KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

¥ To3u JiekapCTBEH MPOAYKT MOJIERH Ha AONBIHATETHO Habmoaenye. Toa 1ie 103BOIH OBP30TO
yCTaHOBSBaHE HA HOBa HHGOpMAIHA OTHOCHO Oe3onacHoCTTa. OT MeIUIMHCKUTE CIIELHATHCTH CC
W3UCKBA 12 CHOONTABAT BCAKA TIOAO3MPAHA HE)ENaHa peakiysi. 3a HauMHA Ha cboOIIaBaHe Ha
HeeIaH! PeaKIMH BHKTe Touka 4.8.
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L Do, TOHUE D e s vias e reenaerenne,
1 m! cupon ceamspxa 50 mg Banrnpoera kucenuHa (valproic acid), o'rroBapﬂmo Ha 5,764 g/ Toomt

(57,64 mg/ml) narpues panmpoar (sodium valproate)

[ToMOIHH BELIECTBA ¢ U3BECTHO ACHCTRHE: MPOMAIHapaxXHAPOKCHOCH30aT, METHII
napaxuapokcubenzoar, rimepos, 105 mg/ml copouron (E 420), saxaposa, eragon 0,00135 mg Ha
BCEKH 5 ml cHpor.

3a OBJHUA CITHCBK HA IIOMOIIHUTE BEILIECTBA BILKTE TOYKA 6.1.

3. JJEKAPCTBEHA ®0PMA

bucTep, 0e3usereH a0 6ae40KbAT CUPOIT ¢ APOMAT Ha HYepella.

4. KJIHMHHYHH JAHHH

4.1 TepaneBTHYAN NOKA3ZAHASNA

Enunaencus

o [IBPBHYHO reHepaNTU3UPAHH CMIVIENCHH U NPHITaIBIU

 TUDOBE NPUCTHIM;

abcasc (petit mal), reHepanu3vpany TOHHUHO-KJIOHHYHY (grand mal), TOHUYHH H aTOHHYHH
NPUIIANBIH, MUOKIIOHUYHH IPHCTBIH, HH)AHTUAHHN CHA3MA.

¢« [ eHepanu2dpaHy eMUNCIICHH H eTTHITENTHYHY CHHAPOMHU:

aDcaHCHA €MTHNTENCHs, FOBeHIIHA MUOKIIOHHYHA eIMWIeTICHA (CUHApoM Ha Janz), ernuiencus ¢
reHEPATM3NPAHH TOHHYHO-KIIOHHYHH NPHIIATBLUM NMPH ChOYKIAHE, GOTOCCH3HTHBHH ETTHICIICHH.
« (CuHapom Ha Lennox- Gastaut.

e (uHaApOoM Ha West.

o DokanHy (HaplHAIHK) SNHICICHH H TIPHCTBIIH ¢ WK 0e3 BTOpUYHA FeHepaTH3aLHs,

BHIOIAPHO pa3cTPOHCTBO
JleueHde Ha MaHMEH EMHA30/1 TIPH OUMNIONAPHO Pa3CTPOHCTBO, KOraTo JTHTHH € MPOTHBOTIOKA3aH UITH HE
ce Tonepupa. llpoasmkapade Ha JTCUSHHETO CJ1el MAHHEH CIIM30] MOXKE /1a ce OOMHCIH npH

NAIUEHTH, KOHTO ¢a Ce NIOBAHAIM OT BAIMPOAaT [PH JICYSCHHETO HA OCTPAa MaHH.

nponyRT.
JleyeHWE Ha T¢HEpATM3NPaHA eTHJIETICHS . KIIOHHYHH, TOHUYHU, TOHUYHO-KJIOH

abCaHCH, MHOKIOHHYHH NIPUCTHIN, AaTOHWYHH NpUNagbuy; cHHapoM Ha Lenn
West,

-



Jleyenre Ha HapIHd/IHA CITHMNCIICHA: NapHHATHHA IIPHCTHIIH C HIH oe3 BTOPHYHH I'CHCPATH3IUPAHN
HpHINAdbIIH.

4.2 J03HPOBKA H HAYMHH HA NPHJIOMKEHHE

Obunuaiinara 1031poBKa 3a 24 yaca e:
- Kbpmauera M aena: 30 mg/kg (3a mpeanoynTade € a ce U3NoJ3Ba CHPOIL HEPOPATICH PAa3TBOP
WIIH I'paHyIipaHa GopMa ¢ yIbBKeHO OCBODOMIaBaHE ).
- FOHOINH H BB3pacTHH: oT 20 g0 30 mg/kg (3a npennounTade e Ja & H3MOI3BAT TADIETKH,
XPOHO TaO/ICTKH WM IpaHyaHpaHa gopMma ¢ yIB/DKEHO 0CBOOOKIABAHE ).

Tosu JCKAPCTBCH IIPOAYKT CC OpCATTUCBA B MHJIMT'PaMH.

B}’THJ'IK&TH CBC CHpOMNA CC NMPEeaoCTaBAa 3a€THO ChC CIIPHHIIOBKA 34 TICPOPAITHO IIPHUIIOXKEHHE, KOATO €C
BKAPBA B KAIIAYKATA HA aJallTEpa.

Hauun na npunoscenue
[lepopasnino npunoxeHHe.

llepopannpst pasTeop TpsAOBa Ja ce NpHeMa caMo C MIOMOILITAa Ha CIIPHHLOBKATA 3a MEPOPATTHO
npunoxkeHue (6510 OyTalio, KoeTo ce HaMHpa B OIIAKOBKaTa),

3a npeanoYyuTaHe e JHEBHATA 1032 Ja Ce [pUeMa IO BpEME Ha XpaHeHe:

— B JIBa IpHEMA 32 lena noj 1 roiMHa

— B TPM npueMa 3a aeua Hag 1 roguna.

Hauano na neuenuemo

AKO MaUUEHTHT € OUN JIeKyBaH BEYE C APYrH AaHTHEMWISITHYHHY NPOAYKTH, BK/IKOYBAHETO HA HATPHUCB
Bajinpoat TpsaOBa Aa CTaHEe MOCTeNeHHO, TAKa Y€ 13 ¢ JOCTUTHE ONTUMAalTHA A03UPOBKA 32 OKOJTIO ABE
CEeIMULIH U ClIe]] TOBA, aKO € HeoDXOMMMO, Aa ce peayLHpaT ChIBTICTBYBALIHTE TEPANMA B 3aBUHCUMOCT
OT HOCTUIHATHS KOHTPOIL.

AKO AaAllUeHTHT He MpUeMa Ipyryd aHTHCITHICOTHYHH IIPOAYKTH, 3a IIPEANOYUTAHE € 103414 a4 CC

[IOBHINABA ITOCTEMIEHHO HA UHTEPBAIM OT M0 2 - 3 JHM IO AOCTUraHe Ha ONTHMAaJIHaTa 1034 33 OKO.10
e/THA CEIMHIIA.

AKO € HAJIOKHUTENHO, KOMOMHUPAHO JIeUeHHE ¢ APYT AaHTHEMHIISIITHYEH MPOAYKT CE BBBEAKAR
nocrerieHHo (Bx. Touka 4.5 BzauMoneiicTeus ¢ ApyrH MeKapCTBEHH NPONYKTH H APYTH (POPMH Ha
B3aMMOAEHCTBHE).

MaHHe# enH30] NPH OHNIOAAPHO PA3CTPOHCTRO
Ipu ev3pacmuiu

JHeBHaTa 1034 TpsA0Ba Ja Obae YCTaHOBeHa H KOHTPOJIMPAaHa HHIHBHIYANHO OT JIEKYBAlllHA JIeKap.
[IpenopruaHaTa HaualTHa JIHeRHA A03a € 750 mg. Ocsen TOBA B KJIMHUYHHY W3MMMTBaHUA HaYaJlHa 103a
ot 20 mg Bannpoatr/kg TenecHo Terio cpllo MNOKA3Ra NPHEMITHB Npodun Ha 6e3onacHocT. (DOPMHUTE C
YIOBIDKEHO OCBOOOMKAaBaHe MOTAT Ja OBJAT MpUIaraHu BeAHBXK WIH iBa MBTH AHeBHO. Jlo3aTa TpAGBa
1a ObJe yBEJUYEHA KOJIKOTO € Bh3MOXKHO NO-Obp30, 3a /1a ce MOCTUrHe Half-HUCKaTa TepaneBTHYHa
032, KOATO BOJM 0 eJlaHuA KIHH4IeH edekT. JIHeBHATa no3a Tpabsa Na Obae ajanTHpaHa CrpaMo
KIHHHYHHS OTTOBOD, 34 J1a ¢ OMpeAeTi Hali-HHucKaTa e(heKTHBHA 1034 34 MHAHBH Iy 418Ud [TALHACHT.
Cpennara JHEBHaA 1032 0OMKHOBEHO RapHupa MexTy 1 000 n 2 000 mg Ba.lmpo TASHT A IRy TO
MOTyUaBaT JHEBHH JIO3H MO-BUCOKHU OT 45 mg/Kg TelnecHO Tery10 AHEBHO, TPSf 2% Db "754;!0

BHHMATEIHO HPOCACASIBAHH. 3y SHO\

[Ipons/oKaBaHeTO HA IEUEHHETO 32 MAHHIAHM €TTM300H TTPH OUNIOJIAPHO PazyTRs 5 23 apﬁ'@sgg .h'

ajlanTHpaHO WHIHBUIYAITHO, KATO C€ U3INON3BA HAM-HUCKATA eheKTUBHA NQjaE | “44 3. v o /
N SR, BT ! }

CrietHaJIHH MOIYJIAlTHH



Heya

Enunencus

Ot nepopaligiTe JiekapcTBEHH (POPMHU, CETHUTE JIEKAPCTBEeHU (POPMH ca TIO-TIOAXOLITH 32
TIPAJIAraHe TIPH Jella Ha BB3pacT mon 11 ronuny (CHpoIL, IiepopaieH pa3TBOp H IPaHyJiH).

llpu maumnenT ¢ OLOpetita HeOCTATLYHOCT

[Ipy mauuenTu ¢ OpOpeUHa HEIOCTATHEYHOCT MOXKE Ja C& HATTOXKM HaMalABaHe Ha J03aTa HIH
YBEJHUABAHE HA J103aTa MpH MAUKSHTH Ha XeMoauaiuza. HatpreB Bainpoat ¢e OTAENA [IPH [HATH3a
(Bx. Touka 4.9). JlosupoBkaTa TpsSOBa J1a ce MPOMEHS CHope KIHHUYIHOTO [POCNIeAsSBaHe Ha
naiueHTa (BK. Touka 4.4).

BHDNOJIIPHO pa3cTpoiicTRO

IIpu oeya u ronouiu:

EduxacHoctta Ha Jlenakun 57,64 mg/ml cupon 3a neueHHe Ha MaHHIHH €ITH30IH NTPH OUTTONAPHO
pa3CTPOACTBO He ca OMTn OLICHABAHH MPH NMAUMEHTH HA BB3pacT Mok 18 roaunu. 3a HHQpopManms
cBbp3aHa ¢ 0€30IacCHOCTTA NPH Jela BUKTE Touka 4.8.

Jlena oT MKEeHCKH NOJI M JKEHHU ¢ ACTePOICH [OTCHLHA

JleyeHHeTO ¢ BANIPOAT TPAOBA 11a C€ 3al104HE M HAOMIOOABA OT CICIUATIHCT C ONMT B JICUCHHETO Ha
SMUTICNCHA MY OUIONIAPHO pa3CcTpoicTBo. Banmpoar He TpadBa ga ce U3TIONI3Ba TIpU JIela OT *KEHCKH
TIOJ U 3KeHH ¢ AeTepo/IeH IOTEHIHA, OCBEH KOTaTo JPYrHTe JIeYeHHd ca Hee JeKTHBHH HIIH HE Ce
NoHAcAT Ao0pe (Bxk. Touku 4.4 1 4.6).

[lonzata u puckbT TpOBa BHUMATEIHO Ja C¢ OLICHABAT MPH PYTHHHHUTE NPEIICAd HA JISUSHHETO.

Bannpoar ce npenmmcea ¢ OTIIYCKa B CHOTRETCTBHE ¢ [IporpaMara 3a mpeamnaspaHe 0T OpeMeHHOCT
npH ynotpeda Ha eanmpoar (Bk. Toukd 4.3 u 4.4).

3a mpeAnoYMTaHE € BANNPOAT Ja ce IPEANUCcBa KaTO MOHOTEpAnua U B Hall-HHCKaTa eeKTHBHA 11034,
aKo € BE3MOJKHO KaTO JeKapcTBEHA (opMa ¢ YABIKEHO 0CBOOOKAaBaHe, 3a Ja Ce IIPSAOTBpaTAT
BHCOKH TTHKORH IJIa3MEHH KOHIICHTpaLMH. J[HeBHATa 1032 TpaOea 1a OBae pasnencHa HaH-Manko Ha
JB¢ €IHHUYHU O03H (BXK. Touka 4.6).

Crnen ocBOOOKAABAHETO Ha aKTHBHOTO BEIUECTBO, B X0/a Ha Mpoueca Ha 3a0aBeHO OCBOOOXKIaBaHe U
B CIEACTBME OT IPHUPOAATAa HA [OMOLIHHTE BEIIECTBA B CHCTABA MY, HHEPTHHAT MATPHKC HE Ce
abcopbupa OT XpaHOCMUNATE/IHHS TPAKT, a c€ eTMMHUHHpPA C W3NPAKHEHUATA.

4.3 IlpoTHBONOKAZAHHA

Jenakuu 57,64 mg/ml CHpOII € IPOTUBOTIOKA3AH MTPH CISAHUTE CHTYALIMH:

- CRpBXYYBCTBHUTEIHOCT KbM HATPHEB BAIMIPOAT HIIH KbM HAKOE OT [IOMOLIHHTE BEILCCTRA,
H30pOeHU B TOYKa 6.1.

- OCTBp X€NATUT UITH XPOHHYEH XEIMATHT.

- JluuHa uH paMuUnHA aHAMHE3a 34 TeKbK XeNaTHT, 0cobeHo CBBP3aH ¢ JIEKAPCTRA.

- YepHoapobna nopdhupwsi.

- Bannpoar e npoTyBONOKazaH NpH ManueHTH ¢ MUTOXOHAPHAIHA HAPYLUCHHL, IPHIYXHEHH OT
MYTAIIUY B SIPEHHS NeH, KOAMPALll MHTOXOHIPHAIHUS eH3uM notuMepasa Y (POLG), Hamp.
cuHapowm Ha Alpers-Huttenlocher, kakTo 1 npu aeua noa AperoHIIHA Bb3 34 KOUTO CE

- TlanmeHTH ¢ HEKOPUrHpaH CHCTEMEH ITBPRUYCH KAPHHTHHOB Ae(d
ITanueHTH ¢ pUCK OT XHTTOKAPHUTHHEMUA ).

JleueHue Ha enUIeNCUs




* [0 BpeMe Ha OpeMeHHOCT, OCBEH KOraTo HiMa MOJXO/ISII0 AITEPHATHBHO JIeYeHHE (BK. TOUKH
4.4 u4.6).

*  IIpH JK€HH C JIeTepOJieH MOTEeHIIHAl, OCBEH KOraTo ca W3IbJIHeHHU ycioBusaTa Ha [Iporpamara 3a
npe/na3BaHe OT OpeMeHHOCT (BK. TOYKH 4.4 1 4.6).

JleyeHue Ha OMMOISIPHO PA3CTPOMCTRO:

* 110 BpeMme Ha OpeMeHHOCT (Bxk. TOUKH 4.4 u 4.6).

*  TIpH JKEHH C JeTepoJieH MOTEeHIIHAl, OCBEH KOraTo ca W3MbJIHEeHHU ycioBusaTa Ha IIporpamara 3a
npeamnasBaHe oT OpeMeHHOCT (Bxk. TOUkH 4.4 1 4.6).

4.4 CnenHajaHH npeaynpe:xIeHHs H nNpeana3sHi MepKH npH ynorpeoda

Momuuera//lesoiiku//Kenn ¢ nerepoaen norenuuais/bpemennocr: |
Henakun 56,74 mg/ml cupon He TpsOBa Aa ce U3Mo3Ba MPU MOMHYETA, JICBOMKH, TIPH KEHH C
AETEepOAEH MOTEHIMAT WX OpeMeHHH JKE€HH, OCBEH B C/Iy4al, KOraTto aJITepHaTHBHHUTE JICYCHUs ca
Hee()EKTHBHH WM HE Ce MOHACAT MOopaJH BUCOK T€paTOreHeH MOoTEeHIHaI H TIOBUIIIEH PUCK OT
CEpHO3HH HapYIICHUs B Pa3BUTHETO HA OebeTa M3JI0JKeHH BhTPeyTpoOHO Ha Bannpoar. [lonszata u
PUCKBT TPsOBa BHUMATEIHO J1a CE OLIEHSAT 110 BpeMe Ha pyTHHHH TIPerJie/y, rpe3 myoepTeTa |
CIELIHO KOraTo >KeHa ¢ JIeTepo/ieH NMoTeHIMan, JeKyBaHa ¢ Jlemakuu 56,74 mg/ml cupon riaHupa
OpEeMEHHOCT WM MPEACTON OPEeMEHHOCT.

JKeHu c aeTepojieH NoTeHUHa TpAOBa J1a U3oa3BaT epeKTHBHA KOHTPALIETIIH 110 BpeMe Ha
ledeHue U 1a Ob1aT HHGOPMUPAHH 3a PUCKOBETE CBbp3aHH ¢ yrnorpedaTa Ha Jlenakus 56,74 mg/ml
CHPOII 10 BpeMe Ha OpeMeHHOCT (BxkK. Touka 4.6).

Jlekapsat TpsOBa qa rapaHTHpa, Y€ Ha MalHeHTKaTa € NPea0CTaBeHa IMbIHa HHpOopMaLHs 32
PUCKOBETE, KAKTO U CHOTBETHH MAaTEpHaJIK, KaTo OpolIypa 3a nalMeHTa, 3a Ja rnoAarnoMorHe
pa30HpaHeTo H OTHOCHO PHCKOBETE.

MeIHILIMHCKHAT CTIELIHAIKCT TPpsAOBa /1a e yOeaeH, ye naiueHTKara pa3oupa:

. EcTecTBOTO M TeKeCTTa HA PUCKOBETE IPH KCIO3ULHSA 10 BpeMe Ha OpeMEHHOCT, I0-
CHELIHAIIHO 32 TEPATOreHHU PUCKOBE U HapYIIEHHS B Pa3BHTHETO.

. HeobxoaumocTtra oT epeKTHBHA KOHTpaLIETIUs.

. HeoOxoaumMocTTa OT peloBeH Iperjiea U OLEHKa Ha JIEYEHHUETO.

. HeoOxonumocTTa OT criemHa KOHCY/ITaluus, ako MiaHipa OpeMeHHOCT WK € Bb3MOKHA

OpEeMEHHOCT.

I1porpama 3a npeanassaHe oT OpeMeHHOCT

Banmnpoar uima BUCOK TepaTOreHeH NoTEeHLMall U JielaTa, C €KCIO3HLMs 1 ulero Ha BaJITIpoar ca ¢
BHCOK PHCK OT BPOAEHH Maj(hOpMaLMU M HAPYIIIEHHS B Pa3BUTHETO HA HEPBHATA CHCTEMA (BIXK.
TO4YKa 4.6).

HenakuH 56,74 mg/ml cupon e npoTHBONOKAa3aH MpH CIICAHUTE CUTYaLlHH:

JleyeHHe Ha enmUICTICHS

. 10 BpeMe Ha OpeMEHHOCT, OCBEH KOraTo HsAMa MOAXOASII0 aITePHATHBHO JIEYEHHE (BIK.
TOYKH 4.3 u 4.0).

. TPH JKE€HH C JeTepO/IeH MOTEeHIIMAI, OCBEH KOraTo ca M3ITbJIHeHH ycaoBHaTa Ha [lporpamara
3a npe/ina3BaHe oT OpeMeHHOCT (BK. TOUkH 4.3 1 4.6).

JleyeHue Ha OUMOISAPHO Pa3CTPOMCTBO

. MO BpeMe Ha OpeMeHHOCT (BK. TOUKH 4.3 U 4.6).

. [TPH >KEHHU C JIETEPO/ICH MOTEHIHAJI, OCBEH KOraTo ¢a M3IbJIHEHH YCIIOB
3a Mpeana3BaHe OT OpeMeHHOCT (BK. TOUKHU 4.3 U 4.6).

Ycinosus Ha [Iporpamara 3a npeana3saHe 0T OpeMEHHOCT
[IpennucBamusaT nexkap TpsaOBa /1a rapaHTHpa, 4e




*  HHIMBHAyalHHUTe obcTosTeNcTBA TPsAOBA Na ObIAT OLIEHABAHH BB BCEKH OTJIEJIEH CllyyaH,
KaTo MaiMeHTKarta Ob/ie BKIIOUeHa B IMCKYCHATA, 32 /la Ce rapaHTHpa aHTaKUPaHOCTTa H, 1a
ce 00CHAAT TepaneBTHYHUTE BB3MOMKHOCTH H [a C€ rapaHTUpa HEMHOTO pa3OMpaHe Ha
pUCKOBETE H HEOOXOAMMHTE MEPKH 3a CBEK/aHe HAa PUCKOBETE 10 MHHUMYM,;

*  TOTEHUMATBT 3a HACTBIIBAHE HA OPEMEHHOCT € OLIEHEH NPH BCHYKH MAaLHEHTKH OT KEHCKH
noJt;

*  MauMeHTKaTa e pa3dpana U nmpuesia PUCKOBETE OT BPOJAeHH Mal(popMallii H HapyLIeHHs B
Pa3BUTHETO HAa HEPBHATAa CHCTEMA, BKJIIOUMTETHO CTEIIEHTa Ha T€3H PUCKOBE 3a Jelarta, ¢
€KCIO3ULIUA in ulero Ha BaJIIpOAar;

. MalMeHTKaTa pa3oupa HeOOXOUMOCTTa OT MPOBEXKAAHE HA TECT 3a OPEMEHHOCT MpeIn
3aroyBaHe Ha JICYEHHETO H 110 BpeMe Ha JICYEHHETO, KaKTO € HeOOX0IUMO;
. MalMeHTKATa € KOHCYJITHPaHA M0 OTHOLIEHHE Ha KOHTPALICNLMATA H € B ChCTOsSIHHE 1a ce

CcbOOpa3u ¢ HeOOXOMMOCTTA OT M3I10JI3BaHe Ha €()eKTUBHA KOHTpALEILMA (32 JOMbIHUTETHH
MoAPOOHOCTH, MOJIS BHIKTE MOATOYKA ,,KOHTPALIETILIMA - Ha TOBA MPEAyNpeK/IEHHE B KapeTo),
0e3 mpeKkbCBaHe MO BpeMe Ha LieIus NEPHOJI Ha JIeYeHHe ¢ BaJITIpoar:;

. nalMeHTKara pa3dHupa HeoOX0AUMOCTTa OT pe/IOBeH (MOHE BEIHBXK MOJMIIHO) Mperies Ha
JIEYeHHETO OT CMEeLMATHCT C OITUT B JIEYEHHETO Ha eMWIerncHs, OHINOIAPHO Pa3CTPOHUCTRO!
. nalMeHTKara pa3dupa HeoOXOAUMOCTTA /1a C€ KOHCYJITHPA ChC CBOs JIEKap BEHara 1iom

J1aHupa OPeMEeHHOCT, 3a J1a C€ OCUIYPU CBOEBPEMEHHO 00CHKIaHE U NPEMHHAaBaHE KbM
AITEPHATHBHU Bb3MOKHOCTH 32 JICYEHHE TIPE/IH 3a4EBAHETO M MPE/IH J1a ce MPEeKpaTH
KOHTpaLeNUUATA;

. MalHeHTKaTa pa3dupa HeoOX0IMMOCTTA OT ClelIHAa KOHCY/ITALMA ChC CBOS JIEKap B CJTy4aH Ha
OpeMeHHOCT;

. MalMeHTKaTa € nojy4yuia PbKOBOACTBO 3a MalMeHTa;

. MalMeHTKaTa NoTBbPK/1aBa, 4ye € pa3dpasia ONnacHOCTHTE U HEOOXOIUMHUTE INMPEana3sHi MepKH,
CBBbP3aHH ¢ yrorpedara Ha Basinpoar ([ 'oquuieH ¢popmyJsiap 3a NOTBbPKICHHE OCH3HABAHETO
Ha pUCKa).

Te3u ycnoBus C€ OTHACAT U 3a KE€HHW, KOMTO MOHACTOALLIEM HE €a CEKCYaIHO aKTHBHH, OCBEH KOrato
MPEeANUCBALIMAT JIEKap CMATA, Y€ ChIEeCTBYBAT yOSAUTEIHH NMPHYKMHH /14 CE€ MTOCOYH, Y€ HsIMa PUCK
OT HACTBIIBaHE HA OPEMEHHOCT.

Jlela OT JKE€HCKH 101

. [Ipennucpaiure nekapu TpsaOBa 1a ca CHI'YPHH, Y€ POAUTENUTE/MoJaraldTe rPrKH 3a Jelia
OT KEHCKH I10J1 pa30OupaT He0OXOIMMOCTTA /1a C€ CBBPXKAT ChC CMNEIHATMCT Be/IHAra cjiel
KaTo JIETETO OT JKEHCKH I10J1, KOETO MpHeMa BaJIlpoar, MojIy4yd MeHapxe.

. [IpeanucBamuaT nekap TpsaOBa Aa rapaHTUpa, Y€ POAUTENIUTE/TIoIaral|uTe rPHXKH 3a 1ela oT
JKEHCKH T0J1, KOMTO ca MOJY4YH/IH MeHapXxe, ca Moay4ydiv noapodHa Hudopmarms 3a
PHUCKOBETE OT BPOJICHH MajipopMallHH H H30CTaBaHE B Pa3BUTHETO Ha HEPBHATA CHCTEMA,
BKJIFOUMTEJIHO CTEINEHTA Ha TE3W PUCKOBE 3a Jielara ¢ eKCIO3ULIMSA in ulero Ha BalImnpoar.

. [Ipy naumeHTKH, KOUTO ca NMOJYYWIH MEHapXe, MPeANMCBaILMAT JeKap TpaOBa 1a NpeoleHsaBa
€KEroIHO Hy’KJ1aTa OT Teparus ¢ BaInpoar v 1a OOMHC/IH aJITEPHATHBHH Bb3MOJKHOCTH 32
NiedyeHre. AKO BJINMpPOAT € eMHCTBEHOTO MOAXOAALIO JeueHue, TpadBa 1a ce 00ChIH
HEOOXOAUMOCTTA OT U3MOJ3BaHe Ha epeKTUBHA KOHTpALICIILMs U BCHYKH APYT'H YC/IOBHS Ha
[Iporpamara 3a npeanaseate ot OpemeHHOCT. CrieLMaTMCTHT TPAOBA /1a M0JI0KH BCHYKH
YCHUJIMA AETETO OT KEHCKH I10J1 1a IPEMHUHE Ha aJITEPHATUBHO JIEYEHHE, NIPE/IH [1a €
HaBbPLIWIO MBIHOIETHE.

Tect 3a OpeMeHHOCT
[Ipenu HaYaIOTO HA JIEYEHHETO ¢ BAJIMpPOAT TPAOBA J1a Ce U3KITIOUH OpeMeH ORa 1y ce

3aro4Ba JICUEHHUE C BANPOAT MPH JKEHH C J€TEpOAEH NMOoTeHLHan 0e3 oTp "
TECT 3a OpeMEHHOCT (KpPBbBEH TeCT 3a OpeMEHHOCT), MOTBBP/IEH OT JieKap
HeJKeslaHaTa ynorpeda no speme Ha OpeMEeHHOCT.

—




KoHTpauenuus

JKenute ¢ neTeposieH NOTeHIIHA, Ha KOMTO € MpeanucaH Bajlnpoar, TpA0Ba 1a U3Mo.3Bar
edexTHBHA KOHTpalenys 0e3 MpekbCBaHe Npe3 Leus Nepyuo/] Ha JiedeHue ¢ Bajmnpoar. Ha te3u
MalLMEeHTKH TpAOBa 1a Obe npeaocTaBeHa u3yepnaTenHa HHGpopMalHs OTHOCHO NPEINna3BaHeTo OT
OpeMeHHOCT H TpsAOBa 1a ObaaT HAaCOYEeHH 3a ChBET OTHOCHO KOHTpALENLHs, aKO HE H3M013BaT
edekTUBHA KOHTpalernius. TpsOBa 1a ce W3MoJi3Ba HaAl-MaJIKO €1MH eEKTUBEH METO/1 32
KOHTpaUErLMA (3a NpeArnovyuTaHe He3aBUcHuMa OT norpedurens (opma, KaTo HarnpuMep
BbTPEMATOYHA CITMpPAJIa UK UMILUIAHTAT), WIH JIBE JOIMBJIBALLH ¢€ (POPMH HA KOHTpALICTILH,
BKJIIOYMTENHO Oapueper meron. MuausuayanHute o0crosTencTea TpsaOBa 1a ce OLEHABAT MpH
BCEKH OTJIEJIEH ClTy4aii, KOrato ce U30Mpa MeTOJI Ha KOHTpaLeniys, KaTo MalMeHTKaTa Tpsadsa na
Ce BKJIIOYHM B OOCHK/IaHETO, 3a J1a C€ rapaHTUpa HeHHATa AHMKUPAHOCT H CMa3BaHETO Ha
u30opanuTe MepkH. [laxke 1a iMa ameHopes, Ts TpsAOBa [a cra3Ba BCHUKH CHBETH 3a €(DeKTHBHA
KOHTpaLeILIHA.

CpeacTsa ChbabpIKaLlK €CTPOreH
EnnoBpeMeHHaTa ynorpeda Ha Cpe/ICTBa ChIAbPKallld €CTPOreH, BKIIFOUYHTETHO ChAbpKalllH
eCTPOreH XOPMOHAIHH KOHTpALENTTHBH, OM MOTJIa Jla HaMamH e(pUKacHOCTTa Ha BaJINpoar (BiK.
Touka 4.5). Ilpeanucpamure neueHue TpsaOBa Ja NMpocieAsBaT KIMHUYHHSA OTTOBOP (KOHTPOI Ha
MIPHITAIBLUTE H KOHTPOJI HA HACTPOEHUETO), KOraTo 3aro4saT HJIH IPEKbCBAT IPHeMa Ha

| MPOIYKTH, ChABPIKALIHA ECTPOIEH.

‘ Ot npyra cTpaHa BaJnpoaTr He HaMassBa e(PUKACHOCTTa HA XOPMOHATHUTE KOHTPALIeNTHBH

‘ I oguiueH nperjiea Ha J€4YCHHUETO OT MEIHIIHHCKH CIICLHAJIMCT
: CneuHaqucTbT T'pﬂGBa MOHE BEAHBXK NOJAHLIHO [a NpeLeHsaBa ajId Bajpoar € Hau NOAXOJAIIOTO

| neyenue 3a naumeHTa. CneunanuctsT TpAOBa Aa 00chaM ['ouImHUS GopMyIISp 3a MOTBBPIKIACHHE
| OCBH3HABAHETO HA PHUCKa IIPH 3aIrI0YBaHE Ha JICYEHHUETO U MPHU BCEKH M'OIMILEH Mperiel, U J1a

| TapaHTHPA, Y€ MAaLMEHTHT € pa30dpajl ChbIAbPKAHHETO MY.

[[naHupaHe Ha OpeMeHHOCTTa

3a MoKa3aHUETO EMUJIENCHUS, aKO JKeHaTa IU1aH|pa J1a 3a0peMeHee, TepanusTa ¢ Banpoar TpadoBa 1a
ce MPEOLEHH OT CIIeLMAIUCT C OMHT B JIEYSHHETO HA eMUJIENCUs U Aa c€ OOMMCIIAT aJITEPHATHBHH
BB3MOXKHOCTH 3a JieueHue. TpsadBa na ce nosiokaT BCHUKH YCHITHA, 3a J1a Ce MPEMHHE Ha
MOAXOIALIO AITEPHATHUBHO JICYCHUE TIPE/IA 3a4€BAHETO U IPEJIH MpeKpaTsBaHe HA KOHTpaUenUUATa
(Bk. TouKa 4.6). AKO CMsHATa Ha JICYEHHETO HE € Bh3MOJXKHA, )KeHaTa TpsAOBa /1a 1oy YH
JOITBJIHATE/THA KOHCYJITAL[Msl OTHOCHO PUCKOBETE ¢ BAJIMPOAT 3a HEPOJAECHOTO JIeTe B MOAKpena Ha
HH(QOPMHUPAHOTO 1 B3€MaHE HA peLIeHHE OTHOCHO CEMEHHOTO IIAaHUPAaHE.

3a moka3aHHeTO OMITONIAPHO Pa3CTPOMCTBO, aKO )KEeHATa TUIaHUpa /1a 3adpeMeHee, TpAOBa J1a ce
MpPOBee KOHCYJITALMS ChC CINELMATIHCT C OIMMUT B JICYEHUETO Ha OUIMOIAPHO Pa3sCTPOHCTBO H
JIEYEHHETO C BaJTpoaT TpAOBa /1a ce MpeyCTaHOBH, M aKO € He0OXOIMMO 1a C€ NMPEMHUHE Ha
ATTEePHATHBHO JICUEHHE MPEIH 3a4eBaHETO M MPEe/IH NMPEeKpaTsIBaHe Ha KOHTPALICMIHATA.

B cnvuyaii Ha OpeMeHHoCT
AKO K€eHa, KOATO Ce JIEKYBa ¢ BajInpoar, 3adpemeree, T8 TpAadBa He3adaBHO J1a C€ HACOYH KbM

CIICUHAJIHCT, 34 da CC IMNPCOLUECHH JICHCHHCTO C BAJINpPOAaT U Ja CC DGGT:-,[I,S[T AITCPHATUBHH
Bb3MOKHOCTH. [lallHEHTKHUTE ¢ eKCITO3ULMA Ha BaJIImpoar rno BpeMc Ha 6pBMEHHOCT H TCXHHTC

MapTHLOPH TPAOBa a ObIAT HACOYEHU KbM CNELMATUCT C OIMT B TEPATOJIOrHATa 3a OLUEHKA U
KOHCYJITHpPAHE OTHOCHO €KCMOHUpaHaTa OpeMEeHHOCT (BK. To4Ka 4.6).

®apmanieBTHT TpsOBa 1a rapaHTHpa, Ye:

» MPH BCAKO OTIMYCKaHe Ha Bajnpoar e npeaocrapeHa Kapra H
pa3oupaT HEHHOTO ChAbpPIKaAHHE.

. MaLMEHTKHTE ¢a MOCHhBETBAHM /1a HE CITUPAT JICYEHHETO C B
CBBPKAT ChC CMEUMATHCT NPH TIaHUPaHa WM 10/103MpaHa OpeMeHH




OOyuuTETHH MaTepHAITH

3a /1a ce MoANOMOrHaT MEAMIIMHCKUTE CHELHAIMCTH W MALMEHTKUTE J1a c€ W30ErHe eKCIO3HIUATA
Ha BaJITIPOAT M0 BpeMe Ha OpeMEHHOCT, MPUTEkKATe/AT Ha pa3pelieHHeTo 3a ynorpeda e
MpeI0CTaBU/1 OOYUHMTETHA MaTepHalIH 3a MOJICHIBaHE Ha MPeIyNpPeXAeHUATa U MPEI0CTaBsiHE Ha
yKa3aHHs OTHOCHO yIoTpedara Ha BaJaIpoar MpH KeHH ¢ JIeTepOoeH NMOTeHHaI U HHpOpMallus 3a
chabpkaHueTo Ha [Iporpamara 3a npeanaspase ot OpeMeHHOCT. Ha BCHYKH KeHH C I€TEPOAEH
MOTEHLIMA/, KOUTO M3MOJI3BAT BAINPOAT, TpsAOBa /Aa ce npeaocTaBd PbKOBOACTBO 3a MallHeHTa H
Kapra Ha nauueHTa.

TpsadBa na ce usnonspa ['oaumen Gpopmysisp 3a NOTBBPKIAEHHE OChb3HABAHETO HA PHUCKA IPH
3aM04BaHEe Ha JICYEHHUETO M M0 BpeMe Ha BCEKH IOJIMILEH MPerJie]l Ha JISYEHHETO C BAINpoar ot
CrEeLIHATUCTA.

Hpeoynpescoenun

Texxko yBpexx/1aHe Ha YepHUs ApoO

YcroBHs 32 BB3HUKBaHE

Psako ca Habmro1aBaHK TEKKH YepHOAPOOHH YBPEKIaHHUS, 3aBBbPIIBALLHU TOHIKOra (artaiHo.
OnuThT NOKa3Ba, Y€ NAlMEHTH C HAl-BUCOK PUCK, 0COOEHO B CIIy4YaHTe Ha MHOXKECTBEHA
AHTUKOHBYJICHBHA Teparus, ca Jelia Ha Bb3pacT M0/ 3 TOIMHH C TeXKH MPUIAIbIHM, OCOOEHO Te3H C
MO3BYHH YBpEXkKIAaHHs, 3a0aBeHO YMCTBEHO pa3BUTHE H/WJIM BPOJEHH META0OJIMTHH HapYLLICHHS,
BKJTFOYMTETHO MHUTOXOHPHAITHH HAPYIIEHHS KaTO KAPHHTHHOB JeUIMT, HapyLIeHHs B YpPEeHHHUSA
unkb, POLG myTtamms (BK. Touku 4.3 1 4.4) Win JereHepaTUBHH 3a00/1BaHHA.

Cnen 3-roaMinHa Bb3pacT, PUCKBT C€ peayLiMpa 3HaYMTEJIHO W IIPOrpeCHBHO HamMallsiBa C Bb3pacTra.
B noBeuero ciryyau TakuBa 4epHOAPOOHH YBPEKIAHHUS C€ YCTAHOBABAT B ITbPBUTE 6 Mecella Ha
JICYEHHETO.

CumnToMaTHka

KnuHHYHUTE CUMIITOMH Ca OT ChIIECTBEHO 3HAYEHHE 3a MOCTABAHETO Ha paHHa AuarHosa. llo-
CMELIMATHO, CIICIHHTE ChCTOSHMS, KOMTO MOIaT /1a MPeAX0KIaT *KbJITeHHLIaTa TpsAOBa J1a ce B3eMar
[peaBu, 0OCOOEHO MPH PUCKOBH MALIMEHTH (BXK. MO-Trope ,,Y CIOBHA 3a BE3HHKBaHE™):

- HeCcrneM(UYHH CUMOTOMH, OOMKHOBEHO ¢ BHE3AaITHO HAYaJI0 KaTO aCTEHHs, aHOPEKCHS, JIeTaprus U
CHHJIMBOCT, KOMTO TIOHSKOTA C€ MPHAPYKABAT C MOBTAPSALLIO Ce MOBPBIIaHE U KOPEMHH OOJIKH.

- P MALMEHTH C eIUJIETICHS, TOBTOPHA MOsBAa Ha I’bPUYOBETE.

[TatmenTuTe (MM cemelicTBaTa Ha 0oJjieAyBallM Aela) TpsAOBa 1a ObaaT HHCTPYKTHPaHH 1a
chOOLIABAT BEHATA HA JIEKyBallIKs JieKap rospaTa Ha TakuBa cumntomu. HezabaBHo TpsabBa na ce
H3BbPLLU 1a00paTOPHO H3C/IeaBaHe Ha YepHOApoOHaTa PyHKLMS B JOMBIHEHHE KbM KIHHHYCH
rnperjies.

HabGmonenus

U3cnensanus Ha YepHOApOOHUTE QyHKIMK TPSOBa /1a ce U3BBPLUAT NMPEIH JICYCHHETO, CIel KOeTO
MEPUOAMYHO Tpe3 MbpBUTE 6 Mecela oT TepanuaTa. Cpex 0OM4aliiHUTE U3C/IE/IBAHHATA, HAH-3HAYMMH Ca
M3CJ/IeIBAHUATA, KOMTO OTpa3sBaT MPOTEHHOBHS CHHTE3, 0COOEHO MPOTPOMOHHOBOTO BpEME.
[loTBBpk1aBaHETO HA HEOOMYAHHO HHCKO MPOTPOMOHHOBO BpEME, OCOOEHO 3a€THO C APYTH
n1abopaTOpHH OTKJIIOHEHHS (3HAYMTEIIHO HaMa/lsiBaHe Ha (DHOPHHOTEHA W KoaryJallMOHHUTE (haKTOPH;
MOBUIIIEHO HUBO HAa OMIMPYOMH M MOBHUILIEHH TPAHCAMUHA3H) HAJlaraT CrMpaHe Ha Teparmsra ¢ JlenakuH




Hankpeamum

MHoOro psako ca A0KJIaIBaHH CTyYaH Ha TEXKBK IMAHKPEaTHT, KOMTO MOXKE J1a ca ¢ (haTaneH H3XO.
Taxupa ciryuay Morar /1a ¢€ HaO/IOgaBaT HE3aBUCUMO OT BB3pAacTTa H [IPOAB/DKHTE/IHOCTTA Ha
Tepanuara.

Mankure gela ca 0cobeHO pHCKOBA IpyIia, HO TO3H PHCK HAMAJMBA ¢ YBEJIMUaBaHe Ha Bb3pacTra.
TexxkuTe rEpUOBe, HEBPOIOTHYHATE HAPYIICHYA WIH AHTHKOHBYJICUBHATA Tepalid MOraT Ja ca
PUCKOBU (DAKTOPH.

YepronpoOHATA HEAOCTATHYHOCT € MAHKPEATHT MOBHUILABRA PUCKa OT (DaTaJICH H3XOI.

[TarmenTHTe ¢ ocTpa KopeMHa Oosika TpsOBa He3abarHO 1a Obaar nperyieany. B ciyyak Ha
MTAHKPEATHT, JCUCHHETO C BAINPOAT TPAOBA Ja Ce NpeyCTaHOBH.

Cyuyudnu Muciau u nogedenue

CpofluapaHu ca CyYHUMIHA UAeallHs H NMOBEACHHEe IPH NALMEHTH, NEKYBAHH ¢ NIPOTHBOCHIIICITTHYHH
CPELCTBA MPH HAKOJIKO MoKa3zaHWs. MeTaaHaTH3 Ha paHIOMU3HMPaHH TUIale00 KOHTPOIHpPaHH
W3MIMTBAHHS HAa MPOTHBOEINWISTITHYHM JIEKAPCTRA CHINO MOKa3Ba ¢nado MOBHILEH PHCK OT CyHLIMIHA
uaeauus U nopeacHue. MexaHu3MbT, KOUTO 00yCNaRgd TO3M PUCK HE € H3BECTCH H HATTUYHATE JaHHH
HE H3KJII0YBAT Bb3MOKHOCTTA 34 MMOBHIIEH PHCK MPH IIPHeMaHe Ha HATPHEB BAJINPOAT/BaJIIPOCBa
kHcenuHa. ClieIoBaTeTHO HalHeHTHTE TPAOBa Aa OBAaT IpocieaaBaHy 3a TIpU3HAIW HA CYHMLUIHA
Haealus ¥ oBeAeHHe H TpA0Ba na Obe oOMHCTEHO Moaxoasio JeueHne. [lanuenture (1
OonHornenaukTe ) TPAORA Ja ObIAT CHBETBAHU AA THPCAT He3a0ABHO MEAMIIHHCKA KOHCYNITAUHA, aKo
BB3HUKHAT [IPU3HALM HA CYMLIMIHA Heauda WIH MOBEACHHE

Cpeocmea, coovprcaiu Kapbanerem

EnnospemenHata ynorpeda Ha HaTpHes Baarpoat/ BANMNPOeBa KUCEIHHA U KapOaneHeM He ¢e
npenopbypa (BX. ChIIO TOYKA 4.5).

[TarMeHTH ¢ U3BECTHO UK NOI03UPAHO MUTOXOHAPUAIHO 3a001aBaHe

Bannpoar Moke a npear3BUKa WM [1a BIOMHK KIMHUYHHTE NPH3HALN Ha [10UIeKAIIHTS
MHTOXOHJIPHATHY 3a00IBAHUS, IPHYMHEHH OT MyTalMK B MuToxoHapHanHata JIHK, kakro # B
koaupawus POLG aopen red. [o-crenranyo, 1Mo-BUCOK NMPOLEHT HA BaANNPOaT-HHAYIIMpaHa oCTpa
4YepHOAPOOHA HEAOCTATHYHOCT H CBBP3aHa C YePHHS [pod CMBPT ce ChODIIaBa MpH NALAEHTH C
HACJICACTBEHH HEBPOMETAOONUTHU CHHAPOMU, MPUYHHEHH OT MY TAL(HH B KOAHPALUUAT
MHTOXOHIPHATHHA eH3uM nosuMepasa v (POLG) rew, manp. cuaapom Ha Alpers-Hattenlocher.
Hapywienns, cepp3ann ¢ POLG, tpabBa ga ce noo3upaT Npu NanUEHTH ¢ haMHIHa aHAMHE3a WA
HACOYBALUM CUMNOTOMH Ha cBBp3aHo ¢ POLG HapylieHue, BKIIOYHTENHO, HO HE CaMO HEO0DACHUMA
eHIleanonatus, pedpaxkrepua enwierncus (hokaiHa, MHOKIOHHYHA), CTATYC €NHISIITHKYC ©
KIMHWYHA IPOABA, U30CTaBaHe B PA3BHTHETO, IICHXOMOTOPHA PErpeCcHs, aKCOHANHA CeH30MOTOPHA
HEBpONATHA, MUONIATHA, LIEpedeTapHa aTakcHs, 0)TATMOILIETHA WM YCIIOXKHEHA MHTPEHA € aypa B
okuunyTa;HaTa 0onact. TectsT 3a POLG MyTauis ce H3BBPINBA B ChOTBETCTBHE ¢ HACTOALLATA
K/IHHMYHA [IPAaKTHKA 3a TMaTHOCTHYHATA OIIeHKA HA TAKWBA HAPYLUEHHA (BXK. Touka 4.3).

Ymeswnenu kongyacuu

KakTo U IpH ApYTy aHTHEUISITHYHY JIEKAPCTRA, HAKOU MAUUEHTH MOraT /1a IIOJIyuaT, BMECTO
noa0dpeHue, oOpaTUMO BIOLIABAHE - YBEIIHYEHH Y€CTOTa M MHTCH3UBHOCT HA KOHBYJICHHTE
(BKJTFOUUTEMHO BIOLIECH ENMWIENTHUYEH CTATYC), HH MTPOSABA HA HOBH BHI0BE KOHBYJICHH NPH
MPUIOKEHKE Ha BalIpoat. B ciyuaii Ha yTexXHEHH KOHBY/ICHH, NaleHTHTE TpsaOBa 1a Obaar
MOCHBETBAHH /14 C€ KOHCY/ITUPAT He3a0aBHO ¢ JIeKaps cH (BxK. Touka 4.8).

IIpednaznu Mepru npu ynompeda
[Ipenu 3anouBane Ha JIeUeHHETO TPAOBA 14 C€ U3BBPIIAT H3CICABAHUS HA YepPHOAPOD
(Bx. Touka 4.3 [{poTHBONOKA3aHMA ), U IEPHOANYHO Ipe3 TTEPBHTE 6 Mecena, 0cod
nanueHTH (BK. Touka 4.4). [Ipu npoMeHH B CHIIBTCTBALUTE JIEKAPCTBEHH TIPOI}
103aTa WiH o0apdHe), 32 KOUTO € H3BECTHO, e BJIHUAAT Ha YEPHHA ApoO, MOHHT
apod TpadBa Ja ce pecTaprTHpa coopen ciy4as (BHKTE CbIo TOYKa 4.5 OTHOCHO
Ha YepHHA po0 ChC CATALAIATH, APYTH AHTHKOHBYJICHBHU CPE/ICTBA, BKITIOUHTE




KakTo npu nose4eTo NPOTHBOCNHASOTHYHH JEKapCTBa, MOXKE Aa ce 3a0eekH JICKO NMOBHIICHHE Ha
YepHOOPOOHHTE €H3MMH, 0COOCHO B HAUAIOTO HA TEPANUATA; Te €a MPeXOAHM i H3onupaHu. |Ipu Te3u
MALMEHTH C€ MPENnophYBaT Mo-3a1b/1004eHH 1abopaTOPHH H3CIEABAHMA (BKJIIOYUTCIIHO
MPOTPOMOHHOBO BpEME); MOKE Jia c€ OGMHCIIH KOPUTHPAHE Ha J103aTa, KaTo TpH HEOOXOIHMOCT
CHOTBETHHTE H3CIISABAHUA TPAOBA 1A CE€ IIOBTOPAT.

[Ipenu 3anoypaHe Ha JIEYEHUETO WM Npe/Id ONepalus, KAKTO U B CITyYad HA CIIOHTAHHO
KpBhBOHACSIaHe WU KbPBEHE C€ NMPENophUBaT KPbBHU H3CIeABaHUs (ITE/IHA KPBBHA KApTHHA,
BKJTFOUHTETHO Opoii Ha TpOMOOITUTH, BpeMe Ha KbpeeHe) (Bk. Touka 4.8 HeskenalH TeKapCTBEHH
peaxkLuu).

BbnpekHd e MMyHHH HapyUICHH ca HaOMOAaBaHA caMO KaTo HIKIIOUCHUE 110 BpeMe Ha
npuUIoKeHHeTo Ha JlenakuH 57,64 mg/ml cupon, motenumannara noasa ot Jemakun 57,64 mg/ml
CHpOII TpsiOBa Jia ce OLEHH CIPAMO AOTEHLHHAIHATA ONACHOCT MPY MAllHEHTH ChC CHCTCMEH JTyTyC
EpPHUTEMATO3YC.

Hﬂp}’H.[EHHH B VpEﬁHHH HHKDI H PHCK OT XHTICPpAMOHHCM M4

[Ipu nogo3upas eH3UMEH AeHLUT HA ypeHHHS IIMKEI, Mpeay JIeYeHHeTo TpAOBa Aa C€ H3BBpIIaT
MeTAOOITHTHU H3CIEIBAHHUA, MOPAIH PHCK OT XHIIEPAMOHMEMHS, 3apay BAIMpoar (BXK. TOYKH 4.3 U
4.4 TaimeHTH ¢ pUCK OT XUIIOKAPHUTHHEMHA H TeKKO YEPHOIPOOHO YBpEKIAHE).

IlaneHTH ¢ PUCK OT XUIICKAPDHHTUHCMUA

[ IpnoxkeHUeTO Ha BAJIIPOAT MOXKE JA NPeAXU3BHKA MOABATA WIM BIOILIABAHETO Ha
XUIMOKAPHUTHHEMHS, KOATO MOKE 1a JOBEAE N0 XHIIEPAMOHHUEMHES (KOATO MOXKE Ja J0BEE 10
XUrepaMoHeMuuHa exuedanonatus). HaGmoaaBanu ca M IpyTH CUMITOMH, KaTo 4epHOApoOHa
TOKCHUYHOCT, XUMOKETOTHYHA XHNOTITHKEMUS, MHOTIATHA, BKITIOUUTETHO KapIuOMHONATHS,
pabaoMuonnza, CHHApOM Ha PaHKOHH, TTIARHO TIPH NAMEHTH ¢ PUCKOBH (PaKTOPH 32
XHIOKAPHUTUHEMHS HWIH ¢ BEUE CHLUISCTBYBAIA XUMOKapHUTHHEMUSA. TareHTHTE C MOBHIIIEH DHCK
OT CUMIITOMATHYHA XHUIIOKAPHHTHHEM KA [IPH JISYEHHE ¢ BANTPOAT BKIIHOUBAT [TAIUECHTH
MeTa0OTUTHA HapylIleHUs, BKIIOUHUTEIHO MHTOXOHIPHAIIHH HAPYILIEGHUA, CBbP3aHH ¢ KapHUTHHA (BiK.
cbIo TOuKa 4.4 TTanueHTH ¢ U3BECTHO MM MOZO3HPAHO MHUTOXOHIPHAIIHO 3aD0IIBAHE U HAPY LICHUS
B YPEHHUS L{HKDBJ U PUCK OT XHUIIEPAMOHHEMHUS ), HAPYILICHUS B XPAaHHTEIHHS [IPHEM HA KapHUTHH,
TIAaUEHTH HA BB3pacT 1o 10 roauHy, eqHoBpeMerHa ynoTpeda Ha NUBANAT-KOHKOMHPAHH JIEKApCTBa
WY Ha APYTH aHTHCITIICTITHLIN.

[TatmenTute TpadBa xa ObJaT NpeaynpeacHu na chodWarar He3adaRHO 3a BCAKAKBY NPHU3HALIHN Ha
XUIIEPAMOHMEMHS KATO ATAKCHUS, HAPYIIEHO Ch3HaHUe, noBpbiuane, TpsadBa ga ce odMucan nodapsHe
HAa KAPHHUTHH, KOraTo c€ HadMoJaBaT CUMIITOMH HA XMIIOKAPHHTHHEMHA.

llaimenTy cbe CUCTEMEH IBPBHYEH KAPHHTHHOB Je(QULIMT H KOPUTHpaHA XUNIOKAPHUTHHEMUSA MOraT
Aa OBJAT NeKyBaHU ¢ BAIIIPOAT CaMO ako IOI3HTE OT JICUCHHUETO ¢ BAIIPOaT HAABUILABAT PUCKOBETE
NpH TS3H NallMeHTH U HAMA TEpaneBTHYHA antepHatiBa. [IpH Te3u nauueHTH TpAOBa Ja ce npuara
MOHUTOPUHI HA KAPHUTHHA.

[TaumenTtute ¢ ocHOBeH AeHHIAT Ha KapHUTHH naMuTownTpancdepasza ( CPT) tun Il Tpabea na
OBaT HpeaynpeAeH: 3a [I0-TOJIEMHS PUCK OT pabA0OMHOIIH3a MPH NpHeM Ha BamnpoaT. llpu Te3u

MauKeHTH TpsdBa na ce 0OMHCITH J0DaBAHE HA KAPHUTHH.

Bk, cemio Touku 4.5, 4.8 4.9,




[Taumenture Tpadsa Aa OBAAT NIpeIyNpPEaCHH 32 PUCKA OT HAJIaBAHE HA TETHO B HAYAJIOTO HA
MEYEHUETO, H € HEOOXOMUMO 14 C¢ npeaAnpHeMe MOAXOAAINA CTPATETHS 32 HAMAJABAHE HA TO3H PHCK
0 MHHUMYM (BX. Touka 4.8 Hexkenanu nekapCcTBeHH peaKUHHn).

[Manmenty ¢ HamyYeH TeUIMT Ha KAPHHTHH aaMuToW Tpacdepasza (CPT) tum 2 Tpsabsa na Opaar
NPEOYIIPEICHH 3a [IO0-TOAM PHCK OT padJOMHOA3a, KOTaTO MPUEMAaT BAIIIPOATr.

He ce NpCriopbyBd IIPHEMAHETO HA ATKOXON TTI0 BPpEME Ha JICHCHHAC ¢ BAJHIPOAT,

Hena

[Ipu geua HA BB3PACT MO 3 TOMHHY Ce PEHOpPhUBa MOHOTEPATIHS [IPH NpeAMHcBaHe Ha [enakun
57,64 mg/ml cupomn, HO Npeny 3amoYBaHe Ha TEPANHUATA, MOTEHIHANHATA NIOJ3a OT JlernakuH

57,64 mg/ml cupon TpsadBa 1a ce OLeHHU CIPAMO PHCKA OT YEPHOAPOOHO YBpEKIaHe HIM NaHKPEaTUHT
NpY TAKHUBA MALMEHTH (BXK. TouKa 4.4. Texxko yBpeskaaHe Ha HepHHA Opo0 M BkK. CHUIO TOYKA 4.3).
EnHospemeHHaTa ynoTpeba Ha canuiiiuiaTi TpaOBa 1a ce u30sarea npy Aewa noA 3 roJUHH TIOpanH
ONACHOCT OT YEPHOIPOOHA TOKCHYHOCT (BiK. CBINO TOUKa 4.5).

bbOpedHa HEAOCTATBLYHOCT

Moske ma ce HAMOKM HamallsBaHe Ha A03aTa. I'bH KaTo NMPOC/esIBaHeTO HA M1a3MeHaTa
KOHIICHTpaIlHA MOKe Ja ¢ MOABEKAAIO, 403aTa TpAOBa Aa e KOPUTHpa ¢H00pasHO KIHHHYHOTO
IpOCTICAABAHE.

Harpr#
To3u nexapcTBeH MPOAYKT ChAbp:Ka Mo-Maiko ot 1 mmol sHatpuit (23 mg) B | ml, T.e. npakTuuecku
He ChIBbpiKa HATPHIA.

Copouron

To3u nexapcTBeH NpoayKT chabpxka 105 mg/ml copburoit.

CopOHTONBT € M3TOUHMK Ha GpyKTO3a. [lalmeHTH ¢ HACIeACTBEHA HETIOHOCUMOCT KbM (PPYKTO34,
PAAKO FeHeTUYHO 3a00IsBaHe, He TPAORa Na MpHeMaT TO3M JEKApPCTBEH MPOJYKT.

ETaHon

To3u nexkapcTBeH NponykT chabpxa 0,00135 mg eranon Ha Bceku 5 ml cupon. Konmdectsoto B 5 ml

OT TO3H JIEKApCTBEH IMPOAVKT € eKBupaneHtHo Ha mo-manko or 0,60003 ml 6upa wmm 0,00001 ml
BHHO.

MaJKOTO KOJTHYECTBO €TAHON B TO3M JICKAPCTBEH NPOAYKT HAMA 1a UMa 3a0eIeKHMH eQieKTH.

4.5 B3auMoaeHCTBHSA € APYIH JE€KAPCTBEHH NPOAYKTH H APYrd GOpMH HA B3aHMOJAEHCTBHE
Bananne na Baanpoart Bbpxy ApYTrH JeKapcTBa

Hespoaenmuyu, MAQ wocubumopu, anmuodenpecanmu U OeH300Ua3enuny

HerakuH 57,64 mg/ml cupon Moxke 1a noTeHIpa eeKTa Ha IPYTH ICHXOTPONHU CPe/ICTBa KaTo
HEBPOJIENTHLIM, MAQ HHXHOWTOPH, aHTHACIIPECAHTH H OCH30HA3CIIMHMA, CJICAOBATEIHO, C¢

NpernophyuBa KIMHAYHO [IPOCHeadBaHe, KaTo NMpH HeoOXOIUMOCT 103aTa TPSIOBa [1a ¢¢ KOPHIHpA.

Jumu
JlenaxuH 57,64 mg/ml cupon HAMa eeKT BbPXY IUIA3MEHUTE HUBA Ha JIMTHA.

Denobapbuma
,[[enalmﬂ 57,64 mg/ml cnpon noanmaﬂa NJIA3MEHHTE KOHIUCHTPAIRMH HA (l)eﬂo y
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npocieasaBate ¢ HezabaBHO HaMasBaHe No3aTa Ha heHoDapOMTAal IPpH BH3HHKBAHE Ha CSAALHs, KaTo
MPH HEODXOAUMOCT ¢€ U3C/IEABRAT MiIa3MEHUTE HHBA Ha eHobapbHTal.

[Ipumuoon

Aenaxkun 57,64 mg/ml capon nosHIaBA ONA3MEHHTE KOHUCHTPAUHH HA NPHMHAIOCH C YTOKHABAHE
Ha HejKeJIaHUTE My PEaKLMH (KaTo cealusl); Te3U NpU3HALM H3YE3BaT IIPH AbJIFOCPOYHO JIEUCHHE.
[IpeniopbuBa ce KIUHUYHO NIPOCIEAsBaHe, OCOOEHO B HAYAIIOTO Ha KOMOHHMpaHa Teparis H TIpH
HEOOXOIMMOCT — KOpPEKLMA Ha /103aTa.

Denumoun

Henakun 57,64 mg/ml capon noHWKaBa 00IIATA TNA3MEHA KOHIEHTpanus HA (PeHHTOHH.

OceeH ToBa, Jlemaxkun 57,64 mg/ml cupon yBenuuara croboaHaTa popma Ha GEHATOHH C BE3MOKHOCT
OT MOfABA HA CUMITTOMH HA Mpelo3UpaHe {BANIPOSBaTa KMCEIHHA H3MECTBA (PEBUTOHH OT MECTaTa My Ha
CBBP3BAHE C IU1a3MEeHHUTE MPOTEUHU U NOHUKABA YePHOAPoOHUA My KaTabom3bm). Llopaau Toea ce
MpenophbuBa KIMHAUHO NpoceIBaHe; KOTaTo ¢e H3CIeIBaT IUIasMEHHTE HEBa Ha (GeHUTOHH, TpaOBa 1a
ce orpeneny ceoOoaHara Gopma.

Kapbamazenun

Hamiue ca cpobmiennst 3a KITHHUYHA TOKCHYHOCT ITPH CHBMECTHO MIPH/IaraHe Ha BaJlpoar ¢
KapbaMazenuH, Thid KATO BANMPOAT MOKE 1A HOTEHLAPA TOKCHUHHS eQeKT Ha KapOaMaselHH.
[lpenopwyuBa ¢€ KIIMHHYHO NIPOCISAIBaHE, OCOOCHO B HA4aI0TO Ha KOMOWHHpAaHaTa Tepalia, KaTo npu
HEOOXOMMOCT J03aTa Ce KOpHUrHpa.

Jlamomprocun

JenakuH 57,64 mg/ml cupon Hamansea MeTaboNH3Ma Ha JIaMOTPHIKHH U YBEITHYABA CPETHHA My
OTY/KMBOT NOYTH 2 MBTH. 10Ba B3aMMOJIEHCTRUE MOKE J1a JOBe/Ie JO VBEIHYeHA TOKCHYHOCT Ha
JIAMOTPWXKHH, B YACTHOCT CEPHO3HU KOKHH OOPHUBH.

CnenoBaTesiHO, [PenopbyBa ¢€ KIIMHMYHO HAbII0JeHHe U KOPUMIrHpaHe Ha /103aTa (HaMajqBaHe Ha
J103aTa HA TAMOTPHKHH ), KOTATO € HeOOX0IUMO.

3udosyoun
Banmpoar MoKe Ja nOBHIIH TUIA3MEHaTa KOHUCHTPAUMA Ha 3HAOBYAHH, KOSTO a NOBEAE 0 MOBHIICHA
TOKCHYHOCT HA 3UJIOBY IMH.

Denbavam
Banrpoepata KMCETHHA MOKE 1a HAMAM Cpej1HHS KITUPBHC Ha dendamar ¢ 1o 16%.

Chanzanun
Banmipoerara kucenyHa Moke Ja HAMaJM KOHIEHTPALMATA Ha OJTAaH3alHH.

Pygunartuo

Bannpoepara KucenlHa MOXKE Ja JOBEIE A0 YBeMUaBaHE HA IIa3sMEHHTe HUBa Ha pypuHamMua. Tosa
YBEJIHUEHHE 3aBMCH OT KOHIEHTPALMATA Ha BATUIPOEBA KHCENKHA. | [OBHIIEHO BHUMAHHE C€ H3UCKBA
OCOOCHO MpH Aelia, THH KaTo TO3H ¢(DEKT € MO-BUCOK B Ta3y MOMyJIAIHA.

IIponogon
Bannpoeata kucenuna Moske 10 JOBeAE IO YBETHYABaHE HUBATA HAa Nporodo B kpbBTa. Ilpu
eJIHOBpeMeHHarta ynotpeba ¢ Bannpoar, TpadBa aa ce 0OMUCIIH HAMAJISIBAHE Ha [I03aTa HA Nporogor.

Hunmoounun
EAHOBpEMEHHOTO JIeueHUE ¢ HUMO/IHITHH H BAJINPOCBA KUCETTUHA MOXKE /12 YBEIUYH 11
KOHLIEHTpAIiA Ha HUMOAHIHH ¢ 50%. CrenosaTeniHo, TpaOBa Ja ¢€ HAMaIH 10341a
CIIYYaH Ha XHUITOTEH3US.

Biinanue na Apyru JieKapcTBa BbPXY BAIIPOAT
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[IpoTHROEMIIEIITUYHHTE CPEACTRA C €H3UM-HHIYLHpaLl ¢PeKT (B TOBA YHCIIO (DEHHTOHH,
deHobapOuTan, kapGaMaszeniH) TOHMKARAT CEPYMHHTE KOHLCHTPALIHH Ha BATMPOEBaTa KHcelnHa. B
cJIy4an Ha KOMOMHHpaHa Tepanus, JO3HUTe TpAOBa Jia ce KOPHIUpaT ChoOpa3HO KIHHHYHKUA OTrOBOP H
HUBOTO UM B KPBBTA.

Ot gpyra crpaHa, koMOUHaLMATa OT dendaMaT | BAINMpoaT MOHWKABA KIIHPBHCA Ha BAIPOEBaTa
KUucenHa ¢ 22% 1o 50 %o, H ciie10BaTeNHO, YBEIMYABA [H1a3MEHHTE KOHIIEHTPALHE Ha BAJITNIPOSBATA
kucesiHa. Jlo3arta Ha pampoat TpaOBa na ¢e Habro1asa.

MeTtabondTuTe Ha BATINPOEBATA KUCEIHHA MOTAT /1A C€ YBEJIMYAT B CiIy4ai Ha eTHOBpEMEHHa yroTpeda ¢
(heHuTOMH WK PenobapOuTan. CregoBarelHO, NALMEHTHTE JIEKYBAHH ¢ TE3H JBe JEKapCTBa TpsOBa Aa
ObaaT BHHMATETHO HAOMIOAABAHH 34 IIPH3HALIH H CUMITTOMH Ha XHIISPaMOHHUSMES.

MedIOKBHH NOBHINaBa META0OIHM3MA Ha BAJINIPOEBaTa KHCEIMHA H MMa KOHBYJICHUBEH e(peKT; rnopaau
TOBA B CITy4ad Ha KOMOHHEHpaHa TepalyA MOTaT Ja BE3HHKHAT eMWIENTHYHH NPBIAIBLH.

B CJY yaH Ha CIHOBPEMCHHA ynmpeﬁa Ha BAIIIPOAT H CHJIHO CBBP3aHH € IIPOTCHHHTE BCLUCCTRA
(EICHHPHH), CCPYMHHUTC HHMBaA HA CcBoDOHATA BANNPOCBATA KHCOIIVHA MOTaT Ha ¢& TIOBHIIAT.

B cnyqait Ha emHOBpeMeHHa yroTpeda Ha BUTaMHH K-3aBHCHME aHTHKOAryaHTHH (DakTopu, Tp#OBa na
CE M3BBPLIBA CTPOTO MPOCIHENABAHE Ha IPOTPOMOHHOBOTO BPEME.

HupaTa Ha MeTaOONHMTHTE HA BANNPOCBATa KUCEIMHA MOTAT a4 C¢ MOBHUILAT { BCASACTBHE HA peayliHpaH
4epHOAPOOEH MeTabOIM3EM) B CITYYall HA €ITHOBPEMEHHA yNoTpeda ¢ LIHMETHIMH Mk SPUTPOMHIIHH.

Kapbanenem (MaHUIEHEM, MEPOTICHEM, HMHIIEHEM)

HamassiBaHe HMBAaTa Ha BA/IIPOeBa KUCEIHHA B KPBBTA, ca OWIH MOKIAJBaHH IPU ¢AHOBPEMCHHATA
YTIOTpeOa CHC ChILPIKANIN KapOaneHeMH CPeACTRA, BoAelly 10 HamaniBaHe ¢ 60-100% dusara Ha
BAJIIPOEBA KHCENIMHA B [IPOIB/DKEHHE HAa 2 AHM, IOHIKOra CBbP3aHo ¢ rbpuobe. [lopaan 6Bp30TO
HAYaNQ U CTEISHTa Ha NOHWKABAaHe, eTHOBPEMEHHOTO NPHIaraHe Ha ChIBbPKaLld KapOaneHemMu
CpeACTBA NPH MMALMEHTH CTaOMIH3HPAHH Ha BATMPOERa KHCeNHHa TpAOBa 1a ce m30Area (BK. Touka 4.4).
AKO J€4YEHHETO C TE3A AaHTUOMOTHLIM HE MOKe 1a ce u3Derde, TpsaOBa Ja ¢ H3BbPILUH CTPHKTHO
NpocnensIBaHe Ha KpbBHUTE HUBa Ha JlenakuH 57,64 mg/ml cupor.

Pudpavnuyun

Mo2ke fa NOHIDKH KPBBHHTE HUBA Ha BaJllIPpOEBATa KHCEJTHHA, KOETO BOAU A0 JIMICA HA TEPANICBTH4EH
edekT. ETO 321110, MOXKe /1 C& HANOMKM A03aTa Ha BANIOPOAT A4 C¢ KOPHTHpa MpH CEBMECTHO
TIPHITOAKCHHE ¢ pUdaMITHiiKY.

{Ipomeasnu urnxubumopu
IIpu ennoBpeMeHHara yriotpeda Ha NpoTea3Hn MHXMOHTOPU KaTO JIONMHHABHP, PUTOHABHD, C& HAaMallIBaT
IIa3MEHUTE HUBA HA BAJIIIPOATa.

Xorecmupaviun

HPH CAHOBPCMCHHA YHOTP'BG‘&, XOJNCCTHpaMHH MOXKE Ja NOBCAS 10 HAMAJMBAHEC HA TUTA3MCHUTC HHMBA HA
BaJIMpoar.

Memamuzon
MeTaMH30TBET MOKE Ja HAMAITH CEPYMHMTE HHBA Ha BAIIIPOAT MPH €AHOBPEMEHHO NIPHIOMKCHHE, KOETO
71a ToBefIe A0 MOTCHIHATHO HAMa/IsBaHe Ha KITHHHYHATa e(pMKAacHOCT Ha Banmpoar. Jlekapure
OpeIIMCBallM JedcHIe, TPADBA Ja HabmOAaBaT KINIMHHUUHMA OTrOROP (KOHTPOJ Ha IPUIL
KOHTPOJI HA HACTPOEHHETO) ¥ 12 OOMMCIIAT MPOCIIeIsBAHE HA CEPYMHUTE HUBA HA BaJl
MO IX0I41110.

Memompexcam
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B HAKOW JOKIIaIH CE OIMMCRA 3HAYUTETHO HAMANSABAHE HA CEPYMHMTE HUBA HA BAJINIPOAT CJ1C/
NPWIOXKEHHE Ha METOTPEKCAT C MoABa Ha rbpuose. [Tpeamucpalure jsekapy TpAOBa a Mpoceaasart
KIIMHWYHHA OTTOBOP (KOHTPOJI Ha TEPYOBETE WK KOHTPOJI Ha HACTPOCHUETO) U Aa NMPCABHAAT
NpoCIesIBaHe Ha CEpYMHHMTE HHBA HA BAJINPOAT, ako € HeoOX0IUMO.

HpyTH B3aHMOIEHCTRUA

Puck om ygpexcoane na uepnus Opo6

EnnoepemenHaTa yrnorpeda Ha canminatd TpsaOBa a ce H30ArBa IpH Jiena o/ 3 roJHIIHA Bb3PacT
NOpaad PHCK OT YepHO/ApOOHA TOKCHYHOCT (BIK. ToUKa 4.4).

EnHoBpeMeHHaTa yrioTpeda Ha BANTIPOAT B MHOKECTBEHA AHTUKOHBYICUBHA TEpalTHs MOBHIIABA PHCKA
OT YBPEXJAHe Ha YepHUA Apod, 0coOeHO MPH MalKy Aena (Bx. ToUka 4.4).

EaHoBpeMeHHata yroTpeda ¢ KaHaOWIHOI MTOBHILABA Y€CTOTATA HA NMOBULIIABAHE HA H3MMHHTE
TpaHCaMUHA3K. B KIWHUYHU NpoyYBaHHS ITPH MAIMEHTH OT BCHYKK BB3PACTH, IOYyUaBallly
eMHOBPEMEHHO KaHaOuauon B fo3u ot 10 10 25 mg/kg u panmpoar, ce chodInaBa 3a IOBUILEBAHE Ha
ALT Han 3 mbTH HaJ ropHaTa rpaHMia Ha HopMata IpH 19% ot naumedtiTe. TpsOBa fa ce yIIpaKHIBa
HOAXOALL MOHMTOPHHL Ha YEPHUS Apo0, KOTATO BAANPOAaT C¢ U3IIOI3BA €AHOBPEMCHHO € IDYTH
AHTUKOHBY ICMBHM CPeiCTBA ¢ TTOTCHIMANIHA XEMAaTOTOKCHYHOCT, BKIFOUATEIHO KAHAOWAHON, H TpAOBa
Ja c€ OOMMCIIM HAMANSBAHE Ha /103aTa HIH NPSKpaTIBaHe Ha J€YSHHETO B CITyUall Ha 3HAYMTEHU
AHOMAJTUH Ha YEPHOAPOOHHUTE MapaMeTpH (BXK. Touka 4.4).

E1HOBPEMEHHOTO APH/IOKEHHE HA BAJIPOAT H TOMHPAMAT HJIH aCeTA30JIaMHUJl € CBBP3aHO ¢
cHuepATONATHA H/A/IH XHNepamMonHemus. [laienTure IeKyBaHH € TE3H [IBA JIEKAPCTBEHH MPOIYKTA

TpAOBA BRUMATEIHO 114 ¢& HaOIIoAaear 3a MPH3HALIN U CUMITTOMH Ha XMIIEpaMOHHEMHYHA
eHiIehamonaTus.

KBeTHanun

EAHOBpEMEHHOTO NPUIOKEHHE HA BANINPOAT ¢ KBETHANHH MOKE /14 YBEJIHUH PHCKA OT
HEYTPOMNEH A/ IEBKOTICHMS.

CpeacTBa CHLABPKAINH €CTPOTeH, BRIAWYHTEIHO ChALKALUH €CTPOTreH XOPMOHAIHH
KOHTpalenTHBH

Ectporenure ca Huaykropy Ha mzodopmu Ha UDP-rmmokyponosun Tpancgepazara (UGT), yuacTBainu B
TITIFOKY POHMPAHETO HA BANIPOAT M MOTaT [1a YBETHYAT KJIUPBHCA HA BAIIIPOAT, KOETO Aa JOBEIE A0
HamMalleHa CepYMHA KOHLCHTPALUA Ha Ba/IIPOAT H BB3MOXKHO HAMAJLIBAHE HAa €PUKACHOCTT Ha
BasiIpoara (Bxk. Touka 4.4). Jla ce oOMHCIM Npoc/IeaaBaHeToO Ha CEPYMHHTE HHBA Ha BaJIIIpOAr.

Ot Apyra CTpana BainpoaT HAMa eH3uM-HHAyIMpall ¢deKT; BCJICACTBHE Ha TOBA, BAJINPOAT HE CHHXKARA
¢(pEKTHBHOCTTA HA eCTPONPOreCTATHBHHTE CPEACTBA TIPH KeHH B3eMallld XOpMOHAITHH
KOHTPALICIITTUEH.

Husanam-xoHiozupanu iekapcmea

EHOBpEMEHHOTO MPHIIOAKEHUE Ha BAINPOAT B MMHBANIAT-KOHFOTHPaHH JIEKapCTBa (KATO Le(AUTOPEH
MUBOKCHI, age)OBHp AUIHBOKCHIL, IMBMELMIHHAM H TTMBAMITMLAIHH) TPAOBa f1a ce H30ATBA MOPaIu
TIOBMIUEH PHCK OT H34epIIBaHe Ha KapHHUTHH (BK. TOYKA 4.4 IareHTH ¢ pUcK OT XMITOKAPHHTHHEMHA).
[lanueHTHTE, MPHU KOUTO HE MOXKE J1a e H30erHe ChBMECTHOTO MPWIOKEHHE, TpAOBa Ja Obaar

BHMMATEIHO HabMOgapaHy 3a NpH3HAIH H CUMHTOMH Ha XHITOKAPHHTHHCMHUA.

4.6 PepTHIANTET, PEMEHHOCT H KbpMeHe

bpemennoct

Banmnpoart € NpoTrBonoKasaH 3a JIeUeHHe HA OHITQJISPHO pa3CTPOMCTBO IT0 BpeMe Ha
Banrpoar € npoTHBOIOKA3aH 34 IEUCHHE Ha eNIISTICHS 1O BPpeMe Ha OPEMEHHOCT, ©
MOAXOAAIA AITEpPHATHBA 32 TeUSHHE Ha eriencus. Banmpoar € NpoTHBOMOKA3aH 34
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KEHH C ZETEPOIACH ITOTEHIMAIL, OCBEH KOraTO €a W3ITEJTHEHH YCIIOBHATA Ha [ IporpaMara 3a mpeana3BaHe
0T OpeMeHHOCT (BkK. ToukM 4.3 1 4.4).

TepaToreHHOCT U eheKTH BPXY PA3BHTHETO

Pucroee, cevp3anu ¢ exCno3uyus Ha sainpoam no epeme Ha bpemennocm

Kakro MOHOTEpammaTa ¢ BAIIIPOAT, Taka U ITOMATEpaMsiTa ¢ BaINPOaT, BKIOYBAINA U IPYTH
AHTHENHJICHITHIH, Y€CTO ¢a CBbp3aHH ¢ a0HOPMEH H3X0A Ha OpeMeHHOCTTA.

HanduuuTe JaHHM MOKA3BaT YBEIHYeH PHCK OT TEXXKH BpOIeHH MandopMallMi 1 HapyIEeHHA Ha
Pa3BUTHETO HA HEPBHATa CHCTEMA U B ABATa CIIy4as — KaKTO [IPH MOHOTEpAIius, Taka | I1pH
TOJIMTEPAIHA ¢ BAJIPOAT, B CpaBHEHHE C MONYJIauus 06e3 eKCIIO3UIHs Ha BAIIPOAT.

ITokazaHo €, Ye BaNMpoAaT PEMHUHARA TIpe3 MUIaleHTapHaTa OapHepa KaKToO IIpH KHBOTHHCKHM BHIOBE,
Taka W IIpy Xopa (BXK. Touka 5.2).

[IpH >KHBOTHH: IIPH MULIKH, IUTEXOBE M 3aiilIH ¢a JOKa3aHH TeparoreHHH edieKTH (B:K. TOYKA 5.3).

Bpooenu margopmayuu

MeTtaananus (BKTIOYBALI PETHCTPH H KOXOPTHH MPOyYBaHMs) ITOKA3Ba, ue okojo 11% or Aenata na
KEHH ¢ eMTUICIICHS, eKCIIOHHMPaHH Ha MOHOTEPAITHA ¢ BAINPOAT IO BpeMe Ha OPEeMEHHOCTTa HMAT
TSKKH BPOJIcHH MandopMalni. ToBa e rmosede OT pHCKa 3a TEXKKH MaI(popMallHH B 00I1aTa
nommyaays (okono 2-3%). PUCKBT 3a TexKKH BPOJISHH MaIhOPMALTHH NPU TeHa CIel i# utero
eKCIIO3ULIHA HA aHTHENWIICIITHYHA JIEKapCTBCHA MOIUTEpANKi, BKIFOYBALIA BAINIPOAT, € [TO-BUCOK OT
TO3H Ha aHTHEMWISHTHYHA JIEKAPCTBEHA Tepalis, KOSTO He BKIIIOYBA BaNpoar.

PUCKDBT € 10303aBHCHMM NPH MOHOTEpPAIui ¢ BaANpoar, KaTo HAUIMYHHTE JaHHH [TOKA3BaT, Ye €
J0303aBACHM H IIPH MOAMTEPATHA ¢ BaIIpoar. BeIIpekn ToBa, niparoeara go3a, o KosATo He
CBINECTBYBA PHCK, HE MOXKE Ja C€ ONpeeni.

HamuuHuTe NaHHU NoKa3BaT HapacTBaHe HA CYHYaMTe Ha MalIKH U TeXKKH Maopmanny. Haii-
YECTHTE CITyYaH Ha ManpopMaruy BKIOYBaT AedeKTH Ha HeBpalTHaTa Tp10a, TULIEB THCMOP(PHUIBM,
3a€1IKa VCTHA ¥ BEJIYA [1acT, KPAHHOCTEHO3d, ChPASYHH, OLOPEYHH B YPOreHHTAIHU ASHEKTH, H
nedexTy Ha KpalHULUTE (BKIOYHTEIHO ABYCTPAaHHE arUia3yus Ha IBYeBaTa KOCT), H MHOKECTBO
AHOMAJIMH HA PA3NIMYHH CUCTEMH B YOBEINKHS OPraHu3bM.

EKCTIO3HMLMATA {7 utero Ha BANNPOAT MOXKe J1a IOBEAC IO YBPEKIAHE Ha CIlyXxa HIH NIYX0Ta nopaiu
MandopMaIMH Ha yiIHTe WK Hoca (BTopuyeH edekT) H/HITH TUPEKTEH TOKCHYEH e(PeKT BhPXY
cTyxoBus anapat. CryyauTe ONMUCBAT KakTO €HOCTPaHHA, TAKA H ABYCTPaHHA MIyXOTa WIH
YBpeKaaHe Ha cryxa. He 3a BCHUKH clyvad ca chodieru pesynrat. Korato ¢a cro0imenu
PE3YITATH, B {(10-TOJIAMATA YaCT OT CIIYHAHTE HE CC Haﬁmoztaﬂa BbH3CTAHOBABAHLC.

EKCIIO3HIINS in ufero HAa BANIPOAT MOXKE Ja J0Bee A0 OYHH MaipopMariu (BKIYHTETHO KOIoOoMa,
MHKpOdTanIMUA ), KOUTO ¢€ CBOOINABAT BEB BPB3KA ¢ APYTH BpOAeHH MajipopMalvu. Te3u ounm
MaT(pOPMAIIHH MOTAT Ja 3aCETHAT 3PEHHETO.

Hapywenus 6 pazeumuemo na nepsnama cucmema
JlasHu MOKA3BAT, Ye SKCMO3NLMA Ha BATIMIPOAT i ufero MOKe /1a WMa HeONaronpusaTHd eheKTH BbPXY
NCUXHYECKOTO 1 (PH3HUECKOTO pa3sBUTHE Ha JelaTa, U3JI0KeHH HA TaKapa SKCMO3ULUHA. PUCKET OT
HapyILIeHHUA B pasBUTUETO HA HEPBHATA CHCTEMA (BIJIIOUHMTEIHO ayTH3IBM ) U3TIeKIa € J0303aBUCHM,
KOraro BajIIIpoar ¢€ U3IoJI3Ba KaTo MOHOTepanusa. Belipeku ToBa, [iparosara f103a, 10 KOSTO pUCKBT
HE CHUIECTBYBA, HE MOKE 14 C€ YCTAHOBH BB3 OCHOBa Ha HaNU4HUTE AaHkuy. Korarto Banmpoar ce
M3I10JI3BA KaTO NOJUTEpanid C IpYTH aHTHCIIHIIIITHYHH JIeKAPCTBEHH MPOAYKTH, PUCKBT OT
HAPVIICHUA B PA3BUTUETO HA HEPBHATA CHCTEMA B NIOKONEHHMETO CHIO 3HAYHTENHO €& YBenniasa B
CpaBHEHHE ¢ TO3H IIPH JAeua OT 00INaTa MomyJaliua WK POJICHH OT HEJIEKYBaHHA MAHKH C

BpeMe Ha LiAnaTa OpeMeHHOCT HE MOXKE [1a C€ U3KITIOHH.
Koraro Bannpoar ce ripuiara KaTo MOHOTEpAIHs, NMPOyYBaHUs NIPH ASLA B IPEY
M3JI0’KEHH Ha EKCIO3ZMUMS HA BAJIIIPOAT /n ytero 1o BpeMe Ha OpeMeHHOCT IOKa3
OT CIy4auTe ce Hahnioaaea 3adagane B TIXHOTO PAHHO Pa3BUTHE KaTo: TOBOP, I
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ITO-HUACKH HHTEJIEKTYATHH CIOCOOHOCTH, JIOHIH €3HKOBH YMEHHS (TOBOpEHE W pa3zdupaHe) H MpolieMu
C TTaMeTTA.

Koeguuuenr 3a uarenuredtHoct (1Q), olleHeH npy aeua Ha 6 TOIHHH ¢ aHaMHE3a 34 eKCTIO3UIIMA Ha
BAIPOAT {1 utero, € cpeaso 7-10 MyHKTa No-HUCEK OT TO3H MPH Jeld, KOUTO ¢a H3JIOKECHH Ha APYTH
AHTHEITUIIETITHYHA NPOOYKTH. MMa mokazaTencTBa NpH Ziena ¢ €KCHO3ULIHA Ha BANIIPOAT, U¢ PUCKBT OT
HapyIlaBaHe Ha HHTEJEKTa MOKe a Objie He3aBUCHM OT KoeHIIHEHT Ha HHTeMurenTHoCT (1Q0) Ha
MalKaTa, BEIPEKH Y€ PONLATA HA CMyINAaBalIuTe (DAKTOPH HE MOKE A ¢€ H3KIIIOYH IPH Jea.

JlaHHHUTE [0 OTHOIBEHME HA BJITOCPOUHUS U3X0) Ca OTPAHHYECHH.

Hannuuure nasHy o7 OMyAaiMOHHO 0a3UpaHo H3MHMTBAHE MTOKA3BAT, Y€ JelarTa ¢ CKCIIO3UIMA Ha
BAJIIIPOAT i1 ufero ¢a ¢ NOBUIIIEH PHCK OT Pa3CTPOCTBA B AYTUCTHYHMS CHEKTEHD (IPHOIU3ATEITHO

3 IBTH) U JETCKH ayTHIBM (OKOIO S METH) B CPABHEHHE © MOMYJIaUMATa HA Te3HU 0€3 €KCIMO3HIMA B
MPOYUYBAHETO.

Hanu4yHuTe NaHHM OT APYTO MOITYAAITMOHHO Da3UPaHO W3MHMTBAHE NMOKA3BAT, e ACIATa ¢ CKCIIO3UIIMA
HA BAJIIIPOAT % ufero ca ¢ MOBUIIEH PUCK OT PA3BUTHE HA CHMITTOMH KaTo Je(PHIUT Ha
BHUMAHHETO/XUMIEPAKTHBHO pa3cTpoiicTBo (attention deficit/hyperactivity disorder, ADHD)
(npudmznTenHo 1,5 NbTH) B CpaBHEHUE C TTOMyAalMATA HA T€3H 0€3 €KCIIO3HULHA B MIPOYYBAHCTO.

Heya om siceHcku noj1, 0e80liKY U Neend ¢ Oemepooer ROMENYUAT (824C. RO-20pe U MONKA 4.4)
(CpelncTBa ChALPIKALIM €CTPOreH, BKIIOUHTETHO ChABPKAIUK €CTPOreH XOPMOHAJTHH KOHTPACTTHBH
MOrar j1a YBEJIHYAT KJIHPBHCA HAa BANOpoaT, KoeTo OH MOTTIo Aa 10BeAe A0 HaMalsBaHe Ha CepyMHata

KOHLIEHTPALIMs HA BAIIPOAT U BE3MOXKHO HaMaJlaBaHe Ha e(eKTHBHOCTTA HA BANMNPOAT (BXK. TOYKH 4.4
H4.5)

Axo orcenama njanupa bpemennocm

3a MOKA3aHHETO EMHIENICHS, aKO KeHATa [UTaHUpa Aa 3abpemeHee, TEparusTa ¢ BAINpoat TpAdBa Ja ce
MPEOUECHH OT CHELHAIHCT ¢ OTMT B JICUCHWETO HA EIMMAIENICHA U Ja C& OOMMUCIIAT aITCpHATHBHH
BB3MO)KHOCTH 3a JieyeHHe. TpsaOBa ga ce IosioxkaT BCUUKH YCWIHS, 3a N1a C¢ NPEeMHHE Ha NOAXOIAIO
ATTEPHATHBHO JIeYeH e NPEIH 3aUeBaleTo H NPeau MpeKkpaTaBaHe Ha KOHTpallermmaTa (Bx. Touka 4.4).
AKO cMAHATA HA JICYEHHUETO HE € Rb3MOXKHA, JKeHaTa TPAOBa a NONYYH JOIBJIHMTETHA KOHCYITAIHA
OTHOCHO PHUCKOBETE C BAINPOAT 32 HEPOIEHOTO JETe B MOJKPENa Ha MH(POPMUPAHOTO H B3CMaHe Ha
pelreHHe OTHOCHO CEMEHHOTO [UIAHUPAHE.

3a nMokazaHWETO GHUIOIAPHO Pa3CTPOMCTBO, AKO JKEHATA IUTaHHpa Aa 3adpemMeHee, TpAOBA [a ce NMpoBeC
KOHCYJITAIIUA CBC CHMEUMANMCT C ONHT B JIEMEHHETO Ha OWOOMAPHO PasCTPOHCTBO M JICUCHHETO C
BANINIpOaT TpAOBa 14 C& IPEeyCTaHOBH, U aKO € HeQOXOAHMO, TPAOBA Ja ce NpeMHHE Ha AITEPHATUBHO
JIEYSHHE [IPEIH 3a4€BAHETO H IPEH NpeKpaTIBaHe HA KOHTPALIETILIUATA.

bpemennu Jcenu

Banrpoar kaTo neucHHe 3a OHITONAPHO pasCTPOHCTBO € IPOTHBOMIOKA3aH 33 yIoTpeda 10 BpeMe Ha
OpeMeHHOCT. Basinpoar, Kato IeueHHe 3a eMIENcHs € IPOTHBOMOKA3aH MPH OpeMEHHOCT, OCBEH KOraTo
HAMA MOIXOAIC AITEPHATHBHO JIeUeHHE (BXK. TOUKH 4.3 H 4.4).

Axo jxeHa, KOATO ce JIEKYBA ¢ BAIINpPOAaT, 3adpeMenee, Ta TpA0Ba He3a0aBHO Ja ¢e HACOYH KbM
CIIETTHAITACT, 34 /14 Ce ODCHAAT AITEPHATHBHHE BB3MOXKHOCTH 3a JieueHre. [lo Bpeme Ha OpeMEHHOCT,
TOHHYHO-KJIOHUMHUTE PBPUYOBE TIPH Makara ¥ eMMICIITHYEH CTATYC C XUTIOKCHA MOTaT 1a HOCAT
OIIPEIE/CH PHCK OT CMBPT 32 MalKaTa M IUI0HA.

AKO, BBITPEKH H3BECTHUTE PHCKOBE C BAIINPOAT MPH OPEMEHHOCT H CJTE] BHUMATEMHO OOMUCIISHE Ha
ATITEPHATHRHO JICUCHUE, NPH H3KITIOYHTEIHH 00CTOATENICTBA OpeMeHHATA sKeHa TpAOBa J1a [1071y4aBa
BAJIITPOAT 33 EMJIETICHS, MMPEeNoppYBa Ce Ja:

¢ C€ M3MON3BA Hall-HHCKaTa epeKTUBHA A03a H [1a ce pa3ziells JHEBHATA 1034 Ba/UIpoaT Ha
HAKOJTKO MATKM 1034, KOHTO TpA0Ba [1a ¢e MpHEMAT npe3 TeNHs JeH. Y noTpedara Ha

JIEKAPCTBEHH (hOpPMU, 3a 14 ce H30SrHaT BUCOKH MAKCHUMAITHH TU1a3MEHH KOHLIE
TO4Ka 4.2).
BCHYKM NAIHEeHTKH ¢ eKCITO3HLMA Ha BaﬂnpoaT MO BpEME Ha OPEMEHHOCT H TEXHUTE M1
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eKCIIOHHpaHata OpeMeHHocT. TpadBa /1a ce W3BLPILBA CHICLHATH3UpaH MPEeHATaIeH MOHUTOPHHT 32
OTKpUBAaHE Ha BB3MOXKHA 110484 Ha TehekTH Ha HEBPATHATA TPH0A HWITH APYTH MAI(hOPMALIHH.
[TpremaneTo Ha JodaBku ¢ Gomuera KUceMHa npead OpeMeHHOCTTa MOXKe JTa HAMaK PHCKa OT
nepeKTH Ha HeBpalHaTa TphGa, KOUTO MOTAT J1a ce MOABST IpH Bedka OpemeHHOCT. Hanuanure nannu
obaue, He peaNoarar, 4e gonueBsarta KHCe/TMHA MPeI0TBPATIBA TOABATA HA BPOACHH ACDEKTH HIH
MaJipOPMALINY [IOPATH €KCIIO3HLHS Ha BaJIIPOAaT.

Puck 3a nogopodernomo

-  MHOTO psiIKO ca JOKJIABAHH CJIYYaH HA XeMOParayeH CHHIPOM IPH HOBOPOJEHH, YHHTO MAHKH
Ca mpueManu Balnpoar no BpeMe Ha OpeMeHHOCT. 031 XeMOparuycH CUHAPOM € CBLP3aH ¢
TPOMOOIUTONEHHS, XUITOPHOPHHOTEHEMHS W/HITH 10 HAMANABaHe HA APYrH (PAKTOPH Ha
KPBBOCBCHPBAHETO. APHOPUHOTEHEeMHS € TOKIAIBaHa CBINO H MOXKE J1a ObAe ¢ (paTasieH H3XO/.
To3u xemoparuueH cuHIpom, odade, TpAOBA a ce pasrpaHHuH OT HAMAIABAHETO HA BUTAMMH K-
3aBHCHMUTE (GaKTOPH, HHIYLHPAaHH OT penoOapOuTan v eH3HMHY HHAYKTOPH. CJIea0BaTEITHO,
6pos Ha TPOMOOIMTUTE, HUBOTO HAa (PUOPUHOreHa B MIIa3MaTa, KOATYTALHOHHE TECTOBE M (GaKkTOPH
Ha KPBBOCHCHPBAHETO TPAORA /14 C€ M3CIIeNBAT MPH HOBOPOIEHH.

- Cnydan Ha XUTIOTIHKEMHMSA ca OWTH TOKITAIBAHH TIPH HOBOPOAeHH, YHHTO MAHKH ca NMpHEMaTd
BJIIIPOAT [0 BPEME Ha TPETUS TPHMECTED OT OPEMEHHOCTTA.

- (Cnyyau Ha XUNIOTHPEOHIH3BM ca OWIIY AOKIIA/IBAHHM IPH HOBOPOLECHH, YHUTO MAKKH ca TPHSMATIH
BAINPOAT 110 BpEME Ha OpEMEHHOCTTA.

- CHHIPOM Ha OTHEMAHETO (KATO, H B YACTHOCT BB30Y/1a, PA3APA3HUTETHOCT, CBPBXBE30Y THMOCT,
HEePBHOCT, XUTICPKHHE3HA, HAPYIIICH TOHYC, TPEMOP, KOHBYJICHHA W HApYIIEHHs Ha XpaHEHETO)
MOJKe [a C€ NIOABU IIPH HOBOPOACHH, YHUTO MAKKU Ca NipUeMaiy BaNpoat 1o BpeMe HA HOCASIHUA
TPUMECTBLP OT OpeMeHHOCTTA.

Knpmene

ExckpelHsara Ha BaJIIIpoAaT B KbPMaTa € HUCKA, ¢ KoHIeHTpauus Mexay 1 % jgo 10 % ot cepymHuTe
HHBA HA MaiikaTa. Bb3 0cHOBa Ha IMTepaTypPHUA H KIHHHYEH OIHT, KBPMEHETO TpAOBA 11a Ce
npepasriea KaTo ce B3eMe Noj BEAMaHKe IpodHia Ha Ge3omacHoct Ha Jenakun 57,64 mg/ml cupon,
0COOEHO XeMaTONIOTHIHNTE HapyineHHs (BK. Touka 4.8 Hexxenarny NexkapcTBEHH PEAKIHH).
ExckpeuusaTa Ha Ba/lIIpoaT B MAYHHOTO MIIKO € B fHana3oHa ot 1 % no 10 % or cepyMHMTC HUBA HA
Maiikara. XeMaTOJIOTHIHH Hapy(UeHHA ca HaOTI0JaBaH! TPH HOBOPOASHK/ 0¢0eTa KOTaTo ca KbPMEHU OT
MaHKH, NMPHUEMaJIK BATIpoaT (BK. To4ka 4.8).

TpaOBa na ce B3eMe pelIcHHE OTHOCHO CITHpPaHe Ha KhPMEHETO HIIH ITPEYCTAHOBABAHE/OrPAHHYEHHE Ha
neveHuero ¢ Jlenakun 57,64 mg/ml cupor, kaTto ¢ce UMaT NpeaBUI NMOJI3HTE OT KbPMEHETO 32 JIETOTO H
1oJI3aTa OT IEUSHUETO 3a MalKarTa.

DepTHIHTET

HMMa crodlIeHus 3a aMeHOpest, TIOAHKMCTO3HH SHYHKLIM U YBEIHYCHY HHBA Ha TeCTOCTEPOHA MPH JKEHHU,
npHeMaTH Bainpoar (Bx. Touxa 4.8). IlprnaraHero Ha BANNIPOAT MOXE CBLIO 2 HAPYIIHX (PEPTIIIHTETA
Ipy MBxe (BK. Touka 4.8). HapyieHnATa Ha dhepTHIHTETa B HIKOH CIIyYaH ca 00paTHMH HaH-MaIKo
3 MeceLa ciie]] peycTaHoRsRaHe HA JieueHHeTo. OrpaHyMdeH Opol foKIaJIBaHu CTyyau mpearno.iarar,
ye 3HAYUTETHO HAMAIABAHE Ha 103aTa MOXKe 11a noao0pH depruaurera. Benpeku ToBa, B 1pyTH
cIIy4aH, HIMA JaHHH 3a OOpaTHMOCT Ha DE3MI0IHeTO MPU MBXKe.

4.7 EdexTu BBpxy cnocoOHocTTA 32 Wodnpane 0 pabora ¢ MAINUMHH

[lammentute Tpadea ga OBAAT npeayipeAeHH 32 PHCKA OT CbHAHBOCT, OCOOCHO B CIIy4aH Ha
IPOTUBOrBPUOBA ITOIHIEPANMS T B KOMOHHAUS ¢ Oenzomuazeniuin (Bxk. Touka 4.5 «Apyra
B3aUMOICHCTBHSA ).

4.8 Hewxeland NeKapcTBeHH peaKIHH

M3nonseana e cneanara CIOMS kacudukauus 3a yecToTaTa Ha HEXKEJIAHHTE JICKa
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Muoro gects (=1%); yectn (>1% u <10 %); neuectu (20,1 u <1%); peaxu (>0,01 n <0,1 %); MuoOroO
penks (<0,01%), ¢ HeusBecTHA YecToTa (OT HAJIMYHHTE OAHHH HE MOXKE /1a Ob/le HApaBeHa OLICHKA).

Bpooenu, hamuanu u cenemuunu napywienust (sac. mouxa 4.6. ,, bpemennocm u kopmene ")
BponeHu mandopMaliii 1 HapyIIeHHs B Pa3sBUTHETO (BK. TOUKH 4.4 1 4.6).

Hapyuenua na kpwenama u aumgnama cucmema

YecTH: apemMusd, TpoMOoLTUTONICHH (B3K. TOUKa 4.4 )

HeyeCTH: NaHIHTONICHHA, JIEBKOTIEHUS

Peaxy: HEAOCTATEYHOCT HA KOCTHHSA MO3bK, BKIIIOUATE/THO YHCTA aryia3us Ha YepBeHHA KPBBEH pell,
arpaHyIoNMTO3a, MAKPOIUTHA aHEMHUS, MAKPOLIMTO34a

Hzcaeosanus

Penku: NOHIDKEHH HUBA Ha KOaryJiaUHOHHHTE (DaKTOpH (MMOHE HA eJHH OT TAX), OTKIIOHEHHA B
KOAryJIAUMOHHHTE TECTOBE (HaNPHMEp YB/DKEHO MPOTPOMOHHOBO BPEME, YAB/KECHO AKTHBHPAHO
MapUHATHO TPOMOOIIIACTHHOBO BpeMe; YABIKEHO TPOMOHHOBO BpeMe; yBesueH INR) (B, TOUKH
4.4 n 4.6), HemOCTHT Ha OMOTUH/OMOTHHHAA3A

Hapywernua na nepsnama cucmema

MHoro uectu: TpeMop

YecTH: eKCTpanUpaMyIHK HAPYINCHYS, CTYTIOP®, COMHONIEHTHOCT, KOHBYJICHH, HAPYIIICHHS B aMeTTa;
r;1apo0OJIHe; HUCTArbM; HAKOJIKO MUHYTH ¢Jie] HHTPABEHO3HA HHKEKIIMA MOKE Ja HACTBITH
3aMalBaHe (IIPH UHTPABCHO3HO MPHIIOKECHHE, 3aMasHOCT, MOXE J1a C€ TIOYYH 3& HAKOJIKO MUHYTH H
OOWKHOBCHO H34YE3BA CIIOHTAHHO CJIE/ HAKOJIKO MHUHYTH )

Heuectu: koma®*, enuedanonaruga®, nerapruga™®, odpaTumM NapKAHCOHU3BM, aTaKCHA, NMApeCTe3HA
Penru: oOpatuma aeMeHUHs CBBP3aHa ¢ o0paTHMa uepedpaia aTpodH, KOTHITHBHH HApYITEHHS
*CTynop H IeTaprs, BOJEIIH MOHSIKOra 10 NPEXOAHa KoMa/eHuedanonaTis; Te ca 0xau
CaMOCTOSTENHY WK CBEP3aHH C MOBHINABAHE YECTOTATA HAa IBPUYOBETE B X0/1a HA TePAIHATE, H
HaMa/IsABaT OpH CIIMpaHe Ha JICYeHHETO WK MOHWKAaBaHe Ha Jo3aTa. €34 ciyuyald Bh3HUKBAT HaH-
4eCTO NP KOMOMHHpPaHa TepanHst ([1o-crelyanHo ¢ (peHobapOuTaN HIH TOIMpPaMaT) HilH CJIe]
BHE3aIMHO YBEITHYABAHES HA JO3UTE BATIMPOAT.

Hapyvwuenua na ouume
Penxd: qUmuionus

Hapyuienur na yxomo u 1abupunma
YecTH: rayxora.

Pecnupamopnu, 2pv0nu 4 MeOuacmunainy HapyiieHul
HevecTH: nIeBpaiicH U3ue

CroMatdHo-upesHu Hapyuie Hus
Muoro gecTH: rageHe®

YecTH: NOBpBLIaHe, BL3MANCHMS Ha BEHLMTE (OCHOBHO XHIIepIinasui Ha BEHUHTE ), CTOMATHT, OOJIKa B
ropHaTa 4acT Ha Kopema, THApPHs 4eCcTO Bh3HUKBAT IIPH HAKOU MAUMEHTH B HAYanoTO Ha JICUCHHETO, HO
ODUKHOBEHO H34e3BAaT CII¢] HAKOJIKO JHH 0e3 npekpaTsBaHe Ha JICYEHHETO

*Habnronaga ce CBINO HAKOIKO MUHYTH C1€ HHTPaBEHO3HO HHXKEKTHPAHE ChC CITOHTAHHO 3aTHXBAHE B
pPAMKHTE HA HAKOJIKO MUHYTH.

HeveCTH: HaHKpeaTuT, NOHsKora ¢ ¢aTajeH H3XoA (BXK. Touka 4.4).

Hapywenua na 6v0peyume u nuxounume nomuwyd

YecTH: ypyaHapHa HHKOHTHHCHLHA

Heuect: 610peyHa HEJOCTATEYHOCT

Pemku: enypesa, TyOyNmOHHTEpCTHIIHATIEH HeQPUT, 00paTHM cuHapoM Ha Fanconi,
neficTBHE OUIE HE € ACeH
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Hapywenun na kxosxcama v nOOKOICHAMA MbKaH

YecTH: CBpBXUYBCTBUTEIHOCT, MIPEXOAHA H/HIH J0303aBUCHMAE AIONECUHA, HAPYIICHHU Ha HOKTHTE H
HOKBTHOTO JIETJIO

HedecTH: aHrHoeaeM, 0OpuB, HapyiieHHs Ha KOCbMa (KaTo HeoD14YaiiHa CTpYKTYpa Ha KOCEMA,
NPOMEHH B [IBETA HA KOCHMA, HEOOHYACH PacTek Ha KOcaTa)

Penky: TokcH4HA empiepMaliHa HeKpoau3a, cuHApoM Ha Stevens-Johnson, epurema MyITH(OpME,
CHHJPOM Ha JIEKAPCTBEH OOPHE ¢ ¢o3MHOpuuA U cuctemMuy cumnromu (DRESS)

Hapyuienusn Ha MyCKYAHO-CKEeMHAMA CUCTEMA U CHeOUHUMETHAMA MbKaH

Hevectu: HamaleHa KOCTHA MUHEPATHA TUTBTHOCT, OCTEOIICHUA,; OCTEONOPO3a U (PaKTYPH NPH
NALMEHTH HA NpOoAb/DKUTENHA Tepanud ¢ Jenakun 57,64 mg/ml cuporn. MexaHn3MBbT, 110 KOHTO
HenaxuH 57,64 mg/ml cupon nopjikgBa KOCTHHA MeTab0JIM3IbM, HE € YCTAHOBEH

Penxu: CHCTEMEH NTyNyC ¢pUTEMATO3YC (BiK. ToUKa 4.4), pabooMuonu3a {BxkK. Touka 4.4)

Hapywernua na enookpunnama cucmema

Heuectu: cHHApOM Ha HapylieHa cekpenns Ha AJIX (SIADH), xunepanaporeHM3bM (XKP3YTU3EM,
BUPHIH3BM, AKHE, MBXXKH THIT AJIOTIEIHS W/ HIM YBEIWYCH aHpOTeH).

Peaku: XUIIOTUPEOHIU3BM (BXK. TOUKa 4.6)

Hapywenua na memabonrusma u xpanenemo

HJecTH: XUnoHarpeMus, yBeAUIeHo Terio*

* [ToBHIIEHOTO TENECHO TerJIO TpsOBa ja ObJe BHUMATENHO TIPOCIENsSBAHO, Thil KaTo e (axTop 3a
NIOJIMKMCTO3€H OBapUalleH CUHAPOM (BXkK. ToUuKa 4.6)

Peaxu: xunepamonueMusa™ (Bxk. Touka 4.4), 3aTTeCTIBAHE

*BB3MOXKHO € J1a HACTBIAT Cy4ay Ha M30JIMPaHa WIH YMepeHa XHIepaMOHreMusi 0€3 NpOMSHA B
YepHOAPOOHUTE PYHKIHOHATHHA TECTOBE U TOBA HE TpaOBa Aa Ob/e IIPHYMHA 3a NIPEKPATABAHE HA
Tepanuara. ChobIaBaHo € U 3a XHNiepaMOHHEMHMs, CBbP3aHa ¢ HEBPOJOIHYHH CHMIITOMH. B TakHBa
CiIydaH € HeoOX0aHMO Ja ce OOMMCIIAT AOIIBAHKHTE/IHE H3ciienBaHus (BK. Toukd 4.3 1 4.4 HapyureHus
B YPEHHHS [IUKBI M PUCK OT XHTIEpaMOHEeMHA H [laliHeHTH ¢ PHCK OT XUIIOKapHUTHHEMHS ).

C HEW3BECTEHA YECTOTA: XMIIOKAapHHTHHEMHS (BX. TOUkH 4.3 u 4.4)

Heonaazmu - 0006poxkauecmseny, 310KAUeCMBerU i HeONPeOeIeHU (K. KUCmu U HOAUNLY)
Peaxu: MHENOIUCTNIACTHYEH CHHIPOM

Cvoosu HapyueHs
Yectu: xemoparus (Bx. Toukd 4.4 u 4.6)
HedecTd: BaCKVIHT

Obrwygu HapyiueHust u ehexmu Ha MACHIOMO HA RPUWIONCEHUE
HeuecTH: xunotepMus, HETEXKBK nepudieped eaeM

Xenamoouauapuu HapyiueHsl
YectH: YepHOIPOOHY VEpSKIaHud (Bx. Touka 4.4)

Hapyruenua na e63npou3sooumenHama CUcmema u 2vpoama
YecTu: nucMmeHopes
HeuecTu: amesoped

Penku: Ge3mionue npu Mbxke (Bx. Touka 4.6), OAMKHCTO3HHU SHUHULIH

Hevuxuunu napywenus
YecTH: CECTOSHUE HA OOBPKAHOCT, XAJKIMHAITHY, arpecus ™, aKHTalusa®, HapyIeHo

Penxu: abHOPMHO MOBeAEHHE ¥, TICHXOMOTOPHA XUIIEPAKTHBHOCT®, HAPYHIEHA CIIOCO
o0yuenue*

*Te3u HexenaHu IEKApPCTBEHH PeakIIMi ca HAaOIK0aBaHU OCHOBHO IIPH e IHaTpHYHA
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Bausnue evpxy 2ab0pamopHi u QUAZHOCTNUNKY URCTCOBANUA
Twii kaTO BaanpoAaT ce OTACIS OCHOBHO Iipe3 Op0pennTe, yacTHYHO N0 opMaTa Ha KETOHHH TEI1a,

PE3YJITATHET OT HANPABEHMS TECT 3a OTACICHUTE KETOHHH Tejla MOYKE [1a € ITOABEMK AL NIPH MTALUSHTH ¢
nnAaderT.

leauarpuiuna DoNyIalMs

[TpodunsT Ha OE30MaCHOCT Ha BATIPOT B NEAUATPUYHATA MOMYJIALUA € CPABHUM C TO3H PH
BB3PACTHH, HO HAKOU HEKeJIaHH PeaKLHH ca MO-TeKKH WIH ce HaONIoAaBaT [JIABHO B IeIHaTpUYHATA
nomynanus. ChIEeCTBYBA 0COOEH PUCK OT TEWKKO YEPHOAPOOHO YBpEXKIaHe IPH KbpMadeTa H MAIKH
gewa, ocoOEHO Ha Bb3PAcT Mo 3 rofMHH. MankuTe Aela ChII0 ¢a HITOXKEHH HAa 0COOEH PHCK OT
naHkpeaTuT. Te3n pUckoBe HAMAJIABAT C YBEIUYaBaHe Ha Bb3pacTTa (BXK. Touka 4.4). Ilcuxuynu
Pa3CTPOHCTBA KaTO arpecus, Bb30y1a, HAPYIICHHE Ha BHUIMAHUETO, HEECTECTBEHO MOBENCHHE,
[ICHXOMOTOPHA XHIIEPAKTHBHOCT M HAPYIIEHA CIIOCOOHOCT 3a 00YUYCHHE ce HaDmoaasat [71aBHO MPH
meaMaTpPUYHATA MOy IAITHS.

CroldmiaBane HA HeXeJIaHH peaKIHA

CH00111aBaHETO Ha TIOJIO3HPAHM HEXKENIAHU PEAKLIMH CJIed pa3peuiaBaHe 3a yroTpeda Ha JIEKapCTBCHMS
MPOIYKT € BAXXHO. TOBA 0O3BO/IABA A4 NMPOALLKH Ha0MOIEHHETO HA CHOTHOIIEHHETO MOJI38/PUCK 3
neKkapcTBEHUA TpoaAYKT. OT MEAHIIMACKUTE CMELHATHCTH C€ H3HCKBA [a CHOOIIaBaT BCAKA

MONO3HPaHa HeXEeTaHa peakius upes M3eIHATEHA areHIiA o fekapersata yi. ,,Jlamsan I'pyes”” Ne
8, 1303 Codun, Ten.: +35 928903417, yebcaiit; www.bda.bg.

4.9 IIpeao3upane

[ IpAZHAIIH W CUMIITOMH

[lpr3HauuTe Ha OCTPO MACHBHO MpEA03HpaHe OOMKHOBEHO BKIIFOHBAT KOMA ¢ MYCKVIIHA XUIIOTOHHA,
XunopepruekcHs, Muo3a, HapyIleHa IHUXaTenHa GVHKIMA, MeTabOlUTHA aunuao3a, XHIOTOHHS H
LHPKYJIATOPEH KOIANC/LIoK.

Crnen MacWBHO TIPeJO3HpPaHE Ca HACTHIBAINA CMBPTHH CIIYY4H; BBIIPEKH TOBA, OOMKHOBEHO H3XOHOBT €
OnaronpusTeH.

CHMITOMHTE 00a4e MOrar Ja BapHpar 4 ¢e ¢roOLIaBa 3a I’bpPUOBE MPH MHOMO BUCOKH TUTA3MEHH HHBA.
Cpo01uaBa ¢¢ 3a CJIy4ad Ha MOBUILEHO HHTPAKPAHHAIHO HAJATAHE, CBBP3aHO ¢ MO3BYEH OTOK.

Hanuuriero Ha HATpHI B CheAHHEHHATA C BAIIIPOAT MOKE Ja JIOBEAE A0 XHIIEPHATPHEMHS B CTyYAHTE HA
npego3HpaHe.

(OrpmangpaHe
B ciyua#t Ha npeIo3HpaHe ¢ BAINpPOAaT, BOACILO 0 XMIepaMOHEMHs, MOXKe J1a ce
NIPHIIOKH KAPHUTHH HHTPABCHOZHO, 32 J1a C€ HOPMAJIM3UPAT HHBATA Ha AMOHSIKA.

5. PAPMAKOJOIHMYHU CBOUCTBA

5.1 PapMaKOIAHHAMHYHH CBOHCTBA

QapmaxoTepaneBTHUHA rpyna: [IpOTHBOCNHNEIITHYHH CPEACTBA
ATC koa NO3AGO]

[1IMpOoKOCIEKTBPEH NPOTHRBOSTIUNEITTHYEH JICKAPCTBEH MPOAYKT.

Herosute aHTUKOHBYACUBHH CBOMCTBA ACHCTBAT Cpelly pazJIidYHH BUIOBE [BEPUYOB
[IPUNA/IBIIH MIPH XOpaTa.
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EKCIIEpUMEHTAIHY H KIIMHHYHH NPOYYBAHMA HA BAJIPOATA NOKA3BaT ABA TUIIA MEXaHHU3MH Ha
AHTHKOHBYJICUBHO JISHCTBHE:

ITepBUAT € TpaK GapMakonOrHUeH ePeKT, CBBP3aH ¢ IUTa3MEHUTE H MOIBUYHHTE KOHIEHTPAIlMH Ha
BAJINPOATA.

BTopHAT O4E€BUIHO € UHAMPEKTEH U HaH-BePOATHO € CBBP3aH ¢ MeTaDOIHMTUTE HA BAJINIPOATA B
MO35Ka, C H3MCHECHHE B HEBPOTPAHCMHUTEPHTE WM ¢ ZUPEKTHH MeMOpanHH eekTH. Haii-
pasnpocTpaHeHaTa XMIoTe3a € CBbp3aHa ¢ raMa-aMuHoOyTHpoBaTa kucenusa (GABA), HuBata Ha
KOATO Ce TIOKAYBAT CJIe MIPUIOKEHHUES HA BAITPOAT.

BﬁJ’IHpO&TbT HaMaJlsiBa [POABIDKUTCIHOCTTA HA HHTCPpMEIHCPHATA 1:1)&33. Ha CbHA C €IHOBPCMCHHO
YABJDKABAHC Ha OABHOBBIIHOBHS ChH.

5.2 PApMAKOKHHETHYHH CROHCTBA

PasnpegencHue

IIpemuHaBane npes mwianeHTata (BK. Touka 4.6).

Banmnpoar npeMHHaBa npe3s raleHTapHaTa 0apuepa KakTo IPH XXMBOTHH, Taka U IIPH XOpa.

- [Ipu xuBOTHHTE, BaNTIpOAT NpeMHHABA Ipe3 IUIaleHTATa B MoJ00HA CTENEH KATO MPH XOPaTa.
- Haxonko ny6nukauuy ca M3CcIeaBand NMpU XOpa KOHIIEHTpAUMMTE HA Bajlpoar B TIBIIHATa
BPbB Ha HOBOPOIEHHM IIpH paxknaHe. CEepyMHUTE KOHUEHTpALHM Ha BaJNpOaT B ITBIIHATA BPHB,
NOKA3BAIH TE3H BEB (peTyca, ca MoJo0HH WIH JICKO 3aBHINEHH B CPABHEHHME C T€3H Ha MAHKaTa.

MeTaboau3bmM
lIpx niposenenuTe pasinuyHH papMaKOKMHETUYHH IPOYYBAHUS HA BATNpOaT € OWI0 YyCTAHOBCHO, €!
- OMOHAIMYHOCTTA HAa HATPUCB BAINPOAT B KPBBTA Clleld OpaJIeH MIPHEM € NPHOJH3HTEIHO

100%.

—  00eMBbT Ha paslpene/icHAe € OTPaHAYeH OCHOBHO A0 KPbBHATA LHPKYIAaUus H Obp30
oOMeHALLIaTa ce eKCTpaTETyJIapHa TeYHOCT. BannpoarsT npeMuHaBa B rpbOHATHO-MO3BYHATA
TEYHOCT M MO3BKA.

—  TJIa3MEHHAT NOIYKUBOT ¢ 15-17 yaca.

—  TepaleBTUYHATa e(peKTHBHOCT H3NCKBA MHHAMAITHA cepyMHa KOHUeHTpauua ot 40-30 mg/l ¢
LUMPOK Auara3zoH Mexay ot 40-100 mg/l. [lonaepxaneto na Hua Han 200 mg/l Hatara
peayuMpaHe Ha 103aTa.

— TOCTOSHHA IIa3MeHa KOHUEHTpalUs ¢e J0CTHra 3a 3-4 THH.

—  BAJNIPOATHT C€ CBBP3Ba BbB BHCOKA CTETIEH C MUIA3MEHMTE IMPOTEHHU, KOETO 3aBHCH OT 03aTa
M C€ CTUra 10 HacHILaHe.

—  OCHOBHMAT BT 3a GHOTpaHChOpMalLIHi Ha BAJIIpoaT € MIoKypoHHpaHeTo (~40%0), NpeauMHo
ype3s UGT1A6, UGT1IA9 u UGT2B7.

—~  HATPHEBHAT BAJNPOAT Ce eKCKpeTHpa IIaBHO ¢ YpHHATA cliel KaTo ce MeTadonM3npa upes
[MIOKYPOHU3aLMA U OeTa-OKCH IAIIHA,

—  MOJIEKYJAaTa Ha BAJINPOATa Ce AHAIM3UPA; XeMOoAHaTH3aTa, o0aye, MOBIMABA CaMO CBOOOAHATA
(dpakLus Ha BaJmpoarta B Kpbeta (npubnuzutenuo 10%).

—  BaNMpoaThT HE HHAYLIHPA €H3MMHTE, YYaCcTBAIM B MeTaDOIUTHATA CHCTEMA HA IMTOXPOM
P450. ITopanu ToRa, 3a pa3THKa OT MOBEYETO aHTUETTUIETITHIIH, TOH HE yCKOpABA
COOCTBEHOTO CH pazrpakaaHe, HUTO MTHK TOBa Ha APYTHTE BEllleCTBa, KATO eCTPOICHH,
MPOTE€CTOrE€HHU M OPATHH AHTHKOAT'YJIAHTH.

Heduampuuru nayueumiu
Jeua na pp3pactT Haa 10 roguHu ¥ IOHOIIM UMAT KITMPHHC Ha BAITIPOAT NOA00€H HA TO3H NpH
BE3PACTHM. IIpy neqMaTpHYHU NAUKMeHTH Ha BB3pacT non 10 roaHd CUCTEMHHS KIHPEBHC H
BAJIIIPOAT C€ pa3/IHvyaBa B 3aBUCUMOCT OT Bb3pacTra. [ Ipd HOBOpOASHH U KbpMadeTa Ha
2 MeceUa KIMPBHCHT Ha BAANPOATa € HaMaJIeH IIPH CPABHEHHE C TO3H NPH Bb3PacTHH
HEMOCPEICTBEHO cliel paxaaHeTo. [Ipu nipernen Ha HaAyuyHaTa IUTEpaTypa, NOTY>KHBO
BAJIIPOATa MPHA KBPMAYeTa Ha BB3PacT 0 2 MeCelia ITOKa3Ba 3HAYUTC/IHH PA3JIMKH OT

lip# neua Ha Bp3pacT 2 — 10 roguHH, KIMPHHCHT Ha Basnpoata € ¢ 50% mo-BHCOK OT
BB3PACTHH.

20



3.3 IIpeAKTHHHYHHA TaHHH 32 0e30NACHOCT

[IpoyuBaHHS MPH KHUBOTHH [MOKA3BAT, Y¢ EKCIIOZHIMATA HA BAIIPOAT i ufero BOIH A0 MOP(ONOTHYHH
W/HMHA PYHKIAOHATHE IIPOMEHH HA CITyXOBaTa CHCTeMa TPH TUIBXOBE H MULLIKH.

Bannpoar He nMoka3sa NMpyW aHANM3 i1 Vitro MyTareHHOCT HHTO NpH 0aKTepUH, HUTO BBPXY KICTKHU OT
MMILIH AHEMGOM H He HHAYLpa penaparus Ha JIHK B nbpBUYHH XEMATOLMTHA KYJTYPH OT ILIbX. f7
vivo, ofave, ca NOIy4YeHH [IPOTHBOPEUHBH Pe3yATATU 3a TEPATOrEHHUTE [JO3H B 3aBHCHMOCT OT
HAYHMHA Ha NpUIokeHHe. Cnel NepopanHo NPHIOKEeHHE, HAH-YeCTO H3II0I3BaHHA HAUHH Ha
MPIIOXKEHUE MPH XOPpa, BAINPOATHT HE MHAYLIMPA XPOMO30MHH abepanuu B KOCTEH MO3BK OT IUTbX
WA ACMHAHAHTHH JIETATHH €(PEKTH IIpH MHIIKH. MHTpanepHTOHEATHOTO MIDKEKTHPAHEe Ha Bajinpoar
NOBUIIARA HAKECBaHe Ha pepuruTe Ha JJHK M XpoMO30MHHM YBpEKAaHMA IIPH rpa3ayH. B
JOITEIIHEHHE, B IIyOJIUKYBaHU NPOYYBaHHs € ChOOABAHO 33 YBEJIHICH 0OMEH MEXKAY CECTPUHCKHUTE
XpPOMATHALN TIPH TALMEHTH ¢ CTIWIENCHA, TIpAEMally BAINPOAT, B CPABHEHNAE C HETICKYBAHH 371paBy
YYaCTHHLH. BBIPEKH TOBa, M3KTIOYBALLH CE PE3YNITATH Ca IIOJYUYECHH NPH CPABHABAHE HA JaHHHTE NpPU
MAICHTH ¢ elMHIICTICUA, JIEKYBAHU ¢ BANMPOAT, C T€3H HA HENICKYBAHH MALHCHTH C CIIMIICTICHS.
KnHHHYHOTO 3HaYeHHe Ha Te3U pesyiraTy 3a JIHK/xpomoszoMHTe e HEH3BECTHO.

HexJIMHUYHHTE JaHHU He MOKAa3BaT 0cobeH PHCK 34 Xopata BL3 QCHOBA Ha KOHBCHUHWOHATHA
IMpOYYBAaHHA 34 KAHHCPOreHHOCT.

Penpodyxmughd MOKCUYROCH

BannpaoarsT HHAYLHpPa TEPATOreHHH edekTH (MahopMalMy HA MHOXKECTBO OPraHHH CUCTEMH) B
MHLIIKH, TETHX0BE U 3aiin. OTKIOHEHHS B IOBEACHHETO ¢a ChOOIMaBaHH B HHAWBHINTE OT MIBPBO
MOKOJCHHE Ha MHIIKH H [UTEXOBE CJIe €KCNO3HIUA in utero. Hakou moBe1€HYECKH NMPOMEHH Ca
HaOJIIO1aBaHH CHIIO W BEE BTOPO MMOKOJIEHHE, A ChIIUTE ca OWIH MO-TPYAHO 3a0€NeKHMHU B TPETO
MOKOJICHHE Ha MULUKH CJIel OCTPA i ufero eKCIIO3HITHA Ha IIBPBOTO MOKOJICHUE HA TEPATOTEHHH 103H
BAMpoaT. CKPUTHTE MEXaHH3MM H KIMHAYHATA 3HAYMMOCT HA Te3H OTKPUTHUS Ca HEU3BECTHH.

B 1ipoy4BaHus 32 TOKCHYHOCT HPH MHOTOKPATHO MPHAraHe ca ¢hoOIEeHH TECTHKYIApHA
gereHepalus/aTpodus WIH HAPYUICHHA B COSPMaTOr€He3aTa U HAMAISBAHE HA TEMJIOTO HA TECTHCHTE
IIpH BBH3PACTHH IUTEXOBE H KyUeTa Cllefl IEPOPATHO MPUAOKEHHE B 1031 choTBETHO 1 250 mg/kg/nen
u 150 mg/kg/nen.

Hpu 1oBEHIWIHH IUILXOBE HAMAISIBAHE HA TerJIOTO HAa TECTUCUTE € HAOMIOAaBaHO CaMO NpH A03H,
HAABHINIABAIM MAKCHMaNHaTa TIonocumMa 71032 (o1 240 mg/kg/neH npH HHTPANEPHTOHEANIHO HITH
MHTPAaBEHO3HO NMPUNOKeHue ), 0€3 CBBP3aHld XMCTOATOIOTHYHM npoMeHH. He ca HabimroaaBaHH
eeKTy BbpPXy MBKKHTE penpOIyKTHBHH OpraHH NpH nonocHMH 0o3u (1o 90 mg/kg/nen). B3 ocHoBa
Ha Te3H JaHHH IOBEHUIIHKTE KHBOTHH HE C& CHUTAT 33 MO-TIOAATIMBH 10 OTHOLUEHHE HA HAXOJKH B
TeCTUCHTE, B CPABHEHHE C Bb3PACTHUTE. JHAUCHUETO HA HaXO/IKHTE B TECTHCHTE 3a NeAMaTpyuyHaTa
MOITYJIAUMA HE € U3BECTHO,

B npoyuBane 3a QpepTUIHTETA NPH IUTEX0BE, BAJIIpoaT B A03H 10 350 mg/kg/nIHEBHO HE NOB/IMABA
PEAPOAYKTHRHATA (DYHKITHA IMPH MBKKHTE HHAUBUAN. BBNpeKkyu Topa HHPEPTUINTET MIPH MBXKE ©
HIICHTH(MIIUPAH KaTo HeXeNaHa peakuus npy xopara (Bx. Touku 4.6. u 4.8).

6. OAPMAIIEBTUYHU JAHHHA

6.1. CnucenhbK HA NOMOIIHATE BEIECTBA

MertunnapaxuapokcudeH3oar, NponwInapaxHaApOKCOeH30aT, 3axapo3a, COPOUTOI, I
Ha yepeuy (ChAbpKa €TaHO:T), XJIOPOBOAOPOIHA KUCRIMHA, KOHLICHTpUpaHa WIH Ha
pH =73 -7, npeudcTeHa Boaa.
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6.2. HechBMECTHMOCTH

Hama gannu

6.3 Cpok Ha roanocCT

2 TOJUHH

6.4 Cren#a/JHH YCJIOBHA HA ChXPAHEHHE

Ha ce u3nonsea 10 | Mecell ciieg mbpBO oTBapAHe HAa OyTUIIKaTA.
Jla ce cexpansiBa 1ipy TeMreparypa noa 25°C npenyd u ciieq MbpBo OTBApsHE Ha Oy THITKATA.

6.5 Bua B chbABPKAHHE HA ONAKOBKATA

KaproHeHa onakoBka, ceiispkama 150 ml cHpoll B cTEKiIeHa 6yTHIIKA OT KadsaBoO CTBEKIO ¢ 014
M1aCTMACOBa Kana4yka, 3allWTeHA OT Helld M MEPUTEITHA CIIPUHIIOBKA 3a IEPOPAJTHO NPUICKEHHE.

6.6 CnenHa,IHH Ipella3Hy MEePKH IPH H3XBbpJsHe

3a na oTBopuTe OyTHIIKATA, HATHCHETE HAIOJTY M 3aBBbPTETe MMpeafla3HaTa Kanadka. byTHnkara tpadsa
Ja ce 3aTBaps cien Besika ynotpeda.

7. [IPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail
94250 Gentilly

Dpannus

8. HOMEP HA PAZPEHIEHUETO 3A YIIOTPEBA

Per. Ne 20010272

9. JATA HA TIBPBATA PEFUCTPALIUSA/ /IMOJHOBSIBAHE HA PAPEINEHUETO
3A YIIOTPEBA

Jlata Ha iepBO paspewiasade: 06.03.2001
Jlata Ha nocieaHo noaHosspade: 12.01.2012

10. JATA HA AKTYAJIM3ALIUA HA TEKCTA

21/06/2023
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