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KPATKA XAPAKTEPHCTHKA HA IIPOAYKTA,
O3HAYEHMA BHPXY OIMAKOBKATA H JIMCTOBKA



KPATKA XAPAKTEPHCTHKA HA IIPOJAYKTA



1.  WMME HA JEKAPCTBEHMS IPOXYKT |, .. ... @50

HUMOTOII S 10 mg/50 ml uxdysuoHeH pazTROp 1

NIMOTOP S 10 mg/50 ml solution for infusion P A e L e

2. KAYECTBEH A KOJIHYECTBEH CBCTAB

1 ¢maxon HuMmoron S uHdy3HOHEH pa3TBop cbabpka 10 mg HuumoaunuH (rimodipine) B 50 ml
aJIKOXOJIEH pa3TBOpHUTEN (€KBHUBAICHTEH Ha (0,2 mg/ml HUMOIUIHH).

TToMOmHO BeliecTBO ¢ H3BECTHO AcHCTBHE: TO3M IeKapcTBEeH NPOAYKT ChABpxka 1 mmol (50 ml
¢akoH) HaTpuH Ha 103a. Toea TpaOBa na ce MMa NpenBuU/ [P MALKUEHTH HA JMeTa C KOHTPOJIHPaH
MPpUEM HA HATPUH.

3a ITBEJIHMA CIMCDHK Ha TIOMOIHWTE BEIIECTRA, BHXKTE TOuKa 0.1.

3. JIEKAPCTBEHA ©®OPMA

bucTEp HHOY3IUOHEH Pa3TBOP 34 HHTPABEHO3HO MPHIIOKEHHE

4, KIHHHUYHM JAHHH
4.1 TepaneBTHYHH NOKAZAHHA

34 MpeBEHLHA H JISYCHHES HA ICXCMHUYHH HEBPOJIOrMYHHM AePHIMTH nopaau uepebpalieH Ba3ocnasbM
BCISACTBUE HA aHEBPU3MaNicH cy0apaxHOMAalieH KPbBONRIIHB.

4.2 JIO3HpOBKA ¥ HAYANR HA NPHJAOKEHHE

Crneyuannu nonyaayiu
Be3onacHOCTTa M €(pUKACHOCTTa HA HHMOJHMITHH IIpH Aela Ha Bb3pacT oA 18 roauHy He ca
YCTAHOBEHH.

Hauun Ha IPUAGKEHHE

Humoromn S nHY3HOHEH pa3TBOP CE NMpiiara noj GopMara Ha HeMPeKbCHATA UHTPABEHO3HA UHPY3HS
ype3 HEHTPANEH KAaTETEP ¢ NOMOINTA Ha HH(Y3HOHHA noMna. TpadBa xa ce npunara Ypes TPHITbTEH
CIIMPATEJIeH KpaH 3a€/iHO ¢ rmoko3a 5%, natpues xnopua 0.9%, naxraren pastsop Ha Punrep,
NaKTaTeH pasTBOpP HA PUHrep ¢ MarHesuit, pasreop Ha aexcrpad 40 unu HAES® (nonu(Q-2-
XHAPOKCHETHN) ckopOsina 6% B ¢choTHOIIeHHE 1:4 (HUMOAHNHH: CAHOBPEMEHHO H3MOI3BAHHUS
WHPY3HOHEH pa3Teop). CHIIO Taka HOAXOAAIIM 38 €AHOBPEMEHHA HHPY3U Ca MAHUTON, YOBEIIKH
anOyMHH HITH KPBB.

TpumsTHHAT cMpaTeieH kpaH TpA0Ba Ja ce H3I0/3Ra 32 CBBP3BAHE HA HUMOAUITAH NOJIMETUIICHOBATA
Tpb0Aa ¢ JIMHUAATA HA €JHOBpeMeHHa HH(Y3US W LEHTpaleH KaTeThp.

Humoton S HHQY3MOHEH paTBOp He TpAOBa fa ce 1obapsa KbM HHPY3HOHHH CaKOBE
TpaOBa Aa ObAe CMECBaH C APYTH JICKAPCTBEHM MPOAYKTH.




[Tpunoxenuero Ha HaMoTton S uHy3UOHEH pa3Teop Tpa0Ba Ja MPOXB/DKH MO BpEME HA aHECTE3HA,
XMpYPriudecKa onepaLus WA aHTHOTpagHA.

Ho3npoBka

Wugy3noHeH pa3TBOp 3a HHTPABHOIHO NPUIOKEHHE:

B Hauanoto Ha aedenrero 1 mg/h Humoaunue (= 5 ml HumotTon S uHby3uoHeH pa3TBOp/4ac) B
npoas/pkeHHe Ha 2 yaca (oxono 15 ng/kg TenecHo rerno/yac).

[Tpu mo6pa NOHOCHMOCT B OCOBEHO aKo HAMA H3Pa3eHo NOHIKABAHE HA KPBBHOTO HajidraHe cren 2
yaca 71034aTa ce ypenHyasa Ao 2 mg/h vumonaunuu (= 10 ml Humoron S uudysnoneH pasTBop/Jac)
(oxouto 30 ng/kg TenecHo Termo/dac).

[TamueHTH ¢ TeecHo Terno 3HauuTendo noa 70 kg wnm HectabunHo KpBBHO HalAraHe TpsAOBa aa
3aro4Har ¢ A03a ot 0.5 mg/h HuMoaunuu (= 2.5 ml HumoTton S uH(Y3HOHEH pa3TBOp/Yac).

KankoBo NIpWIOKEHUE B CHCTEMA

[IpsicHO MPHIOTBEH Pa3peAcH pa3TBop Ha Humoaunus (1 ml Humoton S uAdy3HoneH paszrsop u 19 ml
pazTeop Ha Ringer), 3aTOMNEH A0 TEACSCHA TEMIIEPATYPa MOXKE a C€ IOCTABY KANKOBO B CHCTEMA MO
BpEME HA XHPYpruyecka HHTEPBESHLINA.

Paspenennat pasteop or Humoron S TpaGpa Aa ce u3nonssa HE3a0aBHO CIIEA MPHTOTBSHETO MY.

Buo u npoovnxcumennocm nHa nPpUnoMcenue

I[IpodunakTuuHaa ynorpeoa:

WHTpaBeHO3HOTO JIeUEHHe He TpAOBa Na 3aro4Ba No-KbCHO 0T 4 JHH ciI€ll KPbBOH3/IMB H TPAOBA 1a
NpOABDKY Npe3 LienHs TEPHO Ha TIOBUIIEHA OMIACHOCT OT Ba30CNa3bM, T.€. 10 10-14 nuu cnen
KPaBOM3JIHBA.

AKO npH npodHIaKTHYHOTO npuioxkeHue Ha Humoron S MHGYy3MOHEH PA3TBOP, H3TOUHUKET Ha
KpBBOM3JIMBA CE€ JIEKYBA XMUPYPTrUYHO, TO HHTPaBeHO3HOTO JeueHHeTo ¢ HumoTon S undysuonex
pa3TBOp TPADRA /1a ObJie IPOAB/DKEHO HAR-MATIKO 3 JHH CJIC[ OTiepalHATa.

[py npUILTIOYBAHE HA JISYEHHETO ¢ HHQY3HS € NPENOPLYATENHO MAUHCHTET [1a MMPOABJDKH ©
nepopajieH [pydeM Ha 6 x 60 mg HUMOIMITHH JHEBHO Npe3 MHTEPBAIH OT 4 Yyaca B NIPOABIDKEHHE HA 7
JHY.,

TepanesTuuna ynotpeda:

JIeyeHHETO HA CHIIECTRYBAINH HCXEMHAYHH HEBPOIOTHYHHU AS(HIUTH, NTPHYHHEHH OT BA30CTIa3EM
BCJICACTBHE HA aHEBPH3MANCH CyDapaxHOMIAIEH KpaBOW3IHB, TpsAOBa Aa 3aM04yHe Bh3MOXKHO HaH-
PAHO U A3 MPOALIKH NMOHE 5, HO He nioReue oT 14 nuu.

[IpenopBbYHTEHO € TO3M PeXcuM Ja Obae Noc/eiBaH OT NEPOPATHO MpHIIoXKeHHe Ha 6 X 60 mg
HHUMOMITHH JTHEBHO TIpe3 HHTEpBaiu OT 4 yaca B IPONBIKEHHE Ha 7 NHH.

AKO [IpH TepaneBTUYHOTO NpHoxkeHne Ha Humoron S nHQy3HOHEH pasTBOp, H3TOYHHKBT Ha
KPBBOH3JIMBA CE JIEKYBa XMPYPrHIHO, TO HHTPABEHO3HOTO JIeueHHeTo ¢ Humoron S uHdysuoHeH
pa3TBOP TPAOBA Aa 6bfle MPOABIDKEHO HAW-MAJIKO 5 THU C/IE ONepaIaTa. |

4.3 IlpoTHBOIOKA3ZAHHA

Humoron S madysnoneH pa3Teop HE TPAOBaA Ja C€ U3NON3BA B CNy4al HA CBPBLXYYBCTBUTCTHOCT KbM
AKTUBHOTO BELIECTBO HHMOIHMIIMH WIH HAKOE OT ITOMOIIHHTE BellecTRa, H3OpoeHH B TOUKA 6.6.

44 CreunanHH npeaynpexIcHHS H NpeANa3iHd MepKH NpA ynoTpeda

BEnpeKH Ye JeYeHHETO ¢ HHMOMITUH HE CE CBBP3Ba C TIOBHILEHO BHTPEYEPEITHO He
BHUMATENHO HAOMOACHHE C¢ MPENOPHYBA B TE3H CIYUAH WM NPH MOBAIICHO CBh)
TEUYHOCTH B MO3BYHATA TEKAaH (TeHepau3upaH MO3BUEH OTOK). f



[loBUIllIeHO BHEMAHHE C€ MPENOPBYBA MPH NAUHEHTH ¢ HHCKO KPBBHO HANAraHe (CHCTOJIIHYHO KPBBHO
Hanarase noxa 100 mmHg).

[Tpu nanpenTH ¢ HecTabWiIHA CTEHOKApAHA HJIH B PAMKHTE Ha ITEPBHTE 4 CEAMULIH CIIE OCTHP
WH(PAPKT HA MHOKAP/A, JIEKYBAILIMAT Jekap TpsaOBa na oOMHUCAH NMOTCHIUANHUS PUCK (Hamp.
NOHWKeHa Mep(y3usa HA KOPOHAPHA apTepUA M HCXeMUS Ha MUOKApAa) CrpsaMO nossara (Hanp.
nogodpeHre Ha MO3bYHATA IEPDYIHA).

To3u nekapcTBeH NpoaykT ceabpxa 23,7 00. % eranon (ankoxodn), T.€. 10 S0 g B qHEBHA 1032

(250 ml). BpepeH e 3a xopa, CTpajalili OT AJKOXOJIM3BM HIH ¢ YBPEASH ankoxoseH MetabomusnM, [a
ce MMa NpeABH/ TpU OpeMeHHH MM KBPMAYKH, ea H BHCOKO-PHCKOBH IPYITH KaTO MALIHEHTH C
4YepHOAPOOHO 3a00NABaHE WITH SITIJICTICHS.

KosmuecTBOTO ANTKOXOJT B TO3M JISKAPCTBEH NIPOJAYKT MOKE Aa IPOMEHH JEUCTBHETO HA XPYTH
nexapcTsa (BK. TouKa 4.5 BzaumonelicTere ¢ ApYrH JleKapcTBEHH APOIYKTH U Apyry GOpMH Ha
B3aMMOJEHCTBUE ).

KonnuecTBOTO aJIKOX0JI B TO3H JISKapCTBEH MPOMYKT MOKe Aa Hapyiln Baiata cnocoGHocT na
1oQHpaTe WK Aa H3I0J3BaTe MALLIMHA.

To3u nekapcreH NPOAYKT ¢haAbpika 1 mmol (23 mg) HaTpuii Ha Ao3a. ToBa TpsadBa na ce UMa
npeABHI NMPH MANHUEHTH HA JUETa ¢ KOHTPOJIHPAH NIPHEM Ha HAaTPHH.

bnOpeunara GyHKIMA MOXKE [a Ce BJIOLIH, aKO NOTEHIMAIHO He(pOTOKCHYHH JieKapeTBa (Harp.
aMHHOTJIHKO3KIH, LedalocnopuHy, Pypo3eMu) ce npunarat €AHOBPEMEHHO, CBIIO H IPH NMalHeHTH,
yusTo OHOpeuna ¢yHkIma e Beue yepencHa. bydpeunara ¢ynxuma TpsaOBa aa ce Habmoaasa
BHUMATEJTHO B TE3H CITYYaH, KATO IPH €BEHTYAJIHOTO | BJIOIIABAHE TpAOBa f1a ce 0OMHCIIH
npekpaTaBaHe Ha JeucHUeTo (Bxk. Touka 4.5 BzaumoaeicTere ¢ ApYTrH JIEKapCTBEHU NIPOAYKTH H
ApyrH OpPMH HA B3aUMOIOCUCTBUE).

4.5 BsamamoaelicTBHE C APYIrH JeKaPCTBEHH NPOAYKTH B APYIH GOPMH HA BIARMOICHCTBHE
Hexapcmeenu npodyxmu, eauiewyu 6bpxy HUMOOUNUH

DIIyoKXCceTUH

EnHoBpeMEHHOTO MPHIOKSHUE MPH paBHOBECHH KOHLIEHTPaUHH HA HHMOAHIMH H aHTHACTIPECaHTA
duryokceTHH Boau 10 npubnusurenHo 50% no-BHCOKM rnasMedHd KOHUEHTPALMH HA HHMOJUTIMH,
Excrio3upsara Ha QUIYOKCETHH 3HAYATE/IHO HaManiBa, JOKATO HEFOBHA AKTHBEH META0OIHT
HOP(PITYOKCETHH OCTaRa HEMMPOMEHEH.

HopTpHOTHIHH
EnnoBpeMeHHAaTA yrlm‘peﬁa Ha HUMOJUITHH Y HOPTPHUIITHJIUH NMPH PABHOBECHH TJ1a3MEHH

KOHLUCHTPAaLUH BOAH 0 JICKO NOHIKCHUE Ha CKCNO3HIWATA HA HUMOAHIIHH, JOKATO IUVIA3MCHATA
KOHUEHTDAHUA HA HOPTPHUIITH/IKH OCTaBa HCIIpOMCHCHA.

Egpexmu na numoounun aopxy oOpyau 1eKapcmeesu nPoOyKmu.

AHTUXHUIIEPTEH3UBHH CPEICTRA
Humoaunuea Moxe 1a 3aCHiH edeKTa oT NOHUXKABAHE HA KPHhRHOTO HAATAHE HAa €IHOBPEMEHHO
[IpHNaraHd aHTHXUIIEPTEHIUBHY TIPOIYKTH, KaTO:

- AMYypEeTULIH

- p-OGnokepn

- ACE naxubuTopu

- Al- aHTArOHHCTH




- JPYTH KanlMeBH aHTarOHWCTH
- O-8pEeHEpPrUYHH OIOKEPH

-  PDES uixuburopu

- O -MEeTWIROoNa

BrrpekH ToBa, ako eJHOBPEMEHHOTO JIeUEHHE C eJWH OT Te3H JIEKAPCTBEHH IIPOAYKTH HEe MOJKE Ja ce
n3berue, naLMeHdTHT TPAORA A4 ce ObpAe N0/ 0c00eHO BHUMATEHO HabIOICHUE.

EIHOBpEMEHHOTO HHTPABEHO3HO MIPHIOKEHHE Ha J-OI0KEPH MOXe 1a OBEAE A0 B3aHMHO
MOTEHIMUPAHE HA OTPHIATETHOTO HHOTPOITHO ACUCTBHE, Bapupallo 10 AEKOMNEHCHPAHA ChPICUHA
HEJOCTATHYHOCT,

brOpeunarta QyHKUHA MOKe Ja Ce BJIOLIH, AKO TTOTEHLHATHO He()POTOKCHHMHH JieKapcTBa (Hatp.
aMHHOTTHKO3HAH, LepanocIopHHHE, Pypo3eMul) ce NpUIaratT eqHOBPEMeHHO, CBhINO H NpPH IALHEHTH,
4yuaTO OEOpeura QyHKiHA e Beue yepeaeHa. bpbpeunara GyHxius TpsabBa aa ce HabiroaaBa
BHUMATEJIHO B T€3H CITy4aM, KATO NIPH €BEHTYaJTHOTO # BJIOIIaBaHe TpsAOBa Ja ce OOMHCIIHN
npeKpaTaBane Ha JeueHueTo (BxK. Touka 4.4 Cneunanian NpeaynpexacHus H NpeanasHid MepKH MpH

ynorpeoa).

3Ug0oBYAUH

{Ipu npoyuBaHe ¢ MaMyHH, ETHOBPEMEHHOTO HHTpaBeHO3HO NpiickeHHE Ha anTH HIV nekapersoro
SHIOOBYAMH H HUMOJMITHH BOAM A0 ImoBHINEHH cToliHocTH Ha AUC Ha 3UROAYBHH, A0KATO OOEMET Ha
pasnpeseieHue U KIMPBHCHT €A 3HAYHTENIHO FIOHMKEHH.

Jpyru ¢opMH Ha B3aHMOJEHCTBUE
Toit karo HuMoTon S HH(pY3HOHEH pasTBOp ChABpKA 23,7 006. % akoxon, B3auMoACHCTBHA C

JIEKapcTBA, HECEBMECTHMH ¢ alIKOXON TpAOBa s1a ce uMaT npeasua (Bx. To4uka 4.4 CneuHaaHH
NpeAYNpeXACHHA H NpeAna3Hu MEPKH NpH ynoTpeda).

B3aumooeiicmene, Koemo e 00KQ3aNH0, e He CDUeCmayen

XaaonepHaoa

EHOBPEMEHHOTO NPUNOKESHHME HA HEMOAMIIMH TIPY PaBHOBECHH TUIA3MEHH KOHLEHTPaLMN NPH
MallHeHTH HAa HHAHBHAYAIHO TTPOIBIDKATEIHO JCUCHHE C XATOMEPUAOST He NIOKA3Ba HUKAKBR
MOTECHLHAJT 32 B3aUMOJCHCTBHE.

EOHOBpeMEHHOTO NPHJIOKEHUE HA MIEPOPaJHH HUMOJIMITHH U AMa3eNaM, JUFOKCHH, INTUOEeHKIaMu,
HHAOMETAUHH, PAHUTHAKH B Bap(papHH He I10Ka3Ba HUKAKBE NOTEHLIUAI 33 B3aHMOJEHCTBHE.

4.6 DepTHIANTET, OPEMEHAHOCT H KbPMEHE

bpeMEHHOCT
He ca npoBexaaHy MOOXONAIONA U KOHTPOJHPAHH KIIHHKMYHH Npoy4BaHus ¢ OpeMeHHH xkenu. [lopanu

TOB2 HUMOJMIMKH HHQPYIHOHEH Pa3TBOP TPAOBA J1a C€ M3MOJI3BA MPH OPEMEHHOCT caMO Clie
BHHMATE/THO OLIEHSBAHE Ha NOJI3UTE H NOTEHLMANHHUTE PUCKOBE, MPOU3THYALLH OT TEXKECTTA HA
KJIMHAYHATA KApTHHA.

KbpMmene

HuMoqUNHH B HETOBUTE METabONIHTH ¢ OTKPHBAT B MAHUMHOTO MITAKO B KOHIEHTPALIMK CXOAHH C
TE3W B fUIa3MaTa Ha Maiikara. CrneioBaTenHo Maikure TPAORA 12 OBAAT MOCHBETBAHM Na IPSKPATAT Aa
KBbpPMAT, KOTaTO NpHUEMAT TOBA JICKAPCTBO.

depTUAMTET )
B epuHMYHM ciTyuyad Ha in vifro OnnoyKaaHe, KaALHEeBHTE AHTAI'OHHCTH Ce CBBP3E
OUMOXMMHYHH HPOMEHH B IN1aBATA HA CNIEPMATO30HIUTE, KOETO MOXKE 114 TOBEAE

ARAALE,
(PYHKUMATA Ha criepMaTa. 3Ha4eHUeTo Ha Ta3u HaXo/ka MPH KPaTKOTPaiiHo eupHpe HE e HBBQGTHQ

. ‘;g'_,,.-r-.-




4,7 EdexTn sbpxy cnocofHOCTTA 32 IopHpane d pabdora ¢ MAIIAHHA

[1o npuHumn Humoron S Moxe Aa yBped criocobHOCTTa Aa ce mogHpa WIM paboTH ¢ MalllHHY
[IOpaAy BB3MOKHOCT OT CBETOBBPTEXK. B ciyyaii Ha unonssane Ha HumoTon S vHGY3HOHEH pPa3TBOD,
TOBA BIWAHNE HAMA Aa ObJe OT 3HANCHNE.

4.8 Hexenann JeKapcTBeHH peaKIHA

YecTOTHTE Ha HEXKEAHH JleKapcTeeHu peakuuu (HITP), noxnagBaHy ¢ HUMOAKIKH H 0000LIEHH B
tabnuuara mo-goay, ¢a B3 OCHOBA Ha KIIMHUYHY NPOYYBaHHA ¢ HUMOIHITHH 3a MOKa3aHHETO,
npencTasexo B Touka 4.1 u knacuduuupans cniopea kareropuure CIOMS 111 no wectora (miane6o-
KOHTPOJUPAHH IMPOYyYBaHHA: HUMoaunuH N=703, mauebo N=0692; HeKOHTpONHpPaHH MPOYY4BAHHUS:
auMoaunEH N= 2496; ctaryc: 31.08.2005). Hpw Besko rpynmapaHe B 3aBHCHMOCT OT 4€CTOTAaTa,
HeXKeNaHHTE JISKAPCTBEHH peaKkLiMy ce U30poaBaT B HU3XOII Pel 110 OTHOIIEHHE Ha TAXHATA
CEpPHO3HOCT.

YecToTHTE ¢a OTIPENENICHH KaTo:!

MHOro dectu (> 1/10),

yectd (> 1/100 po < 1/10),
uweuectr (> 1/1,000 no < 1/100),
peaxu (> 1/10,000 no < 1/1,000),
muoro peaks (< 1/10,000).

Tabnuua 1: HIIP

Cucremuo-opranay kiaacope | Heuectn Penku
 (MedDRA)

HapyuieHus Ha KpBBTa U TpoMmOoUMTONCHHA

nuMQpHATA CUCTEMA

Hapymenvis Ha AMyHHAaTa AnepruvHa peakuui

CHCTEMA Obpue

HapylueHua Ha HEPBHATA I'napoGonue

CHCTEMA

CepAeyHH HapyUWICHHS Taxukapaus bpanHkapaus

CpA0BM HAPYLIEHMA XUNoTOHUSA

Bazoaunarauus

CroMalmHO-YpeBHH HapylueHus | Ianene Hneyc (upesna
HETIPOXOJHMOCT)

XenaTo-OHnHapHU HaApyIIEeHUs BpemeHHO NOBHILEHH
CTOMHOCTH Ha YepHOAPOOHH
CH3UMH

OO611M HapymieHUs H e(heKTH Ha Peakuuu Ha MACTOTO Ha

MSCTOTO Ha MPHJIOKEHHE HHAKEKTHPaHe U HHPY3Hs
(Tpombo-)hneOHT Ha MACTOTO
Ha MH{Y3HA

Cr00i1aBaHe Ha IONO3MPaHH HEXEIaHU PeaKLiiu
CHoOLaBaHeTO HA TIOO3UPAHH HEXENaHH PEaKI|H clie/] pa3pelllaBaHe 3a yrnorpeda Ha JiekapCTBeHHA
NPOAYKT € BaxkHO. TOBa N03BONABA A NPOXBIKH HAOMIOZEHHETO Ha ChOTHOLICHHETO [ONI3a/PHCK 32
JIeKapCTBEHHA NPOAYKT. OT MEOHLMHCKHTE CTICHHAIUCTH C€ M3HCKBA J1a ChOOLIaRaT BCAKA
NMOAC3HPAHA HEXKEIaHa peakiya upes
HM3neIHHTEHATA areHUs 110 JIeKapCcTBRaTa
yn. ,,Jaman ['pyeB” Ne 8

1303 Codus




teit.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 Ilpeao3zHpane

a) CHMIITOMH Ha HHTOKCHKALHA

OuyakBany CHMITOMH Ha OCTPO NpeAOo3HpaHe ¢a U3pa3eHO MOHWKAaBaHe Ha KPbBHOTO HaNArane,
TaXHKApAUsa WIH Opagukapaus U (Ciaea nepopanHo NPHICKEHHE) CTOMAIIHO-YPEBHH HAPYLICHNA U
rajcHe.

0) JleyeHHnE HA HHTOKCHKALIHA

B cnyuaii Ha ocTpo npeno3upane, eueHuero ¢ Humoton S HHGysuoHeH pasTeop Tpsabpa He3abaBHO
na ce npexpati. CrielinuTe MEPKH TpADBa A ¢a B 32BHCHMOCT OT CHMNTOMHUTE. AKO BEIIECTBOTO €
APHETO NEPOPAITHO, CICIIHATE TEPANEBTHYHH MEPKH BKJIKOYBAT CTOMAIUHA NMPOMHBKA C
OOITEIHHMTEAEH TIPHEM Ha BBIVICH. AKO MMa H3pa3eHO NOHWKABAHE Ha KPBEHOTO HAJIAraHe, JOTIaMHH
WIH HOpaApeHAlIH MOraT qa ¢ NPHIIOKAT HHTPaBeHO3HO. Thil kaTo HAMA CrielIMHYeH aHTHAOT,
[OCTEBAIIOTO JEYEHHE Ha APYTH HEXEIaHd PEaKIMK TpaOBa Ja ce MpoBele Crnope HaH-H3ABCHUTE
CAMITTOMH.

5.  ®APMAKOJIOTHYHM CBOHCTBA
5.1 PapMaKoIMHAMHIHH CBOHCTBRA

(apmakoTepanieBTHdHa rpymna: CenexrWeHH OJOKEpH Ha KAIIHEBHTE KaHAIH ¢ NpeJI¥MHO CBAOBO
Jercrere, UxXUapONMHPHAUHOBH TIPOH3BOAHH

ATC xom; CO8C A06

HuMouneH € KallHEB AHTANOHHCT, KOWTO MPUHAIEKH KbM Kiaca Ha |,4-IHXHAPONIHPHAHHHTE,
[IpouecHTe Ha CHKpallleHHe HA [IAIKATE MYCKYJIHHA KIIETKY 3aBUCST OT KATIIHEBHTE HOHH, KOUTO
BAM3AT B TE3H KIETKH NPy AeNOMAPH3aLHATA KaTo 6aBHH HOHHU TpancMeMOPaHHH MOTOLH,
Humoaunue yHXUOHpa NpeHoca Ha KallHeBHTEe HOHM B TE3H KJIETKH H ITO TO3H HAYMH MMOTHCKA
rIagKOMYCKYJIHUTE ChKpalleHUs Ha ceoBere. [IpH onuTH ¢ JXUBOTHH, HHMO/IMITHH MMOKa3Ba MO-roJiaM
eEeKT BLpXY MO3BUHHTE APTEPHH, OTKOJIKOTO BEPXY apTepHH Ha ApYrH MeCTa B TAnoTe. BepoaTHo
3aOTO TOH € CHITHO JIMMMOGHJIEH, KOETO MY MO3BOJIABA 2 IIPEMHHE KPEBHO-MO3bYHATa GapHepa:
KoHueHTpanyy Ha HUMOJHIIMH OT TIOpAABbKa Ha 12,5 ng/mL ca 6mnu oTkpHTH B 1iepeOpocTHHATIHATA
TEYHOCT Ha [IALIMEHTH ChC CyOapaxHOUAAITHA XeMOparus JeKyBaHH ¢ HHMOIKIMH.

HuMOoAMIMHH MPHTEXKAaBa NPeAUMHO LiepebpaiHa NpOTHBOCKAOCBHBALNA H NIPOTHBOMCXEMHYHA
AKTHBHOCT. Ba30KOHCTPUKLMATA NIPEAH3IBHKAHA IR Vifro OT Pa3lIHYHH Ba30AKTHBHH BEIECTRA
(HanpuUMep CEPOTOHHH, NPOCTATTIAHAWHA ¥ XHCTaMHH), HITH OT KPbBTa M NPOAYKTH OT pasiaraHeTo Ha
KPBBTA MOXeE JIa OBb/I¢ NpeoTBpaTeHa HTH eTMMHHMpPaHa Yype3 HUMOAHMHH. HUMOAHNHH HMA CBINO U
HEBPOGDAPMAKOAOrHYHH H IICHXODapMaKOJIOTHYHH CBOHCTBA.

Hscnenpasus NpH NaLMENTH C OCTPH HAPYIIEHHS Ha KPBBOCHAOIMBAHETO B MO3BKA IIOKA3BaT, Ue

HUMOIHUIHH pa3lHpABa KPLBOHOCHHTE CHAOBE B MO3BKA M CTHMYJIMPA KPHBOODPBINEHHETO B MO3BKA.
[ToBuLIEHKETO B MTePQy3HATA € KATO MPABIIO NO-FONAMO B MPENBAPHTENHO MOBPENCHA WIH . .=
HEOPOCABAHE YYACTHIM B MO3bKa, OTKOJIKOTO B 37ipaBHTe 00IaCcTH. -




[Topaau ToBa, ynotpedaTa Ha HHMOAHINHWH 3HAUUTEIIHO HAMAIABA HCXEMHYHOTO HEBPOJIOTHYHO

VEpEXAaHe MpH NaIlMeHTH CBC cyO0apaxHOUIaIeH KPBBOU3IIMB H CMBPTHOCTTA € 3HAYHTEHO
HaMaJleHa OT HUMOIUIIUH,

5.2 @apmMakoKHHEeTHYHA CBOHCTBA

- AGcopbums

AKTHBHOTO BEIIECTBO HUIMOAUIHH ce abcopbUpa MpakruyCKH HAM'BIIHO, KOTaTo ¢¢ MpHEMa
nepopanso. HenpoMeHeHOTO aKTHBHO BELLECTBO W HETOBHTE ‘paHHH’ METaOOJIMTH Ha ITBPBO
PEMHHABAHE MOTAT Jd CE OTKPHAT B tuiasMara 10 10-15 MuHyTH criesl MOTTBbINaHe Ha TabneTkara.
Crne MHOTOKPaTHO nepopanto npuioxenne (3 x 30 mg AHEBHO) MUKOBHTE [/1a3MEHH KOHLICHTPALMM
(Cmax) ca 7,3—43,2 ng/ml npu mauyeHTH B cTapyecka Bp3pacT, KaTo Te3W KOHIUCHTPaUHK Ce MNOCTUraT
cren 0,6—1,6 yaca (tpax). [Ipu Mnagu Xopa, cnen npueM Ha eHOKpaTHa 103a o1 30 mg wm 60 mg ca
M3MEPEHH CpeHM MUKOBH INTa3MEHH KOHLEHTPALHH ChOTBETHO OT 16+8 ng/ml u

31+12 ng/ml. ITnxopata nnasMeHa KOHIISHTpaluua ¥ miowrTa noj kpusara (AUC) ce mopHIraBat
NPONOPLHOHANHO Ha J103aTa 0 Hal-BHcokaTa TecTBaHa ao3a (90 mg).

Henpexscaatn ungyzuu ot 0,03 mg/kg/h Bondar no cpeann nnasmeHy KOHIEHTPALMK B YCNOBUA Ha
yCTOMUMBO paBHOBecke OT 17,6 — 26,6 ng/ml. Cnen vHTpaBeHO3HH OOTYCHH HHXKCKUMY, NLTa3MEHHTE
KOHLIEHTPALHMH HA HUMOIMUITHH ¢¢ MOHIKABAT ABY(a3HO ¢ STHMHHALHOHEH TOJXY)KHBOT CHOTBETHO OT
5-10 min u oxono 60 min. O6eMET Ha pasnpeneneHne (Vss, Cnopes Mojena ¢ ABa OTAeNa) IpH

WHTPABEHO3HO Npuaokense ¢ uiducnen 0,9 — 1,6 Vkg tenecuo rerno. OOmuar (CHCTEMEH) KAKPHHC €
0,6 -1,9 I/h/kg.

CpEp3BaHE C NPOTEHHH M pasfpeicicHie
HuMopgunHH € cebp3al a0 97-99% c mnasmeHuTe npoTerHd. Jloka3aHo €, 4e€ HUMOJUNUH NPEMHHABA

npes mwiALEeHTapHaTa Gapyepa IpH HANMTBAHKUS C JKUBOTHH C PAJMOAKTHBHO Mapkupan [*C]-
HUMOJUITHH. BpnpexH nuncara Ha ZaHHY OT NPOYYBAHKS NPH XOpa B TOBa OTHOHIEHHE, MOXKE Ja Ce
MpeAnoOA0KH, Ye HUMOMMIMH ¢ NPEMHHE H Npe3 YoBelKaTa mialeHTa. [Ipy usnuTeaHus ¢ niasXoee
ce HaON01aBaT SHAUHTENHO NO-BHCOKH KOHIIEHTPAH Ha HUMOAHITHH W/ HJIA HETOBUTE METaOOIMTH B
KHpPMaTa Ha )KEeHCKUTe MHIWBHAHY OTKOJIKOTO B IUIa3MaTa Ha Malikure. [Ipu xopa KOHUCHTPAIMATE HA
HHUMOOHUITHH YCTAHOBEHH B KbPMATA Ca ChC ChIIMTE CTOWHOCTH, KaKkToO B IUIa3MaTa Ha MakKHTE.

Cnen mepopallHO ¥ HHTPABEHO3HO NPHIOKEHHE HUMOJHIHH MOXe Aa Oble OTKpUT B
LepeOpOCIIMHANIHATA TEUHOCT B KOHLIEHTPALMH, CROTBETCTBALUM NpHOAn3ATENnHO Ha 0,5% oT
H3MepeHUTe TUIA3MeHH KOHIIeHTpaunuu. Te ¢hOTBETCTBAT NPHOJU3UTENHO HA CBODOAHATA
KOHIIEHTPpALIMA B MJIa3MaTa.

MeTaboNH3BEM, OTACHAHE H EKCKPEIIAs

Humomumnul ce otneiis MetaboauTHO upes uyroxpom P450 3A4 cuctemMa, ImaBHO ¥pe3s
AEXHIPOTCHUPpAHE HA TUXHAPOIMAPHINHOBUS [IPECTEH U OKHCTHTENHO €CTEPHO Pa3rPaOyKIaHe.
CregBailld BaXKHH MeTabOJIMTHH €TAIH ¢4 OKUCIUTE/IHOTO ECTEPHOTO pasrpaxiaHe, XHAPOKCHIHPaHe
Ha 2- ¥ 6-METHJIOBH IPYITM H CAIOKYPOHHPaHe KaTo KOHIOraTHa peakuid. TpuUTe OCHOBHH METa0O0HTA
B IUIA3MATA UMAT MM CaMO TCPaneBTHYHO He3HAUWTEIIHA OCTAaTh4Ha aKTHBHOCT, WM HUKAKBa TAKaBa.

EdexTv BBpXYy 4epHOAPOOHHTE €HIMMH Ype3 HHAYKLUHA WIH HHXUOUpaHe He ca H3BECTHH. IIpu Xopa,
npubausnTento 50% ot MerabonuTHTe ce eKCKpeTHpaT npe3 6u0penre v 30% npes xrbuKaTa.
KuHeruxkara Ha eMTUMUAHUPAHE € JIHHEHHA.

ENUMHHAMOHHUAT [TONYKHBOT HA HUMOJIMITHH BapHpa mexay 1,1-1,7 yaca. Kpaitnuar
eJIHMHHALIMOHEH TIONY>KABOT OT 5-10 Haca HAMa BpB3Ka ¢ YCTAHOBABAHETO HA HHTEPBAla Ha
JO3UpaHe.
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L.V,

KpHBH Ha CpelHH IU1a3MeHH KOHLEHTPALMH HA HUMOJUNHKE CJIed NMEePOpaIHO nmpHiioxkeHne Ha 30 mg
nox dopmara Ha Tabmerka W cien MHTpaBeHoszHa uHQy3Ma Ha 0,015 mg/kg 3a 1 wac (n=24,

ROOPOBOJIIK B CTAPUECKA Bb3PacT)

BUOBAIUYHOCT

[Topaay MpOALIKHTENHUS MeTaboNMM3BM Ha MBPBO NpeMuHaBade (okono 85-95%), abconrorHara
OHOHANKUYHOCT € 5-15%.

5.3 IlpeaximHEAYMHH JAHHH 32 0e30IaCHOCT

[IpeAKTUHHYHATE JaHHH OT KOHBREHIIMOHANHH MPOY4BaHHA 38 TOKCHYHOCT Clie/l €AHOKPaTHH H
MHOTOKPATHH A03H, pENMPOAYKTHEHA TOKCHYHOCT, FCHOTOKCHYHOCT H KaHLIEpOreHeH NOTCHIHA HEe
TIOKA3BAT KaKBBTO H A2 € 0CO0eH PUCK NPH Xopara.

[Ipu 6pemenHn Isxose, 1034 oT 30 mg/kg/IHEBHO H NO-BUCOKH MOTHCKAT eMOPHOHAJIHUS PacTex U
BOJST [0 HamaneHo emOpuomamuo Tterno. Ifpm nosm or 100 mg/kg/nnesHo ce Habmogaea
emOpHoHanHa cMBpT. He ca HabmomaBanm TepatoreHHd cdextd. [lpu 3aiiuM He ce HaOmozaea
eMOPHOTOKCHUHOCT W TeparoreHHocT mpd Ao3d a0 10 mg/kg/nHeBHo. B eaHO nepH-MOCTHATANHO
npoy4dBaHe MpH [UIBXOBE, ca HaboNaBaHd CMBPTHOCT K 3a0aBEHO (PM3UUECKO Pa3BHTHE MPH JI03H OT
10 mg/kg/nHeBHO M MO-BHCOKH. T¢3M AaHHH HE ca MOTBBPAECHH OT APYTH IPOBEACHH MPOYYBAHHA.

ToKCHKOJIOrHUYAHA CBOHCTBA

Tabnuna 2: Octpa TOKCHUHOCT

Bupose oa | LT Ba LD50 mg/ks




NPHACKEHAE HHTEPBAJ 32

p<0.05

Munika MExKH [lepopasen 3562 (2746-4417)
Muuika MEKKH HurpaBeHo3eH 33 (28-38)
[ 11X MBXKKH Ilepopanen 6599 (5118-10003)
Ilrex MBKKH HMurpaBeHo3eH 16 (14-18)

[TpubnuzuTenHO
3aek Aencku [TepopaneH 5000
3aex JKeHcku HnrpaBeHO3€H ggnﬁnmmﬂﬂo
Kyue Muxku 1 skeHckH | Ilepopanen Mexay 1000 1

2000
Kyue M1xKE H skeHCKH | MHTpaBeHO3eH IIpubnusurenHo

4.5

Paznukara mexny croifnocture Ha LDS0 cien nepopanso W HHTPaBEHO3HO NPMIIOKEHHE MOKA3Ba, Ue
crieq IepOPAIHO NPHIIOKEHHE Ha BHCOKH JI03H, ToA jopMaTta Ha cyCIieH3ui, abcopbupsara Ha
AKTUBHOTO BEIIECTEO WJIH € HeIIbIHA WM 3a0aBeHa. Cnell nepopaiHoe IPHUAOKCHHE CHMIITOMHUTE Ha
OTpaBsSHE ca HaOnrogaBaHM caMO NPYA MHIIKH H ILTEXOBE. 1€3W CHMITTOMH BKJTFOUBAT: JICKA LIMAHO3A,
CHTHO HaMaJleHa MOJBHWKHOCT M 3aIBXBaHe NpH Auisane. Criel HHTPaBEHO3HO ITPHJIOXKEHHE TE3H
[MPHU3HALIM Ha OTPaBAHe ca HaOMIO4ABAHH BBB BCHYKH H3CJSABAHH BUAOBE, ¢ BOOABAHETO HA TOHUYHO-
KJOHWYHH I'bPYOBE.

IIpoyuBanHd 32 CYOXpOHHIHA NOHOCHMOCT NPH 3 H 4 CEAMHIH C/1el HHTPABEHO3HO NPHNIOKCHHE

Ha rpymu ot no 10 mexky u 10 xercky urbxose Bucrtap ( Wistar) € napaH HAIMOIKIIHH B
npoab/keHue Ha 3 ceaMunu B 1o3H ot 0.06, 0.2 1 0.6 mg/kg. BemecTeoTo € emynrupano B 10%
pasteop Kpemodop (Cremophor) ¥ HHXEKTHPAHO B OnailiHaTa BeHa, BCHYKH XKMBOTHH NMPEKHBABAT
nepHoAa Ha Nevenne 0e3 KIIHHHYHH CHMIITOMH. XeMaTONIOTHYHHTE TECTOBE H 3HATH3H Ha YPUHATA HE
I0KAa3BBAT HHKAKBH TOKCHYHH e(p¢KTH Ha HAIMOAHMNMH npH fo3a Ao 0.6 mg/kg. AyToncuure,
IPOBEAEHH BHPXY SKCIIEPUMEHTAMHUTE XKUBOTHH CJI€ Kpas Ha JISYeHHETO MoKa3par, ye Os0penyre Ha
MEKKHTE ILTBXOBE €a 3HAUUTEIIHO NO-TEXKH.

Bhrpeku ToBa, XHCTONATONOTHYHOTO H3CJIEABAHE Ha OBOPeLUTE, KAKTO H NPETTICAUTE Ha BCUUKH
APYrH OPTaHH X CHCTEMH, HE TIOKA3BAT HUKAKBH NATOJIOTHYHH HaxoAKH. JlokalHaTa IOHOCHMOCT, B
0OIaCTUTE HA MECTATa HA HHXKEKTHUPAHE, Chillo € xo0pa. [Ipenebpernsaiiky pa3IHKHTE MEXKITY
MOJIOBETE, MOYKE J1a Ce KaKe, Ue BbB BCeKH city4aii no3m 10 0,2 mg/kg, npunaraHi WHTPABEHO3HO,
BEAHBX AHEBHO 32 TIEPHO] OT 3 CEIMHIINA, C& NOHACAT 0¢3 TOKCUUHM CQEKTH.

CucTeEMHATA M JIOKATHATA TIOHOCHMOCT ¢a H3MHTBAHHM B €JHO 4-CeAMUYHO MpOYUBaHe 3a TOKCHYHOCT C
MHTPABEHO3HO NPHJIOKEHNE TIpH kydeTa. Bemecteoro e npunarado B Jo34 ot 0.02, 0.06 1 0.2 mg/kg
B CMEC OT €TaHoJ1 ¥ noaueTHaeHriKon 400. KnuaudyHute U 1abopaToOpHH TECTOBE, KAKTO H
MAaKpPOCKOIICKHTE H XHCTONATOJIONMMHH U3CE/IBAHHS HE MOTaT 1a YCTAHOBAT BCHYKH BpEIH,
IIPHYMHEHH OT BELIECTBOTO.

B apyro npoyuBane, Ha 2 MBXKH H 2 XKeHCkM rondera e npunaran 150 pg aumoaunun/kg/h nox
dbopMaTa Ha HHTPABSHOZHA CUCTEMA B MPOABSDKEHHIE Ha 8 Uaca AHEBHO, 7 IHTH CEAMMUHO, NIPE3 Lenus
nepuon oT 4 ceAMULIM. BeLLIECTBOTO ¢€ pa3TBaps B rOpeOIiHCaAHATa CMEC OT Pa3TBOPHTENIH KaTo
Gaiinac KpM pasTBopa Ha Ringer; Ha 4 KOHTPOJIHH )XHBOTHH Ca NPHJIOKEHN UHOY3HU B CHOTBETHHTE
KOJIMYECTBA Ha CMECTAa OT Pa3TBOPHTENH camocToaTenHo, HUMOOUNHH ce noHacs 0e3 pa3BUTHE Ha
KIIHHUYHH CUMIITOMH. BBB BTOpOTO CyOaKyTHO IpoydYBaHe ¢ Kyuera, ao3a ot 1.2 mg/kg/nen,
IPHIIOIKEHA Upe3 HHTPaBeHO3HA HH(Y3ud B npoabkenne Ha 8 yaca quesHo (1.5 ml /kg/h) 3a 4
Ce/IMHIIY € MPHUMHANA CTIaJ HA KPBBHOTO HajsraHe ¥ MOBHILABAHE KA ChpAEYHATA YeCTOTa €/IMH vac
cnen HHpY3HATa. XeMaTOJNOTHYHUTE W OMOXMMHUYHHA TCCTOBE H aHAIM3W Ha yPHHATA HE, ﬁqlgaéﬁq%g
KaKBHTO M Ja OHIIO U3MEHEHHS, IPHYMHEHH OT TECTBAHOTO BEIIECTRO. Maxpocxnnq@ )
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IIpoyuBanud 3a CyOXpoHHYHA MOHOCHMOCT

IIpu kyueta mepopanHo npanoxkenue Ha 10 mg/kg TenecHo Terno Boax A0 HaMaABaHe HA TEIECHOTO
TErJI0, IOHHXXaBaHe Ha XEMATOKPHTA, XeMOTTOOHHA U epUTPOLIMTHTE, CHPACYHATA YECTOTA CE
IIOBMIIIABA B KPBBHOTO HAJATAHE C€ MOBAHABA OT BELIECTBOTO.

IIpoyyBaHHAS 32 XPOHAYHA HOHOCHMOCT

[LnexoBe ca 61iH JIEKYBAHH ¢ HUMOJMITHH, CMECEH ¢ XpaHa, B IHEBHH 103U oT okono 90 mg/kg/aen B
Mnpoas/bkeHye Ha 2 roguHM. [Jo3n o 15 mg/kg/nen ce noHacar, KaKTO OT MbKKH, TAKA U OT XKEHCKH
UHAUBHAM, Oe3 HUKAaKBA BHAHMa Bpeaa. HamMa nokazarencTBa 3a OHKOINEHHH €(PEKTH HA BEIIECTBOTO.
['opHHTE A034 Ha HUMOJMITHH ¢4 JaBAHH HAa MHIIKH Karo Jo0aBKa KbM XpaHATA B IPONbIDKkeHHe Ha 21
Mecelld. ToBa npoyvBaHe ChINO HE OKa3Ba, KAKBAaTO H Aa € TYMOpPOreHHa aKTHBHOCT.

B exHoroguuiHo npoyypaHe ¢ Kydeta € Ouia H3c/ieABaHa CHCTEMHAaTa NOHOCHMOCT Ha 103U A0

6,25 mg HuMoaunun/ke/ ned. Jlosu no 2.5 mg/kg ce okasat Oe3BpenHH, Jokato fo3H oT 6,25 mg/kg
IOBEJIH IO eJIEKTPOKapaHorpacky NPOMeHH, NNopaay CMYyLLEHHR B KpbBOOOPBIICHHETO HA MMOKapAA.
Brnpeku TOBa, IPH Ta3H J03a He 08Xa OTKPHTH XACTONATONOIHYHH [IPOMEHH B ChPLETO.

IIpoyuBaHHA BLPXY pPeNpPOAYKTHBHATA TOKCHYHOCT

IIpoyusanus Ha GepTHIHATETA PH NIHLX0BE
MepTWIMTETHT HA MBKKH ¥ JKEHCKH MITbX0BE H CJICABALIHTE MOKOACHHA OCTaBa M3LAJIO HEBPEIHM
npH ao3H 1o 30 mg/kg/nen.

IIpoyyBanus 3a eMOPHOTOKCHYHOCT

[punoxennero Ha 10 mg/kg/ned nmpu GpeMeHHH IUTEXOBE N0 BpeMe Ha eMOpHOTeHe3aTa, He ¢a
noxasanu speann epexth. Josu ot 30 mg/kg/aen u no-roneMu NOTHCKAT PacTelka, KOETO BOAM Ji0
HAMAaJIEHO TEIJIO Ha IuroJa, a npy 100 mg/kg/aeH — noBuieHa CMBPTHOCT Ha eMOPHOHHTE.
[IpoyusaHus 332 eMOPHOTOKCHYHOCT NPH 32#LM ¢ nepopaind A03M a0 10 mg/kg/neH He naBaT HHKAKBH
70Ka3aTeJICTBA 32 TEPATONEHHH HIH APYyrd eMOPHOTOKCHYHM e(PEKTH.

IlepuBATANHO H NOCTHATAJIHO PA3BHTHE NPH IIHLX0BE

3a na ce H3CNeBa NEPUHATATHOTO U NOCTHATANHOTO Pa3RUTHE, Ca NIPOBEACHH NPOYUYBAHUA NIPH
TBEX0BE ¢ N03H A0 30 mg/kg/aeH. B eaHo npoy4sane ca HabOjaBaHN NNOBHIICHA TIEPHAHATATHA H
[IOCTHATA/IHA CMBPTHOCT ¥ 3a0aBeHo (pu3udecko pazpuTHe ¢ 103U oT 10 mg/kg/neH u no-ronemn.
Tes3u pesynrard He Oaxa NOTREPACHH B ClEABALLH NPOYYBAHHUA.

CroennajaHH NPOYYBAHHA HA NOHOCHMOCTTA

IIpoy4yBaHHA 32 KAHNEPOreHHOCT

[IpoyuBaHe npe3 XH3HEHHA LIHKBI1, B KOETO [LTEXOBE NMOMYYaBaT HUMOAMITHH B 03K 10 1800 ppm
(oxono 90 mg/kg/neH) ¢ xpaHara B mpOAB/PKEHHE Ha 2 TOWHH HE JaBa HHKAKBO JOKA3aTeJICTBO 32
oHkKoreHeH noteHuEan. o nogoben HauMH, JBITOCPOUHO MTPOYYBaHEe, B KOETO MHUIIKH Ca NOTyvaBaiH
nepopanto 500 mg/kg/nen B npoabmkeHue Ha 21 Mecena, He NMPeIoCTaBs JOKa3aTelICTBa, He
HAMOIMTIHH NPUTEKaBa OHKOTEHEH MOTEHLIHAIL.

IlpoyyBaHKA 38 MYTAreHHOCT
HumoinuH e mpeaMer Ha OOLIMPHH H3CNIEABaHUA 33 reHOTOKCHYHOCT. BCHUKH TECTOBE 32
IIPCAHU3BHKBAHC Ha MYTAlrCcHHH H XpPOMO30MHH MYTAallHH Ca OTPHLATCITHH.,

6. GAPMAIEBTMHHA JAHHW

6.1 CCnuchbK HA DOMOIIHHUTE BElIeCcTBA ,/’ QS‘
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6.2 HecLBMeCTHMOCTH

Toii kaTO aKTUBHOTO BewlecTso Ha Humoron S uH(py3uoHeH pa3TBOp, ce abcopbupa ot

nonuBHEITXIIOpHA (PVC), Toit MOXKe Ja ce U3NON3Ba CaMO ¢ HH(Y3HOHHH MOMITH ¢ HH(Y3HOHHH
IMUHHHA oT noadeTuned (PE).

Twil KaTO aKTHBHOTO BewmecTso Ha HiuMoTon S WH(y3u0oHEH pa3sTBOp € JJ€KO YYBCTBHTEIIHO KbM
CBET/IHHA, TpAOBa Ja ce W36Arpa M3jaraHeTo My Ha MpeKTHA CIbHYEBa CBCTIIHHA. AKO H3/1araHeTo Ha
JIMPEKTHA CTRHYEBA CBETJIMHA HE MOXKe Aa Oble H3DerHaro, TpAOBA Aa c€ B3€MaT NOAXOASALIH MEPKH
(Harp. 3amuTa Ha uHGY3HOHHATA TTOMIIA M JIMHHHTE C OKPUTHA, Npe3 KOMTO CBETIIMHATA HE MOXKE 112
npeMHKE, WINION3BAKE HA OLBETEHN MH(YIMOHHH HHK). Bhiipexku Toa He TpAOBa Aa CE B3EMAT
CHELHAITHH 3aLUWTHH MEPKH B Npoxbmkenne Ha 10 yaca, ako Humoron S ce uanonssa npH AngysHa
CJIEHYERA WIH M3KYCTBEHA CBETJIHHA,

Humoron S undy3noHeH pa3Tsop He TpaOBa Ja ce cMecBa C IPYrH JeKapCTBeHH NPOAYKTH WM a &€
npu0aBa KbM HH(QY3HOHHH CaKOBE WIH Oy THIKH.

6.3 Cpox Ha rogHocT
4 roauHy
6.4 Chnenuajanu ycJlOBHA HA ChLXPAHEHHC

CuxpaHfapaiiTe IPOAYKTA B KAPTOHEHATA OIAKOBKA.
3a UHGOOPMALHA OTHOCHO CTELHATHITE YCIIOBUS 32 [IPE/INA3RAHE OT CBETIIHHA, BIK. TOMKA 6.2,
Ja ce cpxpaHsBa Ha MACTO, HEJAOCTEHITHO 3a AeLa.

Humoron S uugy3uoHeH pasTeop € OucThp uHdy3uonen pasreop. OnakoHH ¢ MBTHO HITH C
NPOMEHEHO ChILPXKAHKE He TpAOBa fa ce uanon3ear. Hemsnonspanust pasTsop TpsOBa aa ce
W3XBBPIIA.

6.5 Bua H cBALPKAHHE HA ONAKOBKATA

KapTtonena omaxoBka ¢ 50 ml dutakoH ot xadaeo ¢TeKIC (CTBKIO THN 2) C IyMEHa 3amylniajka,

OLIRCTEHA Kanayka ¢ pe3da u uHdy3HoHHa iuHus (PE)
Onakosku: 1 diaakoH u | wHpY3HOHHA THHAS; 5 BrakoHa B 5 MH(Y3HOHHH JIHHHM.

He BCHYKHM BHOOBE ONAKOBKM MOTAT Aa OpAaT MycHaTH B npoaaxoda.

6.6 ChnenuHanHa npeanazHH MepKH NpPH HIXBHPJAAHE

JleKkapcTBEHH MPOAYKTH 32 MAapeHTEPATHO MPHIIOKEeHHe TpAOBA Ja Ce MpOBepABAT BU3YATHO 33 TBHPAH
yacTHLH U NIPOMSHA Ha [[BeTa NPEH MpHIoKeHue. Heu3noa3BaHOTO KOJHYECTBO PA3TBOP He TpAOBA

na Ce ChXPaHsBa 33 I0-HATaThIIHA yoTpeha.

Y ‘-:’-
Hen3noM3BaHusT JEKApCTBEH NPOAYKT HJIM OTNATBYHHTE MATEPHAIIU OT HETO Tpﬂﬁ}{sgé “E.ﬁz;ﬂ@
B CHOTBETCTBHUE ¢ MECTHHUTE M3UCKBAHUA. ,_S T \@0




7. IIPHTEXKATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Bayer AG

Kaiser-Wilhelm-Allee 1
51373 Leverkusen, ['epManus

8. HOMEP HA PAJPEHIEHHAETO 3A YIIOTPEBA

PerncrpaumoneH Homep: 20020728

9. JIATA HA ITHPBO PA3PEIABAHE/MIOMHOBSBAHE HA PASPEINEHNETO 3A
YIIOTPEBA

HaTta na repBo paspewasaHe: 25 ¢peppyapu 1985
JlaTa Ha noCcIeAHOTO NOAHOBABaHE: 27 nekeMspu 2007

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA
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