KPATKA XAPAKTEPUCTHUKA HA TIPOAYKTA " 07 vz ipogimn:

A LVY ()
V¥ To3u nnekapcTBeH MPOIYKT MOJIEKH HA JIONBIIHUTEIHO HaOMoAeHne. ToBa e o380/ OBpP30TO
YCTAHOBSIBAHE HAa HOBAa HHMOPMAlHMs OTHOCHO Ge3onacHoCTTa. OT MEAMUMHCKUTE CIIELIHATHCTH Ce

M3KCKBA Jla ChOOLIABAT BCAKA MOAO3HpAHA HEXKeJlaHa peaklud. 3a Ha4HHa Ha CLGG%I};}PH 111 ZUF
He)KeJIaHM peakUMU BUXKTE TOYKa 4.8. - % : L

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Jlenakud XpoHo 500 mg TablieTKH ¢ yb/DKEHO 0CBOOOXK/1aBaHe
Depakine Chrono 500 mg prolonged release tablets

# 8 KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika Tabnietka cbabpika 333 mg HatpueB Basnpoat (sodium valproate) u 145 mg Basinpoesa
kucenuHa (valproic acid), orropapsiu Ha 500 mg HatpueB Bainpoat (sodium valproate) 3a Tabnetka.

[TomMONIHO BEIIECTBO C U3BECTHO NielcTBUE: HATpUi 47,21 mg/Tabnetka (BK. Touka 4.4)
3a MBJIHKSA CIUCHK HA MOMOILIHUTE BELIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Mdunmupana TabneTka ¢ yAb/HKEHO 0CBOOOK/1aBaHE.

4. KJUHHWUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHHA

Enunaencus

e [IbpBHYHO reHepaIu3upaHH EIMUIICTICHH W NIPUNAAbLIH

e | HUNOBE NPUCTBITH:
abcancH (petit mal), reHepaan3upaHu TOHHYHO-KJIOHUYHH (grand mal), TOHHYHU U ATOHUYHH
[PUIATbLIH, MUOKJIOHHYHH MPUCTBITH, HH(PAHTHIHYU CIIa3MHU.

e [‘eHepalM3HpaHH €MUJICTICHU H ENTUJIENTTHYHH CHH/IPOMMU:
abcaHCHa enuJIerncHs, OBEHH/THA MMOKJIOHHYHA €IMUJIeTICHs (CHHAPOM Ha Janz), ernusencus ¢
reHepajiu3upaHd TOHUYHO-KJIOHHYHH NPHUIAAbIK NPpH CbOYkK/1aHe, (POTOCEH3UTUBHHU EMTUJIETICHH.

e Cunapom Ha Lennox- Gastaut.

e Cunapom Ha West.

e @MokanHM (MapUHaATIHH) ENHJIECNICHH W TTPUCTBITH C WK 0€3 BTOPUYHA IreHepain3aLus.

bunoasipHo pascrpoHcTBO

JleyeHue Ha MaHHEH €MU30/1 NMPH OUMIOJISPHO PA3CTPOHCTBO, KOraTo JIMTHH € NMPOTHBOINOKA3aH WK HE
ce Tojepupa. [IpoabikaBaHe Ha JIEUEHHETO Clie/l MAHUEH €ITH30/1 MOJKe /1a ce OOMMCIIH TpH
MalMeHTH, KOUTO ca C€ MOBJIMUSIH OT BAJINPOAT MPH JIEYEHHETO Ha OCTPAa MaHMA.

[lpu gena: KaTo CaMOCTOATE/IHA Teparnus WM B KOMOHHALHUS C JIPYT aHTHEITHJIENTHYEH JIEKapCTBEH
[NPOAYKT:

JleyeHue Ha reHepaiM3MpaHa ernuiencus: KJIOHHYHH, TOHHYHH, TOHHYHO-KJIOHWYHH MTPUTIAIbLIH,
a0CaHCH, MHOKJIOHHYHHM NMPUCTBIH, aTOHHYHHU NPUNaAbUH; CHHApoM Ha Lennox-Gastaut;

JleueHue Ha MapuHaIHa MUIICTICHS: MAPLHAIHU NPUCTBITH C WIH 0€3 BTOPHYHH reHepaIy:
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4.2 Mo3upoOBKA H HAYHH HA NPHICKEHHE

Ho3ara TpsaOBa na ce aganTupa c00pa3HO BB3pacTTad, TENECHOTO TErJIO H MHAMBHAyalHATa
YyyBCTBUTENHOCT, TabneTkara Moxe fa ce A&, HO He TpaOBa a ce CABBKBA WIH CTPHBA.
TepaneBTHuHa e(heKTHBHOCT OOMKHOBEHO C€ NIOCTUTa NPH IIa3MEHH HUBA Mexkay 40-100 mg/1 (300-
700 pmol/1). ONTUMATHOTO IUTa3MEHO HUBO CE pa3NHyaBa MEeXIy OTAEIHHTE HHAWBUIHN, a BEPOATHO U
MpH €IUH ¥ ChUI HHIWBHUI B Pa3lIM4HH MOMEHTH OT BpeMme,

IIpy mauueHTH, KOUTO He TOTy4YaBaT APYro NpOTHROCITWIENITUYHO JICUCHUE, 3a MPEANIOUYUTAHE €
J03aTa Jia C€ MOBHIlaBa MOCTENEHHO HA HHTEPBAJIM OT 110 2-3 AHU 0 JOCTHUraHE Ha ONTHMAJIHATA
no3a.

[Ipy npeXBbPISHE OT JIEYEHHE € APYT JIEKaPCTBEH NPOAYKT, HIIH ANTEPHATUBHO, KOraTo Ce BKITIOYBA
KaTO AOMBIHHTEIHA MEOUKALIMA KBM IIPSAXOAHO IeYeHHe, 3aMaHaTa ¢ JenakuH XpoHo 500 mg
TpAdBa Aa ce€ npasH MOCTENEHHO TaKa, Y€ ONTHMAaJIHATA 1033 Ja ObJe NOCTHIHATa €JHOBPEMEHHO ¢
HaMAJIABAHETO M CMIMpAHeTO Ha APYrUf JIeKapCTBEH NPOOYKT. IIpu nmpexBupiiaHe 0T KOHBE HIHOHATHH
Tabnetkn JlenaxuH xvM Jlemakun XpoHo 500 mg, nHeBHaTa a03a Tpabpa aa ce 3anasu.

ITpu HeoOxoaumocT, mpubaBAHETO HA APYTO NPOTHBOEMUIENTHYHO JieueHue TpadBa Aa ce U3BBPIIBA
[MOCTEMEHHO.

Hozuposka

B obmus cnyvaii nepeoHayanHara A03a € 10-15 mg/kg nHeBHO, oTtroBapsuia Ha 2-35 TabneTku oT
300 mg umn 1-3 Tabnetxku ot 500 mg 3a noeeuero naupenTH (60-100 kg). Hozara Tpabpa na ce
TUTPHpA A0 ONITUMAJTHO HUBO, H Aa Ce pa3/ieiu Ha |-2 JHEeBHU npHeMa.

Ilpu ev3pacmnu B 001HA cny4daid no3ara € Mexay 20-30 mg/kg AHeBHO, oTroBapamu Ha 4-10
tabnerku o1 300 mg unu 2-6 tabnetku ot 500 mg, ako nauveHTHT € Mexkay 60 u 100 kg. B coyyaid,
ye He MOXE J1a C€ NIOCTUTHE OB/AAsABAHE HAa IBPUYOBETE € Ta3H N03a, TO TA MOXKE Ja Ob/E yBeIHYEHA.
[TanueHTHT TpsAOBA AA Ce CAeNn CTPUKTHO B Cydail, ye nojayyasa AHEBHA 103a MO-BUCOKA OT

50 mg/kg.
3a deya Hal-vecTaTa fo3upoBKa € okono 30 mg/kg AHeBHO.

MauneH enH304 NPH OHMONAPHO PA3CTPOHCTBO

Hpu ev3pacmuu:

JHeBHaTa no3a TpaAOBa Ja Obe YCTAaHOBEHA U KOHTPOJMpaHa HHAMBUIYAIHO OT JIeKYyBAL{s JeKap.
ITpenopbyaHaTa HauanHa AHeBHA J03a € 750 mg. OcBeH TOBa B KJIIMHUYHHM U3MHTBAHUA HavyallHa 1034
oT 20 mg Bannpoat/kg TenecHo TEriao ChLIO MOKa3Ba npHeMnuB rpodun Ha 6e3onacHocT. DopMHATE ¢
yIBKEHO OCBOOOXKIaBaHe MOraT Ja OBLJAT NpWiaraHi BEAHBX WIH ABA ITbTH AHEBHO. J{o3aTa TpadBa
na ObAe yBeIUYeHa KONKOTO € BBh3MOMKHO 110-6bp30, 3a Ja ce NOCTUrHE Hal-HUCKAaTa TepaneBTHYHA
N03a, KOATO BOAU 10 elnaHua KinHA4YeH edekT. /lHeBHaTa no3a TpAOBa na Oble ajanTtupaHa cnpaMo
KIIMHUYHUA OTTOBOD, 3a [a c€ ONpeaein Hal-HUCcKaTa epeKTHBHA 103a 3a HHAUBUIyaTHUA NALMEHT.
Cpendara JHeBHa 103a 0OMKHOBEeHO Bapupa Mexay 1 000 u 2 000 mg sannpoar. [MauMeHTH, KOUTO
[IOJIY4aBaT AHEBHH [103H [M0-BUCOKH OT 45 mg/Kg TenecHO Terno JHEBHO, Tpabpa aAa dnaar
BHUMATEJTHO NPOC/ICASBAHH.

[IpoabinDkaBaHETO Ha JIEUEHMETO 3a MaHUHHH €NU30au Npy OUIONAPHO pa3cTpoiicTBO TpAbBa na Obae
ananTUpPaHo HHAUBUAYAJTHO, KATO Ce U3I0A3Ba Hal-HUCKaTa eeKTUBHA 1034,

CreuyanHy IOy IaldH

Ieya

Enunencus

OT NEPOPATHUTE IEKAPCTBEHU (POPMHU, CTIEAHUTE NEKAPCTBCHU HOPMH ¢a NO-MOIXOALLUIN 32
IpUJIaraHe rnpH aeua Ha Bu3pact nod 11 roauHu (cupon, nepopaneH pa3TBop U rpaHy ).

[Ipn naudeHTH ¢ OBLOpeYHa HEAOCTATHYHOCT

[lpy nauveHTH ¢ 6LOpeUHa HEOOCTATEYHOCT MOXKE A C€ HAJIOKHN HaMalIaBaHe Ha J03aTa
YBETUYABAHE HA J03aTa NMPpU MaLMEeHTN HA Xemoauanusa. Hatpuer Bannpoar/Bannpoesa
OTACNA NPH Auanuia (Bx. Touka 4.9). [losposkara TpsOBa Aa ce NPOMERA Copea KiH
MpociieASBaHE HA MMalMeHTa (BXK. Touka 4.4).




bHNIONAPHO Pa3CTPOHCTBO

IIpu deya u wonouiu

EjukacHoctTa Ha Jlenakud XpoHo 500 mg 3a neycHUe Ha MAHUHAHH €NMH30AK NMPH SUNONAPHO
pa3CTPOMCTBO He ca OMNH OLECHABAHH IIPH MTALMEHTH Ha Bb3pacT noj |8 rogunu. 3a nHpopMaLms
CBBbp3aHa ¢ D€30MacHOCTTa NPH Aea BIKTe TOYKa 4.8.

L€la OT XEeHCKH MO M XKEHH ¢ JETEPOACH HOTEHIIHAT

JleuenueTto ¢ Jlenakun Xpoho 500 mg Tpadra na ce 3anounHe M HaOMOAABa OT CNIELHAIIUCT C OIIHT B
NeYeHHETO Ha EMWIENICHA WIH OUIMONAPHO pa3cTpPOMCTBO. Bannpoar He TpadBa [ia ce U3NoJ3Ba MpH
feLa OT KEHCKH TOJT K )KEHH ¢ JEeTEPOIEH MOTEHLMA, OCREH KOraTo APYTHTE JIEUYEHHA Ca
HeedeKTHBHH WIH He ce MOHACAT Ro0pe (BXK. ToukH 4.4 H 4.6).

[Tonzata ¥ pUCKBT TpssOBa BHUMATEIIHO [1a C€ OLICHABAT [IPH PYTHHHUTE NPEMVIEAH HA JIEYEHHETO.
Bannpoar ce npennudcea U OTITycka B CbOTBETCTBHE ¢ [Iporpamara 3a npeanassaHe oT OpeMeHHOCT
npH ynorpeda Ha Bannpoat (Bx. ToukH 4.3 u 4.4).

3a NpeanoydTase € BaJIIIPOaT Ja ce MpeANnuUcBa KaTo MOHOTepalus B Hali-HUCKaTa e(peKTHBHA 1034,
aKO € Bb3MOXKHO KaTo JieKapCcTBeHa dopMa ¢ YABIKEHO 0cBOOOXKAaBaHE, 3a Ja ¢e€ NPeaOoTBPATAT
BHCOKHM MUKOBH IUIa3MeHH KOHUEHTpauuH,. /IHeBHaTa no3a TpAdBa na Obpae pazaeneHa Hal-Manko Ha
IBe eJJMHHYHH 1034 (B>K. TOUKa 4.6).

Muke
[Ipenopryra ce teueHHeTo ¢ JdenakuH XpoHo S00 mg ga ce 3ano4yHe U KOHTPOJIUPA OT CNIELHATUCT C
OIMT B JISYSHUETO HA €MWJIENCUS WK OUNOJAPHO pascTporCTBO (BXK. TOUKHU 4.4 U 4.6)

Cnen ocBoOOXI1aBaHETO HAa aKTUBHOTO BELIECTBO, B X0[a Ha Npoleca Ha 3abaBeHO ocROGOXKAaBaHE H
B CJIEACTBMEC OT NpHpoJaTa Ha MOMOMIHHTE BEHIECTBA B ChLCTaBa MY, MHEPTHHAT MATPHKC HE C€
abcopbupa OT XpaHOCMUNATENHUSA TPAKT, 4 C€ SNUMUHHAPA ¢ U3NPAKHEHUATA.

4.3 IIpoTHBONOKA3aHHA

Henakun Xpono 500 mg e npoTHBONOKA3aH NPH CASAHUTE CUTYALIUH:

- CBpPBXUYBCTBHTETHOCT KbM HATPHUER BAINIPOAT, AUBANPOAT, BAIPOMU, WIH KbM HAKOE OT
NOMOLIHUTE BELLIECTBA, H30pOEeHU B TOUKa 6.1.

- OcTbp XEMATHT WIK XPOHHYEH XEIaTUT.

- JIMuHa unu pamMuUIHa aHAMHE3a 3a TEXKBK XENaTUT, 0COOEHO CRBP3aH C NeKapCTRa.

- YepHoapoOHa nopupHs.

- Bannpoart € npOTHBONOKA3aH NMPYU NALUEHTH ¢ MUTOXOHAPHATHHA HAPYUIEHUS, IPUUUHEHH OT
MYTAaLIM{ B 4ApEeHUS I'eH, KOAUpalll MUTOXOHIPHANHUA eH3uM nonuMepasa y (POLG), Hanp.
cHHApoM Ha Alpers-Huttenlocher, kakTo ¥ npu aeua noa ABEroaUUIHA BB3PACT, 3a KOUTO Ce
CMATa, Ye HMar HapylueHue, csbp3aHo ¢ POLG reHa (Bxk. Touka 4.4).

- TlauHeHTH ¢ U3BECTHH HAPYLUCHUA B YPEHHHUS LIMKDBI (BX. Touka 4.4).

- TlauMeHTH C HEKOPUTHPAH CUCTEMEH MEPBUYEH KaPHUTHUHOB NeMUUHMT (BX. Touka 4.4
[[auMeHTH ¢ pHCK OT XUNTOKAPHUTHHEMMA ).

JleyeHHe HA eNHITencus

* O BpeMe Ha OpeMeHHOCT, OCBEH KOTaTo HAMA NOAXOAAIINO ANTEPHATUBHO NieYeHHE (BIK. TOUKH
4.4 u 4.6).

*  [IpU XKEHHU C ACTEPOCH NNOTEHUHAA, OCBEH KOraTo ca U3IMbIHEHH ycopusaTa Ha Ilporpamara 3a
npeana3paHe oT OpeMeHHOCT (BAK. TOYKH 4.4 U 4.6).

JleyeHHe HA OUIIONAPHO PA3CTPONCTRO:

* [0 BpeMe Ha OpeMEeHHOCT (BxK. TOUKH 4.4 u 4.6).

*  IIPH XKEHH C AEeTEePOACH MOTECHLIUA/, OCBEH KOraTo ¢a H3Mb/JIHEHH YCJOBHATA Ha
npeana3saHe OT OpeMEHHOCT (BX. TOUKH 4.4 v 4.6).




4.4 ChHnenHaJdHH NpeAYNpPeXAeHHA H NPeANA3ZHH MEPKH NpH ynoTpeda

| Momuuera//lepoiixu/KeHu ¢ JeTepoaen noreHnHal/bpemeHnoct:

Henakux XpoHo 500 mg He Tpad®Ba Ia ce U3n0a3Ba MPY MOMHYETA, IEBOHKH, NPH >KEHH C

AeTepOIcH NMOTEHIIMA KT OpEMEHHH JKeHH, OCBEH B CITy4ail, KOraTo alITCpHATHBHUTE JICYEHHA Ca
Hee()eKTUBHH WIH HE Ce MOHACAT MOPAaAX BUCOK TEPaTOr€HeH MOTEHUHAN H NMOBHUIIEH PHCK OT
CepHO3HH HapYIIEHHs B pa3BUTHETO Ha OebeTa H3NmKEeHH BETpeyTpoOHO Ha Bamnpoar. [lomsara u

| PUCKBLT TPAOBAa BHUMATEAHO A2 CE OLIECHAT I10 BpeMe Ha PYTHHHH TNIpEriieay, npes rmybeprera u
CIELIHO KOTaTo »KE€Ha ¢ eTEPOIEH NMOTEHIMAN, NeKyBaHa ¢ Jlenakud XpoHo 500 mg nnaHupa
OpeEMEHHOCT MITH NPeacTod OpeMeHHOCT. |

XKenu ¢ aerepoaeH noteHuMan TpAdBa Ja U3NOI3BaT €PEKTUBHA KOHTPAUEIILMA 10 BPEME Ha
NeyeHHe U 1a ObAaT HHPOPMHUPAHH 3a PUCKOBETE CBBP3aHH ¢ yrioTpedbara Ha JlenakuH XpoHo
500 mg no BpeMe Ha OpeMeHHOCT (Bx. Touka 4.6). ,

Jlekapar TpsOBa Aa rapaHTHpa, Ye Ha MalMEeHTKATa € NPeA0CTaBeHa MbiHa HHOopMaLHs 3a |
PUCKOBETE, KAKTO M CHOTBETHH MaTepHaltH, Kato Opolllypa 3a [MalueHTa, 3a 1a MOoANOMOrHe
pa3OHUpaHeTO i OTHOCHO PUCKOBETE.

MeaMUHHCKHAT CrelHaIHCeT TpAOdBa Aa € yOeaeH, 4e nauueHTkara pa3Oupa:

. EcTecTBOTO M TEXECTTAa HA PUCKOBETE MPH EKCHO3ULIMA 110 BpeMe Ha OpEMEHHOCT, Mo- |

CMELHAJIHO 33 TEPATOreHHH PUCKOBE U HApYLLUCHHUA B PA3BUTHETO. .
. HeobxonumocTtra OT eeKTHBHA KOHTpalleTTLNA. |
. HeobxoaumMocTTa OT peaoBeH Nperiea H OLCHKA Ha JICHESHUETO. |
. HeobxoaumocTTa OT cnielHa KOHCYITalUUsl, ako IUTaHKupa OpEMEeHHOCT UK € BB3MOXKHA
OpeMEHHOCT. |

| IIlporpama 3a npeana3pane oT OpeMEeHHOCT .
Bannpoart ¥Ma BUCOK T€paTOT€HEH [TOTEHIIMA ¥ AELATa, C eKCIIO3HMLMS {77 ufero Ha BaJIIpoar ca ¢

BHCOK PHCK OT BpOA€HH MandopMalvi U HapyLLEHHUS B Pa3BUTHETO HA HEPBHATA CUCTEMA (BIXK.
TOuKa 4.6).
HenaxuH XpoHo 500 mg € npOTHUBOMOKA3aH NpPH CIEAHUTE CHTYALUHN:

JleueHue Ha enUIENCUA

. o BpeMe Ha OpeMEHHOCT, OCBEH KOraTO HAMA MOAXOAAII0 AITEPHATHBHO JieueHUe (BixK.
ToukH 4.3 u 4.6).
. PR KEHHU ¢ AeTepOIeH NOTEHLIMAJ, OCBEH KOraTo ca H3llbIHEeHHU YCJIoBUATa Ha [Iporpamara

3a Mpena3gaHe oT OpeMEHHOCT (BXK. TOMKH 4.3 U 4.6).

JleyeHHe Ha OUTIONAPHO PA3CTPOUCTBO |

K o BpeMe Ha OpPEMEHHOCT (BXK. TOUKHK 4.3 H 4.6). |

. IIpY JKEHH ¢ AeTEPOICH MOTEHLHAN, OCBEH KOraTo ¢a M3MbJIHEHH ycnoBuara Ha [lporpamara
3a IpeAna3BaHe oT OpeMeHHOCT (BxK. TOMKH 4.3 u 4.6).

Ycnoeus Ha [Iporpamara 3a npejna3BaHe oT OpeMeHHOCT |
[TpeanucBalnKAT nexap TPAOBaA 4a rapaHTHUpa, Ye |

. WHIVBHYATHUTE 00CTOATENCTBA TPSOBRA 1a ObaaT OLIeHIBAHHM BBB BCEKH OTAENICH CIIy4ai, |
KaTo MalMeHTKaTa Oblie BKIIOYEHA B JHCKYCHATA, 34 [Ia C€ TApAHTHPA aHraXXHPaHOCTTA H, Aa
ce 0OCHIAAT TepareBTHYHHTE Bb3MOXHOCTH M J1a C€ rapaHTHpa HEHHOTO pa3dupaHe Ha
PHCKOBETE H HEOOXOJUMHTE MEPKH 33 CBEXIAHE Ha PHCKOBETE A0 MHHHMYM;

. MOTEHLUMATBT 33 HAaCThIIBaHe HA OpeMEeHHOCT € OlleHeH NPH BCHUKHU MalHEHTKU
[OJI;




*  TMalMEeHTKaTa € pa3dpana U npuesa pUCKOBETE OT BPOACHH MalipopMaLMi ¥ HapylIeHHs B
pa3BUTHETO HA HEPBHATA CHCTEMA, BIJIFOUMTEINIHO CTEMeHTa Ha T€3H PUCKOBE 3a JeLarta, ©
EKCIIO3HMLIMA in ulero Ha BaNpOAT;

. MallHEHTKATa pa3bupa HeoOX0AUMOCTTa OT NPOBEKIAHE HA TECT 3a OPEMEHHOCT TNIpeau
3aM104YBaHE Ha JICYEHUETO H M0 BpeME Ha JI€YEHHETO, KaKTO € HeoOXoauMo;
. MarydeHTKaTa € KOHCYJITHpaHa 1o OTHOWIEHHE Ha KOHTpaLeIMATa H € B ChCTOSHHE 1A C¢

¢b00pa3u ¢ HeoOXOAUMOCTTA OT H3MOM3BaHe Ha eeKTUBHA KOHTpallenuus (3a AOIMbIHUTEIIHH
NnoapoOHOCTH, MOJIA BHXKTE MIOATOYKA ,,KOHTPALCIILHA HA TOBA NMPEeqyNpeKICHHE B KapeTo),
0e3 nMpekbCBaHe M0 BpeMe Ha LeIUA NIEPHON Ha JISYEHHE C BAJINPOAT;

. nalHeHTKaTa pa3dupa HeoOX0AUMOCTTa OT peAOBEH (MMOHE BEAHBK MOAHUILIHO) Nperiies Ha
IEYEHHETO OT CHELHAIUCT C ONUT B JICUEHUETO Ha eNWIEICHS, OUNTOIAPHO pa3CTPOHCTBO;
. narHeHTKaTa pa3bupa HeoOX0IUMOCTTA Jla ce KOHCYJITUPA CHC CBOA JIEKAp BellHAra 1OM

[UTAHMpA OPEMEHHOCT, 33 Ja C& OCHIYPH CBOECBPEMEHHO 00CHKAAHE B MIPEMHUHABAHE KbM

aJITCPHATHBHH BE3MOXKHOCTH 34 JICUEHHE MPEIH 3aUEBAHETO H MPEIH 14 ¢ NpeKpaTH

KOHTPALETILIMATA,;

| - NalMeHTKaTa pa3dupa Heo0X0AMMOCTTA OT ClelllHA KOHCYJITalUs ChC CBOS JIEKap B CIIy4yad Ha

OpeMEHHOCT;

| o MalMEHTKATa € NoAy4Yuia PLKOBOACTBO 33 NALUEHTA;

. MalKeHTKaTa NOTBbPAKAABA, 4e € pa30dpaa ONnacHOCTHTE H HEODXOTUMMTE NPEeNa3HA MEPKH,
CBBP3aHHM ¢ ynoTpedara Ha Banpoat (I ogvileH GopMyJIsip 3a MOTBBPKIACHHUE OCH3HABAHETO
Ha PUCKa).

Te3m ycnoBus ce OTHACAT M 3a KEHH, KOWTO MOHACTOALLIEM He Cd CEKCYaNnHO aKTHUBHH, OCBEH KOraro
NPEeANHCBAaHAT JIEKap CMATA, Ye ChIUECTBYBAT YOeAUTENHH NPHHHHHM 1A c€ NOCOYH, Ue HAMA PUCK
OT HACTHIIBAHE Ha OpEMEHHOCT.

Jella OT XKEHCKH IT1OJ1

. [Ipennuceailiute nekapu Tpadea na ca CUTYpPHU, Y€ POAUTENHTES/ IONATALLMTE MPHKH 34 lela |
OT JK€HCKH 11071 pa3dupat HEOOXOMMMOCTTA 1a C€ CBBPIKAT ChC CIIELUUATIUCT BEIHAara Cien
KaTO AETETO OT AKEHCKH MOJI, KOETO MPHEMA BAJINpOAaT, MOTYYH MEHapXe. ,

. [TpeanucBalnMAT ekap TpaOBa Aa rapaHTHpa, Ye poJAMTENHTE/ ONArallUTe IPHOKY 34 JeLia OT
KEHCKH M10J1, KOUTO ¢a MOJTYYU/IH MEHApXe, ¢a NOMy4wIH noapodxHa nHpopmauus 3a
PUCKOBETE OT BpOJAeHH MajipopMaLlii U H30CTaBaHE B PA3BUTHETO HAa HEPBHATA CHCTEMA,
BKJIFOUUTENHO CTEMEHTA Ha TE3W PUCKOBE 32 AeLaTa ¢ eKCIO3ULMA in ulero Ha BaNpoar. |

. IIpy naUMEeHTKH, KOMTO ca NMOMYYHIId MeHapXe, NPEANUCBALLMAT JIeKap TpAOBAa 1a NPEOLEHABA |
eXEroaHO HY»K/aTa OT Tepanus ¢ BaJpoaT v Aa OOMHUCIIH aITEPHATUBHU BL3MOXKHOCTH 3a |
nedyeHUe. AKO BaIMpoaT € EAMHCTBEHOTO MOAXOAALIO jieYeHHe, TpAOBa fa ce obCchbau
HeoO0X0AMMOCTTA OT H3MOA3BaAHE Ha €PEKTHBHA KOHTpAUEUMA H BCUYKH APYIH YCJIOBHA Ha
[Iporpamara 3a npeanassaHe oT OpeMeHHOCT. CrelMantdcTsT TpAOBa Aa MOJIOKH BCHYKH
YCHJTHA JIETETO OT YKEHCKH IOJT Aa NPEMHHE HA aNTepHATUBHO JieYeHue, [peiu Ja € |
HABBbPUIUIIO MBAHOJAETHE. |

Tect 3a 6peMeHHOCT

[Ipeau HA4YANOTO Ha JICUSHHUETO ¢ BANTIPOAT TpA0OBa aa ce m3kno4u OpemenHocT. He Tpsadea na ce
3aI104Ba JIEUeHHE C BAINPOAT NPH KEHH ¢ AeTepoAeH NoTeHHAT 6e3 oTpUIaTeneH pe3yyTaT OT
TecT 3a OpeMeHHOCT (KpbBeH TecT 3a OpPEMEHHOCT), MOTBBP/IEH OT JieKap, 3a [a Ce U3KITI0UH
HexxenaHaTta yrnorpeba no BpeMe Ha OpeMEHHOCT.

KoHTpauenuus

JKeHure ¢ meTepoaeH NMOTEHUHAN, HA KOHTO € [peANnUcaH Balnpoat, Tpadsa da W3Mmon3sar
edeKTHBHA KOHTpalemIng Oe3 NpeKbCcBaHe NMpe3 LeNus NEpHOI Ha JiedeHHe ¢ Bannpoar. Ha tesu
naLMeHTKH TpaOBa na 6ble NpeaocTaBeHa H3uepnarTeaHa MHPOpMaLUs OTHOCHO NpeAna3Ba CTRARR - O
OpeMeHHOCT M TpsabBa na 6bAAT HACOYEHHU 3a CHBET OTHOCHO KOHTpAUEIILMS, aKO HE U3 TN | €
epekTHBHA KOHTpauenusa. Tpabpa aa ce U3non3Ba Hal-Manko eJUH €PEeKTHREH MeTo ) k7 ,\ i \‘-

. e | FE
KOHTpaLeNnumA (3a npeano4YHTaHe He3aBUCHMA OT NOTpeOuTeNd opMa, KaTo HafipuMep < {,g};#f- | SRR
L r!-' :r"‘n'-‘,'_-._L'.* 4":['_:' RE _;:J_ !
BbTPEMATOUYHA CITHPANA MITH UMIJIAHTAT ), WK ABE AOMBLABALLHK ce JOPMHU Ha KOHTPALGIIM, - & ¢ "fi ;.] i)
r RN LS P !
BKJIIOMHUTEIHO OapuepeH MeTon. MHauBHayanHUATe 00CTOSTENCTBA TPAOBA 14 ce OLICHN G2 el SRS //
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BCEKH OTJIeJIEH CITyyaii, korato ce u3bupa METO Ha KOHTpALICHLMA, KATO NALMEHTKAaTa TpAOBa na
| ce BKTIOYUH B 00CBHKIAHETO, 32 [a Ce rapaHTHpa HeHHATa AaHTAKUPAHOCT M CNa3BaHETO Ha
u3bpanute Mepku. Jlaxxe na uma aMeHopes, T4 TpAOBa a cna3Ba BCHYKH ChBETH 3a €(PEKTHBHA

KOHTpALIeTIIHA.

CpelicTBa ChABKAIY €CTPOreH

EnHoBpeMeHHaTa ynioTpeda Ha CpeicTBa ChbABPXKALIU €CTPOreH, BIUTIOUUTENIHO ChAbPIKAIlH

| ecTporeH XOpMOHAIHU KOHTPAaLEIITHBY, OM MOria 1a HaMaiu epUKacHOCTTa Ha BAJINIpoarT (Bx.
Touka 4.5). [Ipennuceauiure neuenue TpaOBa Aa nMpociaeasBaT KJIMHHAYHMA OTrOBOP (KOHTPOJI Ha
| NpMNagblKTe H KOHTPOJI HA HACTPOEHHUETO), KOraTo 3all04BaT WIH NPEKbCBAT NpHeMa Ha

| IIpOAYKTH, CHABPIKALIM €CTPOTEH.

Ot apyra cTpaHa BaJpoaT HE HaManaBa ePUKaCHOCTTa HA XOPMOHANHUTE KOHTPALECNITUBH

FOQHI.IIE:H aperaca Ha ACUCHHUCTO OT MCARIIHHCKH CHCUHATHCT
CrieuHaTuCThT TpﬂﬁBﬂ MNOHC BEAHDBX IN'OAUHIUNHO A4 ITIPCHCHABRA JAJIK BANNpoarT € HaM MTOOXOIAILOTO

nevyeHHe 3a nanpeHTa. CnelMaucTsT TpAOBa Aa 0bchau ['oauiuHUg GopMynsap 3a NOTBbPKACHHE |
OCH3HABAHETO HA PHCKA MPH 3alI04YBAHE HA NIEYEHUETO U MPHU BCEKH FOAMIUICH Mpersie, U Aa |
rapaHTHpa, ye NaudeHTHT € pasOpan CbABPKAHUETO MY .

[InaHupaHe Ha HpeMeHHOCTTA |
| 3a moka3aHHETO eMUiIerncHa, ako XKeHaTa TLIaHupa Ja 3abpeMeHee, Tepanuara ¢ saifpoar tpabea ga |
¢e MpPeOLIeHH OT CIIELIMATHCT C OMUT B JICYCHHETO HA EMHIENICH U Aa c€ OOMUCIAT ANTePHATHBHU
Bb3MOKHOCTH 3a NeyeHue. TpaOBa 1a ce MONOKAT BCHYKH YCHIIUS, 3a a4 CE MPEMHUHE Ha

MOAXOAALIO AITCPHATHBHO JIEUEHHE NPed 3aUeBaHETO W NPeAH NpeKpaTaBaHe Ha KOHTpaLenuusaTa

| (Bx. TOuka 4.6). AKO cMsHaTa Ha IEYEHHETO HE € Bb3MOXHa, 2KeHara TpabBa Aa noiryuu
NOMBJIHMTENHA KOHCYJITALIMS OTHOCHO PHCKOBETE C BaMNpPOaT 3a HEPOASHOTO AETE B TIOAKpENa Ha
MHGOPMUPAHOTO i B3eMaHe Ha pelleHHe OTHOCHO CEMEeHHOTO TUTaHUpaHe.

3a noKazaHHeTO OHIOIAPHO Pa3CcTPOHCTBO, KO JKEHaTa NaaHHpa Aa 3adpemMenee, TpaOBa na ce
[MPOBEAE KOHCYJITALMA CHC CHELIHATMCT € OMHT B JICYEHHETO HA OMITOIAPHO Pa3CTPOHCTBO U
JISUeHHETO C BAIMpOAaT TpAOBa Aa CE€ NPEYCTAHOBY, H aKO € He0OXO0QUMO Z1a ce NPEMHHE HA
alITEPHATHBHO JIEYEHHE NPEAY 3a4eBAHETO H NpeaH NMpeKpaTsIBaHe Ha KOHTPALETILUATA.

B cayvaii Ha OpeMeHHOCT

AKO X€Ha, KOATO Ce NIEKyBa ¢ Ba/inpoar, 3abpemeHee, T4 TpsaOBa He3a0aBHO 1a CE HACOYH KbM
| crieLUasIMCT, 32 Aa ¢€ MPEOLIECHHU JISHEHUETO C BAINPOAT U Aa c€ OOCHAAT aNTepPHATUBHY
Bb3MOXKHOCTH. [TallHEHTKHTE C €KCNO3ULIMA Ha BAIMPOAT MO BpeMe Ha OPEMEHHOCT H TEXHHUTE
napTHLOPHU TpAOBa Aa ObAaT HACOYEHH KbM CIELHAIUCT C ONUT B TEPATONOTHATA 3a OLICHKA U
KOHCYJITHpaHE OTHOCHO EKCIIOHMpaHaTa OpeMeHHOCT (BK. To4ka 4.6). |

dapmaueBTHT TpAOBA Aa rapaHTHpa. Ye: |

. NpH BCAKO OTITYCKaHE Ha Banmpoar € npeaocrageHa Kapra Ha nauuMeHTa U NalUEHTKUTE |
pa30upaT HEHMHOTO ChABbPXKAHUE. |

|
. MAalUEHTKHUTE Ca NOCHBETBAHU Aa HE CITHPAT JICYEHHUETO ¢ BAINPOAT U HE3a0aBHO 1a ce

| CRBPKAT CbC CNELIMAIMCT NPH TUIAHUPAaHA UITH TI0A03UpaHa OPEMEHHOCT.

OO0yyuTETHN MaTEPUATH
3a j1a ¢€ MOANOMOrHaT MEULIMHCKUTE CIELIMAIMCTH M NMALIMEHTKUTE Aa ce n3berde ekcnozuuuara |
| Ha BANIPOAT M0 BpeMe Ha OPEMEHHOCT, MPUTEXATENAT HA PAa3peELICHUETO 3a ynoTpeda e |
npeaocTaBua 0OYUHTENIHY MaTEPHAIH 3a IOACHIIBAHE HA NPEeAYNPEKACHHATA U [IPEAOCTABAHE Ha
yKa3zaHHA OTHOCHO ynoTpedara Ha BalinpoatT NpH XKEHH ¢ AETEPOASH NOTEHUHAN U HHpOpMaLIMA 3a
chABpkaHueTo Ha [Iporpamara 3a npeanaspane oT OpeMeHHOCT. Ha BCUUYKU KEHH C AETEPO

Kapta Ha nauueHra.



Tpabsa na ce uznon3ea ['oaumen GopMynap 3a NOTBLPAKAEHHE OCH3HABAHETO Ha PHCKa MPH
3aMo4YBaHe Ha JICYEHHETO M 1O BpEMe Ha BCEKW TOAMLIEH NIPEre Ha TEUEHHETO ¢ BAJIIPOAT OT
creLajJnCTa.

Ynorpeba npu nauueHTH OT MBXKKH NOJ

PeTpocnexkTBHO 00cepBallHOHHO MPOYYBAHE MOKa3Ba MOBUILIEH PUCK OT pa3CTPOMCTBA Ha
HEBPOIOrHYHOTO pa3BuTHe (neurodevelopmental disorders, NDD) npu neua, ynvro 6auu ca
JIEKYBaHH C BAJIMPOAT Npe3 3-Te Mecelia MpelH 3a4eBaHeTo, B CpaBHEHHKE ¢ IellaTa, YHHUTO Dalnu ca
NIEKYBaHH € JJAaMOTPYOKHH WIM JieBeTHpaLeTaM (BX. TOuKa 4.6).

Karo npennassa Mapka, nMpeanucBaiyTe Jekapy Tpadsa na uHdbopMHUpaT NaHMEeHTHTE MbikKe 3a TO3H
MOTEHLHANEH PHCK (BXX. TouKa 4.6) U Aa 00chAAT HeoOXOMUMOCTTa OT OOMHCIIAHE Ha e(peKTHBHA
KOHTpaLENIHA, BKIFOYATETHO U 3a NMApTHbOPKATA, 110 BpeME Ha ynoTpebara Ha BaInpoar U B
NpOABJLDKEHHE Ha MOHe 3 Mecelia clieA NpeKpaTaBaHe Ha JiedeHHueTo. [1allHEHTHTE OT MBKKH IOJT HE
TpsaOBa Ja JapsBaT cniepMa o BpeMe Ha JCYEHHETO U B IPOAB/IKEHHE Ha NOHE 3 Mecela cien
[IpeKpaTABAHE HA ICUYEHHETO.

[TarueHTHTE OT MBXKKH 1O, JIEKYBAHH C BaNpoat, TpAOBa peAOBHO Aa ce TIPerIeXaaT OT JICKyBalllHA
'Y JIEKAp, 3a J1a ce MpelieHH JajM BAJIMPOAThT OCTaBa Hal-MOAXOAAIOTO JEHEHHE 3a TAX. 32 MaUUEHTH
OT MBXKKH T0JI, KOUTO TUTAHKPAT Aa 3a4eHat aeTe, TpsIOBa Ja ce oOMUCIAT K Aa c€ OOCHIOAT C TAX
MOAXOAAINHN AITCPHATHBH Ha NeueHKeTo. BbB BCeku OTAeNeH ciy4al Tpsabea fa ce OLeHAT
HHAUBHAYATHUTE 00cTOATENCTBA. [IpenopbUHTENHO € NMPpYU HEOOXOANMMOCT 44 €€ MOTHPCH CHBET OT
COELIMATUCT ¢ OTHT B JICUEHHETO HA eNUIeniCus U OHUMONAPHO pa3CTPOUCTRO.

Hanuuuau ca o0y4yHTeNnHH MaTEpPHAIH 38 MEAULIMHCKH CIICLUHATHCTH H MALHEHTHTE MBbXKe. Ha
MaLMEHTHTE OT MBKKH TI0JT, H3MOJ3BAIlH BaJIlIPoaT, TpAOBa Aa ce NPEAOCTaBUA PBKOBOACTRO 34
naLMeHTa.

Ilpeoynpescoernun

Teoicko yepesicoare Ha 4epHun opob

YcnoBHs 332 Bb3HUKBaHE

Panko ca HadmogaBaHH Te)KKH 4epHOAPOOHHN YBpeKAaHHKs, 3aBLPLUBALIH MOHAKOra ¢arajiHo.
OnUTHT NOKa3Ba, Y€ MalHeHTH ¢ MO-BHCOK PUCK, OCOOEHO B CIIyYaUTe HA MHOKECTBEHA
aHTHKOHBYJICHBHA Tepalnus ca Aelia Ha Bb3pacT Mo/ 3 FOAMHH C TEXKKH NPHINaAbLH, OCODEHO TE3H C
MO3BYHH YBpeXNaHHsA, 3a0aBeHO YMCTBEHO Pa3BHTHE H/WUIH BPOACHH META0OINTHU HAPYIEHHA,
BKJTIOYHTEJIHO MHUTOXOHAPHAIHHN HAPYIUEeHUA KaTO KAPHUTUHOB JAe(PHULMT, HApYILEHHS B ypeHHUA
1uxs, POLG MmyTanuy (BxkK. Touku 4.3 v 4.4) wid gereHepaTHBHY 3a00ABaHuH.

Cnep 3-roaviliHa BB3pacT, PUCKBT € peAyLHpa 3HAYMTEIIHO U IIPOrpeCcMBHO HaMallfBa ¢ Bb3pacTTa.
B noBeyeTo CIy4yaH, TAKKMBa YepHOAPOOHH YBpPEXIAHUA Ce YCTAHOBABAT B MLPBUTE 6 Mecela Ha
JIEUEHUETO.

CHMITTOMATHKA
KAMHHYHWUTE CUMIITOMH Ca OT CBHILECTBEHO 3HAUYCHHUE 32 MOCTARAHETO HAa paHHa auarHo3a. [lo-
CrELHUATTHO, CJISHHTE ChCTOSHHA, KOWTO MOTaT Ja MPeAX0KIaT )KbJATEeHHULATa, TPSIOBa a ce B3eMaT
npeasua 0cod0eHO NPH PUCKOBU MALMEHTH (BX. MO-rope ,,¥Y CAoBUsA 3a Bb3HHKBAHE™).

- HecneUHpHYHU CHMITTOMH OOMKHOBEHO ¢ BHE3aITHO HA4YaNno, KaTo aCTCHUA, aHOPEKCUS, JeTaprus U
CBHJIMBOCT, KOUTO MOHAKOTA CE€ MPHAPYKABAT C NOBTAPALIO C& NOBPbUIAHE U KOPEMHHU GONKH.

- [IpH NALMEHTH C ENWNIENCHsA, IOBTOPHA MOABA HA MBPUOBETE.

[launednTnTe (MK ceMericTBata Ha OoaeAyBalIH Acna) TpAOBa Ja OBAAT MHCTPYKTHPAHH
cboOLIaBaT BEHATA HA JICKYBAlMA JieKap nossara Ha TakkMBa cuMnToMu. HezabasHo
M3BBPLIH 1a00paTOpPHO U3C/EABAHE Ha YepHOApPoOHaTa GyHKLUMA B JOMBIIHEHHE Kb
fperjen.

Habnoaeuns




Hscnepsanua Ha uepHOAPOOHUTE (PYHKIMM TPAOBA 14 Ce M3BLPILAT NMPEeaH JICYSHUETO, CIIEN KOETO
nepHOONYHO Npe3 MbPBHUTE 6 Mecela oT TepanuaTa. Cpen oOUyaliHUTe U3CISABAHUS, HAti-3HAYHUMHU Ca
H3CNeBaHUATA, KOUTO OTPa3aBaT MPOTEMHOBUA CHHTE3, 0COOEHO MPOTPOMOHHOBOTO BpPEME.
[ToTBBpXOaBaHeTO HAa HEOOHYAKHHO HHCKO MPOTPOMOHHORBO BpeMe, 0COOEHO 3a€HO C OpPYTH
nabopaTOpHH OTKIIOHEHMS (3HAYMTEIHO HaMalIABaHe Ha (PHOPHHOIEHa M KOaryJaUMOHHHUTE PaKTOPH;
NOBHIIEHO HUBO Ha OWIMPYOHH W NOBHINEHH TPAHCAMUHA3M) HANAraT CIIHpaHe Ha TEpanusITa ¢
HenakuH XpoHo 500 mg. Kato npeanasHa Msipka U B ciTyuail Ha eTHOBpEeMEHEH [PHeM Ha CATMIMIATH,
[OCTISAHUTE CBIIO TPAOBA Ja ce CIpaT, ThbH KaTo T€ MMAT ChILMA ITLT Ha MeTabOIM3UpaHe.

Hanxkpeamum

MHOTO paIKO ¢a JOK/MAABaHHU CITYYaH Ha TeXbK MAHKPEaTUT, KOUTO MOXe Jla ca ¢ aTalied U3XOL.
Takupa cmyvyan morat aa ce Hab/moAaBaT HE3aBUCHUMO OT Bb3pAacTTa H MMPOAB/DKUTENNHOCTTA HA
TeparmuaTa. Mankure neua ca ocobeHO pUCKOBa Ipyna, HO TO3K pUCK HAMAJIABA ¢ YBENUYABAHE HA
Bb3pacTTa. TeXKKHTe rbp4OBe, HEBPOJIOTHYHATE HAPYINCHUS WIH aHTHKOHBYJICAHTHATa TepanHs Morat
Jla ca PUCKOBH (PaKTOpH.

YepuonpobHaTa HeIOCTATHUHOCT ¢ MAHKPEATUT MOBHILIABA PHCKA OT (aTaleH U3XoA.

[TaupentuTe ¢ ocTpa kopemHa boinka TpsabBa HezabapHo Ja O6baar npernenaly. B ciyuail Ha
MaHKPEaTHT, JISYEHHETO ¢ BANNpOAT TpAOBA Ja Ce MPEYCTAHORM.

Cyunuonu Muciiin U noseoerue

CpobinaBaHK ca CYMUMIHA MAeALHs H TIOBeIeHHE NPH NALMeHTH, JIEKYBAHH C IPOTHBOENWISTTHUHA
CpeACTBa MPH HAKOJIKO Nokazanus. MeraaHanu3 Ha paHAOMU3HUpaHH IL1alebo KOHTPOJIHpPaHH
WM3MUTBAHUA HA IPOTUBOENMWIIENITHYHM JIEKAPCTRA ChIIO MOoKa3Ba ¢1abo MOBHUIIEH PUCK OT CYHLIMAHA
viealna ¥ noepeAcHHe. MeXaHu3MBT, KOUTO 00YCiIaBs TO3H PUCK HE € H3BECTEH U HATHYHHUTE JaHHH
HEe H3KJIOYBAT Bb3MOKHOCTTA 34 MOBHUILEH PUCK TMPH NPHEMAHE HA HATPHEB BAINPOAT/BallIpoeBa
kucenuHa. CnenoBarenHo, MaLHeHTUTE TPAOBA Aa 6bAaT NpOCneaIBaHU 3a NPU3HALIM Ha CYHLHIHA
Hacaliuia W NMOBEACHHE U TpAOBa Ja Obpae oOMHCeHO noaxoaqaio Acyedue. [TauueHTture (u
OonHorneaaunTe ) TpadBa na ObAaT ChBETBAHM Aa THPCAT He3a0ABHO MEAMIMHCKA KOHCYIITALMA, AKO
BH3HUKHAT NPH3HALM HA CYHLIMAHA HAECALMA HIIH ITOBEIEHHE.

Cpedcmea, coovpricaniu Kapbanenem
EnHoBpeMeHHaTa ynotpeda Ha HaTpMeB BaifipoaT/BajifipoeBa KHCeJIMHa U KapbaneHeM He ce
npenopsuBa (BXK. ChULO TOYKa 4.5).

Hayuenmu c uzgecmno ulu NOOO3IUPAHO MUMOXOHOPUATHO 3ab01R8aHE

Bannpoat MOxe 1a npeIH3BUKA WIH Aa BIOWH KIHHHYHHATE MPU3HALM HA NOAEKAIUIHTe
MUTOXOHAPHAIHM 3a0ongBaHus, MPUYUHECHHA OT MyTallud B MutoxoHapuannata JIHK, kakto u B
koaupawua POLG aapeH red. [lo-cnendanHo, No-BUCOK NPOLEHT Ha BANINPOAT-UHAYIIMPaHa OCTpa
YyepHOAPOOHa HEJIOCTATBYHOCT M CBhP3aHa ¢ YUePHHUA Apo0 CMBPT c€ ChOOLIABA MPH MALHUEHTH C
HacJieACTBEHH HEBPOMETAOOJIHUTHH CHHAPOMH, MPAYUHEHH OT MYTAUWH B KOTUPALLMAT
MHUTOXOHAPHANHNA eH3KWM nojiumepasza y (POLG) ren, Hanp. cuHapoM Ha Alpers-Huttenlocher.
Hapyimenus, cesp3adu ¢ POLG, Tpabga na ce noao3ydpaT npy nauMdedTy ¢ gaMuiIHa aHaMHe3a Wik
HAaCOYBAlllH CUMITTOMH Ha cBbp3aHo ¢ POLG HapylueHHue, BKIIOMHTENHO, HO He caMO HeoOsIcHUMA
enuedanonarus, peppakrepHa enunencus (pokanHa, MUOKIIOHHYHA), CTAaTYC CMWISNTHKYC C
KAAHHYHA NIPOABa, H30CTABAHE B PA3BHTHUETO, ICUXOMOTOPHA PErPEeCHs, aKCOHATHA CEH30MOTOPHA
HEBpONaTHA, MMOTIATHA, nepebenapHa aTakCHUs, OPTAIMOILIETH UK YCIIOMHEHa MHIPEeHa C aypa B
okumnyranHara obnact. TectsT 3a POLG MyTauus ¢ H3BbpLIBA B CHOTBETCTBUE C HACTOALIATA
KJIHMHHYHA IPAKTHKA 3a JAArHOCTUYHATA OUEHKA HA TAKMBA HapylUeHus (BxX. Touka 4.3).

Ymeorcnenu konsyacuu
KakTo ¥ npy ApyrH aHTHENMWJIENTHYHY JIEKapCTBA, HAKOW MAllMEHTH MOraT Ja MoJy4ar, BMECTO
noA00peHHUe, 00paTUMO BJIOLIABAHE — YBEJIMYEHH YECTOTA U HHTEH3UBHOCT HA KOHBYJICHUHTE

(BKTHOUMUTENHO BAOLIEH EMUISNTHYEH CTATYC), WIH NOSBAaTa HA HOBH BHIOBE KOHBYJICH
B cnyuaii Ha YTEXXHEHH KOHBYJICHH, NALIMEHTUTE TPAOBa 1a 6B4aT NOCHBETBAHH 1A €
He3abaBHO ¢ meKapa cH (BXK. Touka 4.8).

Texcru KodcHu HeMceanu PEeAKuU U aHzuoeoem




Texku KOKHH HexkenaHH peakiud (Severe Cutaneous Adverse Reactions, SCARSs), karo cuHApoM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcuuHa enuaepMaiHa Hekpoau3a (Toxic
Epidermal Necrolysis, TEN) u nekapcTBeHa peakums ¢ €03MHOQHINA U CUCTEMHU cUMITTOMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), epurema Myntudopme u anruoenem, ca
chOOIIEHH BBB BpB3Ka C JICYSHUETO ¢ Bannpoar. [laumenture tpadbea na Opaat HHQOPMHpPAHH 3a
MPU3HAUKTE ¥ CHMITTOMHTE HAa CEPUO3HH KOXKHH NIPOABH U fa ObAaT HabmoJaBaHH BHUMaTENHO. B
ciTyvaif, ye ce Habmogasat npusHauy Ha SCARSs wiu anruoesneMm, € Heobxoauma 6bp3a olLleHKa U
JeYEHNETO TPAOBA 1A ce NpeyCTaHOBH, aKko AuarHo3aTta Ha SCAR WM aHrHoeneM ce NoTBbpaM.

I[lpeonaznu mepxku npu ynompeba
Ipenu 3ano4BaHe Ha JieHeHHETO TPAOBa Aa C€ U3BBLPILAT H3CICABAHHUS HA YEPHOAPOOHHUTE PYHKUHH

(BK. TOuKa 4.3 [TpoTHBOMOKa3aHuA), U EPUHOAUYHO Npe3 IIBPBUTE 6 Mecella, 0COOEHO NPH PUCKOBH
nauueHTH (BXK. Touka 4.4 ). [Ipy mpoMeHH B CHOBTCTBALLMTE JIEKAPCTBEHU MPOLYKTH (ITOBHILIABAHE HA
n03aTa WK f100aBgaHe), 38 KOUTO € H3BECTHO, Y€ BIIMAAT Ha YEpHHA APCO, MOHUTOPHPAHETO HA YEPHHA
apo0 TpaOBa 1a ce pecTapTHpa Criopea Cimy4as {BIDKTE CHINO TOYKA 4.5 OTHOCHO PHCKA OT YBpPEXKAaHe
Ha YepHHUA Apo0 ChC CATMLWIATH, IPYTH AaHTUKOHBYJICHBHH CPEACTRA, BKIIHOUHTEIHO KaHabuauon).
KakTo npu noBe4eTo MPOTHBOCTIICITTHYHHM JIEKAPCTBA, MOXeE 11a ce 3a0eekH 1eKo MOBHIICHHE Ha
4epHOAPODOHUTE €H3UMH, OCOOSHO B HAYAJIOTO HA TEPANUATA; T€ ca MPeXOJHH U W3onupaHu. [1pu te3u
MALMEHTH C€ MPENOPBYBAT NMO-3aABI00UESHH JTA00PaTOPHHU HU3CICABAHKS (BIUTIOUHTENHO
npoTpoMOHHOBO BpeMe); MOXKe [a ce OOMMCIIH KOpUTHpaHe Ha A03aTa, KaTo NpU HeodxoauMocT
CHOTBETHHUTE H3C/ieABaHUA TPAOBa Aa C€ MOBTOPAT.

[Ipenu 3anovBaHe HA NEYEHHETO WIH NIPEOU ONEpaLys, KAKTO H B CJIy4aH Ha CIIOHTaHHO
KPBhBOHACANAHE WIH KbPBEHE CE NMPenopbYBaT KPHBHH U3C/eABAHHA (ITHJIHA KPEBHA KApPTHHA,
BKJTIOUMTENHO Opoit Ha TpoMOOLIMTH, BpeMe Ha KbpBeHe) (Bxk. Touka 4.8 HexenaHu nexapcTBeHH
peakLHH).

Bbnpeky He MMyHHH HapylieHUs ca HaOmoAaBaHH CAMO KaTO H3KJIIOYEHHE 110 BpeMe Ha
npunoxeuneto Ha Jlenakun Xpono 500 mg, noreHumanHara nonsa ot Jenakua XpoHo 500 mg
TpsOBa Ja € OLIEHH CIPAMO MNOTEHLMAIHATA OMMACHOCT MpH MALMEHTH CHC CHCTEMEH NTYTTYC
€PUTEMATO3YC.

HapviueHud B YPEUHHUA LUKHI U PUCK OT XUNIEPAMOHHEM U

[Ipu nono3upaH eH3nMeH NeULMT Ha YPeiHHS LMK, NPEAH IEYEHHETO TpsOBa Na ce M3BbPIIAT
MeTAOOJIMTHH W3CIEIBaHHS, IOPAIM PUCK OT XHUIMEPAMOHHUEMHA, 3apaay Banmpoar (Bx. TOUKH 4.3 ¢
4.4 [TalIMEHTH C PUCK OT XUMOKAPHUTHHEMHUSA U TeXXKO 4epHOAPOOHO yBpEXKNaHeE).

[lareHTH C PUCK OT XHINNOKAPDHHUTHHCMHA

[TpunoskeHUETO HA BANNpoOaT MOXKE Ja NpedH3BUKa NOogBaTa WK BIOUIABAHETO HA
XHITOKAPHUTHHEMHS, KOSTO MOXKE [a JOBEAC 10 XUNEepaMOHUEMHUS (KOATO MOJKE Ja A0BEAE O
XMriepaMoHeMu4Ha eHuedanonarus). Hadnonasanu ca U ApyrH CUMITOMH, KaTO YEPHOAPOOHa
TOKCUYHOCT, XUIIOKETOTUYHA XUIIOTIHKEMUS, MUOTIATHA, BKIIFOYHUTENHO KapAUOMHOMNATHS,
pabnoMuonu3a, cHHAPOM Ha DaHKOHH, I1aBHO NIPH NALMEHTH C PUCKOBH (PaKTOpH 34
XUMOKAPHUTUHEMUS WIM ¢ Beue ChILEeCTBYBALa XUMOKapHUTHHEMHUA. [TalMEHTHTE C MOBHUIEH PHCK
OT CHMITTOMATHMYHA XUIMIOKAPHUTHHEMHSA TIPH AEUCHHUE ¢ BANINPOAT BKAKOYBAT NALHEHTH C
MeTaOONIMTHY HAPYIICHYSA, BKIIOUHTETHO MUTOXOHAPHAIIHY HApYyLUEHHs, CBBP3aHH ¢ KADHUTHHA (BXK.
chUIO TOUKA 4.4 [TalMeHTH ¢ H3BECTHO WIH MOR03UPAHO MUTOXOHAPHUAIIHO 3a00/15BaHE U HAPYLUEHHUSA
B YpeHHHA UKD H PUCK OT XHIIEPAMOHHUEMHA), HAPYLUEHUA B XPAHUTEHUS TIPHEM HA KAPHHUTHH,

HJTH Ha APYTY aHTHUETTUICITHLIM.

[Tauuenture Tpabpa na 6bOaT NpeaynpeacHu Aa cbodluaBar He3abaBHO 3a BCAKa
XMITepaMOHUEMHS KATO ATAKCHSA, HAPYLUEHO Ch3HAHUE, MOBphIIaHe. Tpsadea na ¢
HA KADHUTHH, KOraTo ce HaOMOJaBAT CHMIITOMH Ha XUNIOKaPHUTHHEMHS.



TTaiMeHTH CHC CHCTEMEH IThPBHYEH KAPHUTHHOB AehULIT ¥ KOPUrHpaHa XHUIIOKapHUTHHEMHSA MOrat
na 6BAaT NeKyBaHHU C BaJIMPOAT CaMO aKo MOJI3HTE OT JIEYEHHETO ¢ BAINPOAT HAABHILIABAT PUCKOBETE
MpH TE3H MALKEHTH K HAMA TepaneBTHYHA aNTepHaTHBa, [IpH Te3n nanuenTu Tpadea na ce npunara
MOHHTOPHHT Ha KADHWUTHHA.

[TatMeHTHTE ¢ OCHOBEH Ae(HIHT Ha KapHUTHH nanMuroun TpaHcgepasa (CPT) tun Il tpabra na
ObOaT npenynpeaeHH 3a Mo-rojleMus PUCK OT pabaoMHONIM3a NPU NIpHEM Ha Banpoar. [lpu Te3u
nauyeHT TpAdBa Aa ce oOMHCaIH 100aBIHEe HA KAPHUTHH.

Bx. cpmo Touku 4.5, 4.8 n 4.9,

[TaienTHTE TPpAOBA Ha ObAAT NpeAYIIPEACHH 3a PUCKA OT HAAZIABaHE Ha TETNIO B HAYANNOTO HA
JIEYEHHETO, H € HE0OX0AMMO Ja € npearnpueMe ToAX0AIIA CTpaTerus 3a HAMISIBAHE Ha TO3U PUCK
10 MMHUMYM (BxK. Touka 4.8 He)xenaHu IeKkapCTBEHH peaKkUHH).

[TaiiHeHTH ¢ HanWueH aeUUMT Ha KApHUTHH ManMurou TpaHcdepasza (CPT) tun 2 tpsabea na 0vaat
npeaypeacHH 32 NO-TOJIAM PHCK OT pabJIOMHOITH3a, KOTaTO MPUEMAT BAJIIIPOAT.

He ce npenoppiBa NMNPpHEMAaHETO Ha AJIKOXOI IO BPEME Ha JICHCHHC € BaJINpoart.

Jdena

[Tpu peua Ha BB3pacT noa 3 rOAUMHH ce NpenopbyYBa MOHOTEPANHA NpH NpeArMcsade Ha JlernakuH
Xpono 500 mg, Ho Npeau 3ano4BaHe Ha TepanUATa, MOTEHIMaIHaTa noysa ot JenmakuH XpoHO

500 mg TpadBa na ce oLEeHH CIIPAMO PHCKA OT YEPHOAPOOHO YBPEKAaHe Wi MTAHKPeaTHT NpH TaKUBa
naureHTH (BxK. Touka 4.4. Texkko yBpe)kaaHe Ha yepHUA Apod M BXK. CbIIO TO4YKaA 4.5).
EnnoBpemeHHarTa ynotpeba Ha canuumnaTy TpsA0Ba Aa ce U304rea rpy Aela noa 3 roAMHYU NopanH
PHCK OT YepHOAPOOHA TOKCUYHOCT (BXK. ChUIO TOUKA 4.5).

bLOpeyHa HEAOCTATHYHOCT
Moxe 1a ce HanmoXH HaMajigBaHe Ha 103ara. ThH KaTo NpocneasBaHeTO Ha I1a3MeHaTa

KOHLIEHTpalMg MOXKe J1a € HOJABeKAalllo, A03aTa TpAOBa Aa ¢€ KOpUrupa cro0pasHo KAWHHIHOTO
pocieAsBaHe.

Hatpnii
To3H JiekapcTBEH NpOaAYKT ¢baAbpka 47,21 mg HaTpui BLB BCAKa TabNETKa, KOUTO ca EKBUBAJICHTHHU

Ha 2,4% OT npenopbudTeIHHA MakcCUManeH aueseH npueM Ha C30 ot 2 g HaTpuil 3a BB3pacTeH.
4.5 B3auMoaelicTBHSA ¢ APYrHd JEKAPCTBEHH NPOAYKTH H Apyr# popMu HA B3aumoaeicTBHE
Bninanue HA BAINPOAT BLPXY APYIH JIEKApCTBA

Hesponenmuyu, MAQO unxubumopu, anmudenpecanmu u HeH300uazenumi

HMenaxkuu XpoHo 500 mg Moxxe na noreHuMpa edekTa Ha APy MCHXOTPOIHKU CPEeACTRa KaTo
HeBponenTHH, MAQO HHXHOHMTOPH, aHTHAENIPECAHTH U OCH30AHAZCTIMHH; CIIEIOBATENHO CE MPENOPHYBA
KIHHHYHO MPOCAEAIBaHe, KaTo NpH HeoOXoauMMOCT Jo3aTa TpabBa a ce KOpUrUpa.

JTumuu
Henakna Xporo 500 mg HsiMa edekT BLPXY [UT1a3MEHHTE HHBA HA JIMTHUA.

Dernobapbuman
Hemakun Xporo 500 mg noBHIIABA NJIA3MEHHTE KOHUEHTpAUHH KA ¢penobapOnTan (mopanu
MHXHOHpaHe Ha YepHOAPOOHUSA KaTabOIU3BM) B MOKE [1a Ce CTMIHE 0 ceaauus, 0coOeHOo IpH
CnenoBaTenHo, npe3 ImspBUTE 15 IHH OT KOMOMHUPAHOTO JIEYEHME, CE MPENOPBYBA KIIHH
MpociieiaBaHe ¢ He3abaBHO HaMalIABaHe A03aTa Ha PeHobapOHTan NpH Bb3HMKBAHE HA
NpyH HEOOXOIMMOCT CE U3CIIEABAT MNa3MEeHHUTE HUBA Ha (peHobapOUTan.




Hpumuoon

JMenaxkun Xporo 500 mg noBAIIABA NVIA3MEHHTE KOHUEHTPAIIHH HA NPUMHIOH C YTEKHABAHE Ha
HE)KeIaHHTE MY peaKLMH (KaTo ceAallys ); TE3W NPU3HALIM H34E3BaT NTPH OBJITOCPOYHO JIEUEHHUE.
IpernopruBa ce KNHHHUYHO NMpocieasBaHe, 0COOEHO B HAYaI0TO Ha KOMOMHHMpAHA Teparus M 1IpH
HeOOXOIMMOCT — KOpEKIMA Ha A03aTa.

Denumoun

Henaxun Xpono 500 mg nonnkasa 001ara naaMeHa KOHUEHTpPalHA Ha peHHTOHH. OCBEH TOBA,
HenaxkuH Xpono 500 mg yeenuuasa csoboHaTa ¢popma Ha PEHUTOHH ¢ BE3MOXKHOCT OT MOABA Ha
CHMITTOMH Ha NpeAo3HpaHe (BAJINMPOEBATa KUCENNHA H3MECTBA (JEHHTOHH OT MECTATa My HA CBEP3BAaHE C
IUIa3MEHHTE NPOTEHHH U MOHWKaBa YePHOAPOOHUS My katabosiu3eM). Ilopaau ToBa ce npenoprysa
KIIHHHYHO NPOCAeAsIBaHe; KOraTo ¢ H3cIeBaT IU1a3MEHHUTE HUBA Ha (PEHUTOMH, TpAOBa 1a ce onpenciiu
cBoOoaHaTa dopMa.

Kapbamazenur

Hanuue ca ¢poOIIeHHA 32 KIHHHUYHA TOKCHYHOCT MPH CHBMECTHO [IPHIIATAHE HAa BANNPOAT ¢
kapOaMasenuH, Thit KaTo BAJIIPOAT MOJKE J1a OTEeHLUHpa TOKCHYHHMA eeKT Ha KapOamMa3enuH.
[TpernopbyBa ce KJIHHHYHO Npocneaspane, o)co6€HO B Ha4YalloTO Ha KOMOMHHpaHaTa TepanHsl, KaTo NpH
HeOOXOMMMOCT A03aTa ce KOpHIupa.

Jlamompuoicun

Henakun XpoHo 500 mg HaMansBa MeTabonu3Ma Ha JIaMOTPHOKHH U YBEJIHYARA CPEIHHUA MY IOJTy-
KMBOT NOYTH 2 IrbTH. TOBa B3aUMOACHCTBUE MOXKE [a JOBE/AC IO YBENHYEHA TOKCHYHOCT Ha
NTAMOTPHKHH, B YaCTHOCT CEPHO3HY KOXCHH OOPHBH.

CneaoBaTeHO, MPENOPhYBA C€ KIMHHYMHO HabMoOAeHWe U KOPUTHpaHe Ha 103aTa (HamansBaHe 103aTa
Ha TAMOTPHKHH) KOTATO € HEODXOIHMO.

3uoosyoun

Banmpoat Mo)ke Aa MOBHIIIN TUTa3MEHaTa KOHLIEHTPALMA HA 3UAOBYIHH, KOETO J1a JOBEE 10 MOBHUILIEHA
TOKCHYHOCT HA 3WAOBYTHH.

Denbamam
BannpoepaTa KHCEMHA MOXKE [a HAMANH CPEAHHA KIMPBHC Ha dendamar ¢ o 16%.

Onanzanun
Banmnpoesara KMCe/IMHA MOXKE [1a HAMallH KOHLEHTPALHMATA HA OJIaH3aIHH.

Pygunamuo

BanmnpoesaTa KHCEJIHHA MOXe [a AOBee 0 YBeAW4aBaHe Ha [UTa3MEHWTE HUBA Ha py¢puHamui. ToBsa
yBe/IHYCHHE 3aBHCH OT KOHLICHTpALMATa Ha BaJinpoeBa kMcenuHa. [loBHiieHo BHUManye ce H3HCKBA
ocoO€eHO ITpH Aela, Thii KaTo TO3M edeKT € NO-BUCOK B Ta3H MOoIMyaauus.

[Iponoghon
BainpoeBata KMCETHHA MOXKE 10 IOBEAE 10 YBEIMYaBaHE HUBATa Ha Mpornodgon B KpbBTa. [Ipy
eIHOBpeMEHHaTa ynotpeba ¢ Banmpoar, TpaOBa fa ce 0OMHCIM HaMalIsiBaHe Ha 103aTa Ha ponogor.

Hunmoounun
EnHOBpEMEHHOTO JIEUEHHE ¢ HUMOAMWIIMH Y BaJITPOEBa KHCETHHA MOXKE J1a YBEIHYH MTa3MEHATa

KOHLIEHTpaIrisa Ha HuMoguImiH ¢ 50 %. CnegosatenHo, TpaOBa Aa ce HAMaIK A03aTa HAa HUMO/JMIIHH B
C/Ty4al Ha XHTNOTEH3HA.

BausiHHe HA APYTrH J1€KapCcTBa BLPXY BANpoar
[TpoTHBOENIIENITHYHHTE CPEACTBA C EH3UM-UHAYHUpALl e()eKT (B TOBA YUCIIO PEHUTO
deHobapburan, kapbaMazenuH) NOHWKABAT CEPYMHUTE KOHLCHTPALMH HA BANNPOEBa

B cimytan Ha koMOuHMpaHa Tepanus, J03UTe TpAOBa Ja ce KOPUrHpaT CHOOpa3HO KITH
HUBOTO UM B KPbBTa.




Ot npyra cTpaHa, komOuHauMaTa ot gendaMar ¥ BaINpoar NOHKaBa KIIKPBHCA Ha BAINPOSBATA
kucenuHa ¢ 22% 10 50%, H ¢ceoBaTe/THO YBEIHYaRa IUTa3MeHHATE KOHLEHTpaLMY Ha BaITIpoeBaTa
kncenuHa. Jlozara Ha Bannpoart TpadBa aa ce Habmoaasa.

MeTabonuTyuTe HA BAJMpOeBaTa KMCEJIMHA MOTAT [1a C€ YBEJIWYAT B CIIy4ail Ha eJHOBPEMEHHA YTIoTpeOa ¢
denuTonH WK penobapbutan. CreioBaTenHo, NalMeHTHTE JIEKYBaHH ¢ TE3H ABE JIEKapcTaa TpAdBa fa
OpAaT BHUMATEHO HA0JHONAaBaHH 32 MPU3HALM U CUMITTOMH Ha XHUIIEPAMOHEMHUS.

MBCDHOKBHH NMOBHILIABA MeTabONH3IMa Ha BaJIMMPOCBAaTA KHCC/IHHA U HMA KOHBYJICHBCH BLJPERT; [nopaign
TOBA B CJIYidH HA KOMﬁlfﬂ-alﬂHa Tepalnuia MOTaT A4 BE3HHKHAT CITWICITTHYHH ITpHTIAABLH.

B ciiyuaii Ha eJTHOBpeMeHHa ynoTpeba Ha Balnpoar H CHWIHO CBRP3aHH C NMPOTEHHHTE BELLIECTBA
(acrMpHH), CepyMHHTe HHBa Ha CBOOOHA BANIMPOECBA KUCEIMHA MOTAT Ja C€ MOBHILAT.

B ciy4aif Ha eAHOBpeMeHHa ynoTpeba Ha BUTaMuH K-3aBUCUMH aHTUKOAryJAHTHH (aKTOpH, TpAOBa Aa
CE M3BLPIIBA CTPOro NpocieasBaHe HA MPOTPOMOHMHOBOTO BpEME.

Husata Ha MeTaOOJTUTHTE Ha BAJMpoeBaTa KHCe/JIHHA MOraT /1a ¢¢ [TOBHLUAT (BCICACTBUE Ha pelyLidpaH
yepHOApoOeH MeTab0IM3BM) B ClTy4yal Ha eiHOBpeMEHHA yrioTpeba ¢ UMMETHINH WK €PUTPOMMULIMH.

Kapbanenem (MaHUNEHEM, MEPOTICHEM, HMHUTICHEM )

HamansasaHe HUBaTa Ha BAJINPOEBAa KHCEIMHA B KPBBTa, ca OWIH J0KNadBaHH TIPH €JHOBPEMEHHATA
yroTpeda Che ChAbPKALIM KapOaneHeMHU CPeACTBa, BoAey 10 HamanaBade ¢ 60-100% HuBara Ha
BAJINPOEBA KUCEITMHA B NPOABDKEHUE Ha 2 JHY, IOHAKOra CBbp3aHo ¢ repuose. [lopaan 06p30T0
HaYaJIO M CTereHTa Ha NMOHH)KaBaHe, €THOBPEMEHHOTO [PUAaraHe Ha ChIbpKallM KapOaneHeMH
CpeCTBA NpH NMAlMeHTH cTabWIM3MpaHH Ha BAJINPOEBA KMCENHHA TpAOBa [1a ce U3bsrea (Bx. Touka 4.4).
AKO JIe4EHHETO ¢ TE3M AaHTHOMOTHIIM HE MOXKE J1a ce u30erne, Tpadra 1a ce U3BBPLUM CTPUKTHO
MpoCAeiiBaHe Ha KpbBHUTE HUBa Ha JlenakuH Xpoxo 500 mg,.

Pugpamnuyun

Moxke na NOHMXKH KPbBHWTE HUBA HA BAITIPOEBa KUCE/TMHA, KOSTO BOIU JI0 JIMIICA HA TEPaleBTHYCH
epekT. ETO 321110, MOXKE [1a C€ HAMOXHK A03aTa HA BATIIIPOAT Ja C€ KOPUIHpa IpH CbBMECTHO
NpUIoKeHUue ¢ prHpaMITHIIHH.

IIpomeaznu unxubumopu
[Tpu enHOBpeMeHHaTa ynoTpeba Ha NpoTeasHH HHXUOMTOPH KaTo JIONMHABHP, PUTOHABHD, C€ HAMA/IABAT
IUIA3MEHWTE HUBA HA BaJINIpoarta.

Xoaecmupamun
[1pu enHoBpeMeHHa yoTpeda, XonecTHpaMHuH MOXE a I0BEJiE A0 HaMalfABaHe Ha MNa3MeHHTe HHBA Ha
BAJINPOAT.

Memanmuzon

MeTaMH30ITBT MOKE J1a HaMalId CepYMHMTE HHMBA Ha BAINPOAT IPH €AHOBPEMEHHO NMPHUAOKEHHE, KOETO
[a AoBede A0 MOTEHLHAIHO HAMANABAHE HAa KIMHMYHATA eHUKACHOCT Ha BaIpoaT. JlekapHTe,
[MpeANYCBALIH JICHEeHHE, TpAOBA Aa HaOM0AaBaT KIIMHHYHHMA OTTOBOP (KOHTPO Ha NIPUNAAbLMTE WIH
KOHTPOA HA HACTPOSHHETO) W Ja OOMHCIIAT NpociensBaHe Ha CepyMHHATE HHBA Ha BAJINPOAT, aKo €

[NoAXOIALLIO.

Memompexcam
B HAKOM QOKNAOU C€ ONKMCBA 3HAYHTETHO HAMAJIABAHE HA CEPYMHUTE HUBA Ha BAJINpOAT CJied
NPUAOKEHHE Ha METOTPEKCAT C MOABA Ha rbpuoBe. [IpeanmncsamuTe nexapy TpsadBa fa npoc
KJIHHHYHMA OTTOBOP (KOHTPOJ HA FbPUHOBETE WIH KOHTPOJ Ha HACTPOEHHETO) U Aa IIPEaB
NPpOC/EAABAHE HA CEPYMHHUTE HMBA Ha BAJIMPOAT, aKO € HEOOXOUMO.

JApyru B3auMOAcHCTBHSA




Puck om ygpeocoane Ha ueprus opot

EnHoBpeMeHHaTa ynorpeba Ha caTiuWIaTi TpA0Ba aa ce u30arsa npu Aeiia noj 3 roauilHa Bs3pacT
IOpaaH PHUCK OT YEPHOAPOOHA TOKCHYHOCT (BXK. TOUuKa 4.4).

EnHoBpeMeHHaTa ynoTpeba Ha BAJIITpoaT H MHOKECTBEHA AHTUKOHBYJ/ICHBHA Tepanus MOBUILIABA PHCKA
OT yBpEKJIaHe Ha yepHus Apol, ocobeHo nipu Manku Aetia (BK. Touka 4.4).

EnHoBpemenHarta ynorpeba ¢ KaHaOHAMON NOBMULIABA YECTOTATA HA IMOBUIIABAHE HA EH3UMHUTE
TpaHCAMHMHA3K. B KIMHHYHH NpOYyYBaHUA NPU NALMEHTH OT BCHYKH BE3pacTH, NOoMyHaBallH
eMHOBpeMeHHO KaHaOuaKHon 8 Ao3u oT 10 no 25 mg/kg v Bannpoar, ce cbo01aBa 3a MOBUIIABAHE HA
ALT nHana 3 mpTH Haa ropHaTa rpasHsia Ha Hopmara 1pu 19% ot naumenture. Tpabpa na ce ynpaxkHaBa
MOAXOAAL] MOHHUTOPHHT HAa YEPHHUA AP00, KOraTo BaJIMPOAT Ce U3M0JI3Ba eIHOBPEMEHHO ¢ APYTH
AHTUKOHBYJICHBHM CPEZICTBA C MOTEHLIMATHA XE€NIATOTOKCHYHOCT, BKJIFOYUTE/THO KaHA0MAKOI, U TpadBa
Ja ce OOMHC/IM HaMallIBaHe Ha J103aTa WM NMPEeKpaTaBaHe Ha JICYEHHUETO B CIIYYal HA 3HAMMUTEITHH
aHOMAJIMH Ha YepHOAPOOHUTE MapaMeTpH (BXK. TOUKa 4.4).

EAHOBPEMERHOTO NPHJIOAKEHHE HA BAJINPOAT H TONMHPAMAT H/IH ANETA30JIAMH] € CBLP3aHO C
eHuedanonaTua H/uan xunepamonunemua. [laimenTure nekysaHu ¢ Te3u ABa JIEKAPCTBEHH MPOAYKTa
TpabBa BHUMATEJTHO JIa ce Hal/I0AaBaT 3a IPU3HALM M CUMIITOMH Ha XHIIEpaMOHUEMHUYHA
eHLedanonarus.

Keemuanun
EnHOBpEMEHHOTO NMPWIOKEHHE HAa BAJIMPOAT ¢ KBETHAINIMH MOJKE 11a YBEJIUYH PUCKA OT
HEYTPOMNEHHU A/ ICBKONEHHA.

Cpedcmaa CvObPAHCAUIU eCMPO2EH, BKIOHUMENHO CHOBPICAUU eCMPO2EH XOPMOHAIHU
KOHmMpayenmueu

Ectporennrte ca MHOykTOopH Ha H3ogopMH Ha UDP-raokyponosun tpadcgepasara (UGT), yyacrsaiuu B
FAIOKYPOHUPAHETO HA BANMPOAT M MOFAT A4 YBENWYAT KIMPBHCa Ha BaNpoaT, KOeTo Aa 1oBeae a0
HaMalieHa CepyMHa KOHIIEHTpaliid Ha BaJIMPOAaT U Bb3MOXXHO HAMAIIBaHe Ha e(PHKACHOCTTa Ha
panpoara (Bx. Todka 4.4). a ce oOMucnu npocneasiBaHeTo Ha CEpYMHHUTE HHBA HA BAJINPOAT.

Ot apyra cTpaHa BaiNpoaT HAMAa CH3UM-UHIYLHpAaLl eQeKT; BCISACTBHE HA TOBA, BAANPOAT HE CHIDKABA
e(eKTHBHOCTTA Ha eCTPONpPOrecTATHBHHTE CPEACTBA NPH JKEHH B3EMaM XOPMOHATHH
KOHTPALESITTHBH.

[Tusanam-xonozupanu rexapcmeaq

EaHOBpeMEHHOTO NIPHJIOKEHHE Ha BAJIIIPOAT M (TMBAIaT-KOHIOTHPAHHU JieKapeTsa (kaTo e auTopeH
MUBOKCH, ane(pOBHP AUITHBOKCHII, IMBMELFLTHHAM H MMBAMIMLUIHH) TpAOBa na ce u3darea nopaau
MOBHUIEH PUCK OT U3YEPIIBAHE HA KAPHUTHH (BK. TOUYKa 4.4 [1allMeHTH ¢ PHCK OT XUNOKAPHUTUHEMUS ).
[TaLmeHTHTE, TIPH KOMTO HE MOXKE J1a ¢€ U30erHe CbBMECTHOTO NPUICKEHHE, TPAORa na ObaaT
BHHUMATEJIHO HA0MoasaHH 3a NMPU3HALIM Y CUMITTOMM H2 XUMOKAPHUTUHEMHA.

Knozanun
EAHOBPEMEHHOTO JIEYEHHE C BAJHTPOAT H KIO3AMTMH MOKE [a MOBHLIH PHCKA OT HEYTPOMNEH s U

KNO3almAH-UHIY LHpaH MHOKAPAXT. AKO € HeoOX0MMa CBITETCTBRALIA YIIOTpeDda Ha BANITPOAT ¢ KJ103allHH,
e HeoOXOoIMMO BHUMATEIHO NpOCcNeasBaHe U 3a ABeTe CHLOUTHS.

4.6 PepTHANTET, OPEMEHHOCT H KbPMEHE

EEEMEHHOCT H KCHH C J€TEPOICH MOTCHIHAJI

Jlevenue na enwtencus

e Bamnpoart e npoTHBRONOKA3aH M0 BpeMe Ha OpeMEHHOCT, OCBEH MPH JIMICa Ha MOax0
ANTEPHATHBHO JICUEHHE

¢ Bannpoat e npoTuBONOKa3aH MpH EHH ¢ JeTEPOAEH NOTEHLIHAI, OCBEH KOraTo
ycsioBusiTa Ha [Iporpamara 3a npeanazaHe oT OpeMeHHOCT (BxK. TOUKH 4.3 nu4.4)




Jeuernue na bunonapro pazecmpoucmso
e Bannpoar € MPOTHBONMOKA3aH 10 BpeMe Ha OpeMEHHOCT

e Baanpoart e npoTHUBONOKA3aH IPH *EHH C AETEPOIECH NHOTEHLHAN, OCBEH KOraTo ¢a H3ITbJIHEHH
yenosuaTa Ha [Iporpamara 3a npema3ssade OT OpeMeHHOCT (Bk. TOUkd 4.3 U 4.4)

TepaToreHHOCT U €DEKTH BLPXY Pa3BUTHETO M ulero eKCIO3HLHA

Puckose, cebp3anu ¢ eKCROUYUA HA 8AINPOAM RO 8peMe Ha bpemeHHocm

[Ipy >keHHTe, KAKTO MOHOTEPAMUATA C BAINPOAT, TAKA H NOJIHTEPAIIHATa C BAINPOAT, BK/IFOYBAILA H
APYTH aHTHEMIWIENTHLIH, Y€CTO Ca CBhP3aHu ¢ aDHOPMEH M3X0a Ha OpEeMEHHOCTTA.

HanuuyuuTte AaHHH 1TOKA3BAT YBEJIIHYEH PHCK OT TEXKKU BpOoAeHH MalhOopMalIMK U HapYLICHHS Ha
PA3BUTHETO Ha HEPBHATA CHCTEMA U B IBAaTa CIIy4ad — KaKTO [IPH MOHOTEPAINHS, TaKa U NPH
NONUTEPANKA ¢ BANIIpOaT, B CpaBHEHHE C MOITyJIaLmA 0€3 EKCITO3HLIHMS HA BAJINPOAT.

[TokaszaHo e, ue BaJIMNPOAT MPEMHHABA MNpe3 IUTaleHTapHaTa Oapuepa KakTo NpH XKUBOTHHCKU BHAOBE,
TaKa 4 NpH Xopa (BxK. To4ka 5.2).

[1pu KHUBOTHH: MPHU MULIKH, IUTHXOBE U 3alLM Ca JOKAa3aHU TepaTOoreHHH eeKTH (BXK. To4Ka 5.3). B
MpeIKTHHHYHY TIPOYHMBAHUS ce JEMOHCTPHpA A0303ABUCHMO HAMAIABAHE HA (PETATHOTO TEITIO NMPH
KMUBOTHH C in ufero eKCIo3uiMAa Ha BaIMPOaT CAPAMO »XHBOTHH 0€3 EKCNIO3MLMA (BXK. TOUKA 5.3).

Bpooenu manchopmayuu 6 pezyamam na excnouyus in utero

MeTaaHanu3 (BKIKOUBALI[ pETHCTPH U KOXOPTHH MPOYUYBAHM) I0Ka3Ba, Ye okoyo 11% ot neuara Ha
SKEHM C eMUIENCHs, eKCIIOHHPpaHH Ha MOHOTEpanus ¢ Balnpoar 110 BpeMe Ha OpeMeHHOCTTa HMaT
TeXKH BpoJeHH Mayidopmaliui. ToBa e moBeYe OT PUCKA 3a TEXKKH MandopManty B o0laTa
nomynauus (okomno 2-3%). PHCKBT 3a Texxky BpoaeHn MandopMallid NIPH OeLa cnen in utero
eKCIO3ULIMA Ha aHTHETIMIIEITTUUHA 1EKApPCTBEHA MONUTEpaIys, BKAOYBAIA BaNTIpoarT, € No-BUCOK OT
TO3W HA AHTHEMWJICIITHYHA JICKapCTBEHA Tepanus, KOATO He BKJIIOYBA BAJINIPOAT. PUCKBT €
JA0303aBUCHM TIPH MOHOTEpAIKs C BANpoaT, KaTO HATMYHUTE JaHHHW MOKAa3BaT, Y€ € A0303aBUCHUM U
NpH NOAUTEpanus ¢ Bannpoar. Benpeku ToBa, mparosara A03a, oA KOSTO HE ChLIECTBYBa PUCK, HE
MOJKE Ja Ce Ofpenelii.

HanywyHuTe naHHY MOKa3BaT HApacTBaHE Ha CITYYaHWTE Ha MallKU H TeXKH Mandopmauuy. Haii-
4yecTHUTE CITy4Yay Ha Maiidopmalilii BKIIOUBaT AedeKT Ha HeBpaiHaTta Tph0a, 1MleB AUCMOpdH3bM,
3aelllKa YCTHA M BB/JIYa NAcT, KPAHHOCTEHO3a, ChPACYHH, O10peyHH U yporeHUTanHu aedekTu, u
nedekTH Ha KpalHUIMTE (BKIFOYHTENIHO IBYCTPAaHHA arjla3us Ha JIbUEBATa KOCT), U MHOXECTBO
AHOMAJTHH Ha Pa3lIHYHH CHCTEMH B YOBELIKHA OPraHM3BM.

Ekcno3uuusaTa in utero Ha BaINpoaT MOXeE Ja AOBEAE [0 YBPEXAaHe Ha CNyXa WiIH I'TyXoTa nopagu
MaipopMalMA Ha YUIHTE W/HIIH Hoca (BTOpUUEH e(deKT) H/HH JHPEKTEeH TOKCHYEH €PEKT BbPXY
ciyxoBus anapat. Cly4yauTe OMUCBAT KaKTO €AHOCTPAHHA, Taka W JBYCTPaHHa IJIyXoTa WiH
yBpexaane Ha cinyxa. He 3a Bcuuku cityqau ca cbob1ueHy pesynrati. Korato ca cvobuieHn
pe3yJITaTH, B MO-roJIIMAaTa YacT OT CIy4YauTe He ¢e HalJoAasa Bh3CTaHOBABAHE.

Ekcnosunms in utero Ha BAIIpoaT MOXe Aa JOBEIE N0 OYHH Mal(QOpMaLMH { BKIIFOYUTEIHO KOJ10O60Ma,
MHKPO@TaJIMHSA ), KOUTO C€ ChOOILABAT BEB Bpb3Ka C APYTrH BpoAeHH MandopMaLuy. Te3n O4HH
mMandopMaldi MOraT [1a 3aCErHaT 3peHHETO.

Hapyviuenus 8 pazeumuemo na Hepenama cucmema 6 pe3yamam Ha eKCno3uyus in utero
JlaHH# MOKA3BaT, Y€ €KCMO3ULIMS Ha BAINIPOAT in utero MOXe Aa UMa Hebnaronpuariy edeKTy BbpXy
MCHXHYECKOTO H QHU3NUECKOTO Pa3BUTHE HA JIELIATa, U3IOXKEHH HA TAKABA €KCNO3HLMA. PUCKEBT OT
HapyIlleHUS B PA3BUTHETO HA HEPBHATA CUCTEMA (BKJIKOUHTETHO ayTH3BM) H3IJIEKIA € 10303aBUCHM,
KOTaTO BAIIPOAT C€ H3IMOJI3Ba KaTO MOHOTEpanuia. Bonpeky Tosa, mparosaTa 1032, NOA KOSATO PUCKBT
HE CBHILECTBYBA, HE MOXKE /1A C€ YCTAHOBH Bb3 OCHOBA Ha HaM4HHTE JaHHHU. Koraro Bananpoar ce
M3M0J13Ba KATO MOIKTEpanus ¢ APYTrd aHTHETIWIENTTHYHH JIEKAPCTBEHH TNPOAYKTH, PUCKD

CpaBHEHHE C TO3H MNpH Jela o1 odlaTta nomyaauds WiH poAeHH OT HEJIEKYBaHH M
TOYHHAT PUCKOB reCTALIMOHEH IIEPHOA 3a Te3H €(PEKTH € HECHTYPEH H BH3MOXKHOC
BpeME Ha Lis1aTa OpEMEHHOCT HE MOMKE J1a Ce U3KITIOYM.



Korato Bampoar ce npujiara KaTo MOHOTEpaIHs, MNpoy4BaHus I1pHy Aela B Ppey4UITHLIHA Bb3pacT,
H310KEHH Ha €KCIIO3HLIMA Ha BAINPOAT in utero No BpeMe Ha OpeMeHHOCT nokKasear, 4e B 7o 30-40%
OT clTy4aure ce Habmonasa 3a0aBsiHe B TAXHOTO PAHHO Pa3BUTHE KaTO: TOBOP, MO-KBCHO NTPOXOKIAHE,
MO-HAUCKH HHTEJIEKTYAJTHH CIIOCOOHOCTH, JIOLIM €3MKOBY YMEeHHA (TOROpEHE U pazOupane) H npobiieMn
C MaMeTTaA.

Koedunment 3a uatenuredTHocT (1Q), oueHeH npH aeua Ha 6 roaWHU ¢ aHaMHe3a 3a EKCITO3HIIMA Ha
BANNPOAT in ufero, e cpeaHo 7-10 myHKTa Mo-HUCHK OT TO3H NPH JieLia, KOWTO Ca W30XKEHU Ha IPYTH
aHTHEITMNENITHYHH NMPOAYKTH. FiMa qoKazaTencTsa NpH Jena ¢ eKCIO3HIKMA Ha BAINPOAT, Y€ PUCKBT OT
HapylliaBaHE HA HHTEJIEKTa MOXKE Aa ObAe HE3aBHCHUM OT Koe(ULIHEHT Ha UHTENHreHTHOCT (IQ) Ha
MaiKaTa, BbIIPEKH Y€ POJisTa Ha CMYLIABALKUTE (PAaKTOpPH HEe MOXKE Ja €€ U3KITIOUH MpH Jeua.

JlaHHWTE 10 OTHOWEHHE HA IBAFOCPOYHHA U3X0 ¢4 OPAHHYEHH.

HanuyHMTe JaHHHK OT NOMyIaLHOHHO Oa3HpaHo H3NUTBAHE MOKA3BaT, Ue AeLaTa ¢ €KCIO3UIHA Ha
BAJINPOAT i1 ufero ¢a ¢ NOBHIIEH PHCK OT Pa3CTPOHCTBA B ayTHCTHYHHA CNEKTHP (MPUOITHIUTENHO

3 IBTH) K AETCKH ayTH3BM (OKOMO 5 MBTHU) B CpaBHEHHE C NMONMYJIauUATa Ha Te3d 0e3 eKCno3ULIUA B
MPOY4YBaHETO.

Hanv4HKTEe NaHHH OT APYTO MOMyJIaLHAOHHO Da3HpAHO M3NMTBAHE MOKA3BAT, He AELaTa H3NIOAEHH Ha
eKCITO3HLIMSA HAa BAJINMPOAT in ufero ca ¢ NOBHILICH PUCK OT pa3sBUTHE HAa CUMITOMH Kato AePHLIUAT Ha
BHHMaHHETO/XHIIEPaKTHBHO pascTpoiicTBo (attention deficithyperactivity disorder, ADHD)
(mpubnu3uTenHo 1,5 MbTH) B CpaBHEHHE C MOMYJIALIMATa Ha Te3H Oe3 eKCNO3HLMSA B IPOYYBAHETO.

Hucko 3a 2ecmayuonnama eb3pacm mezio 6 pe3yamam Ha in utero excno3uyus

Hakou enuaeMUONOrHYHY NMPOYYBAHHA NIOKA3BAT MO-BUCOK PHCK OT PAXKIAHE C HUCKO 32
recTaliMOHHATa Bb3pacT Terno (small for gestational age, SGA) (SGA ce onpeaens Karo Ternio npu
pakaane nox 10-Tug NepceHTH, KOPUTHPAHO CIOpe] recTalMOHHATa BB3pact, CTpaTHGULuMpaHo no
NOJI) NpY AeHA C in ufero eKCINOo3NLUA Ha BAINPOAT, B CPABHEHUE C Aela 0e3 eKCHO3ULUS WU ©
€KCIMO3ULMA Ha TaMOTprakHuH. SGA ce Habmogasa npu npudbausutenno 11-15% ot neuara ¢ in utero
eKCMO3ULUA Ha BanpoaT, 8-9% ot aeuara ¢ eKCrno3uLMA Ha TaMOTPKHUH, U 5-10% ot neuara, KOUTO
ca 6e3 eKCIIO3ULIHA.

HanuuHuTe JaHHH 1IpH XOpa He MO3BOJIABAT J1a C€ HAMpaBH 3aKTIOYCHHE 34 MOTCHUHANCH
N03032BHCHM e(EeKT.

Heya om dcencku non, 0e8oUKU U JCeHU C OemepoOer ROMEHYUAn (8or. no-2ope u mouxa 4.4)
CpenctBa ChbAbpXKALUK €CTPOr€H, BIIIOUHTEIHO ChABPKALUU €CTPOTeH XOPMOHAIHH KOHTPaUECITHRH
MOTAaT JIa YBEMHUYAT KIMPBHCA HA BANNPOAT, KoeTo O1 MOrno Aa JoBeAE 10 HaMallaBaHE Ha CEpyMHAaTa

KOHLIEHTpAllUA Ha BAINPOaT U Bb3MOXKHO HAMAJIABAHE HA e()eKTHBHOCTTA Ha BANNpoar (BxK. TOUKH 4.4
U 4.5)

Ako scenama naanupa Opemennocm

3a NOKa3aHUETO eNWIETICUA, aKO JKeHaTa IUTaHUpa 1a 3a0peMeHee, TepariuiaTa ¢ Bajlnpoar Tpsadbsa na ce
NPEOLIEHH OT CIIEUHAIMCT C OITUT B JISYEHUETO HA EMTUNENCUS M 1a ¢€ OOMHUCIIAT AITEPHATHBHHU
BH3MOKHOCTH 3a JieueHHWe. TpadBa aa ce noaoxkar BCUHYKY YCWIHA, 3a [Ja Ce MPEMUHE Ha NOAXOIALLO
AITTepHATUBHO JICUEHHWE MMPEIM 3a4€BAHETO U NIPEAM NPEKPATIBaHE Ha KOHTpaUENMLuUATa (Bx. Touka 4.4).
AKO CMfIHaTa Ha JICUEHHETO He € Bh3MOXKHA, >KeHaTa TpaOBa Aa nojly4H AOMbJIHUTE/IHA KOHCY TTAlKS
OTHOCHO PHCKOBETE ¢ BAJIIPOAT 3a HEPOASHOTO JeTe B MOAKperia Ha HHQOPMHUPAHOTO U B3eMaHe Ha
peLIeHrue OTHOCHO CEMEMHOTO TUTaHUPaHE.

3a nokasaHHeTOo OUMOAPHO Pa3CTPONCTBO, aKO XKEHATA ITAHHpa Aa 3a0peMeHee, TpsaOBa na ce nposeae
KOHCYJITALIMA CbC CIIEUHMAIHCT ¢ OMUT B JICYEHUETO HA OUIONAPHO PA3CTPOUCTBO M NEUCHHUETO ¢
BAJINPOAT TPAOBA [1a C& NMPEeYCTAHOBH, H aK0 € HeoOX0AUMO, TpAOBRa [la C€ NPEMHMHE HA AITEPHATUBHO
JIEYCHKRE NPEeOH 3a4eBaHeTO M Npeau NpeKpaTABAHE HA KOHTPALICIILIMATA.

bpemennu dicenu
Bannpoar kaTto JieueHne 3a OMNOSIPHO pa3sCTPOHCTBO € MPOTUBOIIOKA3aH 3a ynoTped
OpeMeHHOCT. Bannpoar, kaTo nedeHue 3a enWiIerncus € NpOTHROMOKa3aH NMpyu Opem
HAMA MOAXOAAILO ATTEPHATUBHO AeYeHHe (BiK. TOUKH 4.3 U 4.4).

AKO KeHa, KOATO Ce JIEKYBa ¢ BaJNpoar, 3abpemeHee, Ta TpAOBa He3ab0aBHO J1a ¢
CIAEUHAIMCT, 32 Ja ¢e 0OCBHIAT AJITePHATUBHHY BH3MOXKHOCTH 3a NedeHue. [1o spe




TOHHYHO-KJIOHMYHHTE I'bpUOBE MPH MaliKkaTa H ENWISHTHYEH CTATYC ¢ XUIIOKCHA MOTaT ia HOCAT
ONpeaesieH PUCK OT CMBPT 3a MalKaTa M Iuoja.
AKO, BRIIPEKH H3BECTHHTE PUCKOBE C BAINPOAT NpH OPEeMEHHOCT U C/IEA BHUMATENHO OOMHUCIIAHE Ha
ANTEPHATHBHO JIEYEHHUE, TPH W3KTIOYMTENHH 00cTogTENCTBa OpeMEHHATA JKEHA TP1OBa Aa Nnony4asa
BIMPOAT 3a EMWJIENICHSA, PENOPHYBA CE Aa:
® Ce W3MOJI3Ba Hali-HUCKaTa e(PEKTUBHA /1034 M /1A Cce pas3/iens JHEBHATA 1033 BAJIIPOAaT Ha
HSKOJIKO MAJIKH A03H, KOUTO TPAOBa Oa C€ MpUEMAT MNpe3 Lenus AcH. YnoTpebara Ha
neKapcTBeHa GopMa ¢ YABIDKEHO OCBOO0KIABAHE MOXKE 1A € 33 MPECANOYHTAHE Npel PYTH
neKapcTBeHH GOpMH, 3a Ja ¢ n3derHat BHCOKH MaKCHMAITHHU TUTIA3MEHH KOHLIEHTPALMH (BXK.
To4Ka 4.2).
BcHuky malMeHTKH ¢ €KCTIO3HIIMA Ha BAINPOAT Mo BpeMe Ha OpeMEHHOCT U TEXHHUTE NapTHLOPH TpSOBa
da OpJaT HACOYEHH KBM CIIELIMATHUCT ¢ OITMT B TEPATONOTHATA 34 OLICHKAa U KOHCYJITHPpaHe OTHOCHO
ekcroHHpaHara OpemeHnocT. TpabBa Aa ce H3BBPLIRA CIICUHATH3UPAaH NpeHaTalleH MOHHTOPHHT 3a
OTKPHBaHE HAa BB3MOXKHA NMOABa Ha AedeKTH Ha HeBpasiHaTa Tpbba WiH ApyrH MandopMaLHH.
[TpuemaneTo Ha 70OABKH ¢ (PONHEBA KHCENMHA Npeay OpeMEeHHOCTTa MOXKE Ja HaMa/Iu PHCKa OT
nedexTH Ha HeBpasiHaTa TpEOa, KOMTO MOraT Jja ce MosBAT NpH Besaka OpemeHHocT. HanndHKTe DaHHH
obaue, He npearnonarar, de ¢oreBaTa KHCeNHHA NPEACTBPATABA NOABATA HAa BPOJEHH AeeKTH K
Maa(poOpMaLIMM NOPA/IH €KCIIO3ULIMA Ha BaNpoar.

Puck 3a Ho80poOeHomo

- MHoro paako ca JoKJiaaBaHH CJTyYad Ha XeMOparuieH CUHAPOM NPH HOBOPOAEHHU, YHHTO MalKu
ca ripueMany Bajnpoar no BpeMme Ha OpemMeHHocT. TO34 XeMoparuieH CHHIPOM € CBBbp3aH ¢
TPOMOOLMTONEHU, XHNIOPHUOPHHOTCHEMHUA H/WIK A0 HAMANIABaHEe Ha ApYyrH GaKkTopHu Ha
KPBBOCBCHPBAHETO. AQUOPHHOTEHEMHUS € JOK1aiBaHa CHIIO U MOXKe 1a Oble ¢ daTaneH U3xoa.
To3u xemoparuueH cHHApPOM, o0ade, TpAOBa Aa c€ pa3rpaHUyYH OT HAMAJIABAHETO HA BUTaMHH K-
3aBHCHMHTE (haKTOpH, HHAYLHPaHU OT (peHoOapOuTan n eH3uMHHK uHAyKTOpU. CnenoBareiHo,
O6poa Ha TpOMOOLMTHTE, HUBOTO HA PUOPUHOTEHA B I1a3Marta, Koary/allMOHHH TECTOBE U
($baKTOpPH Ha KPbBOCHCUPBAHETO TpaOBa Aa ce u3caeaRaT Iipyd HOBOPOLEHH.

- Ciryyad Ha XUMOTJIMKEeMHA ¢a OWIH O0KTaABaHH NIPH HOBOPOAEHH, YHHUTO MAlKH ca NMpUeMallH
BaJINpPOAT MO BpeMe HAa TPETHA TPUMECTBbP OT OpEeMEHHOCTTA.

- Cryyad Ha XUNOTHPEOHIHU3BM ca OMITH IOKNAIBaHH MTPH HOBOPOAEHH, UMHTO MalKH ca
IPUEMATH BAJIMPOAT NO BpeMe Ha OpeMEeHHOCTTA.

-  CuHapom Ha oTHeMaHeTo (KaTo, U B YaCTHOCT Bb30yaa, pazIpa3zHUTENHOCT, CBPBXBB30YAUMOCT,
HEPBHOCT, XMIIEPKMHE3UA, HApYWIEeH TOHYC, TPEMOP, KOHBYJICHH U HApYLICHHUA Ha XPaHECHETO) MOXE
113 ¢e MOABM NMPHY HOBOPOAEHHW, YMMTO MaMKH ¢a MpHEMany BANIIPOAT M0 BpEMe Ha MOCHEAHUA
TPUMECTHLP OT OPEMEHHOCTTA.

Muixke H MOTCHIHAJICH DHCK OT [!azcrgoiicma Ha HEBDOJIONNYHOTO DAZBHTHE NIPDH Jella YHHTO
ﬁagu Ca JICKYBaAHH € BAJIIPOAT fpe3 3-Te MECCLIA NPCIH 3aYUCBAHCTO,

PetpocniekTvBHO 00CepBaltMOHHO NMPOYYBaHe B 3 CKAHAWHABCKH JbPKaBH MOKA3Ba MOBUILIEH PUCK OT
pa3CcTPOUCTBA Ha HEBPONOTHUHOTO pasuthe (neurodevelopmental disorders, NDD) npu neua (or 0 no
1 1-ropuinHa BB3pacT), YMHUTO DALy ca IEKYBaHH C BaJIlIpoaT KaTo MOHOTEpanus npe3 3-Te Meceua
Npelu 3a4EBAHETO, B CPaBHEHHE ¢ Ae1aTa, YUUTO OallM ca NeKyBaHU € JIAMOTPHIKHH HITH
JeBeTHpalleTaM KaTo MOHOTepanmus, ¢ 06001iteHO KopHripano ¢boTHOIIEeHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanuat kymysiatueeH puck ot NDD sapupa mexay 4,0 % u 5,6 % B
rpynara Ha Bannpoar cnpsaMo Mexay 2,3 % u 3,2 % B koMOMHMpaHaTa rpyna Ha
naMOTpHXKHH/NeBeTHpalleTaM. [IpoyuBaHeTo He € nocTaThuHO MamadbHo, 3a Aa ce U3caeBa Bpb3KaTa
che cneuupuuHr noatunose NDD, a orpanHueHuaTa Ha NPOYUYBAHETO BKJIIOYBAT NOTEHLHATHO

., 3AMBIVIABaHe", CBbP3aHO ¢ MOKAa3aHUETO H PA3/IMKH BbB BPEMETO Ha [IPOCIIEASBAHE MEKIY IPYIIUTE C
ekcno3vuuda. CpeagHOTO BpeMe Ha MpoceAsSBaHE HA A€LATa B rPyNara ¢ BaJIIIPOAT BApHUPA MG}KJ.IX 5,0
1 9,2 roauHHu B cpaBHeHue ¢ 4,8 v 6,6 roAMHH 3a Jeuara B rpynara ¢ JJaMOTPHKUH/ e TRHET
KaTo usamo e pp3moxkeH nosriueH puck ot NDD nipu aeua Ha 6aiiy, 1eKyBaHHM ¢ n#pa’r
MEce1la TIPEIN 3a4E€BAHETO, HO IPHHYUMHHO-C/ICACTBEHATA BPB3Ka ¢ yroTpedara HY B

CTIPENH npnema Ha BaJINpoaT MToBeue OT 3 Mecela Mpeau 3a4eBaHeTo (T.€. € Bb
cniepMaroreHesa 6e3 exkcrno3ulus Ha Bajanpoar).




Karo nmpenna3sia mMapka, npeAnKCcBalliyTe NeKapH TpsOBa na HHGOpMHpAT NMalUEHTHTE MBKE 3a TO3H
MIOTEHUHMANIEH PHCK H Aa 00CHAAT HEOOXOIUMOCTTA OT €()€KTHBHA KOHTPALEIILHSA, BKIIIOUHTEIHO 34
NMapTHROPKATA, OKATO M3MOJI3BAT BAJIIPOAT Y MOHE 3 Mecela cliell MPEKpaTaBaHe Ha JISHEHHETO (BXK.
touka 4.4). [TanueHTHTE OT MBXKH MOJT HE TPAOBA Ja JapaBaT CliepMa IO BpEME Ha JICUECHHETO U B
NpoABJDKEHUE Ha MOHE 3 Mecella clIe]] IPEeKpaTABaHe Ha JICYEHHETO.

ITallMeHTHTE MBXKe, IEKYBaHH ¢ BAINPOAT, TpAOBa peAOBHO Aa C€ NMPEIVIEXKIAT OT JIEKYBALIUA '
jekap, 3a Ja ce NpeLeHy JaJA BAINPOAThT € HAl-MOAXOAAIOTO IEYCHHE 3a TAX. 3a NMalMEHTH OT
MBXKKH M0J1, KOUTO IUTaHUpaT Ja 3adeHaTt aeTe, TpAaOBa na ce OOMHCHAT U aa ce 00ChadaT ¢ TaX
NOAXOAAIIM aJITSPHATHBH Ha JieueHUeTo. BB BCekU OTAESNEH ciTyyal TpAOBa Ja ce NpEeLeHAT
HHAHBHAYANHUTE o0cToATeNcTBA. [IpenoppyBa ce Mpy HeoOXOAUMOCT J1a € MOTBPCH ChBET OT
CIIELIHAJIMCT C OIIHT B JIEYCHHUETO HA eNIIeNncCHs WK OUNOIAPHO pa3CTPOHCTBO.

KnpMeHne
EkckperysaTa Ha BAJINPOAT B MAHYMHOTO MIIAKO € HUCKA, ¢ KOHLICHTpauma Mexay 1% mo 10% ot

cepyMHHTe HHBA Ha Malikara. B3 0OCHOBa Ha JIMTEpaTyPHHS M KIIMHH4YEH OIHT, KbPMEHETO TpsAOBa Ia
ce Mpepasriiea Karo ce B3eMe to BHUMaHue npoduna Ha de3onacHocT Ha Jlemakun Xpono 500 mg,
OCODEHO XeMaTOJOrHYHUTE HapylueHus (Bx. Touka 4.8 Hexxenanu nekapcTBeHH peakLvH).

TpsaGBa Aa ce B3eMe perieHHe OTHOCHO CIIUPaHe Ha KbPMEHETO MM NpeyCTaHOBABAHE/OrPAHUYEHHE
Ha NedeHueTo ¢ [lemakuH XpoHo 500 mg, kaTo ce UMAT NMpeaABUA NOI3HTE OT KbPMEHETO 34 AESTETO U
nos3ara OT JIEYCHHETO 3a MalKaTta.

PepTHIAHTET
HNma cboOlieHHd 3a aMEHOPEA, MOJUKACTO3HH SHYHULIM M YBEJIUMEHH HUBA Ha TECTOCTEPOHA MTPH

KEHH, ITpueMai sannpoar (BK. Touka 4.8). [IpunaraHeTo Ha BAInpoaT MOKE CBLLUO 1A HapyLIH
¢depTHIHTETA TpU MBXeE (BX. Touka 4.8). Hapymenuara Ha ¢pepTunuteTa B HAKOH CIy4au ca
o0paTHMH Hal-MaJIKo 3 Mecella cliell IpeyCTaHOBABaHe Ha JleyeHreTo. OrpaHuyeH OpoH NOK/IaaABaHu
CITy4aM MpeArnonarar, ye 3SHaUMTENHO HaMalIsiBaHe Ha Jo3aTa Moxke Aa oaodpH epTunureTa.
Brrpeku ToBa, B ApYrH CiIyyad, HAMa JaHHH 32 00paTUMOCT Ha De3II0AHETO PH MBIXKE.

4,7 E¢exkTH BLpXY ¢nocoOHOCTTA 32 WIOPHPpaHe H padoTa ¢ MALIHHK

[TaimenTuTe TpsAOBa Aa OBAAT NPEAYNPEACHH 3a PHCKA OT ChbHHBOCT, OCOOCHO B Ciiy4ad Ha
MPOTUBOrbPYOBA NONUTEpATnsa Wik B KOMOHHaLMA ¢ OeH3oaMazenuHH (BXK. Touka 4.5 “/pyru
B3aUMOAEHUCTBUSA ).

4.8 Hexenann ieKapcTREHH peaKIHH

Hsnonspana € caeanata CIOMS knacudukaliug 3a 4eCTOTa Ha HEXKETAHUTE JIEKAPCTBEHH PEaKLIMU:
MHoro uectH (1%); yecty (1% u <10%); HeuecTH (=0,1 U <1%); penku (Z0,01 u <0,1%); MHOTO
peaky (<0,01%); ¢ Heu3BecTHa YecToTa (OT HAMHYHUTE JAHHU HE MOXKeE Aa ObAe HalpaBeHa OLICHKaA)

Bpooenu, pamunnu u eenemuynu Hapyuwenus (6ic. mouka 4.6 bpemennocm u xepmene)
Bpomenu MandopMaliyd YU HapyLIEHHS B pa3BUTHETO (BK. TOUKH 4.4 1 4.6)

Hapywenua na xpvenama u aumenama cucmema
Yectu: anemus, TpombouroneHus (BxK. Touxa 4.4)
HeuecTH: maHLUTONEHHA, 1€BKONCH S

Peaky: HENOCTATBYHOCT HA KOCTHHA MO3BK, BKJIIOUMTETHO YHCTA aria3us Ha YepBEHUS KPBBEH ped,
arpaHyJ/IOUWTO3a, MaKPOIIMTHA aHEMHS, MAKPOLIUTO3a

Hzcneoearnusn
Pengxn: noHmkeHH HABA HA KoaryJalMOHHHTE (pakTopH (NMOHE HA €AMH OT T4X), OT
KOaryJalUHOHHHUTE TECTOBE (HANIPUMEP YIb/DKEHO MPOTPOMOHHOBO BPEME, YIBINK
NapLHaIHO TPOMOOIJIACTHHOBO BPEME; YABIDKEHO TPOMOMHOBO BpEME; YBEIHYEH
4.4 u 4.6), HeaocTur Ha OHOTHUH/OHMOTHHHAA3A




C Hen3BeCTHa 4ecToTa: pHacOHTa aHoManus Ha Pelger-Huet*
*Cpro0Iaba ce 3a npuaoduTa anomamisa Ha Pelger-Huet B cimyuan cue 4 6e3 MHeTOAMCIUIaCTUYEH

CHHAPOM.

Hapywenus na nepenama cucmema

MHOro 4eCTH: TPEMOp

YecTH: eKCTpalHpaMHIHH HApPYILIEeHH!s, CTyNop*, COMHOJIEHTHOCT, KOHBYJICUH ¥, HAPYILICHHUS B
naMeTTa; raBo0oNHe; HUCTArbM, HAKOJIIKO MHHYTH Cl€/l AHTPABEHO3HA HHKEKLIMA MOXKE /1a HACTBIIY
3amaiiBaHe (MpH HHTPABEHO3HO IPHWIOKEHHE, 3aMasHOCT, MOXKE Ja CE TIOIYYH 3a HAKOJIKO MUHYTH H
OOHKHOBEHO, KOETO H34€e3Ba CHOHTAHHO /i€ HAKOJIKO MUHYTH)

Heuectu: koma*, ennedanonarusa*, nerapriua®, o6paTuM NapKMHCOHU3BM, ATAKCHA, MApECTE3UA
HeuecTu: yTeKHEeHH KOHBYJICHH (BX. TOUKa 4.4)

Pengxu: obpaTiMa eMeHLIMS CBBP3aHa ¢ 00paTtuMa HepeOpasiHa aTpo¢gHs, KOTHUTHBHU HAPYLIEHUSA
*CTyrop M JIeTaprus, BOJAEIIM NMOHAKOra 10 NMpexoaHa koMa/eHuedanonarus; Te ca Ounu
CaMOCTOATEHY WIH CBBP3aHH ¢ MOBUILIABaHE YECTOTATa Ha FEPUYOBETE B X0/J1a Ha TEpanMATa, H
HaMaJgBaT [PH CIIKPaHe Ha JICYSHHETO WK MOHWXKAaBaHe Ha 2103aTa. Te3u ciTyyad BL3HMKBAT Hall-
YyecTO NpH KOMOMHHpaHa Tepanus (Mo-CNeLHATHO ¢ (heHOoOApOUTA UITKH TOTMMPAMAT) WK CHel
BHE3AITHO YBEJIWYABAHE HA AO3UTE BANIIPOAT.

Hapywenua na ouume
Penxu: aumionus

Hapywenus na yxomo u aabupunma
YecTH: riyxora

Pecnupamopnu, 2pponu u MeQuacmuHainy Hapyuenus
HeuecTH: mieBpajieH u3nuB (€03UHOPUEH)

Cmomauuno-upesHyu HapyueHus

MHoOro 4yecTd: raacHe™*

YecTu: NOBphiIaHe, BE3MANEHU Ha BEHIMTE (OCHOBHO XHMNEPIUIA3UA HA BEHLMTE), CTOMATHT, OOJIKa B
ropHaTa 4acT Ha Kopema, JAapusa 4eCTO Bb3HUKBAT MPU HAKOH MAIllMEHTH B HAYAITOTO Ha JIEYEHUETO,
HO OOHMKHOBEHO M34€3BaT CJ/ieA HAKONKO AHM 0e3 NpeKkpaTaBaHe Ha JISHEHUETO

*HabmoaBa ce Chlio HAKOJIKO MUHYTH CJICA HHTPABEHO3HO HHAKEKTHPAHE ChC CIOHTAHHO 3aTUXBAHE
B PAMKHTE Ha HAKOIKO MHUHYTH

HeuecTH: maHKpeaTUT, MOHAKOTA ¢ (paTaneH u3xox (BxK. Touka 4.4)

Hapywenua na 6vbpeyume u nuxousiume nemuija

YecT: ypuHapHa HHKOHTHHEHIIUA

Heuectn: 666petiHa HeAOCTATBYHOCT

Penxu: eHypesza, TyOynouHTepcTulManed Hepput, ocbpatuM cHHAPOM Ha Fanconi, HO MEXaHU3MBT Ha
AEHCTBHE OLLIC HE € ACEH

Hapywenun na xooicama u ROOKOICHAMA MvKaH

UecTH: CBpBbXUYYBCTBUTEITHOCT, NPEXOAHA W/ WIH 10303aBHCHMA aJIONELUs, HAPYLUEHHA HA HOKTHTE U
HOKBTHOTO JIETJIO

HeuecTu: aHrnoenemM, oOpuB, HapylueHUs Ha KOCBEMA (KaTo HeoOHYailHa CTPYKTYpa Ha KOCHhMa,
MPOMEHH B I[B€Ta Ha KOCbMa, HEOOMYAEH PacTEX Ha Kocarta)

Penku: TOKCHYHA enuepMaliHa HEKpOaU3a, CHHAPOM Ha Stevens-Johnson, epurema Myartugopme,
CHHAPOM Ha NeKapCTBeH 00pHB ¢ €03HHOPWIHA U CUCTEMHH cMMITOMH (DRESS)

C HeU3BECTHA YECTOTA: XHIePIIUTIMEeHTALMS

Hapywenua Ha MYCKYAHO-CKENEMHAMA CUCIEMA U CHEOUHUMETHAMA MbKAH
HeuecTH: HamaneHa KOCTHA MHHEpPATHA IITBTHOCT, OCTEOIEHHUS; OCTEONOpo3a U QpaKTyp
NaijMEHTH Ha MpoabmKMTENHa Tepanud ¢ JJenakud Xpono 300 mg. MexaHu3MbBT, O KO
Xpouo 500 mg noenusiea KOCTHHA METAOONU3BM, HE € YCTAHOBEH

PenkH: cHCTEMEH JYITyC epuTeMaTo3yc (BxK. Touka 4.4), pabaoMuonusa (Bxk. Touka 4.4)



Hapywenua na endoxpunnama cucmema

HeuecTu: cHHApOM Ha HapyuleHa cekpeums Ha AIX (SIADH), xunepanaporeHu3sM (XHpP3yTH3IBM,
BHPHJIM3BM, aKHe, MBKKH THIT aJIOTICHHA W/HIH YBEJHYEH aHAPOreH).

Penku: XHIIOTHPECOKIN3IBM (BXK. TOUKA 4.6)

Hapywenua na memabonuma u xparnenemo

UecTH: XMIIOHATPHEMMS, YBETHUEHO Terno*

* TToBHIIEHOTO TEJIECHO TEIVIO TPAOBa /1a ObJC BHUMATEIHO NPOCNEAABAHO, Thif KaTO € (GaKTop 3a
MOJMKUCTO3€H OBapHaleH CHHAPOM (BK. TOUKa 4.6)

Penku: xunepamorueMus™® (Bx. Touka 4.4), 3aTABCTABAHE

*B13MOXHO € J1a HAaCTBIIAT C/Ty4yad Ha H30JIHpaHa Wik yMepeHa XUlepaMOHHeMus 6e3 NpoMaHa B
yepHOoApoOHNTE PYHKIIMOHAIHY TECTOBE M TOBA HE TpsiOBa Ja Ob/ie NPHYHHA 3a MPEKPAaTABAHE HA
TepanuaTa. Cr0o0MaBaHO € U 32 XHIIEPAMOHHEMHS, CBBp3aHa ¢ HEBPOJIOTHYHH CUMITOMHU. B Takusa
clTyyau, € HeoOxoauMo aa ce OOMHUCIAT AOIMBJIHUTENHH H3ceaBaHus (BX. TOuku 4.3 u 4.4
HapyureHus B ypeiiHMs LIMKBI U PUCK OT XUMEpaMOHEMHUS U [lallUeHTH ¢ pHCK OT
XUMNOKAPHUTHUHEMMA ).

C HeM3BECTEHA YECTOTA: XUNOKAPHUTHHEMHA (BX. TOYKU 4.3 U 4.4)

Heonaazmu - dobpoxkauecmeeru, 310Ka4eCMEeHU U Heonpeoeaeru (6KIIOYUMENHO KUCMK § NOAUNY)
Penku: MuenoaucIuiacTHideH CUHAPOM

Cwv0osu Hapyuwenus
YecTH: Xemoparus (Bx. TOUKH 4.4 U 4.6)
HewvecTHu: BacKyJIMT

Obwu napyutenus u egpexmu Ha MACMOMO HA NPUTOIHCEHUE
HeuecTu: XUNoTepMus, HETEXHK NepudepeH eaeM

Xenamoburuapru HapyuieHw!
YecTH: yepHOApOOHH yBpe:daHHUA (BXK. Touka 4.4)

Hapywenusa na ev3npouzsodumentnama cucmema u 2ppoama

YecTH: ancMeHOpes

HeuecTu: aMeHopes

Penxu: 6e3mnonue npu Muxke (BxK. ToUKa 4.6), NONTHKUCTO3HU AHYHULIA

[euxuunu napywenus

UecTH: CbCTOAHHME HA OOBPKAHOCT, XaJIOUMHALIMH, arpecua ™, axuTalusa*, HapylueHo BHUMaHue™*
Penku: aDHOpMHO nopeAcHUE™, MCUXOMOTOPHA XUINIEPAKTHBHOCT*, HapyileHa ¢crnocoBHOCT 34
obyueHue*.

*Te3r HEXKENaHH JIEKApPCTBEHH peakLUK ca HabIraaBaHH OCHOBHO [IPH NMeJHaTPpUUHATA MOy aLuA.

Bausnue evpxy 1abopamopru u OUazHOCMuYHU U3CAe08aH W

Tt KaTo Banmpoar ¢e OTAeNS OCHOBHO npe3 On0peLidre, 4aCTUYHO N0 (OpMaTa Ha KETOHHH TeJ1a,
pE3YATATHT OT HANPABEHUA TECT 334 OTAECJICHUTE KETOHHH TeNna MOXKE [a € MOABEX ALl NMPH NMAUECHTH ¢
auaber.

[ lenuaTpyuyHa nony/aluus
[TpodunsT Ha ODe30MaCHOCT Ha BAINPOAT B NeAMATPUYHATA MOITYalMd € CPaBHUM C TO3H NPH
Bb3PAaCTHH, HO HAKOM HEXKEJIAaHNW peaKkUMM Ca MO-TEXKHU WM ce HabmoaasatT rjiaBHo B NiejHATPUYHATA
nomyfaura. CbllecTByBa 0CODEH PUCK OT T€KKO YePHOAPOOHO YBpEXKAAHE NIPH KbpMayeTa H M
aena, ocoOeHo Ha Bb3pacT moAd 3 ronuHu. Mankure genia chilio ca M3NIOXKEHU Ha 0coOeH p
MaHKpeaTuT. Te3u pUCKOBE HAMAIABAT C YBEJIMYABAHE HA Bh3pacTTa (BK. Touka 4.4). I1 Xt
pa3CTPOHCTBA KaTO arpecus, Bp30ya, HapylUeHHUE Ha BHUMaHUETO, HEECTECTBEHO 10
NCUXOMOTOPHA XUMEPAKTUBHOCT U HapyLIeHa CMocoOHOCT 3a 00yueHne ce HabMas
neadaTpUYHaTa Oy IaLUA.




CrobimaBaHe HA HEXKEJIAHH PEAKIHH

CrobimaBaHeTo Ha MOOO3UPAHM HEXKEJIaHW Peakuyu Cliell pa3pelllaBaHe 3a ynorpeda Ha JIeKapCTBEHHA
MPOAYKT € BakHo. ToBa Mo3Bonssa a Mpoab/DKH HaOMOAEHHWETO HAa CHOTHOLIEHUETO TIONI3a/PHCK 32
JIeKapcTBeHUs MPoayKT. OT MeTULMHCKUTE CTICLMAIUCTH Ce M3UCKBa [1a ChoOIIaBaT BCAKa
MION03HPaHA HeXellaHa peakLus 4pes:

M3 THHTENIHA areHuUs 1o JieKapcTBaTa

yiL. ,,JdamsaH [ pyes” Ne 8,

1303 Codmus,

Ten.: +35 928903417,

yeOcaliT. www.bda.bg.

4.9 Ilpenosupane

[Tpyu3Hauy ¥ CHMITTOMH

[Ipy3HanKTe HA OCTPO MACHBHO NpPEAO3HpaHe OOUKHOBEHO BIUTIOUBAT KOMA ¢ MYCKYJIHA XUTIOTOHHS,
XHropedaekcHs, MHO3a, HapylleHa AUXaTenHa GyHKUuMA, MeTaboNnyTHA alMI03a, XHIIOTOHHUS H
LMPKYJAaTOPEH KOJanc/ oK.

Crnen MACHBHO IIpe03NPaHe Ca HACTBIIBAIM CMBPTHH CJTYYaH.; BBIIPEKH TOBA, OOUKHOBEHO H3XOOBT €
OnaronpHATeR.

CumnToMuTe 00aye MoraT Aa Bapupar M ce cboOllara 3a rbpyoOBe MPH MHOIO BUCOKH IUTA3MEHM HUBA.
Crobiasa ce 3a cJiy4ad Ha MOBHILIEHO HHTPAKpaHHUATHO HaJsIraHe, CBbP3aHO ¢ MO3BYEH OTOK.

HanvuneTo Ha HATPH B CHEAWHEHUATA C BAANPOAT MOKE a AOBEIE A0 XMIICPHATPUEMHUSA B CITYyYaUTE
HA TpeI03HpaHeE.

OpansgpaHe
B cnyuaii Ha npeno3upaHe ¢ BANNPOAT, BOAELIO 10 XMIIEPAMOHEMHS, MOXKE [1a CE NMPH0H KapHUTHH
HHTPABEHO3HO, 33 J]a Ce HOpMAallW3UpaT HUBATa Ha AMOHSKa.

5, ®APMAKOJOI'HYHHU CBOUCTBA

5.1 dapMakoARHAMHYHH CBOHCTBA

dapmakoTepaneBTH4HA rpyna: [IpoTuBoenunenTHYHY CpeCTRA
ATC kog NO3AGO]
HIxpokoceKThpeH NPpOTUBOCITHICIITUYEH TIEKAPCTBEH IPOAYKT.

Bannpoar ynpakHaBa epeKTHTE CH INTaBHO HA HHUBO LIEHTPA/IHA HEPBHA CHCTEMA.

dapMakOJIOrHYHUTE U3CIISABAHUA BbPXY )KUBOTHHM Noka3eat, ye Jlemakun Xpouo 500 mg npurexasa
NIPOTHBOTBPYOBH CBOUCTBA INPH Pa3iiyHY MOJE/H Ha EKCIIEPUMEHTAIHA EMWIETICHS (T€HEPaTM3HPAHH
H MapudaiIHy I'bpUYOBE).

IIpu xopa, lenakvun XpoHo 500 mg ceL10 AEMOHCTPHpPA MPOTHBOEMHAENITHYHA AKTHBHOCT MpPH
pa3iM4HU BUAOBE CTTMIIENCHS.

OCHOBHHAT My MEXaHH3BM Ha IeHCTBHE € CBLP3aH ¢ nojacwiaHe Ha ' AMK-epridHaTa akTUBHOCT.

5.2 @apMaKOKHHETHYHH CBOHCTBA

PasnipeneneHye

[IpemuHaBaHe npe3 rutaueHTaTa (Bx. Touka 4.6).
Bannpoat mpemyHaBa npe3 muaueHTapHaTa 0apuepa KaKkTo Py XKHBOTHH, TakKa H MPH X
- [Ipy )KUBOTHHUTE, BANNPOAT NPEMUHABA Npe3 IJIALICHTaTa B MOA0COHA CTENEH K




- Hakonko mybiaukalid ca W3CAEABaNM NMPH Xopa KOHIECHTPALIMKHTE Ha BANMPOAT B ITbNIHATA
BpPBB HA HOBOPOJCHH NPH pakaaHe. CEpyMHHUTE KOHUESHTPAUKMH HA BAJINPOAT B ITHIIHATA BPBB,
NOKa3Ballld Te3H BB (eTyca, ca MoAOOHU WIH JIEKO 3aBHILCHHU B CPABHEHME C TE3X Ha MaMKaTa.

Metabonuzsm

Harpueruar Banmpoar ce abcopOupa Obp30 H IIMKOBH IUIa3MEHH HHBA C€ IIOCTHraT B paMKHTE Ha 1-4
yaca, CTaduiieH e B npoab/bkeHHe Ha 4-14 vaca. [Ipu nepopaneH npuem, 85-100% ot noszara ce
aGcopOupa. IToyxMBOTHT NpH NOBeueTo NaLueHTH € 8-20 yaca, HO B OTAEIHH ClIydad MOe Ja ObAe
3HAYUTETHO NO-Tbawl. I1pH HapyuieHa 0b6peuHa QyHKUMS, MOTYKHUBOTHT Ha BAJINPOATA € YAB/DKEH.
[11a3MeHUAT TIOYKHBOT MOXeE J1a C€ YBKM A0 60 daca npH neua nox 2 Meceua, Ho MpH Mo-ToIeMH
aena Toi € nonobeH Ha TO3M NMpH Bb3pacTHH. B3auMOBpE3KaTa MEXITY JaJeHaTa 103a U edeKTa,
CHOTBETHO MEXIY IJIa3MeHAaTa KOHLIEHTpalMs U eeKTa, He ca TOYHO OLieHeHH. PaBHOBECHO
cheTosiHHe (steady state) Ha IasMeHaTa KOHIIEHTpalMs c€ A0CTHUra B MMOBEYETO ciIydau cied 3-5 AHH
neuyeHre. JIMKBopHaTa KOHUEHTpaUMa foctura npuonauszurenso 10% ot nnasmeHara KOHLUEHTPALMS.
HatpueBHaT Bannpoar ce CBhP3Ba C IUIA3MEHUTE NPOTEUHH B npubinnsurenHo 90%. Bucokara crenen
HA CBBP3BaHe ¢ NPOTEHHUTE MOXKE 12 MPEAN3IBUKA PUCK OT KIMHUYHO 3HAaYUMH B3aUMOACHCTBHA C
IPYrH MPOTHBOENH/ICITTHYHH JIEKAPCTBEHH NMPOAYKTH, 0c00eHO GHEeHUTOHH (BX. Touka 4.5).
3a/10BOSTUTENEH KTHHUYEH edekT OOMKHOBEHO C€ NOCTUra MpH KOHUEeHTpauud mexxay 300-700 pmol/l,
HO € HeoOX0aHMO Aa ce B3eMe NpeaBU]l LUAIOCTHATA KIIMHHYHA CHTYAUHMs MPH NAUMEHTA (BX. TOYKA
4.2).

OCHOBHMAT BT 32 SHOTpaHchoOpMaLMsa Ha BANNpoaT e rmoKypoHupaHeTo (~40%), npeaumHo ypes
UGT1A6, UGT1A9 u UGT2B7.

HaTpueBHAT BajmpoaT c€ MeTaboIM3upa BbB BUCOKA CTEMEH H CE€ EKCKPETHPAa B YPUHATA NOA (popMata
Ha KOHIOTHpaHu MeTaboNMuTH.

HenakuH Xpono 500 mg uma no-Hucka Crax H € € MO-MANKO (ITyKTYaLMH B IJIa3MEHATa
KOHLIEHTPALUA Npe3 A€HA B CPAaBHEHHE C FaCTPO-pPEe3UCTCHTHHTE TabJIeTKH.

[Teduampuvnu nayuenmu

Jlena Ha BB3pacT Han |0 rogMHu ¥ IOHOLIH HMAT KJIUPBHC Ha BA/IMPOAT [MOA0OEH HA TO3U MPH
BB3pacTHU. [IpH neanaTpuyHH NanyeHTH Ha Bb3pacT nox 10 roaMHH CUCTEMHHS KIIMPBHC Ha
BAJIMPOAT CE pa3iMiaBa B 3aBUCUMMOCT OT Bb3pacTra. [IpH HOBOpPOAECHH M KEpMAUYeTa HA BB3pacT 0
2 Mecella KTMPBHCHT Ha BaANpOoAaTa € HaMaJIeH IMPH CPaBHEHUE C TO3K MPH BL3PACTHH U € HAH-HHUCHK
HEIOCPEACTBEHO cne paxcaaHeTo. [Ipu npernen Ha Hay4yHaTa nyureparypa, Mojly>KMBOTBT Ha
BAJIIPOAaTa MPH KbpMaveTa Ha Bb3PACT 10 2 Mecella IOKa3Ba 3HAUYUTENIHH PavIHKH oT 1 a0 67 4yaca.
[Tpu nperia Ha BB3pacT 2 — 10 ronuHKM, KIMPBHCHT Ha Baimpoara € ¢ 50% Mo-BHCOK OT TO3H NpH
Bb3PACTHH.

5.3 IlIpeakaHHHYHH AAHHH 32 0€300ACHOCY

[TpoyuBaHuMs MMPU AKUBOTHH MOKA3BAT, Y€ €KCAIO3ULUATA HA BAINPOAT in tfero BOAH A0 MOPQOJIOrHYHH
W/ UK QYHKLMOHAJIHH MPOMEHHM HA CTYXOBAaTa CHCTEMA MPH IUTbXOBE H MHLUKH.

Banmpoat He nNoka3sa MpH aHAINU3 iN Vilro MyTareHHOCT HUTO NPH OaKTEpHUH, HUTO BBPXY KIETKH OT
MHILLIHK JTUMPOM ¥ He HHAYyUMpa penapaumsa Ha JJHK B NbpBHYHY XENATOLUTHU KYJITYPH OT TUTBX. I
vivo, 00aue, ca NOTYUYEHH MPOTUBOPEHYMBH PE3YJITATH 3a TEPATONEHHHTE J03H B 3aBHCHMOCT OT
HayMHa Ha NpuUnokeHue. Crea nepopaiHO NpwiokeHHe, HalH-4eCTO U3NOJI3BAHHUA HAYWH Ha
NPUIOKEHHE MTPH XOpa, BAINPOATHT HE MHIYLIMPa XPOMO3OMHH abepallii B KOCTEH MO3BK OT IUThX
WM ZOMHHAHTHH JeTanHY edekTH npu MULIKK. MHTpanepuToHeaTHOTO HHXKEKTHpaHe Ha BaJpoar
MOBHIIABA HaAKBECBaHE HAa Bepdrure Ha JIHK U xpoMosoMHH yspexxaaHus npH rpusadn. B
NONBbIHEHHE, B MyOJUKYBaHH NPOYyYBaHHSA € ChOOLIABAHO 3a yBEMYEH OOMEH MeXAY CECTPHHCKUTE
XpPOMAaTHIM NpPH MaUUEHTH C SMNUIIENICH, MPUEMAILH BaJINpoaT, B CPABHEHHE C HEJAEKYBAHH 3paBH
YYACTHULIH. BBOpeKu ToBa, U3KIKOYBALLM CE PE3YJITATH Ca MOJYUYESHH NPH CPaBHABAHE HA IaHH

KnuHUYHOTO 3HaueHHe Ha Te3H pe3ynTat 3a JIHK/xpomoszomuTte € HEU3BECTHO.

HeknHHUYHHTE JAHHH HE MOKa3BaT 0COOEH PHCK 3a XOpara Bh3 OCHOBA Ha KOHBEHLIMO
MPOY4BaHHUA 32 KAHLEPOrE€HHOCT.



Penpoodyxmuena moxcuynocm

BannpoarsT MHAYLMPa TEPATOTEHHH edexTH (MandopMaLMi Ha MHOXKECTBO OpPraHHH CHCTEMH) B
MHUILIKH, IUTBXOBE H 3aHLM.

Ilpy MHULIKY, TUTBXOBE W 3aMlLIM, i1 ulero €KCMO3HLMA Ha BATNPOAT NpeAH3BHKA J0303aBHCHMO
HaMaJIsBaHe Ha TErIOTO Ha IVI0AA, BbTPeYyTpoOHO 3abaBsHe Ha pacTeXa ¥ HAMAIABAHE Ha Nb/DKUHATA
OT IJ1aBaTa JI0 OCHORATa Ha OMallKaTa B CpaBHEHHE C XKHUBOTHH 0€3 eKCITO3UIIHA.

OTKIOHEHHA B OBEAEHHUETO ¢a ChOOIIABAHY B HHAUBHAMUTE OT MMBPBO MOKOJCHUE Ha MHUILKA M
ITBXOBE CJIEH €KCIIO3HLIMA in utero. Hakou noBeaeH4ecKu NpOMeHH ca HabroaapaHu ChHIO U BHB
BTOPO MOKONEHHUE, a ChIUTe ca OWIH Mo-TpyaAHO 3abenexnMH B TPETO MOKOIEHHE Ha MHILIKH CJIE]
OCTpA in uterc €KCNo3HUMA HA MBPBOTO MOKOJIEHHE Ha TEPATOr€HHH A03H Bairnpoatr. CKpHUTHTE
MEXaHH3MH M KJIHHHYHATa 3HAYUMOCT HA TE€3H OTKPHUTHA Ca HEU3IBECTHH.

B npoyuyBaHHA 3a TOKCHYHOCT NMPH MHOTOKPATHO TIpWIaraHe ca CbO0INEHU TECTHKY/IapHa
nereHepalya/aTpodus WiH HapyLIEHUA B CliepMaTOreHe3ara U HaMansaBaHe Ha TErNIOTO Ha TECTUCHTE
Npy BE3PACTHH IUTHXOBE U Ky4eTa clie]l IepopallHO NpWIoKeHHe B 103U croTBEeTHO 400 mg/kg/neH H
150 mg/kg/neH, HaXOKK B TECTUCUTE, CBbp3aHH ¢ HUBA 6e3 HabntonaBaH HebmaronpuaTeH ek (no
observed adverse effect levels, NOAELSs) ot 270 mg/kg/neH npu Br3pacThu mbxoBe U 90 mg/kg/nen
PH BB3PACTHH KyueTa.

CpaBHeHuUsATa Ha rpaHULIMTE Ha Oe3omacHOCT Ha Oa3arta Ha ekcTpanonupanata AUC npH mibXxoee H
KyueTa MOKa3BaT, 4Ye MOXKE 4 HIMa MpaHuLia Ha 0€30MacHOCT.

[Tpu IOBEHWIHM TUTEX0BE HAMAJIABAHE Ha TETJIOTO HA TECTUCHUTE € HAbMOaBaHO CaMO NpPH JO3H,
HaJBHLLIABALIA MakCHMallHaTa noHocHMa 1o3a (0T 240 mg/kg/neH npH HHTpaNepUTOHEATTHO HITH
HHTPaBeHO3HO NpUIcKEeHHE), 6€3 CRBp3aHH XHCTONATONIOrHYHH npoMeHH. He ca Habnronaranm
e(heKTH BbPXY MBXKHUTE peNpodyKTHBHH OPraHH NMPH NOHOCUMH J103U (1o 90 mg/kg/neH). Bs3 ocHoBa
Ha Te3H JaHHH IOBCHHHTE dKHBOTHH HE C€ CYMTAT 3a NO-MOJATIUBH [0 OTHOWEHHUE HA HAXOKH B
TECTHCHTE, B CPaBHEHHE C BB3PACTHUTE. 3HAUEHHETO HA HAXOAKUTE B TECTUCHTE 34 IeIuaTpUYHATA
MOMyAalMs He € U3BECTHO.

B npoyuBaHe 3a pepTHANTETA MPH MIBXOBE, BAINpPOAT B 1031 10 350 mg/kg/nHeBHO He MOBJIHUABA
penpoayKTUBHaTa GYHKLHUA NPH MBKKHTE HHAUBHIAH. BBnpeku TOBA MHPEPTIINTET [IPH MBXKE €
HIeHTH(QUMLHMpAH KaTO HEXEJIaHA PeaKLMA MpY Xopata (BxK. ToukH 4.6. u 4.8).

6. OPAPMAIIEBTHUYHH JAHHH
6.1 CrnHcbk HA NOMOIIHHTE BeNIECTBA

Erwn LEIYII03a, XHIIpOMENO3a, CHITHIHER NUOKCHA, KOJIOUACH 66330,[[61—1, CWIHLHCB JHOKCHA, KOJIOHACH
XHApaTUpaH, 3aXapyuH HHTpHﬁ, [MoJIHaKpHIIaT, MakKporon, TalK, THTAHOB JJTHOKCHA.

6.2 HecnBMeCTHMOCTH

Hsama naHHH.

6.3 Cpox na rogHocT

3 rOAHHH.

6.4 Cnenuannd yCIOBHH Ha ChbXPaHEHHE

To3H IeKapcTBEH MPOAYKT HE W3HCKBA CIICLIMATIHH YCIOBHUS Ha ChbXPaHCHHUE.
6.5 Bua n chabpKaHHe HA ONAKOBKATA

KyTtnsa ¢ 30 Tabnetku ( mnacrmacosa 1y6a).

6.6 ChnenHagHu nNpeana’HH MEPKH NPH H3XBLPJISHe




Hama crienHaiHu U3HCKBAHMAL.

7. IIPHTEXATEJ] HA PABPEHIEHHUETO 3A YIIOTPEBA
Sanoft Winthrop Industrie

82 avenue Raspail
04250 Gentilly

(DpaHLuUA
8. HOMEP(A) HA PAZPEIHIEHHUETO 3A YIIOTPEBA

Per. Ne 20010812

9. JATA HA ITBPBO PA3ZPEINABAHE/NMMOJHOBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspewasane: 23.07.2001
JlaTta Ha nocneano noaHoBaBaHe: 11.10.2011

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

23/10/2025




