KPATKA XAPAKTEPHCTHKA HA MPOJIYKTA

¥ To3u JekapcTBEH NPOAYKT MOIJIEKH Ha AOIBIHHTeNHO Habmoaenwue. ToBa e NMO3BOIM OBP30TO
YCTAHOBABaHE HAa HOBa HHPOpMama OTHOCHO OezonacHocTTa. OT MEAMIMHCKHTE CIICHHANHCTH Ce
M3HCKBA JIa CHOOINABAT BCAKA MONO3HPAHA HEXKEJIAHA Peakilyd. 3a Ha9HHA Ha ChoOIIaBaHe Ha
HEXEJIAHY PEeaKIiy BIKTE Touka 4.8.

1. HME HA JEKAPCTBEHHS NPOAYKT | | NANLITHUTENHA M‘El-lulflﬂ 10 NEKAPCTBATA

Henakus Xpono 500 mg T20leTKH ¢ YABDKEHO 0CBOOOKAaBaHe Kobarmwa xapaxmepucmoxa wa npogyxma NMpusoxarue 1
Depakine Chrono 500 mg prolonged release tablets | Kbm Pez. Ne ﬁz Dol cP /72
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2. KAYECTBEH H KOMNMYECTBEH CbhCTAB BG/MA/MP -
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kHcenuHa (valproic acid), orroapamu Ha 500 mg HaTpues Banmpoar (sodium valproate) 3a Tabnerka.

[TOMOIMHO BEIECTBO ¢ W3BECTHO MCHCTBHE: HaTpHit 47,21 mg/rabmeTka (B:k. TOUKa 4.4)
332 OIBJIHHUA CIIHCEK HA [TIOMOINHHTE BEINEeCTBA BHXTE ToUKa 6.1.

3. JIEKAPCTBEHA ©®OPMA

DunMupana TabneTka ¢ yIBDKEHO OCBODOKIaBaHe.

4. KJMHHAYHH JAHHH
4.1 TepaneBTHYHH DOKA3AHHSA

Enanencus
e [IBpBHYHO reHEpAIHIHPAHH STHAICTICHH H [IPUTIABIH
¢  Tunoepe npUCTHIM:
abcancH (petit mal), reHepanu3sHpaHH TOHHYHO-KIOHHYHH (grand mal), TOHHYHH H AaTOHHIHH
NPHIAABLUK, MUOKITOHWYHH IIPUCTHIM, UH(PAHTIUIHH CIIa3MH.
o ['eHepann3vpaHU CNWICIICHA H CTWICTITHYHH CHHAPOMH:
abcaHCHa SIMICHICHA, IOBEHIIHA MUOKJIOHUYHA SITANSICHA (CHHAPOM Ha Janz), STIHNISTICHA C
reHepaIM3MpPaHH TOHNYHO-KIOHMYHH IPHNAIBLH NpH CE0yAaane, (POTOCCH3INTHBHH SITWICTICHH.
e CunpapoM Ha Lennox- Gastaut.
s (CuHapoMm Ha West.
OokaiHH (MapLHATHH) SIHISIICHH H IPUCTHIH ¢ WK 03 BTOpHYHA reHepaid3alui.

banospro pa3cTpoicTBO

JleueHHe Ha MaHKEH eNMU30 MpH OUIIONAPHO Pa3CTPOHCTBO, KOTATO JIMTHH € MPOTHBONOKA3aH WIIH He
ce Tonepupa. [IpoabinkagaHe Ha JICUCHHETO CIIE] MAHHEH €T30/ MOXKe Aa ce OOMHCITH IIPH
NalMeHTH, KOUTO ¢a Ce MOBJIHAIM OT BAIMPOAT NPH JCYESHHETO Ha OCTpa MaHH4.

Ilpu gema; KaTo CaMOCTOATENIHA TEpalid WIH B KOMOHHAITHA C APYT aHTHENMWJICITHYCH JIEKapCTBEH
TIPOXYKT:

JledeHHe Ha TeHepaTH3npaHa CIWICIICHS: KIOHWYHWY, TOHHYHH, TOHHYHO-KJIOHHYHU NPUTaIbLH,
abcaHCK, MHOKIIOHHYHY TIPUCTHITA, aTOHHYHH NPANageid; cuuapoM Ha Lennox-Gastaut;
JieueHHE Ha NMapUHAIHA eMAIENICHS: APIHATHH MIPHCTHIM ¢ HIIH 0e3 BTOPHYHH I'eHEepaTH
PAIAABIH.




4.2 /0o3HpOBKAa H HAYHH HA NPHJIOKEHHE

Hosara Tpabea na ce aganTHpa cH00pa3HO BE3pPAcTTa, TEASCHOTO TETJIO ¥ MHAHBHI AJTHATA
JYBCTBHTEIIHOCT. 1abiieTkaTa MOXe J1a ce JeJIH, HO He TpAOBa Ja ce CIHBKBA WIIH CTPHBA.
TepanieBTH4Ha ePEKTHBHOCT OOHKHOBEHO C€ [OCTHIa IIPH IMa3sMeHH HuBa Mexy 40-100 mg/l (300-
700 umol/l). ONTHMAJIHOTO MJIA3MEHO HHBO CE€ Pa3iMIaBa MexKIy OTACTHUTES HHIHBHIY, a BEPOATHO H
NpH SOUH K CHII AHAWBH] B pA3IMYHH MOMEHTH OT BpPEME.

IlpH namMeHTH, KOUTO HE NOJAYy9aBaT qpyTro NMPOTHBOSITAIENTHYHO JeYCHHE, 32 NpelI0IHTaHe €
no3aTa Ja ce MOBUIIABA ITOCTEIIEHHO HAa UHTEPBAIIM OT HO 2-3 JIHK A0 JOCTHTAaHE HA OITHMAaHaTa
103a.

IlpH NpEXRBPIAHE OT JICIECHHE C APYT JICKAPCTBEH NMPOAYKT, WiIH aJITSPHATUBHO, KOTATO C€ BKIIIOUBA
KaTo JOITKIHHTE/IHA MEHKAUMA KbM IIPEeAXOIHO JedeHHe, 3amanara ¢ Jdemakun XpoHo 500 mg
TpaAOBa /1a ce MpaBH HOCTENEHHO TaKa, Y€ ONTHMATHATA 4034 Aa OBbAe JOCTHIHATA € THOBPEMEHHO C
HAMAaJIABAaHETO H CIIHPAHETO HA ApYrys JIeKapCIBeH MPoAyKT. [Ipu npexBhpisiHe oT KOHBCHIIHOHAIHH
TabneTkn denakut koM Jenmakun Xpowo 500 mg, nHeBHaTa 1033 TpaOBa Na ce 3amasH.

[Ipu HeoOX0MMMOCT, NPUOABSHETO HA PYTO MPOTHBOSTIICITHYHO IeUeHHE TpsOBa Nla ce H3BBPIIBa
NOCTEIICHHO. |

Hozupoexa

B o6mus caydait nbpBoHavanHaTa Ao3a € 10-15 mg/kg nHeBHO, OTTORapAmA Ha 2-5 Ta0eTKH OT
300 mg unum 1-3 Tabnerky ot 500 mg 3a noseyeto namueHTH (60-100 kg). Jo3ata Tpadea 1a ce
TUTpHpa J0 OIITUMANHO HUBO, U Ja CE€ pa3Acii Ha 1-2 IHeBHH IIpHEeMa.

IIpu év3pacmuu B o01mMs cimyuaii nozara e Mexxay 20-30 mg/kg nHeBHO, oTroBapAlOy Ha 4-10
Tabnerky ot 300 mg unu 2-6 Tabnerku or 500 mg, axo maupeHTHT € Mexay 60 u 100 kg. B cny4ai,
4e He MOXKE [a ce TIOCTHI'HE OBJIaABaHe HAa TBPUYOBETE ¢ Ta3H J03a, TO TA MOXKe Ja OpAe yBENHUYCHa.
IMaierTsT TpaOBA a c€ CeAM CTPUKTHO B Cyvaid, Ye NMojly9aBa JHEBHA 1032 M0-BHCOKA OT

50 mg/kg.
3a deya naii-yecTaTa Ao3upoBka € okoJio 30 mg/kg nHeBHO.

ManseH enu30) NP OANOJIAPHO pa3CTPOHCTBO

IHpu ev3pacmnu:

JlsepHaTa 103a TpAOBa Na ObE YCTAHOBEHA M KOHTPOJIMPaHa HHAHBHIAYATHO OT JICKYBAIUA JICKap.
[IpenopruanaTa HadajHa JHeBHA 1034 € 750 mg. OcBeH ToBa B KJIMHHYHH M3IIUTBAHHA HAYAJIHA 1032
ot 20 mg Banmpoat/kg TeJieCHO Terno CHINO MOKa3Ba nprHeMimB Npodua Ha OGesonacHOCT. PopMUTE C
YIBJDKEHO OCBOOO)KAABAHE MOTarT Jja ObaT [IpHWIaraHy BEANHX WM JBa ITBTH AHeBHo. Jlo3aTa TpaOBa
na Oplie yBeIHYeHa KOJIKOTO € BB3MOKHO MO-06p30, 32 [1a ¢€ MOCTHIHE HaM-HUCKaTa TepalleBTHYHA
J03a, KOATO BOIH IO KelaHus kimamaeH edekrt. J[ueBrara go3a Tpadsa Aa 0pae agjanTHpaHa CrpaMo
KIHHHYHHA OTTOROP, 3a Ja Ce ONpeAe/IM Hall-HHCKaTa e(EKTHBHA /1034 332 MHIHBHIY AJIHUA NMALHCHT.
Cpennara nHeBHA 1032 00MKHOBeHO BapHpa Mexay 1 000 1 2 000 mg sanmpoar. ] IaneHTH, KOUTO
NOIYYARAT JHEBHK JO3M NO-BUCOKH OT 45 mg/kg TenecHo Terjio JHERHO, TpAOBa 1a ObAaT
BHHMATEIIHO NPOCIICIIBaHH.

IIpoABIKAaBAaHETO HA JICICHHETO 33 MaHMITHH eMM304 MPH OHNONAPHO pascTpoiicTBo TpabBa 1a Obae
aJarrTdpaHo HHAMBHAYATHO, KaTO C¢ H3MOJI3Ba Hal-HUCKaTa e(PEeKTUBHA /1034.

Crnenuaaay nonyJialiii

Heya

Ermnencus

Ot nepopayHATe JEKapCTBEHH HOPMU, CIISAHUTE JIEKAPCTBEHH (GOPMH ca NO-TIOAXOIAINH 34
npuiarale OpH Aena Ha Be3pacT moA 11 romyHH (CUpOIL, MepopaiieH pa3TBOP H TPAHYJIH).

IIpy nauuenTy ¢ OLOPeYHA HEAOCTATHYHOCT

OTHeIA Npy AHaTu3a (BXK. To4ka 4.9). Jlo3npoBkaTa TpaOBa Ja ce MpOMEH cropel
[IpOCACIABAHE Ha MALMeHTa (BXK. To4Ka 4.4).




bunonspHO pazCTpodCTRO
IIpu oeya u onowiu

Eduxacroctra Ha JlenakeH Xporo 500 mg 3a nedyeHHe Ha MAHHIHH €MH301 IIPH OHITOMAPHO
pa3CTPOICTRO He ca OHITH OLleHIBaHM TIPH NAMEHTH Ha Bb3pacT no 18 roauns. 3a HHpopMaLTHA
cBBp3aHa ¢ 6e30MacHOCTTa IIpH Jiella BIDKTe TouKa 4.8.

€lla OT JKEHCKH MOJI M )KEHH C AeTEPOACH NOTCHIHAI

JleuenneTo ¢ Bannpoat TpAOBa Ja ce 3ariovHe M HaboaBa OT CNENHAINCT ¢ ONHT B JICHEHHETO Ha
EMMHJIETICHS WK OHIIONAPHO pa3cTpoiicTeo. Bannpoar He TpaOBa fa ce M3MON3BA IPH Jiela OT HKEHCKU
TOJI M KE€HH ¢ JETEPOSH HOTEHIMA, OCBEH KOraTo APYTHTE JICUeHHs ca Hee(PEKTHBHH HITH HE Ce
noHacAaT Aodpe (Bxk. TouxH 4.4 H 4.6).

ITomsara ¥ pHCKBT TPAOBa BHUMATETHO Ja CE OHCHABAT IIPH PYTHHHUTE NPETJICH HA TIEYCHACTO.
Banmpoar ce npeamnicBa | oTIycka B ChoTBeTCTBHE ¢ [IporpaMara 3a npeaAnaspane 0T OpeMeHHOCT
npH ynoTpeda Ha Bannpoat (BxK. ToukH 4.3 u 4.4).

3a mpeanovMTaHE € BANIPOAT Ja Ce MPEANHCBa KaTo MOHOTepanis B Hali-HHCKaTa e(eKTHBHA 1034,
aKO € BB3MOXKHO KaTo JIeKapcTBeHa Gopma ¢ yABRIDKEHO 0CBOOOKAABaHE, 3a 1a CC IPEIOTRPATAT
BHCOKH IMHKOBH THIa3MeHH KOHLIEHTpallHH. /JHeBHATA Ao3a TpsaOka Aa Obje pasieeHa Hai-Malko Ha
IIB€ CIUHHYHH J103H (BXK. TOYKA 4.6).

Cnen oceo6okIaBaHETO HA AKTHBHOTO BELIECTBO, B X0Ja Ha IIpoleca Ha 3a0aBeHO OCBODOKmaBaHE H
B CHEACTBHE OT MPHPOJIaTa Ha IMOMOIIHMTE BEHIECTBA B CHCTaBa My, WHEPTHHAT MATPHKC HE Ce€
abcopOHpa OT XpaHOCMHIATEIHHS TPAKT, a Ce CITMMHHHApA ¢ H3NPLKHEHHATA.

4.3 IIporHBOmOKA3ZAHAA

Henaxun Xpoxo 500 mg ¢ npoTHBONIOKAa3aH NPH CICOHUTE CUTYaLHH:

- CBpPBXUYBCTBHTEIHOCT KbM HATPHEB BAMPOAT, AUBATHIPOAT, BAINIPOMHJ, HIIH KbM HAKOE OT
NOMOILTHUTE BEIIECTBA, H30pOoeHH B Touka 6.1.

= OcTbp X€NaTHT WIH XpOHHEeH XeTaTHT.

- Jlwuna wiH paMHIHA aHAMHE3a 3a TEXBK XEeIMaTHT, 0CO0EHO CBBP3aH ¢ JIEKApPCTRA.

- YepHoapobHa nopdupmus.

- Bammpoat € npoTHBONOKa3aH Mpy NAKMEHTH ¢ MUTOXOHAPHAIIHY HAPYIOEHHUA, IPUYMHHEHH OT
MYTALIMH B SIPEHHA T'eH, KOIUPAT MUTOXOHIPHATHEA eH3uM moauMepasa y (POLG), Hamp.
cuHapoM Ha Alpers-Huttenlocher, kakTo M 1pH gena moa ABETOMHINHA BB3pPAcT, 32 KOUTO €€
CMSATA, Y€ HMAT HapyleHue, cBbp3ano ¢ POLG rena (Bxk. To4ka 4.4).

- [lamenTH c W3BeCTHU HapyIICHUS B ypeHHHS 1K (BXK. TOUKa 4.4).

- [IalMeHTH ¢ HEKOPHTHPAH CHCTEMEH ITbPBUYCH KADHUTHHOB AeduimT (BxK. Touka 4.4
1lalMeHTH ¢ pUCK OT XUIIOKAPHHTHHEMUS ). -

Jleuene Ha erICTICHA

* IO BpeMe Ha OpeMeHHOCT, OCBEH KOTaTO HAMA MOIXOIAII0 AJITEPHATHBHO JICUSHHE (BK. TOUKH
4.4 1 4.6).

*  IIpH KSHH C JeTEPONSH IOTEHITHAN, OCBEH KOTaToO ca M3NTEIIHEHH YCJIoBUATa Ha [Iporpamara 3a
npeanasBaHe or OpeMeHHOCT (BX. Toukd 4.4 1 4.6).

JleyeHye Ha OUIMOAPHO PAa3CTPORCTRO:

* O BpeMe Ha OpeMeHHOCT (BXK. TOUKH 4.4 1 4.6).

*  TpH KEHH ¢ JeTepolcH MOTEHIMAN, OCBEH KOTaTo Ca W3IbIHEeHH yclnoBrsaTa Ha IlporpamaTta 3a
npennasBane OT OpeMeHHOCT (BXX. TOUKH 4.4 H 4.6).




44 CpennajHH NpeaynpexaeHHs H NpeAnasHH MepPKH NpH ynorpeda

Momuuera//leBoiiku//Kenn ¢ nerepoaen norennuas/bpemennocr:

Jenakun Xpono 500 mg He TpsaOBa aa ce U3Mon3Ba IpU MOMUYETA, IEBOMKH, IPH KEHH C
AETEePOAEH MOTEHLMAI WIH OpeMEHHH JK€HH, OCBEH B C/Iy4Yai, KOraro aJilTfepHaTHBHUTE JICYEHHA Ca
Hee(DeKTUBHHM HIIH HE Ce MOHACAT MOPaJ il BUCOK TepaTOreHeH MOTEHIHal H MOBHIIIEH PHCK OT
CepHO3HH HapyIIeHHs B Pa3BUTHETO Ha OebeTa H3/iokeHH BETpeyTpoOHO Ha Banmnpoar. [losi3ara u
PUCKBT TpsiOBa BHMMATEJTHO /1a CE OLIEHAT 10 BpeMe Ha PyTHHHH TNperJie/iy, npe3 mybeprera u
CMEIIHO KOraTo JK€Ha C JIeTepo/ieH NMoTeHLHal, jjekyBaHa ¢ Jlenakun XpoHo 500 mg riaHupa
OpeMEeHHOCT WIH NMpeACTOH OpeMeHHOCT.

JKenu ¢ nereposeH noreHuMaa TpadBa aa u3noa3sar eGeKTUBHA KOHTpALEIILMs 110 BpeMe Ha
JledeHre U 1a Ob1aT HHGOPMHpPAHH 3a PHCKOBETE CBBp3aHH ¢ yrnorpedaTa Ha JlenakuH XpoHO
500 mg no BpeMe Ha OpeMeHHOCT (BK. TOYKa 4.6).

JlekapsT TpsaOBa 1a rapaHTHpa, Y€ Ha MAlMeHTKATa € NPeJoCTaBeHa ITbjIHa HHpOpMaIHs 3a
PUCKOBETE, KAKTO M ChOTBETHH MaTepHaJIH, KaTo Opolirypa 3a nalMeHTa, 3a 1a rnoJnoMor{e
pa30upaHeTo i OTHOCHO PHCKOBETE.

MeaMIIMHCKHAT CrieHATUCT TpAOBa na e yoe/ieH, Ye nauueHTKkara pa3oupa:

. EcTecTBOTO M TeXeCcTTa Ha PUCKOBETE MPH €KCIO3ULIKS 110 BpeMe Ha OpeMEHHOCT, I10-
CMELMAIHO 3a TEPaTOreHHH PUCKOBE M HAPYLUEHHUA B Pa3BUTHETO.

. HeobxoaumocTTa 0T epeKTHBHA KOHTPALICITLHS.

. HeoOxoaumocTTa OT peoBeH Mpersiell ¥ OLEHKa Ha JICYEHHETO.

. Heo®xoauMocTTa OT crielrHa KOHCY/ITal|s, ako MIaHupa OpeMEeHHOCT WJIH € Bb3MOJKHA

OpeMEHHOCT.

IIporpama 3a npeanazsaHne oT OpeMeHHOCT

Bannpoar uma BUCOK TepaTOreHeH MOTeHIMal | Jelara, ¢ eKCIO3HLIMS i1 ulero Ha Bajmnpoar ca ¢
BUCOK PHCK OT BPOJIEHH Mai(hOpMAaLIMK H HApYIIEHHS B Pa3BUTHETO HA HEPBHATA CHCTEMA (BXK.
TouYKa 4.6).

Henakua XpoHo 500 mg e npoTHBOMOKA3aH IPU CJIEIHUTE CUTYallHH:

JIeyeHHe Ha CNMUICTICHS

. Mo BpeMe Ha OpeMEeHHOCT, OCBEH KOraTo HAMa MOAXOASII0 ATEPHATHBHO JIeYEHHE (BIXK.
TOYKH 4.3 u 4.6).
. IPH JKEHH C JIETePOEeH MOTEHIMAJI, OCBEH KOraTo ca M3ITbIHeHH ycioBusaTa Ha [Iporpamara

3a npeana3paHe oT OpeMeHHOCT (BXK. TOUKH 4.3 u 4.6).

Jleuenue Ha OMIONIAPHO Pa3CTPONCTBO
. Mo BpeMe Ha OpeMeHHOCT (BK. TOUKH 4.3 u 4.6).

. [PH JKEHH C JeTepPOeH MOTEHIHA, OCBEH KOTraTo ca M3ITbJIHeHH ycioBuaTa Ha [Iporpamara
3a npena3BaHe 0T OpeMeHHOCT (BxK. TOUKH 4.3 u 4.6).

Ycnosus Ha [lporpamara 3a npeana3eaHe 0T OpeMEHHOCT

[IpennucBamusT nekap TpsAdBa aa rapaHTHpA, 4e

. MHIMBHIYaJTHUTE 00CTOATEICTBA TPAOBA Aa OBbAAT OLIEHABAHH BBB BCEKH OT/IEJIEH CITy4aH,
KaTo MalMeHTKaTa Ob/ie BKIIOYeHa B IMCKYCHATA, 3a Jla Ce rapaHTHpa aHraKUpaHOCTTa M, J1a
ce 0OCBHAT TepaneBTHYHHUTE BE3MOKHOCTH H J1a Ce rapaHTHpa HEHHOTO pa3OHpaHe Ha
PHCKOBETE U HEOOXOAMMHUTE MEPKH 3a CBEXJaHe Ha PUCKOBETE 10 MUHUMYM!

. MOTEHLHAIBT 3@ HACTHIIBaHEe HA OPEMEHHOCT € OLIEHEH IMPH BCHYKH TMAlHEHTKH OT JKEHCKH
MoJt;

. nalMeHTKaTa e pazOpaia v npuesna pUcKoBeTe OT BPOACHH Majl(pOpMallK U Hapy
pPa3BHUTHETO HAa HEPBHATa CUCTEMA, BKJIFOUMTE/IHO CTEMEHTa Ha Te€3H PHCKOBE 3a
€KCITIO3ULIUSA In ufero Ha BaJIpoar;

. naupeHTkara pazoupa HeoOX0IMMOCTTa OT MPOBEJK/IaHe Ha TeCT 3a OpeMEHHO
3aI104YBaHE Ha JICYCHHUETO U 10 BpEME Ha JICHCHUCTO, KaKTO € HCOSXO,EI,HMO;

.
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. MalMEeHTKATa € KOHCY/ITUpPaHa 110 OTHOIIEHHUE Ha KOHTPALEIILMATA H € B CbCTOSHHE J1a C€
cboOpa3u ¢ HeOOXOAUMOCTTA OT M3MO/I3BaHe Ha e()eKTUBHA KOHTpALENLHKs (3a JIOIbJIHUTE/THH
MOAPOOHOCTH, MOJISi BUJKTE TOITOUYKA ,,KOHTpALIETIMA™ Ha TOBA MPeIyNpPekKICHHE B KapeTo),
0e3 npeKbCcBaHe 110 BpeMe Ha LieJIMs NePHO/l Ha JIeYeHHe ¢ BaJIlpoar;

. maiueHTKaTa pa3oHpa HeoOX0AUMOCTTa OT pe/IoBeH (MOHe BeIHBK I'OJIMIIHO) Mperjie/]] Ha
JICYEHHETO OT CIELIMAIMCT C OIMT B JICUEHHETO Ha EMUWIETICUS, OUITOJIIPHO Pa3CTPOHCTBO;

. nalMeHTKaTa pa3oupa HeoOXOAUMOCTTA /1a C€ KOHCYJITHPA ChC CBOS JIEKap BEHara mom
r1aHupa OpeMeHHOCT, 3a J]a Ce OCUTYPH CBOEBPEMEHHO 00CHkK/IaHe H IPEMHHABaHE KbM
aJITEPHATUBHHU BB3MOKHOCTH 3a JICUEHHE ITPEe/Id 3a4€BAHETO M MPE/IH J1a Ce NMPEKpaTH
KOHTpaLEIIHATA;

. MalueHTKaTa pa3dupa HeoOX0JMMOCTTa OT CIIEIIHA KOHCYJITALMs ChC CBOA JIeKap B ClTyYad Ha
OpEeMEHHOCT;

. MalMeHTKaTa e nojy4uia PEKOBOACTBO 3a MaLMEHTA;

. MalMeHTKaTa NOTBbPK/IaBa, Ye € pa3dpasia ONacCHOCTHTE U HEOOXOUMHTE NpEeNa3sHi MEPKH,
CBBbp3aHH ¢ yrorpebara Ha Basinpoar (I 'oaumen ¢popmysap 3a NOTBBPKIACHHE OCB3HABAHETO
Ha PHCKa).

Te3u VCJIOBHA C€ OTHACAT H 3a K€HH, KOUTO MOHACTOAIIEM HE Ca CEKCyaJlIHO aKTHBHH, OCBCH KOoraTto
NPpCAITHCBALIMAT JICKAp CMiTA, 4C€ ChUICCTBYBAT }’6B,E[HTGJ1HH MPHYHHH Ja CE€ MOCOYH, Y€ HAMA PHCK
OT HAaCThIIBAHE Ha 6PCMGHHOCT.

Jleria oT JK€HCKH 1oJI

. [IpennucBamure nekapu TpsaOBa Jia ca CHTypHH, Y€ POAMTEIUTE/TIOIaralliTe MPHXKH 3a Jela
OT JKEHCKHM MoJT pa3dupaT HEOOXOAMMOCTTA /1a Ce CBBPIKAT ChC CIEIHATIMCT Be/IHara ciie/l
KaTo JIETETO OT KEHCKH I10J1, KOeTO MpHEMa BaJIlIpoar, MoJiy4H MeHapxe.

. [IpeanucBamusaT ekap TpsaOBa 1a rapaHTHpPa, Y€ POAMTENUTE/TIoIaralliiTe TPHXKH 3a el OT
KEHCKH TI0JI, KOMTO ¢a TMOJTYYH/IM MEHapXe, ¢a MOMYYHIH MoApoOHa uHbopmanms 3a
PUCKOBETE OT BPOACHH MaipOpMAalliH W H30CTaBaHE B Pa3BHTHETO HAa HEPBHATA CUCTEMA,
BKJTFOUMTEJTHO CTEMEeHTa Ha T€3H PUCKOBE 3a JellaTa C €KCIO3ULIMA [n ulero Ha BaJINpoar.

. [Ipy NalMeHTKH, KOMTO ca MOJYYH/IH MEHapXe, MPeANMCBalIUAT JieKap TpA0Ba J1a MpeoLeHsaBa
€KEeroJIHO Hy >KJ1aTa OT Teparus ¢ BaInpoar 1 1a OOMHUC/IH aJITEePHATHBHH BB3MOKHOCTH 34
jledeHue. AKO BaJINPOAT € €JIMHCTBEHOTO MOAXO/IAIIIO JieueHHe, TpaOBa 1a ce 00ChIH
HeO0OXO0MMOCTTA OT M3MOJI3BaHe Ha e(DeKTHBHA KOHTPALIETILMA U BCHYKH JIPYTH YCIIOBHS Ha
[Iporpamara 3a npeanassase ot 6peMeHHOCT. CnenanucThT TPAOBA 1a MOJI0KH BCHYKH
YCUJIHA J€TETO OT )KEHCKH IM0J1 /1a MPEMHHE Ha aJITEPHATHBHO JICYEHHE, MPEe/IH 1a €
HABBPLIWJIO MTBJIHOJIETHE.

Tect 3a OpemeHHOCT

[Tpeau HA4aIOTO HA JIYEHHETO ¢ BAJIMpoaT TpAOBa aa ce u3kmoun OpemenHoct. He Tpadsa na ce
3ari04Ba JICYEHHE C BAJINPOAT MPH JKEHHU C IeTepO/IeH NMOTeHLHan 0e3 OTpHLIaTe/ieH pe3yJITaT oOT
TECT 3a OpeMEHHOCT (KpBBEH TeCT 3a OpeMEHHOCT), MOTBBLPAECH OT JIEKap, 3a J1a Ce U3KJII0YH
HekeaHaTa ynorpeda no Bpeme Ha OpeMeHHOCT.

KonTtpauenuus
JKeHuTe ¢ neTepo/ieH MOTEeHLMAI, Ha KOUTO € MpeAIMcaH BalNpoar, TpsAOBa na u3nosissar
ed)eKTHBHA KOHTpaLernuusa 0e3 npeKbCBaHe Mnpe3 Leius Mepuo Ha JiedeHue ¢ pasnpoart. Ha te3u
MalMeHTKH TpsaOBa aa Obae npeaocTaBeHa u3vepnareiHa HHGopMaL|sa OTHOCHO MpeaAna3BaHeTo oT
OpeMeHHOCT U TpaAOBa a ObaT HACOYEHH 3a CHBET OTHOCHO KOHTpALIEMIIH, aKO HE W3M013BaT
edeKkTUBHA KOHTpauenuus. TpsadBa na ce U3Mo/I3Ba HAH-MAJIKO €/IMH €(DEKTHBEH METO/I 32
KOHTpaLernius (3a npeArnoydTalHe He3aBUCHMa OT notpeduTens opma, KaTo HallpuMep
BBTPEMATOYHA CITHpaJia WM UMIUIAHTAT), WK JIBE JOITLIBAIIM c€ (JOPMH HA KOHTpaLernLus,
BKTIOUMTENHO OapuepeH Meton. MHauBuayanHuTe o0cToATENCTBA TPAOBA 1a C€ OLEHSB

CC€ BKJIIOYH B DﬁC’b)K,[[aHETO, 3a J1a C€ rapaHTHpa HeWHaTa AHIAKHPAHOCT H CITa3BAHC
H36paHHTe MCPKH. I[a:&ce Aa HMa aMCHOPEA, TA Tp.E6B& Ja Cria3sBa BCHYKH CHbBCTH 34
KOHTpAaLCITLIHUA.



CpezcTsa cbabpKallld €CTPOreH

EnnoBpemenHara ynorpeda Ha cpeacTBa ChAbpPrKallU €CTPOreH, BKIOYHTEIHO ChAbpyKallH
eCTPOreH XOPMOHATHH KOHTpALeNTHBH, OM MOrJIa 1a Hamaiu e()UKacCHOCTTA Ha BaJIIIPoAar (BK.
Touka 4.5). [IpeanucBaiure neyeHune TpsAOBa Ja MpocieasBaT KIMHHYHKA OTTOBOP (KOHTPOJ Ha
NPHNAJABLKMTE U KOHTPOJI Ha HACTPOEHHUETO), KOraTo 3ario4Bar HiIH IPEKbCBAT MpUeMa Ha
NPOAYKTH, ChAbpPIKAI[H ECTPOrEH.

Ot npyra cTpaHa BaJinpoar He HaMallfaBa ePUKACHOCTTa HA XOPMOHATHHTE KOHTPALENITUBH

['oMiieH npersiea Ha JICYEHHETO OT MEIMIMHCKH CNELHATUCT

CneumnanucTsT TpAOBa MOHE BeAHBK MOJMIITHO Jia TIPpeLieHABA JaJIi BAJINPOAT € Hak MOAXOAAIOTO
NedeHue 3a naumenTa. CnenuanucTsT TpsaOBa Aa 06cbau ['oguiuHus Gopmysidp 3a NOTBbPAKIACHHE
OCH3HABAHETO HA PUCKA MPH 3ar0YBaHE HA JICYEHUETO U MPHU BCEKH IOJMILIECH Nperiea, H a
rapaHTHpa, Y€ MaluUeHTHhT € pa3dpas CbAbPIKAHUETO MY.

[Inanvpane Ha OpeMeHHOCTTa

3a MoKa3aHHETO EMUIIENICHS, aKO JKeHaTa IUIaHHMpa J1a 3a0peMeHee, TepanusTa ¢ Baanpoar TpsaoBa aa
CE MPEOLIEHHU OT CHELUAITKCT C OMMT B JICYEHHETO HA €MHJICTICHS U [1a c€ OOMMCIIAT aJITePHATHBHH
Bb3MOJKHOCTH 3a JieueHue. TpsaOBa /1a ce 1nosioykaT BCHYKH YCHIIUS, 32 J1a ce NMPEMHHE Ha
MOAXOASAIIO AJITEPHATHBHO JIEYEeHHE MPEIH 3a4€BaHETO U MPeay NpeKpaTABaHe Ha KOHTpaLEeNiMATa
(Bxk. TOuka 4.6). AKO CMSHATa Ha JIEYEHHETO He € Bb3MOXKHA, )KeHaTa TpAOBa [1a rnory4y
JOITbJIHUTETHA KOHCYJITAllH OTHOCHO PHCKOBETE C BAJIIPOAT 3a HEPOJEHOTO JeTe B MOJAKperna Ha
MHPOPMHPAHOTO i B3€MaHe Ha pelleHHe OTHOCHO CeMEHHOTO TUTAaHUPAHE.

3a noka3aHueTo GHIOJIAPHO Pa3CTPOMCTBO, aKO XKeHaTa IUIaHupa J1a 3abpemenee, TpAOBa 1a ce
IPOBE/I€ KOHCYJITALIUS ChC CIELMATHCT C ONKUT B JICUEHHETO Ha OMIONAPHO Pa3CTPOHCTBO
JICYEHHETO C BAIMNpoaT TpAOBa /1a ce MpeyCcTaHOBH, U aKO € HeOOXOAMMO J1a Ce NPEMHUHE Ha
aJITEPHATHBHO JIEYEHHE MPEIH 3a4€BaHETO U MPE/IH MPEeKpaTABaHe Ha KOHTpALIEMIHATA.

B ciayyaii Ha OpeMeHHOCT

AKo eHa, KOSTO Ce JIEKyBa ¢ Balnpoar, 3adpemenee, T8 TpsAOBa He3a0aBHO 1a ce HACOYH KbM
CTIELIHAJTMCT, 3a Ja Ce MPEOLICHH JICYEHHETO C BAJITPOAT M /1a ce 00CHIAT alTepHaTHBHH
Bb3MOKHOCTH. [laliMeHTKUTE C eKCTIO3HMIMA Ha BAJIMPOAT M0 BpeMe Ha OpeMEHHOCT M TeXHHTE
MapTHHOPH TpAOBa 1a ObAaT HACOYEHH KBM CIIELIHAIIMCT C OIUT B TEPATOJIOrHATA 3a OLICHKA H
KOHCYJITHpPaAHE OTHOCHO €KCIMOHUpaHaTa OpeMeHHOCT (BXK. TOUKa 4.6).

®apmaueBThT TPAOBa 1a rapaHTHpa, 4Ye:

. [IPH BCAKO OTITYCKAaHE Ha BAJINpOAT € npenocraseHa Kapra Ha manyeHTa U MalieHTKHTE
pa30upaT HEHHOTO ChABPIKAHKE.
. MAaLMEHTKHUTE ca MOCHBETBAHM /1a HE CIIUPAT JIEYEHHUETO C BAINPOAT H He3adaBHO /1a ce

CBBPKAT ChC CIICHHAITHCT IPH IUTaHHWPaHa HJTH MOAO3HPpaHa 6peMBHHOGT.

OOVYMTETHH MaTepPHAITH

3a J1a ce MOAMOMOrHAT MEMIIMHCKUTE CIICLIMAJIMCTH U NMALMeHTKUTE J1a ce H30erHe eKCrno3HiuuaTa
Ha BaJIIIPOAT IO BpeMe Ha OpeMEHHOCT, MPUTEKATE/IAT Ha pa3pelieHHETo 3a yrorpeda e
MpeAoCTaBW1 O0YUYMTETHH MaTepraiM 3a MOJACHIIBAHE Ha NMpeIyNpeXxICHHATa U NIPEI0CTaBsHe Ha
yKa3aHHs OTHOCHO ynoTpedara Ha BaINPOAT MMPH JKEHH C A€TEPOeH MOTeHIIHal H HHDOpMaLHs 3a
cbabpkaHueTo Ha [Iporpamara 3a npeanaspane ot OpemeHHOCT. Ha BCHUKH )KEHM C I€TEPO/ICH
MOTEHLMA/, KOMTO M3MOJI3BaT BAIMpoaT, TpAOBa /1a ce npeaocTaBd PbKOBOACTBO 3a NalMEHTa U
Kapra Ha nauuenra.

Tpsabea na ce u3non3ea ['oaumen GopMyisp 3a NOTBbPAKACHHE OCH3HABAHETO HA PUCKA I1PH
3aro0YBaHe Ha JICYEHHUETO U M0 BPEME Ha BCEKU MOMLIECH MPEriel Ha JIEYCHHETO C B
CIEIHATUCTA.




IIpeodynpescoenus

Texko yBpexnaHe Ha YepHUs Apos

Ycnopus 3a BE3HUKBAHE

Pasko ca HabmofaBaHH TEXKKH YepHOAPOOHH YBpeKAaHHA, 3aBbpIIBAIIH [TOHAKOra (aTanHo.
OnUTsT HOKA3Ba, Y€ NALMEHTH € MTO-BUCOK PHCK, OCOOEHO B CJIyYaHTE HA MHOJKECTBEHA
aHTHKOHBYJICHBHA TEpaIHA ca Jella Ha Bb3pacT Mo 3 TOOHHHA ¢ TEKKH MPHIAAbLM, 0COOEHO TE3H ¢
MO3BYHH YBPEKAaHHA, 3a0aBEHO YMCTREHO PASBATHE W/HITKM BPOACHH META0OMHTHH HapyIIICHIS,
BIJIFOUHTEHO MUTOXOH/IPHAITHA HapyIHeHHA KaT0 KAPHUTHHOB Ac(HLHT, HAPYINEHHS B YDCHHHA
1Kksit, POLG MyTamun (BxK. Touks 4.3 1 4.4) WM AereHEepaTHBHH 3a00719BaHUA.

Ciren 3-roginiHa BB3pacT, pECKBT €€ peAyLIipa 3HAYMTEIHO U IPOrpeCHBHO HaMA/IARA C BB3PacTTa.

B rniosedero cirydad, TAKHBAa YepHOAPOOHHU YBpEXKIaHUS CE YCTAHOBABAT B ITEPBUTE O Mecela Ha
JICYCHHETO.

CuMmnroMaTuka

KnvHuyHHTE CHMIITOMH Ca OT CHINECTBEHO 3HAYSHHE 3a MIOCTABIHETO HA paHHa AHarHo3a. Ilo-
CIIEI{HAITHO, CIIEAHHUTE CHCTOSHIA, KOHTO MOTAT Ja MPeIX0iKIaT X HITCHHI{aTa, Tps0Ba 1a ce B3eMar
NpeaBHI 0CODEHO NPH PHCKOBH NAIHEHTH (BXK. [10-TOpE ,, Y CTIOBHS 32 BB3HHKBaHE™).

- HecrieLM(GHIHHA CHMITTOMH OOMKHOBEHO C BHE3aITHO HA4YaJl0, KATO ACTeHHA, aHOPEKCHA, JICTAPTHA U
CHHITHBOCT, KOMTO NMOHAKOTA Ce TMPHAPYKABAT ¢ MOBTAPALIO C& TIOBPBINAHEe H KOPeMHH OOIIKH.

- pH HALMEHTH C €MUATICNICHA, TOBTOPHA IMOABA HA MBPUYOBETE.

[TarmerTaTe (M ceMeiicTBata Ha GonieyBaiy Aelia) TpAOBa Aa ObAAT HHCTPYKTHPAHH A3
chODINABaAT BETHATA Ha JIEKYBAIIMA Jiekap IoABaTa Ha TakuBa cimmroMd. Hesabasno 1psibBa na ce
A3BBPIIH 1a00paTOPHO M3clielBaHe HA YepHOApoOHaTa GYHKIHA B JOMBIHEHHE KbM KIMHHICH
mperjies.

Habmonennd

H3cnensanusg Ha YepHOApoOHUTE GYHKIMA TpAOBA Aa ¢ H3BBPIAT IIPEIH JICYEHHUETO, CIIEI KOSTO
HEPHOIUYHO IIpe3 ITLPBHTE 6 Mecelia OT TepanusTa. Cpen oOMYaHHUTe H3CIEIBAHKA, HAH-3HATUMH Ca
W3C/ACABAHHATA, KOUTO OTPa3iBaT MPOTCHHOBHSA CHHTE3, 0COOSHO IPOTPOMOHHOBOTO BpEME.
IoTBBp*KIaBAHETO HA HEOOHYAHO HUCKO NMPOTPOMOHHOBO BpeMe, OCOOECHO 3aeIHO C IPYTH
1abOpaTOPHH OTKIOHEHHS (3HAYMTE/IHO HaMaJlIBaHe Ha (GHOpHHOTeHa H KoaryIalHOHHHTE GaKTOpH,
MOBUIICHO HHBO Ha OMIHpyOHH B MOBHIICHA TPAHCAMHAHA3H) HANaraT CIIMpaHe Ha TEpaIHITa ¢
HenaxkuH XpoHo 500 mg. Karo npeamiazHa MaIpka U B CIy4aid Ha €IHOBPEMEHEH IIPHCM HA CAITMIIWIATH,
MOCIICHATE ChUIO TPAORBa 1a ce cnpar, ThH KaTo Te HMAaT CHIIMA ITBT Ha MeTalOIM3HPAHE.

Iankpeamum

MHOro paaxo ca NOKJIaJABaHM C/TyYad HA TEXBK NaHKPeaTHT, KOHTO MOXeE J1a ¢a ¢ (paTaleH U3Xol,
Taxuea caydam Morat Ja ce HabmMOAABAT HE3ABUCUMO OT BB3PACTTA U MMPOABIDKHTETHOCTTA Ha
TepanudaTa. Mankure aena ca oco0eHo pHCKOBA Ipylia, HO TO3H PUCK HaMallABa ¢ YBC/IHIABaHe HA
BE3pacTTa. TeXKHTE rbpuoBe, HeBPOJIOTHYHATE HAPYILIEHHS FUTH aHTHKOHBYJICAHTHATA TEPAIHSE MOT AT
Ja ca pUCKOBH JaKTopH.

HYepHonpoOHaTa HENOCTATEYHOCT ¢ [TAHKPEATHT MOBULIABA PHCKA OT (aTajieH H3XOA.

[TaneHTHTE € OCTpa KOopeMHa OoaKa TpAbBa HezabarHO Ma 6baatT npernenany. B ciny4yaH Ha
NIAHKPEATHT, JICYCHHETO C BAIIPOAT TpAORa Ja ¢e NpeyCTaHOBH.

Cyuyuonu mucnu u nogedernue
CroblIapaHy ca CyduMaHa WAeallda ¥ MOBEACHHUE NPH MALHEeHTH, ACKYBAHY ¢ TPOTHBOCTMICITHYHY
CPEACTBA IIPH HAKOJIKO NoKa3aHWA. MeTaaHamu3 Ha paHIOMU3MpaHH 1Uialed0 KOHTPOIHpaHH
M3MUTBAHWA Ha POTHBOESWIESITTHYHH JIEKAPCTBA CHHIO MOKa3Ba Ciabo MOBUIIEH PHCK OT €
HACALHA H NTOBECHHE. MeXaHH3MBT, KOMTO 00yCiIaBA TO3M PUCK HE € H3BECTEH H HE
HE H3KIIOYBAT Bb3MOMHOCTTA 3a MOBHILICH PUCK IPH MPHEMAHE HA HATPHEB BANIIpOAy,
KucelHHa, ClieIoBaTelIHO, MAUMCHTHTE TPAORA Aa ObaaT MpocieIaBaHy 3a NPU3HZ
HealMs H MoBeacHHe H TpadBa na 6bae obMucneno noaxonauo neyeHye. Iayen
Oonnornenaunte) TpsaOBa na OBUAT CHBETBAHH Aa THPCAT HE3a0aBHO MEIHIIMHCKA
Bb3HHUKHAT IIPHU3HALH Ha CYHIIHJIHA HACAIIHA WiTH ITOBCACHUC.




Cpedcmsa, cvonprcaniu kapbanemem
ExnoBpeMenHaTa ynotpeda Ha HATPHEB BAJINIPOAaT/BAINPOEBa KHCEIHHA A KapOaleHeM He ce

MPenophYBa (BXK. CHIIO TOYKA 4.5).

EHTH ¢ W3BECTHO W NIOACIMPAHO MHTOXOHAPHANHO 3a0019BaHe
Baimpoar Moxe na npeiM3BHKA HWIH [1a BIOINA KJIHHHYHATE MIPA3HALIA HA [10/1JICHKAIHTE
MHTOXOHAPHAIIHE 3300MABaHHA, IPHYHHEHW OT MyTallii B MutoxoHapuantara JIHK, kakTo 1 B
rkoaupawna POLG aapen red. 1lo-cnenuanto, no-BACOK NPOLEHT HA BaMpoaT-HHIYIIMPaHA OCTpa
YepHOAPOOHA HEJOCTATHYHOCT W CBBP3aHa ¢ YepHHS P00 CMBPT ce ChoO1IaBa NPH MAIHEHTH C
HacCJIeACTBEHH HEBPOMETA0OIMTHH CHHAPOMHU, TIPUIHMHEHH OT MYTALMH B KOJIHPAIAAT
MHTOXOHIPHATHUA €H3uM nioEMepa3za Y (POLG) re, nanp. cuaapoM Ha Alpers-Huttenlocher.
Hapymenns, casp3ann ¢ POLG, Tpa6sa ma ce mono3upaTt pH MaHeHTH ¢ (PaMHITHA aHAMHEe3a HIH
HacOYBAaIK CHMIITOMH Ha cBbp3aHo ¢ POLG Hapymense, BKIIOYHTENHO, HO HE CaMO HeoOACHHMA
eHuedanonaTus, pedpakrepra emulenicaa (GoxkamHa, MHOKIOHMYHA), CTaTyC EMMICIITHKYC C
KITHMHUYHA [IPOSgBA, U30CTAaBaHE B PASBHTUETO, ICHXOMOTOPHA PErpecHs, aKkCOHAIHA CCH30MOTOpHA
HEBpONIATUs, MUOMATHA, HiepedenapHa aTakcus, OPTAIMOIUIETXAA WIH YCIOKHEHA MUTDEHa € aypa B
OKIMnMTamHaTa oonact. TectsT 32 POLG MyTanus ce H3BbpIIBa B CHOTBETCTBHE ¢ HACTOAINATA
KJIMHAYHA MPAKTHKA 34 AMArAOCTHYIHATA OLIeHKA Ha TaKMBA HAPYIICHHA (BK. To4ka 4.3).

Ymeacnernu xorneyncuu

KaxTto H ripu gpyrd aHTHEIIWICIITHYHH JISKAPCTBA, HAKOHW NAMEHTH Morat J1a Nojy4ar, BMECTO
nogoOpeHne, 0OpaTHMO BIOIIABAHE — YBEJIMYCHH Y€CTOTA H HHTEH3HBHOCT HA KOHBYJICHHTE
(BIUJIFOUMTENIHO BIOINEH CMHICITHYEH CTATYC), WIH NNOIBaTa Ha HOBH BHIOBE KOHBYJICHH ¢ BaIIIpoar.
B ciy4yall Ha yrexxHeHH KOHBYJICHH, MALMEHTHTE TpAOBa Aa ObAaT NOCHBETBAHH a4 C€ KOHCYJITHpAT
He3a0aBHO ¢ nexapa cu (Bxk. Tovka 4.8).

Ilpeonaznu mepxu npu ynompeba
[Npenu 3anodBaHe Ha leyeHHETO TPAOBA Ja ce U3IBLPINAT H3CIeIBaHHAA Ha YEPHOAPOOHHTE OYHKITHH

(Bx. Touka 4.3 IIpoTHBONOKa3aHKA), H IEPHOTHIHO Mpe3 TbPBHTE 6 Meceld, OCOOCHO IIPH PHCKOBH
nanMeHTH (BXK. TouKa 4.4 ). [Ipn npoMeHH B CHITBTCTBAIHTE JICKAPCTBEHH NIPOAYKTH (IIOBHINABaHE HA
D03aTa WK nobapsHe), 3a KOHTO € H3BECTHO, Y€ BIIHAST HA YepPHHA ApoO, MOHHTOPHPAHETO Ha YEPHHA
npob TpabBa 1a ce pecTapTHpa cliopel ciy4as (BIKTe ChIIO TOYKA 4.5 OTHOCHO PHCKA OT yBpCXK/IaHe
Ha YEepHHS APO0 CbC CAMIMIATH, APYTH aHTUKOHBYJICHBHH CPEACTBA, BKIIFOUUTEIHO KaHaOHIHO).
KakTo npH noBe4eTo NpoTHBOCIHAUISITTHYHH IEKaPCTBA, MOXKE Aa ce 3a0eN€)KH JIGKO NOBUIICHHE Ha
YepHOAPOGHHUTE eH3HMHM, 0COOEHO B HAYAJIOTO Ha TEpPAIMATa; Te ¢a MPeXoHH Y H30IHpaHH. 11pH Te3u
HAHMEHTH ce NPEnophYBAT No-321biI00ueHH J1abopaTopHH H3cneABaHus (BKITHOYHTE/THO
NPOTPOMOHHOBO BpeMe); MOXE Ja Ce€ OOMHCIM KOPHIHpaHe Ha [[03aTa, KaTo MpH HeOOX0aHMOCT
CHOTBETHUTE H3clienBaHus TpsiOBa Ja ce MOBTOPAT.

Ilpenu 3amnouBaHe Ha JICYUEHHETO HITH NPEIH ONEpaLid, KAKTO H B CJIy4aH Ha CIIOHTAHHO
KpPBBOHACAIAHE HIIM KBPBEHE CE NPENOophYBAT KPBBHU U3C/IcABAHHA (IThJIHA KPhBHA KAPTHHA,
BIJTIOUHTENHO Opoii Ha TpOMOOLIMTH, BpeMe Ha KbpBeHe) (B, Touka 4.8 HexenaHu TekapCTBEHH
PeaKiuy).

Behpexu ye HMyHHH HapyIlcHUs ca HabMOAaBaHHA caMO KaTo M3KIODOYEHHE IO BpeMe Ha
NpUIOXKeHHeTo Ha Jlenaxun XpoHo 500 mg, moreHimanHara noisa ot Jenakuna Xpono 500 mg
TpAOBA Ja C& OLIEHH CITPAMO MOTEHIIHATHATA OMACHOCT MPH ITAIMEHTH CBC CHCTEMEH ITYTTYC
EPHTEMATO3YC.

Hapyinenus B ypelHUs UHKB] U PHCK OT XHITEpaMOHUEMHS

Tpu nopo3upaH eH3umeH AeHIUT Ha ypeiinus UKL, OpeiH JiedeHAETo TPAOBa 1a
MeTaOOIMTHY M3CIECIBAHAS, MOPaJ PACK OT XHNEPAMOHHEMHA, 3apajiH BALIIPOAT
4.4 TlanueHTH ¢ PHCK OT XHMTIIOKAPHUTHHEMHS U Texko 4epHOAPOOHO YRpEK/IaHe).



[ [a1IHEHTH ¢ PHCK OT XHIIOKAPHHTHHEMHS

ITpunoxkeHreTO Ha BAIIMPOAT MOXKE J1a [IpeAU3BHKA MOSBATa WIH BIOIIaBaHETO HA
XHIMIOKAPHUTHHEMHEA, KOATO MOXE A3 A0BellEe O XHIepaMOHHEMHA (KOATO MOXKE Ja J0BEC A0
XHITlepaMOHeMHYHa eHneanonaTua). Habmonasanu ca v Apyrd CHUMIITOMH, KaTo 9€PHOAPOOHA
TOKCHYHOCT, XUTMIOKETOTHYHA XHIIOI IHKEMHSA, MAOTIATHAA, BKITH)UHTEIHO Kap(HOMHOIIATHA,
pabnomMuonusa, cHHApoM Ha DaHKOHH, TIABHO TIPH MALIMEHTH ¢ PHCKOBH (akTOpH 34
XMNOKAPHUTHHEMHA HITH ¢ Bede CHINECTBYBAIa XUunokapHuTHHeMH. [IallHeHTHTE C mOBHIlIEH PUCK
OT CHMITTOMATHYHA XMITOKAPHHTHHEMHUSI IIPH JICUEHHE C BAJINPOAT BKIIOYBAT MALHEHTH C
MeTACOTMTHA HapYIIeHHs, BKIFOYHTETHO MHTOXOHIPHAITHE HAPYIIEHH, CBhP3aHH C KAPHHTHHA (BiK.
¢chI0 TO4Ka 4.4 TlarpeHTH ¢ M3BECTHO WITH NOJIO3HPAHO MUTOXOHAPHAIHO 3a00J/1BaHE H HAPYIICHHUS
B ypeHHHA MHKBJ H PUCK OT XMIIepaMOHHUEeMHUs ), HApYIIeHHUS B XpAHHTEIHHA [IPHEM Ha KapHHTHH,
HalMeHTH Ha Be3pacT noxa 10 roguud, enHoppeMeHa yiortpeba Ha MHBanaT-KOHIOTHPaHH JICKapCTBa
WA Ha APYTH aHTHETTMIICTITHITAL

INammerTaTe TpAGBa 1a OBAAT NpeyTIPEICHH 1a ChoOImMaBaT He3abaBHO 3a BCAKAKBH IIPH3HALIH HA
XHIIEPaMOHHEMHUS KATO ATAKCHA, HapYUIEHO Ch3HaHue, nopphiuane. Tpabea na ce obmucmu godapsHe
Ha KAPHUTHH, KOTaTo ce HAOmoAaraT CHMITTOMH Ha XHIOKapHUTHHEMHA.

TlanpeHTH CEC CHCTEMEH ITBPBHYEH KAPHATHHOB NCHIMT H KOPUTHPaHA XMITOKAPHUTHHEMHA MOIaT
Aa ObaaT NEKYBaHH € BANTIPOAT CaMo aKo TION3UTE OT JeYeHHeTo ¢ BalIIIpoaT HaJBHINABAT PHCKOBETE
IIpY Te3M ITALWEHTH H HAMA TepaneBTHIHA arrepHarisa. [IpH Te3H MalMeHTH TpaOBa Aa ce MpHiara
MOHHMTOPHHT HA KADHUTHHA.

[anrieHTHTE ¢ OCHOBEH Ae(pHIHT Ha KapHuTHH nanmuronTpatcgepasa ( CPT) Tun Il rpabea na
OBIaT NpeayNpeacHH 3a MO-TOJIEMHS PHCK 0T pa0aoMHo/IK3a NpY NpHeM Ha Banmmpoar. IIpu Tesn
nalmeHTH TpaOBa Aa ce 0OMHUCTH HoOaBAHE HA KAPHHTHH.

Bx. cpmo Touku 4.5, 4.8 1 4.9,

IHanmenTHTE TpsiOBA Aa OBAAT NpeayNpEAcHH 3a pUCKA OT HaJAJaBaHe Ha TETJIO B HAYAIOTO Ha
JIEYCHUETO, U € HeoOXOHMO Ja ce mpeAnpHeMe NOIXO0AAIIA CTPATerus 3a HaMaIABaAHE Ha TO3H PHCK
10 MHHUMYM (BK. TouKa 4.8 Hexxemasu nekapcTBeHH PEAKIIAN ).

IanueHTH ¢ HATWYeH Te(HIMT Ha KAPHATHH TaaMuTomn Tpacdepasa (CPT) ten 2 Tpabsa na 6bp1at
MpeXyIIPEICHH 3a MO-TOJAM PHCK OT pabA0OMHOIIH3A, KOTATO NPUEMAT BaNIpoaTr.

He ce IIPENOPRYBaA ITIPHEMAaHETO Ha AJIKOXOJ I10 BpEME Ha JICHCHHE C BAJIIIPOAT.

[dena

Ilpu mena Ha BB3pacT nojd 3 TOQHHHM C€ TPENOPHYBa MOHOTEPAIisA P NPeIIHMCBaHe Ha JlemakHH
Xpono 500 mg, Ho nipey 3amI09BaHE Ha TEPANHIATA, [IOTEHI[HAJIHATA 01132 OT JlenakHH XpoHo

500 mg TpsibBa a ce OLEHH CIPAMO PHCKA OT YepHOAPOOHO YBpeXIaHe HilH aHKpeaTHT MpH TAKHBA
naimeHTH (BX. Touka 4.4. Texxo yBpek/IaHe Ha YepHUA Ipol U BK. CBIIO TouKa 4.3).
EnmHoBpeMeHHaTa ynoTpeba Ha cammiaaTi TpAORa a ce H36ATBa NMpH Aela nox 3 roJHHH mopaan
PHMCK OT 9EPHOIPOOHA TOKCHUHOCT (BX. CHIIO TOUKA 4.5).

brOpedna HEAOCTATLYHOCT
Moske 14 ce HATOKH HaMaABaHe Ha Jo3aTa. T'bH Karo npocineasBaHeTO Ha [VIA3MEHATA

KOHLEHTPAaIHA MOKe J1a € MIOABSK A0, 103aTa TpAOBa Aa ce KOpHTHPa ChoOPasHO KIIHHHYHOTO
IpoclieAABaHe.

Harpn#
To3u JilekapcTBeH NpoayKT cbabp:ka 47,21 mg HaTpuil BB Besaka TablIeTKa, KOUTO ca
Ha 2,4% OT NMpenopLYATENHHS MAKCHMaJieH qHeBeH nmpueM Ha C30 or 2 g HaTpHii 3a

[



4.5 BzammoneiicTBHS ¢ IPYTH NeKAPCTBEHH NPOAYKTH H APYr# (pOpPMH HA B3IAHMOJACHCTBHE
Bansinne HA BAINMPOAT BBPXY APYTH JIEKAPCTBA

Hegponenmuyu, MAO unxubumopu, anmudenpecanmu u benzoouasenunu

Henakun Xporo 500 mg moxke a noTeHIMpa edekTa Ha APYTH ICHXOTPOIHH CPeJICTBA KaTo
HeBponenTiE, MAQ uHxuOHUTOpH, aHTHAEIpPECaHTH M OeH30AMA3EIIMHH, CJIEIOBATENHO C€ NPENOPHYBa
KIHHHYHO IIPOCIeASBaHe, KATO [IPH HEOOXOAMMOCT no3aTa TpaOBa na ce KOpHIrHpa.

Jumui
Jenaxkun XpoHo 500 mg HaMa edeKT BEPXY IUIa3MEHHTE HHURBA HA JIUTHA.

Denobapbuman

Nenaxua XpoHo 500 mg noBHMAB2 ILTIA3MEHATE KOHIEHTPANHH HA $enobapOunan (nopai
HHXUOHpaHe Ha YepHOApOOHHA KATAOOMM3EM) M MOXKE /1a CE CTHTHE JI0 CeJIaliusa, 0COOEHO IpH
aena.CrneRoBaTeNHo, npe3 NbpBUTE 15 1HM 0T KOMOHHHPAHOTO JICUEHNUE, ce NMPENOPBHYBa KTHHHYHO
NpocneasBaHe ¢ He3a0aBHO HaMaJisBaHe no3ara Ha (enobapOuTan npu BE3HHKBAHE HA CONalHA, KATO
IPH HEOOXOMMMOCT c€ H3CIEBaT IVTA3MEHHTE HHUBa Ha (eHobapOHTAL.

Hpumuoon

Henaxuua Xpouo SO0 mg noBHmMIARA IIAIMEHETE KOHICHTPAIHE HA MPHMHAOH C YTE)KHABAHE HA
HEKEJIAHWUTE My pEaklMy (KATO Cealya ); Te3H MpU3HaIA W34e3BaT NPH JHIrOCPOYHO JIeUEHHE.
IIpenopruBa ce KITHHHYHO MPOCieagBanle, 0coOeHO B HAYAIOTO Ha KOMOMHUPAHA TEparia H IPH
HEOOXOMHMOCT — KOpeKIHA Ha 103aTa.

Denumoun

Nenaxkun Xpono 500 mg nonrxasa 00MaTa IWIa3MeHA kKORNeATpanas na ¢pesnTonn. OCBeH TOBA,
Henaxus Xpono 500 mg yeenwdasa cBoboaHaTa opMa Ha JeHHTOHH C BE3MOJKHOCT OT II0fIBA HA
CHMITTOMH Ha NpeAo3upane (BAJHIPOeBaTa KHCEIMHA H3MeCTBA (DEHUTOMH OT MECTaTa My Ha CBBP3BaHE C
IUIa3MEHHMTE IPOTEHHH M MOHIKABA YepHOAPOOHUA My KaTabomu3sM). [Iopaay ToBa ce IpenophiBa
KITHHHYHO TPOCTeIABaHe; KOTATO C€ H3CIIEABAT IUIa3sMEHHTE HHBA Ha (peHUTOMH, TpAOBa /1a ce onpeaey
ceobomHaTa dopMa.

Kapbamazenun

Hanwue ca cro01neHHS 3a KIIMHAYHA TOKCHYIHOCT IMPH CHBMECTHO MIPHIarane Ha BaJIIPOAT ¢
KapOaMa3eMHH, Thif KaTO BAJMIPOAT MOXE [a MOTEHLPA TOKCHIHUA €hekT Ha KapbaMaseruH.
[IpeniopruBa ce KIMHWYHO ITpOCIeAIBaHe, OCOOCHO B HAYANOTC HA KOMOMHUpAHATA TEpaus, KaTo pH
HEeOOXOIMMOCT 103aTa Ce KOPHIHpa.

Jamompuxcun
Henaxkun Xporo 500 mg HaMansea MeTa0oM3Ma HA TAMOTPIDKIH H YBEJIMYaBa CPeAHUA My NOTY-

KUBOT ITOYTH 2 TbTH. TOBa B3aMMOIEHCTBAE MOXKe [a OBeae OO YBEIMYeHa TOKCHIHOCT Ha
TAMOTPH>KHH, B YaCTHOCT CEPHO3HH KOXKHH OOpHBH.

CrnienoBate/THO, IPEIOPEYIBa ¢€ IIHHHYHO HAOMIOASHHE H KOPHTHPaHe Ha J03aTa (HaMalsiBaHe Jo3aTta
HA JIAMOTPMDKHH) KOrato € HeoOX0omimMo.

3u008YOUH
Bannpoar Moxe 1a MOBHINM IUTa3MEeHATa KOHLIEHTPALHA Ha 3HIOBYAMH, KOESTO J1a JIOBeAe N0 TIOBHINEHA
TOKCHYHOCT Ha 3HIOBY IHH.

Deapamam
Bannpoepara KucenuHa MOKe Ja HAMAJIM CPeHHA KIHPHHC Ha (endamat ¢ 1o 16%.

Onanzanun
BanmnpoepaTa KuceJliHa MOKE Ja HAMAMH KOHLIEHTPALMATa HAa OIAH3aIHH.
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Pygpunamuo

Bammpoepara krcenHa MOXe Aa AoBee OO YBeJIMYaBaHe Ha [UIa3MEHWTE HHBA Ha py(uHamel. Tosa
YBEJIMYEHHE 3aBHCH OT KOHIIEHTPALHATA HA BANTIPOeBa Kucemusia. IJoBHINeHO BHUMAHHE CE H3HCKBA
OCOOCHO UpH ALLIA, ThH KaTo TO3H e()EeKT € MO-BHCOK B TA3M MOITY/IALMA.

IIponocpon
Bammpoesara kucenuHa MoOXe 0 JOBEE X0 yBeNMYaBaHe HHBATa Ha ponodoi B KpbBTa. IlpH
eTHOBPEeMEHHATA YTIOTpeOa ¢ BaMMpoaT, TpadBa na ce oOMMCIH HaMATABAHE Ha 03aTa Ha ponodoil.

Humoounun

E,I[HOBPEM&HHOTO JCYCHHC ¢ HUMOMHITMH H BATINPOCBa KHCCIIHHA MOXKE /1a YBEIIHYH [11asMeHaTa

KOHLIEHTpALMA Ha HEMOIUITHH ¢ 50 %. CnemoBarenHo, TpsaOBa 1a ce HaMalld A03aTa HA HHMOTMITHH B
CIIYYaH HA XHITOTCH3HA.

BiaanHe Ha APYIH JCKAPCTBA BLPXY BAlNpoar
IIpoTHBOCTMIENITHYHHTE CPEACTBA ¢ CH3IMM-HHAYIHpan ePekT (B TOBa UYHCIO GEHHTOHH,
¢erodapburan, kapbaMasenH) NOHIDKABAT CEPYMHMTE KOHIISHTPALIAH HAa BAMIPOEBATA KUCEIIHHA.

B CIIydaH Ha KOMGH[—[PIP&H& TCpalig, NO3HUTC TpﬂﬁBa na ¢€& KOpHrHpaT C’BOGPEBHO KIHHHYHHA OTTOBOP H
HHBOTO HM B KPBETA.

Ot npyra cTpana, koMOuHaIEATa OT (heibaMaT H BAJIIPOAT MOHIDKABA KJIHPEBHCA HA BAIIPOEBaTa
kucemuHa ¢ 22% no 50%, v cnenoBaTelIHO YBENYABa IA3MEHHTE KOHLICHTPAIIHH HA BAJIIIPOCRATA
Kucenuda. Jlosara Ha Barmpoar TpabBa aa ce Habmoaaga.

MerabonuTHTe Ha BA/TIpOECBaTa KHCEIMHA MOTaT [ Ce YBelIHYaT B CIy4ail Ha eJHOBPEMEHHA yrioTpeba ¢
(ermrTonH WH peHoOapOTan. CrenoBarelTHO, NANHEHTHATE JIEKYBAaHU C TE3M JBE JIEKApCTBa TpAOBa 1a
ObIaT BHUMATETHO HaOJFOIABAHH 32 TIPH3HALM H CUMITTOMH Ha XHIIEPAMOHEME.

Me¢nokBHH MOBHINARA MeTAOOM3MA Ha BANMPOEBaTa KACEIIMHA H MM KOHBYJICHBEH e(EKT; IIOpaIH
TOBa B Cliy4au Ha KOMOHHHpAaHa Teparysa MOTAT a2 BE3HHKHAT STIWICTITHYHH TIPHIIA THLIH.

B cimy4a# Ha efHOBpeMeHHa ynoTpeOa Ha Ba/IIpoaT i CWIHO CBBP3aHU C IIPOTEHHHUTE BEINECTRA
(acrMpHH), CepyMHMTE HHBA Ha CBOOOIHA BAIPOSBa KMCE/IMHA MOraT fia ¢€ MOBHIIAT.

B ciydaii Ha eqHOBpeMeHHA ynoTpeOa Ha BHTaMUH K-3aBHCHMHE aHTHKOArynaHTHH (pakTOpH, TpAOBa Na
¢€ H3BBPIIBA CIPOro NpocieaIBaHe Ha IPOTPOMOHHOBOTO BpeMe.

Husata Ha MeTabonuTHTe Ha BAJIMPOEBATa KHCEIMHA MOTAT Jia C€ MOBHIIAT (BCIIeICTBHE Ha peAyLIHpaH
qepHOAPOOEeH MeTabOMH3BM) B Cifyyaii Ha € JHOBPeMEHHA YIIOTpeda ¢ [IMMETHAMH HIH EPHTPOMHITHH.

Kapbanenem (maHunieHEM, MEPOIICHEM, HMHTICHEM )

Hamansisane HMBaTa Ha BAJIIPOSBAa KHCEIMHA B KPHRTA, ca OMITH AOKITAABAHU NPU €THOBPEMEHHATA
yIoTpeba cbe ChaABPKAIH KapOalleHeMH CpeacTBa, BoAeInU a0 HaMansapaHe ¢ 60-100% nuBaTa Ha
BAJIIPOEBA KHCEIMHA B IPOABJDKEHHE Ha 2 JIHH, NIOHAKOra CBBP3aHo ¢ repuose. [lopaau OBp30TO
HavaJl0 U CTENCHTA Ha MOHIKABaHe, eAHOBPEMEHHOTO MPHIIATaHe Ha ChIBPKAIIA KapOancHeMH
CPEACTBA NPH NALUCHTH CTa0MMM3HPAHH Ha BAJIPOEBa KHCEMHA TpaOBa 1a ce H30sarea (Bx. Touxa 4.4).
AKO JIEYeHHETO ¢ TE3U aHTUOHOTHIM HE MOXKe J1a ¢e m3derte, TpadBa Aa ce H3BbPIIH CTPHUKTHO
npocieaBase Ha KpsBHATE HUBA Ha Jlenmakun Xporo 500 mg.

Puchamnuyun
Moske (a NOHMWKY KPhBHUTE HHBA Ha BAJMPOEBa KUCETHHA, KOETO BOAH [0 JIMIICA HA TEPAICB

MpuIokeHve ¢ prugaMITHITHH.

Ipomeasznu unxubumopu

Ilpu exHOBpeMeHHaTa yrioTpeda Ha IpoTea3HA HHXHOMTOPH KATO JIOIMHABHD, PHTOH X
IUIA3MCHHTE HHBA HA BA/IIIPOATA. i



Xonecmupamun
[Ipu eaHoBpeMeHHa ynioTpeda, XONECTHPAMMH MOXKE 1a JOBEAE 10 HaMaJIIBaHe HA IUIa3MCHUTS HHBA Ha

BANTIPOAT.

Memamuzon

MeTraMI30TET MOKE Aa HaMaJTH CepyMHATE HHBA Ha BAJTITPOAT NMPH €IHOBPEMEHHO MIPIIIOKECHHE, KOETO
7ia JOBEIE JI0 TIOTCHIWAITHO HaMalisBare Ha KINANYHATA ©pUKaCHOCT Ha BAIMPOAaT. Jlekapure,
NpeANHCBalIy JISUeHHe, TpA0Ba Aa HAOMOoaaBaT KTMHAYHHA OTrOBOP (KOHTPOJI Ha MPHITATBIHTE WIH
KOHTPOJI Ha HACTPOSHHETO) H 1a OOMUCHAT MpocnenaBaHe Ha CepYMHUTE HHBA Ha BAJINIPOAT, aKo €
MOIXOALLIO.

Memompexcam

B HAXOM JOKIaIM ¢e ONMMCBa 3HAUUTENIHO HAMAJHIBAHE HAa CEPYMHHMTE HUBA HA BANIIPOAT CJIC]T
NPWIOKEHHE HAa METOTPEKCAT ¢ HosBa Ha repuose. Ilpemmacsanmire nekapH TpA6Ba /1a IpociieIaBaT
KJIMHHYHHA OTTOBOP (KOHTPOJI HA FBPUYOBETE HJIA KOHTPO/I HA HACTPOCHHETO) H 1A IPEABUIAT
NPOCAERIRaHE HA CEpYMHHTE HABA HA BAJINIPOAT, aKo € HeOOXOIHMO.

HApyTH B3auMOIeHCTRHA

Pucx om yspeosxoare ua uepnus Opot

EnHoBpeMenHara ynorpeda Ha caJlunaTi TpgOBa Ha ce w3dATRA IIpH Aclia NOJ, 3 TONMINIHA Bh3pacT
NOpaaH pUCK OT YEPHOAPOOHA TOKCHYHOCT (BXK. TO4Ka 4.4).

EnnoBpeMeHHara ynoTpeba Ha BAINPOAT H MHOXXECTBEHA AHTUKOHBYJICHBHA TEpaNds IIOBHINABZ PHUCKA
OT YBpeKJaHe Ha YepHHA Ipo0, 0COOEHO TpH MaKH fena (BX. To4uka 4.4).

EnnoBpemeHHaTa ynotpeba ¢ KaHabHAMoN MOBHINIABa 4eCTOTATa Ha [TOBHIIABAHE Ha CH3HMHHTE
TpaHCaMHHAa3H. B KiMHWYIHH NPOYYBAHMA IIPYU NAIMCHTH OT BCHYKH BB3PACTH, MOJTy4aBally
eTHOBpEeMEHHO KaHabumuon B 103 ot 10 1o 25 mg/kg u Basmpoar, ce chO0IaBa 3a IOBHINIABAHE Ha
ALT nvan 3 meTH Haf rOpHATA TPaHUIIA HA HopMara mpH 19% ot narmentHre. Tpadpa oa ce yIpaXHABa
NOAXOIALN MOHUTOPHHT Ha YepHHs Ap00, KOTaTO BAINPOAT C& H3N0I3Ba ¢THOBPEMEHHO C APYTH
AHTHKOHBYJICMBHH CPEACTBA ¢ MOTCHIMHAHA XeTIATOTOKCHYHOCT, BKIFOUHTETHO KaHaOHaIuon, U Tpabea
Aa ce OOMEC/IA HaMaIABaHe Ha 03aTa WM NPeKpaTARaHe Ha JICYCHHETO B ClIy4Yai Ha 3HAYUTETHH
aHOMAaJIMH Ha YepHOAPOOHWTE MApaMeTpH (BxK. To4KA 4.4).

EAROBPEMEHHOTO NPHIOKEHHE HA BAINPOAT H TONHPAMAT HJ/IH ACeTA30JaMH]I € CBBP3aHO0 ¢
eHnedanonaTas H/HNH XHIepaMonHeMus, [[aleHTHTE NEKyBaH# ¢ TE3M JiBa ICKAPCTBeHH! NPOOYKTa
TpaOBa BHUMATEHO Aa ¢c€ HaOMOIABaT 34 MPU3HAIM U CHMITTOMM HA XHIIEPAMOHHEMHYHA
ennedanonarus.

KBeTHADHR

EAHOBpEMEHHOTO NPWIOKEHHE HA BAJIIPOAT ¢ KBETUANHH MOXKE J1a YBEJIHIH PHCKA OT
HEYTPOIICHUA/ JICBKOICHEA.

Cpeacrsa ChAbPKAIH eCTPOreH, BRIKYATEIHO ChALP/KAINH €CTPOreH XOPMOHAJIHH
KOHTPAHEHNTHBH

Ectporenure ca maaykTopH Ha n3othopmu Ha UDP-rmokyponoswn tpaHcdepasara (UGT), ydactsam B
TIIOKYPOHHPaHETO Ha BANMPOAT M MOTaT J1a YBe/IHYaT KIHpbHCa Ha BAINPOAT, KOETO /1a I0BEIE A0
HAMANEHa CEPyMHA KOHUSHTPALHA Ha BAIIPOAT H Bb3MOKHO HAMAIABaHe Ha €(PUKACHOCTTA Ha
Ba/mpoata (Bx. Touka 4.4). la ce oOMucan npocieAsBaHEeTO HA CEPYMHHTE HHBa Ha BAJIIIpOAT.

Ot apyra cTpaHa BaJIpoar HaMa €H3HM-HHAYLHpam e(peKT; BCIeNCTBAE Ha TOBA, BANMPOAT HE C

KOHTpAaLIEITHEH.,

Husanam-xoniozupanu rexapcmesa
EnHOBpEMEHHOTO HpHIOAeHHEe Ha BAIIPOAT 1 IMBANAT-KOHIOTHPAHH JIeKapCTRa (Karo HeIITopeH
MHBOKCHIL, afAe()OBUP THITHBOKCHIL, MUBMELIMIHHAM W MHBAMITHLIATHH ) TpAOBA 1@ ce HSGHTB&



MOBHIICH PHCK OT H3deprBate Ha KAPHHTHH (BK. To'ka 4.4 [TalieHTH ¢ PHCK OT XUMOKAPHHTHHEMES).
[lanpeHTHTE, [IPH KOHTO HEe MOXeE 1A ¢ H30erHe ChBMECTHOTO NPIIIOMKEHHE, TpsabBa na Obnat
BHMMATETHO HaOMmojaBaHy 3a TIpA3HAIM F CHMITTOMH Ha XUIIOKAPHUTHHEMEL.

4.6 DepraaHTET, OpeMEeEHOCT H KbpPMeHe

bpemennoct

Bajnnpoat € npoTHBONOKA3aH 34 JISYEHHE Ha OMITOJIAPHO pasCTPOHCTBO MO BpeME Ha OPEMEHHOCT.
Baympoat e NpoTHBOIIOKA3aH 3a JISYSHUE HA EMWIENCHS IO BpeMe Ha OPEeMEHHOCT, OCBEH KOTaTo HAMa
HOAXOMNAINA AJITEPHATHRA 3a JICYUEHHE HA erIencHd. Banmpoar e mpoTHBoONOKa3aH 3a ynorpeba npH
KE€HM C IeTepOACH MOTEHIAAN, OCBEH KOIaTo ca M3IBIHEHH YClIoBUATA Ha [ IporpaMara 3a fpeamna3saHe
oT OpeMeHROCT {BXK. TOUkH 4.3 1 4.4).

TepaTtoreHHOCT H epeKTH BEPXY PA3BHTHETO

Pucxoee, cevpszanu ¢ excnosuyus Ha 6aINpoam no epeme Ha OpemeHnocm

KakT0o MOHOTEpanMATa ¢ BaJIMpoar, Taka H MOJIHTEPAIMATA ¢ BAINPOAT, BIIOYBANIA H IPYTH
AHTHETWICIITHLH, YECTO Ca CBbP3aHH ¢ a0HOPMEH H3X0 Ha OpEMEHHOCTTA.

HanayHMTe JAHHU NOKA3BaT YBEJIMYEH PUCK OT TEXKH BPOACHH MATKPOPMALH H HapyIIeHHs Ha
Pa3sBHTHETO Ha HEPBHATA CUCTEMA H B JBATA CIy4ad — KAKTO NPU MOHOTEPAIdd, TaKa H IpA
HOJIMTEPANHS ¢ BAJIIIPOAaT, B CpaBHEHKE C NOIMyNans 6e3 eKCrno3Hupd Ha BaIIIpoar.

Iloxazano €, Ye BanmpoaT NMpeMHHAaBa Npe3 IIaneHTapHaTa Hapuepa KaKkTo NPH JKUBOTHHCKH BHIOBE,
TaKa ¥ IIpH Xopa (BX. To4dKa 5.2).

ITpH >XMBOTHM: NPH MHINKH, IUTLXOBE H 3alI[H Ca JOKA3AHH TepaToreHHU eeKTH (BXK. Touka 3.3).

Bpodenu manpopmayuu

MeTaanasins (BKIIIOUBAIL PErHCTPH M KOXOPTHH IIPOyUBaHEs ) TOKa3Ba, 4¢ okono 11% oT aenata Ha
>)KE€HH C €MUIENCHA, eKCIOHAPAHY HA MOHOTEPAITHA ¢ BaJIPOaT MO BpeMe Ha OpeMEHHOCTTA MMaT
TEXKKH BpomeHu Mandopmarps. ToBa € NoBede OT pHCKA 3a TEXKH MaJipopMaliy B o01IaTa
noIyJialgs (0komno 2-3%). PUCKET 3a TEXKKM BPOJSHH MalpopMaliy NIPH JAeua Clell in utero
€KCIIO3HIMA HA AHTHCIIWISIITHYHA JICKAPCTBEeHa [I0JIMTepalii, BKIII0YBAIlla BAINPOAT, € NMO-BHCOK OT
TO3M HAa aHTHETIWICTITHYHA JIEKapCTBEHA TEpaliii, KOATO He BKJIOYBA BAINpPOAT. PUCKET €
J0303aBHCHM IIPH MOHOTEPAIHMA ¢ BAANPOAaT, KAaTO HATHYHHMTE JaHHH IIOKA3BaT, Y€ € 10303aBHCHM H
IIPH IIOJIMTEpAITHA ¢ Banmpoar. BEOPEKH TOBA, [IparoBarta f03a, NoA KOATO He CHIUECTRYRA PHCK, He
MOXKE Ja CE€ OMpPELeITH.

HanuiHiTe NaHHA MOKA3BAaT HApaCTBAHE HA CITy4aHTe Ha MAJIKH H TEXKHA MandopMaliM. Haii-
YeCTHTE CIy4YaH Ha MandopMaiid BKTIOUBAT AdedeKTH Ha HeBpalHaTa TpbOa, JTMIEB IUCMOPQH3BM,
3a€IlIKa YCTHA H BbJTYA [IACT, KPAHMOCTEHO3a, ChpACTHH, ObOpedHH M yPOTeHHTAIHH Ne()EKTH, H
Ae(peKTH Ha KPaHHUUMTE ( BIJIFOUHTENIHO ABYCTPAHHA alUla3sHa Ha JIbYEBaTa KOCT), H MHOXKECTBO
aHOMAJTMH Ha Pa3IW9dHH CHCTEMH B YOBEIUIKMA OPTaHH3bM.

Excriosuumsara in ufero Ha BalmpoaT MOXe Aa JOBeAe OO YBPEKAaHEe Ha CITyXa HIIM I/TyX0Ta MopajH
ManGopMalMK Ha YINHTE H/HIH HOCA (BTOpHYEH €dekT) H/WIH MHPEKTEH TOKCHYEH e(PEKT BBPXY
CIIyXOBHA anapar. CiiydaWTe OMHCBAT KAKTO €AHOCTPaHHA, TAKA H ABYCTPAaHHA INTyX0Ta HIIH
yBpeXKAaHe Ha cyxa. He 3a BcHUKkH ciydau ca ¢choOmeHH pesysrrati. Koraro ca cboOlIeHH
PE3YATATH, B IO-TOJIAMATA YaCT OT CIyYauTe He ce HaOmoaaBa BE3CTAHOBABAHE.

Excriozuuus in wtero Ha BAIPOAT MOXKE J1a IOBEAE A0 OUHH ManhopMali (BKIIOYHTEIHO KomoboMa,
MHKpOQTAIMHA), KOHTO Ce CHOOIMABAT BHB BPh3Ka ¢ APYTH BPoAcHH MasipopMaiii. Tesd ouHM
MaiopMaLK MOTaT Ja 3aCeTHAT 3PSHHETO.

Hapyuwenun 6 pazeumuemo Ha Heperama cucmema
JIaHHH TIOKA3BAT, Y€ €KCIO3UIIAA Ha BANMPOAT ik ufero MOXE a HMa Hebnaronp
NCHXHYECKOTO H PHIHUECKOTO pa3BUTHE Ha JelaTa, U370KeHH Ha TaKaBa €KCMo3



HE CBHIIECTBYBA, HE MOXKE J1a C€ YCTaHOBH Bb3 OCHOBA Ha HajuuHuTe jJaHHH. KoraTo pannpoar ce
M3I10J13Ba KaTO NOJIHTESPAlIH ¢ APYTH aHTHEIIWISITTHYIHH JIEKapCTBEHH NPOAYKTH, pPHCKBT OT
HAPYIIECHHS B PA3BHTHETO HA HEPBHATA CHCTEMA B NTOKOJICHUETO CHIIO 3HAYUTEIIHO C€ YBE/IN4aBa B
CPaBHEHHE C TO3H IIPH Jeua oT 00inaTa nomyaanisl WA pOOCHH OT HENCKYBAHH MAHKH C €MIIETICUA.
TOYHHMAT PHCKOB recTallMOHEH MEPHON 32 Te3H e(EeKTH € HECHIYPEH H Bh3MOXKHOCTTA 34 PHCK IIO
BpEME Ha IIaTa OPEMEHHOCT HE MOXKE A C€ H3KIIOYH.

Koraro Bayinpoar ce npuiara KaTo MOHOTEpAIlus, NPOyYBAHUSA MPH Aelld B IPeAyTHIMIIHA Bh3PacT,
H3JI0KECHH Ha eKCTIO3WIEA Ha BANNPOAT in tfero To BpemMe Ha OpeMeHHOCT Nokassat, 4¢ B 10 30-40%
OT CIIy4auTe ce Habmoaaea 3a0apsHe B TIXHOTO PAHHO Pa3BUTHE KaTO: FOBOP, NI0-KBCHO MPOXOXKAAHE,
HO-HHCKH HHTEJIEKTY AJIHM CIeCOOHOCTH, JIOIIH €3HKOBH YMEHH (TOBOpEHe M pasOupaHe) H npodbiaeMu
C MIaMeTTA.

KoedumeHT 32 uurenureHTHOCT (1QQ), oLleHeH npu Aena Ha 6 roAUHH ¢ aHAMHE3a 33 €KCIO3HITHA HA
BaJINIPOAT in utero, € cpeHo 7-10 myHKTa mo-HECEK OT TO3H NPH Jiela, KOKTO Ca H3JIOJKCHH Ha ApYTH
AHTHETTHJICIITHYHH NpoaykTu. IMa mqokasaTencTsa npH Acla ¢ eKeno3uilds Ha BAJIMpOAT, Y€ pUCKBT OT
HapylIaBaHe HA HHTEIEKTa MOKe Aa ObAe HE3aBHCHM OT KoeduiueHT Ha uHTeareaTaocT (1Q) Ha
MaHKaTa, BEOPEKH Ye POJISTa Ha CMyIIaBainuTe (pakTopH He MOXKE J1a ¢€ H3KMIOYH IPH JICHA.

JlaHHWTe N0 OTHOIIEHHE HA JBATOCPOYHMA H3X0 Ca OTPaHHYCHH.

HamuuHuTe JaHHH OT NONyTanMoHHO 0a3HpaHO U3IHTBAHE MOKa3BaT, Yye Jenara ¢ €KCIOo3uiHs Ha
BANNIPOAT in utero ca ¢ IOBMUICH PHCK OT Pa3CTPOHCTRA B AYTUCTHYHHSA CHIEKTHP (IPHOIM3HTEIIHO

3 IBTH) M IETCKH ayTH3BM {OKOJIO S ITBTH) B CpaBHEHHE ¢ MOMYIAIAATA Ha Te3U 0€3 SKCIIO3HIHS B
IIPOYURBAHETO.

HanvdawTe aHHH OT APyTo NOMYyNAHOHHO §azHpaHo W3NUTBAHS OKA3BAT, UYe ACHaTa W3I0KEeHH Ha
eKCTIOZHITHA Ha BAIITIPOAT in uiero ca ¢ MOBHINEH PHCK OT Pa3BHTHE HAa CHMIITOMH KaTo AedHiuT Ha
BHHMAaHHETO/XHIIepPaKTHBHO pa3cTpoiicTeo {attention deficit/hyperactivity disorder, ADHD)
(mpubmsutenHo 1,5 MBTH) B CPABHEHHE ¢ MOMYJIALKAATA HA T¢3H 0e3 €KCMO3HIHA B IIPOYYBaHETO.

Heya om xcencru non, Oeeotixu U Jcenu ¢ Oemepooen ROMEHYUAR (6x¢. No-20pe u mouxa 4.4)
CpeAcTBa CBABPIKALIA €CTPOTEH, BKTIOYHTEIHO ChABPAALIA €CTPOreH XOPMOHAITHA KOHTPALCTITHBH
MOTAT 4 YBENIMYAT KIMPHHCA Ha BANNPOAT, KOETo OH MOTJIO [1a JOBee A0 HaMalsdBaHe Ha CepyMHAaTa

KOHLICHTpalMs Ha BAJINIPOAT H BE3MOKHO HAMANABAHE HA €()eKTHBHOCTTA HA BAIPOAT (BXK. TOUKH 4.4
H 4.5)

Axo acenama naanupa bpemennocm

3a NOKA3aHHETO EMUICTICHA, aKO KEHATA IUIAHHUpa Aa 3a0peMenee, TepanuaTa ¢ BaINpoar Tpa0Ba 1a ce
IIPEOLICHH OT CIICHUANHCT C OIMT B JICUSHHETO Ha EINWISTICHA | 1a ce OOMHCIIAT ATePHATHBHH
BE3MOXKHOCTH 3a JicueHHe. Tpa0Ba Ja ce monoxar RCHUKH YCUITH, 32 Aa ¢ NPCMMHE HA NOAXOAKIN0
ATTEpHATHRHO JISUCHHE MPEIM 3a4€BaHETO H NPSAH NMPEKpaTABaHe Ha KOHTpalleIMsATa (Bx. Touka 4.4).
AKXO CMJIHATa HA JICUEHHETO HE € BE3MOXKHA, :KeHATa TpA0Ba 212 NOJIYHH JOITBIHATEIIHA KOHCYIITalMs
OTHOCHO PHCKOBETE C BaJIIPOAT 3a HEPOACHOTO JETE B MOJKPENa Ha HHGOPMHMPAHOTO H B3eMaHe Ha
peleHne OTHOCHO CEMEHHOTO MIaHHpaHe.

3a mokazaHHeTo OHIIONISAPHO Pa3CTPOICTBO, AKO JKEHATA IUIaHKpa Aa 3abpeMeHee, Tps0Ba 1a ce poBeae
KOHCY/TALMA ChC CNELAANUCT C ONHT B JICUCHHETO Ha OUIIONSAPHO pasCTpOHCTBO H JISCUSHHETO C
BAJIIIPOAT TpAOBA Aa ce MpPEeyCTaHOBH, H AKO € HeOOXOAMMO, TpA0Ba a ¢¢ MPEMHHE Ha aTTEPHATUBHO
JieUeHYE TIPeIM 3aY€BaHeTO H peaH NpeKpaTaABaHe Ha KOHTpaLEIIIMATA.

bpemennu ocenu

Banmnpoat kato JieueHHe 3a GUIIOAPHO PascTPONCTBO € NMPOTHBONOKA3aH 3a ynoTpeba 1o BpemMe Ha
OpeMeHHOCT. Baymipoar, kaTo JieueHHe 3a €IIISTICHA € IPOTHBOIIOKAa3aH NpH OpEMEHHOCT, OCBCH KOTaTo
HAMA ITOJXOOAIIO ATEPHATUBHO JeueHue (BikK. TOUKH 4.3 1 4.4).

AKO )kena, KOATO Ce JIEKYBa ¢ BaJIlIpoar, 3adpeMeHee, T4 TpAOBa He3a0aBHO /1a ce HACOIH KbM
CTIENMAITHCT, 3a /1a ce OOCHAAT aATEPHATHBHE BE3MOXKHOCTH 3a JieueHHe. [To Bpeme Ha Opg

OTpeaeneH PUCK OT CMBPT 34 MaHKaTa H IUIOJA.

AKO, BBIPEKH H3BECTHUTE PHCKOBE C BAIUTPOAT [pH OpeMEHHOCT U ¢Jie] BHIMATe
ATEPHATHBHO JICYCHHE, TIPH M3KITIOYUTETHH 00CcTOATENCTBA OpeMeHHaTa KeHa TP
BAINPOAT 324 eMMNIENCHA, [IPENopbhYBa Ce ia:



® (¢ M3MO3Ba Hall-HucKaTa edeKTHBHA 1034 H Jja Ce pa3aelis JHEeBHAaTa J03a BAIIPOAT Ha
HAKOJIKO MAJIKH JI03U, KOUTO TPSOBa /1a ce MPHEMAT Npe3 Nenus AcH. Ynotpebara Ha
nekapcTBeHa GopMa ¢ YADKEHO OCBOOOKIaBAHE MOKE J1a € 3a NPEANIOYHTaHe TIpea ApyTH
neKapcTBeHH (OPMH, 3a Ja ce H30erHaT BHCOKH MAKCHMAJIHH IU1A3MEHH KOHLICHTPALKH (BXK.
Touka 4.2).
BCHYKH NAIMEHTKH ¢ €KCIIO3MIMS HA BAIIPOAT 10 BpeMe Ha OpeMEeHHOCT U TEXHUTE TAPTHHOPH TpAOBA
na 6bAAT HACOUEHH KBbM CIICIIHAMCT C OMHT B TEPATONIOrHSTA 33 OLIEHKA M KOHCYJTTHPaHE OTHOCHO
ekcnioHvpanara SpeMeHHocT. TpaOBa Ja ce M3BbPIIBA CrICHHATH3HpaH IIPpSCHATa/IeH MOHMTOPHHT 32
OTKpHBaHe Ha Bb3MOXKHA MOABA. HA Je(eKTH Ha HeBpalHaTa TphOa M IPYTH MangOpMALHH.
IIpuemaneTo Ha n0oGaBKH ¢ GroNHeBa KUCEITHHA NPEIH OPeMEHHOCTTA MOXKE 4 HaMalH PHCKa OT
AedeKTH Ha HeBpalHaTa Tph0a, KOHTO MOTAT Aa ce MO4BAT IpH Beaka 6pemenHocT. Hampunyre nanHH
oDaue, He peZnonarart, 4e ¢oaMeBaTa KHCETHHA IIPeIOTBPaTABa N0ABaTa Ha BPOACHH NeQCKTH HITH
MarKpopMaIK NOpasy SKCTIO3MITHS HA BAJITIPOAT.

Puck 3a nosopodenomo

- MHoro psaako ca JOKIaJBaH| ¢Iy4aH Ha XeMOPAard4cH CHHIPOM IIPH HOBOPOACHH, YAHTO MaHKH
ca NPHEMAIIH BAINPOAT Mo BpeMe Ha OpeMeHHOCT. TO3H XeMoparH4cH CHHIPOM € CBBP3aH C
TpoMOOIMTONEHIA, XUTIOGHOPHHOTEHEMHSA HW/IITH 0 HAMANBAHE HA APYrH QaKkTopH Ha
KpbBOCBCHpPBaHETO. AQHOPHHOTEHEMH € JOKJIaIBaHa CHIIO A MOXKe Aa bb/ie ¢ araieH u3xoJl.
To3u xeMoparuuen cuHapoM, obade, TpaOBa a ce pasrpaHHdH OT HAMANABAaHETO HA BUTaMHH K-
3aBUCHMHTe (pakTopH, HHAYIHpaH OT heHoOapOUTaN H eH3UMHH HHIYKTOpH. CACI0BATEIHO,
Oposi Ha TpPOMOOLIMTHTE, HHBOTO Ha (PUOPHHOTEHA B IUTa3MaTa, KoaryJal(HOHHH TECTOBE H
(daKkTOpH Ha KPBBOCHCHUPBaHETO TPAOBa Ja ce H3CHeaBaT IPH HOBOPOJICHH.

- Ciy4au Ha XMITOTIHKeMHA ca OWITH JOKIAABAHH NPH HOBOPOJACHH, YHHTO MAaHKH Ca PHEMAaTH
BaNPOAT IO BpeMe Ha TPeTHd TPHMECTBp OT OpEMEeHHOCTTA.

- Criyyau Ha XHIIOTHPEOUAWIEM ca OHITH NOKAaBaHH MPH HOBOPOACHH, YHHTO MAaKWKH Ca
IPHEMAaJIH BAIIIPOAT MO BpeMe HA OpeMEeHHOCTTA.

-  CuHHapoM Ha oTHeMaHeTo {K4aTo, H B YaCTHOCT BE30Y/Ia, pa3apa3HHTETHOCT, CBPBXBE30YIHMOCT,
HEpPBHOCT, XMIIEPKHHE3Hs, HAPYIIeH TOHYC, TPEMOP, KOHBY/ICHHM H HAapyIICHHA HAa XPaHEHETO) MOXKe
Ja ¢€ MOABH NPH HOBOPOAEHH, YAUTO MalKH ca MpUeMal BA/HIPOAT MO BpeMe Ha MOCIICTHUA
TPHMECTEP OT OpeMEHHOCTTA.

Knpmene

EKckpenyaTa Ha BaJIIpoaT B MAMYIHHOTO MIISKO € HHCKA, ¢ KoHIleHTpauna Mexkay 1% no 10% ot
CepyMHHUTE HHBa Ha Maiikara. B13 0CHOBa Ha JIMTepaTypHUs U KIIMHHYCH OITHT, KEPMEHETO TpsabBa Ja
ce Mpepasriiea Karo ce B3eMe o BHMMaHHe npodiia Ha OesonacHocT Ha [lemakun XpoHo 500 mg,
0oc00EHO XEeMATONIOTHYHUTE HapyImeHus (Bx. Touxa 4.8 Hexxenanu ieKapCTBEHH PeakHH).

Tpabea #a ce B3eMe pelmeHHe OTHOCHO CTIHPaHe Ha KbPMEHETO WIH NPEYCTaHOBABaHE/OrPAaHHICHHE
Ha sieueHHeTo ¢ JlenakuH XpoHo 500 mg, kaTo ce UMaT MpeABU MIOJIBHTE OT KhPMEHETO 33 JETETO U
II0J13aTa OT JISYSHHETO 3a MakiKara.,

DepTHINTET
HmMa cpobliiieHus 3a aMeHOpes, TONMHKACTO3HH AHYHULA ¥ yBeJIHMeHH HHBA Ha TeCTOCTEPOHA IIPH

KEHH, IIPHEMAITH BaJNpoar (Bx. Touka 4.8). Ilpwiaranero Ha BajImpoaT MOXe ChIII0 a HapyInH
depTiUIHTETA NpU MBKke (BXK. Touka 4.8). Hapymenusara Ha GepTIATETa B HAKOM CiIyqan ca
0OpaTHMH Hali-MasIko 3 Mecena clie/l IpeyCTaHOBSBaHe Ha JieuenueTo. OrpanmdeH Opoi NoKiIa/iBaHH
CIy4ad NPEANnoarar, e 3Ha9HTe/THO HaMallABaHe Ha J1034Ta MOXKe [1a MONOOpH QepTHIHTETA.
Brropeku TOBa, B APYTH CTydaH, HIMA JAHHH 334 00paTHMOCT Ha Oe3MIONUETO MPH MBKE.

4.7 E¢exkTn BLPXY cHoCOOHOCTTA 32 Mo HEpAHE H patoTA ¢ MAINHEH
[NammenTaTe TpsAGRa ja Obaar mpeayIpeaeHH 32 PACKA 0T ChHJIMBOCT, 0COOEHO B CITy4

NPOTUBOIBPYOBA MOJIATEPANIHA HITH B KOMOHHAITNS ¢ OSH30HA3CIHHM (BXK. TOUKA 4.5
B3aHMOJCHCTRHA ).




4.8 Hexenand IeKAPCTBEHH PeaKIHA

H3nomeana e cnremnata CIOMS knacugHKkamma 3a 4eCcTOTa HA HEXEJIAHHTE JIEKAPCTBCHH PCaKIHu:
Mroro gect (21 %); gect (>1% u <10%); Hewectu (0,1 u <1%); peaxu (>0,01 u <0,1%); MuOTO
peaku (<0,01%); ¢ HeH3BECTHA YecTOTA (OT HAJIMUHMTE JaHHM HE MOXe JIa Ob/ie HanmpaBeHa OIIEHKA)

Bpooenu, pamuwirnu u 2enemuynu nHapyuwenua (6. mouxa 4.6 bpemennocm u kopmere)
Bpoaenn MangopManmy U HapylleHus B pa3BHTHETO (BK. TOUKM 4.4 1 4.6)

Hapywenua na xpvenama u numgrama cucmema

Yectu: anemu, TpoMOOIHTONCHNS (BK. TOUKa 4.4)

HedecTH: naHIHTONEHA, JICBKOICHMA

Penxy: HeIOCTATHYHOCT HA KOCTHHA MO3BK, BKITFOUMTENHO YKCTA allNa3ug Ha YepBeHHs1 KPBBEH pejl,

arpaHyJoHTO3a, MAKPOIHTHA aHEMHA, MAKPOLMTO3a

Hzcnedsanus

Penxu: nmoHmxkeHy HUBa Ha KoarylalMoOHHUTe (PpakTopH (MOHE HA €IHH OT THX), OTK/IOHCHHA B
KOAryJaloOHHHTE TECTOBS (HAPHMEDP YABDKEHO MTPOTPOMOMHOBO BpeMe, YIRTKEHO aKTHBHPAHO
HapLMaIHO TPOMOOIUTACTHHOBO BpeMe;, YIKDKEHO TPOMOHHOBO BpeMe; yBeandeH INR) (BXK. ToUKkH
4.4 u 4.6), HepocTUr Ha OHOTHH/OMOTHHH1a32

Hapywenua na nepenama cucmema

MHoro 4ecTH: TpeMop

YecTH: ekcTpanMpaMAIHU HAPYLICHHs, CTYTIOP*, COMHOIEHTHOCT, KOHBYJICHA ¥, HAPYIIICHHA B
TIAMETTA; T71ap000He; HHCTarbM; HAKOJIKO MHHYTH CJIC]] HHTPAaBCHO3HA HEDKEKIIA MOKe 1a HACThITH
3aMaiBaHe (IIPH HHTPABESHO3HO IPHIOKEHHE, 3aMajdHOCT, MOKe J1a CE ITOTYYH 3a HAKOJIKO MUHYTH H
OOHKHOBEHO, KO€TO H349€3Ba CIIOHTAHHO CJIE/] HAKOJIKO MAHYTH)

Heuectn: koMa*, eHniedanonarus™®, neraprus*, obpaTiiM MapKHHCOHU3BM, aTaKCHA, IAPECTEIHA
HevecTH: yTe)XHEHH KOHBYJICUM (BXK. TOUKA 4.4)

Penxu: oOparuma ieMeHIIHA CREp3aHa ¢ oOparuMa nepebpanna aTporA, KOTHHTHBHH HapylIeHU
*CTynop u NeTapris, BOJICITH MOHIKOra IO NPeXoHa KoMa/eHiiedanonaths; Te ca 0
CaMOCTOATEIHHU WK CBBP3aHH ¢ MOBHINIABAHE YECTOTATA HA IMEPUYOBETE B X012 HA TEpaNuATa, U
HaMaJABAT MPpH CIMpPAHE Ha JICYeHHETO HIH MOHIDKABAHE Ha A03aTa. Te3d Cilyyal Bb3HHKBAT Hai-
4eCTO NPpH KOMOHHHpaHa Teparmis (mo-crelualiHo ¢ peHo0ApOrTAT WM TOIMpPaMAaT) HiIH CHeI
BHE3aIHO yBeNHYaBaHe Ha JO3HTE BaJIpoar.

Hapywenun na ouume
Peaxu: nHmorms

Hapywenua na yxomo u nabupunma
Yecty: rmyxora

Pecnupamopnu, 2poonu u MeOuacmurainy RaApyuieHus
Heyecru: niespalieH U3nHB

CmoMauuno-4pesHu Hapyuenus

MHoro 9ecT: rageHe*

YecTH: noBpLinaHe, Bb3MNAJEHUs Ha BeHLHTe (OCHOBHO XHNEPIUIA3HA Ha BEHIIHTE), CTOMATHT, OONIKa B
rOpPHATA YacT Ha KOpEMa, JUAPHA YeCTO Bb3HUKBAT MPH HAKOU NALMEHTH B HAYAIOTO Ha JICUCHHETO,
HO OOHKHOBEHO H34€3BaT Ciel HAKOJIKO JHH Oe3 MpekpaTIBaHe Ha JICYCHHETO

*Habmonapa ce cbmo HAKOIKO MHHYTH CIIC] HHTPABEHO3HO HHJKEKTHPAHE ChC CTIOHTAaHHO 3aTHXBaHE
B PAMKHTE Ha HAKOJIKO MHHYTH

Hevecrn: mankpeaTHT, noHsakora ¢ ¢araneH uzxox (BK. Todka 4.4)

Hapywenua na 6vbpeyume u nuxounume nv-muwa
YecTr: ypuHapHa UHKOHTAHEHITHA
HedecTH: 6B0pevHa HEAOCTATHLYHOCT




Penku: enypesa, TyOyaonnTepcTHIHaneH HepHT, oOpaTHM CHHApPOM Ha Fanconi, HO MEXaHH3MBT Ha
AelcTBHe omie HE € ACEH

Hapywenua na xosicama u nookoxcHama msxan

YecTH: CBPBXYYBCTBHTEIIHOCT, MPEeX0Ha W/HIH J0303aBUCHMa aJIONCLIHS, HAPYIICHHS HA HOKTHTC U
HOKBTHOTO JIETJIO

HeuectH: anrnoenemM, oOpHs, HapymeHH:A Ha KochMa (kaTo HeoOH4aiiHa CTpYKTypa Ha KOChMa,
OPOMEHH B [{BeTA HA KOCHMa, HeOOMYacH pacTex Ha KOCaTa)

Penku: TOKCHYHA €MHAEPMATHA HEKPOIU3a, CHHAPOM Ha Stevens-Johnson, epurema MyTH(OpME,
CHHZIPOM Ha JeKapCTBEH 0OpHB ¢ eo3uHOpIIMA U cucTeMHd cuMIrroMu (DRESS)

Hapywenua na MyckyHo-cxenemuama cucmema u CoeOUHUmMenHama movKax

HevecTH: HamaneHa KOCTHA MUHEPAJTHA IULTETHOCT, OCTEONICHHS; OCTEONOpo3a H (ppakTypH NpH
NALHESHTH Ha NPOAL/DKHTENHA Tepanud ¢ Jenakun Xposo 500 mg. MexanusMeT, no koiro Jlenakux
Xpono 500 mg DOBIHABA KOCTHHA MeTabOMM3BM, HE € YCTAaHOBEH

Penkn: cACTEMEH JyyC eprHTeMaTosyc (Bxk. Touka 4.4), pabmoMuonnsa (Bx. Touka 4.4)

Hapywenua na endoxpunnama cucmema

Heuectn: cHHApOM Ha Hapyinena cexpennsa Ha AJ1X (SIADH), xunepanAporeHH3bM (XHP3YTH3BM,
BHPHJIA3BM, aKHE, MBXKKH THIT aloNenys WHIH YBEJIHYCH aHAPOTEH ).

Penku: XumnmoTHpeouIn3sm (B, Touka 4.6)

Hapywenus na Memaboauzma u Xxpanenemo

YecTH: XMNOHATPUEMHA, YBETHICHO TerIO™*

* TIoBMINEHOTO TENeCHO Terno TpsaOea Aa Obae BHUMATETHO MPOCIEABAHO, Thil KaTo € (akTop 3a
MOJIAKHCTO3€H OBapPHAJIEH CHHAPOM (BXK. To4Ka 4.6)

Penxi: xurnepaMmorreMud ™ (Bxk. Todka 4.4), 3aT1bCTABaHe

¥*B13MOKHO € 12 HACTRIST CITyYaH Ha H30JIHPAHA HIH YMEpPEHA XHIIepaMOHHeMHs 63 MPOMIHA B
YyepHOAPOOHATE (PYHKIIMOHAIHA TECTOBE M TOBA He TpAOBa Aa ObAc NpHYMHA 3a IPEKpaTABaHe Ha
TeparmaTa. ChoOIIABaHO e | 3a XHUIlepaMOHHUEMHS, CBBP3aHa ¢ HEBPOJIOTHYHH CHMIITOMH. B TakuBa
CIIy4aH, € HeOOXOAMMO 112 ce OOMHUCIAT AOMBIIHUTEIHY H3cneABaHu (BX. Touku 4.3 u 4.4
Hapymenwud B ypeHHUA MKBI H PUCK OT XHnepaMoHeMHd | [1allMeHTH ¢ PHCK OT
XHITOKapHUTHHEMHEA ).

C HemsBecTeHa Y€CTOTA: XMITOKapHUTHHEMHA (BXK. TOUkH 4.3 1 4.4)

Heonnazmu - 000poxavecmeenu, 310KQUeCMBEHU U HeonpedeaeHy (BKIL. KUCMU 1 NOAUNU)
Peaxu: MHENTONMCIINIACTHYEH CHHAPOM

Cwv0o8u Hapyuenus
Yectn: xemoparus (BiK. ToukH 4.4 1 4.6)
HedecTu: BacKyJIHT

Obwu napyuenus u eghexmu Ha MICMOMO HQ NPURONCEHUE
HedecTH: XMIIOTEpMHA, HETEAKBK neprdepeH eneM

Xenamobunuaphu HapyueHus
Yectn: yepHOoApOOHH yBpeXKnaHHA (BiK. TO4Ka 4.4)

Hapywenua na ev3npouzeooumennama CUCmeMa u 2upoama

YecTu: ncMeHopes

Hegectn: aMenopes

Penxn: Oe3mmnonue npa Muexe (Bxk. Touka 4.6), NOTAKACTO3ZHU AHYHHIM

Hcuxuunu napyutenun

YecTH: CHCTOSHHE HA OOBPKAHOCT, XaMIOIMHALMY, arpecus®, akurals™, HapyIl
Penxu: abHOpMHO mOBeNgHHE™, ICHXOMOTOPHA XHIEPaKTHBHOCT*, HapyUIeHa CIT
oOyueHue*. |




*Te3n HexenaHH JIEKAPCTBEHH PeaKIii ¢a HabmoaaBaHH OCHOBHO IPH [TEAMATPHYHATA IIOMYJIaliyA.

Brusnue evpxy nabopamopnu u ouasHocmuynu u3cie0eanus

Twit KaTO BaNIpoOAT C& OTAENA OCHOBHO Npe3 6LOpenHTe, YaCTHIHO 01 (PopMaTa Ha KETOHHH Tela,
PE3YNTATET OT HanpaBEeHHA TECT 3a OTACICHHTE KETOHHH TeJIa MOXKE J1a € [IOABEXAIN NIPH NAITHEHTH C
maader.

Ileapnarpuyna Domynalug

[TpodunsT Ha 6e30MacHOCT HA BAJMIPOT B NeJHATPHUYHATA MOITYJIALIHS € CPaBHHM C TO3H IIpH
BB3PACTHH, HO HAKOH HEXKEJIAHH PeakiliH ca IO-TeXKKH HIM ce Rab/liofaBar iaBHO B NeJHATPHYHATA
nomynauus. CHIECTBYBa 0CO0EH PHCK OT TEXKO YepHOAPOOHO yBpeKk/IaHe TIPH KbpMadeTa H MaJIKH
Aena, oco0eHo Ha BB3pacT Ho 3 roauird. MalIkHTe Iela Chilo ca H3JI02KeHH Ha 0COOEH PHCK OT
MAHKPEATHT. €31 PUCKOBE HaMalIBaT ¢ YBEJIMYABAHE Ha BB3pacTTa (Bxk. Touka 4.4). IIchxuaHu
pascTpoicTea KaTo arpecus, Bp30yaa, HapyllIeHHe HA BHUMAHUETO, HEECTSCTBEHO NMOBEACHHE,
NICUXOMOTOPHA XHIICPAaKTHBHOCT M HAPYINEeHa CIIocoOHOCT 32 00y4YeHHe ce HaOMoAaBaT rIIaBHO IIPH
NeJUATPHIHATA IOy IALM.

Cro0mapane Ha HeXKeJIAHH PeaAKIHA

Cro0maeaneTo Ha OJOZMPARH HEXKEIAHH PeaKHH ClIe pasperlaBaHe 3a yrioTpea HaA IeKapCTBEHUA
MPOAYKT ¢ BAXHO. TOBa O3BO/IABA [1a MPOABIDKM HAOIOAEHHETO HA CHOTHOMICHHETO MOJI3a/PHCK 34
JIEKapCTBeHUS NMPOAYKT. OT MEHIMHCKATE CTICIHAIMCTH C& H3UCKBA Aa ChobINaBaT BCAKA
NOI03HpaHa Hexkelaka peakiiya upes W3ImpHUTeHA areHI s o Jekapersarta yiL. . Jlamad I'pyer” Ne
8, 1303 Codus, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9 Ilpeposnpane

TlpUzHalKM H CHMITTOMM
ITpuzHaniTe Ha OCTPO MACUBHO TIpeAO3HpaHe OOMKHOBEHO BKMOYBAT KOMa ¢ MyCKYJTHa XMIIOTOHMA,

XHIOpedIeKCHd, MHO3a, HapyHIeHa qJuXaTe/iHa yHKIMA, MCTaDOIMTHA alA03a, XHIIOTOHHA H
IMPKYNATOPEH KOJIAIC/LIOK.

Cirex MaCHBHO TIIpeAO3HpaHe ¢a HACTHIIBAIM CMBPTHH CIIYYaH.; BEIIPEKH TOBA, OOMKHOBEHO H3XOIET €
OyaronpusaTeH.

Cumrmromure 00ade MoraT 1a BapHpar d ce cho0laBa 3a rbpuoBe PH MHOTO BHCOKHM IJIa3MEHH HHUBA.
CpoOmmaBa ce 3a CTy4aH Ha OBUIIEHO MHTPAKPaHHAHO HAIATAHE, CBBP3aHO ¢ MO3BYEH OTOK.

Hamdquiero Ha HATpHE B ChEAMHEHHATA C BAINPOAT MOKE JIa JIOBE/IE 10 XHIIEPHATPUEMHS B CTyUaHTe
HA [IpeJO3HApPaHE.

OrBnangpade
B cimyuati Ha IpeIO3HpaHe ¢ BAMIIpoat, BOASIIO 10 XHIEPAMOHEMHS, MOKE [a & NMPHIOXKH KAPHUTHH
HHTPAaBEHO3HO, 3a 14 C€ HOPMAIM3HpAT HABATa HA AMOHSKA.

5. @®APMAKOJOI'MUHH CBOHCTBA

3.1 <dapmakoguHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA Ipyna: I[poTHBOCTIMIIETHYHM CpPeICTBa
ATC xon NO3AGO1

N IMpOKOCIEKTEPEH NPOTHBOSITHISIITHYEH JICKAPCTBEH MPOAYKT.

Baymmpoar ynpaxkHaBa eeKTUTE CH [JIaBHO HA HUBO 1ICHTPATHA HEPBHA CHCTEMA. .
(DapmaxogOrHYHUTE H3CICABaHUA BEPXY KHBOTHH MI0Ka3Bar, 4ye JiemakuH XpoHO SOOsmg r;pﬂ"re}ﬁasa
IIPOTHBOTBPYOBH CBOMCTBA MPHU pa3HYHU MOLEIH HA eKCIICPUMEHTATHA CITHICIICHA (reHepaﬂpra}h‘I
H NapliHalHH 'BPYOBE). e



TIpu xopa, Jenakun XpoHo 500 mg ChI0 AeMOHCTPHPa NPOTHBOEITMICIITHYHA AKTHBHOCT IIPH
pa3Iu9HH BUOOBE CTIITETICHA.

OCHOBHHAT My MEXaHH3HM Ha AcHcTBHE € CBLp3aH ¢ noaciwipane Ha AMK-epruanara akTHBHOCT.

5.2 dapMaKOKHHETHYHH CBOHCTBA

PasnpenecHue
ITpeMHHaBaHe nipe3 muaneHTara (BxkK. Togka 4.6).

Banmpoar mpeMuHaBa npe3 IUIaneHTapHaTa OapHepa KakTo MpH KMBOTHH, TAKa H IIPH XOpa.

- Ipu >XHBOTHHTE, BAINPOAT IPEeMUHABA Mpe3 IUIALIEHTATa B [0A00Ha CTeNeH KaTo MPH Xoparta.
- Hsaxonko mybnukauy ca H3caeasald IIPH Xopa KOHLCHTPALMHUTE Ha BANNPOAT B [THITHATA
BpBLB Ha HOBOPOJIEHH NpH paxiaHe. CepyMHHTE KOHIISHTPAIIMH Ha BAIPOAT B ITHITHATA BPHB,
TNOKa3BaINy Te3H BB ¢eryca, ca MogoOHH WK JIEKO 3aBHINSHH B CPABHEHHUE C Te3H Ha MaHKaTa.

Metabonu3eM

HatpHeBHAT Basnmipoar ce abcopOupa 65p30 H IHKOBH TUIA3MEHH HHBA C€ TTOCTUTaT B paMKUTE Ha 1-4
yaca, crabiiIeH e B Ipogb/okeHre Ha 4-14 gaca. [Ipu nepopaner npueM, 85-100% ot mosara ce
abcopbmpa. ITony>KHBOTET IIpK NOBe4eTo nanreHTH € 8-20 yaca, HO B OTIEIHH CIy4an MOXe 1a Obae
3HAYMTENHO O-ABTET. IIpH HapyireHa OBOpeuHa QYHKIIMAS, TOMYKHBOTHT Ha BAJIIIPOATa € YIBJDKEH.
[Tna3zMeHHAT MOTYKHMBOT MOXKE A C€ YABIDKH J0 60 gaca npu nelia nog 2 Mecena, HO NMpH MO-roJIEMH
fena Toi e moaoOeH Ha TO3H NIPH BH3pacTHH. BlanMoBpE3KaTa MEXIy JaZieHaTa 032 U e(heKTa,
CHOTBETHO MEXTY [JIA3MEHATa KOHLEHTpalHA H eeKTa, HE ca TOYHO OLICHEHH. PABHOBECHO
cucTosHHe (steady state) Ha IUIA3MEHATA KOHLIEHTpALHs ¢ JOCTHTA B IOBEYETO CIIydaH ciiell 3-3 JTHH
JieucHHMEe. JIMKBOpHATa KOHLIeHTpaLua AocTura npudbmusutesno 10% or mrasMeHaTa KOHLICHTPAIys.
HarpHeRHAT BAIIPOAT c€ CEEP3Ba C IUIa3MEHHATE MpoTeHHH B puOmisuTenHo 90%. Bucokara cTenen
HA CBBP3BAHE C MPOTEHHUTE MOXE Ja MPEIU3BHKA PUCK OT KITHHHYHO 3HAYAMH B3aHMOICHCTBHA C
APYTH [IPOTHBOETIETTAYHH JACKApCTBEHH TIPOAYKTH, 0c00eHO (PeHHTOUH (BXK. TouKa 4.5).
3agoBONMTENEH KIMHHYEH epekT OOHKHOBEHO ¢6 JOCTHTA IIPH KOHIEHTparm Mexay 300-700 umol/l,
HO € HeOOXOOUMO J1a ce B3eMe MpeABH IIIOCTHATA KITHHUYHA CHTYAIUs 1Py NMalyeHTa (BK. ToO9Ka
4.2).

OCHOBHMAT ITbT 3a OHOTpaHCchOpMAaLHA Ha BAJNPOAT € IIIOKYpOHUpaHeTo (~40%), IpeIHMHO Jpe3
UGT1A6, UGT1A9 u UGT2BY7.

HarpueBust Bannpoar ce Metabonu3Hpa BHB BUCOKA CTENEH H Ce eKCKPETHpa B ypHHaTa o ¢gopmara
HA KOHIOTHPaHH MeTabOTUTH.

Henaxun XpoHo 500 mg aMa mo-HUCKA Chuax H € ¢ IO-MAIKO (WIYKTYaLMH B IUIA3MCHATa
KOHIICHTpaIMA Mpe3 JeHA B CPaBHEHHE ¢ racTpO-Pe3UCTEHTHHTE TaONIeTKH.

Heouampuuru nayuenmu

Jena Ha Bp3pacT Haa 10 ronHH H IOHOIIM HMAT KJIMPBHC Ha BAINPOAT MOJ00eH Ha TO3H MPH
Bb3pacTHHU. I1pH neauaTpuysy naigeHTH Ha BB3pacT nox 10 roaMHH CHCTEMHHS KIHPBHC Ha
BAJINPOAT C€ PA3M9aBa B 3aBHCUMOCT OT Bb3pacTTa. [ Ipu HOBOpOAeHH M KbpMaveTa Ha BE3pacT 0
2 Mecella KIHPBHCHT Ha BAJINpOaTa ¢ HaMaleH NpH CPaBHEHHE ¢ TO3H IIPHU BB3PACTHH H € HAH-HHUCEK
HEIIOCPEACTBEHO ClieA paxaaHeTo. 1lpd nperacA Ha Hay4HaTa AMTEpaTypa, TOMYKHBOTHT Ha
BAJIpOATa MNPy KbpMaieTa Ha BB3pacT 0 2 Mecena oKa3Ba 3SHAUHTETHH PasIHKH oT 1 go 67 Jaca.
ITpr nena Ha BB3pacT 2 — 10 roauHH, KIAPBHCHT Ha Bamnpoara e ¢ 50% no-BHCOK OT TO3H IIPH
BE3PACTHH.

5.3 I[IpeakIAHAYHH JAHHH 32 0€30IACHOCT

[IpoyuBaHHs TIPH >KUBOTHM MOKA3BaT, Y€ EKCTIO3HIHATA HA BAINPOAT in u#lero BOIK A0 MOPQOIOrHIHH
H/WTH QYHKIIMOHAJIHA NPOMEHHA Ha CIIYXOBaTa CUCTEMA MIPH IBXOBE H MHIIIKH.

Bannpoar He NOKa3Ba NpH aAHANIM3 in Vifro MyTareHHOCT HUTO IIpH OaxkTepHH, HHTO BB
MHIIH TaMPOM H He HHIyuMpa penapauus Ha JJHK B repBUYHH XE€NIATOLATHH KYJI Xefitn.
vivo, obade, ca IONYyUYEHH [POTHBOPEUHBH Pe3YIITATH 32 TEPATOTCHHHUTE 03U B 34B rIfH&OG’FUT: ik _ *,5_,_.&,: -
HAYHHA Ha npiiokenye. Clel nepopanHo OpIWIOKEHHe, Hali-uecTo H3ION3BaHHs HauMH Ha, ’?"f i
MPAIO’KEHHE TPH XOpa, BAATIPOATET He HHEAYIHPA XPOMO3OMHH abepaliu B KOCTEH MO3BK OT ﬁmsx B
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WM JOMMHAHTHH JICTAIHHA €(PEKTH ITIpH MHIIKH. MHTpanepATOHEAIHOTO HIDKEKTUpaHe Ha BAJIMPOAT
MOBHINARA HAKECBaHe Ha BepuruTe Ha JIHK nm XxpoMo30MHH yBpekIaHHA NpH rpH3au. B
AOMbIAHEHHE, B MyOIHKYBaHH MPOYUIBaHHA € CHOOINABAHO 33 yBEJIHMYEH OOMEH MEXKIY CCCTPHHCKUTE
XpOMaTHIH NPH NALHEHTH C SMMNCIICHS, IPHEMAIH BAIIPOAaT, B CPAaBHEHHE ¢ HEJICKYBAaHH 3[IpaBH
YYaCTHHIIM. BBIIpeku TOBa, H3KITIOUBAIIH CC PEe3yJITaTH ca [OIY4YeHH IIPH CpaBHABAHC HA JAHHUTE NPU
HAIHEHTH ¢ CNWICTICHY, JIEKYBaHH C BAIMPOAT, C TE3U Ha HEJICKYBaHH NAIHCHTH ¢ SITIWICTICHA.
KiiHHHYHOTO 3HaYeHHE Ha Te3H pe3ynrartd 3a JJHK/xpomozoMuTe € HEH3BECTHO.

HexnmuHAYHATE JaHHH HE MOKA3BaT 0COOEH PHCK 3a XOpaTa Bb3 OCHOBA HA KOHBCHUMOHATHH
IPOYYBAHHA 33 KAHUEPOreHHOCT.

Penpooyxmusna moxcuunocm

BanmpaoaTsT HHAYIHpa TepaTOreHHH edekTH (ManhopMaIlHe Ha MHOYKECTBO OPraHHH CHCTEMH) B
MHUIKY, IITEXO0BE H 3aHIM. OTKIIOHEHHS B IOBEASHHETO ca Cho0IMABaHH B MHIUBUAUTE OT ITBPBO
NOKOJICHHE Ha MMINKH M IUTBXOBE Clel eKCIO3UIHA i #fero. HaxoH noseaeHYeCKd IIPOMEHH ¢a
HabIonapaHH CHINO H BHEB BTOPO MOKOJIEHHE, 4 ChUlHTe ca OIWIH no-TpyaHO 3a0eNeXHuMH B TPETO
[IOKOJICHHE Ha MUIIKY CIIe OCTpa in ufero eKCIO3HLMA HA IBPBOTO MOKOJEHHE Ha TSPATONCHHH 03U
BaJIMpoaT. CKPUTHTE MEXAHH3MH H KIHHUIHATA 3HAYAMOCT HA TE€3H OTKPHTHA Ca HCH3BECTHH.

B npoyusaHus 3a TOKCHYHOCT NPH MHOTOKPATHO MPIIAraHe ca ChOoOLIEHH TeCTUKYIapHa
ACTCHEPpALAN/aTpo A WiH HAPYIIIEHUs B CIIEPMAaTOreHe3aTa ¥ HAMAIBAHE HA TEINIOTO HA TECTUCHTE
TIPH BH3PACTHH ILTHXOBE M Ky4eTa CJIe NEPOPATHO NpHIIcKeHHe B 1034 cboTBeTHO 1 250 mg/kg/nen

n 150 mg/kg/nen.

[Ip¥ 1OBEHUIIHH TUTEXOBE HAMAJIABaHE Ha TEIVIOTO Ha TECTHCHUTE € HAOMOITaBaHO CaMO TIPH I03H,
HAABHINABAIIH MAKCHMAJIHATA MOHOCHMA A03a (oT 240 mg/kg/neH 1IpH HHTpanepPHTOHEAIHO WIH
MHTPaBEHO3HO MpIICKeHHE), 6e3 CBhp3aHd XHCTONATONOTHIHH poMeHH. He ca Hab/moaaBaHH
e(heKTH BBPXY MBKKHATE PeNPOAYKTUBHE OPTaHH TIPH MOHOCHMH 103H (10 90 mg/kg/nen). B3 ocHoBa
HA TE€3H JAHHH IOBCHWIHHTE JKHUBOTHH HE C€ CYHTAT 3a IMO-MO/IAT/IMBH 10 OTHOINCHHE Ha HAXOKU B
TECTHCHTE, B CPABHEHHE C BE3PACTHHTS. JHAYCHHETO HA HAXONKHTE B TCCTHCHTE 32 NEHATPAYMHATA
NOMYJIALHA HE € H3BECTHO.

B nmpoyuBane 3a (pepTHNHMTETa NPH ILTEXOBE, BaINpoar B 1034 A0 350 mg/kg/nHeBHO HE NOBIHABA

pPENpoOAYKTUBHATA PYHKIMA NIPH MBXKUTE HHAMBHAH. BEpexu TOBa HHPEPTHIHTET NIPH MBXKeE €
HACHTHOUIMPAH KaTO HeXKeJlaHa peaklMa MpH xopaTa (BX. Touku 4.6. 1 4.8).

6. POAPMAIEBTHYHH JAHHH

6.1 Choacbk HA DOMOIIHHTE BelIecTBA

ETwi nenynosza, XunmpoMenosa, CHIHIAEB JHOKCHI, KOIoHIeH O6€3B0OCH, CHIIMLIHEB THOKCH]I, KOJIOHICH
XMApaTHPaH, 3aXapyH HATPHH, [TIOTHAKPWIAT, MaKpOTOJI, TAIK, THTAHOB JHOKCHI,.

6.2 HecbBMECTEMOCTH

Hama nasHH.

6.3 Cpok na roasocrt

3 TONMHH.

6.4 ChnennajanH ycioBHA HA CHXPAHCHHE

To3u nekapCTBeH NPOAYKT HE W3MCKBA CHELUAIIHE YCIIOBHA HA CEXpaHEHHE.
6.5 BuanchpabpKanHE HA ONAKOBKATA

Kytns ¢ 30 Tabnerku ( mnacrmacosa Ty0a).




6.6 Croenuajnu NpeNA3INA MEPKH IIPH H3XBLP/IAHE

Hama coermyansy U3HCKBaAHMA.

7. HPHATEXATEJ HA PASPENNIEHHUETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail
94250 Gentilly

OpaHups

8. HOMEP(A) HA PASPENIEHUETO 3A YIIOTPEBA

Per. Ne 20010812

9. JTATA HA ITBPBATA PETHCTPAITUA/MTIOTHOBSIBAHE HA PA3ZPEINIEHUETO 3A
YIHOTPEBA

JlaTta Ha mepBO paspemasane: 23.07.2001
Jlata Ha mocaenHo nogHoaBane: 11.10.2011

10. JATA HA AKTYAJIM3AIASA HA TEKCTA

07/02/2023




