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KPATKA XAPAKTEPHCTHKA HA TIPOAVKTA <2 9 /32 3\0

¥V To3u nekapcTBeH NPOAYKT NOAIEkKH HA JOMbIHUTETHO HaOmoaeHue. Tosa 11e no3sosu OBbp30TO _ } 2 24 7 2 9
YCTaHOBSBaHE Ha HOBa HH(POPMaUMA OTHOCHO Ge3omacHocTTa. OT MeAHLIMHCKIHTE Cremamctnce .2 29 7
H3MCKBA J1a ChOOIIABAT BCAKA MOJO3HPAHA HeXKeTaHa Peakims. 3a HauuHA Ha CcboOLIaBaHe HA 1 ,1 -03- 2026
HEe)KeJIaHW peaklMH BUXKTE Touka 4.8. T

1. NMME HA JIEKAPCTBEHUS ITPOAYKT

Henakun 500 mg cromamHo-ycToHYuBH TaO/IeTKH
Depakine 500 mg gastro-resistant tablets

p KAYECTBEH U KOJIMYECTBEH ChCTAB
Beska Tabnerka cbabpixa 500 mg HaTpues Basinpoar (sodium valproate).

[ IoMOIIIHO BELIECTBO ¢ M3BECTHO JeicTBHE: HATPHIT 69,19 mg/Tabnerka (Bxk. Touka 4.4)

3a MBJIHUS CITHCHK HA MOMOILIHHTE BELLECTBA BHIKTE TOouka 6.1.
3. JEKAPCTBEHA ®OPMA

CromauiHo-ycToiuuBa tabieTka, OLBETEHA B K bIITO.

4. KIUHHUYHU NAHHU
4.1 TepaneBTHYHM NOKA3AHHS

Ennnencuns

e  IIbpBHYHO reHepanM3MpaHH €NMUIETICHU U IPHITAIBLIH

e Tunose npucTbIH:
abcaHcu (petit mal), reHepanu3npaHu TOHHYHO-KJIOHHYHH (grand mal), TOHHYHH W aTOHHYHH
[IPHITAAbLH, MHOKJIOHHYHH MPHCTHIH, HHPAHTUIIHH CITa3MH.

e |eHepanM3upaHu eNUIICNICUM U ENMUJIETITHYHH CHHIPOMH:
abcaHCHa enuIerCHsl, KOBEHWUIIHA MUOKJIOHHYHA €ITHUJICeTICHS (cHHOpOM Ha Janz), enuierncus ¢
{ CHEPATTH3HPAHH TOHHIHO-KJIOHWYHH MMPUNA/IbLUM NPH cbOYKIaHe, (POTOCEH3IUTHBHHU CMHIICTICHH.

e  Cunapom Ha Lennox- Gastaut.

e  Cunapom Ha West.

*  DokanHH (MapUMaTHH) eMTHIIETICHH U IPUCTBITH ¢ WK 0e3 BTOPHYHA reHepasiM3aums.

bunoasipuo pascrpoiicrso

Jleuenne Ha MaHneH enu30 npu GUMONAPHO Pa3CTPONCTBO, KOraTO JIUTHIL € MPOTHBOIIOKA3aH WJIH HE
ce Tosiepupa. llpoxbiokaBane Ha leueHHETO Clie/I MAHHEH €MH30/1 MOYKE 14 Ce OOMUCITI [TpH
HALHCHTH, KOHTO Ca Ce MOBJIMAIN OT BAJINPOAT NPH JICYEHHETO HA OCTPA MAHMS.

IIpu gena: kato caMoCTOATE IHA TEpanus MM B KOMOMHALIUS C JIPYT AHTHETIHJICTITUYEH JIEKAPCTBEH
[MPOJYKT:

Jleyenne Ha reHepanusMpaHa enUIENCHS: KIOHHYHH, TOHHYHH, TOHHYHO-K/IOHHYHH [IPUIA/IbIIH,
abCaHCH, MHOKJIOHHYHH TIPHCTBITH, ATOHWYHH MPHITA/TBIIH; CHHApOM Ha Lennox-Gastaut;
Jleyenne Ha napumanna enuaencys: NapUHATHH MPUCTBITH ¢ MK 6e3 BTOPHYHH I'€HEepasIy3dp?

~ Wi
[IPHITABLH. &, - /%~

4.2 Jl03MpOBKA H HAYHH HA NPHJIOKEHHE %: #f?%; ‘

Ta3un popma He e noaxoasia 3a neua noa 6 roaMIIHA Bb3pacT (PUCK OT 3a/1aBsiHe).



[JoznpoBKa

CpeaHa a03a Ha 24 yaca:
-TIOApacTBallK U BB3pacTHH: OT 20 no 30 mg/kg (3a npeanounTane e aa ce Usnon3sa Tabnerka, XpPOHO
TabneTka WK IpaHynMpaHa GopMa ¢ yIsIbkeHO 0cBOGOXKaABAHE).

Hauun na npunoycenue

[lepopanno npunoxkensue.
JlHeBHata 03a TpA6Ba fa ce npuema B 2 WK 3 ipHeMa, 3a NPEeANOYUTAHE NIO BPEME Ha XPaHEHE.

Hauano na aevenuemo

AKO NalMeHTsT € OWT JIeKyBaH Beye C ApYTH AHTHENHACNTHYHH FPOAYKTH, BKIIIOYBAHETO HAa HATPHEB
BAJIMPOAT TPOBa Aa cTaHEe MOCTENEHHO, TAKa Y€ 2 Ce NOCTHIHE ONMTHMAIHA JO3UPOBKA 33 OKOJIO [IBE
CEIMHMLIH U CNEN TOBA, aKO € He0OXO0AUMO, 11a ce PEAYLIUPAT CBITBTCTBAIUMUTE TCPAIIHH, B 3aBHCHMOCT
OT [MOCTHTHATHA KOHTPOJI.

AKO MaUHEHTHT HE MPHEMA APYTH aHTHENMHMIIEITHYHH CPeCTsa, 3a NpeanoYrTaHe e N03aTa 4a ce
YBE/IHYABA HA BCEKH 2 I 3 JHH, TaKa 4Ye Jja Ce JOCTHUIHE ONMTUMAIHA JO3HPOBKA 3a OKOJIO €1HA
CeaAMHILIA.

AKO e HeOOX0aHMO, KOMOHHHPAHO JIEYEHHE ¢ IPYTO AHTUENWIENTHYHO CpeacTBO TpaOBa aa ce
BBbBEXKAA MOCTENEHHO (BX. TO4Ka 4.5 B3aumoneiicTeua ¢ Ipyru nexapcTeeHy NPOIYKTH U APYTH
dopmu Ha B3auMoOEiiCTBHE).

ManneH ennzoa npu GHNOIAPHO Pa3CTPOHCTBO

Ilpu ev3pacmuu

/\HeBHaTa fo3a Tpa6Ba na Obae yeTaHOBEHA H KOHTPOIHpaHa HHIUBUIYAJTHO OT JIEKYBALLHA JIEKap.
Ilpenopbuanata Havanna nHeBHa A03a € 750 mg. OcBeH TOBa B KIMHHYHM U3MHTBANMA HAYATHA 1032
ot 20 mg Bannpoar/kg TeJeCHO TerNo ChILO MOKa3Ba NPUEMIIHE npodun Ha 6ezonacHoct. Gopmure ¢
YAB/DKCHO OCBOOOXKAaBaHe MOrat fa GbIaT NpHIaraHy BeIHBX WITH JBA ITbTH JHEBHO. Ho3zata Tpa6Ba
/1a ObJle yBEIHYEHA KOJIKOTO € BBh3MOXHO 10-6bp30, 32 11 ce HOCTHIHE Hali-HUCKATa TEepaneBTHYHA
71038, KOATO BOAH 110 HkeNaHus KIMHWYEH edekT. [lHeBHaTa no3a Tpabea na Gbae anamrupana COPAMO
KIMHUYHAA OTTOBOP, 3a Ja e ONpeeNiv Hal-HUCKATa eheKTUBHA 032 33 HHAUBHAYANHUS NALUEHT.
Cpennara aHeBHa 103a 06MKHOBEHO Bapupa Mexxay 1 000 1 2 000 mg Bannpoart. IlauuenTu, kouto
MOo;TyvaBaT AHEBHH O3 NO-BUCOKH OT 45 mg/kg TestecHo Terno qHeBHoO, TpaAOBa #a Owpaar
BHHMATETHO NPOC/ISASIBAHHU.

[Ipoab/pkaBaHeTo Ha JIEYEHMETO 32 MAHHITHY €NM30/IM NPH GHIONSPHO Pa3sCTpOHCTBO TpsabBa 1a Obae
aJarTHpaHO WHAWBHIYAJIHO, KATO CE€ M3IOJI3Ba Hall-HHCKaTa eeKTUBHA 1034.

CrieuuanHy nomyJaluu

Heya

Enunencus

Ot nepopannvTe nexapcTBeHH GOPMH, CIIEXHHTE NIEKApCTBEHU (YOPMH Ca MO-MTOAXOAALLH 34
MpUJiarane NpH Aielia Ha BB3pacT noj 11 rogunu (cupon, nepopalnieH pasteop H FPaHyJIH).

[lpy nauyenTy ¢ 6s0peuna HeAOCTATEYHOCT

Ipy nauuentn ¢ 6L6peyHA HEAOCTATBYHOCT MOMKE /14 CE HATOKH HAMAIABAHE HA 003aTa WM

YBEITHHaBaHe Ha 103aTa NpH NaUMEHTH Ha XeMoananusa. Hatpues Bannpoar ce otaens npu anammsa
(Bx. Touka 4.9). Jllo3upoBkara TpaGsa na ce nmpoMens Cropen KITMHUYHOTO Npoc/ieAsBaHe Ha
nandeHra (Bx. Touka 4.4).

bunonsapHo pascTpoiicTro
Ilpu deya u wHouiu




EduxacnoctTa Ha [enakun 500 mg 3a leueHne Ha MAHHIHHH €TIH30AH [IPU OHNONAPHO pa3cTPOMCTRO
He ca OWIH OLleHABaHM IPH NALMEHTH Ha BB3pacT nox 18 ronunn. 3a undopmamms CBBP3aHA ¢
Oe3onacHOCTTa NpH Jiena BIKTE Touka 4.8.

ﬂega OT MCHCKH ITOJ H KEHH C AETEPOACH NOTECHLIHAT

Jleuenuneto ¢ Jlenakun 500 mg TpaGpa na ce 3ano4xe U HaGMIOAABA OT CHEIMANMCT C ONUT B
JICYEHHETO Ha ENAJICTICHA WIH OMIIONIAPHO pa3cTpoiicTBo. Bannpoar He TpaGea aa ce U3nonsea Mpu
Aena OT JKEHCKH I0JT M JKEHHU C NEeTEPOIeH MOTeHLHAN, OCBeH KOTaTo ApYTHTE JICUeHHs ca
Hee(heKTHBHM MITH He Ce MOoHAcAT n06pe (Bxk. Touku 4.4 u 4.6).

[lon3aTa 1 pUCKBT TPAOBA BHHMATENHO Aa C€ OLEHABAT TIPH PYTHHHHTE [perieam Ha JISHEHHUETO.
Bannpoar ce npeanncsa M oTiycka B ChOTBETCTBHE ¢ [Iporpamata 3a npennaspaHe OT OpeMeHHOCT
npH ynorpe6a Ha Bannpoar (Bx. Touku 4.3 u 4.4).

3a npeAnNOYHUTAHe € BANMpoaT Ja ce NPEANUCEa KATO MOHOTEPANus ¢ Hali-HHCKATa e(eKTHBHA /1034,
KO © BL3MOXKHO KATO JIEKAPCTBEHA POpMa € YABIDKEHO OCBOOOXK/1aBaHe, 33 /1a CE NPEIOTBPaTST
BHCOKH ITUKOBH [UIa3MEHH KOHUCHTpaUMH. JIHEBHATa 103a Tpa6Ba Aa Oblie pa3eneHa Hali-MaNko Ha
IBe eJHHHYHH J03H (BXK. TOUKa 4.6).

Muoxke
IIpenopbusa ce nevennero ¢ Jemakun 500 mg ga ce 3anoune M KOHTPOITHpA OT CITELHATHCT € OIUT B
JICICHHETO Ha eNHJIENCHs WK OUNONAPHO pascTpoHCTBO (BXK. TOUKH 4.4 1 4.6).

Cnen ocBoOOXNaBaHETO HA AKTHBHOTO BEUIECCTRO, B X0/a Ha npoueca Ha 3abaBeHo OcBOOOXIaBaHE U
B CJIEACTBHE OT NPHPOAATA HA MOMOLIHHUTE BELIECTBA B ChCTABA MY, HHEPTHHSAT MATPUKC HE CE
abcopbupa OT XpaHOCMHIIATENHKUSA TPAKT, a Ce CNNMMHHHUPA C U3NPAKHEHHATA.

4.3 IlpotuBonmoxkazauus

Jlenakuy 500 mg ¢ npoTHBONMOKA3aH MpH CleJHATE CHTYALIMH:

- CBPBXUYYBCTBHTENHOCT KbM HATPHEB BANMPOAT HIM KBM HAKOE OT IOMOLLHHUTE BELICCTRA,
H30pOEHH B TOYKa 6.1,

- OcTbp XenaTur UM XpOHHYEH XENATHT,

- Jluyna nnH paminHa aHaMHE3a 3a TEHKBK XETIATHT, 0COBEHO CBBP34aH C JICKapCTBa.

- YHepHoapoOua nopdupus.

- Banmpoar e nporuronokasan npy naUMeHTH ¢ MUTOXOHAPHATHH HapylUeHHA, MPUUHHEHH OT
MYTALUH B AAPEHUA ['€H, KOIMPALl MUTOXOHAPHATHHA eH3UM nonumepasa Y (POLG), Hamp.
cuHApoM Ha Alpers-Huttenlocher, kakTo v npu Aeua noxa ABEroAHLIHA BB3PACT, 32 KOUTO Ce
CMATA, He MMaT HapyLieHue, cBbp3aHo ¢ POLG reHa (Bx. Touka 4.4).

- IlauMeHTH ¢ U3BeCTHH HapyHIEHUA B YPEHHHSA LUHKBI (BXK. TOYKA 4.4).

- IlaUMeHTH ¢ HEKOPUrUpaH CUCTEMEH MEPBHUYEH KAPHHTHHOR nePUUUT (BXK. TOUKa 4.4
alueHTH ¢ PUCK OT XUMOKAPHUTHHEMHS ).

JleyeHue Ha enuiencus

* 10 BpeMe Ha OPEeMEHHOCT, OCBEH KOraTo HAMA HOIXOASLIO ANTEPHATHBHO JIedeHUe {BXK. TOUKH
4.4 u 4.6).

*  TpHIKEHH C ICTEPOACH NOTEHLMAI, OCBEH KOIaTO Ca M3ITBAHEHH YCNOBUATA Ha [Iporpamara 3a
FipeanasBaHe oT OpeMeHHoCT (BX. ToukH 4.4 u 4.6),

Jleyenne Ha OUIIONAPHO PA3CTPOKCTBO

* [0 BpeMe Ha OpeMeHHOCT (BXK. TOukH 4.4 1 4.6).

*  TIpH XKeHH C NICTEPOACH NOTEHLIHAN, OCBEH KOTaTO Ca M3MBIHEHH YC/IOBUATA HA
npeanapaHe oT OpeMeHHOCT (BXK. Touku 4.4 n 4.6).

44 CrneumajHu npeiynpexaeHns U NpeANasHA MePKH NPH ynorpeba

| Momuuera/JIeBoiiku/Kenu c aAerepoaen noreHuuan/bpemenuoct




| Jenakun 500 mg He TpabBa fa ce U3NOA3Ba IPH MOMHYETA, IEBOMKH, IpH XKEHH C AeTepoAcH .
MOTEHLHMA WIH OPEMEHHH XEHH, OCBEH B CITyHaii, KOraTo alTepPHATHBHHTE JEYEHUS Ca |

| Hee(eKTHBHH HITH HE Ce MIOHACAT NOPaAl BHCOK TEPATOTEHEH MOTEHLMAN U IOBHILICH pPHCK OT

| cepuo3HHM HapylueHus B Pa3sBHTHETO Ha OebeTa U3NoKEHH BETpeyTPoGHO Ha Banmnpoar. ITonsaTa u

| PHCKBT TPAOBA BHHMATETHO 1 CE OLIEHAT 110 BPEME Ha PYTHHHH nperaean, npes mybeprera u

CICLUIHO KOraTo x¢Ha ¢ JeTepONCH NOTEHUMAaN, neKyBaHa ¢ [lenakuu 500 mg rutannpa 6pemesHocT |

HJIH NPEACTOH OPEMEHHOCT.

| XKenn c nerepozen noteHIMan TpsGBa Aa U3NON3BAT e(ekTHBHA KOHTpALIETIIKA 10 BpEME Ha
| JIeueHHe U fa ObAaT HHPOPMHPAHH 32 PHCKOBETE CBBLP3AHH C ynotpebara Ha Jlenakun 500 mg no |
| BpeMe Ha OpeMeHHOCT (BK. TouKa 4.6). |

JlexapsT TpsdBa 1a rapanTHpa, Ye HA NALMEHTKATA € MPEXOCTABEHA MEJIHA HH$pOopMalus 32
PHCKOBETE, KAKTO M CBOTBETHH MaTEPHAIIH, KaTo OpoLIypa 3a NalMeHTa, 3a a NOAIOMOTHE ;
| pazbupaneTo it OTHOCHO PUCKOBETE.

| MenuUMHCKMAT crieupanueT Tpa6Ba Aa e yGenieH, Ye nalMeHTKaTa pazéupa:

. ECTECTBOTO H TeXeCTTa HA PHCKOBETE NPH EKCTIO3ULIMS TO BpeMe Ha GPEMEHHOCT, Mo-
| CIIELIMANIHO 32 TEPaTOreHHH PUCKOBE H HAPYILUEHHUS B Pa3BUTHETO. -
. Heo6xomuMocTTa oT edekTHBHA KOHTPALIENLHA. |
K HeobxoanMocTTa oT pefoBeH nperne U oLeHKa Ha JeHeHHETO.
. HeobxonumoctTa OT cniemHa KOHCYNTALMA, aKO M1aHUPa 6PEMEHHOCT HITH € Bb3MOXKHA
OpeMeHHOCT.

IIporpama 3a npeana3BaHe 0T OpeMeHHOCT

Bannpoar uma BUCOK TepaTOre€HEH MOTEHIHAN U AELATA, ¢ eKCIO3ULIUS in utero Ha Bannpoarcac |
BHCOK DHCK OT BPOJEHH MaN)OPMALIMK H HAPYLICHHS B PA3BUTHETO HAa HEPBHATA CHCTEMA (BXK. !
TOdKa 4.6).
Henaku 500 mg e mpoTHBONOKA3aH NIPH CIICIHUTE CUTYalLIHMK: |

JleyeHve Ha enwiencusn .
. [0 BpEME Ha OPEMEHHOCT, OCBEH KOraTo HAMa MOAXOAALIO ANTEPHATHBHO JIEUeHHE (BXK.

ToukH 4.3 4 4.6). |
K TIPH JKEHH C IETOPOAEH MOTEHLHAN, OCBEH KOTaTo Ca U3ITbJIHEHH YCIoBHsTa Ha [Tporpamara
3a rpeanassaHe oT OpeMeHHOCT (BXK. TOUKH 4.3 u 4.6). |

JleyeHre Ha OUMONAPHO Pa3CTPOHCTRO |
. o BpeMe Ha OpeMeHHOCT (BXK. ToukH 4.3 u 4.6).
. MpH XEHH C NETCPOACH MOTEHLHA, OCBEH KOTaTO Ca M3IILIHEHH YCIoBuATa Ha [Iporpamara |

3a rpeanaspaHe ot OpeMeHHOCT (Bk. ToYkH 4.3 U 4.6), |

Ycnoeus Ha [Iporpamara 3a npeanassade oT 6peMEHHOCT |

IlpennucBalumsT nekap Tpabea fa rapaHTHpa, ye:

. WHIMBHAyaNHUTEe 0OCTOATENICTBA TPAOBA Na ObIAT OLICHABAHU BLB BCEKH OTHENEH Cyua,
KaTO NAlUMEHTKAaTa ObJE BKIIOUEHA B THCKYCHATA, 3a [ C€ FAPAHTHPA AHFAKMPAHOCTTA i, 1a |
Ce 0BCHIAT TepaneBTHIHHTE Bb3IMOXKHOCTH H JIa C€ FapaHTHPa HEWHOTO pa3bupaHe Ha

| PHCKOBETE H HCODXOAUMUTE MEPKH 3a CBEKIAHE HA PUCKOBETE 0 MUHHMYM:; .

K MNOTEHUHANbT 32 HACTHIIBAHE HA OPEMEHHOCT € OLIEHEH NPH BCHYKH NALIMEHTKU OT KEHCKU !

MoJi;

K MalMeHTKaTa € pasbpana H fipHesia PUCKOBETE OT BpoJeHH MaiGOPMALMK H HAPYILEHHS B .
Pa3sBUTHCTO Ha HEPBHATA CUCTEMa, BKITIOUHTEIIHO CTENEHTA Ha Te3M PUCKOBE 34 AELIaTa C
CKCITO3HLINA 1 ufero Ha BAINPOAT; |

. NALMEHTKATa pa3dupa HEOOXOAMMOCTTA OT NPOBEKAAHE Ha TECT 38 GPEMEHHOCT T gﬁ-“w 0
3aMOYBAHE HA JICUCHUETO H {10 BpEME Ha JISHSHHETO, KaKTO € HeOOX0AMMO:

. MALMEHTKATa € KOHCYJITHPaHa M0 OTHOWIeHWE Ha KOHTPALIENMLMATA U € B ChCTOA
cbOOpa3u ¢ HeOBXOAUMOCTTA OT H3MO/I3BAHE Ha e(heKTHBHA KOHTpaLenuuA (3a JAork
OAPOOHOCTH, MOJIS BUKTE MOATOUKA ,,KOHTPALIENUMA™ HA TOBA [IpeyTpexacHNE €
0€3 NpekbCBate [0 BpeMe Ha LIEUA IEPHOJL Ha JICYEHHE C BATNPOAT;




. MalMeHTKaTa pa3bupa HeOOXOAHMOCTTA OT PeOBEH (NIOHE BEMHBK FOMMILHO) Nperae/ Ha
JICICHUETO OT CIICLHANKCT C ONHT B JICYEHHETO HA EMIIENCHS, GHITOIAPHO pPa3CTPOUCTRO;

{ * [aUMEeHTKaTa pa3sdHpa HeOGXOMHMMOCTTA a Ce KOHCY/ITHPA ChC CBOS JIEKap BeZHara oM
MIAHKPA OPEMEHHOCT, 3a Jia C€ OCUTYPH CBOEBPEMEHHO 06CHKIANE IIpEMHHABaHE KBEM
ATTCPHATHBHH BH3MOXKHOCTH 32 NIEYEHHE NPE/H 324€BAHETO H NP A Ce IPEeKpaTH
KOHTpaLECIIHATA; .

. [MallMeHTKaTa pa3bHpa HeOGXOAHMOCTTA OT CNENIHA KOHCYITALMSA ChC CBOS JIEKap B cydaii Ha
OpeMeHHOCT; |

K NalMeHTKaTa € NoTy4Ynia PbKOBOACTBO 3a NaLMeHTa;

o MTALMCHTKATa MOTBBPXAABA, Y€ ¢ pa30paa ONaCHOCTHTE M HEOBXOAHMHTE IPEATasHA MEPKH,

CBBp3aHH ¢ ynoTtpebara Ha Bannpoart (Toauuen GopMynsap 32 MOTBBPKISHUE OCH3HABAHETO

Ha PUCKa).

Te3u ycnoHs ce oTHacAT M 3a skeHH, KOUTO MOHACTOSILEM He ¢a CEKCYaJIHO aKTUBHH, OCBEH KOraTo |
PCINHCBAINMAT JICKAp CMATA, Y€ CBUIECTBYBAT yOEIUTEIHH MIPHYMHH A Ce OCOYH, Ye HAMA pUcK |
| OT HACTBIIBAHE Ha OpPEeMEHHOCT.

ena ot xeHcku non

. Ilpennuceammure nexapu TpaGsa aa ca curyphu, ge poAHTENMTE/ TIONATaIUTE MPHXKY 33 Acua
OT JCHCKH NOJ pa3bMpaT HEOGXOOHMOCTTA Ia C& CBBPIKAT ChC CIELUAIHCT BeIHAra cnen
KaTo AETETO OT XKEHCKH 11011, KOSTO NpHeMa Ballpoar, NoTyud MeHapxe. |

K [NpennucBawuaT nexap Tps6Ba na rapaHTHpa, Ye poaUTeNHTEe/ IOMArAlIHTE FPHKH 3a fena or |
KCHCKH TI0I1, KOHTO Ca NONYYH/IM MEHapXe, Ca HOMyYHITH noApoGHa HHOpMAaLMs 3a
PUCKOBETE OT BPOACHH MaJI(pOPMALIK H H30CTABAHE B PA3BUTHETO HA HEPBHATA CHCTEMa, .
BKTIOYHTECITHO CTETICHTA HAa TE3H PHCKOBE 3a ACLATA C eKCMO3UIIMA in utero ua BaJINpoar. |

. [1pu nauneHTKH, KOMTO Ca MONYYHIH MEHAPXE, MPEAMMHCBALUKAT NeKap TpAOBa Na npeoneHssa |
CHETONHO HyXcaaTa OT Tepallus ¢ BAINPOAT U Aa OOMHC/IH aITEPHATUBHH BBh3MOMHOCTH 34
JICYEHHE. AKO BANTIPOAT € €AMHCTBEHOTO MOAXOALIO NEYSHHE, TpA0OBa 1a ce 06chaAu |
HEOOXOAMMOCTTa OT H3MON3BaHE Ha e(DEKTUBHA KOHTpaLeLUHs H BCHUYKH APYTH YCJIOBHA HA
IIporpamara 3a npeanaseade ot 6peMeHHOCT. CHeLHATHCTLT TpAOBa a MONOXKU BCUUKH .
YCHITHA ICTETO OT KEHCKH 10T 1a NPEMHHE Ha AlITEPHATHBHO JiedeHHe, IPeM a e |
HaBBbPLUIHIIO MBIHOIETHE.

TecT 3a OpeMeHHOCT

IIpean Hayanoto Ha neveHueTo ¢ Bannpoar TpaOBa Na ce u3KmMoun GpemennocT. He TpAOBa na ce
34M04Ba ACUCHHE C BANNPOAT IIPH KEHH C IETEPOEH MOTeHUHan 6e3 oTpULaTeneH pe3yaATarT oT

| TECT 38 OpeMeHHOCT (KPBBEH TECT 3a GpEeMeHHOCT), MOTBBPACH OT JIeKap, 3a Jia ce UIKIKOUH
HEXENaHaTa ynotpeba no speMe Ha GpeMeHHOCT. .

KoHtpauenius |
KeHnTe ¢ IeTeponeH NOTEHLMAN, HA KOMTO € NpeaNucan BaJinpoar, TpsadBa na U3Non3eat .
eeKTHBHA KOHTpaLENLHs 5€3 IPEeKbCBAHE Mpe3 Uens nepHoa Ha ieYeHHe ¢ Bannpoar. Ha tesu |
| MalMEeHTKH TpAOBa 1a 6bAe NpeaoCcTaBeHa H3UeprAaTe/IHA HH(POPMALIHA OTHOCHO NPEANa3BaHeTo OT
OpemMeHHOCT ¥ TpAOBa Aa 6BAAT HACOYEHHU 33 ChBET OTHOCHO KOHTpaLeNnU#s, aKO HE U3MOJI3BAT .
eeKkTHBHA KOHTpaUernuus. Tpa6pa a ce M3NOA3Ba HAl-MAJIKO €HH epeKTUBEH MeTO] 3a |
KOHTpaUenLHs (32 MPeANoYHTaHe HE3ABHCUMA OT MOTPebHTEN (opma, KaTo HampHMep
PEIpEMaToNHa CiMpaa UM UMIUIAHTAT), WK [Be AOMBIBALIM ce POPMH Ha KOHTPALIETLIHA,
BKIIIOUMTENHO OapuepeH Metoa. HHamMBuayanHute o6cTosTencea TpaOBa /1a Ce OLeHABAT NPy
| BCEKM OTxesieH Cnyyaii, KoraTo ce H30Mpa METON HA KOHTPAUEMNIHMSA, KATO NalMeHTKATa TpabBa na
Ce BKIIOYH B 0DCHKAAHETO, 32 A2 Ce rapaHTHpa HeliHAaTa AHTOKHPAHOCT M CIIa3BAHETO Ha
H30paHnTe Mepku. Jaxe Na nMa ameHopes, TS TpA6Ba 1a ClIA3Ba BCHYKH ChBETH 3a ede
KOHTpALIETILIMA.

Cpenctsa chabpKally ecTporeH

EnHospeMenHara ynotpeba Ha cpeacTea ChABbPAKALUH €CTPOTEH, BKIIOYUTENHO ChABPHY
CCTPOT€H XOPMOHAIHH KOHTpalUeNTHBH, OM MOrna Aa Hamanu eHKacHOCTTA Ha BaJINPOXK
| Touka 4.5). Ipeanuceamure neyenune Tpsbea aa NMpOCHeAABaT KNHHHYHHA OTTOBOP (KOHTIR
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NPUNAagbLKHTE K KOHTPOJI H& HACTPOECHHETO), KOTaTo 3anoyBaT WM NPEKHCBAT MPUEMA Ha

| NPOAYKTH, CHABPKAIIM €CTPOTEH.
Ot npyra cTpaHa BANNpOAT HE HaMa/laBa €(PUKACHOCTTa Ha XOPMOHAITHUTE KOHTPALETITHBH. |

| ['oaMilieH nperiea Ha JJEYEHHETO OT MEAMIIMHCKH CIEeUANIHCT

| CrieunanucrsT Tpa6Ba NOHe BEIHLK FOJMIIHO 1a MPELeHsIBa JaTU BAHIPOAT € Hal-NMOAXOAALLIOTO
NevueHHe 3a naureHTa. CneunanucTsT Tpabpa Aa o6cuan IogumiHug GopMyIsp 3a NOTBBPXKIECHHE |
| OCB3HABAHETO HAa PHCKA MNPH 3aN04YBaHe Ha JICYEHHUETO ¥ PH BCEKH rOAMILECH Npernea, u Aa |
rapaHTHpa, Y€ NalUeHTsT € pa3dpall ChbABPXKAHUETO MY.

[LnanupaHe Ha OpeMeHHOCTTA

3a NoKasaHHeTO eNWIENCHsA, aKo JKeHaTa IUTaH|pa Ja 3abpeMeHee, TepanuaTa ¢ BaInpoar Tpabea aa |
| C€ MPEOUEHH OT CHEUHATHCT C ONMT B JICUEHHETO HA CMIICNICHS H Ja ce OOMMC/IAT JITEPHATHBHH |
Bb3MOKHOCTH 34 jieyeHHe. TpabBa na ce Moa0KaT BCHUKH YCHIIHA, 3a A4 ¢e TIPEMHUHE Ha
[I0AXOAAIO AITCPHATHRHO M€HEHHE NPEIH 3a4€BAHETO U MPEAH NPEeKpaTABaHe Ha KOHTPAUEILHATA
(BX. TOUKA 4.6). AKO CMAHATA Ha JICUCHUETO HE € BB3MOXKHA, JKeHaTa TpAOBa [a Momy4H
AOITLIHHTE/IHA KOHCYJITALIMS OTHOCHO PHCKOBETE C BANNPOAT 32 HEPOACHOTO JETe B MOJKpEna Ha

' MHGHOPMUPAHOTO H B3eMaHe Ha pellieHHe OTHOCHO CeMEHHOTO TUIaHHpPaHE. .

3a noxasaHHeTo OMMONAPHO pPa3CTPONHCTBO, aKO XeHaTa IuIaHHupa Ja 3abpemenee, Tpa6Ba na ce
TIpOBE/Ie KOHCYNTAUMA ChC CIELMANUCT C OITUT B IEYEHHETO Ha OHIIQNIAPHO Pa3cTpoOicTBO H |
| JIEYSHHETO C BANMPOAT TpAOBa a ce MPEYCTAHOBHU, H aKko € HeOOXOAKMO Ja ce NMPeMHUHE Ha |

AITEPHATHUBHO JIEYEHHE NIPEIY 3a4YEBAHETO U NPEaH MPEeKpaTABaHEe HA KOHTPALENLMATA. |

B ciryyaii Ha OpeMeHHOCT |
AKO JK€Ha, KOATO Ce JIEKYBa ¢ BAINpoat, 3abpemenee, T4 TpaOBa He3abaBHO 1a ce HACOYH KBM |
CIIELIMANIKCT, 33 Ja C€ NPEOLCHHM JICHEHHUETO C BANTIPOAT U a ce 00CHIAT AITEPHATHBHH
BB3MOXKHOCTH. lanjieHTKHTE ¢ eKCIIO3nLMs Ha BalNpoaT no BpeMe Ha OPEMEHHOCT M TEXHHUTE
NapTHROPH TPAOBa 1a 6bAAT HACOUYEHH KBbM CMIELMANHCT ¢ OMMT B TEPATOAOrMATA 3a OLICHKA U
KOHCYJITHpaHEe OTHOCHO eKCNOHHpaHaTa OHpeMeHHOCT (BXK. Touka 4.6).

®apMaueBTHT TpAOBA 1a rapaHTKHPA, Ye:

. pH BCAKO OTITyCKaHe Ha BaJIpoaT € NpefocTaBeda Kapra Ha mauHeHTa H mauueHTKHTE
pa3dupaT HERHOTO ChALPKAHUE.
. NalMEHTKHTE Ca NOCHBETBAHM Aa HE CIIHPAT JICHEHUETO C BAJINMPOAaT U He3abaBHO 1A ce

I
| CBEPKAT CBC CMNIELHANHCT NPHU [UTAHKpaHa Wik N0J03UpaHa OpeMeHHOCT. |
I

OOY4YHTEIHY MaTEepHANH

3a Aa ce MOAMOMOIHAT MEAHLIMHCKHTE CIIEUUAJIUCTH M MALHEHTKHUTE A4 € H30erHe ekcrno3nuuaTa
Ha BaNTIPOAT 110 BpeMe Ha OPEMEHHOCT, IIPHTEKATENAT Ha pa3pellleHHeTO 3a ynoTpeba e
peoCTaBUT 00YHHUTEIHH MAaTEPHANIH 3a TIOACUIBaHe Ha NPeOYNPEXAEHHATA U PEAOCTABIHE HA
yKa3aHHA OTHOCHO ymnoTpebara Ha BANIPOAT NPH YKeHU C JETepoaeH MOTEHUHAN i HHOPMAaLIHA 3a
CbAbpkaHHeTo Ha ITporpamara 3a npennassane ot 6pemeHHocT. Ha BCHYKM jkeHH ¢ JeTepoaeH
MOTEHLUHAJ, KOHTO H3MOJI3BAT BANNpOAT, TpAOBa Aa ce npeaocTaBn PLKOBOACTBO 3a NallHEHTAa U
Kaprta Ha nauueHTa.

I
Tpsbsa na ce usnonssa [N'oguuieH GopMyap 3a HOTBBPKIEHHE OCH3HABAHETO HA PUCKA IIPH |
3aMOYBAHE Ha JICUEHHUETO M MO BPEME Ha BCEKM I'OJIMILICH MPErJE] Ha JICUEHHETO ¢ BAINPOAT OT |
CNELHANCTA. |

Ynorpeba rIpd NAaUHEHTH OT MBXKKH 01

PerpocriekTHBHO 00CepBALIMOHHO NPOYyYBaHe NOKAa3Ba MOBUILEH PHCK OT Pa3CTPOMCTBA Hf
HEBPOJIOrMYHOTO pasBHTHe (neurodevelopmental disorders, NDD) npu neua, uunrto 6a |
NEKYBaHHW ¢ BAJINPOAT npe3 3-Te MeceLa NMPeAu 3a4€BaHETO, B CPaBHEHHE C ACLATA, YUHT II\
JIEKYBaHH C JIAMOTPIXKHH WK NieseTHpalieTaM. JIpyru npoyusanus obaue He npeanonaral\ifr,
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nosuieH pUCK oT NDD cnen ekcnosnuud na 6aiara va pannpoart. Clie10BaTeIHO HATHYHHTE NAHHM
Ca HEIOCIEN0BATCIHH H NPHiNHHO-CIENCTBCHATA BPb3Ka C BANNpPOAT € HECUTYpHa (BX. Touxa 4.6).

Kato npexnasHa Mapka, mpeNycBaliUTe TeKapH Tpa6Gea 1a HMH(OPMHPAT MALHEHTHTE MBXKE 32 TO3H
NOTCHUHANEH PHCK (BXK. TOuKa 4.6) H Ja 06CBAAT HeOOXOAMMOCTTA OT OOMHUCIISHE Ha e(peKTHBHA
KOHTpaLEILMA, BKIIOYHTETHO H 32 MAPTHLOPKATA, 110 BpeMe Ha ynoTpebara Ha BaMpoar U B
MPOABL/DKCHHE HA MOHE 3 Mecela Ci1e/] IPEeKpaTABaHe Ha NeyeHUeTo. IIalieHTHTe OT MEBIKKH MO He
TpAOBa a 1apABAT CHiEpMa IO BPEME Ha I€YEHHETO M B TIPOABDKEHHE Ha MOHE 3 MeceLa ) (|
[IpeKpaTaBaHe HA JICUCHHUETO.

ITalMEHTHTE OT MBAKKH IO, JICKYBAHH C BAINPOAT, TPAGBA PENOBHO /1A e Mperaexaar oOT IeKyBallHa
M JICKap, 33 1a CC NMPELICHH TalIH BANIIIPOATHT OCTaBa HAH-MOAXOAAMIOTO JIEYeHHE 3a THX. 34 MalHeHTH
OT MBXKH MO/, KOHTO MJIAHUPAT [1a 3a4YE€HAT JeTe, TpAOBa Na ce OOMHCIAT U 1a ce 06CHAAT © TAX
[MOAXOAAIIH ANITCPHATHBH Ha JleueHHeTO. BLB BCEKH oTeNeH ciiydall Tpa6Ba oa ce OLeHsT
HHIHBHIYajHHTe 00cTOATEICTBA. IIpenopbuuTeHO € MpU HEOGXOAUMOCT f1a ce NOTBPCU CHBET OT
CNCUHAIHCT C OTHT B JICYCHHETO HA eIHIETICH MITH OUNOJIAPHO pa3CTpoiiCTRO.

HanuyHu ca o0yumTennHu MaTeprany 3a MeIULMHCKH CTIELMANKCTH M IALMEHTHTe Mbsxke. Ha
NMAUKEHTHTEC OT MBKKH 1011, H3MON3BALIM BAIPOAT, TPAOBA a ce NPEAOCTaBU PLKOBOACTBO 34
MalyueHTa.

Ilpedynpexcoenun

Texcko yepexcoane na uepnua 0pob

YCNOBHA 332 B3HUKBAHE

Psako ca HabmonapaHu TexKH 4epHOAPOOHH YBpeKJaHHs, 3aBBPIIBALIN IOHAKOra daTtaiHo.
OnHTBT N0KA3BA, Y€ MALHEHTH C HAl-BHCOK PHCK, 0COGEHO B CIIyYyauTe Ha MHOXECTBEHA
AHTHKOHBYJICHBHA TEpArHd Ca Aella Ha Bb3PacT NOA 3 FOAWHH C TEXKH [MPHIATBLHM, OCOOEHO TE3H C
MO3BYHH yBPEXKAAaHHA, 3a0aBeHO YMCTBEHO Pa3BUTHE W/IIIH BPOAEHH METAGOIUTHH HapyLUeHHH,
BKJTIOTHTENHO MUTOXOHAPHANHY HapYINCHHA KaTO KADHATHHOB Ae(HLIUT, HAPYLICHUA B YpeHHHS
kb, POLG MyTauum (Bx. Touku 4.3 ¥ 4.4) WiH nereHepaTHBHM 3a6015BaAHMA.

Crien 3-roaMiuiHa BB3pacT, PUCKBT CE PeAyLMPA 3HAYMTENTHO U NPOrpeCHBHO HAMANABA ¢ Bb3PACTTA.
B moseueTo ciyuan, TakuBa YepHOAPOOHH YBPEKIAHHS Ce YCTaHOBABAT B MTBPBHUTE 6 MeceLia Ha
JICYEHHUETO.

CUMOTOMATHKA

KAMHUYHHUTE CUMITTOMH Ca OT ChIIECTBEHO 3HAYEHHE 33 IOCTaBIHETO Ha paHHa AuarHo3a. Io-
CIHCLHATHO, C/ICIHHTE ChCTOAHHA, KOHTO MOTaT 2 MpeIXoXAaT KBITEHHLATa, TPAOBA 1a Ce B3eMaT
npexBUa, 0COOEHO NPH PHCKOBH MALMEHTH:

- HECTIEUH(PUYHH CHMIITOMH OOMKHOBEHO C BHE3AMHO HAYATIO, KATO aCTeHUs, AaHOPEKCHSA, ACTAPTHA H
CHH/TMBOCT, KOMTO NOHAKOTA CE NPH/PYKABAT C IMOBTAPALLO C€ MOBPBLIAHE H KOPEMHH GOJIKH.

- [IpY NAIMEHTH C ENHIENCHSA, NOBTOPHA NMOSBa Ha MhPYOBeE,

[NanuenTtHTe (WM cemelicTBata Ha GoneyBaliy neua) Tps6ea na 6uaaT MHCTPYKTUpPAHH 14
cboOulaBar BelHara Ha JIeKyBallHs JIEKap MOABaTa Ha TAKHBA CHMNTOMH. He3a6aBHo TpaAOBa pa ce
H3BBPILIHU 1aOOPaTOPHO M3C/IeIBaAHE HA YepHOAPOGHATA DYHKIHS B TOMBIHEHHE KbM KTHHHYCH
nperne.

HabmoneHus
Hscrienpanus Ha yepHoapoGHuTe hyHKUMM Tpa6Ba aa ce H3BBPLUAT MIPEIN JICUCHHETO, Cle Kol

NepHOIMYHO Npe3 MBPBUTE 6 Mecena OT TepanuaTa. Cpea oGHuaiHUTE H3CIeABAHMA, HAM-3L P
H3CNICNBAHMATE, KOMTO OTpA3SBaT NMPOTEHHOBUS CHHTE3, 0COOEHO MPOTPOMGHHOBOTO Bpe - &
[lorBbpKaasaHeTo Ha HeOOWUANHO HHMCKO MPOTPOMGHHOBO BpeMe, 0COOEHO 3aeaHO ¢ ,upy X
NabopaTOpHH OTKIOHEHHS (3HAYUTENTHO HAMANISBAHE HA pubpHHOreHa M KoaryJatMOHH { B
MOBHIIEHO HUBO Ha OMIHPYOHH M NMOBHILIEHH TPAHCAMMHA3H) HANATAT CMUpaHe Ha Teparl
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HAenakuy 500 mg. Kato npeanasHa Mspka u B ciyydaii Ha eJHOBpEMeHeH [IPHEM Ha CANMIWIATH,
[OCNEIHUTE CHLIO TPAOBA Na Ce CIIpaT, ThH KaTo T€ HMaT ChILUKMS [TET Ha MeTaboMH3HpaHe.

Hankpeamum

MHoro psaaxo ca 10KIaJBaHH CITy4aH Ha TEKBK NAHKPEATHT, KOMTO MOe [1a ca ¢ GaTaleH M3XO/.
TakuBa ciyyaun Morat aa ce Hab/oaBaT HE3aBUCHMO OT BB3PACTTA H MPONBIDKUTETHOCTTA HA
TepanuaTa. Mankure nena ca oco6eHO pUcKoBa IpyIia, HO TO3M PHCK HAMAJTABa C YBEIMYaBaHe Ha
BB3pacTTa. TeXKHTE rbpUOBe, HEBPOJOTHYHHTE HAPYLIEHHS WIH AHTHKOHBY/ICHBHATA Teparusa Morar Ja
Ca pHCKOBH (hakTOpH. HepHOoZpo6HaTa HEROCTATHYHOCT ¢ MTAHKPEATHUT NOBHIIABA PHCKA OT daranen
M3XOI.

IaupeHTHTe ¢ ocTpa KopeMHa Ooska TpsbBa He3abaBHO ja 61T NperieaaHy. B ciy4daid Ha
IAHKPEATHT, JICYCHHETO C BaNnpoar TpaOBa a Ce IMpeyCTaHORH.

Cyuyuonu mucnu u noeedenue

CroOutaBaHi ca CyHUM/IHA HIeallns H NIOBEJEHHe [PH MALMEHTH, JIEKYBAaHH C POTHBOEMHIEITHYHHA
CPCACTBA MpPH HAKOJKO MOKa3aHHA. MeraaHain3 Ha paHIOMH3HPaHH 111a1e60 KOHTPOIHPAaHHU
H3MHTBAHHA HA NPOTHBOCMTUIENTHYHH JIGKAPCTBA CHUIO MOKa3Ba c/1afo MOBHINEH PUCK OT CYHLIHIHA
HAealKs H noseAcHUe. MeXaHU3MBT, KOHTO 00YCNaBA TO3H PHCK HE € U3BECTEH H HANMYHHTE JaHHH
HE U3KTIOYBAT BB3MOXKHOCTTA 34 MOBUILICH PUCK MIPH NPUEMAHE HAa HATPHEB BAIPOAT/BANNPOEBa
kucenvHa. (rieloBaTeNnHo, MaukeHTHTe TpibBa 1a Gbaat NpocnensBaHy 3a NPH3HALM Ha CYMUMIHA
HAealMd K NOBEACHHE H TpAOBa Aa 6bae obMHcneHo moaxoaawo nedente. [auuenTture (1
bonHornenaunTe) Tpabea Aa 6BAaT CHBETBAHM Ja THPCAT HE3aBABHO MeAHLIAHCKA KOHCYJITALIUA, aKO
BB3HHKHAT NpH3HALM HAa CYULIMOAHA HOEalHA HIH NOBEACHHE.

Cpeocmea, cudvprcauiu Kapbanernem

EnHoBpemeHHaTa ynoTpe6a Ha HATPUER BAMNMPOAT H KapOaneHeM He ce IpernopbpyYBa (BxK. ChIIO TOUYKA
4.5).

Hayuenmu ¢ uzgecmno uau nOOO3UPAHO MUMOXOHOPUATHO 3A00NACANE

Bannpoar moxe fa peaAM3BHKA WK 12 BIOLIMA KIHHHYHHMTE NPH3HALK HA TI0ISKALTHTE
MUTOXOHIPHAITHH 3a0014BaHHS, NPHYHHEHH OT MyTALUHM 8 MUTOXOHApHanHaTa JIHK, KakTo H B
koaupauud POLG aapes ren. ITo-cneunanto, no-BUcoK NPOLEHT Ha BAJINPOAT-HHAYIHpaHa OCTpa
4EPHOPOOHA HEAOCTATHYHOCT M CBBp3aHa ¢ YepHHs Apo6 cMBPT ce chobiasa TIIPH NALIHEHTH C
HACNEACTBEHH HEBPOMETAOONHTHH CHHAPOMH, IPHYHHEHH OT MyTallUH B KOAUPANIHAT
MUTOXOHIPUATTHHA €H3HM noauMepasa y (POLG) ren, Hanp. cunapom Ha Alpers-Huttenlocher.
Hapywenus, cebp3anu ¢ POLG, Tpa6Ba na ce noo3upat npu nauueHTH ¢ ¢amunHa aHaMHe3a WK
Haco4BalliH CHMNTOMH Ha CBBp3aHO ¢ POLG HapymeHnue, BKIIOYHTENHO, HO HE CaMO, HEOOACHHUMA
eHuedanonarus, pepakrepna emunencus (GokanHa, MEOKIOHHYHA), CTATYC ENWICITHKYC C
KIIMHHYHA NPOABA, H30CTABAHE B PA3BHTHETO, ICHXOMOTOPHA PErpechs, aKCOHAITHA CEH30MOTOPHA
HEBpONATHA, MHONATHS, LiepebeapHa aTakcus, OGTaIMOIIIETHS WIH YCIIOKHEHA MHIPEHA C aypa B
OKIMNHTa/HATa 00nacT. TecTsT 3a POLG MyTauus ce ¥3BBLpLIBA B CHLOTBETCTBHE C HACTOSAINATA
K/IMHHYHA [IPAaKTHKA 32 AHArHOCTHYHATA OLeHKa Ha TaKMBa HapyllueHus (8. To4yKa 4.3).

Ymescnernu Konsyacuu

KakTo v Mmpu ApYrH aHTHEITWISITTHYHH JIEKAPCTBA, HAKOM MALHEHTH MOraT 1a [1os1yyatT, BMECTO
noaooOpeHKe, OOpaTUMO BIOLLABAHE - YBEAMYEHH YECTOTA M HHTEH3HBHOCT Ha KOHBYJICHHTE
(BIUTFOYHTENHO BIOLIEH ETWISIITHYEH CTATYC), MM POSBA HA HOBU BHAOBE KOHBYJICHH TpH
MpHJIOXKeHHe Ha Bannpoar. B ciayvait Ha yTe:XHEHH KOHBYJICHH, MALMEHTHTE TPAGBa 1a GLaar
MOCHBETBAHM J1a C€ KOHCYNTUPAT He3abaBHO C ekaps cH (BX. Touka 4.8).

Tesrcku KOMCHU Hedcelanu peakuiiu u anzuoeoem
Texku xoxHN Hexenanu peakuuu (Severe Cutaneous Adverse Reactions, SCARS), kato cupsf
Ha Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcHuHa emuaepmanta Hekponu¥ (RS
Epidermal Necrolysis, TEN) u nexapcreena peakuus ¢ €03UHOMDHITUA H CHCTEMHH CHMIT n/ Mg
reaction with eosinophilia and systemic symptoms, DRESS), epurema MYJITH(DOpME H a ' -

ChOOLIEHH BHB BPB3Ka C JIEYUEHHETO ¢ BANMpoar. [lalHeHTHTe TpsbBa Aa 6naaT HHDOPM




NPH3HALIMTE H CUMIITOMHTE Ha CEPHO3HHU KOXKHH MPOABH H Ja ObaaT HabaogapaHd BHUMATEHO. B
CITy4aH, ye ce Habmopasat npusHauu Ha SCARSs wiu aHrHOeneM, € HeoBXomHMa GBp3a OLEeHKa K
JICYCHUETO TPAOBA /1a ce MpeyCcTaHOBH, ako JuarHo3ata Ha SCAR wiH aHrHoeneM ce NMOTBBPIH.

Ipeonasnu Mepxu npu ynompeba

[Ipenu 3anouBaHe Ha JieYeHUETO TPAOBaA Aa ce U3BLPILAT W3C/ICABAHMS HA YepHOAPOOHUTE PYHKIUH
(Bk. Touka 4.3 [IpoTHBONOKa3aHKA), M NEPHOAHYHO Mpe3 MbPRUTE 6 Mecela, 0cobeHo TIPU PHCKORM
nauyeHTH (BX. Touka 4.4). ITpy NpOMEHH B CHITbTCTBAIUMTE JIEKAPCTBEHH MPOAYKTH (moBULIaBaHe Ha
7103aTa WM A00aBgHe), 38 KOUTO € H3BECTHO, Y€ BIIUAAT HA YepHHS ApoO, MOHHTOPHPAHETO HA YEPHHS
apod TpaAdBa Aa ce pecTapTHpa cnopel cyyas (BHXKTE ChILO TOYKA 4.5 OTHOCHO pPHCKa OT yBpekKaaHe
Ha YepHUA APOO CHC CaTMLMIATH, APYTH AaHTHKOHBYJICHBHH CPEACTBA, BKIIOUHTETHO KaHaOuaHoM).
KakTo np# noseyero npoTHBOCTIWIEIITHYHM JIEKAPCTBA, MOKE 1a ce 3a6eIeKH JIEKO HOBHIIEHHE Ha
HEPHOIPOOHHTE EH3UMH, 0COOEHO B HAYANIOTO Ha TEPANUATA; Te Ca NPEXOAHH U v3onupany. [lpu Te3n
NAUHCHTH C€ NPENOpPBHBAT M0-3a4bJI00UYCHH JIA0OpAaTOPHH H3CEABAHMS (BIUTIOUHUTENTHO
MpOTPOMOHHOBO BpeMeE); MOXKE J1a ce OOMMCIIH KOPHTHpaHe Ha [103aTa, KaTo IIPH HEOOXOMHUMOCT
CHOTBETHHTE H3C/ICABaHHsA TpA0Ba 1a ce NOBTOPAT.

Ilpenn 3ano4BaHe Ha NEYEHHETO HIH MPEAH ONepaLU, KaKTO U B CITy4au Ha CHIOHTAHHO
KpbBOHACAAAHE WK KbPBEHE CE€ NPENOPbYBAT KPHBHH H3CIEIBAHUA (ITBJIHA KPBBHA KapTHHA,
BIJIIOYUTETHO Opo#t Ha TpoMOOUMTH, BpeMe Ha KbpBeHe) (Bk. Touka 4.8 Hexxenanu JIEKapCTBEHH

PEAKLHMH ).

Bbnpeky ye MMYHHU HapylueHHs ¢a HaGMoaBaHH caMo KATO H3KIIOUEHHE 1O BpeMe Ha
npunoxenueTo Ha Jlenakun 500 mg, noTeHuManHarta fonsa ot denakun 500 mg Tpsabea na ce oLeHu
CNpAMO NOTEHLMAIHATA ONACHOCT NPH MALMEHTH ChC CHCTEMEH JTYITyC €PHTEMATO3YC.

Hapyuierns B yperHHs 1IMKDA H PUCK OT XHIIEpAMOHHEMHS

I1pu nono3upad eH3UMeH AehULIMT Ha ypelHHs LUK, [Ipey JedeHneTo Tpa6ea na ce H3BBPLIAT
METa0OJIMTHH U3CTIe/IBaHMA, IIOPAAH PHCK OT XMUNEPAMOHHEMHS, 3apajiH BaNMpoart (BX. TOYKH 4.3 U
4.4 [TauueHTH ¢ PUCK OT XMITOKAPHMTUHEMHA U TeXKO 4epHOAPOOHO YBpexaaHe).

[TaiMEeHTH ¢ pHCK OT XHOOKAPHUTHHEMH S

TIpHAOKEHHETO Ha BANNPOAT MOKE Aa NPEU3BHKA MOSBATA MM BIOLIABAHETO HA
XHMOKApHHTHHEMMUS, KOATO MOXeE 1a IOBEAE 10 XUIlepaMOHHUEMHS (KOSTO MOXKE 1a ZIOBEE 10
XUNePaMOHEMHYHa eHue(panonarTud). Habmoaasanu ca ¥ Apyrd CUMIITOMH, KaTo YepHOApobHa
TOKCHYHOCT, XHITOKETOTHYHA XHITOTTIMKEMHA, MHOTIATHS, BKITIOYHTEIHO KapAHOMHOTIATHA,
pabaoMuonu3sa, CHHApoM Ha MAHKOHH, I1aBHO NP NALMEHTH C PUCKOBH dakTopu 3a
XHMIIOKaPHUTUHOMHS WIIH C Beye CBLIECTBYBALlla XHIIOKAPHUTHHEeMHA. [TatmeHTHTe ¢ nosumeH puck
OT CHMITOMAaTHYHa XHITOKAPDHUTHHEMHS TIpH JIEYEHUE C BANNPOAT BKITIOYBAT MALIMEHTH
METabOIMTHH HAPYILEHHS, BKIIOUHTEIIHO MHTOXOH/IPHAITHY HAPYLICHUS, CBBDP3aHH C KapHUTHHA (BXK.
cbio Touka 4.4 [TanmeH Ty ¢ H3BECTHO WIH NOO3UPAHO MHTOXOHAPHATHO 3a60/9BaHe U HAPYLIEHHA
B YPEHHHS IIMKBJI M PUCK OT XHUNEPAMOHHEMMA), HAPYLUCHHS B XPAHHTENHHA MPUeM Ha KapHWTHH,
MALMEHTH Ha BB3pacT noj 10 roguky, eaHoBpeMeHHa ynoTpe6a Ha NUBAAT-KOHIOTHpaHH J1eKapcTBa
WY Ha APYTH AHTHETTHIENITHLIM.

I lauueHTHTE TpAbBa Aa 6baaT npeaynpeaeHH Aa chOOMABAT HE3a0aBHO 32 BCAKAKBH NpU3HALH Ha
XHUMCPAMOHHEMHA KATO aTaKkCHA, HapyLIEHO Ch3HaHUE, NOoBphluaHe. Tpsa6Ba Aa ce o6MKCaH DobaBaHe
Ha KapHHUTHH, KOraTo ce HabJioJaBaT CHMNTOMH Ha XUNOKAPHHTHHEMHS,

[NanuenTy cBC CUCTeMEH MbPBHYEH KAPHUTHHOB O€(QHLMUT W KOPHTHPaHa XHIOKAPHHTA
AJa ObAAT JieKyBaHH ¢ BaNNPOAT CaMO aKo MOJ3UTE OT JICYEHHETO ¢ BANPOAT HAIBUIIA]
[pH T€3N NAUMCHTH H HAMA TepaneBTHYHa anTepHatHea. [Ipu Te3u naumenTy Tpsadea
MOHHTOPHHI Ha KADHHUTHHA.



[NaupeHTHTE C OCHOBEH NEQUUMT Ha KAPHHTHH nANMHTOWT TpaHcepasa (CPT) tun 1T pabea aa
ObJAT NpeayTNpencHH 3a M10-TOIEMHS PACK OT PabIOMHONM3A IIPH NPHEM Ha BAJIMPOAT. [Ipu Te3n
nanHeHTH TpabBa na ce obMucaH nobaBaHe Ha KAPHHTHH.

Bx. ceiio Touxku 4.5, 4.8 1 4.9.

[laimeHTuTe TpaOBa fa 6BAAT NpeaynpeAcHH 3a PHCKA OT HaZUlaBaHe Ha TErJIo B HAYaJIoTo Ha
JICYCHHETO, H € HEOOXOAMMO J1a Ce NpeANpHEME MOAXOIAIIA CTPATErHs 33 HAMATIABAHE HA TO3H pPHUCK
IO MUHHMYM (BXK. TOuKa 4.8 HexenaHu iekapcTBEHH peakiHH).

[TaumeHTH ¢ HaTMYeH AeUUNT Ha KApHUTHH nanMuToWi Tpauchepasa (CPT) Tun 2 TpaGea na 6saar
MPEYNPENSHH 32 [0-Ir'OJIAM PHCK OT pabNOMHONK3a, KOTATO MPHEMAT BaJIINpoar.

He ce npenopsusa npueMaHeTo Ha ankoXo/l [0 BPEME Ha JIEUeHHE ¢ BaJINpoaT.

dena

IIpy nena Ha BB3pAcT Mox 3 rOOMHM Ce MpenophyBa MOHOTEpANHs NpH MpEeANUCBaHe Ha Jlenakun

500 mg, Ho mpexw 3anoYBaHe Ha TepanHsATa, IOTeHUHaNHaTa noisa ot Jenakun 500 mg Tps6Ba aa ce
OLICHH CTIPAMO PHCKA OT YEPHOAPOOHO YBPEXAaHE WIH NAHKPEATUT NIPH TAKHBA MALMEHTH (BXK. TOYKA
4.4. Texko yBpexaaHe Ha 4epHHS APoO M BXK. CBLIO TOuka 4.5).

EnHospemennata ynotpeba Ha caHuunati TpaGBa na ce u36srBa npH eua nog 3 roauHy nopaay
ONaCHOCT OT YePHOIPOOHA TOKCHYHOCT (BXK. CBIIO TOUKA 4.5).

bnOpeuHa HEAOCTRTHEYHOCT

Modxe Ia ce HAJIOXM HamanaBaHe Ha f03ara. Tl KaTo npocieasBaHeTo Ha IUTa3MeHaTA
KOHICHTPpALMA MOXeE a € TIOABEXK/AI0, f03aTa TPAOBA [1a C€ KOPUrHpa ChOOBPa3HO KITHHHYHOTO
npocieasBaHe.

Harpu#
To3u nekapcTBeH NpoayKT chAbpxka 69,19 mg HaTpHii BBB Besika TaONETKA, KOUTO Ca EKBHBAIEHTHH

Ha 3,5% OT Npenops4UTeNHUS MAKCHMaNeH qHeBeH npreM Ha C30 oT 2 g HaTpHii 3a BB3pacTeH.

4.5 B3sanmopneiicTBHA ¢ ApYTH JieKapCTBEeHH NPOAYKTH H APYrd JOPMH HA B3aHMOAeHCTBHe
Bimmsinne Ha BANNPOAT BLPXY JPYIH JiEKaAPCTBA

Heeponenmuyu, MAO unxubumopu, anmudenpecanmu u benzoouazenunu

Jenakun 500 mg Moxe na noTeHuMpa edeKTa Ha APYTH NICHXOTPOIHU CPEACTBA KATO HEBPOJIENTHLIH,
MAQO HHXHOUTOPH, AHTHAETIPECAHTH Y GeH30IMA3ENIHHE; ClIeIOBATEIHO Ce Npenopb4yBa KMTHHHYHO
[poc/ieNsaBaHe, KaTo NpH HeOOXOMUMOCT n03aTa TpiAOBa Aa ce KOpHrypa.

Jlumuu
JenakuH 500 mg HaAMa edekT BHPXY IIa3MEHUTE HUBA HA JIUTHSL.

Denobapbuman

AenakuH 500 mg nosmaBa nuIazMeHHTe KOHUEHTPANKH Ha (eHobapiuTan (rropanu HHXHOHpaHe
Ha YEPHOIPOOHHS KaTaboMM3BM) M MOKE J1a C& CTHTHE 10 ceflalius, ocoGeHo MpH AeLa. CnemoBarenHo,
npe3 MbPBUTE 15 NHH OT KOMOMHHPAHOTO JICUEHHE, Ce NPENOpPbYBa KIMHUYHO MPOCIIEASBAHE C
He3abaBHO HaMaJABaHe 103aTa Ha (eHOOAPOHTAN IIPU BB3HMKBAHE HA CENALIMA, KATO [p
HeODOXOAMMOCT Ce M3ciieBaT IUTa3MEHHTE HUBA Ha (eHOBGapGUTAan.

HEXKE/TAHHTE My PEAKLMH (KaTO Cellalikn); Te3H MPH3HALH U34€3BaT NPH TBIrOCPOUHO JIe
[lpenopbuBa ce KIMHUYHO NpocaeasBaHe, 0COOEHO B HAYATOTO Ha KOMOUHUpaHa Teparl
HEOOXOAHUMOCT — KOpeKLIHA Ha 0034aTa.




Denumoun

Aenakun S00 mg nonmxasa odmara niasMena konuenTpanns Ha peanronn. OcBeH TOBA,
Henakun 500 mg ysenryara ceo6oanarta popma Ha GEHHUTOMH ¢ BB3MOIKHOCT OT MOABA Ha CUMITTOMH
Ha MPeI03HPAHE (BaNNPOEBATa KUCEIIHHA H3MECTBA (PEHHTOHHA OT MECTATA My HA CBBP3BaHE C
[UTa3MEHHTE NPOTEHHM H NIOHIDKABa YePHOAPOOHHS My Katabonnsbm). Iopany ToBa ce npenopbusa
KIIMHHYHO NPOCENABAHE; KOTaTo C€ H3C/e/BaT [UIa3MEHNTEe HUBA Ha (peHHTOMH, Tpa0Ba Aa ce onpeneny
cBoOoaHaTa opMa.

Kapbavazenun

Hanutie ca cpo0ienns 3a KIHHHYHA TOKCHYHOCT TIPH CHBMECTHO MPHJIATAHE Ha Ba/IIIPOAT C
kapOama3eruH, ThHA KaTo BapoaT MOKe /1a MOTEHUHPa TOKCHYHMA ePeKT Ha KapOaMaseryH.
[lpenopsuBa ce KAMHIYHO NPOCHENABaHE, 0COOEHO B HAYAIOTO HA KOMOMHHPAHATA TEPAIHS, KATO npu
HEOOXOAUMOCT J103aTa Ce KOPHIHpa.

Jamompuoicun

AenakuH 500 mg HamasiBa MeTab0IM3Ma Ha TAMOTPHIKHH M YBEJIHHABA CPE/THUA MY MOy KUBOT IOYTH
2 reTe. ToBa B3auMozieHcTBHE MOXE [1a IOBEE IO YBENMYEHA TOKCHUHOCT Ha JIAMOTPWXKHH, B YaCTHOCT
CEPHO3HHU KOXHH OOPHBH.

CieI0BaTeNHO, NPENOpbYBa Ce KIMHUYHO HaGIONeHHe H KOPHTHpaHe Ha 103314 (HAMANIBAHE Ha
J103aTa Ha JJAMOTPHW)KHH), KOTaTo € He0OX01MMO.

3uoo8youn
Bannpoat Moxe Oa MOBHILH [U1a3MEHATa KOHUEHTPALMA Ha 3HAOBYAHH, KOSTO 1A OBEE A0 TTOBULLIEHA
TOKCHYHOCT Ha 3HAOBY/IHH.

Denbamam
BanmpoeBara KucelTHHa MOKe [1a HAMAITH CPEIHMS KITHPBHC Ha denbamar ¢ 1o 16%.

Onanzanun
Bannpoesara xHcenHHa MoXe ia HAMATH KOHLICHTPALMATA Ha OJ1aH3aITHH.

Pygunamuo

BanmpoepaTa KHCe/IMHA MOXKe J1a IOBEJIE IO YBE/IMYaBAHE Ha IUIa3MEHHTE HMBA Ha pyduHamu. Tosa
YBEJTHYCHHE 3aBHCH OT KOHLICHTpALMATA HA BANNpoeRa Kucenuta. [TopHileHO BHUMaHHE ce M3HCKBA
0cobeHO MpH fieua, Thif KaTo To3u eeKT e 110-BUCOK B Ta3H MOMyJIaLHs.

IIponoghon
Bannpoesata KHCe/HHa MOje 10 IOBele 10 yBENHUaBaHe HHBATa Ha nponodon B KpbeTa. [IpH
€AHOBPEMEHHATa yTIoTpeba ¢ Balnpoar, Tpabsa Aa ce 0OMKCTH HaMaNABaHE Ha J03aTa Ha Mponodo.

Humoounun

EHOBPEMEHHOTO JICYEHHE C HUMO/IMITHH U BAJINPOEBA KMCETHHA MOXE 1A YBETHUM IUIa3MeHATa
KOHUECHTpaLua Ha HuMoauImHH ¢ 50%. CnenosarenHo, TpabBa a ce HaMany 103aTa HA HUMOIMITUH B
CTY4YaH¥ Ha XUMOTEH3UA.

BrusiHae HA APYTH JICKAPCTBA BbLPXY BaiInpoat

[IpoTHBOEIMIENTHYHHTE CPENCTBA C EH3UM-MHAYLHpaLL, eheKT (B TOBA YHCIIO (hEHUTOHH,
dbenobapburan, kapbamasenuH) NOHIKABAT CEPYMHHMTE KOHLISHTPALIMH Ha Ba/MIpOeBaTa KMCEHHA. B
CJIy4al Ha KOMOMHHpaHa Tepanys, Jo3uTe TpAOBa Aa ce KOPUTHPAT ChOBPA3HO KITHHHYHKS OTrOBOp H
HMBOTO UM B KPBBTA.

Ot mpyra cTpaHa, KOMOHHAUUATA OT pendamar U BAJINIPOAT MOHMXKaBA KIHPbHCA HA BAINIPOoS
kncenuna c 22% no 50%, ¥ cnefosaTeNHo, yBeNHYABA MIA3MEHNTE KOHLIEHTPALIUM HA BAJT
KHcennHa. /losara Ha Banmnpoar Tpsa6Ba qa ce Habnoaaea.

MeTaboNnHTHTE Ha BANNPOEBATA KMCETHHA MOTAT Ja C¢ yBENHYAT B CTyyaif Ha €IHOBPEMEH \vi PO
(peHUTOMH WK eHobapOuTai. CrieioBaTeNnHo, NAlMEHTHTE IEKYBAHH C TE3M JBe JeKapeTBa Yo s



OBAAT BHUMATENHO HAOONABAHH 32 IPU3HAUM M CHMITTOMH Ha XMIIEPAMOHHEMHS.

Me¢noKBHH NOBULIABA METa0ONM3MA Ha BANINPOEBATA KUCEIHHA H MMa KOHBYJICHBEH edekT; nopaau
TOBA B CITy4aH Ha KOMOMHHPaHA Tepals MOTaT Aa BE3HUKHAT ENMWICITHYHN TIPUNATBIH.

B ciyyali Ha eqHOBpeMeHHa yToTpe6a Ha BAMPOAT H CHIIHO CBBP3aHH © NPOTEHHHTE BELIeCTBa
(aclMpuH), CepyMHHTE HHBA Ha CBOGOAHATA BAIMPOEBA KHCEHHA MOTAT A C€ FOBULIAT.

B ciyuali Ha eaHOBpeMeHHa ynoTpeba Ha BUTaMHH K-3aBHCHMM aHTHKOATYIaHTHM (baxTOpH, TpadOBa na
C€ M3BBPIIIBA CTPOro MPOCIEasBaHe HA NMPOTPOMOUHOBOTO BpeMe.

Huparta Ha MeTabonuTHTE Ha BaINPOEBATa KMCEIMHA MOTAT f1a ¢e TIOBHIIAT (BcnencTBHe Ha peayLMpaH
YECPHOAPOOEH METab0IM3EM) B ClTy4ail Ha eIHOBpEMEHHa YIIOTpeha ¢ LIMMETHIMH WK EePHTPOMHMLIHH.

Kapbanenem (nanumneseM, MeporneHeM, HMHIICHEM )

Hamanssane HMBaTa Ha BaINpPOEBa KHCEIMHA B KPBBTA, ¢a OMNH TOKIABAHM NPH €IHOBpEMEHHATA
YTOTpeda Che ChAbPKALIN kapbaneHeMH CpeCcTBa, BoAeIla 10 HaMansiBade ¢ 60-100% HuBaTa Ha
BA/IIIpOSBA KHUCE/IMHA B NPOAB/DKSHAE Ha 2 [IHH, TIOHSKOra CBbp3aHo ¢ repyose. [Topaau 66p30To
HAYaT0 H CTENCHTa Ha MOHH)KaBaHe, €THOBPEMEHHOTO MPHIATaHe Ha ChAbpXKalllH KapOaneHeMH
CPeICTRa MPH MAUMEHTH CTaOMIH3APaHH Ha BaJMIPOEBa KHCeNHHa TpsabBa fia ce u3barea (Bxk. Touka 4.4),
AKO JIeYEHHETO C Te3H aHTHOMOTHLM He MO>Ke 1a ce u3berwe, TpaGBa aa ce H3BBPILH CTPUKTHO
MPOCNENABAHE HA KPBBHUTE HHMBa Ha JlenakuH 500 mg.

Pughamnuyun

Moyke a OHKKH KPbBHHTE HHBA HA BaJINPOEBAaTa KMCEMMHA, KOETO BOIM [0 JTMIICA Ha TepaneBTHYEH
edext. ETo 3a10, Moxe 1a ce HalloXH 03aTa Ha BaJINPOAT a ce KOPHI'Hpa IpU ChBMECTHO
MPHICKEHUE C pUGaAMITHLIHH.

[Ipomeasnu unxubumopu
Ilpn enHoBpeMerHaTa ynioTpeba Ha NPOTEa3HH HHXMOGUTOPH KATO JIOMHHABHD, PHTOHABHP, C€ HAMAJIBAT
IUTa3MEHUTE HUBA Ha BaJIIpoaTa.

Xonecmupamun
Ilpu eaHoBpeMeHHa yrioTpeba, Xo/ieCTHpaMHH MOXKe Aa AOBEE 10 HaMAIBaHe Ha IUIA3MEHITe HIBA HA
BaJIIpOAr.

Memamuzon

MeTaMH30ITBET MOXe 112 HAMA/TH CEPYMHHTE HUBA HA BAJNIPOAT TPH CAHOBPEMEHHO [IPHJIOXKEHHUE, KOETO
7ia IOBENE 10 NOTCHIMANHO HaMaJBAHE Ha KIIMHHYHATA €(HKacHOCT Ha Bannpoat. Jlekapure,
MPEAMTHMCBALIH JICYEHHE, TPAOBA fa HaO/IOAABAT KITHHWYHKA OTTOBOP (KOHTPOJ HA NPUITAIbLIMTE HIH
KOHTPO/! HA HACTPOEHHETO) U J1a OOMHCIIAT NPOCIIESIBAHE HA CEPYMHHTE HHBA Ha BAJIPOAT, aKO €
NOaAXOASALIO.

Memompexcam

B HAKOH I0KNAH Ce ONKCBA 3HAYUTETHO HAMAJIABAHE HA CEPYMHMTE HHBA HA BJINPOAT Cle
MPHJIOKECHHE HA METOTPEKCAT C NoABa Ha rbpyoBe. [Ipeanucsaimure nekapu TpsabBa aa npocnenssar
KITMHATHHA OTTOBOP (KOHTPOJ Ha FHPYOBETE MM KOHTPOIT HAa HACTPOEHHETO) U J1a IPEABM/IAT
NMpOCIIEAsABAHE HA CEPYMHHTE HUBA Ha BAJIMPOAT, AKO € HEOOXOMHMO.

Apyrn B3anmMoneiicTeus

Puck om yspeoicoane na wepnus Opob

EnxoBpeMenHata ynotpeba Ha camduunati Tpabpa qa ce Habsrea MpH Aela oA 3 roaull
MOpajH PUCK OT YePHOAPOOHA TOKCHYHOCT (BXK. Touka 4.4).

EanoBpeMeHHaTa ynorpeGa Ha BAINTPOaT H MHOYKECTBEHA AHTHKOHBYJICHBHA Tepanus OB
OT yBpEXIaHE Ha YepHHUs ApoO, 0cobeHO Npy Maku rena (BK. Touka 4.4).
EnHospemeHHaTa ynorpeba ¢ kaHaGHAMON NOBULIABA YECTOTATA HA MOBHULIABAHE Ha SHIUM




TpaHCaMHHa3H. B KIMHIYHY NIPOYYBAHKA NPU NALMEHTH OT BCHYKM BB3PACTH, M0 Ty4YaBalli
€OHOBpeMeHHO KaHabuaHoi B fo3u ot 10 o 25 mg/kg ¥ Bannpoart, ce crobIIaBa 3a MOBHINABAHE Ha
ALT Haa 3 mbTH Haa ropHaTa rpaHHLIa Ha HOpMata nipu 19% ot nanmenTure. Tpa6ea aa ce yIIpaKHSBa
[IOIXOMAIH MOHHTOPHHT Ha YCPHHS POO, KOraTo BANMpoar ce H3NOJI3BA €XHOBPEMEHHO C IPYTH
AHTHKOHBYJICHBHW CPE/ICTBA ¢ NOTEHUHAIHA XEMaTOTOKCHYHOCT, BKITIOYMTENHO KaHaOHIHON, 1 TpabBa
Jia ce OOMUC/TH HaMaTABaHe Ha J03aTa WIH NPeKpaTABAHE Ha JIEYEHHETO B CITyyail Ha 3HAYMTENHU
aHOMaJIHH Ha YepHOAPOOHHUTE napaMeTpH (BX. Touka 4.4).

EnnoBpeMenHOTO NPHIOKEHHE HA BANMPOAT H TONHPAMAT € CELP3AHO ¢ eHnedanoOnaTHA H/NIH
XHnepamMoRHeMHust. | lalpieHTUTE JIEKyBaHHM C T€3H [Ba JEKaPCTBEHH MPOIYKTa TpAOBa BHUMATE/THO N2
ce HabMOaBAT 3a MPH3HALIM H CHMITTOMH Ha XUNEPAMOHHEMHYHA eHLIEDaIOnaTHs.

Keemuanun
EnHOBpeMEHHOTO MPIIOXKEHHE Ha BAIMPOAT C KBETHANIMH MOMKE [1a YBETHYH PHCKA OT
HEeYTPONEeHUA/ TEBKOTEHHA.

Cpedcmea cvovpoicawu ecmpozen, SKTIONUMENRHO CbOLPICAUU eCIMPOLEH XOPMOHAIHY
KOHmpayenmugu

Ectporenure ca uHayxTopy Ha uzodopmu Ha UDP-rmokypoHo3wn Tpancdepasara (UGT), y4acTBallH B
[IOKYPOHHPAHETO HA BAIIPOAT M MOTaT Jla yBEJIMYaT KITUPbHCA Ha BAINPOAT, KOSTO /1a OBeAE 10
HaManeHa CepyMHa KOHLICHTPALMA Ha BAINPOAT U BL3MOXKHO HaMalIaBaHe Ha epuKacHOCTTa Ha
Bannpoarta (BxK. Touka 4.4). Jla ce 06MHCIH NpocneAsBaHETO HA CEPYMHHTE HHBA HA BaIpoar.

Or apyra cTpaHa BAINPOAT HAMA €H3UM-HHIYLMpan] e(eKT; BAISACTBHE Ha TOBA, BAJINPOAT HE CHIDKARA
edeKTHBHOCTTA HA €CTPONPOTeCTATHBHATE CPEACTBA [IPH JKEHH B3EMALH XOPMOHATHHM
KOHTPALICITTHBH.

TTusanam-rxonozupanu nexapemea

EnHOBpeMeHHOTO MIpHIoXKEHHE Ha BANIPOAT ¥ ITHBA/AT-KOHIOTMPAHH JIEKAapCTBa (KaTo uedauTOpeH
THBOKCHIL, a1c(POBUP TUMTHBOKCHII, THBMELRUTHHAM H MMBaMITMLMITNH) TPsOBa Aa ce u3barsa nopany
TOBHILICH PHCK OT H34YEPIBAHE Ha KAPHMTHH (BXK. To4Ka 4.4 [lauyeHTH ¢ pUCK OT XMIIOKApHUTHHEMMA).
[TauxeHTHTE, NPH KOMTO HE MOXe J1a Ce H3GErHe CHBMECTHOTO NIPHIOKEHHE, TPAGBa 12 Gbaart
BHMMATeNHO Ha0/I0aBaHM 3a NPU3HALM U CHMITOMM HAa XHITOKAPHUTHHEMHS.

Knozanun

ETHOBpEMEHHOTO JIeYEHHE C BAINPOAT W K/IO3aMUH MOXKE [1a IOBHUIM PHCKA OT HEYTPOIEHHS U
Kio3anyuH-UHAy IMpaH MHOKapIHT. AKO € HeoOXOAMMa ChbITBTCTBALIA YIOTPeOa HA BAJINPOAT C
KJTO3afiHH, € He0OX0IUMO BHHMATEJTHO NPOCIesBaHE U 3a IBETE ChOHTHA.

4.6 DepTnanter, 6peMEHHOCT H KbpMeHe

bpeMeHHOCT H 7KeHH ¢ AETEPOJAEH MOTEHIINAJ

Jlevernue na enwnencus

e Bamnpoar e npoTHBoNoKasaH no BpeMe Ha OPEMEHHOCT, OCBEH IMPH JIUICA Ha NIOAXOISLIO
ATTEPHATHBHO JICUEHHE

¢ Bannpoar e npoTHBONOKa3aH MPH XeHH ¢ JETEPOIEH MOTEHLIHAN, OCBEH KOraTo ca W3IIhIHEHH
ycnoeHATa Ha [Iporpamara 3a npennassane ot 6peMeHHOCT (B3k. TOukH 4.3 1 4.4)

Jlevenue na bunonapro pazcmpoiicmso
e Banmnpoar € npoTBONOKa3aH Mo BpeMe Ha GPEeMEHHOCT




Banmnpoar e mpoTHBONOKa3aH MPH KEHHU ¢ AETEPOIEH NMOTEHLMAN, OCBEH KOFaTo €a U3ThIHEHM
ycnosusTa Ha Ilporpamara 3a nipeina3ssade ot 6pemeHHOCT (Bx. TOUKH 4.3 1 4.4)

TepaToreHHOCT M eheKTH BBPXY Pa3BUTHETO OT i ulero eKCro3HIHs

Puckoge, c6bpszanu ¢ excnosuyus na 8ainpoam no épeme Ha Gpemennocm

I1pu XeHHTe, KAKTO MOHOTEPANHATA ¢ BANIPOAT, TAKa H NONHUTEPAITHATA C BAJINIPOAT, BKJIKOYBAIIA U
ApPYTH aHTHETIWJICIITHLIH, 4€CTO €A CBBP3aHH ¢ aOHOPMEH H3X0 Ha OPEMEHHOCTTA.

HammyHHTe JaHHM MOKa3BAT YBEIHYEH PHCK OT TeXKH BPOJEHH MallpopMaLIHH ¥ HApYLLEHHUSA HA
Pa3BHTHCTO Ha HEpBHATa CHCTEMA H B 1BATA CITy4as — KAKTO IPH MOHOTEPaNHs, Taka U TpH
[OJIATEPAIIHA C BAMpPOAT, B CPABHEHHE C MOITyNalMs 6e3 eKCo3uius Ha BaJlNpoar.

IlokaszaHo e, ye Bannpoar npeMUHaBa Nipes MIaUEeHTapHAaTA GapHepa KaKTO NMPH UBOTUHCKH BHIOBE,
TaKa H IIpH Xopa (BX. Touka 5.2).

[py ’KMBOTHH: MPH MHLIKH, MUIBXOBE M 3alfllM ca JOKa3aHH TCpaTOr¢HHH edexTH (BXK. Touka 5.3). B
MpeIUTHHUHH NPOYYBaHKA C& AEMOHCTPHpA O303aBUCHMO HaMaIABaHe Ha (HETaNHOTO TErIo NpH
KMBOTHH C I ufero eKCNO3ULMS Ha BAINPOAaT CIIPAMO )XHBOTHH 6€3 eKCTIO3ULINA (B3K. TOYKA 5.3).

Bpooenu mandpopmayuu & pezyamam na excnozuyus in utero

Metaananus (BKITIOUBALI PErMCTPH U KOXOPTHH MPOYYBAaHMS) NOKA3Ba, Ye okono 11% of AcLiaTa Ha
KEHH C CTIWICTICHA, CKCIIOHMPaHH HA MOHOTEPAIH ¢ BAINPOAT 110 BpeMe Ha OpeMEeHHOCTTa UMAT
TEXKH BpOIeHH MandopMaumu. Tosa e noseye oT pucka 32 TEXKH ManpopMaluu B obLuaTa
norry.Aauust (0kono 2-3%). PUCKBT 3a TexKkH BpOieHH MaigOpMAITHH NIPH JeLA CIIE in utero
CKCTO3WUHKA HA AHTHEIHICNITHYHA JIEKApCTBEHA MOJIMTEPaIHs, BKJTIOYBALIA BATIPOAT, € N0-BHCOK OT
TO3H Ha AHTHEIMUIIENTHYHA NEKAPCTBEHA TEPAIHSA, KOATO He BKJIFOUBA BAJINPOAaT. PUCKBT e
A0303aBUCHM NPH MOHOTEpPAIIHA C BAINIPOAT, KATO HAIMYHHUTE NaHHHM MTOKA3BAaT, Y€ € NO303aBHCHM U
fIpY TNIOJIMTEpaIiA ¢ Baanpoat. Benpeky ToBa, Mparosara A03a, O] KOATO HE CHUIECTBYBA PHCK, He
MOXe Ja C€ OMpPEAEIIH.

HalH4HuTE JaHHH MOKAa3BaT HAPACTBAHE HA CITYYAUTE HA MAIKH H TEXKH Maiidgopmauuy. Haii-
HECTHTE CJTyHaH Ha Ma(OpMAalUy BIITIOYBAT Je)eKTH HA HEBpaIHATA TpBOa, NHLEB THCMOPOHIBM,
3acilika yCTHa ¥ BbiT4a NacT, KpaHUOCTEHO3a, ChpAeYHH, OBOPEUHH U YPOreHUTANHH nedeKTH, H
DedeKkTd Ha KpaAHULINTE (BIIOYHTENHO JBYCTPAHHA AIUIA3MA HA ThYeBaTa KOCT), U MHOXKECTBO
AHOMAJIMH Ha Pa3IiHH CHCTEMH B YOBELUKUS OPraHH3bM,

Excnosnuuara in utero Ha Banmpoat MoXke a JOBEAE A0 YBPEXKAAHE Ha ClyXa WIH FTyX0Ta [opajau
ManpopMaLMK Ha YIIHTE WWTH HOca (BTOpUYeH edekT) u/uu AUPEKTEH TOKCHYEH eeKT BhpXyY
CITyXOBUS anapar. CTy4anTe ONKMCBAT KAKTO €IHOCTPaHHA, TAKA W IBYCTPAHHA FITYXOTA WiH
yBpexIaHe Ha ciryxa. He 3a Bcu4kH cityvau ca ¢boOuieHn pesynrati. Korato ca chobLieHn
PE3YJITaTH, B NO-TOJIAMATa 4acCT OT CAy4YauTe He ce HAOMI0OaBa Bb3CTAHOBSABAHE.

Excnosuums in utero Ha Baanpoar Moxe Aa JOBEAE 10 OYHHU MaJipopMaLiH ( BIJTIOUHTENTHO KONOOOMa,
MHKPOQTAIMUA), KOMTO Ce CHOOIIABAT BbB BPB3Ka C APYrH BPOACHH Masipopmalmu. Tesu oyHy
MaJihpopMalli¥ MOTaT Aa 3aCerHaT 3PEHHETO.

Hapywienus 6 paseumuemo Ha HepsHama cucmema 6 pesyamam Ha EKCRO3UYUA in utero

JlaHHKM MOKa3BaT, Ye EKCIO3ULMA Ha BAIINIPOAT /M utero MOKe 1a UMa HEeOJIaronpuATHH eeKTH BBPXY
NCHXHYECKOTO U (PUIUHECKOTO PA3BUTHE Ha NIE1ATA, HITOKEHH HA TAKABA €KCITO3HLINA. PHCKBT OT
HapylICHHA B Pa3BHTHETO Ha HEPBHATA CHCTEMA (BKIIIOYHTETHO AYTU3BM ) H3IJIEXKIA € I0303aBUCHM,
KOraTo saJipoaT €€ N3M0JI3Ba KaTo MOHOTepanus. Benpeku Toea, nparosaTa no3a, noj kosaTo PHUCKBT
HE ChLIECTBYEBA, HE MOXKe Jla Ce yCTaHOBH B3 OCHOBA Ha HaNM4HWTE AaHHH. Korato anmp
H3MI0JI3BA KATO NIOJIMTEPANHA ¢ APYTH aHTHENHIISTTTHYHH JIEKapCTBEHN MPOLAYKTH, PHCKD
HapYIUCHUA B PA3BUTHETO Ha HEPBHATa CHCTEMA B TIOKOJIEHHETO ChILO 3HAYHTEIIHO Ce V)
CPaBHEHHE C TO3H MpPH AeLa OT 00ilaTa NOMyalida WIH POAEHH OT HEeEeKYBaHU Maiiku
TouHuAT pUCKOB recTallMOHEH NEPHO/ 3a TE3U eheKTH e HECHTYPEH H BB3MOKHOCTTA
BpeMe Ha 1A/1aTa OpEMEHHOCT HE MOXKE 12 C& M3KJTIOUH.




KoraTo Bajinpoar ce npujiara kaTo MOHOTEpANKs, POyYBaHHs NPH AeUa B TPEAYUITHLIHA Bb3pAcT,
M3JTOKEHH Ha eKCNO3ULIMA Ha BAINPOAT in ufero no BpeMe Ha OpeMeHHOCT nokKassar, 4e B A0 30-40%
OT cily4aure ce Habmonaea 3afapsine B TAXHOTO PaHHO Pa3BHUTHE KATO: FOBOP, MO-KLCHO MPOXOKAAHE,
M0-HHCKH MHTENCKTYATHH CIIOCOOHOCTH, JIOLIH €3MKOBH YMEHHUA (rOBOpEHe U pasbupane) H npobneMu
C NaMeTTa.

KoeduuueHt 3a narenurenTHoct (IQ), oLieHEH MPH eua Ha 6 TOAUHM ¢ aHAMHE34 32 eKCIIO3ULMS Ha
BANNpoart in utero, € cpeHo 7-10 myHKTa NO-HUCHK OT TO3M NPU AELA, KOUTO ¢a M3IIOKEHH Ha JIPYTH
aHTHETIWIENTHIHH NpOAYKTH. FiMa nokaszaresicTa npH nena ¢ eKCHO3UIMA Ha BAMNPOAT, Y€ PUCKBT OT
HapyHaBaHe Ha MHTeNeKTa Moxe Jia Obie He3aBUCHM OT KoeUUHMEHT Ha HHTeMreHTHOCT (IQ) Ha
MaHKATa, BEIPEKH Y€ POJIATA Ha CMyLIaBaliuTe (JaKTOpH He MOKE Ja Ce M3KIIOUH NpH Nela.

JaHHHUTE 110 OTHOLIEHHE HA ABJITOCPOYHHS H3XOJ Ca OrpaHH4eHH.

HanwyHUTe JaHHH OT MOIMyTaLUMOHHO 6a3MpaHO H3MHTBAaHE TIOKA3BaT, Ye AeLAaTa ¢ eKCIO3ULMA Ha
BAJIMPOAT N utero ca ¢ MOBUILEH PHCK OT pascTPOCTBA B ayTHCTHUYHHMS CIIEKTBD (TIPHGIH3HTEIIHO

3 MBTH) ¥ BETCKH ayTH3BM (OKOJIO 5 MbTH) B CPABHEHHE C MOMYNALMATA HA Te3H 6e3 eKCIIO3ULMS B
NPOYYBAHETO.

HanuuHuTe AaHHH OT APYro NOIMy/allMOHHO 6a3MpaHO M3NMTBAHE MOKA3BAT, Ye JeLaTa H3I0KEeHH Ha
€KCITO3HIIHA HA BANNpOAT in utero ca ¢ NMOBULLICH PHCK OT Pa3BUTHE Ha CHMITTOMH KATO Je(HIMT Ha
BHHMAHHETO/XHIIEPaKTHBHO pa3cTpolicTBo (attention deficit/hyperactivity disorder, ADHD)
(npubH3HTENHO 1,5 MbTH) B CPaBHEHUE C MOITYJIAUMATA HA Te3H €3 EKCTIO3ULIHA B IPOYYBAHETO.

Hucko 3a 2ecmayuonnama ev3pacm meaio 6 pe3yamam Ha in utero excno3uyus

Hsaxon ennaeMHOIOTHYHY NPOyYBaHHA MOKA3BaT MO-BHCOK PHCK OT PAXKAaHE C HHCKO 3a
FecTalHOHHAaTa BR3pacT Terno (small for gestational age, SGA) (SGA ce onpeaens karo Terno npu
paaane mox 10-Tus nepceHTUsI, KOpHFMPaHO CRIOPET FECTALMOHHATA BB3PacT, CTPATHGHULMPAHO MO
10J1) TPH ACUA C in utero eKCTIO3ULMA Ha BAJIIPOAT, B CPaBHEHHE ¢ Aeua 6e3 eKCTIO3HLIMS WIH C
€KCIO3HULHA Ha TaMOTpHXKHH. SGA ce Habmonara npu npubnusurenyo 11-15% ot neuara ¢ in utero
€KCITO3HIINA Ha Bannpoart, 8-9% oT neiata ¢ eKCNIO3HLIUA Ha TTAMOTPWAMH, H 5-10% oT neuara, koMTO
ca 6€3 eKCno3uIU.

HanwyHuTe JaHHHK NMpH XOpa He MO3BONABAT [a C€ HATIpaBH 3aK/TFOUEHHE 34 MOTEHLHATCH
A0303aBUCHM edekT.

Heya om dHceHcku nor, 0eB0UKU U dHCerU C Oemepoder NOMEHYUAR (62ic. no-2ope u moyxa 4.4)
CpeacTsa ChIbPXKALIK €CTPOreH, BKITIOYHTENHO ChABPKALLM €CTPOreH XOPMOHATHH KOHTpalLenTHBH
MOraT ia yBeJIH4aT KIUPHHCA Ha BANNPOAT, KOETO OM MOIJIO 1a 1OBE/IE A0 HAMAIABAHE HA CEPYMHATA

KOHUEHTpaLHs Ha BANPOAT ¥ BB3MOXHO HaMaJIABaHe Ha e(peKTUBHOCTTA Ha BAnMpoar (BxX. TOYKH 4.4
U 4.5)

Axo dsicenama naanupa bpemennocm

3a MOKa3aHMETO eMIIeNcHsl, ako JKEeHaTa IUIaHWpa Aa 3abpemeHee, TeparusaTa ¢ BANMPoaT TpAGBa /1a ce
MPCOLICHH OT CMEUHAUCT C OfMT B JICYEHHETO HA EIMIENCHS W Ja ce OOMMCIIAT aNTepHATHBHU
BE3MOXHOCTH 3a JiedeHHe. Tpabsa na ce monoXaT BCHYKH YCWIHS, 3a a4 C€ NMPEMUHE Ha MOIXOMSILO
ATTCPHATHBHO JICHCHHE MPEIH 3a9€BAHETO H MPEIH MpEeKpaTABaHEe Ha KOHTPALENUUATA (BX. Touxa 4.4).
AKO CMAHATA HA JIEHEHUETO He € BE3MOJXKHA, XEHATa TpAOBA [ MOMYYH AOITBJIHHTENHA KOHCY/TTALs
OTHOCHO PMCKOBETE C BaIpOAT 3a HEPOACHOTO JeTe B NOJAKpena Ha MHPOPMHPAHOTO i B3eMaHe Ha
PELIEHHEC OTHOCHO CEMEHHOTO TUTaHHpaHe.

3a roKa3aHHeTo OUIONIAPHO Pa3CTPOHCTBO, akO XKeHaTa IUIaHHpa Na 3abpeMeHee, TpA6Ba na ce NPOBENE
KOHCYNTAllUA CBC CNECLMATHCT C ONMUT B JICYEHWETO Ha OMITONMAPHO pasCTPONCTBO M JICHEHHETO ¢
BANMPOAT TPAOBA 2 ce NpeyCTaHOBH, M aKo € HeoOXoauMo, TpalBa Ja ce NpeMHUHE Ha ATTEPHATHBHO
JICHEHHE [IpeId 3a4€BaHETO W NIPEAM MPEeKpaTABAHE Ha KOHTPALIETILIAATA.

bpemennu sicenu
Bannpoar kato ne4yeHue 3a GMNONspHO pasCTPOMCTBO € MPOTHBONOKA3aH 3a yroTpesa 1o B CF
6peMeHHOCT. Bannpoar, karo sieueHue 3a enWwIencus e NPOTHBONOKA3aH MPH GpeMeHHOCT/jod
HAMa MOIXOAALIO aNTCPHATHBHO JieYeHHe (BXK. TOUKH 4.3 1 4.4).
AKO JeHa, KOATO Ce JIeKyBa ¢ Balnpoat, 3abpemeHee, T4 TpabBa He3abaBHO qa ce HACOUH K¥
CTIELIMAIACT, 33 [a ce OOCHIAT anTepHATHBHH BE3MOXKHOCTH 32 JiedeHue. TTo Bpeme Ha 6pemy




TOHHYHO-KJIOHHYHHTE IbPYOBE MPH MalKaTa U €NWIEITHYEH CTAaTYC ¢ XHIOKCUS MOTAT 14 HOCAT
otfipeielieH PHCK OT CMBPT 3a Makkara M IU1oja.

AKO, BBIIPEKH H3BECTHHTE PHCKOBE C BAIINPOAT NpH OpeMEHHOCT M Clle] BHHMATETHO OOMMCISHE HA
aJITepHATHBHO JIeYEHHE, TP H3KIIOYHTETHH 00CTOsATENICTBa OpeMeHHATA JKeHa TpA0Ba Aa noTyyara
BAJIIPOAT 3a CIIWICTICHA, TIPENOPhYBA C€ J1a;

® Ce M3IM0/I3Ba HAl-HHCKATa CPEKTHBHA 1033 M Aa Ce pa3/Ic/id JHEBHATA /1033 BAJIIPOAT HA
HAKOJIKO MAJIKH JI03H, KOUTO TpAOBaA Jia ce mpueMarT npe3 Lenns AeH. Ynorpebarta Ha
NIeKapCTBEHa (hopMa ¢ YAB/DKEHO 0CBOOOMXKAaBaHE MOYKE Ja € 3a NMPEANOYHTAHE Npex APYTH
JIeKapCTBEHH QOPMH, 3a 11a c€ H30ErHaT BUCOKH MaKCHUMAIHU IUIa3MeHH KOHUEHTpALHH (BiK.
TOYKA 4.2).
BcHKH MAUMEHTKH ¢ €KCIIO3MLMA Ha BANpPOAaT Mo BpeMe Ha OpeMEHHOCT ¥ TCXHHTE NapTHLOPH Tps6Ba
Ia OBAaT HaCOYCHH KbM CIELMATTUCT C OITMT B TEPATOJIOrHATA 3a OLEHKA H KOHCY/ITHPaHE OTHOCHO
eKcrioHHupaHaTa OpeMeHHOCT. TpsabBa 1a ce H3BBPILIBA CNELUHATH3IUPaH IIPEHATANIEH MOHHTOPHHT 33
OTKPHBAaHE Ha BB3MOXKHA NOABA Ha Je(EKTH Ha HeBpaiHaTa Tph6a WK Apyru MaiopMaLIKH.
[IpreManeTo Ha 100aBKH ¢ QONTHEBA KHCETHHA NPeIH OpeMEeHHOCTTa MOJXKe a HAMAJTH PHCKA OT
ACHEKTH Ha HEBpAJIHaTA TPHOa, KOHTO MOTaT la ce NOABAT NpH Beska GpemenHoct. HamuuHUTe JaHHH
obate, He Mpeanonarar, ye GoHeBaTa KHCeTHHA NPEAoTBPaTABA NOABATA Ha BPOAEHH JeeKTH WK
MaIT(pOpMALIMH TIOPANH €KCIIO3ULIMSA Ha BaJIIIPOAaT.

Puck 3a nogsopodernomo

- MHoro psaako ca A0KIajiBaHU CJTy9ad Ha XEMOparuyeH CHHPOM NIPH HOBOPOICHHM, YMIATO MaiKy
Ca MpHeMalli Bampoar no BpeMe Ha OpeMEeHHOCT. TO3U XeMoparuiueH CHHAPOM € CBbP3aH ¢
TpOMOOUUTONEHHS, XUNOPUOPHHOT€HEMHA W/UITH IO HaMansaBaHe Ha Apyry GakTopu Ha
KpBBOCHCHPBAHETO. AQUOpHHOreHeMHs € NOKIaiBaHa ChIIO U MoXe 1a Obae ¢ daTaneH usxos.
To3n xemoparuueH cuHApoM, 00aue, TpAOBa Aa ce pa3srpaHHYH OT HAMAABAHETO HA BUTaAMHUH K-
3aBHCHMHTE (DAKTOPH, HHIYLIHpaHH OT peHoOapOUTall H eH3MMHH HHAYKTOpH. ClieIoBaTeNHO,
Opos Ha TpomOouuTUTE, HUBOTO Ha (pUOPHUHOTEHa B TIA3MAaTa, KOaryJalldOHHH TECTOBE H
aKTOpPH Ha KPBBOCHCHUPBAHETO TPAOBa Ja ce U3CNeABaAT NPH HOBOPOAEHH.

- Cnyvau Ha XHIIOTIMKEMHS ca OWIN NOKNIaBaHU NIPY HOBOPOAEHH, YHHTO MAMKH Ca [IPUEMANTH
BaJIIPOAT ITO BPEME HA TPETUS TPUMECTHP OT OpeMeHHOCTTA.

- Cny4au Ha XMIIOTUPEOHIH3IBM ca OUIIH JOKIAIBAHH MPH HOBOPOAEHH, YHUTO MaliKH ca
MpHeMalli BaiIpoaT Mo BpeMe Ha OpeMeHHOCTTAa.

- CHHApOM Ha OTHEMaHETO (KaTo, H B YACTHOCT Bb30y.a, pa3npasHATENHOCT, CBPBXBh30YAMMOCT,
HEPBHOCT, XHITEPKHHE3HA, HApYIIIeH TOHYC, TPEMOP, KOHBY/ICHH M HApYLIIEHUA HA XPAHEHETO) MOXKE

Jia ce NOABM NPH HOBOPOAECHH, YHHTO MAHKH Ca [IPHEMAITH BAINPOAT 10 BpEME Ha MOC/IEIHHA
TPUMECTED OT OPEMEHHOCTTA.

Mbxe B NOTEHUHAJIEH PHCK OT PA3CTPOHCTBA HA HEBPOJOTHYHOTO PA3BHTHE NPH JeNa YHHTO
O0almM ca JIEKYBAHH ¢ BAJINPOAT Npe3 3-Te Mecela Npean 3a4€BaHeTo.

PeTpocneKTHBHO 00CEepBALMOHHO NPOYYBaHe B 3 CKAHAWHABCKH IBPXKABH ITOKA3Ba MOBHILIEH PHCK OT
pasCTPOHCTBA HA HEBPOJIOTHYHOTO passuTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 1o
I 1-rognniHa BB3pacT), YHHTO Oallld ca JEKYBAHH C BAJIPOAT KATO MOHOTEpAnHs fpe3 3-Te Meceua
NpeaH 3a4€BaHeTO, B CPAaBHCHHE C A€LATa, YHHTO Dallly ca eKyBaHH C TAMOTPHOXUH WM
JieBETUpaLIETaM KaTo MOHOTEparHs, ¢ 0000LIEHO KOPUrMpaHO ChOTHOIIeHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupauuat kyMynatieeH puck ot NDD sapupa mMexay 4,0 % u 5,6 % B
rpynara Ha Bannpoar cnpaMo Mexay 2,3 % u 3,2 % B xomOuHupaHaTa rpyna Ha
AAMOTPHXHH/TEeBETHPALIETaM.

JApyru obcepBalHOHHY MOITyJ1aLMOHHH TIPOYUBaHH HE MOKA3BaT 1a UMa NOBMILEH puck oT NDD npu
fena, YMUTo 0alM ca MbXKeE, IEKYBaHH C BAJIPOAT KATO MOHOTEpanus npe3 nepdoaa 3—4 '
MpEeaH 3a4€BaHETO, B CPABHEHHE C MBIKE, JIEKYBAHH C TaMOTPWKMH WJTH JIEBETHpallETaM Kaxf
MOHOTEPANHuA.

Paznukure B AM3aiiHa Ha NPOYYBaHETO, BKHIOYUTEIHO KOHTPONA 110 OTHOLLEHHE HA CMY
¢dakTopu ¥ NOAOOPA Ha AOMyNaUMATA, MOraT a AOIMPHUHECAT 34 Pa3IMKHTE B HAXOAKUTE
MPOYYBaHETO. B nombiHeHHe, HATHUHHTE NaHHH Npeanoiarar, e GakTopH, pasiiiyHH OT



CKCIO3HIIMATA HA BANNIIPOAT, BKIIIOYMTENIHO OCHOBHO 3a0onaBaHe Ha 6auiaTa, Moxe Aa AONpHHECAT 32
HabmofaBaHara acourauys. Kato ugno faHHHTE OTHOCHO noBuineHHs puck ot NDD nipu meua Ha
Oaliy, IeKYBaHH ¢ BaNNpoar B MPOAL/DKEHHE Ha 3 Mecela Npey 3aUeBaHeTO, Ca HETOC/IeJOBATENHM,
a MPHYHHHO-CNIeICTBEHATA BPb3Ka ¢ BaNIIPOAT € HECHTYPHA.

Kato npeana3sHa Mspka, NpeanycBallyTe NeKapy Tpa6Ba J1a HHPOPMHUPAT NALMEHTHTE MBXKE 33 TO3H
MOTEHUMAJIEH PUCK H 12 00CHAAT HEOOXOOUMOCTT2 OT e(peKTHBHA KOHTPALIENLIMSA, BITIOYHTENHO 34
MapTHROPKATa, NOKATO U3IMO3BAT BAJINIPOAT M MOHE 3 Mecella cile]] IPEKPaTABAHE HA JIEYEHHETO (BXK.
TouKa 4.4). [lauueHTHTE OT MBXKKM NON He TpAOBa Jla AapsBaT crepMa Mo BpeMe Ha JICUEHHETO H B
NpOoaB/DKEHHE Ha MOHE 3 Mecewla ciiel MpeKpaTABaHe Ha JIEYEHUETO.

IlauneHTHTE MBXKeE, JIeKyBaHHM ¢ BalINpoat, TpA6Ba PEAOBHO 1a Ce MPErNekK/aT OT NeKyBalMs 1
JIEKap, 3a 1a Ce NMpeLCHH NadH BaJlPoaThT € HAH-NOAXOAALIOTO JJSUEHHE 3a TAX. 3a MALMEHTH OT
MBIKKH T10JI, KOHTO TWIaHMPpAT [a 3a4eHaT Aere, TpAOBa fa ce OOMHUCIAT M 1a ce 00ChAAT C THX
MOAXOAAIM 21TEPHATHBY HA JIEYeHHETO. BBB BCEkH oTAeneH cayyaii TpaGBa Aa ce mpeLeHsT
HHAMBHAY ATHHUTE obcToATencTRa. IIpenopbuea ce MpH HeOOXOAMMOCT 13 CE MOTHPCH CHBET OT
CIMELHATHCT C ONHT B IEYCHUETO Ha EMWIENCU WIH OUNONIpHO pa3cTpoicTBO.

KnpMene

ExckpeinsaTa Ha BaAnpoaT B KbpMaTa € HMCKA, ¢ KOHLeHTpauma Mexay 1% 1o 10% ot cepyMHHTE HUBA
Ha MaiikaTta. Bb3 0cHOBa Ha IMTepaTypHHs H KJTHHHYEH OIIUT, KbpPMEHETO TpA6Ba /1a ce npepasriesa
KaTo C¢ B3€ME NoJ BHUMaHue npoguna Ha 6e3onacHoct Ha Jlenakuu S00 mg, ocobeHo
XeMaTOJIOTHYHHTE Hapy1ieHus (Bxk. Touka 4.8 Hexxenanm nexapcTBeHH peaximu).

TpabBa 1a ce B3eMe pelneHHe OTHOCHO CITHPAHE Ha KbPMEHETO WIH NPEYCTaHOBABAHE/OrpaHHYEHHE
Ha JieqeHueTo ¢ Jlenakun 500 mg, kaTo ce MMaT NpeaBH ION3UTE OT KbPMEHETO 32 JETETO U [10/13aTa
OT JIeYeHHETO 3a MarKkara.

DepTAAHTET

Hma cpoblueHus 3a amMeHopes, MONIMKMCTO3HH AHYHULM U YBEJIHYEHH HMBA HA TECTOCTEPOHA IPH
KEHU, NpHeMaNH Banmnpoart (Bx. Touka 4.8). [IpanaraneTo Ha BaANpoaT MOXKE CHINO Aa HAPYILH
(pepTriIMTETa NIPU MBXKeE (BXK. TouKa 4.8). Hapyiuenusra Ha hepTHaHTETa B HAKOM CITyyaH ca
0OpaTHMH Hal-Manko 3 Mecena c/ie/l NPeyCTaHOBABAaHE Ha NeyeHneTo. OrpaHuyen Opoit noknaneaHu
CITy'ad NPEAnoIaraT, 4€ 3Ha4YMTeIIHO HaMallABaHe Ha [03aTa MOXKE a2 NMOJ06pH (PepTHIUTETA.
Bunpeku ToBa, B APYTH Cly4aH, HAMA JaHHH 332 OOPaTHMOCT Ha BE3ILIOMETO NIPU MBIKE.

4.7 EdekTh BbpPXY cnocobHocTTa 32 modupane u padora ¢ MallHHH

[launenTnte TpsOBa Aa 6bAAT NPEMYIPETEHH 32 PHCKA OT CHHAMBOCT, 0OCOGEHO B CTy4au Ha
IPOTHEOTBPHOBA MONUTEpaHA HIH B KOMOMHANMA ¢ 6eH30AHa3enyHH (BX. Touka 4.5 Jpyru
B3aUMOJCHCTBHSA ).

4.8 Hexenann NeKapCTBEHH peaKIHH

H3nonssaHa e caenara CIOMS kinacuduKaLms 3a 4eCTOTA HA HEXENAHNTE JIEKAPCTBEHH PEaKLIH:
Mtoro uectu (21%); yectH (=1% u <10%); Heuect (>0,1 1 <1%); peaku (0,01 u <0,1%); MHOTO
penku (<0,01%), ¢ HeusBecTHa vecTOTa (OT HATMUHHTE NAHHH HE MOXe Ja GbJie HaNpaBeHa OLeHKa).

Bpoodenu, pamuanu u cenemuunu napywenus (xc. mouxa 4.6. Epemennocm u xopmene)
Bpoaenu MangopMauuy 1 HapyIEHHs B pa3BUTHETO (BX. TOUKH 4.4 1 4.6),

Hapywenun na kpvenama u numgrnama cucmema

YectH: aHemua, TpomOoLIHTONMEeHM (BXK. TOYKa 4.4)

HeuyecTH: MaHMTONEHUS, JIEBKOTICHHS

Penku: HEAOCTATBEYHOCT HAa KOCTHHSA MO3BK, BKJIFOUHMTENHO HMCTA alljla3HA HA YEPBEHHS
arpaHynolnTO3a, MaKpOLMTHAa aHEMHS, MAKPOLIHTO34




H3cneosanus

PenxH: NOHWKEHH HUBA HA KOarylaUMOHHUTE GakTopH (MIOHE Ha e/IUH OT TAX), OTKJIOHEHHS B
KOarynalMOHHMTE TeCTOBE {HalpHMep YB/DKEHO MPOTPOMOUHOBO BpeMe, YABIKEHO aKTHBUPAHO
MapLHaIHO TPOMOOINIACTHHOBO BpeMe; YAB/DKEHO TPOMOUHOBO BpeMe; yBennueH INR) (Bx.
TOUYKH 4.4 u 4.6), HepocTUr Ha 6HOTHH/OMOTHHHAA3a

C HeusBecTHa 4yecToTa: NpuaobuTa anoManus Ha Pelger-Huet*

*CroOuiasa ce 3a npuaoOGuTa aHoManus Ha Pelger-Huet B citydau cbe v 63 MHenoaucHnacTH4eH

CHHIPOM.

Hapywenua na nepgnama cucmema

MHOro 4yecTu: TpeMop

YectH: ekcTpanupaMHAHK HapyLICHHS, CTyNop*, COMHOIEHTHOCT, KOHBYJICHH*, HApYLLICHHUS B
NaMeTTa; [JIaBoOOJIME; HUCTArbM; HAKOJIKO MUHYTH ¢jiel HHTPABEHO3HA HHXKEKLIMA MOXE A HACTBITH
3amanBaHe (NpH HHTPABEHO3HO NPHJIOKEHHE, 3aMasHOCT, MOXeE J1a Ce MOMYYH 33 HIKONKO MHHYTH H
OOUMKHOBEHO M34€3Ba CIIOHTAHHO CIIEH HAKOJIKO MHHYTH)

Heuectn: koma*, eHuedamonarus*, neraprus*, o6paTum MapKHHCOHUIBM, ATAKCHS, N1APECTE3NA
HeuecTH: yTeXXHEHH KOHBYICHH (BXK. To4uKa 4.4)

Penxu: obpatiMa fleMeHIMA cBbp3aHa ¢ 0OpaTiMa LepebpanHa aTpodHs, KOTHHTUBHH HapyLLIEHUS
*CTynop u neraprus, BOAEMIM MOHAKOra A0 NMpexXoaHa koMa/eHuedanonaTus; Te ca Gunu
CaMOCTOSATENHH WIH CBbP3aHH C MOBHINIABaHE Y€CTOTATa HA IbPYOBETE B X014 Ha TCPAIUATA, H
HaManaBat MpH CIIHPAHE Ha JIEYEHHETO WIM NOHKKABAHE HA f03aTa. Te3H CTy4Yad Bh3HUKBAT Haii-
YeCTO MpH KOMOHHHpaHa Teparnus (Mo-crneuHarHo ¢ ¢deHobapOuTan WIH TOMUpaMaT) WK clel
BHE3alHO YBEJIMYaBaHE Ha I03HTE HA BATINPOAT.

Hapywenus na ouume
Penku: numnonus

Hapywuenua na yxomo u aabupurma
HecTH: rmyxora

PecnupamopHu, 2pvOHU U MEOUACMUHANHI HAPYULEHUA
HeyecTH: nneepanexd nu3nue (€03MHOPHIEH)

CmomMamno-4pesnu HapyuieHus

MHoro uecTH: rageHe*

YecT: noBpblUaAHE, Bh3NMANICHH Ha BEHIHTE (OCHOBHO XHIIEPILIA3Ms HA BEHLIMTE), CTOMATHT, 60NKa B
ropHaTa 4acT Ha KOpeMa, AMapHsl YeCTO Bb3HHKBAT IPU HAKOM MAI[MEHTH B HAYAJIOTO Ha JISYEHUETO,
HO OOHKHOBEHO H34e3BaT clie]l HAKOJIKO AHHU O¢3 MpeKpaTiBaHe Ha JICYEHUETO

*Habmoasa ce Cbllo HAKOIKO MHHYTH CJIe HHTPaBEHO3HO HHXEKTHPaHe CbC CIIOHTAHHO 3aTHXBaHe
B PAMKHTE Ha HAKOJIKO MHHYTH

HeyecTH: naHkpeaTHT, noHAKkora ¢ darajieH u3xoa (BkK. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nemuuida

HecTd: ypHHapHa MHKOHTHHEHLIHA

HedectH: 660peuna HeJoCcTaThUHOCT

Penku: eHypesa, TyOyNIOUHTEpCTHLIHANEH HepuT, 0OpaTUM CHHApoM Ha Fanconi, HO MEXaHM3MET Ha
JEHCTBHE OLLE HE € SCEH

Hapywenua na xoxcama u nookodchama mvkan
HecTH: CBPBLXUYBCTBHTENHOCT, NIPEX0HA U/MITH A0303aBHCHMA aJIoTIeLIs, HApYIUEHHS Ha HOKTHTE H
HOKBTHOTO JIETJIO

Heudectu: aHrnoeaem, obpus, HapyleHHs Ha KOcbhbMa (kaTo HeoOuuaiina CTPYKTYPa Ha KOCHM¥ ﬂgﬁunﬂ o
[MPOMEHH B LIBETA HA KOCbMa, HEOOWUYAEH pacTeX Ha KOcaTa)

Penxu: TOKCHYHA eNHIEpMalIHa HEKpOJiH3a, CHHAPOM Ha Stevens-Johnson, epurema mMyn
CUHIPOM Ha JiekapcTBeH 0OpHB ¢ eo3uHOdUAMS ¥ cucTeMHH cuMmnroMu (DRESS)

C HEeU3BECTHA 4eCTOTa: XHUIIEPNUIMEHTALINA




Hapywenua na Myckyrno-ckeremnama cucmema u coeOuHumeniama mokan

HeuecTu: HaManeHa KOCTHa MHHEpaNHa ILTETHOCT, OCTEONEHNS, OCTEONopo3a 1 ppaxTypu npu
AUMEHTH Ha NPOJb/LKHTEHA Tepanua ¢ Hemakun 500 mg. MexanusMet, no koiito Jenakun 500 mg
MOBJIMABA KOCTHHUA MeTabONMU3bEM, HE € YCTaHOBEH

Penku: cHcremMed JTymyc epuTeMaTosyc (Bxk. Touka 4.4), pabooMuonnsa (Bx. To4ka 4.4)

Hapywenua na endoxpunnama cucmema

Heuectn: cunapom Ha Hapymena cekperns Ha AJIX (SIADH), xunepaHaporeHu3sM (XHpP3YyTH3BM,
BUPHJIH3BM, AKHE, MbXKKH THIT QIONELHA W/ WIH yBEIHYECH aHIpOreH)

PenxH: xvnoTupeouIu3uM (BXK. TOYKaA 4.6)

Hapywenua na memabonusma u xpanenemo

YecTH: XMNOHATPHEMHS, YBEJIHUEHO TErN0*

* T1oBULIIEHOTO TeJIeCHO Tero TpA6Ba 1a 651 BHUMATENHO MPOCEAABAHO, Thil KAToO € hakTop 32
MOJIMKMCTO3EH OBapHAJIEH CUHAPOM (BXK. TOYKa 4.6)

Peaxu: xunepamornuemus™* (Bx. Touka 4.4), 3arnmnpcTaBaHe

* B3MOXKHO € A2 HacTBNAT CTyYaH Ha M30JIMPAHA WIH YMEpeHa XHIIEPAMOHHEMHs 6ea NpOMsiHa B
4ePHOAPOOHHTE (yHKLIHOHATTHU TECTOBE H TOBA He TpaAGBa 1a 6bAe MpHYHHA 32 NpeKpaTaBaHe Ha
TepanuaTa. Cro01IaBaHO € H 32 XHTIEPAaMOHHEMHS, CBBP3aHa C HEBPOJIIOMMYHH CHMITTOMH. B TakHBa
CITy4aH € HeOOXOAUMO 21a €€ OOMMCIIAT JOITBIHUTEHH H3CNeABaHUA (BXK. TOYKH 4.3 U 4.4 Hapyliexus
B yPEHHHS UMKBIT M PHCK OT XHUNepaMoHeMus 1 [1aLeHTH ¢ pUck OT XMIIOKAPHUTHHEMMU).

C HeH3BeCTHA YECTOTA: XUMTOKAPHUTHHEMHS {BK. TOUKH 4.3 1 4.4)

Heonnasmu - 0obpokavecmeeny, 310Kkauecmeenu u Heonpedenenu (8KIIONUMENTHO KUCIU U noaunu)
Peaku: MHenoqucnnacTHYeH CHHAPOM

Cvooeu Hapyuienus
YecTH: xemoparus (Bx. Touk# 4.4 4 4.6)
HeuecTH: BacKynuT

Obwgu Hapywerua u eghexmu Ha MACMOMO HA NPUIONCEHUE
HeyecTH: xunotepMus, HETEIKBK NeprbepeH eaeM

Xenamobunuapru napyuienus
YHecTH: 4epHOAPOOHH yBpexaaHHus (Bxk. Touka 4.4)

Hapywenua na 6v3npouzeooumennama cucmema u 2vpoama

YecTH: DHCMeHOpes

HeuecTu: ameHopes

Penku: 6esmnoane npu Mbxke (BK. Touka 4.6), MONUKHCTO3HM SHYHULIM

Hewxuunu napyuenus

Hectn: cheTOAHME HAa OOBPKAHOCT, XAMIOLMHALMH, arpecus™®, aUTauusa*, HAPYIIEHO BHUMAaHHE*
Peaku: abHOPMHO noBeeHHe*, ICHXOMOTOPHA XMITEPAKTHBHOCT®, HAPYIICHA CIOCOBHOCT 3a
oOyueHune*

*Te3u HexenaHH JeKapCTBEHH PeaKLMH ca HaGIH0aaBaHH OCHOBHO TIPH e qHaTpUyYHaTa NOITyTalHs

Brusnue 8vpxy 1abopamopru u OUGZHOCMUNHU U3CTeO8ANUA

Tnit KaTo BaNNpoaT ce OTAEN OCHOBHO I1pe3 HhOpeLyTe, YaCTHYHO MO (popMaTa Ha KeTOHHHM Tena,
PE3Y/ITaTHT OT HaNpaBEHHUA TECT 3a OTACCHHTE KETOHHH TEJIa MOXKE Ja € MOABEXKAalll [PH MALMEHTH C
nuaber.

[lennaTpuyHa momyJsarus

ITpodrabT Ha Oe30MacHOCT Ha BANNPOAT B NEMATPUYHATA NOMYJIALUA € CPABHUM C TO
BB3PACTHH, HO HAKOH HEXKENaHH peakLHK ¢a NO-TEXKH HIH ¢€ Hab0aaBaT rJIABHO B
nomynauus. CbLUeCTBYBa 0COOEH PHCK OT TEXKKO YEPHOAPOOHO YBPEXKIAHE HPH KbPM
Aeua, 0cobeHo Ha Bb3pacT noa 3 rogded. Mankure feua chlio ca U3J10KeHH Ha ocobe




MaHKpeaTHT. Te3u pUcKkOBe HaMaNABaT ¢ yBelTHIaBaHe Ha Bb3pacTTa (BikK. Touka 4.4). [Tcuxuunu
Pa3CTPOHCTRA KaTo arpecus, B30y /1a, HApyIUeHHe Ha BHIMAHHETO, HEECTECTBEHO MOBE/ICHHE,
ICHXOMOTOPHA XUMICPAKTHBHOCT H HapylIeHa CocoOHOCT 3a 00ydeHne ce Habmoaasar riiaBHO Npu
eAHATPHYHATA IOy IAHA.

CrodmaBaHe HA HEXKE/IAHH peaKIHH

CrobillaBaeTo Ha NOJO3HPAHH HEXENAHHU PeaKIMU ClIe] paspelaBaHe 32 ynorpeba Ha TeKapCTBEHHA
NIPOOYKT € BaXKHO. ToBa no3BoiABa J1a NpOoAB/DKH HabTIOAEHHETO HA ChOTHOLLIEHHAETO noJi3a/pUCK 3a
NIEKAPCTBCHUA MPOAYKT. OT MEIULIMHCKHTE CTIIELIHATHCTH ¢e U3HUCKBA Jia ChOOIIABAT BCAKA
NOJO3MpaHa HEXENIaHa peakLMa upes:

H3nbinuTenHa areHipa 1o JeKkapcTBaTa

yi. ,,JlamsH [ pyes” Ne §,

1303 Codus,

Temn.: +35 928903417,

yebcaitt: www.bda.bg.

4.9 Ilpenosnpane

] IpH3HAIA M CUMITTOMH

[IpuzHaiiTe Ha OCTPO MACHBHO MpeaO3HpaHe OGMKHOBEHO BKIIOYBAT KOMA ¢ MYCKYJTHA XHIOTOHHS,
XHIIopedieKcHs, MHO34, HApYLIIeHa IMXaTeHa QYHKIA, MeTabOTHTHA ALHI03a, XHITOTOHUS U
IIMPKYaTOPeH KONanc/Imok.

(1€l MaCHBHO NMPEI03HPaHE Ca HACTHIIBAM CMBPTHH CITydaH; BEIPEKH TOBA, ODHKHOBEHO HIXOLBT &
O/1arOnpUATEH.

CumirromuTe 06aue MOraT 1a Bapupar M ce cho0uiaBa 3a FbPUYOBE [PH MHOTO BUCOKH TLIA3MEHM HUBA.
CnobliaBa ce 3a clryyau Ha NOBHILEHO HHTPAKPaHHAITHO HAJIATAHE, CBBP3aHO ¢ MO3BYEH OTOK.
HamrieTo Ha HaTpHi B CheMHEHHATA C BAITIPOAT MOXKE J1a IOBEJIE 10 XHIIEPHATPHEMKS B CITy4auTe Ha

NpeI03HpaHe.

OpaaspaHe
B ciryuaii Ha Ipenozupane ¢ BaTIpoar, BOAELLO [0 XHINIEpaMOHEMHS, MOXKE [1a CE MPHIOKH KAPHUTHH
MHTPaBCHO3HO, 3a J1a C€ HOPMAJTM3HWpaT HUBATa Ha aMOHSKA.

5. ®APMAKOJIOTHYHHU CBOHUCTBA
5.1 @PapmaxoIuBAMHYAH CBOHCTBA

(PapMaxoTepaneBTHuHa rpyna: [IpoTHBOEHHIENTHYHH CcpeacTRBa
ATC xon : NO3AGOI

Herorure aHTHKOHBYJICHBHH CBOUCTBA IEHCTBAT Cpelly pa3liM4HH BHIOBE TbPUOBE NIPH JKUBOTHHUTE W
MPHUIMAABLLHM MPH XOpaTa.

ExcriepUMEHTATHUTE ¥ KIMHU4HH MPOYYBAHHS HA BANNPOATA MOKA3BAT J1BA THIIA MEXAHM3MH HA
AHTHKOHBYJICHBHO JICHCTBHE:

[TepBHAT € NMpsK papmakonorudeH eGexT, CBbP3aH C IWIA3MEHHTE H MO3bUYHHTE KOHLIEHTpAaUHM Ha
BAITNIPOATA.

BTOpHAT 04€BHIHO € HHAMPEKTEH H Hall-BEPOATHO € CBBP3aH ¢ MeTaGOHTHTE Ha BaJINpoara B
MO3BKa, C HI3MCHEHUE B HEBDOTPAHCMHUTEPHUTE HJTH C AMPEKTHHU MeMOpauuu edextH. Haii-

KOATO €€ NOKa4BaT CJIe/] MPUAOKEHHE Ha BAIMPOAT.
BannpoaTsT Hama/liBa MPONB/DKMTETHOCTTA HA HHTEPMeIMEPHaTa (ha3za Ha CHHA C eIHOE
yAbJDKaBaHE HA DABHOBBIIHOBUS CHH.

5.2 @apMaKOKHHETHYHH CBOHCTBA




PasnpeneneHue
[IpeMuHaBaHe npe3 mnaleHraTa (BX. Touka 4.6).
Bannpoat npeMuHaBa npe3 iaLeHTapHaTa 6apHepa KaKTo NpU )XUBOTHH, TaKa M MPH Xopa.
- Ilpu xuBOTHMTE, BaMpoaT NpeMHUHABA Npe3 IUIaLeHTaTa B NIOAOOHA CTeNeH KaTo TIPH XOpara.
- Hsaxonko nybnukauuH ca H3cClAeOBamM NMPH XOpa KOHUCHTPALMUTE HA BANNPOAT B ITHIHATA
BPbB HA HOBOPOJCHH MpH paxJaHe. CepyMHHMTE KOHLIEHTPAllHH Ha BAJINPOAT B ITHITHATA BPHB,
Moka3BallH Te3u BBB (eTyca, ca noAoOHM WIM KO 3aBHIICHH B CPaBHEHHME C Te3H Ha
Maifkara.

MeTtaboau3em

IIpu npoBeneHuTe pasin4HH GapMaKOKHHETHHYHH MPOYYBAHMA HA BAINPOAT € OWIO YCTAHOBEHO, Ye:
- OHOHATHYHOCTTA Ha HATPHEB BANIPOAT B KPHBTA CIEH NIEPOpasIeH NpHeM € npubmuzuresHo 100%.
- 00eMBT Ha pa3lIpe/IeNICHHE € OrPaHH4EH OCHOBHO A0 KPRBHATA LIMPKyIauHs H 66p30 obMeHsIIaTa ce
eKCTpaUe/TyJapHa TeYHOCT. BannpoarsT npeMHHaBa B rpbOHAYHO-MO3BYHATA TEYHOCT U MO3BKA,

- TU1a3MEHHAT NOMYXHUBOT € 15-17 yaca,

- TCPAaNeBTUYHATa eEeKTUBHOCT H3NCKBA MHHAMAJIHA CepyMHa koHueHTpaims ot 40-50 mg/1 ¢ wupox
auanasoH Mexay ot 40-100 mg/l. [onaepxkanero Ha HuBa Han 200 mg/l Hanara peayuMpaHe Ha
J03ara.

- TOCTOSHHA [U1a3MEHA KOHLICHTPAaUHA C€ JOCTHra 3a 3-4 THU.

- BAIMpOAThT C€ CBBP3Ba BHB BUCOKA CTEMEH ¢ IUTA3MEHUTE MPOTEHHH, KOETO 3aBHCH OT J034Ta M ce
CTHMTa [0 HACHIIIaHe.

- OCHOBHHAT MIbT 3a OHOTpaHC(opMallisg Ha BATNPOAT € IIOKypoHUpaHeTo (~40%), npequMHO upe3
UGTI1A6, UGT1A9 u UGT2RBY7.

- HATPHECBHAT BANINPOAT C€ EKCKPETHPA IJIaBHO ¢ YPHHATa, cjiell KaTo ce MeTabonu3upa upes
IMIOKYPOHH3aLUA M DeTa-oKCHaaLms.

- MOJICKYJIaTa Ha BaNnpoara ce AHATH3HpPa; XeMOOHaNH3aTa, 00aue, MOBIMsIBAa caMo cBoOOaHATA
¢pakuKs Ha BaImpoaTa B KpbBTa (Mpubau3uTenso 10%).

- BANINIPOAThT HE HHAYLIMPA €eH3UMHUTE, YYacTBallH B MeTaDONUTHATA CHCTEMA Ha UMTOXpoM P450.
[lopaau TOBa, 33 pa3nHKa OT MOBEYETO AHTHEITWIEITTHLIM, TOH HE YCKOPABA COOCTBEHOTO CH
pasrpaKaaHe, HUTO TbK TOBA HAa APYTHTE BEIECTBA, KATO €CTPOreHH, MMPOTeCTOreHH H OPAITHHM
AHTHKOAlyJIaHTH.

Heduampuunu nayuenmu

Jleua Ha Bb3pacT Haa 10 roAMHM ¥ IOHOIIM MMAT KITHPBHC Ha BAINPOAT NOA0GEH Ha TO3M NpH
BH3pacTHH. I1pH neaHaTpHUYHK NALMEHTH Ha Bb3pacT nox 10 rOAMHH CUCTEMHHS KIHPBHHC HA
BAJIMPOAT Ce pa3/in4yaBa B 3aBUCUMOCT OT BB3pacTTa. [1py HoBOpoaeHU H KbpMaueTa Ha Bs3pacT A0
2 Mecella KITHPBHCHT Ha BANINPOATa € HaMaJleH NP CPABHEHHE C TO3H [IPH BB3PACTHH H € Hali-HHCHK
HEMOCPEACTBEHO clieA paxaaHeTo. [IpH npernes Ha Hay4HaTa NUTepaTypa, MOJYKUBOTHT Ha
Bannpoara Npy KppMadeTa Ha Bb3pacT A0 2 Mecelia OKa3Ba 3HaYHTENHH pa3inHKu ot 1 10 67 vaca.
[Ipu neua Ha Be3pacT 2 — 10 roqHHH, KNHPBHCHT Ha BannpoaTta € ¢ 50% Mo-BHCOK OT TO3H pH
Bb3PaCTHH.

5.3 IIpeakIHHHYHH AaHHH 3a Oe3o0nacHOCT

IIpoyuBanuA NpH XKHBOTHH MOKA3BAT, Y€ €KCIIO3ULMUATA Ha BAIINIPOAT in utero BOAK 10 MOPGOIOrHYHH
H/WIH (PyHKIMOHAIHA IPOMEHH HA CITyXOBAaTa CHCTEMA NPH IUTbXOBE W MMLIKH.

Bannpoart He 1okassa NpH aHanus i vitro MyTareHHOCT HUTO [P GAKTEPHH, HUTO BBPXY KIIETKH OT
MHLLH JTHMGPOM H He HHAyIMpa penapauus Ha JIHK B nbpBHUYHM XeNaTOLMTHH KYATYPH OT IUIBX. In
vivo, 0baye, ca NoJIy4YeHH NPOTHBOPEUYHBH PE3YIITATH 32 TEPATOr€HHUTE A03H B 3aﬂucumn ’“‘Hw o
Ha4yxHa HA NpUnokeHue. Cnen nepopanHo NpUIoKEHHE, Hali-4ecTO U3MOM3BAHHA HAUH
MPHIOKCHUE TIPH XOpa, BAINPOAThT HE HHAYLIMPA XpOMO30OMHM abepaliii B KOCTEH MO
WK JOMHHAHTHH JICTAJTHH e)EeKTH NMPH MULIKH. MHTpanepuTOHEealHOTO HE)KEKTHPaHe
MoBHilaBa HaKbCBaHe Ha Bepurute Ha JIHK v xpoMo3omHu yBpexaaHust npy rpu3ayu.
IOITBJIHEHHE, B MyOJIMKYBaHH NPOYYBaHHUA € ChOOLIABAaHO 32 YBEJIHYEH OOMEH MEKY




Y4YacTHHIIH. BeNpeku ToBa, H3KIMIOYBALIH CE pe3y/TaTH ¢a [MOJTy4€HH TP CPaBHABAHE HA NaHHKTE NpU
MalHeHTH C CTIHIETICHS, JIEKYBAHH C BANNpPOAaT, € Te3W Ha HeJIEKYBAHH NALMEHTH C eNWIelcHs.
KJIMHHYHOTO 3Ha4eHHE Ha Te3u pesynTtatd 3a JIHK/XpoMO30OMHTE € HEH3BECTHO.

HeknuHHYHHTE TaHHH He MOKa3BaT 0cOOEH PHCK 33 XOPATa B3 OCHOBA HA KOHBEHIMOHAIHM
NPOYYBaHHA 34 KaHLIEPOTr€HHOCT.

Penpooyxkmugna moxcuynocm

BannpoarsT HHAyLHpa TeparoreHHH ehexTH (MaTdopMalMH HA MHOYKECTBO OpraHH# CUCTEMH) B
MHUILKH, ILTBXOBE H 3aHIIH.

Ipy MHMIIKH, TLTBXOBE H 3aHLH, in utero EKCHO3UIMS Ha BaINPOAT NMPeAU3BHKA J0303aBHCHMO
HaMajIIBaHE Ha TErJI0TO Ha IUT0Aa, BhTPEeYTPOOHO 3abaBsaHe HA pacTexka M HaMaIABaHe HAa ABDKUHATA
OT [J1aBara 10 OCHOBATa HA ONALIKATA B CPaBHEHHE C XUBOTHH 0e3 eKCIO3HLIMAL

OTKIOHEHHA B NOBEEHHETO Ca ChOOLIABAHN B HHIMBHINTE OT ITBPBO MOKOJEHHE HA MHILKH K
[TBXOBE C/IC €KCTIO3ULIUA in utero. HAKOM MOBEACHYECKH NPOMEHH ca HaOIOAABAHH CBINO U BBB
BTOPO MOKOJIEHHE, a CBLIMTE ¢a OWITH 0-TPyAHO 3abeneXXUMH B TPETO MOKOJIEHHUE HA MHLIKH CJie]
OCTpa in utero eKCTO3KLIMA Ha TbPBOTO MOKOIEHHE HA TEPATOreHHH JIO3H BANIPOAT. CKpHTHUTE
MEXaHHM3IMH H KIIHHHYHATA 3HAYHMOCT Ha T€3H OTKPHTHUS Ca HEU3BECTHH.

B npoyuBaHus 3a TOKCHYHOCT NIPH MHOTOKPATHO MPHJIaraHe ca ChoGIIeHH TECTUKYJIapHa
flereHepauns/aTpoQus Wiy HapyIUeHHA B CTISPMATOTEHe3aTa ¥ HAMAIABAHE HA TELJIOTO HAa TECTHCHTE
[PpH BE3PaCTHH ILTEXOBE H Ky4eTa C/E/ NepOpaHO NPHIOKEHHE B 103K choTBeTHO 400 mg/kg/neH u
150 mg/kg/neH, HaXOAKK B TECTHCHTE, CBLP3aHM ¢ HUBa Oe3 HaGlonaBaH HeOnaronpusaTeH edekt (no
observed adverse effect levels, NOAELSs) ot 270 mg/kg/nen npu Bs3pacThy mwisxose u 90 m g/kg/nen
NpH BB3PACTHHU Ky4eTa.

CpaBHeHHATa Ha rpaHMIMTE Ha Ge3onacHocT Ha 6a3ara Ha ekcTpanonuparata AUC npu nmnnxose U
Ky4eTa MOKa3BaT, Ye MOXE /12 HAMa rPaHHLa Ha OE30MacHOCT,

I1pH IOBEHHITHH TUTEXOBE HAMANIABaHe Ha TEIOTO Ha TECTHCHTE € HabMOIaBaHO CaMO IIPH J03H,
Ha/IBUIlIABALIM MAKCHMa/HATa MOHOCHMa 1032 (0T 240 mg/kg/neH npu UHTpanepUTOHEATHO HIIH
HHTPaBEHO3HO IPHIOXKEeHHE), O3 CBbp3aHH XHCTONATONIOrHYHH MpoMeHH. He ca HabmogaBany
e(peKTH BBPXY MBKKHTE PENPOSYKTHBHU OPraHu MpH MOHOCHMMU 1031 (10 90 mg/kg/aeH). By3 ocHoBa
Ha TE€3H NaHHHW HOBEHHJIHHTE ) XUBOTHH HE C€ CUMTAT 33 NO-MOJATIHBH MO OTHOLIEHHE HA HAXOIKH B
TECTHCHTE, B CPABHEHHE ¢ Bb3PACTHHTE. 3HAYCHHETO Ha HAXOAKHTE B TECTUCHTE 3a IeTHATPHIHATA
MOy auus He € U3BECTHO.

B npoyyBaHe 3a depTHIHTETa IPH IUIBXOBE, BANNPOaT B H03H 10 350 mg/kg/nHeBHO He MOBITUABRA
PENPOLYKTHBHATA (DYHKLMA TIPH MBLXKUTE HHAMBUAK. Benpexu ToBa HHbepTHIHTET IIPH MBXE €
HACHTHOULIMPAH KaTO HeXeNaHa peakid NP xopara (Bx. ToukH 4.6. u 4.8).

6. @®APMALEBTUYHH JAHHM

6.1. CnHCBLK H2 NOMOLIHETE BelLlECTBA

IHoBraon K 90; kanuueB CHIMKAT; TaNK, MarHe3uen CTeapaT; MOJHETHIIEH MHKOJI; APEBHYHO
HHILIECTE; NOBUAOH K3(); THTAHOB AHMOKCHL, XKBJIT XKENE3EH OKCH, LeTyN03€H aueTar dranar;
ANETHNPTANIAT, MAKPOTOJI.
6.2 HecbBMeCTHMOCTH
Hama nauuu.

6.3 Cpok Ha rognocrt

3 roaMHu

6.4 CroeuuanHu yc10BHS HA ChXpaHeHHe




To3u tekapcTBeH NPOIYKT HEe M3UCKBA CIIELHATHH YCIOBHS Ha ChXPaHEHHe.
6.5 Buan chabpxanHe HA ONAKOBKATA

[onHnponHneHoB (1akoH ¢ MONHETHIECHOBA 3AMYLIANIKA C MATEPHS MPOTHE OBJIAXKHSBAHE.
Besika onakoBka cpabpxka 40 Tabnerky.

6.6 CrneunaJnu DpeINa3HH MEPKH NPH H3XBLPISHE

Hsama crierdansy U3MCKBAHUA.

7.  IIPHTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEBA
Sanoft Winthrop Industrie

82 avenue Raspail
94250 Gentilly

Opanima

8. HOMEP(A) HA PABPEILIEHHUETO 3A YIIOTPEBA

Per. Ne 20010250

9. JATA HA ITBPBO PAPEINIABAHE/TIONHOBSABAHE HA PA3PEUIEHUETO 3A
YIIOTPEERA

Jlata Ha TBpBO paspemnarane: 26.02.2001
Jara na nocneaHo noaHoBsABaHe: 26.10.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

06/07/2026




