KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tpunepm 0,5 mg/10 mg/1 mg/g ma3

Triderm 0,5 mg/10 mg/1 mg/g ointment

2.  KAYECTBEH U KOJIMYECTBEH CbCTAB

1 g Tpunepm Ma3 ceappka 0,5 mg 6erameraszon (betamethasone) (kato 0,64 mg GeTaMeTazoHOB
gunponuoHar), 10 mg knorpumason (clotrimazole) n 1 mg rentamuumH (gentamicin) Kato

TeHTAMHIIUHOB CyJiar.

3a IBJIHUA CITUCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

FnaL[Ka, XOMOT'€HHA TTOYTH Osi1a J0 CBETIIOXKDbBJTa Ma3

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

Tpuzepm Ma3 e npegHa3HaueH 3a 00JeKUYaBaHe Ha BB3NAINTEIHH IPOSBH MIPY HOBIHSBAIIN CE OT
KOPTHUKOCTEPOUIHA TEPAIUsl ISPMATO3H, YCIOKHEHH C BTOPUYHA HHPEKIHS, TIPUINHEHA OT
YyBCTBUTEJIHA KbM KJIOTPUMA30JI U TEHTAMULUH MUKPOOPIraHU3MH, KaKTO U IIPU IIOJ03PEHUE 32
TakaBa MHPEKIHSL.

4.2 Jlo3MpOBKAa M HAYMH HA MPUJIOKEHHE

JIBa IbTU NHEBHO, CYTPUH U BEYEp C€ HAaHACS ThbHBK ClIoN Tpuaepm Mas BbpXy 3aCETHATHSL YHACTBK
Ha KOKaTa M BbPXY 30HaTa OKOJIO Hero. 3a ja Ob/ae edukacHo ieuenuero, Tpuaepm TpsOBa 1a ce
npuiara peJoBHo.

ITpoABIDKUTETHOCTTA Ha TEPAITUATA 3aBUCH OT CTEIICHTA M JIOKAIHM3AIUATa Ha 3a00/ISIBAHETO, KAKTO M
OT MOBJHMSIBAHETO HA MAaKMeHTa. AKO 10 3-4 CeJIMUIIM OT HAYAJIOTO Ha JICYUCHUETO HE ce Habr01aBa
KJIMHHYHO MMOJ00pEHHUE, THarHo3ara TpsioBa aa ce mpepasriiea.

4.3 IIporuBomokaszaHus

TpI/I,Z[epM Ma3 € MMPOTUBOIIOKA3aH MpXU NAalIUCHTHU, CBPbXUYBCTBUTCIIHU KbM aKTUBHUTEC BCIICCTBA WIN
KBbM HAKOE OT ITOMOII[HUTE BeUecTBa, N30pPOCHHU B Touka 6.1.

4.4 CuoeuuaJHu npexynpexIeHusi M NpeANa3Hu MePKHU IPH ynorpeda

B ciyuaii Ha npa3sHeHe WM CBPBXUYBCTBUTEIHOCT, JiIeueHHETOo ¢ Tpuaepm Ma3 TpsOBa Ja ce MpeKpaTH
U J1a ce Ha3HA4YM MOIXOAIIA Teparnusl.

[Tpu ynoTpeba Ha JOKAJTHU KOPTHKOCTEPOUIH, 0COOCHO mpu OedeTa U Jiera, MoraT Jia Ce MOSBST
HEXXEJaHU PeaKIlii, KOUTO ce HaOII0aBat Clie/l U3MOJI3BaHe Ha CUCTEMHH KOPTHKOCTEPOU/IH,
BKITFOUUTEITHO U TIOTUCKaHEe Ha HaA0BOpedHaTa PyHKIHS.

Mex 1y aMHHOTJIMKO3UIUTE € PETUCTPUPaHa U PEaKIKsl Ha KPbCTOCAHA CBPbXUYBCTBUTEIHOCT.
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CucremHara abcopOITus Ha JOKATHUTE KOPTUKOCTEPOU TN FITM TEHTAMUIIMH CE TIOBUIIIABA MTPH
TpeTHpaHe Ha OOIIMPHH YYaCThIM OT KOXKAaTa WX MPU U3IMOJI3BAHETO HA OKITy3UBHA MPEBPH3Ka,
0COOCHO TP MPOIBIDKUTEINEH MIEPUO/] Ha YIIOTpeOa MITH KOTaTo IIeJIOCTTa Ha KoXKara € HapyIieHa.
[IpunokeHneTo Ha TEHTAMULIMH BbPXY OTBOPEHH paHU WM BbPXY HapaHEHa KOXKHA TOBBPXHOCT
TpsiOBa fa ce u3bsTBa. [Ipu Te3um cirydan e Bb3MOXKHO J1a CE€ MPOSIBAT HEXEJIaH! peakilni, KOUTO ce
MOSIBSIBAT CJIE/I CUCTEMHO MPWIOKEHNE Ha TeHTaMUIIMH. B TakuBa ciydan TpsOBa ja ce B3eMaT
HEOOXOAMMHUTE MIPEANIa3HNU MEPKH, 0OCOOCHO TIPH HOBOPOJICHH | JICTIA.

[IpoxwsmwxurennaTa ynorpeda Ha JTOKAIHU aHTHOMOTHLIM ITOHIKOTa MOXKE J1a JOBEAE A0 OBP30TO
Pa3MHOKaBaHE Ha PE3UCTEHTHUTE MUKPOOPraHu3Mu. B To3u cityuyaii, KakTo 1 IpHU MOsABA HA pa3HEHE,
CBPBXUYYBCTBUTEIHOCT WK cyrepuHpeKus, JedeHneTo ¢ Tpuaepm Ma3 TpsOBa J1a ce mpeKkparTu u Ja
€€ Ha3HA4YU NOAXOAIIA TEPAIIUS.

TpuznepMm He € npeiHa3HAUCH 32 OUHO NPUIIOKCHHUE.

[Ipu cucTeMHO U TOKAITHO NPHIIOKEHHE (BKIFOYUTEIHO HHTPAHA3AIHO, HHXAJIATOPHO U BETPEOYHO) Ha
KOPTHUKOCTECPOUIU Ca Bb3MOXKXHU CT)O6IlIeHI/ISI 3a 3pUTCIHU CMYLICHUS. Axo IIpU MalUCHT Ca HAJINIEC
CUMIITOMHU KaTO 3aMbIJICHO 3pCHUEC WJIN APYTH 3PpUTCIIHU CMYUICHU A, TAIUCHTHT TpH6Ba Ja 6’1)):[8
HACOYEH 3a KOHCYJITAIHs C 0()TaIMOJIOT 32 OLIEHKA Ha BE3MOYKHUTE PUYUHU 33 3pUTEITHNA CMYIICHHS,
KOWTO MOTAT Ja BKJIIOYBAT KaTapakTa, INlayKoMa MM PeJIKU 3a00JIsIBaHMs KaTo [IEHTpallHa Cepo3Ha
xopuopetunonatus (LICX), 3a kouto ce cro0IaBa ciell CHCTEMHO U JIOKATHO U3MOJI3BaHe Ha
KOPTHKOCTEPOU/IH.

[leguaTpuyHa IOIyIalKs

ITopaau moBuieHaTa adbcopOITHs, ABIIKAIIA CE HA TMO-TOIIMOTO CHOTHOIIICHUE KOJKHA
MOBBPXHOCT/TEIICCHO TETJIO, € Bh3MOXKHO JIelaTa J]a ca O-4yBCTBUTEIHU OT Bh3PACTHUTE KbM
MPEIM3BUKAHOTO OT yIOTpedara Ha JIOKATHA KOPTUKOCTEPOU U IMMOTHUCKaHE Ha XUTIOTaIaMO-
xunoduzapo-aApeHaTHaTa OC ¥ KbM BbHIIHA KOPTUKOCTEPOUIHH €(DEKTH.

[Ipu meua, neKyBaHH C JIOKAJTHA KOPTUKOCTEPOUIH, Ce€ ChOOIIIaBa 3a MOTHCKAHE HA XUIIOTaJIaMO-
xunoduzapo-aJipeHanrHaTa oc, cuaapom Ha Cushing, 3a6aBsiHe Ha pacTexa Ha BUCOUMHA, 320aBEHO
HaJIJJaBaHe Ha TETJIO U TIOBUINIABaHE HAa BhTpEUeperHoTo Hasrane. [Ipu rena nmposiBuTe Ha MOTUCKAHE
Ha HapObOpeuyHaTa QyHKIMS BKIIOYBAT HUCKH IJIa3MEHU HHMBA HAa KOPTH30J U JIUIICAaTa Ha OTTOBOP
npu ctumyiupade ¢ ACTH. IIposiBute Ha MOBUIIIEHOTO BHTPEUEPETHO HANIATAHE Ca M3ITbKHAJA
(hoHTaHea, TIaBO0OJINE U IBYCTPAHEH OTOK HA OYHHUTE TAITHJIH.

4.5 BszamMmopeiicTBHe ¢ IPYTH JEeKAPCTBEHM NPOAYKTH M APYTrH (POPMH Ha B3auMojelicTBHe
He ca npoBexxnanu mpoy4yBaHuUs 3a B3aUMOJICHCTBUATA.

4.6 bpemeHHOCT U KbpMeHe

Bbpemennoct
Bbe3omacHocTTa OT ynorpebara Ha JTOKAITHH KOPTUKOCTEPOUIHN TP OPEMEHHHM KEHH HE € YCTaHOBEHA.

ETto 3amo, tekapcTBeHH MPOAYKTH OT TO3M KJIac 61 TpAOBaIO Ja ce M3MOIA3BaT 110 BpeMe Ha
OpeMEeHHOCT, caMO aKO OYaKBaHATA I10J13a ONPaB/aBa MOTSHIIMATHISI PUCK 3a 1tona. [Ipu OpemeHHN
JKEHH JIEKapCTBEHU MPOJYKTH OT TO3U KJIac He TPsOBa Jla Ce M3MOI3BAT 3a IBJIBI IEPUOJT OT BpEME U
BBHB BUCOKH JI03H.

Kopmene
He e u3BecTHO manm npuiraraHeTo Ha JOKATHA KOPTUKOCTEPOUIN BOIU 0 3HAYNTETHA CHCTEMHA

abcopOITHs U 10 TOCTUTAHE Ha JOJOBUMHU HUBA B KbpMaTa. TpsOBa 1a ce B3eMe pelieHre Jalld Ja e
MPEYCTAaHOBU KBPMEHETO WU J1a Ce TPEyCTaHOBH/HE CE MPUIIOKH TeparusaTa ¢ TpuaepM Kpem, KaTo
ce B3eMaT MPEJBH/I T0JI3aTa OT KBPMEHETO 3a JIETETO U [0JI3aTa OT TepanusTa 3a JKeHara.

4.7 EdexTn BbpXy crioco0HOCTTA 32 WIoupaHe u padora ¢ MAIINHA



He ca usBecTHn.
4.8 Hexenanu JeKapCcTBEHH PeaKIHU

[Ipu tepamms ¢ Tpuaepm KpeM WiH Ma3 U3KIIOYUTEITHO PSIIKO Ce ChOOIIaBa 3a HEXKETIaHH
JIEKApCTBEHU PEaKLUU, KOUTO BKIIIOUBAT:

Hapymenus Ha KpbBTa 1

JuM¢HATa cucTeMa XHnoxpomus

Hapymienns Ha KoxkaTta KoxHa menurmenranus, ycemane 3a mapeHe Ha
U NMOJIKO’KHATA ThKaH KO)KaTa, epuTeM, ChbpOexK

Hapyuienusi Ha ounTe 3ambriieHo 3peHue (BXK. ChIo Touka 4.4)

OO0y HapymeHus U epeKTH
HA MSICTOTO HA NPUJI0KEHHE CexpeT OT MSICTOTO Ha NPUIIOKEHUE

[Ipu ynorpebaTa Ha JOKaJIHU KOPTUKOCTEPOUAU, OCOOEHO IIPU U3IOJI3BAHETO Ha OKJIy3HBHA
NpeBpb3Ka, ce ChoOIIaBa 3a CICAHUTE MECTHU HEXEIaH! JICKAPCTBEHN PEaKIUH: apeHe, ChbpOex,
Jpa3zHeHe, cyxa Koxa, (DOTUKYJIHT, IPEKOMEPHO OKOCMSIBaHE, aKHEN(OPMHA PEaKIHs,
XUIONUIMEHTAlUs, IEPUOpAJIEH IEPMAaTUT, allepruiueH KOHTAKTEH JIepMaTUT, Mallepalus Ha Ko)KaTa,
BTOpHYHA HHGEKIH, aTpopusl HA KOXKaTa, CTPUU 1 MUJIHApUsl.

[pu 1 000 nanueHTH ¢ MUKOTUYHU HH(EKIIMU HA KOXAaTa, IEKYBaHH JIOKAIHO C KIOTPUMa3oi, 95 %
ca MMOHECIN TepanusaTa OTIANYHO. Peructprupanu ca OWIM ClieIHUTE HeXKENIaHH Peakluu: 00JIeK, MMosBa
Ha MeXypueTa 1o Ko)KaTa, H3IIIOIBaHe, OTOK, yPTUKApHS U O0II0 Ipa3HEHe Ha KOXKarTa.

JledeHueTo ¢ reHTaMHIIMH MPEAN3BUKBA MTPEXOTHO Jpa3HEHe Ha KoXarta (3a4epBsiBaHe U ChpOeK),
KOETO B 00IIKs cly4ail He Hajlara IpeKpaTsiBaHe Ha JICYEHUETO.

Cno0InaBaHe Ha MMO03MPAHU HOWKEIIAHU PEAKIIUH

CphoO11aBaHeTo Ha T0I03UPAHH HEKEIIAHN PEaKIluK CJIe]T pa3pelaBane 3a ynoTpeda Ha JeKapCTBCHHUS
NPOAYKT € BaxkHO. TOBA MO3BOJISABA Ja TIPOIBIKH HAOTIOICHUETO Ha ChOTHOIIEHUETO MOJI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIICITUATUCTH CE U3UCKBA J1a ChOOIIABAT BCSKA
N0/I03MpaHa HeKeNaHa peakius uype3 V3mbIHUTeTHA areHIsI 10 JIeKapceTBaTa, yi. ,,Jlamsia ['pyes”
Ne 8, 1303 Codus, Ten.: +35928903417, yebcaiit: www.bda.bg.

4.9 Ilpeno3upane

CumnromMu

[IpexomepHaTa Wiw MPOABIHKUTEIHA YIIOTpeOda Ha JIOKATHH KOPTUKOCTEPOUINA MOXKE J1a IOTUCHE
xunoduzapo-Haa0bOpedHaTa OC ¥ Ja T0Bee 10 BTOPUYHA Han0bOpeuHa HeI0OCTaThUHOCT, KAKTO U Ja
MPEIN3BHUKA MPOSBH HA XUTMIEPKOPTHIIU3HM, BKIFOUHTENHO U cuHapoM Ha Cushing.

Criejt IpUIaraHe Ha MapKHPaH ¢ PagMoakTHBeH ' 'C KIOTPUMA30J1 BbPXY 31paBa MM HH(EKTHpPaHa
KOJKa MO/l OKJTy3WBHA TIPEBPbH3Ka B MPOABIKEHHE Ha 6 yaca He ca OWIIM YCTAaHOBEHHU KOJIMUECTBA OT
PaanOaKTUBHUS MaTepHal B IIa3MaTa Ha TOOPOBOJIIIHM (JIOJHA TPAHUIA HA H3MEPBAHE —

0,001 mcg/ml). ETo 3amo mpemo3upaHeTo ¢ JIOKAICH KIOTPUMA30J € MAJIKO BEPOSTHO.

HpI/I CAHOKPATHO NPCAO3UPAHE C TCHTAMHUIIMH HC CC OYaKBa IM0ABa HAa CUMIITOMMU.

[IpexomepHaTa WM NPOABIKUTEIHA YIOTpeOa Ha JIOKaJIeH TeHTAMULIMH MOXe Ja J0BEJe J10
HapacTBaHe Ha JIE3UUTE, IPUINHEHO OT PE3UCTEHTHH MUKPOOPTaHU3MH.

JleueHune


http://www.bda.bg/

Jla ce Ha3HAYM TOAXOJISINO CUMITTOMATHYHO JieueHue. OcTpara MposiBa Ha XUTIEPKOPTHIINZHM
00MKHOBEHO € oOpatuMa. [Ipr HeOOXOIUMOCT J1a C€ KOPUTHpa eICKTPOJUTHHUAT AucOananc. B ciyuai
Ha XPOHWYHA WHTOKCHKAIIHS CE MPENophuBa OABHO HAMaJISBaHE J103aTa HA KOPTUKOCTEPOU/IA.

B cnyuaii Ha mpekoMepHO pa3MHOkKaBaHe Ha PE3UCTEHTHU MUKPOOPTaHU3MU, JJe4eHueTo ¢ Tpuaepm
TpsiOBa Ja ce crpe M Jla Ce Ha3HAYH MTOAXO/IAIIA TEPaITHsl.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 dapMaKOANHAMHMYHH CBOICTBA

®dapMakoTepaneBTUYHA TPYIIA: JIOKATHA KOPTUKOCTSPOUIA B KOMOWHAIIHS C aHTHOUOTHUITN
ATC xox: DO7C CO1

Tpumepm Ma3 KOMOWHUPA MPOABIDKUTEITHOTO MTPOTUBOBE3MAIUTEITHO, TPOTUBOCHPOSIKHO U
CHJIOCBUBAIIIO JICHCTBUE Ha OETaMETa30HOBUS JIUIIPOITMOHAT C MTUPOKOCTIEKTHPHOTO AHTUMHKOTUYHO
JIeCTBHE HA KIIOTPUMA30JI B ¢ MTUPOKOCIIEKTHPHOTO aHTHOMOTHIHO JEHCTBHE HA TeHTAMUIIMHOBUS
cyndart. Kitorpumason aeiicTsa BbpXy KiIeThYHaTa MeMOpaHa Ha I'bOMUYKUTE, KATO NPEAU3BUKBA
KIJIETbYHA CMBPT. | €HTaMUIIMH OCUTYPsIBa BUCOKOS(PEKTUBHO, JIOKATHO JICUCHHE TIPU IbPBUYHH U
BTOPUYHH KOXXHH OaKTepUaTHA UHPEKIIUH.

I/I3CJ'I€,I[BaHa (S (I)apMaKOJ'IOI‘I/IHTa Ha BCAKa €Ha aKTHBHa ChbCTaBKa Ha TpI/II[CpM Mas.

IIInpokocneKkThpHATa AHTUMUKOTHYHA aKTHBHOCT Ha KJIOTPUMAa30J1 € U3CJIE[IBAHA in Vitro U in vivo.
IIpwu in vivo npoyuBane, knotpumason e nmotucHan 100 % ot 26 mama Ha OupenuTe npoxau, 13 mama
ot aepmaroduty, 9 mama ot Aspergillus n 2 mama ot Scopulariopsis ¢ MUHIMaTHA KOHLIEHTPALIUS
(MIC) mexny 0,062 u 8 ug/ml.

3a moTtuckane pactexa Ha 1 572 pona reOnuky, npeacTasisBamy 54 Buaa, camo npu 11 pona e Ouia
He00X0JMMa KOHIICHTpAI[HsI Ha KJIOTPUMA30J1, HaAXBhpJsia 4+16 ug/ml.

Knorpumasos 3ama3Ba epeKTHBHOCTTA CH ITPH ¢IHOKPATHO THEBHO MMPHUIIOKEHHE B IPOIBIDKEHHE Ha
11 nuu BBPXY 3apaseHa ¢ Trichophyton mentagrophytes vnu Trichophyton guinckeanum xoxa Ha
MOpCKH cBUHYETA. J[HeBHU nepopaiinu 103 oT 50+100 mg/kg KiI0TpUMa301 HaITbJIHO MTOTHCKAT
npeau3BUKanata ot Trichophyton guinckeanum koxHa uHGEKIUS Ipu MUIIKY, a 150 mg/kg ot
KJIOTPUMA30J1 MIPHUIOKEH TePOPaTHO € Ouil ehUKACeH NPH JICYSHUETO Ha MHUIIIKH, 3apa3eHU 110
BeHo3eH T ¢ Candida albicans. KaTo nonbJIHEHUE KbM TPOTUBOTBOUYHATA CH AKTHBHOCT,
KJIOTpUMa30J1 ¢ rokasai epekruBHocT cpemty Corynebacterium Ha koxata u cpenty Naegleria fowleri
oT ameba.

Kiorpumason e ¢ qokazaHa eheKTUBHOCT B JICUCHUCTO HA tinea pedis, tinea cruris U tinea corporis,
npuauHenn ot 1richophyton rubrum, Trichophyton mentagrophytes, Epidermophyton floccosum n
Microsporum canis; Ha KaHaHI03a, Ipenu3Bukana ot Candida albicans; KakTo W Ha tinea versicolor,
npenusBukana ot Malassezia furtur (Pityrosporum obiculare).

beramerazoHoBuST AUIIPOIIMOHAT € 2[06pe IMO3HAT CHHTECTUYCH KOPTUKOCTEPOU C
MMPOTHUBOBB3MNAJIUTCIIHA cBolicTBa. M3cneaBaHeTo Ha q)apMaKOJ'IOI‘I/ILIHOTO I[eﬁCTBPIC Ha
OeTaMeTa30HOBUS JUIIPOIMMOHAT MPU IIJIBXOBE U KyUCTa, € IMMOKA3aJ10 OTIIMYHOTO
IIPOTHUBOBBH3NAJIUTEITHO JICVCTBHE HA TO3U CTE€pOoUI.

HpI/IJ'IO)KeH IIpu OTUT, NPCAU3BUKAH OT JIOKAJIHO MPUIIOKCHO KPOTOHOBO MACJIO IIPH INTBXOBC,
0eTaMeTa30HOBUSAT JUITPOIIMOHAT € IMOoKasall 10303aBUCHUM IIPOTHUBOBHIIAIIUTEIICH e(beI(T.
OTKpI/ITI/IeTO, 4e IpHr TE3U )KUBOTHU OeTaMeTa30HOBUSAT JUIIPOIIMOHAT UMa cnaba WM HIMa HUKaKBa
TUMOJIMTUYHA aKTUBHOCT, IIpC€A1oJJaara, 4¢ To3u CTCPOU/ NPUTCIKaABA TPECAUMHO JIOKaIHA
MMPOTUBOBB3NAJIUTCIIHA AKTUBHOCT C MUHUMAJIHA KOXXHa a6COp6L[I/I$I.



JlokanHo mpuiokeHue Ha OeTaMeTa30HOB AUIIPOITMOHAT BhPXY KOXKaTa Ha MOPCKH CBUHYETA TIPEIH
obmpuBane ¢ UV by, mpeamna3Ba oT o0pa3yBaHe Ha €PUTEM B MACTOTO Ha OOIIbYBAHE WIIH BOAH 0
MosiBa Ha MUHUMAJICH epuTeM. ToBa mokas3Ba, ue 6eTaMeTa30HOBHST JUIIPOIMOHAT € MOIICH
AHTArOHKCT Ha BH3MAUTENHATA PeaKIysl, mpeau3Bukana ot UV mpun.

berameTazoHOBHAT TUTIPONIMOHAT HE BOIHU J0 3a0aBEHO 3apacTBaHEe Ha KOXKHHTE Jie3uu. [lpu
WHTPAJICPMAITHO HH)KEKTUPAaHE Ha KPOTOHOBO MACIIO MPH ITBXOBE, C€ PA3BUBAT ABJIOOKU KOXKHU SI3BH.
BpewmeTto Ha 3apacTBaHETO UM IIPH TPETHUPAHE C KPeM OETaMETa30HOB TUIIPOIIMOHAT WIIH C KPEM,
HECHIbPKAIT O€TaMETa30HOB TUIIPOTIOHAT, HE CE € Pa3INdaBalio ChIIECTBEHO.

Criopen Ba30KOHCTPUKTOPHUS WHAEKC Ha McKenzie npu xopa, OeTaMeTa30HOB JUIPOIUOHAT, € OWIT
Hal-aKTUBHUAT OT O€TaMEeTa30HOBUTE €CTEPH MPIIIOKEHH JIoKaimHo, ¢ EDsy ot 0,0105 ug.

berameTa3oHOBUAT MUITPOITUOHAT € OWl 16 TBTH TO-MOIIEH OT (PITyOIIMHOIOHOB allETOHU]] H

1 000 reTH TIO-MOIIIEH OT MPETHU30JIOH 2 1-a1eTaT, CTEpOUIN C U3IBEHO MPOTUBOBB3MAIIUTEITHO
JIeHCTBUE.

[Ipu Mopcku cBUHYETa OETaMETAa30HOBUSAT IUITPOITUOHAT, MPIJIOKEH B 103a oT 100 mg/kg nHEeBHO B
npoabikeHne Ha 20 qHH, He € 3a0aBUIT 3apacTBAHETO Ha KOKHUTE 3B, MPEAM3BUKAHU OT
HWHTpPaJepPMaIHO IpUjiaraHe Ha KPOTOHOBO MacJIo.

HIupuKocIeKTHPHOTO aHTUOAKTEPUAIHO ACHCTBIE HA FeHTAMUIMHOBUS cyJidaT e yOeauTenHo
nokazaHo. TecToBe 3a YyBCTBUTEIHOCT, IPOBEJICHU in Vitro ca JOKa3alH, Ye TeHTAMHIIMH € BUCOKO
edukaceH antubakrepuaneH aret. [Ipu TectyBaneTo Ha rossiM Opoil mamose Ha Pseudomonas,
0k0110 94 % ca OuH 9yBCTBUTEJIHH NpH KoHUeHTpanus 10 ug/ml - nim npu no-HUCKa KOHLIEHTPaLusl.
Ot mamoBete Ha Proteus, 84 % ca Ounu gyBcTBUTENIHU KBM 10 ug/ml, a ot Te3u Ha Staphylococcus
99 % ca OwIM 9yBCTBUTETHH KbM 5 ug/ml Wim KbM Mo-HUCKA KOHIIEHTPAIIHS.

Hanpaseno e u cpaBHeHHe Ha aHTUOMOTHUYHUS CIICKTHP Ha JIeiiCTBUE HA TEHTAMHULIMH, HEOMUIIMH,
KaHaMUIUH U JUXUAPOTPENTOMHUIINH. be3 n3kimroueHue, TeHTaMUIIMH € TT0Ka3all Mo-BUCOKa
e(eKTHUBHOCT OT Te€3H aHTUOMOTHIM. TOBa OOLIMPHO CpaBHEHHE MEXy CIEKThpa Ha JeCTBUE Ha
TFeHTaMHLMH U Ha JPYTd aHTUOMOTHLHM OT ChIlaTa Ipyla I0Ka3Ba, Ye FTeHTaMHUILMH € 0-e()eKTUBEH B
CpPaBHEHHE C IPYTUTE TECTYBaHU aHTUOMOTHIIM CPELTY I'PaM-II0JIOKUTEITHUTE U IPaM-OTPULIATETHN
MHUKPOOPTaHU3MH.

ITpOTEeKTUBHOTO ACHCTBUE HA TCHTAMUIIMH M AUXUIPOTPEIITOMUIIMH € OMIIO M3CIIEBAHO MPH MUIIKH,
KOUTO ca OWJIM 3apa3eHu eKnepuMeHTaHo ¢ Diplococcus pneumoniae n Klebsiella pneumoniae.
TeparneBTHYHATA AKTUBHOCT HA TCHTAMUIIMH M JUXUAPOTPENITOMHIINH CPEILY T€3U HHPEKINH ¢ Ouia
ennaka. CroitHoctute Ha EDs( 32 TeHTAaMHITUH U TUXUAAPOTPEIITOMHUIIMH Ca OUITH ChOTBETHO

42 mg/kg u 55 mg/kg 3a Diplococcus pneumoniae u 2,2 mg/kg u 1,9 mg/kg 3a Klebsiella pneumoniae.

HO—IJ_II/IpOKI/I}IT CIICKTHP U MMO-MOIIHOTO JICHCTBHUE HA T'CHTAaMHUIIMHOBHA CyH(baT, B CpaBHCHUC C
KaHaMHWIMH U HCOMUIIUH, I'0 ITpaBU 0CO0EHO ToJIe3eH I1pH JIOKAJITHU I/IH(beKI_II/II/I.

YyBCTBUTETHUTE KbM F€HTAMHLIMH MUKPOOPTraHU3MH ca Streptococci (rpyna A 6eTa-XeMOIUTHYHH U
anda-xeMOoIUTHIHN), Staphylococcus aureus (K0oaryia3a-1moJIOKUTETHA, KOaryja3a-oTPUIIATETHI ’
NEHUITUIINHA3A-TIPOU3BEIKTAIIH [IIAMOBE) M TPaM-OTPUIIATEITHH MUKPOOpraHu3Mu: Pseudomonas
aeruginosa, Aerobacter aerogenes, Escherichia coli, Proteus vulgaris u Klebsiella pneumoniae.

5.2 ®apmakokMHETUYHH CBOWCTBA

AOcopbuus
Hanure ca manam 3a papMakOKMHETHKATA M METa0OIM3Ma Ha BCSAKA €HA OT aKTMBHUTE ChCTAaBKHU Ha

Tpunepm ma3. Criopen Te3u AaHHHU, eheKTHTEe, CBbpP3aHu ¢ a0COPOLUATA HA KOMOUHAIUS OT
KIIOTPUMa30J1 - 0eTaMeTa30HOB AUIPONMOHAT- TEHTAMHUIIMHOB CyJ(aT Ma3, He ca MO-3HAYUMU OT Te3U
HA CTEPOUIHHSI KOMITIOHCHT CaMOCTOSATENHO. KIIMHUYHUAT ONMUT Jlocera MmoKasBa, 4e KOraTo ce
W3M0JI3Ba CIIOpE]T YKa3aHUATA, CTENeHTa Ha abcopOIus Ha 6eTaMeTa30HOB JUITPONIMOHAT KpeM He €
CBBbp3aHa ChC 3HAYMMH HEKEJIaHU peaknuu. ETo 3aio He ce HamaraT JOITbJIHUTEHU POYYBaHMSL.



B enno uscnenBane BbpXy 3aiiiy, kiotpumazon kpem (1 %) e 6wt mpunaran BCEKH JIeH B
MPOABIDKCHUE Ha 3 CeIMUIIM BHPXY 3/IpaBa Koxa WU BbPXY KOXKa clie] abpasus, 6e3 11a ToBeae 10
WU3MEpHUMH T1a3MeHH HuBa. [1og00HM pe3ynTaTu ca Oy MOTydeHH U TIPH MPHUIAraHeTo Ha
pasroaKTHUBEH KIOTpUMa3oi KpeM 1 % BbpXy 3/1paBa U Bh3MajeHa YOBeNIKa Koxa. B cepyma ca Onm
OTKpUTHU M3KIr0uUnTeTHO HEcku HuBa (0,001 mg/l) Ha KIOTPHUMa30J1, a B ypUHATa KOHIICHTPALIMATA MY
e Ouna nox 0,5 % ot npunoxeHara BbpXy KoKaTa.

OTCcBhCTBHETO HA KIOTPUMA30JI B CEpyMa Ha MaliMyHH U KydeTa € OHUJI0 JEMOHCTPUPAHO U CIIET
MHTpaBaruHajiHo npuiaarane Ha 100 mg tabnetku B npoabibkeHue Ha 3 ceamuud. [lpu xopa e O6una
yCTaHOBEHA He3HauUMTeNHa CUCTeMHa abcopOuus ciiell HHTpaBaruHaiHo npwiarane Ha 100 mg
tabnerka. Te3n naHHU MOTBBPIKIABAT, Y€ KIIOTPUMA30Il, IPUIIOKEH JIOKATHO, He ce abcopOHpa JIeCHO.

Crnen mepopalieH nmpueM o6ade, KIIOTPUMAa30Jl ce abcopOrpa Obp30 ¥ MOYTH HAITBIHO U 32 HAKOJIKO
yaca ce pasnpenens B TAI0To. Hali-Bucokara My KOHIIEHTpalus € Ouiia ycTaHOBEHa B YEPHHUS IPO0,
MacTHaTa ThKaH U Koxkara. [Ipu mrbpxoBe, a0copOUpaHUsT KIIOTPUMA30I 10 48 yaca ce u3rpuBa
npeauMHo (moBeue oT 90 %) ¢ m3npaknenusta. M npu xopa, okoio 25 % oT 1ekapcTBOTO ce U3JIbUBa
B ypUHATa, KaTO OCTaTBKBT C€ OTAEINA A0 6 JTHU B U3NPAKHEHUSTA.

KoptukocrepounasT OeTaMeTa30HOB TUIPONMHOHAT ce abcopOupa mpe3 Koxkata, Clie]] KOeTO ce CBhp3Ba
00paTuMO, IMOYTH U3IUIO ChC CEPYMHUTE TPOTEHHU, META00IN3UpPa Ce B UEPHUS APOO U U3BHH HETO,
TJIaBHO /IO HEAKTUBHU CyOCTaHIIMHU, ¥ CE M3)TbUBa MOYTH HAIIBJIHO A0 72 Yaca.

[Ipu mIpX0Be ¥ MUIIKH CHC 3/IpaBa Koxa ce € abcopOupan camo okoino 10 % oT mpumokeHus
OeTaMeTa30HOB JUIPONHUOHAT. beTaMeTa30HOB MUIIPONMOHAT, PHIIOKEH BBPXY KOXKa C OTCTPaHEeH
stratum corneum, ce ¢ abcopoupan okosio 90 %. AGCopOUPaHUAT KOPTUKOCTEPOUJL CE € PasIPEISITHII



O0Bp30 U € OWIT OTKPHUT BHB BCUUKH OpTaHu 10 24 daca cien amumukaiusara. Jlo 48-us gac e 6ma
n3npueHa okono 90 % oT mbpBOHAYAIHATA 03a, KATO OCTATHKBT € OUII OTKPHUT B OPraHATE HA
XpaHOCMHJIATEIHUS TPakT U B Ob0penute. [Ipu rpuzaun 6eTaMeTa30HOBHUAT AUMPONUOHAT HITH
METa0OIUTUTE MY CE€ U3TBYBAT NPEAUMHO C MU3NPAKHEHUATA. BUCOKHTE HUBA, N3MEPEHH B
W3MPaXKHEHUTA TI0Ka3BaT, ye 0eTaMeTa30HOBUAT JUIIPONMOHAT Ce METa0OIM3HUpa B YEPHUS Ipo0 U ce
W3ThYBA B )KITbUKaTa. J[BaTa rmaBHH MeTabonuTa Ha OeTaMeTa30HOBHUS IMIIPOITMOHAT ca OeTaMeTa30H
17-nmponrioHar u 6-6etaxuapokcruOeTaMeTa3oH 17-mpornuoHar.

Paznpenenenue
C men 1a ce yCTaHOBH PasMpe/IeICHUETO Ha MOAKOXKHO MPUI0KEH TeHTAMUIINH, Ca OMITH MPOBEICHU

U3CIICIBaHUA C MOPCKH CBHHYETa. I3MepBaHe Ha akKTMBHOCTTA HA TeHTAMULIMH € TIpOBeXaaHa Ha 1, 2,
3 u 4-u gac ciieq] MHKEKTUPaHe Ha MOJIyYeH Ype3 HeKPOIICHS ThKaHEH MaTeprall BbPXY arap ChbC
Staphylococcus aureus . B TbkaHTa OT CTpaHaTa Ha WHXKEKIHUATA € OWUJIO YCTAHOBEHO MHXHOUPAHE 32
nenus 4-4acoB nepruo1. AKTUBHOCT € OWiia perucTpupana u B 0b0perure, Oemus 1poo, ChpleTo,
THHKHUTE YepBa, KPHbBTA, ypUHATA, YEPHHS P00, MyCKYJIHNTE U clie3kara. B m3npaxHeHusTa He € 6ma
YCTaHOBEHA aKTHBHOCT TIPE3 IeNNS TIEPHO/I.

Enumunupane
ExcnepumenTtn ca OMIIM TIPOBEICHU U C Ky4deTa, 3a Jla CE YCTAHOBH MEXaHH3MbBT Ha EKCKPEITUS U

HHUBAaTa B KPbBTA U ypUHATa. 3a Ta3u LeJl, TeHTAMULMH € OWJI HHXEKTUPaH HHTPAMYCKYJIHO, a
npoOuTe 3a aKTUBHOCT ca HampaBeHd Ha 1, 4, 8 u 24-u yac. MakcuMaiH{ TJIa3MEHH HUBA ca OUITN
peructpupanu ciren 0,5 gac, a 1o 24-us yac e 6mIo HabIr01aBaHo OYTH HAITBIIHO M3THUBAaHE B
ypHUHaTta.

Cren MHTPaBEHO3HO MPHUJIOKEHHUE CE YCTaHOBSBA, Y€ TEHTAMHUIIMH HAMA I0JIOBUM €(EKT BbPXY
YpuHaTa, CKCKPEHUATA Ha CJICKTPOJIUTH, KPECATUHUHOBUA KIIMPBHC UJIKM CKOPOCTTA HAa IJIOMEPYJIHATa
¢duntpanys. AHTHOHMOTHKBT € OWJI M3ThUYEeH OBP30 upe3 ObOpenuTe, KaTo KITUPBHHCHT ce € JOOIMKaBa
JI0 CKOPOCTTa Ha HHQY3HUSI.

B skpuHNTE MBTHINA HA KydeTa € Ouiia BbBe/IeHa KaHIoJIa U ca OWJIM U3CIIeABAHU MPOOH OT JKITbUKaTa
Ha 1, 3, 6 u 24-u yac cieq MHTPaMyCKYJIHO MM HHTPAaBEHO3HO MHKEKTHPAHE Ha TeHTaMUIMH. Te3n
EKCIIEPUMEHTH Ca MI0Ka3aJIi MUHUMAaJIeH OMINapeH KIMPBHC Ha TEHTAMULHH.

Jpyru excriepuMeHTH IMOKa3BaT, 4e CEPYMHHST KalaluTeT Ha CBbP3BaHe Ha TeHTaAMUIIMHOBUS CyIdaT
e mexnay 25 u 30 %.

5.3 IlpeakJMHHYHU JAHHM 32 0€30MACHOCT

Be3onacHocTTa Ha aKTUBHUTE ChCTaBKU Ha TpHaepM Ma3 - KIIOTpUMa30J1, 0eTaMeTa30HOB
JUNPONMOHAT U TCHTAMHUIIMHOB CyJidaT, € Ouiia u3ciieBaHa 3a BCAKa ChCTaBKa MOOT/ICITHO U B
KOMOUWHAIIMA.

IIpu mpunarane Ha 1 % KJIOTpUMa30J B IPOABIDKEHUE HA 3 CeAMMIIM BBPXY 3/IpaBa WM HapaHEeHa
KOXKa Ha 3aiI[¥, KIIOTPUMA30JI He € OWJT OTKPHUT B cepyMa. B ChIOTO MpOyYBaHE KIOTPUMA30JT HE €
OWJT OTKPUT U B cepyMa Ha MaMYHH WJIHM KydeTa, TPETUPaHU THEBHO ¢he 100 mg B MpoAbIDKEHHE HA
3 ceamunu. B Te3u u3cneaBanus He ca 0w HaOJIIOAaBaHU HUKAKBY JIPYTU HEXKEIAHU PEAKIIUU.
IIpunosxeH MHTpaBarvHaIHO MPH IJIHXOBE, Ky4eTa U MaMyHH, KJI0TpuMaso (eaHa go3a ot 100 mg)
HE € OBJHSI QepTUINTETa, HE ¢ OUIT eMOPUOTOKCHYCH HITH TepaToreHeH. JIaHHUTE OT Te3H
MPOYYBaHUs MMOKA3BaT, 4Ye a0COPOLMATA Ha KJIOTPUMA30J1 UM HETOBUTE META0OJUTH TIPe3 KoXaTa ©
MHUHUMAJIHA. HpI/I JIOKAJIHOTO MY IMPUJIOKECHUE HC CC OYaKBa CUCTEMHA TOKCUYHOCT HUJIU HEKCIIaHU
peakiuu. 3a 1a ce JoKaxe 0e30MacHOCTTa Ha KIIOTPUMA30JI, IIPH MUIIIKH, 3aiIH, KOTKH U KydeTa, ca
OWITM ITPOBE/ICHH U3CIIEIBAHUS 32 OCTpa MEePOPaTHA TOKCHYHOCT. 32 MUIIKHU ¥ TuIbXoBe LDs, ¢ Ouna
mexay 700 u 900 mg/kg, a 3a 3aiiu - mexxay 1 000 u 2 000 mg/kg. JleraaHara 103a 32 KOTKHA U
KydeTa He e MorJia Jia ObJie onpejieneHa, mopamy (akra, 4e JeKapcTBOTO NMPeIM3BUKBa MOBphIaHe. B
JIPYTH TIPOYYBaHUS ¢ 1a00paTOPHU KUBOTHH € OWiia M3CIe/IBaHa T0J0CTPaTa TOKCHYHOCT Ha
KJIOTPHUMA30J1, KaTo JIEKAPCTBOTO € OMIIO JIaBaHO exKeTHEBHO. broxumuaHu 1 MOp(HOIOTHIHH
MIPOMEHHM B YepHHS Apo0 1 HaAOBOPEUHUTE JKIIE3H, IPSAN3BUKAHH OT JICUEHHUETO C TIEPOPAICH



KJIOTPHUMa30J1, ca OMJIM OIKMCAHM IIPH IUTbX0Be U KydeTa (200 mg/kg THEBHO B MPOIbIDKEHUE HA
13 cenmunn) u npu Maiimynu (150 mg/kg nueBHO 3a 6 ceqmuiiy). Te3u mpoMeHu ca OMIIM 00OPaTUMH U
B TIOBEYETO CJIydYau ca mpeMuHaiu 10 10 ceMuId cie/] MpeKpaTsIBaHe Ha TepamusTa.

[Tpu GpeMEeHHN MUTIKH, TUTBXOBE M 3alITH, JIEKYBaHU TIEPOPAITHO Tpe3 Is1aTa OpeMEHHOCT ¢
KJI0TpUMa30 B 103u 10 200 mg/kg nHeBHO, He ca OMiIM HaOIr01aBaHU EMOPHUOTOKCHUYHHU HITH
TEPaTOTeHHU €PEKTH.

be3omacHocTTa Ha GeTaMEeTa30HOBUS JUIIPONMOHAT € OMIIa U3CiIeBaHa CPel Pa3INnIHU KUBOTHHCKH
BuzoBe. B enHo n3cnensane 6eramerazonos gunpomnuoHat mas (0,05 %) e Owit npuiiarad BbpXy
3IpaBa Koka Ha MaiiMyHu B o34 ot 0,5 1o 1,0 g/kg. KonnvecTBoTo GeTaMeTa30HOB TUIPOIIMOHAT €
OmII0 pa3ziesieHo Ha 2 eIHAaKBH YacTH U MPUJIaraHo JBa ITbTH JHEBHO B MPOABIKEHHE Ha

90 nmocnenoBarennu 1HU. Ha KOHTpoOJIHA Tpyna )KUBOTHH € OWJI IpMJIaraH ChIIMAT Ma3, HO 0e3
aKTHUBHATa ChCTaBKa OETaMETa30HOB TUIPOIMOHAT.

Benuku nexyBaHU ¢ IeKapCTBEHHUS MPOAYKT MaiiMyHH ca OCTaHAJIM 3/IpaBH 10 BpeMe Ha MPOyYBAHETO.
He e umano HexxenaHu KOXKHU pEakLyH, a Py MPerJieJUTe Ha OYUTE HE Ca OTKPUTH HUKAKBH OUYHHU
u3MeHeHus. B xeMaTonornyHuTe 1 OMOXMMUYHY TTApaMeTpy ca 0TOeNsI3aHN HE3HAYNTEITHA TIPOMEHH,
KOUTO HE HaJXBBPJIAT HOPMAITHUTE CTOMHOCTH.

[Ipu mrbxoBe ca OmiiM U3CIeIBaHU OCTpaTa NapeHTepaHa TOKCUYHOCT U IOHOCHUMOCT Ha
OeTaMeTa30HOB IUTIPONMOHAT. ENMHIYHA HHTpaMyCKYJTHA HHXKEKIHsI HAa OeTaMeTa30HOB
JUIPOIHOHAT B 1032 33 wiu 66 mg/kg He e mpean3BUKana CMbPT, MOMEHTAJIHU WU MO-KbCHH
cmymenus. I[lepopannoro npunarane Ha 8 g/kg OeTaMeTa30HOB JUIPOITMOHAT MIPE3 COHAA HE € J0BEJIO
JI0 CMBPT HPU HUTO €IMH OT ONMUTHUTE IUTHXOBE.

TepaTtoreHHUAT MOTEHIIMAT Ha O€TaMETa30HOB JUIIPOIIMOHAT € OWJI U3CIIeABaH NPH OPEMEHHN MUIIKH,
IUTBXOBE U 3aiiy. IIpu BcHuky KUBOTHH, OETaMETa30HOB AUIIPONMOHAT € OMJI MpHUiIaral
MHTPaMYCKYJIHO, B 1034 Mexny 0,325 u 32,5 mg/kg npu mumkute, 1-2 mg/kg npu nsxosere u 0,002
no 0,8 mg/kg mpu 3aiinure. He ca peructpupanu He)KeNaH! PeakIuy IPH TUTbXOBETE MalKH WITH TTPH
[IOTOMCTBOTO UM, HO IIPU MULIKHUTE U 3ailiuTe ca OMiu HaOIr01aBaHU TePAaTOreHHU €eKTH, THITUYHI
332 KOPTUKOCTEPOUINTE.

be3onacHocTTa Ha reHTaMULIMHOBUSA CyJ(aT, IPUIOKEH IEPOPATHO, TAPEHTEPATIHO UIIH JOKAIHO €
Ouna u3cieBaHa NPy MUIIKH, TUIBXOBE, KOTKH, 3alIN U Ky4eTa.

KokHaTa TOKCHYHOCT Ha TEHTAMUITUHOBUS cylidat e Onia u3ciieiBaHa Py HOBO3ENIAHICKU Oenn
3aifny ¢ mpunarade Ha 103 ot 0,5, 1 nnn 2 mg/kg mHeBHO Mo hopMaTa Ha KpeM BHPXY 3IpaBu
Yy4acThIIM OT KOXa, CJIe] IpoBeicHa abpa3us B nmpoabipkeHue Ha 21 wimu 90 qau. Kakto B rpymnara Ha
JIEKYBaHWTE, TaKa M B KOHTPOJIHATA TPyIa eKCIIEPUMEHTAIHY KUBOTHH 70 10-a ceamuIia ot
90-1THEeBHOTO MPOYYBaHE CE € TOSBUIIO 3aYepPBABAHE U OTOK C pa3jInyHa CHJIa, CJIE]T KOETO Ce € Pa3BHia
HEMOHOCUMOCT KbM JIEKaPCTBOTO U BexuKyiyma. He ca Owim HabmoqaBaHu ChIECTBEHU IPOMEHU B
CTaHIapTHUTE OMOXMMHUYHU U XEMATOJIOTHYHU ITAPAMETPH, a XHCTOJIOTUYHO HE ca OWUIM YCTAHOBEHHU
W3MEHEHUs OT HOpMaTa.

Wzcneapanus 3a ocTpa TOKCHYHOCT ca OWMIIH MPOBEEHU IIPU MHUIIIKH, KATO ca OWIJIM U3IMOJI3BaHU BOJICH
pa3TBOp HA FEHTAMUIIMHOB CYJI(aT, HECOMUIIMHOB cyN(aT WIH KAHAMUAIIUHOB Ccyl(aT, IPUII0KEHH
MMOIKOXHO, MHTPABEHO3HO, HHTPAIIEPUTOHEATHO WIIH MIEPOPaTTHO. Pe3ynTaTure oT mapeHTepaTHus
HAYMH Ha IPUIOKEHHE ca okazaiu, 4e LDs) Ha reHTaMUuIHOB cyindaT e Oria mo-rojsiMa oT Ta3H Ha
HEOMUIIMH ¥ [TO-MaJIKa OT Ta3W Ha KaHAMUIIUH.

W3cnenBanus 3a XpOHMYHATA TAPEHTEPaTHAa TOKCHYHOCT Ha TeHTAMUIMHOBHSA CynaT ca Ouimm
IPOBEICHH NPH ILTbXOBE, KOTKM M Ky4eTa. [ eHTaMUIIMHOB CyndaT € Oui1 mpuiiarad HHTPaMyCKyJTHO B
no3u g0 160 mg/kg B mpoabmKeHne Ha 4 ceIMUIM TPH ITHXO0BE, MOIKOXKHO A0 25 mg/kg 3a 42 nHu
NpY KOTKK U uHTpamycKkyiHo 1o 40 mg/kg 3a 50 auu npu kydera. Tepanusara e Ouna noHeceHa
CPaBHUTEIHO JI0OpE TPH MO-HUCKHTE JT03K. [IpH MO-BUCOKHTE JI03M TEHTAMHIIMHOB cylidaT ca Onimm
pETUCTPUPAHH CMYIIEHUS, XapaKTEPHU 32 AMUHOTJIMKO3UIHUTE aHTUONOTHUIIH.



[Ipu n3cneaBanust cpell IUTBXOBE 332 TEPATOTEHHOCT, HHTPAMYCKYJITHOTO MPHUJIOKEHHE Ha 25 10

50 mg/kg reHTaMUIIMHOB CyNI()aT HE BOJM 10 BR3HUKBAHE HA TEPATOTCHEH NMOTeHIMA. Beuuku
EKCIICPUMEHTAIHY )KHBOTHH ca OWIIM C HOpMaJIeH BU U (hepTHIHOCT. ['oleMuHAaTa U TErJIOTO Ha
MOKOJIEHUTA ca OWIIM MOYTH €THAKBH BHB BCUYKH I'PYIIH, KaTo He € Onia oTOensi3aHa ChIecTBeHa
pas3iuKa B MecTaTa Ha pe30pOius v B Opos Ha paXXJIaHUATa Ha )KU3HEHO NoKoseHue. [Ipunaranero
Ha TEHTaMHIIMHOB CYJI(aT HE € JJOBETO J0 ChIIECTBCHH (DU3MUECKU TIPOMEHU B TIOTOMCTBOTO.

[TotennmansTt Ha Tpumepm Ma3 3a IpeIU3BUKBAHE HA KOKHO Jpa3HEHHE € OWII N3CIeIBaH Cpe 3aiIl,
KaTo BBPXY 3/paBa KOXKa WM BbPXY KOa cJie]l MpoBeAeHa adpasus, B IpoAbKeHue Ha 21 1o 25 nau
e Ouna npunarana gaesHa no3a ot 0,15 umm 0,50 g/kg (cvotBeTHO 9 M 31 MbTH MO-TOJISIMA OT
MpernopbhYaHaTa TepareBTUIHA 1032 32 X0pa). 3a KOHTPOJI Ca CIIYKWIH JTOTBIHUTEITHH JIBE TPYITH
3aiu. Pesynratute ca nmokaszanu, ye Tpuaepm Ma3, IPUIOKEH JIOKAJIHO € OWJI TOHECEH MHOTO J00pe.
Koxxnute peakunu He ca OMIM 3HAYMMH U HAJTMYMETO HA KOXKHH a0dpasuy He € TOBIHSIIO YecToTaTa
WM CTETIeHTa Ha TE€3U MIPOMEHH.

6. DAPMALEBTUYHU JAHHU

6.1 CHoucpk Ha IOMOIIHHUTE BelIECTBA

TedeH mapadux
0su1 Mek apaduH

6.2 HecnbBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roaHOCT

3 roauHu.

6.4 ChenuanaHm yca0BHA 32 CbXpaHeHHe

Ha ce cexpansBa nox 25°C.

6.5 Bwuawu chabp:xaHue HA OMAKOBKATA

Tpunepm Ma3 ce T0CTaBg B ATyMHHHEBH TyOH OT 15 g, B KapTOHEHa OMaKOBKa.
6.6 CrnenyaJHu NMpeAna3sHi MePKH NPH U3XBBPJISH U padoTa

Hsama crienmanayn H3HCKBaHMS.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Mepxk Illapn u Joym bearapus EOO

O0yn. "Huxomna Barmmapos" Ne55, EKCIIO 2000, et.1
N3rouno kpuno, Cexropu Bl n B2

paiion Jlozenen

rp. Codus 1407, bearapus

ten. 02/819 3737

¢axc: 02/862 5196

umeiin: info-msdbg@merck.com



8. HOMEP HA PABPEIIEHUETO 3A YIIOTPEBA

Peructparmonen Ne 9800133

9. JATA HA TbPBO PA3PEINABAHE/TIOJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[laTta Ha epBO paspemasane: 15 mMait 1998 r.

Jlata Ha nmocneaHo noaHoBsiBane: 22 1oHu 2010 r.

10. JATA HA AKTYAJINU3UPAHE HA TEKCTA
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