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HUMOTOII S 30 mg punmupanu TabneTku PelerHie N |
e, 662 07101 |
NIMOTOP S 30 mg film-coated tablets N - e et e snmremenenesia

—

2. KAYECTBEH H KOJIMMECTBEH CbCTAB
| dunmupana Tabnerka Humoron S cvabvpxa 30 mg HUMOAUNIUH (nimodipine).

3a MBJIHUA CIMIUCHK HA MNOMOILIIHUTE BEILeCTBa, BUXKTE TO4ka 6.1.

I JJIEKAPCTBEHA ®OPMA

dunmupaHa TabJsieTka
Kpbriu, biaTH, ONKOHBEKCHH punMupaHu TabneTku, 0603HaueHu ¢ “Bayer Cross™ oT eqHara cTpaHa

u “SK” or apyrara.

4. KJIHHHYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHA

3a npeBEHUHUA U JICYEHHE HA HCXEMUYHHU HEBPOJIOrHYHHM AePULIMTH NOpaaM LepedpalieH Ba3ocnasbM
BCJIEICTBME HA aHeBpU3MaJieH cybapaxHouaaneH kpaBousnus. Humoron S punmupanu tabnerku ca
nokasaHu ciuen ynorpeba Ha Humoron S HHQY3HOHEH pa3TBOP.

4.2 Jlo3HpPOBKA H HAYHH HA NPHJIOKEHHE

Cneyuannu nonyaayuu
be3onacHocTTa M €MKAaCHOCTTA HA HUMOAMITHH MPH J€eLa Ha Bb3pacT noj 18 roauHu He ca
YCTaHOBEHHM.

HauyuH Ha npHJIOKEeHHE

[TpunoxeHuero Ha HumoTon S dunmupanu TabneTku ce npenopbuBa 3a NEPHO OT OKOJIO 7 AHH Cliel
Kpas Ha 5-14 nHeBHa HHPY3MOHHA Tepanus ¢ HUMoTon S uHQY3HOHEH pa3TBOP.

Karo usano, punamupanure Tabnerku TpadBa a ce norabliaT Lejid U ¢ MAJIKO TEYHOCTH, 0€3 3HauYeHue
oT BpeMeTo 3a XxpaHeHe. CokbT oT rpedndpyT Tpabsa na ce u3barea (gxc. mouka 4.5
wB3aumooelcmeaue ¢ Opy2u 1ekapcmeenu npooyKkmu u opyau popmu Ha e3aumooeticmaue ™).

HUHTepBabT MEXAY MOC/IEA0BATEIHUTE 1034 HEe TpAOBa Aa Obae no-kpaThK OT 4 yaca.

ﬂﬂEHQQBI{EI.

[IpenopbuKTenHaTa npoueaypa e npuioxeHuero Ha Humoron S MHQY3MOHEH pa3TBOP B
npoab/KeHUe Ha 5 - 14 AHHM, nocseaBaHo OT AHeBHa J103a oT 6 x 2 HumoTon S ¢punmupanu tabnerku
(6 x 60 mg HUMOAMITHH).

[1px NnauMeHTH C U34BEHH HEXEJIAHH PEaKLIMHM, 103aTa TpA0Ba na Obae HaManeHa HIH JICYEHHETO aa
Obe npekpaTeHo.




[Tpn nauMeHTH HAa CHIPOBOXKAALIO NEYCHHE C NEKAPCTBEHH NPORYKTH, HHXHOUTOPH WM HHAYKTOPH
Ha CYP 3A4 Mmoxe na ce HANOXKH KOpUTrHpaHe Ha J03ara (gxc. moyka 4.5 ,.Bzaumooencmaue ¢ opysu
AeKapcmeeHu npooyKmu u Opy2u hopmu Ha 83aumModeticmaue ™).

[Ipodnnakru4ina ynorpeba:
[Ipy npuKO4YBaHE Ha IEYEHHETO C HHQY3HA € NPENOPBYKHTENHO NAUMEHTHT A2 NPOABIKH C

nepopanio nmpunoxeHue Ha 6 x 60 mg Humoron S punMHpaHu TabneTku JHEBHO NPE3 HHTEPBAIH OT
4 yaca B NPOABIKEHHUE HA 7 KHH.

TepaneBTHuYHA ynorpeba:
Cnen HHTPABEHO3HO MPHIOKEHHKE € NPENOPbUHTEIHO MEPOPATHO MPHNOKEHHE HA 6 X 60 mg
Humoton S ¢ounamupaHn tabneTky AHEBHO Npe3 HHTEPBAK OT 4 Haca B NPOAIKEHHE HA 7 OHH.

IIanHeHTH ¢ 1epHOApPOOGHO yBpeXAaHE

Texko yBpeacHa 4epHoapodHa GyHKiHA, 0OCOOEHO C UMPO3a HA YEPHHUA Apod, MOXE fa 10BeAe 10
MOBHILICHA OMOHATHYHOCT HA HUMOIHUMHH NOPaaAX HAMAJICH KAMALMTET HA ITbPBO NPEMHHABAHE H
MOHWXEH MeTAbONUTEH KIHPBHC. JIeKApCTBEHHTE PEaKUHK H HEXETaHHTE NEKAPCTBEHH PEAKIIHH,
Hanp. NOHKXEHO KPBBHO HANATaHe, MOraT [a ca NO-H3pa3cHH NpH TAKKBA MaLUEHTH.

B nompobum cnyvaH, no3ara TpadBa aa Obae HaMalneHa WiH NPpH HEoOXO0AHUMOCT Aa ce OOMHCIH
€BEHTYATHOTO MPEKPATABAHE HA IEUYCHUETO.

4.3 IIporsBOoNnOKa3’aHMA

HumoTton S ¢pmunmupanu tabnerku He Tpabpa aa ObAe NpHeMaH NPH U3BECTHA CBPbXUYYBCTBUTEJIHOCT
KbM aKTUBHOTO BEILIECTBO HUMOAMIHH WIIM KbM HAKOE OT NOMOULIHHTE BEUISCTBa, H30POEHU B TOUKA
6.1.

Ynorpebara Ha HHMOOKITHH B KOMOHHALIMA ¢ pHPAMIOKHLUNKE € POTHBOMNOKAa3aHa, Thit karo
epukacHocTra HAa HuMoTon S dunmupann TabneTkn MOXe 3HAYHTENTHO Aa C€ TOHHKH NPH
eHOBPEMEHHO NPWIOKEHHKE C pH(PAMIHLHH (BX. TOYKa 4.5 ,,B3auMoaeAcTBHE ¢ APYIH IEKAPCTBEHH
MPOAYKTH K APYr¥ GOPMH Ha B3aUMOIEHCTBHE ).

EdvzospeMeHHaTa ynotpebara Ha nepopaneH HAMOIHIIHH H aHTHEHWIEITTHYHHTE JIeKapCcTBa
terobapburan, peHHTOHH WK KapbamMa3enuH € NPOTHBONOKAa3aHa, Thi KaTO ePUKACHOCTTA Ha
HumoTton S ¢punMupany TabneTkyd MOXE 3HAYHTENHO 1a C€ NOHHXKH (BXK. To4ka 4.5 ,,BiauMopelicreue
¢ APYIH JIEKApCTBEHH NPOAYKTH H ApYTH GOpPMH HA B3aUMOLEHACTBHE ),

4.4 CneuHanHRn npeaynpexieHHs H NpeANa3HH MepPKH NpH ynorpeba

B'Ll']pel{ld 4E€ JCYCHHETO C HUMOJJHKRIIHH HE CC CBBY3BA C NOBHHIICHO BLTPECHCPCITHO HAJIAIAHE,
BHHMAaTeJIHO HabniopeHHe ce Nnpenopb4ea B TC3H CliyvdaHl HIH B C/1YYaH Ha NMOBHILUCHO CBABPAKAHHE Ha
TEYHOCTH B MO3bYHATA ThKAaH (FEHEPEU] H3HPdH MO3BYCH D‘TOI{).

[ToBMINEHO BHUMAHHE C€ NPENOPBYBA MTPH MNALHEHTH C HHCKO KPBLBHO HanaraHe (CHCTOIUYHO KPbBHO
Hanarade noa 100 mmHg).

[Ipx mauneHTH ¢ HecTabuiiHa CTEHOKAPAHA WK B PAMKHTE Ha ITbPBHUTE 4 CEIMMLMH clen oCThp
UH(APKT HA MHOKAPAA, NEKYBAIUHAT Nekap TpadBa na OOMUCIH NOTEHUKHANHHA PUCK (Hanp.
MOHWXKeHa nepdy3ud Ha KOPOHAPHA apTEPHA H HCXEMHA HA MHOKapAa) CPAMO nonlara (Hanp.
noaodpeHne Ha MoIbYHATA nepdy3ua).

Humoaunuu ce metabonmsupa upes unroxpom P450 3A4 cucrema. [Ipyru nexapcTsa, 3a KOMTO €
M3BECTHO, Y€ HHXUOHUPAT WM UHAYLIMPAT Ta3K €H3HMHA CHCTEMA, MOTaT [1a NOBJIMAAT €(PeKThT Ha
MLPBO MPEMHHABAHE HIIM KNMHPBHCA HA HUMOAUNHH (BXK. TouKa 4.5 , Braumodeucmeaue




Rexapcmeeny npodykmu u Opy2u ghopmu Ha azaumodeticmeaue ', Touxa 4.2 “ JJozupoexa u navun na
npunoxcerue — [layuenmu c yveprodpobro yapesxcoare"').
JIeKapCTBEHH NPOAYKTH, 38 KOWTO € W3IBECTHO, Y€ ¢a HHXHOUTOPH Ha unToxpom P450 3A4 cucrema u
CIIE€NOBATENHO MOIAT Ja A0BEAAT 4O MOBHUIEHH N1A3MEHH KOHUSHTPALIHW HA HHUMO/IMIIMYE Ca, HaMp.;

- MAKPOJIMAHH AHTHOHOTHLM (HAND. EPHTPOMHLIMH)

- aHTH-HIV nporea3Hn HHXHOHTOPH (HANp. PUTOHABHP)

- A30/10BM IIPOTHBOrLOMUHH NIpenapaTH (HaNp. KETOKOHA30M)

- AHTHACNPECaHTH: HEe(DA30A0H H DIIYOKCETUH

- XHHYIPHCTHH/Aan(ONpHCTHH

- UMMETHAHH

- BANIMpoOeBa KHCENUHA
Axo Humoron S ¢punMupaHH TabneTkd ce npueMar eAHOBPEMEHHO ¢ HAKOR OT ropecnoMeHaTHTe
NEKApPCTBEHM NPOOYKTH, KPbBHOTO HANAraHe Ha nauxeHTa Tpabsa na 6bae MOHHTOPHPAHO H AKO €
HeoOX0auUMO Aa c€ OOMHC/IH HaMAIABAHE HA 103aTa HUMO/IHITHH.

4.5 BiaumoaelicTBHE C APYIH JIeKAPCTBEHH NPOAYKTH H APYrH QOPMH HA BIAHMOeHCTRHE

Jexapcmeernu npoOykmu, KOumo &1uRam gbpxy HUMOOUNUN.

HumoaunuH ce metabonusupa 4pes untoxpom P450 3A4 cucrema, KOATO ¢c€ HaMUpa B YpeBHaTa
JIAraBHLA H 4epHHUA Apod. CleqoBaTenHO, AEKAPCTBEHH NPOAYKTH, KOUTO HHAYUMPAT MK NOTHCKAT
Ta3d CHCTEMA, MOTaT 1a MOBIKAAT €(eKThT Ha MbPBO NPEMHHABAHE WIH KJIHPbHCHET HA HUMOJHITHH
(Bxk. TOuka 4.2 " lozupoexa u navun na npuroscernue — [layuenmu c veprnodpobro yspedxcoane ™).
O6XBaThT ¥ NPOAWDKHTETHOCTTAa HA B3aUMOICHCTBHATA TPAOBA 11a ce HMAT NPEABH/, 2KO CE [U1aHHpa
eAHOBPEMEHHO NMPUNOKEHHE HA HUMORHIMHH CBC CNEAHHTE NIEKAPCTBEHH NMPOAYKTH:

PuadaMnuuun

OT onuTa ¢ ApYry KanuMeBy aHTArOHUCTH TPAOBA J1a ce o4aKkBa, Ye pU¢aMITHLMH YCKOPABa
meTafonuamMa Ha HEMOAMIMHH Ype3 €H3MMHA HHAYKUHA. CnenoBaTenHo, eHKacKOCTTa HA HUMOAKNHH
MOXKE [1a € 3HAYHMTETHO HaMaJIeHa KOTaTo Ce MPWIAra eAHOBPEMEHHO ¢ pudaMnuUMH. Ynotpebara Ha
HUMOAHWIIMH B KOMOHHAUMA ¢ pHaMNYLIMH € TPOTHBONOKA3aHa (6. moyka 4.3

. lIpomusonoxasanus ).

AHTHENHNENTHIHH NeKIPCTBA (Hanp. den HTaJl, @CHHTOHMH, KapbaMa3enuH), KOHTO

H HpaT uHTOXpOoM P450 3A4 cucTema

buoHanUYHOCTTa HA NEPOPATHO NPHIAraHUd HUMOAHITHH € 3HAYUTENTHO NOHWXKEHA OT NPeIUIeCTBALIO
NPOABIKHUTETHO JICYEHHE C aHTHENWIENTTUMHHTE NIEKapCTBa PpeHobapduTan, PeHUTOHH KK
kapbamaizenuH. CnefoBarenHo, €1HOBpeMEHHaTa ynorpeba Ha nepopajiHO NpHiaraH HUMOAHIHH C
Te3W aHTHENWIENTHYHH JIEKapCTBa € NPOTHBONOKa3aHa (exw. mouka 4.3 ,, [Ipomusonoxazanua’™).

[Ipy e1HOBPEMEHHOTO NPHWIOKEHHE ChC ClieAHHTE HHXUOHTOPH Ha uuToXxpom P450 3A4 cucrema
KPBBHOTO HAIATAHE HA NauyeHTa TpadBa Aa 6bae MOHHTOPHUPAHO H aKo € HEODXOAUMO N03UPOBKATa
Ha HHMOJHMIIMH KOPUIrHpaHa (exc. mouka 4.2 ,, Jo3upoexa u nauun nva npuiodicenue”’):

MakpoaHaHH aHTHOHOTHUH (HANP. ePRTPOMHIIHH)

He ca npoBeXIaHH NPOYYBAHHA 33 B3aUMOJACHCTBHETO MEX Y HUMOAMITHH M MAKPOMTHAHH
aHTHONOTHLIW. H3BEeCTHO €, Ye onpenencHn MakpoSIHAHK aHTHOHOTHUW HHXHOHpaT LHTOXpOoM P450
3A4 cHcTEMATA U NOTCHUXANLT HA JIEKAPCTBEHO B3IAMMOACHCTBHE HE MOXKE 1A CE ONpefe/IHd Ha TO3H
ertan. Cne10BaTeNHO, MAKPONUAHH aHTHONOTHLIH He TpaDdBa Aa ce npuwiarat B KOMOMHALMA C
HUMOAHIIMH (8oc. movuxa 4.4 ,, Cneyuannu npedynpexcoeHus u npeonasiu Mepxu npu ynompeba ).

A3ZUTPOMHLMH, BENIPEKH Y€ CTPYKTYPHO CE€ OTHACH KbM KJ1aCa HA MAKPONHAHN aHTHOKOTHLIM, HE
npuTeXkaBa CBOHCTBOTO Aa HHXxHOUupa CYP3 A4,




AHTH-HIV nporeaian HHXHOHTOPH (HAND. PUTOHABKP)

He ca nposexnaHy opuuManuy Npoy4BaHHg 3a H3C/ICABaHE MOTEHUMANHOTO B3aHMOACHCTBAE MEXKAY
HUMOAHUIMHH H aHTH-HIV npoTteasnn nHxubuTOopH. Jloknaasaso e, ye nekapcTaa OT TO3M Kjac ca
CHIHH HHXHOHTOPH Ha uMTOXpoM P450 3A4 cucremara. CnenosaresHo, NOTEHLHAN 34 3a0eemuMOo U
KIMHHYHO 3HAYHMO MOBHIUABAHE HA MIAIMEHHTE KOHLEHTpaLUWX HA HUHMOOUITUH [TPH €AHOBPEMEHHO
MPWIOXKEHHE ¢ TE3H NPOTEA3ZHH HHXHOHUTOPH HE MOXKE 11a CE€ MIKIIOUH (gxc. movxa 4.4 ,, Cneyuantu
npedynpexcoeHusn u npeondasHu Mepxu npu ynompeba”').

A30/10BH aHTHIBOUMYHH NpenapaTH (HANP. KETOKOHA30.)

He e npoBexaaHo opHLIMATHO MPOYYBaHe 3a U3CJIeABaHE NOTEHUHATHOTO NEKAPCTBECHO
B3aUMOJCHCTBUE MEXAY HUMOOHMIITHH H KETOKOHA30. A30JI0BHTE aHTHMHKOTHLM € H3BECTHO, Ye
uHxubOUpar uuToxpom P450 3A4 cucremara U pa3nU4HH B3aUMOICHCTBHA Ca NOKIAABAHH 3a APYTH
AHXHAPOMHPHIAHH KallLMEBH AaHTArOHKUCTH. Cle0BaTeIHO, KOraTo ¢¢ Mpuiarart 3aeiHo ¢ nepopanceH
HHMMOJAMMMH, CHILIECTBEHO YBENHUYECHHE HA CHCTEMHATA OHOHAIHYHOCT HA HUMOAHUITHH, NOPaaH
HaMaIEH MeTabOMHIBM HA MBPBO MPEMHHABAHE, HE MOXKE A1a c€ HIKITIOUH (exc. mouxa 4.4

. Cneyuannu npedynpexcoeHus u npeonazuu Mepxu npu ynompeba’).

Hedazonon

He ca nposexxnaHH OpUUHANHK NPOYYBAHHUA 38 H3CAECABAHE NOTCHLUMANHHUTE BIAUMOICHCTBHA MEXKAY
HUMOJHNHH H He(a3oaoH. JIOKnanBaHo €, Y€ TO3H AaHTHACHPECAHT € CHNIEH HHXUOHTOP Ha LLMUTOXPOM
P450 3A4 cucremara. ClienoBarTesiHO, NOTEHUMAN 32 NOBUILABAHE HA IUTA3MEHUTE KOHUEHTPALUMUH Ha
HHMO/IMITHH TIPU €HOBPEMEHHO TIPHIOKEHHUE C HEGA30I0H HE MOXE [1a C€ HIKIIIOUH (8. mouka 4.4
» Cneyuannu npedynpedicoesus u npeonasnu mepku npu ynompeba’™).

DIYyOKCETHH

EAHOBpEMEHHOTO MPHIOKEHHE NPH PABHOBECTHH KOHLUEHTPALIMH HA HUHMOIHUITHH C aHTHAECNPECaHTa
$IyOKCETHH BOIH A0 0kono 50% no-BUCOKH MIIA3MEHH KOHUCHTPAUHH HA HUMOHUIIHH.
EXCro3uiinaATa Ha PIIyOKCETHH 3HAYHTENHO HAMA/NABA, 10KaTO HEMOBHA AKTHBEH METabOMUT
HOPQ.TYOKCETHH OCTaBa HENMPOMEHEH (gxc. mouka 4.4 ,, Cneyuannu npedynpedcoenus u npeonasniu
Mepxu npu ynompeba'').

XHHYNPRCTHH/A8,1QONPHCTHH

Bb3 OCHOBA Ha ONMHWTA C KANUWECBHE AHTArOHUCT HHPEAHNKH, EAHOBPEMEHHOTO NMPHIOKEHHE C
XMHY TPHCTHH/ AAN(PONPUCTHH MOXKE Aa A0BEAE A0 NOBHIUEHH TUIA3MEHH KOHLIEHTPALIMH HA
HUMOAHNHH (8xc. mouka 4.4 ,, Cneyuannu npedynpedcoenus u npeonasHu Mepxu npu ynompeba ).

LHixMeTHAMNH

EnHoBpeMEHROTO npunoxkeHue Ha H2-aHTHroHKUCTa UMMETHAUH MOXE Ja N0oBeAe 10 NOBULLEHH
NNa3iMeHH KOHLIEHTPALHKH HA HUMOAKNUH (8xc. mouka 4.4 ,, Cneyuannu npedynpexcoerun u
npeonasnu Mepxu npu ynompeba’).

BannpoeBa KHCEJIHHA

ENHOBpEMEHHOTO MPHIOKEHHE HA AHTHKOHBYJICAHTA BA/INPOEBa KHCEIWHA MOXE [a A0BEE A0
NOBHILEHHU I1a3MEHH KOHUEHTPALKH HA HUMOAKUNHUH (6xc. mouka 4.4 ,, Cneyuannu npedynpedcoeHus
U npeodnasHu MEPKU npu ynompeba’).

gﬂ[l'bJIHHTEJ'IHI) JJCKAPDCTBERO BMHHOEBﬁCTBIIE:

Hoprpunruaua

EnnoBpeMerHata ynorpeda Ha HUMOZHNHUH H HOPTPHITTHAHH NPH PABHOBECHH INA3MEHH
KOHHEHTPAUHK BOIH JI0 JIEKO MOHHWKEHWE HA €KCITO3IKLMATA HA HUMO/IHIIWH, 1OKATO IL1a3MeHaTa
KOHLEHTPAUHA Ha HOPTPHITTHIIMH OCTABA HEMPOMEHEHA.




Eexmu na numoounun evpxy Opyzu aexapcmeenu npooyKmu:

AHTHXHNIEPTEH3IHBHH CPe/ACTBA
HUMOAMIIHH MOXKeE Aa 3aCHIH €(EKTa OT NOHHKABAHE HA KPBbBHOTO HANArAHE HA €AHOBPEMEHHO
[HpHIaraHd AHTHXMIIEPTEH3HNBHH MPOJYKTH, KATO:

= AMYPCTHIIN,

-  pB-6bnokepy,

- ACE uHxuburopHu,

- Al- aHTAroHHCTH,

- ApYTH KallWeBH aHTaroOHMCTH,

- Q-aJpeHEepruyHu OJI0KepH,

- PDES HHXuOHTOPH,

- (-METWIAoMna.
AKO €AHOBPEMEHHOTO NIEYEHUE € €IUH OT T€3H IEKAPCTBCHHU NPOAYKTH HE MOXKE Jia ce u3berue,
nayMeHTsT TPaOBa Aa ce OBAE noa 0COOEHO BHUMATENHO HA0/ IO ACHHE.

3uN0BYIHH

[Ipy npoyuBaHe ¢ MaliMyHH, €1HOBPEMEHHOTO HHTPABEHO3HO NpunmkeHue Ha autu HIV nexapcrsoro
3UAOBYAHH U HUMOAHUIIHH BOAH 0 NOBHINCHA CTOHHOCTU HA AUC Ha 3uBoAYBHH, 10KATO 00EMBT Ha
pasnpeneneHue U KTMPbHCET ¢a 3HAYUTENHO [TOHHKECHA.

B3gqumooeticmeun ¢ Xpanu 4 Hanimxu

Cok or rpefindpyT

CoxbT ot rpefindpyt nHxubupa nuroxpom P450 3A4 cucremara. [IpunoxeHneTo Ha
AUXHUAPONHPHANH KAIILIHEB AaHTANOHUCT 3a€IHO CHC COK OT IpeHN@pyT MOKE Oa ROBEE A0 MOBUILIEHH
IU1a3MEHH KOHLICHTPALIMY H YABIDKEHO ASHCTBHE HA HUMOAHIIHH, Nopaau 3abaBeH MeTaboOIU3IBM Ha
MLPBO NpeMHHABaHe U HamalieH KUpbHC. KaTo cneacrene, eexra Ha NOHMKABAHE HA KPHLBHOTO
HansraHe MoXe Za ce 3aciuin. To3u edexT npoabikaBa Halk-MaKO 4YETHUPH OIHH CNed NMOCIeaHATA
KOHCyMalLMa Ha COK ot rpeindpyT. CnegosaTe/iHO KOHCYMaLUATa HA rpeHnpyT UM [THEHETO HA COK
ot rpeiingpyT Tpabsa aa ce ©30Area NpH NPOBEXKIAHE HA JICYCHHE ¢ HHMONKNUH (6oc. mouxka 4.2
»JO3UPOBKA U HAYUH HA npuroXcerue ).

Biaumooeucmeue, Koemo e O0KA3AHO, Ye He Chuiecmsysa

XajnonepHao.l

EQHOBPEMEHHOTO NPHIOXKEHHE HA HUMOOMUIHH TIPH PABHOBECHY NIa3MEHH KOHUEHTPALIHH [TPH
MalMHEHTH HA HHAWBUAYAITHO NMPOIBIKHTEIHO ICYEHHE C XANONEPHAON He M0KA3BAa HUKAKbB
MTOTEHIIMAN 33 B3aMMOJCHCTBHE,

ENHOBPEMEHHOTO MPHIIOKEHHE HA NEPOPAIHU HUMOIYIIHH H AHa3ernaM, IUroKCHH, [THOeHKIaMH ],
WHAOMETALIHH, PAHUTAAHH U BapdapHH He [TOKA3Ba HHKAKDBB NOTEHUMAN 33 B3aWMOAEHCTBHE,

4.6 @epTHANTET, OPEMEHHOCT H KbpMeEHe

bpeMeHHOCT

He ca npoBexaaHU NOAXOASMIA H KOHTPOIHPAHH KAXHUYHHY NPoyYBaHHus ¢ OpeMeHHu xkeHu. [lopaau
TOBA HUMOJHUITHH TPAOBA 14 C€ H3NMON3BA NPH OPEMEHHOCT CaMO Clie] BHUMATEIHO OLCHABAHE Ha
MOJI3UTE U MOTCHUHATHHTE PHCKOBE, NPOH3THYAILH OT TEXKECTTAa HA KTHHHYHATa KapTHHA.

KspMeHe

HuMoaunuH # Herosure MeTaboNIMTH Ce OTKPHBAT B MAHYMHOTO MISKO B KOHLICHTPALUU CXOAHH C
TE3H B IIA3MaTa Ha Madikara. Caeaosarenno matikure TpabBa na 6baaT NOCHLBETBAHM A MPEKPATAT A3
KbPMAT, KOTATO MPUEMAT TOBA /IEKAPCTBO.




QepTHIBTET

B eaMHUUHH cyHaHn Ha in vitro ONMNIOKAAHE, KAILHEBUTE AHTAMOHUCTH C€ CBBLP3BAT ¢ 00paTUMy
OHOXHMHWYHH NPOMEHH B rNaBaTa Ha CNIEPMATO30UANTE, KOETO MOXKE J1a TOBee /10 yBpeXAaHe Ha
(QYHKLUHMATA Ha cnepMaTa. 3HAYEHHETO HA Ta3W HaxXOo/Ka [MPH KpaTKOTPanHO JIEYEHHE HE € U3BECTHO.

4.7 EdexTH Bbpxy cnocobHocTTS 32 modupane A padoTa ¢ MAIIHAH

[To npuHumn HumoTon S moxe Aa yspean cnocobHocTTa 14 ce wodupa Wik paboTH ¢ MaLIMHK
NopajH Bb3IMOXKHOCT OT CBETOBLPTEK.

4.8 HexenaHn JeKAPCTBEHH PEAKIHM

YecTOTHTE Ha HexXeNaHn nekapcTeeHd peakunu (HJIP), noxknanasany ¢ HUMOAUIIMH # 000OLLIEHH B
TabnuuaTa no-ao0y, ¢a Bb3 OCHOBA HA KJIHHUUYHH NPOYYBAHHAC HHMOAHIIHH 33 NOKa3aHHETO,
npeacTaBeHo B Touka 4.1 w xnacupuumpanu cnopen karcropudre CIOMS 111 no yecrora (niauebo-
KOHTPONHPAHH NpoyuBaHua: HUMOAMIIMH N=703, maneb6o N=692; HexOHTpONHpaHH IPOYyUBaAHUA:
HUMoIHunKuH N= 2496; craryc: 31.08.2005). IIpx BcAKO rpynupaHe B 3aBUCHMOCT OT YECTOTATA,
HEMXEJIAHHTE NIEKAPCTBEHU PEakLHH ce H3OPOABAT B HU3X0AALL pel N0 OTHOLUEHHME Ha TAXHATa
CEPHO3HOCT, YeCTOTHTE ca ONpeaeeHH KaTo:

MHOTO YecTH (> 1/10),

yecth (> 1/100 no < 1/10),

HeuecTH (> 1/1,000 no < 1/100),

peakH (= 1/10,000 no < 1/1,000),

MHoro peaku (< 1/10,000),

C HeusBecTHa YecToTa (HEe MOraT Aa 6bAaT OLUEHERH Bb3 OCHOBA Ha HAJIMYHHUTE AaHHH).

Tabnuua 1: HIIP

CHCTEeMHO-OpPraHHH Heuectn Penxu C Hen3BecTHA
KJjacoBe Y4eCTOTA
(MedDRA)
HapyuwiecHus Ha KpbBTa H | TpoMboOLUTONEHHA
NHUM{¢HATA CHCTEMA
HapyluieHHa Ha ANIEpruyHa peakums
HMYHHaTa CHCTEMA Obpus
Hapyuwenus Ha ["nasobonue
HEPBHATA CHCTEMA *
CobpaeyuHH Hapy lIEHHA Taxukapaus | bpanukapaus
Cna0BH HapyLLIEHHS XUnoToHud

Basoaunarauus
CTOMAlIHO-4YPEBHH [Mapexe Hneyc (upeBHa
HapYLUEHHS HEMPOXOAHMOCT)
Xenato-OHNnHapHH BpeMeHHO NOBULLIEHH
HapYI1UCHHS CTOWHOCTH Ha

YepHOAPOOHH €HIHMH

Pecn®paTOpHH, NrPbAHH XHITOKCHA
H MEAHACTHHAIIHH
HApPYLIEHHSA

CrobiuaBaHe Ha NOAO3NUPAHH HEXKENAHH PEakIIHK
Cuvo0bluaBaHeTo Ha NOJO3HPaHH HEXEIAHH peakuUMy ciell pa3peiinabaHe 3a ynorpeba Ha nekapcreeHus
MPOAYKT € BaXHO. TOBa NO3BOJIABA A4 NPOAL/DKK HAOMIONEHHETO HA CHOTHOLUIEHHETO TI0J13a/PUCK 3a
nexapcTBeHHs npoaykT. OT MEAULIMHCKUTE CIICLIMANTMCTH C€ W3HCKBA Ja CboO1IaBaT BCAKA
MOA03YPAHA HEXKETaHa PeaKLiHA ypes
A3nbiaHyTeNnHAaTa AreHMa No NeKapeTara
yn. ,,Jiaman I'pyes” Ne 8




1303 Codus
Tes1.: +359 2 8903417
yeGcaT: www.bda.bg

4.9 Ilpenosnpane

a) CHMNTOMH HA HHTOKCHKAIIHA
OuyakBaHK CHMITTOMM Ha OCTPO NPEACc3HpPaHE Ca HIPA3EHO NOHMKABAHE HA KPBBHOTO HANAraHe,
TaXHKApAHKA WK HpaauxkapAus, ¥ CTOMALIHO-4YPEBHU HAPYLUICHHA H rajieHe.

0) JleyeHHe HA HHTOKCUKALIHA

B cnyuail Ha ocTpo npeao3upane, aedeHnero ¢ Humoron S punmupanun tabnerku tpabea nesabasHo
Ia ce npekpaTH. CneuwHuTe Mepky TpAOBa 1a ca B 3aBHCHMOCT OT CHMITTOMHUTE. CrielHUATe
TEPANEBTHYHH MEPKH BKJIIOMBAT CTOMALLIHA NPOMHKBKA C NOMBJIHUATENEH [TIPUEM HA BBITIEH. AKO HMa
H3Pa3€HO NOHKABAHE HA KPBBHOTO HaNAraHe, NONAMHH WIH HOPAAPCHATUH MOTaT Ja C€ MPWIoXKAT
HHTpaBeHOo3HO. Thi KaTo HAMa crieunHYEH aHTRAOT, NOCNEABALIOTO IEYEHHE HA APYIH HEXelaHH
peakuHH TpabBa Ja ce nposese cnopea Hal-H3ABEHUTE CUMITTOMH.

5, G®APMAKOJOINHYHU CBOMCTBA

5.1 ®apMaxolHHAMHYHH CBOHCTBA

PapMakoTepaneBTHUHa rpyna: CeneKTUBHM OJOKEPH HA KATUHEBHUTE KaHAIH € MpPeIUMHO CbLAOBO
neicrene, JJHXHAPONHPRAMHOBH NPOH3BOAHY

ATC xoa: CO8C AD6

HuMoaunuH € kanuueB aHTANOHUCT, KOATO NPHHAANEXKU KEM Kiaca Ha |,4-1MXHAPONTUPUINHHATE.
[TpouecHTe Ha CHKpAILUEHHE HA MAJKHTE MYCKYJTHH KJIETKM 38BUCAT OT K&ILMEBHTE HOHH, KOHTO
BJIM3AT B T€3H KJIETKH NPH ACNONAPH3IALMATA KATO DaBHU HOHHH TpaHCcMEeMOpaHHH MOTOLH.
HumonunuH nHXKHOMpa NpeHoca Ha KATLUHMeBUTE HOHH B TE3H KIIETKH H 110 TO3M HAYHH NOTHCKA
rIAAKOMYCKYJHHUTE ChbKpallleHHS Ha ChAoBETE. [1pH OMUTH € XXHUBOTHH, HUMOKIIMH NOKAa3Ba MO-rojiIaM
e(eKT BbPXY MOIBLYHHTE apTEpPHH, OTKOJIKOTO BbPXY apTEpPUH Ha APYIrH MECTa B THI0TO. BeposaTHo
3aU(0TO TOH € CHWIHO TUNodUIIeH, KOETO MY MO3BOJIABA /14 IIPEMHHE KPbBHO-MO3bYHaATa Oapuepa:
KoHueHTpauxMu Ha HUMOINIHH OT nopaabka Ha 12,5 ng/mL ca Ounu oTxpuTH B UepebpocnuHanHaTa
T€YHOCT Ha MAalLIHEHTH CbC CyOapax HOMIATHA XeMOparus NEKYBaHu ¢ HUMOAMIIHH.

HuMoaunuH npuTexana NpeAMMHO uepedpaiiHa NPOTHBOCHAOCBHBAILA H MPOTHBOUCXEMHYHA
AKTHBHOCT. Ba30KOHCTPHKLMATA MPENH3IBUKAHA in vitro OT pAATHYHH Ba30AKTHBHH BEUIECTBA
(HampHUMep CEPOTOHHH, NPOCTArNaHAKHH H XUCTaMHH), WIH OT KPBLBTA ¥ NPOAYKTH OT pa3naraHeTo Ha
KPBBTA MOXeE 13 Obie NpefoTBpaTeHa WK ETMMHHHPAHA Ype3 HUMOAUNHH. HUMOIUNHUH UMa ChINo H
HEBPO(DAPMAKONOrHYHH U NcHXodapMaKkoNIorHYHH ¢BoicTBa. U3cneABaHUA NPH MALIMEHTH ¢ OCTPY
HapYIUCHHA Ha KPBLBOCHAOIABAHETO B MO3BbKA MOKA3BAT, Y€ HUMOAUNMKH pa3illHpABa KPbLBOHOCHHTE
CLAOBE B MO3bKa M CTHMYIHPA KPbBOOOPLILIEHHETO B MO3BKA.

[ToruineHHeTo B Nepdy3UATa € KaTo IIPABUJIO NO-TONAMO B NPEIBAPUTEIHO NOBPEACHH W
HEOPOCABAHHW YUYACTBUM B MO3bKA, OTKOAKOTO B 3ApaBUTE 00NACTH.

Flopaau ToBa, ynorpebata Ha HUMOAMNUH 3HAYHTETHO HAMANISBA HCXEMHYHOTO HEBPOJIOTHYHO
YBpekAaHe NPH MalMeHTH chC cybapax HORAAIEH KPhBOH3IIHB U CMBPTHOCTTA € 3HAYHTENHO
HaMaJieHa OT HUMOJHIIHUH.




5.2 @OapMaKOKHHETHYHH CBONCTBa

Abcopbunsg:

AKTHBHOTO BELIECTBO HUMOAHIHH Ce a0CopOHpa NPakTHYECKH HAMMBIIHO, KOraro ce rpuema
nepopatHo. HenpoMeHEHOTO aKTHRHO BEWISCTBO U HEMOBHTE ‘paHHM’ METaDOJIMTH Ha IMbPBO
NPEMHHABAHE MOraT Aa ¢€ OTKPHUAT B nnasmara ao 10-15 MHHYTH cnea normbinase Ha Tabnerkara.
Cnen MHOMOKpPATHO NepopanHo npunoxeHue (3 x 30 mg AHEBHO) MHKOBHUTE IU1a3MEHH KOHLCHTPALIMH
(Cmax) ca 7,3—43,2 ng/ml npu nayMeHTH 8 CTAPYECKA BBL3PACT, KATO TE3U KOHUEHTPALHUH CE NTOCTUraT
cnen 0,6—1,6 yaca (tnxx). [Ipn Muaamn xopa, cnen npuemM Ha e1HoKpaTHa A03a ot 30 mg unu 60 mg ca
H3MEPEHH CPEAHU NUKOBK NIAa3MEHH KOHLUEHTPALMH CHOBETHO OT 16+8 ng/ml u 31+12 ng/ml.
[TukoBara nnasMeHa KOHLEHTpals M rwioiyTa noa Kkpusara (AUC) ce noOBHIHABAT NPONOPLHOHAIIHO
Ha 03aTa 10 Hait-BUCOKaTa TecTBana n03a (90 mg).

HenpexwcHatH unpy3nm ot (0,03 mg/kg/h BoasT A0 CpeiHH NNasMEHH KOHLUEHTPALIMK B YC/I0BUA Ha
ycToHuMBO paBHOBecHe OT 17,6 — 26,6 ng/ml. Cnea vHTpaBeHO3HH D0YCHH HHKEKLIMH, MN1a3MEHHTE
KOHUEHTpALHH Ha HUMOIHUITHH C€ NOHHXKABAT ABY(Pa3HO ¢ €IHMHHALHOHEH NOTYXHBOT CbOTBETHO OT
5-10 min 1 okoso 60 min. ObeMbT Ha pasnpeneneHHe ( Vs, cnopen Moaena ¢ ABa OTAeNna) npu
HHTPABEHO3HO NpuWiokeHHe € ugucnen 0,9 — 1,6 I’kg renecHo Terno., OOUAT (CUCTEMEH) KITHPBHC €

0,6 -1,9 I'h/kg.

Cabp3BaHe ¢ NPOTEUHH W pasnpeneieHne

HumonunuH € cebp3aH 10 97-99% ¢ nnazMesuTe NnpoTeHHH. Jloka3aHo €, Y€ HUMOAHUITHH MTpEeMHHAaBa
npe3 IaueHTapHaTa 6apHepa NMpH H3NUTBAHHMS € XKHBOTHH C PAfHOaKTHBHO Mapkupan ['*C]-
HHMOAMNHKKE. Bbnpeku nuncara Ha AAHHHW OT [TPOYYBAHHA IIPH XOpa B TOBa OTHOLIEHHE, MOXKE Ja ce
NPEeANONIONKH, Y€ HUMO/IMITHH LIE NPEMHHE W NPE3 YOBCLUKATa ianeHTa. [1py U3nUTBaHHUS C ILTBXOBE
ce HabyroaaBar 3HaYMTENHO NMO-BHCOKH KOHUEHTPAUMH HA HUMOJMUITHH W/WIH HEMOBUTE MeTabONUTH B
KbpMAaTa Ha XEHCKHTE HHAWBHAX OTKOJIKOTO B NNa3Mata Ha MalkuTe. [1pH Xopa KOHLIEHTpALIMUTE Ha
HUMOAMNKMH YCTAHOBECHH B KbPMATa €8 ¢hC CHUIMTE CTOHHOCTH, KAKTO B [U1a3MaTa Ha MaiKHUTe.

Cnen nepopanHo U HHTPABECHO3HO NPHAOKEHHE HUMOAUNIUH MOXKE 33 ObAE OTKPUT B
nepedpocnuHANHATA TEHHOCT B KOHLICHTPALMH, CbOTBETCTBALLM NpUbnu3nTenno Ha 0,5% or
U3MEPEHUTE TLTa3MEHH KOHLIEHTPAaUHH. Te choTBETCTBAT NPUONH3NTENHO HA cBODOAHATA
KOHLIEHTPAUHA B [LU1a3Mara.

Metabonu3nm, OTAENIHE H EKCKPELIHS

HuMoaunuH ce otaens meraboauTHo upe3 UHTOXpoM P450 3A4 cucrema, rnaBHo Ypes
AEXHAPOreHHPAHE HA AUXHAPONHPUINHOBHA NPbCTEH H OKUCAKTETHO ECTEPHO pa3rpakIaHe.
Cnepnpatlii BOXHH MeTaDONHTHH €TaNH €3 OKHCIHTENHOTO €CTEPHOTO pasrpaxaaHe, XMAPOKCUIHpaHe
Ha 2- U 6-METUNOBH I'PYIH H NIOKY POHUPAHE KaTO KOHIOraTHa peakuui. TpHTe OCHOBHU MeTabonura

B ILNa3MaTa HMAaT UWIH CaMO TCPAIICBTHYHO HC3HAYHTC/IHA OCTaTh4Ha aKTHBHOCT, HITH HHKAKBa TaKaBa.

EdexTH BbpXy 4epHOAPOOHHTE €H3UMHK Ype3 HHAYKUKA WK HEXHOUPaHE He ca H3BecTHH. [IpH xopa,
npubauzutento 50% ot MetabonuTHTe ce ekckpeTUupar npe3 onopeuute U 30% npes »urbykara.
KuHeTHKaTa Ha €NMMMHHpaHe € nHHelHa.

ENUMUHAUHOHHHAT NOTYKUBOT HA HUMOIHIHH BapHpa Mexay 1,1-1,7 yaca. KpaliHusar
eNTHMHHAUHOHEH NOAYXUBOT OT 5-10 yaca HAMA BpPb3KA C YCTAHOBABAHETO HA HHTEPBANa Ha
N03HpaKe.
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KpuBH Ha cpeHM IUIa3MEHH KOHLIEHTpPALMK HAa HUMOIMIHUH CJie[] NepopaHO NMpUiokeHue Ha 30 mg
non ¢opmara Ha Tabnerka W cinen MHTpaBeHO3Ha MHPY3us Ha 0,015 mg/kg 3a 1 4ac (n=24,
noOpPOBOJILIM B CTap4YecKa Bb3pacT).

BHOHAJITHYHOCT
[Topanu NpoABL/DKHUTENIHUA METAa00IM3bM HA MBPBO NpeMHHaBaHe (0koso 85-95%), abcontoTHara

ouoHanu4HocCT € 5-15%.

5.3 [llpeaxkJHHHYHH JaHHH 3a Oe30macHOCT

[Tpe AKNMHHUYHHUTE JAHHK OT KOHBEHLIMOHAJTHU NMPOYYBAHHUA 32 TOKCHYHOCT CJie[] €AHOKPATHH M
MHOIOKPaTHH [103H, PENpPOAYKTHBHA TOKCHYHOCT, FTEHOTOKCHYHOCT M KaHLIEPOr€HEH MNOTEHLIHA He
NOKa3BaT KaKbBTO M 1a € 0cODEH pUCK NpH Xopara.

[Tpu 6peMeHHH bxoBe, A034 oT 30 mg/kg/IHEBHO U NO-BUCOKH MOTHCKAT EMOPHOHAITHUA PAaCcTeX M
BOAAT 10 HaMmaneHo eMOpuoHanHo Tterno. [Ipu no3m or 100 mg/kg/nHeBHo ce Habiawoaasa
eMOpHOHaNTHa cMBPTHOCT. He ca HabmonaBaHu TepaToreHHH edekTu. [1pu 3aiium He ce Habmonasa
eMOPHOTOKCHYHOCT M TepaTOreHHoCcT npu a03d a0 10 mg/kg/nHesHo. B enqHO nepu- MOCTHATANHO
NMPOy4BaHE MpHU IUIbXOBE, ca HAOJIK0JaBaHH CMBPTHOCT U 3a0aBEHO (PU3UYECKO pa3sBUTHE IMPHU A03H OT
10 mg/kg/nHEeBHO ¥ NMO-BHCOKHK. Te3M IaHHU HE ca NOTBbPAEHH OT APYTHd NPOBEAECHHU NPOYYBAHHUA.

ToKCHKOJIOTrHYHH CBoOlicTBa

Tabnuua 2: OcTpa TOKCHYHOCT

S — JdoBepHuTesieH
Buaose Mox —— LDS0 mg/kg HHTEepBaJ 3a
_ Pp<0.05
Muiuka MBXKKH [lepopaneH 3562 (2746-4417)
Muiuka MBbXKH NHTpaBeHO3eH 33 (28-38)
[Lrbx MBXKKH [lepopanen 6599 (5118-10003)
[Inbx MBXKKH MHTpaBeHO3€H 16 (14-18)
[TpubnuzuTenHO
3aek XeHckH [lepopanen 5000
3aek XeHCKH UHTpaBeHO3€H glguﬁnmmenﬂu
Kyue MBXKKH U KeHCKH | [lepopaneH Mexay 1000 u
2000
Kyue M1XKH ¥ )KeHCKH | UHTpaBeHO3€eH [Tpubnu3urenHo
4.5
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Pasznukara Mexay croiHocTuTe Ha LD50 cnex nepopanHO H HHTPABEHO3HO NPHIIOKEHHE [10KA3BA, Ye
cllel MepopanHo MNPHUI0XKEHNE Ha BUCOKH 1034, noa ¢opMaTa Ha cycneH3us, abcopbuHaTa Ha
AKTHBHOTO BELLECTBO MITH € HEMMLAHA WM 3abaBeHa. Cnex nepopaliHO NPHIOXKEHHE CUMITTOMHTE HA
oTpaBiHe ca HabnaaBaHH caMo MPH MHUIKH M IUTbX0Be. Te3H CHMITOMH BKJIFOMBAT: JIeKa LIMaHO3a,
CWIHO HaMAaleHa MOABHXHOCT H 33 bXBaHe MpH AHLIaHe. Clel HHTPAaBEHO3HO ITPUIIOKEHHE TE3H
MpPH3HALM HA OTpaBfHE ca Ha0NMAaBaHH BbB BCHUYKH HU3CJICIBAHH BHAOBE, C A10D0aBIHETO HA TOHHYHO-
KTOHHYHH bPHOBE.

[IpoyusaHug 38 CYOXpOHHYHA NOHOCHMOCT

[Tpu xyuera nepopanHo npunoxkende Ha 10 mg/kg TenecHo Terno BOAH A0 HAMANABAHE HA TEJICCHOTO
TErno, NOHWKAaBaHE HA XeMAaTOKPHUTA, XEMOTJIOOHHA H EPHTPORMTHTE, CbPACYHATA 4eCTOTA C€
MOBHULIABA H KPbBHOTO HAN#raHe c€ MNOBJIKABA OT BELIECTBOTO.

[IpoyuyBanud 38 XpOHHYHA NOHOCHMOCT

[TrexoBe ca OWIH JleKyBaHM C HUMOZIHNHHE, CMECER € XpaHa, B AHEBHH 1034 OT okosio 90 mg/kg/nex B
npoaw/pDikeHue Ha 2 roanHy. JJo3u no 15 mg/kg/neH ce NoHAcAT, KAKTO OT MBbXKKH, Taka H OT )KEHCKH
WHIMBHAN, Oe3 HUKaKBa BUAWMA Bpeaa. Hama noka3arencrsa 3a OHKOreHHH €(eKTH Ha BELLECTBOTO.
[CopHUTE 1031 HA HKMOJIMITHR €& JaBaHX Ha MHLIKK KaTo NobaBka KbM XpaHaTa B NPOABLDKEHWE Ha 21
Mecela. Toea NPoyYBaHe ChblUO HE AOKA3BA, KAKBATO H 1a € TYMOPOReHHa aKTUBHOCT.

B enHoroauMiuHo npoy4YsaHe ¢ kyuera € Ouna uicneaBaHa CHCTEMHATa ITOHOCUMOCT Ha A034 Ao 6,25
mg unmoanunui/kg/ aeH. o3u ao 2.5 mg/kg ce okasar 6e3spennH, aokaro A034 ot 6,25 mg'kg
NOBEU A0 €ACKTpOKApAHOTpahCKH NPOMEHH, NOPaAH CMYILLEHKS B KPbBOOOPBLILEHHETO HA MHOKApAa.
Bbrpekn TOBA, NpU Ta3u 4034 HE 0AXa OTKPHTH XHCTONATOIOTHYHHA MPOMEHH B CHPLETO.

[IpoyuBanus BLPXY pPenipoAyYKTHBHATA TOKCHYHOCT

Hpoyusanua Ha QepTHAHTETA NPH ITLXOBE
DEepTUINUTETLET HA MbXKKH H XKEHCKH NNHXOBE H CAEeABALLKTE NOKOJEHHA OCTABa U3ILANO HEBPEIHM

npu go3u no 30 mg/kg/nen.

poyuBanuy 33 eMOPROTOKCHIHOCT

[Mprunoxeuunero Ha 10 mg/kg/nen npu HpeMeHHH NIBLXOBE NO BpeMe Ha emOpHorenesara, He ca
nokasanu speaHs edextu. osu ot 30 mg/kg/neH v no-roneMu MOTUCKAT pacTexka, KOETO BOAH J0
HaMaJ/IeHO Terao Ha nnoja, a npy 100 mg/kg/aex — nosriIeHa CMBPTHOCT HA EMOPHOHHTE.
[IpoyuBaHus 32 eMOPHOTOKCHMYHOCT IPH 3akiUM ¢ nepopanHy 1034 10 10 mg/kg/neH He 1aBaT HUKAKBH
JI0KA3aTEJICTRa 32 TEPATOrEHHH HIK JAPYTH eMOPHOTOKCHYHH eeKkTH.

IlepHHATANAHO H NOCTHATAJHO PA3BHTHE NPH NABXOBE

3a 0a ¢¢ M3CaeABa NEPHHATATHOTO H NOCTHATATHOTO Pa3BHTHE, ca MPOBEACHH NMPOYYBAHUA NPH
nnsXxoBe ¢ A034 A0 30 mg/kg/nen. B enHo npoyuysane ca HabmoaapaHy NOBHLUIEHA NEPUHATANHA H
NOCTHATANHA CMBPTHOCT U 3abapero gu3nuecko pazputye ¢ 1034 0T 10 mg/kg/neH U no-roaeMu.
Te3u pe3ynratv He O6AXa NOTBLPAEHHU B CNIEABAILH [TPOYUBaAHHA.

CnenHaIHH MPOYYBAHHS H& NOHOCHMOCTTA

IIipoy4uBanHg 33 KAHUEPOreHHOCT

[TIpoyuBaHe npe3 X HIHEHUA IMKDBJ1, B KOCTO ILTbXOBE NONY4YaBaT HHMOAHUNHKH B 1034 10 1800 ppm
(okono 90 mg/kg/neH) c XxpaHaTa B NPOAbLJPKEHHE HA 2 FOIMHH HE JaBa HHKAKBO NOKA3ATE/ICTBO 32
OHKOI'€HEH noreHuuan. [lo nogodeH HAYKH, ABIFOCPOYHO MPOYYBAHE, B KOETO MHILIKH €a NOJTy4YaBaiu
nepopanHo 500 mg/kg/neH B npoankeHue Ha 21 Mecela, He NPeaoCTaBs 10KA3aTe/CTBa, Ye
HUMOJHUITHH NPHUTEXaBa OHKOIC€HEH MOTEHLMA.

Ipoy4BaHHSA 38 MYTANCHHOCT
HHMOOUITHH e ApeaMeT Ha OOILIHPHH U3CAEIBaHHA 32 NEHOTOKCHYHOCT. BCHUKH TecT
NpeaH3BUKBAHE HA MYTATEHHH H XPOMO30MHH MYTalUHH Ca OTPHLUATENHH.
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6. OPAPMALIEBTHYHHA JAHHH

6.1 CnHCcbK HA OOMOIMHHTE BELXECTRA

[Toau(1-BHHUN-2-THPONHAOH) 25, MHKPOKPHCTA/IHA LENYJio3a, LAPEBHYHO HHMLIECTE, KPOCIIOBHIOH,
MarHe3MeB CTeapar, XUMIIPOAOKCHIIponKun MeTwiuenynosa, Makporon 4000, turanos auokcua (E 171),
xene3eH okeui, kuar (E 172).

6.2 HechBMEeCTHMOCTH

Hama

6.3 Cpox Ha roguocrt

CrnBaeMH KYTHH, CbIbPXalllM OJTHCTEPHH OonlakoBKH oT PP/AnymuHHeBo ¢onuno: 5 roanHu
CreBaeMH KYTHH, ChABpXatUH OauctepHu onakosku ot PVC/PVDC/Anymutveso ¢poauno: 4 roaiMHu

6.4 C(CneuuajHH YCJIOBHS HA ChXpPAaHEHHE
Hla ce cbXpaHABa HA MACTO, HEAOCTBLITHO 3a JeLA.
To3u nexapcTBeR NPOAYKT HE U3UCKBA CMELHATHHU YCIIOBHA HAa ChbXPAaHEHHE.

6.5 BrAH cLALpXKAHHE HA ONAKOBKATA

KaproneHna onakoska ¢ 6i1ucrepu or PP/anymunneso ¢ponuno unu PVC/PVDC/anymununeso gonno.
OnakoBky, coabpxatiiy 30 1 100 dunmupann rabnerku

He BcHukH BHAOBE ONAKOBKHM MOIrar Aa 0bhAaT MyCHaTH B npojaxoda.
6.6 CneunajHH NpeANa3HM MEPKH MPH HIXBbLPASHE

Heuznoa3paHUAT JICKAPCTBCH IPOAYKT HIIH OTNagbiHHTEC MATCPHAH OT HEIoO Tpﬂﬁﬂa ad CC H3XBBPNAT
B CbOTBETCTBHE C MCCTHHTC H3IHCKBAHHAL.

7. NPHTEXATEJ HA PAZPELHIEHHETO 3A YIIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee |
51373 Leverkusen, 'epmanus

8. HOMEP HA PAZPELHIEHHETO 3A YIIOTPEBA

PernctpaunoHeH Homep: 20020727

9. JATA HA ITBPBO PA3PEINABAHE/NNIOAHOBABAHE HA PASPELHLIEHHETO 3A
YIIOTPEBA

JlaTa Ha mbpso pazpewianane: 25 pespyapu 1985
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JlaTa Ha nociaeaHoro nogHoBsapaHe: 27 nekemepu 2007

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

09/2024
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