KPATKA XAPAKTEPUCTHUKA HA IMPOJIYKTA

¥ To3u nekapcTBeH NpoIyKT MOUICKH Ha IOMBIHHTENHO Habmoaenne. ToBa e No3BoH Obp30TO
YCTaHOBsIBaHE Ha HOBa HH(popmalMs OTHOCHO Ge3onacHocTTa. OT MEAHLIMHCKHTE CHELHATHCTH ce
H3HCKBA J1a ChOOIIABAT BCAKA M0/103MPaHa HesKelaHa peakins. 3a HauMHa Ha ChoOLIaBaHe Ha

HE/KEJIaHH peaKkLIiH BUKTE TOuKa 4.8.

1.

Jlenakun 400 mg npax u pasTBOpHTE 32 HHKEKIIMOHEH Pa3TBOP

UME HA JIEKAPCTBEHUSA ITPOJAYKT

Depakine 400 mg powder and solvent for solution for injection

R

rGZr?Y

KAYECTBEH U KOJIHMYECTBEH CBbCTAB

600332

07 -02- 23

Beeku duiakon nmodunmnsmipan npax cbabpka 400 Mg OT AKTHBHOTO BELIECTBO HATPHEB BaJIIpoat
(sodium valproate), ekeupanenten na 347,1 mg Bannpoesa KHceTHHa.

Besika amimynia ¢ pa3tBopuTesn chabpka 4 ml BOaa 3a MHIKEKIHM.

[ ToMOLIHO BewIecTBO ¢ H3BECTHO JieiicTBHE: HATPHii 55.35 mg/¢aakon (Bx. Touka 4.4).

3a bJAHUSA CITUCHK HA MOMOIIHHUTE BEILIECTBA BHIKTE TOUKA. 6.1

3.

JJEKAPCTBEHA ®OPMA

[Ipax 1 pa3TBOpHTE 32 MHKEKIIMOHEH Pa3TBOp
b 10 nouru 6s1 npax BbB ¢iakoHa U GucTpa Ge3uBeTHA TEUHOCT B ammyJiaTa.

4. KIMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3aAHMS

Enunencus

e  ITbpBHYHO reHepasH3HpaHH €NHICTICHH W NPHMATBLH

e  [HMOBE NPUCTBITH:
abcawcw (petit mal), renepain3upann TOHUUHO-KIOHHUHH (grand mal), TOHHYHH 1 ATOHHYHM
MPHIAIBLUH, MHOKJIOHHYHH MPHCTBITH, HHPAHTHIHH CIa3MHU.

e leHepann3upaHu enuIENCHH U CITHACTITHYHH CHHIPOMH:
abcaHCHa enuIencHs, IOBEHH/THA MHOKJIIOHHYHA eIHIIENCHS (CHHAPOM Ha Janz), enuiencus ¢
FCHCPAJIM3HPAHN TOHHYHO-KJIOHUYHH NPUIIAABLH 1TPH cBOYIKAaHe, (DOTOCEH3UTHUBHH CITHIIETICHH.

e  Cunuapom na Lennox- Gastaut

e  (DokanHM (MapUHAIHKN) eMHICTICHH H NIPUCTBITH C WK Oe3 BTOPHYHA r'eHEpaIH3aLIMS

[Ipn ennaenTnuen craryce
HMHTpaBeHO3HO NpHIOKEHHE MTPH B3pacTHH KAaTO CPEICTBO Ha TPETH H300p 3a reHepan3upaHH
KOHBYJICHBHH CTaTyCH (IpaH/l Ma CTaTyC), ako He HACTBITH MPEYCTAaHOBABAHE HA MbPUOBATA
AKTHBHOCT, CJI€/1 HAYAJTHO JieveHHe ¢ OeH30/1Ha3enuHM TUTo¢ (PeHUTOUH (JIeueHHue Ha bPBH___

H300p) W MOCIE/IBAIILO JIEYEHHE C $enobapOuTan (neueHue Ha BTOPH H300p).
Kato cpenctBo Ha mbpBH u360p npu F€HEPAJIH3HPAHH HEKOHBYJICHBHH MPHCTBITH

(NTH Mmall L‘TEIT}'C). KaTO AJITCPHATHBHA BB3MOKHOCT Ha ﬁﬂ‘H'30:[HI!'SCHHHDBOTU JICHC

KaTo cpeactBo Ha BTOpH M300p npu KOHBYJICHBHH U HCKOHBYJICHBHH MPOCTH H K
(pOKaITHU NPUCTBITH, AKO HE HACTBITH MpEeYCTaHOBABAHE HA I'bPUOBATA AKTHBHOCT,
nedeHHe ¢ OEH30/1Ha3eNMHH (CPe/ICTBO HA MbPBH H300p).
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e [llpn Manku neua nekapcTBeHHTE NPOSYKTH ca CPEACTBO Ha MEPBH H300p No U3KMOYEHKE.
JlenakuH ce U3nos3BaT ¢ 0coGeHO BHUMAHHE NPH aHATH3 PHCK/TION3a, 3a MpenopbyBaHe KaTo
MOHOTeparnus.

4.2 J103HpOBKA H HAYHH HA NIPHI0KEHHE

B ciyuaii Ha eTHOKPaTHO MpeMUHABAHE KbM MIDKEKLIMOHHA ¢opma (Hanp. Npu npeacTosILAa
XHPYPTUHa HHTEPBEHLIHA): MEXY 4 1 6 Yaca clie noc/ieIHaTa NepopaiHa 1034, HHTPAaBEHO3HOTO
NMPUIIOXEHHE Ha HAaTpUeB Bannpoart B (,9% pa3TBop Ha HaTpHeB xJlopuA, ce npuara:
- KaTo NpOAB/LKHTENHA HH)Y3MA 3a 24 yaca, WM pasnpeneneHo Ha 4 HHQY3HU, NPOABDKABALIH
Mo | 4ac Ha AeH, KaTo ce 3ana3d NpeaMIlIHaTA A03upoBKa (oOHyaitHa cpeaHa n03a 20 go
30 mg/kg/nxeBHo.
[Ipn cuTyauus, n3uckBawa 6Lp30 KocTHraHe W NOAABPIKAHE HA €PEKTHBHA IUTa3MEeHa KOHLIEHTPALIUA:
0aBHa MHTPaBEHO3HA HHXKEKLIUS OKONO 5 MHHYTH, Ha 15 mg/kg 6onyc; nocnensano ot
MPOABIKHATETHA UHQY3HA ChC CKOpOCT OT | mg/kg/uac, KosTo ce KOpHUrupa, 3a [1a ce JOCTHIHE HUBO
Ha BANNpOAT B KpBBTa 0kONI0 75 mg/l. CkopocTTa Ha HHGY3MATA Ce KOPUTHpa CNOPEN KITMHHYHUS
OTrOBOD.

HutpaseHosen JlenakuH ce npuinara upes 6aBHa MHTPAaBCHO3HA HHIKEKLIMA WM Ype3 UHQY3HA KaTo ce
H3M0JI3Ba CAMOCTOATE IHA JIMHHA B CITy4ai, ye Ce BNMBAT H APYTH NeKapCTRa.

Ilpy npemuHaBaHeTo kbM TabieTHa opMma, HH(QY3HATA Ce CMHPA, KaTo CE OCHIypABa He3abaBHa
KOMIEHCAllNA Ha eMTMMHHUpaHKTE KonudecTea. [TocTHra ce ¢ npeauuitaTa 103HpoBKa WM ciies
HEHHOTO KOpHTHpaHe.

INpunara ce camo uuTpaeeHosHo. He ce umkekTHpa MHTPaMYCKYJHO.

BuxTe TOUuKa 6.6 32 HHCTPYKILIMH OTHOCHO Pa3TBapAHETO HA HHXKEKLIHOHHHA/MHGY3HOHHNA Pa3TBOp.

CrelHanHy nonyaauyy

Heya

Enunencus

Ot nepopanuute nexapcTeedu GopMu, creaHuTe NIEKapCTBEHH GOPMH ca MO-NOoAXOASILH 32

MpHAAraHe NpH Aela Ha BL3pacT noA |1 roaunu (cupon, nepopaneH pasTrop H rpaHyH).

[Ipy naunenTH ¢ 6p6peyuHa HepoCTaTHYHOCT

I1pu naunenty ¢ 6b6peyHa HEAOCTATLYHOCT MOXKE /1A C& HANOKH HAMATIBAHE Ha A03aTa WM
YBCIHYABaHE Ha [103aTa NPH NaUMEHTH Ha XeMoaHanusa. Hatpues Bannpoar ce oTaens npu guanusa
(Bx. Touka 4.9). losuposkata Tpsabsa aa ce npoMmens Cropea KIIHHUYHOTO Npoc/easdBaHe Ha
MauneHTa (BXK. Touka 4.4).

Jlela oT KeHCKH o 1 KEHH C IeTEPOAEH NOTEHLUHA

Jleuennerto ¢ Jlenakun 400 mg npax W pa3sTBOpUTEN 32 HH>KEKIMOHEH pa3TBOp TpAOBa Aa ce 3anoyHe
H HabN01aBa OT CNEUHMATHCT € OMNUT B JIEYEHHETO HA eMWIENCHS. Bannpoat He Tpabra aa ce u3nonsea
TpH [I€ua OT HEHCKH 1O W KEHH C NETEPO/ICH MOTEHLMHAN, OCBEH KOTaTo APYFHUTE J€4eHHUs ¢a
Hee(peKTHBHU WIIH He Ce MOHAcAT 106pe (BxK. Touku 4.4 u 4.6).

[Tonsara v pyCKBT TPAOBa BHHMATENHO A Ce OLIEHABAT [IPH PYTHHHHUTE MPETNIEaH Ha JIEUSHHUETO.
Bannpoar ce npeanucea U OTNyCKa B CbOTBETCTBHE ¢ [Tporpamara 3a npeana3ssane ot 6peMeHHOCT
npy ynotpeba Ha Bannpoart (Bx. ToukH 4.3 u 4.4).

KO € BE3MOXKHO KaTO JIEKapCTBEHa PopMa ¢ yabKeHO 0cBOGOK 1aBaKe, 3a f1a ce rpe
BUCOKH NHKOBH INa3sMEHU KOHUEHTpaLuy. [IHeBHaTa no3a Tpsabea 1a 6bae paszeneH
ABC €AUHHYHH 1031 (BXK. TOUKa 4.6).

Mbxke




[Ipenopnbusa ce nevennero ¢ Menakun 400 m g NMpaxX v pasTBOPUTEN 33 HHXKEKIIMOHEH Pa3TBOp Ja ce
3aMfOYHE H KOHTPO/IHPA OT CTICLIHANTHCT C ONMT B IEYEHHETO Ha enHiIencua (BXK. Toukyu 4.4 u 4.6).

Caen ocBoGoxnapaHeTo Ha AKTHBHOTO BEWECTRO, B X012 Ha npoueca Ha 3abaBeHO 0cB000KAaBaHe U
B CJIEACTBHE OT NPHPOAATA HA MOMOLUHHTE BEILECTBA B CHCTBA MY, HHEPTHHAT MaTPUKC HE ce
abcopOHpa OT XpaHOCMHNATENHHA TPaKT, a ce EeTUMHHHUDA C H3NMPaKHEHHATA.

4.3 IlpoTHBONMOKa3aHHA

Henakun 400 mg npax 1 pa3TBOpHUTEN 32 HIKEKLIMOHEH Pa3TBOp € NPOTHBOIIOKA3aH MPH CJIELHUTE
CUTYaLHH:

- CBPBXUYYBCTBHTENHOCT KbM HaTpHEB BA/INpoaT WIH KbM HAKOE OT NOMOLLUHHUTE BELIeCTBa,
H30poeHH B Touka 6.1.

- OcTbp XenaTHT WK XPOHHYEH XENnaTuT.

- Jlu4Ha win GamHHa aHaMHe3a 3a TeXBK XeNMaTHT, 0COBEHO CBbp3aH C JICKApCTBa.

- Yepuonpobua nopdupus.

- Bannpoar e npoTuBOnoOkasaH npu nauMeHTH ¢ MHTOXOHAPHATHH HApYLUEHHUS, IPHUHHEHH OT
MYTallHH B ARPCHHA IEH, KOAHPALl MUTOXOHAPHAIIHUS €H3HM noanmepasa y (POLG), Hanp.
cHHApoM Ha Alpers-Huttenlocher, kakto v npu neua non aeeroanuina BB3PACT, 32 KOMTO Cé
CMATa, 4€ HMaT HapyiuteHue, cBbp3aHo ¢ POLG rena (Bx. Touka 4.4),

- [launeHTH ¢ u3BECTHHM HapywweHKs B YPeHHHA UHKbI (BHXK TO4Ka 4.4).

- [laumeHTH ¢ HEKOpHTHUpaH cHCTeMeR MbPBHYCH KAPHWTHHOB JeHLUHT (BK. Touka 4.4
MawseHTH ¢ pUCK OT XHNOKAPHUTHHEMMUA).

JleyeHue Ha enunencus

* 110 BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HAMa MOAXOIALIO ANTCPHATUBHO JIEHEHHE (BXK. TOUYKH
4.4 v 4.6).

*  TIpHKCHHU C IETEPOAEH MOTEHLMAN, OCBEH KOTaTo Ca M3ITLJHEHH YCIOBHUATa Ha IIporpamara 3a
NMpeanaisaHe OT OpeMEHHOCT (BXK. Touka 4.4 H 4.6).

44 Cneusannn npeaynpexneHus W npeanazHu MEpKH NpH ynotpeba

Momnuera/lesoiikn/Xenn ¢ neteponen noreHunan/bpemennocr:

Jlenakun 400 mg npax W pa3TBOPHTEN 33 HIKEKLMOHEH pasTBOp He TpAbBa na ce U3non3Ba NpH
MOMHY€ETA, IEBOHKH, TIPH KEHH C AETEPOAEH NOTEHLMAN WU OpeMeHHHU JKeHH, OCBEH B cnyuai,
ROTaTO ATTTCPHATHBHHTE ICHEHHS Ca HECPEKTHBHU MIIH HE CE NOHACAT MOPAAH BUCOK TepaTOreHeH
MOTCHUHA W TTOBHILUCH DHCK OT CEPHO3HKM HapyLIEHHS B Pa3BUTHETO Ha 6eBeTa U3NoKeHH
BBTPEYTPOOHO Ha Banmpoar. [NonsaTa U puckbT TpOBAa BHUMATENHO 1A ce OLEHST o BpeMe Ha
PYTHHHH NPETNIENH, NIpe3 MyOepTeTa U CNELIHO KOTaTo JKeHa ¢ AeTepoieH NOTEHLHAN, TEKYBaHa C
Henakun 400 mg npax 1 pa3TBOPUTEN 3a HIDKEKLIMOHEH pa3TBOp IU1aHHpPa OPEeMEHHOCT WK
NpeACTOH OPEMEHHOCT.

XKeHu ¢ nereponeH noreHuran TpsaGBa ga U3NOM3BAT e(peKTHBHA KOHTPALENUHUA TI0 BPEME Ha
nedenue 1 1a 6raaT MHGOPMHUPAHH 32 PHCKOBETE CBBP3aHH ¢ ynorpebara Ha Jlenakux 400 mg
| TIPaX W Pa3TBOPHTEJI 3a MH)KEKLIHOHEH pa3sTBOP 1O BpeMe Ha OPeMeHHOCT (BK. TOuKa 4.6).

Jlexapat Tpabea na rapaHTHpa, ye Ha nalHeHTKaTa e IpeaOCTaBeHa MbJIHA HHQOpMALIUA 34
PHCKOBETE, KAKTO H CHOTBETHH MaTepHalH, KaTo Opolrypa 3a nauHeHTa, 3a 23 NOANOMOrHe
pasbHpaHeTo i OTHOCHO pHCKOBeETE.

MensiuHHCKHAT cneunanueT TpabBa na e y6eneH, ye nauneHTKaTa pasoupa: -
. ECTEeCTBOTO U TeKECTTa Ha PUCKOBETE NPH €KCHO3HIMA 11O BpeMe Ha OpeMEHHOCT

CTNCIHATHO 3a TEPATOr€HHH PHCKOBE H HAapYLUEHHA B Pa3BUTHETO.
. HeobxoaumocTTa OT eexTHBHA KOHTpaLemnuHs.
. HeobXxoaumocTTa o1 pesioBeH npernea u olieHka Ha edeHHETo.
. HeobxoanmMocTTa 0T criewna KoHcyITauus, ako n1aHHpa OPEMEHHOCT HIIH € §

OpemeHHoOCT.



Ilporpama 3a npeguassane ot Gpemennocy

Bannpoar uMa BHCOK TepaToreHeH NOTeHLMA 1 AcLAaTa, C eKCNO3ULNUA in ulero Ha BANIpPOAT ca ¢
BHCOK DHCK OT BPOJICHH MangpOpMalHi H HAPYLIEHHA B PA3BHTHETO HA HEPBHATa CHCTeMA (BiK.
TOuka 4.6).

HAenakut 400 mg npax v pa3sTBOpUTEN 33 MHIKEKLIHOHEH Pa3sTBOp € MPOTHBOIOKA3aH IPH CIIEAHHTE
CUTYaLHH;

JleyeHue Ha enunencHs

. 110 BpEME Ha OpeMEeHHOCT, OCBEH KOraTo HAMA MOIXONALIO ITEPHATHBHO JIEYeHHE (BXK.
TOYKH 4.3 u 4.6).

. TNPH JX€HH C ICTEPOACH NOTEHLHAM, OCBEH KOTaTO ¢a M3MbJIHEHH ycnoBuara Ha [Iporpamara |
3a npeanaspaHe OT OpeMeHHOCT (B, Touku 4.3 U 4.6).

Yenobus Ha [porpamara 3a npegnaseade ot OpeMeHHOCT

[Npeanuceaumsar nekap Tpa6ea na rapaHTupa, ue

. HHAHBHIYaIHUTE 0OCTOATENCTBa TPAGBA Ja 6BIAT OLEHABAHY BbB BCCKM OTIENEH clyYaif,
KaTO nauxeHTKaTa Obae BKIIOYEHA B THCKYCHSATA, 3a /1A Ce rapaHTHpa aHraXMpaHoCTTa i, aa
Ce 00CHAAT TepaneBTHYHHTE BLIMOXKHOCTH M 1a Ce rapaHTHpa HEHHOTO pa3bupaHe Ha .
PHCKOBETE H HEOOXOAMMHUTE MEPKH 3a CBEKAAHE Ha PHCKOBETE 10 MUHUMYM;

. MOTCHUNANET 32 HACTBNIBAHE HA OPEMEHHOCT € OLIEHEH NPH BCHYKH NMALHEHTKH OT KEHCKH
oJ1;

. NAUHMEHTKATa € pa3Opana K npuena pUCKOBETE OT BPOIEHH Man(opMaLnK ¥ HapyLIeHHS B
PA3BHTHETO Ha HEPBHATA CHCTEMA, BKIIIOUMTENHO CTENEHTA Ha Te3H PHCKOBE 3a JeilaTa, C
CKCTIO3HUIHA i1 utero Ha BaJINPoAr;

. NAlMeHTKaTa pa3bupa HEOOXOAHMOCTTa OT NPOBEXAAHE HA TECT 3a OpeMeHHOCT npeau .
3aMOYBAHE HA JIEYCHHETO H M10 BPEME Ha JIEYEHHETO, KAKTO € HeOOXO0AUMO;

. NALHUCHTKATa € KOHCYJITHPaHa MO OTHOLIEHHE Ha KOHTPALIENLIMATA U € B CBCTOSHHE 14 Ce
cboOpa3k ¢ HeoGXOAMMOCTTA OT W3MON3BAHE HA e(EKTHBHA KOHTPALIENUHA (32 AOMbIHHTENHH
FOAPOOHOCTH, MOJIS BIKTE NOATOYKA »KOHTPALENIUA" Ha TOBA NPEyNpeKaCHHE B KapeTo),
0e3 npexbeBaHe Mo Bpeme Ha Lienus NEPHOL Ha JIEYEHHE C BAINPOAT;

NalMeHTKaTa pa3bupa HeoOX0IMMOCTTa OT pefOBEH (NMOHE BEAHDBXK FONUIUIHO) Npernea Ha
AICYCHHETO OT CCLMAIUCT C OIHUT B JICYEHHETO HA eMHIIEICHS, OHnonapHo pascTpoicTBo;
MalMEHTKATa pa3dupa HeoOXOAHMOCTTa Aa ce KOHCYITHpa CbC CBOA JICKAP BEHAra HIOM
NAaHHpa OpPeMEHHOCT, 3a /a Ce OCHIYpPH CBOEBPEMEHHO 00CHKAAHE W NMPEMUHABAHE KbM '
A/ITCPHATHBHH BB3MOXKHOCTH 32 JIeYCHHE ITPE/IH 3a4€BAHETO H NPEIH 1a e frpekpartH
KOHTpaLlenuuaTa;

nauneHTKaTa pasdbupa HeoOXxoAUMOCTTa OT CrielHa KOHCY/ITAlIMA CBC CBOS JIEKap B CIy4Haii Ha
OpeMeHHoCT;

MallHCHTKaTa € noay4yuna PekoBoACTBO 32 naupenTa;

nallHCHTKaTa NOTBBLPXKAABA, Ye € pazbpana oNacHOCTHTE H HEOOXOAMMUTE Npeana3iHu MepKkH,
CBBbP3aHH ¢ ynotpebdata Ha Bannpoart (CoauieH (hOpMYJISIp 32 IOTBBPIKAEHHE OCH3HABAHETO |
Ha pUCKa).

| Te3u ycnous ce oTHacAT U 3a keHH, KOMTO NOHACTOALIEM He ca CEKCYATHO aKTUBHH, OCBEH KOTATO
MPCAIHCBALIHAT NEKap CMATA, e ChLUECTBYBAT Y6e AUTETHH NPUYHHM f1a ce MOCOUH, YE HAMA PUCK
| oT HacTbBaHe Ha GpemenHOCT.

Jela o1 xeHCcKU non

. INpeanuceaiunTe nekapu TpsaGea aa ca CHIYPHH, Y€ pOaHTENHTE/ MONaTaLUNTE MPHKH 3a Jena
OT EHCKH MO pa3dupar HeOGXOAMMOCTTA J1a C& CBBPXKAT ChC CITELIHATHCT BeAHara cnen
KaTo A€TETO OT *MEHCKH MO/, KOETO NPHEMa BATNPOaT, MOJIy4H MEHapXxe.

*  llpeanucamuar nekap TpaGea na rapanTupa, e poanTenTe/onaralmHTe rpwKy St ﬁ&}}ﬁq 9 5.
PKEHCKH TOJ, KOUTO €4 MOJlyYHIH MEHApXe, Ca N0y 4WIH NOAPOGHa HHbOPMAL -7 X N2
PHCKOBETE OT BPOZICHH MaN(OPMALIMK W H30CTABAHE B Pa3BHTHETO Ha HepBHaT é ;‘éu# we f! 'E:-g
BKITIOHHTETHO CTENEHTa Ha TE3H PUCKOBE 34 €LaTa C eKCMOHLIAS i1 ufero Ha B pdﬁ*fr ah) -

. [Npy NauneHTKH, KOUTO ca NOMY4HIH MEHapXe, NPeANUCBALIUAT eKap TpabBa Ha B e
€KETOAHO HYKAATa OT Tepanus ¢ BAINPOAT H A2 OGMUCIH ANTEPHATUBHN Bb3MO HoCTH3a | &
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JIeUeHHe. AKO BA/INPOAT € eAHHCTBEHOTO NOIXOALIO Jie4eHne, Tpabra na ce o6¢cnau
HEOOX0AHMOCTTa OT H3noN3BaHe Ha epeKTHBHA KOHTpaLENUMA H BCHYKH APYTH YCIOBHA Ha
[Nporpamara 3a npeanassane ot 6peMeHHOCT. CEUUATUCTET TpAOBa A2 MONOXKH BCUUKH
YCHIHMA IETETO OT JKEHCKU MOJT N2 IPEMUHE Ha AITTEPHATHBHO JIEHEHHE, npeaM aa e
HaBBPIIWIO MBJTHOJIETHE.

Tect 3a OpemeHHoCT

IIpean HauanoTo Ha neyeHuero ¢ Ba/npoar TpaOBa Aa ce H3KmnouH GpeMenHoct. He TpsOBa fa ce
3anovBa JICYeHHE C BAINPOAT MPM XEHH C JETEPOJEH NOTEHLHAN He3 OTpHLATE/IEH PE3YJTAT OT
TECT 332 OpeMEHHOCT (KpbBeH TecT 3a OpeMEHHOCT), MOTBBPAEH OT NeKap, 3a fa c¢e H3KIIOYHM
HexxelaHaTa ynorpeda no BpeMe Ha GpeMEHHOCT.

Kourpauennus

/KeHnTe ¢ aeTepoaeH NOTEHLHA, Ha KOUTO e NpEanucad BaINpoar, TpAbBa Ja U3non3sar
edeKTHBHA KOHTpaLenLKs 6e3 NpeKbeBaHe [pe3 Le/THA NEPHOA Ha NieUeHHe ¢ Bannpoart. Ha tesu
MalMEHTKH TPAOBa fa 6be NpenocTaBeHa H3vepnarteina HH(POPMALHSA OTHOCHO NPeANa3BaHETO OT
OpeMeHHOCT u TpAbBa fa 6LAAT HaCOUEHH 33 CHBET OTHOCHO KOHTpaUeNius, aKO HE W3MON3BAaT
edexTuBHa KoHTpauenuus. Tpabea fa ce M3NON3Ba HaH-MaIKO €IMH €(PEKTHBEH MEeTOox 3a
KOHTPALENUKA (3a NPeANOYHTAHE HE3aBUCHMA OT NOTpeGuTe NS ¢opma, kato Hanpumep .
BbTPEMATOUHA CrTHpana WK MMIUTAHTAT), WK [BE AOMBJIBALIH ce GOPMH Ha KOHTpaUeniHA,
BKJIIOUHTENTHO BapHepen MeTon. UHAMBUAYANTHHTE 06CTOSTENCTRA TpaOBa 1a ce oueHsBaT npu
BCEKH OTICIICH CITyYaH, KoraTo ce u3bHMpa METOA Ha KOHTPaLENLMA, KaTO NAaLHeHTKATA TpabBa na
Ce BKIIIOYH B ODCHIKAAHETO, 32 Na ce rapaHTHpa HeiiHaTa AHTaXHPAHOCT M CMA3BAHETO Ha
H3dpannte Mepku. lake na MMa ameHoped, T TpA0Ba Ja cna3sa BCHUKH CbBETH 33 eheKTHBHA
KOHTpaUenuHs.

Cpeacrsa ChAbPKAIIH €CTPOreH

EnnospemenHara ynotpe6a Ha cpeactsa CbABPKaLUH €CTPOreH, BRIIOUMTENHO ChIbPIKALLH
CCTPOTEH XOPMOHAIIHH KOHTpauenTHaH, O Mor/ia a HaManK edMKacHOCTTA Ha BaNmnpoar (Bx.
Touka 4.5). [lpeanucrauure neuenue tpabea na MpOC/ICAABAT KTMHUYHHUA OTrOBOP (KOHTPO Ha
HPUNAJLLIHTE H KOHTPOM HA HACTPOCHHETO), KOTATO 3aMOYBAT WK MPEKbCBAT npHema Ha
MPOAYKTH, ChABPIKAUM ECTPOTEH.

Ot npyra cTpaHa Bajnpoar He HaMangBa e(PHKaCHOCTTA HA XOPMOHATHHTE KOHTpaUueNnTHBH

I'oauieH npernea Ha 1EYEHHETO OT MeAMLIHHCKH CreUHanucT

CreuHanucTET TpaOBa NOHE BeHbX FOAMIIHO 14 NpeleHsaBa JaJTH BAINPOAaT € Hail NoAXOoaflIOTO
JIeHeHHE 3a naureHTa. CnenranuctsT Tpabea ga o6cuau IoaulHKs dopmynap 3a noTeLpxAEHHE
OCB3HABAHCTO HA PHCKA MNPH 3aMI04BAHE HA JIEYEHHUETO U MIPH BCEKH rOAHILIEH npernen, 1 aa
FapaHTupa, € MauMCHTBT € pasdpan ChABPKAHHETO MY.

[InanupaHe Ha GpeMeHHOCTTa

3a NoKa3aHMETO ENHIIENCHS, aKO KEHATA NaHKWpa Na 3abpeMeHee, TepanuaTa ¢ BaIIpOAT TpadOBa aa
C€ MPCOLICHH OT CNENMAIUCT C OITUT B JICUEHHETO Ha EIMIICNCHS H Aa ce OBMUCTAT anTepHaTUBHH |
Bb3MOXHOCTH 3a fieveHHe. Tpabsa fa ce nonoxar BCHYKH YCHIKA, 3a 1a ce NPEMHHE Ha

NOAXOAALO ANITEPHATHBHO NIEUEHHE NPENIH 3a4EBAHETO H NPEH NpeKpaTABaHe Ha KOHTPaLENLUATa
(BXK. TOUKa 4.6). AKO CMAHATA Ha JIEYEHHETO He e BBE3MOXKHA, )eHaTa TpsaOBa 1a Mnosyyu
AOMBIIHHTEIHA KOHCYITAllHA OTHOCHO PHCKOBETE C BAJIMPOAT 32 HEPOJIEHOTO JETE B NOAKPEnNa Ha
WHPOPMHPAHOTO i B3eMaHe Ha pelLieHHe OTHOCHO CeMeNHOTO MIaHHpPaHE.

3a nokazaHHeTo GunonapHo Pa3CTPOMCTBO, 4KO KeHAaTa [LTaHWpa Aa 3a0peMeHee, TpAGBa 1a ce
NPOBEAC KOHCYNITAUMA CBC CNELHATHCT C ONUT B JICUEHUETO Ha OunonsapHo pascTpoiicTo VS

JTICHEHNCTO C BaNNpoat TpAbBa f1a ce NpeycTaHOBH, M aKO € HeOBXOAUMO 14 ce [PEMUHE HA »
AITEPHATHBHO JIC4EHHE MPEAH 3a4€BAHETO U MPEAH NIPEKpaTIBaHE HA KOHTpauenuuaraf/ S / !
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BB3MOXKHOCTH. [1aLIHEHTKUTE ¢ €KCNO3HULMA Ha BATNPOAT MO BPeMe Ha GPEMEHHOCT M TEXHHTE
NapTHLOPH TPAOBa 1a GBAAT HACOYEHH KBM CTIELMANINCT € ONHT B TEPATONOTHATA 32 OLEHKA M
KOHCYNTHPAHE OTHOCHO EKCTIOHMpaHaTa OpeMeHHOCT (BXK. TouKa 4.6).

({apMaleBTLT TPAOBA 1a rapaHTHpa, ye:

. MPpH BCAKO OTITYCKAHE Ha BANINPOAT € npenoctaseHa Kapra Ha nauueHTa W naljieHTKHTe
pazOdHpaT HEHHOTO ChABPXKAHHUE.
. MALHCHTKHTE Ca NOCHBETBAHM A HE CIIMPAT JIEYEHHETO C BANNPOAT M He3aBGaBHO f1a ce

CBBPKAT ChC CNELHAIMCT NPH IUTaHHPaHa WIH NO03HpaHa 6PEeMEHHOCT.

OOyYHTEIHH MaTepHanH

3a 1a ce MOANOMOTHAT MEAMLIMHCKHTE CTIELHAHCTH U NALHEHTKUTE 13 ce U30erHe eKCrno3umusata |
Ha BaJIfNpoaT 1o BpeMe Ha OPEMEHHOCT, NPHTEXATENAT Ha pa3peLleHHeTo 3a ynoTpeba e
MPEROCTaBKI 0DYHMTENHY MATEPHUANH 3a MTOACKIBAHE HA MPeayNpeXICHHATA 1 NpeaocTaBsHE Ha
YKa3aHus OTHOCHO yrnoTpe0ara Ha BaNnpoaT MpH >KeHH ¢ AeTepoleH NOTEHUHA 1 HHpopMaLIUg 3a
ChAbpXKaHHETO Ha [Tporpamata 3a npeanassane oT 6peMeHHOCT. Ha BCHYKH KeHH ¢ JeTeponeH
MOTCHUHA, KOUTO W3MOJI3BAT BA/INpOAT, TpA0Ba 1a ce npe1ocTaBd PLKkoBOACTRO 34 MallUEHTa U
KapTta Ha nauueHTa.

TpabBa na ce usnonssa IN'oguiuex Gpopmynap 3a MOTBBLPXKACHHE OCH3HABAHETO HA PHUCKA MPH
3al0YBAHE HA JICHCHHUETO H N0 BPEME Ha BCEKH IOAHILEH NPErell Ha IEYEHHETO ¢ BANMPOAT OT
CIELMAIUCTA.

YnoTpeba npy NALUEHTH OT MbXKH ToN

PeTpocnekTuBHo 06cepBauroHHO NpoyYBaHe NOKa3Ba NOBHILEH PHCK OT pa3cTpoicTBa Ha
HEBPOJIOrHYHOTO pa3BHTHE (neurodevelopmental disorders, NDD) npu neua, unuro 6awm ca
JIEKYBAHH C BaNNpoar rpe3 3-Te MeceLia NpeaH 3a4€BaHETO, B CPaBHEHHE C JeLIaTa, YHHTO Gally ca
JIEKYBaHU C IaMOTPWKHH WIH NEBETHpaLlleTaM (Bx. Touka 4.6).

Karto npeana3xa Mapka, npeanucBalyTe nexkapy Tpa6Ba 1a HHPOPMHPAT NALUHEHTHTE MBIKE 33 TO3H
MOTEHUHAIEH PUCK (BK. TO4Ka 4.6) # 1a 06ChaAT HEOOXOAHMOCTTa OT OOMHC/IsHE Ha edeKkTHBHA
KOHTPaLETIUNA, BRIIOYHTETHO H 33 NApTHOPKATA, [10 BpeME Ha ynoTpebaTa Ha Bainpoart U B
MPOIB/IKEHHE Ha IOHE 3 MeceUa ciell NpekparaBaHe Ha iedeHueTo. [TalMeHTHTe OT MBXKKH o He
TpAOBA Aa AapABaT crepma 1o BpeMe Ha JICYEHHETO M B NPOAL/DKEHHE HA NMOHe 3 Mecela chen
NpEKpaTABAHE HA JICUEHUETO,

INTauneHTHTE OT MBXKKH 1O/, NeKYBaHH ¢ BAMpoat, TpA6Ba PEIOBHO Ja Ce Mperiaexaar ot JeKyBallHs
' IEKap, 3a 21a C¢ NMPEUCHH Aa/TH BaNNIPOAaThT OCTaBa HAH-MOAXOAALLOTO JICYEHHE 3a TAX. 33 nalMeHTH
OT MB3KKH 10JI, KOMTO [UIAHKPAT J1a 3aueHaT Aete, TpAOBa 1a ce OOMMCIAT U Aa ce 06ChAAT ¢ TAX
MOAXONAULM ANTEPHATUBH HA JICUCHHUETO. BLB BCEKkH OTaeNEH cyyali Tpa6Ba na ce oueHsT
HHAMBHAYaNIHHTE oOcToATenCTRA. [IpenopbunTesnHO € NpH HEOBXOAMMOCT Ja ce NOTBPCH CHBET OT
CNIELHMATUCT C OTHT B NEYEHHUETO Ha eNUIencus.

Hanuunu ca obyunTenHu MatepHasin 3a MEAHUMHCKY CNIELMANHCTH M NaLHeHTHTe Mbke. Ha
NAUMEHTHTE OT MBKKH TOJI, H3MOM3BAlH BAINpOAT, TpAabBa na ce npeJocTaBd prKOBOACTBO 3a
MauMeHTa.

Ilpedynpesicoenun

Tesicko yepesicoane Ha uepHus 0pob

YcIoBHA 3a Bb3HUKBAHE

Paako ca HaOmoaBaHK TEKKH YePHOAPOBHH yBpe)IaHU, 3aBbpLUBALIH NOHAKOra (a
OnUTBET NMOKAa3Ba, Ye MalUeHTH C MO-BUCOK PHCEK, OCODEHO B CIy4aHTE HA MHOXECTBEHA
AHTHKOHBYJICHBHA T€panus, ¢a Aela Ha Bb3pacTt no/l 3 FOAHHH ¢ TEKKH NPHNagbLH, OC

MO3BYHH YBPEXKIAHNA, 3a0aBEHO YMCTBEHO PasBHTHE W/ WU BPOJEHH METaBONMTHH Hap et AP N




BIVTIOUHTETHO MUTOXOH/IPHATTHH HAPYLUCHHA KaTO KaDHUTHHOB AC(QHLNT, HADYLIEHHUA B YpeiHHHUS
unkba, POLG MyTaunu (BX. Toukud 4.3 1 4.4) wnu AereHepaTHBHU 3a00/19BaHKA.

Chnen 3-roauiuHa BB3pacT pUCKBT ce pedylpa 3HaUHTENHO H MPOrPECHBHO HAMAaJIABa C Bb3pacTTa.
B nopeverto cny4au TakuBa 4epHOAPOOHH YBpEXIaHUS Ce YCTAHOBABAT B ITbPBUTE 6 Meceua Ha
NIEYCHHETO.

CuMmnTomMaruka

KITHHUYHUTE CUMITTOMH €a OT CBLIECTBEHO 3HAYEHHE 32 NMOCTABAHETO Ha paHHa auarHosa. [lo-
CHICLHATTHO, CNENHATE CHCTOSHUA, KOHTO MOTaT 1a NPEAXO0K1aT XXKbITEHHLATa TpS6Ba 1a ce B3eMar
NpeaBrI 0OCOOCHO NPH PHCKOBH TTAlIMHEHTH (BX. MO-Tope ,,YcioBus 3a Bb3HHKBaHe ):

- HECMEUHPHYHH CHMITTOMH OGHKHOBEHO ¢ BHE3AMHO HAYANO KATO aCTeHHA, AHOPEKCHA, NEeTAprus H
CBIITMBOCT, KOMTO NOHAKOra Ce NpUAPY’KaBaT € MOBTAPAILO Ce NOBPBILAHE W KOPEMHH GOJIKA.

- TpH MALHEHTH C EMUJIENCHA, MOBTOPHA MOSBa HA MbPYOBETE.

IMaumenture (Mnu cemeiicTara Ha GonemyBaLm feua) TpadBa 1a ObAAT HHCTPYKTHpaHM Na
ChOOLUABAT BEJHATA Ha JIEKYBALLHA JIEKAp MOABATA HA TAKHBA CUMITTOMH. He3abaBHo Tpa0OBa na ce
H3BBPILIM 1a00PAaTOPHO M3CNE/IBAHE HA YePHOAPOGHATA BYHKLHA B AOMBIHEHHE KbM KIMHIYCH
nperien.

Habnoaenus
H3cnensanus va yepHoapobHuTe QyHKIMH TpaGBa 1a ce H3BBPLUAT [IPEIH JIEYCHHETO, CJie] KOEeTO

MIEPHOANYHO Npe3 MbpBHTE 6 Meceua OT TepanuaTta. Cpea o6HuaiiHUTe U3CTeNBAHHS, HAN-3HAYUMM ¢a
M3CJICABAHMSTA, KOHTO OTPassBAT NPOTEMHOBHS CHHTES, 0COOEHO NPOTPOMOHHOBOTO BpeMe.
[NoTeBbpraaBaHeTO Ha HEOGHHAIHO HHCKO NPOTPOMGHHOBO BpeMe, 0COOEHO 3aeHO ¢ APYTH
nabopaTOpHH OTKIOHEHHS (3HAYHTENHO HAMAISIBAHE Ha hudpHHOreHa v KoarynalMoHHHUTE (GaKTOpH,
MOBHILIEHO HHBO Ha OMTMPYBHH H NOBUILIEHH TPaHCAMHMHA3H) HANAraT CTIHpaHE Ha TepaIuATa ¢
Henaknn. Karo npennasya mapka u B cyvaii Ha €AHOBPEMEHEH NMPHEM Ha CAJTHLIHIATH, NIOCAETHUTE
CBLIO TPAOBA a ce Crpart, Thil KATO T UMAT ChIHS ITHT HA MeTabonn3upane.

Hankpeamum

MHOro psako ca IOKIafBaHH CAYYaH HA TEXBK MaHKPEaTHT, KOMTO MOXKe a ¢ daTaneH HiIxo.
TakuBa cryuau Morat aa ce HabmoaaBaT HE3aBHCHMO OT Bb3pacTTa U NPOAbLIKUTENHOCTTa Ha
TepanusTa. Mankure neua ca 0coGeHO PUCKOBA IPyNia, HO TO3H PHCK HAMAIIABA C yBEJIMYaBaHEe Ha
BL3pacTTa. TeXKHTE rbpuoBe, HEBPOJIOTHUHHTE HAPYILEHHS WIH AHTHKOHBYJICHBHATA TEeparHg MOTar 4a
ca pUCKOBH (paktoph. YepHoapoGHaTa HeJOCTATHUHOCT C fIAHKPEaTHT NMOBHIUABA pHCKa OT aTalneH
H3XO.

[TauuenTHTE ¢ OCTpa KOpemHa 6onka Tpa6Ba He3abaBHO na 6baaT nperneganu. B cnyyaii Ha
MAHKPEATHT, JIEYCHHETO ¢ BANNpoar Tpabra a ce NnpeycTaHoOBH.

Cyuyuonu mucau u noaederiue

Crobuiasanu ca cyMuMana Haeaums 1 nopeaeHHe NPH NALUEHTH, JIEKYBaHH C MPOTHBOENHISNTHYHY
CpeACTBa NPH HAKOJIKO NoKa3aHWs. MeTaaHanu3 Ha paHOOMU3HMpaHH nanebo-KOHTPOAHPaH#H
H3MHTBAHWS HA IPOTHBOCTIANIETITHYHH JICKAPCTBA ChHLLO NOKA3Ba €/1a60 NMOBULIEH PUCK OT CYHIUMAHA
HICaLUs # oBeAeHHE. MexaHHaMbT, KOMTO 08yciaBs TO3M PHUCK He € H3BECTEeH M HANMYHUTE DaHHH
HE H3KITIOUBAT B3MOXKHOCTTA 33 HOBHIIEH PUCK NPH NMPHEMAHE HA HATPHER Ba/lpoat/Bajinpoesa
KHcenHHa. CrefoBaTeNHo, NnauMeHTHTE TpabBa aa Gbaar NpocnenaBaHy 3a NPU3HALHK HA CYHLIMAHA
HAcauus v noseneHue M TpadBa na 6bae oOMUCIeHO noaxoaso geyenne. [TauHeHTHTe (1
bonuornenauute) Tpabea ga 6bAAT CHLBETBAHH 1a THPCAT He3a0aBHO MEAHLIMHCKA KOHCYTTALIHA, aKO
Bb3HUKHAT MPU3HALK HA CYHMLMAHA HAEalUHUd U TIOBEAEHHE.

Cpeocmea, coOvporcauiu Kapbanerem
EaHoBpemenHarta yrnoTpeba Ha HaTpues Bali MpoaT/BaNNpoeBa KUCEMHa U KapbaneHeM He
npenopsvyBa (BXK. CbUO TO4Ka 4.5).

ITayuenmu ¢ uzgecmno uru nodosupano Mumoxonopuaino 3abo.1reane
Bannpoar Moxe 1a npean3eMka Wi 1a BAOWM KIHHUYHUTE MPH3HALM HA OIeXKAlL
MHTOXOHIPHANHH 3a00NSBaAHUS, IPUUHHEHH OT MYTALIHH B MHUTOXOHApHanHaTa JIHK,



4epHOAPOOH HEIOCTaTBYHOCT M CBBP3aHA C YEPHHUA Apo0 cMBPT ce chobluaBa NpH NAHEHTH C
HACleACTBEHH HEBPOMETA0OMHTHY CHHAPOMH, TIPHYMHEHH OT MYTALIUM B KOAWpaLLns
MHTOXOHRPHATHHA eH3WM nonumepasa Y (POLG) ren, Hanp. cunnpom Ha Alpers-Huttenlocher.
Hapyurenus, ceopsanu ¢ POLG, TpsGpa na ce NORO3HPAT NPH NAUMEHTH ¢ HPaMHIIHA aHAMHE3a WITH
HaCO'UBalllH CHMNTOMH Ha CBBp3aHo ¢ POLG HapylueHne, BKIIOYUTENHO, HO HE caMO HEOGACHMMA
eHuedanonarus, pedpakrepHa ennnencus (hokanua, MHOKJIOHWYHA), CTaTyC EMWIENTTHKYC ¢
*JIMHUHHA TIpOABA, H30CTaBaHE B PA3BUTHETO, ICHXOMOTOPHA PErPECcHs, aKCOHAIHA CEH3OMOTOPHA
HEBPONATHA, MHONATHA, LepebenapHa aTakcH, ohTAIMOIUIErHS HIH YCAOKHEHA MHUIrpEHa C aypa B
OKUHMNHTANHATa 06nacT. TecTbT 3a POLG MyTauus ce M3BBPIIBA B ChOTBETCTBHE C HacTosLUlaTa
FIHHHYHA NpaKTHKa 3a IHarHOCTHYHATA OLIEHKA Ha TAKHBA HapyILeHHs (BXK. Touka 4.3).

Ymedcuenu koneyacuu

KakTo ¥ MpH Apyr¥ aHTHENWIENTHYHM IEKAPCTBA, HAKOHM MALMEHTH MOraT Ja NoAy4aT, BMECTO
nonoOpeHue, 06PaTHMO BIOMIABAHE ~ YBETHYEHH Y€CTOTA H HHTEH3UBHOCT Ha KOHBYJICHUTE
(BKJIFOYMTENHO BIOWIEH ENUIeNTHYEH CTaTyC), KK NPOSBH Ha HOBH BMAOBE KOHBYJICHH MnpH
[IPUNIOKEHHE HA Bannpoar. B cyyaii Ha yTe)KHEHH KOHBYICHH, TALMEHTHTE Tpsabea ga 6paar
TTIOCHBETBAHH N1a C€ KOHCYITHpaT He3abaBHO ¢ nekaps cu (BXK. Touka 4.8).

Tesicku KodcHu HeXceAanu PeaKiyiuu u an2uoedem

Texku koxuH Hexxenanu peakumu (Severe Cutaneous Adverse Reactions, SCARS), kaTo cHHIpoM
Ha Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcH4Ha eNuepMaiHa Hekponu3za (Toxic
Epidermal Necrolysis, TEN) 1 nekapctseHa peakums ¢ €03HHODUINA M CHCTEMHH cuMnToMH (Drug
reaction with eosinophilia and systemic symptoms, DRESS), eputema Mmyntiudopme u aHruoeneM, ca
ChOOLUEHN BBB BPB3Ka C JIEYEHHETO C BANNpoat. [lauueHTHTe TpabBa 1a Ovaat HHpOpMHUpaHH 3a
APHU3HALUHTE H CHMITTOMHTE Ha CEPHO3HH KOXKHH NIPOABH K fa 6baaT HabAI00aBaHH BHUMATENHO. B
CiyuaH, ye ce Habmonasar npusHauu Ha SCARs uiu anrdoeneM, e HeoGxoaMMa Obp3a oueHka u
JIEYEHUETO TPAOBA 1a Ce MpeyCcTaHOBH, ako Har#o3ata Ha SCAR unM aHrHoeneM ce MOTBLPAH.

Hpednaznu mepru npu ynompeba

[Ipenu 3anousane Ha neuenueTo TpaGRa aa ce H3BBPLIAT H3CAECABAHUA HA YepHOAPOOHUTE BYHKLIMH
(BK. Touka 4.3 [IpoTuBONOKa3aHHA), H TEPHOONHHO Mpe3 MbpBHTE 6 Mecela, 0cobEHO MPH PHCKOBH
MauueHTH (BX. Touka 4.4). [Tpy npoMeHH B CBITLTCTRALIUTE JICKapCTBEHH MPOAYKTH (TOBHILIABAHE Ha
no3ara uin nobaBaHe), 332 KOUTO € HIBECTHO, Y€ BIAHAAT Ha YEPHHUA APOO, MOHHTOPHPAHETO Ha YepHHUA
Apod TpsAbBa na ce pecTapTupa crnopen ciiyyas (BHXKTE ChLIO TOYKA 4.5 OTHOCHO PHCKa OT yBpexKaaHe
Ha 4epHHA Apo0 CbC CANULMNATH, APYIH AHTHKOHBY ICHBHM CpeAcTBa, BINTIOYHTENHO KaHaObKaHoN).
KakTo Npn NoBeYeTo MPOTHBOENIMIENTHUHH JIEKAPCTRA, MOXKE /1A Ce 3a6e/1eH J1eKO MOBHILUEHHUE Ha
YePHOAPOOHHTE €H3UMH, 0COOEHO B HAYANOTO Ha TEPAMUATA; T€ Ca NPEeXOAHH M H3onupanH. [Ipu Te3u
MaLHUEHTH Ce NPEenopbYBAT M10-3a4bJ100YEHH N1a60PaTOPHH H3CTeABAHMS ( BKITIOUHTETHO
MPOTPOMOHHOBO BpeME); MOJKe 1A ce OOMHCITH KOPHIHPaHe Ha 103aTa, KaTo npH HEOOXOAUMOCT
CLOTBCTHUTE W3CNeABaHHA TpAGBA na ce NMOBTOPAT.

[Tpenn 3anoyusane Ha NeYEHHETO WK MPEH ONEPALHS, KAKTO U B CITy4aH Ha CIIOHTAHHO
KPBBOHACANAHE HIH KbPBEHE CE MpPENopbYBAT KPBBHH M3C/ENBAHHA (IThJIHA KPLBHA KApTHHA,
BK/IIOYMTENHO Opo#t Ha TpomboLMTH, Bpeme Ha KbpBeHe) (BiK. Touka 4.8 Hexenanu JIEKApPCTBEHH
peaKiHH).

Benpeky ue MMyHHH HapylUeHHA ca HAGIOAABAHH CAMO KATO H3KITIOYEHHE Mo BpEME Ha
MPHIOKEHUETO Ha JlenakuH, MoTeHUHanHaTa nonsa ot Jenakuu Tpabea aa ce oueHu CMpAMO

NOTCHLIHAJIHATa ONAaCHOCT IMIpH NALHEHTH CBC CHCTEMEH JTYITYC €pHTEMATO3YC.

HapyiieHus B ypeiiHUs LIMKBJI M PHCK OT XHIIEDAMOHHEMHS

[Ipy nonosupan ensumen nedHUNT Ha ypeitHHUA UMKBII, IPEAH TeUEHHETO TpsabBa na
MeTabOINTHH U3C/IeABAHHS, T0PAIH PHCK OT XHIIEPaMOHHEMMUS, 3apadu Banamnpoar (B
4.4 ITauneHTH ¢ PUCK OT XMMOKAPHUTHHEMHS H TexXKO YepHOAPOOHO YBpexkaaHe).




[laleHTH ¢ pUcK OT XMIIOKAPHHUTHHEMHS

[NpunoxeHueTo Ha Bannpoat Moxe aa NpCIH3BHKA NOABATA UM BIIOMIABAHETO Ha
XHMNOKAPHUTHHEMHA, KOSTO MOXKE J1a IoBE/Ie 10 XHNEPAMOHHEMHA (KOATO MOXE 1a OBEe A0
XHMnepaMoHeMH'Ha eHliepanonarua). Habmionasanm ca u ipyru CHMITTOMH, KaTo YepHoapoOHa
TOKCHYHOCT, XMIMOKETOTHYHA XHITOTTIHKEMHS, MUONATUS, BKITIOUYHTEIHO KapaHOMHONATHA,
pabromuonnsa, cuHapoM Ha DaHKOHM, FIABHO NpY MALMEHTH ¢ PUCKOBH (PAKTOPH 3a
XHNOKAPHUTHHEMHSA WM C BEY€ CBHLUECTBYBAILA XHIIOKAPHUTHHEMHUS. [TAMEHTHTE ¢ NOBMUIEH pUCK
OT CHMITTOMAaTH'4YHa XHITOKAPHHTHHEMHS! NIPH JICYEHHE C BANINPOAT BKIIOYBAT NALHEHTH C
METabOIMTHH HaPYIIEHHA, BISTIOYHTESIHO MHUTOXOHAPHAHH HAPYLIEHHS, CBBbP3aHH C KAPHUTHHA (BIK.
ChLIO TOYKA 4.4 TlauMeHTH ¢ H3BECTHO WM NTOA03UPaHO MUTOXOHAPHANHO 3ab0nABaHe M HapyILleHUs
B YPEHHHA LIMKBJI M PHCK OT XHIIEPAMOHHEMMS), HapylICHUA B XPAaHUTENHHUA NIPHEM Ha KADHUTHH,
fIAUMEHTH Ha BB3pacT oA 10 roausy, eaHoBpemeHHa ynotpe6a Ha NUBaNaT-KOHIOrHPaHH JIEKapCeTBa
HJIH Ha IpYTH aHTHENTHNENTHLIH.

IlaunenTture Tpabea na 6baat NpenynpeaeHy aa cbodblaBaT He3abaBHO 3a BCAKAKBH MPU3HALIH Ha
AHTIEPAMOHHEMHA KAaTO ATAKCHA, HAPYLIEHO Ch3HaHHE, MOBPLLIAHE. Tpabea aa ce o6Mucnu noGapane
Ha KAPHHUTHH, KOraTo ce HabJI0AaBaT CHMATOMM Ha XMITOKAPHHTHHEMHUS.

[TauneHTH ChC CHCTEMEH MbPBHYEH KAPHHUTHHOB AeHLUHT U KOPHTHPAHA XHNOKAPHUTHHEMHMS MOTAT
na OBAAT NEKYBaHH ¢ BAINPOAT CAMO aKO MOT3HTE OT JIEYCHHETO ¢ BA/INPOAT HAJBHILABAT PUCKOBETE
fIpH TC3H NALUMEHTH H HIMa TepaneBTUYHa anTepHatusa. [Ipu Te3u nauueHTH TpstOBa J1a ce npwiara
MOHHTOPHHI Ha KapHUTHHA.

[Maunenture ¢ ocHosen nedUuUuUT Ha KapHUTHH nanMUTOWA TpaHcpepasa (CPT) tun Il Tpsbea na
ObAaT npeaynpencHH 3a No-rofeMus PUCK OT pabaoMHONH3a NPH NpHEM Ha Bannpoar. [Ipu te3u
NauMeHTH TpadBa aa ce obmMucau 1o6asgHe Ha KapHHUTHH.

Bx. cpito Toukn 4.5, 4.8 1 4.9,

[laumenTHTe TpaGBa na Ghaat NPCAYNPEICHH 3a pHCKA OT HAAJaBaHE HA TErJIO B HAYAIOTO Ha
IEYEHHETO, H € HEOOXONNMMO 1a ce npeanpHeMe NoAXOAfLIA CTPATETHA 34 HAMANABAHE Ha TO3H PHUCK
A0 MMHUMYM (BX. Touka 4.8 Hexcenanu nekapcTsenu peakumy).

[auneHTy ¢ HanHueH TePUUUT Ha KAPHUTHH NATMHUTOWT TpaHc(epasa (CPT) tun 2 tpsabea 1a 6aaT
MPEAYNPEACHH 32 NO-roNIAM PUCK OT pabaOMHONH3a, KOraTo rpueMar BaINpOAr.

He ce npenoptysa npuemaneTo Ha ankoxon no BPEME Ha JIEYEHHUE C BAINPOAaT.

Jdena

[Ipy neua Ha Bwv3pacT noa 3 roguHH ce NPENopBlBa MOHOTEpanKs NpH NpeanycBaHe Ha Jlenakuu, Ho
[Ipeiin 3ano4BaHe Ha TepanMsiTa, NOTEHUHAIHATA M0/13a OT JlenakuH TpOBa a ce OLEHH CnpaMo
PHCKa OT 4EpHOAPOOHO YBPEKIAHE UITH AHKPEATHT pH TaKHUBA NalUHEHTH (BXK. Touka 4.4. Texko
YBpe€XKIaHe Ha 4EpHHA APob M BXK. ChLIO TOUKa 4.5).

EnHoBpeMenHara ynoTtpeba Ha canHIHIaTH TpabBa na ce u3barea npu Acla noa 3 roaHHu nopanu
OMACHOCT OT Y€PHORPOOHA TOKCHYHOCT (BXK. CBHUIO TOUKa 4.5),

bLOpeuHa HexoCcTATHLYHOCT

MoKe 1a ce HanOXu HamansBaHe Ha 103aTa. Thil KaTo NpoCaeasBaHETO Ha IUia3MeHaTa
KOHLEHTpALHA MOXeE Ja € NOABEKAALLO, R03aTa TPAOBA aa ce KOPHrupa cb00pa3Ho KIHHUYHOTO -~
npocrneasBaHe.

To3n nekapctBeH npogykT chabpka 55,35 Mg HATPHUH BbB BCEKH UIaKOH, KOUTO Ca eKBH
2,8% OT NpernopLYUTEnHs MaKCUMANEH THEBEH npuem Ha C30 ot 2 g HaTpwii 3a Bb3pac
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4.5  BsanmoneiicTeus ¢ apyru JIEKAPCTBEHH NPOAYKTH H APYTrH GOpMH HA B32HMO




Bansnue na sasmpoar supxy APYTH JIeKaApCTBAa

Hesporenmuyu, MAO unxubumopu, anmudenpecanmu u 6enzoduazenunu

Jlenakun Moske 1a noTeHuHpa edexTa Ha Apyru NCMXOTPOITHH CPeACTBa KaTo HeBponemruuy, MAQ
HHXHOHTOPH, aHTHAENPECAHTH U BeHzonnazenuny; cienosatenHo, ce MpenopbUBa KITHHHYHO
NpOCICaABAHE, KATO NMPH HEOOXOAUMOCT f03aTa TPAOBA /1A Ce KOpHMrupa.

Jumui
JlenakuH HaMa edekT BBPXY NIa3MeHHTe HHBA HA THTHL.

Denobapbuman

JenaKkMH noBHLIABA NJIA3MEHHTE KOHUEHTpauuu Ha ¢penobapburan (nmopaau HHXUGHpare Ha
HEPHOAPOOHHA KaTabONHIBbM) H MOKE [a Ce CTHIHE 10 c€aauua, ocodbeHo npu aeua. CegoBaTesnHo,
TPE3 MbPBHUTE 15 IHK OT KOMGHHUPAHOTO NeYeHue, ce NPENOpBYBA KIMHHYHO MPOC/IEAABaHE C
He3abaBHO HaMalIsIBaHe 03aTa Ha theHobapOHTAN NpH BB3HMKBaKHe Ha cenalms, KaTo npu
HEOOXOIMMOCT ce H3c/IenBaT ITA3MEHHTE HUBA Ha thenobapbural.

IIpumudon

JAenaKuH NoBHINABA NJIa3MEHHTE KOHUEHTPAUHH HA NPHMHIOH C YTEXHABAHE HA HEXENAHUTE My
PEAKLMH (KaTo ceaLAa); Te3u NPU3HALIA W3ue3BaT ITPH ABATOCPOHHO sieyeHHe. [Ipenopbusa ce
(THHUYHO NpocneasBane, 0cobeHo B HA4aoTO Ha KOMOHHHpaHa TEPANHUA H NMpH HeOoOXOAUMOCT —
KOPEKLHSA Ha 403aTa.

Denvrmoun

Jenakun noHuxkaea ofmara miazmena KOHUeHTpauns Ha pennronn. OcseH ToBa, Jenakun
yBe/H4aBa cBoboaHata GopMa Ha PEHHTOUH C BBIMOMKHOCT OT MOSBA Ha CHMIITOMH Ha TIpeo3upaHe
(BANMpOEBATa KHCENHHA U3MECTBA (PEHUTOHHA OT MECTaTa My Ha CBbp3BaHeE C MIasMEHHUTE MPOTEHHU H
NIOHI>KABa YEPHOIPOOHHA My KaTaGommsbm). [Topanu ToBa ce NpenopLuBa KINHHHYHO NPOC/ieasBaHe;
KOTaTo €€ H3C/IeABaT Ia3sMeHHTe HUBa Ha heHHTOMH, TpaOBa aa ce onpeaenH ceoboaHara opma.

Kapbamazenun

Hanuue ca chobuenns 3a KIHHHYHA TOKCUYHOCT MpH CHBMECTHO MpPHNIAraHe Ha BalNpoar ¢
KapbaMa3enuH, Thii KaTo Banmpoar Moxe na NOTCHLIHPA TOKCHYHMA edekT Ha KapOaMaienun.
[Tpenopwusa ce KMHUUHO NpocesIBaHe, 0cOBEHO B HAYATOTO HA KOMOMHHpaHaTa Teparus, KaTo MpH
HEOOXOIMMOCT 103aTa Ce KOpHTHpa.

Jdaviomprxcun

Jenakun Hamanssa merabonuzma Ha JTAMOTPHXCHH W YBE/THYABa CPEAHHUA MY NOJYXKHBOT [OUYTH 2 THTH.
ToBa B3anmoneiicTBHe MoXe na noBeae 1o YBEJIHYE€HA TOKCHYHOCT Ha JIAMOTPH)KMH, B YACTHOCT
CEPHO3HH KOXKHH OOPHBH.

CnenoBatenHo, npenopbysa ce KIMHHYHO HaBIOLEHHE 1 KOpHIrUpaHe Ha 103aTa (HaMaisBaHe Ha
A103aTa HA NAMOTPHXKHH), KOTATO € HEOOXOMHMO.

Juoosyou
Bannpoar Moxe Aa nosuum miasmexata KOHUCHTpALIWA Ha 3HA0BYAHH, KOETO Aa A0Bee A0 MOBUILIECHA
TOKCHYHOCT Ha 3HAOBYAHH.

Denbamam
Bannpoesara kucennna Moxe 1a Hamanu CpeIHHs KIHPBHC Ha denbamar ¢ no 16%.

COaanaanise
Banrnpoesara kucenuHa Moxe 12 HamMaT KOHLICHTPALIMATA HA OJIaAH3allHH.

Pygunartiio

Bannpoesara kucennua Moxe na nosene 1o YBEIHYABAHE HA IU1a3MEHMTE HHBA HA p
YBETMHCHHE 3aBHUCH OT KOHLIEHTPALMATA Ha BANNpPOEBa KUCENUHA. [TOBULIEHO BHHMA
0cobeHO NpH Jena, Thil KaTo To3H eeKT e Mo-BHCOK B Taiy MOy JALHA.




[Iponoghon
Bannpoesara kncenuHa Moxe 10 0Bede 10 YBC/IHHaBaHe HUBaTa Ha nponogon B Kpbera. [1pw
CAHOBPEMEHHATa ynoTpeba ¢ panpoar, Tpsa6ea fa ce OGMHC/IN HaMAISBaHE Ha A03aTa Ha nponodorn.

Humoounun

EnHoBpemeHHOTO neuenue ¢ HUMOIHIUH U BAIIIIPOCBA KHCEIHHA MOXKE /14 YBETHUY TL1a3MEeHAaTa
KOHLCHTpalHs Ha HUMOAUIIHH ¢ 50 %. Cnegosarento, Tpsa6pa 1a ce HaManH A03aTa Ha HHMOUITHH B
CITyYaH Ha XMITOTEH3HA.

Baugumne na apyru nexapersa BbpPXY Ba/INpoaT

[TpoTuBOENMAENTHYHKTE CpencTRa C CH3UM-HHIyUHpaLl epeKT (B TOBA UMCAO (PEHUTOHH,
(peHobapOuTan, kapbamasennH) noHivkasaT CCPYMHUTE KOHLIEHTPALIMH Ha BaJIpOEBaTa KHeelMHa, B
CTyHal Ha KOMOHHMpaHa Tepanus, nosure TpsGea fa ce KOPHTHPAT CHOOPa3HO KITHHHYHHS OTrOBOP U
HHUBOTO HM B KPBBTA.

Ot apyra cTpana, koMOHHALMATA OT denbamar u Bannpoat noHwkasa KIMPBHCA HA BAINPOCBATa
kucenuHa ¢ 22% no 50%, 1 cieaoBaTenHo, yBeMHaBa [1a3MeHHTe KOHLEHTpAlIHH Ha BaJINMpoOeBaTa
KHCenHHa. Jlozata Ha Bannpoara TpstBa fa ce Habmogasa,

MerabonuTuTe Ha BaNpoeBaTa KMCENMHA MOTAT Aa ce YBC/IHYAT B CJTy4al Ha eqHOBpeMeHHa ynotpeba ¢
heHUTOHH WK (enobapbutan. CleaoBaTenHo, MaLHeHTHTe JIEKYBAHH C TE3U JIBE JICKapcTBa Tpabpa na
Obaar BHUMaTeTHO HaGIIOAaBAHM 32 NPU3HALM U CHMITTOMH Ha XHUNEPaAMOHUEMMS.

Me¢nokeuH noBuLIaBa MeTaboM3Ma Ha BAINPOCEATa KHCENMHA U MMa KOHBYJICHBEH e(ekT; mopaau
TOBa B CTyYaH Ha KOMOUHHPAHA TEPANHs MOFaT [a Bb3HWKHAT eI THYHK MPHMAabLA.

B cnyuait Ha enHoBpeMeHHa ynotpeba Ha BAJINPOAT H CHITHO CBBP3aHH C NMPOTEUHUTE BELLECTRA
(8CNHpHH), cepyMHHTE HUBA Ha CBOBOAHATA BAIMPOEBa KHCE/IMHA MOMaT Ja Ce MOBUINAT.

B cayuail na eaHoBpemenna ynioTpeda Ha BuTaMuH K-3aBHcHMHU aHTHUKOAryNlaHTHH (akTopu, Tpsbaa na
C€ U3BLPLIBA CTPOTO NPOC/IEAABAHE HA NPOTPOMOHHOBOTO BpeMe,

CepyMHHTE HUBA Ha BAINPOEBATA KHCENUHA MOTAT A4 C& MOBHILAT (BCIEACTBHE Ha pesyLMpaH
“EPHOAPOOEH MeTabOIM3BLM) B Ciyyaii Ha CAHOBPEMEHHA YTIOTPeDa ¢ LMMETHANH MM €PUTPOMULIMH.

Kapbanenem (NaHurieHem, MEPONEHEM, HMUNEHEM )

Hamanspane HuBaTa Ha BaINpoesa kucenyHa B KpBBTa, Ca DMK IoKNaNBaHH MpH €JHOBpPEMEHHATA
ynoTpeba ChC ChabpxKall KapbaneHemH CpeacTea, Boaeuld no HamangsaHe ¢ 60-100% HuBata Ha
BA/IIPOCBA KMCENMHA B IPOABIKEHHE HA 2 IHM, MOHSKOTa CRBP3aHO ¢ rep4oBe. [lopaau 6bp3oro
HAHAIIO N CTENICHTA Ha NOHHXKABAHE, €IHOBPEMEHHOTO MPHaraHe Ha CbAbpXKallld KapbaneHeM cpeacTaa
MPH NaLMeHTH CTAOWTH3HPAHH Ha BANNPOEBA KUCETHHA TpAOBa a ce u3bArea (Bxk. Touka 4.4).

AKO T€YEHHETO C Te3M aHTHOHOTHLIH HE MOKE /1A ce H3berne, TpsaOBa a2 ce U3BLPILH CTPHKTHO
NpOCNCAsBAHE HA KDbBHHTE HHBA Ha JenakuH.

Pugharnuyun

Moxxe 1a MOHWKH KPbBHUTE HHBA Ha BaNNpOeBaTa KUCENHHA, KOETO BOAH JIO JIMNCA Ha TeparneBTHYeH
edext. ETo 321110, MOXKE 113 ce Hanoku 103aTa Ha BA/INpOAaT Aa ce KOPUrupa Mpu ChBMECTHO
NPHIOKEHHE ¢ pHPAMITULIHH.

Hpomeaznu unxubumopu
Ilpn ennospemennara ynotpe6a ua NpoTea3sHH HHXUOUTOPU KATO JIONHHABH
MIa3MCHHATE HHBA Ha BA/INpOATA.
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Memanmizon

MeTaMp30TbT MOXE 1a HAMANTH CEpYMHMTE HMBA Ha BA/IMPOAT MpPH €THOBPEMEHHO MPHIIOKEHHE, KOESTO
fla AOBEAE 0 MOTCHUMAIHO HAMAIIABAHE HA KITHHUYHATA eMKAaCHOCT Ha Banmpoart. Jlekapure,
MpeANKCBALIlH NeYeHKe, TpAOBa Aa HabMOJABAT KIIMHHYHHS OTTOBOP {KOHTPOJ1 HA MPHIIAXBbLHTE HWIH
KOHTPO/ HA HACTPOCHHETO) U 1a OOMMUCJIAT NpOC/IEITBAHE HA CEPYMHHTE HHBA Ha BANIPOAT, aKO €
MOAXOIALLO.

Memompexcam

B HAKOM NOK/Ia M Ce OMHCBA 3HAYHTETHO HAMANABAHE Ha CEPYMHHMTE HABA Ha BIITPOAT CNell
HPHJIOKEHHUE Ha MCTOTpEkeaT ¢ nosiBa Ha rbpuose. [Ipennucaamure nekapu Tpabpa na npocienssar
KIHHWYHAA OTTOBOP (KOHTPOI1 Ha MbPUOBETE HITH KOHTPOJI HA HACTPOEHHETO) M f1a NIPeABUIST
pOCNIENABaHE HA CEPYMHHTE HHBA HAa BAJPOAT, aKO € HEODXOIHMO.

JApyrn B3aumMoaeiicTBHS

Puck om yspesicoane na uepnus opob

EnHoBpeMeHHaTa ynoTpeba Ha canuunnaTy Tpabea aa ce u3barea NpH feua Noj 3 roayiHa pu3pacT
Nopaan pUCK OT HePHOAPOOHA TOKCHYHOCT (BXK. TOYKa 4.4).

EnHospemeHHaTa ynoTpe6a Ha BaNNpoaT H MHOXECTBEHA aHTHKOHBYJICHBHA TeparisA NoBHLLABA PHCKA
OT YBPEXKAAHE Ha YepHuUs apol, ocobeHo npu Majiku acua (Bx. Touka 4.4).

EnHospemeHHaTa ynoTpe6a ¢ kaHaGuaMon MOBHLIABA YECTOTATA HA MOBHILABAHE HA EHIMMHMTE
TPaHCaMHMHAa3H. B KIHHMYHY NPOYYBaHHS MPH IAUMEHTH OT BCHYKH Bb3PacTH, Nomy4aBailii
€IHOBpEMEHHO KaHabuaKon B mo3H oT 10 10 25 mg/kg u Bannpoar, ce choOLIAB 33 NOBUINABAHE HA
ALT Han 3 nbTH Ha/l ropHaTta rpaHdLa Ha HopMaTa ripH 19% oT nauyeHTHTE. Tpsabea na ce ynpaxussa
MOAXOALL MOHHTOPHHT Ha YEPHHSA P00, KOTATO BANMPOAT CE H3MO3Ba €HOBPEMEHHO C APYFH
AHTHKOHBY/ICHBHH CPEICTBA C MOTEHLMANIHA XENATOTOKCHYHOCT, BKJIIOYMTENHO KaHabunuon, 1 Tpabea
Jia ce OOMMC/TH HAMANIABAHE HA /103aTa WK NPEKPATIBAHE HA ICUCHHUETO B CJTyyaH Ha 3HAMMUTETHH
aHOMATHH Ha 4epHOIPOOHHTE MapameTpH (BxK. Touka 4.4).

ExnoBpeMeHnOTO NpH/IoKeHHE HA BAINPOAT H TONHPAMAT € CBBP33aHO ¢ eHUuePANONATHS H/HIH
xanepaMonneMus. [lauueHTrTe nekyBsanu ¢ Te3n 1Ba leKapcTBEHH NMPOAYKTA TpsaOBa BHUMATENHO 14
ce HaOJIIOABAT 3 NPH3HALIM H CHMITTOMH HA XHMEepaMOHHEMHYHA eHuedanonaTu:.

Keemuanun
EZHOBPEMEHHOTO MPUICKEHHE HA BANNPOAT C KBETHAMUH MOXE /1a YBeTHHH PHCKa OT
HEYTPOMEeHHA/IEBKOTIEHHUA.

Cpedcmsa coOvpaCcayu ecmpozen, 8K UMERHO CHOBPIHCAUIU ECMPO2EN XOPMOHAIHY
KOHmMpayenmueau

Ectporennte ca uHaykTopu Ha H3ogopmu Ha UDP-rimoKypoHo3un TpaHcepaszata (UGT), yyacTeawiu B
[JIIOKY DOHUPAHETO HA BANINPOAT U MOFaT J1a YBEJIMYAT KJIMPBHCA Ha BAINPOAT, KOETO J1a I0BEe /10
HaMalleHa CEpyMHa KOHLICHTPALIMS Ha BANPOAT H BL3MOXKHO HaMaiiBaHe Ha epMKACHOCTTA Ha
Bajmnpoata (Bx. Touyka 4.4). Jla ce oGMucnu npocnensisaHeTo Ha CEepyMHHTE HHBA HA BAJINpOAT.

OT npyra cTpaHa Bannpoar HAMa eH3MM-MHAYLHpaLL eeKT BC/IEACTBHE HA TOBA, BANNPOAT HE CHHXKaBa
¢(eKTHBHOCTTA Ha eCTPONPOreCTATHBHHTE CPEACTBA NPH KEHU BieMallY XOpPMOHANHH
KOHTpaLEenTHBH.

Huganam-xoniozupanu aekapcmesa
ENHOBpEMEHHOTO NPHITOKEHHE Ha BANNPOAT M NUBATAT-KOHIOTUPAHHU nexapcTBa (kato ueda
MMBOKCHIL, a1eQOBHP AHIMBOKCHIL, NMBMELIIHHAM M [IMBAMITHLIIHH) Tpa6Ba na ce H3b
MOBHLICH PHUCK OT H3YEPNBAHC HA KApHUTHH (BXK. To4ka 4.4 [NauueHTy ¢ pHck oT xumo
[TaunenTHTE, NPH KOMTO HE MOMKE /a ce U36ErHe CHLBMECTHOTO MpHIOKEeHHE, TpaOBa
BHHMATEJTHO HAOIMIOAABaHH 33 NPH3HALM M CHMITTOMH HA XMIIOKAPHUTUHEMHS.

Knozanuu



EQHOBPEMEHHOTO JieYeHHE ¢ BANMPOAT H KI03aNUH MOKE 12 NOBHIIM PHCKa OT HEYTPOIEHHS U
KJIO3AMHH-WHIYIIHPaH MUOKApAMT. AKO € He0OXOAMMa CHITHTCTBAIIA YIIOTPe6a Ha BaJIPOAT ¢
KJIO3aMHH, € HeOOXO0IHMO BHHMATEHO NPOCcieasBaHe U 3a BETe ChOMTHA.

4.6 DepTHANTET, GpeMEHHOCT H KhpMeHe

bpeMeHHOCT M 5KeHH ¢ AeTepoJeH NOTeHIHA

Jeyenue na enunencus

* Bannpoart e npotuBonokasax no BpeMe Ha GpeMeHHOCT, ocBeH NPH JIHICA HA MOAXOIAILO
ANTEPHATHBHO NEYEHHE

* Bannpoar e mpoTHBONOKa3aH NPH XeHH C AETEPOAEH MOTEHLMAN, OCBEH KOIATO 2 HAIThAHEHHU
ycnosusTa Ha [Iporpamara 3a npeanaseane ot GpeMeHHOCT (BX. ToukH 4.3 1 4.4)

Jlevenue na 6unonapro pascmpoiicmeso
¢ Bannpoar e npoTHBONOKa3saH 1o BpemMe Ha GpeMEHHOCT

* Bannpoat e NpoTHBONOKa3aH NpH XXEHH C AETEPOIEH MOTEHIMAN, OCBEH KOFaTo ¢a M3hIHEHH
ycnoswita Ha Ilporpamara 3a npennasease ot 6peMeHHOCT (BX. TOUKH 4.3 U 4.4)

TepaToreHHOCT M eheKTH BLPXY PA3BUTHETO in ulero eKCO3NLIMS

Puckose, cevpsanu ¢ excnosuyus na eamnmpoam no epeme Ha bpementocm

[1pH xeHHTe, KAKTO MOHOTEPANUATA C BAIMPOAT, TAKa M MOJIUTEpAnUATa ¢ BAJINPOAT, BKIIOYBALLA U
APYTH @HTHEMAWICNTHLM, 4€CTO Ca CBbP3aHH ¢ aDHOPMEH H3X0A Ha GpeMEHHOCTTA.

Hanuuuute nannn nokassar yBenHueH pHUCK OT TEXKH BPOJIC€HH MaT(OPMALIUK H HADYILEHHS Ha
Pa3BHTHETO Ha HEPBHATA CHCTEMa U B 1BaTa C/Tyy4as — KaKTO [IPH MOHOTEPAnHs, TaKa U 1py
MOTUTEpANKA C BAANPOAT, B CP2BHEHHE C NOMyNalus 6€3 eKCIo3nLMs Ha BaNNpoar.

[Toka3ano e, 4e BannpoaT NpeMHUHaBa Mpe3 NiaLEHTapHaTa OapHepa KaKkTo NpH KHBOTHHCKH BUAOBE,
Taka ¥ MpH xopa (BxK. Touka 5.2).

[1p# 5KUBOTHH: NPH MUILLKH, ITLXOBE H 3aHLH ca JOKA3AHH TEpaTOreHHH eeKTH (BXK. TOUKa 5.3).

Bpooenu manhopymayuu é pezyamam na excnozuyus in utero

MeTaananu3s (BKTIO4BALL PETHCTPH B KOXOPTHH NpOy4BaHHs) NOKa3Ba, ue okono 11% oT AeuaTa Ha
AHCHH € CTIHNETICHA, EKCTIOHHPAHH HA MOHOTEPAIHKA ¢ BA/INPOAT 110 BpeMe Ha HpeMEHHOCTTA UMAT
TEXKH BpoAeHH ManpopmaunH. ToBa e noBeue oT pHcka 3a TEXKH MangopMauUuu B 0bl1LiaTa
notrynauus (oxono 2-3%). PUCKBT 3a TeXKKH BPOAEHH Man(opMaLiK NpH aeua cnen in utero
CKCTIO3MLIHMA HA AHTHENMNCTTTHYHA JIEKaPCTBEHA MOJIMTEpantA, BKNIOYBAILA BATIPOAT, € MO-BUCOK OT
TO3H HA AHTUETHIIENTHYHA JIEKAPCTBEHA TEPAllHs, KOATO HE BKIKOYBA BATMPOAT.

PHCKBT € /10303aBHCHM NPH MOHOTEPANHS C BANPOAT, KaTO HANMHYHHUTE NaHHH NOKa3BarT, 4ye €
AO303aBHCHM H IPH NOIHTEpaNHs ¢ Bajinpoat. Bwnpeku Toea, nparopara 103a, noa KosTo He
CBILECTBYBA PHCK, HE MOXE [1a C€ OMpeResH.

HannuHuTe 1aHAM NOKa3BaT HAPACTBAHE HA CTYYAUTE Ha MATKH M TEKKH Mangopmauuu. Haii-
HECTHTE CITyHau Ha MandOpMalUHH BKITIOYBAT Ae)EKTH HA HEBPATHATA TpBOa, JIMUEB AHCMOP(HIBM,
34cCllKa yYCTHA H BhJ14a N1aCT, KPAHHOCTEHO34, ChpAeYHH, 6L6peUHH U yporeunTannu aedexTH, 1
AePeKTH Ha KpaHHHUKTE (BKITFOYHTENHO ABYCTPaHHa ara3ugd Ha J1b4eBaTa KOCT), H MHOXKECTBO
AHOMATHH Ha pa3JIMYHH CHCTEMH B YOBEUIKUA OPraHH3bM.

ExcnosuumsTa in utero na sannpoat Moxke aa gosene 1o YBpEXKIAAHE Ha CITyXa WM IMyX0Ta NopaaH
MangopMauuK Ha yuIuTe W/uian Hoca (BTopuueH edekT) u/niu AVPEKTEH TOKCHYEH €(eKT BbpXY
CyXoBHA anapat. Cay4aHnTe OMHCBAT KaKTO €AHOCTPaHHA, TAKA H ABYCTPaHHa rIyXoTa =

YBpeKAaHe Ha cyxa. He 3a BcHukH ¢1yqan ca chobiuenn pesyarat. Korato ca cbho6 ‘SQAW no e,
pE3yATaTH, B MO-roNgMaTa HacT OT CyYaHuTe He ce HabmIonaBa Bb3CTAHOBARAHE. ™ "‘\_’f‘é;

LR

T/ Mpn.

Ekcnio3uuus in utero Ha BaampoaT Moxe 12 10BenE 10 OYHK MajiopMalvK (BKITIO
MHKPOQTaNIMHA), KOMTO Ce CHOOLIABAT BLE BPB3Ka C PYTH BPOAEHH MandopMmanu
MangopmalrH MoraT J1a 3acerHaT 3peHHeTo.,




Hapywenua 6 passumuemo na nepenama cucmema e pe3yamam Ha excnozuyus in utero

JaHHH NMoka3paT, 4e excro3uuus Ha BaINPOAT 77 utero MOXe Ma MMa HeBNaronpusTHu epeKTH BbpXy
NICHXHYECKOTO H PUIHYECKOTO Pa3BHTHE HA JeLaTa, HITOKEHH Ha TAKABA C€KCMOo3uuMA. PUCKDBT oT
HapyIICHUA B Pa3BUTHETO HA HEPBHATA CHCTEMA (BKITIOYUTETHO aYTHIbM) H3TIIEKIA ¢ N0303aBHCHM,
KOTaTo BanMpoar ce U3NoJ3Ba KaTo MOHOTepanus. Brrpeky Tosa, Hparosarta 03a, Moj{ KOATO PHCKBT
HE CBUICCTBYBA, HC MOXE 12 C€ YCTaHOBH Bb3 OCHOB& Ha HAJIMYHMTE AaHHM. Korato BANITIPOAT ce
H3TOJI3BA KATO MOHTEPANHUA C APYTH AHTHENWIECITHYHH JIEKAPCTBEHH MPOAYKTH, PUCKBT OT
HapYLICHUA B DA3BUTHETO HAa HEPBHATA CHCTEMA B MTOKONEHHETO CHIIO 3HAYUTENHO ce yBe/lHYaRra B
CPaBHCHHE C TO3H NPH €1t OT 00LUATA OMYNALHS WITH POJCHH OT HENEKYBaHH MaHKH ¢ eNHIENCHs.
To4YHHAT prCcKOB recTauMoHEH Nepuoy 3a Te3u e(eKTH € HECUTYPEH U BB3MOXHOCTTA 3a PUCK Mo
BpEME Ha LiLnaTa DPEMEHHOCT He MOMKE [1a C& M3KJTIOYH.

Koraro Bannpoar ce npunara kato MOHOTEpanu4, Npoy4BaHus NpH Aeua B NpeTyYHTHLIHA BB3PACT,
H3TTOKEHN Ha CKCTIO3ULIMS HA BANNPOAT in ufero Mo BpeMe Ha GPeMEeHHOCT nokasear, 4ye B 10 30-40%
OT Cly4aHTe ce HabnioaBa 3a6aBsiHe B TAXHOTO PAHHO Pa3BHTHE KaTO: FOBOP, M0-KbCHO MPOX0XKIaHe,
MO-HUCKH WHTENCKTYATHH CMOCOOHOCTH, JIOLLH €3HKOBH YMEHHS (roBopeHe H pa3bupane) u npobnemu
C rameTTa.

KoepHumMeHT 3a HHTETUMeHTHOCT (1Q), oueHeH npu aeita Ha 6 rOAMHK ¢ aHAMHE3a 32 eKCIMO3HLIHUA Ha
BANNIPOAT in ulero, € cpeano 7 - 10 nyHKTa No-HUCHK OT TO3M MPH Acla, KOMTO Ca H3NTOXKEHH Ha APYTH
AHTHETTHJICTTHYHH NIPOAYKTH. MMa fokazaTencTsa npu neua ¢ eKcrno3uuis Ha Banpoar, Y€ PUCKLT OT
HAPYLIABAHE HAa HHTE/IEKTA MOXe /12 611 HE3aBUCHM OT KOe(DHLIMEHT HA HHTEIHIeHTHOCT (1Q) na
MaHKara, BbIPEKH Ye PONATA HA CMYIIABALIHTE GaKkTOpH He MOKE J1a c& M3KTIOUH pH Aeua.

/laHHHUTE MO OTHOLIEHHE HA ABATOCPOYHUA H3XO ca OrpaHHYEHH.

HanuunuTe naHHm ot nomynaumoxHo 0asupano u3NWTBaHe NOKA3BAT, Y€ AELATA C EKCHO3HILMS Ha
BAJIMPOAT i1 ufero €a ¢ NOBHLLUEH PUCK OT Pa3CTPOHCTBA B @y THCTHYHMS CTIEKTHD (npubauszuTenno 3
MbTH) M AETCKH ayTH3bM (OKONIO 5 MbTH) B CPaBHEHHE C TIONyNaLUATa Ha Te3U O€3 eKCNO3HLUMA B
IIPOYHBAHETO.

Hanuunuwnte nanuu o apyro nomynaunoHno Ga3upaHo M3NMUTBaHE NOKA3BAT, Ye AeLATa H3N0KEHH HA
CKCIIO3ULIHSA HA BANMPOAT i utero Ca ¢ MOBHILEH PUCK OT Pa3BHTHE HA CHMATOMH KATo nedHLHT Ha
BHHMaHHETO/XUNEPAKTUBHO pa3cTpoicTRO (attention deficit/hyperactivity disorder, ADHD)
(npubmnsutenno 1,5 mbTH) B cpaBHEHHMe ¢ NnolTynanmnATa Ha Te3n 0€3 eKCNO3HUKA B NPOYYBAHETO.

Heya om ocencku non, deeotixu u xcenu ¢ demepooen nomenyuwi (6ix. no-eope u mouka 4.4)
Cpenctsa ChabpXKaLH €CTPOreH, BKIIOYUTENTHO CbAbpKALLH €CTPOTCH XOPMOHAJIHH KOHTPALeNTHRY
MOTaT fa yBe/IM4aT KJIMPBHCA Ha BAINPOAT, KOETO 6W MOrno fa AoBede 10 HaMAISBAHE Ha CepyMHara

ROHLICHTPALKA Ha BANNPOAT M BE3MOXKHO HAMaNABaHe Ha eeKTHBHOCTTA Ha BaNnpoart (Bx. Touku 4.4
u4.5)

Axo Jcenama naanupa Gpemenrocm

3a noKa3aHWEeTO eNUNeNcUs, aKo KeHaTa [L1aHKpa Na 3a0peMeHee, TepanusTa ¢ BATNPOAT TpsbBa aa ce
MPCOLICHH OT CMEUHATUCT € OIUT B JIEYSHHETO HA ENWICTICHUS H [1a CE OOMHCIST anTepHaTHBHH
BB3MOXHOCTH 3a fieyeHue. TpabBa na ce nosoxar BCHYKH YCHIHA, 3a Na ce NpEeMHHE Ha NOAXOAALLO
ATTEPHATHBHO JICHEHHE NPCIH 3aUEBAHETO U NPEAHN NPEKPATABAHE Ha KOHTpauenuusaTa (Bx. Touka 4.4).
AKO CMAHATa Ha IEYEHHETO HE € Bb3IMOMKHA, JKeHaTa TpsA0Ba aa Mony4M NOMBIHUTEIHA KOHCYyITauus
OTHOCHO DHCKOBETE C BANNPOAT 33 HEPOACHOTO AETE B NOJKPeNa Ha HHGOPMHPAHOTO i B3eMaHe Ha
PCLUICHHE OTHOCHO CEMEMHOTO TUTaHHpaHE.

bpesmennu ncenu
AKO X€Ha, KOATO ce JIEKyBa C BA/INpPOAT, 3abpeMenee, T4 TpabBa He3a0aBHO 14 Ce HACOMH KbM

CNCLUMAITHCT, 3a 1a ce O0CHIAT aNTePHATMBHYU BL3IMOXKHOCTH 32 Jleuenue. [lo BpeMe Ha OpeMeHHOCT,
TOHHYHO-KJIOHMYHHTE MbPYOBE MPH MAHKaTa M eNMWISITTHYEH CTATYC C XMMNOKCHA MOraT H
ONPEACTEH PHCK OT CMBPT 3a MaikaTa M TU101a.

ATTCPHATHBHO JICUCHHE, NPH HIKTIOYHUTEHH 00CTOSTE/ICTRBA OpeMeHHaTa xeHa TP
BANNPOAT 3a EMUNETICHA, NIPENopbYBa Ce aa:
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JleKapCTBEHH POPMH, 3a 1a c€ H3BErHAT BHCOKHM MAKCHMATHH IL1a3MeHM KOHLIEHTPaLIHH (BXK.

TO4YKa 4.2).
BCHUKH nalMeHTKH ¢ eKCno3MuMs Ha Ba/poart o BpeMe Ha OpeMEHHOCT H TEXHHUTE NapTHLOPH TpsAOBa
A2 ObAAT HACOYEHHU KbM CNICLHATHCT € OTTHT B TEPATOIOTHATA 33 OLEHKA H KOHCYATHPAHE OTHOCHO
ekCrioHupaHata bpemennoct. Tpsbpa aa ce u3pbpLLBA CIICUHANH3HPAH NpeHaTaleH MOHUTOPHHT 3a
OTKPUBAHE HA BB3MOXKHA N0ABA HA NEEKTH HAa HEBpalHaTa TpBGA WIH ApYyrH MaJlpOpMaLIMH.
[Tpremaneto Ha no6aeku ¢ GonueBa KucennHa MpeaH OPEMEHHOCTTa MOXE 1a HAMAITH PHCKA OT
Ne(eKTH Ha HEBPAIHATa TPBOa, KOMTO MOraT a ce MOSBAT MpH Beska OpemeHHocT. Hatmunnre nanuu
obaue, He npeanonarar, e (GosHeBaTa KHCE/IMHA MPEAOTBPATABA NOABATA HA BPOJAEHH NedekTH WK
MaJIpOpMaLIHK [IOPaaH eKCHO3ZHLIMA Ha BAIPOAT.

Puck 3a nosopoderomo
~ MHoro panko ca aoknaaeanu ciyuau Ha XEMOparu4€H CHHAPOM IpH HOBOPOAEHH, YUHTO

MaHKH ca NpHeMaslH BaJINpoar 1o BpeMe Ha OpemenHocT. To3M xemoparuueH CHHAPOM €
CBBP3aH ¢ TPOMOOLIMTONEHHA, XHIOGUOPHHOTEHEMUS WINH 10 HaMaIsBaHe Ha ApYTH hakTopu
Ha KPbBOCBLCUPBAHETO. AQHOPHHOreHEMUS € JOKTAABAHA CHIIC M MOXE /14 bbae c daranen
n3xoa. Tozn xemoparuyeH cunapoM, obaue, Tps0Ba Na ce pa3rpaHHYH OT HAMANABAHETO Ha
BUTaMHH K-3aBucumuTe daktopn, unayumpanu ot ¢denobapbuTan 1 eH3UMHM UHIYKTOPH.
Crefosarento, 6pos Ha TPOMGOLMTHTE, HUBOTO Ha ¢ubpuHOreHa B naa3mara, KOaryJIallHOHHH
TECTOBE H (PAKTOPH Ha KPBBOCHCHPBAHETO TpAORBA fa ce H3cieaBaT npu HOBOPOAEHH.

- Ciyuan Ha XMnortukeMus ca GUIM JOKTa1BaHHU IIpH HOBOPOAEHH, YHHTO MaiKH ca npueManu
Ba/lNpoaT Nno BPEME Ha TPETUS TPHMECTHP OT OBpeMEHHOCTTa

- Cryyau Ha XMNOTHPEOHAN3bM ca GHIIM TOKNAABAHH NPy HOBOPOJEHH, YHHMTO MANKH ca
NpHEMaJTH BANNPOAT MO BpeMe Ha GpeMeHHOCTTa.

- CHHApPOM Ha OTHEMAHETO (B YACTHOCT Bb30Y/a, pa3ApasHUTENTHOCT, CBPBXBB3GY AMMOCT,
HCPBHOCT, XMMCPKHHE3HU, HapYlIeH TOHYC, TPEMOP, KOHBYJICHH W HAPYLUEHHS Ha XPAHEHETO)
MOXE N1a C€ MOSBU NMPH HOBOPOAEHH, UHHMTO MAMKH Ca MpHEManu BA/IMPOAT NO BpeMe Ha
NOCIICAHMS TPHMECTBP OT OpeMEHHOCTTA.

Muxe n NOTCHIHAICH DHCK OT EEBCTEOHCTBH HA HEBPOJIOTHYHOTO PA3IBHTHE NPDH N€HA YHHTO

Oamu ca JACKYBAHH ¢ BAJNPOAT Npe3 3-Te Mecela NpPeAH 3a4YeBaAHETO,

PeTpocnekTusHo 06cepBatHoHHO Mpoy4BaHe B 3 CKaHAHHABCKH AbP/KABH MOKA3Ba NOBUILEH PHCK OT
Pa3CTPOHCTBA HAa HEBPOJIOTHYHOTO Pa3BUTHE (neurodevelopmental disorders, NDD) npy aeua (ot 0 go
| l-roauiuxa Bu3pacT), ynuro Sawy ca JICKYBaHH C BA/NPOAT KaTo MOHOTEpanusA ripe3 3-te meceua
MIPEIIH 3a4€BAHETO, B CPABHEHHE C IellaTa, YMHTO Galliu ca NeKyBaHH C TaMOTPHXXHH WK
IEBCTHPALICTAM KaTO MOHOTEpAIIUA, ¢ 06001IeHO KOPHTHPaHO CHLOTHOLIEHHE Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupanusr KymyjiaTHeeH puck ot NDD sapupa mexay 4,0 % u 5,6 % B
pynara Ha sannpoart cnpamo mexay 2,3 % u 3,2 % B komGuHHpaHaTa rpyna Ha

NaMOTpHXKHH/ eBeTHpaueTaM. [IpoyyBaHeTo He e NOCTaThYHO MaluabHo, 3a 1a ce uicieaBa Bpb3KaTa
CbC cneuHpHinn noatunose NDD, a orpanuyenusTa na NMPOYYBAHETO BKIKOYBAT [IOTEHLHATIHO
»3AMBIIABaHE", CBBP3aHO C MOKA3AHHUETO H PAITHKM BbB BPECMETO Ha MpOCTIEANBaHE MEXKIY I'PYIUTE C
ekcrno3uums. CpeIHOTO BpeMe Ha NpociensBaHe Ha JelaTa B rpynara ¢ Bannpoat Bapupa Mexay 5,0
M 9,2 ronunu B cpaBHehue ¢ 4,8 u 6,6 roauHK 2a neuaTa s rpynaTa ¢ NaMOTPHXKUH/NEBETHPALIETAM.
Karo uano e Bb3MoxkeH nosumieH puck ot NDD NpH A¢ua Ha balum, NeKyBaHU ¢ BANNpPOAT npe3 3-Te
MECELIA MPEAH 3aHCBAHETO, HO MPHYHHHO-CIEACTBEHATA BPB3Ka ¢ ynoTpebaTa Ha BAJT[IPOAT HE €
noTBbpaeHa. OCBEH TOBA B NPOYYBAHETO HE € OLICHEH PHCKBT oT NDD npu meua, yuuro 6amy ca
CIpEk NIpHEMa Ha BaNMpoaT MoBeYe oT 3 Mecewa NPE/IH 3a4€BAHETO (T.€. € Bb3MOKHA HOBA
cnepmaroreHesa 0e3 €KCMO3MIMSA Ha BAANPOAT).

o

To4Ka 4.4). [TauMeHTHTE OT MBIKKM Mon He TpA0Ba Na aapABaT cnepMma no Bpeme Ha neqeninfs
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['M JIEKAp, 32 Aa ce MPELCHH Na/IH BANNPOATHT € Hai-MOAXONAILOTO JAeYeHHE 33 TAX. 3a
NALHMEHTH OT MBIKKH MOJI, KOMTO ILTAHUPAT Jia 3a4€HaT JeTe, Tpa6Ba 1a ce OOMUCIIAT | na ce
OOCBAAT ¢ TAX NOAXOAALIN ANTEPHATHBH Ha Ne4eHHETo. BLR BCEKH OTAC/IEH Clyyaii TpabBa aa
C© HPELCHAT HHAUBMOYaNHUTe oOcToaTeNncTRa. [Ipenopbuea ce [pH HeOOXOMUMOCT fa ce
NOTBPCH CBBET OT CNELIHAIIHCT C OMHT B JIEYEHHETO Ha eMIICIICHA.

Kbpmene

Exckpeuusta Ha Bannpoar B kppMara e HHCKA, C KOHLEHTpaLka Mexdy 1% a0 10% ot cepyMuuTe HuBa
Ha Mankara. Be3 ocHoBa Ha nuTepaTypHua ¥ KIMHHYEH ONHT, KbpMEHETO TpAOBa [1a ce npepasriena
KaTo c€ B3cMe not BHUMaHKe npo¢una Ha 6ezonacnoct Ha denaxun 400 mg Mpax ¥ pa3TBOpHTEN 3a
MHXXCKLIHOHEH pa3TBop, 0CODEHO XEMATOIOrHHHUTE HapylleHus (Bx. Touka 4.8 Hexenanu nekapcrsenu
pPEaKLHH).

Tpsabra na ce B3eme perienue oTHOCHO CITMPaHE HA KEPMEHETO WITH NPEYCTAaHOBABAHE/OMpaHHYEHHE Ha
neqenneTo ¢ Jemakun 400 mg npax K pa3TBOPHTEN 33 HHKEKLIMOHEH pa3TBOp, KaTO Ce& UMaAT TIpeIBU
NOJI3HTE OT KbPMEHETO 32 AETETO H NON3aTA OT ICYEHHUETO 32 MAMKATA.

®eprHanTeT

HMMa chobinenus 3a amenopes, NOIMKHCTO3HH AWYHULH U YBEIHYEHH HHBA Ha TECTOCTEPOHA NMpH
HCHHU, NpueManu saanpoar (Bx. Touka 4.8). [Npwiaranero Ha BaJINPOAT MOXKe ChILO Ja HApYILH
depTnuTeTa NpH MBbXKE (BK. TouKa 4.8). HapyirenusTa Ha GpepTunureTa B HakoH Clly4au ca
oOpaTtHMy Hak-Manko 3 Mecewa cien NpCyCTaHoBsABaHe Ha 1eueHHeTo. OrpaHuyeH 6poii 1oKIanBaHK
C/1y"an Npeanonarar, 4e 3HaYHTETHO HaMangBaHe Ha 03aTa MOXe 1a onodpH gpeprunurera.
Bunpeku ToBa, B ApYry cyuan, HAMa qaHHH 33 00paTUMOCT Ha 6e3[UI0AHETO NPH Mbke.

4.7 EdexTn Bupxy cnocobnocTTa 323 wogpupane n pabora c MRAUHK

[Maunenrure Tpa6sa aa Gbaar NPCAyNPEACHU 32 PHCKA 0T CbHIIHBOCT, 0COGEHO B CITyyau Ha
NPOTHBOr'bpHOBa NOIUTEPAITHS WIX B KOMOUHALMA ¢ GeH30AHARETHHK (BXK. Touka 4.5 dpyru
B3aHMOACHCTBHSA ).

4.8 Hexenauu nekapcTBeHn peakunn

HM3nonssaua e cneanata CIOMS KJIaCHGHUKAUMA 32 YECTOTA HA HEXKETAHHTE JNEKAPCTBEHH PeaKLIMH:
Muoro uectu (>1%); uectu (>1% u < 10%); neuectu (20,1 u <1%): peaku (0,01 u <0,1%); MmHOroO
peakH (<0,01%), ¢ Heu3BecTHA YecToTA (OT HATMYHHTE JaHHU He MOXKe N2 6B e HalpaBeHa OLEeHKa).

Bpooenu, ghaviwinu u cenemuunu Hapyuenus (8xc. mouxa 4.6)

Hapywenun na kpvenama u aumehnama cucmera
Hectu: anemus, TpomGouuToneHus (Bx. Touka 4.4)
Heuectn: naHumTonexus, neskonenus

drpaHyJIOLIUTO3a, MAKPOLMTHA aHEMHS, MAKPOLIMTO34

H3creosanun

Peaku: nonnkeru HuBa Ha KOary/1alHOHHHTE (PakTOPH (MTOHE Ha €IUH OT TAX), OTKIIOHEHHS B
ROAryJlaUHOHHHUTE TECTOBE (HANPUMED YABIKEHO NPOTPOMBHHOBO BpEME, yABDKEHO aKTHBHPAHO
NapuxanHo TPOMOOILIACTHHOBO BPEME; VIB/IKEHO TPOMOMHOBO BpeMe; yBenuueH INR) (k. Touku
4.4 1 4.6), HenoCTHr Ha GHOTHH/GHOTHHHIA33

Hapywenua na nepsnama cucmema
MHoro yectu: Tpemop

YecTh: ekcTpanupaMuaHu HapyWeHNA, CTYNOP*, COMHOJIEHTHOCT, KOHBYJICHU*, Hapyfe
namerTa; rnaBodosIHe; HUCTArbM; HAKOJKO MHHYTH C1I€l HHTPaBEHO3HA HHKEKLIMSA M
3aMaiiBaHe (MPH HHTPABEHO3HO MPHIOKCHHE, 3aMatHOCT, MOKE A2 C€ NOSY4H 3a HAK
ODHKHOBEHO H34€3Ba CMOHTAHHO CJled HIKONKO MHHYTH)

Heuectn: koma*, cHueganomnatus*, I€Taprus®, obparuM NapKHHCOHHIBM, aTakCHA, n




Heuectu: yrexHeHn koHByncHH (BX. Touka 4.4)

Peaku: obparuma nemenms CBbp3aHa ¢ obpatiMa tepebpaia aTpodus, KOrHHTHBHH HapyLueHu
*CTynop 1 netaprus, Boaelu NoHIKora 1o NpeXonHa KoMa/eHuedanonaThs; Te ca GWIH CAMOCTOSTETHM
WIH CBBP3aHH C NOBHIIABAHE YECTOTATA Ha MbPYOBETE B X014 Ha TEPanuATa, U HAMANSBAT ITPH CIIHpaHe
Ha JICHEHNETO WIH NIOHIDKABAHE Ha N03aTa. Tesu CIyyau Bb3HHKBAT Haii-uecTo NnpH KOMOUHHpaHa
Teparnus (Mo-CneuranHo ¢ peHobapOuTtan win TONTMPaMaT) WK Clie]l BHE3AMHO yBe/IMYaBaHe Ha NO3HTe

BAJINPoar.

Hapywenus na owume
Peaxu: pumonus

Hapywenun na yxomo u nabupunma
Yectu: rimyxora

Pecnupamopnu, 2pvonu u meduacmunainu Hapyuenus
HeyecTu: mnespasen uanus (eo3rHOGHNEH)

Cmomauno-upesuu napyuenus

MBHoro yecTu: ragene*

YecTH: nospbluate, Bb3NaneHHs Ha BEHLIHTE (OCHOBHO XMMEpIUIa3us Ha BEHIIHTE), CTOMATHT, OOJIKA B
FOpHATa HaCT Ha KOpeMa, IMapus YeCTO Bh3HHKBAT MPH HAKOM MALIHEHTH B HAYAIOTO Ha JIEYEHHETO, HO
OOHMKHOBEHO M34Y€3BAT Cle HAKOJIKO AHH 6e3 MpeKpaTsBaHe Ha JICHEHHUETO

*Habmonasa ce cbio Hakonko MUHYTH criexn HHTPABCHO3HO HHXXEKTHPAHE ChC CITOHTAHHO 3aTHXBAHE B
PaAMKHTE Ha HAKOJIKO MHHYTH

Hevectu: naukpeatuT, nonskora ¢ daranen u3xon (Bxk. Touka 4.4)

Hapywenua na 6vbpeyume u nuxounume nsmuya

YecTH: yprHapHa HHKOHTHHEHUUS

Heyectn: 6u6peuna HenoctaTbunocT

Peaku: enypesa, TyGynounreperuuuanen HeQpuT, 0BpaTHM cuHApoM Ha Fanconi, HO MEXaHM3MbT Ha
JEHCTBHE OLIE He € ICEH

Hapywenun na xoxcama u nodxoscnama moxar

HecTH: CBPBXYYBCTBHTENHOCT, MPEXOAHA W/HIN 10303aBHCHMA aNONeLHs, HapylWEHHA HA HOKTHTE K
HOKBTHOTO J1€rso

Heyectu: aHrnoeaem, o6pus, HapyWICHHA Ha KOCHMa (KaTo HeoOHuaiHa CTPYKTYpa Ha KOCHMa,
MPOMEHH B LIBETA HA KOCHMA, HeOOHYAEH pacTex Ha KocaTa)

Penxu: TokcHuHa enuaepmania HEKPO.IH3a, CHHAPOM Ha Stevens-Johnson, epurema MYJITH(OpME,
CHHIAPOM Ha NEKAPCTBEH OOPHB ¢ €03MHOPUIIHA W CUCTEMHH CHMITIOMHM (DRESS)

C Heu3BeCTHa YECTOTA: XHNEPITUrMEHTALIUS

Hapywenua na mycxyano-ckenemuama cucmema u cvedun UMEAHAMA MbKAN

Heuectu: HamaneHa kocTHa MHHCPAJIHA [UTETHOCT, OCTEONEHHS, OCTEONOPO3a U (hpakTypH IpH
MaHUCHTH Ha NPOIBbIKUTENHA Tepanus ¢ JlenakHH. MexaHu3MBT, 1o koiTto JlenakuH Nos/IusBa
KOCTHHSA MeTabONH3BM, HE € yCTAHOBEH

Penku: cucTeMed nynyc CpHTEMATO3YC (BX. TOUYKa 4.4), pabGaoMHonu3a (Bxk. Touka 4.4)

Hapywenus na endoxpunnama cucmema
HeuecTu: cuHapoM Ha HapyuleHa cexpeuns Ha AIX (SIADH), xunepanaporenninm (XHUpP3YyTHIBM,
BUDHIIH3BM, aKHE, MBKKH THIT aTONeUHA W/ HIK yBeJTHYEH AHIpOreH)
PenkH: XHIOTHpEOUIN3IBM (BXK. TOYKA 4.6)

Hapywenus na memaboauzvia u xpanenemo

HecTu: xunonatpuemus, ysenauyero terno*

* [loBHILEHOTO TeNecHO Terno TpabBa ga Obae BHUMATENHO NpocneasBaHO, Thil KaTo
MOMHKHCTO3CH OBapHalleH CUHIAPOM (BXK. TouKa 4.6)

Penxn: xunepamonuemus* (Bx. Touka 4.4), 3aTnbCTABAHE




*BB3MOXKHO € 1a HACTBOAT CITy4an Ha H3ONUPaHa WK YMEpEHa XHriepaMOHUeMHs 6e3 NPOMsHa B
4epHOAPOOHHTE PYHKLIMOHA/IHM TECTORE U TOBA HE TpA0Ba na 6bae NpHYHHA 3a peKpaTABaHE Ha
TepanusaTa. ChoOLIABAHO € H 33 XHNIEPAMOHHEMHS, CBBP3aHa C HEBPOJIOTHYHHU CUMITOMH. B Takusa
CITy4aH, € HeoOX0aHMO J1a ce OOMHUCIAT NOMBIHHUTETHH H3CIe IBaHHS (BX. Toukn 4.3 1 4.4
Hapywienus B ypeiiHus uMksn ¥ puck ot XHnepaMoHeMus H [lauueHTy ¢ puck or
XHIIOKApHUTHHEMHSA ).

C HeM3BECTHA YECTOTA: XMMOKAPHUTHHEMMS (BXK. TOYKH 4.3 U 4.4)

Heonnazmu - 0obpoxauecmsenu, 3noxavecmeenu u Heonpeoenenu (6Ka. KUcmu u noiunuy)
Penku: MuenoancruacTiyeH cHHapOM

Cvooeu napywerus
Yectu: xemoparus (Bx. Touku 4.4 u 4.6)
HeuecTu: Backynur

Obwyu napywenus u egpexmu na macmomo ua RPWIOHCEHUE
Heuectu: xunorepmus, Hetexbk nepudepe enem

Xenamoburuapnu napywenus
HecTn: yepHoapobHu yBpexaanus (Bx. Touka 4.4)

Hapyuenus na ev3npouzeodumennama cucmema u 2vpoama

Yectn: qucmeHopes

HeuecTtu: ameHopes

Penku: 6e3nnonue npu Mbxke (BX. TOuka 4.6), NONHUKUCTO3HY AHYHHLK

Hewcuunu napywenus

Hectu: cueTOsHHE Ha OOBLPKAHOCT, XAMIOLMHALIMH, arpecus™, aKHTaUUA*, HAPYLIEHO BHUMAaHHe*
Penxu: aGHOpMHO noBeneHHe*, NCHXOMOTOpHA XUTepakKTHBHOCT¥, HapyllleHa crioco6HoCT 3a
obyueHue*

*Te3u HeXeNnaHH NeKapCTBEHH PeaKkLMH ca HabMIONaBAHH OCHOBHO NpH NeaHaTpHuHAaTa NOMyJIaLus.

Bausnue evpxy rabopamopnu u ouazrnocmuuniu uzciedeanis

Tvi xkaTto BaNNpoar ce oTaeNs OCHOBHO npe3 OuOpeunTe, YaCTUYMHO O ¢opMaTa Ha KETOHHM Teja,
PE3YTITATET OT HANPABEHHSA TECT 3a OTJE/ICHHTE KETOHHH TEJa MOXe /12 € NOABEK ALl ITPU NALMEHTH C
auaderT.

IleagnaTpuyHa nonynauus

[TpogunsT Ha Ge30MacHOCT HA BAANPOAT B MeqHATPUYHATA nonynauus € CPpaBHHUM C TO3M MpH
Bb3PAaCTHH, HO HAKOH HEXENIAHH peaKkiMM ca MO-TEeXKH WM ce HaGai00aBaT rMaBHo B neAHaTpHUHATA
romynauns. ChulecTBYBa 0CO0EH PUCK OT TEXKKO YEpHOAPOOHO YBPEKAAHE MPU KEPMAYeTa U MAJTKH
liena, 0co0eHO Ha BB3pacT nod 3 roauHH. MajikuTe Aelia Chino ca WII0KeHH Ha ocobeH PHCK OT
MAaHKpeaTHT. Te3H pUCKOBE HAMANIABAT ¢ yBeaMYaBaHe Ha Bb3pacTTa (BK. Touka 4.4). [IcuxuuHu
pasCTPOHCTBA KaTO arpecus, Bb30yaa, HapyllieHHe Ha BHUMAHHETO, HEECTECTBEHO [IOBEAECHHE,
CHXOMOTOpPHA XHNEPAKTHBHOCT W HapylleHa cnocoOHOCT 3a 00yueHHe ce HabMoaaBaT FaRHO npH
NeAHaTpHYHATA NOMyNallHA.

CrobmaBane Ha HexeN1aHN peaKuHH
CrobLluaBaHeTo Ha MNOJO3UpPAHU HEXENIAHH PeaKLIMH Clle] paspemasaHe 3a ynotpeba Ha eKapcTBeHHA
NPOIYKT € BaXKHO. TOBA M03B0JIABa A4 MPOILIDKHM HAONOAEHHETO HA ChOTHOWIEHHETO MoN3a/

TOJO3UPAHA HEXKENAHA PeaKLMA Ypes:
H3nmbHUTeIHA areHUMs No JiekapcTBaTa
v, Jamsas ['pyes” Ne 8,

1303 Codus,

Ten.: +35 928903417,

yebcaiiT: www.bda.bg,




4.9 TIlpemo3upaue

[lpusHaiy ¥ cUMITOMH

[Ipu3HauuTe Ha OCTPO MACHBHO Mpeno3npane 0OMKHOBEHO BIUTIOYBAT KOMA C MYCKYJiHa XHIIOTOHHUA,
XHNOpEQEKCHS, MHO3a, HapyllIeHa AHXATeNHa QyHKUMA, MeTaBONUTHA aLM103a, XUITOTOHHS U
LIMPKYJIATOPEH KOJanc/1oK.

Cnen MacuBHO npeno3upaHe ca HACTBHIBAIH CMBPTHH CYHaH; BLIIPEKH TOBA, OOMKHOBEHO M3XOIBT €
OnaronpHsTeH.

CumMnromuTe obaue MoraT na BapHpar u ce chobLIaBa 3a FBPYOBE [PH MHOTO BHCOKH IUIa3MEHU HHUBA.
CrobiiaBa ce 3a ciryyad Ha NOBUILEHO HHTpaKpaHHANIHO HaNAraHe, CBbP3aHO ¢ MO3BYEH OTOK.
Hanuunero Ha Hatpuii B chequHeHMsITa © BAMNpoaT MOXe Na NOBEAE A0 XHITEPHATPUEMHS B C/TyYauTe Ha

fIpeo3rpaHe.

OBaagsBaHe
B cnyyait Ha Npeao3vpaHe ¢ BAJINPOAT, BOJAELLO A0 XHNCPAMOHEMHA, MOXE A& CE€ MPHIOKH KapHUTHH
HHTPaBEHO3HO, 3a 1a C€ HOPMAJIU3UPAT HHBATA HA AMOHSKA.

5.  ®APMAKOJIOTHYHH CBOHCTBA
3.1 MapMakoAHHAMHYHH CBOjicTBa

(PapMakoTepaneBTHYHa rpyna: [IpoTHBOeNMISTTHYHH cpeacTBa
ATC xon NO3AGOI

E¢extsT Ha BAnnpoar e rnasHo BbLpxy LIEHTpA/THATa HEPBHA CHCTEMA.
Te3u aHTUKOHBYICAHTHH CBOMCTBa NeficTRaT MPH pa3iH4yHH MOJEAH KOHBYJICHUM NPH KHBOTHU M
CHHJIENCHH MPH Xopa.

EkcriepuMeRTaNHH W KIMHHYHK NPOYYBaHHS Ha Ba/INPOAT NOKA3BAT /1BA BUJA MEXAHU3BLM Ha
ACHCTBHE:

I[TbpeusT e npak dapmakonornuen edexkr, CBBP3aH C KOHUEHTPAUHHTE Ha BAINPOAT B MJ1a3MaTa H
MO3bKa.

BTOPHAT € HHAMPEKTEH ¥ HAN-BEPOATHO € CBBP3aH C METABONHTHUTE Ha BaNNpoAaT, HAMHPALLHK CE B
MO3BKa, HIMEHEHUA B HEBDOTPAHCMUTEPHTE WM AWPEKTEH MeMOpaHeH edekT. [puera e xunoresara
3a yBeH4aBaHe HuBata Ha GABA cnen npuem Ha Bannpoar.

BannpoaTsT HaMaisBa npoab/KHTETHOCTTA Ha HHTEPMEIHEpHATa (ha3a Ha ChHA C €HOBPEMEHHO
YAw/DKaBaHe HA OaBHROBBIHOBHA CHH.

3.2 dapmakoKkHHeTHYHH CBOHCTBA

Pasnpeneneuue

[lpemunaBane npes muauenTara (Bx. Touka 4.6).
Bannpoat npemuHaga npes nnauentapuara Oaprepa kakTo NpH JKHBOTHH, Taka H NpH Xopa.

- Hp#u xuBOTHHTE, BANNPOAT NpeMHUHABA Mpe3 MIaLeHTaTa B N0106Ha CTeneH KaTo MpH Xopara.

- Hakonxo nyGnukauuu ca uscnemsanu TIpH XOpa KOHLICHTPaLIMHTE Ha BaAMNpoaT B MLIHATA

BPBB Ha HOBOPONEHH NpH paxkaaHe. CepyMHHTE KOHLIEHTPaUMM Ha BATNPOAT B )

[IOKa3BalllH TE€3H BbB (QeTyca, ca MOAOOHH MNM JIEKO 3aBHILUCHH B CpaBH

MaHKkara.

MeTabonnznm
Paznu4ny papmakokuHETHUHH MpoyYBaHKS [pOBEKAAHH C BANNPOAT Ca MOKa3anH, Ye \
- GHOHANHYHOCTTA Ha HATpHEB BaNIIpOat MpH BEHO3HO MNMpUHIokeHHe e okoto 100%. x\-fi- |




- 00eMBT Ha pasnMpOCTpaHEHHE Ce Onpeens oT 6bp3 0OMeH Mex Iy KpPLBTa 1 €KCTpalLleynapHara

Te4HOCT. Bannpoat npemuHaBa B UepeSpOCIHHAIHATAE TETHOCT H MO3BKA.

~BPEMETO Ha IOy KHBOT € oKoJlo 15 - 17 vaca.

- 38 TCpaneBTHYHA €PEKTHBHOCT € HeOOX0MMa MHHHMAJTHA TUIa3MeHa KOHLEHTpaiusa paBHa Ha 40 -
50 mg/1 v Bapupa Mexay 40 u 100 mg/l. [Ipy nnasmenu Huea Han 200 mg/! nozara TpsabBa na ce
HaMaJlH.

- IPH NEPOpANTHO NMPUNoKEHHE “steady state” nna3meHa KOHUEHTpALMA ce JOCTHTA 3a 3-4 AHU; NpH
WHAEKIIHOHHO NpHUaraHe ce OCTHTA 33 HAKO/IKO MHHYTH M Ce NOAABPKA C HHTPaBEHO3HA HHDY3HA.
- BANPOATET CE CBLP3Ba BHB BHCOKA CTENEH ¢ MJIa3MEHHUTE MPOTEHHH, KOETO ITHK 3aBHCH OT 103aTa K
HACHLLAHETO.,

- OCHOBHHAT MbT 32 OHOTpaHCHOPMALIMS HA BANMIPOAT € FIIOKYpoHHpaHeTo (~40%), npeauMHoO upes
UGTI1A6, UGTIA9 1 UGT2B7.

- HATPHEBUAT BAINPOAT INIABHO CE EKCKPETHPA MPe3 yPHHATA Cl1e/l MeTaboNH3UpaHe ype3

FITIOKY POKOHIOTALHA U O€Ta-OKCHOAUUS.

- MOJIEKy1aTa Ha BaNpoaTa MoXe a 6b/ie AMaNU3KpaHa, HO Ce eKCKpeTHpa caMo cBoGoaHATA ¢opma

(npubnuzutento 10%).

- BANINpOAaT He HHAYUHPA €EH3UMHTE OT MeTaDONHTHATA CUCTEMA, BKIIOYBAILA LHTOXpOoM P 450 —3a

padjiika OT MOBEYCTO APYTH AHTHEMWIEITTHYHH CPEICTBA TOM HE YCKOPABA CBOETO COBCTBEHO
pA3rpKIAHE, HUTO TOBA HA APYTH BELIECTBA, HAMNP. €CTPOTEHH, MPOTECTEPOHH M AHTHBHTaMHH K.

[Teouampuunu nayuenmu

Jeua Ha Bb3pact Han 10 roawHM U IOHOLIM UMAT KITMPBHC Ha BAJINPOAT MoJoO€H Ha TO3M NpH
Bb3pacTHH. I1pn neanaTpuunn natmeHTH Ha Br3pact noa 10 roaMHH CHCTEMHHS KITHPBHC Ha
BajINpoar c€ paiiktiasa B 3aBUCUMOCT OT Br3pacTTa. IIpH HoBOponenw u kbpmayeTa Ha Bb3pacT 10
2 Mecela KIIMPBHCHT HA BANPOATa € HaMasleH NPH CpaBHEHHUE € TO3H MPH BL3PACTHH H € HAl-HUCBK
HEMOCPENCTBEHO Cer paxkaaHeTo. [Ipu npernea Ha Hay4HaTa NMTEpaTypa NOYXHBOTHT Ha
Bannpoara NnpH KbpMatieTa Ha Bb3pacT A0 2 Mecella oKa3Ba 3HAUMTENHH pa3iukH oT 1 1o 67 yaca.
Ilpy neua Ha BB3pacT 2 — 10 roAMHK, KNHPLHCHT HA Bannpoara € ¢ 50% no-BHCOK OT TO3W NpH
Bb3PACTHHU.

5.3 IlpeaxkJHHHYHM XaHHH 32 Ge30nacHOCT

Ilpoyysanus npH XHBOTHH MOKA3BAT, Ye EKCMO3NLHATA Ha BAJINPOAT in utero BoAU 10 Mopdonoruynu
W/HIH GYHKUHMOHAIHY NPOMEHH Ha CIyXOBaTa CHCTEMa MPH [UTBXOBE W MHLLKH.

Bannpoar He noka3isa npu aHanus in vitro MyTareHHOCT HUTO NPpH ODAKTEPUH, HUTO BLPXY KJIETKH OT
MHIIH THMOOM H He MHAYUMpa penapauus Ha JJHK B ITbPBHYHH XE€NATOLIMTHHU KYJTYPH OT [UIBX. In
vivo, obaue, ca NOMy4eHH NPOTHBOPEUHBH Pe3yNTaTH 3a TEPATOr€HHHUTE A03H B 3aBHCHMOCT OT
HauKHa Ha npunoxenne. Cnea nepopanHo NPWIOKEHHE, HAH-YeCTO H3ANON3BAHHS HAYHH Ha
MPHIOKEHHE NpH XOpa, BaJINPOaThT HE HHAYLMPa XPOMO3ZOMHH abepaLiui B KOCTEH MO3BK OT ITBbX
HIIW NOMHUHAHTHH JeTaTHH eeKTH Npu MuwikK. MHuTpanepuroneannoro HWHXXCKTHpaHe Ha BaNpoar
OBHILIaBa HaKBbCBaHE Ha BepUruTe Ha JIHK u xpomosoMHun yBpexaanus npy rpuzauy. B
AOITbJTHEHHE, B ITyONHKYBaHU NMPOYUYBAHHUS € ChOBIIABAHO 3a yBeJIW4CH OOMEH MeX Iy CECTPHHCKHTE
XPOMATHIH MPH MALMEHTH C CMHICHICHA, NPUEMALIH BAJINPOAT, B CPaBHEHHE C HEJIEKYBaHH 3ApaBH
Y44aCTHHLH. Bbnpek ToBa, #3Kkm0uBaLLy ce pesynTatH ca MOJTYUEHH NP CpaBHABAHE Ha NaHHUTE MpPH
MaLIUCHTH € CNWICTICHA, NEKYBAHH C BINPOAT, ¢ TE3H Ha HEJIEKYBAHH MTALMEHTH C eMHIENCHS.
KNHHHYHOTO 3HaueHHe Ha Te3u pelynTaTH 3a HHK/xpomo3omure € HeuspecTHO.

HexanHuuHuTe naHHH He Moka3BaT ocobeH puck 3a X0paTa Bb3 OCHOBA HA KOHBEHLIMOHATHH
MPOYYBAHHA 38 KAHUEPOTEHHOCT.

Penpodykmuena moxcuunocm
BasinpoarsT uHaynmpa Tepatorenny edektu (MangopMauHi Ha MHOXKECTBO OpraHH
MHMILKH, IUTHXOBE H 3aHUM. OTK/IOHEHHS B IOBEACHHETO ca ChOGLABAHH B HHIMBUIL
NOKO/I€HHE Ha MHLIKH H [LTbXOBE CJIE EKCMO3ULIMA in wlero. HAKOM roseaeHYecK
HaOMONaBAHH CBUIO H BLB BTOPO MOKOJIEHHE, a ChIHTE ¢a GIIH AO-Tpy AHO 3abene




NMOKQJICHHE HA MUUIKH CJien oCTpa in utero C€KCITO3UilHuA Ha MMBEPBOTO MOKOJIEHHE HA TEPATOr¢HHH N03U
BAJINIpoOar. CI{pHTHTE MCXAHH3MH H KTMHHYHATA 3HAYUMOCT H2 Te3H OTKPHTHA Ca HEU3BECTHH.

B npoyusanns 3a TokcuuHocT npu MHOTOKpaTHO NMpWIaraHe ca ChoOIIEHH TECTHKYNapHA
A€reHepauua/aTpous WM HapyileHHs B CIepMaTOreHesaTa H HaMansaBaHe Ha TEr/IOTO HA TeCTHCUTE
[TPH BH3PACTHH ILTBXOBE H Ky4€eTa Clie]l IIEPOPANTHO MPUIIOKEHHE B TO3M ChOTBeTHO 400 m g/kg/nen u
150 mg/kg/neH, HaxoaKku B TecTHCHTE, CBBP3aHH ¢ HUBa 3 HabmonasaH HeGnaronpusTen edekt (no
observed adverse effect levels, NOAELSs) ot 270 mg/Kg/AeH Npy BB3pacTHH IIBXOBE B 90 mg/kg/nen
MpPH Bb3PacTHH Ky4eTa.

CpaBHeHHATa Ha rpaHULMTE Ha Ge30nmacHOCT Ha 6azaTta Ha ekcTpanonrpanata AUC npu misxoee ¢
Ky4eTa NOKa3BaT, Y€ MOXe [1a HAMa I'paHHLia Ha 6e30nacHOCT.

[Ip# FOBEHWTHN NTBbXOBE HAMAJIABAHE HA TEMIOTO HA TECTUCHTE € Hab[ANaBaHO caMo TpH A03M,
Ha/BHIlIaBalllh MakCHMATHaTa MOHOCKHMa 103a (ot 240 mg/kg/neH npu HHTPanepUTOHEAIHO WM
HHTPaBEHO3HO MPHIIOXKEHHKE), €3 CBLP3aHH XUCTONATOIOrHYHK npomMeHH. He ca Habmonasanu
eeKTH BbPXY MBIKKHTE PenpoayKTHBHH OpranH nph noHOCHMH 103u (00 90 mg/kg/nen). By ocHosa
Ha T€3H JTaHHH I0OBEHWUTHHTE XHBOTHH HE CE CYHTAT 34 MO-NOJATIMBY 110 OTHOWEHHE Ha HaXO/IKH B
TCCTHCHTE, B CPABHEHHE C Bb3PACTHHUTE. 3HAYEHHETO HA HAXOAKHUTE B TECTHCHTE 34 neavaTpUyiHaTa
MOIMyJIaLing HE € U3BECTHO.

B npoyusane 3a deprunurera npu wisxose, Baimpoat B 1034 A0 350 mg/kg/AHeBHO He NoBAusARa
PEOPOOYKTHBHATA GyHKUHA PH MBIKKHTE HHIHBHAM. Brnpexu ToBa MHbepTHIHTET NPH MBiKeE €
HACHTH(QULMPAH KATO HEXeEJlaHa peaKLius [IpH XopaTa (BX. ToukH 4.6. u 4.8).

6. DPAPMALHEBTHYHU JAHHHU
6.1 Chnuenk Ha NOMOWIHE BewecTBA

PasrBopuren:
Bona 3a uHxekuuu

6.2 HecbBMecTHMOCTH

YcranoBeHH ca PHINKO-XHMHUHH CHBMECTHMOCTH Che CJEAHHTE PAITBOPH:

- husHonoruyeH pasreop, 0,9 mg Ha 100 m]

- AEKCTpOo3a, 5 g Ha 100 ml

- ZeKcTpo3a, 10 g na 100 ml

- IeKcTpo3a, 20 g Ha 100 ml

- A€KCcTpOo3a, 30 g Ha 100 ml

- AICKCTPO30-CONEBH pa3TBOp: 2,55 g nekcrposa u 0,45 g NaCl wa 100 m|

- HaTpHeB Onkapbouar, 0,14 g Ha 100 ml

- TpomeTamon (THAM), 3,66 g + 0,172 g ua 100 ml,

kato 400 mg uHTpaseHozeH Jenakuy ce pasteapsa B 500 ml ot ropecnomeHaTHTe pa3TBOpH (¢
H3KMIOYEHHE Ha TpoMmeTaMon: 250 mi)

HHTpaBeHO3HUAT pasTBOp MoXe na ce CbXpaHaBa B PVC, noNUTEeHOBH U CTHK/IEHH GaHKH.

6.3 Cpok Ha roanocr
3 roauHn

6.4 Crennannu ycnosns 3a chxpaHenue

To3u nexkapcTBeH NPOAYKT He WIMCKBA CNELMAHH YCJIOBHA 32 ChXpaHEHHE.
[IpMroTBeHUAT HHDY3MOHEH PA3TBOD C€ CbXpaHABa Mexay 2 U 8°C M e rofie” 10

6.5 Bua n chbanpkanne Ha onakoBkaTa

Buaoge omakosku:



- CIHA KApTOHEHa KyTHs ChABpKala | ¢iakoH npax 1 amryna ¢ pasTeopuTten (Boa 3a MHXEKLIHH),
C NpeNh/1IBaHE, KOCTO NMO3BO/ABA NOMy4aBaneTo Ha 4 ml ot 100 mg/ml pastop

- €Ha KapTOHEeHa KyTus ChAbpikalla 4 (nakona ¢ npax (Hatpues Bannpoat 400 mg/dbnakoH) u 4
aMITyJIH € pa3TBOpHUTEN (BOJA 338 HHIKEKLIUH), C MPENbIBaHE, KOETO MO3ROJIABA NnoJTy4aBaHeTo Ha 4 ml
oT 100 mg/ml pasteop

He BCHYKH BHIOBE OMAKOBKH Morat aa Gbaat IycHaTH B npoaaxGa.

6.6 Cnennaann npeAnasHH MepKH NPH H3IXBBPJASHE

IIpHroTBsHe Ha HIDKEKLIMOHHHS Pa3TBOP: HHXKEKTHpaiiTe pasTBopuTend (4 ml) BbB raxkoHa ¢
NHOGWIN3HpaHUA npaX. KoHILEHTpaunaTa Ha NIPUrOTBEHMS pasreop ¢ 100 mg/ml.

Hewn3nosn3saHuAT iekapcTBeH NPOAYKT WM OTNATLYHUTE MATEPHANH Tpa0OBa 1a ce H3XBBLPJAT B
CHOTBETCTBHE C MECTHHUTE H3HCKBAHHA.

7.  NIPHTEXATEJ HA PABPEUMIEHHETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail
94250 Gentilly

DpaHuus

8. HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA

Per. Ne 9600303

9.  JATA HA ITBbPBATA PETUCTPALIMS/TIOAHOBABAHE HA PA3PELHIEHUETO 3A
YIIOTPEBA

Jlata Ha MbpBO pa3pewapade: 29.11.1996
HaTta Ha nocneaHo noaxossasane; 27.02.2009

10. JATA HA AKTYAJ/IU3UPAHE HA TEKCTA

18/12/2024




