KPATKA XAPAKTEPUCTHKA HA TPOJIYKTA ? 900 3 Y;

22 AN

V To3u nexapcTBeH NPOAYKT MOJIEKH Ha JAOIbIHUTETHO HaOmoeHHe. Tosa mie rno3sosm 6’[:[}30130
YCTAHOBSIBAHE HA HOBAa MH(POpPMALIMA OTHOCHO Ge3onacHocTTa. OT MEIMLMHCKHUTE CIIELHAIHCTH Ce
W3HMCKBA J1a ChOOILIaBaT BCAKa 110/103MpaHa He)KejlaHa peakims. 3a HaYWHA Ha choOliaBaHe Ha
He)KeJlaHU peaklMH BUXKTE Touka 4.8.

1. UME HA JJEKAPCTBEHUA ITPOAYKT

Jlenakun XpoHo 300 mg TabsiieTKu ¢ yABIKEHO 0CBOOOK1aBaHe
Depakine Chrono 300 mg prolonged release tablets

Z. KAYECTBEH U KOJIMMECTBEH CbCTAB

Beska Tabnerka cpappxka 199,8 mg narpues Bannpoar (sodium valproate) u 87 mg Bajinpoesa
kucenuHa (valproic acid), orroBapsiium Ha 300 mg Harpues Basinpoart (sodium valproate) 3a Tabnerka.

[ToMOILIIHO BEIIECTBO C M3BECTHO JIeHcTBHE: HATpUit 28,31 mg/Tabnerka (Bx. Touka 4.4)
3a ITbJIHUS CITMCHK Ha MOMOLIIHUTE BEIIECTBA, BU)KTE TOUKA 6.1.

5 3 JIEKAPCTBEHA ®OPMA

DuamupaHa TabieTka ¢ yIb/KEHO OCBOOOK/1aBaHE.

4. KJUHHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHSA

Enniaencus

e [IbpBHYHO reHepasIu3upaHH EMUIETICHH U NTPUIAbLIH

e TunoBe NpPUCTHIN:
abcaHcu (petit mal), reHepanu3upaHd TOHUYHO-KJIOHHYHHM (grand mal), TOHHYHH W ATOHWYHH
MPUNAAbLH, MUOKJIOHUYHH MPUCTHIH, HH(PAHTHIIHHA CIa3MH.

e [ eHepasU3UpaAHH €MTUJICTICHH H CMTHICTTTUHYHH CHHIPOMHM:
a0CaHCHa eImUJIeTNICHS, FOBEHHW/IHA MUOKJIOHUYHA EITHJIENCH (CHHAPOM Ha Janz), enuJjierncus ¢
reHepaJu3upaHd TOHUYHO-KJIOHUYHH MPUINA/IbLHU ITPH chOYkK/1aHe, POTOCEH3ZUTHBHH EIMUIICTICHH.

e  (Cunapom Ha Lennox- Gastaut.

e Cunapom Ha West.

e  (dokasHu (MapUHAIHK) €MHJIETICUH H MTPUCTBITU ¢ WK 0€3 BTOPHUYHA reHepalin3aliusl.

bunoasipHo pascTpoHCTBO

JleueHne Ha MAHWEH €MU30/1 NPH OUMOISPHO Pa3CTPOHCTBO, KOraTo JIMTHH € MPOTHBOIOKA3aH WU He
ce Tonepupa. [lpoabmxaBane Ha JISYEHHETO CJ1€/Il MAHHEH €MU30/1 MOJKE J1a c€ OOMHCIIH 1pH
[MalMeHTH, KOMTO ca Ce MOBJIUSINA OT BAJIPOAT MPH JICYEHUETO HA OCTPa MAHMSI.

[Ipu aena: KaTo caMOCTOATE/IHA Tepanus WK B KOMOMHALMS € APYT aHTHENHIIENTTHYEH JIEKAPCTBEH
MPOAYKT:

JleyeHue HaA reHepaiM3upaHa ernuiIercud: KJIOHHYHH, TOHHYHH, TOHHYHO-KJIOHUYHH npuna,:l"guuﬂ---u :
a0CaHCH, MHOKJIOHUYHH MPUCTBITH, ATOHUYHH MPUNAIbLK; CUHAPOM Ha Lennox- Gastaut; At O
JleyueHue Ha napLMaIHa ernuiencus: NapuHaJIHU MPUCTHIK ¢ WK 0e3 BTOPUYHH reHep?ﬂuaﬂpaHu _
[IPUIIaAbIIH. 1oy p



4.2 Jo3MpOBKa H HAYHH HA NPHJIOKEHHAE

Jlo3aTa TpaOBa Ja ce aganTHpa ChOOpa3HO Bb3pacTTa, TENECHOTO TErJIO H HHAWBHIYATHATA
qyyBCTBHTEINHOCT. Tabnerkara Moxxe na ce Jely, HO HE TpAOBa Aa ce CABBKBA HIIN CTPHUBA.

TepanepTuyHa epeKTHBHOCT OOMKHOBEHO CE€ MOCTHI A NPy I1asMeHH HyBa Mexay 40-100 mg/1 (300 -
700 pmol/1). ONTHMATHOTO UIa3MEHO HUBO CE€ Pa3/Ii4aBa MEXIY OTACITHUTE UHAWBUIH, a BEPOATHO
H NPH €A4H H ChILl HHAWBUA B Pa3iHYHH MOMEHTH OT BpEME.

[Ipu natMeHTH, KOUTO HE MOMTYYABAT APYro NPOTHBOCHWIENTUYHO JCYECHHE, 3a MPEATTOUMTAHE €

[103aTa [Ja ¢€ MOBHIIABA ITOCTENEHHO Ha HHTEPBAIH OT Mo 2-3 AHM A0 JOCTHIaHE Ha OINTUMAaJTHaTa

ao3a.

[Tpy npexBBPISHE OT JIEUEHUE C APYT JIEKAPCTBEH MPOAYKT, WIH AATEPHATHBHO, KOrATO CE€ BKJIFOYBA
KaTO JOIBIHHTEIHA MEOHKAIIHA KbM NPEIXOAHO NeYCHHE, 3aMaHaTa ¢ denaxkun Xpono 300 mg
TpAOBa [1a ce MpaBH MOCTENeHHO TaKa, ye ONTUMaNHATa 034 1a OB JOCTHUTHATA €THOBPEMEHHO C
HaMaJsABaHETO H CIIMPAHETO Ha APYTrHs JIEKAPCTBEH MPpOoAYKT. [IpH NMpeXBepidHEe OT KOHBEHUHMOHAIHH
Tabnerku JenakuH kM Jlenakun Xpono 300 mg, nHeBHaTa 103a TpAORa a CcE 3amnasH.

[Tpn HeoOxoaumocCT, npubaBsHETO Ha APYTro NPOTHBOEMWIENTHYHO JIeUeHHE TpAOBa 1a ce U3BbpLIBA
NOCTEINCHHO.

Llozuposxka

B o0musa ciyyail mbpBoHayanHara 1o3a € 10-15 mg/kg aneBHo, orroBapsiua Ha 2-5 TabneTku

(300 mg) nwiu 1-3 Tabnetku (500 mg) 3a noseveTo naumeHaTu (60-100 kg). ozarta Tpadea na ce
THTPHPA /10 ONITUMAJIHO HHBO, M [ia Ce pa3leliv Ha 1-2 THEBHHU NpHeMa.

ITpu ev3pacmnu B 001 cy4ai nosata e mexay 20-30 mg/kg anesHo, oTrosapdiu Ha 4-10
Tabnetku (300 mg) unu 2-6 Tabnetku (500 mg), ako mawmeHTsT € Mexay 60 u 100 kg. B cnyuais, 4e
HE MOJKE /1A Ce IMOCTHIHE OBAasABaHE Ha I’bPUYOBETE ¢ Ta3M 4033, TO T Moxe Ja Obae ysenuveHa.
[TauueHTHT TpAOBa Aa ce c/ieau CTPUKTHO B C/Ty4Yai, ye Nnoyyapa JHEBHA 1034 MO-BUCOKA OT

50 mg/kg.
3a Oeya Hal-yecTaTa 1031UpoBKa € okoo 30 mg/kg KHERHO.

MaHneH enu3oa Npu 6UNONAPHO PA3CTPOHCTBO

[Ipu ¢v3pacmuu.

JIHeBHaTa n03a TpadBa Aa Obae yCTAHOBEHA M KOHTPOJIMPAHa HHIWBHAYAITHO OT JIEKYBALIUA JIEKAp.
[IpenopryaHara HayanHa gHEBHA f03a € 750 mg. OcBeH ToBa B KJIMHUYHH H3MMUTBaHHUA Ha4aslHa 1034
ot 20 mg Bannpoar/kg TenecHoO TETNIO CHUIO NOKA3Ba NPUEMIUB Npodui Ha Oe3onacHoCcT. DopMuTe ¢
yIb/DKEeHO 0cBOOOXKJaBaHe MOTAT Aa OBAT NpWIAraHW BEIHBX WIH 1Ba MBTH NHEBHO. /lo3ata Tpabsa
Aa ObJle yBeIHUEHa KONKOTO € BB3MOXKHO Mo-0Bp30, 3a 1a C€ MMOCTUTHE Hal-HUCKATa TEPaneBTHYHA
[03a, KOATO BOAH JI0 KenaHud KnuHuueH edext. JHeBHara nosza Tpadea na Obae aganrupaHa CrpaMo
KITHHUYHHA OTTOBOP, 32 [1a C€ ONpeae/ i HaW-HUCKATa epeKTHBHA 1033 3a HHIAMBUIYAJIHHA MALIUEHT.
Cpennara aHeBHa A03a 00MkHOBEeHO BapHpa Mexay 1 000 u 2 000 mg pannpoar. Ilauuentn, kouro
NOJTy4aBaT JHEBHH NO3H MO-BHCOKMU OT 45 mg/kg TenecHo Ter1o AHEBHO, TpAOBa Aa Obaart
BHMMATEJIHO NMPOCIIEAABaAHH.

[TpoaskaBaHeTo HA IEYEHHETO 32 MAHHHHH eMU30H Npu OMNOAAPHO pa3cTpoicTBO TpaORa na O6bae
aNafnTHPaHO HHAUWBMAYATHO, KATO Ce M3MNOM3Ba Hal-HUCKATa e(peKTUBHA J1034.

CneuManHi nonynauum

Heya

Ennencus

Ot nepopajIHUTE NEKAPCTBEHU (POPMHU, CIICAHUTE JIEKAPCTBEHH QOPMH Ca NIO-TIOAXOASLLH 32
Mpyiarale Mpy Jela Ha sb3pact nol |1 roauHu (cuporn, nepopaieH pasTBoOp U rpaHyiIu).

ITpu nanyeHTH ¢ 6BOpeYHA HEAOCTATHUHOCT

- #:m :-fh":?“;‘u.
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[Tpu naumeHTH ¢ OBOpeUHa HEAOCTATHYHOCT MOXKE 4 CE HANOXKHM HAMaNsABaHe Ha 1103aTa RN \
yBEJIMYaBaHe Ha 103aTa Npy MalUEHTH Ha xemoananusa. Hatprer Bannpoat/Bannpoesa Lg?’é;{i»l RS '“-"\'5""-:--.’5 \:
oTHeNs npu avanu3a (Bx. Touka 4.9). JloaupoBkarta TpaOBa 1a ce NPOMEHS Crope KIHH YHOTO L VT
MPOCNCAABAHE HA NAalHEHTA (BX. TOUka 4.4). CiE S
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bUnoaspHO pasCcTpoOKCTBO

IIpu oeya u onowu

EdukacHoctra Ha [lenaxud Xpoxo 300 mg 3a sieyeHne Ha MaHHIHH €IMU30H NPH OUNOJIAPHO
pascTpOHCTBO He ca OHIM OLICHABaHH NPY NMaUHEHTH Ha BB3pacT noa 18 roaunu. 3a undopmauus
CBBp3aHa ¢ 0€30MaCHOCTTA NPH A€La BIDKTE TOYKa 4.8.

Hena oT JKEHCKHU IO U XKEHHU C ASTEPOAEH NOTEHIHAT

JIeuennero ¢ Jlemakun Xpono 300 mg TpaOea na ce 3anovyne ¥ HabMonaBa OT CHELMAINCT ¢ OIIHT B
JIEUCHHETO Ha EMHJIETICHA WIN OUINOJIPHO pa3cTpoicTro. Banmnpoar He TpabBa Aa ce u3nosissa npu
J€La OT XEHCKH NOJI U )KEHH ¢ AETCpOAeH MOTEHLMAN, OCBEH KOraTo ApYyrHTe JICYeHUs ca
Hee()eKTHBHHM KM He ce noHacAaT n00pe (Bxk. ToukH 4.4 1 4.6).

[Ton3aTa ¥ pUCKET TpAOBa BHUMATEITHO 14 C€ OLICHABAT MPH PYTHHHUTE MPETJICaH Ha JICUCHHETO.
Banmnpoart ce npeamnucea | oTycka B cboTBeTCTBUE ¢ [Iporpamara 3a npeanaspaHe 0T OpEMEHHOCT
npy ynorpeda Ha Bannpoar (Bx. TOUKH 4.3 u 4.4).

3a NpeArnoUYMTaHE € BANMPOAT Aa ¢e NpeaIiMcBa KaTo MOHOTEpaITis C Hali-HUCKaTa e(peKTHBHA 1034,
aKO € BE3MOXHO, KaTo JiekapcTBeHa (popMa ¢ YOBIDKEHO OCBOOOXKAaBaHe, 3a [1a Ce NpeROTBPATAT
BHCOKH ITUKOBH IUIa3MeHH KOHLIEHTpalUKWH. JIHeBHaTa n0o3a Tpa0Ba 1a Oble pa3jeieHa Hait-Malko Ha
ABE €IHHUYHHU H0O3U (BXK. TOUKa 4.6).

Muxe
[Tpenopbuea ce neuenunero ¢ Jenakun XpoHo 300 mg na ce 3anmoyHe U KOHTPOJIHPA OT CIICLHHAIHUCT ¢
OIIUT B IEYSHHETO HA €MUJIETICHA UIIH OUITONAPHO pa3CTPOHCTRO (BX. TOUKH 4.4 1 4.6)

Cnen ocBoOOXKIAaBaHETO HA AKTHBHOTO BELUIECTBO, B X0Ja Ha mpolieca Ha 3a0aBeHO OCBOOOKAABAHE U
B CJIEACTBHE OT MpUpOdAaTa Ha IMOMOLIHHTE BelleCTBA B CBCTaBa My, MHEPTHHAT MATPHUKC HE Ce
abcopbupa OT XpaHOCMILTATENHHA TPAKT, a C€ EJIMMUHUPA C U3MNPAXKHEHHATA.

4.3 IIporuBonoxalzaHus
HenakuH XpoHo 300 mg e npOTHROMOKA3aH MPH CASAHUTE CUTYALIHMH:

-  CBpBXYYBCTBHTEIHOCT KbM HATPUEB BaJIIPOAT WIM KBM HAKOE OT MOMOLIHHUTE BEIIECTBA,
H30poeHH B TOUKa 6.1.

- OcTBp XenaTHUT WIH XPOHHUYEH XEMATHUT.

- JIMuHa Wiy paMHITHA aHAMHE3a 32 TEXBK XENaTHT, 0COOCHO CBBP3aH ¢ JIEKapCTBaA.

- YepHoapoOHa nopPHpHUs.

- Bannpoar € MpoTHBOINOKa3aH NMPH NaLUMEeHTH ¢ MHTOXOHAPHAIHY HapyIIEHH, MPHYHHEHH OT
MYTailMH{ B APEHHS FeH, KoaAWpall MATOXOHAPHATHMA eH3uM noaumepasa y (POLG), nanp.
ciHApoM Ha Alpers-Huttenlocher, kakro H npH feua noa ABEroAHiilHa BB3pacT, 3a KOUTO €€
CMATA, Y€ HMAT HapylueHHue, cebp3aHo ¢ POLG rena (Bx. Touka 4.4).

- TlauHeHTH ¢ H3BECTHU HAPYLUEHHA B YPEHHUA LIHKDBJ (BK TOUKa 4.4).

- TlauueHTH ¢ HEKOPUTHPaH CUCTEMEH IMMbPBUYEH KAPHUTHHOB Ae®yUMT (BX. TOuKa 4.4
[TaumMeHTH ¢ pUCK OT XUTIOKAPHUTUHEMHUS ).

JleyeHue HA eNUICIICUS

* 10 BpeMe Ha OpPEeMEHHOCT, OCBEH KOrato HAMAa NOAXOAALIO aJITEPHATHBHO NeYE€HHE (B, TOUKH
4.4 u4.6).

*  TIPH XKEHH C ASTECpPOACH MOTEHUHAJI, OCBEH KOTATO Ca U3ITb/IHEHH yCoBUATa Ha [Iporpamara 3a
nipeana3BaHe oT OpeMeHHOCT (Bx. TOUKH 4.4 1 4.6).

Jleuenue Ha OUNOASPHO Pa3CTPOUCTBO:

* o BpeMe Ha 6peMeHHOCT (BXK. Touku 4.4 u 4.6). e
*  [IPH XKEeHH ¢ JCTCPOACH MOTCHLHAN, OCBEH KOraToO ¢a W3ITBJIHEHH YC/IOBUATA HA Hporpawr(@ mﬂ A, \‘*,\
npeanasBade oT OpeMeHHOCT (BK. ToOuk# 4.4 1 4.6). ,,I,f ?“j_. o .:j‘-i{:;__ N
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| Henakun Xpono 300 mg He TpaOBa Aa ce M3Mnoa3Ba fMpy MOMHYETA, ICBOHKH, TIPH 3KEHH C

ACTEPOAECH MNOTCHIHAN HIH 6PBMBHHH JKCHH, OCBECH B CJTY'-I&ﬁ, KOraTto aJI tTC¢pHaTHBHHUATC JICHCHHA Ca

HBE(l)ﬂKTHBHH WIH HE C€ NMOHACAT [opaJn BHCOK TCPATOIr€HEH NOTCHUHAT H NIOBHUICH PHCK OT

| cepHO3HM HapylleHHA B pa3BUTUETO Ha 6ebeTa W3NokeHH BrTpeyTpoOHO Ha Bannpoar. [Tonzara u

PUCKDHT TpAOBAa BHHMATETHO a CE OLICHAT IO BpeME Ha PYTHHHU Nperyieay, npes nybeprera U

| CITELIHO KOTraTo X€HA C ieTepoAeH MoTeHIan, ieKysaHna ¢ [lenakun XpoHo 300 mg nnaHupa

OpeMeHHOCT WIH NPEaCTOM OpeMEHHOCT.

YXKenu ¢ nerepojeH noTeHual TpaOBa na u3non3sar edekTHBHA KOHTpaLENLMA 10 BpeMe Ha
NeueHue U Aa 6naaT HHGOPMHpPaHU 3a PUCKOBETE CBbp3aHu ¢ ynorpebara Ha JlenakuH

| XpoHo 300 mg no BpeMe Ha OpeMEHHOCT (BX. TOUKa 4.6).

| JlekapsaT TpAOBa Na rapaHTHpa, Y€ Ha NalleHTKaTa € [IPeloCTaBeHa IThjIHA UH(pOopMaumA 3a

PHCKOBETE, KAKTO H ChOTBETHH MaTepHalli, KaTo OpolIypa 3a nauMeHTa, 3a Aa NOANOMOTHE
pa3GUpaHETO i OTHOCHO PHCKOBETE.
MeaNIKMHCKHAT CNieHANIHCT TpAOBa Aa € yOeneH, ye nalueHTKaTa pa3oupa:

. EcTecTBOTO M TEXKECTTa Ha PUCKOBETE NPH €KCMO3ULMA MO BpeMe Ha OpeMEHHOCT, 10-
CMEeNHaIHO 3a TEPATOT€HHH PUCKOBE U HapYIIEHHU B Pa3BUTHETO.
. HeoOxomumocTTa OT edpeKTHBHA KOHTPaLCIILIUA.
. HeobxoauMocTTa OT peaoBeH nperiael U OLEHKA Ha JIEYEHUETO.
o HeoOxoIuMOCTTAa OT ClielIHa KOHCYJITALMSA, aKO ITaHUpa OpeMeHHOCT HIIH € BB3MOXKHA
| OpeMeHHOCT.

IIporpama 3a npeana3spaHe 0T OpeMeHHOCT
Bannpoar ¥Ma BUCOK TEpaTOr€HEH NOTEHLUHMAT H AeUATa, ¢ eKCMO3HLMA N ufero Ha BANNPOAT €a ¢

BHCOK PHCK OT BpPOJIEHH MaiOopMallii U HAPYLLIEHHUS B pa3BUTHETO HA HEPBHATA CUCTEMA (BXK.
To4Ka 4.6).
HenakuH XpoHo 300 mg e MpOTHBOMOKA3aH NMPH CNEAHUTE CUTYALIHM:

| JleyueHH€e Ha ENUACICUSA

. Mo BpeMe Ha OpeMeHHOCT, OCBEH KOTaTo HAMA MOAXONAUIO aTEPHATHBHO JICYeHHE (BXK.
ToukHd 4.3 u 4.6).

 * [pH XKEHHU C AeTepoeH MOTEHLKA, OCBEH KOTaTO Ca U3NbJIHEHH YCI0BUATA Ha [Iporpamara

3a Apeaiiazzane ot OpeMeHHOCT (BXK. TOUYKH 4.3 u 4.6).

Jleuenue Ha OUMOAIPHO Pa3CTPONUCTRO
. o BpeMe Ha OpeMeHHOCT (BXK. TOYKH 4.3 U 4.6).

. [MpH XEHH ¢ AETepOACH MOTEHIIMAJ, OCBEH KOTATO €a W3MBIIHEHH yC/I0BUATa Ha [Iporpamara
3a npeAna3spade oT OpeMeHHOCT (BXK. TOUkH 4.3 U 4.6).

Ycenoeus Ha [Iporpamata 3a npeana3BaHe 0T OpeMeHHOCT
[TpeanuceawmsT nekap TpaOBa ga rapaHTHpa, ue
. WHAWBHIYaTHHUTE 00CTOATECTRA TPAOBaA 1a OBAaT OLEHABAHH BBB BCEKH OTAENEH CTyvaii,

KaTO MauHeHTKaTa ObAc BKIIOYEHA B JUCKYCHATA, 34 4 C€ rapaHTUPA aHrAKHPAHOCTTA |, Ja

ce 00CHAST TepaneBTHYHHTE Bb3IMOXKHOCTH M Ja CE€ rapaHTupa HEMHOTO paszOupaHe Ha
PHCKOBETE Y HEOOXOAUMMTE MEPKH 34 CBEKJAHE HA PUCKOBETE A0 MHHUMYM;

| * MNOTCHIIHAJIBT 3d HACTBIIBAHC HA GPEMEHHGCT € OLUCHCH IIpR BCHYKH MMAUHCHTKH OT XK€HCKH

Moit;

. naluMeHTKaTa € pazdopana U npvena puckoBeTe OT BpOAeHH MallbopMallii H HapYLICHUS B
Pa3BHTUETO HA HEPBHATA CHCTEMa, BIUTKOYHTEITHO CTEMEHTA Ha TE3U PUCKOBE 32 AeLaTa, C
eKCMO3HIUA in utero Ha BaNNpoar;

. naiiHeHTKaTa pazdupa HeoOXOAHMOCTTa OT NPOBEXKAAHE HAa TECT 3a OpeMEeHHOCT nNpean /;T 0
]|
7 ﬁ““

3aro4YBaHe Ha ICHCHHUCTC U 110 BpEME Ha JICHCHHCTO, KAKTO € H@OGXOI[HMO,
. NMAIHUCHTKATA € KOHCYJITHPaAHA 10 OTHOWCHHC HAa KOHTPAUCNUHATA H © B CbCTOAH

Oe3 HPEK'BCBEHE Mo BpEME Ha LUCTHA NEPpHOA HA JICHCHHUE C BANIIPOAT,

| -




. NalHeHTKaTa pa3drpa HeoOX0IUMOCTTa OT PEAOBEH (IIOHE BEJHDBK FOAHIIIHO) Mperiel Ha
JIEYEHHETO OT CIIELIHAJIHCT ¢ ONHUT B JICHEHUETO Ha EMWICTICHA, OMNIONAPHO Pa3CTPOMCTRO;

. MallMEHTKaTa pazdupa HeoOX0MUMOCTTA Aa & KOHCYJITHpa CbC CBOA JIEKap BeAHara oM
[LIaHHpa OPEMEHHOCT, 3a /Ia C€ OCHTYPH CBOCBPEMEHHO OOCHKIaHe H NIPEMUHABAHE KbM |
AJITEPHATHBHH BE3MOXKHOCTH 32 JICUEHUE NPEAH 3a4YEBAHETO H IIpeH Ja ce [IPEeKpaTH |
KOHTPALUCIILHATA;

. nmanyeHTKaTa pa3dupa HeoOX0AHUMOCTTA OT CNellHa KOHCYATAalua ChC CBO JIEKAp B CIIy4aH Ha
OpeMeHHOCT;

. MalHEHTKATa € Noayuriia PEKOBOICTBO 3a NMALHMEHTA,

| o MalHeHTKaTa OTBBPXKAABA, e € pazfpasia ONacHOCTHUTE H HEOOXOAUMMTE NpEeANa3HH MEPKH,

CBBp3aHM ¢ ynotpebata Ha panmpoat (I'oauiueH GopMyap 3a NOTBLPXKICHHE OCH3HABAHETO |

Ha pUCKa). .

Te3u yCJIOBHA C€ OTHACAT M 34 )KEHHU, KOUTO IIOHACTOMIIEM HE Ca CEeKCYaTHO aKTHBHH, OCBEH KOrarto |
NPENNTUCBAIIMAT JIEKap CMATA, He ChLISCTBYBAT yOe1uTeIHH IPUUHHH Aa C€ TOCOYH, Ye HAMa PHCK
OT HaCcTHLIIBaHE Ha OpEeMEHHOCT.

1 Jlena OT JK€HCKH MMOJ

. [TpennuceaiuTe Jekapyu TpaOBa Ja ca CHIYPHH, Y€ pOAUTE/IUTE/IToNaraliUuTe rpyuxky 3a aeua |
OT MEHCKH 1o pa3dupaTr HeOOXOAHMOCTTA [1a C€ CBBPXKAT ChC CIICLIMATIMCT BeAHAra cien .
KATO JIETETO OT *KEHCKH MOJI, KOETO NpHeMa BaJlIpoaT, oJIY4YH MEHapXe.

. [IpeanucpalnuaT nekap TpaOBa na rapaHTHpa, Ye poAUTETUTE/TIONaraltMTe FPHXH 3a AEUA OT
JKEHCKM MOJI, KOUTO Ca MOJMYYHIIH MEHapXe, ¢a MOTyYHId oaApodHa HHPopMaLus 3a
PHCKOBETE OT BpOAEHHA MaopMalMi H H30CTaBaHE B Pa3BHTUETO HA HEPBHATA CHCTEMA,
BKJIFOUHTETHO CTEMEHTA Ha TE€3H PUCKOBE 3a KeLaTa ¢ CKCIIO3ULIMA in ufero Ha BaInpoar.

. [Tpy narueHTKH, KOUTO Ca NOJIYYWIH MEHApXe, MPEATIMCBALLMAT Jiekap TpsAOBa Ja NpeolcHABa |
€XKEro/HO HYXKIaTa OT Tepalus ¢ BaInpoaT ¥ Aa 0OMHCIH aTepPHATUBHH BH3MOKHOCTH 32
fevyeHHe. AKO BAJIMPOAaT € €AHHCTBEHOTO NOAX0AA1LO JieyeHue, TpsOBa aa ce o0cpau
HeoOXOAMMOCTTA OT M310N13BaHe Ha €()eKTUBHA KOHTpaLenius U BCUYKH JpPYTH YCJIOBUA Ha
[Tporpamara 3a npeanasBaHe 0T OpeMeHHOCT. CieUHATHCTLT TPAOBa Ka MONOXKU BCHUKH
YCHJIHA JETETO OT XKEeHCKH MO Ja MPEMHUHE Ha alITEPHATHBHO JIEYECHHE, TIPEH 1A €
HaBBPLIKIO MBJIHOIETHE.

Tect 33 OpeMEeHHOCT

[Npeay Ha4anOTO Ha NIEUEHHETO ¢ BajanpoaT TpabBa Aa ce u3kmoyn OpemenHoct. He Tpabea aa ce
3aMo4Ba JICYEHHE ¢ BATIIPOAT NMPH XKEHM ¢ ACTEPOISH NOoTeHUHan 6€3 OTpUNaTeneH pe3yrar oOT
TECT 3a OpeMeHHOCT (KpbBeH TeCT 32 OPeMEHHOCT), MOTBBPAEH OT JIEKap, 3a Jia ¢& M3KITIOUH
HeX<enaHaTa yrorpeda no speMe Ha OpeMEHHOCT.

KoHTpauenuns |
XKennre ¢ nereposieH NOTEHLMAN, Ha KOMTO € MPEAMUCaH BajinpoaT, TpAOBa 1a U3noa3Bar |

e)eKTHBHA KOHTpalerniusa 0e3 npeKsCcBaHe Npe3 LUeNH nepyol Ha neueHue ¢ sannpoar. Ha tesan |
nmaliMeHTKH TpAOBa Na ObJe MpeAOCTaBeHa u34yepnarTeHa HHGpopManusa OTHOCHO NMPeAna3BaHeTo oT |
OpeMeHHOCT H TpAOBa Aa OBJIaT HACOUEHH 3a ChbBET OTHOCHO KOHTPALEILIUs, aKO HE U3MOJ3BaT |
eekTHBHA KOHTpauenuus. Tpabpa Na ce U3non3Ba HaW-MaNKo eUH e(EKTHBEH METO 34 |
| KOHTpaLenuys (3a npeAno4uTaHe HeaBUCHMa OT notpeburens gopma, KaTo HaIpUMep |
| BhTpEMATOYHA CIIMpaa WK UMIUIAHTAT), WIH JiB€ AOITbJIBALLY ce POPMH HA KOHTpALETILIMS,
BKJIIOUHTEIHO Oapueped MeToa. URauBUayaTHUTe 0OCTOsITENCTBA TPsAOBa Aa c€ OLEHABAT NpU
BCEKH OTHENEH CTyyal, korato ce n3dvpa METO Ha KOHTpaLeNiHA, KaTo MalHeHTKaTa TpadBa fa
ce BKJIIOYH B 00CHKIAHETO, 3a a C€ rapaHTHpPa HEMHATA AHTKUMPAHOCT H CIAa3BaHeTO Ha .
H30pannTe MEpKH. Jlaxke ma HMa ameHoped, Ta TpsOBa na cna3sa BCHUKY CHBETH 3a €()eKTHBHA |
KOHTpaLENLHA. P A
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MPHNATLINTE B KOHTPONI HA HACTPOEHHETO), KOTaTo 3all04BAT WK NPEKbCBAT NPHEMa Ha
| NpoayKTH, CBIBbPIKALIM ECTPOTEH.
Ot apyra cTpaHa Bajllpoat He HaMalABa e(pMKaCHOCTTA Ha XOPMOHAITHHTE KOHTPaLIeTITHBH

["oaMiileH nperjea Ha JeYSHUETO OT MEAUIIMHCKH CIICHHAIHCT
CnennanucTsT TpaOBa NMOHE BEAHEX FOJUIIHO Ja NPELCHABA Ja/I¥ BANIPOAT € HaH [MOAXOAALIO0TO

| neyeHMe 3a nameHra. CnelyanucTsT TpadBa na 06cbau ['ogumHK QOpMYIIAp 3a TOTBBPKIAECHHE
| 0OCH3HABAHETO Ha PHCKA MPH 3alI0YBAHE HA ICYCHHETO H NPY BCEKH rOAHULIEH Nperjel, U aa
rapaHTHpa, 9€ NMAUHUEHTET € pasOpall ChOBPKAHHETO MY .

IinaHupaHe Ha BpeMeHHOoCcTTa

3a noxasaHHETO eTTWIETNICH, aKO JKEHATA IUTaHHUpa Ja 3abpeMeHee, TepanuaTa ¢ Bannpoar TpadBa aa

Ce MPCONCHH OT CNICHHATHCT € OIIHT B JICHCHHUCTO Ha CITHJICIICHA M A4 CC OOMHUCITAT AJITCPHATHBHH
BH3IMOMHOCTH 34 JICUCHHC. TPHSB& Aa C€ MOJOXAT BCHYKH YCHIIHA, 33 [d CC [TPCMHHC Ha

MOAXOJALIO aNTECPHATHBHO JICYCHHE TNPCIH 3aUCBAHCTO H TMIPEAH MPEKPATABaHEC HA KOHTpALCIUNATA

| (BK. TOuka 4.6). AKO CMAHaTa Ha JIEYEHUETO HE € Bh3MOXKHA, JKeHaTa TpAOBa 1a NMoIy4n
NOMBIIHUTEIHA KOHCYJITALUKUA OTHOCHO PUCKOBETE C BANIMpOAaT 3a HEPOJACHOTO AETE B ITOJKpETa Ha
HHOOPMHUPAHOTO H B3eMaHe Ha pelleHHE OTHOCHO CEMEWMHOTO IIaHHpaHe.

3a rokazaHueTo OMMOAAPHO Pa3CTPOHCTBO, aKO JKeHaTa IUTaHupa Aa 3adpeMeHee, TpaOBa a ce
MpOBee KOHCYJITALMA ChC CIICHAIACT ¢ OMHUT B JICYEHHETO HA OUNOJIAPHO pa3CTPOHCTBO U
JIYEHHETO C Bafpoat TpaOBa Aa ce NPeyCTaHOBH, U aKO € HeoOXOAMMO Ja € MPEMUHE Ha

| aITEPHATHBHO JIEUEHHE MIPEAM 3a4€BAHETO U NPEAH NMPEKpaTABAHE HA KOHTPALIEIILHATA.

B crnyuai Ha OpeMEHHOCT

AKo e€eHa, KOATO ce JIEKyBa ¢ BaJipoart, 3abpeMeHee, T4 TpsOBa He3abaBHO Aa €€ HACOYH KbM
CTIELIHAJIMCT, 34 Ja Ce MPEOoLICHH TeYeHHUETO ¢ BAJIPOAar U J1a ce 0OCHAAT ANTEpHATUBHH
BB3IMOXKHOCTH. [TaLineHTKHUTE ¢ eKCIO3ULIMSA Ha BANNPOAT Mo BpeMe Ha OPEMEHHOCT U TEXHUTE
NMapTHHOPH TpsAOBa a OBAAT HACOUYEHH KbM CIICUHAIHCT ¢ ONMUT B TEPATOIONHATA 32 OLIEHKA U
| KOHCYNTHpPaHE OTHOCHO €KCMOHHpaHAaTa OpeMEeHHOCT (BX. Touka 4.6).

(>apmalieBTHT TPAOBA 1a rapaHTHpa, Ye:

. NpH BCAKO OTITYCKaHE Ha Banmpoar e npegocraBeHa Kapra Ha mauMeHTa v NallMeHTKHTE
pa30upaT HEHHOTO ChABLPKAHHE.
. NALMEHTKHUTE Ca MOCHBETBAHY Ja HE CIUpAT JIEUEHHUETO ¢ BAJNpoaTt U HezabaBHo na ce

| CBBHPAKAT ChC CNICLIHAIIHCT TIPH TUIAHHPAHa WIH IOA03HPaHa GPBMBHH{)CT.

OOyYMTENHU MaTEpHATH

3a ma ce MOAMOMOrHaT MEAHLIMHCKUTE CELHATUCTH U MALMEHTKUTE A3 Ce U30ErHe eKCNO3HIMATA
Ha BAJITIpoaT Mo BpeMe Ha OpeMeHHOCT, TIPUTEKATE/IAT Ha pa3pellieHueTo 3a ynorpeba e
NpeaocTaBin 00y4MTEIHM MaTepHaliM 3a NOACUIIBAHE Ha NPERYIPEKACHHATA H NIPEOCTaBAHE Ha

| ykazaHus oTHOCHO ynorpebaTa Ha BaNMpoAaT MPH AKEHU ¢ AETEPOACH NOTeHUal H HHopMallus 3a
| chabpkaHueTo Ha [Iporpamara 3a npeanaspade OT OpeMeHHOCT. Ha BCUUKM XKEHH ¢ AeTepOaeH
MOTEHIIMAN, KOMTO H3I0JI3BAT BaIpoaT, TpAOBa fa c€ NpeaocTaed PEKOBOACTRO 3a NaLMEHTa U
Kapra Ha nauHeHTa.

Tpsabsa aa ce uanonzea ['ogmuen GopMyndp 3a NOTBBPHKIAECHHE OCHh3HABAHETO Ha PHCKA TIPH
3aM104YBaHE HA NIEUYEHUETO U 1O BPEME Ha BCEKH I'OJMLLEH IIperyied Ha JICYSHHETO ¢ BaINIPOAaT OT
CreLHanyucTa.

Ynorpeba Npyu NauyMeHTH OT MbKKH_[OJ

PeTpocnieKTHBHO 06CepBallMOHHO NMPOYYBaHE [I0Ka3Ba MOBHIUCH PHCK OT Pa3CTPOHCTBA H:// “‘“ -

HEeBPOJOrH4YHOTO pa3BHTHE (neurodevelopmental disorders, NDD) npu geua, unuto da

JEKyBaHH C BaAMpoar npe3 3-Te Mecelia MPEeaM 3a4eBaHEeTo, B CPABHEHHE C Jleuara, unnrd.Gatfiea « .

NIEKYBaHM C JIAMOTPH)KMH WIH JIeBeTUpaLeTaM (BxK. Touka 4.6). \: *'_‘_:.___ _

\‘ ).fa._

H%i--iﬂ It

-—

/,’7




Kato npeanasHa MapKa, IpeANUCBAILUTE JIeKapH TpA0Ba Aa HHGPOPMHUPAT MALHEHTHTE MBKE 3a TO3H
[IOTEHIMANIeH PHUCK (BXK. TOUKa 4.6) U na o6chAAT HeoOX0AUMOCTTa OT OOMHUCIIIHE Ha ePEKTHBHA
KOHTpaLEeNniHa, BKIYUTETHO U 3a TTApTHLOPKATA, 110 BpeMe Ha ynorpedaTa Ha BAINPOAT U B
NpoOABDKEHHE Ha MOHE 3 Mecella clie] MpeKpaTaBaHe Ha JeueHUeTo. [TallMeHTHTE OT MBIKKH MON He
TpaOBa [a IapABaT CriepMa IO BpeMe Ha JICYEHHETO W B POJAB/DKEHHE Ha TIOHE 3 Mecella cien
peKpaTIBaHE Ha JICHCHUETO.

[TaneHTHTE OT MBIKKH IO, JIEKYBAaHH C BAJINPOaT, TpA0Ba pe/loBHO Ja CE MPErJIeKIaT OT JICKYBaLLIUA
'y JieKap, 3a /ia ce npeleH! Jalyd BaJITpoaThT OCTABA HAH-MOAXOAAIIOTO JSYEHHE 3a TAX. 3a [MAlMEHTH
OT MBXKKH [10J1, KOWTO FUIAHKMpaT Aa 3a4YeHAT JeTe, TpAOBa Ja ce OOMUCIAT 1 1a ce 00CHIAT € THX
NOIXOASIIH AITEPHATHBH Ha JIeueHHEeTO. BB BCEKH OTAENCH CiTy4yaid TpAOBa Aa ce OLICHAT
MHOUBHIYaIHHTE oOcToATenCTRA. [IpenopryuTenHO € NpH HEOOX0AUMOCT Aa Ce NOThPCH CHBET OT
CTIEHHATIHCT C ONMT B JICYEHHETO HA €MWICNICUA WK OUNONIAPHO pasCTPOUCTBO.

HanuuHu ca oﬁquennn MaTepHalld 3a MEAMLHUHCKH CIICHHATTHCTH H NNALHTKCHTHTC MBIKE. Ha
ManHECHTHTC OT MBXKKH I[1QJ1, H3TION3BallH BaJllIpOoarT, TpﬂﬁBﬂ Ha CE NMpeaoCTaB pbKOBOACTBO 3a
MapucHTA.

Ilpeoynpesrcoenus

Teowcko yepesdcoane na weprua opob

YcnoBHA 34 Bb3HUKBaHE

Psinko ca HAO/MOAABaHH TEXKY YEPHOAPOOHH YBPEXAaHMS, 3aBBPILBALIU NOHAKOra GaTaiHo.
OnuTHT MOKAa3Ba, Y€ NalMEHTH € NMO-BUCOK PUCK, OCOOEHO B CIYYAUTE HA MHOXKECTBEHA
aHTUKOHBYJICHBHA Teparnus, ¢a A€lla Ha Bb3PacT Noj 3 roAUHU ¢ TeXKKH MPUINIAAbLH, 0COOEHO TE3H €
MO3BYHH YBpeXaaHus, 3a0aBeHO YMCTBEHO Pa3BUTHE W/WIW BPOACHH METa0OJIUTHH HapyLLCHMA,
BKJIOYHTETHO MHTOXOHAPHANHH HapylIeHUS KaTO KapHUTHHOB Ae(PULMT, HAPYWIEHUS B ypeHHHA
uHkbiI1, POLG myTauus (Bxk. Touku 4.3 ¥ 4.4) unu aereHepatdBHU 3a00I9BaHUA.

Cnen 3-roamiiHa Bb3pacT PUCKBT C€ peoyLHpa 3HAYHTENHO U [MPOrPEeCHBHO HAMAIABA ¢ BB3PacTTa.

B noseyeTo caydyan YepHOAPOOHHUTE yBPEXKIAHHA C€ YCTAHORABAT B MbPBHUTE O MEcela Ha JICUCHHETO.

CUMOTOMATHKA

KnMHUYHHTE CUMIITOMH Ca OT ChIIECTBEHO 3HAYEHHE 3a NMOCTABAHETO Ha paHHa QHUarHo3a.
[lo-cniennanHo, CICAHUTE CHCTOAHHA, KOHMTO MOTaT Jia NpeAXoXIar X bJITeHHLaTa Tpa0Ba aa ce
B3eMAaT MpPEeABHI, 0COOEHO NPH PUCKOBH MALMEHTH (BXK. MO-TOpE ,, Y CIIOBUA 32 BB3HUKBAHE *):

- HecTeLIMPHYHH CHMITTOMH; OOMKHOBEHO C BHE3AIMHO HAYANIO KAaTO aCTEeHMA, AHOPEKCHS, JIETaApPrHs U
CHHIKMBOCT, KOMTO MOHSKOra e Npyuapy>KaBaT ¢ NOBTAPALLO CE MOBPBLUIAHE U KOPEMHH DOIKH.

- IPU MAUKEHTH C CMTUICTICHSA, MOBTOPHA MOABA Ha I'bPUYOBETE.

[TaunenTuTe (UK ceMeiicTBaTa Ha OoneayBally aeua) TpAadea aa ObaaT MHCTPYKTHPAHH 4
chOOINABAT BeHAra Ha JIeKyBalllys Jickap NosBaTa Ha TakuBa cumnroMu. HezabaBHo Tpsabsa na ce
M3BBPIUIM 1abopaTOPHO U3CNeIBAHE Ha YEPHOAPOOHATA (DYHKHUA B AOITBJIHEHHE KbM KJIHHHUYEH
npernea.

Habaronenus
H3cnensanusaTa Ha yepHoApoOHHUTE GYHKLMH TPAOBaA 1a C€ U3BBLPIIAT NPEAX JIEYEHHUETO, CIIEN KOETO
NepHOAHYHO npe3 mupBUTE 6 Meceua or TepanusaTa. Cpea oduyaliHuTe U3caeABaHUsA, HAH-3HAUYMMH Ca
M3CJIEIBAHUATA, KOUTO OTPa3aBaT MPOTEHHOBHA CHHTE3, 0CO0EHO NPOTPOMOUHOBOTO BpeMeE.
[ToTBBpKIABAHETO HA HEOOHYAHO HHCKO MPOTPOMOHHOBO BpeMe, 0COOEHO 3a¢AHO C APYrH
OHONOrHYHH OTKAOHEHUA (3HAYWTENIHO HamansaBaHe Ha puUOPHHOreHa U KoarynaudoOHHUTe (GaKTopH;
[IOBHLIIEHO HUBO Ha Ow1HpyOHH M NOBHILEHU TPAaHCAMHHA3W) HajlaraT cniMpaHe Ha tepanudara ¢ Jlenakun
XpoHo 300 mg. Karo npeanassa Mapka U B CiTy4yail Ha €JHOBPEMEHEH NMPHEM Ha CaIMUM/IATH,
[MOCJIEIHUTE ChIO TPAOBa Aa ce cnpaT, Thd KaTO UMAT ChUIMA TBT Ha MeTabonH3UupaHe. "
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Tepanuara. Mankure neua ca ocobeHo prCKOBa IpyIia, HO TO3HM PUCK HaMaJlfaB4 ¢ YBEIHYaBaHE HA
BB3pacTTa. TEXKKHUTE rbPYOBE, HEBPOJIOT HYHHTE HAPYLUEHUA HIIH AaHTHKOHBYJICHBHA TepalHi Morar Ia
ca puckoBH (hakTopu. YepHoapoOHaTa HEOCTATEYHOCT C NAHKPEATHUT [TOBHINIABA PHCKa OT aTalieH
W3XOI. |

[MarpieHTHTE ¢ KOpeMHH OONKH TpsAOBa He3a0aBHO Aa ObAaT npernesaHd. B ciyyaid Ha naHkpeaTHT,
JIeYeHHETO C Bajpoar TpAadBa oa ce ripeyCTaHOBH.

Cyuyuonu mMucnu u noeedenue

Cpo6llaBaHy ca CyHLIMIHA HOCAUKHA M MOBEAEHUE MPH MALHEHTH, IEKYBaHH ¢ MPOTHBOEIWICIITHYHY
CpeICTBA MPH HAKONKO NoKa3aHuA. MeTaaHanus Ha paHAOMHU3HpaHH MW1anebo KOHTPOIUPAHH
W3MHTBAHHUA HA MIPOTHBOETIJIESNITHYHHM fIEKAPCTBA CBHLLO MOKA3BA CN1a00 MOBHUIIEH PUCK OT CYHLIMAHA
Haealud ¥ nosereHue. MexaHuamMeT, KOHTO 06ycriaBa TO3HM PUCK HE € U3BECTEH U HATUYHUTE JaHHH
He M3KTI0YBAT BE3MOMXKHOCTTA 3a NIOBHIUEH PHCK IIPH NPUEMaHe Ha HATPHEB BAINPOAT/RAIIPOSBa
xkucenHHa. CnenoBaTesiHO, MalMeHTHTe TpAOBa Aa OBbJaT npociieAsBaHy 3a NPH3HALM HA CyHLMAHA
Maealusa H noeeaAcHHe H TpAOBa na 6vae oOMUcneHo noaxoaduio neyenue. [lannenture (u
Sonnorneaauute) TpadBa na ObpaAT CHBETBAHU A THPCAT HE3a0aBHO MEAMLIHHCKA KOHCYIITALMA, ako
BB3HMKHAT MPU3HALIM HA CYULIHJIHA Ueallis WM NOBEACHUE.

Cpeocmea, coOvprcamu Kapbanerem
EnHoBpemeHHaTa ynoTpeda Ha HaTPUER BAILPOAT/BAIIIPOEBA KUCEIHHA H KapOarneHeM He ce
npenopbyBa (BxK. ChILLO TOUYKa 4.5).

Iayuenmu ¢ u3eecmno Wil ROOO3UPAHO MUMOXOHOPUAIHO 3aD01A8aHE

Bannpoat Moxe a MpeAv3BHKA WM [a BJIOIIH KIMHWYHHTE TIPH3HALM Ha MOUIeKALIHTE
MHTOXOHAPHAJIHY 3a00a9BaHUs, IPUYHHEHH OT MyTalMu B muToxoHapuandata JIHK, kakro u B
koaupaiua POLG sapes ren. [lo-cnenuanHo, no-BUCOK NPOLEHT Ha BaJNpoaT-UHAYLMpaHa 0cTpa
YyepHOAPOOHA HEOCTATLYHOCT M CBBP3aHa C YEpHUA ApoO CMBPT ce ChoOI1ABa MPH MaLUEHTH C
HaCIeACTBEHH HEBPOMETADOIMTHH CHHAPOMH, MMPUUYHHEHU OT MyTaLlUi B KOAUPALIUAT
MHUTOXOHIPHAITHHA eH3uM noaumepasa y (POLG) ren, nanp. cunapom Ha Alpers-Huttenlocher.
Hapywenus, cesp3anu ¢ POLG, Tpabera aa ce nogo3upar 1npy NalyeHTH ¢ ¢aMiIiHa aHaMHE3a HIH
Haco4YBalllH CHMIITOMM Ha ¢cBBp3aHo ¢ POLG HapyilleHHe, BKIKOYHTEIHO, HO HE ¢aMO HEOoOSCHHUMA
eHLedanonaTui, peppakrepHa emuwiencHs ((pokaiHa, MUOKIIOHHYHA), CTATYC ENMWIENTHKYC C
KIMHUYHA MpOABa, H30CTABAHE B PA3BHUTHETO, ICMXOMOTOPHA PErpecHs, akCOHaIHa CEH30MOTOPHA
HEBPOTIATHS, MHOTIATHA, LepedenapHa aTakCHs, OQTAIMOIUIETHA WIH YCIOXKHEHA MHIPEHA C aypa B
okumnurandara obnacr. TecrsT 3a POLG MyTanus ce u3BbpiiBa B CbOTBETCTBHE C HACTOALLATA
KIMHAYHA MPAKTHKA 32 AHArHOCTHYHATA OLIEHKA HAa TaKUBa HapyleHus (BxK. Touka 4.3).

Ymescnenu koneyacuu

KakTo ¥ npH ApyIrH aHTHENWISNTHYHH JIEKAPCTBA, HAKOM MalMEeHTH MOTaT Ja MoJyyaTt, BMECTO
noaoopexne, oOpaTHMo BOILIABAHE - YBENHWYEHH YECTOTA ¥ HHTCH3UBHOCT Ha KOHBYJICHHUTE
(BKIIOUMTENHO BAOLUECH ENMUWIESNTHYEH CTATYC), HIHU MPOsSBA HA HOBH BHMI0BE KOHBYJICHH IPH
MPHIOKEHHE Ha BAINpOaT. B ciTyualt Ha yTe)XHEHH KOHBYJICHM, NaUUeHTHTE TpAOBa na Obaat
NOCHBETBAHH A C€ KOHCYJTHPAT He3abaBHO ¢ ekapa cH (BX. Touka 4.8).

Texrcku KodcHU HedCeNanl pearyui U aHzuoedem

Texxku koxxHM HexkenanM peakunu (Severe Cutaneous Adverse Reactions, SCAKRS), kaTo cHHApOM Ha
Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcHuHa envaepManiia Hekponnsa (Toxic
Epidermal Necrolysis, TEN) u nekapcTeena peakuus ¢ €03MHOPWIHA U CUCTEMHH CHMITOMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputema MynTudopmMe U aHruoeieM, ca
cbOOIEeHH BbB Bpb3Ka C JieueHneTo ¢ Bannpoart. [launenture Tpabea ga Obaar undopmupanu 3a
MPU3HALIMTE H CHMITTOMHTE HA CEPHO3HW KO)KHH MPOABY U Aa 0baaT HabmoaaBaHU BHUMAaTeNHo. B
cTyyaii, ue ce HaOnrogaear npusHauv Ha SCARSs wnu anruoenem, e HeodOxoavma Obp3a oue HKQ M- — .

JIe4EHUETO TpAOBa J1a ce NpeycTaHoBY, ako AHarHo3arta Ha SCAR vy auruoenem ce no fﬁw' A {f N
fL_w ™
Ilpeonaznu mepKu npu ynompeba / ,Jﬂ;;‘ N Y {;
[Tpeau 3anouBaHe HA NeueHUETO TPAOBA Na ce U3BBPILIAT U3C/IEABAHNS Ha t{epﬂﬂﬂpnﬁﬁmef Q)ymcuuﬂ Ayt
(k. Touka 4.3 [IpoTuBONOKa3aHuUs ), U NEPHOAHUYHO MNpe3 MBPBUTE 6 MeceLa, 0COOEHD HpP\pHcHGBH o
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nauueHTH (BX. Touka 4.4). [Ips npoMeHH B CHITBTCTBALUMTE TEKAPCTBEHH MPOAYKTH ([IOBUIIABAaHE HA
103aTa Wid nobassiHe), 3a KOHTO € H3BECTHO, Y€ BIIMAAT Ha YEpHHA Apod, MOHUTOPUPAHETO HA YepHUA
npob Tpabea na ce pecTapThpa cnopen cilydas (BIKTE CBILO TOYKA 4.5 OTHOCHO PHCKA OT YBpeXIaHe
Ha YEepHHS Jpo6 CbC CATHIIWIATH, APYTH AaHTUKOHBYJICHBHH CPEACTBA, BKIIOUHTEIHO KAHAOHIHON).
KakTo npy noBe4yeTo NpOTHBOCMIIENITHYHH IEKAPCTBa, MOXKeE 1a ¢€ 3a0€/1€XKH JIEKO NOBHILCHHE Ha
4yepHOApOOHHTE CH3UMH, 0OCOOEHO B HAUANIOTO Ha TEPanHATa; Te Ca NPEXOAHHM U u3onupaHH. [IpH Te3n
MalHEHTH Ce MPenopbYBaT MO-3aTbJ00UCHH JIa00PaTOPHH H3CIECABAHMS ( BKIKOYHTEIHO
NpOTPOMGHHORBO BpeMe); MOKe Ja ce oOMHCIH KOpUrUpaHe Ha 103aTa, KaTo IpH HEOOX0AMMOCT
CHOTBETHMTE H3CHEABaHHA TPAOBA Ja Ce MOBTOPAT.

[Ipenn 3anovBaHe Ha JIeUEHHETO WIH NPEH ofepaliis, KakKTo U B CJTy4ad Ha CIIOHTAHHO
KPbBOHACAAaHE WIH KbpPBEHE CE€ MPEenopbYBAT KPHBHH M3C/eABaHHA (IThJIHA KPbBHA KapTHHA,
BKJTIOYMTEIHO Opoit Ha TpOMOOLIMTH, BpeMe Ha KbpBeHe) (Bk. Touka 4.8 HexxenaHH 1eKkapCTBEHH

peaKLUH).

Brnnpeku ye MMYHHHU HapyIIEHUA ¢a HaOmoAaBaHH CaMO KaTo H3KTIOYEHHE 110 BpEME Ha
npunoxenueto Ha JlenakwH XpoHo 300 mg, noreHuHanHata nonsa ot Jdenakuu XpoHo 300 mg
TpsAOBa Aa CE OLICHHM CIIPAMO MOTEHLMANIHATA OMACHOCT MPH NAUHEHTH CBC CHCTEMEH JIYITYC
epUTEMaTO3YC.

HapyineHus B ypelHUs HUKBI M PUCK OT XHITEPAMOHHEMMUS

[Ipu nopo3upaH eH3UMEH AePUIIMT HA YpeiHUA LMKBI, IPeIy JIeUeHHETO TPAOBa a ce H3BbpLIAT
MeTaDONIHTHH H3CAEABaHHSA, TIOPAJIM PUCK OT XUIIEPAMOHUEMHUA, 3apaJH Baanpoar (BxX. TOUKH 4.3 U
4.4 TlaumeHTH ¢ PHCK OT XHIMOKaPHUTHHEMHA H Texko YepHOapOOHO yBpeKIaHe).

[TarHeHTH C PUCK OT XHITOKAPHUTHHEMUS

[TpunokeHUeTO Ha BANNPOAT MOXeE [a NPpEAN3BHKA IM0ABATA WK BIOLIABAHETO Ha
XUIMMOKAPHUTHHEMHES, KOATO MOXeE [1a A0BEAE 10 XUNIepaMOHHEMHUs (KOATO MOXKE 1a JOBEAE A0
XunepamMoHeMuuHa eHuedanonartusa). Habnroaaeanu ca 1 apyrd CUMIITOMH, KaTO YEPHOApOOHa
TOKCHYHOCT, XUIMOKETOTHYHA XUIIOTTUKEMH S, MHOTIATHA, BKJIIOUHTENHO KApJHOMHONATH,
pabaoMuonu3a, CHHApoM Ha (DaHKOHH, MTaBHO NPH NMALMEHTH C PUCKOBY (PAKTOPH 3a
XHUIIOKAPHUTHHEMHSA HWIH C Beue ChlileCTRYRallla XUnokapHHTUHeMuUd. [laLneHTHTe ¢ MOBUILIEH PHCK
OT CHMITTOMAaTUYHA XHITOKAPHUTHHEMHMA [IPH JICYEHHE C BAIINPOAT BKIIOUBAT MALIMEHTH C
MeTaOOMUTHU HapYILICHHA, BKIIOYUTETHO MHTOXOHAPHAIHY HapyLICHHS, CBBLP3aHH C KApHHTHHA (BX.
chIUO TouKa 4.4 ITaLMeHTH ¢ H3BECTHO WM NMOJO3HPAHO MUTOXOHAPHATIHO 3a00NaBaHe U HAPYLUEHHA
B YpeiHMA UHKBJI U PUCK OT XHUMIEPAMOHHMEMUS ), HAPYLUEHHS B XPaHHUTETHUSA [IPHEM Ha KAPHUTHH,
MalHEHTH Ha BB3pacT noA 10 roaMHy, eqHOBpeEMEHHA yrioTpeda Ha NUBalaT-KOHIOTHPaHU JIeKapCcTBa
WIH Ha JpYTH AHTUEMWIETITHLIM.

[TaupeHTHuTe TpaOBa Aa OBAAT NpeIyNpeAcHY Aa choOIWaBaT He3a0aBHO 3a BCAKAKBY NPU3HALM Ha
XHIepaMOHHEMHS KaTO aTaKCHA, HApPYIIEHO Ck3HaHHWe, MoBpbllaHe. Tpadpa aa ce odMucnn nodassaHe
HA KAPHWUTHH, KOrato ce HabnoaaBat CHMIITOMH Ha XUITOKapHUTHHEMHUA.

[TateHTH ChC CHCTEMEH TTHPBUYEH KAPHUTHHOB ACQHLIHT ¥ KOPUrHpaHa XUMOKAPHUTUHEMHS MOrar
Aa OBbJAT JIEKYBAHH ¢ BaJMPOAT CAMO KO TNOJI3HTE OT JICUEHHETO C BAIINPOAT HAABHILIABAT PUCKOBETE
Mpy T€34 NAaLMEHTH M HAMA TepaneBTH4Ha antepHaTuBa. [Ipu Tean nauneHTn TpsadBa na ce npwiara
MOHHTOPHHE Ha KADHHUTHHA.

[laLeHTHUTE C OCHOBEH AePHUNT HA KapHUTHH naJMuToW TpaHcdepasza (CPT) tvn Il tpabBana
Gb1aT peIynpeneH: 3a NO-FONEMHs PUCK OT pabAOMHO/H3a PU PHEM Ha Banmpoat. [1pu Tesn ™ 4 7., o
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[TarpeHTHTE TpaOBa Oa OBAAT NPEAYINIPEACHHM 32 PHCKa OT HaJJaBaHe Ha TErIO B HAYaJIOTO Ha
JICYEHHETO, U € HeOOXOMUMO J1a ce MpeAnprueMe MOAXOAAINA CTpaTerys 3a HaMaissBaHe Ha TO3H PHCK
10 MHHUMYM (BX. TouKa 4.8 HexenaHu 1eKapCTBEHH PEaKLHHU).

[TaumeHTH ¢ HaTMYeH AedUUMT HA KapHUTHH naaMuToua Tpadcpepasa (CPT) tun 2 Tpabsa na O6vaar
npeaynpeAcHH 3a MO-rojifiM PUCK 0T pabaOMHOIIN3a, KOraTo pyeMar BaJllpoar.

He ce IpEnoper4YBa NPHEMAHETO Ha alIKOXOII [10 BPEMC Ha JICUCHHC C BAJIIIPOAT.

JAeua

[Tpu neua Ha BB3pacT NMOX 3 rOJMHHU ce MPENOPBbYBA MOHOTEPAMNHS NpH IpEeANHCcBaHe Ha JlenakuH
XpoHo 300 mg, HO Npeau 3anoyBaHe Ha TepanuATa, NOTEHUWANTHATA Noj3a oT Jlernakud XpoHo

300 mg TpabBa aa ce OLIEHH CIIPAMO PUCKA OT YepHOAPOOHO YBpEXKIaHE WIH MMTaHKPEAaTHT NPH TAKHBA
maueHTH (BK. Touka 4.4, Texkko yBpexaaHe Ha YepHU Jpod M BxK. ChILO TO4YKaA 4.5).
EnnoepemeHHaTa ynoTpeOa Ha canuisiaTi TpAOBa aa ce W304rea npH Aeua noji 3 roAMHHU MopajiH
OMAaCHOCT OT YepHOAPOOHA TOKCHYHOCT (BX. CHIUO TOYKA 4.5).

bLOpeuHa HEAOCTATHLYHOCT
Moxe 1a ce HaJIO)KH HaMaJIABaHe Ha nosara. 1'bH KaTo NpocieAsBaHETO Ha IUIa3MeHaTa

KOHLIEHTpALIMs MOXKe /ia € MoJBeXKIAIo, 103aTa TpAdBa 1a ce KOpHrupa cbobpa3HO KIMHHYHOTO
NpocheasBaHe.

HaTpun
To3u nekapcTBeH NpoayKT cbabpxka 28,31 mg HaTpuii BLB BCAKA TAONETKA, KOUTO Ca EKBUBAJICHTHH

Ha 1,4% OT npenopbLUHTENHNSA MaKcHMaJIeH AHEBeH nipueM Ha C30 ot 2 g HaTpuil 3a BB3pacTeH.
4.5 B3aumoaelcTBHH C APYTH JIEKADPCTBEHH NPOAYKTH H APYrH (OPMH Ha B3aHMOJeHCTBHE
BinaaHe Ha BAINPOAT BLPXY APYrH JEKAPCTBEHH CpeACcTBa

Hesponenmuyu, MAQO unxubumopu, anmudenpecanmu u 6eH300ua3enuHu

HenaxuH Xpono 300 mg Moxke 1a noreHUMpa epeKTa Ha IPYTH NCHXOTPOIHY CPEACTBA KATO
HeBponenTUUX, MAO HHXUOUTOpH, aHTUAETIPECAHTH U OeH30IHA3ENHHU; CIIENOBATEHO CE MPENOpPLYBa
KJIHHHYHO NpOCiesBaHe, KaTo MpH HEOOXOAUMOCT No3ara TpadBa Aa ce KOpHTHpa.

Jumuu
HernakuH XpoHo 300 mg HaMa ePeKT BLpXY [Ta3MEHHUTE HUBA HA JIATHA.

Denobapbuman

Henaxun Xpouo 300 mg nosuinapa nnasMeHUTe KOHLICHTPALIMK Ha peHobapOuran (nopaau
HHXHOHpaHe Ha YepHOAPOOHHA KaTaboJIM3bM) H MOXKE [1a C€ CTHIHE [0 CEaLys, OCODEHO NpH aeua.
Cie10BaTENHO, Npe3 MbPBUTE 15 AHH 0T KOMOHHHUPAHOTO JICYEHHE, CE TIPENOPBYBA KITHHUYHO
npociie/IiBaHe ¢ He3a0aBHO HaMa/IABaHe A03aTa Ha PeHoOapOUTall NpH BE3HHKBAHE Ha celallls, KaTo
npH HeoOXOAHMOCT Ce U3C/IeABaT MIa3MEeHUTE HUBA Ha eHoDapOuTa.

[ pumuoon

Henakuu XpoHo 300 mg nopMiiiaBa IJ1a3MeHUTE KOHLICHTPALYH Ha IPUMH/IOH C YTEXKHABAHE Ha
HEYKEJIAHUTE MY Peakliiu (KaTo cefallus); TE3H NMPH3HALIH H3YE3BaT MPH ABATOCPOYHO JICUSHHE.
[lpenopbura ce KIIMHUYHO APOC/EeNABaHEe, OCOOEHO B HAYAIIOTO Ha KOMOMHHpAHA TEpanyd v NpH
HeOOXOAUMOCT — KOPEKLIUSA Ha J03aTA.

Denumoun }/ )¢ ;; \
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KIMHUYHO NPOCTieiBaHe; KOraTo ce H3CNeABaT IUIa3MEeHHTe HHBA Ha QEHHUTOHH, TpSOBa Ja ce onpelesiv
cBoOO/THATA (hopMa.

Kapbamazenun

Hamuie ca choOLIeHHS 3a KIMHHYHA TOKCHYHOCT MPH CBBMECTHO MpWIaraHe Ha BajIpoar ¢
kapGaMazenuH, Thi KaTo BAJIMPOaT MOXE Aa MOTEHIMpa TOKCHYHMA eeKT Ha KapOamasenuH.
TpenopbyBa ce KIHHHYHO MpociieIaBaHe, 0COOEHO B HAUAIOTO Ha KOMOMHHMPAHATA Tepanus, KaTo NpH
HeODXOAMMOCT J103aTa C€ KOPHIHpa.

Jlamompudicun

HenaxuH XpoHo 300 mg HamangBa MeTab0MKM3Ma Ha TAMOTPKHUH H YBEIHYaBa CPEIHHA MY
MOJTY)KHBOT TOYTH ABA ITBTH. ToBa B3auMOAEHCTBHE MOXKE Ja AOBEAE 10 YBENHUYECHA TOKCHYHOCT Ha
JTAMOTPHKWH, B YACTHOCT CEPHO3HM KOKHH OOPHBH.

CnemoBaTeNTHO, MPENOPBYBA & KIHHUYHO HaOMOACHHE U KOPUMIUpaHe Ha J03aTa (HaMa/iBaHe [103aTa
Ha JJAMOTPIKHH) KOraTo € HeoOX0XUMo.

3uoosyour

Banrmpoat MoXe 1a MOBMIIM IU1a3MeHaTa KOHLIEHTpaLMs Ha 3UA0BYAUH, KOETO fa I0BEE N0 MOBHILIEHA
TOKCHYHOCT HA 3WAOBYHH.

Denbamam
Bannpoesata KuceMHa MOXKe [1a HaMaJld CpeHHs KIMPBHC Ha ¢enbamar ¢ 1o 16%.

Onanzanum
Bannpoepata KHMCETMHA MOXKE J1a HAMAJIU KOHLICHTPALUMATA Ha OJlaH3arHH.

Pygunamuo

Bannpoeeara kucenuHa MOXe 1a IOBEJIE 10 YBEITHYABaHE Ha IU1a3MEHUTE HHBa Ha pypuHaMu. Tosa
yBEIMHEHHE 3aBHCH OT KOHLICHTPALMATa Ha BAJIMPOERa KHCceMrHa. [ToBHIIEHO BHUMaHHE C€ H3HCKBa
OCOOEHO MMPH JeLa, Thi KAaTO TO3U e()EKT € [10-BHCOK B Ta3H MOITYJIalus.

IIponogon
BannpoeBata KuceHHa MOYKe A0 AOBEJE A0 YBeJIMUaBaHe HUBATa Ha npornodon B KpeeTa. [Ipn
eIHOBpeMEHHATa yroTpeOa ¢ Banmpoat, Tpsadsa Ja ce 0OMHCIIM HaMaJIsBaHE Ha 103aTa Ha nmponodoJ1.

Humoounun

EnHOBPEMEHHOTO JIEMEHHE ¢ HUMOIMITHH U BA/INPOEBa KHCEJIMHA MOXKE J1a YBEIUYH IJTa3MeHaTa
KOHLIEHTpaLMa Ha HUMOAWITHH ¢ 30 %. CnenoBatenHo, TpAOBa Aa ce HAMAIH 103aTa Ha HUMO/IWITHH B
CITy4ad Ha XHUITOTEH3HUS.

Bananue HA APYIH JIEKAPCTBa BLPXY BAJANPOAT

[TpoTUBOENMAENITHYHHTE CPeICTBA C €H3UM-UHAYLHpALL ePeKT (B TOBA YUCIO (PEHHUTOHH,
deHoOGapOuTan, kapbaMazenHH) NOHWKABAT CEPYMHHTE KOHLEHTPALMH Ha Ba/lInpoat. B ciryyait Ha
KOMOHHHpaHa Tepariui, 103uTe TPA0Ba [1a C€ KOPUTHpaT CHOOPAa3HO KIIMHUYHHA OTIOBOP U HHBOTO UM B

KPBBTA.

Ot apyra cTpasa, komOuHauumaATa ot dendamar ¥ BANNPOAT NOHWKABA KIAMPBHCA Ha BAIIIPOEBATA
kucenuHa ¢ 22% a0 50%, ¥ cnegoBaTeNHO yBEIMUAaBa IUIa3sMEHUTE KOHLEHTPALWH Ha BajnpoeBara
kucemuHa. Jozara Ha Bannpoat TpaOBa 1a ce Habnronasa.

MeTabonuTHTEe Ha BANNIPOEBaTa KHCEJIMHA MOTaT Aa C€ YBEJIMUaT B CyYad Ha eqHOBpPeMeHHa ynotpeda ¢
denyTorH WM peHobapbuTtan. CnegoBaresnHo, MALMEHTHTE JIEKYBAHH C TE3Y JBE JIEKAPCTBA TPAOB&-d —~0w_
ObJaT BHHMATETHO HAabMoAaBaHy 3a NpU3HALM ¥ CUMITOMU HA XUIIEPaMOHHEMHUS.
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B ciyyaii Ha eqHOBpeMeHHa ynoTpeda Ha BAINpoaT U CHITHO CBBP3aHH ¢ NPOTEHHHUTE BEILECTBA
(acnUpUH), CEpyMHUTE HUBA Ha CBOOOAHATA BAIMPOEBA KUCEIHHA MOraT J1a Ce MOBMIIAT.

B cayuali Ha eqHOBpeMeHHA yrioTpeba Ha BUTaMHH K-3aBHCHMH aHTHKOAryJIaHTHH (akTopH, Tpsadea na
ce U3BBLPIIBA CTPOro NMpOCIeNIBaHe HA NPOTPOMOHHOBOTO BpEME.

Husata MeTaGonuTHTE Ha BaNNpoeBaTa KUCEAHMHA MOTaT 13 ¢€ MOBHINAT (BCIICACTBHE Ha peayLHpaH
yepHOApoOeH MeTaboNMH3BM) B CITyyaii Ha €JHOBPEMEHHA yIioTpeba ¢ LIMMETHIMH HIH €PHTPOMHLHH.

Kapbanenem (naHUIIEHEM, MEPOIIEHEM, UMHITEHEM)

HamanssaHe HUBATa Ha BAlIPOEBa KMCE/IMHA B KPBBTA, Ca OWIN AOK/IaABAHH NPU €JHOBPEMEHHATA
yrioTpeba che ChALPKALIM KapbaneHeMH CPEACTBa, BoACIY 10 Hamanaeane ¢ 60-100% HuBarta Ha
BAJIPOEBa KHCETHHA B MPONKDKEHHE Ha 2 AHH, TOHAKOra CBbp3aHo ¢ rppuose. [lopamu 6Bp3010
HAYaIO U CTEMEHTA Ha MOHW)XABaHe, eTHOBPEMEHHOTO NpHlaraHe Ha ChIAbPKallH KapOancHeMH
CpencTBa IPH NaLMEHTH CT2a0MIM3UPAHH Ha Ba/ITPOEBa KUcenuHa Tpadsa 1a ce U3baArea (BX. Touka 4.4).
AKO NIEYEHHETO C Te3H aHTUOHOTHLIM MOXKe f1a ce u3berte, TpaOBa Ja ce U3BBPIIH CTPHKTHO
npocjieAsBaHe Ha KpbBHUTE HUBA Ha JenakuH XpoHo 300 mg.

Pugbamnuyun

Moske na MOHWKH KPHBHHUTE HHBA Ha BANIPOEBa KMCEJIMHA, KOETO BOAM [0 JIUIICA Ha TCpaneBTHYCH
edpexT. ETo 3a1110, MOJKe 1a c€ HAJIOXKU [103aTa Ha BAINPOAT Ja C€ KOPHUTHPA NMPH ChbBMECTHO
NPUIIOKEHME C pUGaMITULIMH.

IIpomeasnu unxubumopu
[Tpu enHOBpeMeHHaTa yrnoTpeda Ha [IPOTea3HU HHXHOHTOPH KATO JIONIMHABHD, PUTOHABHD, C€ HaManiBaTt
MIa3sMEHUTE HUBA Ha BaJIFIPOATa.

Xonecmupamum
[Tpu eqHOBpeMEHHA yNIOTpeOa, XONECTHPAMUH MOXE [1a I0BE/IE 10 HAMAJISIBAHE Ha IU1a3sMeHHTe HHBA Ha
BaJIIPOAT.

Memamizon

MeTaMH30, 6T MOXKE 1a HAMAJTH CEpYMHHATE HABA HA BAINPOAT MPH €AHOBPEMEHHO [IPHITOXKEHHE, KOETO
1a JoBeAE A0 NOTEHLMATHO HAMAJIABaHE HA KITMHWYHaTa eUKACHOCT Ha Banpoar. Jlekapure,
MpeAnMCBallH eHeHue, TpsOBa 1a HabmoaaBaT KIHHUYHHA OTTOBOP (KOHTPOJT HAa MPUMAgBbIMTE HIH
KOHTPOJI HA HACTPOEHHETO) U Ja COMUCIAT MpOCneAsBaHe HA CEPYMHUTE HHBA Ha BAJIMPOAT, aKo €
MOAXOOALIO.

Memompexcam

B Hakou noknany ce onMcBa SHAYMTEIHO HaMaIsiBaHe Ha CEPYMHUTE HHBA HA BAJINPOAT el
MPUIIOKEHHE HA METOTPEKCAT ¢ Nosea Ha repyose. [Ipernucpammre nekapyu Tpao8a Aa npocneassar
KIHHHYHHA OTTOBOP (KOHTPOJ Ha I'bPUOBETE WIA KOHTPO/ HA HaCTPOSHUETO) M 1A NPEeABUIAT
MpOC/EAABAHE Ha CEPYMHUTE HYBA Ha BAJIIPOAT, AKO € HEOOXOIUMO.

JApyru B3anMoaeHcTBHA

Puck om yspeoicoane na wepnua Opob
EnnospeMeHHara ynorpeda Ha canuuuiaTi TpOBa aa ce u3dsArsa npH jielia noj 3 roguiliHa Bb3pacT
[opajal PUCK OT YEPHOAPOOHA TOKCUYHOCT (BK. ToUKa 4.4).

EnnoBpemenHara yroTpeba Ha BANpPOAT U MHOXXECTBEHA aHTUKOHBYJICUBHA TEpanus NOBULIABA PUCKa
OT YBpeKJaHe Ha YepHUs Apod, ocoOeHo npu MankH aeua (Bx. Touka 4.4).
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Ja ce 0OOMHC/IH HaMa/IsiBaHe Ha 103aTa WIH MTPeKpaTIBaHe Ha J€YEHHUETO B Cliydal Ha 3HAYUTENHH
aHOMAJTUM Ha YepHoApoOHUTE napaMeTpH (BXK. To4ka 4.4),

EnHoBpeMeHHOTO NPHJIOKEHHE HA BAINIPOAT B TONHPAMAT HJIH AUETA30JAMHA € CBLP3AHO €
ennedanonaTHda U/HIH xunepamoHueMus. [laleHTHTE JICKYBaHH ¢ TE3H 1Ba JICKAPCTBEHH MPOAYKTa
TpAOBa BHUMATENHO Aa ce Habmoaaear 3a NMpU3HalM H CHMITTOMH Ha XWIICPAMOHHEMHYHA
eHLiedanonaTus.

Kaemuanun
EnHOBpEMEHHOTO NMPUTOKEHHE Ha BallIPoaT ¢ KBETHAITHH MOKE 114 YBEJTHYH PHCKA OT
HEYTPONEHHUA/IEBKONECHUA.

Cpedcmea cvOvpicaugu ecmpo2eH, KIOUUMERHO CbObPHCAWYU eCmPO2eH XOPMOHAHU
KOHMPAyenmusu

Ectporenure ca MHIyKTopu Ha u3odopmu Ha UDP-rimoxyponoswn tpaHcdepasata (UGT), yyacTBaiu B
[IOKYPOHUPAHETO Ha BAJIMPOAT H MOraT Jia YBEJIHYaT KIMPBLHCA Ha BANMPOAaT, KOeTo Aa AOBexe 10
HAMAaJIeHa CepPYMHA KOHILICHTpAllMS Ha BAMPOAT U Bb3MOXHO HaMAIABaHE Ha €PUKACHOCTTA Ha
pasnpoarta (Bxk. Touka 4.4). Ja ce oOMHUCIH NMpoCneAsBaHETO HA CEPYMHHUTE HHBA Ha BaJIpoar.

Ot gpyra cTpaHa Bapoat HAMa €H3UM-HHIYLUpaLll eeKT; BCIeACTBHE Ha TOBA, BAJIIIPOAT HE CHIKABA
epeKTHBHOCTTA Ha €CTPONPOreCTATHBHHTE CPEACTBA NPH KEHH B3EMAILH XOPMOHAIIHH
KOHTpaLENTHBH.

ITusanam-xonozupanu rexapcmsa

EaHoBpeMeHHOTO MPWIKEHHE HA BAMPOAT 4 NHBANAT-KOHIOTUPaHH JiEKapcTBa (KaTo uedauropeH
IMMBOKCH, a1e(OBHUpP JUITHBOKCHII, TMBMELWIHHAM W IMTMBAMITMLIMITHH) TpadOBa Aa ce n3dsarsa rnopajau
MOBHIUEH PHCK OT H3YEPIIBaHE HA KapHWUTHH {BXK. To4ka 4.4 [laliueHTH ¢ pyUCK OT XUIIOKAPHHUTHHEMHS ).
[TaLeHTHTE, MPH KOWTO HE MOXKE J1a C€ H30erHe CbBMECTHOTO TMPHWIOXKEHHUE, TpAOBa Aa ObAar
BHHMATEIHO HabMmogaBaHM 3a NPU3HALKM H CUMITTOMH HA XUIMOKapHUTHHEMHA.,

Knosanuu
EnHOBpEMEHHOTO Jie4eHHE ¢ BANNPOAT U KJIO3alIHH MOXKE J1a [TOBULLM PUCKA OT HEYTPOIICHUS U

KJIO3alMH-HHIYUHpPaH MHOKapaUT. AKo € HeoOX0AHMa CBITBTCTBALLA YIOTPeDa Ha BANNPOaT ¢ KJI03alkH,
e HeoOXOMMO BHHMATEJIHO NPOC/iCASBaHE H 33 ABETE CHOUTHA.

4.6 @epTHIHTET, OPpEMEHHOCT H KbpMEHe

BpeMEHHOCT H JKEHH C I€TEPOAEH NOTEHIHAN

Jlevenue na enunencus

s Bannpoar e NpOTUBOMOKAa3aH N0 BpeMe Ha OPEMEHHOCT, OCBEH TPH JTHIICA HA NOAXO0AALIO
aANTEPHATHBHO JICYCHHE

¢ Bannpoat € OpoTHBOMOKAa3aH MPH XKE€HH C ACTEPOIEH MOTEHUHAN, OCBEH KOraTo ca U3MBIIHEHU
ycnoBuaTa Ha [IporpaMara 3a npezana3sBaHe oT OpeMeHHOCT (BK. TOUKHA 4.3 1 4.4)

Jleyenue na bunonspro pazcmpoicmso
e Bannpoar € pOTHBOINOKA3aH MO BpeMe Ha OpeMEHHOCT

¢ Bannpoar € NpoTHBROMOKA3aH [PU KEHH C JETEPOAEH NOTEHLUHAN, OCBEH KOraTo ¢a H3MBbJIHEHU
ycnoBusita Ha [IporpaMara 3a mpeanassaxe Ot OpeMeHHOCT (Bx. TOUKH 4.3 U 4.4)

TepaToreHHOCT H edeKTH BLEPXY PAa3BUTUETO M ulfero €KCNo3HimA

PHCKGSE’, C8DLPIAHU C EKCROIUYUA HA eadinpoam RO 8PEMe HA 6P€‘M€HHOC?H / oy '=_,_'
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HanuuHKTe JaHHM NOKA3BAT YBEJAHYEH PUCK OT TEXKH BpOJASHH MalIpOpMalLlMH H HApYLLIEHUA Ha
pPa3BUTHETO HA HEPBHATA CUCTEMA M B ABAaTa CIy4ast — KaKTO IIPH MOHOTEpAIHs, Taka H NpH
MOAUTEPAITHA C BAIIMPOAT, B CPaBHEHHE ¢ MOMyJIaLMsa 0€3 eKCIIO3HLHS Ha BaJlnpoar.

[Toka3zaHo €, Y€ BaNTpoaT NpeMHHaBa Npe3 IUTalleHTapHaTa bapHepa KaKTo NpH )KMBOTHHCKH BHI0BE,
Taka ¥ npu xopa (Bxk. Toyka 5.2).

[TpH >KMBOTHHU: NMPH MMLUIKH, TUTBXOBE H 3aifliM ca J0Ka3aHU TepaToreHHH edekTH (BXK. Touka 5.3). B
npeaKJIMHUYHH IPOYYBaHHA Ce€ IEMOHCTPHpa A0303aBUCHMO HAMATIABaHE Ha (EeTaTHOTO TErJo NpH
YKUBOTHH C in utero eKCNO3HLMA Ha BANTPOAT CHPAMO KHBOTHH 0€3 ekcrno3nimA (BX. To4uka 5.3).

Bpodenu margopmayuu 6 pesyamam Ha eKCRO3IUYUA in utero

MetaaHanu3 (BKJIIOUBAIl pErUCTPH H KOXOPTHH MPOYYBaHHA) NOKa3Ba, 4ye okoyto 11% ot genara Ha
JKEHH C eTHIIIENCHs, eKCIIOHMPAaHH Ha MOHOTEpArus C BAINPOAT MO BpeMe Ha OpeMeHHOCTTa HMAT
TEXKH BpoaeHn Mandopmaurd. ToBa e moBede OT pUCKa 3a TEXKKH Masifopmalidu B ob1iara
nomysaius (0koso 2-3%). PUCKBT 3a TeXKH BPOACHH MaI()OPMALHH MPH JeLla clel in ulero
eKCITO3HLIMA Ha aHTHENMHIENTTHYHA fIeKapCTBEHA IMOJIUTEpalKs, BKJIIOYBALA BAIIPOAT, € MO-BHCOK OT
TO3H Ha aHTHEIIWISITTUYHA JIKapCTBEHA Tepanus, KOATO He BKIKOYBA BaJIpoar.

PHCKBT € 0303aBUCHM IMPH MOHOTEPAIIHA C BAIIPOAT, KATO HATMYHUTE JaHHH MOKAa3BarT, 4e €
[J0303aBHCHM H IPH MOJAHTEpanus ¢ Bannpoar. Benpexs ToBa, mparosarta [03a, NoJ KosTO He
CBILECTBYBA PUCK, HE MOXKE 1A C€ ONpeIe/IH.

Hanu4yHHTE JaHHMA NOKa3BaT HAPACTBAaHE HA CIIYUAUTE Ha MaJIKHU U TeXKKU Mandopmaunn. Hait-
YyeCcTHTE CJIyYaH Ha MandopMaLMy BKIIKOUYBAT Ae(EKTH Ha HeBpalHaTa Tphia, JTHLIEB IUCMOPHIBM,
3aelllka YCTHA H BbJI4a MaCT, KpAHHOCTeHO3a, ChpPACYHH, OBOpeUYH ¥ ypOreHUTaNHU NedeKTd, H
nedeKTH Ha KpaiHULMTE (BKIIOYHTENHO ABYCTPaHHA aflla3Hs Ha bYEBATa KOCT), H MHOXKECTBO
AHOMAJTMM Ha Pa3IHYHH CUCTEMH B YOBELUKUA OPraHH3IBM.

Excnio3uumsTa in utero Ha BaNMpoaT MOXE 4 JOBEAE A0 YBPEKAAHE Ha CTyXa WIH IIyxXo0Ta nopaiu
MandopMalliK Ha YIIUTE W/ MAW HOCA (BTOPUUEH €(PEKT) W/ IH JUPEKTEH TOKCHYEH eQEKT BBPXY
cJIyxoBUs anapat. CiTydauTe OnNMCBAT KAKTO €JHOCTPAaHHA, TaKa H ABYCTPaHHa IiTyX0Ta WIH
yBpex<aaHe Ha ciryxa. He 3a Bcruku cimydad ca chobineHu pesynrati. Korato ca cpo0ieHn
pe3yJITaTH, B MO-TOJIIMATA YacT OT CJTYYanTe He ce HabnoJaBa Bb3CTaHOBABAHE.

Excrio3sslis in utero Ha BAINPOAT MOKE Ja JA0BEE JI0 OYHY MandopMaLMH (BITIOUMTENHO KOA000Ma,
MHKpOGTaIMHS ), KOUTO Ce ChODIIIABAT BbB BPB3KAa C APYTrH BPOAEHH MandopMaluy. Te3d ouHH
mandopMallidi MOTaT fja 3aCerHaT 3peHHUETO.

Hapywenua 6 pazeumuemo Ha HepeHAMA cucmema 6 pe3yimam Ha eKcno3uyust in utero
JlaHHH MOKA3BaT, 4€ eKCMO3ULIUA Ha BAIMIPOAT in ulero MOXe [1a nMa HeOMaronpuaATHH eQpeKTH BbpXY
[ICHXHMYECKOTO H PU3HUYECKOTO Pa3BUTHE HA ACLIATA, U3NOKEHH HA TAKaBa €KCNO3ULHA. PUCKBT OT
HapyIleHHs B Pa3BUTHETO HAa HEPBHATA CUCTEMA (BKIIKOYMUTETHO ayTH3IBM } H3FIeK A € I0303aBHUCHM,
KOTaTO BAJIIPOAT CE€ K3110JI3Ba KaTO MOHOTEpanua. Benpexy TOBa, Mparopara 1034, NoA KOATO PUCKBT
HE CBHILIECTBYBA, HE MOXE /Ia C€ YCTAHOBH BBH3 OCHOBA Ha HATMYHHTE AaHHU. Koraro Banmnpoar ce
M3MOJI3Ba KATO MOJIMTEpAriia ¢ 2pyrd aHTHENWISIITHYHH JISKaPCTBEHH NPOAYKTH, PUCKBT OT
HapyIIEHHA B Pa3BUTHETO HA HEPBHATA CHCTEMA B MOKOJIEHHETO CHUIO 3HAUMTENHO C€ yBeIHYaBa B
CpaBHEHME C TO3M MpH Aewa oT ob1nara nonyauysa Wik poAeHHU OT HENEKYBAaHH MaikH C eMUIENcus.
TOYHHAT PUCKOB recTallMOHEH MEPHOJ 3a Te3H ePEKTH € HECHIYPEH H Bb3MOXKHOCTTA 3a PUCK [0
BpPEME Ha HsUtaTa OpeMEHHOCT He MOXKe /1 Ce M3KJIFOUH.

Korato Bannpoat ce npuiara Kat¢ MOHOTepanud, poyyBaHHs Mpy fcla B NPEIyYWTHIUIHA BB3pPacT,
M3JI0:KEHH Ha €KCMO3NIIUA Ha BaANNpOoAT in ufero no BpeMe Ha OpeMeHHOCT NokKaz2BaT, ye B 1o 30-40%
OT cJIy4auTe ce Haboaasa 3a0apsiHe B TAXHOTO PAHHO PA3BHTHE KAaTO: FOBOP, [0-KbCHO IPOXOXKIAHE,
[MO-HUCKH MHTEJIEKTYAJIHH COCOOHOCTH, JIOIIM €3UKOBH YMeHHs (roBopeHe U pa3dupaHe) H nNpodneMu
C NaMeTTa.

,HBHHHTB IO OTHOWCHUE HA ABJITOCPOYHKA H3X0[ €4 OI'pPAHHUHCHH.




HanuuuuTe AaHHYU OT NOMYJAUMOHHO 0a3UpaHO U3MUTBAHE NOKA3BAT, Ye AellaTa C eKCIO3ULIHA Ha
BAJITIPOAT in ulero ca ¢ MOBKIIEH PHCK OT pa3CcTPOHCTBa B ayTHCTHYHHA CIIEKTHP (IpUDAH3HTEAHO

3 IBTH) U AETCKH ayTH3BM {(OKOJO 5 ITETH) B CpaBHEHME ¢ TIONyIalluiTa Ha Te3H 0e3 eKCIO3HIMA B
MPOYYBAHETO.

HanvwyHuTe JaHHM OT APYTO NOMYJNALIMOHHO Oa3HpaHOo H3IUTBAHE MMOKA3BAT, Y€ JeHaTa H3/I0KEeHH Ha
eKCITO3HIMA HA BANMPOAT in utero ca ¢ MOBUIIEH PUCK OT pa3BUTHE HA CHMIITOMH K4aTO AS(PHLMT Ha
BHUMAaHHETO/XHITEpaKTHBHO pa3cTpoicTBO (attention deficit/hyperactivity disorder, ADHD)
(rpuOIH3NTETHO 1,5 ITETH) B CpAaBHEHHE C MOMYJIALMATA HA TE€3H 0€3 eKCINO3HIIHNA B IPOYYBAHETO.

Hucko 3a 2ecmayuorHama 8vb3pacm meaiao 6 pe3yamam in ulero Ha exCno3uyis

Hsakou emiaeMHONMOTHYHH MPOYYBAaHHA NMOKA3BAT NMO-BUCOK PUCK OT PAXKAAHE C HUCKO 3a
rectaliMoHHaTa Bh3pacT Terno (small for gestational age, SGA) (SGA ce onpenens kaTo Tersio npu
paxaade nmoa 10-Tvs nepceHTH, KOPUTHPAHO CTIOpe] TecTalMOHHATA BB3pacT, CTPaTHOULHMPAHO MO
1oN) NPH JIEla C in utero eKCno3nLMa Ha BAINPOAT, B CPABHEHHE C Jela 063 eKCITO3HIMA HITH C
eKcrno3ulus Ha tamoTpwxuH. SGA ce Habmonasa npu npubnausutensHo 11-15% ot geuara ¢ in utero
eKCIO3ULIMA Ha Bamnpoar, 8-9% ot aeuara ¢ €eKCro3uLMs Ha TaMOTpKHH, H 5-10% ot aeuara, KOHTO
ca 0e3 eKCno3uLIuA.

HanwuuuTte AaHHHK NMPpH XOpa HE MO3BOJIABAT a C€ HAMNpaBH 3aK/IIOYCHHE 3a MOTEHLHMANICH
A0303aBUCUM e(eKT.

Lleya om diceHcku noa, 0e8olKU U JCeHU C Oemepooen nomenyuan (8aic. no-zope u mouka 4.4)
CpencTBa ChABPKAIUH €CTPOTEH, BKIKOUUTEIHO ChABPKALIH €CTPOre€H XOPMOHAITHH KOHTPaLEIITUBH
MOTraT Ja YBEAHYAT KIHPLHCA Ha BAJIMTPOAT, KOETO OU MOIJIO Aa JOBeJe 0 HaMalsBaHe Ha CepyMHATa
KOHIICHTPALMA HA BAJIPOAT U Bb3MOXKHO HAMAJIABAHE HA €(PeKTHBHOCTTA HA BAMpoar (BiK. TOUKH 4.4

U 4.5)

Axo dxcenama nianupa bpemerHocm

3a noka3aHHeTo eMWIECNCHA, aKo XKeHaTa IV1aHHpa Ja 3adpeMeHee, TepanusiTa ¢ Bannpoar TpaOBa na ce
[MPEeOLICHH OT CHELMAITMCT C OIHT B JICYCHUETO HA EIIIeNcHs 1 Aa c€ OOMHCIIAT aITCpHaTUBHH
BB3MOXKHOCTH 3a JieueHHe. TpsOBa fa ce nosioyKaT BCUYKU YCHIINA, 33 Aa ¢ NMPEMHHE Ha NOAXOALLO
aJTTEpHATHBHO JICHEHHE MPEeIH 3a4EBAHETO U NpeaU NpeKpaTaBaHe Ha KOHTpaLenumaTa (Bx. Touka 4.4).
AKO cCMAHATa Ha JICUSHHETO He € Bb3MOXKHA, XkeHaTa TpadBa 1a NMOMy4y JOMb/IHHTENHA KOHCYITALMA
OTHOCHO PHUCKOBETE € BINPOAT 3a HEPOAEHOTO AeTe B NOAKpena Ha WHPOPMUPAHOTO H B3eMaHE Ha
peLlieHHEe OTHOCHO CEMEHHOTO TUIaHUPAHE.

3a noka3aHMeTo OMMOJAPHO PAa3CTPOMCTBO, aKO KEHATA MJlaHUpa 1a 3a0pemeHee, TpaOBa a ce MpoBeAe
KOHCYJITALMA ChC CIIELIMAITACT C OFMT B JICHEHHUETO Ha OUMOJISIPHO pa3cTPOHCTBO M JIYEHHETO C
BAINPOAT TPAOBA [a ce NMPEeYCTAHOBH, U aKO € HEOOXO0AUMO, TpaOBa Aa ce NpeMUHE HA aNTEpHATHBHO
neveHHe TIpeay 3aUEBAHETO U NpeaM NpeKpaTABaHEe Ha KOHTpaLEMIMATA.

bpemennu scenu

Bannpoar kato 1e4eHHe 3a OUNONAPHO pa3CTPOHCTBO € MPOTHUBONIOKAa3aH 3a yroTpeda o BpeMe Ha
GpeMenHocT. Bannpoart, kato neYeHue 3a eNUIencHs € MPOTHBOMNOKa3aH NMPH OPEMEHHOCT, OCBEH KOraTo
HAMA NOAXOAALIC AJITSPHATHBHO JeueHue (BxK. TOUkH 4.3 u 4.4).

AKO €Ha, KOATO Ce JIeKyBa ¢ BaJinpoar, 3abpeMeHee, Ta TpaOBa He3abaBHO 1a c€ HACOUH KBM
CTELHAIUCT, 33 Ja C€ OOCHIAT ATTEPHATUBHU Bb3MOXKHOCTH 34 JiedeHHe. [lo BpeMe Ha OpeMeHHOCT,
TOHHYHO-KJIOHMYHHUTE rbPYOBE NPH MaiKaTa Y eMMWIECITHYEH CTATYC C XUMITOKCHS MOTaT 4a HOCAT
ONpEOENIEH PHCK OT CMBPT 3a MaliKaTa H TU10/4.

AKoO, BBIIPEKH H3BECTHHTE PHCKOBE C BAJITIpoaT Npy OPeMEHHOCT U ched BHHMATEIHO OOMHCIIAHE Ha
AJTTEPHATHBHO JICUSHHUE, MPU U3KIKOUNTENHU 00CcTOATENICTBA OpeMEHHaTa XKeHa Tp1OBa Ja nonyyasa
BANIIPOAT 34 EMUJIETICHA, NPENOPHYBA CE JA:

® ce H3MoJ3Ba Hali-HHUcKaTa eeKTHBHA 103a U J1a ce pa3fe/ia JHEBHATA 11032 BAJINPOAT Ha .
HSKOJKO MAITKH J03H, KOHTO TpsGBa [1a Ce [IPHEMAT Mpe3 LeNus eH. YnoTpefara Ha /7 %"
NleKapcTBeHa (JopMa ¢ YIBIDKEHO 0CBOO0XKAaBaHE MOXKE J1a € 3a MPEANOYHMTAHE TIPE
neKapcTBeHH HOpPMH, 3a Ja ce H30ErHaT BHCOKH MaKCUMAITHY TU1a3MEHH KOHUEHTpAn
Touka 4.2). ey




BcHuky NAaLMEHTKY ¢ eKCITO3HLIMSA Ha BATTIPOAT MO BpeMe Ha OpeMeHHOCT M TEXHHTE NMapTHbOpU TpAOBa
71a 6bJaT HaCOYeHHU KbM CIENMAIMCT C ONHT B TEPaTOJOrHATA 3a OLICHKA M KOHCYJITHPAHe OTHOCHO
eKCITOHUpaHaTa OpeMeHHOCT. TpadBa na ce U3BBLPIIBA CrIEUMATH3HPaH NpeHaTaAleH MOHHTOPHHT 3a
OTKPHBaHE Ha Bb3MOXHA N0ABA Ha Je(EKTH HA HEBpAIHATA TpBhOa WIH APYTH MalQOpMAallHH.
ITpuemaneTo Ha mobaBku ¢ QonreBa KMceaHHa HpeaH OpeMEeHHOCTTa MOXKE Aa HaMaJTH PHCKa OT
nedekTy Ha HEBpanHaTa TpbOa, KOUTO MOTAT J1a ce MOABAT IpU BCsAKa OpeMeHHOCT. HatuHuTe NaHHH
oDaue, He MPeANnoarar, ue Gojuepara KucelliHa MpeIoTBpaTsABa NTOABATA HA BPOAEHH AeEKTH WITH
MaJIpOPMALIMK TIOPAIU EKCIO3ULINA Ha BAJITIPOAT.

Puck 3a H060pooeromo

-  MHoro psaaxko ca JOKIaABaHM CIy4aH Ha XeMOpard4yeH CHHAPOM NPH HOBOPOAECHH, YHHTO MaHKH
ca npHeMaly BaJInpoaT no BpeMe Ha OpeMeHHocT. To3n xeMoparHueH CHHIpOM € CBBP3aH ¢
TpomBoLHTONeHHs, XUnodudpruHOreHEeMHA WK 10 HaMaNssBaHe HAa ApyrH (aKkTopH HA
KPHBOCHCHUPBaHeTO. A(HUOpHHOreHeMus € NOKJIaABaHa ChIIO U MOXKe Aa Obae ¢ (aTaneH U3xos.
To3u xemoparuueH CHHApPOM, ofbaue, TpadBa 1a ce pasrpaHy4y OT HaMaJIABaHETO HA BUTaMUH K-
3aBHCHMHTE PaKTOPH, HHAYLMpAHH OT (eHoOapOUTan W eH3UMMHHU HHAYKTOpH. CrienoBaTeNnHO,
Opos Ha TpOoMOOLIMTHTE, HHBOTO Ha GUOPHUHOrEHA B IU1a3MaTa, KOAryJIalHOHHHA TECTOBE H
¢akTOpH Ha KPBBOCHCHPBAHETO TPAOBA [1a c€ U3CIEABAT IIPA HOBOPOAEHH.

- Ciryyal Ha XMNOIITIHKeMUS ca OWIM JOKJIaABaHU [PH HOBOPOJAEHH, YHHTO MAaHKH ca NIPUEMaIH
BAJITIPOAT MO BPEME HAa TPETHA TPHMECTHP OT OPEMEHHOCTTA.

- Cnyyad Ha XUIOTUPEOUINU3BM ca OWIIM JOKIaABaHU NPY HOBOPOJAEHH, YHHTO MAMKH ca
npHeMalli BaJINMpoar 1o BpeMe Ha OpeMEeHHOCTTA.

- CHHIOpOM Ha OTHEMAHeTO (KaTo, MU B 4aCTHOCT Bb30yAa, pa3apa3sHUTENHOCT, CBPLXBB30YAHUMOCT,
HEPBHOCT, XUNEPKHHE3HUA, HAPYLUEH TOHYC, TPEMOP, KOHBYJICHM H HapYILEHHA HAa XPAHEHETO) MOXKE
1a ce MOABH IPH HOBOPOLEHH, YMHTO MAKH ¢a MPUEMAITH BAIIPOAT 10 BpEME Ha NMOCe AHUS
TPUMECTBHP OT OpEMEHHOCTTA.

MniKe M IOTEHIHANEH PUCK 0T pPa3cTPOHCTBA HA HEBPOJIOIHYHOTO PA3BHTHE NPH JeNa YHHTO
OallH ca JEKYBAHH ¢ BAJINPOAT Npe3 3-Te Mecela NpenH 3a4€BAHETO.

PetpocnekTHBHO O6CEpBALIMOHHO NPOYUBAHE B 3 CKAHAWHABCKHU AbP)KAaBH MOKA3Ba MOBHIIEH PUCK OT
pa3CTPOCTBa Ha HEBPOJIOTHYHOTO pa3BuTUe (neurodevelopmental disorders, NDD) npu aeua (ot 0 1o
1 1-rooMinHa BB3pacT), YHHUTO OallM ca JISKYBAHHU ¢ BAANPOAT KaTO MOHOTEpANHA npe3 3-Te Meceud
[pEAH 3a4e€BaHETO, B CpaBHEHHE C [leLlaTa, YHMTO OallM ¢a JIeKyBaHH ¢ JJAMOTPHXHH WY
JIEBETHPALICTAM KaTO MOHOTEpanus, ¢ 00001EHO KOPUIHpaHO CBOTHOLUEeHUE Ha pUcka (HR) 1,50
(95% CI: 1,09-2,07). Kopurnpanust kymynatuseH puck ot NDD sapupa mexay 4,0 % 1 5,6 % B
rpyilata Ha BaJHIpoar cnpsamo Mexay 2,3 % u 3,2 % B koMOMHHpaHaTa rpyrna Ha
NaMOTpHKHH/NeBeTUpalieTaM. [TpoyuBaHETO HE € JOCTaThYHO MallaOHO, 3a [a Ce H3c/ieABa BPb3KaTa
cbe cnetduuad noatunose NDD, a orpaHHYeHHATA Ha NPOYYBAHETO BKIIOUBAT MOTEHLMAIHO

., 3aMBITIABaHE", CRBP3aHO C MOKA3aHUETO M Pa3/IMKK BbB BPEMETO Ha MPOCIEAABAHE MEXIY IPYINHTE C
eKkcrio3uLa. Cpe/IHOTO BpeMe Ha NMpoCieasBaHe Ha AcLaTa B rpyriara ¢ BaJIlpoar Bapupa Mexay 5,0
H 9.2 roauHu B cpaBHeHHe ¢ 4,8 1 6,6 roaMHH 3a Aeuara B rpyriaTa ¢ JaMOTPHKUH/IEBETUPALIETAM.
Kato wsito € BbaMokeH noruiueH puck or NDD npu aeua Ha Oalliy, JEKyBaHH ¢ BaJINpoar npes 3-1e
MeceLa Mpeax 3a4eBaHETO, HO MPUUYMHHO-CIEACTBEHATA BpB3Ka ¢ ynotpebarTa Ha BaInpoar He €
noreepaeHa. OCBEH TOBA B NPOYYBAHETO HE € OLEeHEeH puckbT OT NDD npu aeua, yuyto dawiu ca
CIPENTH NpHeMa Ha BAJINPOAT noBeye OT 3 Mecela [Ipean 3a4eBaHETO (T.€. € Bb3MOKHA HOBA
cnepMaToreHesa 0e3 ekcno3Muus Ha Banmpoar).

KaTo npeanasHa Mapka, npeAnUcBalIudTe Jekapy Tpadsa na HHGOpMHUpPAT NALMEHTHTE MBXKE 3a& TO3U
MOTEHLHAIEH PHCK H J1a 00CHAAT HEOOXOAUMOCTTA OT €(PEKTHBHA KOHTpALIENIHA, BKIOYHTETHO 3a
MapTHHOPKATa, IOKATO U3MO/3BAT BANPOAT U NOHE 3 Mecela cilell MPEKpaTiBaHe Ha JeUCHHETO (BaK:~ R
Touka 4.4). [TauMeHTHTe OT MBXKKH 1101 He TPAOBA 1a JapsABaT cnepMa I0 BpeMe Ha JICYEHUET:
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MOAXOHAIIM ANTEPHATHRH Ha JiedeHHeTo. BB BCekH oTaAeneH ciaydad Tpabsa 1a ce peLeHAT
MHIUBUAYanHHTE 00cToATeNncTRa. [IpenopbiBa ce npH HEOOXOAUMOCT Aa €€ NOThPCH CHBET OT
CIELMAJIHCT ¢ ONHT B JICUSHHETO Ha EMTIIETICHA WK OUIOISPHO Pa3CTPOMUCTBO.

KbpmeHe
Exckpenusara Ha BalmnpoaT B KbpMaTa € HUCKa, ¢ koHUeHTpauusa Mexay 1% no 10% ot cepymunTe HuBa

Ha MaiikaTa. B3 OCHOBA HA IMTEpaTyPHHUA H KJIMHHYEH OIUT, KbpMEHETO TpAOBa a ce npepasriesa
KATO C€ B3eMe Mo BHuMaHHe mpoduna Ha 6e3onacHocT Ha Jlenakun Xporo 300 mg, ocobeno
XEMATOJOTHYHHUTE HapylIeHHA. (BXk. Touka 4.8 Hexxenanu nekapCTBEHH peakiiy).

Tpabea na ce B3eMe pellleHHE OTHOCHO CITHPAHE Ha KBPMEHETO WK NMPEyCTaHOBABAHE/OIPaHHUEHHE Ha
neveHueto ¢ JenakuH XpoHo 300 mg, kaTro ce UMaT MPEABH NMOI3UTE OT KbPMEHETO 3a AETETO H
[oJ3aTa OT ICYEHHUETO 32 MAHKAaTA.

DepTHIAHTET
HMMa cpro0lIeHHs 3a aMeHOped, MOJMUMKUCTO3ZHY AHYHHLIM H YBEJIHYCHH HHBA HAa TECTOCTEPOHA I1PH

KeHH, pHeMalid Bannpoar (k. Touka 4.8). [IpwiaraHero Ha BaIMpoaT MOXE CBINO Ja HAPYIIH
¢epTinHTETa MNP MBXKE (BXK. Touka 4.8). HapyuieHusta Ha QepTHIHTETA B HAKOH CITyHaH ca
oOpaTHMH Hali-Manko 3 Mecena cliel] IpeycTaHOBABaHE Ha ne4yeHuneTo. OrpaHuieH OpoH qokiaasaHu
cJTy4aH TIPEaiioNarar, Y€ 3HaUUTEIHO HaMAIABAaHe Ha 203aTa MOoxke Ja noaodpu hepTHiIHTETa.
Bnrpeku ToBa, B APYTH CITy4au, HAMAa JaHHU 32 0OpaTUMOCT Ha OE3IUTOAHETO NPH MbXKE.

4.7 EdexkTn BLpXy cnocoOHOCTTA 32 WIopupane H padoTa ¢ MAIIHHA

[TaunenTHTe TpsAOBa Ka OBAAT NPEOYTIPEACHH 33 PHCKA OT CHLHJIHBOCT, 0CODEHO B CITy4yaH Ha
NPOTHBOTBPYOBA NONUTEPANHS HITH B kKOMOHMHALMA ¢ OeH30quasenHHy (BX. To4ka 4.5 JIpyru
B3aUMOJICHCTBHA).

4.8 Hexenann JeKapcTBeHH PeakUHH

H3non3eaHa e cnegqHara CIOMS kinacu@Hkauys 3a 4eCTOTa Ha HEXKeTaHHTE JICKApPCTBEHH PEaKLIVH:
Muoro uect (>1%); uectn (1% u <10 %); vHeuectu (0,1 u <1%); peaku (0,01 u <0,1%); MHOrO
penku (<0,01%); ¢ HeusBecTHa YecToTa (OT HAJIMYHHUTE JaHHH He MOXKe 1a ObAe HamnpaBeHa OLIEHKA)

Bpooenu, pamuanu u ecenemuvunu Hapywenus(guixc moyxa 4.6)
Bpoaenn MandopMauuy 1 HapYWIEHHS B Pa3BUTHETO (BK. ToYKa 4.4 H ToUKa 4.6).

Hapywenus na xpvenama u rum@nama cucmema

UecTd: aHeMud, TpoMOoLUTONEHHS (BXK. TO4YKA 4.4)

HeuyecTH: naHuyTONEHHS, 1EBKONEHHUA

Penxy: HeAOCTATHYHOCT HA KOCTHHS MO3BK, BKJIIOUHATENTHO YHCTA ania3vua Ha YEPBEHUS KPBBEH pen,
arpaHyJIoIMTO3a, MAKPOLIMTHA AHEMHS, MAKPOLIUTO3a

Hzcneosanus

Penxu: noHKEHW HUBA Ha KoaryJalluoHHUTE $aKTOpH ([IOHE Ha €AUH OT TAX), OTKIIOHEHHA B
KOaryJaUHOHHHTE TECTOBE (HAMPHUMEP YABIKEHO MPOTPOMOHMHOBO BpEME, YIBDKEHO AKTHBHPAHO
napLHaiIHO TPOMOOIIACTHHOBO BpeMe; YABIKEHO TPeMOUHOBO Bpeme; yBennueH INR) (Bx.
Touky 4.4 1 4.6), HenOoCTUI HA OUOTHH/OMOTHHH ZA3a

C Heun3BecTHa 4ecToTa: npuaobuTa aHoManus Ha Pelger-Huet®

*Co0Ol1aBa ce 3a npuacbura aHomanus Ha Pelger-Huet B cimyyay cwe ¥ 6€3 MuenoavcniacTHueH

CHHIIPOM.

TN
Hapywenus na nepenama cucmema ey % j fU i
MHOro yectu: TpeMop a '~--1'5L.l-: i ‘“‘
YecTH: eKCTpanydpaMHAHH HAPYILUEHHUS, CTYNIOp*, COMHOJIEHTHOCT, KOHBYJICMH ¥, HApYLIEH ﬁﬂﬁ N '_"L‘“:'."

naMeTTa; rN1aBoboIHe; HUCTArbM; HAKOJIKO MHHYTH ClI€A HHTPABEHO3HA MHIKEKILIMA MOXKE fIa- ﬂqcﬂ:nﬂ
3aMaiBaHe (NPH UHTPABEHO3HO MPUIOKEHHE, 3aMATHOCT, MOXKE /1a CE MOMYYH 3a HAKOJKO MHTHyTH W
OOUKHOBEHO H34€3BA CIIOHTAHHO Cliefl HAKOIKO MUHYTH) ‘-.{1 T



HeuvecTu: koma*, eHuieanonarua*, neraprus*, oOparuM NapKHHCOHM3BM, ATAKCHIA, NApeCTE3H.
HeuecTH: yTeXXKHEHH KOHBYJICHH (BX. TOUKa 4.4)

Penky: oOpaTMa aeMeHLMs cBbp3aHa ¢ o0paTuMa uepebpaiHa aTpogusa, KOTHUTHBHU HApYIIEHHA
*CTynop M Jeraprus, BoA€LIH NOHAKOra J0 NpexoaHa Koma/eHuedanonaTs; Te ca Oumm
CaMOCTOATEIHH WIH CBBP3aHH ¢ NOBHINABAHE YECTOTATA Ha MBEPUYOBETE B X0O/la Ha TepanuaATa, H
HAMAJISIBAT TIPM CNMPaHe HA JICYCHUETO WU NMOHWKABAHE Ha No3aTa. 1€3H ClIyyad Bb3HHUKBAT Ha-
4ecTO NMpH KOMOHHHKHpaHa Tepanus (Mo-CneqUatHo ¢ peHobapOHTal WIH TONMHPaMAaT) HITH CIek
BHE3AIMHO YREJIMUABAHE HA AO3HTE BANIMPOAT

Hapywenuwsi na ouume
Peaxu: aumnonus

Hapyuenua na yxomo u aabupusma
YecTn: riIyXoTa

Pecnupamopnu, 2pbOnu 4 MeOuQcmunaini HAQPYeHus
HeuecTu: mespaneHd u3nus (€03UHODHIEH)

Cmomauino-upesHu HapyueHus

MHoro 4ecTtH: raaese*

YecTH: MOBPBLUAHE, Bb3MNANeHU Ha BEHUMTE (OCHOBHO XHIEpILUIa3Hd Ha BEHLUUTE), CTOMATHT, OOJKa B
FOPHATA YACT Ha KOpeMa, JHApHs YeCTO BH3HHMKBAT [IPH HAKOM NMALMEHTH B HAYAIO0TO HA AEYEHHETO, HO
OOHKHOBEHO M34E3BAT CJIC HAKOJIKO AHM Oe3 NpeKkpaTABaHe Ha JICUEHHETO

*Habmonapa ce ChlIO HIKOJAKO MHHYTH CJie MHTPABEHO3HO HHDKEKTUPAHE ChC CIIOHTAHHO 3aTUXBAHE B
PaMKHTE HA HAKOJIKO MUHYTH

HeuecTn: naHKpeaTyT, NOHAKOTa ¢ (paTtaneH u3Xol (BxX. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nsmuiia

YecTu: ypuHapHa HHKOHTUHEHLIHA

HeuectHn: 650pedHa HEAOCTATEYHOCT

Penxu eHype3a, TyOyJoMHTepcTHMIMANEeH Hedput, obpaTtuM cuHapoM Ha Fanconi, HO MEXaHU3MBT Ha
OEHCTBHE OLIE HE € ACEH

Hapyrwenui na xosicama u ROOKOINCHAMAa nokan

YecTH: CBPbXUYBCTBHTEIHOCT, NPEX0AHA W /UK A0303aBUCHMA AJIONELIUS, HAPYLIEHHA HA HOKTHTE H
HOKBTHOTO JIETJIO

HeuecTu: aurnoeneMm, oOpHB, HapymeHUMs Ha KocbMa (KaTo HeoOHW4aliHa CTPYKTYpa Ha KOCHMA,
MPOMEHHK B LIBETa HA KOChMA, HCOOKYAECH paCTEX Ha KOCATa)

Pefiky: TOKCHYHA eNHAepMaiHa HEKPOaU3a, CHHIPOM Ha Stevens-Johnson, epurema MyaTHGOpME,
CHHIPOM Ha JICKapCTBEH OOpHUB ¢ €03MHOGMWINA M cHCcTEMHU cuMmiToMH (DRESS)

C HEH3BECTHA Y€CTOTA: XUIIEPIIUTMEHTAHA

Hapywienwt na MyCKYAHO-CKEIeMHAMA CUCIIEMA U CLEOUHUMERHAMA MBKAH

HeuecTH: HaMaJieHa KOCTHA MHHEpPATHA IUTBTHOCT, OCTEOIEHHA, OCTEONOpo3a U OpaKTypH NpH
NMaLHEHTH Ha Npoab/LkUuTeNHa Tepanud ¢ Jdenakun XpoHo 300 mg. MexaHHU3MBT, mo kKoo HenakuH
XpoHo 300 mg nosnusBa KOCTHUA METaAbOIH3 DM, HE € YCTaHOBEH.

Peaku: cHCTEMEH JIYITYC epuTeMaTo3yc (BxK. TouKa 4.4), pabaoMHdosin3a (B, Touka 4.4).

Hapywenuwn na endoxpunnama cucmema
HeuecTH: cHHOpOM Ha HapylueHa cekpeiida Ha AJJIX (SIADH), xunepaHApore HU3bM (XHP3YTHIBM,
BUPHITM3BM, aKHE, MBKKH THIT AJIONEUHS W/ HIH YBEJIHYEH aHAPOTEH)
Penku: XunmoTUPEOHAU3BM (BXK. TOUKA 4.6)

Hapywenua na memabonuzma u xparnernemo
YecTH: XMIIOHATPHEMUS, YBENHYEHO Terio* T NS
* [loBumIeHOTO TENECHO TETNIO TPAOBa Ja ObAe BHUMATENHO IPOC/IEAABAHO, ThH KaTO € r.*)‘alg‘rép 33 - PR
MONHUKHCTO3€H 0BapHasieH CHHAPOM (BK. TouKa 4.6) Voo e R )




Penxu: xunepamonremus™® (Bx. Touka 4.4), 3aIECTABAHE

*B13MOXKHO € /12 HAaCTBIAT CJIYYaH Ha H30/MpaHa WIK YMEpPeHa XHnepaMOHUeMus 0e3 npoMsaHa B
yepHOApoOHUTE QYHKIHOHATHY TECTOBE M TOBA HE TpsOBa Aa ObAe NpUYMHA 3a MPEKPATABAHE HA
Tepanusita. Cpo0IaBaHo € U 3a XMIIepaMOHHEMMsI, CBBp3aHa C HEBPOJIOTHYHH CHMITOMH. B TakiBa
cly4au € HeoOXoquMo 1a ce OOMHUCIAT JOMBIHUTENHU H3CeABaHHA (BXK. TOYKH 4.3 ¥ 4.4 Hapyiienus
B YPEHHHA LUKBJI U PUCK OT XHIIepaMOHeMHA M [1aliMeHTH C pHCK OT XHUITOKAPHHTUHEMHS ).

C HeM3BECTHA YECTOTA: XHIIOKAPHUTHHEMMA (BXK. TOUKH 4.3 1 4.4)

Heonaasmu - 0obpoxauecmeaenu, 310Ka4eCmeeHy U HeonpeoeaeHy (KON UMENHO KUCU U ROAUNY)
Penxu: MHETOOUCILIACTHYEH CHHAPOM

Cvoo6u HapyueHus
Yectu: xeMoparus (B:K. TOukH 4.4 u 4.6)
Heuectu: BackyauT

Ob6wu napywenus u ehexmuy Ha MACMOMO HA NPWIOICEHUE
HevyecTu: xunorepmus, HETEXBK NEPHPEPEH eaeM

XenamoOunuapHu HapyuieHus
Yectn: uepHOApOoOHH YBpeKaHus (BXK. ToUKa 4.4)

Hapywenua na sv3npoussooumennama cucmema u 2bpoama
YecTH: 1McMeHoped

Heuectu: ameHopes

Penxu: Ge3uionne npy Mbxe (BX. TOUKa 4.6), N0AMKHCTO3HN AHUHHULIN

Hcwcuynu napyuenuA

YecTH: CBCTOSHHE Ha 00BPKAHOCT, XATIOLIMHALIUM, arpecus™®, askMTauua™, HapyleHo BHUMaHHe ™
Penku: aGHOpMHO noBeaeHHE™, NICHXOMOTOpPHA XUIIEPaKTHBHOCT®, HapyllleHa CITOCOOHOCT 3a
obyueHue*

*Te3u HeXKENTaHH NICKAPCTBEHY PEaKLMK ¢a HaOMoAaBaHH OCHOBHO P NTEIXATPUYHATA IOy JIalus

Brusnue evpxy nabopamopuu 4 OuazHOCMuUYHYU UICIE06AaHUS

TBi KaTO BANIPOAT Ce OTAES OCHOBHO Mpe3 OBOpeunTe, YaCTUUHO N0A (GOpMAaTa Ha KETOHHU Tella,
pe3yNTATHT OT HalpaBeHHs TECT 3a OT/ACICHUTE KETOHHM Tefla MOXKE 1a € MOABEKIAALL MPH MaLUEHTH C
nuaber.

[TeguaTpuuHa nonynanys

[MpoduneT Ha OE30MaCHOCT HA BANNpOAT B MeAyaTpUYHATA MOMYJIaLUMs € CPABHHUM C TO3H NpH
Bh3PACTHH, HO HAKOH HEXEMaHU PeakLMM ca NO-TEXKH WIM € HaDJII0AaBaT [VIaBHO B NEAHATPUYHATA
nmomynatus. ChlUECTRYBa OCOOEH PHCK OT TEXKKO YEPHOAPOOHO YBpEKIaHE MNPH KbpMAaueTa U MAJIKH
neua, 0cobeHO Ha BB3pacT noA 3 roauHr. Mankure aena ChlIC ca H3JIOKEHH Ha 0COOEH PUCK OT
MaHKpeaTuT. Te3u pUCKOBe HAMANABAT ¢ YBE/IHYABAHE HA Bb3pacTTa (BxK. TouKa 4.4). [IcHxnyHH
pa3CTpOICTBA KaTo arpecus, Bb30ylia, HapylLIeHHe HA BHHMAHHETO, HEECTECTBEHO MOBEAEHHE,
MCHXOMOTOPHA XMIEPAKTHBHOCT W HapyllieHa crocOOHOCT 32 00yueHue ce HabJoAaBaT rJIABHO NPH
fieAHaTPpAYHATA NOMYJIaLUA.

CrobmaBane HA HEXKEJIAHH PeaAKIHH
Cpo0llaBaHETO HA MOJ03HPAHH HEXKE/NaHU peaklMK ¢TIl pa3pellaBaHe 3a ynoTpeda Ha JIEKapCTBEHHUSA
NPOAYKT € B)KHO. ToBa ro3posisgBa Aa NPOIb/DKM HADNIOASHUETO Ha ChOTHOLLEHHUETO 0J13a/PHCK 3a
nekapeTBeHHa npoaykT. OT MeIHIMHCKHATE CIOELHATHCTH C€ M3UCKBA Ja Cbo0laBar Besaka
MOJ03WpaHa HEXKEJIaHA peakildg ypes:

H3nibiHHATETHA ar€eHUHMA 110 JIEKAPCTBATa

yii. ,,JdamsaH ['pyes” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yebcaiT: www.bda.bg.




4.9 Ilpexo3upane

[ IpU3HALIM ¥ CUMITTOMH

[Tpu3HaTe Ha OCTPO MACHBHO NpEAO3HpaHe OOMKHOBEHO BKIIOYBAT KOMA ¢ MYCKYJIHA XHIIOTOHMS,
xHnopeqeKkcHs, MHO3a, HapylLleHa AUXaTeHa QyHKIMA, MeTabOMUTHA alla03a, XHIIOTOHHA U
LIWPKYJIATOPEH KONAIC/ oK,

Cnen MacMBHO TpeO3UPaHe Ca HACTHITBATM CMBbPTHH CITY4YaH; BBIIPEKH TOBA, OOHKHOBEHO H3XOIBT €
OJlaronpUsTEeH.

CumrrroMuTe o6ade Morar 1a Bapupar M ce cbo01aBa 3a rspuoBe NpH MHOTO BHCOKH ILU1a3MEHH HUBA.
Cpo0111aBa ce 3a cTyyau Ha NOBHIIEHO HHTPaKPAHHAITHO HAIIATaHE CBBP3aHO ¢ MO3BYEH OTOK.
HammureTo Ha HATpUii B CbeqHHEHHATA C BAJIIIPOAT MOXE Aa JOBEAE A0

XHIIEPHATPHEMHA B CITYJaHTE HA TIPEI03HpaHE.

Osnangapade
B ciyuait Ha npeAo3vpaHe ¢ BAMPOaT, BOACLIO A0 XHIEPaAMOHEMHSA, MOXKE /12 Ce NMPHITIOKH KapHUTHH
HHTPaBeHO3HO, 33 Ja C€ HOPMAaJIM3UpaT HUBATA HA AMOHSKa.

5. ®APMAKOJOIHYHH CBOUCTBA
5.1 @apMaKoAHHAMHYHH CBOHCTB2A

dapmakoTepaneBTHYHa rpyna: [IpoTusoenunenTH4HU CpeacTBa
ATC xoa NO3AGO1
LLIMpOKOCTIEKTEPEH NPOTUBOCIIIENITHYEH JIEKAPCTBEH NPOAYKT.

Bannpoat ynpaxxHsaBa e(peKTUTE CH INTaBHO Ha HHUBO LIEHTPAJIHA HEPBHA CHCTEMA,
dapMaKOJIOTMYHUTE U3CIIEABAHMSA BLPXY KUBOTHM AeMOHCTpHpaxa, 4ye Jenakua XpoHo 300 mg
NpUTEXaBa NPOTUBOTEPYOBH CBOMCTBA MPH pa3iWYHH MOJE/IH Ha €KCIEPHUMEHTATHA CITUIIETICHA
(reHepalu3vpaHu ¥ NapuyaiHi I'bPHOBE).

[Tpu xopa, denakuH XpoHo 300 mg cbluo AeMOHCTpUpa IIPOTHBOCTTHIENITHYHA AKTHBHOCT MPH
pa3UuHH BUA0BE ENWISTICHA.

OCHOBHHAT MY MEXaHU3bM Ha JIeHCTBUE BUIUMO € CBBp3aH ¢ noacwisaHe Ha ' AMK-epruunara
AKTUBHOCT.

5.2 PapMaKOKHHEeTHUHH CBOHCTBA

PasnipeneneHue

[IpemviHaBaHe npe3 MU1aUeHTaTa (BX. Touka 4.6).

Bannmpoar npeMuHaBa npe3 riallcHTapHaTa Dapyepa KakTo NPH JKUBOTHH, Taka U NpH XOpa.

- [TpH XUBOTHHTE, BaNIpoaT MPEMHHABA IPe3 IUIALIEHTATa B [10A00HA CTeneH KaTo [pHy Xopara.
- Hsaxonko mybnukaumu ca H3ciieBaiy NpH Xopa KOHUEHTPALIMUTE Ha BAINpOoAaT B TBITHATA
BPBB Ha HOBOPOAECHH NpH paxkaaHe. CepyMHHUTE KOHLEHTPALMH Ha BAJINPOAT B bIIHATA BPHB,
NoKa3Bally Te3W BbB deTyca, ca NOACOHH UM NIEKO 3aBHLIEHH B CPABHEHHE C T€3H Ha MaHKara.

MeTtabonu3nm

Hatpuesusat sannpoat ce abcopbupa Obp30 U NMKOBH U1a3MEHH HHBA C€ [TOCTHIaT B paMKUTE Ha | -

4 yaca, crabuieH ¢ B Mpoab/LKeHKe Ha 4 - 14 yaca. [1pu nepopanex npueM, 85-100% ot nosata ce . ———-zx,
abcopOupa. [10/1y)KMBOTBT MpH MOBEYETO MALWEHTH ¢ 8 - 20 uaca, HO B OTAE/THH CITy4an MOXKe A .« a,}, Al e,
Obae 3HaunTenHo no-abiaer. [1pu HapylieHa Ob0peyYHa PyHKUHS, IOy KUBOTHT Ha Bannpﬂam € &, o “"*_x 4

[

yABJDKEH. Ilna3sMeHuAT nomyKMBOT MOXe 2 Ce YABKY 10 60 yaca npu aeua noa 2 Meceua, Hb ﬁpu W N
MO-TOJEMH Jeua ToM e noaoOeH Ha TO3H MPH Bb3pacTHU. BrauMoBpb3kaTa Mex 1y naaeHarTa nma q |
edeKTa, ChOTBETHO MEXAY MJIa3MEHATa KOHUEHTPALMA H e)eKTa, HE Ca TOYHO OLICHEHH. Paamge;cnq -
cheTosAHUE (Steady state) Ha MIA3MEHaTa KOHIIEHTPALMA CE JOCTUTA B MOBEUETO CITyYaH CIe/ 3""-'» S'jiﬁilr"-*
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neyeHue. JIMKBOpHaTa KOHLICHTpaLMA JOCTHra npubmsurenHo 10% OT njaa3sMeHaTa KOHUEHTpaLHs.
HarpueBHAT BaNnpoar ce CBbpP3Ba ¢ MIa3MeHUTe NpoTeuHH B npubansurento 90%. Bucokara crenen
Ha CBBP3BAHE C MPOTEHHUTE MOXKE Aa NPEeAU3BHKA PUCK OT KJIHHHYHO 3HAYHUMH B3aUMOIEHCTBUA C
IpYTH MPOTUBOSMUWISIITHYHH JIEKAPCTBEHH NPOAYKTH, 0CO0cHO dheHHTOHH (BXK. TO4Ka 4.5).
3a10BONHTENECH KIHHUYEH eQeKT OOMKHOBEHO C€ JOCTHra Npy KOHUEeHTpauuH Mexay 300-700 pmol/l,
HO € HeOOXOOHMO Aa ce B3eMe NpeasH] UAA0CTHATAE KIMHHYHA CUTYaLH [TpH NaUUeHTa (BXK. TOYKa
4.2).

OcHOBHHAT BT 3a OHOTpaHCHOpMAaLIMA Ha BANNPOAT € rMIOKypoHupaHeTto (~40%), npeadMHo ypes
UGTI1A6, UGT1A% u UGT2B7.

HarpueBuat Bannpoart ce Mmetabonu3upa BbB BUCOKA CTENEH U C€ €KCKPETHpPa B YPUHATA non popmara
Ha KOHIOTHPaHU MeTabOIUTH.

HenakuH Xpouo 300 mg rMa rio-HMCKa Crax M € ¢ IIO-MAJIKO (QIIYKTYaLMH B IUIa3MEHaTa
KOHLIEHTPALIUA 1Ipe3 JCHA B CPABHEHHE C racTpo-pe3UCTEHTHUTE TaOIETKH.

Ileouampuunu nayuenmu

Heua Ha BB3pacT Haa 10 roAMHH M FOHOLIH HMAaT KJIMPBHC Ha BaJNpOoaT nogoOeH Ha TO3H NpH
BBH3pacTHH. [1pu neguaTpyyny nanueHTH Ha B53pacT noa 10 roaMHu CUCTEMHHA KIMPBHC Ha
BaJIIIPOAT C€ pa3/ii4aBa B 3aBUCHMOCT OT Bb3pactTa. [IpU HOBOPOASHH U KbpPMAYeTa Ha Bb3PacT A0
2 Mecella KITHPBhHCHLT Ha BaJINpOaTa € HaMaJIeH TIPH CPaBHEHUE € TO3HM MPH BL3PaCTHH H € HAH-HHCBK
HETIOCPEACTBEHO clien pakaaHeTo. Ilpu nmpernen Ha HayyHaTa MUTEpPATYpa, MOTYXHUBOTHT Ha
BaNMpoAaTa Mpy KbpMa4era Ha Bb3pacT A0 2 Mecella MOKa3Ba 3HaYHTETHH pa3nvKH ot | Ao 67 yaca.
[Tpu neua Ha BB3pacT 2 — 10 roaAMHH, KIMPBHCHT Ha Bannpoara € ¢ 30% no-BUCOK OT TO3M NpH
BBL3PACTHH.

5.3 IlpeaAKNnAHUYHH JanHH 32 0€30NACHOCT

np{)}"‘-IEaHHﬂ [IpH KHBOTHH NNOKA3BA4T, HC CKCIIO3HIIHMATA HA BAIIpoaT in utero BOOU OO0 MO[JC])DJ'IDFHT-IHH
W/ HIH (l)YHKLI,HOHBJ'{HH NPpOMEHH Ha CNIYXOBATa CHUCTEMA MNPH ILTBXOBEC H MHLLIIKH.

Bannpoar He nokasea npy aHaNMK3 in Vilro MyTareHHOCT HUTO NpH OaKTepUH, HUTO BbPXY KIETKH OT
MHILM JUM(POM U He HHAYyLMpa penapauus Ha JJHK B mepBHYHM XENATOLMTHY KYATYPHU OT IUIbX. In
vivo, oDaue, ca NONyueHH NMPOTUBOPEYHBH PEIYJITATH 38 TEPATOreHHUTE JO3U B 3aBUCHMOCT OT
HayMHa Ha npuioxkeHue. Cen nepopaaHo MPUIOKEHUE, HAH-4eCTO H3MOI3BaHUA Ha4YUH Ha
MPUWIOXKEHHE MIPH XOPa, BAINPOATHT HE UHAYLHPA XPOMO3OMHH abepallii B KOCTEH MO3BK OT ILTBX
HWJIH JOMHUHAHTHU JIETAJIHU €¢PEKTH NMPU MULUKU. UHTpanepuTOHEANTHOTO HHXXEKTHPpAHE Ha Bajpoar
MOBUILABA HAKBCBAHE HA Bepurute Ha JJHK ¥ XpoMO30MHU yBpexaanus rpu rpuzauu. B
NONbLAHEHHE, B MyOIHKYBaHH NPOyYBaHUA € ChbOOLIaBaHO 3a YBEJIHUEeH OOMEH MEeXIy CeCTPHHCKHTE
XpPOMATUIHM [IPH TIALKEHTH C SINKICIICHS, [TIPUEMALILH BaJIIIpoaT, B CPABHEHHUE C HEJIEKYBAHH 3paBU
YYaCTHHLM. BbIipekd TOBA, H3KMIOUBALLM C€ pPe3y/TaTH Ca MOJTy4YEeHH PH CPAaBHABAHE HA JAHHHUTE MNpPH
NaLHEeHTH ¢ eMUIISNCHsA, TEKYBAHU ¢ BATIMPOAT, C TE3H HA HETEKYBAHU MALIMEHTH C €NHJISIICHA.
KnuHHM4YHOTO 3HaueHUe Ha Te3u pe3ynTary 3a JHK/xpomozomute € HEU3BECTHO.

HexsiMHUUYHUTE 1aHHH He MOKa3BaT OCOOEH PHCK 3a XOpaTa Bb3 OCHOBA HA KOHBEHIIMOHATHH
NPOYYBAHHMA 34 KAHLIEPOr€HHOCT.

Penpooyxmusna moxcuunocm
BannpoaTeT HHOYLHpa TEPATOreHHH epeKTH (ManpopMallui Ha MHOXECTBO OpraHHH CHCTEMH) B

MUIIIKH, TUTbXOBE U 3aHLIH.

[Ipy MULIKH, TUTBXOBE M 3aMLIM, [1 Hutero €KCNO3HULUMA HA BAMPOAT NPeAU3BHKA 10303aBUCUMO

HaMaJISBaHE Ha TErJIOTO Ha IUIOJa, BLTPEYTPOOHO 3a0aBgHE Ha pacTe)Ka U HaMalIABaHe Ha Ab/DKHHATA

OT I'JlaBaTa /10 OCHOBATa Ha onalikarta B CpaBHEHHUE C JKUBOTHH 0€3 eKCno3uuMs. f«-w m—T
OTKJIOHEHHS B NMOBEACHUETO ca ChOOLIaBaHH B HHAUBHANUTE OT MBPBO MOKOACHUE HA MHULHIKH u/ A
[UTBXOBE Cliel €KCMO3ULMS in utero. Hakou nopeaeHYeckn MpOMEHH ca HabnrogaBaHH CLmq,H E’EB"’ ' N
BTOPO MOKO/IEHHE, a ChIUMTE ca OHIIK [IO-TPYAHO 3a0ee UMK B TPETO IOKOJEHHE HA MUIIKHCRE - . -~
OCTpa in utero eKCNo3HUUUA Ha NBPBOTO MOKONIEHUE HA TEPATONEHHHU J03H BaIIpoar. CKpHTHTB !
MEXaHHU3MH U KITHHHYHATa 3HAa4YHWMOCT Ha TE€3H OTKPUTHA Ca HEU3BECTHH. v




B npoyuBaHHA 38 TOKCHYHOCT NMPH MHOTOKPATHO MPHJIaraHe ca ChoOIIECHH TECTHKYNapHa
aereHepauma/aTpodgus WK HapyllueHHs B CIEpMATOreHe3aTa U HaMalisiBaHe Ha TEMJIOTO Ha TECTHCHTE
NpH BH3PACTHH IUTEXOBE U Ky4deTa cliel] NepopaiIHO NpuiioxeHHe B 1034 ¢hoTBeTHO 400 mg/kg/neH u
150 mg/kg/neH, HaxXOAKHM B TECTHCHTE, CBBP3aHH C HHBa Oe3 HabmonasaH HebnaronpusteH edekr (no
observed adverse effect levels, NOAELSs) ot 270 mg/kg/neH nipu Bp3pacTHH IIsXxoBe H 90 mg/kg/nen
NPH Bb3PAaCTHH KYUETa.

CpaBHeHHusATa Ha rpaHULIATe HA He3onacHocT Ha Oa3ata Ha ekcrpanonspadHata AUC npH iwipxose U
KydJeTa IIOKa3Bar, He MOXKE [a HAMa rpaHMLa Ha 0e30I1acHOCT.

[Tpu 1oBeHIIHH IUTHXOBE HAMAISBAHE Ha TEMJIOTO Ha TECTHCHTE € HabIIOIaBaHO CaMo TIPH J03H,
HaJABHLIABAIIIH MaKCHMAaJIHaTa moHocHMAa f03a (oT 240 mg/kg/neH npyu AHTPANEPHTOHECATTHO WIH
MHTPABCHO3HO TIPWJIOXKEHHE), 6e3 CBbP3aHH XMCTONATONOrH4HY poMeHH. He ca Habmronapanu
e)eKTH BBPXY MEXKHTE PENPOXYKTHBHHY OpraHu npH noHocuMH ao3u (ao 90 mg/kg/neH). Be3 ocHoBa
Ha TE€3H JaHHH IOBEHHIHHUTE XHBOTHH HE C€ CUUTAT 32 NMO-MOAATIMBY MO OTHOUWICHUE Ha HAXOIKH B
TECTHCHTE, B CPABHEHHE C BH3PACTHUTE. 3HAYEHUETO HA HAXOAKHTE B TECTHCHUTE 3a NNEAHATPHYIHATA
MOITyJIal{HA He € H3BECTHO.

B npoyuBaHe 3a depTHAMTETA NMPH ILTHXO0BE, Baanpoar B 4034 10 350 mg/kg/AHeBHO He NOBIMIBA
penpoIyKTHBHATA (GYHKITASA APU MBXKHTE MHAHBUAH. Bhripeku ToBa HH(EPTHIINTET NPH MBXKE €
HICHTH(HLIMPAH KaTO He)KeJlaHa PeaKIMA NpH xoparta (BxK. Touky 4.6. 1 4.8).

6. PAPMANEBTHYHHA JAHHU
6.1 ChnHCbK HA NTOMOIMHHTE BelnecTsa

ETun LEJTYJ1034a, XHITPpOMEJ103a, CWIHITHEB NHOKCHA, KOJIOHACH XUAPATHPAH, 3aXapHH HanHﬁ,
[NIOAHAKPUIAT, MAKPOIrQJl, TANK, THTAHOB JHOKCHA.

6.2 HecbBMECTHMOCTH

Hama naHHu.

6.3 Cpok Ha rogHoCT

3 roAMHHU.

6.4 CuennanHH YCJIOBHA HA ChXPAHEHHE

To3u nekapcTBeH NPOAYKT HE M3HCKBA CTICLIMANHH YCIOBHS HA ChbXPaHEHHE.
6.5 Bua H cbAbLpKAHHE HA ONAKOBKATA

Kyrus cxc 100 Tabnetku (mnacrmacosu TyOu 2x50)

6.6 ChneuHaNHH NpeANa3HH MEPKHU NPH H3XBBLPJAAHE

HamMa crienMajlHu H3UCKBaHUA.

7. MPUTEXXATEJI HA PABPELLIEHHETO 3A YIIOTPEDBA

Sanofi Winthrop Industrie
82 avenue Raspail

04250 Gentilly
OpaHiug




8. PEMCTPAIIMOHEH HOMEP

Per. Ne 9900385

9. JATA HA ITBPBO PA3PEIIABAHE/MIOAHOBSIBAHE HA PA3PEHIEHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBO pazpetnaBaHe: 15.12.1999
Jlata Ha nocneaHo nogHoBsisaHe: 11.10.2011

10. HAATA HA AKTYAJIMZUPAHE HA TEKCTA

23/10/2025




