KPATKA XAPAKTEPUCTUKA HA IIPOIAYKTA

¥ Tosu ylekapcTBeH MPOYKT IOUIEXKH Ha JOITBHUTEIHO Habimonenue. TOBA Ie MO3BOMH O®p30oTO
YCTaHOBsBaHE HAa HOBA MHQOPMALMs OTHOCHO Ge3onacHocTTa, OT MEAMIMHCKHTE ClIeLMANHCTH Ce
H3HCKBA Na ChOOIIABAT BCsAKA IIO03MpaHa HeXKeslaHa Peakiys. 3a HaYHHA Ha chobI1aBaHe Ha
HEeXeJIaHH peaKkUHH BHXKTe To4ka 4.8.

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Henakun XpoHo 500 mg TabneTku ¢ yaBIDKEHO 0CBOGOMK IaBaAHe ,;,-,-/ II/0F /7
Depakine Chrono 500 mg prolonged release tablets
6 SAEL 16-03- 0
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2; KAHECTBEH U KOJIMUECTBEH CBHCTAB

Besaka Tabnerka ceabprka 333 mg Hatpues Banmpoar (sodium valproate) u 145 mg Bannpoesa
kucenrna (valproic acid), orrosapsmu Ha 500 mg Hatpues Bannpoar (sodium valproate) 3a Tabnerka.

[TomomHo BewtecTBO ¢ U3BeCTHO AeiicTBHE: HaTpHit 47,21 mg/TabneTka (Bx. Touka 4.4)
3a ITbJIHMS CITHCHK Ha ITOMOIIHHUTE BELECTBA BHXKTE TOYKA 6. ],

3.  JIEKAPCTBEHA ®OPMA

Dunmupana TabneTka ¢ yIL/DKEHO 0CBOOOXKIaBaHE.

4. KIIMHHWUYHHU JAHHU

4.1 TepaneBTHYHH MOKA3aAHHS

Ennnencus

* [IbpBHYHO reHepaIU3UPaHH CITUIICIICHH H NpUnagbLUy

e |HNOBE NPUCTHITH:
abcancH (petit mal), renepanH3UpaHy TOHUYHO-KIOHHYHH (grand mal), ToHHYHHU ¥ aTOHHYHH
NpHNaablH, MHOKJIOHWYHH NIPUCTHIIH, HH(AHTHIIHH CITa3MH.

o ['eHepalM3HpaHH EITHIIETICHH U ENHIENTUYHHI CHHAPOMMU:
abcaHCHa enUIeIICHA, FOBEHHWIHA MHOKIIOHUYHA eNHIIeIICHS (cMHApPOM Ha Janz), enunerncus ¢

TCHCPATM3UPaHH TOHHYHO-KJIIOHHYHHU NPUNIaAbLH IPH COY)kaaHe, OTOCEH3UTHBHYU eNUIICIICHH.,
e Cununpom Ha Lennox- Gastaut,

e Cunnpom Ha West.
* QoxanHH (MapLHaIHK) eNWIETICHH H IPUCTBIHN ¢ WK 6e3 BTOpPHYHA reHepaJu3alus.

bunonsipuo pascrpoiictso
Jleuenue Ha MaHHEH €MU30/1] IIPH GHITONAPHO PA3CTPOMCTBO, KOTATO JIMTHH e [IPOTHBOIIOKA3aH UJIH HE

ce Tonepupa. llpoab/okaBaHe Ha JIEUEHHETO Ciel MAaHHEH U301 MOYKE 14 ce OBMUCITH [IpH
MalHCHTH, KOMTO Ca C€ MOBJIMSIIM OT BAJIIPOAT IPH JIEYEHHETO HA OCTPa MaHHSL.

IIpu geua: KaTo caMOCTOSITENIHA TePAITHA WIH B KOMOHHAIHSA © ApYT aHTHETIHJIENITHYEH JIeKapCTBEH
IIPOIYKT:

JleueHne Ha reHepalM3UpaHa eNUIIETICHS: KIOHHYHH, TOHMYHH, TOHHYHO-KIOHHYHY [IPUITaBLIH,
abCaHCH, MHOK/IOHHYHH IPHCTBIH, ATOHHYHH TIPUIIALbLH, cuHApoM Ha Lennox-Gastaut;

Jleyenue Ha mapuMasHa eMHIIETICHS: MApPUMATHH IPHCTHITU C WK 6e3 BTOPHYHH TreHe aHH

MPHITAaIBLIH, s 1, N




4.2 Jo3upoBKa It HAYHH HA NPHJGKEHITE

Hosata TpaGBa fa ce ananTipa ¢boGpasHO BB3PACTTA, TENECHOTO TETIO H HHANBUYa/IHATA
JyBCTBHTE/IHOCT. TabneTkata MOXe Na ce fienH, HO He TpAGBa fa ce CABBKBA HIIK CTPHBA.
Tepanepririia eheKTABHOCT OGMKHOBEHO CE MOCTHra NPH IUTA3MEHH HUBA MeXy 40-100 mg/1 (300-
700 pmoV/l). OnTHMAaNHOTO UTaA3MEHO HUBO CE PasNUYaBa MEXITY OTACTHUTE MHIHBUAM, 2 BEPOSATHO H
IIPH €JHH H CBII HHAWBHA B Pa3lIMYHH MOMCHTH OT BpeMe.

IIpx MaLMeHTH, KOUTO He NOMYy4aBaT APYTO NPOTHUBOCIMIENTUYHO JIEYEHHE, 38 IIPEATIOUHTAHE €

A03aTa J1a C€ TTOBUINABA IMOCTENIEHHO Ha HHTEPBAIH OT M0 2-3 AHU A0 JOCTHraHe Ha ONTHMANHATA
103a.

ITpu npexBbpisHe OT IeUeHHe ¢ APYT JIEKAPCTBEH NPOLYKT, MM alITEPHATUBHO, KOraToO ce BKITIOYBA
KaTo AONBJIHHTE/HA MEANKALMA KBM NIPEIXOAHO JeUeHHe, 3aMaHaTa ¢ JenakuH XpoHo 500 mg
TpsA0Ba 1a ce NpaBH NMOCTENEHHO TaKa, Ye ONTHMANHATA o3a 1a 6bje nocTuruara €IHOBPEMEHHO C

HaMalfBaHEeTO H CITHPAHETO Ha APYTHA JIEKapCTBEH MPOAYKT. [Ipy NpexBepisHe OT KOHBEHLIMOHATHU
Tabnerku Jlenakun kM Jenaisn XpoHo 500 mg, AHeBHAaTa 1034 TpAGBa A ce 3amasy.

I1pu HeobxoauMOCT, MPUGABAHETO Ha APYTO NPOTHBOETINENTHYHO NeYeHHe TpAGBa 12 ce U3BBbPLUBA
MOCTENEHHO,

Jlosuposxa

B obuwmsa ciyyakt nepeoHayanHara xo3a e 10-15 mg/kg nHeBHo, oTroBapsma Ha 2-5 TabneTkH ot
300 mg unu 1-3 TabnetkH ot 500 mg 3a noeeyero natentH (60-100 kg). Hosata Tpsbra na ce
THTpHpa A0 ONTHMATHO HUBO, U ia Ce pasfie/ii Ha 1-2 JHeBHH npHeMa.

IIpu 8b3pacmuu B O01KA Ciydait nosata e Mexcay 20-30 mg/kg axHeBHO, oTroRapsAImM Ha 4-10
Tabnerku o1 300 mg rnu 2-6 TabneTku ot 500 mg, ako ManMEHTET € Mexxay 60 u 100 kg. B cityuait,
e HE MOX€ [1a C© NOCTHIHE OBMA/IABAHE Ha I'bPYOBETE C TA3M 033, TO TA MOXKE [1a ObJe yBenuyeHa.
[launenTsT TpAOBa fa Ce cneau CTPHKTHO B CIy4ali, Ue NOMydaBa JHEBHA /034 [10-BUCOKA OT

50 mg/kg.

3a deya Hall-yecTara NO3UpoBKa € 0K0j10 30 mg/kg nHEBHO.

Mannen enu3oa npi Gunoasipuo pascrpoiicreo

IIpu ev3pacmnu.

JlneBHaTa f103a Tpsa6Ba ia 6pAe ycTaHOBEHA M KOHTPONMPaHA HHANBHAYATIHO OT JIEKYBALIHA nexap.
IIperopruanaTa HavyanHa JHEBHA 103a € 750 mg. OcBeH TOBA B KIMHHYHY M3NHTBAHMA Ha4aiHa 1034
oT 20 mg Bannpoat/kg TeECHO TErNO CHIIO NOKa3Ba NPHeMKB Npodun Ha 6e3omacHocT. DOPMHUTE C
YABJDKEHO 0cBoOOKIaBaHe MOraT fia 6bAaT NpHIaraHi BeAHbX HIH A8a ITbTH AHeBHO. Jlo3aTa Tpsabea
na ObAe yBENHUEHA KOJIKOTO € Bb3MOXHO N0-6Bp30, 32 f1a Ce MOCTHIHE Hal-HHUCKATa TepaneBTHYHA
A03a, KOATO BOAH 10 XeJTaHWA KITHHHYEH eeKT. [lHeBHaTa no3a tpsabsa na 6nae amariTHpaHa CIIpamMo
KJIMHUYHKS OTTOBOD, 34 Jla Ce Onpeneny Hal-HUCKaTa eEeKTHBHA 034 32 MHAMBHIYaIHHA NTALUEHT.
Cpennata sHeBHa 1032 OOHKHOBEHO Bapupa Mesxay 1 000 1 2 000 mg Bannpoat. [TauuenTy, KOHTO
noyxy4aBaT AHEBHH MO3H NMO-BHCOKH OT 45 mg/kg TenecHo Terno AHeBHo, Tpsa6Ba ga 6uaat
BHHMATENHO IPOC/ICAABAHH.

[IponwokapaHero Ha JIEYEHHETO 38 MAHHIHH eMH30AH NpY GHUNOMAPHO PascTPOHCTBO TpsabBa Aa 6bae
ananT¥paHo HRAMBUIYAJTHO, KATO Ce U3MON3Ba Hali-HK1cKaTa epekTHRHA 1034.

CoenuanHy nonyianuy

Heya

Enunencus

Ot nepopanHute NekapcTBeHH GOpMH, CISOHUTE ieKapCTBeHN POPMH ca MO-MOIXOAIIH 34
TpustaraHe Mpy AeHa Ha BB3pacT nok 11 roauHH (CHpor, nepopaeH pa3TBOP K rPaHyNn).

Hpy nauneHTH ¢ HB0pevHa HEQOCTATHEYHOCT

_TEHLMG
IIpn nauveHTH ¢ 6u6peuHa HENOCTATLYHOCT MOXKE 1A CE HANMKH HaMaNsBaHe HA e 2 70
yBeNMHABAHE Ha 1103aTa NPH NaLMEHTH Ha Xemonnanisa. Hatpues Bannpoat/sanghénd i Ha %%
OTHENs NpH Axanu3a (Bx. Touka 4.9). Jlosuposkata Tpa6ea na ce nmpoMeHs crnopfaRiusdiedrdr i, \
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Npoc/ieAsBaHe Ha IMalMeHTa (BXK, Touka 4.4). Gl
Dkl ey - g - /




BHTIONApHO pa3cTPORCTBO
ITpu deya u ronoutu

EduxacrocTra Ha Jemaxun XpoHo 500 mg 3a nedeHne Ha MaHUHHY eITH30/1H IIPH OHITOILIPHO
pascTpolcTBO He ca G OLeHSBaHMU NPH MAlMEeHTH Ha Bp3pacT no/ 18 roauHu. 3a MHpOpMalHs
cBBp3aHa ¢ 6e30MacCHOCTTA MPH Aela BUKTe ToYKa 4.8.

Jlena o1 YXEHCKH FIQN U YKEHY ¢ IeTepo/ieH NOTCHUHAN

Jlewenneto ¢ Jemakun Xpouo SO0 mg TpsOsa ja ce 3armouHe ¥ HabmoAaBa OT CIELIHAIUCT C ONHT B
fleYeHHETO Ha eNHIeNcHs Wi GUIIOMIpHO pascrpoiicTBo. Bannpoar se tpabsa na ce usnonssa npu
nena OT XEeHCKH ITOJI Y XKeHH C ACTCPOACH MNOTSHUHAN, OCBCH KOIraTO APYIHTC JICHCHHA Ca
Hee(eKTHBHH WK He ce MMOHacAT Ao6pe (Bx. ToukH 4.4 1 4.6).

[Tonsata ¥ pucksT TpOBa BHUMATENHO A4 CE OLEHABAT IPH PYTUHHHTE NPEread Ha NCYCHHETO.

BannpoaT ce npeanucsa H OTIyCKa B ChOTBETCTBHE ¢ IIporpamara 3a npeArnassaie oT GpeMeHHOCT
npy yrorpe6a Ha Bannpoart (Bx. Touky 4.3 u 4.4).

3a npeANOYHTAHE € BaJINPOAT Aa CE NPEeANHCBa KATO MOHOTepanus B Hali-HMCKaTa e(peKTHBHA 11032,
aKO € BE3MOYKHO KaTo JiekapcTBeHa GopMa ¢ YABJDKEHO 0cBOO0XKAaBaHE, 32 a Ce NPEeNOTBPATAT

BHCOKH ITHKOBH II1a3MEeHH KOHLeHTpauuy. [JHeBHaTa fo3a tpabea n1a Obae pasneneHa Hak-Manko Ha
IIBe eAMHHUYHU A03U (BXK. TouKa 4.6).

Mzxe

[Ipenoppusa ce neuenueto ¢ Jdenakud Xpono 500 mg aa ce 3aro9He H KOHTPOJIKPa OT CHCIMAIHCT C
OIHT B JICUEHHETO Ha eruiiericua Mau GHNoNapHO pa3cTpoRcTBO (BXK. TOUKH 4.4 1 4.0)

Crnen ocBoBOXIABAHETO Ha aKTMRHOTO BEIIECTBO, B XO/a Ha Ipoleca Ha 3a6aBeHO ocsoboxmaBane u
B CJIEACTBHE OT IIPHPOHATA Ha NOMONIHUTE BELIECTBA B ChCTaBa MY, HHEPTHHAT MAaTPHKC HE C¢
aBcopbupa OT XpaHOCMUIATEIHNA TPAKT, a Ce eIMMHUHMPA C H3NPAXKHEHUATA,

4.3 IlpoTHBOMOKA3AHHA

Henaxkud Xpono S00 mg € npoTUBONOKa3aH MpHU CIeAHHTE CHTyalHH:

- CBpBXYYBCTBHUTEJIHOCT KBM HATPHEB BAJIMPOAT, AUBAIIIPOAT, BAJMIPOMHUM, WIH KbM HAKOE OT
MOMOLUHKTE BelecTBa, H30poeHH B Touka 6.1.

- OcTbp XenaTur WA XpOHHYCH XEITaTHT.

- JInuna unu haMHIHA aHAMHE3a 3a TeXKBK XenaTuT, 0coBeHO CBBp3aH C IeKapcTsa,

-  Yeproapobxa noppupus.

- Banmpoat € NpOTHBOMOKAa3aH MpH MaUKHEHTH ¢ MUTOXOHAPHATHH HapyHICHHUS, IPHIUHEHH OT
MYTAlMH B ANPEHHA I'eH, KOAUpall MUTOXOHAPHATHHA €H3UM nojimMepasa ¥ (POLG), Hanp.

cunapoM Ha Alpers-Huttenlocher, kakro u ipd aela Mojx ABEroAMIUIHA BB3PacT, 338 KOUTO ¢
CMATA, e UMAT HapymieHue, cBbp3aHo ¢ POLG rexa (Bix. Touka 4.4).

- TTauueHTH ¢ M3BECTHM HAPYLUICHHA B YPeHHHA LHKBA (BX, TOYKa 4.4).

- TlauMeHTH C HEKOPHUTHPaH CHCTEMEH ITbPBHYCH KapHHTUHOB AShHIMT (BK. TOuKa 4.4
[TauMeHTH ¢ PUCK OT XUNIOKAPHUTHHEeMUA).

JleyeHHe Ha enUuJIeCH

»  no BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HAMA MOMXOAALIO ANTEPHATHBHO JiedeHue (BXK. TOUKH
4.4 u 4.6).

*  [IpH XXEHH C AeTepONeH MOTEHUMA, OCBEH KOTaTO Ca H3TBbIIHEHH YyCnoBHATA Ha [Iporpamara 3a
rnpeanasBaHe oT GpemMeHHOCT (Bx. TOUKH 4.4 1 4.6).

JleueHrHe Ha OHMIOIAPHO pa3cTPONCTBO:
* 10 BpeMe Ha OpeMeHHOCT (BX. TOUkH 4.4 ¥ 4.6).

*  IIpH XEHH C AeTepOACH NOTEHLUHAN, OCBEH KOraTo Ca 3NMb/IHEHH YC/IOBHA
ripeamnaspaHe ot SpeMeHHOCT (BXK. TOUxH 4.4 U 4.6).




4.4 Creunanun npegynpexieHHA H NpeANa3HN MEPKH NpH ynoTpeba

| Mosmnuera/lerolicn/?Kenn ¢ gerepoaen noreHuna s/ BpeMeHHOCT; |

| Henaxun Xpouo 500 mg 1e Tpa6pa na ce M3NoN3Ba NIPH MOMHYETa, JeBOMKH, IIPH KEHH C

' IeTepo/ieH MOTSHLIHAN HIIH OpeMEeHHH KeHH, OCBeH B CiTyuali, KOraTo aJITepHATHBHUTE JICHEHHS ¢4

Hee(EKTHBHH WIIH HE Ce MTOHACAT MOpalH BHCOK TePATOreHEH NOTEHINA M IIOBHIIEH PHCK OT
CEpHO3HH HAPYIIECHHA B pa3BUTHETO Ha 6ebera H3noxkeHH BpTpeyTpobHO Ha Bannipoart. [onsara u

| PUCKBT TpsA6Ba BHUMATETHO [ ce OLEHAT 110 BpeMe Ha PYTHHHH Iperneay, npes mybeprera u ‘

CIICIIHO KOraTo JX€Ha ¢ AeTepOJIeH NOTeHLHAN, lekyBaHa ¢ Jenaxun Xpouo 500 mg nranupa
OpeMeHHOCT HITH MPeACTOH OpeMEHHOCT.

- = —— =
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| JKenu ¢ jeTeposieH NOTEHIMAN TpABBa a H3NON3BAT 6hEeKTHBHA KOHTPALETILIHA [0 BpEME Ha l

ACYCHHE K fa OBAAT HHPOPMHUPAHH 32 PUCKOBETE CBBP3aHM ¢ ynoTpebara Ha Jenakur XpoHo
500 mg no BpeMe Ha GpemeHHOCT (BK, TOUKA 4.6).

|
| JlexapsaT Tpa6Ba na rapaHTHpa, ue Ha MALMeHTKATa € NPEAOCTABEHA TbAHA HHpOPMaLKA 34 ‘
| PHCKOBETE, KAKTO U CHOTBETHH MaTEPUANH, KaTO OpolIypa 3a MaleHTa, 32 4a MOAIIOMOTHe
| pasbupaHeTO i OTHOCHO PHCKOBETE. |

| MeaMUMHCKHAT crieuManycT TpabBa fa e yOeneH, ue nauMeHTKaTa pa3bHpa: |

K ECTECTBOTO M TeXECTTa Ha PUCKOBETE IPH eKCIIO3HLIHA N0 BpeMe Ha GPeMEeHHOCT, T10- |

| CHELIMATHO 3& TEPATOreHHH PUCKOBE M HApYLIEHHS B Pa3BUTHETO. J
. Heo6xonuMocTTa 0T edeXTHBHA KOHTpaLISITLIHA. |

| o HeobxonumocTTa 0T penoseH mperien M OLeHKa Ha JIeUeHHETO. ‘
. HeobxomumocTTa 0T crieliHa KOHCY/ATALHA, KO TUIAHHpa 6pPEMEHHOCT MITH € BL3MOXKHA

| 6peMeHHOCT.

| Ilporpama 3a npeanazsane oT OpeMeHHOCT

Bannpoat MMa BHCOK TepaTOTeHeH MOTEHUMAN U AELaTa, ¢ eKCTIOSHLIKA in ufero Ha BANMPOAT ca ¢

BHCOK PHCK OT BPOJACHH MaIQOPMaLHH U HapYLIEHHS B Pa3BUTHETO Ha HEPBHATA CHCTeMaA (BK.
| TOUKa 4.6).

| Henakun XpoHo 500 mg e NpoTHBOMOKA3aH MPH C/IEAHUTE CUTYALMH:

JleyeHue Ha enuIencud

K 1o BpeMeé Ha OpeMEeHHOCT, OCBEH KOraTo HAMA NIOIXOAAILO alITePHATHBHO JIeYeHHe (BIXK.
TOukH 4.3 1 4.6).

K [IPH JKECHH ¢ NSTCPOLCH NOTEHIHAI, OCBEH KOraTo ¢a H3MBLIHEHH yclioBHATa Ha [Iporpamara ‘
3a nipeArassaHe oT OpeMeHHOCT (BXK, TOUkH 4.3 1 4.6).

Jleyenue Ha GUNONAPHO pa3cTPOHCTBO
| o 110 BpeMe Ha 6peMeHHocT (Bk. ToukH 4.3 ¥ 4.6).

*  TIPHKEHH ¢ ACTCPOMECH MOTEHUHAN, OCBEH KOTATO Ca M3MIBIHEHH YCIORHATA Ha [Iporpamarta
| 3a npennaspaHe oT SpeMeRHOCT (BK. Touku 4.3 1 4.6).

| Ycnopua Ha JTporpamata 3a npeana3ssane oT 6peMEHHOCT (
| [IpennucBaluust nexap Tpsa6Ba aa rapanTHpa, ye

. HHOMBUAYaNnHUTe 00cTOATENICTBA TpA6Ba Na 6BOAT OLEHIBAHU BLB BCEKM OTHENEH CIyuai,
' KaTO nauueHTkara Oble BIIIOYEHa B IUCKYCHATA, 3a 1a Ce FApaHTHpa aHTKHUPAHOCTTa U, a
ce 00CHIAT TepaneBTHYHUTE BB3MOXKHOCTH M JIa C6 FapaHTHpa HeWHOTO pasGupare &
PUCKOBETE K HEOOXOAUMUTE MEPKH 32 CBEXIaHEe Ha PHCKOBETE 0 MHHHM}’MEHHH;; m

| *  TOTCHUHANBT 34 HACTHIBaHEe Ha OPEMEHHOCT € OLIeHEH NPH BCUYKH MallueHPIIKS
I10J;
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| * MalMeHTKaTa ¢ pa3bpaiia U IpHesia pUCKOBETE OT BpOASHH MalhOpMaLHH U HAPYIIEHUA B

| Pa3BUTHETO HA HEPBHATA CUCTEMA, BKJTIOMUTENIHO CTEIIEHTa Ha Te3H PUCKOBE 3a ELIaTa, C
EKCITO3HLINA IR ufero Ha BaANNpOarT,

. malfeHTKaTa pa3brpa HeobxoAHMOCTTa OT IIPOBEIKAAHE Ha TecT 3a OpeMEHHOCT Npeau
3arOUBaHe Ha JISHEHHETO U 10 BPEeME Ha JICYEHHEeTO, KaKTO € HeoOX0AuMO;

K MalMeHTKATa € KOHCYITHPAaHA IT0 OTHOLUSHHE Ha KOHTPALCIILMATA ¥ € B CBCTOAHHE [a CE _

cpobpasu ¢ HeoOXOAMMOCTTa OT H3NON3BaHe Ha edeKkTHBHA KOHTpALENUHA (3a JONBAHHTENHY |

MoapoSHOCTH, MOJIS BIDKTE MOATOYKA ,,KOHTPALEILIUA * Ha TOBa NpeayNpexxACHHE B KapeTo),

Oe3 NpeKsCBaHe 1O BpeME Ha LIENTNA NepUOX HA JIEUeHHe C BaJIlpoar;

K nanueHTKaTa pazdupa HeoOXOaAUMOCTTa OT peAoBeH (TI0He BEIHBX MOQHULUHO) Mperjiel Ha

JIGYEHHETO OT CNISUHAJIUCT ¢ OITUT B JISHEHHETO Ha enunencui, OHNoMapHO pa3cTpoicTBO;

[ * nanpeHTKaTa pa3tupa HeoOXoauMOCTTa Ja C€ KOHCYIITHPA ChC CBOA JIEKap BeJHara oM

nnaHupa 6peMeHHOCT, 32 ia ¢ OCUrYpPH CBOEBPEMEHHO O0CHKAaHe U IPEMHHABAHE KHM

anTepHATHBHH BE3MOXKHOCTH 38 JISUEHHE NPSAY 3aYeBAHETO U IPeaH a ¢e [IPEXPaTH

KOHTpauenuusTa,

. nauMeHTKaTta pa3bupa HeobXoaMMOCTTa OT CNELIHa KOHCYJITalUU ChC CBOA JIEKap B ¢/Iyvaii Ha

| OpeMEHHOCT;

. NnalnyeHTKaTa e NnNomyuyHia PekOBOACTBO 34 MMallHeHTa,

MAllHEHTKATa NOTBBPXKAARA, Ye € pa3dpasna onacHOCTHTE H HEOOXOAHMUTE NPeAnaskEy MEPKY,

CBBp3aHU ¢ ynorpebara Ha Bannpoar (I'oauues GopMyIap 3a NOTBBPKIAEHHE OCH3HABAHETO
Ha pucCKa).

Te3u YCIJ0BHA C€ OTHACAT K 34 KCHH, KOHTQ I[TIOHACTOALLICH HE Ca CEKCYAJTHO aKTUBHY, OCBEH KOraTo

NPEANKCBALIMAT JIEKap CMATA, Y€ CHUIECTBYBAT YOCAUTEIHH NIPHUHHH [1a C& [TOCOUH, Ye HAMA PHCK
| OT HacTeNBaHe Ha OpeMEHHOCT.

| Ilera OT >KEHCKH I10J1

| +  IIpeanuceamtuTe JiekapH Tpa6Ba a ca CHIYpPHH, Y€ POAUTEIHTE/TIONATAlINTE FPYOKU 32 Jella

OT EHCKH NOJ pa3bupar HeO0OXOAUMOCTTAa Aa C€ CBLPXKAT ChC CIICLHANHCT BeAHAara clien

KaTO JETETO OT XKEHCKH MO0JI, KOeTO NpHeMa BaIIpoaT, NOMYYH MEHapXe.

K [IpeanucBaluuaT ekap Tpsbba Ja rapaHTHpa, Y€ poAMTeNNTE/TIoNaralliiTe TPHKH 3a Aelia OT
’KEHCKH I10J1, KOHTO Ca IOIYYHIH MEHapxe, ca Noy4wd noapobua nHopmaums 3a
PHCKOBETE OT BPOAEHH Man(pOpMaLliH H H30CTABAHE B Pa3BHTHETO Ha HEPBHATA CHCTEMA,
BKJIIOUHTENIHO CTENEHTa Ha TE3U PHCKOBE 32 IeLIaTa ¢ €KCIIO3HIMA in ufero Ha BalIIpoar.

*  llpu nauuMeHTKH, KOKTO ¢a MOSYy4HIH MEHapXe, NPEANHCBalIUAT JiIeKap TpAOBa A4 NpeoLeHsABa
€XErofIHO Hy>KJaTa OT Tepalus ¢ BaJINpoaT U Ja 0OMKCIH anTepHATHBHU BB3MOXKHOCTH 34
JIEYCHHE, AKO BAMpPOoaT € eNUHCTBEHOTO NMOAXOIAIIO JIeueHue, Tpa6Ba aa ce obcuau |
HeoOXOOHUMOCTTA OT U3NOJI3BAHE HA ePEKTUBHA KOHTPALUCTILMA H BCUYKH APYTH YCHOBHSA Ha
[Iporpamarta 3a npeanassaHe oT OpeMeHHOCT. CrieHanueTsT TpAOGBa Aa MOIOKKU BCUYKH

YCHINA ACTCTO OT SKEHCKH TIOJN Aa TNIPEMHHE Ha JITCPHATHBHO JICUCHHE, NIpenH Oa €
HaBBPLIHIO ITBJIHONCTHE.

Tect 3a GpeMEHHOCT

[Ipeny HayanoTo Ha NIEYEHHETO ¢ BANMPOAT TpAOBaA Aa ce ulwnoyn OpemenHoct. He tpsabpa nace |
| 3aII0UBA JISUEHHE C BAJINIPOAT NPH YKCHH ¢ AETEPOACH NOTeHUMaN 0e3 OTpULIATENEH Pe3YNTAT OT i

| TecT 3a HpeMeHHOCT (KpBBEH TecT 3a HpeMEHHOCT), NOTBLPAEH OT JieKap, 3a Aa ¢ H3KIIOYH |
| HexxenlanaTa yrniorpeba o BpeMme Ha OpeMeHHOCT., ’

KoHTpalenirs
KeHuTe ¢ IeTepOoneH NMOTeHIHaN, Ha KOUTO e MpeAnyucaH Bajinpoar, TpadBa 12 HU3Noa3Bat

| epeKTHBHA KOHTpaUenuus 6e3 nNpexscBaHe Npe3 LeHA NepHOa Ha JieueHHe ¢ Bannpoar. Ha Te3u |
naudenTkH Tpabea na 6we npepocTaBeHa H3depnarenHa HHPOpMalUs OTHOCHO npennasBaHeTo OT
GpemennocT 1 TpsabBa fa 6BAaT HACOYCHH 3a CHBET OTHOCHO KOHTPaLISTILHA, aKO
eekTHBHA KOHTpauenuus. Tpabpa Aa ce n3nonssa Hal-Manko eanH eeKTHUBE] / i‘
KOHTpaUenuua (3a MpeanoYnTaHe He3aBUCHUMa OT noTpedurens gopma, KaTo KARPhsie y
| BETPEMATO4HA CHpaJia HIIH HMITIAHTAT), WK ABe OONBJIRAILM ce GOpMH Ha 1 0% mfé‘n ":%.L_:.

BKTIouMTeNIHO Dapuepen meton. MunmBuayanuute obcroarencrea Tpabea ne g—duelﬂ,ﬂm* an
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BCEKH OTJHENEH CiTyyalf, xoraTo ce u3bupa MeTo[ Ha KOHTPALSTIHs, KaTO NalJHeHTKaTa TpAOBa na
ce BKIIOUH B 0OCHKAAHETO, 32 [1a ¢ rapaHTHpa HelfHaTa aHTaKHPAHOCT H CIIA3BAHETO Ha
n3bpanuTe Mepku. Jake Aa HMa aMeHopes, T4 TpAbBa Na cra3sa BCHYKH ChBETH 32 C(PEKTHBHA
KOHTpaLeLus,

| Cpencrea ChpABPXKALUN €CTPOTeH
EmHoBpeMeHHaTa yroTpe6a Ha CpeficTBa ChABPXKally €CTPOTeH, BKIIOYHTEITHO ChAbPKAIIH

| eCTPOTeH XOPMOHATHH KOHTpallenTHBY, OH MOIia fia HaMailk epHKacHOCTTA Ha BANMpPOoaT (BX.
Touxa 4.5). [Tpearmiceatiyre neyeHye TpaOBa ga NpocneAsBaT KIHHIYHUSA OTTOBOP {KOHTPOJI Ha

| MpHMaABLKUTE U KOHTPOJ HAa HACTPOSHHETO), KOraTo 3alo4BaT WM NPEKbCBAT NPHEMa Ha
[IPOAYKTH, CBABPKAUIKY €CTPOTEH.

‘ Ot apyra cTpaHa BaIpoatT He HaMasiBa e(PUKACHOCTTA Ha XOPMOHAIHMTE KOHTPAaUeNnTHBH

[oauuleH nperea Ha IEYeHHETO OT MEJHLIMHCKH CTICLIMANHCT
| CrnietmaniucTsT TPROBa NOHE BEOHBK FOAMIIHO fa NpeLeHaBa Jall¥ BAIPOAT € Hail NOAXOAALLOTO
NedeHue 3a nanueHTa. CnenyanuctsT TpAtBa na 06cpau oauirHusa GopMyIip 3a MOTBBPKACHHE
| OCH3HABAHETO HA PHCKA IIPH 3aII04YBaHE Ha JICYEHHETO H IPH BCEKH I'OAMILCH Npernea, 1 aa
rapaHTvpa, 4e MauMeHThT e pa3dpan ChABPKAHHETO MY.

[InaHWpaHe Ha OpeMEHHOCTTa

3a nokasaHUETO SIMUIETICHA, aKO JKEHATa TUTaHupa Ja 3abpeMeHee, TepanuaTa ¢ Bannpoat TpsadBa aa

| ce NMpeoLeHH OT CIIELMATHCT ¢ ONUT B JIEYEHHETO Ha TMJICNICHA N [a ¢& OOMMCIIAT anTepHaTHBHH
BBE3MOXKHOCTH 33 JieueHHe. TpabBa na ce nonoxar BCHYKH YCHIHA, 32 [a Ce [IPEMKHE Ha

| MOAXOIAINO ANTEPHATUBHO JICUCHHE TIpeU 3a4EBAHETO H IIPEIH NPEKpaTABaHE HA KOHTPALIEIIIHATA
(BK. TOuKa 4.6). AKO CMAHATA Ha JISUEHHETO He € BB3MOXKHA, JKeHaTa TpA6Ba fa nosyuu

| TOMBITHUTENHA KOHCYJITALIHA OTHOCHO PHCKOBETE C BAJIIPOAT 33 HEPOJIEHOTO IeTe B IIOJIKpena Ha

| HHGOPMUPAHOTO 1 B3EMaHE Ha pelieHHe OTHOCHO CEMEHHOTO INTaHHpPaHe.

3a nokazaHHeTo SHIOIAPHO pa3cTpoHCTBO, aKOo KEHaTa IuTaHupa Aa 3abpeMeHee, TpsabBa na ce
| poBene KOHCYNTALMA ChC CHEUMATHCT ¢ OIHT B JICYSHHETO Ha OUMONAPHO pa3scTPOHCTBO H
| neyeHueTo ¢ BaNNpoar TpAOBa da ce MPEYCTAHOBH, W aKO & HEOOXOAUMO Jia Ce NPEMUHE Ha
AITEPHATHBHO JICYCHHE NIPEAH 3a4E€BaHETO W NIPEXH NpeKpaTABaHe Ha KOHTPALCLIMATA.

B ciryuali Ha OpeMEHHOCT

AKO xeHa, KOSTO Ce JIEKYBa ¢ BaJIpoarT, 3abpemenee, T4 TpAOBa He3abaBHO Aa ce HACOUH KBM

CHIELIHAIHCT, 33 Ja C€ NPEOLISHK JIEYEHHETO ¢ BAJINPOAaT U Aa ce 0O0ChIAAT anTepHATHBHU

BE3MOXHOCTH. ITaLIMEHTKHTE ¢ €KCIIO3ULIMA Ha BaJNPOAT M0 BpeMe Ha 6PEMEHHOCT M TEXHUTE

| mapTasopy TpAGBa Na OBOAT HACOUSHH KBM CHELHATHCT ¢ OIUT B TEPATOJIOTHATA 34 OLIEHKA
KOHCY/THpPaHe OTHOCHO €KCIIOHHUpaHaTa OpeMEeHHOCT (BXK. TouKa 4.6).

PapMmaueBTsT TpAOBa Aa rapaHTHpa, Ye:

. IMPH BCAKO OTITyCKaHe Ha BaJIpOaT € npenocTapeHa Kapra Ha nmanHeHTa B NalWEHTKUTE
| pasbupat ReHHOTO CBABPIKAHHUE.
¢ MAMEHTKHTE Ca NOCHBETBAHU 1A HE CITHPAT JIEUEHHETO C BAJINIPOAT U He3abaBHO na ce

| CBBEpXKAT CBHC CIELIHAUCT IIPH IVIaHHUpaHa WM NoJ03HpaHa OpeMEHHOCT.

| OByuuTeNnHU MATEPUANTY
3a a ce MOANMOMOTrHAT MEAMLIMHCKHUTE CIIELHATMCTH 1 MaLlHeHTKHUTE Oa ce W3berHe excrno3uuuaTa
Ha BAJINPOAT MO BpeMe Ha OpeMEeHHOCT, IPHTEXATeNIAT Ha pa3pelIeHHETO 3a ynorpeda e
MpegoCTaBH O0YUNTEIHH MATEPHAITH 33 MOACHIBAHE HAa NPEXYTIPEXIEHHATa H MPEAOCTaBAHE Ha

| ykasaHWa OTHOCHO yrotpebara Ha BANPOAT NPH XEHH ¢ ASTEPOACH MOTEHIMal ¥ HHQOpMAaLHA 32
| cpabpxaHueTo Ha ITporpamara 3a npennassade ot GpeMeHHOCT. Ha BoHYKH XeHM C

| Kapra Ha rmanueHTa.



Tpabpa na ce usnonspa I'oguineH GopMyap 3a NOTBRPIKISHHE OCH3HABAHETO Ha PHCKA NIPH
3a04BaHE Ha JICYCHUETO U 10 BpeMe HA BCeKH MOJHLIEH NperjieR Ha JIeYeHHETQ C BaJITIPOAT OT
CHELHATHCTA.,

Ynorpeba npu DaMEHTH OT MEBXKKH IOJI

PerpocnextrsHo o6cepBauoHHO poy4BaHe MIOKA3Ba [IOBHILEH PUCK OT pa3cTpoHCTBa Ha
HEeBPOJIOrHYHOTO pa3suTHe (neurodevelopmental disorders, NDD) npu neua, yuiro Gamy ca
JIEKYBAHH C BANMPOAT Ipes 3-Te Mecella pefH 3a4eBaHeTO, B CPABHEHHE C ACLIATA, YHHUTO Baly ca
JIEKYBaHH C JIAMOTPIKHH WIH JIeBeTHpaneTaM (Bx. Touka 4.6).

Karo npennasna Msapka, npeanucBaLiKTe nekapy Tps6Ba na HHGOPMHUPAT NAlUEHTHTE MBKE 33 TO3H
NOTeHUHANEH PUCK (BX. Touka 4.6) n aa o6cbaaT HeobxonuMocTra 0T O6MHCIIHE Ha edeXTHBHA
KOHTpaUenLisl, BKNIOYUTETHO U 33 APTHROPKATA, 10 BpeMe Ha yrnoTpeGaTa Ha BajlpoaT H B
NpOALJDKEHHE Ha MOHE 3 Mecela cllell IIPEeKpaTABaHe Ha JIeYeHHeTo. [TallMeHTHTe OT MBIKKHM I10J He

TpaA0Ba Aa napABaT CriepMa IO BpeMe Ha JISUSHHETO H B NPOAB/DKSHHE Ha NMOoHe 3 Mecewa clen
NpeKpaTsiBaHe HA JIEYECHHETO.

[TaunesTuTe OT MBKKH IO, ICKYBAHH C BaNpoart, TpAGBa peIoBHO a Ce NPEraekaaT OT JIeKyBaLlus
TH IEKap, 3a [a C€ NPELISHH AAIH BAJINPOATHT QCTaBa HAH-TIOAXOMALLIOTO JIEYEHHUE 3a TAX. 34 NalUeHTH

OT MBXKKH I0JI, KOHTO MNIaHHpAaT Na 3a4eHat fere, Tpadsa fa ce 0OMHUCIAT U fa ¢e OOCHIAT C TSX
NOXXOAALIH aNTEPHATHBY Ha JIeUeHHEeTO. BBB Bceku oTaeneH cimyuai Tpabea na ce OLEHAT

VHIHBHAYaTHUTE ObcTOATeNCTBA, [IpenopbunTenHo ¢ NpH HeoGXONMMOCT a C& MOTHPCH CHBET OT
CIIELHATIHCT C OIMHT B JIEYCHHETO Ha €ITIIICNICHA KIH OUIIONAPHO pa3cTpoiCTRO.

Hanvunp ca obyunrennn matepuanu 3a MeIMLIMHCKY CIIELHANHCTH W MalMeHTHTe Mbxe. Ha

NMAalHEHTHTE OT MBXKKH 10T, U3NOA3BAIIM BAINPOAT, TPAOBA 2 Ce IPeA0CTaBH PEKOBOACTBO 34
TauKeHTa.

IIpedynpedicoen s

Tescko yepescoane na ueprun opob

YcnoBHA 33 BR3HUKBAHE

Psnxo ca HabmonaBaHu TeXXKH YepHOAPOOHH YBPEKNAHKSA, 3aBLPLIBALLH MOHAKOTA (aTanHo.
OnureT NOKa3Ba, 4e MalueHTH ¢ [TO-BHCOK PUCK, 0COBEHO B CITYUAUTe Ha MHOMKECTBEHA
aHTHKOHBYJICHBHA TEpallxi ca Jiella Ha BB3PacT Mo 3 TOAHHH C TEXKH NMpHIaabLH, 0cOGEHO Te3H ¢
MO3BYHH YBPEXUIAHHA, 3a0aBEHO YMCTBEHO PA3BHTHE H/HIH BPOREHH MeTabONMHTHY HapyIIeHu,
BKJIIOHTENHO MHTOXOHAPHATHH HapYUICHHUA KaTO KAPHUTHHOB NC(QHLIT, HAPYLIEHHSA B YPEHHUS
Lk w1, POLG myTaunu (Bx. Touku 4.3 u 4.4) iy nereHepaTUBHY 3a00/19BaHHMS.

Crien 3-roaniuHa BE3pacT, PHCKBT CE PeAyLMpa 3HAYUTETHO ¥ NPOrPECHBHO HAMAIIIBA C BBb3pacTTa.

B noseueTo cy4an, TaKHBa YepHOAPOSHH YBPEeXNaHUA Ce YCTAHOBSABAT B ILPBUTE 6 Mecela Ha
JIEYEeHHETO.

CUMIOTOMATHKA

KanHUYHATe CHMIITOMMU €& OT CBIIECTBEHO 3HAYSHHUE 33 IOCTABAHETO HA paHHa auarHosa. ITo-
CIICLIHATTHO, CNICAHUTE CHCTOSHHA, KOUTO MOTAT A3 MPEAXOKIAT KBITEHHLIATa, TPA6Ba 1a Ce B3eMaT
peaBua 0cOOEHO NPH PUCKOBY MAaLMeHTH (BXK. II0-rope ,,YcIoBus 3a BE3HHKBaHe'),

- HECIIELIMPHUHHM CHMIITOMU OGHKHOBEHO ¢ BHE3aITHO HAYAaJI0, KATO ACTEHMA, AHOPEKCHS, JIETaprus u
CHHIMBOCT, KOMTO MOHAKOTra Ce MpHAPYKaBaT C IOBTApPALIO C¢ NOBPBILAKE M KOPeMHU OONKH.

- TPH MAUMEHTH C eNHUNIENCHA, [TOBTOPHA MOABA Ha IbPYOBETE.

[launenture (MnHn cemeiicTBara Ha Oonemysamu geua) TpsGea na 6bRAT UHCTPYKTHPAHH Iz ‘
cbo0laBar BeHara Ha JieKyBallKA JieKap NosBaTa Ha TaKUBa CUMITOMH. HesaGasHes MC

M3BBPIIN NabopaTOPHO H3cneBaHe Ha YepHOAPOGHATa DYHKUMA B JObIHEHHE K
TIpErniex.

Habnmonenus




Mscnensarua Ha yepHonpoGmire dyrxipy TpaGBa fa ce M3BBPLUAT NPSAH JICUCHUETO, CEA KOETO
[EepHOANYHO npe3 mepBUTe § Mecella oT Tepamuara. Cpen o6GuialitHUTe H3cHeBAaHMA, Hat-3HAYMHMY ca
H3C/ICABAHMATE, KOHTO OTPA3ABAT NPOTEHHOBUA CHHTE3, 0CoGEHO NMPOTPOMGHHOBOTO BPEME.
IoTeEpxnaBaneTo Ha HeoGHUANHO HUCKO MPOTPOMEHHOBO BpeMe, 0c06GEHO 3a6IHO C APYTH
J1a6OpATOPHH OTKIIOHEHNS (3HAYUTE/IHO HAMALIBAHE Ha PUOPHHOreHa ¥ KOAryIaLMOHHUTE (GaKTopy;
NMOBHLIIEHO HUBO Ha OWIMPYOHH H NOBULICHH TpaHCAMHHA3K) HaJaraT CIIMPAHE Ha TeparmviTa ¢
Henakun Xpono 500 mg. Karo npeanasHa Mspka ¥ B ciTydali Ha €IHOBpeMeHeEH IIPHUEM Ha CATMLIHIIATH,
MOCNEeHHTE CHLUO TPAOBA Jla ce cripaT, TEH KATO Te UMAT CHILMA ITHT HA MeTaGOM3HpaHE.

Iauxkpeamum

MHoro psiiiko ca AOKIafIBaHH CIydaH Ha TEXBK IAHKPEATUT, KOMTO MOXE M ca ¢ (haTaeH H3XOL.
TaxuBa ciryyan Morat fia ce HabGmonasaT HE3aBHCHMO OT BB3PACTTa H MPOALIDKMTENHOCTTA Ha
TepanuaTa. Mankure neua ca 0co6eHo pUCKOBa IpyIia, HO TO3H PHCK HAMANABA ¢ YBEHYABaHe Ha

BL3PAcTTa. TeXKHTE rbp4OBe, HEBPOJIOTHYHHTE HAPYIIEHHS WIH AHTHUKOHBY/ICAHTHATA TEPArmAst MOraT
Iia ca pUcKOBH (daxTopH.

epHonpoOHaTa HENOCTATEYHOCT ¢ MAHKPEATHT IIOBULIABA PHCKA OT (haTaleH U3XOoL.
[NatmentuTe ¢ ocTpa kopemHa Gonka Tpa6ea HesabaBHO na 6baaT npernenany. B ciyyait Ha
MMaHKpeaTHT, IEYSCHHETO ¢ BaJNpoaT Tpabea Aa ce NpeyCTaHOBH.

Cyunuoni mucni 1 nogeoetite

CroOinaBaHH ca CyMLIMIHA HACAUUA U MIOBEACHHE NPH NALMEHTH, JIEKYBaHH ¢ NPOTHBOSMMWICITTHYHH
CpeCTBa IPH HAKOJIKO NOKa3aHWd. MeTaaHaNu3s Ha paHIOMH3HpPaHH 1anebo KOHTPOIHPaHU
M3NUTBAHKMA HA IPOTHBOCHHIENTHYHY JIeKapCTBA CBILO NMOKa3Ba cnabo MOBHIIEH PHCK OT CYHITHIHA
Haeaws ¥ noseieHue. MexaHn3smeT, KoliTo 00yciiaBs TO3H PHCK HE € H3BECTEH Y HATMYHHTE NaHHH
HE U3KNIOYBAT BB3MOXHOCTTA 38 NMOBUILIEH PUCK ITPH NPUEMAHE Ha HATPUER BanpoaT/BAINpPOEBa
kucenuHa. CriefoBaTeNHO, NALMEHTHTE TpA6Ba fa 6bAaT NPOC/ISHABAHHM 32 MPU3HALM Ha CYMLIHA
Waeauwns u MoBefieHHe U Tpa6Ba na Guae obmucneHo nogxonswo ievenue. [annesture (1
GonHornenauute) TpAbGBa fa GbAAT CHBETBAHM [ THPCAT HE3aB6aBHO MEIMLIMHCKA KOHCYNTalUH, aKo
Bb3HHKHAT NPH3HALIK HA CYMUHHA KAeallHa WIH IIOBEliCHHE.

Cpeocmea, cvovporcanyu kapbanernem

EnHoBpemeHHaTa ynoTpeba Ha HATpHEB BANPOAT/BANNPOEBA KHCETHHA M KapGarneHeM He ce
[penophUBa (BX. CHUIO TOUKA 4.5).

layuenmu ¢ uzsecmro Ul ROGOIUPARO MUMOXOHOPUANHO 3aBONABAHE

Bannpoart Moxke 1a MPEH3BHKA WIM Aa BIOWH KIMHHYHHTE MPU3HALM Ha [OLIEKALLHTE
MHTOXOHAPHAHH 3a00NABaHKA, MPHYHHEHH OT MyTaLMK B MUTOXOHApHanHaTa JTHK, KaKTO H B
kopupamua POLG anpen ren. IMo-cneunanto, no-BHcok NpOLEHT Ha BAJINPOAT-HHIyIMPaHa OCTpa
4epHOZPOOHA HEAOCTATHYHOCT M CBBP3aHa C YepHHUA Apo6 CMBPT ce ChOOINaBa NMpH NALMEHTH C
HacC/IeICTBEHH HEBPOMETA0OIMTHH CHHAPOMH, NPUMHHEHH OT MYTALHH B KOAUPALIHAT
MHTOXOHAPHAJIHWA eH3KM rmonumepasa ¥ (POLG) ren, Hanp. cuaapom Ha Alpers-Huttenlocher.
Hapymenus, caspsatu ¢ POLG, Tpa6Ba na ce mono3vpar Npy NaiMeHTyH ¢ GpaMuIHa aHaMHE3a WK
HaCcO4BaIUW CUMINITOMH Ha CBbp3aHo ¢ POLG HapylueHne, BRITIOYHTETHO, HO HE caMO HeOBsICHUMA
cHUedanonarud, pedpaktepHa enunencus (GokarTHa, MUOKIOHHYHA), CTATYC EMWIENITHKYC C
KIHHHYHA NPOsBa, U30CTABAHE B PA3BUTHETO, IICHXOMOTOPHA PETrpecHs, AKCOHAIHA CEH30MOTOPHA
HEBPOMATHA, MHONATHA, LiepebesiapHa aTtakeys, OPTaIMONNErus WK YCIoXHEHa MUTPEHA C aypa B
okuunaTanHara obnact. Tectrt 3a POLG MyTalus ce H3BBPILBA B CLOTBETCTBHE ¢ HACTOALIATA
KIHHAYHA MPAaKTHKa 3a AHarHOCTHYHATA OLIEHKA Ha TAKMBa HapyIIeHHd (BX. TouKa 4.3),

Ymesicneniu konsyncui
KakTo 1 npu Apyry aHTHENMTENTHYIHK JIEKAPCTBA, HAKOH MALUEHTH MOTAT Ja IOIYYaT, BMECTO
nopobpetue, 0OpaTUMO BIOLIABRHE — YBEIHUCHH YECTOTA H MHTCH3MBHOCT Ha KOHBYJICH
(BIJIIOUHTENHO BJIOLIEH EMTMASITHYCH CTATYC), WIK NOABATA HA HOBH BHIOBE KOHBYJIC

B ciyuait Ha yTexHEeHH KOHBYJICHH, NaLMEeHTHTE TPAOBA Ja 6BAAT NOCHBETBAHH A
He3abarHoO ¢ nekaps cu (BX. Touka 4,8).

Teorcktt KodicHI HEJICENAH I Pk It GH2HOe0eM




Texxku xOXHH HexxenaHu peakiuH (Severe Cutaneous Adverse Reactions, SCARS), kaTO CHHAPOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), Tokcruna enunepmanna Hexponusa (Toxic
Epidermal Necrolysis, TEN) u nexapcreeHa peaxuus ¢ €03MHOGIINA ¥ CHCTEMHK CHMITTOMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), CPUTEMa MYJITHPOPME H aHTHOEZEM, ca
ChoDIleHH BB BpB3Ka ¢ eueHueTo ¢ Bampoar. lauuentire tpabea na 6baat nudopMupany 3a
NpHU3HALlMTE ¥ CUMITTOMUTE Ha CEPHO3HH KOKHH NPOABH M Aa 6b1aT HabmoaaraHy BHUMATENHO. B
cImy4a, ue ce HadmonasaT npusHauy Ha SCARS WM aHTHOeAeM, e Heo6XonuMa Obp3a ouenka u
Ne4eHHeTo TpAOBa Aa ce npeycTaHoBY, ako auarHo3ata Ha SCAR WiH anTHOeneM ce OTBbP/X.

IIpednasnu Mepku npu ynompeba

I1penu 3anousane Ha NeYeHHETO TPAGBa a Ce M3BBPIUAT H3CHECABAHMI Ha YEPHOAPOBHHTE bYHKLHH
(Bx. Touka 4.3 [IpoTHBOIMOKA3AHHUA), Y TEPHOAMYHO NPE3 MBPBUTE 6 MECELa, OCOBEHO TP PUCKOBHU
NMalMeHTH (BXK. TO4K2 4.4 ), IIpK POMEHH B CHITBTCTBALINTE JEKAPCTBEHH MPONYKTH (moBuiLaBaHe Ha
no3ata Wi NoGaBsHe), 32 KOUTO € H3BECTHO, Ye BILLIT Ha YePHHA OpO6, MOHHTOPHPAHETO HA YePHHS
npod TpaGBa da ce pecTapTUpa criopes Ciryyas (BWKTE CBLIO TOYKA 4.5 OTHOCHO PHCKa OT yBpexKIaHe
Ha YepHHs AP0 CBC CaluuMAATH, APYTH aHTHKOHBYJICHBHH CPE[ICTBA, BIJIIOYHTENIHO KaHabuauon).
KakTo npu rose4yeTo NpoTHBOSIMIENITHYHH JIEKAPCTBA, MOXE Aa ce 3a6eexHu JIEKO MOBMUILIEHIe Ha
4EPHOAPOOHHTE eH3UMH, 0COGEHO B HAYANIOTO Ha TEPaNHATA; Te Ca IPEXONHHU U H30NUPaHH. I[Ipy Te3u
[MALHEHTH C¢ NPENOPhUBAT NMO-3aAbA004CHH 1a00PATOPHH H3CAeABaHMA (BIIIOYHTETHO
MPOTPOMOHHOBO BPEME); MOXKe a8 ce OOMHCIIH KOPHTHPAHe Ha [03aTa, KaTo TIpH HeobxoaumMocT
CBOTBETHNTE H3CNeNBaHHA TPAOBaA Ja ¢ MOBTOPAT.

Ilpenwu 3aroysare Ha JISUCHHETO MM NPERM ONEPALHA, KAKTO U B CJTyYaH Ha CIIOHTAHHO
XPBBOHACANAHE WIIH KBPBEHE C€ IPENOPBYBAT KPEBHU U3CeABaHNS (TBJTHA KPBBHA KApTHHA,
BIJTIOYHTEJIHO OpOH Ha TpoMOOLIMTH, BpeMe Ha KbpBeHe) (BxK. Touka 4.8 Hexenamm JIEKapCTBEHH
peaxLuu).

Bonpeky ye HMyHHH HapyieHus ca Hab/DOJaBaHHA CaMO KATO H3KITFOYEHHE [0 BpeMe Ha
MpHNoXeHMHeTo Ha Jlenakun Xpono 500 mg, noteHnmanyaTa nonza ot Jerakun XpoHo 500 mg

Tps6Ba a ce OLEHH CNPAMO NOTEHLMATHATA ONACHOCT NPH MAHEHTH ChC CHCTEMEH IYITyC
epUTEMATO3YC.

HapyiueHus B ypelHUA LK ¥ PHCK OT XHIIEpaMOHHEMHES

IIpu riogo3upaH eH3AMEH nePUUNT HA YPeHHHA UKD, TIPEOY JIEYUSHHETO TpAOBa aa ce H3BLpLIAT
MeTabONHTHH H3CIIEBAHMA, TOPAAN PUCK OT XHIIEPAMOHUEMHS, 3apajy BaIMNpoaT (BXX. TOUkU 4.3 u
4.4 IlauneHTH ¢ PHCK OT XMITOKAPHUTHHEMHA U TeXKKO YepHOAPOGHO YBpeXx<aaHe).

IlauvieHTH ¢ pUCK OT XHOOKAPHHTHHEMUA

[TpunoxenHeTo Ha BaIMpPOAT MOXKE 18 IPEAU3BHKA TIOABATA WJIH BIIOLIABAHETO HA
XHIMOKAPHUTHHEMMA, KOATO MOXE Z1a [IOBee A0 XUnepaMOHUeMHUn (KOSTO MOXe [a NOBEOe L0
XHIepaMOHeMHYHa eHledanonaTua). HaGnionasanu ca v Apyr# CUMNTOMH, KaTo YepHOApoOHa
TOKCHYHOCT, XHITOKETOTHYHA XUIOTTTHKEMHs, MHONATHS, BKIIOYHTENTHO KapAHOMHONATHS,
pabnomuonuza, cuuapom Ha DaHKOHM, INIABHO [IPH NAlHEHTH ¢ PHCKOBM (pakTOpH 3a
XUMOKAPHUTHHEMHS HIH C BEYe ChIIECTBYBAlla XHIIOKAPHUTHHEMHUA, [TaliMeRTHUTE C MOBHILIEH pUCK
OT CHMIITOMATHYHA XHITOKAPHUTHHEMHA [IPH JIEUEHHE C BAJINPOAT BKIIOYBAT NALMEHTH C
MeTabONUTHH HApYIUCHHA, BIIIOUYUTENHO MATOXOHAPHATHH HApyIUEeHHUA, CBBP3aHHM C KAPHUTHHA {BX.
CBLUO TOUKA 4.4 [JalMEHTH € U3BECTHO MIIM NMOJO3NUPAHO MHTOXOHAPHAIHO 3a60NABaHe 1 HapYyLUEHUS
B ypEHHNA LIMKBJ1 ¥ PUCK OT XHIIEPAMOHHEMNUA), HAPYILIEHHS B XPAHHUTENHNA [Ip¥eM Ha KapHUTHH,

NALHCHTH Ha BB3PACT NOA 10 ronuHy, eAHOBpeMeHHa ynoTpe6a Ha IMBAIAT- KOHIOTHPAHH JIeKapcTBa
H/TY Ha OPYrH aHTHETIHEITT UL,

Maunentrre Tpabsa na GpnaT npenynpeneHu aa crO6INABAT HE326ABHO 3a BCAKAKE
XHNepaMOHHUEMHA KAaTO ATAKCHA, HAPYIICHO Ch3HaHKe, NoBpbilaHe. Tpabea ga ce
Ha KapHUTHH, KOTaTo ce HabNIONABAT CHMITTOMH HA XHITOKAPHATHHEMUS.

A oA



IlanmenTs Cbe CHCTEMEH NBPBUYEH KAPHHTHHOB AeHLUHT M KOPHTHPAHA XMNOKAPHHTHHEMHES MOTaT
fa OpHaT JIEKYBaHHU C BANPOAT CAMO aKO ITOMN3UTE OT JICUEHHETO ¢ BAINIPOAT HAJBHILIABAT PHCKOBETE

TIpH T€3H MALMOHTH K HAMA TepaneBTHYHa antepHaThBa. IIpH Te3n nauueHTH TpAGBa na ce npunara
MOHWUTOPHHT Ha KapHHUTHHA.

ITaumenTHTe C OCHOBEH AEeQULMT Ha KAPHUTHH NManMUTOWN TpaHcdepaza (CPT) v 11 TpadBa fa
ObRat npeXynpeneHH 3a Mo-rofieMus PUCK OT pabXOMMONK3a NP NIPHEM Ha Bannpoar. [1pu Te3u
NauHeHTH TpsOra na ce oOmucn noGaBsHe HA KAPHUTHH.

Bx. cvo Touxu 4.5, 4.8 u 4.9,

Ilauuenture Tpabsa na 6B1aT MpemynpeneHy 3a PHCKa OT HaINaBaHe HA TEIVIO B HAYAIOTO HA

MICYEHHETO, ¥ ¢ HEODXOAMMO Nia Ce MpeAnpueMe MOMXONIIIIA CTPATETHA 32 HAMANABAHE HA TO3M PHCK
[0 MUHHMYM (BX. TOuKa 4.8 Hexxenanu iekapcTBEHU peakiLiuH).

IlampenTy ¢ HankyueH NeQHUMT Ha KADHUTHH NAJIMUTOMN TpaHcdepasa (CPT) tum 2 TpsaOBa na Obmar
NpexynpeaeHH 3a No-rojiaM puck ot pabaoMHoNH3a, KOraTo NpUeMaT Basrpoar.

He ce npenoppusa npreMateTo Ha aJKOX0JI IO BpeMe Ha JIeYeHHe ¢ BaIPOAT.

Jena
IIpn meua Ha BB3pacT oA 3 rOOMHM Ce NPeNnopLEYBa MOHOTEPAITHS NpH Npearmiceane Ha Jlenmakun
Xpouo 500 mg, HO Npe/In 3anoyBaHe Ha TEPANMATA, NOTEHIMANHATA [10J13a OT JIeNakuy XPOHO

500 mg TpsbBa na ce oLEeHM CIPAMO PHUCKA OT YEPHOAPOGHO YBPEXKIAHE HITH MAHKPEaTHT NPH TAKHBA
MAIMCHTH (B, TouKa 4.4. TexKO yBpexkAaHe Ha YepHHA Apob M BX. CHLINO Touka 4.5).

EnHospemeHHata yrnoTpeba Ha canuumnaty TpsGBa aa ce U36Arsa IpH Jiela Nox 3 roauHH [opanu
PHCK OT 4¢pHOAPOOHA TOKCHYHOCT (BXK, CHILO TOUKa 4.5).

bulpeuHa HeAOCTATHYHOCT

Moxe na ce Hanoxu HaMaLIBaHe Ha 103aTa. THH KaTo NpoCIeNFBAHeTO Ha ITa3sMeHaTa

KOHLEHTPALKA MOXE J1a € [TOABeXIALI0, A03aTa TPAOBA a ce KOpHIHpa ChOOpa3sHO KIMHHYHOTO
npocnenspaHe.

Hartpnii
To3u nexapeTaeH MpoaykT ceaspxka 47,21 mg HaTpul BBB BCsAKa TaGJIeTKa, KOMTO ¢a eKBUBAICHTHM

Ha 2,4% OT NpenoprUUTENHUA MaKCUMaNeH AHeBeH npueM Ha C30 ot 2 g HaTpHH 3a BB3pacTeH.

4.5  BsamnioageiicTBin ¢ Apyrn MekapcTBeHn NPOAYKTH 1 ApyrH GopMu HA B3anMoelicTBIIe

Bnanauue na Bannpoar BbpXY Apyril JIeKapcTBa

Hesponenmuyu, MAO unxubumopu, anmudenpecanmu u berzoduazenuni

Renakun Xpono 500 mg mMoxke na noTeHmpa edekTa Ha IpyTH NCHUXOTPOITHY CPEACTRA KATO
HeBponenTHLH, MAO HHXMOUTOPH, aHTHRENpECAHTH ¥ GeH30MHA3EIHHM, CIIEAOBATETHO Ce NIPenoprYBa
KITMHUHO MPOCTIEAABARE, KaTO MPH HeobX0AMMOCT fo3ata TpAGBa Oa ce KopHrupa.

Jlumuii
HenakvH XpoHo 500 mg HAMa edeKT BBPXY MIa3MEHHUTE HUBA Ha JIMTHA.

Denobapbuman

Jenaxun Xpono 500 mg noBnuwasa naasmeHnTe KoHUEHTpaunn Ha penobapGurasn (nopanu

MHXHOHpaHe Ha YepHOAPOOHHS KaTaboMH3BM) M MOXKE Ja C& CTHIHE X0 Cefalus, 0cofeHo NpH Jela.
CnenoparesHo, rpe3 bPBHTE 15 THH OT KOMOMHMPAHOTO JIEUEHHE, CE MPETIOPHUBA KIHH
[IpOCHeAdBaHe ¢ He3abaBHO HaMalLiBaHe A03aTa Ha (peHoGapGHTan IPH Bh3HUKBAHE Ha ¢
IPH HEODXONMMOCT Ce K3C/Ie/IBaT [UIa3MEHUTE HHBA Ha (heHoBap6uTal.

Hpunviuoon



Henaxun Xpono 500 mg nosHaBa NIa3MeHATE KOHUCHTPALUHH HA NPHMHIOH C YTEXHABAHE HA

HEXeAHUTe My PEaKLHH (KaTO CefalllA); Te3H NPU3HALIM H3Ue3BAT NPH IBJITOCPOYHO NIeYeHHe.
IIpenopsyBa ce KIIMHHUYHO npocrensBane, 0cobeHo B HAYAIOTO Ha KOMOHHMpaHa Tepanus 1 npu
HeOOXOMHMOCT — KOPEKLIMA Ha JO3aTa.

Derumoun

Henaxuu Xpono 500 mg nonmkasa o6mara niasmena KOHUEHTpaliia HA peHnTonH. OCBEH TORA,
Henaxuu Xpono 500 mg ysenruasa ceofomuata GopMa Ha GeHUTOMH ¢ BE3MOYKHOCT OT HOSBA Ha
CUMITTOMH Ha NPeno3upane (BaalpoepaTa KUCeIUHa u3MecTsa PeHHTOMH OT MEeCTATA MY Ha CBBP3BaHE ¢
[VTa3MCHHTE TIPOTEHHN M NOHKXaBa 4epHOAPoOHUA My KaTabonussM). [Topanu ToBa ce TIpernopLYBa

FIIMHUYHO NPOCICNIABAHE, KOraTo Ce U3C/IeABAT IUTa3MEHUTe HiBa Ha GeHHTOMH, Tps6pa a ce onpeaeny
cBoOoaHATA opma.

Kapbavazenun

Hanuue ca chobLUeHHS 3a KIMHIYHA TOKCHYHOCT MpH CbBMECTHO MPHJTATAHE Ha BaJIIPOAT C
kapbaMa3erHH, Thi KaTo BaMpoaT MOXeE 12 MOTEHLUHPa TOKCHYHHS e(eKT Ha kapOamazermH.

[IpenopryBa ce KIMHUMHO NPOC/IeAsBaHe, 0COGEHO B HAYaIOTO Ha KOMOHHUpaHaTa Teparms, KaTo Mpu
HeOOXOOMMOCT 103aTa C& KOPHIHpa.

Jamompriorcun

Henaknu Xporo 500 mg Hamanspa MetaGonusMa Ba JIAMOTPIKHH H yBeNi4aBa CPEIHUSA My [10JTy-
HKHMBOT MOYTH 2 NbTH. ToBa B3aMMOAEHCTBHE MOXe i JOBEHE N0 YBENTMYEHa TOKCHYHOCT Ha
JIAMOTPI)XHH, B YACTHOCT CEPHO3HH KOXHH OGPHBH.

(nenosatenHo, NpenopbuBa ce KIMHUYHO HaGIONeHHE H KOpHIHpaHe Ha 1o3aTa (HamalaBaHe J03aTa
Ha JIaMOTPYDKUH) KOTATO € HeoBX0aMMo.

3uooeyouH

Basnpoat Moxke fa [MOBHMIIY [UTa3MeHaTa KOHLICHTpaUMsA Ha SHAOBYIHH, KOETO &a HOBe/e 10 MOBUILEHA
TOKCHYHOCT Ha 3UIOBYAUH,

Denbavam
Bannpoesata kucenuHa moxe ga Hamanu cpenHus KJIHPBHC Ha Qenbamar ¢ no 16%.

Onanzaniun
Bannpoesara KHCeIHHA MOYXKE A2 HaMAH KOHLICHTPAUMATA Ha OflaH3allHH.

Pygurnamud
Bannpoesata kucenuHa Moxe a KOBEE 10 YBE/IMYABAHE HA [IA3MEHKTE HUEA Ha py¢QvHamMua, Tosa

YBEIMUCHUE 3aBHCH OT KOHUEHTPALIHATA Ha BAINPOEBa kHCeNuHa, IIOBHIIEHO BHUMAHUE Ce M3HCKEA
0coBeHO MpH Aela, Thi KaTo TO3H edeKT € NI0-BUCOK B Ta3u MOy naLus.

Iiponoghon
BannpoesaTa kucenmHa Moxe 10 goBege a0 YBEIMYaBaHe HUBATA Ha nponodon B kpweTa. [Ipn
CIHOBpeMCHHATA YIIOTpeDa ¢ Banmpoar, Tpabsa ia ce 06MHCIH HAMAIABAHE Ha 103aTa KA niporiogon.

Hunioounun

EHHOBIJGMGHHDTO JICHEHHE ¢ HUMOOUIIHH U BaJI[IpOEBAa KHCEJIHHA MOKe Aa YBOJIHIH MN1a3zMeHara

KOHUCHTpALHA Ha HUMOOUIHH ¢ 50 %. CnenopatenHo, Tpabsa fa ce HAMAMM 1034Ta Ha HUMOIUITHH B
Cryyal Ha XHIrOTEH3M.

Bansnue na apyrun nekapersa BBLPXY BAANpoar

IIpoTHBOEMWIENTHYHKTE CPENCTBA C CH3MM-HHIYIMpalll €peKT (B TOBa YHCIIO (DEHHTOUH,
denobapburan, xapbamasermy) NOHWKaBaT CCPYMHHTE KOHLIEHTPALHH Ha BAMPOERATA KK

B ciyvuan Ha koMGuHMpana Tepanusa, nosuTe TpA0Ba 112 Ce KOPUrHPAT ¢HOBPasHO KKK
HHBOTOC MM B KPBBTA.

1
"

Ot npyra crpaHa, KOMOHHAIMATA OT ¢eabamar u Bannpoar noHwxapa KJIHPBHCA Ha Baln
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krcenuHa ¢ 22% no 50%, u cnenopaTesTHO yBenuuasa riiasMeHHTe KOHLIEHTPAlUK Ha BaJINPOEBATA
KucenuHa. Jlozata Ha Banmpoar TpsOBa Aa ce Habmozasa.

MerabomTHTe Ha BanrpoeBaTa KHMCE/IMHA MOTAT [a C€ YBEIHYaT B ClTy4ali Ha eqHOBpPEeMeHHaA yrioTpeba ¢
therrrronn Wik penobapburan. CrnegoBaTenHo, MalUeHTHTE JISKYBaHH C Te3M ABE JieKkapcTsa Tpabpa ja
OBboar BHMMaTeNnHO HabIIODABaHH 3a IPU3HALA ¥ CHMITTOMU HA XMTIEPaMOHEMM.

Mednokexn nopHiIasa MeTabo/IM3Ma Ha BAIMPOEBaTa KHCEIHHA M MIMa KOHBYJICUBEH €(EKT; Iopajy
TOBa B CNIy4ad Ha KOMOMHHpaHa Tepanus MOTaT a Rb3HHUKHAT eNIeITTHYHH TIPHITadbIH.,

B cnyuait Ha eHOBpeMeHHa ynoTpe6a Ha BAJINPOAT H CIHUIHO CBBP3aHH ¢ IIPOTEUHHUTE BEILECTRA
(acnHpHH), CepyMHHTE HHBa Ha cBoOOHA BANNPOERa KHCEIHMHA MOTAT Ja CE NOBMILIAT.

B cimyuaii Ha eqHoBpeMeHHa ynioTpeba Ha BUTaMHH K-3aBUCHMH aHTHKOATYNaHTHU (akTopH, Tpa6pa na
Ce U3BBPILBA CTPOTO NpOCAEAIBaHe Ha NPOTPOMONHOBOTO BpeMe.

Hubara na metabonurHTte Ha BannpoepaTa KMCENIHHA MOTAT fla ¢e NOBHIIAT (BCJAEACTBHE HA PeXyLIMpaH
yepHOAPOoOeH MeTaboIN3BM) B CiTydail Ha €IHOBpEMEHHA YNIoTpeba ¢ IIMMETHANH HIH epUTPOMMLIMH.

Kapbanenem (aHUIIEHEM, MEPOIIEHEM, HMHIIEHEM)

HamanssaHe HHBaTa Ha BaINpoeBa KMCeiUHa B KpPBBTa, ca OWIH JOKIaqBaHH NP €AHOBpPEMEHHATA
ynotpeba cue chaAbpkaluy kapbaneHemy cpeicTBa, BoAeM N0 Hamanasaxe ¢ 60-100% HupaTa Ha
BAaNMpPOEBa KHCENMHa B NNPOAB/DKEHHE Ha 2 HH, IIOHAKOra CBBP3aHo ¢ repuose. [Topanu 6up30To0
Hayaso U CTENeHTa Ha NOHWXXaBaHe, €THOBPEMEHHOTO MpUIaraHe Ha CHABPIKALIM kapbaneHeMu
CpeacTBa [MpH NMalMeHTH CTaDWIH3HpaHU Ha BAINpPOEBa KHcenuHa TpsabBa Aa ce usbarea (Bx. Touka 4.4).
AKO JIEHeHHETO C Te3H aHTHOHOTHIM He MOXKe Aa ce u3berHe, TpabBa /1a ce U3BBPIIH CTPUKTHO
npocnensBaHe Ha KpbBHUTE HYBA Ha JlenakuH XpoHo 500 mg.

Pughammuayun
Moske na MOHIKM KPBBHUTE HUBA Ha BAINPOEBa KUCEIHHA, KOETO BOJIH MO JIUIICA HA TepaneBTHYEH

edexT. ETo 3a110, MOXe 1a c€ HaJIOXH 103aTa Ha BANMNPOAT 114 C€ KOPHTHPA TIPH ChBMECTHO
[IPUIIOKEHUE ¢ pU(PAMITHLIMH.

IIpomeasnu unxubumopu

[Ipu emHoBpeMeHHaTa yrioTpeba Ha npoTeasHy HHXKMOHTOPH KaTO JIOIIMHABHD, PUTOHABHD, C6 HaMallaBaT
IUTa3MEHUTE HMBa Ha BaJilIpoara.

Xorecmupamur

I1pH enHoBpeMenHa ynoTpeba, XoNecTHpaMHH MOXKE a ACBEE IC HAMAJITBAHE Ha [1a3MEeHUTe HUBA Ha
BaJIIpOar.

Memamizon

MeTaMH30/TET MOXKE A2 HAMATH CepYMHUTE HUBAa Ha B/INPOAT MpPH € AHOBPEMEHHO NIPHIIOKEHHE, KOETO
Ja [oBene [0 MOTSHUHATHO HAMA/IABAHE Ha KIMHWYHATA €(pHKacHOCT Ha Bannpoar. JIekapure,
NpeanycBaty neueHue, TpsAdpa na HabmonasaT KIHHHYHHA OTrOBOP (KOHTPO/T Ha NPHIIagbUHTE WIH
KOHTpOJT HA HACTPOEHHETO) U Aa OOMHCIAT MPOCIEAABAHE HAa CEPYMHHTE HUBA Ha BAJIIIPOAT, Ko €
[MOOXOIALIO.

Memompercam
B HikoM noKTaaH ¢ OMUCBa IHAYMTEIHO HaMANABAHE HA CEpYMHHUTE HUBA HA BAIMPOAT CJIEN

NpUNoKeHHE Ha METOTPEKCAT ¢ NTosBa Ha repuobe. [Ipenmicaanmte nekapu TpadBa [a nNpocaeaaBar
KAHHHYHAA OTrOBOP (KOHTPOJ Ha MbpHOBETE HAH KOHTPON HAa HACTPOSHUETO) H Jia NPEABHUAAT
npocnendBaHe Ha CEPYMHUTE HHBA Ha BAINPOAT, aKO € HEODXOAUMO.

Hpyrit B3ansogeitcTBig

Puck om yspesicoane Ha yeprus 0pob




EmoBpeMenHata ynotpe6a Ha camamnaTy TpAOBA N1a ce U30ArBa NpH Aella o 3 roauiHa BE3PacT
[opany pUCK OT 4epHOAPOoOHA TOKCHYHOCT (BXK. TOYKa 4.4).

EnnoBpemennara ynorpe6a Ha Bannpoat u MHOXECTBEHA @HTHKOHBYJICHBHE TEpAITHA MOBHILABA PHCKa
OT YBp&)KAaHe Ha YepHHA Hpob, ocobeHo npu MankHy Aena (BXK. TOUKA 4.4).

EnHoBpemenHaTa yrotpeba ¢ kaHaGHIHON MOBHIIIABA YeCTOTATA Ha NOBHINABAHE HA €H3UMHHTE
TpPaHCaMUHa3u. B KIHHIYHE NPOyYBaHUA IIPH MALMEHTH OT BCHYKH BB3PacTH, NOTyyaBally
CLAHOBPEMEHHO KaHabumHon B fo3u ot 10 no 25 mg/kg 1 Banmpoar, ce cro6maBa 33 IOBHIIABAHE Ha

ALT nan 3 nuTi Han ropHATa rpaHHlia Ha HOpMAaTa pH 19% OT NaueHTHTe. Tpabsa na ce ynpaxuasa
NMOAXOIIL MOHHTOPHHT HA YepHUA Npob, KOraTo BaNNpoar ce H3Nnos3pa SITHOBPEMEHHO ¢ APYTH
dHTHKOHBYJICHBHH CPEICTBA C IIOTEHLIMAIHE XENATOTOKCHYHOCT, BKJIOYUTENHO xaHabunuon, 1 tpsdaa
Z1a c¢ OOMHCIIH HAMA/LIBAHE Ha A03aTa WIH NPeKPATABAHE Ha JICUSHHETO B CIIyJuaH Ha 3HaYHTEeHH
aHOMaJIMH Ha 4epHOAPOOHHTE napamMeTpH (B, Touka 4.4).

EnnospemenHoTO NpHsIoiKenite Ha BAINPOAT H TONH pamMaT WJIH aueTas’onaMHu/l € CBLP3aHo ¢
enuedasonaTis H/JIN XHNepamMoHnesmus. [JarnieHTHTe JIEKyBaHH C Te3H J1Ba JIEKAPCTBEHHU ITPOAYKTA

TpAOBa BHHUMATENHO fa ce HabMIONaBAT 3a IPH3HALM ¥ CUMITTOMH Ha XHITEpaMOHUEMHYHA
eHuedaonaTHs:.

Keemuanuu

EnHOBpeMEHHOTO NpHIIOKEHHE Ha BANNPOAT ¢ KBETHAMHH MOYe Oa YBEJIMYH PUCKA OT
HEYTPOTICeHUA/ TEBKOTIEHUA,

Cpedcmesa coOvporcawu ecmpozen, exaouumento CLOBPICAUU ECIMPOZEH XODMOHWIHY
KORmMpayenmugu

Ectporenute ca HHAYKTOPH Ha H30(OpMH Ha UDP-rmokyponosan tpakcdepasara (UGT), Yy4acTBallH B
[IFOKYPOHHPaHEeTO Ha BA/NPOAT M MOraT [a yBeNHUaT KJIHpLHCa Ha BaIMPOAT, KOETO ia NOBENE 10
HamalieHa CepyMHa KOHLIEHTpaUMs Ha BAIMIPOAT M BB3MOMKHO HAMAIABAHE HA eMKacHOCTTa Ha
Basnpoara (Bx. Touka 4.4). Jla ce ofMucnu npocrenssaneTo Ha CCpYMHHTE HUBA Ha Ba/IIpoar.

Ot opyra cTpaHa BajIMpoaT HiMa CH3UM-HHIYLMpalll €heKT; BCISACTBHE Ha TOBa, BANNIPOAT HE CHUIKABA
€(PEKTHBHOCTTA HA €CTPONPOreCTATHBHIITE CPEACTBA [IPH XKE€HY B3€MallX XOpPMOHATHH
KOHTPALIEITT HBH.

lusanam-koniozupanu rexapcmsa
EnroBpemMeHHOTO npunoxenve ua BaIIpOAT  [TMBaNaT-KOHIOTHPAHH JeKapcTBa (Kato uedauTopeH

ITMBOKCHN, afe(POBUP AUITMBOKCHI, MMBMELIUIMHAM H [MBaMITMITIANH) TpsA0OBa Oa ce u3bsarea nopaax
MOBHILICH PHCK OT H3YCPIIBAHE Ha KapHUTHH (BX. TouKa 4.4 TlauuenTy ¢ prck ot XUTIOKaPHUTHHEMHSA ).
IlaryeHTHTe, NPH KOHTO HE MOXKE IA ce H3GETHE ChBMECTHOTO [IPIWIOKEeHHE, TpAOBa Aa ObaaT
BHUMATENIHO HaO/FONaBaHU 32 NPH3HALIM K CHMITTOMM Ha XMITOKADHUTHHEMHS,

Knozanum
EnHoBpemMeHHOTO NieveHue ¢ BA/INPOAT M KNO3aN1H MOXKE []a MOBHILY PUCKA OT HEYTPOIEHHS U

RI03AITHH-HHIYIIMPAH MUOKAPAHT. AKO € HeOOX0aMMA ChITBTCTRALIA YIIOTPeba Ha BaNINPOAT ¢ KI03alH,
€ HeOOXOIMMO BHMMATETHO NPOCIIEASBAHE H 33 IBETE ChOHTHS.

4.6 DeprTiiTeT, GpeMeHHOCT N KbpMeHe

bpeMeHHOCT 11 sKeHI ¢ AETCPOAEH NOTEHIHAJ]

Jleuenue na enunencin

* Banmpoar e nporisonokasaH no Bpeme Ha GpeMeHHOCT, OCBEH NpY NIKIICA Ha IOAXOMALLIO
ANTEPHATHBHO JIEYeHUe

* Bampoar e nporuponoxasaH npw >xeHu ¢ neTeponen IIOTEHIMAIT, OCBEH KOTATO ¢a
ycnosuaTa Ha IIporpamara 3a npeana3ssane oT GpeMeHHOCT (Bx. Touxu 4.3 1 4.4)

Jleuenue na 6unonspro pascmpoiicmeo
* Bannpoar e npoTHBONOKa3aH no BpeMe Ha OpeMmeHHoCT




e Bannpoar e npoTHBONOKa3aH NPH XKEHH ¢ ACTCPOACH MOTEHIHATI, OCBEH KOTATO C2 U3ITBJIHEHU
yenoeusirta Ha [Iporpamara 3a npeanassane ot SpeMeHHOCT (BXK, TOYKH 4.3 ¥ 4.4)

TepaToreHHoCcT ¥ €DEKTH BEPXY PA3BHTHETO iM Uler0 SKCIIO3HIIHS

Puckose, cavp3ianu ¢ exchouyus Ha eaanpoam no epeme Ha bpemernocm

IIpu sxenuTe, KAKTO MOHOTEPAINHATA ¢ BANIPOAT, TaKa H IONHTCPAIHATA C BAINPOAT, BIIIOYBAILA H
APYTH aHTHEIMIWIETITHLIH, YeCTO ca CBBP3aHy ¢ aOHOPMEH H3Xoa Ha OpeMEeHHOCTTa.

HanuyHaute NaHHK MOKA3BAT YBENIMYEH PUCK OT TeXKU BPOJSHH Ma(pOPMallHK U HApYINEeHUs Ha
PasBUTHETO Ha HEPBHATA CUCTEMA H B BATA C/IyYas — KAKTO NpY MOHOTEpAIHA, Taka H NpH
ITOJINTEPAINA C BANINPOAT, B CPABHEHHE C romyauus 6e3 eKCros3ulys Ha BaInpoar.

[IokasaHo e, ue BaIMpoaT NpeMyHaBa TNpe3 [UIaleHTapHaTa Gapuepa KaKTO NpH )KUBOTHHCKH BUIOBE,
Taka ¥ MIpH Xopa (BXK. Touka 5.2).

IIpH )KMBOTHU: NPH MHLIKHM, [UTEXOBE M 3aHLIM Ca AOKa3aHM TEPaTOreHHH eheKTH (B, Touka 5.3).

Bpoodenu mangopriayuu 8 peayrmam na excnosuyus in utero

MeraaHanus (BIUTIOYBALL PECUCTPH M KOXOPTHH MIPOYyUBaHHA) IOKa3Ba, 4ye oxosio 11% oT meuaTa Ha
XKEHH C eNUencHs, eKCIIOHHpaHH Ha MOHOTEpAIKA ¢ BANPOAT MO BpeMe Ha bpeMeHHoCcTTa UMaT
TEXKH BPOJIeHH Mandopmauri. ToBa e moBeye OT pyucKa 3a TeXKH MaidgopMmanuy B obiaTa
nomynauua (0xoio 2-3%). PHCKBT 3a TexxKu BpoAeHH MaI(pOpMaLIK TP AeLa CIEn in utero
CKCMTO3ULINA HA AHTHENHWICNTHYHA JIEKapCTBEHA [TIONUTEPAIs, BKIOYBALLA BANIIPOAT, € MO-BHCOK OT
TO3H Ha aHTHEITH/ICTITHYHA JIEKapCTBEHA Tepanus, KOATO He BKIIOYBA BaJNpoaT. PuckeT e
A0303aBHCHM ITpH MOHOTEpanuA ¢ BaJINIPOAaT, KaTO HATHYHHUTE AAHHY HNOKA3BAaT, Ye € JO303aBUCUM U
[pH MONKTEPAanus ¢ BAINpoar. BeIpekH ToBa, Nparopara [034a, [OJ KOATO HE CHIECTBYBA PUCK, He
MOXE Jla C€ ONnpenenu.

Hanuynure NaHHU 110KA3BAT HapacTBaHe Ha CIYYaHTe Ha MAJIKH H TeXKH Mandopmannu. Haii-
JECTUTE CITyYaH Ha MaI(OPMALMHY BKJTIOYBAT Je(eKTH Ha HeBpaJiHaTa TpBOa, JIMLEB TUCMOPhHUIBM,
3aelIKa yCTHA ¥ BBJIYA [1ACT, KPaHHOCTEHO3a, ChPACUHM, OBOpeHHH H YPOreHHTANEY Ae(DEKTH, H

fedexTH Ha KpalHHUKTE (BKIOUNATETHO ABYCTPAHHA ania3yd Ha TbYEBATA KOCT), U MHOXKECTBO
aHOMAJIUM Ha pPa3sIMMHH CUCTEMH B YOBEUIKHA OPraHHU3bM.,

ExcriosnumaTa in utero Ha BajrnpoaT MOXe Aa NOBele N0 YBpeXaaHe Ha CITyXa MY [JTyXoTa Mnopaau
MaaopMalliy Ha YUIHTE W/HIIH Hoca (BTOpHYEH eeKT) W/HIM AMPEKTEH TOKCHYEH e(EKT BLPXY
CTyXoBus anapat. C)lydyanTe ONHMCBAT KAKTO €XHOCTPaHHa, TaKa U ABYCTPaHHA MTyXoTa WK

yBpexaaHe Ha ciryxa. He 3a Bcuuku ciyyau ca cpobineHn pesynrati. Korato ca choSiueHy
pe3ynTat, B NoO-rojisMara 4acT OT CIIydyaHTe He ce Habmoara BL3CTAHOBSABAHE.

Excriosunus in wfero Ha BaNIpoaT MOXe Aa AOBERE IO OYHH MandopMaLMH (BITFOUKHTENHO Konofoma,
MHKpOQTanMust), KOUTO ¢€ choOLaBaT BBB Bpb3Ka C APYTH BPoAeHH MantdopMalmy. Tesn ouyHn
MAJI(QOPMALIMH MOTAT [a 3aCerHaT 3pEeHUETO,

Hapyuienist 6 pazsumuemo na HepeRama Clucmema 6 pesyamam Ha excrosutjua in utero

JaHHH MOKAa3BAT, “e eKCIIO3HLIMA Ha BAINPOAT in utero MOXe Na Uma HeGIaronpusTHu ehekTH BLpXyY
MCUXHMYECKOTO H (PM3UYECKOTO Pa3BUTHE HA JELIaTa, H3JI0KEHH Ha TAKABA eKCTIO3UUA. PHCKET OT
HapyLUeHWs B Pa3BUTHETO HA HEPBHATA CHCTEMAa (BKITIOUHTENHO ayTH3bM) H3MJIeXK/Ia € J0303aBUCHM,
KOTaTO BAJINPOAT C€ H3II0JI3Ba KaTO MOHOTEpanHa, BENpeKky ToBa, nparosara A03a, IO KOATO PHCKET
He CBIIECTBYBA, HE MOXKE [a Ce YCTAHOBM BB3 OCHOBA Ha HaJlnuHUTe AaHHH. KoraTo Banmmpoar ce
M3M0JI3BA KaTO MOMUTEpAani ¢ OpYrH aHTUENNHNENTUYHH JIEKAPCTBEHU NIPOOYKTH, PUCKBT OT
HapyIlIeHHsA B PA3BUTHETO Ha HEPBHATA CHCTEMa B [IOKOJICHUETO CBILO 3HAYHTENHO CE YBE/IHYABA B
CpaBHEHHE C TO3M MpH Aela OT of1uaTa NOMyNalMsa WIH PONEHH OT HEIEKYBAHK MAaMKH C eNUAENICHA.
TouHuAT PUCKOB recTaLMOHEH IIEPUO 33 Te3H e(EKTH € HECUTYPEH H BBE3MOXKHOCTTA 33 PHCK IO
BpeMe Ha LifiaTa OpeMeHHOCT He MOXKe Jla CE H3KITIOUH.

Koraro Bannpoar ce npujara KaTo MOHOTEpAITisA, IPOYYBaHUA NPH Aela B NPEIYHHIIHILHA B2
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H3JIOOKEHH Ha EKCTIO3WIHS Ha BAINPOAT in ulero o BpeMe Ha OPeMEeHHOCT ITOKa3BaT, ue i!

OT C/Ty4auTe ce Habmonasa 3a6assHe B TAXHOTO paHHO pa3BUTHE KaTo: FOBOP, NO-KbCHYAIRO)

MO~-HHUCKH HHTEJIEKTYa/THH CIIOCOOHOCTH, JIOILM e3UKOBH YMeHHd (FOROpeHe U pa3bupaiE i3
C DaMETTa. |




Koeduunenr 3a vHTETMreTHOCT (1Q), oLieHeH IpH Aenia Ha 6 rOAMHH ¢ aHAMHE3a 33 €KCIIO3UIIHA Ha
BAINPOAT i1 utero, € cpeHo 7-10 ImyHKTa Mo-HUCHK OT TO3M IIPH LA, KOUTO €2 H3NOKEHY Ha Apyru
AHTHEITUACIITHYHHA NPOXYKTH. kiMa foKa3aTencTBa NpH Jiela ¢ eKCIO3ULKA Ha BaJIIIPOAT, Y€ PUCKET OT
HapyIllaBaHEe Ha MHTEJICKTa MOxe na Obae HE3aBHCHM OT KOSDHULIUMEHT Ha MHTEIHIeHTHOCT (IQ) Ha
MaHKaTa, BbIIPEKH 4Ye POJIITA HAa CMYLUABAIIKTE (akTOpH He MOXKeE J1a ce H3KIIIOUH IIpH AcLa.
JlaHHHTE 110 OTHOLEHHE HA ABATOCPOUHMA H3XOJ Ca OIPaHHYEHH.

Hanuuuure qauHu oT nomynauuodHo 0asnpaHo H3NMTBaHe OKA3BAT, Y€ JEelaTa C eKCIIO3MLU Ha
BANPOAT i1 ufero ca ¢ MOBHIIEH PHCK OT Pa3CTPOHCTBA B AYTHCTHYHMA CNEKTHP (NpHOIH3HTENHO

3 IIbTH) U IETCKU ayTH3BM (OKOMO S MBTH) B CPABHCHHE C NOMyNaluHATa Ha Te3H 6€3 eKCITOIMLINA B
MpPOy4YBAHETO.,

Hanuyuute navHu ot Apyro nomynauuoHHo 0asnpaHo M3NMHTBaHE NOKA3BAT, Ye AELATA HINOKEHH HA
CKCIIO3MLIMA HA BAINIPOAT i Ulero ¢a ¢ MOBHILEH PHCK OT PasBUTHE HA CHMOTOMH KaTo neduuuT Ha

BHUMAHHETO/XHNEPaKTUBHO Pas3CTpoiicTBo (attention deficit/hyperactivity disorder, ADHD)
(pubnu3KTENHO 1,5 METH) B CpaBHEHHE ¢ NOMYNALUATA Ha Te3u Gea CKCITIO3ULHA B [TPOYYBAHETO.

Heta om sicencxu non, desoiixu 1 sceny ¢ oemepoden nomeHyuan (eoi. no-2ope u moyxa 4.4)
CpencTba ChABPIKALUY €CTPOreH, BINTIOUUTETHO CBABpPIKALIN €CTPOreH XOPMOHAIHH KOHTPALENTHBY
MOTaT 1a yBEJH4aT IUIHPBHCA Ha BaJMPOAT, koeTo O MOIVIO Ja [oBede A0 HaMa/IsBaHe Ha cepyMHara

KOHUCHTpaLliA Ha BaNpOAT H Bb3MOXHO HaMalBaHe Ha e(peKTHBHOCTTA Ha BaJIIpO&T (BX. TOYKH 4.4
H4.5)

Axo orcenama nranupa 6pevennocm

3a IOKa3aHUEeTO SIMMMETICHA, aKO JKEeHAaTa ILTaHUpa fa 3abpemeHee, TepalaTa ¢ BaNNpoaT Tpiadsa a ce
MPEOLCHH OT CNCLIMAJINCT C OITUT B JICUEHUETO Ha EITHIENCHS W Ja Ce OOMUCIIST aJITEPHAaTHUBHH
BB3MOXKHOCTH 32 JIeueHHe. TpsalBa Aa ce MONoXAT BCHYKHM YCHIIHS, 33 1a Ce [IPEMHHE HA IMOIXOMALLQ
@JITCPHATHBHO JICUCHHE NPEeIH 3a4EBAHETO H NIPERH NMPEKpaTABAHE HA KOHTpalenuusaTa (BK. Touka 4.4).
AKO CMsIHATA HA JIEYSHHETO HE € BE3MOXKHA, iKeHaTa TpsabBa Oa NoTyud [ONbLIHKHTETHA KOHCY./ITalus
OTHOCHO PHCKOBETE C BAJINpPOAT 33 HEPOAGHOTO eTe B MOAKpPENa Ha HH(POPMUPAHOTO ¥ B3eMaHe Ha
PCLIEHHE OTHOCHO CeMEeHHOTO IU1aHHpaHe.

3a 1oKa3aHueTo BUIOJIPHO pascTPOMCTBO, aKO XeHAaTa TUIaHHpa Na 3abpemeHee, TpAOBa a ce NpoBene
KOHCYTTalHs ChC CHCLHATHCT C OITHT B JIEUEHUETO Ha GUIIOJIIPHO PasCTPOMCTBO U JTEYHUETO C
BaJinpoart TpsdBa Aa ce NpeyCTaHOBH, M aKO € HeoGXOaUMO, Tpa0Ba fa Ce NpeMUHE Ha alTepHATHBHO
JICYCHHE TIPDEAN 3a4EBAHETO M NIPeNH MPEeKPATABaHe Ha KOHTPaLeIIUATA.

bpemennu sicenu

Bannpoar kato sievenue 3a GumonspHo Pa3CTPOHCTRO € MPOTHBOIMOKa3aH 3a ynoTpeSa o BpEMeE Ha
Opemennoct. Bannpoar, xato ieuenue 3a emutencus e NPOTHBOIIOKA3aH MpH OpeMEHHOCT, OCBEH KOraTo
HAMA TIONXOILIO ANTEPHATHBHO JIeYeH e (BxK. Touku 4.3 u 4.4),

AKO >KeHa, KOSTO Ce JIEKYBa ¢ BAINPOAT, 3abpemenee, T4 TpAGBa HE386aBHO [1a C& HACOUU Kb
CIICLIMAHCT, 3a 1a ¢ OOCHAAT aITEePHATHBHHM BE3MOKHOCTH 3a Jiedenue. [To BpeMe Ha OpeMeHHOCT,
TOHHHO-IJIOHHHHTE I'BPI0BE IPH MakKaTa ¥ eIMWISNITHYEH CTATYC C XMITOKCHA MOTAT 12 HOCHT
OMpeneneH pACK OT CMEPT 3a MalKaTa U IUIO/IA.

AKO, BBIIPEKH H3BECTHHTE PUCKOBE C BAIPOAT pH OPEMEHHOCT M Clles1 BHUMATENHO 06MUCIIIHE Ha

ITTCPHATHBHO JIeHEHUE, IPH M3KIIFOUMTENTHH 06CTOATeNCTBa GpeMeHHATa Kena Tps0Ba na nomyyapa
BANMPOAT 3a €NWIENCHA, NPENOPHYBA CE 1a;

* CC H3MO/3Ba HAH-HUCKATA eeKTHUBHA 032 U [1a Ce pasie/ls AHeBHATA 1032 BaJIIpOAT Ha
HAKOJIKO MAJIK{ ZIO3H, KOMTO TPAOBA Aa Ce NPUEeMAT NIpe3 Lieus [eH. Ynotpebara Ha
JIEKApCTBCHA (POPMa C YABIDKEHO OCBOO0XKAABAHE MOXKE /3 € 3a NpennovrTane rnpen Apyru

NexapCTBEHH POPMH, 32 Aa ce H3GErHaT BUCOKY MAKCHMAIHY [U1a3MeHHt KOHUEHTpauuH (B,
TOYKa 4.2).
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ofaue, He rpennonarar, e (POMHEBaTa KUCENMHA NPeAOTBpaTABa NI0ABaTa Ha BPOACHHN AC(EKTH WIK
mMandopMalvH MOpaay €KCIIO3ULIMA Ha BaNIIpoar.

Puck 3a nogopodenono

- Mnuoro panko ca DokIafiBaHM CITy4ad Ha XeMOParHyeH CHHAPOM IPH HOBOPOACSHH, YHHTO MaklKy
ca NpUMEMAJIM BAJINPOAT 11O BpeMme Ha OpeMeHHOCT. TO3K XeMOpari4eH CHHAPOM € CBBP3aH ¢
TpoMmboLrTONIeHHA, XHITOGUOPHHOreHeMUs WM 10 HAMaJLIBaHe Ha APYrA GaKTOpH Ha
KpBBOCHCHpBaHeTO, AdubprHHoreHeMus e AOKIaABaHa CHUIO U MOKe Aa ObpAe ¢ QaTalleH H3XOM.
To3u xemoparuieH cuHApPoM, obaue, TpabBa 1a ce pa3rpaHUUM OT HAMANSBAHETO HA BUTAMHUH K-
3aBUCHUMHUTE (PAKTOpH, HHAYLIHpaHU oT ¢eHobapOuTan ¥ eH3MMHH HHAYKTOpH. CleoBaTeNHo,
Opos Ha TpoMOoLMTHTE, HUBOTO Ha GUOPHROreHa B Nia3Mara, KoarylaliOHHH TECTOBE H
(GaKkTOpY Ha KPBBOCBCHPBaHETO TPAOBA Jla C& M3C/IEABAT IIPH HOBOPOAESHH.

- Chay4yad Ha XMIOTIHKeMHUs ca OUNnK A0KNaaABaHK NIPY HOBOPOHEHH, YHUTO MalKH ca NpHeMaly
BaJINPOAT N0 BpEME Ha TPETHUS TPUMECTHP OT OpPeMEHHOCTTa.

-~  Ciyyad Ha XHIIOTHPEOHAU3IBM ca OHIH NOKIIaABAHY ITPU HOBOPOAEHH, UMHTO MaHKH ca
IIpUeMalld BaJIIPOAT I10 BpeMe Ha OpeMeHHOCTTA.

- Cunnapom Ha oTHeMaHeTO (kaTo, U B HacTHOCT Bb30yNa, pa3ApasHUTETHOCT, CBPhXBBL3GYAMMOCT,

HEPBHOCT, XMISPKHHE3Hs, HaPYIUEH TOHYC, TPEMOpP, KOHBYJICHM M HAPYILISHKHA Ha XPAHEHETO) MOXKE
/ia ce MNOSBY MPH HOBOPOAEHH, YMHMTO Malikyl ca NMpHeMAaly BAINPOAT O BpeMe Ha MOCIIEIHHS
TPUMECTEP OT OpEMEHHOCTTA.

M’L?HE WVIb¥e I NOTEHITHAJIEH DIICK OT EHSCTEDﬁCTBﬂ HA HEBPOJIOrHYHOTO PA3BHTHE NPDH A HUHHTO
!.HH Ca JICKYBAHH € BAJIINIDOAT Npe3 3-Te MCCCLA NMPDEAH 3AHUECBAHETO,

PerpocnexkTHBHO 00CepBalMOHHO NpoyYBaHe B 3 CKaHAWHABCKH AbPKaBH MOKA3Ba MOBHIIEH PHCK OT
pa3cTpoiicTBa Ha HEBPOJIOrMUHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu aena (ot 0 1o
1 l-ronuinHa BE3pacT), YMHTO Bamu ¢a eKyBaHH ¢ BANIIPOAT KaTO MOHOTEpAINHs Npe3 3-Te Mecella
npelM 3a4ueBaHeTOo, B CpaBHEHHUE C AeuaTa, YMHTO Halin ca JIEKYBAHH C JIAMOTPHIXKHH HITH
JIEBETHpaLleTaM KaTo MOHOTepariis, ¢ 00061IeHo KopyrupaHo CxOTHOLIEHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanusat kymynatneeH puck ot NDD Bapupa mexnay 4,0 % u 5,6 % B
rpynaTta Ha BajqnpoatT crpaMo Mexny 2,3 % u 3,2 % B koMOHMHKpaHaTa rpyma Ha

naMoTpwkuH/ neseTHpaneraM. [IpoyuBaHeTo He ¢ [OCTATBUHO MalabHO, 3a 1A Ce U3CNHeBA BPL3KATA
¢be crielnduyHY noatunose NDD, a orpaHHYeHHATa HAa MPOYYBAHETO BKIIOYBAT NIOTEHLMAIHO
»3aMBIAABAHE", CBBP3AHO C MOKA3aHHETO H Pa3/IMKH BB BPEMETO Ha NPOC/eAsBaHe MEXIY IPYIIHTE C
ekcriosuua. CpeqHOTO BpeMe Ha MpoCiesiBaHe Ha JellaTa B rpynaTa ¢ BaJITIpoat Bapupa Mexay 5,0
1 9,2 rOMMHY B CpaBHeHUE ¢ 4,8 U 6,6 roJHHH 3a AeLlaTa B IpyHaTa ¢ JaMOTPIOKUH/ IEBeTHpaLIETaM,
Karo uano e Bp3amorker noeuiieR puck oT NDD npu geiia Ha Oaniiu, IeKyBaHH ¢ BAJIIpoAT rpes 3-Te
Mecella Ipey 3a4eBaHeTO, HO IPUHHHHO-CIICACTBEHATa Bpb3Ka ¢ yroTpedara Ha BaJinpoaT He €
notsepaeHa. OCseH TOBA B IPOYUYBAHETO He € olieHeH pUCKET o1 NDD nipu neua, yunuto 6amu ca

CIIpend NpHeMa Ha BaNpoar [MoBeye oT 3 Meceua Nnpeay 3a4eBaHeTo (T.€, € Bh3MOXKHA HOBA
criepMaToreHesa 6e3 eKCIIo3uUya Ha Banmnpoar).

Karo npennassa Mapka, npeanucBalinTe gexkapy Tpadea na HHGOPMHUPAT NALMEHTHTE MBXKE 32 TO3H
OTEHLHANEH PHCK H 1a 00ChAAT HeoOX0AMMOCTTA OT e(peKTHBHA KOHTPALIETILIHSA, BKIIOYHTENHO 32
NapTHLOpKATa, OKATO M3MOJI3BAT BaANPOAT U NOHE 3 MeceLa clnefl TIpeKpaTsasaHe Ha J1IeUeHHETO (B,
Touka 4.4). [lareHTUTe OT MBXKKH N0 He TpabBa ja apsBaT criepMa 1o BpeMe Ha JIEHEHHETO U B
NpoABb/DKEHHE Ha NOHE 3 Meceua ciel NpeKpaTABaHe Ha JIeUeHHEeTO.

[laumenTyuTe MBXKE, JIEKYBAHH C BaNNpoar, TpabBa peaoBHO A4a ce NPErNeXaaT OT NeKyBaIlUUA I'1
Nexap, 3a Ja ce NpelUeHHd JanH BalIpoaThT € HaH-IIOAXOAALIOTO JISHEHHE 3a TAX. 32 MALUMEeHTH OT
MBIKKH IT0J1, KOUTO TUIAaHUPAT J1a 3a4eHaT fieTe, TpAbsa fa ce oOMHCIAT M Aa ce obCHAAT ¢ TAX
MOAXOAAILM ANTEPHATHBH Ha NieueHHeTo. BBB Becekn oTaesneH ciy4ali TpsabBa /ja ce NPELEHAT
MHOAWBHAYaNHUTe oOcTosTencTBa. [IpenopbuBa ce npu HEOOXOAMMOCT Ia € TIOTHPCH CHBE
CMELHANIMCT C ONUT B JIEYUEHUETO Ha eMUIencus WK OUMONIAPHO Pa3cTpoRCTRO.

KLpaene




EkckpeumsaTa Ha BUINPOAT B MaHUHHOTO MILIKO € HHCKQ, C KOHUCHTpaumsa Mexxay 1% no 10% ot
CCpyMHHTC HUBA Ha MaikaTa. B13 OCHOBA Ha NHTEPaTYPHI M KINHUYEH OITMT, KbPMEHETO TpAbBa 1a
CC Npepasrieia KaTo ce B3eMe NoJ BHHMaHue NMpodmia Ha 6e30MacHOCT Ha Henakun Xpono 500 mg,
0c0oDeHO XeMAaTOIOrNYHUTe HapywieHus (BxK. Touxa 4.8 Hexxenanm JICKapCTBEHH peaKIilHH).

TpabBa na ce B3eMe pewrenue 0THOCHO CIIMPaHE Ha KBPMEHETO WIH IPeYCTaHOBABAHE/OrpaHHUYeHHe
Ha feuyennero ¢ enakud Xpono 500 mg, kato ce umar MIPEABHM TIONI3HTE OT KBEPMEHETO 332 AETETO U
[10J13aTa OT JICYEHHETO 3a MaHKaTa.

QeprHanTeT

Hma crobiuenns 3a aMmeHopes, NOJTHKHCTO3HH AHYHUUH ¥ YBETHYEHH HUBA Ha TECTOCTEpOHA NpH
YKCHH, MIPHEMAIH Banmnpoat (8. Touka 4.8). [IpunaraneTo Ha BINPOAT MOXKE CHILO la HAPYILH
bepTunuTeTa NpH MBXKE (BX. TOUKa 4.8). Hapymennara Ha ¢epTHnuTeTa B HIKOU CiTy4yau ca
00paTuMH Hali-Manko 3 Mecema cien NIpCyCTaROBABAHE Ha JieweHHeTo. Orpanuven 6poll NoxTaasaHy
CITyHan Npeanonarar, 4¢ 3Ha4WTe/IHO HAMAJIIBAHE Ha 03aTa MOXKe 1A nonoOpH epTHIHTETA.
Bwrpexu ToBa, B ApYrH Cirydan, HaMa naHHU 3a 0OpaTHMOCT Ha Ge3MI0AHETO IPH MBIXKeE.

4.7 EdexTn BPXY cnocofuocTTa 32 o upane 1 pabora ¢ MalINHN

aunenTure Tpabpa na 6uaat NPEIyTIPENICHN 32 PHCKA OT CBHJINBOCT, 0COGEHO B CITyuaH Ha
IIPOTHBOrbpYHOBa NONHTEPAHA HIH B KOMOUHALMA ¢ 6eH30IHA3ETIHEY (BX. Touka 4.5 “Jpyru
B3aHMOIeHCcTBHT ™),

4.8 Hexenann nexapcreenn peakumnn

HMsnonssana e ciennara CIOMS KJIaCHDHKALHA 3a YECTOTA HA HEXKENaHUTe JICKapPCTBEHU PeaKlHy;
MHoro uects (21%); uectn 1% u <10%}); newectu (>0,1 u <1%); penxu (20,01 u <0,1%); mHOTO
peaxu (<0,01%); ¢ HeusBecTHa yecTOTa (OT HATHYHUTE JaHHM He MOX€ [1a ObAe HalpaBeHa OLieHKa)

Bpooenu, pavunnu u zenemuyny Hapyuernusa (8oic. mouxka 4.6 Bpemennocm u Kvpmene)
Bponenu mandopmauun u Hapywenns s Pa3BHTHETO (BX. TOUKH 4.4 U 4.6)

Hapywenua na kpvernama u numehnama cicmema

Hectn: anemus, TpomGounToneRus (Bk. TOUuKa 4.4)

HeuecTH: maHumTOneHus, neskonenus

Penki: HeOCTaTHYHOCT Ha KOCTHHMA MOIBK, BIUIOUUTENHO YHCTA aIl1a3Kiid Ha YepPBEeHMA KPBBEH pex,
arpaHyNoLHTO3a, MaKPOLIUTHA aHeMHUSs, MaKPOLUTO3a

Hicneoesanin

[apLUHANTHO TPOMOOIUTACTHHOBO BpeMe; YABIDKEHO TPOMOUHOBO BpeMe; yBenmuen INR) (BXK. TOUKH
4.4 v 4.6), HEOOCTHT Ha bnoTHH/6HoTURKMIA3A

C HEU3BECTHA 4eCTOTa: IPHAOGHTA aHOMaTHy Ha Pel ger-Huet*

*Cpobwasa ce 3a npuaoSHTa aHOMaIMA HA Pelger-Huet B ciyvan ¢ue 1 663 MuemonucmmacTien
CHHOPOM.,

Hapywenua na nepenama cucmema
Muoro yecTH: Tpemop

Hectu: excTpanupaMunny vapymenns, CTYNIOP™, COMHOJIEHTHOCT, KOHBYJICHU*, HapyUIEeHHs B
naMeTTa; rnaBobosue; HUCTArBM, HAKOIKO MHHYTH CJ1el THTPaBEHO3HA HIDKEKLIUA MOJKE N2 HACTLIH
3aManBaHe (NPH MHTPABEHO3HO MPUIIOIKEHHE, JAMAAHOCT, MOXKE A2 C& MOTYYH 32 HAKONKQ MHHYTH 1
OOHMKHOBEHO, KOETO U3YE3BA CIIOHTAHHO CJIEN HAKOMIKO MUHYTH)

Heuectn: koma*, eHUedanonaTus*, neraprus*, 00paTHM NapKHHCOHH3EHM, aTaKCHsH, Mapecte
Hewecrn: yrexuenu koHsymcuu (BK. TOUKa 4.4)

Penxu: obpatuma nemenuns CBBp3aHa ¢ o6paTuma uepebpanna aTPO(MUA, KOTHUTHBHH H
*CTynop u neraprus, BoeUH NOHAKOTa 10 NpexoaHa KoMa/eHuedanonaTus, Te ca 61
CaMOCTOATEIHM HJIH CBBLP3AHH C ITOBUIIABAHE YeCTOTATA Ha I'bPYOBETE B XOa Ha Teparn




HaManssaTt NMpH CIIHpaHC Ha JICHCHHCTO NN NTOHKAabatc Ha 103414, Te3n ClIy'vaHd BE3HHKBaAT Hal-

yecTo NpH KoMOMHHpaHa Tepanus (ro-crenyanHo ¢ Genobapburan WK ToUpamMaT) WIH Clel
BHE3AITHO YBE/JHYABAHE Ha JO3HTE Bajnpoar.

Hapywenua na ouume
Penxu: qummonug

Hapywenus na yxomo u nadbupunma
Yecru: rimyxora

Pecnupamopru, 2pvOHU 1t MEOUACMUHATHU HADYWEHUA
HeuvecTtu: nneppaseH uinus (€03WHOPHIEH)

CmoMaiuHo-4peeHU HapyuileHUA

MHoro yecTy: rageHe™

UecTH: NOBPEILAHE, BH3NATIEHUA HA BEHIWTE (OCHOBHO XMIEPIUIasysi Ha BEHIIUTE), CTOMATHT, 60/Ka B
rOpHAaTa YacT Ha KOpeMa, JHAPHA 4eCTO Bb3HUKBAT IPH HAKOH [MAallHEHTH B HAYAJIOTO Ha JIEYeHHETO,
HO 0OOHKHOBEHO M34€e3BaT ClIeA HAKOJIKO AHH 0€3 NpeKpaTABaHE Ha JICYCHHETO

*Habnronasa ¢e ChIU0 HAKOAKO MHHYTH C/Ied MHTPaBEHO3HO HHXKEKTHPAHE ChC CIIOHTAHHO 3aTHXBAaHE
B paMKHTEe Ha HAKOJIKO MUHYTH

HeuecTH: naHkpeaTHT, INOHAKOra ¢ gataiied usxoln (Bx. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nominya
UecTy: ypyHapHA UHKOHTHHEHIHA
Heuectu: 660pevyHa HEAOCTATHHHOCT

Penxu: eHypesa, TybynonnrepeTHIHaneH HeGpuT, obparuM cHHApoM Ha Fanconl, HO MEXaHH3MBT Ha
ACUCTBHE OLLIE HE € ACEH

Hapywuenua na xooicama u ROOKOJICHAMA MvKaH

YeceTH: CBPBXYYBCTBUTEIHOCT, IIPEXOHA M/MNH N0303aBUCHMA JIOTTELIHS, HAPYLUEHHA HA HOKTHUTE H
HOKBTHOTO JIETJIO

Heuvectn: anrnoegem, oOpHB, HapyllueHHa Ha KOChMa (KaTo HeoOHUaliHa CTPYKTYpa Ha KOCHEMa,
POMEHH B L|BETA Ha KOCHMa, HeoOu4aeH pacrek Ha KocaTa)

Penxu: TokcH4HA eNUAepManHa HEKpOAU3a, CHHAPOM Ha Stevens-Johnson, epureMa MyaTudopMe,
CUHAPOM Ha NIeKapCTBEH OOpHUB ¢ eo3nHOPHua ¥ cucTeMHH cuMnToMu (DRESS)

C HeH3BeCTHA YeCTOTa: XUIePITUrMEHTallHA

Hapyiuenust Ha MyCcKYaHO-CKeRemMHAMA CUCMEMA U CHeOUHUMENHAMA MBbKAH
Heuectu: HaManeHa KOCTHa MUHEPATIHA [UTHTHOCT, OCTEONEHIA; OCTEONOpo3a U PpaKTypH npu

MaluMEeHTH Ha NPOABILKUTENHA Tepanus ¢ Jenakun Xpoxdo 500 mg. MexaHu3M®BT, Mo kokito JenakuH
XpoHO 500 mg nopnuABa KOCTHHA MeTabONU3BM, HE € YCTAHOBEH

Penxn: cucTeMeH Tymnmyc epuTeMaTo3yc (8. Touka 4.4), pabnomuonusa (Bx. Touka 4.4)

Hapyuenus na endoxpunnama cucmema

Heuwectu: cunapoM Ha HapyuleHa cexkpeuus Ha AIlX (SIADH), xvmepanaporeHH3sM (XHP3yTH3IBM,
BUPUIIU3IBM, AKHE, MBXKH THI AJIONIELUA W/ I YREIUYEH aHOPOreH).

Penxu: xunotHpeonnussM (BX. ToO4Ka 4.6)

Hapywenua na memabonuzma u xparnesemo
YecTH: XUTIOHATPHEMHA, YBETHYEHO TEVIO*
* TloBuiureHOTO TeNECHO Terno TpsaOBa na Obae BHUMATENHO NPOCIenABaH0, THi KaTO € (pakTop 3a
NOMMKHUCTO3EH OBapHAJIEH CHEAPOM (BX. Touka 4.6)

Penku: xunepamonnemust* (Bx, Touka 4.4), 3aTnpCcTABaHE

*Bp3MOXKHO € fa HACTBIVIT CJTyYyad Ha H30JIMpaHa UK YMepeHa XunepaMoHueMus 6e3 n
yepHOApoOHUTE (YHKIUMOHAIIHH TECTOBE M TOBa He TpsaOBa fa 6bje MpHUKHA 3a Npek
Tepanuita. Cpod1IaBaHO € U 38 XUNEepaMOHHEMHUS, CBBP3aHa ¢ HEBPONMOIHUHH CHMII
CITyuay, € HEOOXOAUMO Ja ¢ce OOMUCIAT NONBAHMUTENHH H3CNeABaHHA (BX. TOYKH 4.




Hapyiienus B ypeltaua uuksn u prck ot XHNEpaMOHEMHA U TTalHEHTH ¢ pUCK OT
XHIIOKapHUTHHEMHA ).
C HensBecTeHa 4€CTOTA: XHIOKAPHUTHHEMHU (BX. TouxH 4.3 H 4.4)

Heonnaszmu - dobpoxavecmaenu, anoxavecmeeny u HeOnpeodeneHu (6KIIOYUMENHO KUCIIU U ROAUNLL)
Penxu: muenonucrnacTiyen CHHAPOM

Cvoosu napyuenus

Hectu: xemoparus (8. Touxu 4.4 u 4.6)
Heuectu: rackynurt

Obwu napyutenun u epexnu na macmomo na RPUROJCEHUE
Heuecty: xunorepmus, HeTexbK nepugepen enem

Xenamobunuapru napyuerus
HecTH: yepHOAPOGHH yBpexaaHus (B, TOYKa 4.4)

Hapywenus na 8v3npouzeodumeanama cucmema u 2ypoama
Hectu: nucmeHopes
Hevectu: amexopes

Penxu: 6esrtonne npu Muxe (B3, Touxa 4.6), NTONUKUCTO3HY ANYHHIM

[Heuxuynu napyuienus

HecTH: CBCTOSHHE HA obBpKaHocT, XaMOUWHALINY, arpecka™, aXXHTalHA*, HApYLIeHO BHUMaHHe
Penxu: abHopMHO noBenenue*, [ICHXOMOTOPHA XMIEPAKTHBHOCT*, HapyIUeHa CIIOCOBHOCT 33
0byueHue*.

*Tesu HexxenaHH JIEKaPCTBEHH PEAKLIMH Ca HaG/IONABAHH OCHOBHO IpY M€ AHATPHYHATA MTONYJNALHA.

Brusnue avpxy nabopamopru u duaznocmuuny wcredsan us
I'bit KaTO BANIMPOAT CE OTHENA OCHOBHO npe3 6n6pennre, yacTHYHO Mox hopmaTa Ha KETOHHH TeNa,

PE3YJTATBT OT HANIPABEHHA TECT 3a OTACICHUTE KETOHHH Te1a MOsKe A& € MOoABEeXaalll [TPH NALIHEHTH C
aOHuaber.

IeavaTpuyna nomynauus

IIpopunet Ha GesomacHocT Ha Bannpoar B [ENUATPHIHATA TTONyJIALNA € CPaBHUM C TO3H NPH
BB3PACTHH, HO HAKOH HEXXeIAHH PEaKLMH Ca N0-TEXKKH HAHK Ce HaGIoNaBaT rJIaBHO B NEeAHATPHYHATA
norynauns. ChulecTBYBa 0COGEH PHCK OT TEKKO “EPHOZPOOHO YBpeXIaHe NPH KbPMAYETa H MAJTKH
AeLIa, OCOOEHO Ha BB3PacT oA 3 roanHy. MankHTe fela ChU0 ca M3ToNKeHHN Ha 0COGEH pHCK OT
MAHKPEATHT. 1e31 PUCKOBE HAMANABAT ¢ YBEIMYABAHE Ha BE3pacTTa (BiK. Touka 4.4). Ileuxuqny
Pa3CTPOHCTRA KATO arpecHs, Bb30yna, HapyuIenve Ha BHIMaHHETO, HEECTECTBEHO MNOBE/CHHE,

(ICHXOMOTOpHA XHNEPAKTHBHOCT K HapyIleHa CiocoBHOCT 3a 06yueHHe ce HabmoIaRaT rJIaBHO TIpH
NeAHAaTPHYHATA MOITyIaLius.

Crobmapane Ha Hexkenann peakunn

CbobuasaHeTo Ha TOO3MPAHH HekeIaH! PTaKitiy Clle/l paspeliaBane 3a ynorpeba Ha iekapeTBeHUS
MPOAYKT € BaX<HO. TOBa NO3BONIABA Aa NPOAB/DKH HaBTIONEHHETO Ha CHOTHOLUECHHETO ON3a/pUCK 323

JIEKAPCTBCHUA NIPOXYKT. OT MEANLMHCKHTE CIIELMANTHCTH CE H3NCKBA Ja cpobIuaBar Bcaka
[T0103HpaHa HeXENaHa PeaKLUs Ypes:

HM3neaxuTenHa areHumA o JIeKapcTRaTa
yi. , Jamsn I'pyes” Ne 8,

1303 Codns,

Ten.: +35 928903417,

yebcahiT: www.bda.bg.

4.9 TIIpemo3znpane

IIpyu3HaUM ¥ CUMITOMHU




[Tpr3HauuTe Ha OCTPC MaCHBHO NpeAo3upaHe 0OHKHOBEHO BISTIOUBAT KOMA ¢ MYCKYJIHA XHTIOTOHNA,
XHIIOpe(dNEeKCHs, MHO34, HapyLlIeHa AuxaTeIHa QyHKImA, MeTabOoIMTHE allMa03a, XMIIOTOHHUA U
LIMPKYJIATOPEH KOMAarc/ ok,

Cnen MaCHBHO MpPeNO3UpaHe Ca HACTBIBANH CMBPTHHU CITYYaH.; BBIIPEKM TOBA, OOMKHOBEHO H3XOABT €
OnaronpHsaTeH.

Cumrrromure obaue MOTAT Ja BapHpaT M ¢e ¢hodllapa 3a rbpyOBE NPH MHOTO BUCOKH IUTa3MEHH HHUBA.
Croflasa ce 3a CJIyYau Ha TTOBHILIEHO HHTPAKpaHUAIHO HANMIaHe, CBbP3aHO C MO3BUEH OTOK.

Hammuero Ha HATPUM B ChbeIUHEHWTA C BAJIIPOAT MOXKE Aa ACBEAC A0 XHMIIEPHATPHEMHA B CITydanTe
Ha Ipefo3HpaHe.

OBnaaspade

B CJTY‘-laﬁ Ha IIPEAO3HpaHe C BAJITIpOaT, BOACILO A0 XHMIICPpAMOHCMKA, MOYKE Aa CC IIPHIOKH KapHHTHH
HHTPaBCHO3HO, 34 Aa CC HOPpMaJIM3HpaT HHBaTa HA aMOHSIKa.

5, GAPMAKOJOI'NYHU CBOUCTBA

5.1 ®@apmakoauHaMHYHH CBOICTBA

DdapMmakoTepaneBTUYHa rpyna: [IpoTHBOENHUNENTHYHH CpeliCTBa
ATC xon NO3AGO1

H_IHPOKOOHBKT'BpeH NPOTHBOCITHIICIITHYCH JICKAPCTBCH ITIPOAYKT.

Banmpoat ynpaxHsBsa edhekTHTE CH IVIaBHO HA HHBO LIGHTPAJIHA HEPBHA CUCTEMA.

DapmakoJOrHuRUTE H3CNEABAHUA BbPXY XXHMBOTHU 1oka3pat, 4e JlenakuH XpoHo S00 mg nputexasa
NPOTUBOIEPUYOBH CBONMCTRA MPH pa3/IMUHK MOMEIH Ha eKCIepHMeHTallHa enuiiernicus (reHepaTH3paHi
U NapUHa/iHH 'BPYOBE).

ITpu xopa, Jenakun Xpono 500 mg crll0 AEMOHCTPHPA NMPOTHBOENTHISITHYHA aKTHBHOCT pH
pasIMMHYU BUIOBE SITHUIIETICHA,

OCHOBHHAT MY MEXaHH3IbM Ha HeHCTBHE € CBBbp3aH ¢ noacunsade Ha AMK-epruyHara akTHBHOCT.

5.2 Q@apmMakoKHHeTHYHN ¢BOICTBA

Pasnpenenenue
[IpemuHaBaHe npe3 nnaueHTarTa (Bx. Touka 4.6).

Bannpoar npeMHHaBa npe3 muaneHTapHata OapHepa KaKTo 1py >KMBOTHH, TaKa W IIpH Xopa.

- [Ipy >KUBOTHUTE, BANIIpOAT peMUHaBa Mpe3 IJIaleHTaTa B NofobHa cTerneH KaTo MpH XopaTa.
. Haxonko mybnukanuy ca H3cnexsany npy xopa KOHLCHTPAUHUTE Ha BANIIIPOAT B ITBITHATA
BPBB HA HOBOPOACHH NpH pakpaHe. CepyMHUTE KOHLEHTPALMK HA BaJINIpOaT B ITBIIHATA BPEB,
NoKa3Ballii Te3H BbB PeETYyca, ca MoJoOHH KK JICKO 3aBMLIEHU B CPaBHEHHUE C Te3U Ha Maiikarta.

MetabonuieMm

Harpuesuat aitipoat ce abcopbupa 6bp30 U ITHKOBH MIa3MEHN HUBA C€ IIOCTHIaT B paMKHTE Ha ]-4
yaca, cTabuneH e B NpoaL/DKeHHe Ha 4-14 yaca, [Ipyn nepopaneH npueM, 85-100% ot nozara ce
abcop6upa. [Tomy)XHBOTHT IpH NoBeueTo nauueHTH ¢ 8-20 yaca, HO B OTHOEMHY ClTydan MOXKe fa Obae
3HAUMTENIHO NO-ABALT. IIpH HapyileHa 6p0peuHa QyHKUMA, MOTY>KMBOTHT Ha BAINPOATa € YABIKEH.
[TnazMeHUST NONY>KUBOT MOXKE a ce YABIDKM no 60 waca npu meua nox 2 Mecera, Ho NpH Mo-rojieMu
Jielia TOM e roioDeH Ha TO3M NMpH Bh3pacTHH. B3anMoBpB3kaTa MeXXTy faneHaTa 1038 U edexTa,
CHOTBETHO MEXIY NNla3MeHaTa KOHUEHTpaluua ¥ edekTa, He ca TOYHO OLICHEHHW, PaBHOBECHO

cbecTosHMe (steady state) Ha Ila3MeHaTa KOHUEHTpALMA ¢€ AOCTUra B [OBEYETO CIIydau Clek WH
neyeHue. JIMKBOpHaTa KOHUEHTpauus goctura npubnusurendo 10% ot nnazmeHara KO 7N 27,

2
HatpueBusT BaNnpoar ce CBHpP3Ra C MIA3MEHUTE NpOTeHHHU B npubnusutento 90%. B -- __ {%6
Ha CBbP3BaHe C MPOTEUHUTE MOXKE Aa PEAN3BUKA PUCK OT KIMHHUYHO 3HAYMMH B3aH i ;ﬁ* jf AR
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3al0BONHUTENEH KIHHHYEH eheKT OBHKHOBEHO Ce AOCTHTA IpA KOHUEHTpauuy mesxxy 300-700 umol/l,
HO € HeOOXOIMMO Ja Ce BieMe MpeABU/ LILIOCTHATA KITHHKHYHA CHTyallld NpH IaimexTa (BX. TOuKa
4.2).

OCHOBHHAT BT 3a Onotpanchopmaiua Ha B&JIIIPOAT € I'MOKypoHupaHeTo (~40%), npenumuo ypes
UGT1A6, UGT1A9 u UGT2B7.

Hatpuesust sannpoar ce MeTabonn3Kpa BB BHCOKA CTENEH H Ce CKCKPETHPa B YpHHaTa noa ¢popmara
Ha KOHFOTHpaHU MeTaboHTH.

Hemaxxn Xporo 500 mg uMa mo-HUCKA Cuax ¥ € € [O-MAIKO $TyKTyanuH B riasMeHata
KOHILICHTPAllUA NPe3 NeHS B CPABHEHHE C FacTPO-PE3UCTEHTHHTE TabeTKY.

Heduampuunu nayuenmuy

Heua Ha BB3pacT Hag 10 FOXHHY M JOHOIIM HMAT KIHPBLHC Ha Banmpoat nopobex Ha To3u npu
BB3PACTHH. |IpH rleqMaTpiHK narmenTy Ha BB3pact noa 10 romvmy CUCTEMHHS KIIMPBHHC Ha
BANpOaT Ce pasnuiasa B 3aBUCHMOCT OT BB3pactTa. [Ipu HoBOpOZeHH H KbpMayeTa Ha BB3pacT A0
2 Mecella KIUPLHCHT Ha BAINPOATa € HaMaJIeH TIpH CPABHCHHE C TO3H IPH BB3PACTHU U € Hal-HHCBK
HEMOCPEeACTBEHO cnen paxkaaHeTo. [pH npernen Ha HayuHaTta JIATEPAaTYpa, NOTY)KUBOTHT Ha
BAIIPOATa NIPH KBPMAYeTa Ha BB3PACT 0 2 Mecella I0KA3Ba 3HAYHTE/IHH PasiuKH oT 1 no 67 yaca.,

[Ipu nena Ha BB3pact 2 — 10 roauuy, KJIHPBHCBT Ha Banmnpoara € ¢ 50% no-BUCOK OT To3y npu
BL3PAacTHH.

3.3 IlpeakanHm4un gaHHu 32 Ge30MACHOCT

ITpoyuBanHs npH XUBOTHH NMOKA3BaT, Ye €KCIIOZMUHATA Ha BaJIIPOAT i1 ulero BOAW N0 MOPGOIOrHUHY
HW/UIH QYHKUHOHATHH NPOMEHH HA CIIYXOBATa CHCTEMa [PH MIBXOBE U MUILKH.

Bannpoar He nokassa npu aHanus in vitro MYTar¢HHOCT HHTO NPH DaKTepHH, HUTO BBPXY KIETKH OT
MHIIY THMGOM U HE MHAYLMpa penapauus Ha JIHK B TEPBHYHA XCMIATOLMTHH KYJITYPH OT MBX. /1
vivo, obaye, ca MoJryueHH IpOTHBOPEYHBH PC3YJITATH 32 TEPATOreHHUTE HO3H B 3aBHCHMOCT OT
HaliHa Ha NpuioxeHue. CeR NepopaiHO NPHIIOKEHHe, Hal-9eCTO H3MON3BAHMS HauYyH Ha
NMPHIOXKEHHE IIPH XOPa, BAJMIPOATHT He HHIYLIMPA XPOMO3OMHH abepanuH B KOCTEH MO3BK OT IUTbX
HITA NOMHHAHTHH NIETATHH eekTH Npy MHULIKM. HUHTpanepuToneantoTo HIDKCKTHDaHe Ha BaJINPOAT
ITOBHIIaBa HAKBCBaHe Ha BepuruTe Ha JJHK M XxpomozoMun YBPEXIAHHA NpY rpH3auy. B
[ONBJIHEHHE, B IyONMKYBaHH MPOYUYBAHHA € CHOBINABANO 33 YBEIHIEH OOMEH MEXITy CECTPHHCKHTE

YYaCTHULN. BbNpekH TOBa, H3KJIFOYBAILH Ce PE3YJITATH Ca MMOTYYSHH MPU CpaBHSBaHe Ha NaHHHTE pu
NMalMeHTH € CMIUJIETICHA, NIEKYBaHH C BANIIIPOAT, C Te3H Ha HEJIEKYBAHU NALMEHTH C eITHITercH.
KnnHpruHOTO 3HaYeHue Ha Te3u pe3ynraTd 3a JJHK/XpoMo30MuUTe € HEH3BEeCTHO.

Hexnunminure fanuu He noxassaT ocofen PHCK 33 XOpaTa BB3 OCHOBa Ha KOHBEHLIMOHAIHH
MPOYYBaHHA 32 KAHUEPOTEHHOCT.

Penpodykmuerna moxcuunocm

BannpoatsT uHIYLMpa TepaToreHHy ePeKTH (MaTPOPMALIHH Ha MHOMECTEOD OPraHHH CUCTEMH) B
MHLUKH, TBXOBE H 3aHUM. OTKIIOHEHUA B TOBEICHHETO ¢a CHOGIIABANY B HHIAUBHANUTE OT MBPBO
HTOKOJICHHE Ha MULUKH M TUTBXOBE Clel eKCTIO3HLUA in utero. Hakou [MOBEACHYECKH MTPOMEHH ca
HabnonaBaHH CbIO H BBB BTOPO IIOKONEHHE, & ChIUUTE Ca GHIH NO-TPYIHO 3a6e1eXKHMK B TPETO
IIOKOJICHHE Ha MULIKY CJIEA OCTPA in ulero eXCo3HIHT Ha MEPBOTO NOKOJISHHE HA TEPATOrEHHM HO3M
Bannpoat. CKPHTHTE MEXaHH3MH H KIMHHYHATA 3HAYMMOCT Ha Te3H OTKPHTHS Ca HEH3BECTHY,

B npoyuBanus 3a TokcHuHOCT TIpH MHOTOKPATHO MpHIarade ca cLobILeHH TECTUKYIapHa
ACTEHEPALHA/aTPOPHS HITH HAPYILIEHHUS B CHCPMAaTOreHe3aTa M HaMaIABAHE HA TETJIOTO HA TECTH
TIPH BL3PACTHH IIBXOBE H Ky4eTa Cle/l IepOpanHo MPUIOKEHHE B 03K CBOTBETHO 400 m
150 mg/kg/nen, Haxonku B TCCTHCHTE, CBBP3aHHU ¢ HUBa 6e3 Habmonaran Hebnaronpusare
observed adverse effect levels, NOAELSs) ot 270 mg/kg/nen [PH BB3PACTHH TUTBXOBE U
[PH BBL3PACTHH Ky4eTa.

CpaBHeHHATA Ha rPAHHLKUTE HA 6€30MaCHOCT Ha basata Ha ekctpanonupanara AUC np
KyHE€Ta noKa3Bat, ue MOXE 11a HAMa rpaHHLA Ha 6e301aCHOCT. \
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[1pH IOBEHHUNIHU TUTHXOBE HaMaABaHe Ha TEIJIOTO HA TSCTHCUTE € HabroqaBaHo caMo IpH Z03H,
HaZBMIIaBall{ MaKCHManHaTa rnoHocuMa go3a (oT 240 mg/kg/ned npyu HHTpanepUTOHEaTHO UIH
HHTPaBEHO3HO NMPHICKEHHE), 63 CBBp3aHH XHCTONATONMOrHYHY poMenH. He ca nabaronapann

e EeKTH BBPXY MBKKHTE PEIIPOLYKTHBHH OpPraHH IPH MOHOCHUMH AC3H (1o 90 mg/kg/neH). By3 ocHoBa
Ha Te3H JaHHH IOBEHWIHUTE XXKUBOTHH HE Ce CUMUTAT 3a MO-NOAATIIHBH 10 OTHOLIEHHE Ha HAXOAKH B

TECTHCHTE, B CPABHCHHE C BL3pACTHHTEC. 3HaueHHEeTO HAa HAXOAKHTE B TECTHCHTE 34 N[NeAHATPHYHATA
[1I0ITYNa0HA HC € H3BCCTHO,

B npoyusaHe 3a pepTUNUTETa NIPH MIBXO0BE, BanmpoaT B Ao3K 10 350 mg/kg/nHEBHO He NOBIMABA

PENPOAYKTHBHATA QYHKLHMS HPHU MBKKUTE HHAUBHAK. BBIIpekH TOBa HHPEPTUITUTET NPH MBIKE €
naeHTUQHULIMPAH KaTO HeXellaHa peakiusa NpH xopata (Bx. Touku 4.6. 1 4.8).

6. GAPMAIEBTHUYHU JAHHM

6.1 ChnicbLK HA NOMOIIHHTE BelecTBa

Etun He;Tyno3a, XMIIpoMeno3a, CATHITHEE AUOKCHA, KOTOHACH 633B0ﬂeH, CAITHIIHMER THOKCHA, KOJIOHACH
XHIpaTHDaH, 3axapHH H&Tpl-’[ﬁ, [IOJIMaKpwnar, Makporos, TaJlk, THTAHOB AHOKCHH.

6.2 HecbeBMecTuHMOCTH

Hsama gaHHH.

6.3 Cpok HAa FrORHOCT

3 rogvHHu.

6.4 CrnenHanHn YCNOBHA HA CbXpAaHEHHE

To3u nekapcTBeH NPOOYKT HE U3UCKBA CIICLIMAIHY YCMOBUA HA ChXpaHEHHE.
6.5 Bua H chbabpiKaHNe HA ONNAKOBKATA

KyTna ¢ 30 tabnetks ( riiacTMacoBa Tyoa).

6.6 Crheunannn npeanasHi MepKH IIPH HIXBbPJIAHE

Hama crielpasivy U3UCKBAHMSL.

7. IIPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEDBA
Sanofi Winthrop Industrie

82 avenue Raspail
94250 Gentilly

Dpanuus

8. HOMEP(A) HA PASPEIHEHMETO 3A YIIOTPEBA

Per. Ne 20010812

9. JATA HA ITBbPBO PASPEIIIABAHE/MIOJHOBsIBAHE HA PA3SPEIIE
YIIOTPEBA

Hata Ha nepBO paspewaBane: 23.07.2001




JlaTta Ha nmocnenHo noaHoBsBaHe: 11.10.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/03/2025
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