJIANBAHU [IPH HOBOPOAEHH, YHHTO MAKH ca
MpHEMany BaJINpOAaT No BpeMe Ha OpeMeHHOCTTA.

- CHHIApPOM Ha OTHEMAHETO (KaTo, M B YaCTHOCT Bb30y/a, pa3apasHHUTENHOCT, CBPbXBE30YIMMOCT,
HEPBHOCT, XHIIEPKUHE3Hs, HAPYUIEH TOHYC, TPEMOP, KOHBYJICMH M HAPYLIEHHA HA XPAHEHETO) MOKE
Aa C€ rosABH IPU HOBOPOAEHH, YHMTO MAMKH €A IPHEMAITH BAIIIPOAT IO BPEME Ha IMOCIICAHNS
TPAMECTBP 0T OpeMEHHOCTTA.

Mbxe H IOTEHIHAJIEH PHCK OT Pa3CTPOHCTBA HA HEBPOAOIrHIHOTO PAIBHTHE NPH Jelia YHHTO
Oamm ca JeKYBaHH ¢ Bannpoar npes 3-1e Mecena npeiy 3a4eBaHeTo.

PeTpocnexkTHBHO 06CepBaLMOHHO NpOy4BaHe B 3 CKaHAHHABCKH IbPXKABH [TOKA3BA MOBHLIEH PUCK OT
pa3CcTpOHCTBA Ha HEBPOJIIOTHYHOTO pa3BHUTHe (neurodevelopmental disorders, NDD) npu neua (ot 0 g0
I1-ropuniuna Bb3pacT), YuMTO Galllv ca JIEKYBaHU C BAINPOAT KATO MOHOTEpAIHA Mpes 3-Te Mecela
[IPEIN 3a4€BAHETO, B CPABHEHHE € J€LIaTa, YHHTO DallM ca NEKYBaHH € JIAMOTPHXKUH HITH
JIEBETHpALICTaM KaTo MOHOTepanus, ¢ 00001eHO KOPUrHpaHo choTHOMEHHe Ha prcka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanusr kymynatuseH puck o NDD sapupa mexay 4,0 % v 5.6 % B
rpynara Ha BaJnpoat crpaMo Mexiay 2,3 % u 3,2 % B komOMHUpaHaTa rpymna Ha
TTAMOTPHXKHH/NIEBETHPALIETAM.

Jiela, YHHTO Dalliu ca MBXKe, IEKYBaHH ¢ BAIMPOAT KaTO MOHOTEpanus npe3 nepuona 3
[MPEIH 3a4EBAHETO, B CPABHEHHE C MBXKE, JIEKYBAHHU C TAMOTPHXXHH W/ IeBETHpaLleTaM
MOHOTEpamnus.



Pasnukute B Ax3aiiHa Ha MPOYYBAHETO, BKIIOYHTENHO KOHTPOJIA [0 OTHOIIECHHE Ha CMYLLABAII[ATE
akTopH u noaGopa Ha NomyalUITa, MOTAT Aa AONPHHECAT 3a Pa3IMKUTE B HAXOAKHTE OT
Npoy4BaHeTO. B AOMBIHEHNE, HANIMYHKTE AAHHH NPEANoarar, ye GaKTOpH, pasIu4HH OT
EKCIIO3UIINATA Ha BATMIPOAT, BKIIOUHTEIHO OCHOBHO 3ab0i1aBane Ha 6aruarta, MOXe 1a JOTIPMHECaT 34
HabnozaBaHara acourauus. KaTo Lo JaHHHTE OTHOCHO NMOBHILEHHs puck oT NDD NpH Acua Ha
Oallu, neKyBaHM ¢ BajIMpoat B IPOAb/DKEHHE Ha 3 Mecela NpeaH 3a4eBaneTo, ca HEMOC/IeJOBATENHH,
a IPUYHHHO-CIIEICTBEHATA BPH3KA ¢ BAJINPOAT € HECHTYPHA,

Karo npeanasna mapka, npenucBalnyTe jgekapu Tpabea aa HHOOPMUpAT NaLMEHTHTE MBKE 3a TO3M
TIOTEHIHAIEH PHCK U 12 00CHIAT Heo6X0HMOCTTa OT eeKTUBHA KOHTpaleNLUs, BKIIOUHTEHO 33
TAPTHHOPKATA, I0KATO H3I103BAT BANMPOAT U IOHE 3 Mecella Ciie /| MPEKPaTABAHE Ha JISHEHHETO (BK.
To4Ka 4.4). [lareHTHTe OT MBXKKH NOJ He TPA0Ba 1a AapABAT cepMa Io BpeM€E Ha JICYEHUETO H B
MPOIB/DKCHHE Ha MOHe 3 Meceua crel MpeKpaTIBaHe Ha JIEYEHHETO.

[TaupeHTHTE MBXKE, IEKYBaHH C BAIIMPOAT, TPsOBa PEIOBHO Aa CE NPEriiekAaT OT NeKyBaliua T'H
JICKap, 3a Aa ¢€ NPeLeHH AT BAJINPoaThT € HAH-TIOAXOAALIOTO JIGYEHHE 32 TIX. 33 MALHEHTH OT
MBACKH I10J1, KOUTO ITaHUpaT Aa 3a4€Har geTe, TpsaOBa na ce oOMHUCIAT U Ja ce o6ChasAT ¢ TIX
MIOAXOJAIIN A/TTePHATHBY Ha JIEUeHHETO. BLB Beceku oTmeneH cimyyail TpabBa 1a ce npeneHar
HHIUBUAyaHUTE o0cTosATeRCTRA. [IpenopbuBa ce npu HeoOxoauMoOCT Aa ce NOTBPCH CHBET OT
CHCLHATHCT ¢ ONHUT B JICYSHHETO HA €MHUJIENCHA HIIH OHNIONAPHO pa3cTPOCTRO.

KnpmeHe
ExckpeLmaTa Ha BAHIPOAT B MaifuHHOTO MASKO € HUCKA, C KOHLIEHTPaLl|s Mexnay 1% 10 10% ot

CEPYMHHTE HHBA Ha MakKaTa. B3 OCHOBa Ha JINTEPaTYPHUA H KIHHHYEH OTHT, KbPMEHETO TpsAOBa fa
CC MPEpasIic/ia KaTo ¢ B3eMe 1101 BHUMaHKe npoduiia Ha GesonacHocT Ha Jenakun Xpono 500 mg,
0CODEHO XeMATOIOrHYHUTE HapyllieHus (Bxk. Touka 4.8 Hexenanu JIEKApCTBEHHU peaKiiiH).

TpabBa nia ce B3eMe pellieHHe OTHOCHO CIMPAHE HA KbPMEHETO MITH MpeyCTaHOBSIBAHE/OrpaHHYEHHE
Ha 1eyeHkeTo ¢ Jlenakun Xpono 500 mg, kaTto ce MMAT NPeaBH MOA3KUTE OT KbPMEHETO 33 AETETO H
on3ata OT JICYEHUETO 33 MaHKaTa.

DepTHAHTET

MMa croOlIeHNs 32 aMeHOpes!, TOTUKUCTOZHH SHYHHLIM | YBEIHYCHY HHBA HA TECTOCTEPOHA MPH
YKEHM, NIPHEMAITH BATTIPoaT (BXK. To4ka 4.8). [punaraHero Ha Banmpoar Moke CBIIO fia HapyLuIu
depTiMTeTa IpU MbXe (Bik. Touka 4.8). HapymenusaTa Ha beprinutera B HAKOH CIy4aH ca
oOpaTumMK HaH-Manko 3 Mecela ciell peycTaHOBABAHE HA JIEYEHUETO. Orpanuuen Opol goKTaABaAHM
CllyHau MPEANoarat, 4¢ 3Ha4MTeIHO HaMaNIsIBaHe Ha J103aTa MOXe 1a nonobpu depTuurera.
Bbrnpeku TOBa, B IPYTrH Cly4aH, HAMA JaHHH 33 0OOPaTHMOCT Ha Ge3UI0MeTo MPY MBXKE,

4.7 EdexTn BhpXy cnocoGHocTTa 3a modHpane H paboTa ¢ MauIHHEA

Ilaunenture Tpabea na ObraT npeaynpeeHn 3a PHCKA OT CHHJIHBOCT, OCOGEHO B CMy4au Ha
MPOTHBOI'BPHOBA NMOUTEPANHA WIH B KOMOHHALWs ¢ GeH30AHAa3eMMHHU (BX. Touka 4.5 “JIpyru
B3aUMOJICHCTBUA ).

4.8 Hexenanu NeKapcTBeHH peakHH

HM3non3sana e cneanata CIOMS wracudukaiis 3a HECTOTA HA HEKENAHHTE JE€KapCTBEHU PEaKLIHHU:
MHoro decty (21 %); yectn (>1% u <10%); HedecTn (>0,1 u <1%); peaku (>0,01 u <0,1%); MHOTO
peakH (<0,01%); ¢ Hen3BecTHa YecToTa (OT HATHYHHTE JaHHH HEe MOXKE 1a Obae HAalpaBEHa OLCHKA)

Bpoodenu, pamunnu u cenemuunu napywienus (éxc. mouxa 4.6 bpemennocm u xvpmene)
BpoaeHu manpopMaLuy 1 HApYIIEHUS B PA3BUTHETO (BXK. TOYKM 4.4 U 4.6)

Hapywenua na xpvenama u aumgpnama cucmema
Hectu: anemus, TpombounTonenus (Bx. Touka 4.4)
HeuecTH: naHUMTONEHYUS, IEBKONEHUS




Peakn: HEAOCTATHYHOCT Ha KOCTHHA MO3BK, BKTIOUHTETHO YHCTA aIlia3us Ha YEPBEHHS KPhBEH pefl,
arpaHyJIOLMTO3a, MAaKPOLIMTHA aHEMHS, MaKpOLIMTO34

Hzcnedeanus

PenkH: MOHHXEHH HHBA Ha KOAryJTauHOHHUTE (DakTOpH (MOHE Ha elUH OT TAX), OTKJIOHECHHS B
KOaryJnaliOHHHTE TeCTOBE (HaNpHMep YARDKEHO NMPOTPOMOHHOBO BpeMe, yABIKEHO AKTHBUPAHO
MapUHAITHO TPOMOOMIACTHHOBO BpEME; YIB/DKEHO TPOMOUHOBO BpeMe; yeenuueH INR) (Bx. Touku
4.4 u 4.6), HegocTUr Ha OHOTHH/OMOTHHMA3A

C neusBecTHa yecToTa: NpuaobuTa aHoManus Ha Pelger-Huet*

*Crob1asa ce 3a npuaobura anoMamua Ha Pelger-Huet B ciiyyan cbe 1 6€3 MHENOAUCILIACTHYEH

CHHPOM.

Hapywenua na nepsnama cucmema

MHoro yecTu: TpeMop

HecTH: eKCTpanpaMHAHU HApYLIEHHS, CTYNOp*, COMHONIEHTHOCT, KOHBY/ICHH*, HAPYIIEHUA B
namerTa, rnaBofboIHe; HHCTarbM; HAKOJIKO MUHYTH CJIEAl MHTPABEHO3HA HHIKEKLMA MOXe 1a HACTBITH
3aMalBaHe (IIPH HHTPaBEeHO3HO NMPHJIOKEHHE, 3aMatHOCT, MOXE Aa Ce TIOYYH 3a HAKOAKO MHHYTH H
ODMKHOBEHO, KOETO H34e3Ba CIIOHTAHHO Clel] HAKOJIKO MMHYTH)

Heuectu: koma*, eHuedanonatus*, neraprus*, o6paTumM NapKUHCOHM3bM, ATAKCHS, MAPECTEIHS
HeuyecTH: yre)KHEHH KOHBYJICHH (BK. ToYKa 4.4)

Penxu: obparuMa reMeHLMA CBBP3aHa ¢ oOpaTHMa liepeGpanta aTpodHs, KOTHHTHBHU HapyIIEHHS
*CTynop M JieTaprus, BOACIUM MOHAKOra 0 NPeX0oAHa KoMa/eHuedanonaTus; Te ca Guiu
CaMOCTOATEJIHH WIH CBBP32HH C MOBHILABAHE YECTOTATA HA IbPUYOBETE B X0Ia HA TEPANHATA, H
HaMasnsaBaT MpH CIIMpaHe Ha JIeYeHHETO WK MOHKW)KABAHE Ha A03aTa. 1e3M clAyvyau Bh3HUKBAT Hali-
4eCTO MpH KOMOMHMpPaHa Tepanua (no-cneuyanto c peHoGapbuTan WiH ToNMpaMar) Wik ciejl
BHE3aMMHO YBEIHYABAHE HA IO3UTE BAJIITPOAT.

Hapywenua na oyume
Penxu: aunnonus

Hapywenua na yxomo u nabupunma
YectH: riyxoTa

Pecnupamopuu, 2pvOru U MeOUACMURARHU HADYWIEHUS
HeuecTu: rnneBpasieH H3UB (€03UHOGUIEH)

CmomauiHo-upeeHy HapyueHu

MHoOro 4ecTH: raaeHe™

HecTu: moBprIaHe, Bb3NATCHHS Ha BEHIIUTE (OCHOBHO XMIIEPILIA3Ms HA BEHLUTE), CTOMATHT, GOJIKA B
ropHaTa 4acT Ha KOpeMa, JHapHA YeCTO BE3HUKBAT MPH HAKOH MALHEHTH B HAYAJIOTO HA JISUEHHETO,
HO OOMKHOBEHO H34e3BaT Cliell HAKOAKO AHH 0e3 MpeKpaTaBaHe Ha JIEYEHHETO

*Habmioaasa ce ¢hILO HAKOAKO MUHYTH CJIel HHTPABEHO3HO MHXKEKTHPAHE ChC CIIOHTAHHO 3aTHXBAHE
B PAMKHTE Ha HAKOIKO MHHYTH

HeuecTH: naHkpeaTuT, noHskora ¢ ¢araiten uixon (Bx. Touka 4.4)

Hapyuienusa na bvbpeyume u nuxounume nomutya

YecTu: ypyuHapHa MHKOHTHHEHIUS

HedyecTu: 610peyHa HenoCcTaThYHOCT

Peaku: eHypesa, TyOynoMHTEepCTHUMANEH HepuUT, 0OpaTHM cHHApOM Ha Fanconi, HO MexaHM3MBT Ha
OEUCTBHUE OILIE HE € ACEH

Hapywenus na xoocama u nookoxchama mvKau
YecTH: CBPBXUYBCTBUTENIHOCT, NIPEXOHA H/WUITK A0303aBUCHMA ANIONEIINS, HAPYLIEHHS HA HO
HOKBTHOTO JIENJIO

Heuectu: anruoenem, o0puB, HapyIIEHHA Ha KOCBMA (KaTo HeoOHYalHa CTPYKTYpa Ha KOC
MPOMEHU B 1IBeTa HA KOCHMA, HEOOHYaeH pacTek Ha KOcara)




Penky: TokCHYHA enuaepMaliHa HEKPOK3a, CHHAPOM Ha Stevens-Johnson, eputema MysTudopme,
CHHIPOM Ha ieKapCTBEH 0OpHUB ¢ co3nHOGWIUS U cucTeMHH cuMnToMH (DRESS)
C HEeH3BECTHA YECTOTA: XMITEPIIHTMEHTALHA

Hapywenwn na myckynno-ckenemunama cucmema u CoeOuUHUMenHama moKkan

HeuecTu: HamManeHa KOCTHA MMHEPATHA IUTBTHOCT, OCTEONEHHS; OCTEONOPO3a H PpaKTypH NpH
NalMeHTH Ha MPOABIDKHTENHA Tepanud ¢ [lenakun Xpono 500 mg. MexaHu3MebT, 110 koito Jlenakun
Xpono 500 mg noBaMABa KOCTHUA METaOONMUIBM, HE € YCTAHOBEH

PeakuH: CHCTEMEH JTYITyC epHTeMaTo3yc (BiK. Touka 4.4), pabaoMuonusa (Bxk. Touka 4.4)

Hapywenwi na enooxpunrnama cucmema

HeuyecTu: cuHapoM Ha HapywieHa cekpeuus Ha AJIX (SIADH), xunepanaporeHU3bM (XHp3yTH3IBM,
BHPWIM3BM, aKHE, MBKKH THIT alONELHsA W/HWIH YBENHWYEH aHAPOreH).

Penku: XunoTHpeoUanu3bM (BXK. Touka 4.6)

Hapywenua na memabonusma u xpareremo

YecTu: XunoHarpueMus, yBeJIH4YeHO Terno*

* IloBHilleHOTO TeTeCHO Tero TpAOBa na 6bIe BHUMATENHO NPOC/IEAABAHO, Thil KaTo € BaKTop 3a
MOJIMKUCTO3EH OBAPHANEH CHHAPOM (BX. TOUKa 4.6)

Peaku: xunepamMonueMus™ (Bxk. Touka 4.4), 3aTTpCTABaHeE

*Bb3MOKHO € J1a HACTBIIAT CAy4aH Ha U30JIMpaHa WK YMEpeHa XHIepaMOHHEMHS 6€3 MpoMsiHa B
YEPHOAPOOHUTE (PYHKLIMOHAIIHM TECTOBE U TOBA He TpAGBa 1a Obe NMPHUYHHA 3a MPEKpaTABaHE HA
TepanuATa. CrobIIaBaHo € U 3a XHNeEpaMOHHEMMS, CBBbP3aHa ¢ HEBPOJIOTHYHH CUMITTOMH. B TakuBa
CTy4aH, € HEOOXOAUMO Aa ce OOMUCIAT AOITBIHUTENHH HiacneaBanys (Bxx. Touku 4.3 u 4.4
HapyuieHus B ypeiiHnsa UMKbB H PUCK OT XHIIepaMoHeMHa H ITaliHeHTH ¢ pHCK OT
XHITIOKAPHHTHHEMMS ).

C HeH3BECTEHA YECTOTA: XHOOKAPHHTHHEMHS (BXK. TOUKH 4.3 U 4.4)

Heonaasmu - 00bpoxauecmeenuy, 310Kkavecmeenu u neonpedeneru (GKIIOYUMEARO KUCMU U NOAUNY)
Peaxy: MUETONMCIUTACTHYEH CUHAPOM

Cvoosu napyuenus
YecTu: xeMoparus (BxK. TOYKH 4.4 1 4.6)
Heuectn: Backynut

Obwu napywenus u echexmu Ha MACMOMO HA NPUAOIHCEHUE
HeuecTH: XUmoTrepMus, HeTeXXbk NepHdepeH eneM

Xenamobuauapru Hapyuenus
YectH: yepHoaApoOHHM yBpexkOaHUR (BX. Touka 4.4)

Hapywenun na ev3npouzeooumennama cucmema u 2epoama

YecTu: nucMeHopes

HeuecTu: ameHopes

Penxu: Oesmnoaue npu Mexe (BX. TOUKa 4.6), NOMUKUCTO3ZHH SHYHHULIM

Heuxuunu napyuenus

HecTH: cheTosHMe HA OOBPKAHOCT, XaNIOLHHALIMY, arpecus*, KUTALMA*, HApYLIEHO BHUMaHue*
Penkn: abHOpMHO nosegeHHe®, NCHXOMOTOPHE XHIIEPAKTHBHOCT*, HapyllieHa CIOCOOHOCT 3a
obyuenue*.

*Tean HexenaHu NeKapCTBEHH PeaKLIMH ca HabMIOMaBaHK OCHOBHO TIPH NMEJMATPAYHATA MOMYNALMA.

Bruanue evpxy 1a6opamopru u OUAZHOCMUYHE UBCACOBAHUA
T'bid KaTo BaNIPOAT Ce OTAEINA OCHOBHO Npe3 ObOpeuuTe, YacTU4HO no/ GopMara Ha KeTOHH
pe3ynTaTeT OT HAIIPABEHHUA TECT 38 OTJEC/ICHUTE KETOHHU Tena MOXKe /1a € NOABEXKAall pH
anaber.



llenuaTpudHa nomyaalys
IIpoduasT Ha HGe30MACHOCT Ha BANMpPOAT B NMEHATPHYHATA NOMY/IalHS € CPABHMM C TO3H IPH

BB3PACTHH, HO HAKOW HEKENAHU PeaKLHH Ca NO-TEXKKH WIH ce HabMoAaBaT riaBHO B MeJHATPHYHATA
ronmynauua. ChIIECTBYBa OCODEH PHCK OT TEXKO YEPHOAPOOHO YBpeXKAaHE MPH KbPMAayeTa H MaJIKH
felia, ocobeHo Ha BE3pacT NoA 3 ToAWHU. Mankure fiena Chilo ca H3NOXKEHH Ha 0COBeH PUCK OT
[IaHKpPeaTHT. Te3H PHCKOBE HAMAIABAT C YBEIMYaBaHe HA BB3PacTTa (BxK. TOuka 4.4). [Tcuxuunu
Pa3CTPOHCTBA KaTO arpecus, pb30yna, HapylieHHe Ha BHUMAHHETO, HEECTECTBEHO MOBEACHHE,
MCHXOMOTOPHA XHMEPAKTHBHOCT M HapyllleHa CIIoCOOHOCT 3a 00yueHHe ce HabIoNaBaT riaBHO NpH
neguaTpyUYHaTa NonyJaims.

CrobmaBane HA HEXKEJAHH peaKnHH

CboO1aBaHeTo Ha MOJO3HpaHH HEXKEAHH PeakLHU Clel paspelaBase 3a ynotpeda Ha n1eKapcTBeHH S
NPOIYKT € BaXKHO. ToBa Mo3BoJigBa a MPOIb/DKH HAOIOAEHHETO HA CHOTHOLLEHHETO NO3a/PUCK 32
NIEKapCTBEHHA NPOAYKT. OT MEAMIIMHCKHTE CITELHANTHACTH ¢€ H3MCKBA 1a chOOILABAT BCAKA
MOJO3HpaHa HEXKeNaHa peakLMs Ypes:

M3nenHUTeHA areHUHs TI0 TeKapcTBaTa

ya. ,,JdaMaH I'pyes™ Ne 8,

1303 Codmus,

Ten.: +35 928903417,

yebcaiT: www.bda.bg.

4.9 Ilpeao3upane

[Ipy3Hauy 4 CHMITTOMU

[Tpu3HaunTe Ha OCTPO MaCHBHO IIpeIO3UpaHe OOUKHOBEHO BIJLIOYBAT KOMA C MYCKY/IHA XHITOTOHHS,
XHIIOpeIEKCHA, MHO3a, HapylleHa AuXaTeHa GyHKIMs, MeTa00NUTHA alMA03a, XMIIOTOHUSA 1
LIMPKYIaTOPEH KoNanc/IIokK.

Cnen MacMBHO MpEAO3MUPaHE Ca HACTHIBATA CMBLPTHH CITyuaH.; BEIIPEKH TOBa, OOUKHOBEHO W3XOIBT €
OnaronpHUATEH.

CumnromuTe obade MoraT 1a BapHpaT H ce ChoOLIaBa 3a IbPYOBE MPH MHOIO BHCOKHM IL1a3MEHH HHBA.
CroOl12Ba ce 3a C/fy4an Ha MOBHIIEHO UHTPAKPAHHAITHO HAJIATAHE, CBBP3aHO C MO3BYEH OTOK.

HamreTo Ha HaTpuil B CheIMHEHUATA C BAIMPOAT MOXE [1a 0BE/IE 10 XMIIEPHATPHEMHA B CITyJaNTe
Ha npeno3xpaHe.

Os1aasgBaHe
B ciyuait Ha npemo3upane ¢ Ba/INpOAaT, BOACLLIO 10 XMNEPAMOHEMHA, MOXKE 1a CE NMPWIOXKH KaPHHTHH
HHTPaBE€HO3HO, 32 la C€ HOPMaJIM3HPAT HHMBATa HA AMOHSIKA.,

5. ©®APMAKOJOI'MYHH CBOHCTBA
3.1 <PapmMakoaHHAMHYHH cBOHCTBA

dapMakoTepanesTHYHa rpyna: [IpoTuBoenunenTyYHU cpeacTaa
ATC koa NO3AGO]
LLiHpoKOoCnEKTEPEH MPOTHBOEMUAENTHYEH JIEKAPCTBEH MPOAYKT.

BannpoaT ynpaxHsaBa eQeKTHTE CH TNIaBHO Ha HUBO LISHTPAIHA HEPBHA CHCTEMA.
DapMaKOJOrHYHATE H3CIIEABAHUSA BbPXY XKHBOTHH MoKa3Bar, ye Jenakud Xpouo 500 mg nputex
MPOTHBOIbPYOBH CBOHCTBA NPH Pa3sAH4HH MONEIH Ha €KCIIEPUMEHTANTHA erHJIENCHs (reHep
U MIAPLIMAJTHY MBPYOBE ).
[1pu xopa, /lenakux Xpono 500 mg chbllo AeMOHCTPHPA NPOTHBOCMIEITHYHA AKTHBHOCT
pa3/IHYHH BHOOBE ENWICTICUS.

OCHOBHUAT My MEXaHH3bM Ha ICHCTBHE € CBBP3aH ¢ noacwisane Ha T AMK-eprugHara a




5.2 @apMakoKHHEeTHYHH cBolicTBa

Pasnpepencuue

[IpemuinaBaHe npes3 nnaneHTaTa (BXkK. TOUka 4.6).

Bannpoat npemMuHaBa npe3 niialeHTapHaTa 6apHepa KakTo NpH )KUBOTHH, TaKa U IIPH Xopa.

- IIpu )xHBOTHMTE, BaNNpoaT NpeMiHaBa Npe3 MUIALEHTaTa B nogo6Ha cTeleH KaTo pH Xopara.
- Hsxonko myO/THKauyH ca W3CIeIBATH NIPH XOpa KOHLIEHTPALMHTE Ha BAINPOAT B TbITHATA
BpbB HA HOBOPOAEHH NpH paxkaaHe. CepyMHHTE KOHLIEHTPalMH Ha BAINPOAT B IILITHATA BPbB,
[OKA3BAlUH TE3H BEB (peTyca, ca MOAOOHH HITH JIEKO 3aBHILEHH B CPABHEHHE ¢ Te3H Ha MalikaTa.

MeTtabonuzeM

HatpueBuar sanmpoar ce abcopbupa 6bp30 M MHKOBH IUIa3MEHH HMBA C€ MIOCTHraT B paMKHTE Ha 1-4
yaca, CTabWiIeH € B npoak/bkeHHe Ha 4-14 yaca. [Ipu nepopanen npuem, 85-100% ot nozara ce
abcopbupa. ITomy:KHBOTET NpH N0BeueTo MaLkenTy ¢ 8-20 Haca, HO B OTREITHH CITYYaH MOXKe 4 6Be
3HAYHTENHO No-Abbr. IIpu HapyleHa 6u6peyna QyHKLMS, MOMYKUBOTHT HA BAINPOATA € YABIKEH.
[TnasmMeHNAT MOMTY)KHBOT MOXKE Jia Ce YABDKH o 60 yaca npu Aena noj 2 Mecelia, HO MPH N1O-TOJIEMH
Jielia TOH € noJ00eH Ha TO3H NpH BB3pacTHU. B3anMoBpb3kaTa Mexay AajieHaTa 103a M edexTa,
CBOTBETHO MEXIY IUIa3MEHAaTa KOHUEHTpaluus U edeKTa, HE ¢a TOYHO OLeHEHHU. ParHOBecHO
CBCTOAHHE (steady state) Ha r1a3MeHaTa KOHLIEHTPALMA ce JOCTHra B NIOBEYETO CIy4YaH ciien 3-5 qHu
neveHue. JIMKBOpHaTa KOHUEHTpauus 10CTHra Npubnu3nTenHo 10% oT rasmMeHaTa KOHLEHTpaLMA.
HatpueBHAT BaINpoaT ce CBLP3Ba ¢ IUIa3MEHHTE NMPOTEHHH B npubausuTenno 90%. Bucokarta creneH
Ha CBBbP3BaHE C NMPOTEHHHTE MOXKE 1a NMPEAU3BHKA PHCK OT KIIMHHYHO 3HAYUMH B3aUMOJICHCTBHA C
[pYrd NPOTHBOCHMACIITUYHH JICKAPCTBEHH MPOIYKTH, 0cOO0eHO PeHUTOMH (BXK. TOouKa 4.5).
3aIOBOJIMTE/IEH KIIHHIYEH €eKT 0OOHKHOBEHO €€ JOCTHIa NPH KOHUEHTpaUHH Mexry 300-700 pmol/l,
HO € He0OX0AMMO N1a Ce B3eMe NpeaBH LUIOCTHATA KIIHHHYHA CHTYallMa NPH NMalUeHTa (BX. TOUKa
4.2).

OcHoBHUAT NBT 33 GHOTpaHchOpMaLIMA Ha BANITIPOAT € CAIOKYpoHUpaHeTo (~40%), NpenuMHo ype3
UGT1A6, UGTIA9 n UGT2B7.

HaTpueBuaT Banpoar ce Metabonu3upa BB BUCOKA CTENEH M Ce eKCKpeTHpa B ypHHaTa noa dopmara
Ha KOHIOI'HpaHHW MeTabOoIHTH.

Henaxun XpoHo 500 mg uMa no-HUcka Cpax ¥ € € 0-MaIKO GAYKTYaUMH B IUTa3MeHaTa
KOHLICHTpALUA Ipe3 JIeH B CPABHEHUE C FacTpO-pe3HCTEHTHHTE TabeTKH.

[leouampuunu nayuenmu

Jlelia Ha BB3pacT Hax 10 rOAMHU W IOHOLIM HMAT KIHMPBHC Ha Ba/INPOAT NOA0GEH Ha TO3H MIpH
BBE3pacTHH. [lpy neauaTpHYHy NaUMEHTH Ha BB3pacT noy 10 roavHy CHCTEMHHS KIIMPBHC Ha
BAIMPOAT CE Pa3/IHYaBa B 3aBUCHMOCT OT Bb3pactTa. IIpv HOBOpOJEHU M KbpMaueTa Ha BB3pacT 10
2 Mecelia KTMPBHCHT Ha BAMNMPOAaTa € HAMaleH NPH CPABHEHKE ¢ TO3H NPH BL3PACTHU U € Hal-HUCBHK
HETIOCPEACTBEHO cnell paxkaaHeTo. [IpH npernen Ha Hay4HaTa NUTEpaTypa, MOJyXHBOTHT Ha
BajlIpOaTa NMpy KbpMaveTa Ha Bb3pacT A0 2 Mecelia MOKa3Ba 3HAYMTE/IHH Pa3TMKH or 1 A0 67 4yaca.
Ilpu neua nHa Bb3pact 2 —~ 10 roauHu, KIHPHHCHT Ha Bannpoara e ¢ 50% no-BMCOK OT TO3H NpK
Bb3PACTHH.

5.3 IIpeaKNHHNYHH JaHHH 32 Ge30nacHOCT

[Tpoy4saHus HpH XKHBOTHH NOKa3BaT, 4€ EKCTIO3ULHATA Ha BANIIPOAT in ufero BOAX 10 MOPHONOrHYHH
H/win QYHKHHOHAIHH HPOMEHM HA CAYXOBaTa CHCTEMA MPH TLUTbXOBE W MHLIKH.

Bannpoat He nokassa IpH aHalu3 in Vitro MyTareHHOCT HHTO NP GaKTepUH, HHTO BBPXY KIETKH OT
MHHIH TUMGPOM U He uHIyLmpa penapauus Ha JJHK B nbpBuYHH XeNAaTOLMTHH KYITYPH OT TLTBX,
vivo, obaue, ca NOJy4eHH [IPOTUBOPEYUBH PE3yJITATH 32 TEPATOTCHHUTE J03H B 3aBHCHMOCT
HauyMHa Ha NpPUIOKEeHHe. Cliea NepopaiHo NPHIOKeHHE, Hall-4eCTO W3MNO03BaHUA HAYHH H
[PHIIOKEHHUE MPH XOpa, BANNMPOATHT HE UHAYLMPA XPOMO3OMHHU abepaliuy B KOCTEH MO3b

noBHLIaBa HakbCBaHE Ha BepHruTe Ha JJHK u xpoMo3oMHM yBpekaaHus npu rpusauu. B
JOTBIIHEHUE, B [TyONUKYBaHU MPOYYBaHUA e ChOOILABAHO 3a YBeaHUeH 06MeH MeXTY cec



XPOMATH/IM IIPH NALEHTH C MHENCHS, PUEMAIUM BANNPOAT, B CPABHEHHE C HEJEKYBAHH 3/IPaBH
Y4aCTHHIH. BENpekH TOBA, H3KMIOYBAIIH CE PE3YJITATH Ca NOTYy4YEHH TIPH CPABHABAHE HA JAHHUTE 3§07
NalfHCHTH C CITHIIETICHS, TIEKYBAHH ¢ BAJINPOAT, ¢ TE3W Ha HENEKYBAHU NALUEHTH C eITHIeTCHA.
KIHHUYHOTO 3HaYeHne Ha Te3u pesynratd 3a JTHK/XpoMO30MHTE € HeH3BECTHO.

HexTHHUYHHATE aHHH He MOKA3BaT 0CO0EH PHCK 3a XOpaTa Bb3 OCHOBA Ha KOHBEHIIHOHAIHU
NMpOYYBAHUA 33 KAHLUEPOT€HHOCT.

Penpodyxmugna mokcuunocm

BanmpoaTsT HHIyMpa TepaToreHHH edexTd (MandopMalidd Ha MHOKECTBO OpraHHH CUCTEMH) B
MHLIKH, TLTHX0BE H 3aHLIU.

I1pn MMIIKH, TUIBXOBE U 3alilIH, in utero eKCNO3HUMA HA BAINPOAT NPeAH3BHKA 10303aBHCHMO
HaMansgBaHe Ha TCIJIOTO Ha IU10/1a, BLTpeyTpoOHO 3abaBsiHe Ha pacTe)ka U HaMa/IiBaHe HA NbL/DKMHATA
OT rjaBata JO OCHOBATa Ha OMAUIKATa B CPAaBHEHHE C JKHBOTHHU 03 eKCITO3HLIMSL.

OTKIOHEHHS B HOBEACHHETO Ca ChoOLIaBaHK B MHIMBHIUTE OT ITBPBO MOKOMEHHE Ha MUIIKH U
[LIBXOBE CJIC] €KCIIO3ULMA in utero. HakoH MoBeAeHUECKH NPOMEHH ca HabI0JaBaHH CHIIO U BBB
BTOPO MOKO/IEHHE, a CHLIMTE ca OMAH No-TpyaHO 3a0e/eXXHMH B TPETO MOKOJIEHHEe HA MHLIKH clien
OCTpa in ufero SKCIO3HULMS Ha MLPBOTO MNOKOJICHHE HAa TEPATOreHHH J03H BA/IIPOAT. Ckpurure
MEXAHU3MH H KIITHHHYHATA 3HAYHUMOCT Ha T€3H OTKPHUTHA CA HEU3BECTHH.

B npoyuBaHKd 32 TOKCHYHOCT NIPU MHOTOKPATHO MpIIaraHe ca ¢hoBIEHH TECTUKYNapHa
IereHepalus/aTpohus Wik HapylIeHHs B CrIEPMaTOreHe3aTa M HAMAIABAHE HA TETNIOTO HA TECTHCHTE
IPH BB3PACTHH IUTBXOBE M KyUeTa CIICI NIEPOpaHO NPUIOKEHHE B 103K cboTBeTHO 400 mg/kg/neH u
150 mg/kg/nen, HaXO KU B TECTHCHTE, CBLpP3aHH ¢ HHBA 6e3 HabmogaBaH HebnaronpusareH edekt (no
observed adverse effect levels, NOAELs) ot 270 mg/kg/neH npu Bb3pacTu masxose H 90 mg/kg/neH
NpY BB3PACTHH KYYeETa.

CpaBHeHHATa Ha TPaHULIMTE HAa 6€30MacHOCT Ha 6a3aTa Ha ekcTpanondpaHata AUC npu mibxose U
Ky4eTa MI0Ka3BaT, 4¢ MOXE a HAMa I'paHHHa Ha 0e30MacHOCT.

I1IpH IOBEHUJTHH TUTEXOBE HAMAJIABAHE HA TETJIOTO HAa TECTHCHUTE € HabI01aBaHO caMo NpPH O03H,
HaJlBHLIABAUIH MakCHMaliHaTa MOHOCHMa fo3a (oT 240 mg/kg/neH npu HHTpanepUTOHEaTHO MITH
MHTPaBEHO3HO NPHIIOKEHHE), Oe3 CBLP3aHH XMCTONATONIOrHYHM npoMeHn. He ca Ha6monaBann
e(eKTH BbPXY MBXKHTE PENPOLYKTHEHH OpTaHH IIPH MOHOCHMH 03H (2o 90 mg/kg/nen). B3 ocHoBa
Ha T€3U JaHHW IOBCHHWTHHTE X KUBOTHH HE CE€ CUHMTAT 3a MO-TIOJAT/IHBH [10 OTHOWIEHHE Ha HAXOOKH B
TCCTHCHTC, B CPAaBHEHHUE C BH3PACTHHTE. 3HAYEHHETO HA HAXOMKUTE B TECTHCHTE 3a MeAMaTpHYHATA
MOIMyNalua HE € H3BECTHO.

B npoyuBase 3a ¢pepTHIHTETa NPH IUTHXOBE, BAMIPOAT B 034 10 350 m g/kg/NHeBHO He MOB/UABA
PENpPOAYKTUBHATA QYHKLIMA NPU MBKKHTE HHAMBUANA. Bunpexu ToBa uHdepTIwUTET [PH MBXKE €
HICHTH(HLMPAH KaTO HEXENaHa peakLiis NpH xopata (BX. ToYkH 4.6. u 4.8).

6. ®APMALIEBTHYHH JAHHM

6.1 CnHCHK HA IOMOUIHHTE BEIECTBA

Etun wenynosa, XunpoMenosa, CUIHLMER JHOKCH, KOJIOHAEH GE3B0EH, CHIMLIHER OHOKCHA, KOJTIOWAEH
XHAPATHPAH, 3aXapHH HaTPHH, MOJIHAKPHIAT, MAKPOTo/, TAIK, THTAHOB JTHOKCUIL.

6.2 HecbhbBMECTHMOCTH
Hsma gaHHM.

6.3 Cpoxk na roanocrt
3 rOAMHH.

6.4 Crnenna/iHn yCI0BHSA HA ChXpaReHHe




To3M nekapcTBEH NPOAYKT HE U3UCKBA CIEL{HANHU YCIIOBHA HA CEXPaHEHHE.
6.5 Buja H chabLpXKAHHE HA ONAKOBKATA

Kytns ¢ 30 rabneTku ( nnactMacopa TyOa).

6.6 ChnenuanHu npeanasHH MEPKH NPH HIXBLPJIAHE

Hama crienmansHn U3HCKBAHM.

7. IPATEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly

DpaHIHA

8. HOMEP(A) HA PASPELHIEHHETO 3A YIIOTPEBA

Per. Ne 20010812

9. JIATA HA ITHPBO PA3PEIIABAHE/MIOJHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA

JlaTta Ha mBpBO paspelrasane; 23.07.2001
Jlara Ha nocneado nogHoBsaBaHe: 11.10.2011

10. JOATA HA AKTYAJIMN3UPAHE HA TEKCTA

06/07/2026




