KPATKA XAPAKTEPHCTHKA HA ITPOOYKTA
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1. HME HA JIEKAPCTBEHUS NPOAYKT ‘

2. KAYECTBEH H KOJIMMECTBEH ChCTAB

Bceska tabnetka cpappka 500 mg knapurpomuuun (clarithromycin).
[ToMOLUHH BellecTBa C M3BECTHO AEHCTEHE: JAKTO3a H HATpPHIL.
Bceaka Tabnetka cuanpka 115 mg nakrosa u 15,3 mg natpuii.

3a ['B/IHUA CIIHCBK HA TIOMONIHHTE BEILECTRa, BIXKTE TO4KA 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnerkn ¢ H3MeHeHo oceoboXknaBaHe.
TalGnerTkure ca >XuATH Ha LBAT | C OBanHa (GopMa.

4, KJIMHNYHH JAHHHA i
4.1 TepaneBTHYHH HOKAZANHA

Knaupn Tabnerkn ¢ usmeneno ocsofokaasaHe e MOKa3aH MpPH BB3PACTHH M Jena Haa 12-rogumsa
BB3PACT 32 JIEYeHHE Ha MHQEKINH IPHYHHEHH OT YyBCTBHTEIHH MHKPOOPraHH3MH, KATO;
. Wudexiun Ha ONHHTE AMXaTenHH MbTHILA (Hamp. GPOHXHT, MHeBMOHKA) (B, TOUKH 4.4 1 5.1
OTHOCHO TECTBAHE 33 1yBCTBUTEIHOCT)
HWudeknun Ha ropHuTe IUXATENHH TbTUAWA (HANP, CUHYHT, (JapHHIHT)
Hudekunu Ha koXkaTa # MEKHTE ThKaHK (Hanp. GOJUKYNUT, LETYIMT, epruannen) (Bx. TOukH 4.4
¥ 5.1 OTHOCHO TECTBAHE 3a& YYBCTBHTENHOCT)
. JleveHne Ha OfiOHTOreHHN HH(EKLIHH

4.2 Jd03HpOBKa H HAYHH BA TPHJICKEHHE

EOBHQOBK&

Bvzpacmnu

Obuualinara npenoppysana acsa Knauua tabnerku ¢ HaMeHeHO ocBoGOKAABAHE NPH BHIPACTHH M Aelia
Ha ¥ Hap |2-roauinHa sb3pact € 500 mg BeaHBXK AHEBHO NPHEMaH ¢ xpaHa. [Ipy MO-TeXKH UHOEKIMH
AozaTa Moxe Aa ce nosuiny A0 1 000 mg segusx anesHo (2 x 500 mg). O6uuaitnaTa NPOABDKHTETHOCT
Ha JIEYeHHETO € 5 10 14 AuM, ¢ HIKMOUEHHE HA NHEBMOHKH NPUIOOHTH B OBILECTBOTO H CHHYHT, KOHTO
H3UCKBAT Tepanud oT 6 10 14 gHu.

Qoonmozennu unghexynu

Ilpu neveHHe Ha oACHTOreHHM HH(eKnuM, obHuaiinata no3a Knauun Tabnerku _C HM3MeHeHOo
ocpoboxkaaeane ¢ 500 mg BesHBXK NHEBHO 32 5 AHM.

Tabnetrata Knauun ¢ w3MeHeHo ocsoGoxaasane He TpabBa fa ce UyNH WIH XbBY

bvbpeuno yapescoane



O6uvaiinara npenopbumTenHa go3a ¢ 250 mg BeAHBX AHERHO NpH MAUMEHTH ¢ TEXKo 6BGpedHo
yBpeaane (kpeaTMHHHOB KHphHC nog 30 ml/min). Teit Kato TabneTkure ¢ H3MeHeHO OcBOGOK/aBaHE
HEe MOTaT aa ce fenAar, Tpabea na ce uanonssat Tabnerky ¢ HesabasHo ocBoboxprasane. [TpH mo-Texxu
undexiyn NpenopryHTeNHaTa 1o3a e 500 mg TabneTky ¢ H3MEHEHO 0cBOGOKIABAHE BEAHEXK JHEBHO.

He ce wanara npomssa Ha n03aTa npu nauMeHTH ¢ yMepeHo GBOpeuHO yBpexsiaHe (KpeaTHHMHOB
KIHpBHE 30 o 60 ml/min).

Hleduampuuna nonynayus

YnorpeGata Ha Knauua tabnerku ¢ usmeneHo ocBofoxaapaHe He € MpOydYBaHa NMpH Jeua mog 12
FOAMIUHA BB3PACT,

4.3

4.4

IpoTaBONOKA3ARKA

CBpbX4yBCTBHTETHOCT KBM MAKpPONHAHHM AHTHOMOTHIM MNH KbM HAKOE OT TOMOLIHHTE
BELIECTBA, M30poeHH B TouKa 6.1.

EnnoBpemenHO npHnokeHne Ha Knauma ¢ HAKoe OT clleHMTE NEKApCTBa € MMPOTHBONOKA3AHO;
ACTEMH30JI, LM3aNPHI, AOMNEPUIOH, MUMO3HA, TepdeHaNut, Thit KATO TOBA MOXKE Aa JOBEAE AC
yabmkaBane Ha QT W cbpnedHM apuMTMHH, BRJIIOYHTENHO KaMEpHa TaXMKApAHsA, KAMEPHO
MEKACHE H forsades de pointes (BX. Touku 4.4 1 4.5).

EanoBpemMeHHO npHiokeHwe Ha Knaumpn ¢ epro  ankanoMad (Hanp., €ProTaAMHH MM
AHXAZPOEProTAMKH) € MPOTHBONOKA3AHO, Thil KATO TOBA MOXE [a AOBEAE A0 €Pro TOKCHYHOCT
(Bxk. TOuKa 4.5).

EnxoBpemenno npunoxenue Ha Knaumn W nepopanieH Muaa3onaM € NpPOTHBOMOKa3aHO (BXK.
Touka 4.5).

ChOBTCTBALIOTO MPHIOKEHHE HA KIAPUTPOMHLHH M JIOMHTAIMZ € MpOTHBOMOKa3aHo (BXK.
TouKa 4.5).

Knauna we Tpafpa na ce npunara npu naupeHTH C aHamHesa 3a yasmked QT (BpogeHo unu
AOKYMeHTHPaHo npHaobuTo ynwkaBaHe Ha QT-HHTepBana) WM KaMEpHA CHPACYHA APHTMMI,
BKJIIOUHTENHO forsades de pointes (Bx. Touky 4.4 u 4.5).

Knatia He Tpabpa a ce nmpunara Ha NALMEHTH ¢ ENEKTPOIHTHY HAPYIIEHUS (XHITOKATTNEMUS HITH
XHINOMarHe3weMHa, NOPaH pHCK OT yABRDKasade Ha QT-unreppana).

Knauua se TpsGBa Ja ce M3mOM3Ba OpH MAUMEHTH C TeXka YEPHOAPOGHA HENOCTATHYHOCT B
xomOuHaLus ¢ 6u6peuHo yspexaane,

Knaun we 1pabpa na ce npunara emnoBpemenHo ¢ HMG-CoA pefykrasHH HHXUOHTOpH
(cratunu), kouto ce Merabonmaupar ocHosHo oT CYP3A4 (noBacTaTHH HIH CHMBACTATHH),
NopaaH MOBULUEH PUCK OT MHOMNATHA, BKIIOUHTENHO pabaomMuonusa (sx. Touka 4.4).

Kakro u npu apyru Momnu CYP3A4 uaxubutopu, Knauus se tpabea ga ce ymorpeGsaBar
€IHOBPEMEHHO C KONMXHLMH (BXK. TOUKH 4.4 u 4.5).

Ennoepemenno npunokerne Ha Knauua ¢ THKarpenop Wi paHONa3HH.

Crneuunajnn npegynpexaesus n npeanasHy MepKH npu ynorpeba

Jexapar ue TpaGea ma npeanvicsa Knauug na SpeMenny sxeHH Ge3 na € HanpaseHa BHAMATENHA OLICHKa
Ha MO3UTE CIIPAMO pUCKa, 0COOEHO Nnpe3 ITbPBHTE TP MeceLa Ha bpeMeHHOCTTA.

Hwnrotpaiinata ynorpeba, KaKTO M HpH APYTH aHTUGHOTHLM, MOKe A2 AOBEAE HO KOJNOHH3AUMA C

novwed Opol He yyBcTBHTENHH Oakrepud WM rb6H. AKO Ce MOABAT CynepuHPEKLMH
3aMO4He MOAXOAAINA TEPanHA.

Knauun ce otnens rnasHo npea uepHus apo6. CriefloBaTeNHO Ce H3NCKBA TIOB
HazHauaBaHe Ha aHTHOHOTHKA HA NALIMEHTH ¢ YBpeAeHa YepHOApoGHa GYHKLHA.




Hosumeno axumanne ¢ neobxoaumo ¥ npu mpunoxexnero Ha Kiailna NpH nauMeNTH C YMEPEHO A0
Texko 6u6petHo yBpekKnaHe.

Tipu npunoxernne na Knauna ca 6unu goxnanpasm 4epHoapobua AMCHYHKIMS, BIUTIOYHTE/IHO NOBHILEHH
HEPHOAPOOHH SH3MMM, ¥ XENIATOLENYNapeH WWIH XONECTATHYCH XENATHT, ¢ Wik Ge3 cwrmennua. Tasu
uepHoApoOHa AnchyHKuMA Moxe Aa 6bme Tewxa u ofukHoReno ¢ ofparuma. B HsKxoum cinyuan e
AOKIaNBaHA YepHOAPOOHA HEOCTATEYHOCT ¢ (aTaNeH U3XOA H OGHKHOBEHO € CBHP3aHA ChC CEPHO3HM
NPHAPYXABAUM 3a00NABAHHA W/HWIH CBIBTCTRAIUM JEKApCTBEHH cpeacTea. IlaumenTure TpaGea na
npekbeHaT HedaGasuo npuema na Kimaumma ako ce pasBMAT NPU3HALM B CHMITTOMM HAa XENATHT, KaTo
AHOPEKCHS, JKBATEHUIA, TBMHA YPHHA, CEPGEK, WK HANPErHaT KOPEM.

Tlcerfomembpano3eH KOJHT € chOOIABAH MPH MOYTH BCHUKH aHTHOAKTEPHATHH JIEKAPCTBEHH TIPOIYKTH,
BRIOUMTENHO MAKPOJIHAM H MOXE /2 BapHpa OT J€KO A0 XKHBOTO-3aCTpallaBaulo ChCTOAHME.
Clostridioides difficile—cpbpsana nuapua (CDAD) e crofmasan npy NPHICKEHHETO Ha NOYTH BCHMKH
aHTHOAKTEpHa/IHK JIEKAPCTBEHH MPOAYKTH, BKIoUMTENHO Knaumn u moxe fa apupa OT Jieka AHApHs 0
daranen konuT. JleyeHHeTo ¢ aHTHOAKTEPHATHY NeKapcTBEHH MPOAYKTH Hapylllasa HopMaiHaTa duopa
Ha 1efenoTo YepBo, KOSTO MOME Aa AOBeAe A0 capbxpactex Ha C. difficile. CDAD 1pafBa na ce uma
NPEABHA MPH BCHYKH MALHEHTH ¢ AHApUA Clel Opraokenwero Ha antubHoTHip. Heofxommmo e
BHHMATE/IHOTO CHEMAHE HA MEMHLIMHCKA AHAMHE3a, TLH KaTo ciygan Ha CDAD ca ¢pobuiasanu 1o Apa
Mecela cie/l MPHIOKEHHETO Ha aHTHOAKTepUATHUTE JIEKAPCTBEHH MPOAYKTH.

Konxuiny

llo BpeMe Ha MOCT-MAPKETHHIOBMA flepHOJ, Ca cHOOIIABAHM CAYYaH HA KOJXMUMHOBA TOKCHYHOCT OpPH
€AHOBPEMEHHOTO NpUAmKeHHe Ha Knauna u konxvume, ocoGeHO NpH MauMEHTH B CTApYecKa BH3pact,
KaTO HAKOH OT naimenTuTe ca 6nwm ¢ 616peuna HesocTaTsuHoCT, JlOKIAABAHK C28 CMBPTHH CTy4aH Npn
HAKOH OT Te3d nauueHTH (Bk. TOuka 4.5). EnHoBpeMeHHOTO npunokernue HA Knauma ¥ KOMXWLMH ©
NpOTHEONOKa3aHo (Bxk. TouKa 4.3).

[loBmweno BHUMAHME ce TIPENIOPBUBA NPH  €IHOBPEMEHHOTO NpHiarane Ha Knauug o

Tpua3oNnobeHIOAMAICNIMEY, KATO TPHAIONAM ¥ WHTPABCHO3EH MAM OpPOMYKO3IeH MuAasonaM (Bk.
TOUKa 4.5).

ChpAeHHO-CHACBY CROUTHA
Yawmxena chplevHa penoaspH3alus ¥ yabmkapase Ha QT-HHTepBana, CBHP3aHN ¢ PUCK 3 PA3BHTHE Ha
CLpACYHa apuTMHA W forsades de pointes, ca HabmonaBaHH rpr NauMeHTH NEKYBAHW C MAKPONMIH,
BRITOUHTENIHO KNIAPHTPOMHMUMH (BXK. Touka 4.8), CnenoBaTeHo, Thif KATO CNEIHHTE CHTYaLlKH MOTAT Aa
A0BE/AT RO NOBHINCH PUCK OT KAMEPHH apUTMHM (BIIOUHTENHO forsades de pointes), Knauun Tpabsa na
Ce M3M0/13BA C (IOBHLICHO BHHMAHHE NPH CACIHHUTE MALHEHTH:
* [laumentn c ucxeMudna GoNECT HA CHLPLETO, TeXkKa ChPAEYHA HEMOCTATHYHOCT, MPOBOAHH
HapyYIIEHHA HIH KIIHHHYHO 3HauHMa BpastuKapaus.
¢  Knauun ue Tpatpa fa ce AaBa HA NAUMEHTH C NEKTPOAMTHH HAPYLIEHHA, KaTO XHNOKANHEMHA
HIIA XHIIOM&rHE3HEMHUA (BK. TouKa 4.3).
¢ [fauuenTy, npueMaily eHOBPEMEHHO APYIH NEKaPCTBEHH MPOLYKTH, KOMTO Ce CBBP3BaT C
yanmkasane Ha QT-uHTepBana (Bx. Touxa 4.5).
¢  CoIbTCTBAOTO NpwiokeHHe Ha Kilauum H acTeMM30/1, LH3ANpHA, AOMNEPHAOH, THMO3MA H
TepdeHaHH € NPOTHBOMOKA3aHO (B, Touka 4.3). "
Knauun ne Tpsa6sa aa ce M3nosi3ea Npy NaUMEHTH ¢ BPOACHO WM JOKYMEHTHpAHO yas/ukasaHe Ha QT-
HHTEPBAJIa WIH aHAMHE3a 33 KaMepHa apuTMua (BX. Touka 4.3). -
EnupeMuonoryuiy npoyusanng, H3CNEABaUH PHCKA OT HEKENaHH ChPAEHHO-CHAOBU :
npunaraHe Ha MAKPOJIHAM, Ca NOKAZANH PA3NUYHA pe3yaTaTH. Hakow HeMHTESpBeHIM
C2 HASHTHQUUMPAIIH PALBK KPATKOCPOYEH PUCK OT ApUTMMA, MB(APKT HA MHOKAPAY
CMBPTHOCT, CEBP3aHA ¢ MAKPOTHIHM, BRIFOYHTENHO KAapHTpOMHUMH, Baemanero np
Tpabea aa ce SanaHcupa © NONSUTE OT JIEYEHHETO NpH NpeamicBade Ha Knauma,




[THeBMOHHMA
[Topanu sacHnBauiaTa ce pe3HCTEHTHOCT Ha Sireptococcus preumoniae KM MAKPOJINAH € HEOGXOAMMO
MPEBAPHTE/IHO TECTBAHE 34 PE3UCTEHTHOCT MpH MINWCBaHe Ha Knauua 3a NHEBMOHHHM NpUaoOHTH B
obuecrsoro. flpy BETpeGonuuunn nHesmoumn Knaump TpabBa Ja ce H3MON3EA B KOMHHUHALHH C
JOIMBAHUTENAHA NOAXOAALIM AHTHOHOTHIIH,

KOXHH H MEKO-ThKAHHH HHQCEQEE € AEKa N0 YMepeHa TEKECT

Teau undekuun Hali-uecto ce npuuMHsBaT o Staphylococcus aureus n Streptococcus pyogenes, Kato H
ABATA NPUYMHHTENA MOraT ia OBAAT PE3HCTEHTHN HA MAKPOIMAK,. 3aToBa € HeOOXO0AMMO Aa Ce NpOBeAaT
TECTOBE 33 YYBCTBHTEAHOCT. B cnyuaw, woraro OGera-makraMHH antubGHoreum He Morar ga Gwaat
M3MON3BAHK (HAMP. aneprus), ApyrH aHTHOHOTHUM KATO KIWHAAMHUMH MOXe fa GBAaT NEKapcTRO Ha
npse u3bop. B MoMeHTa camo 3a MakpoAmawTe ce CuMTA, e MMAT PoNd NMPH HAKOH KOKHH M MEKO-
TbKaHHH uHexnun npuuMHenn ot Corynebacterium minutissimum, akHe BYArapuc H €pHIMNEN, W B
ClydaH, KbACTO HE MOXKE Na C€ H3MNO0/A3Ba NEHHUNAHHOBO JIGUECHHE.

Tepanusta ¢ Knanua tpabea xa ce npeycranoBu He3abaBHO M NOAXOAAIIO JedeHHWe TpiGBa na ce
3aN04YHE CMEUIHO NPH CEPHO3HH OCTPU PEAKIMH HA CBPBXUYBCTBHTENHOCT, KATO aHA(MNAKCHA, TEXKKH
KOXHH Hexenanu peakunu (SCAR) (Hanp. ocTpa reHepanusnpana ex3aHTemarossa mycrynosa (AGEP)),
CHHApOM Ha Stevens-Johnson, TOKCHYHA eMMAEPMATHA HEKPONH3a M KOXKCH OOpHB C €03HHOQHIHA H
cHcTeMHH cHMIToMy (DRESS)).

Knauna tpaGea aa ce Hanonsea ¢ MOBHILEHO BHUMAHHE MPH MPHIIOXKEHUE C JIEKAPCTBA, KOMTO WHAYLMPET
uuToxpoM CYP3A4 enanma (8. Touka 4.5).

HeoGxoAMMO € ChLIO M NMOBHLICHO BHUMAHHME TIOPaAH BbIMOXKHOCTTA 334 KPHCTOCAHA PE3UCTEHTHOCT
Mexay Knauua u npyru MakposHaH, KakTo | ¢ JHHKOMHLMH H KITHHIAMMLHH.

HMG-CoA penykrasny nHXHOHTOPH (CTATHHH);

EnnospemerHo npremane Ha Kiaumy ¢ 10BacTaTMH M CHMBACTATHH € MPOTHBOTIOKA3AHO {BX. Touka 4.3),
HeofxoauMo e noBHLIEHO BHHMaHWe, KOrato ce u3nucBa Knauupx c apyru cratusu. JoxiansaHu ca
ciy4aM Ha pabAOMHOIHIA NPH NAUKMCHTH, IPHEMAH KJIaPUTPOMMLAH U cTaTHHH. [laumenTare Tpabsa na
ce HabMIOAABAT 3a MPH3HALM W CHMITTOMH Ha MHONatys. B chyuad Korato eHOBpeMeHHaTa ynotpeGa Ha
Knauua cue cratunn He moxe na ce usberxe, npenopsuea ce Aa C€ UIMIIE HAl-HUCKATA PErHCTPHPaHE
A03a Ha CTaTHH. Mojke na ce OOMMCIH M3MO/N3BAHETO HA CTATHH, KOWTO He 3aBHCH OT MeTalonuima Ha
CYP3A (nanp. ¢myeactaThn} (Bx. Touxa 4.5).

Ilepopanau xHOornHkeMU4HH ekapcraa/Mucynus

EAHOBpEMEHHOTO MpHEMAHE HA MEPOPANHM XMMOrMMKEMHYHM JekapeTsa (Kato cyndaswiypes) wHiH
HHCYNHH ¢ Knaump moke pa jgosese A0 3HaydMa XHIOrNWKemud. Ilpenopbusa ce BHHMATENHO
npocieadaBaHe Ha HHBATA HA MIIOKO3aTa.

ITepopanHn aHTMKOATYJIAHTH
CriuecTByBa PHCK OT CEPHO3HA XEMOpPArHS M 3HAYMTENHH NOBWIIaBaHHA Ha INR u nporpoMOGHHOBOTO

Bpeme, KOraTo BapdapMH M KIapHTPOMHLUMH ce npuiarat egHospemento. INR u nporpoMGuHOBOTO
Bpeme TpabBa na ¢¢ MpOcneAABaT 4YecTo B NEPUONA HA EIOHOBPEMEHEH NPHEM HAa TNEepOpPaTHH
aHTHKOAryJaHTH H Knauup,

Tpsabea na ce oOpwiia 0CoGEHO BHMMAHME, KOraTO KIAPHTPOMMIIMH CE€ NpMIara eJHOBPEMEHHO ¢
AMPEKTHO REHCTBALUH NEPOPANHH AHTHKOAIYNSHTH, KaTO JAalMraTpaH, puBapokcaGan M ammicaGad,
0c00€HO NPH NALMEHTH C BUCOK PHCK OT KbpeeHe (B, Touka 4.5). .

[TomonIHy BeitecTBa
Knauua tabnerkn ¢ maMeneHo ocsoGoxnasase chaspxar naktoda. IMaumesTy
Npo6eMH KaTO HEMOHOCHMOCT KBM rafaKkTo3a, MbleH JaKTaseH Je(HLAT
manabcopOums He TpsOBa Na NpHeMaT TOBA NEKAPCTBO.



Knaumuz tabnerkn ¢ mameneHo oceoGoknasane craspkar 15,3 mg natpuil wpe BCAka Tabnerka. Ako
NaUHEHTHTE NOY4ABAT B¢ TabNeTKH C H3MCHEHO 0cBOG0KAaBaHEe BEHEK AHEBHO, KOMHYECTBOTO MPHET
varpuii (obuwo 30,6 mg #a po3a) ¢ exBusanewTHo Ha 1,5% ot npenopbusanHs or C30 makcHmaneH
AHEBEH NpueM Ha 2 g HaTpuif 3a Bh3pacTen.

4.5 BsanamoseiicTBaE ¢ ApYrH NeKAPCTBEHH NPOAYKTH H APYrH opMu Ha BIiguMoacHCTBHE

ngﬂomenuemo HA _nocouerume no-0oj V _Jexapemeenu I!EO@EKMH €_cmpoze NnpomusonoKaiIgno
nogabu SbIMOHCHOCINMA Ot NOREAMB HT MICHCKU eQekmu Ha ekapemeeny g3aumodeticmeun:

ACTEeMH30J1, LIH3IANPHI, IOMIEPHIIOH, OMMO3KA, U TepheHanuH

Hoknansan ca NOBMIIEHH HMBA Ha LM3anpuj NpH NMAlLAEHTH, NEKYBaHH €AHOBPEMEHHO C LM3ANPH. H
Knaunn. Tosa Moxe a2 Aoene 20 yabmxasawe Ha QT-HHTEpBana H CHPACYHH BPHTMMH, BKJL. KAMEPHA
TAXWKapaus, KamepHa ¢ubpwnaums M tforsades de pointes. Ilonobun edextu ca xabaopaBanu fpu
NauueHTH, NpUeMalIy egHospemento Knauua v nvMoan (suwxre Touxa 4.3).

Hoknazsano €, 4e MAKpONHIHTE NOBAMSBAT MTaGOMH3MA Ha Tep(hEeHAAMH, KOETO BOAM [0 NOBHLIABRHE
Ha TLTa3MCHHTE MY HHMBA M €€ CBbP3Ba CHC CHPAEYHH APHTMUM KaTO yAhuKapane Ha QT—wuurepnana,
KaMepHa TaXMKapaxA, kamepHa GHOpWIALMA U KaMEPHO MBXKIEHE U forsades de pointes (Bx. Touka 4.3).
B epHo npoyusane npu 14 3apasy noOpoBonuM, eAHOBPEMEHHOTO nNpuiokenue Ha Knaupa u
TepdeHaMH € AOBENC OT ABYKPATHO AO TPHKPATHO HOBMINABAHE HA CEPYMHHTE HMBA Ha KHCETHA
MeTabonuT Ha TepdeHasMH 1 10 yAbwkapane Ha QT-unrepsana, koifTO He € A0BEN A0 KAKBHTO W Ja €
KIIHHHYHO DpoABeHM edexT. ITonobnu edexTH ca Habmopasanu U OpPU SQHOBPEMEHHO JEYCHHE C
ACTEMM30JT H JPYTH MAKPOIHIH,

Epro ankanougn

TIocT-MapKeTHHrOBHTE CHOBLISHHA [IOKA3BAT, YE €MHOBPEMEHHOTO NPUAcKeHHe Ha Kitanus 0 eproraMuu
HIH IHXHAPOCPTOTAMMH € CBBP3aHO C OCTPAa EpProTAMMHOBA TOKCHUHOCT, XABPAKTepH3upaimia ce ¢
Ba30CMa’LM H HCXeMHA Ha KP&ﬁHHI],HTe H JPYTH ThKA&HH, BKMOYHTEAHO USHTPANHATA HCPBHA CHCTEMaA.
Ennospementoro npunoxenne Ha Kianmz n epro ankaionzn e npoTHBONOKa3aHo (Bx. Touka 4.3).

IiepopaneH MHIa301aM

Korato mupazonam ¢ 6un npueman ennoepemenno ¢ tabnerku Knammn (500 mg asa muTi AHEBHO),
yacrra nog kpueata (AUC) Ha mupasonam e GHia ysenHueHa 7 mbTH Clen NEpOPanHO MPHIOKEHHE Ha
MHAa30NaM. EAHOBPEMEHHOTO NpHAGKEHHE Ha NepopaneH MMAasonaM H Kiauua e npoTHBONOKA3IaHO
(. Touka 4.3).

HMG-CoA peaykrazny urxuGuropu (craTyau)

Ennospemenno npuemane Ha Knatiz ¢ 10BacTaTHH M CHMBACTATHH € TIPOTHBOMOKA3aHO (BXK. TOUKa 4.3),
Tbii KaTO Te3n CTaTHHH ce MeTaGonu3npar ocHoBHO 0T CYP3A4 u enHOBpeMeHHOTO sieyeHHe ¢ Knauun
NOBHIIABA TEXHHTE TUIA3MEHH KOHLEHTPAaLHM, KOETO MOBMUIABA PHCKA OT MMONATHA, BXIIFOUHTENHO
pabnomuonuza. JloknanpaHu ca cayyad Ha paGaOMMOIM3a NPH NALMEHTH, NMPHEMATH €AHOBPEMEHHO
Knauua u Te3u cratuiu. Ako nederuero ¢ Kaanua se Mojke 1a ce waberte, TEpanMaTa ¢ NOBACTATHH MIH
CHMBACTATHH TpAGEa Aa GbAe NpekbeHATA.

Heo6xonumMo e nopuineHo BHHMaHHe NpH npeanucaHero Ha Knauwa che cratiid. B cnyuaH, xorato
eAHoBpeMeHHaTa ynorpefa Ha Knmauua cbe craTeHM He Moke Aa ce wilerte, nMpenopsyBa ce ja ce
H3MHINE HAl-HUCKATA PeruCTpPUpaHa AO3A HA cTathH. MoXe fa ce OOMMCIN M3non3 :

KOATO He 3aBuck OT Merabonuama Ha CYP3A (manp. ¢nypactatuu). l'IaJ.lHe
HabmonaBaT 3a NPU3HALKM M CHMITTOMH HA MHONATHA.

Edexm na opy2u nexapemeenu npodykmi 6v Knauuod



Jlexapctea, koMTO ca HHgyktopu Ha CYP3A4 (vanp. pudamnuumn, tenurouH, kapbamazenum,
denobapbura, HKBIT KAHTAPHOH) MOXKe a MHAYUMpaT Metabonuama Ha Knauun, Tosa Moxe A nosene
no cybrepanesThunm HMBa Ha Knauupa, sonemo no HamaneHa eduxacHocT. OCBeH ToBa MOXKE 73 €
HeoOX0/MMO 1a C& MOHHTOPHPAT IU1a3MeHuTe HEUBa Ha CYP3A4 uHAyKTOpa, KOHTO MOXKE J1a Ce YBEIHYAT
nopaay uHxuGHLMATa Ha CYP3A4 ot Kitauup (swire Chilio NpOAYKTOBATa MHDOPMALINS 32 NPHEMAHWTE
CYP3A4 uuxuburopu). EnnoBpemenHoTo npunoxenune Ha pudabyrun u Knauun moxe na gosene 1o
MOBHINABaHE CEPYMHHTE HHMBA Ha pudalyTHH M NOHWKaBaHe Ha cepyMumMTe HMBA Ha Knauwpm,
€/IHOBPEMEHHO C NIOBUILUEH PHCK OT YBEHT.

3a nocoueHnTe MNO-A0MY JIEKAPCTBA € M3BECTHO MW CE TIPEAroNara, Ye MOBJTHABAT LMPKY/IHpPAIHTE
KoHUeHTpauuu Ha Knausa; moxe Aa e HeoGxoauma npomana B no3ata Ha Knauws win oMHC/IsHETO Ha
ANITEPHATHBHO JICHEHHE,

Edasupenir, nesunapuy, pubamomuns, pudabytuy u pudaneHtas

MowHn uupykTopH Ha uMTOXpoM P450 MeraGonuTHaTa cHCTeMa kaTo e(aBHPCHL, HEBUIIApHH,
pudamnuuuH, pudabyTHH U pudaneHTHH MoraT Aa 3acunaT Metabonusma Ha Knauwa M Taka 1a noHmxar
NJa3MEeHHTe My HMBA, Karo mosumasaT TesH Ha 14(R)-xuapoxcH-knapurpomuuus  (14-OH-
KIaPUTPOMHLIMH), KOKTO € CBHILO MHKPOSHONOrHYHO aKTHBEH MeTabouT. Thit KaTo MMKpOGHOIOrHYHATA
akrHOCT Ha Knauwma u 14-OH-knapurpoMuumu e pasnuyHa 3a pauiMuHuTe GAKTepuy, ERauusT
TepaneBTHYEH edekT MoXke Aa 6bAe HapyINEH NpH eJHOBPEMEHHO NpuaraHe Ha Kialum ¥ eH3UMHM
HHAYKTOPH.

EtrpaBupun

Excnosuupara Ha Knaima e 6una noHmkeHa OT €TPaBMPHH; HO KOHLIHTPALMHMTE HA AKTHBHMA
merabonur 14-OH—knapuTpoMuupH ca Gunu nosumexH. [Topaau Tosa, e 14-OH-kIapHTPOMHLMH MMa
HaMAaJICHa aKTHBHOCT KbM Mycobacterium avium complex (MAC), o611aTa aKTHBHOCT KBM TO3H IATOTEH

moxe pa 6nae HapylueHa; 3aToBa TPAGBa Aa ce MMAT MPENBHJ alTepHaTHBM Ha Kiialua 3a nedeHue Ha
MAC.

@nykouazon

Exuospemernoto npunoxenne Ha $ykonason 200 mg anesno ¥ Knauna 500 mg asa ITETH AHEBHO NpH
21 3apapH no6pOBONLM € OBENO [0 OBHIABAHE HA CPEAHHTE MUHHMAIHH PABHOBECHH KOHUEHTPALMH
(Cuin) Ha Knatmn 1 nowa noa xpueara (AUC), ceoteetHo ¢ 33% 1 18%. PaBHOBECHHTE KOHLEHTPALIMH
Ha aKkTHBHMA MeTabonut 14-OH-kNapHTpOMHUMH He ¢a MPOMEHEHH 3HAYMTEAHO NPH EAHOBPEMEHHOTO
npunoxenue ¢ gaykonason. He ce Hanara anantupaune Ha aozara Ha Knauuga,

PutoHasup
DapMaKOKHHETHYHO MPOYYBAHE ¢ IEMOHCTPUPAIIO, Ye EAHOBPEMEHHO mpuemane Ha puToHasup 200 mg

Ha pcekM 8wvaca W Knaump 500 mg Ha Bceku 12 4aca e jOBEJIO 40 3HAUYMTENHO NOTHCKAHE Ha
MeTabomusma Ha Knauwua. Makcumanuata koHueHTpausst (Cmax) Ha Knaupn ce nouusa ¢ 31%, Cuin ce
noeuasa ¢ 182% u AUC — cse 77% npm egnoBpemenHo npuemane Ha puroHasup. Habmonasato e
IBIIHO TOTHCKAHE Ha obpaiyeanero Ha 14-OH-xnaputpomuums. [lopaan wWHMpoKHA TepaneBTHHEH
nposopen Ha Kinauua, npn maumeHTH ¢ HopManHa GuOpedna (yHKLUMA HE ce Hanara HaMaifBaHE Ha
nosara. Benpeku ToBa, NpH NauveHTH ¢ GB6peuno yspexaaue, Tpabea Na ce OOMMCIH CACAHOTO: NPU
[HAUKEHTH ¢ KPCATHHHHOR KIHpBHE OoT 30 o 60 ml/min nozata na Kmauux tpaGea aa ce Hamanu ¢ 50%.
Ilpu naumenTH ¢ KpeaTHHHHOB KIKPbHC < 30 ml/min no3ata Ha Knauua tpaGea na ce Hamanu cse 75%.
Hoau Ha Knauma no-BMcokH 0T 1 g JHEBHO He TpaGBa Aa ce NPUAAraT 3aefHO ¢ PUTOHABHD.

HNopobuo anantupane Ha nosata TpaGea Ja ce MMa MpPeABHN TIPH MALHEHTH ¢ HamaneHa GnOpeuxa
(YHKiMA, KOraTo PHTOHABMP CE H3MO3BA KaTO (hAPMAKOKMHETHUeH NoaoGp
MPOTea3sHd HHXMOHTOPH, BKMIOYHTENHO AaTalaHaBHP W CAKBHHABUp (B
t(hapmMaKoKHHETHYHH B3aHMOAEHCTBHA®).

Edexmu ng Knayuo evpxy opyzu rexapemea \



AHTHAPUTMHUIIM

ChllecTBYBaT NOCTMAPKETHHIOBH chobLIeHUs 3a forsades de pointes, HACTBIIBAIM NPH CAHOBPEMEHHO
npuioxkeHne Ha Knaua v XMHMIHH WM gusonupamuz. IIpH eanoBpeMenHo npuiarane Ha Kmauma ¢
TE3M JICKAPCTBA, SNAEKTPOKAapAHOrpaMuTe TpAbBa na ce Halmonaear 3a yabmwkasane Ha QT-unrepsana.
ITo Bpeme Ha NeuenneTo TPAGRA Aa C& MOHUTOPUPAT CEPYMHMTE HUBA HA TE3M NEKAPCTEA.

JowafBaiy ca NOCTMApPKETHHIOBH CHOGILECHHA 32 XMITOTTHKEMHSA NpH €AHOBPEMEHHO MPHAMKEHHE Ha
Knauma u ausonupamug. Cnefosatenso TpAbBa na 6BOaT MOHHTOPHPAHH HHBATa HA KPBBHATA 3aXap MpH
€IHOBPEMEHROTO Npunoxenye Ha Knauua n auzonupamuz,

[lepopaniy XHNOrTHKeMHUIHH nexaperea/MHCYIHH

[Ipy HAKOH XMMOrMMKEMMHYHH JIEKAPCTBA KATO HATENIMHHA M penariHHHA MOXeE Aa C€ BKTIOHH
UHxuHOuLua Ha CYP3A ensumu ot Knauma 1 ToBa Moxe Aa NPAYHHH XHIIOTTTHKEMHA PH SAHOBPEMEHHO
npuemate. Ilpenopsusa ce BHMMATENHO IPOCTEAABAHE HA HHBATA HA TIKOKO3ATA.

Baaumopetictna, 6a3upanu na CYP3A

EanoBpeMenHoTo npwioxkenue Ha Knaump, 3a koiiTo e W3BecTHo, ue Huxubupa CYP3A u nexapcTea,
MeTtaGonmanpann ocHoBHO oT CYP3A moxe ma noBesie 10 NMOBHINABAHE KOHUEHTPALMHTE HA TE3M
JICKAPCTBA, KOCTO A4 HOBHLUH WM YAB/IDKH, KAKTO TePaneBTHUHMA, TAKA H HEXeJaHHTe edeKkTH Ha
CAHOBPEMEHHO TMpHNaraHoro ne¢kaperso. HeoOxoaumo e BHumanue, koraro Knaump ce npunara
€IHOBPEMEHHO C JIPYTH JIEKapCTBa, 3a KOHMTO Ce 3Hae, ve ¢a cyOeTpat Ha eHzum CYP3A, ocobeHo ako
cybcrpara Ha CYP3A uMa TecHH TepaneBTHYHM rpaHuup (Hamp. kapbamazenun) w/HiH cyberpara ce
MeTaboIM3upa EKCTEHIMBHO OT TO3M eH3MM. Moke a ce OOMMCIH KOPeKUMA Ha 103aTa, M KOraTo €
Bb3MOXHO, [ia €€ MpPOCNEAABAT BHUMATCJHO CEPYMHHTE KOHUEHTPAlLHH HA JIEKApCTBATa, KOMTO C€
metabonusmpar or CYP3A, npH naupeHTH, KOUTO [I0/1y4aBaT eAHOBPEMEHHO KAAPHTPOMHLMH,

CENbTCTBAIOTO NPWIOKEHHE HA KIAPMTPOMHMLMH H JOMHTANH € TNpPOTHBOMOKA3AHO MOpain
BL3MOKHOCTTA 32 3HAYHTEJIHO MOBHINABAHE HA TpaHCaMHHa3HTe (BX. Touka 4.3).

3a cnearyTe NeKapCTBA WM JIEKAPCTBEHM KNacoBe CE 3HAE WM Ce Mpeanoara, de ce Merabonuampar ot
coiMa  CYP3A  wsoensum: annpasonaM, acreMuson, KapGamasenuH, LMNOCTa3oN, LMIANPUA,
MKIOCMOPHH, AM3ONHPAMHA, OOMMEPHIOH, €pro anKkalouad, HOGpyTHHHO, noMuTanHi, JACBACTATHH,
METHINPESHHU3ONOH, MHAA30/IaM, OMENpason, [epOPATHH AaHTHKOAarynaHTH (Hanp. BapgapHH,
puBapokcaGaH, anukcabaH), ATHNHYHH AHTMICHXOTHUM (HAMp. KBETHAMMH), NMMMO3MZA, XHHHAMH,
pudabytun, cunneHadnn, CHMBACTATHH, TAKPONHMYC, TepQEHAIHH, THA3ONAM W BUHOIACTHH, KATO TO3H
CIUCHK He e fibjiel. JlexapcTea, KOMTO B3aMMozelcTBar 4pe3 nofobHu MEXaHU3MU ¢ APYTH H30EH3HMH
ot unroxpom P450 ciuctemara, ca denuronn, Teohuaun u BAAMpoar.

InpexrHo neficreamy nepopanuu anrykoarynantu (DOAC)

HAMpekTHO AefCTBAMAT NepPOpaNeH aHTHKOATYIAHT AaburaTpal € cy6eTpar 3a edlyKCHHS TpaHCIopTep
P-gp. PusaporcaGan u anmkcaGan ce metabommsupar upes CYP3A4 u cpmo ca cyberpatu 3a P-gp.
Tpabea na ce ofpwina ocofeHo BHUMaHKE, KOraTO KNAPHTPOMMLIMH C¢ OpPHIAra e4HOBPEMEHHO C TE3H
cpencTsa, 0coOEHO NPH NAUUEHTH C BUCOK PHCK OT KbpBeHe (BxkK. Touka 4.4).

Owmenpason
Kitauua (500 mg Ha pcexu 8 waca) e npunarad B xomGuHaumMs ¢ omenpazon (40 mg AMEBHO) Ha 3apaBu

BB3pacTiy nuLa. PasHoBecHHTe Nia3sMeHH KOHLIEHTpaLuy Ha oMenpasos ce ypenuyapaT (Cuax, AUCo24 H
ty; ce yBenuuasar ¢ 30%, 89% u 34%, cboTBeTHO) NpH enHOBpeMeHHO npunarane Ha Knauun. Cpeauara
24-yacosa ctoiiHocT Ha pH Ha cToMaxa e 6ina 5,2, korato oMenpason e 611 NpuIaras CAMOCTOATENHO H
3,7, xorato omenpaszon e 6wi npunarad ¢ Knauua. :

Cunnenadun, Tananadun u papaeHadun

Beexku ennn ot Te3u ochoanecrepasun uHxHGuTOpH ce Metabostaupa node
CYP3A moxe na 6bae HHXHOMpaH TIpH eAHOBPEMEHHOTO MpHIOKeHHe Ha Kn
Apunoxerne Ha Knanua cue cunpeHadu, tananadun u sapaeHadwi, obukHOBE




EKCTIO3HIMATA Ha docdonnecTepaztus HHxUOHTOP. [Tpn eAHOBPEMEHHOTO IPHAGKEHHE Ha cUAfeHadun,

Tapanadgun u Bapaenadmn ¢ Knauua 1pabpa na ce 0GMHUCIHM BB3MOKHOCTTA 33 MOHHKABAHE HA TAXHATA
oo3a.

Teodunun, xapbamazenun

Pe3ynTaTi OT KNHHMYHH NMPOY4BAHHA MOKA3BAT, 4e CHLLIECTBYBA YMEPEHO, HO CTATHCTHYECKO 3HAUMMO
(p<0.05) noeuwapane Ha HUBATA Ha LMPKYTUPALMS TeODHIMH WK Kap6aMaseuH, KOTaTo eHO OT TE3H
NEKAPCTRA Ce Npunara eAHOoBpeMeHHo ¢ Knarma,

Toareponuu

MeraboausMbT Ha TONTEPOAHH CE OCHLIECTBABA OCHOBHO upes 2D6 miodopmara Ha umuroxpom P450
(CYP2D6). Bunpexu ToBa, mpH uacT oT momysmauusTa ¢ aunca Ha CYP2D6, e YCTAHOBEHO 4e
MeTabonu3MbT ce H3BBpLIBa ¢ nomolrra Ha CYP3A. [Ipu TasM yacT oT nonynauMsTa, “HXHOHpaHeTO Ha
CYP3A BoaM 70 3HAYMTENHO NO-BUCOKM CEPYMHH KOHLEHTpAalMH Ha TONTEpOmMH. Moxe na e
Heo0X0AMMO HaManiBaHe J03aTa Ha TONTEPOAHH B npucheTeHeTo HA CYP3A uixuburopn, kato Kianua
NpH NOMyNauMATa Ha cnabo metabonusupaiuu upes CYP2DS6.

TQHBBOJIGEHCiOEHaSeﬂHHH !HQ![Q, ANnpa3onaM, MUAA3I0NAM, T QH&SDJ]M!

Koraro mMupazonam ce npwiara saegso ¢ Knauun Tabnerkn (500 mg apa tetv aueso), AUC na
MH/1a30/1aM € NOBHLIEHO 2,7 MBTH ClIE], HHTPABEHO3HO MPHICKEHUe HA MugazonaM, [Ipn HHTpaBEHO3HO
NpHIOXKeHHe Ha MufasonaM ¢ Knauua, naumextnre Tpafea aa 6wpaar peposHo HabmogasaHu ¢ orsen
CBeHTyaNHa NpOMAHA Ha Ao3ata. IIpunoeHHeTo HA MMAA30/1aM [10 OPOMYKO3€H (BT, KOSTO MOXe ja
3800MKOMM  MPECHCTEMHOTO eNHMHHHMpaHE Ha JIEKAPCTBOTO, € MO-BEpOATHO pJa JOBEAe /0
B3anMozeficTBHe, noAo0HO Ha HabnionNaBaHOTO ciel WHTPABEHOZHO NPHIOKEHME Ha MMazonam,
OTKOMKOTO O B3aMMOAEHCTEME, MOROGHO Ha TOBa Cel MEPOPAnHO MpuaokKeHue. ChIIMUTE NpeanasHH
MEDKH TPAGBA 1a Ce MPWIOKAT ¥ NO OTHOWCHME Ha APYruTe GeHI0AMAICHMHM, MeTaGOMH3MpAHN OT
CYP3A, Bxnwountento tpuasonaM H annpasonam. [IpH GeHsomuajenuHMTe, YHETO eIHMHHHPAHE He €
saBucuMo 0T CYP3A (TemasenmaM, HuTpasenam, jopasenaM), HE C€ OYAKBA KIHHHYHO 3IHAMHMO
B3anMoaeicTave ¢ Knanna,

WmMa nocTmapkeTHHroBH ChOGILEHHMA 3a NeKAPCTBEHH B3aHMOJEHCTBHA M edleKTH BHPXY USHTpaTHara
HepsHa cucrema (LIHC) (nanp. coMHONEHTHOCT M 06BPKAHOCT) NMPH €IHOBPEMEHHOTO MPHICKEHHE HA
Knauma u tpuasonam. Ilpenopbusa ce npocnenspane Ha MaLMeHTHTE N0 OTHOLICHHE HA MOBHIIABANHE HA
tapmaxonorunmTe edekrr sppxy LIHC.

gg V2U AeKApCmee u 83aUMadeiicmeun

Komxuuus

Konxuuun e cy6erpar kakro ua CYP3A, taka u Ha edmyxcHus Tpancnoprep P-rauxonporenn (Pgp).
H3gectno e, ue Knauun u apyru Makponuau ca muxuGuropu Ha CYP3A u Pgp. [Ipu ennospementoTo
NpHio¥keHHe Ha KnauMa H konxuuuH, HHxubupauero na Pgp wiunu CYP3A or Knauug moxxe na nosesie
RO NOBHLIABAHE EKCMO3IMUMATA HA KOMXHUMH. EQHOBpeMeHHOTO npuiarase Ha Koaxuuud B Knauwp e
APOTHBOIOKA3aHO (BX. TOUKK 4.3 1 4.4).

Ourokcun
Cuura ce, ye qurokcur ¢ cyberpar Ha edurykenus Tpancroprep P-rauxonporens (Pgp). Hssecto e, ue
Knaimn virixuGupa Pgp. Tpu eqnoBpeMeHHoTO Npuaoxende Ha Knauua v AMrokcuH, uaxubupaHero Ha
Pgp ot Knausa Moxe na foseae A0 NOBMLIABAHE EKCNIO3HMLMATA HA JHFOKCHH. B NOCTMapKeTHHroBHA
NEepHOJ, ChLIO ca CHOOMIABANM CNYYaH Ha JIOBHILEHME HA CepYMHH KOHLEHTPAUMHM HA JHMIOKCHH IIpH
NaUMEHTHTE, NpHeMaty Knamya w aurokcis. Hakon or naupeHTdTe ca nokasanu | SAPRHHU([DH3HALI
Ha [MTOKCHHOBA HWHTOKCHKALMA, BKMIOMMTCNHO TOTEHUMANHO QaTtanan Spipeiii SPYMHHTE
KOHUEHTPAaLMK HA AHFOKCHH TpAbBa Ja GBAAT BHMMATEIHO NPOCNEAABAHH np}r’ aulije e, TP
eAHOBPEMEHHO AMIOKCHH W Knamm,

3unoByaHH



EnnoBpemenHoTo nepopaito npunokenye Ha Knauua Tabnerky u sumosyaus npx HIV-urdextnpany
BB3PACTHH MALMEHTH MOXKe J1a NOBEAE OO0 NOHHXEHO PABHOBECHO ChCTOSHME Ha KOHLEHTpAlHHTE Ha
3ugoByauH. Tbii kato Hail-sepoatHo Knaumd nomamsBa pezopSUMSTA HA €NHOBPEMEHHO MPMITOKEHHA
NEPoOpaNieH 3HAOBYAHHE, TOBA B3aUMOJEHCTBHE Moxe 1a ce u3berHe B rosiAMa cTeneH upes paszieifiHe Ha
Ao3ute Ha Knauma v 3uaosyAMH 3a MOCTHraHe Ha 4-4aCOBM MHTEPBATM MENTY TIPMEMA HA JIEKAPCTBATA.
Tosa B3aumoneficteie He ce mosBABa NpH Neamatpuudy HIV-uHbexTHpaHM NAUMeHTH, NpHEMALH
Knauun cycnensus cue 3unoBynun WM anpeokcHuHosuH. Tosa B3aMMOOEHCTBHE € MaNKoO BEPOSTHO,
korato Knaimn ce npuiara upes HHTpaBeHo3Ha uHdy3pa,

DenyToMH W BaINpoaT

Hma cnonraHHM wiM nyGnukysasH choLIEHHA 32 BlaumonelicTBHs Ha CYP3A4 HHXHOHTODH,
BKIOUHTENHO Knauua ¢ ekapcTsa, 3a KOMTO Ce CUMTa, 4e He ce metabonusupar or CYP3A (uanop.
tenuroun K Bannpoar). Tlpenophusa ce H3MEpPBAaHE HA CEPYMHHTE HHBA HA Te3H JIEKAPCTBA, KOTATO ¢
npuiarat eaHospeMeHHo ¢ Knaupa. CrobuasaHu ca noBHIIEHH CEPYMHH HHUBA.

Hdeynocounu dapmaxoxuremunriu 83aUMeOCUcCmeun

ArazaHaBup

Knauua u araszanasup ca cyGerpat v unxuburopn va CYP3A M ChlecTBYBAT AaHHH 33 ABYIIOCOYHO
NekapcTBeHO B3aHMoaeHcTBue. EnnospemennoTo npunoxkenue na Knauna (500 mg Asa T AHEBHO) ©
atasaHaBup (400 mg BeaHLX THEBHO) BOAM A0 ABYKPATHO MOBMIICHHE eKCMo3HUuaTa Ha Kinawua H 70%
noHwkeHHe Ha ekcnosuuuaTta 14-OH-xnapurpomuumH, npu 28% mnoeumenwe AUC Ha atasaHaBup.
Topaay mupokHs Tepanertwued nposopen ha Knauwp, He ce Hanara NOHWXKABAHE HA 1034Ta npH
nauueHTH ¢ HopMautHa Gpbpeyna dynkums. [Ipn naumeHTHTe ¢ yMepeHa yBpeneHa 6s6peuna dyHkumA
(kpearutnHos xaHpeHe 30 ao 60 ml/min), nosata na Knauun tpabsa na Guae namanena ¢ 50%. [Ipn
NALHEHTHTE ¢ KPEaTHHKHOB KIMPBHC <30 mi/min, ao3ara Ha Knamuza Tpabera na 6bae Hamanesa csc 75%
NpH H3NOA3BAHETO HA MOAXOAdINA NexapcTeeHa (opma Ha Knamwa. Josu Ha Knauma, mo-BHCOKH OT
1 000 mg nHeBHO He TpiOBA 1a C& MPHITArET 38€AHO C IPOTER3HH HHXHGHTOPH.

brokep Ha KaNlMeBHTE KAHATIH

[IpenopsyBa ce MOBHIIEGHO BHMMAHHE TPH €AHOBPEMEHHOTO NpPWIOKeHHe Ha Knauua u 6nokep Ha
KalUHEBHTE KAHAIH, KOHTO ce MeTabomusnpat or CYP3A4 (Hanp. Bepanamil, aMNORRINH, JHITHA3EM)
nopag1 pHCK OT XMNoToHuA. [lnasmMeHuTe KOHueHTpauuu Ha Knauma, kakro ¥ Ha Grokepure ua
KaJILMEBHTE KaHAIM MOMKE Na Cce YBeNM4aT, KOeTo ce ABDKM HA B3auMOJEHCTBHETO HM. XHIOTOHHA,
OpaguapHTMuA M NTAKTaTHA AUMZ03a ca Ounm HabmoaaBaHu IpH NauMEeHTH, MPHEMAIld eJHOBPEMEHHO
Knaumn v Bepanamun.

Hrpakonaszon

Knanuag u urpaxowason ca cyberpath u ummxuburopy na CYP3A, KoeTo BOAM A0 OBYMOCOYHO
TEKApCTBCHO B3aHMMoAeHCTBHe. Knauma Moxe Ra NOBMMIM MNa3sMEHWTE HWBA Ha WTPAKOHA3ON, a
HTPaKoHa30/ MOXE Ha MOBHillK InasMeHuTe HMBa Ha Knawma. [MTaumenture, npueMaly eqHOBPEMEHHO
uTpakoHason ¥ Knauup 1paGea na Gbpar penoBHo npocneisfBaHW 3a MPH3HAUM WIH CHMITOMH Ha
HOBHILEH HJTH YIB/DKEH (DapMAKONOrHYeH edeKT.

CaxBHHABHpP

Knauua u cakeunasup ca cyberpath u wuuHxuGuropd Ha CYP3A W MMa JauHH 33 ABYMOCOYHM
JeKapcTBeHH BiaHMogelcreus. ExnospeMenroro npunoxenue Ha Knauua (500 mg asa e JHEBHO) M
CAKBMHABHP (MEKH XeNaTHHOBH Kancynu, 1 200 mg Tpu metH AxesHo) npu 12 3apaBu aoGpoeonuu e
AOBENO N0 CTOHHOCTH B paBHOBecHO cheTofHMe HA AUC B Cpa Ha cakBHHaBHp, ChOTBETHO 177% M
187% 110-BHCOKH OT Te3H MPH CAMOCTOATENHOTO TIPHIOKEHHE Ha CAKBUHABHD. CTOMHOGTHPe-HA

ouitt o
'~‘:.I’f.'l ‘

npunoxenve Ha Knaupn. He ce Hanara npomsHa Ha 103aTa npH €AHOBPEMEHHOTY,
NekapcTBa 3a OrpaHHueH MepHOA OT BPeMe B NPOYYBAHHTE JO3H/NEKapCTBEH
MPOY4BAHHATA BBPXY ACKAPCTBEHWTE BIANMOACHCTBMA NPH NPHICKEHHETO
Karcysii MOXe 12 He ¢a MOKA3ATEeNHH [0 OTHOIIEHHE Ha eDEeKTUTE NpH MPHIQ
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noa QopMata Ha TELPAM JKENATHHOBM KANCynH. JIaHHHTE OT MPOYHBAHHATA BBLPXY JIEKAPCTBEHHTE
B3AMMOZIEACTBHA MIPK CAMOCTOATENHO HPHIMKEHHETO HA CAKBHHABHD MOXE [a He ¢4 NOKA3aTeNTHH Mo
OTHOLUEHH¢ Ha HalmoAaBaHuTe edeKTH TpH JEYEHHETO CbC CAKBHHABMp/puTOoHaBMp. [lpu
€AHOBPEMEHHOTO TNPHIOKCHNE HA CAKBMHABHP ¢ pPHTOHABHp, TpAOBa 12a ce HMAT NpPeaRHA
MOTeHUHANHUTE e)eKTH HA PHTOHABHP BBPXY Knauun (ex. Touka 4.5).

4.6 @epraanTer, GPEMEHHOCT H KbpMeHe

bpemennoct

Besonacuocrra na Knauma no speme Ha GpemeHHOCT He e ycraHoBeHa. Bha OCHOBA HA [POMEHIHBH
pe3ynTaTd, MOJY4YEHH OT NpPOY4YBAaHHUA NPU KHUBOTHH K OMHTA NpPH XOpa, HE MOXKE Ja € H3KIIOUM
BEPOATHOCTTAa OT HEWeNaHH peakiHH BbpXY eMmOpHoderanHoro paseutHe. B Hakom obcepBaisoHHM
NpoyHBaHHA, OLUCHHBAUIM CKCMO3HLMATA HA KIAPHTPOMHULMH [pe3 MBPBMA W BTOPHA TPHMECTBP, ce
cBoO1IaBa 32 NOBMLIEH PHUCK OT CNIONTAHEH aBopT B cpaBHEHHE C HEM3MON3BAHETO HA AHTHOMOTHK WM
H3MOJI3BAHETO Ha APYr aHTHOHMOTHK Mpes ChIUMA mepuod. Hanuuuwre enMAeMMONOrHYHH NPOYYBAHHS
OTHOCHO PHCKA OT CepHO3HH BpOAcHHM MajlpopmauuH npH ynoTpebaTa Ha MaKpOJMAH, BKIIOYMTEIHO
KNapATPOMULKH, N0 BpeMe Ha OPEMEHHOCT NPEJOCTABAT NPOTHBOPEUMBH pe3ynTard. [lopan Tosa He ce

npenopreyea npuemMsT Ha Knauun no speme Ha GpeMeHHocT Ge3 1a € BHUMATEIHO HANPABEHa OLIEHKA Ha
TNOJT3UTE COPIMO PUCKOBETE.

Knpmene

Besonachoctra #a Knanma no speme Ha kbpMeHe He ¢ ycTaHoBena. Kiaumpa ce otaens B KbpMaTa B
MaJIKH kosiHuecTsa. Mauncneno e, ye kppMaueto, we noiyus okono 1,7% or jo3aTa KIaPUTPOMHLIMH,
KOPHrMpaHaTa Cropen TerJIOTO Ha MakkaTa.

Qeprunurer
[poyuBaHusTa Npu MABXOBE HE MOKA3BAT JAHHM 32 BpeaHH eeKTH BbPXY depTiuTera (BK. To4ka 5.3).

4.7 Edexrtn m,pxy cnocobroctTa 32 wodupane u paora ¢ Mamuny

Hama nannm 22 saunnveto na Knanma sspxy cnocobroctTa 3a modupase win pabota ¢ makHH. TIpeau
wodupase wiM pabora ¢ MamMHH TPAGBA Na ce MMA MpeABHA BHIMOKHOCTTA 38 [OABA HA 3aMAAHOCT,
BEPTHTO, OOBPKAHOCT U IE30PHEHTALMA, KOWTO MOTAT J1a CE MOABAT NPH NPHEM2 HA TOBA JIEKAPCTBO.

4.8 Hexenann nekapCTBeHH peaknnu

Hali-uecTo cpelnannme HeXenaHW JekapCTBEHH peakunH, ¢Bbp3awu ¢ tepanmara ¢ Knauma npw
BE3PACTHH H MEJMATPHYHA NOMyNalWd, ca KopemHa Gonka, AMapus, rajeHe, NOBPBHIIAHE H NPOMEHEH
BKYC. Te3d He)xenanH peakuuH oGHKHOBEHO <a JIEKH MO MHTEH3MBHOCT M €2 B CHOTBETCTBHE C NMO3HATHA
npogun na 6e301acHOCT HA MAKPOIMAHMTE AHTHOHOTHLIM.

Hama 3nauuMa paznvka B HeCTOTAaTa Ha TE3W CTOMAIUHO-YPEBHH HEXENAHH PEAKUMM MO0 BPEME Ha
KIHHHYHH H3NHTBAHMSA MEXAY [OMyNALHNTE MalMeHTH ¢ MaH 0e3 npemmecTBamy MHkoOaKkTepHaIHH
HHDEKIIHH.

Cnezppawiata Tabnyua nokassa JOKTaJABAHMTE HEXKENAHM PEAKUMM OT KIMHMYHKM M3TMTBAHHA H OT
MOCTMAapKETHHroBus. onuT ¢ Knauma rpaHymu 3a nepopanHa cycneH3us, TabneTkn € H3IMEHEHO
ocsoboxaBane, uaMupai TaGneTKY U npax 3a undy3UOHEH PasTBOP.

HaTHYHHTE AaHHH HE Mo)Ke Aa 6bae HampaseHa oueHKa). BeB Bcaka rpyn#
PeakiiMH Ca NPCACTABEHA B HH3XOAALL pefl Ha TAXHATA CEpHO3HOCT, TaM Kb
6bae oueneHa.
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MedDRA-6aza Mmuoro uectd | Yectn Heuectn C uensBecTHa uecToTa*
JAHMHH HA =1110) =1/100 po 1/1 000 ao <1/100) (0T HANHYHNTE NAHHH He
Cuctemo- <1/10) MOxe A8 GbAe HANpaBeHa
OpraHH# KiacoBe OllenKA)
Huderumu u Lenynut!, kauauauasa, | IcerpomemOparosen
uHpecTauH racTPOEHTEPHT?, KOJIMT, EpM3HNeJ],
HH(EKIA', BAarMHATHH
HHSKIIHE
Hapyweus Ha JleBKonEeHHA, Arpanynouurosa,
KPbBTa H HeyTporeHus®, TpoMOOLHTOIEH!A
nmbrata TpoMGouHTeMus’®,
CHCTEMA eosuHODUANA*
Hapyuienna na AnatunakTouana AnadunakTHIHA peakLus,
HMYHHATa peaxtina’, aHTHOSLeM
CHCTeMA CBPbXUYBCTBUTENHOCT
Hapyimenns na AHOpEKCHA, NOHIKEH
meTabosH3Ma H aneTHT
XPAHEHETO
[IcuxuyHm Beiceaue TpesoxHocT, HepsHocT | IIcHxOTHIHA HapyIIeHns,
HApYIICHMS CHCTORAHKE Ha OOBPKAHOCT,
JenepcoHanH3aLms,
JenpecHs, Je30pHeHTaLMA,
XAIOLHHALS, HeoOudalHi
ChHRIIIE, MAHHA
Hapyinennsa na Hucreyana 3aryba Ha cbananue', KousyncHH, areyaus,
HEPBHATA CHCTEMA raasoGonue AMCKHHEIns', napocMHA, BHOCMHA,
3aMafAHOCT, CBHIMBOCT, | [apecte3Hs
TpeMop
Hapynrenus Ha Bepruro, napymenna Ha | Tmyxota
YXOTO H cnyxa, THHHTYC
nabupHHTa
Copaeusn Cepaeued apect!, Torsade de pointes,
HapyeHNA peACHPIHO MbKIAEHE!, | KAMEPHA TAXHKApAMA,
yasmxken QT B EKT, KaMepHO MBAKICHE
excTpacucTonu!,
NanMTalHK
ChaoBu Bazogunararms! Xemoparua
HapYIUIeHHA
PecnupaTopHH, ActMma!, emucraxcrc?,
TBAHH H 6enonpobex
MeIHACTHHANHY emBonuznm’
HApYLIEHUS
CroMausHo- Huapus, Esodarur, OcTbp NaHKpeaTHT,
qpeBHU NOBPBILAHE, ractpoesodareanHa NPOMEHH B LIBETA Ha €3HKa,
HapylIeHUA OHMCTIETICHA, peduykcHa Gonect?, TIPOMEHH B LibeTa Ha 3p0UTe
rageHe, KOPEMHa | FacTPHT, NpokTanrus?,
fonka CTOMATHT, TIOCHT,
NoAyBaHE Ha KopeMa®,
KOHCTHNALYA, CYX0TA B
ycTaTa, OpHIBaHe,
dnaATYREHIIHA
Xenarobunuapru AGHopmer Xonecrasa®, xenaTur?, Yeproapobua
HapynIeHus uepronpoben NOBHIIEHA HEAOCTATBHYHOCT,
tyHxumonanes | ananMHaMHHOTpaHChepa e d
TecT 3a, OBHILIEHA ACMIAPTAT
amuepoTpaHcdepasa,
TIOBHILIEHA raMa-
LayTAMKITpanchepadat

12




MedDRA-6aza Muoro gectu | Yecn HeuecTn C HeuspecTHA vecTOTA*

AAHHH HA (=1/10) (=1/100 no (=1/1 000 no <1/100) {0oT HAJTHYHHTE AAHHH He
Cucremo- <1/10) moxe g ObAE HaNpaBeHa
OPraHHH KIACOBE OleHKa)

Hapyuienus ua O6pus, Bynosen AepMarut, TexKH KOXKHN HEXENAHH
KOXaTa M XHIIEPXHAPO3a cbpOex, YPTHKapHX, peaxiun (SCAR) (nanp.
HOAKOMHATA MaKyno-fMamyno3en OCTPa TeHEpANNIAPARa
ThKaH 06pus’ EK3IAHTEMATO3HA IYCTY 1038

(AGEP), canapom Ha
CTupsHC-/IHOHCHH,
TOKCHUMA eNHASPMAIHA

HEKPONU3a, TEKAPCTBEH
o0pHB ¢ e03MHOGNIHA H
CUCTEMHH CHMITTOMH
{DRESS)), akne

Hapymenua na Myckynuu cnasmyu’, - | PaGaomuonnsa?,' Muonatus

MYCKYITHO- MYCKY/IO-CKEJIeTHa

CKefeTHaTa CKOBAHOCT!, MUarus’

cHCTeMa K

Che/IMHHTENHATA

ThKaH

Hapymienns na YsenHueHue Ha BuipeuHa HEAOCTATBYHOCT,

6n0pennte 1 KpeaTHHMHA B KpBBTa, HHTepCcTHLHALEH HeDPUT

NUKOSHKTE yBENHYeHHE HA YpedATa B

METHIOA KpbBTa!

O6um vapymenns | Dnelur Ha Bonka ra Hepasnonoxenne®,

H edeKTH Ha MACTOTO HA MACTOTO Ha NOBHIIEHA

MACTOTO Ha HHXKeKTHpaHe' | MiDkekTHpade!, | Temneparypa’, acTemus,

HPHITOKEHHE BB3fIANIEHNE Ha rpeauna Gonkal,

MACTOTO Ha BTpucaue’, ymopa!
HHKEKTHpaHe!
Hacneapanus AGHOPMHO OTHOILICHHE Tosumen INR, yabmxeHo
an6ymun rno6ymin’, NPOTPOMOHHOBO BpeMe,
TIOBHIICHHE Ha aGHOpMeH IBAT HA YPHHA

ankanuata ocaraza s
KpbBTa*, NOBHIICHHE Ha
NaKTAT AeXMApPOreHasara
B KpheTat

*[Topagu TOBa, He TE3H PEAKUMH Ja JOKIAABAHM £OGPOBOJIHO OT NONYJALMA C HEONpeAEeH PaIMep, HE BUHATH e
BEIMONHO Jia C€ NPEANONOKH HANAEKRHO TAXHATA YECTOTA WM Aa CE YCTAHOBH NPHYHHHO-CJAEACTBEHA BPb3Ka C
SKCMO3HIMATA KbM JICKapcTBOTO. EKCNOZHUMATA HA TIALIMEHTHTE ¢& NpeAnoNara 1a € no-roasMa oT 1 MiwIHapa ARH
naLmenTo-neueHue 3a Knanug,

**B Hakou oT AoknaauTe 3a paGaomuonn3a, Knaumn e mpunaraH efHOBPEMERHO C APYTH NEKAPCTBA, 33 KOHTO €
H3IBECTHO, Y€ €A CEBP3AHM ¢ M0ABATa Ha pabIOMEONM3A (KATO CTATHHM, GHOPATH, KOMXMIHH WIH ANOIYPHHON).

' HIIP soxnazpaki CaMO 32 TIPAX 34 MH(YIHOHEH pasTBOP

2 HJTP poknanBaHM camo 3a TabneTku ¢ ¥YABJOKERO OcBOOOK IaRaHe

3 HJIP nokansany camo 3a rpaHyJiH 3a NEpOpaiHa CyCneH3na

* HJIP noknaasaHy camo 3a TabneTku ¢ He3a6aBHo ocpo6osxk1aBaHe

‘Iecm'ra’ra, BHAZ M TEXKECTTA Ba HEAKCIAHWUTS JIEKAPCTBa IPH Actia ¢e OYaKkBa na ObjaT CHUIATE KAKTO OpH
BB3PAaCTHR.

WMYHOKOMIIPOMETHPAHHU TALHEHTH
Hpn nanmenty che CTIHH 1 Apyr# HMyHOKOMIIPOMETHPAHY MALKEHTH, IeKYBaHK 33 MAKOGaKTEpHAIHH
MHEKUMH C NO-BHCOKHM 11epopaHH A03H Knawun 3a npogsmkuTeieH MEpHOZ, H4ecTo g A
C€ OTIHYAT HeXenaHuTe ChOuTHA, cBBP3aHH ¢ Kiauua ot cumnromute Ha CITH
3afonapane. '

ITpu BB3pacTHH NauueHTH, Nekysauu ¢ Knanun 1 000 mg ofwa aHeBHa no3a, |
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HeXenaHd cLOMTHS ca: rajeHe, NOBPbBINAHe, NPOMAHA HA BKyCa, KOpemHa Oonka, muapus, obpus,
Quiatynenumsa, rnasoGosnue, 3anek, HAPYLIEHHs HA CyXa, NOBHMUIEHH CEPYMHA INyTAMAT OKCATOALETAT
TpaHcamuHaza (SGOT) u cepymua rimyramar nupysar Tpancamunaza (SGPT). JonsauutenHu cs6uTH ©
N0-HHCKA YeCTOTa Ca 3a0yX, OesctHHe U cyXoTa B yeTaTa.

TlpH Te3n HMYHOKOMNPOMETHPAHH MALHEHTH Na6OPATOPHHTE MOKA3ATE/H CA OLCHEHH [PH AHATHIHPAHE
HA Te3H CTOHHOCTH (€3 BK/MIOYBAHE HA TOJIEMHTE OTKIOHEHMS (T.e. EKCTPEMHO BHCOKH H EKCTPEMHO
HHCKH) 32 KOHKpeTHOTO u3cneasaHe. Ha Gasata na Tesu kpurepnu, okono 2% 10 3% OT Te3H mamuueHTH,
kouTo nomyvasat 1 000 mg Knauua aHesHo ca uManu ceprosso nosuuieny HuBa Ha SGOT u SGPT u

abHOPMHO HUCEK Gpoii Genu KpBBHH KIeTKM M TpoMmGoumTd. HMCHK MPOUEHT MALMEHTH €A MMATH
TIOBHMILIEHH HHBA Ha ypes.

CoobtiiaBatie Ha ION0O3HPAHY HEKETAHH PEAKIINH

CrofiaBaHeTo Ha NONO3MPaHM HEXENGHM PEaKUMM Clief paspemnasae 3a ynorpefa Ha NekapcTBEHHA
MpoAyKT € BakHO. Tosa nmo3pongea Aa NPOZBLIKH HAGMIOZEHHETO HA CHOTHOIUEHHETO MO/I3a/pHCK 3a
JTIeKapCTBEHU: NpoAyKT. OT MEAHLMHCKHTE CNIELIMANMCTH Ce M3MCKBA A cLoGlIaBaT BCAKE MOZO3HMpaHa
HEXeENlaHa peakilng upe3 HallHOHasIHa cHeTeMa 3a CrobiaBase:

HsmbauuTenna arenups no nekapersara {(MAJ)
ya. Jamsas Tpyes Ne 8

1303, rp. Codmua

Ten.: +359 2 8903 417

yebcaliT: www.bda.bg

Karo chobiuasare Hekenanu peakini, MOXeTe 1a fajeTe CBOA MIPHHOC 3a NOJyHABAHE HA NOBEYE
uH(OPMaLMA OTHOCHO 6e30NacHOCTTa HA TOBA J1EKAPCTBO.

4.9 IIpenosupaune

CHMIITOMHM
[MonyueHure cboblueHHs nokazpat, Ye OpHEMa Ha rojeMH Konmuecrsa Knauma Moxe Aa aosene fo
nosiBaTa Ha CTDM&LLIHO-‘-IPCBHH CHMIITOMH. Hpﬂ €IHH nmailHeHT ¢ aHaMHE3a 3a 6]ﬂ10ﬂ5[pH0 paBC’I‘pOﬁCTBO,

npHen oceM rpama Knamma, e HabmonasaHo HapylueHHe Ha MEMTANHHMTE (YHKUMM, MapaHOHAHO
NOBRCACHHEC, XMNTOKANTHEMHRE B XMIIOKCEMHA,

JleueHue

Hexenanure edexrd, mpuapyxasaly npegosupasero, Tpabpa a ce JEKYBAT ChC CBOEBPEMEHHO
eNMMHHHpaHe Ha HeaGcopOHpaHOTO nexapcTBo M moamepskamd Mepkd. Kakro npH octananure
MaKpO/IM/IH, HE CE OYaKBA CepyMHHMTE HHBA Ha KIAPHTPOMHLMH [ia Ce MORJIMAAT 3HAHMTENHO IIPH
XeMOAHAIH3A HiiH NEPHTOHEeANHA ANANH3E.

5. GOAPMAKOJOIHYHH CBOMICTBA
5.1 PapMakoAHHAMAYHEA cBolicTBA

DapMakOTepaneBTHUHa rpyna: aHTH-0aKTepUANHM JEKAPCTBEHH NPOAYKTH 33 CHCTEMHO NPUAOKEHHE,
Makponua, ATC kon: JO1IFAQ9.

KNapHTPOMHLMH € 6-O-MeTun eprTpoMHUMH A. BemuaT no moutd 6sm anTHOH
OpaKTHYECKH Ge3 MUPH3Ma, N0 CHIIECTBO HEPA3TBOPHM BEB Boaa M ciabo pasTs
u aueToHUTprI. Herosoro Monekynto Terno e 747,96.
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Mukpobuosnorus

Knapurpomuums ynpaxHapa aHTHOAKTEpHANHOTO cH JeficTEME upel cBbp3pane ¢ 50S puGozomuara
cybenuHHLA Ha HYBCTBUTE/IHHTE GaKTepHH H MOTHCKA MPOTEHHOBATA CHHTEA,

KnaputpomuiiH 1eMOHCTpHpa OT/IMYHA in Vitro AaKTHBHOCT Cpelly CTaHAAPTHH IiamOBe OakrTepuH W
KITHHHYHH W3onaty. Toii npuTexaBa MHOTO MOINHO aHTHOAKTEPHATHO ASHCTBHE CpeILy LIMPOK CHEKTHpP
OT aepoOHH u avaepobuu I'pam-nonoxutenuu W [pam-oTpuuaTenuu oprasusMu. Muumanuure
uHXHOMTOpHH koHUeHTpamky (MHK) Ha xnapHTpoMHIMH KaTo uano ca ¢ eaHo log: paspexnane ro-
cHiH o1 MUK Ha epuTpoMHLMH.

In vitro naHHMTE CBIIO NOKA3RAT, Ye KIAPUTPOMHIMH HMA OTIHYHA AKTMBHOCT cpemy Legionelia
pneumophila w Mycoplasma pneumoniae. Toi e Gakrepuuunen 3a Helicobacter pylori; Ta3u aKTHBHOCT
Ha KJIApUTPOMHLMH € MO-BUCOKA Npu HeyrpanHo pH, oTkonkoro mpu kuceno pH. In vitro v in vivo
AaHHHUTE TOKA3BAT, Y€ TO3H AHTHOHOTHK HMA aKTHBHOCT CPEILY KIHHWYHO 3HAYHMH MHKODaKTepHanHu
BHAOBE. [n vilro nannMTe nokasear, ue Enterobacteriacede, Pseudomonas BUAOBETE M JAPYTH He
(hepMeHTATHBHH NaKTO30-OTpuLaTeNnHu ['paM-OTpuuaTenHH GakTepus He ca YYBCTBHTENIHH KbM
KJ1apUTPOMHLIMH,

KnapaTpoMHLMH € N0Ka3an aKTHBHOCT Cpellly NOBEYETO [AMOBE Ha CJIEIHHTE MHKPOOPTaHH3MH, KaKTO
in vitro, TaKa H NIPA KIIMHHYHK HHQEKIMH, KAKTO € ONHCaHO B Touka 4.1:

Aepobun I'pam-N0I0KHTETHE MAKPOOPraHHIMH
Staphylococcus aureus

Streptococcus pneumoniae

Streptococcus pyogenes

Listeria monocytogenes

Aepobnn I'pamM-0TpHUATEIHH MHKPOOPTraHN3IMH
Haemophilus influenzae

Haemophilus parainfluenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

Apyrs MEKpOOpraHH3MH
Mpycoplasma prneumoniae
Chlamydia pneumoniae (TWAR)

MukoGakrepur

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium gvium complex (MAC), crctosmu ce ot: Mycobacterium avium
Mycobacterium Intracellulare

Bera-naxtamasuata npoyxuus se Tpabpa 42 uma edexT FLPXY AKTHBHOCTTA HA KJIAPHTPOMMLIHH.

3ABEJIEXKA: TloBe4yeTo 1amMoBe METULIWIHH-DE3HCTEHTHH H OKCALIHIHH-PE3HC WIOKOKH
Ca Pe3UCTCHTHH KbM KIapHTPOMHLKH. ég\’“m” flo

Helicobacter
Helicobacter pyiori
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H. pylori e wsonvpan B Kyarypd, monyyeHu npenM TepanusTa, kato knaputpomuuud MHK ca
onpefeneHd mpeay jedeHnero npv 104 maumenta. OT TAX 4YeTMpHMa nauUMEHTH HMAT PE3HCTEHTHH
LiaMoBe, JasaMa MaUMEHTH HMAT IUAMOBE ¢ MEMJIMHHA YyBCTBHTENHOCT M 98 nauMeHTa HMar
YYBCTBHTENIHH LIAMOBE.

CrennMre in vitro JaHHH ca HalM4HH, HO _THXHATA KJAMMHYHA 3HAMHMOCT HE e HIBECTHA.
KnaputpoMuusH nokassa in vitro aKTHBHOCT Cpelly [OBEYETO LIAMOBE HA CIEHUTE MAKPOOPTaHU3MH;

BCE MaK, 5e30(1aCHOCTTa M €()eKTHBHOCTTA HA KIAPUTPOMMLMH NpPH JIEYEHHE HA KIHHHYIHH MHPpEKLMH,
AB/LKALUK CE HA TE3H MHKPOOPraHW3MH, HE €2 YCTAHOBEHH NPH NOAXOJAIH M Fobpe KOHTPONHpaHu
KITMHWYHH H3NHTBAHHA.

Aepobnn I'pamM-n010KHTENHE MEKPOOPranH3MA
Streptococcus agalactiae

Streptococci (Tpyna C, F, G)

Viridans epyna streptococci

Aepobuu I'pam-oTpHNATERHN MEKPOOPraHKIMH
Bordetella pertussis
Pasteurella multocida

Anaepobau I'pamM-no10KATEIHH MEKPOOPraHH3MH
Clostridium perfringens

Peptococcus niger

Propionibacterium acnes

AnaepoOun I'paM-0TpROATEIHE MUKPOOPraHH3MA
Bacteroides melaninogenicus

Cunpoxern
Borrelia burgdorferi
Treponema pallfidum

Kamouaobakrep
Campylobacter jejuni

OctoBuusaT MeTalONMT Ha KIAPHTPOMHMUMH NPH YOBEKA W APYrH MPHMATH € MHUKPOGHONOTHYHO
akTHBHUAT MeTabonut 14-OH-knaputpomuumus. Toin MeTaGONMT € ChiIO TONKOBA aKTHBEH MK 1 Ao 2
MbTH NO-MAJKO AKTHBEH OT M3XOAHOTO CHEIAWHCHHE 3a MOBEYETO OPraHU3MH, ¢ M3KMOYEeHHe Ha
influenzae, cpeuly Kkolito € aBa OBTM no-akTuBeH. Maxognoro memecteo W 14-OH meraGonutrst
YNpaxHABAT afiMTHBEH MK cHHepruveH edexr Bepxy H. influenzae in vitro % in vivo, B 3a8BHCHMOCT OT
GaKTepHaJIHHTE IAMOBE.

3a KNapHTPOMHLIMH € YCTAHOBEHO, e € [Ba A0 AECET IBTH MO-AKTHBEH OT EPHTPOMMUMH B HAKOJIKO
CKCIEPUMEHTANTHH KUBOTHHCKH uH(exumolnn mofeny. [TokazaHo e nanpumep, 4e € A0-e(PeKTUBEH OT
SPUTPOMULHMH NMPH MHINKE CHCTEMHH HMHQEKLMH, MHLIM TIOAKOXKHA abcuecd M MMIUH WHpEKUHMH Ha
MMxaTelIHUTe ITHINA, NPHUHHEHU OT S. pneumoniage, S. aureus, S. pyogenes w H. influenzae. Tlpu
MOpPCKH CBUHYETA ¢ NerHOHENHa WHQEKUMS TO3H ebeKT € NO-CHIHO H3PAa3eH; MHTPANEePHTOHealHa 103a
ot 1,6 mg/kg/nen knapUTPOMHUMH e no-edekTHBHA OT 50 mg/kg/neH epHTPOMHLIHH.

TecToBe 3a yyBcTBHTENHOCT
KonmuuecTseHH METOAM, KOHTO M3MCKBAT M3MEDPBAHETO HA 30HOBH nuameTpu P LT

{andy3uoHeH TecT Ha Kx,pﬁn-Bayep), HHTEPIIPETUPAHETO KOPEeIHpa THaMETp g

=
=
2

B\
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Ha To3u auckoB TecT ¢ MUK crofinoctute Ha knapurpomuums. MUK croiiHocTHTE & onpenensT upes
OynBOHEH WM METO/ Ha pa3peskaaHe B arap.

[Ipu Tesn npouexypu pesymarar ,uyBCTBHTENEH” Ha naboparopusTa mnokasea, ve HH(EKTHPALIHAT
OpraHH3bM BEPOATHO 1€ Ce TIOBNMAE OT TepanmuATa. Pesynrar ,pesdcreHTeH” MOKa3ea, e
HHPEKTUPALKAT MHKPOOPTaHH3BM BEPOATHO HAMA Ja Ce MOBJIMAE OT Tepanusra. Peaynrar ,,MemMHua
YYBCTBHTENHOCT” NPETIONara, Y€ TEPANEBTHYHHAT e()eKT HA NEKAPCTBOTO MOXKE Na € HECHIypeH HIH
MHKPOOPraHM3MBT Wle Oble 4YBCTBHTENEH, aKO Ce HINOMA3BAT MO-BHCOKHM A03H. (MexnuHHATA
YYBCTBHTEITHOCT ChLIO C€ HAPHYA YMEPEHA YYBCTBHTENHOCT.)

Mous, sixcre creuuduinara nndopMaums 3a Bamara cTpaHa Wil PErvoH OTHOCHO MPaHHYHH CTORHOCTH
33 YYBCTBHTE/IHOCT, PE3HCTEHTHOCT M MEXIMHHA HYBCTBHTEHOCT.

5.2 DapMAKOKHHETHYHH CBOliCcTRA

AbBcopbunn

KuHetvikara Ha opaiHO NPUNOKEH KIAPHTPOMHUMH TableTKH C HIMEHEHO OcBOGOXKAABAHE € TIPOYYEHA
NpH BB3PACTHH XOpa H CpaBHeHa ¢ KnapuTpoMuumH Tabnerkn 250mg u 500 mg ¢ HezabGasHo
ocpo0oxaaBaHe. YCTAHOBEHO €, ue CTEMeHTa Ma abcopbuMA e eKBMBAJleHTHA, KOTATO ¢a MPHIOKEHH
€KBHBAJICHTHH IHEEHH A03H. AGcomoTHaTa OGHOHANMYHOCT € NpUONK3UTENHO 50%. YCTAHOBEHA € HHUCKA
WK JIHOCRAINS HEMPEABHeHA aKyMynauysd H MeTabonuTHaTa JUCTIO3HLMA HE Ce POMEHA [P Xopa ciel
MHOXKECTBEHO J03HpaHe. basHpaHo Ha 3aKMOYEHHETO 33 eKBMBAIEHTHA CTeneH Ha aGcopbLma, cnegHuTe
in Vitro W in vivo JaHHH Ca IPHACKHMH KbM NekapcTeeHaTa GopMa ¢ HIMEHEHo ocBoGoKaaBaHe.

Pasnpenenenue, 6uorpanchopmaiius u ENHMMHHHpaHE

In vitro

In vitro MpoyusaHMs TIOKAa3BaT, Y¢ CEBP3BAHETO HAa KIAPHTPOMHMLMH C MPOTEMHH B HYOBEHIKA TLIA3Ma e
cpearo okono 70% npu koHueHTpauun ot 0,45 no 4,5 pug/ml. Hamanenue Ha cebp3panero ao 41% npu
45,0 pg/ml npennonara, ye Mectara Ha CBbP3BaHE MOTAT 43 GbJAaT HACHTEHH, HO TOBA CE CNYYBA CaMO
IIpH Kouuempauan, Aaney Ha,[lXB‘pr’lﬂII[H TEPANEBTHHHHATE nexapc*rneun HHBA.

Invivo

Pe3ynTaTH oT npoyuBaHHA ¢ HBOTHM [OKA3BAT, Y¢ HMBA HA KIAPMTPOMMLMA BBE BCHYKH THKAHH, C
H3KIIOYEHHE Ha LEHTPAIHATA HEPBHA CHCTEMa, ca HAKOJKO MBTH MO-BHCOKH OT LMPKY/IHpallHTe
NekapcTBeHH HuBa, Hali-BMCOKHTE KOHLEHTpaluMu OOHKHOBEHO C€ OTKPHBAT B YepHua Apo6 u Genure
Apo6oBe, KbAETO OTHOMEHHATA ThKAH KbM mnasma (T/P) gocturar 10 no 20.

3dpasu unousuou
[lpn HaxpaHenM naLMeHTH, KOUTO npuemar 500 Mg KIAPHTPOMHUMH ¢ W3MEHEHO 0cBOBOXKJaBaHe
BEAHBHK AHEBHO, NMHKOBUTE MIA3MEHH KOHLEHTPALMH B PABHOBECHO CHCTOSHME HA KNAPUTPOMMLMH K 14-
OH-knapurpomuitae ca 1,3 n 0,48 ug/ml, choteerto. EnHMMUHALHOHHMTE MOSYXMBOTH HA H3XOAHOTO
nexapcTeo M MeTabosHTa ca npubausutenHo 5,3 yaca u 7,7 uaca, croTBeTHO. KOraTo K1apuTpOMHLMH C
H3MeHeHo ocBoboxaapane 1 000 mg ce npunara peaubx auesHo {2 X 500 mg), Cnax B PABHOBECHO
CBCTOAHHE Ha KIAPMTPOMHLMH K H& HErOBMA XHAPOKCHMHMpaH MeTabonuT cpenno ca 2,4 ug/ml n
0,67 pg/ml, croreerHo. IMonyxuBOTBT Ha H3xOAHOTO JekapcTeo mpH 1 000 mg A030BO HHBO e
npubnusuTenno 5,8 vaca, nokato To3u Ha 14-OH-knaputpomunmn e oxono 8,9 uaca. T 32 500 mg 1
1 000 mg noaure e npubnusmTenHo wect uaca. B paBHOBecHO chcToAHME HuBaTa Ha 14-OH-
KNapHTPOMHLIHH He Ce MOBHIIABAT MPONOPLMOHAIHO HA /1032 Ha KIAPHTPOMMLHH, & MOTYXHBOTET Ha
KIapUTPOMHLMH K HETrOBHMS XHAPOKCHAMPaH MeTabONHT € ¢ TEHACHLHMA aa ObIe no-a5g
no3r. Topa Henunelino (apMaKOKWHETHMHO TMOBEAEHHE HA KIAPHTPOMH
NOHibKeHUe BbB GopmHpaHeTo Ha 14-xumpoxkcHnnpann u N-geMeTwinpanH npogyich
AO3M [I0KA3Ba, Y€ HEAMHEHHWAT METaGoNM3BM HA KIAPHTPOMHUMH CTaBa no-gpid
BHCOKH ZIO3H,
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YpHHHATR €KCKpeLHn mnpeacTasiaBa npubaumskrenno 40% oT mo3a Ha Kiapurpomuund. dekanHara
C/IMMHHALHA NpeacTaBnsBa npubnnzntento 30%.

Hayuenmu

Knapurpomuiyas ¥ Herosusat 14-OH metaGonur ce pasnpenenat GbLP30 B TENECHHTE ThKAHH H TEMHOCTH,
Orpanmiyenu naHHH OT Marbk Gpoil MALMEHTH npeamonarat, ye KIAPHTPOMHIMH HE ZOCTHTA 3HAYHMH
HHBa B LUepeSpPOCHMHANHATA TEYHOCT Clel OpanHH Ao3u (T.€., caMo 1 20 2% OT CepyMHMTE HHBA B
uepedPOCNMHANHATA TEUHOCT NPH NALMEHTH ¢ HOpPMaJHa KpbBHO-AMKBOpHa Baprepa). Kounewrpatuure
B ThKAHHTE OGUKHOBEHO ¢a HSKOJKO ITHTH N0-BUCOKH OT CEPYMHUTE KOHLIEHTPALHK,

Yeproopobno yepexcoane

B npoyueane, cpaBHABawmo eAHa FPyna OT 3APaBH XOpa ¢ rpyna Nau¥eHTH ¢ 4epHOAPOGHO yBpexaaHe,
Ha KOWTO ceé aaBat 250 mg KNapHTpOMHLMH ¢ He3alaBHO ocBobokaaBane b.id. 3a Ba AHKY H eIHHHYHA
250 mg no3a Ha TpeTHA AEH, [UIA3MEHMTE HUBA B PABHOBECHO CBCTOAHME M CHCTEMHHAT KIMPEHC 32
KIapHTPOMHLIMH HE CE pA3NM4aBaT 3HAYMMO MEXIY JBETE IPYNH. 3a PamiHKa OT TOBA KOHLEHTPALMHTE B
paBHOBECHO CbeToAHHe 3a 14-OH merabonura ca moauepraHo MO-HUCKH B TpynaTa NALMEHTH C
YepHOApoOHO yBpexaane. Tosn HamaneH MeTabONMTEH KIMPLHC HAa M3XONHOTO NEKapcTBO upes 14-
XH/IPOKCHIIHpAHE YaCTHYHO CE€ KOMIEHCHpPAa OT NOBHIlEeHWe HAa GBOpedHHA KIHPBHC Ha HM3XOJHOTO
7IeKapCTBO, KOCTO MMa 34 Pe3y/TaT CPaBHMMH HHBA B PABHOBECHO CHCTOAHHE Ha H3XOMHOTO JIEKapCTBO
NpH 4epHOAPOGHO YBpeAeHH M 3ApaBM WHAMBHAM. Te3W pE3yTATH MOKAIBAT, ue HE € HEOBXOAMMO
KOPHIMpaHe Ha NO3HPOBKATA NpPH MAUHEHTH C YMEPEHO HAH TEeXKO YEpHOAPOOHO YBpEXKZAaHE, HO C
HopMaiHa O16pedHa (pyHkiua,

Bvopeuno yapeocoane

[lpoBeneHo e mpoyusane 3a OLEHKA M CpaBHEHHE Ha (PAPMAKOKWHETHYHHSA TPODHU HA MHOXKECTBEHH
500 mg opanHu 1034 KIAPHTPOMHLMH C He3a6aBHO 0cBOGOXIABAHE NIPH XOPA ¢ HOPMAIHA H MOHIKEHA
616peuna dyukuma. ITnazMmennre HuBa, NOMYMUBOTET, Cmax ¥ Cmin 32 KIIAPHTPOMHIKH H Herosys 14-OH
MeTabonuT ca no-sucoku # AUC e no-ronsma npu nauuedTH ¢ 656peuno yspexaane. Keim H ypuuHaTa
€KCKpeLHa ca no-HUCkH. CremeHTa HA pa3jiHKa MexAy Te3H NMapaMeTpd KOpenHpa ChC CTENEHTA Ha

616peuno yspexaaHe; KOIKOTO NO-Texko & HLOPeYHOTO YBpexk/iaHe, TOJOKOBA M0-3HAYHMA € palTHKaTa
(Bx. ToukH 4.3 1 4.2),

Hayuenmu e cmapyecka ev3pacm

IIpoBeaeHo € ChIIO MpoyuBaHe 34 OLEHKA M CpABHEHHE Ha $€30MacHOCTTA M (APMAKOKMHETHUHKTE
npodun Ha MHOWecTBeHH 500 mg OpanHM N03M KNapHTPOMHUMH ¢ HezaGasHO ocsoboXknaBane mpH
34paBy MBXE H XKEHW B CTapyecka Bh3pacT COpAMO Te3d NpH 3ApaBH Miaad Mbxe. B rpynara or
MAUHCHTH B CTapueCcKa BB3PacT MMPKYIHPALINTE I1a3MEHH HHBA €A NIO-BHCOKH, 8 €JHMHHALMATA € Mo~
GaBHa, OTKONKOTO IpH NO-MJIGAATAa FPYNATa, KAKTO 3& M3XONAHOTO JIEKRpCTBO, Taka M 3a 14-OH
merabonura. Bce mak, nama pasnuka Mexay AseTe rpynH, KOraro GuOpedUHMMAT KIAMPBLHC KOpEHpa ¢
KPSaTHHHHOBHA KIIMPBHC. 3aK/IOUEHHETO OT TE3d PE3Y/ITATH €, ue BCekd edext rpu WINON3BAHETO Ha
KIapHTPOMHLIMH € CPbp3an ¢ 6hOpeyuHarTa pyHKUHMA, a He ¢ BB3PACTTa caMa 1o cebe cH.

53 IIpenxnHANYNE AaHEH 32 Ge30nacHOCT
Octpa, nojiocTpa ¥ XPOHHYHA TOKCHYHOCT
HMapbpitlend ca npoyusaHus ¢ MHMIUKM, JUIBXOBE, KY4eTa W/HIH MaiiMyHH ¢ OpaNHO MpPHIOKEH

KIAPHTPOMHLIHH. HpOI[‘BJDK]‘ITeJ'lHOCTTa Ha TIpHIIOKEeHHE BapHpa OT €IHHMYHA oOpanHa MA03a Ao
NOBTOPACMO AHEBHO OPAIHO NPHIOKEHHE 3a ECT HOC/CHOBATENHH MECeLIa.
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Hsma Hexenarn edexTH TBIDKALH Ce Ha KNAPHTPOMHIIMH TIPH PHMATH, H3TOXEHH Ha 100 mg/kg/neH 3a
14 nocnenosaTenHy aHH wnM Ha 35 mg/kg/neH 3a eamH Mecew. ChHINO Taka He ca HaGMOIABAHK
HeXeNaHH edekTi npu MIBXoBe, HANOKEHH Ha 75 mg/kg/meH 3a enun Mecell, Ha 35 mg/kg/neH 3a TpH
Mecela UK Ha 8 mg/kg/nen 3a wect meceua. Kyuerara ca no-4yBCTBHTEIHH KBM KAApPUTPOMUL(HH, KaTO

Tonepupat 50 mg/kg/nen 3a 14 nuu, 10 mg/kg/nen 3a exun 1 Tpu Meceira ¥ 4 mg/kg/nen 3a mecT Mecena
6e3 cTpaHHuHH edekTH.

I'naBuuTe KIMHWYEYM NPH3HALM NPH TOKCHYHK AO3H B TPOYYBAHMATA, OMHCAHM rOpe, BKTIOYBAT
MoBpbiyate, crafoct, HaManeHa KOHCYMAUMS HA XpaHA H HAMAJICHO MOKAMBAHE HA TErJIO, CANHBALMA,
AeXUApaTauua H XHNepakTHBHOCT. Jlge ot aecerre MaiiMyHu, nonydasaniu 400 mg/kg/neH, ymupar ua
OcMHS NiedebeH JeH; JBITO OLBETEHH (PEKaNuK Ca OTAENCHH B HAKOIKO H30IUPAHH CITy4as OT HAKOM OT
OLe/Ie/IHTE MaMyHH, Ha KOUTO € JaBaHa A03a 400 mg/kg/neH 3a 28 aum.

[TbpBUYHHMAT TapreTen Opra Npy TOKCHYHH A03YPOBKH 33 BCHUKH RHJIOBE € YEPHHAT Apo6. PasauTHeTO
Ha XC€MaTOTOKCHMYHOCT MpH BCHYKM BHIOBE C€ OTKPHBA upe3 pPaHHO NOBHLICHHE HA CEPYMHUTE
KOHUEHTpalMd Ha ankanvara ¢octarasa, anaHMH H acnaprar amMuHOTpancdepasa, rama-rnyTaMHi
Tpatcdepaza wunu naktar nexuaporenasa. IlpexksceaHeTo Ha MpHeMa Ha JIEKAPCTBOTO OGHKHOBEHO MMa
3a pe3yNITaT BpblilaHe 0 WIH KbM HOPMATHHUTE KOHIEHTPALHH Ha Te3H cneludHYHH NapaMeTpH.

JONBAHATENHA THKAHH, KOMTO MO-PAAKO CE 3aCATAT MPH PAlIMYHHTE IIPOYYBAHMA, BKICUBAT CTOMAX,
THMYC H APYTH THMGOMAHM TBKaHH, KaKTO 4 GOpennTe. KOHIOHKTHBAIHA HHEKIMA H JTAKPHUMALIHA, ClIe]
GIM3KH A0 TEpaneBTHYHHTE AO3HPOBKH, ca HaB/IIOAABAHH CAMO TIpH KydeTa, [IpH MacHBHA JO3HPOSKA OT
400 mg/kg/neH HAKOH KyHeTa H MaliMyHH Pa3BHBAT NOTEMHABAHE HA POTOBHIIATA /N OTOK.

DepTUIHOCT, PENPOAYKIIHA U TEPATOreHHOCT

[lpoy4saHusa 32 GepTHIHOCT K PenpoAyKLKs NOKA3BAT, Ue JHEBHH A03MpoBKH oT 150 no 160 mg/kg/neu
NpH MBEXKKH H JKEHCKM IUTbXOBE HE MpPEeJM3BHKBAT CTPAHWYHH c(EKTH BBEPXY NOAOBHA LMKBI,
(pEPTINHOCTTA, POKAAHETO K GPOA M HKM3HEHOCTTA HA MOTOMCTBOTO, J[Be NpPOYUBAHHMA 38 TEPATOrEHHOCT
c nbxose Wistar (p.o.) u Sprague-Dawley (p.o. 1 i.v.), eqHO NpoyuBaHe ¢ HOBO3eNaHACKH OenH 3aiiup 1
€/IHO NPOoyUBaHe ¢ MAHMYHH MaKaK He JeMOHCTPHPAT KaKBATO H /13 € TEPATOrEHHOCT HA KIAPHTPOMHLIHH.
Camo B enHO AOMBLIHHTENHO npoyuBaHe che Sprague-Dawley nnexose npu noaobHM N03H M
MpaKTHYeCKH MoAoGHM YCNOBHA Ce OTKPMBA MHONO HHCKA, CTATMCTHUYECKH HE3HAYMMA 4ecTOTa
(mpubnusutento 6%) Ha chpAEUHO-CHAOBM amoManuu. Te3W AHOMANHH HIMNENKIa CE ABDKAT Ha
CNIOHTaHHA EKCNPECHA HA TeHETHYHH NPOMEHH B KOJIOHHATA. JIBe MpOyuBaHHs ¢ MHIIKH CHILO [OKA3BaT
MPOMEHNHBA YECTOTa HA UenHaTo Hebue (3 ao 30%) cnen aosm 70 MBTM HAA FOPHATA PAHMLA HA
obuuaiiHaTa AHEBHA KMMHWM4HA N03a Npu xopa (500 mg ABa MHTH AHEBHO), HO He M OpH 35 MbTH
MaKCHMa/IHATa AHEBHA KIIMHHYHA J03a NPH XOpa, KOETO MpeArnonara MaifuuHa 1 QeTaiHa TOKCHYHOCT, HO
He TePaTOTreHHOCT.

3a KNAPHTPOMMLMH € MOKA3aHO, e MPHUUHHABA 3aryba Ha eMOPHOHA MPH MaliMyHH, KOraTo ce npujiara
NPUGIH3UTENHO AECET MBTH HAJ rOpHaTa rpaHMLa Ha obuuaitHaTa OHeBHA 4032 NpH Xopa (500 mg zsa
ITbTH IHEBHO), 3anousaiiky o1 20 recrauuonen aeH. Toin edekT ce oTnaBa Ha MaliMiHA TOKCHYHOCT HA
JIEKAPCTBOTO NPH MHOTO BHCOKH A034. JombnHHTeNHO npoyusate ¢ GpeMeHHH MaHMyHM MPH AO3HPOBKH
npubiM3HTeNnHO 2,5 20 5 MbTH MAKCHMAIMHATA MIAHMpPAHA JHEBHA NOIMPOBKA HE MOKA3BA KOHKPETHA
OMNACHOCT 3a IIoJA.

JloMHMHaHTEH NETANEH TECT MPH MMUIKH, HA koMTo ca Aasanu 1 000 mg/kg/aeH (mpubnuznremto 70 mbTH
MaKCHMaTHaTa JHEBHA KIMHMYHA 032 NPH XOpa), € BUIHMO OTPULIATENEH 38 MYTAreHHA aKTHUBHOCT, 8 B
Cerment 1 npoyusane ua muTbXOBe, Tperpann ¢ mo 500 mg/kg/nen (mpHOMM3HTE
MAKCHMANHATA RHEBHA KIWHMYHA J03a npH Xopa) 3a 80 AuM, HE € MOKa3aHQ
$yHKUMOHANHO YBpPEAIaHE HA MBXKKATA GEPTIIHOCT, ABKALIO ¢E HA Ta3H PO
Ha TE3H MHOIO BUCOKH A03H KNAPUTPOMHMIMH,

MyTarenHoct
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H3sbpuienn ca npoyusaHHs 3a OLEHKA HA MYTareMHHA NOTEHLHAN HAa KIADHTPOMMIMH, KaTo ca
H3NI0/13BaHH HEAKTHBHM H AKTUBHPAHH [UILLIM YEpHOAPOOHH MHKPO3IOMHH TECTOBH CHCTeMM (TECT Ha
Ames). PesynTatute oT Te3H NPOYUYBAHHA NMOKA3BAT JIMIICA HA JOKA3ATENCTBO 33 MYTATGHEH TOTEHIHAN
IpH JIEKAPCTBCHH KOHLEHTPAUWH OT 25 ig/meTpHeBa MaHHuKa unu 110-HMCKM. TIpH KOHUEHTpauus OT
30 pig neKapcTBOTO € GHI0 TOKCHYHO 32 BCUYKH H3C/1EIBaHH 1AMOBE.

6. PAPMAITEBTHYHHA JAHHH

6.1 CnuchbK HA NOMOIMHHTE BEIMECTBA

CreTaB Ha chpueBrHaTa Ha TabaeTkaTa;

JluMoHeHa kucenuHa
Hatpuep anrpnat
Hatpueno-kanimen anrunar
Jlakroza

[Toeumon

Tank

CreapuHoBa KHCeNHHa
Marne3uer creapat

CrcTaB Ha MOKPUTHETO HA TabneTkara:
Xunpomenosza

Maxkporon

Turanos auokcun,

CopfuHora KHCENHHA

Xntonunoso xbnto (E104 anymunues nax)
6.2 HechrBMeCTHMOCTH
Henpunoacmo,

6.3 Cpox na ronaoct

36 Mecela.

6.4 Coenuajny yCJIOBHS HA ChXpaHeHHe

He ce uanckear CNCUHAHH TEMIIEPATYPHH YCIOBHA 3a ChXpPaHEeHHE.
I[a CC ChXpaH:iBa B OPHIHHANIHATA OMMAKOBKA 33 MpeAna3BaHe 0T CBETIHHA.

6.5 Bua H chABpKARHE HA ONAKOBKATA

Baucrep, ceabpxai 5, 7 win 14 Tabnetkn ¢ u3MeHeHo ocBoBoxnapaHe.

PVC/PVAC 6mucrepute ca 3aneyatand ¢ 20 MHKpOHa TBBPAO, &TyMHHHEBO (OJIMO M Ca NOCTABEHH B
KapTOHEHa KYTHA, MPHAPYIKEHH C JIMCTOBKA.

He Bcuky BHIOBE ONakoBKM Morat Aa GbAar fycHatH B npogakba.

6.6 CoenranHi npeanasHu MepKH PR HIXBLPJISTHE

CHLOTBETCTBHE ¢ MECTHHTE M3HCKBAHMS,
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7. TIIPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Maiinan EOOJ

Odwmc crpana ,.Cepauka opucu®

6yn. CvrHakoeo Ne 48, er. 7

1505 Codua, Bunrapus

8. HOMEP(A) HA PASPELIEHMETO 3A YIIOTPEBA
PeructpaumoneH nomep: 20010517

9. JATA HA IOBPBO PA3PEIIABAHE/IOJHOBSIBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Jlata Ha mepRo paspemasane: 05 oan 2001 .
Hara na nocnesHo nopuoesesane: 04 okromspu 2011 1,

10. JATA HA AKTYAJIM3APAHE HA TEKCTA

02/2021
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