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1. HME HAJIERAPCTBEHM lIBO,I[.VKT ,( o 6Y. o

KJIALIAP 500 mg ¢punmupany TadbaeTku o Fﬁ 5_/ H H M} J- 6..‘"‘74

KLACAR 500 mg film-coated tablets B D 3 11 mi

2. KAYECTBEH H KOIMYECTBEH ChbCTAB

Besaka ¢gunMupana tabnerxa ceaepka S00 mg knaputpomuiluH (clarithromycin).
3a NLIHES CTIHCHK HA MOMOLIHHUTE BEleCcTRa BHXKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Dunmupana Tabnerxa
XBITH npoAbIroBaTd (UNMHpaHH TabaeTKH ¢ ASINHTENHA Y€PTa OT €AHaTa CTpaHa.

4. KJIHHHYHHA JAHHH
4.1 TepaneBTHYHH NOKA3ARHA

KnapaTpoMHIHH € MOKa3aH 3a JeUeHHe Ha HHPEKLHH, NPUYHHEHH OT YyBCTBHTEIIHH
MHKpoopraHM3MH. [lokazaHusita BKIIOYBAT:
® HadeKLHn, HA JONHHTE AUXATEIHHE ITETHIA (kaTo OPOHXHT, NHeBMOHHA) (BHXTe TOYKH 4.4 H
5.1 OTHOCHO TECTBaHE 32 YYBCTBHTE/IHOCT);
Hudexuym, Ha ropHaTe JUXATEIHY THTHINA (KaTO CHHY3UT, GapuHruT),
HMudexunn Ha KoxkaTa H MEKHTE THKaHH (KaTo (GoNHKYIIHT, LEIYIAT, EPH3HNEN) (BHKTE TOYKH
4.4 1 5.1 OTHOCHO TECTBAHE 34 YYBCTBUTETHOCT);
o JIHCEMHHHPAHH HIH JIOKANH3HPaHH MHKOOaKkTepHaiHH HHpEKUHH, TPHYHHEHH O

Mycobacterium avium v Mycobacterium intracellulare. Jlokannsnpanu nHEKUMH,
NpHYHHEHN OT Mycobacterium chelonae, Mycobacterium fortuitum wia Mycobacterium

kansasii.

. [IpodunakTuka Ha JHICEMHHEPaHH HHQEKLMH, IpHMMHEHH OT Mycobacterium avium complex
(MAC) npu nauuenTs ¢be CITUH u 6poli Ha CD4 nuMoLUTHTE paBeH HIH NO-HHUCBK OT
100/mm?>;

. Epajgukauns va Helicobacter pylori npy noTHCHaTa CTOMAIIHATA KHCEIHHHOCT, KOETO BOJH JI0

HaMANSBaHe YeCTOTATA HA NOBTOPHA NOABA Ha A3Ba HAa JBAHAJACCTONPBLCTHHKA { BIKTE
IOIMbIHHTENHA HHPOPMALHMA T0-1011Y ).

KnapuTpoMuLiH TableTKn € NMoKa3aH MpH BH3PACcTHH U Aea Hajx 12-roJMHa Bb3pacT.

Cnenpa 1a ce MMaT npeasHA OPHOHATHHTE YKa3aHAA 3a TI0AX0A41a yroTpeda Ha aHTHOAKTEPHATTHH
cpencrsa.

JonwannTenna nagopmannn: H. pylori e cunHo cBup3an ¢ s38eHa Sonect. desernecet no 100% ot
MALHEHTUTE C A3BA HA JBaHAZECSTONPLCTHHKA Ca 3apa3eHu ¢ TasH Oaxrepud. Jlokazano e, ye
epaaukauuata Ha H. pylori 3HaUMTEeNHO HaMangBa YECTOTaTa Ha pellWAHB HA JYOACHATIHA A3Ba,

KATO [0 TO3X HAYHMK C€ HAMAIABA HYXKJaTa OT NOAXbpIKAA AHTHCEKPETOPHA Tepanus.

40 mg AHEBHO B NPOAbKEeHHE HA 28 JHH.

KnapuTpoMHLIHH € W3NOJ3BaH B IPYTrH CXeMH Ha JieHeHHe 34 Ha epajuKanusTa H.
BKJIIOUYBAT KJIAPUTPOMHLHH ILTIOC THHHA30]1 H OMENPa3o; H KIapHTPOMHIWMH
O6ncmyTOB cyOcannuunar 4 paHUTHIMH.



4.2 J03HpOBKA W HAYHH HA HPHJIOKEHHE

ﬂoanmaka

Bv3pacmnu ;

O6uyaifHaTa MpenopbUYHTENHA 1032 HA KNapHTPOMHLIHH 33 Bb3PACTHH € eAHa tabeTka ot 250 mg apa
bTH AHeBAO. TIpH no-Texixn nHdeKEn J03aTa MOXe Aa ce 1oBHIHN Ha 500 mg ABa ITBTH JHEBHO.
Ob6HuaiiHaTa NpoABDKHTEIHOCT HA JIe4eHNETO € OT 6 10 14 JHH.

Ileduampuuna nonyrayus

Heya nad 12 200uni: KakTo NpH Bb3PaCTHH,

Heya nod 12 200unu: Ynorpebarta Ha TablIeTKH KIAPHTPOMHIIHH HE € NPOyUueHa IIPH Aena nox 12
roguHH, [IpoBexaanH ¢a KIHHHYHH H3MHTBAHUA C TIPHIOKSHHE Ha CYCIICH3HA KIAPHTPOMHIIHH 3a
neAMaTpUYHa YNoTpeda npH Jeua Ha Bp3pacT oT 6 Meceua a0 12 roqunn. Caenosatenno, Aena nox 12
-rOAMINHA Bb3pacT TPAORA Ja H3NMOA3BAT KIAPHTPOMHLIMH CyCIICH3HA (FPaHyJH 3a NEpopaiHa
CYCHeH3M ) 3a eIHATPHYHA yrioTpeba

Tayuenmu c 6vbpeyro yapescoane:

[Ipn nanuenTH ¢ OBOpeuHO yBpexkaaHe H KPEaTHHHHOB KJIMpBHC noi 30 mi/min, no3uposkara Ha
KJIAPHTPOMHIHH TpsOBa a Ob/ie HaManeHa HamNoNOBHHA, T.€. 250 mg BeAHbK AHEBHO HIH 250 mg
IBa ITBTH JHECBHO IIPH Mo-TexkH HHGexunn. [IpH Te3n nanpeHTH euyeHk#eTo He TpAOBa na

NpoabDKaBa nosede oT 14 aHm.

Hozupoexa npu nayuenmu ¢ muxobaxmepuannu ungexyuy.

[TpenopvuntennaTa 1034 3a Bb3paCTHH ¢ MHKOOaKkTepHannH HHpekuHH ¢ 500 mg ABa MbTH AHCBHO.
Jleuenneto Ha quceMHHUpany MHGBEKIHN, IPHIHHEHH OT Mycobacterium avium complex (MAC) npu
manueHTH ¢b¢ CITHH Tpabpa aa npobipku 10 HUTHYHE HA KIHHHYEH H MHKpOOHONOIHYEH edekr.
KnaputpoMniuH TpsaOBa na ce npunara 8 KOMOHHALMA ¢ ApYrH aHTHMHUKOOAKTEpHANHH JIEKAPCTBEHH

POAYKTH.

JledeHneTo Ha JpyruTe HeTYOEpPKONO3HH MHKOOaKTepHATHE HHOEKIMH TpaOBa 22 NPOABIDKH 110
NpENEeHKA Ha JeKapa.

Hpogunaxmurxa na ungpexyuu om MAC
[IpenopbunTeNiHaTa 4033 KNAPHTPOMHEIHH 32 BEp3acTHH € SO0 mg ABa MLTH AHEBHO.

Epaouxayun na Helicabacter pylori:

Tpo#ina Tepanusa (7 AHH):
Knaputpomuiaa 500 mg nea meTH JHEBHO H HHXHOWTOPH Ha NIPOTOHHAaTa nomna (NpH ogo0pexHara
AHEBHA N03a’) Jia ce NpHeMa ¢ amokcHuuue 1000 mg 18a -TH JHEBHO B NPOIBIDKEHUE Ha 7 AHH.

Tpoiina Tepanus (7 ann):
KnaputpoMuupe 500 mg 1pa neTH JHEBHO H HHXHOHTOPH Ha NPOTOHHaTa nomna (mpH oaobpeHara
JHEeBHA A03a*) Ja ce npunara ¢ Merponnaszon 400 mg 1pa MbTH AHEBHO B NPOALIDKCHHE HA 7 JHH.

Tpotina Tepamus (7-10 1an):
KnapurpoMunuH 500 mg aBa nbTH AHEBHO Aa ¢e mpHaara ¢ aMokcHUwIuH 1 000 mg 1Ba IbTH AHEBHO
H oMenpason 20 mg AHEBHO B nNpogb/okeHMe Ha 7 - 10 nHA.

*BIOK IPOAYKTOBAaTA HH(POPMAIIHA 3a MPeIOPBURTENIRATA 034 NIPH epaaukauns Ha M.

4.3 IlporsBonoka3anns
o CBpPBbXYYBCTBHTETHOCT KbM MaKpOJHMAHH aHTHOHOTHLIH HIIH KbM HAKOE
BEleCcTBa, {BK TOUKa 6.1).



. EAHOBPEMEHHOTO NPHIOKEHHE Ha KIapHTPOMHIIHH C HAKOE OT CIICAHUTE JICKapCTRa €
MPOTHBOTIOKA3AHO; ACTEMH3O0, IIM3ANPH], AOMIECPHACH, MAMO3HJ, TepdenanuH, Tl karo
TOBA MOXE Ja AoBelie A0 yab/bkaBaHe Ha QT B ChpAeyHH apHTMHH, BKIIOYHTEIHO KAMCPHA
TaXuKapAHa, KaMepHO MBxIEeHe H forsades de pointes (Bx. Touka 4.4 n 4.5).

. EAHOBPEMEHHOTO MPRIOKEHHE HA KIAPHTPOMULIHH C THKATPEAOD HIH PAHOJIA3HH €
MPOTHBONOKA3aHO.
e EnHOBpeMEHHOTO PHIOKEHHS Ha KJIAPHTPOMHIHH C €Pro aJIKanou A (Hanp. eproraMiH H

OAXHIPOEProTaMuH) € MPOTHBOMOKA3AHO, ThH KATO TOBA MOXeE Aa JI0BEE AC [OBHIICHA €Pro
TOKCHYHOCT (BXK. TOUKA 4.5).

o EanoBpeMeHHO NPHIOKEHHE HA KIAPUTPOMHLIMH H [IepopaiicH MHJA30/aM €
MpPOTHBONOKa3aHo {BX. TouKa 4.5).
o Knapurpomuuus He TpabBa Aa ce npHuiara MpH NalMeHTH ¢ aHaMHe3a 3a yAbokeH QT

(BpOAEHO WIH JOKYMEHTHPAHO NpHA0OHTO yabnxkabaHe Ha QT-uHTepBana) wid KaMepHa
ChPACYHA aPHTMUA, BKITIOUHTENHO forsades de pointes (Bx. Touxa 4.4 u 4.5).

. KnaparpoMuuuH He Tpa0Ba Jja ce npuiiara Ha NalHEHTH ¢ eJIEKTPOJIHTHH HapyILIeHHA
(XHMOKATTHEMHSA HIIM XHITIOMarHe3ueMHA TIOPAAH PHCK OT YABDKapaHe Ha QT-HHTepBana).

. KnapaTpoMuLiuE HE TpaOBa Aa ce H3MoN38a NPH NALMEHTH C TeXKa YepHOAPOOHa
HeIOCTATHYHOCT B KOMOHHAIMA ¢ OEOPEUHO YBpeKAaHE.

® KnapurpoMumuH He Tpabpa aa ce npuiara eaHoppeMerHo ¢ HMG-CoA penykraznn

UHXUOUTOPH (CTaTHHH), KOUTO ¢ MeTabonusupaT ocnoero oT CYP3 A4 (aoBacTarTui WM
CHMBACTATHH), Oy MOBHIIEH PYCK OT MHONIATHSA, BKIIOYHTETHO pabaomMuosinsa (BK.

To4Ka 4.4),

° Kaxro # apyru mourai CYP3 A4 yaxuOuTOpH, KIapHTPOMHLIMH He TpabBa aa ce ynorpedspa
EHOBPEMEHHO ¢ KOMXHLKH (BX. Touka 4.4 u 4.5).

. CEI'BTCTBAWIOTO MPUIOKEHHE HA KIAPHTPOMHIHH H JTOMHTANUA € NPOTHBONIOKA3aHO (BXK.
To4Ka 4.5).

4.4 ChnenEajJuH NpeayHpeXkAeHHS H NPEANAIHE MEPKH NPH ynoTpeba

KnapurpoMHLIMH He Tpa0Ba Aa ce npexnmucpa Ha OpeMeHHH XEeHH 0e3 NIpeABAPHTENHA OLEHKA Ha
CHOTHOILUEHHETO IION3a/PUCK, 0COOEHO Npe3 MbPBHA TPUMECTBD OT OpeMEeHHOCTTR (BXK. Touka 4.6).

KnapuTpoMHIIMH c¢ eNHMHHHpPA MI1ABHO Nipes uyepHus 1pob. [lopanu Tora, x0raTo Ha NalHEHTH ©
HapyilieHa YepHOApoOHA PYHKIMA ¢¢ H3NMCBAT aHTHOHOTHIIH € He0OXOAHMO NOBHIIEHO BHHMAHHE.
TToBHIIEHO BHHMaHHE € HeOOX0AUMO H KOIaTO KIAPUTPOMHLIHH Ce TIPHJIara Ha nallieHTH ¢ YMEPEHO
10 Texko OBOpedHO yBpexaaHe.

IMpH NpHIOXEHHE Ha KNAPATPOMHIIMH ca OIIH JOKIABaHH YepHOApoOHa nuchyHKIMS,
BKAIOYHTENHO MOBHIICHH YEPHOAPOOHH €H3HMH, U XenaTouenyaapeR W/ HIIH X0NEeCTATHYEH XETAaTHT, C
unu Oe3 xkpnteHnua. Tasy 9epHoApPoOHa nuchyHKIMA Moxke 2a Obje Texka H OOUKHOBEHO €
obpatuma. B HaKoH ciyyan e AOKNIaaBaHa YepHOAPoOHA HEAOCTATHYHOCT ¢ (paTaleH u3Xol H
OOHKHOBEHO € CBBP3aHA CBC CEPHO3HH TIPHAPYXaBALH 3a00MABaHHA WHIH ChITBTCTBAINH
IeKapcTBeHH cpeacTpa. [lauuenTure Tpabpa 1a npexbeHAT He3abaBHO NpHeMa Ha KIapHTPOMHIIHH
aKO Ce pa3BHAT NPH3HALH ¥ CHMIITOMH Ha XCMaTHT, KaTO AHOPEKCHA, KBIATEHHIA, ThMHA YPHHA,
CHpOeXK, HIIH HAMPETrHAT KOPEM.

CeoluaBasu ca cryday Ha daranna yepHoApoOHa HerocTaTbyHoCT (BK. Touka 4.8). Hakoun nanueHTn
MOXE J1a ¢a HMaJIH Npe/iiiecTRallD YepHoapoOHO 3a00n4BaHe HIH MOXKE /A Ca IPHEMANTH APYTH
XenaToTOKCHYHH JekapcTBeHH npoaykTH. TlanyenTare Tpadpa 1a 6b4aT NOCHBETBAHM Aa cripaT
NEYEHHETO H JAa CE CBbPKAT ¢ JIEKAp, ake ¢e Pa3sBHAT MPH3HALM H CHMIITOMH Ha YepHOAPODHO
3a00/BaHEe, KATO AHOPEKCHA, XK BATEHHIA, ThMHA YpHHA, CBPOeX UK HanperHar Kopem.
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BapHpa OT JleKa JnapHs Jo dataned KoauT. JledeHnero ¢ aHTHOAKTPEPHATHH NEKAPCTBEHH MTPOAYKTH
HapylllaBa HopMaJiHaTa ¢topa Ha AebeloTo YepBOo, KOSTC MOXKe 1 A0Be/ie 10 CBPBXPAcTeX Ha
Clostridium difficile. CDAD tpabsa na ce uma fipeZiBH] NPA BCHYKH NAHEHTH C JHAPHA CNen
MPUIOKESHHETO Ha anTHOHOTHIM. HeoOX0oAMMO € BHUMATENHO CHEMAHE HAa MEMIIMHCKA aHaMHesa,
Thil KaTo cny4an Ha CDAD ca ¢po01uaBann 0k0J10 ABa Mecena ClIe MPHJIOKEHHETO Ha
aHTHOAKTEpHAITHATE JIeKapCTBEHN NpoAyKTH. TpsOBa aa ce 0OMHMCIH NpeKkpaTABaHe Ha JICHEHHETO €
KI2PATPOMULUMH HE3GBHCUMO OT ykasanuata. HeoGxoamumo e aa ce H3BRLpIH MHKPOOHONROTHYHO
M3CNI¢ABAHE M Aa Ce 3amOYHe aficKBaTHO NeucHHe. Tpabea aa ce u3barear nexapeTsa, HHXHOHpaIH
NEPUCTANTHKATA.

Komxuyun

[To BpeMe Ha MOCTMAPKETHHTOBHA NEPAOA ca ChOOWaBaHH CIIy4ad Ha KONIXHIHHOBA TOKCHYHOCT NpH
eAHOBPEMEHHATa YNIOTPe0a Ha KNAPHTPOMMIHE H KOJNXHIWH, DCOOEHO NpH NAlHEHTH B CTApUecka
BB3PACT, KATO HAKOH OT NaUeHTHTe ¢a O1iH ¢ Ob0peuna HeaocTaThYHOCT. [1pH HAKOH NaUMEHTH €
CbOOILCHO 32 CMBPT (BXK. Touka 4.5). EAHOBpeMEHHOTO IPHIOKEHHE Ha KONXKHUMH B KIaPHTPOMHIIHH
€ NPOTHBONOKA3AHO (BX. TOUKA 4.3).

ITpenophbiBa ce NOBHIIEHO BHHMaHHE [TPH CHIThTCTBAINO NPHIOKEHHE HA KIAPHTPOMHIIHH C

TPHaz0Nno0eH304na3enHHA, KaTO TPHA30IaM 1 HHTPABeHO3EH HIIH OPOMYKO3€H Mi/1a3onam (BxK. TOYKa
4.5).

Copoeunocovoosu cobumusn

Y nenxasane Ha QT HHTepBana, oTpazsBaul ePEKTHTE BBPXY PeNOILpH3ALMATA Ha ChPLieT0, KOHTO ca
CBBP3aHH C PHCK OT pasBHTHE HA ChPACYHA apTAMUA U forsades de pointes, ca HabmoAaBaHH ITpH
MALHEHTH HA JICYEHHE C MAKPOJIHAH, BKIKYHTEIHO KIapHTPOMHALMH (BkK. Touka 4.8). [Topanu
MOBHIIEHHs PHCK OT yIbkasaHe Ha QT nHTepBana U OT KAMEPHH apUTMHH (BIUIIOYHTENHO forsades
de pointes), ynorpebaTa Ha KIAPHTPOMULMH € TPOTHBOIIOKA3aHA MPHU CIEAHUTE NALHEHTH TpHEMAITH
acTeMM30J1, H3aNpU, JOMNEPHIOH, TMMO3HA H TepdeHa iuH; NPH NALHEHTH C eEKTPOIHTHH
HapyHICHUA KATO XHIIOMATHE3HEMHUA UM XUNIOKATHEMHS; H NPH NIAIHEHTH, ¢ aHaMHe3a 3a
yabpkaBaHe Ha QT mHTpeBana HIH 3a KaMepHa apUTMHA (BX. ToUKa 4.3).

KiapdTpOMHIIHH, OCBEH TOBa TPSOBa a ce M3NOJ3Ba ¢ NOBAIICHO BHUMAHHE NPH:

. flaupeHTH ¢ KOpOHapHa aprepyanHa 60/1ecT, TeKKa ChbpAeYHa HEAOCTATHYHOCT, IPOBOAHH
HapyLieHUs WIH KIHHHYHO 3HaYMMa OpagHKap/us;
* [ManueHTH, KOUTO MPHEMAT AHOBPEMEHHO JIPYIH JIEKapCTBEHH NPOAYKTH, CRLP3aHH C
| yabkaBaHe Ha QT uuTepRana, pazNnHydHH OT TE3H KOHTO Ca IIPOTUROITOKA3AHH. (BX. TOUKA
4.5).

EmiaeMHONOrHYHE NPOYYBaHHA, H3CJIEABAIIH PHCKA OT HEXENaHH ChPASHHOCKAOBH NOCHEICTRUS
TIPH IPHJIAarane Ha MaKpOJIMIM, Ca MTOKa3alH paziudHH pe3ynTaTH. Hakon HEMHTEPBEHIIHOHATHH
NPOyYBaHHuA ¢a HACHTHOHUKPANH PAXbLK KPaTKOCPOUEH PHCK OT apHTMMA, HH}APKT Ha MHOKapAa M
CHPACYHOCHAOEA CMBPTHOCT, CBBP3aHA ¢ MAKPOIHAM, BIUIFOYUTENHO KIAPUTPOMHLUE., Biemanero
peABHJ Ha TE3H HaxXOoAKH TpaOBa Ja ce falaHcHpa C [TON3HTE OT JICYECHUETO MPH NPEANHCBaHE Ha
KAQPHTPOMHITMH.

ITnesmonun
[Topaau 3acunBainaTa c¢ pe3sucTEHTHOCT HA Streptococcus pnewmoniae XbM MAKpOJIH/H, €
HEOOXO0ANMMO MPEeABAPUTENHO TECTRANE 32 PEIUCTSHTHOCT NPH H3NHCBAHE Ha KNIAPHTPOMMIINH 32
nevYeHUe Ha MHEBMOHUH mpuaobuTy B 06mecTBoTO. IlpH BETPeOONHHYHN THEBMOHHH
KJIapHTPOMHLIMH Tps6Ba Aa ce H3MON3BA C APYTH MOIXOMIINH AHTHOHOTHIIH.

Kooxcnu u mexo-muoxanku unexyuu ¢ aexa 0o ymepena mexcecm

Tesu HH(pexuun Haki-yecTo ca NPpHYHHEHH OT Staphylococcus aureus U Streptoc
¥ ABaTa BiAa MOrat ja ObaaT pe3sHCTeHTHHE Ha MAaKpPONAAH. 3aToBa € HEOOXOaHM
TECTOBE 3a YyBCTBUTEIHOCT, AKO HE MOTaT Aa ¢€ H3Nnon3sar Hemd-naKTaMHH aH
MOpaAH aleprus), Apyrd aHTHOMOTHLM KaTO KJIIMHAAMHKIHE Morar Aa O0saaT cpe
n300p.



IToHacToAIEM CaMO 32 MAKPOJHANTE CE CUHMTA, Y€ HMAT POJIA NIPH HAKOH KOXHH H MEKO-ThKaHHH
nHpexuuu npequ3sukan ot Corynebacterium minutissimum, aKHe ByITapHC H €PH3HNEN, H B
CITy4au, KbJETO HE MOXE JIa C& U3NON3BA MEHUUUIMHOBO IEUEHHE,

TepanusTa ¢ KIAPHTPOMHLHH TPA0BA /14 e IPEyCTAHOBH He3a0ABHO M Ja Ce 3all04He CHCITHO
NOAXOAMNO ACUESHNE NPH CEPHOSHH OCTPH PEaKLMK HA CBPbLXYBCTBHTENHOCT, KaTO aHapunakcus,
TEXKH KOXHH Hexkenany peaknui (SCAR) (nanp. ocTpa reHepajId3HpaHa eK3aHTeMHa IYCTyi03a
(AGEP)), cunapoM Ha Stevens-Johnson, Tokca¥Ha emHaepmania Hekponuia # DRESS.

KnaputpoMuuyH TpaGea Aa ce H3M0I3Ba ¢ NOBHIICHO BHUMAHHE NIPH ChITATCTBALIO NPUIIOKEHHE HA
neKapcTBa, kouTo ca HaaykropH Ha CYP3A4 en3uma (Bx.To4ka 4.5).

HMG-CoA pedyxmasnu unxubumopu (cmamun)
EnnoepeMennara ynotpela Ha iIApUTPOMHEIMH C XOBACTATHH WK CHMBACTATHH € NPOTHBONOKA3aHA
(BXK. TOuKa 4.3).

HeobxonmMo e noBHINMER0O BHUMaHHE, KOTaTo C€ U3NHCBA KIAPUTPOMHULIMH C IPYTH CTATHHH.
Hoknaaganu ca cbOOLICHHSA 3a pabaOMHONN3a MPH NALMECHTH, MPHEMANIH KTapHTPOMHIINH H CTAaTHHH.
[MaonentnTe Tpa6Ba Aa 6baaT HaOmoaaBaHH 3a IPH3HALK H CHMIITOMH Ha MHONIaTHs. B cayvanTe,
KOraTo eJHOBPEMEHHATa yRoTpeba Ha KJIApHTPOMHUIIMH B CTAaTHHH HE MOXe Aa ce H30erHe, ce
npenopbyBa fa ¢ce H3NHIIE Hali-HHCKATA PETHCTPHpaHa 2032 Ha cTaTHH. Moxe J1a ce oOMuCAH
H3MIOT3BAHETO HA CTATHH, KOHTO He 3aBHCH oT MeTaboni3ma Ha CYP3A (nanp. duysacraTny) (Bk.
TOUYKa 4.5).

IHepopanuu Xuno2auKeMudHy 1exapcmea/ UHCytuH

EnHoBpeMeHHarTa yiioTpeba Ha KIAPHTPOMHIIHH H NepopatHy aHTHAHaOeTHH nekaperea (Karo
cyndaHnIypes) W/ANH HHCYJIHH MOXe /ia IOBeAe A0 3HAYHMTENIHA XHunoriukeMus. [IpenopryBa ce
BHHMATEJIHO MOHHTOPHPAHE Ha HUBOTO HA KPhBHATA 3aXap (BK. To4YKa 4.5).

Hepopannu anmuxoazynavimu
KoraTo knapuTpOMHIIHH C€ NpHJiara 3acAHo ¢ BapdapHH ChILECTBYBA PHCK OT TEXKH KPHBOHIIHBH H
3Ha9YHTe/THO NoeHIIaBaHe Ha INR U npoTpoMOHHOBOTO BpeMe (BXK. Touka 4.5). JlokaTo NallHeHTHTE

NOTy4apaT KIapMTPOMHLUMH 3aeQHO ¢ IEPOPATHHA aHTHKOATYIIAHTH C€ MPENophdBa PEIOBHO
KoHTposnpase Ha INR. |

Tpalea Aa ce oOpria 0co0eHO BHAMAKKES, KOTATO KNAPHTPOMMIIMH Ce NIpAara efHOBPEMERHO C
AMPEKTHO AEHCTBAIH NEPOPANHE AHTHKOAryJIaHTH, KaTo AaburarpaH, puBapoxcaban u anukcaban,
0coOEeHO TIPH NAUHMEHTH C BUCOK PHCK OT KbpBeHE (BXK. TOUKA 4.5).

Ynorpebara Ha aHTHMUKpOOHA Tepanus, KaTo KNApUTPOMHLIHH 3a JieueHne Ha . pylori HH(EKLHH
MOXEe J]a CeNeKTHPA Pe3HCTEHTHH OPraHH3MH.

Jibnrotpalinata ynoTpeba, KaKro ¥ pH ApYTrH aHTHOHOTHLIY, MOXe a AoBexe 10 KOJIOHH3aHs C
noBuileH Opofi He YyBCTBHTENHH OakTepHH U rbOH. AkO ce nogBH cynepurgeKis, TpaoBa na ce
3aM0YHE NOAXOAALIA Tepanu.

HeofbxoMMo0 ¢ NOBHINEHO BHUMAHNE TaKa Chilo H NOPaAH Bb3MOKHOCTTA OT KPBCTOCaHA
PE3HCTEHTHOCT MEXAY KNADHTPOMHALIMH H APYTH MakpodHAH, KAKTO U ¢ JHHKOMHIHH H
KIHHAAMHLVH,

Knayap cvovpaca namputi
ToBa nekapcTBo ChABbPka Nno-manke ot 1 mmol Harpui# (23 mg) Ha Tabnerka, T.€.
ChABPXKA HATPHIi.

4.5 BaumopelcCTBHE ¢ APYrH ACKAPCTRCHE OPOAYKTH H ApYTA GOpPME B



IpaaokendeTo Ba NPEACTABEHHETE HO-AOJY JICKAPCTBEHH NPOAYKTH € CTPOro
NPOTHBOIMOKA3AHO, NOPATH BL3MOKHOCTTA OT HOABATA HA TeXKKH ¢PeKTH HA JCKAPCTBEHH
B3AHEMOJCHCTBHA |

Lluzapuo, numosud, oomMnepuoon, acmemuszon u mepgeraoun

[Ipy naumeHTH, KOMTO NOIYYaBaT eAHOBPEMEHHO IH3ANPHI H KIAPHTPOMHLIMH ¢a OHIH JOKNaABaHH
NMOBHIICHHM HHMBA Ha Iusanpu. Toea MoXxe fa HoBefe 1o yabDKaBase Ha QT-HHTepBana U ChpACYHH
apATMHH, BKTIOYHTEIHO KaMepHa GHOpHIIanys, KaMepHO MBXKAEHE H torsades de pointes. 1logobun
edeKTH ca HabmonaBaHK MpH NAIMEHTH, KOHTO NpHeMaT €JHOBPEMEHHO KIAPHTPOMHIHH H ITHMO3K
(B, TO4KA 4.3).

YcTaHOBEHO €, Ye¢ MaKPOJIMIUTE MOBIHABAT MeTaboNH3Ma Ha TepeHalHH KOETO BOAH 1O
TIOBHILIABAHE HA MJAA3MEHHTE MY HHBA H Ce CBhP3Ba ChC ChPACHHH APHTMHH KaTO ybipKkasaHe Ha QT-
HMHTEPBANA, KAMEPHA TAXBKAPANA, KAMEPHO MBLXAEHUE U forsades de pointes (8. Touka 4.3). B
KIMHUYHO Mpoy4Bane ¢ 14 3xpasu foOpOBONiH, €AHOBPEMEHHOTO MPHIOKEHHE HAa KIAPHTPOMHIMH H
TepdeHaHn ¢ J0BeIO A0 2 — 3 IbTH NOBHINABAHE HA CEPYMHHTE HHBA Ha KHCEIUA METaboNHT Ha
tepdeHAIHH, H J0 yabkaBade Ha QT-uHreprana, KOHTO He € f0BEN A0 KAKBHTO U Ad € KNHHHYHO
3Ha4YUMH e(ekTH. [Tonobuu edextn ca HabmogaBanN U NPH SAHOBPEMEHHOTO IIPHIOXKEHHE Ha
acTEMM30J H APYTd MaKpOIUAH.

Epzomamun/duxudpoepzomamun

[TocT-MapKeTHHNOBUTE CHOOLLCHHS MTOKA3BAT, Y€ EAHOBPEMCHHOTO MPHIIOKEHHE HA KITapHTPOMHLIHH C
eproTAMMH HJIH JUXHIPOSPrOTAMKH € CBBP3aHO C 0CTpa EproTaMiIHOBA TOKCHYHOCT,
XapaKTepH3HpaIa Ce ¢ Ba30Cna3bM H ACXeMHA Ha KPaiiHMUHTE U APYTH ThKaHH, BKIIOMHTEIHO Ha
L[eHTpalHaTa HepBHA CHCTeMA. EMHOBPEMEHHOTO NPHIOXKEHHE HA KJIADHTPOMULIMH H Te3H
NEKAPCTBECHU NPOAYKTH € NPOTHBONOKa3aHo (Bx. Touka 4.3).

IHepopanen muoazonam

Koraro MuaazonaM ¢ OHI HasHaYaBaH eJHOBPEMEHHO ¢ Tabnerku knaputpoMuuuH (500 mg ABa TbTH
AHEBHO), yacTTa nox kpusara (AUC) Ha MMaasonaM e 6una yBenHueHa 7 TbTH Clefl NEpopaiHo
NPHIOKEHHE Ha MIa301aM. EAHOBpeMEHHOTO NPHIOXKEHHE Ha NEPOPATIEH MHAA3071aM H
KJTAPHTPOMHLIMH € NPOTHBCIIOKA3aHO {BIDKTE TOYKA 4.3).

HMG-CoA pedvkmazriu unxubumopu (cmamuru)

EanoBpeMeHHaTa ynioTpeda Ha KIapUTPOMHLHH C TOBACTATHH HIIH CHMBAacTaTHH € NPOTHBONOKa3aHa
(Bx. Touka 4.3), Thii KaTo Te3H CTATHHH ce MeTabomisnpar excrensuso or CYP3A4 u
€AHOBPEMEHHOTO JIEYCHHE C KJIAPHTPOMHIMH NIOBHINABA TAXHATA ILU1a3MeHa KOHLICHTpalus, KOeTo
BOAM O YBEIHYABAHE HA PUCKBT OT MUOMATHA, BKIEOYHTENHO pabnoMuonnsa. Jloknaasany ca
ChOOWEeHN 33 padAoMHONN32 32 NIALMCHTH, MPUSMAINY KIAPHTPOMHIINHE eAHOBPEMEHHO ¢ TE3H
CTATHHH. AKO JICYEHHETO ¢ KJIApHTPOMHLIMH He Moxe Ja Oblie n3bernaro, repanuara ¢ J0BaCTaTHH
WM CHMBACTATHH TpAOBa fa Ob/ie IpeyCTaHOBEHA NO BPEME Ha KYPCa Ha JICUEHHE.

HeobxoauMo e noBHilieHO BHAMAHHE, KOTaTo Cé [PEANHCBA KIapUTPOMHUIIHH ChC CTaTHHH. B
CIIyYanTe, KOraTo ejHOBpeMeHHaTa ynoTpeOa Ha KIapUTPOMHIIHH M CTATHHH HE MOXe a ce HI0erne,
ce MpenophYBa Jia ce H3NHIe Hali-HucKaTa pericTpHpaHa A03a Ha ctataH. Moxe za ce oOMucnu
H3MOM3BAHETO Ha CTATHH, KOMTO He 3aBHCH oT MeTabomnaMa Ha CYP3 A4 MeTabonusma (Hanp.
¢daysactataH). [lanpeHTrTE TpA6Ba 1a cCe HAOMIOAARAT 3a MPHU3HALK H CHMIITOMH HA MHOTIATHA.

CBIIBTCTBAILOTO NPHIIOKEHAE HA KNAPHTPOMHIMHE M TOMHUTAN K] € IPOTHBOMOKA3HO NOpaIH
BB3MOXHOCTTA OT 3HAYHTEIHO NOBHMIABAHE Ha TPaHCAMHHA3HTE (BK. TouKa 4.3).

EdexTH Ha APYrH JEKAPCTBEHH NPOAYKTH BhPXY KJIapHTPOMHANHH

JlexapcTBa, koHTO ca-HHAYKTOpH Ha CYP3A (kato puaMnHumH, ¢eHHToUH, Kaph
¢eHoOapburan, XBAT KAHTAPHOH) MOTAT Aa MHAYIIUpaT MeTabonu3Ma Ha KJIapH



ha foBeae 10 cyOTepaneBTHYHH HUBA HA KIaPHTPOMHIIHH, KOETO Jla € NpHYHHA 3a flo-Cnada
eduxacHocT.

JOonbIHATENHO MOXKe Aa € HeoOX0IHMO Jla ce MOHHTOPHPAT IUIa3MEHHTE HHBa Ha HHAYKTOpA Ha
CYP3A, xoHTO MOKe /1a ¢a NOBHIICHH BCAEACTBHE Ha HHXHOHpane na CYP3A OT xnapHTpOMHIIHH
(8. CBINO NPOAYKTOBATA HHopManHaTa 3a npuiamkeHuTe CYP3A4 uaxuburoph).
EanospeMeHHoTO npunoxerne Ha pudadyTul U KNapuTpOMHIMH MOXE A3 AOBEAS A0 NOBULIABAHE HA
CepyMHHTE HHBA Ha pH$abyTHH U NOHMKABAHE HA CEPYMHHTE HHBA HA KJIAPHTPOMHIIHH,
EQHOBPEMEHHO C IIOBHINIEH PHCK OT Ha YBEHT.

3a npeACTaBeHHUTE NO-A0Y JCKapCTBA € H3BeCTHO MM C€ Mpeanosara, ue¢ noBiHaBaT
MUPKYJNALMOHHATE KOHLIEHTPALHH Ha KIAPHTPOMRBIIHMH; MOXE Aa ¢ HeobxoauMa npoMsHa B
NO3WPOBKATA Ha KIAPUTPOMHIIHH HJIH OOMHC/IAHE Ha alITEPHATHBHO NIEYEHHE.

Edasupeny, nesupanun, puhamnuyun, pugatymun u pudanenmur
MoInHKH HHAYKTOPH Ha MeTabondTHATA CHCTeMa IMTOXpOoM P450 kato edpapMpeHL, HEBHPaNMH,

pudaMnuuun, pudabyThH H pudaneHTHH MOTaT a YCKOPAT METa00IH3Ma HA KIAPUTPOMHIIMH H Taka
Jla TOHHIKAT IJIA3MEHHMTE MY HHBA, KaTO ChINeBpPeMEHHO NNOBHIIABAT HUBOTO HA 14-OH-
KJIApHTPOMUIIHH-MeTaboNHT, KOWTO ChINO NpHTEXaBa MHKPOOHONOrHYHa akTHBHOCT. Thi KkaTo
MUKPOOHONIOrAYHATA AKTHBHOCT Ha KIAPHTPOMHLHH # 14-OH-KIapHTPOMHLIHH € pa3nHYHa 3a
pasnE9HHTE OAKTEPHH, OYAKBAHHAT TepaneBTHICH edekT Moxke Aa Oble NpoMEeHEH NpH
CBIOBLTCTBAIIOTO NPHIOKEHHE HA KIIAPHTPOMHLMH € SH3UMHH MHIYKTOPH.

Empasupun

Excrio3nuraTa Ha KIapUTPOMHLIMH ¢€ HaMaTABa OT €TPpaBHPHH, BBIIPEKH TOBA, KOHIICHTPALHHTE HA
akTHBHHA MeTabomuT 14-OH-KknapuTpoMuiiul ca yenuveHu. Tri kato 14-OH-knapuTpoMunyn uMa
HaMaJleHa akTHBHOCT cnpaMo Mycobacterium avium complex (MAC), obmara aKTHBHOCT KbM TO3H
naToreH Moxe ja Objie HapyllieHa, 3a ToBa, TpAOBa a ce HMAaT NIpe/BH] allTePHATHBH Ha
KIapHTPOMHIIMH 3a nevennero Ha MAC.

Dryxonason

EnnoBpeMerHOTO NpHnoeHHe Ha 200 mg (ykonazon AHEBHO W KIapHTpoMHIHHE 500 mg ABa MbTH
JHEBHO Ha 21 3apaBu 10OPOBOLM, € JOBENO A0 NOBUINABAHE HA CPEAHHTE MHHHMAITHH
KOHIICHTPALMH HA KJIAPMTPOMHIIHH B CTAIHOHAPHO CBCTOAHKE (Cmin) M Ha IIOLITA NOoJX KPHBAaTa
(AUC) ¢ 33% u crotBetHO ¢ 18%. KoHuenTpauunre na akTuBHMs Metabonut 14-OH-
KIApHTPOMHIAH B CTALIMOHAPHO ChCTOAHHME HE Ca OMIIM 3HAYKTENHO TPOMEHEHH TIPH
eIHOBPEMEHHOTO NPHIIOKEHNHE Ha (pmykonason. He e reobxonumo azantupaHe Ha 03aTa Ha

KJAapHTPOMHIIHH.

Pumonasup

Exno papMakoKHHETHYHO IPOYYBAHE € N0Ka3aJo, Ye eJHOBPEMEHHOTO NPUIIOKEHHE HA PHTOHABHP
200 mg Ha BcexH 8 yaca u knapuTpoMuUMH 500 mg Ha Bcekn 12 qaca € oBeso A0 3HAYHTETHO
HHXHOHpaHe Ha MeTaboan3Ma Ha KnapuTpOMHLIMH. MakciManHara koHueHTpanns (Cmax) Ha
KJIAPHTPOMHIMH Ce e nopyiuna ¢ 31%, Cmin ce e nopuinnna cac 182%, AUC cec 77% npu
CBHITETCTBALLO MPHIOKEHHE HA PHTOHABHP.

Habmnroaapano e nsaHo uaxubnpane Ha obpasysaHero Ha 14-OH-kwiapurpoMiiuH. Ilopagu imHpoKHs
TEpaNEeBTHYSH NPO3OPEl HA KIAPHTPOMHIINH, PH NALMEHTH ¢ HopmanHa OpOpeuna PyHKIES HE C¢
Hajara HaMaJIsBaHe Ha 103aTa. Benpeku Tosa, npu nauneHTH ¢ 650peyHo yBpexaase TpadBa aa ce
pasrneAar CleAHUTE KOPEKIHH Ha A03aTa: Npu MaUHeHTH ¢ KpeaTnHHHOB kiHpbHC (CLcr) ot 30 g0 60
ml/min, Zo3aTa HA KNApHTPOMHLIAH TpAOBa aa ce HaManH ¢ 50%. [1IpH nanHeHTH ¢ KPeaTHHHHOB
kiupeHC (CLcr) < 30 ml/min, posarta Ha KnapyuTpoMHLIMH TpAOBa na ce namanu cbe 75%. Ilpn
EHOBPEMEHHO [TPHIIOKEHHE ¢ pHTOHABHD He TPAOBa Ja ¢€ H3MoNI3BaT NO3H HA KNaPUTPOMHIIHH MO-
BHCOKH OT 1g AHEBHO.

[TozxobHs kKopeximH Ha Ao3aTa TpaOea Ja ce OOMHCIAT MPH MALMEHTH © NOHWKEHa 65
dyHKUHSA, KOraT0 pUTOHABHP KaTO (PapMakOKHHETHYEH HHAYKTOD ¢€ H3IMON3Ba C JAp
NPOTEea3HH HHXHOUTOPH, BKIIOUMTEHO aTa3aHABHP H CAKBHHABHUD (BX. IO AOJY ,,
NeKapCTBEHH B3auMonehcTBus’ ).



EdeKT Ha KJIAPHTPOMHEIHH BLPXY APYT'H J1€KapPCTB¢HH NPOAYKTH

CYP3A-6azupanu ezaumodeticmeus

EHOBpEMEHHOTO NPHIIOKEHHE HAa KIAPHTPOMHLHH , 34 KoiTo e n3recTHo, 3e HHXHOHpa CYP3A n
JeKapcTBa, MeTabommsrpasn ocHOBHO ¢ noMoinTa Ha CYP3A Moxe f1a AoBele A0 NOBHINIABAHE
KOHIICHTPAIMATE Ha Te3H JICKApCTBa, KOETO 12 HOBHINH HWIH YABIKH, KAKTO TEPANCBTHYAHTE, TAKa H
HexKeNnaHuTe eeKTH Ha CHBMECTHO NPHIIAraHOTO ¢ KIAPHTPOMHLMH JIEKADCTBO.

Ynorpebara Ha KIapHTPOMHITHH € TIPOTHBONIOKA3AHA IPH NAIHEHTH, NTOTydYaBallld cyOcTpaTH Ha
CYP3A acteMH30., UH3ANPH, JOMIEPHACH, NHMO3KJ K TEPGEHANMH, NOPAAH PHCK OT YABJXKABaHE
Ha QT-uuTepBana u CEPACHHH APHTMUH, BKIIOYBAIIH KAMEPHA TAXUKAPIHAA, KaMepHa dubpunaums u
torsades de pointes (BX. Touka 4.3 1 4.4).

Ynorpebata Ha KNAPHTPOMHLIMH CBIIO € NPOTHONOKA3aHa C €Pro ankanoHay, NEPopaned MHAA30MaM,
uHxuOuTopH Ha HMG-CoA penyxrasa, Metabonusupanu 0CHOBHO oT CYP3IA (Hanp. NOBACTATHYH H
CHMBACTATHH), KOAXHUIMH, THKArpeJIOp H paHONAa3HH (BxK. To4Ka 4.3).

[Tepopaniu aHTHKOAryJIaHuTH (Hanp. BapdapuH, pusapokcaban, anukcaba).

HeoOxoaHMO € NoBHILIEHO BHHMAaHHE, KOTATO KNapPHTPOMHULIHH C€ NMpHUiara ¢ Apyrd NeKapcTBa, 3a
KOHMTO ce 3Hae, 9e ca cyberpat Ha CYP3A, ocobeno ako cyGerpata Ha CYP3A Hmar TecHH
TepaneBTHYHH IpaHHIA (Hamp. kapfamasenuH) W/umm cybcTpara ce MeTabonu3npa eKCTEHIHBHO OT
TO3M ex3uM. Moxke a ce OOMHCHH KOpeKijua Ha J03aTa ¥ KOTATo ¢ PE3MOXKHO Ja C& MPOCneAaBaT
BHUMATEJIHO CEPYMHHTE KOHIICHTPAllH Ha IeKapcTBara, KouTo ce merabomusupat or CYP3A, npu
MAlMEHTH, KOATO NMOJNYYaBaT €AHOBPEMEHHO KIApUTPOMUIIHH. JlekapCTBa HIIH JIEKapCTBEHH KIacoBe,
3a KOHTO C€ 3Hae WiIH c€ NpeAnonara, e ce merabonnsupar ot cbiug CYP3A H30€H3HM BKIIOYBaAT
(HO TO3M CIMCEHK HE ¢ HIUSPNATENIECH ) ANNpa3onaM, KapbaMa3enus, LIHI0CTa30, HHKIOCHOPHH,
AM3oNHpaMHI, HOpYTHHUO, MeTHNTIPEAHH30MOH, MHIa30J1aM (MHTPaBEHO3€EH ), OMENPa3oiL, NePopaIHy
AHTHKOAryNaHTH (Hanp. Bap(apHH), aTHNHYHH aHTHIICHXOTHIM (Hanp. KBeTHANUH), XMHHARH,
prupabyTuH, cHIAcHAdHI, CHPOJIHMYC, TAKPOMHMYC, THA30J1aM H BAHONACTHH.

JlekapcTBata, KOHTO B3AMMOZEHCTBAT Ypes NOACOHH MEXAHH3MHU C APYTH H30€H3HMH OT LIHTOXPOM
P450 cucreMata ca peRUTOHH, TeOPHINH ¥ BAINIPOAT.

ChbOBTCTBAIOTO NPHIOKERHE HA KIAPUTPOMHILIHH U JOMHTANY{] € NPOTHBOTIOKA3aH0 NOopaan
BB3MOKHOCTTA 34 3HAYHTENTHO TTOBHIIABaHE HA TpPaHCAMHHA3UTeE (BXK. TO4YKA 4.3).

Anmuapummuyu rexapemeenu npodyxmu
HMMa nocTMapkeTHRIOBH Chod1menns 3a torsades de pointes, RaCTbIBalIH NIPH STHOBPEMEHHO

NPHAJIOKEHHE Ha KIApHTPOMHLIMHE H XHHHANHH Wik qu3onupaMul. [IpH €1HOBpeMEHHOTO NIPHIIOKEHHE
Ha KJIAPHTPOMHIIMH ¢ TE€3H NeKapcTBa TpaoBa aa ce MonnTopupa EKI 3a yasikaBane na QT-
HHTepBana. CepyMHHTe HABA Ha XHHHIOWH W JH30NHMpaMKA TPsOBa 1a ¢€ MOHMTOPHPAT IO BPEME Ha
AEYEHHUETO € KIAPUTPOMUIIHH.

JloxnaaBann NOCTMAPKETHHTOBH CHOOMEHHA 32 XHIIOTMTHKEMHUA NPH €AHOBPEMECHHOTO NMPHIOKEHHE
Ha KNapUTPOMHAIHH H AusonnpaMuj. [Topaxd ToBa HHBaTa Ha KpHBHATAa 3axap Tps0Osa Aa ce
HabmogaBar Mo BpeMe Ha €HOBPEMEHHOTO NIPHIIOKEHNE Ha KIAPHTPOMHMIIMH H JH3ONHpaMH/L.

Hlepopannu xunozauxemuinu aexapemea / UHCYIUN

BB3M0oxHO € IpoBOXKHpaHeTo Ha HHXHOHpane Ha CYP3 A eH3HMa oT eqHOBpeMeHHATa ynoTpeda Ha
KJIAPHTPOMHLIHH H HAKOH AIEKAPCTBCHH MPOAYKTH KATO HATEIIMHHA H pPENarjHHk. Hpenopbqna ce
BHHMATENHO HAbmoaeHHe Ha HHBATa HA KPBLBHA 3aXap.

Jupexmuo desicmsawu nepopannu anmuxoazyranmu (DOAC)
JMpeKTHO JeHCTRAIHAT NEpopalicH aHTHKOAry/IaHT AaburaTpaH € cydcTpar 3a eduyk
TpaHcniopTep P-gp. PuBapokcaban 1 anukcaban ce Metabonusnpar ype3 CYP3A4d n



cybcrparn 3a P-gp. Tpabea na ce oOpblia 0codEHO BHUMAaHHE, KOraTO KJIapHTPOMHIHH C€ NIpHJiara
SHOBPEMEHHO C TE3H CpeACTBa, 0cobeHO MPH MaHEHTH C BUCOK PHCK OT KbpBeHe (BK, Touka 4.4).

Omenpazon

Knapurpomuuus (500 mg Ha Bcexu 8 4aca) e npunaraq B koMOrHauus ¢ omenpason (40 mg 1HeBHO)
Ha 3ApaBH BB3PACTHR A0OpOROAIM. PaBHOBECHHTE NJIA3MEHH KOHUEHTPALHH Ha OMEIIPa3ol ce
yBeTHYMBAT (Cmex, AUC).24,H i ce YBenmuasaT coTBeTHO ¢ 30%, 89% u 34%) npu eaHoBpeMEHHO
TNpHIaraHe Ha KIaprTpoMHIiH. CpeHaTa 24-4acoBa cTofiHocT Ha pH e Onna 5.2, xoraro oMenpason
e Oun NpHiarad CaMOCTOSTENHO H 5.7, XoraTo € 011 NpUiarad 3ae/iHO ¢ KIapHTPOMHIIMH.

Cunoenaghun, maoanagun u eapoenagun

Beekn ot Tesu docdomuecrepasnn HHXuGHTOpH ce MeTabommsupa noHe sacTHuno oT CYP3A, karo
CYP3A moxe 1a Opa¢ HHXHOMpPaH NpH eJHOBPEMEHHO TNIPUIIOKEHHE HA KITaPHTPOMRLIKH.
ENHOBPEMEHHOTO MPHIIOKEHHE HA KIAPHTPOMHIEH Che CHIIAeHadw, Tamanadna uian sapacHadun
0OHKHOBEHHO BOAH A0 MOBHIIABaHe ekcno3ouHaTa Ha pocdoanectepasaua nuxubutop. Koraro Tesu
TIEKApPCTBA CE NIPHJIAraT 3acfHO ¢ KNapUTPOMMIIHH, TpsAOBa Aa ce 00CHAN MOHKKABaHe HA TAXHATA
034,

Teogpunun, xapbamazenun

PesynraTHTe oT KNHHHYHH NPOYYBAHHKA TOKA3BAT, Y€ CHLINCCTBYBA YMEPEHO, HO CTATUCTHYESCKH
3HayuMo (p<0,05) NOBHIIABAHE HUBATA HA IHPKYJIMpAIIHS TeoQHIIMH HIH KapbaMasenuH, Koraro
eIHOTO OT TE€3H JIEKaPCTRa Ce MPHara €AHOBPEMEHHO ¢ KIapHTPOMHLIHH. Moxe Aa ce 00chau
MOHMXKABAHE Ha TAXHATA J034.

Toamepooun

OCHOBHHAT T Ha MeTabolH3HpaHe Ha TONTEPOAHH e upes 2D6 uzodopmara Ba LHTOXpoM P450
(CYP2D6). Benpeks ToBa npH nonynauuara ¢ nunca Ha CYP2D6, e ycranoBeHo,4e METaboM3bM ce
n3ebpuIBa ¢ nomomita Ha CYP3A. B ta3u rpyna uaxubupatero Ha CYP3A BOAH 20 3HAYHTENHO TO-
BHCOKH CEPYMHH KOHIICHTPALMH HA TONTepoAnH. 3aTosa IpH Ham4ke Ha CYP3A nuxuburopn xaro
KJIAPHTPOMHLIMH B IOy aius, Koo e ¢iab merabomuzarop Ha CYP2D6, Tpadsa aa ce 006cham
IOHMXKABAHE Ha A03aTa HA TOINTEPOHH.

Tpuazonbenzoduazenunu (Hanp. annpazonam, MUOa3oOnam, mpua3onam)

Koraro MuaazonaM e npunaras equoBpeMeHHo ¢ knapurpoMunus (500 mg a8a mema quesHo), AUC
Ha MH1a30J1aM € NMOBHIIeHa 2,7 MBTH CNeA HHTPABEHO3HO NPHItKEHHE Ha MHAa3onaMm [1pu
MHTPABEHO3HO MPUIIOKERHE HA MHAA30JIAM ¢ KIAPUTPOMHIINH, MalUeHTHTe TPA0Ba fia ObAaT pefioBHO
HabmoaBaHy ¢ OTNIE] €BEHTYANHA IPOMAHA Ha Ao3aTa. [IpunoxeHHe Ha MHAA30JIaM N0 OPOMYKO3€H
OLT, KOETO MOXKE Aa 3300HKONMH NIPeCHCTEMHOTO €TMMHHHPAHE Ha NEKAPCTBOTO € NO-BEPOATHO Ja
AOBezle A0 B3auModelcTere, MoZo0HO Ha HadMIOAABAHOTO C/IEA HHTPABCHOZHO IIPHIOKCHHE Ha
MHJa30J1aM, OTKOAKOTO 0 B3auMojeHcTBHe, mo100H0 HA TORa clel NEPOPaTHO NMPHIOKCHUE.
Colyre npeAna3Hi MepKy ¢a BATHAHW | 33 APYrd OeH30AMa3enuHu, KOUTO ce MeTabonnsupar oT
CYP3A, BKIIOYHTEHO TPHA3ONaM H anmnpa3onaM. 3a HeH30 Ha3eNHHHTE, YHETO SIIHMHHHPAHE HE
3aBucH OT CYP3A (TeMazenam, HUTpa3enaM, jopaseram), He ce 04YaKBa KTHHHYHO 3HAYHMO
B3aliMOZEHCTBHE C KIIAPUTPOMHLIVH.

[Mpy enHOBpPEeMEHHO NPHIOXKEHHE HA KIAPUTPOMHALIHH H TPHa30J1aM ca OHIH NMonyycHH
NOCTMAPKETHHIOBH CHOOIIEHHA 32 JIEKAPCTBEHH B3auMoIeHiCTBUA H eeKTH BBPXY LICHTpanHaTa
nepena cucTema (LJHC) (manp. COMHOAEHTHOCT ¥ CheTOSHMKE Ha oObpranoct). IipenopbunTento e
Ha0nKoeHHe Ha NALMEHTHTE 33 NOBHIICHH (apMaKoNIOrH4Hu egekTd no orHomenue Ha LIHC.

Apyra JeKapcTseHE B3agMoAeicreas

Konxuyuwn .
Konxuums e cyberpar kakro Ha CYP3A, Taka B Ha eryXCHUA TPaHCIIOPTEH Np# :guﬂ“ﬂ flp
rinkonpoTerH {(Pgp). 3a KIapHTPOMHIHH H OCTAHATTHTE MAKPOJIHIH € H3BE I' o8 X

CYP3A u Pgp. Korato kjapuTpOMHIIMH H KONXHIHH C€ [IPHJIArat €AHOBpEM i :
Pgp n/nan CYP3A oT knapdTPOMHIMH MOXKe Aa A0Bejie A0 MOBHIICHA CKCTIOHIMA

)



EnHOBpeMEHHOTO NpHiarane Ha KOMXHIHH H KIaPHTPOMHLHH € NPOTHBONOKA3aHo (BXK. Touka 4.3 H
4.4).

Huzoxcun

CunTa ce, 4e JUNOKCHH € cyOcTpar Ha eIyKCHUS TpaHcopTeH npoTeun P-rnukonpotent (Pgp).
H3BecTHO €, Ye KnapuTpoMuLIMH HAXHOupa Pgp. Koraro KnapuTpOMHIHH H IHMOKCHH C€ MpHJIarar
eAHOBpeMeHHO, RHXUOHpaHeTo Ha Pgp OT KNapHTPOMHLMH MO3Ke /1a AOBEE A0 NOBHIIEHA
€KCIO3HI[HA Ha JUMOKCHH. B nocTMapkeTHHroBHS NEpHOA ca ChoOLIABaHH CliydaH Ha NOBHIICHHE Ha
CEPYMHH KORIIGHTPALHH Ha JUIOKCHH TPH MalMEHTHTE, MPHEMAaUIH KIApHTPOMHIIHH B JHTOKCHH
HsxoM nauMeHTH ca HMaJIH KJIHHHYHH NMPH3HALIM, HAa AHMOKCHHOBA HHTOKCHKAIHA, BKITIOYHTENHO
MOTCHLUHAJIHO ONacHH apHTMHH.

CepyMHHTE KOHHEHTPAIIHH Ha JHIOKCHH TpabBa na ObaaT BHUMATEIHO MOHHTOPHPAHH, ZOKATO
MALMEHTHTE Ca HA KOMOHHHPaHO NieYeHHe ¢ JUNOKCHH M KJIAPHTPOMHIHH.

3udogyoun

EaHoBpeMEHHOTO NEPOpaHO NpHeMaHe Ha TabneTkH KIapUTPOMHIIMH H 3MA0BYTHH Ha Bb3PACTHH
nauuesdTH ¢ HIV, MoXe na goeefie 10 MOHIOKEHO PABHOBECHO ChCTOSHHE HAa KOHLIICHTPALHHTE Ha
3SHAOBYiNH. WsTnexAa, ye KNapuTpOMHIHH NORTHAB2 pe3opduusTa Ha ChbIbTCTBAIIO PHI0KEHHA
nepopaieH 3ux0ByAHH. ToBa B3auMoaeHCTBHE MOXe Aa Obae H3OErHaro upes pasaeniaHe Ha S03UTE HA
KJIAPHTPOMHLIMH ¥ 3UAOBYAMH, Taka 4€ Ja C& OCUTYPH 4-9aCOB HHTEPBAJ MEXIY ABETE JICKapCTBa.
Togka B3aUMOAEHCTBYS He cc HaOMOAaBa NPY NEAYATPUYHY nanmenTy 3apasean ¢ HIV, xouro
MPUEMAT KJIAPHTPOMHLIHH CYCTIEH3Hs ChC 3HAOBYIHH HIIH AHASOKCHHO3HH. ToBa B3AHMOJEHCTBHE €
MAJIKO BEPOATHO, KOTATO KIAPHTPOMHUIHH CE PUiIara ype3 HHTpaBeHo3Ha HHY3na.

Denumoun u sarnpoam

Wma cionTanud wial nyOGaHKyBaHH JoKnaaH 3a B3auMoneiicteus Ha CYP3A nHxuOHTOpH,
BKJIIOYHTE/IHO KJIAPUTPOMHLHH C JIEKaPCTBa, 33 KOUTO CE€ CUUTA, Ye He ce MeTabommsupar or CYP3A
(wanp. peHMTOMH ¥ Bannpoar). Ilpenopb4Ba ce onpeae/siHe HAa CSPYMHHUTE HABA Ha TE3H JIEKAPCTBA,
KOTaTO ¢& MPUIAraT CbBMECTHO ¢ KnapHTpoMHIMH. Hma cboOHieHHs 32 MOBHLICHH CEPYMHH HHUBA.

ABYHOCOMHH JEKAPCTBEHH B3aHMOJEHCTBHS

Amazanaeup

KnaputpoMuunH # aTasaHaBHp ca cy6erpard ¥ HHXxEOuTOpH Ha CYP3 A ¥ MMa faHHH 32 JIBYNIOCOYHO
B3aHMOZelcTBHE. EAHOBpEMEHHOTO NPWIOKEHHE HA KIapHTpoMHUEH (500 mg ABa ITbTH AHEBHO) C
araszaHaBHp (400 mg BeHBX AHEBHO) BOAM J10 ABYKPATHO NOBHINABaHE EKCNIO3HIMATA Ha
KIApUTpOMUINE 1 70% noHHKaBane HA excnosnnyaTa na 14-OH-xnaputpomMniing, npy 28%
nosuuiaBane Ra AUC Ha atazanasup. Ilopagy mMpokus TepaneBTHYCH AHANa30oH Ha KNapHTPOMHIIHH,
NpH TALKEHTH ¢ HopMaHa Os0peuHa QyHKIHS HE ce Hanara MoHWKaBaHe Ha /103aTa Ha
knapuTpoMALMH. [Tpn nanueHTH ¢ yMepeHa On0pedHa GyHKUMA (KPeaTHHHHOB KnupsHC 30-60
ml/min), no3aTa Ha KJIapHTPOMHIHH TP20Ba Aa ce HamaH ¢ 50%. 3a naiHeHTH ¢ KPEaTHHHHOB
KiHpBHC < 30 ml/min, no3ara Ha KNapHTPOMHLMH TpAOBa fa ce HAManH cue 75%, KaTo Ce HU3Moa3Ba
NOAXOAAINA JeKapcTBeHa dopMa Ha kirapuTpoMHnuH. Jo3n kiapyTpoMHLUHH no-BHcokH oT 1 000 mg
IHEBHO He TpAOBa Ja ce IIpHAarar 3aeAHo ¢ IpoTea3HH HHXHOUTOPH.

Broxepu na xanyuesu xananu

[Ipenopbusa ce NOBHLIEHO BHUMAHHUE TIPH €JHOBPEMECHHOTO MPUNOXKEHHE HA KNAPHTPOMHIIHH H
610KepH HA KANMEBHTE KaHaIH, KOnTO ce MeTabomusupar oT CYP3A4 (nanp. Bepanamu,
aMJIOAMITHH, JAHJITHA3EM) IOPAJAH PHCKA OT XUNOTOHHS. [1na3mMenuTe KoHnEHTpaUnH Ha
KJ2PUTPOMUILIMH, KAKTO H Ra DiIokepuTe Ha KalllHEBHTE KAHATH MOXe Ja C¢ MOBHINAT Nopany
B3aHMoOJelcTBHETO HM. HabmoaaBaHn ca XunoToHHs, GpaaHapHTMHA H JIAKTAaTHA allH03a NPH
MalHeHTH, TPHEMALIH €THOBPEMEHHO KIapUTPOMHIIHH H BEpanamMHl.

Hmpaxonazon ' 'gt\'\w na"z*
KrapuTpoMHIIMH ¥ HTpakoHa30 ca cyOcTparu 1 nExHOHTOpH Ha CYP3A, Kog/ B0
IBYTOCOYHO NEKAPCTBEHO R3auMopnelicTeue. KnapuTpoMAIUH MOXKE A3 TIOB { *“! e «ﬁ; 3

MTPaKOHa30!, JOKATO HTPAKOHA30] MOXKE Ja NOBHLIH ILTA3MCHHTE HHBA Ha Kk @ DOMIRH, . 3
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[TaiHeHTH, KOMTO NPAEMAT EAHOBPEMEHHO KIAPHTPOMHIIHH H HTPaKOHAa30]1 TpAOBa Aa Obaar peAOoBHO
NpocieadBaHH 3a IPH3HALM KM CUMIITOMH HA MOBHINEH HIH ybIDkeH dapMakonoruieH edexr.

Caxsunaeup

KnaprTpoMHHH B cakBuHaBhp ca cybcTpaTtd 1 uHxubutopr Ha CYP3A U Ca 10KnanBaHy 3a
ABYIOCOYHH JIEKAPCTBEHH B3auMOAeicTBHA. ENHOBPEMEHHOTO NPHIOKSHHE Ha KnapuTpomMuaH (500
mg NBa bTH JHEBHO) H CAKBHHABHD (MEKH JKENAaTHHOBH Kancyn 1200 mg Tpu nuTH AHEBHO) mpH 12
3ApapH J00POBONIH € JIORENO JO CTOHHOCTH B paBHOBECHO CheTOAHAE HA AUC H Cumax Ha CAKBUHABHD
choTBeTHO 177% u 187% m0-BUCOKH OT Te3H, HAONKAARAHH NPH CAaMOCTOATENHO MPHIOKCHHE HA
cakBuHaBup. CrolinocTHTe HAa AUC H Cpx HA KIAPHTPOMUIIMH ca 61N 0K0N0 40% N0-BHCOKH OT
T€3H YCTaHOBEHH [IPH CAMOCTOATENIHO MPHJIOKEHUE HA KIapHTPOMHLKH. He ce Hanara npomaHa Ha
J03aTa KOraTo ABETE JIEKApCTRa ¢e IIPHAAraT 3aciHO 3a KPaTKO BpEME B NPOYYBAHHTE
no3n/nexapcrseHd GpopMH. JlaHHUTE OT MpOYYBaHHATA BLPXY JIEKAPCTBEHHTE B3aHMOACHCTEHS ITPH
M3MOJI3BAHETO HA MECKHTE JKENAaTHHOBH KalCy/IH MOXe Ja He Ca NOKA3aTe/IHA 3a eheKTHTE NPy
NPHIOKEHHETO Ha CAKBHHABHP NOA PopMara Ha TREPAH KENATHHOBY KANCynH. JIaHHHTE OT
NMPOYYBAHHATA BHPXY JICKAPCTBEHHTE B3aHMOACHCTBHSA [P MOHOTEpanms CbC CAKBUHABHP MOXKeE Aa
HE ¢a NOKa3aTeIHH 33 HaO/moAasaHHTe eeKTH NpPH JSYSHHETO ChC CAaKBHHABHP/pUTOHaBHP. KoraTo
CAKBHHABHMP C€ NPHIATa 3acAHO ¢ PATOHABHP, TPA0BA Aa c& ¥Ma NpeABKA NOTCHURANKNTE edexTH Ha
PHTOHaBHP BLPXY KIAPHTPOMHIIHH.

4.6 PepTaaaTeT, OpeMeEHOCT H KLpMeHe

bpemeHHOCT
bezonacHOCTTa Ha KNApUTPOMHLHH 33 ynotpeda 110 BpemMe Ha OPEMEHHOCT HE € YCTAHOBEHA,

Bb3 0cHOBa Ha IPOMEHJIHBY PE3YJITATH, MOJYYEHH OT IpOY4BAHAA NIPH XHBOTHH H OMHTA NPH X0pa,
HE MOXE Ja CE M3K/TIOYH BEPOSTHOCTTA OT HeXEJaHH PeakKiHH BEpXY eMOpHodeTanHoTO passuTHe. B
HAKOM 0OCEepBalIMOHHH NPOYYBAHHS, OLICHABALIM €KCIIO3HLNATA Ha KIAPHTPOMHIMH NPE3 NbPBHA H
BTOPHA TPHMECTBP, C€ ChOOINABA 32 IIOBHLIECH PHCK OT CIIOHTaHEH abopPT B CPABHEHHE C
HEM3ITO/I3BAHETO Ha AHTHOHOTHK WIIH H3NOJI3BAHETO HA APYT AHTHOHOTHK NPE3 ChIMA NEPHOL.
HanuynuTe enuAeMAOIOrHYHY NPOYYBAHHA OTHOCHO PHCKA OT CEPHO3HU BpOAeHH MandopMaiH NpH
ynoTpefara Ha MaKpONHIH, BKTIOUHTENHO KIAPHTPOMUIWH, TIO BpeMe HA OPEMEHHOCT NPEIOCTABAT
NPOTHBOPEYMBH PE3yATATH,

[Topagu TOBa HE ce PENOPLYBA NPHIOKEHAE Ha KIapUTPOMHLIHH Nno Bpeme Ha OpeMeHHoCT, He3
BHHMATENHA OLIEHKa Ha ChOTHOIIEHHETO NMoa3a/pHCK.

KbpMmene
be30nacHOCTTa Ha KNAPHTPOMHIIUH TIO BpeMe Ha KbpMEHe HE € YCTaHOBEHa.

KnapHTpOMHIIMH ce €KCKPeTHpa B KbPMaTa B MANIKH konnyecTsa. M3uHClieHo €, Ye KbpMadeTo, Lie
noJy4s okono 1,7% ot ao3ara KIAPHTPOMHIHH, KOPHIHpaHa CIIOpe TErNoTO Ha MadKarTa.

Peprunvrer
HaMa HannyHH faHHH 3a edekra Ha KIaApUTPOMHIIMH BEpXY (epTUNHTETA TpH Xopa. [Ipoyusannuata
NPH IIBXOBE HE MIOKA3BAT JAHHH 32 BpEAHH eeKTH BhPXY deprunuTeTa.

4.7 EdjdexTH Bhpxy cnocobnocTTa 3a modpupane u pabora ¢ MamaaH

Hsama HATHYHH JaHHH 3a BIHAHKETO Ha KNAPHTPOMHIIHE BbPXY CNOCOOHOCTTA 33 OPHPaHE HIH
paboTa ¢ mamuHu. [Topans Bp3MOXKHA TOABA HA 3aMastHOCT, BEPTHTO, OOBPKAHOCT U IE30PHEHTALHA,
KOMTO MOTaT /ia Bb3HMKHAT CJIE/ PHEM Ha JIeKapCTBOTO, Te Tpadea na Obaar B3eT# NOA BHHMAHHE
peay NalHeHTHTe 3 WodHpaT WK H3NON3BAT MALHHH.

4.8 Hexenanu NEKAPCTBEHH PeAKIHHE

a. Obobwenue na npoguna 3a bezonacrnocm

Haii-qecTHTe HEXeNAHH peakniyii CBbP3aHM ¢ TepallHATa ¢ KJIAPHTPOMHLUHH
U NEAHaTPHYHATA NOMYIaiiug ¢a KOpeMHa 6oiKa, AnapHs, raicHe, NoBpPbIL

11



Tesn AeXeJIaHH peakiHi 00OMKHOBEHO Ca JIEKH 110 HHTEH3HBHOCT H €a B CHOTBETCTBHE ¢ H3BECTHUAT
npodun Ha 6e300aCHOCT HA MaKpoIHAHKTe aHTHOHOTHIM (BX. pa3aen b ot Touka 4,8).

HsaMa snHaunmMa pa3NHka B Yecroratra Ha T€3H CTOMALIHO-YPCBHH HEXEIIAHH PEaKIHi N0 BPCMC HA
KIHHAYHHTE NPOYUBAHKA MOXAY NONYIALHHTS NALHCHTH C WK Des NpEAIECTRALH

MEKOOaKTEpHATHA HHPEKIHH.

6. Tabauuno pe3rome na Kexcenanume peaxyuu

[TocoyeHaTa mo-A0my TabMIa NOKa3Ba ChOOILIABAHHTE HEXETAHH PEaKIiHH OT KIHHHYHHTE
Npoy4BaHHA H NOCTMAPKETHHT'OBHA ONHT C BCHYKH JIEKapCTBEHH (POPMH KIapHTPOMMIIHH.

Peaxipsre, CHMTaHH KATO NNOHE BB3MOXHO CBBP3aHH ¢ KNAPHTPOMHIIHH A OMHCaHH 110 CHCTEMHO-
opraHHaTa KiacH(HKALHA H ca OIPEACIEHH 110 YeCToTa Karo: MHoro 4ectd (=>1/10), wectn (=1/100 xo
<1/10), Heuectn (=-1/1 000 no <1/100) 1 ¢ Hen3BeCcTHA YecTOTA (HEXKENAHU peakLHH OT
MOCTMAPKETHHIOBHS [IEPHOA; YSCTOTATa HE MOE Aa Obae onpelieneta OT HAJMYHATE JaHHH). B1
BCAKA OT IPYNHTE NO YSCTOTA HEKEJIAHHTE PSAKLIMH €A NPEACTABEHH B HH3XO/MII pell 110 OTHOLICHHE
Ha TAXHATA CEPHO3HOCT, TaM KBIETO CEPHO3HOCTTA MOXKe Jia Objie OUCHEHA.

MedDRA - 6a3a | Muoro gectn | Yectrn HegectH C men3BecTHA
JAHHH HA (=1/10) (21/100 no =1/1 000 go <1/100) JecToTa*
Cucremuo - <1/10) (9ecToTAaTA HE MOXKE
Oprasps Aa Obae onpeieiena
KJIACOBE OT HAJIHIHHTE
AanHHA)
Henynut!,
H [TceBnoMeMOpaHo3eH
Hudexnuy n KAHIHI033, 2 Bl pas
uHbecTaIHn FaCTPOSHTEPHT", KOJUT,
[ uHbex1ua’, epU3UMeN
BarHHAJTHH HH(PEKIHH
HapyimeHus Ha JleBkonenns,
KPBBTA H HEYTpOmeHus®, Arpanynonurosa,
nampHaTa TpoMOOnHTEMHS’, TpOMOOLMTONEHHA
CHCTEMA eosuHOGHIMA®
Hapyurenus Ha AH&CI)HJIE]!KT(}H,IIHB, Anadun Ha
HMYHHATa peaKu4a ,
peakiiHs, aHrHOSAEeM
CHCTEMA CBPBLXYYBCTBHTEIHOCT
Hapyumenns
Py Ha AHOpeEKCHH,
MeTabonu3Ma 1
IIOHKKEH aneTuT
XPaHSHETO
[TenxuiHo
HapylIEHHE,
CBCTOSHUE HA
0OBLPKAHOCT,
[Meuxnaan TpeBoKHOCT 1 HAMH3ALINA,
¢ beacbhue pe ’ ACTIEpCo at
HapyICHHS HEPBHOCT ACTIpEcHd,
Ac30pHEHTaLHS,
XAIOIHHAIIHS,
HeoOHyaliHU
I
H )
Hapymenus na 3aryba Ha mi:a aHHe
Jacreyzng, JAHUCKHHE3Ud
HepBHaTa
rnaBobonHe 3aMasgHOCT,ChbHIIMBOCT
CHCTEMa

TpeMOp
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Hapymenns Ha

Bepturo,

YXOTO H HapylleHHe Ha cnyXa, | ['myxora
nabupHHTa THHUTYC
CepredcH apecT’,
npeaAchbpAHo MpxacHe', | Torsade de pointes,
Copaeunn yabixeH QT unrepBan | kamepHa
HapyLleHHA npu EKIT, Taxuxapaug,
EKCTPaCHCTONH ', KaMePHO MBXKACHE
NANUTAlHH
CunoBu
Basoaunaranua’ XeMoparus
HapyLHCHH all
Acrmal,
PecniupatopHy, 5
U EITHCTAKCHC",
] Oenoapoben
MeIHACTHHAIHA A ,
eMOONH3BbM
HapyLLCHHS
Eaodarur’,
racrpoesodarnanHa
pedaykcHa Gonecr?,
2
racTpHUT, NPOKTANI U
Huapus, » PO ’
CTOMATHT, [JIOCHT, OCTbp NanKpeaTHT,
CromaluiHo- IOBPBIIAHE,
N JR—— KOHCTUNALHA, NPOMEHH B [[BETa Ha
pe ’ noAyeane Ha kopema', | e3uxa, npomenu B
HapyLIeHHA rajeHe, bonka B 5
KopeMa CyX0Ta B yCTara, 1IBE€Ta Ha 3b0HTE
epyKTalus,
dnaTyneHHA
Xonecraza?, xematnt?,
H aJlaHHH
AOnopMeH AOBRLICH a1 YepHoapobHa
aMHHOTpaHc(epa3a,
XenatoOunHapHH yepHoApobeH HEAOCTATHYHOCT,
HapyleHns dbyHKIHOHANEH MOBAIICHA acTiapTaT XenarouenyaapHa
TECT aMHHOTpaHC(epasa, ACBIITEHHIA
TIOBH1IIEHA Fama-
rayTamuitTpaschepasa’
Texxn koxHH
HEXENAHH PeakliH
(SCAR)
(ranp. ocTpa
FeHepanu3upaHa
eK3aHTEMaTO3Ha
HapyiueHns Ha Byno3eH aepMaTHT’, nycryinosa (AGEP)
KOXKarta H Ob6pus, NPYPHTYC, YPTHKapHA, | CHHAPOM Ha Stevens-
MOAKO)KHATA XHIIEPXHAPO3a MaKyno-nanyno3eH Johnson’, TokcH4Ha
THKaH obpus’ enuaepManta
HEKpoH3a’,

NeKapcTBeH OOpHB C
€03HHOPHUIHA H
CHCTEMHH CUMIITOMH

. (DRESSY)), akne

Hapymenus Ha

MYCKYJIHO- M 3 S

CKYJIHH CNa3MH -

CKEJIeTHATA YOy v} Paondfhmeimza®,
MYCKYJIHO-CKEJICTHA. 3} :

CHCTEMA H 1 [/ & NAT N
CKOBaHOCT , MUAJTR

CHEAWHUTENHA { ,

ThKaH
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HapyimeHus Ha
brOpeuna
GnOpenHTe 1 IToBHINEH KpeaTHHHUH B pe
ITHKOYHHTE , HEZOCTAThYHOCT,
KPBBTa', NOBHIIIEHA
bTHLIA 5 . HHTEPCTHUHANEH
YE l HeQpHUT
Ha
O6mm 32:21*0 Ha Hepasnonoxenune?,
HapylICHHA | DOnebuT Ha nontarae! IIOBHINECHA
edeKTH Ha MSCTOTO Ha 3 H&HBHHé i TeMIeparypa’, aCTEHH,
MSICTOTO Ha npunarase’ ACTOTO Ha rpeAHa Gonka’,
4 4
MPUIOKEHHE BTPHCAHE', YMO
P npunarate’ » YMOpa
AOHOPMHO OTHOLIEHHE
anﬁﬁ pH]-l raobynun’ [ToBuiarane Ha
YMHH, M ’ INR, yIpmkeHo
NOBHINEHA aNKanHa 5
HUscnenpauns | ¢ocdarasa B kprera’ NIPOTPOMBITIOBO
eHa > | BpeMe, HEOOHYaHHO
noB OLIBETABAHE HA
JIAKTATACXUAPOTEHAa3a B
4 ypHHAT2
KpPHBTA

*Tlopanu TOBa, Y€ TE3H PeakilHH ¢a AOKIaJBaHH JOOPOBOMHO OT NOMyJalHs ¢ HCONMPENENEH pa3Mep,
HE BHHATH € Bb3MOXKHO Ja € MPEANONoKH TAXAHATA YecTOTa HIIM Ja C€ YCTaHOBH MPHYHHHO-
CJIEACTBEHATA BPb3Ka ¢ eKCIO3HIHUATA KbM JlekapcTBoTo. Ekcno3uuuaTa Ha NaLHEHTHTE Ce
npeanojara Aa € mo-rojisMa oT 1 MHJIHapa AHH NALHEHTO-JICYEHHE 33 KNapHTPOMHLHH.

**B HAKOH OT AOKJIAAWTE 3a pabRoMHON3a, KIApHTPOMHBIIHH € MPHIAraH ¢IHOBPEMEHHO ¢ APYTH
NIEKApCTRA, 32 KOUTQ € HIBSCTHO, U Ca CRLP3AHH ¢ MOABAaTa Ha pabaoMuonu3a (kato crarul, ubpary,
KONXHIUH HWIH ATONYPHHOMN).

' Hexenany JiekapCTBEHH peakiiHH, JOKIAJBAHH CaMo 3a Mpax 3a HHy3uoHeH pa3TBOp

2 Hexenanu EKapCTBEHH PeakiliH, NOKIABAHH CaMo 3a TableTKH ¢ YALIKEHO ocBoOmKAaBaHe

3 HexenaHy JIEKAPCTBEHH PECAKIMH, NOKIAIBAHA CAMO 34 I'PAHYIIH 32 TIEPOPATHA CYCIIeH3HS

4 Hexenanu JIEKapCTBEHM PEaKLMK, NOKIAZBaHH camo 3a TabieTkn ¢ He3abaBHO 0CBOOOKAABAHE

8. Onucanue nHa onpedencni HeXcenanu peaKyuu

B sakon o1 cbo01eHnaTa 3a padaoMHonu3a, KIapHTPOMHIHH € TPUOXKEH SAHOBPEMEHHO ChC
cTaTHHH, GUOpaTH, KONXHMIWH WK ATOITYPHHON (BiK. Touku 4.3 # 4.4).

MMa nocTMapKeTHHIOBH choOIIEH s 33 JiekapCTBeHH B3auMoseliceus u edextr Bepxy [{THC (Hamp.
COMHOJIEHTHOCT H 00BPKAHOCT) MPH €IHOBpPEMEHHATa ynoTpeda Ha KIapHTPOMHIMH ¥ TPHa30/1aM.
HeobxommMo e Habnmonenye Ha NalHEHTA, 32 3acHNBaHe Ha ¢papmakonormyuuTe edexty ot LIHC (Bx.
TouKa 4.5). |

HMa penxu choOllicHHs 32 HATHYHE Ha KIAPHTPOMHMIHH TA0JICTKH C YABIDKEHO 0CBOOOKAaBaHe B
H3NPAKHEHHUATA, MHOTO OT KOHTO €3 HaCTBITHIN [IPU NAlJHEHTH ¢ AHATOMHYHH (BITIOYHTENHO
HIEOCTOMHSA WJIH KOAOCTOMHUA) HIH QYHKIMOHAIHH rACTPOMHTECCTHHAIHH HAPYLIEHHSA CHC CKBCCHO
BpeMe 3a raCTPOMHTECTHHAICH nacax. MMa HAKONKO choOHEHHA 33 HUIHYHE Ha OCTATBUH OT
Tabnerka OpH HacTHIWIA Auapus. [IpenopbUNTENHO e, NpY NAUHESHTH, NIPW KOUTO CE NOABARAT
OCTATHIH OT TabneTKa B H3MPAKHESHHUATA H HAMA TOACOpeHUE HA TAXHOTO ChCTOAHHE, Ad NIPEMHHAT
KbM JpyTa ¢OpMa Ha KIapUTPOMHLMH (Hanp. CyCNeH3HA) HIIH JpyT aHTHOHOTHK.

Cneyuanna nonyrayus
Hexenanu peakuuy npH KMyHOKOMIIPOMETHPAHH NalHeHTH (BxX. Touka I).

2. lleduampuvna nonyaayus
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[Tpu fena Ha BL3pacT OT 6 Mecena 10 12 roAuHHU ca 6NN MpOBEACHH KINIMHHYHH OPOYYBAHHA C
KJIApHTPOMHAIIHH MeAHaTpuyHa cycriensus. Ilopanu Tosa, Aenia noa 12-roaumua ss3pact Tpabea Aa
W3NON3BAT KIAPATPOMHKLIMH NEABATPHYHA CYCTICHINA.

YecroTaTa, THIA H TEKECTTA Ha HEKENAHUTE PeaKHK NPH AC1A ¢e 04aKBa Aa ObAaT ChIMTE, KAKTO

[pY BH3PAcCTHH NALHEHTH.

0. Apyzu cneyuannu nonyaauuu

HMmyHoxoMnpoMemupariy nayuenmu
[lpu namesTu cve CITMH u apyrn HMyHOKOMIIPOMETHPAHH NMAIMEHTH JICKYBaHH C BHCOKH JA03H

KJIAPHTPOMHIMH, 33 T10-AbJITH NEPHOAM OT BpeMe 110 NMoBoJ MHKoOakTepHanHy HHDEKIHH, YeCTO €
TPYAHO Ja C€ pasrpaHHYaT HeKe/IaHUTE peaKLHH, BepOATHO CBbP3aHH C IPHEMA HA KIAPHTPOMHIIHH,

OT OCHOBHHTE NIPH3HAIH Ha YOBeIIKHA HMyHoaehumTed Bupyc (CITMH) unv HHTEpKYpERTHO
3a00NABaHE.

[1pn BE3PACTHH NAIHEHTH HAH-YeCTO CHOOIIABAHKTE HEXKEIAHH JIEKaPCTBEHU PEaKIIHH, JICKYBAHH ¢
o0 nxeHH 1034 oT 1 000 mg u 2 000 mg KnapHTpOMHLIMH Ca: raJicHe, NOBPEIIaHe, NPOMIHA BLB
BKYyca, KOpeMHa 6onka, Auapua, o6puB, duaryneHuus, rirapoboHe, KOHCTHNAIHA, CITyXOBH
HapylICHHA, IOBHINEHHE HA CEPYMHATA IIyTaMaT okcanoauetar TpaHcamunasa (SGOT) u cepyMHa
riyramart nupysar TpaHcaMuHaza (SGPT). dpyru HexxenaHH peakiiHi ¢ HUCKA 4eCTOTa ¢a JHCITHEA,
Oe3cpHMe H CYXO0Ta B yCTaTA.

IIpu Te3n AMYHOKOMNPOMETHPAHH MallHEHTH, OLCHKHTE Ha 1abOpaTOpHHUTE CTOMHOCTH Ca HAaIIPABEHH
ype3 asanu3 CTOMHOCTHTE U3BBH aGHOPMHOTO HHBO (T.€ MPEKOMEPHO BUCOKH HIH HUCBHKH IPAHHIIH)
3a MocovueHus TecT. Bb3 ocHOBa Ha Te3n KpHTEpUHU okono 2% 10 3% OT TE3H NALMEHTH, KOUTO €a
nony4asand 1 000 mg wim 2000 mg KNapuTPOMULE AHEBHO, C3 HMANK HeoOHYAHHO BUCOKHM HHEA HA
SGOT u SGPT u HeHopManHo HHCHK Gpoii Oeau KpsBHM kIeTkH H 6poii TpoMOGouHTH. [To-HHCHK
MPOLEHT OT NMALMECHTHTE B T€3H ABE JO30BH IPYNA CHIIO ca HMAIH NOBHIICHY HHBA Ha yped M a30T B
KpbBTa. Majko [o-BHCOKa 4€CTOTa Ha aGHOPMHH CTOHHOCTH 332 BCHYKH MapaMeTpH, ¢ H3KIIOYECHHE Ha
OenuTe KpLBHH KIETKH, ca 0TOSNIA3aHa 32 MALMEHTH, KOHTO ¢a nonyuuny 4000 mg nHesHo.

Crofinapane Ha NOAO3UPAHH HEXKENAHN peakiiii
Crob1aBaHeTo Ha NOJAO3HPaHH HEXENaHH peakliMH cllell pa3pellaBane 3a ynoTpeba Ha IeKapCTBEHHA

NpPOAYKT € BakHo. ToBa Mo3songsa na npoAbJDKH HabMIOAEHHMETO Ha CbOTHOIEHHETO NOJI3a/pHCK 3a
JieKapCTBEHHA MPoAyKT. OT MEANLIMHCKATE CTICIHAMMCTH Ce H3UCKBa J1a ChoOINAaBaT BCAKA
NoAO3HpaHa HeXelaHa peakiisa Ypes:

WsneIHATENHA areHIHs No JSKapcTBaTa
yi. ,,Jlaman ['pyeB” No 8

1303 Codus

Ten.: +359 2 8903417

yebeaiiT: www.bda.bg

4.9 IIpenozapane

CuMnoTOoMH

ITonyuenure cHOOIMEHNA NOKA3BAaT, ¥¢ MPHEMBT Ha FOJIEMH KOJMHUYECTBA KIAPHTPOMHIIHH MOXE 1a
HOBEAE A0 NMOSBaTa Ha CTOMALIHO - YPEBHH CHMITOMH. IIpH ¢IHH NalHeHT ¢ aHaMHe3a 32 GUIoaApHO
pasTpoficTBO, npuen 8 g XIapuTPOMKELMH ca HabmoaakaHy MOCTEABAM NTPOSBH HAa MPOMEHEH
MEHTAJIEH CTATYC, NapaHOUAHO NOBEIeHHEe, XHIIOKATUEMHA U XHMOKCHMHS,

JlegeHHe
Heskenanure peaki, ChITLTCTBALH PENIO3HPAHETO, CE/BA /1 C& TPETHPAT HPE3 BEIHOTEL Y
OTCTpAHABAHE HA HeAOCOPOHPAHOTO JiIeKapcTBO M 00K noaabpxamu Mepkn., Kagro Wpn heTan:
MAKPOIIHIH, HE CE 0YaKBA CEPYMHHTE HYBA HA KNAPHTPOMULIMH /13 CC MORIAASTY AR Te g
XEeMOIHAITH3a MAH NIEPHTOHEANHA JHAITH3A.
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5. GOAPMAKOJOIHYHH CBOHCTBA

5.1 dapmakoaRHIMHEYHHE CBOillcTBA

dapMmaxoTepaneBTHHHa Ipyna: aHTH-0aKTepRaniy JeKapCTBEHH NPOAYKTH 32 CUCTEMHO NPIWIOKCHRE.
Maxponuay
ATC xoxn: JO1FA09

KnapaTpoMHIMH € TIONYCHHTETHYEH MAKPOJTHJIEH aHTHOHOTHK TIoy4eH 4pes saMsna Ha CH3O rpyna

¢ xuapoxcunsa (OH) rpyna sa nosuumg 6 0T SPHTPOMHIIMHO AakTOoHeH npbeTeH. [lo-konkpeTHo
KJIAPUTPOMMLMH € 6-O-MeTHNT epHTPOMHIIAH A,

KnapHTpoMULAH NpoABABa aHTHOARKTEPHAIHOTO CH AeficTBHe upes cBbp3BaHe ¢ S0S pubo3oMHaTa
cyOeHHHIIA HAa YYBCTBHTEIHUTE OaKTEPUH KAaTO MO TO3HM HAYHH NOATHCKA CHHTE3A HA IIPOTEHHH.

!ﬂ!ﬁ_@ﬂﬂﬂﬂ! A

KnapHTpOMHIIMH IEMOHCTPHPA OTIIMYHNA i Vilro aKTHRHOCT Cpelly CTAHAAPTHH IAMOBE DaKTEpHH H
KIHHHYHH H3oaaTH. Toil mpHTEXkaBa MHOIO MOHIHO aHTHOAKTepHaNHO AcHCTBHE Cpelly NIMPOK
CIIEXTBD OT aepoOHH H aHaepoOHN ['paM-noNOXKHTEIHH K [ paM-0TpHLIaTEIHH OPraHH3MH.
MuHnManiauTe HEXHOHTOPHA KOHUSHTpauud (MHK) Ha KITapHTPOMHIME KATO LAJIO €A C log?
paspexaaHe no-cuiaad or MUK Ha epUTpOMHLIHH.

In vitro naaauTe CBHILO NOKa3BaT, Ye KIAPHTPOMHIIHH HMa OTIHYHA aKTHBHOCT cpeuly Legionella
preumophila w Mycoplasma pneumoniae. Toll e GaxrepuuuaeH 3a Helicobacter pylori; Tasn
AKTUBHOCT HA KIIAPMTPOMHLIMH € TIO-BHCOKA NpHU HeyTpanio pH, oTkonkoro npH kuceno pH. In vitro n
in vivo JaHHWTE NOKA3BAaT, Y€ TO3H aHTHOMOTHK MMa aKTHBHOCT CpElly KTHHHYHO 3HAYHMH
MHKOOAKTEpHAHH BUAOBE.

In vitro aHTHGaKTEPHATHHUAT CICKTBP Ha KIaPHTPOMHULIHH € KaKTO CleaBa:
(Mons, BHXTe no-A0ny Tabanuara ¢ spanwyrume cmoinocmu na MHK)

Hyscmeumenny Ha KAGDUMPOMUYUE Dakmepuy.

Aepobru I pam-noroacumentiy MUKpDOOPZaHUIMU
Staphylococcus aureus

Streptococcus pneumoniae

Streptococcus pyogenes

Listeria monocytogenes

Aepobnu I pam-ompuyamenny Muxpoopeanusmy
Haemophilus influenzae

Haemophilus parainfluenzae
Moraxella (Branhamella) catarrhalis
Neisseria gonorrhoeae

Legionella pneumophila

pyeu muxpoopzanusmu
Mycoplasma pnewmoniae

Chlamydia pneumoniae (TWAR)
Chlamydia trachomatis

Muxobaxmepuu
Mycobacterium leprae

Mycobacterium kansassi
Mycobacterium chelonae
Mycobacterivum fortuitum
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Mycobacterium
Mycobacterium

Aepobuu I pam-noroxcumenn M

avium
intracellulare

Helicobacter pylori

Streptococcus agalactiae

2AHUIMU

Viridans epyna streptococci

Aepobru I pam-ompuyamennyu Muxpoop2anuamu
Bordetella pertussis

Pasteurella multocida

Anaepobru I pam-nonodicumenru MUKpoOp2anuIMu

Clostridium perfringens
Peptociccus niger
Propionibacterium acnes

Aunaepobru I pam-om

Bacteroides melaninogenicus

Cnupoxemu

Borrelia burgdorferi

Kamnunobaxme

Campylobacter jejuni

EARUM

aH MU

OCHOBHHAT METAOONHT Ha KIAPHTPOMHIMH NPH MOBEKA H APYTH NPUMATH € MHKPOOHOIIOTHYHO
AKTUBHUAT MeTa0onHuT 14-OH-knapuTpoMHLH. To3H MeTabONHT € ChILC TOJIKOBA AKTHBEH MM 1 10
2 MbTH NO-MANKO aKTHBEH OT H3XOJHOTO CheAMHEHHE 32 NIOBEYETO OPraHN3MH, ¢ H3KIIOYeHHRe Ha H.
influenzae, cpeiy xoiiTo e aBa METH No-akTHBEeH. H3xoaHoTo BemecTBO H 14-OH MeTabomuThT
yIpaXHABAT aiUTHBEH HIH CHHepruyer edekT Bopxy H. influenzae. I1pn MOPCKH CBHHYETA C
JlerHoHena HHQeKUNA, HHTpanepUTOHEANHA J03a oT 1,6 mg/kg/nen KIapHTPOMHIHH € N0 -CEKTHBEH

oT S0 mg/kg/nen epuTPOMHIIHH.

TecToBE 32 9YBCTBHTENHOCT
KonuyecTBEHH MeTOIM, KOHTO H3HCKBAT H3MEPBAHETO HAa 30HOBH JHAMETPH, JaBaT HaH-TOYHHTE
NPEUEHKHU 3a MyBCTBHTENHOCTTA Ha HakTepuuTe KbM aHTHMHKPOOHN nekapcTBa. Eana nipenopbyana
npoLeAypa H3IMOM3BA JUCKOBE, HAIIOCHH ¢ 15 ug KnapMTPOMHLIMH, 3a H3CICABaHE Ha
qyBCTBUTENHOCTTA (AHdy3HoHeH TecT Ha Kbpbu-bayep); HHTepnpeTHpaHeTO KOpeNIHpa AHAMETPHTE
Ha MHXHOHTOpHATA 30Ha Ha TO3H AMCKOB TecT, ¢ MUK crofiHoctrTe Ha knaputpomuitud, MUK
CTORHOCTHTE ce oTpeAenar upe3s OyIbOHEeH WIH arap AHIyuMoHeH Meto. [IpenoprunTenmara

cpelia 3a M3NMUTBAHE HA YYBCTBHTENHOCT kbM Haemophilus influenza, cnopen "HalponaneH KOMHTET
1o KIMHAYHA NabopaTopuu crangapTi” (NCCLS) e “Haemophilus Test Medium ,,(H.T.M.).

KopenanusTa Aa 30HOBHTE AHAMETpH 33 HHXHOHpane Ha nucka ¢ MICs e nanena B cnesHata Tabmmna:

HHTEepnpeTaTHBHK CTAHAADTH HA KJIAPUTPOMHIWH

JuaMersp Ha 30HaTa Ha HEXHOHpaHe (Mmm) MHK (pg/ml)
[1arorenu YyBcTBHTENHH MexnHna Pesnctenthi | UyBCTBHUTENHH Iy HCTEHTHH

YYBCTBHUTEMHOCT ’t_fo

, \
Beutku > 18 14-17 <13 <1 ARy Y )w 8
MaTOreHH SRk el ) X |
3 - *‘H/ v/
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(ocBen
Haemophilus
u
Staphylocci)

Staphylococci > 20 — <19 <0.5 - > 1

Haemophilus >13 11-12 <10 <8 16 > 32
influenzae ,
KOT&TO ce

TECTBA C
HTM

[1pu Tean npoueaypH, crobmenne ot naboparopusra 3a "UyBCTBHTEIHH" TOKA3Ba, Y€ HHPEKTHPALIAT
OPraHH3bM BEPOATHO L€ OTTOBOPH Ha TepanuiaTa. CHoOIMIEHHS 32 "pe3HCTEHTHH" 110Ka3Ba, 4e
HHQEKTHPAIIHAT MUKPOOPraHH3bM BEpOATHO HAMA /1a OTPOBOPH Ha TepanuaTa. CpollleHHe 3a
,MEKIHHHA TyBCTBHTEIHOCT" MPEANosiara, ue TepaneBTHIRUAT e(eKT Ha 1ekapCTBOTO MOXE /1A €
HECUI'YPEH HITM MHKPOOPTraHW3MBT e ObAe YYBCTBUTENECH, KO C€ M3NOA3BaT MO-BHCOKH RO3H.
(MexanHHaTa YyBCTBUTENHOCT ChINO Ce HapH4ia YMepeHa YyBCTBHTENHOCT).

I panwunu cmotinocmu
CnenuuTe rpaHH9HHA CTOMHOCTH Ha KIIAPUTPOMHLHH, Pa3Ac/s{ YyBCTBHTCIHHTE OT PE3HCTCHTHUTE
MHKPOOPraHu3MH Ca YCTAHOBCHH OT EBpOrneiCKHA KOMHUTET 34 TECTBaHE HA YYBCTBHUTEIIHOCT KbM

auTHMuKpoOHu Bemecta (EUCAST)

Ilarorenn | YyBCTBHTEIHE PesncTeHTHH
Staphylococcus spp. <1 pg/ml > 2 pg/ml
Septococcus s <025 pg/mi >0.5 pgimi
Streptococcus pneumoniae <025 pg/ml > 0,5 pg/ml
Haemophilus influenzae <1 pg/mi > 32 ng/mi
Moraxella catarrhalis < 0,25 pg/ml > 0,5 pg/ml

KnapuTpoMHIIHE ce H3NOI3BA 3a epaaukaiua Ha H. pylori; MunuMannara uuxubupama
KOHUeHTpanus € < 0,25 pg/ml, xoaTo e 6una ycTtaHOBEHA KAaTO IPaHHYHA CTOHHOCT
oT UHcTuTyTa NO KNMHAYHY U JabopaTopuu ctanaapta (CLSI).

52 <PapmakoKHBeTHURH CBOHCTBA

Abcopbung

KnuHeTHKaTa Ha OpanHo MPHNIOKEHHS KIAPHTPOMHLIHH € IIHPOKO NPOyYeHa NPH HAKOIKO
’KHBOTHHCKH BHJA H NPH BH3PAaCcTHH X0pa. Te3H Npoy4yBaHHA NOKA3BaT, Y€ KIapUTPOMHIIKMH Ce
abcopbupa necHo 1 6bp30 ¢ abcomoTHa GuoHanu4HOCT NpHbIM3HTENnHO 50%. He € oTKpHTa
aKyMyJiaius 1 MeTaboNnuTHATA JUCIIOSHIMA HE C& [IPOMEHS NIPH HHTO €AHH OT BHAOBETE Cex
MHOKECTBEHO JO3HpaHe

Pasnpenenende, OnoTpanchopmalng ¥ QIMMHHHPAHE

In vivo
P E3YATATHTC OT NIOYYBAHHA € XKHBOTHH NOKAa3BaT, 4YC HUBATA Ha KIAPUTPOMKIHH BbB BCHYKH ThKaHH,
C M3K/IIOYEHHE Ha LICHTPanHATa HEPBHA CHCTEMA, C& HAKOJIKO IThTH NMO-BHCOKH OT LIUPKYJIH
nexapcTBeHH HHBA. Hali-BHCOKHTE KOHIIEHTpanuu OOMKHOBEHO CE€ OTKPUBAT B YEPHHA
Apo0oBe, KbAETO OTHOLIEHUATA THKaH KeM na3Mma (T/P) nocthrar 10 qo 20.

In vitro
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In vitro npoyuBaHHs MOKA3BAT, Y€ CRLP3BAHETO HA KIAPUTPOMHIKH C MMPOTEHHH B HOBEIIKATA NNa3Ma,
e cpento okono 70% npu konuenTpauun ot 0,45 1o 4,5 pg/mi. [TopmxkeHue B cepp3BaneTo 10 41%
mpH 45,0 pug/ml npeanonara, ye MecTara Ha CBbP3BaHe Morar Aa ObAar HACHTEHN, HO TOBA Ce CITyYBa
CaMo TIPH KOHLEHTPALHH, Jajied HaAXBbPIAIH TepaneBTHYHATE NEeKapcTBEHY HHUBA.

Hayuenmu

KnapurpomuiiiH 4 HeroeusT 14-OH meTaboanT ce pasnpeaenst AeCHO B TeNECHUTE ThKaHHU H
TeYHOCTH. OrpaHHYSHHA JAaHHH OT MATBK Opoli manHeHTH npeanonarar, 4¢ KIapHTpOMHLHH He
JOCTHTa 3HaUHMH HABA B LepeOpOCIIHHANIHATA TEYHOCT CIE] OpanHH Ao3H (T.e., camo 1 a0 2% ot
CEpPYMHHTE HHBA B LiepeOpoCcHAANTHAIHATA TEHROCT NPH MNALKEHTH ¢ HOPMAIIHA KPLBHO-IHKBOPHA
Oaprepa). KoHueuTpaluuTe B ThKaHUTE OOHKHOBEHO €A HAKOJIKO ITHTH [MO-BHCOKH OT CEPYMHUTE
KOHLEeHTpauud. [IpuMepH 3a TEKAHHHUTE H CEPYMHHUTE KOHLIEHTPAUMH €4 NPEACTABEHH NIO-JO0NY

KOHLEHTPALHAA
(cnen 250 mg Ha BcekH 12 yaca)
Buna TokaH Tokan Cepym
(ng/g) (pg/ml)
CnuBuna 1,6 0.8
Ban npob 8,8 1,7
30pasu unouguou

C nosupaxe apa ITbTH Ha A¢H oT 250 mg pasHOBECHOTO CHCTOAHKE HA MAKOBaTa IJlasMeHa
KOHLIEHTPALMA ¢e JOCTHIA 3a /jBa A0 TPM AHM H cpegHo € 1 pg/ml 3a knapurpoMuuus H 0,6 pg/ml 3a
14-OH-xnapuTpoMHLIMH, JOKATO SMTHMHHAHOHHHTE TOAYIKUBOTH Ha H3XOAHOTO JIEKAPCTBO H
MeTabonura ca TpH A0 YETpH 4aca | MeT 40 [ecT Yaca, ChOTBeTHO. C A03HpaHe /iBa IMbTH JHEBHO HA
500 mg Cinax B pABHOBECHO CHCTOSIHHE 32 KJIAPHTPOMHLIMH H 34 HENOBHA XHIPOKCHIMPaH MeTabomuT
ca cpeiHo cboTBeTHO 2,7 1 2,9 pg/ml 1 0,88 u 0,83 pg/ml. ITonyxHBOTHT HA H3XOAHOTO JIEKAPCTEO
npH A030B0 HUBO OT 500 mg e 4,5 0 4,8 vaca, nokato To3u Ha 14-OH-knapuTpomuiiut € 6,9 no 8,7
yaca. B paBHOBECHO CBCTOAHHE HHBaTa Ha 14-OH-K1apuTPOMHLIVH HE C€ MTOBHINABAT
NPONOPLHOHANHO Ha J03aTa KIApHTPOMHLIHH, A NOJMY>KHBOTA HA KIAPHTPOMHIMH H HETOBHA
XHAPOKCHIHpAH METAOOJHT e ¢ TeHACHIHAA na ObaaT NO-IHIrH NpPH N0-BUCOKH A03H. ToBa
HelMHenHO hapMaKOKHHETHYHO NOBEASHHE Ha KIAPUTPOMMITHH 3ae€IHO ¢ 00100TO NOHNKEHHE BbB
dopmupareTo Ha 14-xuapoxcunipan U N-gemMeTUnIMpaHd NPOAYKTH ITPH NO-BHCOKH JO3H, NOKa3Ba, Ye
HEeITHHEHHUAT MeTa0ONIH3bM Ha KJIADATPOMMLMH CTaBa [10-CHITHO M3Pa3cH TIPH MO-BHCOKH JIO3H,

[Tpn BBE3pacTHH X0pa, HA KOHTO Ca AAaBaHH €AWHHYHH OpaNHH Jo3H ot 250 mg unu 1 200 mg
KJIAPUTPOMMIIMH, YPHHHATA eKCKpellid npeacrasiasa 37,9% 3a no-uuckara nosa H 46,0% 3a nmo-
BHCOKAaTa no3a. PexanHara enHMHAHAHA npencraBiea 40,2% u 29,1% oT Te3n ChOTBETHH JA03H.

Eonospemenno npunocenue ¢ Omenpason

[TpoBeneHo e (hapMaKOKMHETHHHO NPOYYBaHe ¢ KIApUTpOMUIKHH 500 mg TpH 'ETH AHEBHO H
omenpason 40 mg peibK JHeBHO. KoraTo ce aaBa eanHCcTReHO 500 Mg KIApUTPOMHLIMH Ha BCEKH 8
4aca, CPeAHATa CTOHMHOCT Ha Cumax B PABHOBECHO ChCTOSHHE € mpuHOnH3uTeNHO 31% no-BHCOKa H
cpeasaTa CTOHHOCT Ha Cuin € NpHOIH3ATENHO 119% no-BHCOKA, OTKONKOTO KOraTo KIAPHTPOMHIIHH
ce CpaBHABA C MpeUIIHO TIPoyYBaHe, Korarto ce naBa SO0 mg wiapATpoMKIMH Ha BeekH 12 vaca.
Cpeanata AUCos 3a KNapUTpOMHULHH € ¢ 65% 10-ToJIMA, KOTaTo KIAPHTPOMHLIMH € JaBaH Ha BCEKH
8 vaca, orxonxoTo Ha Bcekn 12 waca. Huro Tmax, HUTO CTOHHOCTHTE HAa NONYXKUBOTA

H3rNEXKAAT 3HAYNTENHO PasiIMYHA MOKAY PeXMMHTE Ha BCEKH 8 Yaca 1 BCEKH 12 yaca.

B ceuioT0 npoyuBaHe, Koraro xiapaTpoMHuEH 500 mg TpH bTH AHEBHO CE NpHAara ¢ oMenpason 40
mg BeAHEK JHEBHO, € HabmoaasaHo noprieHye Ha noayxusota H AUCe.24 Ha oMenpaso 3 D00
BCHYKH MHAHBMIM cpenHara AUC,.»4 Ha omenpa3on € ¢ 89% nmo-ronsiMa, a cpeHara xa DHOHy ik

cTOHHOCT Ha T2 Ha oMeripason e ¢ 34% Ho-ronsaMa, KOTaTe OMENPa3oa ce Mpraara ¢ s
OTKOJIKOTO KOFaTo OMETIPa30)i Ce MPHara CaMocTOATeNHO. Koraro KIapHTPOMHITHH OF
omenpasod Crpax B PABHOBECHO CHCTOAHHE, Cmin H AUCo 8 Ha KITApUTPOMHIIHH C€ TTOB
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27% u 15%, chOTBETHO, CIIPAMO JOCTHIHATHTE CTOMHOCTH, KOTATO KIAPUTPOMHLIMH C€ MpHJIara ¢
nnauedo.

B paBHOBECHO ChCTOSHHE KOHLICHTPALMH HAa KNAPHTPOMHLIMH B CTOMALIHATA JIHTaBHIIA IOECT Yaca
CneA A03KPaHEeTO ca MPHONM3HTENHO 25-MbTH TO-BUCOKH 3a KAGPHTPOMHUMH/OMENPa30]l TPYNara B
CPaBHEHHE C IpynaTa CaMo ¢ KiIapHTpOMHLMH. lllecT Yaca crien JO3HPAHETO CPEAHNTE CTOMAIIHH
ThKaHHH KOHIIGHTPAaLHH Ha KIAPUTPOMHIIHH ca NPUOAM3HTENHO 2-IThTH [10-BHCOKH, KOTATO
KJIAPHTPOMUITHH C€ AaBa ¢ OMETPasoi CpAMO JaBaHETO Ha KIAPHTPOMHIIHH ¢ muanebo.

Heproopobro yepedicoare

B npoy4sane, cpaBHABALLC S1HA FPYHa OT 3APABH X0pa ¢ rpyna NAlHEHTH ¢ YePHOAPOOHO
YBpeXKAaHe, Ha KOUTO ¢e JaBat 250 mg Ki1apuTpOMHIMH JBa I'bTH IHEBHO, 34 1B AHH H €AMHHYHA
no3a oT 250 mg Ha TpeTHs AeH, INIA3MEHHTE HUBA B PABHOBECHO CHCTOAHHE H CHCTEMHHAT KIIMPBHC

Ha KIapHTPOMHILMH HE CE PA3IHYABAT 3HAYMMO MEXAY ABETE IPpynH. 3a pasjiHKa OT TOBa
KOHUEHTPAIlHHTE B PABHOBECHO ChCTOAHHE Ha 14-OH MeTabonnTa ca nogYepTaHo nNo-HUCKH NpH

rpynara ¢ 4epHOApoOHO yBpexaaHe.

To3u HaManeH MeTaboNNTeH KIHPBHC HA H3XOJHOTO BEUIECTBO Ype3 14-XHAPOKCHIHPAHE YaCTHYHO
C¢ KOMIIEHCHPa OT noBHillecHHe B 6b0peunus KIMPBHC Ha H3X0AHOTO JIEKAPCTBO, KOETO MMa 32
PE3YTAT CPABHMMY HHBA B PABHOBECHO CHCTOSHHE Ha H3XOAHOTO JIEKapCTBO [TPH YepHOAPoOHO
YBpEeJeHH U 3ApaBH HHAKBUAM. Te3H pe3yaTaTH MOKA3BAT, Y€ HE € HeOOX0AUMO KOPHIHpaHe Ha
AO3HPOBKATa MPH NMALHEHTH ¢ YMEPEHO HITH TEXKO YepHOIpOOHO yBpekKAaHe, HO C HOpMaJHa
ObOpedHa ¢yHKIHA.

bvbpeuno yepexcoane
[TpoBeseHo e NpoyuBaHe 3a OLIEHKA ¥ CpaBHEHHE Ha PapMaKOKHHETHYHHA NPOPGHI HAa MHOXKECTBEHH

500 mg opanHy 1034 KIApHTPOMHLIHE NPH HHAHBAAH C HOpMallHa H noHWxkeHa OpOpeuna QyHkums.
[Ina3sMeHHTe HHBA, MOTYXKHBOTHT, Cmay H Ciin 338 KJIAPHTPOMHIIMH 1 HeroBuaT 14-OH MeTtabonut ca
no-encokd 1 AUC (nion moa KpHBaTa) € no-rofaMa NpH nanueRTH ¢ 0p0pedHo yepexnase. Kein H
YPHHHATA KCKpeMA ca NO-HUCKHU. CTeneHTa Ha pa3fiiKa MEeXAY Te3H NapaMeTpH KOPeIHpa Che
CTeneHTa Ha OBOpeyHOo YBpeXKAaHe; KONKOTO N0-TeXKO € Op0peuHoTo yBpekaane, ToNKoBa No-
3HAYHMA € pasnuKkara (BX. Touka 4.2).

Hayuenmu 8 cmapuecka ev3pacm

[IpoBereHO € ChINO NPOYYBAHE 33 OLICHKA M CpaBHEHHE Ha 0e30nacHOCTTa M (PAPMAKOKHHETHYHHTE
npogunyn Ha MHOXKecTBeHN 500 Mg OpanmHu A03H KIAPHTPOMHLINH NTPH 3ApPaBH MBKE H XKECHH B
cTapyecka BB3pacT, CIPAMO Te3H NIPH 3APaBH MIaaH Mbxe. BBB Bp3pacTHaTa rpyna HHPKYJIHpalIHTe
NIa3MEHA HHBA Ca NMO—BHCOKH, a eIHMHHAIMATA € 1o - DaBHa, OTKOAKOTO NpH 10 — MJIAAATA rpyna,
KaKTO 32 M3XOJHOTO IEKApCTBO, Taka H 3a 14-OH MetabonuTa. Bee nak naMa padivMka MEXAY ABETE
rpynH, Korato Opbpeunns KNMPBHC KOpenrpa ¢ KPeaTHHHHOBHA KIIHPBHC, 3aK/IIOUEHHETO OT TE3H
Pe3YATATH €, ue BCEKH e(eKT IIPH H3MOa3BaHEeTO Ha KIAPATPOMHLUMH € CBbp3aH ¢ ObOpevHaTa
dyHKLHA, a HE C BB3PACTTa caMa no cebe CH.

Hucpexyuu ¢ Mycobacterium avium:
KoOHUEHTpauunTe B paBHOBECHO CHCTOSIHHE HA KIApUTPOMHLIHH ¥ 14-OH-x1apHTpOMUIIIH,
Ha0IoAaBaHH clie PHIOKEHHE Ha O0NYalHA J03U NIPH BB3pacTHH nauucHTH ¢ HIV nHdexnm, ca
nonoOHU Ha Te3H, HabmoJaBaHy NPH HOPMAJTHU HHAMBHIH. BCE nak npH No-BUCOKHUTE HO3H, KOUTO
MOXe J1a ca HeoOXOANMH 3a ledeHHue Ha uHpexkummre ¢ Mycobacterium avium, KOHNEHTPALHKTE Ha
KJIADHTPOMMIMH €A 3HAYHTENHO N0 -BHCOKH OT Te3H, Habmonasakwu npd obuualinure nosu. [ipu
BB3PACTHH nalHeHTH, HHdekTHpann ¢ XHUB, xouto npuemar 2000 mg/neH B ABe pa3ncIcHH A03H,
croiiocTHTe Ha Cmax Ha KNAPHTPOMHIHH B PAaBHOBECHO CHCTOSHHE BapHpat ot 5 Ao 10 pg/ml. Cmax
croiinocTn no 27 pg/ml ca Habmonasann npu XUB-uHpeKTHPaHU BL3PacTHH NALHEHTH, :
4000 mg/nen B nBe pazieneHd o34, EMHMHHAIHOHHUTE NOJYXHBOTH H3MVIEKIAT ¥ IS
MO-BHCOKH JIO3H B CPaBHEHHE ¢ TE3H, HaONMIoJaBany pyu obHyaiiHmTe J034 NpH
[To—-BHCOKHTE NJIA3MEHH KOHUEHTPALHH H MO-ABITHTE SIHMHHALIHOHHH TTOTYXH)
NpH TE3H J03H, Ca B CHOTBETCTBHE C H3BECTHATA HEJIMHEHAHOCT BLB (JapMaKOKHHE

KJIAPATPOMHIIHH.
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5.3 TlpeaxnaarYHE JAHHH 32 6e30MACHOCT

0 no H XPOHHYHA TOKCHYHOCT

H3BbpIneHH ca Npoy4YBaHKs ¢ MHIIKH, IUTEXOBE, Ky4YeTa H/HNi MaliMYHH ¢ OpaTHO NPUIIOKCH
KJIZPUTPOMHLMH. [IpoabIKHTENHOCTTa HA MPUNOXKEHHE BApHPa OT €JIHHUYHA OpallHa 033 A0
NOBTapAeMO JHEBHO OPAJIHO NPUJIOKEHHE 3a [0ECT NOCNEAOBATEIHH MECeLa.

[Ipn npoy4BaHHA Ha OCTPATa TOKCHYHOCT MPH MHIIKY H IUTBXOBE, YMHPa eHH IUIbX, HO HHTO €IHa
MHIIKA CIe/| SAMHUYHO MpHIoKeHHe Ha 5 g/kg TenecHo Terno. CleaoBaTeaHO METHAHHATA JICTATHA
no3a e mo-eucoka ot S5 g/kg, Hali-BHCOKaTa npHeMIIMBa A03a 33 NPHIIOKEHHE.

HsaMa HexxenaHH eeKTH TbJDKaALM ¢€ Ha KIAPATPOMHULIMH NIPH NPHMATH, H310xkeHH Ha 100
mg/kg/neH 3a 14 nocnegosaTeTHn AHH Wik Ha 35 mg/kg/neH 3a eaun Mecent. ChINo Taka HE ca
HabmoZaBann Hexenaud epeKTH IpH ILTbXOBE, K3noXkeHH Ha 75 mg/kg/neH 3a enqun Mecery, Ha 35
mg/kg/nen 3a Tpu Mecena WK Ha 8 mg/kg/neH 3a mect Mecera. Kyyerara ca no-4yBCTBUTENHH KBM
KJIApHTPOMHIIAH, KaTo Tonepupar 50 mg/kg/nen 3a 14 aum, 10 mg/kg/nen 3a eauH 4 TpU Mecela H 4
mg/kg/neH 3a wect Mecena 63 crpaHH4HE eeKTH.

OCHOBHHTE KINHHYHHK [IPH3HALM [IPH TOKCHYHM O3 B TE3H NIPOYYBAHNY, ONIUCBAHH NIO-TOpe ca
NOBpBINAHE, CNaboCT, HaMaieHa KOHCYMalns Ha XpaHa H HaMANeHO HaJaBaHe Ha TEr1o, CannBalus,
ACXHAPATAUHA H XHIIepaKTHBHOCT. JIae oT necerre MafiMyHn, nonyvasamn 400 mg/kg/neH, ymupar
Ha OCMHA JeuedeH NeH; KBITO OBETEHH (HEKANHH Ca OTACICHH B HAKOJIKO H30NMHPaHH Cliydas OT
HAKOHM OT OLCJIENHTE MaliMyHH, Ha KOUTO € AaBaHa a03a 400 mg/kg/aeH 3a 28 nuu.

[TopBHYHKA TapreTeH OpraH NPH TOKCHYHH JO3UPOBKH 3a BCHUKH BHAOBE € YSPHUAT JApoD.
Pa3BHTHETO HA XENATOTOKCHYHOCT MPH BCHYKA BHIOBE C€ OTKPHBA Ype3 paHHO MOBHIIICHRE Ha
CEpYMHHTE KOHIECHTPALMH Ha ankanHara gocdarasa, alaHHH H aCnapTaTr aMHHOTpaHcdepasa, rama
rayraMui Tpancdepasa /s nakrar aexuaporeHasa. [IpekbecBaHeTo Ha MpreMa Ha JICKapCTBOTO
OOHKHOBEHO HMa 32 PE3YTAT BPBINAHE [0 HWIN KbM HOPMAJHHTE KOHLECHTPAUHH HA TE3H CNelHPHIHA

napaMeTpy.

JIOITBJIIHHUTENHK THKAHH, KOUTO NO-PAAKO CE 3aCATAT [TpH Pa3IHYHHTE NPOYYBaHH, BKJIFOYBAT CTOMAX,
THMYC U ApYTH TAMGOUIHHA ThKaHH, KakTo 1 Ob0pelTe. KOHIOKTHBANIHATA HHXEKUHA H
NaKpUMaLHA, ToceaBaiy ONU3KH 10 TEPANeBTHYHATE AO3HPOBKY, ca HaOMoAaBaHY CaMO NPH
kyuera. [Ipu MacuBHa rosupoBka ot 400 mg/kg/neH HAKOH KydeTa H MaiMyHH Pa3BHBAT
MOThbMHABAaHE HA POTOBHLIATA H/WJIH OTOK.

D OCT HA H TOr¢HHOCT
[Tpoyqsanma Bupxy depTHAHTETA H PEIPOAYKIMATA OKA3BAT, Y¢ A03HpoBKH oT 150 no 160
mg/kg/neH NpH MBKKH M KE€HCKH IThXOBe He NPeAW3BHKBAT CTPAHHYHU e(EeKTH BHPXY NONOBHA
LIHKBJ, PEPTHAHOCTTA, pakAaHeTo H Opos H XKHM3IHEHOCTTa Ha MOTOMCTBOTO. J[Be nMpoy4YBaHHATa 33
TepaTOreHHOCT ¢ NIIbX0Be Wistar (mepopanto) U Sparague - Dawley (epopajiiHO X HHTPABEHO3HO),
€THO MPOYIBAHE ¢ HOBO3ENAHACKH OenM 3aiiim ¥ €JHO NPOoyYBaHe ¢ MaliMyHH Makak He
JEMOHCTPHPAT KaKBaTO H J]a € TepaTOreHHOCT Ha KIapHTPOMHIMH. CaMo B €AHO AOIBIHHTETHO
npoy4Bane cu¢ Sprague-Dawley mrbXoBe NpH nogoOHA 034 B MPaKTHYECKH TOAOOHH yCIOBHA ce
OTKpHMBa MHOTO HHCKA, CTAaTHCTHYECKH He3naduMa yectora (pHbnusurenno 6%) Ha cppAeYHO-
CBHAOBH AHOMAIHH. Te3H AaHOMAJINK H3TJIEXK 1A CE ABJIKAT Ha CIIOHTAHHA €KCIIPeCH Ha NreHeTHYHH
NpOMEHH B KOJIOHHATA. J[Be MpoyuBaHHA ¢ MULIKY CBILO NMOKA3BaT NPOMEHINBA YECTOTA Ha LIEMHATO
nebue (3 no 30%) cnex no3u 70 reTi HaA TOpHATa rpaHHLa Ha OOHYaliHaTa AHEBHA KIHHHYHA 034
npu xopa (500 mg aBa IBTH AHEBHO), HO HE H NIPH 35 MbTH MaxCHMAIHATA JHEBHA /1034 IIPH X0pa,
KOETO HpeAnoiiara MaHyuHa ¥ (peTanHa TOKCHYHOCT, HO He TEPATOr€HHOCT

3a KIapHTPOMHIIHH € NOKa3aHo, ye MPHYHHABA 3aryba Ha eMOpHOHA ITpH MAHMYHH, KOTaF
npunara npuOIM3HTENHO AeceT MbTH HaJ ropHaTa rpaHdia Ha oOHYaHHaTa JHEBHA 033,
(500 mg npa mbTH AHEBHO), 3an04Baiiky OT 20 recrannoHeH AeH. To3x edekT ce oTnaBy 1 !
TOKCHYHOCT Ha JIEKAPCTBOTO MPH MHOTO BHCOKH J103H. JJOMBIHHTEAHO npoy4BaHe ¢ Op
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MaliMyHH MpH J03HPOBKH NpHOAMIMTENHO 2,5 10 5 OBTH MaKCHMaNHATA NIAHUPaHA AHERHA
AO3UPOBKA HE NOKa3Ba KOHKPETHA ONACHOCT 34 IU10a.

JIoMHHaHTeH JIETAlIeH TECT NPH MHUUIKH, Ha KOMTO ca AaBaHd 1 000 mg/kg/neu (npubnnsurenno 70
I'ETH M2KCMMAIHATA THEBHA KIIHHAYHA 1034 IPH X0pa), € BHAMMO OTPHLIATEICH 3a MyTareHHa
akTHBHOCT, a B CerMenT I mpoyseane Ha IUrbXoBe, TPETHPAHHU ¢ a0 S00 mg/kg/nen (npubnusurenHo
35 mbTH MakCHMallHaTa JHERHA KJIHHIYHA 8034 NpH Xopa) 32 80 aHu, He € N0Ka3aHO AOKA3aTENICTRO

3a (PYHKUHOHAIHO YBpeAaAaHe Ha MBXKAaTa (PepTHIHOCT, ABDKAINO C€ Ha Ta3H IPOAB/DKHTEIHA
€KCIO3HIHS HA Te3H MHOTO BHCOKH JI03H KJIAPUTPOMHIHH.

MyTareHHOCT

H3pppuieny ca npoyyBaHUA 32 OLIEHKa HA MyTalreHHHA [TOTeHIHA/ Ha KIapHTPOMHILHH, KaTo ca
H3MOM3BAHH HEAKTHBHH ¥ aKTHBHH IUTBILH YePHOAPOOHH MHKPO3OMHH TECTOBH CHCTEMH (TeCT Ha
Ames). PeaynTaTHTE OT T€3W MPOYUBAHHUS TOKA3BAT JIHIICA HA JOKA3aTEICTBO 38 MyTarcHeH IIoTeHIHan
NpPH JEKAPCTBESHH KOHLIEHTPAUHH OT 25 jlg/meTpHeBa NaHWYKa MK NMo-HUCKH. [IpH koHLeHTpaluA oT
50 pg nexapcTBOTO € OMIIO TOKCHYHO 332 BCHUKH M3CNEBaHH 1aMOBE.

6. PAPMANEBTUYHH JAHHH

6.1 CnHcebK HA HOMOIIHATE BeleCTBA

Aapo Ha Tabierkara;
IToBunoH

Harpnes HUIIECTEH MIHKOJAT
MHEKpOKpHCTaNIHa HemyIo3a
Huwmecre

KpocnoBuzon

CTeapHHOBa KUCENTNHA
Marne3ues creapar

Tank

CHIHIHEB THOKCH], KOJOHIEH

OHIMOBO MOKPUTHE:
Onagpaii I 6an 85F18422

XunonuHoBo xBa10 (E 104)

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpox na roguocT

3 rouHHA

6.4 CoensaJjing yCcJIOBHY HA CLXPAHEHHE

ChxpangpaiiTe Ha MACTO, HEIOCTHITHO 3a JeLa. |
Ha ce cpXxpandsa npu Temneparypa noa 25 °C, Ha M4CTO, 3allIHTEHO OT CBETJIHHA W BJIara.

6.5 Bujg H chbALPKAHEE HA ONAKOBKATA

PVC/Al 6nucrep

OnaxoBkata cCoabpka 14 ¢rimupaHd TabneTky, NOCTABEHA B KAPTOHEHA KYTHA.

6.6 Crnenuajng npeanasHd MEPKRA NpH HIXBLPJIAHE
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HeHn3nona3BaHuAT JEKApCTBEH MPOAYKT HIH OTNATbYHHTE MAaTEPHANH OT HEro TpAOBa Ja ¢ HIXBLPNAT
B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHS.

7. ITIPATEXATEJ HA PASPELHIEHHETO 3A YIIOTPEBA

“Uafixadgapma Bucokokagecrsenure Jlekapcrea”All,

Oyn. “I'. M. IumMuTpoB” Ne 1,

rp. Codusa 1172, benrapus
ten.; 02/ 962 54 54

daxc: 02/ 960 37 03
e-mail: info@tchaikapharma.com
8. HOMEP(A) HA PAIPEHIEHUETO 3A YIIOTPEBA

Per. Homep 20060371

9. JATA HA ITBPBO PAZPEINIABAHE/TIOJHOBSIBAHE HA PA3SPEIIIEHHETO 3A
YHOTPEBA

Hata Ha mepBo paspemasane: 25.07.2006
Jlata Ha nocaeAHO MOJHOBABAHE HA paspelneHHeTo 3a ynorpeba: 03.01.2012

10. JTATA HA AKTYAJIH3HPAHE HA TEKCTA

OxroMBpH, 2021
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