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KPATKA XAPAKTEPHCTHKA HA I[POI[YKTA ?ZJ a Y O 3 A’

1. HME HA JJEKAPCTBEHHA ITPONYKT i e LT []9 I]Z ZUZZ

Knuanamums Ka6n 150 mg/ml uenkeKuHOBEH pa3TBop/KOHLEHTPAT 32 uH}y3HOHEH pasTBOD
Clindamycin Kabi 150 mg/ml solution for injection/concentrate for solution for infusion

2. KAYECTBEH H KOMHYECTBEH CBHCTAB

Beekst ml OT MIKEKIHOMHHA Pa¥TBOP/KOHLEHTPAT 3a HH(Y3HOHEeH pasteop chaepxa 150 mg
KIMHIaMHLMAE (clindamycin) (kato docdar).

Beska amnyna ot 2 ml ceaspxa 300 mg xnunpamunnn (clindamycin).
Bcaka aMmyna ot 4 ml ceabspka 600 mg kmuanaMuiin (clindamycin).
Bcesaka amnyna ot 6 ml ceabppika 900 mg knannamuues (clindamycin).

[Nomommy pemecTea ¢ H3BECTHO NeHCTRHE:

To3u NexapcTBeH NMpPOAYKT ChABPKa 9 mg Gewswnop ankoxon M 8,5 mg narpuit Ha ml. Toea
ChABPIKAHUE Ha HaTpHil € exsuBATCHTHO H2 0,43% OT MakcHMaIBNS IHEBEH NPHEM OT 2 g HATPHI 3a
BB3PAcTeH, npenoprya o1 C30.

3a opIHMA COHCEK Ha MOMOIIHHATE BEIECTBA BIDKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA
HkeKIMOHEH pasTBOP/KOHIEHTPAT 33 MHQY3IHOHCH PasTBOpP.

JlekapCTREHMAT MPOIYKT NPSICTABNABA Mpo3padcH  Ge3nBereH Ko ONeA0KBATO OUBETEH PazTBOP.

4. KJIUHWYHHU JAHHHU
4.1 TepaneBTHIHH NOKAIAHHS

Kmusgampupd KaGH € mnoxazaH 3a neueHHeTo Ha CNCOHHTC TEXKH MH(EKUMH, NMPUYHHEHH OT
YyBCTBUTE/HH KBM KIMHJAMHUUHH MHKpoopraHusMd (Bx. Touxa 5.1). Ilpu aepodnH mHpeKuHu
KIMHIAMHIMH TNPE[CTAaBlABA ANTEPHATHBHO JieUeHWe, B Ciydall, 4e JPYrH aHTHOaKTepHAIHM
JIEKapCTBCHK NPONYKTH He ¢a euKacHH WIM Ca MPOTHBOMOKA3aHW (Hamp. MpH alepris KbMm
nesuaIneK). Tlpy aHacpoOH# HHGpeKknMn KIMHAAMUOAH TpaGpa Aa ¢e HMa NpeJBHI KaTo MBPEM
u300p Ha Jieyesne.

- Cradunoxokopa HHPEKUEA HA KOCTHTE H CTABHTE KATO OCTEOMHENIHT K CENTHYEH apTPHT
- XpOHHYEH CUHY3HT NPHYHHCH OT aHAepOOHM MHKPOOPTAHH3IMH
-  Hudexnuun na ponHHTE JUXATENHH ITHTHIA KaTO!
"  acnHpauMOHHA nHeBMoHHUsA, Oenogpoben abcuec, HEKPOTH3HPAINA MHEBMOHKA H_EMITHEMA.
B cmyuait Ha ceMHeHHE 3a MONHMHKpoOHa OenoapoOHa HHpekUMs,
- M3MON3EA B KOMOHMHALIMA H MEOUKAMENT ¢ OAXOJAINO NelicTBHe cpe
6axrepuwn, 3a Aa ce o0xBaue NeHCTEHETO HAa BEIMOXKBH | paM-0TpHLIA
- BbrpexopeMad HHOCSKUHM KATO NEPUTOHHMT H KOpeMeH abcliec, KhACTO
KITHHAAMHLUHH 3a€JHO ¢ aHTHOMOTHK C JoOpa e(HKacHOCT Cpelly aepo
bakTepHH.




- Hndexuun Ha Taza u JKEHCKHMTE TIOJIOBM OpraHH TaKMBa KaTo Ta30Ba Bh3namurenHa bomect (PID),
€HIOMETPHT, NIepUBArHHANHA HHDESKUMH, TyG0-oBapHanHK abClecH, CABIIMHIHT, Ta30B LICAYJIHT,
KOT4To € MPHJIOKEH eAHOBPEMEHHO ApyT aHTHOHOTHK ¢ no6pa edukacHocT cpemy aepoGHy I'pam-
OTPHLUATENHH HaKTepHH.

- HHQeKIMH Ha KOXKATA 1 MEKKTC THKAHM.

Tpafea fna ce B3eMaT nOJ BHMMAaHHE O(GMUMANHHTE HACOKM 23 MORXOAALIATA YNOTpeba Ha
aHTHOaKTEpHAIHH JIEKapCTBEHH TPOAYKTH.

4.2 Jlo3HpoBKa H HAYAH HA HPHI0KEHHE

ﬂOSEpQB a

Bvapacnmiu u ionowiu nad 12 200unu

- 33 NEYEHHETO Ha TexkH MHPeKuMs (TaKHBa KATO BETPEKOPEMHH MHPEKLIHH, Ta30BH HHBEKLMH
[pH XKEHHTE Wl JPYTH TEXKH HHDEKIHH):
12 a0 18 ml Kmapamuuun Kabe pueBHo (koero cworsercrea Ha 1800 g0 2700 mg
KAMHAAMHMLOMH) B 2 - 4 paBHH Jlo3M, OOHKHOBEHO B KoMOuHAUmd ¢ aHTHOHWOTHK ¢ nobpa
edukacHOCT cpemy aepobGHU I'paM-orpunaTenHd baKTepHn.

- 33 IEYCHHETO Ha No-JIeKH HH)EKIHH:
8 10 12 ml Knuipamuumy Kabn auesno (xoeto croteerctaa Ha 1200 ao 1800 mg KIHHAMHLIAH),
TIPIWIOKEHH B 3 WIH 4 ¢JHAKBH JO3H.

OO0HMKHOBEHO MAKCHMAJIHATA JIHEBHA J033a 33 BB3PACTHH M IOHOWH Hax {2 romunu ¢ 18 ml
Kmnugamuums Kabu (koeto croteercTBa Ha 2700 mg KMMHAaMHLMH) B 2 10 4 €HAKBHK 103H.
Tlpu xupoTozacTpamasamy nadekUHH Moxe A2 6hae npHnoxeHa Ao3a Ao 4800 mg/auesno.

He ce npenopbiBa Apunarane Ha €JHOKPATHA HHTPAMYCKYIHH (i.m.) HIDKEKIIHH B J03a TO-TOJIAMA OT
600 mg, HHTO NpHNAaraHe Ha eAHOKPATHA eAHOYacoBa HHGY3HA B 032 NO-TONAMa oT 1,2 2.
ANTTepHaTHEHO JNEKAPCTBEHHAT NPOXYKT MOXe Ja ¢€ NpHAoKH non (opmara Ha €JHOKpPATHA
KpaTKoTpaiiHa WH(Y3MA KaTO 1bpBa A03a, [OCICABAHA OT TPONBIDKMTENHAa HHTpPaBeHO3Ha (i.v.)
HHy3HA.

Heduampuyna nonyrayus
Heya (na evspacm nao I mecey do 12 zodunu)
CepHosuu ungekinu: 15-25 mg/kg/nen B TpH WIH YETHPH €OHAKBH JIO3H.

Muoro Texks HHOeKuuu: 25-40 mg/kg/ned B TpH MM YSTHPH eHAKBY A03H. [1pn TexkH HHpeKImH
ce mpenopbyBa Ha Jena ga GbAe mpunarada fo3a He no-manka ot 300 mg/neH B 3aBMCHMOCT OT
TEJIECHOTO TEIIIO.

Cmapuecka ev3pacm

Bpemeto Ha TOMYXKUBOT, 00eMbLT HA pasfpeacicHde, KIHPHHCHT M cTeneHTa Ha abcopbuus cien
npuiaraHe Ha KIMHAAMHUMHOB (GocdaT He ce NPOMEHAT OT HANpeAHANATa BB3PacT. AHAIHIBT Ha
OaHHH OT KIHHHYHH M30MTBAHHA HE Ca MOKa3aiM KAKBOTO W Ja € MOBHINARAHE HA TOKCHYHOCTTA.
JIO30BHTC M3HCKBAHHA NpPH NALMENTH B CTAapyecka BB3PACT, C/ICNOBATENHO He TpAOBA Ja Ce BITHAAT
e[IMHCTBEHO OT BB3pacTTa. Brxre Touka 4.4 3a Apyrd dakrops, xoHTO Tpabea ga Gniar Bietw
TpenBu/.

IMauneHTH ¢ YepHoapobHO yBpexane

IIpy nalMEHTH CBC CpesHo Texkka N0 Texka GopMa Ha YepHOIPoOHO YBP
MOy KHBOT Ha KIMHIAMMIMH € yAkDkeH. Ako Knunnamunua Kabn ce
OoOMKHOBEHO HE Ce¢ Hamara HamaidBaHe Ha jo3aTa. BrmpekH ToBa,
YepPHOAPOOHA HEJOCTATEYHOCT, TUIa3MEHaTa KOHLIEHTPAIMs Ha KIHHAS




MOHHTOPHPaHa. B 3aBucHMoOCT oT PE3VATATHTC, TA3H MAPKA MOXE Ja HANOXKH NOHHWKABAHE HA go3ara
HITH YABRIDKABAHE HA HHTEPBANTHTE MEXKAY OTACNTHHUTE N03H.

INanpenry ¢ 6B6peyHO yrpekaate
[Ipn wanumeTo Ha 6LOpevHO yBpexaHe, eNMMHHALMOHHHMAT TIOMYXXHBOT € yALJDKeH; obaue, B

CIIyYaHWTE Ha JIEKO JI0 CPeJHOCTENEHHO HapyiuaBaHe Ha OBOpedHaTa (yyHKUMA He Ce Hamara
MOHHKaBaHe Ha Ao3ara. Bempexw ToBa, MpU ManpeHTH ¢ Texkka ObOpeYHa HEOOCTATHMHOCT HITH
AHYpPH4, TU1a3MeHATA KOHLEHTPAlKA Ha KIHHAaMMUKH TpaGea Aa 6nae MOHHTOpHpaHa. B 3aBHCHMOCT
OT pe3ylTaTHTE, Tazu MAPKAa MOXe [a HANOKH MOHWKABAHE Ha N03aTa WIH YIBRIDKABAHE HA
HHTEpBATHTE MEKIY OTACIHATE J03M oT 8 WiH aopu 12 gaca.

JI03MpOBKA NPH NALHEHTH HA XeMOIHAJIH32
KnunnaMyis He MOXKe Ja ¢ OTCTPaHABA NOCPEACTBOM XeMoAmanH3a. ClenosarenHo, HATO NpeH,
HUTO ClIe], XeMOJHaNIM3a HE ¢e Hanara NPIIAraHeTo Ha JOMBIHUTENHA 2034,

[MpoALDKHTERHOCT HA JeYCHUE

B cay4ail Ha JoKa3aHW WIH JOPW HONO3HPAHH HHPEKUWH ¢ B-XeMONHTHYHH CTPENTOKOKH JIEHeHUCTO
¢ Kimnpamums Kabu tpsabea aa npoasmxu Haf-manko 10 qHu.

Thit KaTO TO3H JEKAPCTBEH MPOAYKT ChABPXka OSHIMIOB anKoXon, Tol He TpadBa Aa ce M3MoJI3Ba 33
rioBede OT 7 AHH MPH MaNKH Aela (1oJ 3-roIHuIHA BB3pacT), OCBEH aKo He € HeobXoaHMa no-roniMa
NPOOB/BKHTEHOCT Ha NeveHHe {Rk. Touka 4.4).

Hauns 4a npunoxenue
Knunpamuuun KaGu ce npunara kato HHTpaMycKy/THA MEXCKIMA WM KATO HHTPABEHO3HA HAGY3HS.

Kinunpgamuiues  Kabu 7TpebBa 1a ce  paspeAd [Opead  HHIPABEHO3HO NPHIOKECHHC H
NPOIBDKHTETHOCTTA Ha MH(y3usTa TpsAbEa fa 66ae Hali-manko 10-60 MuHyTH. KoHleHTpauuaTa He
Tpa6Ba Aa HayBHINaBa 18 mg knuHAaMuLKMH / m] pa3TBOp.

3a unTpaMycKynHo npunoxkenue Knunnamuuus Kabu tpabea 1a ce H3N0/3Ba HepaspeaeH.
3a yKa3zaHuA OTHOCHO PaspeX</IaHeTO Ha AeKapCTBEeHUA MPOAYKT NPEAH IPHICKEHHE BUKTE TOUKA 6.6.
4.3 IIporuBomokaizaHms

CBPBXUYBCTBHTENHOCT KbM KJIHHAAMHLMH WIH JTHHKOMHLHH (CHUIECTBYBa KPBCTOCAHA AJICPTHA) WK
KM HAKOE OT MOMOLIHKTE BellecTBa, U30poeHH B To4Ka 6.1.

4.4 CpoennajAR Dpexynpexienns H APenlasHA MepKH NpH ynoTpeba

Knnnpamunun KaGu tpsabea na ce npunara camo 3a JleyeHsie Ha CepHO3HH HHbekuHH. [IpH B3eMare
Ha pelleHue 3a npunaraHe Ha Knudpamuuua Kabu, mekapar TpabBa Aa uWMa NMpeABMI BHAA Ha
HH(EKIMATA W NOTEHIMANHATA OMACHOCT OT JWAPHA, TR KaTo ca OWIM AOKIaJBaHM CHY4aH Ha
KONMTH 110 BpeMe, WIH JIOpH JBe Wi TPH CCAMMLIM cre mpmiaradero Ha Kmmpamuugn Kaba. To
BEpOATHO € 3abo/MBaHeTo Ja OBJe MOCKEABAHO OT MHOTO TO-TEXBK KypC [pH I0-BB3pacTHH
[ALMSHTH WIH MPH HEMOLTHH MMALHEHTH.

TexXKH peakLMH Ha CRPBXHYBCTEHTENHOCT, BKIKOYHTENHO TEXKH KOXKHH PEaKIMH KaTo JIeKapcTBeHa
peakuys ¢ e03MHOPHNINA M CHCTEMHH cMITToMH (drug reaction with eosinophilia and systemic
symptoms, DRESS), cunapom na Stevens-Johnson (SJS), TokcHuHa enmHaepMan - :
epidermal necrolysis, TEN) 1 ocrpa rerepanusupala €K3aHTEMATO3HA ITyCTY.T 105,
exanthematous pustulosis, AGEP), ce cbo0magaT npu nauHeHTH, MOTy4aBaig 1of)2
KIMHAAMHUPH. AKO BE2HHKHE CBPBXYYBCTBHTENHOCT WK TEXKA KOKHA pe ’/ 43
Tpa0Ba Ja ce NpeyCTAaHOBH H Ja Ce 3ano4He nogxodilia Tepanns (BK. TOUK

HeoOxonumo e BEHMaHKE IPH MNAIHCHTH C:
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- yBpeAgHa uepHoApoGHa K 6B0peuna dyHkimA (BX. TouKa 4.2),

- HapyIIeHHA B HEPBHOMYCKYJHOTO npedaBane (MHacTEHHs rpasuc, Gonect Ha IlapkHHCOH M T.H.)
KaKTO H

- aHaMHe3a 32 CTOMAIIHO-YpeBHH 3abonABaHMA (xaro HanpuMep IPeAXOAHO BB3MaieHHE HA
JebenoTo yepso)

- aTonuyHu 3a60NABaHus.

Texxu anepravHi peakiHH MOFAT fa c¢ MOABAT JIOPH CJIC/L MBPBOTO TpWiokeHHe. B Toau crydqai
neyenmero ¢ Kmmnpammonn Kabm Tpabsa ma ce mpexpatd wWesabaBHO W ja ce npennpHemar
CTAHJAPTHUTE MEPKH 33 CNIEHIHA TIOMOIL.

bupza MHTPABESHO3ZHA MIDKEKLHA MOXe 4 HMa CEpHO3eH eheKT BBHPXY cz;pueTo (k. Touka 4.8) u
TpaAGBa na ce HibATea.

Papako ce cpobiasa 3a octpo 6u6peuHo yBpeskaane, BKIOYHTENHO ocTpa 610peuHa HeN0CTaTHUHOCT.
INpu nauMeHTH, KOMTO CTPaAaT OT NpeMecTaila Op0peyna AHCGYHKIAA WIH NPHEMAT CHITHTCTRAINO
HedpoToKCHUHE JiekapcTea, Tpabea Aa ce obmucnd npocnenisase Ha OnOpeuHara QyHKUMA (BK.
Touka 4.8).

IIpu KbpMaveTa 1104, €{HA FOAKHA ¥ B CITYYaHTS Ha JRJIrOCPOYHA TEParks (JlevyeHye B NPOABIDKCHHS
Ha moeedye ot 10 AHH), KPBBHATA KapTHHA, KAKTO M 9epHonpobHara i GuOpeunara ¢pyHkuun Tpabra pa
€€ NpoCc/AeIdBaT Ha peryaspHH HHTCPBRANK.

JUBIroCpo4HOTO M MHOTOKpaTHO mnpwiokeHHe Ha Knunpamunux Kabu moxe pma posene no
C}’HCPHH(I)CKL(HH H/HITH A0 KOJOHH3IALHA Ha KOXATa H JHRMABHUHTC C PE3HCTCHTHH naTore¢HH HiA
MHLIENH.

IIpn onpenenenu o6CTOSTENCTRA, TepanuATa ¢ KIHHAAMHIIMH MOXES Ja MPEACTAB/IABA ANTepPHATHBHA
dopMa Ha JledeHHMe DNpPH TAUMEHTH ¢ ajeprus KbM  [CHALMIMH  (MEHHULATHHOBA
CBpEXUYBCTEHTENHOCT). He ca w3pectd ¢poOlmieHUs 3a KpBCTOCaHa aleprHyHa Peakii Mexay
KIHHJAMHLAH ¥ ICHHUWIHH H B3 OCHOB2 Ha CTPYKTYPHUTE PasiiUuHA MEXIY BEIIECTBATA, TAKaBa HE
TpaGBa Aa ce ouakea. BLOpeKM ToBa, B OTOENHM Cly4aH HMa uHGOpMaums 3a aHadHIakcus
(CBpBLXUYBCTBMTENIHOCT) 10 OTHOUIEHHE HA KJIHHOAMHIIHH NPH X0pa ¢ BeYe CHINECTBYBaIlA ANeprius
KbM meHHnmEH. ToBa Tpabea Ja ce MMa npeasa Npd JedeOHMTE KypeoBe ¢ KIMHAAMHUMH, NPH
TIALHEHTH C ANeprHi KbM TICHHLIANHH.

Paspurue Ha anapms, cewpsaHa ¢ Clostridium difficile (Clostridium difficile associated diarrhoea,
CDAD), ce cro6masa npu ynorpefata Ha IOYTH BCHYKH aHTHOAKTEPHAITHH CPEACTRE, BKJTFOMHTEHO
KIMHaMHIHH. T4 BapHpa oT neka quapus no (ataneH KOJIHT.

Jleuenuero ¢ anTHOaKTEpHATIHK CPECTBA IPOMEHs HOpManHaTa ¢nopa Ha AebenoTo 4epBo, KOeTo
BOJH Jto cBpbxpacTexk Ha Clostridium difficile.

Clostridium difficile npowsrexpa TokcHiH A | B, xoHTo monpuHacsT 3a passuriero Ha CDAD u ca
OCHOBHA NIPHYHHA 32 ,.,KOJIHT, CEBP3aH ¢ ynoTpeOa Ha aHTHOHOTHLH .

CepbxeupynenTHn mamose Ha Clostridium difficile ca cspp3aHM C NoBHIDEHa 3aB0ONEBaEMOCT H
CMBPTHOCT, Thil KaTO TAKHBA MHEKIIMH MOXe A2 GbNAT pe3HCTeHTHH HA aHTMOMOTHYHA Tepanus H
MOKe J1a HAIOAKAT KOJIEKTOMHA.

Baxno ¢ na ce uma mpensua auarHosata CDAD npd nauMeHTH C AHapud ciiefi NpHnaraHe Ha
aHTHOAKTEePHAITHH CPENCTBA.

B TakbB cly4aii TpaOBa 1a ce CHeMe BHEMATeNHO aHaMHe3a, Thit kato CDAD Moxe 1a BL3HMKHE [0
JIBa Meceua cJiell aHTHOHOTHYHA TepanHs.
Axo ce MOAO3MpPAaT WK NOTBLPAAT AHAPHA WITH KOJIMT, CBBP3AHH € YIOTpe
TEKYLIOTO JNIEYEHHE € AHTHOAKTEPHATHH CPENCTBA, BIMIOYHTMIHO KJHM
NpeyCTaHOBU W He3abaBHO A3 ce NpeqnpHeMaT aneKBaTHH TCPaNeBTHHEH Me
JlekapcTBEHH NMPOAYKTH, HHXHOHpALM NIEPHCTAITHKATA, Ca POTHRONOKA3




Knaupammms Kabu ve TpaOpa aa ce yrioTpe6asa B CTydanre Ha OCTPH HHOEKLHMHE Ha peCIMPATOPHHS
TPaKT, dKO T¢ Ca NPHYUHEHH OT BHPYCH.

Kmuagamunui Kaby He e moaxondill 3a NeYeHHETO HAa MEHHHIHT, Thil KATO KOHLEHTpalWATa Ha
aHTHOMOTHKA, KOSTO ce A0CTHra B 1iepedpoCniHATHUA JTHKBOP € TEbP/AE HHCKA.

TosH nekapcTseH MpomyKT ChABpKA OEH3WNOB ANKOXON, KOMTO MOXE Ja NMPHYHHH ANCpPrHuHH
peaKuun.

BeH3WIOBHAT ANKOXO0/ € CBBP3aH C PUCK OT TEKKH HEXEAHH PEaKlMH, BKIIOUHTENTHO MpobieMH C
AHIIAHETO (HapeyeHH ,,CHHAPOM Ha 3a/bXBane” (gasping syndrome)) npu mManks aena. [lopamu Toea
NEKapCTBEHHAT MPOXYKT He Tpalba [a ce Mpuiara NpH HOBOPOACHH (10 4-ceIMHYHA BB3PACT), OCBEH
aKO He € MpenopLyaH OT MEAMUHHCKHA CTIEIHAJTHCT.

To3u nekapcTeed npomyKT He Tpabea na ce ynotpeGasa 3a nopeve OT CeAMHLA NPY MankH feua (nox
3-ropuiHa BB3pacT), OCBEH aKo He € NPEnopbUal OT MEHIHHCKHA CIICHHAINCT.

IN'omemn konvuecTea OeH3UNOB ANMKOXON MOME Ja c¢¢ HaTpynar B OpraHA3Ma H Ja NPEAH3BHKAT
HeXelaHH peakump (HapedeHH ,merabolnTHa aukgo3a™). Tosa Tpabea jna ce Mma TpeABHA npH
OpeMeHHH M KbPMEIH JKEHH, KAKTO M MPH NAUKEHTH ¢ 4e¢pHOoApoOHO u 650peuno 3abonasaHe.

4.5 Bia#MojeiicTBHE ¢ IPYTH JeKapcTBeHH NPOAYKTH H APYrH GOPMH HA B3aHMOACHCTBHE

AHTaroHHCTH Ha BHTaMHH K

[Ip# nauHeHTH, NeKyBaHM C KIMHAAMUUMH B KOMOMHauWa ¢ anTaroHHeT Ha euramud K (Hanp.
BaphapHH, aleHOKyMapol W (QAyMHAMOH) ¢e cpobllasa 3a TOBMINEHH CTOWHOCTH OT
koarynaupoHHHTe Tectose (PT/INR) w/wimm kbpeete. [lopamd TORa, NpH NalMeHTH, NEKYBaHH C
AHTaroHHCTH Ha BuTaMHH K, TpaOBa uecTo aa ce npocieassaT KoaryJIalMOHHHTE TECTOBE.

Korato ToBa € Be3MOXkHO, KiuHgamaune Kabu He TpaGea 1a ce KOMOHHHpa C €pHTPOMHMUMH, Thid
KaTo in vitro ¢ 6un Habmogaean aHTaroHHcTHYeH eexT NO OTHOLIEHHE Ha AHTHOAKTCPHAIHOTO
AciicTBHe.

C’bmecmyaa KPBCTOCAHA PE3UCTCHTHOCT Ha MNATOI¢HH 110 OTHOLWICHHE HAa KIHHIAMHOAH #H
JIHHKOMHIIHH.

flopans HEBPOMYCKYJIHHMTE CH Onokupaim cpoiictBa, Kinuumamuupn Kabu Moxe na nOTEHUHpa
efieKTa Ha MYCKYITHHTE penakcanTd. B pesysnrar Ha TOBa, 10 BpeMe Ha XHPYPIrHYHH ONMEPauiH MOTaT
Ja HACTHNAT HCOYaKkBaHH, JKMBOTOZacTpalllapallH HHOKWACHTH.

Kimmnpamunus ce Metabonusupa npeauMto ot CYP3A4 u 8 no-manka crenen or CYP3AS5 yio
TIaBHHUA MEeTabONMT KWIHHAAMHIEH cyR(OKCHA B BTOPOCTEneHHHA METabONHT
N-pemernmstuHzaMuEH. [opaau Tosa unxubutopu Ha CYP3A4 u CYP3AS Moxe 12 HamanaT
KJIHPBHCA, 3 HHAYKTOPH Ha TC3H H30€H3HMH MOXE [a I0BHIIAT KITHPEHCA Ha KnuHAaMHUAH. T1pu
HaNuuke Ha MOINHK HHAYKTOPH Ha CYP3A4 karo pudammuuus HabmoxaBaiite 3a 3aryba sa
etheKTHBHOCT.

[Ipoyusanus in vitro nokassar, ye KTHRAAMHIME He HaxuGupa CYP1A2, CYP2C9, CYP2C19,
CYP2E1 unu CYP2D6 u camo ymepeno uaxubupa CYP3A4. llopaan ToBa HAMA BEPOATHOCT OT
KIHHAYHO 3HAYHMH B3aHMOJCHCTBHA ME&KNY KNHHAAMHIIMH K ¢IHOBPEMEHHO NPHIIOXKEHH
JEKapCTBEHH NPOXYKTH, MeTaboausupaHH ot Te3H CYP ensumu.

4.6 PepTHAHTET, GPeMEHHOCT H KEPMese

BpeMennoct
Enno ronsmo mpoyurane mpu OpeMeHHH KeHH, TIPH KOeTO ¢a OGHiIH

6peMeHHOCTTA, He € MOKA3AN0 HEKAKBO TIOBHINEHHE B 4ecTOTaTa Ha Mandop
MO oTHOWIEHHe Bez0nacHOCTTa Ha KIIMHAAMHULIHHA 110 BpeMe Ha OpeMeHHOCT



KinueaamMunpH npeMuHasa B ruianentara. [Ipuema ce, 4e y deTyca Moke jga 6bie ROCTHTHaTA
KOHLCHTpalis ¢ TepaneBTvuHK HuBa. Korato ce mpwiara mo BpeMe Ha OPEMEHHOCT, NMOM3ATC H
pHCKOBeTe TpAOBA BHEMATENHO /A C€ [IPCUCHABAT €HH CIIPAMO JPYTH.

Knpmene
KnMHpaMuliH ce H3AbYBa ¢ MIDIKOTO NpH JKEHHTC Kbpmadkd. Ilopazu ToBa, BH3MOMKHOCTTZ 33

ceHCHOMIIM3HpaHe, JHAPHA M KOMIOHH3HpaHe ¢ MHIEH Ha TIMTaBKIMTE MPH KbpMAYETaTA HE MOXE JIa
ce w3kmoyH. Koraro ce npunara B nepHoZa Ha KbpMEHE, IOJI3HTE H PHCKOBETE TPOBa BHUMATENHO Ja
ce NMpeLEHABAT eIHK CHPAMO JAPYTH.

DepTHaNTET _ _ :
Ilpoyusanua MpH XKUBOTHM He NOKa3Bar edekTH BBPXY (eprHnurera. JIMNCBAT NaHHH OTHOCHO

BJIMSHHETO Ha KIHHAGMHIEH BhPXY (epTrnuTeTa NpH X0pa.
4.7 EdexTn BbpXY cn0c06HOCTTA 32 o¢gHpaHe H pafoTa ¢ MAIIHHH

HexenaHu peakiipH KaTo 3amaiiBate, CbHIMBOCT U Mapo0oHe MOraT Aa 3aTpyAHAT CrocoOHOCTTa 32
mwognpase ¥ paboTa ¢ MaluHu.

B mzonuparu cnydau (karo HanpuMmep anaduiakTHueH oK) ca OunH HabmogaBaHH HexXenaHH
peakiHH (Bx. Touka 4.8), KOUTO MPaRAT NALMEHTHTE HECTIOCOOHH 12 Y4ACTBAT AKTHBHO B IBHXKEHHETO
[0 ObTHINETA, A2 paboTaT ¢ MallMHH K [a MpHAaraT HeoOXORMMHTE NpEAnasHH MEpPKH mopaiH
HeCTaOHIHOCT.

4.8 HexenanH AeKAPCTECHH PEAKRHHA
a) O0o0uIeHHe Ha HEXETIAHNATE PEaKilHH B Ta0IHYeH BH

B TabmuinaTa no-zony ca H30pOCHH HEXENAHUTE PEaKId, YCTAHOBEHH NPH KIHHHYHHTE H3MUTEAHHA
H MOCTMAPKETHHIOBOTO HAOMIONEHHE TI0 CHCTEMO-OPraHeH Kilac M 4ecToTa.

I'pymupaneTo no YecToTa e onpeeneHo NPH M3NOI3BAHE Ha CIICTHATA KOHBEHLIHA:

Muoro yectu (> 1/10)

Yect (> 1/100 po < 1/10)

Heuectn (= 1/1 000 xo < 1/100)

Pearu (= 1/10 000 mo < 1/1 000)

MHero peaxu (< 1/10 000)

C HeM3BECTHA YeCTOTA (OT HAIMYHHTE JAHHH He Moxxe A2 Ob/e HanpaBeHa OLEHKa).

Tlpw BeaKo rpynHpaHe B 3aBHCHMOCT OT YeCTOTATA, HEKEIAHMUTE JICKAPCTBCHH PeaKLMH ca H3OpOeHH B
HHU3XOJA1M, peA 1O OTHOLISHHE Ha TEXXECTTa Ha TAXHATA CEPHO3HOCT.

CuereMo- Mnuoro YecTH HeuecTn Peaxn Mmuoro peixn | C HeH3BecTHA

Oprasen NECTH (= 11100 oo 1100080 | (=1/10000 10 | (<1/10000) 4eCcTOTA

Kaac = 1/10) < 1/10) < 1/100) < 1/1 000) (ot
HANHYAKTE
JanHH He
MoOxe 13 One
RanpaseHa
oHeHKa)

Hudexnuu 1lcermomemOpa-

H HO3¢H KOJIHT,

HH(ecTANHY CBBP3aH ¢

aHTHOHOTHIH




Hapymensa Arpanyaoum-
HA KPBBTa H To3a¥,
aampHATA HEYTPOTICHHA*,
CHCTEMA TpoMGOLHTO-
neHus®,
JIEBKOTICHHA¥,
eozuHOGHINA
Hapymenus MenaukamenTos- | Anadunak- Anapuiak-
na HA TPECKa, THYHA THYEH LOK*,
HMYHHATA peaxuus Ha peakups ™ anadunak-
CHCTeMa CBPBXYYRCTBH- TOMJHA
TETHOCT KBM peakiu,
OeHsHnoB CBPBXYYBCTBH-
ANKOXON TensocT’
(,,CMHAPOM Ha
3agpxsaHe’)
Hapymensn Hucreysns, CwHIMBOCT,
Ha edekT Ha 3aMaHBaHe,
HepBHATA HEBPOMYCKY- rnasobonne
CHCTEMA neH Groxax
Cupaennn Kapauno-
HAPYIeHHESA AyMoHaped
apect®
Craosu Tpombodnebur | Xemotouns®
HAPYIICHRA
Cromammuo- | Muapus,
YpenHH GoskH B
HADYmEHHS | KopeMma,
TIOBpPBILAKE,
rajeHe
XenmatoOH- IIpexoned Kenrennna*
JINADHH Xenarur ¢
HapYmeHHs XOecTaTHYHA
A BITEHHIA
Hapymenas Makyno- TokcHuHa OOpne H JlexapcTeeHa
Ha KOKATA H nanyJiapeu enuaepMalHa olpasyBaHe Ha | peakuHa ¢
HOAKOKHATA eK3aHTEM, HEKPOJIH32a MeXypH €O3HHO(HIIHA H
TBKaH mMopOunudop- (TEN)*, (peaxuus Ha CHCTEMHH
MEH eK3aHTeM™, CHHAPOM Ha CBPHXUYBCTBH- | CHMIITOMH
yYpTHKapHA Stevens Johnson | TEIHOCT) (DRESS)*,
(8JS)*, cuumpom ocTpa
Ha Lyell, TeHepaJiH-
aHTHOENEM, 3upaHa
ekchOTHATHBEH €K3aHTEeMAaTo3Ha|
nepMaTHT*, nycTy/io3a
6ynosen (AGEP)*,
aepmaTHT*,
epUTEMA
chphex,
BAI'UHHT
Hapymenns
Ha
MYCKYJIHO-

CREJETHATA




CHCTEMA H
CheIHHHTEN
HATA THBKAaH

HapymicHHA
HA
onOpenuTe H
HHEKOYHHTE
NbTHIA

OcTpo
6uOpedHo
yepexnanc?

O6mn
HApYmeRud o
eeKTH HA
MSACTOTO HA
ApHAGKEHHE

Bonka, abenec
HAa MACTOTO Ha
HHXEKTHpaHe

JpazHeHe Ha
MACTOTO Ha

MIDKEKTHpaHe*

Hicaeapanan

OTkroHEeHHA B

YepHOAPOOHHTE
$yHKIHOHANHH
H3CHEABAHNA

* HJIP, ycTaHOBEHH B NOCTMAPKETHHIOBHA [IEPHON
* Bukre Touka 4.4
¢ CrobuaBar ce B peaxn cliy4aH ciell TBupae 6bp30 HHTPABEHO3HO NpHIoKeHke (BXK. Touka 4.2).

CrobiiasaHe Ha N0AO3HPaHH HEKENAHH DEaKIHH

CrobizapaHeTo Ha MOO3MPAHK HEXKCNAHY PEAKIHH CIEX pa3pellaBaHe 3a ynoTpeba Ha ICKapCTBeHHA
MPOXYKT € BaHO. ToBa Mo3eosiABa Ja Npoas/xid HAOMIONEHHETO HA ChOTHOMICHHETO MONI3a/pHCK 33
NeKapcTBeHMs npoxykr. OT MeAWIHHCKHTE ClNENHAIMCTH Ce H3UCKBA Aa ChodliaBaT BCAKa
NOJO3NpaHa HeXENAHA Peakius Upe3 HAlOHAJHATA CHCTeMa 3a chobmapaHe:

H3nhIuHTeNHA areHIHA 1O ISKapeTBaTa
yn. Jlamau ['pyes” Ne 8

1303 Cogmun

Ten.: +359 2 8903417

yebGcaiiT: www.bda.bg

4.9 Ilpeaosupane

Hocera He ca 6wiH HabmojapaHi CHMNTOMH Ha Tipefo3upaHe. XemoOAHanu3aTa M NEPUTOHEANHATA
nmuamusa ca Heedexkrusuu. Hima u3Becten cneunduue anrupor. Kimumnzamunua Kabu ce npuwiara
MHTPaMYCKYITHO HIIH HHTPABEHO3HO, CJIEAOBATENHO IPOMHBKA Ha cTOMaxa He G6u O1na nonesna.

5. ©APMAKOJIOTHYHH CBOHACTBA

5.1 PapmaxoaHHAMHYHH CBOiCTBA

(DapMakoTepaneBTHYHA rpyna: AarubakTepHanny CpeICTra 3a cicTeMHa yriotpeba; JIHHKOZaMuIH
ATC xon:

JOIFFO1

Mexanusbm Ha JeicTBHE
KnuHpamuuun ce cBbp3ea cbe cybeaununaTa 50S Ha GaktepHaniute pHbd
Ha NpoTeHHH. KNHEAaMULIHH NpHTEXKaBa npeJAMHO OaKTepHOCTATHYIHO gk

DapMakoAHHAMHYHH edekTH




EduracHocTTa 3aBHCH OCHOBHC O©OT [EPHOAA BpeMeE, Mpe3 KOCTO HHBATA Ha aredra ca Haj
MuHHMManHaTa MHXHOHTOpHA KouueHTpaura (MIC) 3a naTorena.

Mexann3pM(MeXaHH3MH) Ha PE3HCTEHTHOCT

Pe3ncTeHTHOCTTA MO OTHOLICHHE HA KTHHAAMHIIAH MOXE 12 C€ ALJLKH HA CIICAHHTE MEXaHH3MH!
PesncreHTHOCTT2 Ha CTA(PUIOKOKHTE K CTPENTOKOKHTE MECTO € 1Opajy MOBMIIEHOTO CBbLP3BaHE Ha
meTHnoeute rpynu keM 238 pPHK (Taka HapeuenaTa crpyktypHa MLSp-pesucTentHoCT), Nopanu
KOETO CBBP3BALMAT apUHUTET Ha KIHHIAMKIMHA KbM PHO030MATa € CHIIHO NIOHIDKEH.
[NpeobnanapBamara yact OT MeTHULHIMH pesdcTenTHUTE S. aureus (MRSA) neMOHCTpHpa CTPYKTYPHHSA
MLSg-THII PE3MCTEHTHOCT, BCAEACTBHE Ha KOETO € Pe3UCTeHTHA KbM KIHHFAMHUHH. Hudexuuure,
NPHYMHABAHH OT PE3WCTCHTHH HA MaKpoNHAuTe CTaHIOKOKH, He TpAOBa na ce JeKyBar ¢
KTHHIAMHLUMH, JOPH M KOTATO TAXHATA in-vilro UyBCTBHTENHOCT € JOKA3aHa, Thil KaTO JIEYEHHETO
MOYe Na AOBeNE 0 CeNeKUMA Ha MYTAHTH ChC CTPYKTYpHa MLSg-pesncTeHTHOCT.

Illamorete ¢bc cTpyKTypHa MLSp-pe3HCTEHTHOCT MOKA3BAT ITRJIHA KPBCTOCAHA PE3UCTCHTHOCT HA
KIHHIAMHMLUMH C JIHHKOMMUMH, MakponuaH (KaTo HanmpdMep Aa3UTpOMHLIMH, KIEPHTPOMHIIKH,
€PHTPOMHULIMH, POKCHTPOMHLIMH, CITMPaMHIIAH), KAKTO M ChC CTpenTorpamM1H B.

Tpanuyu

3a TecTBaHe Ha KIHHAAMHLIMH C€ K3MO0JI3BAT CTAHJAPTHHTE CCPHH Ha Paspe:KIaHe. OHPBJICJ}GBHH ca
CICAHHTE MUHUMAITHH HHX}‘I6}{'I'OPHH KOHLEHTPAIHH 33 YYBCTBHTCIIHHTE H PE3HCTCHTHHTE MP[KpOGH:

EUCAST (Bepcusn 6.0, samuaua ot 01.01.2016 1)

KITMHWYHH rpaHWYHH CTORHOCTH

Tlatorenn UyBCTBHTEIHH Pe3ucTeHTHH
Staphylococcus < 0,25 mg/l > 0,5 mg/]
Streptococcus A, B, C, G172 <0,5 mg/l > 0,5 mg/l
Streptococcus preumoniae’® < 0,5 mg/l > 0,5 mg/l
Cmpenmoxoxu ot rpyna Viridans® <0,5 mg/l > 0,5 mg/l
I'paM-oTpHLATENHH aHACPOOH <4 mg/l >4 mg/]
I'paM-mosIoKHTENHH aHaepobH <4 mg/l >4 mg/l

! Unxyumpyema pesCTEHTHOCT Ha KITHHAAMHLIME MOJXKE 13 C& OTKPHE upes
AHTATOHI3KPAHE HA AKTHBHOCTTA HAa KIHHAAMHELIMH C MAKPOIMAHO CPEACTBO. AKO HE Ce
OTKPHE, TOraBa ChOOIEeTe KaTo YyBCTBHTENHH. AKO CE OTKpHe, TOrapa crodmeTe Kkaro
PE3HCTEHTHH H MOMKCIETE 3a J00aBsHE Ha TO3H KOMEHTAp KbM ChoOIIEHHETO:
,»JUTHHAAMHEIHHE MOKe BCE NAK JIa ce M3M0J13Ba 3a KPAaTKOTpakHa TepanHsi Ha HE MHOTO
CEpHO3HE HH(EKIMK Ha KOXKATA M MEKHTE THKaHHE, Thi KaTo 110 BpeMe Ha TaKaBa TCPAaris
€ MANKO BEPOATHO J1a ce pa3BHe KOHCTHTYTHBHA PE3UCTEHTHOCT®.

? KnunuuHOTO 3HaYeHHE HA HEAYLIAPYEMATa PE3HCTERTHOCT Ha KIHHAAMHIEH NIpK
KOMOHHHpaHO NedYeHHe Ha TEXXKH HHPEKIHH Che S. pyogenes He € H3BECTHO.

3 Unyunpyema pe3HCTEHTHOCT Ha KIMHAAMHILIMH MOXE [ C& OTKpHE Ypes
AHTATOHM3UPAHE Ha AKTHEHOCTTA Ha KIMHAAMHUMH ¢ MAaKPOTHIHO CPEACTBO. AKO He ce
OTKpHe, TOTaBa ChOOIIETE KATO TyBCTBUTEIIHH. AKO C€ OTKPHE, TOraBa ChoGIeTe Kato

PE3HCTEHTHH.
Pasnpocrpanense Ha NpAAOOHTATA Pe3UCTEHTHOCT

PaznpocTpanenseTe Ha MpUnOOMTATa PE3HCTEHTHOCT MOXE Aa BapHpa B OTAEN

o0nacTd M cnopeA BpPeMeTO MpU OTASIHHE BMIOBE, OpajH KOETO € JKelaTenHQ/ M
MeCTHa HHPOpMALHA 33 PCIUCTEHTHOCTTA, 0CO0EHO 33 NeueHHETO HA TEXKH H
TpsOBa Na ce THPCH eKCTIePTHO MHEHHE, KOraTo JIOKATHOTO pa3sNpoCTpaHeHHe
TAKOBA, Y€ TON3ATA OT MEAMKAMEHTA MPH [IOHE HAKOH OT BUAOBETE HHGEKIHH €
OpH TEKKHM MHpEKUHM WAH TpPH HECHOJNYWIHEO JedyeHHe C€ Npenopb
JHACHOCTHKA ¢ IOTBLPKAABAHE HA MATOTeHA M HEroBaTa YyBCTBUTCIIHOCT KbM




O06H4aliHO MYBCTBHTE/IHH BHAOBE

Aepobru I'pam-nonoxucumennu MUKpoopzaHuImMu
Actinomyces israelii®

Staphylococcus avreus (MeTHIMIHE-YYBCTBHTEIIHH)
Streptococcus pneumoniae

Streptococcus pyogenes

CTpenToKOKH OT rpynara ,,viridans“®

Anaepotinu muxpoopzanuzmu

Bacteroides spp.© (c wskmouenue Ha B. fragilis)
Clostridium perfringens °

Peptoniphilus spp. °

Fusobacterium spp.°

Peptostreptococcusspp.®

Prevotella spp.

Prapionibacterium spp. °

Veillonella spp.°©

Apyzu muxpoopzanuzmu

Chlamydia trachomatis®

Chlamydophila pneumoniae®

Gardnerella vaginalis®

Mycoplasma hominis®

BroBe, npn KOHTO NPHAOSHTATA PEIECTEHTHOCT
MoOXe 13 NpedcTaRassa npobaem

Aepotru I'pam-nonoxcumennu MuKpoopzanizmu
Staphylococcus aureus

Staphylococcus awreus (MeTHUHRHH -PE3ACTEHTHH )

Staphylococcus epidermidis*




Staphylococcus haemolyticus

Staphylococcus hominis

Streptococcus agalactiae

Aepobnu I'pam-ompuyamentu MUKpoopzanuImu
Moraxella catarrhalis®

Anaepobnn muxpoopzanuzmu

Bacteroides fragiiis

BHOJIOIHYHO PE3HCTEHTHH MEKPOOPraHE3MH
Aepobnu I'pam-nonosicumennu Muxpoopzansuzmu
Enterococcus spp.

Listeria monocytogenes

Aepobuu I pam-ompunametnu MuKpoopeanusmu
Escherichia coli

Haemophilus influenzae

Klebsiella spp.

Pseudomonas aeruginosa

Anaepobnu murpoopzanuzmu

Clostridium difficile

JApyzu muxpoopzanuimu

Mycoplasma pneumoniae

Ureaplasma urealyticum

KBM aarata Ha nyOnMKyBaHeTo Ha TaONMUHTe HAMa JOCTBHITHH OOHOBEHH JAHHH.
IIspBUYHaTA JNHTEpaTYypa, HAYYHATA CTAHJAPTHA JIHTEPATYPa H TEPaNCBTHUHHTE
NPENOPBKH NPHEMAT YyBCTBHTEHOCTTA 3 JAJIEHOCT.

BHOonorMYHaTa  YYBCTBHTEHOCT Ha  NOBEYETO  H30IJaTH  JEMOHCTpHpA
CPEIHOCTENICHHA PE3HUCTEHTHOCT.

IToHe eHH PErHOH IEMOHCTPHPA YECTOTH Ha Pe3HCTEHTHOCT HaABU
~ CpOHpaTeNlHO HMe 3a XeTeporeHHa Ipy(a OT paMIHYHHM BHJL
YecTOTHTE HA PE3MCTEHTHOCT MOTAT 1a BapHPAT B 3aBHCHMOCT
BUIOBE CTPEIITOKOKH.

5.2 dapmakoKHHETHYIHH CBOHCTBa



AGcopbuus

Tpabea na ce NpaBH pasmuKa MEXTy NPOH3BOJHHTE HA KIMHIAMHUMHA, H3MON3BAHK JI0 BPEMETO Ha
abcopOLus M paslienBaHeTo Ha ectepure. Cnex ToBa KNHHAAMHIKH CHIIECTBYBA B TANOTO KATO
ceoboaHa 0aza (axTHEHaTa Qopma). Ecrepure TpaOBa Aa ce CHHTAT 3a NPEMIICCTBCHMLIM.
KimngamununosuaT docdaT npeacTaBisBa BOOHOPa3TBOPHM CCTep 3a MAPEHTEPANTHO NPHIOKCHUE.
Crnen HHTpaMycKyNHO Hipkektupase Ha 300 mg, NMKOBHTG cepyMHH HMBa chea 3 dvaca ca
npubmaTenHo 6 pg/ml, noxaro crnen MHTpaBEeHO3HO NMpWiIcxKeHHe Ha 300 mg cpenHHTe CEPYMHH
KOHUEHTpPalHH el 1 Jac ca npubnusurento 4 no 6 pg/ml.

Pazopegenenne
Crenenta Ha CBbp3BaHE Ha KNHHAAMHIOMH C IUIa3MCHHMTE TIPOTEMHH € B 3aBHCHMOCT OT
KOHLIEHTPALMATA H Ce HAMHPA B TEPATICBTHYHKA AHANa30H Mexay 40 u 94%.

Knuapamunus 66p30 ce pasnpesiens B TBKaHHTE, PeMHHARA TUIALIEHTApHATa Gapyepa U NpeMHHARA B
MaiiuuHoTo Mmsako. Jlopd koraro MoO3puHMTe OOBHBKH Ca BB3NANCHH, JAudy3uiTa B
cyGapaxHOMZATHOTO NPOCTPAHCTEO € HEXOCTAThYHA. BHCOKM KOHUEHTPALMH ce AOCTUraT B KOCTHATA
THKaH, CHHOBHATHATA TEIHOCT, TIEPUTOHEANHATA TEYHOCT, [TEBPaIHATA TEHHOCT, CIIIOHKATa, THOHTA.
JloknaziBaHH ca CHeAHWTEe €AHOBpEMEHHH CCPYMHH KOHLCHTPAlMM HA AKTHBHOTO BELIECTBO: B
KocTHaTa ThkaH 40% (20-75%), B cunoBHannara TeuHoct 50%, B nepuroHeanHara TedHocT 50%, B
mespanHara TedHoct 50-90%, B cmoukara 30-75% u B ruoiita 30%.

Metabonusnsm

Knunpamuias ce MeTabonuzupa npeAUMHO B YepHEA Ipod.

[poyusanna in vifro Ha 4OBEIIKH epHOAPOOHH ¥ YPEeBHH MHKPOIOMH NTOKA3BAT, e KIIMHAAMHLIHH ce
okcuaupa npeauMHo ot CYP3A4 ¢ mo-HesHaumtenHo yyactHe Ha CYP3AS5S no ofpasysane Ha
KITMHAAMHUHE CyN(QOKCH H BTOPOCTENEHHHA MeTa00MHT N-IeMEeTHIKITHHAAMHIIHH.

CepyMHHAT MOTY>KUBOT HA KITMHAAMHIIKH € IPHOTHU3ATEIIHO 3 Yaca NpH BB3PaCTHA H NPHOIH3IUTENHO
2 vaca npu meua. ENAMHHAUMOHHMAT NONYXKHBOT € YABIDKEH INpH HanMuHe Ha 6nOpeuna
HENOCTATBYHOCT H TIPH CpeHA JI0 TEXKA CTefleH Ha YepHoApoOHa HelocTaTEIHOCT.

Hsakon meraGonutu ca mukpoSuonoruuno akrusHu (N-demethyl u sulphoxide). Jlekapcteetsre
MPOXYKTH, KOHTO ACHCTBAT KaTO ¢H3WMHH HHAYKTOPH B 4CpHHA Npod, CKECABAT CPEHOTO BpEMe Ha
3abpKaHe Ha KIHHIAMHLMH B TAIOTO.

Eaamuaapane

2/3 oT mo3aTa Ha KIHHAAMHLKH ce eTUMHHHpAT ¢ H3NPAXHeHUsTa, a 1/3 or gosata ¢ ypHHaTta. Ilo-
manko oT 10% oT mozaTa ce ekckperupa HeMpOMEHEHA ¢ YPHHATA.

KinHaaMHiHH He MoXe /1a e AHATU3Hpa.

53 IlpeaxnaEAYHE AaHHH 332 6e30EACHOCT

CHUMOTOMHTE Ha HHTOKCHKAL[HA C& M3PAa3ARAT B MOHILKCHA AKTHBHOCT Ha JKUBOTHHTC H KOHBYJICHH.
CJIG,E[ HCKOJTKOKPATHO J03HpaHS (1m) Ha KTHHOAMHALIHH NpH KY4YE€Ta CC cmﬁmana 34 MIOBHIIABAHE HA
SGOT u SGPT, a cbwo Taka € NOKYMEHTHPAHO H JIEKO NMOBHINCGHHe HA MacaTa Ha HSepHHA Apob Ge3
MOpCl)OJIOI‘H‘[HH MPOMEHH. ﬂ'];]‘[l"OCpO‘[HO‘I‘O [Ipuiarade Ha KIHHZaMMUHH IIpH Ky4YeTa ¢©
NpEeAU3BHKBAIIO YBPEKAAHMA HA CTOMAIITHATA THTABHLIA M HA FUTEYMHHA MEXYD.

HabnionasaHH ca JOKAHH PEAKUMH Ha MACTOTO HA WHIKEKTHpaHe (BB3NANEHHA, KPHBOHIIHMBH U
VBpEX/aHe HA THKAHHMTE) CNEN WHTPAMYCKYJIHO M NMOAKOKHO MPHIOKEHHE, HO KOHUE Ha

MyTareHHOCT H KaHLIEPOreHeH NOTeHLHAN
B in-vitro n in-vivo NpoyuBaHHA He € YCTAHOBEH HHKAKbB MYTAreHCH TOTEHIL

He ca NpOBEKAAHH HHKAKBH JBATOCPOYHH IMPOYYEAHHA TIpH MHBOTHH,
KaHLCPOrcHHHA NMOTEHUHAN HA KITHHAAMHLIHH.



PenponyxTHBHA TOKCHYHOCT
HpquBaHmTa Ha KITHHIaMALHH TNPH ILTbXO0BC H MHIIKH HE JABAT HHKaKBH NaHHH, KOHTO MOXE Aaa
[OKa3RaT HAKAKBO YBPEKAaHe Ha depTunuTera Wi eMOpuo/deToTokcHIHHTE CBOHCTBA.

6. PAPMALEBTHYHHU JAHHH

6.1 CnodchbK Ha NOMOIIHEHTE BEECTRA

BeH3HnoB ankoxoi
JlMHaTpres egetar
Harpuer xuapoxcun (3a kopekuua Ha pH)
Bona 3a HHKeKLHH

6.2 HeCLEMECTHMOCTH

UsbpoeHuTe 10-Z0Ny aKTHBHH BewlecTsa ca (U3HdeckH HechbBMecTHMH ¢ Kmmnpamuumn Kabu:
amnuuprH, GeHUTOHH HaTpui, 6apbuTypaTH, aMuHOGIIMH, KATUHER TTHOKOHAT, HKOPOdIIoKCanuH,
Mareesues cyndar, uedTPHAKCOH HATPHM, IHPEHWIXHAAHTOMH, HAAPYOMUHH XMAPOXIOPHA H
PaHHTH/IHH XHAPOXIOpHA. Pa3TROpHTE Ha KIHHAAMELHOBHTE COJIH HMAT HMcko pH M ocHOBaTenHo
MOXE [ Ce OUaKBA HECHBMECTHMOCT C AJIKANHA NPOUYKTH WM ¢ JIEKAPCTBEHH MPOAYKTH, HECTAGHIIHH
npu HHcko pH.

Tozu nexapcTsed NPOAYKT He TpAOBa Aa ce CMECBa C APYTH AEKAPCTBEHH NPOAYKTH, ¢ HIKIMIOYCHHE HA
MOCOYEHHTE B TO4YKA 6.6.

6.3 Cpox ua roanoct

Ipeny TEPRO CTEAPIHE
18 Mecena

Caen paz aHe

Xumuueckara H $pu3ndeckara cTaGHIHOCT N0 Bpeme Ha ynotpeba e Jokasana 3a 48 yaca npr 25 °C c
pasTBOp Ha HatpHes Xiopua 0,9%, cTaHnapTHH pa3TBOpH Ha PHHrep nakrar H 5% rimoko3a.

OT MHKpOGHONOrHYHA rIeIHA TOYKA, ClIel KaTo BEIHBXK e Gl paspeleH, NpoayKTsT Tpabea na ce
H3M0/13Ba He3a0aBHO. AKO HE Ce H3NON3Ba He3abaBHO, BPeMETO HA ChXPaHeHHe NPH H3NON3BAaHE H
YCTOBHATA HA CBXPAHCHME NpeaM ynorpeba, ca OTTOBOPHOCT Ha NpHIAraufus W OOMKHOBEHO HE
TpaGBa A4 HANXBBPMAT 24 Haca npu Temnepatypa oT 2 Jo 8 °C, 0CBEH ako paspexiaHeTo He ¢ Guio
H3BBLPIICHO NIPH KOHTPOJMHPaHH H BAHIKPAHH aCENTHYHH YCIOBHAL

6.4 CpenualHH YCJIOBHA Ha CLXPDAHCHHE
Ja ce cexpaHsBa npH Temiepatypa nog 25°C.

3a ycnoBuATa HA CHXPAHEHHE CJIE] THPBOHAYANIHO OTBAPSHE U PA3pPEKAAHE Ha HEKAPCTBCHHA MPOIYKT
BIDKTE TOUKa 6.3.

6.5 Bua# chAbpAKanHe HA 0NAKOBKATA
Tun [ npo3payHH CTHKIICHH aMITY.JTH.

2 ml:
Onaxoeku: 5 wie 10 ammynu

4 ml:
OnakoskH: 5 win 10 ammynun




6 ml:
Onakoeku: 5 w10 amMmymu

He BcHuKH BHAOBE ONAKOBKH MOraT Aa Ghaar nmycHaTH B poaaxba.
6.6 CoenHaJnH DpeINAIHE MEPKH IIPH H3XBLPJsHE H paboTa
Knunnamuun Kabu Tpadsa na ce paspeny npefs HHTPaBeHO3HO npunoxkenue (KOHICHTpaLMATa HE
Tpabea Aa HaapHimaea 18 mg kmunpamMuEH /mi) 1 Tpabea Aa ce BlIUBa B MPOJRDKEHHE HA MHHHMYM

10 - 60 MuHyTH (KaTO He Ce HANBMINABa CXOpOCT Ha BauBane 30 mg/mun). Hukora ve TpAbBa na ce
NIPHJIara KaTo MHTPABEeHO3HA 0OTyC HHKEKIMA.

Josza Pazpemiren MuHUManHa MPONWDKHTEIHOCT Ha BAWBaHE
300 mg 50 ml 10 MuHyTH
600 mg 50 mi 20 munyTH
900 mg 50- 100 ml 30 MuUHyTH
1200 mg 100 mi 60 MuHYTH

Knunpamuuus Kabu Moxe na 6bae paspexaan ¢ 0,9 % pa3TBop Ha HATpHEB XJIOpHI, 5 % pasTBOp Ha
ITIIOKO3a HITH ¢ pa3TEop Ha Punrep nakrar.

HHTpaMycKyJIHO NPHIOKEHHE € MOKA3aHO, KOraTo N0 HAKAKBA MPHYHHA HE € BB3MOXKHO NPUIOKEHHE
KATO MHTPABCHO3HA HHY3HA.

Camo 3a egHokpaTHa ynorpebda.

JlexapcTBeHHAT MPONYKT TpAOBa 1a C& HHCMEKTHpa BM3YAIHO Npeau ynorpeba, kakto H cieh
paspexxpane. He m3nomssaiime Knunpamunun Kabm, ako 3aenesxure HAKAKBH HACTHUM WIH CHIHO
OLBETABAHE Ha Pa3TBOpa.

TpabBa Aa ce H3NON3BaT caMo OHCTPH pasTEOpH, 663 BUAHMH YaCTHLIH.

Heu3non3saHusT IEKapCTBEH NIPOAYKT MIH OTHAIYHHTE MaTePHANH OT Hero TPADBA fa ce M3XBBPIAT
B ChOTBETCTBHE C MECTHHTE H3HCKBAHHIL.

7. IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Opezennyc Kabu buarapus EOO]

yin. An. JXeupoe 1, er. 6, am. 37

1113 Codun

Bruarapus

3. HOMEP(A) HA PASPEIIEHAETO 3A YIIOTPEBA

20080098

9. JATA HA ITBPBO PA3PEHIABAHE/MOJHOBABAHE HA P
YIHOTPEBA

Jlata Ha mbpeo paspemasase: 11 oHd 2008 r.
Jata Ha nocienHo nonHoBsABaHe: 24 asryct 2015 r.



10. JATA HA AKTYAJM3HPAHE HA TEKCTA

0772021 r.

15



