KPATKA XAPAKTEPUCTHKA HA ITPOJIYKTA -ﬁ 3003 fr

-G 56

V¥ To3u nekapcTBeH NpoayKT NOAIEKH Ha TOMBIHUTENIHO HaOmoaeHHe. ToBa 11e no3Bou Obp3oT 7 -[)7- 2075
YCTaHOBsIBaHe Ha HOBA HH(OPMALIHS OTHOCHO Ge3onacHocTTa. OT MEIMLIMHCKUTE CIIELMATUCTH e

H3HUCKBA J1a ChOOIIABAT BCAKA 110/103UpaHa HeKelaHa peakiMa. 3a HauMHa Ha choOIaBaHe Ha

HEJKEeJIaHW peaKkLMM BHKTEe Touka 4.8.

1. UME HA JIEKAPCTBEHMUSA IMTPOJIYKT

Jenakun Xpono 300 mg TabieTKH ¢ YbIKEHO 0CBOOOK 1aBaHEe
Depakine Chrono 300 mg prolonged release tablets

2. KAYECTBEH U KOJIMYECTBEH CBhCTAB

Beska tabnetka chabpka 199.8 mg narpuer Basanpoar (sodium valproate) u 87 mg pannpoesa
kHcenuHa (valproic acid), otrosapsium na 300 mg natpues Bannpoar (sodium valproate) 3a TaéeTka.

[TomMowHO BewecTBo ¢ M3BeCTHO JieiicTBHe: HaTpuii 28,31 mg/TabneTka (BkK. Touka 4.4)
3a MbJIHUSA CIMCHK HA MOMOLIHHUTE BELECTBA, BHKTE Touka 6. 1.

3 JIJEKAPCTBEHA ®OPMA

Dunmupana TableTKa ¢ yAbIKEHO 0CBOOOK/1aBaHE.

4. KJIUMHHYHHU JAHHHU
4.1 TepaneBTHUYHH NOKA3AHHA

Enunaencus

e  ITbpBHYHO reHepann3UpaH eMUICTICHH H NPUNATbIH

e  |HMOBE NPUCTBITH:
abcaHcH (petit mal), renepannsupann TonnuHo-k1oHnuHK (grand mal), TOHHYHM M ATOHHYHH
[PUIAABLUH, MHOKJIOHHYHH MPHCTBITH, HH(PAHTHIIHH CIIA3MH.

e l'eHepasM3HpaHH CITHIICTICHH H €ITHIICITTHYHH CHHIPOMM:
abcaHCHA eTMIIETICHSA, IOBEHHIIHA MHOKJIOHHYHA €ITMIIETICHS (CHHIPOM Ha Janz). enuiencus ¢
FCHEPATTM3HPAHH TOHHYHO-KJIOHHYHH NIPUIIAAbIIH MTPH cbOYKIaHe, POTOCEH3UTHBHHU EMUIIETICHH.

e  Cunapom Ha Lennox- Gastaut.

e  Cunapom nHa West.

o Dokanuu (NapUHATHA) €NHIETICHH W NPUCTBITH ¢ WK €3 BTOPHUHA reHepaTH3aLus.

bunoasipuo paserpoiicrso

Jleuenune Ha MaHHEeH eNU301 NPH GHNOJIAPHO PA3CTPOICTBO, KOraTo AUTHI € MPOTHBOIOKA3aH WM He
ce Tonepupa. lIpoabizkaBate Ha I€YEHHETO Clle/I MAHHEH eITH30/1 MOKE /1a ce OOMMCITH TTPH
MalHEHTH, KOUTO €a Ce MOBJUAIH OT BAJINPOAT MPH JICHEHHETO HA OCTPAa MaHHS.

[Ipn geua: Kato caMOCTOATE/IHA TePanHs WIH B KOMOMHALIMSA C JIPYT aHTHETTHIETTHYEH JIEKApPCTBEH
MPOIYKT:

Jleyenne Ha reHepaM3Mpana enuIenCHs: KIOHHYHH, TOHHYHH, TOHHUHO-KJIOHHYHH T1PH
adCaHCH, MHOKIIOHHYHH MPUCTBITH, AaTOHHYHH MPUNaTbiM; cuHapoM Ha Lennox-Gasta
Jleuenne Ha napumaaHa enUIENCHA: NAPLUHATHN NPHCTBITH ¢ M 5€3 BTOPHUHH reHep
[PHIAIBLH.




4.2 [o3npoBKa H HAYHH HA NPHJIOKEHHE

Ho3ata TpaOBa aa ce apanTHpa cro6pasHO BL3pAcTTa, TENECHOTO TEMIO M MHAHBHAyanHATA
"yBCTBUTEJIHOCT. TabneTkara Moxke 1a ce Jend, HO He TpAOBA 1a ce CIbBKBA WM CTPHBA.
TepaneeTiiHa edexTHBHOCT OGHKHOBEHO Ce MOCTHIra NPH Ma3MeHH HUBa Mexay 40-100 mg/1 (300 -
700 pmol/l). OnTUMaNHOTO TUIa3MEHO HHUBO Ce pa3iHYaBa MEXAY OTACTHHTE HHAHBHAH, a BEPOATHO
H MPH €JHH M CBLI HHAWBHI B pa3/lM4H{ MOMEHTH OT BpEMeE.

[1py nauneHTH, KOMTO He NMOMYYaBaT APYro NPOTHBOEIHWIENTHYHO JIEHEHHE, 3a NPENOYHTAHE €

Ao03ara /a C€ NOBULIABA INMOCTENEHHO HA HHTEPBAH OT N0 2-3 JHH 10 AOCTUraHE Ha ONTHUMAaNHaTa

103a.

[1pu npexBbpIsHE OT JIEHEHHE C APYT JIEKAPCTBEH NPOAYKT, HAH AITEPHATHBHO, KOTaTO ce BKJIIOYBA
KaTo AOMBJIHHTENHA MEIHKALUA KbM NPEAXOAHO JIeHeHHe, 3amsiHata ¢ Jenakud Xpouo 300 mg
TpA0Ba Aa ce npaBy NOCTENEHHO TaKa, 4e ONTHMANHATA 1032 A3 6b/e JOCTHIHATA €AHOBPEMEHHO ¢
HaMa/IABAHETO W CIIMPAHETO Ha APYIHA JIEKapCTBEH NPoAYKT. [1pn npexBbpnsiHe OT KOHBEHLIMOHAMHY
Tabnetku Jenaknu keM Jlenakun Xporo 300 mg, nuesHaTa n03a TpsabBa aa ce 3anasm.

[Mpyu HeoOGxoauMoOCT, NpubaBAHETO Ha APYTO MPOTHBOETIUIIEIITUYHO jledeHHe TPAOBRA Ja ce M3BBPILBA
MOCTENEHHO.

Hozuposxa

B o0wmsa cyyait nhpeonayanHara a03a € 10-15 mg/kg nHesHo, oTropapsila Ha 2-5 Tabnetky

(300 mg) wnu 1-3 Tabnerkn (500 mg) 3a noeeveto naumentu (60-100 kg). Jo3ara Tpsbaa na ce
THTPHUpPa 10 ONTHMAJIHO HHUBO, M [1a C€ pa3feii Ha 1-2 qTHEBHH NpHeMa.

IIpu ev3pacmnu B 00wHs cy4aii nozarta € Mexay 20-30 mg/kg aHeBHO, OTroBapsiuM Ha 4-10
Tabnerku (300 mg) unu 2-6 Tabnetkn (500 mg), ako nauueHTsT € MexIy 60 1 100 kg. B cayuaii, ye
HE MOXE Jla C€ INOCTUTHE OBJIAAABAHE HA I'bPUYOBETE C Ta3U 1033, TO TA MOXe 1a ObJe yBeTHYeHa.
[NauneHTsT TPAOBA Na ce cne CTPHKTHO B CAYYA#, Y€ NMoayyaBa JHEBHA 1034 [10-BUCOKA OT

50 mg/kg.

3a Oeya Hal-yecTaTa 103HpoBKa e okoo 30 mg/kg nHeBHo.

ManseH enuson npu GHNONAPHO Pa3CTPOICTBO

IIpu ev3pacmuu.

JlHepHaTa f03a TpabBa na 6bAe ycTaHOBEHA H KOHTPOAHUPAHA HHAUBHIYATHO OT JIEKYBALIHA JIeKap.
[lpenopruanaTa Ha4yanHa qHeBHA 1033 e 750 mg. OCBeH TOBA B KIIMHHYHH W3NMTBAHMS HAYA/IHA 1032
oT 20 mg Bannpoat/Kg TeNnecHo TEro ChIIO M0KAa3Ba MPUEMITHB Npodui Ha GesonacHocT. PopMuTe ¢
yABIDKEHO 0cBODOKAaBaHe MoraT 1a 6bAaT npuiaraHy BeHBX WK A8a IMbTH AHeBHO. Jlo3aTa Tpabea
na Obae yBenuyeHa KOJIKOTO € Bb3MOXHO N0-0bp30, 3a Aa ce NOCTUrHE Hal-HUCKATA TEpaneBTHYHA
n03a, KOATO BOAH 10 eNaHHA KIHHHUYeH edekT. [lHerHaTa 103a TpabBa aa Obae aganTHpaHa cnipaMo
KITHHHYHHA OTTOBOP, 32 Aa ce Onpeacin Hai-HHUCKaTa epeKTHBHA 1034 3a HHAHBHIYaNHHS NALIHEHT.
Cpeanara nHeBHa 1032 OOMKHOBEHO Bapupa Mexay | 000 u 2 000 mg sannpoar. ITauneHTH, KOUTO
MOy4aBaT AHEBHU A03W NO-BMCOKH OT 45 mg/kg TeecHO Ternio AHEBHO, TpaOBa na Obaart
BHHMATE/HO NPOCHEAABAHM.

[IpoabkaBaHeTo Ha NEUEHHETO 338 MaHUHHH €MH30H NpH GHNONSPHO pascTpoicTRO TPAOBa Aa 6ble
ananTHpaHO HHAWBHIYA/IHO, KATO C€ W3MO0I3Ba Hal-HUCcKaTa eeKTHBHA N034.

Cneudaniy nonmynaumu

Heya

Enunencus

Ot nepopanuute nekapcTBeHH GOPMH, CIIEAHNTE NeKapcTBeHH GOPMH ca NO-NOAXOAALLH 32
Mpuarade Npy aeua Ha Bb3pact noa | ! roauHu (cHpon, nepopaneH pa3TBOp U FPpaHyJiu).

[lpu naunenTu ¢ 6v6peyHa HEROCTATLYHOCT

[Ipu nauneHTH ¢ 6bOpeUHa HEJOCTATEYHOCT MOKE 12 CE HAJIOKH HaMaIABaHe Ha JI0
yBex4aBaHEe Ha 03aTa NPpH NaUMEHTH Ha XemMonHuankia. Hatpues Baanpoat/saimpo
OTAENA NpH Ananuia (Bx. Touka 4.9). Jlozuposkara Tpsbea aa ce npoMeHs crnopen
npociaendasaHe Ha naldeHTa (Bx. Touka 4.4).




bunonspuo pascrpoiicteo

IIpu deya u worowu

E¢ukacHocTTa Ha [lenakud Xpowo 300 mg 3a ieyeHHe Ha MaHUAHHU €NU30M NpH GUMONAPHO
Pa3CTPOHCTBO He ca OMJIH OLIeHABaHH NPH NAaLHEHTH Ha Bb3pacT noz 18 roaunu. 3a MEpopMaLKs
CBbp3ana ¢ 0e30MacHOCTTa MpH Aela BIKTe TouKa 4.8.

Jela oT )KEHCKY MO/ H KEHH C IETEPOICH MNOTCHIMA
Jleuennero ¢ enakun Xpono 300 mg Tpabea 1a ce 3anoune ¥ Habm0AaBa OT CrIELHANMCT ¢ ONUT B

JIEHEHHETO Ha EMUNIENCHA WM OMNONAPHO pascTpolicTeo. Bannpoat He Tpsbea a ce winonssa npu
[ieta OT XKECHCKH MOJT U KEHH ¢ ASTEPOAEH MOTEHLIMA, OCBEH KOTaTO JIPYIMTE JIeYeHHd ca
Hee(eKTHBHU WK He ce NoHacAT 100pe (BK. Touku 4.4 1 4.6).

[Noa3ata u puckbT TpaOBa BHUMATENHO A ce OLCHABAT NMPH PYTHHHHATE NpPEr/ieH Ha JICYEHHETO,
Banmpoar ce npeanucsa v otrycka B choTBercTBue ¢ [Iporpamata 3a npeanasBane 0T GpeMEHHOCT
npH yrnotpeda Ha Bannpoat (BXk. To4ku 4.3 H 4.4).

3a npeanoyMTaHe € BANMpOAT Aa ce NMpeNHCBa KaTo MOHOTEPANHA ¢ Hali-HHCKaTa edeKTHBHA 1032,
aKO € Bb3MOXHO, KaTO JIEKapCTBeHa GopMa C yIbKeHO OcBoboXkaaBaHe, 3a 1a ce MPeJOTBPATAT
BHCOKH NMUKOBH [U1a3MEHHU KOHLEHTpaluH. /IHeBHaTa no3a TpsOBa na 6bae pazneneHa Hal-Maiko Ha
ABE €AHHHUYHH 103H (BX. TOYKA 4.6).

Mubxe
[Tpenopwusa ce neuenuero ¢ enaknu Xpoxo 300 mg aa ce 3anouue u KOHTPOJIHPA OT CNICLMATIUCT C
ONMHT B JIEYCHHETO Ha SMUNENCHA HITH OHIMONAPHO pa3CTPOHCTRO (BX. TOUKH 4.4 1 4.6)

Cnen ocBoboXkaaBAHETO Ha aKTMBHOTO BEWIECTBO, B XOAa Ha Npoleca Ha 3a6aBeHo ocBoGokKIaBaHe H
B CICNCTBHE OT NPHPONATA HA MOMOLUHHUTE BEILLECTBA B CbCTaBa MY, HHEPTHHAT MATPHKC HE ce
abcopOHpa OT XPaHOCMUIIATETHUA TPAKT, a CE EIMMHHHMPA C H3NPAKHEHUATA.

4.3 IIpoTuBonokazauns
Henakun XpoHo 300 mg e NpoTUBONOKA3aH NPH CIIEAHMTE CUTYALHH:

- CBpBXYYBCTBHTEIHOCT KbM HATPHEB BA/HIPOAT WIIH KbM HAKOE OT MOMOILLHHMTE BELIECTBA,
H30poeHH B TouUKa 6. 1.

- OcTbp XenaTvT WIH XpOHHYEH XEMaTHT.

- JluyHa unu pamMunHa aHaMHe3a 33 TEKDBK XENATHT, 0c00EHO CBLP3aH C JIEKapCTBa.

- YepuoapobHa nopdupus.

- Bannpoat e NpoTHBOMNOKA3aH MIPK NaUMEHTH ¢ MHTOXOHAPHAIIHH HAPYILIEHHA, IPUYHHEHH OT
MYTaLHH B AAPCHHA T'€H, KOAHpall MHUTOXOHAPHANHAA eH3HM nonuMepasa y (POLG), Hanp.
cHHIpoM Ha Alpers-Huttenlocher, kakTo 1 nipu neua noa ABeroauIuHa BB3PAcT, 32 KOUTO ce
CMATa, Ye UMAaT HapylleHue, CBbp3aHo ¢ POLG rena (Bx. Touka 4.4).

- [launeHTH ¢ H3BECTHH HapyLIEHHS B ypeHHHA LUMKBA (BHX Touka 4.4).

- TlauHeHTH ¢ HEKOPHUIHPaH CHCTEMEH IMBPBHYEH KRPHUTHHOB NeBHLMT (BXK. Touka 4.4
[lauMeHTH ¢ PUCK OT XHNIOKAPHUTHHEMHS).

JleyeHne Ha enuiencus

* IO BpeMe Ha OPEMEHHOCT, OCBEH KOraTo HAMA MOAXOIALIO AITEPHATHBHO JedeH e (BX. TOYKH
4.4 1 4.6).

*  [PH XKCHH C IETEPOJIECH NOTEHIHAN, OCBEH KOTaTO ca M3MbJHEHH ycaouaTa Ha [Iporpamara 3a
npeana3saHe oT OpeMeHHOCT (BXK. TOUKH 4.4 1 4.6).

JleyeHHUe Ha BUITONAPHO PAa3CTPOHCTRO: ~
* IO Bpeme Ha OpeMeHHOCT (BX. TO4kH 4.4 H 4.6).
*  [IpH XKEHH C 1€TEPOACH NOTEHLHAN, OCBEH KOTATO Ca M3MBJIHEHH YCNOBUATa Ha [pg

npeanassaHe oT OpeMEHHOCT (BX. TOYKH 4.4 u 4.6).

4.4 CneuHa/HA NpejynpexIcHHA H NpeaNa3sHH MepKH NpH ynotpeba
Momuuera//lesolikn/Xenu ¢ aerepogen norenunan/Bpemennoct:




JlenaxuH Xporo 300 mg He TpaGBa na ce H3NO3Ba MPH MOMHYETA, IEBOMKH, TIPH JKEHH ¢
AETEPOAEH MOTEHUHAN WIH OPEMEHHH XKEHH, OCBEH B CITyuail, KOTaTo a/ITEPHATHBHUTE JIeUeHHs ca
Hee)EKTUBHH WM HE CE MOHACAT NOPaJH BHCOK TEPaTOreHEeH NOTEHLMAN U [OBHIIEH PHMCK OT
CEPHO3HH HapylUEHHs B PA3BHTHETO Ha OebeTa HaNoxeHH BHTPeyTpoOHO Ha Banmpoar. [Tonzata u
PHCKBT TPAOBa BHUMATENHO 1@ CE OLICHAT 110 BPEME Ha PYTHHHH nperneau, npes nybeprera u
CTCITHO KOraTo XeHa ¢ 1€TEPOACH MOTeHLHaN, iekyBaHa ¢ Jenakun Xpono 300 mg nnanupa
OpPeMEHHOCT WIH NpeACTOH O6peMEHHOCT.

Kenu ¢ aetepojeH noTeHLMan TpsbBa Aa H3NON3BAT eeKTUBHA KOHTPALENLHMS MO BpeMe Ha
neveHHe U 1a 6baaT HHPOPMHpAaHH 3a PHCKOBETE CBbpP3aHH ¢ ynoTpeGara Ha Jlenakmuu
Xpono 300 mg no Bpeme Ha GpemMeHHOCT (Bx. Touka 4.6).

JlekapaT TpaOBa 1a rapaHTHpa, Ye Ha MaLMEHTKATa € npenocTaBeHa rbjiHa HHGOpMaLHA 3a
PUCKOBETE, KAKTO W CHOTBETHHU MaTepHAJH, KaTo Opourypa 3a MalMeHTa, 33 fa MOANOMOrHe |
pazbHUpaHeTO H OTHOCHO PHCKOBETE.

MenuuuMHCKHAT cneuranuct Tpabsa na € ybeaeH, Ye maLHeHTKaTa pa3bupa:

. ECTeCTBOTO M TeXecTTa Ha PUCKOBETE MPH EKCIO3HLMA N0 BpeMe Ha GPeMEHHOCT, 110-
CMELHANHO 33 TEPaTOTCHHH PHCKOBE U HAPYIIEHHS B Pa3BUTHETO.

. HeobxonumocTTa o1 edekrusHa koHTpaLenumA.

. HeobxoanmocTTa oT pedoBeH nperies 1 OLEHKa Ha JTeYeHHETO.

. HeobxoanmocTTa 0T cnetiHa KOHCY.ITALKMS, aKO IUIaHUPa GPEMEHHOCT MK € Bh3MOXKHA

OpeMeHHOCT.

IIporpama 3a npeanaisaHe oT OpemeHHoOCT

Bannpoat uMa BHCOK TepaTOreHeH NOTEHLMAN U AelaTa, ¢ eKCIIO3MIMA in ulero Ha BaJINPOAar ¢a ¢
BHCOK PHCK OT BPOJICHH MaipopMaLMK ¥ HapyLeHHS B Pa3BHTHETO Ha HEPBHATa CHCTEMA (BXK.
ToukKa 4.6).

Henakud XpoHo 300 mg e NpoTHBONOKA3aH MPH CEIHUTE CHTYaLMH:

JleyeHue Ha enunencus

. MO BpeME Ha OpPEMEHHOCT, OCBEH KOTaTo HAMA [IOAXOAALLO ANTEPHATUBHO JIEYECHUE (BK.
TOYKH 4.3 1 4.6).

. [IPH KEHH € AETEPOACH MOTCHUMAN, OCBEH KOraTo €a H3IMb/IHEHH YCIOBHATA Ha [Iporpamara
3a MpeanasBaHe oT OpeMeHHOCT (BXK. ToukH 4.3 1 4.6).

JlgyeHye Ha OUNOAAPHO pa3CTPOHCTBO

. no speMe Ha OpeMeHHOCT (BXK. TOUkH 4.3 u 4.6).

. FIpA XCHH C NETEPOACH NOTEHUMA, OCBEH KOTaTO ¢a U3NbJIHEHH ycnoBHATa Ha [Iporpamara |
3a Npe/ina3BaHe OT OpeMeHHOCT (BXK. TOYKH 4.3 H 4.6).

Ycnobus Ha [Iporpamara 3a nmpeanassane oT GpeMeHHOCT

[TpeanuceawmaT nexap Tpsabpa na rapaHTHpa, ye

. HHAUBUAYANHHUTE OOCTOATENCTBA TPAGRA fa 61]aT OLIEHABAHH BbB BCEKH OTAENEH CITyyaH,
K4aTO MauMeHTKaTa ObJe BIIFOYEHA B IUCKYCHATA, 34 [Ia Ce rapaHTHPa aHraXHpaHOCTTa i, 1a
C€ 0OCBIAT TePANeBTUUHHTE BB3MOXKHOCTH M 1a C€ TapaHTHPa HEHHOTO pa3bHpaHe Ha
PHUCKOBETE H HEOOXOIUMHTE MEPKH 3a CBEXKAAHE Ha PHCKOBETE 10 MUHHMYM;

. OTCHUHATLT 32 HACTBNBAHE HA OPEMEHHOCT € OLeHEH NMPH BCHYKH MALMEHTKH OT eHCKH
noJI;

. MaltMeHTKaTa € pa3bpasa u MpHena pUCKOBETE OT BPOACHH Man(GopMallii ¥ HAPYLUIEHUS B
Pa3BHTHETO Ha HCPBHATA CHCTEMA, BKIIOUHTENTHO CTENEHTA HA TE3H PHUCKOBE 33 JIEHaTa,
CKCNO3HLIMS In ulero Ha BaJpOAT; /.-— g

. NauueHTKaTa pa3dHpa HeoOX0AUMOCTTa OT NPOBEXAAHE HA TECT 32 GPEMEHHOCT Mpe 4 pen /70\
3aM0YBaHE Ha JICYUCHHUETO M N0 BPEME Ha JIEYEHHUETO, KAaKTO € HEoOX0AUMO: S in Q o

. MALKUCHTKATA € KOHCYJITHPAHA MO OTHOLLEHHE Ha KOHTPAUEILMATA U € B ChCTOSH ': 42 p_,;tn-.‘p? N\ S
CLOOpa3H ¢ HEOOXOAUMOCTTA OT M3IONI3BaHE Ha eheKTHBHA KOHTpauenuus (3a 1ot yu'e’dﬂn G
MOAPOOHOCTH, MOJIA BUXKTE MOATOYKA ,,KOHTPALIENUMA® Ha TOBa npeaynpexkKaCHHUE g '
be3 npexbCBaHe N0 BpeME HA LIENHS NEPHO/ Ha IEYEHHE C BANIIPOAT:




. naLMeHTKaTa pa3brpa HeOOXOAUMOCTTA OT peOBEH (MOHE BEAHBIK FOAWLLHO) Mpernen Ha
JICYCHHETO OT CMELHANHCT C OMNMT B JIEYCHHETO Ha eNWIETICHS, GHNONAPHO Pa3CTPOICTRO;

. MaUMEHTKaTa pa3dbupa HEOOXOAMMOCTTa Aa Ce KOHCY/ITHPA CBC CBOA JieKap BelHara IoM
IL1aHHpa OPEMEHHOCT, 3a 1a Ce OCUT'YPH CBOEBPEMEHHO 0BCHKIaHE U MPEMHHABAHE KBM
ANTCPHATUBHH BH3MOXKHOCTH 32 JICHEHHE NPeH 3a4EBAHETO U NPeH A ce NpeKpaTH
KOHTpaUenuuara;

. MaLMEHTKaTa pa3dupa HEOOXOAUMOCTTA OT ClIELIHA KOHCYITALHS ChC CBOS fniexkap B cyyaii Ha |
6peMeHHoCT;

. NaluMeHTKaTa € nonyunna PLkOBOACTBO 3a nauUeHTa;

. MalMEHTKaTa NOTBBPXKIABA, Y€ € pazdpana ONacHOCTHTE H HeoGXOMMHTE NpeAnasHu MEPKH,
CBBP3aHU ¢ ynoTpedara Ha Bannpoat (lomuiueH GopMynsp 3a NOTEBPKAEHHE OCH3HABAHETO
Ha pHUcKa).

Tesu ycnoBHs ce OTHACAT U 3a KEHH, KOUTO MOHACTOALIEM He ca CE€KCYaJIHO aKTUBHH, OCBEH KOraTo
MPEAMUCBALIUAT JICKap CMATA, € ChIUECTBYBAT YOSAUTENHH TPHYMHH 12 CE TOCOUM, UE HAMA PHCK |
OT HaCTBIMNBaHE HAa BpEeMEHHOCT.

Zeua oT JKeHCKH moJ

. Ilpeanuceawnre nexapu TpaGBa Aa ca cUrypHH, Ye POAHTENHTE/ MIONAraALLHTE TPUXKH 3a Jeua
OT XKEHCKH non pazdupaT HeOOXONHUMOCTTA Ja Ce CBBPXKAT ChC CIELHATUCT BEAHAra Cllen
KaTO IETETO OT XKEHCKH MO, KOETO NPUEMA BANIIPOAT, MOMYYH MEHAPXE.

. Hpennuceawuat nexap TpAGBa 1a rapaHTHpa, Y€ POAHTENMTE/ IONATALLIMTE IPHXXH 3a Aeua oT
KCHCKH TI0J1, KOHTO <a MOy YHITH MeHapXe, ca NOIy4WiH noapobHa Hrdopmauus 3a
PHCKOBETE OT BPOACHH MAN(OPMAIIHH H H30CTABAHE B Pa3BUTHETO HA HEPBHATA CHCTEMA,
BIJIFOYHTE/IHO CTENEHTA HA TE3H PHCKOBE 32 [€LATa C €KCIIO3ULIMA in ufero Ha Banmpoar.

. I1py nauxeHTKH, KOMTO Ca NOMYUYHIM MEHAPXE, TPEANHCBALIHAT nexap TpsabBa na npeoleHaBa
CKETONHO HYX/IaTa OT Teparnus C BAINPOAT M Ja OOMUCIH aiTepHaTHBHH Bh3MOXHOCTH 3a
NeveHHe. AKO BAINpPOAT € €AWHCTBEHOTO MOAXOAALIO NedYeHHe, TPAGBa aa ce 06chau
He00X0QMMOCTTa OT H3MOoN3BaHe Ha edeKTHRHA KOHTpAUCMNLKA U BCHYKH APYTY YCJIOBHS Ha
[Iporpamara 3a npeanaseade ot 6peMeHHOCT. CIELHATHCTDT TpsOBa a NONOXKH BCUUKH
YCHJTHA IETETO OT XKEHCKM MOJ1 1a NNPEMHHE Ha AITEPHATUBHO JIeYeHHe, MpeaH 1a e
HaBbPLINIC MBJIHOETHE.

Tect 3a OpemenHOCT

Ipeayn HavanoTo Ha neyeHNeTO ¢ BaNNpoaT TpAGEA 1A ce U3KNIoUH OpemenHocT. He TpabBa aa ce
3aM0YBa JICHCHHE C BAAMPOAT MPH XKEHH ¢ eTepOaeH NOTeHUHan 6e3 OTpHLAaTeNIeH pel3yTar oT
TECT 33 OPEMEHHOCT (KPBBEH TeCT 3a GpeMeHHOCT), MOTBbPAEH OT NieKap, 3a Ja ce U3KIKYHU
HEXKEsTaHata ynorpeba 1o BpeMe Ha HpeMeHHOCT.

KoHTpauenims
KenuTte ¢ neTepoaeH noTeHUMan, Ha KOUTO e NpeAnycaHd pannpoar, Tpabea aa v3noa3sar

eeKTHBHA KOHTpPauUenius 6e3 npekbcBaHe Npes e s MepHOA Ha fieUeHHe ¢ Bannpoart. Ha te3u
MauMeHTKH TpaGBa na Gbae npenocTaBena n3vepnareina HHOOPMALIUA OTHOCHO Npeana3BaHeTo OT
OpeMeHHOCT U TpabBa Aa 6b/aT HACOUEHH 38 CHBET OTHOCHO KOHTpaueni#s, ako He U3MoJI3BaT
eeKTHBHA KOHTpauenuus. Tpsa6sa na ce M3Mon3Ba HaH-MaIKO e UK e(EeKTHBEH METO 3a
KOHTpALIENLIHA (3a MpeAnoYHTaHe HEe3aBHCHMA OT NOTpebUTens popma, kaTo HanpuMep
BETPEMATOYHA CIIMpaia WM HMILIAHTAT), WK ABE JOMbABALLH ce HOPMH HA KOHTpALleLu,
BKJTIOHHTEIIHO OapHeped MeToa. HHAMBUIyanHHTe 06CTOATENCTBA TPA6BA A2 ce OLEHABAT npu
BCEKH OTJIE/ICH Cy4aH, KOraTo ce u3bupa MeTON HA KOHTpALENUMS, KaTo nalHeHTKaTa TpsA0Ba J1a
C€ BKITIOYH B 00CHIKAAHETO, 32 1a Ce rapaHTHpa HeliHaTa AHraXXHPaHOCT M CNA3BAHETO HA
H3bpanuTe MepkH. Jlaxe 1a MMa ameHOpes, TA TpsaOBa 4a cra3Ba BCHYKM ChBETH 32 edeKTHBH?
KOHTpaLenLus. o
R)
CpeacTBa ChIbpKAUIH eCTPOreH /8
EanoBpemerHaTa ynoTpeba Ha cpeicTBa ChALPKALLN €CTPOTEH, BKITIOUHTETHO ChAbPHABIY _
€CTPOreH XOPMOHATHH KOHTPALIETTHBY, OH MOr/1a Aa HaMany ePUKACHOCTTA HA BANMPQS ﬁ‘%’%* "/ .
Touka 4.5). [lpeannceautire nevenne TpaGea na npocieasBaT KIHHHYHUS OTTOBOp (KOWTPOINa ,..{Qg Pe
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MPUIIATBUMTE H KOHTPOJ Ha HACTPOEHHETO), KOTATO 3aro4BaT WIH NPEKbCBAT MPHEMA Ha
APOOYKTH, ChbAbPIKALUH €CTPOTEH.
Ot npyra ctpaHa Bannpoar He HaManABa eUKACHOCTTA HAa XOPMOHANHHTE KOHTPALIENTTHBH

[oauied nperne] Ha JEYEHHETO OT MEJHIIMHCKH CTIELIMATTHCT

CneumanucTsT TpaGBa NOHE BEAHBXK rOAMLIHO J1a NPELEHSBA 1A/TH B&IMPOAT € Hall MOAXOAALLOTO
NeYEHHE 3a NauneHTa. CneuanucTsT Tpabea na o6cbau Foauwnna Gpopmynsp 3a NOTBLPXIACHHE
OCH3HABAHETO Ha PUCKaA IIPH 3aIT04BaHE HA JISYEHHETO M NIPH BCEKH FOAMILIEH Mperien, 1 1a
rapaHTypa, 4e NalHeHTHT € pa3dpan CbABPKAHUETO My.

[Inanypane Ha HpeMeHHOCTTA

Ja noka3aHHETO EMHNIETICHA, aKO XKeHaTa MIaHKpa 1a 3a6pemetee, TepanusTa ¢ BaJinpoar TpaOBa aa
| C€ IPEOLICHH OT CIICLIMATHCT € OTHT B JICYCHHETO Ha €IUNIENCHA U Aa ce OOMHCIAT anTepHaTHBHH
Bb3IMOXHOCTH 3a JieueHue. TpaOpa Aa ce Moioxar BCHMKH YCHIHS, 3a 1a ¢6 NPEMHHE Ha
NOAXOAAILO ANTCPHATHBHO JIEYEHHE NPEM 3a4E€BAHETO H NPE/IH NPEKPaTABAHE Ha KOHTPALIENHATA
(BX. TOUka 4.6). AKO CMAHATA Ha JICYEHHETO HE € Bb3IMOKHA, KEHaTa TpAOBA f1a MONYYH
AOITBJTHUTE/IHA KOHCYNITAUHA OTHOCHO PHCKOBETE C BAINPOAT 3a HEPOAEHOTO AETe B MIOJKpena Ha
MH(QOPMHUPAHOTO i B3€MaHe Ha PEIIEHHE OTHOCHO CEMENHOTO IUTaHHPAHE.,

3a NoKa3aHHETO BUMONAPHO pa3CTPOMCTBO, AKO KeHaTa I1aHHpa Ja 3abpemeHee, TpabBa da ce
MPOBERE KOHCYNTallUs CBC CMELHATHCT C ONUT B JIEYEHHETO Ha GUMONAPHO pa3scTPOHCTBO M
JIEYCHHETO C BANMPOAT TPAOBA Aa C€ NpeyCcTaHOBH, H aKO € HeoBXOMMO 1a ce MpeMuHe Ha
ATTCPHATHBHO JICHEHUE MPEH 3a4€BAHETO H NPEAH NPEKPaTABaHe HA KOHTPALITILHATA.

B cnyyait Ha 6peMeHHOCT

AKO XKeHa, KOATO C€ IEKyBa C BaINpoar, 3abpeMeHee, T TpI6Ba He3aBaBHO 13 Ce HACOUH KbM
CMCLHAMHCT, 32 1a C€ NPEOLIEHH JIEYEHHETO C BAJINPOAT H 1a c€ 00CHIAT anTepHATHBHH
BB3MOMKHOCTH. [1aLIHEHTKHTE C eKCNO3HLIMA Ha BAINPOAT 110 BpeMe Ha GPEMEHHOCT M TEXHUTE
NnapTHeOpH TpaOBa Na 6bOAT HACOUYEHH KbM CMEHAITHCT C OIUT B TEPATOJIOrUATa 3a OlIeHKa H
| KOHCYNTHpAHE OTHOCHO €KCIIOHMpaHata OpeMeHHOCT (BXK. Touka 4.6).

®apMalleBTLT TpabBa a rapaHTHpa, ye:

. NPH BCAKO OTIyCKaHE Ha BANIpOAT € npeaocraBeHa Kapra Ha nauueHTa M NaUUeHTKHTE
pa3bupart HefHOTO ChabPKAHME. |
. MALIHCHTKMUTE Ca MMOCHBETBAHHU /14 HE CITHPAT JICYEHHETO ¢ BANNMPOAT U He3abaBHO /a ce

CBBPAAT CBC CNCLHANNCT NPH MIIAHMPaHA WIH NMogo3HpaHa OpeMeHHOCT.

ObyuuTenHu MaTepHaau

3a 1a ce NOANOMOTHAT MEAULIMHCKHMTE CNENHAITMCTH M NALMEHTKHUTE /1 Ce H36erHe eKCHOIHLMATA
Ha BAMPOAT MO BpeMe Ha OPEMEHHOCT, NPHTEXATENIAT Ha pa3spellieHHETO 3a ynoTpeba e
NpEeNOCTaBU OOYUHTENHH MaTEPHAIH 3a MOICHIBAHE HA NPENYNPEXICHUNTA 1 npeaocTaBsiHe Ha
yKa3aH1A OTHOCHO yNoTpebara Ha BAINpOaT NPH XKeHH C JeTepoieH NoTeHuuan 1 uHdpopMaLus 3a
CbAbPKAHHETO Ha [Iporpamata 3a npeanassane ot GpeMeHHOCT. Ha BCHYKH skeHH ¢ IeTEpONEH
NMOTEHLHAN, KOMTO HM3110J13BaT BAJINPOAT, Tp10Ba Aa ce npeocTaBH PHKOBOACTBO 3a MaLHeHTa u
Kapra Ha naumuenTa.

Tpadsa na ce uznonssa [NogxieH GopMynap 3a NOTBBPIKAEHHUE OCH3HABAHETO Ha pHUCKa MpH
3aM04BAHC HA JICYCHHUETO H MO BPEME Ha BCEKH FO/IMILEH NPErNIEa HA TEYEHHETO C BAANPOAT OT
CTICUHATHCTA.

Ynorpeba npy nauMeHTH 0T MBXKKH 101

PetpocnexTuBHO 06cepBaLIMOHHO NPOYYBAHE NOKA3Ba NOBHILEH PHCK OT pa3cTpoOHCTBA
HEBPONIOrMYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu aeua, unuto 6a
NEKyBaHH ¢ BANNpoAT npes 3-Te MeceLla Npeay 3a4eBaHeTo, B CPABHEHHE ¢ elaTa, Ui
JICKYBAHH C NAMOTPIKHH WIH JIEBETHpaLeTaM (BX. TouKa 4.6).



Karo npeana3sna Mapka, npeAnUCBalLMTE lekapy Tpa6Ba aa UHGOPMHPAT NALIMEHTUTE MBIKE 33 TO3H
NMOTEHLUHANEH PUCK (BXK. TOUKa 4.6} U Aa 0OCHAST HEOBXOOUMOCTTA OT OOMHCIISIHE Ha e¢(PeKTHBHA
KOHTpaLCIius, BKIIIOYHTETHO H 33 NapTHLOPKATA, M0 BPEME Ha YNoTpebaTa Ha Banpoar H B
NpoABL/DKEHHE Ha NOHE 3 Mecela cliel NIPpeKPaTABAHE Ha JeYeHHETO. TTalMEHTHTE OT MBIKKHM TOJT He
TpAOBa [1a AapABAaT crepMa 11O BPEME Ha JIEUCHHETO M B MPOABLIKEHHE Ha NIOHe 3 Mecella Cliel
MPEKpPaTABAHE HA JIEYEHHETO.

[NaumeHTHTE OT MBIKKM N0, JIEKYBAHH € BA/NpPOAT, TpAGBa PEIOBHO Aa CE NPEreKAaT OT JIEKyBallus
Fd ICKap, 3a a C€ MPELEHHU QA BAINPOATHT OCTaBa HaH-MTOAXOAALIOTO JIEYEHHE 3a TAX. 38 NALHUEHTH
OT MBXXKH ITIOJl, KOMTO IJIAHUPAT Ja 3a4€HaT AeTe, Tpa0Ba Aa ce OOMHCIIAT H 1a ce oOChaiT ¢ TAX
NOAXOALM aITEPHATHBH Ha eYeHHeTO. BEB Bcexu oTAeneH ciyyaii TpabBa 1a ce OUeHAT
HHONBHIYANHHTE obcToATencTBa. [IpenoprunTento e npu HeOGXOAMMOCT Ja Ce NOTHPCH CHBET OT
CIICLUHANHCT C OTIMT B JICYEHUETO HA €MHIIENICHS WIIK GHIONSPHO pa3cTpolicTBo.

Hanuuhu ca o6yunTenHy MaTepHanu 3a MEAMUMHCKH CMIELIHANIMCTH M MALIMEHTHTE Mbxe. Ha
MIALMCHTUTE OT MBKKH MMOJT, H3MON3BALIKM BANAPOAT, TpAOBa 1a ce NPeIoCTaABH PLKOBOCTRO 3a

MallHCHTA.

Ipedynpercoenus

Tesxrcko yepencoane na yeprus opob

YcnoBHA 3a BE3HHKBAHE

Panko ca Hab/moNaBaHH TeXKH Y4EPHOAPOGHH yBPEXKAAHHUS, 3aBBPILBAIIN NTOHAKOra BaTaIHO.
OnuTsT Nokassa, 4e NaLHEHTH C MO-BUCOK PUCK, 0COOEHO B CTYYaHUTE HAa MHOXKECTBEHA
AHTHKOHBYJICHBHA TEpar#s, ca Jela Ha Bb3pacT Nod 3 rOAMHH C TEXKH NPHIIAIbLIM, 0COOEHO TE3H ¢
MO3B4HH YBpEXIaHH, 3a0aBEHO YMCTBEHO pa3BHTHE W/WIH BPOACHH MeTabONUTHH HApyLIEHHS,
BKJTFOUMTENTHO MUTOXOHAPHATHH HApYIICHHA KaTO KADHUTHHOB Ae(QUUMHT, HAPYILIEHHUR B YPEHHHS
uikes, POLG myTaunn (8. Touku 4.3 1 4.4) win nereHepaTuBHM 3a60NSBaHHS.

Cnien 3-roaMiiHa Bb3pacT PUCKBT C& PEyLMpa 3HAUHTENHO M IIPOTPECUBHO HAMANIABA C BH3PacTTa.

B noseueto cyyan yepHOoApobHHTE YBpEKIaHHS C€ YCTAHOBABAT B TbPBUTE 6 MECELIA HA JICHEHHETO.

CUMNTOMAaTHKA

KnHHHYHHTE CHMITOMH €a OT CHIUECTBEHO 3HAYEHHE 3a MOCTABIHETO HA paHHa AHarHo3a.
IMo-cneuunanno, cneHHTe CBCTOAHHA, KOMTO MOTAT A3 MPEAXOAKAAT K bJITEHALIATA TpaOBa 1a ce
B3eMaT npejiBHa, 0CODEHO MPH PUCKOBH MaLMEHTH (BX. MO-Tope ,, YCIOBHA 32 Bb3HHKBaHE™):

- HeCTIELIMPHYHH CHMITTOMH; OOMKHOBEHO C BHE3AIMHO Ha4allo KaTO aCTeHHS, aHOPEKCHH, neTaprus u
CBH/IMBOCT, KOMTO NOHAKOra c€ NPHUAPYKaBaT C MOBTAPALIO CE MOBPBLIAHE U KOPEMHU OOJIKH.

- [1pH NMALHEHTH ¢ €NHIETICHA, MOBTOPHA NOSBA HA I'bPHOBETE.

INaumenTuTe (MM cemeiicTBaTa Ha GonenyBally neua) TpAGBa fAa 6baaT HHCTPYKTHpAHH Aa
cboOWIaBaT BegHAra Ha NIEKyBallius JIeKap [0sBaTa Ha TaKMBa cUMnromH. He3abasHo TpsAbBa aa ce
H3BBPIUH 1abOPaTOPHO H3CTEIBAHE HA YePHOAPOOHaTa DYHKLINA B AONBJIHEHHE KbM KJIMHHYEH
nperiea.

Habmonexus
Mscnenpanusta Ha yepHoapoGHHTE GYHKLMH TpaOBa [1a ce H3BBLPLUAT NPEH TEUEHHETO, ClIE KOETO
MEePHOIHYHO 1Pe3 IMbpBHTE 6 MeceLia OT TepanusaTa. Cpea obHuaiiHUTE M3cneBaHUS, Hali-3HAYHMM ca
H3CTICIBAHHUATA, KOUTO OTPa3ABAT NPOTEUHOBUA CHHTE3, OCODEHO NPOTPOMOHHOBOTO Bpeme.
INoTebpKAaBaHeTO Ha HEOOHHAHHO HUCKO POTPOMBHHOBO BpeMe, OCOBEHO 3aeHO ¢ ApYTH
OHOMOrH4HH OTK/IOHEHHS (3HAYUTENTHO HAMATABaHE HAa PUOPUHOTEHA W KOATYIAUHOHHHTE daKT
NOBHILEHO HHBO HA OWIIHPYOUH H MOBHLIEHH TPAHCAMHHA3HW) HANTATaT CIMpaHe Ha Tepan
XpoHo 300 mg. Karo npeanasHa Mapka U B ciyvaii Ha eIHOBPEMEHEH NIPUEM HA CAITH
MOCIENHHTE CLIO TPAOBa [1a Ce CrIpaT, ThH KaTO HMAT ChIUMS ITHT HA MeTaboNU3HpaHe.

Hankpeamum
MHoOro paako ca N0KIaJIBaHH CyuaH HA TEXCbK MAHKPEATHT, KOUTO MOXKE A4 ¢4 C dar
Takusa cayuau Morat na ce HabmoaaBaT HE3aBUCUMO OT BB3PACTTA H NPOTBIKHTENHO



Tepanuara. Mankure neua ca ocobeHo pHCkOBa rpyna, HO TO3M PHCK HAMAJIABA ¢ YBEIHYaBaHE Ha
BB3pacTTa. TeXKHTE rbpuHOBe, HEBPOJIOTHYHHTE HApYLUIEHHS WIK aHTHKOHBYJICHBHA TEparius MOTar Aa
ca pucKkoBH (akTopu. YepHoapobHaTa HENOCTATBYHOCT C NAHKPEATHT NOBULLIABA PHCKA OT (aTaeH
H3XO01.

INanmenTure ¢ kopeMHH Gonku Tps6Ba HezabaBHO na 6B1aT npernenaHu. B cayuait Ha naHKpeaTHT,
NIEYEHHETO ¢ BaNMpoaT TPAOBa [a ce MpeyCTaHOBH.

Cyuyuonu mucau u nosedenue

CroOLiarany ca CyHUMIHA HACaLUHA U NOBEACHHE NPH NALIHEHTH, IEKYBaHH C MPOTHBOESITHAETTHYHH
CPEACTBA MPH HAKOJIKO MOKazaHWi. Metaananus Ha paHnoMu3Hpany nnauebo KOHTPOIHPAHH
M3MHTBAHHS HAa MPOTUBOETIHNENTHYHH JIEKAPCTBA CHHIO MOKA3Ba cab0 MOBUILIEH PHCK OT CYMLIMAHA
vaeaums H nopeaeHue. MexaHu3MbT, KOHTO 00YCIaBA TO3H PUCK HE € H3BECTEH H HAJIMHHUTE TaHHH
HE M3KJIIOYBAT BL3MOXHOCTTA 32 MOBHUILIEH PUCK NPH MIPHEMAHE Ha HATPHER BaNMPOAaT/BANNPOERA
KuceNlnHa. CliefoBaTeHo, nalMeHTUTe TpAOBa na 6ba4aT NpoceasBaHK 3a IPH3HALIM HA CYWLMIHA
HICaLKA ¥ MoBeAeHHe U TpAOBa Aa Obae OOMHCIEHO MOAXOASIIO NeveHue. [launeHTHTE (1
bonHornenauute) Tpsbsa na 6bAaT CHBETBAHH 1a THPCAT HE3a0ABHO MENHIIMHCKA KOHCYTALIUA, KO
Bb3HHKHAT [PH3HAIM Ha CYULIMAHA HACaLIM HIH NOBEACHHE.

Cpedcmea, cvdvprcawiu kapbanenem
EnHoBpemeHHaTa ynoTpeba Ha HaTPHEB BaNNpOAaT/BaIPOeBa KUCEHHA M KapbaneHeM He ce
NpenopbuBa (BkK. CBLIO TOUKA 4.5).

Hayuenmu ¢ uzsecmno wiu ROOOIUPAHO MUMOXOHOPUAIHO 3a601R8aHE

Bannpoar moxe 1a npeaAn3BHKa HIH 1a BIOIM KIHHHYHHTE MPH3HAUH HA NOIEkKALIHTE
MUTOXOHAPHATHH 3a00NA8aHHA, NPUYMHEHH OT MyTaUuH B MuToxoHapuanHaTta JJHK, kakto u B
konupawus POLG sapen re. [o-cneumanto, no-BUCOK NPOLEHT HA BANPOaT-HHAYLIMPaHA OCTpa
4epHOAPOOHA HEOCTATLYHOCT H CBBP3aHA C YEPHHA Apod CMBPT ce ¢hoOLIAaBa NPH NALMEHTH ¢
HacneCTBEHH HEBPOMETAOOIHTHH CHHAPOMH, NIPHYHHEHH OT MYTAaLUHH B KOAHPAILUAT
MHTOXOHJpHaNHHA eH3uM nonuMepasa y (POLG) reH, nanp. cunapom Ha Alpers-Huttenlocher.
Hapyuwenns, cebp3ann ¢ POLG, Tpabpa aa ce mogo3dpar npu nauMeHTs ¢ paMuIHa aHaMHe3a WiH
Haco4BalllH CHMITOMH Ha CBbp3aHo ¢ POLG HapylueHHe, BKIIOYUTENHO, HO HE caMo HEOOACHHMA
eHuedanonarus, peppakrepHa enunencus ((oxanHa, MHOKNOHHYHA), CTATYC EMWIENTTHKYC C
KJIMHHYHA NMPOSABA, H30CTABAHE B PA3BUTHETO, ICHXOMOTOPHA PErpecks, aKCOHATHA CeH3IOMOTOpHA
HEBpOMATHA, MHONATHS, LepebenapHa aTakcua, OPTAIMOILIErHA WM YCIOKHEH MHIPEHA C aypa B
oKuunHranHara obnact. TecTsT 3a POLG MyTauus ce H3pbpIIBa B CHOTBETCTBHE ¢ HACTOAILATA
KIIMHHYHA MPAKTHKA 32 IHAarHOCTHYHATA OLEHKa HA TAKMBA HapylUeHHWs (BK. TouKa 4.3).

Ymeorcnenu xoneyacuu

KakTo ¥ mpH ApYrH aHTHENWIENTHYHH JIEKAPCTBA, HAKOM MALIHEHTH MOTAaT Aa MOMy4aT, BMECTO
noaobpexye, 00paTUMO BNOLIABAHE - YBEAHUECHH YECTOTA M HHTEH3UBHOCT HA KOHBY/ICHHTE
(BK/TIOYMTEITHO B/IOLIEH ENHIIENTHHEH CTaTyC), KK NPOSBa Ha HOBH BHIOBE KOHBYJICHH TPH
MPUIIOKEHHE Ha BaNmnpoart. B ciyyail Ha yTe)XHEHM KOHBY/ICUM, NallMEHTUTe TpaOra na 6baar
MOCHLBETBAHHM Jla CC KOHCYJITHPAT He3abaBHO ¢ nekapa cu (Bx. Touka 4.8).

TeotcKku Kodicnu Hexceaanu peaKkyuu u anziuoeoem
Texku KoKHH HEXxenaHu peakunu (Severe Cutaneous Adverse Reactions, SCARs), kato CUHAPOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcuuHa ennaepmanta nekponnsa (Toxic
Epidermal Necrolysis, TEN) u nekapcteena peakuus ¢ e03uHODHIMA H CHCTEMHH cuMITromH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputema myntudopme 1 aHrsoeaemM, ca
CHOOLIEHH BB BPB3Ka C JIe4eHHETO ¢ Bannpoar. [auueHture Tpabea na 6baaT nHGOPMHpaHH 3
NPU3HALUMTE H CHMIITOMHUTE HA CEPHO3HH KOXKHH MPOABHU H Aa ObaaT HaOmoaaBaHU BHUMAT
Cimy4ad, ve ce Habnmoaaeat npusHauu Ha SCARs uin aHruoenem, e Heo6xoammMa 6up3a o

JedyeHHeTo TpabBa Aa ce npeycTaHOBH, ako AuMarHo3ata Ha SCAR wnu anruoeneM ce no bk, \
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[peau 3anouBaHe Ha NeyeHHeTO TPAOBA Aa ce U3BBPLIAT HIC/TEABAHUS HA YEPHOIPOOHH ‘@}\iﬁc 2
(BK. Touka 4.3 [poTHBONOKa3aHKA), U NEPHOIUYHO Npe3 NLPBUTE 6 Mecella, ocobeHo np




narHeHTH (BX. To4ka 4.4). [1pH npoMen B CHIMBTCTBALIMTE ASKAPCTBEHM MPOAYKTH (NOBHLLABAHE Ha
7103aTa KK 100aBAHE), 32 KOHUTO € H3BECTHO, Ye BIIHAAT Ha YEPHUA APOG, MOHHTOPHPAHETO HA YEPHUSA
Apod TpAGBa Na ce pecTapTHpa CIOpea Cilyyas (BHXTE CBLIO TOYKA 4.5 OTHOCHO PHCKA OT YBPEX/IaHe
Ha YEPHHA AP0 ChC CANMLKIATH, IPYTH aHTUKOHBYJICHBHH CPENCTBA, BKIIOUHTENHO KaHaGHIMON).
KakTo npn nose4eTo mpoTHBOESNTHNENTHYHM JIEKAPCTBA, MOXE 2 ce 3a6e/eKH NeKO NOBULIEHHE Ha
YEPHOAPOOHHTE EH3UMH, OCOOEHO B HAUATOTO Ha TEPAITUATA; T€ Ca NPEXOIHU M w3omupanH. [Ipu Te3u
NALMEHTH C€ MPENoprYBAT MO-3a0L004eHH NabopaTOPHH H3C/IEABaHHA (BKIIIOMHTENHO
MpoTpoMOHHOBO BpeMe); MOXe J1a ce OOMMUC/IH KOpUMIrHpaHe Ha A03aTa, KaTo NpH HEOOXOAUMOCT
CHOTBETHHUTE H3C/IeBaHHR TPAOBa Na ce MOBTOPAT.

[Ipenu 3anouBaHe Ha NEYEHHETO WITH NPEIH ONEPaLMs, KAKTO U B CTy4aH Ha CIIOHTAHHO
KPBbBOHACANAHE H/IH KbPBEHE C€ NPEnopbYBaT KPLBHH W3CAeABaHHA (IThJIHA KPbBHA KapTHHa,
BKJIIOHHTENHO Opoii Ha TpOMOOIIMTH, BpeMe Ha KbpBeHe) (Bxk. Touka 4.8 Hexenanu nekapcTeeHu
peakLHH).

Bbrpeky ue MMyHHHU HapyllleHus ca HalJli01aBaHi caMo KaTo W3KITIOUEHHE 110 BpeMe Ha
npunoxeHHero Ha lenakun Xporo 300 mg, noTeHuuanHara nonsa ot Jlenakun Xposo 300 mg
TpAOBa fia Ce OUEHH CNIPAMO MOTEHUHANHATA ONACHOCT MPH MALMEHTH ChC CHCTEMEH JTYMYC
EPHUTEMATO3YC.

HapyuieHus B ypeHHHA HHKBI U PUCK OT XHMIIEPAMOHHUEMHSA

I1pu nono3npan ensuMeH nedULMT Ha ypelHHA LMK, IPEAH NeYeHneTo TpabBa 1a ce M3BbpLIAT
MeTa0OUTHH U3C/IEIBAHHUA, IOPAIH PUCK OT XHIIEPAMOHHUEMHS, 3apaay BAJINPoaT (BX. TOUKH 4.3 U
4.4 TTaureHTH ¢ PUCK OT XUNOKapHHTHHEMHA H TexKo YepHOAPOGHO yBpexKAaHe).

[TaliHEHTH ¢ PHCK OT XHNTOKAPHHUTHHEMMUS

IpuioxeHHETO HA BAIAPOAT MOXKeE Aa NPEIHIBHKA NOABATA WIH BJIOLIABAHETO Ha
XUNOKaPHUTHHEMHA, KOATO MOXKE [a AOBEAE A0 XUIEpaMOHHEMHS (KOSTO MOXe [a JOBeae JI0
XMMepaMoHeMHYHa eHlUedatonaTtya). HabnonaBanu ca v ApYyrH CHMITOMH, KaToO HepPHOAPOGHa
TOKCHYHOCT, XHIOKETOTHYHA XHITOTJIHKEMHA, MHOMATHA, BKIIOYUTENHO KapIHOMHONIATHS,
pabnomuonusa, cHHApoM Ha DaHKOHH, IMTAaBHO MPH NAlKEHTH C PHCKOBH haKTOPH 3a
XHUMOKAPHUTHHEMHSA WM C BEUYE CBLIECTBYBALIA XHITOKAPHUTHHEMHS. [TaliHeHTHTE ¢ TIOBHILEH PHCK
OT CHMITTOMATHYHA XHNOKAaPHHTHHEMHA PH JIEYEHHE ¢ BAINPOAT BIIIOYBAT NaLMEHTH C
METaOONIMTHH HApy WeEeHHS, BKNIOYHTENHO MUTOXOHAPHAIHH HAPYLUEHHS, CBbP3aHH C KAPHHTHHA (BXK.
CbIIO TOYKA 4.4 [TaUHEHTH ¢ H3BECTHO MJIH NTOAO3MUPAHO MUTOXOHIPHANHO 3a00/15BaHE H HAPYLLEHHS
B yPEHHHS LMKBA H PUCK OT XUMEPAMOHHEMH), HAPYIIEHHSA B XPAHHTEITHUA IPUEM HA KAPHHUTHH,
MaUHeHTH Ha Bb3pacT noa 10 roautH, eaHoBpemeHHa ynotpeba Ha MHBAAT-KOHIOFHPAHH SIEKApCTBa
WIINA Ha ApYI'¥ aHTHEMUJISITTHLM.

NauuenTure TpbBa 1a 6baaT npenynpeneHy aa chobLIaBaT He3a6aBHO 32 BCAKAKBH MPUH3HALM Ha
XHIIEPAMOHHEMHA KaTO aTaKCHA, HApYLIEHO Ch3HaHHe, noBpbilaHe. Tpabsa ga ce ob6Mucnyn nobassane
HA KaPHHTHH, KOTraTo ce HabnioAaBaT CUMITOMH Ha XUITOKADHUTHHEMHU.

[NanmeHTH cbe CHCTEMEH ITbPBHYEH KAPHHTHHOB A€QHUNT H KOPUFHPaHa XHIIOKAPHUTHHEMHR MOTaT
fa ObJIaT NeKyBaHH ¢ BATIPOAT CaMO aKO NMOA3HTE OT JIEYEHHETO ¢ BAINPOAT HaJBMILIABAT PHCKOBETE
[MpH TC3U NALIMEHTH Y HAMA TEPANeBTHYHA anTepHaTuBa. [1py Te3u naunerT Tpabea na ce npunara
MOHHUTOPHHI HA KAPHHTHHA.

MauneHTHTE ¢ OCHOBEH AebUUNT Ha KAPHUTHH nanMuToun Tpadcdepasza (CPT) tun Il Tpade
6baaT npegynpeaeHH 3a No-roleMHs pHCK OT pabAOMHOIA3A NPK nIpHeM Ha Bannpoar. [1p
MalMEHTH TPsiOBa fa ce oOMUCIH Jo0aBAHE Ha KAPHWUTHH.

Bixk. cbmo Touxku 4.5, 4.8 u 4.9,



ITauyeHTuTe TpaGBa Na 6BAAT NpenynpescHU 33 pUCKa OT HAAAABAHE Ha TETJIO B HAYATOTO Ha
JICYEHHETO, H € HEOOXOANMO Aa Ce NMPEANpHEMe NOAXOASAIIA CTPATErHs 3a HAMANABAHE Ha TO3M PHCK
10 MHHUMYM (BX. To4Ka 4.8 Hexxenanu nekapctBenu peakimn).

IauuneHnTyu ¢ HannyeH AePULNT Ha KAPHUTHH naaMuTOWN Tpancdepasza (CPT) Tun 2 TpabBa ga Obaat
MpeyApeNeHH 3a NO-roj1iM PHCK OT pabAOMHONK3A, KOTaTO MPHEMAT BaJINpoar.

He ce NpCopbhyBa IPpHEMAHETO Ha aJIKOX0Jd N[O BPCMC Ha JICHCHHE C BAINMpoar.

Hdeua

I1pyu meua Ha BB3pacT Noxa 3 ronHHHM ce NpenopbuBa MOHOTEPATIHA MNpH npeanvceaHe Ha Jlenakuu
XpoHo 300 mg, Ho npeaH 3ano4BaHe Ha TEpanNMATa, NOTEHLUMATHATA 110133 OT JlenakuH XpoHo

300 mg Tpa6Ba na ce OLIEHH CNPSIMO PHCKA OT HEPHOOPOGHO YBpEXKAAHE WK NMaHKPEAaTHT MPH TaKHBA
MaLMeHTH (BXK. Touka 4.4. Texko yBpexkaaHe HA YepHUS Opod U BX. ChLIO Touka 4.5).
EnHospemenHata ynotpeba Ha canMumnaTy Tpabea na ce u3bGsraa NpH Jeua noa 3 roauHy nopaau
OMNAaCHOCT OT YePHOAPOOHa TOKCHYHOCT (B3X. ChUIO TOYKA 4.5).

bL0peuHa HeXOCTATHLYHOCT

Moxe na ce HallOXKK HaAMaNIABaHe Ha 03aTa. Thil KATO MPOCAeASBAHETO Ha TUIA3MEHAaTa
KOHLCHTPALHA MOXKE Aa € N10BEKALL0, A03aTa TPIOBA Aa Ce KOPUIHpa ChOOPa3HO KIMHUYHOTO
npocneasBaHe.

HaTpuii
To3u nekapcteeH NpoaykT cbanpxka 28,31 mg HaTpHil BLB BCAKa TableTka, KOUTO Ca €KBMBANEHTHH

Ha 1,4% OT NpenoprYHTENHNA MAKCUMANIEH AHEBEH npueM Ha C30 ot 2 £ HaTpHH 3a BB3pacTeH.
4.5 BsaumonelicTBHR ¢ APYrH JeKAPCTBEHH NPOIYKTH H Apyru ¢opmMH Ha B3anmojaeficTBne
Bausinne Ha BAINpOaT BLPXY APYId AEKAPCTBEHH CPEACTBA

Hesposenmuyu, MAO unxubumopu, anmudenpecanmu u 6enzo0uazenunu

Aenakun XpoHo 300 mg Moxe 1a noTeHuHpa edekTa Ha APYTH NCHXOTPONTHHU CPEACTBA KaTo
HeBponenTHiM, MAO HHXHOHTODH, aHTHAENpecaHTH U GeH30IHa3eNMHH; CIEI0BATEIHO Ce Apenopsypa
KITHHAYHO MPOCENABAHE, KaTo MPH HeoDX0AHMOCT no3aTa TpAGBa na ce KopUrHpa.

Slumuii
HenakuH Xpono 300 mg Hama epeKT BLPXY NIa3MEHHTE HHUBA HA JIMTHA.

Denobapbuman

Jenakun Xporo 300 mg nosuiuapa riiasMeHHTe KOHUEHTpauUH Ha (eHoGapburan (nopaau
WHXMOHpaHe Ha YepHOAPOOHHA KaTabOH3LM) M MOXKE Ja Ce CTHTHE IO CeAaLHs, 0CODEeHO IPH A€La.
CnenosatenHo, npe3 mbpsute 15 AHKM 0T KOMBHHHPAHOTO NEUYeHMe, ce PENOPLUBA KIHHHYHO
NpocneasBaHe ¢ HezabaBHO HaMa/ABaHe 103aTa Ha beHoGapGHTan NpH Bb3HHUKBAHE Ha CeAaLMs, KaTo
NPpH HEOOXOAMMOCT C€ HICNIEBAT [UTa3MeHHTe HUBA Ha deHobapGuTan.

Hpumuoon
Aenakun Xpouo 300 mg noexwaBa M1a3MEHHTE KOHLIEHTPALMH Ha NMPUMH/IOH C YTEXHABAHE Ha
HEXEaHHTE My PEAaKLHH (KaTO celaliyia); TE3H NPH3HALUM H3YE3BaT MPH IBJIrOCPOYHO JEeUeHHe.
[IpenopbuBa ce KIHHUYHO NpocneasBaHe, 0cobeHo B HAYANOTO Ha KOMOHMHHpaHa Tepanus 1 npu
HEOOXOIUMOCT — KOpEKLIMS HA 103aTa.

Denvumoun



FTHHHHHO MPOCNIEAABAHE; KOraTo Ce M3C/I€ABAT I1a3MeHHTE HHBA Ha GeHHTOMH, TpaGBa 1a ce onpeaeny
csoboaHara dopma.

Kapbavazenun

Hasuue ca cbobLueHns 3a KIIMHMYHA TOKCMYHOCT MPH CHBMECTHO MpHIaraHe Ha BaJIMPOAT ¢
kapbamasenHH, Thil KaTo Banrpoat MOXe aa MOTEHUMPA TOKCHYHHA epekT Ha KapOaMaszenuH.
[Tpenopbura ce KIHHHYHO MpoCIeasBaHe, 0COBEHO B HAYANOTO Ha KOMOHHHpaHaTa TeparnHs, KaTo fp#
HeOOXO0OMMOCT 03aTa Ce€ KOPHUIHpa.

Samompuocin

Henakun Xpoxo 300 mg Hamanaea meTabonn3Ma Ha NIAMOTPHKHH H yBE/IHYaBA CPEOHMA MY
NOTY>KHBOT [TOYTH J1Ba MBTH. ToBa B3aMMOACHCTBHE MOXKE /1a IOBE/IE 10 YBENIMYEHA TOKCHYHOCT Ha
NIAMOTPHKHH, B YaCTHOCT CEPHO3HH KOXHH OOpPHBH.

Cnenosatento, npenopbyBa ce KIMHHYHO Habmo/IeHHe U KOpPHrUpaHe Ha A03aTa (HaMalABaHe no3ara
Ha NaMOTPHXHH) KOraTo € HeoOXoAuMO.

3udoeyoun
Bannpoat Moxe 1a NOBULIN IUTa3sMeHaTa KOHLEHTPALUs Ha 3HI0BYIHH, KOETO 1A JA0Be/e /10 NOBUIIEHa
TOKCHYHOCT Ha 3UOOBYIHH.

Deabamam
Bannpoesara kuceiiHa MOXKe 1a HAMATH CpEIHUS KIMPBHC Ha pendamar ¢ go 16%.

Onanzanun
Bannpoepara k1cenrHa MoXe 1a HaMau KOHLIEHTPALKMATa Ha OJIAH3alIHH.

Pygunavuo

Bannpoepara kucenua Moxe ia 1OBENE 0 YBEMYABAHE HA TIa3MEHHTE HUBA Ha pydunamua. Tosa
YBEJTHYCHHE 3aBHCH OT KOHUICHTPALIMATA Ha BANNPOeBa KHcenvHa. [TOBHIIIEHO BHUMAaHUE ce H3IKCKBA
0COO€HO NpH Aella, Thii KaTo TO3H €EKT € NO-BUCOK B Ta3H nonynauus.

[lponoghon
Bannpoesara kucenuHa Moxe 10 J0Befie O YBeNM4YaBaHe HUBATA Ha mponodgon B kpsBTa. [py
€AHOBpeMEHHAaTa ynoTpeda ¢ Bannpoar, Tpsabea 1a ce OBMHCIM HaMaITBaHe Ha 1034Ta Ha nponodo.

Humoounun

EHOBPEMEHHOTO JIEYEHHE C HUMOAMTIMH H BAINPOCEA KHCETHHA MOXKE 44 YBEJIHYH TU1a3MeHaTa
KOHLICHTpalKks Ha HUMOAUIHAH ¢ 50 %. CnenosatenHo, TpsabBa Ja ce HaMalu A03aTa HA HUMOAHITMH B
CITy4ai Ha XHITOTEH3HA.

Biusinue na Apyrn nexapeTsa BLpXY BaAnpoat

[IpoTUBOEMUNENTHYHHKTE CpeacTBa ¢ €H3UM-HHIYLIMpalll eQeKT (B TOBA YHC/IO PEHUTOMH,
theHODapbuTan, kapbamasenuH) NOHMKABAT CEPYMHMTE KOHLCHTPALMH Ha Bairpoat. B ciryuait Ha
KOMOMHHpaHa Tepanus, 1o3uTe TpsaOBa Oa ce KOpUrHpar CHOOPA3HO KIMHHYHHS OTFOBOP M HUBOTO MM B
KpPbBTAa.

Ot npyra cTpana, komOuHaumsTa T hendamart u BAJINPOAaT MOHHAKAaBA KIIMPBHCA Ha BaJINpoeBaTa
kucenuHa ¢ 22% no 50%, u crenosatento ysenvuaBa ria3sMeHHTe KOHUEHTpalLHH Ha BAINpOeBaTa
kHcenrHa. Jlo3ata Ha Bannpoar TpabBa ja ce HabmoaRa.

MetabonuTHTe Ha BanmpoeBaTa KHCeNMHa MOTAT a ce YBE/MHAT B CITy4ak HA €IHOBPEMEHHA Y
¢peHuTouH Win PpeHobapbuTan. CreaosaTenHo, nauHeHTHTe JIEKYBaHH C T€3H JBeE NeKapcT
ObaT BHHMaTEIHO Habni0naBaHy 3a MPU3HALA M CHMITTOMH Ha XHNEPAMOHHEMMUA.

Me¢okBHH noBHIIABA MeTAGOIHIMA HA BANINPOEBATA KHCEIMHA M UMA KOHBYJICHBEH €
TOBA B C/Ty4ad Ha KOMOMHUPaHa TEPanHus MOTaT Aa BL3HHKHAT eNMWIeTTHYHH npunag



B ciiyyait Ha eHOBpeMeHHa ynotpeba Ha BAJINPOAT ¥ CHITHO CBBLP3aHH C NIPOTEHHHTE BEUIECTBA
(aCIUpHH), CepyMHHTE HUBa Ha CBOOOIHATA BANIPOEBA KMCE/IMHA MOTAT JIa Ce MOBMINAT.

B cnyyaii Ha eqHOBpeMeHHa ynoTpefa Ha BUTaMHH K-3aBHCHMH aHTHKOAry/IaHTHH akTopu, Tpsbea na
Ce W3BLPIIIBA CTPOro MPOCHAEALBAHE HA MPOTPOMOMHOBOTO BpEME.

Hupara MeTabonuTuTe Ha BaNnpoeparta KUCEIHHA MOFAT Ja ¢e MOBHIIAT (BCAEACTBUE Ha peLyLMpaH
yepHoapobeH MeTadoIH3BLM) B ClTydali Ha eAHOBpeMeHHA ynoTpeba ¢ UMMETHIHH HIIH €PUTPOMHLIMH.

Kapbanenem (naHuneHeM, MeponeHeM, HMHIEHEM)

Hamanssane HMBaTa Ha BANPOEBA KUCEIHHA B KPbBTA, ¢a WM JOKIAaABaHH NPH eIHOBPEMEHHATA
ynorpeba CbC ChAbPKALOYW KapOarieHeMH CpeacTRa, BOACLIH A0 HaMansBaHe ¢ 60-100% uuBaTa Ha
Ba/IMpOEBa KHCEIMHA B MPOABL/DKEHHE HA 2 THM, TIOHAKOra CBBP3aHoO ¢ repyose. [Topaau 6up3oTo
Ha4ano U CTENEHTa Ha IIOHHXABRAHE, €1HOBPEMEHHOTO MPHIaraHe Ha ChABPXKAILH KapbarieHeMH
CPEACTBA NpPH NauxeHTH CTabHIH3upaHy Ha BANMpOeBa KMcenWHa Tpabsa aa ce H3Garaa (Bxk. Touka 4.4).
AKO JIeYEHHETO ¢ TE3H aHTHOUOTHIM MOXKe Na ce H3berHe, TpaOBa 1a ce M3BLPLUMN CTPHKTHO
MPOCC/IABAHE HAa KPBBHUTE HHBA Ha Jlenakun Xporo 300 mg.

Pughamnuyjun

Mooxe /1a IOHHXKH KPBLBHHTE HHBA HA BAINPOEBA KHCENHHA, KOETO BOH JIO IMIICA HA TeparneBTHUEH
edekT. ETO 3au10, MOXKe 1a ce HaOXKK A03aTa Ha BANpPOAT Ja ¢ce KOPUIHpa NPH ChbBMECTHO
NMPHIOKEHNE C pUDAMINLIVH,

TIpomeaznu unxubumopu
[Tpu enHoBpeMerHaTa ynoTpeba Ha MPoTea3HH HHXUOWTOPH KaToO JIONMHABHP, PUTOHABHD, C€ HAMA/IABAT
[UIa3MEHHTE HUBA HA BaJllpoara.

Xorecmupaviun
[lpu eanoBpeMerHa ynorpeba, XonecTHpaMHH MOXe 11 I0BEIE 10 HAMASIABAHE HA TUTA3MEHHTE HUBA Ha
BAJIITPOAT.

Memavuzon

MeTaMH1205T MOXKE /12 HAMATIH CEPYMHMTE HHBA Ha BAINPOAT MPH € JHOBPEMEHHO MPUIOKEHHE, KOETO
Aa 10BEAE 10 MOTCHUMATHO HAMAIIBAHE Ha KITMHHYHATA e(bUKacHOCT Ha Banmpoart. Jlekapure,
NpeAnucBallly NeveHre, TpAOBa ia HabmoaBaT KIIMHUYHHS OTTOBOP (KOHTPOI Ha NPHIIATBLNWTE WIH
KOHTPOJT Ha HACTPOEHUETO) W Aa OOMMCIIAT MPOC/IeAsIBaHE HA CEPYMHHTE HMBA Ha BANIPOAT, aKO €
MOAXOIALIO.

Memompexcam

B HsKOM 0K/1aH e OMUCBA 3HAYMTETHO HAMANSIBAHE HAa CEPYMHMTE HMBA HAa BANNPOAT cref
MPHJIOXKEHHE H&2 METOTPEKCAT ¢ NnosgBa Ha rbpuose. [lpeanuceatuure nekapu TpsadBa 1a npocneassar
KAHHUYHHA OTrOBOP (KOHTPO/ Ha IbPUOBETE HIH KOHTPO. Ha HACTPOEHHETO) U 13 NPENBHIAT
MPOC/IeAABAHE Ha CEPYMHHTE HHBA HA BAJINPOAT, aKO € HeoOX0AUMO.

HApyr# B3anMoaeicTBHA

Puck om yepescdane na uyepnus opod
EnHospeMeHHata ynotpeba Ha calMuMiaTH TpabBa 1a ce W30barea Npy aeua noa 3 roamiliHa Bb3pacT
nopaaH PHCK OT YepPHOAPOOHA TOKCHYHOCT (BXK. Touka 4.4).

EanospemeHHaTta yniotpeba Ha BAINpoaT W MHOXKECTBEHA aHTUKOHBYJICHBHA TEPAMNHs MOBHILABA P
OT YBpeKAaHe Ha 4epHHA aApod, ocobeHo npH MakK aeua (Bxk. Touka 4.4).
EanoBpeMenHara ynorpeba ¢ kaHaOUAHON NMOBUILIABA YECTOTATA HA NMOBULIIABAHE HA €H3HUM
TpaHcamuHa3u. B KIHHHYHY NPOYYBAaHUS MPH NALMEHTH OT BCHUYKH BB3PacTH, MOyYasalll
€IHOBpEMEHHO KaHaOHaron B 103y oT 10 no 25 mg/kg u Bannpoar, ce croblLasa 3a MOBH
ALT Han 3 mbTH Haa ropHata rpaHyua Ha HopMmara npu 19% ot naumenTture. Tpabsa ga c
NOAXOAAIN MOHHTOPHHI Ha Y€PHHA 1poD, KOraTo BAINPOAT CE H3MOJI3BA €AHOBPEMEHHO
AHTHKOHBYJICHBHH CPEACTBA ¢ MOTEHUHATHA XENATOTOKCHYHOCT, BKIIOUUTENHO KaHabHa1o




Aa ce 0OMHUC/IH HAMAIBAHE HA 103aTa WK NpeKpaTaBaHe Ha IEYEHHETO B CIYHAl Ha 3HAUMTENHHU
AHOMAJIMH Ha YepHOAPOOHHTE napameTpH (Bx. Touka 4.4).

EnnospeMeHHOTO npaJiokeHHe HA BAANPOAT H TONHPAMAT HJIH AUETA30JAMHI € CBLP3aHO C
eHUuepATONATHA H/HAK XUuNepamonHeMEs. [TaleHTHTe JTeKyBaHU ¢ Te3M ABa JIEKAPCTBEHH NPOTyKTa
TpAOBa BHUMATEIIHO Ja ce HabroaBaT 3a IpH3HALIM M CHMITTOMH Ha XHIEPAMOHHEMHYHA
eHuedanonarus.

Keemuanun
ENHOBPEMEHHOTO NPHIOKEHHE HA BAIPOAT ¢ KBETHAIWH MOXE /18 YBEIHYH PHCKA OT
HEYTPONICHHUA/ IEBKOTICHHA.

Cpedcmaa cvObpIcaUU eCMpo2er, BKIOYUMETHO CLOBDICAUU ECPOSEH XOPMOHATHU
KOHmMpayenmueu

EcTporexute ca vHaykTopu Ha u3opopmu Ha UDP-rimoxypoHosun tpaucdepasata (UGT), yuacTramm B
TIIOKYPOHHPAHETO Ha BAJINMPOAT M MOraT Aa yBeJIHYaT KJIHPbHCA Ha BAJITIPOAT, KOETO 1a A0BEAE A0
HaMaJICHa CCpPyMHa KOHLICHTPALIMA Ha BAIMPOAT H Bb3MOKHO HaMansBaHe Ha eHKacHOCTTa Ha
Basmpoara (Bx. Touka 4.4). [la ce obMHCIM npocneasBaHETO HA CEPYMHMTE HHBa Ha BAIIPOAT.

Ot apyra cTpaHa BaINpOAT HAMa EH3HM-HHAYUHpaLl eeKT; BCIEACTBHE Ha TOBA, BA/INPOAT HE CHIDKABA
e(peKTMBHOCTTA HA €CTPONPOTECTATHBHHTE CPEACTBA ITPH KEHH B3EMAIIH XOPMOHAIHH
KOHTPALICTTURH,

ITusaram-xoniozupanu rekapcmea

EnHOBpeMEHHOTO NpUIOKEHHE Ha BANTIPOAT H MHBAJAT-KOHIOTHPAHH JIeKapeTea (Kato LehANTopeH
MHBOKCHII, a1e(pOBUP AUTMBOKCHII, MMBMELIMSTHHAM H MTHBAMITHLIWIMH) TpsOBa a ce u3barea nopaiu
MOBHIIEH PHCK OT H34EPNBAHE HA KAPHUTHH (BK. ToUKa 4.4 [laumeHTH ¢ pUCK OT XHIIOKaPHUTHHEMHSA).
[MTaumeHTHTE, NpU KOKTO HE MOJXKE Ja ce H30erHe CbBMECTHOTO MPUIOKEHHE, TpAORa fa Obaat
BHHMATE/THO HaOMIOJaBaHH 3a MPH3HALM W CUMITOMH HA XMITOKAPHUTUHEMHS.

Kaozanuu

ENHOBPEMEHHOTO JIEUEHHE C BATMPOAT M KIO3aNWH MOXKe 1 MOBMILH PUCKA OT HEYTPOITEHUA U
K/103aNHH-WHIYLIMpaH MHOKapauT. AKO € HeoOX0IHMa ChITBTCTBAILA YNOTpeba Ha BAAMPOAT ¢ KIO3amMH,
€ HeOOXOOHMO BHHMATETHO MPOC/IEAABAHE H 3a ABETE CHLOWTHS.

4.6 @eprHauTeT, OPEMEHHOCT H KbPMeEHE

BpEeMEHHOCT H JKeHH C IeTepPOAEH NOTEHIHA

Jevenue na enwrencus

¢ Banmnpoar ¢ npoTHBONOKAa3aH No BpeMe Ha GPEMEHHOCT, OCBEH MPH JIMNCA HA MOAXOMALIO
ATTEPHATHBHO JISYEHUE

e Bannpoat e npoTHBOMOKa3aH MpH XeHH C JeTepPOIEH MOTEHLMAJ, OCBEH KOTATO €a W3Th/IHEHH
ycnoBusaTa Ha [IporpamMara 3a npeanassase ot OpeMeHHOCT (Bxk. ToukH 4.3 1 4.4)

Heuenue na bunonsipno pazempoiicmeo
* Bannpoat € npoTHBONOKA3aH M0 BpeMe Ha OpeMEHHOCT

e Bannpoar € NpoTHBONOKAa3aH NPH KEHH C AETEPOAEH MOTEHLUMAN, OCBEH KOTATO ¢a M3MbJIHEHH
ycnoeuaTta Ha Ilporpamara 3a npeanaseaHe ot 6peMeHHOCT (BXK. TOUKH 4.3 u 4.4)

TepaToreHHOCT ¥ eeKTH BLDPXY Pa3BUTHETO iR lero eKCNO3ULIUS

Puckose, cevpianu ¢ excnozuyus na sainpoam no épese na 6pemennocm




HannuHHTE JaHHM MOKA3BaT YBENHUYEH PUCK OT TEXKKHU BPOJCHH Ma(OpPMaUUH U HAPYLUEHHUs Ha
pa3sBHTHETO Ha HEPBHATa CHCTEMA H B /IBaTa CITy4ad — KAKTO NPH MOHOTEpamnus, Taka i nMpH
NONKTEPANHA C BAINPOAT, B CpaBHeHHe ¢ nomynaums 6e3 eKcrno3uums Ha Bainpoar.

IToka3aHo €, 4ye BaJINMpoaT NpeMUHaBa Npe3 MnaueHTapHaTa 6apruepa KakTo Npu *XKHUBOTHHCKH BHUIOBE,
TaKa M NpH xopa (BxkK. To4Ka 5.2).

IIpH >KHBOTHH: ITPH MHLIKH, IUTLXOBE H 3alilii ca A0Ka3aHM TePaTOreHHH edekTH (BxK. Touka 5.3).

Bpooenu manrgpopmayuu 6 pezyamam na excnozuyus in utero

Mertaananus (BKHOYBALL PETHCTPH U KOXOPTHH NPOYYBaHHsA ) TOKa3Ba, e okono 11% oT aenara Ha
KEHH C CHWJIENCHs, EKCMNOHUPAHU Ha MOHOTEpAIUA C BaANpoar no BpeMe Ha OpeMeHHOCTTa UMaT
TEXKH BpoAeHH MandopMaliid. ToBa e noBede OT pucKa 3a TEXKH MandopmMaLmy B obluara
nomynauus (oxkono 2-3%). PUCK®T 3a TexKH BpoaeHH MandOpMalLiMH TIpH J€lla CNel in ulero
EKCMO3MLKA Ha AHTHENWIENTHYHA JIEKapCTBEeHa NMOMUTEpanys, BKIIOYBAlla BaINPOAT, € N0-BUCOK OT
TO3H Ha aHTHETTHJIETITHYHA JIEKApCTBEHA TEPailis, KOATO HE BKIIKOYBA BAIpOAT.

PuckbT € 10303aBHCHM NPH MOHOTEpANuA C BAMIPOAT, KaTO HATHYHHUTE JaHHM NMOKAa3BaT, Ye €
D0303aBHCHM H MpPH MOJIUTEPANUA C BalIrpoar. Benpeku ToBa, nparopara A03a, 1o KOATO He
CBIIECTBYBA PHCK, HE MOX€E Ja CE OnpeaesH.

Hanu4HuTe naHHY Noka3BaT HapacTBaHE Ha CIyvauTe Ha MaTKH M TexXKH Maidopmaunu. Haii-
YECTHTE CJIyYau Ha MalpopMaliMi BKIIOYBAT AeeKTH Ha HEBpalHaTa TpbOa, IHUEB NUCMOPGHHIBM,
3aelliKa YCTHa W BbJ14a MacT, KPaHHOCTEHO3a, ChbPACYHH, OBOpEYHH U yporeHUTaNHH aedeKTH, 1
Ae(eKTH Ha KpaHHULMTE (BKIIOUHUTENHO ABYCTPaHHA alula3ui Ha MbUeBaTa KOCT), H MHOXECTBO
AHOMAJIMH Ha pa3IMYHH CUCTEMH B YOBELLUKHUA OPraHH3BM.

Excno3uumaTa in ufero va BaJINPOAT MOXe Ja AOBEAE A0 YBPEXIAHE Ha ClTyXa WM ryxora nopaau
Masi(pOpMaLIMH Ha YIIUTE WHIH HOca (BTOpPHYEH e(eKT) W/IWIH NHPEKTeH TOKCHYEH e(eKT BbPXY
CiyXxoBHus anapaT. Cy4yanTe ONKMCBAT KAKTO €AHOCTPAaHHA, Taka M JIByCTPaHHa ryX0Ta HIH
yBpexaaHe Ha ciiyxa. He 3a BCHUKH ciy4aH ca cbobiuenH pesyarati. Korato ca chobiieHu
pe3yJITaTH, B NO-TOJIAMATA YacT OT C/Iy4aHuTe He ce HabmoaaBa Bb3CTaHOBABAHE.

Ekcnosuiius in wtero Ha BANNPOAT MOXE J1a JOBEAE A0 OUHH MaindopMalliy (BKIIOYHTENHO KoJloboMa,
MHKpPO@TAIMHA), KOUTO ¢e chobliaBaT BbB Bpb3Ka ¢ APYrd BpoAeHH MandopMalHH. Te3u ouHH
MaT(OpPMALIMK MOTAT 1a 3acerHaT 3peHHETO.

Hapywuenus 8 pazeumuemo Ha HepeHama cucmema 6 pe3yamam Ha eKcnouyus in ulero
JlaHHH MOoKa3BaT, Y€ EKCIO3ULIUA Ha BAJIMPOAT in ufero MOXe Aa UMa HeO1aronpHATHH e(PeKTH BbPXY
NMCHXHYECKOTO H (PU3HYECKOTO pPa3BHTUE HA Ae13aTa, HITOXKEHH HAa TAaKaBa €KCMO3HLMA. PUCKBT OT
HapylUEeHHA B Pa3BHTHETO Ha HEPBHATa CHCTeMa (BKJIIOUMTENHO aYTHIBM ) U3TAIEX1a € 10303aBHCHM,
KOrato BaJnpoaT ¢€ H3Mo/3Ba KaTo MOHOTepanus. Berpeku ToBa, nparosara 403a, MO KOATO PHCKBT
HE CbIECTBYBa, HE MOMKE [1a C€ YCTAHOBH Bb3 OCHOBA Ha HalHYHMTE NaHHH. KoraTo Bannpoar ce
H3M0A3Ba KaTO NOJHTEpaliia ¢ APYTH aHTHEITHIIENTTHYHH IEKAPCTBEHH NMPOAYKTH, PUCKBT OT
HapylIeHHS B pa3BUTHETO Ha HEPBHATA CUCTEMA B MOKOJEHHETO CHLIO 3HAYHTEIHO CE YBENH4aBa B
CpaBHEHHE C TO3W NpH Aela o1 obLlaTa nonyaauus WiM pOAEHH OT HENeKyBaHH MAaitKM ¢ enunencus.
TOYHHAT PHCKOB reCTALMOHEH MEPHO] 32 Te3H e(PEKTH € HECUTYPEH M Bb3MOXHOCTTA 38 PUCK NO
BpEME Ha LAnaTa OpeMEHHOCT HE MOXKe /1a CE H3KITIOYH.

Korarto Bannpoat ce npuiara Karo MOHOTEpaNHUA, NpPOy4YBaHHA NPH JIella B NpeayuHJIHILIHA Bb3pacT,
H3/1I0KEHH Ha €XCIIO3MLUS Ha BaJINPOAT in ulero NO BpeMe Ha OpeMEHHOCT nokasear, 4e B 10 30-40%
OT cny4auTe ce Hadmonaea 3abapsHe B TAXHOTO PaHHO pPa3BHTHE KAaTO: TOBOP, MO-KbCHO MPOXOMKIAHE,
MO-HHUCKH UHTENEKTYANIHH COCOOHOCTH, MO €3HKOBH YMEHHA (TOBOpeHe U pa30HpaHe) M npodnemMu
C NnamerTa.

KoepuuueHT 3a uHTenureHTHocT (IQ), oueHeH npu Aela Ha 6 TOAUMHHM C aHAMHE3a 3a €KCMO3ULIHA H

aHTHENWIETTHYHH NPOAYKTH. MMa okasarencTea Npy aelia ¢ eKCNo3rLHA Ha BaNNpoar,

HApylUABaHE Ha MHTENEKTA MOXE Ja b€ HE3aBHCHM OT KOe(HLMEHT HA HHTEJUTEHTHOCH
MaiKara, BBIIPEKH Y€ pONATa Ha CMYLLaBallluTe (PAKTOPH HE MOXE J1a C€ W3KITIOYH MPH
JlaHHHTE NO OTHOIUEHHE Ha ABJNOCPOHYHHR H3X0/1 €A OrPaHHYEHH. :
Hanu4yHuTe AaHHHW OT NONy/JaLHOHHO Ga3HPaHO W3MHTBAHE MOKA3BaT, Ye AELlaTa ¢ eKCIIO?



3 OBTH) U IETCKH ayTHU3BM (OKOJIO 5 ITBTH) B CPABHEHHE ¢ MOMYJIALIMATA HA TE3H 6e3 eKCIO3HIIHA B
MIPOYYBaHETO.

Hannyxure 1aHHH OT ApYro NOMyJaUMOHHO 0a3MpaHO M3NHUTBAHE MOKA3BaT, Ye JELATa HIIOKEHH HA
€KCMO3HLIMA Ha BANNpPOAT in ulero ¢a C NMOBUILEH PHCK OT Pa3BUTHE Ha CHMITOMH KaTo Ae(HLIMT Ha
BHHMAaHHWETO/XHIIEPAKTUBHO pa3cTpoicTeo (attention deficit/hyperactivity disorder, ADHD)
(NpUOAU3MTENHO 1,5 MLTH) B CPaBHEHHE C MOMYJTALMATA Ha T€3H 6€3 eKCIO3ULUMA B IPOYYBAHETO.

Heya om dcencku non, 0esouKu u Jceru ¢ Oemepoder NOMERYUA (62C. RO-20pe U moyka 4.4)
Cpencrsa ChABpXALUM €CTPOTEH, BKIIOUHTENHO ChIBPXKALIN €CTPOreH XOPMOHAIHH KOHTPALIETTHRH
MOTAT /1a yBEJIH4aT KIHpBbHCA Ha BAINPOAT, KOeTo 6K MOTTIo Aa JoBeAe A0 HAMA/IABAHE Ha CEPYMHATa

KOHLICHTpalHA Ha BANNPOaT U Bb3MOXKHO HaMaIABaHE Ha €QEKTHUBHOCTTA Ha BAJMpPOAT (BXK. TOUKHU 4.4
U 4.5)

Ao dxcenama nranupa bpemenrocm

3a nNoKa3aHWETO eNMIENCHA, aKO JKEHaTa IU1aHHpa fa 3abpeMeHee, TepanuaTa ¢ Bajnpoar Tpabea aa ce
MPEOLEHH OT CTIELIHAIMCT € OIHT B JIEYEHHETO Ha EIMHIENCHUA U 1A ce OOMHCIIAT allTepHATHBHH
BB3MOXKHOCTH 3a jie4ueHue. Tpabsa fa ce MonoKAaT BCHUKH YCHIIHA, 33 J1a C€ IPEMHHE Ha NMOAXOAALLO
ATTEPHATHBHO JIEYCHHE MPE/IH 3a4€BAHETO W NMPEaM MPEKPATABAHE HA KOHTpALICTILHATA (BX. TOUKa 4.4).
AKO CM#HaTa Ha JIEYEHHETO HE € Bb3MOXKHA, JKEeHaTa TPAOBA 1a MOJIyYH IOMTBJIHHTEIHA KOHCYITTALUA
OTHOCHO PHCKOBETE C BAJIIPOAT 332 HEPOAECHOTO AETE B NOAKpPENa Ha HHPOPMHPAHOTO # B3IEMAHE Ha
pellieHHE OTHOCHO CeMEeNHOTO TUaHUpaHe.

3a nokasaHHeTO GUMONAPHO Pa3CTPOHCTBO, aKO XKEHaTa IU1aHHpa jAa 3a6pemeHee, TpAOBa Ja ce NpoBe/e
KOHCYNTalUd CbC CMIELHATHCT C OTHT B JIEYEHHUETO HAa OUNONAPHO pa3CTPOHCTBO M IEUEHUETO C
BaJINpoAat TpAOBa Ja e NPEyCTAHOBH, H aKo € HeOOXOAWMO, TPIOBA /1a ce MPEMHHE Ha ATTEPHATHBHO
NICYEHHE NpeIH 3a4€BaHETO W NPEAH NPEKPaTABaHe Ha KOHTPALETIUHATA.

Bpemennu xncenu

Bannpoar karo nedenre 3a 6UnonspHO pascTpoiicTBO € MPOTHBONOKA3aH 32 ynoTpe6a Mo BpeMe Ha
OpeMeHHOCT. Banmpoar, kato ieyeHue 3a ermwiencus e NPOTHBOINOKA3aH NPH OPEMEHHOCT, OCBEH KOTATO
HAMa NOAXOAAIIO AATEPHATHBHO JieueHHe (BX. To4YkH 4.3 u 4.4).

AKO KeHa, KOSTO ¢€ JIeKYBa ¢ Bannpoar, 3abpeMeHee, TA TpAOBa He3a6aBHO 1a ce HACOYH KbM
CNELIMAITHCT, 32 [ia ce O0CHAAT alTEpHATHBHH BB3MOXKHOCTH 32 JieueHHe. [10 BpeMe Ha BpeMeHHoCT,
TOHHYHO-K/IOHUYHHUTE IbPUOBE MPH MaiKata U CIWIENTHYEH CTaTyC ¢ XMMNOKCHS MOTaT 44 HOCHT
onpefeSieH pUCK OT CMBPT 3a MaiikaTa U ioja.

AKO, BBIIPEKH H3BECTHHTE PUCKOBE C BAINPOAT MPH OPEMEHHOCT M clie]l BHUMATENHO OOMHCIAHE Ha
aJITCPHAaTHBHO JIEYEHHE, NPH H3KITIOUHTE/IHK 00CTOATEICTBA OpeMeHHaTa xeHa TpaOBa fa nosy4yasa
Ba/IPOAT 3a EMWIENICHA, NpenophyBa ce Ja:

¢ ce M3M0JI3Ba HAH-HUCKATA eeKTHBHA N03a H Aa CE Pa3Ae/iA AHEBHATA /1033 BANpOAT Ha
HAKOJIKO MaJIKH A03H, KOMTO TpadBa Aa ce MpHeMar npe3 Leus JieH. Ynorpebara Ha
AEKApCTBEHA (hOpMa C yI/DKEHO 0CBOOOKAABAHE MOKE 1A € 3a MPEANOYNTaHE NPeA APYrH
NeKapcTBEHH GOpMH, 3a 1a ce w3berHaT BUCOKH MaKCHMAIHY TUIA3MEHH KOHLIEHTPALIMH (BXK.
TOYKa 4.2).
BCcHYKM NALMEHTKH C KCMIO3HLIMA Ha BAINPOAT 110 BpeMe Ha GpeMEHHOCT M TEXHHTE NapTHLOPH TpabBa
fia ObAAT HACOYEHH KbM CMELMASIUCT C OMUT B TEPATOJIOTHUATA 33 OLEHKA U KOHCYJITHPAHE OTHOCHO
ekcrnoHrpaHaTa OpeMeHHOCT. TpabBa na ce U3BBPLUBA ClIELHATH3UPAH NPEHATAIEH MOHUTOPHHT 32
OTKpHBAHE Ha Bb3MOXKHA MOSABA Ha Ae(DeKTH HAa HEBpaTHaTa TpEOa unu Apyru MaagopMaLuy.
[1puemaneTo Ha nobaBKH ¢ oNMERa KHCEIHHA NPpeaM OPEMEHHOCTTa MOXKE 112 HAMAIH PHCKA OT
neheKTH Ha HespanHaTa Tpbha, KOMTO MOTaT /1a ce NOABAT NPH Beska GpeMeHHoct. HanwunuTe nasHu
obave, He npeamnonarar, 4e GoNHeBaTa KHCENMHA MPEAOTBPATABA MOABATA HA BPOAEHH Ae(DeKTH WIH
MaJipOPMALIMK NOPAAH EKCIIO3UIINA HA BANITIPOAT,

Puck 3a nogopodenomo
- MHoro paako ca 10KJaABaHH CAY4aH HA XEMOparHYeH CHHAPOM NPH HOBOPOJIEHH, Y
Ca NpHeManH Baanpoar no Bpeme Ha OpemeHHOCT. To3M XeMoparnueHn CHHIPOM € CB Sp A RTNLIDIE,
TPOMGOLMTONEHHS, XNNOQHUOPHHOrEHEMHS WK [I0 HaMallABaHe Ha Apyry GakTopi\ iy, \fy ’mf-l e P '/
KPBBOCBCHPBaHETO. AQHOPHHOrEHEMHA € JOKIIaABAHA CBLLO K MOXKE 1a 6bAae ¢ daT




To3u xemoparuueH cuuapom, obave, TpsbBa fa ce pa3srpaHiyH OT HAMATABAHETO Ha BUTAMHUH K-
32BHCHMHTE (DAKTOPH, HHIYLIHPAHH OT HeHOBAPOHTAN M EHIUMHH HHAYKTOpHU. CrienoBareiHo,
Opod Ha TPOMGOUMTHTE, HHBOTO Ha PHOPHHOTEHA B ILTA3MATA, KOAryNaLUMOHHH TeCTOBE H
(pakTOpH Ha KPBLBOCHCHPBAHETO TPAGBA 1a Ce H3C/eABaT NPH HOBOPOACHH.

- Cayvau Ha XMNOrIMKeMHs ca GuiIM A0KIafBaHH NIpH HOBOPOAEHH, YHHTO MAMKU ca NpHEMATH
BAJIIIPOAT MO BpeMeE Ha TPETHUS TPHMECTBP OT OpeMeHHOCTTA.

- Cnyuan Ha XHIIOTHPEOHAH3BM ca OWUITH JOKIANBAHU [IPH HOBOPOAEHH, YHITO Ma#KH ca
NpHEMAIH BalIpoar 1o BpeMe Ha OpeMeHHOCTTa.

-  CuHApOM Ha OTHEMaHETO (KaTo, H B YACTHOCT Bb36y/a, pa3apa3HUTENHOCT, CBPBXBBL30YIHMOCT,
HEPBHOCT, XMINICPKHHE3NA, HAPYILEH TOHYC, TPEMOP, KOHBYJICHH H HapYLIEHHS HA XPAHEHETO) MOXKe
A1a ¢ noABH IpH HOBOPOACHH, YHHTO MaHKH Ca MPUEMA/TH BATNPOAT MO BPEME Ha MOC/IeIHHS
TPUMECTBP OT OpeMEeHHOCTTA.

Mixe B NOTeHHANeH PHCK OT paicTpo#icTBA HA HEBPOJOTHYHOTO PA3BHTHE NIPDH Jela YHHTO
OalllH ca TeKYBaHH C BRINPOAT Npe3 3-Te Mecena npean 3a4eBaHero.

PetpocnekTuBHO 06cepBalMOHHO NPOyyYBaHe B 3 CKAHAMHABCKH ABpXKaBH NOKa3Ba MOBULLEH PHCK OT
Pa3CTPOACTBA HA HEBPOIOTHUYHOTO pa3BHTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 10
1 1-roauuina BB3pacT), YHHTO BallM ca TeKyBaHH C BaJIMpOAT KATO MOHOTEPANHA Nnpe3 3-Te MeceLa
PEIH 3a4CBAHETO, B CPABHEHHE C JCLIaTa, YHHTO Gallii ca IeKyBaHH C TaMOTPIKHH WiH
JICBETHpALIETAM KaTO MOHOTEpanHus, ¢ 0060011eH0 KOPHIHpPaHO ChOTHOLIIEHHE Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupauusr kymynatrsen puck ot NDD Bapupa Mexnay 4,0 % 1 56 % B
rpynara Ha Bainnpoat cnpamMo mMexuy 2,3 % u 3,2 % B xoM6uHHpaHaTa rpyna Ha
NIaMOTPHKHH/ieBeTUpalieTam. [IpoyuBaHeTo He € JocTaThYHO MawabHo, 3a 1a ce H3caeaBa Bpb3KaTa
ChC cneunpryHu noaTinose NDD, a orpaHHuYeHHATa Ha MPOYYBAHETO BKTIOUBAT IOTEHUMATHO
»3aMbITIABAHE ™, CBBP3aHO C MOKA3aHHUETO H PA3IHKY BbB BPEMETO Ha MPOCJIesBaHe MEXKRY IPYITUTE C
€KCrio3HLMsA. CpeIHOTO Bpeme Ha Npoc/iesBaHe Ha [eliaTa B rpynara ¢ BAJINpOAT BapHpa Mexay 5,0
H 9,2 roauHH B cpaBHeHHe ¢ 4,8 1 6,6 roauHM 3a Nenara B rpynara ¢ NaMOTPHIKHH/IEBETHpALIETaM.
Karo usano e Bp3morxen nosuimen puck or NDD nipu neua Ha 6am, NIeKyBaHH C BaJpoar npes 3-Te
MeCella NpeIH 3a4eBaHeTo, HO NIPHYHHHO-CNIEICTBEHATA BPb3Ka ¢ ynoTpefara Ha BATAPOAT He e
NoTebpAcHa. OCBEH TOBA B IPOYYBAHETO HE € OlleHeH pucksT oTf NDD npu neua, uumuto 6amy ca
CIIpeSiy NpHEMa Ha BATITIPOAT NOBEHE OT 3 MeceLia NpeH 3a4eBaHeTo (T.€. € Bb3MOKHA HOBa
crnepMmarorenesa 6€3 ekCno3HUUA Ha Bannpoar).

Kato npeanasHa mapka, npeanuceauuTe nekapu Tpabsa aa HHBOPMHUPAT MaLMEHTHTE MBXKE 32 TO3U
MOTEHUHAICH PHCK H 1a 00CHIAT HEOOXOAUMOCTTa OT e()eKTHBHA KOHTPALENLHA, BKIOUHTETHO 33
MapTHLOPKATA, NOKATO U3MOI3BAT BANNPOAT M MOHe 3 Meceua C/AeA NPeKPaTBaHe Ha IEUEHHETO (BIK.
Touka 4.4). [TauneHtnre oT MBbiKH MoN He TpabBa na napaBat criepma o BpEME Ha JIEYEHHETO H B
NMPOABMKEHUE HA NMOHE 3 MEceLa cliel NMpeKpaTsBaHe Ha NeYeHHETO.

[latueHTHTE MBXKe, IeKyBaHH C Ba/ImpoaT, TpAOBa peJoBHO 1a ce MPErneKaaT OT JieKyBallHs 'Y
liekap, 3a Ja c€ MpeUeHH JalH BAINPOATLT € HAH-MOAXCAAUIOTO JIEYEHHE 3a TAX. 33 NALHEHTH OT
MBKKH 10J1, KOMTO IUTAHHPAT J1a 3a4€HaT aeTe, TpadBa 1a ce OOMHCIST M Aa ce OOCHAAT ¢ TEX
MOAXOAALIM ANTEPHATHBH Ha fieueHHeTo. BbB BCekn oTaeneH cryualdi TpabBa aa ce npeLeHsT
HHIUBHAYaNTHUTE o0CcToATencTBa. [lpenopbusa ce npu Heo6XoauUMOCT aa ce [OTbPCH CHBET OT
CMELHAHCT C OMHT B ICYEHHETO HA EMUNENCHA UIH GHNOMAPHO Pa3CTPOHCTRO.

Kbpmene
EkckpeunsTa Ha Bannpoar B KbpMAaTa € HHCKA, ¢ KOHLIEHTPALUA Mexay 1% no 10% or cepymHuuTe HuBa
Ha MaHKaTa. Bp3 0CHOBa Ha IMTepaTyPHHA U KIIMHHUYEH ONHT, KbPMEHETO TpabBa Ja ce npepasrieaa
KaTo ce B3eMe [0/l BHHMaHHe npoguna Ha GesonacHocT Ha Jlenakun Xporo 300 mg, ocobeHo
XEMATOJIOTMYHHTE HapyLIeHus. (BX. Touka 4.8 Hexenann nekapcTeenH peakiy).
Tpaba na ce B3eMe pelueHHe OTHOCHO CAHPaHE Ha KbPMEHETO HIH TNpeyCTAHOBABaHE/OTp
neyenueTo ¢ Jlenakut XpoHo 300 mg, kaTo ce MMat npeaBH NMOA3UTeE OT KbPMEHETO 3a 11
Moja3aTa OT JICHEHHUETO 3a MalKara.

PepTHAHTET



HMa cboO1ueHHs 32 aMeHopes, TONHKHCTO3HU AHYHMIA H YBETMYCHH HHBA HA TECTOCTEPOHA NPH
’KEHH, NPHEMAITH BaANpoar (Bx. Touka 4.8). [IpiiaraHeTo Ha BaMpoar MOXe ChLIO Ja HAPY LUK
pepTrnmTeTa NPH MbXe (BXK. Touka 4.8). HapylennsTa Ha geprunurera B Hakou ciyuau ca
oOpaTHMH Haii-Masko 3 MeceLa ciiel peyCcTaHOBABaHE Ha JIEYEHHETO. OrpanunyeH 6poii moknansaHy
CTyHaH NpeAnoarar, ye 3Ha4YHTENHO HaMansgBaHe Ha Jo3aTa MoXe Aa noaodpyu gepruinTera.
Bonpeky T0Ba, B Apyry ciyyuau, HAMa aHHH 3a OGPaTUMOCT Ha GE3MIOAHETO NPH MBXKE.

4.7 Edextn BLpxy cnocoGaocTTa 3a modupane 1 paGota ¢ MamHHK

IMaumenTrTe TpsOBa fa 6BAAT NPEAYNPENCHH 3a PHCKA OT CHHIHBOCT, OCOGEHO B CTyYaH Ha
MPOTHBOT'bP1OBA NONMTEPAIIHS WIH B KOMOUHaLMA ¢ Gen3oanasenuHy (Bx. Touka 4.5 Jlpyru
B3aUMOACHCTBHA).

4.8 Hexenanu NekapcTBeHH peakUuu

HMznonssana e cnennara CIOMS xnacudukaums 3a 4ecToTa Ha HexenaHHuTe JIEKAPCTBEHH PeaKLHH:
Mtuoro yecTd (1%); yectn (>1% u <10 %); Hevectu (20,1 u <1%): peakH (20,01 u <0,1%); MHOrO
peakH (<0,01%); ¢ HeuszBecTHA YecTOTA (OT HAJTMYHHATE AaHHU He MOXKe 1a 6ble HalpaBeHa OlLleHKA)

Bpooenu, ghamunnu u 2enemuunu napyuenus(susxc mouxa 4.6)
Bpoaexu mandopMalinK U HapyilleHHS B Pa3BHUTHETO (BX. TOuka 4.4 M TOuka 4.6).

Hapywenua na xpvenama u aumgpnama cucmema

Hecru: anemua, tpombouutonenus (Bx. Touka 4.4)

Heuectu: naHIUTONEHUA, JTEBKOMEHHS

Penku: HEIOCTATRYHOCT HAa KOCTHUS MO3BK, BKIIOUMTETHO YHCTA arUia3us Ha YEePBEHHA KPBBEH pef,
arpaHyJIoUMTO3a, MaKpPOLIHTHA aHEMHS, MaKPOLIMTO3a

Hzcaeosanun

Penku: noHwxend HHUBa Ha KOAryJalMOHHUTE (GAKTOPH (TOHE Ha €HH OT TAX), OTKJIOHEHHS B
KOArynalMHOHHHTE TECTOBE (HANPUMEP YABIKEHO MPOTPOMOHHOBO BPEME, YABIKEHO AKTHBHPAHO
NapuxanHo TPOMOOILTaCTHHOBO BpEME; YABIKEHO TPOMBHHOBO Bpeme; yeennuen INR) (B, TOUKH
4.4 v 4.6), HenocTUr Ha OHOTUH/OMOTHHK IA3a

Hapywenua na nepguama cucmema

MHoro yectu: TpeMop

HecTy: ekcTpanupaMuIHN HAPYIIEHHS, CTYNOP*, COMHOJIEHTHOCT, KOHBY/ICHU*, HapyuIeH s B
FlAMETTa; N1aBOOONHE; HHCTArbM; HAKOIKO MUHYTH CJIeJ HHTPABEHO3HA HHXKEKLIHS MOYKE 12 HACTBITH
3amakBaHe (NPH HHTPABEHO3HO NPHIOKEHHE, 3aMasHOCT, MOXE JIa CE MOJTYYH 3a HAKOIKO MHHYTH H
OOHKHOBEHO M34€3Ba CMIOHTAHHO CJIEH HAKOJIKO MHHYTH)

Heuectn: koma*, enuedanonatus*, netaprus*, o6paTiM NapKHHCOHK3EM, aTAKCHS, napecTe3us.
HevecTH: yTe)XXHEHH KOHBYICHHM (BX. TO4Ka 4.4)

Penku: obpaTima remeHLms cBbp3aHa ¢ o6paTuMa uepebpanta aTpodus, KOrHHTHBHH HapYLLIEHHA
*Crynop u nieTaprus, BOJELIH MOHAKOra 10 npexoaHa koMa/eHuedanonatua; Te ca GHIH
CaMOCTOSATE/THH HWIH CBbP3aHH ¢ OBHLIABAHE YECTOTATa Ha FbPYOBETE B X014 Ha TepanusATa, H
HAMA/IABAT NpH CNHPAHE HAa JIEYEHUETO WIH NOHKWKABAaHE Ha 103aTa. Te3H C/TyYad Bb3HUKBAT Haii-
HECTO NPH KOMOMHHpaHa Tepanus (Mo-CNeUHatTHo ¢ peHoGapOuTan Wi TONMUPaMaT) WK ciiel
BHE3AITHO YBENHYaBaHe Ha NO3UTE BanpoaT

Hapywenus na ovume
Peaku: auruonus

Hapyrwuenun na yxomo u aabupunma
Hecmu: ryxoTa

Pecnupamopni, 2puont u Meouacmunainu HapyueHus
HeuecTu: nnerpasieH H3auB (eo3uHodrIeH)




Cmomauino-upearu Hapyuenus

MHoro vecTHu: ragene®

Hectn: nospullane, BL3NaleHUS Ha BEHLHTE (OCHOBHO XMIEPILUia3Hs Ha BEHLIMTE), CTOMATHT, O0/IKa B
ropHaTa 4acT Ha KOpeMa, AMapus YeCTO Bb3HUKBAT NPH HAKOH MALMEHTH B HAYAIOTO HA JEYEHUETO, HO
OOUKHOBEHO M34e3BaT ClieM HAKOJIKO JHH 6e3 npekpaTaBaHe Ha JIeYEHHETO

*Habmonasa ce cbl10 HAKOIKO MHHYTH Clell HHTPABEHO3HO HIDKEKTHPAHE ChC CIIOHTAHHO 3aTHXBAHE B
PaMKHTE Ha HAKOJIKO MHHYTH

Heuectu: nankpeatHT, nonaxora ¢ daraneH H3xoa (BxK. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nemuya

YecTH: ypHHapHa HHKOHTHHEHLIHS

HeyecTu: 616peuHa HeaoCTaTEYHOCT

Penxu eHype3a, TyOynouHTepcTHUMANEH HePPHT, 0OpaTHM cHHApPoM Ha Fanconi, HO MEXaHU3MBT Ha
OEACTBHE OLLIE HE € ACEH

Hapywenws na xoxxcama u nooxooscnama nmxan

YecTH: CBPBXUYBCTBMTETHOCT, PEXOAHA M /WM 10303aBUCHMA aNIONELIMS, HAPYLIEHHS HA HOKTHTE H
HOKbTHOTO JIErJIO

Heuectn: anruoeneM, oOpue, HapylieHns Ha kochMa (KaTo HeoOHualiHa CTPYKTYpa Ha KOCHhMa,
MPOMEHH B LIBETA HA KOCBbMa, HEOOHYAEH pacTeX HAa KOcaTa)

Penku: TokcH'Ha enMaepMaTHa HEKPOTH3a, CHHAPOM Ha Stevens-Johnson, eputema MyTHdopMe,
CHHAPOM Ha JieKapcTBeH 0OpHB ¢ €03uHOGMWINS ¥ cucTeMHU cuMnToMH (DRESS)

C Heu3BecTHA YECTOTA: XHMEPTIHIMEHTALIHS

Hapywenua na myckyano-ckeremuama cucmema u CoeOUHUMeniama nmvkan

Heuectn: Hamanena kOCTHa MHHeEpa/IHa IUTBTHOCT, OCTEOMEHHU, OCTEONOPO3a H PPaKTypH NpH
NMauUEHTH Ha [POABJLKHUTENHA Tepanus ¢ Jlemakuu XpoHo 300 mg. MexaHu3meT, no koiito denakHH
Xpono 300 mg nopnusBa KOCTHHA MeTaboNH3BM, HE € YCTAHOBEH.

Peku: CHCTEMEH AyTTyc epHTemaTo3yc {BX. Touka 4.4), paboomuonusa (Bx. Touka 4.4).

Hapywenua na endorkpunnama cucmema

Heuectu: cunapom Ha HapyweHa cekpeuns Ha AJIX (SIADH), xutiepanaporeHu3bM (XUp3yTHIBM,
BUPWIN3IBM, aKHE, MBEKKH THI1 AMONEUHA H/WIH YBEIHUEH aHIPOTEH)

Penku: XUNOTHpEOMAUILM (BXK. TOUKA 4.6)

Hapywenua na memaboauzma u xpanenemo

YecTH: XUMOHATPHEMMUS, YBENTHYEHO Ter1o*

* lMNosHiweHOTO TenecHo Terno TpsadBa Aa 6b1e BHUMATENHO NPOCNEAABAHO, Thil KaTo € (akTop 3a
NOJIHKHCTO3EH OBapHaleH CHHAPOM (BXK. TOUKa 4.6)

Peaku: xunepaMoHHeMHA™ (BK. TOUKa 4.4), 3aTNBCTABAHE

*BB3MOXKHO € 12 HACTBNAT CTy4an HA W30JIMpaHa Wik yMepeHa XHnepaMoHHeMHs 6e3 MpoMsHa B
4epHOApOoOHHUTe QYHKLIMOHATHH TECTOBE H TOBa He TpAOBa Na 6bae NpHYMHA 33 NMpeKpaTABaHe Ha
Tepanuata. Cro01laBaHo € 1 3a XMMepaMOHHEMHS, CBbp3aHa ¢ HEBPOJAOTHYHH CHMNTOMH. B Takupa
CJIy4aH € HeOOXOAUMO J1a C€ ODMMCIAT HOMWIHHTENHH H3cNeaBaHus (Bxk. ToukH 4.3 u 4.4 Hapyiuenus
B YPEHHHA LHKBJ H PUCK OT XHIIEPAMOHEMHA H TTalIMEHTH ¢ PHCK OT XHNOKAPHHTHHEMM ).

C HeH3BECTHA YeCTOTa: XMINOKAapHHTHHEMHA (BX. TOUKH 4.3 1 4.4)

Heonuasmu - 006poxauecmsenu, 310KaYecmeen u Heonpeoenenuy (6Ki. KUCMU U ROAUNY)
Peaxu: MuenonucmiacTHYEH CHHAPOM

Cwooeu napyuensi
Yectu: Xemoparus (Bx. Toukd 4.4 u 4.6)
Heuectu: Backynur

Oowgu napywenus u eghermu Ha MACMOMO HA NPUIOHCEHUE
HevecTH: XHMOTEPMUSA, HETEXBK NEPHPEPEH eaeM




XenamobwiuapHu Hapyuenus
Yectu: uepHoapoOHH yBpexaaHus (Bx. Touka 4.4)

Hapywenua na evnpouseooumennama cucmema u 2opoama
YHecTn: aucmeHoped

Heuectu: aMeHopes

Penku: 6e3rutoane npu Mbxke (BXK. TOUKA 4.6), NOMMKUCTO3IHH AHYHULIN

Hewxcuwnu napywenun

Hecv: cheTosHMe Ha OOBPKAHOCT, XAMOLMHALMM, arpecHs®, KUTAUMA*, HapyILeHO BHUMaHKe*
Peaxn: abHOpMHO noBeienue™®, NCHXOMOTOPHA XHIIEPAKTHBHOCT®, HapylleHa CIOcOGHOCT 3a
obyueHune*

*Te3u HexcenaHu NEKapCTBEHH PEAKLIMH ca HabMOAaBaHH OCHOBHO NpH NMeHATPHYHATA MOy 4L

Bauanue evpxy nabopamopnu u ouaznocmunnu uzcaeosanus

Twi kaTo Banmpoar ce oTaens oCHOBHO npes 6u6pelTe, YacTHUHO NOA (opMaTa Ha KETOHHH Tefa,
Pe3yATaTHT OT HANPABCHHA TECT 32 OTAENEHUTE KETOHHH TeJla MOKE [1a € MOABEX /AUl NPH MaLUEHTH ¢
auaoer.

[TeauwaTpuyiHa nomynaius

[Ipodunet Ha Ge3onacHOCT HA BAIMPOAT B NMEAHATPUYHATA NONYIALMA € CPABHHM C TO3H npH
Bb3PACTHH, HO HAKOH HEKENAHH PEAKLMH Ca NO-TEXKKH WK Ce HaOnoaaBar [MaBHO B NEIHaTPHYHATA
nomynaums. CoiecTByBa 0co0€H PHCK OT TEXKO YEPHOAPOGHO yBpex1aHe NPH KbPMayeTa H MANKH
Aeua, 0coDeHO Ha BBH3pacT noa 3 roaMHH. MankuTe Jeua Chiio €a WiNOKEHH Ha 0cO0eH PHUCK OT
naHKpeaTHT. Te3n PUCKOBE HAMA/IABAT C YBE/IMYABAHE HA BB3pacTTa (BX. Touka 4.4). [Tcuxnuuu
pa3CTPOHCTBa KaTo arpecus, Bb30y/1a, HapylueHHe Ha BHHMAHHETO, HEECTECTBEHO NMOBEICHUE,
MCHXOMOTOPHA XHIIEPAKTHBHOCT W HapyLueHa CnocobHOCT 3a 06yyeHHe ce HabAOAABAT r1aBHO NpH
neaHaTpUYHAaTA MOy JIaLMA.

CrobmaBane Ha HeXXeIAHH PEaAKLHH

CroblliaBaHeTo HA MOLO3MpPAHK HEXENTAHH PeakLMM Ciejl paspelasate 3a ynorpeba Ha JIEKAPCTBEHUA
MPOAYKT € BaXKHO. ToBa n1o3sonsBa Aa NpoAL/LKH HabMIOAEHHETO Ha CHOTHOLIEHHETO MOJ3a/PHCK 3a
NieKapcTBeHHE NMPOAYKT. OT MEAHLMHCKHTE CNEUHATMCTH CE€ H3MCKBA [1a ChOOIaBaT BCAKA
I003MpaHa HEXKENIaHa peakuns Ypes:

M3nbaHUTENHA areHuus o neKapceTnara

yi. ,,Jamsan I'pyep” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yeOcaiT: www.bda.bg.

4.9 Ilpenoiupane

[Ipn3Haum B cuMITOMMU
[IpH3HaUHTE HA OCTPO MAaCHBHO MpPeAo3UpaHe OOHKHOBEHO BKITFOYRAT KOMA C MYCKY/THA XHITOTOHHS,

XHMOpehNEKCHs, MHO3a, HapyLIeHa AuxaTeTHa PyHKUMA, MeTaOOMTHTHA aLHI03a, XHMIMOTOHHS H
LUMPKYIATOPEH KOIanc/ok.

Cnea MacMBHO Mpeo3MpaHe ca HACTBITBAIW CMBPTHH CITY4aH; BBIIPEKH TOBA, OGHKHOBEHO M3XONBT
OnaronpusTeH.

CumnToMHTe 00ate MOraT ia Bapupar U ce choOLIaBa 3a FbPYOBE PH MHOTO BHCOKH IU1as
CpoOlasa ce 3a ¢/iyyay Ha MOBHLLIEHO HHTPAKPAHHAITHO HANATAHE CBBP3aHO C MOIBYEH O
Hannunero Ha HaTpHi B ChEIMHEHMATA C BA/INPOAT MOXE Aa JAOBE/E A0

XHINEPHATPHEMHS B CITyYaWTe Ha NMpeAo3HpaHe.

OsnansapaHe




B ciyuait Ha npeno3MpaHe ¢ BaNMpoar, BOACIIO KO XHNIEPAMOHEMHA, MOXE 14 C€ ITPHIOKH KapHHUTHH
MHTPABEHO3HO, 33 /14 C& HOPMATTM3MPAT HUBATa Ha aMOHAKA.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 d@dapmakoaAHHAMHYHH CBOHCTBA

MapmakoTepaneBTUYHA rpyna: [IpoTHBoemiIenTHYHH CpeacTBa
ATC koa NO3AGO1
[IupokocnexTspeH NPOTHBOETWIENTHYEH JIEKAPCTBEH MPONYKT.

Bannpoat ynpaxHsea epexTHTE CH IMaBHO HA HUBO LIEHTPa/lHa HEPBHA CHCTEMA.
DapMaKOTOTHYHHTE H3IC/IEABAHHSA BLPXY XKHBOTHH JeMOHCTpHpaxa, 4e Jenakun Xpono 300 mg
MPHUTEkKABA MPOTHBOIbPHOBH CBOMCTBA MPH pa3jIMUHU MOJAENH HA EKCIIEPUMEHTATHA EMUIETNCHA
(reHepanM3UpaHy M NapUHaIHU MbpUOBE).

IIpn xopa, Jenakun XpoHo 300 mg cbLio 0EMOHCTPHPA NMPOTHBOSNMIETTHYHA AKTHBHOCT MPH
pazIM4yHK BHAOBE CIIMNETICHA.

OCHOBHHAT MY MEXaHHM3BM HA AeHCTBHE BHAHMO € CBbp3aH ¢ noacuinsaHe Ha T AMK-epruynara
aKTHBHOCT.

5.2 @apMakoKHHETHYHH CBOHCTBA

PasnpeaeneHue

[IpemuHaBane npe3 raueHTara (Bx. Touka 4.6).

Bannpoar npemuHaBa npe3 rutanieHTapHaTa OapHepa KaKTo NMPH XHBOTHH, TaKa H NMPH Xopa.

- I1pu xuBOTHHTE, BaNMpOAT NpEMHHABA Npe3 IaleHTaTa B noao6Ha CTENEH KaTo MpH Xopara.
- Hakonko nydiukauuu ca H3CNEABAIN NPU XOpa KOHUEHTPALMHTE Ha BAITIIpOaT B MMBITHATA
BPBB Ha HOBOPOAEHH NPH paxaaHe. CepyMHUTE KOHLIEHTPALMH HA BAJINPOAT B [TBIIHATA BPHE,
[TOKa3Ballliv Te3H BbB eTyca, ca NOZ00HH WK JIeKO 3aBHIIEHH B CPAaBHEHHE C T€3W Ha MakKkara.

Metabonuanm
Hatpuesuar sannpoar ce abcopOupa 6Bp30 M MUKOBU IIAIMEHH HUBA CE MOCTHTAT B paMKuTe Ha | -

4 yaca, ctabusieH e B npoabkeHHe Ha 4 - 14 yaca, [Ipu nepopanen npuem, 85-100% ot ao3ara ce
abcopbHpa. [lonykuBoTBT NpH NoBeueTo NMauxeHTH € 8 - 20 yaca, HO B OTAENIHH CTy4Yau MOXKeE Ja
6bae 3Ha4YUTENHO NO-Ababr. [1pH Hapylnena 6u0peura GyHKUHS, NOMYKHBOTHT Ha BAINPOATa €
yabKeH. [lnasMeHuaT MomyKHBOT MOXKe aa ce yabmku a0 60 yaca npu Aeua nog 2 mecena, Ho NpH
Mo-rosieMH aeua ToM € nogo0eH Ha TO3H NPM BB3pacTHU. B3auMOBpB3KkaTa MexXy taleHaTa [o3a u
edeKTa, CbOTBETHO MEXKAY MJ1a3MEeHATa KOHLEHTpaLMA U edekTa, He Ca TOUHO OlleHeHH. PapHoBeCHO
cbeTosHMe (steady state) Ha I1a3IMEHaTa KOHLIEHTPALMA €€ AOCTHIA B OBEYETO CITYYaH cien 3 - S 1Hu
nevyeHue. JIMKBOpHaTa KOHUEHTpauMa 10cTira npubnusurento 10% o1 nnasMeHaTta KOHLIEHTpaLKS.
HatpuesHsaT BANMpoar ce cBbp3Ba ¢ IUN1a3MEHUTE (IPOTEUHH B npubnuzutenHo 90%. Bucokarta crenen
Ha CBbP3BAHE C MPOTEMHHUTE MOKE Ja MPEAU3BUKA PUCK OT KIMHHYHO 3HAYUMHU B3aUMOIEHCTBHS C
IPYyTrH NMPpOTHBOEITWIENTHYHH JIEKAPCTBEHH TNPOAYKTH, 0COOEHO PeHUTOUH (BXK. TOoUuka 4.5).
3an0BOJIMTENIEH KIIMHHYEH €(EKT OOMKHOBEHO ce A0CTUTa MPH KOHUEHTpauuu Mexay 300-700 umol/l,
HO € HEOOXOAHMO J1a C€ B3eME MPEABHA LANIOCTHATA KIHHHYHA CHTYaLUHs NPH NauMeHTa (BX. TOUKA
4.2).

OCHOBHHAT MBT 3a OHOTpaHCchOpMaLIMA Ha BAIpOAaT € MNIIOKYpOoHUpaHeTo (~40%), npeauMHo upe3s
UGT1A6, UGTIA9 u UGT2B7.

HaTtpuesuaT Bannpoar ce MeTabov3upa BB BUCOKA CTEMEH M CE€ €KCKPeTHpa B YpHHaTa 10/
Ha KOHIOTHpPaHH MeTabOMUTH.

HenaxuH XpoHo 300 mg nMa no-Hucka Crax M € ¢ No-Masiko (JIYKTyalHH B IUTa3MeHaTa
KOHLEHTpALus Npe3 A€HS B CPaBHEHUE C TacTPO-PEe3HCTEHTHHTE TabmeTKH.

[Teouampuunu nayuenmu
Heua Ha Bb3pacT Haa 10 roaMHy M IOHOLWH UMAT KJIHPBHC HA BATNpoar noaodbeH Ha T03



BaJINIPOAT C€ pa3/iM4aBa B 3aBUCHMOCT OT Bb3pacTTa. Ilpy HOBOPOJEHH M KbpMayeTa Ha BB3pacT A0
2 Mecela KITHPBLHCHT Ha BAINPOaTa € HaMaJleH MPU CPaBHEHHE C TO3H MPH Bh3PACTHH H € Hali-HUCHK
HEMOCPEACTBEHO Cnea pakaaHeTo. [lpu npernen Ha HayyHaTa TMTEPATYpa, MOAYKHBOTBT HA
BAJINpPOATAa MPH KbPMAaveTa Ha BB3PACT A0 2 MeceHa NoKa3Ba 3HaUHTEIHH PasfiiKH oT 1 1o 67 uaca.
[1pu nena Ha Bw3pact 2 — 10 roauHu, KIHPBHCHT Ha Baanpoara e ¢ 50% no-BUCOK OT TO3M npu
BB3IPACTHH.

5.3 [IpeaknnHH4HH nanuH 32 6e30nacHOCT

INpoyuBaHHs NpH XKHBOTHH MOKA3BAT, Y€ EKCTIO3HLIMATA HA BANPOAT in ulero BOAM 10 MOpPONOTrHUHM
H/WIH QyHKUMOHAIHH NPOMEHH Ha CIYXOBATa CUCTEMA NPH TUTBXOBE U MMLIKH.

Bannpoat He mokasBa Npy aHaNM3 in Vitro MyTareHHOCT HUTO NMPH 6aKTEPUH, HHTO BBPXY KJIETKH OT
MHLLH TMMQOM H HE HHAYUMpa penapauus Ha JIHK B mbpBHYHHK XeNaTOUHTHH KYJITYPH OT MbX. n
vivo, 0bave, ca MONYYCHH NPOTHBOPEUHEH Pe3y/ITATH 32 TEPATOr€HHUTE 034 B 3aBUCHMOCT OT
HauKMHa Ha npunaoxkeHue. Ciea NepopanHo NPHUIOKEHHE, HAK-YECTO UIMOM3IBAHUA HAYHH Ha
NpUIIOKEHHE NPH XOpa, BANPOaThHT HE HHIYLHPAa XPOMO3OMHH abepaunH B KOCTEH MO3BK OT ILTbX
UK IOMHHAHTHH JIETUTHH €PEKTH NPH MUILKH. UHTpanepHTOHeATHOTO HHKEKTHPaHe Ha BAINPOAaT
NoBHLIaBa HaKbCBaHe Ha Bepurute Ha JIHK 1 xpoMo30MHH yBpexxaanus npH rpusayu. B
AOTBIHEHHE, B IMyO/IHKYBAaHH NPOYUBaHHA € CLoOILaBaHO 3a yBeIHUYEH OGMEH MEXTY CECTPHHCKUTE
XpOMAaTHIH NMPH NAUMEHTH C EIIMIENCHSA, PHEMALLH BAITPOAT, B CPaBHEHHE C HEJICKYBAHH 3paBH
Y4aCTHHIH. BBNpexy TOBa, H3KIIOUBALUH CE PE3yNTATH Ca MOyYeHH NIPK CPaBHABAHE HA JaHHUTE NpH
NALUMEHTH C SMHICTICHA, 1€KYBAHH C BAINPOAT, C TE3H HA HEJIEKYBAHH MALHEHTH C ENHIETICHA.
KjAuHHYHOTO 3Ha4ueHHe Ha Te3H pe3yiTatH 3a JIHK/xpoMozoMuTe € HernsBecTHO.

HeknuHWYHHTE NaHHHM HE NOKa3BaT 0CoDeH PHCK 3a XOpaTa Bb3 OCHOBA HA KOHBCHLIHOHATTHH
NMPOYYBAHHA 34 KAHUECPOTE€HHOCT.

Penpooyxmuena moxcuynocm

BannpoarsT HHAYLHpPa TepaTOreHHH edeKTH (MalPOopMaLMH Ha MHOKECTBO OPraHHH CHCTEMH) B
MHUILKH, IUTEXOBE H 3aiilid. OTKIOHEHHA B NOBEJCHHETO Ca ChOOLIABAHH B MHAUBUIMTE OT ITHPBO
MOKOJICHHE HA MHLUKH H IUTBXOBE CJie/] €KCNO3HIIUA in utero. HAKON MOoBeAeHUYECKH MTPOMEHH ca
Ha0JIl01aBaHH CBLIO M BLB BTOPO MOKONEHUE, a CHLIMTE Ca GWIH MO-TPYAHO 3a0enekuMH B TpETO
NOKOJICHHE HA MHULIKH CAE OCTPA i1 ulero €KCAO3IULIMA Ha TBPBOTO NOKOJIEHHE HA TEPATOreHHN 103H
BaNnpoat. CKPUTHUTE MEXAHHIMH H KITHHHYHATA 3HAYMMOCT Ha TE3W OTKPHTHS Ca HEM3BECTHH.

B npoyuBaHus 32 TOKCHYHOCT NPH MHOTOKPATHO TIpWIaraHe ca choG1IeHH TeCTHKYIapHa
flereHepaums/aTpodua WIK HapyLLEHHA B CIIEPMATOrEHE3aTa M HAMAIABAHE HA TEMJIOTO Ha TECTHCHTE
MpH BB3PACTHH [TBXOBE H KYHETa ClIe] NEPOPATHO NPUITOKEHHE B A03K cboTBeTHO 400 mg/kg/nex u
150 mg/kg/neH, HaXOAKH B TECTHCUTE, CBLP3aHH ¢ HHBA 6e3 HabmonaBaH HebnaronpusaTeH edekt (no
observed adverse effect leveis, NOAELSs) ot 270 mg/kg/neH npu Bb3pacTHH rUisxose H 90 mg/kg/neH
MPH BB3PAacCTHH KyHeTa.

CpaBHenuATa Ha rpaHMuMTe Ha Ge3onacHocT Ha Gasara Ha ekcTpanonupatata AUC npH mibxose u
KyHeTa MOKa3BaT, e MOXKE [1a HAMa rpaHHLia Ha 6e30nacHoCT.

[Tpy 1OBEHHIHA IUTBXOBE HAMATABAHE HA TEMIOTO HAa TECTHCHTE € Hab/1I01aBaHO CaMO NIPH 1034,
HaJBHIIABAIIW MaKCHMaIHATa NOHOCHMA a03a (oT 240 mg/kg/neH npyu HHTPANEPHTOHEATHO UK
HHTPABEHO3HO NPUIIOKEHHE), €3 CBBP3aHH XMCTONATONOTHYHH npomeHH. He ca Habnonasanu
epeKTH BBPXY MBKKHTE PENPOAYKTHBHH OPraHH MpH MOHOCHUMH 1034 (10 90 mg/kg/nen). Bb3 ocHOBa
Ha T€3H NaHHH IOBEHWIHHTE XKHBOTHH HE CE€ CHMTAT 3a NO-NIOAATIHBH 10 OTHOLUEHUE Ha HAXOAKH
TECTUCHTE, B CPABHEHHE C Bb3PACTHHTE. 3HAYEHHETO HA HAXO/IKMTE B TECTHCHTE 3a NEAHATP
NOnyJauusa He € U3BECTHO.

B npoyusane 3a depTunnteTa NpH mwrbxose, sannpoar B 1034 10 350 mg/kg/aHeBHO He
PENpPOLYKTHBHATA (QYHKIIHA NPH MBXKHTE HHAMBHAH. Brnpeku ToBa HpepTUAMTET N
HAEHTHGOHULIKPAH KATO HEXE/IaHa peakLHa npy Xopata (BxK. ToukH 4.6. u 4.8).

6. PAPMAINEBTHYHU JAHHH



6.1 CnHCBLK HA NOMOIHHTE BEECTBA

ETuA LeTyo3a, XUIPOMENo3a, CHITHLIHEB IHOKCHI, KONOMAEH XHAPATHPaH, 3aXapuH HaTPHH,
NOJIMAKPHUNIAT, MAKPOTOJ1, TAIK, THTAHOB JTHOKCHIL.

6.2 HecbBMECTHMOCTH

Hsama nannm.

6.3 Cpok na roanocr

3 roguumu.

6.4 CnensanHu ycI10BHA HA ChbXPaHEHHe

To3u nexkapcTBeH NpoayKT He H3UCKBA CTIELMANIHH YCIOBHS Ha ChXPAHEHHE.
6.5 Bua u cuaLpkanve Ha onaKOBKATA

KyTua cue 100 Tabnerku (nactmacosu Ty6u 2x50)

6.6 Creunannn npeanasHH MepKH NpPH H3XBLP.IAHe

Hama cnenmalHy HW3HCKBaHUA.

7.  NPHATEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Sanofl Winthrop Industrie
82 avenue Raspail

94250 Gentilly
OpaHuu

8. PETUCTPALIMOHEH HOMEP

Per. Ne 9900385

9. JATA HA IIBPBO PAPEHIABAHEMOJHOBSIBAHE HA PA3ZPEHIEHUETO 3A
YHNOTPEBA

Jlata Ha mbpBO paspelnasase: 15.12.1999
Jata Ha nocnenaxo noaHoesipane: 11.10.2011

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

18/12/2024




